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This document lists observations made by the FDA representative(s) during the inspection of your facility. They are inspectional
obscrvations, 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 responce to 2n cheervation you may disenss the objection ar
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.

DURING AN INSPECTION OF YOUR FIRM WE OBSERVED:

QUALITY SYSTEM

OBSERVATION 1

The quality control unit lacks responsibility to approve and reject all procedures or specifications impacting on the identity,

strength, quality, and purity of drug products.

Specifically,

A. The ANDA submits for the “Validation of Aseptic Operations (Sterile Media Fills) are performed “To minimize the
bioburden levels during the manufacturing process, strict aseptic manufacturing procedures are followed.” “Aseptic
media fill runs are performed in order to confirm the establiched asentic manufacturing orocedures used by the,

company.” “Process simulation runs (media fill runs) are performed
aseptic manufacturing operations for the filling process” to support 0

at a minimumn) to requalify the total
erility Assurance Validation” for the

€

“Validation of Aseptic Fill and Terminal Sterilization Processes for Small Volume Parenteral Products”. However,

the company has not performed media

B. The company has not submitted, for example, a Post Approval Change or a Change

fills since the original 1998 ANDA submission.

or the ANDA

iial addiesses-tire cessation of aseptic media fills and/or provides the seientific rationalc with respect to-thc cessation
and impact on the “Sterility Assurance Validation” for the finished product.

C. The company has not submitted, for example, a Post ﬁirovai Change or a

regarding the use of a_for the
population.

D. MIR 09-003. 01/20/09 concerns an

steam sterilization process. with. less tnan a ,'pﬂre.,-

results for erial endotoxin trom three vials of Finished |
utions The MIR was reviewed

Product lot Mim positive gei-clot in
and signed by aatity Unit on 3/6/09 subniits iheimpact onthe product-and-correciive action as follows. “Flrie

is no impact to the products” and concemning the product test results, “Based on the above results, there is no
corrective action taken.” In addition, “Note: QA reviewed the batch record to determine if the manufacturing

—— T —
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process could have contributed to the hish endotoxin, No area was identified” 2/06/69. However, the source and
cause of th_:acterial endotoxin contamination remains to be unknown,

E. MIR 09-015. 06/10/09 concerns the pooled sample from customer complaint vials of finished product lot

evealed an endotoxin concentration o U/mg. The MIR was reviewed and signed by the
Quality Unit on 7/6/09 submits the corrective action ws. “Since the root cause is unknown, no corrective

action can be implemented”. However, the source and cause of the —bar_‘-terial

endotoxin contamination remains to be unknown.

OBSERVATION 2

Testing and release of drug product for distribution do not include appropriate laboratory determination of satisfactory
" confonmance to the final specifications priorto release.

- Specifically, there is no assurance that _g./ml .'nl is free of bacterial endotoxin. For
example,

A. Lot -'aile ial endotoxin test on 7/15/2009 on retain samples. This ot met pre-shipment and post-
shipment release and units were released for distribution on 2/18/2009.

B. Lot ailed bacterial endotoxin test on 7/15/2009. This lot met pre-shipment and post-shipment release
and units were released for distribution on 2/26/2009.

' OBSERVATION 3

In-process materials are not tested for quality and purity and approved or rejected by the quality control unit during the
production process.

Specifically,

A. Following the Process, the non-sterile bulk solution is sampled to determine the level of
bioburden. However, the Quality Unit has not taken into consideration obtaining sanipics of the non-steiile butk solulion

to determine the presence, and levels of] bacterial endotoxin prior to the aseptic filling process.

B. The “end-of-run” samples (i.e., are sampled to determine the level of
bioburden. However. the Qualitv Unit has not taken into consideration ohtaining camnlec
filled vials to determine the presence, and levels of, bacterial endotoxin prior to the

the “end_ofrun’ agenticalle
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OBSERVATION 4

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

Specifically, finished product sampling of myml i< rof representative of the
batch uced For example, the firm’s sampling plan for and Particulate Matter require nits to be pulled. Out of
those nits pulled, ﬁmts cterial endotoxin testing per SOP # 1022 titled “Bacterial
Endotoxins Test.” TheTOlowin, ml batches were produced:

. Tot

2. Lot

3. Lot

4, Lot
OBSERVATION 5

There is a failure to thoroughly review any unexplained discrepancy whether or not the batch has been already distributed.
Specifically, Operational Deviation Report was not performed in accordance with SOP QPC-1010 which states that “If you

can find NO assignable cause, state what is not the root cause (i.e. what has been eliminated as possibilities).” The
ID 81190, dated 10/25/2008, had no assignable root cause for the chipped vial of

W lot and had not elimirated other possibilities. This Operational
Investigational Report was closed 10/29/ @:ﬂae-fbllewi.ng_-&em—(w to

08/22/08:
g 03[2 [°‘1

OBSERVATION 6

Investigations of an unexplained discrepancy did not extend to other batches of the same drug product and other drug
products that may have been associated with the specific failure or discrepancy.

Specifically, the firm initiated investigation reports # 83109, § 4, 84224, and 88497 in November 2008 and
January 2009 in response to “water found inside the vials durin filling process”. Tlies vials with w

were discovered as they were exiting the depyrogenation tunnel and prior to the filling machine o n Building
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There was no eonsideration fo inchude 30ml. or 10mT. Pronofal products that are manufactured on the same filling line
which also may have been affected.

OBSERVATION 7
The responsibilities and procedures applicable to the quality control unit are not in writing_

Specifically, there is no established written procedure to describe the review and approval of work orders performed for

- routine aid on demand maintenance and egatr iction equipment. For examp ine and on demand work orders
for preventive maintenance and repair o achine on 01/12/09 for batch s not reviewed by the QA
unit.

OBSERVATION 8

Drug product production and control records, are not reviewed by the quality control unit to determine compliance with all
established, approved written procedures before a batch is released or distributed.

Specifically, during the manufacturing ommg product, the production department clean room fill operators utilize
SOP PF-1009, Att. 1 “Production Depariment intormation Log and Production Notes Down Time/Mechanical Issue” to
document pump draw back settings, filtration rates, line speeds, and other information that the Production Department may
utilize for building a product run history. This record is reviewed by QA.during in-process record review. However, this
documentation { itted or included in the production batch record. The “Production Notes Down Time/Mechanical
Issues” for lot ated 1/12/09 documents for example; “Bad Crimps” at varied infervais Guriig ¢ capping
operations. However, the production batch records do not describe the same level of details as noted in the “Production
Nateg”, which anly note “canner delay”,

FACILITITES AND EQUIPMENT SYSTEM

OBSERVATION 9

- Equipment used in the manufacture, processing, packing or holding of drug products is not of appropriate design to facilitate
operations for its intended use.

 Specificaliy,
A -Ths Juns 2008 revalidations of th o, :asher document number RV08-035 establishcs “The objective of this
el : jec
revalidation was to demonstrate the ab topper Washer iS8o reduce endotoxin and detergent residue and to
pp g
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monites Broburdon and r;-‘r:w.szats mztter (PMY-lovels on the stoppers per S0P QOV.-1118Bevizon 4. ation for

Cyclejistiind Cycl onsists of “detergent with no siliconization” and “non-detergent with no siliconization”, respectively.
The cycles did not MChide an evaluation with silicon to demonstrate a bacterial endotoxin reduction to achieve “a minimun

log reduction meeting the acceptance criterion”. In addition,

1. The November 20 alidation for topper Washeleferenced in document number RV08-056,

establish that Cycl nd onsisted ot a de t cycl siliconization” and “non-detergent with no
siliconization”, respectively™ Tiowever, for Cycl the ‘m
#” The cycles did i@incu € an evaluatton with silicon to demonsirate a dacieria

endotoxin reduction to achieve “a minimn g reduction meeting the acceptance criterion”,

s ook

Clﬂilyurtmu_
h is not a validated cycle,

R 3 RS A oot
i icpcu aliuy ativ

r5.0f Validation, Microbiolgese
topper revalidations, Cyclg

2. Despite the review and finial approval by the Dir

Quality Systems of the aforementioned 200

oncurrent Validation of ml, {(Preserved with
rocess, sign off date May 25, 2000 submits

nazaatad fhat thoa calfian do Faath ah s an T g o

inished products. The

ogical indicators
mg) and in 2008
rilization cycle i

C. Th is used to terminally sterilize th
m sterilization validation will include the
pores”. However, in Auoust 2004 ns),, 2005,
| vials consists of a pore pop . (Please m
ce the levels of bact ndotoxin). In addition,

- runs) th
_designe

1. During themutoclave will generate an alarm message that signals any aberrant events that may oceur

during rou terilization process, Examples of some alarms include “chamber pressure fack”, external
steam lack, phase time excess, sterilization temperature lack, circu!atioemlarm, and sterilization time

spended: (Please note that these are examples of alarms and they are'TOrINY to-be an all inclusive list of

larms). As described by the Production Supervisor for Steritization & Lyophilization the alarms are
assesged for example, hefore a deviation report is generated, reguest for maintenance, or decisions are made
that no corrective measures are needed in response to the alarm events. However, there is no established written
procedure to describe the manner with which the assessment and triage of the steam sterilization processing

alarms are performed.

2. Th validation of the empty chamber temperature uniformity use o monitor the
te e autoclave interior. The establish evalidation o utoclave —
Terminat Stentization #QOV-1041 describe how the to i equipiicils
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interior. However, the procedure docs not address the manner with which tu\,_cmperatu;‘e probe
is secured to assure that the temperature monitoring probe does not contact any melalle suriaces,

micron filters used for nitrogen flush was not replaced with approved nitrogen filtration unit in accordance
GP-1007 titled “Utility Filters for Producnon Equmment dated 3/10/09 The|
ity testing on 6/20/2008 at

failed bubble point at less
replaced wit unapprovemmter n 6/16/2008 which also failed final inteprity festing on |
8/27/2008. This nitroge upplies nirogen to during the processing of #
ﬁFrom 06/16/08 to 08/22/08, the firm produced the tollowing numbers of propofoi,/m ots F

OBSERVATION 10

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

Specifically, the firm’s investigations into (High Efficiency Particulate Air) HEPA filter failure in aseptic filling rooms were
incomplete. For example:

A. During periodic certification in December 2008, the following HEPA Filters failed leak testing:

“The HEPA titer m mpoundmg is “located in a critical area where {iie actual compounding process is being
performed.” The HEPA were subsequently replaced. Qut-of-Tolerance HEPA Repons were generated. However, the
firm failed to porform a root cause ovaluationto detormine an assignable root-cause for the leak failures.

B..During periodic. certification in May 2009, HEPA Filte iled Teak testing with a.f‘aﬂum.r&w]t.of_
(spec=“This filter is located in Buildin Room omponent Prep in a non-critical area, This filter was
recently repiaced during the previous periodic ce tion in mber 2008. An CQut-of-Tolerance HEPA Report was

These HEPA filters in Building -me 1lﬁng room were “located in a critical area where the filling and stoppering
process Df—L iroduc 100 1 rmed” and “within the barrier shield over or near the stoppering equipment .

THPLOVEEE) SIGNATURE DATE ISSUED
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generated. However, the firm failed to perform a root cause evaluation to determine why the filter faiied leak testing afie
months.

ORSERVATION 11

Equipment and utensils are not cleaned and sanitized at appropriate intervals to prevent contamination that would alter the
safety, identity, strength, quality or purity of the drug product.

Specificaily,
- A There are & numiver of cxisting conditions and practices concerning the evaluation and determination for the presence of
bacterial endotoxin in the manufacturing facility and manufacturing operations. For example,

C. Washed and depyrogenated vial stoppers are off loaded from tthh equipment with the use of a
stainless steel so-called “carrier cart” prior to the vial stopper g naced inside poly bags for steam

sterilization. The “carrier cart” is cleaned with 70% IPA. However, the 70% IPA is not intended to reduce the
presence of bacterial endotoxin. There is no record to document that the “carrier cart” is periodically cleaned
and sanitized.

I, Thie washed and depyrogenated vial stoppers are not routinely sampied to determine the level of bacterial
endotoxin presence prior to steam sterilization. The silicone oil used for the vial stoppers is not sampled to
determine the level of bacterial endotoxin. (Please note that the steam sterilization is not designed or intended
to reduce the levels of bacterial endotoxin.)

E. An approximat!iter stainless steel “stock pot” is used to manually transfer approximately H:(ers of bulk
solution from the bottom of the iter stainless steel mixing jacketed vessel to the top of the following

thm& There is no record to document that the stainless steel “stock pot” is
periodically cleaned and sanitized prior to use.

B. There are a number of microbiology investigative reports (MIR) that report bacterial endotoxin recovery in various Water
‘For Injection-and Reverse Osmosis water ports: For example;

MIR 08-042, 5/28/08, WFT pa
MIR 08-061, 7/10/08, WFI po
MIR 08-075, 10/14/08, WFI po
MIR 08-083, 12/4/08, WFI po
MIR 08-044, 5/19/08, RO port
MIR 08-081, 12/1/08, RO port
MIR 09-001, 01/20/09, RO po
MIR 09-010, 5726/09; RO port

EMPLOYEE(S} SGNATURE 7 7 4 DATE ISSUED
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fo inutes” and to wash via th r_respectively. However, there is no data to validate-that a “flush for 20

T!:ﬁective actions taken to address the removal of bacterial endotoxin from the WFI and RO sample ports are to “flush
mi > or washing the sampling p asher can remove or reduce the presence of bacterial endotoxin.

C. The firm has not performed fogging validation study to support SOP # BMS-1001 titled “Sterile Area

Procedure” : -

‘D. The firm’s cleaning validation study, VAL285-1, Compounding Vessels and Associated Equipment in the m .
Compounding Area using the IP (Clean-in-Place) system, approved 10/20/00 was inadequate in that
failed to show that the process demonstrates that afier cleaning, the equipment microbial i d endotoxin levels
meet predetermined acceptable limits. The firm utilized tailings of previously produceMtches to “soil” the
equipment. There was no known initial bioburden or bacterial endotoxin levels present i s or solutions used
in the soiting of the equipment. There was no other activity to show that the cleariny detergent, CP-3155, uitlized by the
CIP system is effective in the reduction of microbial bioburden and bacterial endotoxin to predetermined acceptable
limits.

OBSERVATION 12
‘Records are not kept for the cleaning and sanitizing of equipment.

Specifically, the Annual Evaluation of Antimicrobial Efficacy of routine Sanitizers against Cleanroom and Bioburden
isolates, Microbiology Report MR 09-032, approval date of 02/24/09 establishes the following. “There are several cleaning
solutions which have been qualified for use in Teva Parenteral Medicines in Irvine to sanitize the classified areas. The
evaluation of the effectiveness of the cleaning and sanitization agents used to clean the facility and the sanitization agéiis
used by personnel to sanitize their gloves prior to entering the manufacturing area have been qualified and are challe
annually using the test fube study.” The report concludes an efficacy of the varied sanitizers via “a contact time o
minutes”. However, there are no records to d ent that the manufacturing areas and production equipment are exposed {0
the sanitization solutions for “a contact time oziminutes”.

OBSERVATION 13

Aseptic processing areas are deficient regarding the system for monitoring environmeital conditioiis.

QMI_-1403; Monitoring of Air

crobiological Mogitoring of Air
frequency of the mpling
which is used for g of the

Specifically, the Surface Adhering Microorganisms, Microbiological Sampling Buildin

B s raLhe Saterauil Lo R0 ]

Particle in envj antally Controlled Areas in Buildin QML-1105,
- Buildin Wampler} #OML-1301 standard procedures establish

performe ufacturing areas that include the manufacturing room
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finished product viais. nished product referenced in
consamer complaints did not includ i uring there respective dates of
manufacture.

LABORATORY SYSTEM

OBSERVATION 14

 Each batch of drug product required to be free of objectionable microorganisms is not tested through appropriate laboratory
testing,

Specifically, the firm's SOP No. QML-1022 titled "Bacterial Endotoxin Test" is deficient in that:

1. There is no requirement for vortexing the finished product viaq’riorto sample preparaiion.
2, The firm did not follow USP <85> for Bacterial Endotoxin testing 1n checking pH by mixing a portion of the sample prep

with lysate first before adjusting the pH of the sample prep solution.
3. There is no assurance that the heat block is protected from vibration during testing of bacterial endotoxin via the gel clot
test method.

PRODUCTION SYSTEM

OBSERVATION 15

Procedures designed to prevent microbiological contamination of drug products purporting to be sterile are not established
and written.

Specifically, the Surface Sampling of Personnel standard procedure #QML-1224 establishes “A monitoring program for

personnel working in the sterile environment is necessary to maintain the proper environmentat condiiions for filling aseptic
products.” And, “The objective of this procedure is to maintain personuel surface levels within acceptable gnicrobial levels to
probability raduct contamination” vever, the p‘ﬂe is-silent with respect ¢ mpling. for

agenres m!ﬂimﬂl

rsonnel workine in th pping area room There is n mpling of personnel during the capping of

ed products prior 1o steam sterilization

RAW MATERIALS SYSTEM
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

DISTRICT ADDRESS AND PHONE HUMBER DATE(S) OF INSPECTION

19701 Fairchild 07/13/2009 -~ 07/24/2009
Irvine, CA 92612 R

(949) 608-2900 Fax: (949) 608-4417 2027158

Industry Information: www.fda.gov/oc/industry

HANE AND TITLE OF INDIVIDUAL TG VWiHOAE REFORT IS3UED
T0: Jeffrey D. Herzfeld, Sr. Vice President and General Manager

FIRM NAME STREET ADDRESS

Teva Parenteral Medicines INC 19 Hughes

CiTY, STATE, ZIP CCDE, COUNTRY TYPE ESTABLISHMENT INSPECTED
Irvine, CA 92618 Manufacturer
OBSERVATION 18

Each lot of a component liable to objectionable microbiological contamination is deficiently subjected to microbiological
tests before use.

Specifically, not all of the raw materials used in the manufacture o nished products are

gl & Xill. IOl eX ,
SOurce of bacierial endotoxin.

ENPLGYEE(S) SGRATURE DATEIBSUED
Binh 7 Nguyen, Investigator ’“{é7l?l>(5;5;_ﬂi*; .

Thomas J. Arista, Investigator
gﬁﬁ.:fsvgggg e, Pesmmmclank, Prvestiyor 175 07/24/2009

Joey V. Quitania, Investigator < .
¥ g MM Fates
[}
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