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SUMMARY
Initial and preapproval inspection of this contract testing facility, initiated by inspection requcst

Operation lD 223364, FACTS ID l2l74222,Tnp 2022-072D, was conducted in accordancc with

Compliance Program '7346.832, Pre-Approval Inspections. There is no previous inspectional

history for this firm.

This inspection included coverage of the following application product that names Thinq Pharma-CRO

s the application holder

uriga Research Private Limited as the

contract testing facility that performs

The current inspection included a review of portions of the Quality, Facilities & Equipment, and Laboratory

Control systems. Coverage included review of training records, equipment calibration/qualification,

equipment cleaning and use logbooks, and analytical worksheets.

On 0712212022. a closc out mecting was hcld with management and selcctcd employcc's. A Form

FDA 481. Inspcclional Obscrvations, was issued to Mr. Guathanr H., General Managcr tbr thc

fbllowing
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Results olthis inspection wcre emailed to Foreign Pre-Approval Manager, CDER Surveillance, and

CDER PAI Program on 07/25/2022. Profile code LMN was added and updated as acceptable. Firm

managemcnt was cooperative and therc were no refusals. No samplcs were collected.

ADMINISTRATIVE DATA

Inspected firm: Auriga Research Private Limited

Location: Plot No 136, 6th Cross

Bengaluru, Kamataka, 560022

India

Phone: (++91)80-35229344

FAX:

Mailing address: Plot No 136, 6th Cross

Bengaluru, Kamataka, 560022 India

Email address: gauthamh@aurigaresearch.com

Datesofinspection: 712012022-'l/2212022

Days in the facility: 3

Participants: Nicole E Knowlton, Investigator - GDUFA

On 07 /2012O22 credentials were presented to Mr. Guatham H., General Manager, who identified

himsclf as thc most responsiblc pcrson for thc site. Dr. Snurabh ,{rora, Managing Director,

confirmed Mr. Guatham H. was the most rssponsible person for the fimt.

On 0712212022, a Form FDA 483, Inspcctional Observations, was issued to Mr. Guatham H

General Manager.

Mr. Guatham H., General Managcr. stated there is no fax line at thc firm.

No rcpresentatives from a forcign regulatory body were present during this inspcction

HISTORY
Dr. Saurabh Arora. Managing Dircctor, cxplained his father, Mr. Vijay Kunrar Arora, Chairman,

stancd Arbro Group in 19E5. Hc statcd thc business originatcd with rarv nratcrial and finished

product trading and product tcsting slartcd in 1990. There are 1500 ctrployer's across six laboratories

and trvo nranufacturing facilities and thirty regional offices. Thc manulacturing thcilities producc
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tablets, capsulcs, and syrups (nonstcrile oral) fbr the domcstic markct as well as Ghana, Afghanistan,

and Nigcria. This site was established in 2013 and performs microbiological and chcmical testing for

pharmaccuticals,Jbbd, cosmetics, and nutraceuticals. Busincss hours arc 9am-6pm MoniFay through

Friday and altemate Saturdays. The laboratory is staffed sevcn days a week: the first shift is 7am-

4pm, the general shift is 9am-6pm and the sccond shift is lpm-l0pm. Thcre are 153 cmployees at

the site: 20 in quality assurance, 77 in quality control, l2 in microbiology, 2 in information

technology. and 25 in marketing. The firm has future plans to open an office in thc US or partncr

with a US laboratory.

Exhibit I is the firm's Wclcomc PowcrPoint presentation

Post inspectional correspondence including FMD- 145 should be addressed to

Mr. Guatham H., General Manager

Auriga Research Private Limited

Plot No. 136, 6th Cross

Bengaluru, Karnataka, 560022, India

sauthamhaa)au

to bc uscd in production of intendcd to be distributed

in the United States and is sub ect to the Food Dru &(losmctic Acl. Exhibit 2 is

eivcd for analysis.

INDIVIDI-IAL RESPONSIBILITY AND PERSONS INTERVIEWED

Exhibit I, page I I shows the Managcment Tcanr.

Mr, Gautham H., General Manager: he was thc main point of contact for the inspection. Mr.

Gautham H. idcntificd hinrself as the most responsiblc pcrson tbr the sitc and Dr. Saurabh Arora.

Managing Director. conlirmed this.'lle statcd he is resporrsiblc lbr sitc opcrations including thc

nranagcntcnt part olbusiness dcvclopment, profit and losses. cquipment. administrativc actrvitics.

allocation. and opcrutions. NIr. Gautham H. was prcsent cach day of the inspection and participatcd

in the inspcctional walkthroughs. discussions, and daily \\'rirp up mcetings. He acccptcd tlrc Fornt

FDA 483, lnspcctional Obscrvations, and prorniscd corrections and a wrrttcn responsc to FDA. Nlr.

Pagc 3 ot'2()

risarcscarch.com

JURISDIC'TION (PRODUCTS MANUFACTURED AND/OR DIS'I'RIBUTED)

AungaRcscarchPrir,atc[,irrritcdconductstcstingon

Dr. Saurabh Arora, Managing Director: he cxplained his responsibility to this sitc is rcsource

planning, approving resources and plans, approving documcntation, instituting quality policy.

rcviewing top lcvcl docurnents, participating in managcmcnt review meetings and intcmal audits. Hc

stated he is located at thcir Delhi facility but is on site oncc a quarter and more often ifrequired. Dr.

Arora was present cach day ofthc inspection and participatcd in the inspcctional walkthroughs.

discussions. and daily wrap up meetings. He was prescnt at thc closeout meeting and committed to

corrections to the observations listed on the Form FDA 4tt3. Inspectional Observations. Hc has bcen

u'ith the firm sincc 2007 and reports to Mr. Vijay Kumar Arora. C'hairman.
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Gautham H. stated he has bccn with the company lbr twelvc ycars and has been in his current

position thc entire time. He statcd reports to Dr. Saurabh Arora, Managing Director.

Ms. Anitha, Technical Manager Microbiology: stated she is rcsponsible for workload planning

and revicwing and approving standard operating procedures and standard test procedures, deviations,

change controls and out ofspccification invcstigations. Ms. Anitha explained she assigns the work to

the analysts as well as a lot of media to usc to conduct the testing. She was present cach day ofthe

inspcction, participated in the inspectional walkthroughs, discussions. and daily wrap up meetings

and was present at the closcout meeting. Ms. Anitha provided rnost of the information obtained

during the inspcction. She stated she has been with thc firm six ycars and in her currcnt position thc

entirc time. Ms. Anitha rcports to Mr. Kishor Kumar K. R.. Gcneral Manager Technical.

Mr. Kishor Kumar K. R., General Manager Technical: he stated he is responsible for planning

routinc activities for microbiology and chemistry, identiffing resources for activitics and

coordinating with management to obtain thc resources, and handling issues such deviations and

complaints. He was present cach day olthe inspcction, participated in thc inspectional walkthroughs,

discussions, and daily wrap up meetings and was prcsent at thc closeout meeting. Mr. Kishor Kumar

K. R. stated he has becn with the firm for two years and eight months and in his currcnt position the

entirc time. He stated thc heads of quality control and qualiry assurance report to him. Mr. Kishor

Kumar K. R. reports to Mr. Gautham H., General Manager.

Mr. Gurunatha Kini, Senior Manager Quality Assurance: he stated hc is rcsponsiblc lor the

quality management system, approving standard operating procedures and standard test procedures,

approval ofthe certificates ofanalysis, compliance for client audits, and handling change control.

deviations, out of specifications and audits. Mr. Gurunatha Kini cxplained he has becn with the firm

and in his current position for seven months. Hc reports to Mr. Kishor Kumar K. R., General

Managcr Tcchnical.

Ms. Sruthi Medkal. Team l,eeder for Microhiologv: she stated she is responsible for

performing bacterial endotoxin and sterility tcsting, preparing standard operating proccdures and

standard tcst procedures, training personnel. rvork planning, and validations. ln addition to the above

listed rcsponsibilities, Ms. Sruthi Medkal statcd in the absence of the Technical Manager

Microbiologl. she is responsiblc for the microbiology departmcnt. Shc stated shc has bcen with the

fimr for ovcr five years and in her current position for two months. Ms. Sruthi Mcdkal rcports to Ms.

Anitha, Technical Manager Microbiology.

FIRMIS TRAINING PROGRAM
Mr. Gunrnatha Kini, Senior Manager Quality Assurance, explained training is bascd on the

ernploycc'sjob description and a microbiology dcgrec is requircd to work in thc microbiology area.

Pcrsonnc.l arc rc'quired to pass an assessment aftcr training on thc procedures. Analysts must pcrform

a qualification rvhich is based on the task thc)'will bc performing.

Procedur,". (lualitication of Microbiologist AItLBL/QA/SOP-085 cffective 2lt4l2(t22 govems the
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qualification progranl. Pcrsonnel musl pass thc qualificalion tcst prior to pcrforming routinc analysis.

The technical managcr revicws the results and gives their recomrncndation to the quality managcr. If
the criployccfails thc qd-litication, thcy will undergo rctraining and a qualii'rca1ion exerclsc bcfore

they again attempt qualification. The qualification is a monograph test that is quantitative. Thc

rcqualification period is every two years.

I rcviewcd Microbiologist Validation lbr MLT/Water Test for Navyashri P. performed 21312021.

I reviewcd the training for Ms. Sruthi Medkal, Team Leader for Microbiology, including her training

on bacterial endotoxin testing. The qualification date was 231912020 and was approved by the quality

assurance manager 6l | 0 12020.

I verified Mr. Sidharth P.K.'s training on procedure Good Documentation Practices d ated 12/5/2022

and noted he passed the assessment with l2l12 correct. I also verified Ms. Anitha participated

3ll2l202l in a group training on procedure Good Documentation Practiccs. Mr. Gurunatha Kini

cxplaincd thc group training was part ofthe annual training, so no assessmcnt was given; thc

asscssmenl is only given for ncw employees.

MANUFACTURING/DESIGN OPERATIONS
Auriga Rescarch Private Limitcd performs microbiological and chcmical tcsting for

harmaceuticals, food cosmctlcs and nutraceuticals. Thc covera of this ins ection was limitcd to

The three primary inspectional objectives ofthe PAI program were covered during this inspcction

and a summary of the findings are detailed below.

Objective l: Readiness for Commercial Manufacturing

Cloverage included a review of the firm's Quality, Facilities and Equipment, and Laborato ('ontrol

Systcnrs. I obscllcd ths l'aeiliLics arrd cquipnrout, aud rcvicwcd docutuertts pcrtainirrg ttr

tng

trarnlng rcco , cqurpnrcn ea lo qua lca ion, equrpmcnt usc og o s,

I t'tc u

ana ytrcal

workshccts. I obscrvcd no issues with the firm's rcadiness lbr cornmercial rnanufacturing

Objective 2: Conformance to Application

I reviewed the application along with a rcview of the firm's currcnt activities. I reviewed and

verified the analytical methods wcre consistent with the dcscriptions contained in the drug

application.

Objective 3: Data Integritr ..\udit

I auditcd the analytical workshcets against thc mcdia preparatrolr. auloclavc, and incubator logbooks

to authcnticatc the data. Datir was complote and accuratc.

Qualih'

Page 5 of 20
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The firm has established a Quality Unit comprised of Quality Assurance and Quality Control that is

responsiblc for rcviewing, approving, and implementing procedures and analyical methods;

reviewing and approving Change controls; releailng analytiiafresults; and conducting investigations

The quality department is responsible for reviewing investigations, including deviations and out of

specification reports.

The dates on the documents are written as day, month, year. The firm's master procedures are

paper copies and subject to review evcry three years.

Dr. Arora stated management review mcetings are held annually and quality issues including but not

limited to findings of audits, improvements and customer complaints are discussed.

Procedure Deviation Control ARLBL/QA/SOP-019 issue 08 11712022 details the procedure for

deviation handling. A deviation is defined as a departure from standard operating procedures or

specifications resulting in non-conforming material processes or where there have been unusual or

unexplained events which have the potcntial to impact on quality, system integrity or personal

safety.

for 2021 an<l 2022

obscrvcd no dcviations rclatcd to this drug substance

OOS procedure

Procedurc Handling of Out of Specification (OOS) Results in Microbiology Laboratory

ARLBL/MB/SOP-070 0610712022 defines an OOS as a test value that falls outside thc specification

or acceptance criteria established in Regulatory submission, Official Compendia or In-House

Company spccification. The proccdurc crplains the Phasc IA as a revieu,olthe tcsting proccdure by

the microbiologist to eliminate the possibility ollaboratory introduced error or contamination and

Phase I B requircs an in-depth investigation. The Phase I B investigation includes but is not limited

to a review of thc documentation and logbooks. exam ofcquipment used, and cnvironmental

conditions.

Ifthere is no assigrable root cause in Phasc lB the sample is retested in triplicate by a different

analyst. Ifthcrc is assignable root cause in Phase lB the sample is retested two tinlcs with two

different analysts, if the original sample is in the laboratory. lf the sample is exhausted. thcy wilt

contact thc clicnt and rcquest an additional sample. Once thc testing is complete. thcy will determine

if thc rcsults arc out ofspecification.

Section 4.2.7. l9 ofthc procedurc requires thc analyst to irnmcdiatcly notity thc tcchnical manager

microbiology in thc case ofa bacterial cndotoxin lailure and notity the client wilhin twcnty-four

hours ol' thc OOS.

Pagc (, .,rf 20
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Change Control
Procedure Change Conhol ARLBL/QA/SOP-016 issue 07 effectivc 0l/0712022 details the procedurc

to control and manage all changes that can impact quality and safety ofproducts. This procedure

applies to changes in all systems and documents. Changes are classified as critical. major and minor.

Asscssments are made by thc department heads which determincs the impact. Changc controls are

approved by qualiry assurance and time liames for closure is bascd on thc classification.

I reviewed the change control logbook and notcd the changes arc documented in the logbook with

description of the change, affcctcd department, date, number and complction date. I did not observc

Sample Management

Sample management is handlcd on the basement level- and the samples arc received by customer

support. Thc samples arrive with a Tcst Request Form which includes the name of the product, batch

number, mcthod ofanalysis and the specifications. The samples arc takcn to the booking arca. The

samples and are loggcd into thc Y Laboratory Information Management System (YLIMS). The

samples are assigncd an Analytical Rcport (AR) numbcr and a barcode and are placcd in trays based

on thc sample type and held in acccss-controllcd cabinets until they are takcn to the rcquircd tcsting

arca by the booking personncl. The Booking area maintains room temperature conditions and there

are chambers for 5oC+3"C and -20'Ca5'C.

To enter the microbiology area. a lab coat, harmet, and shoe covers are required, and hands must be

sanitized with 70yo isopropyl alcohol. The samples arc stored in plastic baskcts in the Balancc Room

and Samplc Storagc Area. Thc baskets are idcntified for samplcs to be analyzed, analyzed, and by

tvpc of samplc such as sterilitv. pharmaceutical. food. avurvedic and cosmctic.

Facilities and Equipment
I conducted a walkthrough inspection ofthe facilities on July 20, 2022. including the samplc receipt

area, samplc storagc area and thc microbiology laboratory. I did not obscrvc issues with the number

of laboratory staffand equipmcnt relative to the volumc and type oftcsting pcrformed. I did not

observe laboratory instrumentation without identification or out ofcalibration. I did not obscrve

cross-contamination issues u'ith the layout olthe laboratories and flow of samples and personncl. I

did not observe concems with lighting, cleanliness, and organization.

Erhibit 3 is Photo DSCN06l9 shou'ing the ground floor tacilitl lavout and Exhibit 4 is Photo

DSCN0620 showing thc bascmcnt floor layout.

Thc controlled area in the nricrobiology laboratory contains a sanrplc preparation roorn, steriliry

rtrom and a biosafcty roonr and rr:quircs appropriate gowning to cntsr. Finn personnel explaincd thc

sample preparation room contains thrce laminar air flow hoods (l.AFH) that are uscd for samplc

Pagc 7 of 20
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preparationl the LAFHs are Class A, and the sunounding arca is Class B. Thc other rooms arc Class

C and each contains a LAFH which are also Class A.

Sample Preparation Area

Stcrile garments are required to enter the controlled microbiology areas. Samples are received from a

pass box and are prepared under a laminar air flow hood (LAFH). The three LAFHs were identified,

and stickers showed the equipment was current with their qualifications. Samples movc through a

separate pass box to the incubation room. There are Biosafety and Sterility Rooms within the

controlled area.

Discerd Area

The firm maintains a separate room with an autoclave for decontamination of media. The media is

autoclaved and sent away as medical waste.

Equipment Calibration
Firm personnel explained every instrument/equipment is calibrated extemally annually and in-house

verifications are performed monthly for balances, incubators, and micropipettes and quarterly for the

digital colony counters.

Balances

The firm ulilizcs numcrous balances throughout thc microbiology laboratory. Daily. weekly and

monthly verifications arc performed in-house and the balances are calibrated annually by a third-

party vendor. Firm pcrsonncl cxplained they have three sets of standard weights uscd to verify thc

balances. I reviewcd Logbook Format for Weighing Balance Monthly Calibration and noted thc

weight ventication was performed from 500mg to 20009. I asked if the llrm had 5009, 10009, and

20009 weights and was told ycs. I requested the weights and notcd the weights were not documented

in thc Balancc Monthly Calibration for July 2022 (FDA 483 Observation lC).

Drrring nrv revit'u, ol'l oshook frrr Wcighinq R:rlnnce Dailv ('alihration tbr halancc I[):

ARL/BLEQ/AwB.0l3Iobservcdthcba|anccidcnti1lcationwaslrstcdinthc[

Laminar Air Flow Hoods

I reviewed Rc-Performance Qualification Protocol of Aseptic Area ARLBL/AVP/001 effective

28/612022 rvhich was pertbrmed by a third-parry scrvicer exccpt for the airbome viablc count which

was perfbrmed in-housc with settle plates. I reviewcd the cnvironmental monitoring logbook titlcd

Arca Qualification by Scttle Plate Method. Air Sarnpler l\{ethod and Swab Mcthod and notcd thc

date ofexposurc tbr the plates wu 291612022 and thc report was dated 4/7/2022. I notcd all the

samplcs tc.tcd nrct spccification.

Pagc [i ol' J0
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Incubators

The firm maintains numerous incubators with various conditions. Firm personncl explained the

incubators that would be utilized for the micro limit tcst.

o lncubator ARL/BLEQ/BOD-006 with a set temperature of 22.5'C is used for media storage

o Incubator ARL/BLEQ/BIC-001 with a set temperaturc of 32.5'C is used for pre-incubation

. Incubator ARL/BLEQ/BOD-001 with a set temperature of 22.5oC is used for sample

inoculation for bacteria and fungi

o Incubator ARL/BLEQ/BIC-006 with a set temperature of 37"C is used for E. coli

o Incubator ARL/BLEQ/BIC-008 with a set temperature of 32.5'C used for micro limit testing

Thc incubators are qualified annually by a third-party service, and I revicwed the most rccent

qualification of an incubator used for micro limit testingl incubator ARL/BLEQ/tslC/008 which has

a set temperature of 32.5oC.I reviewed the following documents:

o Installation Qualification of Bacteriological Incubator RSECA-428A8 IQ/RSECA-428A2 R

0 approved 6/712022 covering Incubator 428A8 I 999 performed by Rising Sun Entcrprises.

Firm personnel showed documentation correlating Incubator 428A8 1999 and incubator

idcntifi cation ARL/BLEQ/BlCi008.

o Operation Qualification of Bacteriological Incubator RSECA-428A8 OQ/RSECA-428A8 R.

00 approvcd 6/712022

o Performance Qualification of Bacteriological Incubator RSECA-428A8 PQ/RSECA-428A8

R. 00 approved 6/712022

. Tenlperaturc mapping Pcrformed by TempSense Bangalore Calibration Certificates for

AR L/B L EQ/B IC-008 Cert T I / 22 / S I 40 -02 dated I 4 / 07 I 2022

Whcn I rcvicwed Tcmperaturc mapping Pertbrmed by TempScnse Bangalorc Calibration

Additionally, I reviewed Qualilicatiorr of Bacteriological incubator SN 76720813 ID

ARL/BLEQ/BIC-001 which was installcd 241812013 and calibration certiflcate cJated ll/lll202l
ccrt TV2ll107-04 from TcmpSense. The chamber was qualificd across four tempcratures from

30.0'c-42.5"C.

Autoclave
-l 

hc firm utilizes a Manchin Fabrik stcanr stcrilizing autoclave (ARL.;Bt,EQ/AC-002) to sterilize

rncdia, ulcnsils, and garments. Therc arc t\ ,o generators on site that u'ill autonratically initiatc within

thirtv scconds ofa power outagc. Autoclavc cycle times have bcen validatcd. Firm personnel

I'agc 9 ol'20

pH l\Ieter

Calibration ofthc pH meter is conducted daily prior to use. A threc-point calibration is pcrformcd

using 43, 7.0;aft l0.05utfcr solutions. Calibration and use are documented. I verified the bufl'er

solutions were within expiration.



Establishment Inspection Report

Auriga Rcscarch Private Limitcd

Bcngaluru, Kamataka, 560022 lndia

FEI

EI Start

EI End

30!9975128

7 t20t2022

7t2212022

cxplaincd the autoclave is opcratcd manuallyt they manually sct thc vacuum and tcmperature. tum

on the stcam, open the exhaust, and tum on thc filtcr air in. Dr. Saurabh Arora, Managing Director,

cxplaincd the vcndor provided the valucs for the vacuum and chambcr pressurc. Hc stated these

valucs were utilized in the opcrational qualification and are the set values listcd in the proccdure for

cveryday use. Operation and Instmction Manual for H.P.H.V. Steam Sterilizer SR. NO.

430312437113 provides the instructional sct up the firm follows in their procedurc for operation of
thc autoclave.

Procedure Operation of Horizontal Autoclave ARLBL/MB/SOP-097 Issue I 0 effective 5/712022

dctails the procedure for operating the horizontal autoclave. Section 5.3 of the proccdure provides

specific instructions for HPHV Opcration (High Prcssure High Vacuum) cycle which Ms. Anitha,

Technical Manager Microbiology, statcd was used for the g.uments and accessories load. She stated

the standard process listed in Section 5.3.2 is used for media.

The logbook for Autoclavc Sterilization Record documents the load dctails, lot number. sterilization

hold time, pressure, temperaturc, thc pcrson that opcrated the load, and thc person lhat revicwed the

cll

I rcviewed Instmments/Equipment Prevcntative Maintenance Schedule for 2022 and Prcventive

Maintenance Record Logbook and noted the preventive maintenance was conducted as schedulcd.

Thc most recent preventive maintenance conducted by the service vendor Sree Gancsh Enterprises

wu l3/7/2O22 and was a routine check that included but was not limited to checking the chamber

condcnscr valvc adjustment, joint lcakage, and elcctrical terminals.

Third-parW TempSense conducts the annual qualification and calibration, Sree Ganesh Enterpnscs

conducts prcventative maintenancc cvcry six months and in-house prevcntative maintenance is

conductcd cvery six months. All calibrations and qualilications were current.

I rcviewcd Validation Protocol fbr Autoclave (Honzontal) Equipmcnt ID ARL/BLEQ,'A('-002

Protocol No.: ARL/VP/AC-O1/05 effcctive 28/12/2020 which included heat distribution studics for

and empty chambcr, media and garment loads, heat penetration with garnent and media loads, a

Bowie Dick tcst and lcak test. Biological indicator strips *'ith Bacillus Stearothcrmophilus wcrc used

in thc validation Chemical indicator srrips

are used in routine autoclave runs, as per their currcnt procedure. and documented for traccability

Firm personncl explained biological indicators arc not used in routine autoclave runs but are used

every thrce months as a chcck.

Page l0 ol'10
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I revicwed Validation Protocol for Autoclave (Horizontal) ARL/VP/AC-01/06 effective 17l12/2021

for autoclave ARL/BLEQ/AC-002. The qualification included heat distribution and heat penetration

studies. a Bowic Dick test and leak test. During my rcview of this qualification, I noted the load

pattems were more clearly defined than the previous qualification and that chemical indicators and

steam tape were used in each load.

I reviewed the most recent calibrations for the gauges and the temperature display on the autoclave

and the stopwatch used to veriff the exhaust timc.

Media Preparation

The fimr has established written procedure Prcparation, Pre-lncubation, Growth Promotion Test,

Reconciliation and Storage fbr Microbiological Media ARLBL/MB/SOP-076 Issue No. 09 effective

05/07 /2022 which govems the handling of the firm's media.

The fimr prepares dehydrated media in-house for use in microbial limit tests, they do not purchase

any prepared mcdia. I rcviewed the Mcdia Prcparation Logbook and noted firm personnel document

the namc ofthe media, in-house batch number, quantity prepared, quantity weighed, pH prior to

sterilization, and pH post sterilization. The printout from the pH meter is attached to the media

preparation logbook.

I vcritlcd the media preparation for a rccent batch ofprepared media, R2A (Rcasoner's 2A agar)

including the logbook entrics, the autoclave load, sterilization cyclc and pH valucs.

Preparcd media is held in the lncubation and Observation Room; during thc rnspection walkthrough

on July 20, 2022, I observcd a rack with prcpared liquid media and prepared mcdia plates in an

incubator.

Proccdure Growth Promotion Test for Microbiological Mcdia ARLBL/MB/ SOP- 195 issuc 03

eft'cctivc 0510712022 states every new batch of dehydrated media is to be tcsted for growth

prornotion. I vcrifled thc firm conducts growth promotion on each batch ofnrcdia prepared. Thcy

use positivo and negative controls, and all controls are ATCC. Ms. Anitha, Tcchnical Manager

Microbiology, cxplained they arc using thc rnicroorganisms listed in USP 6l for growth promotion

notcd the controls wcre listed on thc tcst packcts for

Sterile Gernrents and Accessories

Stcrilc garments are wom in the controllcd rnicrobiology areas such as sarnplc preparation. The

stcrilc ganncnts are stored in a cupboard in the gou'ning area prior to cntcring thc controllcd

microbiology area. During the inspcction walkthrough of the facility on July'20.2022. thc technical
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manager microbiology removed the autoclaved garmcnts from thc cupboard and placcd thcm on the

Procedurc ('leaning, Stcrilization and Destnrction of Clean Room Cown and Acccssories and

Washing of Lab Shoes ARLBL/MBS/OP-272 issue 0l effcctivc 51712022 provides instructions for

handling gowns and acccssories. Section 4.3.1 states to dcstroy thc garments aftcr onc hundrcd

sterilization cycles and ifany damages are observed, whichever is earlier. Check the tick mark on the

respective gown covcl' on the gowns.

I asked how thcy dctennincd thc garments could withstand one hundrcd sterilization cyclcs and Ms

Anitha stated they arc lbllowing the recommendation of thc gown manufacturer for thc numbcr of
uses. I rcviewed a lL'ttcr fronl Sunbeam Creations dated 21i712022 stating thc garmcnts arc

manufacturcd with GMP Clcanroom Standards and can bc autoclavcd for 100+cyclcs.

3019975 r 28

7120t2022

7t2212022

crossovcr bench.
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I askcd ifthcrc rvas a documcntcd check ofthc garments for wear and tcar and Ms. Anitha statcd

they are only making thc mark on the gown cover. I askcd who was responsible to make the mark

and shc stdtcd it was the pcrson operating thc autoclave. I rcviewcd how the firm placcd ftick mark

on the garments as well as documentation showing the last shipment of garments received.

Bacterial Endotorins and i\licro Limit'fest
Exhibit 2 is a list of and Rcsult

showing the sample receipt date, booking datc, report number, sample name, client name,

parameters. result, pass/fail. and upper limit. Dr. Saurabh Arora, Managing Director, explained thc

list was printcd from the YLIMS system and includes all the samples that have becn rcccived f

-

Exhibit l0 is Report BG2O220I100065 showing thc micro limit testing.

Exhibit I I is Rcport BG202205 I 301 68 showing the micro limit tcsting.

Exhibit l2 is Report BC202107150090 showing the bactcrial endotoxin testing

Thc firm performs bacterial cndotoxin tcsting by gel clot. No bactcrial cndotoxin testing was bcing

performed during the inspection. I verificd the firm maintained current LAL Water and it was stored

at appropriate conditions. The firm utilizes a Neolab heating block for incubation ofLAL assays.

Calibration ofthe heating block was current. The firm has established procedure Receipt, Storagc

and Handling of LAL Test Kits and Opcration of Heating Block SRLBL/MB/SOP-092 effective

ll1712022 which provides guidance for storagc and handling of thc LAL water and use ofthe

hcating block.

BG202l 07150090 including media preparation, sterilization, chemical indicator uscd, controls

incubators and incubation periods.

Laboratory Water
Vccro [-abwatcr (ARL/BLEQ/VWP-002) gcncrates thc water used in the microbiological laboratory

Procedure Opcration of Veero Labwater ARLBLA4B/SOP-259 issue 02 effective 0510712022

provides instnrctions for operation and monitoring. The specification for pH is 5-7 and conductivity

is .:l ps.,crr. I trhscn'ed the parameters wer!- within spccification.

OI}J I]C]-I()\A RI,E CONDITIONS A\ I) }TANA(; I] \I EN'T'S RT]SPoNSI',

Ohservati(,ns lislcd on form FDA 48.1

l'agc l3 of 20
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OBSERVATION I
Thc rcsponsibilities and procedurcs applicable to thc quality control unit arc not in writing and fully

followed.

Specifically

A. Your firm has not established a written procedurc describing the steps to check the garments

for damage prior to sterilization. The garments are wom in the controlled microbiological

areas including thc Sample Preparation Room. These areas are used or have the potential to

bc uscd in thc handling drug substancc samples

ti

E. Weighing balancc ARI-/BLIIQ/AWB-013 is uscd in thc prcparation olmcdia formicrobial

lirnit tcsting and this tcsting is perfbrmed on

samplcs as listed in thc dmg application for ANDA 216724

F. There was no docurnented rcvicw of the temperature mapping olrncubator ARL/BLEQ/BIC-

Page l4 of 20
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in microbial limit testing for

Reference: 2l CFR 2l 1 .22(d)

Supporting Evidence and Relevance:

Please nole lhat lE is not an obsemation; il is a stalcment of the use of the balance.

Evidence I A:

Exhibit l3 is Proccdure Clcaning, Sterilization and Dcstruction of Clean Room Gown and

Accessories and Washing of Lab Shoes ARLBLAiIBS/OP-272 issue 0l effective 51712022. There is

no requirement in thc proccdure to check the garmcnts for cuts, holes, dctcrioration or fraying.

I spokc to ajunior microbiologist who stated she chccks for damages such as cuts and stains on the

garments. I asked iftherc was a specific procedure she follows

Evidcncc I B:

Exhibit l4 is Photo DSCN0625 of Logbook for Weighing Balance Daily Calibration showing on

06/07 /2022 the value under 59 was originally 4.90. This value was struck through, initialed, and

dated but no reason was listed why the value was changed to 5.0

Exhibit l4 also shows this cntry was chcckcd by thc Microbiology Managcr

Exhibit l5 is procedure Good Documentation Practiccs ARLBL/QA/SOP-003 issue 09 effective

0l l0l12022. Page 6 Scction 5.3.4 requrres a hrief comment whv the change is required.

I reviewcd the training record showing employcc SPK was traincd l2 May 2022 on the current

version (issue 09) ofprocedure Good Documcnlation Practices ARLBL/QA/SOP-003 and the

training tbr thc Microbiology Manager who was traincd on thc prcvious version (issue 08) of the

proccdure 3 Decembcr 2021 . No changcs havc becn nradc to thc proccdure rcgarding thc

requirement to providc a brief comment why thc changc was made.

Evidencc l(
Exhibit t6 is Photo DSCN0628 is Logbook Fonrrat for Weighing Balancc Monthly Calibration

shorving the u'eight verification performed on Balancc ARI-/BLEQ/AWB-013 used in mcdia

preparation. Thc *eight verification shows it u'as conductcd using wcights 500mg-2t)00g. 
-the

identiflcation of thc standard weight sct use'd uas ARL'BI.EQ/WHB-004. This u'cight set coutains

weiglrts liont I nrg-200g.

Exhibit t7 rs Photo DS(1N0633 showing the crtcrior of standard weight sct ARI-/BLF.Q/ WH8-004

Pau,: i5 o l'2Ct

008 (32.5"C) pcrformcd by third party vcndor 7 July-8 July 2022.This incubator may be uscd
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Exhibit l8 is Photo

Exhibit l9 is Photo

Exhibit 20 is Photo

Exhibit 2l is Photo

weights.

Exhibit 22 is Photo

Evidence I D:

DSCNO634

DSCN0635

DSCN0636

DSCNO642

DSCNO643

q!owing

showing

showing

showing

showing

tqe rylqhts in s€t ARL/BLEQ/WHB-004 from lmg-200g

the exterior of the 500g weight ARL/BLEQ/WHT-003.

the top of the 500g weight ARL/BLEQAVHT-003.

the 20009 (ARL/BLEQ/VVHT-001) and 10009 (19935)

the top of the 20009 and 10009 weights.

Exhibit l4 is Photo DSCN0625 of Logbook for Weighing Balance Daily Calibration showing the

entries were not checked July ll-13,2022.

Exhibit 23 is Photo DSCN0626 of Logbook for Weighing Balance Daily Calibration showing the

entries wcre not checked JuJy 14-19.2022.

I asked if there was a requircd frequency the Logbook for Weighing Balance Daily Calibration was

supposcd to be chcckcd and was told it was supposed to bc checked at thc time ofperformancc.

Exhibit 24 is Procedure Opcration & Calibration of Weighing Balancc ARLBL/MB/SOP-243 Issue

02 effective 0l/01/2022. This procedure does not specifu a frequency for the Logbook for Weighing

Balancc Daily Calibration 1o be checked.

Evidcnce I F

Exhibit 25 is Temperature mapping Performed by TempSense Bangalore Calibration Certificates for

ARLi BLIIQ/BIC-008 Cert Tl/2215140-02 dated 1410712022. Firm personncl identificd this

documcnt as the record oithc temperature mapping pcrtbrmcd on lncubator ARL/BLEQ/BIC-008.

I observed there was no signature on the records indicating they were revicwed. I asked ifthere was

a report for the tcmperaturc mapping and was told no.

I explained to firm management they should indicate the documentation has been reviewed. I stated I

normally see a protocol showing the work to be performed including thc acceptance criteria or the

expected outcomc and a repo( that assess the results and reports the outcome and conclusions. Finn

managcmcnt stated they understood.

Discussion with Managemcnt:

Each point had been previously discusscd at length during the inspection and Mr. Guatham H. and

Dr. Arora stated they understood thc obscn'ltion.

oBsuRvAt'IoN 2
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Specifically, there second person verification ofthe manual control settings on the autoclave at

the time ofuse. The manual settings include temperature and vacuum for the sterilization cycle and

temperaturc and time for the drying cycle. Firm personnel explained the cycle information is

documcnted at thc end of the cycle.

The autoclave is utilized to stcrilize media used in the microbial limit testing and garments wom tn

the controlled microbiological areas including the Sample Preparation Room. These areas are uscd

or havc the potential to be used in the handling of
samplcs.

drug substancc

Rcfercncc: 2l CFR 2l 1.63

Supporting Evidencc and Relevance:

Exhibit 26 is Opcration and lnsmrction Manual for H.P.H.V. Steam Stcrilizer SR. NO.

430312437113 which providcs thc instructional sct up the firm follows in thcir proccdurc for

operation of the autoclave.

Firm personnel explained thc autoclave is operated manuallyl they manually set the vacuum and

temperature, tum on the stcam, open the cxhaust, and tum on thc filter air in.

I asked how they verify the required vacuum hold period is complete. Firm personnel stated after the

sterile hold start timc. the pressure and tempcraturc arc documcntcd, and the checkcr verifies aftcr

the cyclc is completed. I asked ifthere is a second verification at the timc ofperformance for the

autoclavc settings and cyclcs and firm personnel said M s. Anitha, Technical Manager

Microbiology, confi rmed this.

Discussion with Managemcnt:

Each point had been prcviously discussed at length during the inspection and Mr. Guatham H. and

Dr. Arora stated thcy understood the obscrvation.

GENT]RAL DIS(]USSIO\ WITH MANAGEIIl]N'I'

On 0'712212022, a Form FDA 483, Inspectional Obscrvations. was issued to Mr. Guatham H.,

General Managcr. Thc following personnel were also prcsent: Dr. Saurabh Arora. illanaging

Dircctor: Mr. Kishor Kumar K. R., General Managcr Technical: Mr. Gurunatha Kini. Scnior

Manager Quality Assurance: Mrs. Anitha Tcchnical Manager lvlicrobiology; Mr. Chethan B. N.. I1-

Manager: and Mr. Vccrcsh Kumar M. S., Technical Manager. Each point had been prcviouslv

discusscd at length during thc inspection and Mr. Guatham H. and Dr. Arora stated thcy undcrstood
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I explained that the observations listed on the FDA 483 arc my obscrvations ofobjectionable

conditions found during the inspcction and arc not intended to bc an cxhaustive listing. Aftcr further

revicw by the Agency thc condifions lidied may 6e coisidered to bc violations ofthe Food Drug &

Cosmetic Act or other statutes. Lcgal sanctions available to FDA may include withhold on an

application, re-inspection, Warning Letter. or detenliorVrefusal ofproduct upon entry to the United

States. FDA may take action without further notice. Mr. Guatham H. and Dr. Arora stated thcy

undcrstood the waming, promised corrections and a written response within fifteen busincss days.

I provided thc Foreign FDA 483 Responsc Handout.

ADDITIONAL INFORIT{ATION

Original USB

Various documents (identified in the Exhibits Collected section) were provided on a USB drive on

July 19,2022. A working copy was bumed onto a DVD-R. Thc original copy (USB drive) was

maintained in my custody until it was placed into a Form FDA 525 (envelope) and officially sealed

with an FDA 415a. The officially sealed original copy is Exhibit 27. Thc unsealed working copy

disc is filed with the unlabeled exhibits and attachments.

Exhibit 28 is the Original DVD containing photos taken during the establishment inspection. The

DVD was placed in a Form FDA 525 (envclopc) and officially sealed with an FDA 415a. The

unscalcd working copy disc is filcd with thc unlabelcd cxhibits and attachments.

Accommodations

Accommodations were at Taj Yeshwanthpvr 22"15, Tumkur Rd, Yeshwanthpur Industrial Area,

Phase I , Yeswanthpur, Bengaluru, Kamataka 560022,India, which is approximately forty-five

minutes from Rajiv Candhi Intemational Airport. The hotel was comfonablc with restaurants on

site and room servicc available. Wi-Fi was included in the accommodation charges.

Trulsprrrl.rt iotr fi.oru tho ait'port tu tlrc hotcl rias providcd by tlrc firnr. Thc firnt plovidcd daily

transportation between the hotel and the site.

Exhibit 3 Photo DSCN06l9 showing thc ground floor facility layout, I pagc, I pagc

Exhibit 4 Photo DSCN0620 showing thc basement floor layout, I pagc. I pagc

Exhibit 5 Photo DSCN0650 slrorving stcrilized bags of gamrcnts u'ith condcnsation, I pagc,

page

pagc

acccssorics, I pagc. I page

Pagc l8 of 20

3

4

5

I

6

I
'7

Exhibit 6 Photo DSCN065I showing stcrilized bags of garmcnts rvith condensation, I page,

Exhibit 7 Photo DSCN0(r51 shorving the autoclave and a portion of the rack with the

EXHIBITS COLLECTED
I Exhibit I Firm's Welcome PowerPoint presentation, l8 pages, l8 pagcs

llrIribrt2SantplcI)ctarlsslttlrl'ittuth"
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8 Exhibit 8 Photo DSCN0653 showing autoclavcd acccssories with condensation in the bags,

i'"ggtleft't:-9 ptiotri DSCN0654 ihowing autoclaved accessoriei wlilicoriil-ensationln thenag.s.

I page, 1 page

l0 Exhibit l0 Report BG202201100065 showing the micro limit testing,l3 pages, l3 pages

I I Exhibit I I Report 8G202205130168 showing the micro limit testing, 12 pages, 12 pages

12 Exhibit 12 Report BG202107150090 showing the bacterial endotoxin testing. 4 pages , 4

pages

13 Exhibit 13 Procedure Cleaning, Sterilization and Destruction of Clean Room Gown and

Accessories and Washing of Lab Shoes ARLBLA4BS/OP-272 issue 0l effective 51712022,5 pages,

5 pages

l4 Exhibit l4 Photo DSCN0625 of Logbook for Weighing Balance Daily Calibration showing

on 06107/2022 the value under 59 was originally 4.90 and the entries were not checked July I l-13,

2022, I page, l page

15 Exhibit I 5 Procedure Good Documentation Practices ARLBL/QA/SOP-003 issue 09

effective 0l l0l12022,7 pages, 7 pages

16 Exhibit 16 Photo DSCN0628 of Logbook Format for Weighing Balance Monthly

Calibration showing the weight verification performed on Balance ARL/BLEQ/AWB-013 used in

media preparation, I page, I page

17 Exhibit 17 Photo DSCN0633 showing the exterior of standard weight set

ARL/BLEQ^VHB-004, I page, I Page

t8 Exhibit l8 Photo DSCN0634 showing the weights in set ARL/BLEQAMHB-Oo4 from lmg-

2009, I page, I page

19 Exhibit 19 Photo DSCN0635 showing the exterior of the 5009 weight ARL/BLEQ/WHT-

003, I pagc, I page

20 Exhibit 20 Photo DSCN0636 showing the top of the 5009 weight ARL/BLEQ/WHT-003, I

page, I page

2l Exhibit 2l Photo DSCN0642 showing thc 20009 (ARL/BLEQ/WHT-001) and 10009

(19935) wcights, I page, I page

22 Exhibit 22 Photo DSCN0643 showing the top of the 20009 and 10009 weights, I page, I

page

23 Exhibit 23 Photo DSCN0626 of Logbook for Weighing Balance Daily Calibration showing

thc entries werc not checked July l4- l 9, 2022; I pagc, I pagc

24 Exhibit 24 Procedure Operation & Calibration of Weighing Balance ARLBLA4B/SOP-243

Issue 02 effective 0l/01/2022, l8pages, lSpages

25 Exhibit 25 Temperature mapping Pertbrmed by TempSense Bangalore Calibration

Certificates for ARI-/BLEQ/BIC-008 CefiTl/22/5140-02 datcd 14107/2022,8 pages, ll pages

26 Exhibit 26 Oporation and Instruction Manual for H.P.FI.V. Steam Sterilizer SR. NO.

4303/2437113 which providcs the instructional sct up the firm follows in thcir proccdure tbr

operation of thc autoclavc, 35 pagcs, 35 pagcs

27 Exhibit 27 Oflicially scalcd original USB containing clectronic documents collcctcd during

thc cstablisltmcnt inspcclion. I pagc, I page

28 Exhibit 28 Originol I)VD containing photos taken .lurrng thc cstablishmcnt inspcction. I

pagc, I pago
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