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f'ru,;i:dur,cs d~ig111!i!!I •o pn:\·~1 mi,;rooiolog.i,;al i;onu_111 in,11iot1 ofdrug prOOH!;'k. p11rpurtin_g ((1 b.; ,t,:n le .ire nur 
•cstablishd and f'ol lOM<-cd.. Sp~tt""teal ly, 

A.. There is rm assurnnc-c lhai ~our aseptic pro!X!ss i imulation scudi-c-s. or smoke srudics pcrform~d in RABS ari:-
1e:p~mf!li~c ofdie 0011tl1Lu1~!i 1hu:·i11 mutin~ fL'lCpti..: ~t!'l'Up tlr fil Iiug ..-1~nitia11s, Fut e:,w111ple, we ob~cf'\i.:d a_ 

rV\BS l6)3p,=n for loJJgt:nhan(b)(4) during i;e.tvp We aho obMC"'ed clLn:t! f.t OS(b) <4> . f'eJ1 aithc :;;1'me 
time dunng filling DJ)Cfalions Nenhcr of mesc act,...-ities wen: simu lated m media fills or smoke stud,e:s. In 
addition tJhc ass.embly ofdic(b) <4> tapper inscni:an (b) <4> and me ligbt.:ai.11g of the (b) <4> er 
(b) (4) wen:: perl'mml!II diffi.;rentl; fmrn \1,ifl~t \\t! (lf;ISL'T\tcd in (l~I! i,;mt)k.l! snl!die.-,., 

13 A thm:l ltAbslbll4) -.·.is opened ,o sL,trt °'1U\'C arr sa111pliag 1111d left mad,.·crtcatly ope□ dunng Lmc"b) <4> 
lrutnllatio11.. -----,, 

[l We ob::1i:rv~d o~r.itor& liPlil>•i_ng 1f1err glo..·i:;s ilmil Rliuming opemliom in:s.id,: thr: [{ADS before li_!Ur"g llten1 d11 
cornplctcly. 

f . Wr: 1Jl:i~t!rv~d 1llt! ,)pl:111Cur hk11;ki11;s ur1i,litec:lr<1111i1-l l.:imiw1r f111w h)• ~l}\' i-ng :in C:tpt?net!l(b) C4>} :1i in Lin?- RABS 
lhal h.ad a large- surfooc Mei). 
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10IIHK~4 • 
h1dL1JII)' ln1nrmu111·-, """'"' liil.p \x/ir,,;.,,.,,.!) 

N"-111 ~D 111 I ct NWl'DJ."'- 0 ,,.IOlol Rt:iid~r r; 1!.1,,110 

H We: obsc:I"\ cd DJ1 operator often mm inl?. sbruptl~ ,wd rapidly i11.>id.: the RABS and dm 111 ,tb) (4) ,.ip.: duwn or 
1hc iRARS b)l4) 

,UUSLl:(VA'l 1O -Th,:n: LS a lo..:1,; ol alillfRIIC>C 1hat) our dcanLAK pruC\:dure~ u.-."d for oon-pruJud""'o11U11.l p1 oc~ c-qu1pcn.:n I in tJ1c 
RAHS, is r,,1thd,U\!J u, pn:i,-..:nl rnn1.1n1m,Ltio11. Sp1,.-c1fo:~ 11, 

/;. lheo d c.1ning 11(1 I<! H.1\ H~ 1111~l l1ll.,:,d c:4u1pmenl m,iJc Che ~\IJ') IS pcrlonni;.-d m,111uo1II~ rhcrc 1~ no ill,',IITIJlll:C 

Lhot clC"u11 ing is pc-normed m the: swnc manner ti the cle-anmg , altd.1t10n illld~ pcr(ormro m December :20 Iti 

R. Th1,.• (b) (4) , al id-41 i, 111tl1 -.1nf1.:.:,an1 ctfo.:~ .:~ ,ltJd) l o (b) (..J) o supp1111 R,\ R. \l.r.;L"lm1,m1111~11m1 

1;0 \ L"Tii(ilC \'tiol~ m>C pcrformN ITI 1hc urnJc A KABS 

(. Ckening \'"rilicatioo u performed ool} on prodoct-contact cquiprn1.:nt .,.ufa..:c-; in Uh: RAB. lit ct,,... 1,.-011,d11~i,1i1 

c,fJtilJ:' J:JMdlll:l p«)ducliun. T ltt-:t'i! i., 11u ',L'nfic:a1.iu11 o flhi? clt:-1nli111.::.,,. vrl1.1rd lo r-act, '1trf3c.:~ "-''' mK1-pnJtlui.:• 

c~m1..i;c ~~Ill ip1nt:r11 irL)idi: ,~ ~ l{A A~ 

OBSER VATLOK 3 

Your lirm 's qtJali~ L1n1l'!0o un-r-.i11,h1 vf ~LMlr G'.\◄ P mam1f;11:111ri11g .Jml Lih.w.itu~ •'pt:ralilm 1s ino11kq11iill~ 

Spccil1;:.n_lJ>•• 

(b) (4) 
A 'lr'otJ u~c th1a F::111\1pca11 Plu1.m1,,<t.oopuc1::i {Ph E.Ut J n:kru,...:~ st.1m1.mf __....,.__is your qtJ;1h1> 

4,;t'ln1rul n;fl!l1:~nr.:t: ,1,1111danl lor n:lc:u~ iUld '1i1b1ht) tc:st111~ ol rour(b) < > rug. ~11bstam;e .nnd drug product 
Then: ore no written proc~urcs lo CflSUfC' that the Ph Eur.lb) <4) fcrcnc;<" s.BJ1dard cootinues. m be 
suit3blc for U!'I(', 0111.--c the SlaIIJ.mJ is Wldt.'f lhi: PIii'\ ir.:w uf}uur QA u \ ..:~i1-1ht i.1 } Olu 1t1.lnt.1fkl1Ji-i11 ~ foclli1) . 

B. The !in.al timshcd p.n:bitcd .ind Labeledlb) <4> rug product 15 na< ltSted for 1denlil\ SJ1d lhereb) docs 
not C11lil.ltt the idc:oti~ o b) (4) :rnd discrimination fn.itft dl1: other (b) (4) tuK 1)rvdu~ti ma.m1fi1.CL1Ln:d in 
Il,c l".li;ilil}', 

n crs· 'uU.11! , 00 , 1 tl.l! ~ or ,,..., 
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f>,vi,iuci ni Rl111.c.::hn.:illli) 'v111nufoa111 ir-4 ,,111111 UA\11!11',11 m. ,,_,.,
lll'Jlti N1,:,1,•Ifo,11,:t;hlrc l\¥~·•111..:, Wh.1~- Cl;tJ,. Bui1Jil1K ~ I 
R11um 2.Ziill, Silver Spnll!I. MD 211993 FEINUWB~ 
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ro. K.lt110 t:.L 11t1r (;lfl11lllll'ltla11. Si,;nh ,r Vk,: l't..:~\!."r uml Sirr Ik-..iiJ 
FtdANINli I'IIILL l ,IL.u'IE&!I 

IUi01.Vh !'.iln IU·.J. ~ ' - l'-'4J I, Jala11 Uiu1.cknutu11i l, l,i.11.,., .sJJII l'i:rind!...,Jnan !iil (." 
cm 111,t,rr '-'40 zw CIJOE ~ en Elil....,t Mf'hTlljl;PEl;TEI) 

hk.andM Puleri, fohnr. l\b'1:,,,;io 'N:?illl Dmg ~,l.mL~ ,mJ Dniig Pn:>ducl \.1,mufo ·urine. F.u:ilil} 

C Tl~c c-xtcrinal labom.10<)' qu-3MicaLio11 a:11.J a11di1 f:iilt:i..l to i.:-1ls1J11J 1ha1111~ 001L1tu.cL •c~tio,g film aPf)OOfWiaLd~ 
q 11.tJified d 1ci bividcru i1y lt=)lt Th h, USPhioidc11111y r..:,, i... 1m:h•d<d i11 the (b)(4) tlna1pulr-:t:mi.:r.!' 
spe..:i n~ul iom,.
1 

1J. Your (l'llc-<:dun: BM/QA/SOPl0l6 Ha.1Ldli11ij nffl 11 ofSp,:ci fka1iun,. A1,al)•l.ical fail, m spc-cif} that a batch 
v.i1h ,11 1..·onfinni:11011H,(•~ptti fki11ioo r..N1l1. 111'-~•gm:d Lo ill man11f.11.:turi11~ rmi:•:.M related Cillt"t.!• mu,t Ix ri:jL·cCL"41 

f Yom pro,.-.:dUJ'!I: BM•QCNSOP/09ti~ S.Omplmi?. fa1l1:d Lo c~t.abl,slt 11me limits IOI' sampling ofn:lngtratc,J raw 
mn•,mnls pcrfo:rmoo 11.t 18-25 "C i11 whw:h ca....: 1.11•~pe>.::ifioo time--01.1L-of-,(:fri,!!cr.1L1on may ad\•c-rscl~ 1m pact Lhc 
raw inat1?1i1•I quaIi1y• 

._ lnsuilTK'fonlJusulic.at1011 lor Lh,c use or aOfl-c0fTipcndieJ raw material was provid"d 

OBSFRVA noN i1 
f)i:vit,1io11 im,~:-.Ugu1111m, ,m.: in..1dc:,q11n1,:, Spi!,;dkall}', 

A. Voll faili.-d to adcquB.Cc-ly idc-nli~• the- SOIUCC orgl.nss J'llr1 iculOlC'S m (b) (4) ..olutiL1fl batch re il1nc-s (b) (.if) 
M U(b) (4) Aei.:u,Jill!J IIJ tlii: flnn . M,li.1,~:u1~,Ll:ll-t!~ \:1111 ~r i~~ r,0111 I, ial •x-l!al...11.l(t! or jllN( fricLi,)11 a, 
di IT,:n,'ll l points durin_g d1"11:!lproduc• 1mdtfif{.if)- \o11.1tioo mnntJle.ccurmg hum Jl1 ly 202 J to 20:!2 for drug rrndu,;t 
ba~chcs filli.ng in lb) <4) tile c1itice.l d~rccntagc due- to gla!i5 particles uried. buJ were occa;iooall; 
detected (11@1 _J b) (4) oftc,,,t.sl htttL'f1 !\t11!', TI1~ """rc:t: tH tlti.: ~L'i."i~ 1•ttr-i:uln•c~ i~ ..,,i ll m,1 kpQ\',tt Tiic in.abilit) 
t11 iden11(y "nit1L <;1.Lu!.I: i:s C"i.n,;cro.ilcd by the fuel dial lhc:n: 1s oo 11!>~um11i;c ,hal "ii111 bfl:akage will b,: dt:te..:ted b:> 
the operator or cnti.cal alarm systems 

R. Your tin11 failed u ;i1lt:(t1.t.irt:ly •mplemi:111 n~[ln;;,li: CAl'A<1 lt1r OU !> . I ur t:ll.ill!!P.h: dunng t~ Jbp~11s111g vf 
OS (b) <4) rork ing Cea Bank. Lot ~ (b) <4) during inoculum 
t.ra1ufor, a pas..,i,rs nrnnitorin.i; p l:11£ was foond m tit: out of Sfl'CL ifica,Jun limit in !,l.ladc A biol~ ie;al SJ! fCt}' cabincL. 
Thi: urg1mi,rn ith:nlsfi1:d WilS Ifie ~mi: ms tbc hust L,r_guni:i.111 bi:ing L~fem:rJ 11110 \'mh Tiii: t:> \1 nmt ,,;-1uae 
i11vc-st.i~.ati:on dckrmin~ it ,~·ns a method issue lnc- CAPA imp~mmtoo was to ndd Lin:- idcntifo::d (b) <4) Lrain to 
Ll~e autom111cdE(4) .d1:nufic·111io 1 :S.}'i-tcm librar, Tltii uccunt!d for RMIOOS.-0 I/20/019, BMlOOS-01 t2(k02 I 

1 
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S-C.11111n, CCIMLIJMT ~6lty Offi«r 
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Di,uion of D:iotcrhnok!!!) "1rn1woaurir,:; ,u~ 2:l ■ Augwt JO, ~011 
111'-<!ll Nr:1,1, 1-h.,,~irc \ 1 enlll!, Wh..te t 1o1k Fhr ldu,e :-. I 
Koorit l:ZW, Sih·tl" Srn~ MD W99J '1:l '41,lilf'IPI 

l~•m11it: OP-MAfll.A[n~pcclian4:UR.:sp;:mJcs\ll f.:hldu.g,,-1 
IUll!-Uz.l

I~ 
NJI.MI -

Jnr.:m11a11,.,, ~.,..cw f.:h,;J.Y!',oi.: ,"ll) 

ri JU: a l'.lll~ ta ....,nw RI "Cllf 'Z l!HiUl D 

TO: Kiran Kwn• C.mdhlr,tl1m. Sen,,,r Viet' l'r,e,,,rlem ~ 

1"'"......~ 
l:l1tJt.~•n :i..i,, BM 

~,Le I le.:id 
--8-TR£E'l~-r.;i--~:;s 

,,, I, J., H,v;,. .. ,1,-.«,l:- t , Kc1,1o1-a., :, 1-'C>'•C'>.i m ., I C' 

CIIY !HAIi: AAP./11'0::IXII twl. 12 '!S°,>,IHJ!._'NLIII l!.!IJ'LC LD 

· ,{b) <41 

lUld DMIOOS-IJ L/ l ~t'OS 2. 

C. YOtlr lirm f~ilc:d io adequately idcmlify ~he ro,.14 ~use o/b) {..J) ~togging or<t>ll4) drutfi product . 
ha.Id~ 111ut1IN1 { :ij { .--------As di!M!1 rll(;d and.:, 1atmn PR.IDit 3977. ~ oo,- firm 1mpkmc-ntcd .a uC:'1. ( ) {,J) \\ 1dl 
.i lu_r e,tbll4 ) ~urrn.ci: 11.n:.1 •o l~si.,i:n ,;;logging,. h.owi:vr:r-, lltt! lllTTI h~-. n,>l i.lcnl1fii:d ch~ Im!! i:o1us1c n l 

<6ll4) logging morder to 1mplC'mcnt ,1ppropria.t.c CAPAs 

ORSFRVATION 5 _ 
Th11re i1, lac~ (1f ;1.-..a,1rrau,:;i: ,hrsl \!nllt:I' .11,ib) {4)~!1~ in Lhi: 111,mufaclU•..: ,l b) (4) 

manufatturi11g prooe:sscs is s1n l>1bk for ns mlc:mlcd use ~p~1fii;;:ill). ------
A , Thc{b) {..J) rug ,ubJ,ta11c.: !~~ ,t. fttn1c1ncr mc-Jja ~ r(b){4) __- rad!!' w:itcr which docs 
ml1 1tlt!l;!l. !'11: L; SI' i!C\:r:p!,111..:r: ~91.1i~111e11L~ fOf {b) (4) ,\'alr:r oi ..:11ndu~ivit)-· ...~~Ln,s.,~m ! 25 "C pH t \ lo1.3l 

orgMic Ql_rttoo (TOC) (~~ pm, and .scrobi'" mkrooial co1JI1I < i~~1-·t:,'m l The mtcma.l sp,:i;1lkatioo lr111i1,. fr.;ir 
the}~~ we•~r cm Chi!' site dO<'s not test for oonductivir,. and ,hi!' ac~ptanre cr1te-na fOI' pH.. TOC. and aerobic: 
microbial oom1t arc v. ideflcd w ,.H{fi)l.if TOC < {b) pb. sod TVAC < {b) Fl ''m l rc-irx"'1:'tivcl" The: {b)

I" l A \ I A\ ' I'~ J • IA \ 

\v.11~11' l!l 1~\1!;!11 fnr Ili11 .i~net: ufobjtai:1iun.1h l~ m ii:mtw~;mi.~m, S ,11..Jreu.,, fl acrU!ill~-•-..i. f_ t:uli, .md Sa.lmvtWlu 
:sp~RS. 

B. Yout ti~k .assc-~,;,n1c~t .:va!Lis.lill!" Uic 
. Thi: nisk ilMJ:!-!-m1:111 foc:1.1~~ t'IJJ 1hi: mmnn.:il Wl!~T I"!;! ..._____ 

af>i~ITl~ri&cL,lc~~ of the u..;c of1hc ~~~ s 
mmm f11ctITTmg pt"Otcs~ is. mud.eq1om1~ 
bi.otcc.'111olo,10 mam1radu1ing and nol t>JJ '"'·ater quality attnbut~ to support lh (b) <4> mt1mLtll1011 pl"lX':li!-
and potc:ntial impa~b -011 producl quality. 

4 4C Your risk assc-smicnt r,cg.irdmg the ,a_dd1tton ol {b) < > mpoLUJds to yo {b) < > syslc:m 11> 

inadc-q-1u11.c- bc-cam,,c it doi:.s not fully .ass::ss dte: potential levels of tbe a.ddith cs to ~ OW' p,oce-ss or the- abihi} of 
)'~'llr pt"tN;t!~$ ~v i:liminal(;! th ;jldil iti\ es. 

4
D . lltc " Pl'OOICSS b) ( ) deliYc«:d to U1t facili~ fiom mg{b) {..J) stem has noi bl%n u:-;;.tcdlb) (4) for critical 
ritiysi.,;,il qualit1t!:; !•' r:1~1-1re !!,l~rili,.ariu11 4t6>14) {b) {.if llllifet 

pipes ha\'c i1 h:ngtll greater tha.n~b) <4>Jrom 1.bc: roinb ofU3i: aI\d h:J'·c nevi:r bci:n s;in1tizcd 
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