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This document lists observations made by the FDA representative(s) during the inspection of your facility. They are inspectional observations, and do not 
represent a final Agency determination regarding your compliance. If you have an objection regarding an observation,'or have implemented, or plan to 
implement, corrective action in response to an observation, you may discuss the objection or action with the FDA representative(s) during the inspection 
or submit this information to FDA at the address above. If you have any questions, please contact FDA at the phone number and address above. 

DURING AN INSPECTION OF YOUR FIRM WE OBSERVED: 

OBSERVATION 1 

Procedures to prevent microbial contaminations are inadequate. For example, 
a. Your finn continuously recovered endospore formers, objectionable microorganisms, and human 

isolates in GMP suites that are used for upstream and downstream processing ofthef1>><4> 
and~l>ll4 

> rug substance intermediates, and product samples. For example .., -nu- m- er_o_u_s_•J 
deviations (DEV-2021-0027, 2021-0046, 2021-0058, 2021-0060, 2021-0133, 2021-0145, 2021-
0196, 2021-0268, 2021-0322, 2021-0324, 2021-0436, 2021-0544, 2022-0004, 2022-0030, 2022-
0066, 2022-0230, 2022-0264, 2022-0313, and 2023-003) were raised between 2021-2022 for 
recoveries ofBacillus spp, Paenibacillus glucanolyticus spore formers, Enterococcus spp, and 
various human isolates during environmenta] monitoring, and in product samples as per OOS­
OOT-202 l-0077,,"g}?.£Q.Ptj-fi102\°080, OOS-OOT-2021-0161, and OOS-OOT-0 131 which 
resulted in batch ~ o (bl 

41 
eing rejected and designated as ''Not for Human Use" due to 

Bacillus spp. contamination m the product or product samples. 

b. Th >Y<4 
> J oint of Use (POU) identified as:ET

4 
> y sed 
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for batching and product manufacturing processes are infrequently monitored for endotoxins. 
According to RL-SOP-000876 Rev 18 Item 11 of the SOP, the monitoring frequency for 
endotoxins is "after maintenance" for the POUs. Endotoxin monitoring fo~hould be 
performed with frequencies that commensurate with manufacturing usage to ensure conformance 
to USP monograph foil>ll4 microbial control limits. 
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OBSERVATION 2 

DATE(S) OF INSPECTION 

02/27 /2023-03/07 /2023 
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TYPE ESTABLISIIMEtn' ll'SPECTEO 

Drug Substance Intennediate Manufacturer 

Environmental monitorin~ culture plates are placed in closed f<il oxes in the f<il 
11 4incubators atll>l C an H C incubation conditions. Your firm has not evaluated t ..he_ im_p_a...ct of 

"liz" th b)(4) . h lbf(il) b c . l I I d' . b .utt mg ese1-..--........,.....,..-... xes m t ___mcu ators 1or optima cu tura con 1t1ons to o tam 
environmental microbial recoveries that may be sensitive to sub-optimal cultural conditions (e.g., strict 
aerobes, temperature-sensitive, slow growers etc.). 

OBSERVATION 3 

Responsibilities of the quality unit are not always fully followed. For example, 
a. Document RL-SOP-00830 "GMP-Occurrences: Documentation, Event, Deviation" (Rev. 13, 

Effective Date 29 Jan 2023) requires that batch-related deviations with potential risks on product 
quality should be clas$itied as m_naJ.,or. DEV-2022-0428 was raised due to thetbf<4>--inmning 
l!l_arks on theE:J i bf<4> yste_!!!J'..:rr4 _.....,,.....,....___ sed for11iJ 

14J )md 
rbl(4l Y rocess duringltif<il) Q "ficatiol] OTQ_C-~....-1hel61141 liia~ditect.conta 
.__--.,.,---.-...J"'"'!t' . -....---....1(b)(4 ) (b)(4)
with roducts durm the manufacture o batcb,es4 4 

ll>fl" ,,,_.,,.,---,----,....,..-,---- nd'b>< > PPQ batches (b>< > 
1141 indicating potential impact on product quality of the as ..s_o_c.,..ia-ted--,-b'""a-t""'ch:-e-s-. _... 

However, both the initial and final classification ofthe deviation was minor. 

. ~ti)(il) . 
b. The mventory o ...,..,........., e ce standards m LIMS was updated on ~~t~ 5, 2022, 

including removal of 1141 _ials ot1b> <
4
> rimary reference standardltiJ <llJ1,ials o~rimary 

reference standard, and bJ <4>1,ials o (bl 141 econdary reference standard. However, no 
documentation or event cou d be located regarding these changes. 

OBSERVATION 4 

. lbf(4) . 
The cell bank transport system for mtemal transfer o ---.-.....,..-,,---.-'I ell banks are not qualified. 
Specifically, no qualification data are available to support the cell bank handover procedure from the 
storage location to inoculum suite. 
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OBSERVATION 5 

lblT4l l b)l.il)------,_
Nine bags of rejected biological intennediatel _____., atc ____l bags 3 - 11) were not 

promptly moved to the reject cage at the time of rejection on or about l/13/2022 as required by SOP 
01027 "Quarantine Store", section 6.3.3. The bags were in blocked status in SAP, but they were still 
stored in the high-rack warehouse at the time of the inspection on 3/1/23. 

DATES OF INSPECTION: 2/27/2023 (Mon), 2/287/2023 (Tue), 3/01/2023 (Wed), 3/0212023 (I'hurs), 
3/03/2023(Fri), 3/06/2023(Mon}, 3/07/2023(Tue) 
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