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

DURING AN INSPECTION OF YOUR FIRM I OBSERVED: 

OBSERVATION 1 

Procedures designed to prevent m icrobiological contamination of drug products purporting to be steril e do no t include 
adequate validat ion of the ste ri I ization process. 

Specifica lly, 

a) Media fill s performed for injectable drug products do not simulate the entire production process including but not limited 
to all process steps and mani pulations, o 4 performed under ISO 5 classi fied areas, and a ll container/closure systems 
used. Also, media fills perform ed do not include a challenge of worst case conditions includi ng but not limited to duration of 
aseptic processing and re presen tative batch sizes. Additionally, positive controls are not used to demonstrate the media is 
growth promoting. 

c) Depyrogenation 6 using the wi th serial numbe have not been validated for 
depyrogenation of glassware used in the prod uction of sterile drug products . b 4) 
._.,._.,._ _,_ _. have .no t been evaluated to ensure the depyrogenatio n ~~~----~~~~----~--~~ of glassware. Addit ionally, your firm has no t 
performed an endoto xin cha llenge for the glassware depyrogenat ion 4 . Furthermore, glass ware processed in the 4 

is not dated or otherwise tracked to determine acce tability for later use. 

OBSERVATION 2 

Clothing of personnel engaged in the manu facturing, processing, and packing of dr ug products is not appropriate for the 

duties they perform. 


Specifically, 


a) used for aseptic processing in the Laminar Air Flow Hoods (LAFHs) (ISO 5 areas) 
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are not sterile. 

b) The frock used for asept ic processing in the LAFHs {ISO 5 areas) is not low linti ng. 

c) Gowning used for processing in the LAFHs (ISO 5 areas) does not provide for adequate coverage ofthe operator. The 
gowning components used do not cover the operato r's s kin on the face and neck and it does not completely cover the 
operator's clothing. Portions of lower legs are left uncovered by the frock . 

d) On 09/28/2015, a pre viously donned frock and s hoe covers were observed to be store d o n the door handle of the 
cleanroom on the anteroom s ide. A tech nician with initials · . was observed to re use the previously donned frock and s hoe 
covers during (b') (4) 1 ofMorphine/ Clonidine Injectable lot 09282015@5 in the (b) (4') I LAFH {ISO 5 area). 

e)[OJT4) 1are stored uncovered on a shelf in a non-classified area outside the anteroom prior to 
use in the LAFHs (ISO 5 areas). 

OBSERVATION 3 

Aseptic processing areas are de fic ient regarding the system for cleaning and d isinfecting the equipment to produce aseptic 
conditions. 

Specifically, 

a)[5J14J 1used to clean the LAFHs (ISO 5 areas) are not steril e. Also, disinfection e fficacy 
studies have not been performed using these cleaning solut ions un all materials represented in the LAFHs (ISO 5 a reas) . 

b}(b) (4) 1used to c lean the LAFHs (ISO 5 areas) are not sterile and low linting. 

c) On 09/28/20 15, a technician with initial s · was observed to move syringes, 4 , caps, and c01mectors into the 
lb) (4) 1LAFH (ISO 5 area) placing them directly on the surface of the bench (inside the ISO 5 area) and then later 
spraying them with sterile ( I. 

OBSERVATION 4 

Procedures designed to prevent obj ectionable microorganisms in drug pro ducts not required to be sterile are not established. 

Specifically, 

a) On 09/28/20 15, the bulk drug substance for Morph ine/ Clonidine Injectab le lot 092820 I ~@5 was transported in an 
and then 

and set on the work surface of the I LAFH {ISO 5). 
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b) Full washing and sanitizing of hand s, forearms, and fingernails is not required with each entry into the cleanroom 
according to your firm's procedure titled "4.110 Hand Hygiene Procedures." Instead 

is only requ ired . On 09/28/2015, a technician with 
'""v'"' to leave the c leanroom and anteroom after b 4 and then re-enter the cleanroom without 

prior to the production of Morphine/ Clonidine Injectable lot 

OBSERVATJON 5 

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

Specifically, 

a) Environmental monitoring of the LAFHs (ISO 5 areas) including surface, air, and personnel is not performed each day 
drug products are produced using the LAFHs. Currentl y, surface and personnel monitoring is only performed 

~"""':'-'---' 
V iable a ir is not monitored in accordance with your firm's procedure titled "8.173 Laminar Flow Hood (LFH) En vironmental 
Monitoring." Also, 4 samples taken from the 6 4 on 09/28/20 IS were taken ":'6""-"4"""---:---:---:.... 

b) Raw data for smoke studies performed in the LAF Hs (ISO 5 areas) were not documented and retained. Also, the test 
cond itions for the smoke studies were not documented. 

6 instead o 4 

OBSERVATION 6 

Equipment for adequate control over air pressure is not prov ided when appropriate for the manufacture, processing, packing 
or holding of a drug product. 

Specifica lly, 

a) Air pressure differentia ls of the a nteroom (ISO 7) and cleanroom (ISO 7) are not appropriate for the classification of the 
rooms: 

- Air testi ng performed by a contracto r on measured a pressure differential of .00 inches of water for the 
anteroom and .032 inches of water for the cleanroom. 

- Air testing performed by a contractor o measured a pressure differential of .02 inches of water for the 
anteroom and .03 inches of water for the cleanroom. 

o 4 , air pressure ofthe anteroom was observed to be .023 inches of water pri or to the production of -0 
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Morphine/Cionidine Injectable lot 09282015@5 in the. cleanroom. 


b) Air pressure differentials of the anteroom (ISO 7) and clean room (ISO 7) are not continuously monitored during 

production of drug products. 


c) The number of air changes per hour for the anteroom is not appropriate for the classification of the room (ISO 7): 


- Air testing performed by a contractor on
(ISO 7 area). 

 found the number of air changes per hour was 18.6 for the anteroom 

- Air testing performed by a contractor on
(ISO 7 area). 

foun d the number of air changes per hour was 16.2 for the anteroom 

OBSERVATION 7 

Equipment used in the manufacture, processing, packing or holding ofdrug products is not of appropriate design to faci litate 
operations for its intended use and cleaning and maintenance. 

Specifically, 

a) A [l5}(4J I· Laminar Flow C leanl(b}(4) I(OJ {4) I located in the cleanroom is equipped with a 
~b) (~) 1work surface with irregular edges and comers, and~o) (4J 1:. According to th e Operation 
and Maintenance Manua l for Modei OCbJ {4) J, [bl\4) I should not be used to clean the[ 6H 4T 1 due 
to possible crazing. However, [bl t 4J 1is used in~ clean ing of the LAFHs. 

b) A black chair observed in the cleanroom on 09/28/2015 is not constructed of materials that can be read ily sanitized. 

c) ~~o)(4) (nmop used to clean the clean room floors is not constructed of materials that can be readily sanitized. Also, 
this b) (4) mop was observed on 09/28/2 0 15 to be temporarily stored in the hallway outside the anteroom in direct 
contact with the floor and wall . 

d) There is no line of dema rca tion in the anteroom (IS07) to separate the clean side from the dirty s ide. 

OBSERVATION 8 


The calibration of instruments and gauges is not done at suitable intervals . 


Specifically, 


An 1 used to perform 1 resting ofall has not been calibrated. 
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OBSERVATION 9 

Drug products fai ling to meet established standards, specifications, and quality control criteria are not rejected. 

Sp~cifically, 

of Morph ine/C ionidine Injectable lot 092820 I 5@5 
specification is greater than or equal to

OBSERVATION 10 

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

Specifically, 

OBSERVATION 11 

Testing and release of drug product for distri bution do not incl ude appropriate laboratory determination of satisfactory 
conformance to the final specifications and ident ity and strength ofeach active ingred ient prior to release. 

Specifically, 

Potency testing is not perform ed on every lot ofsterile drug product produced by your firm. Potency testing is performed 
4 every 6 4 fo r sterile preparations according to your firm's proced ure titled "9 .150 Potency Testing." A 

review ofyour firm's testing records found that the last time potency testing was performed for a frnished injectable drug 
product was o n 03/ 1112015. Add itionally, testing performed did not include testing of antimicrobial preser vatives for 
preservative containing drug products. · 
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OBSERVATION 12 

The operations relating to the manufacture, processing, and packing of penicillin are not performed in facilities separate from 
those used for other drug products for human use. 

Specifically, 

Beta-lactam contai ning drug products and cytotoxic drug powders are not prepared in separate areas from non-beta lactam 
and non-cytotoxic drug products. Examples include but are not limited to the foll owin g processes: 

- Amoxicillin tablets are ( b) (4) 1in the non-sterile compound ing area (lab 
area). 

- Cephalexin capsules are ( b) (4) t in the non-sterile 
compounding area {lab area). 

- Fluorouracil powder is (6) (4) 1 in the non-sterile compounding area (lab 
area). 

OBSERVATION 13 

There is no writte n testing program designed to assess the stabil ity characterist ics of drug products. 

Specifically, 

Prostaglandin E I and Tacrolirnu~(4) 1are given a 30 day Beyond Use Date (BUD) and held refrigerated. No 
stability studies have been performed to support these BUDs. 

OBSERVATION 14 

Laboratory records do not include complete data derived from all tests, examinations and assay necessary to assure 
compliance with established specifications and standards. 

Specifically, 

Temperatures of the ~b) (4) (b )(4) 1incubators are not continuously monitored or documented during incubat ion of 
media for media fi lls and environmenta l sampl es. 
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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 writing 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." 




