INTERNATIONAL ISO
STANDARD 15378

Fourth edition
2017-09

Primary packaging materials for
medicinal products — Particular
requirements for the application of
IS0 9001:2015, with reference to good
manufacturing practice (GMP)

Articles d'emballage primaire pour médicaments — Exigences

particuliéres pour I'application de I'ISO 9001:2015 prenant en
considération les bonnes pratiques de fabrication (BPF)

Reference number
IS0 15378:2017(E)

©1S0 2017



Contents

ISO 15378:2017(E)

o

[
ae

T

FOT@WOR ..ottt ettt ettt e oot ee ettt ee oot seeereereeeies

85 4 0 10t ) 1 OO

1
2
3

8

S0P et et
V0 5 10 B T AT <) =) L <O

Terms and definitions...
3.1 Terms related to organlzatlon .......
3.2 Terms related to activity.....
3.3 Terms related to system...............
34  Terms related to requirement.....
3.5  Terms related to process.............
3.6 Terms related to results... .
3.7 Terms related to data, 1nf0rmat10n and document

3.8 Terms related t0 @CtION oo
3.9 Terms related 10 CharaCtEIISTIC oo
3.10 Terms related t0 deterMINATION ..o
3.11 Terms relating to riSKk Managem et ... ... s oo

NOUTAEWRNN = o= S

Context of the organization... -
4.1 Understanding the orgamzatlon and lts context

4.2 Understanding the needs and expectations of interested parties ..., 12
4.3 Determining the scope of the quality management SYSteM...........c s 13
4.4 Quality management system and its processes

Leadership ...
5.1 Leadershlp and comrmtment
51.1 General ...
5.1.2  Customer focus...
5.1.3  Customer audits...
52  Policy...
53 Organlzatmnal roles resp0n51b111t1es and authorltles ....................................................................................... 16

Planming ...
6.1  Actions to address risks and opportunities.....
6.2 Quality objectives and planning to achieve them.
6.3 Planning of Chan@eS ... e

SUIPIP 0T ek e
7.1 RESOUICES .....oooooc st
7.1.1  General...
7.1.2  People...
7.1.3 Infrastructure
7.14  Environment for the operatlon of processes,
7.1.5 Monitoring and measuring resources...........
7.1.6  Organizational KNOWIEAZE ...
7.2 L0001 01 0] =) 0 Lo OSSN
7.21  General..
7.2.2  GMP-training
7.3 = Y ) 3 = O
7.4 Communication.................
7.5 Documented information..
T.501 GBIIETAL ek
7.5.2  Creating and updating....
7.5.3  Control of documented 1nformat10n
7.54  Administration of IT systems and data......... s

OPEIATION ...t et e D)

© IS0 2017 - All rights reserved iii



ISO 15378:2017(E)

8.1 Operational planning and control ...............
8.2 Requirements for products and services
8.2.1  Customer cOmmMUNICATION ..o

8.2.2  Determining the requirements for products and Services ... 31
8.2.3  Review of the requirements for products and Services ... 31
8.2.4  Changes to requirements for products and services
8.3 Design and development of products and SEIrVICES............ e

S 0 0 S €71 4 U] = IO
8.3.2  Design and development planning..

8.3.3  Design and development inputs......

8.3.4  Design and development controls......

8.3.5  Design and development outputs.........

8.3.6  Design and development changes.....
8.4 Control of externally provided processes, products and Y] g (/LG o1

82 N 1< 1<) )
8.4.2  Type and extent of control....................
8.4.3  Information for external providers...

8.5  Production and service provision........

8.5.1  Control of production and service provision‘,..
8.5.2  Identification and traceability..... .
8.5.3  Property belonging to customers or external prov1ders42

B0 PTESEIVATION i s s 42
8.5.5  Post-delivery activities 43
8.5.6  CoNLIOl OF CRANZES .o s 43
8.6 Release of Products Qnd SEIVICES ... oo e 44
8.7 Control of noNCONFOIMING OUEPULS ..ot 44
9 Performance @VAIUATION ...
9.1 Monitoring, measurement, analysis and evaluation...
D101 GOIIETAL ettt e
9.1.2  CusStomer SATISTACTION oot
9.1.3  Analysis and evaluation........
9.2 Internal audit. ...,
9.3 Management review.......
9.3.1  General...o

9.3.2  Management review inputs
0.3.3  Management FeVIEW OUEPUES ... i

10 TIMIPIOVEITIOIIL ...tk ket
T0.T  GOIETAL. oot
10.2  Nonconformity and corrective action.....
10.3  CONTINUAL IMPIOVEIMEIIE ..t
Annex A (informative) Clarification of new structure, terminology and concepts.........c..u.. 52

Annex B (informative) Other International Standards on quality management and quality
management systems developed by ISO/TC 176............c.ccicsss s DO

Annex C (normative) GMP requirements for printed primary packaging materials.............cccun 60
Annex D (informative) Guidance on verification, qualification and validation requirements

for primary packaging materials ... 64
BIBDLIIOZIAPIY ...t 75
Alphabetical index of defined terms used in this document............... . 78

iv © 150 2017 - All rights reserved



ISO 15378:2017(E)

Foreword

ISO (the International Organization for Standardization) is a worldwide federation of national standards
bodies (ISO member bodies). The work of preparing International Standards is normally carried out
through ISO technical committees. Each member body interested in a subject for which a technical
committee has been established has the right to be represented on that committee. International
organizations, governmental and non-governmental, in liaison with [SO, also take part in the work.
ISO collaborates closely with the International Electrotechnical Commission (IEC) on all matters of
electrotechnical standardization.

The procedures used to develop this document and those intended for its further maintenance are
described in the ISO/IEC Directives, Part 1. In particular the different approval criteria needed for the
different types of ISO documents should be noted. This document was drafted in accordance with the

editorial rules of the ISO/IEC Directives, Part 2 (see www.iso.org/directives).

Attention is drawn to the possibility that some of the elements of this document may be the subject of
patent rights. ISO shall not be held responsible for identifying any or all such patent rights. Details of
any patent rights identified during the development of the document will be in the Introduction and/or

on the IS0 list of patent declarations received (see www.iso.org/patents).

Any trade name used in this document is information given for the convenience of users and does not
constitute an endorsement.

For an explanation on the voluntary nature of standards, the meaning of ISO specific terms and
expressions related to conformity assessment, as well as information about ISO's adherence to the
World Trade Organization (WTO) principles in the Technical Barriers to Trade (TBT) see the following

URL: www.iso.org/iso/foreword.html.

This document was prepared by ISO/TC 76, Transfusion, infusion and injection, and blood processing
equipment for medical and pharmaceutical use.

This fourth edition cancels and replaces the third edition (ISO 15378:2015), which has been technically
revised. The main technical and editorial changes comprise:

— the integration of the sector-specific requirements on quality management systems for medicinal
products into ISO 9001:2015;

— the deletion of the requirements on quality manual;
— the inclusion of all annexes of ISO 9001:2015 into this document;
— adjustments to the terminology of ISO 9000:2015, where relevant;

— the inclusion of an alphabetical index of defined terms used in this document.

© IS0 2017 - All rights reserved \Y
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Introduction

0.1 General

This document identifies Good Manufacturing Practice (GMP) principles and specifies requirements
for a quality management system applicable to primary packaging materials for medicinal products.
The realization of GMP principles in production and control of primary packaging materials within
organizations is of great importance for the safety of a patient using the medicinal product, because
of their direct product contact. The application of GMP for pharmaceutical packaging materials helps
ensure that these materials meet the needs and requirements of the pharmaceutical industry.

This document is an application standard for primary packaging materials, which contains the text of
IS0 9001:2015.

The conventions for the layout of this document are the following.

— Those clauses, subclauses or annexes that are quoted directly and unchanged from 1SO 9001:2015
and 1S0 9000:2015 (under Clause 3) are in boxes.

— Additional GMP related requirements and recommendations as well as terms and definitions
relevant to the manufacture of primary packaging materials are outside boxes.

ISO 9001:2015, Quality management systems — Requirements
0.1 General

The adoption of a quality management system is a strategic decision for an organization that can
help to improve its overall performance and provide a sound basis for sustainable development
initiatives.

The potential benefits to an organization of implementing a quality management system based on
this International Standard are:

a) the ability to consistently provide products and services that meet customer and applicable
statutory and regulatory requirements;

b) facilitating opportunities to enhance customer satisfaction;

¢) addressing risks and opportunities associated with its context and objectives;

d) the ability to demonstrate conformity to specified quality management system requirements.
This International Standard can be used by internal and external parties.

It is not the intent of this International Standard to imply the need for:

— uniformity in the structure of different quality management systems;

— alignment of documentation to the clause structure of this International Standard;

— the use of the specific terminology of this International Standard within the organization.

The quality management system requirements specified in this International Standard are
complementary to requirements for products and services.

This International Standard employs the process approach, which incorporates the Plan-Do-Check-
Act (PDCA) cycle and risk-based thinking.

vi © 150 2017 - All rights reserved
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The process approach enables an organization to plan its processes and their interactions.

The PDCA cycle enables an organization to ensure that its processes are adequately resourced and
managed, and that opportunities for improvement are determined and acted on.

Risk-based thinking enables an organization to determine the factors that could cause its processes
and its quality management system to deviate from the planned results, to put in place preventive
controls to minimize negative effects and to make maximum use of opportunities as they arise (see

Clause A.4).

Consistently meeting requirements and addressing future needs and expectations poses a challenge
for organizations in an increasingly dynamic and complex environment. To achieve this objective, the
organization might find it necessary to adopt various forms of improvement in addition to correction
and continual improvement, such as breakthrough change, innovation and re-organization.

In this International Standard, the following verbal forms are used:
— “shall” indicates a requirement;

— “should” indicates a recommendation;

— “may” indicates a permission;

— “can” indicates a possibility or a capability.

Information marked as “NOTE” is for guidance in understanding or clarifying the associated
requirement.

A key objective of this document is to specify GMP for primary packaging materials.

0.2 Quality management principles

IS0 9001:2015, Quality management systems — Requirements
0.2 Quality management principles

This International Standard is based on the quality management principles described in 1ISO 9000.
The descriptions include a statement of each principle, a rationale of why the principle is important
for the organization, some examples of benefits associated with the principle and examples of typical
actions to improve the organization's performance when applying the principle.

The quality management principles are:
— customer focus;

— leadership;

— engagement of people;

— process approach;

— improvement;

— evidence-based decision making;

— relationship management.

© IS0 2017 - All rights reserved vii
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0.3 Process approach

0.3.1 General

1SO 9001:2015, Quality management systems — Requirements
0.3 Process approach
0.3.1 General

This International Standard promotes the adoption of a process approach when developing, imple-
menting and improving the effectiveness of a quality management system, to enhance customer
satisfaction by meeting customer requirements. Specific requirements considered essential to the
adoption of a process approach are included in 4.4.

Understanding and managing interrelated processes as a system contributes to the organization's
effectiveness and efficiency in achieving its intended results. This approach enables the organization
to control the interrelationships and interdependencies among the processes of the system, so that
the overall performance of the organization can be enhanced.

The process approach involves the systematic definition and management of processes, and their in-
teractions, so as to achieve the intended results in accordance with the quality policy and strategic di-
rection of the organization. Management of the processes and the system as a whole can be achieved
using the PDCA cycle (see 0.3.2) with an overall focus on risk-based thinking (see 0.3.3) aimed at
taking advantage of opportunities and preventing undesirable results.

The application of the process approach in a quality management system enables:

a) understanding and consistency in meeting requirements;

b) the consideration of processes in terms of added value;

) the achievement of effective process performance;

d) improvement of processes based on evaluation of data and information.

Figure 1 gives a schematic representation of any process and shows the interaction of its elements.
The monitoring and measuring check points, which are necessary for control, are specific to each
process and will vary depending on the related risks.

[ - === !
| End point |

| Starting point |
[

Sources of Inputs ﬁnputs @ Receivers of Outputs
I

I PREDECESSOR l MATTER, I |MATTER, : | SUBSEQUENT |
| PROCESSES i ENERGY, i | ENERGY, i | PROCESSES I
| e.g at providers | INFORMATION, | | INFORMATION, | | &g atcustomers |

(internal or external) l e.g. in the I le.g. in the : | (internal or external) |
| at customers, | form of materials, | Iﬁ:rm of product, | at customers, :
| at other relevant | resources, | | service, | | at other relevant |
j inte rested parties I requirements I | decision I | interested parties |
Lo d L ] (— d

Possible controls and
check points to monitor
and measure performance

Figure 1 — Schematic representation of the elements of a single process
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0.3.2 Plan-Do-Check-Act cycle

IS0 9001:2015, Quality management systems — Requirements
0.3.2 Plan-Do-Check-Act cycle

The PDCA cycle can be applied to all processes and to the quality management system as a whole.
Figure 2 illustrates how Clauses 4 to 10 can be grouped in relation to the PDCA cycle.

/‘ Quality Management System (4) ‘\

Organization and ‘
and its context |
(4 | Support &
! Operation
(7.8)
Customer
satisfaction
Customer Planning Leadership P::icl:i:t?:ge Results of
requirements (6) (5) ) the QMS
Products and
services
Needs and !
expectations of Improvement
relevant

\ 10
interested '\ (10)

parties (4) ,
N\
"~ s

NOTE Numbers in brackets refer to the clauses in this International Standard.

Figure 2 — Representation of the structure of this International Standard in the PDCA cycle
The PDCA cycle can be briefly described as follows:

— Plan: establish the objectives of the system and its processes, and the resources needed to deliver
results in accordance with customers' requirements and the organization's policies, and identify
and address risks and opportunities;

— Do: implement what was planned;

— Check: monitor and (where applicable) measure processes and the resulting products and
services against policies, objectives, requirements and planned activities, and report the results;

— Act: take actions to improve performance, as necessary.
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