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THIS DOCUMENT LISTS OBSERVATIONS MADE BY THE FDA REPRESENTATIVE(S) DURING THE INSPECTION OF YOUR FACILITY. THEY ARE INSPECTIONAL 
OBSERVATIONS; AND 00 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 WTH 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 AND ADDRESS ABOVE. 

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

Quality System 

OBSERVATION I 

There is a failure to thoroughly review any unexplained discrepancy and the failure of a batch or any of its 
components to meet any of its specifications whether or not the batch has been already distributed. Specifically, 

A. Out of Specification (OOS) Investigation Nos. OOS/004118/U-2 was initiated on 22 January 2018 for (bH4
> 

batch no. l(b)(4) l(manufactured j)(4) r(bJ<4l tability batch at the 36-month stability time 
point (Long Term: 25 ± 2 °C and 60 ± 5 %RH) and OOS/005/18/U-2 was initiated on 22 January 2018 for 
(bH4> batch no_l(bH4> (bH4> ·tability batch at the 36-month stability time point (Long Term: 30 ± 2 ° 
C and 60 ± 5 %RH). The OOS failure during Related Substances (Method-IT) testing was initially categorized as 

(bH4> .-.~.Jwhich exceeded the specification limit ofNMTlbH4
> yo ~><4> %) for long term ~nct'(b>~ 

lor mtermed1ate condition and any unspecified impurity which exceeded the specification limit of NMT<bll4> % 
(<bH4> Yo for long-term and intermediate conpitionsl. The oroduct as a five-year retest date/expiry (60 months). No 
assignable root cause was identified durin~(bJ< > pf the investigation Other deficiencies with the 
investigation include, but are not limited to: 

~b) 
• Step i<b><

4
>:JPhase <4J Investigation) of SOP #SOP/QA/GEN/003/12 (Procedure for Handling and Investigating 

Out of Specification (OOS) states Phase ~l investigation shall be carried out with team members consist of cross 
functional departments (Production, QC, QA, Research & Development, and Technology Transfer) and the 
investigation should be focus on review of Batch processing Records, Batch Cleaning Records, and other relevant 
documents which could be supportive of the investigation. The review of these records shall also be extended to 
pre and post batches, of manufacturing and distribution records. The firm fai led to assemble a cross functional 
team to review Batch processing Records, Batch Cleaning Records, and other relevant documents records 

R . f I . d b tt>H-4> J d"ffi b I . . • etestmg o samp e was came out y to 1 erences etween cone us1ons m 
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phasei::1investigation and SOP. 
• You invalidated the initial OOS results and accepted the average results bym ~nalysts. 
•You attributed the root cause identification to probability of contamination of diluent. As per preventive action, 
the SOP for good chromatographic practices (SOP!U- 2/QC/GEN/O 10) was revised with incorporation of 
procedure for precaution during diluent preparation (SOP!U-2/QC/GEN/O l 0/ 10). It was not discussed in the 
investigation report. 

B. During the walkthrough on 24 July 2019, three power failures occurred within the facil ity during a 15-minute 
interval and a back-up generator did not resume power. Additionally, whi le reviewing audit trails for two stability 
chambers (#SML2/QC/HC/005 and #SML2/QC/HC/001) it was noted that the faci lity frequently loses power, 
sometimes for over 8 hours. The firm has not maintained any records for power failures that occurred within the 
manufacturing areas and the QC lab, and has not conducted any investigation or assessment regarding the impact 
of the power failures to in-process product, QC Laboratory equipment cal ibration and on-going testing. In 
addition, there is no procedure to handle power fai lures in the laboratories and SOP #SOP/U-2/ENG/GEN/053/02 
(Handling of Power Failure, Effective Date 29 May 2019) does not extend to conducting an investigation to 
demonstrate that an assessment was made to on-going manufacturing operations and laboratory testing operations 
at the facility to determine if there is any impact. 

Facilities & Equipment System 

OBSERVATION 2 

Equipment used in the manufacture of intermediates and APls is not present within the facility . 

Specifically, 

<bH
4
> of the<b><4>l£ieces of eauinmer t used to manufacturetbll

4
> :of the submission batches for APT 

'(b) (4) (b) (4) . {b)l4) (b) (4) . . . 
used m I capsules were not present m the facil ity. 

At the time of the inspection the below pieces of equipment were already discarded based on a change control 
from 02/2019. No documentation or assessment of what replacement equipment will be used to make this API was 
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performed until the second day (23 July 20 19) of the inspection. In addition, no notification of these changes was 
sent to the agency, the existing process flowchart for the product was not updated, and there is no documentation 
substantiating the decommission of the equipment. 

EqujJ2ment Name Eg~mentTD # Caracity Material of Construction 
(bll4l 

OBSERVATION 3 

Equipment and utensils are not cleaned and maintained at appropriate intervals to prevent contamination that 
would alter the safety, ident ity, strength, quality or purity of the APT finished materials. Specifically, 

The following pieces of equipment used to manufacture~bH4> ~. d ~b)(4) an API were observed 
unmaintained during facility walkthroughs. All equipment noted below is non-dedicated and was in a clean state 
during my visual observation. 

A . Your performed clean hold time study in 2016 for the equipment used for the manufacturing of APls in 
different production blocks is defici_ent and you did not follow the established protocols.L_ was being 
manufactured in production (bH

4
> and was moved to lbH4

> in June 2019 due to increase atch s ize. Clean 
Holding Time Study Protocol# PCTQA/CHS/001 states in Step (bl<

4
>1" MB Department personnel shall collect the 

cleaning holding time study samples on the '(bH4
l _ __J 

(bH4
l ·1· In addition, 1t states m Step(bl<4> "It any deviations are noticed wFlile 

conducting the validation, all those deviations, investigation details and corrective actions taken shall be 
documented in clean holding time study summary report." You reported in the Summary report (#RPT/QA/ 
CHS/00 I) that the cleaning holding time study was stopped afte~(bH4l nalysis due to exceeded results are 
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observed in T AMC analysis and you did not initiate a deviation for not continuing the study to (bl<
41 

You 
added new products to the facility lbl<4l ·ince the last cleaning hold time study and you have not performed 

h 1 . h Id . di h . · I c 'lbl<4> anot er c eantng o time an or assessment to ensure t e equipment can remain c ean 1or 

B. Your performed dirty hold time study in 2016 for some of the production equipment in Blockr ><
4
> is deficient 

and you did not follow the established protocols. Some of the equipment listed in the study was used for 
manufacturingr ><4> submission batches prior to being removed and re laced by new equipment. 
Dirty Holding Time Study Protocol #PC/QA/OHS~~: lOO I !bH4> states in Step ~bl<4f 

<bH4> is sparingly soluble in1b>'<4> as per solubility criteria and this product was 
.-~-..-.,........-.--' 

considered for dirty hold time study as worst case among the below mentioned products." However there are three 
h d h . I I bl . 1(b>14> d ot er pro ucts t at are sparing y so u e m an you 
. . lbl<4l bl<4> t=: b I * did not explam how vou chose__Js the worst case scenario. You new pro ucts ~refer e ow ) 

to the facility (bl<
4
> since the last dirty hold time study and you have not perfonne another dirty hold time and/ 

(b) 
or assessment of fiow t ese products compare to !4> 

C. Peeling paint was observed above the '(b>14> opening of~b><4> 
2019, which was used for the submission batches<bl<4> 

(bl<4> l 8 during the walkthrough on 22 July 
and is projected to be used for 

. I . h c . f <bl<41 
commerc1a operations or t e manu1actunng o batches. 

. . '(b)(4) . ~b) . 
D. Presence of holes and heavy marks were observed inside ~·02 located m Block<4> which was 
used for the submission batches (bl<41 and is projected to be used for commercial o erations or 
the manufacturing of(b114

> f6atclies. Jn addition, the ceiling area above thelbl<4> is not 
finished. 

. f(b)(4)'-------·(b) 
E. Presence of cracks were observed on the walls above the open mg of (4l located in Room 
#(bl<4l oomflbl<4l:m 22 July 2019, which was used for the submission batches (bl<

4
l and is 

. d b d ~ . I · h f: · J<b> <4> ~~ proJecte to e use 1or commercia operations or t e manu actunng 01 ; oatcnes. 
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(b)(4) 
(#AM}bH4> . lb)l4) 

F . A bolt was observed underneath 0 I) during the walkthrough of Block- on 22 July 2019, 
which is used for the manufacturing of<bH4

l "! The firm was unable to identify where this came 
from. 

Laboratory Control System 

OBSERVATION 4 

Appropriate controls are not exercised over computers or related systems to assure that changes in master 
production and control records or other records are instituted only by authorized personnel. 

Specifically, 

A. The data acquisition software (Newtronic ICDAS version I .2), which is used for monitoring the storage 
conditions (temperature and relative humidity) for the stabi lity chambers has not been validated and has been in 
use since 2009. The stability chambers are used to store lb><

4
> :<submission stability batches) and 

<bH4
l (commercial) finished API materials for on~going stability studies for U.S marketed products. 

a. A change control was not processed for the installation of the software and the equipment was released for use. 
b . Validation Master Plan# VMP/SML-2/001 Rev.00 did not address computerized systems and software used by 
the facility. 

B. The audit trail for the Newtronic ICDAS version l.2 system used for Stability Chamber #SML2/QC/HC/005 
(used for storing stabi lity samples for tt>H

4
J -1 and Chamber #SML2/QC/HC/ OO I (used for storing 

stability samples forl1b><
4
> .J recorded several encountered power failures from 01 /01 /2016 to date which has not 

been investigated by the Quality Control Unit to determine the impact on the samples. In some instances, the 
power failures have lasted 9 hours. ln addition, there is no SOP for the review of these audit trai ls. The stability 
chambers are used to store (bH4> 'and/or (bH4> finished API materials for on-going stability studies for U. 
S marketed products. 
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The calibration of instruments is not done at suitable intervals [in accordance with an established written program] 
[with provisions for remedial action in the event accuracy and/or precision limits are not met]. Specifically, 

A. You have not performed a verification of the FT-IR (ID #SML2/QC/fR/OO) prior to each use per Step L > of 
SOP# SOP/U-2/QC/OPR/002/06 (Operation and Calibration Procedure for FT-CR, Effective Date 24 November 
20 I 7) where it states, "Instrument verification is the procedure of demonstrat ing that spectrum 100 Instrument is 
functioning correctly." In addition, you do not maintain a logbook for the verification of the equipment prior to 

. . . . '(b)(4) ~b)(4) . 
use. The eqmpment was ut1 Ii zed for tes_tmg A Pl 

1
Batch # JV-006/ 18 wh 1ch was 

. . (b)(4) . (b)(4) Ml4l I 
manufactured m July 2018 with August 2019 retest date used m 

,__~~~~r-~~--

c a p s u I es. 

B. Step ~lb><4> ,and ~b><4> of SOP #SOP/ ARD/OPR/006/06 (Operation and Calibration Procedure for X-Ray 
Diffractometer, Effective Date 14 March 2019 allow the analyst to turn off and turn on the equipment. In addition. 
when the equipment is turned on and off, it is not documented in a document and no system suitability is 
performed to assure that the equipment is working as intended based on its qual ification parameters. This 
equipment is used for testing lb><

4
> _] finished API materials for release testing and was used for testing 

kt>H4> p atch #1b><4> -IVT006/l 8. 
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