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This document Hsts observations made by the FDA represeitative(s) during the inspeetion of your {acility. They are nspectional
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 respongs to 2n obeervation, you may disenss-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.

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 ¥ills) are performed “To minimize the
bicburden levels during the manufacturing process, strict aseptic manufacturing procedures are followed.” “Aseptic

media fill runs are performed in order to confirm the establishemufacwdng.pmcedt,!_tes. vsed by the,

company.” “Process simulation runs (media fill runs) are performed

aseptic manufacturing operations for the filling process” to suppo
“Validation of Aseptic Fill and Terminal Sterilization Processes for Small Volume Parenteral Products”. However,
the company has not performed media fills since

at a minimum) to requalify the total
ility Assurance Validation” for the

the original 1998 ANDA  submission,

B. The company has not submitted, for example, a Post Approval Change or a Change Being-or the ANDA
gl addiesses-the cessation of aseptic media fills and/or provides the seientific rationalc with iCspat wrthe cessation ¢
and impact on the “Sterility Assurance Validation” for the finished product.

C. The company has not submitted, for example

regarding the use of a BI challenge for th
population.

Post Approval Change or a Change Being

A
team sterilization process wilh less than awgrg,-

in 4 hree vials of Fitiished

D, MIR 09-003, 01/20/09 concerns an “Out of Trend” resultg {
Product lot #313105430A with positive gel-clot in difutions

he MIR was reviewed

aiid sigited by tie Quality Unit on3/6/09 subnrits the-impact onthe product-and-corrective action as-follows. “Tlere
is no impact to the products” and concerning the product test results, “Based on the above results, there is no
comrective action taken” In addition, “Note: QA reviewed the batch. record to determine if the manufacturing
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cause of the Propofol Injectabfe Emulsmn bacterial endotoxm contammatlon remains to be unknown

#31305429B revealed an endotoxin concentration of E/mg. The MIR was reviewed and signed by the }
Quality Unit on 7/6/09 submits the corrective action a ws. “Since the root cause is unknown, no corrective
action can be implemented”. However, the source and cause of the Propofol Injectable Emulsion bacterial
endotoxin contamination remains to be unknown.

E. MIR 09-015, 06/10/09 concerns the pooled sampl&:ﬁE caustomer complaint vials of finished product lot
v

'OBSERVATION 2

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

Specifically, there is no assurance that Propofol Injectable Emulsion 1% 10 mg/ml 100ml is free of bacterial endotoxin, For
example,

A. Lot 31305429B faile jal endotoxin test on 7/15/2009 on retain samples. This lot met pre-shipment and post-
shipment release and nits were refeased for distribution on 2/18/2009,

B, Lot 0B failed bacterial endotoxin test on 7/15/2009. This lot met pre-shipment and post-shipment release
and nits 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-ﬁcroﬂuidization Process, the non-sterile bulk solation is sampled to determine the level of
bioburden. However, the Quality Enit lias not taken into consideration obtaininig saniples of the non-steiiic bulk solulion
to determine the presence, aud levels of, bacterial endotoxin prior to the aseptic ﬁlhng process.

B. The “end-of-run” samples (i.e., aseptically filled vials prior fo steam sterilization) are sampled to determine the level of
bichurden. However. the Ouality Unit has not taken into-consideration ohtaining samnles of the “end-ofrun?? agenticalle
filled vials to determine the presence, and levels of, bacterial endotoxin prior to the steam sterilization process.
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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 refease.

Specifically, finished product sampling of Propofol Injectable Emulsion 19 10 mig/ml 100mbdagiot representative of the
batch produced. For examole, the firm’s sampling plan for LAL and Particulate Matter requir%ts to be pulled. Out of
thos its pu[leﬁnits are pulled for LAL bacterial endotoxin testing per SOP # -1022 titled “Bacterial
Endotoxins Test.” Thetotowing Propofol 10mg/ml 100 mi batches were produced:

. Lot 313054298: nits
2. Lot 313054308: nits
3. Lot31305431B: nits
4. Lot 31301937B: nits
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 cauge, state what is not the root cause (i.e. what has been eliminated as possibilities).” The
Operational Investigation Report PR ID 81190, dated 10/25/2008, had no assignable root cause for the chipped vial of
Propofol Injection 10mg/ml Fe6ml lot 31303848B and had not eliminated other possibilities. This Operational

Investigational Report was ciose‘(\ib 10/29/2008. The—fimmproduced—the—following Propofol 10mg/mlfrom-—06/16/08-to
08/22/08: A
prd 03[

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, 84180, 84184, 84224, and 88497 in November 2008 and
January 2009 in response to “water found inside the vials during Propofol filling process”. These 20 ials with w
were discovered as they were exiting the depyrogenation tunnel and prior to the filling machine on Linj@in Building
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There was no eonsideration fo inchude 30mT. or 100mi. Propofnl products that are manufactured on the same filling line
which also may have been affected.

OBRSERVATION 7.
The responsibitities and procedures applicable to the quality conirol unit are not-in writing.

Specifically, there is no established written procedure to describe the review and approval of work orders performed for
- routine and oir derrand mamtenance an : tciion equipment. For example, routing and on demand work orders
for preventive maintenance and repair o achine on 01/12/09 for batch 31305429B is 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.

Specificatly, during the manufacturing of Propofol drug product, the production department clean room fill operators utilize
SOP PF-1009, Att. 1 “Production Department Information 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
uiilize for building a product run history. This record is reviewed by QA-during in-process record review. However, this
documentation is not submitted or included in the production batch record. The “Production Notes Down Time/Mechanical
Issues” for lot #31305429A, dated 1/12/09 documents for example, “Bad-Crimps” at varied intervals Guring the capping
operations. However, the production batch records do not describe the same level of details as noted in the “Production
Nates”, which only 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 June 2008 revalidations of th! 5to; asher document gumber RV08-035 establishes “The objective of this
revalidation was to demonstrate the ability of the topper Washer [Sfllo reduce endotoxin and detergent residue and to
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‘ m:nitie‘;z’r{ieﬂ god pariiculnie metier (Fhd}-levels on the stoppers por S0P QOV-1118/Bevizon 4.7 The rovslidetion for
Cycle nd Cycle!fmmsts of “detergent with no siliconization” and “non-detergent with no siliconization”, respectivel
The cycles did not i e an evalation with silicon to demonstrate a bacterial endotoxin reduction to achieve “a minimun

log reduction meeting the acceptance ctitefion”. In addition,

1. The November 200 E Stopper Washe*eferenced in document number RV08-056,
estabhsh that Cycle “det cyc] siliconization” and “non-detergent with no
wcleﬁ - D —————

n evahuation with silicon to demonstrate a bacterial

reduction meetmg the accepiaice criterion”.

ization”
’ The cycles dld
endotoxin reduction to achiove “s mintmum

2. Despite the review and-final approval by the Directors of Validation, Micrabiclogy, Cumpuuwu. Preparation and
Quality Systems of the aforementioned 2008 Huber Stopper revalidations, Cycle is not a validated cycle.

No. SC389005: Concurrent Validation of Propofol Injectable Emulsion 10mg/ml, (Preserved with
Microfluidization Process, sign off date May 25, 2000 submits

iz used to terminally sterilize the Propofol In)ectable Emu!exon finished products. The

ANDA submits that m sterilization validation will inc he use of B s coagulans gical indicators
- with “a minimum of s ores” However, i 15t 2004 ng), 2005 rins),. 2007 g and in 2008 |
runs) the BI used for vials consists of a pore poptiation. (Please hat the stea itization cycle is

_designed or intended to reduce the levels of bactéral endotoxin). In addition,

1. During the _will generate an alarm message that signals any aberrant events that may occur
during routine steam stenlization process. Exampies of some alarms include “chamber pressure lack™, external
steam lack, phase time excess, sterilization temperature lack, circulatio ump alarm, and sterilization time

ﬂ:ed. {Please note that these are examples of alarms and they are st of

aded to be ar all inclusive lst of
rms}. As described by the Production Supervisor for Sterilization & Lyophilization the alarms are
a4 for mempnle hefore a deviation. report ig. nppern%ed request. for maintenance, or decigions. 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,
monitor the

2, Thnevahdatmn of the empty chamber temperature uniformity uses
temperature of the autoclave interior. The establis evalidation o utoclave —

Terminal Stenlization #Q0V-1041 describe how th are positioned and secuicd: to (16 cyuipmicals
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interior. Hewever, the procedure docs not address the manne x%'ith-vw'h';ch'theMcmparaim‘e probe
is secured to assure that the temperature monitoring probe does not contact any es.

icron filters used for nitrogen flush was not replaced with approved nitrogen fif
GP-1007 titled “Utility Filters for Production Equipment, dated 3/10/09” Th
iled bubb iot at less than

P
on 6/16/2008 which also failed final
8/22/2008. This nitrogen 2 e macrofiudizer during the processing of
Emulsion. From 06/16/08 to 08/22/08, the firm produced the following numbers of propofol IOmg/mB

ntegrity testing on
ﬁ'ropofbi Injectable
ots

OBSERVATION 10

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

Specifically, the firm’s invostigations into (High Efficiency Particalate Air) HEPA filter failore in asepiic filling rooms were
incomplete. For example:

A. During petiodic certi ion in December 2008, the followingﬁI—IEPAﬂFilters failed leak testing

|
These HEPA filters in Building in illing room were “located in a critical area where the filling and’ stoppering
s ormed” and

process of Propofol drug rodu‘ F ‘within the barrier shield over or near the stopperiig equipment.”
“The HBEPA filter in Lin#mpounding is “iocated in a critical area where the actual compounding process is being
performed.” The HEPA 5 were subsequently replaced. Qut-of-Tolerance HEP A Reports were generated, However, the

firm failed to perform o root cause evaluation to detormine an assignable reot-cause for the leak fhilures.

B..Duri indic.certification in May 2009, HEP AL ailed leak testing with a failire result. A
{spec= %), This filter is located in Buildin Component Prep in a non-critical area. This filter was
recently Yeplaced during the previous periodic ce in' December 2008. An Out-of-Tolerance HEPA Report was -
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generated. However, the firm faifed to perform a root cause evaluation to determine why the fitier failed leak testing aﬁex.
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.

- Specificaiiy,

& There ars a number Gf existing conditions and practicss concerning the evaleation sud 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 the ash equipment with the use of a
stainless steel so-called “carrier cart” prior to the vial stoppers laced inside poly bags for steam 1
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.

I3, The washed and depyrogenated vial stoppers are not routinely sampled to determine thie Ievel 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.)

An approximathtainIe “stock pot” is used to manually transfer approximatelym(ers of buik
s0l it the bottom of th iter stainless steel mixing jacketed vessel to the top of following
the icrofluidization Process. There is no record to document that the stainless steel “stock pot” is
pe 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, WFI pa
MIR 08-061, 7/10/08, WFI po
MIR 08-075, 10/14/08, WF1 p
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
MR 09-019, 5726/09; RO port
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oval of bacterial endotoxin from the WFI and RO sample ports are fo “flush
herrespeetively. However, there is no data to-validato-that a “flush foz!
asher can remove or reduce the presence of bacterial endotoxin.

53

T ective actions taken to add
fo inates” and to wash via th

milties” or washing the sampling p

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

Compounding Area using th IP (Clean-in-Place) system, approved 10/20/00 was inadequate in that the firm
tailed to show that the process demonstrates that after cleaning, the equipment microbial bioburden and endotoxin levels
meet predetermined acceptable limits. The firm utilized tailings of previously produced Propofol batches to “soil” the
equipment. There was no known initial bioburden or bacterial endotoxin levels present in these tailings or solutions used
in the soiling of the equipment. There was no other activity to show that the cleaniny detergent, CP-3155, utilized by the
CIP system is effective in the reduction of microbial bioburden and bacterial endotoxin to predetermined acceptable
limits.

| D. The firm’s cleaning vaﬁdati“VALZSS-l, Compounding Vessels and Associated Equipment in the Propofol

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

Specifically, the Annual Evaluation of Antimicrobial Efficacy of routine Sanitizers against Cleanrcom and Bicburden
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 ageiis
used by personnel to sanitize their gloves prior to entering the manufacturing area have been qualified and are challen,
annually using the test {ube study.” The repor concludes an efficacy of the varied sanitizers via “a contact time o
minutes”. However, there are to records to d nt that the manufacturing areas and production equipment are expose

the sanitization solutions for “a contact time O'inutes”.

OBSERVATION 13

Aseptic processing areas are deficient regarding the system for monitoring environmeittal condiiicis,

QMI_-1403; Monitoring of Air
robiological Mogitadgo of Air
requency of the mpling
hich is used for of the

Specifically, the Surface Adhering Microorpanisms, Microbiological Sampling Buildin

P L33 3

Particle Co in environmentalty Controlled Areas in BuiIdin*QML—l 105,
- Building HZY Sampler} #QMI.~1301 standard procétures establish

8
performed e nufacturing areas that include the manufacturing roo
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finisited product vials, 00ml luis of Propofol Injeciable Emulsion fmished product referenced in §
consumer complaints did not mclude sampling for th anufa,ctunng capping area during there respective dates of

manufacturse.

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-10622 titled "Bacterial Endotoxin Test” is deficient in that:

1. There is no requirement for vortexing the {inished product viat, Propofol, prior to sample pre

2. The firm did not follow USP <85> for Bacterial Endotoxin testini in checking pH by mixin_

3. There is no assurance that the heat block is protected from vibration during testing of bacterial endotoxin via the get 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 environmeiital conditions for filting asepiic
products.” And, “The objective of this procedure is to maintain personnel surface levels within acceptable ggicgabial levels to
asgure mzmmal probabilig duct contaminatiopss wer, the procedore is. silent with respect tof mpling. for
personnet Workmg in the pping area room hers is no mp]mg of personnel durf capping of
Propofol Injectable Emulsion finished produets prior to steam sterilization

 RAW MATERIALS SYSTEM
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OBSERVATION 16

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

Speciﬁcallv, not al[ of the raw materlals used in the manufacture of Propofol Injectable Emulsion finished products are
endotoxin, For example, the

>

wre not sampled to determing t o not provide a
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