
QUALIFICATION and VALIDATION Open Discussion Workshop – QP Forum 21
st

 April 2016 

Representatives from cross section of companies were at this workshop namely: Abbott, Stiefel, 

Abbvie, Pfizer, Helsinn, BMS, Xeolas, Guerbet, FQS Ltd, Euroventures, Elan co, UCC, Pinewood, 

Rottapharm, Tech Group, Megazyme, Baxter, Niche Generics, Genzyme, Regeneron, Rowa, PPD, 

Biomarin, Astellas, Baxter, Alexion, Teva, Allphar, Tech group, Leo, Pfizer, Amgen, Takeda, Jazz, 

GSK, Biomed, PPC, and MSD 

QUESTION COMMENTS AND FEEDBACK 

1 (i) Equipment periodic 
requalification, what is 
expected? 
1 (ii) What is the frequency of 
requalification? 
1 (iii) Do companies re-execute 
OQs and PQs or do they risk 
assess on an annual basis? 

Annex 15 incorporates ICH Q8, Q9 and Q10, companies are 
using a risk based approach to requalification. 
 
Some companies are performing a periodic review rather than a 
periodic requalification and assess the changes and do a risk 
assessment. 
 
Most companies conduct a process performance review and use 
a risk based approach in terms of which products are high risk. 
As part of the process review, look at manufacturing and 
packaging and use a risk based approach with regard to the use 
of equipment. Have a good understanding of critical process 
parameters (CPPs) and critical quality attributes (CQAs). Also 
look at cumulative change controls for the equipment concerned 
as part of periodic review. 
 
For solid dose manufacture (including dry powder filling) do a 
periodic review rather than periodic requalification with a risk 
assessment. 
 
For autoclaves and depyrogenation tunnels its quite prescriptive 
as to the expected requalification. 
 

2 (i) Specifically for isolator 
technology, what approach are 
people taking with isolators? 

 
 
 
2 (ii) Over time would you lessen 

this with a risk based 
approach?  

 
2 (iii) How can you back away 

from the validation of an 
aseptic process? 

(i) Perform requalification every 12 months, requalify with 
different loads with BIs in place. Have a careful selection of BI 
locations and look at where the sterile boundary is? Consider 
your continuous process monitoring system also.   
Selection of BIs is crucial, as many companies have observed BI 
variability. Conduct periodic review on a quarterly and annually 
and year on year basis.   
(ii) No 
 
 
 
(iii) Different configuration from the initial qualification. Incorporate 
QbD at the start and look at equipment lifecycle 5 years to 10 
years down the line. Risk assessment is paramount, use a risk 
based approach. Perform a risk mitigation as to potential 
variability outside of the organisation’s control. 
In MSD, Carlow they perform requalification every 12 months, 
they are currently reviewing how to get maximum benefit profile 
Once the system is embedded, can often see shift in efficiency 
due to issues with interconnected equipment, e.g. SIP and the 
steam source 
 

3 (i) Has any company embraced/ 
adapted ASTM 2500 yet? 
 

Design Review Process ¾ Planned and systematic reviews 
throughout the system lifecycle: − Specifications − Design − 
Design development − Continuous improvement changes 
“The decision and justification to use vendor documentation, to 
support the verification of critical aspects of the manufacturing 
element…should be documented and approved by 



SMEs...”    ASTM E2500 §6.8.3. 
The ASTM standard focuses on ¾ Specification ¾ Design ¾ 
Verification ¾ Lifecycle 

4 (i) For temperature mapping of 
warehouses: What is the 
expectation of frequency and 
duration of mapping? 
 
This is an area where it was 
viewed beneficial if companies 
set up a focus group and agreed 
on an industry standard with 
regard to warehouse and cold-
room temperature mapping and 
requalification. 
 

The company asking the question currently perform a 72hour 
winter and summer remapping every 3 years, assess the 
changes. Do other companies think this is too much or too little? 
They use probes and have a continuous monitoring system in 
place. Is there a better way of doing this?  
Other companies are using this approach also. The feedback 
was ‘had anything being found in the in the 3 year data that 
would warrant further mapping studies?  
 
Do you validate everything and requalify annual. Must have 
supporting data, build this up over time and  
 
Some recommendations were to do a really good mapping 
exercise in the first place. The duration of 72 hours was viewed to 
be too little for initial qualification of warehouse mapping. A week 
summer and winter mapping exercise would be expected at the 
outset. Then perform a risk assessment going forward. 
 
Have a strategy document on requalification and risk assessment 
to present the whole approach adopted across the site. It was 
acknowledged that there can be resistant to this approach in 
corporations as it may not be the agreed corporate.  Data to 
support this proposal is warranted in these cases. 
  
The robustness of periodic review and a strong risk assessment 
that would meet an Inspector’s review is key. 
Conduct a periodic review and risk assessment utilising change 
control data, deviations and event and other systems in use. Risk 
assessments have been around a while whereas the update to 
Annex 15 has been in place since Oct 2015. 
 
Is there not an expectation to do a periodic requalification?  
The general opinion is that Inspectors/Regulators expect a 
periodic remap somewhere in a 3 year, 5 year and/or 10year 
cycle? 
 
The consensus was that there is an expectation from Inspectors 
as they see requalification performed in other sites. For one 
company their CMO was performing requalification on an annual 
basis as a result of a customer’s request. The feedback was that 
perhaps the CMO didn’t have a strong risk assessment in place. 
 
One company apply the approach to requalify processes and 
equipment and not premises, the background to their theory is to 
have a strong risk assessment. They have not been challenged 
on this by Inspectors. 
 
The comment asked at the close out of this question was: “Has 
anyone faced an inspector and showed a risk assessment and its 
showing alignment across the industry” Two companies has not 
been challenged with this approach by FDA or European 
Inspectors. 
 
This is an area where it was viewed beneficial if companies set 
up a focus group and agreed on an industry standard with regard 
to warehouse and cold-room temperature mapping and 
requalification. 



 

4 (ii) For cold chain products, Are 
companies are requalifying cold 
rooms every 3 years? 
 

Janssen Biologics use the strategy to only requalify autoclaves 
and bioreactors as required, they don’t requalify cold rooms but 
perform an annual review. 
They use the same basis as for their warehouse mapping, it’s 
done once and they look at BMS continuous data to monitor 
control. 
 
If you are to incorporate quality by design (QbD), would you have 
probes in weakest and highest zone locations? Companies must 
evaluate the location and in periodic requalification consider if the 
probe locations are still representative of the worst locations. 
Review the status of the permanent monitoring equipment. 
 
The issue with remapping is that sometimes it is just a repeat of 
the last exercise, it’s properly risk assessed, and there are gaps 
in that the mapping exercise may not incorporate the staging 
area – this needs to be addressed.  
 
Statement is one thing needs to be backed up with hard data and 
scientific fact- hard work is trying to life that and deploy it across 
the organisation 
 
FDA guidance looks at statistical analysis, company must have a 
robust review of data – this is language being used at moment. 
Data is needed to support the position of requalification and 
periodic review, where this is presented as a risk assessment or 
a data analysis, may need to enlist the services of a statistician to 
perform the analysis. 
 
Agencies are looking for evidence that the process is managed 
properly and how this is controlled. 
 
What do you want to go after? Companies need to review the 
level of requalification at moment. There is an opportunity for QPs 
to describe what they’d like to do for requalification of 
warehouses and cold rooms and agree a standard approach. As 
in the case of warehouse mapping and requalification, have a 
strategy document on requalification and risk assessment to 
present the whole approach adopted across the site. 
 

4. (iii) How often is remapping of 
Stability chambers performed? 
What approach are companies 
using for requalification 
frequency and duration? 

The company asking the question are currently remapping 
stability chambers, every year and every 3 years conduct a larger 
study. 
Comments asked were on the load configuration for the 
requalification, are they repeating all the different conditions as 
per the initial qualification? 
As in the case of warehouse and cold room temperature mapping 
and requalification, have a strategy document on requalification 
and risk assessment to present the whole approach adopted 
across the site. 
 
 

5. For companies that have filling 
machine technology that 
incorporates aseptic assembly of 
equipment onto lines and open 
door interventions, do the 
regulators support a method of 
qualification outside of media fill 

Answer: No. 
 
Some companies as part of the initial training, they mimic the 
area in a nitrogen background and get the operators to perform 
some interventions there. 
As part of initial training, they want to risk them or the process in 
at filling, conduct laboratory based training and get the operators 



that would assess the operators 
ability to perform the operation 
aseptically which would not be 
performed during media runs? 

to perform some aseptic manipulations with broth. 

6. Are companies currently using 
a risk based approach to 
validation? 
Are companies using ASTM 
2500? 

There was recommendation to start with a smaller project to 
show everyone is aligned from QC, engineering, validation and 
QA.  
Try a risk based approach on one piece of equipment and see 
how it goes and then do a lessons learnt overview at the end 
before adopting a site wide approach. 
 
When selecting vendors, there is a reliance on the vendor and 
their understanding on ASTM model, some vendors are very 
good technically and are aware of ASTM 2500 standard, others 
haven’t heard of it. 
 
Some companies are companies are leveraging back to FAT and 
IOQs. 
 

7. Has any company used a risk 
based approach for bringing a 
suite into a site? 
 
This is an area where it was seen 
that there is an opportunity for 
leveraging and setting up a focus 
group for companies to agree an 
industry norm. What do 
companies see as the future and 
what do they want? 

Some companies are still using a traditional approach and not 
leveraging, as some of their vendors weren’t where they needed 
to be. Some organisations don’t see it as any advantage.  
 
What is the bang for your buck? Do companies see the 
advantage? 
  
Other sites are using a leveraging approach, if you are using a 
leveraging approach the quality system change control process 
kicks in earlier. Companies during DQ will be driving the people 
doing the commissioning work to be GMP compliant, as you will 
be leveraging back to the compliance documents. 
 
Vendor selection is key – if you are going to rely on the vendor 
and QA don’t audit the vendor until very late in process, 
sometimes audit is not performed until the purchase order is 
raised, this may be too late as you can see that the vendor may 
not be the best fit. Some companies use a supplier questionnaire 
and conduct an audit based on review of the questionnaire. 
 
Some companies are going back as far as FAT and have a QA 
representative involved from the start.  
Some companies have used leveraging to determine what type of 
testing needs to be performed and get validation as the 
approvers for commissioning documents and QA sign off the 
report.  
 
It was commented that it is more difficult to leverage from FAT, 
rather than SAT. Companies want to avoid repeating testing. One 
must look at the materials of construction. 
Are companies auditing their equipment manufacturers? If it’s for 
FAT, most thought they would be on audit program but it would 
depend on what the vendor was supplying. 
 One company used a leveraging approach on the filling line, 
however they found there was a difficulty in traceability due to 
change in equipment numbers. They had an engineering 
inspection and it was discovered during this. 
 
A requirements traceability system is very important to make sure 
you have right numbers throughout the equipment lifecycle. 
 



8. Ref 11.6.2.4 PICs on sterility 
test revalidation every 12 months 
- Why 

“11.6.2.4 Validation should be performed on all new products, 
and repeated whenever there is a change in the experimental 
conditions. Although it is not a pharmacopoeial requirement, it 
is good laboratory practice to re-validate under the current 
experimental conditions every 12 months. Records of validation 
and/or re-validation tests should be maintained in the change 
control procedure protocol”.  
Compliance change involved. What are companies currently 
doing every year for a process in the lab? Autoclave every 6 
months and sterility suite – every 12 months 
Contract laboratories – may perform revalidation due to the 
volume of test samples 

9. In relation to change control at 
what point do you decide there 
have been too many change 
controls and we have to 
requalify? 
 
How many changes can be made 
before company states enough is 
enough – this is a revalidation? 
 
 

OBSERV- Richard comment look at position paper as there is  
One company had an inspection observation due to a software 
change. The Inspector took a position and ran with it. 
 
The company has reviewed the change holistically as part of 
change control and deemed it acceptable. Over 3 to 4 years they 
had made three changes to the code. 
However the code was used elsewhere and had an implication 
on the filling machine. The filling machine had been prone to 
requalification but the software wasn’t requalified, this this area 
wasn’t challenged. 
 
There was a number of minor changes over the years and the 
extent of the change did have an impact elsewhere. No 
requalification was done, rather the change controls were 
accepted. 
 
The key factor to consider is does the system risk assessment 
take account of all changes including code changed. Companies 
must consider unintended consequences. 
  
If as a company you don’t understand or don’t have visibility or 
awareness that the supplier was using the code in another area, 
and same piece is copied, so any changes to the code would 
have implications elsewhere. 
 
Companies must look at who is doing the assessment? Do you 
have to know where the code is used going forward?   
 
How do we know how to target this? Industry is way behind 
where we should be with software and data changes and the 
pharma industry is playing catch up. 
 
The design qualification should be included as part of periodic 
requalification.  
Some experiences offered were that companies documented all 
system changes and looked at the cumulative effect over the 
previous 12 months. The gap here is when doing an assessment 
and are looking at 12 months data, are you getting enough of the 
picture? 
 
How far back do you go? Do you go back to the URS? You have 
to look at the lifecycle. Is one piece of equipment requiring more 
changes than another? Question why is happening and put it in 
context.  
 
Some personnel have seen systems operating on plcs and if you 
upgrade the software, it may not work with the plcs you have in 



place.  
 
When do you include QA input in the process? Some companies 
are using the approach that QA are involved from the FAT, 
however an understanding of automation is paramount.  
How do you address this gap? Some companies are hiring QA 
personnel with automation backgrounds so they are approaching 
software like a systems information person and not in a traditional 
QA approach. 
A talent expansion and cross training of QA and automation 
skilled personnel is required; companies can manage this in a 
number of ways. 
 

Production and Laboratory 
equipment – Understanding data 
integrity 

Going forward companies will need to ensure that they 
understand their production and laboratory equipment from a 
data integrity standpoint.  
Build on in-house expertise, some companies have employed IT 
consultants to assist in this area. 
 

 

 

 


