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Achieving CDM audit nirvana

Facing regulatory and client audits is one the most feared activities in a Clinical Data Manager's life. Ravi Shet, Senior Project
Manager, CDM Practice, Karmic Lifesciences, seeks to unravel common audit fears and myths, while providing a step-by-step
framework for coming out of one with flying colours
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'I'ndia today is emerging as a strong con-
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tender in the clinical research arena for

conducting end-to-end clinical trials.
There are over 924 registered trials cur-
rently happening in India! including sev-
eral large and complex multinational tri-
als and as per the Mckinsey report, the
overall CRO market is predicted to grow
to $ 1.5 billion + by 20102. While the
overall clinical trial market continues to
grow, one segment that is being touted as
one of the high growth areas is the
Clinical Back Office. The segment is esti-
mated to be $ 50 million3 in size, is grow-
ing at 50 percent+ CAGR and includes
multiple back office activities involved in
a clinical trial starting from Study Design
and Medical Writing at the initiation of a
trial to Clinical Data Management (CDM),
Pharmacovigilance and Safety Reporting
as the trial progresses to Bio-Statistics,
Regulatory Writing and Submissions once
the trial ends. Given India's strong pool of
English speaking and medically qualified
clinical back-office professionals, a formi-
dable IT infrastructure, sizeable experi-
ence with KPO/BPO type of programmes
thanks to the BPO wave and upto 40 per-
cent lower cost base, clinical back-office
is undoubtedly one business opportunity
that seems to be in India's sweet spot.

Yet, while many multinationals
including Big Pharma are looking at India
for outsourcing their clinical trials and
back-office activities, many are still adopt-
ing a wait and watch approach and hold-
ing back because of their apprehension
about the Indian patent and regulatory
environment and the experience, expert-
ise, quality and process standards of
Indian CROs and clinical back-office com-
panies. Though India is being touted as a
global clinical destination of choice, the
clinical research market has grown to
only approximately $ 500 million in 10
years plus and the overall CDM profes-
sional strength continues to be a mere
3000 to 5000 people (approximate), what
with the likes of global IT biggies includ-
ing Accenture, Cognizant and TCS jump-
ing into the fray. This number is minis-
cule compared to the overall BPO indus-
try strength of over two million profes-
sionals™.

One of the reasons why Indian com-
panies may be losing valuable business
opportunities could be their inability to
provide quality assurance to global cus-
tomers about their expertise and process
maturity. This in turn translates to the
inability of Indian companies to drive suc-
cessful regulatory and client audits.

What is an Audit?

An audit is a formalised procedure for
assessing the strength of quality stan-
dards and processes of an organisation in
line with certain defined industry stan-
dards and regulatory guidelines. An audit
can be conducted by many different
stakeholders including the internal quali-
ty department, external customers, part-

ners, investors and regulatory/statutory
bodies and can serve multiple purposes,
namely:

a) Ensuring that the organisation has
a clearly defined Quality Management
System (QMS) with a written and docu-
mented Quality Policy, Quality Manual,
Standard Operating Procedures,
Templates, Work Instructions etc.

b) Ensuring that the defined QMS
framework is in line with stipulated
industry, regulatory and statutory stan-
dards and guidelines for example, ICH-
GCP guidelines, US FDA 21 CFR Part 11
guidelines, Indian GCP and Schedule Y
guidelines etc. and ensures a fully compli-
ant process.

c) Ensuring that the organisation has
tangible, documented proof of adherence
to laid down quality and process stan-
dards via the existence of comprehensive
and dated records with necessary man-
agement approvals thereof.

d) Check for gaps, mistakes, commis-
sions and omissions in the existing QMS
framework and identify ways to eliminate
the same.

e) Incorporate industry and client best
practices in order to continuously
improve and enhance the QMS system
and move towards a more mature and
repeatable quality model.

Common Audit Fears

It is well known that the very mention
of an "audit” sends the Operations Team
as well as the Senior Management into a
chaotic tizzy. The fear is often irrational
and deals not so much with process relat-
ed non-conformances but more with the
very concept of facing an audit. Common
fears are manifested as "The auditor is
out there to get me”, "Will my documen-
tation ever be upto the mark?", "How will
I handle so many auditor requirements all
at the same time.", "What if I get serious
non-conformances?"”, "What if I fail the
audit?” etc.

The auditor wanting to harass the
auditee is at most a misguided perception.
An audit is not and should not be a
POLICING process; it should be an
IMPROVISING one for both the auditee
and the auditor. The audit infact ensures
prompt corrective as well as future pre-
ventive action and leaves behind a more
robust process which would be sturdier to
potential defects and mistakes.

The rest of the issues can be
addressed to a great extent by proper and
intensive audit planning. For irrespective
of how hard we work or however strin-
gent we may presume our processes to
be, there is always room for improvement
and suggestions coming from an unbi-
ased third-party.

Audit Readiness

While we have discussed common
audit fears, let us also touch upon ways to
run a dream audit at length. The baseline
documents to run a data management

audit include:

SOPs: The real foundation of running
a process in an SOP (Standard Operating
Procedure). Well defined and well-written
SOPs which explain a process in a step-
wise, simple and understandable manner
are the biggest tool for an organisation to
ensure process conformance. They are
further living documents and should be
updated at defined intervals. Apart from
this, they should be signed-off by senior
management and should be archived in a
proper manner. If an organisation uses a
hard copy archival system, the SOPs
should be kept in a secure, access con-
trolled area with appropriately identified
master copies and controlled copies. In
case of an electronic archival system, the
soft copies of the SOPs should be stored
at a secure location with non-editable and
non-printable master copies available for
staff reference. The organisation should
further maintain an SOP distribution as
well as change record at all times. All staff
should be trained on relevant SOPs during
induction and on an ongoing basis or at
the time an SOP gets modified in order to
ensure that they understand and adhere
to the most current processes.

Process Maps: Process Maps, both
consolidated  organisation-wide  and
departmental, should further accompany
SOPs and should provide a comprehen-
sive and visual understanding of the
organisational process(es) with interlink-
ages thereof. This helps both the staff and
the auditors to understand the organisa-
tional process flow easily.

Templates: The record of adherence
to a process should get documented in
standardised templates especially
designed to capture all activities, sub-
activities and approvals leading to the
completion of a process. Creation and
maintenance of these templates helps
ensure proper organisational record
keeping.

Records: Organisational records serve
as proof of process adherence and hence
should be completed comprehensively
and fully at all times. All records should
have necessary sign-offs with dates to
ensure they are fully valid for an audit.
These records are further sacrosanct and
hence should be kept securely with no
possibility of getting tampered with or
destroyed in anyway. These could include
training records, attendance records, audit
records, validation records, change
records, vendor records etc.

Validation Records: In order to
ensure compliance to 21 CFR Part 11 of
the USFDA, all systems used during data
management need to undergo a compre-
hensive validation exercise comprising of
an Installation Qualification (IQ),
Operational Qualification (0Q) and a
Performance Qualification (PQ). In order
to face an audit, the organisation should
ensure that all validation records are fully
up-to-date and signed-off and are readily
available for the Auditor review.
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- Operational Qualification and Performance Qualification) for the Clinical Data Management ‘/ mon six sigma tools and techniques
Systems/Statistical Systems/EDC etc. are fully current and available for Auditor scrutiny. including Pareto Charts, Cause-Effect
: Matrix, Correlation, Regression, ANOVA,
/ Chi-Square etc. External audits should of
course be taken very seriously and should
be run in compliance with the Ten Step
The Quality Assurance Team should further check that all necessary equipments used by the organisa- Audit Readiness Checklist. Once an
tion for carrying out relevant departmental activities for example, Electronic Access Controls, Alarms, organisation works to put these steps in
De-humidifier, Hygrometer, Fire Extinguishers, Clocks etc. are working properly, are synchronised and / place, they are closer to achieving audit
have undergone necessary maintenance and calibration and there are proper records with necessary nirvana, a difficult but certainly not
sign-offs in place to prove these activities were undertaken in accordance with SOPs. impossible state of existence! ol

Respective departments should ensure that all departmental records right upto the day before the
audit are updated and signed off. These could include Training Records, Attendance Records, Vendor
Records, Customer Records, Organograms, Employee CVs, Job Descriptions etc.

The Quality Assurance team should finally create a structured framework for running the audit in the References
form of an Audit Walkthrough Presentation that highlights all key organisational facts and audit relat- 1 www.clinicaltrial.gov website
~ ed points in a bulletised manner and can be used to run the audit in a streamlined way. Finally, there '/ 2 Mckinsey Report
should be at least one full dry-run in the form of a Mock Audit a few days ahead of the actual audit 3 Internet Articles and Other Published
to make sure that the team is fully ready to face the audit. Sources
' 4 Nasscom Figures 2008
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