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SOME APPROACHES TO OBTAINING INTERNAL AUDIT EVIDENCE FOR
PHARMACEUTICAL QUALITY SYSTEMS

T. Karamavrova, V. Lebedynets

Memoto pobomu € ananiz nioxooie ma pospooKa nPOnO3UYIL U000 6UOOPY ONMUMATILHUX Memodie 300py C6i-
00Yme GHYMPIUHIX ayoumie QapmayesmuiHux Cucnmem ssKoCmi.

Mamepianu ma memoou. bazowo 0ns docniodicenns 6y mamepiany YUHHOL 0epIHCcasHol 3aKOH00A64ol il HOp-
mamugroi 6azu, cmandapmu ISO cepii 9000, Oacepena 3apybiscrol il 8imyuszHAHOL HAyK08oI paxosoi nimepa-
Mypu, a MaKodiCc pe3yibmamu 81ACHUX NONePeOHix 00CiONCeHb. Y 00CiONCeH T BUKOPUCMAHO HACMYNHI Memo-
Ou: CUCMEMHO-AHANIMUYHUL, COYIONOSTYHO20 ONUMYBAHHS, NOPIGHAILHO20 AHANIZY, CIMPYKMYPHO-02IUHO20 MO-
0et0B8aHHS.

Pe3ynomamu. 3a pezynomamamu nonepeoHix 00CaiodiCeHb, Wo NPosoOUNUCy, HA 0A3i BIMYUSHAHUX apmayes-
MUYHUX NIONPUEMCIMEG Pi3HO20 NpOodino diaabHOCMI, OYI0 6CMAHOBLEHO, WO OCHOBHA NPUHUHA YACHO Hedo-
Ccmammboi eheKmueHoOCmi BHYMPIWHIX AyOUmis noiaeac y HU3bKoOMy pieHi npogecionanizmy ayoumopis. Ha oa-
HOMY emani 00CHiOHNCeHHA 0)JI0 NPOBEOEHO BUBYEHHS MAKO20 Memo0y GHYMPIUHIX ayOumis, K ONUMYBaHH:, d
MaKox;c NPOananizo8ano nioxoou 00 1020 3acmocysants. 30Kpema, 3 c08aHO, WO MemoO ONUMYBAHHA HA Gim-
YUSHAHUX PaAPMAYEBMUUHUX NIONPUEMCINEAX BUKOPUCOBYIOMb AK OCHOBHUU Mmoo 300py ciooyms ayoumy
05 Ix nodanvuio2o oyinweanis i inmepnpemayii. Taxosic 6y10 006e0eHo, W0 00He 3 KIIOUO8UX YMIHb AyOUmo-
pa - cmasumu KOpeKmHi, OOYLIbHI 3aNumanHs 0Jisi OMPUMAHHSL IHopmamusHux sionosioeil. byno pospobreno
ma anpobo6ano anopumm NOCMAHOBKU AyOUMOPCLKUX 3aNUMAalb, ONMUMI308anull 01 30i1bUeHHs NOSHOMU 1
3MICMOBHOCMI BIONOBIOel NePCOHATY.

Bucnoexu. J[ocnioxcents 00360110 3aNPONOHY8AMU MeEXHIKY ONUMYB8AHH:, eheKmueHy 0isi 300py ayoumopcob-
KUX C8I00YMS, W0 NiOSUULYE Pe3yibMAamueHiCms Npoyecy GHYMPIUHIX ayOumis 3a60aKu 30L1bUeHHI0 YIHHOCMI
3000ymoi ingpopmayii 3 nO3uYii NPULHAMMA YNPAGIIHCOKUX PilueHb

Kniouoei cnosa: cucmema ynpagninns axicmio, papmayesmuuna cucmema sikocmi, CamoiHCneKyis, 6HympiuHii
ayoum, gpapmayesmuyuna disnvnicmes, GMP, 1SO 9001
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1. Introduction

Quality management system (QMS) of pharma-
ceutical companies of the healthcare industry (pharma-
ceutical quality systems, PQS), which are engaged in
pharmaceutical development, production and marketing
of medicinal substances (active pharmaceutical ingredi-
ents, API) and medical product (MP), should be system-
atically evaluated by competent auditors for compliance
with all requirements established for such systems and
making recommendations for improvement [1, 2]. These
requirements emphasize the link between the results of
the self-inspection (internal audits, IA)-with the correc-
tive and preventive actions required for continuous im-
provement of the PQS [3, 4]. Normative documents de-
scribed as a whole the process of performing the IA,
but they don't regulate the use of specific audit methods
and do not provide the specific approaches to evaluating
and analyz-ing audit results.

In order to assess the state of organization of
the IA process at domestic pharmaceutical companies
(PC), we conducted a sociological survey among 79
manufacturing and wholesale drug companies, the
results of which showed that most PC in Ukraine have
problems regarding various aspects of IA, in particu-
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lar, due to the competence of the auditors, the use of
different audit methods, the interpretation of audit
evidence, etc. [5].

The main reason for the low IA effectiveness is
found to be the lack of professionalism of the auditors,
which is reflected in, for example, the lack of a constant
ability to conduct interviews, analytical monitoring of staff
work, proper audit evaluation and interpretation of different
work situations. Poll-related issues include the focus of such
an effective audit method only on finding non-compliance
with specific regulatory requirements, but not on determin-
ing the functioning of the individual process and QMS as a
whole. Often, when auditors conducting the interviews, the
questions are a formal nature and are closed-ended. In addi-
tion, auditors ask questions not only about the audit object
identified in the plan, but also about other activities per-
formed in the unit. At the same time, it is known that not
focusing IA on the functioning of the QMS processes, but
rather on the activities of the units complicates and slows
down the audit procedure and increases the risks of failure
to achieve the audit objectives [5, 6].

Issues of organization and improvement of the inter-
nal audit process have been investigated by scholars in
various fields. In particular, previous studies have consid-
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ered issues of conducting IA in clinical diagnostic laborato-
ries [7], issues of increasing the effectiveness of 1A in the
chemical industry [8], approaches to the organization of IA
in the quality control system of medical care [9].

Pharmaceutical specialists have also investigated
the relevant issues. In particular, the importance of IA for
the proper functioning of PQS is substantiated, an analy-
sis of common approaches to conducting IA is provided
[10]. To improve the audit process was recommended to
implementing a risk-based approach. The authors argue
that applying this approach can provide a more systemat-
ic evaluation of activities [11]. In addition, the issue of
audits of integrated management systems for PC has
been investigated [12]. The questionnaire survey meth-
od was presented as a tool for conducting audits of
pharmaceuticals distribution companies [13]. At the
same time, there are publications with the opposite
opinion of experts, who believe that this approach
does not allow evaluating the QMS of PC in full be-
cause of the possible discrepancy in the questionnaire
with the actual state of QMS functioning.

The problem of classifying questions in jurispru-
dence has been studied to address the issue of improving
the effectiveness of communication [14]. In our opinion,
the concepts of communication (questioning, dialogue,
and interview) in the process of litigation and auditing
are similar, so the results of these studies can be success-
fully used in conducting IA PQS.

However, we haven't find research findings on is-
sues related to the use of audit methods in general and
the interview method in particular.

Thus, the results of the review of the literature and
our own studies conclude that the question of optimizing
the use of the survey method in conducting IA is relevant
in general, and for PC in particular [5, 6]. Based on this,
the purpose of the study was to analyze approaches and
develop suggestions for interviewing the staff during
conducting IA to collect the evidence needed to make
objective, impartial audit decisions.

2. Planning (methodology) of the research
At the beginning of the study, it was necessary
to study the issues and outline the objects that are

relevant to the aim of the study. According to the re-
sults of the analytical review of professional literature,
normative and legislative requirements [15, 16], as
well as earlier researches in the indicated direction,
empirical research methods were chosen to achieve
this goal.

We have developed the following research plan:

—study the issues of the application of audit
methods;

— analysis of the relevant legal framework and
professional literature, which presents the results of stud-
ies on the subject;

—development of proposals for drawing up the
optimal format and algorithm for conducting the audit an
interview to obtain the audit evidence;

— determination of perspectives of the practical
application of the obtained results and directions of fur-
ther research on the topic.

3. Materials and methods

The basis for the study were sources of scientific
literature of foreign and domestic scientists, ISO 9000
standards, the regulatory framework of the pharmaceuti-
cal field of health care related to the functioning of PQS,
as well as the results of own studies on the analysis of the
IA process on PC. The methods of empirical research
were used in the work: systematic-analytical, sociologi-
cal questioning, comparative analysis, structural-logical
modeling.

4. Results and discussion

Most often, the following methods are used when
conducting audits [15]:

« analyzing of documented information;

« interviewing employees at the audited entity;

* observing the activities of the staff at the audited
entity.

In the table. 1 provides a brief description of IA
methods. It is worth noting that the integrated applica-
tion of these methods usually allows the audit to be
performed more efficiently by obtaining more useful
information about the state of operation of the audited
entity.

Table 1

Description of the use of methods of internal audit

. Methods Of. Description of methods

internal audit
Analysis of doc- The documented QMS requirements are verified, namely: the state of compliance of the activities
umented infor- of the audited entity with the established normative and internal requirements, as well as compari-
mation son of planned indicators and actual results of the activity.

Conducting inter-

It is used to obtain primary information about the audit object in the form of answers to questions.
The interview can be conducted in the form of a questionnaire survey (via a written question-

views . . . . . . . .

naire) or in the form of a direct interview with employees of the audited entity.

It is used to collect verifiable facts that are used to ensure the auditor's judgment is objective.
Observation Observations are based on familiarity with the activities of the audit entity, the situation over-

view, the study of operations and procedures performed, the behavior of staff in the workplace,
the conditions of the working environment, the state of infrastructure, etc.

The registration of the results of the application of
the above audit methods involves the detection, identifi-

cation, classification of situations by their importance, as
well as the logging of information.
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Interviewing is the most applicable audit method
that, unfortunately, is not given proper attention. Based
on the results of our research, we find that it is advisa-
ble to conduct the interview at certain stages. The pro-
posed poll algorithm is presented in the form of a dia-
gram in Fig. 1.

Questions
about the
content of the
performed
procedures

Responsibility
allocation issues
and documented
requirements

Presentation of
the purpose and
forms of the

audit

B

Familiarization with

—

2

Beginning  Process planning check the stages of the process

Questions about
controlling the
process of the

In the first stage (Fig. 1, item 1), the parties of the
audit agree on organizational issues, the auditors an-
nounce the purpose, conditions and format of the audit.
This stage also includes a preliminary meeting where
representatives of the process under review should be
present.

Questions about

monitoring and
process

improvement

Summarizing the
findings, making
recommendations

object being
audited

Thanks for the
cooperation

5
Analysis of
efficiency methods

Finishing

The interviewing course
Fig. 1. The algorithm for conducting internal audit interviews

The following steps relate directly to the on-site
audit: reviewing process of planning activities, reviewing
the process stages and results of analyzing and evaluating
work on the audit entity, reviewing the results of the
improvement of implemented activities. For this reason,
the subject matter and procedure for conducting the in-
terview should be provided in advance to the audited
party for better organization of working time. It is good
practice to conduct interviews at the workplace of em-
ployees and not in a specially designated room for audi-
tors, so that auditors are given the opportunity to monitor
activity in parallel and to analyze work documents.

It should be noted that conducting a productive in-
terviews involves a certain order of the questions. The
process-oriented questions allow you to trace the actual
implementation of the PDCA methodology within each
audited process. During such an audit, it is possible to
evaluate the implementation of all phases of the PDCA
cycle — from planning to taking action to improve the
process [6].

At the stage of auditing the planning process
(Fig. 1, item 2), it is advisable to address the process
manager with a question. The questions should relate to
the distribution of responsibilities and powers among the
contractors, maintaining the required level of profession-
al training, awareness of the documented procedures,
availability of necessary resources and other aspects.

It is known that any questions of the auditors can
have a psychological impact on the interlocutor, so the
auditor should be tactful and ask questions of a neutral
nature [6, 14]. Audit evidences are considered to be ob-
jective only if they are supported by the relevant facts.
Otherwise, such evidence is subjective and therefore
cannot be used by the auditor to make a decision and
report [6].

It is proved that during the audit it is necessary to
use the question-request form: "Could you (show, demon-
strate, explain, justify)...., please?". In this case, the inter-
locutor will not feel pressure from the auditor, and the
format of the audit will be open and friendly [14].
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We offer a classification of questions that can be
used during IA QMS. Therefore, by its focus, the ques-
tions can be divided into:

— main — used to find out the subject of communi-
cation; focus on specific audit topics;

— additional — used to detail the interlocutor's an-
swer when the answers to the basic questions are too
short.

In turn, it is suggested to divide the additional
questions into:

— reminders (help to flesh out the answer),

— clarification (help to disseminate information
about the subject of the interview),

— control (used to confirm the collected facts).

Control questions are often revealing when audi-
tors identify differences between actual actions and the
documented requirements of an audited entity. It is also a
good practice to use detailed questions to confirm the
collected data and sources of information [14]. The
scheme of classification of audit questions is shown in
Fig. 2.

The choice of one type of question depends on the
specific purpose of the interview and the situation in
which it is conducted. In most cases, it is advisable to ask
questions that will be answered and provided with expla-
nations (open-ended questions). Questions that require
short yes or no answers (closed) are often uninformative,
especially during internal audits.

Choosing the right question formulation is cru-
cial to achieving the goal of the interview. In the Ta-
ble 2 there are examples of the formulation of ques-
tions constructed according to the above classification.
The following questions are of a system level and
should be used during the audit to reveal the function-
ing status of each QMS process. With this approach,
the results of the audits will testify to the state of or-
ganization of each process, which will allow to identi-
fy "system errors" in the activity of the enterprise, and
not only to focus on the shortcomings in the work of
individual contractors [6].
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Fig. 2. Classification of questions used during the audit
Table 2
Types and examples of audit questions
No. in . Types of questions
. Audit stage : -
Fig. 1 g Main Additional
Describe the algorithm of th: - . .
escribe the algorithm of the process (pro How is the process initiated? From which
cedure).
. other QMS processes does the data come
s Name the responsible executors of the pro- .
Responsibility cess (procedure) for this process?
allocation issues P P How are process delegates informed
2 How are responsibilities shared between S e
and documented about the distribution of responsibilities,
. process performers? e . .
requirements . . changes in this allocation? How is staff
How is the resources of the process provided? . . s .
. aware of their quality policies and objec-
How are the results of the improvement . . ) .
A tives, as well as their specific objectives?
activities checked?
In which documents are the results of the
Questions about | What documentation contains requirements | procedure recorded? Please provide ex-
3 the content of the | for this operation / process? amples of recent ... changes / days /
performed pro- | How does it usually happen ... operation / months. Where and how is the data col-
cedures process? lected transferred? Where and how much
are stored? How is feedback organized?
How are deviations / inconsistencies
recorded during the process? How are the
Questions about By whom and how is each stage of the results of process changes introduced and
controlling the | Process controlled? By what indicators and | controlled? Where and how are data
4 OcesS 0% the criteria? By what methods? Where and how | recorded on the functioning of the pro-
pob'ec t bein are the results of inspections recorded? cess, its effectiveness? How is the man-
Ja udited & How do they determine the degree to which | agement informed about the status of the
the process outcome requirements are met? | process / resource requirements / rejec-
tion and non-conformities / reform pro-
posals, etc.?
How are cases of deviations and / or dis-
crepancies investigated; how are causation | How is process performance improved?
Questions about relationships established? How are root How are the results of the measures taken
monitorine and | C2USes of problematic situations identified? | monitored and evaluated? What actions
5 ocess igm How is risk assessment and control per- and facts indicate a reduction in quality
p rovement formed? Who and how are corrective and risks? How do you make sure staff are
p preventative actions developed? How is aware of the need to constantly improve
such action monitored? How is their per- their activities, and how do they care?
formance evaluated?

At the end of the audit, a final meeting is held
(Fig. 2, item 6-7), within which the results are summa-
rized and recommendations made to improve the pro-
cess. In order to approve the proposed methodology, we
conducted a survey among domestic PC employees who

An important condition for a proper audit is to
record all the answers to the auditor's questions during
the interview and not at its end [6]. Forming audit teams
of 2-3 auditors is a good practice to ensure that all im-
portant information is recorded.
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perform the functions of internal auditors. Respondents
were provided with briefing material, which included
theoretical material, on-site audit techniques, and a
checklist with examples of key questions.

After testing the methodology, the 11 respondents
were asked to evaluate it by selecting certain statements
(Fig. 3). The results of the survey showed the practical
usefulness of the proposed methodology: approximate-
ly 78 % of respondents noted significant time savings

in the preparation and conduct of audits. Respondents
also noted that the methodology made it possible to
specify the subject of the audit and to expand the
amount and content of information recorded during the
audit (81 %). Approximately 63 % of respondents said
that preparing detailed checklists takes a considerable
amount of time, while at the same time allowing audi-
tors to be significantly better prepared, which has a
positive impact on audit results.

QUESTIONNAIRE
for analysis of satisfaction with the proposed method of conducting internal audits of quality
management system at pharmaceutical companies

Surveys are conducted for statistical analysis

Any information you provide in the questionnaire will not be published with your company name!

Your company name:

Your position:

Instructions for filling out a list:

mark on one line with the selected statement.

The statements only provide one estimate: "Yes" or "No". You must put the cross under the appropriate

Ne List of statements | YES | NO
1 | Did the proposed audit methodology help in :
1.1 — saving time
1.2 — increase the content of audit evidence
1.3 — increasing the organization of the audit process
1.4 — increased willingness to cooperate with auditors and employees of
audited entity

Fig. 3. Fragment of the questionnaire used in the study

5. Conclusions

It is argued that the interview, as a key method of
conducting QMS audits, are an important tool for collect-
ing and interpreting audit certificates. In addition, con-
ducting the interview requires careful preparation of
appropriate documentation and auditors' competence
regarding the audit process and criteria.

Preparation of checklists with questions on the
proposed sequence gives an opportunity to optimize the
process of obtaining testimonials and audit certificates
with their registration for further processing and making
an objective audit decision.

During the IA, the proposed algorithm gives rise
to a thorough review of the state of operation of the
audit entity that is recommended to determine the QMS
process. This approach allows us to establish the facts
of systemic violations / deviations / inconsistencies,

rather than focusing only on the errors of specific per-
formers. It also makes it easier to see the differences
between the actual execution of the work and the doc-
umented procedures.

It is proven that following the recommendations
in practice saves time for preparing and conducting au-
dits; specify the subject matter of the audit and expand
the amount and content of the information recorded dur-
ing the audit; it is better to prepare the auditors and ob-
tain more useful audit results.

In the future, we plan to develop a set of ap-
plied recommendations for the organization of audit
activities on PC.
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