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This document lists observations made by the FDA representative(s) during the inspection ofyour facility. They are inspectional 
observations, and do not represent a final Agency determination regarding yom· 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 v.,ith the FDA representative{s) dm-ing the inspection or submit this information to FDA at the address above. Ifyou have any 
questions, please contact FDA at the phone nmnber and address above. 

DURING AN INSPECTION OF YOUR FIRM IOBSERVED: 
Production System 

OBSERVATION 1 
Procedmes designed to prevent microbiological contamination of diug products pmpo1ting to be sterile 
are not followed. 

4Specifically, on 1/30/18 dming filling of r H> ISolution Lot~b)(4 
)7 on Liner the 

following was observed: 

Operators repeatedly reached over open empty bottles to operate the filling line's HMI control • 
panel for up to a minute at a time. The control panel is located above and behind the filling line 
prior to the bottles entering the Restricted Access Barrier (RABS). 

Operators entered and exited the Grade A filling area through afbH4> _J_ located next to the • 
bottle~b><4>7 multiple times dming filling. The~bH4>7 is adjacent to a Grade B coITidor which 

4leads to a Grade B supply room containing bags of bottlesl H>1 , and caps used for filling. 
Operators must leave the Grade A filling area to retrieve these supplies, which are then 
individually brought back into the Grade A area by hand. Approximate! ~~ bags of boyies, ~~ 
bags of :{6)(-4il and~~l bags of caps were used during filling of r f(-4) Solution 

tl>)(4 ) Lot i 1- Operators must also leave the Grade A area to access the other side of the room 
4where the empty bottles are r ) (-4)7 with f6> <> Iprior to filling. 

While loading the bottles, caps, and r n4>7 into their respective fb) (.f)I dming production the • 
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outside non-sterile~bH417 bags contacted the inside of thefbH4
>7 _ 

Operators stopped the line and opened the ~bn4 
i7 of the RABS a minimum of'~l times over the • 

41 course of ·-t < j of filling to address issues s;uch as bottle jams. These interventions are not 
documented in the batch records for Filling Lin~b. On several occasions after removing jams the 
operator leaned their torso and head inside the BS to clean the equipment with a clean room 
cloth. 

Operators did not always demonstrate slow and deliberate movements within the Grade A area • 
during_ fi·~llin activities, including during loading of supplies into r n411 ,spraying ofhands 
with ~bH4

l , and removing jammed bottles from the belt. 

• Operators sprayed r n411 multiple times in the vicinity of the open active and passive settling 
plates used for environmental monitoring, as well as the filling line where open bottles were 
located. 

41 _On 1/31/18 during filling preparation and set-up of~bH4
l ISolution Lotf6H7 on Line 

f the following was observed: 
'(4 

• While setting up the filling equipment, including the fillingE::: and tubing, an operator exited 
the Grade A area through a~bH4

l I into the Grade B coITidor twice using his hands to 
open theL . He continued with set-up activities, which involved leaning into the RABS, 

1without spraying his hands with lb) <4>7 after touching the r<
4.=J.The operator responsible for 

setting up the filling equipment does not perfo1m personal momtoring after set-up activities. 

US products filled on Line~1 include '6><
4
> r1 

I 
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OBSERVATION 2 
Procedmes designed to prevent microbiological contamination of diug products pmpo1ting to be sterile 
do not include adequate validation of the sterilization process. 

Specifically, 

a) QA staff who perfo1m inspection ofbottles following incubation dming media fill validations are 
not given adequate training. The "Training on Media Fill Test Regulation UT16-QA-l108-R" 
conducted on 2016.11.08 states in section 6.4 "Judging of the Test" that dming inspection the 
media fill bottles should be compared with a control bottle to see if there is any contamination. 
Section 6.4.2 states if contamination is suspected to send the bottle to QC for evaluation. The 
training did not include how to perfo1m the inspection (e.g. rotating the bottle) or what a 
contaminated bottle looks like. On 2018.01.03 a Media Fill Validation Training for QA was held 
which instmcted media fill inspectors to use a light intensity of'(bH-4> }b><4> LUX and to hold the 
bottles tl>H-4> away from their eyes. It also stated to look for microbial growth (turbidity) . 
However, the training did not require the QA paiticipants to identify actual contaminated units 
and the trainer who gave the training is not a microbiologist. 

b) There is no documentation of the inspection ofmedia fill units, including results, prior to 
November 2017. A media fill validation was perfo1med for the tl>H4> ~ Solution Filling Line 

1141 r on 2017.06.16 (routine) and 2016.11.18 (routine), for the:tt> Solution Filling Line~ 
ttin 2017.06.16 (routine) and 2016.12.13 (routine), and for the (b><4> Ointment Filling Llfie 
f on 2017/04/26 ( change to process), 2017/02/08 ( change to equipment), 2017/02/02 ( change to 
lequipment), and 2016/09/29 (routine) . All Media Fill Validation sunnnaiy repo1ts for the above 
listed validations document passing results. 

Laborat01y System 
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OBSERVATION 3 
Laboratory controls do not include the establishment of scientifically sound and appropriate 
specifications designed to assure that diug products confo1m to appropriate standards of identity, 
strength, quality and purity. 

Specifically, 

c) tl>)(-4) solutions ('(6)(-4):=J) and r 1141 
~ ointments are not tested for impurities during 

liiiished product release testmg or stabilrty1estiiig. 

d) There is no fmished product or stability specification established for osmolality for tt>H4> 
solutions (<b><

4 
>~ ith the exception oftb><

4 
> r--c.- -,.--.- .- ..--c.- . anJ'lb><

4 
> 

lb><4> ___j ). fustead, either lb><4>ml or bH4>ml of the bulk solution is- sa_m_p....,1.-e--.d_p_e_r.._l.o ...t 

and tested for osmolality for info1mational pmposes. This data is not documented as part of the 
test record which is reviewed prior to release of the lot. 

e) An assessment has not been made of th/lb><
4 
> r-=-.---ccc----,., ointments 

4 4
which follow USP Monograph, , r H > ,-....,_.---- Ointment" or ' u,< > 

Ointment" to dete1mine whether t . ey are inherentiit141 

"1"i'""'£~e-p-e-ri'""o""'d~and therefore, do not require the 061141 of a :tt>H4> ----

f) An assessment of leachables and/or extractables has not been perfo1med for lbfl4l solutions 
f> 141 

) and tt>H4> ointments to demonstrate that the packaging systems do not interact 
physicafly or chemically with the products in any manner to alter the strength, quality, or purity 
of the di11g products over their shelf-life period. 

4g) There is no viscosit erfo1med on lots of tt>>< > Ointment, which contain the active 
1141 ingredient1b ~-----, to ensure the product has the appropriate diug diffusion rate and 
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4residence time in the ll>H l' . 

US lb)(4l 41 
I solutions ifH4l I) include fbl < I 

_1 

41 41 41 Iointments include (bl < JOintment, (bl < Ointment, and 
[ )(41 ~ -Omtment. Several of these products are packaged under multiple brand names. Dlf{bl < 

OBSERVATION 4 
Established test procedures are not documented at the time of perfo1mance. 

Specifically, on 1/30/18 an analyst and a team leader in the QC laborato1y were observed signing and 
back-dating a test record for 12/27/2017. On 1/31/18, during reading of environmental monitoring plates 
an analyst was observed recording a "O cfu" result prior to observing the sample. In addition, the analyst 
was observed recording data for the previous day, which had been mistakenly omitted. An individual 
from QA was observing the plate reading. 

Quality System 

OBSERVATION 5 
Employees engaged in the processing of a diug product lack the ti·aining required to perfo1m their 
assigned functions. 
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fll4l---iSpecifically, the qualification of visual inspectors for sterile fbH4> Isolutions)does not 
reflect the actual conditions under which operators perfo1m their inspections. 

As described in SOP MC-106, Foreign Materiayny ection Control, dated 2017-12-13, during 
qualification for r H4> I, inspectors are given "b)(4) bottles to inspect. r )(

4
~ of the1b)(4) bottles have a 

defect, including incon ect fill volume, speck on cap or bottle, scratch on bottle, foreign matter, missing 
cap, or improper seal. The inspection of the bottles takes place on a table under no time constraints; 
however, the inspection typically takes _'(bl <4> . Inspectors must score a!!( % (identify~( of the!!( 
defects con ectly) to be considered qualified. 

In comparison, visual inspection of commercial lots occurs online during production operations. The 
1 1 14 belt speed ofFilling Line fwlj ranges from ll>J ~ ~'(bl > bottles/minute and the belt speed of Filling Line f 

41 ranges from bll
4
>-E~ bo les/minute. The bottles do not rotate as they mo. ve past the inspectors o~ the 

1belt. Inspectors work ll4> I, inspecting for ~bf<4> I and taking a break for f61141 I-

Approximately ~ bottles/'>> <4> were inspected in fbH4> I Lotfb><4>7 , approved 
Lot b) (4) March 14, 201'1, and j114

> I, approved August 1, 2017. 

US products filled on Line~1 include ,61141 

I us products filled on Line r1 include ib) <4> ( 
I 

Facilities and Equipment System 

OBSERVATION 6 
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Backup data is not assured as secure from alteration, erasure or loss through keeping hard copy or 
alternate systems. 

Specifically, lbJ<41 team leaders in the QC department have administrator privileges which allow them to 
delete projects, delete data, delete results, and save and delete instrument and processing methods, 
among other things. In addition, the time and date function is not locked on the computers which nm 
EMPOWER and EZChrome software used to generate and integrate HPLC data during testing of US 

41 
rn rdproducts. The data is stored on the local computer hard drives and backed up to a USB on a 
[ H

41 basis. 

OBSERVATION 7 
Aseptic processing areas are deficient regarding the system for monitoring environmental conditions. 

Specifically, no viable envi1.·onmental monitoring, iny uding active and passive settling plates, occurs in 
the RestJ.·icted Access Bani er JRABS) on lbJ <41 Solution Line ~b during filling operations. Surface 
sampling near the fillingr(bH-4J is perfo1med afier completion of fill\tg activities with a contact plate. In 
addition, the operator who perfonns set-up activities, including setting up the fillingr n417 and tubing, 
is not included in personal monitoring. 

4US products filled on Line ~1include fb> < > 

~ 
I 
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