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Disclaimer 

The views and opinions expressed in the 
following PowerPoint slides are those of the 
individual presenter and do not necessarily 
represent the views of the FDA. 
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Outline 

• 2019 cGMP Regulatory Actions by U.S. FDA 
 

• Notable Trends and Examples of Deficiencies 
found during inspections of drug manufacturers 
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Distribution of Systems Cited 
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Top Ten FDA-483 Citations 
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プレゼンター
プレゼンテーションのノート
To start, let’s look at sterile drug recall trends. The total number of  (Class 1, 2 & 3) recalls for the last three (3) years is approximately 240.  These recall activities include domestic/foreign markets and all of them are related to finished products.

For example, Total Recalls for 2015 is 69, which represent (29%) of the recalls for the last 3 years; Total Recalls for 2016 is 59 for a (25%) and Total Recalls for 2017 is 75 for a (31%).  Based on these numbers, we can conclude that almost no change have been observed for the numbers of recalls since 2015.  At this point for 2018 we have approximately 37 recalls for 2018, which represent  (15%)
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プレゼンター
プレゼンテーションのノート
As you can see, the top reason for recall is “Lack of sterility assurance/ microbial contamination”, which is indicative of a major problem in aseptic processing due to the limitation of the sterility test, since only small # of samples are tested during routine production.  The second is the presence of foreign particles in product that we can also associated to issues of potential contamination in product.   The third one is  OOS results.
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プレゼンター
プレゼンテーションのノート
From the chart, we can see that filled syringes is in the top, follow by small volume solution (e.g mini bags from 50 mL until 100 mL) and large volume parenterals (e.g bags and bottles from 100 mL in above).
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Warning Letter & Import Alert 
Supply Chain- Genotoxic Impurities 
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FDA Statement- Genotoxic Impurities 
Lifecycle Testing and Sensitive Methods 
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Impurity Profiles 
Supply Chain Lessons Learned 
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Warning Letter 
Deficient Design of Aseptic Processing Line 
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MORE WARNING LETTER EXAMPLES 
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WL: Media Fills 

“Our review of your media fill batch records found that your 
firm rejected integral vials, and no justification was provided.”   
 
“Your media fill procedure does not specify that all personnel 
authorized to enter the aseptic processing rooms during 
manufacturing should participate in a media fill at least once 
a year.” 

 
“You lacked adequate procedures for training and qualifying 
personnel to examine media filled units following incubation, 
and you did not specify how they are to conduct this 
inspection.  Furthermore, you did not keep adequate records 
that document which personnel performed the 
examinations.” 

プレゼンター
プレゼンテーションのノート
Now, I would like to show you some WL examples.  This WL is related to media fill process.
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“During aseptic manufacturing of your sterile ophthalmic 
products, you documented numerous leaking containers and 
other bottle defects.  To address these defects, you routinely 
adjusted your filling equipment and resumed production.  You 
subsequently released these lots.  Following distribution, you 
received customer complaints of leaking containers.  In 
addition, you found numerous critical container-closure 
defects, including leaking products, during media fills studies.” 

 
“Additionally, our inspection found that your firm re-uses 
sterilizing filters as many as 22 times before discarding them.”  

WL: Leaking Containers 

プレゼンター
プレゼンテーションのノート
This WL is related to issues with container closure system.
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The filling line lacks unidirectional airflow in the ISO 5 aseptic filling 
zone. The horizontal airflow in the filling zone is not sufficiently robust 
to protect the sterile injectable product during interventions involving 
operator entry into the aseptic filling cabinet.  Smoke studies 
demonstrated the filling line design permits turbulence above and 
below open vials.   

 
Your smoke studies do not support your assertion that you maintain 
unidirectional airflow for all aseptic operations. At times, the smoke 
volume was too low to accurately demonstrate airflow. You did not 
inject the smoke in areas that showed the effects of operator 
interventions on the unidirectional air stream. These smoke studies 
do not demonstrate that your line is designed to prevent 
microbiological contamination, or to provide high assurance of 
product sterility. 

WL: Laminar Air Flow 

プレゼンター
プレゼンテーションのノート
This WL is related to Smoke studies.
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WL: EM Program 

Lack of adequate Environmental Monitoring (EM) 
program “Your records do not establish that during 
manufacturing operations, you collect environmental 
monitoring samples from all locations designated in your 
environmental monitoring procedure.  The batch 
production records do not clearly reconcile samples you 
collect with the results you obtain.  Also, your procedure 
instructed operators to record environmental monitoring 
data only in instances where there are "any results 
different from zero.” 
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