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Example of Systems Risk Assessments to Determine Periodic Review Frequency  
 
Fluids Autoclave  
System criticality –High – used to terminally sterilize parenteral product  
 
Probability of an adverse event – Low – mechanical equipment is robust, process control is  
simple, utility supply is consistent and has had no unplanned interruptions in the previous 3 years.  
Historical data shows no operational issues for the last 10,000 sterilization cycles.  

Risk classification is Medium.  
 
Probability of detection – High – independent, dual temperature probes monitor product and  
drain temperatures to verify sterilization cycle performance. Probes are routinely calibrated  
monthly. The type of probe used has shown no out-of-specification drift or failures between  
calibrations in the previous 5 years of use on site. Independent pressure transmitter monitors  
chamber pressure. The type of transmitter used has shown no out-of-specification drift or failures  
between calibrations in the previous 5 years of use on site.  

Risk priority is Low.  
Periodic Review frequency defined as 5 years, with the additional justification of the routine  
revalidation program for the sterilization process.  
 
WFI System  
System criticality – Medium – used for cleaning of equipment before sterilization.  
 
Probability of an adverse event – High – historical records show one pump failure resulting in  
microbiological contamination of the system and a further system microbiological deviation in  
the past 6 months (approximates to at least one adverse event every 100 days).  

Risk classification is High  
 
Probability of detection – Low – component failures are typically detected very quickly, however  
microbiological failures are not detected immediately due to the sample incubation time.  

Risk priority is High  
Periodic Review frequency defined as annual 
 
Example of Processes Risk Assessments to Determine Periodic Review Frequency  
Below is an example of periodic review frequencies, based on a qualitative overall level of risk:  
 
Low Risk –   Frequency maximum 5 years.  
Medium Risk –  Periodic review should be conducted at least every 3 years;  

actual frequency should be assigned and justified based on process usage.  
High Risk –   Annual periodic review is recommended.  
 
Example: Manual cleaning of aseptic product filling set-up  

-  Criticality – high, (product type, any contamination is direct into final dosage  
form)  

-  Probability of an adverse event –medium (manual cleaning process)  
-  Detectability (risk of non-detection) – low to medium (dependent on ability to  



100% visually inspect)  
 
Overall level of risk is high; annual periodic review recommended.  
 
Example: Secondary packaging process for a solid dose blister product  

-  Criticality – medium (oral solid dose, secondary packaging)  
-  Probability of an adverse event – low (automated equipment)  
-  Detectability (risk of non-detection) – low (process monitored by barcode checks of 

packaging materials, in-line checkweigh and vision system)  
Overall level of risk is low; five-yearly periodic review recommended 
 


