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Pro d u c er o f Steri l e Drug Pro d u c t s 

TI1is docwuent lists observat ions made by the FDA representative{ s) during the inspection of your facility. They are inspect ional 
observations, and do not represent a final Agency det enuination regarding your compliance. Ifyou have an object ion regarding an 
observation, or have implemented, or p lan to implement, con·ect ive action in resp onse to an observation, you may discuss t he objection or 
action w ith the FDA representative{s) dwmg the inspection or submit this info11llation to FDA at th e address above. Ify ou have any 
questions, please contact FDA at the phone muuber and address above . 

DURING AN INSPECTION OF YOUR FIRM WE OBSERVED: 

OBSE RVATION 1 
Aseptic processing areas are deficient regarding the system for cleaning and disinfecting the room an d 
equipmen t to produce aseptic conditions. 

Specifically, 

A. The firm's cleaning process involves the full opening of the front panel of the ISO 5 glove box for cleaning at 
the beginning and end ofeach day ofuse. Dming the cleaning process, the aseptic processing area inside the 
glove box is exposed to non-sterile gowning wom by fum operators as well as air in the SUITOlmding ISO 8 room. 
There has been no evaluation of the impact the opening of the ISO 5 glove box may have on the quality ofste1ile 
dmg products. 

B. The fum uses non-sterile solutions (e.g. Process LpH st, Vesphene lise, and Sp01icidin) for the cleaning and 
disinfecting of smfaces in the ISO 5 glove box. 

C. Two of the cleaning agents used by the fum require dilution prior to use (Process LpH stand Vesphene lise). 
The fum does not document the preparation of the cleaning agents. The fum uses distilled water for the dilution 
of the cleaning agents. 

D. The fum's cleaning log does not document which cleaning agents were used for the daily and monthly 
cleanings of the ISO 5 glove box and ISO 8 room. 

E. The fum uses non-sterile non-shedding wipes to clean and disinfect the interior of the ISO 5 glove box. 

OBSERVATION 2 

Aseptic processing areas are defi cient regarding the system for monitoring environmental conditions. 
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Specifically, 

A. The film conducts volumetric viable air sampling and surface contact monit01ing of the ISO classified areas 
on a monthly basis. There is no routine monitoring of the processing area of the ISO 5 glove box during each 
occunence ofaseptic operations, which are conducted approximately three to four days each week. 

B. The fum conducts personnel monit01ing (fmge1tip plating) only at the time ofsemi-annual media fills. There 
is no personnel monitoring following routine ste1ile processing. The fum does not cmTently adhere to the fmge1t ip 
sampling frequency specified in their procedure (initially weekly for three weeks then eve1y other week). 

C. The fum documents the air pressure of the ISO 8 room once each day. There is no continuous monitoring of 
the pressure differentials for the ISO 5 glove box to ensure the maintenance of approp1iate pressure during aseptic 
operations. 

D. The fi1m failed assess the potential impact of positive low level viable air monitoring results at the work table 
in the ISO 8 clean room on 11/27/ 15, 12/14115, and 12118/ 15 . The fum uses the work table for the preparation of 
dmg products prior to aseptic filtration in the ISO 5 glove box. No conective actions were implemented outside 
of routine scheduled cleanings following the positive results. The bacte1ial isolates were not sent out for 
identification. To date, the fum has not considered these results during their ongoing evaluation of the 
Cyclosp01in 2% ophthalmic solution ste1ility failure for Lot #121415-28 , which was prepared on 12114115. 

OBSERVATION 3 
Each batch of dmg product required to be free of objectionable microorganisms is not tested through 
appropr iate laborat01y testing. 

Specifically, 

A. The fi1m's procedures require ste1ility and bacte1ial endotoxin testing for batches ofsterile dmg products 
consisting of25 or more tmits or multi-dose vials. The fi1m does not require bacterial endotoxin testing for 
batches of sterile dmg products comprised of less than 25 units. 
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B. The fum does not have data to suppo1t ste1ility assurance of prepared sterile dmg products for the duration of 
the extended beyond use dates assigned to the products . 

OBSERVATION 4 
Procedm es designed to prevent microbiological contamination of dmg products pmpo1ting to be sterile 
are n ot established , written and fo llowed . 

Specifically, 

A. 	The fi1m ' s procedure for the my heat oven is inadequate for the following reasons : 
1) The procedure does not adm·ess the validation of the my heat sterilization or depyrogena tion cycles 
allowed by the fum . 
2) The procedure allows for a 90 day clean hold time for depyrogenated glassware and utensils. The fum 
does not have data to suppo1t the 90 day clean hold time allowed. 

B. Film personnel stated that semi-annual media fill simulations are required for personnel conducting aseptic 
operations. There is no written procedure that covers the fum ' s media fill simulation process or requirements. 

C. The fum media fill simulation does not represent the most challenging or stressful condition. For example, 
the fi1m failed to include the use of reusable glassware dming the semi-annual media fill . 

D. The fi1m uses Logged Fo1mula Workshee ts to document depyrogenation cycles. The worksheets fail to 
document what equipment and/or components were included in the cycle load. The documentation records do not 
include equipment printouts for the depyrogenation cycles to ensure the time and temperatme specifications for 
the cycles were met. 

OBSERVATION 5 
Clothing of personnel engaged in the processing of dmg products is n ot appropriate for the duties they 
perfo1m. 

Specifically, 
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The fum does not require the gowning wom by personnel peifoiming operations in the ISO 5 glove box to be 
ste1ile, with the exception of sterile gloves. The following non-ste1ile items are used when fum personnel gown 
for sterile operations: disposable gown, bouffant, beard cover (when applicable), face mask, and shoe covers. 
There is no requirement for sterile gowning dming the cleaning of the glove box in which the entire front panel is 
opened and the operator reaches into the aseptic processing area to clean the walls and work smfaces of the ISO 5 
glove box. 

OBSERVATION 6 
Laborat01y controls do not inclu de the establishmen t ofscientifically sound and appropriate test 
procedures designed to assure th at dm g products con f01m to appropriate standards of identity, strength , 
quality an d purity. 

Specifically, 

The altemate test method (Rapid ScanRDI Microbial Detection) used by the fum in place ofUSP <71> sterility 
testing has not been validated for use with the ste1ile dmg products produced by the fum. For example, the fum 
used the Rapid ScanRDI Microbial Detection results in lieu of sterility testing results for the 250 mL (50 vial) 
batch ofTri-Mix 30-1-10, Lot #101515-01. 

OBSERVATION 7 
Th ere is a failure to th or ou ghly review an y lm explained discrepan cy wh ether or not th e batch h as been 
aheady dis tributed. 

Specifically, 

The fum failed to investigate two instances ofpotency results above the allowed 90-110% for Quad M ix 
20/ 0.8mg/8.3/ 160mcg/mL from the potency over time testing conducted on Lot #100215-26. The potency 
analysis on 11/6115 revealed a potency of0.896 mg/mL (112%) for the phentolamine mesylate component of the 
product. The potency analysis on 12/1115 revealed a potency of 186 mcg/mL (1 16%) for the atropine sulfate 
component of the product. 
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OBSERVATION 8 
Testing and release of dm g product for distribution do not include appropriate laborat01y determination 

of satisfact01y confon nance to the identity and strength of each active ingr edient prior to release. 


Specifically, 


The fum does not conduct routine potency testing for prepared sterile dmg products prior to release. 
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