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THE COMPARATIVE ANALYSIS OF THE IS0 9001:2015 STANDARD
AND GOOD CLINICAL PRACTICE GUIDELINES: THE FRAMEWORK FOR
IMPROVING MANAGEMENT OF CLINICAL TRIALS

The principal concept of the ICH Q8, Q9 and Q10 guidelines is to encourage implementation of scientific and systematic
approaches for quality assurance of pharmaceutical products. Clinical trials, which are the crucially important part of
the pharmaceutical research and development process, are outside of these guidelines, and it actualizes the issue on
introducing quality management into clinical trials.

Aim. To analyze the ISO 9001 quality management methodology and the Addendum to GCP requirements in order to
elaborate the methodical background for its combined use that will provide the effective work of the quality manage-
ment system while achieving GCP compliance.

Materials and methods. The methods of the comparative analysis, synthesis, generalization, abstraction and content
analysis were used to determine the possibility of ISO 9001:2015 and ICH GCP integration.

Results. The Addendum to GCP demonstrates the conformity of its provisions with prominent trends of quality man-
agement confirmed by the ISO 9001:2015 standard. The Addendum to GCP declares that the quality management system
should use a risk-based approach, which allows conducting clinical trials more efficiently.

Conclusions. The ICH GCP framework can be easily and effectively integrated into the ISO 9001 quality management
system of a particular clinical study, as well as in the entire system of quality assurance during the drug lifecycle. Further
studies should be focused on development of the practical approaches and methods for implementation of the risk-
based quality management in clinical trials.

Key words: clinical trials; quality management; risk management; good clinical practice; international standard orga-
nization

B. €. Jlo6posa, K. /. PamywHa, €. ®. I'pinyos, H. I1. be3zyaaa
HayioHanvHull papmayesmuyuHuii yHigepcumem

IopiBHAILHUY aHaIi3 ctanAapTty ISO 9001:2015 Ta HacTaHOBM 3 HaJIe)KHOI KJIiHiYHOI NPaKTUKM:
6a3uc A1 YAOCKOHA/IeHHS yNpaBJiHHA KJIiHiYHUMHU BUNIPOGYBaHHAMHU

[Ipunnunosoro koHuenuieo kepiBHULTB ICH Q8, Q9 Ta Q10 € cipUsAHHSA BIPOBA>)KEHHIO HAYKOBOI'O Ta CUCTEMAaTHy-
HOTr0 MiJX0AiB Z10 3a6e3MeyeHHs IKOCTi JikapchbKUX 3ac06iB. KuliHiyHI BUNpo6yBaHHS, IKi CTAHOBJIATh HaA3BUYANHO
BAXKJIMBY YaCTHUHY NpoLecy ¢papMaLeBTHYHOTO AOCAiPKEHHS Ta PO3PO6KH, 3HAXOAATHCA 3a MeXKaMH IIUX KEPIBHUIITB,
1[0 POGUTH aKTya/IbHUM MIUTAHHS 111010 BIPOBA/PKEHHS YIPaBJIiHHA SAKICTIO y KJIiHIYHI BUIpOGYBaHHS.

ToMy MeTO0 poGOTH € IPOBEJIEHHS aHaJIi3y MeToA0JI0Til ynpaBJiiHHA sKiCTI0, HaBeJeHol y cranaapTax ISO 9001 Ta
BUMorax /lonoBHeHHs J10 KepiBHUITBA 3 HasexxHol KJIiHIYHOT NPaKTHUKY, 1[0 € HEOOXiIAHUM JJIsI CTBOPEHHS MeTO-
JHUYHOTO MiJI'PYHTS AJ4 IX Y3roJ»KeHOro BUKOPHUCTAaHHsA Ta 3abe3nedeHHsI epeKTUBHOI po60TH CUCTEMHU YIIpaBJiHHA
SKICTIO OJIHOYACHO 3 JIOCATHEHHSIM BignoBigHocTi BuMoram GCP.

MaTepiaiu Ta MeToAM. MeTo iy NOPiBHAJBHOTO aHaIi3y, CHHTe3y, reHepasisanii, abcTpakiii Ta KOHTeHT-aHaIi3y
6y/IM BUKOPUCTAHI A1 BUBHAYeHHS MOJIUBOCTI iHTerpauii ISO 9001:2015 Ta ICH GCP.

PesysibraTu. AHas1i3 noJ10>keHb A0onoBHeHH:A 10 GCP cBifYMTh Npo HOro y3rof»KeHicThb 3 NPOBIJJHUMU TPEHAaMHU YIIpaB-
JIiHHA sKicTIO, 3aKkpinieHuMH y ctaHgapti [ISO 9001:2015. Takoxk oHoBJieHa Bepciss GCP BCTaHOBJIIOE, 1110 cCUCTeMaA
ynpaBJliHHA AKICTIO HOBUHHA BUKOPUCTOBYBATH PU3UK-OPIEHTOBAHUH MiJXiJ, 1110 03BOIUTE 6i/bLI epeKTUBHO NMpo-
BOJMTH KJIiHIYHI BUTPOGYBaHHSI.

BucHoBkuU. MeTogoJoris ICH GCP Moxe 6yTH edeKTUBHO Ta 6€3 yCK/IaJHEHb iIHTerpoBaHa sIK y CUCTEMY YIIPaBJIiHHSA
akictio ISO 9001 oxpemoro focIiKeHHs, TaK i B 3arajibHy CUCTEMY 3abe3NeyeHHsI IKOCTi JIikapcbKOT0 3aco0y, sKa
OXOILJIFOE BECh HOTO KUTTEBUHN LUK [lofanbiii gocaipKeHHS GYAYTh CIPSMOBaHi Ha po3p0o6KY NPaKTUYHUX HiAX0/iB
Ta METOAUK JI/1s iMIJIeMeHTalil pUu3UK-OpiEHTOBAHOIO MEHEPKMEHTY B KJIIHIYHUX BUIPOOYBAHHSX.

Kawouosi csi0ea: kniniuHe BUNPpoOyBaHHS; YIPaBIiHHA AKICTIO; yripaBaiHHA pusnkamu; GCP; ISO
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B. E. /lo6poea, K. /. PamywHas, E. ®. 'punyos, H. I1. be3yzaasn
HayuonanwHblll papmayesmuueckutl yHusepcumem

CpaBHMTe/IbHBII aHa/IM3 cTaHAapTa ISO 9001:2015 u PykoBogcTBa no Hajj1exKamein
KJIMHUYECKO! MpaKTHKe: 6a3uC AJis1 yCOBePLIEHCTBOBAHUA yNIPaBJIeHUs KIMHUYEeCKUMU
HUCC/IeJOBAHUAMH

AxTyasnbHOCTB. [[prHnMnranbHol KoHnennueid pykosogcts ICH Q8, Q9 n Q10 siBnsieTcss cnoco6cTBOBaHME BHe[pe-
HUIO HAYYHOI'0 U CUCTEMATUYECKOr0 MO/AX0/I0B K 06eCledeHUI0 KayeCcTBa JIeKapCTBEHHbIX CPeJCTB. KnnHuveckue
HCCJIeJOBaHMS, KOTOPble COCTABJISIOT Ype3BbIUAMHO BAXKHYIO YaCTh Npoliecca papMaleBTHIeCcKOro UCCiel0BaHus U
pa3paboOTKH, HAXOAATCS BHe chepbl JAHHBIX PYKOBO/CTB, YTO JieJIaeT aKTYaJIbHBIM BOIIPOC O BHEIPEHUH YIIPaBJIeHU
KaueCTBOM B KJIMHUYECKHE UCCIeJOBAHUS.

[ToaTOMy Lie/IBI0 PabOTHI ABJIAETCSA IPOBEJIeHHEe aHA/IM3a METO/0JIOTUH YIIPaBJIeHUs KayeCTBOM, IPUBE/IeHHOH B CTaH-
napte ISO 90017 u Tpe6oBaHuit [lonoHeHHUs K pyKOBOACTBY Hajpiexxaleld KIMHUYECKON TPAKTHUKH, UTO SABJISETCS
Heo6XO0JMMbIM JJIs CO3/laHUsI MeTOJUUEeCKOT0 OCHOBAHUSA AJIs UX COIJIaCOBAaHHOI'O UCIOJ/Ib30BaHUSA U 0becrneyeHUs
3¢ deKTUBHOHN paboThl CHCTEMBI YIIPABJIEHHUS KaueCTBOM OZJHOBPEMEHHO C IOCTHXKEHHUEM COOTBETCTBUSA TPEOGOBAHU-
am GCP.

Marepuasbl 1 MeTOABI. MeTo/1bl CDaBHUTEILHOTO aHA/IN3a, CUHTEe3a, reHepaiu3aluy, abCTPaKIU1 U KOHTEHT-aHa-
J3a 6bLJIM UCIIOJIb30BaHbI JIJIs ONpe/iesieHHUs] BO3MOXXHOCTH HHTerpanuu 1SO 9001:2015 u ICH GCP.

Pe3ynbTaThl M 06CYyXKAeHHe. AHAIU3 [10JI0KeHUH lonosiHeHUs1 K GCP cBU/ieTeIbCTBYET 0 €r0 COIJIaCOBaHHOCTH C Ilepe-
JIOBBIMH TPeH/IaMHU YIIpaBJIeHHsI KaueCTBOM, 3aKpernieHHbIMH B cTanapTe [SO 9001:2015. Takke 06HOBIEHHAsI BepCUS
GCP ycTaHaB/IMBaeT, UTO CUCTeMa yIpaBJeHNUs Ka4yeCTBOM /I0/DKHA HCI0JIb30BaTh PUCK-OPHEHTHPOBAHHBIN MOJX0/,
YTO 103BOJIUT 6oJiee 3pHEKTUBHO NPOBOAUTD KIMHUYECKUE UCCIE€JOBAHUS.

BeiBoabl. MeTozgosorusi ICH GCP moxeT apPpeKTHBHO U 6e3 3aTpyAHEHUH ObITh HHTETPUPOBAHA KAK B CUCTEMY
yrnpaBJseHus kauecTBOM ISO 9001 oTAeIbHOTO UCCIE0BAHUS, TaK U B 00IIYI0 CUCTEMY OGeclieyeHUs1 KauecTBa Jie-
KapCTBEHHOTO CPe/ICTBa, KOTOpas OXBaThIBAET BECh €0 )KU3HEHHbIHN IIUKJIL [locieayole uccae0BaHusA 6YAYT OpH-
€HTHPOBAHBI Ha Pa3paboTKy NPAKTUUECKUX MTO/AX0Z0B U METOAUK JIJIsl UMILJIEMEeHTAlUH PUCK-OPUEHTHPOBAHHOTO

MeHe/[PDKMEHTA B KIMHUYeCKHX UCCIeJ0BAHHUAX.

Kato4esule cn06a: k1vHUYECKOe UCC/el0BaHNe; YIIpaBJeHre KaueCTBOM; ynpasseHue puckamy; GCP; ISO

New challenges in the field of medical re-
search lead to transformation of the basic
approaches for quality assurance of pharmaceuti-
cal products. Introduction of the ICH Q8, Q9 and
Q10 Guidelines allows building a unified science-
based system, which covers the entire product life-
cycle and is intended to improve the drug quality
and efficiency of pharmaceutical manufacturing [1, 2].
The principal concept of these guidelines is to en-
courage implementation of scientific and systema-
tic approaches for quality assurance of pharmaceuti-
cal products [3, 4]. It is widely acknowledged that
clinical trials are the crucially important part of the
pharmaceutical research and development process [5,
6]. But, they are outside the scope of these guide-
lines [1, 4, 7].

Nevertheless, the quality of the clinical develop-
ment is an important issue since it provides scien-
tific evidences about the principal properties of the
drug quality - safety and efficiency [3, 6, 8]. Thus,
the quality of the clinical stage of the drug develop-
ment should be assured at the appropriate level in
order to contribute to the entire quality system of
pharmaceutical products [1, 9, 10].

The fundamental framework for providing quali-
ty by any organization is described in the ISO 9001
standard [11]. After 2015 revision of the ISO stan-
dard the risk-based approach was included into the
quality management system. These changes were
encouraged by the modern conditions related to the

lack of resources, as well as simultaneous arising
of the quality demands, and reflect the need for the
efficiency increase [1, 4, 11].

The basic industry standard for performing clini-
cal trials is Good Clinical Practice Guideline (GCP),
which contains the requirements to study quality
and perform its processes [12]. Following the risk-
based innovative approaches and considering the
existence of the pharmacy industry guideline for
the Quality Risk Management ICH Q9 the GCP frame-
work was also reviewed concerning the quality sys-
tem, introduction of risk-based approaches and elec-
tronic data management [1, 3, 4, 8]. The first ques-
tion arising while implementing quality management
into clinical drug trials (CDT) is the possibility of
the combined use of ISO 9001:2015 and GCP, as well
as conformity of their requirements.

Thus, the aim of our study is a detail analy-
sis and comparison of the ISO 9001:2015 quality
management methodology and GCP requirements
in order to elaborate the methodical background
in the context of its consistent integration for en-
hancing of the clinical trials system.

Materials and methods

In order to examine the conformity of the
ISO 9001:2015 and the Integrated Addendum to
ICH E6 (R1) the comparative analysis of these docu-
ments was performed. Conclusions and recommen-
dations concerning integration of the GCP framework



6 ISSN 2518-1572 (Online)

KAIHYHA PAPMALIA. —2017.-T. 21, Ne 2

ISSN 1562-725X (Print)

into the ISO 9001:2015 quality management system
were formulated using the methods of synthesis,
generalization, abstraction and content-analysis.

Results and discussion

The Addendum to ICH E6 (R1): Guideline for
Good Clinical Practice E6 (R2) contains critically
important aspects and a fundamentally new ap-
proach relating to the quality management system
within the clinical research [12]. Thus, a new ver-
sion of GCP obliges the sponsor to implement the
quality management throughout all stages of the
clinical trial, including design, conduct, recording,
evaluation, reporting and archiving of clinical tri-
als. One of the main ideas of the new approach is
proportionality of the methods used to assure and
control the quality of the trial to risks inherent in
the trial and the importance of the information col-
lected.

To enhance implementation of the quality ma-
nagement standards into routine practice of clini-
cal trials the analysis of particular paragraphs of
the international standard ISO 9001:2015 and GCP
provisions regarding the sponsor’s and investiga-
tor’s activities for the CDT quality assurance was
conducted (Tab.). This comparison allows us to de-
sign the strategy of ISO requirements into the in-
vestigator’s activities, as well as the sponsor’s ones,
and choose the strategy how to remove the main
existing gaps for implementing the ISO 9001:2015
oriented management into the CDT practice [2, 4].

Such analysis helps to reveal specificity in per-
forming the quality management functions by in-
vestigators and the sponsor. It also substantiates
the importance of the quality management system
building at a trial site since an independent struc-
ture is focused on specific goals that represent
needs and expectations of stakeholders interacting

Table

The comparative analysis of the ISO 9001:2015 and the Integrated Addendum to ICH E6(R1):
Guideline for Good Clinical Practice E6 (R2) concerning clinical trial quality management

Addendum to the ICH E6(R1) paragraph concerning to

ISO 9001:2015
The Sponsor’s Activity

The Investigator’s Activity

1 2

3

4.4 Quality mana- | 5.0 Quality Management

4.1.3 The investigator should be aware of, and

gement system
and its processes

The sponsor should implement a system

to manage quality throughout the design,
conduct, recording, evaluation, reporting and
archiving of clinical trials.

Sponsors should focus on the trial activities
that are essential to ensuring the human
subject protection and the reliability of trial
results. Quality management includes the
efficient design of clinical trial protocols, data
collection tools and procedures, as well as the
collection of information that is essential to
decision making.

The methods used to assure and control the
quality of the trial should be proportionate to
the risks inherent in the trial and the impor-
tance of the information collected. The spon-
sor should ensure that all aspects of the trial
are operationally feasible and should avoid
unnecessary complexity, procedures and data
collection. Protocols, case report forms, and
other operational documents should be clear,
concise and consistent.

5.1.1 The sponsor is responsible for imple-
menting and maintaining the quality assur-
ance and the quality control systems with
written SOPs to ensure that trials are con-
ducted and data are generated, documented
(recorded), and reported in compliance with
the protocol, GCP, and the applicable regula-
tory requirement(s)

should comply with, GCP and the applicable
regulatory requirements
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Continuation of Table 1

1

3

5.3 Organizational
roles, responsibili-
ties and authori-
ties

5.7 Responsibilities

Prior to initiating a trial the sponsor should
define, establish, and assign all trial-related
duties and functions.

The sponsor is responsible for securing agree-
ment from all involved parties to ensure direct
access to all trial related sites, the source data/
documents, and reports for the purpose of
monitoring and auditing by the sponsor, and
inspection by domestic and foreign regulatory
authorities

4.1.5 The investigator should maintain a list of
appropriately qualified persons to whom the
investigator has delegated significant trial-
related duties.

4.2.5 The investigator is responsible for super-
vising any individual or party to whom the
investigator delegates study tasks conducted
at the trial site.

4.2.6 If the investigator/institution retains the
services of any party to perform study tasks
they should ensure this party is qualified to
perform those study tasks and should imple-
ment procedures to ensure the integrity of the
study tasks performed and any data generated

7.1.2 People

5.4.1 The sponsor should employ qualified
individuals (e.g., biostatisticians, clinical phar-
macologists, and physicians) as appropriate,
throughout all stages of the trial process, from
designing the protocol and CRFs and plan-
ning the analyses to analyzing and preparing
interim and the final clinical trial reports

4.2.4 The investigator should ensure that all
persons assisting with the trial are adequately
informed about the protocol, the investiga-
tional product(s), and their trial-related duties
and functions

7.1.3 Infrastructure

5.6.1 The sponsor is responsible for selecting
the investigator(s)/ institution(s). Each investi-
gator should be qualified by training and ex-
perience and should have adequate resources
to properly conduct the trial for which the
investigator is selected. If organization of a co-
ordinating committee and/or selection of a co-
ordinating investigator(s) are to be employed
in multicentre trials, their organization and/or
selection are the sponsor’s responsibility

4.2.1 The investigator should be able to dem-
onstrate (e.g., based on retrospective data) a
potential for recruiting the required number
of suitable subjects within the recruitment
period agreed.

4.2.3 The investigator should have available
an adequate number of qualified staff and
adequate facilities for the foreseen duration
of the trial to conduct the trial properly and
safely

7.2 Competence

5.3 Medical Expertise

The sponsor should designate the appropri-
ately qualified medical personnel who will be
readily available to advise on the trial related
medical questions or problems. If necessary,
outside consultant(s) may be appointed for
this purpose

4.1.1 The investigator(s) should be qualified
by education, training, and experience to
assume responsibility for the proper conduct
of the trial, should meet all the qualifica-

tions specified by the applicable regulatory
requirement(s), and should provide evidence
of such qualifications through up-to-date cur-
riculum vitae and/or other relevant documen-
tation requested by the sponsor, the IRB/IEC,
and/or the regulatory authority(ies)

7.5.3 Control of
the documented
information

5.15.1 The sponsor should ensure that it

is specified in the protocol or other writ-

ten agreement that the investigator(s)/
institution(s) provide direct access to source
data/documents for trial-related monitoring,
audits, IRB/IEC review, and regulatory inspec-
tion

4.9.0 The investigator should maintain ad-
equate and accurate source documents and
trial records that include all pertinent observa-
tions on each of the site’s trial subjects. The
source data should be attributable, legible,
contemporaneous, original, accurate, and
complete. Changes to the source data should
be traceable, should not obscure the original
entry and should be explained if necessary
(e.g., via an audit trail)
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Continuation of Table 1

1

2

3

9.1 Monitoring,
measurement,
analysis and evalu-
ation

5.5.2 The sponsor may consider establishing
an independent data-monitoring committee
(IDMC) to assess the progress of a clinical trial,
including the safety data and the critical effica-

4.1.4 The investigator/institution should per-

mit monitoring and auditing by the sponsor,

and inspection by the appropriate regulatory
authority(ies)

records of all its meetings.
5.18 Monitoring.
5.18.1 Purpose.

human subjects are protected.

cable regulatory requirement(s)

cy endpoints at intervals, and to recommend
to the sponsor whether to continue, modify,
or stop a trial. The IDMC should have written
operating procedures and maintain written

1099 The purposes of the trial monitoring are
to verify that: (a) The rights and well-being of

(b) The reported trial data are accurate, com-
plete, and verifiable from source documents.
(c) The conduct of the trial is in compli-

ance with the currently approved protocol/
amendment(s), with GCP, and with the appli-

during clinical trials while assuring high coordina-
tion and efficacy of the interaction.

In this way, the quality management system at
a trial site, which is an important element of the clini-
cal stage of drug development, can be easily inte-
grated into the entire system of quality assurance
that embraces all stages of the drug lifecycle [1, 3].

It should be underlined that 2015 version of the
ISO standard contains an idea of risk-based think-
ing [11]. Thus, the risk assessment became an im-
portant part of planning the quality management
system [4]. As a result, the preventive actions were
replaced by actions to address risks and opportu-
nities. In practical context this transforms the re-
active quality management style to the pro-active
one.

The implementation of this innovative approach
by a new version of GCP elaborated in accordance
with the ICH Q9 Guideline will allow applying the
“improved and more efficient approaches to the cli-
nical trial design, conduct, oversight, recording and
reporting while continuing to ensure the human
subject protection and data integrity”. The ICH GCP
declares that the quality management system, which
uses a risk-based approach, should have the fol-
lowing structure: 1) critical process and data iden-
tification, 2) risk identification, 3) risk evaluation,
4) risk control, 5) risk communication, 6) risk re-
view, and 7) risk reporting [12].

Focus on risks described in detail in the Addendum
to GCP demonstrates the conformity of its provisions

with prominent trends of quality management set
by the ISO 9001:2015 standard. The relevance of
these issues encourages scholars and practitioners
in the field of clinical trials to study the aspects of
the risk-based management and quality assurance
in clinical research and develop the corresponding
knowledge-based methodical approaches.

CONCLUSIONS

The analysis has shown that the Integrated Adden-
dum to ICH GCP E6 (R1) reflects all fundamental princi-
ples of quality management declared by ISO 9001:2015.
That will provide the consistency between the revised
version of GCP and ISO 9001:2015. After review-
ing of GCP it can be easily and effectively integrat-
ed into the ISO 9001 quality management system
due to the additional paragraph that describes the
quality system development.

This initiates the new stage of clinical trial qua-
lity assurance built on modern concepts of quality
management, and it is encompasses the risk-based
approach. Thus, at the next stage the practical ap-
proaches and methods targeted on implementation
of the risk-based quality management in clinical tri-
als should be scientifically substantiated and elab-
orated. In our opinion, the special attention should
be paid to description of the role of an investigator
and a trial site within the whole quality manage-
ment system of clinical trials and, particularly, at the
stage of risk assessment and treatment.

Conflicts of Interests: authors have no conflict
of interests to declare.
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