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DURING AN INSPECTION OF YOUR FIRM WE OBSERVED;

OBSERVATION 1

Equipment and utensils are not cleaned and mamtained at appropriate mtervals fo prevent contamination
that would alter the safety, identity, strength, quality or purity of the drug product. |

Specifically,
A. Your manual cleaning procedure for non-dedicated manufacturing cquipment 1s inadequate i that

does not ensure the removal of residues from the previously manufactured product to avoid cross-

For example,
Omn 19 £ 2022, we observed residues of white [e.g., flakes] on different surfaces of
cleaned R-122, located m manufactuning Suite Thas ipment is used to

mimufacture tablet products for the US marker
The residues were observed in the following areas:

I, lower piﬂmm_

2. lower plenum bottom area

3. extension of th:-ubidn wall mext l:o-pm't
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4, extension crfllw-im[de wall next m_
s v of o SN

Additionally, a fine white to off-white coldFpowdery layer was also observed on the SN o SNEIN
and on the wall of the room behind the equipment.

results indimtﬂiilﬁ presence of &)
sample collected fmm the he presence of residues of previous

mnnufacmmd an 10 August 2022,

B:rwm 10 Augam 202210 19 Scpl,:mhtr 2022, vour firm condugied apmxinm:l:r
o leaning product changeover activities. The acceptance criteria for cleaning product
changeover i that no visikle residue should be observed on the equipment afier cleaning.

B. Your analytical cleaning method used to monitor the effectiveness'reproducibility of your manual
cleaning process of the non-dedicated production equipment is inadequate

Specifically, after the cleaning sample is collecied from a predefined equipment area, the swab sample is
placed in a test be and wansferred to the Quality Control laboratory for further analysis. In the
laboratory, the sample is saturated with§8mL of extraction diluent where the analyie to be analyzed and
mepsured is extracted info the diluent.

On 19 Seprember 2022, dusing the cleaning sample preparations af-:ill-l 22, we observed that
none of the samples swab heads were completely immersed in the extraction dilusent. 1t was observed
that approximately 70 % of the swab head was m contact with the extraction diluent.  [n additon, it
was also found that the -ruc:-:is of these cleamng samples was inndequate because the test
tubes were placed i a plastic rack, preventing them from being completely immersed in the
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have a homogeneous extraction process.
This deficiency may leave extractable residues of monitoring active ingredient on the swab head leading
1o innccurate cleaning results.
=

C. The vahidation study conducted in accordance with Protocol AMVCV/ST/P/003/01, entitt

For Cleaning Validation Study of Glassware Washing Procedure By Glassware
IN approved 17 May 2022 is inadequate.
Specifically, the validation strategy of the QC laboratory automated glass
not consider different load configurstions, including range of glassware sizes, quantity, location, and
crientation 1o group larger and smaller sizes and confirm which of these load configurations represents
the waorst case.
Since April 2019, your Quality Control laboratory has initisted a substantial number of laboratory
incident reports (approximately 70), including some OOS investigation reports associated to the
presence of unknown peaks in chromatographic analyses.

D. On 19 Seprember 2022, we observed your nan-dedicated ank ID: GR- 149 encrusted
with finc white it color powder residues and flakes in product contact areas. Thas tank was located
inside Room 1D: ; in “C st ¢

manufacturing o 02 August 2022 and
was in the room i A 5. Tank GR-149 has been used in the
ptcpuntmofﬁmgmtuﬂax.whndtmlnmrusdm 8ID; GR-122. This equipment had been through line
clearance check on 02 August 202 me tank GR-149 has been used in the drug solution
peeparation for several batches of A8 hets w&mm USP. (Pictures

tnken to demuonstrate the observed issues),

E. On 20 September 2022, we observed y ID: GR-31 located inside Room [D: Wk
tagged in “CLEANED™ status while the flooning o hamber was covered with white to o e

e d
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mlmpollmaurlﬁncpumhrmﬁiuchambﬂlhommmmduﬁuudﬁkemtmﬂcmlrﬂdymmd
'mpowder.llrmmbbudmlsl | was soaked at some point in white powder solution and later
due to @IS onditions i ber it nd became hard. GR-31 was previously used for
Pellets. (Pictures takggto demonstrate the observed issues).

R-110 locnlad inside Room lD‘-wl:

'as last used
observed ssues),

F, On 20 September 2022, we observed
1zgged m "CLEANED" status while a randomly selected
idues m product comact arcas. This
pient. (Pictures taken 1o demonstrate

Was previous :Qadmtbnmufnnf N . g on 19
Scptcmberlﬂ"'! Y guir Proxd peritngs stated the reason for dent marks duc to hamimening the
equipment using a SEEEShammer Y ourEEaS _Wﬁtﬂdwbebmddngmlopiecnalm.ﬂn.

of use. [F‘mnn-n taken fo demonstrate the observed issues).

the equipment over the pen

These issues pertaining to dent marks and changes in the shape of equipment was concerning to ensure
the overall integrity of this equipment in manufacturing of drug products, validation of process and
equipment cleaning. Your Production Head acknowledged the issues however the equipment was used
in production on subsequent days during this inspection on 21 and 22 Seplm&w 2022, Your
manufacturing and quality unit failed 10 identify these manufacturing equipment issues and devia
from line clearance :hack!m ANNEXURE—IL CHECK LlS'I‘ FOR [
EQUIPMENT/AREA per SO | saction 14 e

¥ v A ;}'# [T
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H. Your -equipmmt Cleaning Venfication t'al'_s deficient for the following

FL-HEZbEH

1. ¥ouor manual equipment cleaning pregeam for product change over cleaning based on visual
nssessment for equipment cleaning s not scientifically justifiable and not supported with
documented evidence.

2, There 15 no mesition of type of swabs (o be used in swiabbing from pre-determined locations in
your equipment cleaning verification protocols and reports.

3. Swab samples were not tested within swab sample solution validity ol‘-Fﬂr example:

Dites are in Indign formar (Date/Month! Year)

firrn collected the above swab sumples in o clear glass test tube afler manufcturing o
lets which 1s a light sensttive molecule. There is a potential for degrsdation of residual active

TR ST . = aall o
SEE REVERSE | Joie E Mealendez, Investigator = Dedicated ‘;# 9/Z8/2022
OF THIS PAGE | Drug Cadre
Pratik § Upadhyay. Investigator - Dedicated | 4
Orug Cadee

FUHEW FTLL B e FRNEWRIT FRATES BRI TTE PRSPECTHINAL QRSERVATIONS PALE baf INPACES




DEPARTMENT OF IEALTH AND HUMAN SERVICES
FOOD AND DELG ADMINSTRATION

TR AT e el Ul 7 T
12420 Parklasn Drive, Boom 2032 9/19/2022-9/28/2022"~
Pockwille, MD 20857 e
et 3005029958
R G TTLL T WAL T W ST BT
®Wr. Ashish Hajarnis, Vice Fresident (Works)
Bslas YT R —
Torsent Pharmaceuticals Limited Taluka-Kadl, Ahredabad Mshzana Highway
Indrad, Gujarat, 3182721 india Finished Product apd APl Manufacturer
|Nan-stezile)

present on the swab sticks le
the swab sample stability of

ynreliahble test results as these swab samples were tested owside of

—
OBSERVATION 2

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

Specifically,

A, There is a cascade of failure in vour firm’s [aboratory investigations pertaining 1o extraneons and
unknown peaks. Your firm frequently mvalidated out-of-specification (00S) and laboratory meident
mvestigetions without an adoquate investigation leading to the potential root cause(s) of manufacturing
equipment and laboratory glassware cleaning issues. For example, but not limited to:

"
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Dhates are in Tadian formar (Dare/Morth/Yeari

Review of the firmi'"s CHDS investigation revealed that the firm's investigation practices continuous to be
deficient. Far the above two (2) 0085 investigations pertaining (o the similar issues of unknown peak
observed i samiple test solution of re ive batches in Related Substa test, your firm
invalidated test result fi Cnpsules g (Batch
batch into the US market. Whereas classified the Q08 as “Valid™ in case o
Tablets USP _ and rejected the batch. Your Executive Director o
uniknown peak would fave been detected in sampie stock solution, they wenld not have rmted rﬁr
bateh Iut in this caxe since tﬁa unkriown peak was found in HPLC vial they had to reject the
Wlw Vi Chality QC Head mm‘l “unknown frea
ap.m!e.s e A0V

ﬂ-l'lﬂ' LC-MS rest whereas the wnknown
ideniified. Hence the later drug product .szc.h it
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scientific justification supported with documented evidence.

For each of the above tabulated laboratory meident and OOS investigations, your firm pointed root
cause(s) due to contaminated glassware ang€APA taken was to give awareness training to analyst
associated with the mvestigation, Substantial number of examples were found for multiple drug product
lesting where the original unfavorable results were invalidated without a scientifically sound and
Jjustifisble root cause, and results of passing re-test results were reported as the result of record,

The above tabulated OOS and laboratory incidents are few examples of issues observed in the USA
marketed products. However, there are many such examples for the domestic and ROW marketed

B. Protocol TPL-P-001-19 entitled ‘TR cview of Invalidated OOS Investigations for US-
Marketed Products Within Expiry™ was approved on 25 October 2019 to document the process that third
party should use for conducting a retrospective review of all generated invalidated out-of-specifications
(OOS) investigation reponts for USA marketed products that were within expiry as on October 8, 2019.

Per Protocal TPL-P-O01-19, the third party should assess adeguacy of investigations and evaluate
whether the scientific justification and evidence reliting to the invalidated OOS result conclusively or
inconclusively demonstrates causative laboratory error. Your Quality Unit committed to amend all
investigations that your third party did not find to be in compliance. However, it was ohserved that
some of the amended investigation reports (c.g., OOSANFFP/19/052, OOSIN/FFP/19/054 and
OODS/INF/FP/19/055) do not clearly establish an unequivocal root cause to invalidate the unexpected
008 results, These amended investigation reports were not subsequently evaluated by your third party.
Therefore, this raises the concern that you did not always adequately address the gaps identified in your
mvestigations to support the proposed root causes with scientific justification,

b TS BTRA T L y?'ﬂ mﬁ-.-u
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OBSERVATION 3

Written records of investigation of a drug complaint do not include the findings of the investigation and
the follow-up, o~

Specifically,
Your product quality complaint investigation was deficient for the following drug product:

Product Name ublets LUsp

'ng. NDC Codc Pack: .,oum
Complaint Number: MC/B/19/141, Date,
Batch No.: Unknown, shelf life:
. Conmitir e o

FAR filed on: 12 June 2019.

2. s— day prior to getting tested
he tnvestigation, Complainant

. ' bnﬂeyaurﬁnnsmmcsmtbythe
complainant Mm;ﬂwmm mw:u:igmim was limited to evaluation of documents and trend of this

particular drug product.

I your investigation, your Quality Unit kept referming to lack of batch number details as a limiting
factor in conducting a thorough mveshgation. However, your Quality Umt has deviated from the

e
SEE REVERSE | Jose ¥ Melendez, Iinvestigator - Dedicated S/2B/2033
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fiollowing section of procedure SOP No.: CQA-145-07, Titled: “Procedure For Handling Of Product
Quality Complaints™, Effective Date: April 08, 2022, Section 4.6.7 “If complaint samples are not
available / not in good condition / of insufficient quantity for desired analysis, then retain sample can
be considered for analysiy . Y our firm tesgad no retain sample to identify the potential cross-
contamination issues. Y. ith third consultant that slso identified the gap of not
testing retain sampies o ablets US g. Your firm disregarded the
recommendation of the third party consultant, Furthermore, your firm failed to evaluate the following:

1} Trend of thry incidents pertaining to unknown and extrancous peaks in_
S

Tablets USP Bimg

2) Trend of OOS mvestigations (valid and invalid) pertaining to presence of unknown and
extrancous peaks in %ﬁblm U-SP.mg

3) Product changeover equipment ¢ procedure and practices
4) Suitability of swab and swab sample collection and testing practices

During this inspection, we observed systemic failure in your muanufhcturing equipment cleaning
validation and inadequate laboratory investigations conducted by your firm (Refer to

|OIISERVATIONS 1 and 2),

B. As a result of above consumer complaint (MC/B/19/141), your firm carried-out a protocol-based
evaluation of placebo and excipients by LCMS/MS test method.

Protocol No.: MISP/04 [4/00, Effective date: October 23 2019; and
Report No.; MISRAO414/00, Effective date: December 23 2019

We observed the following deficiencies:

1) There was no reference of the above protocol-based cvaluation in your complaint investigation

SEE REVERSE | 7os= E Melander, Investigator - Dedicated /- é: HEBSA0ZE
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Pratik 5 Upadhyay, Investigater - Dedicated | 4
Drug Cadre

PO F AN (TR PRETIR EETTA D T INSFECTRONAL ORSERV ATIONS FROE 11 of i IR



https://uract1c.cs

DEPARTMENT OF HEALTH AND HUMAN SERVICES

PO AND KT ADMINISTRATION

| RN T OS2 PG WL TRATRIN) OF SPRETEN

12420 Pacrklawn Drive, Room 2032 9/1%/2022-9/28/2022%
Rookyill MD 20857 i ey

ph0h it 3005029956
AT A YT WSS oY Wb NPT WS

Mr. Ashish Hajarnis, Wice President (Works)
" i O TR AT

Toreent Pharmaceuticals Limited Taluka-¥adi, Ahmedabad Mehsana Highway
B TN S AT TR TR LT T

Indead, Gujarat, 382721 Indias Finished Product and APl Manufacturer

(Neh-sterlle)

MC/B/ 19141 that trace level of Ve ¢ in Plain P

key

excipients used in the manufacturing of several drug products.

anufacturing o rug products (under different finished good code) of
approved for commercialization in the U et

of sbout products (under

o A€ & or commercialization in the

C. Your Pharmacovigilance (PV) Unit has provided Medical Assessment Report with a significant
delay. For the product contamination Complaint No.: MC/B/19/141, your Pharmacovigilance Unit
received complaint on 06 June 2019 however the Medical Assessment was done December 31 2019 e,
i delay of over six (6) months in assessing whether there is any impact and risk #s a result of reported
complaint while your product was in the USA market. Your AGM-QA stated that reason for delay bemng
PV ream requested site level investigation closure report prior to the issuance of Medical Assessment
Report.

Subsequent evaluation of trend in the issuance of Medical Assessment Report revealed that your firm
has always received Medical Assessment Report upon closure of the site-based complamt investigation.

D. Your firm has deviated from procedure SOP No.: CQA-111-03, Titled: “Reporting Of Field Alent

O ool St [ {? f,",{ T SEED
SEE REVERSE | Jose E Melendag, [nvestigartor - Dedicated g/z8/2022
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DEPARTMENT OF HEALTH AND HUMAN SERVICES

POOIDR AND IRLG ADMINISTRATION
| CRETVRE T R KO RS W
I2420 Parklawn Drive, Room 2032 8/1%/2022-9/28/2022*
) 4 Bl
Rockvillie, ND 2085 1005029956
= ™ 3 =4
Mr, Ashish Hajarnis, Wice President (Works)
TR A TP AT
Torrent Pharmaceuticals Limited Taluka-Kadi, Ahmedsbad Mehsans Highway
S T T G SR
Indrad, Guiarat, 382721 India Finished Product and APl Manufacturer
(Non-storile)

Adckyhym(lbday.

*DATES OF INSPECTION

9/19/2022(Mon), 9/20/2022(Tue), ¥21/2022(Wed), 9/22/2022(Thu), %23/2022(Fri), 926/2022(Mon),
W/27/2022(Tue), 9/28/2022(Wed)
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