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Closed system — A system in which the product is not exposed to the surrounding environment. For
example, this can be achieved by the use of bulk product holders (such as tanks or bags) that are
connected to each other by pipes or tubes as a system, and where used for sterile products, the full
system is sterilised after the connections are made.

Examples of these can be (but are not limited to) large scale reusable systems, such as those seen in
active substance manufacturing, or disposable bag and manifold systems, such as those seen in the
manufacture of biological products.

Closed systems are not opened until the conclusion of an operation.

The use of the term “closed systems” in this Annex does not refer to systems such as RABS or isolator

systems.
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8.127 The use of closed systems can reduce the risk of microbial, particle and chemical contamination
from the adjacent environment.

Closed systems should always be designed to reduce the need for manual manipulations and the
associated risks.
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8.128 It is critical to ensure the sterility of all product contact surfaces of closed systems used for aseptic
processing.

The design and selection of any closed system used for aseptic processing should ensure maintenance
of sterility.

Connection of sterile equipment (e.g. tubing/pipework) to the sterilised product pathway after the final
sterilising grade filter should be designed to be connected aseptically (e.g. by intrinsic sterile connection
devices).
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8.129 Appropriate measures should be in place to ensure the integrity of components used in aseptic
connections.

The means by which this is achieved should be determined and captured in the CCS.

Appropriate system integrity tests should be considered when there is a risk of compromising product
sterility.

Supplier assessment should include the collation of data in relation to potential failure modes that may

lead to a loss of system sterility.
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8.130 The background environment in which closed systems are located should be based on their design
and the processes undertaken.

For aseptic processing and where there are any risks that system integrity may be compromised, the
system should be located in grade A.

If the system can be shown to remain integral at every usage (e.g. via pressure testing and/or monitoring)
then a lower classified area may be used.

Any transfer between classified areas should be thoroughly assessed (see paragraph 4.10).

If the closed system is opened (e.g. for maintenance of a bulk manufacturing line) then this should be
performed in a classified area appropriate to the materials (e.g. grade C for terminal sterilisation
processes, or grade A for aseptic processing) or be subject to further cleaning and disinfection (and

sterilisation in case of aseptic processes).
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GMP & Validation Solution Consulting Services

We know what YOU need in the area of GMP & Validation,
We offer a full scope of GMP & Validation Solution Consulting Services.

HIO|@MZE ‘HEH QAL ZE 00| M| THEL{(Qur Partner)

HIO|2MZE = CH3o| MEL|Qt e “H|2Hlo| WRAHQ EctEa 0|4 MH|A(PharmaBio Value Chain

Collaboration Service)"E H|&dt1 UASLICE

Tofflon Science and Technology Group ~~ https://global.capa-city.cn/
v Aseptic Drug Product(DP + Lyophilization) Production Line Equipment(Total Solution)

Tofﬂon v Clean Air Equipment(RABS, Isolator) for Production and QC Sterility Test

Tofflon Life Science ~~ https://www.tofflon-lifescience.com
v Biological Product(DS: USP & DSP)) + DP) Production Line Equipment(Total Solution)
v Clean Air Equipment(RABS, Isolator) for Production and QC Sterility Test

9.0 Shanghai IVEN Pharmatech Engineering Co., Ltd.~~ https://www.iven-pharma.com/
I/VEn ’9‘ v Aseptic Drug Product(DP+Lyophilization) Production Line Equipment(Total Solution)
v Clean Air Equipment(RABS, Isolator) for Production and QC Sterility Test

Vﬁ;&l Yichun Wonsen Intelligent Equipment Co., Ltd. ~~ http://www.wonsen.net/
v" OSD Production Line Equipment(Total Solution)

5@ Hangzhou Shengde Machinery Co., Ltd.(SED Pharma)~~ https://sedpharma.com/
B v Aseptic Filling Line Equipment / OSD Production Line Equipment

@® Shanghai Pharmaceutical Machinery Co., Ltd (SPM)~~ https://www.spm.so/
v Aseptic Filling Line Equipment / OSD Production Line Equipment

_QLWES International” | Lives International~~ https://lives-international.com/
SRMWOO S&T v GMP Validator/Data Logger for Thermal Validation

“H|2Hio| 2 WHEHQl ZEtE 0] AMH|A(PharmaBio Value Chain Collaboration Service)"S & 0{2{&£9|
HO[X} DELHQ @HIO|RMEELQ} SH A™sH BAIZM £ 522 : gmp@biosupport.co.kr
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