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TO: Jeffrey D. Herzfeld, Sr. Vice President and General Hanager 

FlRr.tttA.\.'lE STREET ADDRESS-

Teva Parenteral Medicines INC 19 Hughes 
aTY, STATE. ZIP cooe. cotJrlTRY "TYPE ESTABLISW.!ENT INSPECTED 

. Irvine, CA 92618 Manufacturer 

This document lists.observaHoIlS made by the FDA representative(s) during ihe- inspection of your facility. They are inspectionaI 
obscn'ations. and do not represent a final Agency determ.iJultion regarding your compliance. lfyau have an objection regarding an 
.observation. or have implemented; or plan to implement. corrective action in resp0f!E~ t':>!...~cl:o~.!":!~~~~.yO'.l may diseuss·the obi~rti!)!! 0! 
action with the FDA rcpresentative(s) during the inspection or submjt this infonnation to FDA at the address above. Ifyou have any 
questions, please contact FDA at the phone number and address above. . 

DURING AN INSPECTION OF YOUR FIRM WE OBSERVED: 

QUALITY. SYSTEM I 

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 perfonned in order to confirm the establi~he~ ."fu~~Jr.i"e..rf,'-"'.ed"""," \'~ed by. the. 
company." "Process simulation runs (media fill runs) are perfonned at a minimum) to requalify the total 

I 
aseptic manufacturinl\.operations for the fillinR. process" to support 0 rility. Assurilnee Validation" for the.1 
"Validation of.Aseptic Fill and Terminal Sterilization Processes for Small Volume Parenteral Products". However, 
the company has not perfonned media fiUs since the original 1998 ANDA submission. 

I


r 
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TO: Jeffrey D. Herzfeld, Sr. Vice President and General Manager 
ARM NAME	 STREET ADDRESS 

Teva Parenteral Medicines INC 19 Hughes 
CITY, STATE, ZIP ecce. COUNTRY T't'PE ESTABUSHMBlT INSP1:CTEO 

Irvine, CA 92610 t·fanufacture-r 

process could have contributed to the hi lh endotoxin. No area was identified" 2/06/09. HO\l{ever, the source and 
cause ofth acterial endotoxin cOlltamination remaills to be unknown. 

E.	 ~ 06/10/09 concerns the pooled sample from customer complaint vials of finished product lot 
__evealed all endotoxin concentration o.Ulmg. The MJR was reviewed and signed by the 
Quality Unit on 7/6/09 submits the corrective action vs. "Since the root cause is unknown no corrective 
action can be implemented". However, the source and cause of the bacterial 
endotoxin contamination remains to be unknown. 

IOBSERVATION 2 

Testing and release ofdrug product for distribution do not include appropriate laboratolY determination of satisfactory
 
. confUnnance to the,tinar specifiCations priorto release.
 

Specifl<>lllly, there is no assurance that g1mlllnl is free of bacterial endotoxin. For 
example, 

A.	 Lot_ailei.lliiliial endotoxin test on 7/1512009 on retain samples. This lot 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~were released for distrihution on 2/26/2009. 

OBSERVATION 3 

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

Specifically, 

,-. IEMPlOYEE($) SiGr«TURE r-g 

I
CATE ISSUeD 

Binh T Nguyen, Investigator rvt:..t''"'t~.A-"""" 
SEE REVERSE Thomas Arista •. InvestigatodM~~-;;':::::;~~l 

~. OF THIS PAGE . ;~:;- ~~.~l;~~~'~~~~~:
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Teva Parenteral Medicines INC 19 Hughes 
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Irvine, CA 92618 Manufacturer 

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 glntl.~otrepresentative of the 
batch_ueed. For ex1mIe, the firm's samp mg p an or an art,cu ate atter reqmre nits to be pulled. Out of 
those _nits pulled, nits • • • •• .:. I. cterial endotoxin testing per SOP # 1022 titled "Bacterial 
Endotoxms Test." The owin ~ ml batches were produced: 

I. Lot nits 
2. Lot nits 
3. Lot nits 
4. Lot nits 

OBseRVATION 5 

There is a failure to thorougWy 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-l010 which states that "If you 
can find NO assignable cause, state what is not the root cause (Le. what has been eliminated as possibilities)." The 

, . . ID 8~1190dated 10/25/2008, bad no assignable root cause for the chipped vial of
lot and had not eliminated other ossibilities. This Operational 

eport was c a 10/291 . ~e-fGII"w· &- to 
20',,1.­

e,-nJ O:r 1'1-'II01i 

m] 

OBSERVATION 6 

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

Specifically, the finn initiated investigation reports # 83109, .4, 84224, and 88497Eovember 2008 and 
January 2009 in response to "water found inside the vials durin filling process". Thes vials witb w 
were discovered as they were exiting the depyrogenation tunnel an pnor a the filling machine a eln Building 

OATEISSUfD 

Binh T Nguyen, Investigator " .....-' t>'\,{,a~7' 
SEE REVERSE Thoma~ J. AIista, Investigato~~~~~~~~~~k:_j

Kham Phommachanh, Investigator ~/1n.cA~?»-'.......a<""'@I.o(
 07/24/2009
OF THIS PAGE Joey V. Quitania, Investigator 
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£v£ 1.1.:.10·

i" ;;~;~~:;;.;:~ ~O.""7;~';;;~~ Sr. Vice President and General Manager 
! 
i 

FlR"'UMt.E STREET ADDRESS

I
I Teva Parenteral Medicines INC 19 Hughes 

aTY, STATE, ZIP CODE, COUWRY TYPE ESTABUSHMEI'IT INSPECTED

:. Ir~"': ,~.......  ..___'. ", (7\.£1' 02 J C1. ........ S !·fDnufGctu.re-r • 
Ther... w", no c.on.ide"li0ll to irrd\1de.50mL or 100mI. Propofol pmdwot. th3t. are m3nuf"~tured orr the same filling line 

I
which also may have been affected. 

, 

I
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 

I
· routine and· Oil demand' maintenance an ction equipment. For examp.­- d on demand work orders 
fo~ preventive maintenance and repair 0 achine on 01/12/09 for batch s not reviewed by the QA 
umt. 

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 o.rug product, the prodnction department clean room fill operators utilize 
SOP PF-I009, Alt. 1 "Production Depa men· n ormation Log an& Production· Notes Down TimelMechanical Issue" to· 
docnment pump draw back settings, filtration rates, line speeds, and other information that the Production Department may 
utilize for building a product run history. Thisrccord is. reviewed by QA during in-process record review. However, this 
documentation or included in the production batch record. The "Production Notes Down TimeIMechanical 
Issues" for lot ated 1/12109 documents .for e.'Cample; "Bad -Crimps'~ at varied-· intervals dud-jig tIw C3Ppihs' 
opemtions. However, the production batch records do not describe the same level of details as noted in the "Production 
'Not("~~", which ('Inly note ~·(,-8P-f\ef. (If:J~y''. 

FACILITITES AND EQUIPMENT SYSTEM 

OBSERVATION 9 

· Equipmenlused in the manufacture, processing, packing or holding ofdrug products is not ofappropriate design to facilitate 
· operations for its intended use. 

· Specifically, 

A· The J"ne 200S.·revalidations·of th mber RV08--0:l5 estabHsh~3 "The object~v6 of this 
o reduce endotoxin and deter ent residue and to 

DATE ISSUED 

SEE REVERSE 07/21/200g 
OFTHISPA~E 
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DEI'AKfMJ<:NT m' HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 

DlSTRlCT ADDRESS AND PHONE NUMBE;R IO~TE(S) OF INSPECTION 

19701 Fairchild 07/13/2009 - 07/24/2009 
Lrvine, CA 92612 fBNUMBER
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Industry Information: www.fda.gov/oc/industry 

TO: Jeffrey D. Herzfeld, Sr. Vice President and General Manager 
ARM NAME STREET ADDRESS 

Teva Parenteral Medicines INC 19 Hughes 
CITY, STATE, ZIP CODE, COUNTRY TYPE ESTABUSHMENT INSPECTED 

2. 

ml, (Preserved with I 

C. Th .s used to terminally sterilize th mishcd-products. The 
ANDA 

"8_'
su mlts 

. 
t at t m sten Ization validation will include the ogical indicators 

poreR"..Howe.,ver, i.Q11fO-t2004 • .lJlR),,200S., lOs). and.in 200& with nmof:l,
runs) th sed for I vials consists of a pore pop . (Please IT rilization cycle i 
designe tended t ce the levels ofbact ndotoxin). In addition. 

1. Dnring th_utoclave will generate an alann message that signals any aberrant events that may occur 
during rou terilization process Examples of some alarms •.ncl d "It mber pressure lack", external 

III
steam lack, phase time excess, sterilization temperature lack, circnlatio larm, and sterilization time 

nded. (please note that these are examples of alarms and they ar to be an all inclush·e!;sl of 

I 
larms). As described by the Production Supervisor for Sterilization & Lyophilization the alarms are 

a8-S~s8e-d, for e~xample-, be-fare a de·vlation report isgenemt~4,_ re.quest-for m~jnte...l1ance, or de.cisions 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 triaRe of the steam sterilization proc.e-ssinp;
alarms are perfonned. - - • 

2. Th'-validation of the empty chamber temperature nniformity use~monitor the 
te~e autoclave interior. The establish evalidation 0 utoclave ­
Terminal Sterilization #QOV-I041 describe how the re positioned an secur to tt-e eqUipiH€fili) 

EMPLOYEE(S) SIGNAlURE DATE ISSUED 

Binh T Nguyen, Investigator 
Thomas SEE REVERSE J. Arista, Investigato '-'~~-~~
Kham-Phoromachanh, 

 
07/24/200') 

OF THIS PAGE 
Inv~tlgatQL 

Joey V. Quitania, Investigator 
1't4:fpv~ 
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Industry Information: ~~.fda.gov/oc/industry 
NAMF ANflllTT FOF INOlViOilA1 TOWHI')M RFPORT JSSlJFO 

TO: Jeffrey D. Herzfeld, Sr. Vice President and General Manager 
ARM NN.lE STREET ADDRESS 

Teva Parenteral Medicines INC 19 Hughes 
CITY, STATE, ZIP CODE, COUNTRY lYPE ESTABlISHMENT INSPECTED 

ILvlne, CA 92618 iolanufacLurer: 

interior. However, the procedure docs not addres3 the manner with vihkh the 
is secured to assure that the temperature monitoring probe does not contact any me a 

I 

EMPLOYEE{S) stGNATURE DATE ISSUED 

Binh T Nguyen, rnvestigator V 

SEE REVERSE Thomas J. Arista, Investigato~..,-y-'.-~C'-_od!'"," 
Kham Ph0~~achanhr Investigator~ 07/24/2009 
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19701 Fairchild	 107/13/2009 - 07/24/2009 

1.	 Irvine, CA 92612 fElllUM6ER:

... 
(~4~) 608-2900 Fax: (949) 608-4417 12027158'
Industry Information: >n~.fda.gov/oc/industry 
:::.~~:';.'f>"l':i:..::C:-::•.-."""-':.r.1"O..·.~~,~~ = 
TO: Jeffrey D. Herzfeld, Sr. Vice President and General Manager 

FIRM NAII.E STREET ADDRESS 

Teva Parenteral Medicines INC 19 Hughes 
CllY, STAlE, ZP CODE, ootJNTRy TYPE ESTABUSHM.ENT r~SPECTEO 

I
Irvine, CA 92618 Manufacturer 

generated. However, the firmfaiied to perform a root cause evaluation to determine why the filter failed' leak testing ane,_ 
months. 

IOBSERVA-TION.11	 I
IIEquipment and utensils are not cleaned and sanitized at appropriate intervals to prevent contamination that would alter the 

safety,. identity, strength, quality orpurity of the drug product.	 
II 

. :>peclfJcally, 

A. There d,e d fiumberufexisting condition. and I'ractice. cvncemingthe eVdlu.tion dnd de1erm;mrtiol1 fo,thel'm,e",:e of 

I 
. 

bacterial endotoxin in the mannfacturing facility and manufacturing operations. For example, 

C.	 Washed and depyrogenated vial stoppers are off loaded from th.Sh equipment with the use of a 
stainless steel so-called "carrier cart" prior to the vial stopper . '. ced inside poly bags for steam 

I 
. 

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 

I 
and sanitized. [ 

D.	 The washed and' depyrogenated vial stoppers are not routinely sampled to determine the level ofbaclerial 
endotoxin presence prior to steam sterilization. The silicone oil used for the vial stoppers is not sampled to 

I 
determin"th" level of bacterial' endotoxin. (please notethat the'steam sterili-zation 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 Iters of bulk 
solution from tt:fottom ofthe.iter stainless steel mixing jacketed vessel to the top oft e following 

I 
th~ . There is no record to document that the stainless steel "stock pot" is 
per~zed prior to use. 

B. There are a number of microbiology investigative reports (MIR) that report bacterial endotoxin recovery in various Water
 
·For Injectiimand·Revers"Osmosiswater ports.. For example;
 

M1R .08-042, 5/28108,WFTpo
 
MIR 08-061, 7/10108, WFI po
 
MIR 08-075, 10/14/08, WFI po
 
MIR 08-083, 12/4/08, WFI po
 
MIR 08-044, 5119/08, RO port
 
MIR 08-08 [, 121f108, RO port
 
MIR 09-001,01120109, RO po
 
MlR09~OIO, 5726109;ROport
 

EMPlOYEE(S) SlGNAnJRE 

Binh T Nguyen,
 Investigator 
Thomas
 J. AIista, Investigator SEE REVERSE Z/~ 

Kham Phornmachanh, Investigator~~ ~:~~L 07/24/2009
OF THIS PAGE Joey V. Quitania, Investigator 
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ARtANAME	 , srnEET IWOOES$ 

Teva Parenteral Medicines INC 19 Hughes 
aTY, STATE. ZIP cooe. COUI'(fRY TYPE: ESTABtlSHMENT INSPECTED 

i 
Irvine, CA 92618 Manufacturer I 

! 
T.ective actions taken to address the removal of bacterial endotoxin from the WFI and RO sample ports are to "flush 
fo inutos" and to wash Via.th_spcetiVc!Y Howovor, thcrdsno data.to validatc·that .'''f1U.Shfor 20
 

l 
mi 'or washing the sampling p asher can remove or reduce the presence of bacterial endotoxin.
 

C. The firm has not performed 

_IP
fogging validation study to support SOP # BMS-IOOI titled "Sterile Area 

. Procedure" . _ 

D.	 The firm's cleaning validation study, VAL28S-I, Compounding Vessels and Associated Equipment in the.
 
Compoundiug Area using the (Clean-in-Place) system, approved 10/20100 was inadequate in that
 
failed to show that the process emonstrates that after cleaning, the equipment microbial.d endotoxin leve!s
 
meet predetermined acceptable limits. The firm utilized tailings of previously produce tches to "soil" the
 
equipment There was no known initial bioburden or bacterial endotoxin!eve!s present i s or solutions used
 
in the soiling ofthe equipment. There was no other activity to show that the cleaIliIlg ueterg<:nl; CP"315S, uliliZl:u by the
 
CIP system is effective in the reduction of microbial bioburden and bacteria! 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 02124/09 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 sanillation .gtHl.
 
used by personnel to sanitize their gloves prior to entering the manufacturing area have been qualified and are challen
 
annually using the test tube study." The report concludes an efficacy of the varied sanitizers via "a contact time 0
 

minutes". However, there are no records to dlent that the manufacturing areas and production equipment are expose
 0 

the sanitization solutions for "a contact time 0 ljnutes".
 

OBSERVATION 13 

EMPlOYEE(S) SlGNAl1.JRE "'1£ ISSUB) 

Binh T Nguyen, Investigator ..... ~ ~... 

SEE REVERSE Thomas J. Arista, Investigator--'->--1 / __o-~-"";ho';-:;~'::'~~
Kham Phomrnachanh, Inve:::.tigator ~ 07/24/2009

OF THIS PAGE Joey V. Quitania, tnvestigator 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
 
FOOD AND DRUG ADMINISTRATION
 

DiSTRICT ADDRESS AND PHONE NUMBER DATE(S) OF INSPECTION 

19701 Fairchild 07/13/2009 - 07/24/2009 
Irvine, CA 92612 FElt/UMBER 

(949) 608-2900 Fax: (949) 608-4417 2027158 
Industry Information: www.fda.gov/oc/industry 
NAME AND 11TH, OF INDNlOVAL TO W'l-lOt.1 REJ'ORT ISSUED 

TO: Jeffrey D. Herzfeld, Sr. Vice President and General Manager 
FIRM NAME STREET ADDRESS 

Teva Parenteral Medicines INC 19 Hughes 
CITY, STATE, ZiP CODE, COUNTRY TYPE ESTABUSHMENT INSPECTED 

Irvine, CA 92618 Nanufacturer 

finished product vials. mishecl produc.;t- referenced' in 
consumer complaints did not includ uring there respective dates of 

I=::OR¥~'~M
OBSERVATION 14 

 
Each batch ofdrug product required to be free ofobjectionable microorganisms is not tested tbrough appropriate laboratory 
testing. 

Specifically, the firm's SOP No. QML-I022 titled "Bacterial Endotoxin Test" is deficient in that: 

1.' There is no requirement for vortexing the finished product via~riorto sample preparation. 
2. The firm did not follow USP <85> for Bacterial Endotoxin te~kingpH 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 ofdrug 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 environmental conditions for filling aseptic 
products." And, "The objective of this procedure is to maintain personnel surface levels within acceptable.·allevels to 
assure minimal.probabilitv r r duct contaminatioll>uever, the p.eiS-SilenLwith respect t rnpHng.for 

r tm I rkin in h pping area room There is n mpling of personnel dunng e capping of 
ed products prior 0 s earn sterilization _ s. 

RAW MATERIALS SYSTEM 

EMPLOYEE{S) SIGNATURE: j;;;> OATEISSUED 

Binh T Nguyen, Investigator ~t, 
 SEE REVERSE I Thomas J. Arista, Investigator ~<1?;:-~~-c;;'':1J",,:::::j::;h

- Kham PhoTI\.rnachanh, Investigator ~ 'f/A"'Io"",...p,':;K,g.I.", 07/24/2009 
OF THIS PAGE Joey V. Quitania, Investigator 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 

DiSTRICT ADDRESS AIm PHONE t.llJ~.IBER DATE(S) OF JNSPECTION 

19701 Fairchild 07/13/2009 - 07/24/2009
 
Irvine, CA 92612
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Industry Information: ~v.fda.gov/oc/industry
 
NAA:C AND nne OF 1t-lQ,,'\lDUAl TC\'o/'HOM REFORTIS3UEO 

TO: Jeffrey D. Herzfeld, Sr. Vice President and General Manager 

Teva Parenteral Medicines INC 19 Hughes 
CfTY. STAlE. ZJPCOOE, COUNTRY 

Irvine, CA 92618 Manufacturer 

OBSERVATION 16 

Each lot ofa 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 a 
e XI. x ~ 

are not sampled to determine t a 

EMPlOYEE{S) S1GNAlURE DAlE ISS\J8l

Binh T Nguyen, Investigator f~ ~' 
Thomas J. Ar1sta, Investigator ~:\"""-'>;lr-I='-._""',~~'v-,SEE REVERSE 
Kham Phommachanhr Investigator J~ 07/24/2009

OF THIS PAGE Joey V. Quitania, Investigator vVi ~ 
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