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Ttm ~nl!!'! l:sb ~maoo l!'tJ 1t1e fDi\ reprooen'.siw(1) ou11ng b l'IS~ C!f yo.;, fa:BJ. Th&r ::ire l"l,pOdlOnf.l ob~~ 1~ ti) nut 
reJl<B!enl e inBl i'(lefq lfelellTUlS!kn 18J:rd"II )1wcr o:illJ'IU1111C8 1r )m he.,-e en ctjadlm l'tQ,fClng 11'1 olm-a111kn. or h3Y9 lm--ptel::ll!nled, or pti,11 lo 
~.COlr£aVII <itlOO 111 l'CSJ)YISB lo il1i obGIJn'alioo, t'OO may~1M~IJmllll g'ad.Im v.ilh toFm. ~.aim(&)d.ffl!J llHI ral:l9db1 
O' sul:rrit lhis 111rlllmafim In DA~ lltP. ~l':~1. II ~ h;r.,.. ,anr IWJ~nrn1 ~ (llYlltl;I rP4' .i 1t1n pll;:ruJ nn!lix1i .rd i.dtcss .Jl.'O'iln 

IOURING Atol INSPECTION OF YOUR FIRM WE OOSER\lffi 

OBSIF..RVATION I 

r.,-ooedurc.s desjgned lo prc..,·cnl microbiologic~I contanti nal]on ofd.rug products pllfiPLHting. lo be scerile 
rue n.ol cstabHslted and follo\vcd. 

:i11c:ci"ficn1ly, 
4-.--- tb)

A. Duri ng Lhe(b) < ) rining Uae unr.J Uic~4) iul F-'ilhng I 1nt!j1 I uctivilies on Monthly, Aui-:,u~L 
I5. 2022., !Production op1mtlo.rs were ulxse~ wvln~ RAOS{b) <4) urin1,1. JonnlnF; and inlc~·cntion 
l:!t:t.ivilil-s ovt'.lr drug prui.lu:tt filrooJ lb) <4) ,rid emply .,,,,uh, lprc-druH, produc.L). rt:s.r,t,elively. All 

{b) {.if) pml viuJs wn-(' fu~ht,t..J1t.:P ·e_,.-;~ w bl! lru: lutfoc.l m111 lhc batch. ID1d wc:r,c nol dmscarded. f hls 
11ct11E',W.ll.'I nowd ror:<bH4) ln'}6ll4)m (ft1.tch b)l4) ~ndtb)l.if) 

lbll4) rnj~t;on ~~ ICJ (B-.tch(b) <4) drtl8 pmd1-11c1s. on 1hcir rc'lpcc1~vc JilfHnc:s. 

n. During bolh sulup wuli filling uclivlli~ for b<.lth lillin~ lmn~s. !ielup orsteri lcn:ornpontnb. were rrmm 
.ah,a,,u;·s pei FO!ilrted a:;cptically to proh!cllng lirst air or im.:vvnt cross contamination. Spccifirnlly, 

I. Uurin , lhc1i!l ~'j 1FiH~ng Lioo s.ctup on Iucsday. hugust l 6""'2022 of the sterile slop per 
lb) <4) bowt ~4~ and transfer device. some open.llions (e.g. bJl4l evicc<b) <4) oval over 
.stoppcr<b) <4) N:quircd lhe Ol)e'rotors ro pcrfonn manipufations over sle.rile compou.1,!nts 
and viohlte firsl rur ptlllCipJcs. 

2. Uurln ~b) <
4
) •i lli.ng, I.inc and~~l ial H lli,ng Linc nictrvi tics-, i;,,n Friday, A~•gust 12, 2U22, 

and Tues ay. ugus 16, 2022, 1rc5]1cicfo•cJy. _primary (clean~ secondary (soiled!) Production 
operntcm1 ,vcrc ,oh:wrvcd ~ndHng common items (o,_g.. {b) <4l--------:i-.ott1c. 5-t'lSSOl::I, pens) 4
int.crcha11gcably when conducting Grade A ~nd Cirt1dc H opcIBtions drning open RABSl6ll l 
setup intcrvcnlion.11 

in, , , • ]ILJ j" · , , ■L .Jb) (4)3• Th~ .sOOI.Jtldat I( ruuuctl.Ofl u~ra:tors, respuns. u e or sU!nd:izmg u...:: 
r.M D~b)l4 folluwint upen<6l nlervcnlimm, prior to closing, wilh(b) < 

4) 
< < ) ·ipes aflcr<b) {,J) leanint slm'ke. 
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REVERSE 
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Mr. Ganesh D. Reddy, Global Head - Biologie5. Manufactu.rin.g
lml!El'...,_ 
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08/ll/202Z-08/12/2.022 OB/15-19/2022: 
0&/26/20'1'1ffl,._ 

Bloeon 8ilologles. Umlwd eomm.tt,a111dr.t-fl,sdllil Link ~o.1d 
l'IN, im.n.~<nlL~ lffl'ep!"~ _.,:i;rn, 

BL'fl!lla.111:rU, J:i.t11,Jt;1k•, Jn,dja 560099 Dru& 4:iubi.t,ance S Or11,11 Prootid: Manufart11rer 

4. Duri11g~bH4> ' iJiling acch•iHes and ~~~ iru Filling activities on Friday, Augl.lSL m2, 2022. 
mid Mo'm!ay, ugust 15, 2022. rcspcctii,.•cly, Produc,1on operacors were observed ~ i.tb thel.­
hands down by their sides., below their Wllist. 

:S. Dmi111ytb) <4> l•i 11 irng, a.cmh•itie.ci 0111 1:ridnr. Augu~ L 2. :mu. operators v,-cre observed 
~ring 8(lggle.i1 ~\•~ng gRp$ lbct'i.\'ccn goggle ~traJ} 1md opcra,or's head d11ring t'hc aseptic 
optiaticm<i. GogB,1~ 11!!1Crl hy operators h, pmlcct aJYlil'lsl cxpo5Cd skmn whir~ working i11 lhe 
yrade A &. 1-\ nrca., dmi ng a!1cptic opcration.11 hillving unprotccccd gap5 t1TC nn• i:in cffecdve bani.er 
.again!Vl a :-;;nuroc ori-nicla.'1. acncr~cd hy. ancl micmorgani!lm~ sbcrl from, lht" f.1cc 

6. A~tic belu,1\l"ior r.feficiencies in ill!ms Ill I Llu111ugh R.4. \l,'t.--re also :noted durinij the review ofthc­
smokc titu.dics. DF/Q/JJSTY/R/t3O, vt"l". :5.0, effc:di,•c dati, 04/t5/2O21, Reoorl for Air f'inw 
Po.U.cm Study af Lryc. twniniu Air Flow Sl.1.-fions in Vial filmlng Une E >.....,....,,.....,..,.in Hiooon 
Formululion Area(b>l4) nmJ DI/QNAFVR/002, ver. 3.0,cffwtlvemif7w-2021. l{cpoT1 for 
Air Flow Vu.u.alizlltion Sl.udici. for the Ae;ep'lk. lnmirnu Air Flow S1n•iom1 in Rfocon Fill-hinish 
A n.-a _{b) {.fl 

C. Hnvil:'Olm1euUJJ nnd personne1 monitoring of aseptic, ~~i n~ arc:11i. ,following crilicnl <1nwc A 
fi ll ing o~rution:s w-e ddicri:mL Spt:dl'ic.:..i.l ly, 

4 4i. L>uring IL\BS~b) < > . f11Vironmental monitoringlb) < > Jlliog 11clivi~ies o.n Monday. Augusl 
I5'. 2022, for the ~~( Vial Fill ' Unc. EM DAB p ate snmp cs ',','1.'fe nut taken from l.iolh sid~s of 
die HAl1-S lfi) {4) ~·oHowing lhe E.M morutoiing. oic<bH4> e of 

4lhcsc 'lA ,{b) < ) '.was obscn·cd durin a new mn seEup activity on Tu" y, Auf!USL16, 2022, 
0111 tli10 ~~~ Vnd Hlll11,g Une. with {b) <4> n lfa:: sam~ RADS {b) <

4
> orl (F2-

Ul.1t·~ooS). 

2. Durin~ II.he routi ne L'ln'Vimnrncnlsl monitoring folloY.•in,g lllliCJ:M.ic lilling actiivilic:3, nol all s.auhizcd, 
nc.m-.!ltcrilr- cq uitpment su.rfeccs above sterile 611ing and stoppering components (dirccm anti 
indirect pr:udud CC'lllllllcf) Qn lhc~~i i1d ~Hl i1ng L.ioo 'WCIC sam.pled for examples, 
micmbiulo. •ic:d surface ,ample-a wen:: nol C11kcni from :wnsor a:;:scmblic.s («.kYiccs) ancl stopper 

{b) {.J) ~Y-

3. Durln~ tlh~ ruuline ast:plk~Jlip~ pru~~s• tht: ~igl'lak-.o Grade A r(lSO_S) lm!',ll w~en:: 1helb) <4> 

conveyor :tS tucatet..l on llhec4! Vaw f'ilh111g Lllilt: 1i. riol .subjc::ct Lo Nqn-V1able-P11rt1culale (NVP) 
tttUUl[Oring. 

-f">IWIL-1"U:,...... r"'"" 
IMidl,nil Jt. Sliatl.b, Senior 11foklip$1. 
A1°$1'A lta~r.ly;:in, JN\t.(]r,dlraqd Drug OldG< 

OII/Z6/Z022
~alpll M, Bem$teln, B~.elst 
Zfloo,K U. Sr. Ptumnacrullcnl Ql;i11h lls51:!sw1 

S:CIIII JIM <llill fU UIJ 
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D. UJ>l>R '2728121 , initiatod on April 5, 2022. that con<itJctcd 11.'1Cpt1c bchnvior corrective llcirons from 
hs as.scs.c;mcnt.. nnd the, 'APA~ ttom the frrndc A environmental monitoriog cxc1.rr..ions of' Mc(lia 
Fills noted hclow, were not adequately tt..~c;e;ciscd by the Quahty 1\!l:qn11nc:c system fiom 11 global 
Biocon Biologic aseptic bch~,1or perspective to cflcc1ivcly cumiled this aseptic behavior citation. 

I. Report BP1m APS-Lf/R/Ql_p ·er. LO. cflcclivc date: 02/24/2022. Rcrmrt for A.septic IProcc!'il~ 
4 4Simulation 811tch No.(b) < > MFG Oak: T.>eoc:mhcr- 2021) for (b) < > Pmoe'is on 

I .iquid Fill Vial ofmLine Fi ni!ih facility. 

2. Report Br~6J APS-CT/RJQl Yer 1.0. effective date 02128/2022. Report for Aseptic Process 
4Si1nulalio11B.atch No. (b) < > (MfO Dute: Jlllluary 2022) on<b) (4) Lim: ofmUne 

Fini.sh F11ci1ity. 
4

3. Rcron HIK6>l f!\P~:M F/R/Ol 1," r. l o ctlcclivc date 08/J(l/2022, Interim Rcpot1 for /\s.cptic 
ib{°lcss Simu at100 Ratch No (b) (:if MfG Date: July 2022) oo Liquid fill Vial Linc of 
(4> inc Finish 1 acdity. 

OB . RVJ\T[O 2 

Your firm's facili lies arc not aclcqL.Otc lo cn.o;ure the prevention ofcontamination ofc.~uipml"nl or producl 
by cnvimnmenbtl c-emdiLioni. thal could ro-.isonahl) be c:xpcctcd lo hav.: an lldvc:rsc cffocL on pmducm 
q11alit)'-

S~ifrcally, 

A. You lmvc 'llol taken cffcctivc corrective actions to adequately address t~ persistent 111;od of fungal 
c:ontambiation in your SitcJ6>l4> I>mg ~ubstancc Hlock manufacturing facihty P:rorn April, 27, '202'2 
fo JWlC 21, 20221 your cnv1ronmcntal monitoring progn:tm repeatedly recovered fimgi from (fi) <4> S 
arcas as reported in the ( 147) OOAC' (Out of Action Level) excursions. Since then, additiopa 16) 
OOAC excursions with filng:al rcoovcnes ba-..•c been :reported and arc stiJ Inndcr 111vesttga1ion You 
have oot conducted a thorougb assessment of the soopc of the fungal cootalnioDtion in the facili1y 
and the polcnrial routes by which fungi had entered your classified 1ruumfac:turing arc11_s, 

h. 'Ynur !"inn 's cm,·ironmental monitoring (E\.1) program doe:; not indud.c appropn:e.te me11sures ta 
m-onitor-, trmd and ocmtml fungal c-0n1.arnination in your DS and DP manufac.turinF; facilities. 

S~ificaUy. 

I . Appropria.te OOAL (Out ofAlen Lcv~l) and OOAC limits have 001 been established for fungal 
contruninatioo in the Grade C and Grade O areas. Only a cumulative. a1:coun1 ofoooterial and 

Mid~ R, SNl!ks, SMior B1oli>&irt 
Arsen Kar.ipet:pn, iNV-oedk:.m-rl tJrug Cadre 
~ht,C krn~. ~ioe,st 

IP"'?.~ 
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08/26/2022. 

3003981475 

Blomn BlolagJcs.Umlted eommasandra-JIJPnl UriUtoad 
CJIY, aaat,,. ,r.,t:ca Cl _....IH'f 

Drug SJJbstiloce & Drug :Product M.anufact\Jrer 

fi.m&al eohm~cs ms evaluated against the OOA.IJOOAC lmmi~ for lhe d~iJ1~tl areas. 
ConscqLtCT'llly, your P.M pmgmm ht.ck!; a~ur~ce ofa timely and ~'1'1s1'Lrve delt:dfon ofadve-J'k 
trend olf .fu-ng1d contamInaHoo in your fadlilic:;, 

2. Th~c: is no ~.remJin~ of ll!ngal conUJJnmlllltioo tn the .l.aoililies. In addicion: to ..A .. above. I.he 
fo llowi:ng funl,t"'.i.l con11ttni1111fions were reported in olhet Site~~!ps Md Dr Ll13ill.llf.:icnaiing 
f.n,cilillits~ 

a. There are rno11e Lhall (20) OOAC' excursions \'llith tfimgal recoveries rcportco for ~~! l)S 
1mrunufacturing fac.i lities from May 1-1 . 2022 10 June 27, 2022. 

b. OOAt'# Hfif(}()hC/2 m/251 ,,.aq rnLtiakd for II fungal oontamination 1}~~ f'FU/plaLc) found Hn 

a settling pJnto ~ample i11 a ( ira.dc Hw-cn. 

c. OOAC.Ji! llF/OOAC/211255 was anLtiotcd for II fungul corttominaLioJl (:~:CFUs} fow1t.l on a 
pcrscm111t:l~6) {.J)P1onHnrlnf,$ 1{fi11gcr dub) sumpfe. " 

ct OOACl'1 Df'/OOJ\:C/21/362 v.ns mitialC'd fo{ a fun 1 I ,contamination }!~ '1-"Us) found on a 
surf ace lntJJtitoring ofa viaJ-Hmng macbinc<6>l4J ample. 

e. OOS/f MM 00~-4'- HIOJ was mmJ~tc_d t.bu.,61m~, , COl1tlllillinatiofl : ~ CMJ/LO mt) 
found in 0i (6) <4> ulk US ooLcli ff (b) <4> 

IC Yom firm r~h an cstnhlishr:d clcanins ai.nd i;anifrT.aticm pmgram to prev~nl Lhc:" l:nlrotl~Lton of 
microbial eaonlamirnscfon into conlrollcd mMufuduring c..'fl,ta1U;nments in your Si~~) rug i.ubstur'lce 
,1md drug prncluct munufacturing f11ci!i tic:!I. SpccificaHy, 

I. Your tlcuning ari.tl sanitualion procc<ltlJ\i:s for t:he c]assiUed OS and DP manufncturiag. a11eas 
includ i1--tg as~plk cores, S213TlMCISOPf0024, S21D [,'/FM/SOrt00J9. aodi S2/BFWM/SOf'J0194 
do nut l't:t4uh·~ <loeumentutfo.n mid veriricathm lbat die surfaces are welled and 11cmaiin wetted lor 
lhe ounttu:.L 1Irrie -.iw i<w.tetl ~tn d1e -diau11foclilmt efficacy stu1.Hes ( DES). 

2. Yoor disinfectru1• ct1ticacy sludy, BFIQCQSISPl"/R/313 (effective I5-Nov-2017), .docs lilol 
adcqua1cty supporl lhc sanMz.atioo procedures for 4-hc anlimicr,o'bfo1 and sporicid1d cn::ccrivcn~SB

4ofthe d~intcclfillls and spariccdal age-ms for all r,ep:rcscntati,..-c 1rnn1mfacturing surfaces t111 hcr(b) < > 

DS tmilDufacturing raciliily. For ~ampfo. glass ("indows) a.11d rrn1.tcrla1s n~ ror elfrl-v.<hccl 
lre3d'oore 'Were not included in lbe study. 

3. Vcnir ds!li nfcc•::t111l efficacy :imdy .•PLJM'RNR/2J/001-01 (apprtWl'tl 30-May-2022), do~~ JtOI t.lo 
not adeqwttcly :mf!PO!il: ~'he sarrili:r.,atit>n pmoedun:s foJ Lhc :e.nli.micmbiaJ and sporicidal 

,.......,.. FQ- w, fftlM rM-.• r...., ... dkall 

,...1ctu1cl ~- Sh;i11k~. lje~r Bt.ologts;t 
linen K,m:,i,eryan, INV-Dedkat:e<I Dru& caci,~ 

OB/2b/2ffl2llafp'h ,.;_ ~ermtela. lllalae,bt 
ll1 Sc". Ntffllli!O!:'utt\;al Olil Assn~r 
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~ Mr> lflU'~ - ~ ")W'ru l9'0"T "'-"D 

Mr. Ganesh D. Reddy, G1obal Head - Biologics Manufacturing ""' . ~=_,=_.=----------- ------1 
Bolnn1.a~nd1a. f4g.lnl l lnk A03d ~.,._...,,_--:;;;---

BenJtiiluru, K.ilmata\a, lno1a 560099 Drus Substat1,;i:, /lo Orv! Produe1 M.inufac:ttrr~r 

effectiveness of ,he disinfectants and sporicidal agents for all rcp,csen1a1ivc manufacturing
4surfitoosjnJhrl6l <4) P ru1dlb) < ) S manufocruring bl ililies. ror example, 

(b) <
4

) nnd cart v.hcel t~core materials wt1'C not included in I.he ~tudy. 
44. Thc: (b) <4) program v.ithlb) < ) used f<' aci a remediation mca~urc for h1ohurdcn 

control of clas.1ificdJ11anu ctunng ar<.'11..<i a er media-fill faih.rrec., I-" M cxcur!lionM, and maiM 
fil(:ility events (b) <

4
) power failures o stmctmn. etc.) has not hccn validated to · 

demonstrate the eftccth·cness of thc'(bl14) roa:ss 10 di-.infc:£1 the clc:1ning rooms i11}~ andl 
lfill4 :m . t♦·ini~h 111.:,nufacturiog facilities [refer to Rcpon no. BF/Qt'/S l'Yfl{.f2~91 

I). Your finn•s fitcilil)• and equipment are not ofadcqUJ.lc dcsi,:.rn ur in an adequate stule of repair. l11c 
roUowing amecm~ were nolcd <lwiny the l.Ummt inspection: 

I. The foUuwiug were observed iu tbc~b) DP fjlJ . finisb faciHty: 

,1 , rhc- Vial Washing Room (b) (.if) a OMf' controlled environment ((k:idc I>), in not m"mlain 
m on ndcqua1c stac~ tQ tacili!ate aoJ)ropriiu cleaning in 1ha1 the "MIii-ceiiing interface 
caulking nbovc the (fi) <4) oe<; not have smooth clamablc smfaccs. 

b. I he~ is no c:111lk sealant nn the hack-side ofan rn!'.ulatod pipe in l(oorntbll4) that may 
promote rnicrohial cgrc:s!'l mto the oontrol area (Oracle D). 

2. The followink \\'CI'C obsenrecl in the~~~ DS 1<6ll 4) manu.fucturing faci]ily: 

a. Chipped and cracki.;d lloors, which tIUlkc them diflkuJI to clean, ~re obscrwd throughout 
lh~ grade C and D nteilS in tt,c facility 

b. lnc<b) <4) ~urtaced floor.. in Room (b) <4) gradc--C(b) <4) ..___,_ _. uitc, 
h~d been rcp:untcd with a ~ac-ing paint-like material lhat wa~ uneven, rou3h1 and .H[)J)CIJrtn 
hard to clean. Several mm,ablc c-art.o; in lhc mom h;ad had therr wheels p.ain1ed to lhc floor, 
ol'lslructing tba ahility tel clean the floors under the carts . 

c. In Room (b) <
4

) ul."Ulh1e c....ru; hac.l mulliple ~ign.s ofdaunt!:,re, including Ila.king um.L chi:pp:d 
pllinl. wheels wilh worn or Wllllllgcd i.urfa~, making lhcm ha.rd to clwn.. 

d. Throughout the- grr.tde O and C areas ml6ll 4l I.here were no~ sockets lhar potentialJy 
opened to lhe interior of the ~.ill 0-r co o er rooms. 

c. 1n I{oomlb) <4) the(b) <4) notor for th l b) <4)·---- pparatus wa-. ruste<I. piUcd and 
covrodcd. maki11g it difficult la clam. 

SEE 
ntvDlt:.t' 
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4f. llicrc were no lo,..· return l lVAC grilles for the gmdc(b) < ) 'n the racility. 

OBSl£RVATION J 

WriUcn rccord-i ofinvc!ltigation.o; into unexplained discn:pimcic!I and the failure of n batch or lfflY ofib 
com.poncn1'1 tom«¢ lipcc-ifiwtion:r- do nut ..uways include the conclu.'lion.s and follow-up. 

Spt:ci licw ly, 

A. lm1ei.tigations utitiatcd and pcrto,mcd by yo11r Quality Unit in response to out -0f-spccili1,:.utlun ksl 
results related •o testing related to drug subsc11nce and drug product mauufuctun;d are noL atwuys 
i.t,'1~Jllillcatly sound or comprehensive. Specifically, Co1Tccti\ie Action1Prevcnfr1;e Actioo (CAPA's) 
11s u res.ult ofit1,,·cstigatio11s arc not alwo)s comprehensive to addn:ss tool Ci.WSes docwn~ntcd to 
ha,•e been peJ fonned. For Example: 

I. OOS NQ. M\.1-( 0.' A •.,/20/0')9, dated I l/3Ctt:Z.02l>: r>unn lEX-HPLC <;hromatography 
analy':)i!. of (b)(4) l{ulk product liatch ~umbcr(b)(4) tor SUlbility tesl at 2 
months Ll, 1cs1 rc!!Ult for IEX-Bt>l.C: was found to be UOS for o/o baste, with rcsuh asl~LJ, 
v~rsus .Sl)\;citicalion ofNMT ~; ~. Initial test was pcrfomled on l 1/23/2020, willl 00S rnjtiuf~ll 
u,1 l I/20/2020. Per yuur tinn. the original sample was not ~cd ror hypolhesis testing in .support 
ofyow tlrms swpected root cause as poor column pc,tbnnllllcc <lui.:. tu sample soh1.LiuJ 1 1iolabi lily 
being cxpil'(;d, ..an 1yS1 not a\railable"' and "wrutinJ:; for approval from the lim1's partni:r'' for lhi.s 
product. Instead, hypothesis testing V.llS pcrfonncd on OI/25(200 I. more than 2 months after ilic 
OCJS, using llC'YI- sample preparntions, with within spcctficarion results used to juslify repeal 
analysis, after which the initial OOS rcsul1 was invalidated 

2, O0S t..Jumbcr,. MM-OOSIA/f/20.'004 (dated 07127/;?020). MM-OO~IA/l/20J(Xl6 (dated 
0&/041202-0), MM-'OOSIA/1120/007 dated 08/1 onnzo), and MM-OOS/,Vl/20/008 (dated 
08/19/2020) we~ niti11t:cd for lb) <4) S l:\ateh Numbcr (b)<4) OOS for parfo;:lc 
cnunt tcsi h/bl < 

4l in-piooc._'i..<i). prior to{b)<4) Jtration of the bulk solution, Your 
im--cstigajion determined thni all 00S recrult11 wcrt valid, v.ith CAPA CJ1:plained as this UOS ,,·as 
prior to{bl <4l fiUrntinn acth-itics. lnis ns ba1cb "'-"as funhcr u..~ for 11W11.1facturc for drug 
pr-oduct. 1ch v.-as d+strihutcd in lhc domestic l'l'Jafkci. Thef'C is no justificatioCl for relying on 
additional manufuctunng controls as a CA.PA, v.ithom review ofcnvironmcotaJ monitoring 
procedures and controls whicll may ha,·c led to the in process OOS rcsuhs. 

3. Swting fTom 08/03/2020 Lo 12/13/2021, ~x.imatdy eisl!t diffm:nt OOS invcstig.atfons_ w-erc 
initiated fu.-tb)<4) ~ectiun USP,{b) <4) /ml{b) <4) cvdo11ma11 batch~. 

SU: 
REVERSE 
o,=r,.m; 
N!GF 03f2WW22 
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Mrr. Ganesh D. Reddy, Global Head - Slologics Ma11ufactur~ng 

W'.he1:Y.t.001 ou; . · • t~JU.eud~re ob.served duri~ araalysis ofsamples ofsmbi Lit11 for 
(bl <4l rn(b)(4l __Jest, Mu.Ltiple CAPA's were i.oilirtled o..tld executed-o,,·er an 

, gpproxirnate I.q years.. mclud1ng revisfoD ofbatch fflmlufil:i.:turing records lo mtlllu.u11 rr re·ecl 
(6) <4) hi (b) <4) tops, revision~in•ofrnw tttateri.als, (b)<4) 

verilication un~t o:D b) <4l Id time mtt>ll4l and impoc:L of(b) <4) 

eOfl.CCDh'.ni~tl on (b) (4) APA PR ID 9734 \\'llS docwnented to be oomplet~ W1 c. t~ed 
as of07l04/2022, however. yow firm lras 1101 identifi~ a [~enn CAPA e.m,clivtmes~ check 
s.lrfileg}" for cl!ugoiJ% testi.ni; fo {b) <4) u:dD.£j~b) <4l Jcsfin& for this pmducL 

4. fr.o11MWJ.J121Ul tQJl1l 112022. al ieast three out of itication8" results have been. observed 
fur• .----,----, ntent" forlb)<4) Suspension and lnjection USP 

tb)(4) U/mL.(b)(4) ---------

• O0S/· /FP 2 1/060, dated 0~112021. was ~rnittatcd fo.- r:mx:es5, validation batches 
(b)(4) d (b)(4) with oos results o fl{b)(4)7tn!i!:lm1 and (b)<4)~ rm,·thpl "Fl~ a 

4 4revised svecifimtion of-.;;cri,.-u., a ~cificatfon o,f6J < ) ~NMT b) < ) g/ml (~~J- ~~_]'11 of 
btr{.rc (bl <4l ro..g/ml.J. R111ied on the laboratory iovesti lio no a_ssignable.fproooblc root 
cause v.-a_s ~~tifi&l!:l.Jm: c rcponcd OOS for Cb) <4l and uwng input t fi) <4l o, 
nurnbcrfor<b)<4) r--_ __.w:ith bntb suits iqwilt~ed. As a rc.suli, the ~ocdfication was 

4lhidcned 40 (b)(4) g/m] to mrr<b)(4) mg/nu ,(b)< ~~ lO (b) (4) oftal'get(b) <4)[ tg/mL). As a 

n:S1.1lt,. yourfum performed an assessment oftbc (b) <4) ....,.-:------: , w m..-uerial fot to 
determine actual co~trntion o (bl <4l for s,pecdic ots ve (bl <4l mg/ml theoretical 
content, 

• OOS/AlfP/21/065~ de.le.cl W/0412021, ln'B!i inlti.uted for hs1ch(b)(4) 16 Month Long 
Term smbilitt tesL. Yfitb OOS result aibl <4) mg/ml versus a specification ae~o NMT 
(b)(

4
) ~nil~!~ - [~Uu ~ftu:~(~g/mq. RuoLCIUl!it': .WJt.li ~etcrmine~ LO be(b)(

4
) 

(b) <4) .· nlool lest: speicifieation bm1L As a rc~u11., the ~ficirtton wru: widened ·p,> 

m T mlla NMTl(b) <4) ,ms/ml ,tb) <4) o to (b)<4) fl of rms (b) <4) ms,'mt). 

• All.bough the specificatwn was 'Y;iideoed. your finn encountered an additional 
OOSINF.Pll.1/099. dated OJIJl/2022, ~ initiated for batch (bl <4l 6,rf1,1th 
Accelerated sample. \\,jib OOS resort as~6H4l'\n°1n1E versus a specifi-calion of<)< lmg/ml to 
Nl:l,,ff(b) <4) mg/ml el<4f¼ I0~6Jl4f1/4 of~6)(4~mw'mL), ·wiih root cause detennined to be 
'"analytical variabi!lity'', Your~'s corrective actions with respect to tb.e OOS 
investigmiom do rool appear to be odequame and jl.JSlilled. wlhill. .11ot only does yolil' finn 

ama::r-.a 
Bi0ttin Be!!llilg.ics Litnll oo llommu";p,dr, ~•.mi Lint Roild 
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Mr. Ganeosh D, Reddy, Global Head - BiolQf!io Manufacturing 
◄ t t rw 

Blocon ~lcs Limited Bommasandra-Jlgar Unk Road 
- , •.wlM&...,, VtatiUll. Uun ■ tAt • ,~ JD ca.a -, ---

Srng.1uru, :K,'rnn1au, lndi.1 560099 DrtJS ~b~ta&\~ & Oiiug ProductM3r'lur<1dt11er 

perform :m ns!lcs.'ITT\cnt ofeach matcn11lrtte1\·cd for nctual (b) (
4

) 

}Our firm plso ",d.,-nccl the gap from (b) < 
4l o to ~~~ ·o" co ,(b) (4) n ro (b) (4) 

register 1111othcr 00:S. 

5. OOS fm'CStif,!alions Yt'C're jnilinted for~6)l 4) _ __,.--il,; (b) (4) ur Lest item 
(b) ('f) for.J)rocc;,s vufolalion butches(b)(4) OOS DF/OOSMD-2 ~~l.J;4itt:d 
10/2 I/2021 ).(b) (4) (00S BF/OOSMD-21-004, dllled IDn5/l021 ).(b) (4) . ~oos 
1lF/OOSMI.>- i- 0:,, dale l l/13/2021)}6Jl 4l tabil ity Lesl (00S OFlOOSMD--fl -006. 
datccl 01/08/2022), and(6l<4) tubility (OOS DF/OOSMD-21-007, dated 0 1/1 112022) 
,.Yilh aoocplancc:tfiritco of"'the maximwnl6J{4) ·h.ii.ll he lt:ss 
lhan or cquul rt~( ) ( 

4
) Bc:l\1-ccn all OOS results. lot.al numbcro 'DOS" o6strvt."tl Tndu_ckd 12 

lb) (4) ml of(b) ( ) with value ranrng from tb){4) to t6)l4) Your firm's pmpn.scd com."i.:live 
aclioni. indudcd cxr,loringlb) (

4
) testing me: oo. which is ~Lill un oe_e~ 1o ic, nlon,R with lhe 

l'Al'A lo "pcrfonn a confinnalory lest offaiJed(b) (4) ith a frc!lt. (b)(4) for~~! time only and if 
the confinnatory lest results a.re failing to moel acwplum:c critena, tlii::n ~u11.ablc QMS !!MIi he 
logscol and inve!IUSalion ~hall be pcrfonncd". ACAPA to invalidlllc a:n initial OOS n:su11 and 
not initiotcd nn OOS rm•cstJgation i~ not adequate. 

6. During the 1n."lp01.'iion, \\T reviewed al lca:.1 nine (9) mn:mbiology out ofs~ificatio □ 
i:nvt:slit,!.utions initialed over the past approximate 2 years.. from 0&/21/2020 to 06/2on022 (OOS 
Nwnbers MM-OOSJM/CS/20/003, MM-OOS/M/CS/201020, l\iM-OOS/M/CS/21(00 I, MM­
OOSfM/CSt2 l/0rO. MM-OOS/M/CS/21/0 J l, fv1M..OOS/M/CSf2 l/0 l2. Nu. Ml\,f­
OUSfM/CS/21 /0137No. MM-OOSflvl/CS/21/005, ~o. MM-OOS/M/CS/22/003) r~l!urtlin ,lb) (4) 

rinse s.um!llc~ aftcrclcanin, o~ons for bioreaclors including, but ool limital lo(bf{4) 
tb) (4) ocatcd in yourt~) uild.in.,I!.. r_CL_m_u_s__ _ 

inv,cst.igat.iorei, OOS rcsul~ were TNTC/ 10OmL for equipment cum~nent.s voo.us a SJ")l'cification 
Qr~LJ:runoom1,. 
• As early as 02/2021, CAPA PRft 19348 was inilia.ted for revision ofbioburdcn testing 

procedW'\a. to irtcorporate. more de.1ailed testing procedure fur sarutizatLOn practices to be 
followed. howe.vi.:r your firm continued to have this root cause for OOS results. In addition., 
CAPA PR# 14276 was initiated to assess tile bioburden limits, t~l FUilOOmJ~ agruml 
manu.fuclurifig deaning verification 1iruit of ~~I FU/ LOOmL, as you, finn discovered lhatlhe.~~i FU/100m.L limit was incorrect for cleaning verification limit and should have been 
assigned as f6)l4iFU/lOOmL as the deaning verification. CAPA ti 14276 was used to 
invalidate mOJl O0S resul:UI. There is t10 justification for using this CAPA to invalidate mosi 
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lkJmmasandra-Jf;ianJ Link load 
tfl"I.!ITATLZJIII COlllLWJl"1I" 

Benc,alun.i. Kamatafra,. l'rl-dla 56000'~ Drug substance &Drl!« Product Manufadllrer ,__..:;.___________________,_ ....;:..__ ---------- - -
OOS results. with an implied spei;i!i~ion of}~~ CFU/IOOmL ins1.eacl or!:~ AJIWO ml, 
wha-e tt.e OOS restnf$ v--ere o-.·e,T ~U/LOOmL, w[Lh mast OOS resul Li. reported as 
TNTC. A'i an::sulLoflhese OOS mnves:Lmgations )'Ollf" finn identified the foHowil)_g 
micruorsanisms on or aruw1d )'OUT equipment in theL~~~ uilding: Sphingnnu;rnas 
paudm6bilis. CrcmobacJor sakadrii, Ch,yseobaclsrium Jmmlogem.s, Paenilloci1f113 
gl~uw/yiia1., Phyl.lobaclerium mJ•twinace:arum, 'M),v:mhacteril,mJIGlr-e.Tcertt, Ddfia 
acidm1aran.r, P.re11domonasftureiHYns-, Staphylac"tel:U'i xylo..v~, /lt;tcilll!S cer-e~, 
Burkholde.riD amJamiJums, Burlrlro lde:ria rnnlamJna,u, Serratia ttuuce.,;ce,u, RalstortW 
pic'lc,d/~ und Micrococe11.,· .lu:1eus. 

B. . (b) <
4

) • ication pro,c:ess in buildin8~~~ experienced 9 evt:ots ofbimterial 
0

contam.i.oat.100 Lfl the ,ctn_.g substance (DS) (b) < ~cl formulated bulk· prior ~o(fi) um (b){4l1lruµ4) .L-._ ,(4) 
s.uhst.mli.::e {OS) filtration.. These DS lots wen: Iil ed and rele11Sed fur DP nmnufi1Ciluring. 
Speeiik:alEy. in 2021, Bioton buildi.ilg {b) <4> drug- sub.slant(: (DS) 
pllri.Iicruioo<b) <4>l:xooneu.ced ,ei • t ,(R) buer1:rial contuni.oi!lion excuraiotLS wherein ihe 
ir1Lefii'I {b) <4) pre~ fihnuion (b) <4> as. cklaih::d in dc,,.iiation 
iteport(s) 2-00011> 14147, 15068, 15182.,, 2n19. 29251, 3{,,PJl. 7271), ~done {1) post 
fonnuJatcd inlcnru:Xliate DS prior 'toE,um fHtration and (b) <4> )S fill (S!lc report 4602) The 

4(b) < > were found to be cunllunins.ted with a. lllfl,SC of h11eLeria (including C.indolngens (3 
repeats), S.maJ111phila (4 repeats,), S..multi\rc,rans. D.,1ishirmrmyae,1si.'i> K.&e,<H!lfl(lr"i~, 
S.spiriliwm,m, C. tesla.rf-emni, D.ac-,:aavnram, S, marce,scen.,v, spd A. ba.umannii) at levels above 
lhe bioburden B.!i$1t,)' ar:lion limil of ~!CFFT JI I0ml..., including «Jt1flu:ont lav..--n(s) or spreader 
Lawn(s) (:reported~ U'.ll ott.lonies), or too 11urnef'QU5 w oou_nt (TNTC:). Thc!iC DS lots \lr"'CR! fiUed 
into DS containers and released to drug produot (OP) m:mufacture. The- impitct ofChes,:: 
ccmtami.rmiic:m eve$ for the DS orderi,\roo DP lots' stability V.'as not adequately assessed. 

C. Thel b) <4l 111tifica1.ioo proce~ in buildin~~>7c,>;.pcncaccd tlu:ee (3) events cf 
bacteria.I cont.wni.nation wilh Butihalderia caniamirrd,i~llill lhe formulated bulk drug product 
pri-Or lo(6J <4>_____ a11.mtio11 (de\1ialiom; 21--042,. 22-003 en<l 22-032). These lullil were 
aseptically liilled ond released. The im.pacl of these oon1omi;rudioJJ events for I.he DP lots was 001 

adequalelyas:sessei:L 
4D. ~ (b) <4> filli.og machine assembling for drug product ,l b) < > 

(b) <4> ___ Barch No. tt>> <4> o A usl 121 2022. noti .c-e -b le atnounr of (b) <4>...-.a ...____ _..,. 
4lb) < > observed dripping out of lhe(b) <4> opper bowl Chol was stetiliz«I t.hrough ao 

(bJ <4J oad # A2/120776 and installed. on 1.h'eli'111.e. The assett\blliig process was put 0:11 hold. 

S6; ~I It. SN~ senlet llklt'Oe)5l 
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Mr. Gannh O Reddy, GJobal He.ad - Biologics Manufacturing 
- n,.ii;~ 
81ocon Blolog1cs. Umlted Bo,nmasandra-Jl~anl U."lk. Road 
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l!,1!-118il1Ufll, K11111a1..ika, lr11Jl.t 560099 

,top(lCT bowl was removed from the line, rc•clcancd, rc~eriliz.cd th.rough an 
cmcl # A20.2Cl11:J....l'tn then rc-a.~~cmblcd on the filling machine, Ihe asscmbJiug and 

...fid___()roccs~ for(b) <
4 

IC.'ft continued and completed 'fbcrc was no action Eaken to_lin!S __. > 
4the other filing mac ine J)('lrts that -Y.'CT'C stcriH1..cd 1hrough the saJ.u (b) < > oad # Al/220776. 

Uc\~~li-on C)MS # K1533 y,,a_q inhiatcd with pending im·cstigation on rool-cause-analysis. final 
product impact ll.'lscssmcnt, and concctivc action and preve:nfrvc action as orAugust 26. 2022, 

ODSF.RVATION 4 

Oovi111ions ftom written tcc;t proccdul'Cc'I and fobomtory mechanisms a-re notrccordcd amJ jusa1ierl 

Sp<.'!CificaUy, 

Your Qualily Unit ILUS not been cffocti-.c in c-anying out its tlutic:s ofensuring 1.hal drug products are 
1Ju.un1fitcturetl in uct.:orutuLc~ wiUt t.:urrent goud rlU.Ulbfucluring pmc.tires (t--G~1P) Lu ensure .safoty, 
efJi..:aq. puril)', und ov-crall quality oftlrug sub),ta.u~ and <lrug ptuducll. munufru:turecl ut your rlnn_ 
Thi~ is ueulo11St.r-Jtcll by a cascade of fuil~ in your Quality Unit ~putl.!iibilili~ n:lal~ lo i;untro)s on 
ruvi~w of laboratory testing <latu. conductirt~ tn\'oligations:, and conductini acli1;·ilit:s. per written 
procedures. The in~pccliolllll ob:;ervlllions lislcd un lhis fonn document that your firm and/or 
con.sullanbi ha.,·i= not performed lhc adequah:: 11SSC!lsmcnt•,/reviews lo cn..'lurc lhc quality ofdrua 
r.ubl>timct:s and drug products manufuctw-cd and Li=stccl at yoUT firm_ For Example; hut not limi led to~ 

A: Durrn,g our review ofyour Empower 3 chromatography software. Uiterruptcd si.:quences were 
observed, which gcnerat4:d "Data Incomplete·· and "Bad Checksum" chrorn.atogruphic dulu. Yuut 
firm's Quality Control Unil documeuted these ifttemr.pted illji!ci.iuns as laiboralory incklents, showirt.g 
that no cbromatogrJfll had ooco generated. however. your QuaJit)' Uuit was out awnre lhtd th~ 
soilware bas tbc ca,pa_bil1ty to verify the i.nco111plece d.ats. and t:Valuate w!rt..1her- the s.:unple did n.rn. 
and if so, viev.. the cbro.matogram.. During our review ofllPLC dalil, we tt:"'iewt.!u e]~ltunic dalil for 
fini.shoo product. drug ~~canre. in-process. stilbilit)', and raw mah:riw £roting. when: intrnupttid 
injections v,-ere requested to be "·mfied (brough.1 bai:k) and reviewetl~ We ob~se\•erul 
insEanoes wllere repeat injectiottS and iJdditiomd Lesting nwy liaYt: bi,en perfonnt!d in wnlr3.tlictimt to 
your firtn's data integrity procedure. We obs.t:rVt:,d intt:m.1pt!!d :settw=ni;;ei; involvmg 1k follo¼'ing 
prodLLClS and batch llLW1betS. wme ofwhicll Wt:rt= shipJR'(l lo lhe us Market: 

lil,T'EDSlll)~-M01'Tll:t'l'wrllf!oj 

~ Mlftiael ll St1.1t1ks, Slt'rioc lliOIOCifi 
i'l!:VERSE Anlln IC&nipetya.11, INV-oedfcmod Drug CalfeeOf 11NS 

- - .J, Sr. Platnafrutbl Qu;ility~r 

0IJ/26/20'.22pµ.,E R;ilpti "'1, Berm.:efn, lklto,trst 

l"M:w!i.a ttatOl~► I._ 

https://0IJ/26/20'.22
https://IC&nipetya.11
https://rc~eriliz.cd
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°"""'.,.. IIIU U ~lll ..............,..-..... 

Mr GaMsh liJI. Reddv. Global Ne.;id - fl.lologlC'l Manufaeit.uflng,, .. .._ 
Blocoo llk,lofjj,cs. Umited 
t.,n, af/dll li.111:1.'lCS: OOllilTllY 

Be~Juru, Kam.a1aka, lndla 560099 

-

SEF ·--:;;2- ~z.. #
REVE.R.SE 
OF-THtS 

PAGE 

a ....r..-

=--~r,--
08/11/2022-0B/12/20"12 Oi!l/15-19/2022; 
Oi/2G/2'1l22 
ftllU!RJI 

300-1931475 

BommauAd'ra-M,ganl Link A.oild 
nfi:al'---.allCD 

Drug Substance & Drug Product Manufacturer 

-Laborat(l(y locsde111l)Jlo of i3:ffi;p]e/Type or~P'll'odllfll Nilllf' ·1 Satd1 Numher 
Lnjedi:oo Mme fl:w11bcr. 

(b) (4) 
Fi11isbcd Producti QC.,'QI lll.1122i1)0Mt

{bl <4l~ 1111tt1n1 
Sample 

Arml)·~ci'urlq• by SEC-
Q1JJ1lifi1:11tinr,I 'Q('.J'QI 711 .l•l0,'0016HPLC 

I ati1mlt4!fI !!Ulni:lurd -
CmWJ".nrurlay by IF.X• 

pet"formancc/ OCJQ17/LJ/l0J00.11UPLC 
Laborntory atandurd 

,__ 
U, ug 51.1l,;s1..31i.c,cl 

by HPL£_______ 
l•~[do Ml(lp!ni; 

---
S)~Dlllnk 

l'urll.)' by SliC- Stubllily/ 
HPI.C' lb) (4) etcr 

l'111nly liy IP X • lln1g l'nidui.1/ 
111► 1.C ~imirtfo 

l'ttrlty lly IE:X Swblli4yl 
HPLC Sampk 

-
(b) (4).~r11eiic by l11•pl'l)l;csi/ 

IPJ.C Sa.m,pla 
,__ -- ,- --

in-pnwesslPurity l>y SEC • 
IIPU' Sample 

Plllil)' by IF.X !.ill~ility/ 
IIP,U; mx: SL.;ndurll 

(b)(4) 
l'lh.'ill lJrn.lg 1111'bfft.lJl_ttJ' 

- 1Dy'TU1LC Sample 

i"(;,,.ict., m1a,ipu1g Dnll!i !l~lilllcaf 
!By liJ•LC SllfflJ},1c 

.,._,,.,,£,.. --~-rfwl... ,_ 
Mldh;n;:I R. Sh,mks, Sr.nor 11.'b'logls,t 

QCJQH/J .1112t0420 

QC/QIIILl/21/0SI 7 

- -QC/Qtl/Ul'20/052 J 

-
QCl'QM .1{2(}I03 6'i 

Q()'QI/Llf2 I l0~4ti 

QCIQULl/22/0314 

·-

Qt.!/Q11/LL'2011)45.S 

QC~IU/20/0525 

•QC.t'QllfL£/2 IJ0398 

~ 

...... ~ 

ArsefJ lital'ilpeli.)'-an, INV-tN!tlllc:iKecl D~ ca~ 
08/26/2022

Rqih M. Oettnsll:in, Di!ilugkl 
ll!Qna: U.. ~ -Pfw.l'fl'!;i.-;eutl\;;!I (ll;!;llltv Ps-;.pww 

fCftll l-1M,4hl!liifdt• l'IIC</IOl.lllmnc»,,IKUJLl!D: IJilSP[C'llONAL OBSERVAllO_NS llilgol 11 Cit .,a. 

https://17/LJ/l0J00.11
https://REVE.R.SE
https://ORAPHARM1nternational-48311espon~:S@fd.t.h'hs.gov
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\242(1 ~.ar1cla.wn Orlve, A.aom 20.32 08/U/202,·08/12/2022 08/l.S-19/2022; 
08/2fi/1JJ22Roctville, MD 20857 
•tTio,i,,ii1,.

E-mail; ORAPHARMfnlema00fliill4ff'lre-.1;pon~:s.@fd:1,h!'is..gmr 300398147S 
- l,M)Tr'.J:G' HWMll.1111. TOl1\H"Ui_,-» 
Mf. ("bjlnesb D. Reddy#Global Head - Brologics Manufacturing 
llll.lllloll. ~-H 

Bontma~andra--Jig11ni link. Roat!f1iocon Blologli;I, Limiu:d 
IT!'l:.1!'.....,.,_lff _,..;;-- --DIIY 11'"'1,D" llOIX.~ 

IBeng.aluru, Ka.mat.j)ka, India ~0009 Drug S\lbst.mc;ci & Dn.i& Prndutt Mitn~famo "r 

As a resull, dLuing review of such cases. I.he interrupted sample injcc•fons wc11e not adequateJy 
documented lo be perfurme<l in your laborato.ry mcidellC repons. and calculalions were not 
perfo.rmed tu del~nnine ,vhetller lhc interrupted lest injections were within specificatioo or oul of 
specilfieiiuon,, ""here awlicable. During multiple inlcrrupted sequences. after the datn was brought 
back ,( \·~ri tied) during Ibo LfiSpettion, n fulI run time witb al Lprincipru peaks eluted lbr the sBmplo 
solutlcm W'fl£ obsctVed. AddilionaUyt y01tr fl.rm bas not demonstmtcd that you understand the 
cl iITetet1t t}'pes. ofoommunkotlon errors mull eircums•ances which may tead to a '"Dcrta incomplete" 
or "Dad Cht:cbt.1rn" chrotn,uogrophy. Tbjs discrepancy in your firm's abHity •o revie~, docLlltl('nt. 
wid i11noL~LiguLc all t.!h:ctronic d111a is a gap in :your f.u:m •s Data lnlctrdty rroyam. As of the dose of 
Lhe cwreul ini.pt:ction, yol!.ll' fmn b ..'lS JlOI irutia.tec:l a devi11tioo wclh respect to tlw incomptele dala 
i11.tem1p1.ed wc:.iuence~ o'bsee'\·ei.l durint the iruipcclion 

D: On or around 08/Mtl021. durinl! a ro11tinc walk1hrough in<Jpcction by your hrm'.!l 11HuJ..h in h 
I Bi~,S~)' hl~ffl10J)' oc~~~~~ block iacilit:y. 1m intffl:t/~1nopcncd sample or...b_><_

4
l_____ 

t6fi g Bale (bl <4l 2 Monlhs Ac.celcmtci.li Srabili•y), rrccci,..·cd for •~ting of rnhibi llrm 
o rrolrfemtion assay by (b) <4l e1lq (Biological activity), wa'I observed 10 be pr-cscn1 in 11hc-
s11mplc storage rcfri~rator, owcver tes•iug records indicn•cd that the arutlysis for lhis sample had 
bucn cmnpfelcd and lhc batch hac.l been released to the lnc.lfa MRrket /\s a result, bvcnt 39548, da.tcd 
08/m6/202 l llOd QMS Devjation 4WJ-1. daccJ 08127fl021 ~ro initii.10t1, with subsequent 
.lm·~stlgµ• iou ,,-b)a I~ug Chat a to•al ofsix (6) commercit,J baccbc.s and ninc•cCfl (19) sc:a.bili,l)' time 
points sainples lc11 aLnµ1es). The invcstigstfon f'C\'Cilled thal in rtcu of h::s1i.-.g the s~mpk:1i, analysts 
w-:sri.:d il reforcocc s•andard ilislcad. Per your tirm's inveslig11tion, root cause- tactors included 
int1d~

1

uah; Sl}Jjr~p]c sto.r.tg.e practices. sbonago ofmanpower due lO high au rition for quali tied 
analysls~ COVI D impacl, and analyst behavior. In 11esponsc,, )rour tirm performed various labo.ratory 
risk. os.sessme.nts atlAJ i.l:illLo integrity assessments Mth t1lc SLI.JlPOn oJ in-house comptiru11cc and C:(tcrn!Ll 

cultliuEl.wlt suppor1. Our review of these asscssmems fonnd lhcm !lo be inadequate: Specifically, 
y-out Hru Iha~ at ieas (bl <4l ~merenm laboratories. and the retrospective review ofdrita was not 
c11.1cntled co all pertii.neaml I rncory cqu1pmeut wilb re:specl •o the dalil in.tegricy aspect of this 
~nveslig11tion. For IExrunp]c, yow assessmenl ofeqwtpmc.nm in other la'borotories did oot ideiJtiJ)' 
1 rPLC/OC equipmtnt as an 1:oqwpment o:r syste:n:1 for rovmcw of<la.ta, bo'\-Ve\.·cr duri~ the: current 
inspctlion \\'e identi rtod s~gnifi.canl gaps wilh the review ofelecttonic data ~rilh respecl to I JPLC'JGC 
lt:.tin,g opt;r.it[o~s. 

_ 

Mitl'l&el R. Sifhlliks, Senior O.'Olo&lst 
Aran, K.arapefyMI, INV ~lc;itcd IDrug Cadl'l!! 

Ralph M. Bemstllll'!, f!fologlst 

IIIITI:IIIU!D 

08/2G/2022 

ll:liP'ID\'a:fl)CO.,,.lUllt 

SEE 
fi£.VCRS.F 
OFThtSI 
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FOIIJil F,DA~,(l)W(li9j 

https://eqwtpmc.nm
https://Ac.celcmtci.li
https://11.tem1p1.ed
https://laborato.ry
mailto:ORAPHARMfnlema00fliill4ff'lre-.1;pon~:s.@fd:1,h!'is
https://ar1cla.wn
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O[MJlTl\ilUO' OF fflMJH MO truMAN 5tll'V1[ll 
fOOOAHOEIIIUSAIJMJJll!fMTU:1111 

12420 Parttawn Drive,, Room 2.032 Oll/11/2fJ22-08/12/2.0'22. 08/1S-19/20U; 

Rockv.lte, MD 20857 CS/2fifffl22 
E-mail: OAAPHAlRMlntemalilonal483respon$P.S@fda.hh$.gov 

Mr. Ganesh D. Reddy, Global Head - Biologics Manufacturing 
P'tll]IIIOj(Uf! lmlfl:T-
BlflffiM lllo_lDJljG Limited Bc)-ml'!ll'l~;t:n,dr.t--Jii;:uni Lint Road 
D IY, "1~1t•. /W' i:ti-._ a>UMl'I'( ------------f--Tll'!!'_ _ _ n:l,j~ - -l!llf___ = d) ----- ------1 

Dl'\liil S.ubstaooe & Orue: Proooot Manufacturer 

Your firm's q11ality unit's oversight ofyoor GMP mam.l..tacturing at1d looorato:cy operations are 
inadeqmne. 

Specifically, 
_ (b) (4)

A. Your 91..-etsit! Lof )·our rmll'lllr}'..__---:-::-::-=:-.... ·fe.rcncc standard is inadequate. You tdi1 i~" 4 4issued (b) < > :::..; r quality control >ca..::;;:...=.....,ou ) priITlill.1)' referer.oc standard for yoari(b) < 

lb) <4> ials., and (b) <4> --=--1.. v ou"""'=- not'al.i;, intended for release tQ !lhe US markc --=-- - do.... 
~mFmfp(b) < 

4 
> efi::re□ce s.tendru-d expiration drur. You do not haven written and QA 

.appmv(..-d !ifubi llty prulc~ooJ for I.he USP sisudard, which is required onc-e thi:: sinndard is under d)C 

purview of' your QA m,1crsi~bt in your manufarturing faci lily. 

B. Your over-slghl of I.be (b><
4

> al ·c:a1 assess:rnen1 procedure is i,1ru:f.,quu1.e. Your 
4/ lt1alY.llcu~s that a:t-e responsible fot Lh (b)< > ilSR'2ismcml of mlllti le ~rn cd 

bb) (4) !dru ' i.e. (b) (4) 

l )<4) .-- - ,IIOl perfio.rm a-verifcCQlloo of lhe srunph:,(s)' idi:atity to be tcsLed by thedi.c:1 - - ---- _____ ______.- - -
4 1analysts, fot any of lhetb)< > sess.:tne:at. analytics. lo co1itmsl, your QC hms verifies the 

Maly~' pos.session ofan analytic sample with a two pcTSOn written veriftcation. 

C. Your o\·ersigblofcrhical GMP Q ·m3 samp]e hlcubation chamben. are i.oapprop.rial!::. YoUJ" keys to 
ll1e Q 13 mez:z.an.itte 2-S°C stabmcy diam.be.rs and 2-S°C retain ~bei.t ure slon::d in llD oosecured 
container, iin an unlod(edl drawer. in the QJ J mez:1Mi11e sfability tacili1.y. (b) <4> md.ivmduw.s 
have ace,ess to me roo1~ along w.Uh sevefl~:~ from Enginooring & Ma.lnteMnee. 

4n. As.suranc~ ofmnc idcntiEy of. HDd diKrimina.tioo between (b)< > grades and types, 
utilized for US market and the rcsl ofworld (ROW), are 111ot aooropnate y controlled. The Biooon 
fitcility in Dcmmlaru (3003981475) manufactures muJtiplel6>l4 

> L Ps mniended for different 
markets. Thc~b)l~) h~tilj2:edje these OP aremamuacmred al our Biooo {6)l~)

1lb)<4>fu...cility. The Biocon(b)<4> ;faci1ity man . {6) <4> S wi'th_ m_ul_tlll_ le-
procruct codes.,. which indicate :t~Imanu.fac:turiog ~ ruid d erent'b)<4l S qualit)'. 
'fh,;sc product codes are •he only .system used to ~nt the (b) <4> S to be utlli200 for lf)e 
ROW amt the p~oo US 1:Jiiaf.ketcd I6) <4> ws_<b><4> 

lb)(4) aodl~- ~> ......---"'- 'als, mix-ups. You do mu cl.11te.llt.ly ha- _n.t1 _ _·u·c~ 4 ve _analy ---
;pcrfon:nod at yourl0 

' l4 
J P manuf.a.ctwing facilh'y W1b.icb eat1 discrimw.ate betw.oon Ult>Se different 

tyfies md 8ffl,d~s. ot<b) <4> • Thus., there is no ilSSW'allce, by the process or by testing,,
4 4that the correci(b) < > OS is being used tor lb (b) < > drug producEs to be marketed lo the US in 

3.CC'Oidance with their specific (b) <4> 

~-1\111. Dl'U)itT,Oii - '-lt01ITl.l,-.• l!IIIJ 

Mlch3111 ii. Sh;i.nks,. Si:ii,ior lilDlagst61'4: !2,v ~ 
Arse,i ,:_arapef.\'il\ tNV>-Oellicateff Dl'hl cawe 

08/Hi/2022~flhM. Blmi.'l:ein,. o.iologiit 
lhon LI, Sr. Ph.inm.oi~I Qual A$5Q$'ffll" 

FOIi.ii f l),\,4Uf- mtw.)Ul,OIJIQ\I- IHSPEC110HAL OBSfHVA.TIONS 1'11111 ,::iOP Ill 

https://ha-_n.t1
https://cl.11te.llt.ly
https://diam.be.rs
https://perfio.rm
https://referer.oc
https://OAAPHAlRMlntemalilonal483respon$P.S@fda.hh$.gov
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12,120 Pa.rkJawn Dri11e, Room 2032 
Rock.viii~, MD 20857 
(.-mail. 0HAl'I-IARM1nternatlonal48Sresponses@fda.hhs.gov 

0~/1 l/2O22--08/1}/2O22 08/1.S 19/2.022; 
OB/26/2JJ22,.,~.... -----------·• 
3003981475 

Mr. Ganesh D. Reddy, Glob.ii Head - Biologics Milll_ufa_._ct_u_ri_ng=------___________.-- oc,,nr-
6iocon Biolu-cs. Umlted Bomftlasandra-.llg_anl Link. Road
Gifl1" "'1~"t..,. _ __ "lf!W" 

E. Your qualil}' unit do..~ not fulJy cxcn;:isc its ~ponsibilitics regarding the critical sicrvicc contractor 
qualJficat1on. Specifically, 

I. QA o,•crsjght oryour vendor audits, and vendor 'ltaiu$ follow up and n::-instatemcnt., i!. 
inadcqJ.Jnte. Oioc.on SOP C/GB/QA/SOP/0051 stBles in section 6.45. page 22129, thn1 a 1,•iol!LLi,,c­
vcodorm~y be-blocked, buL your ~-qualification ofn hlockcd vendorq:e section 6.46. page 
23129, docs not adcq~tc:ly c:nrrtml fur the resumed use ofa previously blocked vendor, Section 
6.46.4 states that~ •·CA.PA and c:ommitmcnt kttc;r" from the bloclced vendor are sufficient t.o 
reinstate the vioJativc vendor. '111C1"C is no inclu11ion or mention in the ~dure for n new 
Bioconon-site audit, or a mct1,;u(ous Rmoon analytical qualification Qf the pn:viously blocked 
product. or scrvko. 

42. Your quality unit ha:.<, not conducted any on-site audiL uf(b) < > 

who t~ re~n~ihlc for the validation ofclean rooms in your Site- ~?drug suhsl.3DC~ and drug 
product mannfuduring Facilities. 

.l. Your uality unit h.Js nut unli.fied tbe su Jie:rs ofBiologicru Indicators (Bls.) lb) < 
4 
> 

lb) <4> e BJ's are uScd for the qualification of 
:-.tenli7Btion,. saniti7.alion. or dcronLwninalion processes in your SiL~~~~1Jrug ~ubsU'ln.ce an<l drug 
product manufacturins facHitie.s. " 

F. You/b) <4> product (DPJ b:\tch ~t.Ql'JUrmooon is uot follov.-ed, and your 
pr~lilreS to pre"ent cross contamination o (b) <

4
> P arc inadcquaw 

4Duriag an Agtncy f!.i~i IityjnuU') thc~ Jups4tsm (b) < ) product CTW1ufactaring 
J'{OOCSS ofDP b:.uch (b) <4) and facili (b) < 

4 
> 1-ormulation JOOm the A ency ob!iern.-d Lhc 

])JtePffl'arioo for the manufaeiurc o (b) <4) solution (b) <4) The prodl.Id1on
4o~rntor aliquoccd a sample ofth Cb) < > OIJ css mimufactmins tank into a ~~~ nl 

lb) <4> be. 'fhe opera.tor tested the pH of ...______,sample with a standa_ril. bench top. pH 
meter. The pH meter was not sanitized orofa s c use type. The opcr:Jl{)r then rrtumcd the tcs.tod 
lb) <4) ample 1:mck into dlc process rnanufacturin2 tank, which contains thelb) <4) olution~~~ 
Cb) <4> lo be filled inloMt4l P. 11iis stcv ofrctumin tcnti.allx,. cross 
contmtlnnted material Eo the DP formulation is oot in th (b) <

4
> ohnion tbin,ch 

record, and could resutr in the ~ntamination of the formulated DP. 

G. 'JoeNo is nn adequate <blta mtegrlty program in place 1D include a statistically sound romprehensii,i= 
rcviev." of' sJI r;-lc~tronic data by I.he Quality Asmmmcc Untt for ~dslcmc and nctWork systems., to 
ensure completcTIC3s., consistency, and ~cy ofaJJch~~ic and non-chrumall)brnt; ·c 

Sf'£ 
RE1iFRSE 
()F '11-d.": 
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lnm~ 
M.ctucl Jl Shanb. Senior llmlogi~ 
Anen K~pe"'"afl, l~-Oi?dlr:..ln>d □ rug ~ 08{26/2022
Raljltl M Befiffleil\ Bl°"t!Sl 

LI, Sr. l'h:irm,11:cutial Qua Assessor 
t'oflllfDA•1~ l"!IINIICt;IDl>:lf- ~ONAL 08SER\lliTl0NS 

https://ubsU'ln.ce
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11420 Parl:[c1,wn Drni11e, Room 2032 
RockvUlie, MO 208S'1 
E-mail: O~APHA.RM1ntematicirtal483re!ijJOnses@fdc1.hh5.gov 

Mr. Ganesh D. Redd','. Global Meadl- Oiologfc Manufacturlne 

08/11(2022-0&/U/2022 OB/lS-19/2022; 
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ODSERVATION 6 

'J11ere ~s: a la.ck ofassumnce that your deaning pmcedurt::s foli Lhe :llhared product-contact process 
equipment in yow- Dru.g Suhstnnce on<l Fill-lli 1:1ish product tE\anufocmurl iig radUti~ are eff~ctivc in 
preventing eroos-cootmninDticm, 

SpccificaJly. 

A. The QC rime recovery & sY.-ab rocovcnr~ 1ipv_(B /QCQ13/ AAiV /R/076, version 00 I) does not 
inciu.tlt n:pres.entativc soih from tlic,(f>) < 

4
) g .substunoc llll:Ulufaeturing pmces.s, such as 

u11c--0ndiil.ioned {unused) and oonditiooed (end ofprmlu,tio" nm, cell cont!iloing) cell eulturc media. 
la ndditfo_n, ·m 'be stw:1y failed to include glos.s (for viewing port) for viewing pt1rt.J,. thu1 is swabbed 
during deaning ~idatio:n. 

B. Yow cleaning vcrillfoation procoolilfes for'(b) <4) ,---''drug substance manufacruring e uirm1eni 
failed to include d surface (sv.'Rb) srunplcs from areas hardest to clean. such as~b) <4> -lvaJves.. 
gaskets ioli ~rings. 

C. Your c.lt:anin,i veriricatioai rroc1:du~ fo11"E4 
> n1g producl mruiufm::kLring equipment 

foHed to include n'II !;Utfare (swab) sornpies from arrt:1:1~ h1mlr;::;l Lu cleun,, sur.h as bu1Hcs and c-aps. 

0 . Yolll' manual cl1eanfog procedure for produ_ctwCOfltact fiUing maehir\e pwt.q in~t Fin-finish. 
4S2/BF/FM/SOP/0040 (version 4.0, effective 01-Aug•2022) does not defme the(b) < > ·nse volumes 

lhnt art required for a-ccu:rntc dctcrminDtiou ofproduct residue lfrom a TOC rinse sample test result 

OBSEIRVATION 7 

J.alborutory C()Jllro!~ do 11.ot im.:.]ude the e~tublisbmtm' ofscicmlifically solil1ild and appropriate standards 
designed to assure lhat cantJ')IJne11t'J and ini-proce!SS matcriab oonfonn lo upproprime stt.11dru-ds or 
id.entity. stren,~ quality aoo purily. 

Specifically. 

A. SOP # CfGB/QC/SOP/0069' .. Guidelloos ror Integration i111 Chromatography aod Electrophoresis" 
(ve:rsioo 6.0, effcc~ve 29•Jule2-022) (refer to Scdioo 6.4.l) .stipulates that "dosely eluting peaks" or 
poo,rly resol\l'Cd peaks wc intcgrnte-d usingl(b) <4) :ntcgration mode. which does not reflect 
the ltUe i.1J'fa under the ped.li. Your inlegmlilll( in this mmn~ cfu-pl"oportiomttely reduces the acea 
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for the 'lmnllcr peaks: nnd consequently undcrcstimtncs the rcJativc amount oflhc smaller peaks, I.e •• 
tho impurity p<:(lks. 

ll Th~ QC sfundm:1 tt-slin~ proct:dure (STP) QC/Q8/SPECJFP/159-01 \!003 urili7.Cd for •h~telcas(LJtn 
!itahiULy spccific.ilion -micro~py tc:sl'' for (b) <4> op(b) (:it) snlb) <4) 

(b) <4) P vial do~ nol dt:sc-rihc the procedure lhatyour QC analysts follow. The s....·1-·r_ m_ v_icl_cd_ to_, 
the Ap,cncy iru.lructs Lhe analyst to measure t.hc tb) <4) si7..e ofeach (b) <4) 1smg a 
micro ctcr LhmuJ.'hout lhc slide:. The Wu1.lyst.s follow a pmocdurc that imttruct"I thc:m to identify~~~ 

lb) <4) fie-Id wilh (b) <4) then lo turc the field in lhc micro~py software, nnd to d,en 
mc::a~urc~b)l4) nnd to rt.~.ord thc (b)(..J) ha.pc and range (maxrmum and minimum length or 
thc: lb) (4) 

OD~ERVATJON 8 

'four l1m1 hfl'i '"'1 t:imtbli hoed ,1ckqu11fti pnll:cJ11n1l 0011lrol~ to proteel the .:l~i;b'~t ic rl.ili! 11,c~Jt11:illion l'lnd/or 
11trn,iufflch1ri11~ co1ntn11 ",)•stcn,!l. 11:;cJ fur OS and DP ananufac1uring in your Site ~bml'lnl!fi1cruri11,g f':11:iJitj~, 

Spcr.iticall~•. 

A. lllc oomputr:rind r.y,.Lcm (YOKOGA WA dnla l~,a-; Model lif>l0. SIN S5WA l 22'H). used lo colJectdsm 
clunag ltic ~U1librut1on t,fQC uasln11m.'ftl, h:1np.:r11tuR! mapping and thermal vwlhlat,on ol critical process 
l'quipmenl, li;i.-. not b'-'Cll ,·wldalecl to prutc:cl original clec:1.ronic: ~ 11nd rck:vlJJ'll mc:l1MlntD (e.g ., nudi1 
trails), 

13. Tihcro is a lack of doc:umcnLcd ~idcnce tfw.t the computcri1JCd !i~m THEMA-t (version ~4 .3), thal 
controls and collects dala from (b) <4) fOI' lhd<6H4) ·mni, line in (~) Fill-Fini!lh 
tacility. has bee □ valid.Jtoo for data bacli:up and retric,,aJ. Aud-rt b'a1 s eiii61cd i.n die S)'S1.Ji,l arc nom reviicv,,cd 
for each data set during lhc bn.tcb R'\i'iew process. In addition. there 1s inadequate scgrcBJ!tioa orduties in the 
m~"Cmenl of user pnvilcges. l be system admirumaton;. responsible tor ooatrol of du: rcc01"ds gcmeratcd 
by the sysll:m. ilR 11lru tlLe eogiaccn n:sporu;1blc for lhc c:oatcnl ol Llic generated rcoords, 

C. A system hardv.n,e upgl':¥11: for1hc SC'AOA chmfnf!lvgmphy systi.:m, "12-CS-t. iulb) <4)~---aeility 
wa,;: JlCrfmmod mM:uch of20'2I. A re-validation ofthe imftware irutall.;d on the S)'Stem.. SIMA TIC Wit.CC 
Hotfh. 2, Ytas n!Jl compli!AQII prior lo the u.w of the uJIS)'Mied s~cm for G\4 P c,r,cmt~R'l ill she r.,i; ilit)'. 

CtHSt,~litVA TlON IJ 

Contputer S)'S1.emS us~ in the testing of a drug pruduct are not ofappropriate d~~-i.g.o to fucilitate 
upi::mlious fot ilS .i.t.ttended use. 
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lll'VE Substilnc:e & Dru& flrodlld Mar111faotvrer 

Spuitically, 

A. Your firm d-OC!i lllQt hRVC ru:lequ.ak v.Tittcn prgceihr~ for conducting fuitiaJ Qoolific1:nioo (IQ). 
Optnlliion~1 Qualitk::ufoq (00) ancl Perfoffl!.ffl1C\"! Qualific-atiol!l (PQ), Specifically. qualification 
ac-thoitics "'~re pcrfOIIll,C() hy your software vtl:Ildor.;: for ootworr,kcd limpo,vcr V3,0 .softw.vlil for 
HPLC c.qump10Cnt.. YQ'Ur finn appears to have performed Performance Verification for Em.power, 
bo..,.~T mhi.s vc,ri fication is oot adcql.E3tc, in that,. it does not evaluate tho consis1ent per(or.aronce of 
IDc softwarelequipmom over :i specified iPcrlod :md operating WJl,ironmcnL. f"or Example, duriflg our 
rt;viewofyom :Empower 3 dblomatograpby software, interrupted se(tueue~s w-ere observed. which 
g,,;~ ..l.lata h1cor11pfotc'' and "Sad Check :lium" cb.romatogrophie data. Your firm has nol 
demom,ttatcd to undeTStamli the diffcrcm types ofcomnmnicatioo errors nnd circumstances wwdl 
may lead ton '"Dam incomplete." or" Bad Cbcckswn" ehromatogrnpby. 

B. Your firm. mainta.uas SO:P S2/BF/QCM/SOP/0076, titfed ,.._Pn;icei iJre' Fot Review ofCCTV the 
CCTV•s insto.lJed in the microbiology laborotarie::. in~~~ andm Per this µruot,dure, CCTV u:sag.c 
Cilfi be used lo su~ort O0S ifivestigatioas by rtwme'!l',lmg footatoe where ""dtunliao aflbc avaihmilily 
orlhe loot.age" is1(b) <

4>7 Yaur .tim1 !has riot valid.med 1hc CC1V aonwl,U'e Miles.toll!! Xprotc."'ci. Sm1.1rt 
CH-e:nt 2014 rto depicl that the soiltv.'Hrc functioM a.s purported ma corui:rumi SJ]d accu:ratc mannet' 
that L-1 sc..~urt;. n::lii!bfc:, and tnl:a:!ab!e. In fact, during the in~pcction.. we revi~'"red two microbiol('IIDt' 
OOS investigation~ OOS No. MM-OOS/M/CSf.25/001 (dated 0$/ll/202 l) aad OOS No. MM­
OOSIMJFP/22/00I (dated 06107/2022} where CCTV fOQtas,c wa.'i used in support of the root came 

4unalys:L'i wbkh invalidated the OOS; however, 1111 footage was automatrcslly purged t=1fter1(b) < > ~od 
)'OW- does mot have a pmccss: 'in pJa,c:c to save footage whrch WB!'I used in support of these 
im·estmgatiuns. 

OBSERVATION HJ 

G"11'P Eiqujrmcnt ms used ouL11idc:: iL'I vnHdated .Httcpomcc c:riteri3 fm c:ritic:d!y ctmtrollcd material. 

Spe,r;UlcaJ lyI 

Quality Control Stability Cbamber,s, QC-QB•Af-141 and QC· Ql3·AI• l42. located in QC BuUd.irtg 
Q]J, a:rc valii;Uttcd for 2 - 8 "'C aod both have had numerous excursio:ns trom tl!teir validated temperature 
over lhc past n,10 year. Addiliooally~·lhesie excursions baw not niggered de1i;iatioos to be opened. 

m ...t:.~-,-,.~ ~JIINl'GA>ilfflalff<"M1llill-----------~~-----------------
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OBS.ERVAT[ON 11 

Your finn bas m,lad~lllddy qualified tile t.-·ritiCIIII utiliLy used fur thc (b) C4) • product 
n'lwiufacturin.c, proce:,:se_s ln dt~ BuiJdingt ·ill-Finish m-imllfac:Lmi:rag '-ru-c,--U--it_y____. 

Speciiicany, 
·MilJe(b) (.J) ' •~to the fiiciliity b3S not bc<:n sampled at tho points ofuse and tcswd for purizy. 
tmpuntLes., aa. or as specified in the USP-NF. 
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