
DEPARTMENT OF HEALTH AND HUMAN SERVICES 

THIS DOCUMENT LISTS OBSERVATIONS MADE BY THE FDA REPRESENTATIVE($) DURING THE INSPECTION OF YOUR FACILITY. THEY ARE INSPECTIONAL 
OBSERVATIONS; AND DO NOT REPRESENT A FINAL AGENCY DETERMINATION REGARDING YOUR COMPLIANCE. IF YOU HAVE AN OBJECTION REGARDING AN 
OBSERVATION, OR HAVE IMPLEMENTED, OR PLAN TO IMPLEMENT CORRECTIVE ACTION IN RESPONSE TO AN OBSERVATION, YOU MAY DISCUSS THE 
OBJECTION OR ACTION WITH THE FDA REPRESENTATIVE($) DURING THE INSPECTION OR SUBMIT THIS INFORMATION TO FDA AT THE ADDRESS ABOVE, IF 
YOU HAVE ANY QUESTIONS, PLEASE CONTACT FDA AT THE PHONE NUMBER AND ADDRESS ABOVE. 

DURING AN INSPECTION OF YOUR FIRM (I) (WE) OBSERVED: 

Quality system: 
1. The responsibilities and procedures applicable to the quality control unit for material suppliers are not fu lly 
followed. Specifically, 

(a) Section 4.3.12.2.C of SOP WX-SOP-00451-14 "GMP Material Supplier Management" states that, if the results 
of material supplier performance assessment is~~! 5Score<~~~ then the supplier is considered "Partially 
satisfactory, no supply until corrective actions in place". Material Supplier Performance Assessment Forms show 
that the following suppliers received a score between~~! 5Score<~~! for the indicated assessment timeframes: 

•(b) (4) 01/01/2017 - 12/3 1/2017 (Assessment Report signed off 
by QA unit on 03/30/2018); and O 1/01/2018 - 12/31/2018 (Assessment Report signed off by QA unit on 
03/29/2019) 

o(b) (4) .: 0l /0 1/20 18 - 12/31/2018 (Assessment Report signed off by QA 
unit on 03/29/2019) 

Your firm continued to receive lots from the aforementioned vendors in the absence of formal closure of the 
corrective actions. You have fi led at least 7 complaints associated with leaking disposable bags, including 

(b) <
4

) bags, at least one used in the product i.on of(b) (4) drug substance, with (b) <4) in 2017 and 20 I 8. 
(b) (4) is identified as a critical supplier. As of the date of this inspection, you have not identified a corrective 
action and you do not have a written risk assessment or written risk mitigation strategy for the continued use of 
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- - - ··--------------~---'----------- - - --- - -

Obs 1 continued 
(b) The Material Supplier Complaint Sheet QA-RMM-001-D-08 requires that QA perform an effectiveness 
confirmation(b) (4) after closure of the complaint. The QA unit failed to meet the requirement for the 
following: 

• Complaint EFS-18-020 was closed on 07/26/2018, and the effectiveness check was performed by QA 8 months 
later on 04/02/2019. 

• Complaint EFS-18-021 was closed on 07/26/2018, and the effectiveness check was performed by QA 8 months 
later on 04/12/2019. 

• Complaint EFS-18-023 was closed on 07/26/2018, and the effectiveness check was performed by QA 8 months 
later on 04/l2/2019. 

• Complaint EFS-18-002 was closed on 08/06/201 8, and the effectiveness check was performed by QA 8 months 
later on 04/12/2019. 

2. Corrective actions are not taken when data from critical quality attributes indicate a trend towards out of 
specification. 

Specifically, the (b) (
4

) release data show a consistent decrease in the osmolality attribute for (b) (4) 

finished drug product lots manufactured between 2015 and 2019. The osmolality data for the most recent drug 
product lots are towards the lower end of release specification. You have not opened an investigation of the trend 
data to identify the root cause for the decrease in osmolality and you have not identified any corrective or 
preventative actions to reduce the possibility for potential out-of-s pecifications (OOS) for osmolality attribute in 
future batches. 
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3. The amount of samples sufficient to perform all tests, except for endotoxin and sterility, in duplicate, are not 
retained. 

Specifically, for each lot of(b) (4) commercial drug product, your firm failed to retain sufficient reserve 
samples consisting of at least twice the quantity necessary for all the tests required to determine whether the active 
ingredient meets its established specifications, except for sterility and pyrogen testing. Your firm currently retains 

<~! vials from each (b) <4) drug product lot whereas at least~~! vials are required to perform all tests, except 
for endotoxin and sterility, in duplicate. 

4. All information to ensure method accuracy, reproducibility, and reliability, is not included in analytical method 
evaluation to ensure validated QC analytical methods continue to operate in a state of control on a routine basis. 

Specifically, during our inspection of QC labs on April 12,2019, we observed there was a system suitability 
failure for CEX-HPLC analytical method while performing the release testing fo1(b) (4) DS lots (b) (4) and 
(b) (4) on December 06, 2018. The results were invalidated in the QC record WX-AMP-00038-08-1 and the 
samples were re-analyzed, by CEX-HPLC method on December 08, 2018. QC management failed to record this 
system suitability failure as part of their evaluation of analytical method performance. 
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