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10003.0630.6 

· TO: Gl e n n J. Pangraz zi, R . Ph. , triBA, Director of Pharmacy 

Central Admixture Pharmacy Services, 37497 Schoolcraft Rd 
Inc . 

lYFE 11STA.SUSIM:fr INSPECTEDCITY. r;J;..TE.. 2JP OOOE. COUNlRY 

Livonia, MI 48150-1007 Producer of Sterile Dru.g Products 

This documen1 liSts observations made by the FDA representative(s) during the inspection of your facility. They are inspectional 
observabons. and do not represent a fmal Agency detennination regarding your compliance. If you have an objection regarding an 
observation, or have implemented, or plan to implement, corrective action in response to a11 observation, you may discuss the objection or 

-~ 

action with the FDA reprcsentative(s) during the inspection or submit this information to FDA at the address above. Ifyou have any 
quesrjons, please. contact FDA at the phone number and address above. 

~-------------------------------------------------------------------------------
DURING AN INSPECTION OF YOUR FIRM WE OBSERVED: 

Facilities & Equipment 

OBSERVATION 1 

· 

·

Atr~bandli:J)g sysrert!s·for'fh<fprocessiflg·ofpdriitillin are not completely separ~.te from.t~.ose for other ·drug products'for · 
bu.'"llan use. 

Specifically, 

 The air handling system for the Antibiotic room where penicillin and cephalosporin products are compounded 
also supplies air to the firm's Ante Room, Gowning Room, and Product room. The exhaust from the Antibiotic 
room is into tbe surrounding non-classified area housing the operations suite. This same non-classified area also 
provides air .to tb.e Air Handling Unit sl)ppJying·air to the TPN room - human compounding room). 
Additionally review of pressure differential monitoring points on 2/19/2013 revealed the Antibiotic room was at a 
nigher pressure then the adjacent and connected TPN compounding room. · 

Products compou11ded in the Antibiotic room include: 
Ceftriaxone Tg/lOmL lot 13-797560-0 on 2118/2013 
Cefazolin 2gm/20mL lot 13-797670-0 on 2/18/2013 
Penicillin G potassium Tot 13-793827-0 on 2/05/2013 

Other huma11 products compounded on these same days include: 
Oxytocin 20 units lot 13-797570-0 on 2118/2013 
Oxytocin 30 units lot 13-793650-0 on 2/05/2013 
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OBSERVATION 2 

The operations relating to the processing of penicilli.n are not pe.rfonned facilities separate from used for other drug  
products for human use.  

in those 

Specifically, 

Procedures have not been established for the separation of tasks and segregation ofpersonnel handling penicillin 
and cephalosporin drug products from those for all other human drug products. For example:  

 

i-On 2/19/2013, compounding personnel were obsetved e11tering and exiting the Antibiotic room during  
compoui1ding operations. Specifically, we observed an employee entering the Antibiotic 'room to retrieve a cart .·  
of bagged diluents from.the Antibiotic room that were subsequently used in the compounding ofOxytocirr lot 1'3~  
.797566-0 \v1th1n Hood# 8'ofthe'TPN room. Ceftriaxone lg/1 OtuL.Iot·B-797560-0 was·compounded·in·th.is  
Antibiotic room on 2/18/2013.  

ii- Ort 2/19/2013, non-sterile gowning was obsetved i.n the gowning room for re-use by operators on this same  
day. There was no segregation of the re-usable gowning observed hung on a rack in this space, including the  
compounding operator stated to have been operating in the antibiotic room on this day. An example product  
compounded on 2/19/201 3 is Oxytocin loU3-797?66-0 ..  

iii-The 211 5/2013 transfer of- fr.6:i1~ ~uik containers into spray bottles was stated to have last occurre.d  
wjthin Hood # 16 within the Antibiotic room. These flued spray bottles are then placed at each TSO 5 work  
station within tbe ,IW compounding room. On 2/19/2013, we observed the spraying from one ofthe 2/15/2013  
refilled bottles of~nto components used dt1ring compounding of Cardioplegia lot # 13-79790802,  
Cardioplegia lot# 13-797625-0-2, and Oxytocii1 lot 13-797566-0, as examples.  
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OBSERVATION 3 

There is a Jack ofwritten procedures de.scribing in sufficient detail the methods, equipment and materials to be used for  
sanitation.  

Specifically, 

Written procedure SOP-CAPS-4000183, Cleaning Procedure, does not clearly establish all minimum exposure  
times as supported by validation/effectiveness data. Specifically, the "Total Cleandown" that is perfonned weekly  
does not specifY:  
-the agent to be us.ed in mopping of the clean room suite floors and the . .exposure per:iod for the same.  
-the exposure time for the dilute bleach rinsed trash barrels within-the cOmpounding su ite, before .replacement of  
the linen , , ..  

The last cleandown was perfom1ed on 2/15/2013. Subsequently compounded products include: 

-
-
-

Oxytocin 20 units, l.ot 13-797566-0 
Cardioplegia lot 13-797625'-0 
Cardioplegia lot # 13-7979080-2 

OBSERVATION 4 

Buildings used in tbe processing of a drug product are not maintained in a good state of repair. 

Specificany, 

The face of the HEP A grate covering the HEPA filter over ISO 5 workstation #l was observed with a small 
amount of a brownish residue, noted during compmmding operations on 2/J 9126i3. This residue was later stated 
to have been easily removed with a cloth wipe, but the identity of tl1e residue was not confirmed. Products 
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compounded in this work station on this day are all TPN products, incl.uding lot# 13-79762004 and lot# 13-
79793101. Other products compounded in the TPN room at this time included Oxytocin lot 13-797566-0.  

_____...;________ __________ _ _ ________ _ __--! ____ _ _ _ _Production

OBSERVATION 5 

· 
'

.• .

·

Procedures designed to prevent microbiological contamination ofdiug products purporting to be sterile are not e:;1ablisbed, 
 written, and followed. · · · · · · .· .. · 

.... 
Specifi.call:y, operations at this fc'l.Cii1ty·inclttdethe compcnmding of-steri1eprodi.1cts i'rompurchaseth'lerile·finished·dosag~ 
forms into sterile diluents or new sterlie container closures. Pertaining to these.operations, the foll.owing was noted: · 

1-

-

Procedures are not fully established. For example: 

i Gowning used in protection of personnel working at the ISO 5 workbenches \Vas observed to incompletely 
 cover all exposed skin sutfaces. Specifically, no.covering over the face and neck beyond a mottth(nose mask was  
observed-wom by c()mpounding personnel duri.J1g all compounding operations from 2/19--21/2013. Only sleeve  
covers and gJoves were provjded with certification supporting sterility. Products compounded during these same  
days include:  

Cardioplegia Jot 13-7785·54-0 on 2/21/2013 

Cardioplegia lot 13-797960-0 on 2/20/2013 

Cardioplegia lot 13-797625-0 on 2/ 19/2013 

Oxytocin 20 Units lot 13-797566-0 on 2/ 19/2013 

ii- According to written procedure and as shown in supporting records, Environmental monitoring ofthe ISO 5  
workspaces and personnel monitoring of compounding_ employees working in the same occurs onl~  
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Daily Non Viable Particulate (NVP) monitoring in the I~unding work spaces 
does not occur·during compounding operations. Specifically, this site houses- ISO 5 work spaces used 
for sterile compounding operations . l\TVP monitoring was not provided for these same ISO 5 work spaces during 
daily, compounding operations. Examples of compounded products compounded within these same ISO 5 work 
spaces include: 

Cardioplegia "High K" lot 13-797960-0 on 2120/2013 

Cardioplegia lot J3-797625-0-2 on 2/l9/2013 

Oxytocin 20 Units lot 13-797566-0-1 on 2/19/2013 

ii i~i~pensin.g occurs according to written procedure SOP-CAPS-40001 
Filtration and Filling, and includes directi.on for tbe filling o~into non-sterile, re-usable spray 
bottles - isinfected spray bottles). TI1is refi lling activity o~rrom the source containers occurs 
in an ISO 5 bood, and was last performed on 2/1 5/2013 in Hood # 16. These refilled spray ~ott:les are then 
stationed at each JSO 5 work station (and elsewhere) and were observed in use in spraying septa of vials prior to 
compounding (needle pu11cture), gloved hand sanitization, and ISO 5 bench surface wipe dov.'ll during all 
observed operations. Compounded drug products observed impacted under this observation include: 

-

-

Oxytocin 20 units, lot 13 ~797566-0 

Cardioplegia lot 13-797625-0 

2- Procedures are not followed: Specifically, written procedure SOii-CAPS-4000175, Aseptic Technique and/or 
SOP~CAPS-4000158, Clean Room Compounding Area - Product lntro/Removal, were not followed on the 
following occasions: 

i-On 2/ 19/2013, a compounding employee was observed stretching sterilized tubing from the TSO 5 workbench 
space into the ISO 7 SUlTOUnding space. This tubing is used as a conduit for components utiUzed in compounding 
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Cardioplegia lot# 13-79790802. 

~i-On 2/19/2013, a writ ing utensi! (pen~ , was ~bsen:ed _used outside o.f the ISO 5 hood at work station ! brought 

. 

 

mto the ISO 5 space by pharmactSt dunng rev1ew/s1gnmg of MagnesiUm Sulfate lot 13-02-19-MG$04 01 . 

iii- Labeling was observed. brought fi:omo utside the ISO 5 hood to inside the ISO 5 hood and set atop an opened, 
sterile JV·bag during preparation for compounding Cardioplegia lot 13-797960-0 on 2/20/2013. 

iv-The upper torso and head of an employee was observed entering into the ISO 5 hood of workstation #lluring 
staging of Diluent bags for compounding Oxytocin lot # 13-797566-0. . · 

v-? ver ten !'arg~ ~teri:Je syringes·.in packagin_g \~ere.observed brou.ght into the .ISO 5 work s~ace of station • 
wtthout any san1t1zatJOn of the outer packagmg dunn.g compoun.ding preparatiOn ofMagriesnnn Sulfate Syn nges,
lot l3-02-20-MAGS04.,01 on 2/20/ 13. . . . ........... 

vi- Sterile tubing used in connection with the Cardioplegia pi.unp at the ISO 5 Workstation #L as observed 
. carried into the ISO 5 work space without any sanitization during compounding of Cardiople'[ia lot # 13-797960-

0. 

vii-As observed during compounding operations during the morning 2/19/2013, "Slow deliberate'' motions were 
not alwa~s noted . S~ec!fically,.co~pounding ~ersonnel wer~ obse~ed rnov i~g briskly thro~7 
surroundmg space w1thm the 'TPN compoundmg room, passmg bestde ISO ::> workbenches..... Products
compounded at this time included: 

Cardioplegia lot # 13-797625-0 

Oxytocin lot 13-797566-0 

Laboratory 
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OBSERVATION 6 

Acceptance criteria for the sampling and testing conducted by the quality control unit is not adequate to assure that batches of 
drug products meet each appropriate specification as a cond it ion for their approval and release. 

Specifically, 

There is no routine, batch specific quality control analysis for anticipatory compounded products including  
Oxytocin and Nor-epinephrine required according to any \.vritten procedure as part of a batch release. For  
example, no batch specific sterility testing was perfom1ed (or initiated), and no QC chemical analysis-was  

· .performed priorto the. release ofOxytocin lot 13-797570-0 and Cardioplegia lot# 13-791625-0. 

Materials 

OBSERVATION 7 

Reports of analysis from component suppliers are accepted in lieu oftesting each component for con form ity wjtb all 
appropriate written specifications, without establishing the reliability of the supplier's analyses tlu·ough appropriate validation 
of the supplier's test results at appropriate intervals. 

 

Specifically, 

utilized in compounding operations for injectable compounded products, and is 
received with a Certificate of Analysis from your firm's supplier. The reliability of this supplier's analyses was 
not demonstrated firm tb alidation of the supplier's test results at appropriate intervals.

received and released for ttse in your firm on 
used in compounding Cardiop legia High K lot# 13-
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