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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. If you have any
 
questions, please contact FDA at the phone number and address above.
 

The observations noted in this Form FDA-483 are not an exhaustive listing ofobjectionable conditions. Under the law, your 
firm is responsible for conducting infernal self-audits to identify and correct any and all, violations ofthe quality system
 
requirements.
 

" 

DURING AN INSPECTION OF YOUR FIRM WE OBSERVED: 

OBSERVATION 1 

Control procedures ,are not established which validate the performance of those manufacturing processes that may be
 
responsible for causing variability in the characteristics of in-process material and the drug product.
 

Specifically, 

a)	 The firm failed to adequately validate the manufacturing rocess for Acetaminophen Injection, IOmg/mL solution.
 
The fmn processed a total o~ (bn~) lofwhichl (b) (4) ""~werefound
 

\ 

unacceptable per specifications such as fill volumes, head space vacuum, and dissolved oxygen The fmn did not 
successfully produce three sequential batches for NDA submission nor did they process three acceptable batches for 
stability purpos~s. Only batchesl (b) (4) 'appeared to have met acceptance stability criteria. The third 
batchr(5)~(4riwas found to be contaminated with foreign matter in addition to PM during stability sampling; 
regardless, this was counted as an acceptable stability batch in the NDA submission. The production of all of these 
batches was detailed to the sponsor but was not detailed in the NDA submission to the FDA. 

ur--------'fhe fIltn's 100% visual inspectiorrprior1{jpacka-gimram:t-ailigherlevellOO% visual InspectIOn of an addltionaI~)t- ­

sample vial of the submitted stabiliry.b.a!chl. (b) (4) Jf~..I_~c~t'!tpinop!ten Injection, IOmg/mL solution, fail{:d to 
detect particulate and foreign matters that were subsequently detected in three IOOmL vials upon stability sampling. 
This particulate and foreign matter was identified as a skin fragment, one piece of nylon, and three PETs. 

c)	 Per record review, during processingE:]stopper push throughs were observed for Batch #f J~n2f.) This
 
observation was not observed during the processing of the other two stability batches I (b)'(21 \ The
 
fmn has documented a process change in its handling of rubber stoppers utilized on this product, in that they will
 
begin to rinse these stoppers prior to use. This change was submitted to the sponsor but was not submitted as an
 
NDA supplement to FDA. This closure rinsing procedure has yet to be validated. The fmn has yet to identify,
 
document, and eliminate potential sources for the PM and foreign matter.
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Drug Manufacturer 

Records are not kept for the maintenance and inspection of equipment. 

Specifically, the firm failed to document the placement of metal s})acers in the! (15) (4) ~ CIP assembly unit and 
the replacement of the diaphragm in the (5) (4) .line for thel] machine during the produCtion run of the stability 
batch prior to the production of, batch I (b) (4) ffor the Acetaminophen Injection, lOmg/mL solution; Per equipment 

'. manufacturer's recommendations, metal spacers were 'inserted into thel (15f(4) :--""CIP'assembly unit to increase the 
service life of the diaphragm. Subsequently... during the production of batch I "(bH4)---.Jthe operator. noted water pdhe

, I (0) (4) ine posUinal.filler nrior to t~el (b) (4) '~nachine. This batch was disposed ofand;the metal spacers were then 
. ,.!!,ll,loved from th~ (b) (4) I CIP assemblv upit. All'batches prior tq @ @')"lwere processed without spacers, 

I (5) r4JJwas processed with spacers, andl (b) (4) 'va~ processed without spacers. The firm failed to requalifythis 
equipment for these modifications. 

During the production of batch #1 (5) (4) la CIP water leak was noted which had seeped into the electrical control panel via 
the electrical conduit from theI (b) (4) 1CIP assembly unit. The firm has no documentation of the effect upon 

. . equipment operation of this water leak into the electrical control panel or.how-Iong this water seepage had occurred. 

OBSERVATION 3 

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 condition for their approval and release. 

Specifically, a review of the NDA protocol for Acetaminophen Injection, 10mg/mL solution revealed that the specification 
for particulate matter does not have any set quantities/ limits of particulate matter to be observed during processing to ensure 
that the Ilrocess is ol'erating within a state of control. The protocol lists the visual acceptance criteria for PM as ' (15) (4) I 
I (6) (4) ~. During processing of the registration batches submitted to FDA, batch Ii (~was 
found to have 228 particulate matter (PM), batch Ii (6) {4j Iwas found to have 47 PM, and batch f,(l:5n4) lwas found to 
have 63 PM. Per management, the finn utilIzes a 100% vIsual IllspectIon pnor to packagmg III order to remove any vIals 

. containing particulate matter. Our review of process and stability records.detennined thisinspectio.n does not appear to 
properly detect PM andlor foreign matter. The firm has not identifiedldetennined any source of particulate matter found in 
the Acetaminophen Injection, IOmg/mL solution batches. 

OBSERVATION 4 

Products that do not conform to specifications are not adequately controlled. 

SQecifically, the firm failed to take proper corrective actions regarding the distribution of Evacuated Containers containing 
, (b)'(4) 1rinse. Initially, the firm noted an increase in pH of the 15% Potassium Chloride product during the one 
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month accelerated stability study. An investigation by the firm determined that the Type II containers manufactured by a 
specific supplier were improperly treated on the internal surface, which allowed leaching of alkaline ions causing the pH to 
increase. The fum recalled its 15% Potassium Chloride products contained in this Type II containers based upon their 
investigation, The firm performed further testing of other products manufactured in the Type II supplier specific containers. 
A review, of the firm's stability testing data determined that the two liter Evacuated Containers (device) containing']Q) 1E 

II (I:» (4) lrinse were out-of- specification at 8 months (5) (4I Jand 9L(5E4)]months. The fum's fmal product 
sIJecifIcation for thel (6) (:.if:) !rinse is pHI (b) J4) jThese lots of the two liter Evacuated Containers containing 
I (D) (41 Jwere placed on hold but no recall was performed. Also, the firm's stability testing data demonstrates that the 
one liter Evacuated Containers containing! (b) (4) :=Jrinse were out-of- specification at 12 months [(hr~. The fum 
has performed no corrective actions on the lots of one liter Evacuated Containers. The fum manufactures the following sizes 
of Evacuated Containers containing! (Of(41 lrinse, which were processed using the same supplier specific Type II 
containers: 250 mL, 500 mL, one liter, and two liter. The fum determined the root cause was the supplier specific Type II, .. 
container that was being used caused the increase in pH and no proper corrective action has been performed regarding 
distribution of these evacuated containers by the firm. 
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