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Annex 1 Revision timeline

2015 
Concept 
Paper

2017 Public 
Consultation 
with 6000 
comments

2019 Review 
by authorities

2020 Public 
Consultation 
2000 
comments

2022 Review 
by authorities

Published 
22 August 

2022
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Scope extension:

Drug 
Products

Drug 
Substances Excipients Packaging 

Material
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Quality Risk Management (QRM)

ICH Q9 Revision Concept Paper in relation to Hazard 
Identification:

“This change will align with the expectation to
 identify hazards relevant to

patients when evaluating risks; 
moreover, it may improve how hazards are

perceived and assessed”

ICH Q9(R1): Other Topics in the Scope of the Revision
- Subjectivity
- Product Availability Risks
- Formality
- Risk-Based Decision-Making
- Risk Review
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Contamination Control Strategy (CCS)
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Just one example…

“Five monitoring locations were identified in class B 
corridor C223; however the firm had failed to consider 
surface monitoring of those door handles that were at 
high risk because of their design. The only door 
handle surface monitoring identified was for the door 
handle of room C222, although its design allowed 
operators to easily open the door using their elbows.”
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Just one example…

Vendor/Manufacturer 
Approval

Premises & EquipmentDesign: Processes & 
Plant

Raw Material Control

Process Risk ManagmentOutsourced Activities / 
transfer of information 

Personnel

Cleaning / Disinfection Monitoring / Trend 
Analysis Preventative Maintenance

Process Validation 
including sterilisation

Product Containers & 
Closures
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Further examples of EM failures 
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API sterilisation
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API sterilisation
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Aseptic API sterilisation: process simplified

Dissolution 
(Grade C)

Filtration 
(Grade C, 

closed system)

Crystallisation 
(Grade B) /

Filtration/Wash
ing/Drying 

(closed System 
Grade B)

Milling (Closed 
System, Grade 

B)

Filling 
(Grade A)
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API sterilisation
8.80: Due to the potential additional risks*) of a sterile 

filtration process, as compared with other 
sterilisation processes, an additional filtration 

through a sterile sterilising grade filter, as close to the 
point of fill as possible, should be considered as part 

of an overall CCS.

*)e.g.
- Filter damaged during sterilisation prior to use
- Initial non-integrity - not detectable
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Pre-Use Post Sterilisation Integrity Testing: PUPSIT

• 8.87 The integrity of the sterilised filter assembly should be verified by integrity testing before use (pre-use 
post sterilisation integrity test or PUPSIT), to check for damage and loss of integrity caused by the filter 
preparation prior to use. A sterilising grade filter that is used to sterilise a fluid should be subject to a non-
destructive integrity test post-use prior to removal of the filter from its housing. The integrity test process 
should be validated and test results should correlate to the microbial retention capability of the filter 
established during validation. …

• … It is recognized that PUPSIT may not always be possible after sterilisation due to process constraints (e.g. 
the filtration of very small volumes of solution). In these cases, an alternative approach may be taken 
providing that a thorough risk assessment has been performed and compliance is achieved by the 
implementation of appropriate controls to mitigate any risk of a non-integral filtration system. Points to 
consider in such a risk assessment should include but are not limited to …
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Aseptic Process Simulation (APS) 

Wet phase: 
e.g. tryptic soy broth 

9.36-vi: 
The selected 

nutrient media 
should be capable 

of growing a 
designated group 

of reference
microorganisms as 

described by the 
relevant 

pharmacopeia and 
suitably 

representative 
local

isolates.

Dry phase: 
e.g. sterile lactose 
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Aseptic Process Simulation (APS) 
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Aseptic Process Simulation (APS) 
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Aseptic Process Simulation (APS) 
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Further examples of GMP failures 
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Follow us on
edqm

@edqm_news

EDQMCouncilofEurope

Thank you
for your attention

http://www.linkedin.com/company/edqm
https://x.com/edqm_news
https://www.facebook.com/EDQMCouncilofEurope
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