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Producer of 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 Agency determination regarding your compliance. Ifyou 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 rcpresentativc(s) during the inspection or submit this infonnation to FDA at the address above. Ifyou have BllY 
questions, please contact FDA at the phone number and adclress above. 

DURING AN INSPECTION OF YOUR FIRM IOBSERVED: 

OBSERVATION 1 

Aseptic processing areas are deficient regarding air supply that is filtered through hlgh-efficiency particulate air filters under 
positive pressure. 

Specifically, the ISO 8 Ante Room does not have a HEPA filter. Per your Clinical Pharmacy Manager the HEPA filter, 
ftb) ~and box were removed the morning of l-7-16. The room was last certified as ISO 8 oi(b f(4 )- l Approximately 
b)(4 orders ( b f(4 f l units) were dispensed from January2016 to April 15.._2016. 

OBSERVATION 2 

Aseptic processing areas are deficient regarding the system for cleaning and disinfecting the room and equipment to produce 
aseptic conditions. 

Specifically, the following deficiencies were observed during the curnnt inspection 

1) Your clean room facility design is insu.fficient in that: 

a. The ISO 7 Buffer Room floor is uneven and contains too numerous to count areas tilled in with clear epoxy 
ranging in size from a penny to a credit card. 

b. On 4-11 ·16, hood )(4 ntained a whitish-yellowish build up in the lip ofthe workbench which comes in 
direct contact with operator gowning; whlte residue-like build up on the perforated metal diffuser and a 
HEPA filter which appeared to have rust colored spots. 

c. On 4-J 1-16, hood which houses the[ b f(4 ) ~ had a white residue-like build up on the 
perforated metal diffusers and the HEPA filter appeared to have rust colored spots. 

114 

d. The HEPA Filter located in the NW comer ofthe ISO 7 Buffer Room (closest to the gift shop and retail 
pharmacy counter) contained two blackish areas approximately the size ofa golf ball and a quarter. 
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2) 	 Your finn continued to produce drug products purporting to be sterile when positive growths were observed during 
viable air testing performed by your contractor on the following dates f(b) ( 4 ) 1 
l t>H4r . The growth results can be seen summarized in the table below: 

Date CFU 
eount(b) (4) 
18 

20 

18 

250 

2 

2 

I 

Kt>f<4f 1 

Positive Growth 

Microbacterium saperdae, other bacteria, 
Phylobacterium rubiacearum, staphylococcus 
epidermis 

Gram negative rods. other fungi bacillus. gram 
positive rods, micrococalS, Staph. Coagulase (
) 

Other fungi, gram positive rods, micrococcus, 
Staph. Coag11lase (-) 

Gram negative rods, other fungi, yeasts, 
bacillus, gram(+) rods, micrococcus, Stapb. 
Coagulase (-) 

Curto bacterium 

l .t>)]4) I 

Not identifiedj(t>) (4) ~ positive 250 CFU 
on same date 

Micrococcus 

0Cb){4 ) 

Use or Area with Positive 

Growth 


Yes, appro-~erile 
~g~ers b}J~ 

Yes. approximately~rile 
~g ~,Ldersr ·ncb > 4 
(b) (4 ) I 

Yes, ;r-~~sterile drug 
orders ,r <4: 

Yes, approximate~ sterile drug 
orders( Jl(b ) (4) 

Yes, approximate~~sterile 
drug orders - b ) (4 
[ b) (4 ) J 

Yes, approximately~rile 
drug orders r .-~(b) 4 
(b) (4 ) I 

Yes, approximately 4,500 sterile 
drugorders-!{b ) {4)1 
l bl (4 ) I 

-
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3) 

4) 

5) 

In additio~ the firm al the following non-sterile cleaning agents for the ISO 5, ISO 7 and ISO 8 areas: 
• 	 {5)(4) ...:.;......;......;.o., ricidal agent] 
• 	 b)(4) [a non-sporicidal agent] 
• 	 b 4 

OBSERVATION 3 

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

Specifically, 

I . Improper donning ofsterile gloves in which the operator touched the critical surface ofthe glove with their bare 
114hand. This practice was obse~ repeatedly during production ofRX b (6) TPN on 4/11/16. In addition, 

operators were observed moving between the ISO 7 Buffer Room and e ISO 8 Ante Room without sanitizing or 
c:~}.~ their sterile gloves prior to placing them back inside ofthe ISO 5 zone during compounding ofRX b 
TP~ on 4-1 1-16 and during cleaning ofthe ISO 5 zones on 4- 12-16. 

2. 	 Sterile sleeve donned by operator was used to mov 5} 4 closer to hood, then sleeve was laced back inside 
ofISO 5 zone and observed resting inside ofthe ISO 5 workbench while compounding RX b 6 -Remicade 
600mg in 2SOmL 0.9% NS on 4/11/16. 

3. 	 All items moving from Ante Room to Buffer Room are not always disinfected prior to being introduced to ISO 5 

6 
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zone. Specifically, I observed the bags used to make TPN were not disinfected after comin into the B11ffer Room 
and then being opened inside ofthe ISO 5 zone during the production ofRX b 6 TPN 114 on 4/ 11/16. 

4. 

OBSERVATION 4 

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

Specifically, 

I. 

2. 

3. Your firm did not monitor the ressure differentiaJs from all areas the entire month ofAugust 2015 and 
produced approximately b)(4 sterile orders between August 1-31, 2015. 

OBSERVATION 5 


Test procedures relative to appropriate laboratory testing for sterility are not followed. 


Specifically, your firm failed to follow the iostructions_for usc ofth (b) (4) 
sterility ofTPN. The instructions state to incubate ..._(_,_b~ (4) ...:.-:-')'---:_--::o_ 
are set at b 4 and your inventory specialist stated you incubate at b 4 

114 TPNs from January 2015 to April2016. 
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OBSERVATION 6 

Investigations ofan unexplained discrepancy and a failure of a batch or any ofits components to meet any of its 
specifications did not extend to other drug products that may have been associated with the specific failure or discrepancy. 

Specifically, your finn does not thoroughly investigate patient complaints and deviations from your production ofsterile 
products. For example, 

I. 	 Incident report dated 313/16 states the pharmacist used NaCI[[bli4}_ J, Iot[ bli4}_ J, expiry date 12/2015 while 
producing NaCI 0.9% with electrolytes IOOOmL on 2118116 and subsequently dispensed on 2/18/ 16. No 
investigation was conducted to determine ifthe expired lot was used to produce additional sterile drug products. 

2 . 	 Your firm was notified of 12 patients with hospital admissions or line infections subsequent to receiving drug 
product purporting to be sterile from your facility between 3~9~15 and 3-23-16. The adverse events were 
documented in!Oif<4n, your firm's~(41 ::J, by nurses, and reviewed Director of Nursing and Clinical 
Phannacy Director. Your firm does not investigate to determine if the quality of the drug product is related to the 
adverse event. For example, 

Product Event D ate Event Blood Culture 

TPN 5119/ 15 Line Infection Bnteroc:occus 

Milrinone 9/6115 Line Infection Stcnotrophomonas maltophilia 

TPN 7nJ/1S Line Infection Stapb. Coagulase (·) 

TPN 1/20116 Line Infection Elltt:n)(X)(;QIS f8ccalis 

14NS+Sod. Acetate 3/25/16 Line lnfectioo Gram + Cocci 

9/ 17/15 Vancomycin 9/ 19/15 Line Infection Candida AlbiCIIU + Staphylococcus 

•Note: Your firm does not conduct any sterility or endotoxin testing on finished product other tbanOC~I(4 ) ] testing 
approximately-FJ TPNs produced between 1an_I,III!Y_201S and April2016. 

OBSERVATION 7 

Clothing ofpersonnel engaged in the manufacturing, processing, and packing of drug products is not appropriate for the 
duties they perform. 

Specifically, on 4111/ 16, I observed operators donning non-sterile [[bl{41 J [ bli4}_ J coveralls (item 
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, non-sterile b 4 single use procedure masks, and non-sterile blue hair nets with exposed skinb 4) 
aroundilie e}'es and forebeadinside ofthe ISO S zone during production ofthe following steri le drug products: 

RX 6Jl6JMilrinone 200mcglmL in DSW 600mL bag 
RX emicade 600mg in 250mL 0.90A. NS 
RX TPN 
RX Vancomycin lgram in 250rnL O.'JO/o NS 
RX Ceftriaxone Igram A V in ~OOmL 0.45% NS 

OBSERVATION 8 

Routine calibration ofautomatic and electronic equipment is not perfonned according to a written program designed to 
assure proper perfonnance. 

Furtbennore, your finn did not have a pressure gauge measuring the pressure differential from the b) (4 room to the general 
pharmacy area until September 2015. In addition, no pressure differentials were documented for the month ofAugust 2015 in 
which approx. b) (4 orders were compounded. 

• DATES OF INSPECI'ION: 
04/ 1 J/2016(Mon), 04/l2/2016(Tue), 04/13/2016(Wed), 04/ 14/2016(1bu), 04m/2016(Fri), 04tl812016(Mon), 04/ 19/2016(Tue), 
04120/2016(Wed), 0412812016(Thu) 
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