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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

elect

rotechnical standardization.

The
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ibed in the ISO/IEC Directives, Part 1. In particular the different approval criteria rie
rent types of ISO documents should be noted. This document was drafted in accorda
rial rules of the ISO/IEC Directives, Part 2 (see www.iso.org/directives).
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it rights. ISO shall not be held responsible for identifying any or all such-patent right
atent rights identified during the development of the document will be in the Introdu
e ISO list of patent declarations received (see www.iso.org/patents);

frade name used in this document is information given for the-éonvenience of users 4
[itute an endorsement.

hn explanation on the meaning of ISO specific termis and expressions related to
sment, as well as information about ISO’s adherence to the WTO principles in tH
ers to Trade (TBT) see the following URL: Forewdrd - Supplementary information

rfommittee responsible for this document is [SQ/TC 76, Transfusion, infusion and injectiq
bssing equipment for medical and pharmaceutical use.

third edition cancels and replaces“the second edition (ISO 15378:2011), whic
hically revised to

5. Details of
ction and/or

nd does not
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e Technical

n, and blood
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— include requirements on risk management and replace the former guidance on risk mamagement by

1

— ¢
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q

eferences to relevant standards and guidelines,

bxtensively revise the guidance on verification, qualification and validation requi

primary packaging materials, and

imend the requirements on infrastructure, work environment, maintenance and cleani
ustomer comimunication, control of production and service provision and batch releag

rements for

ng activities,
e.
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ction

This International Standard 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 Interna
the normatiy

The followin
Those cl

Texts in

GMP terms d

e text of ISO 9001:2008.

[ are the conventions for the layout of this International Standard.

italics contain additional relevant GMP information regarding primagypackaging materi

nd definitions are included in Clause 3. If listed, the source is referred to in brackets.

tional Standard is an application standard for primary packaging materials, which_con

uses or subclauses that are quoted directly and unchanged from 1SO 9001:2008 are in boxed

tains

text.

nls.

ISO 9001:2
0.1 Gener

The adoptig
design and

a)

its orga

b) itsvary
c) its parti

e) the prod
f) itssize 4

It is not the
agement sy

The quality
mentary to
or clarifyin

This Intern
to assess th

008, Quality management systems — Requirements
1

n of a quality management system should be a strategic decision of an organization,
mplementation of an organization’s quality management system is influenced by

nizational environment, changes in that enyironment, and the risks associated with

environment,

ng needs,

cular objectives,

d) the prodlucts it provides,

esses it employs,

nd organizational structure.

stems or uniformity of documentation.

management-system requirements specified in this International Standard are co
requirements for products. Information marked “NOTE” is for guidance in understa
b the asSoeiated requirement.

htiohal Standard can be used by internal and external parties, including certification bo

intent of this International Standard to imply uniformity in the structure of quality fan-

ing

The

that

dies,

b ‘ofganization’s ability to meet customer, statutory and regulatory requirements applig

able

to the product, and the organization’s own requirements.

The quality management principles stated in ISO 9000 and ISO 9004 have been taken into consideration
during the development of this International Standard.

A key objective of this International Standard is to define harmonized primary packaging material
requirements. It includes some particular requirements for primary packaging materials, which are derived
from Good Manufacturing Practices for the production, control, etc. of medicinal products.

Vi
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Process approach

IS0 9001:2008, Quality management systems — Requirements
0.2 Process approach

This International Standard promotes the adoption of a process approach when developing, implementing
and improving the effectiveness of a quality management system, to enhance customer satisfaction by
meeting customer requirements.

For an organization to function effectively, it has to determine and manage numerous linked activities.
nd m

The
inte)
to af

Ana
indiy
Whe
a)
b)
c)
d)

The
link

U
t
a

¢

tion
The
shoy

NOT]
cess

reqy
Do:
Cheq

Act:

An activity or set of activities using resources, a

Plan:

the product andreport the results.

to the next.

application of a system of processes within an organization, together with theidenti
ractions of these processes, and their management to produce the desired outépme, can
the “process approach”.

dvantage of the process approach is the ongoing control that it provides ovet'the linkage |
Fidual processes within the system of processes, as well as over their.combination and

n used within a quality management system, such an approach emphasizes the import
nderstanding and meeting requirements,

he need to consider processes in terms of added value,

btaining results of process performance and effectiveness, and
ontinual improvement of processes based on objeétive measurement.

model of a process-based quality management system shown in Figure 1 illustrates

relating to customer perception as to whether the organization has met the customer re
model shown in Figure 1 covers all¢the requirements of this International Standard, i
V processes at a detailed level.

E In addition, the methodolegy known as “Plan-Do-Check-Act” (PDCA) can be applie
es. PDCA can be briefly deseribed as follows.

establish the objectives’and processes necessary to deliver results in accordance wit
irements and the organization’s policies.

implement the processes.

k: monitor@hd measure processes and product against policies, objectives and requi

take actions to continually improve process performance

anaged in order to enable the transformation of

hges presented in Clauses 4 to 8. This illustfation shows that customers play a signifijcant role in
defining requirements as inputs. Monitoring of customer satisfaction requires the evaluation

y forms the

Fication and
be referred

between the

interaction.

ance of

the process

of informa-
uirements.
ut does not

d to all pro-

h customer

rements for
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Continual improvement of
the quality management system

Key

— i [—

Relationshi

Management
Y - responsibility
f Customers
Customers
Resource Measurement, .
analysis and — — — — = Satisfaction
management im rf)vement
(
% @Z i
Input Prod Output
Requirements roduct Product P
q @

value-adding activities

information flow
Figure 1 — Model of a process-based quality management system

p with ISO 9004

IS0 9001:2
0.3 Relati

plement eag

ISO 9001 sp
cation by o]
of the quali

Atthe time
of ISO 9004
in a comple

ISO 9001 and ISO 9004 are quality management system standards which have been designed to

008, Quality management systems — Requirements
bnship with ISO 9004

h other, but can alse'bé used independently.

ecifies requirements for a quality management system that can be used for internal a
ganizations,er.for certification, or for contractual purposes. It focuses on the effective
'y management system in meeting customer requirements.

bf publication of this International Standard, ISO 9004 is under revision. The revised ed
will previde guidance to management for achieving sustained success for any organizz
X, demanding, and ever changing, environment. ISO 9004 provides a wider focus on qu

rom-

ppli-
ness

tion
tion
ality

++han ICN AONNT- 3+ s ddrnccnc tha noondc and nvinotatrione AfF SNl st nrnctnd nodinge o d

their

managemer

TTIIaTr oo UUT, Tt atUuTr CoSCo T TIC T O sSant CA P TTTatIUTTS UT At iircCT ot O par oIS s ottty

satisfaction, by the systematic and continual improvement of the organization’s performance. However,
itis not intended for certification, regulatory or contractual use.

viii
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Compatibility with other management systems

This International Standard incorporates the requirements of ISO 9001:2008 and, additionally, particular
requirements for primary packaging materials, which are derived and adapted, as appropriate, from Good
Manufacturing Practices for the production and control of medicinal products.

IS0 9001:2008, Quality management systems — Requirements
0.4 Compatibility with other management systems

During the development of this International Standard, due consideration was given to the provisions of
[SO 14001:2004 to enhance the compatibility of the two standards for the benefit of the user community.
Anngx A'shows the correspondence between [SO 9001:2008 and [SO 14001:2004.

ThigInternational Standard does not include requirements specific to other managementsyjstems, such
as those particular to environmental management, occupational health and safety manhagement, financial
manjpgement or risk management. However, this International Standard enables an 0rganizafion to align
or irfftegrate its own quality management system with related management system requir¢ments. It is
posdible for an organization to adapt its existing management system(s) in order to establish a quality
manjagement system that complies with the requirements of this International Standard.

NOTH IS0 9001:2008, Annex A is not included in this International Standard.

© 1S0 2015 - All rights reserved ix
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INTERNATIONAL STANDARD

ISO 15378:2015(E)

Primary packaging materials for medicinal products —
Particular requirements for the application of ISO
9001:2008, with reference to Good Manufacturing
Practice (GMP)

1 9

1.1

This
need
consi

appli
In tH
is qu
Justif

fcope

General

International Standard specifies requirements for a quality management systém where an
b to demonstrate its ability to provide primary packaging materials for.medicinal pro
stently meet customer requirements, including regulatory requirementsyand Internation
cable to primary packaging materials.

is International Standard, the term “if appropriate” is used $everal times. When a
alified by this phrase, it is deemed to be “appropriate” uniéss the organization can
ication otherwise.

brganization
ducts, which
nl Standards

requirement
document a

ISO
1.1

This|
izati

D001:2008, Quality management systems — Requirements
General

International Standard specifies requirements for a quality management system whet
on

a) nleeds to demonstrate its ability to consistently provide product that meets customer an

e an organ-

d applicable

statfitory and regulatory requirements,@nd

b) aims to enhance customer satisfaction through the effective application of the systemn, including
prodesses for continual improvemerit of the system and the assurance of conformity to customer and
appliicable statutory and regulatory requirements.

NOTE 1 In this Internatienal’Standard, the term “product” only applies to

a) product intended for_or required by, a customer,

b) 4dny intended oGtput resulting from the product realization processes.

NOT[E 2 Statutory and regulatory requirements can be expressed as legal requirements.

© IS0 2015 - All rights reserved 1
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1.2 Application

This International Standard is an application standard for the design, manufacture and supply of primary
packaging materials for medicinal products. It is also applicable for certification purposes.

IS0 9001:2008, Quality management systems — Requirements
1.2 Application

All requirements of this International Standard are generic and are intended to be applicable to all
organizations, regardless of type, size and product provided.

fan

Where exclusions are made, claims of conformity to this International Standard are not-aeceptable
unless thesg exclusions are limited to requirements within Clause 7, and such exclusions)de not affect
the organizption’s ability, or responsibility, to provide product that meets customer and.applicable stat-
utory and regulatory requirements.

2 Normative references

The followihg documents, in whole or in part, are normatively refereficed in this document angl are
indispensabfle for its application. For dated references, only the edition cited applies. For undated
references, the latest edition of the referenced document (including.ahy amendments) applies.

IS0 9001:2(008, Quality management systems — Requirements
2 Normatjve references

The following referenced documents are indispensable\for the application of this document. For diated
references, [only the edition cited applies. For undated references, the latest edition of the referepced
document (jncluding any amendments) applies.

[SO 9000:2005, Quality management systems—=<"Fundamentals and vocabulary

ISO 14698-1|, Cleanrooms and associated-controlled environments — Biocontamination control — Pqrt 1:
General pringiples and methods

ISO 14698-3, Cleanrooms and associated controlled environments — Biocontamination control — Pqrt 2:
Evaluation and interpretation ef biocontamination data

3 Terms and definitions

For the purploses ofthis document, the terms and definitions given in ISO 9000 and the following apply.

IS0 9001:2(008, Quality management systems — Requirements

3 Terms and definitions
For the purposes of this document, the terms and definitions given in ISO 9000 apply.

Throughout the text of this International Standard, wherever the term “product” occurs, it can also
mean “service”.

Additional terms and definitions used in this International Standard are specific to Good Manufacturing
Practices applicable to the manufacture of primary packaging materials for medicinal products.)

1) The systematic used for the grouping of the terms and definitions in this International Standard is based on that
used in ISO 9000.

2 © IS0 2015 - All rights reserved
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3.1 Terms relating to quality

3.1.1
customer complaint
information provided by a customer about deficiencies and/or nonconformities

Note 1 to entry: The information can be verbally communicated or written.

Note 2 to entry: The subject of a complaint can include primary packaging material (3.4.18.1) quality, quantity or
supply.

2 Le o) ) DY 4. 4
3- ICTTIIS TCIULINny Lo mmuituyciricric

3.2.1
Good Manufacturing Practice
GMP
qualjty control (3.2.2) and quality assurance applied in manufacturing (3.4.15)

Note [l to entry: to entry: For the definitions of quality control (3.2.2) and qualityyassurance, see ISP 9000:2005,
3.2.10 and 3.2.11.

Note |2 to entry: Requirements for Good Manufacturing Practice in the pharmaceutical industry are|specified in a
qualigy assurance standard. See Reference [32].

Note |3 to entry: Good Manufacturing Practice (GMP) for primary packaging material (3.4.18.1) requires, in
additfon to suitable provision of personnel, premises and equipnient, a quality management system|that includes
contrpls for incoming starting materials (3.4.28), manufacture, corresponding documentation, faqtory hygiene,
finallinspection (3.8.5), records of distribution, processing.of complaints and self-inspection.

Note |4 to entry: GMP and current Good Manufacturing Practice (cGMP) are equivalent. GMP guidelines are
continually updated to the ever-changing requirements of the state-of-the-art. This has resulted in the term cGMP
sometimes being used. The pharmaceutical industiyyexpects that organizations (3.3.1) take account of current GMP
withih their continual improvement programmes.

3.2.2
qualjty control
part pf quality management focuSed on fulfilling quality requirements

Note [l to entry: Quality controlincludes checking or testing that specifications (3.7.3) are met.

[SOURCE: 1SO 9000:2005,.3.2.10]

3.3 | Terms relating to organization

3.3.1

organization
groqgl of people and facilities with an arrangement of responsibilities, authorities and relationghips

Note 1 to entry: In this International Standard, the organization is the company manufacturing (3.4.15) the
primary packaging material (3.4.18.1).

[SOURCE: 1SO 9000:2005, 3.3.1 modified by adding note 1 to entry]

3.3.2
outsourcing
provision of all or part of a process by another organization (3.3.1)

Note 1 to entry: Qutsourcing is often referred to as subcontracting.

© IS0 2015 - All rights reserved 3


https://standardsiso.com/api/?name=ab94a1e12357dec61912c67c152b8c28

ISO 15378:2015(E)

3.3.3
quality unit
organizational unit which fulfils both quality assurance (QA) and quality control (QC) (3.2.2) 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 (3.3.1).

3.4 Terms relating to processes and product

3.4.1
air-lock

enclosed spd

Note 1 to ent
people or for

3.4.2
assembly
fitting toget

Note 1 to en
positioning o

ce to control air-flow

ry: The space typically has at least two interlocked doors between two or more rooms, used, eitf
joods, to control for different conditions, e.g. cleanliness, air-flow upon entering.

her of primary packaging materials (3.4.18.1) and/or components

ry: Examples can include pipette assemblies for filling, prepared compeonents of injection syste
needle shields on prefillable syringes.

er by

Ims or

3.4.3

cleanroom

room in whi¢h the concentration of airborne particles is controlled;;xand which is constructed and usedl in a
manner to minimize the introduction, generation, and retention(@f particles inside the room, and in Wwhich
other relevant parameters, e.g. temperature, humidity and pressure are controlled as necessary

[SOURCE: IS0 14644-1:1999, 2.1.1]

344

clean zone

dedicated spjace in which the concentration of @irborne particles is controlled, and which is constructegl and

used in a ma
which other

Note 1 to ent
[SOURCE: 1S

3.4.5
contaminat
introduction|

Note 1 to enf]
(bio- and end

nner to minimize the introduction, generation and retention of particles inside the zone, d
relevant parameters, e.g. temperature, humidity and pressure, are controlled as necessary)

Fy: This zone may be open orenclosed and may or may not be located within a cleanroom (3.4.3).

D 14644-1:1999, 2.12]

ion
of any unwanted material into the primary packaging material (3.4.18.1)

ry: A finished product (3.4.11) can be contaminated by physical (particulate), chemical or biol
btoxin burden) action.

nd in

bgical

Note 2 to entry: Contamination can occur e.g. during production (3.4.20), for packaging, storage and/or
distribution from contaminated air systems, personnel, sampling equipment, materials, premises or containers.

3.4.6

controlled area
controlled environment
area or environment constructed and operated to control the possible introduction of potential contaminants

3.4.7

cross-contamination

mix-up

contamination (3.4.5) of a material or of a product with another material or product

Note 1 to entry: Cross-contamination can also be referred to as admixture.

4

© ISO 2015 - All rights reserved
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Note 2 to entry: See Reference [31].

3.4.8

date of manufacture

date on which one of the first stages in the process of manufacture of the primary packaging material
(3.4.18.1), or the packaging, or the final release, occurs, and which can be subject to customer agreement

3.49
documented procedure
procedure that is established, documented, authorized, implemented and maintained

3.4.10
expiration date
expected suitable use limit

Note [L to entry: See also definition shelf-life (3.4.26).

Note |2 to entry: This is typically the period during which a primary packaging material (3.4.18.1) |s expected to
remaln suitable for use if stored under defined conditions and after which it should not be used.

3.4.11
finished product
primary packaging material (3.4.18.1) which has completed all stages of production (3.4.2()

3.4.12
hompgeneity
uniformity of characteristics and their values throughout a defined quantity of material

Note|l to entry: Homogeneity can include uniformity of materials or certain characteristics of matenfials of special
significance.

3.4.13
intenrmediate product
primary packaging material (3.4.18.1)Wwhich has completed some but not all production stages

Note [l to entry: An intermediate product needs further processing before it becomes a finished product (3.4.11).

3.4.14
line ¢learance
remdval (line purge) of everything associated with the prior production run

Note|1 to entry: Typicdlly, line clearance is done prior to a production run to prevent any errqr and cross-
contqmination (3.4.7)/ Typically, it is required that a production facility (line) and its associated working area
(3.4.31) are completely clear of all materials, waste, products, samples, documents, etc. used in|the previous
prodyction runbefore the introduction of materials, product samples, documents, etc. needed for the cgmmencement
of thd next production run.

3.4.15
man fubtul iuy
all operations including purchasing and receipt of materials to production (3.4.20), packaging, labelling,
quality control (3.2.2), release, storage, distribution of products and the related controls

3.4.16

medicinal product

any 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 [31].
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Note 3 to entry: Medicinal products can also be referred to as pharmaceutical or drug products, including clinical
trial products.

3.4.17
origination
artwork

all preparati

ve activities prior to print

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

3.4.18 Packaging materials

3.4.18.1
primary pa
materials us

medicinal product (3.4.16) and which will have direct contact with the medicinal product

3.4.18.2

secondary packaging materials

non-contact
outserts), ov

3.4.19
process aid.
material use

Note 1 to ent
final processi

EXAMPLE

3.4.20
production
processes re

Note 1 to en]
processing an

3.4.21
quality crit
parameter q

Note 1 to en
can be consid
consequences

3.4.22

rkaging materials
ed in pharmaceutical packaging which will contain, seal or be used for dose applicatior

packaging materials, which include printed or unprinted cartons, labels, leaflets or inser
er-wraps, and transit containers such as folding boxes

3
d to facilitate process realization

y: The material is not included in the product specification (3.7.3) and can be removed at or befo
hg stage.

Mould release agents, compressed air, rolling lubticants.

bulting in primary packaging material (3.4.18.1)

ry: The processes form the fullproduction cycle, from receipt of starting materials (3.4.28) th
d packaging, to completion ds a finished product (3.4.11).

cal
ffecting primarypackaging material (3.4.18.1) quality

ry: A material, process step or process condition, test requirement or any other relevant para
lered to be“quality critical if nonconformity to its requirements could have significant detrin

ts (or

e the

rough

meter
ental

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.

3.4.23
realization

generic term which covers all processes required to achieve the desired output from design to product delivery

3.4.24

reconditioning

processing or reprocessing primary packaging material (3.4.18.1) to meet specification (3.7.3)
requirements
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3.4.25
reprocessing
repeating part of a production process

Note 1 to entry: Continuation of part of a process after an in-process control test has shown that the part is
incomplete, is considered to be part of the normal process, and is not considered reprocessing.

3.4.26

shelf-life

period during which a primary packaging material (3.4.18.1) is expected to comply with the requirements
(specifications) if stored under defined conditions and after which it should not be used

Note |l to entry: See also expiration date (3.4.10).

3.4.27

stanflard operating procedure
sop
authgrized, documented procedure (3.4.9) or set of procedures, work instructions and test|instructions
for production (3.4.20) and control

3.4.28
starting material
raw material/components/substances used to produce primary pdckaging materials (3.4.18.1)

3.4.29
sterile
statelof being free from viable microorganisms

[SOURCE: ISO 14937:20009, 3.26]

3.4.30
surface treatment
procéss to improve primary packaging material (3.4.18.1) surface

EXANIPLE Siliconization or other treatiment of internal glass surfaces, coating of internal or exterfal surfaces of
glass|containers or rubber parts.
3.4.31

working area
defined area where origination, production, packaging, test or inspection operations are caryied out and
wherg such activity will usually be subject to a line-clearance

Note [l to entry: Thése-areas are physically defined by the use of barriers, floor marking or similar meank of definition,
and cpin contain.eqiiipment, e.g. production machinery, test equipment, computers, work benches, proofing equipment.

3.5 | Ternis relating to characteristics

3.5.
batch

lot

defined quantity of primary packaging material (3.4.18.1) 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 entry: In the case of continuous production, the batch is a fraction of the production defined either as a
fixed quantity or as the amount produced in a fixed time interval.
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3.5.2
traceability
ability to trace the history, application or location of that which is under consideration

Note 1 to entry: When considering a product, traceability can relate to
— the origin of materials and parts,
— the processing history, and

— the distribution and location of the product after delivery.

N t 2 t t L rn ) Liald £ £ L £ dofiaits L A faVaWA & nFall al -5 | Q0.27007
ote 0O en Y. 1T CICTCTU- O e Tr 1oy y, CITC UCTIITCION 1T 10U TH G OuTac 77 Z0U7;

accepted defifition.

244 (el ks LIZINL) T
ZoT L (ot CUTtIoTr Uy v 1Ly, 1S the

[SOURCE: IS0 9000:2005, 3.5.4 modified by updating the reference in Note 2 to entry]

3.6 Termp relating to conformity

3.6.1
approved
confirmed cnformity status

Note 1 to entry: Conformity can be confirmed for any stage of the process [starting materials (3.4.28), prpcess
aids (3.4.19), packaging material or finished product (3.4.11)].

3.6.2
batch release
decision to release the batch (3.5.1) for sale or supply, following a formal review of the batch docuinent
(3.71) performed by the quality unit (3.3.3) or a person authorized by the quality unit(s)

3.6.3
deviation
departure from an approved (3.6.1) standard opérating procedure (SOP) (3.4.27) or established standard

3.6.4
out of specification
0o0s
test results that do not comply with the specification (3.7.3)

3.6.5

rejected
status of stdrting materials (3.4.28), process aids (3.4.19), intermediate products (3.4.13) or finished
products (3|4.11) whosegtest results do not comply with one or more of the requirements of the specification
(3.7.3), and Which havebeen deemed, usually by the quality unit (s) (3.3.3), as not suitable for use

3.6.6
rejection
process whereby starting materials (3.4.28), process aids (3.4.19), intermediate products (3.4.13)
or finished products (3.4.11) which have been deemed, usually by the quality unit(s) (3.3.3), as not
suitable for use

3.6.7
retained samples
materials or finished products (3.4.11) stored for future reference

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

3.6.8
return
process for sending back primary packaging material (s) (3.4.18.1) to the organization (3.3.1)
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3.6.9
rework
action on a nonconforming product to make it conform to the requirements

Note 1 to entry: Sorting can be considered to be rework.

[SOURCE: 1SO 9000:2005, 3.6.7, modified by adding note 1 to entry]

3.7 Terms relating to documentation

3.71
batcjrdocurnmemnt
batch record
documents and records that provide a history of the batch (3.5.1), including information relating to its
prodyction and control, and which facilitate its traceability (3.5.2)

3.7.2
batch number

lot number

uniqye identifier to identify a batch (3.5.1)

Note|l to entry: A batch number can be a combination of numbers, letters and/or symbols which idettifies a batch
(3.5.1) (or lot) and from which the production and distribution history eanbe determined.

3.7.3
specijfication
document stating requirements

[SOURCE: ISO 9000:2005, 3.7.3]

3.7.4
user|requirement specification
URS
approved (3.6.1) document that state§ the product specifications (3.7.3) of the material proquced on this
equipment as well as functional, operational and/or technical aspects of the equipment or progess required
to prpduce the desired product

3.8 | Terms relating tocexamination

3.8.1
automated inspection
confgrmity evaluation performed by inspection equipment without manual intervention

Note [ to entry:'The inspection equipment can include optoelectronics (cameras), laser systems, ultrasdnics and their
assocjated data processing functions or others.

3.8.
calibration
process of checking or adjusting (by comparison with a reference standard) the accuracy of a measuring
instrument

Note 1 to entry: Calibration can also be described as the set of operations which establish, under specified 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.

3.8.3
change control
documented control of changes

Note 1 to entry: Changes can include, for example, changes in raw materials, specifications (3.7.3), facilities,
equipment, production processes and test methods.
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3.8.4
double-check
documented verification (3.8.13) of an activity, result or record by a second person or system

Note 1 to entry: A second in-process control check signature, production (3.4.20) 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.

3.8.5
final inspection
tests carried out on the finished product (3.4.11) to determine compliance with the specification (3.7.3)

3.8.6
in-process dontrol
actions takep during the production process to test product conformity to its specification (3.7.3)

Note 1 to enfry: Monitoring processes and adjusting the means of production (3.4.20) can be-nécessary to| meet
product requirements.

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

3.8.7
installational qualification

1Q
process of @btaining and documenting evidence that equipment ha§ been provided and installed in
accordance With its specification (3.7.3)

[SOURCE: ISO/TS 11139:2006, 2.22]

3.8.8
operational qualification

0Q
process of obtaining and documenting evidence that installed equipment operates within predetermined
limits when ysed in accordance with its operational procedures

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

3.89
performange qualification
PQ
verification (3.8.13) that thepproposed specification (3.7.3) for the facility, equipment or system is suitable
for the intenfled use

[SOURCE: ISO/TS 1113932006, 2.30]

3.8.10
qualification process

quaIificatig;:

process to demonstrate the ability to fulfil specified requirements

Note 1 to entry: The term “qualified” is used to designate the corresponding status.

Note 2 to entry: Qualification comprise design qualification (DQ), installational qualification (1Q) (3.8.7),
operational qualification (0Q) (3.8.8) and could include performance qualification (PQ) (3.8.9) as well as re-
qualification.

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

[SOURCE: 1SO 9000:2005, 3.8.6, modified by adding the term qualification and by adding note 1 and
note 2 to entry]
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3.8.11

reconciliation

comparison between the amount of finished product (3.4.11) 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.

3.8.12

validation

confirmation, through the provision of objective evidence that the requirements for a specific intended use
or application have been fulfilled

Note [L to entry: The term “validated” is used to designate the corresponding status.
Note 2 to entry: Validation can be applied to processes, products and software.
[SOURCE: 1SO 9000:2005, 3.8.5, modified by adding note 2 to entry]

3.8.13
verifiication
confirmation, through the provision of objective evidence that specified requirements have been fulfilled

Note[l to entry: The term “verified” is used to designate the corresponding,status.

Note |2 to entry: In development and design, verification is the procéss 0f examining the results of an qctivity under
consifleration in order to establish whether said activity conforms to-the specified requirements.

Note [3 to entry: In this International Standard, the term verification is used to ensure manufacturing systems are
propadrly installed and operating correctly; alternatively this.sould be done by I1Q and 0Q.

[SOURCE: 1SO 9000:2005, 3.8.4, modified by adding’note 3 to entry]

3.9 | Terms relating to risk management

3.9.1
risk finalysis
process to comprehend the natyreof risk and to determine the level of risk

Note [l to entry: Risk analysis provides the basis for risk evaluation (3.9.3) and decisions about risk ireatment.

Note P to entry: Risk analysis includes risk estimation.

[SOURCE: 1SO Guide\73:2009, 3.6.1]

3.9.
risk pssessment
overqll ptocess of risk identification (3.9.4), risk analysis (3.9.1) and risk evaluation (3.9.3)

SObnﬁr ISl 72 . 9NNAO 1 4 17
RALUL. TOU GUIUT 70.4UU 7, O.7. 1]

3.9.3

risk evaluation

process of comparing the results of risk analysis (3.9.1) with risk criteria to determine whether the risk
and/or its magnitude is acceptable or tolerable

Note 1 to entry: Risk evaluation assists in the decision about risk treatment.

[SOURCE: 1SO Guide 73:2009, 3.7.1]
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3.9.4
risk identification
process of finding, recognizing and describing risks

Note 1 to entry: Risk identification involves the identification of risk sources, events, their causes and their potential
consequences.

Note 2 to entry: Risk identification can involve historical data, theoretical analysis, informed and expert opinions,
and stakeholder’s needs.

[SOURCE: 1SO Guide 73:2009, 3.5.1]

3.9.5
risk management
coordinated|activities to direct and control an organization (3.3.1) with regard to risk

[SOURCE: ISO Guide 73:2009, 2.1]

4 Quality management system

4.1 General requirements

IS0 9001:2/008, Quality management systems — Requirements
4 Quality management system
4.1 General requirements

The organization shall establish, document, implement andimaintain a quality management systen and
continually fmprove its effectiveness in accordance with.the requirements of this International Standard.

The organization shall

a) determine the processes needed for the quality'management system and their application throughout
the organizption (see 1.2),

b) determine the sequence and interaction of these processes,

c) determihe criteria and methods,needed to ensure that both the operation and control of these|pro-
cesses are dffective,

d) ensure the availability of rfesources and information necessary to support the operation and fon-
itoring of tHese processes,

e) monitor] measure whereé applicable, and analyse these processes, and

f) implemeht actions necessary to achieve planned results and continual improvement of these procefses.

g) describelits.oyérall policy, intentions and approach to assurance of product quality.
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IS0 9001:2008, Quality management systems — Requirements

International Standard.

Where an organization chooses to outsource any process that affects product conformity to re

to these outsourced processes shall be defined within the quality management system.
NOTE 1 Processe

s needed for the quality management system referred to above includ

ovement.

em and which the organization chooses to have performed by an external party:

NOT
sibil
cont

a)
that

b) 1
gt

E 3 Ensuring control over outsourced processes does not absolve the organization of
ty of conformity to all customer, statutory and regulatory requirements. The type aj
rol to be applied to the outsourced process can be influenced by factors such as

he potential impact of the outsourced process on the organization’s capability to prov
conforms to requirements,

he degree to which the control for the process is shared,

he capability of achieving the necessary control through.the application of 7.4.

These processes shall be managed by the organization in accordance with the requirements of this

the organization shall ensure control over such processes. The type and extent of control to be applied

E 2 An “outsourced process” is a process that the organization needs for its quality nnanagement

quirements,

€ processes

alysis and

the respon-
hd extent of

ide product

4.1.1 Risk management

The
desig
prim

organization shall ensure that risk manaqgement is included in processes associat
n/development, manufacturing and delivery of primary packaging materials with ré
1ry packaging material quality; records’shall be maintained (see 4.2.4).

Risk management should be applied butwot limited to aspects such as, in alphabetical order, th
¢hange control,
¢leaning,
¢omplaints,
¢ontamination,
q

A

lesign contrel\(new products/new processes),
health and hygiene,
1

pd with the
igard to the

e following:

abelling,

maintenance,

materials management,
nonconformities, quality defects,
pest control,

purchasing and supply chain,
rework,

traceability,

validation, verification and qualification.
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NOTE Principles and guidelines on risk management can be found e.g. in 1ISO 31000, ISO 14971 or ICH Q9
[35] GAMPS [33], For guidance on the various methods for the identification, assessment of risk and severity
and control of hazards associated with particular processes or practices, see IEC 31010.

4.2 Docu

mentation requirements

4.2.1 General

IS0 9001:2
4.2.1 Gen

008, Quality management systems — Requirements

ral

The quality
a) docume
b) a qualit]
¢) docume

d) docume
planning, o

NOTE1 W
means that

management system documentation shall include

hted statements of a quality policy and quality objectives,

 manual,

hted procedures and records required by this International Standard, and

hts, including records, determined by the organization to be necessary.to ensure the effe
beration and control of its processes.

(here the term “documented procedure” appears within thjs International Standard,

the procedure is established, documented, implemented andtnaintained. A single docuinent

Ctive

this

may addresfs the requirements for one or more procedures. A requirément for a documented proceflure

may be cove¢red by more than one document.

NOTE 2 Th extent of the quality management system documentation can differ from one organizgtion

to another due to

a) the size [of the organization and type of activities,

b) the complexity of processes and their interactions, and

¢) the competence of personnel.

NOTE 3 THe documentation can be in any form or type of medium.

NOTE 4 Documented procedures, work:instructions and test instructions for production and cantrol

purposes required by this InternationalStandard can be called standard operating procedures (SOPs).

The organization’s overall policy,intentions and approach to risk management, validation and cHange

control shall be documented.

4.2.1.1 Administration of computerized systems and data

There shall he a documented procedure

a) for the gssignment of responsibility to ensure that information technology and the data itself is secure
and maintained

b) to ensure that network and files are secure and that only authorized personnel have access to
systems and files,

c) to ensure file integrity, when files are stored in a shared area, such as a file server, accessed by several
workstations,

d) covering password management and security routines including ‘sleep mode’, which shall exist to cover
periods of personnel absence from the computer, and

e) forthe back-up and recovery of electronic product related data, which defines the frequency of back-up,
the method and media to be used, and the physical process for safe storage of the data files; the back-up
media shall be identified and traceable.
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The organization shall have a documented information technology (IT) recovery plan which details the
system for partial and total recovery of data in the event of a failure of the IT system. At defined intervals
the system shall be verified to ensure the data can be restored.

If IT systems are changed, access to legacy systems and data shall be defined as part of change control
(see 7.5.1.3).

4.2.2 Quality manual

IS0 9001:2008, Quality management systems — Requirements

4.2.2—Quatity mmammuat
The jorganization shall establish and maintain a quality manual that includes

a) the scope of the quality management system, including details of and justificatign for an} exclusions
(see[l.2),

b) the documented procedures established for the quality management system;.or reference o them, and

c) adescription of the interaction between the processes of the quality. management systgm.

4.2.2.1 The organization shall clearly define the extent to which this\International Standard|is applicable
to its|processes.

-

NOTE The organization can define whether this InternationalStandard applies to all of its output products
(for pharmaceutical and other uses) or to those for pharmadceutical use only.

4.2.1.2 The quality manual shall outline the structure of the documentation used in|the quality
manqggement system.

4.2.3 Control of documents

ISO P001:2008, Quality managemént systems — Requirements
4.2.3 Control of documents

Docliments required by the guality management system shall be controlled. Records are a $pecial type
of dgcument and shall be eontrolled according to the requirements given in 4.2.4.

A ddcumented procedure shall be established to define the controls needed

a) tp approve documents for adequacy prior to issue,

b) to review aftd-update as necessary and re-approve documents,

c) tp ensure:that changes and the current revision status of documents are identified,

d) fo enhsure that relevant versions of applicable documents are available at points of use,

t £l ot 4 - | 2N | P2 ) FRA | il 11
e CIISUIr T uiidt UUutUIIICIitS 1 TIiiralil lelUlC dliu 1 Cauu_y IUCIILITIdUIT,

f) to ensure that documents of external origin determined by the organization to be necessary for
the planning and operation of the quality management system are identified and their distribution
controlled, and

g) to prevent the unintended use of obsolete documents, and to apply suitable identification to them if
they are retained for any purpose.

4.2.3.1 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.
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4.2.3.2 The organization shall define the period for which at least one copy of obsolete, controlled
documents shall be retained (see also 4.2.4.8).

4.2.3.3

security to that given by a hand-written signature.

If electronic signatures are used on documents, they shall be controlled to provide equivalent

4.2.3.4 Controlled documents shall include a unique identification (e.g. document title/number, issue and
page number).

4.2.4 Cont

rol of records

IS0 9001:2
4.2.4 Cont

Records est
of the quali

The organij
fication, sta

Records sh

008, Quality management systems — Requirements
rol of records

ablished to provide evidence of conformity to requirements and of the effective oper4
'y management system shall be controlled.

ration shall establish a documented procedure to define the controls needed for the id
rage, protection, retrieval, retention and disposition of records.

11l remain legible, readily identifiable and retrievable.

tion

enti-

NOTE Recd
deviation an|

4.2.4.1 Eld
4.2.4 and 7.5

rds comprise batch-related manufacturing data as well)as” other quality records su
d investigation reports.

ectronic records shall be subject to the same controls as those required for other recordy

4.2.4.2 En
performed),
dated, initia

4243 TN
Is necessary
either check

4244 Fo
record that
for distribut

4245 Th

2.9).

tries in records shall be clear, indelible, made directly after performing the activity (in the
dated and initialled or signed by the person making the entry. Corrections for entries sh
led or signed and, where appropriate; explained, leaving the original entry still legible.

e organization shall define the.quality critical processes and parameters where a double-
for the release of a batch. Records shall clearly demonstrate the identified check and stag
is carried out electronicdlly; this shall be clearly defined.

" each batch of prithary packaging material the organization shall establish and maint]
rovides traceability (see 7.5.3) and identifies the quantity manufactured and quantity app
on.

e organization shall define those parameters of the batch documentation that need to be vel

th as

(see

brder
11l be

theck
jes. If

nin a
roved

ified.

4.2.4.6 Th

e‘batch documentation shall be verified and approved.

4.2.4.7 All manufacturing, control, testing, distribution and investigation records shall be retained for
at least five years after the date of manufacture of the primary packaging material or as agreed with

the custome

r.

NOTE The records of the primary packaging material might need to be retained until the end of the shelf-
life of the medicinal product as specified by the customer.

16
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5 Management responsibility

5.1 Management commitment

IS0 9001:2008, Quality management systems — Requirements
5.1 Management commitment

Top management shall provide evidence of its commitment to the development and implementation of
the quality management system and continually improve its effectiveness by

a) communicating to the organization the importance of meeting customer as well as statutory and
regylatory requirements,

b) gstablishing the quality policy,
¢) ensuring that quality objectives are established,

d) ¢onducting management reviews, and

e) gnsuring the availability of resources.

5.2 | Customer focus

ISO P001:2008, Quality management systems — Requirements
5.2 |Customer focus

Top management shall ensure that customer requirements are determined and are met with the aim of
enhancing customer satisfaction (see 7.2.1 and 8.2.19.

NOTE Key customer requirements for organizations are suitable facilities, competent jand trained
persannel, processes designed to ensure product safety and avoidance of cross-contamination and the
ability to consistently produce product conforming to the customer specifications.

5.2.1 Customer audits
The lorganization shall approye~access by mutual agreement for existing/prospective clistomers or

theirl nominated representatives to conduct audits to review and to assess the organizatjon’s quality
manggement system.

5.3 | Quality poliey

ISO P001:2008,/Quality management systems — Requirements
5.3 |Qualitypolicy

Top management shall ensure that the quality policy

a) isappropriate to the purpose of the organization,

b) includes a commitment to comply with requirements and continually improve the effectiveness of
the quality management system,

c) provides a framework for establishing and reviewing quality objectives,

d) is communicated and understood within the organization, and

e) isreviewed for continuing suitability.
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5.4 Planning

5.4.1 Quality objectives

IS0 9001:2

objectives s

008, Quality management systems — Requirements

5.4.1 Quality objectives

hall be measurable and consistent with the quality policy.

Top management shall ensure that quality objectives, including those needed to meet requirements for
product [see 7.1 a)], are established at relevant functions and levels within the organization. The quality

54.2 Qud

lity management system planning

IS0 9001:2
5.4.2 Qual

Top managgq

given in 4.1

b) the integ
ment systel

a) the planning of the quality management system is carried out in order to meet the requirem

008, Quality management systems — Requirements
ity management system planning

bment shall ensure that

as well as the quality objectives, and

rity of the quality management system is maintained when¢hanges to the quality man
h are planned and implemented.

ents

age-

5.5 Resp

5.5.1 Res

pnsibility, authority and communication

ponsibility and authority

IS0 9001:2
5.5.1 Resy

Top managg
the organiz

008, Quality management systems —{Requirements
onsibility and authority

ment shall ensure that responsibilities and authorities are defined and communicated w
ation.

thin

5.5.1.1 Th
Signature ai
process cont|

5.5.1.2 TH
make those (

e organization shall maintain a current record (see 4.2.4) of signatures of responsible per
d/or user identification lists of all personnel checking or double-checking process step
rols, etc. are recommended.

e quality unit(s) with responsibility for quality critical decisions shall have the author
lecisionsdnidependently of production.

SOnS.
s, in-

ty to
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5.5.2 Management representative

resp

IS0 9001:2008, Quality management systems — Requirements
5.5.2 Management representative

Top management shall appoint a member of the organization’s management who, irrespective of other

onsibilities, shall have responsibility and authority that includes

a) ensuring that processes needed for the quality management system are established, implemented
and maintained,

b) reporting to top management on the performance of the quality management system and any need

for i
c) ¢

NOT
matf

mprovement, and
nsuring the promotion of awareness of customer requirements throughout the otrgani

E The responsibility of a management representative can include liaising with-externe
ers relating to the quality management system.

zation.

| parties on

5.5.3

Internal communication

ISO
5.5.

Top
orga
syst

D001:2008, Quality management systems — Requirements
B Internal communication

management shall ensure that appropriate communication processes are established

EIm.

nization and that communication takes place regardingthe effectiveness of the quality mmanagement

within the

5.5.3
appri

5.5.3

NOT}
polic|

5.6

5.6.1

.1 GMP in this International Standard and; regulatory requirements shall be comm
bpriate, to each level of the organization.

.2 Top management shall be notified-of quality critical situations, in a timely manner.

' Examples of communication.processes include those related to the communication o
), management review, interndl.quality audit results, and corrective and preventive actiol]

Management review

General

unicated, as

f the quality
S.

ISO
5.6.

Top
to eJ

D001:2008,;Quality management systems — Requirements
| General

mahagement shall review the organization’s quality management system, at planne

d intervals,

pstre its continuing suitability, adequacy and effectiveness. This review shall includ

e assessing

opportunities for improvement and the need for changes to the quality management system, including
the quality policy and quality objectives.

Records from management reviews shall be maintained (see 4.2.4).
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5.6.2 Review input

a)
b)
c)
d)
e)
f)
g)

process
status
follow-
changes

recominj

}

IS0 9001:2008, Quality management systems — Requirements
5.6.2 Review input

The input to management review shall include information on
results of audits,

customer feedback,

performance and product conformity;,

preventive and corrective actions,
actions from previous management reviews,
that could affect the quality management system, and

endations for improvement.

h) effective

5.6.3 Reyv

hess of training.

iew output

IS0 9001:2

The output
a) improvg

b) improvg

C) resourcq

008, Quality management systems — Requirements

5.6.3 Review output

from the management review shall include any de¢isions and actions related to
ment of the effectiveness of the quality managenient system and its processes,
ment of product related to customer requirements, and

b needs.

d) training

6 Resou

6.1 Provi

needs.

ce management

sion of resources

IS0 9001:2
6.1 Provig
The organij

a) toimplg

008, Quality management systems — Requirements
ion of resgurces
ation shall determine and provide the resources needed

ment'and maintain the quality management system and continually improve its effec

ness, and

tive-

b) to enhance customer satisfaction by meeting customer requirements.
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6.2 Human resources

6.2.1 General

IS0 9001:2008, Quality management systems — Requirements
6.2.1 General

Personnel performing work affecting conformity to product requirements shall be competent on the
basis of appropriate education, training, skills and experience.

NOTE Conformity to product requirements can be affected directly or indirectly by personnel per-
fornjing any task within the quality management system.

6.2.21 Competence, training and awareness

ISO P001:2008, Quality management systems — Requirements
6.2.2 Competence, training and awareness
The porganization shall

a) determine the necessary competence for personnel performing work affecting conformity to product
reqyirements,

b) where applicable, provide training or take other actions.té.achieve the necessary compgtence,
c) ¢valuate the effectiveness of the actions taken,

d) dnsure thatits personnel are aware of the relevanée-and importance of their activities apd how they
contribute to the achievement of the quality objectives, and

e) rhaintain appropriate records of education, training, skills and experience (see 4.2.4).

6.2.2.1 GMP training

6.2.2.1.1 Additional training shall be conducted regularly and include awareness of applicaple GMP and
all procedures and policies that-affect product quality and the quality management system. This training
shalllinclude the following:

a) he risk of contaminatien and cross-contamination;
b) the potential hazard to end user/patient if product is contaminated;

c) the impact‘of any deviations from specified procedures, processes or specifications of customer’s
wproduct quality or on the end user.

6.2.1.1:2" Particular attention shall be given to the training of the personnel involved with the manufacture

[0) St rilo comnonontec nr raomnonontc ta ho ciiheongionthy ctorilizod
Cr e COHp Ot O Cop Ottt to-0E SUHOSEq Uty S tE L6

6.2.2.1.3 Specific training on microbiological and particulate contamination and the potential risk to the
patient of such contamination shall be provided.

6.2.2.1.4 Additional refresher training shall be carried out at defined intervals.
6.2.2.1.5 Temporary personnel shall be trained or be under the supervision of a trained person.

6.2.2.1.6 Where consultants are employed to advise on quality matters, records of their qualifications
and type of service(s) provided shall be maintained.
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6.2.2.1.7 Contractors and visitors shall receive appropriate instructions prior to entering the
manufacturing /production facilities.

6.3 Infrastructure

IS0 9001:2008, Quality management systems — Requirements
6.3 Infrastructure

The organization shall determine, provide and maintain the infrastructure needed to achieve conformity
to product requirements. Infrastructure includes, as applicable,

a) buildings, workspace and associated utilities,

b) processjequipment (both hardware and software), and

c) supporting services (such as transport, communication or information system).

6.3.1 Thelinfrastructure shall be managed, operated and maintained to avoid praduct contamindtion,
including buf not limited to the following:

— facilitie§ shall be protected against entry of unauthorized personnel;

— personngl entering defined areas in production, storage or quality control/quality assurance shall only
access these areas wearing appropriate clothing;

— layout, fesign and operation shall minimize the risk of erkors and permit effective cleaning and
maintenjance to avoid cross-contamination and any adverse @ffect on the quality of products, based on
a risk aysessment;

— changing, toilet and hand-washing facilities shall be provided for areas where products are procgssed
and handled; where product quality is affected, these facilities shall be separated from manufacturing
areas and not ventilated directly to the manufacturing area.

6.3.2 Storpige areas shall be
— of adeqyate capacity to allow orderly:storage of starting materials and products and

— appropHiate with regard to material and product quality.

6.4 Work environment

IS0 9001:2/008, Quality'management systems — Requirements
6.4 Work environment

The organization‘shall determine and manage the work environment needed to achieve conformity to
product requifements.

NOTE The term “work environment” relates to those conditions under which work is performed including
physical, environmental and other factors (such as noise, temperature, humidity, lighting or weather).

6.4.1 Work environment requirements

6.4.1.1 The organization shall establish documented requirements for health, cleanliness, clothing and
access control of personnel, if contact between such personnel and the primary packaging material or work
environment could adversely affect the quality of the primary packaging material.

6.4.1.2 Ifwork environment conditions can have an adverse effect on primary packaging material quality,
the organization shall define the appropriate work environment conditions and establish a system for their
effective monitoring and control.
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6.4.1.3 If appropriate, special conditions shall be established and documented for the control of
contaminated or potentially contaminated primary packaging material to prevent contamination of other
primary packaging material, the work environment or personnel.

6.4.1.4 Where primary packaging materials are exposed, covers shall be used unless justified otherwise
through a documented risk assessment.

6.4.2 C(lassification of clean zones /cleanrooms

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

See 150 14644-1, 1SO 14644-2, 1SO 14644-3, ISO 14644-5.
For cleanroom design, construction and start-up, see 1ISO 14644-2 and 1SO 14644-4.

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

6.4.3 Risk control of contamination

The prganization 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;

c) 3$moking, eating, chewing, drinking, and personalynedication;

d) handling and disposal of waste;

e) Iicrobiological contamination;

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

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

6.4.4 Pest control

An efffective, documented pest control programme shall be implemented and maintained.

6.4.3 Materials and utilities (ancillary services)

6.4.3.1 AAll utilities (e.g. air, gases, steam, water) shall be assessed for their potential impact on the
qualityof the primary packaging materials and any associated risks. Records of the assessnpent shall be
maintained (see 4.2.4).

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

Dependent on the risks, the use of food-grade fluids should be considered.

6.4.5.2 Appropriate ventilation and exhaust systems shall be provided, where necessary, to minimize
contamination. Particular attention shall be given to recirculation systems.

6.4.5.3 Ifwater comes into direct contact with the primary packaging material, or its starting material, or
is used for cleaning the equipment in contact with the product, its quality shall be determined and controlled.
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6.4.5.4 Processing aids shall be defined 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.

6.5 Main

tenance and cleaning activities

6.5.1 The organization shall establish documented requirements for maintenance activities (e.g.
production processes, systems and equipment), when such activities or lack thereof can affect product quality.

6.5.2  Records of such maintenance shall be maintained (see 4.2.4).

6.5.3 Repq
Maintenance
cleanliness ¢

6.5.4 The
appropriate,
control of pd

6.5.5 The
contaminati

NOTE Doct
cleaning
materid
areas/e(
precaut
records

Following cl
from soiled 4

6.5.6 Aset
6.5.7 Defq
product prod

jir and maintenance operations shall not present any hazard to the quality of pfeq
operations shall not introduce contamination and, on completion, shall include a docuim
heck.

organization shall ensure that the infrastructure is managed, operated, ¢leaned and, v
maintained in accordance with GMP and so as to avoid product contamination (inclt
rticulate matter and microbiological control where applicable).

organization shall define and document a cleaning schedule that takes into accoun
bn risk.

methods;

s used, e.g. detergents/disinfectants;
juipment to be cleaned;

ons and cleaning routines for spillage;
required.

paning, it is good practice tosstore the equipment in a clean and dry condition and separ|
quipment.

of technical documentdtion for quality critical equipment and installations shall be maintd

ctive quality gritical equipment shall be removed from service and/or clearly labelleq
Juced evaluated (see 8.2.4). Prior to reintroduction it shall be verified as suitable for use.

mented procedures and schedules for cleaning can contdin, where applicable, the following:

jucts.
bnted

bhere
iding

it the

ately

ined.

and
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7 Product realization

7.1 Planning of product realization

IS0 9001:2008, Quality management systems — Requirements
7.1 Planning of product realization

The organization shall plan and develop the processes needed for product realization. Planning of product
realization shall be consistent with the requirements of the other processes of the quality management
system (see 4.1).

In planning product realization, the organization shall determine the following, as apprepiiate:
a) duality objectives and requirements for the product;
b) the need to establish processes and documents, and to provide resources spegéific to th¢ product;

c) 1equired verification, validation, monitoring, measurement, inspection and-test activities specific
to the product and the criteria for product acceptance;

d) [records needed to provide evidence that the realization processés-and resulting prjoduct meet
reqUirements (see 4.2.4).

The output of this planning shall be in a form suitable for the organization’s method of opefations.

NOTE 1 Adocumentspecifying the processes of the quality management system (includingfthe product
realjzation processes) and the resources to be applied to aispecific product, project or confract can be
refefred to as a quality plan.

NOT[E 2 The organization may also apply the requir€ments given in 7.3 to the developmenit of product
realjzation processes.

7.1.1 Product realization planning shall cofisider the requirement for consistent processing of primary
pack@iging materials. Planning shall also~take account of the need for taking and retaining samples in
apprppriate conditions.

7.1.2 The organization shall ensure that risk management processes are included in the glanning and
implemented throughout productrealization; records shall be maintained (see 4.2.4).

7.2 | Customer-related-processes

7.2.1 Determination of requirements related to the product

ISO P001:2008, Quality management systems — Requirements

7.2.1 Determination of requirements related to the product

The breganization shall determine

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 specified or intended use, where known,
c) statutory and regulatory requirements applicable to the product, and
d) any additional requirements considered necessary by the organization.

NOTE Post-delivery activities include, for example, actions under warranty provisions, contractual
obligations such as maintenance services, and supplementary services such as recycling or final disposal.

7.2.1.1 Requirements related to the product, including changes requiring notification, shall be determined
and documented.
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7.2.1.2 Customer requirements to avoid unauthorized use of waste primary packaging material
(including samples, print media, labels) shall be determined and documented.

7.2.2 Review of requirements related to the product

IS0 9001:2008, Quality management systems — Requirements
7.2.2 Review of requirements related to the product

The organization shall review the requirements related to the product. This review shall be conducted
prior to the organization’s commitment to supply a product to the customer (e.g. submission of tenders,

acceplance plesnlractsorordersacceptance ol changeslocontraclsorordersiand shall ensure thal

a) product|{requirements are defined,

b) contract or order requirements differing from those previously expressed are resolved, and
c) the orgahnization has the ability to meet the defined requirements.

Records of the results of the review and actions arising from the review shall be maintained (see 42.4).

Where the fustomer provides no documented statement of requirement, the,cistomer requirements
shall be corffirmed by the organization before acceptance.

Where product requirements are changed, the organization shall ensure that relevant documents are
amended and that relevant personnel are made aware of the changed4éequirements.

NOTE In s¢me situations, such as internet sales, a formal review is.impractical for each order. Insftead
the review ¢an cover relevant product information such as catalogues or advertising material.

7.2.3 Customer communication

IS0 9001:2(008, Quality management systems — Requirements
7.2.3 Custpmer communication

The organization shall determine and implement effective arrangements for communicating with|cus-
tomers in re¢lation to

a) product|finformation,
b) enquirigs, contracts or order handling, including amendments, and

c) customdr feedback, includifg customer complaints.

7.2.3.1 THe organization-shall establish and maintain a documented feedback system to provide learly
warning of potential and-actual quality problems and to facilitate customer input into the corrective¢ and
preventive aftion system.

7.2.3.2 Whényrequired by the customer, the organization shall agree with the customer which ch
require er'tt p e 4 T 7T T TTTT p Tt p P 7 p T T p PTT
shall be communicated in a timely manner and the process for introducing changes agreed (see 7.2.1).

It is recommended that, between the organization and the customer, there is a documented technical/quality
assurance agreement that includes the action to be taken for nonconformities (see 8.3).

7.2.3.3 Ifspecified by the customer, samples and certification documents provided for evaluation, stability
testing or clinical trials for marketing authorization applications, shall be compliant with the appropriate
GMP procedures and controls.

As part of a marketing authorization application, the customer can require the organization to provide

specified information. An appropriately qualified individual within the organization shall approve such
information.
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processing conditions.

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

Changes that affect any of the data supplied by the organization should be communicated to the customer
or the regulatory authority, as appropriate (see 7.2.3 and 7.5.1.3).

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.

7.3

7.3.1

Design and development

Design and development planning

ISO
7.3.]
The
Duri
a) t
b) t
gt
The

Pla

NOT
cond

D001:2008, Quality management systems — Requirements

| Design and development planning

porganization shall plan and control the design and development of product.
ng the design and development planning, the organization shall'determine

he design and development stages,

he responsibilities and authorities for design and development.

ning output shall be updated, as appropriate, as the design and development progress:¢

E Design and development review, verification and validation have distinct purposes.
ucted and recorded separately or indny combination, as suitable for the product and the o

he review, verification and validation that are appropriate to each design and development stage, and

prganization shall manage the interfaces betweéen-different groups involved in design and develop-
me:r to ensure effective communication and cleariassignment of responsibility.

LS.

They can be
rganization.

7.3.1
proce
impd

7.3.1
orga

7.3.1
outp

.1 The organization shall_implement documented procedures for design and develop
dures shall include risk_dssessment, determination of relevant aspects of GMP and d
ct on the customer and ultimately the patient.

.2 The responsibility for design and risk assessment should be agreed between the custc
nization.

.3 During'the design and development process, it should be ensured that design and
its areVerified as suitable before finalizing production specifications.

ment. These
ny potential

mer and the

Hevelopment
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7.3.2 Design and development inputs

IS0 9001:2008, Quality management systems — Requirements

7.3.2 Design and development inputs

Inputs relating to product requirements shall be determined and records maintained (see 4.2.4). These
inputs shall include

a) functional and performance requirements,

b) applicable statutory and regulatory requirements,

1 L1 Y A3 | H d_E. 3 3 H| | H |
C) Whel‘e a PPt aoTCTIITUT IITatIOT ACT TV O U T UTIT PTCVTUT S STITITAT UCSTEITS,aITd

d) other rdquirements essential for design and development.

The inputs shall be reviewed for adequacy. Requirements shall be complete, unambiguous iand npt in
conflict with each other.

7.3.3 Deslign and development outputs

IS0 9001:2/008, Quality management systems — Requirements
7.3.3 Design and development outputs

The outputg of design and development shall be in a form suitable for@erification against the desigr] and
development input and shall be approved prior to release.

Design and [development outputs shall

a) meet the input requirements for design and development;

b) provide|appropriate information for purchasing, prdduction and service provision,

¢) contain pr reference product acceptance criterid,and

d) specify the characteristics of the product that are essential for its safe and proper use.

NOTE Information for production and serwvice provision can include details for the preservatign of
product.

NOTE The prganization and customey are encouraged to work together to verify the appropriatengss of
the primary [packaging materials for; their intended use.

7.3.4 Deslign and develepment review

IS0 9001:2/008, Quality management systems — Requirements

7.3.4 Design and'development review

At suitable gtages, systematic reviews of design and development shall be performed in accordance with
planned arrangements{see 731}

a) to evaluate the ability of the results of design and development to meet requirements, and
b) to identify any problems and propose necessary actions.

Participants in such reviews shall include representatives of functions concerned with the design and

development stage(s) being reviewed. Records of the results of the reviews and any necessary actions
shall be maintained (see 4.2.4).

28 © IS0 2015 - All rights reserved


https://standardsiso.com/api/?name=ab94a1e12357dec61912c67c152b8c28

ISO 1537

7.3.5 Design and development verification

8:2015(E)

IS0 9001:2008, Quality management systems — Requirements

7.3.5 Design and development verification

design and development outputs have met the design and development input requirements
the results of the verification and any necessary actions shall be maintained (see 4.2.4).

Verification shall be performed in accordance with planned arrangements (see 7.3.1) to ensure that the

. Records of

7.3.6 Design and development validation

ISO P001:2008, Quality management systems — Requirements
7.3.6 Design and development validation

Des:Ln and development validation shall be performed in accordance with planfied’arrang
appliication or intended use, where known. Wherever practicable, validation-shall be com

to the delivery or implementation of the product. Records of the results,ofyvalidation and an|
actions shall be maintained (see 4.2.4).

7.3.1) to ensure that the resulting product is capable of meeting the requirements for the specified

ements (see

bleted prior
y necessary

7.3.7 Control of design and development changes

ISO P001:2008, Quality management systems — Requirements

7.3.7 Control of design and development changes

Design and development changes shall be identified and records maintained. The chan
design and development changes shall include‘evaluation of the effect of the changes on

partis and product already delivered. Records’of the results of the review of changes and an
actigns shall be maintained (see 4.2.4),

reviewed, verified and validated, as appropriateZand approved before implementation. The review of

es shall be

constituent
[y necessary

7.3.4.1 Notification

Changes that affect any of the’/data supplied shall be reported to the customer and, ifl a technical

dossier/master file has been.supplied by the organization, directly to the regulatory authoritie

7.3.4.2 Design change

D

When implementing change, the existing validation and documents affected by the change shall be reviewed

and nevised; pérsonnel shall be retrained as appropriate.

NOTE 1 , Design and development outputs can include records (specifications, manufacturing procedures,

engineering drawings, engineering or research logbooks) and samples.

NOTE 2 Confidential scientific and technical information (of the organization) can be supplied as a dossier

directly to the regulatory authorities (e.g. technical dossier and/or master file).
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7.4 Purchasing

7.4.1 Purchasing process

IS0 9001:2
7.4.1 Purc

008, Quality management systems — Requirements

hasing process

The organization shall ensure that purchased product conforms to specified purchase requirements.
The type and extent of control applied to the supplier and the purchased product shall be dependent
upon the effect of the purchased product on subsequent product realization or the final product.

The organij
ance with t]
established
shall be ma

ration shall evaluate and select suppliers based on their ability to supply product in acd
e organization’s requirements. Criteria for selection, evaluation and re-evaluation'shg
Records of the results of evaluations and any necessary actions arising from theevalug
ntained (see 4.2.4).
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c) packagi
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7.4.1.6 TH
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perform qua
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e organization shall approve suppliers of
materials,
ritical process aids, and

hg materials for use in cleanrooms.
e organization shall notify the customer prior to outsotixcing any part of the production pr

outsourced services that can affect product quality shall be controlled, including origin

ilage, pest control and waste contractors, depending on the risks involved.

nsultants advising on the productionw and control of primary packaging materials shq
s suppliers.

ppliers of quality critical materials and services shall be approved by the quality unit(s}
ned by the quality unit(s].

e organization shall-evaluate and record the competence of laboratories to perform qi
ities. The organization shall only use laboratories that it has accepted as being compete
lity critical aCtivities.

the sterifization process is outsourced, the organization shall ensure that the process con|
iiremerits of 7.5.1 and 7.5.2.

hcess.
ntion
ance,
Il be

ora

ality
nt, to

plies

7.4.1.8 Ch

30

anging the source of quality critical raw materials shall be subject to change control.
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7.4.2 Purchasing information

a) r

IS0 9001:2008, Quality management systems — Requirements
7.4.2 Purchasing information

Purchasing information shall describe the product to be purchased, including, where appropriate,

equirements for approval of product, procedures, processes and equipment,

b) requirements for qualification of personnel, and

c) quality management system requirements.

The
nica

organization shall ensure the adequacy of specified purchase requirements prior tosth
Lion to the supplier.

eir commu-

7.4.2
recof

7.4.3

.1 The organization shall maintain relevant purchasing information, i.e. do6uments (s
ds (see 4.2.4), to the extent required for traceability as given in 7.5.3.

Verification of purchased product

be 4.2.3) and

ISO
7.4.3

The
that

Whe
orga
purd

D001:2008, Quality management systems — Requirements
b Verification of purchased product

prganization shall establish and implement the inspection or other activities necessary {
purchased product meets specified purchase requirements.

re the organization or its customer intends to perform verification at the supplier’s pj
nization shall state the intended verification arrangements and method of product reg
hasing information.

or ensuring

emises, the
lease in the

7.4.3
appr

NOTE

proce
has H

7.4.3
critid
(CoC

NOT]

the facilitieSto ensure that there is a high level of confidence in the supplier information. Alte

audif

.1 Incoming materials shall be physically or administratively quarantined until the
bved and released for use.

=
v

In exceptional circumstances, material under test can be used, provided there
bdures in place to prevent theérelease of primary packaging material, until the status of thq
een confirmed.

.2 For quality critical materials, the organization shall periodically verify the rele
al information réceived from their suppliers on a certificate of analysis (CoA), certificate d
, or certificate of testing (CoT).

' 1 This<an mean performing similar testing on site, by an independent contractor, or roy

can.be replaced by a certified management system if justified.

v have been

are fail-safe
se materials

vant and/or
f conformity

tine audit of
rnatively, an

NOTE

2 1T lieu of Sucir testing by tihe organization, a report of analysis, e.g. CoA, €0t o

CoT, can be

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

7.4.3.3 Records of the verification shall be maintained (see 4.2.4).

7.4.3.4 Sampling activities shall be conducted in accordance with a sampling method, using procedures,

facili

© ISO

ties and equipment designed to avoid contamination.
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7.5 Production and service provision

7.5.1 Control of production and service provision

IS0 9001:2
7.5.1 Cont

a) the avai

b) the availability of work instructions, as necessary,

c) the use ¢f suitable equipment,

d) the avaiflability and use of monitoring and measuring equipment,
e) the implementation of monitoring and measurement, and

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

008, Quality management systems — Requirements

rol of production and service provision

The organization shall plan and carry out production and service provision under controlled conditions.
Controlled conditions shall include, as applicable,

lability of information that describes the characteristics of the product,

g) thedefin

h) special
prevent erro

i) adocumd
shall be inve

ftion of the date of manufacture, taking into account the processes:involved,

ittention to marking, labelling and packaging operations to~provide effective control a
s,

nted procedure defining the management of process deviations. The quality critical devia
stigated and the outcome recorded (see 4.2.4).

hd to

tions

ss of

fety,

trols,
h the

pmer

mary

7.5.1.1 Cleanliness of product and contamination control

7.5.1.1.1 The organization shall establish and niaintain documented requirements for cleanling

primary packaging materials and procedures to.prevent contamination of equipment or product.

The potentidl risks associated with any materials or process aids which can carry a risk to patient s

e.g. transmigsible spongiform encephalopathies (TSE), should be evaluated.

7.5.1.1.2 Al production processes in‘clean zones or in controlled areas, including environmental conj

production, |in-process controlsrand packaging of primary packaging materials shall comply wit

specified area conditions andpérating criteria. Cleanrooms shall have air-locks.

7.5.1.1.3 Production processes in controlled environmental conditions shall be agreed between custj

and organizqtion.

7.5.1.1.4 The “aorganization shall also establish documented cleanliness requirements for pri

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.

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

7.5.1.1.6 Special attention (e.g. identification, security, cleanliness) shall be given prior to discharge in
and out of bulk containers/silos.
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7.5.1.1.7 Handling/transfer containers shall be clean and not contribute to particulate contamination.
For product contact packaging materials they shall be covered or appropriately sealed.

7.5.1.1.8 Written procedures shall be established for the cleaning of equipment used in the production
of primary packaging materials. Records of cleaning equipment that are critical to the quality of primary

packaging materials shall be maintained (see 4.2.4).

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

7.5.1.1.10 The incorporation of reprocessed materials is inherent in the manufacture of some materials

(e.g.
the c

7.5.1
prim

7.5.1
docu

NOT]
proce
avoid

7.5.1
makd
and

7.5.1
conti

NOTE

treat

7.5.1

In or
they
barc

7.5.1

7.5.1

glass, aluminium, paper, thermoplastics). Reprocessing parameters shall be defined and
LIstomer.

.1.11 Unless agreed with the customer, thermoplastic materials shall not be xéground a
nry packaging materials.

.1.12 There shall be a line clearance inspection between different batches to remove all n
mentation not required for the next operation. Line clearance activitiés’shall be recorded

' As an example, reusable handling/transfer containers used to hold starting matg
pssing are subject to a documented cleanliness check beforecbeing loaded with a differen
[ cross-contamination.

.1.13 Partially, reduced line-clearances or automated changeover systems that are desigr
-ready time and do not permit a total line-clearance, shall be subject to a documented ris
perated with controls to ensure product quality:

.1.14 Pallets shall be constructed of materials appropriate to the product being handled,
olled to reduce the risk of contaminatién.

-

Wooden pallets could be contaminated through migration of any chemicals used in
ments.

.2 Segregation controls

er to reduce the riskof cross-contamination/mix-up of materials, intermediates and finisHh
shall be segregated by suitable means based on a risk assessment e.g. physical segregati
hding, electronielocations.

.3 Change control

.3;1" The organization shall establish and operate a documented procedure for an effe

agreed with

nd reused in

haterials and
see 4.2.4).

rials during
E material to

ed to reduce
k assessment

sourced and

other pallet

ed products,
on, labelling,

ctive change

at can have

contr
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potential impact on the quality of supplied product.

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

7.5.1.3.3 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.

7.5.1.3.4 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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7.5.1.4 Particular requirements for sterile primary packaging materials

The organization shall maintain records (see 4.2.4) 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.

7.5.2 Vali

dation of processes for production and service provision

IS0 9001:2

008, Quality management systems — Requirements

7.5.2 Validation of processes for production and service provision

The organif
output canf]
become apy

Validation §
The organif
a) defined
b) approvd
c) use of sy

d) require

lation shall validate any processes for production and service provision where the resu

arent only after the product is in use or the service has been delivered.

hall demonstrate the ability of these processes to achieve planned results,
ation shall establish arrangements for these processes including, as applicable,
criteria for review and approval of the processes,

1 of equipment and qualification of personnel,

ecific methods and procedures,

ments for records (see 4.2.4), and

e) revaliddtion.

ot be verified by subsequent monitoring or measurement and, as a consequence, deficiencies

ting

7.5.2.1 TH
that influen
the resulting
through vali

7.5.2.2 RIij
the extent off
related to prj

7.5.2.3 Eq
verified or q

7.5.24 Ve
facilities, eqd

NOTE Chat

e organization shall identify the quality critical processes within its operations, namely
fe the quality of the primary packaging material. Control over any of these processes W

output cannot be verified by subsequent nionitoring or measurement shall be demonst,
lation and documented.

k assessment shall be used to determine which processes are quality critical, and to deter
the validation work necessary to demonstrate control of these processes. Risk analysis sh
oduct quality related attributes.

uipment, utilities and-faqcilities used for manufacturing primary packaging materials sh
Lalified/validated, in-accordance with a documented risk assessment.

rification and/ov qualification/validation shall be performed when significant changes {
ipment and;process occur which can affect the quality of the product.

ge caritrol of the validation process is part of the organization’s change control policy.

7.5.2.5 W,

those
Vhere
rated

mine
nll be

11l be

o0 the

here appropriate, validation of the individual product shall be carried out as agreed

with

the customer.

7.5.2.6 The results of validation shall be recorded (see 4.2.4). 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.

7.5.2.7 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 traceability,
transfer accuracy and retention of data or records.

7.5.2.8 The results of these tests and checks shall be recorded (see 4.2.4).
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7.5.2.9 Electronic records shall be secured and protected against loss and accidental corruption and in a
form that will permit regeneration; if this is not possible, hard copy prints shall be retained for a period of
two years beyond equipment retirement or as agreed with the customer (see 4.2.4.1).

NOTE For further details on data security, management and software validation, see References [27],
[32] and [33].

7.5.2.10 Ifany quality critical process is outsourced, the organization shall ensure that the process complies
with the requirements of this International Standard.

7.5.211 If sterilization is q requirement, the organization shall establish documented prnr‘nﬂures for the

validation of sterilization processes. Sterilization processes shall be validated prior to initial use an{l revalidated
periadically. Records of the results of sterilization process validation shall be maintained (see4:2.4).

See I50 11135, 1S0 11137-1 or ISO 11137-2.

7.5.2.12 Where sterilization is a requirement, the organization shall subject the primary packaging
matdrials to a validated sterilization process and record all the control parameters of the|sterilization
process. If the sterilization process is outsourced, the organization shallénsure that the prodess complies
with the requirements of this International Standard.

See I50 14937.

7.5.3 Identification and traceability

ISO P001:2008, Quality management systems — Requirements
7.5.3 Identification and traceability

Whqre appropriate, the organization shall identify the product by suitable means throughput product
realjzation.

The prganization shall identify the preduct status with respect to monitoring and measuremgnt require-
menfs throughout product realization:

Where traceability is a requirenient, the organization shall control the unique identification|of the prod-
uct gnd maintain records (see4:2.4).

NOTE In some industry sectors, configuration management is a means by which identification and
tracgeability are maintained.

7.5.3.1 The orgdnization shall establish and maintain a system to trace all production mqterials from
sourde to product realization, defining the extent and the records required based on risk assgssment (see
4.2.418.3 and-8.5).

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

7.5.3.3 Records of the use of quality critical equipment shall be retained (see 4.2.4). These records
shall also include cleaning and maintenance activities in sequence with the manufacturing operations.
Maintenance activities shall be documented and traceable to a particular manufacturing operation or piece
of equipment.

7.5.3.4 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.
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7.5.4 Customer property

NOTE Cus

IS0 9001:2008, Quality management systems — Requirements
7.5.4 Customer property

The organization shall exercise care with customer property while it is under the organization’s con-
trol or being used by the organization. The organization shall identify, verify, protect and safeguard
customer property provided for use or incorporation into the product. If any customer property is lost,
damaged or otherwise found to be unsuitable for use, the organization shall report this to the customer
and maintain records (see 4.2.4).

b - 1 o | i i | b 1 b | ) A .
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IS0 9001:2
7.5.5 Pres
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uent parts ¢

008, Quality management systems — Requirements
ervation of product

ration shall preserve the product during internal processing and delivery to the inte]
in order to maintain conformity to requirements. As applicablejpreservation shall ind
n, handling, packaging, storage and protection. Preservatiow shall also apply to the cor
fa product.

nded
lude
stit-
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shelf-life or
recorded (se

7.5.5.2 Th
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be batch-sp€

7.5.5.3
shall be clea

7.5.54 If

stated on thé

36

If |

e organization shall establish and maintain a system fepthe control of product with a lir
requiring special storage conditions. Such special storage conditions shall be controlled
e 4.2.4). Shelf-lives shall be justified.

e product shall be clearly identified, segregated and securely stored, and protected
hatter or contamination. Packaging used.€o produce and contain the product shall be clea
fveries shall be accompanied by appropriate documentation. The delivery documentation
cific.

backaging containers are reused, previous labels shall be removed or defaced. The contd
ned or verified as clean, in.accordance with a documented procedure.

required, any special-transport or storage conditions for primary packaging materials sh
label and complied-with.

nited
| and

from
h and
shall

iners

11l be
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7.6 Control of monitoring and measuring equipment

IS0 9001:2008, Quality management systems — Requirements
7.6 Control of monitoring and measuring equipment

The organization shall determine the monitoring and measurement to be undertaken and the moni-
toring and measuring equipment needed to provide evidence of conformity of product to determined
requirements.

The organization shall establish processes to ensure that monitoring and measurement can be carried out
and are carried out in a manner that is consistent with the monitoring and measurement requirements.

Whse

a) b
ards
basi

b) 1
¢ h

e) H

In ad
the 4

d) We safeguarded from adjustments that would invalidate the measurement result;

re necessary to ensure valid results, measuring equipment shall

e calibrated or verified, or both, at specified intervals, or prior to use, against measure
traceable to international or national measurement standards; where no such,standar
5 used for calibration or verification shall be recorded (see 4.2.4);

e adjusted or re-adjusted as necessary;

ave identification in order to determine its calibration status;

dition, the organization shall assess and record the validity of the previous measuringr
quipment is found not to conform to requirements. Thelorganization shall take approp

e protected from damage and deterioration during handling,/maintenance and storage.

ment stand-
ds exist, the

h

esults when
riate action

on the equipment and any product affected.

Recqrds of the results of calibration and verificationshall be maintained (see 4.2.4).

When used in the monitoring and measurement ef'specified requirements, the ability of coTputer soft-
ware to satisfy the intended application shall bé confirmed. This shall be undertaken prior o initial use
and reconfirmed as necessary.

NOT|E Confirmation of the ability of computer software to satisfy the intended application would typ-
ically include its verification and configuration management to maintain its suitability for pse.

7.6.1 There shall be regularyrecorded challenge tests of automatic inspection equipment|(e.g. 100 %
camgra inspection systems and code system readers) to verify the continued functionality.

7.6.2
inter]

if appropriate.

8

Measurement, analysis and improvement

Test equipment_-used in determining the acceptance of quality critical startin
mediate/in-process or finished product shall be calibrated and additional qualification tes

g materials,
ts performed

8.1

Fas A |
uclicidl

8.1

a) t

IS0 9001:2008, Quality management systems — Requirements

General

The organization shall plan and implement the monitoring, measurement, analysis and improvement
processes needed

o demonstrate conformity to product requirements,

© ISO
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This requirement applies to both intermediate products and primary packaging materials.

b) to ensure conformity of the quality management system, and
c) to continually improve the effectiveness of the quality management system.

This shall include determination of applicable methods, including statistical techniques, and the extent
of their use.

8.2 Monitoring and measurement

8.2.1 Cusfomer satisfaction

IS0 9001:2/008, Quality management systems — Requirements
8.2.1 Custiomer satisfaction

As one of th¢ measurements of the performance of the quality management system, the‘organization ghall
monitor infprmation relating to customer perception as to whether the organization has met custgmer
requiremerlts. The methods for obtaining and using this information shall be determined.

NOTE Monitoring customer perception can include obtaining input from-sources such as custgmer
satisfaction| surveys, customer data on delivered product quality, user<©pinion surveys, lost business
analysis, compliments, warranty claims, dealer reports.

8.2.2 Intgrnal audit

IS0 9001:2/008, Quality management systems — Requirements
8.2.2 Internal audit

The organization shall conduct internal audits at planned intervals to determine whether the quplity
management system

a) confornis to the planned arrangements (See 7.1), to the requirements of this International Stanflard
and to the duality management system requirements established by the organization, and

b) is effectjvely implemented and madintained.

An audit pogramme shall be planned, taking into consideration the status and importance of the
processes dnd areas to be audited, as well as the results of previous audits. The audit criteria, sqope,
frequency dnd methods shallb& defined. This selection of auditors and conduct of audits shall enjsure
objectivity and impartialify)of the audit process. Auditors shall not audit their own work.

A documented procediire shall be established to define the responsibilities and requirements for plan-
ning and copductingauidits, establishing records and reporting results.

Records of the audits and their results shall be maintained (see 4.2.4).

The management responsible for the area being audited shall ensure that any necessary correctiions
and corrective actions are taken without undue delay to eliminate detected nonconformities and their
causes. Follow-up activities shall include the verification of the actions taken and the reporting of ver-
ification results (see 8.5.2).

NOTE SeeISO 19011 for guidance.
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8.2.3 Monitoring and measurement of processes

IS0 9001:2008, Quality management systems — Requirements
8.2.3 Monitoring and measurement of processes

The organization shall apply suitable methods for monitoring and, where applicable, measurement of the
quality management system processes. These methods shall demonstrate the ability of the processes to
achieve planned results. When planned results are not achieved, correction and corrective action shall
be taken, as appropriate.

NOTE When determining suitable methods, it is advisable that the organization consider the type and
exteptof monitoring ormeasurenentappropriatetoeachof itsprocessestrretationtothejr impact on
the ¢onformity to product requirements and on the effectiveness of the quality management system.

The quality unit(s) shall ensure that quality critical deviations are investigated, resolvedldnd dpcumented.

8.2.4 Monitoring and measurement of product

ISO P001:2008, Quality management systems — Requirements
8.2.4 Monitoring and measurement of product

The |organization shall monitor and measure the characteristies‘f the product to verify that product
reqyirements have been met. This shall be carried out at appfopriate stages of the product realization
prodess in accordance with the planned arrangements (see %1). Evidence of conformity with the accept-
ance criteria shall be maintained.

Recdrds shall indicate the person(s) authorizing releasgé.of product for delivery to the customey (see 4.2.4).

The|release of product and delivery of service tosthe customer shall not proceed until fhe planned
arrangements (see 7.1) have been satisfactorily~completed, unless otherwise approved by a relevant
authority and, where applicable, by the customer.

8.2.4.1 Investigation of O0S results

Any ¢ut-of-specification (00S) restilt shall be investigated according to a documented procedlure and the
outcgme recorded (see 4.2.4).

8.2.4.2 Incoming inspeetion and testing

Requjrements shall/be~established and maintained for all materials used. Incoming materfials shall be
inspdcted or otherWwise verified as conforming to specified requirements.

8.2.4.3 In-process controls

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

8.2.4.3.2 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.

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

8.2.4.4 Batch release

The organization shall implement an approval process for the batch release of products from the
organization.
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NOTE 1 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 control system and
control strategy.
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ol of nonconforming product

bduct
tion

IS0 9001:2

The organiZ
and control
define the c

Where appl
lowing way

b) by auth
applicable, |

d) by takin
forming pr

When nonc
ity to the reg

Records of

8.3 Contr¢l of nonconforming product

a) by takinlg action to eliminate the detected’nonconformity;

c) by takinfg action to preclude itsjoriginal intended use or application;

008, Quality management systems — Requirements

ation shall ensure that product which does not conform to product requirements is ident]
ed to preventits unintended use or delivery. Adocumented procedure shall be establish
bntrols and related responsibilities and authorities for dealing with nonconforming pro

icable, the organization shall deal with-nonconforming product by one or more of the
:

pbrizing its use, release or acceptance under concession by a relevant authority and, wi
by the customer;

g action appropriate‘to the effects, or potential effects, of the nonconformity when non
duct is detected,after delivery or use has started.

nforming product is corrected it shall be subject to re-verification to demonstrate confi
quirements.

the nature of nonconformities and any subsequent actions taken, including concesg

obtained, shall be maintained (see 4.2.4).
|

ified
bd to
Huct.

 fol-

here

con-

prm-

ions

8.3.1 Nonconforming material or products shall be quarantined pending determination of corrective or
other actions. When considering correction via rework or reconditioning, a risk assessment of any adverse
effect of the reworking on the products shall be performed and recorded (see 4.2.4 and 7.5.1).

8.3.2 Rework and/or reconditioning shall be in accordance with a documented procedure that has been
approved by the quality unit(s). The rework procedure shall be agreed with the customer, where this is a
specified requirement.

8.3.3 Ifprimary packaging material has been produced under cleanroom conditions, any rework shall be
carried out under the same conditions.

40 © IS0 2015 - All rights reserved


https://standardsiso.com/api/?name=ab94a1e12357dec61912c67c152b8c28

ISO 15378:2015(E)

8.3.4 Any proposal to release nonconforming product shall be via a documented concession, authorized
by the customer.

8.3.5 Following rejection, primary packaging materials shall be disposed of or destroyed in accordance
with a documented procedure.

8.4 Analysis of data

IS0 9001:2008, Quality management systems — Requirements
8.4 Annlycic of data

The jorganization shall determine, collect and analyse appropriate data to demonstrate.th¢ suitability
and effectiveness of the quality management system and to evaluate where continualimprovement of
the ¢ffectiveness of the quality management system can be made. This shall include.data generated as
aregult of monitoring and measurement and from other relevant sources.

The pnalysis of data shall provide information relating to
a) dustomer satisfaction (see 8.2.1),
b) donformity to product requirements (see 8.2.4),

c) characteristics and trends of processes and products, includifig opportunities for preveptive action
(seel8.2.3 and 8.2.4), and

d) guppliers (see 7.4).

The prganization shall establish and maintain documented procedures, including requirenients for the
analysis of data, to identify existing or potential causes of nonconforming product or other quality problems.

8.5 | Improvement

8.5.1 Continual improvement

ISO P001:2008, Quality managément systems — Requirements
8.5.1 Continual improvement

The prganization shall continually improve the effectiveness of the quality management system through
the use of the quality policy, quality objectives, audit results, analysis of data, corrective and preventive
actigns and managemeént review.

Changes proposed-as part of continual improvement shall be subject to risk management.
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8.5.2 Cor

rective action

a)
b)
‘)
d)
e)
f)

determij

evaluati

records

determi

reviewing the effectiveness of the corrective action taken.

IS0 9001:2008, Quality management systems — Requirements
8.5.2 Corrective action

The organization shall take action to eliminate the causes of nonconformities in order to prevent recur-
rence. Corrective actions shall be appropriate to the effects of the nonconformities encountered.

A documented procedure shall be established to define requirements for

reviewing nonconformities (including customer complaints),

H +1 £ £, 13
ﬂﬂuus LITU CAUSTS Ul TTUTIVUITTIUTI TITIVIT S,
hg the need for action to ensure that nonconformities do not recur,
ning and implementing action needed,

of the results of action taken (see 4.2.4), and

8.5.2.1 TH

identified coj
as soon as pj

8.5.2.2 (u
also recorde

8.5.3 Pre

e organization shall investigate all customer complaints in a timely manner and commun
rrective action to all production and production-related sites. Action(s) shall be implem

stomer complaints not followed by corrective and/or, préventive action shall be justifieq
] (see 4.2.4).

yentive action

factical and to an agreed timetable; records of investigation shall be maintained (see 4.2.4).

icate
bnted

| and

IS0 9001:2
8.5.3 Prey

The organij
to prevent {
problems.

A documen
a)
b)
c)
d)
e)

determi

determi
records

reviewil

evaluating the need for-action to prevent occurrence of nonconformities,

008, Quality management systems —Requirements
entive action

ation shall determine action to élithinate the causes of potential nonconformities in of
heir occurrence. Preventive actions shall be appropriate to the effects of the potential

ed procedure shall be established to define requirements for

ning potential noneonformities and their causes,

hing and implementing action needed,

of resulfs of action taken (see 4.2.4), and

ng thedeffectiveness of the preventive action taken.

der
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Annex A
(normative)

GMP requirements for printed primary packaging mate

Artwork/origination and print impression media

rials

A.l.

A.1.1
enab

A.1.]

a)

b) produced from, and traceable to, the master origination material held by the customer,

c
d) s
A.1.]

Whe
that
sever|

A.1.]

Whe

copy,
plate

subje
A.1.

A.1.4

|l General

.1 Artwork/origination files shall be named and stored according to a docuiiented pr
fes them to be readily identified, issue controlled and traceable.

.2 All print impression media shall be

learly and uniquely identified such that it is traceable to the origination material,

erified against the customer approved hard copy or electironic data and recorded (see 4.2

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

2 Matched plates/cylinders

'e more than one printing plate/cylinder, {syrequired, there shall be a documented system
11l plates /cylinders within the set are used. Where a set of plates/cylinders contains the gene
al jobs, each individual plate/cylindeérwithin the set shall be clearly, uniquely identified and

B Copy/design change

‘e a design requires severdl plates/cylinders and some of them are to be replaced |
design change, theresshall be a documented procedure to allow for the replacement of|
(s)/cylinder(s) and theTetention of the other media within the set. The original plates/cylin
ct to a proceduré-that allows re-identification.

L Verification

.1 , General

Verifi

bcedure that

14), and

for ensuring
ric design for
documented.

ecause of a
the affected
ders shall be

cation of the design on print impression media shall be carried out during the printing md

ichine make-

ready and before the approval to run the product is given.

A.1.4.2 Quarantine and destruction

The organization shall have

a) a documented procedure which ensures that origination and print media, for a design undergoing
revision, are subject to formal quarantine, and

b) adocumented 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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A.2 Print and conversion processes

A.2.1 Print machine set-up (make-ready)

A.2.1.1 [nitial print make-ready shall be performed using unprinted components or material.

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

batch.

A.2.1.3 [nitial make-ready material may be reused during the make-ready process in order to_ac

correct coloi

A2.1.4 Mq

hieve

r.

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

A.2.2 Changeover systems

Changeover
which do no
with control
line prior to |

A.2.3 Ret
A231 Al

A.2.3.2 Sa
control of th

A.2.4 Rep

A.2.4.1 Dy
(e.g. negativ
continued af

A.2.4.2 Dy
up” image),
Subsequent
shall be reco

A.2.5 Gan

systems that are designed to reduce make-ready time (e.g. automatéd)plate changing)
F permit a total line clearance, shall be subject to a documented riskassessment and ope

formal approval of the print run being given. All controls shall be recorded (see 4.2.4).

hined samples

mples used for other purposes (e.g. administration/sales) shall be voided if they leav
P organization.

lacement print media

ring a production run, if replacement plates are made from an existing fixed approved s
es, or using computer-to-plate technology from an existing stepped image), the job m
ter a new “first off” check has been carried out.

ring a production‘run, if plates are created from a new source (e.g. re-stepping a

broduction shall’be treated as a new batch. The introduction of all replacement print 1
rded (see 4:2:4).

g printing

Gang printif

g-{the process of printing more than one design on _a substrate at one production ri

and
rated

s to ensure product security. All print media from the previous job-shall be removed from the

in-process printed samples which are to be retained shall be clearly identified and securely sfored.

e the

hurce
1y be

‘one-

the existing job.shall be lifted; the replacement plates shall be treated as new origingtion.

hedia

n) 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 7.2.3).

A.2.6 Batched production and stock holding

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

A.2.6.2 The organization shall control the storage to ensure security and integrity of the product and

maintain its
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traceability back to manufacture and the materials used.
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A.2.7 Digital printing

A.2.7.1 The flexible capabilities of digital printing introduce new activities, which shall be controlled and
documented to ensure the accuracy and security of the printed products.

A.2.7.2 The use of digital printing and any special requirements for the product shall be agreed with
the customer.

A.2.7.3 The organization shall establish a secure file access system, which is designed to prevent

unintentional use of incorrect origination files.

A.2.7
mach
this f|

A.2.7
and 1

A.2.7
sepa
of de]

EXA]
matd

4 Unless alternative security is designed, the controlling computer within the. dig
ine shall have only the specific origination file in its memory for the current print‘run, an
le shall form part of documented line clearance.

.5 Operational settings to achieve acceptable colours shall be established through a fo
ecorded (see 4.2.4).

.6 For reel-fed production on continuous basis there shall be @suitable method to en
ration; the subsequent processes shall be verified to ensure corréct separation of products
fined gap material.

PLE Defined change-over or gap between each:printed job e.g. printed dummy ¢
rial, code reading and code verification.

tal printing
d removal of

rmal process

sure product
and removal

ext or blank

A.3 | Security code systems

A.3.1 General

To emsure the security of the produdt and prevent cross-contamination, security code systems may be
inclufed in the design of printed packaging materials for verification either by the organizution during
manyfacture and/or by the customer during the packaging operation.

NOTE Common security codesystems are e.g. barcode system, data matrix code, tag technoldgy.

Where agreed as part\gf the contract, the organization may add its own identification ¢odes to the
prodlct design.

Where the organization is responsible for specifying the security code system, each colour ¢f the design
should be included in the code. For all code systems, if a colour is not compatible with the requirements of
the sganning-equipment, the customer shall be notified of this.

A.3. Verification methods/equipment

A3.2.1 Where practical, every security coded item shall be verified by online scanning equipment to

ensure that the codes are readable and that the correct product is being produced. Scanning of security
codes should be carried out during the last feasible production process.

A.3.2.2

The scanning equipment software/control configuration shall be controlled

to prevent

unauthorized tampering. Where feasible, codes shall be loaded from an independent source, e.g. specification
or approved proof.

A.3.2.3

There shall be an effective system for rejecting any product that fails the scanning

process. Any

product rejected by the online scanning system shall be inspected to determine the cause of rejection and
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the rejected components subsequently scrapped. These findings shall be recorded and reviewed prior to
product release.

A3.2.4 The online scanning equipment and its associated reject mechanism shall be subjected to
a challenge test during production to verify whether its operation is effective in detecting and removing
incorrectly coded material. Such monitoring shall take place at the start of the process, at regular intervals,
and be recorded (see 4.2.4).

A.3.2.5  Any product produced where electronic scanning is specified, but has not been performed, shall
be properly authorized and recorded in the quality records. The customer shall be notified and documented

approval ob

A.3.2.6 )i
Where this c|

A.3.2.7

A.3.3 “Po

Where “poin
sample verif]

A.3.4 Re¢

A.3.4.1 Un
a) made u
b) checked|

A limit on th

A.3.4.2 Th
within accun

A3.43 Th
core for each

A3.44 To

ensure that no printed material remains in the printing equipment.

A3.45 W

: I A "] b ]
ulricd vcjourc prouuct rcicusc.

innot be performed, and in agreement with the customer, one lane only may be verified.

Dff-line measurements and/or verification of sample codes from all lanes shatl be carried

nt of sale” codes

t of sale” codes (GS 1/EAN, Code 39, PZN, etc.) are incorporated, into the design, a docum
cation check shall be carried out during the production progess:

| materials and products

less otherwise specified by the customer, splices shall be
ing a brightly coloured adhesive tape on both'sides of the web, and
either side of the splice to ensure that identical materials are joined and in register.

b maximum number of splices may-be:specified.

e quantity of material (length,weight or numerical) produced on each reel shall be detern
acy limits agreed with the customer and recorded on the reel.

e batch identity, reel.number and production date shall be recorded on the inner face d
individual reel.

prevent cross-contamination, the web shall be run to plain material at the end of the r

heretit is necessary to leave printed material in the converting equipment due to the diffi

in carrying

‘or reel-fed multi-lane production, all lanes should be subject to security codeverificqtion.

ut.

bnted

nined

)f the

un to

culty

D1 rp-wphhing (pg clirfpr\") there shall he nfnrmnl daocumented prnrpdurp fnr remaova

and

disposal of the material used to pull the new design through the machine.

A.3.4.6 Ifmaterial with missing print can be produced as a consequence of the design or operation of the
printing equipment, the organization shall have a secure system for the detection, removal and segregation
of product produced with missing colours or text.
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Annex B
(informative)

Guidance on verification, qualification and validation
requirements for primary packaging materials

B.1 | General

This jnformative annex describes the approach when verification or qualification and validation is required.

The guidance relates to the requirements given in 7.5.2, and the requirements fordesign and evelopment
giventin 7.3.
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7.3.1 Design and
development
planning

7.3.2 Design and
development

HIPULS

Out of scope

7.3.3 Design and
development
outputs

7.3.4 Design and
development
review

{ {

7.5.2 Validation of
processes for
production and

service provision

7:3.5 Design and 7.3.6 Design and
development development
verification validation

Within scope

Figure B.1 — Scope of this annex

Throughout| this annex only equipment verification/qualification and process/product validation will
be mentioned.

When design and development is related to equipment, design and development verification is equal to
equipment verification/qualification.

When design and development is related to processes or products, design and development validation is
equal to process/product validation.

Items which can require verification/qualification include the following:
— equipment used for production of primary packaging materials, utilities and facilities;

— testequipmentused for determining the acceptanceof quality critical starting materials, intermediate/in-
process or finished product.

48 © IS0 2015 - All rights reserved


https://standardsiso.com/api/?name=ab94a1e12357dec61912c67c152b8c28

ISO 15378:2015(E)

Items which can require validation include the following:
— validation of processes;
— validation of individual product, where appropriate or as agreed with the customer.

The aim of verification/qualification/validation is to confirm through documented evidence that pre-
determined specification are consistently fulfilled.

B.2 Guidance considerations

B.2.1 General

A ddcumented risk assessment is used to determine which equipment and pracesses |need to be
verifled/qualified/validated. Product validation is optional, either after an intérnal decysion of the
orgafization or at the request of the customer.

Veriffcation/qualification of equipment and validation of processes/product.can‘be performed|independent
from|each other, e.g. validation of a new process/product does not require re*verification/re-quualification of
existing equipment.

B.2.2 Considerations prior to verification/qualificationfvalidation
Prere¢quisites to verification/qualification of the equipment are.the following:

— gpproved/agreed upon requirement specifications;

— Identification of roles and agreed responsibilities\(organization and supplier);
— definition of critical process parameters;

— {raining like GMP and verification/qualification.

Prergquisites to validation of the procéss/product are the following:

— d@pproved/agreed upon processy/product specification;

— verified/qualified equipmerit;

— Identification of rolésTand agreed responsibilities (organization and customer);
— (efinition of critical process parameters;

— ({raining (opérators, quality personnel, engineers, etc.);

— Standard operating procedures to provide detail on how to produce/operate and clean thelequipment.

B 2 1 Cofturarovalidation
1 O OTEVWW AT CVATIOATIONT

Software can be validated/verified (see 7.5.2.7 and 7.5.2.8) by functional tests. Software which is part of the
equipment can be included in the equipment verification/qualification.

NOTE The GAMP guidelinel33] might give guidance how the functional test can be executed.

B.3 Validation master plan (VMP)

B.3.1 General
Thevalidation master plan (VMP) describes thevalidation (includesin this case also verification/qualification)

activities and the order of execution in accordance with the overall validation approach. It is recommended
to revise the plan on a regular basis, for example yearly.
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