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TlflS OOCIJMENT LISTS OBSERVATIONS MADE BY ™E FDA REPRESENTATIVE(S) DURING THE INSPECtlON OF YOUR FACILIT'f lliEV .AAE ltiSPECTI01"41L 
OBSERVATIONS ANO 00 NOT REPRESENT A FINAL AGENCY DETERMllllATION REGARDING YOUR COMPLIANCE IF YOU HAVE AN OBJECTIOH PEOARDl'IG A)I 
08SEF\ ATIO'# 00 HAYE IMPLfMENTEO OR PlJ'\N TO IMrl.EME•ff COflRECTlVE ACTION JN RESl'ONSE TO AN 011$ERVATION, YOU IAAY DISCUSS THE 
OQJEC110N OR ACTION VdTH Tl-IE FOA REPRESENTATlVE(Sl DURING THE INSPECTION CR SUStJn THIS INFORMATION TO FDA AT ll1E AOOREr.S AJJCN£. IF 
YOU HA\/£ '-Hf OVESTIONS PLEASE CONTACT FDA AT THE PHONE NUMBER ANO ADORESSASOVE 

OIJRING AN INSPECTION OF YOUR FIRM (I) {V.1;) OBSERVED 

Produciion ys1em 

I. Your system for reprocessing of A Pis and API intermediates is insufficient. 

a) For example. you do not adequately identify reprocessed batches of(b) (4) API and API intennediates 
with a unilJue material number or provide an identifier in the batch number ~hich differentiates (b) <4) API 
manufaccured using reprocessed material from (b) <4) A Pl manufactured under normal conditions without 
incident. 

b) You do not adequately placc(b) <4l A Pl reprocessing process validation (PV) and commercially 
reprocessed lots on appropriate s tability monitoring to dtmonstrate continued process capability Lhroughout the 
litecycle of the validated procedure. by ensuring (with stability testing of commercially reprocessed batches) Lhat 
reprocessed APls and API intermediates (post PV) are consistent!) meeting the specified quality attributes in 
accordance wirh USP monograph criteria and Lhroughout the shelf life of the A Pis which have been manufactured 
using reprocessed materials. 

c) Your procedure for skip testing allows skip testing for batches of(b) <
4l API (b) (4) and A Pl 

intermediate (b)(4) v. hich have been prev iously rejected and reprocessed. Yet you have provided no 
appropriate justification \\ hy reduced testing :should be acceptable for(b) <4l l\Pl and API intennediate 

barchcs which have inirially been rejected due to failure of quality attributes. 
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l ahora1011 System 

2. Retes t periods for reforcncc s tandards used in the QC loboratory for ana lysis or /\Pis and A PT intermediates ore 
no1 es tab lished with supporting analyt ical data. 

You have nol appropriate!) validated the effective shell lives of reference standards provided by third-party 
suppliers. v. hich are used for QC testing of(b) <4) APJ and API mtcm1ediates. Your specified retest 
period of(b) <

4
) for third-part)' supplied API and A Pl-impurity reference standards is taken from your analytical 

standarJ ·op anJ no 'alidation studies have been performed to support thh statement. 

3. Failure to maintain lahoratol) equipment used in the anal} tical testing of A P is and APJ intermediates to ensure 
that the equipment is suitable for use in the execution of USP monograph test ing methods. 

You hare not qualified )OUr I JPLC columns used for rdease testing of(b)(4) USP API to ensun: 

thal the: column performance is appropriate and suitable to perform te:iting. to include. but not limited to. the 
spcci lied l <;p monClgraph method for chromatographic puril) related substances. Per your finn · s QC manager. 
you cn:aced a second anal) lical method to adequate I) resnhc the (b) <4) impurity from the main (b) <4) 

(b) <
4

) peal... due to "poor column performance/degradation··. I lo\\ ever. you have not qua Ii fied the columns to 

dctem1im.: the number of injec tions v.hich the co lumn can be used before it is no longer able to achieve system s 

su itabili t) and mu~t bi; di~carded/rcplaced. 
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