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503B Facility 

'11tis document lists observations made by the FDA rcprescntativc(s) during the inspection ofyour facility. They arc inspectional 
observations, and do not represent a final Agency determination regarding your compli:mce, Ifyou have an objection regarding an 
observation, or have implemented, or plan to implement, corrective action in response to an observation, you may discuss the objection or 
action with the FDA representative(s) during the inspection or submit this infonnntion to FDA at the address above. If you have any 
questions, please contact FDA at the phone numhcr and address above. 

DURING AN INSPECTION OF YOUR FIRM WE OBSERVED: 

Facilities and Equipment system 

OBSERVATION 1 

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

Specifically, 

(b )(4) 
I. On I (CTM), observed a third party contractor perform a smoke study of the clean room (ISO 7) and 
ISO 5 hood. During the smoke study, it appeared that the smoke(b)(4)
(b)(4) Management and a representative from the third 
party contractor performing the smoke study confirmed. Two purportedly sterile products have been processed in the ISO 5 
hood since the last certification: IC-Green 6.25mglml Ophthalmic Solution lot#081320 15@I, processed on 8/13/15 (released 
and distributed) and Acetaminophen LOmglml Injectable lot#08212015@7, processed on 08/21115 (on sterility test hold at 
time of inspection). 

OBSERVATION 2 

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

Specifically, your firm failed to monitor differential pressure readings frequently during aseptic production. 

Product ion system 



OBSERVATION 3 

Procedures designed to prevent microbiological contamination ofdmg products purporting to be sterile do not include 
validation of the sterilization process. 

Specifically, 

I. Your firrn ~~ ~rrently performs(b}(
4

) types ofaseptic processing: (b)(4 ) and 
a(b)(4 ) (b)(

4
),b)(

4
) Media fills performed by personnel in the ISO 5 hood, do not simulate actual production or include the 

most challenging conditions and man ipulations. For example, you have not perfom1ed a medial fill using the(b)(4 )used to 
sterilize Acetaminophen IOmglml Injectable. 

2. (b )( ) used by your firm is not intended for phannaceutical use. During the inspection, we reviewed the label ofa (b)(4 ) 
(b}(4)b)(4 ) The label read in part, " ...For research use only, not for in vitro diagnostic or for parenteraIs." This( b )(4 ) was 
used to {b)(4 ) sterilize Acetaminophen !Omglml Injectable lot#082120 15@7, processed on 08/21/15 (on sterility test hold at 
time of inspection, intended for distribu tion). 

3. The validation ofthe depyrogenation(b)(4 )(used to depyrogenate finished oroduct vials) and(b)(4) (used for 
(b)(4) sterilization of stopper, tools and other glassware) did not i.nclud((b)(4) and/or represent actual 
production conditions. for example: 
a. You did not place a biological indicator (81) within any vial during your validation for the depyrogenation of finished 
product vials. (b)(4 ) 
b. During production, you but vials were (b)(4 ) during the
depyrogenation study. 
c . You did not nlace a Bl within any package ofmaterial (stopper, forceps, glassware) during your validation of the 

(b)(4) 

OBSERVATION 4 

Clothin g of personnel engaged in the manufacturing ofdrug products is not appropriate for the duties they perform. 

Specifically, employees do not wear eye protection during manufacturing activities in your clean room (ISO 7) and ISO 5 
hood. On 8/27/15, I (CTM), observed employee gowning and a subsequent dynamic condition qualification ofyo ur clean 
room and ISO 5 hood. The employee was not wearing eye protection as required by your SOP 009, entitled, "Required Gard 
for Clean Room Access", section 9.2 .2, which requires employees to don eye protection before entering the gowning area. 



 

OBSERVATION 5 

Batch production and control records do not include a descript ion ofdmg product containers and clos ures used for each batch 
of drug product prod uced. 

Specifically, you do not include lot numbers of contai ne rs or s toppers in product batc h records. 

Laboratory system 

OBSERVATION 6 

Test procedures relative to appropriate laboratory testing for s terility are not followed. 

Specificall>(b }(4 ) (b)(4) used to perform finished product sterility t.·~ tino w P r P nnt inl'.nbated at the correct temneratnre. Your 
firm performs (b )(4 ) fin ished product steri lity test ing(b)(4) :b )(4 ) (b)(4) 
(b )(4 ) (b )(4 ) During the inspection I (CTM), observed a pparent (b )(4 ) (b )(4 ) For the fin ished product 
sterility testing of Acetaminophen I Omg/mllot# 082120 15@7 in the same incubator- the tem perature was~ 35°C. Your 
SOP #0 16, entitled, "Sterile Compounding Fini shed Preparatio n Tes ti ng", section 9. I.5 reads in part, "Sterility methods must 
fnllmv llu~ liS P <7 1> . " USP <71 >spec ifies an in cubation tempera ture of( b)( 4) for(b)(4 ) 
(b)(4) 
OBSERVATION 7 

Eac h batch ofdmg produc t purporting to be sterile is not laboratory tested to determine conformance to such requi reme nts. 

Specifically, you did not perfonn sterility test ing befo re distr ibuting IC-Grcen 6.25mglml Ophthalmic Sol ution 
lot#0 8 132015@1. Although the product is stored frozen. the BUD is 45 or less days from the date ofma nufacture, and the 
total volume of product mauufac111red was(b)(4) (bX•lunits produced), you did not compound th is lot 
purs uant to a prescri ption for a single patient. 

Quality syste m 

OBSERVATION 8 

There is a fa ilure to thoroughly review any unexplained discrepancy whether or not the ba tch has been already distr ibuted. 

Specifically, you did not open an investigation per your SOP 008 entitled, "Use, Calibration and Maintenance of the Drug 
Product Refrigerator and Freezer" when the refrigera tor used to store drug produc ts was out of established limits. According 
to the SOP, the temperature range of the refrigera tor is 2-8C. Section 9. 1.5 of the SOP reads, "lfthe observed te mperature of 



the drug product refrigerator or freezer does not fall within the designated range, drug products must be removed immediately 
and plac ed in an a lternate, properly calibrated drug product refrigerator or freezer. QNQC shall be notified and ifnecessary, 
an OOS incident shall be issued." A review of the temperature log fo r the refi"igcrator revealed the refrigerator was operat ing 
out ofestabli shed limits on the following days: 

• 
• 
• 

6/5/15, operat ing temperature was -4C 
6/8/1 5, operAting temperature was -I C 
6/29/1 5, operating temperature was 20C 

Packag ing and Labeling system 

OBSERVATION 9 

The batch producti on and contro l records are de ficient in that they do not include copy o f labeling. 

Speci ftca lly, you did not retain a sample ofall labels used for the following products: 
a. IC-Green 6.25mg/ml Ophthalmic Solution, lot#0 8 1320 15@ I batch record does not include a sample ofthe unit label or 
the con tainer labe l 
b. AcetamJnoph en IOmg/mllnjectable, lot# 08212015 @7 batch reco rd d oes not include a samp le of the un it label 

Additionallv. vou did not follow vour OSD #1 6. entitled. "Product Label in formatio n per Current USP", which requ ires, 

(b)(4) 

OBSERVATION 10 

The labe ls and conta iners o f your outsourc ing faci liLy's dmg products do not include information required by section 
503B(a)(lO)(A) and (B). 
Specifica lly, 
The following information is not found on some ofyour drug product lAbels: 

I. T he established name ofthe drug. 
2. T he s tatement ofquantity or volume, as appropriate. 
3. T he s torage and hand ling instructions. 
4. T he inact ive ing redients, ident ified by established name and t he quantity or proportion ofeach ingredient. 
Fu rthermore , the following information is not found on or in the containers for some drug products you produce: 
I. Information to facilitate adverse event reporting: www.fda.gov/medwatch and 1800FDA 1088 

<http://www .fda.gov/ mcdwatch and 1800FDAI 088>. 

Examp les o f drug prod uct labels that do not contain this informat ion incl ude: 

• 
• 

Acetaminophen l O MG/ML Injectable 
£C-Grecn 6.25 MGIML OPH SOLN 
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Lidocaine/Prilocaine 2.5%, Gabapentin 6%, Meloxicam 0.2% 

*DATES OF INSPECTION: 

08/24/20 15(Mon), 08/25/2015(Tue), 08/26/20 15(Wed), 08/27/20 15(Thu), 09/21/2015(Mon) 
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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 of 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 wriling 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." 


	Untitled



