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CITY. STATE. ZIP CODE. COUNTRY 
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STREET ADDRESS 

Surveys 41, 42 Part , 45 Part & 46 Part , 
Bachupally 
TYPE ESTABLISHMENT INSPECTED 

Drug Manufact urer 

This document lists observations made by the FDA representative(s) during the inspection ofyour facility. They are inspectional 
observations, and do not represent a final Agency detemiination regarding your compliance. Ifyou have an objection regarding an 
observation, or have in1plemented, 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 infonnation to FDA at the address above. Ifyou have any 
questions, please contact FDA at the phone number and address above. 

DURING AN INSPECTION OF YOUR FIRM WE OBSERVED: 
OBSERVATION 1 
Equipment and utensils are not cleaned and maintained at appropriate intervals to prevent contamination 
that would alter the safety, identity, strength, quality or purity of the drng product. 

Specifically, major production equipment used to manufacture l6}l.i1J tlosage drng products is not 
appropriately cleaned and maintained to prevent contamination. For example: 

A. On 19-0ct-2023, we observed 6}l.i1J materials along with 
white to off-white colorC6}-(,il) .----------_-_-_-_-_-_-_-_-_----nm's 6} (.il) 

b) (.ii) ID: PRE-078. Alon .~ materials inside b) <4>.--- i 
4 4observed (,b) <> liqwa spillage an ______. of 6} <> and 

bf(..f color on the floor underneath b) .il1 ID: PRE-078 while this equipment and the area 
(b) <4 

> was in "TO BE CLEANED" status. Production Operators and IPQA employees 
identified the (bf(.il ,...........,._ materials to the previously 
manufactured drng products (b) <4> Tablets (b) <4> and 6) < 

------.1 

Tablets~~ g and white color (b) <4> material pe1iaining to the recently manufactured product 
16)1 ..f), Tablets USP 4

> mg. The sequence of manufacturing these drng --..---..--....- fi) < 
proaucts m cam a1gn usm0 [(6}14>7rn: PRE-078 included tbH4> 

Tablets f<4 .--~---=--,,~d6}l.i1ll usage date;1>><4> 
Tablets b)(4) mg (b)(4) usage date b)(4) b)(4) 
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b) (4) 6} {'I) l6)l-t1usage date an d 

The 

___usage date b) <4> 

O n 19-0ct-2023, the fnm collected sam les 
b)(4) ><4> materials) from (bH4> 

qualitative analyses of these sam._p_l_e_s _b_y_H_ P_L_C- re_v_e_a-le-d- th_e_p-re_s_e_n-ce_ o_,f ,b) <4> 

sample injections at the same retention time to that of standard injections indicating potential 
mix-up and canyover of fi) <4> ablets USP b}l.iJ) mg 
diug product. 

B. On 20-0ct-2023 the fnm collected additional samples from the t6f<..f surface of 6} ('f) (ID: 
PRE-078) bf{4 d analyzed those samples y LC-MS/MS method in the 
fnm's C laborat01 . The analyses of samples revealed the similar peak response for 
b) ('f) actives in the samples and standard injections confnming the 
presence of these actives in samples collected fi;iI_!l.iJ the product contact areas of 6} ('f) and 
non-product contact areas of bf{4) l2.tl( > ( > while this area and equipment was used 
in the campaign manufacturin b) <

4
> ab lets USP~~ mg. 

During the inspection, QC Unit of the fnm analyzed f(.iJ Tablets USP b) ('f) 
mg and >('f) Tablets <~> mg for Related Substances by HPLC test methods of 
6} <

4
> finished chug products. The anal ses revealed the presence of 

lb) (4) . . b) (4) 
actives m the test samples oC ___Tablets USP 

4(b) <4> mg and presence O (b) < > active in test sample of(b) (4) Tablets r mg. The 
details of sampling locations, products analyzed, and test results obtained are tabulated below: 
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NA: Not Applicable ND: Not detected 

There is a potential that the obtained canyover materials may react with the product components 
and f01m unknown impurity which may increase over the period of the product's shelf life. There 
is no mechanism established by the fom to identify those impurities for all the batches 
manufactured using' b)l.iJ>7across the fom and that the fom has limited number of batches 

EMPLOYEE(S) SIGNATURE 

Saleem A Akhtar, I nvestigat orSEE REVERSE 
Pratik S Upadhyay, I nvestigat or - Dedicated 
Drug Cadre 

OF THIS PAGE 

DATE ISSUED 

10/27/2023 
5ale<mA_,,.. 

S By 2001538440 

X 5""eO 1~27-2023 E 
1837 fS 

PAGE 3 of23 PAGESFORM FDA ~83 (09/08) PREVIOUS EDmON OBSOL!m! INSPECTIONAL OBSERVATIONS 



DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 

DISTRICT ADDRESS ANO PHONE NUMBER OATE(S) OF INSPECTION 

1 2420 Parklawn Drive, Room 2032 10/1 9/2023- 1 0/27/2023* 
FEJNUMBERRockville, MD 20857 
3002949099 

NAME AND TITLE OF INOMOUAL TO WHOM REPORT ISSUED 

Dr . Ranjana B Pathak, Global Head of Quality 
FIRM NAME 

Dr . Reddy's Laborat ories Ltd. 

CITY. STATE. ZIP CODE. COUNTRY 

Medchal - Malkajgiri, Te langana, 500090 
I ndia 

STREET ADDRESS 

Surveys 41, 42 Part, 45 Part & 46 Part, 
Bachupally 
TYPE ESTABLISHMENT INSPECTED 

Drug Manufacturer 

b) (4) :on stability~b)l~ aepending on pack sizes. 

~b) (4) l .1 f. it6f(.ol) I . . (6)(~) 1 f fimd. maten a s o actives mAs a resu t o mg 
4Kb) <> )Tablets )SP (b)<4> mg diu g product, the fnm reported Field Alert for b) <4> 
4 15b) <> lrablets usp< g, Batch Number: f6H-t) IExpi1y date: 09/2025. 

n~, 1C. The non-dedicated fl>f<", !used in the manufacturing 
of iiiishea mug products at tlie £nm have not been cleaned and verified for cleanliness 
underneath the mounted platfo1m areas since their installation several years ago. Theer~e is a_ 
potential for deposition of fH~>7 materials and microbial growth in these areas in all b) <4> 
across the facility. 

bf(~) 
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On 20-0ct-2023 we observed f(..f~ eosition and layers of f6H-lJ 
fb)(..f) Imaterials underneath tti-e_ m_o_u--,-nte-d.-p- l.-a.,_,tfo'-1m_ _o-.tJb> <4> 

ID: PRE-078. This (bH4> y .--10-un- t-ed-,--p.,..la-t£-=-o-1m has about ff<4 
> 

through which~fif(..f) Iresidues of diug products man_u_fa_c_tm_·-ed_ in_ t_hi-.s- 1-·o-o_m_,l~"b)(4) lmay 

have deposited throughout the machine components of this Ifi>l4J :§period of several years over the 
due to positive air Q 4> 1ressure inside the room. Along with the fb) < materials, we observed the 

4
surface undemeath-~_<b_><_>_ ~ latfo1m had~fif(..f)-.-----.--.-,---,.---~...liquid and wet surface 

4across many areas which is indicative oYpoteiifial rmcrooial growtnm those areas offb) <> IThe 
swab samples were collected from these areas which revealed the presence of fungal growth on 
mounted platfo1m surface undemeath~fi)l..f)l ID: PRE-078. 
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'6f(4) 
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4There are ~fif(..f) ldiug products manufactm ed in!(b) <4> Iarea of which aboutj(b) < >---- ---~• 
are sold into the US market. 

D. OV@L01l9.L202Ldu1·ng the inspection of module manufacturing area/Unitt] fb) < 
4 
> 'b) ~ftache.d 

4 
tot>< > _ (equipment ID: TEA-01) was observed with two cracks on th_rl 

4Both cracl.(S lmpacted the ~(bf< ) Ism-face from rf(..f) IThis f6J ( 1 is a 

EMPLOYEE(S) SIGNATURE DATE ISSUED 

Saleem A Akhtar, Investigator 10/27/2023SEE REVERSE 
5ale<mA_,,..Pratik S Upadhyay, Investigator - DedicatedOF THIS PAGE 
S By 2001538440 

X 5""eO 1~27-2023EDrug Cadre 1837 fS 

PAGE6 of23 PAGESFORM FDA ~83 (09/08) PREVIOUS EDmON OBSOL!m! INSPECTIONAL OBSERVATIONS 

mailto:OV@L01l9.L202Ldu1�ng


DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 

DISTRICT ADDRESS ANO PHONE NUMBER 

1 2 4 20 Parkl awn Drive, Room 2032 
Rockville, MD 2085 7 

OATE(S) OF INSPECTION 

1 0/1 9/2023 - 1 0/27 /2023 * 
FEJNUMBER 

3002949099 

NAME AND TITLE OF INOMOUAL TO WHOM REPORT ISSUED 

Dr. Ran jana B Pathak, Globa l Head o f Qua l ity 
FIRM NAME 

Dr. Reddy' s La borato ries Ltd. 
STREET ADDRESS 

Surveys 41 , 4 2 Part, 45 Part & 46 Part, 
Bachupa lly 

CITY. STATE. ZIP CODE. COUNTRY 

Medcha l - Ma l kaj g iri, Te l a nga na, 5 00090 
I ndia 

TYPE ESTABLISHMENT INSPECTED 

Dr ug Ma nufac t u rer 

product contact surface. There is a reasonable chance that the tiny pieces from the cracked >(..f) 
4

b) <> can potentially be introduced into the product. Equipment use logbook indicated the fnm 
perfo1m ed product chan eover cleaning on this egui ment on 10/18/2023 after manufacturing a 

4US batch of bH > Tablets (6}l .fl for b)(4) mg Tablets batch # 
16)1..f) ---- ------ ------ ' 

OBSERVATION 2 
The responsibilities and procedures applicable to the quality control unit are not fully followed. 

Specifically, There is a lack of adequate evaluation of equipment conditions upon preventative 
maintenance, equipment cleaning, and line clearance. For example: 

A. On 19-0ct-2023, we observed the fnm 's production operators and IPQA officers condu~ted 
4 4inadequate vi~ual inspection of 6) < > ID: PRE-078 upon major cleaning (Type 4) .,.This 6) < > 

contained bf{4 residues of previously manufactured <6>(..f) products on ,-, ( ) and 
4bf(..f roduct contact areas) . As a result of this, bH > residues of previously 

manufactured dmg products were observed insidel6>l 4l:while the fnm manufactured ~ (..f) 
lb)(4) Tablets USP 6><4> mg. In addition to e m ment clearance, we observe _____J 

pe1iaining to area clearance. There were 6f('I .---.--- residues of 
4previously manufactured diug product underneath pro uct (b) < > an mounted platfo1m 

o:d6>l ..f) ID: PRE-078 (Refer to OBSERVATION IA to C). 

4B. The fnm perfo1med >(..f) reventative maintenance (PM) of (b) < > ID: PRE-078 on 06-0ct-
2023. On 19-0ct-2023, we observed broken 6><4> sealant along with missing pieces of sealant 
on many areas of(6)-(..f) ID: PRE-078. The fnm's PM is deficient in that there is no evaluation of 
uneven, and dent marks on equipment surfaces along with the presence of 6f( residues and 
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potential leakage leading to wet smfaces underneath equipment in the smTounding areas of~bf(.iJf 

~ efer to OBSERVATIONS IA to C and 9B). 

OBSERVATION 3 
Detenninations of confonnance to appropriate written specifications for acceptance are deficient for 
diug products. 

Specifically, dete1mination of confo1mance to written specifications are deficient for TAMC (Total 
Aerobic Microbial Count) test and TYMC (Total Yeast and Mold Count) test conducted for pmified 
water and diug products. 

On 10/19/2023, the colony counter (equipment ID: QCE 739) in micro lab was observed missing the 
colony counts when the analyst was reading the plates and reviewer was verifying the counted colonies 
for fb)(.iJ)]samples collected on 10/14/2023. For example: 

A. The colony counter dicl not count eve1:y colony for multiple samoles including LIMS sample # 
b)(.iJ)~ locationJ bTT4J I when micro lab 
analyst ~~ pressed the media plate placed on the colony counter (QCE 739) with:> en. 

B. Th~e colony counter did not count eveiy colony for multiple samoles including LIMS sampl~ 
4 

~6>l > (location:fbTT4
J ;~ when micro lab reviewer : ~ 

perfo1m ed the verification of the colonies counted by analyst~! > Dura· the verification _ 
pressed the media plate placed on the colony counter (QCE 739) withg} pen. For this sample, 
the colony counter failed to count the colony even when the reviewer pressed the plate with such 
a force that the tip of ~ pen broke. 

SEE REVERSE 
OF THIS PAGE 
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This colony counter (QCE 739) has been in use since it was qualified on 7/22/2015. In addition 
to routine environmental monitoring samples, this equj·ment has been used for the last six 
months to test c4~ batches ~~ _commercial release and~~~ stability batches) of diug products for 
the US market. 

C. Discrepancies were observed in number total colony counted by the analyst and the reviewer 
pertaining to many media plates that were read on 10/19/2023. Following are few examples: 

Sample Colony Counts Colony Counts 
LIMS# by Analyst by Reviewer 

6) (4) 

The analyst and reviewer are working in the micro lab for abou l6f<'I, 1respectively. 

OBSERVATION 4 
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There is a failure to thoroughly review any unexplained discrepancy and the failure ofa batch or any of 
its components to meet any of its specifications whether or not the batch has been ah-eady distributed. 

Specifically, the quality unit failed to investigate deviations and investigations thoroughly that could 
potentially impact the patient safety and product quality. For example: 

A. The fnm's Quality Unit did not timely conclude the investigations relating to batch failure and 
recalled failing batches from the US market. For examples, 

4The fnm's QC unit found failing results forf6>< > dablets USP >(..f)mg, Batch 

P>f{..f) I . b) (4) Numbers: Manufactunng date: • xpiiy date: Jan-2021, Test: 
Dissolution by HPLC, Stability timepoint: 18 month at 25°C/60%RH. Upon confnming the 

6 4failing results at~>< > Ion 19-Sep-2020 and 30-Sep-2020. The fnm logged-in a single 
OOT investigation (OOT No.: 420003691, date initiated: 01-0ct-2020) for fif<4J the lots by 
undeneporting the total number of OOTs. The fnm concluded OOT investigation for both the 
lots as "Valid" i.e. failing to meeting specification limit on 20-Jan-2021. Fmiher, the fnm 
initiated a separate OOS investigation (3 I 00 I 9887 and 310019888) on 21 -Jan-2021 and filed a 
Field Ale1i on 25-Jan-2021 to the agency. The fnm concluded the OOS investigation as ''Valid" 
on 11-Mar-2021 which is after crossing 6> <4> !shelf life of the product. 

There was no justification provided for the delay of over six (6) months in concluding the failing 
test results investigation for these fb) <4> !stability batches. As a result of delayed investigation, 
lb) (..f) 4!Tablets USP~6>l41 mg, Batch NumbersJb> <> !batches ~ 
remained available for purchase to the US customers and these batches were not recalled from 
the US market. On 25-Mar-2021, the fnm simply closed FAR without evaluating the impact of 

SEE REVERSE 
OF THIS PAGE 

EMPLOYEE(S) SIGNATURE 

Saleem A Akhtar, I nvestigat or 
Pratik S Upadhyay, I nvestigat or - Dedicated 5ale<mA_,,.. 

S By 2001538440
Drug Cadre E":r' 1~27-2023X 1837 1 

DATE ISSUED 

1 0/27/2023 

FORM FDA ~83 (09/08) PAGE 10 of23 PAGESPREVIOUS EDmON OBSOL!m! INSPECTIONAL OBSERVATIONS 



DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 

DISTRICT ADDRESS ANO PHONE NUMBER 

1 2 4 20 Parklawn Drive, Room 2032 
Rockville, MD 20857 

OATE(S) OF INSPECTION 

1 0/1 9/2023 - 1 0/27/2023* 
FEJNUMBER 

3002949099 

NAME AND TITLE OF INOMOUAL TO WHOM REPORT ISSUED 

Dr . Ranjana B Pathak, Global Head of Quality 
FIRM NAME 

Dr . Reddy's Laborat ories Ltd. 

STREET ADDRESS 

Surveys 41 , 42 Part, 45 Part & 46 Part, 
Bachupally 

CITY. STATE. ZIP CODE. COUNTRY 

Medchal - Malkajgiri, Telangana, 500090 
India 

TYPE ESTABLISHMENT INSPECTED 

Drug Manufact urer 

the issues and there was no conective action taken to avoid the similar events in the future. 
Additionally, there has been no risk assessment perfo1med for the batches manufactured and sold 
into the US market in the period of a b) <4>considering thefb) <4> !stability batches failed to meet 
the specification limits for Dissolution test at 18 month at 25°C/60%RH. 

B. The Quality Unit employees' deviated from SOP No.: SOP-GLOB-QC-0011 , Titled: 
Chromatographic Integration Practices, Version: 7.0, Section: 5.3.5 pertaining to "inhibit peak 
integration procedure". For example, 

According to section 5.3.5 - point 2: "Actual "inhibit integration" timed events should only be 
utilized to remove the inte1ference ofblank I Placebo peaks that are present in the test sample 
chromatograms as recommended in the respective STP/MoA ". 

On 25-0ct-2023, we observed unknown peak in "Test" injection at about~!>} (.ilJ "Typical 
Chromatograms" of Enantiomeric Puritv bv HPLC test within Specification & MOA No.: SP-
GLOB-000043, Titled:fH-l) lusP, Version 5.0, Effective date: 06-

4Mar-2023. Subseg!}ent to this, we also observed unknown peak at around lif( > ~- sample 
4 4test solution off6 

>< > :~~p API Batch Number: b) < > and 
standard injections. This unknown peak at around f(..fJ lwas absent in blank injections and 
system suitability injection. QC Supervisor of the fnm deviated from section 5.3.5 of SOP No.: 
SOP-GLOB-QC-0011 by applying inhibit peak integration function. 

There was no investigation conducted to identify these unknown peaks which were not present 
historically during the validation of analytical method and qualification of working standards. 

4Fmther, the fnm provided no explanation for the presence of the unknown peak r >< > lin 
standard solution injection but not in system suitability injection while the inhouse working 
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standard used for preparing both standard solutions remained the same. 

OBSERVATION 5 
The use of instruments, apparatus and recording devices not meeting established specifications was 
observed. 

Specifically, maJor Laborato1y equipment including but not limited to HPLCs, GCs, and UV 
Specb.'ophotometers that are actively used in commercial release and stability analysis were observed not 
meeting the calibration specifications. 

fu the last three years the fom initiated 40 incident reports when laborato1y equipment failed to meet 
routine calibration specifications. Two of the fo1ty incidents are listed below 

Incident No Date Equipment name Equipment Description 
Reported ID Of Incident 

200374866 7/1/2021 UV QCE629 Results not 
spectJ.·ophotometer meeting 

acceptance 
criteria 

200377138 8/4/2021 HPLC QCE469 %RSDnot 

meeting the 
acceptance 
criteria 
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Deficiencies were observed in the incident investigation reports (200374866 and 200377138) generated 
for UV Spectrometer (equipment ID: QCE 629) and HPLC (equipment ID: QCE 469) and the film's 
laborato1y equipment calibration and preventive maintenance program. For example: 

A. fucident report 200374866 was initiated on 7/1/2021 when UV Spectrophotometer (ID: QCE 
629) failed to meet the liinit of stray light durinl ro]tine calibration that was bei~ng_~erfo1med on 

46/29/2021. The absorbance of stray light at 6f('I nm was observed as ~1>}1 ) ,·7against the 
specification of not less than~ This equipment has four miITors MO, Ml, M2, and M3. During 
the investigation, the fnm observed 3 out of 4 miITors (Ml , M2, and M3) appeared to have 
scratches that caused the OOS results for sta1y light. The fnm replaced all three llilTOrs, repeated 
the calibration, and repo1ted the confo1ming results. It was observed the fnm perfo1med 
preventive maintenance of the equipment on 6/28/202 l and replaced the fomt h llilTOr (MO) as 
well as two lamps (Tungston Halogen Lamp and Deuterium Lamp) during the preventive 
maintenance that was perfo1med before the calibration. 

This UV spectrophotometer is calibrated after fl>H..f) I and previous successful 
calibration for this equipment was perfo1med on 1/5/2021.This equipment was initially qualified 
on 11/26/201 2 and since then its llilTOrs were not changed. The QC Lab Head stated stray light 
can impact the absorbance of samples and standards. The absorbance value is used to calculate 
the potency of diug products that are tested by using this equipment. During the impact 
assessment, the fnm did not test any retain samples to assess if the data generated from this 
equipment is reliable. The fom routinely uses this equipment in quantitative analysis. For 
example, this equipment was used to test Content Unifo1mity and Dissolution for about ~ 
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batches that were shipped into the US. 

B. Incident repo1t 200377138 was initiated on 8/4/2021 when HPLC (ID: QCE 469) failed to meet 
% RSD specification during reproducibility test when Relative Standard Deviation (RSD) value 
of~ % was observed against the specifications of not more than m-Jio for the ~6} replicate 
injections. During the investigation. the fom concluded that OOS results were due to the 

4improper ~fi) < > IThe QC Head confomed that therf(<f) 
p1n4>7or any other related pait was not replaced during the preventive maintenance that was 

ed before the equipment calibration. 

Review of historical data 12e1tainimr to this instIUillent indicated the site initiatf d Jncide11Jl 
• fib) (<f) I b) (4) 200374748 when rmorooe was observed on 6/30/2021 wfhen rn .., I . b)(4 

lTablets batch w olubon test as per sample set, 
The previous successful calibration of thi~fLC was conducted on 3/10/2021. During this time, 
this equipment was used to analyze about ~) atches of commercial diugs that were shipped into 
the US. However, the site failed to provide scientific justification to show that the historic data 
generated from this impacted equipment is accurate. 

C. The film's SOP GLOB-QC-019, "Management of Laborato1y Equipment and Instmment" 
requires preventive maintenance be done on the equipment prior to routine calibration. During 
preventive maintenance (PM), potentially the equipment is opened apa1t and pa1ts ai·e changed as 
needed. After PM the equipment calibration is perfo1med. However, by this practice the 
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equipment is potentially altered just before the calibration and a conclusive assessment cannot be 
made if the equipment was perfonning accurately and precisely during the entire calibration 
cycle. 

OBSERVATION 6 
Procedures describing the handling of written and oral complaints related to diug products are 
deficiently written or followed. 

Specifically, the quality unit failed to investigate consumer complaints thoroughly. For example: 

A. The fnm 's Quality Unit did not adequately investigate issues pertaining to inadequate gowning 
practices inside the core manufacturing areas of your facility (Refer to OBSERVATION l 0B). 
The fnm received the following three (3) market complaints relating hair found inside bottle. 

Market Date Product 
~ omplaint Received 

(bf{.iJJ
l200348787 5/16/2020 

Tablets b) 

>(.iJ) ,count) 
6) (4)l200350540 6/16/2020 

Ca~sule USP mlng f >l {'l)l 

g, 

Nature of ~onclusion 
complaint 
Hair was found Substantiated 
embedded on the 
tablet 

Reporter stated Substantiated 
about presence o 
llair in bottle 
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icount) 
(bf(.iJ) Hair was found l200378052 8/18/2021 Substantiated 

4I ablets~b) < > g, embedded on the 
~6f('I) ount) tablet 

For Complaint No.: 200378052, the film 's Production and IPQA employees were retrained and 
reevaluated for ent:Iy and exit procedure along with gowning practices in the production areas as 
per SOP No.: SOP-FTO-03-PR-0235-02. Out of around 6J {'I) employees, about e Groduction 
employees scored marks in the range of 0% to 60% while die passing criteria is NL T~~fo. There 
was no reti·aining and no reevaluation conducted prior to allowing these employees to continue 
working in the manufacturing areas. These rn production employees continued to work in the 
production areas for about eight (8) months prior to their periodic reti·aining and reevaluation on 
SOP-FTO-03-PR-0235-02. 

For Complaint No.: 200348787, there was no ti·aining provided to IPQA employees. The 
retraining provided to Production Unit employees was with a delay of over 8 months. There was 
no u-aining evaluation perfo1med through questionnaire-based assessment for the employees that 
attended the ti·aining. Further, one of the u-aining documents was Inissing ti·aining date. 

For Complaint No.: 200350540, there was no ti·aining provided to IPQA employ-ees. 
Additionally, the u-aining was provided to only ~ production employees out of oved~ 
employees. There was no u-aining evaluation perfo1med through questionnaire-based assessment 
for the employees that attended the ti·aining. 
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B. Your procedure for Handling of Market Complaints (SOP No.: SOP-GLOB-QA-0057, Version: 
12.0) is deficient. Per section 5.6.6 "Identification and evaluation ofrepeat complaints: Review 
the last~b>l4 

> ~ata and check ifsimilar complaints are received". Your fum provided n?~ 
justification for conducting historical evaluation for repeat complaints only for the Q~riod of ~~ 

4l6J (.if) ,hile you have dmg products sold into the US market with a shelf life otfb) < > nd 
4 

1b) < > 7There is a p_otential for repeat market complaints for the same diug product and lot 
41outside of the fnm 's~6} < !review period of the repeat complaints. 

OBSERVATION 7 
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, appropriate controls are not exercised over Laborato1y fufo1mation Management System 
(LabWare LIMS) that changes in the master production records are instituted only by authorized 
personnel. Analytical testing in the QC Lab is documented and maintained in LIMS. Deficiencies 
observed in LIMS include but not limited to: 

A. Samples and tests in LIMS are cancelled without adequate controls in place: It was 
observed that eno1mous number (as shown below) of tests and samples in the QC Lab are created 
and cancelled frequently. For example, the QC Lab cancelled following number of tests and/or 
test replicates in the last three years: 
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Year 

2023 

# of Tests and/or replicates 
cancelled 
354,923 

~b) (..f) 

' bf(..f) 

;average 

2022 
2021 

378,863 
340,481 

{fif(..f) ~ ffif(;Since 2020, the QC Lab cancelled about __samples ( on average more than 4) samples 
><

4> in LIMS. The quality unit failed to exercise adequate controls to minimize tlie number o 
cancelled tests and samples. The quality unit does not trend the cancelled tests and/or cancelled 
samples. 

B. LIMS sample_ <:reated without justification and entries are not reviewed: The fum 
manufacturedlbH4> Tablets USP(b>C4>mg qbH4>lbatch16}l..f) Packing batch numbers: 

___ in 5/2021 for the US market. For this b) C4) batch, SAP inspection Lot bf(..f 

b) <

# b) < 
4> ___ was created on 6/25/2023 and was tested in LIMS as per LIMS sample # 

4> On 6/29/2023, the site confumed out of specification results for impurities test and the 
batch was rejected later. 
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dissolution media under LIMS sample # ~6}l ..J>7 As of I 0/25/2023 this analyst ent:Iy was not 
1·eviewed by the QC Lab. The OC Lab management, failed to pr9vide justification as why the 
al!_alysis was staited fo f6>-(..f) ablets, US~bfC4 Batch ,fH4 

> ] under LIMS sample# 
4

ffij <4f'7by the analyst and why it was left in the~b) < > 

OBSERVATION 8 
The accuracy, sensitivity, specificity and reproducibility of test methods have not been established. 

Specifically, accuracy, sensitivity, specificitv. and reproducibility of TAMC (Toral Aerobic Microbial 
Count) test used to routinely testfb>C

4
> lfor the presence of microorganisms has not been 

established. 

rn..J) lsamples are collected as per environmental monitoring SOP-GLOB-QC-0110-5.0 and 
tested for Total Microbial Counts present in the ~fif(..f)7 Test method STP # M0A-100001931-03, 
i(b) (4) IUSP". The QC Head stated the fom has not perfo1med any method validation, method 
verification, and/or method suitability studies if the method is suitable for intended use. 

4Additional deficiencies were observed in the Test Method STP # M0A-100001931-03 J 6>-C> 

(M~f"· As oer this method samole for TAMC test is prepai·ed by~6}l ..f) 
-~-1Specification document # ROA-I 00001931-02 sets tlie specil1cabons 

offb>C4 CFU/mL for Total Aerobic Microbial Count (TAMC) test forf6H4
> ,analysis. The co1Tesponding 

specifications for mJ mL of sample ai·e~fifC'ln CFUs. The site has not challenged this test to obse1ve and 
count~6fC'IT""1,CFUs on th~ mm filter. The site QA Head acknowledged that it is not possible to count 
~ colonies on~ size filter. 
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OBSERVATION 9 
Buildings used in the manufacturing and processing ofa diug product are not maintained in a good state 
of repair. 

Specifically, core processmg areas are not maintained adequately to prevent mix up and or 
contamination. For example: 

A. On 10/19/2023. during the inspection of Room #~6f('l17in module manufacturing area/Unit~2 
(that houses~b)(4

) !equipment ID: TEA-001), we observed cracks on the wall surface, 
pieces of chi paint. At one location the surface damage was so severe that wall 
coving got eroded and concrete surface underneath the coving was exposed to the environment. 
Process area cleaning and clearance procedure, SOP-FTO3-PR-025 requires the walls and coving 
to be cleaned with~ops. However, these cracks and exposed surfaces make the area hard to 
clean, potentially moisture can stay trapped inside the crevices, cracks & exposed surface, thus 
enhancing the chances of microbial growth. 

The film 's procedure SOP-GLOB-EN-0012 requires the personnel working in the production 
department to raise General Maintenance Notification if they find such impacted surfaces and 
areas. However, the production department failed to initiate such notification. The engineering 
team obse1ved the damaged surfaces durintr filcilitv inspection ( done P>H..fJ ~ on 

4 410/17/2023 under .facility inspection order # (bTT > IUse logbook for Room fb) < > ndicated 
thaj Qn I 0/1712023, it was being used to manufacture k»l4

> batch 
f >C4

> -1forJ6l rt> Jng Tablets for the US mar ~ Aftei7fie fac111ty msoect10n on 
10/17/2023, the inspection team documented that the facility is suitable to use. r ><4

> 
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manufacturing next US batch of tq ..f).------------ batch b) <4> 
10/17 /2023. _________.... 

bf{..f b)(.J) . b}l..f)
B. On 19-0ct-2023, we observed___sealant on ,__ID: PRE-078 (located m room..____ 

wore-off and cracked in pa1ts and sealant pieces were missing in many areas surrounding to 
l>}l..f) including at the areas close to~b}l..f) There is a ootential for 

4 
lb) < > enetration through the broken sealant inside the b) <4> areas of b) (..f) There 
1s no cleaning and microbial monitoring perfo1med underneath the areas of (bfC4 

> nee the 
4installation of16)l > in year 2007. On 20-0ct-2023, swab samples were collected and tested for 

microbial growth in this area, the test result revealed presence of microbial and fungal growth in 
this area. 

dd• • 11 1 • 1 1 d h ~t>fC..J)A . 1t10na y, e ectnca pane mounte on t ad a broken 
6)-(4) sealant. There is a potential for dep____,b) <4> products and 

{ > <4> hrough the crack inside this panel potentially lea ,._ ___crobial growth. 
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on 10/1712023 and the 

OBSERVATION 10 
Your fnm failed to establish adequate written procedures for production and process controls designed 
to assure that the diug products have the identity, strength, purity, and quality that they are purpo1ted or 
represented to possess. 

Specifically, your fnm failed to establish and/or follow adequate written gowning procedures pe1taining 
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to the core manufacturing areas to ensure the chug products have the identity, strength, purity, and 
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A. On 10/19/2023, during the inspection o4bH4 
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{b)(4) I(equipment ID: PRE-1615), rn.ir) :(equipment ID: 1649), an 
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	This colony counter (QCE 739) has been in use since it was qualified on 7/22/2015. In addition to routine environmental monitoring samples, this equj·ment has been used for the last six months to test c4~ batches ~~ _commercial release and~~~ stability batches) of diug products for the US market. C. Discrepancies were observed in number total colony counted by the analyst and the reviewer pertaining to many media plates that were read on 10/19/2023. Following are few examples: Sample Colony Counts Colony Co
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	There is a failure to thoroughly review any unexplained discrepancy and the failure ofa batch or any of its components to meet any of its specifications whether or not the batch has been ah-eady distributed. Specifically, the quality unit failed to investigate deviations and investigations thoroughly that could potentially impact the patient safety and product quality. For example: A. The fnm's Quality Unit did not timely conclude the investigations relating to batch failure and recalled failing batches fro
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	the issues and there was no conective action taken to avoid the similar events in the future. Additionally, there has been no risk assessment perfo1med for the batches manufactured and sold into the US market in the period of a b) <4>considering thefb) <4> !stability batches failed to meet the specification limits for Dissolution test at 18 month at 25°C/60%RH. B. The Quality Unit employees' deviated from SOP No.: SOP-GLOB-QC-0011 , Titled: Chromatographic Integration Practices, Version: 7.0, Section: 5.3.5
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	standard used for preparing both standard solutions remained the same. OBSERVATION 5 The use of instruments, apparatus and recording devices not meeting established specifications was observed. Specifically, maJor Laborato1y equipment including but not limited to HPLCs, GCs, and UV Specb.'ophotometers that are actively used in commercial release and stability analysis were observed not meeting the calibration specifications. fu the last three years the fom initiated 40 incident reports when laborato1y equip
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	Deficiencies were observed in the incident investigation reports (200374866 and 200377138) generated for UV Spectrometer (equipment ID: QCE 629) and HPLC (equipment ID: QCE 469) and the film's laborato1y equipment calibration and preventive maintenance program. For example: A. fucident report 200374866 was initiated on 7/1/2021 when UV Spectrophotometer (ID: QCE 629) failed to meet the liinit of stray light durinl ro]tine calibration that was bei~ng_~erfo1med on 46/29/2021. The absorbance of stray light at 
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	batches that were shipped into the US. B. Incident repo1t 200377138 was initiated on 8/4/2021 when HPLC (ID: QCE 469) failed to meet % RSD specification during reproducibility test when Relative Standard Deviation (RSD) value of~ % was observed against the specifications of not more than m-Jio for the ~6} replicate injections. During the investigation. the fom concluded that OOS results were due to the 4improper ~fi) <> IThe QC Head confomed that therf(<f) p1n4>7or any other related pait was not replaced du
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	equipment is potentially altered just before the calibration and a conclusive assessment cannot be made if the equipment was perfonning accurately and precisely during the entire calibration cycle. 
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	OBSERVATION 6 
	Procedures describing the handling of written and oral complaints related to diug products are deficiently written or followed. 
	Specifically, the quality unit failed to investigate consumer complaints thoroughly. For example: 
	A. The fnm 's Quality Unit did not adequately investigate issues pertaining to inadequate gowning practices inside the core manufacturing areas of your facility (Refer to OBSERVATION l 0B). The fnm received the following three (3) market complaints relating hair found inside bottle. 
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	~onclusion complaint 
	Hair was found 
	Substantiated embedded on the tablet Reporter stated Substantiated about presence o llair in bottle 
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	For Complaint No.: 200378052, the film 's Production and IPQA employees were retrained and reevaluated for ent:Iy and exit procedure along with gowning practices in the production areas as per SOP No.: SOP-FTO-03-PR-0235-02. Out of around 6J {'I) employees, about e Groduction employees scored marks in the range of 0% to 60% while die passing criteria is NL T~~fo. There was no reti·aining and no reevaluation conducted prior to allowing these employees to continue working in the manufacturing areas. These rn 
	For Complaint No.: 200348787, there was no ti·aining provided to IPQA employees. The retraining provided to Production Unit employees was with a delay of over 8 months. There was no u-aining evaluation perfo1med through questionnaire-based assessment for the employees that attended the ti·aining. Further, one of the u-aining documents was Inissing ti·aining date. 
	For Complaint No.: 200350540, there was no ti·aining provided to IPQA employ-ees. Additionally, the u-aining was provided to only ~ production employees out of oved~ employees. There was no u-aining evaluation perfo1med through questionnaire-based assessment for the employees that attended the ti·aining. 
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	B. Your procedure for Handling of Market Complaints (SOP No.: SOP-GLOB-QA-0057, Version: 12.0) is deficient. Per section 5.6.6 "Identification and evaluation ofrepeat complaints: Review the last~b>l4 > ~ata and check ifsimilar complaints are received". Your fum provided n?~ justification for conducting historical evaluation for repeat complaints only for the Q~riod of ~~ 4l6J (.if) ,hile you have dmg products sold into the US market with a shelf life otfb) < > nd 4 1b) < > 7There is a p_otential for repeat 
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	# of Tests and/or replicates cancelled 354,923 
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	2022 2021 
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	{fif(..f) ~ ffif(;
	Since 2020, the QC Lab cancelled about __samples ( on average more than 4) samples 
	><> in LIMS. The quality unit failed to exercise adequate controls to minimize tlie number o cancelled tests and samples. The quality unit does not trend the cancelled tests and/or cancelled samples. 
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	B. LIMS sample_ <:reated without justification and entries are not reviewed: The fum manufacturedlbH> Tablets USP(b>C>mg qbH>lbatch}l..f) Packing batch numbers: 
	4
	4
	4
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	___ in 5/2021 for the US market. For this b) C) batch, SAP inspection Lot # b) < > ___was created on 6/25/2023 and was tested in LIMS as per LIMS sample # 
	4
	bf(..f b) <
	4

	> On 6/29/2023, the site confumed out of specification results for impurities test and the 
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	batch was rejected later. 
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	dissolution media under LIMS sample # ~6}l ..J>7 As of I 0/25/2023 this analyst ent:Iy was not 1·eviewed by the QC Lab. The OC Lab management, failed to pr9vide justification as why the al!_alysis was staited fo f6>-(..f) ablets, US~bfCBatch ,fH> ] under LIMS sample# 
	4 
	4 

	4
	ffij <f'7by the analyst and why it was left in the~b) < > 
	4



	OBSERVATION 8 
	OBSERVATION 8 
	The accuracy, sensitivity, specificity and reproducibility oftest methods have not been established. 
	Specifically, accuracy, sensitivity, specificitv. and reproducibility of TAMC (Toral Aerobic Microbial Count) test used to routinely testfb>C> lfor the presence of microorganisms has not been established. 
	4

	rn..J) lsamples are collected as per environmental monitoring SOP-GLOB-QC-0110-5.0 and tested for Total Microbial Counts present in the ~fif(..f)7 Test method STP # M0A-100001931-03, 
	i(b) (4) 
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	IUSP". The QC Head stated the fom has not perfo1med any method validation, method /or method suitability studies ifthe method is suitable for intended use. 
	verification, and
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	Additional deficiencies were observed in the Test Method STP # M0A-100001931-03 J6>-C> (M~f"· As oer this method samole for TAMC test is prepai·ed by~6}l ..f) -~-1Specification document # ROA-I 0000lie specil1
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	offb>CTotbic Microbial Count (TAMC) test forfH> ,analysis. The co1Tesponding specifications for mJmL of sample ai·e~fifC'ln CFUs. The site has not challenged this test to obse1ve and count~6fC'IT""1,CFUs on th~ mm filter. The site QA Head acknowledged that it is not possible to count ~ colonies on~ size filter. 
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	installation of6)l > in year 2007. On 20-0ct-2023, swab samples were collected and tested for microbial growth in this area, the test result revealed presence of microbial and fungal growth in this area. 
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	A . 1t10na y, e ectnca pane mounte on t ad a broken 
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