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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$o be represented on that committee. International organizations, governmental and
non-governmental, in #Maigon with ISO, also take part in the work. ISO collaborates closely with the
International ElectrotechfiigtJ«Commission (IEC) on all matters of electrotechnical standardization.
International Standards aregr’ﬁld in accordance with the rules given in the ISO/IEC Directives, Part 2.

The main task of technical co ees is to prepare International Standards. Draft International Standards
adopted by the technical comm s are circulated to the member bodies for voting. Publication as an
International Standard requires app é)y at least 75 % of the member bodies casting a vote.

Attention is drawn to the possibility tha

Qne of the elements of this document may be the subject of patent
rights. ISO shall not be held responsible fo

o@/e}ﬂifying any or all such patent rights.

ISO 13408-4 was prepared by Technical Com#fj " e ISO/TC 198, Sterilization of health care products.

ISO 13408 consists of the following parts, under t@general title Aseptic processing of health care products:
— Part 1: General requirements
— Part 2: Filtration ®L *
— Part 3: Lyophilization

— Part 4: Clean-in-place technologies
— Part 5: Sterilization in place

— Part 6: Isolator systems @
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Introduction

During the process of preparing ISO 13408-1 several items, e.g. filtration, lyophilization drying and
sterilization-in-place technologies, were found to be in need of supplementary information that was too
voluminous to be given in corresponding annexes.

This part of IS& 13408 includes requirements and guidance that are to be observed during clean-in-place

processes. The se of this part of ISO 13408 is to achieve standardization in the field of validation and
routine control of ¢ -in-place processes used in the manufacture of health care products.

Clean-in-place proces llow parts of the equipment or an entire process system to be cleaned without
being dismantled, reduc e need for disassembling and connections under clean conditions. For example,
tanks, vessels, freeze-dry iping and other processing equipment used for manufacture may be cleaned in
place.

The clean-in-place process is”f@)most instances followed by sterilization-in-place process (described in
ISO 13408-5). While clean-in-pla nd sterilization-in-place methods differ considerably in technology, the
concept of in situ treatment is simildr¢”

Design considerations of all systems arggritical to ensure that clean-in-place technologies can be successfully
applied to clean manufacturing equipmen@the desired level of cleanliness.

© 1SO 2005 - All rights reserved \
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Aseptic processing of health care products —

Part 4:
Clean-in-place technologies

3

1 Scope ¢

This part of ISO 1340 ecifies the general requirements for clean-in-place (CIP) processes applied to
product contact surfaces @hequipment used in the manufacture of sterile health care products by aseptic
processing and offers guida@ on qualification, validation, operation and control.

This part of ISO 13408 is appli to processes where cleaning agents are delivered to the internal surfaces
of equipment designed to be co iple with CIP, which may come in contact with the product.

This part of ISO 13408 is not applicaﬁ%t; processes where equipment is dismantled and cleaned in a washer.

This part of ISO 13408 does not superﬁe or replace national regulatory requirements, such as Good
Manufacturing Practices (GMPs) and/or c pEndiaI requirements that pertain to particular national or regional

risdictions.

jurisdictions 2,
®L

2 Normative references /®

The following referenced documents are indispensa for the application of this document. For dated
references, only the edition cited applies. For undateipeferences, the latest edition of the referenced
document (including any amendments) applies. @

ISO 13408-1, Aseptic processing of health care products — I% General requirements

ISO/IEC 90003, Software engineering — Guidelines for the a@(’@ﬁon of 1SO 9001:2000 to computer
software @

og

3 Terms and definitions @

For the purposes of this document, the terms and definitions given in ISO 1340@1 the following apply.

31
cleaning agent (p

organic or inorganic chemical including water, detergent or mixture thereof, used as an aid in the cleaning
process for cleaning equipment

3.2

clean-in-place

CIpP

method of cleaning of the internal surfaces of parts of the equipment or an entire process system without or
with minimal disassembly

NOTE CIP also includes the removal of remaining residual cleaning agent to an acceptable level which is defined
based on the nature of the product and the process tolerance.
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