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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 a final 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 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. 1f you have any
questions. please contact FDA at the phone number and address above.

OBSERVATION 1
Sources of non-microbial contamination were observed in the ISO 5 classified aseptic processing areas
at are difficult to clean, particle-generating and visibly dirty.

Specifically, on 03/09/2020, we observed the following inside your firm’s Laminar Air Flow Hood
LAFH) (ISO-5 classified), (D) (4) , where aseptic human and veterinarian drug operations
ake place, including but are not limited to, mtrathecal sterile drug products:

A. Visible discoloration what appears to be brown [BS[dUG (approximately 3-inches in height) was
observed on the HEPA screen of your firm’s (B){(4) " LAFH;

Visible discoloration that appeats to be residue bulldup was obqervad on the inside corners of the

HEPA screen;

What appeared to be chipped paint was observed on the inside corner of the LAFH;

Gaps were observed on the inside of your firm’s transparent acrylic plastic side wall of the LAFH

where the workbench meets the wall;

Caulking was observed on the inside of your firm’s LAFH where the workbench meets the HEPA

screen. The caulking is not smooth and not easily cleanable;

F. Visible lint and residue were observed on the inside of your firm’s transparent acrylic plastic side
wall of the LAFH where the workbench meets the wall;

oo @

e

According to your firm’s aseptic processing lead pharmacy technician, the status of the cleanroom (LAFH!
1SO-5 classified: Buffer Room: ISO-7 classified; Anteroom: [SO-8 classified) on 03/09/2020, is clean.

EMFLOYEES) SIGHATURE J P P 53 “’V’ I-A-?;:T:E 5, DATE [SSUTED
- une =% e e
SEE REVERSE | June P. Page, Investigator P T
53 BTl s
OF THIS PAGE | Demario L. Walls, Investigator Demario L Walls -53 Sz

FORM FDA 453 (09/08) PREVIOUS EDITION DBSOLETE INSPECTIONAL OBSERVATIONS PAGE | QF 10 PAGES}



mailto:ORAPharm2_responses@fda.hhs.gov

DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

IHETRICT ADDRESS AND PHONE NUMBER

g RATESOF INSPECTION
U.S. Food and Drug Administration

404 BNA Drive Bldg 200 Suite 400 03/09-13/2020:03/16/2020; 04/09/2020
MNashville, TN 37217 FEINUMBER
G el 3010536120

EDA-483 Responses: ORAPHARMA?2 RESPONSES@FDA HHS GOV

MARME AND TITLECF INDEWIEAIAL T WHOM REPORT [SSUED

TO:  Mr. Joe S. Moore, President and Owner

FIRM NAME STREET ADDRISS

Medical Center Pharmacy . Ine 2401 N Ocoee Street

CITY, STATE, £IF CODE, COUNTRY TYPE BRTABLISHMENT INSFECTED

Cleveland, TN 37311-3853 Producer of Sterile and Non-Sterile Drug Products

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 Ageney 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 observation, you may discuss the objection or
action with the FDA representative(s) during the inspection or submit this information (0 FDA at the address above. If you have any
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JOBSERVATION 2

Disinfecting agents and cleaning wipes used in the ISO 5 classified aseptic processing areas were not
sterile.

Specifically,

A. Your firm uses a non- -sterile bactericidal | or[(b) (4) ) cleaning solution, non-
sterile ( wipes, and non-sterile (D) (£ | wipes during routine ()@ cleanings of
your classified areas where dSBpt]C operatlons are perﬁ}rmed for example, but not limited to, the
interior surfaces of ISO-5 equipment:

I. Laminar Air Flow Hood (LAFH) (ISO-5 classified), (6) (4)’
firm’s Buffer Room;

|, located in your

Your firm does not render these products sterile prior to use. According to your firm’s aseptic
processing lead pharmacy technician who conducts ®) @) cleaning of your firm’s aseptic
processing areas, these non-sterile products are also used in the Buffer Room (ISO 7 classified)
and anteroom (ISO 8 classified).

According to your firm’s prescription log, dated April 2019 — March 2020, vour firm produces,
but are not limited to the following routes of administration in your LAFH (ISO 5 classified):

Route of Administration Count of Route of Administration

Injectable (including _

intrathecals) B |

Ophthalmic g |

Inhalation B |

Drop o |

[rrigation - A

Grand Total (b) (4) |
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JOBSERVATION 3

You did not make adequate product evaluation and take remedial action where microbial contamination
was found to be present in the ISO 5 classified aseptic processing or areas surrounding the ISO 5 classified
farea.

Specifically,
A. According to your firm’s Certification Report, dated 16 April 2019, a viable air sample (VAS)
revealed: I § e— _
I. Inthe(D) (4) |hood @ ) |, taken at the center, approximately

6" from the rear:
i. Bacterial Results and Trending: Nineteen (19) CFUs were identified as Bacillus;
Coag-Neg. Staphylococcus; Micrococcus.
2. Inthe Anteroom (ISO-7 classified) on the “counter near center of room™:
i. Fungal Results and Trending: Three (3) CFUs identified as Exophiala; and
ii. Bacterial Results and Trending: Seventeen (17) CFUs identified as Coag-Neg.
Staphylococcus; Micrococcus.

According to your firm’s Sterile Log, the following products were produced on 16 April
2019, including but are not limited to:

Drug Name Lot Number

Vitamin B Complex High Potency Injection 04162019@4

Nandrolone Decanoate 200mg/Iml 04162019@8

Anastrozole/Testosterone Cypionate Oil

Injection 1mg/200mg/mL 04162019@9

Estradiol Valerate/Testosterone Cypionate

40mg/50mg Per mL 04162019@6
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B. According to your firm’s Certification Report, dated October 2019, a viable air sample revealed:
I. Inthe Laminar Air Flow Hood (LAFH) (ISO-5 classified), (B) (4) . atthe
center, approximately 6” from the rear:
i. Bacterial Results and Trending: One (1) CFUs were identified as Bacillus.
2. In the Buffer Room (ISO-7 classified) on the “top shelf of shelving™:
i. Bacterial Results and Trending: Two (2) CFUs identified as Micrococcus.
3. In the Anteroom (ISO-8 classified) on the “counter near center of room™:
i. Fungal Results and Trending: Four (4) CFUs identified as Non-Sporulating;

Curvulvaria; Pithomyces; Yeast; and |4l 2
ii. Bacterial Results and Trending: Five (5) CFUs identified as Coag-Neg. Qr
Staphylococcus; Micrococcus. Il oo 2019

According to your firm’s Sterile Log, the following products were produced on H-Aprit2619,
including but are not limited to:

Drug Name Lot Number
Hydromorphone - Preservative Free Smg/ml 10112019@5
Your firm does not have a written procedure outlining cleaning requirements for VAS excursions.
However, your firm’s Staff Pharmacist, stated a thorough clean should be conducted followed by
esampling when environmental monitoring excursions are evident.

Review of your firm’s 8@ and (b) (4) cleaning records does not document a rigorous cleaning was

Jconducted For example, but are not limited to:

e On 4/16/2019, environmental monitoring for VAS was performed by a 3 party contractor; your
firm's ®®) cleaning records document cleaning was performed Y& EM bamplmg with non-
sterile @;ﬁ@i | 4/16-19/2019, | iﬁﬁ was performed on 4/20/2019. and al ! clean was
performed on 04/30/2019. Your firm aseptically produced (b) (4) lots from 4/16-
20/2019.

e On 10/11/2019, environmental monitoring for VAS was performed by a 3" party contractor your
firm’s ﬁ”ﬂﬁ. cleaning records document cleaning was performed with non-sterile d@

'@%EM samplmg, (D) (4) clean was performed on 10/21/2019, your firm did not prowde
documentation that(B) (4 was performed in October 2019. Your firm continued aseptic
operations until 03/ L 1/2020 To date, a viable air resampling has not been performed.

Your firm produces sterile drug products including, but not limited to: injectables (including intrathecals),

fophthalmics, and inhalations.
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JOBSERVATION 4

Your aseptic processing conditions do not offer sufficient assurance that the finished product will meet an
endotoxin specification appropriate for its route of administration.

Specifically, according to your firm’s pharmacist-in-charge, your firm doesn’t perform any bacterial
fendotoxin testing for your finished intrathecal drug products. These preparations are made using non-
sterile active pharmaceutical ingredients (APIs). No bacterial endotoxin testing was performed on these
APls prior to use in aseptic operations Furthermore, your firm does not calculate the bacterial endotoxin
limit. According to your firm’s written procedure, 9 140 “Bacterial Endotoxin (Pyrogen) Testing”,
ndotoxin testing is to be performed at least every (D) (4) " and for (b)(4)"

=,..-n-.

lin addition, the expiration dates of your intrathecals are inconsistent, for example, but not limited to:

Date Drug Name Lot Number Expiration | Days until
Compounded Date on Rx | expiry
Label

02/17/2020 Fentanyl/Morphine/Bupivacaine/Hvdromorphone | 02172020@18 | 02/04/2021 ~] year
Intrathecal 2500mcg/25mg/7.5mg/10mg
02/20/2020 Clonidine/Baclofen 200mcg/2000meg 02202020@7 02/18/2021 ~1 year
02/19/2020 Baclofen (Preservative Free) 3000meg/mL 02192020@12 02/20/2020 1 day

Your firm has not performed any stability studies to support these expiration dates.
|[OBSERVATION 5

Y our aseptic processing conditions do not offer sufficient assurance that the finished product is sterile.

of all (B) 4)

Specifically, the air pressure gauge used to perform (b) (4) (b) (4)
jhave not been calibrated since 2015.
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BSERVATION 6

edia fills are not conducted to simulate aseptic production operations that represent the most-challenging
nd stressful conditions

Specifically, on 03/16/2020, your pharmacist-in-charge stated the largest batch size produced at your firm
under aseptlc operations is @fﬁ . However, the media fill (aseptic
rocessing simulation) records perfomed by your firm’s personnel who engage in aseptic operations,
nly represent 25% of your firm’s largest batch size.

n addition, your pharmacist-in-charge stated the most-challenging aseptic operation performed at your
acility is for inhalation nebulizers. However, the media fills performed are for (D)(4)" g
roducts.

BSERVATION 7
You had inadequate HEPA filter coverage and airflow over the area to which sterile product was exposed.

Specifically,

A. ISO 5 Classified Areas:
1. LAFH: A loose light fixture with exposed wiring was observed on the ceiling of your
firm’s LAFH.
B. ISO 7 Classified Areas:
1. HEPA filters were not sealed around each perimeter of the support frame:

i. HEPA filter frames: Missing caulk was observed around the perimeter of the HEPA
filter frames that seal the HEPA filters to the ceiling, located in your firm’s buffer
room (ISO-7 classified):

1. Located directly above your firm's LAFH (ISO-5 classified);
2. Located approximately 6 feet from your firm’s LAFH (ISO-5 classified);

and
3. Located approximately 10 feet from your firm’s LAFH (ISO-5 classified).
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2. Light fixture: Missing caulk was observed around your firm’s light fixture

3. Ceiling: A crack observed in the sheetrock located on your firm’ ceiling directly above the
ISO 5 hood.

C. ISO 8 Classified Areas:

1. HEPA filter frames: A loose bolt and missing caulk were observed around the perimeter of
the HEPA filter frames that seal the HEPA filters to the ceiling, located in your firm’s
anteroom (ISO-8§ classified);

2. Light fixture: missing gasket/caulking was observed around the perimeter of your light
fixture; and

3. (b) 4) - lacks established controls - according to your pharmacist-in-charge,
beakers (containm g drug components used in aseptic operations) are (B) (4)
anteroom (ISO 8 classified) to the buffer room (ISO 7 classified) (b) (4) :
®Y® n addition, your pharmacist-in-charge admitted the beakers are not a]ways covered or

sanitized when (D) (4) (b) (4)

BSERVATION 8
Equipment and Materials or supplies were not disinfected prior to entering the aseptic processing areas.

Specifically,

A. On 03/16/2020, your pharmacist in charge admitted the glassware (e.g. beakers), containing drug
products used in aseptic operations are uncovered and are not disinfected or sanitized when placed
in your firm’s unclassified(b) (4) 3 ~anteroom (ISO 8
classified) to your firm’s buffer room (ISO 7 classified). Accordmg to your firm’s PIC, thIS same
beaker remains uncovered in the BY#) (located in the anteroom — ISO 8 classified), (b :
©® (unclassified), staging tray (located in the buffer room — 1SO 7 classified), and in the LAFH
(ISO 5 classificd).

B. Your lead pharmacy technician, who conducts cleaning on a routine basis, admitted the trash bins
are removed from the buffer room (ISO 7 classified) and placed into the anteroom (15O 8
classified) when the floors are cleaned. However, the trash bins are not disinfected or sanitized
when entering an area of higher classification.
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[OBSERVATION 9
The area adjacent to the ISO 5 classified aseptic processing areas had difficult to clean, particle-generating
fand visibly dirty equipment or surface.

A. Buffer Room (ISO-7 classified) Area:

1. On 03/09/2020, what appeared to be signs of rust and chipped paint was observed on your
firm’s LAFH (ISO-5 classified) support frame, located approximately 1-inch from where
aseptic operations are performed.

2. On 03/09/2020, what appeared to be visible signs of dust build-up was observed on your
firm’s LAFH (ISO-5 classified) support frame, located approximately 1-inch from where
aseptic operations are performed.

- 8 ' ( On 03/09/2020, a chair was observed to
not be su1tab]e as a cleanroom chair. What appeared to be signs of rust was observed on
the back support and legs of the chair, and what appeared to be paint chippings were
observed on the upper back portion of the chair.

4. On 03/09/2020, what appeared to be signs of rust was observed on the storage rack where
cleaning supplies and drug components are stored.

i. For example, but are not limited to, non-sterile(B)(4) | wipes used during routine
cleaning of your firm’s LAFH (ISO-5 classifi ed) is open and exposed to the ISO-7
area. These non-sterile wipes were observed to be approximately 6 inches from
what appears to be signs of rust located on your firm’s storage rack.

5. On 03/09/2020, what appeared to be brown residue was observed on the leg of your firm’s
staging tray, where drug components are placed prior to entering the LAFH (ISO-5
classified).

6. On 03/09/2020, missing caulk, creating a gap, was observed where the floor meets the wall.
This area is located approximately 5 feet from the LAFH (ISO 5 classified).

7. On 03/09/2020, a crack was observed on the ceiling of the buffer room, located
approximately 3 feet above the LAFH (ISO-5 classified).
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B. Anteroom (ISO-8 classified) Area:

I. On 03/09/2020, what appears to be signs of rust, chipped paint, cracks, and brown residue

was observed on the inside of your firm’s (B){(4)" " Hood (b) (4) According
to your pharmacist-in-charge, who oversees aseptic operations, and your lead pharmacy
technician, who performs aseptic operations on a routine basis, the B®) is used to (b)(4)
b) (4) | used in aseptic operations. According to your lead pharmacy
technician, the status of the (BY#) on 03/09/2020, is clean.

2. On 03/09/2020, what appears to be rust was observed around your firm’s light fixture. In
addition, missing caulk was observed around the perimeter of the same light fixture that
seals the fixture to the ceiling.

3. On 03/09/2020, what appears to be a crack alongside the countertop, exposing particle
board, located immediately adjacent to the door that leads into the firm’s Buffer room (ISO
7 classified) was observed. Particle board was also observed on the underside of the
countertop where the sink is located. In addition, missing caulk and a yellowish-brown
residue was observed on the same countertop.

[OBSERVATION 10

You produced hazardous drugs without providing adequate containment, segregation, cleaning of work
fsurfaces, cleaning of utensils and cleaning of personnel to prevent cross-contamination.

Specifically, your firm produces hazardous and non-hazardous, sterile and non-sterile, drug products
without adcq;__lafc_ segregation. On 03/09/2020, we observed what appears to be white powder residue in

your firm’s(B)(4) __hood (B) (@) According to your firm’s lead pharmacy technician, who

ngages in aseptic operations on a routine basis, the status of the BY®) is clean. All{BY 4) drugs
hazardous and non-hazardous) are (B){4) in this non-dedicated Y Your firm does not have a
separate processing schedule when producing hazardous drug products from non-hazardous drug products.

or example, but are not limited to, on 1/23/2020, your firm used fluorouracil API (BY

W a hazardous drug product, to produce a non-sterile cream. However, your firm also en gaged- in

eptic operations before and after this fluorouracil lot was produced.

‘urthermore, your firm does not have appropriate cleaning solutions or appropriate controls in place after
andling hazardous drug products.

In addition, your technicians do not change gowns between lots; gowns are reused per shift.
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DEPARTMENT OF HEALTH AND HUMAN SERVICES

FOOD AND DRUG ADMINISTRATION

BISTRICT ADDRESS AND FHONE NUMBER
U.S. Food and DPrug Administration
404 BNA Drive Bldg 200 Suite 400

DIATE]S)OF INSPECTIGN

03/09-13/2020:03/16/2020; 04/09/2020

Nashville, TN 37217 {EIRIIMBER
615-366-7801 3010536120
FDA-483 Responses' ORAPHARMA2 RESPONSES@FDA HHS, GOV

NAME ANDTITLE OF INDIVIDITAL 1O WHOM REPORT 185UED

TO:  Mr. Joe S. Moore, President and Owner

FIRM MAME

Medical Center Pharmacy, Inc

ETREET ADDRESS
2401 N Ocoee Street

CITY, $TATE, ZIP CUDE, COUNTRY
Cleveland, TN 37311-3853

TYPE ESTABLISHMENT [NSPECTED

Producer of Sterile and Non-Sterile Drug Products

This document lists obscrvations made by the FDA representative(s) during the inspection of your facility. They are inspectional
observations, and do not represeni a final 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 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 vou have any
questions, please contact FDA at the phone number and address above.

fOBSERVATION 11

Parameters for sterilization are not lethal to resistant microorganisms.

Specifically, your firm usesf ) (4) using the(b) (4) s/ (D) (@) . for
Eepyrogenati()n of glassware used in the production of sterile drug products. Your firm has not performed

n endotoxin challenge for the glassware (B) (4)
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