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EU-GMP Annex 19 X&T#.EZERER

118. The container closure system for aseptically filled vials is not fully integral until the
aluminium cap has been crimped mto place on the stoppered vial. Crimping of the cap should
therefore be performed as soon as possible after stopper insertion.

FELFTEZH, HEDAREEH MK

120. Vial capping can be undertaken as an aseptic process using sterilised caps or as a clean
process outside the aseptic core. Where this latter approach is adopted, vials should be
protected by Grade A conditions up to the pomnt of leaving the aseptic processing area. and
thereafter stoppered vials should be protected with a Grade A awr supply until the cap has been
crimped.

FLEANEOELHE LIFHSEH, SEEQLE X EIRE# L7 (Clean
process) L, {HRAZXIBMAIMET “Grade A air supply” RI{R$

Grade A air supply = Grade A zone

PIC/S RECOMMENDATION “GMP ANNEX 1 REVISION 2008,INTERPRETATION OF MOST IMPORTANT
CHANGES FOR THE MANUFACTURE OF STERILE MEDICINAL PRODUCTS” (January 2010)
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Q#%.7% (EU-GMP aseptic process)
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@i«FL% (EU-GMP clean process outside the aseptic core )
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@¢L% (EU-GMP clean process outside the aseptic core )
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A well designed positive pressure barrier isolator,...,appears to offer
an advantage over classical aseptic processing,...
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20044F Guidance for Industry

A well designed positive pressure isolator,..., offers tangible advantages
over traditional aseptic processing,...
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in Operation 10,000
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APPENDIX 1: ASEPTIC PROCESSING ISOLATORS
E. Filling Line Sterilization

To ensure sterility of product contact surfaces from the start of each operation, the entire
path of the sterile processing stream should be sterilized. In addition, aseptic processing

equipment or ancillary supplies to be used within the isolator

should be chosen based on

their ability to withstand steam sterilization (or equivalent method). It is expected that
materials that permit heat sterilization (e.g., SIP) will be rendered sterile by such methods
Where decontamination methods are used to render certain product contact surfaces free
of viable organisms, a minimum of a six-log reduction should be demonstrated using a

suitable biological indicator.
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RABS

Restricted Access Barrier System
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ISPE RABS & X (2005)
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%}:{;ﬂcﬁ;%cg&:ﬂ Barrier Systems (RABS) for Aseptic Processing * ﬁ = HE :J:T ﬂ: I j /Iﬁ EI/J il;“ﬁ ’ﬁz H]L LJ\_TX%H:RABSﬁI‘ H,(J 1805
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Introduction

Human operalors pose the greatest risk o product contamination dunng

‘conventional cheanroom® aseptic processing. Many different bamers of varying NN .

capabilities have been used to separate operators from critical sites duning aseplic * EI:T}F I ] /|§\| E ) ’fjii)zﬁ é/l E/J%#@X‘J‘RABS E/J ljil i%ﬁjﬂ:.
processing with the objective of reducing the probabdity of a contaminated unit

Thess range from simple flexble curtaing used on many traditional aseplic //f—‘ \]‘]%'

processing lines to advanced aseptic processing in isolators’. A Restricled Access T o

Bamer System (RABS) is an advanced aseplic processing system that can be

utilized in many applications in a fillfinish area. RABS provides an enclosed

Aron i to reduce the risk of cont thon to product, cont , closures, and =
product coniact suisces conpared o he rieks 8seoceld Wit convonbons S RABS 1 1] T T U5 A/E A AL r= o #2 H ) B S S I gk A T
cleanroom operations. RABS can operate as “doors dosed” for processing with very

A}
how nisk of contamination similar 1o isolators, or parmit rare “open door intenventions” _LEJIE:KL °
provided appropriate measures are taken

ISPE RABS Definition (2005)

LR H AFETC R 8 AE o 22 K I RABS B b 1 4% .
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