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This document lists observations made by the FDA representative{s) during the inspection of your facility. They are inspectional 
observations, and do not represent a final Agency determination regarding your compliance. If you have an objection regarding an 
observation, or have implemented, or plan to implement, corrective action in response to an observation, you may discuss the OQjectionor 
action with the FDA representative(s) during the inspection or suhrnit this information to FDA at the address above. Ifyou have any 
questions, please contact FDA at the phone number and address above. 

DURING AN INSPECTION OF YOUR FIRM WE OBSERVED: 

OBSERVATION 1 

Each batch of drug product required to be free of objectionable microorganisms is not tested through appropriate laboratory 

testing. 


Specifically, 

Your firm does not perfonn sterility and endotoxin testing for any sterile drug products produced at and distributed by your 

flfm. As such, there is no assurance that your aseptic process is effective in achieving sterility of finished, critical drug 

products. For example: 


L Commercially available Avastin IOOmg/4 -mL vial, Jot# - , was repacked into . individual 0. 1mL 
syringes, Jot# CABDBDAC: 17, by you on 2/13/13. This lot was released without sterility or endotoxin testing. 
It is associated with 4 cases ofbacterial eye infections after intraocular adminis h·ation in Athens, GA. 

2. 	 Commercially available Avastin IOOmg/4-mL vial, lot # - , was repacked into. individual 0.1 mL 
syringes, lot# CABDBDAC:69, by you on 2113/3. This lot was released without sterility or endotoxin testing. 
It is associated with 1 case of bacterial eye infection in South Bend, IN. 

3. 	 Hydroxyprogresterone Caproate (HPC) is produced from non-sterile components at your f1m1. This drug 
product is administered to pregnant women at risk of pre-term delivery. No sterility or endotoxin tests have 
been perfom1ed for any finished lots produced and released for records reviewed within the last 6 months. 

OBSERVATION 2 

Testing and release of drug product for distribution do not include appropriate laboratory detennination of satisfactory 
conformance to the final specifications and identity and strength of each active ingredient prior to release. 

Specifically, 

Sterile drug products produced at and distributed by your finn have not been assay tested for potency. As such, there is no 

assurance that these distributed drug products can produce the desired, maximal effect for patients. 


www.fda.gov/oc/industry


OBSERVATION 3 

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

Specifically, 

A. Environmental monitoring of the TSO has not been performed adequately and periodically according to 
an approved written program. For example: 
I. 	 SOP No. 4, Environmental Monitoring of the buffer or clean area and anteroom area, has not been approved or 

implemented by you to date. It states that "in addition to viable and nonviable air sampling, the LAFW and/or 
Barrier Isolators require contact surface test performed at least- " Test results are to be recorded on the 
steri le product maintenance log. There is no documentation th~tes that you have routinely performed 
these required tests for microbial organisms. 

2. 	 There is no documentation maintained at your firm that demonstrates that the ISO 5- has been surface 
sampled for microbial contamination from the time period covering 2007- March 12,20 13. Certification 
Reports from contract testing facilities covering this time period only report that air sampling for particle counts 
has been conducted within the 

3. 	 The- attached to the of the ISO 5- that contact products during sterile operations 
(a critical area prone to not been monitored for microbial contam ination. You do not 
perform environmental monitoring wi th each daily production run to demonstrate that microbial lim its have not 
b.:en c xcccd<!d after each Stl·ri l.: t>pl.'nttil•n t!> jx•rl',lnn,·d 

4. 	 - Crrtillcation Rep011s pro\ id t:d by co ntrm 1J::sti~cs are deficient in that they do not provide 
.;m•ugh deta il rcg:mling the spc..: ific J,Jc:ll ions in thl! ISO that were sampled for air quality analysis. 
Additionally, the reports do not delineate whether viable or non-viable air particles were samp led. Moreover, 
th\.' 1\.'~i~ were not Ctrnduct~d in a~· cord :1nce with an nppn,vrrl procedure by your firm. 

5. 	 Airllow l>rnokt• p ;lllt' l'll tests th,ll were performed by :1 ,·ontrac t t~·~ti ng facility and documented in ­
l'~·rt i ticat i\}n Reports Crom ::!tl07 - .:urr..mt arr dGtic i~'IH in that !he) do not demonstrate unidirectio~ 
under dynamic condi tions. 

B. 	 Personnel monitoring is not performed by you after sterile repacking or production operations. 
1. 	 Th-ere is no detennination as to whether bacterial limits have been exceeded during and after sterile operations 

in the ISO - - Also, the efficacy ofyour aseptic procedures cannot be detennined. 
2. 	 There is no detennination that you have performed media fills at least semi-annually inside the JSO 

You have not demonstrated that you can perform sterile operations under conditions that closely simulate 
the most challeng ing or strrss ful c~11H.lit iuu s ClKOtmtcred during repacking or proJuclinn uf stcli lc pmdtKls. 

3. 	 SOP 7 .007.31, r r,,ccs,., Silllu lat ion Te,ting. ll igh Risk, has not been :lppro"ed or impkmentcd b)' you ru tlatc. 
There is no indication that you IHt \ c performed thi ~ procedure for ev.tluation of~ our nseptic technique and the 
cleanliness of the equipment used in your sterile production operations. 



OBSERVATION 4 

Procedures designed to prevent microbiological contamination of drug products purporting to be sterile do not include 

adequare validation of the sterilization process. 


Specifically, 

A. 	 Initial qualification and routine calibration, maintenance, and cleaning ofautomatic, mechanical, and electronic 
equipment is not performed or documented to assure proper performance. 
1. 	 The used for tlJe steri liz[ition of aqueous injectable solutions has 

not been qualified, maintained, or cleaned according to the operation's manual or an approved written program. 
The prograrruned sterilization cycle (typically ) has not beei1 validated. No 
biological indicators or temperature sensing devices are used to verifY the effectiveness of this sterilization 
process. Further, the identitication of non-ster ile components that enter the machine or the load sizes are nor 
documented. Moreover, the has not been temperature mapped to demonstrate the capability ofthe 
instrument in achieving uni form distribution of temperature. 

2. 	 The used for sterilization of aqueous injectable solutions has not 
been qualified, maintained, or cleaned according to an approved written program. Moreover, the temperature 
used to achieve sterility of products (typically ) has not been validated for each drug 
product that requires sterilization. No biological indicators or temperature sensing devices are used to 
gauge the effectiveness of the - There is no documentation of the non-sterile components that enter the 
machine or the load sizes to ensure uniform distribution of temperatures. 

3. 	 The medication refrigerator used to store clinic-purchased Avastin 4-mL vials and drug product retains is not 
real-time monitored for temperature fluctuations. - recordi ngs are made 

outage. Morever, the refrigerator is not monitored over the weekend or when there is no personnel present at 
the firm to record the temperature. 

4. 	 f hl• magnahelic gaug.:, us-:d h• m<!a~ur..: di tTcrc.:nr ial prcs~ure between areas in the IV clean room and the 
gownintlburtcr room lacked calibrat itm !'('Cm ds prior lo J /l l/13 and 3/13/1 3. As such there is no assurance that 
rh.: po:. itiw pressure lw:; bccn working rrupcrly tu !ilcll itlltc adequate air quality between the rooins. 

B. 	 Drug products such as Estradiol Cypionate, Progesterone Injectable, · 2% in Com and Diazepam 
fnjcctabh: M~: produced from Mibtcrilc componen t~ and r~qu irc for 
~tcri li r~1 1 ion . Tl~<:re i:. no docurncnt:1tion l h <~t- intt:~' it) testing ••r rroductivn run. 

C. 	 t\ caulking gun hang.~ from a m..:tal 1\) d in the ISO 5 - · It is Jn:tnui.l l ly rif!~t::d to prc~>urc to syringcs in 
order w force oil-based drug sC\Iurion. ----lor cnllcctitlll inh1 empty. prc-:;t.:rili7cd 'ials. rllcre is 
no validated, wTitten procedure ror the use ofthe caulking gun and there is no indication that the caulking gun is 
sanitized prior to and after its use. Further, there is no evaluation of the pressure generated by the gun. 
Additionally, the pre-sterilized vials are not disinfected prior to entry. 



OBSERVATION 5 

The now of components, drug product containers, in-process materia Is, and drug products though the building is not designed 
. to prevent contamination. 

Specifically, 

A. 	 Avastin 
1. 	 Commercially available and sterile vials of Avastin are removed from a refrigerator that does not have real­

time temperature monitoring. Without a backup generator or alternate power source, there is no assurance that 
Avastin products have not been subjected to abnonnal, fluctuating temperatures for extended periods of time 
(i.e. po"cr outag..:_ o\'<.'r the IWckcnd wh~JI p~:r-;1>nncl. i ~ Jh)t present) which could :ldtdtcrall.' the products. 

2. 	 Mat~ri:\15 and suppli.:-~ such a~ 1)(¢-p,l..:kagcd sterile ~yringc;;, needles, Luer locks, :1nd c;npty vkds arc removed 
thm1th~ l<;O 7 bufl<:r ar~:1 g\111ning roum nnd transli.:rn.:J Lo the ante chamber of the ISO 5- . During a 
mock demonstration ofava:-.tin rcpad:ingluni t do~ iug. it w,,, ob:.crved that }'Oll diJ not disinfect an) ofthese 
supplies prior to their entry intu the ante chamber t'f' th-or~~ hen) ou transrcrrcd tiK·m to the.: work 
chamber of the - Only the top p~1rt ion nl th~ rubber vial uf .1 saline vial(usctl in pl<~cc of Av~stin for 
the mock demonstration) was disinfected wit prior to the repacking process. 
Additionally, approved and implemented SOP 8.080-A, Aseptic Filling and Packaging ofSterile Unit Dose 
Avasti.n Syringes, does not include the provision for disinfecting materials and supplies pivotal for sterile drug 
product production prior to ante chamber entJy of th~ 

B. 	 Hydroxyprogesteronc Caproate (HPC) 
I. 	 Non-sterile components used in the caproate (HPC) injection are 

weighed and mixed iJI a within a non-classified room by you prior to 
transfer to the ISO 7 groom. , no bioburden limjts are established for the non-sterile 
components used for the production ofsterile preparations. 

2. 	 You stated that hold times for aqueous, non-sterile mixtures (including HPC) range from
However, you do not have written procedures goveri.ng these hold times and you do 

not ata to substanstiate these hold times. 
3. 	 "lilt: fi<.J ll~'UU5 llli:>.tur~ llf lJJ'(.' IIOIHitC'rilc C\ll11!WtlCI1h i!> placed i1 

ISO 7 bu ffer area. -1h..:n' is noju,t ilicatioll tor th\· tcmperatme no assur;m.:t: length .,f timc 
thut non-stcri J..:, ;\qucous mixtur<'s ar..: cXJWSeJ tn the t<.'rnrxa ;Hur<: can effectiv,:ly achicv.: SltJri lity. . 1\dditnnally, 
the bulk solut:nns contnincd in benl--en nrc IUithcr maniput.\led in tbe ISO without dis in ti:ct i~'n <H 
the beaker prior to - ante chamber entry. 

C. 	 Medroxyprogesterone 
1. 	~ed in the production ofMedroxyprogesterone are weighed and mixed in ­
----within a non-classified room by you prior to transfer to the ISO 7 gowning room. 
No bioburden limits are established. 

2. 	 Hold times used for Medroxyprogesterone production are not justified with supporting data. 



3. 	 The aqueous mixture ofMedroxyprogesterone non-sterile components is placed in .,located in the rso 7 buffer area. There is no ilhti fi~;lliOil for the IC111p..:ratur~ and ttme 	 hy. 

OBSERVATION 6 

Aseptic processing areas arc deficient regarding the system for cleaning and disinfecting the room to produce aseptic 

conditions. 


Specifically, 

A. 	 IS05 ­

J . 	 There are no written, approved procedures for ISO 5- cleaning and frequency and there is no 
documentation of- cleaning before or after sterile operations are performed. 

2. 	 You stated that is used for interior- work chamber cleaning, but th is 
does not include where drug products, materials, and supplies are. initially 

3. 	 You slated that ) llU u:;.: CIJmmclci ~ l ly a\'ailablc wipe!> (tll~inf'ct.li ng tnwclcttl.:s) to wi 

sur!ilce~ . ! h1.' :tct iv~.· ingredients for the wipes arc ••••••••••• 

- • --Th::-:.c ::t~·ti\t.:~ <lrr not $poricid;1l and you 

wipes' effectiveness in removing spores from th- . 

B. 	 ISO 7 IV Room and Gowning Room 

I. 	 SOP 5.001, Cleaning and Disinfection, states that "the compounding of sterile preparations requires a regular 
program of cleaning and disinfection" and that "surfaces must be cleaned and disinfected" to include walls, 
ceilings, floors, all equipment, and working surfaces. However, the SOP has not been approved or implemented 
by you to date. 

2. 	 The only documentation ofiSO 7 IV room cleaning is provided on lV Room Monthly Logs for January and 
February 2012. These Jogs are deficient in that they do not include information such as the actual time and date 
of cleaning, the type of cleaning solutions used, or second person verification of Ihe cleaning. 

3. 	 There is no documentation that the ISO 7 gowning room floor has been cleaned/sanitized on a routine basis. 

4. 	 The shelf located in the gowning room that contains materials and supplies used for sterile production 
operations is disorderly. Used gowns were observed hanging on the shelf. 

c. 
There is no documentation that used for weighing and mixing non-sterile 
components has been cleaned with a ~v"'""'" or an acrylic cleaner in accordance with the operator's 



manual. The non-sterile components made in this will be further processed via sterilization 
methods (filtration, autoclave, convection oven) for use m n. 

OBSERVATION 7 

There is no written testing program designed to assess the s tability characteristics of drug products. 


Specifically,. 


There is no approved or implemented stability program procedures for Beyond Use Dates (BUDs) assigned to sterile drug 

lrnduct;;. There is also no staoil ilv data to ~u ) ,,n current BUDs of 60, 90. or 180 d.t\ !>. 

OBSERVATION 8 

Complaint procedures are deficient in that written complaint records are not maintained in a file designated for drug product 
complaints. 

Specifically, 

1. There are no written, approved procedures for handling written or oral drug complaints. 
2. Five (5) cases of bacterial eye infections are associated with Avastin lots repacked on 2/13/13. There is no 

documentation that' ou conducted an in~ati t' n to iocnti l\ the root cause of the infections. 

OBSERVATION 9 

The number of qualified personnel is inadequate to perform the manufacture and processing of each drug product. 

Specifically, 

There is • ratio ofPharmacist in Charge to Pharmacy Technician at the firm and performs 
sterile drug production at the firm. There is no second person verification ofyour gowning routine in the buffer area or your 
aseptic technique during the production ofsterile drug products. 



OBSERVATION 10 

GMP training is not conducted on a continuing basis and with sufficient frequency to ass ure that employees remain familiar 
with CGMP requirements applicable to them. 

Specifically, 

There are no training records at your fi.rm to document that you and the pharmacy technician are current on aseptic 
lcchn KJ !IC~ and practices for the prvductinn of both sterile and non-sterile th th: pnhlu;;r-;, 

OBSERVATION 11 

A system by which the distribution of each lot of drug product can be readily determined to fac ilitate its recall if necessary, 
has not been established. 

Specifically, 

There are no written, approved procedures in place to fac ili tate a recall of drug products at your finn. During the inspection, 
a recall of all sterile products at your firm was requested. Since no recall system was in place, there was a delay in contacting 
and notifying clinics to make patients aware of potential drug product contamination. 

* DATES OF INSPECTION: 

03/ l8t20 13(Mon), 03/1 9/20 13(Tue), 03/20/20 13(\-Ved), 03121/20 13(Thu), 03/22/20 13(f'ri), 03/25/20 13(Mon), 03!26/2013(Tue), 

03127/20J3(Wed), 03/28/2013(Thu), 04/02/20J3(Tue) 




The observations of objectionable conditions and practices listed 
on the front of this form are reported: 

1. Pursuant to Section 704(b) of the Federal Food, Drug and 
Cosmetic Act, or 

2. To assist firms inspected in complying with the Acts and 
regulations enforced by the Food and Drug Administration 

' Section 704(b) of the Federal Food, Drug, and Cosmetic Act (21 
· USC 374(b)) provides: 

"Upon completion of any such inspection 6f a factory, 
warehouse, consulting laboratory, or other establishment, and 
prior to leaving the premises, the officer or employee making the 
inspection shall give to the owner, operator, or agent in charge a 
report in writing setting forth any conditions or practices 
observed by him which, in his judgement, indicate that any food, 
drug, device, or cosmetic in such establishment (1) consists in 
whole or in part of any filthy, putrid, or decomposed substance, 
or (2) has been prepared, packed, or held under insanitary 
conditions whereby it may have become contaminated with filth , 
or whereby it may have been rendered injurious to health. A 
copy of such report shall be sent promptly to the Secretary." 




