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This document list" ohservutimls made hy the FOil representati vc(s) duri ng the inspt'ction ofyour f.'lcility. They an: inspectional 

ubserv:1tions. Wld do not r~pre~ent a fi nal Agcm:y determination n:garding your complhmcc. Iryuu ha\'c. an <> bjection regardi ng an 

obscrvution. or have implement(\((, or plan m implcm1:m. to7'T'Cctive action in response I<> ;Ill ohiervation, you may dbcu~ the obj~'<.'lion or 

oction with the FDA rcpr('.SI!J1tQl i \'e{:;J during tl1c in$ptttion or suhmitthis iJJtormation w PI1A at lhc adur~.--ss abo\'e. If you htt'l c uny 

qu~-stivns, pk..1se contact F[)A at the phone numlx:r rl.l\d uddrc~li ubt,\1.\, 


---------..------ - ·----------1 

DURING AN INSPECTION OF YOUR FIRM I OBSER\IED: 

OBSERVATION 1 

, Procedures dc~igncd to prevent microbiological contamination ofdrug products purporting to be sterile do not include 
validation of the st<·rili7.ation process. 

Specifically: 

a. Proce.sslng methods for the stcri li<!l)(·.ion of injectahle drug products include t5} (4 	 and/ or 
t5 (4 Sterili;r.atinn mc:.thods have not been validated for any of the drug. products and there i~ no 

docunHmtation of the qualification ~)fthc {4 16) ~ that is us.cd. Injectable rJmg!\ thar are proct.-sst-,d via 
~....,.,.4..,_. include BydroxyprogcstcroM caproate. Injectable drugs that arc proccsst.d via t) 4 inclu(k 
()e,xaJlJt,;Lha..»one, Vancoymcin ~tnd Trimix. 

1:1. 

c. 	 Dexamethasone 400 mcg/0.1 mL. a .sterile.. prescrvutiv~:-fi'ee injectable fbr intr.:witreal administration. is 
manufactured in batch si1..es ofapproximately {6f('l} The batch is maintained in a (ij)T4J under re.lh:: igerated 
conditions. The finn distributes the product in I mL syringes both as u single ingredient product and in combination 
v.rith AvasTin. The entirc;(bl {4) batch i{6) (4) .. The 6 4 
{t)) (41 6 @ No studies have been perfonne<i to support 
this practice. Simiarly. a single batc:h'(b) (4) •ofTrypan Olul! 0.1% ophthalmic solution is 4} 

with no supporting studies. 

d. 	 The method used to cle<m, stcri li:z.e and depyrogcnatc vials, stoppers, and cap$ tlMI are used as contaioer!closure 
systems for sterile injectable drug products has not been validated. There is no documentation of the qualification of 
the 4 @ 4 lltat is u:;cd. Drug products f observed being pad·.ugcd into containcr/closur~ systems 
that had been procc,<;sed in this manner include Trimix and Hydroxypro~:wsteronll caproate. 

e. 	 Media fills performed by pt•rsonnel working in the. ISO 5 :lr!:!a do not closely ~ imulate a'tual production, or cover the 
mos£ challenging conditions and manipulations. M~dia fills are •I ut111l., (b) (4) which include (6 (41) 
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The number of vwls and/or droptainc rs filled can be 

f. that is used to slerili~e lliWI is 

. The 

. OBSERVATION 2 

Clothing of pl!~onncl e-ngaged in lhc manufacturing ofdrug products is not appropriatc: for the duties the_y pc:rform. 

· Speci1kally: 

a. Personnel working in the ISO 5 and imrneJiatcl)' surrounding ISO 7 classifi~d ar~a (6J {4} 
. This. "b) (4 involves hanging the sterile garb on hooks in tht! ISO 7 

anteroom . As hung. the go"'ning comes into contnct with n non-sterile wall and is directly in the 
pathway to an unclassified area. Additionally. 4 includes the hood with imegrdtoo mask/mouth covering and 
rhe outer booW!lhoe covers.There is ~~) ....IJ.;..L-.-:-----::---:------:-:----:----------__. 
---------  No studies have been performed to support this practice. 

h. Sterile gowning i sampled for microbial contamination with during 
sterile drug manufacturing operations. Sample siti!S include arms <J nd ch~:st. The sterile govming i.." not subsequently 
removed from use; the gowning remains in use for an =.!..J...O.'- 

-----_______,._ ·-...-... -··------------- 
OBSERVATION 3 

· Aseptic processing area.~ are deficient regarding the :system tor o10n itoring environmental condjtions. 

Specifically. 

a. 	 Environmental mc,nitoring •)fthe lSO 5 area$ (laminar flow hood and ID {4) is not perl.brmcd each day that 
sterile: drug products are produce-d. 
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c. 	 Pressure differentials in the ISO 5 and surrounding classified areas are not being monitored when .steri le drug 
products arl! being produced . 

d. 	 The {D) (4)J to the ISO 5 --- ll'llfl ____ l and they ore not included in the environmental 
monitoring program. 

OBSERVATION 4 

Each batch of drug product purt>orting to be sterile and p}'rogen-free is not laboratory tested to determine conf<>rmanc.e to 

such requirements. 


Sp~citically, 

a. Th~re is no data to support that the in-house test method being used for the sterility testing ofdrug products 

provides accurate and reliable results. lnjectables (to include intrnthcc;fls}and oph1bRlmic topical drug products that are 

hc·ing tested in-house for Stl~rility includ~. but ill".! not limited to. the following: Hydromorphonc: 

Hydromorphone/Baclofcn~ Baclofcn; Morphine; Cellazidimc; Cefumxime; Trypan Blue; and Lidocatnt~:BSS:Epi. 


b. Endoxtin testing is not routinely perfonned on sterile injectable drug products. 

-------~-·-------------------------------------------------------------------·~----------------~ 

OBSERVATJON 5 

There is no writt~n testing program designed to 8$ess the stability characteristics of drug products. 

For '~xamplc, there is no stability data to ~upport d1e BUOs for the following preservati\'t." frce injectablcs as packaged: 

• 	
• 	
• 	
• 	

Avastin, 90 day BUD! rerriger-,ued: 3: J(J rnL insulin syringe 
Cyanocohalamin. 90 day BUDl refrig.enued; I mL syring\! 
Vancomycin. 45 d;,ty HUDi frce~...er: I mL tutlcrc:ulin syringe 
Dexamethasone 60 day BUD! refrigerated; I mL tuberculin s~Tingc 

._-----------------·---------------------------------------------------------------------------1 
OBSERVATION 6 

A!icptic processing, areas arc deficienr regarding system!> for maintaining any equipme-nt used to conlrol the aseptic 

· cond ilions. 


Specifi cally, then~ have hceo no dynamic smoke studies pt:rformed to c-.·aluAtc the uuidin:ctional airflow of the ISO 5 areas 

(lamin<tr flow hood and(6J]4I rhc clean room. or the ante-room. 
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OBSERVATION 7 

Aseptic processing areas are deficient regarding the system for cleaning and disinfecting the room and equipment to produce 

aseptic conditions. 


Spt:·cilically: 

a. 	 Firm personnel use a l b (4 (D) (4) h) sterilize - ~ (4)!l"b)~~~___. 
(b)~ ' . The sterile lli1141 is then placed in non-sterile spray bottles and used as u disinfectant for the ISO 5 areas 
(laminar flow hood and ) @) ), and as a disintectant for sterile drug compounding activities to include wiping 
down supplies and equipment for transfer into the ISO 5 areas and as u glove disinfectant. 

c. 	 The finn uses a solution as a, sporocidal agent for the ISO 5 (laminar 11ow hood) and clean room 
floor, ceiling. and shelving unib. The firm has no scientitic data lt..l support. tlle concentration and contact time being 
used result in sporocidal disjnfcction. 

·-------··-------,--------~-

OBSERVATION 8 

Auildings u~cd in the manufact·urc. processin£. packing, or holding ofn dntg prooucl oo notltave che suitable construction to 
facititate cleaning. maintenance. and proper operations. 

Specifically, there are no air returns on the wall~ in the ISO 7 area.~ (clean room and anteroom). Air exits both ISO 7 art:as 
from b 4 
~~===;; Staging ofmaleriaJs and equipment for sterile drug production U!kes place in the~~b~~___. activities such 
as the weighing ofnon-sterile APis fi:>r use in sterile drug products occur in !'he !)t:) 

OBSERVATION 9 

Routine calibralion and ch('cking of equipment is not performed ~ccording t<) n written progrom dt:S igned to assure proper 
pcrfom1ancc. 

a. Specitically, the t:i} (4} and (t:i (4 (b) (4 that arc used t()r the steriliz.ation ofdrug products, and for the 
~1erili7.ation and dcp)·Togenation ofequipment and containcriclosure sy:~tcrnil used in the manufacture ofsterile drug 
products have not bl!cn qualified for use. nor are they routinely calibrated to ensure the reliabili ty ofthe processing 
temperatures and, as applicable, pressures. 

- ----- --··--l· ···-·--·	
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b. (6 {411 Incubators used for the incubation of media to detect microbial contamination ofdrug products, as well as the 

incubation of media used in the environmenta l monitoring and media fill programs. have not been qualified for use, nor arc 

they routinely calibrated and/or monitored with calibrated them1ometers to ensure temperature reliability. 


c. The pressure gauges used to moniror room pressure differen tials are not calibrated. 
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