
 The firm does employ th.e use ofsterilized gloves in the ISO 5 environments. However, the sterile glovos are 
donned by the operator in the ante-room area (ISO 7) prior to entry into the cleanroom and subsequent ISO 5 
environment. We observed an opet'ator contact the outside of tb.e sterile glove with bare hands while gowning. 
A fter cleanroom en],, tb.e operator was observed wiping down the interior sur-faces ofthe ISO 5 Biosafety.cabinets 
with st eriiJbH•I wipes~~/lf~~gthe sterilized gloves. Next the operator was observed wiping materials 
and components with sterile n_. wipes and placing them into the ISO 5 Biosafety cabinet The same operator 
then proceeded to conduct aseptic processing ofdrug products within the ISO 5 environment using the same gloves 
sprayed with sterlle!"''41 and air dried. There were no additional sterile gloves donned within the ISO 5 
environment prior to contacting sterile materials for production. Flliibennore, tbe operator's forearms which enter 
into lhe ISO 5 environment to perform aseptic operations are covered with non-steril e gowni{lg which is not 
adequate to pr otect from contamination. 
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Thls docwnent lists observations made by the FDA representntive(s) during the inspectionofyour facility. They are inspectiooal 
observations, and do not represent afinal Agency determination regarding your compliance. Ifyou have an objection regarding no 
observation, or have implemented, or plan to implement, corrective action in response to an observation, youmay discuss the objection or
action with the FDArcprcscntative(s) during the inspection or submit this information to FDA ut !he address above. If you have any 
questions, please contact FDA nt tb" phone number and address above. 

 

DURING AN INSPECTION OF YOUR FI RM WE OBSERVED: 

PRO DUCfi ON SYSTEM 

OBSERVATION 1 

Protective apparel is not worn as necessary to protect dl'Ug products fi·om contamination. 

Specifically, Specifically, 

a) During sterile drug production, technicians were observed wearing non-stet·ile gowning with expos~d skin withint he 
cleanroom environment. Per the firm's written procedure, SOP 03 S-32, "Personnel Hand Hygiene and Gowning fot· 
Cleanroom Entry", Revision 10-17-12, the finn's uniform components for entry into the cleanroom includes: shoe 
covers, bead and facial hair covers, face mask. donned to cover bridge ofnose, a non-shedding lab coat or gown, and 
sterilized gloves. There is no provision for the areas of the face around the eyes and area around the neck. DlU·ing 
the walkthrough ofth.c facility on 02/19/13, operators were observed with exposed skin around the eyes and neck 
area in the cleanroom ISO 7 environment inwhich the ISO 5 Biosafety cabinets are located. 

 During sterile drug production, technicians were observed wearing non-stet·ile gowning with expos~d skin withint he 
cleanroom environment. Per the firm's written procedure, SOP 03 S-32, "Personnel Hand Hygiene and Gowning fot· 
Cleanroom Entry", Revision 10-17-12, the finn's uniform components for entry into the cleanroom includes: shoe 
covers, bead and facial hair covers, face mask. donned to cover bridge ofnose, a non-shedding lab coat or gown, and 
sterilized gloves. There is no provision for the areas of the face around the eyes and area around the neck. DlU·ing 
the walkthrough ofth.c facility on 02/19/13, operators were observed with exposed skin around the eyes and neck 
area in the cleanroom ISO 7 environment inwhich the ISO 5 Biosafety cabinets are located. 

b) The firm does employ th.e use ofsterilized gloves in the ISO 5 environments. However, the sterile glovos are 
donned by the operator in the ante-room area (ISO 7) prior to entry into the cleanroom and subsequent ISO 5 
environment. We observed an opet'ator contact the outside of tb.e sterile glove with bare hands while gowning. 
A fter cleanroom en],, tb.e operator was observed wiping down the interior sur-faces ofthe ISO 5 Biosafety.cabinets 
with st eriiJbH•I wipes~~/lf~~gthe sterilized gloves. Next the operator was observed wiping materials 
and components with sterile n_. wipes and placing them into the ISO 5 Biosafety cabinet The same operator 
then proceeded to conduct aseptic processing ofdrug products within the ISO 5 environment using the same gloves 
sprayed with sterlle!"''41 and air dried. There were no additional sterile gloves donned within the ISO 5 
environment prior to contacting sterile materials for production. Flliibennore, tbe operator's forearms which enter 
into lhe ISO 5 environment to perform aseptic operations are covered with non-steril e gowni{lg which is not 
adequate to pr otect from contamination. 
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OBSERVATION 2 

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

Specifically, 
Environmental Monitoring ofthc firm's ISO 5 Hood environments and ISO 7 Cleanroom Environments used to produce 
ste1ile drug products is inadequate and does not represent actual production, for example; 

a) Lack of viable particulate air monitoring (ISO 5). There is no monitoring ofthe viable air particulates durinJt 
aseptic processing ofdrug products in the ISO 5 environments. The finn employs the use oem, Im, I 

 

 

 

l

 

IHowever it was explained that this[QID-[QID-nonitoriAg 
is conducted at static conditionl

b)

Lack of viable particulate air monitoring (ISO 5). There is no monitoring ofthe viable air particulates durinJt 
aseptic processing ofdrug products in the ISO 5 environments. The finn employs the use oe

IHowever it was explained that this nonitoriAg 
is conducted at static conditionl

b) Lack ofviable particulate air monitoring QSO 7). There is no monitoring ofthe viable air pat1iculates in the 
ISO 7 environments during active processing. Tbe ISO 5 Biosafety cabinets and Laminar air flow hoods are 
ocated.Jxilhin ISO_Lcleanrooms. The firm employs the use otf>1T-41 

b1141 
1 

141 ~ LB:ow.ev.er i was,__cxnlalned..thaUhiJ o.ultorlng is conducted at static 1141 
condistion 

c) Lack ofactive ooo-viable particulate air monitoring {ISO 5). There is no monitoring oftile non-viable air 
pat1icu1ates during aseptic processing of drug products in the ISO 5 environments. Monitoring is only 
perfonned during certification by an outside contractor everyftilT41 ftilT41 at static co ndition. 

c) Lack ofactive ooo-viable particulate air monitoring {ISO 5). There is no monitoring oftile non-viable air 
pat1icu1ates during aseptic processing of drug products in the ISO 5 environments. Monitoring is only 
perfonned during certification by an outside contractor every at static co ndition. 

d) Lack ofactive non-viable particulate air moni toring (ISO 7). There is no monitoring ofthe non-viable air 
·particulates during production of drug products in the ISO 7 environments. The ISO 5 Biosafety cabinets and 
Laminar air flow hoods are located within ISO 7 ~1ments. Monitoring is only performed during 
certification by an outside contractor eve~bf(41 t static condition. 

e) Lack ofactive monitoring ofdifferential pressures. 1bere is no monitoring ofthe cleantoom pressure 
differentials dwing aseptic processing ofdrug products. Differentials pressures of the ISO 7 Ante-room, ISO 7 

FCbemo roo~ and 1SO 7 IV room arettil f.ll Itil f.ll I
4

' 
4

' under static condition. There is no further monitoring ofthe cleanroom pressw·e differential 
gauges etthermanuaUy or by electronic devices during production. 

-
e) Lack ofactive monitoring ofdifferential pressures. 1bere is no monitoring ofthe cleantoom pressure 

differentials dwing aseptic processing ofdrug products. Differentials pressures of the ISO 7 Ante-room, ISO 7 

FCbemo roo~ and 1SO 7 IV room aret
under static condition. There is no further monitoring ofthe cleanroom pressw·e differential 

gauges etthermanuaUy or by electronic devices during production. 

f) Insufficient frequency ofpersonnel monitoring. Sampling o{.,~f.li.sonneUz.k>Ye. ost shift of aseptic processing 
ofdrug products in lbe ISO 5 environment is conducted on ~~ In addition, personnel 
monitofrg of operator's fingertips is conducted 41 bl\ and repeated ever·l' 
~j 41 

< for each operator. However, sampling ofthe operator's gloves or arms is not conducted after every lot 
ofaseptically processed drug products in the ISO 5 environment. 

g) Insufficient freque ncy ofenvirorunental monitoring ofthe ISO 5 Environment, surfaces. Environmental 
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sampling is collecte However, the locations are rotated and not every lSO 5 surfuce used for 
aseptic processing ofdrug products is sampled. Furthermore, there is no environmental monitoring surface 
sampling for the aseptic processing ofeach lot ofdrug production. 

h) 	 Insufficient frequency ofenvironmental monitor e ISO 7 cleanrooms (surface..'!, oors. w..alls r ilings).
Environmental sampl.lng is collected d the sampling locations are rotated b) 

OBSERVATION 3 

Procedures designed to prevent microbiological contamination ofdrug products purporting to be sterile are not. 

Specifically, 
a) fp~nrenares some components in-house via ltiii4J sterilization utilizing the141 autoclave located in the ISO 7 Ante room. Operators. are trained to tbe use ofthe equipment 

verbally through on-the-job training. However, there is no written SOP outlining the use and maintenance ofthe 
equipment. The firm sterilizes vials used in the processing of aseptically processed drug product with this 
equipment. 

The firm rocesses B icators tbrough 41 1llll~ on bas is.  there 
is no nitoriog. TI1e equipment does not display or ~cord1
e:xhibited during each cycle. Furthermore, there is no chart or data recording made for each run. 

((61141 

b) 

OBSERVATION 4 

Procedures designed to prevent microbiological contamination ofdntg products purporting to be sterile do not include 
validation ofthe sterilization process. 

Specifically, 

a) 	 Media fills conducted by the firm within the ISO 5 Environments on equency are inadequate in that the 
firm does not record tile results of the positive control to indicate the me&a was able to support growth. In addition, 
the media fill record does not include sufficient detail to establish that the conditions mimic those that occur during 
routine production. (such as number of individuals in the room, equipment placement, doors opening and closing, 
etc). The total time to completion ofthe media fill is not recorded. Fm1hermore, there is no documentation made of 
which. ISO 5 Environment or room was used to conduct each media fill. 

~be~1T4J '
J 

water system located in the ISO 8 Prep room supplies water to the fum's 
)}l.ii There is no written SOP outlining the use and maintenance 

ofthe wat~r system. The water system is maintained lbl r"''by an o utside contractaf.Jn additio..n.Jb_eJir does 
Ftotpe

(4) 
.rf.oDtLconduct any sampling and testing ofthe water quality produced by thclbl 

water system. 

1"l">116~
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Sampling Location 
1807 

5.0J1 por m~~Result 
(Speclflcatlon .Opperm') 

IV Room Sample 5 4 250 particulates 
IV Room Sample 6 3,536 particulates 
IV Room Sample 7 3,286 particulates 

There was no re-sampling oftbe locations perfonned. Although these locations exceeded the specification at the 
static condition. the r oom was stiU certified. 

OBSERVATiON 5 

Individual equipment logs do not show time, date, product, and Jot number ofeach batch processed. 

Specifically, 

The firm does not maintllin a use log for each ofthf'l~l ISO 5 units us ed to produce sterile drug products. The ISO 5 
units (Biosafety Cabinets and Laminar Air Flow ho1 o"dsf1.ocated within the firm's Cbemo room and IV room are not 
dedicated. There is no do cwnentation to show what products were produced within the units and the equipment is not 
recorded on the individual product formulation sheets. 

OBSERVATION 6 

Batch production and control records do not include the specific identification ofeach batch ofcomponent used for each 
batch ofdrug product produced. 

Specifically, 

For example, Compound Log Workslteets did not include lot information for the following items used inproduction ofstelile 
product

!:rn f ~

·

C[

61T41 -rv ~ 1l 

·

b) 	

 	

In April20 12, certification conducted by an outside contractor for the finn ' s ISO 5 and ISO 7 environments used to 
aseptically process dru g products yielded out of specification results in the finn 's IV eanroom in {3) three 
locations fo r non-viable particulate air. The fo1J owlng resu[ts were reported: 

c) Certification conducted by an outside contractor for the firm's ISO 5 environments used to aseptically process drug 
products includes perfonning smoke studies to demonstrate the air.flow within the Blosafety Cabinet or Air Flow 
Hood. There is no recording made ofthe smoke study to confirm tbat the airflow is smooth, laminar, and without 
turbulence. It was explained that during certification, there is no firm representative involved to view the air flow 
smoke patterns. The smoke studies are conducted nt static conditions. 

a) ials used in the production ofProgesterone 12-20121201@119 which are sterilized in your
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b) 	 Components used in production and packaging ofsterile products including; 

i. 	
 	

Bupivacaine HCULidocaine HCL/Hyaluronidase (Peribulbar) 0.36/l%/2.5U/ML (Injectable) 
ii. Povidoue Iodine 5% (Ophthalmic) 

QUALITY SYSTEM 

OBSERVATION 7 

Written records are not always made ofinvestigatioDS lillO unexplained dis ci'Cpaucies. 

Specifically, 

• 
• 

 

...... .;;.: ' ..:.. .... ·., .. ""' 
.· 

a) 	

 	

The firm mauually reads Md records the pressure differentials ofthe cleanroom suite
Pressure differential excursions of low pressure observed in February 2011, August 2011, September 

2011, October 2011, November 2011, December 2011, January 2012, Febmary 2012, and February 2?~? did nol 
appear to be investigated. These excm:sions occurred in the ftrm's ante-room (ISO 7). Specification = 
H20 ; results recorded were low atlbl H20. There was no Investigation conducted in response to tbese out of 
specification results. Furthermore, there are some notes recorded on fbe forms referencing service calls ofrepair to
the air handling units. There is no current review by the Quality department ofthe air handling equipment 
maintenance records or on-demand repair records. 

b) During the walkthrough on 02/19/13, we observed an instance wbere the operator's glove tore exposing bare skin 
dltrlng aseptic processing within the ISO 5 environment of Hood 4 during the mjxing of Bupivacaine HCll 
Cyclopentolate/ Flurbipro1'Cu/ Gentamicin/ Phenylephrineri'ropicamide Ophthahnic, Lot/112-20131802@21. The 
glove tore during the mixing operation and the operator immediately exited the cleanroom to change gloves, the n re-
entered the cleanroom to continue the aseptic processing operation in Hood 4. In the presence ofthe firm's Quality 
Assurance manager, Pharmacist, and finn management, there was no a ction initiated by the operator orthose present 
to assess product impact for the lot. After the operator's glove tore, bare skin was potentially exposed within the 
ISO 5 environment during the mixing step of this product. When asked whether or not Ute incident would be 
documented within the batch sheet, the firm's Quality Assurance manager indicated tbat it is not a requirement. 
There was no investigation initiated at that time. Fwihermore, the firm's SOP 03 S-32, "Personnel Hand Hygiene 
and Gowning for Cleauroom Entry", Revision 10-17-12 does not provide any instruction to contact management or 
assess to product impact in the event ofa glove int'tlgrity breach during aseptic processing ofdrug products. The 
operator re-entered the cleanroom after changing gloves and completed the operation. 
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