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THE DOCLNERT LETS CHSERVATIONS MAGE BY THE FOA REPRESENTATIVES) DISENG THE INSPECTIGN OF YDUIR FRCLITY. THEY ARE INEPECTIONAL
QESERWATIORS. AND DO MOT REPREBENT A FINAL SCEMCY DETERMINWTION RECARONG FOUR COMPLIAMNCE. ¥ YIU HAVE Ak OBJECTION SEOAIDIG AR
GRSERVATEIN, TR HAVE RFLEMENTED. OR PLAN TD INPLEMENT CORRECTIVE ACTION N RESFOUMGE TD AN DASERVATION, YOU MAY DIRCUSSE TiE
CHECTEIN SR ACTION WTH THE FO8 REPRESINTATIVES) DURNG THE IRSPECTION O SUBMIT THES INFOMMATION 1O FODA AT THE ALOMIESS ABOVE F
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ORSERVATION |
Procedures designed 1o prevent microbiological contamination of drug products purportimg o be sterile are not
established and followed. Specifically,

A_ There is no assurance that your aseptic process simulacion studies or smoke stdies performed in RABS are
representative of the conditions during routine aseptic setup or filling operations, For example, we observed a

RABS B ®per, for longer than ing setup. We also observed three RABS pen at the same
time during filling operations. Neither of these activities were simulated in media fills or smoke studies. In
addition, the assermbly of the topper insertion and the tightening of the ;
were performed differently from what we observed in the smoke stidies.

as opened fo start active air sampling and left inadvertently open durmg I..in:_

. We ohserved an ope

or contacting fixed equipment parts inside the RABS and RABS U jih o

spray sanitizing with

). We observed operators spraying their gloves and resuming operations inside the RABS before letting them dry
completely.

E. We ohserved operators sanitiang the top surface 1;1[;':3 containing sterife equipment vet subsequently
touching both sides nFth:_ng during mstallation.

in the RABS

F. We ohserved the operator hlocking unidivectional laminar flow by leaving an opened {
that had a large surface arca.
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G T‘he guggles used by operators in the aseptic filling area have three open vents on the lop ol the goggles.

H. We observed an operator often moving abruptly and rapidly inside the RABS and during® & ine down of
the RARS [BIET

JOBSERVATION 2
There is a lack of assurance that your cleaning procedures, used for non-product-contact process equipment in the
RABS, is validated to prevent contamination, Specifically,

A The cleasting of the RABS and fixed equipment inside the RABS is performed manually. There is no assurance
that cleaning is performed in the same manner as the cleaning validation study performed in December 2016

support RABS decontamination

B. The B lidation disinfectant efficacy study for LA
coverage was not performed in the Grade A RABS

C. Cleaning verification is performed only on product-contact equipment surfices in the RABS at the conclusion
of drug product production. There is no verification of the cleanliness of hard 10 reach surfaces on noa-product
contact equipment inside the RABS,

OBSERVATION 3
Your fiem's quality unit’s oversight of vour GMP manufacturing and laboratory operations is inadequale.
Specifically,

A. You use the European Pharmacopoeia (Ph. Eur. ) reference mm:hnl & 15 your quality
control reference standird for refease and stability testing of your®™ ~ lrug substance and drug product.
There are no written procedures to ensure that the Ph. Eur. S48 clerence standard continues to be

suitsble for use, once the standard is under the purview of your QA oversight in your manufacturing facility.

B. The final finished pa d and labeled rug product is not tested for identity and thereby does
not ensure the identity ol‘h iscrimenation from the oﬂltr-lmg products manufactured in
the facility.
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L. The external laboratory qualification and audit failed to ensure that the contract testing firm appropriately
qualified the bioidentity test. This USP bioidentity test is included in the BT jrug substance
specilications,

1. Your procedure BMIQASSOP036 Handling of Ouwt of Specifications- Analytical fails w specify that a batch
with a confinmed owt-ofsspecifcation result, assigned to a manufacturing process-relied cause, mist be rejected,

E. Your procedure BM/QUASOPO%- Sampling, failed to establish time limits for sampling of refngerated raw
materinls performed at 18-25 °C in which case unspecified time-out-of-refrigeration may adversely impact the
raw material guality,

F. Insufficient justification for the use uf-nnn-cumpeudial raw material was provided.

[OBSERVATION 4
Devigtion investigations are inadequate, Specifically,

A. You failed to adequately identity the source of glass particulates in @Ml lution batch failures PICIIEEN
and— .-\.u.ordmg to the firm, glass pa iculntes cin arise from vial breakage or glass friction a1

ring drug Ssolution manufacturing. From July 2021 1o 2022 for drug product
batches filling in © the critical dﬂcl:i percentage due to glass particles varied, but were occasionally
detected from >EEEETTS of wotal batch size, The source of the glass particulates is still not known. The inability
1o identily a root cause is exacerbated by the fuct that there is no assurance that viel breakage will be detecied by
the operator or critical alarm systems.

B. Your firm failed to adeguately implement a tate CAPAs for Q08s, For example duning the dispensing of
D B Working Coll Bank Lot 4 B RS BB S during noculum
transfer, a passive monitoring plate was found to be out of specification limit in grade A biclogical safery cabinet.
The orgenism identified was the same a3 the host organism being tansferred imto vials, The 6 M rool cause
investigation determined it was a method issue. The CAPA implemented was to add the idmliﬁedntmin to
ﬂlc amtomated lil'a::ulinn sysiem library. This oceurred for BM/OOS-01/200019, BM/OOS-0120402 1
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¥ -

and BM/DDS-D1/ 19052,

d 1o adequately identify the root canse o.f-::iuggmg ot—n d

As described in dei-umm PRID# 43977, your fi f'rm imp!emaﬂad anew

C. Your firm fal

Inggmg n order to implement lpwupnatc CAPA&

ORSERVATION 5
There is lack of assurance thal water and
manufacturing processes is suitable for its intended use. Specifically,

A, Tlm-rug substance -:L fermenter media ! :
not meet the USP acceptance requirements for B uuer of conductivity Slem @ 25 °C, pH g total
organic carbon (TOC) and aerobic microbial count <@ICFUML The intemal specification limits for
the aier on the site does not test for comdductivity and the acceptance eritena for pH, TOC, and serobic
microbial count are widened to pH TOC < b, and TVAC «:-:FU:ml respectively. The B1Y
water is tested lor the absence of objectionuble microorganisms S, aureus, P aeruginosa, E_ coli, and Salmonells
SpECieE.

B. Your risk assessment evaluating the appropriateness of the use of ﬂlz'vm in your—)s
|m.muﬁ|.;;nn-ing process 15 inadequite. The nsk assessment focuses on the minimal water Hu;rm‘nenls at

biotechnology manufaciuring and not on water quality attributes 1o support the rmentalion process
and potential impacts on product guality.

€. Your risk assessment regarding the addition o unds to }’uul—syﬁcm 15
inadequate because it does not fully assess the potential levels of the additives to your process or the ability of
wolar process 1o eliminate the additives.

D. The "Process delivered to the facility from the®
physical qualities (o ensure sterilization (B2
pipes have a kength greater than m the points of use and have never been sanitized.
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OBRSERVATION &
Your bateh record documentation practices are imadequate. Specifically,

The batch records for drug substance (DS batches PN ad aumerous

correction footsates including those for error entry, overwriting, incorrect justifications, caleulation ervors,
ineorreet volumes, illegible handwriting, incorrect colemn entries, mcomplele lme, anscnplion errors, incorrec

date, and incorrect spelling.
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