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|  This document lists observations made by the FDA representatives) during the inspection of your facility. They are inspectional 
I observations, and do not represent a final Agency determination regarding your compliance. If you have an objection regarding an 
I observation, or have implemented, or plan to implement, corrective action in response to an observation, you may discuss the objection or I 
I action with the FDA representative(s) during the inspection or submit this information to FDA at the address above If you have anv i 
I questions, please contact FDA at the phone number and address above. ’  j

DURING AN INSPECTION OF YOUR FIRM WE OBSERVED:

Q U ALITY SYSTEM

OBSERVATION 1

There is a failure to thoroughly review  any unexplained discrepancy whether or not the batch has been;already distributed. •

Specifically, investigations into glass particles found in or on vials o f  drug products purported to  be sterile do not always . 
include a thorough im pact assessm ent and root cause analysis. For exam ple, for closed events PR 4940 (opened 11/05/121

_____________________f W i i ^ b.- r im r r T r '; i? ; l

were

9/04/12 after receiving several com plaints that revealed glass particles in o r on vials or vial damage, which was attributed to

PRODUCTION SYSTEM

OBSERVATION 2

Procedures designed to  prevent microbiological contamination o f  drug products purporting to be sterile are not established.

Specifically,
i. a. The 2012 A septic P rocess Sim ulation M aster Plan states " I

___________       There is no docum ented scientific rationale to support why these
requirem ents arc su tticien t to represent routine com m ercial filling operations. According to  Sterility Assurance, a  Production 
Machine Operator can rem ain in the filling area for up to H H U io u rs  and m ay perform m ultiple interventions before a break 
and then return to the filling area at a later time during the same shift, however, there is no docum entation o f  how long
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personnel participated in a m edia o r production fill.

b. The 2012 Aseptic Process Sim ulation M aster Plan s ta te s ," [
However, there is no w ritten specification tor the num ber o f  v ials' hotties or length o f  tim e required to 

challenge the slowest and fastest line speeds. Media Fill batch #590384 challenged the slow est filling speed for 
a p p ro x im a te ly jH H v ia ls  and the fastest filling speed for approximatelvllittM M dals on L in e^Jo u t o f ^ ^ M v i a l s .  Media 
Fill batch #603801 challenged filling at the fastest line speed ofjjj®>pm on L in e 0 fo r  a p p r o x im a te ly ^ ^ B o t t le s  out of 

^ [ T h e r e  is no docum ented scientific rationale that these run sizes m im ic com m ercial batch sizes.

n
during MedhTFill batch #308825. T ^ fo llo w in g p ro d i^ t io n  batches w ere filled at a speed greater than 
batch f l m i l k d o n  6/20/12 at Î H vpna,. H ^ K l l e d  on 7/6/12 a t| | | i|vpm , and Cytovenelxitch
#488392F filled on 9/6/12 a tf lH v p m .

c. The 2012 Process Sim ulation M aster P lan does not specify how many times to perform  each roiitine intervention, only that 
each intervention must be perform ed during each m edia fill batch. M oreover, no data was provided to support that the, 
frequency o f  interventions perform ed during m edia fill batches accurately sim ulates production activities, • ... ..

require routine monitoring for m icrobial contam ination during filling operations. As an example, 
m anufactured on 9/19/12 and filled on l i n e l H I

Y our firm routinely m anufactures drug products purported to be sterile, for example, Throm bin lot 594671 released on 
12/15/12 and shipped on 12/20/12, Coly M ycin S lot 592958 filled on or about 12/18/12, andlbj l ^ H o l l l ^ H r e l e a s e d  on 
11/28/12 and shipped on 12/04/12.
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The observations of objectionable conditions and practices listed 
on the front of this form are reported:

1. Pursuant to Section 704(b) of the Federal Food, Drug and 
Cosmetic Act, or

2. To assist firms inspected in complying with the Acts and 
regulations enforced by the Food and Drug Administration______

Section 704(b) of the Federal Food, Drug, and Cosmetic Act (21 
USC 374(b)) provides:

"Upon completion of any such inspection of a factory, 
warehouse, consulting laboratory, or other establishment, and 
prior to leaving the premises, the officer or employee making the 
inspection shall give to the owner, operator, or agent in charge a 
report in writing setting forth any conditions or practices 
observed by him which, in his judgement, indicate that any food, 
drug, device, or cosmetic in such establishment (1) consists in 
whole or in part of any filthy, putrid, or decomposed substance, 
or (2) has been prepared, packed, or held under insanitary 
conditions whereby it may have become contaminated with filth, 
or whereby it may have been rendered injurious to health. A 
copy of such report shaii be sent promptly to the Secretary."




