
EMPLOYEE(S) SIGNATURE DATE ISSUED 

SEE REVERSE Jeffrey D Meng , I nves tigato r 
.,.,.,. 

6/29/201 6 
OF THIS PAGE Bei y He, I nves tigato r X Jeffrey o Meng 

Jeffrey DHeng 

~-"" Sq'ltdbf: JclfJrf:yO. Hel'lg -5 

FORM FDA 483 (09108) PREVIOUS EDmON OBSOlEJE INSPECTIONAL OBSERVATIONS PAGE I OF 6 PAGES 

DEPARTM ENT OF HEALTH AND HUMAi'l SERVICES 
FOOD AND DRUG ADMINISTRATION 

DISTRICT ADDRESS AND PHONE NUMBER 

300 River Pl a c e, Suite 5900 
Detro it, MI 48207 
(313 ) 393- 81 00 Fax : (31 3)393- 81 39 

OATE(S) OF INSPECTION 

6/6/201 6 - 6/29/201 6* 
FEI NUMBER 

3003531 601 
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Univers ity Of Mic higa n 

STREET ADDRESS 

1 500 E Med i c a l Center Dr 
CITY. STATE. ZIP CODE. COUNTRY 

Ann Arbor, MI 481 09 - 5000 
TYPE ESTABLISHMENT INSPECTED 

Produc er o f Steri l e Drug Produc t s 

TI1is docwuent lists observations made by the FDA representative{ s) during the inspection of your facility. TI1ey 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, con·ective action in response to an observation, you may discuss the objection or 
action with the FDA representative{s) dwmg the inspection or submit this infollllation to FDA at the address above. If you have any 
questions, please contact FDA at the phone muuber and address above. 

DURING A N INSPECTION OF YOUR FIRM WE OBSERVED: 

OBSERVATION 1 
Investigations of a failure of a batch or any of its components to meet any of its specifications did not 
extend to other batches of the same dmg product and other dmg products that may have been associated 
with the specific failure or discrepancy. 

Specifically, 

Review of multiple positive sterility test results and associated documentation noted that the investigations were inadequate 
regarding root cause identification, potential additional product or process impact evaluation, and conective action. 

1. Bupivacaine 0.125% epidural cassettes Print f{tiiii] wit. nits produced on 5/7/16 with expi.ty 6/6/ 16 and recovery 
of gram positive rods. 

11. Phenylephrine lmg/lOmL syringes Prmt with . units produced on 3/30/ 16 with expi.ty 4/29/ 16 and recovery 
of coagulase negative Staphylococcus species. 

f{tiiii] 
.. . f{tiiii] 111. Calcium Gluconate 1g/50mL IV Bags Print withllunits produced on 3/2/16 with expi.ty 4/ l/16 and recovety 

of gram negative rods and coagulase negativ(.fococcus species. 
IV. Calcium Gluconate 1g/50mL IV Bags Print • • with. units produced on 9/9/15 with expity 10/8/15 and 

recovety of Bacillus species. 
v. Calcium Gluconate 2g/50mL IV Bags Print with units produced on 8/17/ 15 with expity 9/ 16/15 and 

recovety of Paecilomyces species. 
f{tiiii] I 

VI. Bupivacame 0.25% epidural cassettes Print wit . nits produced on 8/ 10/15 with expi.ty 9/9/ 15 and recovety 
ofKocuria species. 

f{tiiii] 

V11. Hydromorphone 15mg/30mL PCA Print wit. units produced on 6/23/ 15 with expi.ty 7/23/ 15 and recovery 
of Bacillus subtilis. 

f{tiiii] 

OBSERVATION 2 
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Procedm es designed to prevent microbiological contamination of dmg products pmp01ting to be sterile 
are not written and followed. 

Specifically, 

A. The aseptic practices and techniques observed at facility dming aseptic proces~ of sterile drug products are 
inadequate. On 6/6/16 in Ch~anroo•ms and on 617/16 in Cleanroom · the following were observed: 
1. Items such as wrapped syringes, a and IV bags were transfen·e ·om the ISO 7 space to tlle ISO 5 

work area without sanitization. 
11. Non-sterile gauze wipes were placed directly in the ISO 5 hoods. 
111. Operators were observed to contact items within the ISO 5 hoods without sanitizing their gloved hands after 

contacting items and smfaces in the ISO 7 area. 
IV . Operators were observed to rest their gloved hands and non-sterile gown sleeves on the ISO 5 work smface. 
v. Bottles of sterileiiiTII'I are hung on the trash can lip in the ISO 7 space. These spray bottles are used for surface 

and glove sanitiz~e ISO 5 work area. 
Example products processed dming observation on 6/7/16 include Calcium Chloride 10% Print IGDIII] and 
vancomycin 1,500 mg in sodium chloride 0.9% in 290mL Order Med ID 

B. yow- Calcium Chloride injectable product from non-sterile bliirdients 
ex<tm~>Ie, on 617/ 16, (b)( 4) of Calcium Chloride 10% Print • • with 

C. Smoke studies perfonned are not performed under 
dynamic conditions to n r r>no<>••hT 

OBSERVATION 3 
Aseptic processing areas are deficient regarding systems for maintaining any equipment used to control 
the aseptic conditions. 

Specifically, 

A. Smfaces in the ISO 5 hoods included cracks and seams tllat are not easily cleanable. For example, Hoodl in II was 
observed with a small open seam where the work surface and right wall connect. The~evices are not easily cleanable. 
Processing of Calcium Chloride 10% injectable Print IGDIII] was observed in Hoo~ n 617/ 16. 
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B. Dw·ing aseptic processing in the ISO 7 Cleanroom. on~, the following was observed. 
i. At least one ceiling tile was not secure to its frame an~rmately half an inch when the door opened and 

closed. 
11. The smooth sprinkler covers were not flush with the ceiling tiles with rough edges of the cut ceiling tile visible. 

These gaps to the unclassified space above the cleanroom were not sealed. 
111. Surface damage, including small gouges and peeling, was observed on multiple ceili

cleanable surface. 
IV. op,era1t01:s were not constmcted of easily cleanable materials and surfaces. 

ng tiles creating a not easily 

v. contacted by the operators were not easily cleanable surfaces. 
VI. a floor seam was bent and damaged resulting in a large crevice and is not an 

easily cleanable surface. 
v11. Multiple unnecessaty items were located within the room such as a utility ladder and plastic bins stacked on the 

floor. 
viii. Rough and mst-colored areas were noted on the side of the cleanroom refrigerator. 
Example products processed in. on 6/7/ 16 include Calcium Chloride 10% injectable Print and vancomycin 
1,500 mg in sodium chloride 0.9% 290mL Order Med 

QIQl 

C. The room HEP A filters in the ISO 7 and 8 classified areas of cleanrooms (b)( 4) are not leak tested 
during periodic certification activities . 

OBSERVATION 4 
Aseptic processing areas are deficient regarding the system for cleaning and disinfecting the equipment
to produce aseptic conditions. 

 

Specifically, 

Non-sterile wipes are routinely used in clealll'ooms~ on the ISO 5 work surfaces . For example, non
sterile wipes sprayed with sterileUIQJ are use~s: 
1. To · sanitize the ISO 5 work surface during sterile dmg processing activities. 
11. residues from the ISO 5 work surfaces after use ofBIIJwipes which are applied (b)( 4) 
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For example, on 
cleanroomllll 
sprayed withsterile 

OBSERVATION 5 
Clothing of persollllel engaged in the processing of dmg products is not appropriate for the duties they 
perf01m. 

Specifically, 

Gowning components such as the face mask, shoe covers, and hair net donned by aseptic processing 
personnel for use in are non-sterile. The cwTent gowning method of operators 
perfonning aseptic operations coverage with exposure of facial and neck skin. The gown used by 
operators extends down to knee height only and is open in the back exposing the hospital scmbs which are wom in 
unclassified areas to the cleanroom envirorunent. 

For example, aseptic . essing of Calcium Chloride 10% Print 1GDID] and Cefazolin 10 gm syringes Print 1GDID] was 
observed on 6/7/16 in · 

OBSERVATION 6 
Aseptic processing areas are deficient regarding the system for monitoring environmental conditions. 

Specifically, 

A. The envirorunental and personnel monitoring program for your facility cleamooms (b)( 4) IS 

inadequate in that: 
1. 

-
Viable envirorunental shift in the critical areas. Active viable air 
samples are taken in the approximately everyQIIIJ. 

11. Viable surface monitoring IS not shift in critical areas such as the ISO 5 work 
surfaces. Surface samples are collected approximately everyQIIIJ in the (b)( 4) 

111. Non-viable particulate (NVP) monitoring is not performed Qjach .sterile 
areas. NVP monitoring is perfonned approximately eveiy • ·~ of 
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-iv . Personnel glove fingertip m<>mltormg 
CwTently, fmgettip monit<>rin 

Sterile dmg processing 

B. Adequate investigations including root cause assessment, product aud process impact, and associated conective and 
preventative actions were not conducted for the following environmental monitoring results: 
1. On 12/10/ 15 · , au air sample . resulted in 1 cfu, a surface sample of 

(b)( 4) 1 cfu, and a resulted in 9 cfu. .. 
11. • ll,_..m~Dm!l!!m!liftI I I (b )(4 ) sample taken and a surface sample 

(b)( 4) resulted in 
111. On 1 II (b)(4) \U)\ q) of. air satnoies 
tv . On 7/7/ 15 in C1e:aru:ooJtn (b)(4) an atr sample m the in thelll 
... resulted in cfu, aud a surface esulteW 

v. On 6/8/ 15 in Cleanroom•mJ"• .. I~'~Q"• 1111,. air samples resulted in >20 cfu while II samples resulted in 11 cfu in the 
(b)( 4) 

C. The pressure differential monitoring systems for your cleanrooms~ are not designed to notify 
your staff of any transient pressure reversals that may occur betv.re~lassification. An alarm 

IIDig_ 
cune3Jfnly occurs if the set limit is exceeded for (b)( 4) . For example, a pressure differential limit of 

is set between the ISO 7 to ISO 8 areas. 

OBSERVATION 7 
Each batch of dmg product pmp01ting to be sterile is not laborat01y tested to determine confonnance to 
such requirements. 

Specifically, 

The sterility testing performed in-house is not scientifically sound in that: 
D. No method suitability studies using the required organisms in the presence of product have been performed for any of the 

tested fonnulations. 
E. justification for the sample size (tninirnum to be used for each medium) for testing via the 

method. For example, for Phenylephrine mil consisting oflll units of 10 mL syringes, 
nt'l"\nl l l't from each of~ units was tested product from ea~f~ units was tested in-
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(b)(4) 

OBSERVATION 8 
Dmg product containers were not sterilized and processed to remove pyrogenic prope1iies to assure that 
they are suitable for their intended use. 

Specifically, 

The in-processMiiJIIJM used to fmmulate Calcium Chloride 10% for 
depyrogenated pnor to use. C1mently · are washed using 
example, Calcium Chloride 10% Print processed on 6/7/16. 
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