DRUG DEVELOPMENT

Observational studies:
an opportunity for sci-
entific communication

(Part 2)

Observational studies play an important role in finding out whether the effi-
cacy of a pharmaceutical product under controlled conditions translates into

efficient treatment in day-to-day medical practice
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he role and value of observational studies has

long been discussed and debated. This is the
second in a series of two articles that aim to show
the potential and opportunities offered by observa-
tional studies in scientific communication. In this
second article, the authors discuss the main rules
for the development and conduct of scientifically
sound, high quality and well-performed observa-
tional studies.

The conduct of studies

In conducting medically and scientifically sound,
high-quality and well-performed observational
studies, five points are crucial and constitute the
core of a well-conducted observational study pro-
tocol:

A relevant scientific context An adequate sci-
entific committee brings a guarantee of seriousness
to the study and ensures its relevance. This means
choosing not only leaders in the studied pathologi-
cal field (including an epidemiologist) but also doc-
tors from the investigator’s target area.

High quality standard data record forms In
observational studies, data collection support must
meet the study’s objectives, while at the same time
remaining close to usual medical practice. Doctors

participating in a study are not selected for their
specific competencies in data collection — as
they are in randomised controlled clinical trials.
Consequently, a pilot phase to ensure the valida-
tion of tools is crucial; this includes the conduct of
in-depth face-to-face interviews with a number of
study target doctors prior to questionnaire writing.
This procedure makes it possible to obtain a reliable
tool that integrates elements from the usual medical
practice, without ambiguous items, and is adapted
to a self-completion questionnaire. The purpose is
to create a logical, practical tool that respects the
need to avoid modifying the relationship of doctor
and patient.

Rigorous selection of doctors Observing usual
medical practice requires a random selection of
participating doctors (or a quota method); this
will also be the case for the patients included.
In contrast to the approach used in clinical tri-
als (where one seeks the “good investigator”), an
observational study should select “the average doc-
tor” in order to build a representative sample. In
addition, this “representativeness” is checked at the
time of the analysis, on the basis of those criteria
considered to be relevant with regard to the study
objectives.
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“Average doctors” will have to include “average
patients” in chronological order, starting from the
implementation of the study and usually with very
“light” selection criteria. Thus, the representative-
ness of the sample will be ensured by the represent-
ativeness of the investigators’ sample, and by the
absence of more controlled selection of patients.

Statistical assessment of subjects and partici-
pating doctors In order to take into account all the
practice habits and/or use of a therapeutic class or
product, the statistical calculation in observational
studies will involve vast samples of patients — often
up to several thousands. The statistical laws to
establish the number of subjects are generally dif-
ferent from those used in clinical trials — but the
same rigour of calculation is essential.

Data and quality assurance With data being
recorded according to usual medical practice,
without modification of the relationship between
the doctor and patient, quality monitoring is less
complicated than in randomised controlled clinical
trials. Three types of quality control are used:

*  Prior to the study Feasibility is assessed prior to the
study; the pilot phase (filling tests) and naturalistic
conditions of the study reduce investigator con-
straints and so optimise the quality of the data.

*  During the study Written queries are gener-
ally limited to key data relating to the primary
objective. Controls by phone can supplement
these queries; without requiring the doctors
to respond, they ensure a faster response time
during the study period and allow the participat-
ing doctors to be made aware of the need for the
consecutive selection of patients for inclusion.

o At the end of the data collection period More and
more often, monitoring/quality assurance visits
are carried out at the end of the data collection
period. The objective is to control randomly
drawn centres and in particular to check out
the existence of those patients included and
compare key data with source-files.

Specificity within the method
Two particular problems, certainly found in all
types of studies, have an added significance within
the framework of the observational study: the
degree of confidence in diagnosis and the checking
of drop-out patients in a cohort follow-up.
Confidence in the diagnosis As in a market
survey, there are generally no methods of diagnosis
imposed on participating doctors (biological or
radiological examination, for example). However,
study of the care management of a certain illness
or disease would require data centred on this target
disease. As a result, it is generally recommended
that the Scientific Committee be involved in an
individual review of the returned data record forms.
If the number of returned files is too large for this to
be practical, the definition prior to the study of a set
of criteria (generally founded on clinical elements)
allows for the differentiation of “certain diagnoses”
from “probable diagnoses” at the time of analysis.
Drop-out patients The specificity of the col-
lected data, the modification of the doctor/patient
relationship and the patient’s agreement — prior to
the trial — of the constraints related to the protocol
for some reason tend to limit the potential number
of drop-outs. However, within the strict framework
of an observational study with cohort follow-up, it
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is not possible, for example, to impose follow-up
visit dates on included patients; the number of
drop-outs is logically increased in comparison with
a clinical trial — which can harm the quality of the
final data. To help address this problem, it is gener-
ally recommended that — with the patient’s consent
— contact details, including an address, be collected
at the time of inclusion. Drop-out patients can then
be contacted for important key data at the end of the
study — even if this data does not exactly fit the data
collected by the participating doctors.

A communication tool
The results and conclusions of observational stud-
ies can help familiarise pharmaceutical companies
with the care management of a specific disease area
and the modalities of use for a product. This helps
companies to rationalise and optimise the use of
those drugs for which they are responsible.

Beyond this prime objective, for several reasons,
observational studies also constitute a communica-
tion tool in other ways:

Table 2. A schematic characterisation
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tioned, observational studies must integrate and
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on a daily basis. Marketing and sales management
within pharmaceutical companies are usually inter-
ested in furthering this use of representatives, as the
studies provide an opportunity to develop the rela-
tionship with a doctor through contacts that arent
based on a direct product-related promotion.

After a detailed briefing on the study objectives
and methods, and with the active support of the
research centre, marketing and sales representatives
can often be a real asset in the regular management
of observational studies. However, we do not
recommend including them in the scientific fol-
low-up of the study — and in particular in the data
contro — because it is important to dissociate the
scientific controls from the commercial objective of
marketing/sales visits.

At the end of the study The results included in
scientific publications and oral communications at
meetings and symposia form part of the supportive
documentation of the pharmaceutical representa-
tive’s visit. An observational study is designed to
describe usual medical practice; it is not intended
to test an assumption, or to prove equivalence or the
superiority of one product over another. Thus, the
results of the observational study are always ‘com-
municable’.

Clinicians generally prove to be very interested
in this type of data. There are two reason for this.
On the one hand, they are sensitive to data relating
directly to their own medical practice — rather than
the intrinsic characteristics of a molecule or active
ingredient in a specific product. In addition, they
are 4 priori interested in comparing their own prac-
tice with that of their fellow clinicians.

The regulatory authorities are in favour of the
development of such studies. Indeed, the study of
drugs in a real-life situation represents an opportu-
nity to understand the real use of reimbursed drugs,
apart from the strict framework defined by their
SPC or (package) insert. This is why authorities are
increasingly initiating observational studies — in par-
ticular to analyse the “good use” of a specific drug.

Constraints and limits
Relevant and recognised constraints of observa-
tional studies include:

»  The regulatory framework Although they respect
usual medical practice, observational studies are
subjected to constraining local authorisations
(medical data confidentiality, respect of the
patient, regulation of the investigator’s fees and
so on).

* The selection of patients Taking into account
the necessary representativeness of the sample,
investigators are randomly drawn rather than
selected on the basis of criteria such as “qual-
ity of investigator” or “relationship with the
sponsor”.
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Limits of observational studies are generally recog-
nised as:

*  Drug efficacy The objective of observation and
description excludes the aim of demonstrating
the efficacy of a given molecule, active ingre-
dient or pharmaceutical product — since the
purpose is not to study intrinsic characteristics
of specific products but their modalities of use.

»  Tiansience of the information Observational
studies look at care management or modalities
of use of a therapeutic class or drug at a given
time. The results are therefore “time-bound”
since they are established within an environ-
ment likely to evolve constantly. By compari-
son, the data from a clinical trial will usually
remain unchanged, regardless of the evolution
of a therapeutic field.

Conclusion: a real opportunity
Observational studies play an important role in
finding out whether the efficacy of a pharmaceuti-
cal product under controlled conditions in a ran-
domised controlled clinical trial in specialised cen-
tres translates into efficient treatment in day-to-day
medical practice. These studies are not a replace-
ment but a useful adjunct. Hence, randomised
controlled clinical trials and observational studies
should not be considered as mutually exclusive. As
we've discussed, they each have specific advantages
and disadvantages: randomised controlled clinical
trials have high internal but lower external validity,
whereas real life practice studies have less internal
and more external validity (1).

Observational studies have made consider-
able strides forward. Unlike randomised controlled
clinical studies, they represent an opportunity for all
participants in the pharmaceutical marketplace:

o For pharmaceutical companies, they enable an
operational collaboration with broad samples
of clinicians and communication of the results
through all the stages of the project.

*  For investigators, they permit a new perspective
on medical practices. Doctors naturally tend to
be isolated in their practise of medicine, and the
data resulting from observational studies can
provide an opportunity for the real exchange of
information with peers.

*  For regulatory authorities, they provide another
source of information for answers to public
health questions.

Well-conducted observational studies offer a great
opportunity for developing a true synergy between
scientific objectives, and marketing and commu-
nications issues. Often they are cheaper, quicker
and less difficult to carry out than traditional
randomised controlled clinical trials. And as an
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The importance of guidelines and procedures

In conducting observational stud-
ies and randomised controlled
clinical trials (RCCTs), two types
of data error may occur (2). The
first is deliberate falsification, and
the second results from human or
measurement errors (such as inac-
curate data entries, faulty transfer
of data, misinterpretation and in-
herent limitations of the instruments
of measurement). Naturally, errors
caused by deliberately falsifying
data are very serious and must
be dealt with accordingly. Human
or measurement errors may be
serious or trivial; for this reason,
observational studies and RCCTs
must include procedures to avoid
or minimise data errors.

It is essential for the quality, cred-
ibility and validity of observational
studies to promote and develop
a rigorous set of guidelines which

will be instrumental in reducing
important errors such as phantom
participants, fabrication of data,
entry of participants with major
ineligibility criteria, and outcome
measurement mistakes. RCCTs
require protocols.  In ensuring
that important data are collected
in observational studies, written
protocols — called critical pathways
(8) — have emerged as a new initia-
tive that promises to reduce costs
and improve study outcomes.
These ‘protocol-like’ critical path-
ways are crucial to the results of
observational studies. Only if ob-
servational studies are conducted
in compliance with such pre-de-
signed and structural methods
can they contribute to health care
— offering doctors and patients the
necessary reliable information that
they deserve.

Well-conducted
observational
studies offer a
great opportu-
nity for devel-
oping a true
synergy between
scientific objec-
tives, and mar-
keting and com-
munications
issues
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adjunct to such research, well conducted observa-
tional studies can provide a significant contribution
to evidence-based medicine. Consequently, these
studies can be expected to advance the standard of
medical communication, and contribute to a better
understanding of the effects of medicines and the
validity of therapies in real-life settings.
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