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This document li$lS observations 111 <ldc by the FDA rcprcscntative.(s) during the inspccti1ln or your Cacility. They ar~ inspcctional 

obs<!rvat ions. and clo not represent a Jlna l Agency dclcrminmion regarding. your compliance. II" you have an objc.ction regard ing an 

ob~e.rvation. or h;~v.:: impkmcmed. or plan to impk mcnt. correct ivc action in response to an observalion, you may discuss the object ion or 

<lClion with lhc FDA rcprcscniatin-(s) during !he inspection or submil !his iniormmion lo FD;\ a1 the address abO\ 'C. If you hav.;: any 

qnc•st ions. ple ase con;;1c t FDA <ll ih~ plwnc nurnber and <ldd ress abow. 


DURING AN INSPECTION OF YOUR FIRM WE OBSERVED: 

_QUALITY SYSTEM 

OBSERVATION 1 

There is a f11ilure to thorough ly rev iew any unexplained discrepancy and the fa ilure of a batch or any of its components to 

meet any of irs specificmions whether or not the batch has been already di stributed. 


Specifically, investigations conducted by yo ur finn from January 20 II through present do not always determine a root cause, 
do not have adequate data to support the root cause, and/or lack adequate corrective actions and/or follow-up. For example: 

a) Deviat ion 44254 (iniliated 05-Jul-20 12) involves ~bR4> tablets t> 'mg, BalchfJ~bR4> where a tablet was found to 
be out of the speci11ed weight limit during an in process control (I PC) check. This out of lim it was not detected during 
production (no deviat ion noted in the batch record), on ly on later review of the executed batch. No invest igation was made to 
lind root cause, to develop actions to be taken to prevent th is type ofdeviation fi·o m recurring, and no documented fo llow-up 
was conducted. 

b) OOS 13599 (initiated 08-Ju l-20 II) concluded that the root cause fo r the dissolution fai lure ofCbX4> Capsules~~ · mg, 
':-:-"""":"'~)was higher alkal ine pH in sample collection tubes. The pH of the 3 of6 dissolution samp les that n1i led to 


mee! disso lution criteria was not evaluated, nor "vas there a route established through the investigation 10 support the 

presence of the extremely high pH(~: ::~> ) necessary to degrade the active in gred ient to obtain low dissolution results. The 

OOS data was invali dated and the sample was retested. 


c) Deviat ion 48594 (initiated I 1-Aug-20 12) concluded tha t a black fiber embedded in a ~>)(4l 


Tablets ~~> · mg, Batch '6)(4l was li ke ly either while~b)(4) tape remnants on the nozzle head ofthe~b)(4 machine or a 

hair from an employee's ann that cou ld be exposed on loading the machine. The firm did not conduct any ana lysis or the 

fiber to support these roo! causes. Further, a plan to evaluate whether the corrective actions of trimm ing the tl>X4> tape and 

implementing longer g loves fo r employees were effective was not established. 


d) Investigation 36683 (in it iated 25-Apr-2012) concluded that an out of limit hardness in-process check forr(b)(4)
'-7-"""":"'~~----~ 

mg Tablets Batch tl>)(4) , was due ro a single lb)(-4> punch jamming during operation which resulted in higher hardness. ---- -----· ---r~::7:S) ~N;~~::~SO~--L nVe:;~atO:~ --:;x.?y/t-:J:-~zt:~f-<4/J ·-·-~DmfSSUC() ···--- -  -
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i"lohali ab 160 071 I ndia Dr ug Manufacturer 

The investigation revealed tha t the operator had manually adjusted the compression force on the tablet compression machine 
prior to the fai ling !PC test point. The effect of this change 'vas not evaluated. The affected product was re-incorporated into 
the acceptable portion of the batch upon obta in ing passing dissolution results. 

e) Investigation 45035 (completed I I·Aug-20 12) conc luded that the rejection (due to appearance) of the 3 process validation 
batches for '6><4> mg Tablets Batches tl>><4> , &rCb><4> , was due to variations in hardness due to 
compression on the 6K4l compression machine. The investigation did not extend to the equipment qualification of the 
tl>X4l compression machi ne to determine if the machine had been evaluated for use with this larger q~~ g weight) tablet. 
The equipment qualification for this machine occurred with b)(4l mg (-fbR4l] mg ta blet weight). 

f) Deviation 42470 (initiated 20-Jun-20 12) concern ing ~bR4> tablets(~: •mg; batch[(ll><4> spots, 
logo erosion, and abras ion on the surfaces concluded that imp roper manual distribution of(bX4> was responsible for 
the ~b)(4) spots and that "b)(4) of the tablets dur ing lb)(-4> likely caused the logo erosion. Actions taken to correct and 
prevent this deviation includ ing [(ll)(4) of the tl>X4l during distribution and monitoring the tl>X4l thought responsible for 
t he ~~: tablets were not verified as effecti ve, and no documented fol low-up was found in the investigation to ensure this type 
of devia ti on will not be repeated with this or other drugs . 

g) OOS 44654 (ini tiated 09-Jul-2012) concluded that the root cause for the detect.ion oflbR4> in the Related Substance 
analysis foJ'(llR4> and tl>R4> (~~~ mg, batch R4> ) was use of di rty glassware by the analyst. The 
investigation did not reveal the source of the uncleaned glassware. Further, the amount oftl>X4l detected was on the 
magnitude of the amount of active ingredients, '6)(4l ·. The OOS data was invalidated and the sample was 
retested. 

h) OOS 33839 (initiated 27-Mar-20 12) concluded that the root cause lor the Total Organic Carbon (TOC) excursion of two 
water mon itoring points was due to sample exposure in via l or undue contam ination. The investigation centered on the effect 
the exposure of the samp le vials (sample kept in vials without caps) had on TOC. Interviews with the analyst did not ind icate 
tha t the caps had been left off or improperly affixed ro support this root cause. The OOS data was invalidated and new water 
samp les were coll ected and analyzed. 

i) Deviation 3700 I , initiated 4/27/ 12 for ~bR4> in response to the presence of black 
spots observed in tablets duri ng Tablet Compression. The investigation did not include chem ica l analys is of the tablet~bR4> 
or contaminated tab lets to support the absence of contamination in the ~b)(4l and the root cause, which was determined to 
have originated from oil in the compression machine. In add ition, no documented follow-up was conducted to ensure the 
effecti veness of actions taken to prevent a recurrence. 

j ) Deviation 17217, initiated 8/31/ 1I for ' 6><4> mg C<1ps ules Barch ii [(llX4l in response to the presence ofdents 
on the capsules observed during the capsulation process. The investigation concl uded that the lbR-4> capsule suppl ier 
did nor meet physical qual ity criteria, requiring adjustments to the capsule fill.ing machine. No documented fo llow-up was 
conducted ro ensure the effectivene ss of actions taken to prevent a recurrence. 
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OBSERVATION 2 

Investigations of an unexplained discrepancy did not ex rend to other batches of the same drug product and other drug 
products that may have been assoc iated with the specific fa il ure or discrepancy. 

Specifically, you r firm did not extend its investigations to other batches oftbR4> mg Tablets and other drug 
products when conclusions were made that the potential for the packaging line failure existed on all tl>X4> of the firm's 
identical packaging lines for all products manufactured by the fi nn since the firm began operations in March 20 12. 
Investigation # 45672, in it iated 7/ 17/ 12, and lnvestiagtion # 491 20, in it iated 8/ 17112, -..vere each in response to tvlarket 
Complaints that reported that unlabeled bottles of R4> •mg Tablets, Batch lf6R4>------, and ':!l>X4> , respectively, 
had been received at each of two pharmac ies. The firm's investigations did not inc lude a discussion of other batc hes and 
other products that have al ready been distri buted. 

OBSERVATION 3 

An"bR4> -Field Alert Report was not subm itted within three working days of receipt ofinfortnation concerning a fai lure of 
one or more dis tributed batches of a drug to meet the specifications estab li shed for it in the application. 

Speci fical ly, no fie ld <1 lert reports \.Vere submitted in response to inform<1 tion received by the finn in two Market Complaints, 
each of which reported thar one or more bottles oflbR4> mg Tablets contained no primary label on the bottle. 

a) Complaint # EIMCVJ12/002, received 7/ 17/ 12, reported that one unlabeled bottle was received by the pharmacy in a 
lbR4> packaoe o f~bl bottles oflbR-4> mo Tablets f{(b) count Batch f{{bR4>

0 141 "141 ' .,_____..... ° 

PRODUCTION AND PROCESS SYSTEM 


OBSERVATION 4 

Control procedures are not established wh ich mon ito r the output and validate the performance of those manufacturing 
processes that may be responsible for caus ing variability in the characteristics of in-process ma terial nnd the drug product. 

Specifically, yo ur linn does not nlways establish adequate process controls and/or product speci fi cations. For example, 
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a) In the manu t~1cture o f~bX4> • mg Tablets, Batch # ~bR4> , manufactured 5/08!1 2, a target process parameter for 

Compression Machine Speed was not established. however ~b) ,lb> r1)111 is indicated as the validated rr111 2:e. wh ich ma" be


' 14.1 14 1 . - . J 

adjusted by the operator throughout the compression process. Process Val idation for bX4> mg clid not eval uate the 
impact of all permuta tions available from operation of ali parameters such as tablet hardness and th ickness that are allowed to 
be operated at ranges. Rev iew of several batch records indicate that it is common practice to ut ilize lbR4> compression 
speeds at ~bR4> of compression fo llowed by~bR4> compression speeds at th~X4> orcompression. 
However, there were instances or having to[(llR4 compression speed (fX4l l mg, batch ~b)(4) ) du ring the course 
of compression due to sticking punches . 

b) There is no data to support that an adequate seal is consistently attained in the final packaging of solid o ral dosage forms, 
including [(llX4> and tl>X4> Tablets, in that the validation does not fully incl ude estab lishment of process 
specifications in th6tbX4> sealing process (to include bottle he ight along with conveyor speed and po wer). Additiona ll y, 
devices responsible to ensure consistent speed and power are not calibrated. 

c) SOP OP006449 "Deviation Management" (v. 1.0 effective 12-Aug-11 ) does not provide gu idance for evaluation and usage 
decis ions on product that has fai led IPC resting. Acceptanccisampling/resti ng of fai led !PC product is handled on a case-by
case basis which allov,; s for no n-uniform practices in treatment of failed product ancl scientific rationale in the treatment of 
failed product is not always evident. 

d) SOP 0P003 195 "l nprocess checks duri ng processing of batch" (v. 4.0 effective 13-Jun-2012) does not 1cquire the operator 
to perform !PC after changing compression force to eval uate the impact of change on key product attributes. Compression 
force is rout inely adjusted on thc'lbX4l , compression machine (used in the manufacture oPbR4l · mg process 
validation batches) to change hardness. Changes to the compression force are not no ted in the batch record nor is IPC 
performed after adj usting this value. 

e) SOP OP003290 "Procedure fo r operation and cleaning of tablet compression machine" (v. 4.0 effective 0 1-Ju n-20 12) does 
not provide the operator guidance in us ing the manua l adjustment knob on the tl>X4> compression mach ine to adjust 
hardness during the course of compression. This knob is routinely adjusted during the course of compression to affect 
hardness. 

_g) tablet production , ~~ speed is not ful ly controlled by written inst ructions to ensure prope rlbR4> of tab lets. 
fbl speed ran ges g iven in the batch record, if followed , may cause variabili ty in the characteristics of the in-process material 
~1\d !he druo product ~b) speed r,·moes <Jre oiven ,as tt>> J6> but if set at ~b) at the ~bR4> of~bR4> JXO]Jer X4> will nell,

"' "141 b. b . 14 1 14.1 , • 141 ., 

occur. 
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h) The 'bR4> ste p lbR4> Tabs) tl>R4> rate has exaggerated ranges (tbR4Ltl>R4I) in the batch record that, if 

followed, could cause variabi li ty in the characterist ics of the in-process material and the drug product. Actual working ranges 

were observed to be from ~JbX4l _ 


OBSERVATION 5 

Writ!en production and process control procedures are not fo llowed in the execution of production and process contro l 

fu nctions. 


Specifically, your firm does not always fo llovv written procedures for the tablet compression process in the manufactu re of 

solid oral dosage forms such as tl>X4> and tl>R4> Tablets in that the tablet compression machine speed is varied 

th roughout the compression process. For cxample, in the manu facture of: 


a)[(llX4> il mg Tablets, Batch if bX4> , the establ ished process parameter fo r machi ne speed is~~> · rpm; however, 

according to In-Process Control Records, the mach in e speed was fb> rpm at the time or the~· and QA checks. The 


' ' 6 r. ~ 14 1
machine speed was then varied at~~ rpm, k: rpm, ~~~ rpm. anq~> rprn throughout the comp ress ion process. 

b) lbR4> 111" Tablets Batch # lbR4> the established process j)arameter for machine speed is P>> 1 rpnr however
b ' , - l4 l - ) ~ 

according to In-Process Control Records, the machine speed was '6X4> aq~: •rpm. During the batch it was bX4> , t~~ 


rpm where the compression process completed. Further, upon changing the compression speed fi·om ~~~ rpm tok, rpm, the 

!PC performed after the speed change was incomplete as only tablet weight was evaluated. SOP OP003 195 specifies a ful l 

!PC to be perfom1ed when the compression speed is changed. 


OBSERVATION 6 

There are no written procedures fo r production and process controls designed to assure that the drug products have the 

identi ty, strength, qua lity, and purity they purport or are represented to possess. 


Specifica lly, 

a) Written procedures (SOP OP0034 11 v 5.0 effective 16-Aug-20 12) fo r cleaning non-dedicated equipment do not 
adequately defi ne methods, equ ipment and parameters (such as volume of water, time, pressure) used to ensure controlled , 
effective and consistent/reproducible cleaning results. There is no data to support that presumed hard to cl ean areas, where 
swab sampli ng occurs, were scientifically derermined. Visible residual material (previous lot tbR4> Tablets~~ mg, batc h 
iflbR4> ) was observed during this inspection in the air inlet and exhaust areas of cleaned and company production 
management checked/inspected tbR4> mach ine (lv1PDGACO I) process equipment located in manufacturing 
room lb)(4) 
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b) There is not always sufficient data to support manufacturing steps not addi ng variabil ity into the manufacturing process. 
For example, 

i) The batch record r::1b)(4) proeess for r!b)(4) (a ll strengths) ind icates a target range 'or weight add it ion 
to determine the[(lj><4> endpoint. Rev iew of several batch records revealed that th is lower end of the range ar.l %) is never 
ut ilized as the stopping po int as the operator "knows" that there wi ll be~b)(4) duringr!bX4l . of the b)(4l product that could 
take the product our of the speci lied range. Instead, several wi thin specificatio n end points are passed with typical fina l 
endpo in t values o(tb)(4) i ll~Q%. 

ii) The batch record for ~bR4> for ~bR4> mg (ste1:<6><4>) instructs the operator to stop the[(lj><4> 
process once certain parameters are met includ ing product temperature (P>> C) and bX4> . (NMT~> %). Operators 

tk 141 14 1 " - . 
routinely continue the •u><4> process after these parameters are met as they "know" it to be necessary to continue the (bX4> 

process to obtain the optimum product fo r the next manufacturing ste p. 

FACILITIES AND EQ UIPivt ENT 

OBSERVATION 7 

Rou tine checking of mechanical equ ipment is not performed according to a written program designed to assure proper 
performance. 

Specitlcally, raw and in-process material storage areas may not meet the established requirements in that studies to determine 
the optimal environmental monitoring locations for several storage/warehouse areas includ ing Raw Materials Warehouse I, 
Raw Materials Warehouse 2, and In-process Storage 2 were found to be deficient as follows: 

a) There is no adequate rationale for the placement of the temperature and relative humidity monitoring device in Raw 
Material Wa rehouse I, in that the permanent monitoring location is different from worst case location determined through 
temperature mapping study, MY-P/TM002-02 12-Sep-2011 , and is also reportedly not a li kely storage area as it is next to the 
emergency door. 

b) There is inadequate data to support the placement of the temperat11 re and relative humidity mo nitoring dev ice in Raw 
Material Wa rehouse 2 in that there was missing data for several locations and sc ientific rationa le was not uti lized in accepting 
the study with the miss ing data, nor was the impact of the missing data assessed during the temperature mapping study 
performed under protocol MY-P/TM008-00, summarized in report MY-R/TM-008-00i006 15-Sep-20 12. 

c) There is no adequate jusri tlcation for the placement of the temperature and relative humid ity monitoring device in In
Process Storage 2 in that excurs ions from the pre-defined acceptance criteria we re experienced and were not handled in 
accordance to Protocol MY-PiTMO 18-00 (20-Jan-20 II ), which concl uded that the room was uniform and that monitoring 
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could occur at any location. 

OBSERVATION 8 

Washing and toilet facil ities lack hot and cold water. 

Specifically, during the course of the inspection the toilet faci lity adjoining change room MWS04 of the Raw Material 

Storage area did not have running water for hand washing and toilet flushing. The water supply was reportedly turned off 

during maintenance and inadvertently left off. Additionall y, there are no procedures to direct employees to wash hands with 

soap and water after toi let use and prior to gowning, and no adequate facilities and procedures for employees to wash their 

feet prior to donning factory-issued work sandals which expose bare feet, and are authorized footwear in the unclassified 

areas of the manufacturing faci lity per SOP OP003304 (v. 4.0 effective 11 -Jun-20 I2) "Gowning and Dcgowning procedure 

for entry and ex it in production/ warehouse area". 


OBSERVATION 9 

Adequate exhaust sys tems or other systems to control contam inants arc lacking in areas where air contamination occurs 
during production . 

Specifically, the ~bR4>1 ai r fil ter equipment, Air Displacement Unit (ADU), used in tablet bottling operations for r ><4> 
tablets does not contain adequate filters (e.g., HEPA) to prevent the release and recirculation of dust created during the 
bottl ing operation, whereby the potential for cross-contamination may exist. 

LABORATORY SYSTEM 

OBSERVATION 10 

Established test procedures are not documented at the time of performance. 

Specifically, the analytical green sheets used by analysts to record the testing of various materials do not contai n sufficient 
information to verify actual reagents and apparan1s used in analyses. For example, the green sheet fod bR4> 1and 
other raw materials such as ~bR4> do not contain complete information on reagents and solutions used in physical 
chemistrv tests such as lleavv Metals.. ~><-

4> from tl>R417 · , ----,I from tl>><4> 7bR4> J ~.. ) ~ > . lbR4 
~~> ,L - reducino

substances, ~bX4> and tl>><4> and other ph ysical chemistry tests. Microbiology green sheets 
_for products sucl~b)(4> !finished product do not contain complete information on how analyses are performed. 
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f-urther, some green sheets contai n pre-printed instructions which do not always conla in relevan t information on 

concentrations of reagents for certain analyses. 


MATERIALS SYSTEM 

OBSERVATION 11 

Written procedures are lacking which describe in su ffi cient detail the testing, approval, and rejection of components. 

Specifically, the approval on 6><4> 1does not include a review of the monitoring system inputs to ensure the system is 
consistently functioning as intended. For example, in the manufacture o£!6><4> J, used in cleaning equipment and as a 
component in the tbR4> ~and lbR4> 1used in the manufacture of solid oral dosage form s such as 
~bR4> 1and ~bX4l J.,J.~t s , your firm does not adequately mo nitor established operating parameters suc h as flow 
ra tes, wate r pressure and ~bR4>------, power for thel!bX4> 1·. to ensure that 
appropriate operm ing cond itions are met. 

Additionally, the [(lj><4> well (water source) located outdoors is not fully protected from entry of potentially contaminated 
water and filth such as rainwater runoff There is no schedule for sanitization or replacement ofthetl>R4> .I Filter ~(bR4>]) , 
as th is bX4> contain ing ~6X4> 1 has not been sanitized since installment in 2008. Raw water tanks have air vents 
not ful ly protected and ill-fitting manhole covers that may allow access of pests and other conta minants. 
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