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1. General comments

The purpose of this guide is to summarize relevant information for pharmaceutical companies affiliated
to ENLI for the purpose of preparing advertisements aimed at healthcare professionals in Denmark. The
guide should be seen as a supplement to the guide to the Promotion Code and should also be read in
conjunction with this.

If you want to know more about the rules that formed the basis for this guide, you can read more in EN-
LI's Promotion Code and the guide to the Promotion Code.

You can find the rules on ENLI's website: www.enli.dk/en

2. Scope

Note that, as a rule, the rules in this guide only apply to the pharmaceutical companies that have chosen
to comply with ENLI's rules by affiliation to ENLI. ENLI is a self-regulation committee, set up by the
pharmaceutical industry.

The rules of the guide govern only the contact between pharmaceutical companies (and third parties
acting on their behalf) and healthcare professionals. The contact that is made directly with patients or
with others who are not healthcare professionals, is not covered by this guide.

To see which companies have joined ENLI, you can find an updated list on the front page of
www.enli.dk/en.

3. Definition of information material and documentation

Information material is the material that the pharmaceutical company typically prepares to promote
sales, etc. (see the advertising definition below). In this context, where we are within the scope of the
advertising rules, "information material” can thus also be referred to as advertising material. In this
context, this does not refer to information material on health and illness or material included in an indi-
vidual correspondence that is exempt from the advertising rules, cf. Art. 2, (2)(c).

Documentation refers to the sources on which the information in the advertisement is based. A medi-
cines advertising must always be based on a scientific source. All statements about a medicine in a me-
dicinal advertisement must be documented by reference to valid sources. This guide includes how var-
ious sources can be used (or not used) as a reference in a medicinal advertisement about the medicine's
properties, including efficacy and safety.

4. Advertising rules
4.1. Definition of advertising

Advertising for medicines to humans means "any form of door-to-door information, canvassing activity
or inducement designed to promote the prescription, supply, sale or consumption of medicinal products
to humans". The definition of advertising is the same, regardless of whether you are solely subject to
Danish law or also ENLI's rules.

Unauthorised translation. In case of doubt the Danish version is always applicable and official.
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It should be noted that this is a very broad concept of advertising, which means that most of the activities
of pharmaceutical companies towards healthcare professionals will be regarded as advertising activi-
ties. This means, among other things, that companies should generally stick to what their medicine is
approved for and nothing else, otherwise there is a risk that they will get into an illegal advertising sit-
uation.

4.2. Requirements for advertising in Denmark

Medicines that are not approved for the Danish market must not be advertised.

In Denmark, there are two requirements that must be met before a medicine can be advertised:

1. There must be an existing marketing authorization (valid in Denmark) and
2. The medicine in question must be price notified to the Danish Medicines Agency!

Furthermore, advertising of a medicine must be adequate and factual, and must not be misleading or
exaggerate the properties of the medicine. Information in the advertisement must be in accordance with
the approved product summary of the medicine, cf. Art. 4 (2) of the Promotion Code.

5. Information material

Itis stated in Art. 7 (1) of the Promotion Code that medicinal advertising should encourage rational use
of medicines by presenting medicines objectively and without exaggeration of their properties. Claims
in a medicine advertisement should not imply that a medicine or active ingredient has special benefits,
qualities or properties, unless proven. Such documentation should be quickly available through reason-
able requests from healthcare professionals.

Thus, the advertisement must not exaggerate the properties of the medicine. Thus, the advertisement
must contain, in all respects, correct, adequate and well-documented information that is not misleading
by omission, ambiguity or the like.

All information contained in a medicine advertisement must be adequate, factual, accurate, current, ver-
ifiable and sufficiently detailed to enable the recipient to form a personal opinion on the medicinal value
of the medicine, cf. the Promotion Code Art. 7 (3)

5.1. Therapeutic indication

The wording of the advertisement must not in any way indicate a broader indication than the approved
indication described in the product summary.

This means, inter alia that an advertisement must not promote effects or other endpoints, including from
legal sources compliant with Art. 7 in the Promotion Code, in a manner in which setup or general appear-
ance can be (mis)understood as an expanded indication.

! Applies for pharmacy-only medicines.

Unauthorised translation. In case of doubt the Danish version is always applicable and official.
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o Information that is consistent with or complementary to the indication, and which is presented as
information, can as a starting point be accepted in pharmaceutical advertising.

- Data on the efficacy which is included in the summary of product characteristics 5.1, but which
is not directly related to the indication, may be used informatively, but not be given a more or
as prominent position in the advertisement as claims specifically related to the indication. This
is e.g., the case for certain diabetes medicines that have secondary shown weight loss in pa-
tients in the study. It will be possible to mention results on weight loss in an informative way.
See also the Guide to Promotion Code Art. 5 (1)(3).

- The Appeal Board found in AN-2017-4715 that the setting of an advertisement, and in partic-
ular the use of the heading, where highlighting a word in the headline of the advertisement
with a different color than the rest of the headline meant that it was used as a catcher. The
Appeal Board thus states in its decision: "The Board of Appeal, on the other hand, finds the ac-
tual setting of [xx] ad violating the Promotion Code. The use of the heading "[xx]", where the word
"[xx]" highlighted in bold red color is the advertisement's central catch, implies a risk that the ad
can be interpreted as an indication extension at an instant reading. Thus, the advertisement does
not meet the requirements of the Promotion Code Art. 4 (2), according to which advertising of
medicines must be adequate and objective and not misleading. As stated in the Guidance to the
Promotion Code Art. 4 (2), it depends on a specific assessment of the form and content of an ad-
vertisement, to know if it is in breach of the requirement for objectivity."

It is the Investigator Panel's assessment that clinical endpoints are the subject of the assessment in Art. 4
(2) of the Promotion Code, whereas the medicine’s cellular mechanisms of action cannot be considered to
be subject to the same requirement of compliance in the advertisement. Thus, it is the Investigator Panel's
assessment that cellular action mechanisms may be described in generalizing terms and that these mecha-
nisms are not subject to a requirement that it be stated in the promotional part of the advertisement.

It is stated in the guide to Art. 7 (3) of the Promotion Code, that references must be loyal and references
should be included to the extent necessary to illustrate the overall knowledge in the field. References
must be clearly stated. None of these may refer to outdated information or otherwise be misleading.

If there are errata/erratum for a given publication, the corrected data which an advertisement refers to
must be stated in the reference statement together with the article. Thus, in order for the advertisement
to be regarded as adequate, both the article and its erratum must be stated.

5.2. Evidence hierarchy

As documentation of information about a medicine, in addition to the product summary, only scientifi-
cally substantiated studies that are peer-reviewed and published in established and independent Danish
or foreign journal, professional journals, etc., may be used, cf. the Promotion Code Art. 7(5). Assessing
when information in a medicinal advertisement is adequate and sufficiently detailed can be difficult.
This guide is intended to provide some examples of cases in which information will be considered to be
adequate, including the source's placement in the evidence hierarchy.

Unauthorised translation. In case of doubt the Danish version is always applicable and official.
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Basically, it can be said that the lower one is in the evidence hierarchy, the more information about the
source must be included in the advertisement itself to ensure that the advertisement is adequate and
not misleading.

At the top of the evidence hierarchy are the sources that typically have the highest degree of evidence
or quality. This is where the large randomized clinical trials are located as well as meta-analyzes. At the
bottom lies, among other things, case studies, expert opinions, etc. Although the above illustration of the
evidence hierarchy and the relationship with the information-need might imply that if one is at the bot-
tom of the hierarchy, such as with expert opinions, they can be used if you just elaborate information on
the source. However, that is not the case. Under section 6 below, the sources that can be used in medic-
inal advertisements as documentation as well as the information-needs associated with the individual
sources are reviewed. However, there are sources that will never be able to be used in medicinal adver-
tising, e.g., expert opinions, posters, etc,, cf. section 6.5.

6. Documentation

6.1 Documentation

As evidence of information about a medicine, in addition to the summary of product characteristics, only
scientifically substantiated studies may be used, cf. Art. 7 (5) of the Promotion Code. The studies must
have been published in recognized and independent Danish or foreign works, professional journals and
the like. The studies must have been subject to an independent peer review prior to publication.

Unauthorised translation. In case of doubt the Danish version is always applicable and official.
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The fact that documentation (evidence) is included in the application for approval of a medicinal prod-
uctis notin itself sufficient for it to be used as documentation for information about the medicinal prod-
uct, cf. The Danish Medicines Agency's guidance for the advertising order, section 5.3.

Of the Danish Medicines Agency's guidance section 5.3. it states that the product summary is considered
the basic documentation for the properties of a medicinal product. However, other documentation can
be used if it meets the requirements for this.

Decision from the European Court of Justice

In Case C-249/09, the European Court of Justice has ruled on the scope of the provisions of
the Medicines Directive on the use of information from medical journals or other scientific
works and the scope of the provision that the information on a medicinal product must com-
ply with the approved medicinal product SPC.

The case arose from a dispute between a pharmaceutical company and the Estonian phar-
maceutical authorities. According to Estonian legislation in the area at that time, an adver-
tisement for a medicinal product could contain only information that was also included in
the approved summary of product characteristics.

According to Directive 2001/83/EC of the European Parliament and of the Council of 6 No-
vember 2001 on establishing a community code on medicinal products for human use (Med-
icines Directive), Article 87 (2), "All parts of the advertising of a medicinal product must com-
ply with the particulars listed in the summary of product characteristics”. Furthermore, Arti-
cle 91 (1) of the Medicines Directive states, that any advertisement for medicinal products
directed at persons qualified to prescribe or supply medicines, inter alia, must contain the
relevant information which is compatible with the summary of the characteristics of the prod-
uct.

In the decision, the European Court of Justice ruled that, in addition to the approved product
summary for the medicinal product, citations from medical journals or scientific works may
also be used in advertisements for healthcare professionals. The European Court of Justice
noted that, in recital 47 of the Medicines Directive, it is clear that medicine advertising which
addresses healthcare professionals - although the advertisement contributes to informing
them - is nevertheless subject to strict conditions and effective monitoring.

That being said, it is possible that information about the medicine, other than that stated in
the medicine’s SPC, may contribute to the healthcare professional's level of information, but
that there are strict conditions for the use of such information.

The European Court of Justice states that, of course, a medicine advertisement must not
make statements which are inconsistent with the information contained in the SPC of the
medicine. It is stated in the judgment that “[s]pecifically, no part of an advertisement for me-
dicinal products may ever suggest, inter alia, therapeutic indications, pharmacological prop-
erties, or other characteristics that conflict with the summary of the product characteristics

[.]”

Unauthorised translation. In case of doubt the Danish version is always applicable and official.
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The European Court of Justice has interpreted the Medicines Directive as requiring that all
statements contained in an advertisement for a medicinal product, which is addressed to
healthcare professionals, be included in the SPC of the medicinal product or may be derived
from it. The European Court of Justice notes that supplementary information in medical ad-
vertising for healthcare professionals must be consistent (compatible) with the SPC,
thereby confirming or clarifying the information in the SPC, provided that this additional
information meets the requirements that they should not be misleading, must promote ra-
tional use of the medicine by presenting the information objectively and without exagger-
ating the properties of the medicine. In addition, the information must be accurate, up-to-
date, verifiable and sufficiently complete to enable the recipient to form a personal opinion
on the therapeutic value of the medicinal product concerned.

It should be noted that, as a rule, the SPC is always to be used as a reference. If the promotional material
includes information about the medicine in question that does not appear in the SPC, scientific studies
that meet the above criteria can be used. Such information must thus confirm or clarify the content of
the SPC and thus be compatible with this, cf. the above on the European Court of Justice decision in C-
249/09.

Randomized, controlled studies published in an established and independent journal and subject to an
independent assessment are thus considered the primary supplementary source for the legal and ap-
proved summary of product characteristics.

For an explanation of how the terms “established”, “independent” and “independent assessment” are to
be understood, refer to the guide to section 7 (5) of the Promotion Code.

For the types of statements (e.g., "best", "first", etc.) that are required documentation, please refer to the
guidelines for art. 7 (1) of the Promotion Code.

In general, the published article used must be able to document the product advantage/claim high-
lighted in the promotional material. It is not acceptable to emphasize a positive opinion for the medicine
in the article if the overall study is not able to document the statement. In principle, it is also not ac-
ceptable to emphasize a single study with positive mention of one’s medicinal product if this contradicts
the overall knowledge in the field.

That a study is peer-reviewed and published in a journal that formally meets the documentation re-
quirements in art. 7 (5) of the Promotion Code, does not mean that the reference can be used completely
uncritically. For example, if the reference contains information on matters that contravene the SPC, the
reference will in principle not be applicable even if it complies with art. 7 (5), as it is at the same time
contrary to other provisions of the advertising rules. See also the Appeals Board's decision in AN-2017-
1490.

It is the responsibility of the pharmaceutical company to document that material meets the documenta-
tion requirements.

ENLI does also refer to the above regarding the decision of the European Court of Justice, according to
which information derived from scientific articles, etc. must confirm or clarify information in the medi-
cine's SPC. Thus, no information can be provided in a medicine advertisement which does not have a
direct link with the information in the approved SPC.

Unauthorised translation. In case of doubt the Danish version is always applicable and official.
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6.2. Documentation on factual information in the advertisement

The European Court of Justice has stated in C-316/09 that the definition of advertising is broad, whereby
material containing only objective information can be considered advertising if the message is intended
to promote the prescription, supply, sale or consumption of medicines. It is the opinion of the Investiga-
tor Panel that information on the properties of the medicines, including efficacy and safety profile,
should be made solely with reference to approved SPC or scientific studies. Purely objective/factual in-
formation, provided that they are accurate, thus not showing anything about the properties of the med-
icine, but which only states factual information, can be included in an advertisement with reference to
sources other than SPC and/or scientific studies.

Accordingly, factual information must be kept completely objective and neutral, and thus should not
appear in the advertisement in a way that it can be construed as laudatory for the medicine in question.
It can e.g,, be information about the price of the medicine or that one's medicine has obtained a given
reimbursement status after a decision with the Danish Medicines Agency.

6.2.1. Examples of sources, which apply as reference for factual information

Sources that do not meet the documentation requirement in Art. 7 (5) of the Promotion Code, must not
be used to document the properties of the medicine, including efficacy and safety profile. Thus, the fol-
lowing examples of sources can only be used to provide factual information relating to the medicine.

- Guidelines from medical societies (both Danish and foreign)
o Itisstated in point 5.3.in the Danish Medicines Agency's guidance for the advertising
order, that

» "Guidelines from medical societies cannot be used as independent documenta-
tion and reference for information about a medicinal product's properties, in-
cluding safety and efficacy, in a medicinal advertisement. The one responsible
for the advertisement may insert a supplementary reference to a guideline if it
contains a reference to a scientifically supported study that has been published
and meets the conditions for documentation. If necessary, there must also be a
reference to the article itself, and it is a prerequisite that the guideline does not
contain information about the medicine that is inconsistent with the product
summary.”

o Information from guidelines can be used as documentation for factual information
about e.g.,, diagnosis or diseases.

o As an example of factual information, mention may be made of the fact that a guide-
line exists in the field and that your medicine is included in the guideline. This is, of
course, provided that the information on the medicine in the guideline is in accord-
ance with the applicable SPC.

o Factual information must be kept completely objective and neutral and should not
appear in the advertisement in a way that can be perceived as laudatory for the med-
icine in question or as the primary intention of the material.

o Nodirect or indirect comparison with other medicines must be made on the basis of
a guideline.

o An advertisement for a medicine cannot be based solely on references to guidelines.

Unauthorised translation. In case of doubt the Danish version is always applicable and official.
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It is noted that if information materials on health/disease do not - either directly or
indirectly - contain information about medicines, a reference directly to the guide-
lines can be made, provided that these do not contain any mention of the effective
use of the medicinal product contrary to the medicine's SPC.

A guideline can be provided in its entirety to healthcare professionals if the guideline
isin accordance with the SPC of the medicine, and the distribution is neutral and thus
without laudatory remarks about the medicine in connection with the delivery of the
guideline. If the distribution is unsolicited, a compulsory text must also be provided
for the medicine at the same time as the distribution of the guideline.

For examples of use of guidelines, see section 9 on FAQ and Appendix A.

- Danish Medicines Council (Medicines Council)

O

The Medicines Council's recommendation is based not only on scientific studies and
their weighting - but also on the economics of the use of the medicine.

A recommendation from the Medicines Council cannot be used to address a medi-
cine’s properties, including to conclude that the medicine is better than other medi-
cines. Therefore, no direct or indirect comparisons should be made with competing
medicines on the basis of the recommendation of the Medicines Council.

The Medicines Council's recommendation must not be the primary intention/sole
message in an advertising. Therefore, it will not be possible to apply the recommen-
dation of the Medicines Council in the heading of an advertisement, as information
from the Medicines Council must not be the primary or essential element of the ad-
vertisement.

Information from the Medicines Council can thus be used as a reference for factual
information in the advertisement, when the information is not used to describe
something about the properties of the medicine or to compare the medicine - directly
or indirectly - with other medicines.

It is considered as a claim of the medicine to write that one's medicine is recom-
mended by the Medicines Council as the first choice, as there is implicitly a compari-
son with other medicines.

It is possible to inform about a given recommendation from the Medicines Council
or similar, in an informative and non-laudatory way. This could, e.g., be as a sub-item
of an advertisement which highlights other scientific information about the medi-
cine.

If information from the Medicines Council is used as the primary basis for an adver-
tisement, it may contravene Art. 7(5) of the Promotion Code, since this is considered
a claim - especially if the primary message concerns e.g., an assessment and the
placement of the medicine, where the source is used in a laudatory way in the mate-
rial, cf. R-2017-3397. A similar decision was made in R-2017-2646, where the adver-
tisement's statements regarding first choice with reference to RADS had a prominent
place as the primary and sole statement of the advertisement, which was further
strengthened by the overall visual and laudatory expression of the advertisement.
For other decisions on the use of information about the Medicines Council in phar-
maceutical advertisements, see e.g., R-2021-0244, R-2021-1099 or R-2021-4216.

Unauthorised translation. In case of doubt the Danish version is always applicable and official.
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Medicines advertising may contain objective and factual information that a particu-
lar medicine has been recommended by the Medicines Council as a possible standard
treatment for a specific therapeutic indication. However, in order for a promotional
material for a medicine to be considered adequate, it will require that the entire rec-
ommendation, including the concerns and reservations are included in the promo-
tional material. Thus, it will not suffice to say “Recommended as standard treatment”
alone. See example in Appendix A.

The recommendation of the Medicines Council can be given in its entirety to
healthcare professionals, if the recommendation is in accordance with the SPC of the
medicine. The distribution must be done in a neutral manner, and thus without any
laudatory remarks about the medicine in connection with the distribution. If the dis-
tribution takes place unsolicited, a compulsory text for the medicine must also be
provided.

IRF, RADS, KRIS

@)

Information from, e.g., IRF (Rational Pharmacotherapy Initiatives), former RADS
(Council for the Use of Expensive Hospital Medicine) and KRIS (Coordination Coun-
cil for the Use of Surgical Medicine) can be used as reference for factual information
in the advertisement when information are not laudatory of the medicine by describ-
ing anything about the medicine’s properties or for comparing the medicine - di-
rectly or indirectly - with other medicines. See also above regarding the Danish Med-
icines Council.

Medicin.dk, Sundhed.dk or the like.

@)

Web sites containing professional information on illness and health can be used as a
reference for factual information about e.g., symptoms of illness and the like. Please
note, however, that in the case of common knowledge, which can also be found in
textbooks and which must be regarded as well-known by professionals, no docu-
mentation is required for this in the promotional material. When asked by ENLI
whether something is common knowledge, it should be documentable through ref-
erence to textbooks.

6.3. Sources, which apply as documentation in an advertisement for medicines

In ENLI's opinion, the following can be used as documentation for information on the medicine's prop-
erties, including efficacy and safety profile:

The approved product summary (SPC)

Scientific studies, published in established and independent Danish or foreign magazines,
journals and the like, and which have been subject to an independent assessment prior to
publication. Please note that simply because a study is peer-reviewed and published in a
journal that formally meets the documentation requirements of Art. 7(5) of the Promotion

Unauthorised translation. In case of doubt the Danish version is always applicable and official.
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Code, it does not mean that the reference can be used completely uncritically. Here, consid-
eration must be given to where in the evidence hierarchy the study in question lies and
whether there may be a need for more detailed information in the medicine’s advertising to
ensure that the information is adequate, factual, accurate, up-to-date, verifiable and suffi-
ciently detailed for the recipient to form a personal opinion on the medicinal value of the
medicine, cf. Art. 7(3) of the Promotion Code.

- Systematic overview articles with meta-analysis, i.e. a total statistical processing of data
from several medicine’s tests, if there is full scientific coverage for the statements made and
if the study is published in a scientific journal with independent review (peer review). How-
ever, scientific studies in such review articles may only be referred to if they each meet the
requirements for documentation.

6.4. Other sources which apply as documentation in an advertisement for medicines

Common to the sources mentioned in Section 6.4. is that these are typically sources that are further
down the evidence hierarchy and where additional information is needed in the advertising to ensure
that the information is adequate, factual, accurate, up-to-date, verifiable and sufficiently detailed for the
recipient to form a personal opinion on the medicinal value of the medicine, cf. Art. 7 (3) of the Promo-
tion Code and Section 7.1.

e Registry studies, observational studies, cohort studies, real world evidence/data and the
like: Data from such studies should be used with caution, since there may be uncertainties in
such studies, including off-label use. The fact that a study is published in a journal, which for-
mally comply with the Promotion Code’s Art. 7 (5), is therefore not a guarantee that scientific
weaknesses in the study have been taken into account. It can in advertising contexts e.g., cause
unauthorized use, risk of off-label option and some methodological issues related to e.g., control
groups, applied statistics, etc. See also AN-2017-1490, in which it inter alia is highlighted that

e "when Real World Data (RWD) is presented in promotional materials, this must pre-
dominantly be set in a context with data from randomized clinical trials (RCT). In
relation to an RCT study, it is as mentioned not a requirement for an observational
study to have a control group and the inclusion can disagree with the medicinal prod-
uct’s authorized conditions. One should therefore base its claims in a drug advertise-
ment on its approved SPC and possibly RCT-studies (meeting the documentation re-
quirements), and only use observational studies as information, and only if this is not
contrary to the SPC. This means that the source material as the SPC and RCT studies,
should be used as a primary reference in advertising material, while observational
studies/RWD does not have the same evidence-base and therefore should only be
used as a supplementary information",

e Non-clinical studies: Non-clinical studies, e.g., be a pharmacodynamic study, which is a study
(possibly hypothesis generating) in which a small group of people (can be both healthy subjects
and patients) is investigated for mechanisms of action (dynamics), e.g., at the receptor level.
Such studies cannot be compared with the large clinical RCT studies. In AN-2018-0747, the Ap-
peals Board stated that

Unauthorised translation. In case of doubt the Danish version is always applicable and official.
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o “The Board of Appeal may agree that pharmacodynamic studies can, in general, be
used as documentation for information on a medicine, to the extent that the condi-
tions in art. 7 (5) of the Promotion Code is fulfilled. Thus, only scientifically substan-
tiated studies that have been published in independent and established Danish or
foreign works, professional journals and the like, and which have been subject to an
independent assessment prior to publication, may be used.

there is still a risk that, after the adjustment of the Advertising, relevant readers
based on the results of the reference may perceive that [medicine X] is overall [med-
icine Y] superior - regardless that these results, according to the reference, must be
seen with reservation. In particular, the Board of Appeal emphasizes that, among
general practitioners and other readers in the target audience, there is hardly any
knowledge - or sufficient knowledge - about the nature and content of pharmacody-
namic studies in order to understand and assess the meaning of the reference. The
advertisement should therefore have included additional information about the data
base and the content of the study in order to ensure the readers' understanding of
the basis for the statements in the Advertising."

Thus, the promotional material must contain information about the data basis and the con-
tent/design of the study, in order to ensure that the readers of the advertisement can relate
statements in the advertisement to the data on which they are based.

e Post hoc analyzes: In a scientific study, a post hoc analysis (from Latin post hoc, "after this")
consists of statistical analyzes that were not specified before the study was started, e.g., a large
randomized and controlled trial that is the basis of the medicine's approval. Post hoc analyzes
have some statistical reservations but can be used in advertisements if the results of this are put
in the context of the approved therapeutic indication and if an adequate level of information is
included in the advertising.

6.5. Sources which do not apply as documentation in an advertisement for medicines

In ENLI's opinion, the following cannot, as a rule, be used as documentation for information on the prop-
erties of the medicine, including efficacy and safety profile:

- Expert opinions and the like: Even if such a publication is published after peer review and in
a recognized scientific journal, it will still be the writer's position, which is not necessarily in
accordance with the general opinion for the disease area/medicine. This type of publication is
not legal as a source in a pharmaceutical advertising.

- Casuistics: (public description of an individual case of disease) cannot be used as documenta-
tion. Casuistics describe a single-person effect, and on that basis, they cannot be used to docu-
ment the effect that clinical studies based on population-level efficacy measures can document.
An individual-level claim is therefore not in accordance with general principles of evidence-
based medicine, and since claims must be documented by legal references, cf. Art. 7 of the Pro-
motion Code, the documentation requirement for such a claim is not complied with.

Unauthorised translation. In case of doubt the Danish version is always applicable and official.
12



Version 1.2 September 2024

- Abstracts and posters: These cannot be equated with scientific articles, partly because various
details of the study are often missing in abstracts and posters, and partly because abstracts and
posters are generally not subject to the same strict review of the scientific value of the publica-
tion as articles in scientific journals. This fundamentally applies irrespective of whether the ab-
stract or posters have been published and peer reviewed. If abstracts are involved relating to a
scientifically supported investigation that is being published in a recognized, independent sci-
entific journal which has been subjected to peer-review prior to publication, this can however
be regarded as documentation. From the guidelines for the advertising order, section 5.3. it
states that it is not sufficient "that a study has been subjected to an impartial evaluation prior to
an oral presentation at a congress or a symposium, and publication in abstract books published by
a congress organizer, or publication on a professional association's website cannot be equated with
publication in recognized and independent professional journals, etc.”

- Data on file: Such data cannot be used since they do not satisfy the requirements of Art. 7 (5) of
the Promotion Code. Thus, data on file is not published information, nor is it peer reviewed.

- Information about an ongoing clinical trial that has been published, for example on www.clini-

caltrials.gov cannot be used, since such information does not comply with the requirements for
documentation, cf. Art. 7(5) of the Promotion Code.

- Foreign recommendations are not acceptable as references since these are individual coun-
tries’ recommendations for the use of specific medicinal products and there may be reasons why
these are not applicable in Denmark. For example, recommendations are not accepted from FDA
(Food and Drug Administration, (USA)) or NICE (National Institute for Health and Clinical Excel-
lence (UK)). In the same way, neither are recommendations from WHO immediately acceptable
since recommendations from them may be based on general societal or political considerations,
which could mean deviating from the approved product summary.

- Health economic analyses/cost analyses can contain both factual information and (possibly
indirect) claims about the effect of the medicine. However, health economic analyses are not
“factual” in the sense that they are primarily based on (subjective) assumptions about the future.
Health economic analyses are used in market access contexts, e.g. for applications for general
reimbursement or general conditional reimbursement with the Danish Medicines Agency. It
thereby becomes a submission from the pharmaceutical company and is included in the appli-
cation along with a wide range of other information. Thus, you can only make “raw” and simple
price comparisons based on prices and DDD (defined daily dose). You cannot make comparisons
based on different assumptions (e.g. about hospitalization, side effects, etc.).

- EPAR (European Public Assessment Reports) are not suitable as documentation for pharmaceu-
tical advertisements. Studies in this connection are weighted in EMA's assessment, after which
the result is evidenced by the SPC with the weight as EMA chooses it must have, and on an ag-
gregate basis of all available evidence, the therapeutic indication of the medicinal product is
given.

- EPAR is an underlying document, which can include more information than is
included in the SPC. Thus, one cannot choose to highlight something from EPAR
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in a pharmaceutical advertisement, which is not recognized by the therapeutic
indication in the SPC, since it will be considered off-label advertising.

- If a company wish to use EPAR laudatory in their pharmaceutical advertise-
ments, one must therefore wait until the desired data is recorded in the SPC of
the medicinal product.

- PSUR (Product Safety Update Report) is the pharmaceutical company's own presentation of
safety data in connection with an application for marketing authorization for the medicine. It is
thus the pharmaceutical company's party submissions to the process of the pharmaceutical au-
thorities and therefore not suitable as documentation for medicine’s advertising.

- Decisions from courts of justice: The use of a decision from either a Danish or foreign court of
justice will not be in accordance with Art. 7 (5) of the Promotion Code, on documentation. If you
want to make claims of the properties of your medicine, you must refer to the approved SPC or
scientific studies.

- Market research: The information obtained from a market study cannot in itself constitute a
basis for a claim about a medicine.

7. Adequate Advertising

7.1. Adequate Advertising

Sec. 63 of the Medicines Act contains certain fundamental requirements for the content and format of
medicinal product advertising, cf. the guidance to the Advertising Order on Sec. 3.1, which states that:
“Firstly, advertising must be adequate. For instance, an advertisement must contain adequate information
so that recipients can understand and assess when and under which circumstances the medicine can and
should be used and when not to use it. By contrast, an advertisement is not adequate if it uses such broad
terms that it is likely to promote the consumption of a medicine when in fact it is not particularly suitable
to use under the given circumstances. The provisions detailing an advertisement must contain a number of
compulsory details; see sections 4.5 and 5.1, are based on the requirement for medicines advertising to be
adequate.

Secondly, advertising must be factual. Therefore, medicinal products must not be marketed in the same
aggressive and consumption-encouraging manner as general consumer goods. Advertisements for medici-
nal products must not be designed to or likely to generate unnecessary increases in the consumption of
medicines. The advertisement must furthermore be based on professional and relevant information about
the medicinal product. Whether an advertisement fails to be factual is determined by assessing the form
and content in each specific case.

Thirdly, advertising must not mislead or exaggerate the properties of a medicinal product. This means that
the form and content of an advertising must not lead medicine users and persons prescribing or dispensing
medicinal products to form misconceptions about the medicinal product, including its effects, adverse re-
actions, price, ingredients, etc., disease or treatment. Nor must an advertisement put a medicinal product
in a more favourable position than other corresponding and perhaps even more suitable medicinal prod-
ucts. An advertisement for a medicinal product must neither in form nor content mislead or be designed to
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mislead the persons it is aimed at or exaggerate the properties of the medicine. It depends on an overall
assessment of the advertisement, including text, images, illustrations, etc., whether the advertisement is
misleading or exaggerates the properties of the medicine.

Fourthly, the information contained in the advertisement must comply with the approved summary of
product characteristics (SPC). The particulars in the SPC include information about the composition of the
product, pharmaceutical form, therapeutic indications (applications), contraindications, adverse reac-
tions, precautions for use, dosage and warnings, if any. This means that the content of the advertisement
must not be inconsistent with the particulars of the SPC. It is possible to deviate from the wordings of the
SPC to the extent that the requirement for factual information is met. An advertisement for a medicine may
include statements that supplements the information in the SPC, provided they confirm or specify infor-
mation in the SPC, and the information otherwise complies with the SPC. These may be, for example, docu-
mented statements about the effect or side effects of the medicinal product that confirm or clarify infor-
mation in the summary of product characteristics and are compatible with the summary of product char-
acteristics. The information in the advertisement must not be misleading or exaggerate the properties of
the medicinal product. An advertisement for a medicine must only include information about authorised
indications as appearing from the authorised SPC.”

Advertising for a medicine that is sent or distributed to healthcare professionals for promotional pur-
poses must contain, as a minimum, the so-called compulsory information, which is stated in Art. 5 of the
Promotion Code. This information helps to make the advertisement adequate and must therefore, as a
starting point, be an integral part of the advertisement, cf., Art. 5 (2) of the Promotion Code and the
guidance to this. Compulsory information is not dealt with in detail in this guide, so please refer to the
Guide for the Promotion Code for further information on this.

The assessment of whether commercial, generalizing statements are sufficiently adequate and objective
are generally complex. There will often be a need to substantiate commercial statements with scientific
statements/data that, directly in the advertising context, adequately nuance the information level. Alt-
hough this can be difficult in situations where the scope of the advertisement is a banner commercial.
However, it is the Investigator Panel's assessment that an advertisement should generally have an ade-
quate level of information that is independent of the advertising format and scope. In AN-2018-0346,
the Appeals Board also stated that "Notwithstanding the special nature of roll-up as advertising medium,
the information must not be so brief that it may seem misleading."

This means, among other things, that brief statements such as "Up to 4 years of effect”, "Medicine X
reduces the attack rate" or "significantly lower mortality” must be elaborated with quantification of
data, so that the recipient of the advertisement receives an objective data basis which supports the state-
ment. This data elaboration of the commercial statement can e.g., be done in direct relation to the state-
ment or by means of a footnote in which study information can also be stated.

Data in the advertisement of a relative risk reduction of X% should be put in the context of the absolute
risk. One can, for example have shown that the relative risk of mortality is reduced by 100%, but if the
absolute risk is thereby only improved from 0.00002 to 0.00001, it can be misleading to state the relative
risk alone.

In some cases, there may be a need to include certain reservations in the advertisement, including the
article authors' reservations in the advertisement to avoid the risk of the reader misunderstanding the
medicine, especially if the article states that the study results include a reservation.
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The advertisement must, in its overall design, be adequate, regardless of the context in which it is pre-
sented, as well as in relation to the target group, cf. AN-2018-0346 where the Appeals Board, among
others found it unimportant that "the healthcare professionals present may have special expertise in the
area, and the access to obtaining in-depth information, including through company representatives at the
booth, is of no importance."

Thus, in its design, a pharmaceutical advertisement must contain sufficient information for the recipi-
ents of the advertisement to understand the context and thus understand and assess the data basis on
which the statements in the advertisement are based.

7.2. Endpoints and study design

In an advertisement where claims are made with reference directly to the primary endpoints of the
phase 3 study that underlies the approved therapeutic indication, there is no immediate need for addi-
tional information on study design, etc. in order for the advertisement to be considered adequate. Here,
a reference to SPC and/or the underlying publication will suffice, although information about study de-
sign also contributes to the information base.

It is the opinion of the Investigator’s Panel that there is the possibility of differentiation of e.g., second-
ary or tertiary endpoints, however, always taking into account the medicine's therapeutic indication
range and the approved SPC for the medicine, as well as the requirements for adequate and objective
advertising. This will often mean that a brief statement of the study, its endpoints and the result thereof
(a brief study description) is implemented in order for the advertisement to be considered adequate, cf.
Art. 4 (2) of the Promotion Code. This means, inter alia, that only clinically recognized endpoints may be
used for the area of therapy that confirms or clarifies the SPC. It is considered essential that the listed
study description also provide data for the outcome of the other step-higher endpoints (e.g., the primary
endpoint of the study if the secondary endpoint is used as the differentiating element) so that a contex-
tual understanding of the presented endpoint is met, cf. R-2024-0465.

Randomized controlled trials - so-called RCT studies - are considered the primary supporting source
material for the legal and approved SPC (see section 6 above).

However, it is the opinion of the Investigator Panel that Art. 7 of the Promotion Code also allows for the
use of other types of studies, if it is ensured that the information level in the advertisement meets the
requirement that the advertisement as a whole must be adequate.

Observational studies, register studies and the like (including real world data [RWD]) can e.g., be used
in advertising context. If such studies are used as a basis for claims in advertising, the claims must be in
proportion to the data/evidence hierarchy, which is why in the promotional part of the advertising,
more detailed study information must be included such as, e.g., the data basis, the purpose of the study,
results and important reservations in the study, cf. AN-2018-0747 and AN-2017-1490 as well as section
6.4. above.

Although studies are designed as an RCT study, however, there may still be a need to increase the level
of information in the advertisement for it to be considered adequate. For example, there could be non-
clinical RCT studies, such as pharmacodynamic or pharmacokinetic studies. Such studies can be used as
a basis for differentiation in an advertisement - however, the advertisement must have sufficient study
information and data, including significant reservations, to ensure the recipient's understanding of the
basis for the statements in the advertisement, cf. AN-2018-0747.
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Randomized controlled clinical trials can assume several different study designs. Many RCT studies are
designed as a non-inferiority study, which means that the study is designed to demonstrate that the
active arm of the trial is "no-worse" than the comparator (placebo or competing medicien). In addition
to demonstrating non-inferiority, (secondary) valid and factual conclusions about e.g., superiority de-
pending on the statistical analysis plan can be made. It is ENLI's assessment that non-inferiority RCT
studies can be used as a differentiating element of an advertisement, provided that there is a sufficient
level of information in the promotional part of the advertisement. See also AN-2019-0926.

The Investigator Panel notes that nuanced information (such as study design, etc.) that is necessary for
an advertisement to be considered adequate must be placed in the "promotional part" of a material. In
a material that has a continuous shape, such as a multi-page leave-behind or a slide show, there is a
greater degree of flexibility in that information can be presented in a continuous fashion during the ma-
terial.

8. Comparative Advertising
8.1. Comparative Advertising

Comparative advertising is advertising that directly or indirectly refers to another medicinal product.
However, it will always depend on a specific assessment, where the content of the advertisement is eval-
uated in each case.

In principle, comparative advertising will be legal when the advertising as a whole is adequate, correct,
relevant and loyal. The comparison must also be objective and relate to documentable information.

Comparative advertising must, as a starting point, be drawn up on the basis of the information in the
product summaries of the medicinal products included in the comparison. Thus, documentation of the
comparative medicines can be obtained by reference to their SPCs. For those medicinal products in
which the SPC does not contain information on the conditions covered by the comparison, the compar-
ison may be based on scientific studies, e.g., a head-to-head study.

[t should be noted that comparative advertising, which is based solely on product summaries, will not
always be adequate and factual, cf. Art. 4 (2) of the Promotion Code and AN-2012-2713.

It shall clearly appear of a pharmaceutical advertising that contains a comparison between multiple me-
dicinal products, what medicines the comparison includes. The comparison must be limited to medicinal
products, which it is objectively appropriate to compare, e.g., medicines with coincident scope, cf. the
Promotion Code Art. 8(1). There is also an obligation to present the compulsory text for the company’s
own medicine. See also AN-2018-3964, which states: “an unfair comparison of medicinal products has
been made in violation of Section 8 (1) of the Promotion Code. This slide compares the efficacy and safety
endpoints of [X] and [Y], regardless that [...] medicine [X] is not approved for the therapeutic indication,
thus, it is an off-label comparison contrary to the advertising rules.”

In principle, the same rules apply to documentation for comparative advertising as to ordinary adver-
tising. The documentation basis must meet the requirements of Art. 7 (5) of the Promotion Code. The
Appeals Board has in AN-2017-1564 also stated "The overall requirements of factual and adequate ad-
vertising has central importance in relation to comparative advertising, in particular because this form of
advertising is an essential differentiation and positioning tool [...]. Regardless of accordance with other
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rules of the Promotion Code, advertising of medicinal products must comply with the Promotion Code Art.
42).."

The direct comparison is made in a head-to-head study where the study of medicines is done under the
same conditions. However, even in these cases, there may be a need to supplement the comparative
advertisement with additional information so that the advertisement is adequate and factual - and not
least loyal to the competitor's medicine with which one compares.

This may be the case if a pharmacodynamic study is used as the basis for its comparison. The Appeals
Board found in AN-2018-0747, that the Appeals Board acknowledged that the pharmacodynamic study
in the case complied with the requirements for documentation in Art. 7 (5) of the Promotion Code, but
considered that:

"there is still a risk that, after the adjustment of the Advertising, relevant readers based on the
results of the reference may perceive that [medicine X] is overall [medicine Y] superior - re-
gardless that these results, according to the reference, must be seen with reservation. In par-
ticular, the Board of Appeal emphasizes that, among general practitioners and other readers
in the target audience, there is hardly any knowledge - or sufficient knowledge - about the
nature and content of pharmacodynamic studies in order to understand and assess the mean-
ing of the reference. The advertisement should therefore have included additional information
about the data base and the content of the study in order to ensure the readers’ understanding
of the basis for the statements in the Advertising.”

This was also the case in a case concerning comparison based on a Real World Data study in AN-2017-
1490, where it was emphasized, among other things, that:

“[Pharmaceutical company X] in the doctor letter refers to a Real Life Evidence (RLE)/ Real
World Data (RWD) study published in JAMA Internal Medicine. This is a study that has been
peer-reviewed and published in a recognized and independent journal, and so the documenta-
tion requirements in Art. 7(5) of the Promotion Code is formally fulfilled. However, this does
not mean that such a reference can be used uncritically and without reservation.

The article in JAMA Internal Medicine contains significant reservations on the part of the au-
thors. [Pharmaceutical company X]'s use of the study as a reference in the doctor letter without
information about the reservations is misleading and disloyal in contravention of the provi-
sions of Art. 7 (3) of the Promotion Code and Art. 8 (1). [Pharmaceutical company Y] has also
highlighted in its complaint various scientific weaknesses in the study, which should have given
rise to special caution, not least in relation to reference in an advertising context.

RLE studies should generally be used with caution, as these studies may be subject to uncer-
tainty.”

For further, please see section 6.4. regarding the use of RWD-studies.

In connection with references to relevant studies, it is noted that one must not single out one single
study indicating positive results for the company's medicine, if it will appear misleading in relation to
the overall knowledge in the field (so-called cherry picking). One must specify an exhaustive list of re-
sent/relevant references, published in recognized journals, cf. the guide to Art. 8 (1) of the Promotion
Code.

Documentation of "absence" of parameters with the comparative medicinal products should be pre-
sented to ENLI upon request. This can be e.g., SPC’s or studies. This will, among other things, be relevant
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for claims of, for example, being the “only one” on the market in an area. Read more in the Guide to
Sections 7(1) and 8(1) of the Promotion Code.

8.2. Price comparison

If a specific comparison is involved, for example the prices of pharmacy-only medicinal products, a com-
parison can be made on the basis of the prices published on www.medicinpriser.dk. In price compari-
sons, the current price must be given. An advertisement that contains a price comparison is only ade-
quate, cf. Section 63 of the Medicines Act, if it contains information about the current prices that are
included in the price comparison, cf. section 5.1.8) in the Danish Medicines Agency's guidance for the
advertising order.

Price must only be disclosed by comparative advertising if price statements are made in the advertise-
ment. Prices must be up-to-date and correct in price comparisons, at the time the promotional material
is used.

A price-comparing advertisement for medicines must contain all medicines with the same indication.
One cannot therefore choose to compare only on price with one selected competitor. It follows from the
guide for the Advertising Order, cf. 3.2 that a comparison is basically adequate only if it includes all syn-
onymous (as well as any parallel imported) medicines that do not differ in either pharmaceutical form
or strength or differ significantly in package size. However, pharmaceuticals with a negligible market
share (2-3%) may be omitted from the comparison. It is ENLI's assessment that by synonymous medic-
inal products is meant medicinal products with the same area of use, active ingredient, medicines
strength and form.

If the intention of the comparative advertising is to compare itself with a competitor on parameters
other than price, e.g., efficacy and the adverse reaction profile, the price can be included as a further
point of comparison without the obligation to include all relevant medicines in the comparison. If, on
the other hand, the intention of the medicine’s advertising is to compare itself to the price, all relevant
medicines must be included in the comparison, cf. above.

For price comparisons, the calculation system employed and the basis for this must be precisely stated,
i.e. the daily dosage used for calculations and tablet size, pack size and pack price. Generic and trade
names and also information about pack sizes and prices, dosage for the products compared, etc., must
be stated if such information differs from the information about the company's own medicine. Price
comparisons in which analogue or synonymous products are included must only be based on the dosage
approved by the Danish Medicines Agency. Accordingly, treatment prices where there is an approved
dosage range must be stated for the highest and lowest approved daily dose for a 24-hour period.

o Ifall prices have not been calculated, they must be based on relevant, common pack sizes,
which give the lowest price for the competitor.

o For certain medicines, it may not be possible to give a predetermined daily dose, for ex-
ample certain medicines used for headaches. In such situations, price comparisons may
be based on a comparison of prices for the recommended starting dose and for the dosing
range from the smallest start dose to the highest recommended dose. A price comparison
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may accordingly not be based here on how frequently certain doses are used for treat-
ment.

In an advertising with price comparison sent to hospital clinics/hospitals, tender prices which pharma-
ceutical companies are obliged to use when selling medicines to the hospitals, can be used.
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9.Q&A

Scientific studies that confirm or clarify information in the SPC

1. Astudyis mentioned in the SPC, but the specific endpoint (e.g., time to disease progression) was
not reached for the medicine when the SPC was updated. We have now conducted a study that
shows results for the endpoints we have not been able to prove previously. May we use the new
data in advertising?

Answer: No. If new results are found for endpoints that were not included in the SPC upon approval
of the medicine, you should contact the Medicines Agency to update the SPC of the medicine. Using
studies that now show results that could not previously be shown is incompatible with the current
SPC. See section 6.1. above, regarding EU-decision C-249/09.

2. We have done a new study after the approval of our medicine which has indication for the treat-
ment of COPD (the new study is in accordance with approved indication, correct dose and pa-
tient population, etc.). In the new study, it has been shown in a secondary endpoint that the cases
of exacerbation requiring hospitalization are 26%. May we use this new secondary endpoint in
advertising, even if there is no mention of hospitalization requiring exacerbation in the SPC?

Answer:

Yes, as the new study in this case is considered to be compatible with SPCs, thereby clarifying or
confirming the information in the SPC. The medicine has the indication 'treatment of COPD', and
the broad indication means treatment of all clinical aspects of COPD. For example, exacerbation
requiring hospitalization is considered a clinically relevant, recognized and validated endpoint for
the disease. In addition, there must be adequate information about the study, its endpoints (espe-
cially the primary endpoint) and results, so that the secondary endpoint used is presented in the
context of a study design and especially the primary endpoint and its results.

3. Caninformation about improved quality of life be used in an advertisement?

Answer: No, not just. As stated in EU decision 249/09, in addition to information provided by SPC,
only information from scientific studies which confirm or clarify the information contained in SPC
may be used. Although quality of life may be relevant, it is, as a starting point, too far away from
the medicine's indication for it to be said to confirm or clarify the information in the SPC.

4. We have now published data on a follow-up study/continuation study/extension study (a con-
tinuation of the RCT study that is the basis for the approval) that meets the documentation re-
quirements in the Promotion Code. This follow-up study shows efficacy data after 3 years of
treatment. Can efficacy data from the follow-up study (3-year data) vs. 1-year SPC data, be used
in advertising?
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Answer:

It can be difficult to assess a follow-up study compared to the registration study as the design typi-
cally changes - blinding is removed, patients may be allowed to cross over to the new medicine,
statistical methodology changes, etc. Efficacy (and safety) estimates are difficult to compare di-
rectly to the registration study.

However, it may be possible to use the results, and in certain situations it must be ensured that data
from the follow-up study is put into context with data from the registration study so that it is not
mentioned in a laudatory fashion and exaggerated. Special attention should be paid if data from
the follow-up study shows better results than what has been demonstrated in the registration study,
as this may be considered to be in conflict with the efficacy and safety data reported in the SPC. In
such cases, you will have to update the SPC of the medicine in order to use the follow-up study as a
reference for your claim.

For example, it cannot be said to confirm or clarify the information in an SPC if you could not show
significance for a specific endpoint in your registration study, e.g. OS (overall survival), but show
significance in the follow-up study with effect data of 3 years. In this case, the SPC will need to be
updated.

Conversely, it may be possible to use the follow-up study if, for example, the SPC states that OS is
seen at 14 months, where a follow-up study after 3 years confirms this by showing 0S at 14 months.
The follow-up study is seen as a supplement to the SPC, which confirms the information in the SPC.

An example of clarifying information in the SPC could be that the SPC states in the dose section that
the medicine should be taken 1-2 times a day. In a follow-up study, it can be documented (and clar-
ified) that 82% of patients in clinical practice only need to take the medicine once a day. Here, the
follow-up study has clarified the content of the SPC.

5. Many companies would like to unsolicited distribute collections of abstracts with reference to
the full articles. So, e.g., the doctor for a visit by a sales consultant can ask to have these collec-
tions of abstracts pertaining to a particular medicine or disease area. May such abstract collec-
tions be distributed unsolicited as promotional material?

Answer: Yes. These are abstracts for peer-reviewed and published articles that comply with the
documentation requirements in Art. 7 of the Promotion Code. This is, of course, provided that the
studies in question comply with the rules of the Promotion Code itself.

6. In continuation of the foregoing questions about abstract collections: May such abstract collec-
tions be distributed if the collection does not concern one's own medicine, but e.g., deals with an
indication area (to which one's medicine is approved)? There may be other medicines men-
tioned, but which have a different active ingredient than our medicine.
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10.

Answer: If abstracts do not mention medicines, but e.g., only relates to disease information, or if
the medicines referred to have a different active ingredient than one's own medicine, these can be
distributed.

The phase III study which is the base for our medicine approval included three arms in which
different doses were studied. Only one arm of the study was approved. Does that mean we can't
use our Phase III study as a basis for advertising, as it contains unapproved dose information?

Answer: As a starting point, one cannot use an article if it is based on, or contains, e.g., unapproved
doses. It will be possible to use the Phase Il trial as long as it is not used to promote the use of a
dose other than the approved one. Thus, if it is evident in e.g., an advertisement that the statement
(claim) deals with something other than dose, and thus it is clear that one does not use the reference
to promote off-label dosing, it may be ok. However, this should, as a rule, be avoided and only the
SPC in question should be used.

Can we use a decision from a Swedish court of justice in our promotional material? The decision
states that the generic product on the market is not as effective as the original medicine, and we
would like to share that message.

Answer: No, a decision from a court of justice will not be in accordance with Art. 7 (5) of the Pro-
motion Code, on documentation. If you want to say something about the properties of your medi-
cine, you must refer to the approved SPC or scientific studies. If you believe that the decision con-
tains news that has news value, you may consider issuing a press release about it - but not applying
the decision in advertising contexts.

Can results from a market survey be used as documentation?

Answer: It depends on the claim itself. If the claim discloses something about the properties of the
medicine, including efficacy and safety profile, the results of market research cannot be used as
basis for documentation.

Can we use a supplementary appendix for reference?

Answer: In the case of supplementary information based on the original article, so that the entire
article then consists of the original article plus the appendix, it is ENLI's opinion that the supple-
mentary appendix should be included if one exists. However, the Supplementary Appendix will not
stand alone as a reference. Though, without sufficient study information in the advertisement, it
will rarely be possible to use an effect measure or other, which is handled solely in the supplemen-
tary appendix and does not constitute one of the main messages of the study.
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Factual information

Guidelines

11.

12.

13.

If you want to use guidelines in an advertisement, should they be published in peer reviewed
journals? Or is it enough that they are on the website of an official medical society?

Answer: If it involves information on the properties of the medicine, including efficacy and safety
profile, only documentation that has been peer reviewed and published in a recognized and inde-
pendent journal can be used, cf. Art. 7 (5) of the Promotion Code. In such cases, reference may be
made to the original article and supplementary to the guideline if it contains the same information.
If reference to guidelines is used solely for information on illness, including e.g., diagnosis, there will
be no requirement that the guideline be peer reviewed, etc.

Guidelines cannot be used comparatively, ie. information about 1st choice, 2nd choice, etc. may not
be used for promotional purposes. However, the Investigator Panel sees the possibility that guide-
lines relating to groups of medicine and their eligibility in a disease spectrum can be used. For ex-
ample, for the area of COPD there are several degrees of disease where a stepwise escalation of
treatment, based on the SABA, LABA, LAMA, ICS medicines groups, can occur. The starting point
here is that the information from the guideline is based on the medicine groups in various severity
of the disease, without specific medicines being used, and if no weighting of the medicine groups is
made.

When using guidelines: Is there a difference between whether we refer to a product, a medicine
class, medicines in general or disease level (often disease background will be included in larger
materials)?

Answer: Yes. Guidelines cannot be used solely as a reference for statements about the properties of
the medicine, including efficacy and safety profile. Reference to guidelines can be made or used as
a supplemental reference and can only be done if the guideline does not contain off-label mention
of the medicine or other information that contravenes the medicine’s SPC. Reference can be made
to the guideline regarding factual information about the disease, including symptoms and diagno-
Sis.

Can you reproduce exactly what is stated in guidelines (copy/paste) on disease information?
Even though one's medicine is recommended in guidelines?

Answer: If you use the guideline as a reference for illness/health information, you can quote from
and direct reference to the guideline. If the guideline is desired to be used to address the properties
of the medicine, including efficacy, safety profile, etc., this can only be done as a supplementary
reference. In such cases, reference should be made directly to the published scientific study, which
must also comply with the requirements of the Promotion Code.

Unauthorised translation. In case of doubt the Danish version is always applicable and official.

24



Version 1.2 September 2024

14. Is there a difference between guidelines from authorities or from medical societies?

Answer: No, but guidelines must be relevant to Danish clinical practice in order to form the basis
for information about the disease, including symptoms and diagnosis. Guidelines should never be
used as a direct reference to information on the properties of the medicine.

15. Is there a hierarchy of guidelines? E.g., that the Danish are better than the Europeans and the
Europeans are better than e.g,, WHO?

Answer: No but recognized international or European guidelines on which Danish clinical practice
is based must be considered as the most relevant.

16. In a commercial, can you use a claim that comes from a guideline, but where the claim does not
specifically praise one's own medicine, but an entire group? In the guideline, based on a scoring
system, limits have been set as to when a patient can be treated with anticoagulants and con-
cluded that patients with atrial fibrillation that are in the right patient group for NOAC, are rec-
ommended a NOAC rather than a vitamin K antagonist.

Answer: The question is how one has come to the conclusion: "In patients with atrial fibrillation
who are eligible for a NOAC, a NOAC is recommended in preference to a Vitamin K antagonist."? Is
it a conclusion the authors of the guidelines themselves draw on the basis of an interpretation of
the scoring system, or is there a scientifically documentable evidence on the basis of the claim? If
there is scientific evidence for the statement, this must be referred directly, provided that the doc-
umentation complies with the rules of the Promotion Code. A reference to the guideline can be sup-
plemented.

17. We would like to be able to provide guidelines to doctors - most of all unsolicited. This is a pocket
edition of X's guidelines (compiled by X) in just under 60 pages, without references and without
off-label mention of our medicines.

Answer: It will be ok to provide guidelines unsolicited and uncommented if you do not use a guide-
line in this context to document information about one's medicine (or place the medicine as a better
“choice” than competing medicines), but will distribute it to inform about the guideline in itself. In
this context, it is important to note:

- The guideline must not contain information on one's medicinal product that is in viola-
tion of the approved SPC. If the guideline contains information that confirms or clarifies
- and is compatible with - the SPC, but is not directly covered by the SPC, references must
be provided.

- Compulsory text must always be provided when distributed unsolicited, as this is an ad-
vertising activity.
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18.

As a pharmaceutical company, may we host a continuing education meeting where the applica-
ble guidelines for a given disease area are reviewed by a hired specialist physician?

Answer: Yes, it is the Investigator Panel's assessment that continuing education events may be held
where applicable guidelines within a given disease area are reviewed as described, provided that
the review - and the specific guideline - does not contain information on the company's medicines
that are in contravention of the approved SPC for the medicine, including approved therapeutic
indication, dosages, etc. It is also assumed that statements about the company's medicines in the
guidelines used are documented with a reference that complies with the rules of the Promotion
Code, including in particular Art. 7(5). It should be noted that the company is responsible for the
continuing education meeting and must therefore ensure that the presenter does not mention the
company's medicine in violation of the advertising rules.

Information from the Medicines Council

19.

20.

May the entire recommendation from the Medicines Council with a compulsory text on top and
nothing else, be handed out?

Answer: Basically, yes. If the entire recommendation is distributed without further comments, the
recipient will receive adequate information on the Medicines Council's assessment of the medicine,
including any concerns expressed in this regard. If the recommendation is provided unsolicited to
healthcare professionals, it is an advertising activity and therefore a compulsory text must be pro-
vided. In this situation, it must also be ensured that the information in the recommendation of the
Medicines Council is in accordance with the approved summary of product characteristics of the
medicinal product and the approved therapeutic indication for the medicinal product. The distri-
bution must be uncommented and without supplementary material.

We have received a recommendation from the Medicines Council, and we would like to make
this known to the doctors by sending them an e-mail with reference/link to the Medicines Coun-
cil's recommendation. But in this way, the recommendation of the Medicines Council becomes
the primary documentation base and thus implicitly a claim. How can you distribute a recom-
mendation without violating the rules?

Answer: The recommendation of the Medicines Council can be distributed in its entirety if it is done
without accompanying comments on the properties of the medicines. See also question 19 and sec-
tion 6.2.1.
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21.

22,

23.

As a follow-up to a sales consultant’s visit, can you write an email to the doctor and summarize
the points from the meeting as well as refer to the Medicines Council's assessment of the medi-
cine that you reviewed at the meeting?

Answer: You can do so if the recommendation of the Medicines Council is not the main message of
the e-mail In addition, a link to the entire recommendation should be included in the e-mail to
ensure that the information from the Medicines Council on the medicine in the e-mail is adequate.
Thus, one must not suffice with an excerpt of the recommendation.

[s it possible to make a banner ad with the text "The Medicines Council has now approved an
indication extension of [medicine]"?

Answer: No, that won't be possible. The Medicines Council does not "approve"” medicines or indica-
tion extensions. It is a matter for the Medicines authorities. In addition, the recommendation of the
Medicines Council must not be the primary basis for/only message with a medicine’s advertisement.
Thus, a recommendation from the Medicines Council cannot be used to make claims of a medicine
as in the banner advertisement described.

[s it correctly understood that it is ok with information in an advertisement that a medicine is
now on the “Basis List”?

Answer: Factual information can be referenced in an advertisement, including that a medicine is
included in the “Basis List”. The “Basis List” can be used as a reference for factual information in
the advertisement in the same way as information from the Medicines Council. Thus, the infor-
mation must not be used to describe anything about the properties of the medicine or to compare
the medicine - directly or indirectly - with other medicines. Accordingly, factual information must
be kept completely objective and neutral, and thus should not appear in the advertisement in a way
that it can be construed as laudatory for the medicine in question.

Information from other sources

24. Can you refer to factual information (e.g., number of patients) on DANBIO's website? DANBIO,

which is a nationwide clinical quality database for rheumatology. The database is based on re-
porting from staff at the country's rheumatology departments and private clinics. DANBIO is the
result of a collaboration between the Danish Rheumatological Society and the Department of
Rational Pharmacotherapy. The database is managed by a steering committee with representa-
tives appointed by the Danish Rheumatological Society, Younger Rheumatologists, the Danish
Rheumatologists' and Physicists' Organization, and the Danish Regions.

Answer: A legitimate website may be used as a reference for information about e.g., number of
patients with a given disease in Denmark - or other "disease information". Thus, for information
that is not medicine-related, a website, such as the one mentioned, could be used for reference.
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25.

However, care should be taken with how to use such information in advertising, as it can be difficult
to see what specific data is extracted from their database and whether the extract fits the popula-
tion of patients in the medicine's target audience.

[s it allowed to use the tender prices that can be found on Amgros' supplier portal? The prices,
which can be found on the supplier portal, are not available at www.medicinpris.dk, but are
available to all relevant parties (healthcare professionals and pharmaceutical companies).

Answer: Yes, those prices can be used if they represent the prices paid for the hospital-administered
medicines and if they are controllable to the recipient of the information.

Adequate advertising

26.

27.

28.

How is it made clear in practice that information from e.g., The Medicines Council's recommen-
dation is used as supplementary and not primary documentation? Should it be written in a spe-
cial way in the footnote?

Answer: Firstof all, such information must not be the primary message of the advertisement. There
is no formal requirement for how it should be stated, but it must be secondary to the other medical
and relevant information which is the main purpose of the advertisement.

When the reference is the approved summary of product characteristics: Do you simply write
"Product summary" or must it be specified with "approved summary of product characteristics"
and any date?

Answer: There is no requirement that reference be made to a dated summary of product charac-
teristics or that “approved product summary” is stated.

Can an electronic advertisement have the additional information about study design, study lim-
itations, etc. via a link from the advertisement - e.g., via a button that says "Study Design and
Limitations" - or should such information always appear in the promotional part of the adver-
tisement?

Answer: The information must appear in the promotional part if it is relevant in order to under-
stand the background to the statements that appear in the advertisement. If the advertisement -
without information about study design, etc. - will be misleading, such information must thus ap-
pear directly in the promotional part of the advertisement. If the promotional part is complete
without additional information on study design, these can be referred via link.
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Real World Data

29. We find that the authorities are increasingly calling for Real World Data studies, and therefore

30.

there will also be a greater use of RWD studies in promotional materials. You write that RWD
studies should be put in the context of RCT studies. Can this be done by, for example, presenting
the RCT study first, and then a presentation of RWD data (if RWD only confirms/supports the
RCT study) and new claims are not used, only supporting claims?

Answer: Yes, it will be a way to relate RWD data to the RCT study for which the medicine is ap-
proved on.

In connection with a continuing education meeting organized by the pharmaceutical company,
may a presentation be made to physicians, presenting only an RWD study, but not directly in
conjunction with the medicine’s SPC or the RCT study for which the medicine is approved?

Answer: When presenting Real World Data (RWD) in promotional material, this should be pre-
dominantly put in a context of data from randomized clinical trials (RCTs). See AN-2017-1490, as
well as above under section 6.4.

Comparative advertising

31.

32.

Can medicine A be compared to medicine B from data in a new head-to-head study, although this
comparison is not mentioned in the SPC (in the SPC, medicine A is compared to medicine C), but
the indication, dose and patient population are according to the Summary of Product Character-
istics for medicine A and B?

Answer: Yes, it will be possible if the requirements for the documentation are met. The new study
can be seen as a supplement to data in the SPC and may be relevant to the therapeutic area. This is
also in line with the Appeals Board's statement in AN-2012-2713, according to which comparative
advertising based solely on the SPCs will not always be sufficient if new relevant data is available.

If we compare our medicine A with the competitor's medicine B in a head-to-head study, what
would it mean, that the results of medicine B in the head-to-head study are not in accordance
with the SPC for medicine B? l.e. can one as a pharmaceutical company be held responsible for
presenting data in a comparison that does not comply with the competitor's SPC?

Answer: In principle, comparative advertising must be based on the information contained in the
SPCs. The comparison must only include medicinal products that are relevant to compare from an
objective point of view, i.e. medicines with the same scope. Therefore, it is not possible to promote
data where the competitor's results are not in accordance with its medicine's summary of product
characteristics, including approved therapeutic indication.
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33.

34.

35.

Can RWD studies be used to compare efficacy or other endpoints between medicine A and B?

Answer: Danish law does not require only the use of RCT studies as documentation. Basically, a
study can be used in advertising if it is scientific research and has been published in established and
independent Danish or foreign professional journals or the like, and before publication has been
subject to independent review (peer review).

In many therapeutic areas, there is a lack of head-to-head RCTs, and it can thus be useful to make
comparisons on RWD data. However, claims cannot be "as direct” as when based on RCTs and the
information in the comparison should be more elaborate - so that they are proportionate to the
degree of evidence of the study. Furthermore, the advertisement should not be based solely on the
RWD study.

Advertising should therefore reflect the degree of evidence (ranking in the evidence hierarchy),
both in terms of the wording of claims and in terms of the increased need for additional information
about the study, design, limitations, etc. This information must be given directly in relation to the
advertisement - close to the claim, so that the healthcare professional can easily understand the
claim in relation to the degree of evidence of the reference.

If the company that prepares a price comparison has confidential prices, but the medicine that
is compared can be found on Amgros' supplier portal, can the company then compare the prices
i.e. use its own confidential price and compare with the tender price of another medicine?

Answer: If the company publishes a price comparison to healthcare professionals, the prices will

no longer be confidential.

At the request of a healthcare professional, can an analysis be made based on AIP prices (from
www.medicinpris.dk) with the possibility that the healthcare professional can insert his pur-
chase prices himself?

Answer: Yes, that could be possible.
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10. Check list regarding information material and docu-
mentation

- Basicrequirements for medicines advertising:

O

Must be adequate
= Must, among other things, contain adequate information for the recipients to un-
derstand and assess when and in what situations the medicine may/may not be
used
Must be factual
= Must not be marketed as aggressively as regular consumer goods
= Must be based on professional and relevant information
Must not mislead or exaggerate the properties of the medicine
= Must not have a design and content that may give the recipients a false under-
standing of the medicine, illness or treatment
» The advertisement must not place the medicine in a more favorable light than
other similar medicines
Information in the advertisement must be in accordance with the approved product
summary of the medicinal product.

- Information on the properties of the medicine, including efficacy and safety, must be substanti-
ated by scientific data from the medicine's approved SPC or from scientific studies published in
established and independent Danish or foreign works, professional journals, etc. The studies
must have been subject to an independent assessment prior to publication.

- The degree of evidence of the source must be assessed in relation to the informational need of
the specific advertisement.

- Essential information must be found in the promotional part of the advertisement so that there
is no risk that the information in the advertisement will mislead the reader

For further information:

ENLI: www.enli.dk/en

Danish Medicines Agency: www.dkma.dk

Unauthorised translation. In case of doubt the Danish version is always applicable and official.

31


http://www.enli.dk/en
http://www.dkma.dk/

Version 1.2 September 2024

Appendix A

Examples on using documentation

1. Medicines Council

As mentioned in section 6, it will not suffice simply to mention that the medicine is “Recommended by
the Medicines Council as standard treatment”. Thus, reservations and concerns must also be included in
order for the advertisement to be considered to contain adequate information.

For the medicine below, an information in the medicine’s advertisement that the medicine is recom-
mended by the Medicines Council should thus contain all the information from the recommendation:

1. The Medicines Council’s recommendation

The Medicines Council recommends [medicine X] as standard therapy for patients with [Y] who
have first-line disease activity, including patients with particularly high disease activity who
have not previously been treated. [Medicine X] is recommended for the following populations,
taking into account the following concerns:

- Patients who are [...] positive
- Patients who are [...] negative
- Patients where treatment with [...] or [...] is not an option.

The Medicines Council expresses concern about the long-term effect of [medicine X] which
could potentially put patients with disease breakthroughs after two years in a situation where
they cannot be offered any other relevant second-line treatment. In addition, the Medicines
Council expresses concern about late adverse reactions. It is emphasized that no position has
been made on the placement of [medicine X] in relation to the other approved medicines.

Instead of a longer citation of the Medicines Council's recommendation, one can briefly refer to the fact
that one's medicine has been assessed by the Medicines Council, but not in more detail about the rec-
ommendation of the Medicines Council. See the example below, section 1.1.
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1.1. Legal reference to recommendations (fictitious medicine "XYZ")

Professional news about XYZ

XYZ - Indication:

Treatment of xx under the following conditions:
XXX
XXX
XXX

> ¥Z s included in a new medicine recommendation for the treatment of X0

» The recommendation has been finalized by the Medicines Council and will enter into force on 1
May 2019 as a result of tenders. -

» The order of the medicines for 3 months of depot treatment has changed - see more herga‘
https:/ /medicinraadet.dk/media /oo .

In this example, the Medicines Council's recommendation is not used as the primary element in the ad-
vertisement, and no mention is made of what the Medicines Council has recommended. The advertise-
ment, in the opinion of the Investigator’s Panel, shows factual information that the medicine has been
reviewed by the Medicines Council. A design such as this is, in the opinion of the Investigator’s Panel, in
principle in accordance with the rules on documentation.
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2. Guidelines

Example of reference to guidelines on a 1-page fact sheet on the medicine:

1-page fact sheet on a clinically published study on product X used for Y indication and with mention of guidelines at the bottom

September 2024

The name of the article

Purpose

R O OO OK OO X X XK

Study design

KK

WOOHHK

Inclusion criteria

Exclusion criteria

Outcomes

OO OO X OO0 OO

inserted

Here 1) the publication itself and 2) the mentioned guideline are

HHOOOOOOODNNN HOOOOOOO000NK
Endpoints Conclusion
What does the guidelines say?
References This section reproduces verbatim the section in guidelines that deals with the

use of preduct X for indication Y.
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