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Anil Arora, President - Global Manufacturing Operations
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Granules India Limited Survey No 160/A, 16l1E, 162 And 174/A,

Gagillapur Village, Dundigal-
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Medchal-Malkhajgiri District, Drug Product Manufacturer
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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 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 ohjection 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 and address above.

DURING AN INSPECTION OF YOUR FIRM WE OBSERVED:
FACILITY AND EQUIPMENT SYSTEM

OBSERVATION 1

Equipment and utensils are not cleaned at appropriate intervals to prevent that would alter the safety, identity,
strength, quality or purity of the drug product.

Specifically,

A. Thnon-dedicatemu&‘ed in the manufacturing of drug products at your
firm have not been appropriately cleaned since their mstallation several years ago. For example,
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non-dedicate 1n e manufacturing o
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D: GGP/MA/035 and analyzed swab samples for chemical analysis by HPLC and
pectroscopy methods to identify the presence of drug substances of the previously manufactured drug
products. Test data revealed the presence of different drug substances observed above the acceptance limit
indicating a potential risk for drug products -contamination with other drug products active materials (drug
substances) that were manufactured using the GGP/MA/035. Swab samples test results for chemical analysis
by HPLC, and UV-Spectrometry are tabulated as follows:

Table 2
~_ SWAB CHEMICAL ANALYSIS RESULTS (HPLC by UV detector)
Sr. No. | Product Name | Locttion | PeakDetectedat| p 00y ppm Acteptance
criteria
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Table 3
SWAB CHEMICAL ANALYSIS RESULTS (HPLC by PDA detector)
Location | Peak Detected at | Results in Acceptance
Sr. No. | Product Name details RT @- ppm axritersin

Table 4
SWAB RESULTS GENERATED PER NEW VALIDATION METHOD (GGPROAMYV428)

Qi N6, | ‘Prodict Naiis anat.lon Peak D Results in Accgpta_nce
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Table 5
olecule — UV Results

Sample Location | Observed QC results (PPM) Acceptance criteria (ppm)

olecule — UV Results

Sr. No. | Sample Location | Observed QC results (PPM) Acceptance criteria (ppm)

Sr. No. | Sample Location | Observed QC results (PPM) Acceptance criteria (ppm)

Furthermore, swab sample testing o refer to Tables 2 to 4) showed unknown peaks, many of which had an
area response several times higher than the known active peak, randomly eluting at different retention times in
multiple swab samples tested by HPLC. These unknown peaks were not identified and accounted for in the above

table. There is a potentiaMwn peaks could be due to active and degradant materials of drug products

manufactured using thes Your firm could not identify all the unknown peaks found in swab samples
during the inspection.

EMPLOYEE(S] SIGNATURE EMPLOYEE(S) NAME AND TITLE (Print or Type) DATE ISSUED
}95 N, T - 09/06/2024
rati . Upadhyay

SEE Investigator '

REVERSE OF

THIS PAGE : : ;

Joseph A. Piechocki, Investigator
FORM FDA 483 (09/08) PREVIOUS EDITION OBSCLETE INSPECTIONAL OBSERVATIONS PAGE 7 OF 26 PAGES




DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOR AND DRUG ADMINISTRATION

DISTRICT ADDRESS AND PHONE NUMBER

DATE(S) OF INSPECTICN

12420 Parklawn Drive, Room 2032 08/26/2024-09/06/2024
Rockville, MD 20857 FELNMEER
ORAPHARMInternationalresponses@fda.hhs.gov 2020 ITI0L

NAUE AND TITLE OF INDIVIDUAL TO WHOM REPORT ISSUED

Anil Arora, President - Global Manufacturing Operations
FIRM NAME

Granules India Limited

STREET ADDRESS

Survey No 160/A, 16lE, 162 And 174/A,
Gagillapur Village, Dundigal-

Gandimaisamma Mandal
TVPE ESTABLEHWENT NSPECTED

Medchal-Malkhajgiri District, Drug Product Manufacturer
Telangana, 500043 India

CITY, STATE, ZIP COGE, COUNTRY

e testing of swab samples for microbial tests of
these equipment revea era Numerous To Count) fungal, bacterial, and Total Viable Particulate
Count (TVP i ere is a potential for microorganisms, fungal, yea

wn insi
of APUs and getcarried with the high velocity air through the into thes:ﬂ
and potentially contaminate the product while it is used for the manufacturing of drug products.
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Following the swab sample chemical test results for Modul <

P/MA/03 5), your firm reported Field
Alerts for some but j

on 30-Ang-2024 fo

usp

were no FARs reported for drug products manutactured using Module
results for fungal, bacterial and TVPC. This was in deviation of your SOP No.: GGQA067, Titled: “Handling of
Field Alert Reports™ for filing field alerts. Additionally, you performed no risk and impact assessment to evaluate
quality attributes pertaining to bacterial and fungal contaminations on the batches distributed into the USA market.

B. On 01 and 02-Sep-2024, vour firm collected multiple swab samples from different locations at the

the following equipment:

The swab samples were analyzed per protocol GGP/CVP/MSAT/031-A-24 for chemical analysis by HPLC, and
UV Spectroscopy methods to identify the presence of drug substances of the previously manufactured drug
products, Test data revealed the presence of different drug substances above acceptance limit indicating a potential
risk for drug products cross-contamination with other drug products active materials (drug substances) that were
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manufactured usinlwab samples test results for chemical analysis by HPLC and UV Spectroscopy are
tabulated as follows.
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Furthermore, swab samples testing of thes”refer to Tables 7, 8, 10 and 11) showed unknown peaks,
many of which had an area response several times higher than the known active peak, randomly eluting at different
retention times in multiple swab samples tested by HPLC. These unknown peaks were not identified and accounted
for in the above table. There is a potential that the unknown peaks could be due to active and degradant materials

of drug products manufactured using thes our firm did not attempt to identify all unknown peaks
during the i i ditionally. your o Field Alerts for drug products that were manufactured
using these of your lock.

C. Your Preventative Maintenance (PM) of-is deficient for the following reasons:

1. Your firm simply focused on replacing HEPA filters of APUs without understanding the purpose of these
filters. For example,

Your procedure SOP No.: GGMN212, Titled: “PROCEDURE TO PERFORM HEPA FILTER INTEG.RITY TEST
AND NON VIABLE PARTICLE COUNT TEST FOR PROCESS EQUIPMENTS”, Version: 06, Effective date:

06-Jun-202 is no mention of Quality Unit responsibilities i ification of the
condition o PA filters and overall conditions of APUs o during periodic
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preventative maintenance. As a result, vour Quality Unit failed to evaluate conditions of these areas of your APUs
of’ durini HEPA filters integrity test and eplacement of-
HEPA tilters. In lack of your Quality Unit oversight, your Engineering unit simply d on following the
timelines for the replace these filters without understanding the purpose of thes P to
block particles larger th nd that there should not be any powdery materials present inside MWM‘L
and the surrounding areas o EPA filter inside APU. As a result, there were no investigation logged to
potential products cross-contamination.

determine the impact and risk

On 26-Aug-2024, we observed powdery materials and potential dust particles encrusted in areas of
an EPA filters. Further, white powdery materials were also observed inside the compartment of
filters aﬂd.ﬁlters indicating the integrity of HEPA filters may have been compromised for Module |
ID: GGP/MA/035. Swab samples collected from these areas on 27-Aug-2024 revealed presence of active

compounds of previously manufactured drug substances (refer to Tables 2 to 5) and TNTC bacterial and fungal
colonies (refer to Table 6).

2. Your_-IE.PA filter integrity test and PA filter replacement for -
deficient as there is no evaluation of the condition o HEPA filter and its assembly for cleanliness.

D. Cleaning of processing equipment is not adequately perfonne«d or documented. For example:

material adhered from -i om the
Aue-2024 dy yoe-B cleaning perfor for
: ~ Tablets USP
'we observed significant quantities of material remaining on ~after the cleanmg

| checklist indicated this had already been completed. Accordi edure GGMF 194 and documented w1thm
respective batch production records, this material can be later &
into the corresponding batch after visual inspection of the material is conducted.

2. As part of Type-A cleaning of compression equipment !the material is to be removed from the, "
surface b the nd punches are to be cleaned bnn 27-Auc-2(

during the Type-A cleaning of Compression equipment prior to the manutacture of

1. As part of Type-B cleanmg of
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g-tablcn.w:a observed apparent visible powder on-sunches on th-

and within dies from the previous batch manufactured.

Furthermore, upon returning to the compression area on 27-Aug-2024, the compression equipment had been further

cleaned by your operations personnel. This additional cleaning conducted was not documented within your executed
cleaning record.

QUALITY SYSTEM

OBSERVATION 2

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, your investigations pertaining to Out of Specification (OOS) and Out of Trend (OOT) investigations
are not thoroughly investigated and the CAPA taken is inadequate to determine the risk to the drug products sold
into the US market. For example,

A. Your OOS and OOT Investigations_for |

thorouihli invcstiiatcd for Product:

2 008 result reported for
% and NMT -/o
EMPLOYEE(S) SIGNATURE EMPLOYEE(S) NAME AND TITLE {Print or Typa) DATE ISSLIED
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s ]

3. igation number: O0OT/041/21, date of initiation: 09-Apr-2021, Issue QOT result rcported for
est with average of -/n, Trend limit: Above 0, Stage Tablets at in-process

control test, Final classification: Valid OOT

4. OOT Investigation number: OOT/018/23. date of ini sult reported for
”test by HPLC for vessel o for m'ﬁend limit: for
individual results above 0, ong term s 8 month, Final
classification: Valid OOT

For the failing batch -(3rd batch of PV) at in-process control tests relating to

and Assay by sts, your fi reject the batch as you rejected batch # :
similar test failure. Your batches jecti A =7 batch) also
failed the first set of | @samples for bR " conte

indicating a systemic problem with the manufacturing of

Tablets| - . : ¢ necification No. : M ersion: 03,

Effective ; adeauat test shall be ed for
exhibit and validation batches. If - ‘est results do not meel (o the spec;ﬁcatwn limits, wgfl be
ret’eased Jor compression by proposing S Ssampling at compression stage”. There was no justificati
r this provision to bypass failing test results a tage and continuing to use the failing
atch i in the manufacturing. Also, there was no justification provided fo
ablets ablets at pust compression) would be representative of the entire batch si
tablets). As such, your test results at compression stage fo tablets failed for Assay by
~Valid 00S). 7
Moreover,

dispuched the filng batch # "3 pV patch) along with batches
batch) and 2" PV batch) int US market onl ~ Subsequently, your firm adde

more batches as batches #| | to the same process validation report number:
GGP/PYR/TT/MFG/012-A-21, approval dated: and concluded the process validation based on the
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manufacturing and testing outcome o
OOT test results. You manufactured tota

within the product shelf life.

batches of which batch 3" PV batch) confirmed OOS and
atches and dispatched them into the US market betwee
out of -atches distributed in the US market are still

trend evaluation for the

B. Your OOT Investigation relating to unknown/unspecified impurities are deficient. For example,

1.

Lastly, the evaluation of market complaint revealed lack of effica
batch) for which the complaint investigation was limi
similar complaints and not to the entire shelf life o

OO0T Investig

ation number: OOT/069/21, Products-l'ablets UsP [[%ng and " %mg, Batch

s b ification limit.
B ' ' :W'rablets usp g, Batch numbers:
o, Trend limit; NMT./o of the specification limit.
3 cstigation number: OOT/072/21, Products: -Tablets USP [ ®Pmg, Batch numbers:
0
o, Trend limit: NMT [ of ification limit.
er: OOT/077/21, Products: Tablets USP -mg, Batch numbers:

6, Trend limit: NMT (D@

Results: -
Specification: NMT 26

o of the specification limit.

Your firm concluded the above OOT investigations for batches tested at release based on identifying the unknown
peak found in their finished product at abou_l‘his unknown peak was present in API lots
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that were used in manufacturing these batches from one of your API suppliers. This impurity peak was identified
as “Relatcd Compcund ‘ by your API supplier for which your firm established “Control Strategy and Action
Pl ing in your investigation that ot to use **** source API lois in the manufacturing
of ablets codesM{f needed, **** API lots to be tested against drug
product test merhod rhroug a proper commmrcanon and sha!! be used if the unknown impurity
levels below ; r firm ol Stratecv and Action Plan” and released the

batches # _ “listed under each OOT
investigations) into the US market.

Further, you -only- ility which

throughout the product shelf life until
may have increased over the period of shelf life.

@ There is a potential that “Related Compound

C. (This is a repeat observation from the January 2023 inspection)

Your Deviation investigation number: DEV-GGP-23- nltlated 08- Sep -2023, Issue: OOS value was
reported for swab sample analysis for equipment name lister Packagin Machmc, equipment number:
GCW/PP/027, swab location: Product*leanmg Verification for ctive swab analyses test

rcsult:-’PM Acceptance limit: NM

Upon observing the failing test result durm leamng verification, your firm did not extend the impact of
equipment cleaning practices on_the potential risk for cross-contamination to the previous products that were
packaged using non-dedicated M&ckaging Machine. Along with“this blister
packaging equipment was largely used fo drug products packaging.

D. Your OOT Investigation number: O0T/124/22 Product ablets USP mg.-mg,
Batch numbe ility timepoint: (25°Cf60 0 4 month), (25°C/60%RH 36

month), and (25°C/60%RH — month), Test: Orgamc Impurity by test, elated
t retention time (RT) about as OOT, Manufactured in Module lock.

Compound Impuri

EMPLOYEE(S) SIGNATURE EMPLOYEE(S) NAME AND TITLE (Print o Typa) DATE ISSUED
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Results: [

OOT Status: Invalid

Your firm invalidated the OOT results based on assumption of the most probable root cause could be due to
glassware contamination without proving through testing that how Related Compound Impuri ould be present
in the glassware to the significant level to reach to the level of OOT.

OBSERVATION 3

The responsibilities and procedures applicable to the quality control unit are not in writing and fully followed.
Specifically,

Your Quality Unit lacks oversight on the control and management of GMP documents that are critical in ensuring
drug products manufactured and tested at your site are safe and effective. For example, at the initiation of this
inspection on 26-Aug-2024, we observed three (3) trucks full of scrap materials leaving from your facility at around
8:19 am. The inspection of scrap materials from these trucks revealed presence of large number of torn pieces of
GMP documents such as analytical balance printouts, worksheets with handwritten documentation in “blue color
indelible ball-point ink pen” which were signed and dated along with large number of uncontrolled papers torn into
pieces and crumpled having manufacturing and testing information. Similarly, during the walkthrough inspection
of your QC laboratory, we observed cleaning personnel removing a large black color scrap bag from the area. The
evaluation of this scrap bag revealed a large number of torn and few intact pieces of analytical balance printouts,
pH meter printouts, and some printouts similar to Karl Fisher, st equipment. We also observed many
torn pieces of uncontrolled white papers with GMP information documented in blue indelible ball- -point ink pen
pertaining to testing activities. Per your SOP No.: GIL-CQA-028, Titled: “Good Documentation Practices”,
Version: 03, Section: 5.37 “blue indelible ball-point ink pen” is used for recording of GMP documentation.
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We also observed handwritten documentation in “green color indelible ball-point ink pen” on large number of
uncontrolled papers torn into pieces and crumpled having manufacturing and testing information. Per your SOP
No.: GGQA 057, Titled: “Responsibilities of Quality Assurance”, Version: 04, Section: 5.3.4 “The QA personnel
shall use the green cclor indelible ball-point pen at applicable areas of work i.e. manual issuance of documents,
IPQA related activities involved logbooks, formats, labels, BPR entries, approval of COA, certificate of compliance,
release and approval of executed batch records/analytical records”.

There is also a lack of Quality Unit oversight on employee practices of documenting GMP data on uncontrolled
white paper and later disposing of these papers by tearing into pieces inside scrap bags. Among multiple sections
violated by destroying GMP documents, section 5.1.4 of SOP No.: GIL-CQA-012, Titled: “Data Integrity”,

Effective date: 30-Aug-2022 refers to ALCOA+ principle to ensure integrity of data and Good Documentation
Practices.

Upon putting together some of the tom pieces of documents with the help of your employees, your Quality Unit
management stated the torn pieces belonged to original record, raw data and metadata pertaining to QC and
manufacturing units and these documents should not have been destroyed. For example, but not limited:

1. Material Name:
Batch Numbe
Numbet:|

Vorksheets pertaining to Description, Identification of by
- . ~ tests were torn into pieces by the Analyst. These torn Raw Data
Worksheets were collected from one of the scrap material trucks at the initiation of inspection on 26-Sep-

2024,
" Batch AR.
" STP Number: Worksheet

2. Product Name:

Number: Number:
Number (Raw Data Sheet): GGRDSMSCO001.
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inspection on 26-Sep-2024.

PRODUCTION SYSTEM
OBSERVATION 4

A. The process of: :
during routine manufactur:ng, including|
allowed to be collected through

has been no documented
in-process check of othe

" haterial from the

. The material adhered to the walls of the

appearance, as outlined in procedure A

the most recent process validation of|
or during routine production. In addition, there has been no evaluation of
including related substances, that could negatively impact the quality of theq':atenal that has
adhered to the chamber walls during the successive lot processing and prior to use in rther'mit

- as applicable, and inspected for physical
“Inspection OWmaterial from
and 1n associated cleaning records. There

ic evidence that the material-nd collected meets the minimum
aterial prior tc includin g evaluation of samples from

' completed in December 2023
other quality attributes,

Analytical weight printouts (2) for Sartorius Balance ID: QC-284 were torn into pieces by the Analyst. The
evaluation of some of the torn pieces revealed the weighing activities pertaining to
The weights on the torn printouts and those found affixed inside your worksheets depi
on the torn balance printouts. These torn balance printouts were collected from a scrap bag from QC
laboratory that your cleaning personnel tried to remove from the QC laboratory during the walkthrough

nalysis tests

cte! !1 IEferent weights

: ommonly performad

products for the US market, has not been adequately assessed to ensure that materlai obtained from this process
is of suitable quality prior to further processing. For example:

PAGES

operations.
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2. Afterthe of the material has occurred, a si
remain adhered to the walls within the chamber of the 3
2024 during Type-B cleaning of the @ This material may be then carried over into
the next campaign batch, where the and material is subjected to further
operations. The equipment is not Type-C cleaned until there is a product change over or the defined
campaign length has been reached. There has been no scientific evaluation during the campaign length
determination studies of the quality impact this carryover material has on subsequent campaign batches.

nificant amount of material may
" as observed on 26-Aug-

B. The documentation of material into the batch_is defici including
i manufacture of ablets USP g atch
for the following:

1.

Th is documented as part of the cleaning record of the equipment and requires that

the s nd the-s removed prior to There is no documented
evaluation of the surrounding area prior to opening to ensure no cross-contamination with other
operations in the area, including other cleaning or manufacturing operations.

2. Once visual examination is completed, the-material is
there is no record of who performed and verified the
operation the collected material was he batch.

the batch. However,
and when, how, and at what unit

Furthermore
particles in

GGP-23-0066 was received on 03-Mar-2023 due to the presence of black

: : “Batches o “"'The root cause of the
vas determined to be the active ingredient, ~ which was adhered to the wall of the
~turnin in color and the inspection of the ~ “naterial missed observing the particle

10 procedure 4. The investigation is inadequate as 1t did not extend corrective actions to other
Fand the i it did not evaluate or identify those
products in which quality attributes may be impacted by t nd the-rocess, and it did

not evaluate the adequacy of the visual inspection process and propose corrective actions related to this attributable
root cause.
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OBSERVATION 5

Written procedures are not followed that describe the in-process controls to be conducted on appropriate samples
of in-process materials of each batch.

Specifically,

A. During the in-process sampling and testing for ablets USP‘H g Batch-
the following discrepancies were observed for the sample collected on 27Aug2024 at 10:54 AM:

1. According to the batch production record, the operator is to inspect both faces of-tab]ets from the
Hof the compression equipment for tablet description
verification. We observed and your operator verbally confirmed that they did not count the tablets nor

id they look at both sides before documenting the tablet verification results and transferring to the
in-process sample container.

2. The operator is to perform a weight check of-tablets fro he compression eauipment.
We observed and your operator verbally confirmed that the weight check utilized
collected and stored within the"m-process sample container, and the samples were not dlscreetly

tested from e compression equipment.
B. During the in-process testing for = ablets USP-'n g Batch n
27-Aug -2024 we ob erved one " which did not pass the in-process
limit of! : : " According to procedure GFMF009, “In-process Checks and Log Book

Entries Durmg Manufacturing Stages”, a deviation is to be opened in the event of a parameter found out of the

specified limit given. However, a note was added to the printout and the sample was reanalyzed with no
investigation with no investigation conducted.
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FACILITY AND EQUIPMENT SYSTEM

OBSERVATION 6

Building and facilities are not maintained to ensure that products manufactured meet the quality, purity
characteristics, identity and strength which they purport.
Specifically,

-Aug-2024. we observe ilt randomly selected Air Purification Units pertaining to Module
D:_and Module 1 ere severely damaged

and torn 1n many sections indicating these filters may have lacked integrity to block particles larger than"As a
result, we observed the *HEPA filters contained apparent dust, powdery
materials, and wet surfaces. Further, we observed patches of white powdery materials extruding from the comers

) EPA filters indicating the integrity of these filters may have been compromised.

During the inspection, per our requests your firm collected and tested swab samples from the_
*IEPA filters of Module D: GGP/MA/035. The swab analyses test results revealed
presence of drug substances of previously manufactured drug products (refer to Tables 2 to 5 and 9) and colonies
of bacterial and yeast (refer to Table 6).

B. During the walkthrough inspection of your service floor on 26-Aug-2024, we observed your Air Purification
Units (APUs). Air Handling Units (AHUS),mater tank, Equipment Cleaning Skid,-
Ducts, ~Ducts, along with the floors and surfaces of equipment and utilities were covered with apparent

off-white to white powdery materials and dust. Additionally, we observed the following concerns relating to the
condition of your facility and equipment:

1. Bird droppings and feathers on the APU
the floors surrounding to Module| & - : ?%The walls surrounding
equipment were not secured enough m sections to prevent birds from getting inside the facility and stop
dus other environmental elements from damaging your equipment and facility.

2. Th ater tank had apparent reddish brown color stains indicating the tank was apparently rusted in
the sections that contained water. The ater tank and areas surrounding had wet surfaces and pool of
standing water indicating potential for microbial, yeast and mold growth in these areas. Per General

water ank, cleaning skid, and
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	preventative maintenance. As a resul.!,,f(our Quality Unit failed to evaluate conditions of these areas ofyour APUs 
	,.,---,.-."1durinL (Ii~ HEPA filters integrity test and ,m,replacement of (b)\4 
	of~.-.,...-L .....

	H PA tilters. ln 1ack of your Quality Unit oversight, your Engineering unit simply focus&.d on following the 
	timelines for the replace1~t of these filters without understanding the purpose oftheseWfEP1-filte.i.:s 'fi-E to 
	(bff~ ncUhat there should not be any powdery materials present inside th~ (bJ; puct 
	block particles larger than; 
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	and the surrounding areasof oo<}IEPA filter inside APU. As a result, there were no investigation logged to 
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	determine the impact and risk or potential products cross-contamination. 
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	2. Your..,_......,,.....__,,-EPA filter integrity test and ''"==-..,,.,,...--.,....,..... PA filter replacement for is deficient as there is no evaluation of the condition o HEPA filter and its assembly for cleanliness. 
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	.._______<b_<.. g (b <\ablet ~'Ve observed apparent visible powder onC Tropunches, on th and within dies from the prev10us batch manufactured. 
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	Furthermore, upon returning to the compression area on 27-Aug-2024, the compression equipment had been further cleaned by your operations personnel. This additional cleaning conducted was not documented within your executed cleaning record. QUALITY SYSTEM OBSERVATION 2 There is a failure to thoroughly review any unexplained discrepancy and the failure of a batch or any of its components to meet any ofits specifications whether or not the batch has been already distributed. Specifically, your investigations 
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	.:J, 0..TJ.o.,viTT~lgation number: OOT/041/21, date of initiation: 09-Apr-2021, Issue: OOT result reported for ij o, Trend limit: AboveLfo, Stage: ~ Tablets at in-process control test, Final classification: Valid OOT . 
	____,,_ __.test with average of 

	4. OOT Investigation number: OOT/0 I);3, dgj of ini, tin~"2023 ,n:07"I'"It reported for
	4
	(b)(4) test by HPLC for vessel 1/o fort Trend limit: for md1v1aual results above [ (br, age: ong term stablltty (25 C76Uo/o. a 8 month, Final classification: Valid OOT 
	I 
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	For the failin, ba1&h}(3batch ofPV) at in-process control tests relating to ._.._...,__r>Y[ <6><
	'e___
	rd 
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	and Assay by H sts, your firot...djd 11-o_J reject the batch as you rejt ted bate:~ (bH~r-p'Q-6atcb) for tne 
	4
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	similar test failure. Your batches (b)(( ~ ba..t~h ost rejection (bH\nd (b)(i2V hatch) also 
	41
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	ij(4J (bH4)
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	(b); (b)(4J 

	failed the first set of (4jsamples by ~tstio 'co1.1t(bf>.[1<t

	4 
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	(b)(4) 
	, 

	indicatin~ystem1c problem wit 1 the manufacturin __________;""11""g,....,,.a""'n"'ct..,
	(bT('4};mg Tablet ..._______. 
	FurtherL OULin..:.oroce.ss snecitlc.atio.n..f.O!i iJWl,lU..g_and
	(b)(41--.----,.-, (b)(4), -~'!'!'!"'=~~.~ 
	Tablets .-----.---,-JProduct code: &ie.c c.a: L°8, o. -..,....,,...,..._ Effective date: :lU-l-eb-2020 1s 1pad..eauatA-.P~?\s specification, ________ test shall be ':l"-rifc"'imed for exhibit and validation batches. lfl...__-est results do not meet to the specification limits, ___. hall be released for compression by proposing (b)(sampling at co"!fression stage". There was no justifica.tL~f<;.,nm.v.ide.iiflf this grovision to bypass failing test results af <6><f tage and continuing to use the failing (b < 
	4
	4 
	4
	4

	batch t (bit in the manufacturing. Also, there was no justification provided for-hm.,.{._tPc.t.CP...."-11Jt.~~ (b>jtaoletsl.__:)a6lets at post compression) would be reprein.tative of the entire batch sit~..t;l,H) tablets). As sucl~, your test results at compression stage fo~ tablets failed for Assay by ~ est (OOS/052/21 -Valid 00S). 
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	Moreover, _';t..OJ.lil~~ dispatched the _failing batch J. (b)( b~~~ffh) along with batches (b <~ ~ batch) and (2PY batch)Jnto_th.~ USJnarkeco@ (b < Subsequently, your firm a e
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	more batches as 6atches #--------. ~ to the same process validation report number:
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	GGP/PVR/TT/MFG/012-A-21, approval dated: (b)( and concluded the process validation based on the 
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	manufacturing and testing outcome o~ batches ofwhich batch '(3PV batch) confirmed 00S and 00T test results. You manufactured tpJru • atches and dispatched them into the US market betwee ,rrbout (b)(out of ,rro atches distributed in the US market are still 
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	w it hin the product shelf life. 
	(b V (b)( ),,____trend evaluation tor the 
	Lastly, the evaluation ofmarket complaint revealed lack ofefficapL.cnmnJaint.rece.iv_e¾t'fi batch ~ 
	batch) for which the complaint investigation was ljm_ited.Jo_onh,J 

	4 
	similar complaints and not to the entire shelflife of 
	B. Your 00T Investigation relating to unknown/unspecified impurities are deficient. For example, 
	I. 00T Investi ation number: 0OT/069/21, Products· g and mg, Batch numbers Results: (bHo, Trend limit: NM 
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	Specification: 
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	J➔~vestigat1on number: 00T/071 /21, g, Batch numbers: 
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	that were used in manufacturing these batches from one of your API suppliers. This impurity peak was identified (4 P by your API supplier for which your firm established "Control Strategy and Action Pl ~m_entio.ning in your investigation that " redsio-11.J_aken__.t_o ot to use**** source AP/lots in the manufacturing 
	as "Related Compound 

	0000. 004 .
	of....,___ ablets l.jSE...iEJ:.aduc,~ codes: Ifneeded, ****AP/lots to be tested against drug 
	4 
	product test method hL (b>< jthroug a proper communication and shall be used if the unknown impurity levels belowJ (b><~o.:.:._T.:.I0-w.eY.er._vorn:..fJ.rm_did..J:iot follo.wJbi "ControLStr_at.eQv...and...A~fl n Plan" and released the 
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	batches # _____..,..._____________________listed under each OOT investigations) into the US market. 
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	through
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	C. (This is a repeat observation from the January 2023 inspection) 
	Your Deviation investigation number: DEV-GGP-23-022_4 dateJnitiated: 08-Sep-2023, Issue: OOS value was reported for swab sample analysis for eg.!!iP.ment name_....,._,., ~listerPacka~hine, equipment number: GCW/PP/027, swab location: Productr--(b"'.Cleaning Verification forl (b) ~ctive swab analyses test result:~ PM, Acceptance limit: NM11:jPPM. 
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	Upon observing the failing test result durin~ <6><pleaning verification, your firm did not extend the impact of equipment cleaning practices on the potential risk for cross-contamination to the revious products that were 
	4

	4 
	packaged using non-dedicated.---(b)( Blister Packaging Machine. Along with .....______......., this blister packaging equipment was largely used fo (b) drug products packaging. 
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	D. Your OOT Investigation number: OOT/124/22 Products;_ HjTablets USP ;m)'~~ m~ g, (b < (25°C/60%RA' -24 month), (b) (25°C/60¾RH -36 month), and (25°C/60%RH -24 month) Test: Organic Impurity by (bHtest, T!lsnii,nl}elated Com pound Impuri'i)! ~ t retention time (RT) about _____was OOT, Manufactured in Module I ,Block. 
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	OOT Status: Invalid 
	Your firm invalidated the OOT results based on assumption of the most probable root cause could be due to glassware contamination without proving through testing that how Related Compound lmpuri ~ ould be present in the glassware to the significant level to reach to the level of OOT. 
	OBSERVATION 3 
	OBSERVATION 3 
	The responsibilities and procedures applicable to the quality control unit are not in writing and fully followed. 
	Specifically, 
	Your Quality Unit lacks oversight on the control and management of GMP documents that are critical in ensuring drug products manufactured and tested at your site are safe and effective. For example. at the initiation of this inspection on 26-Aug-2024, we observed three (3) trucks full ofscrap materials leaving from your facility at around 
	8: 19 am. The inspection of scrap materials from these trucks revealed presence of large number of torn pieces of GMP documents such as analytical balance printouts, worksheets with handwritten documentation in "blue color indelible ball-point ink pen" which were signed and dated along with large number ofuncontrolled papers tom into pieces and crumpled having manufacturing and testing information. Similarly, during the walkthrough inspection ofyour QC laboratory, we observed cleaning personnel removing a l
	pH meter printouts, and some printouts similar to Karl Fished 
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	We also observed handwritten documentation in "green color indelible ball-point ink pen" on large number of uncontrolled papers torn into pieces and crumpled having manufacturing and testing infonnation. Per your SOP No.: GGQA 057, Titled: "Responsibilities of Quality Assurance", Version: 04, Section: 5.3.4 "The QA personnel shall use the green color indelible ball-point pen at applicable areas of work i.e. manual issuance of documents, IPQA related activities involved logbooks, formats, labels, BPR entries
	There is also a lack of Quality Unit oversight on employee practices of documenting GMP data on uncontrolled white paper and later disposing of these papers by tearing into pieces inside scrap bags. Among multiple sections violated by destroying GMP documents, section 5.1.4 of SOP No.: GIL-CQA-012, Titled: "Data Integrity", Effective date: 30-Aug-2022 refers to ALCOA+ principle to ensure integrity of data and Good D ocumentation Practices. 
	Upon putting together some of the torn pieces of documents with the help of your employees, your Quality Unit management stated the tom pieces belonged to original record, raw data and metadata pertaining to QC and manufacturing units and these documents should not have been destroyed. For example, but not limited: 
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	Material Name~j· 

	~ )(4t;;;J
	Batch N mber: ~><}\~><Specificat10n ~o
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	..R. Number:I 
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	um
	erl 

	~)(41 
	Number: 
	T~he..mmnleted ani:Lwrne~w Data...,..Worksheets pertaining to Description, Identification of by
	~><1tests were torn into pieces by the Analyst. These torn Raw ata 
	r 
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	ne of the scrap material trucks at the initiation of inspection on 26-Sep
	Worksheets were collected from o
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	2024. 
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	TVP£ ESTABLISHMENT lNSPECTED 
	Drug Product Manufacturer 
	Analytical weight printouts (2) for Sartorius Balance ID: QC-284 were torn into pieces by the Analyst. The evaluation of some of the torn pieces revealed the weighing activities pertaining to ~nalysis tests. The weights on the torn printouts and those found affixed inside your worksheets depicted d1 ferent weights on the torn balance printouts. These torn balance printouts were collected from a scrap bag from QC laboratory that your cleaning personnel tried to remove from the QC laboratory during the walkth
	PRODUCTION SYSTEM 
	OBSERVATION 4 
	OBSERVATION 4 
	A. The process o <~material from thcl '~commonly performed during routine g! (b)(~sed in <b><jontaining drug products for the US market, has not been adequately material obtained from this process is of suitable quality prior to further processing. For example: 
	manufacturing, includin
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	assessed to ensure that

	1. The material adhered to the walls of theI :::Jchamber and within the are 
	[ <b><
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	allowed to be collected throughlb (b)(1as ~r licable and ins~ ted for physical [ pearance, as outlined in procedure GNIF194, "Ins~ctlon o : <b>1 material from 
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	<b>iand m associated cleaning records. There dence that the materialr--<bm); nd collected meets the minimum in-process check of othe (b> 4,. flalorior t including__duri[n{g evaluation of samples from 
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	ocumented;isc.1ent~c evid
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	ateri= 
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	the most recent process validation o (b><completed in December 2023 or during routine production. In addition, there has been no evaluation of other quality attributes, including related substances, that could negatively impact the quality of the~ material that has adhered to the chamber walls during the successive lot processing and prior to use m rther[ •~nit operations. 
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	Figure
	Drug Product Manufacturer Telangana, 500043 India 
	Medchal-Malkhajgiri District, 
	Figure
	Figure
	2. After the..,___________ofthe material has occurred, a si nificant amount of material may remain adhered to the walls within the chamber of the as observed on 26-Aug2024 during Type-B cleaning of the (b <This material may be then carried over into the next campaign batch, where the (b~~and material is subjected to fmther operations. The equipment is not Type-C cleaned untllt ere is a product change over or the defined campaign length has been reached. There has been no scientific evaluation during the cam
	4 
	-
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	B. The documentation of H material into the batct ~>~ric·~nt ~~,uding 
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	µ.utiL1~tJ1e manufacture of ________________~_<ablets USP ng ___ atch L.....:Jfor the following: 
	4 

	Figure
	1. Th mce~i<~ documented as part of the cleaning record i°f the ~,ipment and requires that 
	1

	1
	the,,__,.._.....,,,_,.. __....s~ and the! (b><)s removed prior to There is no documented evaluation of the surrou~ea prior to opening to ensure no cross-contamination with other operations in the area, including other cleaning or manufacturing operations. 
	2. Once visual examination is completed, thenaterial is the batch. However, 
	; (b < 
	4
	r
	4 

	there is no record of who performed and verified the ana when, now, and at what unit operation the collected material was ,,-rothe batc..h _____.... 
	Furthermol _._markeLco.molaint.M..C~GGP-23-0066 was received on 03-Mar-2023 due to the presence of black particles in (bH>.Batches ----.. (b The root cause of the ccunnlainLw~asdetermined to be the active ingredient, _____(b><hich was adhered to the wall of the H
	4
	4 
	4 
	4 
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	(1,)( • L (b)l4};, I d h • • f h >Jm • I • d b • l • f
	urnm m co or an t e inspection o t e ' atena m1sse o serving t 1e part1c e as descr bed,m.procedure IT<'.'flVfF 194. The investi ation is inadequate as 1t d1 not extend corrective actions to other product (bH\vhere ,....,...-.,.....--..and the ___,.-.~-·.--. nror:.e..~~ 'i:..u~'6f it did not evaluate or identify those products in which quahty attributes may be impacted by th ,,_______ nd th~.__..,...._process, and it did not evaluate the adequacy ofthe visual inspection process and propose corrective action
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	OBSERVATION 5 
	TYPE ESTABLISHMENT INSPECTED 
	Drug Product Manuf ac t urer 
	Written procedures are not followed that describe the in-process controls to be conducted on appropriate samples of in-process materials of each batch. 
	Specifically, 
	(b (4)
	4 
	A. During the in-process sampling and testing for --------,---ab lets USP g Batch ----J 
	the following discrepancies were observed for the sample collected on 27Aug2024 at 10:54 AM: 

	1. Accordin to the batch production record, the operator is to inspect both faces o tablets from the (bR-tlofthe compression equipment for tablet description 
	-..,..,,,---,---=-:--:----,:---:---------,.
	-

	verification. We observed and your operator verbally confirmed that they did not count the tablets nor did they look at both sides before documenting the tablet verification results and transferring to the 
	(b>14 • I .
	in-process samp e contamer. 
	2. The operator is to perform a weight check oGablets from he corpn.rnssi.o.n_.emgpment. We observed and your operator verbally confirmed that the weight check utilizedL (b)Jtablets collected and stored within the in-process sample container, and the samples were not discreetly tested from (b>he compression equipment. 
	4 
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	B. During the in-process testing for___.,.._......, _...,.,._.,. ablets USPc::}ng Batch ~ n 27-Au~-2024, ~e o~e~d on_e_tab.J..~t obtained a (b)(eading o~ jwhich did not pass the in-process 
	11
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	4 
	) According to procedure GFMF009:--«ln -process Checks and Log Book Entries During Manufacturing Stages", a deviation is to be opened in the event of a parameter found out of the specified limit given. However, a note was added to the printout and the sample was reanalyzed with no investigation with no investigation conducted. 
	limit o iTT4lotL (b)( 
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	Building and facilities are not maintained to ensure characteristics, identity and strength which they purport. Specifically, ~ 
	STREET ADDRESS 
	Survey No 160/A, 161E, 162 And 174/A, Gagil l apur Village, Dundigal-Gandimaisamma Mandal 
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	Drug Product Manufacturer 
	that products manufactured meet the quality, purity 
	LA. On{br{WAu2:-2024. we observeQitec of..v&v, randomlv selected Air Purification lf'™ts pertaining to Module 
	101 4 10 
	D:( < jand Module ID' ,were severely damaged in many sections mdicating these filters may have lacked mtegnty to 61ock particles larger than Cb>As a result, we observed the L. •1 HEPA filters contained apparent dust, powdery materials, and wet surfaces . .Further, we observed patches of white powdery materials extruding from the corners ogcEPA filters indicating the integrity of these filters may have been compromised. 
	and torn 
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	4 
	Dunng e inspection, per our requests your firm collected and tested swab samples from the I CbH
	<tim}tEPA filters of Module! ~2D: GGP/MA/035. The swab analyses test results revealed presence of drug substances of previously manutacured drug products (refer to Tables 2 to 5 and 9) and colonies of bacterial and yeast (refer to Table 6). 
	C 

	B. During the walkthrough inspection of your service floor on 26-Aug-2024, we observed your Air Purification Units,:FPUsl Air Handling Units (AHUs),! (bHwater tank, Equipment Cleaning Skid.I CbHJ Ducts, Cb>~ucts, along with the floors and surtaces of equf pment and utilities were covered with apparent off-white to white powdery materials and dust. Additionally, we observed the following concerns relating to the condition of your facility and equipment: 
	41
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	(b) 4 
	1. Bird droppings and feathers on the APUs. 1 CbHDucts ater tank, cleaning skid, and 
	41

	10 
	the floors surrounding to Modulel ~ <,' .ifhe walls surrounding equipment were not secured enoug m sec ions to prevent birds from getting inside the facility and stop dusrin~other environmental elements from damaging your equipment and facility. 
	4 
	1 
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	2. ThL.Jwater tank had apparent reddish,\;irown color stains indicating the tank was apparently rusted in the sections that contained water. Thel:.jwater tank and areas surrounding had wet surfaces and pool of standing water indicating potential for microbial, yeast and mold growth in these areas. Per General 
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	Manager ofEngineering, th~ ta~k has never been cleaned since i~cu.~t~f ation several y-ears back. c:.r. ~Ql~fuand Engi1eed~i!,,"peral Managers, this water t«med a •ate," is used in cleaning ections of ucts ofModule 
	e~,,
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	3. fhe 11gh-pressurc equipment cle2.ning skid for Module...,_.,.--_ .....were found inside the pool of standing water. Thesectionsofthi,; cieaning skid and water in which it was placed appeared to heve potential growth 
	• ofmicrobial, yeast and mold on many sections alung with liose th,:t is used for cieaning. 
	4. The equipment, ___and many sections of equipment were wet, leaking, and as a result corroded in multiple areas. 
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