PRESCRIPTION MEDICINES

CODE OF PRACTICE AUTHORITY

CODE OF PRACTICE REVIEW

NUMBER 57

AUGUST 2007

The Prescription Medicines Code of Practice Authority was established by The Association of the British Pharmaceutical Industry (ABPI) in
1993 to operate the ABPI Code of Practice for the Pharmaceutical Industry independently of the Association itself.

Code awareness campaign wins Communiqué award

The Code awareness campaign, ‘It
Takes Two to Tango’, won the
Communiqué award for Best
Professional Campaign last month.
Four other campaigns were short listed
in the category.

The ‘It Takes Two to Tango’ campaign
was run by Santé Communications on
behalf of the ABPI and PMCPA in
2006. The aim of the campaign was to
raise awareness of the Code amongst
doctors and others. The first ever
Code Awareness Day took place on 25
April 2006 as part of this campaign.
On this day more than 8,000 sales
representatives from 50 pharmaceutical

companies across the UK talked to
health professionals about the Code.

Highlights from the day included:

® 7,500 clinicians were exposed
directly to Code Day messages at
two major congresses.

e Over 22,000 doctors were sent
personal e-alerts.

¢ A targeted media campaign resulted
in more than 15 features.

* A Parliamentary Motion supporting
Code Awareness Day and the Code
was signed by 41 MPs.

e Many companies ran in-house
events for staff.

The Communiqué judges said that this
was a highly effective awareness-
raising campaign that demonstrated
the ethics and transparency of the
industry and delivered outstanding
results. The campaign was praised for
handling a profoundly challenging
topic with creativity and great
thought.

The campaign to raise awareness of the
Code is ongoing, and the second Code
Awareness Day took place on 15 May
2007. Nurses and pharmacists are now
also being targeted alongside doctors
as part of this campaign

Annual Report for 2006

The Annual Report of the Prescription
Medicines Code of Practice Authority
for 2006 has now been published and
copies have been sent to all who are on
the mailing list for the Code of Practice
Review. Further copies are available
on request.

There were 134 complaints in 2006 as
compared with 101 in 2005. There
were 119 complaints in 2004.

The 134 complaints in 2006 gave rise to
128 cases. The number of cases
generally differs from the number of
complaints, the reason being that some
complaints involve more than one
respondent company and some
complaints do not become cases at all,
usually because no prima facie case is
established.

Of the 272 rulings made by the Code
of Practice Panel in 2006, 232 (85%)
were accepted by the parties, 25 (9%)
were unsuccessfully appealed and 15
(6%) were successfully appealed. This
compares with the 4% of rulings which
were successfully appealed in 2005.

The Code of Practice Panel met 63
times in 2006 (57 in 2005) and the Code
of Practice Appeal Board met 11 times
in 2006 (13 in 2005). The Appeal Board
considered appeals in 22 cases as
compared with 17 in 2005.

The number of complaints made by
health professionals in 2006 exceeded
the number made by pharmaceutical
companies, there being 57 from health
professionals and 23 from
pharmaceutical companies. This has

historically been the usual pattern
although in 1996, 1999, 2001, 2002 and
2003 the reverse was true.

Under new provisions in the revised
Constitution and Procedure, the
Authority now advertises brief details
of all cases where companies were
ruled in breach of Clause 2 of the
Code, were required to issue a
corrective statement or were the
subject of a public reprimand. These
advertisements both act as a sanction
and highlight what constitutes a
serious breach of the Code.

Two such advertisements were placed
in the BMJ and The Pharmaceutical
Journal in 2006 and the remainder
were published or to be published in
2007. Copies of the advertisements are
on the PMCPA website.



CODE OF PRACTICE TRAINING

Training seminars on the Code of Practice, run by the
Prescription Medicines Code of Practice Authority and open
to all comers, are held on a regular basis in central London.

These seminars comprise a full day course offering lectures on
the Code and the procedures under which complaints are
considered, discussion of case studies in syndicate groups and
the opportunity to put questions to the Code of Practice
Authority.

The next Code of Practice seminar dates on which places
remain available are:

Monday, 15 October
Monday, 19 November

Short training sessions on the Code or full all day seminars
can be arranged for individual companies, including
advertising and public relations agencies and member and
non member companies of the ABPI. Training sessions can be
tailored to the requirements of the individual company.

For further information regarding any of the above, please contact
Lisa Matthews for details (020 7747 8885 or email

How to contact the
Authority

Our address is:

Prescription Medicines
Code of Practice Authority
12 Whitehall

London SW1A 2DY

www.pmcpa.org.uk

020 7747 8880
020 7747 8881

Telephone:
Facsimile:

Copies of the Code of Practice for the
Pharmaceutical Industry and of this Review
can be obtained from Lisa Matthews (020
7747 8885 or email
Imatthews@pmcpa.org.uk).

Direct lines can be used to contact members
of the Authority.

Heather Simmonds: 020 7747 1438
Etta Logan: 020 7747 1405
Jane Landles: 020 7747 1415

Imatthews@pmcpa.org.uk).

The above are available to give informal
advice on the application of the Code of

Practice.

The Authority rather than the ABPI is the
contact point for information on the
application of the Code.

Meeting venues

Companies are reminded that when
organizing meetings which are subject
to the Code, they must ensure, inter alia,
that the venue is appropriate and
conducive to the main purpose of the
meeting. Responsibility in this regard
should not be delegated to a third
party.

It follows that venues must be
approved on a case by case basis
according to the type of meeting to be
held and the target audience. For
example a venue which is suitable for a
two day meeting of international
thought leaders might not be suitable
for an evening meeting of local GPs.
Similarly, successful use of a venue
does not guarantee its suitability for
future meetings. Venues can change
over time with regard to the facilities
and/or level of hospitality offered.

Cut your carbon
footprint!

The Authority appreciates the efforts
made by companies regarding the
presentation of material submitted to it.
Whilst it is helpful to have documents
neatly labelled and separated into
bundles, it is often the case that
individual papers/appendices within
the bundles are enclosed in plastic
folders and the like. At the completion
of a case only the papers are kept — we
try to recycle as much of the
‘packaging’ (plastic folders and ring
binders etc) as we can, but nonetheless
a quite considerable volume has to be
discarded as we have no further use for
it. Whilst not wishing to discourage the
careful presentation of papers, the
Authority asks companies to think
twice before providing them in
excessive amounts of plastic!
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CASE AUTH/1925/12/06

NOVARTIS v APOPHARMA

Breach of undertaking

Novartis alleged that a promotional piece for
Ferriprox (deferiprone) was clearly in breach of the
undertaking given in Case AUTH/1822/4/06. Novartis
further alleged that a claim about survival data was
unsubstantiated. As the complaint involved an
alleged breach of undertaking the matter was taken
up with ApoPharma by the Director as it was the
Authority’s responsibility to ensure compliance with
undertakings. Novartis supplied Desferal
(desferoxamine).

Novartis noted that an animated Ferriprox banner
advertisement which appeared as a link on the
website of the British Journal of Haematology,
contained the claim ‘New Cardioprotection and
Survival Data Now Available’. The statement ‘For
reference or prescribing information please click
here’ linked to another website ‘Ferriprox.com” and
the landing page was headed with the claim “Life is
Getting Longer ... in thalassaemia major patients’.
There was a link to a summary of product
characteristics and a link marked “for information on
Ferriprox and cardioprotection, please click here’.
When this link was followed, it took the reader to the
Pub Med listing for the abstract of Borgna-Pignatti et
al (2006).

Novartis alleged that the claim “Life is Getting
Longer ... in thalassaemia major patients’” found in
breach recently was a hanging comparison. As this
was previously found to be in breach for exactly the
same reasons it also represented a breach of
undertaking.

Secondly, Borgna-Pignatti et al did not provide
survival data of any form that could support this
claim. The paper discussed cardiac events but there
was no analysis of survival. This represented a
failure to substantiate a claim and also, by directing
the reader to this paper, it was also a
misrepresentation of data.

The Panel noted that in Case AUTH/1822/4/06 a
Ferriprox banner advertisement, in the electronic
version of the British Journal of Haematology, which
claimed that ‘Life is Getting Longer’ was ruled in
breach of the Code because it was a hanging
comparison. In error, as acknowledged by
ApoPharma, the claim had been used again and in
breach of the undertaking given in Case
AUTH/1822/4/06. The Panel ruled breaches of the
Code. The Panel further considered that ApoPharma,
by not doing all that it could have done to comply
with its undertaking had brought discredit upon, and
reduced confidence in, the pharmaceutical industry.
A breach of Clause 2 was ruled.

The Panel noted that the banner advertisement on
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the British Journal of Haematology website stated
‘New Cardioprotection and Survival Data Now
Available’. The data available was Borgna-Pignatti
et al, an epidemiological, natural history study
conducted in Italy which compared cardiac
morbidity and mortality in deferoxamine- or
deferiprone-treated patients with thalassemia major.
The authors reported that deferiprone therapy was
associated with significantly greater
cardioprotection than desferoxamine. The authors,
however, noted that the study was not randomized
and so treatment groups might not have been
comparable. Further, there might have been a bias
against deferiprone because in the early stages of
the 9 year study it was experimental and given to
patients with a higher body iron load. Conversely,
because deferiprone was not licensed in Italy until
mid-way through the trial, some doctors might have
been reluctant to prescribe it for their sicker patients
thus introducing a bias in favour of the medicine.
The authors commented that neither consideration
appeared to have strongly biased the results. The
authors further noted that the study had potential
for length bias in that in order to have received
deferiprone, patients would have had to survive
long enough to receive it. Thus the sickest patients,
possibly, who had cardiac events, were those who
did not have the opportunity to receive deferiprone,
and the observations on deferiprone might not have
been long enough for cardiac events to occur. There
were two deaths reported in the deferiprone group
(1.3%) compared with 24 in the desferoxamine group
(6.7%). Of the 24 deaths in the desferoxamine group,
15 were cardiac related; neither death in the
deferiprone group was cardiac related. The authors
calculated a hazard ratio of 0.38 (CI 0.9, 1.6) of death
on deferiprone but given the small number of
events the study did not have sufficient power to
test this question.

The Panel considered that the claim ‘New
Cardioprotection and Survival Data Now Available”
implied that there was positive data in this regard.
The Panel considered that, in view of the limitations
noted by Borgna-Pignatti et al, such a claim was too
strong and could not be substantiated. A breach of
the Code was ruled.

Upon appeal by ApoPharma the Appeal Board noted
that the claim appeared as a banner on a specialist
website — ie the website of the British Journal of
Haematology. By clicking on the banner the reader
was taken to Borgna-Pignatti et al as cited on Pub
Med. The Appeal Board considered that, as
presented, the claim ‘New Cardioprotection and
Survival Data Now Available” was a statement of fact
and not a claim for positive data for Ferriprox in this
regard. No breach of the Code was ruled.



Novartis Pharmaceuticals UK Ltd alleged that a
promotional piece for Ferriprox (deferiprone) which
appeared as a link on the website of the British Journal
of Haematology was clearly in breach of the
undertaking given in Case AUTH/1822/4/06. Novartis
further alleged that a claim about survival data was
unsubstantiated. As the complaint involved an alleged
breach of undertaking the matter was taken up with
ApoPharma Inc by the Director as it was the Authority’s
responsibility to ensure compliance with undertakings.
Novartis supplied Desferal (desferoxamine).

COMPLAINT

Novartis noted that the material at issue, an animated
Ferriprox banner advertisement, contained the claim
‘New Cardioprotection and Survival Data Now
Available’. The statement ‘For reference or prescribing
information please click here” linked to another website
‘Ferriprox.com’ and the landing page was headed with
the claim ‘Life is Getting Longer ... in thalassaemia
major patients’. There was a further link to a summary
of product characteristics following a further link
marked ‘for information on Ferriprox and
cardioprotection, please click here’, the reader was
taken to the Pub Med listing for the abstract of Borgna-
Pignatti et al (2006).

Novartis did not believe that including the statement
on the landing page that the website was intended for
Hong Kong residents only made it any more acceptable
under the Code given that UK readers of the journal
had been directed to these pages from a UK journal site.

Novartis considered that the material breached the
Code in several areas. The first was the retention of the
claim ‘Life is Getting Longer ... in thalassaemia major
patients” found in breach recently. This still remained a
hanging comparison, in breach of Clause 7.2, as there
was no explanation as to what Ferriprox was being
compared with. As this was previously found to be in
breach for exactly the same reasons it also represented
a breach of undertaking (Clause 22).

Secondly, Borgna-Pignatti ef al did not provide survival
data of any form that could support this claim. The
paper discussed cardiac events but there was no
analysis of survival. This represented a failure to
substantiate a claim and also, by directing the reader to
this paper, it was also a misrepresentation of data.
Novartis alleged a breach of Clause 7.4.

Novartis considered that ApoPharma had failed to
comply with the Authority’s previous ruling and the
undertaking associated with it.

When writing to ApoPharma, the Authority asked it, in
addition to those clauses cited by Novartis, to respond
to Clauses 2 and 9.1.

RESPONSE

ApoPharma stated that as per its undertaking, it had
stopped using the ‘Life is Getting Longer” banner

advertisement in the British Journal of Haematology on
25 August 2006. The advertisement was replaced with
another that did not make any claims, but did provide
a notification of published data pertaining to the effects
of deferiprone on the heart (‘Cardioprotection and
Survival Data Now Available’). As noted by Novartis, a
link in the banner advertisement allowed the reader to
access prescribing information for Ferriprox.

However, this was not the Hong Kong website for
Ferriprox as stated by Novartis. It was a link to enable
readers to access information specified in the
advertisement, and it also served as a portal for entry
into the Hong Kong Ferriprox website for Hong Kong
residents, if they so chose. A copy of the site was
provided, demonstrating the need to follow another
link to enter the Hong Kong website.

The page attached differed in one important aspect
from that viewed by Novartis at the time of its
complaint. While the current introductory line read,
‘Life is waiting’, the previous line stated ‘Life is Getting
Longer’. Removal of this statement from all European
advertising had been executed, as stated. However, in
error, it was not removed from this link, which UK
physicians might access. In this regard, ApoPharma
had failed through oversight, not defiance. This
oversight did not appear in an advertisement in the
UK.

Since the current advertisement in the British Journal
of Haematology did not make a claim of increased
survival, the complaint by Novartis regarding the
adequacy of the references was irrelevant. However,
the view expressed by Novartis regarding a lack of
adequate data on survival in the reference was
incorrect, as revealed by a review of the extensive data
presented in the article, which was summarized
unequivocally by Borgna-Pignatti et al as follows, “The
results of the current study demonstrate that patients
with thalassemia major who switched to deferiprone
therapy had a remarkably lower prevalence of cardiac
disease and cardiac death than patients chelated with
[deferoxamine] only”.

Now there was yet another publication which had also
demonstrated a dramatic decline in cardiac deaths in
thalassemia patients in the whole of Cyprus since the
introduction of deferiprone, used primarily in
combination therapy in that country (Telfer et al 2006).

ApoPharma hoped that this provided the information
necessary to demonstrate that no further breach had
occurred, but if additional information was required it
would readily provide it.

ApoPharma noted that the Authority had asked it for
details of the steps it had taken to comply with the
undertaking given in Case AUTH/1822/4/06. With
regards to the banner advertisement in the British
Journal of Haematology: the phrase, ‘Life is getting
longer” was removed on 25 August 2006: a direct link
to Ferriprox prescribing information was introduced; a
replacement line, educational in nature, was used to
inform clinicians of important information on studies
relating to thalassemia, cardiac iron, cardiac disease
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and survival (‘Cardioprotection and Survival Data
Now Available”) and a link to Ferriprox prescribing
information was provided for readers of the banner
advertisement in the British Journal of Haematology.

ApoPharma confirmed that it would comply with the
Authority’s ruling and ensure that there was no further
occurrences that breached the Code. Furthermore
ApoPharma was committed to providing a first class
service and enhancing the reputation of the
pharmaceutical industry with its customers, both with
the medical profession and with their patients.

PANEL RULING

The Panel considered that an undertaking was an
important document. It included an assurance that all
possible stops would be taken to avoid similar
breaches of the Code in future. It was very important
for the reputation of the industry that companies
complied with undertakings.

The Panel noted that in Case AUTH/1822/4/06 a
Ferriprox banner advertisement, in the electronic
version of the British Journal of Haematology, which
claimed that ‘Life is Getting Longer’ was ruled in
breach of Clause 7.2 because it was a hanging
comparison. In error, as acknowledged by ApoPharma,
the claim had been used again. Although the claim did
not appear on the British Journal of Haematology
website it did appear on a direct link from the
Ferriprox banner advertisement on that site. The Panel
considered that the linked page was covered by the
Code and thus the use of the claim ‘Life is Getting
Longer’ was in breach of the undertaking given in
Case AUTH/1822/4/06. The Panel ruled breaches of
Clauses 7.2 and 22. High standards had not been
maintained. A breach of Clause 9.1 was ruled. The
Panel further considered that ApoPharma, by not
doing all that it could have done to comply with its
undertaking had brought discredit upon, and reduced
confidence in, the pharmaceutical industry. A breach of
Clause 2 was ruled. These rulings were not appealed.

The Panel noted that the banner advertisement on the
British Journal of Haematology website stated ‘New
Cardioprotection and Survival Data Now Available’.
The data available was Borgna-Pignatti ef al, an
epidemiological, natural history study conducted in
Italy which compared cardiac morbidity and
mortality in deferoxamine- or deferiprone-treated
patients with thalassemia major. The authors reported
that deferiprone therapy was associated with
significantly greater cardioprotection than
desferoxamine. The authors, however, noted that the
study was not randomized and so treatment groups
might not have been comparable. Further, there might
have been a bias against deferiprone because in the
early stages of the 9 year study it was experimental
and given to patients with a higher body iron load.
Conversely, because deferiprone was not licensed in
Italy until mid-way through the trial, some doctors
might have been reluctant to prescribe it for their
sicker patients thus introducing a bias in favour of the
medicine. The authors commented that neither
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consideration appeared to have strongly biased the
results. The authors further noted that the study had
potential for length bias in that in order to have
received deferiprone, patients would have had to
survive long enough to receive it. Thus the sickest
patients, possibly, who had cardiac events, were those
who did not have the opportunity to receive
deferiprone, and the observations on deferiprone
might not have been long enough for cardiac events
to occur. There were two deaths reported in the
deferiprone group (1.3%) compared with 24 in the
desferoxamine group (6.7%). Of the 24 deaths in the
desferoxamine group, 15 were cardiac related; neither
death in the deferiprone group was cardiac related.
The authors calculated a hazard ratio of 0.38 (CI 0.9,
1.6) of death on deferiprone but given the small
number of events the study did not have sufficient
power to test this question.

The Panel considered that the claim ‘New
Cardioprotection and Survival Data Now Available’
implied that there was positive data in this regard. The
Panel considered that, in view of the limitations noted
by Borgna-Pignatti ef al, such a claim was too strong
and could not be substantiated. A breach of Clause 7.4
was ruled. This ruling was appealed.

APPEAL BY APOPHARMA

ApoPharma submitted that it was critical that it
addressed a misconception of the Panel regarding the
banner and one of the two studies listed in its links.
Data on cardioprotection and survival relating to the
use of deferiprone had appeared in the medical
literature prior to the appearance of the new data to
which the banner referred. The link associated with the
new banner lead the reader to the abstracts of two
studies published in Blood ie ‘Randomized controlled
trial of deferiprone or deferoxamine in beta-
thalassemia major patients with asymptomatic
myocardial siderosis” (Pennell et al 2006) and ‘Cardiac
morbidity and mortality in deferoxamine- or
deferiprone-treated patients with thalasseamia major’
(Borgna-Pignatti et al). It appeared that the Panel
considered that the latter study did not substantiate the
statement "New Cardioprotection and Survival Data
Available’. The study had contained new data relating
to cardioprotection and survival.

ApoPharma noted that the Panel had considered that
the limitations noted by Borgna-Pignatti et al,
particularly that the sickest patients, who had cardiac
events, were those who did not have the opportunity
to receive deferiprone, would bias the results of this
study in favour of deferiprone. The consideration was
incorrect. In fact, to avoid this potential bias, the study
enrolled only patients who had not had cardiac events
at the start of the observation period: ‘The analysis
included all patients treated for thalassemia major at
the 7 centers participating in this study who were born
between 1970 and 1993 and who on January 31, 1995,
were alive, on follow-up, had not undergone bone
marrow transplantation, and had not had a cardiac
event’ (Borgna-Pignatti ef al) (emphasis added by
ApoPharma).



ApoPharma submitted that the assessment of
potential biases in this study had been evaluated in
the editorial that accompanied the publication of
Borgna-Pignatti et al: “Although potential bias could
easily arise in a retrospective study of unmatched
groups, the authors have examined possible biases in
a comprehensive fashion, controlling for as many as
possible, and explaining the rest with admirable
clarity and near-perfect patient ascertainment’
(Neufeld, 2006).

The Panel had concluded that Borgna-Pignatti ef al
was unable to show a significant difference between
treatments by referring to the Cox regression analysis
of total deaths between the two groups (p=0.19).
However, ApoPharma noted that since the only two
deaths that occurred in patients on deferiprone were
neither cardiac- nor deferiprone-related, the authors
conducted further analyses, which revealed a
significant difference, as described in the publication:
‘In addition, we performed a Cox regression that
included the noncardiac deaths as failure events in
addition to the cardiac events (ie, redefining the
failure event as cardiac event or death, whichever
occurred first). This analysis included the 2 deaths on
deferiprone and provided an estimated hazard ratio
of a cardiac event or death of .078 (CI .010, .56; P =
.011) on deferiprone relative to [deferoxamine]’.

ApoPharma submitted that as described above,
Novartis had claimed that Borgna-Pignatti et al did
not provide survival data of any form that could
support this claim. The paper discussed cardiac
events but there was no analysis of survival, this was
incorrect. Having considered the limitations of their
study, Borgna-Pignatti ef al concluded that “... this
epidemiologic study demonstrated a significant
difference in cardiac morbidity and mortality
between thalassemia patients treated with
deferiprone and those treated with [deferoxamine].
In contrast to patients treated with [deferoxamine],
the patients on this study treated with deferiprone
did not have cardiac events’ (emphasis added by
ApoPharma).

ApoPharma submitted that the editorial that
accompanied the publication also concurred with the
conclusion of the authors by stating “This stunning
finding, coupled with similar but less rigorous data
from other sites, is hard to ignore. The results
confirmed a smaller retrospective analysis of Piga et al’
(Neufeld).

ApoPharma submitted that Borgna-Pignatti ef al and
Pennell et al, published in August 2006, were indeed
new data on the role of deferiprone in protecting the
heart; iron-related cardiac disease was responsible for
approximately 70% of deaths in patients with
thalassemia.

COMMENTS FROM NOVARTIS

Novartis continued to maintain that the website was in
breach of Clause 7.4 because the reference cited to
substantiate a claim of overall survival improvement
did not substantiate the claim.

The website in its original form was clearly headed with
the claim ‘Life is getting longer ... in thalassemia major
patients’. This was clearly a claim for overall survival
benefit from treatment with deferiprone irrespective of
cause. This claim was a hanging comparison as ruled by
the Panel as it was not clear to what treatment
deferiprone was being compared. Below this claim
appeared a series of options for the reader including a
bullet point with the following direction: ‘For
information on Ferriprox and survival, please click
here’. The link led the reader to the Pub Med citation for
Borgna-Pignatti et al, which was then evidently intended
to substantiate the key claim at the head of the website
that ‘Life is getting longer ...” and the reader was led to
believe that it contained robust data to demonstrate a
survival benefit from treatment with deferiprone.

Novartis alleged, however, that the study did not
demonstrate any such overall survival benefit. As the
Panel noted in its ruling, the hazard ratio for death for
patients on deferiprone was 0.38 (CI 0.9, 1.6) (p=0.19)
which was not statistically significant and indeed the
authors concluded that the study did not have
sufficient power to test the question of survival.

It was incorrect and misleading to make such a bold
claim for increased survival and only discuss cardiac
causes of death. Thus, irrespective of the criticisms of
the trial design which the Panel and ApoPharma had
commented on, the fact remained that the results of the
study were insufficient to substantiate an overall
survival advantage of treatment with deferiprone over
treatment with deferoxamine.

APPEAL BOARD RULING

The Appeal Board noted that the claim ‘New
Cardioprotection and Survival Data Now Available’
appeared as a banner on a specialist website — ie the
website of the British Journal of Haematology. By
clicking on the banner the reader was taken to Borgna-
Pignatti et al as cited on Pub Med. The Appeal Board
considered that, as presented, the claim ‘New
Cardioprotection and Survival Data Now Available’
was a statement of fact and not a claim for positive
data for Ferriprox in this regard. No breach of Clause
7.4 was ruled. The appeal was successful.

Complaint received 1 December 2006

Case completed 19 April 2007
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CASE AUTH/1941/1/07

ASTRAZENECA v ALTANA PHARMA

Promotion of Protium

AstraZeneca complained about the promotion of
Protium (pantoprazole) by Altana Pharma. The items at
issue were two mailings and a clinical paper summary
which compared Protium with AstraZeneca’s product
Nexium (esomeprazole).

AstraZeneca noted that the claims ‘Endoscopic healing
rates equivalent to esomeprazole 40mg’, “Endoscopic
healing rates comparable to esomeprazole 40mg’ and
‘40 mg pantoprazole and 40mg esomeprazole are
equivalent in the healing of esophageal lesions’ were
referenced to Gillessen et al (2004), which was a non-
inferiority study, comparing the endoscopic healing
rates of pantoprazole 40mg (n=113) and esomeprazole
40mg (n=114) in oesophagitis. The study utilised a
hierarchical test procedure assessing a difference
initially of 15% down to 5% between the two arms. The
results contained no power calculations or 95%
confidence intervals. Therefore this study could not
prove its primary end point in order to substantiate
these claims. Statistical equivalence could not be
inferred from this type of study.

Conversely the more recent EXPO study had shown
that esomeprazole 40mg was superior to pantoprazole
40mg in terms of healing rates in oesophagitis (Labenz
et al 2005). This was a much larger (n=3151), well-
powered study than Gillessen ef al. Labenz et al
showed esomeprazole had statistically superior healing
rates in oesophagitis at four and eight weeks compared
with pantoprazole. In addition two systematic reviews
had shown that esomeprazole had superior healing
rates compared with other proton pump inhibitors
(including pantoprazole) (Edwards et al 2006, Isakov
and Morozov 2006). The EXPO study and the
systematic reviews supported the overall balance of
evidence that esomeprazole had superior healing rates
compared with pantoprazole. The Code, required
promotion to be based on an up-to-date evaluation of
all the available evidence; it must not mislead or make
exaggerated claims.

AstraZeneca alleged that the claims were incorrect,
misleading and incapable of substantiation.

The Panel noted that three head-to-head studies of
pantoprazole vs esomeprazole had been submitted
(Gillessen et al, Labenz et al and Bardhan et al). The
claims at issue had been referenced to Gillessen et al
which was a study set up to determine whether two
treatments were equivalent. The overall
endoscopically proven healing rates for both
treatment groups were 88% in the intention to treat
population. The corresponding values for the per
protocol population were 95% (pantoprazole) and 90%
(esomeprazole). The authors stated that these figures
demonstrated that there existed ‘at least equivalence’
of pantoprazole and esomeprazole therapy. At ten
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weeks the healing rates were 91% in the pantoprazole
group and 97% in the esomeprazole group. No
significant differences between the pantoprazole and
esomeprazole groups could be shown. The Panel did
not accept that an inability to show a statistical
difference between the groups proved that the two
treatments were equivalent. Gillessen et al noted that
prior to their study there existed no comparable
clinical material that directly compared pantoprazole
and esomeprazole.

The results of the EXPO study were published the year
after Gillessen et al. This was a much larger study
designed to compare esomeprazole 40mg (n=1562) with
pantoprazole 40mg (n=1589) for healing in patients
with erosive oesophagitis. After up to eight weeks
significantly more esomeprazole-treated patients were
healed (95.5%) compared with pantoprazole-treated
patients (92%) (p<0.001).

The Panel noted the table of results from Bardhan et al
given by Altana was stated to show the percentage of
healing rates but the figures quoted were in fact the
cumulative rates of complete remission as reported by
the authors. (Complete remission was defined as both
endoscopically confirmed healing and symptom relief
as assessed by questionnaire.) Altana had shown for
the last of these results (12 weeks) that Protium was
statistically superior to Nexium; this was not so. At 12
weeks the authors had reported that pantoprazole was
not inferior to esomeprazole. With regard to the
healing of oesophageal lesions at 12 weeks,
pantoprazole showed superior results compared with
esomeprazole (98% v 94.4%) although the statistical
significance of this result was not stated.

The Panel noted the sizes of the three studies cited and
considered that the balance of evidence lay with the
EXPO study ie that although in absolute terms the
healing rates of both pantoprazole and esomeprazole
were very similar there was a statistically significant
difference in favour of esomeprazole.

The Panel thus considered that the claims that Protium
40mg was equivalent or comparable to esomeprazole in
terms of healing were incorrect, misleading and not
capable of substantiation as alleged. Breaches of the
Code were ruled.

Upon appeal by Altana in relation to the claim
‘Endoscopic healing rates comparable to esomeprazole
40mg’, the Appeal Board considered that, in common
parlance, if two medicines were described as
comparable then prescribers and patients would
generally not mind which one was used. The Code
required material including comparisons to have a
statistical foundation. Clinical relevance was an
important consideration.



The Appeal Board noted how the parameters of
Gilleson et al had changed as the study progressed and
in that regard it considered that the results were not as
robust as those from the EXPO study. The Appeal
Board further noted that unlike the EXPO study,
Gilleson ef al had not included patients with Los
Angeles grade D (ie more severe) oesophagitis. The
EXPO study had shown that for both esomeprazole and
pantoprazole there was a decline in healing rates with
increasing baseline severity of oesophagitis. After 8
weeks of therapy the healing rates for esomeprazole
40mg were statistically superior to pantoprazole 40mg
with LA grades B, C and D at baseline.

The Appeal Board considered that the claim
‘Endoscopic healing rates comparable to esomeprazole
40mg’ was too broad such that it was ambiguous. It
implied that in patients with any grade of
gastroesophageal reflux disease (GERD), healing rates
observed with Protium had been shown to be
statistically similar to those observed with Nexium
which was not so. The claim was misleading in that
regard. The Appeal Board upheld the Panel’s ruling of
a breach of the Code.

The Appeal Board noted that the EXPO study had
shown that, overall, healing rates with Protium and
Nexium were very similar in absolute terms. In that
regard the Appeal Board thus considered that there
was no breach.

AstraZeneca noted that the claim ‘Once daily
pantoprazole 40mg and esomeprazole 40mg have
equivalent overall efficacy in relieving GERD-related
symptoms’ was referenced to Scholten et al (2003), a
superiority study comparing the area under the curves
(AUC:s) for the symptom scores. There was no
statistical difference (p>0.05) between the two
treatment groups. From this non-significant value it
was concluded that pantoprazole and esomeprazole
were equivalent with respect to symptoms. This was an
incorrect conclusion; a non-significant p value for
superiority did not imply equivalence. In order to
show equivalence, a pre-specified equivalence margin
had to be stipulated with construction of confidence
intervals for the treatment difference. Equivalence was
inferred if the confidence intervals fell entirely within
the equivalence margins.

AstraZeneca submitted that differences that did not
reach statistical significance must not be presented in
such a way as to mislead. Thus this claim was
misleading and incapable of substantiation.

The Panel noted that Scholten ef al was designed to
compare the efficacy of pantoprazole (40mg) (n=112)
and esomeprazole (40mg) (n=105) in the treatment of
GERD-related symptoms. The primary criterion of the
study was to evaluate symptom load of GERD-related
symptoms, defined as AUC for the symptom score.
Over the 28 day treatment period the AUCs for the six
typical GERD-related symptoms (heartburn, acid
regurgitation, gastric complaints, pressure in the
epigastrum, feeling of satiety and flatulence) were
similar and comparable in the two treatment groups
(p>0.05). Thus the study was unable to show a

statistically significant difference between the two
medicines. The results did not mean that the study had
proven the two were equivalent. The Panel thus
considered that the claim ‘Once-daily pantoprazole
40mg and esomeprazole 40mg have equivalent overall
efficiency in relieving GERD-related symptoms’ was
misleading and could not be substantiated as alleged.
Breaches of the Code were ruled.

AstraZeneca noted that the claims ‘Fast symptom
control- 2 days faster than esomeprazole 40mg’,
‘daytime symptom relief — 2 days faster’ and ‘2 days
faster than esomeprazole 40mg’ were referenced to the
secondary end points of Scholten et al. As stated
above, this study did not reach statistical significance
in terms of the primary outcome (AUC of the GERD
symptoms scores between esomeprazole 40mg and
pantoprazole 40mg).

AstraZeneca believed that if there was an inconsistency
in terms of the interpretation of the study from a
secondary endpoint alone, the primary endpoint
should be given sufficient clarity, such that the claim
could be immediately seen in the context of the
primary endpoint. AstraZeneca considered that it was
misleading to use a secondary endpoint alone if it
would lead the reader to draw a different conclusion to
that of the primary end point.

AstraZeneca submitted that in this case, the secondary
endpoint claims did not inform the reader of the
primary outcome of the study (AUC of symptoms
scores between esomeprazole 40mg and pantoprazole
40mg) and were not consistent with the result of the
primary end point. In addition, as a secondary
endpoint, the study would not have been appropriately
powered to examine this measure, and was therefore at
risk from statistical error.

In addition, the EXPO study showed that esomeprazole
40mg provided faster and more effective resolution of
heartburn than pantoprazole 40mg. This was based on
the time to sustained resolution of symptoms (defined
as a period of seven consecutive days without
heartburn). This was in contrast to the assessment of
symptoms in Scholten et al that assessed time to
adequate relief. In Scholten et al patients did not have
to reach complete resolution of symptoms. Time to
sustain a resolution of symptoms as shown by
esomeprazole 40mg was much more clinically relevant
as it was a period of prolonged improvement in
contrast to achieving a period of partial symptomatic
relief. Thus, the claims were misleading and did not
reflect the available evidence.

The Panel noted that in Scholten et al patients
recorded the perceived intensity of GERD-related
symptoms (heartburn, acid regurgitation, gastric
complaints, pressure in the epigastrum, feeling of
satiety and flatulence). A five-point Likert scale was
used to assess the intensity of each symptom: none (0),
mild (1), moderate (2), severe (3) and very severe (4).
Each symptom was assessed and scored and if the sum
score fell below 5 for the first time, the patient was
characterized as having reached adequate relief from
GERD-related symptoms. The patients did not have to
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reach complete symptom relief. The results of the
study showed that for daytime, the first time to reach
adequate relief of GERD-related symptoms in the
pantoprazole group was 3.73 days and 5.88 days for the
esomeprazole group (p=0.034). This was the result
upon which the claims in question were based. The
Panel noted, however, that the claims only referred to
‘symptom relief” or ‘symptom control’, not ‘adequate
symptom relief control’. In the Panel’s view the claims
implied total symptom relief/control which was not so.
The Panel further noted that the claims did not refer to
“first time’ relief and in that regard there was an
implication that sustained relief of symptoms was
achieved with pantoprazole after 3.7 days. There was
no data to show this.

The Panel thus considered that the claims at issue were
misleading and did not reflect the available evidence
as alleged. Breaches of the Code were ruled.

Upon appeal, the Appeal Board considered that it was
unacceptable to use secondary data to claim an
advantage for Protium over Nexium when the primary
endpoint had been unable to show such a difference.
The Appeal Board considered that the claims were
misleading in this regard and did not reflect the
available evidence as alleged. The Appeal Board
upheld the Panel’s rulings of breaches of the Code.

AstraZeneca UK Limited complained about the
promotion of Protium (pantoprazole) by Altana Pharma
Limited. The items at issue were two mailings (ref
PAN208/071205/P and PAN291/020806/P) and a
clinical paper summary (PAN202/291105/P) which
compared Protium with AstraZeneca’s product Nexium
(esomeprazole).

1 Claims ‘Endoscopic healing rates equivalent
to esomeprazole 40mg’ (PAN208/071205/P),
‘Endoscopic healing rates comparable to
esomeprazole 40mg’ (PAN291/020806/P) and
‘40 mg pantoprazole and 40mg esomeprazole are
equivalent in the healing of esophageal lesions’
(PAN202/291105/P)

COMPLAINT

AstraZeneca noted that all of these claims were
referenced to Gillessen ef al (2004), which was a non-
inferiority study, comparing the endoscopic healing rates
of pantoprazole 40mg (n=113) and esomeprazole 40mg
(n=114) in oesophagitis. The study utilised a hierarchical
test procedure assessing a difference initially of 15%
down to 5% between the two arms of the study. The
results in this study contained no power calculations or
95% confidence intervals, which were the accepted
methods to assess statistical relevance of the findings.
Therefore this study could not prove its primary end
point in order to substantiate these claims. This was
further supported by a published letter to the editor of
the journal which re-iterated that the study had
insufficient power and sample size to reach a conclusion
(Madisch et al 2005). Furthermore, statistical equivalence
could not be inferred from this type of study.
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AstraZeneca noted that in contrast the more recent EXPO
study had shown that esomeprazole 40mg was superior
to pantoprazole 40mg in terms of healing rates in
oesophagitis (Labenz et al 2005). This was a much larger
(n=3151), well-powered study than Gillessen ef al.
Labenz et al showed esomeprazole had statistically
superior healing rates in oesophagitis at four and eight
weeks compared with pantoprazole. In addition two
systematic reviews had shown that esomeprazole had
superior healing rates compared with other proton
pump inhibitors (including pantoprazole) (Edwards et al
2006, Isakov and Morozov 2006). The EXPO study and
the systematic reviews supported the overall balance of
evidence that esomeprazole had superior healing rates
compared with pantoprazole. AstraZeneca noted that the
Code required promotion to be based on an up-to-date
evaluation of all the available evidence; it must not
mislead or make exaggerated claims.

AstraZeneca stated that there should be a sound
statistical basis for all statistical claims and comparisons
in promotional material, and that care should be taken to
ensure that the information was not presented in such a
way as to mislead. Thus, AstraZeneca alleged that the
claims at issue were incorrect, misleading and incapable
of substantiation in breach of Clauses 7.2, 7.3 and 7.4 of
the Code.

RESPONSE

Altana submitted that Gillessen et al was a peer-
reviewed article published in the Journal of
Gastroenterology and as such both the study
methodology and the clinical paper had been
independently peer reviewed before publication.
Furthermore the study design and statistical methods
were approved by ten independent local ethics
committees before the study started. This clearly
demonstrated that the study design was robust and that
the results achieved were both meaningful and clinically
relevant. The study was designed to show non-
inferiority using a hierarchical test procedure, testing the
non-inferiority margin initially at 15%, then at 10% and
finally at 5%. Therefore a lower 95% confidence interval
of less than 5% would indicate non-inferiority. Whilst it
was regrettable that this lower 95% confidence interval
was not included in the original publication, the clinical
research department at Altana AG (study sponsors) had
confirmed that this figure was 4.88%, thus confirming
the authors” conclusion that “40mg pantoprazole
(Protium) daily and 40mg daily esomeprazole (Nexium)
were equally effective for the healing of esophageal
lesions’.

Altana submitted that the power calculations were not
relevant to the outcome of the study. The letter from
Madisch et al to the editor of the journal suggesting that
the trial was underpowered and lacking in sample size
was adequately refuted (Gillessen 2005a).

Altana noted that AstraZeneca had stated that the EXPO
study and two review papers supported its position that
Nexium was superior to Protium in terms of healing
rates in erosive oesophagitis. Altana noted, however, that
Edwards et al compared Nexium to ‘other proton pump



inhibitors” (PPIs) which included omeprazole,
lansoprazole and Protium. Therefore the Nexium versus
‘combined PPI" summary findings had no relevance to
this complaint when the data required was head-to-head
comparisons of Nexium and Protium in the healing of
erosive oesophagitis. Further, Edwards et al only
included one Nexium versus Protium study (the EXPO
study) in the set of six studies that were included in the
final analysis. Thus in citing Edwards et al AstraZeneca
had offered no further support to its position as it was,
in effect, a repeat citing of the EXPO study.

Altana submitted that the Isakov and Morozov meta-
analysis was also a combined analysis in which Nexium
was compared to omeprazole, lansoprazole and Protium.
This meta-analysis considered eight clinical papers, only
three of which were trials of Nexium versus Protium. As
stated earlier, this type of combined endpoint was not
relevant to this complaint when the data required was
head-to-head comparisons of Nexium and Protium in
the healing of erosive oesophagitis.

Altana submitted the EXPO study was the only study
cited by AstraZeneca to support a claim that Nexium
had statistically superior healing rates in oesophagitis at
four and eight weeks. However the absolute difference
between the two treatments was very small, 3.5%, and
both showed healing rates greater than 90%. Disparities
in the distribution of less severe patients between the
trial groups, which might have materially affected this
very small absolute difference in favour of Nexium had
been raised (Gillessen 2005b).

Equally the relevance of the absolute difference, 3.5%,
observed in healing rates was of little clinical
significance when both products had a success rate of
over 90%.

Altana submitted that the claims in question were fully
supported by a full review of the available evidence
looking at healing rates in erosive oesophagitis in clinical
trials of 40mg Protium versus 40mg Nexium.

Altana submitted a table that summarised the clinical
trial results from three studies considering this matter
(Gillessen et al, Labenz et al and Bardhan et al 2005).
Whilst it would always be the case that individual
studies would have a unique design the three listed all
looked at endoscopically proven healing of erosive
oesophagitis over time.

Altana submitted that the table supported its position
that, upon an up-to-date analysis of all the available
evidence, there was minimal difference between the two
products in clinical terms for oesophageal healing rates.
In different studies both Protium and Nexium had been
shown to be statistically superior at different time points.
However this was of no clinical relevance when the
entire data set was reviewed and it was recognised that
despite small inter-study variation the healing rates in
every study were very closely similar.

Altana submitted that claims made in promotional
material must not mislead and should reflect both the
statistical and clinical relevance. Therefore this table of
data strongly supported the terms ‘equivalent” and
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‘comparable’ as used in the claims at issue.

The term ‘equivalent’ was taken directly from the title of
Gillessen et al and Scholten et al (2003) also used the
term ‘equivalent’ in its title. These publications were in
peer-reviewed journals and reflected the average
physician’s interpretation of the term ‘equivalent’
through its common or everyday meaning. In this
clinical context ‘equivalent” was understood to mean ‘as
effective as’, and was not interpreted in a pure statistical
manner.

Altana submitted the term ‘comparable” was entirely
appropriate and fully substantiated given the minimal
absolute difference between the products in oesophageal
healing rates in every study.

Altana denied breaches of Clauses 7.2, 7.3 and 7.4.

PANEL RULING

The Panel noted that three head-to-head studies of
pantoprazole versus esomeprazole had been submitted
(Gillessen et al, Labenz et al and Bardhan ef al). The
claims at issue had been referenced to Gillessen et al
which was a study set up to determine whether the two
treatments were equivalent. The overall endoscopically
proven healing rates for both treatment groups were 88%
in the intention to treat population. The corresponding
values for the per protocol population were 95%
(pantoprazole) and 90% (esomeprazole). The authors
stated that these figures demonstrated that there existed
‘at least equivalence” of pantoprazole and esomeprazole
therapy. At ten weeks the healing rates were 91% in the
pantoprazole group and 97% in the esomeprazole group.
No significant differences between the pantoprazole and
esomeprazole groups could be shown. The Panel did not
accept that an inability to show a statistical difference
between the groups proved that the two treatments were
equivalent. Gillessen et al noted that prior to their study
there existed no comparable clinical material that
directly compared pantoprazole and esomeprazole.

The results of the EXPO study were published the year
after Gillessen et al. This was a much larger study
designed to compare esomeprazole 40mg (n=1562) with
pantoprazole 40mg (n=1589) for healing in patients with
erosive oesophagitis. After up to eight weeks
significantly more esomeprazole-treated patients were
healed (95.5%) compared with pantoprazole-treated
patients (92%) (p<0.001).

The Panel noted that Altana had cited Bardhan et al. The
table of results given by Altana was stated to show the
percentage of healing rates but the figures quoted for
Bardhan et al were in fact the cumulative rates of
complete remission as reported by the authors.
(Complete remission was defined as both endoscopically
confirmed healing and symptom relief as assessed by
questionnaire.) Altana had shown for the last of these
results (12 weeks) that Protium was statistically superior
to Nexium; this was not so. At 12 weeks the authors had
reported that pantoprazole was not inferior to
esomeprazole. With regard to the healing of oesophageal
lesions at 12 weeks, pantoprazole showed superior
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results compared with esomeprazole (98% v 94.4%)
although the statistical significance of this result was not
stated.

The Panel noted the sizes of the three studies cited and
considered that the balance of evidence lay with the
EXPO study ie that although in absolute terms the
healing rates of both pantoprazole and esomeprazole
were very similar there was a statistically significant
difference in favour of esomeprazole.

The Panel thus considered that the claims that Protium
40mg was equivalent or comparable to esomeprazole in
terms of healing were incorrect, misleading and not
capable of substantiation as alleged. Breaches of Clauses
7.2,7.3 and 7.4 were ruled.

APPEAL BY ALTANA

Altana appealed the Panel’s rulings of breaches of
Clauses 7.2, 7.3 and 7.4 of the Code with regard to the
claim ‘Endoscopic healing rates comparable to
esomeprazole 40mg’.

Altana considered that the Panel’s ruling appeared to be
entirely inconsistent with the wording used within the
text of the ruling. Altana submitted that the word
‘comparable” was not a defined term with respect to
statistics or medicine. Therefore the accepted use of this
word in English should be used in this case, this being
‘similar in size, amount or quality to something else’.

The ruling stated that “The Panel noted the sizes of the
three studies cited and considered that the balance of
evidence lay with the EXPO study ie that although in
absolute terms the healing rates of both pantoprazole
and esomeprazole were very similar there was a
statistically significant difference in favour of
esomeprazole’ (emphasis added by Altana).

Altana submitted that in view of the meaning of
‘comparable’, deeming that the word was ‘incorrect,
misleading and not capable of substantiation” in this
instance appeared to be an illogical conclusion given that
the Panel had agreed that there was almost no difference
in absolute healing rates between the two products. This
closely similar absolute healing rate represented the
success rate that any physician might expect to achieve
when using either product.

Altana submitted that by the Panel’s own words it was
clear that this statement was not misleading to the
intended audience of health professionals. The healing
rates of the two products were, without doubt,
comparable when all the studies in the pool of evidence
were considered.

Altana submitted that the balance of evidence showed
that there was no difference between the two products in
absolute healing rates, their effect was very similar and
therefore use of the term comparable was appropriate
and correct.

Altana submitted that it was improper, and in itself
misleading, for the Panel to determine that the minimal
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absolute difference in the EXPO study should be seen as
a statistically superior advantage for Nexium given that
two other well-powered studies showed contrary results.
The balance of evidence strongly supported essential
similarity between the products and justified use of the
term ‘comparable’ in this context.

Altana submitted that large studies, such as the EXPO
study might give rise to statistically significant results
for clinically meaningless absolute differences. It was
wrong to claim that the size of the study had any bearing
on the balance of evidence. Studies were powered
according to the study type (non-inferiority, superiority)
and according to the magnitude of the difference
between the treatments that was predicted to exist.
Ethics committee review ensured patient enrolment into
clinical studies was sufficient to demonstrate a real
difference if the difference really existed. If the clinical
difference between the products was predicted to be
small many patients might be required as in the EXPO
study.

Altana submitted that it was a flawed argument to
suggest that the EXPO study should be given more
credibility and weighting in the pool of available data
than Gillessen et al, Achim et al, and Bardhan et al for the
reasons given. A statistician would confirm that the size
of a study did not relate to the relative merits of its
outcome.

Altana submitted that there must be clinical relevance in
the delivery of promotional claims or they were
themselves misleading to the intended audience. For the
Panel to express the opinion that the EXPO study carried
more weight in the available evidence when Achim et al
and Gillessen et al demonstrated non-inferiority and
superiority for Protium over Nexium was not
representative of the balance of evidence available.

Altana submitted that it had not claimed Protium
superiority over Nexium because this would have
misrepresented the entire data set and be misleading to
health professionals. Equally the reverse was true. It
could not be deemed by the Panel ‘that although in
absolute terms the healing rates of both pantoprazole
and esomeprazole were very similar there was a
statistically significant difference in favour of
esomeprazole’. This was a misrepresentation of the
entire data set available.

Altana submitted that the only possible outcome upon
consideration of the whole data set, that would not
mislead customers, was that Protium and Nexium had
very similar or comparable healing rates. These
considerations previously raised by Altana had not
been adequately discussed in the Panel ruling to
illustrate its reasoning and create a transparent
response.

COMMENTS FROM ASTRAZENECA

AstraZeneca noted Gillessen et al used a hierarchical test
procedure assessing a difference initially of 15% down to
5% between the two treatment arms. The study had

several serious limitations due to poor statistical analysis
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and inappropriate sample size in order to draw any
meaningful conclusions.

e [t did not follow the guidelines of the European
Medicines Evaluation Agency in utilizing a pre-
specified non-inferiority margin instead of shifting
margins. Changing the non-inferiority margins would
require a different sample size in order to prove the
study hypothesis. The choice of the margin was
critical in calculating the sample size and in the
interpretation of the data.

¢ The authors did not describe any sample size and
power calculations or 95% confidence intervals which
was highly important for any non-inferiority study.

e If the study had planned a non-inferiority margin of
5% then more than 1000 patients would be required to
test for non-inferiority at this level.

¢ Using a non-inferiority margin of up to -15%, was a
difference too large to conclude that treatments were
comparable in healing oesophagitis.

e Using the data presented, the 95% confidence interval
(CI) for the intention to treat (ITT) difference might be
calculated to -9 to +9%, clearly not significant at the
non-inferiority limit of 5%. For the per protocol (PP)
analysis the estimated difference was 4.4% and the
95% two-sided CI was -3 to +12%. Testing the PP
treatment difference with Fisher's exact test gave
p=0.29, which was clearly not statistically significant.

¢ The study was limited to patients with Los Angeles
grade B and C oesophagitis and with treatment
groups split into three strata, resulting in fewer than
40 patients per stratum. No results of this stratification
were presented.

AstraZeneca alleged that Gillessen et al was unable to
prove the primary endpoint of non-inferiority of
pantoprazole 40mg to esomeprazole 40mg and thus the
claim for comparable healing rates to esomeprazole
40mg could not be justified.

Statistical information should not be presented in a way
to mislead the reader.

AstraZeneca alleged it had conclusively shown in a
much larger (n=3151), well-designed study (EXPO) that
was performed after Gillessen et al, that esomeprazole
40mg was indeed superior to pantoprazole 40mg for
healing oesophagitis (Labenz et al).

AstraZeneca noted that Altana had claimed that the
EXPO findings were not clinically important.

¢ Given the number of patients who were treated with
PPIs, the statistically significant 3.5% improvement in
healing rates with esomeprazole relative to
pantoprazole was clinically important and represented
a clear improvement over pantoprazole for patients
with erosive oesophagitis.

e Moreover, the difference was substantially greater
after 4 weeks of treatment and with increasing
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severity of oesophagitis respectively.

¢ In addition, logistic regression analysis of EXPO
clearly identified choice of PPI (esomeprazole vs
pantoprazole - odds ratio 1.3) as an independent
predictor of success in healing (Labenz et al 2006) and
heartburn resolution (Labenz et al 2005).

¢ Furthermore, the EXPO study also provided greater
therapeutic relevance because it assessed not only the
acute treatment of oesophagitis, but also, in the same
patient population, maintenance therapy with
esomeprazole 20mg or pantoprazole 20mg (Labenz et
al 2005).

AstraZeneca noted that Altana had referred to a study
that was not used to support this claim in its
promotional material. The abstract on healing, Bardhan
et al and the combined analysis, Achim ef al had not
been published in a peer reviewed journal in order to
assess their validity in determining sample size and
statistical analyses. The authors used an integrated
approach combining both endoscopic healing and
symptom status. As this methodology combined two
variables it could not be used to support the claim of
‘comparable healing’.

AstraZeneca noted that in Achim et al the non-inferiority
margin had been set at -15%; pending statistical validity,
again such a large treatment difference could not justify
the term ‘comparable healing’.

AstraZeneca alleged that the claim ‘comparable healing
rates to esomeprazole 40 mg’ could not be substantiated
when it had been shown that esomeprazole was superior
to pantoprazole in the healing of oesophagitis. Such a
claim did not represent the balance of evidence.

APPEAL BOARD RULING

The Appeal Board considered that, in common parlance,
if two medicines were described as comparable then
prescribers and patients would generally not mind
which one was used. The Code required material
including comparisons to have a statistical foundation.
Clinical relevance was an important consideration.

The Appeal Board noted how the parameters of Gilleson
et al had changed as the study progressed and in that
regard it considered that the results were not as robust as
those from the EXPO study. The Appeal Board further
noted that unlike the EXPO study, Gilleson et al had not
included patients with Los Angeles grade D (ie more
severe) oesophagitis. The EXPO study had shown that
for both esomeprazole and pantoprazole there was a
decline in healing rates with increasing baseline severity
of oesophagitis. After 8 weeks of therapy the healing
rates for esomeprazole 40mg were statistically superior
to pantoprazole 40mg with LA grades B, C and D at
baseline.

The Appeal Board considered that the claim ‘Endoscopic
healing rates comparable to esomeprazole 40mg’ was too
broad such that it was ambiguous. It implied that in
patients with any grade of gastroesophageal reflux
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disease (GERD), healing rates observed with Protium
had been shown to be statistically similar to those
observed with Nexium which was not so. The claim was
misleading in that regard. The Appeal Board upheld the
Panel’s ruling of a breach of Clause 7.2. The appeal on
this point was unsuccessful.

The Appeal Board noted that the EXPO study had
shown that, overall, healing rates with Protium and
Nexium were very similar in absolute terms. In that
regard the Appeal Board thus considered that there was
no breach of either Clause 7.3 or 7.4 and ruled
accordingly. The appeal on these points was successful.

2 Claim ‘Once daily pantoprazole 40mg and
esomeprazole 40mg have equivalent overall efficacy
in relieving GERD-related symptoms’
(PAN202/291105/P)

COMPLAINT

AstraZeneca noted that the claim was referenced to
Scholten et al (2003), which was designed as a superiority
study comparing the area under the curves (AUCs) for
the symptom scores of pantoprazole and esomeprazole.
There was no statistical difference (p>0.05) between the
two treatment groups. It was incorrect to conclude from
this non-significant value that pantoprazole and
esomeprazole were equivalent with respect to
symptoms; a non-significant p value for superiority did
not imply equivalence. In order to show equivalence, a
pre-specified equivalence margin had to be stipulated
with construction of confidence intervals for the
treatment difference. Equivalence was inferred if the
confidence intervals fell entirely within the equivalence
margins.

AstraZeneca submitted that differences that did not
reach statistical significance must not be presented in
such a way as to mislead. Thus this claim was
misleading, incapable of substantiation in breach of
Clauses 7.2,7.3 and 7.4

RESPONSE

Altana submitted that Scholten et al was designed as a
non-inferiority study and not as a superiority study as
stated by AstraZeneca. The study received prior
independent ethics committee approval and was
subsequently published in a peer-reviewed journal. The
primary criterion of Scholten et al was to evaluate
Protium and Nexium in terms of symptom load of
GERD-related symptoms, defined AUC for the symptom
score. The between group comparisons for the AUC was
done by Wilcoxon rank-sum test (5% level, two-sided).
The AUCs for the GERD-related symptoms were similar
and comparable between the two treatment groups
(p>0.05). This claim did not misrepresent the statistical
outcome from this study.

Altana submitted that as in point 1 above, ‘equivalent’
was taken directly from the title of Scholten et al.
Publication was in a peer-reviewed journal and reflected
the average physician’s interpretation of the term
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‘equivalent’” through its common or everyday meaning.
In this clinical context ‘equivalent” was understood to
mean ‘as effective as’, and was not interpreted in a pure
statistical manner. This claim was not in breach of
Clauses 7.2, 7.3 and 7.4.

PANEL RULING

The Panel noted that Scholten et al compared the efficacy
of pantoprazole (40mg) (n=112) and esomeprazole
(40mg) (n=105) in the treatment of GERD-related
symptoms. The primary criterion of the study was to
evaluate symptom load of GERD-related symptoms,
defined as AUC for the symptom score. Over the 28 day
treatment period the AUCs for the six typical GERD-
related symptoms (heartburn, acid regurgitation, gastric
complaints, pressure in the epigastrum, feeling of satiety
and flatulence) were similar and comparable in the two
treatment groups (p>0.05). Thus the study was unable to
show a statistically significant difference between the
two medicines. The results did not mean that the study
had proven the two were equivalent. The Panel thus
considered that the claim ‘Once-daily pantoprazole 40mg
and esomeprazole 40mg have equivalent overall
efficiency in relieving GERD-related symptoms” was
misleading and could not be substantiated as alleged.
Breaches of Clauses 7.2, 7.3 and 7.4 were ruled.

3 Claims ‘Fast symptom control - 2 days faster than
esomeprazole 40mg’ (PAN208/071205/P), ‘daytime
symptom relief - 2 days faster’ (PAN202/291105/P)
and ‘2 days faster than esomeprazole 40mg’
(PAN291/020806/P)

COMPLAINT

AstraZeneca noted that the claims were referenced to the
secondary end points of Scholten et al (time to adequate
relief of GERD-related symptoms). As stated at point 2
above, this study did not reach statistical significance in
terms of the primary outcome (AUC of the GERD
symptoms scores between esomeprazole 40mg and
pantoprazole 40mg).

AstraZeneca believed that it was appropriate to use
secondary endpoints without the primary end point
when the analysis of the secondary end point was
consistent with the primary endpoint of the study. If
there was an inconsistency in terms of the interpretation
of the study from a secondary endpoint alone, the
primary endpoint should be given sufficient clarity, such
that the claim could be immediately seen in the context
of the primary endpoint. AstraZeneca considered that it
was misleading to use a secondary endpoint alone if it
would lead the reader to draw a different conclusion to
that of the primary end point.

AstraZeneca submitted that in this case, the secondary
endpoint claims did not inform the reader of the primary
outcome of the study (AUC of symptoms scores between
esomeprazole 40mg and pantoprazole 40mg) and were
not consistent with the result of the primary end point.
In addition, as a secondary endpoint, the study would
not have been appropriately powered to examine this
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measure, and was therefore at risk from statistical error.

AstraZeneca considered that the Panel’s ruling on a
similar case, Case AUTH/1579/4/04, was relevant.

AstraZeneca stated that in addition, the EXPO study
showed that esomeprazole 40mg provided faster and
more effective resolution of heartburn than pantoprazole
40mg. This was based on the time to sustained resolution
of symptoms (defined as a period of seven consecutive
days without heartburn). This was in contrast to the
assessment of symptoms in Scholten et al that assessed
time to adequate relief. In Scholten et al patients did not
have to reach complete resolution of symptoms. Time to
sustain a resolution of symptoms as shown by
esomeprazole 40mg was much more clinically relevant
as it was a period of prolonged improvement in contrast
to achieving a period of partial symptomatic relief. Thus,
the claims were misleading, did not reflect the available
evidence and were in breach of Clauses 7.2, 7.3 and 7 .4.

RESPONSE

Altana submitted these claims were derived from a
secondary endpoint stated in Scholten et al. With
demonstration of the primary endpoint (as detailed in
point 2 above), secondary endpoints that illustrated a
meaningful clinical benefit to patients might be used
without misleading the reader. Here a statistically
superior and clinically relevant reduction in the time
required to achieve pre-defined symptom relief was seen
between the products, with Protium being superior to
Nexium. No claims of superiority with regards to the
primary endpoint had been made.

Altana stated that AstraZeneca’s submission that ‘as a
secondary endpoint, the study would not have been
powered appropriately to examine this measure, and
was therefore at risk from statistical error’ was incorrect.
Power was defined as the probability to reject the null
hypothesis in the case that a real difference existed.
Therefore a statistically significant test result was not
influenced by this parameter. In short, the power of
Scholten et al had no influence on the conclusions drawn
from the statistically significant difference seen in this
secondary objective.

Altana noted that furthermore AstraZeneca alleged that
as the EXPO study showed that esomeprazole 40mg
provided faster and more effective resolution of
heartburn than pantoprazole 40mg the claims were
misleading and did not reflect the available evidence.

Altana submitted that Scholten et al focused on the
treatment of GERD. Multiple definitions of GERD from
wide-ranging parties existed (Vakil et al 2006,
AstraZeneca website, NICE website). Although the
precise definitions varied there was a common
consensus that GERD was caused by the reflux of acidic
contents from the stomach into the oesophagus leading
to a variety of symptoms. Although heartburn was one
of the most common symptoms there was growing
evidence and consensus that many patients presented
with a wide variety of GERD-related symptoms
(regurgitation of gastric contents, chest pain, difficulty in
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swallowing, wheezing, hoarseness etc) that were
clinically significant and meaningful. This was also
reflected in a very recent consensus publication, done by
some of the leading experts in the field (Vakil et al). The
approach taken by Scholten et al was in line with this
and therefore reflected clinical reality. It attempted to
gain a wide-ranging measure of GERD symptom relief
on PPI therapy. This study looked at adequate symptom
relief but did not require complete symptom resolution,
reflecting that many patients might have mild
intermittent symptoms during therapy but could be
dramatically improved from their original symptoms.
This was further supported by recent studies in
individuals without GERD where it could be shown that
they might also experience some mild symptoms that
were commonly ascribed to GERD. This led to the
introduction of a symptom threshold in contrast to a
‘complete” symptom relief concept (Stanghellini et al
2005 and Stanghellini et al 2006.

Altana submitted that the EXPO study focused on
heartburn only in terms of complete symptom control.
Heartburn, although a symptom of GERD, did not
represent the spectrum of symptoms associated with this
disease. The EXPO study was based upon the time to
sustained complete resolution of heartburn over a period
of seven consecutive days.

Altana submitted that in summary;

e the EXPO study looked at oesophageal erosion
healing rates and the absolute resolution of heartburn
over time.

e Scholten et al studied the reduction in GERD symptom
load over time (six different symptoms).

Altana submitted that these studies had thus considered
different parameters measured by different
methodologies. They could not be considered as similar
and could not be compared. The concept as purported
by AstraZeneca that the EXPO study might in some way
negate or counter the claims made on the findings of
Scholten et al was illogical on this basis. Altana denied
that the claims were in breach of Clauses 7.2, 7.3 and 7.4.

PANEL RULING

The Panel noted that in Scholten et al patients recorded
the perceived intensity of GERD-related symptoms
(heartburn, acid regurgitation, gastric complaints,
pressure in the epigastrum, feeling of satiety and
flatulence). A five-point Likert scale was used to assess
the intensity of each symptom: none (0), mild (1),
moderate (2), severe (3) and very severe (4). Each
symptom was assessed and scored and if the sum score
fell below 5 for the first time, the patient was
characterized as having reached adequate relief from
GERD-related symptoms. The patients did not have to
reach complete symptom relief. The results of the study
showed that for daytime, the first time to reach
adequate relief of GERD-related symptoms in the
pantoprazole group was 3.73 days and 5.88 days for the
esomeprazole group (p=0.034). This was the result
upon which the claims in question were based. The
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Panel noted, however, that the claims only referred to
‘symptom relief” or ‘symptom control’, not ‘adequate
symptom relief control’. In the Panel’s view the claims
implied total symptom relief/control which was not so.
The Panel further noted that the claims did not refer to
‘first time’ relief and in that regard there was an
implication that sustained relief of symptoms was
achieved with pantoprazole after 3.7 days. There was
no data to show this. In that regard the Panel noted the
results of the EXPO study which had shown that time
to sustained resolution of heartburn, the most common
GERD-related symptom, (defined as a period of seven
consecutive days without heartburn) was statistically
significantly shorter for patients treated with
esomeprazole than for those receiving pantoprazole (6
days versus 8 days; p<0.001).

The Panel thus considered that the claims at issue were
misleading and did not reflect the available evidence as
alleged. Breaches of Clauses 7.2, 7.3 and 7.4 were ruled.

APPEAL BY ALTANA

Altana appealed the ruling that the claims ‘Fast
symptom control - 2 days faster than esomeprazole
40mg’, ‘daytime symptom relief - 2 days faster” and "2
days faster than esomeprazole” were in breach of Clauses
72,73 and 7 4.

Altana rejected the Panel’s decision that Scholten et al
and the EXPO study were suitable for direct comparison
as they were based upon entirely different study designs,
in different populations and with entirely different
endpoints.

Altana submitted that as previously stated, the EXPO
study looked at oesophageal erosion healing rates and
the absolute resolution of heartburn over time. Scholten
et al looked at the reduction in GERD symptom load
over time - six different symptoms typical of GERD
including acid regurgitation, gastric complaints, pressure
in the epigastrium, feeling of satiety, flatulence and
heartburn. Altana submitted the following as further
supporting material reflecting the latest thinking in
GERD, which made a comparison of these studies
misleading in the extreme.

Altana submitted that an understanding of current
medical thinking on GERD was vital in considering why
the two studies were radically different in design and
therefore could not be compared.

These studies considered different medical conditions
and used different methodologies. They could not be
considered as studying the same endpoint and thus
could not be directly compared. Indeed the area under
the curve (AUC) symptom load table (Scholten et al)
illustrated that in endoscopically proven GERD,
heartburn contributed less than 25% of the symptom
load during the study.

Amongst others the Montreal Definition and
Classification of Gastroesophageal Reflux Disease
published in 2006 (supported by AstraZeneca) confirmed
that GERD was considered to be a disease with a wide
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range of both oesophageal and extra-oesophageal
symptoms not just a disease of heartburn. Modlin et al
(2007) (in press) reiterated the movement away from
studying heartburn as a single symptom of GERD and
the importance of considering the broad range of
oesophageal and extra-oesophageal symptoms that
patients experienced.

Altana submitted that the design of Scholten et al
reflected this modern clinical interpretation of GERD. It
looked for improvement in a range of six GERD related
symptoms and did not focus entirely on heartburn. It
defined a successful clinical outcome as a reduction in
total symptom score to below a pre-defined level. This
did not require complete symptom resolution.

Altana submitted that Stanghellini ef al (2005 and 2006)
discussed this concept of GERD symptom reduction to a
lower threshold but not to zero. Individuals without
evidence of GERD experienced low levels of symptoms
commonly ascribed to GERD. The background incidence
of GERD-type symptoms in a healthy population was
not zero although a few individuals within the broader
population might experience zero symptoms. This had
been confirmed by two clinical studies with more than
1500 healthy volunteers. Stanghellini et al (2005)
(national German study) eligible for analysis, n=385 and
Stanghellini ef al (2006) (international study) eligible for
analysis, n=1,167.

Altana submitted that therefore, it followed that a study
designed to illustrate complete symptom resolution (zero
symptoms) in GERD would expect to fail. Thus at best
one might hope to reduce the symptoms of GERD within
a study population to reach the expected background
incidence. However a pre-determined clinically
meaningful benefit might be defined. This benefit would
reduce the burden of symptoms to a clinically relevant
threshold above the background level. This was what
Scholten et al achieved.

Altana submitted that however, it was possible to
achieve complete resolution of heartburn, as illustrated
by the EXPO study, if only heartburn was considered.

Altana submitted that thus what was claimed to be
‘complete symptom resolution” (zero heartburn) seen
with the EXPO study could not be logically compared
with the symptom load reduction seen in Scholten et al,
which because of the applied threshold concept could
never achieve complete symptom resolution. The study
designs logically did not allow for comparison. Indeed
the claim of complete symptom resolution made for the
EXPO study was in itself misleading.

Altana thus disagreed with the Panel’s ruling that the
terms ‘symptom control” and ‘symptom relief” were
misleading. For studies looking at symptom load
reduction in GERD these phrases were entirely
appropriate — symptom control/relief could not reach
zero for the reasons stated above.

Furthermore Altana contested the Panel’s assertion that
‘there was an implication that sustained relief of
symptoms was achieved with pantoprazole after 3.7
days’.
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Altana submitted that an understanding of modern
GERD clinical study design should have invalidated
AstraZeneca’s claim in its complaint that “Time to
sustain a resolution of symptoms as shown by
esomeprazole 40mg was much more clinically relevant
as it was a period of prolonged improvement in contrast
to a achieving a period of partial symptom control’.
AstraZeneca was factually incorrect as the EXPO study
measured treatment of heartburn not resolution of
symptoms as previously shown.

Altana concluded that Scholten et al represented the
more modern methodology and more clinically relevant
interpretation of GERD, assessing the broad spectrum of
GERD symptoms. It could not be compared with older
methodologies, such as the EXPO study measuring
heartburn only. To this end the assertions in the
complaint should carry no weight with the Panel nor
influence the interpretation of Altana’s claims, which
should be viewed in isolation from any argument
derived from the non-comparable EXPO study.

Altana submitted that its claims only referred to the time
of onset of symptom relief in the Scholten et al head-to-
head comparator study measuring GERD symptom load.
A statistically significant difference between the two
products was seen for this parameter in favour of
Protium. This was stated. There was no claim of
prolonged relief. The claims were entirely in line with
the time to event analysis used to determine this
outcome and suitably referenced.

COMMENTS FROM ASTRAZENECA

AstraZeneca noted that Scholten et al, a direct
comparison study, evaluated the primary outcomes
(AUCs for GERD symptom scores) between
esomeprazole 40mg and pantoprazole 40mg. As stated in
the results section there was no statistical difference
(p>0.05) between the two treatment groups, ie the study
did not meet its primary endpoint and was thus
inconclusive.

The claims at issue ‘Faster symptom control - 2 days
faster than esomeprazole 40mg’, ‘daytime symptom
relief - 2 days faster” and ‘2 days faster than
esomeprazole’ related to the secondary end points of
Scholten et al. AstraZeneca alleged that as this study
did not meet its primary endpoint it was not
appropriate to use secondary endpoints that were
inconsistent with the primary outcome of the study.
This point was addressed in the European Medicines
Evaluation Agency guidance.

AstraZeneca alleged that differences that did not reach
statistical significance must not be presented in such a
way as to mislead. Non-significant p values across the
primary parameters equated with the negative results in
the study irrespective of the results from secondary
parameters. Secondary endpoints could not be used to
‘salvage’ an otherwise non-supported study. Results
from secondary parameters might suggest new
parameters that need to be explored as primary
outcomes in a trial.

AstraZeneca therefore alleged these claims to be
misleading, as the use of the secondary endpoints alone
would lead the reader to draw a different conclusion if
they were unaware of the primary outcome of the study.
In addition there was no indication what type of
symptoms were controlled/ improved and that partial
symptom resolution was needed to be achieved in the
study. These matters were addressed in the Panel’s
rulings.

AstraZeneca alleged furthermore, that the ‘2 day
difference’ was based on calculating the mean, which
was a biased estimate for Kaplan-Meier analysis due to
censored observations. The standard summary statistic
should be the median, which was two days for both
treatment groups.

In addressing the issue raised by Altana relating to a
broader definition of GERD-related symptoms” which
also included gastric complaints, feeling of satiety, and
flatulence, AstraZeneca was concerned that these were
not generally accepted as specifically related to GERD.
The most important and predominant symptoms were
heartburn and acid regurgitation as discussed in the
Montreal definition (Vakil et al). In Scholten ef al these
symptoms were experienced by 77% of the patients.

AstraZeneca alleged that utilizing a much broader
spectrum of GERD symptoms, that included elements of
irritable bowel syndrome, raised uncertainty as an
improvement in a patient’s overall symptom score (eg
driven by improvements in symptoms such as
flatulence) could mask deterioration in a more
troublesome symptom such as heartburn. The EXPO
study showed that esomeprazole 40mg provided faster
resolution of heartburn than pantoprazole 40mg. This
was based on the time to sustained resolution of
heartburn (defined as a period of seven consecutive days
without heartburn). This was also addressed in the
Panel’s rulings.

APPEAL BOARD RULING

The Appeal Board noted the claims at issue relied upon
secondary end point data from Scholten et al, a study
which had failed to show a statistically significant
difference between Protium and Nexium with regard
to the primary endpoint. The failure to satisfy the
primary end point was not made clear in the material.
In such circumstances the Appeal Board considered
that it was unacceptable to use secondary data to claim
an advantage for Protium over Nexium when the
primary endpoint had been unable to show such a
difference. The Appeal Board considered that the
claims were misleading in this regard and did not
reflect the available evidence as alleged. The Appeal
Board upheld the Panel’s rulings of breaches of Clauses
7.2,7.3 and 7.4. The appeal on this point was
unsuccessful.

Complaint received 4 January 2007

Case completed 8 June 2007
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CASE AUTH/1950/1/07

FORMER EMPLOYEE v ASTRAZENECA

Promotion of Casodex 150

A former employee of AstraZeneca complained about
misleading claims for Casodex 150 (bicalutamide),
call rates for representatives and advice on staying
within the Code.

The complainant felt that he was being asked to
break the law by delivering misleading promotional
claims for Casodex and that AstraZeneca was
bringing the industry into disrepute which might be
a breach of Clause 2 of the Code. Only when the
complainant raised his concerns via a formal
grievance procedure did AstraZeneca take action in
February 2006. AstraZeneca changed the claim for
Casodex from “equivalent to castration’ to ‘no
different to castration in overall survival’. Casodex
150 was, however, up to 36% worse than castration for
survival.

Casodex 150mg was indicated for the management of
patients with locally advanced, non-metastatic
prostate cancer for whom surgical castration or other
medical intervention was not considered appropriate
or acceptable, ie a second line treatment after a
leutinizing hormone releasing hormone (LHRH)
analogue; surgical castration was not widely used.

The point about an ‘equivalent efficacy to castration’
campaign was that if the medicines were equally
effective then a decision could be made on first line
treatment based on the preferred side effect profile of
the treatment. This was a much bigger group of
patients and was outside the marketing
authorization. AstraZeneca did not consider that
patient safety was compromised by the use of the
equivalence campaign.

In Iversen et al (2000) at a median follow up of 6.3
years, mortality was 56%. The median survival was
63.5 months in the Casodex 150 group and 69.9
months in the castration group. If patients were not
informed that Casodex 150 could be up to 36% worse
for survival than castration their safety was
compromised.

If AstraZeneca was allowed to use the revised claim
‘No different to castration in overall survival’ it
would continue a first line campaign and public
health would not be safe guarded.

The Panel considered that the claim ‘Equivalent
efficacy to castration’ was misleading given the
statement in the summary of product characteristics
(SPC) that “equivalence of the two treatments
[Casodex 150 and castration] could not be concluded
statistically’. Thus the Panel ruled a breach of the
Code as acknowledged by AstraZeneca.

The Panel noted the complainant’s concerns about
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the revised claim ‘No different to castration in overall
survival’ based on Iversen et al. The results from this
study were reported in the Casodex 150mg SPC and
supported the statement “At 56% mortality and a
mean follow-up of 6.3 years, there was no significant
difference between Casodex and castration in
survival (hazard ratio = 1.05 [CI 0.81 to 1.36]);
however equivalence of the two treatments could not
be concluded statistically’. The complainant was
concerned that the claim ‘No different to castration in
overall survival’ failed to alert prescribers that
patients’ survival might be compromised by up to
36%. Equally, however, survival might be improved
by up to 19%. The Panel considered that the target
audience would appreciate that there were always
confidence intervals in statistics. Readers would
understand the claim in question to mean that,
overall, no meaningful or clinically significant
difference in survival had been reported between
Casodex 150 and castration which was so. No breach
of the Code was ruled. This ruling was upheld on
appeal by the complainant.

With regard to call rates, the complainant stated that
if a carrot in the form of the AZpiration scheme
failed to induce representatives into breaching the
Code (Case AUTH/1899/10/06) then a stick in the form
of short-term performance measures was threatened.

This was viewed as the first step in a disciplinary
process and was a threat which was used, formally
and informally, to bully and harass representatives
into achieving the frequency of 12 face to face calls.
This amounted to harassment to breach the Code.

The complainant noted that the findings in Case
AUTH/1899/10/06 regarding frequency of calling
referred to this campaign in terms of incentivisation
to break the Code. The complainant requested a
response concerning the fact that representatives
could be put on short-term performance procedures
for failing to be incentivised to break the Code in
terms of frequency of visits.

The Panel noted that in the previous case, Case
AUTH/1899/10/06, it had been ruled that
representatives’ call rates and incentivisation were in
breach of the Code as alleged. In the present case,
Case AUTH/1950/1/07, the complainant had asked the
Panel to consider the specific allegation that placing
representatives on short-term objectives for failing ‘to
be incentivised to break the Code’ in terms of
frequency targets was in breach of the Code. This had
not been addressed as a discrete issue previously.

The Panel noted the points raised by the complainant

and AstraZeneca’s comments about the number of
representatives on short-term objectives and reasons
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given by those leavers who attended exit interviews.
In 2004 two members of the entire oncology sales
force of 80-85 were on short-term objectives.
AstraZeneca’s submission that less than 70% of the
oncology team had left during 2004/05 was also
noted. Taking all the evidence into account the Panel
decided that on the balance of probabilities there was
insufficient evidence to show a breach of the Code as
alleged. The Panel therefore ruled no breach of the
Code. This ruling was not appealed.

The complainant stated that during 2004 and the first
6 months of 2005 the oncology team were under
extreme pressure to achieve metrics which included
(in 2004) 12 face to face calls a year on the main group
of target customers. The complainant and others tried
to raise their concerns about achieving these metrics
and staying within the Code via the union
representative.

Concern was raised at all levels of management
including hospital area sales manager, national sales
manager, human resources, UK director level, the
whistleblowing line and the chief executive. Most of
this was documented via the union representative; no
advice was received.

The complainant provided farewell emails and two
witness reports from hospital area managers which
might give insight into this fear culture which
prevented concerns being raised. ABPI complaints
forced a change of culture and the medical director
had to acknowledge this with an email in November
2005 entitled 'Embracing our People'. The
complainant alleged that AstraZeneca ignored the
concerns about the Code effectively demeaning the
Code and this brought discredit to the
pharmaceutical industry in breach of Clause 2.

The Panel noted that in the previous cases breaches
of the Code had been ruled. The Panel noted that the
allegation now to be considered was wider than that
in Case AUTH/1714/5/05 which related specifically to
references to the Code in the campaign notes. The
Panel considered that the briefing material had been
inadequate in relation to the general allegation now
before it. The Panel therefore ruled a breach of the
Code as acknowledged by AstraZeneca.

The Panel was concerned that AstraZeneca’s
promotional material was inconsistent with
information in the Casodex SPC. It noted that the
complaint about call rates and call frequency had
been dealt with in previous cases but the
complainant had now alleged that those rulings
together with those in the above amounted to a
breach of Clause 2 of the Code.

Taking all the circumstances into account and bearing
in mind its rulings in the previous case, Case
AUTH/1899/10/06, the Panel did not accept that the
cumulative effect of the Panel’s rulings in the above
and the previous case were, on balance, sufficient to
warrant a breach of Clause 2 which was a sign of
particular censure and reserved for such use. The
Panel ruled no breach of Clause 2 and this ruling was
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upheld on appeal by the complainant.

The Medicines and Healthcare products Regulatory
Agency (MHRA) forwarded part of a complaint which
it had received from an ex-employee of AstraZeneca
UK Limited. The complaint, Case AUTH/1899/10/06,
concerned, inter alia, representative call frequency
targets in relation to the promotion of Casodex 150
(bicalutamide). An AstraZeneca oncology sales and
marketing booklet showing activity targets was
provided together with a company email explaining
the call frequency targets for employees. The Panel
ruled breaches of the Code (Clauses 9.1, 15.4 and 15.9)
and no breach of Clause 2. The complainant appealed
the no breach ruling and in the appeal referred to
matters in his complaint to the MHRA that had not
been referred to the Authority and thus not considered
by the Panel. Thus the additional matters in the appeal
could not be considered as part of the appeal. The
complainant was so informed and subsequently
decided to withdrew the appeal and sent a new
complaint (Case AUTH/1950/1/07).

1 Misleading claims
COMPLAINT

The complainant alleged that from January 2004 to
February 2006 AstraZeneca used a misleading claim
when promoting Casodex 150 to urologists, oncologists
and their teams (eg detail aid ref 05/15791).
AstraZeneca claimed equivalent efficacy to castration
whereas the summary of product characteristics (SPC)
stated that ‘equivalence of the two treatments could
not be concluded statistically’.

This situation probably arose as a ‘Dear Doctor” letter
had been sent to advise of the change to the licence in
2003 when treatment of localised prostate cancer was
removed.

Using a study (which failed to demonstrate
equivalence between bicalutamide monotherapy and
castration with respect to death, progression and
treatment failure by rejecting the hypothesis that
bicalutamide was at least 25% worse than castration) to
say that Casodex 150mg demonstrated equivalent
efficacy to castration was misleading. Statistical
significance between treatment groups was not
demonstrated (Iversen et al 2000).

This study was based on the results of combining trials
306 and 307. The Food and Drug Administration (FDA)
in the US decided that these trials could not be
combined because of positive results in one and
negative results in the other. The negative trial (307)
was more than twice the size. When put together there
was a wash. A non-approvable letter was issued. Did
the UK have different statistical methods?

The complainant felt that he was being asked to break
the law by delivering misleading promotional claims
and that AstraZeneca was bringing the industry into
disrepute which might be a breach of Clause 2 of the
Code.
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Zoladex was £84.14 per 28 days and Casodex 150 was
£240 per 28 days. The equivalent efficacy claim from
January 2004 to February 2006 could have resulted in
patients being inappropriately prescribed Casodex 150.

The study became a basis of Jenkins et al (2005).

The complainant noted UK law and MHRA guidance.
The complainant alleged a breach of Clause 7.2 of the
Code.

The complainant stated that AstraZeneca said no to the
following: In the interests of Winning the Right Way do
you intend to send out a ‘Dear Doctor’ letter to
counteract over two years of misleading promotional
claims?

Only when the complainant raised his concerns via a
formal grievance procedure did AstraZeneca take action
in February 2006. AstraZeneca changed the efficacy key
message ‘Equivalent to castration” to ‘No different to
castration in overall survival’. Although Casodex 150
was up to 36% worse than castration for survival.

Casodex 150mg was indicated for the management of
patients with locally advanced, non-metastatic prostate
cancer for whom surgical castration or other medical
intervention was not considered appropriate or
acceptable. Effectively this relegated Casodex 150 to
second line treatment after a leutinizing hormone
releasing hormone (LHRH) analogue; surgical
castration was not widely used.

The point about an “Equivalent efficacy to castration’
campaign was that if the medicines were equally
effective then a decision could be made on first line
treatment based on the preferred side effect profile of
the treatment. This was a much bigger group of
patients and was outside the marketing authorization.

AstraZeneca did not consider that patient safety was
compromised by the use of the equivalence campaign.

In Iversen et al, quoted by AstraZeneca, at a median
follow up of 6.3 years, mortality was 56%. The median
survival was 63.5 months in the Casodex 150 group
and 69.9 months in the castration group. If patients
were not informed that Casodex 150 could be up to
36% worse for survival than castration their safety was
compromised.

The complainant stated that if AstraZeneca was
allowed to use the revised claim ‘No different to
castration in overall survival” it would continue a first
line campaign and the MHRA and ABPI would not be
safeguarding public health.

The equivalence campaign (with the might of
AstraZeneca’s resources behind it) ran for over two
years and many patients were inappropriately on
Casodex 150. It should now be made clear to
urologists, oncologists and their teams that their
patients” survival could be compromised by up to 36%.
If patients were not informed that Casodex 150 could
be worse for survival than castration their safety was
compromised.
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RESPONSE

AstraZeneca submitted that the matter had been dealt
with appropriately in correspondence with the MHRA.

It was first raised internally with AstraZeneca by the
complainant with the medical director at the end of
2005 and formed the basis of his grievance. At a
grievance hearing in January 2006 the complainant was
able to expand on the points raised and to provide
evidence to support his claims. This specific point (the
promotional claim that survival with Casodex was
equivalent to that with castration) of the formal
grievance procedure was upheld and the complainant
was thanked for bringing it to AstraZeneca’s attention.
On 17 February 2006 AstraZeneca initiated a recall of
all promotional material that bore the claim and new
material was produced to more accurately reflect the
reference publication and the Casodex 150 SPC.

The grievance procedure was concluded in January
2006 and the complainant left AstraZeneca in summer
2006. AstraZeneca received a complaint via the MHRA
on the same issue relating to claims for Casodex 150 on
5 October 2006. AstraZeneca informed the MHRA of
the corrective action taken as well as the justification
for not issuing a ‘Dear Doctor” letter. The MHRA was
also given a copy of a Casodex 150 sales aid prepared
in March 2006 that bore a revised claim. The assertion
that Casodex was up to 36% worse than castration for
survival was not an accurate reflection of the data and
was based on an inaccurate interpretation of the 95%
confidence interval associated with the result. The
hazard ratio for survival was 1.05 (95% CI of 0.81-1.36).
The 95% confidence limit indicated that the range in
which the true value might lie was somewhere
between Casodex being up to 19% better or up to 36%
worse than castration. Overall, AstraZeneca concluded
only that no statistically significant difference was
found between the two treatments.

The MHRA upheld the complaint but determined that
no further action would be taken against AstraZeneca.
The outcome was published on the MHRA website.

As an indication of AstraZeneca’s commitment to the
Code and the Medicines Act it restated that this matter
was dealt with immediately after the complainant
brought it to AstraZeneca’s attention. AstraZeneca
accepted a breach of Clause 7.2.

AstraZeneca noted that the promotion of Casodex 150
for a first line indication for prostate cancer was
consistent with the SPC. Casodex 150 was indicated for
immediate use alone or as adjuvant to surgery or
radiotherapy for the treatment of locally advanced
prostate cancer, in addition to being indicated for the
management of patients with locally advanced, non-
metastatic prostate cancer for whom surgical castration
or other medical intervention was not considered
appropriate or acceptable.

PANEL RULING

The Panel noted that its role related to matters covered
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by the Code. The complaint had been considered by
the MHRA which was responsible for administering
UK law on behalf of the health ministers.

The Panel considered that the claim ‘Equivalent
efficacy to castration” was misleading given the
statement in the SPC that ‘equivalence of the two
treatments [Casodex 150 and castration] could not be
concluded statistically’. Thus the Panel ruled a breach
of Clause 7.2 as acknowledged by AstraZeneca.

The Panel noted the complainant’s concerns about the
revised claim ‘No different to castration in overall
survival’ based on Iversen et al. The results from this
study were reported in the Casodex 150mg SPC and
supported the statement ‘At 56% mortality and a mean
follow-up of 6.3 years, there was no significant
difference between Casodex and castration in survival
(hazard ratio = 1.05 [CI 0.81 to 1.36]); however
equivalence of the two treatments could not be
concluded statistically’. The complainant was
concerned that the claim ‘No different to castration in
overall survival’ failed to alert prescribers that patients’
survival might be compromised by up to 36%. Equally,
however, survival might be improved by up to 19%.
The Panel considered that the target audience would
appreciate that there were always confidence intervals
in statistics. Readers would understand the claim in
question to mean that, overall, no meaningful or
clinically significant difference in survival had been
reported between Casodex 150 and castration which
was so. No breach of Clause 7.2 was ruled. This ruling
was appealed by the complainant.

The Panel noted that Casodex 150 was indicated first
line either alone or as adjuvant therapy in patients with
locally advanced prostate cancer. In patients with
locally advanced, non-metastatic prostate cancer it
could be used in those for whom surgical castration or
other medical intervention was not considered
appropriate or acceptable.

AstraZeneca needed to be clear when promoting
Casodex first line but such promotion was not
necessarily outside the marketing authorization.

APPEAL BY THE COMPLAINANT

The complainant appealed the ruling of no breach of
Clause 7.2 with regard to the revised claim ‘No
different to castration in overall survival’ bearing in
mind the statistical design of Iversen ef al. The trials
were designed to demonstrate equivalence between
bicalutimide monotherapy and castration with respect
to death, progression and treatment failure by rejecting
the hypothesis that bicalutimide was at least 25%
worse than castration.

The complainant noted the Panel’s ruling that
‘AstraZeneca needed to be clear when promoting
Casodex 150 first line but such promotion was not
necessarily outside the marketing authorization’. The
complainant alleged that it was very clearly outside the
marketing authorization. Where was the first line
licence? There was not a first line licence. From the
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SPC: ‘Casodex 150mg is also indicated for the
management of patients with locally advanced, non-
metastatic prostate cancer for whom surgical castration
or other medical intervention is not considered
appropriate or acceptable'. Effectively the above
statement relegated Casodex 150 to second line
treatment after an LHRH analogue (surgical castration
was not widely used).The complainant noted ‘In
patients with locally advanced prostate cancer Casodex
150 is indicated as immediate therapy either alone or
as adjuvant to treatment by radical prostatectomy or
radiotherapy’ and stated that in this adjuvant trial
patients were randomly allocated to Casodex 150 or
placebo in addition to receiving standard care
(watchful waiting, radical prostatectomy or
radiotherapy). Watchful waiting (or active monitoring):
many patients with locally advanced disease were
elderly, and thus would have a relatively short life
expectancy. Watchful waiting might be a valid
treatment option in these patients who would often
succumb to other co-morbid conditions. This was the
group of patients where ‘Casodex 150 is indicated as
immediate therapy (either) alone or as adjuvant to
treatment by radical prostatectomy or radiotherapy’.

The complainant alleged that giving a group of
patients active therapy who were considered not to
need it categorically did not constitute a first line
licence. There was no first line licence.

The complainant noted that this adjuvant trial (also
known as the AstraZeneca Early Prostate Cancer (EPC)
trial programme) was the subject of the ‘Dear Doctor’
letters referred to in AstraZeneca's response. In those
patients with localised prostate cancer, who would
otherwise have been managed only by watchful
waiting, there was an increase in the number of deaths
for Casodex 150mg patients when compared with
patients who received placebo. Presumably if there was
some background adverse metabolic effect it could also
be in the locally advanced group. It would be purely
speculation to consider that this was one possible
reason why Casodex 150 was not equivalent to
castration. Survival was the ultimate aim of all patients
with incurable cancer.

The complainant noted that in Iversen et al, at a
median follow up of 6.3 years, mortality was 56%. The
median survival was 63.5 months in the Casodex 150
group and 69.9 months in the castration group. The
complainant alleged that if patients were not informed
that Casodex 150 could decrease survival compared
with castration their safety was compromised.

As there was no first line licence AstraZeneca should
not be allowed to promote it in this fashion. Both
Iversen et al trial and the EPC data were considered to
have too many faults by the FDA and non-approvable
letters were issued. The therapeutic indications were
misleading and a corrective statement should be
required.

COMMENTS FROM ASTRAZENECA

AstraZeneca noted that the claims at issue related to
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the promotion of Casodex 150, in particular the
statement ‘No different to castration in overall
survival” and the positioning of Casodex 150 to include
first line use either alone or as adjuvant therapy in
patients with locally advanced prostate cancer.

AstraZeneca submitted that the claim, ‘No different to
castration in overall survival” was supported by
Iversen et al. The complainant’s view that this study
showed that patients did 36% worse than castration in
overall survival was an inaccurate interpretation of the
95% confidence intervals associated with the actual
result. The hazard ratio for survival was 1.05 (95% CI
of 0.81-1.36). The 95% confidence limit indicated the
range in which the true value might lie was
somewhere between Casodex being up to 19% superior
or up to 36% inferior to castration. Overall, no
statistically significant difference was found between
the two treatments. While this study did not achieve
the required threshold for the demonstration of
equivalence, it did demonstrate that there was no
significant difference between Casodex 150mg and
castration. This flowed from the fact that the 95%
confidence interval for the difference between Casodex
150mg and castration included unity and hence, by
statistical definition and without exception, the
difference between the treatments being compared was
‘not statistically significant’.

AstraZeneca maintained that this claim was in keeping
with the scientific evidence and not in breach of Clause
7.2.

In summary the claim that Casodex 150 was ‘No
different to castration in overall survival’ was accurate
and not misleading and therefore not in breach of
Clause 7.2. The licensed indication included use in the
first line setting and promotion in this context was
within the licensed indication and not in breach of
Clause 7.2.

FURTHER COMMENTS FROM THE COMPLAINANT

The complainant referred to the Casodex 150 Sales
Campaign June 2005 (Date of prep: May 2005 Ref:
16127) for use with Casodex 150/ Zoladex Sales Aid
(ref 15790):

‘Key Message

Casodex 150mg has equivalent efficacy to
castration.

Make the page live

Use this page to demonstrate that Casodex 150 has
equivalent efficacy to castration (138 medical (i.e.
Zoladex), 22 surgical).

Whilst survival is the ultimate aim for incurable
cancer, such as locally advanced prostate cancer,
ensure the customer knows that randomised
controlled trial data is regarded as the most
valuable type of evidence for demonstrating the
efficacy of therapies.
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Ensure that the customer knows that this is a
robust study (a randomised controlled trial) in
480 patients. After a median follow up of 6.3 years
when 56% of patients had died and the trial was
mature, Casodex 150 and castration therapy were
shown to be equivalent in terms of time to disease
progression and overall survival. Can the
customer think of any data that contradict this
result?

Consider the benefit of equivalent efficacy to both
the customer and the patient; now there is a real
and alternative choice of treatments that provide
equivalent efficacy in treating locally advanced
disease. How will this make the clinician and
customer feel? Again, can the customer think of
any data that contradict this result?

Ask the customer how confident and comfortable
they feel about the efficacy of Casodex 150 for
patients with locally advanced disease - ask
whether they would be willing to use Casodex 150
in place of Zoladex with these new active patients
with locally advanced disease.’

The complainant alleged that this did not fit with
the licensed indication from the SPC: 'Casodex
150mg is also indicated for the management of
patients with locally advanced, non-metastatic
prostate cancer for whom surgical castration or
other medical intervention is not considered
appropriate or acceptable'. Effectively the above
statement relegated Casodex 150 to second line
treatment after an LHRH analogue (surgical
castration was not widely used).

The complainant noted that according to the Casodex
150mg SPC 'In patients with locally advanced
prostate cancer Casodex 150 is indicated as
immediate therapy either alone or as adjuvant to
treatment by radical prostatectomy or radiotherapy'.
In this adjuvant trial patients were randomly
allocated to Casodex 150 or placebo in addition to
receiving standard care (watchful waiting, radical
prostatectomy or radiotherapy). Watchful waiting
(or active monitoring). Many patients with locally
advanced disease were elderly, and thus would have
a relatively short life expectancy. Watchful waiting
might be a valid treatment option in these patients
who would often succumb to other co-morbid
conditions. This was the group of patients where
'‘Casodex 150 is indicated as immediate therapy
(either) alone or as adjuvant to treatment by radical
prostatectomy or radiotherapy'.

The complainant alleged that giving a group of
patients active therapy who were considered not to
need it categorically did not constitute a first line
licence. There was no first line licence.

The complainant alleged that the misleading and
unlawful campaign ran for over two years and a
corrective statement should be published. If patients
were not informed that Casodex 150 could decrease
survival compared with castration their safety was
compromised.
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APPEAL BOARD RULING

The Appeal Board noted that according to its SPC
Casodex 150 was indicated first line either alone or as
adjuvant therapy in patients with locally advanced
prostate cancer. In patients with locally advanced, non-
metastatic prostate cancer it could be used in those for
whom surgical castration or other medical intervention
was not considered appropriate or acceptable.

The Appeal Board considered that AstraZeneca needed
to be clear when promoting Casodex first line but such
promotion was not necessarily outside the marketing
authorization.

The Appeal Board noted that data from IversEn et al
was reflected in Section 5.1 of the Casodex 150mg SPC
which stated ‘At 56% mortality and a median follow-
up of 6.3 years, there was no significant difference
between Casodex and castration in survival (hazard
ratio = 1.05 [CI 0.81 to 1.36]); however equivalence of
the two treatments could not be concluded
statistically’. The Appeal Board noted AstraZeneca’s
explanation that the 95% confidence interval indicated
that the range in which the true value might lie was
somewhere between Casodex being up to 19% superior
or up to 36% inferior to castration. Whilst the study did
not achieve the required threshold to demonstrate
equivalence, as the 95% confidence interval included
unity, it did demonstrate that there was no statistically
significant difference between Casodex 150 and
castration. The Appeal Board considered that the target
audience would understand the claim in question to
mean that, overall, no meaningful or clinically
significant difference in survival had been reported
between Casodex 150 and castration which was not an
unfair reflection of the data and SPC on this point. The
Appeal Board upheld the Panel’s ruling of no breach of
Clause 7.2 in relation to the revised claim ‘No different
to castration’. The appeal on this point was
unsuccessful.

During its consideration of this case the Appeal Board
queried AstraZeneca’s submission that it took ‘swift
and positive action” with regards to the claim
‘equivalent efficacy to castration’. The company had
been notified of concerns about the claim at the end of
November 2005 and accepted that it was not in
accordance with the SPC in January and the brand
manager advised sales teams of the change on 17
February 2006. At the appeal hearing the
representatives accepted that the way the matter had
been dealt with was convoluted particularly given the
statement in the SPC. The company had not acted
swiftly to withdraw the claim in question.

2 Call rates

COMPLAINT

The complainant stated that if the carrot in the form of
the AZpiration scheme failed to induce representatives
into breaching the Code (Case AUTH/1899/10/06)

then a stick in the form of short-term performance
measures was threatened.
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This was viewed as the first step in a disciplinary
process and was a threat which was used, formally and
informally, to bully and harass representatives into
achieving the frequency of 12 face to face calls. This
amounted to harassment to breach the Code.

During 2004 and 2005 over 70% of the oncology team
left AstraZeneca as they thought they were no longer
working for an ethical company and bringing the
industry into disrepute. In 2004/05 37 people left. In
2004 only 2 exit interviews were conducted.

Many customers complained. Oncologists specialising
in breast and prostate cancer would be targeted 36
times a year by the company (12 x Faslodex, 12 x
Arimidex, 12 x Casodex/Zoladex).

The complainant noted that the findings in Case
AUTH/1899/10/06 regarding frequency of calling
referred to this campaign in terms of incentivisation to
break the Code. The complainant requested a response
concerning the fact that representatives could be put on
short-term performance procedures for failing to be
incentivised to break the Code in terms of frequency of
visits. In the complainant’s area, 2 out of 6
representatives were on these procedures (33%) which
were viewed as the first step in a disciplinary process.

When writing to AstraZeneca the Authority asked it to
respond in relation to Clause 9.1.

RESPONSE

AstraZeneca stated that the complainant referred to
both call rate and to call frequency which were defined
as follows:

¢ The call rate was the number of calls made by a
representative against specified customers in a given
period of time. A call rate of 4 per day meant that a
representative had seen 4 of their customers in a day

¢ The call frequency was the number of times a
specified customer was seen by an individual
representative over a given period of time

This complaint concerned matters closely similar to
ones which had been the subject of previous
adjudications. Case AUTH/1737/7/05 was based on
statements made at two divisional meetings held by
AstraZeneca in September 2002. Case
AUTH/1714/5/05 related to materials used and
activities of AstraZeneca during 2004.

The specific area AstraZeneca was asked to consider
was the allegation of placing representatives on short-
term performance procedures for ‘failing to be
incentivised to break the Code’ in relation to call
frequency.

The allegation of incentivising representatives to break
the Code had already been addressed by AstraZeneca
in Case AUTH/1737/7/05. Prior to Case
AUTH/1714/05/05, representative incentive (which
represented on average less than 20% of their base
salary) was based on Cash Creator and AZpiration.

Code of Practice Review August 2007



Cash Creator accounted for 80% of the incentive and
was based on sales and market share performance. The
AZpiration scheme that accounted for the other 20%
and which was historically based on call frequency and
call rates, was revised following Case
AUTH/1714/05/05 to ensure that call frequency was
no longer incentivised.

In the response to Case AUTH/1737/7/05 AstraZeneca
clearly described its processes for managing poor
performance. It was also pointed out that during the
first half of 2005 (the latter part of the period in
question) only 2 representatives out of an oncology
sales force of 80-85 were placed on short-term
objectives with specific action plans to improve
performance.

Disciplinary action was only used if the individuals
were not meeting their objectives and performance was
at an unacceptable standard; it was a last resort in this
situation. All managers received extensive training in
the use of various coaching techniques and
performance action planning. There was no evidence to
support the allegation that disciplinary action was
used as a threat either formally or informally, however
all employees were fully aware of their targets and
objectives as set out in their performance plans. The
complainant’s assertion was contradicted by the fact
that in 2004 only 2 members of the entire oncology
sales force were placed on short-term objectives yet
continued to work for AstraZeneca.

In response to the allegation that 2 out of 6
representatives in the complainant’s team were on
short-term performance measures, AstraZeneca
submitted that only 1 representative was placed on
short-term objectives.

AstraZeneca noted that the complainant had asserted
that 37 representatives left the company during
2004/05 but only 2 exit interviews were performed in
2004. The complainant had been given full details of
the number of leavers and the number of exit
interviews for the oncology sales force as part of his
grievance procedure and so it was disappointing that
he now selectively used that information. It was true
that 2 exit interviews out of 14 leavers were performed
in 2004. However, in 2005, 19 of 23 leavers had an exit
interview. As leavers were not obligated to attend or
take part in an exit interview, a response rate of over
50% was very reasonable.

AstraZeneca submitted that the allegation that during
2004/05 over 70% of the oncology team left the
company as they thought they were no longer working
for an ethical company and bringing the industry into
disrepute had already been addressed in Case
AUTH/1899/10/06. In 2004 attrition rates were similar
across the business while in 2005 the rate of attrition
was higher but far less than 70% and followed on from
a significant reorganisation of the team. Only 4 of the
21 leavers who had an exit interview cited “‘unhappy
with the environment’ as their reason for leaving; none
of them cited ‘no longer working for an ethical
company and bringing the industry into disrepute” as a
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reason for leaving.

AstraZeneca noted that the complainant had not
provided any evidence to support his claim that many
customers complained. Similarly AstraZeneca did not
have any record of customers complaining.

On the basis of the above, AstraZeneca firmly denied a
breach of Clause 9.1.

PANEL RULING

The Panel noted that in the previous case, Case
AUTH/1899/10/06, it had been ruled that
representatives’ call rates and incentivisation were in
breach of the Code as alleged. In the present case, Case
AUTH/1950/1/07, the complainant had asked the
Panel to consider the specific allegation that placing
representatives on short-term objectives for failing ‘to
be incentivised to break the Code” in terms of
frequency targets was in breach of the Code. This had
not been addressed as a discrete issue previously.

The Panel noted the points raised by the complainant
and AstraZeneca’s comments about the number of
representatives on short-term objectives and reasons
given by those leavers who attended exit interviews. In
2004 two members of the entire oncology sales force of
80-85 were on short-term objectives. AstraZeneca’s
submission that less than 70% of the oncology team
had left during 2004 /05 was also noted.

Taking all the evidence into account the Panel decided
that on the balance of probabilities there was
insufficient evidence to show a breach of the Code as
alleged. The Panel therefore ruled no breach of Clause
9.1. This ruling was not appealed.

3 Advice on staying within the Code
COMPLAINT

The complainant stated that during 2004 and the first 6
months of 2005 the oncology team were under extreme
pressure to achieve metrics which included (in 2004) 12
face to face calls a year on the main group of target
customers. The complainant and others tried to raise
their concerns about achieving these metrics and
staying within the Code via the union representative.

Concern was raised at all levels of management
including hospital area sales manager, national sales
manager, human resources, UK director level, the
whistleblowing line and the chief executive. Most of
this was documented via the union representative; no
advice was received.

The complainant noted a hospital area sales manager
witness report which stated 'It was mentioned at a
management group, [a named individual] kept saying
that we were breaching the ABPI'. The concerns were
not escalated as a management team because 'we were
all in fear of losing our jobs'.
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The complainant provided farewell emails and two
witness reports from hospital area managers which
might give insight into this fear culture which
prevented concerns being raised. ABPI complaints
forced a change of culture and the medical director had
to acknowledge this with an email in November 2005
entitled 'Embracing our People'. The complainant
alleged that AstraZeneca ignored the concerns about
the Code effectively demeaning the Code and this
brought discredit to the pharmaceutical industry in
breach of Clause 2.

When writing to AstraZeneca the Authority asked it to
respond in relation to Clause 15.9 and in addition, to
Clause 2 in relation to the cumulative effect of points 1,
2 and 3.

RESPONSE

AstraZeneca stated that this specific complaint was not
raised under Case AUTH/1899/10/06. However, this
part of the complaint concerned matters closely similar
to those that were the subject of previous adjudications
and related solely to past activities within the
company.

Whilst AstraZeneca sought to promote a culture of
open communication, it acknowledged that at the time
in question there was a failure to provide clarity and
guidance on staying within the Code and promptly
address certain concerns, in relation to call frequency.
On this basis, AstraZeneca accepted a retrospective
breach of Clause 15.9 but noted that significant
measures had been put in place to address past
shortcomings.

In response to the ruling in Case AUTH/1714/05/05
AstraZeneca put in place strengthened measures to
ensure that all employees understood the requirements
of the Code. Full details were provided in
AstraZeneca’s response to Case AUTH/1737/7/05.
The measures previously taken were relevant to the
current complaint and included the following:

1 Sales force briefing regarding call frequency and

Code requirements

Establishment of field force discussion group

3 Company-wide email communication of coverage

and frequency requirements

Senior managers conference

Company-wide cascades of information

6 Availability of call frequency Q&A document on
corporate website

N
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In addition, all internal meetings involving
representatives included five mandatory slides
summarising key aspects of the requirements of the
Code. The requirement that no more than 3 unsolicited
calls per representative per customer per year were
allowed was explicitly highlighted.

In the response to Case AUTH/1737/7/05 AstraZeneca
outlined the mechanisms and structures that enabled
employees to raise concerns and ensured that this was
done fairly. In addition to these general fora,
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AstraZeneca had established a corporate reputation
team that reported into the legal function. Within this
team, a compliance officer had the primary
responsibility of ensuring business compliance as well
as being responsible for running the compliance
hotline

that enabled the confidential reporting of compliance
issues.

In addition to the above three complaints, the
complainant alleged a breach of Clause 2 of the Code.
In relation to all of these complaints there was no
dispute that they related to historical materials and
activities at AstraZeneca. There was even recognition
in the complaint that it was solely concerned with
issues arising in 2004 and the first half of 2005.

The aim of the Code was to ensure that the promotion
of medicines was carried out within a robust
framework to support high quality patient care. In each
case where a breach of the Code was ruled, the
company concerned must give an undertaking that the
practice in question had ceased forthwith and that all
possible steps had been taken to avoid a similar breach
in the future. There was no complaint that AstraZeneca
had not complied with the undertaking given in the
previous cases and details of the company’s
comprehensive action plan had already been provided.
Additionally, there was no suggestion that there was
an ongoing cultural issue within AstraZeneca, indeed it
was recognized in some of the papers submitted by the
complainant that significant steps had been taken.

The only element to consider here that could lead to a
potential ruling of a breach of Clause 2 was that there
were multiple/cumulative breaches of a similar and
serious nature in the same therapeutic area within a
short period of time.

AstraZeneca noted that the three previous cases
essentially dealt with 7 breaches (3 breaches of Clause
9.1 (failure to maintain high standards); 2 breaches of
Clause 15.4 (call activity out of line with the
supplementary information) and 2 breaches of Clause
15.9 (failure to provide suitable briefing material for
representatives)) in neurology and oncology over more
than three years. In Cases AUTH/1714/5/05 and Case
AUTH/1899/10/06, AstraZeneca was found in breach
of Clauses 15.4 and 9.1. In Case AUTH/1737/7/05,
AstraZeneca was found in breach of Clauses 15.9 and
9.1. In addition, in each of these cases AstraZeneca was
asked to respond in relation to Clause 2 and in each
case no breach of Clause 2 was ruled.

There was nothing therefore in the current case that
justified a ruling of a breach of Clause 2. In light of this
complaint, AstraZeneca requested that the broader
policy issue of whether the Code was best served by
being used in this way to allow previous rulings to be
re-opened as part of employment disputes, should be
considered.

In addition, AstraZeneca believed it was not

appropriate for the complainant to use witness
statements, that were provided under strict terms of
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confidentiality, for these purposes. However, in the
interests of transparency AstraZeneca dealt with the
inaccuracies contained within those reports.

Furthermore, AstraZeneca asked the Authority to
consider whether it was appropriate and in accordance
with the spirit of the Code, to allow different complaints
based on the same facts to proceed, particularly when
the company had taken very significant corrective action
in response to a previous ruling.

In summary, AstraZeneca had responded
comprehensively through internal procedures to the
concerns raised by the complainant and was
disappointed that, subsequently, the same issues had
formed the basis of complaints to the MHRA and the
Authority. Nevertheless, AstraZeneca had responded
fully to these latter complaints. AstraZeneca accepted
historical breaches of Clauses 7.2 and 15.9 and did not
accept a breach of Clause 2 for the reasons stated.

PANEL RULING

The Panel noted AstraZeneca’s response to this
allegation and its general points about the complaint.

The Panel noted that in the previous cases breaches of
Clauses 15.4 and 15.9 had been ruled. The Panel noted
that the allegation now to be considered was wider
than that in Case AUTH/1714/5/05 which related
specifically to references to the Code in the campaign
notes. The Panel considered that the briefing material
had been inadequate in relation to the general
allegation now before it. The Panel therefore ruled a
breach of Clause 15.9 as acknowledged by
AstraZeneca.

The Panel was concerned that AstraZeneca’s
promotional material was inconsistent with
information in the Casodex SPC (point 1 above). It
noted that the complaint about call rates and call
frequency had been dealt with in previous cases but
the complainant had now alleged that those rulings
together with points 1, 2 and 3 above amounted to a
breach of Clause 2.

Taking all the circumstances into account and bearing
in mind its rulings in the previous case, Case
AUTH/1899/10/06, the Panel did not accept that the
cumulative effect of the Panel’s rulings at points 1, 2
and 3 above and the previous case were, on balance,
sufficient to warrant a ruling of a breach of Clause 2
which was a sign of particular censure and reserved for
such use.

APPEAL BY COMPLAINANT

The complainant was surprised that Clause 2 was not
ruled. The complainant was interested in the Appeal
Board’s opinion of the House of Commons Health
Committee report on The Influence of the
Pharmaceutical Industry which stated:

‘373. The PMCPA and MHRA do not effectively co-
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ordinate their work in the assessment and approval of
medicines advertising and promotional material. The
defences in place against the inappropriate or
misleading promotion of medicines are weak. The
MHRA, which has admitted it cannot vet all such
material, seems reluctant to punish companies that
commit offences in the promotion of medicines in a
swift and effective manner. Publishing upheld
complaints on the MHRA website is an inadequate
response; so is forcing companies to make minor
changes to their advertising catchphrases. We
recommend that the MHRA and the PMCPA better co-
ordinate their work relating to the promotion of
medicines to avoid duplication. Complaints should be
investigated swiftly, particularly when claims for new
drugs are involved. When the PMCPA has evidence
that a company has breached the regulations it should
inform the MHRA of their findings. When companies
are found to be in breach of advertising or marketing
regulations by the MHRA, we recommend that
corrective statements always be required and that such
statements are given as much prominence as the
original promotional piece. The publication of
misleading promotional material is a criminal offence
and the punishment should befit such a status.’

The complainant noted AstraZeneca's response to the
original complaint enclosed a leavepiece (ref
05/15791). The complainant noted that he had quoted
this merely as an example, and alleged that all the
items associated with this campaign were misleading.
The campaign ran for over two years and was
refreshed every quarter. A further detail aid (ref
05/15790, 04/15075) and a representative briefing
document dated May 2005 (ref 16127) being further
examples. If the Authority had asked for all the
materials associated with this misleading campaign a
hefty postbag would result. Lots of law breaking.
Surely this was much more serious than wining and
dining wives and girlfriends in a sporting
environment? So if this law breaking did not justify a
breach of Clause 2 what would?

COMMENTS FROM ASTRAZENECA

AstraZeneca noted in response to the complaint that
Casodex 150 was promoted in a first line indication for
prostate cancer, that this was consistent with the SPC.
Casodex 150 was indicated for immediate use alone or
as adjuvant to surgery or radiotherapy for the
treatment of locally advanced prostate cancer, in
addition to being indicated for the management of
patients with locally advanced, non-metastatic prostate
cancer for whom surgical castration or other medical
intervention was not considered appropriate or
acceptable.

AstraZeneca noted the complainant had cited the
Health Select Committee Report on the Influence of the
Pharmaceutical Industry as a cause for ruling a breach
of Clause 2 in this matter. The current Code followed
the publication of this report and the more measured
Government response to it (provided) and took into
account the subsequent views of the MHRA. A ruling
solely in accordance with the current Code was
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therefore up-to-date and appropriate.

AstraZeneca submitted the above claims were not
misleading, were not in breach of any clause of the
Code and certainly not Clause 2.

AstraZeneca submitted the earlier claim of ‘equivalent
efficacy to castration” was accepted as misleading and
had been promptly withdrawn in February 2006 after it
was brought to its attention, as described in the
response to this complaint. It was subsequently the
subject of a complaint to the MHRA brought by the
complainant and was accepted by AstraZeneca as a
breach of Clause 7.2 in this case, ahead of the Panel
ruling. AstraZeneca was committed to the Code and
had acted promptly and appropriately in regard to this
claim from the point at which the issue was raised. The
materials were withdrawn promptly before any
external complaint and the MHRA upheld the
subsequent complaint made to it but determined that
‘no further action will be taken” against AstraZeneca.
This prompt action and assessment by the MHRA of no
further action required suggested that there were no
grounds for any complaint under Clause 2. AstraZeneca
restated that it had introduced a number of measures to
ensure that employees understood the requirements of
the Code. These measures included the following:

1 Sales force briefing regarding call frequency and
ABPI Code requirements.

2 Establishment of field force discussion group.

3 Company-wide email communication of coverage

and frequency requirements.

Senior managers conference.

Company-wide cascades of information.

6 Availability of call frequency Q&A document on
corporate website.

Q1 W

In addition, all internal meetings involving
representatives included five mandatory slides
summarising key aspects of the requirements of the
Code (provided). The requirement that no more than 3
unsolicited calls per representative, per customer per
year were allowed was explicitly highlighted.

AstraZeneca now had clear mechanisms and structures
in place to enable employees to raise concerns and to
ensure that this was done fairly. In addition,
AstraZeneca had established a corporate reputation
team that reported into the legal function. Within this
team, a compliance officer had the primary
responsibility of ensuring business compliance; the
compliance officer was also responsible for running the
compliance hotline that enabled the confidential
reporting of any compliance issues. AstraZeneca’s
action in response to this issue was prompt,
comprehensive and robust.

AstraZeneca noted that in this case, the Panel had
considered the failure to refer to the Code in the
campaign notes. This of itself could not be considered a
breach of Clause 2 and the subsequent action
suggested an approach that was consistent with
upholding the reputation of the industry.

AstraZeneca noted that as described in its response to
this complaint, the only reason a breach of Clause 2
might be considered was in regard to similar and
cumulative serious breaches of the Code in the same
therapy area within a short period of time. There had
been two previous breaches ruled of Clause 15.9, in
different therapy areas over a period of some three
years. Similarly, with regard to call rates and breaches
of Clause 15.4, there were two such rulings, similarly
distributed over time and therapy area. None of the
individual cases were considered to be serious enough
to warrant a breach of Clause 2.

AstraZeneca noted that in the case of both call rates
and advice on staying within the Code in campaign
roll-outs it could not be claimed that there were
multiple/cumulative breaches of a similar and serious
nature in the same therapeutic area within a short
period of time.

FURTHER COMMENTS FROM THE COMPLAINANT

Further comments as set out in point 1 above.

APPEAL BOARD RULING

The Appeal Board noted the supplementary
information to Clause 2 listed activities likely to be in
breach of Clause 2 and referred, inter alia, to multiple
and cumulative breaches of a similar and serious
nature in the same therapeutic area within a short
period of time.

The Appeal Board noted the previous cases referred to
by the complainant; Cases AUTH/1714/5/05,
AUTH/1737/7/05 and AUTH/1899/10/06. Two
therapeutic areas were involved: psychiatry and
oncology. Case AUTH/1899/10/06 was closely similar
to the present case but concluded at Panel level.
Rulings of breaches of the Code had been made in
relation to call rates and incentivisation (Cases
AUTH/1714/5/05 and AUTH/1899/10/06) and also
in relation to comments made by a senior executive at
a national sales conference (Case AUTH/1737/7/05).
Rulings of no breaches of the Code were also made.
The Appeal Board also noted the rulings in the present
case.

Taking all the circumstances into account the Appeal
Board did not consider that the cumulative effect of
previous cases and the Panel and Appeal Board rulings
in the present case were, on balance, sufficient to
warrant a breach of Clause 2 of the Code which was a
sign of particular censure and reserved for such use.
The Appeal Board upheld the Panel’s ruling of no
breach of Clause 2 of the Code. The appeal on this
point was unsuccessful.

Complaint received 22 January 2007

Case Completed 14 June 2007
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CASES AUTH/1951/2/07 to AUTH/1955/2/07

MEDIA/DIRECTOR v ASTRAZENECA

Insert on statins in The Pharmaceutical Journal

Five letters published in The Pharmaceutical Journal
on 3 February criticised a twelve page supplement
entitled “The new NICE [National Institute for
Health and Clinical Excellence] guidance on the use
of statins in practice - Considerations for
implementation” which had been distributed with
the journal two weeks previously. The supplement,
financially supported by AstraZeneca, had been
written by a general practitioner and a pharmacist
and it detailed the NICE guidance on the use of
statins and charted the evolving guidance on statin
use from 2000 until 2005. Optimization of statin
treatment strategies was discussed as was the cost of
implementing the NICE guidance across a primary
care trust population. A cost effectiveness model was
presented wherein either atorvastatin or rosuvastatin
(AstraZeneca’s product Crestor) was used when
patients had failed to reach cholesterol targets on
simvastatin (the medicine with the lowest
acquisition cost). Finally the role of the pharmacist
in helping to tackle cardiovascular disease was
discussed.

In accordance with established procedure, the letters
were taken up by the Director as complaints under
the Code.

In Case AUTH/1951/2/07 the complainant stated that
she found the inclusion of the AstraZeneca document
masquerading as NICE guidance within The
Pharmaceutical Journal profoundly depressing. When
pharmacists and others were striving to improve the
cost-effectiveness and evidence base of statin
prescribing here was the pharmacists’ own
professional journal distributing a document which
advocated JBS (Joint British Societies: British Cardiac
Society; British Hypertension Society; Diabetes UK;
HEART UK; Primary Care Cardiovascular Society; the
Stroke Association) targets which were not national
policy and were usually unachievable for the average
patient, and the use of a statin [Crestor] for which
there was no evidence to demonstrate that it saved
lives or reduced cardiovascular events, and which
was not even licensed as such.

The NHS statin of first choice for most patients was
simvastatin based on a wealth of evidence, as
detailed in the NICE guidance, and the targets to
reach were those of the National Service Framework
for coronary heart disease, affirmed by the
cardiovascular disease ‘“tsar’ in December 2006.

In Case AUTH/1952/2/07 the complainant stated that
rather than being a useful publication covering the
evidence base for the use of statins and practical
issues on cost-effective implementation of national
guidance, the supplement appeared to be a
promotional brochure for Crestor.
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The brochure appeared to support the JBS-2 lipid
targets of 4 and 2mmol/L although these were not
evidence based as recognised by the JBS itself in the
statement “There are no clinical trials which have
evaluated the relative and absolute benefits of
cholesterol lowering to different total and LDL-
cholesterol targets in relation to clinical events’ (JBS
2005).

The complainant stated that the Heart Protection
Study had provided strong evidence that treating
high-risk individuals with simvastatin 40mg/day for
five years significantly reduced their chance of
having a serious vascular event, irrespective of their
lipid level (MRC/BHF Heart Protection Study 2002).
The complainant noted that Crestor did not have this
sort of patient-oriented evidence to support its use.

The complainant noted that the NICE guidance
referred to in the supplement deemed it cost effective
to extend access to statins on the NHS. Its cost-
effectiveness analysis assumed that half of the
prescriptions for statins would be simvastatin
20mg/day and half simvastatin 40mg/day. Arguably,
more expensive statins would not be cost-effective
and would waste scarce resources.

The complainant submitted that a policy of
simvastatin 40mg/day for all those at high risk,
irrespective of lipid level, was simple to implement,
evidence based and cost effective.

The complainant stated that the bottom line was find
the high risk patients, offer them simvastatin 40mg/
day, strongly encourage them to take it, and do not
worry too much about non-evidence based targets.

In Case AUTH/1953/2/07 the complainant stated that
two points were of particular concern. The first was
that the supplement, although purporting to be a
summary of the NICE guidance, was in fact a
marketing case for Crestor and argued heavily for
lipid goals of 4 and 2mmol/L. Yet nowhere in the
supplement was it stated that confirmed national
health policy was for targets of 5 and 3mmol/L. The
second was that AstraZeneca’s own health economic
data showed that if lipid goals of 4 and 2mmol/L
were aimed for, nearly 40% of patients would require
Crestor 40mg/day, a dose which, due to safety
concerns, was restricted to specialist use only
(Medicines and Healthcare products Regulatory
Agency (MHRA) 2004).

The complainant queried if the requirements for
specialist care had been factored into the economic
analysis, never mind whether patients would actually
want to use this therapy option if presented with the
balanced data.

27



The complainant was concerned that distribution of
the supplement via The Pharmaceutical Journal,
might have lent it an air of credibility it did not
deserve.

This complainant subsequently wrote separately to
the Authority and noted that despite the title of the
supplement “The new NICE guidance on the use of
statins in practice’ the NICE technology appraisal it
related to barely featured. Instead the supplement
presented a health economic argument for using
rosuvastatin (Crestor) in preference to atorvastatin
(Lipitor) as it would be more cost effective. The case
for lipid goals of 4 and 2mmol/L (as opposed to 5 and
3mmol/L) was heavily featured despite this not being
discussed at all in the NICE appraisal. No mention
was made that confirmed national health policy was
for targets of 5 and 3mmol/L, which had been made
absolutely clear by the Department of Health just
weeks previously.

The complainant stated that in his view the
supplement was essentially an advertisement for
rosuvastatin, yet it did not contain appropriate
prescribing information. Further despite the fact that
the health economic case being strongly argued
would end up with nearly 40% of the eligible
population (or approximately 5% of the entire
population) being treated with the 40mg dose, no
mention was made of the MHRA warnings about this
dose. Indeed, the supplement stated ‘... whether all
currently marketed statins have a very similar low
risk of serious adverse events. Based on the data thus
far available, the answer is yes’. The complainant
found this hard to reconcile with the MHRA advice
and was concerned about the implications it could
have for safe prescribing practice.

In Case AUTH/1954/2/07 the complainant was, inter
alia, disappointed to see that the supplement was
included with The Pharmaceutical Journal. Whilst
industry supported documents were distributed with
journals which relied heavily on advertising revenue,
they were promotional and should be declared as
such.

This complainant subsequently wrote separately to
the Authority. The complainant stated that in his
view the supplement was promotional and breached
the Code in at least two areas:

¢ It took the form of a discussion paper but made
claims for the superior cost-effectiveness of
rosuvastatin/simvastatin combinations compared to
atrovastatin/simvastatin combinations. The
evidence to support the claim was referenced as
‘Data on File’. The insert was clearly promotional
material but was not declared as such.

® Prescribing information on rosuvastatin was
absent.

In Case AUTH/1955/2/07 the complainant considered
that the supplement was disguised promotion for

Crestor, but no prescribing information was included.

The Panel noted that it was acceptable for companies
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to sponsor material. It had previously been decided,
in relation to material aimed at health professionals,
that the content would be subject to the Code if it
was promotional in nature or if the company had
used the material for a promotional purpose. Even if
neither of these applied, the company would be
liable if it had been able to influence the content of
the material in a manner favourable to its own
interests. It was possible for a company to sponsor
material which mentioned its own products and not
be liable under the Code for its contents, but only if
it had been a strictly arm’s length arrangement with
no input by the company and no use by the company
of the material for promotional purposes.

The supplement in question, sponsored/financially
supported by AstraZeneca, had been initiated by the
company and its communications agency had
contacted the two authors. AstraZeneca was aware of
the outline of the supplement and had, on request of
one of the authors, provided cost-effectiveness tables
for rosuvastatin vs simvastatin as well as data on file.
The supplement was reviewed by AstraZeneca to
ensure that it was factually correct. The two authors
had full editorial control.

The Panel considered that AstraZeneca was
inextricably linked to the production of the
supplement. There was no arm’s length arrangement
between the provision of the sponsorship and the
generation of the supplement. Given the company’s
involvement and content, the Panel considered that
the supplement was, in effect, promotional material
for Crestor. The supplement should have included
Crestor prescribing information. Given that
allegations were made in that regard in Cases
AUTH/1953/2/07 to AUTH/1955/2/07, breaches of the
Code were ruled in those cases. The Panel considered
that the supplement was disguised promotion; it
appeared to be independently written which was not
so, the authors had, in effect, been chosen by
AstraZeneca. The statement on the front cover
‘Supported by AstraZeneca’ added to the impression
of independence. A breach of the Code was ruled in
all five cases.

The Code required that material relating to medicines
and their uses, whether promotional in nature or not,
which is sponsored by a pharmaceutical company
must clearly indicate that it has been sponsored by
that company. The Panel concluded that although the
phrase ‘supported by AstraZeneca’ did not give
details about the company’s role, AstraZeneca’s
support was clearly stated on the front cover of the
supplement. No breach of the Code was ruled in all
five cases.

The Panel considered that although the supplement
was about the NICE guidance on the use of statins
for the prevention of cardiovascular events, the
document did not masquerade as NICE guidance as
alleged in Case AUTH/1951/3/06. It was clear from the
title on the front cover that the supplement discussed
the implementation of the guidance. The Panel
considered that the supplement was not misleading
in that regard and no breach of the Code was ruled.
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In its consideration of Cases AUTH/1951/2/07 and
AUTH/1952/2/07 the Panel noted that the NICE
guidance on statins recognised the body of evidence
for reduction in cardiovascular morbidity and overall
mortality associated with statin use across a broad
spectrum of the population. It did not give targets for
cholesterol levels, stating this was outside its remit.
With respect to the choice of statin NICE
recommended that therapy should usually be
initiated with a medicine with a low acquisition cost
(taking into account required daily dose and product
price per dose). For many patients, the least
expensive statin would be simvastatin. The
supplement recognised this but put forward
arguments for the use of rosuvastatin which was
more expensive. By implication, therefore, the
supplement advocated the use of rosuvastatin to
reduce cardiovascular morbidity. Crestor, however,
was not so licensed. Whereas simvastatin (Merck
Sharp & Dohme’s product, Zocor) was licensed for
reduction of cardiovascular mortality and morbidity
in certain patients, Crestor was only licensed for
primary hypercholesterolaemia or homozygous
familial hypercholesterolaemia. There would of
course be benefits in lowering cholesterol but there
was a difference between promoting a product for a
licensed indication and promoting the benefits of
treating a condition. The differences between the
licensed indications was not made clear. Thus the
Panel considered that by implication the supplement
was misleading as to the licensed indication of
Crestor. A breach of the Code was ruled in Cases
AUTH/1951/2/07 and AUTH/1952/2/07.

The Panel noted in Case AUTH/1951/2/07 that it was
stated on the supplement that the date of preparation
was December 2006. In November 2006, the national
director for heart disease and stroke had issued
guidance confirming the current national policy on
statin prescribing. This stated that national policy
currently accepted 5mmol/L for total cholesterol and
3mmol/L for LDL cholesterol as targets for therapy as
per the NSF for CHD and that the JBS-2 guidance
was not national policy. This guidance had not been
included in the supplement. The Panel noted
AstraZeneca’s submission that the supplement had
been developed before the guidance was written.
Nonetheless, the date of preparation of the
supplement was a month after the November
guidance was issued and the supplement was not
distributed until 20 January 2007. Given the time
frame involved the Panel considered that it was
misleading to distribute the supplement which did
not refer to important national guidance and was
thus not up-to-date. A breach of the Code was ruled
in Case AUTH/1951/2/07. A breach of the Code was
similarly ruled in Case AUTH/1953/2/07.

With regard to the allegation in Cases
AUTH/1951/2/06 and AUTH/1952/2/07 about
unachievable JBS targets, the Panel noted that in the
discussion on optimizing statin treatment strategies
the supplement asked “‘Are more challenging targets
such as JBS-2, really achievable - and, more
importantly, can they be achieved safely?’. In the
section discussing the role of the pharmacist,
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however, readers were urged to ‘pick up on those
patients not reaching the JBS-2 targets of total
cholesterol <4mmol/L and LDL cholesterol <2mmol/L.
A referral back to the GP possibly with a
recommendation of change in statin dose or drug
entity (in accordance with NICE guidelines) might be
seen as appropriate’. The supplement thus
encouraged pharmacists to follow the JBS-2 guidance
which was not national policy. In that regard the
Panel considered that the supplement was
misleading and a breach of the Code was ruled in
Cases AUTH/1951/2/07 and AUTH/1952/2/07.

In Case AUTH/1953/2/07 the Panel noted that a cost-
effectiveness model was presented in the
supplement which showed the budget impact
results for patients failing to reach either a total
cholesterol target of <5mmol/L or a total cholesterol
target of <4mmol/L. Two tables of data detailed the
financial implications of having to use atorvastatin
or rosuvastatin as second line therapy to simvastatin
(the least expensive statin). Both tables referred to
rosuvastatin 40mg ie the maximum daily dose
which, according to the Crestor summary of product
characteristics (SPC), should be under the
supervision of a specialist with patients requiring
routine follow-up. Crestor appeared to be unique in
this regard as specialist supervision was not
required with the maximum daily dose of any of the
other statins. This important condition on the use of
rosuvastatin was not referred to anywhere in the
supplement. The Crestor SPC referred to the
increased reporting rate of adverse reactions with
the 40mg dose compared to lower doses. The
maximum dose of 40mg should only be considered
in patients with severe hypercholesterolemia at high
cardiovascular risk who did not achieve their
treatment goal on 20mg and in whom routine follow
up would be performed. In the section on
optimizing statin treatment strategies the possibility
that rosuvastatin might be related to a higher
incidence of side effects than other statins was
discussed. This possibility was dismissed and it was
stated that “all currently marketed statins have a
similar very low risk of serious adverse events” and
that ‘rosuvastatin gives rates of adverse events
similar to those of other statins’. The Panel
considered that the supplement was misleading and
did not encourage the rational use of Crestor 40mg.
Breaches of the Code were ruled on this point in
Case AUTH/1953/2/07.

The Panel further noted in Case AUTH/1953/2/07 that
two tables of cost-effectiveness data only accounted
for the acquisition costs of the medicine. This was
not entirely clear from the headings, “Budget impact’
and “Treatment Strategy” and associated text which
referred to ‘cost-effectiveness’, ‘financial
implications” and the need to look at other “costs’
associated with treatment’, which implied more than
simply acquisition costs. There was no account taken
of the cost of specialist supervision and routine
patient follow-up associated with the use of
rosuvastatin 40mg which would have an impact on
budget. The Panel considered that the data was thus
misleading. A breach of the Code was ruled.
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In Case AUTH/1954/2/07 the Panel noted that the
cost-effectiveness data which showed the financial
implications of using either atorvastatin or
rosuvastatin as second line therapy in patients who
had not reached lipid targets with simvastatin, was
referenced to AstraZeneca data on file. The Panel
considered that it was not necessarily unacceptable to
cite data on file in promotional material. The
supplement was thus not misleading in that regard.
No breach of the Code was ruled.

Overall the Panel considered that AstraZeneca’s
failure to recognise that the supplement was, in
effect, promotional material for Crestor, meant that
high standards had not been maintained. A breach of
the Code was ruled in all five cases. The Panel was
concerned that the supplement, contrary to national
guidance had encouraged pharmacists to follow JBS-2
cholesterol targets. The Panel was further very
concerned that although the 40mg dose of
rosuvastatin had been referred to in the supplement,
there was no reference to the specialist supervision
and routine patient follow-up needed with such a
dose. The Panel considered that the omission of such
information might prejudice patient care. The Panel
considered that in these two matters, one or both of
which had been raised in Cases AUTH/1951/2/07,
AUTH/1952/2/07 and AUTH/1953/2/07, the
supplement had brought discredit upon and reduced
confidence in the pharmaceutical industry. A breach
of Clause 2 was ruled in these cases. As these matters
were not raised in Cases AUTH/1954/2/07 or
AUTH/1955/2/07, no breach of Clause 2 was ruled in
these cases on the basis of the allegations made.

Upon appeal, the Appeal Board accepted that the
views expressed in the material were those genuinely
held by the authors. The Appeal Board, however, was
called upon to consider the merits of the piece in the
context of AstraZeneca’s involvement in the
generation and production of it. Independent authors
were at liberty to publish their views: however, when
a pharmaceutical company became involved in such
an activity it potentially became subject to the Code.

The Appeal Board noted that it was acceptable for
companies to sponsor material. It had previously
been decided, in relation to material aimed at health
professionals, that the content would be subject to
the Code if it was promotional in nature or if the
company had used the material for a promotional
purpose. Even if neither of these applied, the
company would be liable if it had been able to
influence the content of the material in a manner
favourable to its own interests. It was possible for a
company to sponsor material which mentioned its
own products and not be liable under the Code for its
contents, but only if it had been a strictly arm’s
length arrangement with no input by the company
and no use by the company of the material for
promotional purposes.

The Appeal Board noted the material in question had
been sponsored/financially supported by
AstraZeneca. AstraZeneca had paid the authors to
write it and The Pharmaceutical Journal to distribute
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it. In that regard the material was a paid for insert
from AstraZeneca; not a supplement sponsored by
The Pharmaceutical Journal for which the editor
would have been responsible. The insert had been
initiated by AstraZeneca and its communications
agency following an AstraZeneca statin advisory
board meeting organised by AstraZeneca attended by
the two authors who were subsequently asked to
write the insert. AstraZeneca was aware of the outline
of the material and had, when asked to do so by one
of the authors, provided cost-effectiveness tables for
rosuvastatin vs simvastatin as well as data on file.
The material was reviewed by AstraZeneca to ensure
that it was factually correct. The Appeal Board noted
from the AstraZeneca representatives that on review
of the insert AstraZeneca had suggested the inclusion
of a table of budget impact results for a total
cholesterol target of <5mmol/L to balance the
<4mmol/L results already included, this was accepted
by the authors. The Appeal Board noted that
although two authors had full editorial control,
AstraZeneca took the final decision about whether to
publish or not.

The Appeal Board considered that AstraZeneca was
inextricably linked to the production of the insert.
There was no arm’s length arrangement between the
provision of the sponsorship and the generation of
the material. Given the company’s involvement and
content, the Appeal Board considered that the
material was, in effect, promotional material for
Crestor. The Appeal Board considered that it was
disguised promotion in that the material appeared to
be independently written which was not so, the two
authors had, in effect, been chosen by AstraZeneca.
The Appeal Board upheld the Panel’s ruling of a
breach of the Code in all five cases.

In Cases AUTH/1953/2/07 to AUTH/1955/3/06 the
Appeal Board noted its ruling above and as such
considered that the material should have included
the prescribing information for Crestor which it did
not. The Appeal Board upheld the Panel’s rulings of a
breach of the Code in all three cases. The appeal on
this point was unsuccessful.

The Appeal Board noted that the material stated that
the NICE guidance on statins recognised the body of
evidence for reduction in cardiovascular morbidity
and overall mortality associated with statin use across
a broad spectrum of the population. It did not give
targets for cholesterol levels, stating this was outside
its remit. With respect to the choice of statin NICE
recommended that therapy should usually be
initiated with a medicine with a low acquisition cost
(taking into account required daily dose and product
price per dose). For many patients, the least
expensive statin would be simvastatin. The Appeal
Board noted that the material recognised that
simvastatin should be used first-line but put forward
arguments for the use of rosuvastatin which was
more expensive without stating that it was not
licensed to reduce cardiovascular mortality and
morbidity. The Appeal Board considered that without
a statement to the contrary, the material, by
implication, advocated the use of rosuvastatin to
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reduce cardiovascular morbidity. Simvastatin was
licensed for reduction of cardiovascular mortality and
morbidity in certain patients. The Appeal Board
considered that the material was misleading as to the
licensed indication of Crestor. In this regard the
Appeal Board upheld the Panel’s rulings of breaches
of the Code in Cases AUTH/1951/2/07 and
AUTH/1952/2/07.

The Appeal Board noted that the material set out the
evolving guidance on statin use. It also noted the
timeframe regarding the writing, production and
publication of the material. The Appeal Board
considered that the timings were such that the
statement issued by the national director for heart
disease and stroke should have been referred to. By
not referring to this important national statement the
material was misleading and not up-to-date. The
Appeal Board upheld the Panel’s ruling of a breach
of the Code in Cases AUTH/1951/2/07 and
AUTH/1953/2/07 in this regard.

With regard to the allegation in Cases
AUTH/1951/2/07 and AUTH/1952/2/07 about
unachievable JBS targets, the Appeal Board noted
that in the discussion on optimizing statin treatment
strategies the supplement asked “Are more
challenging targets such as JBS-2, really achievable -
and, more importantly, can they be achieved safely?’.
In the section discussing the role of the pharmacist,
however, readers were urged to ‘pick up on those
patients not reaching the JBS-2 targets of total

cholesterol <4mmol/L and LDL cholesterol <2mmol/L.

A referral back to the GP possibly with a
recommendation of change in statin dose or drug
entity (in accordance with NICE guidelines) might be
seen as appropriate’. The Appeal Board noted that
not only did the material encourage pharmacists to
follow the JBS-2 guidance, which was not national
policy, it did not advise them that the JBS-2 targets
were for high risk patients. From the statement in the
material it appeared that the JBS-2 targets should be
the aim for all patients which was not so. The Appeal
Board considered that the material was misleading in
this regard and upheld the Panel’s ruling of a breach
of the Code in Cases AUTH/1951/2/07 and
AUTH/1952/2/07.

The Appeal Board noted, in Case AUTH/1953/3/06,
that a cost-effectiveness model was presented in the
insert which showed the budget impact results for
patients failing to reach either a total cholesterol
target of <Smmol/L or a total cholesterol target of
<4mmol/L. Two tables detailed the financial
implications of having to use atorvastatin or
rosuvastatin as second line therapy to simvastatin
(the least expensive statin). Both tables referred to
rosuvastatin 40mg ie the maximum daily dose.
According to the Crestor SPC, in the light of
increased reporting rate of adverse reactions with the
40mg dose compared to lower doses a final titration
to the maximum dose of 40mg should only be
considered in patients with severe
hypercholesterolaemia at high cardiovascular risk (in
particular those with familial hypercholesterolaemia)
who did not achieve their treatment goal on 20mg
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and in whom routine follow-up would be preformed.
Specialist supervision was recommended when the
40mg dose was initiated. Section 4.4 of the SPC stated
that an assessment of renal function should be
considered during routine follow-up of patients
treated with a dose of 40mg. Crestor appeared to be
different as specialist supervision was not required
with the maximum daily dose of any of the other
statins. This important condition on the use of
rosuvastatin was not referred to anywhere in the
insert. In the section on optimizing statin treatment
strategies the possibility that rosuvastatin might be
related to a higher incidence of side effects than other
statins was discussed. This possibility was dismissed
and it was stated that “all currently marketed statins
have a similar very low risk of serious adverse
events” and that ‘rosuvastatin gives rates of adverse
events similar to those of other statins’. The Appeal
Board considered that the material was misleading
and did not encourage the rational use of Crestor
40mg. The Appeal Board upheld the Panel’s rulings
of breaches of the Code in this regard in Case
AUTH/1953/2/07.

The Appeal Board further noted that the cost-
effectiveness data presented in Tables 3 and 4 only
accounted for the acquisition costs of the medicine.
This was not entirely clear from the headings,
‘Budget impact” and ‘“Treatment Strategy’ and
associated text which referred to ‘cost-effectiveness’,
‘financial implications” and the need to look at other
‘costs” associated with treatment, which implied more
than simply acquisition costs. There was no account
taken of the cost of specialist supervision and routine
patient follow-up associated with the use of
rosuvastatin 40mg which would have an impact on
budget. The Appeal Board considered that the data
was thus misleading. The Appeal Board upheld the
Panel’s ruling of a breach of the Code in this regard
in Case AUTH/1953/2/07.

Overall, in all five cases, the Appeal Board
considered that AstraZeneca’s failure to recognise
that the material was, in effect, promotional material
for Crestor, meant that high standards had not been
maintained. The Appeal Board upheld the Panel’s
ruling of a breach of the Code in all cases.

The Appeal Board was concerned that the material,
contrary to national guidance had encouraged
pharmacists to follow JBS-2 cholesterol targets.
The Appeal Board was further 