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演示者
演示文稿备注
Go through the agenda, explain the timings etc
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演示者
演示文稿备注
Going to set the scene with a look at some of the complexities of aseptic processing of a range of products. Some key points and some popular misconceptions.

AP is governed by ISO standards and GMPs, and there are guidances from a number of bodies such as PDA, PHSS, ISPE, etc.
The number of complexity of all these requirements/expecations mean that for J&J to adopt a standard approach this standard is quite complex

Objective

Development process
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演示者
演示文稿备注
Background 1

Just so that everyone is starting from the same point
Consider the definition from ISO

Focus on the difference between this and terminal sterilization 
Emphasise the complexity, variability and therefore the risk
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演示者
演示文稿备注
Possibly give examples of the range of AP
Solution filling
Chemical sterilization of heart valves, subsequent washing and packing
Production of API in aseptic conditions 
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演示者
演示文稿备注
Background 2

Lets deal with a popular misconception.

Terminal sterilization inactivation kinetics are known and predictable.

Aseptic processing is entirely different – you start with sterile components and try to prevent contamination, this could be a chance random event, something falls in, or it could be a catastrophic failure like a leak. – It is certainly not predictable.
We measure the contamination rate during a media fill but this is not the same.

Media fill contamination rates only give us an indication of what might be expected in the production batches. 
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演示者
演示文稿备注
Background 2

Lets deal with a popular misconception.

Terminal sterilization inactivation kinetics are known and predictable.
A TS process delivers a known lethality to all items in the load – therefore if you know the starting bioburden and the dose delivered you can calculate the SAL.

Aseptic processing is entirely different – you start with sterile components and try to prevent contamination, this could be a chance random event, something falls in, or it could be a catastrophic failure like a leak. – It is certainly not predictable.
We measure the contamination rate during a media fill but this is not the same.

Media fill contamination rates only give us an indication of what might be expected in the production batches. 
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演示者
演示文稿备注
Multiple requirements across Pharma and Devices
In some cases, regulations appear to contradict each other and are or can be interpreted in a different way.�This enterprise global standard intends to explain the Janssen position related to how Janssen interprets the regulations.

http://blog.assurx.com/wp-content/uploads/2011/09/FDA_logo_COB.jpg�
http://www.mhra.gov.uk/index.htm�
http://ansm.sante.fr/?UserSpace=default�

QUALITY
& COMPLIANCE

TR L ZAEHR
- ERERIA

“RENXH

= TERERN

= I5F

- HER

AJgEREEFERE S AR

FERERI JRYRERE

AT REEREF AR ARRHAY
RIE—FH B EEN BT T 2SS THTaIES

Confidential: -



演示者
演示文稿备注
Multiple requirements across Pharma and Devices

Guidances published some years ago and usually reflect the situation some years before that !
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演示者
演示文稿备注
The difficulty is that if we simply said follow the external standards there would not be enough detail to avoid observations
Much of what is currently accepted practice for aseptic processing is not actually written in the standards or GMPs.
Also aseptic processing is a varied and evolving area so new options and interpretations are continually being identified

Where we have seen observations from RAs we have included such topics in the standard as a proactive measure

Maybe we should also mention the following on a suitable position in the slide deck.�In some cases, regulations contradict each other and are or can be interpreted in a different way.�This enterprise global standard intends to explain the Janssen position related to how Janssen interprets the regulations.
 
Also, in some cases, it is not easy to find regulations related to a certain topic (environmental monitoring positions, for example).�The standard intends to clarify what the Janssen position is.��In general, the standard is intentionally not intended to be a copy of EU, FDA or ISO requirements, but, intends to be a Janssen document, with the Janssen specific expectations in addition to the international requirements.
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演示者
演示文稿备注
Standardise
There is an expectation that in a large company such as J&J critical processes are standardised.
	Ensures that all sites meet requirements – no one is left behind on their own
	When requirements change – everyone changes and keeps up to date.

Simplify
One of the important aspects of this standard is to interpret the multiple requirements and regulations into a simple set of things we can use

Drive Quality
By doing the other two we will help to drive quality across J&J; also included a few key best practices

Mandatory
But lets discuss – cGMP compliance is mandatory, so why do sites get observations. 
If you do all of this can’t say that you will never get an observation 
Similarly may fail to do some of this and still get observations
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演示者
演示文稿备注
Best way to review this section is to look at the actual wording
Emphasise that it’s applicable to anyone involved with aseptic processing, internal or external

Roles and responsibilities should be clarified in a Quality Agreement for EMs
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演示者
演示文稿备注
Emphasise that whilst is covers cleanrooms for aseptic processing, compliance is not mandatory for cleanrooms used for other activities. – this is an area in which things may be misinterpreted.

However it may provide useful guidance
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演示者
演示文稿备注
This is the same for all the technical standards and so should be familiar to all
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演示者
演示文稿备注
Aseptic processing is an activity composed of many unit operations that must be effectively combined to maintain the sterility of each component part and hence that of the final product. 
The aseptic process shall be defined to obtain a comprehensive understanding of the integration of the different elements required. For medical devices, this shall be in the form of an aseptic process definition that shall consider the complete process and give a rationale describing how each element involved in processing contributes to the attainment and maintenance of a sterile product. (ISO 13408-1)

Explain that it is not about just doing the minimum as described in the various standards and guidance but having full knowledge of where all the risks are, and how they are mitigated
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演示者
演示文稿备注
Don’t intend to go through all clauses most should be fairly familiar

NOTE – can use the next 3 slides to outline the headings and ask if there are any specific topics to cover. – Park on the flip chart

Will go through each section and start the discussion why certain things are included.
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演示者
演示文稿备注
Don’t intend to go through all clauses most should be fairly familiar

NOTE – can use the next 3 slides to outline the headings and ask if there are any specific topics to cover. – Park on the flip chart

Will go through each section and start the discussion why certain things are included.
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演示者
演示文稿备注
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演示者
演示文稿备注
Emphasise that the risk that people pose to contamination of an aseptic product is much higher than to a TS product.
Not just by making a mistake but they still pose a risk when doing the job properly

Training needs to be structure to achieve the goal

Media simulation – difficult to learn before a media simulation without being in the aseptic core so the standard is left open for sites to decide how to release people for work.
In order to be able to participate successfully in a media fill it is recognised that some experience in the AP area is required. The term release for work give some flexibility about levels of supervision before participation in a fill and carrying out tasks “unsupervised” 
NOTE all critical operations should be supervised no matter what level of experience the operator has.

This may be that they can work under direct supervision, or not do key activities etc

FDA requires regular update training – if you make it part of the media fill cycle it doesn’t get missed.
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演示者
演示文稿备注
Emphasise that the risk that people pose to contamination of an aseptic product is much higher than to a TS product.
Not just by making a mistake but they still pose a risk when doing the job properly

Training needs to be structure to achieve the goal

Media simulation – difficult to learn before a media simulation without being in the aseptic core so the standard is left open for sites to decide how to release people for work.
In order to be able to participate successfully in a media fill it is recognised that some experience in the AP area is required. The term release for work give some flexibility about levels of supervision before participation in a fill and carrying out tasks “unsupervised” 
NOTE all critical operations should be supervised no matter what level of experience the operator has.

This may be that they can work under direct supervision, or not do key activities etc

FDA requires regular update training – if you make it part of the media fill cycle it doesn’t get missed.
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演示者
演示文稿备注
The intention of scrubs is to ensure that gowns go on over clean clothing without outside contamination, pet hairs etc.
Freshly laundered each day – requirement easier to mange than other periods. If there is reluctance to provide freshly laundered each day the question is how is use controlled, how do they count uses and ensure that scrubs are returned etc.

If the requirement is for sterile gowns then they can’t be sterile if they are used more than once - EU requires each work session but it makes no sense to leave the room during a work session and regown into a used “non sterile” gown


Grade C suits, similar to the point above about scrubs – for suits if they are reused how can you claim the level of cleanliness on the second and subsequent uses

This is ensuring that good practice is formalised. Damaged or worn out clothing is less effective
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演示者
演示文稿备注
Emphasise that the risk that people pose to contamination of an aseptic product is much higher than to a TS product.
Not just by making a mistake but they still pose a risk when doing the job properly

Training needs to be structure to achieve the goal

Media simulation – difficult to learn before a media simulation without being in the aseptic core so the standard is left open for sites to decide how to release people for work.
In order to be able to participate successfully in a media fill it is recognised that some experience in the AP area is required. The term release for work give some flexibility about levels of supervision before participation in a fill and carrying out tasks “unsupervised” 
NOTE all critical operations should be supervised no matter what level of experience the operator has.

This may be that they can work under direct supervision, or not do key activities etc

FDA requires regular update training – if you make it part of the media fill cycle it doesn’t get missed.
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演示者
演示文稿备注
As with all the sections this is a mixture of specific requirements from certain standards and current expectations – some are fairly new.

If cleanrooms are classified and qualified to the requirements of the ISO standard then 
	the outcome is familiar to inspectors.
	we can compare cleanrooms across the company and with outside 

Pharma has long had fixed specifications for viable and non viables – Devices haven’t; (13408-1 doesn’t specify micro !)
Work to pharma unless justified.

Security of access and records of who was in the cleanroom is implied in a number of documents – we’re requiring it but not saying how it should be done

Supervision and visibility to supervise is a hot topic – the quotation is from the 2014 EMA review of non conformances

There is an argument that the room validation could be compromised if the number of people in the room exceeds a certain level. Hence maximum number should be specified. For Grade C and below these can be reasonable estimates – not expecting people to be counted in and out.
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演示者
演示文稿备注
As with all the sections this is a mixture of specific requirements from certain standards and current expectations – some are fairly new.

If cleanrooms are classified and qualified to the requirements of the ISO standard then 
	the outcome is familiar to inspectors.
	we can compare cleanrooms across the company and with outside 

Pharma has long had fixed specifications for viable and non viables – Devices haven’t; (13408-1 doesn’t specify micro !)
Work to pharma unless justified.

Security of access and records of who was in the cleanroom is implied in a number of documents – we’re requiring it but not saying how it should be done

Supervision and visibility to supervise is a hot topic – the quotation is from the 2014 EMA review of non conformances

There is an argument that the room validation could be compromised if the number of people in the room exceeds a certain level. Hence maximum number should be specified. For Grade C and below these can be reasonable estimates – not expecting people to be counted in and out.
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演示者
演示文稿备注
Clarify the terminology – again different terms are used in different companies.

No requirement to change the terms that people currently are using.

In 7.2.2.4 “Should” is used – not mandatory but we are encouraging good practice, not requirement to go back and change.

7.2.4.3 – There are ways of placing local grade C at the mousehole
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演示者
演示文稿备注
Obvious objective is to ensure that people enter the area without introduction of contamination 

In 7.2.3.2 “Should” is used – not mandatory but we are encouraging good practice, not requirement to go back and change.

Records of entry and exit
Valuable for security, investigational purposes, and data integrity
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演示者
演示文稿备注
 As an industry leader we should be implementing the best current technologies not waiting until the regulations which are usually 10 years behind force us into action.





e v

TR LT ZRHR

=, IRE=RIRBHEFERSE (RABS)

gwﬂvm'lmﬂg@‘ewwm QUALITY & COMPLIANCE Confidential: -


演示者
演示文稿备注
This is now becoming a classic picture which was presented by regulators - discuss
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演示者
演示文稿备注
 
Discuss the particles in grade D requirement for the US
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演示者
演示文稿备注
Explain that it is what we are seeing expected by some regulators
It is quite extreme
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演示者
演示文稿备注
Isolator integrity is critical to aseptic operation
Looked at it in 3 areas
Testing for pinholes/leaks on a routine basis
Prevention by ppm and routine replacement
Monitoring of performance as is good practice for any critical system.
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演示者
演示文稿备注
RABS provide significant separation between the operator and the process and shall be considered when the use of isolators is not possible.  

Discuss the different designs and modes of operation; note just having a barrier may not really be a RABS
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演示者
演示文稿备注
RABS provide significant separation between the operator and the process and shall be considered when the use of isolators is not possible.  

Discuss the different designs and modes of operation; note just having a barrier may not really be a RABS
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演示者
演示文稿备注
Isolator integrity is critical to aseptic operation
Looked at it in 3 areas
Testing for pinholes/leaks on a routine basis
Prevention by ppm and routine replacement
Monitoring of performance as is good practice for any critical system.
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演示者
演示文稿备注
The requirements for smoke studies are increasing with some authorities expecting them to be extremely comprehensive
Key part of the validation package and requires some effort to get good records

7.4.2.6 requires reassessment not revalidation but it is a justification why revalidation is not required
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演示者
演示文稿备注
7.4.2.1	Sufficient to sweep particles away from the work area and maintain unidirectional airflow from the HEPA face to the 	working surface during operations in the critical area;
7.4.2.2	Measured 15 – 30 cms  from the filter face and at a defined distance from the work surface in the critical area;
7.4.2.3	0.45 m/s ± 20% ((90 ft/min) (0.36 – 0.54 m/s (EU annex1)).  Lower or higher velocities shall be justified;
7.4.2.4	Uniform across the filter (and relative to adjacent filters) to prevent turbulence;
7.4.2.5	Demonstrated to be unidirectional by the use of in situ air pattern (smoke) studies with the studies documented (video 	recorded) with written conclusions, including evaluation of impact; and
7.4.2.6	Reassessed twice per year for Grade A / B areas and annually as a minimum for Grade C/D areas with velocities 	evaluated against the initial velocity measurements for impact on in situ air patterns.

Twice per year reassessment seems a lot but it should be done as part of the planning for the 6 monthly media fills – if there is a problem, don’t want to do the media fills!

Note the Schaffhausen observation about smoke studies for interventions – cover interventions later
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演示者
演示文稿备注
7.4.2.1	Sufficient to sweep particles away from the work area and maintain unidirectional airflow from the HEPA face to the 	working surface during operations in the critical area;
7.4.2.2	Measured 15 – 30 cms  from the filter face and at a defined distance from the work surface in the critical area;
7.4.2.3	0.45 m/s ± 20% ((90 ft/min) (0.36 – 0.54 m/s (EU annex1)).  Lower or higher velocities shall be justified;
7.4.2.4	Uniform across the filter (and relative to adjacent filters) to prevent turbulence;
7.4.2.5	Demonstrated to be unidirectional by the use of in situ air pattern (smoke) studies with the studies documented (video 	recorded) with written conclusions, including evaluation of impact; and
7.4.2.6	Reassessed twice per year for Grade A / B areas and annually as a minimum for Grade C/D areas with velocities 	evaluated against the initial velocity measurements for impact on in situ air patterns.

Twice per year reassessment seems a lot but it should be done as part of the planning for the 6 monthly media fills – if there is a problem, don’t want to do the media fills!

Note the Schaffhausen observation about smoke studies for interventions – cover interventions later
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演示者
演示文稿备注

7.4.5.2 This is critical – one of the key findings in the New England Compounding Pharmacy investigation was that the HVAC was shut off at night.
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演示者
演示文稿备注
This is a good point to emphasise the point the in many cases the maintenance and testing of HVAC is contracted to experts.

You can contract the work but you can’t contract the responsibility !
If you haven’t the expertise to know what the contractor is doing it is your responsibility to get it

Refer to the picture in the bottom right – do you know what this guy is doing directly above you clean room !!
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演示者
演示文稿备注
Specific limits for cleanrooms are well defined in GMP and ISO.

We are not mandating how cleanrooms are classified – ideally working to ISO 14644 allows comparison of methods and results across the company


QUALITY
CCCCCCCCCCC

TR LT ZRHR

R EAS IS IMERYSE RO S

W - izt

o0« EARRISHTOEE T - SEE

BAEHBEIIEAEIRN , SEE LA )

AN R B RSB TR A R TSR
| BaREEs. LR INRAEEY ‘

BIFERRE, SIRAIGE

QU‘BWWUVLQ—QQ‘BVMWL QUALITY & COMPLIANCE Confidential: -


演示者
演示文稿备注


Go through the three requirements for input into the design; 
Explain why isolators not monitored unless regulators require it.


All production shifts, including set up activities;
Air and surfaces (tabletops, benches, walls, floors and equipment), 
Personnel (in Grade A / B areas); 
Non-viable particles in Grade A zones “for the full duration of critical operations and at such a frequency and with suitable sample size that all interventions, transient events and any system deterioration would be captured. Where this is not possible for example, when processes may damage the particle counter, live organisms are used or where powders are processed, alternative methods shall be justified. “;
Locations where significant activity or product exposure occurs during production.
Areas identified as having high turbulence or low air flow; 
Critical surfaces, which come in contact with the sterile product, components, containers and closures;   
NOTE:  Critical surfaces in isolators (for example, filling needles) are not required to be monitored due to incremental protection of personnel and environment. However, some regulatory authorities may expect that this is carried out.
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演示者
演示文稿备注
Techniques, swabbing for example
Locations; the difficulty of consistency without it being the point that gets extra cleaning
Some regulators are looking for Quality to sample , or at least do some sampling
Timings for getting sample to the incubator
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演示者
演示文稿备注
Growth promotion – 


7.5.4.1	Media Selection and Incubation Conditions
a.	Growth promotion testing shall be performed on all media lots prepared in house or purchased ready to use.
b.	The type of medium used shall be validated as capable of detecting bacteria, mold and yeast and be incubated at appropriate conditions of time and temperature.  
c.	Alternative medium and incubation conditions shall be considered depending on the process and nature of the microorganisms present, for example, monitoring for anaerobes when final product has anaerobic conditions. 
d.	Environmental monitoring plates used in Grade A / B areas shall be gamma irradiated (or equivalent) to reduce the risk of a) contamination of the critical area and b) false positive results.
7.5.4.2	Surface Monitoring Methods – viable particles
a.	Methods suitable for the type of surface shall be used, for example, contact plates, touch plates or swabs.  
b.	Media with neutralizer(s) shall be demonstrated to inactivate any residual disinfectants and product which might interfere with microbial recovery.
c.	The sample area shall be disinfected (using 70% IPA or other disinfectant that will not leave a residue) following sampling to remove any residual medium or saline.
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演示者
演示文稿备注
Limits for passive air monitoring are interpreted as limit per settle plate. The same limits apply when sampling time is less than 4 hours, for example when operations take less than 4 hours. (PIC/S 2010) 

On the face of it this doesn’t make sense, the settle plate limits in the gmps are 
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演示者
演示文稿备注
ID should be enough to allow you to see a change – about the microbiologist looking not just counting
Use the picture to talk about moulds !
For example Merck now doing all ID genetically
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演示者
演示文稿备注
Aseptic processing is an activity composed of many unit operations that must be effectively combined to maintain the sterility of each component part and hence that of the final product. 
The aseptic process shall be defined to obtain a comprehensive understanding of the integration of the different elements required. For medical devices, this shall be in the form of an aseptic process definition that shall consider the complete process and give a rationale describing how each element involved in processing contributes to the attainment and maintenance of a sterile product. (ISO 13408-1)

Explain that it is not about just doing the minimum as described in the various standards and guidance but having full knowledge of where all the risks are, and how they are mitigated
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演示者
演示文稿备注
Aseptic processing is an activity composed of many unit operations that must be effectively combined to maintain the sterility of each component part and hence that of the final product. 
The aseptic process shall be defined to obtain a comprehensive understanding of the integration of the different elements required. For medical devices, this shall be in the form of an aseptic process definition that shall consider the complete process and give a rationale describing how each element involved in processing contributes to the attainment and maintenance of a sterile product. (ISO 13408-1)

Explain that it is not about just doing the minimum as described in the various standards and guidance but having full knowledge of where all the risks are, and how they are mitigated
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演示者
演示文稿备注
Aseptic processing is an activity composed of many unit operations that must be effectively combined to maintain the sterility of each component part and hence that of the final product. 
The aseptic process shall be defined to obtain a comprehensive understanding of the integration of the different elements required. For medical devices, this shall be in the form of an aseptic process definition that shall consider the complete process and give a rationale describing how each element involved in processing contributes to the attainment and maintenance of a sterile product. (ISO 13408-1)

Explain that it is not about just doing the minimum as described in the various standards and guidance but having full knowledge of where all the risks are, and how they are mitigated
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演示者
演示文稿备注
Aseptic processing is an activity composed of many unit operations that must be effectively combined to maintain the sterility of each component part and hence that of the final product. 
The aseptic process shall be defined to obtain a comprehensive understanding of the integration of the different elements required. For medical devices, this shall be in the form of an aseptic process definition that shall consider the complete process and give a rationale describing how each element involved in processing contributes to the attainment and maintenance of a sterile product. (ISO 13408-1)

Explain that it is not about just doing the minimum as described in the various standards and guidance but having full knowledge of where all the risks are, and how they are mitigated
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演示者
演示文稿备注
Aseptic processing is an activity composed of many unit operations that must be effectively combined to maintain the sterility of each component part and hence that of the final product. 
The aseptic process shall be defined to obtain a comprehensive understanding of the integration of the different elements required. For medical devices, this shall be in the form of an aseptic process definition that shall consider the complete process and give a rationale describing how each element involved in processing contributes to the attainment and maintenance of a sterile product. (ISO 13408-1)

Explain that it is not about just doing the minimum as described in the various standards and guidance but having full knowledge of where all the risks are, and how they are mitigated
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演示者
演示文稿备注
Aseptic processing is an activity composed of many unit operations that must be effectively combined to maintain the sterility of each component part and hence that of the final product. 
The aseptic process shall be defined to obtain a comprehensive understanding of the integration of the different elements required. For medical devices, this shall be in the form of an aseptic process definition that shall consider the complete process and give a rationale describing how each element involved in processing contributes to the attainment and maintenance of a sterile product. (ISO 13408-1)

Explain that it is not about just doing the minimum as described in the various standards and guidance but having full knowledge of where all the risks are, and how they are mitigated
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演示者
演示文稿备注
Aseptic processing is an activity composed of many unit operations that must be effectively combined to maintain the sterility of each component part and hence that of the final product. 
The aseptic process shall be defined to obtain a comprehensive understanding of the integration of the different elements required. For medical devices, this shall be in the form of an aseptic process definition that shall consider the complete process and give a rationale describing how each element involved in processing contributes to the attainment and maintenance of a sterile product. (ISO 13408-1)

Explain that it is not about just doing the minimum as described in the various standards and guidance but having full knowledge of where all the risks are, and how they are mitigated
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演示者
演示文稿备注
Aseptic processing is an activity composed of many unit operations that must be effectively combined to maintain the sterility of each component part and hence that of the final product. 
The aseptic process shall be defined to obtain a comprehensive understanding of the integration of the different elements required. For medical devices, this shall be in the form of an aseptic process definition that shall consider the complete process and give a rationale describing how each element involved in processing contributes to the attainment and maintenance of a sterile product. (ISO 13408-1)

Explain that it is not about just doing the minimum as described in the various standards and guidance but having full knowledge of where all the risks are, and how they are mitigated
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