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Dear Ms 't Hoen

EMEA response to ISDB assessment of 9 EPARs

A joint EMEA/ISDB workshop on information provision and policy was held at the EMEA on 26 June
1998. One of the objectives of this meeting was to discuss the analysis of 9 early EPARs presented by
the ISDB.

The EMEA has now completed its review of the ISDB analysis. After consultation with the
Committee for Proprietary Medicinal Products at its December meeting, I am happy to enclose the
EMEA's response. Our response outlines EMEA views on the more general points made in your
analysis, together with more specific answers to questions you raised on individual EPARs.

As discussed, our response, together with this letter, will be made available on the EMEA website.

Yours sincerely

Prof. Rolf Bass
Head of Human Medicines Evaluation Unit
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London, 17 December 1998

RESPONSE TO THE INTERNATIONAL SOCIETY OF DRUG BULLETINS (ISDB)

INTRODUCTION

A joint ISDB/EMEA workshop on information provision and policy was held at the EMEA on 26 June
1998. The presentations and discussions contributed to a better understanding of the EMEA’s
information policy and processes. The main topic for discussion was the European Public Assessment
Report (EPAR) which is a unique document made available for every medicinal product as soon as it
is authorised via the centralised procedure. The report sets out the scientific assessment carried out by
the EMEA/CPMP (Committee for Proprietary Medicinal Products), together with the summary of
product characteristics and patient leaflet. This innovative nature of the EPAR was bound to be
difficult to create and implement. It has taken time to reach some maturity. In the first years of the
Agency, experience was gained in the production of EPARs for a diverse spectrum of medicinal
products as highlighted in the ISDB-analysis. Well-founded criticisms of early EPARs are welcomed
as it is from experience and feedback that further improvement in the quality of EPARs is achieved.

OBJECTIVE OF THE EPAR

The primary objective of the EPAR is to give the general public, health care professionals and patients
transparent information on the main features of quality, efficacy and safety for a new medicinal
product. The EPAR is regularly updated to include relevant new information.

In principle the objectives of the EPAR are the following:

• Concise document which provides the scientific rationale on which the Committee for
Proprietary Medicinal Products (CPMP) has based its positive opinion1

• Substantiation of the statements made in the different sections in the SPC so that consistency
between these two documents is reached

• An overview of the CPMP discussion

• Consistency and an “acceptable” level of detailing

• Transparent audit trail for the complete review/authorisation period

ISDB ANALYSIS

The concept of the EPAR has been welcomed by the ISDB as publicly acknowledged (BMJ, 317,
1998). Based on the review of 9 of the 52 EPARs published up to 16 June 1998, the ISDB had some
concerns over the quality of the EPARs. Selection of these EPARs was made depending on
availability of centralised products in France or the Netherlands (where ISDB reviewers were located).
The EPAR for Betaferon was initially selected for a second review. However, ISDB found that the
EMEA and the CPMP had already amended the document and they had no further comments. It
should be noted that two of the EPARs (Puregon and NeoRecormon) relate to products originally
evaluated under the Concertation procedure and then transferred to the Centralised Procedure. They
are, therefore, somewhat atypical examples.

According to the ISDB assessment the nine EPARs show variability in their presentation:

                                                         
1 All final opinions whether positive or negative are made publicly available. In the case of negative opinions,

no EPAR is produced but the scientific conclusions and grounds for refusal are annexed to the opinion and
are made public.
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 “lack of clarity on reporting of clinical trials

- only certain trials presented in detail,

- no literature references made to published trials ; FDA views not reflected in the EPAR; no
reassurance that all relevant information is submitted;

- methodological controversies not sufficiently reflected in the EPAR”.

- In addition, it was felt that the decision making process including the questions put to the
company and minority views in the CPMP were not sufficiently reflected.

EMEA/CPMP RESPONSE

Reporting of clinical trials in the EPAR

The EPAR reflects the scientific conclusion reached by the CPMP and provides a summary of the
grounds for the CPMP opinion in favour of granting a marketing authorisation. The CPMP assessment
relies on full study reports providing the necessary comprehensive information on the results of the
studies rather than publications and abstracts. Therefore, the assessment of the full study reports are
referred to in the EPAR rather than any subsequent publication of those study reports. In addition, the
EPAR will typically comment on data from studies, which for different reasons will never be
published but may still be of value for the benefit risk assessment. The EPAR therefore, in this respect
constitutes a unique source of information for a new medicinal product.

The applicant is obliged to submit to the EMEA all information on a new medicinal product thus
enabling an unbiased assessment of the quality, efficacy and safety before marketing. The submission
includes all studies performed by the applicant during drug development and literature data from peer
reviewed journals and abstracts from scientific meetings which are published up to the time of
submission.

The EPAR conveys a condensed picture of the review process covering the features and details
necessary for a good understanding of the scientific data supporting the marketing authorisation. The
ISDB notion that the Agency discloses only 1% of the total information on a new medicinal product in
the EPAR (BMJ, 317, 1998) is misleading. In accordance with current legislation, commercially
confidential information, e.g. pharmaceutical development details, will not be included in the EPAR.

By abstracting, summarising and focusing on the most important issues from the full study reports, a
readable and digestible volume of text is created which gives insight into the benefit/risk analysis that
has led to a positive CPMP opinion. It is, therefore, evident that main clinical studies will be given the
greatest attention in the EPAR while minor studies may be only briefly mentioned setting out their
contribution to the overall evaluation. The criteria for selection of "main" trials are set by the CPMP
on a case by case basis aiming at giving a detailed description of those trials which are pivotal for the
CPMP opinion but also within keeping the ambition to include information that will promote safe and
efficacious use of a new medicine yet retaining a concise EPAR document The EMEA and CPMP will
give consideration to expanding the general explanatory note accompanying the abstract of the EPAR
to make this clear up front before readers would embark on reading any particular EPAR.

Methodological controversies

These are addressed in the response on the individual products.

FDA’s views not reflected in the EPAR

Opinions taken by the CPMP are independent European opinions. FDA views, albeit of a general
interest to the CPMP members can not play a formal role in the decision making process.

FDA and EMEA, via ICH (International Conference of Harmonisation), have developed common
guidelines on quality, safety and efficacy which are used to guide their decisions. However, there is
currently no regulatory basis for co-ordination of the scientific conclusions reached by the two
regulatory bodies responsible for the EU and the US.
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EMEA initiatives on transparency of the decision-making process

The CPMP scientific review entails a thorough and detailed assessment of the submitted data
involving CPMP appointed expertise in pharmaceutical, pharmacological/toxicological and clinical
sciences. For this purpose, the EMEA/CPMP uses a pool of about 1700 European experts, each of
whom is required to make declarations of interests. Critical issues which arise during the benefit/risk
assessment are addressed as the review process progresses until CPMP reaches its conclusions (e.g.
oral explanations by the applicant before CPMP, advice from expert meetings and working parties,
CPMP plenary discussions, all of which may lead to SPC modifications, follow-up measures and other
commitments by the applicant). The EPAR, which is available on the Internet, will be further
developed to increase the transparency of the process leading to the CPMP scientific position (and any
divergent minority view).

On the basis of the objective of the EPARs, CPMP considers that this document should remain concise
aiming at giving sufficient information to understand the final conclusions. The EPAR does not
provide full data to allow an in depth secondary review by interested third parties. The EPARs are
achieving their objective and their regular and timely publication was recognised as a major advance
in opening up decision-taking in the European system (Workshop on transparency and access to
documents of the EMEA, 30 October 1997).

Recognising the innovative character of the EPAR, the EMEA has already identified the need to build
on the experience gained in the preparation of EPARs to further improve their quality, readability and
internal consistency and to provide what is agreed by the CPMP to be a sufficient level of information.
Continuing dialogue with interested parties is welcomed. In this context the EMEA presented to ISDB
their reflections for revising the EPAR structure and introducing a guidance document on Assessment
Reports:

• The structure of the EPAR will be revised and present the information in a sequential order of
increasing complexity. This enables easier access in all languages.  This new generation of
EPARs will be introduced during 1999 starting with new EPARs.

• The quality of the EPAR depends on the quality of the underlying assessment reports. It will
clearly benefit from the introduction of a guidance document on the Assessment Report
structure and content. This guidance document will be finalised following an EMEA workshop
scheduled for the 2nd quarter of 1999. This should result in EPARs, which more consistently
reflect the high quality assessment process.

• In the guidance document, currently under discussion by the EMEA, the benefit/risk assessment
and the decision making process will be outlined to allow the public to better understand the
sequence of events leading to the opinion. This will include a description of the main issues
raised during the CPMP discussion.

Ongoing discussions between European, US and Japanese regulators and pharmaceutical industry
within the ICH process are aimed at a common technical document for future applicants. The advent
of such a document will further harmonise requirements for applications. This will facilitate the
understanding of the rational for the granting of marketing authorisations as requested e.g. by ISDB.

The EMEA certainly agrees that a clear and transparent policy on the inclusion and exclusion of
clinical data cited in the EPAR is needed to ensure consistency and a sufficient level of information.
Any interaction with interested parties can only be aimed at improving this endeavour.
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EMEA COMMENTS ON THE ISDB ANALYSIS ON 9 PUBLISHED EPARS:

1. HUMALOG

ISDB analysis

- Tables 1 and 2 of the EPAR on insulin lispro give the main features and outcome of clinical trials,
but there are no references to the literature. As far as we know, when the EPAR was released none
of the mentioned trials had been fully published, so it is impossible to verify the conclusions drawn
from the results. In addition, the results of one trial with 107 patients (Pfützner et al., Exp Clin
Endocrinol 1996; 104: 25-30) were not included in the EPAR.

- One weak point in these trials is that they all had an open design, while they could have been
double-blinded and this is not mentioned.

- In the description of clinical efficacy the EPAR states that “The impact of hypoglycaemia was
similar in both groups, however, the rate of hypoglycaemia was lower in the insulin lispro groups,
especially in the Type 1 patients”. The conclusion states that “Two large studies with diabetic
patients demonstrates a reduced rate of hypoglycaemia in insulin lispro treated patients with no
worsening of metabolic control (HbAlc)”. It remains unclear on which trials these conclusions are
based. Moreover, it is doubtful whether the differences found in some trials have any clinical
relevance. Other trials showed no reduction in frequency or severity of hypoglycaemia events, or
drew invalid conclusions because of a flawed study design (Pfützner, 1996).

- One critical review (Barnette et al., Lancet 1997; 349: 47-51) states that “Two-thirds of insulin-
treated diabetics are on mixtures of short-acting and intermediate-acting insulins. When insulin
lispro is mixed with NPH Insulin, the rapid-acting component is absorbed more slowly. There are
surprisingly few data available on this important issue on the absorption kinetics of such
mixtures”. The EPAR makes no mention of this point.

EMEA/CPMP response

• Reference to published literature

As mentioned before, references to literature are usually not included in the EPARs. Only the
major trials were discussed in detail. The mentioned trial (Pfützner et al.) has not been included, as
it was a minor trial as compared to the other trials.

• Design of the trials

The long-term trials are open, as double blinding would introduce a weakness in the design (either
the fast acting or the regular insulin not given at the optimal time), or an unacceptable number of
injections, resulting in poor compliance.

• Clarification of conclusions on clinical efficacy

The first sentence could indeed be more correctly phrased “The severity of hypoglycaemia....”. The
conclusions are based on the major trials supporting the application.

• Mixing of insulins

At the time of submission of the dossier, no data on such mixtures were submitted. However, the
SPC states (section 4.4) “The shorter acting Humalog should be drawn into the syringe first, to
prevent contamination of the vial by the longer acting insulin.  Mixing of the insulins ahead of time
or just before the injection should be on advice of the physician.  However, a consistent routine
must be followed.” The practice of mixing different insulins is current, and dose is determined by
the physician on an individual basis.
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2. PUREGON

ISDB analysis

- Regarding the indication “fertilisation in vitro”, the EPAR is very inadequate. The main trial,
involving 981 women, is briefly summarised with no numerical data. The EPAR lacks a detailed
report of two other trials that were available when it was compiled: one, involving 99 women, had
been published in detail (Hedon B et al. Hum Reprod 1995; 10 (12): 3102-3106); the other had
been summarised in another publication (Out HJ et al. Hum Reprod Update 1996; 2 (2): 162-171).
Similarly, the EPAR does not report the trial comparing follitropin beta by the IM and SC routes in
195 women, which was known quite early (Abstracts of the Annual Conference of the BES,
Liverpool 1995).

- The results of Out’s study are judged too optimistically in the EPAR (“with inclusion of frozen
embryo cycles, Puregon showed a significantly high pregnancy rate”). However, this method of
analysis was not provided for by the protocol, raising suspicions of retrospective re-analysis of data
searching for positive results. The EPAR does not mention this problem. Besides, one can doubt
that, even if one accepts this statistically significant difference in one subgroup, this difference of
5% is clinically relevant.

- Many other trials are not mentioned in the EPAR, such as the material provided by Organon,
dating, from 1995 (appendix to the comprehensive summary on the clinical documentation of
Puregon, summary of clinical trials).

EMEA/CPMP response

The application of Puregon was filed in July 1994 under the concertation procedure and transferred to
the EMEA into the new centralised procedure in January 1995. It is therefore one of the early EPARs
which has helped to develop the current EPAR standard.

We acknowledge that there are inconsistencies and shortcomings in this EPAR. Together with the
Rapporteur, the EMEA is now in the process of reviewing the content of this EPAR and will update
the EPAR taking into account the ISDB comments.

3. ZERIT

ISDB analysis

- Trial A1455-019, which involved 822 patients, is the main comparative trial. the EPAR mentions
the change of end points during the trial and includes a good critical analysis of the statistical
methods. In contrast, it does not mention that, at the end of the trial, only 39% of patients in the
stavudine group and 27% of those in the zidovudine group were still on the anticipated antiviral
drug. This potential source of bias had been raised by FDA experts (FDA Antiviral Drugs
Committee. Report of the session of 8 November 1995: 201 pages).

A weak point study A1455-019 is not mentioned in the EPAR. The “about 20% risk reduction for
progression, corresponding to a time of approximately 16 weeks” can at least partly be explained
by the fact that users of zidovudine had been exposed to this drug longer (“at least 6 months”) than
the users of stavudine, leading to a greater risk of developing resistance.

The safety data of this important study are not reported in detail in the EPAR.

- Trial A1455-019 has been published (Gottlieb M et al. 35th ICAAC San Francisco 1995; abstr.
I171). The article states that more patients treated with 40 mg twice a day had to have a dose
reduction because of a neuropathy at 24 weeks (23% versus 17%; p<0.0001). This important fact is
not in the EPAR. This implies that the CPMP only assesses documents provided by the applicant,
neglecting other published data.

- Page 16 of the EPAR mentions that stavudine was combined with other antiretroviral drugs. This is
an important point of the assessment file. The EPAR does not state which exact combinations were
given, or the number of patients treated, or data on efficacy and adverse effects. The report simply
states that there were no problems with adverse effects and that stavudine can be used in
combination with other antiretroviral drugs.
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- Similarly, the EPAR does not mention the preliminary results of trial ACTG 290, on which the
CPMP experts based their recommendation not to combine zidovudine with stavudine.

EMEA/CPMP response

• The alleged bias in pivotal trial A1455-019

This outcome, i.e. that more patients are still treated with the more active drug (Zerit) at end of trial
is exactly what is to be expected. In a double-blind trial, analysed according to intent to treat
principles, where alternative active medicinal products are available for patients seemingly
deteriorating (but not fulfilling endpoint criteria), this “bias” will tend to be conservative, i.e. to
diminish differences. Thus it was not discussed in the EPAR.

• The imbalance at baseline regarding previous ZDV therapy

In the EPAR, the term “adjusted for covariates predictive of outcome of HIV disease” was not
detailed. In the underlying CPMP assessment report it was stated “Relative risks (RR) were also
reported after stratified, adjusted analyses (CD4, HIV diagnosis, Hb, gender and time on ZDV
therapy) (“adjusted” RR in the table below)”. Thus, factors known to affect treatment outcome such
as previous ZDV treatment etc. were considered in the CPMP assessment of the data and
subsequently reflected in the EPAR The EPAR will be upgraded accordingly to better reflect such
assessment.

• Dose related toxicity has not been addressed

It is obviously correct that safety data are summarised and not presented in detail. Of course,
absolute and relative risks for, e.g. neuropathy were presented to and discussed in the CPMP.

• The EPAR does not mention results of trial ACTG 290 where recommendations on
combinations are based

The revised EPAR of January 1998 (i.e. preceding the ISDB/EMEA workshop) indeed summarises
the results of study ACTG 290 and gives information on tested combinations.

4. RILUTEK

ISDB analysis

- The analysis of trial 216 (which is published) is incomplete. The article, published in the New
England Journal of Medicine (1994; 330 (1): 585-591) gave rise to controversy over
methodological aspects, but this is not mentioned in the EPAR (N Engl J Med 1994; 330 (9): 636-
637 and N Engl J Med 1994; 331 (4): 272-274). In particular, the EPAR does not give the median
survival times in the different groups, which show that the gain relative to the placebo group was
only 83 days. The EPAR does not state that the statistically significant treatment benefit disappears
when patients who did not strictly meet the inclusion criteria are excluded from the analysis. The
EPAR does not state either that the large number of missing data ruled out conclusions on the
possible effects of riluzole on motor symptoms.

- Trial 301 has also been published (Lancet 1996; 347: 1425-1431). The report of this trial in the
EPAR is adequate, apart from the failure, once again, to state that the large number of missing data
ruled out conclusions regarding to the possible effects of riluzole on motor symptoms.

- The CPMP commissioned a meta-analysis of the 3 comparative placebo-controlled trials. This
analysis showed a median gain in survival of 2 months, but this is of little value in the absence of
information on data dispersion.

- This EPAR explicitly mentions the key questions put to the company on the clinical relevance of
the data. We strongly recommend that this should be the case in all future EPARs.

- An important question was not raised in the EPAR: apart from cost-effectiveness, is the small
increase in life expectancy for the individual patient really a qualitative improvement, or do side-
effects outweigh the small benefit?
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EMEA/CPMP response

• “Publication of trial 216 gave rise to controversy on methodological aspects....not mentioned
in the EPAR”

The concerns over the methodology and robustness of the clinical trials are not addressed under
each individual study heading in the EPAR but are highlighted quite strongly in the general
conclusion on “robustness of clinical trials” on page 15 and page16 (point 3).

• “Trial 216 – EPAR doesn’t give median survival times of different groups”

Because of the marginal effect of this product, the conclusions highlight the need to make
prescribing physicians aware of the data in the SPC. It is correct that survival is presented only as
percentages under the study heading in the EPAR (page 11) and the meta-analysis increase in
survival time of 2 months is highlighted in the pooled results. However, under the heading “Further
Information on Clinical Trials” salient information on each study has been pulled out (page 16),
and this includes the median survival time from study 216. The information is also included in the
SPC under the same heading.

• “Trial 216 – EPAR does not state that the statistically significant treatment benefit
disappears when patients who did not strictly meet the inclusion criteria are excluded from
the analysis.”

This is correct, very brief results are given under the individual study headings, but as a general
statement the concern over the robustness of the clinical trials is highlighted in the conclusions on
page 16.

• “Trial 216 – failure to mention large number of missing data that ruled out conclusions on
possible effects on motor symptoms”

This is not stated as a conclusion under the individual clinical trial, but rather as an overall
conclusion it is strongly stated on page 16 (3rd paragraph from end).

• “Trial 301 – failure to mention large number of missing data that ruled out conclusions on
possible effects on motor symptoms”

Same response as above – it is clearly stated under conclusion section.

• “Meta-analysis of little value in absence of information on data dispersal”

With the view to keeping the EPAR a concise document details of data dispersal were not included.
The results of the analysis combining the three trials showed median survival benefit of 2 months.
The median survival times in the individual studies are highlighted on page 16 under “Further
Information on Clinical Trials”:

Study 216 – 17.7 months Rilutek vs 14.9 months placebo (2.8 months benefit)

Study 301 – 16.5 months Rilutek vs 13.5 months placebo (3 months)

Study 302 – Did not establish an effect on survival

• “Cost-effectiveness” is not taken into consideration by CPMP as pricing levels are not within
the remit of the European Commission and the EMEA

• Risk/Benefit

The CPMP always considers the risk/benefit in formulating its opinion, and for Rilutek in spite of
the marginal efficacy which is reflected in the EPAR, the risk/benefit ratio was considered positive,
hence a marketing authorisation was granted.  In the current EPAR template the R/B discussion
will be clearly presented under a separate heading to make it clearer.
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5. CAELYX

ISDB analysis

- The EPAR makes no mention of the three trials comparing doxorubicine with bleomycin +
vincristine that involved respectively 218(*), 107 and 26 patients (Drugs 1997; 63 (3): 520-538),
focusing instead on a single study.

If the EMEA considers that some trials are not valid and/or important, then this should at least be
stated and explained.

(*) In the new version of the EPAR (published after our analysis) the trial involving 218
patients appears to be mentioned.

- Concerning safety, cardiotoxicity is one of the most troublesome adverse effects of anthracyclines,
but is not discussed in detail in the EPAR.

EMEA/CPMP response

• "Missing trials"

Data from these trials were not available at the time of CPMP approval. Clearly however, the larger
trials referred to have been included in the update of the EPAR.

Since the EPAR is intended to be a concise document, priority is given to pivotal trials after due
consideration by the CPMP.

• "Cardiotoxicity"

It is mentioned in the EPAR that Caelyx offers advantages over conventional doxyrubicin with regard
to cardiotoxicity and other adverse events although this may not have been presented in great detail
because cardiotoxicity of anthracyclines is well known to physicians using such medicinal products.

6. OLANSEK/ZYPREXA

ISDB analysis

This EPAR contains major discrepancies between the main body of the text, the conclusion and the
SPC.

The main body of the text critically analyses the 4 main comparative trials: none of the reports on the
3 trials versus haloperidol states that olanzapine is statistically superior in terms of positive-symptom
scores. There is a degree of ambiguity in the HGAJ trial report: “olanzapine showed numerically
superior improvement in PANSS positive score and significantly greater mean improvement in CGI
severity (p=0.029) compared with haloperidol”. The conclusion does nothing to clarify this
amibiguity; on the contrary: “the studies demonstrated that olanzapine was equally effective or
superior to haloperidol in the alleviation of positive and negative symptoms of schizophrenia”. Three
trials have been published, and none showed a statistical superiority of olanzapine on positive
symptoms. In addition, these end points for positive symptom scores are only secondary criteria in
these trials with multiple statistical analyses.

The “Indications” section of the Olansek and Zyprexa SPC comprises two paragraphs, the first given
the licensed indication and the second stating the following:

“Further information on clinical trials:

In a multinational, double-blind, comparative study of schizophrenia, schizoaffective and related
disorders which included 1 481 patients, with varying degrees of associated depressive symptoms
(baseline mean of 16.6 on the Montgomery-Asberg depression rating scale), a prospective secondary
analysis of baseline to endpoint mood score change demonstrated a statistically significant
improvement (p=0.001) favouring olanzapine (-6.0) versus haloperidol (-3.1).”

The EPAR is thus virtually inviting prescribers to use the product to treat psychotic patients with
depressive symptoms, even though this is not an approved indication. The trial to which this text refers
is the HGAJ trial. The olanzapine EPAR is rather inconsistent in this respect. In the text (page 15) the
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analysis of the trial is circumspect and rightly criticises the interpretation of the statistical superiority
of olanzapine over haloperidol on negative symptoms and depressive disorders, recalling that the high
dose of haloperidol used in this trial could have induced signs of depression mimicking negative signs
and ruling out any conclusion on the possible superiority of olanzapine over haloperidol in this
respect.

The conclusion of the EPAR is less prudent: “(...) It (Olanzapine) was also superior to Haloperidol in
reducing depressive symptoms in a general population of patients diagnosed with schizophrenia,
schizoaffective and related disorders.”

Thus, the EPAR slips gradually from justified circumspection to a far less tentative conclusion, and
ending up with official acceptance of use in depressive disorders in the Olansek – Zyprexa SPC.

- Another point raised in the EPAR but not mentioned at the end is losses to follow-up.

In the trial by Beasly CM et al. (Psychopharmacology 1996; 124: 159-167), as correctly stated in
the EPAR, the drop-out rates were exceptionally high (olanzapine 1 mg 77%, olanzapine 10 mg
62%, placebo 80%), yet there is no mention of this problem in the conclusions.

In another trial by Beasly CM et al. (Neuropsychopharmac 1996; 14: 111-123), the drop-out rates
are also very high (table 7: placebo 68%, low-dose olanzapine 59%, mid-dose olanzapine 59%,
high-dose olanzapine 51%, and haloperidol 56%). This is not mentioned either in the description of
the trial.

- Concerning safety, the text of the EPAR (page 17) states that olanzapine raises arterial pressure and
lengthens the QT interval, and that these phenomena have also been observed in rats. No mention
of these effects is made in the conclusion.

EMEA/CPMP response

• There is no statement provided in the EPAR as to the equivalency or superiority of
olanzapine to haloperidol observed in studies HGAP/E003/HGAD and a somewhat equivocal
statement regarding superiority seen in HGAJ.  More specific information on these findings
should have been provided to substantiate the statement presented in the conclusion.

It is correct that the description of the placebo- and haloperidol controlled studies in the EPAR
could be made clearer: primary and secondary efficacy criteria not described. Not all relevant
secondary end points are mentioned where statistical superiority over Hal. was achieved (PANSS
score).

So although the SPC is justified by the clinical data, the EPAR could have been more detailed and
the conclusion should include the criticism raised on page 16.

• The indication section comprises a 2nd paragraph stating the effect on depressive disorders.
The EPAR is thus virtually inviting prescribers to use the product to treat psychotic patients
with depressive symptoms even though this is not an approved indication.

It is agreed that the conclusions drawn by the CPMP should have been differently worded in
section 5 (page 19) of the EPAR to be more in line with the more specific/critical comments made
on pages 15 and16. The general discussion on the efficacy data (EPAR page 16) points out the
following: " The efficacy on depressive symptoms associated with schizophrenia was compared in
one comparative study in which it was not the primary endpoint. Moreover, it was also considered
that it is possible that the comparator chosen, Haloperidol, can induce depression affecting the
MADRS score. However, a subgroup analysis suggested a possible effect on depressive symptoms
of at least moderate severity (MADRS score = 16)./.../ The committee considered that effects on
depressive symptoms, as well as negative psychotic symptoms, should be included in the SPC"

Even given this negative appraisal on page 16 of the EPAR, the conclusion on page 18 is not
unjustified: "It (olanzapine) was also superior in reducing depressive symptoms in a general
population of 1481 patients diagnosed with schizophrenia, schizoaffective and related disorders".
Even if the comparator (haloperidol) might induce depressive symptoms and the results might be
biased in favour of olanzapine because of this, the relevance of the results are not erased.
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Throughout the text it is evident that this observation is only relevant in comparison with
haloperidol.

The second paragraph in the SPC Section 4.1. is not an indication. We disagree that the EPAR
invites off-label use of olanzapine. The SPC is in line with the general discussion on the efficacy
data in the EPAR.

• There is no mentioning in the conclusions about QT interval prolongation

This issue is addressed in the EPAR but in view of the non-significance of the findings we agreed it
did not merit inclusion in the overall conclusions on benefit/risk.

7. REFLUDAN

ISDB analysis

- In practice, heparin is prescribed chronically for the preventive treatment of arterial thrombosis and
the preventive or curative treatment of deep vein thrombosis. It is therefore necessary to
demonstrate that lepirudin is effective in these indications. The EPAR mentions (page 12) a trial of
lepirudin in the treatment of deep vein thrombosis but fails to give details on the methodology or
results.

- The assessment of lepirudin inpatients with heparin-induced thrombocytopenia is based on a non
comparative trial involving 198 patients. The EPAR mentions, but fails to criticise, a statistical
comparison with a historical control group treated up to 10 years previously.

Isn’t there some form of standard treatment to which the new therapy can be compared? The use of
historical controls is at least unusual. The standard therapy for patients with heparin-induced
thrombocytopenia who need antithrombotic therapy is to stop heparin immediately and to start oral
anticoagulation wit coumarin if necessary. According to Martindale, the first choice is replacement
with a low-molecular-weight heparin or a heparinoid such as danaparoid. However, the historical
groups received several kinds of therapeutic regimens which were pooled for analysis. The
important question is how lepirudin compares with the subgroup of patients given coumarins and
with the subgroup of patients on low-molecular-weight heparin.

- The EPAR states: “There was no obvious explanation for the nominal differences in clinical
outcomes between trials B7 and NR13”. It looks as if, even if once accepts the comparison with
historic controls, trial NR13 (n=69) found no significant difference whatsoever, but trial B7 (n=56)
found different results.

EMEA/CPMP response

• Lack of details about deep vein thrombosis study page12

The purpose of the EPAR is to be readable and accessible to the European public. Complete data
on the methodology or results of trials that have not been the main basis for the authorisation are
not given in detail. Reflecting this approach the text of this EPAR is:

“Data from four Phase II trials of lepirudin in other indications (acute myocardial infarction with
thrombolysis, acute coronary syndromes and deep venous thrombosis) were included in the dossier
and provided information regarding the potential general usefulness of lepirudin as an
anticoagulant. The experience gained in these indications was not considered to be immediately
relevant to the current application, but it was accepted that the Phase II trials were used by the
company to provide guidance for the dosage of lepirudin in patients with HAT type II.”

• Lack of criticism for historical control design

The EPAR states that: “In view of the rarity and clinical severity of the disorder, and since no
therapy with documented efficacy has been available, the overall clinical study design was
accepted.” Any further comments would have been complex, related to specific statistical issues
linked to the rarity of the disease and difficult to read.

The study was planned to provide an ITT analysis and in view of the fact that there is no standard
therapeutic regime and it is a rare disease, subgroup analysis was not planned.
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With respect to the questions on how lepirudin compares with subgroup of patients given
coumarins, LMW heparins or other treatments, subgroup statistical analysis was not planned in
advance, and it would not have had sufficient power to provide evaluable results.

For all parameters observed, crude incidence in trial B7 and NR13 were nominally different.
However, with the exception of a slight higher amputation rate in trial NR13 the results with
lepirudin were always better than in the historical controls. Combining the endpoints of both
studies the results show a highly statistical difference p=0.001 in favour of lepirudin.

8. NEORECORMON

ISDB analysis

The EPAR states (page 8): “Some of the indications which are sought in this submission have been
reviewed by the CPMP and have been licensed by member states between 1990 and 1996 (renal
anaemia in patients on dialysis, symptomatic renal anaemia in patients not yet undergoing dialysis,
increasing the yield of autologous blood, and anaemia of prematurity). The additional indication that
is now under review is prevention and treatment of anaemia in cancer patients.”

As regards the indication for anaemia in cancer, the EPAR only gives a poorly informative table (no
figures and results) on the two existing trials, and a few lines of comments.

The last sentence of this chapter is intriguing. “If Hb falls by more than 1 g/dl after the first cycle of
chemotherapy, this treatment may fail”. On which information is this statement based?

- The other indications are dealt with sketchily. Regarding “treatment of anaemia of chronic renal
failure”, only the total of 1663 patients is mentioned, with no breakdown according to the different
studies. We do no know if these studies were randomised, controlled, etc., and what doses were
used or for how long.

- The information on side effects is very poor. For instance, regarding the indication “autologous
blood donation from patients scheduled for elective surgery” under the “Safety” heading the EPAR
states: “The occurrence of thromboembolic events in the treated population was discussed in detail
and...” but the frequency of this side effect is not mentioned.

Another example is the indication “prevention of anaemia of prematurity”: the Safety section only
mentions one contraindication (in new-born infants, because of the solvent). In the “overall safety
analysis” we read that there were 4 thromboembolic events. But were there any other side effects,
and what about the control group (if there was one)?

EMEA/CPMP response

The background of this EPAR was complex: the product was already authorised by the former
concertation procedure under the name “Recormon” for a number of indications. In October 1995 a
new centralised application was filed for this product, which was already known for long time in the
medical community.

However, we are aware that this EPAR can be improved by including information preceding
centralised authorisation and therefore the ISDB comments will be taken into consideration in the next
revision of this EPAR.

9. APROVEL KARVEA

ISDB analysis

- The EPAR mentions 10 trials.

Five dose-finding trials were done. The EPAR does not give details and does not state the optimal
dose (or why no optimal dose can be deduced).

- Placebo-controlled trials: only 2 of the 3 trials are described in detail.

- Trials versus other antihypertensive drugs (3 versus hydrochlorothiazide, one versus atenolol, one
versus amlodipine, and two versus enalapril). These trials are described very briefly, in far less
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detail than the placebo-controlled trials, yet in practice these trials are the most important. At least
one should be informed on which mean dose of irbesartan is comparable with which mean dose of
enalapril and amlodipine.

The risk-benefit ratio of irbesartan is never clearly compared with that of enalapril, even though the
key question is the potential advantage of angiotensin II inhibitors over ACE inhibitors.

- In this EPAR the Adverse Effects section is far more detailed than the Efficacy section. One gets the
impression the document is written only by an expert in pharmacovigilance.

EMEA/CPMP response

• "Rational for dose"

There is room for improvement with regard to the given justification for the proposed dose.

• "Selection of trials"

The criteria for selection of certain trials are set by the CPMP on a case by case basis aiming at a
concise document, thus giving priority to certain trials.

• "Information on active controlled trials"

The critical point here is well taken and there is room to convey more information from these trials.
This will be considered in a forthcoming update of the EPAR.

In the benefit risk assessment the new product needs to be evaluated against all information in the
dossier. However, the “key question” raised on how the drug fits in the therapeutic arsenal of anti-
hypertensive drugs awaits further assessment by academia and learned societies as well as
controlled comparator trials carried out during post-marketing.

It is not within the remit of the agency to precise the role of a drug in the treatment of hypertension
before the marketing authorisation is granted.

• "Adverse effects"

It is our intention that a more standardised approach to data will improve this section in the future.

For further information contact:

Dr Bo Aronsson
Human Unit
Tel: +44-171-418 8648
Fax: +44-171-418 8551


