The Clinical Development Cycle

Currently, the majority of dinical research studies are still conducted using paper based
methodology. Consequently any data that has been collected will have to be checked
by a monitor who will come to the investigative site and go through papercase report
forms (CRFs) and make queries where there may be some discrepancy overthedata. In
some cases, the forms will be faxed through toa CRO and the monitor will look at the
forms and again query any errors. They then return the forms to the physician who
confirms if any alterations are necessary. This labour intensive process would be
improved dramatically if, the moment a CRF was completed, it could be checked real
time by a computer system that would identify obvious anomalies, for instance
someone being recorded as 6 metres tall instead of 6ft This sort of error could be
instantly tagged and corrected by the physician before the monitors are involved.
However, there are other issues that could be solved by having a standard set of fields
to be collected in a CRF. CDISC has a standard called the Clinical Data Acquisition
Standards Hamonization standard (full details are in the chapter on CDASH) which
defines minimum set of fields required for a case report form ensuring consistency in
the content. This will bring tremendous benefits to physicians as the CRFs will always
require the same information in the same format for medical research and the days of
having to ‘translate’ the requirements of each individual study will be over.



There have been some changes to the way data is collected for a study over the past
decade. Electronic data capture (EDC) systems have become more prevalent as
sponsor companies use vendors’ electronic patient diaries and other computer-based
systems to collect data for a research study. You might think therefore that this process
would at least be helping to improve data quality. For instance, in the past patients
could fill in a paper based form outside the physician’s office moments before they walk
in, in essence creating a record of events that is likely to be inaccurate, due to faulty
recall. With an eDiary or EDC system, the fact that data is date and time stamped
ensures that this information can be audited to assess patient compliance and data
integrity. However, even an electronic system relies on patient compliance and as
human beings we are notoriously non-compliant! EDC systems use web-based
technology to transfer the data or the data can be downloaded via a modem to the
physidian and vendor. Whilst this seems a positive move, the physician hastouse a
system that the vendor has supplied to look at the results. They still have to ensure that
this data are consistent with the data in the medical record and may have to reportan
adverse event on to a separate case report form. The integrity of any data is inherently
reduced every time it is manually transferred to another system as it is far more likely
that errors can be made. There is a more pressing concern about when and where
these errors are recognised. With a paper based approach this may not be until the
data is analysed towards the end of the particular point in a trial. Even using an EDC,
that data does not necessarily link to any dinical system used for patient care causing
additional data transfer. Yet again we are faced with many physicians not wanting to
participate in research due to the onerous administrative burden of data re-entry, the
use of disparate systems and research workflow not being part of the healthcare
workflow.

By the time the sponsor company has received all the data from all the patients at
investigative sites, the sheer quantity of data is tremendous. That data then has tobe
checked and once the database is deemed ‘clean’, it can be locked and the data can be
analyzed. Checking the data is a drain on finances and time. However, consider the
additional resources required when data seems erroneous. Imagine tracking back
through hundreds of paper CRFs and you begin to see the scale of the problem. it may
be that in order to clarify the position a monitor has to contact the original investigative
physician. Whilst this could be a matter of weeks or months if a database is being
checked, by the time the data has been submitted to a regulator like the FDA, it could
be several years later. The physician will already be working with new patients and
possibly other studies. At best this is time consuming and irritating; at worst the source
data is locked away somewhere and takes up valuable patient care time to be checked.
From the regulatory reviewers’ perspective, they are well aware of the






