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B_OOfl!'lingccn , .IN •l 7•103 Sterile Human Drug and B~olog!c erod~ot 
Hanufactur:er 

'rb~ ducu1Clcill Ust!l o'b!:,()1 ,,.aJ!lons n.1edc lb)• tl1c lFDA repttSCn.tn.tl,.c(s.) diuln.g 1hc in:spcocioo of ;your ~JI 1cy. Tbey are lrispectinnnJ 
ObSIM"\'IJAOOl.i, Md dno ·n.oL~ IL final ,\.g/.-ncy dctamir112it111111 rf;pitlina }'OW' complia:ni:1! rr )~II ha.,·e WI ,11ij«tm11 reg1mti11g 8Jt 

009Cf'\'11tloo, or bo:~ lmplfflllmtcd. oir pl9fl to imi,lcmcnt, colJCdh•c o.aion in mpooSIC 10 M ohsef'·nl'i<m, )'OIII may di9CU&ll lhe nibjo:tion ar 
illcii11R ,.,1111 ml1¢ l•'li>A ~ r11sn1~1a,..c(ll) d11rmg 1hr. iru:pccLlo.n or !lubmh tld11 lr1fom1a.mlon M> 1-'OA at tbt'i 11dtln:~ a1,o,..e. If}'INl uve any 
qi.x:sthms. pleue c1:1~nc:L FDA nt ·tile pl1"1lc number n11d ¥1drt:S.'I 1100,-0. 

DURING, AH INSPEC111ON OF '!(OUR lFIRM. WE OBSERVED! 

OUSl!.R\'ATION JJ 
Your fum railed t.o thorougtdy in\'estign Lt my unexph1inc,.,-d dis.crepancy or foi lure ora. bakh or any of its 
components to meet .imy of iLs .:ipc.-ci'Gcations, wheCher ot nol the 011tch hWll already been distributed. 

Sp~o.cificrilty. 

A. P'c::r vw;iouslb) <4> tch records. lhe Viiwihie rarlicle-s USP <790> resting Hst a specification of 
mrrticJ,es omivtni-e.d"""JJ<b) <4> arlide f.\" ,,b.$•f!!n•.ed durl:ng l'nlrial te.rting, te:1i'I an t.tddfrl'onal (b) <4 

> 

vials with u ,·t,mt1l1Jtb,w ,~pecific-.ali,m of'ntJ 1tmre fhan: w,artide ,>bsen'i!d ". Benveen 8/ J i /21 and 
4417/22., LY.-elv lb) < > es were reteased after e.1<ceeding the supplemental ,,.sible particfos 

testing. 

U. Deviation. s23g97·regarded at1t atypical particle found in thc(b) <
4

> n. the (b) <4> motor in Zone I 

~which lies above the fiHing line whc1e filli~g rakes place and units arc unstoppcrcd during 
aseptic !filling of (b) (4) fot{b) (4) dated 4/28t22. Particle was idcritified as (b) (4) wilh 
(b) <4) 111mterial. tb) <4) i.s not used in the mmrufacturing oflo (b) <4) lb) <4) is 

with•n the fom1ulation o flb) <4) lot tb) <4) which \l/11S manufactured directly bcfow Lbi:s 
batch The im,·e · ation states "Clienl (b) <4) rod11ct 1UIS bee11 ,ioted to be difficult lo deem 
becau.'ie o (b) <

4
) -:leaning is performed -,,,,.;,1, (b) <4) WFI and the bel~• 

cleaning has been noted witJlb) <41WFJ'". 
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• 'the in"·esti,gation is isolated to lot i b) (4) and does nol extend to other batches 
previously manufactured niter the aseptic filling on6J <4)---, vi.ihich could have been 
polenrially affoctcd by the inadequate cleaning proccduro. 

■, Tho invc-sligation did :not question how[(bl <4)-----:i could hID,·c potentially oontaruin..'t~cd 
mm-produi.:t contact ~quipmtnt which li,es above the filling lin,c. 

• AcL1ot11 REC 546084 was initiated on 6/tS/22 to change 1.:lennin,g mtlh0tl. A-SOP-21-01· 
056 l:;-~mns Une Disassembly ari(Hbl (4) 1Cleaning has yet to be updated tQ implement 
!~~ WH to be used during !b) (4) 1cle1ming foUowins a client~~~ batch on vtal Hue ~b 

'I.bis change contriol js still open and is 11101 due to be closed until ~b) (4) , ) 

Ueviation 523897 is stiH open. 

C. Barchcs. thai exceeded internal oont'lol limits v;er,c not always adequately investigated. iFor 
example: 

Tfae foUowi~g lots cxcceckd mnt,crnru contror limit fm various categories of1t•isual defects such as 
J,,.fajor A defe~ defmcd a~ Fibers or lntrins.sc Pnntkulate (IE1ongatcd undissoh·cd matter or 
parlicuh1te mlliU-er otig,il'lJltio~ fliotn ai rwrmal rno.nuf~turing pruceS!I thac is floating freely '!,li,•ilhin 
the product or 'that is attl!Ched to the product con'l.ilc:t area ofd1e stopper}. ot Major B defect, 
defmed as oon•conformhies that could Jead to serious impainnents of lhe ~onaainer or potentiaJ 
impad to producl quality. I:nvcsti,gatlon into these limit brnaches to detennine. potential root 
causes did not occur as iilJ>J)r-opriato. 

1. Product (b) (4) ot # (b)(.J)-

2. Pr,oduct (b) (4) tot # 
3. Prud11ct ~bl (4) Jlot 1 
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D. OOS 520278 regarded out of spccillcaHon rcsuH fo.r CbH4> Paniculatcs Marter fotb>l4 
> 

tproducUesting for b)(4) lot (b) <4> da1erl 4/21/22Jb) <4>panicle was obser,,.c4 exceeding 
the- spccific-mion of (b foreign particlos. ldcnt:ification dctcm1ined ~15 partides w·erc ·present~~~~ 
was (bl {:if) {potentially from a haJrr/ibcmd cover) and (b) <4> pot.cotially from a 
lb>l4> p~~ooturc::). No nhvious cmJrs w,ere dcCcrmincd to hA.vt coat:riburod to 1iho 00S rre~ulL 

• Adtqu.ate justil'ioat.ion could not be provided fot only reiesting !~~ vials during a retest of 
the (b) <4> Padkulates Matter fur b) <4> Product instead or the !~LJvials reci.uired 
per the OOS prooedure. A..:SOIP-09-01-019, lnve~tigatlo.u ufOut ofSpedflc.YJtion Quality 
Control A'naly.rlcal Results, procedure requires a retesting oflb time,s the original 
indepeudenL test samples. ~~! viats). DeYhxtion 542603, dark 6/8/22, was mitiatcd to 
address lthe retesting. lb) <4> particulate 11U1lter for (b) <4> product testing for Cb) <4> 
fot lb) <4> Sr. Manager of QC stated they ""-'8Dtcd to retest!~! samples, but tho clicnl 
feJ:t that sincc (b) <4> ws idcmtifiat. the initial results were contaminlltion from the QC 
laboratory and therefore., only approved (b) vials to be iretcstcd. The retest o'f the (b) vials 

lA\ -~ ------'""' ricsultcd in thr-cc iocJi,ridua] vials v.iith fo1cign paniclc.s (b) <4> 

indicatioos ofCb) <4> ----------atcrial). There is no c\.idcnec lo support Lhr:: 
particles arc i,so]aited to the QC h1.borator}' r:nvrronrotnl.. Dcvi1:1tion 542608 it. $lill upen. 

15• Rcp~e-ma:it of •~e (bl <:.J> , un "'i~I Ii oe ~ Lbeori:t.Qd IA) ibt ~1: nm{ ~ause o: the 
pllrt1cie1 chanic'len:r.ecl a.:; (b) <4> from thi: teer.st. was nol bemg pe:rlormr.:d ~n a 
lirn11;ly ma:J'lm..-r. The investigl/ttivn rererenctd a P-"-vioosly initiate-d chlliogc tontrol 
482695, df.11eLI 213112, regarding repladng (b) <4> on \'1al 1 ine {b Management 
stated thhi change cu1ltrol waij, i'nittated due to the previous tb>l4> rio lougr.:r being 
a\·ailnbJe and the :new (b) <4> are (b) <4> nrlcl are planned. on betng rep!aced as 
m.edc,d. The due date i!t Iisted as 9/3 0/23. 
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E. De'\<iation 51 ,8372 regarded tb) <4) critical rejects exceeding quantity Ii mit for (b) <4) (limit 
~~! %, actual !~~ ¼)~ lot lb) <4) da~cd 4/16/22. After discU-s.-!doM with ·d,e clieol, the 
irnrcstigatron concludccl the cause of the dc,•iatioo w~ hyper awareness. ofslight yet acceptable 
bends mthe tb) <4l Visual inspectors were retrained in what constitutes a bent (bl <4l 

Lhc-tbH4l i.s bent lo where it extends beyond the diameter of the shoulder of thetbH4l 

,■ , This deHnition does not 0011sider the diwoe'Lt:r ofthe l6ll 4l or lh.c length of tbetbll4l 
•· Ju.stH'icationi for the chang.e '" the bent (b) <4) definition cotild not be ;pro\•ic.led. 
• '!'he rejected lb) <4) were not reC'\raluated to determine ifhyper awarcn~~ of ~hghr yet 

acccprable bends in -mhc lb) <4) caused critical rejects to exceed the quantity limit. 
• Additiomd inspection ,ws not pcrfonned for a potcotiaUy unstab[e process (benl (b) <4) 

• The mot caus~ of the bent lbll4l wa.s nol invcsligah.xl (i.e., supplier was not notU1c:d). 

f'. DtW'iatton 390307.det"Qd 7/19/iJ, repl'Cfed a. fiber found in thctbH4l stopper of~ n;tairi, 
product (bl <4l fot (bl <4l The reta1ns we-re ·reviewed a:; ~ ~ponsc to complamt-"'I rc:-g.11tding 
iack o.f effect. 'fhe. fiber' v.ras identmfied on 7/.28/21 es (b) <4) u11uniied, (b) <4) 

fiber (nol product re1ru.ed). ·1be investigation states the fiber has the characteri:!lticf. or 
manufactwed fiber which implies the fiibe.r is intrinsk to the process ( i.1:., most like!y from the 
sroµper lb) (4) bag). 

• No FAR was initiated. ~iben fiber was found in ilhe retains. 
• lnc investigation stated floors can become trnµped in small cre,,rasses inside the tb) <4) 

(such as the s,topper) causing tbcm to nol be detected until they become dislodged. This 
fibor W8iS obscrvcd dwing 1.hc main review prior to being dislodged. The inspection 
procodur,c for{b) <4) was aot reviewed or retraining did not take place to cosl.ll'C visual 
i.tJspccti.on would capture tru s defect ill llic fururu. 

0~/0l/2G22see: RB/ERSE S1rnd ta Boyi:1, Hlclt.i O~lll f;,lc~rt. 
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wi ,.......... 
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300S9499M 
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1100 S J"anttso.1 llr 
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0 . 1111-prooesSi checks d.wfog manufuctu1ring rue performed to justi I)• the removal c,f Obers. discovered 
durin~ ,aseptic IiHing Wllham adequate investigation iHto lhe sourw ,of th~ fibers. A-SOP-21-01-
014. In-PrlH.'.flSJ.' Checks. iP.rooedure requires an ib) <4l !inspection orcrJric.ai prrJOei.sing areas 
during aseptic fiUin,B. If fibers are found/noticed inside lhe~b) <4) .during the~b) (4) inspection 
or during aseptic fillitig,. a. deviation is rcq,uir,ed, and Cb) <4) are segregated back to the Cb) <4) _J 
in-process check. These(b) <4) arc e\raluatcd separately from the batch. After the particle is 
removed, aseptic lillling resumed. From W/3/2 l to 4/22122, hm product!b) <4) batches had 
fibers disco,lcrcdl during [Production without adequate investigation into rt.he source ofthe fibers. 

I H. Your firm doc:;. not doc'llmtnl the' ijdcnli L:Y ofp.lrt;culates found duruuc "trisual inspection of 
ascpticuUy filled product. All pnrticulblt<:s idcutified by thc(<bl <4l I 
ace grouped into a single C8C!.'g()T)' rc:ga«Hcss of wheibcr it is intrinsic o:r cKh:insic particlc-s. 
DttringJb) (4) illl:,p«;Clion. ul I inLrim;;c partk lcs arc: grouped lo~ctiler and arc not catrgori zed a..i., 

gla..;;s. l"i~r. ,cuJored partfol 1e. ~tc. This. is significant a.-. no ttCJ1ding ~wi be perform«l o.n tile 
particulates ,.,.,itho-um slllb-c1a<;.:Sificotio-n a1od ,c.ornplnints, ,or ul'.her fo'V{;:stl.i;atfons are bainpered due 
t.o iack offnfor:matfon docwnei1ted in tile batch records. 

OBSl!:H.V A"flON .2 
Written raco.rds ofinvestigation ofa drug complaint do oot include ·the :findings of the :investigation a.nu 
tbc follow-up. Specifkatly. 

A. As provM~ hy your flffl'l., a total of 179 com_plai.nl11. were rece;ved :for particles (for,eigu matter, 
parucufo1te tnatter, bfock spec..k.s, !black particles,_ foreign prutic!e, tb) (4) impurities, black dots and 
other pa:rtfou.lates, dark partfo~es, for-eign material foreign object, 1(b) <4) particulate. or pieces 
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Dctroi• Dil'lrict un.co OHNl/2022 -09t0li2021 
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De'lrulL, l\-11 411207 300.5949964 
(313) 393-..fll(lt) 

Am:lrow ..:spqa, Omer.al Ma11agcr. 
............... 
Cri.t.,lc.l\t h1ditll'l!I. U.C 

a"lll!CT...-£.:.4 

1100SJ~br 
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,.- l:1 r1 111 

Stc:r:-J 1 r- R1,unn11 Oruq .im~ BioJ oqi c Pn:,uuct 
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onbl <4l Jin v1.aJ) oo~w~~li1 OJ Sep 2020 lo 01 Aug 2022. Complaints "'-e~ rnc>t adequa.te!y 
1nv.esmi:gated to jnelu.de an mdentificatiom of the particle in the complaint sampie. 

For example: 

1. On 23 Mnr 202 J, a Custom.er Complamt-#333544 reported bloo.k specks in fouT -v1als of 
~b) <4l . lotMbl <4l • Four vi'1il.s ttnd foudb) <4l were rc:tiimtxl to your lion fot 
e·wdu.atiion. lbc- bl~ck specks w~r:e not analp,ed in th~ lab. Rewin ~Lmples review did not 
tnch.tde an inspection for particles. 

2. On 01 Feb 2021, 8 dico• wpm1cd particles in a vial onb) (4) lorlf l(b) (4)7 c~rstornc:r 
Complaint# 308230. Tm: vi.al was returned to your firm for evaluation. Tbc particks. wc:re 
not airalyzi."'Cl in 1he fob. Retain samples r-cvicw did nol include M i.nsptt.lion for particles. 

'B. A~ pn1'Vided b)• yt,llt' firm,. a tolOI of52 supplier complainu; for l>ltopper retated issues were 
submit led betwe.en DI Jul 2(H 9 lo 05 Aug 2022. Out of these, 17 supplmer complaints were 
l\elau,cl ·to Slopper item# 402832. Three of these iDvestigalions are still open (:SCll :5:SSl 04. SCR 
540975 SCll 534591 opened oo 04 Jul 2022, 05 June 2022. and 22 May 2022, respcctfvd)'). 1 

Yollt' tinn did not perform fill adequate investigation into the repeat stoppe1 defect reported. Your 
investigation of the 14 supplier comp.taints related to S1opper item # 402&32 relied in larg-e pmt 
ion the :supplier investigation. Por the 14 SCR, the supplier investigations co.nduded that that 
stopper item# 402832 either ""met agreed qualtficationtt or•~ root cause cannot be determined". 

C. Your flan didl noC udcquately extend your complaint invt:$tigation cu other ba.tc~s ofthe same 
lot or p:rodl!ICt wht..'D wurranted, For ex.arnpli:, Pet the firm's pruced»re. A-SOP-03-01-024~ titted 
Custor,1er c,,,nplu.ints .• Recurring Complatot 1,!!, defined as ""A complaint that has occWYed 
pr1::viuusly :and had a correctJive or pre\'efttlltive actfon(s) implemented., then occur.red after 
rmp:tementatfon of the acti.on(s).'~ Your firm did not ,conduct a thorough inve,st:tgation for the 
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multiple number ofoompJmnJ:s .reported for I.he same lot and the high number ofcomplaint5 
.reported! for the same defea for the same pJoduct manufactured at the firm. For example: 

1. Compl~t# 413054 on 07 Sep 2O2Jyp1oduc~b) <4> llot# ~~~:~ 
2. Complamt# 339767 on 06 Apr 2021, pn;,dl,1(,: (b) <4> lo 

D. Complaints were not always .classified ;u::cording to your SOP--03-01-024. titled Cu.rtome,. 
Comp/aims. for classification ofcompbrinlS: Critic-al. Major, and Minor. For cXBDiple. 
On 30 Oct 2020. a c~tomet Complaint # 27'2397 rc;poru.,d Hfl r:mpey !b><4> of 
prodiuctlCb) <4> .. You f11m closltified mis customer complaint as a >,:Jajor complaint rather Imm 
a Critical complaint. 

OBSERVATION 3 
Control pro~-es ara not established which moniwr the output and validate the performanc-e of those 
1INIDufacturing pr~.sscs thJtt muy be responsible fr1r causinl!; varia.bilil)" in 1hr: chalacteristics of in-
proocS!> materiPl 3ild the drug product. Specificallyr 

lntemo.l defect control limits were not established for thefb)<4> l}.ofeasurement System~b) (4) 

i.t1.Spec1ion process. 

This was nou:d during die review of the follo,vi:ng bat4,;:he$: 
• Produet~b><4> lot# fb>(4) liti.~tion on 11 Dec 2019 

Produ-ctl(b) <4> lot# ~b)(4) ' spection on 12 Jul 2019 and 12 Aug 2019.• 

OBSERVATION 4 
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Accept81nce criteri;::ii for the sampling and testing conducted by tbi: ,quality control unit is not adequate eu 
assure that !batches ofdrug products rmeet Jq)propri~ :;tatistical qwdi'ty ctmtroJ criteria as a c-0nditii.on for 
~11.,ek approval and release. Speci:fica!Jy. 

A-SOP~(rl~04~0CH, Performance ofAQLfbr.ParenteroJ. Inspections; states AQl. samp.li.ng should be a 
r,epresentation of the entire batch. "Duringllb) <4> llnspection withlb) <4> (System 2440), ifAQifoils 
/or an equipm1mt related issue thal ca.11 be corrected, slopping lo segregate materials and .then nstarti11g 
rhe AQL is the pro{Jel" course. A Tightened AQL will be performed on segregatedmmeri«ls.. Iflht Jsws 
is 001 olile Iv he CCJrffcted byari a4jtJS:tmenl to the ~b) <4>7 1he AQL will be c-0111J}leted ta ii.,, e;11irety to 
s<aiify llfi.s requi:r-e,.mem. and a FOc,"'U~e.d Tigh·te,1e.d AQL Qn 1Jw batch will he completed when 
ttppti>prlatc. " 

Your .fum does !llot take AQL samples that are rcffociiv,e oft.oo ,entire !batch. Your fiml! has had 
approximately !~l;ctmg products v.ihlch exceeded AQL limits during \'1.Stutl impcetion smcc 9/1/2020. n 
ism yom procedure .• A-SOP-OJ-!04-00L ·wse.gre~ate pruduct ·to.at m excec:ded AQL ilt I.he time of 
inspection fflld :reinsp~1 the segregated port.ion under a tishtell'ted irispectiun. The ren:wmng, 
uninspect:ed, portion i~ then continaed to be ,is:ua.11y inspected W1de.r 11.oliffl,8]_ AQ:L ins,pectiou levels ,Yi.th 
a i!lei.v batch size created. AQL inspection is perfomied whlle -,,risual impectioo is in pmgresst hmve,rer,. 
mere is no documentation for when AQL samples me mspected. There :is also o.o da&umenmtioo for 
whid1lb) <4> have been sampled. According to 1l:to AQI procedure. the samples should rreprcs~ot '"good 
satumtio11" throughout the lffltoh,. ib.owO\rer 1his is not verifiable based on ~urrc.ot AQL document~:L-ion. 
:Segrrc.gation of the AQL portion ·di.at rex.r:«ded limits relies on immcdiaite action :from 'the QA inij.')ettor 
to hold and segregate UtoS-e AQL portion,. 

In addition. tbe uninspecied portion i!. oot indwled in the portion exoeeding the AQL limit. The 
umru.pect~d portrt:m should he con~idered a part of the total AQL population. For example: 

• lodb) <4>7 for product.~b) <4>7 exceeided A·QL for critical d(:£ects. This lot \'\ras nm on the~ 
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and segregated at the time of,exceeding AQL limits.. acc:ord.iqg to DEV 483844. 'Ibe defect was 
dctermirwd to be a era.ck in lhe necik of the \·ial. Thr: ~egrc;gated portion w,as reinspected on a 
tightened AQL on the~b)<4ll The remahling, unmspeeted, portkin ,~ allowed to connnue 
norrno.1 AQL inspection level~ oo the~b)<4l)with a new batch s.mze determinedl from ·lhe remaining 
pop1!dation.. 

OBSERVATION 5 
'.Equip11-ent used iD die .r:nanuracruring ofa drug product is not ofappropriate de!rign to :mcilimt0 
operations for its intended 1.ase. 

A. 
l. Your :fum did :oot d.emonskate lhat Che lb) <4) is better nhan or 

equivalent 'tu b) <4) •nspectio11. You11 fit'nl did not consider in-d~vidooE defect via.! 
pertormatt-ee when e~ab1ishmg acceptance -cri.te:rica during<b) <4) 

(b) <4) System 2414) Performance Qmilific.ation (P,Q) (b) <4) , p"Q:'2"5, 
000-0002-l\ recipe (b) <4) Rev 1.0. 

2. Ad.di1ionally, insmees wheK dcfoc~ wr;re not ~wght lb)' tho (bl <4l v.-erc not -eV"dJW!.tecl 
lbeca.uso tnO)' urere a1,·e:mgr:d out basied cm the a.ccepuw_c.e criteria wpart A. Yoor firrm ·ni.n.~ 

eaclli &:feet type and size on Che[(b) <4l)in (b) <4l ACOO'tding lO your Secior Manager of 
Eogiruxring,.. the particu,lates. otl'uld. nu lon_ger be free floating in the '\ftill tor a number of 
reasons such as being stuck in the .s.topptt or on the ,rial ·"'ra.11. 'llie (b) <4) qualification 
tlo,c:umenls ailso did] not demonstrate that lhe (b) <4) m.nspection medmd could oosuspcnd lhe 
pamc11.lates in the prodlll.ct oace they became Mdetecm.ble/stuck on the vial -..will. 

J . Your mm did not evaluate exCrmsic part:ieuJatc, such as hair, dctecCability during 
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qualification oftM (bl <4l {System 2440) for recipe (bl (;f) ...304 V.9. 
Extrinsic PurticuJare Mau.er is a (bl (4) . ritic-al Defect tJwt is choc-ked during visual 
inspection. 

B. 
1. The product used fo:ryour tb) <4l nonbase line study (Knapp study) did not have the 

same properties as the product used during(b) <4l ({Wllificatlon. Your firm used a swrogate 
produc-t for particulate amdysis performed during the Knapp study A-DSR-18-01-091 as a 
bQSe]ine to qualify recipe bH 4l _ ev J.1 op bH4> (System 2405). The surrogate 
produer attributes are not detailed in the summary or executed repon. for the Knapp study. 

2. Yom firm does not have a program to re-evaluate perfonnance qualifications based on 
caati:nued process illDprovcmcnts. For example, your timJ has implemenled a test case for 
gray :zone e,'l!J.luation for new recipe performance qualifications.. Your firm also now 
pc:rfucms confidf!'DCe interval calculatiuns for .iwceptapce criteria.oftb) <4> Comparison to 
tb) <4> l11spection Baseline_The~ recently imptemented test cases ~-e not been 
remroa<:tive!y applied to previously qualilied redpes to assure they are still in a qualified state. 

C. Your firm has an ongoing issue of(b) <4> • t~ issues that are involved in low and 
.high-risk aseptic intc::rvmticms dming lhe asepti~ filling ofsterile drugs. Your firm performed u 
Deviation Trending Investigarion for Building~~~ n Felmw:y 9, 2022 and determined the root 
cause to be the 6f t4> ateriaJ was not robust eaough to maintain integrity during use. 
Your firm initiated corrective action to remediate the issue to related (b) <4> · egrlty by 
orrw>nina a c1.v..... e control to switch to a l b) mils thicker tbll4l m the same (b) <4> ufacture. 
~ - "-~ u,

Your :fi.nn has .since cam::cllcd that change control and as ofthe eummt establishment inspection 
your fum is still using 1ho original (b) (;f) that continue to experience many integrity issues. 
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OBSERVATION 6 
Pr,ocedmes designed to prevent microbiological contamination ofdrug products purporting to be sterile 
are not established. written. or followed. 

A. Th.c amlowstt_tdics demunsttate 41 m.1m~ ofinstanc~ that document a lack ofsucc:essfull_y 
meeting the ~c«J)tffllce criteria. Fo1' e,tample,_ A-VPQ--00l 78-S-VL-070~1AR11 Vial FU!ing 
~b){4) ,(Sy~tem 3400) Static and Dynamic Airflow Visuali7..atiotl Study Su__mman· Repon, vO, 
dHJted 5110/2J. t:..-:Wiblishes the aeeeptance criteria for the airflow visualization studies as in p~ 

lb) (4) 

Tti>(4) - The March 2 021 airflow srudies show 
discrepancies which do not meet the acceptance criteria, for example. 

there is no smoke over many ofthe manual activities 10 detennine that the manual• 
opcm,ons do not creatdgencrate air eddies or air turbulen-ce; 

• Utere a.re m1meruus ins1n.J.lees wh~rt t~n: has been no smoke t:val\Jlltions perfonned for 
the operator!> gloved. hand$ and forearm_1,;; 

• the smoke noule is not positioned in such a manner to capture the airflow when 
personnel perfonn the manual operations; 
lhe videoo do not incllude an evalumion ofthe fill equipment&, :fill[(b) (4) to determint • 
that the equipment con.figuration docs not negatively impact the unidirectional airflo,ir, 

• due to 'l!he angle of the camera unable to obs.erve smoke ove-£ ~ manual operntions~ 
• no visible smoke can he observed du.ring various manual operations; 

~ 
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there .im: numerous inJlarnces wbrn equipment and/or pcmonnel hands & ct_rms. block the• 
view, which ~lucks the c(1mpany fimn petfonning an evaluation nfthe 1.rr1idirectiowtl 
airllow. 

These. discrepancies potentially affe.c1 the othe, vial and filling lines used ro aseptically fill drug 
Mill biologic products. 

8. Adequate justification <:ould not be provided for not performing contact plating ofall (bl< 
4)7 

l(b) (4) JUsed dwing the aseptic filling ofslmle product. Instead. ~viromn,:nlal monitoring or 
~bl <4l is based on the :freqw:ncy of typic.a1 batch usugc and what c-an be oerform~ .Ill 
fuat~bll4l:-)ort. Usage is based on A-SOP-21-01 -054. DrugProduci<bl < 

4l IPro~zrwn, 
vl6. daL~ 6120/22 which ~-pecifi~ typiea.1 batch usage as low. medium or high. Only bigh usage 
l(b) (4) ..and!b) (4) ··~ to perform high ri.~ interventions are monitored at the ~~ of an a.septic 
ffilt No,sup,ortjng dam could be provided to j1utify the typical batch usage categori~ Onlv the 
u.se offbl<4l .. d to pertb.nn high risk interventions is documented. The finn has: vial 
filling linesJbl<4l µ.Uing lines and~~) flexi-fiiling line. 

I 

C. Ihe mttonal to only require Quality oversight ofhigh.-risk int~ventions during aseptic filling is 
it1.11dequ.1.te. Documentation only supports Qaality oversite during high-risk interventions. 

I 

OBSEltVATION 7 
Rom:ine checking ofequipment is not performed ~acc-01ding to a v.rittai program designed to MSl.lf~ 

Iproper perfonnanoc. Specifu:ally, 
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A. Your furn docs :nol assure·that the~b) <4) lis working v.itlrin expected 
punrmctcrs during ~et up for u nu, . Ynur finn u~e~ a chal lenge :set w,th gross defr.:cto; only prior to 
n.1111nin,g in otde.r to ,i::heck[(b) (4) 

1npembifay. 'lni,e challe.nijE:. set does :not- i111clmlt ,,.iuls. I.hat are at 
a. Lro'WD ,.,msibfe range ofdetection. According. to A..SOP-22-0J..,014JbH4l n~7c1io11 
Test Sel Composition and Handliug, ..The intention of ilhe ,challenge is to verify~b) <4> 
opcmbllimy db) <4> _.mechanism, nnd gencml~b) <4> functionality) ts correct." 

B. Yow linn dkhml quali·fy tht'[(bH4> IViul rnspet4ion 1<b><4>7 System CL !4S)tb><~t7 
~b) <4> !Hpeed during any quu.litiCllli,on acti\!lt.ies. 'Your procedure,, A-SOP-22-05-009,.<b) <

4
> J 

Pr,,c:e.,s Op.e..aJlonal fi1ow, states "'Verify vials have 01 least~b) <4> lin inspection 
.zone1

' during set up. nus verification is not documented, and no data has been generaled during 
qualification to snow that all vial s iz.cs v.iH pcilfonn~b) <4> during inspection. (b) <4) 

speeds ill"O the only parameter ,.,•,cdfia:l during set up. The fi.Lm uses vial sizes ranging from(b) <4l 
ml, on 'thid b) <4) liru;J)(,--taion system. 

OBSERVATION 3 

Y,our fim1 failed to eistabli:;·h eind follow adt,::tJtt..1atc control p.rocr..-dltl'e.,. tu munilo.r the outpul nnd to 
Ytdidatie Lhi: pcrfonnu.nc; ofth~e ;ma:nuracturin~ proee.11~t:11 thammay br: re.-sporu1mblt; for ,cuusing 
,'ffliability in the i::l:uaacteristit:s of irn-protiess. materiid l:lfld the drug prodt.1.cl. 

'Ille foltowin~ di crep.ancies were noted during the review ofvisual inspectorqualatica:tio:n for aseptic 
:fillhlj,: 

A. Aint0ugh iricluded in the emu.lsion vrsuall ·ins.pection kit,. visual in~pecturs for ernutsion products 
are not q_llalmtled to detect Major A defects. This category contains. fibers or intrinsic particulate 
matter. 
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B. The emulsion. .,,isuaJ: insp«.1ion Juts do not rqm:sent cx:trinsic particulate matter. 
C. A visual inspection kit does not exist for~b) <4l vials. lnstcttd, the inspectors train on the aqucoW! 

gloss k.h. The aqucoYS kit does not contain the foUo,.,mg defticts specific to ~6J <4l ,,;al_s; 
(b) (4) 

D. Pet A-SOP-22--01-009, titled!bl (4) llns-peclitm Test Set Compo.n"lion attd Handling, version 13. 
dated 25 Jan 2021 ~ '"all defecrs will be~b) <4) during 1he ~bl <4l qunJJjlcation P BA so rhaJ 
over the course ofthe) required passes !11£ impec.ror-has_had_ an e.Y~ple ofall defects listed in 
Jl-Wl-01~04-0015 001 .. arenterallnspect10n Defect Critena L1st.,_ This procedure was not 
foHowed during the initial qualification ofoperato:r~6ft6)7 performed on 20 and 21 Jul 2021 and 
the emulsioo qualification of6ll6) on March 8, 2021. 

E. You cannot oonfinn through documentation the inspection t.i.Iru:s during the execution ofvisual 
.inspection qualificatioD tests is :rcpr-cse_ntative af routine ,._isu:al inspections. 

OBSERVATION 9 
In-proc.es.s sampJes are not fel'.JFCS4.mlativ~. Specifically. 

The-1,e i.s no scientific Justukation for not performing pm-tides testing on routinely inspected product. 
Batches ofasepnca.Uy filled~b) <4lr arc inspected by~b) <4l The 

Sondr;~ B¢yd, Nar:~onal E:>;pert 09 / Cl/2O22.see REVER:SE ,: µ, /J.M•.1na Alghari~h, In.res~iga~or 
Logan Willian;,.:;;, :nvas-;;ig:1::or 
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Omoi.S ni-,v;llfic~ Offii:e 08.'0H.2012 - 09/0 I'2022 
300 River Pince S11i1,: S!NJO ·~·"'-!<30059499-641Dc1~il. Mr 4&207 
(313.) 3q.3 .,u()(I 
NA.W:N&11111!.e Gl'lilllll'lo-.T0-11!:J'll!"l' ~ti 

Alldl'i:w r:,;.pejl~ (li!r,ertil Ft.tnnqer. 
,..,,._...., ,,,..,,,, ......-
Cot,l,:nt l'm'li!Uln, T.lf"' IlOO S ~ Dr 
CIJY, IIT~n, ZPCCIM ~ 'rr'1! UD.ILIYlilllh , ·- -=~-
Bloomington 1 IN 47403 Ster-~~ Humdn PLcq H"d Rio109ic Ptctlu~t 

Manu t:i:11.!tun• r 

particulate dofccts arc rejected and the- '"ejects~~ arc nm through thel(b) <4l I 
ib) (4) .lfor additional inspection. Instend ofperformfag destructive parucles testing on the: 
good viiais rcmai1rting aft.er lhc!b) (4) .inspection. ~~ ? vials are sampled from the batch prior to beiQg 
visunlly insp,cclcd by cbis :proocs.s noo H1hcr nrc inspected by ISC {Inspection Sample Control) 
personnel. Thir: sampJc:..,. undergoing des,lruc:tivc·p,llrtielcs •esling arc nol fuUy rcpreseolntivc ofroutine 
produc1 ion, 

OBSERVA TlON m0 
Procedwre.-. d.esi gncrl lv prevt:nt rnicrobio logic..11 c;<tillulmLnation ofdrug products purport1ng to be .sterile 
dwd not inc.tude adequate ,,,-e,1 idation of lhe aseptic prooe~s.. 

A. The material~b) (4) lfor vial Jil'ter1(b) (4) ha.; nut heen 1.:1ualificd for LJMs 
fo1bels. Devmatio.n 493708 dated 2/25/21 \WS ~nitiated due to action levels !being ohmai ned -on an 
~b) (4) Jin ·vial Hne (b between the1(b) (4) lanJ the conveyor. The rout caube dr::tL:>rmintd the 
"alidalioo requirements tJr layout, co1lfigurntion and/or label orierl'tation ror I ,rMS li:tbels io lhe 
~b) (4) ,oce not ,qualified. 'fbe risk assessmenl for batch impact determiur:d the lahcl& ochieve a}~I 
lag reducuon (decontamination), and not the p:referrecl ~~ log rednction. Action 5.S2l 93 Y.-a.s 
inhimed <i/28122, to update. A-Wl-21-06-005-02 to label oootact plates in the~b) <4) 1with nuuker 
instead ,of UMs labe~s. Tbc[Cb) <4l ,is still used lo pa~ through UMS labels.. l 'his fill line 
is not dedicated and can be used 10 aseptic.ally fdl bodl bjologic and drug products. 

B. Tb.ere is no assurance rthat media fills arc rep~scnta11ve ofroutine pmduction as media fills an: 
not performed under ilic most challenging or strcssfuJ conditions and do oot simulate your 
production process. 

Sand a:i\ eo,"(! I Nati.en ta 1 Ft.pctct 09/01/2022 
Muna Al9haribeh, InYe3tigator 
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Dctroh Dislric:4 Offiec 
1 100 !RJi'J'CY .Pla,«; Si:rlte 5900 
Deln)il, Ml 411207 
(J13} 3!t.J.l$100 

C1nalcr11 lodlanai,, LLC JJOO SPattmo11 Or 
,.,,,ll tsr...a.,.Hlelll" IMl'?IITEIJ 

B:i.o-c-::i.i-r.qt;.cm, IN 4 'rd 03 Sterile Hunan D~ug end Biologic rroduct 
M'.aii LI la~tu:r er 

] . 'f:rending ofinlervemions during sterile manufacturing does .not take into consid.c:rntion 
paclrn.g:ing ,configuration (i.e.; viru size and run speed). Imtead, trending ofinterventions 
:is pe.rfonned by av-eraging all interventions from all batches :mn o.n a panictdar .lin-o. Vla.l 
sizes could range from ~b o~~l1mJs. 

2. Adequate scicn.tilic j ustmcation Vtoias not provided fO'f grouping iowrv~o.tions.. rnc-000... 
300.068 Drug P1,orJuct Mm1ufaoturing Media fiH [nt«ventio~ Rueiorml and "Ri !>k 
Assessm-e.nt, v7, dated. 2122/22. sl.aleS a]J inten.reotions have 11,een gIO"l.1-p,t;,d based Otl! the 
rcquirred steps to perfwm e!!ch intervention. l:he iotewe11lio-n wilh i(n1:: highest rlsk ,.,vru; 
ohosr;mi to represent all mnten•ention~ in ·mm grouping. d.urin,g the ll'}edm~ fills. The 
document equates clearing stopper jam in howl or~ the~o.me nsk level as 
stoppe1fseal addition wim or ,vimouHbl <4l port). 

J. M1.1IJipJe lin~ speeds are addressed \Vithin a sin.gle med.ra rui batch (i.e.Jbl <4l I 
fbl <4¼). niis ls significant as there is no assurance that the nredia tills pe.rformed arc 
,epresentative ofroutine mauufuctming. To,e SeniorJ,,fanager ofValil.W St.earn sbitr::d the 
intention during production is to nm. a:t,<bl <4>ro. 

OBSERVATION U 
Records. a.re not maintained so that dami therein c•n be: reviewed at least anmmlly to evruuate thr::-quality 
stal!ldards ofeach. drug prodll'Ct to detcr.mioc the need for eb.ang<t:S in s_pr;ci!ficuUoDS or man11facUtring or 
comro! proc,edures. 

Your 600 did mot establish criteria during supplier ql!lalification and req_ua1ifieation lba.qed on recurring 
su:11_plkrcomplaincs in A-SOP-Ol-0J-003, Supplier Qu..aliflcadon. ln .addition, your firm has nol been 

SEE REVERSE sandra E3oyd , Nat iot'.al 11:'.!xpe ct 09/G1/2022 
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Dc:croit DistrKlt Oftroc, 
300 River Pbce. Sli~e S9':J() 
li.);ilrnir., Ml lfS:20'7 

{31 J) :193-3100 
NKl/,!!NtllTTll..l!Ool' L-."0-1'~".ISU"-.ll 

A,ir;lrc\Y ~j.n, Q~I '1',,~aget. 
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Cat1lm1 rmlimi,i. LLC 
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Bloomington, I1'1 d.i'&O:l 
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""''lt:;::Q<Jt"~-
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n1-,_ 

300.5949964 

tr:ac.ldng and trending supplior complaint rtJ)O'rts wh.(;l!l a e-omplamt is fikd to rue supplier. Records iue 
opened fur many monlhs before 'lracking is completed. For exw:npk; 

Recoro# 533727, dated 5/1:5/2022, regamiDg~bl (4) ~embly.• 
Record'# 565406, dated 5/20.12022, regardh:ig~b)<4) asse.mhfy•• ., Reoo.rdl# 56611 I , dated 05![212022. rega__rding sterile bag usi::d for stcrik @Ung oponnio.ns• 

OBSERVATION l2 
Your firm :fidled to establish lahont:tory cOJ1trols ·Lhm: include s.cionllifically soi.mo: and appru~te 
!ij)Ccifi.cari.ons, standards, 5,LU[l,pling pl~ and test pro~ures desis.oed lo .aswro ·that ,components, drug 
product oo:ntainen. closures, in--proces..;; lf\i!lte:nals,,. lalbeling, and drug products oonfo:rm tv appropriate 
sta.ndar~ ofidenti'ty. ,tre-nglih-'> quality, and punty. 

A The verification ofme-thodl AM (b) <4) 100-018 Supplemental Destructive Vis-1.laff Inspection for 
Visible Particulates ofClient!~rug Prodnct Samples, v1, on 7/ ]2/12, demonstmted the 
analyst ,eowdl execute the method. ·roe verification did not show the method or d1e mia.lys1 •s 
abltil)' to detect particles. 

B. A-SOP....00-01-061,t(b) (4) llnspection of.1'Jedla Filled Vialsyv9, dated 12113/21 states to ~b) <4) f
• • • uspelID

1
(b) (4) 'the conmine.rs for appro:rlmatelyl<t>) <4) pnor to mspecnon to s · ·· •• my 
potential microbial gro,v.rth. ~b) <4l--itne. vial prior to ;wlial review could potentiaUy disperse Uic 
microbial film on the surface of the media: if it existed. 

C. On 811 /22 during the ,vruk-lhrough inspection of Che 'Mi,crobial Te.sting Laboratory, air bubbl~ 
v.re:re ,observed behveeo rhe~b)(4) lfiltc1 and Ch~ lb)<4) plate. !Four out of[(b) <4l7 water syi.rern 
sampling plates correspomli:ng to san.ipJes collccied Olli 7/19-20122 \\'G'I'e ohserved ba1,•mg 

09/01/2C22.SandrtJ Boyd, No'.ltiOnilll f.;xp~~t:.SEE REVERSE A.., A,)(Kuna Algharibe h , Investi,;at or 
t.c-gan Willia.ms., Inve:s1:ig;ator 
.E!:xini Funde rburk , Investigator 
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Ste rile Human Druq and Biologic ~roduct 
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bubbles. Inadequate con.Lael he-tween lhc filter and the tb) <4) might compromise microbial 
recovery. The impact of1h.c- bubbles on fill}' microbia1i film on the surface of the media was not 
provided. 

D. During 'lhc ~,nJ.k-·lhrough rnspectfon of the Micmhla1 Te!9ting Lab<"tratory, a di5-Cr-cpuney on CFU 
cowifs v.-as noted l{b) CFlJs on 71251'l2, (bl CFU~ on 8tln2}. Ther:e was no c:v~de-r~e that the 

~ A I A \ 

revkm1..::.r ~tmtuctecl monagerne1,t when the discrc:parwy v.a~ oote«l. A-SOP-09-01-039, Couruing 
and ReporiJng Cmml$ uf Microhlul l'lalfJ.~, v1, effective t 2/2 7121 state~ in ~ction 2.1, •·When 
nn•{ewhag mlarohiul'11lalf!S, lfJhe re~•J~wer count dJJ)er:i. /rnm that oftire origirml cmmJ, then lh(! 
re~iew mm·t take plac:e withJn~b) <4) lo/the ori8friul cotmr I<> t'Mtigi' lhe ctJunl or be 1.·hanged 
ul mana.gem,m.t tib,·,:n?iimi. ". This may impact the original count., and me discrepancy is not 
d'ocwne:nted, and! ma.11.agcment rnay not be notified. 

K fwl 11econciliation of injections performed in the quality control laboratory is not performed. The 
analysts are trained to choose between 111orm1.d. don'L process or doo~t process or wport. A-SOP-
09-06~180, Use ofBlM Empowrr J Chrom'1iog,wphy flata Sy5lem, does nol ~d~~ fh<;fie 
choices. Jr 'don't ptioce~ or rer,,ort' is chosen, thr:se chrur-na,toHl'llltlS al\': n.ol prucesst:d an<l ar,e 
nut ~vie•wt,et 
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