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Titis document lists observations made by tho PDA representativc(s) during the inspection ofyour facility. They nrc inspectional 
observations, and do not represent afinal Agency determination regarding your compliance. Ifyou have au objecllon regarding on 
ob!iervatiou, or have implemented, or plan to Implement, oorreclivc ncliou in response to an observation, you may discuss the objection or 
action with the FDA rcpresenlativc(s) during the inspection or submit this information to FDA at the Hddress above. Ifyou have any 
questions, please contact FDA at the phone number and address above. 

DURING AN INSPECTION 0F YOUR FIRN WE OBSERVED: 

PRODUCTION SYSTEM

OBSERVATION 1 

 . ~ .. 
OBSERVATION 1 

Protective apparel is DOl worn as necessary to protect drug products from contamination. 

Specifically, 

 During sterile drug production. technicians were observed wearing non-sterile gowning wifu exposed skin within the 
cleanroom environment Per the firm's written procedure, SOP 03 S-32, "Personnel Hand Hygiene and Gowning for 
Cleanroom Entry", Revision I 0-17-12, the firm'sunifo011, compoucnts for entry into the cleanroom includes: shoe 
covers, bead and facial hair covers, race mask'donned to cover bridge ofnose, anon-shedding lab coat or gown, and 
sterilized gloves. There is no provision for the areas oftbc face around the eyes and area around the neck. During 
the walkthrough ofthe facility on 02/19/13, operators were observed with exposed skin around the eyes and neck 
area in the cleanroom ISO 7 environment In which the ISO 5 Biosafety cabinets are located. 
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AMENDMENT1 

... 

a) During sterile drug production. technicians were observed wearing non-sterile gowning wifu exposed skin within the 
cleanroom environment Per the firm's written procedure, SOP 03 S-32, "Personnel Hand Hygiene and Gowning for 
Cleanroom Entry", Revision I 0-17-12, the firm'sunifo011, compoucnts for entry into the cleanroom includes: shoe 
covers, bead and facial hair covers, race mask'donned to cover bridge ofnose, anon-shedding lab coat or gown, and 
sterilized gloves. There is no provision for the areas oftbc face around the eyes and area around the neck. During 
the walkthrough ofthe facility on 02/19/13, operators were observed with exposed skin around the eyes and neck 
area in the cleanroom ISO 7 environment In which the ISO 5 Biosafety cabinets are located. 

b) Tbe firm does employ the use of sterilized gloves.in ,th.~. I&O 5 environ.m,ents. However, the sterile gloves are 
donned by the operator in the ante-room ~rea (1~0 7) pr~or -to-entry into tho cleanroom and subsocntcntISO S 
environment. We observed an operator co~tac.t d.le o~iside o(the ste~ile 'gl~ve wjth bore hands while gowning. 
After cleauroo~ the operator was observed wjP.~s.~o~~ ~o inteno~ ·su$ceS ofthe ISO S Biosafety cabinets 
witlt sterile wi.fes while wearing the sterilizid ·~oves. Next tbe. ~perat~r ~as observed wiping materials 
and components with ste):'ile~ipes· and plnofug them 'into·the ISO'·s Biosafety·cabinet. The same operator 
then proceeded to conduct aseptic p·rocessing ofdrug produclll witltiil !lie~SO 5':envirorunent using the same gloves 
sprayed with sterHo kd air dried. There were no additional sterile gloves donned wilbin the ISO 5 
environment pr ipr to contacling st~rile m,ateria]s for producti9n. Furtbe~ore, the oncrator's forearms which enter 
into lhe ISO 5 covlropmel\t .to.Perform aseptic opcratjo~ ar~ ~9ve.red with non·sterlle gowning which is not 
adequate to protect from contamination. 
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AMENDMENT1 

1 

4l I 

Aseptic processing areas are deficient regarding the system for monitoring environmental conditions. 

Specifically, 
Environmental Monitoring'oHbe firm's ISO 5 HoOd environments and ISO 7 Cleanroom Bnvirdninents used to produce 
sterile drug products fs.iaftdeq a ate aod does not represent actual production, for example: 
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OBSERVATION 2 

a) Lack of{routine] viable particulate air monitoring (lSO 5). There is no (routine] monitorin~yfthe.,lia~le air 41 patticulates during aseptic processing of drug products in the ISO 5 environments. [There iS:: < :viable 
air particulate monitoriQg coaducted by an outside contractor that was explained to be uader dynamic
condition.] The firm employs the use of~lT41 4However, it was expJaincd that thlsl(lll ( 1 )louitoring is conducted at static condition

b) Lack of [routine] vjable particulate ~!r· UJQ~oring (ISO 7). There is no !rout i~ m nitoring of tbe viable alr 
particulates in the ISO 7 ~!lyu·olltll:ep,ts dt!ling ac9ve pro.~~g. (There 4isltiH l iable particulate 
monitoring conducted by an outside coo tractor.) The ISb 5Bi~J,~fe{Y. cabinets and· Lamjnar air1low hoods 
are located within ISO 7 cleanrooms. Th~ firm employs the use ofcT4 

~lT41 ] However, it was explained that thls [GJIEJ~nonitoring is conducted at static 
eead:istiea ~co~~itiQnlf'JT•1 . 1 

c) Lack-of active non-viable particulate air monitoring (ISO 5). Thcte is no:inonitoring ofthe nou-viable air 
particulates during aseptic processing of drug products in the ISO 5 environments. Monitoring is only 
performed during cettification by an outside contractor eved(till~r ~at static concHtion. 

d) Lack ofactive non: viable pmticulate ai r liionitoring (ISO 7). There is no monitoring ofthe non-viable air 
particulatcil during produdtion·ofdrug ~roducts lil the ISO 7 enviroilments. · The ISO 5 Biosafety cabinets and 
Laminar air flow hoods are located within IS0 7 environments. Monitoring· is only perfonned dming 
certification by ap outside contraclo.t: ev~ryl6ll-tJ ~t static conditj9n . · 

e) Lack ofactive mon\toring of differential P,ressur,(!S. There is no monitori.Ilg of the cleanroom pressme 
diffeJ•en11als d~uing as~ptic pro_ces.sill~-f~dru!Lo-toducts. 'Differentials 'pressures ofthe ISO 7 Ante-room, ISO 7 
Cbemo room~:and180 ' 7 TV room arc 

under s tatic coudftfon. 'There is no furthbr monitoring ofthe clea.nrol5m press ure differential 
gauges either·mimuaUy or by electionic devices during production . 

f) Insufficient frequeJ,ley ofpers,on:pel mowtoring. Sampling. o'~~SOJlRt{iglo ~I!JlOSt shift ofaseptic processiJ!g 
of drug products in the ISO 5 eny.ironm.e.l}t i~ r;:ond~cted on IIn addition, personnel 

,__P' _____1 _ 4lH
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monitoring ofoperator's fingertips is conduct during_lbl ~repeated every,
r Jor each operator. Howevor, sampling of the operator's gloves or arms is not conducted after every lot 
of aseptically processed drug products in the ISO 5 environment. 

 	

 	

OBSERVATION 3 

Procedures designed to prevent microbiological contamination ofdrug products purporting to be sterile are not. 

Specifically, 	f/Jf ~11 

' 114	b r ~:J  1 r 4' I 
The firm _rocesses Biological Indicators through on asis. HoweVer for routine nms there 
is no noojtoring. The equipment does not rusp1ay orrecord
exhibited duriDg eaob cycle. r urtllermore, there is no chart or data recordingmade for eac run. 
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OBSERVATION 4 

Procedures designed to prevent niicrobiological contamination ofdtug products purporting to be sterile do not include 
validation ofthe sterilization proceSs. · 

Specifically, 
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g) Insufficient ftcqucooy ofenvirownental monitorittg ofthe ISO 5 Environment, surfaces. Environmental 
sampling is collcctcd(bll4'~ JHowever, tho locations oro rotat~d and not ever; ISO 5 surface used for 
aseptic processing oftlrug p1·oducts is sampled. Fm1hermorc, there .is no environmental monitoring surface 
sampung for tho aseptic processing ofeach lot ofdrug production_ 

h) Insufficient frequency ofenvironmental monitoring ofthe ISO 7 cleanrooms (surfaces~!Fnfl'·..Wallslcoilings). 
Environmental sampling is coll and the sampling locations are rotate 

a) firlllJlrepares some componep.~ in-house via sterllization udllzlng the 
)ocated in the ISO 7 Ante room.. Operators are trnined to the use of tho equipment

verbally through on-the-job training. However, there is no written SOP outlining the uso andiDD intcnance ofthe 
equipment. The firm sterilizes vials used io the processing ofaseptically processed drug product with this 
equipment. 

water system located in the ISO 8 Prep room supplies water to the firm s
There is no written SOP outlining the use aud maintenance 

ofthe water system. The water system is maintaincd .Y an outside contr:Wt~ IlLaddition.__the fir does 
erfonn crinduct any sampling and testing ofthe water q~ality produced by th

water system. 
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tbl c~

Sampling Locatloo 5.0p. per m .. ~Result 
IS0 7 (Specrftcation ~fopper ttl) 

IV Room Sample 5 4,250 particulates 
IV Room Sample 6 3 536 particulates 
IV Room Sample 7 3,286 particulates 

There was no re-sampling of tbe locations performed. Although these locations exceeded the specification at the 
static condition, the room was still certified 

OBSERVATION 5 

Individual equipment logs do not show time, date, product, and lot number of each batch processed. 

The firm does not maintain a use log for each ofthJitill~TJso 5 units used to produce sterile drug products. The ISO 5 
units (Biosafety Cabinets ruid Laminar Air Flow hoods) located witlrin the firm's Chemo room and IV room are not 
dedicated. There is no documentation to show what products were produced within tbe units and the equipment is not 
recorded on. the individual product formulation sltcets. 

Specifically, 

a) Media fills conducted by the firm within the ISO 5 Environments on a equcncy are inadequate in that the 
finn docs not record the results ofthe positive control to indicate the media was able to support growth. In addition, 
the media fill record does not include sufficient detail tp establish that the conditions mimic those that occur during 
routine production, (such as number of individuals in the room, equipment placement, doors opening and closing, 
ete). The total time to completion of the media fill is not recorded. Furthermore, there is no documentation made of 
which ISO 5 Environment or room was used to conduct each media 

b) In.April20 12, certification conducted by an outside contractor for tl1e firm's ISO 5 and ISO 7 environments used to 
aseptically process drug products yielded out of specification results in the fum's IV Cleanroom in (3) three 
locations for non-viable particulate air. The following results were reported: 

c) Certification conducted by an ou~ide cop.tractor for the fum's ISO 5 environments used to aseptically process drug 
products includes pecfonning smoke stUdies to demonstrate fue air flow within the Biosafety Cabinet or Air Flow 
Hood. There is no recording made ofthe smoke study to confi.nn that the airflow is smooth, laminar, and without 
turbulence. It was explained that during certification, there is no tirtn. representative involved to vlew the air flow 
smoke patterns. The smoke studies are conducted at static conditions. 

~

fil]. 
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OBSERVATION 6 

Batch production and control records do not include the specific identification ofeach batch ofcomponent used for each 
batch ofdrug product produced. 

Specifically, 

For example, Compound Log Worksheets did not include lot information tor the tollowing items used in production ofsterile 
product

-

QUALITY SYSTEM 

OBSERVATION 7 

Written records are not always made of investigations into unexplained discrepancies. 

Specifically, 
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a) used in the production ofProgesterone 12-20121201@119 which are sterilized inyour

b) Components used in production aod packaging ofsterile products including:

i. Bupivacaine HCULidocaine HCUHyaluronidase (Peribulbar) 0.36/ l%/2.5UIML (Injectable) 
u. Povidone Iodine 5% (Ophthalmic) 

a) The...,fir'm manually rea<b and records the pressure differentials oftbe cloonroom suite
Pr6SSure differential excursions oflow pressure observed in Febmaty 2011, August201 J, September 

201 J, October 2011, November 2011, December.20 1l, January 2012, February 2012, and Feb111ary 2013 did not 
appear to be investigated. Tbeso excursions occurred in t11e ftrtn's uute-room (ISO 7). Specification ' ' 
H2 0 ; results recorded were low a H20. There was no investigation conducted in response to these out of 
specificution results. Jlwtbcnnore, tliete are some n.otes t-ccorde<t on the forms rcfereucing service calls ofrepair to 
the air handling units. There is no current review by the Quality department ofthe air handling equipment 
maintenance records or on-demand repair records. 

b) During the walkthrough on 02/19/13, we obse.rved an instance where the operato1·'s glove tore exposing bare skin 
during aseptic processing within the ISO 5 environment ofiiood 4 during the mix!ng ofBupivacainc llCJ/ 
Cyclopeulolate/ Fl.urbiprofc.nl Gentamic~Pheuylephriue/Tropicrunlde Ophthalmic, Lot# 12-20131802@2J . The 



DEPARTMENT OF HEA.L'lll AND UUMAN SEkVICES 
17000M D DllUO ADMlNISTRA110N 

lli8TfUOTI\00RES91\NOPHOUE NUMBER 

1970 1 Fairchild 
Irvine , CA 92612 
(949) 608-2900 Fax: (949) 608-4417 
Industry Info rmation: www. f da.gov /oc/ i ndustry 
twlllA>e mu;OF INOIVlDUN. TO\'vHOM nof'<lllr '""""" 

IIATE(S) Ill'IIISI'ECliOII 

02/19/2013 - 02 /25/2013* 
FeNVHDER 

30 0634 5305 

TO : John D. Mus il , Pbarm.D., Cheif Executive Officer I Founder 
~tlV.,iAMO 6TREET ADD!lSSS 

Avella of Deer Valley , Inc. 23620 N 20th Dr Ste 12 
I-;;;Cim:11tY'"" ., l!i:;;IP;.,;CO""'DE"",....:cou""""~""RY,....._.-=..;;;=.=-"-'-_.::;= Tl'l'll!IESTA8iJSil/)OEHTIOSP~011!D•• m:""A~TE · -'--------t-:""""

E> hoenix, AZ 8508'5-0621 Producer of Sterile Drug Products 

AMENDMENT1 

 

glove tore during lbe mixing operation and the operator immediately exiled the cleanroom to chango glove3, then re-
entered the cleanroom to continue tbe aseptic processing operation in Hood 4. In the presence ofthe firm's Qllality 
Assurance manager, Pbarmacis~ and firm management, there wus no action initiated by tho operator or those present
to assess product impact for the lot. After tho operator's glove tore, baro skin was potentially exposed within tile 
ISO 5 environment during the mixing step ofthis product. When asked whetber or not the incident would be 
documented wit.hi.n t.lte batch sheet, the .finn's Quality Assurance manage indicated that it is not a requirement. 
Tllere was no investigation .iriitiated at tbntlimc. Furtbennore, the firm's SOP 03 8~32, "Personnel Hand Hygiene 
and Oovmlng fO!' C ll;)ltJlTOOlDBUtry", Revision 10-17-12 docs not provide any instruct ion to contact management or 
assess to product impacl in tho event ofa glove integrity breach during ase13tic processing of drugproducts. The 
ope.rntor re--entered the cleaoroom after changing gloves and completed the operation. 

*DATKS O F INSPECTION: 
02/19/2013(Tue), 02/20/2013(Wed), 02/22/2013(Fri), 02/2S/2013(Mon) 
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