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“kb) @) . . (D)) .

1. There are discreparicies between the information submitted i and the
manufacturing process performed at Biocon Ltd. For example, R T Ll
a. In-process specifications document QC/QB/SPEC/IP/064 lists™ © tests at® @ steps
as “Report Value”; however, section 3.2.5:2.4 of 0@ includes the followjing routine
@ in-brocess action limits: . . - . . . W gl g

o

b. Batch manufacturing record BI}I(IB-F-F02-700000665 indicates that the formulated bulk may be stored

(b;i& )2 to 8°C for up to? @ or g; C for no more than however, the hold is not included in
c. Criteria specified in® @ (Section 3.2.8.2.2) as “acceptance criteria” are deﬂn(gfl(‘z)zs ““action

limits,” “limits,” or undetined specifications in the batch manufacturing record for the
drug substance. Specifically, — :
i. BMR-F-P02-700000868 for the production bioreactor states “if the cell concentration is
less than®®  cells/ml or more than ©@ " oells/m] take a deviation and continue™;
however, the parameter-has an acceptance griterion in ¢ .
ii. BMR-F-P02-700000868 states “if residual s less tian®{@2/1._take a deviation and
continue’; however, the parameter has an acceptance criterion in
iii. The hydrophobic interaction chromatography in-process control specifications for
size exclusion chromatography (SEC), CE-SDS non-reduced (nrCE-SDS) and CE-SDS
reduced (rCE-SDS) are controlled as acceptance ranges in®?® but are described as

(b) (4) by .
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“limits” in the corresponding batch manufacturing record BMR-F-D04-700000873.

2. The Quality assurance unit has approved and implemented documents that do not assure appropriate
production, testing, and deviation review and release of commercial material. Specifically,

a. The procedures for batch record review-and batch relcase allow release of drug substance batches with
opén deviations or out of specification (OOS) results and for release of drug product made from such
dmgSUbsﬁlinc’c. :--_5 ,. Sl ot B .‘..;:.{,';‘, e e e g ey AT - )

TS MM/QA/SOP/004 ‘,fl"{’c_\?iq'v'v'.deat_c}_i'R:cﬁ:qrds, Analytical Report, Relevant Records, Approval
' of Batch Relcase and Genieration of CoA™” for drug substance states that “if the deviation/OOS

. L i . ¥ 3

. “does not have any impact on the product/batch based ‘on‘the completed impact assessment, but

3

pending closure due to some other reasons, then batch can be released with appropriate
justification” (Section 6.4.d). This is a “full” release, not a release under conditional
quarantine status. o T

ii. BF/QA/SOP/004 “Review of Batch Records, Analytical Report, Relevant Records, Approval
of Batch Release and Generation of CoA” for drug product does not include a requircment to
evaluate the deviation and OOS status of the drug substance used for the drug product
manufacturing.

b. The procedure for approving the test results for in process samples and raw materials (BF/QC/
SOP/029 “Testing and Approval/Rejection”) allows the analyst performing the testing to also perform
the review of the data and release the data to QA or make a raw material usage decision in SAP.

i-. For in process samples, Section 6.7.6 states that “after completion of analysis, results are .
entered in TI sheet/BMR sheet and signed by the analyst.” Then, Section 6.7.7 states that “the
TI/BMR sheet with meta data will be reviewed and released with signature and date
(signature can be either sclf or by a second analyst).” .

ii. Forraw materials, Section 6.1.9 states “once the analysis is completed by analyst, results
review and usage decision in SAP can be done from the same personnel whenever

e e

applicable.”
3. Handling of in-process samples is inadequate. Specifically, .
a. Samples for®®@ fetection using the culture/indicator cell method consist of the unprocessed
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(b) (4)
bulk BF/QC/SOP/080 “Sample Handling
and Outsourcing to Contract . 1esting Lagorawiy ). . . . - L S '

b. Unprocessed bulk bioburden samples are settled for :up.,to“”(:’« prior to testing, The samples are
not mixed prior.to testing-and the test is conducted with the ! aboye the settled cells.

microbiology or analytical Quality Control laboratories... ..o 3¢ . o

1 0

c. Theré s no time limit bethcn‘satnpling'in.the manufacwn;lgarcaand transfer' g;f Sinﬁx_bles to the

4, (n;mfm is a lack of Quality oi};ars:igh;__ix:,f ‘thereview of procedures followed in the quality control testing of
drug substance and drug product. Specifically, e T resdtae i 30 D8 1o
a. Instructions in the method SOPs in the QC labogatorv are insufficicnt and/or inaccurate to ensure
adequate testing of in-process intermediates for drug substance. For example,
i. SOP QC/GAM/035 “Bioburden Testing” addresses 11e receipt of the samples in the

or prepare the samples prior to the test. The routine practice of aliquoting unprocessed bulk
samples into a bottle and settling the cells prior to testing is not captured in the SOP. ‘
ii. SOP QC/Q8/FOR/072/02 “Bacterial Endotoxin Test Report” does not allow for documentation
of the volumes used ingz step dilutions during sample preparation. Therefore the calculations
used to prepare«; step dilutions cannot be verified. '

b. Instructions for the actions to be taal)c)% based on results from in-process testing are insufficient to

listed in Section 4.7.1 of BMR/F/700000751/23L-3Q} /07 “If the in-process test results for individual
an

. Y (b) (4 s
bag is out of limit for> @ d '@ then foll(g\&)me below mentioned -

plan.” However, the plan that is described 1n 1able 14, does not include In
addition, the number of times the recommended action is allowed to be executed betore aerernng to

the acceptance limit is not indicated.

c. SOPs QC/Q8/SPEC/FP/114-01 “Standard Testing Procedure” for drug substance release and QC/Q8/
SPEC/FP/097-01 “Standard Testing Procedure™ for drug product release do not provide assurance

microbiology laboratory. However the SOP does not include instructions on how to aliquot and/

ensure adequate processing of the drug product. Specifically, the following statement is
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that the methods can be suitably performed in the Quality Control laboratories and that the methods
will remain in a validated state; For example, K T g n s
i. Manual integration of the data is required to be ormay be performed for SEC, nrCE-SDS, rCE-
- SDS,; and JEX: chromatography (IEC). Clear instructions regarding how.to perform manual
“integration 'and 'when manual data integration can or cannot be performed are not provided to
‘ensure consistency.”. © 7 ¢ ol L LPE D PR o e

ST an

i, “The protcols for SEC; nrCE-SDS, rCE-SDS, and IEC do not specify whether new or atypical
" peaks Would be identified and documeritéd or investigated. << T

s Blen : A 2o e "o e

iil. Reagents, consumables, and equipment that may be substituted fith “cquivalent” include the

™" QPCR Master Mix for the host cell DNA assay, the SEC cohiin, and thé SEC and IEC HPLC
systems. The methods were validated for usé with specific reagents and, systems and it is not
clear how the substitutes for the items specified in the methods are determined to be equivalent.
iv. The protocol for residual host cell DNA does not include key information to ensure appropriate
DNA yield for testing. Ste @@ includes an instruction to add water that has been
“equilibrated to room temperature or at 70 degrees or more” and then to “incubate at room
temperature or in a boiling water bath.” However, to ensure an acceptable DNA yield, if the
water is equilibrated at room temperature, the subsequent incubation must be performed in the
boiling water bath, and if the water is equilibrated to 70 degrees, the subsequent incubation can
be performed at room temperature.

5. The OOS procedure [BF/QA/SOP/029 “Out of Specification Procedure for Non-Conforming Materials and
Drug Products (Analytical Tests)]” does not ensure satisfactory conformance to batch release specifications
and appropriate investigation and tracking of OOS events, because itis internally inconsistent and not clear.
Specifically,

a. Section 6.1.a of the procedure indicates that OOS results from different test runs (different batches or
products) performed on the same day may be reported under a single OOS.

b. Section 6.9.B.b of the procedure states that retesting as part of a Phase I investigation is performed
by"” @ analysts in triplicate; however, Annexure 8 used for conducting and documenting the
investigation includes only two samples per analyst. Therefore, it is not clear whether samples are to
be retested in duplicate or triplicate. : ’ '
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c. Different and incomplete instructions for reporting retest results are included in Section B.f and

Annexure-8. :
©) @) T L LRI TS :';..('b)“)'., euiezepn . e oo )
6. and olutions used for drug substance formulation do not
- have adqq(gﬁg: microbial control. Specifically,, -~ - ¢ ¢ R T me

a. The solution is nof tested fo4x; bioburden nor filtered prior to addition to the
unformulated drug substance. In addition, the raw material has nio'vendor or in-
house. bioburden specification.. ., T

b. The®®  solution is not tested for bioburden nor filtered prior. 1o dddfﬁon ;b th.e' unformulated drug

substance. The raw material vendor specification is NMT® ® CFU/g and in-house
specification is total yeast and mold NMT ©®® cEy/g and total aerobic count NMT®®  CFuU/g; in-
house specification bioburden levels would result in drug substance bulk bioburden of " CFU/100
mL, which is®“ £o1d higher than the proposed bioburden limit at this step. -

7. Bioburden sampling during manufacturing of @ drug product is inadequate. Specifically,
(b%l)npling of the' used for drug product was performed immediately after the®®

step.

8. Deviations are not initiated and/or closed in time, per the deviation SOP, and do not include appropriate
justifications for delays in closure. Specifically,

a. GB/QA/SGRIVS states that deviations should be closed within® with a window
period of In case of a delay in closure, the initiator is to enter the justification for the
delay, and the delay is signed off for acceptance by QA. The following deviations were not closed or
did not have dclay approval within®” days:

BL/DRU-15/007 due date: 15/06/2015 delay approval date: 03/08/2015
BL/DRU-15/011 due date: 16/7/2015 delay approval date: 08/03/2017

BL/DRU-15/037 due date: 09/10/2015 delay approval date: 04/27/2016
BL/DRU-15/053 due date: 30/11/2015 delay approval date: 05/08/2016
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BL/DRU-15/062 due date: 19/11/2015 delay approval date: 09/12/2015
BL/DRU-15/063 due date: 17/11/2015 delay approyal date: 05/08/2016.,1 '
MM/DR-16/074 due date: 27/10/2016 delay approval date: 23/11/2016

. MM/DR-16/160 due date: 26/12/2016_delay approval date: 16/01/2017 ... ..
'MMIDR-16/163 due date 29/12/2016 delay approval date: 16[01/2017» PETeS

b. GB/QA/SOP/025 states that dcvxatxons should be rcportcd wuhm"” @ from the time of the

deviation. The SOP does not contain a differentiation between'reporting and initiation’ of deviations.

The following deviations wére not lmtmted w:thm(b’ @ ofthe “datc of devxatlon” stated in

the deviation report:.
BL/DRU-15/062 date of dcvxanon 02/10/2015 datc of i lmnatlon. 06/1 0/2015
MM/DR-16/029 date of deviation: 09/07/2016 date of initiation: 10/08/2016
MM/DR-16/097 date of deviation: 20/07/2016 date of initiation: 27/09/2016
MM/DR-16/160 date of deviation: 25/10/2016 date of initiation: 15/11/2016
MM/DR-16/168 date of deviation: 31/05/2016 date of initiation: 23/11/2016
MM/DR-16/199 date of deviation: 02/01/2017 date of initiation: 10/01/2017
MMIDR-16/202 date of deviation: 18/11/2016 date of initiation: 12/01/2017

¢. Inthe event of a delay, a justification and target date are to be entered into the deviation'report, the

delay impact is to be assessed, and QA is to review and accept, if approvable. Many entries do not
provide a suitable justification for the delay (more than 13 of the deviations reviewed during the
inspection). A few examples for the delay include,

“prioritization of other activities”

“delay in CAPA initiation”

“delay in preparation of investigation report”

“discussion between cross-functional teams™
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