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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(S) 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 (I) (WE) OBSERVED: 

OBSERVATION I 

Laboratory records do not always include relevant metadata in order ensure established procedures are fo llowed. 

Specifically, during our review ofhistorical (2012-20 J4) original chromatography (HPLC) data collected in 
support oq b><4> • AP! DMF ~ and fbH4> IAPl DMF p,><4> , we found that the integrity 
ofdata collected and reported could not be fully verified: 

For example (this list is not exhaustive): 

A) For p>H4> t API 

a) The audit trai l for stability data collected at the 12 month timepoint for batch ~><4> J was not available for 
review. According to your analyst, the audit trail was not archived and cannot be retrieved. 
h) Data for the Oand 24 month stahi lity timepoints for batch p>><4> I were collected using stand-alone Agilent 
HPLC systems wi th no system audit trail or other controls enabled to ensure data integrity. 

B) For p>><4> • APl 

a) Data for the Omonth stability timepoint for batch ~bH4> Iwas collected using stand-alone Agilent HPLC 
system with no system audit tra il or other control enabled to ensure data integrity. 

OBSERVATION 2 

Written procedures are deficient regarding the cleaning and maintenance of equipment. 
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Specifically, 

A) During our review of your cleaning validation study performed for thd 1>><4> tablet press to be used in 
the manufacture of!1>><4> I tablets. we found that there is no scientific rationale (e.g. risk assessment) 
justifying the ~ sampling points. 

Additionally, there are no specific instructions (e.g. diagrams, pictures) available to define where the swabbing 
was to take place. For example, your validation report states that the ,<1>>14

> ·nner surface" was sampled; 
however, there is no evidence available to define the sampling location in order to ensure that the worst-case 
location was sampled. 

B) Your firm uses purified water as the solvent during routine cleaning of the r><4> ) tablet press following 
the manufacture offb><4> Jtablets, however, there has been no scientific evaluation to justify the use of 
purified water and evaluate its effectiveness considering the API and excipients used during manufacturing. 

C) Your cleaning procedure document H5-SOP-5204 for cleaning of thei<1>><4> tablet press lacks specific 
instructions regarding how to disassemble/reassemble the equipment, the temperature of purified water to be used, 
and the cleaning tools (e.g. brush) and actions to be used. 

OBSERVATION 3 

Storage conditions for samples retained for testing are not monitored appropriately. 

Specifically, your firm's stability chambers' routine monitoring is performed at the locations found to be the 
highest temperature and humidity during the qualification studies. These locations do not represent the worst-case 
locations (coldest/lowest humidity) within the chambers. 

OBSERVATION 4 
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Records are not completed contemporaneously. 

Specifically, during my inspection of your microbiology laboratory on 08/08/ I7, l observed your microbiologist 
preparing to load the purified water and CbH

4
> plates into the incubator for samples col lected and prepared earlier 

that day. However, the sample preparation worksheets for these samples were either partially completed or blank. 

OBSERVATION 5 

Laboratory records do not include complete data derived from microbial limit testing to ensure established 
procedures are followed. 

Specifically, 

I. During our review of the microbial limits test method validation fodbH4> ITablets 1<b> mg, we noted the m 
following discrepancies: 

a) The wei_ght of product sample used is not documented. 
b) The initials and/or signature and date of the analyst are not documented on microbial test record sheets. 
c) There is no documentation to demonstrate when and who performed thd b><4> Iand tbH4> transfer 
between incubators. 

2. Our review of historical stability data fod bH4> JTablets ~:( mg, we noted the following discrepancies: 

a) The in itials and/or signature and date of the analyst are not documented on the microbial test records sheet. 
b) There is no documentation to demonstrate when and who performed the 'CbH4> Jand lbH4> transfer 
between incubators for batch #'s ~H4> . (bH4> 1and ~bH4> I 

r )(4) r . 

OBSERVATlON 6 
?ca s/tl{-z,,.1 
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Changes to manufacturing processes are not fully documented. 

Specifically, your fi rm performed two "major" c,
4
~rs to thdbH4) AP] manufacturing process in 2016 

documented under VC-!b><4> ~-1602 and vcr n > 1603. There was no risk assessment or other scientific 
evaluation documented to justify the actions taken to monitor the acceptability/effectiveness of these process 
changes. 

OBSERVATION 7 

Process validation studies do not contain a history ofall relevant data. 

Specifically, during our review ofyour in-process controlF114 
> ldata collected during the process 

validation study for p>><4> IA Pl performed in 20 I 0, we found the following deficiencies: 

A) Original in-process electron ic data is not avai lable for review. 

B) During our review of the printedtt>><4> !for in-process~~rr n4> , ,ntified (6)14) (b)(4) what appears to be ani(llH4> peak m the standard oeak summary table at~ However, 
. (bH4> I - .si(bH4> your printed i(llH4> traces are only available up to The presence ot this ak in the 

remainin°i(llH4> _Je.g. samples) could not be determined. t, 

OBSERVATlON 8 

The final API storage areas are not maintained in a good state of repair. 

Specifically, on August 9, 2017 during my walk-through of the finished API storage areas, l observed what 
appeared to be water leakage in room #'s I02, 104 and I05. 
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4 4rn> 1A Pl was stored in room I02,'(l>H > !A Pl was stored in room 104 and !b>< > !APJ was stored in 
room 105. ----- .____.. 
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