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ABSTRACT

Auditing is a vital function within a pharmaceutical company nowadays. Quality audit is a review and evaluation of all or part of a quality system
with the specific purpose of improving it. It is one of the means to examine pharmacy programs and ensures that the procedures and reimbursement
mechanisms comply with the contractual and regulatory requirements. A quality audit is usually conducted by external or independent experts or by a
team designated by management for this purpose. These audits can be extended to suppliers and contractors as well. An audit will assess the strengths
and weaknesses of quality assurance and quality assurance processes, the results of which assists in improving processes and building a better system
for company benefits. This article focuses on various aspects of quality auditing in the pharmaceutical industry including its principles, objectives,
importance and benefits and planning along with the deficiencies that are likely to occur during the process. This review comprises a well-organized
summary of various guidelines available till date using the Google Scholar search engine and the keywords listed below.
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INTRODUCTION

Audits are conducted to ascertain the validity and reliability of the
information; also to provide an assessment of the internal control of a
system. It provides management with information on the efficiency with
which the company controls the quality of its processes and products [1].

The audit in simple terms could be defined as the inspection of a
process or a system to ensure that it meets the requirements of its
intended use [2]. International organization for standardization
(ISO) defines the audits as "Systematic, independent and
documented process for obtaining audit evidence and evaluating
them objectively to determine the degree to which the verification
criteria are met" [3].

Instead of considering the audit as an intrusive and potentially
threatening review, pharmacies should consider the audit as a
quality control mechanism. The results of the audit and the resulting
corrective actions ensure all the involved parties that a program
works in accordance with established rules of practice [4].

In the pharmaceutical industry, audits are virtual means for
assessing compliance with the established objectives defined in the
quality system and thus paving the way for the continuous
improvement program by providing feedback to management [2]. A
company that produces drugs today must be able to demonstrate
that it does so with absolute reliability, in optimal conditions and
with extreme uniformity that allows accurate reproduction [1].

In food and drug administration (FDA) and ISO environments,
auditing of both compliance and performance is essential.
Pharmaceutical audit experience includes the drafting and revision
of validation policies, guidelines and standard operating procedures
(SOP) from project qualification to performance evaluation phases
[1]. If implemented correctly; it can be one of the most effective
means of improvement [5].

Definition of internal audit

The chartered institute of management accountants, UK (CIMA)
defines Internal Audit as:

‘An independent appraisal activity established within an
organization as a service to it. It is a control which functions by
examining and evaluating the adequacy and effectiveness of other
controls; a management tool which analyses the effectiveness of all
parts of an organization’s operations and management.’

The institute of internal auditors (I1A) also defines Internal Audit on
similar lines as:

‘Internal auditing is an independent, objective assurance and
consulting activity designed to add value and improve an
organization’s operations. It helps an organization accomplish its
objectives by bringing a systematic, disciplined approach to evaluate
and improve the effectiveness of risk management, control, and
governance processes.’

These definitions state two clear functions of the Internal Audit
activity namely;

» Internal control: A process which is performed by the
employees of the company as well as the information technology
systems that are used to assist the company in achieving its
objectives.

» Management tool: These monitors and evaluates the
effectiveness of operational processes and risk management of a
company [6].

Goals of an audit

The simple goal of this complex process is to evaluate existing
activities and documentation and determine if they meet the
established standards. An audit will evaluate the strengths and
weaknesses of quality control and quality assurance processes, the
results of which will help us to improve processes and build a better
system for the benefit of the company. Every product manufactured
by a pharmaceutical company has characteristics that must be
quantified or qualified by laboratory tests. Quality control and
quality assurance are the necessary processes that play the role of
control and balance system in pharmaceutical industry.

With proper preparation and planning, the audit itself must easily
achieve the intended purpose. Effective auditing and proper
compliance with standards will help build brand reputation and
avoid the negative effects of non-compliance, such as fines, bad
public relations and court proceedings [7].

Objectives
Audit objectives may include:
"  Evaluating conformity of requirements to ISO 9001

®  Evaluating conformity of documentation to ISO 9001
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"  Judging conformity of implementation to documentation
" Determining effectiveness in meeting requirements and objectives
"  Meeting any contractual or regulatory requirements for auditing

®"  Providing an opportunity to improve the quality management
system

"  Permitting registration and inclusion in a list of registered
companies

- Qualifying potential suppliers [3]
Audits and regulatory standards

The ISO, a global leader in the development of international
standards, is instrumental in boosting interest in quality audits
among manufacturers and other types of businesses when it
published the ISO 9000 standards in 1987. Today, popular standards
such as ISO 9001: 2000, ISO 14001:2004, and ISO 13485 all require
internal audits of the quality system (or the environmental
management system in the case of ISO 14001: 2004). Under these
standards, audit serves as a mechanism for evaluating and
improving quality. The same principle is reflected in a number of
regulations enforced by the Food and Drug Administration. Under
the Quality System Regulation (21 Code of federal regulations [CFR]
Part 820), medical device manufacturers are required to conduct
audits to ensure thatthe quality system is compliant (Sec.
820.22). The current good manufacturing practice (CGMP)
regulations for pharmaceuticals (21 CFR Parts 210-211) and for
blood and blood components (21 CFR Part 606) include general
requirements for regular evaluation of quality standards. Guidance
for the pharmaceutical industry and blood establishments also
emphasize the importance of audits. For example, the “Guidance for
Industry Quality Systems Approach to Pharmaceutical CGMP
Regulations” recommends internal audits and supplier audits. The
“Guidelines for Quality Assurance in Blood Establishments” call for a
comprehensive audit of the quality assurance program [5].

Benefits of auditing

Whilst there is usually low influence on regulatory inspections,
audits should be seen as a management tool to assess the company’s
in-house quality management system. Internal, as well as external
auditing, can help to achieve this goal. The major benefits of an
effective audit system can be summarized as follows:

¢ Managing a quality management system

¢ Detecting in advance weak points, through identification of
unsatisfactory trends or situations

¢ Preventing quality failures, on the basis of quality data reviewing

¢ Informing Senior Management about the quality level of facilities
and/or operations

¢ Standardizing audits will optimize the output, the quality level of
audits will increase (and therefore the quality of products and
services) which will finally lead to a continuous improvement loop.

¢ The auditee will understand that audits are not created to
control and criticize his work, but will improve the company's
performance. This will lead to a higher acceptance of the audits. He
will see audits as a chance to educate and improve his knowledge in
terms of quality related aspects.

¢ Combining audits of quality, safety, and environmental matters
will reduce the number of audits significantly which will give a
greater acceptance to the auditee and will save his time.

¢ Additional benefits can be achieved by pooling audits, for
example, Shared Third Party Audits.

e By establishing a high-quality audit system throughout the
industry, the level of compliance will increase. Mutual confidence
building and an improved relationship between the partners will be
the result of these efforts [9].
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Types of audits

The quality audit system mainly classified in three different
categories:

1. Internal Audits
2. External Audits
3. Regulatory Audits

Quality audits are performed to verify the effectiveness of a quality
management system. [5]

Internal audit

This type of audit is also known as First-Party Audit or self-audit.
Those auditing and those being audited all belong to the same
organization. [1] Internal audit is a professional activity that consists
of advising organizations on how to achieve their goals in a better
way. The internal audit involves the use of a systematic methodology
to analyze business processes or organizational problems and
recommend solutions. The main objectives of internal audits can be
summarized as follows:

1. To assist the internal control system.

2. Review of organizational policies and their operations.

3. Verify the accuracy and authenticity of errors and frauds.
4. Detection and prevention of errors and faults.

5. Safeguarding the assets

6. Applicability of accounting policies.

7. Helps in smooth functioning of the internal check system.

In a pharmaceutical facility for internal auditing, one requires to
check mainly two things namely,

v’ Activities carried out by different departments and
v Documents maintained by these departments.

For this purpose, a department-wise questionnaire and document
list is required to be prepared in detail. [8]

External audits

This type of audit is also known as Second-Party Audit. It refers to a
customer conducting an audit on a supplier or contractor. [1]
Although there are no strict legal requirements for this control. It is
always advisable to evaluate the competence of the contractors in
which we produce our products or carry out the analysis of our
products or any other activity according to GMP. Performing these
audits also offers important commercial advantages:

» Develop knowledge and confidence in the partnership agreement
¢ Ensures that requirements are understood and met

¢ Allow the reduction of some activities (e. g. in-house quality
control (QC) testing of starting materials)

« reduce the risk of failure (and, by implication, its costs)

Many pharmaceutical industry suppliers are ISO 9001 or ISO 9002-
certified and are regularly audited by their certification body.
Pharmaceutical contract manufacturing or packaging companies will
need to be licensed and will be subject to regulatory audits. [8]

Regulatory audits

This type of audit is also known as Third-Party Audit. Neither
customer nor supplier conducts this type of audit. A regulatory
agency or independent body conducts a third party audit for
compliance or certification or registration purposes. [1]
International regulatory bodies such as. Medicines and healthcare
products regulatory agency (MHRA), UK, United States food and
drug administration (USFDA), Therapeutic goods administration
(TGA), Australia, Medicines control council (MCC), South Africa, etc.
are responsible for carrying out these checks. There is a team to
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perform the audit; it must be composed of audit inspectors and a
multidisciplinary company team.

The company must have representatives from each of the following
departments: production, quality control, warehouse, maintenance,
administration/personnel and marketing/sales. These audits can be
performed without warning (MHRA currently performs around ten
percent of its inspections in the UK in this way) as manufacturers
are required to always comply with GMPs. Regulatory bodies in
other countries where products are sold can also audit companies
(e. g. FDA audits European manufacturers).

All regulatory inspectors are extensively trained, competent and
professional. All MHRA inspectors are professionally qualified and
have a minimum of five years of appropriate experience in a
production operation; they will be in the registers of persons eligible
to act as qualified persons and lead auditors.

Failure to approve a regulatory audit may result in restrictions (or
revocation) of production or import/export license. (The FDA has
recently imposed "punitive consensus decrees" on financial
companies that did not respond adequately to the audit results and
comply with the GMPs). Therefore, it is essential that companies
have defined processes for managing audits and staff should be
adequately trained for being audited. Internal audits can provide
valuable opportunities for practice [8].

Principles of auditing

The audit is characterized by dependence on a number of principles.
These principles should help to establish audit as an effective and
reliable tool to support management policies and controls, by
providing information on what an organization can act to improve
its performance. Adherence to these principles is a prerequisite in
order to provide relevant and sufficient audit conclusions and allow
auditors to work independently from each other, to reach similar
conclusions in similar circumstances.

a) Integrity: the basis of professionalism

The auditors and the person who administers an audit program
must:

-Carry out their work with honesty, diligence, and responsibility;
-Observe and comply with applicable legal requirements;
-Demonstrate their competence while carrying out their work;

-Be sensitive to any influence that can be exercised on the judgment
while conducting an audit.

b) Fair presentation: the obligation to report truthfully and
accurately

The audit findings, audit conclusions and audit reports should
truthfully and accurately reflect the activities of the audit. Significant
obstacles encountered during the audit and unresolved diverging
opinions between the audit team and the auditee should be
reported. The communication should be truthful, accurate, objective,
timely, clear and complete.

c) Due professional care: the application of diligence and
judgment in auditing

Auditors should pay due attention to the importance of the task they
perform and the trust placed in them by the audit client and other
interested parties. An important factor in the execution of work with
due professional attention is having the ability to express reasoned
judgments in all audit situations.

d) Confidentiality: security of information

Auditors should exercise discretion in the use and protection of
information acquired in the course of exercising their duties. Audit
information should not be used inappropriately for personal gain by
the auditor or the audit client, or in a manner detrimental to the
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legitimate interests of the auditee. This concept includes the correct
management of sensitive or confidential information.

e) Independence: the basis for the impartiality of the audit and
the objectivity of the audit conclusions

The auditors should be independent of the activity audited wherever
possible, and in all cases, they should act in a manner that is free
from prejudice and conflicts of interest. For internal audits, auditors
must be independent of the operational managers of the function
being audited. Auditors must maintain objectivity throughout the
review process to ensure that audit findings and conclusions are
based only on audit evidence.

For small organizations, internal auditors may not be totally
independent of the activity being audited, but all efforts must be
made to eliminate bias and encourage objectivity.

f) Evidence-based approach: the rational method for
achieving reliable and reproducible audit conclusions in a
systematic audit process

Audit evidence must be verifiable. In general, it will be based on
samples of available information, since an audit is conducted in a
limited period of time and with limited resources. An appropriate
use of sampling should be applied, as it is closely related to the
confidence that can be included in the audit conclusions [10].

The auditor within the audit system

An auditor is defined by ISO 19011 as a person with the competence
to perform an audit. To perform an audit, the auditor must be
authorized for that particular audit.

Auditor's responsibility

The auditor has the following responsibilities:

®  Assistin the selection of the team and inform the team

= Responsibility to plan and manage all phases of the audit
= Represent the audit team with the auditee

" Control conflicts and manage difficult situations

" Direct and control all meetings with the team and the auditee
=  Make decisions about audit issues and the quality system
= Report the results of the audit without delay

= Report the main obstacles encountered

®  Report critical non-conformances immediately

" Possesses effective communication skills

Managing an audit program

An audit program may include one or more audits, depending on the
size, nature, and complexity of the organization to be audited. These
audits may have a variety of objectives and may also include joint
(multiple auditing organizations) or combined (Quality management
and Environmental management systems) audits. Management of an
audit program includes all the activities necessary for planning and
organizing the types and number of audits, and for providing
resources for conducting them effectively and efficiently within the
specified time frames [fig. 1].

The organization’s top management should grant the authority for
managing the audit program. Those assigned the responsibility for
managing the audit program should:

1. Plan, establish, implement, monitor, review and improve the
audit program

2. Identify the necessary resources and ensure they are provided.
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- Objectives - Schedule audits
- Extent - Evaluate auditors
- Responsibilities - Select teams
- Resources - Direct activities
- Procedures - Maintain records
AUDITOR AUDIT
COMPETENCE T ACTIVITIES

MONITOR
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REVIEW —>| IMPROVE |
- Monitor
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- Identify need for
for corrective action
- Identify opportunities
0 improve

Fig. 1: Managing an audit program-process flow [3]

1. Initiating the audit
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the audit
team
leader

audit
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scope and
criteria
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the audit
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Establishing
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with the
auditee

Conducting
document
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Preliminary
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2. Preparing for the on-site audit activities

Audit
strategies

Preparing the
audit plan

Auditee’s
responsibility

Assigning
work to the
audit team

Preparing
work
documents

Fig. 2: Various steps of audit activities [3]

Audit activities

The planning and conducting of audit activities involve the following
process flow or life cycle: as is depicted in Fig. 2. [3].

Information gathering
What is information?

Information is simply the facts or knowledge provided or learned. It
can be tacit, in people's heads, or explicit, in documents-electronic or
hard copy [11].

During the audit, information relevant to the objectives, scope and
criteria, including information on interfaces between functions,
activities and processes, should be collected by appropriate
sampling and should be verified. Only verifiable information can be
audit evidence which must be recorded [3].

Audit evidence is any information used by the auditor to determine
if the audited information is in accordance with the established
criteria and to arrive at the conclusions on which the audit opinion is
based. Internal Audit Evidence includes any data, information,
process flows, vouchers, bills, memos, contracts or transactions.

The internal audit evidence collected would be dependent on the
following:

» Audit procedures to use-specific procedures should be spelled
out for instruction during the audit.

» Sample size-how many items should be tested for each audit
procedure.

» Items to select-determine which items in the population should
be selected.

» Timing-timing can vary from the beginning of the accounting
period to the closure of it [6].

Methods of gathering audit information

There are six basic methods of gathering information during an
audit. Depending on the type of information that needs to be
obtained, the Internal Auditor will need to determine which method,
or combination of methods, should be used.

Interviews

Interviewing is a powerful data collection technique, which works
well on its own and is often used to support other techniques, such
as observation. The interviewee’s insights can guide the Internal
Auditor’s decisions about what to observe. The most important thing
to remember when interviewing is to always talk to the right person,
as it can save a lot of time and confusion.

Communication is a key element to the success of any audit. The more
effectively the Internal Auditor interviews personnel, the more useful
information will be gathered. Questions may be asked several times in
different ways or to different people depending on their level of
responsibility (Operator, Supervisor, etc.) in order to get a complete
answer.

Inspections

When inspecting something, it is good practice to start with general
observations and then proceeding to the more specific elements. First,
the Internal Auditor will have a good overall look around the facility and
then examine specific items more closely, noting anything that does not
seem quite right. It is important to ask questions throughout the
inspection. If a problem is found, the Internal Auditor must investigate
(dig deeper) to explore the extent of the finding.
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Reviewing documents

When reviewing company records, the Internal Auditor can use a
number of techniques. Random sampling is one of them. It gives a
general idea of the quality of record keeping and exposes the
potential problem areas. However, one sample taken in one given
period of time is usually not enough to form accurate conclusions.
Another important aspect of record keeping is clarity. Documents
should be clear regardless of who reads them. Details vary but, in
general, every document should carry a title, an owner and a
revision status. If any of this information is missing, the Internal
Auditor should ask why. The revisions noted should be checked
against the master record. Changes must be authorized, signed and
dated by an authorized person.

Observations

The simplest way to check how a process works is to observe it in
action. Observing a routine activity for a couple of hours can give the
Internal Auditor the opportunity to see how something is done
under normal circumstances. He or she should ask questions about
what they see, making sure at all times not to interfere with the
processes they are observing, as that may cause the personnel not to
carry out their tasks as they usually do.

Vertical tracking

This method is also referred to as “vertical auditing” and consists of
following a specific development from the beginning until the end,
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simultaneously checking all the records that are produced in the
process. Applying the vertical tracking technique can lead the
Internal Auditor to areas that were not initially part of the scope, but
it does facilitate a bigger picture view, as this allows the Internal
Auditor to see how the various parts of a given program work
together.

Exercises

The aim of an exercise is to test something that is usually done at the
facility as part of the routine. However, the Internal Auditor gets to
pick the time and the circumstances for the test. The subject of
testing can be the personnel, the program, or the equipment. An
Internal Auditor should not run an exercise without the knowledge
and cooperation of the auditee. Doing so is likely to have negative
consequences as unannounced actions may breach certain facility-
specific rules or regulations which the Internal Auditor is unaware of.

Taking notes

A good Internal Auditor must have his or her own efficient way of
taking notes. This is an extremely important part of the job that
cannot be neglected. Notes must get reviewed and refined along the
way. In situations where taking notes is inconvenient, a mental note-
taking technique should be used. Notes are used to organize
thoughts and observations which will, in turn, help the Internal
Auditor reach accurate conclusions throughout the audit. Notes need
to be reviewed and completed at the end of each audit day [12].

information

Sources of Collect by appropriate
— sampling and verifying

l Audit evidence

crileria

Evaluate against audit

l Audit findings

Reviewing

—_— Audit conclusions

Fig. 3: Process for collecting information to reach audit conclusions [3]

Administration

The internal audit team must have the confidence and trust of the
key stakeholders it works with and be seen as a credible source of
assurance and advice. This confidence should not be assumed and
can only be established and maintained by having an effective
working relationship, by delivering high-quality and timely advice
and internal audit reports that are seen to be contributing directly to
assisting the organisation to meet its responsibilities. The key
stakeholders of internal audit are:

«Chief Executive

eBoard of Directors

eAudit Committee

eSenior management

eExternal auditor

eOther reviewers

The importance of these individual relationships is analysed below.
a) Chief executive

While internal audit reports functionally to the Audit Committee, it
is important that the Head of Internal Audit has direct access, as and
when required, to the Chief Executive.

Organisations today, recognize the advantages in making the Head of
Internal Audit directly accountable to the Chief Executive. This not
only sends a clear signal about the importance of the internal audit
function, it also facilitates regular contact between the Chief
Executive and internal audit. This contact should be used as an
opportunity to gain insights into new and emerging risks and issues
facing the organisation and to discuss the role the Chief Executive
expects internal audit to fulfill in the company.

b) Board of directors

The Head of Internal Audit may formally report to the Board of
Directors on the effectiveness of the internal audit function in order
to exchange views and ideas. As the Audit Committee is usually a
sub-committee of the Board, this responsibility is often delegated to
the Audit Committee. As a minimum, it is important that the Head of
Internal Audit has direct access to the Chair of the Board and the
Chief Executive, as and when required.

c) Audit committee

Audit Committees play an integral role in the governance framework
of organizations. It assists Chief Executives and Boards to
understand whether key controls are appropriate and operating
effectively. In this respect, the relationship between internal audit
and the Audit Committee is crucial and has a number of dimensions
which are mentioned below:

18



Agarwal et al.

a) Advise the Chief Executive about the internal audit plans of the
organisation;

b) Direct or coordinate work programs relating to internal and
external audits;

c) Review the content of internal [and external] audits to identify
significant matters of concern, and to advise the Chief Executive on
good practice or opportunities for improvement;

d) Review the adequacy of responses to reports of internal and
external audits;

e) Endorse the internal audit charter and be responsible for either
reviewing and approving internal audit plans or recommending
their approval by the Chief Executive/Board of Directors;

f) Act as the internal audit function’s primary client and form a
sound professional relationship with the internal audit team as a
whole and each of its members;

g) Utilize internal audit reports and its general interaction with the
Internal Audit team, to assess the effectiveness of controls and the
performance of the organisation and

h) Utilize the internal audit function to undertake secretariat
compliance

Given this relationship, it is important that both formal and informal
lines of communication be maintained between internal audit and
the Audit Committee and with individual committee members,
particularly the Chair. Audit Committee members should be in a
position to be able to openly discuss matters of interest with the
Head of Internal Audit. It is also good practice for the Audit
Committee to meet privately with the Head of Internal Audit from
time to time to ask questions and to seek feedback from internal
audit without management being present. This practice also
supports the independent role of internal audit.

d) Senior management

To effectively fulfill its responsibilities, it is important that internal
audit has a professional and constructive relationship with senior
management of the organization. Internal auditors should interact on a
regular basis with members of the senior management team, and
through the delivery of practical, business-focused and useful reports
and advice, build a relationship that is based on cooperation,
collaboration and mutual respect. Meetings with organization
managers should be used as an opportunity to be briefed on key
business developments and associated risks facing the organization.
These meetings should also be used to obtain informal feedback about
the performance of internal audit and to assist in identifying ways that
internal audit can best assist organization management. Thus, the
internal audit team would encourage managers to seek their advice
and assistance on either an informal or formal basis as the need arises.

e) External auditors

External auditors too must help in developing internal audit strategy
and internal audit work plan. Both audit teams need to address the
key financial and business systems underpinning the company's
financial statements and to avoid duplication of compliance and
assurance. To avoid such duplication, the external auditor must
evaluate the work of the internal audit function to determine its
adequacy for external audit purposes. The Internal audit function
can be made responsible for liaising with external auditor on behalf
of the organization. Such a role can be a useful way for an internal
audit team to be aware of planned and actual external audit
coverage. Thus, a constructive relationship between both sets of
auditors assists in the conduct of external audits. Such a role can
only be fulfilled when there is healthy communication between
internal and external audit teams which can be achieved by setting
up formally establish meetings between internal and external audit
to allow for a routine exchange of information.

f) Other reviewers

Internal audit is one of a number of internal and external review and
assurance activities that exist as part of an organization’s
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governance arrangements. The company shall benefit when all these
activities, such as those performed by the Ombudsman and
regulators, operate in a coordinated and complementary manner to
the greatest extent possible. This requires regular formal and
informal contact between review bodies to minimize duplication
and overlap. Some organisations see a benefit in protocols being
formalised for such activities: providing, for example, for the regular
exchange of views and information and for the reporting of the
results of work undertaken in a coordinated manner. Protocols can
be particularly important in situations where internal audit needs to
work closely with other entities as a result of inter-agency or other
agreements. [6]

Audit planning procedures

In order to conduct an audit effectively and efficiently, the work
needs to be planned and controlled. The form and nature of the
planning required for an audit will be affected by the size and
complexity of the enterprise, the commercial environment in which
it operates, the methods of processing transactions and the
reporting requirements to which it is subjected.

Audit planning is the formulation of the general strategy for audit
which sets the direction for the audit, describes the expected scope
and conduct of the audit and provides guidance for the development
of the audit program.

Adequate planning of an audit work aims at

a. Establishing the intended means of achieving the objectives of
the audit

b. Assisting in the direction and control of the work

c. Helping to ensure that attention is devoted to critical aspects of
the audit work

d. Ensuring that the work is completed expeditiously
e. Facilitating review of the audit work

f. Helping to assign the proper tasks to members of the audit team
and coordinates outside experts.

The audit plan

The auditor should develop an audit plan for the audit in order to reduce
audit risk to an acceptably low level. The audit plan is more detailed than
the overall audit strategy and includes the nature, timing, and extent of
audit procedures to be performed by engagement team members in
order to obtain sufficient appropriate audit evidence to reduce audit risk
to an acceptably low level. Documentation of the audit plan also serves
as a record of the proper planning and performance of the audit
procedures that can be reviewed and approved prior to the performance
of further audit procedures. [13]

Planning objectives

"The objective of the auditor is to plan the audit so that it will be
performed in an effective manner." Audits are potentially complex,
risky and expensive processes. Although firms have internal
manuals and standardized procedures, it is vital that engagements
are planned to ensure that the auditor:

e Devotes appropriate attention to important areas of the audit;
o Identifies and resolves potential problems on a timely basis;

e Organizes and manages the audit so that it is performed in an
effective and efficient manner;

e Selects team members with appropriate capabilities and
competencies;

e Directs and supervises the team and reviews their work; and

e Effectively coordinates the work of others, such as experts and
internal audit.

The purpose of all this is to ensure that the risk of performing a poor
quality audit (and ultimately giving an inappropriate audit opinion)
is reduced to an acceptable level [14].
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The steps in planning an audit include (Planning Procedures):

1. Basic discussions with the clientabout the nature of the
engagement are performed first, and the auditor meets the key
employees or new employees of a continuing client. The overall
audit strategy or the timing of the audit may also be discussed.

2. Review of audit documentationfrom previous audits
performed by the accounting firm or a predecessor auditor (if the
latter makes these audit documentation available) will assist in
developing an outline of the audit program.

3. Ask about recent developmentsin the company such as
mergers and new product lines which will cause the audit to differ
from earlier years.

4. Interim financial statements are analyzed to identify accounts
and transactions that differ from expectations (based on factors such
as budgets or prior periods). The performance of such analytical
procedures is mandatory in the planning of an audit to identify
accounts that may be misstated and that deserve special emphasis in
the audit program.

5. Non-audit personnel of the accounting firm who have provided
services (such as tax preparation) to the client should be identified
and consulted to learn more about the client.

6. Staffing for the audit should be determined and a meeting held
to discuss the engagement.

7. Timing of the various audit procedures should be determined

8. Outside assistance needs should be determined, including the
use of a specialist as required and the determination of the extent of
involvement of the internal auditors of the client.

9. Pronouncements on accounting principles and audit guides
should be read or reviewed to assist in the development of complete
audit programs fitting the unique needs of the industry.

10. Scheduling with the clientis needed to coordinate
activities.[15]

The internal audit work plan would generally include:
1. Audit title

2. Functional and Operational Area to be covered

3. Director and manager responsible

4. Type and scope of internal audit

5. The benefit expected by the audit procedure

6. Resources allocation for the purpose of the audit

7. Proposed duration and timelines for completion [6]
Auditing procedure

There are total 10 steps of the audit process:

1. Notification: Audit process begins with notification. The
notification process alerts the party to be audited of the date and
time of the process. The notification also will list the documents that
the order wishes to review in order to understand the organization
of the company.

2. Planning: Planning is the steps the auditor takes, before the audit,
to identify key areas of risk and areas of concern.

3. Opening meeting: Meeting between the auditing staff and senior
management of the auditing target as well as administrative staff.
The auditors will describe the process they will undertake.
Management will describe areas of concern to them and the
schedule of the employees that must be consulted.

4. Fieldwork: Fieldwork begins after the results of the meeting are
used to adjust the final audit plans. Employees are notified of the
audit, schedules are drawn up regarding the activities of the audit
staff, and an initial investigation begun after learning of business
procedures, interviewing key staff, testing current business
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practices by sampling, reviewing the law and testing internal rules
and practices for reasonableness.

5. Communication: The audit team should consistently be in
contact with the corporate auditor to clarify processes, gain access
to documents and clarify procedures.

6. Draft audit: At the completion of the audit, the next step, the draft
audit, is prepared. The draft audit detail what was done and what
was found, a distribution list of parties to receive preliminary
results, and a list of concerns.

7. Management response: The draft is given to management to
review, edit and suggest changes, probe areas of concern and correct
errors. Upon making final corrections, the report is given to
management for the seventh step, the management response.
Management is requested to answer the report by stating whether
they agree with the problems cited, the plan to correct noted problem
and the expected date by which all issues will have been addressed.

8. Final meeting: The final meeting is designed to close loose ends,
discuss the management response and address the scope of the
audit.

9. Report distribution: The ninth step is the report distribution,
where the final audit report is sent to appropriate officials inside
and outside the audit area.

10. Feedback: The last step is the audit feedback whereby the
audited company implements the recommended changes and the
auditor's review and test the quality, adherence and effects of the
adopted changes. This continues until all issues are adopted and the
next audit cycle begins. [1]

Recording nonconformities or deficiencies

As the audit proceeds, there might arise some situations where the
facts indicate there is a failure, either partially or wholly, of the
quality management system, such a situation is
called nonconformity”.

What is nonconformity?
" acondition adverse to Quality

" The non-fulfillment of a requirement
There may be nonconformity for one of three reasons

1. The procedure or defined process does not conform to the
regulatory requirements

2. The procedure or process has not been put into practice in the
described way

3. The practice, what is actually done, is not effective (planned
results not achieved).

The statement of nonconformity needs to be in a format
understandable both to people in the audit and to those who were
not. People who were not present at the audit will be assigned to
take the necessary corrective action most often. This need alone
defines some rules for the recording of nonconformities:

1. Exact observation of the facts. Only the facts are needed, and
the reporting of them needs to be exact.

2. Where was it found? The statement needs to identify exactly
where it was found; otherwise, it may not be found again.

3. What was found? It needs to be clear so that people understand
what aspect of the system is nonconforming.

4. Why is it nonconformity? The statement needs to make it clear
what specified requirement has not been met.

5. What is the objective evidence of the nonconformity? What
audit evidence do we have-records, documents, statements or
observations for our nonconformity findings?

6. Who was involved? The statement often has no need to involve
specific people, but where the objective evidence was based on a
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statement, and then the statement and the originator (s) need to be
clear. Job titles rather than names should be used.

7. Use local terminology. Industry has its own names for certain
activities, documents, etc. These unique terms should be used for clarity.

8. Make it retrievable. Someone has to go back after the audit and
put it right, possibly after a considerable period of time.

9. Make it helpful. To be helpful, nonconformity statements
should be complete, correct, concise and clear. Suggestions,
particularly on external audits, are not recommended, nor are they
the auditor’s duty [3].

Classification of deficiencies

The number of nonconformities that can arise during an audit can be
numerous. Following types of defects are identified during an
internal audit and these are helpful in regulatory compliance:

Critical defect

Critical defects have a high probability of resulting in a product
recall or in an adverse physiological response by the consumer.
Critical deficiencies found in internal audits that usually produce
significant effects on the strength, identity, safety, and purity of the
product that will be considered during regulatory compliance.

The possible source of a critical defect

» Cross-contamination of materials of the product
o Incorrect labeling

« Active ingredients outside of specifications

e Product manufactured according to obsolete or unapproved
procedures

» Open sterile products located in a non-aseptic area

¢ Untrained operators working in the sterile filling area

¢ Contaminated purified water or water for injection system
Major defect

Major defects found during the internal audit can reduce the
usability or stability of a product, but without causing harm to the
consumer.

The possible source of a major defect
* Major equipment not calibrated or out of calibration
« Inadequate segregation of quarantine components

¢ Inadequate evaluation of production process outside of action
levels

» Process deviations not properly documented or investigated

¢ Operator not trained in or familiar with the standard operating
procedures

* Preventive maintenance on a critical water system not conducted
according to schedule

¢ Lack of standard operating procedures for cleaning equipment.
¢ Audits of a contract manufacturer not conducted
Minor defect

Minor defects have a low probability of affecting the quality or
usability of the product which can help in regulatory compliance.

Possible source of the minor defect

« Failure to complete all batch record entries

» Warehouse not cleaned according to schedule
o Cracks in wall surfaces

« Failures to correct documentation errors properly
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¢ Operator uniform not properly worn

« Standard operating procedure review is overdue
¢ Adhesive tape used on manufacturing equipment
» Laboratory buffer solutions are obsolete [16]
CONCLUSION

A quality systems approach calls for audits to be conducted at
planned intervals to evaluate effective implementation and
maintenance of the quality system and to determine if processes and
products meet established parameters and specifications. An audit
performed by a well-trained and thoroughly prepared auditor can be
highly beneficial by identifying areas for genuine improvement. An
audit should not to be seen as interrogation with the auditee as
permanent loser, it is a comparison of what is laid down to what is in
place. Auditing is no goal in itself. Auditing in the pharmaceutical
sector serves two different categories: regulatory compliance and
business needs. When employees and managers begin to see audits
as opportunities to improve, they begin to see auditors not as police
officers but as productive members of the organization.
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