DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOy AND DRUG ADMINISTRATION

T DRTIGT AR ANO e M CATE[R) CF BEPRCTION
Division of Bistechnology Manufacturing; WOS1 / Room 2263
10903 New Hampshire Avenue 08/23/2022-08/26/2022
Siver Spring, MD 209593 FEI NUMBER
E-mall: OPMABLAInspection4BIResponses @fda hhs.gov 3015282245

NAME AND TITLE OF INDIVIDUAL TO WHOM REPORT ISSUED
Mr. Ganesh (. Reddy, Global Head—Biologics Manufscturing.

FIRM NAME STREET ADDRESS

Biocon Biologics Limited 20th KM Hosur Road, Electronics City

CITY, STATE, ZIP CODE, COUNTRY TYPE ESTABLISHMENT INSPECTED
r Bengalury, Karnataks, Indla 560100 Drug Substance Manufacturer

This documen lists obsanvalions made by the FDA repeesentstive(s) duing e nspection of your faciity. They are Inspectional obsanalions, and do nol
rapresent a final Agency determinabion regarding your compliance. IF you have an objeclion regarding an abservation, o hive implemontied, or plan to
Implement, comective action In responsa 1o an chservation, you may dacuss the objection or acfion with the FDA represenistiveds) during the inspection
or subenl NS informaton 1o FOA al he addmas above. Il you have any questions, please contact FIDW af the phone number and address abaove,

DURING AN INSPECTION OF YOUR FIRM WE OBSERVED:

OBSERVATION 1

Your ﬁnn's—lrug substance (DS) manufacturing facilities on Biocon Siw-ﬂm not
adequate to ensure the prevention of contamination of equipment or product by environmental
conditions that could reasonably be expected to have an adverse effect on product quality.

ﬂmﬂaeupﬁmmcm
the control of the

' fermenters have
ienced at least four 4) failures due to microbial contamination since FY2020. The®™*™

in the UNC environment. Nodﬂahvcbummwdedwdm&mmemnm:mmnchwk
mmubhwmwrmntmmmmmnmrgmmmmc of the hnst cell organism.

deficiencies were noted. We observed soiled floors, cracked floors with peeling paint, dmnagnd
walls, excessive caulking, and other uncleanable surfaces.
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E‘gw M Zhang U, St. Pharmaceutical Quality Assessor
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FOCE AND DRUS ADRMINISTRATION
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Devizion of Biatechnology Manufacturing WOS1 [ Rooin 2269
10503 New Marmpshine Averiea 08/23/2022-08/26/2022
Silver Spring, MO 20993 FEI NUMBER o
E-mait: OPMABLAINS pectiondBIResporses@ fda.his.gov 1015203245

NAME AND TITLE OF INDIVIDUAL TO WHOM REPORT ISSUED
Mr. Ganesh D. Reddy, Global Head—Biologics Mansfacturing.

FIRM NAME STREET ADDRESS

Biocon Mologics Limited 20th KM Hosur Road, Electromnies City

CITY, STATE, ZIP CODE, COUNTRY TYPE ESTABLISHMENT INSPECTED

Bangalere, Karnataka, india S60100 Drug Substance Mamsfacturer
OBSERVATION 2

There is a lack of assurance that your dummlmam-mg substance manufacturin
fﬁdmz

operations are appropriated designed to prevent microbiological contamination o

CE.

eir gownm and intentionally, with
using hus glnmd hands lo slide them

pers - - - '
expcnﬂmcdhlghhutmdmdurmgnmmsmplmg fﬂrsmhihty,mﬂmmﬁﬂ 00T
investigation BA-OOT/22/004 26/04/2022.

While reviewing the Dynamic Smoke Study wdms D 1013, 1014 and 1025] for

e noted the following dﬂt‘mmcﬁ

1. The operators did nutexmmadeqmlensepmtechmqumtﬂpmmmeexpmad_
Dﬂmhtmadlﬂmm—ﬂs&umpntennalmmammnmﬁnmﬂmoperﬂmﬁ

2. Air was observed ﬁuwmtheuppsrhudyﬂfmeopmmrmm&mupen_

nloading operation for _'ur

d on 25/08/2022, in the inspection meeting
i O] SEAMATLRE _ e, VIR B P A TATL g = Tt e
REVERSE QG FZ- Thong LI, S¢. Pharmacautical Qualiry Assessor
ng‘gs mmmiwmmm 08/26/2022
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NAME AND TITLE OF INDIVIDUAL TO WHOM REPORT ISSUED
M. Ganesh D, Reddy, Global Hesd—Biologics Manufacturing.

FIRM NAME STREET ADDRESS

Bioeon Biokogics Limited 20th KM Hosur Road, Electrondcs Clty .
CITY, STATE, ZIP CODE, COUNTRY TYPE ESTABLISHMENT INSPECTED
Bengalury, Karnataka, India 560100 Drug Substance Manufacturer

room. we noted that the operators did not exercise adequate aseptic techniques to protect the exposed
DS from potential contamination from the operators.
D. Conmm om,g (b) (4) are performed in the open in the #8%

: “are collected from a tube from the™
(b) (4) % in the open. The area, as noted in C,
above, is inadequately cleaned and maintained. e appears to be no EM performed during the
'ollwtmn pmcedme to verify open collection appropriateness,

anufactured in open, uncontrolied

Wﬂlter integrity testing (FIT) is only assessed after the ste
of the purification filters is not adequately justified, and does not suppon product
quality.

OBSERVATION 3

Supervisory oversight over the laboratory and manufacturing systems, including the electronic systems
and data is deficient

The list of observations noted in this form document that the Quality Unit has not performed the
necessary asscssments/reviews to ensure that the objectionable conditions do not negatively affect the
manufacturing process and Quality Control tests in support of finished drug substances, Specifically,

A. Appropriate review of computers or related systems are not performed to assure that all changes in
production records have been adequately documented and investigated. Your firm's Quality and
Production units do not follow SOP S1/BA/QA/SOP/044 titled “Audit Trail or Event Log Review
Procedure”, established since 06/19/2020, which reads in part “GMP data generated by
manufacturing equipment’s need to be reviewed during/after®® “hatch as applicable to ensure the
operations are performed in validated/controlled state and integrity of the data is assured™.
Approximately one week prior to the start of the inspection, your firm discovered that this
has not been followed since inception in June of 2020, in that out of at least approximately!

and downstream equipment which generate electronic data, only data generated by
two (2)-:\«: been reviewed historically. Your firm issued a change control and

TR OYELYS GGMATURE EMPLOYERSS) HAME AMD TITLE $red o Typel DATE BSUED

E;::EEE #, ;Z_,.p- W Thong Li, Sr. Pharmaceutical Quality Assessor

Arsen Karapetyan, INY-Dadicated Drug Cadre | 08/26/2022
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[ NAME AND TITLE OF INDIVIDUAL TO WHOM REPORT ISSUED
Mr, Ganesh [, Reddy, Global Head—Biologics Manufacturing.

FIRM NAME STREET ADDRESS

Blocon Riologics Limited 20th KM Hosur Road, Electronics Gty
CITY, STATE, ZIP CODE, COUNTRY TYPE ESTABLISHMENT INSPECTED
Bangatuny, Karmataka, india 560100 Druyg Substance Manufactures

identified all equlpmenl to be reviewed going forward approximately one week prior to the start of
the current inspection, Furthermore, our review of batch report event Iogs of our DCS-SC
PCS cqulpmm wuh Wonderware soﬁwam, for these

event record audxt trail found that your firm’s review of the electronic data for the® ™™ 15
inadequate, in that these discrepancies were not observed to be documented and/or investigated in
vour production batch records and review checklists. For example, per your firm, “trial™ batches
were manufactured by enginecring and maintenance personnel for troubleshooting, however these
activities were not always adequately documented by your Quality Unit. There is no assurance that
electronic data such as, but not limited to, erig nd non-critical alarms related to process, operator
login and logout times, step change overs fo recipe, and operator privileges generated
by upstream and downstream production equipment during manufacturing operations is accurate,
complete, and reliable with respect to official reported batch records.

B. During our review of your Empower 3 chromatography software, interrupted sequences were
observed, which generated “Data Incomplete™ chromatographic data. Your firm documented these
interrupted injections as laboratory incidents, showing that no chromatogram had been generated,
however, was not aware that the software has the capability to verify the incomplete data and
evaluate whether the sample did run, and if so, view the chromatogram. As a result, during review
of such cases, the interrupted sample injections were not adequately documented to be performed in
your laboratory incident reports. Additionally, your firm has not demonstrated to understand the
dilTerent types of communication errors and circumstances which may lead to a “Data incomplete™
chromatography. This discrepancy in your firm’s ability to review, document, and investigate all
electronic data is a gap in your firm's Data Integrity Program.

C. Approximately one week prior to the start of the inspection, your firm discovered that SOP
S1/BA/QASSOP/0044 titled “Audit Trail or Event Log Review Procedure™ for electronic data
gencrated by production equipment has not been followed since inception in June of 2020. Your
firm issued a change control and identified all equipment to be reviewed going forward
approximately one week prior to the start of the current inspection, however, your firm did not issue
a deviation as required by your firms SOP C/GB/QA/SOP/0042 titled “Management of Quality
Events”, effective date 02/16/2022. Your firm initiated draft deviation 82981, dated 08/23/2022
after we discussed this discrepancy during the current inspection.

08/26/2022
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NAME AND TITLE OF INDIVIDUAL TO WHOM REPORT ISSUED
Ner. Ganesh D, Reddy, ﬁhbai Hea-d—-lmh;a:s Manufacturing,

=

" FIRM NAME STREET ADDRESS
Blocon Blofogics Limited 20th KM Hosur Road, Edactromics City
CITY, STATE, ZIP CODE, COUNTRY TYPE ESTABLISHMENT INSPECTED =
Bengaluru, Karnataka, India 560100 Drug Substance Manufactuner

D. There is no adequate data integrity program in place to include a statistically sound comprehensive
review of all electronic data by the Quality Assurance Unit for standalone and network syvstems, to
ensure completeness, consistency, and accuracy of all chromatographic and non-chromatographic
clectronic data generated by the Quality Control Laboratory.

E. The Quality Assurance Unit lacks adequate control over the issuance of laboratory worksheets such
as your firm’s “miscellanesus data sheet™ and “reagent solution preparation details™ used during
testing operation in support of laboratory incidents, data invalidations, OOS investigations, and
complain investigations. For Example, your firm vses a logbook to document the issuance of
confrolled perforated blank worksheets, however, does not have a procedure to perform
reconcilistion for the actual usage of these worksheets by QC personnel in the Quality Control
laboratory.

OBSERVATION 4

Written procedures describing the handling of complaints do not include the provisions for review by
the quality unit of any complaint involving the possible discrepancy with the drug product and a
determination as to the nced for an investigation.

Specifically,

Your firm has recorded one complaint in the last 2 years across all product codes with respect to drug
dated 09/08/2021, with customer complaint no. 42602 described
as “did not d:s&nlwe properly during manufacturing, this leads to blockage of the filter and low assay of

the filtrate™. As part of an initial investigation, the observation made by the customer was confirmed
 and ynurﬁrmpmcmdﬂd to continue themveﬂgmmnallabommrymdmmulmgsmie o fmdlh::

Beiltration issue was observed by cust-nmer” {customer qmry no BAJ’CQ:EIM!} Customer
gueries are detailed in SOP C/GB/QA/SOP/005, titled “Handling of Customer Queries™, effective date
05/02/2022, where queries are received by your firm’s marketing and sales team, who are then required
10 pass ¢ down to Quality Assurance for determination if a query should be classified as a complaint.

i 1 O A TIRE EMPLOYERST) MAME 5HD TITLE [¥ree o Trom CAATE IBELED
R VEREE m gb ’éf Zhong L, Sr. Pharmaceutical Quality Assassor
OF THIS Arsen Karapetyan, INV-Dedicated Drug Cadre | 0B/26/2032
Ralph M. Bernstein, Biclogist
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MAME AND TITLE OF INDIVIDUAL TO WHOM REFORT ISBUED
Wir. Ganesh D, Reddy, Global Head—Bistagics Manufacturing.

FIRM MAME STREET ADDRESS

Bincon Biologics Limited 200h KM Hosur Road, Electromics City
CITY, STATE, ZIP CODE, COUNTRY TYPE ESTABLISHMENT INSPECTED
Bengaiury, Karnataks, India 560100 Drug Substance Manufacturer )

Your firm’s handling of customer communication regarding issues with drug substance is not adequate,
in that what appeared to be valid customer complaints, like complaint no, 42602, appeared (o have been
incorrectly classified as querics and not adequately investigated.  All three customer complaints
appeared to be similar in nature, where there may have been issues with drug substance solubility,
potentially due to longer filtration time in the ¥ EP manufacturing process. As a result of different
classification of customer communication regarding issues with products, there is no assurance that your
firm can adequately trend and review your drug substance quality parameters for various Critical Quality
Attributes (CQA)s and/or if a test method is suitable.

OBSERVATION 5

Your firm has not established scientifically sound and appropriate testing methods designed to assure
that in-process materials conform to appropriate standards of identity, strength, quality and purity.
Specifically,

There is hck of assurance l.’tm the ™ | ermentation culture mnlmuinatiuu check is able to recover

_ ~ the fermenter sample pﬂﬂ' until the metal P& _

fermenter sample. Contamination check plates were observed to have cracked during the PPQ runs
deviations 36869, 38680, 38680, 39871. No data have been provided to demonstrate that the
contamination check test is able to recover contaminating microorganisms in the presence of the host
cell organism.,

OBSERVATION 6

Your firm failed to ensure your investigations identify appropriate root causes, assess potential product
impact, and implement sustainable corrective action and preventive action.

raw materials testing for appe.mwm The Firm did not determine the mmammanng components in

s AR DY R SESNATURE TR MM ANO TTLE o Tipsd DATE BSLED
e W‘- ?Zf M ZThang Li, S Pharmaceutical Quality Assessor
OF THIS Arsen Karapetyan, INV-Dedicated Drug Cadre | 08/26/2022
PAGE Ralph M. Bernstein, Biclogist
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| NAME AND TITLE OF INDIVIDUAL TO WHOM REPORT ISSUED
M. Ganesh 0. Reddy, Global Head—EBiologics Manufacturing.

FIRM NAME STREET ADDRESS

HRiocon Biologics Limitod mmﬂg@[@g.fmmm .

CITY, STATE, 2IP CODE, COUNTRY TYPE ESTABLISHMENT INSPECTED

Bangalury, Eamnataka, India 560100 Drug Substance Manufacturer |

ere released 11-02-2022 and 10-05-202, respectively. Your incoming raw
] fication fm—ls not consistent with the USP monograph, including a lower
purity for ity, non-volatile matter, and no testing for readily carbonizable and
oxidizable substances.

OOT lnw:augatmm BA-OOT/22/004 26/04/2022, into the root cause of b al

und released on 25/02/2022.

OBSERVATION 7

There is lack of assurance that incoming raw materials lﬁﬁngmedfwtb—ﬂﬂ
manufacturing is appropriately tested prior o use.

J Spﬂclﬁcally,

' was utilized for

ll'l}'ﬂm'

| - CICHETLAE EWPLTSTESH HAME AMD TITLE [P or Tioee' [AATE HEWED
REVERSE Zhong LI, Sr. Pharmaceutical Quality Azzessor
OF THIS 'ﬂt 31/ ﬁ Arsen Karapetyan, INV-Dedicated Drug Cadre | OB/26/2022
Ralph M. Bernstein, Biologist
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MNAME AND TITLE OF INDIVIDAL TO WHOM REPORT ISSUED
Mr. Ganegh D, Reddy, Global Head—8lalogics Manufactusing.

FIRM NAME STREET ADDRESS

Bigcon Biologlcs Limited Euthm_m_-wr Road, Electromics Ciy
GITY, STATE, ZIP CODE, COUNTRY | TYPE ESTABLISHMENT INSPECTED
Bmpmru, Karmataka, India 560100 ] Drug Substance Manufacturer

@ raw materials specifications fo " |a critical raw material that is incorporated
' ; ctum_. is madcqum Your in-house raw materials testing

D. You lmw: inadequate justifications or risk assessments for the use of raw materials not meeting USP
maonographs.
OBSERVATION &

Your firm failed to provide adequate assurance that your cleaning procedy
cross-contamination for shared product-contact process equipment in the

USE™.

B. You failed to include surface swab sampling and festing in the fermentation and cell :
equipment cleaning validation study (BC/SFP/CV/R/D08) that are used to establish the equipment
dirty-hold-time.

C. Your manual cleaning procedure (S1/BA/PUSOP/0090) does not provide ade: mle instructions to
ensure that the cleaning of product-contact equipment used for® i
performed by your operators consistently. Importantly, the™*™ rinse vo umes are nnt specified in
the SOP,

OBSERVATION 9

Your firm has not established adequate procedural controls to protect the electronic acquisition
and/or systems used fo - Arug substance manufacturing on Biocon Sitegy manufacturing

system (BRIAN CHILD; Model PR-20, SL.NO 159230018), used te collect data
validation, has not been validated to protect original electronic records and

e CRPLCTET) S TS EWPLOYIE R ek AKD TITLE Thiv' o Trped: [ATE iLEAT
REWERSE m %1/' W Zhang Li, Sr_ Pharmaceutical Quality Assassor
u;ﬂ ggs Arsen Karapetyan, INV-Dedicated Drug Catdre | 08/26/2022
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MAME AND TITLE OF INDIVIDUAL TO WHOM REPDRT ISSUED
Mir. Ganesh D. Reddy, Global Head—Biologics Manufacturing.

FIRM NAME STREET ADDRESS

Biooon Blologics Limited 20th KM Hosur Road, Elactronics Ciy _
GITY, STATE, ZIP CODE, COUNTRY TYPE ESTABLISHMENT INSPECTED
Bengalury, Karnataks, India 560100 Deug Substance Manufactuner

relevant metadata (e.g., audit trails). During data review, only final printouts of the test results arc
reviewed, and they are not verified against the original electronic records.

B, Your firm does not have adequate written procedures for conducting Initial Qualification (10Q),
Operational Qualification (0Q) and Performance Qualification (PQ). Specifically, qualification
activities were performed by your software vendors for networked Empower V3.0 software for
HPLC equipment. Your firm appears to have performed Performance Verification for Empower,
however this verification is not adequate, in that, it does not evaluate the consistent performance of
the software/equipment over a specified period and operating environment, For example, during our |
review of your Empower 3 chromatography software, interrupted sequences were observed, which
generated “Data Incomplete™ chromatographic data. Your firm has not demonstrated 1o understand
the different types of communication errors and circumstances which may lead to a “Data
incomplete™ chromatography.

| "I!"nur staff uses a common user name and password fo access the SevenExcellence pH/Cond meter

] HI-PHM-1183) used for the pH and conductivity measurements in the
wrea of Buildin

OBSERVATION 10
‘memmlmkatassumncethatwntermd

used in the manufacture o

Specifically,

B. Your control of your “Pr
fmm!mmﬁfmmum

o EHATLET ML) MAME ARD TITLE [P o= Ties | LATE EELED
REVERSE ,gﬁ“-r ';Z/ ﬁ Zhong Li, Sr. Pharmaceutical Quality Assessor
OF THS Arsan Karapetyan, INV-Dedicated Drug Cadre | 08/26/2022
e Ralph M. Bernstein, Biologist
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NAME AND TITLE OF INDIVIDIUAL TO WHOM REPORT ISSUED
Mr. Ganesh D, Reddy, Global Heatd—Biologics Manufacturing.

FIRM MAME STREET ADDRESS

Beocon Biologics Limited 20th KM Hesur Road, Electromics City
CITY, STATE, ZIP CODE, COUNTRY TYPE ESTABLISHMENT INSPECTED
Bengalur, Kamataka, india 560100 Dru Substance Manulacturer

1. The "p»,.ﬂmss-delwamd to the facility has not sampled at the points of use and tested
for critical physical qualities =5

2. T he spec ification limits of Conductivity and Toial Grgmuc Carl:mu (TOC} Pmms—

Tere : thtymmmﬁmgmdmgﬁwnakxmm&amdmththa
mu'ndu::nnn nf putenual contaminants from the additives into your process. The vendors
certificates of analysis for the additives, which are accepted by your firm for raw material

release, do not include any purity or impurity test.
OBSERVATION 11
Your firm’s quality unit’s oversight of your GMP manufacturing operations is inadequate.
Specifically,
A, Your lirm lacks security control to prevent the access of GMP utility and equipment by the

unauthorized persons on the campus. The following areas are not locked or have access control
L CRC el LT iuplmetapmtmmdcﬂGMPmanduﬁliﬁes:

Building U4 Source Water Sump.
Bmi&ing Uz, reated Water Plant,

: U‘llllljl' Office, DG Rm-m“}l el

R T ISRUEC

08/26/3022
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