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Producer o f Sterile Drug Products 

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

DURING AN INSPECTION OF YOUR FIRM WE OBSERVED: 

OBSERVATION 1 

Proced ures designed to preve nt microbiological contamination of drug pro ducts purporting to be sterile do not include 
ade quate validation of the sterilization process. 

Specifically, (b)(4) used fo~ sterilization processes has not 
been qualified. 

a. You use a to- sterilize glass via ls, rubber sto ppers, metal crimps, and finished injectable drug 
products. Chapter l , Section l. "Product Uses" ofthe user manual states that the - is designed 
for research use You have not verified that the unit is suitable for its intended use that is outside the user 
manual scope. Y o il based injectable drug products in this unit . 

I 
I 
I 

b. ~Quality Assurance/Compliance Supervisor stated that th e parameters used for all- sterilization operations are 
··· Tbes~ sterilization parameters for components (e.g. glass vials, rubber stoppers, metal crimps) 
and various finished drug products have never been validated. Finished drug product examples include Testosterone 
Cypionate in Grapeseed Oil200mglmL, Testosterone Cypionate in Sesame Oil 200mglmL, and Lipoic Acid SOmg!mL. 

c. Your SOP 03-07.01 , "Personnel Aseptic Media Fill Verification", dated 4/ 12/13, contains procedures to verity and 
continuously monitor the aseptic techniques of all individuals involved in compounding ofsterile preparations, .. 
- The section entitled "General Information", VIII, states that "Media-Fill tests shall represent the most challenging or 
stressful conditions actually encountered by the personnel being evaluated" and Section IV (A) states that the "number o f 
manipulations ofeach unit, and the number ofunits in each sequence should re flect the most complex and prolonged aseptic 
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to be encountered during normal workload production. Your policy states that you use the
that involves: 

This process does not simulate any ofthe a-;eptic processes or manipulations performed by your lab personnel during normal 
sterile filling operations for drug products such as Glutathione 200mg/mL, Testosterone Cypionate in Sesame Oil 200mg/mL, 
and Lipoic Acid 50mg/mL. 

d. Records ofthelll sterilization process ofcomponents and finished drug product are not always maintained. According 
to Quality Assurance/Compliance Supervisor, some ofthelll sterilization records (i.e. ) are 
maintained with the batch record and the rest are discarded. None ofthe formula worksheets reviewed included a copy of the 
- printout 

e. The IS0-5 Laminar Airflow Workbench (LAFW) is a stainless steel table approximately feet long under three . IIIII 
HEPA Filters with a plastic curtain banging from the ceil ing over the back and front edges ofthe table. We observed that 
there are no plastic curtains at the side ends of the table. There is no documentation that air flow pattern evaluations (smoke 
studies) are performed under dynamic conditions in the IS0-5 LAFW and the surrounding JS0-7 clean room to assess the 
potential impact on drug products by personnel manipulations. 

Assurance/Compliance Supervisor, your ftrm 
for monitoring yourlll sterilization processes. There 1s no d04::Utllletlltatton delllonstratllllg 
performed. There is no established written procedure on how to conduct th ; (b) (4) test. 

g. Your SOP 03-07.01 , "Gloved Fingertip Sampling", dated 2/25/13, states in the Policy Section, #V, that the gloved fingertip 
samples are obtained while the employee is in the IS0-5 environment during preparation ofmedia fill units-. 
According to your Quality Assurance and Compliance Supervisor, Fingertip Sampling is the only personnel monitoring 
performed and is only collected during media fills and not after each sterile compounding operation. 

h. According to your Quality Assurance/Compliance Supervisor, environmental monitoring and viable and non-viable air 
sampling ofthe clean room facility is performed once - and not conducted during aseptic operations. 
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OBSERVATION 2 

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

Specifically, 

a. You do not have a written procedure for sampling and testing for your fini shed drug products. Your firm does not conduct 
laboratory testing for potency, sterility, bacterial endotoxin, and pyrogenicity for all batches of"For Office Use" aseptically 
filled drug products. The Quality Assurance/Compliance Supervisor stated that his program for testing ofaseptically filled 
drug products is random and there is "no rhyme or reason" to detennine which drug products he sends out for testing. The 
Quality Assurance/Compliance Supervisor also stated that they have not been following the requirements in USP General 
Chapter <7 1> Sterility Tests. For example, since May, 2013 , approximate!. lots ofTestosterone Cypionate 200 mg/mL (in 
Sesame Oil or Grapeseed Oil) have been manufactured and used to fulfill "For Office Use" orders. Ofthese.ots, 4lots 
were randomly tested for sterility, endotoxin, and potency and an additional6 lots were tested for potency only. General lot 
size varies by the amount ofbulk drug product manufactured. 

b. Aqueous sterile compounded drug products are tested in-house for sterility using test. According to the 
Quality Assurance/Compliance Supervisor you have not conducted growth promotion or system suitability testing for the 
..test The calibration for the thermometer used to continuously monitor the incubators for the-test expired 
more than 6 months ago on 11/12/ 13. 

OBSERVATION 3 

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

Specifically, your firm uses ' glass vials for aseptically filled drug products. These vials are washed in your 
firm's dishwasher using water from your ' ' . According to the Quality 
Assurance/Compliance Supervisor, the water bas never been tested to determine the microbial contents or presence of 
bacterial endotoxin. There is no subsequent wash or final rinse step with Water for Injection (WFI) performed on the glass 
vials and glass vials are not exposed to a depyrogenation step. 

aO(ltn<on, after the wash cycle and prior to use in sterile filling operations, you sterilize your glass vials in the 
The user manual forth~ indicates that is designed "for research use only". 

qualified by your firm~ sterilization process not been validated to ensure that 
glass vials are rend.ered sterile and non-pyrogenic. 
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OBSERVATION 4 

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

Specifically, your finn has no scientific data to justify the Beyond Use Date of 180 days at room temperature for any of the 
Testosterone Cypionate (lOOmglmL and 200mglmL) injectable drug products. According to the Quality 
Assurance/Compliance Supervisor, the beyond use date is based onP!! formulas, the earliest expiring ingredient used in 
the formula, or the firm's stability data. 

• 
• 
• 

The firm does not have any stability data 
..formulation..has 5 ingredients including , your firm's formula ingredients,hall 
The beyond use dat~formulatio~ is 30 days, your firm's beyond use date is 180 days. 

OBSERVATION 5 

Written procedures are lacking for the use of cleaning and sanitizing agents designed to prevent the contaminat ion of 
equipment, components, drug product containers, and drug products. 

Specifically, you do not have written procedures to evaluate the s uitability, efficacy, and limitations ofyour disinfecting 
agents to ensure that potential contaminants are removed from surfaces. 

firm 

Your disinfectant program does not include a sporicidal agent. 

OBSERVATION 6 

Protective apparel is not worn as necessary to protect drug products from contamination. 


Specifically, 


Personnel performing operations in the LAFW do not don sterile gowns, sleeves, masks, or goggles during sterile operations 


 

that involve sterile filtration of High Risk products into open vials. 


a. Eyewear/goggles are not cleaned, sanitized, and/or sterilized prior to use. On 5/22/14, I observed that the eyewear is stored
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in the ISO 7 Anteroom above the handwashing sink. Lab Technician • . did not clean or sanitize the eyewear prior to 
wearing them for sterile filling operations . 

b. I also observed that Lab Technician dons shoe covers and a nonsterile gown directly over.crubs and shoes. ill
According to the Laboratory Manager M .H., the scrubs and shoes are worn from the employees residence. Lab Technician 
ill was observed to step into the IS0-7 Anteroom while wearing . street shoes, place shoe covers on the shoes, and then 
walked around in the same locations where -adpreviously stood without shoe covers. There is no distinct line indicated in 
the Anteroom where the employee should only be wearing covered shoes. According to SOP 05-04.01 "Hand Hygiene and 
Garbing Procedure" Procedure I. Gowning Section C., "The ante area will have a distinct line on the floor separating the 
'clean side' from the 'dirty side'". The section also states that "The shoe cover is never to touch the 'dirty side' ofthe ante area 
floor. Ifit does, a new shoe cover must be used." 

c. According to your SOP 02-04.0 I, "Cleaning and Disinfecting ofSteri le Compounding Area", dated 2/28/I 3, it states that it 
to clean all surfaces in the IS0-5 work areas the Laminar Air Flow Workbench 

d. We observed that open vials containing st eri le drug product are not immediate ly stoppered but were left open for up to 7 
minutes. We also observed Lab Tec(tlliJP' remove . hands multiple times from the LAFW, reach below the work 
bench, grab a spray bottle containing • • , spray. hands and then resume sterile operations without waiting for the 
[1B1J to dry. . 

OBSERVATION 7 

Procedures describing the handling ofwritten and oral complaints related to drug products are not written or followed. 

Specifically, there is a failure to establish and follow consumer complaint handling procedures and a consumer complaint 
handling log. In addition, there is no documentation of review ofthe consumer complaint received by the firm for lot 
20140409@49 ofTestosterone Cypionate in Grapeseed Oil, 200mglmL. The Quality Assurance/Compliance Supervisor 
stated there is no documentation ofthe investigation conducted by the quality control unit. 
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