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l h1' document li~b ob!>cn.iuon-; made b) the I DA rcprc,cnta\l\e(\) during the m,pection of)OUr fadht). I he) 
arc m~pcctional ob~e,, auom,. and do not n:pre,cnt a linal A gene) dc1cr111ma11on regarding )Our compliance. If 
) ou ha\C an ob1cction regarding an oh,er\,1tion. or hJ\C implemented. or plan to implement, corn ..-ct1 ~c action in 
rcspon~c to an obscn ation. )OU ma) di\cu~, the ob_1ection or action ,,ith the I DA rcprl.~entau,C(s) during the 
inspection or submit th1,; infbm1at1on to I-Di\ al the addre~, abm,c. It )OU ha,c an) quc~tions. plca,c contact JDA 
at the phone number and addrc,s abo, e 

DLIRl'-JG \ INSPL CrlON Of' YOl RI IRM \\ E 013<;1 R\TD: 

OB ER\ ATIO I 

There 1s a failure to thorough!:,- re, ie\\ an) une,pla,ncd d1scrcpJnC) and the failure ot a batch ur an), ofit'> 

componenb to meet an) ol"its ~pccitications \\hether or not the b,llch has been alread) di!>tributed 

pcciticall). 

A) Your firm failed to conduct adequate im esllgation'> into the root cau,c'> of the pos1th e microbial contamination 
found durin routine en,ironmental monitoring and personnel monitorinc. i:?!,'.rformcd uurin11. the man!.Jfocture ol 

• (b)(.il~ (b)(4). ·I (b)(4) '>tenle1 rug product!. made m th ilhng \u 1tc, Your firm 

has o,cr I 1 documented incident'> '>panning rrom 2024 thmug.n LUL:> aocumentcll a, m1crob1al data de, 1ation, 
(MDD). 

Add111onall). the m,11orit) ofthe e,cur"on~ arc onl) trended according to the ,pe1..1 lie.. location ,ind not con-.idcrinle-
other impacted locations \\ilhin the cla,,ilicd areas and n.:,pecti\ e equipment i\lthough the maJtlrit) ot the batche, 

hstcd ,1erc rejected. }Our practice ofonl) trending '>pec11ie locatmns leJ(b to the conclu'>i<ln ofc-a1;h c,cur\1011 ocing 

an "isolated incident." l he following arc not ,1n c,hau'>ti, c listing. of the lll'>uflic1cnt im e,tigauon, re, 1e\\eJ 

lM.PLO'o'l4S h.A»r AJ.C'hJLE ~.,r,,,. °"' ll&S\.£:> 

Jose EMelendez, lnve~t1gator 
Damaris Y HernJnde1, lnves11ga1or 

Septembers, 2O2SAngelica M Hernandez lnvestogator 
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fl NlNllUt 

JOI 17 12901 

to WJ«:N "l~T&IIA.D 

\Ir \htc,h 1-. "-kht..1. ( h1cl -\l anul,1cturing 

,__ 
Z) du, I ik, cicncc, I 1m Ill.xi 

$flltUt At:Lltl 

43416 I! & 43-1 /l i f. Vadod.ira Ilalol Iligh\~.I}, Jarod. 
\\ ., •hod1a 

"itcrilc Drug Product ~lanul,lcturcr 

Grade or'1icrobial r ) pc ofProduct locntion, Probable Root Cau\C Data Procc,,
'1anufnctured, ~11111plinj! from Your Qualit)De,intion and Fillinj!Lot# t)pe, and l 1nit(1\1 DD) Linc 

location 
(b)(4) • M1crohiolo i,l 

C,rallc I\ Cb><41to 
collect rm-ironmcntallnjcctton \ ,cplic I di 

Monitoring\,11)1). 
(b). I l ~~lA!3S • Poor aseptic praclicc4)[ 1\125 012 (l n-pro~c,,) (b)(4)(b) \\ith the <icm, l 1111shed L lllC (4) Near (b)(4) micrnbiol~i!.l notC,ood<,#

(b)(4) using fn..-.,h (b) <4> 
"ipc, \~hilc ,amplin.z. 
During the Gf \IBA 

(b)(4) 
\\ all-. ob~c cd.,di;f41 

(b)(4) spi llage on 
lnjL'Ction I \I . adhcSl\e along 'v1DD· I\\Cplic I 111 C' I l 

the outer wrlacc. andI M '25 0014. 
( ln-procc~~) (b)(4) the operator using I lllC (b)

'-cmi I 1111,hcd 111con\l\lCnl <;;imphng 
0015 (4) MODI\LM 

I oughhool- CTl( ,ood, 1 111 cl od, oo~H~\~re-(b)(4) 
U'>mg ____·"~" 
1n-bct,\ccn ,ampling 

(b)(4) 

lnJL'Ctton 
A,cptk I ill Po,.,ibl~ due to MOD-

(1 n-procc") incon'>l~Lcnt sampling. I "'1 24 '025 (b) Near rilling
rmishcd Goods I . 

me (4) mcth1xhArcaBatch 
(b)(4) 

CbH4> I\ ,cptic till Po,\ibl} due to MIJD- 1:-n-.-J c-:c""'r""111:-n-== incon\l\Lcnl \Jmpling1:M '24 
=

. (b) (b) ·1·1I me 4) (4)c • mcth1id,. 

•ti/-' t,~',~-v "" """ "'"' SEE ose E Melendez, lnvest,gator 
REVERSE ~ Damaris Y Hernandez, 1n,e~t1gator OF THIS ses>tember S, 2025 
~ Angelica M Herl"~ndel 1nve1t1ratorPAGE 
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OlPARlMlNT Of HUUTH /IND UUMAN SEIIVIClS 
,ooo A•lO ORUG ADM N1\T~Tl011 

O!! 25 2025·09 11512025 

l0137121X13 

\1r \11h:~h "-· f\khtJ, C hicf-'\.fanuladu1 mg 

/~du~ 1 ifc,cicnccs I united 4 l4 6 B 8.. 4 H II/K VudodJra I l,1I01 llighwuy, Jarod. 
\\ .i hodia..,.... 

\.itkid,ua. C,u1a1,11.19I5I0, lndia ",tcnle Drug Prcxluct M,inulucturcr 

029. 11. 32. 1 lfll!>hcd C1rK11h l'cr'>onncl 
(b)n BJtch \lllnlloring <4> I l f'er<.onncl min cmcnt(b)(4) 

(I 111ger D,1b). 
~~rnd(b)(4) (b)(4) 

l\,l onrtonn~ Cl l 
near (b)(4) 

(b)(4) 

Settle Plate 

Air Sampling 

MDD-
I \124030 

(b)(4) 

Injection USP 

I 'ini~hcd (n,o<ls 
Batch/<

(b)(4) 

(b)(4) 

S1crili ✓atIon 

(b)
I. inc (4) 

Grade J\ 

~~ABS
(b)(4) 

\1on1tormg 
'\car f ill1ng 

Arca 

~(Clll 

Contamination 
probabh cau,ed b\ 

or.e.rator (bH4> 
(b)(4) o perform 

(b) {l\8'-. (b)(4)
(4) 

monitoring 

(b)(4) Grade A 

MDD-
LM 24 046 

&047 

InIcc11on 

I inis.hcd Goods 
Balch#

(b)(4) 

(b)(4) 

Stcrili,ation 

(b)(4)
I me 

',,:ttle Plate 
ncilr <;topper 

bo" I 

l'crsonncl 
Monitoring 

(b)
<4> I l 
(b) 
(4),'I U 

Posstbl) from 
operator not samt,Ling 

their (bH4).\h1le 
perform mg a,,embl) 

acti, itie-, 

I inger Dab 

8) Your in, c~tigation:, into unc,pectcd out-ol-spl!Cilication, ·out-of-trend rc-,uh, (OOS 00T) arc lound madequatc 

(b)(4)1.1.aborator, lmcstiC!alion PR #761856. dated No,cmlx-r 04.2022. lor 
1 • • ..8 h (b)(4l • • • I h h (b (bH4> d () ~ ..
llJCC(IOll. iltC \\ a-, 1n1tIa!C( \\ en I C ,1~\(I\ ) rc'\Ult \\ a, loun Ul-Ol-.,pccI11~,lttlln 

(b)(4) I •1· . (b)(4)o '""~0 h 1· h ,,. . , (00S) 'o) agam~t l 1c ~pecI Ica11on I:ingc ol o to ol at t c 1m, l'v prouuct ,1.1gc. 'lour 

SEE Jose E Melendez. Investigator 
REVERSE 

Damaris Y Hernandez, Investigator Of THIS 
Septembers, 2025PAGE Angelica M Hernandez Investigator 
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12420 Parkla\\n D1hc. Ro@i 2012 Rnd,,illc. Ml> ?0857 
08 25 2025-09 05. 2025 

JOI 3712903 
A,-,, JCS......, ._l,- ,..,. '1ft 

\1r \1itc,h 1'. '\.,khta. Chid -Manul,1,;tu1ing 

.. 
-114 6 n& 434 I 1'. vadodJra llalol lligh\\ay. Jarod. 
\\ u hodia 
Tl f 

Yadodara. C,u1ara1. 39 1510. India Sterile Drug Product Manufacturer 

in\ e,tigation mferrcd that the mo,t probable cause i, that the standard ,ol ulion u,ed during the anal} sis \.\:lS 
4

inJccted appro'\imatel) (bH >alie1 prepJration Ihcrcti.lrc. llw, could ha,c c-au'>cd a decrease in the <,tandard 
area n.•spon'>c. l\oncthclc<,,. lhe !>olution '>lahil Lt, data m the .1n,1I, tic,11 mgthod report J\M Y-169-0-0R dc<,cnbc'>

4
thal the ~tandard preparation i!> stable up le (b)< >Your Qualit c·ontrol (QC Jlaboratol) 
1m ahdatcd the original OOS result. performed a reanal) SI'> in triplicates of Batch (b)(4)and then reported 
the result, of repeal anal) sb. 

4
1i Laborator) ln,e.,tigalion PR 4846189. dated '\.,fa} 13.2023. lor (b)(4)1nJcction l,~L(bH >T g/mL ~~nl 

4
\labilh, Ratch (bH >3\11 long tenn stabilit) ',tUd) \\US initiated ,,hen the assa) (b) (b)( \esull!s v,ere 
. • _.,...,....,-:-,:,-,,_ (b)(4) (b)(4) (b)(4) . . . (b)(4)
loi&,~?4?ut-ol-Trend (00 n °o & •·•· Mean °o) against the spcc1 hcauon rungc ol •• to 

11>) Your im e:-t11rn11013,?l4)closed that the root cause ofthe 00 r re~ults \\a~ '"due ro adw,ption of anal;re 
1110/ecule 011 1·ial 1111/ace 1/mr hm·e wppn:11ed rhe .i1g11al ofrhe ana!Jre and reJulrmg 111 
/011 er m.w1 /'1!111/t\ lfo11 en.>r a.1 rime progreHed rhe cmah re molecule /d,e/_J dern, bedfrom rhe rial ,urface 
/ead111g 10 leB suppremon and an inc, ea1e in rhe aHaJ resulrs •• Per PR 11846189. the !.tandard te:.ting 
procedure (Sl P) did not require the u~e ol (b) <4>g1u!,\Ware for the anal) Si!,. furthermore. according to 

4
the General Manager of Anal)tical De,elopment. the ,alidation of the anal1tical method for (bH > 
lnJCCIIOn USP (b)(

4
)mg-mL. ~(mL "as performed u,ing (b)(4>gla\\\\arc. Your QC laborutol") imalidatcd the

4
ongmal 00 r rc,ult\. performed a ne1\ triplicate ,mal) '>I'> of \tabilit) 13atch (b)( )u~ing (b)(4)gla~~ (b)(4) 

\ ials. and then reported the re~ulLl. ol the repeat anal) \IS. 

4 4I aborator) lmestigation PR #958363. dated JanuJr) 18.202.J. for (bH >1n1eet1on L SP (bH >,,g, mI., ~ 
4 4ml • Batch (bH >\\as initiated 11hen the Js'>a) (b) (bH4>rc!.Ult'> \\ere lound OOS (bH >0 08. (bH4>•0; l\h..-an 

(b) <4>%) against the '>PCCI Iication range of (bH4>•0 10 "'ol al the firn~hed pr,iduct ,tage. Your im e,tigat10n 
d1sclo\ed that the root cause ot the 00 rc,ults \\J\ --due ro ad\01pflo11 tl<!101pfion of a11al_1re molecule 011 

(b)(4>:tas1 (b)(4>wa/ rn1face rewlted 111ro loll'/!/ re\1/lts:· fdrnrbed mw/Jle re/eme a/re, ce11a111 periml and 
) ,elded acrual and co111i1lenl re1ul1:· \ our QC l,1horato1) inMlJ~Utcd the original OOS rc,ults. performed .1 

4
nc,\ 1r1plicate anal) s1, ofBatch (b)(4>u.,1n!! (bH >g1a,~ 1 iah. but holding the tc~t ,olution in the, 1Jl 
for about (b)(4>prior to in1e1:tion into (b)(

4
)~}~tcm.-,tnd then reported the re.,ult;of the rcpc.it anal) ,1, 

Jose EMelendez, InvestigatorSEE 
REVERSE Damaris Y Hernandez, Investigator
OF THIS September 5 2025Angelica M Hernandez, InvestigatorPAGE 
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,r MJMllR 

101 l712901 
,wi ') C'IIO t.l ,t~ 

\h \1itc,h Is.. \1cht.1, C. h1cl•\l,111ul.1ctu1ing 

... "' 
I~ dus I iti..-.;cicncc, I united 434 6 B & 434 I t.... \ .,dod.ira 11.ilol I ligh,,ay. Jarod. 

co" 
Vadodam. Gui,1rat. 391510. lndm ~lcrilc Drug Product Manut.icturcr 

11i.Laborator) lme~~at.1on PR ~ I 040417. dated Jul) 03. 2024. for (b)(4J njcctlOn I SP (b)(4) 1ml . ~> 
mL. l3atch H4)\,,1, 1111lmtcd \\hen the J\\J\ h (bH4>:rcsults ,,ere found OO~ (b)(4),o & <6H4>~.,. 
Mc.in (bH4 I>) .igam,1 the ~pcc1fic.1t1on r.ingc o·r (bh4l ,o lo (b)(4J o) at the (bH4> tage 

Your 1n,c,1igallon rc,calcd that the root cau\c for the initial 00~ rc,ults idcnt1 ,c as o,,er area o anal)IC 
pc.ii-. 1n ,1andJrd \olution. \\h1ch \IJ.\ further due to ad',(lrption (adherence of the drug molecul~ to the gl,hs 
surface) and de',()rpt,on rclea~e ol the dru,:1. from the surface bacl-. into the solution) O\Cr the pcrio<l I his cause 

4\\a, rc,1nc1cd to the (bH4Xml~ ~0111 !latch (6)( J -,cd dunng the 1mhal anal\ s,s Y(?ur QC 
laborato :i.Ud.'t5'Mhc ori0 inal OOS resu lt'>. perlormcd a nc\\ triplicate anal}\t\ of £latch (b)(4) \ ng a 
d1fteren1 _____, iab (bH41 ·rn the repeat anal1~1\ 

n Laboratol) Im esugation PR# 1069125. dated September 07.2024. for (b)(4~njection. (b)(4) 
m~/, ial,, alidation Batch (bH4l ,as initiated 1\ hen the assa'L(b (bH4 csults ,,ere found OOS (b <4>,, 
& L (b)(4'1/o: Mean (bJW,'o) again~t the spccilication range or (bH4J;o to '""~fol at th (bH4> 

stage. Your laboratol) im el.ligation did not identif) a root cau,e for the lo,\er assa) re!>ults ot '""~' 
at (b)(4proce-,s rhul>. a manufacturing 1me:.tiga11on \\a'> m111atlxl. \\h1ch re,caled that 
h)pothe~,~ te.<;tmg to 1dcnlif) a root cau~e for the oh~er\ed OOS resuh, ,,ere inconclu~i\.e. '1onethcle,;s. )Our 

imestigation inferred th.it the une,pccted 00~ \\,L\ due to (bH4J~ccumulation in the line; a small amount 
of (b)(4Jcould ha,e rewltcd in a lm1-le'>t re'>ult l 'nder the c,hting procedure. the (bH4>1anl-. mu-.t be 

(b)(4 

rocess to rcmm e 311) lbH4 ceumulatcd in the line aficr '"' ,~ hen. a, a corredi1 c action. it 
,,as propo:.cd that for the '>Ub\cqucnt manufacture of, alidation batche, of (b)(4 nJec.:tion 

4(bH4>mcg/, ,al. the lines should be ______ (bH > 11,w,e\ er no t-OIJJ,O..[Chcm,1\ c 
(bH4\, IIe\ aluation of the proce,s 11'3'> conducted to dctcnrnne 1\ hethcr the proposed 

produce predictable result'> and pre, cnt (bH4>from rccumng 

SEE 
REVERSE 
OF THIS 
PAGE 

FORM fOA •n Cff/011 

0.,.TI.IS,1ll,,.C) 

Jose E Melendez, Investigator 
DamaflS V Hernandez, lnve~tlgator 

Septembers. 2025
Angel>ca M Hernandez, Investigator 
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OBSER\ ATIO~ 2 

A,epllc proces\ing areas arc deficient rcgardrng the \}\lcm for cleaning and dhinfccting the equipment to 
produce ascpuc contht,on~ 

Spec1licall}, 

A) Your proccdur~ used for cleaning of the lilling lines arc inadequate as \\rittcn Your approied procedure fail, 
to cMablish a sequence for cleanin° dis,nft.-ction to cmure the proper a~cY,1ic cond11ions or the filling hoes used in 
the manufacture of.._________.. CbH4 JS product Procedure SOP-MF C,-00036 
Clea11111g 011d Op,m,11011 w , mg mac 1111e CbH4>cr-,ion 20 cffccti, c 10 05/2025 (DD M\11 YYYY) • 
for Linc ~~ oe, not speer!) a sc uentiql order nee c or cleaning and d1sin fecllon. Addit1onall). the procedure doc-; 
not indicate the amount of (b)(4) o be spra)cd to facilitate an accurate dis111fect1on of the lilling line 

On cptembcr 02. 2025 \\C o ~cned the cleanm all.(L,amtvation acti\ ities on I illing I ine ~} ner the Ii lling of 
commercial product. t6f<4l g/mL (Lot# CbH4> During our assessment. \\C nouccd the foll0\1 ing 
deficiencies \\hich include. but arc not limited lo 

• Your operator \1~ u\ing a CbH4 r10p head to clean the farthest part~ l)1 the filling lrnc along \\Ith 
, arious other areas. including the base o1 the filling line to then '"Pe ne-dr the top again ,11th the ">amc mop 
head. Addit,onall). )'Our operator did not follo\\ Jll) cleaning series from top to bottom 

• Your operator \\as spra}tng a pt11tion of the fill ing 10m: ,Ailh CbH4>'.Xlttlcs of CbH41at the 
same time.\\ hen spm) mg the interior ol the filling line \\ilh 1c CbH4> c maJoril) of 
the filling ,one \\as saturated to the point that the '>Olution spra)ea '""" "'" ,c,u,,;u, ~u, ,..secs \\ere drilhng 
and began to pool al the base of the \\alls,, ithin the filling area l he pooling accumulated along the bad. 
~ide of the filling line 111 an area th!ll ) our operator \\a, unable to reach. 

di rcctl) 111 1ronl or the CbH4> ·i.ink ,1as not dc.mt.'<l. 

• With the current la}out ofthe Iii ling line. there i'> no assurance that the operator can ensure the area ltf the 
back of the filling line can be adequate!) clcancd ,disinfcett.'d and dried to a,oid the pooling of solution 

SEE 
REVERSE 
OF THIS 
PAGE 

Jose EMelendez, Investigator 
Damaris Y Hernandez, lnvemgator 

September S 2025Angelica M Hernandez, Investigator 
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1111111i1111in~..md I\'""'' ,111 11111ni11111ng 11,,m thi.' tilling li111.',. lill111, ,uih•,. 1w1,,1un\'I 1m•11i111u11~. ,111.I li111,h,·-t 
pl\11h1,·1 mk1,1bl.ll .111.1h ,,., 1lw t\·,ull, tl\itn th,•,,• ,111.,h ,,., ,II\' 11,1\I 1,1 ,k11.•1mi11,• 1h,• lin.,11h'l"''i11,,11 ,,1 ., l\11,·h ,,1 

,1,•11k 1ini,h1:d p1\11hKI \\,• ,1b,,·11,-.I 11ith111 llw 1\101) \•I I'll,, ,t,•m', 1,11,·, ,,·\'thin lh,11 tlw 111ll,111 n,• "'I,·, h,lh' 

,·,·1 t,1111 1x•1 n11,,i,,11, .1, tI\, ind .-11.1bkd• 
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