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f aboratory Cortrol System

Loy baborstory control reconds do net include somplete data denved Trom all tests conducted to ensure compliance

pestablished spocificanens and siandands

Speaivaliv, during owr inspection of your Tim's QC Analytical Laboratory, we identitied signilican deviations
tromidaned Laboratony Practives desorthed in SOV GMPRTMARU/0A2006 “"Recording & iiwms of Anaivtical
Results of Samples in Instrament Suction”

FFor exammple:

Cras U hromatagraphy (007}

Process Yolidation stabiaty

ﬁ’iemrﬁ on 66/12/13 @

’(:am and 3 4831111, and the m@uit wis re;mz‘f:ﬁﬁ as B isngf:caxm 2
* umrdmg 1o the audit wail, the results were ongmaiiv processed and pr *ﬁd on %Jﬂf L3 @ 5:3 lam and 5:45am.
« v review of the comprehensive awdit trail found that on 07/18/13, the time/date setling on the controlling PC
ws set back 10 06712713 using the administrator privileges. and the two injection results were re-processed. the
resuliing printout demonstrating that the result had been integrated on 06/12/13.
< At some point after 07/18/13 the thme/date setting on the controlling PC was 3gain set back to 06/12/13, and the
fwo nfection results were again re-processed; the resuliing printout demonstrating that the result had been
mtcgrated on 06712713
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t Uu: ovicw ni m integration mu§!~ immd lh:a* the yhﬂmmmgﬂmb appeared Lo bc ulc;,rau.d inan inconsistent
manser for e apparent reason; cach result (3 standards and 2 samples) was processed using different parameters
despite reproducible chiromatography.
«AUlpon our request, re-iitegraiion was performed i a consistent mainer on 0716/ 145 the result was then
insiaz:ﬁ as@ Yo which fails the specification limit ufﬁm -2,
ceording to 2 OC Analvsl, integration parameters are manipul ﬁied i order (o achieve passing resulis,

+ Addionally, while the controliing PO timedate had been manipulated on 07/18713, one additional jection was
performed; however, due to manipulation of the controlling PC time/date the resuliing file indicates that the
arjection was performed o 06712713 @ 7 idam. Due to mumipulation of the PC time/date and the use of the
Administrator privileges by vour Analvets, e fate/reporting of this injection result could not be dewermined.

L Pinishied AP bagch 70
G MCTER% RH - Residual Solvent B8

35;_2(}3 1) Comimercial

Stability batch 12 mon

= Uur review of the GO Audit Trail found that the duplicate sample § mamtmm» were performed on 07718713 @
102 2pm and 0ddpm, and the resalt was reported as ;

- (s review of the integrmion results found that the &}smmawgmms a;s;:a,med 1w be :i&iegﬁimtt in an inconsisient

manuer for no apparent reason: each result (3 standards and 2 samples) was processed using different parameters

despite reproducible chromatogsaphy

+ Upon our request, resmtegration was performed m a consistent rmanner on 67/16/14; the result was then

caionlated as 896 which fails the specification limit of@18h; Bi@;,

!

» According to the responsible analyst. integration parameters are manipulated in order to achieve passing results,

riished AP baick
Substances vig GO

i Comanercial Stabilily base
SR - Rs:i’it'

* Our review of the GU Audit Trail found that the original sample injection had been performed on 00704713 i@
3:20am ~ ihis mjection result was aborted and deleted from the system and is not available tor review
* Hu; sample was re-injected on D6/04/14 @ 5:33am:; this result was reporied.
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{3 Recovered sodvent raw muaterial) batch Assay via GO

< O review of the GO Audit Trnl found that the criginal standard injection had been performed on 0406713 @
7o ddam,

{* A $l6am, 4 second infection was performed using the sumne file aame. According 1o the Audit Trail. the
Analvst confirmed in the software to “overwrite” the previously collected data file/result,

« P to the over-writing of the previousty collected data file, the original injection result was not available for

review,

The o represenidive examples described above were collected during our imited review of the dia codfecied
Jupe-duiy of 2013 using instrament 75 052 and 202 {ufﬁmﬁd GUsy During our lnsted review, we identificd

thie practice of

- Manipulation of the controlling PC time/date setting using the Administrator privileges (sub-point A)
- Manipulation of tegration parameters to achieve passing/desivable results (sub-point B)

- Aborting ongoing sample analyses and deleting the resulting raw data files (sub-point U)

- Over-writing previously collected raw data files {sub-point D)

Sotably, on 88710713, erinieal devaation FUDRTMAQABD /2013 was initiated following an anonymous email sent
L QA Z‘wics!mg&:ﬁi:‘:i‘e! e 0805713 alleging “swrict vivlkence of 21 CFR part 117 in the “GC section” under
“supervision” of management. The emal alleges that “there is no control of data in the department” and “data can
tre delete back date worked, as well as falsification is going on'”. The emall states “Take action as early as possible
1o overcore with future problems i company before audits.”

{he resuiting investigation into the GU section was completed and closed on 11/27/13, and no instances of the
Four categories of daty manipalation/falsilication were reported during vour firm’s review of the data collected
Jusing GO #0852 and 2202, despite your review of the same data and audit trail records reviewed during our
finspection {eg July 2013) The conclusing is found 1o be stating “on assessing the impact of errors in the
documentation and the other GMP issues does not possess any risk to the guality, purity, safety and efficacy of the
;‘rnduni and patient was never af risk.” Yuur flem’ s written communication to customers dated 08/29713 states that

ftw“ YEES) BIGNATURE ]mzﬁwvws;ﬂm&ms TELE Prstor Topsi
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1figh Pressure Liguid Chromuatography (HPLO)

tsished AP bach Commercial Bawch Release - Assay v HPLO

Audir Teadd found that standard iyecoon utled #4 had been performed on D70W13 @
g wmi!: WU ';:m’»:‘ to the standurd tithed #3 performed @ 11 7am.

sver, our review of the OC data package found that the raw data files had been manipulated. as standard
ection #3 was purported 0 have been performed at 00:52am, and standard injection #4 was purported tn have
boen performed at 1 7am.

« How

Asopart of vour eritical deviaton FUDMRTMAQA0 172013 deseribed above, the data collected via HPLD was

i uded in Phase 117 of the investigation, which was concladed on 053708/ 14, Your Linn's review of the same
e datn and Awdit Trail described above 1 sub-poing E (July 2013) did not identify and investigate this data file
discrepaney in order o determine the product smpact and method of manipulation (e.z. manipulation of the
controllmg PO datedtime setimgs asmg the administeator privileges).

Yowr Gom s Phase H HPLO raw data investigation concluded on 05703714 was Himited to the data collected during
the periad July — December 200 3. Owr limited review of the raw data collecied usimg two {of olaly HPLC s
dung the masm's of May 2013 (not included in the investigation) found the following discrepancies related o
rodeaned and distributed Onicshed APV

oy

Fi Cinished AP bagh Commercial Batch Release - Assuy via HPLO

= O review of the HPLC Audif Trail found tht the first sample injection for aliguat #2 was performed on
D3CIEAR e 110 Tpm. This resudl was deleted from the system and was nol available Tor review,

rd

* b secord sample ingeetion for aliguot #2 was performed on 03/28713 42 11:10pm; this result was reported

14

G Finished AP] batel “ommercial Batch Release ~ Assay via HPLC

ClameiovERS) soaatare ?;mﬁuwe&;w NANE AHC TITLE (Printor Type) | DATE IS8UED
i 5
:
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« O review of the HPLO Xai{;l’ E :z;i iaand ﬂ'uﬂ :fiss: first sampk: injection for aliguot fﬂ wits perﬂwmrd ol
O3 0H713 fr 10 2pm, This result was deleted from the svstem and was not available for review,
o The seeond smmple injection for ahquot #1 was performed on 0311713 @ 1:33po: this result was reported

“r

nished AP batch & Commercial Bateh Release - Related Substanwes via HPLO

+ A total of duvedmedtions were perfornwd op G5711713 from 5:00am 10 5:0Twn prios 1o the imtiation of the
afficialreportad sample sel intated af 6,19,

« COr review of the raw data found that only one (second) of the three injections was available for review  the
remaining two (irst and third) miection results had been deleted from the system and the identity and results of
these injections could not be determined

2y Laboratory conteol procedures are not followed and documented at the time of performance.

Specifically,

A3 During cur inspection of the microbiclogy laboratery on 07/147 14, we performed an assessment of the various
6?.

rxsh!\ and maedia growth promotion samples purported Lo be me-progress {incubation) according o the
mh sratory documentation.

Our assessment found the following discrepancies:

(DS
ays

Jualiny

* Unr examination of the 30-35C incubation chamber found that 5 of 43
been ncabated on 07/09 14 were not present:

unlity sumples porported 1o baving

o [BPIX SPO
o IBP 1 DMWPLLI02/C 2 VIAUPOL
a {BP XX1 SPO (only 1 of 2 plates was available)

UENMPLOYEL{S! NAME AND THLE (Frvt o7 Types THATE Been

o Peter B Baker, Investigator !
- dommee B King, Investigiter LOTIB2014

FORM FOA 453 (8708)  FAEVIGUS EOTION BBSOL MSPECTIONAL DBSERVATIONS Page 5 of 8



{.‘.“fi"xi“"{“vﬁi.,"d'l OF HEALTH AND HUMAN SERVIUES

S TER GADMINIGTRATION

ThATEE) OF Gl

| 4182014

. .,i,} T

iR 208 Siiver Spring, MDY 20003

~H3TBT IR

e drdustry

#IRA HAME

IPCA Laborgtomes, 140
LT e r B r*r:«am HAE cN‘I-IN

| Active Pharmaseutical ingredient Munofactrer

= bpvan altempt to mask l%'m f% Imcru el s:mp oyee ar;:;ﬂad an addtional (falsified) plate or 18P XX1 5101
during our briet exit from the lmuha{mﬁ room to make i appear that the sample was complete

b Growth Fromotion

=i exomination of the 20- 250 and J0-330 incubation chambers found that 43 08117 growth promaotion
surples nurported 1 having been incubuted on 0740914/ 14 were not present,

8 Daring our inspection of the microbiclogy laberatory on 07/14/14, we observed two dilferent analysts actively
back-dating/talsitving ~ Temperature Record™ fogbooks tor #5888 different refrigerators used 10 store a variety of

cOMP materials. Upon our questioning of ane of the analysts on 07/17/14, the analyst stated that she had been
“foreed ™ 1o falsify the record by her divect supervisor.

thiet on 779724344
were placed into the incubator at 633 PM. This growth promotion test reguires’
1 be completed and according to this logbook would have been in the incubator and subject to th
exeursion caused by the power outage.

espectively
teimnperatire

3o Praining is net conducted by qualified mdividoals covering GMP as it relaies to the emplovee's functions.

‘xrsu;i]”ls;niia our veview of the training history file for yvour firm’s Microbiology “Offfcer™ found that he had not
been trined i oGMP as required per SOP GMPRTM/35/2000 “Training in Current Good Manufacturing
Practices’, despiic working in your Microbiology Laboratory since 03/09 14, According to the Microbiology
Mlupager, this individual was unable wo attend the raining due to 4 “heavy workload”.

4.3 Your laboratery factities for microbiologival monitoring are not adequate 1 maintain stable incubation
coiditions for microbinlogicad testing. media growth promotion, and stability studies.
Specifically,

ymGNaTRE ERFLUTELLS) HAME AND TITLE 1700’ or Ty [DATE BEUED
e S ]
Tater B, Buker, lnvestigator ;
Joanne B Koy Investgator il},f 183014
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TO: V.5.35. Kushwaha, Vice President  Technical
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ipca Laborateries L7d 1 Pharma Zone, SEZ Phase II,Sector 3
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Pithampur 454 775, India B 3 finished Drug Product Manufacturer

This document Hists observations made by the FDA representative(s) during the Inspection of your fieility. They are inspectional
observations, and do nof represent 4 final Agency determination regarding your compliance. i vou have an objection regarding an
abservation, or have implemented, or plan to implement, corrective action in response to an ohservation, vou may discuss the objection or
action with the FDA representative(s) durng the Inspection or submit this information o FDA at the address above. I you have any
questions, please contact FDA at the phene number and address above,

DURING AN INSPECTION OF YOUR FIRM WE OBSERVED:

OBSERVATION 4
Drug products failing to meet established specifications are not rejected.

Specifically, during our review of your fimy's electronic HPLC chromatography data, we noted what appeared 1o be the
laboratory practice of performing sample pre-analysis ("trial"} injections prior to initiating the official/reported analyses.
These sample pre-analysis "trial” injections are not reviewed and/or reported.

13 Our imited review o randomly selected pre-analysis "trial” unreported sample chromatograms found results that appear to
Tait your firm's established specifications. No Out-Of-Specification (008} investigation was initiated as required per SOP
PITVQADAGSS/0S “Procedure for Investigation of Out of Specification Results in Quatity Control Laboratory”, and no other
documentation and/or explanation was provided to describe actions taken to achieve desirable/passing results.

Far example:

Wy

Tablets Usp 2%  Assay by HPLC

= The first "trial” sample injection was performed on 0170 1713 {'1 .
¢ A caleufation of this resmt ;:erfonnecz upon our reguest found i}:c Assay result to be 4 2 vs a
specification Emit of (hﬂﬁ.. .
#  The scoond "trial” sample i m)ecu@ﬂ was performeﬁ on 0101713 @

f Lo o A calculation of this rmu!t perfarmed UPON OuT request found the Assay result to bemw % Vs A

4d
s _'-,.\

R\ & specification limit of 5 - B8 H-ﬂ e
L (, The third and fourth (repar{edf{rfﬁczal} sample injections were performed on 01/01/13 @ @ S and
respectively.

o The Assay result for this batch was reported a®®

2} Our limited review of randomly selected pre-analysis “trial” unreported sample chromatograms also found results that
appear to differ significantly from the official/reported results, however, appear to meet your firm's established specifications.

For example:

Bailovech) seate /m il : BATEISHIED
SEE REVERSE Peter B. Baker, Investigator %’_

OF THIS PAGE Shah, Investigator 10/19/2014
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o rabless use SR Asay by L

s The first "tial" sample injection was performed on 0170141 3@&; e

o A calculatzm of tinB tesult performed upon our request found the Assey resuit to be”
limito
s The second “tnai“ ampﬁe injection was performed on 81/01/13 ("‘
c A calculation ofthis result performed upon our request fam}g IBP Assay resulttobe W}
@ The third "mial” sample injection was performed on 01/01/13@
¢ A cafeulation ofthis result performed upon our request foam e ASsay rasult to l:;e:ﬂa ‘4’ )
s The fourth "tnal” sample injection was performed on 01/01/13 -‘} -.
o A a.ahu{gtan of ths’ rosult performed upon our request f‘ound © ayresultto bev 5
- fﬂ

o s, a specification

¥ vs. & spacifica tion

Himit of
s The fifth and s*xﬁ] (rcpurted’oﬂ‘ cial) sample Injections were performed on 01/01/13 @ C =

3 j\ . respec tively.
’{/ o The Assay resuit for this batch was reported as®

W
@y,

3) Gur limited review of randomly selected pre-analysis "trial” unreported sample chromatograms also found that this
practice extends to laboratory investigation processes.

For example:
Diuring our review of the electronic data col e%sd in suamm‘af the Out-Of- Spemﬁcaﬂcn {OOS‘; ﬁOO‘%J‘O‘%ﬁf 3/B regarding

the content uniformity by HPLC failure for’  Tablets USP ymgs - . we foundthat priorto
the official/reported GOS investigational amﬂyses, rm;'mnalysas “triat” sampie m}ecnens were performed.

e Prior 1o the investigational analysis performed by the second analyst on 08724713 beginning @ 10:5%m, at least one
sample trial injection was performed @ 10:3%m
o The Assay result for OOS sample pre-analysis trial was foundto be -5 ‘ﬁ}
o Theaverage value of the official/reported content uniformity mveshganon results from this second analyst
testing was found 1o be _t

Due to the apparent laberatory practice of directing raw data "trial” chromatogram paths randomly throughout your fiem's
hard drive in b apparent m-gamzed fashion, in what appears to be an attempt to hide results from review, the number o f such
pre-analysis trial samples performed in relation (o each raw material, m(ﬁmccss and finished dnig product analyzed by
HPLC at your firm could not be determined. . g

Aceording to your written procedure PIT/QCD/ 11 504 "Procedure for Standard Practice in Chromatography”, "Trial
chromatograms and any other chromatogram {if any) should be attached with relevant documentation and should be stamped
with biue color "INVALIDATE" with justification”. However, during our review of a representative number of examples,

TR SRRATURE ' ' = — AT
i Peter EB. Baker, Investigator ”3
SEE REVERSE | P Ty R P 4 a
| Dip (. Snah, I i 1071772014
OF THIS PAGE :-.;‘ esh ¥. Snah, Investigator G 7201
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inciuding those mentioned above, i appears that "tdal chromatograms” are not attached to the QC records and invalida ted as
reguired.

OHSERVATION 2

Established laboratory control mechanisms are not foliowed. Electronic records are used, but they do not meet systems
validation requirements to ensure that they are trustworthy, reliable and generally equivalent to paper records.

Specifically,

1} During our review of your firm's electronic GC chromatography data audit rails, we noted what appears to be the
izboratory practice of overwriting and deleting raw data files.

For example:

i B} ‘43

Tablets? g

A)

+ The Erst four ;mcumﬁs ofthe sample set wa@miiec‘te{! on 10709713 from 12:12pm to 5:1dpm under the sequence
titled o8 'f‘abs mg (9.10.135eg" _—
These four i m_}cctmns were later oveawmie‘m ami deleted on 10/69/13 starting at .
raw data file path
o Asaresult, the original chromatogram results are not available for review

USP (raw material)

Fl

~ using the same sequence and

8) bt
« The ﬁr:! !%‘u‘et inigctions of the sample set were collected on 0108714 from 1:51pmto 3:13pm under the sequence
titled = USP 08.01,14 seq"
These three mjcatmus were latar overwritten and deleted on 81/08/14 starting at 4:05pm using the same seguence
and raw data fife path
o Asaresult, the original chromatogram results are not available for review

L

) m 14-,. tb}«)

(raw material ) method verification for : ~ Contentby GC

s The first five injections of the sample set were collected on 0 1/02/14 from 1:24pm to 4:07pm under the sequence
titled "System suitability and Method Precision §261.14"

These five injections were later overwritten and deleted on 07/02/ 14 starting at 5:049pm using the same sequence and
raw duta file path

E d

o Asa result, the original chromatogram results are not available for review
NPLLVE LS BIGRATURE DATEIRSIED
Petey E. Baker, Investigator ?B
SEE REVERSE 3 ; : . 5
Oipesh H, investigator 1071772014
OF THIS PAGE | --P¢® Shah, Investigator
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D) Geazsa?

instrument Calibration
+  The calibration sequence was performied and completed on 10701712 under the sequence titled "Calibration_Pack
column_seq” (1 6 total injections)
e Theresuits of this calibration were later overwritten and deleted on 10/03/12 stamng at 8:23am using the same
sequence and raw data path S
o Asaresult, the original chmmaiogram results-are nolt available for review

QT data package fauﬁd ibat the angma: result was n@\mclndadfrepnﬂed and no justification was pmwded r
reason for retest T

T ———

a:n}

Additionally, the system audit trail for your
sofiware issues.

!'"'1 IR instrument could not be reviswed during our inspection dueto

CBSERVATION 3

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, one of your !‘xrm’sfm-w_ G instruments (Perkin Elmer #072) is not equipped with a system audit trail that
independently records the date and time of actions that create, modify, or delete electronic records.

OBSERVATION 4

Written records of investigations into the failure of a batch or any of its components to meet specifications do not include the
conclusions and follow-up.,

Specifically, vour firm's "Minor” deviation investigation #3015, initiated on 05/02/14 dueto:

“Meta data can be deleted in GC (Make - Agilent) and FTIR (Make - Shimadzu} by changing permission from respective
instrument user windows login”,

didd not include:

13 acomprehensive review of the electronic "Meta data®, and
2} aproduct impact evaluation.

BALOYESSI HGNATURE DATEBSUED 53
Peter E. Baker, Investigater B
gﬁ%gg’?ﬁgé ipesh K. Shah, Investigator jg 10/17/ 2014
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This deviation investigation was closed on 06/06/14 and found "no impact on the product quality”, however, no scient ific
rationale and/or justification was included to substantiaie this cdlaim. Your Quality Representative claims that "the details of
the analysis are available in the activity fog" {e.g. audit trail), however,

iy oneof 5aurhrm '@( ’ GCs does not include an “activity log", and
23 your review of the GC activity Jog for GC#353 did not identify the systematic deletion of electronic raw data {meta
data}.

OBSERVATIONS

The responsibifities and procedures applicable 10 the quality control anit are not fully followed.

Speciiically, during our inspection of the manulkcturing unit on 10/14/14, we identified uncontroiled Quality Unit document
cottrel staips witlon tae ushxched Tn-Process Quality Assurance (1IPQA) office located next to the compression and ;:ﬁ)
areas. These stumps are vssd 10 create QA controlied records printed from the PC located within this office,

There are no written procedures established 1o control these QA stamps in order to prevent vislation of your document
control system,

OCHSERVATIONS
Employees are not given teaining in written procedures required by current good manufacturing practice regulations,

Specificaily, during our walk-through inspection your manufacturing unit, we identified partially shredded “Training
Evaluation” forms for multiple operators that had been completed and signed on 09723714 regarding SOP PITAQADIO 19407
“*Procedure for In-process Cheeks during Tablet Compression/Capsule Filling”. We requested and reviewed the official
training binders for these operators, and found that the training had been completed on 09/2¥14 by your QA Officer,
hiowever, no Training Evaluation forms were includzd as reqaired per section 5.11 of SOP PITVHRDA0Y 13 “Procedure for
Traming of Plant Personnel™,

According fo the QA Officer who presented the training, he shredded and discarded the Training Evaluation forms for these
manufachuring operators by mistake”.

T B OVEES Sty URE TATE S8UED

I

i Peter E. Baker, Invesiigator @i
SEE REVERSE | - il : 5 i

i Dipesh K. Shah, Investigator 071772014
OF THIS PAGE | pes Shah, Inv bngn or {1 10417/
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

DISTRICT ADDRESS AMD FRONE NUMBER DATE(S) OF INSPECTION
12420 Parklawn Drive, Room 2032 8/19/2019-8/23/2019
Rockville, MD 20857 FRIRUMBER

3005977675

[ HAME AND TITLE OF INDIVIDUAL 10 WHOM REPORT 18SUED

{r. Sujit Kumar Rath, Senicr General Manager Operations

FiRM MAME STREET ADDRESS

Ipca Laboratories Limited Plot No. 65 And 99, Danudyog, Ind.
Estate, Piparia

ST STATE Y SO CoUmTEY TYPE ESTABLIGHMENT INSPECTED

Siivasa (D And Nh), 3296230 India Finished Drug Manufacturer

interruption at azju}%i;dfb}w pmon 10/12/2014, the analyst staited another sequence for a retest
starting around i pmon 10/12/2014.

2) D*um;z assay testing for pmdmt{ L Tablets UCS?{b; “mg batch numberd®®  4nd
Bl o stability study, the mmai :{iblsu{:‘v‘hcate sequence sample injections for sa (p
3}3 @ - started around 08/19/2014 a J pm, with second injection of fi'lmple(bj

staa“tmg ai(b} o pin interrupted per your iu“m s LI/SIL/2014/057 due to “power failure H?LC sy qiem
went in idle condition” and showi g “Incomplete Data”. After we verified the data during the
mspection, it was observed that the sample injection had partially eluted starting ar oundi,, minutes.
with all three wjections prior also eluting around im minutes. Per your test method, principal peak
forlBHE 11 g mmmgﬁ minates. Approximately, two days later on 08/21/2014, a new sample
solution preparation  as per formed, and the two batches were retested starting around 1:29 pm with
all reported principal peaks eluting at armmdw minutes.

-This discrepancy in vour firm’s ability to retrieve, review and investigate all electronic raw data is a
significant gap in your Data Integrity procedures. Instead of veritying the incomplete data to perform an
adequate evaluation of whether the sample solution prineipal peak eluted or not and its impaci on
mtegrity of data, your fum-initiated Laboratory Incident (L) reports for power failure / instrument
fatlure / computer shut down / stoppage of HPLC systemi / UPS Power Supply failure / system idle
condition and performed retesting of the sample. We reviewed approximately twelve (12) such LI
reports, several of which resulted in “Data Missing” or “Incomplete Data”. Neither your IQVIA™ or
“Project Integrity Fatlure” assessment reports have investigated the meaning and significance of
“Incomsplete Data” and “Missing Data” results with respect to infegrity of data, i addition to the
different type of power inferruptions which may cause these interruptions.

OBSERVATION2

EMPLOYEE(T) SIGNATURE DATE ISBUED
SEE REVERSE | Arsen Harapetvan, Investigator - Dedicated 8723720189
OF THIS PAGE | Drug Cadre o,

Pratik 5 Upadhyvay, Generic Drug User Fes Y DRAn o

Amendrments {GDUFA)
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

DISTHICT ADDHESS AND PHONE NUMBER DATE(S) OF INSPECTION

12420 Parklawn Drive, Rocm 2032 8716/2019-8/23/2019
Rockville, MD 20857 FETBER
3005977675

NAME AND TITLE OF SDIVIDUAL 70 WHOM REFORT 185050

Mr. Sujit Kumar Rath, Senior General Manager Operations

FHIM NAME STREEY AGDRESS
Irca Laboratories Limited Plot Neo. 65 And 89, Danudyog, Ind,
Estate, Piparia

CITY. STATE. ZiF CODE, COUNTRY

{D And Nh},

TYPE ESTABLIGHMENT INSPECTED

Finished Drug Manufacturer

Silvasa 396230 India

Analyst nsed P14 . with 110 traceability regarding the reference and no justification was
provided for referring o ' the method validation pmtocol and report. This oversight i the
method validation was not identified and timely investigated. The method validation report was
approved on September 27, 2007,

- Your QC Ana}yb!a were usmﬁ {h} f‘?

msteaci of! 't
: iﬁ

eqxuva%ence assebbment behveen@ i
underwent undetected for over 12 yeazq

2) Your QU Analysts deviated from STP% tm over two (2) years while conducting Assay and Related
Substances by HPLC tests for M = ~ Tablets and @@ i1 T’iblets
I”iuima tile nbpecaoh we observed your empioyees were umua{i’ 9 : other than ' (8
@) {43 - by deviating from the STPs for over two {2) years or more.

Your Quality Unit failed to identify and investigate Analyst deviation from STPs as one of the potential
root causes for Out of Specification {O0S). Out of Trend (OOT), and customer complaints pertaining to
lack of effectiveness {see Observation 3A).

C) Your firm’s electronic data assessment based on IQVIA™ final report “Forensic Analysis &
Electronic Data Assessment”, dated 08/17/2018, for chromatographic data systems in response to
Warning Letter 320-16-07, dated 01/29/2016 appears to be incomplete. Specifically,

- Your finm’s electronic data assessment based on IQVIA™ final report “Forensic Analysis & Electronic
Data Assessment”, identified some instances, but not all, where interrupted sample injections due to
power failure or comununication error show that the sample did not run and concluded that the
chromatographic data was not available for review. During the current inspection, we demonstrated that

SEE REVERSE
OF THIS PAGE

EMPLGYEE(S) BIGNATURE
Karapetyan,
sadres
Upadhyay,
Amendments (GDUFA)

Ty em -+ 1 o
Pratik 3

m Dy

Cadre

DATE IBBUED

8/23/201%

FORME YDA {83 {09/08)
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

BIETRICT ADDRESS AND FHONE NUMBER DATE(S) OF INSPECTION

20 Parklawn Drive, Room 2032 8/16/2019-8/23/2019

F\m,kviilr MD 20857 | FEamEER

3005977675

HAME AND TITLE OF INDIVIDUAL TO WHOM REPORT IBSUED

Mr. Sujit Kumar Rath, Senior General Manager Operations

FiRA MAME STREET ACDRESS

Ipca Laboratories Limited Plot No. 65 And %9, Danudyog, Ind.
Estate, Piparia

CiTY. STATE, ZIP CODE, COUNTRY TYPE ESTABLISHMENT INSFECTED

Silvasza (D And Nh), 396230 India Finished Drug Manufactur

There 1s a failure to thoroughly review any unexplained discrepancy and the failure of a batch or any of
its components fo meet any of its specifications whether or not the batch has been already distributed.

Specifically,

Your firm's QOS and OOT mvestigations are deficient in that failures were invalidated based on
acceptable retest results without identifying the root causes of the original failures. For example:

A) 00S No.: bmoowmw@ for Assay by HPLC failure on®™ @ USP API 1o ®
and®®  Your QC Unit invalidated the original test data based on the following rationales:

- Sample and standard test solutions were discarded prior to processing and verifying the analytical test
esults.
- Sample and standard preparations were over’ 3@ - for stability of solutions.

During the inspection, we observed your firm has not conducted evaluation of solution stability d%b"mg
rﬁe method vahdation and there was no documented evidence provided pertaining to the claim of @)
- of solution stability.

The firm compromised the integrity of OOS investigation by changing the HPLC systern from HPLC
equipment ID: SQC 102 to SQC 101. Additionally. a repeat analysis was performed by preparing fresh
sample, standard. mobile phase and dilvent solutions that resulted in a passing test result.

B) OOT No.: OOT/QC/SIL/004/18 for Dissolution by UV on by, - Tablets. Your
QC Unit invalidated OOT based on the assumption of not®) @ . prior to‘b}{‘g - the
sample solution, Vwinch dex mted from your STP for Dl%SOiuTIOH b\ UV test. Your QC Analys‘ts used

breh s by ® using d(b o1  instead of ! ‘bi i - Thus issue
EMPLOYEE(S) SIGRATURE DATE ISBUED
SEE REVERSE | Rrsen Karapetyan, Investigator - Dedicated 2/23/2019
OF THIS PAGE | Drug Cadre .,
Fratik & Upadhyay, Generic Drug User Fes Eﬂwmm‘.

Amendments {GDUFA)
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

HETRICT ADDAESS AND PHOME NUMBER
12420 Parklawn Drive,

TATE(S) OF INSPECTION
8/19/2019-8/23/2019

Eoom 2032

Rockvills, MD 20857 i o
3005977675

HAME AND TITLE OF INDIVIDUAL TO WHOM REPORY ISSUED

Mr. Suiit Kumar Rath, Senior General Manager Opsrations

STREET ADDRESS

Plot No. 65 And 99, Danudyog,
Estate, Piparia

FIRM NAME

Ipca Laboratories Limited Ind.

TYPE ESTABLISHMENT INSPECTED
Finished Drug Manufacturer

CITY.

g1

STATE, 2P CODE, COUNTRY
ivasa (D And ¥Nh), 3%6230 India

93893, Change control date created: March 07, 2018, Total days change control open: ~ 523 days;
94270, Change control date created: March 10. 2018, Total days change control open: ~ 520 days;
94709, Change control date created: March 13, 2018, Total days change control open: ~ 515 days;

Additionally. your firm has approximately eighteen (18} additional change controls that are in open
status for about 233 to 440 days from year 2018. Additionally, for year 2019, there are about seventy-
seven {77) change controls are in open status with the oldest being about 214 days.

- CAPAs open from years 2017 and 2018:

72700, CAPA date opened: June 30, 2017, Total days CAPA open: ~770 days.

90912, CAPA date opened: January 29, 2018, Total days CAPA open: ~361 days:
105293, CAPA date opened: July 14, 2018, Total days CAPA open: ~396 days;
106432, CAPA date opened: July 27, 2018, Total days CAPA open: ~383 days:
110990, CAPA date opened: September 14, 2018, Total days CAPA open: ~336 days:
114529, CAPA date opened: October 26. 2018, Total days CAPA open: ~294 days; and
116375, CAPA date opened: November 22, 2018, Total days CAPA open: ~268 days.

Additionally, your firm has approximately eighty-five (85) CAPAs in open status for year 2019, of
which about twenty (20) CAPAs are in open status for over one-hundred (100) days.

C) Your firm's Quality Unit allows the destruction of draft and interim laboratory investigation reports
using shredders maintained i your QA office area. The logbook maintamed for controlling the
destruction of documents showed several entries pertaining to the destruction of interim mvestigation
reporis. Additionally. we observed several GMP documents under “Q” drive of QU computers that were
not under control of vour Quality Unit. The documents stored under “Q” drive contained but not limited
to, draft mnvestigation reposts, draft SOPs, formats (worksheets) for conducting laboratory investigations.
etc. These documents can be deleted, copied and modified by all QC personnel.

EMPLOYEE(S; BIGNATURE DATE ISSUED
SEE REVERSE | Arsen Karapetyan, Investigator - Dedicated 8/23/2019
OF THIS PAGE | Drug Cadre o o RO

= o 2 i Py e

Pratik s Upadhyay, Generic Drug User Fes Al byt e

Amendments (GDUFA)
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

DISTRICT ADDRESS AND PHRONE NUMBER DATE{S} OF INSPECTION

12420 Parkliawn Drive, Room 2032 B719/2019-8/23/2019
F

Rockville, MD 20857 THIALMEBER

3005977875

HAME AND TITLE OF INDIVIDUAL TO WHOM REPORY ISSUED

Mr. Suiit Kumar Rath, Senior General Manager Operations

EIRA MAME STREET AUDRESS

Ipca Laboratories Limited Plot No. 65 And 99, Danudyog, Ind.
Estate, Piparia

CitY. STATE ZiF CODE, COUNTRY TYPE ESTABLISHMENT INSPECTED

Silvasa (D And Nh), 396230 India Finished Drug Manufacturer

Stitlarly, during our review of your tablet compression equipment machine interface, we observed PDF
documents with production results, changes, and alarms encountered for several batch records
manufactured i 2014 on the machine interface desktop recycle bin. It was observed that the recycle bin
is available without restriction fo all production operators during real time compression activities.
Additionally, we observed that all raw data generated in your equipment software as a result of tablet
compression operations is stored on the machine interface desktop D Drive without restriction, where
every production operator can access all the raw data in real fime, including those generated by other

operators for prior batches. Per your IT, this raw data is backed up?}*;‘g

SN T Upadhyay
Gansane W Fee Arvecsdnenis (GOUFA|
Sigrest 5 i 5. usery 5

X Tite Sigret 0525201308 41 15

EMPLOYEE(S) SIGNATURE DATE ISBUED
SEE REVERSE | Arsen Karapetyan, Investigator - Dedicated 8/23/72019
OF THIS PAGE | Drug Cadre s Bcaes oy -

ratik S Upadhyay, Generic Urug User Fee % gﬁgggggmg%

Amendments {GDUFA)
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Significant Data Integrity and document ALCOA+ items for Dinesh Page 12 of 14

AND finally! BUT ... it was just Itas ... oh, well .....

URL; Intas Pharmaceuticals Limited - 652067 - 07/28/2023 | FDA

1. Your firm’s quality control unit failed to exereise its responsibility to
ensure drug products manufactured are in compliance with CGMP, and meet
established specifications for identity, strength, quality, and purity (21 CFR
211,22},

You failed to ensure reliability of data relating to the quality of medicines produced at your
facility. Our inspection revealed serious deviations, including but not limited to,

inadequate oversight of original CGMP documents, deficient controls over computerized
systemns, insufficient laboratory investigations, and aborted chromatographic sequences.

Senior facility managers failed to exercise their authority and res?onsibﬁity to ensure

reliable data, leading to severe data integrity deficiencies in yvour production and
laboratory departiments. These findings also indicate that your quality assurance function
TR S T PR AR R RS A RIS

is not exercising its responsibilities, including but not limited to, oversight and control
over the adequacy and reliability of CGMP data used throughout your operation.

A You failed to assure integrity of analytical testing data. Some examples include:

1. Qur investigators observed plastic bags filled with torn and discarded original CGMP

documents in your quality control (QC) scrap area under a stairwell, in your general

barenteral scrap room, and on a truck outside vour facility. Among these CGMP ]
documents were engineering checklists associated with the Environmental Monitoring
System {(EMS), torn Karl Fischer (KF) analytical test reports, auto tifration curves, and
analytical balance weight slips for finished drug products.

% 2. An analyst destroved CGMP records by pouring acetic acid in a trash bin containing
L analytical balance slips for testing the standardization of (b)(4). A QC employee stated he
observed the same analyst destroy KF titration curves and balance printouts. The
employee reported the incident to QC laboratory management on November 22, 2022. An
investigation into the destruction of the torn CGMP documents and the impact to yvour

drug product guality was not initiated until November 28, 2022.




Significant Data Integrity and document ALCOA+ items for Dinesh Page 2 of 14

Intas Warning Letter - Intas Pharmaceuticals Limited, FEI 3003157498, at Plot No. 457- 458 & 191/218P,
Sarkhej - Bavla Highway, Matoda - Sanand, Ahmedabad

URL: Intas Pharmaceuticals Limited - 662868 - 11/21/2023 | FDA

1. Your firm’s quality control unit failed to exercise its responsibility to
ensure drug products manufactured are in compliance with CGMP, and meet
established specifications for identity, strength, quality, and purity (21 CFR
211.22).

Your Quality Assurance (QA) and production departments failed to provide adequate
oversight and ensure the reliability of data related to the quality of finished drug products

manufactured at vour facility. Since 2021, visual inspeciors manipulated particle and other

defect counts on manual visual inspection records in many instances. in order to keep the

finished product batches within rejection limits. More specifically, the investigation found

that operators manipulated the defect quantities “to keep the categorv wise rejections
i
within himits to avoid a deviation and investigation.”

In addition, multiple operators manipulated the reported defects, including (b)(4)
attributes and particle counts, on manual visual inspection records to have identical
numbers. This practice was repeatedly performed by at least nine different manual visual
inspectors on travs of (b}{4). The records, filled out by multiple operators, had an
identical number of defects listed for all drug product defect categories.

Productien managers ineluding, but not limited to, front line supervisors failed to ensure
reliable data, leading to significant data integrity deficiencies in your production records.

in addition. there was a lack of QA department review and Caversight of visual inspection
records, and your firm continued this egregious pattern of recording and altering defect
A b
counts. These findings indicated that your QA department was not exercising its basie
By &

responsibilities including, but not limited to, oversight and control over the adequacy and
reliability of all CGMP data at your facility.

In your response, you acknowledge the discrepancies found in the visual inspection

records and identify the contributing factors to these deviations as “inadequate data

management processes, inadequate training and procedures, and inadequate quality
oversight of the visual inspection operation.” You state that “all the visual inspectors in
this area have been disqualified” and “operators have been moved to the secondary
packaging area and are not participating in GMP activities.”
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NATCO pharma

Record FEI Record Date

Date Number Firm Name Type Country Posted

10/09-18/2023 3004540906 NATCO Pharma 483 India 11/1/2023
Limited

URL: Compliance Document: NATCO Pharma Limited Rangareddy, Telangana, India (fda.gov)

From Obs 2

MAMAE AMD TONLE OF WOMISLAL T0 WHOM AEPCAT (RIUED

& i ni
ki I‘F!Eg. g m..l“.-
TORE ETABUSKMENT INTFECTED
India Sterile and Non-sterile Drag Products
Manuf Sh

Specifically,

Your ualiy Unit dacks an oversight on the control and management of GMP documents that are eritical
i1 epsu e druge products manuiactured and tested at v ite are safe i )

on 09-0c-2023. we observed yowr Quality Control (QU) Microbiology Laboratory, Production,
Engineering and Matatenance department’s employees deviated from vowr SOP No GQA/083-1.
Tatled: Data Integaty Policy, Effective date: , SOP No.o GQA/27-06, Titled: Good
Documentation Practices, Eifective dater 10-Nov-2020 by destroving GMP documents by fearing if ito
preces and disposing as scrap.

There 15 also a lack of Quality Unit oversight on employees’ practices of documenting GMP data on

uncontrolled while paper an  disposing these papers by fearmg imio preces mside vour firmi s mamn
T Ainong muiilpie sections viciated by destroying (5 dociments, section 4 of SOP No.-

SCTAPYAL

m-} and section 7.1 of SOP No.: GQA/027-06 refers 1o prineiple to ensure nteprity of
data and Good Documentation Practices. Further, section 7.3 of SOP No.: GQA/027-06 refers to “Alf
eniries shail be made directly on 16 the original record. Do not use scrap paper.” £
observed tom preces of analytical weight slips (balance printouts), sterility testing. prsitonts,
. operation printouts, BET vahdation protocol. filter imfegrity test pnntouls, and batcl
ufacturing record page along with manufacturing and testing activities recosded in blue and black
color ink ball point pens on nncontrolied white printing papers, nssue papers, notebook pages. and
gloves. According to your finn’'s SOP No.: GQA/G01-11, Titled: SOP on SOP, Fffective date: 31-Jul-
section: 7.2.17 Qualty Assurance personnel shail use blue color ik ball point pens for dain
_ recording and approval. Cross-function (all other departments meluding QC, Production, Materials, efc)
tearns shall wse black color mk ball point pens.

Upon putting together some of the tom pieces of documents with the lielp of youwr employees, your
CQuality Unit management stated the fom pieces belonged to onginal record. raw data and meta data

i A S
DATE 1S5GS
SEE REVERSE 10/i8/2023
OF THIS PAGE e
B
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DEPARTHENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

DISTRICT CFFICE ADDRES

TS0 New Hampshire
Silver Sprin
Phome: (3

L17-2172014

Drector - Works, Location Head

# REPRESENTAT

DURING THE INSPECTION OF

YOU MAVE ANY QUESTIONS, PLEASE CONTACT FOA AT THE PHONE NUMBER AND ADDRESS ABOVE
CURING Al INSPECTION OF YOUR FIRKS (1} {WE) OBSERVED:

{ DATE(S) OF INSPECTIGH

hy L{ YOUR FACILITY. THEY ARE #4s
EPRESENT & FINAL AGENGCY DETERMINATION REGARDING YOUR COMPURNCE. # YOU HAVE AN OBJECTION REGARDING AN
3 EMENTED, GR PLAN TO IMPLENENT CORRECTIVE ACTION 1N RESPONSE TO AN GBSERVATION, YOU MAY DISCUSS THE
CRJIECTION OR ACTION WITH THE FUA REPRESENT ATIVE(S) DURING THE INSPECTION OR SUBNMIT THIS INFORMATION TG #DA AT THE ADDRESS ABOVE, IF

PECTIONAL

OBSERVATION |

with established specifications and standards. including examinations and assays.

facilitate the review of ¢cGMP data cotlected within this “CQC™ laboratory.

During our subsequent limited review of the electronic chromatography collected within the

laboratory incidents (SOP 01-045/03 “Handling of Incidents”) and/or out-of

by NG
A) = e

o batch #

Assay/Related Substances by HPLC

e . ; 1B}
* The first sample analysis was performed on 01/14/12 at :( .

impurities. The sample preparation and test results were not documented and reported.

Laboratory control records do not include complete data derived from all tests conducted to ensure compliance

Specifically, during our inspection on 11/18/14, we requested a review of archived eiectr%_lic chromatography data
collected during the period 012012, Your firm facilitated the review of only 3 sut of the# analytical chemistry
laboratories. The presence of the™ laboratory facility (“CQC™) was only discovered during our review of the
HPLC audit trials on 11/20/14, which introduced a significant delay in our ability to perform a comprehensive
review of the electronic cGMP chromatography data. No explanation was provided regarding the failure to

during the period 01-02/2012, we noted the following instances where written procedures regarding the raising of
-specification (00S) investigations
(S0P 08-004/12 “Labuoratory Investigation of Out of Specification Results™) were not followed:

- The result for was found to be failing the specification limit (SI/CMAT 2-001702) for known and unknown

“CQC” laboratory

| EMPLOYEE(S) NAME AND TITLE (Print a7 Type)

| DATE 85UED

: [ ; |
Rgig“t SE 3'1[.1 M—:ﬁ i Poter 5. Baker, investigator |
O‘J: THiS o ! Dipesh Shah, Tnvestigator f 1172172014
AL ! i Dr. Carmelo Rosa, Director DIDG i
|
FORM FDA 483 {9/68) PREVIOUS EDITION DRSO ETE INSPECTIONAL OBSERVATIONS Page 1 0f0



DEPARTHENT OF HEALTH AND HUMAR SERVICES
FOOD ANG DRUG ADMINISTRATION

DISTRICT GFFIGE AUDRESS AND PHUNE NUMBER | DATE{S) OF INSPECTION

A

enue. Bldg 51, 8m 4223 1a7-2172014

10903 New Hampshire
Sthver Spring, MD 20003
Phone: (3013-796-1334 Fax: {301 )-847-8713¢8

FEINUMBER

| 3002549085

3 fndusivy
AL TC WHOM REPORT IS (55UF

DA, Pydibhimavaram | Viltage), Ranasthalam Maznda)
| TYPE OF ESTABLISHMENT INSPECTER '

- Srikakulan Distries - 409, Andhra Pradesh P Active Pharmaceutics) Ingredient Manulacturer

- The second injection of this first analysis appeared 1o contain an extra peak (possibly carryover), and the sample
preparation and test results were not documented and reported.

* The reported sample analysis was performed on 02/11/12 starting ai??.;m

- The sample preparation and test results were recorded on the QC “Record of Analysis” (worksheet), and were
reported.
oy s

D) bk PTEREE i o upy

" . o . . IO
« The first sample analysis for preparation #1 was performed on 01/27/12 starting m{m

- ‘g'i;)e result was found to be failing the purity specification limit found in S-03-QUEL-61/00 (NL'I@{
%, and this test result was 1ot reported,

7o) at

* The reported result for sample preparation #1 was performed on 01/27/12 starting

- The result was reported as meeting specifications.

o OIOR

batch & stability sample 9 months @ 40C/75% RH Assay/Related Substances by HPLC

o S 1 ’ e
* The first sample analysis for preparation 1 was performed on 01/27/12 starting at ;4;

w

. o} < .
- The result for Assay was found to be %, and this result was not reported.

. " : . o
* The reported result for sample preparation #1 was performed on 01/27/12 starting at. =~
n By
- The result was reported as 4.
| EVPLOYEE(S) SIGNATURE ™ EMPLOYEE(S) NAME AND TITLE (Print o Trpe) ) DATE S3UED
HE?/%%SE ] fpa Peter B Baker, Investigator
Qgéggs iﬁ Dipesh Shah, Invesuzator 147212014
| fr Carmelo Rosa, Direstor DIDQ
i

FORT: FOA 483 {2/08) PREVIOUS T OBSOLETE INSPECTIONAL OBSERVATIONS Page 3 of 0



DEPARTMENT OF HEALTH AND HURMAN SERVICES
FOOL AND DRUG ADMINISTRATION

OFFICE ADDRESS AND PHONE WUWEER T TDATES) OF mSPECTIEN

963 New Hampshire Avenue, Bldg 51, R 4225 Fi7-2172G14

Sifver Spring, MD 20993

wowBER

Fax: {301-847-8738

Phone:
| 3602949085

S SRS st e LAt

ADCRESS
| TDA, Pydibbimavaram (¥ Hlage), Ranasthalam Mandal

TYPE UF ESTABLISHMENT iNSPECTED

- 532 409, Andivra Pradesh

Active Pharmaceutical Ingredient Manulactures

OBSERVATION 2

Computerized systems do not have sufficient controls to prevent unauthorized access or changes 1o data. There are
no controls in place to prevent omissions in data,

manufacturing ¢cGMP investigations. we found that esch of theg{ffHPLCS andfs GCs currently in use were not
equipped with sufficient controls (e.g. audit trails) (o prevent changes to or omission of raw data.

Our random review of one HPLC (#ADO21) hard drive uncovered evidence that analytical raw data had been
coliected throughout the month of November 2014 and had been deleted. No hard copy printouts of these results
could be provided, the testing was not recorded in the instrument use logbook, and the identity of the produci(s)
analyzed could not be determined. According 1o the responsible analyst, another individual had logged into the
system using his credentials and had performed injections and deletion without his knowledge.

Additionalty, we found that the systems are configured so that no passwords are required during log-in, including
the use of the software Administrator privifeges.

Specifically, during our inspection of the “PDH Laboratory™, used as an analytical support laboratory for quality and

OBSERVATION 3

Bateh production and control records do not include the weights and measures of components used in the course
of processing each baich of drug substance produced, and entries are not made directly afier performing the
activities.

During our inspection of your firm’s Manufacturing Office in Production Block™ 4 PB 1772014, we
found Manufacturing Batch records AFGHOU[43 I, AFGHO01755, AFGH002223, AFGH002224, AFGHO06464,

| EMPLOYEE(S) SIGNATURE ’ | EMPLOYEE(S) NAME AND TITLE (Print of Type) \DA‘TE ISSUED .
SEE | i |
REVERSE | Pf; Peter [, Baker, Investigator i
Or’f‘qgﬂs , | Dipesh Shah, nvestizator [ 1172172014
- f ; D Cannelo Rosa, Director DIDO |
| }

FORM FDA 483 {9/08) PREVIOUS EDITON DBSOLETE {NSPECTJONAL OBSERVATIONS Page 4 of 9



DEPARTMENT OF HEALTH AND HUNMAN SERVIGES
FOOD ANE DRUG ADMINISTRATION

| DATE(S) OF INSPECTION
[ 11717:2152014
I NUMBER

3002949088

stories Ly, o DA, Py mavaram (Viflage). Kao

| TYPE GF ESTABLISHMENT INSPECTED

G ZIF CODE

kulam District - 532 409, Andhrs Pradesi i Active Pharmuaceutical Ingredient Manufaciura

AFGHO06465, AFGHD02919 and AFHWS00176 documented without information such as weights, checked by
signatures, and material dried specimen produet labeling, The manufacturing activites described in these batch
records had been completed. According to your QA manager, information such as the Details of Solvent/Water
used (Before and After Process), Checked by Signatures and Dates, ®® Drum tare weight (kg), W.EID.
Number, Net weight, Gross weight, packing loss, and attachment of the Specimen product fabel needs to be
recorded in the Ratch Manufacturing Record contempotaneously.

According to section 4.2 of SOP Number 01-018/11, “Preparation. Issue, Filling and Verification of Batch
Production Record” states, “Fill up the BPR before starting and after completion of every operation in appropriate
columan and sign in the BPR”.

OBSERVATION 4
Procedures regarding the issuance, revision, superseding, and withdrawal of all documents are not followed.

Specifically, your firm faiis to have a document control system to ensure that the issuance, revision, withdrawal of
all documents be controlled with maintenance of its revision history,

For example:

A) On 1171772014 numerous bags described as waste material were observed in your firm’s waste area containing
copies of issued/unused batch records, raw data, analytical results, stability summary reports, training records,
draft SOPs and controlled dociments. i addition, on this same day, Master Batch Records, training records and a
significant amount of raw data related to AP products produced were observed in employee’s personal areas in
different areas throughout the manufacturing facility. Although your firm has implemented SAP as the official
data/product tracking and disposition system, the inspection found that many critical documents were not
controlled and maintained under appropriate custody, aligned with the requirements of your SAP database. In
addition. your SOP No. 01-042/03: “Documentation Center-Archival, Retention & Dispositiggg‘} reauires that you
maintain your production and testing {GMP documents) !"01'?}5("--;" - after expiry (for APIs), o for

EMPLOYEE(S) NAME AND TITLE (Prind or Typa) | DATE ISSUED

Dr. Canmelo Rosa, Director DIDQ

| EMPLOYEE(S) SIGNATURE I i

seigéf?sg IP{S [ I‘f_facr E. Baker, Irax'esligalur L
t_;;’qggs : ! Dripesh Shah, Investigator J 1172172014

E !

i
i
!
i
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DEPARTHENT OF HEALTH AND HUMAN SERVICES
FGOL AND DRUG ADRINISTRATION

DISTRICT OFFICE ADGRESS AND PHONE HUNBER DATE(S) OF INSPECTION

117282014

v Harapshire Avenue, Blde S1. fon 42235

i
]
\
|

Spring, MD 20963 | S N i
Phone: 1301)-796-3334 Fax: {3013-847-8738 ; FELNUMEER

- . y w5 l IGUZGAGGES i
¥ imiormation: www. fdn. goviee/industry i
UNAME AND TITLE GF INDIVDUAL 76 WHBI BEFRRT (8 TEETER

AL Pydibhimaverem { Vitlage), Ranasthalam Mandal

TYPE OF ESTABLISHMENT INSPECTED

Srikakalam District - $32 400, Andhrn Pradesh Active Pharmaceuties! Ingrediont Manefacturer

noi been completed. Five retests were conducted obtaining passing resuits, which led to your conclusion that the
final test result (5th of the & retest injection results) would be the final reported resuli. The investigation remains
open, unsigned by the QC unit. and has vet to be assessed by the QA unit.

OBSERVATION 8

The Process Validation approach does not provide documented evidence that the process, operated within
established parameters, can perform effectively and reproducibly to produce an intermediate or API meeting its
predetermined specilications and quality attributes.

Specifically, your firm fails to adequately validate your API manufacturing processes, and o have scientifically
sound sampling plans during your validation. For example,

Oy i muyeses
A) The vaiidafcia_n. for the following APls {currently under DMF review): L AP
APLand®® ~ APL was justified using the routine sampling and testing processes. This approach

provided no assurance of reproducibility at each critical manufacturing process step, and that cach critical

parameter had been assessed 1o ensure your APIs can consistently meet the required quality atiributes. No

scientific justification/rationale was provided regarding the sampling plans used during your validation,
e CHCE A ;

B} A significant number of e b_at.che_s and other APIs are rejected and/or reprocessed. Fug §

during year 2012, 4 jots of®?®@ . = - were reprocessed, during vear 2013, 18 batches of

(9 were reprocessed, and in 2014, 7 lots of@‘ 0 - were reprocessed. :

amnple

OBSERVATION 9

Adeguate and clean washing and toilet facilities are not provided for personnel.

| EMPLOYEE(S) SIGNATURE EMPLOYEE(S) NAME AND TITLE (Print o7 Type) TDATE 1BEUED
SEE )
RE\C'ERSE Pﬁ Peter E. Baker, lnvestigator
O;-Agﬁs { Dipesh Shah, lnvestigator 1121798114
' ‘ Dr Carmelo Rosa, Direeior DIDO
;
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Significant Data Integrity and document ALCOA+ items for Dinesh Page 5 of 14

Dr Reddy 483 — Telangana - OCT 2023

URL: Compliance Document: Bachupally, India (fda.gov)
Post may br worth reading: https://www.linkedin.com/posts/johntenglish fda-drugmanufacturing-
tmac-activity-7130319299688189953-gwrP

sessaicrials of NN on NN ociives in NN

* drug product, the firm_reported Field Alert for NN
T Nuroor: . Cxpiry oote: [

€. The _wm dedicated Rapid Mixture Granulators (RMGs) used in the manufacturing of
" finished drug products at the firm have not been cleaned and verified for cleanliness underneath
\S::;' the mounted platform areas since their installation scveral years ago. There is a potential for
‘ \:.}\ deposition of powdery materials and microbial growth in these areas in all RMGs across the
1\ facility.

Serial.  |[Equipment name Equipment

number

No

b Rapid Mixer (iranu.ialm‘- L
2. Rapid mixing granulator . L
3

4

4‘;

Rapid mixing granulator . L

Saizoner Mixer Granulator L
Saizoner Mixer (-wnulato?-T 1
6. Rapid mixing granulator - E,
7 Rapid Mixer Granuiator .
8. Rapid mixing granulator . 1.
g, Rapid Mixer Granulator. L

. DATE 1SSUED
SEE REVERSE | ¢ r, Investigatar | 1072772023
OF THIS PAGE | Pus way, Investigator - Dedicated |
i 1
P X
|
FOAM FDA 483 (09.08) PREVEIUS {0 M OBSULESE INSPECTIONAL OBSERVATIONS PAGE 4 ol 23 PAGES

Dr Reddy continued on next page ......



Significant Data Integrity and document ALCOA+ items for Dinesh Page 6 of 14

Failure to investigate ....

FONEEATTE R

RN Y

Gicbal Head of Quality

| g STHECT ATREEE
TATY BTATE T7PE LR ABLIGVAENT INGPEGTED

Drug Manufaciurer

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

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

Aeirm s Quali id not Umgely conclude the investioations rciannsr to hateh failure and
:u*a!ied faili ngﬂb‘udm‘-s imm i?iv U% market. For examples,

The firm’s QC unit found failing results for — Batch
Numbers: “ and _ Manufacturing date: -, Expiry date: JE Test
Disselution by HPLC, Stability timepoint: — Upon confirming the failing
results at L1 and 1.2 stages on “ and — The firm logged-in a single -
investigation (S No.: T i B o both the lots by

zanﬁure;ﬁmm g the total number of [ The tirm concluded - investigation for both the lots
“Valid" i.e. failing 1o meeting specification limit on “ Further, the firm initiated a

aupamie et igation {“ and -) “ and filed a Field Alert

a1 to the agency. The firm concluded the Q0S8 mvestigation as “Valid” on —

- which is after crossing - shelf life of the produet.

There was nnp:aisf’caﬂcm provided for the dda\ of mt:f! months in conciuding the failing
vEsling it dnnual stabillly barches, As a result of delayed investigation,
, Batch Numbers: - and - batches
remained available for purchase to the US customers and these batches were not recalled from the
US market. On —, the firm simply closed FAR withowt evaluating the impact of




Significant Data integrity and document ALCOA+ items for Dinesh Page 11 of 14

Centaur pharma (India) — Warning letter -Failure to clean for 14yyears? ( why not noticed sooner?)

URL: Centaur Pharmaceuticals Private Ltd. - 655231 - 07/25/2023 | EDA

t. Your firm failed to clean, maintain, and, as appropriate for the nature of
the drug, sanitize and/or sterilize equipment and utensils at appropriate
intervals to prevent malfunetions or contamination that would alter the
safety, identity. strength, quality, or purity of the drug product beyond the
official or other established requirements (21 CFR 211.67{(a)).

Your cleaning and maintenance procedures for non-dedicated (b)(4) equipment (b)(4),
including your {(b){4) and (b){4). are inadequate. Qur 'insgection identified residues of
what appeared to be different products on direct and indirect product contact surfaces,
including those located inside (b}{(4) systems, {(b)(4) units (b)(4). and (b)}(4). Your firm
acknowledged that sec txons of tha (b}(4), (i}}{‘g), and (b){4) hax ‘e not b{ren deaned or
examined for cleanlinesq SR THE : BT P Hu0. 0 Lng the :
inspection. your analviical testing confirmed the:,e residues contained multiple active

ingredients. Furthermore, during the inspection, you coliected residue samples at the end
of placebo batches and subsequent cleaning, which aiso demonstrated active ingredient
cross-contamination on surfaces.

{b)(4) over dirty surfaces can facilitate contamination of the drug being processed in an
{b)(43. Robust design, cleaning, and maintenance of this and other equipment is critical
to prevent cross-contamination.

The inspection also noted missing or faulty (b){4) in (b)(4), as well as material back flow,
which resulted in equipment contamination. For example, vou stated the manually
operated (b){(4) inside (b)(4) number CP/PT/(b)(4)-01 in (b)(4) Area (b){(4) is always
in the open position. You also indicated the buildup of powder inside the (b)}{4) and (b)
{4) of this equipment was caused by the back flow of materials during equipment (b)}{4).

As a result of these inspectional ﬁndinﬁs vou communicated with vour client,
Breckenridee Pharmaceutical, Inc.. who initiated a recall of numerous batches of
Lﬂpruoiam tablets and clobazam tablets manufactured in vour (h)(4). Wealso
acknowledge the recall initiated by {(b){4) of (b¥(4) tablets vou manufactured.
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Biocon — Malaysia — multiple notes in post below:
https://www.linkedin.com/posts/johntenglish_fda-drugmanufacturing-malaysia-activity-

7087053366102450176-Ev4F

For the below 483: Compliance Document: Johor, Malaysia (fda.gov)

FOGD AND DRUG ADMDESTRATION

’”‘m: ALKt AN PHONE NS 11 . ’

L2420 Parkliawn Drive, Resm 2032 07/10/2023-0

Bockville, MD 857
anald

ORAPEARMInternati
FRRI Al T OF BT TO i FT o

es@fda.hhs.qov

Senior Vice President & Site Head

i NN GIREET ADDRERS
e e ey o s
\..4‘(1* FIaT TP L "\I.{’ TERINTHY TVIT L A AR PEIAETID
Malsysia Drug Manufacturer

Thus document lists observations made by the FDA representative(s) during the mspection of vour facility.
They are mspectional observations, and do not yepresent a final Agency determination regarding your
Lmu;:-l:mcc If yon have an objection regarding an observation., or have mnplemented, or plan to
unplement, comective aclion in response o an observation, you may discuss the objection or action with
the FDIA representative(s) during the inspection or submit this mformation to FDA at the address above.
1f you have any questions, please contact FDA at the phone number and address above.

DURING AN INSPECTION OF YOUR FIRM WE OBSERVED:
DRUG
OBSERVATION

reven! nnorobiolozical confamination of drg producits purporting o be sterile

Pracedures designed to
are not esiablished. written, or foilowed. Specifically,

E’ﬂﬁs is a repeat observation)

embly and/ or aseptic filling of T
respectively. We observed the following

A. On 07/10/2023 and 977122023 we inspected the post
' ml batches

deficiencies.

*  Ageptic Opegios blocked HEPA mﬁdu&trmai airflow when re-plemishing
seals to their mfs;.»ecnw
ags containing stenle components were held in non-sterile

sioppers and
« Sterile scissors used to cuf open
holders when not m use

EUPLO TS NAME AN THTLE (Ponf o 1 o) GAIE ISS0EQ
a7 i2h 5000
0772072023

EMFEER(S) SISNATLRE

'fsé\EIERSE Etleen A, Lin, Investigator (Lead) Eileen &, Ly~ J5 2y smdoriben

OF THIS Patty P. Kaewassdangkul, Investigator 5 e

PAGE Daniel Lahar, Investigator Py P Dty
Reong Gue, Investigator Kasewasscdanghuil -5 tom wase) 10225 o0
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

GIETRILT OFFICE ADDRESS AND PRONE NUMARER CATE(S) OF INSPECTION
10903 New Hampshie Avenue, Bldg 51, Rm 4225 April 1 -6 & 9,2013
suver Sprmg. MD 20993

Phone 13615-796-3334 Fax: (3013 R47.8738

FELNUMBER
3297374

Lstistry Infonmation: www fda gov?

HBIE ARG TITLE SF WOIVIDURL TO Wit

Jindustry
FREPORT I518SUED

to: Mr Bhadatbhar Nathabhat Patel, Managing Director

|STREEY ADDRESS

Canton Laboratory : A & B, GIDC Tstate, Makarpura Road

AND ZIPCOBE [ TYPE OF ESTABLISHMENT INSPECTED

- 390610 India . APL Exepient & Dietary Supplement Manufacturer

e s i et e o s e i . 1 I——

? 18 DRSERVATIONS MADE #Y THE FDA REPRESENTATIVE(S; DURING THE INSPECTION OF YOUR FACILITY THEY ARE BSPECTIONAL

TIONS ARD 0O NOT REPRESENT A FINAL AGENCY DETERMINATION REGARDING YOUR COMPLIANGE IF YOU HAVE AN GBIECTION REGARDING AN
TION. OR HAVE IMPLEMENTED, OR PLAN 7O MPLEMENT CORRECTIVE ACTION 1N RESPONSE TO AN OBSERVATION YOU MAY DISCUSS THE
LB i OR ACTION WiTH THE FDA REP RTATIVE(S) DURING THE INSPECTION OR SUBMIT THIS INFORMATION TO FDA AT THE ADDRESS ABOVE F
YOU HAVE ANY QUESTIONES PLEASE CONTACT £0A AT THE PHONE NUMEER AND ADDRESS ABGVE

DURNG AN INSPECTION OF YOUR FIRM (15 {WE QBSERVED

Pharmaceutical Observations

OBSERVATION |

Laboratary records do nol nclude complete data derived from all tests conducted to ensure compliance with
established specifications and standards,

specifically, the quality control umit does not have raw data related to analyses. For example,

o There is no microbiclogy data and no evidence to indicate that any microbiological analysis was performed
prior 10 the release of batches B - and o © USP. The Certificates of Analysis for these
batches indicate passing results for Staphylococcus aureus and Pseudomonas aeruginosa, even though these
baiches were not analyzed for the potential presence of these organisms. A review of the sample log book
maintained by the microbiology section for analyzed samples found that there are no enwies for samples of these
batches.

b There is no raw data for any of the tests for metallic impurities performed by the QC laboratory for raw
materials, in-process matetials, and finished materials. Results for these tesis are reported on analytical reports
and certificates of analysis without any evidence or traceability to demonstrate that samples were prepared.
Addionally, standards used w the QC daboratory for these tests are identified with a date in the log book titled
“Stndard Solutions ™ However, there is no raw data for the preparation of these standards.

¢ There is no raw data 1o support any of the analytical results reported during the re-validation of the wates
tredtment system in 2012

& The notebook that documents the raw data obtained during the elemental analysis of materials using the Atomic

TEMPLOVEL(S) NAME AN TITLE (Prntor Typed

Al Agrawal, Investigator

- . Apinl 9. 2013
¢ Dipesh Shab. Invesngator |

i /A3
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

GISTRICT OFFICE ADDRESS AND PHONE NUMBER E DATES) GF iINSPECTION
L Apnl - 6&9,2013

{3 New Hampslute Avenue, Bldg 51, Rm 422
Sthvet Spring, MD 20093
Phose (33-7906-3334 Fax: (301) 847-873%

FS! NUMBER

3003297374

i,

I.1.§u vy Informaton: www id
EAND TITLE OF INDWIGUAT TG

WHOMREPORT ISTSSUEE —

TO: Mr !%%n:i aihhu A!lmlvmn Patel, Managig Directon

Froaiane T GimgETAGORESs
Canton Laboratory .' HI0-A & B3, GIDC Estate, Makarpura Road

CiTY STATE ANG 20 GODE o o '?g;;;,; OF ESTABLISHMENT INSPECTED ]
Vadodara - *}{m;i; Tncha 1 A!'l Lxc:;ucm & Dietary Supplement Mauuimmnr

i{}caa,umem # ’\‘I\ B/ Ul t i} siates 1113! mzmuf’tcmrmg processes should be validated eve

¢. The production processes for more {havg;% additional matenals manufactured as active or inactive ingredients
irave not been initially validated or re-validated, as required by SOP QAD/G17, Validation Approach, and the

Validaton Master Plan.

OBSERVATION 8§
Praduction operations are not conducted in a manner o prevent contamination of materials being produced.

Specifically, appropriate measures are not present to prevent contamination during the manufacture of active and
mactive ingredients. The following deficiencies were observed:

© water used in the manufacture

a The water treatment system (Water Plant), which is used to provide the

of all active and inacuive ingredients, exits into a T junction which has no back ﬁow prevention device. One end
of this T junction leads into the Processing Area of Production ?iang The other end of this T junction is open.
On April 5, 2013, we observed that a chemical company located in an adjacent building used the other end of the
1 junction at the end of the water treatment system (o connect a hose leading into their manufacturing plant.

enclosure attached 1o these!

§bemu immmuun‘d i1 thes .
shserved o have a zap of approximately 3 feet

¢ White concrete-like material was observed on a false ceiling directly above the
nmbers -4 and§-5.

| Two open ports each inf : andg 2, in which? . are attached, are left open during the
process of mme’na!s bema manufactured. On Apnl i, 2{}13 we observed the open ports on these
Ve also observed in- process matenals: ; L1 andPR-2, which, according to the status tag

TEmPLoYERS sIGuATURE VEMPUOYEE(S) NAME AND TITLE (Prntor Types | DATEISSUED
; |

! Awd I Agrawal, Invesngaion
g Dhapesh Shiah. lavestgato

¥

I
i
|
i

‘\;Hll‘) 2043

|
|
i
i
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOGCD AND DRUG ADMINISTRATION

DISTRICT CERICE ADDRESS AND PHONE NUMBER DATE{S) OF INSPECTION
103 New Hampshire Avenue, Blde 51, Rm 4223 April 1 -6 &9,2013
Stiver Sprig. MI) 20993 S
Plione 13013-796-3334 Fax {3011 847-873% FEI NUMBER

; - 3003297374
hiformuation: www fda govioemdusty

VTITLE OF INDIVIDUAL 70 WHOM REPORT 188SUED

TO hek iil’.uiu]him Mathabha ]‘1 el \Lm& sing 23: o lm

IR STREET ADDRESS

15
Canton Lf\immmry % Tig-A & B, GIDC Estate, Makarpura Road
City STATE AND ZIP COBE T T T m“YTVPé"EﬁwgslflﬁﬁféHMENTiNSPE"’TEB“ o
!
e

Viatdodaga - 390010 im!m APL, Lxupwm & Dietary Supplement Manufacture:

determine whether g probiem exists, bau.iaes for which OOS resulis are obtamed are released as Ana!vucai
Reagent grade material. Our review of the notebook titled “AAS.” in which data for elemental analysis is
minimally entered, found at least § entries that employees underlined (no batch numbers noted). The QC Manager
stated that in each of these instances, the batch did not meet the specification for the test and was released as
Analytical Reagent grade material. The OOS result was not documented or investigated.

¢. We found two sets of reported data for the following materials:

t The®H## Water sample with AR # MB8FH/03 there are two Microbial Limit Test Reports for this sample,
cach with the same test date (2/2/2013) and QA Issue number (#37). A review of these reports found different
idividual results and overal! imits reported for the same A_R. Number.

it The Source Water sample with AR, # MB/SO/03; there are two Microbial Limit Test Reports for this
sample. each with the same test date (2/272013) and QA Issue number (#36). A review of these reports found
different individual results reported for the same A R. Number,

OBSERVATION 10

Rowtine cahibration of equipment critical for ensuring the quality of materials being manufactured is not
performed.

specifically. the 8
and %u are not cali
paramerers during the®
documentation or c:\lde-mc m écmc}nsimw that the
were last quadified in 2000

{ m\r RR »\Ti(}\ | i

Non-dedicated equipment used in manufacturing 1s not adequately cleaned.

CEMBLOYIES) SIGNATURE B [ EMPLGYEE (51 NAME AND TITLE (Pant o Trpe) [0ATE SSUED
i —7" v |

' { -~ i :

f’ g i Awl b Agrawal, Invesngator | .

] i i 314G 9 A
M'} D Dipedh Shah Investigator April 9. 2013
/ :
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

DISTRICT OFFICE ADORESS AND PHONE NUMBER DATES) OF INSPECTION

19303 New Hampshire Avenue, Bldg 51, Rin 4225 Apnl 1 -6& 9, 2013
Stlver Spring, MDD 20993

Phone {3011-796-3334 Fax- (3011 8478738 FEINUMBER
: ; 3603297374

fisdustry Information: wwaw o gov/ee/nic
NARE AND TITLE OF INDIVIDUAL TO WHGH R - o o -
T My Dhalaibha Nati:.ﬂ‘h i 1 1&! -\imnﬂmr “i!t‘( mr

ARANAME © 7 ISTREET ADDRESS ) g
Lamun thm atory 110-A & B, GIDCT Estate, Makarputa Road
CITY STATE AND ZPCODE T T YPE OF ESTABLISHMENT INSPECTED

Vadadara - 390010 ndsa APL Exuipient & Dietary Supplement anmuuwr

Specifically,

a The stabihity characteristics of the AP

}hmew we fcund that 1ueleaated stability ;:udws for : =
manufactured in 2011 were conducted for®#E and nonths on y. Stability analyses were not perf(}rmed at th
ancB) months intervals,

<. The expiry dates on all pharmaceutical active and inactive materials have been changed to retest dates without
an evaluation of data derived from stability studies.

OBSERVATION 15

Compendial methods are not verified under actual conditions of use.

Spearficaily. verifications for compendial tests relnted to more thanfl items manufactured as pharmaceutical
arade materials (active and inactive) have never been conducted. The compendial tests for the raw materials used
o manufacuwe these materials have also not been conducted.

OBSERVATION 16

The system for managing quality does not encompass the resources necessary 1o ensure conﬁdt‘me that pmcedm’es

EMPLOVEES SIGHATL RE ' ' Pmﬁsmuaammgma TITLE (£t o Type) TTTGATE issUED
ApvERnE i i :
’:g\.,feol ;j L | Amld Agrawal lnvestigator Pl o 3013
B | Dty Shah, Tivestigator PP

i
‘ i i
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

OISTRICT OFFICE ADDRESS AND PHONE NUMBER DATE(S) OF INSPECTION

HOU0GY New Hampshire Avenue, Bldg 51, Rin 4225 April 1 -6 & 19,2013
Silver Sprng, MD 20093 e e I o i e ]

Phone: {301)-796-3334 Fax: (301) 8478738 HEtm

X ) ’ 03297374

hudustry Intorimation. www fda goviec/andustry
TANE ARG TITLE OF MOMVIBHAT TOWHOM REPORT 18 1S8UED. - -
T0: M ]%iu.mﬂhh it \'nlmlum E’mci Mau.mne Duu.im

FIRI NAME | STREET ADDRESS R

Canton Laboratory 1H0-A & B, GIBC Esiate, Makarpura Rmd
T TR S e T s, e
Vadedars - Wm‘)]ll fnndia APIL, Exciprent & Dietary Supplement hh;mi‘lmmr

aml processes are ciieuneh implemented and all manuf’acmred materials meet intended spemﬁcmmns fm qualm
and purity.

Specifically, an effective system for managing quality has not been implemented. Currently, all quality-related
aclivities are overseen by individual. The deficiencies identified in this inspection indicate that management
has not allocated the necessary resources 1o ensure that all necessary quality-related activities are completed.
Examples of deficiencies identified and cited during this inspection include, but are not limited to:

1 The validation and qualification requirements for production processes and equipment, respectively, are not met;
b, Product Quality Reviews for all manufactured materials are not conducted, as required by SOP # QAD/G2E,
Progduct Quabity Review,

¢ Investigations are not thoroughly conducted,;

d Df’x iations during pwduu:on are not docmncnted and evaiualed o deiei mme if ihey are LfiEiCi'll and

OBSERVATION 17
Euntries in records are deficient.
Specifically. we found the following deficiencies in records we reviewed:

i We abserved numerous corrections 1o entries that were not dated and signed or made in a manner to leave the
oreinal entry still legible. These observations were pointed out to the QA, QC, and Production Manager
hroughout the inspection. Except for one instance, we found that these numerous corrections were made by
overwriting over the original entry. In this manner, the original and corrected entries are not legible. Examples of
the tvpes of entries for which we found corrections include, but are not limited to:
i Batch mmmbers.

1. Raw and analviical dag;

i Dates in batch production ;rew:ds

' ‘?ﬂﬂ SYEE(S)

15hi B 1 EMPLOYEE(S) NAME AND TITLE (Prnt or Type! {patEsuED
j i

|
{ ¥ oAm I Agrawal, Investpaic: —_—
! ! B 8 e PApil Y, 20143
7 - Dipesh Shah, Investgaton i
i !
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Significant Data Integrity and document ALCOA+ items for Dinesh Page 3 of14

BAXTER Pharma 483 — posted this week — from Obs 1 —4. ( multiple OOS for US marketed product)

URL: Compliance Document Baxter Pharm. India (fda.gov)

BEPARTMENT OF HEALTH AND HUMAN SERVEES
FOUL AND DRUG ADMINISTRATION

DATEISICF

Date OO0S Investigation Logged: 10-Jan-2022
Date OO0S Investipation Closed: 23-Feb-2022
Ruoot cause functionmg of the HPLC

On January 10, 2022, v ur{é(_ laboratory obtained failing result for individual unknown
wmpurify at RY | which you confirmed Lhmugh hypuothesis test on the cn;:mdi HPLC
1D: EQP/QC/41S and ruled-out any issue with HPLC instument, analvst and retention times,
theoretical plates and tailing factor. Your QC laboratory changed HPLC svstems without any
seientific justification to “repeat” the analysis using freshly prepared mobile phase, standard and
sample test solutions. Your firm attempted to complete “repeat™ analysis on different HPLC
systems for multiples days, however the repeat analysis was aborted at the system suitability
stage due to meidents as mentioned below:

SHPLC 1D EQPAQC304, Dated analvsis inttiated: 25-1an-2022. Inc nfcm
peak not eluted/missing in standard

-HPLC 1D: EQP/QC/308, Dated analysis initiated: 31-Jan-2022, Iacident: lmproper peak
shape of B,

In the above two {2) cases, your firm deviated from SOP Docnent No.: CFAQCDA02,

Revision: C, Titled: “Handling of Laboratory Incidences ™. Your firm did not log the mudmi o

mvestigate the issues pertaining to missing “peak and for improper peak shape of
%’tﬁ‘\ =

The overall assessment of QOS logged for the US market in vears 2021 and 2022 revealed three
{3} out of fifty-two {32) O0S having laberatory incidents during Q0S8 investigation, However,
your firm did not og s separate LIR 1o mvestigate the root cause. Furthermors, in the same
peniod of years 2021 and 2022, your firm changed the HPLC instrurnent in seven (73 Q08
myestigations without any scientific justification and mvalidated the original failing resulis

SEE REVERSE
OF THIS PAGE




Significant Data Integrity and document ALCOA+ items for Dinesh Page 4 of 14

Kilitch 483 — Obs 2 — DI — do not collect samples
URL: Compliance Document: Kilitch Healthcare India Limited (fda.gov)

- _
IARRE AL TUAE 500 IR i, 10 VI FLP R TEAEss

Monta, Managing Tdryectoy
v Healthoars Tadia Limited £ - 404 905 T T O Incduetrial Road
¥ ETAIE, 2% CODL CORiT ke § THIE ST AR S8, ] BeAFEA TR
Maghwmrashtra, 400700 India Sterile Drug Manufacturing Facility

OBSERVATION 2
Laboratory records do not inchade complete data denved from all tests, exanunations and assay
aecessary o assure compliance with estabhished specificanons and standards.

Lo Mucrobiologists responsible for collecting envirommental montioring and persosnel monitoring
samples confivmed they do not collect all samples due 1o workload. Microbiologists also
explained persounel monitonng samples may not be collected due 16 production personnel that
refuse to subnut to personnel monstoring, For samples that are not collected, a result is still
recorded m the reported laboratory records that is below the alert limit and within trend of
previous data. The practice of not collecting all samples, but still reporting conforming results
has been occurting for at least one vear.

a. Inspection of the incubators in the microbiclogy laboratery on October 12, 2023,
identified environmental monitoring and personnel monitoring samples that were
%Eppu«ui to bave been collected during aseptic manufacturtag o1 i
aad%, : 3 were nof present. Logbooks with festing dates and incubator nse logs

documented satuples, which were ot present. Examples of missing samples included:

i. Personnel monitoring sanples inchiding (B ,
2%«.4, wons and PR fineer dab plates for each pet son that had wm‘ked it the aseptic

{ilf rooun for each day. From October 6-11, 2023 the asephic entry and exit log
dnu.mzmncd there should have been approximately 102 sets of plates, containing &
plates for each person. wnder incubation. Ouly 3 sets of plates were present in the
menbator.

) associated

SEE REVERSE
OF THIS PAGE

i . s
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Significant Data Integrity and docurment ALCOA+ iterns for Dinesh Page 14 of 14

This is a Peter Baker classic, that | posted back in AUGUST 2017
URL: Zhejiang Bangli Medical Products Co., Yongkang City, China 8.17.16 483 {fda.zov)

"YES, We Have No Quality [Unit]" - this 483 from AUG2016 must have been an interesting one for the
redoubtable Peter Baker to prepare. It covers 5 pages but Obs #1 on Page 1 sums it up well in one
sentence - "There is no quality Unit." While that would be brief but accurate, the text goes on, Click the

graphic to see the full first page. [Full text w/o my redactions may be found at www.fda.gov, refer:
ucm566017]

Direct link [updated 20MAY2020]: https://Inkd.in/ePR4kXQ

OF NBPECTION
{, R 4225 | 08161772016
17.591% Fel \amanes

DT IS0

T0

{SYREET AL

SYPEOF ERTARISINENT IBPECTED

Druig Product Manuinctures

IVE(T; DARING THE INSBECTION OF YOUR SACLITY
REQARDG HCE 0 Y AVE AN

> feflowing responsibilities of a functioning Quality Unit are not

g veserve stmples

diied

a

T

~ There is no QUK fnvestigition program

Phere is no change control proag

= There 15 go complaints nvestigation procedure

« There i3 no annual product meview performed

L OB 720G

INSPEC TIONAL DBBERVATIONS

Pagge 1 of 5

EOD - apologies that | could not find ‘the wheelbarrow” reference ... JTE 02 FEB 2024



DEPARTMENT OF HEALTH AND ITUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

DISTIUCT ADDRESS AMID PHONE MUMBER
10903 Hew Hampshire Ave,Bldg 51,Rm 4225

Silver Springs, MD 20993
(301) 796-3334 Fax:(301) B47-8738

Industry Information: www.fda.gov/oc/industry

DATELS) OF INGPECTION

03/18/2014 - 03/22/2014%
PERGEER

3008316085

A ARG YT OR RNIB A IS WO R SRT B 5D

T0: Zena Kaufman, Senior Vice President - Global Quality

FH RARE
Hespira Healthcare India Pvt Ltd

STHEET AGHESS

Plot No. 117
Jawaharlal Nehru Pharma City SEZ

CITY, BTATE, Zi? CODE, COUNTRY

Parawada Mandal, Visakhapatnam 531 019,
India

T YVEE EETABLISANENT NEPECTED

Finished Drug Product Manufacturer

Notably, during my examination of your firm's visual inspection operator qualification kit fnr“botﬂes, 1 found that
there are no representative examples for the minor defect "dent” category included.

OBSERVATION 8

ganitation.

15

Specifically, during my inspection of the

sanitation of auxiliary aress,

There is a lack of written procechures describing in sufficient detail the methods, equipment and materials to be used for

. manufacturing block on 03/18/14, I found that there are no written procedurcs
available in & language understandable by the majority of contract personnel, who are primarily engaged in the cleaning and

OBSERVATIONS

e

without washing their hands with soap.

Production personnel were not practicing good sanitation and health habits.

Specifically, during my inspection of the washing and toilet facility located at the entrance to th
03/21/14, T observed three out of 2 ¥ employees from the QC and Manufacturing departments use and leave the facility

anufacturing unit on

OBSERVATION 10

hirds insects, and other vermin.

washing/toilet facility.

* DATES OF INSPECTION:
03/18/2014(Tue), 03/19/2014(Wed), 13/20/2014(Thu), 03/21/2014(Fri), 03/22/2014(Sat)

Buildings used in the mauufacture, processing, packing or holding of drug products are not free of infestation by rodents,

Specifically, during my ingpection of the washing and toilet facility located at the entrance to thc%nmmfacturing unif on
03/21/14, I observed what uppeared to be a mosquito within the facility. My subsequent examination of the "shaft room"
located as an access corridor between the washing/toilet facility and the gowning/change room found a significant pooling of
water and TNTC insects. A broken screen was observed, which appeared to ullow the entrance of pests into the

ENPLOVEE(S) DIGRATURE

OF THIS PAGE

SFE REVERSE | Peter E. Baker, Investigator o4

DATE HS0ED

03/22/2014
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