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THIS DOCUMENT LISTS OBSERVATIONS MADE BY THE FDA REPRESENTATIVE($) DURING THE INSPECTION OF YOUR FACILITY. THEY ARE INSPECTIONAL 
OBSERVATIONS: ANO DO NOT REPRESENT A FINAL AGENCY DETERMINATION REGARDING YOUR COMPLIANCE. IF YOU HAVE AN OBJECTION REGARDING AN 
OBSERVATION. OR HAVE IMPLEMENTED OR PLAN TO IMPLJ=MENT CORRECTIVE ACTION IN RESPONSE TO AN OBSERVATION, YOU MAY DISCUSS THE 
OBJECTION OR ACTION WITH THE FDA REPRESENTATIVE($} 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 ANO ADDRESS ABOVE. 

DURING AN INSPECTION OF YOUR FIRM (IJ (WE) OBSERVED 

OBSERVATION I 

Quality Control laboratory control procedures are not fol lowed. 

Specifically, your firm received a Warning Letter from the FDA dated 12/31 / 15 regarding breaches in the integrity 
of analytical data generated in support of the registration, batch release. and stabi I ity ofyour A Pl products. As 
part of your firm's response. you committed to and submitted the results ofa "'full -scale invest igation·· of 
historical data collected during the period 0 1/0 I/ 13 to 03/0 I /1 5 to determine if there are '"any similar data integrity 
issues", as outlined on page 2 of your "Evaluation Report for HPLC Analy tical Data in QC Lab'" dated 01 /24/16. 

Your conc lusion submitted to the Agency found ·'no data related with product failures were identified during the 
full-scale investigation". However, our limited review of the electronic data and associated rnetadata for during 
this same time period during this current inspection identi fied numerous examples ofdata integrity issues that 
were not identified and investigated as part of your '"full-scale investigation'". Examples identified included the 
same categories as outl ined in the previous FDA 483 dated 03/07/ I 5: namely: 

I. deletion and overwriting of data, and 
2. running analyses without the audit trai l enabled. 

Our limited spot-check review identified approximately 23 such instances. only 3 ofwh ich were included in your 
''fu ll-scale investigation'' report submitted to the Agency. Representative examples identified during this 
inspection and not submitted in your Evaluation Report are outlined below: 

°[unknown batch number) 

Jb)(4J 1. 
- An analyst (unknown) performed an analysis 011..____011 03/20/2104 with the audit tra i I function disabled. 1 
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- Your analystcPerformed processing of these chromatograms on 03/21 /2014 starting at 8:21 with t~e audit 
trail enabled. 

. tl>H4l 
B l)(4) ~4 month stability batch ~! IJ mpurities by HPLC 

- During the running sample set on 03/ 12/14, your analyst(bnsi 1deleted/overwrote a total of 5 sample injections 
related to these stabil ity sample al iquots: 

f )(4) injected I I :36 (this injection result was deleted) 
injected J 2:26 (this injection result was reported) 

tl>H4l injected 13: 15 (this injection resu lt was deleted)-
injected 13:37 (this injection result was de leted) -
injected 15:05 (this injection result was repo1ted)-

l njected 14:02 (this injection resu lt was deleted) 
)njected J 5:29 (th is injection result was reported) 

f (-0 
lb)(4) 

injected 14:26 (this injection result was deleted) 
injected 15:53 (this injection result was reported) 

-
-

lbf<4) tl>)(-4)r,PIbatch #1 egradation study by HPLCC)I 

- During the running sample set on 06/ l 0/ 14. your analystr(bHS> stopped the running chromatogram after 

approximately 8 minutes at 16:36 
- The sample.was re-injected at ~bH-4>7 and the original result was ckleted/overwritten 
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Labeled storage conditions are not justified by stability studies. 

4 

Seecitically, an OOS result for impurities by HPLC was confirmed for[ H > tability (12 months 
a11::_J') batch #,tb><4

> 
1during the !nvestigation OOS-FLUD-150 I. The labeled expiration date and conditions 

for th is batch a~ ><4> ptNl\11[6><4>f · There is currently no stability data to support rhese label claims. 

Notably, following this confirmed stability failure your firm transferred samples of this batch fr~m the retain 
samples storage ~::] C ) to them C stabil ity chamber in order to support the label claim ofNMT:4: ::. However. 
storage at~{C is not represt!ntative of the worst case labe l conditions. 
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