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OBSe!WATlC."0/,IS; AND 00 •NQT lftl:~NTA R.'!ML AQ5NCV 0elf;l{.lr.lJNlliTlQN REO,,R~ 'II'~ QOMf'llA''0E". IF YOU HAVE Mil 08-iECTllJff RE~ 1W 
OBSf,R\IATICtl. OR 1-!A\IE lli!PLIEMENTEO, CIR: PIAN TO IMl'lBL'IEN'T CORRECTIVE. ACTION IN RESPON'SE TO Ni OBS6RVA'fiON, ~ MAY OISCI.JSS TH! 
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Obsc:rvafion 1: 

Written production and proeess control procedures are not followed or established in lho cxeculioo ofprod~ctron 
3nd process eontrol mnetions. Specifically. 

a. I (WS) obserYed lhe sa:niriz.ation ofgloved hands not adhered to during lhe serup of'lhe (b) <~> fcKibfo Fill 
Line stopper bow! according to A-SOP-2] 01..019, ....Aseptic TecJmique for .Pare11ten!J Or,eratioos"._ v22-, Effe:ct•ve5 

4 4dale 2023..01 5 03. \\1here~pmcludes dislnfecti:o.n ofgfoved hands wilhlb) < > .efoceth 
>< > 

1eonnectio.n and toucM.ng rnon-sterile items./s.urrnce~. f'unheffl\Ore, l (WS) observed I.be following: 

i. The (b) <~> ,bagged stopper boYi.•I lltMsilion.s from Grade C space into the Grade A air 
Cb) <4> b) <4> ~ removed within thel(b) <4> Obsen·oo was the lad:: orgoodl aseptic technique, 
w-here ' > · ~ho1,1ld be removed in Grade C sp,ace. with di (b) <4> - i; oontaining I.he stopper 
!bowl lnmsiitiuning to Oradr: A Sp.PC~ for assembly. 

, ti. The,compt.cte removal o,f lille stopper oowl~b) <~> ( overing was conduc~d during aslieftlbly wiU'I icO 'the Grade A 
(b) <

4
> I (WS) obse:n.red a fill technician breaking~. exposed face skin directly over tho 1.mcoveHd stopper 

bowl, stopper contact swfaci:). 

b. On 10 :P..& 2023, [ (\VS) obsen•ed on me;tt>>14> ,flexible P'tll Line for batch (b) <
4

> ___ lotth)(~) 

(b) <4> sed in .a ~oppa-jam dislodge placed below the stopp~to (b) <4> i:r and onto a.__sa_n_itl-.z.J:ed-· 
SUJ:'face. Ac~ording to Doc:umenl No.! A~SOP~2 I-Ol-042~ .. Aseptic mterventloos i.n die Vial and(fi)l'l) 

4
(b) < > •. v50. EffecUve date 202341-0J, Section 4.49. I, Use foroep, (bl (.if) Gujddremove stoppers itbrough 
bow I:> 4 without glove moving 011.•u open eofltaincr~. Duc.ument No.: A-SOP-2J-Ol..019, ••Aseptic Technique 
fot Parenterajl Operations". v22.,Effccdv~ diue 2023-01-0l. Sn:p~!l implies f()1i the b) (4) · mpone.ru: contact end 
not to wuc-b any1hin:g ,._,..,,hin die(6)l~) The proceduro was not followed. 
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c. Yo tb) <4l~teriHze cquiipmr,mt v.1thin or__drn:::\:lmL.mJhl?..fle~bk fill lim,tb) <4l ;with dti:
4

(bl <4l i~tudi:ng e: lbl <4l 'Tb (b) < l is not integrity m~tcd pos:i. 

manufacture :m as:surance of\lb) <4l lsterility. Yo!Jll' risk assessment RA-21-05-00L "Risk Assessment for 
b) <4l , vO~ .Eftec11ve daie 202{)...00..30 faHs ro iuclude ::md evaluate the b) <4l or 
integrity test. 

4
d. The direct roduel con1acj bll l~n~ lbr ~e ftexible ~iU Lin tb) (:.J) .-----•H}s ~lie:d w~~}~! 

(1>)(4) (sterHibl <4) The nntegrLty oflh 1 )( l ndueted on a <1>H4l is ms .not 

col'lls.tdered in balcJt release. Allho11gh yoo mdenufied O\e deficiency chrough a gap assessmool 17 Novernber 2022~ 
with eol't'ecti¥c action due 26 Mey 2023 fo ~bl <4l mtegriey ~r. the lime-pttiod for ,correction act.ion is not 
co:mme:n~ufale wifh the lei.•ellohis.k to rrmlu.ci quahty. 

c. l'hc'(b) (:.J) ieKible fiH Linc for (bl <4l m4f\.Ufac1Ur;e is cleaned with 
4

1stt:ril (b) < ) pending fill line machine assm1bly. You faikd l:O establish a mllidmum cletm hold fone liml~ 
where after a pcriod.-ofelii_mo based on validamfon or risk as~smcnt. (bl <4) kaning would be repeated prior LO 
fiJI line machine asSICJilbfy and~6)l..J) 

Futtnermore, during tilting line assembly for marmfactu:re. the de;:med.(b) (..J) opened into Grado C 
4spa-ce. followed by do.sure back :into Ora.de A spaee. The (b) < ) rior to dosure into Grade A space are 

not cleaned_ 

Yoo fruled to implement a ma:ritnl!1m hofd 11:ime Um11 for posl machine.assembly pendmglbll4l 

4r. On W May 2023, I QVS) obsi:rvtdtb) < l oot vi~ually in!lpec:teid fur m1.111tiple mten-entim1s on me Vial 
fming l.im, Fm Linet~~~ According to Document No.: SOP~2l...Ql-0[9, ''As~pttc Tcclinique for Pu:renter=,a•_..,-.,--.-.-

4Opcrations,,. v22, Effecthre date 2023-01-03. Slepman operator shall pi;:rfonn 81 visual Ul51J.Cdicm of (b) ( ) 

(b) (4) fo (b) (4) inte,,,·eotion per A-SOP-21 a0 1-042, ·..Aseptic Lntervenrions mlb~ Vial a;ndtb) <4) 

procedure was not followed. 

g. According.to Document No.: A-SOP-09-02-0~ "'Gowning Qualification'', v2J, Effeetive date 2023--02-20, 
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Section 3.,6.2. l~ a non-cooformance tn aseptic pra.ctke. the etrtpfoyec:: sh.all receive fee.db3Ck at the time ofthe 
.incident and meet with their Manager antl lhe Class.ifit,([ Area Ownfn£ Dt=parunent Mannt;~r or a m~:nbcr orQC 
MicrobfoJogy Mruu1igement prior to re-entering the das.1;:ificd area unescorted. The conversation showd be 
documented un A-FRM-09--02-011, "'Clas~ified Arca Non-Confomumcc Ohservatii;m". v7. Effective dale 
2022-07-11. For O~rviuion l.11 and I.f, do1..1.1mentation of the- 1100-coofonning aseptic ~c;nt by form WB51ml 
00;nducled!. 

4h. You i111Jic.:-.u.ti:: lhat lhe sterile hold ofcquipmcnl and ma:Li::rmls att b) < > is incorporated into lbc media fills at 11 
flf-cqucncy of{b) <4> ,.....,..._,,..._ Your procedure A-POL-06-01-00 I, M Aseptic .Process Simulation Policy'\ v33 and A~ 
SOP-06-0 Ji.-0 I5, ~Periodic Qualification Evaluation•~, v20. Effective dare 2021-12-20 fails to include the sterile 
cquipmc;-nt and component hold time requirement and fr-ec.iuency, v.ith the frequency not supported by risk 
!assessment. 

Observarion 2: 

!Equipment revalidation in support of the manufacture is inadequate. Specifically. 

{b) <4> ..--_2rn1 and 2102 are wed 1n<b><4> _terilimtion ofequipment for mllnufacb.ln=. The-_<b_><_4>_____ 

(b) <4> s fi01 physieaE and biologie11J e\raluated ru. uny frequency in 8S-.'illOU1CC dte ,.-aliclated ~1:ate is maint.ainai. 

O~ervotttln 3: 

Equipmr11t and faciliH-c:s arc not adequately maintained or cleaned in support ofmanufacture. Specifically~ 

a. On 09 ~ 2023, I WS) observed tbe..,..(6_,_,) ..,..(4...,.)______________Filte:r v.'Ith dents 
in the fiJte .(b) <4> The integrity ofthe filter was not known. 

b. On 04 May 2023, manumcturing Suitelb) < 
4 

>:i:sed in the formulation ofproducts {b) <4> 

{b) <4> •as observed with analytical balance BLA-2005-11 in adctcri._____- - - - - - peeling from_.anUai s-ta1c. t1pe --__ _ a 

1 (b) <
4
> an surface,, reili HEPA falter F-2212-05 with discoloration, and, cart witb a rusty wneel 

mecnanism. An'b) <4 
> 'tctiun separatfas Grade C sp!-l«l from GrDdt:: C Aoor ~le spac-e W-11$ observed 
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,vith tv,,,o <rerachcd (b) <4> gmc-ets. A (b) <
4

> l!lffucc under e1evate lb) < 
4 

> lance slabs was observed 
uncleall'. 

c. ~WCReceiving Dock, Door 151, leading to the out-side was obs.enied wJth mi inadequate door frame seal. 
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