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OURl.NG AH INSPECTION OF YOUR FIRM we Oes.ERVO>: 

OBSERVATIO. I 

'l'he written stability pmerom for drug produ~ docs not include reh:\blc and muaningful test mcth~. 

Specifically. 

Your firm does not have srabil1ty data to suppon your 90 day Rcyond Use Date (BUD) for Rocuronium 
Bromide IOmg/ml Sml syringes. Your finn'~ contract laboratory was using an mappropri3tc test method
in dctcnninmg me potency ofRocuronillm Bromide by mca.r;uring for BroIDldc rather tha11 the at.-ti'lr·e 
ingJt:dil!nl RocuTomum. From l l f27/2017 to OJ/1 212018,. of Rocuronium Rromidc v.crc 
mnnufucrured an<l labclcd with 3 BUD of90 days h.-iscd upon the inappropnatc test data supplied by 
your contract laboratory. 

 

Additionally, your finn failed to pcrfonn an inve~tigation or risk a~ essment into the 1mp3ct ofnsing an 
mvalld potcnc) lei.t method for Rocuroniwn Bromide IOmtpnl 5ml ")Tinges. 1 ~test !lh;thod employed
by your contra.ct laboratory was inappropriately testing for Bromide. a.nd not the potency of the acme 
ingredient Rocuronium. The n:sults from ttus test were ll"\cd to support your 90 day Beyond Use 03tc 
(BUD). From 1J/271201 7 to Ol /12J20 18.11lots of Rocummum Bromide wen: manufactured :lnd 

relQScd for distribution U! ing thi<; BUD of90 days. 

 

OBSF.RVATIO~ 2 
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Procedures designed to prevent m1crobiological contamination ofdrug product."> purporting co be sterile 
do not include al1o4uatc vahdat100 of the ~tCJilUation process 

Specifically, 

A. 	 Your firm's i.ystcm for qualifying fllw thi: environmental cooditions in all- fyo- ISO) 
tmllimLaminar Air Hoods (LAFIIs) lacks an assessment of the air flow pancrus under 
~onditions for all LAFl ls. A review ofyour dynamic ~-mokc s:rudy videos found your

firm failed to con<fj\iUl.:tiac smoke -.tud1cs for aJI equipment and component configur.u.ions 
used in each of th~~-~~ ..A FHs used by your finn to compound sterile drug producto;.. 

 

R 	 During the inspection ofyour firm. the followmg poor aseptic techniques were observed during 
sterile dmg compounding oix-rations· 

I 	 On 2J 12/2018, we observed the oompOUndmg tQChruci.an in.appropriately pl'1.tlllg items in 
critical areas C.'lusmg his hands to block firc;t :.ur supply du.ring producnon of Labetalol 
HC'l 'Smg..rnl Sml synngcs L..o1'#12lR0()().195 in booc{6)111J 

? 	 On 2/20/2018 we olY.o:cr.cd the compounding tcchnici:ul tc.>uchin..~ the syringc·s plunger 
du.ring the product10D of H~dromorpbonc 1mtvml lml synnges Lot#l218000556 m hood 

and Ill
3. 	 On 212312018. we rCVlcwcd tbc video captured on 2120/2018 by the furn':> ccnmml for 

bootllliunng production ofHydtornorphtmc l mgfml lml syringes Lot#121R.000547. 
We observed th~ compounding technician touching the synnges' plungers and blocking 
first air -.upply Wlth her hand. 

(·. 	 On 2/1412018. wc observed heavily soiled t:Jcky m<its located in the unclas.sificd :iTC:l in front of 
the pre-t;ownmg mom~ :ind the un-baggi.o~ room (ISO Xareas) where proc.iut1s and gownmg 
m:itctial"> arc san.mud prior to cntcrintT the :idj:iecnt lSO 7 arcai.. 

v On 02115/2018, we observed :wllspray bottle hanging on the railing inside the ISO 5 Laminar 
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Air Flow H~ located m ColllpoWlding RoodlP'Qlbc cip of the bottle was pushmg 
3gatnst the plastic light co~cr in:>ic.lc the hood, ~hicb crcatx:d 3 gap between tbc aseptic working 
environment and the unfiltered air space above the light cover. 

'OBSERVA1 L01 3 
There is :i failure co lborouehJy TC\1i~· any unexplall1ed discrepancy whether or not the batch bas been 
already dirnlbuted. 

Spoc1fically, 

OBSER\ A no 4 

Aseptic proc~sing areas arc c.ldicicnt regarding the S)'Stcm for monitoring environmental conditions. 


SpitXificaJly, 

A. Your finn docs not mutmc1y monitor and docl1mcnt the differential pressures between the ISO 7 
Compounding Rooms and the TSO S LAfl ls during :ti;cptic compoundmg opcrntions. 

B. Your fum did oot follow the procedun: "rmr1ronmcntal and Personnel Monitoring ofClassified 
Areas"' SOP 1.AA-007-W. Rcvi~ion 9 For example. during th~ production offcntanyl 50mcg/ml 
syringes in RO\)m- n 2115/20 IR. we obscrv~.cttl in~ plates pl:iccd inside the: ISO 5 LAFH 
m location~ that did not pro\•idc "meaningful evaluat10n oftbe acru.aJ condition dunng a.4'Cptic 
oper.ition.s. 
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OB 'ERVATION 5 
Each lot ofoomponi:nL<;., drug pru<luct contaIDCh. and closure~ i...; noL withheld fn)m u~e until cbt: lot has
been sampled, tested., examined, and relea.st.'<l by the quality control unit. 

 

. pcclfically' 

Your firm does not test drug product container.:. and closures for s~ri lity and cndoloxm levels befon! 
releasing them for use. and docs nor review the Ccr.ificate ofAnalysb (C.oA-.) for these items to ensure 
they meet your roqu.ircments bct<>tt producm& sterile product<; For exampk. your firm failed to test or 
to evalu:ite the COAs for syringes and caps used to manufacture drug product-. dunng aseptic 
oompoundt1Jg operations. 

OBSERVATION 6 
Records arc not kept for the nwntenance and wpection ofcquipmenL 

Specifically, 

Your finn docs oot perfonn stcnhty <ind cndotoxin level testing ofdii;po~ble eqwpmcnt before release, 
and docs not review a C.cnificatc ofAnal ·si-; for ti · · for 
producing stcnlc product. For example. 1scd 
dunng aseptic oompoundmg oper.uiom were rccctve nor were their CoAs rcv1~·cd 
bcfurc n;h;~. 

OBSERVATION 7 
Aseptic processing an:as arc deficient n:garding system for cleaning and di infecting the room and 
equipment to product: a.-.epnc conditions. 

me 
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(b) ( 4) for sanitizing the ele3n roomi. when uo;tng sterile 
ivcd from )Our vendor Conte<.1:. Additionally, your firm c.liJ not follow }Our procedure 

"Cleanin~ ofClassified ATC:l.4'" SOP COM-002-W, Revision 3, by failing lo document the contact times 
of the disinfectant used in your clea.nint?; l~boo~. For e'.1:;1.mplc~ )Our finn dJd not tlocument the 
dn.mtt:ct:mt contact time in cith~ y~clcarun~ lt>g)i. 

OBSERVArllO 8 
Buildings u'iOd m the manufacnmng proct:SSin~. p:teking and boldmg ofa drug produet :rrc not 
maulta.int:d ma good state of repair. 

SpocificaJJy, 

A. ·1lie top of the doorway between ISO 7 Compounding Room. and ISO 7 Ante Roomlll
was observed to ha..·c chipped ruid peeling p:uot 

J 

R. The room l'lgD in the ISO 7 Compounding Roon:p ...'<L<; ob-served tu be dcttlching from the 
wall C'IC3ttng a gap 

C. The floor bcrw~n ISO 7 Compounding Roon- :md ISO 7 8 airlock De-< rowo Room
W-.J..'> observed to have unk:no"'n bJack m:itcnaltstains on the t oor. 

­ ­

D. The HEPA filtc~ numbe (b) (4) Iocated in !SO 7 Compoundmg Room~cre 
obse~ed on" '512018 lo be discolored with unknown ycJlow stain. 

OB..<;1-:RV TIO 9 
Testing and release ofdrug product for distribution do not include 3ppropriate laboratory dccl!mlinntion 
ofsatisfactur y tonfonn:mcc lo lhc identity nnd ~tJ~1~lh ofc:tcb acth•t! in~•n:d1cnt prior to n:lc:i.sc. 
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Spcciftcally. 

Your tinn failed lo ~"l'fonn potency tcsring oo each lol of finisbod drug product prior to re tease and 
di$1rlbutioo. Ycur form ooly perf..,,,. drug produce po<<ney tesling during <=b product's initial scability 
.....iy, whi<b 'YOU' !inn d!¢n ..... to jU$1ify 1bcpoccocy oreach ~ l<>t or"cril• drugproduc< 
coc:npounded by 'YOU' firm. 

OBSERVATION 10 

The mpoosibiJiti<S ..... pnxcdun:s applicable 10 lhc quality C(Jntrol unit.,,, t>OI fully (ollov>'ed. 


Spccif•cally, 

A. Your firm flailed to follow )'Ollr label control procedures wbic;h ensure the oom:cr: information is 
prinred oo finisbcd drug product labels pri« lo release .,,.. di..nbution. For cumple. labctalol HCl
Smgfml 4ml syringes. U.. 11217000'213. was "-=dylabeled wich a compounding dale of 
12127/2018 and a ~YBUD oflm/2019, when: die correct compool>din& dale wa.• 12127/2017 
and BUD was 31271201 8. The QCU released and distributed labctalol HCJSmgfml 4ml syringes. 
Lot# 1217000213, \Vitb the inc.:orrcc.t CQn)p<>U.txHn,s and BUD dat<::i. 

 

B. On 211312018. we observed Form LG-024-W "Packaging Linc Clearance Log" for inspc:ctioo 
line number 2 aod S \\'CCC missiag the vcri6cr"s mirials and dascs. Doc:umeotation oftbe -.ierificr's 
initials aod date indicates a scc.::ond individual confirmed packa.aing Jine clearance "'3S performed 
correctly, which is a critical stop to prevent product and labc1i.og mix ups. 

OBSERVAT ION II 

l!stabll!bed rest proc<duRs rotio..'ed.. 
are"°' 
Specifically. 
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On 2123'2018. we observed an inspector on lincllierfonning finished producl "ii.ua1 UlSpCCtion of 

H mm heme I rm• 'ml !> Ting~. Lot #1218000541 . We~etor c;h:iking the syringes 


uring his inspoction. instead o~ .syringes as roqui 1~ by 

the firm's visual inspccrion pr~durc 
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