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1000391015 

TO: John W. Hollis, Pres i dent & Owner 

110 20th Avenue NorthJohn W .Hollis Inc dba John Hollis 

Producer of Sterile Dru ProductsNashville, TN 37203-2316 

Specifically. 

a) The- used f~ sterilization of 
sterilize products WJ.der its conditions of 
evaluated to ensure steril.i7.ation of.finishedsuch as 

This documetU lists observations made by the FDA represeowive(s) during the inspection ofyo\ll' mciliiy. They :ue inspe<:tional 
observations, and do not represent a final Agency detennination regarding,yout compliance. [f you have an objeeti<ln regarding an 
observation, or have implemented, or plan to implement. comctive action in response to an observation, you may discuss the objection or 
action wiili the FDA rcpresentative(s} during !he insrxx-"tion or St:hmit this infonn!!tion to FDA at the address above. If you baYe any 
questions, please rontact FDA at the phone number and address above. 

DURING AH INSPECTION OF YOUR FIRMWE OBSERVED: 

OBSERVATtON 1 

Procedures designed to prevent microbiological contaminlk"i.on of drug products pw;porting to be sterile do not include 
validation ofthe sterilization process. 

b) The autoclave wed fur the sterilization offinish«! product containers, clooures, and equipment for injectable drug 
products has no data to support its ability to sterilize containeJ'S, closures, and equipment under its condition ofuse. 
Endotoxin burden and challenges. load configurarions, temperamre mapping, and heat penetration have not been evaluated to 
ensure st«ilization of finishe-d product containers and closures. No documentation is maintained for critical process 
paramett-.rs, such as time, temperature, and pressure. Autocla¥00 containers, closlln'.s, and equipment are stored in the 
autoclave bags in which they are proce.sscd. No data exists to assure sterility ofthese items through tbe time oftheir use, 
whiclt was estimated to be a. month. 

~used duriog-st¢rilization of injectable drug products have not been qualified to demonstratermiGIII 
_.-ana physical and chemical rompatibility fur each injectable drug product formulation made from no~ 
comP<)nents. On 2/4/14, I observed the components for an injectabk drug product mixed in the preparation room without any 
type ofenvirOlUilental controls in place. Permanagement. this practice is perfom:ted each time ao injectable drog prodoct is 
made prior tolll sterilization. No studies have been conducted to analyze the bioburden load ofproducts and the ability of
11111o remove this iocrease<i load. 

(b)(4)d 1~erfonned each time an injectable drug product isIllsterilized. No record of testing is 
documented whe~ testing is perfonned. 

e) Smoke studies have not been perfurmed and documented for static or dynamic conditions in the laminar air flow hooo 
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(LAFH}, whlch is used in the processing ofdrug products intended to be sterile. 

f) lhe incubator used for final product sterility testing has no continuous temperature monitoring. No positive and ne gative 
controls are used during testing to coufirm results. 

g) Your firm has not established that the media fill procedure is representative of the most challenging asepti~rcess 
performed at y~ establishment. The ~afil~dure currently in place is r~sentative of filling 111? to , vials, while 
your fum occassJOnally fills batches w1th up to • vtals. Your firm performs media ffils - , w tth the fmt one 
beginning in November 2013 . 

OBSERVATION 2 

Drug product containers and closures were not sterilized and processed to remove pyrogenic properties to assure that they are 
suitable fur their intended use. 

Spcc.i:fically, drug product containers and closures do not undergo a depyrogenation process prior to their use for injectable 
drug products. No endotoxin ~sting has been performed l)n containers and closures. 

OBSERVATION 3 

Clothing ofperwnnel engaged in tbe manufacturing, proeessing. and packing of drug products is oot appropriate for the 
duties they perform. 

Specifically, personnel involved in tbe production ofsteril.~cts don a non-sterile gown, mask, shoe covers, ud 
hair net. The non-sterile gowns are saved and re-used up t • · and the J1lMk does not !UUy cov-er the face and neck of 
tbe ?perator. Sterile gloves are donned, but gloves are ~v~~wear. On 21412_0 14, I obs~ed an emp~oy~ don 
sterile gloves, then proceed to touch a $pray bottle containing ' and the extenor ofa container ofsterile \'llo'lpeS 
before proceeding with aseptic manipulations. The' employee was not observed to sanitize his gloves between touching non· 
sterile surfaces anc aseptic processiog. 

OBSERVATION 4 

Buildings used .in rrns manufacture, processing, packing, or holding of a drug product do not have the suitable construction 
and location to facilitate cleaning, maintenance, and proper operations. 

Specifically, plastic !>trip curtain.<; are in the doorways between the sterile product compounding room, ante room, and 
p~rati<'ll room. The strip curtains are not routinely cleaned. Garbed personnel walk through the strip curtains .from the ante 
room into the sterile product compounding room and then back into the ante room. Go-...m, which are re-used fur up toI

..,..._O'IW$)_'!\IAl! 
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..and any oomponents, containets, closures, ami equipment that ~ome into contact with the curtains are potentially 
exposed to increased bioburden . 
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OBSERVATION$ 

Aseptic processing areas are deficient regarding the system for monitoritlg environmental oonditions. 

SpecificaUy. 

a) Non-viable air monitoring is not perfonned by your finn. 

b} Viable air monitoring is not performed each time a drug product intended to be sterile is produced. Your firm ~urrently 
performs vjable air monito.ringlll•llll and bas no established alert or action limits. 

ii
c) Personnel moilltoring is not perfonned each time a drug product intended to be sterile is produced and sampl~ 

ntative of the conditions following production. Your fum currently perfonns personnel fingertip testing-­
inunediately after go~g and bas no established alert or action limits. 

d) Touch-plates used to monitor the LAFH work surface are used immediately following cleaning and sanitizing and 
~ot represen!ative of the conditions foUowing production. Your :finn currently monitors the LAFH work surface 
_.., and uses the same toucb-plare for mulitple locations on the work surface. No mapping of sampling sites is 
documented and jour finn has no established alert or action limits. 

OBSERVATION 6 

Aseptic processing areas are deficient regarding air supply that is filtered through high-efficiency particulate air filters under 
positive pressure. 

Spcx:ifically, the air supply to tile sterile product compounding room, ante room, and preparation room does not undergo any 
type of filtration and no pressure differentials exist between rooms; none ofthese areas are classified. Additionally, the 
LAFH located in the sterile co.mpow.ding room bas not undergone any type of non-viable air monitoring, which indicates it 
has not been qualified as an ISO 5 environment 'The LAFH is used in the processing ofdrug produc1s intended to be sterile. 
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OBSERVATION 7 

Each batch of drug product purporting to be sterile and pyrogen-free is not laboratory tested to detennine conformance to 
such requirements. 

Specifically, your fum does not perform sterility or endotoxin testing oo each batch of drug product intended to be sterile. No 
endotoxin testing bas been performed and only one product intended to be sterile is tested for sterility. 
Between 12/10/13 and 3/10/14, approximate!- batches ofdrug products intended to be sterile were produced. Since June 
2013, ap~roximately 27 sterility tests have been performed for finished drug products intended to be sterile. 

OBSERVATION 8 

Testing cmd release ofdrug product for distribution do not include appropriate laboratory determination ofsatisfactory 
conformance to tbe final specifications and identity and strength ofeach active ingredient prior to release. 

Specifically, your firm does not test each batch of drug product for potency prior to its release and distribution. Your firm has 
contract tested two batches of prodm.:ts for potency testing since January 20 12; approximatel- batches were produced 
between 12110/2013 and 3/ 10/2014. 

OBSERVATION 9 

There is no written testing program designed to assess the stability characteristics ofdrug products. 

Specifically, no stability program exists to scientificaUy j ustify assigned expiration dates for each drug product made by your 
firm . All pellets for implantation receive a I year expiration. most injectable drug products receive a 6 month expiration, and 
injectable drug products held under refrigeration receive a 90 day expiration. 

OBSERVATION 10 

Each lot ofcomponents, drug product containers, aud closmes is not withheld from use until the Jot has been sampled. tested. 
examined. and released by tbe quality control unit. 

Specifically, drug components are accepted based on the manufacturer's certificate of anaylsis (CoA). Supplier's have not 
been qwtlified and no testing has been conducted to verify the reliability ofthe CoA. 
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OBSERVATION 11 

Procedures describing the calibration ofinstru:ments, apparants, gauges and recording devices are not written or followed. 

Specifically, yOW" finn in plate for equiprmm calibration. 
Equipment i"lcludes used for product aiJd equipment sterilization, 
thermocouples in all . . storage raw drug ptoducts, the pressure gauge used fo­
- te(>img, and ~ thernwmeter in the incubator used for all environmental samples and in-house finished product stt:rility 
testing. 

• DATES OF INSPECfiON: 

02104120l4(Tue). Ol/IQ,I2(}J4('Mon), 03/llrlOH(Tue), OJ/l2/2014(Wed), 03/1312014{Thu), 03/21/2014{Fri) 
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