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Make sure you are following good practice – order now.

Prevention of Cross-contamination in Production

5.17 Normally, the production of non-medicinal products should be avoided in

areas and with equipment destined for the production of medicinal

products but, where justified, could be allowed where the measures to

prevent cross-contamination with medicinal products described below and

in Chapter 3 can be applied. The production and/or storage of technical

poisons, such as pesticides (except where these are used for manufacture of

medicinal products) and herbicides, should not be allowed in areas used for

the manufacture and / or storage of medicinal products.

5.18 Contamination of a starting material or of a product by another material or

product should be prevented. This risk of accidental cross-contamination

resulting from the uncontrolled release of dust, gases, vapours, aerosols,

genetic material or organisms from active substances, other starting

materials, and products in process, from residues on equipment, and from

operators’ clothing should be assessed. The significance of this risk varies

with the nature of the contaminant and that of the product being

contaminated. Products in which cross-contamination is likely to be most

significant are those administered by injection and those given over a long

time. However, contamination of all products poses a risk to patient safety

dependent on the nature and extent of contamination.

5.19 Cross-contamination should be prevented by attention to design of the

premises and equipment as described in Chapter 3. This should be

supported by attention to process design and implementation of any

relevant technical or organizational measures, including effective and

reproducible cleaning processes to control risk of cross-contamination.

5.20 A Quality Risk Management process, which includes a potency and

toxicological evaluation, should be used to assess and control the cross-

contamination risks presented by the products manufactured. Factors

including; facility/equipment design and use, personnel and material flow,

microbiological controls, physico-chemical characteristics of the active

substance, process characteristics, cleaning processes and analytical

capabilities relative to the relevant limits established from the evaluation

of the products should also be taken into account. The outcome of the

Quality Risk Management process should be the basis for determining the

necessity for and extent to which premises and equipment should be

dedicated to a particular product or product family. This may include

dedicating specific product contact parts or dedication of the entire

manufacturing facility. It may be acceptable to confine manufacturing

activities to a segregated, self contained production area within a

multiproduct facility, where justified.
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5.6 Intermediate and bulk products purchased as such should be handled on
receipt as though they were starting materials.

5.7 All materials and products should be stored under the appropriate
conditions established by the manufacturer and in an orderly fashion to
permit batch segregation and stock rotation.

5.8 Checks on yields, and reconciliation of quantities, should be carried out as
necessary to ensure that there are no discrepancies outside acceptable
limits.

5.9 Operations on different products should not be carried out simultaneously
or consecutively in the same room unless there is no risk of mix-up or cross-
contamination.

5.10 At every stage of processing, products and materials should be protected
from microbial and other contamination.

5.11 Whenworking with dry materials and products, special precautions should
be taken to prevent the generation and dissemination of dust. This applies
particularly to the handling of highly active or sensitising materials.

5.12 At all times during processing, all materials, bulk containers, major
items of equipment and where appropriate rooms used should be
labelled or otherwise identified with an indication of the product or
material being processed, its strength (where applicable) and batch
number. Where applicable, this indication should also mention the stage
of production.

5.13 Labels applied to containers, equipment or premises should be clear,
unambiguous and in the company’s agreed format. It is often helpful in
addition to the wording on the labels to use colours to indicate status (for
example, quarantined, accepted, rejected, clean).

5.14 Checks should be carried out to ensure that pipelines and other pieces of
equipment used for the transportation of products from one area to
another are connected in a correct manner.

5.15 Any deviation from instructions or procedures should be avoided as far as
possible. If a deviation occurs, it should be approved in writing by a
competent person, with the involvement of the Quality Control
Department when appropriate.

5.16 Access to production premises should be restricted to authorised
personnel.
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Editor’s

note

Chapter
5 of Part I

of the GMP Guide has been
revised.

Changes
have been

made to
paragrap

hs 5.17 to 5.22,
including

adding a new section,
to impro

ve

the guid
ance on

preventio
n of cros

s-contam
ination a

nd to ref
er to toxi

cologica
l

assessm
ent. Cha

nges we
re also introduc

ed in paragrap
hs 5.27

to 5.30,

including
adding a new section,

on the qualifica
tion of suppl

iers in order to

reflect th
e legal ob

ligation of manu
facturing

authorisa
tion holders

to ensure

that acti
ve substanc

es are produce
d in accorda

nce with GMP. The changes

include supply c
hain traceabi

lity. New
paragrap

hs 5.35
and 5.36 are inserted

to clarify
and harm

onise ex
pectatio

ns of ma
nufactur

ers rega
rding the

testing o
f

starting
materials

while pa
ragraph

5.71 introduc
es guida

nce on n
otificatio

n of

restrictio
ns in supply.

The revised text com
es into operatio

n on 1 March 2015.

Principl
e

Product
ion operatio

ns must follo
w clearly defined

procedu
res; they

must

comply with the principl
es of Good Manufact

uring Practice
in order to

obtain
product

s of the requisit
e quality

and be in accorda
nce with the

relevant
manufact

uring and marketing
authoris

ations.

Genera
l

5.1 Product
ion should be perform

ed and supervis
ed by competent p

eople.

5.2 All handl
ing of materials

and product
s, such

as receipt
and quarant

ine,

sampling, storage,
labellin

g, dispens
ing, process

ing, packagi
ng and

distribu
tion should

be done in accorda
nce with written procedu

res or

instruct
ions and, where necessar

y, recor
ded.

5.3 All incom
ing materials

should be checked
to ensure that the

consign
ment

correspo
nds to the order. C

ontaine
rs should

be cleaned
where necessar

y

and labelled
with the prescrib

ed data.

5.4 Damage to contain
ers and

any other pr
oblem which might adv

ersely affect

the quality
of a material s

hould be investig
ated, re

corded
and reported

to

the Quality Control D
epartment.

5.5 Incoming materials
and finished

product
s should

be physica
lly or

administrati
vely quarant

ined immediately
after receipt

or processi
ng,

until the
y have been released

for use or distribu
tion.
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“Both forms [of the Orange Guide] are useful. The hard copy is good for impromptu 
review, and the online version is good for audit and for being able to copy and paste into 
documents and training.”

Ted Thom, Qualified Person, Thom Consulting
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