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Producer of Sterile Drug Produ c t s 

This docwuent lists observations made by the FDA representative(s) dwmg the inspection ofyour facility. They are inspectional 
observations, and do not represent a final Agency determination regarding your compliance. Ifyou have an objection regarding an 
observation, or have implemented, or plan to implement, con·ective action in response to an observation, you may discuss the objection or 
action w-ith the FDA representative{s) dwmg the inspection or submit this infonuation to FDA at the address above. Ifyou have any 
questions, please contact FDA at the phone munber and address above. 

DURING AN INSPECTION O F YOUR FI RM WE OBSERVED: 

OBSERVATION 1 
There is a failure to thoroughly review any llllexplained discrepancy and the failure of a batch or any of 
its components to meet any of its specifications whether or not the batch has been already disu·ibuted. 

Specifically, Out-of-Specification results were obtained during environmental monitoring during sterile 
processing on September 13, 2016, September 20, 2016 and October 6, 2016. 

a. 	 On September 13, 2016 a result of 1 CFU/m3 was recorded for the Viable patiicle air 
sampling within your Anteroom Clean Room (ISO 7 environment) and the fingertips of the 
left hand of the sterile processing phan nacist working within your ISO 5 LAFW exceeded 
the limit ofl(o) 4< lCFU/m3 and CFU/plate, respectively, for ftmgus . The ftmgal contamination 
was identifled as Penicillium spp. The sterile processing phan nacist can move between 
LAFW Buffer Room (ISO 7), Anteroom (ISO 7) and Hazardous Materials Room (ISO 7). 
On this day various sterile products were produced including Methylcobalalllin 5,000 
mcg/0.2 mL Injection, Lot #09132016@ 18. 

b. 	 On September 20, 2016 the limit of(bf<4YCFU/plate for ftmgus was exceeded as 1 CFU/plate 
was observed on th e surface of the ISO 5 LAFW where the phru.macist conducts sterile dm g 
production/repackaging operations within the ISO 7 Buffer Room. The growth was 
identified as a non-spom lating hyaline ftmgus . Additionally, 1 CFU/plate was observed on 
the sterile processing phan nacist's left hand that was identified as Penicillium spp. On this 
day various sterile products were produced including Tri-Mix 
(Papaverine/Phentolamine/Prostaglandin) 40/4/0.04 mg/mL, Lot #09202016@8, which was 
recalled on 11101/2016. 
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c. 	 Environmental Monitoring sampling on October 6, 2016, completed during room re­
celiification by a third pruiy, showed an OOS result of"UTQ" (Unable To Quantitate), which 
is equivalent to a result ofToo Numerous To Count, for quantity inside the ISO 7 Hazru·dous 
~rials Room, on the [ 6J (4} J This 
(b) <4> is used to stage materials, container closures, etc. by the phrumacist that is working in 
the ISO 5 [(6) (4) I Identification showed that the bacteria was Bacillus 
with no speciation. 

This is a repeat observation from the previous, M arch 2015, inspection. 

OBSERVATION 2 
Aseptic processing ru·eas ru·e deficient regru·ding systems for maintaining any equipment used to control 
the aseptic conditions. 

Specifically, 

a. The non-viable air prui icle counter is out of calibration . The most recent date of calibration 
was rn:C6f(4 J l; the pati icle counter was to be re-calibrated by the end ofApril2016. 

b. The pressure gauge used to conduct [(6) (4 ) Jtesting o1(6) (4) I, ~b) {41 

[{Q[(4) l, has never been calibrated. 

c. ~(6)141 Jused for (15Jl4j sterilization ofutensils, equipment and for the 
( 4 )j sterilization ofEpinephrine/Lidocaineffetracaine sterile gel; Medroxyprogesterone 

Acetate 1% Ophthalmic Suspension; Biotin 10 m~i] Suspension for Injection was las t 
qualified and calibrated ~~(4) t-::Je (6) (4) has been out of 
qualification/calibration since b ) _i4_L . Smce that time one lot ofMedroxyprogesterone 
Acetate 1% Ophthalmic Suspension and one batch ofBiotin 10 mg/mL were [( b ) ­(4f 1 
sterilized and dispensed to patients using the [(6) (4) I· 
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d. 	 Your clean rooms are maintained in a manner that could lead to product contamination. We 
observed the following within the ISO 7 environments for your Buffer Room an d Hazardous 
Material Room, garbage cans lined with non-sterile garbage bags and red sharps containers. 

This is a repeat observation from the previous, M arch 2015, inspection. 

OBSERVATION 3 
Procedures designed to prevent microbiological contamination of dmg products pmp01ting to be sterile 
are not established, written and followed. 

Specifically, 

a. 	 Sterile solutions ofhigh-risk dm~roducts for intrathecal injections are prepared where the 
non-sterile active ingredient is (b) {~) Your fi1m has not conducted 
any studies to supp01t the stability or stenfity, for the following products, over the time 
periods fi:om when th~{6) (~)] is prepared until th e sterile dmg product are used: 

1. 	 Bupivacaine HCl/M01phine Sulfate (10/50 mg/mL; 10/10 mg/mL; 9/50 mg/mL) 
2. 	 Hydrom01phone HCl 10 mg/mL 
3. 	 Baclofen 2 .5 mg/mL 
4. 	 M01phine Sulfate (25 mg/mL; 50 mg/mL) 

b. 	 ~6J 4) ,__j are prepared for various high-risk products, dmg_products where the 
active mgredient is received as a non-sterile ingredient and then [(ffi4 r l to produce a 
sterile injectable solution . Your fum has not conducted any studies to supp01t the stability 
and/or sterility over the time periods that thel(6) (4) Jis prepared until the sterile dmg 
products are used, for the following products: 

1. 	 [(b) ( 4J IStock Injection solution: USP Beyond Use Date 
(BUD) is 24 hours, currently you are using a BUD of(6) {4) I, if sterility testing is 
confnmed per USP <71> 
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2. 	 [(6) (.1:1-) Stock Injection solution: USP BUD is 3 days, cmTently 
you are using a BUD of[(b ) (.1:1- ) if sterility testing is confilmed per USP <71> 

3. 	 [(6f(4 ) Stock Injection solution: USP BUD is 24 homs, 
cmTently you are usmg a BUD of[(l5f(4~ if sterility testing is confumed per USP 
<71> 

c. 	 You have not validated theK6 ) (.1:1-)1sterilization[(6 ) (.1:1-) ] cycles used for three ofyour 
sterile dmg products: 

1. 	 Epinephrine!Lidocaine/Tetracaine sterile gel 
2. 	 Medroxyprogesterone Acetate 1% Ophthalmic Suspension 
3. 	 Biotin 10 mg/mL Suspension for Injection. 

This is a repeat observation from the previous, March 2015, inspection. 

OBSERVATION 4 
Each batch of dmg product pmp01iing to be sterile and pyrogen-free is not laboratory tested to 
dete1mine confonnance to such requirements. 

Specifically, 

a. Yom fi1m does not test eve1y sterile dm~roduced for sterility. Sterile dmg products are 
only tested ifproduced as a ((6f(4} 1-

b. Aseptically processed sterile injectable dmg products produced from non-sterile ingredients 
are released and distributed without having been tested for endotoxins, as reported. For 
example, you do not anlayze sterile injections of Tri-Mix 
(Papaverine/Phentolamine/Prostaglandin) for endotoxin. 

c. Sterility testing is conducted by a contract testing laboratory that employs a testing method 
for sterility that is not compliant to USP <71> because the suitability of the method for the 
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product has not been documented. 

This is a repeat observation from the previous, March 2015, inspection. 

OBSERVATION 5 
Adequate exhaust systems or other systems to control contaminants are lacking in areas where air 
contamination occurs during production. 

Specifically, the ISO 5 [{6) (<4) Iwithin the Hazardous Material Room is not 
directly (6) (<4) There eXIsts a gap of approximately 12 inches between 
the top ofthe \0H 4 J and the i(b ) (4) of the Hazardous Material Room. There is no direct 
connection from the ((l5f (4) I 

OBSERVATION 6 
Aseptic processing areas are deficient regarding the system for monitoring environmental conditions. 

Specifically, your 14lbl l ISO 7 clean rooms, the ISO 7 anteroom, and the lmclassified sun mmding areas 
are not continuously monitored for air pressure differentials during_production. Cunent practice is to 
[(6) (<4)Jrecord the air pressure differentials [(6) (<4) I 

This is a repeat observation from the previous, March 2015, inspection. 

OBSERVATION 7 
The separate or defmed areas necessary to prevent contamination or mix-ups are deficient. 

Specifically, there are no separate facilities for processing operations to prevent the contamination from 
beta-Lactam injectable drugs such as Cefazolin, Ceftazidime, and others. These beta-Lactam powders 
which are contained in glass vials are processed in the same ISO 5 Laminar Airflow Hood as are sterile 
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injectable non-beta-Lactam dm gs. There is no assuran ce that a potential breakage of the glass vial and 
consequent powder spill would not contaminate other sterile dmg products processed in the same hood. 

This is a repeat observation from the previous, M arch 2015, inspection. 

OBSERVATION 8 
There is no written testing program designed to assess th e stability characteristics of dmg products. 

Specifically, a~) (4) ) o1(l5) (4) Iwith a Beyond Use Date 4(I>) ( ) da~s. Your fi1m 
has not conducted any stud1es to supp01i the stabifity ofl(D) (4) Iover the 

141 
(ti -day time 

period from the time that the [(l5) (4 j:=J is prepared until its usage. 

OBSERVATION 9 
There is a lack of written procedures assigning responsibility, providing cleaning schedules and 
describing in sufficient detail the methods, equipment and materials to be used for sanitation. 

Specifically, your procedure, "1.40 Compounding Area Requirements (Sterile), Version 1.0," does not 
establish the personnel responsible to review and verify that cleaning/sanitization has been completed as 
described. The procedure does not describe in sufficient detail the cleaning of smf aces, floors, walls . 
Your procedure does not establish a time frame for the use of sporicidal agents. The cleaning log 
provided, as Attachment 1, only includes the [(15f (4)] activities; it does not provide logs for (o) (4) 
f 1cleaning. 

This is a repeat observation from the previous, M arch 2015, inspection. 

OBSERVATION 10 
Aseptic processing areas are deficient regarding the system for cleaning an d disinfecting the room and 
equipment to produce aseptic conditions. 
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Specifically, you have not perf01med disinfectant effectiveness studies to dete1mine if disinfection 
agents are effective in aseptic areas. 

*DATES OF INSPECTION 

11/01/2016(Tue), l l/02/2016(Wed),ll/03/2016(Thu),ll/04/2016(Fri),ll/07/2016(Mon),l li08/2016(Tue 

),11/09/2016(Wed), l l/14/2016(Mon), l l/22/2016(Tue), l l/23/2016(Wed), l 2/01/2016(Thu), 12/05/2016( 

Mon), 12/06/20 16(Tue) 


12/6/2016 

X Raj iv RSrivastava 
RajivR SrivastaVa 

inspeciDr 


S;gned by: Rajw R. SriYas<aYa •S 
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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, t he officer  or  
employee  making the  inspection  shall  give to the owner, o perator,  or  agent  in charge a  
report in writing setting forth any conditions or practices observed by  him which, in his  
judgment, 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."  
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