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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 ISO, also take part in the work.

ISO

collaborates closely with the International Electrotechnical Commission (IEC) on all matters of

electrotechnical standardization.

The

described in the ISO/IEC Directives, Part 1. In particular the different approval criterianeg

..... i hermattenance are
ded for the

different types of ISO documents should be noted. This document was drafted in acéordapce with the

editdrial 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 documérnt may be the subject of
patent rights. ISO shall not be held responsible for identifying any or all sueh-patent rights. Details of

any

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

Any

constitute an endorsement.

For

patent rights identified during the development of the document willbe in the Introdug¢tion and/or

frade name used in this document is information given for the-éonvenience of users gnd does not

in explanation on the voluntary nature of standards, the meaning of ISO specifi¢ terms and

exprgssions related to conformity assessment, as well ‘as’information about ISO's adhefence to the
World Trade Organization (WTO) principles in the Techniical 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 bloo{l processing

equipment for medical and pharmaceutical use:

This|fourth edition cancels and replaces the third edition (ISO 15378:2015), which has been technically

revigded. The main technical and editgrial changes comprise:

the integration of the sector-Specific requirements on quality management systems f¢r medicinal
products into ISO 9001:2015;

the deletion of the requirements on quality manual;
the inclusion of allFannexes of ISO 9001:2015 into this document;
ddjustments‘t0the terminology of ISO 9000:2015, where relevant;

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

© IS0 2017 - All rights reserved v
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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 documpnt is an application standard for primary packaging materials, which contains the'tgxt of
ISO 9001:20[15.

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

— Those cJauses, subclauses or annexes that are quoted directly and unchanged from ISO 9001:2015
and ISO[9000:2015 (under Clause 3) are in boxes.

— Additiopal GMP related requirements and recommendations as well as-terms and definifions
relevant to the manufacture of primary packaging materials are outside,boxes.

IS0 9001:2015, Quality management systems — Requirements
0.1 General

The adoptfon of a quality management system is a strategic decision for an organization that [can
help to improve its overall performance and provide .aisound basis for sustainable developnjent
initiatives,

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

a) the abfility to consistently provide products and services that meet customer and applicqble
statutpry and regulatory requirements;

b) facilitating opportunities to efthance customer satisfaction;

c) addregsing risks and opportunities associated with its context and objectives;
d) the abjlity to demonstrate conformity to specified quality management system requirements.
This Interpational Standard can be used by internal and external parties.

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

— uniforpiity 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 © ISO 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 prganizations in an increasingly dynamic and complex environment. To achieve this.qbjective, the
orgpnization might find it necessary to adopt various forms of improvement in additjioito|correction
and continual improvement, such as breakthrough change, innovation and re-organizatioh.
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 @nderstanding or clarifying the |associated
requirement.

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

0.2 |Quality management principles
IS0 9001:2015, Quality management systems — Requirements
0.2| Quality management pringciples
Thik International Standard is’based on the quality management principles described inj ISO 9000.
Th¢ 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 examplef of typical

act

ons to improve the organization's performance when applying the principle.

Th¢ quality management principles are:

customerfocus;

leadership;

engagement of people;

process approach;

improvement;

evidence-based decision making;

relationship management.

© IS0 2017 - All rights reserved
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s approach

0.3.1 General

satisfactio

IS0 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

by meeting customer requirements. Specific requirements considered essential to the

adoption of]

Understand
effectivene
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The applicaltion of the process approach in a quality management$ystem enables:

rovement of processes based on evaluation of data and information.

a process approach are included in 4.4.

ing and managing interrelated processes as a system contributes to the organization's
s and efficiency in achieving its intended results. This approach enables the erganizat]
he interrelationships and interdependencies among the processes of the system, so thd
performance of the organization can be enhanced.

b approach involves the systematic definition and management of prgcesses, and their
e organization. Management of the processes and the system as«a whole can be achiey

DCA cycle (see 0.3.2) with an overall focus on risk-based thinking (see 0.3.3) aimed at
ntage of opportunities and preventing undesirable results;

erstanding and consistency in meeting requirements;

consideration of processes in terms of added value;

hchievement of effective process performance;

| will vary depending on the related risks.
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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) i Support &
S Operation
SO (7,8)
~
SN0
—a Plan Customef
! satisfactiqn
| A
Customer Planning _ Leadership PZ{];‘;S;?;IICI(E JL‘— Results of
requirements (6) 5) ) TF'— th¢ QMS
! 3 !
| N

Products gnd

=7 Act service

Needs and
expectations of l
relevant \
interested \

parties (4) \

Improvement
(10)

S

.. e

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

0

Figure 2 — Representation of the structure of this International Standard in the PDCA cycle
The |PDCA cycle carrbe’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
hnd address risks and opportunities;

— DPe; 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.

© 1S0 2017 - All rights reserved ix
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0.3.3 Risk-based thinking

IS0 9001:2015, Quality management systems — Requirements
0.3.3 Risk-based thinking

Risk-based thinking (see Clause A.4) is essential for achieving an effective quality management
system. The concept of risk-based thinking has been implicit in previous editions of this
International Standard including, for example, carrying out preventive action to eliminate potential
nonconformities, analysing any nonconformities that do occur, and taking action to prevent
recurrence that is appropriate for the effects of the nonconformity.

To conform to the requirements of this International Standard, an organization needs to plan and
implement] actions to address risks and opportunities. Addressing both risks and oppdrtunifies
establishe$ a basis for increasing the effectiveness of the quality management systenr, achieying
improved results and preventing negative effects.

Opportunifies can arise as a result of a situation favourable to achieving an intended result,| for
example, 4 set of circumstances that allow the organization to attract customers, develop new
products 4nd services, reduce waste or improve productivity. Actions te address opportunilliies
can also include consideration of associated risks. Risk is the effect of aslncertainty and any such
uncertaintly can have positive or negative effects. A positive deviation atising from a risk can proyide
an opportynity, but not all positive effects of risk result in opportunities.

Because of the nature of primary packaging materials the risk-based approach is applied throughoput all
processes of the organization.

X © ISO 2017 - All rights reserved
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0.4 Relationship with other management system standards

This document incorporates the requirements of ISO 9001:2015 and, additionally, particular
requirements for primary packaging materials, which are derived and adapted, as appropriate, from

GMP

for the production and control of medicinal products.

ISO
0.4

9001:2015, Quality management systems — Requirements

Relationship with other management system standards

This International Standard applies the framework developed by ISO to improve alignment among

its

Thi
PD
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ma

Thi
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find

Sec
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add
to t

An
and
at: )

reguirements of other management system standards.
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5 International Standard enables an organization to use the process approach, coupld
LA cycle and risk-based thinking, to align or integrate its quality management [syste]

5 International Standard relates to ISO 9000 and ISO 9004 as follows:

ISO 9000 Quality management systems — Fundamentals and vocdbulary provide
background for the proper understanding and implementation ©f this International St

IS0 9004 Managing for the sustained success of an organizatioh — A quality managemen
provides guidance for organizations that choose to progress beyond the requireme
International Standard.

Anmex B provides details of other International Standards on quality management and quality

hagement systems that have been developed by ISO/TC 176.

h as those for environmental management, occupational health and safety mana
ncial management.

tor-specific quality management:sSystem standards based on the requiremen
rnational Standard have been developed for a number of sectors. Some of these standa

he application of this Intefnational Standard within the particular sector.

atrix showing the coryelation between the clauses of this edition of this Internationg
the previous editien (ISO 9001:2008) can be found on the ISO/TC 176/SC 2 open acce
vww.iso.org/tc176/sc02 /public.

5 International Standard does not include réquirements specific to other management systems,

itional quality management System requirements, while others are limited to providinjg guidance

d with the
m with the

b essential
andard;

t approach
nts of this

bement, or

s of this
rds specify

|1 Standard
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© ISO

2017 - All rights reserved

Xi


http://www.iso.org/tc176/sc02/public
https://standardsiso.com/api/?name=9233ab6cd53de1a3cf3fd2161bd8b66b



https://standardsiso.com/api/?name=9233ab6cd53de1a3cf3fd2161bd8b66b

INTERNATIONAL STANDARD ISO 1537
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Primary packaging materials for medicinal products —
Particular requirements for the application of ISO
9001:2015, with reference to good manufacturing
practice (GMP)

1 $cope

ISO

b)

any|

1 $cope

All the requirements of this International Standard are generic and are intended to be ap

NOTE1 InthisInternational Standard, the térims “product” or “service” only apply to products ¢
intended for, or required by, a customer.

NOT

9001:2015, Quality management systems — Requirements

Thik International Standard specifies requirements for a quality management systemp when an
orgpnization:

needs to demonstrate its ability to consistently provide products and services
customer and applicable statutory and regulatory requireménts, and

aims to enhance customer satisfaction through the effective application of the systen
processes for improvement of the system and the.assurance of conformity to cus
applicable statutory and regulatory requirements;

organization, regardless of its type or size, @r the products and services it provides.

E2  Statutory and regulatory requirements can be expressed as legal requirements.

that meet

, including
tomer and

plicable to

nd services

In ad
appli

needs to demonstrate itS ability to provide primary packaging materials for medicin
which consistently meetoustomer requirements, including regulatory requirements and I
Standards.

In th
phra

This
mate

dition to ISO 9001, this @decument specifies Good Manufacturing Practice (GMP) r¢
cable to primary packaging materials for a quality management system where an ¢

s document.the term “if appropriate” is used several times. When a requirement is qua
Ke, it is déemed to be “appropriate” unless the organization can document a justificatio

docunient is an application standard for the design, manufacture and supply of primar

pquirements
rganization
hl products,
hternational

ified by this
n otherwise.

y packaging

rials for medicinal products.

2 Normative references

ISO

ISO

9001:2015, Quality management systems — Requirements

2 Normative references

The following documents, in whole or in part, are normatively referenced in this document and are
indispensable for its application. For dated references, only the edition cited applies. For undated
references, the latest edition of the referenced document (including any amendments) applies.

9000:2015, Quality management systems — Fundamentals and vocabulary

© ISO
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The following documents are referred to in the text in such a way that some or all of their content
constitutes requirements of this document. For dated references, only the edition cited applies. For
undated references, the latest edition of the referenced document (including any amendments) applies.

ISO 14698-1, Cleanrooms and associated controlled environments — Biocontamination control — Part 1:
General principles and methods

ISO 14698-2, Cleanrooms and associated controlled environments — Biocontamination control — Part 2:
Evaluation and interpretation of biocontamination data

3 Terms.and definitions

IS0 9001:2015, Quality management systems — Requirements
3 Terms and definitions

For the purposes of this document, the terms and definitions given in ISO 9000:2015-apply.

For the purposes of this document, the terms and definitions given in~ISO 9000:2015 and the
following apply.

ISO and IEC|maintain terminological databases for use in standardization at the following addressgs:
— ISO Online browsing platform: available at http://www.iso.or

— IEC Eledtropedia: available at http://www.electropedia.org/

NOTE1 Tlis document only duplicates terms and definitions:ef ISO 9000:2015 when they have been amgnded
in order to address the specific needs of this document.

NOTE 2  Tle structure of terms and definitions in this-document corresponds to that used in ISO 9000:2015,
as far as appljcable. An additional heading “Terms related to risk management” has been added in this document.

NOTE 3  Anindex of defined terms is found at'the end of this document.

3.1 Terms related to organization

3.1.1
organizatign
person or group of people thathas its own functions with responsibilities, authorities and relationghips
to achieve itls objectives

Note 1 to entry: The.€oncept of organization includes, but is not limited to sole-trader, company, corporftion,
firm, enterpfise, authority, partnership, association, charity or institution, or part or combination thgreof,
whether incorpofated or not, public or private.

1 Jos | 1 - . - 1 £ . 1 . L - .
Note 2 to entry—hrthisdocumenttheorgamizationtsthecompany manutacturing theprinmary-packagingm terial

(3.6.4).

[SOURCE: ISO 9000:2015, 3.2.1, modified by deleting Note 2 to entry and adding a new Note 2 to entry]
3.1.2

quality unit

organizational unit which fulfils both quality assurance (QA) and quality control (QC) responsibilities

Note 1 to entry: The quality unit(s) can consist of separate QA and QC units or of a single individual (or group),
depending upon the size and structure of the organization (3.1.1).

2 © IS0 2017 - All rights reserved
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3.2 Terms related to activity

3.2.1
assembly
fitting together of primary packaging materials (3.6.4) and/or components

Note 1 to entry: Examples can include pipette assemblies for filling, prepared components of injection systems or
positioning of needle shields on prefillable syringes.

3.2.2

change control
documented control of r‘hqngpc with an appropriate risk management (? 11 F\)

Note [L to entry: Changes can include, for example, changes in raw materials, specifications, facilitief, equipment,
prodijiction processes and test methods.

3.2.3
Good Manufacturing Practice
GMP
qualjty control and quality assurance applied in manufacturing (3.5.5)

Note|l to entry: For the definitions of quality control (3.2.9) and quality-assurance, see 1SO 9000:2015, (3.3.6
and 3.3.7).

Note P to entry: Requirements for Good Manufacturing Practice in the pharmaceutical industry are|specified in a
quality assurance standard, see Reference [50].

Note 3 to entry: Good Manufacturing Practice (GMP) for primary packaging materials (3.6.4) requirgs, in addition
to suftable provision of personnel, premises and equipment; a quality management system that inclpdes controls
for imcoming starting materials (3.5.13), manufacturé;* corresponding documentation, factory hygiene, final
inspgction, records of distribution, processing of complaints and self-inspection.

Note[4 to entry: GMP and current Good Manufacturing Practice (cGMP) are equivalent. GMP gpuidelines are
contipually updated to the ever-changing requirements of the state-of-the-art. This has resulted in the term
cGME sometimes being used. The pharmaceutical industry expects that organizations (3.1.1) take account of
currgnt GMP within their continual improvement programmes.

3.24
installational qualification

IQ
process of obtaining and) documenting evidence that equipment has been provided and|installed in
accordance with its specification

[SOURCE: ISO/TS11139:2006, 2.22]

3.2.5
operfational qualification
0Q
processofobtaininganddocumentingeviderrce tiratirstattedequipnrentoperateswithimrpredetermined
limits when used in accordance with its operational procedures

[SOURCE: ISO/TS 11139:2006, 2.27]

3.2.6

origination

artwork

all preparative activities prior to print

Note 1 to entry: These include concept, design, graphics, reprographics, film, plate making, silk screens and
digital files and masters.

© IS0 2017 - All rights reserved 3
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3.2.7
performance qualification

PQ
verification (3.7.13) that the proposed specification for the facility, equipment or system is suitable for
the intended use

[SOURCE: ISO/TS 11139:2006, 2.30]

3.2.8
qualification
process to demonstrate the ability to fulfil specified requirements

Note 1 to entfy: The term “qualified” can be used to designate the corresponding status.

Note 2 to eptry: Qualification comprises design qualification (DQ), installation qualification({(lQ) (3.2.4),
operational dqualification (0Q) (3.2.5) and could include performance qualification (PQ) (3.2.7)7as well 4s re-
qualification

Note 3 to entfy: Qualification can be applied to facilities, equipment and utilities.

3.2.9
quality confrol
part of quality management focused on fulfilling quality requirements

Note 1 to entfy: Quality control includes checking or testing that specifications are met.

[SOURCE: IS0 9000:2015, 3.3.7, modified by adding Note 1 to entky]

3.3 Terms related to system

3.31
airlock
enclosed space to control air-flow

Note 1 to entry: The space typically has at least'two interlocked doors between two or more rooms, used ¢ither
by people or for goods, to control for different conditions, e.g. cleanliness, air-flow upon entering.

3.3.2

calibration
process of checking or adjusting(by comparison with a reference standard) the accuracy of a measyiring
instrument

Note 1 to enftry: Calibration-can also be described as the set of operations which establish, under spefified
conditions, the relationship between values indicated by a measuring instrument or values represented by a
material measure, and the corresponding known values of a reference standard.

3.3.3
cleanroom
room within which the number concentration of airborne particles is controlled and classified, and
which is designed, constructed and operated in a manner to control the introduction, generation and
retention of particles inside the room

Note 1 to entry: The class of airborne particle concentration is specified.

Note 2 to entry: Levels of other cleanliness attributes such as chemical, viable or nanoscale concentrations in the
air, and also surface cleanliness in terms of particle, nanoscale, chemical and viable concentrations might also be
specified and controlled.

Note 3 to entry: Other relevant physical parameters might also be controlled as required, e.g. temperature,
humidity, pressure, vibration and electrostatic.

[SOURCE: ISO 14644-1:2015, 3.1.1]
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3.34

clean zone
defined space within which the number concentration of airborne particles is controlled and classified,
and which is constructed and operated in a manner to control the introduction, generation, and
retention of contaminants inside the space

Note

1 to entry: This class of airborne particle concentration is specified.

Note 2 to entry: Levels of other cleanliness attributes such as chemical, viable or nanoscale concentrations in the
air, and also surface cleanliness in terms of particle, nanoscale, chemical and viable concentrations might also be

speci

fied and controlled.

Note
devig

Note
humi

3 to entry: A clean zone(s) can be a defined space within a cleanroom or might be achieved/by
e. Such a device can be located inside or outside a cleanroom.

4 to entry: Other relevant physical parameters might also be controlled as required, e.g.
dity, pressure, vibration and electrostatic.

a separative

temperature,

[SOURCE: ISO 14644-1:2015, 3.1.2]

3.3.5

controlled area

controlled environment

area|or environment constructed and operated to control £he possible introduction pf potential
contaminants

3.3.4

working area

defirled area where origination (3.2.6), production (3:5.7), packaging, test or inspection opgrations are
carried out and where such activity will usually be‘subject to a line clearance (3.5.4)

Note |l to entry: These areas are physically defined by the use of barriers, floor marking or sim{lar means of
definftion, and can contain equipment, e.g..production machinery, test equipment, computers, work benches,
proofing equipment.

3.4 | Terms related to requirement

3.4.1

expiration date

expefcted suitable use lifmit

Note [l to entry: See dlsp definition shelf-life (3.4.2).

Note [2 to entrys, This is typically the period during which a primary packaging material (3.6.4) i$ expected to
remajn suitablefor use if stored under defined conditions and after which it should not be used.

3.4.

shelf-life

period during which a primary packaging material (3.6.4) is expected to comply with the requirements
(specifications)

Note 1 to entry: See also expiration date (3.4.1)
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3.5 Term

3.5.1
batch
lot

:2017(E)

s related to process

defined quantity of primary packaging material (3.6.4) manufactured in one process or series of
processes intended to have uniform characteristics with consistent, homogeneous quality

Note 1 to entry: To meet production requirements or customer needs, a batch can be divided up into a number of
sub-batches that are later combined to form a single, consistent batch.

Note 2 to ent

yv-In the case of continuous prndnr‘finn the batch is a fraction of the prndnr‘finn defined eithe

Irasa

fixed quantit

3.5.2
contaminaft

introduction of any unwanted material into the primary packaging material (3.6.4)

Note 1 to ent]
(bioburden a

Note 2 to ent1
from contam

3.5.3
Cross-conts
contaminati

Note 1 to ent
Note 2 to ent

3.54

line clearamce

removal (lin

Note 1 to en
contaminatio
(3.3.6) are c
production |
commencemg

3.5.5

manufactu
all operatiot
quality cont

3.5.6

y or as the amount produced in a fixed time interval.

ion

ry: A finished product (3.6.1) can be contaminated by physical (particulate), chemical or biol
nd endotoxin) action.

y: Contamination can occur for e.g. during production (3.5.7), packaging, storage and/or distrib
nated air systems, personnel, sampling equipment, materials, premises or containers.

lmination
bn (3.5.2) of a material or of a product with another material or product

"y: Cross-contamination can also be referred to as mix-up or admixture.

"y: See Reference [50].

e purge) of everything associated with the prior production run

try: Typically, line clearance.ishdone prior to a production run to prevent any error and
h (3.5.3). Typically, it is required that a production facility (line) and its associated working
bmpletely clear of all materials, waste, products, samples, documents, etc. used in the pre
un before the introducgtion of materials, product samples, documents, etc. needed fo
nt of the next production run.

Fing
1s including purchasing and receipt of materials to production (3.5.7), packaging, labe
ol (3.2:9), release, storage, distribution of products and the related controls

gical

ution

Cross-

area
vious
 the

lling,

<

process ai

)

material used to facilitate process realization

Note 1 to entry: The material is not included in the product specification and can be removed at or before the
final processing stage.

EXAMPLE

3.5.7
production

Mould release agents, compressed air, rolling lubricants.

processes resulting in primary packaging material (3.6.4)

Note 1 to entry: The processes form the full production cycle, from receipt of starting materials (3.5.13) through
processing and packaging, to completion as a finished product (3.6.1).
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3.5.8
quarantine
status of materials or products isolated pending a decision on their subsequent approval or rejection

Note 1 to entry: Quarantined material is typically isolated by physical or other effective means.

3.5.9
realization
result of applying all processes required to achieve the desired output from design to product delivery

3.5.10
reco ditinning
processing or reprocessing primary packaging material (3.6.4) to meet specification requirg

bments

3.5.11

repr,
repe

Note

incon

3.5.1

reta
mate

Note
cond

3.5.1
star|
raw

3.5.1

surface treatment

proc

EXAN
surfal

3.6

3.6.1
finis
prim
3.6.7

intei
prim

ocessing
hting part of a production process

1 to entry: Continuation of part of a process after an in-process control test*has shown th
(\plete, is considered to be part of the normal process, and is not considered-reprocessing.

2
ned samples
rials or finished products (3.6.1) stored for future reference

1 to entry: These samples are generally taken in a sufficient amount and stored under r
tions for reference during a defined period of time.

3
[ing material

4

bss to improve primary packaging imaterial (3.6.4) surface

PLE Siliconization or other treatment of internal glass surfaces, coating of interna
ces of glass containers or rubber parts.

Terms related to-results

hed product
nry packaging material (3.6.4) which has completed all stages of production (3.5.7)

'mediate product

ht the part is

ecommended

naterial, components and substances used\to produce primary packaging materials (3.p.4

or external

i nacl-oning paatayrinal
T

(2 £ 4) xarh
- pacragiigater it =5-5"13 1T

Note 1 to entry: An intermediate product needs further processing before it becomes a finished product (3.6.1).

3.6.3

medicinal product

substance or combination of substances presented for treating or preventing disease in human beings
or animals

Note 1 to entry: Any substance or combination of substances that can be administrated to human beings or
animals with a view to making a medical diagnosis or to restoring, correcting or modifying physiological
functions in human beings or in animals is likewise considered a medicinal product.

Note 2 to entry: See Reference [50].
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Note 3 to entry: Medicinal products (3.6.3) can also be referred to as pharmaceutical or drug products, including
clinical trial products.

3.6.4

primary packaging material

material used in pharmaceutical packaging which will contain, seal or be used for dose application of a
medicinal product and which will have direct contact with the medicinal product (3.6.3)

3.6.5
secondary packaging materials
non-contact packaging materials

EXAMPLE Printed or unprinted cartons, labels, leaflets or inserts (or outserts), over-wraps, andjtfansit
containers sych as folding boxes.

3.7 Terms related to data, information and document

3.71
approved
confirmed conformity status

Note 1 to enfry: Conformity can be confirmed for any stage of the process [starting materials (3.5.13), prfocess
aids (3.5.6), jackaging material or finished product (3.6.1)].

3.7.2
batch document
batch record
documents find records that provide a history of the batch (3.5.1), including information relating fo its
production (3.5.7) and control, and which facilitate its traceability

3.7.3
batch number
lot number
unique identifier to identify a batch (3.5.1) of [pt (3.5.1)

Note 1 to enfry: A batch number can be a.combination of numbers, letters and/or symbols which identifies a
batch (3.5.1) [(or lot (3.5.1)] and from which the production (3.5.7) and distribution history can be determirjed.

3.74
date of manufacture
date on which one of the first)stages in the process of manufacture of the primary packaging material
(3.6.4), or tHe packaging,or.the final release, occurs, and which can be subject to customer agreenjent

3.7.5
deviation
departure fromdan approved (3.7.1) standard operating procedure (SOP) (3.7.10) or established standard

3.7.6
documented procedure
procedure that is established, documented, authorized, implemented and maintained

Note 1 to entry: The documentation can be in any form or type of medium.
Note 2 to entry: See SOP (3.7.10).

3.7.7
double-check
documented verification (3.7.13) of an activity, result or record by a second person or system

Note 1 to entry: A second in-process control check signature, production (3.5.7) and quality records for a batch

(3.5.1) signed by a second person or electronic checks can be part of this verification process. Typically, double-
checks are signed by a second person.
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3.7.8

out of specification

00s

test results that do not comply with the specification

3.79

rejected

status of starting materials (3.5.13), process aids (3.5.6), intermediate products (3.6.2) or finished products
(3.6.1) whose test results do not comply with one or more of the requirements of the specification, and
which have been deemed, usually by the quality unit(s) (3.1.2), as not suitable for use

3.71
standard operating procedure
SOP
authorized, documented procedure (3.7.6), or set of procedures, work instructions andtest instructions

3.7.11
user|requirement specification
URS
apprpved (3.7.1) document that states the product specifications of'the material prodyced on this
equipment as well as functional, operational and/or technical aspécts of the equipment or process
requjred to produce the desired product

3.7.12
validation
confirmation, through the provision of objective evidenceythat the requirements for a specific intended
use gr application have been fulfilled

Note [l to entry: The objective evidence needed for a validation is the result of a test or other form of determination
such ps performing alternative calculations or reviewing documents.

Note 2 to entry: The word “validated” is used to designate the corresponding status.
Note 3 to entry: The use conditions for validation can be real or simulated.

Note §f to entry: Validation can be applied to processes, products and software.
[SOURCE: ISO 9000:2015, 3.8.1,3; modified by adding Note 4 to entry]

3.7.13
verification

confirmation, through the provision of objective evidence, that specified requirements have been
fulfilled

Note [l to entty¥The objective evidence needed for a verification can be the result of an inspectiqn or of other
forms of determination such as performing alternative calculations or reviewing documents.

Note 2 te’entry: The activities carried out for verification are sometimes called a qualification procéss.

Note 3 to entry: The word “verified” is used to designate the corresponding status.

Note 4 to entry: In this document the term verification is used to ensure manufacturing systems are properly
installed and operating correctly; alternatively this could be done by IQ (3.2.4) and 0Q (3.2.5).

[SOURCE: ISO 9000:2015, 3.8.12, modified by adding Note 4 to entry]

3.8 Terms related to action

3.8.1

batch release

decision to release the batch (3.5.1) for sale or supply, following a formal review of the batch document
(3.7.2) performed by the quality unit (3.1.2) or a person authorized by the quality unit(s) (3.1.2)
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3.8.2

rejection

process whereby starting materials (3.5.13), process aids (3.5.6), intermediate products (3.6.2) or finished
products (3.6.1) which have been deemed, usually by the quality unit(s) (3.1.2), as not suitable for use

3.8.3
return
process for sending back primary packaging material (s) (3.6.4) to the organization (3.1.1)

3.8.4
rework
action on a peneonfortr

Note 1 to entty: Rework can affect or change parts of the nonconforming product or service.
Note 2 to entfy: to entry:Sorting can be considered to be rework.

[SOURCE: IS0 9000:2015, 3.12.8, modified by adding Note 2 to entry]

3.9 Terms related to characteristic

3.9.1
homogeneity
uniformity ¢f characteristics and their values throughout a defined quantity of material

Note 1 to entry: Homogeneity can include uniformity of materials ‘9xJcertain characteristics of materigals of
special significance.

3.9.2
sterile
free from vipble microorganisms

[SOURCE: ISO/TS 11139:2006, 2.43]

3.10 Terms related to determination

3.10.1
automated |inspection
conformity evaluation performed-by inspection equipment without manual intervention

Note 1 to entfy: The inspectien’equipment can include optoelectronics (cameras), laser systems, ultrasonids and
their associated data proceSsing functions or others.

3.10.2
final inspe¢tion
tests carrieT out on the finished product (3.6.1) to determine compliance with the specification

3.10.3
in-process control
actions taken during the production process to test product conformity to its specification

Note 1 to entry: Monitoring processes and adjusting the means of production (3.5.7) can be necessary to meet
product requirements.

Note 2 to entry: The control of the environment or equipment can also be regarded as a part of in-process control.

3.104

reconciliation

comparison between the amount of finished product (3.6.1) theoretically and actually produced or used,
making allowance for normal variation

Note 1 to entry: The comparison considers waste, samples or other losses inherent in the process.
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3.11 Terms relating to risk management

3.11.

1

quality critical
parameter affecting primary packaging material (3.6.4) quality

Note 1 to entry: A material, process step or process condition, test requirement or any other relevant parameter
can be considered to be quality critical if nonconformity to its requirements could have significant detrimental
consequences.

3.11.

risk

2
nalysis

proc
Note
Note
[SOU

3.11
risk
over

[soy

3.11
risk
proc
risk

Note

[SOU
3.11
risk
proc

Note
poter]

Note
ands

[SOU

3.11
risk

bss to comprehend the nature of risk and to determine the level of risk

1 to entry: Risk analysis provides the basis for risk evaluation (3.11.4) and decisions about’risK
D to entry: Risk analysis includes risk estimation.

RCE: ISO Guide 73:2009, 3.6.1]

3
assessment

RCE: ISO Guide 73:2009, 3.4.1]

4
evaluation

bss of comparing the results of risk analysis (3.11.2) with risk criteria to determine
ind /or its magnitude is acceptable or tolerable

1 to entry: Risk evaluation assists in the degision about risk treatment.
RCE: I1SO Guide 73:2009, 3.7.1]

5
identification
bss of finding, recognizing and describing risks

1 to entry: Risk identification involves the identification of risk sources, events, their cau
tial consequences.

takeholder's héeds.

RCE: 1SO.Guide 73:2009, 3.5.1]

6

11 process of risk identification (3.11.5), risk analysis (3.11.2)/and risk evaluation (3.11.4

treatment.

iwvhether the

kes and their

P to entry: Riskdidentification can involve historical data, theoretical analysis, informed and expert opinions,

anagement

coordinated activities to direct and control an organization with regard to risk

[SOURCE: ISO Guide 73:2009, 2.1]
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4 Context of the organization

4.1 Unde

rstanding the organization and its context

IS0 9001:2015, Quality management systems — Requirements
4.1 Understanding the organization and its context

The organization shall determine external and internal issues that are relevant to its purpose
and its strategic direction and that affect its ability to achieve the intended result(s) of its quality

nm.
T

managems
The organ

NOTE1 |

NOTE2 1
technologic|
national, re

NOTE3 1
culture, knd

REsyste
zation shall monitor and review information about these external and internal issues.
ssues can include positive and negative factors or conditions for consideration.

Inderstanding the external context can be facilitated by considering issues arising from lg

hl, competitive, market, cultural, social and economic environments, whether internatid
bional or local.

wledge and performance of the organization.

Inderstanding the internal context can be facilitated by consideririg issues related to values,

gal,
nal,

The organiZ
control shal

4.2 Unde

ation's overall policy, intentions and approach to risk management, validation and ch
be documented in order to fulfil the GMP requirements.

rstanding the needs and expectations of interested parties

ange

IS0 9001:
4.2 Unde

Due to the
and servi
organizati

a)

the int

The organ
relevant re

b) therequirements of these interested parties that are relevant to the quality management syst]

2015, Quality management systems — Requirements

'standing the needs and expectations of interested parties

es that meet customer and applicable statutory and regulatory requirements,
bn shall determine:

erested parties that are relevant to the quality management system;

ization shall’menitor and review information about these interested parties and t}
quirements:

ir effect or potential effect on the)organization's ability to consistently provide prodicts

the

em.

heir

12
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Determining the scope of the quality management system

4.3

IS0 9001:2015, Quality management systems — Requirements

Determining the scope of the quality management system

The organization shall determine the boundaries and applicability of the quality management system
to establish its scope.

When determining this scope, the organization shall consider:

b) [the requirements of relevant interested parties referred to in 4.2;

c) |[the products and services of the organization.

Thd organization shall apply all the requirements of this International Standand if they arg applicable

within the determined scope of its quality management system.

The scope of the organization's quality management system shall be-available and be thaintained

as flocumented information. The scope shall state the types of“products and servicds covered,

and provide justification for any requirement of this International Standard that the organization

determines is not applicable to the scope of its quality management system.

Conformity to this International Standard may only be claimed if the requirements det¢rmined as

notlbeing applicable do not affect the organization's ability or responsibility to ensure the ¢onformity

of its products and services and the enhancement of‘Customer satisfaction.

4.4 | Quality management system and its‘processes

1S0 9001:2015, Quality management systems — Requirements

4.4 Quality management system and its processes

4.4{1 The organization shall establish, implement, maintain and continually improve a quality

mahagement system, including the processes needed and their interactions, in accordange with the

reguirements of this International Standard.

Thd organization shall determine the processes needed for the quality management systetn and their

application throughout the organization, and shall:

a) |deterniihe the inputs required and the outputs expected from these processes;

b) [determine the sequence and interaction of these processes;

c¢) determine and apply the criteria and methods (including monitoring, measurements and related
performance indicators) needed to ensure the effective operation and control of these processes;

d) determine the resources needed for these processes and ensure their availability;

e) assign the responsibilities and authorities for these processes;

f) address the risks and opportunities as determined in accordance with the requirements of 6.1;

g) evaluate these processes and implement any changes needed to ensure that these processes
achieve their intended results;

h) improve the processes and the quality management system.
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i) describe how the quality policy and objectives are implemented, cascaded and monitored in order
to provide assurance of product quality and to meet the agreed customer requirements (agreed
specifications);

j)  document the structure of the quality management system.

NOTE This can be done as documented information, e.g. a quality manual, master SOP or SOP.

4.4.2 To the extent necessary, the organization shall:

a) maintain documented information to support the operation of its processes;

b) retain{documented information to have confidence that the processes are being carried oult as
plannegd.

5 Leadership

5.1 Leadership and commitment

5.1.1 Genleral

IS0 9001:2015, Quality management systems — Requirements
5.1 Lead¢rship and commitment
5.1.1 General

Top management shall demonstrate leadership and commitment with respect to the qudlity
management system by:

a) takingaccountability for the effectiveness-éf the quality management system;

b) ensuringthatthe quality policy andquality objectives are established for the quality management
system and are compatible withthe'context and strategic direction of the organization;

c) ensuring the integration of the'quality management system requirements into the organizatipn's
busingss processes;

d) promdting the use ofthe’process approach and risk-based thinking;
e) ensuring that theiresources needed for the quality management system are available;

f) commpinicating the importance of effective quality management and of conforming to the qudlity
management system requirements;

g) ensuringtiatthe quatity Tamagement SyStenT acieves (it imtended Tesults;

h) engaging, directing and supporting persons to contribute to the effectiveness of the quality
management system;

i) promoting improvement;

j)  supporting other relevant management roles to demonstrate their leadership as it applies to
their areas of responsibility.

NOTE Reference to “business” in this International Standard can be interpreted broadly to mean those
activities that are core to the purposes of the organization's existence, whether the organization is public,
private, for profit or not for profit.
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5.1.2 Customer focus

IS0 9001:2015, Quality management systems — Requirements
5.1.2 Customer focus

Top management shall demonstrate leadership and commitment with respect to customer focus by

ensuring that:
a) customer and applicable statutory and regulatory requirements are determined, understood
and consistently met;
b) [the risks and opportunities that can affect conformity of products and services and the ability to
enhance customer satisfaction are determined and addressed;
c) |the focus on enhancing customer satisfaction is maintained.
NOTH Key customer requirements for organizations are suitable facilities, competent |and trained
persdnnel, processes designed to ensure product security and avoidance of crossjcontamination apd the ability

to copsistently produce product conforming to the customer specifications.

5.1.3
Top

thein
man

5.2

Customer audits

management shall approve access by mutual agreement for existing/prospective c
nominated representatives to conduct audits to review and to assess the organizat
hgement system.

Policy

Istomers or
on's quality

ISO
5.2
5.2

5.2

9001:2015, Quality management systems — Requirements
Policy
1 Establishing the quality.policy
management shall establish, implement and maintain a quality policy that:
is appropriate to the.purpose and context of the organization and supports its strategi
provides a franmtework for setting quality objectives;
includes ascommitment to satisfy applicable requirements;
includes:a commitment to continual improvement of the quality management system,

2~ Communicating the quality policy

t direction;

a)
b)

9

The quality policy shall:

be available and be maintained as documented information;
be communicated, understood and applied within the organization;

be available to relevant interested parties, as appropriate.

© ISO
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5.3 Organizational roles, responsibilities and authorities

IS0 9001:2015, Quality management systems — Requirements
5.3 Organizational roles, responsibilities and authorities

Top management shall ensure that the responsibilities and authorities for relevant roles are assigned,
communicated and understood within the organization.

Top management shall assign the responsibility and authority for:

tgnal

a) ensuripgth
Standqrd;

b) ensuring that the processes are delivering their intended outputs;

c) reporting on the performance of the quality management system and on gpportunities|for
improyement (see 10.1), in particular to top management;

d) ensurI:g the promotion of customer focus throughout the organization;

e) ensuring that the integrity of the quality management system is maintained when changep to
the quplity management system are planned and implemented.

The organizption shall maintain a current record (see 7.5.3.4) of signatures of responsible personsg.

Signature anpd/or user identification lists of all personnel chegking or double-checking process gteps,
in-process cpntrols, etc. are recommended.

The quality|unit(s) with responsibility for quality critieal decisions shall have the authority to make
those decisipns independently.

16 © IS0 2017 - All rights reserved


https://standardsiso.com/api/?name=9233ab6cd53de1a3cf3fd2161bd8b66b

ISO 15378:2017(E)

6 Planning

6.1

Actions to address risks and opportunities

6.1

IS0 9001:2015, Quality management systems — Requirements

6 Planning

Actions to address risks and opportunities

refd
tha

a)
b)
c)
d)
6.1

a)
b)

Act
the

NO1
info

NO7
maf
vial

6.111

+—When ptanming forthe quatity ramagement systern, the orgamnization stattconside
rred to in 4.1 and the requirements referred to in 4.2 and determine the risks and.op
L need to be addressed to:

enhance desirable effects;
prevent, or reduce, undesired effects;

achieve improvement.

2 The organization shall plan:
actions to address these risks and opportunities;

how to:

2) evaluate the effectiveness of theseactions.

conformity of products and serviees.
rmed decision.

'E 2  Opportunities-Can lead to the adoption of new practices, launching new products, o

le possibilitiesito’address the organization's or its customers' needs.

give assurance that the quality management system can achieve its intendéd‘result(s};

1) integrate and implement the actions into'its quality management system processgs (see 4.4);
jons taken to address risks and opportunities shall be proportionate to the potentiall impact on
'E1  Options to address pisks'can include avoiding risk, taking risk in order to pursue an dpportunity,

eliminating the risk source, changing the likelihood or consequences, sharing the risk, or retaiping risk by

kets, addressing~new customers, building partnerships, using new technology and other dgsirable and

the issues
bortunities

pening new

6.1.3
with
to th

The organization shall ensure that risk management is included in all processes, e.
the“design/development, manufacturing and delivery of primary packaging materials

b primary packaging material quality; records shall be maintained (see 7.5.3.4).

b, associated
with regard

EXAMPLES

— Change control,

— cleaning,

— complaints,

— contamination,

— design control (new products/new processes),

— health and hygiene,

— labelling,
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— maintenance,

— manufacturing planning,

— material

S management,

— nonconformities, quality defects,

— pestcontrol,

— purchasing and supply chain,

— rework,
— traceability,
— validatign, verification and qualification.
NOTE Pitinciples and guidelines on risk management can be found, e.g. in ISO 31000, IS®14971, or ICH Q9,
GAMPS. For guidance on the various methods for the identification, assessment of risk and severity, and cantrol
of hazards associated with particular processes or practices see IEC 31010.
6.2 Quality objectives and planning to achieve them
IS0 9001:2015, Quality management systems — Requirements
6.2 Quality objectives and planning to achieve them
6.2.1 Thg organization shall establish quality objectives ‘at relevant functions, levels and procegses
needed for{the quality management system.
The quality objectives shall:
a) Dbe confsistent with the quality policy;
b) be megsurable;
c) take into account applicable requitéments;
d) berelgvant to conformity ofproducts and services and to enhancement of customer satisfactjon;
e) be monitored;

g) beupd
The organ

f) be communicated;

ated as.appropriate.

zatiofi shall maintain documented information on the quality objectives.

6.2.2 When planning how to achieve its quality objectives, the organization shall determine:
a) what will be done;

b) what resources will be required;

c¢) who will be responsible;

d) when it will be completed;

e) how the results will be evaluated.

18
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6.3 Planning of changes

IS0 9001:2015, Quality management systems — Requirements
6.3 Planning of changes

When the organization determines the need for changes to the quality management system, the
changes shall be carried out in a planned manner (see 4.4).

The organization shall consider:

a) rthepurpose-ofthechangesand-theirpotentialconsequences:
b) [the integrity of the quality management system;

¢) |the availability of resources;

d) [the allocation or reallocation of responsibilities and authorities.

For dhange control, see 8.5.6.2.

7 Support
7.1 | Resources

7.1.1 General

1S0 9001:2015, Quality management systenis — Requirements
7 S$upport

7.1| Resources

7.1/1 General

The organization shall determine and provide the resources needed for the estgblishment,
implementation, maintefidrnice and continual improvement of the quality management system.

Th¢ organization shall‘consider:
a) [the capabiliti€s of, and constraints on, existing internal resources;

b) |whatneeds to be obtained from external providers.

7.1. People

IS0 9001:2015, Quality management systems — Requirements
7.1.2 People

The organization shall determine and provide the persons necessary for the effective implementation
of its quality management system and for the operation and control of its processes.
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7.1.3 Infrastructure

7.1.3.1 General

7.1.3 Infr

IS0 9001:2015, Quality management systems — Requirements

astructure

The organization shall determine, provide and maintain the infrastructure necessary for the
operation of its processes and to achieve conformity of products and services.

NOTE ]
a) by
b) eq
c) tr
d) in

nfrastructure can include:

ildings and associated utilities;

uipment, including hardware and software;
insportation resources;

formation and communication technology.

7.1.3.2 Additional GMP-related requirements on infrastructure

7.1.3.2.1
contaminati
— facilitie

— personi
only ac(

— layout,
mainter
on a ris]

— changin

process
manufa

7.1.3.2.2 §

'he infrastructure shall be managed, operated and maintained to avoid pr
pn, including but not limited to the following:

5 shall be protected against entry of unauthorized personnel;

el entering defined areas in production, storage or quality control/quality assurance
ess these areas wearing appropriate clothing;

Hesign and operation shall minimize‘the risk of errors and permit effective cleaning
Jance to avoid cross-contaminationrand any adverse effect on the quality of products, i
kK assessment;

g facilities, toilet and hand-washing facilities shall be provided for areas where product
ed and handled; where‘product quality is affected, these facilities shall be separated
Cturing areas and notventilated directly to them.

torage areas shall'be:

— of adequiate capaeity to allow orderly storage of starting materials and products;

— appropi

iate with regard to material and product quality.

duct

shall

r and
ased

sare
from
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7.1.4 Environment for the operation of processes

7.1.4.1 General

The

NOT

IS0 9001:2015, Quality management systems — Requirements
7.1.4 Environment for the operation of processes

The organization shall determine, provide and maintain the environment necessary for the operation
of its processes and to achieve conformity of products and services.

E A suitable environment can be a combination of human and physical factors, such as:
a) social (e.g. non-discriminatory, calm, non-confrontational);

b) psychological (e.g. stress-reducing, burnout prevention, emotionally protective);
c) physical (e.g. temperature, heat, humidity, light, airflow, hygiene, noise).

se factors can differ substantially depending on the products and servicés-provided.

7.1.4

7.1.4
and i
orw

7.1.4

.2 Work environment

.2.1 The organization shall establish documented réquirements for health, cleanlin
iccess control of personnel, if contact between such personnel and the primary packag
brk environment could adversely affect the quality-6f the primary packaging material.

.2.2 If work environment conditions can.liave an adverse effect on primary packag

quality, the organization shall define the appropriate work environment conditions and

systd

7.1.4
conty
othe

7.1.4
othe

7.1.4

m for their effective monitoring and cohtrol.

.2.3 If appropriate, special conditions shall be established and documented for th
iminated or potentially contaminated primary packaging material to prevent contg
" primary packaging material;‘the work environment or personnel.

.2.4 Where primary)packaging materials are exposed, covers shall be used unl
'wise through a docdimented risk assessment.

.3 Classification of clean zones/cleanrooms

Clean zones/cleanrooms shall be classified and monitored/operated.

Seel

5014644-1,1SO 14644-2,1S0 14644-3, ISO 14644-5.

bss, clothing
ing material

ing material
establish a

e control of
mination of

bss justified

Forc

leanroom design, construction and start-up, see 150 14644-2 and 150 14644-4.

If appropriate, biocontamination monitoring shall be conducted in accordance with ISO 14698-1 and
ISO 14698-2.

7.1.4.4 Risk control of contamination

The organization shall determine and control the risks that can result in contamination of primary
packaging materials, for example:

a) personal hygiene and health;

b) personal clothing, jewellery including piercings, and make-up;

© ISO
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c) smoking, eating, chewing, drinking, and personal medication;

d) handling and disposal of waste;

e) microbiological contamination;

f) protective clothing appropriate to the classification of the process area.

NOTE Automatic door closers, protective air curtains or plastic curtains can be used, to reduce the risk of
contamination.

7.1.4.5 Pest control

An effective) documented pest control programme shall be implemented and maintained.
7.1.4.6 Materials and utilities (ancillary services)

7.1.4.6.1 All utilities (e.g. air, gases, steam, water) shall be assessed for their potential impact on the
quality of thle primary packaging materials and any associated risks. Records of.the assessment shall be
maintained [see 7.5.3).

The assessment should include other fluids (e.g. lubrication fluids, coolinig fluids, hydraulic oils), which
can accidentally come into contact with the primary packaging material)

Dependent g¢n the risks, the use of food-grade fluids should be considered.

7.1.4.6.2 Appropriate ventilation and exhaust systems shallbe provided, where necessary, to minjmize
contaminatipn. Particular attention shall be given to recirculation systems.

7.1.4.6.3 If water comes into direct contact withythe primary packaging material, or its stljlrting
material, or |s used for cleaning the equipment in.contact with the product, its quality shall be deternpined
and controlled.

7.1.4.6.4 Processing aids shall be defited and be subject to a documented risk assessment for [their
potential impact on the quality of the primary packaging materials and used in a controlled manner

7.1.4.7 Mapintenance and cleaning activities

7.1.4.7.1 The organizatien shall establish documented requirements for maintenance activities| (e.g.
production processes, systéems and equipment), when such activities or lack thereof can affect product

quality.

7.1.4.7.2 li(ecords of such maintenance shall be maintained (see 7.5.3).

7.1.4.7.3 Repair and maintenance operations shall not present any hazard to the quality of products.
Maintenance operations shall not introduce contamination and, on completion, shall include a
documented cleanliness check.

7.1.4.7.4 The organization shall ensure that the infrastructure is managed, operated, cleaned and,
where appropriate, maintained in accordance with GMP and so as to avoid product contamination
(including control of particulate matter and microbiological control where applicable).

7.1.4.7.5 The organization shall define and document a cleaning schedule that takes into account the
contamination risk.

NOTE Documented procedures and schedules for cleaning can contain where applicable:
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— cleaning methods;

— materials used, e.g. detergents/disinfectants;

— areas/equipment to be cleaned;

— precautions and cleaning routines for spillage;

— records required.

8:2017(E)

Following cleaning, it is good practice to store the equipmentin a clean and dry condition and separately

from

mal

7.1.4

and product produced evaluated (see 9.1.3). Prior to reintroduction it shall bé'erified as suit

7.1.5

soiled equipment.

tained.

Monitoring and measuring resources

7.1&.7.6 A set of technical documentation for quality critical equipment and installatipns shall be

.7.7 Defective quality critical equipment shall be removed from servige and/or clearly labelled

able for use.

ISO

71

res
req

a)
b)

oft

ess
sha

a)

b)
‘)

7.1,5 Monitoring and measuring resources
§5.1 General

The organization shall determine and provide the resources needed to ensure valid a

The organization shall ensure that the resources provided:

Thd organization shall retain’appropriate documented information as evidence of fitness f

7.1)5.2 Measurement traceability

Whien measurenient traceability is a requirement, or is considered by the organizatio

9001:2015, Quality management systems — Requirements

1lts when monitoring or measuring is used®o verify the conformity of products and
pirements.

are maintained to ensure-their continuing fitness for their purpose.

he monitoring and sneasurement resources.

ential part/of providing confidence in the validity of measurement results, measuring
{1 be:

cdlibrated or verified, or both, at specified intervals, or prior to use, against me

are suitable for the specific type-of monitoring and measurement activities being undertaken;

nd reliable
services to

pr purpose

h to be an
equipment

Asurement

standards traceable to international or national measurement standards; when no such
standards exist, the basis used for calibration or verification shall be retained as documented

information;

identified in order to determine their status;

safeguarded from adjustments, damage or deterioration that would invalidate the calibration

status and subsequent measurement results.

The organization shall determine if the validity of previous measurement results has been adversely
affected when measuring equipment is found to be unfit for its intended purpose, and shall take
appropriate action as necessary.
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7.1.6 Organizational knowledge

IS0 9001:2015, Quality management systems — Requirements
7.1.6 Organizational knowledge

The organization shall determine the knowledge necessary for the operation of its processes and to
achieve conformity of products and services.

This knowledge shall be maintained and be made available to the extent necessary.

When addressipe-chanesinesneeds-and-trepds—the-orsanization-shal-considerits-currentkpowd ge

S S O S T S T O e O ST T Ot O oSt e o g 2o ot oo it COTToTatT It o CuT T CIrc ISirovv 1o

and deterrhine how to acquire or access any necessary additional knowledge and required updatgs.

NOTE 1 Drganizational knowledge is knowledge specific to the organization; it is generally |gained by
experience.|It is information that is used and shared to achieve the organization's objectives.

NOTE 2 Drganizational knowledge can be based on:
a) interngl sources (e.g. intellectual property; knowledge gained from experience; lessons learned ffom
failures and successful projects; capturing and sharing undocumented knowledge and'experience; the regults

of improverhents in processes, products and services);

b) external sources (e.g. standards; academia; conferences; gathering knowledge from customers or extefnal
providers).

7.2 Competence

7.2.1 General

IS0 9001:2015, Quality management systems — Requirements
7.2 Competence
The organjzation shall:

a) deterrhine the necessary competence of person(s) doing work under its control that affects|the
performance and effectiveniess of the quality management system;

b) ensur¢ that these perSens are competent on the basis of appropriate education, training), or
experience;

c) where| applicable; take actions to acquire the necessary competence, and evaluate [the
effectivenesssofthe actions taken;

d) retain|appropriate documented information as evidence of competence.

NOTE Applicable actions can include, for example, the provision of training to, the mentoring of, or the re-
assignment of currently employed persons; or the hiring or contracting of competent persons.

7.2.2 GMP-training

7.2.2.1 Additional training shall be conducted regularly and include awareness of applicable GMP and
all procedures and policies that affect product quality and the quality management system. This training
shall include:

a) therisk of contamination and cross-contamination,

b) the potential hazard to end user/patient if product is contaminated, and
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c) the impact of any deviations from specified procedures, processes or specifications on customer's
product quality or on the end user.

7.2.2.2 Particular attention shall be given to the training of the personnel involved with the manufacture
of sterile components or components to be subsequently sterilized.

7.2.2.3 Specific training on microbiological and particulate contamination and the potential risk to the

patie

7.2.2

nt of such contamination shall be provided.

.4 Additional refresher training shall be carried out at defined intervals.

7.2.2

7.2.2
and 1

7.2.2

ype of service(s) provided shall be maintained.

.5 Temporary personnel shall be trained or be under the supervision of a trained perfon.

.6 Where consultants are employed to advise on quality matters, records\of their qualifications

.7 Contractors and visitors shall receive appropriate instructiens prior to entering the
manfifacturing /production facilities.

7.3 | Awareness
1S09001:2015, Quality management systems — Requirements
7.3| Awareness
Thd organization shall ensure that persons doing,work under the organization's control arg aware of:
a) [the quality policy;
b) [relevant quality objectives;
c) |their contribution to the effectiveness of the quality management system, including the benefits
of improved performance;
d) [the implications of not'conforming with the quality management system requirements.
7.4 | Communication
1S0 9001:2015, Quality management systems — Requirements
7.4| Communication
Th¢ otganization shall determine the internal and external communications relevant to the quality

a)
b)
‘)
d)
e)

management system, including:

on what it will communicate;
when to communicate;

with whom to communicate;
how to communicate;

who communicates.

GMP in this document and regulatory requirements shall be communicated, as appropriate, to each

level

© ISO

of the organization.
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Top management shall be notified of quality critical situations, in a timely manner.

NOTE Examples of communication processes include those related to the communication of the quality
policy, management review, internal quality audit results, and corrective and preventive actions.

7.5 Documented information

7.5.1 General

IS0 9001:2015, Quality management systems — Requirements

7.5 Documented information

7.5.1 General

The organjzation's quality management system shall include:

a) docunjented information required by this International Standard;

b) docunjented information determined by the organization as being necessary for the effectiveness
of the guality management system.

NOTE The extent of documented information for a quality management system can differ from |one
organizatioh to another due to:

— the size|of organization and its type of activities, processes, products and services;
— the compplexity of processes and their interactions;

— the competence of persons.

7.5.2 Creating and updating

IS0 9001:2015, Quality management,systems — Requirements
7.5.2 Creating and updating

When credting and updating documented information, the organization shall ensure appropriatd:
a) identification and description (e.g. a title, date, author, or reference number);

b) format (e.g. language, software version, graphics) and media (e.g. paper, electronic);

c) review and approval for suitability and adequacy.

The organization shall ensure that changes to documents are reviewed and approved either by the
original approving function or another designated function which has access to pertinent background
information upon which to base its decisions.

If electronic signatures are used on documents, they shall be controlled to provide equivalent security
to that given by a hand-written signature.
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7.5.3 Control of documented information

IS0 9001:2015, Quality management systems — Requirements

7.5.3 Control of documented information

7.5.3.1 Documented information required by the quality management system and by this
International Standard shall be controlled to ensure:

a) itisavailable and suitable for use, where and when it is needed;

b) [itis adequately protected (e.g. from loss of confidentiality, improper use, or loss of integrity).

7.5|3.2 For the control of documented information, the organization shall addfess the¢ following
activities, as applicable:

a) |distribution, access, retrieval and use;

b) [storage and preservation, including preservation of legibility;
c) |control of changes (e.g. version control);

d) |retention and disposition.

Dodumented information of external origin determined by the organization to be necesspry for the
plahning and operation of the quality management system shall be identified as appropripte, and be
controlled.

Dodumented information retained as evidence-of conformity shall be protected from unintended
altgrations.

NOTE Access can imply a decision regardiing the permission to view the documented information only, or
the permission and authority to view and.¢hange the documented information.

7.5.3.3 The organization shalk.define the period for which at least one copy of obsolet¢, controlled
documents shall be retained (see'also 7.5.3.11).

Obsdlete documents shallbe stored and marked to prevent unintended use.

7.5.3.4 Records eStablished to provide evidence of conformity to requirements and of the effective
operation of the quality management system shall be controlled.

The |organizZation shall establish a documented procedure to define the controls needed for the
identification, storage, protection, retrieval, retention and disposition of records.

Recolrds’shall remain legible, readily identifiable and retrievable.

NOTE Records comprise batch-related manufacturing data as well as other quality records such as deviation
and investigation reports.

7.5.3.5 Electronic records shall be subject to the same controls as those required for other records (see
7.5.3.4 and 8.5.1.2.6).

7.5.3.6 Entries in records shall be clear, indelible, made directly after performing the activity (in the
order performed), dated, and initialled or signed by the person making the entry. Corrections for entries
shall be dated, initialled or signed and, where appropriate, explained, leaving the original entry still
legible.

© IS0 2017 - All rights reserved 27


https://standardsiso.com/api/?name=9233ab6cd53de1a3cf3fd2161bd8b66b

ISO 15378

:2017(E)

7.5.3.7 The organization shall define the quality critical processes and parameters where a double-
check is necessary for the release of a batch. Records shall clearly demonstrate the identified check and
stages. If either check is carried out electronically this shall be clearly defined.

7.5.3.8 For each batch of primary packaging material the organization shall establish and maintain
a record that provides traceability (see 8.5.2) and identifies the quantity manufactured and quantity
approved for distribution.

7.5.3.9 The organization shall define those parameters of the batch documentation that need to be

verified.

7.5.3.10 Th

7.5.3.11 Al
at least five
customer.

NOTE
of the medici

7.5.4 Adn
There shall

a) for the 4
are sect
b) to ensu
system§
c) to ensu
several
d) coverin
cover p{
e) for the
back-up|

files; th

The organiz
the system
intervals th

If IT system

The records of the primary packaging material might need to be retained until'the end of the she

e batch documentation shall be verified and approved.

manufacturing, control, testing, distribution and investigation records shalliberetaing
years after the date of manufacture of the primary packaging material or as-agreed wit

hal product as specified by the customer.

hinistration of IT systems and data
be a documented procedure:

ssignment of responsibility to ensure that informdtion technology and the data thems
ire and maintained;

re that network and files are secure and;that only authorized personnel have acce
and files;

re file integrity, when files are stored in a shared area, such as a file server, accessg
workstations;

b password management andsecurity routines including ‘sleep mode’, which shall ex
briods of personnel absence)from the computer;

back-up and recovenyof electronic product related data, which defines the frequen
the method and.media to be used, and the physical process for safe storage of the
e back-up media‘shall be identified and traceable.

ation shall.have a documented information technology (IT) recovery plan which de
for partialyand total recovery of data in the event of a failure of the IT system. At de
e systermrshall be verified to ensure the data can be restored.

d for
h the

If-life

elves

Ss to

d by

st to

cy of
data

ptails
fined

5 @re changed, access to legacy systems and data shall be defined as part of change co

|ntrol

(see 8.5.6).
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8 Operation

8.1

Operational planning and control

8.1

Thd

The
tak

Thd

Clalise 6, by:

IS0 9001:2015, Quality management systems — Requirements

8 Operation

Operational planning and control
irements for the provision of products and services, and to implement the actions det

determining the requirements for the products and services;
establishing criteria for:
1) the processes;

2) the acceptance of products and services;

requirements;

implementing control of the processes in accordance:with the criteria;

determining, maintaining and retaining documented information to the extent neces
1) to have confidence that the processes;liave been carried out as planned;

2) to demonstrate the conformity of\products and services to their requirements.
output of this planning shall be suitable for the organization's operations.

organization shall control planned changes and review the consequences of unintends
ng action to mitigate anyadverse effects, as necessary.

organization shall ensure that outsourced processes are controlled (see 8.4).

determining the resources needed to achieve confermity to the product anpd service

meet the
ermined in

bary:

d changes,

Product realization planning shall consider the requirement for consistent processing

pack
appr

The
impl

hging materials,)Planning shall also take account of the need for taking and retainin
pbpriate conditions.

organization shall ensure that risk management processes are included in the p
bmented throughout product realization; records shall be maintained (see 7.5.3.4).

of primary
b samples in

anning and
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8.2 Requirements for products and services

8.2.1 Customer communication

8.2.1.1 General

IS0 9001:2015, Quality management systems — Requirements

8.2 Requirements for products and services

8.2.1 Customer-commimication

ing or controlling customer property;

shing specific requirements for contingency actions, when relevant.

8.2.1.2 Additional GMP-related requirements

8.2.1.2.1 |
warning of
preventive a

8.2.1.2.2 \
changes req
Proposed cHi
agreed (see

It is recom
technical/qu

8.2.1.2.3
stability tes
appropriate

As partofa
specified in}

If specified bythe customer, samples and certification documents provided for evalud

'he organization shall establish and maintain adoc¢umented feedback system to provide
otential and actual quality problems and te_facilitate customer input into the correctiv
ction system.

Vhen required by the customer, the organization shall agree with the customer ¥
uire written confirmation priox tg- approval and which changes require notification
anges shall be communicated in a timely manner and the process for introducing che
B.2.2).

mended that, between-the organization and the customer, there is a documg
lality assurance agreement that includes the action to be taken for nonconformities (se¢

[ing or clinical trials for marketing authorization applications, shall be compliant wit
GMP pracedures and controls.

marketing authorization application, the customer can require the organization to pr
ofmation. An appropriately qualified individual within the organization shall approve

early
b and

vhich
only.
nges

nted
8.3).

ition,
h the

vide
such

information

EXAMPLE
conditions.

Such information are composition, test data, specifications, control methods and processing

Changes that affect any of the data supplied by the organization should be communicated to the
customer or the regulatory authority, as appropriate (see 8.2.2 and 8.5.6).

NOTE

To facilitate organization confidentiality, scientific and technical information can be supplied as

a dossier directly to the global authorities, for example in the form of a Drug Master File (DMF), or European
Pharmacopoeia Certificate of Suitability, in connection with the application for a marketing authorization and
records maintained.

8.2.1.2.4 For GMP requirements for printed primary packaging materials, Annex C shall apply.
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8.2.2 Determining the requirements for products and services

IS0 9001:2015, Quality management systems — Requirements
8.2.2 Determining the requirements related to products and services

When determining the requirements for the products and services to be offered to customers, the
organization shall ensure that:

a) the requirements for the products and services are defined, including:

anyz annlicahla ettt aryy and ragnlatoryg oA ANt
——ahRyappHeane-Statuter yahafreguratery-FreqtHreents 5

2) those considered necessary by the organization;

b) |the organization can meet the claims for the products and services it offers,

Reqyirements related to the product, including changes requiring notification;shall be det¢grmined and
documented.

Custpmer requirements to avoid unauthorized use of waste primary* packaging materigl (including
samples, print media, labels) shall be determined and documented.

8.2.3 Review of the requirements for products and services

1S0 9001:2015, Quality management systems — Requirements

8.2|3.1 The organization shall ensure that it has‘the ability to meet the requirements fdr products
and services to be offered to customers. The organization shall conduct a review before Jommitting
to qupply products and services to a customer;to include:

a) |requirements specified by the customer, including the requirements for delivery| and post-
delivery activities;

b) [requirements not stated by the customer, but necessary for the specified or intended use,
when known;

¢) |requirements specified by the organization;
d) [statutory and regulatory requirements applicable to the products and services;
e) |contract ororder requirements differing from those previously expressed.

Thd organization shall ensure that contract or order requirements differing from those [previously
deflned age resolved.

The cistomer's requirements shall be confirmed by the organization before acceptance, when the
customer does not provide a documented statement of their requirements.

NOTE In some situations, such as internet sales, a formal review is impractical for each order. Instead, the
review can cover relevant product information, such as catalogues.

8.2.3.2 The organization shall retain documented information, as applicable:
a) on the results of the review;

b) onany new requirements for the products and services.
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8.2.4 Changes to requirements for products and services

IS0 9001:2015, Quality management systems — Requirements
8.2.4 Changes to requirements for products and services

The organization shall ensure that relevant documented information is amended, and that relevant
persons are made aware of the changed requirements, when the requirements for products and
services are changed.

8.3 Desigmamddevelopmrentof productsamd services

8.3.1 General

IS0 9001:2015, Quality management systems — Requirements
8.3 Design and development of products and services
8.3.1 Gerleral

The organ]zation shall establish, implement and maintain a design and{development process thit is
appropriate to ensure the subsequent provision of products and services.

8.3.2 Deslign and development planning

IS0 9001:2015, Quality management systems — Requirements
8.3.2 Dedign and development planning
In determiping the stages and controls for design and development, the organization shall consider:

a) the nafure, duration and complexity of the design and development activities;

b) therequired process stages, including applicable design and development reviews;
c) the reIuired design and deyelopment verification and validation activities;
d) the regponsibilities andauthorities involved in the design and development process;

e) the infernal and éxternal resource needs for the design and development of products pnd
services;

f) the nepd toeontrol interfaces between persons involved in the design and development procgss;

g) the nepdfor involvement of customers and users in the design and development process;

h) the requirements for subsequent provision of products and services;

i) the level of control expected for the design and development process by customers and other
relevant interested parties;

j) the documented information needed to demonstrate that design and development requirements
have been met.

The organization shall implement documented procedures for design and development. These
procedures shall include risk assessment, determination of relevant aspects of GMP and any potential
impact on the customer and ultimately the patient.
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The responsibility for design and risk assessment should be agreed between the customer and the
organization.

8.3.3 Design and development inputs

IS0 9001:2015, Quality management systems — Requirements

8.3.3 Design and development inputs

The organization shall determine the requirements essential for the specific types of products and

services to be designed and developed. The organization shall consider:

a) |functional and performance requirements;

b) |information derived from previous similar design and development activities;

c) |statutory and regulatory requirements;

d) [standards or codes of practice that the organization has committed/tg implement;

e) |potential consequences of failure due to the nature of the products and services.

Inppts shall be adequate for design and development purposes,eomplete and unambiguoys.

Conflicting design and development inputs shall be resolved:

Thd organization shall retain documented information,on design and development inputs

8.3.4 Design and development controls

1S0 9001:2015, Quality management systems — Requirements

8.3|4 Design and development controls

Thd organization shall apply coritrols to the design and development process to ensure that:

a) [the results to be achievéd-are defined;

b) |reviews are conducted to evaluate the ability of the results of design and developmégnt to meet
requirements;

c) |verification{aetivities are conducted to ensure that the design and development oufputs meet
the inputrequirements;

d) [valjidation activities are conducted to ensure that the resulting products and servicds meet the
requirements for the specified application or intended use;

e) any necessary actions are taken on problems determined during the reviews, or verification and
validation activities;

f) documented information of these activities is retained.

NOTE Design and development reviews, verification and validation have distinct purposes. They can be

conducted separately or in any combination, as is suitable for the products and services of the organization.

Verification and validation in this context is limited to design and development. For verification and

valid
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ation of production and service provision, see 8.5.
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8.3.5 Design and development outputs

IS0 9001:2015, Quality management systems — Requirements
8.3.5 Design and development outputs

The organization shall ensure that design and development outputs:

a) meetthe input requirements;
b) are adequate for the subsequent processes for the provision of products and services;
c) includg or reference monitoring and measuring requirements, as appropriate, and acceptance
criterip;
d) specify the characteristics of the products and services that are essential for their intended
purpoge and their safe and proper provision.
e) are veriffied as suitable before finalizing product specifications.
The organjzation shall retain documented information on design and development outputs.
NOTE1 The organization and customer are encouraged to work togethed te verify the appropriateness pf the

primary pack

NOTE 2

8.3.6 Des

D¢
engineering drawings, engineering or research logbooks) and saniples.

aging materials for their intended use.

bsign and development outputs can include records (specifications, manufacturing proceq

ign and development changes

ures,

IS0 9001:
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a)
b)
c)
d)

the au
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sllign and development changes
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design and
adverse im
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design
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ization shall identify, reviéw ‘and control changes made during, or subsequent to,
development of products-and services, to the extent necessary to ensure that there i
pact on conformity te-réquirements.

zation shall retaimndocumented information on:
and developinent changes;
ults of reviews;

rhorization of the changes;
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Changes that affect any of the data supplied shall be reported to the customer and, if a technical
dossier/master file has been supplied by the organization, directly to the regulatory authorities.

When implementing change, the existing validation and documents affected by the change shall be
reviewed and revised; personnel shall be retrained as appropriate.

NOTE

directly to the regulatory authorities (e.g. technical dossier and/or master file).
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Control of externally provided processes, products and services

8.4.1 General

a)

b)

IS0 9001:2015, Quality management systems — Requirements
8.4 Control of externally provided processes, products and services

8.4.1 General

The organization shall ensure that externally provided processes, products and services conform to

requirements.

Thd organization shall determine the controls to be applied to externally preyided
products and services when:

organization's own products and services;

of the organization;

organization.

The organization shall determine and apply criteria for the evaluation, selection, mo
per

products and services from external providers are intended for ¢incorporation into the
products and services are provided directly to the customer(s) by external providerf on behalf

a process, or part of a process, is provided by an external provider as a result of a decision by the

formance, and re-evaluation of external providersibased on their ability to provide pfocesses or
products and services in accordance with requirements. The organization shall retain d
infarmation of these activities and any necessary-actions arising from the evaluations.

processes,

hitoring of

bcumented

The

rganization shall maintain relevant purehasing information, i.e. documents (see 7.5.2

and tecords (see 7.5.3.4), to the extent required for traceability as given in 8.5.2.2.

If an

with
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8.4.2 Type and extent of control

8.4.2.1 General

IS0 9001:2015, Quality management systems — Requirements
8.4.2 Type and extent of control

The organization shall ensure that externally provided processes, products and services do not
adversely affect the organization's ability to consistently deliver conforming products and services
to its customers

The organjzation shall:

a) ensur¢ that externally provided processes remain within the control ofpits” quallity
management system;

b) define|both the controls that it intends to apply to an external provider and ‘those it intendf to
apply to the resulting output;

c) takeinto consideration:

1) the potential impact of the externally provided processesyproducts and services on [the
organization's ability to consistently meet customer and applicable statutory and regulatory
requirements;

2) the effectiveness of the controls applied by the exteriral provider;

d) determine the verification, or other activities, necessary to ensure that the externally provided
procegses, products and services meet requirements.

8.4.2.2 Additional GMP-related requirementson type and extent of control

8.4.2.2.1 The organization shall approve suppliers of
a) starting materials,
b) quality fritical process aids,‘'and

c) packaging materials fordse in cleanrooms.

8.4.2.2.2 The organization shall notify the customer prior to outsourcing any part of the produgtion
process.

8.4.2.2.3 All-outsourced services that can affect product quality shall be controlled, including
origination (@artworkJ, lTaboratory Services, sterilization, calibration Services and qualitication Services,
maintenance, cleaning, haulage, pest control and waste contractors, depending on the risks involved.

8.4.2.2.4 Consultants advising on the production and control of primary packaging materials shall be
considered as suppliers.

8.4.2.2.5 Suppliers of quality critical materials and services shall be approved by the quality unit(s) or
a person assigned by the quality unit(s).

8.4.2.2.6 The organization shall evaluate and record the competence of laboratories to perform quality
critical activities. The organization shall only use laboratories that it has accepted as being competent to
perform quality critical activities.
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8.4.2.2.7 If the sterilization process is outsourced, the organization shall ensure that the process
complies with the requirements of 8.5.1.2, 8.5.1.3 and 8.5.1.4.

8.4.2.2.8 Changing the source of quality critical raw materials shall be subject to change control.

8.4.2.2.9 Incoming materials shall be physically or administratively quarantined until they have been
approved and released for use.

NOTE In exceptional circumstances, material under test can be used, provided there are fail-safe procedures
in place to prevent the release of primary packaging material, until the status of those materials has been
confirmed

8.4.2.2.10 For quality critical materials, the organization shall periodically vefify' the relevant
and/jor critical information received from their suppliers on a certificate of analysjs-(GoA), gertificate of
confgrmity (CoC), or certificate of testing (CoT).

NOTHE 1  This can mean performing similar testing on site, by an independent dentractor, or rofitine audit of
the fqcilities to ensure that there is a high level of confidence in the supplier information. Alternatively, an audit
can b replaced by a certified management system if justified.
NOTH 2  In lieu of such testing by the organization, a report of analysisf.e.g. CoA, CoC, or CoT, can be accepted

from[the supplier, provided that at least one specific identity test is conducted on the material or sup-component
by the organization.

8.4.2.2.11 Records of the verification shall be maintained{(see 7.5.3).

8.4.2.2.12 Sampling activities shall be conducted in accordance with a sampling mgthod, using
procedures, facilities and equipment designed te avoid contamination.

8.4.3 Information for external providers

1S0 9001:2015, Quality management systems — Requirements
8.4({3 Information for external providers

The organization shall ensure the adequacy of requirements prior to their communication to the
external provider.

Thd organization shall communicate to external providers its requirements for:
a) |[the processes, products and services to be provided;
b) |the approval of:

1~ products and services;

2) methods, processes and equipment;
3) therelease of products and services;
c) competence, including any required qualification of persons;
d) the external providers' interactions with the organization;
e) control and monitoring of the external providers' performance to be applied by the organization;

f) wverification or validation activities that the organization, or its customer, intends to perform at
the external providers' premises.
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8.5 Production and service provision
8.5.1 Control of production and service provision

8.5.1.1 General

IS0 9001:2015, Quality management systems — Requirements

8.5 Production and service provision

8.5.1 Controloefproductionandserviceprovision——————————————————————————
The organjzation shall implement production and service provision under controlled conditions.
Controlled|conditions shall include, as applicable:

a) the availability of documented information that defines:

1) the characteristics of the products to be produced, the services to.be provided, or |the
activities to be performed;

2) thp results to be achieved;
b) the availability and use of suitable monitoring and measuring fesources;

c) the implementation of monitoring and measurement activities at appropriate stages to verify
that cfiteria for control of processes or outputs, and@cceptance criteria for products and
services, have been met;

d) the usg of suitable infrastructure and environmentfor the operation of processes;
e) the appointment of competent persons, including any required qualification;

f) the vdlidation, and periodic revalidation, of the ability to achieve planned results of |the
procegses for production and serviceprovision, where the resulting output cannot be verified by
subsequent monitoring or measurement;

g) the imElementation of actions'to prevent human error;

h) the implementation of release, delivery and post-delivery activities.

i) the defipition of thedate of manufacture, taking into account the processes involved;

j)  special pttention.to'marking, labelling and packaging operations to provide effective control ahd to
preventlerrors;

k) a documented procedure defining the management of process deviations [the quality crjtical
deviations shall be investigated and the outcome recorded (€€ Z.5.3]].

8.5.1.2 Additional GMP-related requirements on verification, qualification and validation

8.5.1.2.1 Verification and/or qualification or validation shall be performed when significant changes
to the facilities, equipment and process occur which can affect the quality of the product.

NOTE1 Change control of the validation process is part of the organization's change control policy.

NOTE 2  Guidance on verification, qualification and validation requirements for primary packaging materials
is given in Annex D.
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8.5.1.2.2 Where appropriate, validation of the individual product shall be carried out as agreed with
the customer.

8.5.1.2.3 The results of validation shall be recorded (see 7.5.3). Validation records shall be maintained
throughout the life of the equipment and process and for a period of two years beyond retirement or as
agreed with the customer.

8.5.1.2.4 For software used in quality critical processes, functional tests to verify the traceability,
transfer accuracy and retention of data shall be performed in sufficient number and under appropriate
conditions. The system shall be checked, e.g. by entering correct and incorrect data in order to detect the
trac

Lol £, 1 - b Jol N 1
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8.5.1.2.5 The results of these tests and checks shall be recorded (see 7.5.3).
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.2.6 Electronic records shall be secured and protected against loss and aCeidental cot
form that will permit regeneration; if this is not possible, hard copy prints shall be rq
d of two years beyond equipment retirement or as agreed with the cuStomer (see 7.5.3

For further details on data security, management and software validation, see IEC 60601

e that influence the quality of the primary packaging material. Control over any of the
e the resulting output cannot be verified by subsequent monitoring or measurem
nstrated through validation and documented.

.2.8 Risk assessment shall be used to déetermine which processes are quality cri
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g materials,

mediate/in-process or finished product shall be calibrated and additional qualification tests

8.5.1.3.1 The organization shall establish and maintain documented requirements for cleanliness of
primary packaging materials and procedures to prevent contamination of equipment or product.

The potential risks associated with any materials or process aids which can carry a risk to patient
safety, e.g. transmissible spongiform encephalopathies (TSE), should be evaluated.

8.5.1.3.2 All production processes in clean zones or in controlled areas, including environmental
controls, production, in-process controls and packaging of primary packaging materials shall comply
with the specified area conditions and operating criteria. Cleanrooms shall have airlocks.

8.5.1.3.3 Production processes in controlled environmental conditions shall be agreed between the
customer and organization. (See also 9.1.2.)
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8.5.1.3.4 The organization shall also establish documented cleanliness requirements for primary
packaging materials when

a) primary packaging material is cleaned by the organization prior to sterilization by the organization
and/or its use, or

b) primary packaging material is to be supplied non-sterile and its cleanliness is of significance in use, or

c) process agents are to be removed from product during manufacture.

8.5.1.3.5 Storage containers and their attendant manifolds, and filling and discharge lines shall be
identified.

8.5.1.3.6 Jpecial attention (e.g. identification, security, cleanliness) shall be given prior to dis¢harge in
and out of blulk containers/silos.

8.5.1.3.7 Handling/transfer containers shall be clean and not contribute to particulate contamingtion.
For product|contact packaging materials they shall be covered or appropriately sealed.

8.5.1.3.8 Written procedures shall be established for the cleaning of equipnient used in the produjction
of primary gackaging materials. Records of cleaning equipment that are ¢¥ritical to the quality of primary
packaging materials shall be maintained (see 7.5.3).

8.5.1.3.9 Production equipment/areas shall be identified as to ‘content and cleaning status.

8.5.1.3.10 The incorporation of reprocessed materials is inherent in the manufacture of some matg¢rials
(e.g. glass, aluminium, paper, thermoplastics). Reprocessing parameters shall be defined and agreed|with
the customer. (See also 9.1.2.)

8.5.1.3.11 Unless agreed with the customer, thermoplastic materials shall not be reground and rqused
in primary gackaging materials. (See also 9.1(2;)

8.5.1.3.12 There shall be a line clearaneeinspection between different batches to remove all materialg and
documentatfon not required for the méxt'operation. Line clearance activities shall be recorded (see 7.53).

NOTE A§ an example, reusable’ handling/transfer containers used to hold starting materials during
processing afe subject to a doguménted cleanliness check before being loaded with a different material to pvoid
cross-contanjination.

8.5.1.3.13 Partially 4educed line clearances or automated changeover systems that are designed to
reduce make-ready-time and do not permit a total line clearance shall be subject to a documented risk
assessment pndéoperated with controls to ensure product quality.

8.5.1.3.14 Pallets shall be constructed of materials appropriate to the product being handled, sourced
and controlled to reduce the risk of contamination.

NOTE Wooden pallets could be contaminated through migration of any chemicals used in other pallet
treatments.

8.5.1.4 Particular requirements for sterile primary packaging materials

8.5.1.4.1 The organization shall maintain records (see 7.5.3) of the process parameters for the
sterilization process, which was used for each sterilization batch. Sterilization records shall be traceable
to each batch of primary packaging material.
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8.5.1.4.2 If sterilization is a requirement, the organization shall establish documented procedures for
the validation of sterilization processes. Sterilization processes shall be validated prior to initial use and
revalidated periodically. Records of the results of sterilization process validation shall be maintained
(see 7.5.3).

See ISO 11135,1S0 11137-1 or ISO 11137-2.

8.5.1.4.3 Where sterilization is a requirement, the organization shall subject the primary packaging
materials to a validated sterilization process and record all the control parameters of the sterilization
process. If the sterilization process is outsourced, the organization shall ensure that the process complies
with the appropriate requirements of this document.

See IS0 14937.
8.5.2 Identification and traceability

8.5.2.1 General

1S0 9001:2015, Quality management systems — Requirements
8.5|2 Identification and traceability

Theg organization shall use suitable means to identify outputs when it is necessary to pnsure the
confformity of products and services.

The organization shall identify the status of outputs\with respect to monitoring and mefasurement
requirements throughout production and service provision.

The¢ organization shall control the unique-identification of the outputs when tracedbility is a
requirement, and shall retain the documentéed information necessary to enable traceability.

8.5.2.2 Additional GMP-related requirements

8.5.2.2.1 The organization shallestablish and maintain a system to trace all production materials from
sour¢e to product realization| defining the extent and the records required based on risk ass¢ssment (see
7.5.3110.2.3 and 10.3).

8.5.2.2.2 Batch production records shall be identified with a unique batch or identification reference.

8.5.2.2.3 Records of the use of quality critical equipment shall be retained (see 7.5.3). These records
shallfalso inelide cleaning and maintenance activities in sequence with the manufacturing operations.
Mainftenanceé activities shall be documented and traceable to a particular manufacturing ¢peration or
piece¢ 6fequipment.

8.5.2.2.4 The organization shall establish and maintain documented procedures to ensure that
primary packaging materials returned to the organization for e.g. reprocessing to specified requirements
are identified and distinguished from normal production at all times.

8.5.2.2.5 In order to reduce the risk of cross-contamination of materials, intermediates and finished
products, they shall be segregated by suitable means based on a risk assessment e.g. physical segregation,
labelling, barcoding, electronic locations.
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8.5.3 Property belonging to customers or external providers

IS0 9001:2015, Quality management systems — Requirements
8.5.3 Property belonging to customers or external providers

The organization shall exercise care with property belonging to customers or external providers
while it is under the organization's control or being used by the organization.

The organization shall identify, verify, protect and safeguard customers' or external providers'

property provided for use or incorporation into the products and services.
When the property of a customer or external provider is lost, damaged or otherwise found tq be
unsuitable{for use, the organization shall report this to the customer or external provider afid retain
documente¢d information on what has occurred.
NOTE A customer's or external provider's property can include materials, componernts, tools [and
equipment, |[premises, intellectual property and personal data.

8.5.4 Prepervation

8.54.1 G¢neral
IS0 9001:2015, Quality management systems — Requiremeiits
8.5.4 Prefservation
The organjzation shall preserve the outputs during production and service provision, to the extent
necessary fo ensure conformity to requirements.
NOTE Preservation can include identificationj_handling, contamination control, packaging, storjpge,
transmissign or transportation, and protection.

8.5.4.2 Additional GMP-related requirements

8.5.4.2.1
a limited sh
controlled a

8.5.4.2.2
extraneous

and suitable
shall be batd

’

'he organization shallyestablish and maintain a system for the control of product
elf-life or requiririgySpecial storage conditions. Such special storage conditions shg
hd recorded (se€-#5.3). Shelf-lives shall be justified.

'he productshall be clearly identified, segregated and securely stored, and protected
matter orcontamination. Packaging used to produce and contain the product shall be
Deliveries shall be accompanied by appropriate documentation. The delivery document
h-specific.

8.5.4.2.3
containers s

8.5.4.2.4
be stated on

42

hall be cleaned or verified as clean, in accordance with a documented procedure.

the label and complied with.

with
1l be

from
rlean
ation

If packaging containers are reused, previous labels shall be removed or defaced. The

If required, any special transport or storage conditions for primary packaging materials shall
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8.5.5 Post-delivery activities

IS0 9001:2015, Quality management systems — Requirements
8.5.5 Post-delivery activities

The organization shall meet requirements for post-delivery activities associated with the products
and services.

In determining the extent of post-delivery activities that are required, the organization shall
consider:

a) |statutory and regulatory requirements;

b) [the potential undesired consequences associated with its products and servicés;
c) |[the nature, use and intended lifetime of its products and services;

d) [customer requirements;

e) |customer feedback.

NOTE Post-delivery activities can include actions under warranty provisions, contractual|obligations
such as maintenance services, and supplementary services such as€ecycling or final disposal.

8.5.4 Control of changes

8.5.4.1 General

1S0 9001:2015, Quality management systems — Requirements
8.5/6 Control of changes

Th¢ organization shall review and control changes for production or service provision, to| the extent
necessary to ensure continuing.cenformity with requirements.

Thd organization shall retain documented information describing the results of the|review of
chalnges, the person(s) atthorizing the change, and any necessary actions arising from thg review.

8.5.4.2 Additional GMP-related requirements

8.5.4.2.1 Theorganization shall establish and operate a documented procedure for an effective change
control system, incorporating the evaluation of risk(s) associated with all proposed changes that can
have|potential impact on the quality of supplied product.

8.5.6.2.2 The evaluation of the change on the quality of the product shall determine if validation or
revalidation is required.

8.5.6.2.3 The organization’s change control procedure shall ensure supporting data are generated to
demonstrate that the change will result in a product of desired quality and safety, consistent with the
approved specifications.

8.5.6.2.4 Defined functions shall have the responsibility and authority for approval of changes.
Approved changes shall be implemented in a controlled manner.
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8.6 Release of products and services

IS0 9001:2015, Quality management systems — Requirements
8.6 Release of products and services

The organization shall implement planned arrangements, at appropriate stages, to verify that the
product and service requirements have been met.

The release of products and services to the customer shall not proceed until the planned
arrangements have been satisfactorily completed, unless otherwise approved by a relevant authority
and, as apjjiicable, by the cCuStomer.

The organ]zation shall retain documented information on the release of products and services. [Che
documentgd information shall include:

a) eviderlce of conformity with the acceptance criteria;

b) traceapility to the person(s) authorizing the release.

8.7 Control of nonconforming outputs

IS0 9001:2015, Quality management systems — Requirements

8.7.1 The organization shall ensure that outputs that do not conform to their requirements|are
identified 4nd controlled to prevent their unintended use ox'delivery.

The organjzation shall take appropriate action basedZen the nature of the nonconformity and its
effect on the conformity of products and services. This shall also apply to nonconforming prodicts
and services detected after delivery of products, during or after the provision of services.

The organjzation shall deal with nonconforming outputs in one or more of the following ways:
a) corredtion;

b) segregation, containment, returi-or suspension of provision of products and services;

c) informing the customer;

d) obtainfing authorization-for acceptance under concession.

Conformity to the requirements shall be verified when nonconforming outputs are corrected.

8.7.2 The organization shall retain documented information that:

a) describesthe nonconformity;

b) describes the actions taken;

¢) describes any concessions obtained;

d) identifies the authority deciding the action in respect of the nonconformity.
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9 Performance evaluation

9.1 Monitoring, measurement, analysis and evaluation
9.1.1 General
IS0 9001:2015, Quality management systems — Requirements

9 Performance evaluation

9.1 Monitoring, measurement, analysts and evaluation
9.1]1 General
The organization shall determine:
a) [what needs to be monitored and measured;
b) |the methods for monitoring, measurement, analysis and evaluatien needed to ersure valid
results;
c) |when the monitoring and measuring shall be performed;
d) [when the results from monitoring and measurement shall be analysed and evaluated
The organization shall evaluate the performance and the effectiveness of the quality management
sysgem.
The organization shall retain appropriate documented information as evidence of the restlts.
9.1.7 Customer satisfaction
1S0 9001:2015, Quality management systems — Requirements
9.1]2 Customer satisfaction
The organization shall monitor customers' perceptions of the degree to which their jneeds and
explectations have been-fulfilled. The organization shall determine the methods for|obtaining,
monhitoring and reviewing this information.
NOTE Examples of monitoring customer perceptions can include customer surveys, customler feedback
on delivered products and services, meetings with customers, market-share analysis, compliments, warranty
claijns and_dealer reports.
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9.1.3 Analysis and evaluation

9.1.3.1 General

IS0 9001:2015, Quality management systems — Requirements
9.1.3 Analysis and evaluation

The organization shall analyse and evaluate appropriate data and information arising from
monitoring and measurement.

The result$ of analysis shall be used to evaluate:

a) conforjmity of products and services;

b) the degree of customer satisfaction;

c) the pefformance and effectiveness of the quality management system;
d) if planping has been implemented effectively;

e) the effectiveness of actions taken to address risks and opportunities;
f) the pefformance of external providers;

g) the negd for improvements to the quality management system.

NOTE Methods to analyse data can include statistical technigues.

The quality unit(s) shall ensure that quality criticdl) deviations are investigated, resolved| and
documented.

The organization shall establish and maintain®decumented procedures, including requirements for
the analysis| of data, to identify existing or peteritial causes of nonconforming product or other qyality
problems.

9.1.3.2 Inpestigation of O0S results

Any out-of-gpecification (00S) result shall be investigated according to a documented procedur¢ and
the outcomq recorded (see 7.5:3Y.

9.1.3.3 Injcoming inspection and testing

Requiremerfts shall'be’ established and maintained for all materials used. Incoming materials shgll be
inspected oy othépwise verified as conforming to specified requirements.

9.1.3.4 In-process controis

9.1.3.4.1 The organization shall, as required by documented procedures, inspect and test the product
during processing.

9.1.3.4.2 Sampling procedures shall be defined to ensure that samples are representative of the
process being assessed. Samples shall not be returned to the production area if removed to a separate
testing location.

9.1.3.4.3 Additional in-process controls shall be carried out after an equipment breakdown or an
unscheduled interruption which stops the process.
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9.1.3.5 Batch release

The organization shall implement an approval process for the batch release of products from the
organization.

NOTE1 Shipment prior to batch release can occur in accordance with a customer agreement.

If final inspection is a requirement, it shall be completed prior to batch release. Sampling procedures
shall be defined to ensure that samples are representative of the batch being assessed. Samples shall
not be returned to the production area if removed to a separate testing location.

A review of batch documentation shall be performed in order to release the batch.

NOTE 2  Final inspection might not include all specification parameters on basis of the contrdl system and
contrjol strategy.

9.1.3.6 Retained samples

Retajned samples shall be taken in accordance with the organization's and/or'customer’s requirements.

9.1.3.7 Process data

Wheh required by the customer or their representative, production and control data related to the
product (excluding the organization's confidential intellectyal™property) shall be made gvailable for
veriffcation that the production process, in-process and final control and test equipment meet the
requjrements.
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9.2 Internal audit

IS0 9001:2015, Quality management systems — Requirements

9.2 Internal audit

9.2.1 The organization shall conduct internal audits at planned intervals to provide information on
whether the quality management system:

a) conforms to:

1) the organization's own requirements for its quality management system;
2) the requirements of this International Standard;

b) is effe¢tively implemented and maintained.

9.2.2 The organization shall:

a) plan,establish,implementand maintain an audit programme(s) includingthe frequency, meth¢ds,
responsibilities, planning requirements and reporting, which shall take into consideration|the
importance of the processes concerned, changes affecting the organization, and the results of
previogus audits;

b) define|the audit criteria and scope for each audit;
c) select puditors and conduct audits to ensure objectivity@nd the impartiality of the audit procgss;
d) ensurg that the results of the audits are reported to relevant management;
e) take appropriate correction and corrective actipns without undue delay;

f) retain{documented information as evidence of the implementation of the audit programme and
the auglit results.

NOTE $ee ISO 19011 for guidance.

9.3 Mandgement review

9.3.1 General

IS0 9001:2015, Quality management systems — Requirements

9.3 Manjgement review
9.3.1 General

Top management shall review the organization's quality management system, at planned intervals, to
ensure its continuing suitability, adequacy, effectiveness and alignment with the strategic direction
of the organization.
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9.3.2 Management review inputs

IS0 9001:2015, Quality management systems — Requirements

9.3.2 Management review inputs

The management review shall be planned and carried out taking into consideration:
a) the status of actions from previous management reviews;

b) changes in external and internal issues that are relevant to the quality management system;

¢) |information on the performance and effectiveness of the quality management systénj, including
trends in:

1) customer satisfaction and feedback from relevant interested parties;
2) the extent to which quality objectives have been met;

3) process performance and conformity of products and services;

4) nonconformities and corrective actions;

5) monitoring and measurement results;

6) auditresults;

7) the performance of external providers;

d) [the adequacy of resources;

e) |the effectiveness of actions taken to address risks and opportunities (see 6.1);

f) |opportunities for improvement.

g) effectiveness of training.

9.3.3 Management review outputs

1S0 9001:2015, Quality management systems — Requirements
9.3{3 Managemeéntreview outputs
Th¢ outputsefithe management review shall include decisions and actions related to:

a) |oppartunities for improvement;

b) [any need for changes to the quality management system;

c) resource needs;

d) training needs.

The organization shall retain documented information as evidence of the results of management
reviews.

© IS0 2017 - All rights reserved 49


https://standardsiso.com/api/?name=9233ab6cd53de1a3cf3fd2161bd8b66b

ISO 15378:2017(E)

10 Improvement

10.1 General

IS0 9001:2015, Quality management systems — Requirements
10 Improvement
10.1 General

The organjzation shall determine and select opportunities for improvement and implement any
necessary pctions to meet customer requirements and enhance customer satisfaction.

These shall include:

a) improYing products and services to meet requirements as well as to address future needs and
expectations;

b) corredting, preventing or reducing undesired effects;
c) improying the performance and effectiveness of the quality management'system.

NOTE Examples of improvement can include correction, corrective™aetion, continual improvement,
breakthrough change, innovation and re-organization.

10.2 Noncpnformity and corrective action

IS0 9001:2015, Quality management systems — Regilirements

10.2 Nonfonformity and corrective action

10.2.1 WHhen a nonconformity occurs, includihg any arising from complaints, the organization shall:
a) react tjo the nonconformity and, as applicable:
1) take action to control and(correct it;
2) ddal with the consequences;

b) evalugte the need for-action to eliminate the cause(s) of the nonconformity, in order that it does
not regur or occurelséwhere, by:

1) repiewing.and analysing the nonconformity;

2) ddtermining the causes of the nonconformity;

3) defermining 1f similar nonconformities exist, or could potentially occur,
c) implementany action needed;
d) review the effectiveness of any corrective action taken;
e) update risks and opportunities determined during planning, if necessary;
f) make changes to the quality management system, if necessary.

Corrective actions shall be appropriate to the effects of the nonconformities encountered.

NOTE For additional GMP requirements, see 10.2.3.
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10.2.2 The organization shall retain documented information as evidence of:

a)

b) the results of any corrective action.

the nature of the nonconformities and any subsequent actions taken;

10.2.3 The following additional GMP-related requirements apply to nonconformity and corrective action.

a) Nonconforming material or products shall be quarantined pending determination of corrective or

b)

f)

g)

h)

10.3 Continual improyenient

other actions. When considering correction via rework or reconditioning, a risk assess
dverse effect of the reworking on the products shall be performed and recorded (see 45

his is a specified requirement.

arried out under the same conditions.

ny proposal to release nonconforming product shall be via a documented concession|
y the customer.

ollowing rejection, primary packaging materials shall Be disposed of or destroyed in
ith a documented procedure.

he organization shall establish and maintain doc@mented procedures for the analys

he organization shall investigate all customer complaints in a timely manner and c

plemented as soon as practical and ‘to an agreed timetable; records of investigat]
aintained (see 7.5.3).

[ustomer complaints not followed by corrective and/or preventive action shall be justif
fecorded (see 7.5.3).

ment of any
3 and 8.5.1).

ework and/or reconditioning shall be in accordance with a documented procedure that has been
pproved by the quality unit(s). The rework procedure shall be agreed with-the’custpmer, where

f primary packaging material has been produced under cleanroom conditions, any rework shall be

authorized

accordance

s of data, to

identify existing or potential causes of nonconforming product or other quality problems.

bmmunicate

identified corrective action to all production and production-related sites. Action|(s) shall be

ion shall be

ied and also

1S0 9001:2015, Quality management systems — Requirements
10.

Thd organization shall continually improve the suitability, adequacy and effectiveness of
mahagément system.

Th
management review, to determine if there are needs or opportunities that shall be addressed as part
of continual improvement.

B Continualimprovement

the quality

] Lol ) L1 1o c leras 1 Loos: q a1 4 f
O gantzation—Sirar Constaer—tire—restrts—or atrary sts—anta—evartatio,—aira—tne uuLputS rom

Changes proposed as part of continual improvement shall be subject to risk management.
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Annex A
(informative)

Clarification of new structure, terminology and concepts

IS0 9001:2015, Quality management systems — Requirements

A.1 Struc

The clause
Internationsd
to improve 4

There is no
to the docur

The structu
model for d
of documen
users if it rd
other purpo

There is no
Internationd
to use term
than “docur
Table A1 s

Standard and the previous,edition.

Table A

Annex A

(informative)

Clarification of new structure, terminology and concepts

'ture and terminology

structure (i.e. clause sequence) and some of the terminology of this edition of

1lignment with other management systems standards.

requirement in this International Standard for its structure and terminology to be ap
hented information of an organization's quality.:management system.

cumenting an organization's policies, objectives and processes. The structure and co
fed information related to a quality management system can often be more relevant
lates to both the processes operated:by the organization and information maintaine
ses.

Fequirement for the terms used by an organization to be replaced by the terms used if
11 Standard to specify quality management system requirements. Organizations can ch
5 which suit their operations (e.g. using “records”, “documentation” or “protocols” r
hented information”;(or “supplier”, “partner” or “vendor” rather than “external provig
hows the major_differences in terminology between this edition of this Internat]

1 — Majondifferences in terminology between ISO 9001:2008 and ISO 9001:201

this

11 Standard, in comparison with the previous edition (1S@9001:2008), have been changed

plied

e of clauses is intended to provide a coherent presentation of requirements, rather than a

htent
ro its
d for

1 this
oose
hther
ler”).
jonal

1SO0 9001:2008 IS0 9001:2015

Products

Products and services

Exclusions

Notused

(See Clause A.5 for clarification of applicability)

Management representative

Not used

(Similar responsibilities and authorities are assigned but
no requirement for a single management representative)

Documentation, quality manual, documented proce-|Documented information

dures, records

Work environment Environment for the operation of processes

Monitoring and measuring equipment Monitoring and measuring resources

Purchased product Externally provided products and services

Supplier External provider
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A.2 Products and services

IS0 9001:2008 used the term “product” to include all output categories. This edition of this International
Standard uses “products and services”. “Products and services” include all output categories (hardware,
services, software and processed materials).

The specific inclusion of “services” is intended to highlight the differences between products and
services in the application of some requirements. The characteristic of services is that at least part of
the output is realized at the interface with the customer. This means, for example, that conformity to
requirements cannot necessarily be confirmed before service delivery.

an o
meet
satis

Ther

fort
qualj

A4

The

eg.t
requ
plan
qualj
infor

One
this
conc
man

¢mers, or are supplied to them by external providers, include both products and\g

partlles where it has decided that those parties are'not relevant to its quality management

iple, a tangible or intangible product can have some associated service or a seryice ca
Fiated tangible or intangible product.

Understanding the needs and expectations of interested parties

ause 4.2 specifies requirements for the organization to deternfine the interested
elevant to the quality management system and the requirements of those interes
bver, 4.2 does not imply extension of quality management system requirements beyo

rganization needs to demonstrate its ability to consistently provide products and s
customer and applicable statutory and regulatory reguirements, and aims to enhan
faction.

e is no requirement in this International Standard for the organization to conside

e organization to decide if a particular requirement of a relevant interested party is r¢
ty management system.

Risk-based thinking

oncept of risk-based thinking has been implicit in previous editions of this Internation|
hrough requirements for-planning, review and improvement. This International Stand4
rements for the organization to understand its context (see 4.1) and determine risks g
ning (see 6.1). Thiscepresents the application of risk-based thinking to planning and in
ty management system processes (see 4.4) and will assist in determining the extent of
mation.

bf the key~purposes of a quality management system is to act as a preventive tool. C
[nternational Standard does not have a separate clause or subclause on preventive
ept of\preventive action is expressed through the use of risk-based thinking in formulg
hgenient system requirements.

5 provide to
ervices. For
h have some

parties that
ted parties.
the scope

d
is International Standard. As stated in the scope, this International Standard is appliltable where

ervices that
Cce customer

I interested
system. [t is
levant to its

al Standard,
ird specifies
s a basis for
plementing
Hocumented

nsequently,
action. The
iting quality

The risk-based thinking applied in this International Standard has enabled some reduction in
prescriptive requirements and their replacement by performance-based requirements. There is greater
flexibility than in ISO 9001:2008 in the requirements for processes, documented information and
organizational responsibilities.

Although 6.1 specifies that the organization shall plan actions to address risks, there is no requirement
for formal methods for risk management or a documented risk management process. Organizations can
decide whether or not to develop a more extensive risk management methodology than is required by
this International Standard, e.g. through the application of other guidance or standards.

Not all the processes of a quality management system represent the same level of risk in terms of the
organization's ability to meet its objectives, and the effects of uncertainty are not the same for all
organizations. Under the requirements of 6.1, the organization is responsible for its application of risk-
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based thinking and the actions it takes to address risk, including whether or not to retain documented
information as evidence of its determination of risks.

A.5 Applicability

This International Standard does not refer to “exclusions” in relation to the applicability of its
requirements to the organization's quality management system. However, an organization can review
the applicability of requirements due to the size or complexity of the organization, the management
model it adopts, the range of the organization's activities and the nature of the risks and opportunities

it encounters.

The requirg

organization can decide that a requirement cannot be applied to any of the processes withinthe

of its quality
if its decisio

A.6 Docu

As part of th
information|
text elsewh
“documente

Where 1SO
“quality ma
“maintain d

Where ISO

of conformity with requirements, this is now expressed as a requirement to “retain documsg

information|
be retained,

A requirem

e.g. to retair

Where this
(e.g. in 4.1:
internal iss
the organiz
information

A.7 Orga
In 7.1.6, thi

ments for applicability are addressed in 4.3, which defines conditions under whig

management system. The organization can only decide that a requirement is notappli
i will not result in failure to achieve conformity of products and services.

mented information

le alignment with other management system standards, a commonh clause on “documg
" has been adopted without significant change or addition,(seé 7.5). Where approp
bre in this International Standard has been aligned withyits requirements. Consequ
d information” is used for all document requirements.

9001:2008 used specific terminology such as “doéuent” or “documented procedy
hual” or “quality plan”, this edition of this International Standard defines requiremer
bcumented information”.

9001:2008 used the term “records” to denote documents needed to provide evig

. The organization is responsible for,determining what documented information nee
the period of time for which it is toGe retained and the media to be used for its retent

| previous versions of it,

“The organization shall monitor and review the information about these externa
les”), there is noe.réquirement that this information is to be documented. In such situat
htion can deCidé whether or not it is necessary or appropriate to maintain documg

|nizational knowledge

ent to “maintain” documented information does not exclude the possibility that
organization might also need to “retain”\that same documented information for a particular pur

h an
cope
rable

nted
riate,
ently,

ires”,
ts to

ence
nted
ds to
on.

the
bose,

International Standapd refers to “information” rather than “documented information”

and
ions,
nted

s International Standard addresses the need to determine and manage the know

edge

maintained by the organization, to ensure the operation of its processes and that it can achieve
conformity of products and services.

Requirements regarding organizational knowledge were introduced for the purpose of:

a) safeguarding the organization from loss of knowledge, e.g.
— through staff turnover;
— failure to capture and share information;
b) encouraging the organization to acquire knowledge, e.g.
— learning from experience;
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— mentoring;

— benchmarking.

A.8 Control of externally provided processes, products and services

All forms of externally provided processes, products and services are addressed in 8.4, e.g. whether
through:

a) purchasing from a supplier;

b) 4narrangement with an associate company;
c) outsourcing processes to an external provider.

Outspurcing always has the essential characteristic of a service, since it will haté-at least|one activity
necegsarily performed at the interface between the provider and the organization.

The ¢ontrols required for external provision can vary widely depending gfythe nature of the processes,
prog[;cts and services. The organization can apply risk-based thinkingte-determine the type and extent

of controls appropriate to particular external providers and externally provided processgs, products
and gervices.
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Annex B
(informative)

Other International Standards on quality management and quality

management systems developed by ISO/TC 176

IS0 9001:2
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et oY

supporting
guidance fo1

The International Standards described in this annex have been deyeloped by ISO/TC 176 to privide

contained ip the documents listed in this annex do not add#o, or modify, the requirements of

Internationa

Table B.1 sh
Standard.
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Annex B

(informative)

Other International Standards on quality management and quality
management systems developed by ISO/TC 176

organizations that choose to progress beyond its reguirements. Guidance or require

] Standard.

bws the relationship between these standards and the relevant clauses of this Internat

does not include reference to the Sector-specific quality management system stand

tional Standard is one of the-three core standards developed by ISO/TC 176.

0 Quality management. systems — Fundamentals and vocabulary provides an essg
und for the proper(understanding and implementation of this International Stan
lity management principles are described in detail in ISO 9000 and have been taken
ration during the’/development of this International Standard. These principles ar
ments in themselves, but they form the foundation of the requirements specified by
fional Standatrd. ISO 9000 also defines the terms, definitions and concepts used in
fional Standard.

1 (this International Standard) specifies requirements aimed primarily at giving config

in the

information for organizations that apply this Intetnational Standard, and to pr¢vide

ents
this

ional

ards

ntial
Hard.
into
e not
this
this

ence

roducts and services provided by an organization and thereby enhancing cust

pmer

satisfaction. Its proper implementation can also be expected to bring other organizational benefits,
such as improved internal communication, better understanding and control of the organization's

process

es.

— IS0 9004 Managing for the sustained success of an organization — A quality management approach
provides guidance for organizations that choose to progress beyond the requirements of this
International Standard, to address a broader range of topics that can lead to improvement of the
organization's overall performance. [SO 9004 includes guidance on a self-assessment methodology
for an organization to be able to evaluate the level of maturity of its quality management system.
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The International Standards outlined below can provide assistance to organizations when they are
establishing or seeking to improve their quality management systems, their processes or their activities.

ISO 10001 Quality management — Customer satisfaction — Guidelines for codes of conduct for
organizations provides guidance to an organization in determining that its customer satisfaction
provisions meet customer needs and expectations. Its use can enhance customer confidence in an
organization and improve customer understanding of what to expect from an organization, thereby
reducing the likelihood of misunderstandings and complaints.

[SO 10002 Quality management — Customer satisfaction — Guidelines for complaints handling

in organizations provides guidance on the process of handling complaints by recognizing and

Il OS—arrd v, aclo O OTITprarita ali1d OTvVTIITZ allry COTIIpTa

SO 10002 provides an open, effective and easy-to-use complaints prcess, including
people. It also provides guidance for small businesses.

[SO 10003 Quality management — Customer satisfaction — Guidelines for dispute resolu
fo organizations provides guidance for effective and efficient external ‘dispute re
product-related complaints. Dispute resolution gives an avenue of reédress when o1
do not remedy a complaint internally. Most complaints can be resolyed successfully
¢rganization, without adversarial procedures.

SO 10004 Quality management — Customer satisfaction — Guidelines for monitoring an

ats received.

r training of

fion external
solution for
'ganizations
¥ within the

d measuring

provides guidelines for actions to enhance customer satisfaction and to determine oppojrtunities for

provement of products, processes and attributes that are'valued by customers. Such
jtrengthen customer loyalty and help retain customers:

[SO 10005 Quality management systems — Guidélines for quality plans provides g
¢stablishing and using quality plans as a means*of relating requirements of the procg
project or contract, to work methods and practices that support product realization
¢stablishing a quality plan are increased confidence that requirements will be met, th
dre in control and the motivation that this can give to those involved.

SO 10006 Quality management systéms — Guidelines for quality management in projects
jo projects from the small to large, from simple to complex, from an individual project t
¢of a portfolio of projects. ISO{0006 is to be used by personnel managing projects and
¢nsure that their organization is applying the practices contained in the ISO quality 1
jystem standards.

SO 10007 Quality asmanagement systems — Guidelines for configuration management
¢rganizations applying configuration management for the technical and administrati
over the life cyole of a product. Configuration management can be used to meet
identificationdand traceability requirements specified in this International Standard.

[SO 10008’ Quality management — Customer satisfaction — Guidelines for business-
electronic commerce transactions gives guidance on how organizations can implement
and. efficient business-to-consumer electronic commerce transaction (B2C ECT) 9§

actions can

ruidance on
ss, product,

Benefits of
ht processes

s applicable
0 being part
who need to
nanagement

is to assist
ve direction
the product

fo-consumer
an effective
ystem, and

)

of organizations to satisfy consumers and help reduce complaints and disputes.

e the ability

ISO 10012 Measurement management systems — Requirements for measurement processes and
measuring equipment provides guidance for the management of measurement processes and
metrological confirmation of measuring equipment used to support and demonstrate compliance
with metrological requirements.ISO 10012 provides quality management criteria forameasurement
management system to ensure metrological requirements are met.

[SO/TR 10013 Guidelines for quality management system documentation provides guidelines for the
development and maintenance of the documentation necessary for a quality management system.
ISO/TR 10013 can be used to document management systems other than those of the ISO quality
management system standards, e.g. environmental management systems and safety management
systems.
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IS0 10014 Quality management — Guidelines for realizing financial and economic benefitsis addressed

to top management. It provides guidelines for realizing financial and economic benefits through the
application of quality management principles. It facilitates application of management principles
and selection of methods and tools that enable the sustainable success of an organization.

ISO 10015 Quality management — Guidelines for training provides guidelines to assist organizations

in addressing issues related to training. ISO 10015 can be applied whenever guidance is required
to interpret references to “education” and “training” within the ISO quality management system

standar

which fe
even u

to assis
process

ISO 10
guidelir]
depend
integrat
skills, b

[SO 100
provide]

serviceg.

system
consult

ISO 190
audit p
onthec

ds. Any reference to “training” includes all types of education and training.

der conditions of apparent stablllty Statlstlcal techmques allow better use of avallable
L in decision making, and thereby help to continually improve the quality of préduct
es to achieve customer satisfaction.

18 Quality management — Guidelines on people involvement and competence pro
es which influence people involvement and competence. A quality management sy
5 on the involvement of competent people and the way that théy)are introduced
ed into the organization. It is critical to determine, develop and 'eValuate the knowl
ehaviour and work environment required.

19 Guidelines for the selection of quality management system eonsultants and use of their ser
s guidance for the selection of quality management systém consultants and the use of
It gives guidance on the process for evaluating the cempetence of a quality manage
consultant and provides confidence that the organization's needs and expectations fg
hint's services will be met.

11 Guidelines for auditing management systems:provides guidance on the management
ogramme, on the planning and conducting of an audit of a management system, as w

ISO/TR 10017 Guldance on Statlstlcal techmquesfor ISO 9001 2000 explams statlstlcal technlques

asses,
data
b and

rides
stem

and
bdge,

vices
their
ment
r the

of an
bl as

pmpetence and evaluation of an auditor@nd an audit team. ISO 19011 is intended to apply to

auditor$, organizations implementing management systems, and organizations needing to conduct
audits df management systems.
Table B.1 — Relationship between ether International Standards on quality management and
quality management systemis and the clauses of this International Standard
Other Clause in this International Standard
I“;‘:;‘I‘:jg:gal 4 5 6 7 8 9 14
IS0 9000 All All All All All All All
ISO 9004 All All All All All All All
[SO 10001 8.2.2,85.1 |9.1.2
[SO 10002 8.2.1 9.1.2 10.21
[SO 10003 91.2
ISO 10004 9.1.2,9.1.3
ISO 10005 5.3 6.1,6.2 All All 9.1 10.2
ISO 10006 All All All All All All All
[SO 10007 8.5.2
ISO 10008 All All All All All All All
[SO 10012 71.5
ISO/TR 10013 7.5
[SO 10014 All All All All All All All
ISO 10015 72
ISO/TR 10017 6.1 71.5 9.1
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Table B.1 (continued)

the other International Standard.

Other Clause in this International Standard
International o | 7 | s 10
IS0 10018 All All All All All All All
ISO 10019 8.4
[SO 19011 9.2
NOTE “All” indicates that all the subclauses in the specific clause of this International Standard are related to
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Annex C
(normative)
GMP requirements for printed primary packaging materials

C.1 Artwork/origination and print impression media

C.1.1 Gen

C.1.1.1 An
that enableg

c112 Al
a)
b)
‘)
d)

clearly {
producy
verified

stored i

C.1.2 Mafched plates/cylinders

Where mor
ensuring th
generic desi
identified a

C.1.3 Cop

Where a de
copy/design
plate(s)/cyli
shall be sub

C.1.4 Ver

C1.4.1 G¢g

eral

twork/origination files shall be named and stored according to a documefited procq
them to be readily identified, issue controlled and traceable.

print impression media shall be
ind uniquely identified such that it is traceable to the origination'material,
d from, and traceable to, the master origination materialheld by the customer,

against the customer approved hard copy or electronicdata and recorded (see 7.5.3),

n a secure area with a defined system for authorized issue and return to store.

e than one printing plate/cylinder is nequired, there shall be a documented syster]
it all plates/cylinders within the setiare used. Where a set of plates/cylinders contain|
n for several jobs, each individual'plate/cylinder within the set shall be clearly, uni
d documented.

y/design change

5ign requires several plates/cylinders and some of them are to be replaced becausg
change, there shall'be¢’a documented procedure to allow for the replacement of the affg

ect to a procedure that allows re-identification.

fication

neral

dure

hnd

n for
s the
quely

of a
pcted

nder(s) and the ¥etention of the other media within the set. The original plates/cylinders

Verification of the design on print impression media shall be carried out during the printing machine

make-ready

and before the approval to run the product is given.

C.1.4.2 Quarantine and destruction

The organiz

a)

ation shall have

revision, are subject to formal quarantine, and

b)

a documented procedure which ensures that origination and print media, for a design undergoing

a documented system detailing the method for disposal of the unwanted origination and print

impression media; such items shall be rendered unusable and disposed of in a controlled and
secure manner.
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C.2 Print and conversion processes
C.2.1 Print machine set-up (make-ready)
C.2.1.1 Initial print make-ready shall be performed using unprinted components or material.

C.2.1.2 Make-ready for subsequent processes may use material from the initial print process of the
same batch.

C.2.1.3 _Initial make-ready material mayv be reused during the make-ready process in order to achieve

corrgct colour.

C.2.1.4 Material used for make-ready shall be segregated and then disposed of as.production waste.

C.2.2 Changeover systems

Changeover systems that are designed to reduce make-ready time (e.g. automated plate¢ changing),
and which do not permit a total line clearance, shall be subject tona’documented risk|assessment
and pperated with controls to ensure product security. All print media from the previdus job shall
be r¢moved from the line prior to formal approval of the print@un being given. All contyols shall be
recorded (see 7.5.3).

C.2.3 Retained samples

C.2.3.1 All in-process printed samples which are-to be retained shall be clearly idé¢ntified and
securely stored.

C.2.3.2 Samples used for other purposes*(e/g. administration/sales) shall be voided if they leave the
control of the organization.

C.2.4 Replacement print media

C.2.4.1 Duringa productiorrtun, if replacement plates are made from an existing fixed appfoved source
(e.g. negatives, or using computer-to-plate technology from an existing stepped image), the job may be
continued after a new “first’off” check has been carried out.

C.2.4.2 During a production run, if plates are created from a new source (e.g. re-stepping a “one-
up” image), thetexisting job shall be lifted; the replacement plates shall be treated as new|origination.
Subspquent production shall be treated as a new batch. The introduction of all replacement|print media

shallfbe recorded (see 7.5.3).

C.2.5

Gang printing
Gang printing (the process of printing more than one design on a substrate at one production run) is
recognized and classified as an acute contributory risk relating to admixtures. Therefore this shall only

be permitted in agreement with the customer and on completion of a documented risk assessment to
evaluate and mitigate the risk of cross-contamination (see 8.2.1).

C.2.6 Batched production and stock holding
C.2.6.1 Batched production and holding of product in stock shall only be practised if contractually agreed.

C.2.6.2 The organization shall control the storage to ensure security and integrity of the product and
maintain its traceability back to manufacture and the materials used.
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