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TO: Mr. Eddie W. Glover, CEQ
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STREET ADORESS
Us Co‘%ounding Inc 1270 Don's Lane
7 % TVPE ESTABLGHMENT INSPECTED
Conway, AR 72032 Qutsourcing Facility

‘This document lists observations made by the FDA representative(s) during the inspection of your facility. They are inspectional
observations, and do not represent a final Agency determination regarding your compliance. If you have an objection regarding an
observation, or bave 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 FIRM WE OBSERVED:

OBSERVATION 1
Aseptic processing areas are deficient regarding the system for monitoring environmental conditions.

Specifically, your firm has SOP Q9 entitied “ENVIRONMENTAL MONITORING OF THE ASEPTIC PROCESSING
ENVIRONMENT AND ANCILLARY CLEAN AREAS” which describes personnel and environmental monitoring. The
following deficiencies in the procedure and practices were observed:

a. Your firm's mold recoveries have shown an increase in isolates in sm March to June of 2016, as
indicated below. However, your firm has failed to investigate this trend of increasing mold levels or determining a
root cause of mold.

Isolates
D) (4 D) (4
March | 0 0
April | 4 2
May |10 4
June | 15 K
Additionally, throughout the inspection, large cenglomerates of fuzz ties appearing tolmmold were observed

on environmental monitoring plates sampled from a [(SJNEY

Monitoring Technician stated that these results do.not L req at;temlrm1 as the colony. encompassmg approximately

[atewasasmglecolmy forming unit, No investigatiox wascondnctedandnoactionwastaken
ampling is conducted [DYG) .

(b) (4)

(b) (4) “Moreover,
For the week of 07/04/2016, the only uxmronmental monitoring usmg piahas was conducted on [[(SYE NG
@%, in a cleanroom that had net been utilized for production and subject 0[O ¢leaning,

d. Your is currently performing environmental monitoring 4)

I Your firm was unable to demonstrate the effectiveness of this jpethod to condu

On 07/08/2016, we observed an operator spraying sanitizing ((IMCY)o sanitize their gloves directly above a
~ e e

e.
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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 (b) (4)
g Your ﬁrm pert‘orms environmental monitoring for yeast and mold (RS plates basis, and not daily or
ile operation. Section 8.4 ofthls SOP indicates that{{s)] {4} Ay plates “shall be taken at the

Documentation of env:mnmental monitoring, entitled “Environmentel Monitoring Log”, fails to indicate when
envnunnmntal samplmg plates were taken, incubated or read. Furthermore, section 8.5.8 of SOP Q9 indicates for
gmwth plates for yet plates are not incubated for a comsistent duration. On

s Bowironmental Monitoring Technician stated that in the moming he removed and read QIg

() (4)v 016 (obtained in the late afternoon). Thus, these plates were mcubated

(L3 4|_

mcubators samples. lucubator (b) (4' = :u fm-w-w o &5

(b) (4) s for JHRIPC storage; do not have temperature
records on the weekend. Temperamres for incubators used fm' Envummenta] Monitoring Samples and Media Fill
units are not complete.

THIS IS A REPEAT OBSERVATION FROM AUGUST 21, 2015

OBSERVATION 2

Aseptic processing areas are deﬁclent regandmg au' supply tbat is ﬁltered’ tbmugh h;gh-efﬁcwncy particulate air filters under
positive pressure.

a. Pressure differentials are routinely not met(with negative pressure occurrences). - The table-below indicates the average
numberofmmu:esperdny&a:pmsmed:ﬂ'mﬂalswmnotmﬂmmﬂmgaﬂve from May and June of 2016:

Mm?fmurenﬂfaenuaniot MinPrmsmeDiﬂmuml
_ "Achwvedfwg.perd&?) Wﬂﬂﬂm{mpﬁ
Chemical Storage to Hallway (150 § 10 Unlgssitied) 1 4501 ) o0
Glassware Storage to Chemical Storage (ISO 8 to ISO 8) 19398 20.98
Smlamwﬁlmmsm(lsoswm& ) 5834 3.05
NI 1 1| RSP 0.64
| 1787 139
1993 . . 1.25
1281 ™\ 12.90
g - DATE ISSUED
EVE Magsoud Motamed, Investigator
gEE'I'EISP:gE Scott T. Ballard, Investig 07/15/2016
z
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1537 0.67
35.17 2.66
19,57 1.84
14.08 13.15
1.93 | 1.64

Note: During a review of your firm's pressure Iogs. we observed missing time points. For example, on 05/02/2016,
approximately 29% of pressure time point data is missing. On this day, Neostigmine . Me:mylsulfate lot #20160205@ 1, MIC
+ B12 lots #20160205@6 and 20160205@8 were aseptically processed.

Furthermore, your firm's SOP Q27 entitled “Parameters for Controlling Pressures in the Cleanrooms” stipulates “Pressure
differential shall maintain appropriate minimum speclﬁcahons"

Examples of processing sterile dmg pmdww dunng ;n‘essm*e excursions mclude

1. On 05/11/2016, the pressure differential between ISO 7 Cleanroomililind 1SO 7 Anteroomiiliwent negative from
3:43 10 4:06 pm during the processing of Methylprednisolone Acetate PF 40mg/ml (lot #20161005@9). Your firm's

Vice President of Regulatory and Quality stated no investigation into this occurrence was available. This product
was distributed on 06/15/2016. Moreover, complete pressure readings from 05/11/2016 and thus during processing
were not present in the pressure log. Yourﬁmwasunahletoexplmn why various time points are not present in the

pressure log.

2. On 07/08/2016, during the duration of processing of Glycopyrro}.ate 0.2mg/ml 5ml (lot #20160807@1) the
pressure differentials between gycillary rooms was 10st on four occasions (Glassware Storage to Chemical Storage
and Anteroom{fifto Anteroom|ilf Document QF73 which documents excursions-in pressure differentials fails to
include these losses of pressure differentials. Your firm was unable to reconcile the failure to capture these 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 of Medroxyprogesterone 200mg/ml 100ml amber vial (lot #06212016@46)
the pressure differentials between ancillary rooms I80 8 Chemical:Storage to the unclassified Hallway and ISO 8
Chemical Storage to the ISO & Hallway :umultaneously fell below specification, .with the pressure differential
between the Chemical Storage to Hallway going negative during aseptic processing. No investigation into these
events were available, Firm mam,gment indicated this product is intended for distribution. -

b. Additionally, your procedure for calibration of differential pressure gauges in cleanrooms does not require a minimum
On the most
points of up to

Your SOP "Q27 v5.0" calls for minimum pressure différentials offgiiibetween [ SO environments) and differentials of
hes of water (between [{sJNCI I ISO environments).

5.7 e —
ENFLOVEL(S) SIGNATURE DATE [88UED
Massoud Motamed, Investigator
SEE REVERSE :
tt T. Ballard, Investigator 07/15/2016
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Your VP of Regulatory stated there is not a procedure speaking to the accuracy needed during calibration of pressure gauges.

J THIS IS A REPEAT OBSERVATION FROM AUGUST 21, 2015

2

OBSERVATION 3

Buildings used in the manufacture, processing, packing, or holding of a drug product do not have the suitable construction to
facilitate cleaning, maintenance, and proper operatlons

Specifically, your cleanrooms used for pmducmg sterﬂe human drugs ha.vc d-es:gn elenx:nt& that do not minimize risk to
sterile drug production.

OCn July 8, 2016, we obs of fire sprinklers installed through rough-cut holes in the (b) (4)
ceiling tiles of Cleanroom and ‘these holes were, not, sealed causing the cleanroom to be exposed to an
uncontrolled environment. o N JTR

On July 11, 2016, we observed the foIlowi:ng:
a. Duct work connects the ceiling of Cleanroom Wthat leads to an un-classified attic and utility area. This ceiling
connection had a piece of clear plﬂl-gjasa glued over 1he ceiling apenmg Au: pressure from the attic opening was

observable utilizing a sheet of |
b. Duct work connecting Cleanroom the Anteroom w the i g which creates cult to clean area. If
differential pressures are negative, air would flow into the Cleanroom Anteroom il Additionally, with the

ductwork in the ceiling, the direction of airflow is upwards towards the ceiling.
¢. Duct work connecting Cleanroom Cieanrmm:l ﬁm neﬂmg whlch creates a difficult to clean area.

, report | _ domiments simlr.e studms were perfonmfd that show the (SO TG

On

e ae op

A separate video shows [(s)] (4)
a. Video timelQ) (‘U[{b} [4}

b. Video time]
c. Video tims|
d. Video tim
EFLGVEEE) SIGNATURE ; = > CATEIB60ED
Massoud Motamed, Investigator
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OBSERVATION 4
The quality control unit lacks the responsibility and authority to reject all drug products.

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

e  Oxytocin Sublingual Drops - lot #20151808@7 API potency at 82% of labeled strength
Produced on August 18, 2015, BUD 90 days -

e« Brompheniramine 10mg/ml Injectable - lot #20160504@24 preservative potency at 853% of label strength
Produced on April 5, 2016, BUD 180 days

e Pentosan 250mg Injectable - lot #04062016@ 1 preservative potency at 84% of label strength
Produced on April 6, 2016, BUD 180 days

s Neostigmine img/mL Injectable - lot 2013103@19 preservative potency at 61% of]aba] sirength
Produced on March 31, 2016, BUD 180 days

OBSERVATION §

Laboratory controls do not include the establishment of scientifically sound and appropriate sampling plans designed o
assure that drug products conform to appropriate standards of identity, strength, quality and purity.

Specifically, your firm manufactures batches of steri 2 1o [DRCY units; however, per SOP QA-007
entitled "Sterile Finished Proguct Testmg b) (4) assessed for endotoxin levels.
No scientific rationale for sampling on [ G o crdotoxin levels was provided.

For example, the following & bmhes (wnh qua[mty mdmated) have ‘been tested for endntmun Isvels usmg_for
endotoxin levels:
» Triamcinolone Diacetate PF lot #29152704@1 processed 04/28/16 W units. This product was distributed on

06/13/2016.
*  methylPREDNISclone PF lot #20161005@9 processed 05/11/16. -  units. This product was distributed on
06/15/2016.
» Triamcinolone Diacetate PF lot #20160905@1 pmcessed 05109!]6 umis This pmduct was distributed on
07/1122016. "
EPLGVEETS SERATORE e CATES0ED
Massoud Motamed, Investigator
SEE REVERSE igat 07/15/2016
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OBSERVATION 6

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

Specifically, your firm has not adaquately mvestlgated d]scmpancxes of stenle ]mman suspensmn drug products,

During 2015 and 20016 22 mmplamts were recewed partmnmg to Memylmemsolone, Bethamethasone, and

Dexamethasone that was difficult to inject through a needle or push through a syringe. Your investigation focused on the
sterilization of the product and effect on viscosity. Investigations did not determine if product specifications were
e with respect to viscosity, solubility of API, or suspension quahty

THIS IS A REPEAT OBSERVATION FROM AUGUST 21, 2015 it

\ DATE 185060
E-|
REVERSE Massoud Motamed, Investigator
g?E'I'HISPAGE Scott T, Ballard, Investigator ) 07/15/2016
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