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Abstract

Physicians can prescribe medicines for different indications than the tested and
authorised ones. Such ‘off-label’ uses expand therapeutic options but also create
uncertainties. The COVID-19 pandemic triggered new off-label uses and, despite
issues being reported in the literature, these have not resulted in substantial per-
sonal injury litigation in the EU. Against this backdrop, this article argues that civil
liability plays, in fact, a limited role in off-label uses. In particular, civil liability
may incentivise health actors to follow and react to the development of the evidence
basis for off-label uses. However, it is ultimately unable to incentivise the conduct
of additional research on off-label uses. This is problematic, as off-label research
is key to protecting patients and is recommended by international medical ethics.
The article concludes by critically discussing proposed mechanisms to incentivise
off-label research. It argues that extending civil liability for unknown risks may
have undesired effects on insurability and innovation, and most regulatory proposals
seem ineffective. Building on the 2014 Italian reform of off-label uses, the article
proposes the establishment of a fund financed by mandatory contributions from the
industry, which should be used by pharmaceutical regulators to promote off-label
research and develop guidelines for prescribers.

Keywords Off-label uses of medicines - COVID-19 - Civil liability - Pharmaceutical
regulation - Research incentives - EU

< Andrea Parziale
andrea.parziale @maastrichtuniversity.nl

Institute for Transnational Legal Research, Faculty of Law, Maastricht University, Bouillonstraat
1-3, 6211LH Maastricht, The Netherlands


http://orcid.org/0000-0002-3091-0705
http://crossmark.crossref.org/dialog/?doi=10.1057/s41288-023-00302-z&domain=pdf

670 A. Parziale

Introduction

Ensuring that a medicine’s benefits outweigh its risks is the primary goal of pharma-
ceutical regulation (Goldberg 2013, p. 4). This is to ensure that only safe and effec-
tive medicines reach patients, with side effects kept to an acceptable level. Accordingly,
before medicinal products are marketed, pharmaceutical regulatory frameworks require
pharmaceutical companies to test their products and regulators to assess the gathered
evidence (Davis and Abraham 2011). If this assessment is positive, regulators authorise
the marketing of the medicinal product for the tested indication. After they are mar-
keted, pharmaceutical companies and public regulators monitor the real-world effects
of the product and take action as appropriate to inform and protect the public from
emerging risks (pharmacovigilance) (Kaeding et al. 2017). The authorised indications
are indicated not only in the regulatory approval document but also in the product infor-
mation delivered both to physicians and patients. Uses of a medicine in line with the
product-authorised indications are known as on-label uses.

When prescribing authorised products, physicians are also allowed to diverge from
the terms of the respective marketing authorisation. Thus, medicines may be prescribed
for indications that have not been tested by the manufacturer and assessed by regula-
tors. Such ‘unauthorised uses of authorised products’ are defined as ‘off-label’ uses
(Aronson and Ferner 2017).! Such uses are common and often beneficial (Beck 2021,
p- 19). They are a driver of medical innovation, offering additional therapeutic options
to patients that lack satisfying therapeutic alternatives (European Commission 2017a,
p. 12). For example, paediatric (Allen 2018) and oncologic (Saiyed et al. 2017) dis-
eases are frequently the object of off-label uses. Many off-label uses are long-standing
in clinical practice and have proven safe and effective, with some of them even ending
up being considered standard treatment (Beck 2021, p. 13).

Conversely, more innovative off-label uses tend to expose patients to higher uncer-
tainties than on-label uses. Indeed, less comprehensive information is available on their
safety and effectiveness compared to on-label uses. This is because off-label uses are
generally not as thoroughly tested as the latter.

Although this does not necessarily mean that innovative off-label uses are dangerous,
empirical studies do suggest that they are associated with an increased risk of unex-
pected adverse reactions (Eguale et al. 2016). Sometimes, off-label uses even result in
mass accidents. An example of this is the U.S. Risperdal case.” Risperdal was approved
as an antipsychotic medicine, yet it was extensively prescribed off-label to treat other
conditions, including attention deficit hyperactivity disorder (ADHD). Such uses were
suspected to originate numerous cases of gynecomastia (i.e. growth of male breasts).
Another off-label mass accident is the French Mediator affaire (Einbinder 2020). Medi-
ator was approved for diabetes but was largely prescribed off-label as a hunger sup-
pressant. Such uses were later associated with increased cardiac risks—and possibly

' As such, off-label uses are radically different from compassionate uses of investigational products.
These latter are exceptionally authorised uses of unauthorised products (Balasubramanian et al. 2016;
Rahbari and Rahbari 2011; Zettler and Greely 2014). Conversely, off-label uses are unauthorised uses of
authorised products.

2 Harper v Janssen Pharms., Inc., No. 2:17-CV-603-WKW-DAB, 2018 WL 2691492, at *8 (M.D. Ala.
4 April 2018).
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thousands of deaths. Following such and similar scandals, off-label uses have increas-
ingly caught the attention of legislators and courts.

The COVID-19 pandemic sparked innovative off-label uses worldwide (Shojaei and
Pooneh 2020). While some COVID-19 off-label uses showed some efficacy, the medi-
cal literature also reported issues associated with such uses (Lee et al. 2021; Ramos-
Esquivel et al. 2022; Dasgupta 2021; Shojaei and Salari 2020). Howeyver, this has not
resulted in major off-label personal injury litigation.

Against this backdrop, this paper focuses on the conditions for establishing civil
liability in relation to off-label uses, as well as on gaps and potential ways to fill them.
To this end, this paper is structured as follows. First, some context is provided by dis-
cussing COVID-19 off-label uses and regulatory reactions to them in the U.S. and EU.
Secondly, ethical and legal frameworks for off-label uses are outlined to identify the
main actors involved as well as their respective duties and responsibilities. Thirdly, the
relationship between civil liability and off-label uses is discussed. Subsequently, the
potential impact and limitations of civil liability in relation to off-label uses is assessed.
Finally, also based on a critical discussion of past proposals, a (regulatory) proposal is
put forward to address the identified limitations without undermining insurability and
innovation in the pharmaceutical sector.

Off-label uses and the COVID-19 pandemic

The COVID-19 outbreak led to new off-label uses, although presumably with dif-
ferent levels of prevalence across countries. Given the lack of products specifically
tested and approved for COVID-19, uses of medicines to treat COVID-19 patients
are, by definition, off-label (Shojaei and Salari 2020). Examples include the use of
medicines authorised for the treatment of malaria (Chloroquine, Hydroxychloro-
quine and Amodiaquine), bacterial infections (Azithromycin), Ebola (Remdesivir),
influenza (Favipiravir, Umifenovir, Oseltamivir and Ribavirin), HIV (Ritonavir/
Lopinavir), fibrosis (Nafamostat and Camostat), arthritis (Tocilizumab), parasite
infestations (Ivermectin and Nitazoxanide), ulcers (Famotidine) and inflammation
(Corticosteroids and Dexamethason) (Neupane et al. 2021; Pawar 2020).

In the face of COVID-19 off-label prescriptions in clinical practice, the overall
approach followed by U.S. and EU regulators was to try to balance the need to speed
up access to treatment and the need to protect public health (Parziale 2022, pp. 65-66).
First, regulators strove to strengthen the monitoring of such uses, also by promoting
observational studies on the real-world effects of COVID-19 off-label uses. Secondly,
based on safety reports and the results of observational studies, regulators provided rec-
ommendations for physicians to use or not use specific off-label uses for COVID-19
treatment. U.S. and EU regulators used different regulatory tools to this end, particu-
larly emergency use authorisations and recommendations, respectively. Finally, regula-
tors tried to bring off-label uses on-label, e.g. by facilitating large-scale clinical trials.

Against this backdrop, calls for protecting physicians from liability were also
addressed to lawmakers on both sides of the Atlantic (Grey and Orwoll 2021).
Despite being common to the U.S. and the EU, however, such calls had very dif-
ferent results in each jurisdiction. In the U.S., wide liability immunity was
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implemented, with injured parties being allowed to request a limited indemnity from
the Countermeasures Injury Compensation Program, which is funded by general
taxation (Whelan 2022). Some scholars pointed out that the radical shield from lia-
bility adopted in the U.S. was mostly unnecessary (Grey and Orwoll 2021, p. 84). In
their view, the common law already ‘lowers the bar’ of the standard of care in situ-
ations of emergency. In other terms, common law adequately protects healthcare
professionals and manufacturers from liability claims. What is more, these schol-
ars claimed that liability immunities might even prove counterproductive. Behind
such liability shields, operators may lose incentive to follow the ever-evolving basis
of scientific evidence underpinning off-label prescriptions, and this may result in
increased risks of patient harm (Grey and Orwoll 2021, p. 72).

In the EU, proposals for extensive liability immunity were not adopted.> How-
ever, widespread off-label personal injury litigation did not materialise either. This
is despite the fact that the literature reported severe issues with COVID-19 off-label
uses. These include evidence of substantial incidence of adverse reactions (Lee et al.
2021), high prevalence of potential drug-drug interactions (Ramos-Esquivel et al.
2022), lack of effectiveness (Dasgupta 2021) and forms of pseudo-research (Shojaei
and Salari 2020).* The lack of substantial off-label personal injury litigation is even
more puzzling considering that, in several EU jurisdictions, health-related litigation
is generally far from uncommon. An explanation for this may be that in times of
emergency, patients are more proactive and tend to accept higher risks in exchange
for the chance of having their condition treated. Thus, they may be more reluctant to
sue physicians and manufacturers afterwards.

Another potential reason (not necessarily alternative to the previous one) is that
civil liability plays a limited role in off-label uses of medicines. This calls for a clari-
fication of the conditions that may warrant civil liability in relation to such uses.

Ethics and regulation of off-label prescribing

Before addressing the relationship between civil liability and off-label uses, a brief
recap of the ethical-legal framework for such uses is needed. This allows the identi-
fication of the main actors involved, as well as their respective duties and responsi-
bilities. Both are relevant to off-label personal injury litigation.

As anticipated in the introduction, ‘off-label’ is just a regulatory term. The mere
lack of testing and regulatory authorisation does not say anything about the benefit-
risk profile of a specific medicinal product (Beck and Azari 1998, p. 81). Never-
theless, innovative off-label uses tend to be associated with an increased level of
scientific uncertainty compared to on-label uses. Off-label uses may, indeed, expose

3 Although discussions on this are not uncommon in the European literature (Cioffi and Rinaldi 2020;
Tozzo et al. 2020; Bilotta et al. 2020).

* These consist of “using off-label medications in clinical practice without obtaining the patient’s
informed consent, and finally publishing the results of drug efficacy as a research article” (Shojaei and
Salari 2020). Off-label uses may ultimately discourage patients.
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patients in clinical practice to uncertainties that resemble those of an experimental
context. In other words, they involve a ‘grey area’, blurring the boundaries between
medical research and clinical practice. This is highlighted also by the U.S. Belmont
Report, a key international reference document regarding the distinction between
treatment and research (National Commission for the Protection of Human Subjects
of Biomedical and Behavioral Research 1978).

These concerns lie at the core of international medical ethics recommendations
applicable to off-label uses. For instance, Paragraph 37 of the Helsinki Declaration
provides physicians with several recommendations when it comes to an unproven
intervention (World Medical Association 2013). These include recommendations to
ensure that such unproven intervention offers hope to improve the patient’s health
status; seek expert advice; obtain the patient’s informed consent; closely monitor the
patient; conduct research on the unproven use; and share the results, as appropriate.
This arrangement broadly underlies most regulatory approaches in the EU.

At the outset, EU case-law holds that off-label prescribing is generally admit-
ted,’ adverse reactions to it must be reported via the pharmacovigilance system
(which has been made explicit by Directive 2010/84 and Regulation 1235/2010),
and off-label promotion is prohibited (European Commission 2017, pp. 17-18). At
the national level, a number of EU member states consider off-label prescriptions
as mostly a matter for physicians’ professional judgment, and do not foresee spe-
cific policy tools for them (European Commission 2017, pp. 60-61). Nevertheless,
an increasing number of EU member states are adopting more specific regulatory
frameworks (Lenk and Duttge 2014). Most of these focus on reimbursement poli-
cies, since the reimbursement of medicines used off-label may be cost-saving for
National Health Systems (European Commission 2017, p. 58).°

Other EU member states feature comparatively more comprehensive regulatory
frameworks (European Commission 2017a, 2017b). Italy and France provide promi-
nent examples of this approach. In particular, the Italian legislation on off-label uses
(Law 94/1998, as amended) states that off-label prescriptions are only permitted in
individual cases, under the physician’s direct responsibility, if all the following con-
ditions are met: the informed consent of the patient is acquired; the treating phy-
sician has estimated that specifically approved medicines cannot usefully treat the
specific condition of the patient; the off-label uses have been reported in internation-
ally recognised scientific publications (and supported by favourable results of com-
pleted phase II trials, as specified by Article 2(348), Law 244/2007). This legislation
originated from the so-called Di Bella treatment affaire of 1997-1998, which con-
sisted of an off-label cocktail of medicines, vitamins and hormones that Dr Di Bella
claimed were able to cure cancer. This treatment was not supported by the scientific
community and was ultimately disproved (Guidi et al. 2021).

3 European Court of Justice, case C-535/11, Novartis Pharma GmbH v Apozyt GmbH [2013]
EU:C:2013:226, paragraph 48.

% For instance, the medicine prescribed off-label for a specific indication is cheaper than the medicine
specifically authorised for that same indication. The Avastin-Lucentis saga (Arnaudo 2014; Dyer 2020)
provides an example of this.
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Under French legislation, as amended effective 1 July 2021, off-label uses aimed
to meet a patient’s ‘special needs’ fall under the scope of the so-called cadre de pre-
scription compassionnelle (L. 5121-12-1 Code de la santé publique). This frame-
work enables the French pharmaceutical regulator to streamline the reimbursement
and pharmacovigilance of off-label uses. This legislation replaced the recommen-
dations temporaires d’utilisations, which had been introduced to address the weak-
nesses of the French pharmacovigilance system unveiled by the Mediator (benfluo-
rex) affaire (Emmerich et al. 2012).

This summary of the ethical-legal framework for off-label uses suggests that off-
label prescribing is not only a matter of interest for patients and healthcare profes-
sionals, but also for manufacturers and regulators alike. In addition, it outlines the
main duties and responsibilities of each health actor, although with different focuses
and levels of detail. Medical ethics focuses on the requirements of a legitimate off-
label use in terms of necessity, scientific rationale, patient-informed consent, as well
as monitoring, research and data sharing. Safety regulations focus, instead, on the
pharmacovigilance duties of manufacturers and regulators, which are required to
react in a timely manner to emerging risks. As will be seen in more detail below,
civil liability can fine tune some, but not all, of these key duties and convey incen-
tives to discharge them.

Off-label civil liability in the EU

Starting with medical liability, courts generally assess whether the off-label pre-
scription meets the general principles of medical diligence (Aagaard and Kristensen
2018). These essentially require the physician to:

(i) Ensure that the unauthorised use is based on scientific data, with varying
degrees of specificity across jurisdictions, ranging from ‘acquired’ scientific
evidence in France to evidence from internationally recognised scientific lit-
erature and completed phase II trial data in Italy. However, if the off-label use
in question is common clinical practice, physicians may use this argument to
rule out their professional liability,” leaving it to the claimant to show that such
off-label use was, nonetheless, faulty.

(ii)) Ensure that the benefit-risk ratio for the individual patient is positive. This
implies that the physician (a) should not prescribe off-label if an effective on-
label prescription option is available and (b) should closely monitor the effect
of the treatment on the patient.®

7 This seems to have been quite common in French Mediator-related litigation (Prescrire 2020).

8 The Italian Corte di Cassazione applied these principles in a decision given in 2008 regarding a physi-
cian who prescribed a medicine for acne and hirsutism, which resulted in the patient’s death from hepati-
tis caused by the medicine’s toxicity. The court found the physician at fault for prescribing a highly toxic
medicine for a non-severe condition and for failing to monitor the patient’s liver condition during treat-
ment (Cassazione, Judgment of 13 March 2008, no. 17499, in Il Foro italiano 7-8, no. II (2008): p. 376).
“If a drug is used in the case of a disease for which it is not sufficiently tested, an increased level of cau-
tion (especially regarding the dose) and monitoring must be shown to be aware of warning signals and to
be able to react immediately” (Lenk and Duttge 2014).
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(iii) Acquire the patient’s informed consent. In particular, physicians are generally
not required to disclose to the patient that the prescription is off-label, with
the notable exception of France (Guidi et al. 2021).

(iv) Provide a causal link between the prescriber’s conduct and the injury. Similar
to other litigation areas, courts do not always require conclusive scientific
evidence for the claimant to show causation and may admit proof by presump-
tions, based on a discussion of the available evidence and a consideration of
alternative causal factors in the individual case (Parziale 2022, p. 113; Steel
2015; Goldberg 1999).

Besides medical liability, manufacturer liability under Directive 85/374/EEC
(Product Liability Directive, PLD) may also come into play. Contrary to the U.S.,
product liability litigation is scarce in the EU. However, the French Mediator liti-
gation provides an interesting case study (Jourdain 2016), with the caveat that the
conclusions reached by the French courts are not automatically relevant to other EU
jurisdictions (despite product liability being, in principle, harmonised). Below is a
general discussion of the peculiarities posed by off-label uses relative to EU product
liability law in general. The Mediator case law is mentioned for the limited purpose
of showing how French courts addressed such peculiarities.

First, the manufacturer’s liability cannot necessarily be excluded on grounds that
the product was prescribed to the patient by a third party (i.e. the treating physician)
outside the terms of the product authorisation. Indeed, Article 6 PLD states that a
product is considered defective if it does not meet the safety expectations of the pub-
lic considering all circumstances, including “the use to which it could reasonably
be expected that the product would be put” (Article 6(1)(b) PLD). This notion of
reasonably expected use likely covers off-label uses that have become widespread in
clinical practice and known or reasonably knowable to the manufacturer. By apply-
ing product liability to a widely common and known medicinal off-label use, the
French Mediator case law seems to support this argument.

Second, the question arises if and to what extent a medicinal product, the off-
label use of which is harmful, can be considered defective. As is well known, under
the PLD, a product is considered defective “when it does not provide the safety
which a person is entitled to expect”. This notion of defect is argued to rely on an
objective consumer safety expectations test (Verheyen 2019, pp. 45-46). In Boston
Scientific,’ the Court of Justice of the EU (CJEU) refined this definition of defect by
stating that safety expectations can be particularly high for some products. For these,
if products belonging to the same batch have a potential defect, any product belong-
ing to that same batch can be considered defective. This is despite the fact that it is
not proven that the product in question actually has a defect. While Boston Scientific
concerned a pacemaker and cardioverter defibrillator, it can be argued that such high
safety expectations may be expected from pharmaceuticals as well.

9 CJEU, Judgment of 5 March 2015, C-503/13, Boston Scientific Medizintechnik GmbH v AOK Sach-
sen-Anhalt—Die Gesundheitskasse, EU:C:2015:148.
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Thus, the PLD does not explicitly embrace the U.S. tripartite doctrine of infor-
mation/warning, design and manufacturing defects. However, the influence of this
terminology is present in European PL case law (Wuyts 2014), and scholars debate
over the compatibility of each defect type with the PLD safety expectations test.

The least problematic defect type is the information or warning defect. This
is because information and warnings about product use directly shape consumer
safety expectations. Indeed, this is the most common ground for pharmaceutical
product liability claims in general. This likely applies to off-label use claims as
well, since pharmacovigilance obligations also cover such uses. In particular,
French courts held the Mediator manufacturer liable under the PLD for the inju-
ries caused by the off-label use of the product. This is because the manufacturer
failed to react in a timely manner to the increased cardiac risks associated with
such use after evidence had emerged in the literature that could not be neglected.

Other kinds of product defect are design and manufacturing defects. While the
former relies on a risk-utility assessment of the product (Verheyen 2019, p. 45), the
latter may materialise when the product is not produced according to its design (id.
51). The admissibility of such defect types under Article 6 PLD is a matter of con-
troversy in the legal scholarship (Wuyts 2014). In any event, they may be relevant for
off-label cases in those jurisdictions that admit them. For instance, some Mediator-
related decisions held that the increased cardiac risks associated with the off-label
use of the product warranted a design defect.!” However, when the risks associated
with off-label uses are less severe, a manufacturer might argue that such risks do not
undermine the product overall risk-utility ratio, if its on-label uses are perfectly safe
and effective. Manufacturing defects may also come into the picture. However, such
defects are not expected to pose peculiarities specific to off-label uses, as they may
typically impair consumer safety expectations, irrespective of whether the product is
used on- or off-label.

Third, the PLD requires the claimant to show causation between product defect
and injury. This task may prove daunting in scientifically complex and uncertain
matters, such as those related to pharmaceutical PL. This is, naturally, approached
quite differently across the EU. Some countries, like France and Italy, tend to adopt
a rather liberal approach to proof of causation (Alpa 2019), which may be proven
‘by presumptions’ that are ‘serious, specific and consistent’. Proof of causation of
this kind may, therefore, in principle be reached, even with a lack of conclusive sci-
entific evidence and formally validated rates of probability. For instance, regarding
off-label product liability specifically, French courts established causation in Media-
tor cases based on ‘acquired’ scientific evidence, indicating a causal link between
product use and injury, as well as on the fact that, in the specific instances consid-
ered, alternative causal explanations were unavailable.'!

10 Cassation, lere civile, Judgment of 20 September 2017, 16-19.643, JURITEXT000035612653; Cas-
sation, lere civile, Judgment of 25 February 2016, 15-11.257, JURITEXT000032120145.

1" Cassation 1ére civile, 22 May 2008, no. 05-20.317, JURITEXT000018868809; Cassation lére civile,
22 May 2008, 06-10.967, JURITEXT000018868823.
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Proving product defect, injury and a causal link between the two is, in princi-
ple, sufficient for the claimant to recover damages under the PLD. Nevertheless, the
manufacturer may still escape liability by invoking one of the exemptions listed in
Article 7 PLD. In pharmaceutical PL cases, one of the most relevant exemptions is
the so-called development risk (or unknown risk) defence (Article 7(e) PLD). This
defence enables the manufacturer to avoid liability if they demonstrate that the state
of scientific and technical knowledge at the time the product was put into circulation
did not allow discovery of the defect. Adverse reactions to off-label prescriptions
may easily fall under its scope, given the scientific uncertainty that generally sur-
rounds their effects.

Naturally, much depends on how the wording of Article 7(e) PLD is inter-
preted. The CJEU did clarify that the ‘state of scientific and technical knowl-
edge’ relevant to the exemption is to be considered the ‘most advanced knowl-
edge’ in the field, rather than majority opinion.'”> However, the notion of ‘most
advanced knowledge’ is, in turn, not clearly defined. A restrictive interpretation
is that the ‘most advanced knowledge’ is only that relying on scientifically cer-
tain data (Comandé 2013). A consequence of this is that the manufacturer can
escape liability by showing that, at the time of product supply, the defect was not
yet scientifically established. This is regardless of the fact that, at that time, non-
conclusive data were available that were indicative of the product defect. Under
this restrictive interpretive approach, unexpected adverse reactions to off-label
uses would unlikely warrant product liability.

An alternative interpretation of ‘most advanced knowledge’ is that it includes
non-conclusive yet plausible data about the product defect as well (ibid.). There-
fore, if such evidence is available at the time of product supply, then the man-
ufacturer cannot successfully invoke the development risk defence. This may
result in at least some unexpected side effects falling under the scope of product
liability. A broader interpretation of this kind seems more in line with the pro-
active approach conveyed by the pharmacovigilance framework, which requires
companies (alongside regulators) to act to protect the public before a risk is
formally established, along the line of the precautionary principle. Indeed, in
the Mediator case law, French courts adopted quite a restrictive reading of the
development risk defence. In particular, the Cour de Cassation held that a prod-
uct defect can be considered discoverable once the harmful effects of products
with a similar chemical composition and metabolic action have been revealed
and regulators abroad have withdrawn the product based on pharmacovigilance
reports and international studies.!® Thus, the court rejected the manufacturer’s

12 CJEU, Judgment of 29 May 1997, C-300/95, Commission of the European Communities v United
Kingdom, EU:C:1997:255.
13" Cassation lere civile, 22 November 2017, 16-23.804 16-24.719, JURITEXT000036090492.
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argument that, by the time the product was marketed, the defect could not be
discovered considering the state of scientific and technical knowledge.'*

Finally, alongside pharmaceutical companies, regulators play an important role in
pharmacovigilance, also with respect to off-label uses. Shortcomings in this respect
may, in principle, warrant a form of state civil liability. This is because pharma-
ceutical regulators are usually set up as state agencies. Approaches to state liabil-
ity, however, vary significantly across the EU, France and Italy being jurisdictions
where public health authorities have been held liable in connection to severe scan-
dals.!> Therefore, it should not come as a surprise that the French Mediator litiga-
tion showed that regulators might also be held liable in relation to off-label uses.
In particular, the Conseil d 'Etat'® held that, since the late 1990s, the French phar-
maceutical regulator negligently failed to fulfil its pharmacovigilance obligations
(Petit 2014). By 1999, the court argued, evidence had emerged that ‘could not be
neglected’ about the correlation between Mediator and increased cardiac risks. Such
evidence was provided by international studies and regulatory decisions and infor-
mation was explicitly discussed within the French pharmaceutical regulatory body.
Nevertheless, the French pharmaceutical regulator informed patients about such
risks only in 2009.

Interestingly, the Mediator case law addressed the relationship between the differ-
ent kinds of civil liability. Overall, French courts recognised that the civil liability of
the different health actors can, indeed, concur either as joint and several liability (for
instance, between a negligent physician and the manufacturer) or separate liability
(as in the case of state liability, for reasons of procedural law). The pre-existing con-
ditions of the victim were sometimes accounted for to reduce the amount of damage
awards.!” Conversely, courts generally did not find a comparative fault (or contribu-
tory negligence, in the common law language) of victims. In principle, it could be
argued that the fact that the patient consented to the treatment could at least war-
rant a reduction of the damage award. This kind of ‘victim’s fault’” was generally
not found, likely because patients are not considered, to use a U.S. legal expression,
‘experts in the field’. This means that a layperson cannot reasonably be expected to
be aware of the scientific debate on the risks of medical prescriptions. Physicians
and manufacturers, on the other hand, can.

' Tt is noteworthy that French law has a divergent implementation of the development risk defence. The
latter does not apply to human body parts or derivatives (Article 1245-11, Code Civil, previously Article
1386-12). This may be relevant to off-label uses of products containing such peculiar substances. In con-
trast, I disagree with the view that the 10-year limitation period foreseen by Article 1245-15, Code Civil
(previously Article 1386—11) implies a substantial change in the scope of the development risk defence
(Fondazione Rosselli 2004, p. 30). This limitation period merely means that product liability cannot be
invoked 10 years after the product was put into circulation, unless a claimant filed a lawsuit before. This
does not directly intefere, per se, with the scope of the development risk defence.

15 For instance, the infected blood scandal, see Cassazione sezioni unite civili, Judgment of 11 Janu-
ary 2008, no. 576, in Giustizia Civile 11, no. I (2009): 2577 and Conseil d’Etat, Judgment of 9
April 1993, no. 138653, CETATEXT000007839300.

16 Conseil d’Etat, 9 November 2016, no. 393108, CETATEXT000033387533.

17" Cassation, lére civile, 20 September 2017, 16-19.643, JURITEXT000035612653.
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Importantly, to facilitate victim compensation, the French state set up a specific,
publicly funded Mediator fund under the framework of the ONIAM amicable settle-
ment system (Legoux 2016). In essence, based on victims’ dossiers, a multidiscipli-
nary board either recommends the insurer of the relevant health actor to formulate
a compensation offer, or, if no civil liability seems warranted, requests the fund to
indemnify the victim. The insurer can refuse to comply. In this case, the state com-
pensates the victim and has subrogation rights towards the insurer. If this redress
action is successful, the insurer may be required to refund the state plus pay an extra
penalty. Thus, both the victim and the insurer can go to court, but a system of subro-
gation rights and penalties strengthens incentives to make offers and settle.

The role and limitations of civil liability

It follows from the above that civil liability seems to play a limited role vis-a-vis
off-label uses. In particular, civil liability rules are likely to apply the most blatant
cases of harmful off-label uses, i.e. when the off-label use is, at the outset, either not
necessary, lacks a scientific rationale or when the treatment is continued despite the
occurrence of a suspected adverse reaction.

Conversely, civil liability does not seem to provide adequate protection against
the off-label uses that are most insidious for public health. Suppose, for instance,
that an off-label use first seems needed and scientifically justified, and for these
reasons becomes common clinical practice. Suppose also that, after quite some
time, such an off-label use turns out to be harmful in light of new available evi-
dence, with numerous patients ending up injured. In these cases, as already stated,
patients injured after the emergence of a new risk may be entitled to recover from
the relevant health actors on grounds of medical negligence, product liability or neg-
ligent pharmacovigilance. Conversely, patients injured before the emergence of the
new risk are unlikely to be able to recover from any of the actors involved. This
is because, generally, unknown risks do not warrant fault-based liability (since the
very notion of fault is strictly linked to that of risk foreseeability) or product liability
(since state-of-the-art or development risk defences tend to apply).

A first consequence of this is that wide civil liability immunity is probably not
justified, even in an emergency context. Physicians, manufacturers and regulators
cannot be held liable for unknown risks associated with a specific off-label use. Sup-
pose that, at the time of the prescription the latter was necessary and scientifically
sound, the patient being fully informed about all known benefits, risks and uncer-
tainties. In this case, civil liability can hardly be warranted for any of the health
actors concerned.

An additional consequence is that civil liability may convey incentives to the
health actors concerned to monitor patients, follow the development of the evidence
basis for off-label uses, and react accordingly. This falls along the lines of key basic
tenets of the ethical-legal framework for off-label uses. Complementing this, regula-
tors should facilitate this by sharing recommendations on off-label uses primarily
aimed at supporting prescribers’ decision-making processes that are in line with the
most updated scientific evidence (Guidi et al. 2021).
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On the other hand, lack of liability for unknown risks means that the current civil
liability framework for off-label uses is not well suited to incentivise additional
research (and particularly randomised clinical trials (RCTs), as the golden standard
for generating reliable evidence) to discover new risks regarding off-label uses in the
first place. This is compatible with literature findings that off-label uses are gener-
ally not sufficiently studied (Dresser 2009). A major factor behind this is arguably
that pharmaceutical companies do not have particular economic incentives to con-
duct research on off-label uses, which multiply the potential uses of a specific medi-
cine and its sales volumes without having to undergo lengthy and costly testing and
approval procedures (Rusz et al. 2021; Verbaanderd et al. 2020). Lack of research on
off-label uses is also more detrimental in pandemic times as “[i]n addition to the risk
of harming patients without the possibility to even detect the magnitude of harm, the
administration of off-label drug use, compassionate drug use, and uncontrolled stud-
ies during a pandemic also could discourage patients and clinicians from participat-
ing in RCTs, hampering any knowledge that could be gained about the effects of the
drug being tested” (Kalil 2020).

Therefore, lack of sufficient research on off-label uses is a critical issue that calls
for appropriate solutions. Indeed, producing knowledge and reducing uncertainties
regarding off-label uses is key to protecting public and patients’ health and is recom-
mended by international ethics as well, such as paragraph 37 of the Helsinki Decla-
ration and the Belmont Report.

More research, fewer uncertainties: a critical discussion of scholarly
and policy proposals, and the potential way forward

In sum, civil liability may incentivise health actors to follow and react to new knowl-
edge regarding off-label uses, but not to produce such new knowledge in the first
place. This is problematic, because improving knowledge and reducing uncertainties
on off-label uses is key to protecting patients, especially when it comes to off-label
uses that are no longer isolated but start spreading in clinical practice.

To promote research on off-label uses, the literature has already put forward sev-
eral proposals. Some argue that research incentives may be conveyed by imposing
an outright strict liability regime (Rodwin 2014). Alternatively, a tort law duty to
conduct research to discover new risks could be construed (so that, for instance, if a
patient is injured by a risk that was unknown at the time of the accident, the manu-
facturer may be held liable for not having researched the product or identified the
risk in question) (Sila 2018).

Both proposals warrant forms of civil liability for unknown risks. This is, how-
ever, problematic (Faure et al. 2016). This is because liability for unknown risks
is difficult to insure and may have negative effects on innovation. Both are critical
concerns in a key economic sector of larger societal importance, such as the phar-
maceutical sector.

In fact, regulation may be better suited than liability to promote off-label research
without undermining insurability and innovation. Several regulatory proposals have
already been put forward. Some focus on incentivising companies to test off-label
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uses, with a view to applying for marketing authorisation extensions (in sum, to
bring off-label uses on-label) (Verbaanderd et al. 2020). To this end, it is suggested
that the EU should provide companies with additional data and marketing protec-
tion periods or grant priority review for future marketing authorisation applica-
tions (ibid.). Alternatively, country-specific incentives, such as tax incentives, may
be offered (Nayroles 2017). Another approach could be to reduce current disincen-
tives for the pharmaceutical industry to apply for marketing authorisation exten-
sions through fee reductions or waivers for scientific advice or variation applications
(Verbaanderd et al. 2020, p. 7). This could be complemented with streamlining the
identification of repurposing opportunities and accelerating the clinical uptake of
repurposed medicines (id. 8). Broadly along these lines falls the repurposing strat-
egy outlined in the European Medicines Agency (EMA) 2025 strategy (EMA 2020).
The latter focuses on enhancing scientific and regulatory advice on evidence genera-
tion and marketing authorisation application submission, as well as on promoting
real-world data collection (EMA 2020).

While these proposals may prove useful to facilitate off-label research, the funda-
mental limitation of most of them is that they do not address the fact that companies
ultimately lack economic or financial interest to do research on off-label uses in the
first place. The industry already profits from off-label uses, so to say, by default.
Therefore, cheaper approval and scientific advice procedures and more or less gener-
ous tax breaks for research can arguably do little to induce them to invest in further
research on off-label uses. In this respect, the experience of the old French frame-
work for Recommendations temporaires d’utilisations (RTUs) is quite telling. RTUs
aimed, among other things, to incentivise pharmaceutical companies to conduct
tests on off-label uses of their products with a view to applying for an extension of
the marketing authorisation (Degrassat-Théas et al. 2015). However, RTUs proved
unable to deliver this outcome and were eventually repealed.

For the same reason, the industry can hardly be expected to voluntarily fund
independent research, e.g. by academic or not-for-profit institutes. This is, indeed, a
typical example of market failure. In more explicit terms, the industry does not fund
third-party research because this produces positive externalities (the research out-
come), which, as a public good, the industry can appropriate for free. This, in turn,
results in the public good not being produced in the first place.

As is often argued in the face of such market failures, ‘government provision’ of
the under-produced public good (in this case, research on off-label uses) would be
justified. However, this proposal needs to be duly qualified. First, not all off-label
uses should be researched (which would be inefficient), but only those for which a
specific public interest exists. Competent regulatory agencies would be best placed
to identify the off-label uses that meet this requirement. In any event, these would
reasonably include off-label uses that address unmet medical needs and that are no
longer isolated and start spreading in clinical practice. Researching off-label uses to
fight a pandemic would likely be in the public interest as well. In addition, the costs
of off-label research should be borne not by general taxation, but rather by the indus-
try, as it profits directly from the sales of the products that are being used off-label.

The Italian Law-Decree no. 36/2014 outlined a regulatory mechanism that
broadly fell along these lines. Under Article 3(1) of the mentioned Law-Decree, in
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cases of justified public interest, the Italian Medicines Agency (Agenzia Italiana del
Farmaco, AIFA) could apply for the registration of an off-label use (and, therefore,
conduct clinical trials), relying on a fund financed by compulsory contributions from
the industry. This was subject to the marketing authorisation holder (MAH) transfer-
ring the rights regarding such a use to the Ministry of Health for free. The marketing
authorisation holder of the product concerned could apply for the registration of the
off-label use themselves, agreeing with AIFA on the timeline and methodology of
the clinical trials. However, under the last sentence of Article 3(1) of the mentioned
Law-Decree, the MAH could object to AIFA registering the off-label use, thus effec-
tively preempting this whole mechanism. If the objection was without reason, then
a merely ‘reputational’ sanction applied, consisting of a notice on AIFA’s website.

Lacking proper sanctions, this regulatory framework proved ineffective and
was promptly repealed when the Law-Decree was converted into law shortly after
(Article 1, Law no. 79/2014). However, it provides a compelling model to promote
off-label research that, almost 10 years later, has not yet received the attention it
deserves in the literature and policy debate.

Naturally, the pharmaceutical industry would likely strongly lobby against mech-
anisms of this kind. However, advocacy initiatives by patient and physician organ-
isations, possibly teaming up with competent regulatory authorities as well, have
the potential to draw legislators’ attention towards them. An updated regulatory
framework of this kind should, in any event, provide not only for effective sanc-
tions against unjustified lack of collaboration by the industry. Mechanisms should
also be foreseen to facilitate the involvement of academic and not-for-profit insti-
tutes (to promote independent research and minimise conflicts of interest), as well
as to account for public health emergencies. Importantly, the competent regulatory
authority should be tasked with using research outcomes to develop guidelines to
support prescribers’ decision-making in clinical practice.

Conclusions

The COVID-19 pandemic promoted new off-label uses of medicines. Despite several
issues being reported in the literature, these have not resulted in substantial personal
injury litigation. In the U.S., this is the direct result of wide liability immunities. In
the EU, this may be indicative of the limited role civil liability plays in relation to
off-label uses. In particular, this article argued that civil liability can provide protec-
tion against the most blatant cases of harmful off-label uses, but not those that are
most dangerous to public health. These include off-label uses that first seem benefi-
cial and spread in clinical practice, only to turn out to be harmful. A consequence
of this is that civil liability can incentivise health actors to follow and react to the
development of the evidence basis for an off-label use, but not to do research on it in
the first place. Since off-label research is key to reducing uncertainties and protect-
ing patients and is recommended by international ethics, appropriate solutions are
needed. Extending civil liability to unknown risks may convey incentives to carry
out additional research, but may undermine insurability and innovation in a sector
of critical societal importance. Regulatory frameworks may offer more balanced
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solutions. However, they risk remaining ineffective if based on voluntary and incen-
tivising mechanisms alone. As a more effective solution, this article proposes that
governments should set up off-label research funds, financed by compulsory contri-
butions from the industry, which regulatory agencies could use to conduct research
on off-label uses in the public interest. The 2014 Italian (temporary) framework pro-
vides an interesting case study to support advocacy initiatives by patient and physi-
cian organisations.
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