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'Producer of'Strriff~ Dru, Produ<:u 

THIS OOCtJWlttr US'TI:l ~~titWATI.ON:S MADE BY lH~ FOr\ RGPRitSIWfAT1V~ OURIHG THE lns:t>~CTIC\'\1 OF YO~ P/>.CIU1Y. '1H~Y ~ INSPGOitON'At. 
OOSClR.YAtlOt-00~ NJO DO r-t<lT Fl.fJPRI!SI:.tn 1\ FlNN.. AO~KCY De.lii1~1.11NA.110N IUQMCU~I;'J YOUil <lOMPlt..~E. IF '(Of tHNit; lit~ 06W-elt0~~ RF.Wi~DINO /IN 

. OBse!WATICt$, Ofl HA\11t lllP1.£UENI'W, OA I'UJI TO lUf'U!t~EUr COit~EGTrJI! ACTION ttl 1\I.!SP~ '1'0 AN (ltJgPJ{VATIOtJ. V<)tJ M~V OltlOOOll llm 
Ol,tJC::CflQN <ll< ACHO~I \\1111 J411! FCi\ iiiZPftF.IJ.fitltATI\iF.(~} OORIN(3 lUI! lt~EC110N OR $1.1Eit,UT TIIISINFO~UII.TlCN TO fDA Al TI1E .WORESS NJO"'li.. If! 
'IOU f.I ,WE MY' C.tJI!SltON$, f!t:EA.elltOOTACf FIDA.A.T t•te PJlotm NUt-'AliA .IWO ACIOflM!) J\TIOY!. 

OO"INCi 1\N IN:Sf.'f().llo.N \1f YQI..~ FlAM (I} 1\'>tJ ~&1m~EO: 

Lo:i Angdes~ CA 9001:5·~~:50 

DURJNO AN INSPECTION OF YOUR FIRM ·wE OBSERVED: 

OBSERVATION I 

J-1rocedt1res designed t.o pre'llent m:tcrobiologicnl contamlnnUon ofdrug pl'Q(Iuots puLpOrting to be stet:iJe are .not 

established. 


A.. Y()u did not perform .investigations into the ~ool cau~of medill 1111 ste.L'ility fnlltltes for medlt:l t.JU runs 
performed in ISO 5 tamlnDl' Flow \Vor'kMatio(l.$ (LAFWs) from (b) (4) TurhtrJity 
wns observed In the growth promolion med[a. for (b) ( 4) m<:dia flUnms rnitiattd between (6) (4) 

b) 4) . Addil.ioually, yoH t1liled to ittvestignte Ihe rQot ~nusc oftlte fo Uowi11g stw.-il ity tlu m'¢S oos~rveddurlng 
.n,ediu till validation runs pr.ior to producing and distr1buting sterile dn1g p(D(lll~ts: 

B . You have never perfonned medea fill validation runs OJ~ the (b) ( 4} Stop~ri11g nud Copphlg 

mn<lf1ine Penn Tech nutom~d Ylfll filling 111achine) Jocatcd in the IS<f.S tilling room. A<:c.oroing to uLog of 

(o) (4) Repoott?' pdntcd 20Mm'2011. you produced (5) (4) batches of sterile dnrg produc:·~ Qn tho 

PcnnTccb auto11tated vfal fliHng mttclline between (b) (21) 


C. You huve not J)el'fol·med 8 Slll.O.ke Pattern Test fn your ~'JSO S:FHler Roomt" where the PennTech at1tom.atetf 
"· 

~-------.~~~~~~~~------------..E~M~P~ ~or~~n~e~~-------, o~£·ms~u~~~----~lo~y=~~~S~)N~~~~~F.~~~~~r=m~E~C~t­
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vial fill) og machine is US<:d to {b) { 4 ) ofproduct into viaLs 1·~ngi~\g between 1.),15"""-:.....~~ 
(b) ( 4) -------------..:.-::..-----1 

E. You fui.fed to ~rform growth media promotion te~ling for b (4) growth medium 
-~-. :--r~----6""" (4) otnumbets : (b ) (4 ) ( b) (4) cxpit·otion dntosl~(b-.!.)~(4~)~---J 
re~~ctively~ pl."H>.C to use. ( 01 4 m~dia (b) ( 4) weye used to 11 Uyful~oHb.H·Ina 
execution ofmedia till Wt.Jioallon batches inidate<l b~vccn (b) (4) . F>l)l·example, positive and 

1 ncg!ltivc COt1tmJ experimcnt.s for ¢Lfllel' !oc o (6) (LJ) .wth media (b) ( 4) wet¢ .not pe~·fom1ed 
prior to ~se~ 

\ 

OBSERVATION 2 
Pro~edures designed 1Q prevent microbio!ogicn.f con ~minution ofdrtlg ~·oduels purporthlg to be stctl t~ do n<)t 
lncludu 11<L~quate validation of the stci'iHzation proctss. 

Spe.;itl\1aUy~ 

A. The following was note<! during a ~v[~w oflho InsUIHatton nnd O.e_eraHoJul Quaf.iflcutloh (lOQ) ~n<f 


P~rformRUC¢ Qu!lJ Ifie1tti~n (PQ) for the b 4 (b) ( 4) dated 03May16 and 

1 CMM~l)' f6~ respectively. This b 4 . ;s u~ for( b) ( 4) erte1·iUr.ation of (b) ( 4) drug products~ as weU ,as for 
·:tteril'l1.atjM ot'eqo]pnle.nt o.nd utensHs U$ed dmi113 l)l'Cp.t'rflt!on of$tcrile drug pl'·Oducls. 

1 ) ___(.._ ) _,_-:.) ____. were not ~~_ Ll) __, ider•tffied dn.ring d1o IOQ.6_,_ (4 __(6) (.:...~_ 

2) Tne (b)(4) ;>Blcbes for 
erwPLOYgi3(S)SIO :ATURf i1.1PLOYI!I!.(S) tfNil! AND lll'U!: IPn"nl (I( T~~ W..TElSSUSD 

\ 

03fl3fl() l '} 
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"l=tQ Twt C-a.seo<b> < 
4 

> ( b} (4} Ve.rifieation fo1· (b) (4) 

.tches fo!' 

Th<: «performance Quali11cati~n SIUnmory Rc;po1't fot•the 0 4) , Rcpoxt 10 
VN.-Js..oto, wn~ appxt.'lvod by thco :Oh·~c-:tor ofQlU!.fiJY and Sh;;~ilQ Opcn:d,o.ns on O!Augi(). 
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Ot:PAATM!I!!t.ll' Of! H~Al.Til ANI) HUP.t"H $G~VICES 

Although rhe .,.Perforoumce Qu:alifictlllou Protaeol tbt• th (15) ("l) (5) (4) (6 .. wns fYL~· 
approved by the QA. Manager on 30Jun20l6 and ex.eoutcd h_.etweez\ .33) .tun2016 snd 01Jui20J6l the Fina~ .Repoo:t 
tith~cl L'P<a'formence.QmLilt1c4\tlon Su1umilry l~cport fot· thJJ b) (4) (b)(4) o 4 w~s wdttcn 
and .Ofl(>t'ovcd on 2tMarJ7. 

C. Records were iusufficie11t regarding incubation of (o) (4) as 'foitows: 

l) A~Qtding to manufac.turer'sjnstrucll01l3.. 
required to be nl (D) (4) incubator<bH4l which Is used fux- (o) (4) 
was neve.f quulified or c4lllbrnted~ and the tem~mtucc nt t ~e. time ofwot.1bat~on \\~M no l'~cordcd·~• ....!....~----' 
2) AccorQing to mauufac:-tllref's lmnnu:tkms,(b) (4) (o) (4) qualification nre 
.c.equited to be incubated .tor (6) (4) Documentation ls 1K'Jt ayaUnblo to demonstL·ato 
hcsc (5) (~) we,re m~uoa.te<J tor till'approptiate timeframe and ut the appropriate tempemture. 

....-__.. ..__ 
IWIWV£1!:tS'~ ~·A.t!J! ,h..NO'Ti1Ut (Prfof<rll}Jli.i}> 
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.OBSERVATION 1 

Dmg.prodw.:t containel.'s mtd closo.r.es were not st~dltzcd and proc.cs~ed to removt'l pyrogenic propertic.!J to ossurc 
t11at tll~y are .suitable for their intended i~ . 

SpecificaUy, 
A. You f~Ued to <krnonstrnt" control o~ endo•oxin and biobttl'<l~n through dtc ( 6) (21-)
For exampl~~ ---·.----------------~ 

l) Y au did oot show through validatiJ;>n stt1dies that the (b) ( 4) pt·oeeas and eqn.ipmcnt were cu{A"lb1e of 
!cc.lucillB ~ndotoxin to nn lltc~p1'Rh·lt~ ~e.vel. 

2) 'f.hc foJJowi11g \W:J noted regarding (b) ( 4) ' perfol'maucc 
qualification (PQ) n:ctiwitles~ eondutttd acoor<fing to protocol VAL l5.. 02S, approved 7.3Jw116: 

a. 1iLe .PQ rewr& do n.ot include (b)(4) ot· (fos..:ribc _pbccmcmc ot" equipme11t such m; (b) ( 4 )· 
(b) (4 ) 

b. The PQ .te.cord~ do not dese1·lb~ the q1umticy of (b) (4) during1)erformanee 
<tunUficl\tiQ.n. 

B. You dicln..ot dem.on_s.wa.te endotoxin red.uctioH dudug ~u~alifieatl~1 of·the 
(b) ( 4) For ex~mpte, yotl did oot llile (5) (4 ) 1m t qua sfteiltJmuiit.s. 

A~eordU1g to t!lePhafJnacist ln Charge, the .firm uses this Uldchine to depyrogennto and stc:l'iUze gl ns~ vfa!s prior to 
being filled with (b 4 drug product. 

~ 
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FIRM t~A11.ii: tlf.lli!ET Ao~~s 

P41Sion IV Phlllrftl-.ceufit:Aas. JiLe. dbR A.xi11 f'hQrmll~utwa.l l99(t Westwood. Blvd Ste llS 
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OBSERVATION 4 
Ascptio pt•occss[ng tlreJJ~ nl-o deficient L-cgardir~g th~ -sy~tcm fm- monlto~·ing envircmmcutl&l.ccmditiona,, 

Spooificntly, 

Ymt do nat perform eJl\' ironmentli l tnonitoring (EM) for microbiologic~t c.ontamina,ion ofviable {tir and surfi•¢es 
nt l~Mt daily in the five (5) lurulnar air flow ·work stations (LAFWs) locnted iu the ISO 7 F!Uihg Room, fo1' lots 
t:atcgorlz~d 11$ HNo' n llatch•,, 11Not a Barch,' is defined DS [(or<4Y Hru~dditlon, yotl 
do t\C)t pertbrm EM in the event o.fmuftiple '''Not. a hatch" lots produced orttbe same. day {tube :snm<:~ LAFW.s. 

'----------------------------------­.OBSERVATrON5 
E~1ch bateh of-drug product req,lired to be free ofobjectionoble microorgan.tsms is not to:ited through appropriate 
JaborJAtory testing. 

Spcc;ifie~Uy, 

A. You have ~tot completed method .suitnbHit)• ~e:~ti•1g ofyom· (c) (4) 
test for any of tho(b) t41drLlg prooucts th~t .are sterility-tested w.ifh this .method. 

lsterlfity 

B. You have not ptl'formed al:lantimi.crobial df-ecdvencss study to vetify th"'t the pi'CSet•vative fiystcrn is effeetl'vc 
uc~d protecls t~ pL'Oduct ov<:r its shelf rlfe tl nder e."pectcd conditions ofu.w. 

P¢r cl'tamfl!el on l2Janl 7) you pr.oduced~15) <4) 0 ml M1.1lti-do~e vials ofMethyfcow:lnminj 1 mglml1'tljccttable.t 
Lot Number OI J220L7+44269, and assigned a beyond use date (BUD) of1HuH7; howeveL~ you l'nve not vtl'ified 
tho p.res~rvativc wautd ho (..f{e(tivc throughout thi~ product•!) :lhe.Jf life. 

-----~----------------------------.OL~SERVATI.ON 5 
The lnbels ofyour¢,~tsourcin_a fadHty•s drug pmducts are defldem. 

(131~017 
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The LnbeJs.afyour outsoun;Jng facility's drug ptoducts do not include tn!bmladou requtrcd by 5e(:tio.n 503B(a) 
(JO)(A). Spe<iifwnlly~ tl' c: statement i'Offi¢~ use Qnty•~ is ~lQt on yCJUl' dt:ug prodl.JCt lnbels. Labels for the foUowi11g 
drug pl'oducts do .not contnin thls ~tatetttet\t. 

• MethionJnc/!nositui/Chc)ii•te (MIC1lnjectahlc, 25mgl50mg/50rng/mL~30mL Multi-®se Vial 
• Tc$tostet()J')e Cyplollute Jnjeetablo, 200mgrlt1L, em, lOmL Multi·clO'~C Viai 
• Hmnrut Chorionic Oonadatropl.n (Hcg) If\Jecrnlt!~ lOOOJU/mL.• tOniL Multi-close Vial 
• Hyrdo~cobnl.amin lt~ectable, Jmg/mL. 30EUL Mltltl-dosc.V1al 
I Methylprednisolone Acc~te (.PF Injecb1.ble Suspeo$ion)~ 89rnglmLJ< ?JnL Singl.e-dose Vial 
• Chromiwn1>koUnate .lnject~tble. 200n\cg/m!r1 lOmL Mttlti-dose VtaJ 
• Methyloob4lemit.l Il1Je~nbf~~ lmt?/mL~ 3-0ntL Multi·dosc Vitti 
•Ascorbic Acid (Vitamin C) fnjectab.l~ SOOmg/mL~ JOmL Multi-dose Via( 
• B..Comptex rnjccl~hle. D Vitnmin Complex1 30tnL Multi-dose Vlll1 

~ C.yonocoba,lamil, Ir!JectL-lblo~ 20~0nlOg/mL, JOmL Multi-dose v;aa 

~ Py!'idox.hto Hydrochlor~de rnjectable,. 100nl&"mLs JOmL Multhlo.se Vin.t 

I Oluthnlhione Injcetilble_, 200mglmL~ 30mL Muld~dose ViaL 
• Triamc}noJone Dia~tate h~e~lable SuspensionJ 40nlg/rnL, lOmL Multi-dose Vial 

· • Medl.Yip1·cdnisorone Acctacc )njcctabfe. Suspetlsioo. IOOms/mL. JOmi., Multi~dose Vi;tf 
I Dexmnenthasorte LA injectable Susperutjoi•, !6angfnlL, 1Om.L Multi-doSJ> V[~1 

~·=--:-:-~o:--~------·- - --- ­OBSSRVADON 7 

Stt·iot ·c.ontrol is not exerc,i·sed over JabeHng l~ued fo.r use in drug prOO.uct Jabeth•g a_perations. 


Sp<lclJlcuUy, 

You have~ C011tltiu,tr labels whieh incrtlde information to f)tcill1ttte adverse ev~nt repotting. Howeverq of(Lt )l 
!;M~~O'r"E;&;($) ml.lli ltNO liJLJ;. (Piitl( Of rw~) 

tr~JnP. Murpll)'. CSO 
Tul~ln~AQln, CiO . 0'3fl:V~Dl1 
Muc~l~illl1.3 D~~tiCJO, e& ~S()

L">.-. o·~ I•?.J I CJ 
FOitM FDA 483 9fe~3 i'l<G1JltN3 tlDIIIOtJ OI~SCJlill! INSP ECTIONAt.. OB9ERVA.liONS 

http:Multhlo.se
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iQ'm: Ol'AJE Nil> ztp C~ lY(IE 011 tilrf.AI!LIBtlt\'lim' C'I:::-:6P::o::W~T1!.1
:!:!~I =n=-----------

J.M Anseles~ CA 90025·4650 rroclit.t~t· of SreL·rle DrugProoueiJ 
--·--- -----------4 (b) _@}lt~bei::J possesses both U•e adverse event reporting nm1iber (t·800..FDA-l 088) ~ndweb addrc:ss (www. 

td~.gov/mcdwwtch). Ful't:bellnoro, tlteL-e are no JCCoL·ds to lndjeate l (b) ( 4) ctdveJ.'Sl! ev~nts rcpm·ting Jabe( 
was us-ed to label drugptoduot pac.kag~d Qt your firm. 

O:DS'ERVA'l'JON 8 

YouL' outsQurcitl(l f:a.c.illty did not submit ao i11itlal repo''t to FDA identifying products compotJoded. during the 

previous sjx months t13 required by ~o'tion S{)3B(b)(2XA). · 
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