International
Comparative
Legal Guides

Pharmaceutical
Advertising 2027

A practical cross-border insight into pharmaceutical advertising

18t Edition

Featuring contributions from:

Anoma Legal
Arnold & Porter
Arthur Cox LLP

Astolfl e Associati
Studio Legale

Clayton Utz
Clifford Chance

Herbst Kinsky Rechtsanwalte
GmbH

Iwata Godo

Jusmedico
Advokatanpartsselskab

Lee & Ko

Mannheimer Swartling
Advokatbyra

Mercure Avocats

Morais Leitao, Galvao Teles,
Soares da Silva & Associados

Norton Rose Fulbright
OLIVARES

Pitanga Bastos

Quinz

Roschier, Attorneys Ltd.
Sezekkaplan Lawyers
Sottysinski Kawecki & Szlezak
Wenger & Vieli Ltd.

ICLG.com



Table of Contents

Expert Analysis Chapter

Real-World Evidence and Its Use in Advertising of
Medicinal Products in the EU and U.S.
Daniel A. Kracov & Jackie Mulryne, Arnold & Porter

Q&A Chapters

~

]

157

Australia
Clayton Utz: Colin Loveday & Greg Williams

Austria
Herbst Kinsky Rechtsanwilte GmbH:
Dr. Sonja Hebenstreit

Belgium
Quinz: Olivier Van Obberghen, Pieter Wyckmans,
Nele Jonckers & Michiel D'herde

Brazil
Pitanga Bastos: Daniel Pitanga &
Mauricio Rodrigues

Canada
Norton Rose Fulbright: Randy Sutton & John Greiss

Denmark
Jusmedico Advokatanpartsselskab:
Jan Bjerrum Bach & Lone Hertz

England & Wales
Arnold & Porter: Adela Williams & Jackie Mulryne

Finland
Roschier, Attorneys Ltd.: Mikael Segercrantz &
Johanna Lilja

France
Mercure Avocats: Agathe Simon &
Frangois-Maxime Philizot

Germany
Clifford Chance: Dr. Peter Dieners &
Ann-Cathrin Bergstedt

India
Anoma Legal: Krishna Venkat

Ireland
Arthur Cox LLP: Colin Kavanagh & Bridget McGrath

171

273

Italy
Astolfi e Associati Studio Legale: Sonia Selletti &
Annalisa Scalia

Japan
Iwata Godo: Shinya Tago, Landry Guesdon &
Minako lkeda

Korea
Lee & Ko: Hyeong Gun Lee, Eileen Jaiyoung Shin &
Hyun Ah Song

Mexico
OLIVARES: Alejandro Luna F. & Armando Arenas

Poland
Sottysinski Kawecki & Szlezak: Dr. (hab.) Ewa
Skrzydto-Tefelska & Marcelina Izydorczyk

Portugal
Morais Leitao, Galvao Teles, Soares da Silva &
Associados: Fernanda Matoso & Alessandro Azevedo

Sweden
Mannheimer Swartling Advokatbyra:
Camilla Appelgren & Emmie Montgomery

Switzerland
Wenger & Vieli Ltd.: Frank Scherrer &
Ines Holderegger

Turkey )
Sezekkaplan Lawyers: Eray Inceoglu &
Didem Betiil Eren

USA
Arnold & Porter: Daniel A. Kracov & Mahnu V. Davar




Real-World Evidence and
Its Use in Advertising of
Medicinal Products in the
EU and U.S.

Arnold & Porter

Introduction

Interest in real-world evidence (RWE) continues to increase
among industry and regulatory authorities alike, with the belief
that generating such data can be a cheaper alternative to costly
randomised controlled trials (RCT). RWE is also regarded as
more representative of the population as a whole and of the real-
life use of a product, compared to data produced in a conven-
tional, and somewhat sanitised, clinical trial. Indeed, it was said
at the “Global regulatory workshop on COVID-19 real-world
evidence and observational studies” in July 2020 that: “Ewvidence
generated by high-quality observational research is fundamental to under-
standing the safety and effectiveness of medicines in everyday use by patients
and doctors”!

However, up to now, the use of such data in regulatory submis-
sions has been largely limited to post-marketing follow-up to
explore areas where there is insufficient evidence pre-author-
isation, or to support pricing and reimbursement approval.
This chapter discusses the current position in relation to the
use of RWE by regulatory authorities in the EU and U.S., and
considers how such data can be used to support the advertising
and promotion of medicinal products.

RWE and Its Strengths and Weaknesses

Regulatory and clinical decision-making continues to focus on the
use of RCTs to evidence the safety and efficacy of a product, and
to avoid bias being introduced into the data. The International
Conference on Harmonisation of Technical Requirements
for Registration of Pharmaceuticals for Human Use (ICH)
Harmonised Tripartite Guideline E9 on Statistical Principles for
Clinical Trials clearly states in Section 2.3 on Design Techniques
to Avoid Bias: “zhe most important design techniques for avoiding bias in
clinical trials are blinding and randomisation (...)”. Clearly, blinding
and randomisation can be used and carefully controlled in RCTs,
which are conducted in selected populations with carefully
defined eligibility criteria, and in a highly monitored setting.

In contrast, RWE is collected, by definition, without these
controls being in place. Real-world data (RWD) is broadly
defined as routinely collected health data, for example, from
electronic healthcare records, disease registries and observa-
tional studies, or data collected via wearable devices. This data,
when analysed to make inferences about treatments, produces
RWE. The benefit of RWE is seen as the ability to collect
data that are often not collected in the context of RCTs, and
to answer research questions that might not have been studied.
RWE is increasingly seen as a complement to RCT data, and
which can provide information on the population as a whole,
and on how factors such as the clinical setting and health system
may influence treatment effects and outcomes.
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However, many regulatory authorities are still cautious about
using RWE. In particular, the data encompasses large data sets
from a variety of sources, of uncertain quality, which leads to
issues related to completeness, accuracy and consistency. RWD
is often collected for a number of reasons, and not specifically
to answer a pre-determined question, and is then subjected to
post-hoc analyses to support regulatory decisions. There are
also concerns about the methodology used in collecting and
analysing such data, and in merging data sets from multiple
sources. Editors of peer-reviewed journals have commented on
the value of RWE,? and have noted that lack of randomisation in
RWE studies may produce results prone to error or larger treat-
ment effects than RCTs and, therefore, use should be limited.
However, others noted that improvements in data collection
and statistical methods to address potential differences between
comparison groups and data sets meant that high-quality RWE
could be generated, and such studies could contribute to the best
available evidence for a product, particularly given the problem
that clinical trial data might only be able to be extrapolated to
relatively small patient populations.

Legal Framework in the EU

There is currently no established legal framework in the EU on
the use of RWE in regulatory or clinical decision-making, and
there is limited guidance available. Article 8(3)(i) of Directive
2001/81/EC states that the applicant for a marketing authori-
sation should provide “#he results of: - pharmacentical (physico-chem-
ical, biolggical or microbiological) ftests; - pre-clinical tests;- clinical trials”.
While this does not specifically refer to non-interventional
studies (NIS) or RWE, this wording has not prevented the
European Medicines Agency (EMA) from accepting data from
uncontrolled trials in marketing authorisation applications.
However, the use of RWE in regulatory submissions for new
products or indications has been confined to a limited number
of orphan products where RCTs are more difficult to conduct.’

The EU regulatory authorities are continuing to develop an
understanding of the strengths and limitations of RWE. In March
2017, the Heads of Medicines Agencies (HMA) and the EMA
established a Joint Big Data Task Force to explore how regula-
tors might use RWE. This group produced a report in December
2019, and the joint HMA/EMA Big Data Steering Group has
since been set up to implement the recommendation from the task
force.! The EMA regulatory science strategy to 2025 also includes
goals to promote use of high-quality RWD in decision-making
and develop network competence and specialist collaborations to
engage with big data.” However, as yet, thete are no concrete prin-
ciples or guidelines for authorisation holders or applicants on how
RWE can be used or on the parameters of such use.
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One area where RWE is more frequently used is in pricing and
reimbursement decisions. A report published by the London
School of Economics® analysed key pricing and reimbursement
stakeholders’ opinions of RWE across five European countries.
Results showed that RWE was used to some extent in all coun-
tries, generally in accelerated access and re-review situations,
but that there were a number of areas where improvement was
necessary if RWE use was to become more commonplace. More
recently, it has been reported” that RWE featured in almost all
submissions for single-technology appraisals of cancer drugs by
the National Institute for Health and Care Excellence (NICE)
in the UK. While sources of RWE were routinely criticised as
part of the appraisal process, the use of RWE was rejected in
only two cases.

Legal Framework in the U.S.

Government authorities in the United States have recognised
the value of RWE, particularly RWE that provides additional
insights in evaluating and guiding the safe and effective use
of medicinal products, and many companies are exploring the
utility of RWE in regulatory applications. RWE has already
been used as part of original and supplemental applications to
the U.S. Food and Drug Administration (FDA), particularly in
the oncology field. Moreover, with the COVID-19 pandemic
highlighting the importance of RWE collection and use, many
are arguing for rapid expansion of RWE use in product develop-
ment and approvals, including as a “synthetic” control to accel-
erate clinical trials.

However, FDA, the Department of Justice (DOJ), the Office of
the Inspector General of the Department of Health and Human
Services (OIG-HHS) have also focused on compliance risks
raised by RWE studies. As early as 1994, OIG-HHS expressed
concern about payments to healthcare professionals (HCPs) in
connection with studies “of questionable scientific value and requir(ing]
little or no actual scientific pursuit”.® For example, the government
has characterised payments to physicians for entering RWD into
registries as kickbacks where there is evidence that the company
had no scientific need for the data or never used the data for any
legitimate scientific or medical purpose.’ Similarly, payments
to HCPs in connection with data collection activities involving
commercially-available products can raise significant risks under
the Anti-Kickback Statute.

Even where payments are not involved, RWE studies can raise
significant risks under the Federal Food, Drug, and Cosmetic
Act (FDCA) and related laws, if not properly structured. FDA
does not regulate the practice of medicine, and physicians are
free to exercise their independent judgment on whether to
prescribe a particular product. However, scientifically unsound
RWE collection can also be used as evidence that such activ-
ities are intended to support false or misleading activity, in
an attempt to avoid the necessary time, expense and regula-
tory oversight of well-controlled trials. Moreover, FDA has
made clear that where data from an RWE study is being used
to support an FDA approval or labelling change, the sponsor
company is responsible for the soundness of the data submitted.
Whistle-blowers and their lawyers are increasingly focused on
perceived study integrity issues in RWE activities developed to
support product labelling claims, including where purported
data collection activities focus on scientifically unsound meth-
odologies or unvalidated endpoints."

Use of RWE in Advertising Claims in the EU

In relation to advertising and promotion, the European
Federation of Pharmaceutical Industries and Associations

ICLG.com
© Published and reproduced with kind permission by Global Legal Group Ltd, London

(EFPIA) Code includes provisions on NIS, which are a method
of collecting RWE." NIS must be conducted with a ptimary
scientific purpose and similar to the concerns expressed in
the U.S., the EFPIA Code makes clear that they must not be
disguised promotion, and must not constitute an inducement to
prescribe, supply, administer, recommend, buy or sell any medi-
cine. However, the EFPIA Code does not address how the data
from NIS may be used in advertising and promotional materials.

Given the lack of concrete guidance in this area, it is necessary
to consider the use of RWE from first principles to judge what is
acceptable, depending on how the RWE will be used.

For example, EU law and guidance does not require pharma-
ceutical companies to obtain RCT data to support comparative
claims and, therefore, does not prevent pharmaceutical compa-
nies from using RWE to support claims about their products.

There is, however, a general requirement under Directive
2001/83/EC that promotion must encourage the rational use
of the product in question, by not being misleading and “by
presenting it objectively and without exaggerating its properties” > It is
also important that all advertising claims are in line with the
product information and do not amount to off-label use. To
this end, all the information contained in the promotional mate-
rials for a product must be not only accurate, up-to-date and
verifiable, but also “sufficiently complete to enable the recipient to form
his or her own opinion of the therapentic value of the medicinal product
concerned”.®  'There is, therefore, a requitement for companies
to reflect accurately and in a balanced way the results of the
research available at the time the claims are made, including
aspects of studies that might not be positive to the company
product and any other relevant details that would enable HCPs
to put the claims made in context.

In the UK, it is clear from the cases investigated by the
Prescription Medicines Code of Practice Authority (PMCPA)
that RWE is being used by companies as part of their adver-
tising campaigns and to support claims made about products.
The ICH Guideline on bias and randomisation has been quoted
and used by the PMCPA in numerous cases regarding the quality
of evidence substantiating claims made by marketing authorisa-
tion holders. The PMCPA’s view on RWE is that such data can
be used, provided it is not misleading and is compliant with the
Code. Indeed, the Association of the British Pharmaceutical
Industry (ABPI) Guidance on RWD published in 2011" states:

“There are many different ways in which RW data can support the
marketing of a medicine. With its increasing acceptability, it can
be considered as an alternative methodology to a randomised clinical
trial to generate new evidence or to increase the robustness and credi-
bility of existing claims.’"

The PMCPA has reflected this in cases, in particular in rela-
tion to patient experience claims, for example stating:

“The Panel noted that the Code did not probibit the use of retrospec-
tive observational studies that utilised prescription records to estimate
outcomes as a means of substantiating a claim provided that the claim
complied with the requirements of the Code.”*®

The critical issue is, therefore, the nature of the claim and the
relative robustness of the data. Ultimately, whether a claim can
be made will depend on what the statement is and whether the
specific research supporting the claim can be considered robust,
taking into account all available data. An overarching issue will
likely be the quality of the data and the methodology used in its
analysis. In general, where the claim relates to efficacy and/or
safety, it is likely that results from RCTs will be viewed as more
robust and reliable than studies based on RWE. In contrast,
RWE may generate results that a randomised study was not
designed to answer, and may support broader claims that might
be made.
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There are significant limitations on when RWE may be dissem-
inated in a manner consistent with applicable U.S. regulatory
promotional requirements. Promotional labelling or advertising
claims of safety or efficacy that lack adequate substantiation may
be deemed false or misleading under the FDCA, rendering a
drug or device “misbranded”.” False or misleading statements,
including overstatements as to the importance of particular data
or a failure to disclose limitations on data, can also form the
basis for false claims and other fraud allegations.

FDA generally requires promotional treatment benefit and
safety claims to be substantiated by “substantial evidence”. Under
the FDCA and FDA regulations, the “substantial evidence”
standard may be met by at least one “adequate and well-con-
trolled study”.'® FDA has specifically noted that uncontrolled
studies or partially controlled studies are generally not accept-
able as the sole basis to substantiate promotional claims of effec-
tiveness. For example, according to FDA, “/i/solated case reports,
random experience, and reports lacking the details which permit scientific
evalnation will not be considered” as sufficient substantiation."”

That said, FDA has acknowledged in guidance that infor-
mation that is not found in approved labelling but is nonethe-
less “consistent” with FDA-required labelling (or CFL) may be
utilised in product promotion. To be truthful and non-mis-
leading, such communications must “be grounded in fact and science
and presented with appropriate context. . .any data, studies, or analyses relied
on should be scientifically appropriate and statistically sound to support
the representations or suggestions made in a CFL promotional communi-
cation”*®  Given that RWE is not subject to the same method-
ological controls as RCTs, RWE can often have limited utility
in product promotion and can be used, at least at this time,
primarily to supplement or explain more controlled data, with
transparency and disclosures as to the limitations of the RWE.

RWE currently plays a bigger role in promotional communi-
cation of healthcare economic information (HCEI) to payors,
such as health insurers and other entities making coverage and
reimbursement decisions on a population basis. Section 114 of
the Food and Drug Administration Modernization Act of 1997
(FDAMA 114) allows a manufacturer to convey HCEI relating to
on-label uses of a drug or biologic to payors when substantiated by
“competent and reliable scientific evidence” > Such claims describe the
economic consequences of a particular treatment without making
claims about its safety ot efficacy. Under that standard, and with
appropriate disclosures, RWE can be used as part of validated
pharmacoeconomic methodologies to develop analyses that can
be utilised to promote the cost-effectiveness or other economic
aspects of the particular drug in an approved indication. Notably,
claims substantiated under the FDAMA 114 standard must be
truthful, non-misleading, consistent with the approved label, and
meet other relevant requirements. Moreover, while RWE can
be used to support clinical assumptions for economic claims to
payors, FDAMA 114 is not a vehicle for conveying clinical claims
to payors that do not otherwise meet applicable standards.

Practical Considerations When Using RWE to
Support Advertising Claims

Given the above, we set out some points that should be consid-

ered when secking to rely on RWE to support advertising claims.

The overarching factor of whether RWE will be accepted will

depend on the quality and completeness of the data, and the

relevance of and purpose for which it will be used.

m  Understand why the RWE was collected. For example,
was it collected to answer a specific relevant question (with
a pre-defined protocol), or has a post-hoc analysis been
undertaken?
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m  Understand how the RWE was collected. For example,
what was the study design and methodology? What
analytical methods where used? Were adequate controls
utilised to ensure that payments for RWE conform with
legal requirements relating to kickbacks or bribes to physi-
cians or healthcare institutions, ensure integrity of the
data, and comply with privacy requirements?

m  Describe other available data that might answer the ques-
tion you are trying to answer, or that may conflict with
the RWE. Otherwise, there will be a risk that the claims
will be considered as not being balanced and not being
based on an up-to-date evaluation of all the evidence and
reflecting that evidence clearly.

m  Describe why you want to use the RWE and that the
data is fit for purpose to answer the relevant question or
support the relevant claim. The acceptability of the use of
RWE will depend on what is the focus of the claim (e.g.
efficacy versus clinical effectiveness) and what questions
are not answered by the RCT, or the scope of other eviden-
tial uncertainties.

m  Ensure the use of RWE is consistent with the contents
of the Summary of Product Characteristics (SmPC) or
approved labelling, and meets applicable substantiation
standards. Care should be taken where RWE goes beyond
the RCT data.

®  Remember that there are real differences of opinion
among authorities and ethics committees about the collec-
tion and use of such data, so ensutre you are aware of the
regulatory framework and the current views on whether
the data collected will be able to be used for the intended
purpose.

Future Developments

The EMA has acknowledged in the HMA-EMA Joint Big Data
Taskforce Phase 11 report, “Evolving Data-Driven Regulation”,
that: “I#is clear that the data landscape is evolving and that the regulatory system
needs to evolve as well”** Tt is also clear that the regulatory authorities
are hoping to meet that challenge. They continue to explore how
RWE can be exploited, and how the collection and analysis of such
data can be standardised so data sets can be more easily combined,
and there are a number of ongoing discussions and consultations
about the use of RWE in regulatory decision-making,

For example, at the end of 2020, the EMA ran a consultation
on RWE and the use of registry-based studies.”> The guidance
aims to optimise the use of registry-based studies as a source of
RWE that can be used in the context of the benefit-risk evalu-
ation of medicinal products. In addition, a number of collabo-
rations between agencies, academic institutions, patient groups
and pharmaceutical companies have been launched recently,
including, in February 2021, RWE4Decisions* and, in April
2021, GetReal Institute.” These are aimed at reducing barriers
to the use of RWE in healthcare decision-making, and devel-
oping best practices for generating and using RWE.

In the UK, the Medicines and Healthcare products Regulatory
Agency (MHRA) has issued draft guidance® on RTCs genet-
ating RWE that will be used to support regulatory decisions.
It is intended to be the first in a series of guidance documents
addressing RWE. It sets out the factors that need to be consid-
ered when collecting RWD as part of a clinical trial. In terms
of using RWE for regulatory submissions, the MHRA says there
is nothing barring the use of RWE to gain an initial approval or
approval of a new indication — it is not the source of the data that
is the critical question, but whether the data quality is “robust”
and the trial is “designed in a way which allows it to provide the evidence
required to answer the regulatory question”. For low interventional
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trials, the MHRA will accept the data for regulatory purposes
“if the key endpoints necessary to mafke the regulatory decision are routinely
collected in the database and are sufficiently objective such that they wonld
not be subject to meaningful bias from the knowledge of treatment allocation
in an open-label setting”. Notwithstanding this, the consultation
states that an RWE approach is likely to be most suited to label-
ling changes and adding a new indication.

In the U.S., FDA has developed a framework for its RWE
programme, and produced guidance on RWE use in regula-
tory submissions and in supporting regulatory decision-making
for medical devices, as well as on the general use of electronic
health records in clinical investigations.”” The agency has also
provided grants for entities exploring the use of RWE in regu-
In addition, legislation that will be
considered in the coming year, including a “21°* Century Cures
2.0” proposal and reauthorisation of FDA user fees that help
fund the drug and medical device review processes, will likely

latory decision-making.

include new provisions to further advance the role of RWE in
drug and medical device development and approval processes.
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tion, clinical research, authorisation, advertising and promotion, and market access strategy. She also helps companies develop and imple-
ment cross-border regulatory compliance programmes, audits and investigations. Ms. Mulryne specialises in contentious disputes in the
sector, and has extensive experience in public and administrative law litigation before the national and EU courts, in defending enforcement
actions by the competent authorities at EU and national level, and in coordinating such matters across the EU.
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tion of medicines, devices, cosmetics, foods and borderline products. The

team includes a number of lawyers with scientific qualifications, including

physicians. It is regularly ranked as the leading firm providing regulatory

advice and specialist litigation services to the life sciences sector.

The team of lawyers specialising in this field in London is complemented Arn()ld & Porter
by Arnold & Porter's highly regarded pharmaceutical and medical devices

regulatory practice headed by Daniel A. Kracov in Washington, D.C., giving

a combined team of over 40 lawyers.
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