
 

This document lists observations made by tbe FDA representarlve(s) during the inspection of your facility. They are inspectional 
ob!ICl"Vations, and do not .represent a final Agency dccmnination regarding your compliance. If you 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 information to FDA at the address above. If you have any 
questions, please contact FDA at the phone number and address above. 

DURING AN INSPECTION OF YOUR FIRU WE OBSERVED: 

OBSERVATION 1 
, ~ .'· 

Aseptic processing areas are deficient regarding the system for momtoring eovirotlmental conditio~. 

Specifically, your firm bas SOP Q9 entitled .. ENVIRONMENTAL MONITORING OF THE ASEPTIC PROCESSING 
ENVIRONMENT AND ANCILLARY CLEAN AREAS .. which describes personnel and environmental monitoring. The 
following deficiencies in the procedlP.:e ~ ~c~ were obser.veg,:. 

a. Your firm's mold recoveries .bave'sboWil 8li increase m isoiates· in~m 'March to June of2016, as 
indicated below. However, your firm has fiilled to investigate ~ -~~ld levels or determining a 
root cause of mold. 

SEE REVERSE 
OFTHISPAGE 
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... ... : . .. · . . .. .. . .. . : ·:· . 

•,. 

Additionally, throughout the ·~tioo, large ~DglOltnel'~ be mold were observed 
on environmental 1119n.itodng p~ sampled Your firm's Environmental 
Monitoring Technician .stated that th.Cse J;eSults do,not .*OJU]:>aSSilng approximately 
one fourth of the · · · · was taken. 

b. which had been 

.. . /..:.. } 
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plate used to assess viable air monitoring. 
f. On 07/13/2016, we observed viable active air sampling performed when no personnel were pm;ent (b)(4) 
g. Your finn perfonns environmental monitoring for yeast and mold basis, and not daily or 

SOP indicates "shall be taken at the 

h. 

i. 

j . 

- 07/15 / 2016 

TIUS IS A REPEAT OBSERVATION FROM AUGUST 21, 2015 

· OBSERVATION 2 

Aseptic processing areas are 'iS particulate air filters under 
positive pressure. · · · · · .. · · · '·' · · ' · · 

. . ·. . . . .. : 

~fici~p.t -~ ak s~iy that -~eo tblo~gti high~tnciency 

a. Pressure differentials are routinely not met:(with negative pressure occurrences).· The table:.b.eJow indicates the average 
number of minutes per day that-pressure diff~ti.als w~ not_m~ or went negative 1}:om May and 1une of2016: 
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Note: During a review of your firm's pressure logs, we observed missing time points. For example, on 05/0212016, 
approximately 290.4 of pressure time po.int data is missing. Ott this day, Noostigmine .Methylsulfate lot #20160205@1, MIC 
+ B12lots #20160205@6 and 20160205@8 were aseptically.processed. 

Furthermore, your firm's SOP Q27 entitled "Parameters for Con1rolling Pressures in the Cleanrooms" stipulates "Pressure 
differential shall maintain appropriate minimum specifications" 

Examples of processing sterile drug products 
'I ' 

during pressure 
• 

excursions 
• 

inclu~: 

1. On 05/1112016, the pressw-e differential between ISO 7 Cleanroo~d ISO 7 An~eot negative from 
3:43 to 4:06pm during the processing of Methylprednisolone Acetate PF 40mg/ml (lot #20161005@9). Your finn's 
Vice President of ~gulatory IPl(l Quality ~ .no investigation .. into, ~ ~ce was available. This product 
was distributed on 06/15/2016. Moreover, ~~~~e .~ssiae ~ fro~ OS/~ l/201~ and thus during processing 
were not present in the pressure log. Your firili was Wiable to explain Why' various time pOints are not present in the 
preSStue log. 

2. On 07/08/2016, ~ the ·duration of proccrss~ of OlycQpyrrolate ·0.:2mgl~ Sml (lot #20160807@1) the 
pressure differentials .. between lillaty rooms was lOst on four occasions (Glassware Storage to Chemical Storage 
and Anteroom. Anteroom Document Q.F73 which documents excurslons ·in pressure ditfenmtials mils to 
include these losses of pressure differentials. Your firm was unable to reconcile the failure to capture th.ese pressure 
excursions on document QF73, which is intended to annotate all such events. Firm management indicated this 
product is intended for distribution. 

3. On 06/22/2016, during the processing ofMedroxyprogestmone200tng/mllOOml amber vial (lot #06212016@46) 
the pressure diffi:nmti.als between ancilhey rooJ.DS ISO 8 Cqemical(Sf;orage tQ the Wlclassified Hallway and ISO 8 
Chemical Storage to tl)e ISO 8 ~way s~ultaoeo~ly fell be~w. ~tfica~on. .. with the pressure differential 
between the Chet:llical Sf:<nge to IJal~way going negative dUJ'in$ ,aseptic.P~!ISin.g. No investigation into these 
events were available. Firm ~t indi~ this pr~ct iS intended f~.~St.n~on. · 

b. Additionally, your procedure for- calibratioit of differential pre~ gauges in cleanrooms- does not require a minimum 
accuracy. · 

On the most ~calibration ~differential press~. gau~ ,demonstrated inaccuracy from set 
points of up tolillilinches ofwater.ftom tbe~~Jauges. ·: . . . . . . . : ; , : . 

aJI 

SOP "q21 vS.O" calls for minimum pres8ure durerentlills. o~een-ISO envir~ents) and differentials of 
of water (between[IDUJW ISO environments). · 
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Your VP of Regulatory stated there is not a procedure speaking to the accuracy needed during calibration of pressme gauges. 

THIS IS A REPEAT OBSERVATION FROM AUGUST 21, 201 S 

.. : \, i . i . 

OBSERVAnON 3 

Buildings used in the mao"Qfacture, processing. packing. or holding of a drug product do oot have the suitable construction to 
facilitate cleaning. mainte~ce, and proper operations. 

• , : • • • ; • ... • • • · : • 0 : ,·::. • : 0 t ' 

Specifically, your cleanrooms used for producing sterile human drugs have design .. ele•~ that do not minimize risk to 
sterile drug production. 

~ 

On July 8, 2016, we obs~ a of amJ] fire sprinklers installed through rough-cut holes in the (b) (4) 
ceiling tiles of Cleanroom·~ su.cti."'ibit .. tbese I:toles w:erc .. ~. ~ale,d GBUSins .~~ cl~m to be exposed to an 
uncontrolled environment. ., . . . : , . ~'· ,! . • , , .1 

1· 
On July 11,2016, we observed the following: . . 
a. Duct work connects the ceiling of Cleanroom leads to an un-classified attic and utility area. This ceiling 

connection bad a piece ()f clear plexi-g)ass glued over the ceiling ~. Air pressure ·from the attic opening was 
observable utilizing a sheec:-c)

Cl.eanro~ 
f' · : · · · : .. · · 

~the 
· · . · ·· · :- . : · 

b. Duct work connecting the Anteroom ~wHiCh creates ~cult to clean area. If 
differential pressures are negative, air would tlow into the Cleanroom ~Anteroom . Additionally, with the 
ductwork in the ceiling. the directi~f aiJ:flow is upwards towards 1he ceiling. 

c. Duct work connecting C~. ~~ ~ ~ ~il~ which. creates a difficult to clean area. 
0 o 0 h ' • • • ~ • 0 o ; M • • 0 • I 

~that 

(b) (4) , report - · dDcUllients ·stnoke studies were p&formc!d ·that show th ~(b) (4) 
as . . . , , ., .. 

a. Video I ·' '''· ... . 
b. Video 
c. Video 
d. Video 
e. Video 

. . ; f. Video .·, 

A separate video follows: 
a. Video 
b. Video 
c. Video 
d. Video 



DEPARTMENT OF REALm AND RUMAN SERVICES 
fOOD AND DRUG ADMINISTRATION 

Expressway, Suite 300 

3006031801 
ov/oc/industry 

CEO 

Inc Lane 

Conway, AR 72 032 Outsourcin 

SEE REVERSE 
OFTHISPAGE 

(Ill 

Mas soud Motamed, Investigator 
Scot t T. Ballard, Investigator 

INSPEcriONAL OBSERVA 110NS 

07/15/2016 

PAGI! S OF6 PAOI!S 

OBSERVATION 4 

The quality control unit lacks the responsibility and authority to reject all drug products . 
. ·.· . .. ... . .. . 

SpecificaUy, your firm has released human drug products tliat were tested and showed preservative and API potency values 
outside of specifications. 

• Oxytocin Sublingual Drops - lot #20151808@7 API potency at 82% of labeled strength 
Produced on August· IS, 2015, BUD 90 days · 

• Brompheniramine 1 Omglml Injectable - lot #20160504@24 preservative potency at 85% ·of label strength 
Produced oo.April5, 2016, BUD 180 days 

• Pentosan 250m.g Injectable - lot #04062016@1 preservative potency at 84% of label strength 
Produced on Aprl~ 6, 2016, BUD 180 days 

• Neostigmine lmglmL JIUeCtable - lot 20 13103@19 preservative patency at 61% of label strength 
Produced on Maroh 31,2016, BUD.l:80 days • · , • 

OBSERVATION 5 .. 
Laboratocy controls do not include the establishment of scienti.fi.cally sound and appropri,ate sampling plans designed to 
assure that drug products confonn to appropriate standards of identity, strength, quality and purity. 

Specifically, your fum m.anufactures bate:~ units; however, per SOP QA-007 
entitled "Sterile Finished Product Testing;lt ass•~se:d for endotoxin levels. 
No scientific rationale for sauipling Qn (b) (4) was provided. 

For example, the following ~~es (wnh ·q~~ ~di~~j ~-ye 'been ~ for ~dotoxin ievels using~for 
endotoxin levels: · ·' · · · · · · 

• Triamcinolone Diacet:ate ·PF'Iot·#20l6i704@1 pt0ces8ed 04/28/16 tmits. This product was distributed on 
06/13/2016. . " ' . . . 

• methylPREDNISolone P.F ·lot #20161005@9 processed OS/11/16·- - units. This product was distribu:tod on 
06/l.S/2016. . . ; . 

• Triamcinolone~~ PF lot #101609QS@1. pr:oces$00 05/99n6.:-llll :unifs. This product was distributed on 
07/11/2016. .•: 

-Ill 



OBSERVATION 6 

There is a failure to thoroughly review any unexplained discrepancy whether or not the batch has been already distributed. 

SpecificaUy, your firm bas not adequately investigated di.sqepancies of sterile human suspension drug products . 
~ 

During 2015 and 20016, 22 complaints were received- pertaining. to Methylprednisolone, Bethametbasone, and 

ma Dexamethasone that was difficult to inject through a needle or pusb through a syringe. Your investigation focused on the 
sterilization of the product and effect on viscosity. Investigations did not determine if product specifications were 

~with respect to viscosity, solubility of API, or suspension quality. 

TillS IS A REPEAT OBSERVATION FROM AUGUST 21, 2015 
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