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" Gensia Sicor Pharmaceuticals, Inc.

Attention: Rosalie A, Lowe

17 Hughes

Irvine, CA 92618 JN 4 1959
III[IlIlIlIl”llllll“llllllll" ‘

Dear Madam:

This is in reference to your abbreviated new drug application
dated March 31, 1997, submitted pursuant to Section 505(j) of the
Federal Food, Drug, and Cosmetic Act (Act), for Propofol
Injectable Emulsion 1% (10 mg/mL).

Reference is also made to your amendments dated May 20, and
December 3, 1997; and January 16, February 11, March 12,
April 13, May 27, August 24, October 16, November 10,
December 14, December 15, December 21, and December 28, 1998.

.
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The listed drug.referenced in your application is subject to a
period of patent protection which expires on March 22, 2015
(patents 5,714,520 [the '520 patent], 5,731,355 and 5,731,356).
Your application contains certifications under Section
505(3) (2) (A) (vii) (IV) of the Act stating that your manufacture,
use, or sale of this drug product will not infringe on any of the
listed patents. Section 505(j) (5) (B) (iii) of the Act provides
that approval of this application shall be made effective
immediately unless an action is brought for infringement of one
or more of the patents which are the subject of the
certifications before the expiration of forty-five days from the
date the notice provided under paragraph {(2) (B) {I) is received.
You have notified the Agency that Zeneca Limited initiated a
patent infringement suit within the forty-five day period
involving the '520 patent in the United States District Court for
the District of Delaware (Zeneca Limited v. Gensia Sicor
Pharmaceuticals, Inc. [Civil Action No. 98-170 (JJF)}]). You have
also notified the Agency that on April 17, 1998, Zeneca Limited
dismissed the suit against Gensia Sicor Pharmaceuticals, Inc.
without prejudice.

The listed drug referenced in your application is also subject to
a period of new product (NP) market exclusivity expiring on June
11, 1999, for Propofol Injectable Emulsion, 10 mg/mL, formulated
with EDTA as a preservative. As the drug product provided for in
the current abbreviated new drug application is formulated using
sodium metabisulfite as the preservative in place of EDTA, you
have informed the Agency that the current exclusivity is not
applicable to your drug product.
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We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Bioequivalence has
determined your Propofol Injectable Emulsion 1% (10 mg/mL) to be
"bioequivalent and, therefore, therapeutically equivalent to the
listed drug (Diprivan Injectable Emulsion 1% of Zeneca Ltd.).

~ “Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81 and 314.98. The
Office of Generic Drugs should be advised of any change in the
marketing status of this drug. ' - '

We request that you submit, in duplicate, any proposed

advertising or promotional copy which you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print. i
Submit both copies together with a copy of the proposed or final:e =
printed labeling to the Division of Drug Marketing, Advertising,

and Communications (HFD-40). Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for Drugs
for Human Use) for this initial submission.

L,

We call your attention to 21 CFR 314.81(b) (3) which requires that
materials for any subsequent advertising or promotional campaign
be submitted to our Division of Drug Marketing, Advertising, and
Communications (HFD-40) with a completed Form FD-2253 at the time
of their initial use.

Sincerel yours,
P ‘,
lsi : /99
, Ao — VA
Roger L. Williams, M.D.

Deputy Center Director for Pharmacuetical Science
Center for Drug Evaluation and Research
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Y36-204-201
Package tnsert

Propofol
Injectable Emulsion 1%
200 mg/20 mL (10 mg/mL) propofol

Contains a Sulfite
For I.V. Administration

PHARMACEUTICALS

=== oescremion

Prapotal injectabie emulsion 15 a Sterile. T0NDYrOGENIC eMwision contaming 10 mg/mL of propotol switable far intravengus aoministratian
Prapotel is chermicaily a'a,s'qrmeu as 2.6-Dnsopropyiphenol and has a malecular werght of 178.28. The structural ana maolegular farmulas are:
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Pruuufo?&ery slightly soluble in wvater and. thus. :5 farmuiated In @ white. oN-in-water smuision. The oKa 15 11 The octanol/water partition
coefticient fBr propotal 1s 67611 at 2 pH of 6-8.5. In addition ta the active component. propetol, the formuiation alse contains soybean ¢l (100
mg/mi). glycerol (22.5 mgzmL). egg vokk ahospholinid 112 mg/mL). and sodium metatisultite 10.25 mg/mL): with sodium hydroxide to adjust pH
The propetol injectable smuision 15 150t0nIC and has a pH of 4.5-6.4.

STRICT ASEPTIC TECHNIQUE MUST ALWAYS BE MAINTAINED DURING HANDLING. PROPOFOL INJECTABLE EMULSION IS A SINGLE-USE PAR-
ENTERAL PRODUCT WHICH CONTAINS SODHIM METABISULFITE {0.25 mg/mi) TO RETARD THE RATE OF GROWTH OF MICRDORGANISMS IN THE
EVENT OF ACCIDENTAL EXTRINSIC CONTAMINATION. HOWEVER, PROPOFOL INJECTABLE EMULSION CAN STILL SUPPORT THE GROWTH OF

MICROORGAMISMS AS IT 1S NOT AN ANTIMICROBIALLY PRESERVED PRODUCT UNDER USP STANDARDS. ACCORDINGLY, STRICT ASEPTIC TECH-

NIQUE MUST STILL BE ADHERED TO. 00 NDT USE IF CONTAMINATION IS SUSPECTED. DISCARD UNUSED PORTIONS AS MRECTED WITHIN THE
REGUIAED TIME LIMITS {SEE DOSAGE AND ADMINISTRATION, HANDLING PROCEDURES). THERE HAVE BEEN REPORTS IN WHICH FAILURE TO USE
ASEPTIC TECHNIOLIE WHEN HARDLING PROPOFOL INJECTABLE EMULSION WAS ASSOCIATED WITH MICROBIAL CONTAMINATION OF THE PRODUCT
AND WITH FEVER,. INFECTION/SEPS!S, OTHER LIFE-THREATENING ILLNESS, AND/OR DEATH.
CLINICAL PHARMACOLOGY

QGenenai

Prapotel injectable smuision (§ an intravenous sedative-hypnotic agent 1or use in the inductien and maintenance of anasthesia or sedaticn.
Intravengus inection of  therapautic gose of propotol produces hypnosis rapidly with mimimal excitation, usually within 40 seconds from the start

of an injection (the lima for one arm-grain circulation). As with other ragidly acting intravenous anesthanc agens, the hail-time of tha blood-bran

equilibration s approximately 1o 3 mimutes: and tins accounts for the rapid induchion of anesthesia.

Pharmscodynamics

Pharmacodynamic proparhes of propofol are dapendent upon the therapautic blood propetol concentrations. Steady stats propotol blood con-
cantrations are generaily proportional to infusian rates. aspaciaily within an individual patent. Undesirabie side etfects such s cardiorespiratory
daprassion are (iksty to occur 2t higher biood concentrations which result from bolus dosing or rapid increase in infusion rate. An adequate inter-
val (3 to 5 minutes) must be aliowed benveen clinical dosage adjustmants in order 1o assess drug efects.

Tha hemodynamic etfects of propatel dunng induction of anesthesia vary. If spontaneous ventitabon 15 maintaned. the majer cardiovascular
sftects are artenal hypotension (someatimas greater than a 30% decreasse) with littie ar ng Change in heart rate and no 4ppreciable decrease in car-
diac output. It ventilation 15 assisted or cantroited (positive pressure ventilation), the degree and incidence of decraase 1n cardiac Quiput are Jccen-
tuated. Addition of a potent apioid {#.g.. fentanyi) whan used as a pramedicant further decreases cardiac oytput and respiratory drive.

If anesthesia 13 continued by infusion of propofol. the stimulation of andotracheal intybation and surgery may raturn artenal pressurs towards
normat. However, cardiac output may remaun depressed. Comparative clinical studies have shown that the nemodynamic effects of sropotol dur-
ng of are g ity mgra pr d than with other [V induction agents traditionally used far this purpose.

Glinical and prechinical studies suggest that propotel is rarsty associated with sisvation of plasma histamine levels.

[aqucnon of anesthesia with propafol is fraguently associated with apnea in both adutts and children, In 1573 adult patients wha receivad propo-
tel (2 1o 2.5 mg/kg), apnea jastad less than 30 seconds in 7% of patients. 30-60 seconds in 24% of patients, and more than 60 seconds in 12% of
patients. In tha 213 pediatnc pahents batween the ages of 3 and 12 years assessable for apnea who received propotol (1 1o 3.6 mg/kg). apnea last-
ed less than 30 seconds in 12% of pabients, 30-60 seconds in 10% of patients, ang more than 60 seconds in 5% of patients.

Dunng maintenance. propofol causes i decrease in ventitation usually associated with an increase in carbon dioxide 1nsion which may be marked
degending upon the rate of administration and other conturrent medicauons (#.9., opioids, sadatives. aic.).

During monitored anesthesia care (MAC) sedation, amtention must be given to the cardiorespiratory stfects of propotol. Hypatension. oxyhe-
mogiobin desaturation, aonea. airway obstruction, and/or oxygen dasaturation can occur, especially following a rapid boius of propofol. Quring ini-
tiation of MAC sedanon, slow intusion O siow injection Hchniques are preferable over rapid bolus admimisiration; and dunng mantananca of MAC
sedation, & varabie rate infusion s preterabiy over intarmittent boiug administeation n order to MINIMIZE UnGesirabie cardiorespiraiory effects. In
the eidurty, debilitated, or ASA HI/IV patisnts, rapid (singhe of repeatad) bolus dose administrabon should not be used for MAG sedation. (See WARN-
INGS.) Propotol is not recommended for MAC sedation i children bacause safety and etfectivensss have not been established.

Clinical studies in humans and studies in animais show that propotol does not suppress the adrenal responsa 10 ACTH.

Preliminary findings in patients with normat intragcutar pressure indicate that propofol anesthesia proguces 2 decraasy in intraoular pressure
which may e associated with a concomitant in sy

Animal studies and limited axpenence in susceptibie patients Nave nat (ndicated any propentity of propolol 16 Induce Malignant hyperthermia.

Studres to date ndicate that propofol whan used in combination with hypocarkia incraasas cerabrovascuiar resistance and secreases cerebral
biood flow. cersbral metabolic oxygen consumption, and intracranial pressura. Propofol does not aifect carstrovascular raactivity 1o changas in
arterial carbon dioxide tension. (See Climcal Trials - Neuroanesthesia,)

Pharmacokisstics

The proper use of propofol infectable emuision raquires an undersianding of the disposition and slimination characienistics of propofol.

Tha pharmacokinetics of propatol are well descnbed by a thras compartmant linsar model with compartments represanting the plasma. rapdly
equilibrating tissues, and siowly equitibraling lissues.

Fallowsng an 1.V. bolus dose, there is a rapd equilibration between the plasma and the highty perfused tissue of the brain, thus accounting for
the rapid onset of anesthesia. Plasma levels imbially decline ragidly as a result of both rapid distribution and high matabolic clearance. Distnbution
accounts lor about half of this deciing following a bolus of propolol.

However. distribution is not constant over time but decraasas a8 body tissues equilibrate with plasma and DCOms saturated. The rate ar which
equilibrabon occurs 18 a funetion of the rate and duration of the intusion. When equillbration occurs, thers 1 M longer a net transter of propofol
batween Hissuas and pldsma.

Discantinuation of tha recommendad doses of propofal aftar ihe maintanance of anesthesia for approximately one hour. or for sedation in tha iCL
for ona day, resuits in 2 prompt decrease in blood propofol concentrations and rapit awakaning. Longer infusions (10 days of ICU sedation) result
In accumulation of significant Lissue stores of propotol, such that the reduction in Circulating propalol is siowed and the time  to awakening is increased.

By daily ttrahon of propatel Sosage fo achisve only the minimum effective tharapeutic concantration, rapid iwaksning within 10 to 15 minutes
will 00Cur even attar long-term adminestration, 1, however, higher than necessary nfusion iavels have been maintimea for 2 long time, propofol will
ba registributed from fat and muscle to the plasma; and this return of propotol fram penpheral tissues will $low Tecovery,

The figura below tllustrates the fail of piasma propofol ievels foliowang (Gl sedation infusions of various duratlons
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ChNIC3I $Tudies in AUMANs ana studies In 3n1Mals snow that 2ropotol 3085 N0 SUPETSS Ihe aaranal responSe T ACTH

Praiminary Hndings ‘1 patients wth nosmal intraocular pressurs naicate that 07000101 ANASINESIA Oroducss 4 JeCr2ase N NIr30CL1Ar J78S5ure
ANICh May Se asS0CIAEQ wilh a ¢g decrease 11 sy VASCUIAr resisiance,

AMIMal Studies and hmited expsnence in Susceplbie pabents nave nat mdicated any propensity of dropolal 10 :nauce mangnant Jvperthermia

Studies 10 oate mdicaie that propotol when used in COMDINANDN wnth NyDOCIrDIA iNCTEASes CersdrovascuIan resisiance a0 Jecréases cerebrai
Jloed flow. cerebral metanchc oxygen consumalian. 20d Intracramal prassure. Progotor does not aifect cereCrovascuiar reactivity 10 £nanges in
arénai carbon dioxide tension. . See Chimcal Trals - Meuroanesthesia. )

Pharmacokinetics

The proper use of propotol imectagie emuision réQuires an understanging of the diScosihon and shmmatior, charactenstcs of 2ropofol

The pharmacakinetics of propofal are weil describec by a three compartment ingar mogel with compantmerts rEDrEsSenting the piasma. rapdt,
equilibrating tissues. and siouly equilibrating lissyes

Following an 1V bolus dose thera is a rapid equilibration between the plasma and the nugniy pertused issue of e orain. thus aceounting rar
the rapid onset of anesinesia. Plasma lavels ntidly deciine rapidly as a resun of toth rapid drstribution and high metadolic clearance. Qistnbunon
accounts for about haif of thes decine toilowing a bolus ot prepotal

However iSIDUtON 1§ nQt cONSIANT Gver tWMe Dut decreases as DOOY HSSuss squiibrate with piasma and tecome saturated. The rate at which
£QuUHIBIation occurs 1S & function of the rate and duration of the infusion. Whan equibration cccurs. thers is n ionger a net transter ol propofol
Detween nssues ind piasma

Discontinuatior of tne recommended dases ot propofol ahar the maintenance of anastnessa for anproxiMately cne NOUr Or 1or 52daton in the ICU
for one day. results in a Oromot decrease in tlacd propotal concantranions and rapid awakening. Longer infusigng 1 10 davs ot ICU sedationy resuit
in accumulation of sigmficant tissue stores ot propetol. sueh that the reduction in CIFCURLNG propotol 1S Siowed ang e ame 10 awakening 1S increasea

By aary titrangn of propatol qosage to achieve only the mmimym effective therapeutic concentration. rapia a vakemng within 10 10 15 menutes
il accur even after iong-term aMINISTAVON. It, howsvar. higher than necessary ntusion levels nave been Mantained {or 4 10ng ime propetal wall
Qe re0istrbuted {rom fat ang muscle 10 Me otasma: and this ratur of progolol from panpharal issues will slow secovery.

The fiqura betow ibusirates the fal of Diasma aropofo) isvels following iCU sedation mfusians of various durations
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The large contrigution of distribution (about 50%} to the fail of propotol plasma levls following brief infugions means that atter very 1ng intu-
SIoNs (at steady state). about haf the nmal rate wil mantain the same plasma levers. Falwre 10 rsduce the Infusion rate in patiems recemng propo-
{01 far sxtanded per:oos May result 1n axcessivery nigh biood concentrations of the drug. Thus. titration to cmea) respanse and darly evalvauon of
segation levels are important durng use of prapatol infusion for ICU sedahon. especially of fong duration.

Adults: Propotel clearance ranges from 23-50 mLkgumen (1.6 to 3.4 Limun n 70 kg adutts). It 13 chiafty enmnated by hepatic conugation to
(nactive metabolites which are sxcrated by the kidney. A glucuronide conjugate accounts far anout 50% of the agministéred dose. Propatal has a
steady state volume of distnbution (10-gay infusion) approaching 60 L'k in haaithy adults, A difterence mm pharmacokinelics due to gander has
not been goserved. The tarminal hail-lite of propofol atter 3 10-gay infusion 1S 1 to 3 days.

Gorigirics; With incraasing patient age. the dose of prapotol needed to achieve a detined anesthatic ena point idose-requirement) decreases,
This abes not 2ppear to be an ape-related change of pharmacodynamics or brain sensitivity. as measured by EEG burst suppressian. With InGreas- 3
ing pauent age. pharmacokinelic LNANGeS are such that for a given 1.V, bolus dose. highas paak plasma concertranons occur, which ¢an exlam the g
decraased dose requirement. These fughar peak plasma concenirations in the elderly can predispose patients to carcioresgiratory et'ects includ- .
iNg NYPOTENSiON. apned. airway ODSITUCHON. and/or oxygen desaturahon. The higher plasma levels reftect an aQe-related decrease in volume of tis-
tribution and reduces intercompartmantal clearance. Lower doses are thus recommended lor niation and of sedatonsar n
8lderty panents. (See CLINICAL PHARMACOLOGY - Indhvidualization of Dosage.) -

Padintrics: The pharmacokinatics of propatol were studiad in 53 childran betwesn the apes of 3.and 12 years vo recevad propotol lor periods
of approximataly 1-2 heurs. The observed distnbution ano clearance of prapofol in thase chilran were simular 1o a0uns. .

QOrgan Failure; The pharmacoknetics of oropofol do not appsar 10 e ditferant in peopia with chronic hepanc crmosi§ or chronic fenal impair-
ment compared to adults with narmal hepatic and ranal function. The ettects of acute nepatic of renal failure on the pharmacokinetics ot aropatol
have not been studied.

Clinical Trais

Anasthesias and Monitorsd Anexihesia Care (MAC} Sedetion

Prapotol was compared 10 intravenous and inhalational anasthetic or sedatve agents in 91 tnals invaiving a total of 5,135 patients. DI thesa. 3.354
recewved propofol and compnsed tha overall safaty database for anesthesia and MAC sedation, Fifty-fva of thase tnais. 20 for anesthesia induction and
35 for induction and mamtenance of anesthesia or MAG seoanon. wara carmed out in the US ar Canada and provided the basis tor dosage recam-
rendations and the acdverse event profils durng anesthesia or MAC sedation.

Pediatric Anssihetls

Propotal was compareq 10 standard anesthetic agents in 12 clinal triats involving 534 patients recaiving propotol. Of these, 349 were fram
USiCanadian clinical tnals ana compnised the averail safety database for padiatne anesthesia.
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TABLE 1. PEDIATRIC ANESTHESIA CLINICAL TRIALS
Patients Recaiving Propotol Meian and 1Range)
Indugtion Inquctian and
Onty M e
Number of Pauents* 242 105
induction 8olus Desages 2.5 mgkg 3 mgig
11-1.5) 12-3.61
Injaction Durangn 20 sac
(8-45)
Maintenance Dosage - 181 megrkg/min
1107-418)
Mairtenance Duration - 78 min
129-268) -

*Body weight not recorded for one patient

Neuroanesthesia
Propatol was studied in 50 patiants undergaing Cramotomy for supratentorial tumors in two ciimicat trigls. The mean tesion size
fantertor:postenar and lateral) was 31 mm and 32 mm in ona inal and 55 mm ang 42 mm s the ather tnai, respectivety.

TABLE 2, NEURDANESTHESIA CLINICAL THIALS

Patssnts Racewing Propoto! Meatan and iRange)

Maintenance Maintenance
Mo. of Induction Bolus Dosage Duration
Patent Typa Patients Oosages img/kg) Imeg/kg/ming (mint
Craniotemy patients 50 1.36 146 _ 285
109-6.9) 168-425) 148-622)

In ten of these patients. propotal was administared by intusion in a comralled clincal trial to avaiuate the etfect of propotel on cerebrospina) g
pressure (CSFP). The mean artenal pressure was mamtained réiatively Constant over 25 minutes with a change from basehine ot -4% = 17% (mean
+ 50), whersas the percent change in cerabrospinal Hud prassure (CSFP) was -46% = 14%. As GSFP 15 an indirect measure ot intracranial pres-
sure (IGP), when given by intusian or siow bolus. propolal. in combmanan with hypocarbia, 15 capanie of decraasing iCP ingependent of changes
N artesial prassure.

Imtansive Care Unit {ICL) Sedation

Propotal was compared ta benzodiazepines and/or 0pioids in 14 chinrcal tnais invotving a total of 550 ICU patients. Of thesa. 302 received propo-
fal ang compnse the averal: satety database tor ICL sedation. Six of these studies wera carned out sn the US or Canada and provide the basis for
dasage recommendations and the adverse event nrohle

Information from 133 hteratura reperts of propctol used for ICL sedation i over 950 patisnts ang nformanion from tha clinigal tals are sum-
marized below:

TABLE 3. ICU SEDATION CLINICAL TRIALS AND LITERATURE
Patients Recewing Propotol Meosan and (Range)

Number of Pauents Sevation Dosa Segation Duration
ICU Patiem Type Trigls Literature megrkg/min mgrkgih Hours
Past-CABG a - 1 086 10
(0.1-30) (0.008-1.8) [2-14}
- 334 (5-100) (0.3-6} 4-24)
Past-Surgical 60 - 20 1.2 18
16-53) 04-3.2) (0.3-187)
t. 142 23-82) {1.4-4.9) (B-96)
NeurorHaad Traumg 7 - 25 15 168
13-37) 0.8-2.2) 1112-282)
. 184 18.3:87) 05-5.2) {8 hr-5 days)
Medical 49 - 49 25 72
(3-131) 190.5-7.9) 0.4-337)
76 (3.3-62) 0.2-3.7} {4-96)
Special Patiants
ARDS/Resp. Failure B 56 {10-142} [0.6-8.5) {1 hr-8 days)
COPO/Asthma . 49 (17-75) {1-4.5) (1-8 days)
Status Epikepticus . 15 (25-167) {1.5-10} 11-21 days)
Tetanus . " (5-100) 0.3-5) (1-25 days)

Triais (Indivduai patients from clinical Studies)

Literalurs (individual patisnts Irom pubiished r8ports)

GABG (Coronary Artery Bypass Geaft)

ARDS {Agult Respiratory Distress Syndroma)

Cardiac Anesthesia

Propofol was evaluated in 5 ciinical trials conducted in the US and Ganada, invalving a total of 569 patients undergoing coronary anary bypass
gratt (CABG). Of these, 301 patients racervedt propotol. They compnse the safety database for cardiac anesthesia and provide the basis tor dosage
recommendations in thi§ patient population, in conjunction with Taports in the publrshed literaturs.

Wdividualizstion of Dossye

Genoral: STRICT ASEFTIC TECHIIOUE MUST ALWAYS BE MANTAINED DURING HANDLING. PROPOFOL MUECTABLE EMULBION I3 A SINGLE-USE
PARENTERAL PRODUCT WHICH CONTAINS SODNIM METAMSULFITE (0.25 mg/mL) TO RETARD THE RATE OF GROWTH OF MICROORGANISMS I THE
EVENT OF ACCIDENTAL EXTRINSIC CONTAMINATION. HOWEVER, PROPOFDL INJECTABLE EMALSION CAN STILL SUPPORT THE GROWTH OF
MICROORGAMEIE AZ [T I8 NOT AN ANTIMICROBIALLY PROBUCT UNOEN USP STANDARDS. ACCORDINGLY, STRICT ASEFTIC TECH-

Propatot blood concentrations at steady stats are generaily proportional to mfusion rates, especially n individual patients, Undesirabia sttects
Such as cargiorespiralory depression are likely to ocCur at ligher biood concentrations wiich result from bolus desing or rapid increases in the
infusion rate. An adequate intarval (3 to 5 minutes) must be sliowed Detwesn chinical dossge adjustments in orger to assess drug effects.

Whan agministenng progofol by infusion. synnge pumps of volumetric pumps are recommanded to provide controlied infusion ratss. When
nfusing propotal 1o patnts LNDENGOING Magnatic resonance imaging, metered control devices may b4 uthized if mechanical pumps are impracti-
cal,

Changes in vital signs (incrazses in puisa rate, biood pressurs, SWaAting, and/or 144ringG) that indicate a response to surgical stimuiation of light-
amng of anesthesa My be conroled by the administration of propafol 25 mg (2.5 mL) 10 50 mg (5 mL) incremental boluses and/or by incrassing
the infusion rate.

For minor surgical procedures (e.0.. body surface), nitrous oxids (60%-70%) can be combined with a variabie rate propatel infusion to provige
satistactory anesthesia. With more stimulating surgical pr (¢.g.intra-abdominal), or if supplementation with nitrous oxide is not provid-
2, administration rate(s) of propofol and/or opwods Should be increased in order 1 provide adequate .

infusion rates Shoufd always ba titrated downward in the absanca of clinical signs of light anesthesia untit a mild response to surgical stimula-
tion 15 cbiained in grder to avoid administration of progodol at raes highat than are ttinically necessary. Generally, ratag of 50 to 100 meg/kg/min
in adults should be achieved duning maintenance in order 1o opHimize recovery timas, _ )

Other drugs that causa CNS dapression (hypnotics/sedatives, inhalational anesthatics, and Opioids) tan increase CNS depression induced by
prapotol. Morphing pramedication {0.15 mgrkg) with nitrous oxide 67% in oxygen has been shown 1o decraase the necessary prapofol mante-
nance infusion rate and therapeutic blood concentrations when compared 1o NON-nANcotic (lorazepam) premadation.

Induction of Benersl Anesthesia: ) )

Adult Patiemts: Most adult patints undar 55 years of age and classifled ASA LIt require 2 to 2.5 mQ/kg of progofol for induction when ungrsmed-
icated or whan premedicated with oral banzodiazepines of intram opivids. For . propofel shouid be titrated (approximately 40 mg
every 1 séconds) aganst tha responsa of th patient until the clinicat signs show the onset of anesthesia. As with other stdatve-Nypnatic agents,
the amount of intravenous apioid and/or benzodiazepine pramedication will infusnce the ra3ponsa of tha patien to an induttion dose of prapetel,

Eldarty, Onbilitated, or ASA 1AV Patlents: It is important to be famifar and expenianced with e intravenous uss of propatal betore treating
tiderty. debilitated. or ASA (1LY patients. Due to the reduced cisaranca and hugher biood concantrations, mos! of thess patients require approxi-
matety 110 1.5 mgrkg {approximatety 20 mg every 10 saconds) of propofl for induction of anesthesia ACLOMing o thasr congition and responses.
A rapid boius enould not be used as this will ingrease the likelihood of undesirable cardiorespiratory depression Wcluding hypotension apnea, air-
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Ganeral: STRICT ASEPTIC TECHMAQUE MUST ALWAYS BE MAINTAINED DURING HANDLING. PROPOFDL INJECTABLE EMUL SION 15 A SiMunt-u St
PARENTERAL PROCUCT WHIGH CONTAINS SO0UM METABISULFTTE (0.25 miymi) TO RETARD THE RATE OF GROWTH OF MICROORGANISMS [N THE
EVENT OF ACCIDENTAL EXTRINSIC COMTAMINATION. HOWEVER . PROPOFOL INJECTABLE EMULSION CAN STILL SUPPORT THE GROWTH OF
MICROORGANISMS AS 1T 1S MOT AN ANTIMICROBLALLY PRESERVED PRODLICT UNDER USP STANDARDS. ACCORDINGLY. STRICT ASEPTIC TECH-
NIQUE MUST STILL B ADHERED TQ. DO NOT USE IF CONTAMINATION IS SUSPECTED, DISCARD UKUSED PORTIONS AS DIRECTED WITHIN THE
REGUIRED TIME LMAITS (SEE DOSAGE AND ADMINISTRATION, HANDUING PROCEOUAES). THERE HAVE BEEN AEPORTS IN WHICH FAILURE 70 USE
ASEPTIC TECHNIQUE WHEN HANDLING PROPOFOL INJECTABLE EMULSIGN WAS ASSOCIATED WITH MICRCBIAL CONTAMINATICON OF THE PRODUCT
AND WITH FEVER. INFECTION/SEPS!S. OTHER LIFE-THREATENING ILLNESS. AND/OR DEATH.

Propofol DIOGA CONCENLrATIONS at Sieady stats are generaily proporiional 1o NfUsION fales. #5DEcIally R individual panents, Undesirable efects
SuCh as cardiorespiratory depressian are iikely [0 occur at mgner 0/ood Concentranons which result from bolus dosing or ragid inCreases in the
\nfusion rate AN adequate \nterval (3 16 S Minutes) must be allowed defween cinical dosage ACUSIMENLS In Groer 10 A5sess drug eftects

When adminisiening propotol by HHusIon. syange pumes or volumetnc oumos are recommended Lo provice controlied infusion ratés, \Wnen
infuging propotol to palients unaergong Magnetc resonance maging. Matered CoRtrof devices Mav oe uliized if mechanical pumps are IMpract-
cal.

Changes 1 vital SIGNS 1iNCTEASES 10 CUISE rate. LIODO pressure. swealing, ne/or tearng) that InCICale 3 18s00Nse 1o surgical strmulation or ugnt-
ening of anesthesia may be contraliad Sy the administration of propotol 25 mg 125 mL; to 50 mg 5 mL) incremental 20/USES and.ar Dy INCreasing
the infusion rate

For minor surgical procedures (#.0.. Dody surtacel. mirous oxide 160%-70%) can be combined with 3 vanabie rate propotol intusion to provide
salistactory anestnesia. With mare sumulating surgical praceduras 1. g.. intra-abdemnali, or if supprementation with mitrous oxide -5 not previa-
d. administrahgn rateest af propoted andior opiaids skould e ncreastd in orger 19 provice gequate anesthesia

Intusion rates should always ba fitratsd downward i the apsance of Chucal signs of ight anesthesia until a mild response 10 surgical simuia-
tion 15 abtained 1n oraer to avoid amMmstrabion of propofos at rates Mugher than are cinically necessary. Generally. rates ot £0 to 100 megekgimin
11 adults should be achieved dunng maintenance n arder 1o OpLMIZE rECovery IMES.

Other drugs that cause CNS cepression (hypnolics. sedatives. inbalaticnal anesthencs. ang opioigs! can increase CNS decression induced v
propotal. Morghine premecication 10.15 mQ/kgs with mitrous oxide 67% in oxvgen nas been snown 10 decrease Ine necessary propofor mamnte-
nance nusion rate and erapeutic ohond CARCENTFakons when campared to non-narcotic Ligrazepam) premedication

Induction of Genaral Anssthesia:

Aduil Patisnts: Most adurt patiants unoer 55 years of age and classiied ASA |1 reguire 2 16 2.5 mrkg ot propofol for INCUCEON wynen undremeg-
\cated or when premeaicated wath grai benzogiazepines o7 intramusculdr dpiosds. Far induchion. propotol shouid be ttrated fapproximately 40 mg
every 10 secands) against the response of the patient until the cumcai $IGNS sPow the onset of anesthesia As with other segative-nvonotic agents,
the amount of IAlravenous om0 and:ar HenZodiazepine premedication will influsnce the respanse of the patient 10 an induction Jose of propetol

Elderly, Dabilitated. or ASA [HAV Patlents: 1115 important tg b¢ famikiar ana experienced with the inlravenous use of propofoi belors treaung
eiderty, debiiiated. or ASA lIl/IV panents. Due to the reduced clearance and mgher biood concentrations. Most of these palients require appicx-
mately 1 to 1 5 mgskg (approximately 20 mg every 10 saconds) of propotel for iInduction of anesthesia according to their condihen and responses
A ragid belus should not be used as this wil incraase tha likeiingog of undesirable cardiorespiratory Gepression ncluding hypotension. aonea, af-
way ObSITUEHON, and/oe oxygen desaturation. (Ses DOSAGE AND ADMINISTRATION.)

Neurosurgical Patients: Slower induction 1s recornmended using boluses of 20 mg every 10 seconas. Siower boluses or infusions of propofas for
|nduchon of asthas:, Lirated to Clinical FeSOonses. wilk Ganeraily resutt in rEduCed INducton Cosage requrements ¢! 1o 2 mgrkg). ;See PRECAUTIONS
and DOSAGE AND ADMINISTRATICN. i

Cardiac Anasthasia: Propofol has basn well studied in patisnts with coronary ariery qisease, but expenence in patienis with RemodyAamICally
sigriticant valvular or congerital heart disease is limited. As with other anesthetic and sedatve-hypnonc agents, propolol in nealthy patients causes
1 dacrease in bloog pressure that 1S secondary to decreases in preload (ventricular tilling vaiume at the end of the diastole) ang atterioad 1artenal
ragistance at the deginning of the $ystois). Tha magnitude of these cnanges s proportional la the Digod and etect sita conceniratians acrived. These
concentrations depend upon tha dose and speea of the induction and maintenance infusian rates.

In addition. lower hear! rates are coserved duning maintenance with propofol. possibly due to reduction of the sympatnetic actwity and.or resel-
ting of the baroreceptor raflexas. Theretore. anticholinergic agents snouid be admim:stered wnen inCreases in vagal tane are #nlicipated

As with cther anesthatic agents. propotol réduces myocardial oxygen consumption. Further stucies are nesced 1o confirm and delingate the extent
of these etfects on the myocaraium and the COranary vascular system.

Marphine premedication (0.15 mgrkg) with mitfous cxide 67%5 in caygen has Desn Shown ta decrease the necessary propafal maintenance infy-
510N rates and therapeulic biood concentrations when compared 1o non-narcolic tigrazepam) premedication. The rate of propotol administration
shouid be determinedt hased on the patient’s premegication and adiusted according 10 Chinicai FRSPONSES.

A rapid bolus nductron Shouid be avoided, A slow rate of approximatesy 20 mg avery 10 saconds unbl induction onset (0.5 to 1 5 mg:kg) should

be used. in ovder ta assure adequate anesthesia. when propatol is used 2% the primary agsnt. mainterance nfusion rates shouid not be iess than

100 mcg/kg/min and shouid be supplemented with analpesic Jevets of cONtituOUS 00r0Id adMInistratien. When an opid 1s used as the pnmary agent,
propotol maintenance rates shauld not tie lass than 50 megkq/min; and care shouid be 13kan 10 ensure amngsia with concomitant benzodiazepines,
Higher doses of propofol wilk reguce the opioid requiremeants. (Sen Table 4.)When propotol s usad as the pnmary anesthetic. it shoukd not ba admin-
jstared with the hagh dose ogioid technigue, a5 this may increase the likeshood of hypatension. (See PRECAUTIONS - Cardiac Anesthesia.}

TABLE 4. CARDIAC ANESTHESIA TECHNIOUES

' Bumary Agent _Bats . — SecondayAgental
{Fallownng Inductien with Primary Agent)
Propotol QPI0ID3/0.05-0.075 mcgvkg/min (ro bolus)
Prainduction anxiglysis 25 megrkgsmin
induction 0.5-1.5 my/kg
over B0 sec
Maintenance 100-150 megekg/min
{Titrated to Climcal Response)
oRI0100 Propotal
50-100 megrkg/mirs (na bolus}
Induction 25-50 megrkg
Maintenance 0.2-0.3 mcg/kg/min

POI0 is definad 1n 1erms of fantaryl equivalents. i.2.,
1 mcg of fentanyl = 5 meg of atentand (for bolus)
= 10 meg of alfentanil (for mantenance) or
= (.1 meg of sutentanit
bCare should be taken to ansure amnesia with concomitant benzodiazepine therapy
Maintznants of Ganaral Anesthesis
1N agults, anesthasia can be mawntained by administaring propofol by nfusion of intermittent |.V. bolus injection. The patient's clinical rasponse
will detarming tha infusion rate or the amount and trequency of incremental injectons.
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Continuous Infusion: Propalor 100 16 200 megrkgymn administerea 1n 3 vaniable raté infusign with 60°-70% mirous oxide and oxygen provides
anesthesia lor patients undergowng general surgery Maimtenance o miugion of 0ro00t0) should immediztely follgw the nductian ase 10 arger to
provide salistactory oF CONINUOLS anestnesia during the induction ohase Dunng this imhal pancd following the :rduction dase. Nigner rates of intu-
si0n are generally cequired {150 tg 200 mogskqemini for tne hirst 1010 15 minutes fnfusion rates should subsequanity ba decreased 30%-50% dur-
g the hrst half-hour of mantenance

Dther grugs tnat cause CNS qegression (ypnolics. Secatives, inhaiahional anesthencs. and opiids) can increase the CNS depression induced
by propafol.

Intermittent Bolus: Incremants gf propotol 25 mg 2 5 mLy to 30 mg «5 MLy may be aamimstered with nitrous oade n adult patents under-
going general surgery. The incrarmental botuses snould be administered when changes in wital signs :ndigate a reSponse to surgical shmulaton or
light anesinesia, .

Prapetol has Bean used with 3 .ariety of agants commonly used n anesthesia Such as atropme. scopclaming, giycopyrralate. diazepam. depo-
lanzing and nondepalanzing muyscie reiaxants. and opicid analgesics. as welt as with inhalational and regional anesthetic agents

Indh# slaerty, debmtaten. or ASA 111/ catents. ;amd belus doses should not be used as this will increase cardiorespiratory atects including
NYpOIENSION. ADNEA. AINVAY DDSIrLCON and/or oxygen desaturanion

Pedlatric Anasihesiz;

induction of General Anesthesia: Most peciatnic patients J vears ot age ar oider ang classuied ASA | or Il require 2.5 1o 3.5 mgykg of propatal
for INQUCTION when UNDTemed:catad ar when ightly premadicated with ofal benzograzepines of intramuscuiar opiods. Within trig dosage range
+OUNQEr CHItGren May reguice lacger induchon 0ases than oider chddren Ag with ather seaative-hypnolic agants. the amount of intravenous opr-
oi1d ang/or Denzodiazeging premeacication wli influenge the rasponse of the patent ta an induction gose of propofol. in addition. a lower dosage
15 recommendeq for children ASA .ol or IV Attention should b# 0310 10 MINITIZE PN o INACHON when adminsienng propotal to pediatnc pauents
Rapio boiusas of propatfol may ce admnisiared f smal vens are pretreateq with Lidocaine or when antecubital or larger vans are ytilized. {See
PRECAUTIONS - General.;

Propotol adminisierad in a vanapie rate nfusion with nitrous oade 60%-70% prowvides satisfactory anesthesia for most pedsatric pahents 3 years
of age or older ASA | Of {1. undergoing generai anestnesia.

Maintenance of Ganeral Anasthesia: Maintenance oy infusion of propetal at a rate of 204-300 meg/kgsmin sheuld immediately tollow the indu¢-
tron dase. Following the hirst hait nour of maintenance. st cimcat signs of kght anesthas:a are not prasent, the infusion rats shouid be decreased:
dunng this perad. infusion rates of 125-150 megrkgimin are typically needed. However. youngar chidran (S years of age or lessi may require
larger maintenance nfusion rates tman cider chigren

Monitored Anesthesia Cars (MAC) Sedation in Adults

Whnen propatol s admimsterea tor MAG segatron, rates of aticn should be z8d and nkrated to ckrucal response. In mast
patients. the rates of prapoafol agminsstranon will b¢ 1 the range of 25-75 megrkg/min

Dunmyg intianon of MAC sedanion. siow infusion or siow injection techrmques are prateradle over rapid bolus administration. During mantenance
of MAC segation, 2 vanapie rate infysion i§ preferabie over intarmittant bolus dosa aorumstration. (n the sidarty, debiimiad, or ASA 11171V patients,
rapud [Single or repeatad) Dalus dose adMmimStrEnan snould not be used for MAC sedation. (See WAANINGS.) A rapid bolus injection can resuit
tn undesirable cardigrespiratory depression inciuging hypotension. apnea, airwsy cbetruciion, and/ar axygen dessturatien.

Initimtion of MAC Sedation: For nitation af MAG sedation. asther an infusion of a Siow injaction mathod may be ublized while ciosaly monitor-
ing cargiorespiratory lunction. With the infusion methad. sadaton may be initiated by infusing propotal at 100 to 150 meg/kg/min (6 to & mgkg/h
for a penad of 110 S MIAKLES and ttraling to the desireq teval of sedation white closely momtorng respiratory funchion. With tha slow njectian
mathad for indiation. patients wiil require appr vy 0.5 mukg ed over 3 to 5 minutes and tifrated to chinical responsas. When propo-
1ob 15 agministered slowly over 3 to 5 minutes. most patents will be ageguately sedated; and the psak drug affect can be achievad while minimzINg
undesirable cardicrespiratory etfects occurnng 4t high plasma leveis.

in the eiderty. debiidated. ar ASA HIAY patients. rapid (sing)e or rapeated) holus dose administration shouid not be used for MAC sadation. (Sae
WARNINGS.) The rate of admimstration should be cver 3-5 minutes, and the dosage ot propefol shauld be reduced to approximately 80% of the
usual adult dosage in these Datents according to their conoiton, responses. and changes in vital signs. (See DOSAGE AND ADMINISTRATION.)

Maintenance of MAC Sedation: For maintenance of sedation, a variable rate infusion method is preferable over an intermittent bolus dosa method.
With the vanable rate infusion method. patients will gerterally raquire maintenanc ratss of 25 ta 7S meg/kg/min (1.5 to 4.5 mg/kg/h) dunng the first
10 to 15 minutes of sedation maintenange. infusion rates shousd Subsaquantly be decreased aver time 10 25 to 50 meg/kg/min and adjusted to clin-
\Cal responses. 0 titratng 19 chimcai effect. allew approximatery 2 minutes far onset of peak drug effect.

mtysion rates should aiways be ttrated downward in tha absence of clinical signs of ight sedaton untit miig responsas to stmulation are obtained
1 groer 1o avoid sedative administration of propofol at rates higher than are climcaily necessary.

It the (ntarmttant bowss dose method is usad. increments of propotol 10 mg (1 mi) or 20 mg (2 mL) can ba administersd and titrated to desired favel
of sedanon. With the intermittent bolus method cf ssdation maintenance. there (s the potential lor respiratory depression, transint increases i seda-
uon depth. and/or proiongation of recovery.

In tha etderty, debiitated. or ASA 11V patients. rapid (single or repeated) bolus dose admimstration should not be used for MAC sedation. (See
WARNINGS.) The rate of administration and the dosage of propofoi should be raduced to approximately 80% of the usual aduit gosage in these
patients accarding to thew condition. responsas, and changes in vitat signs. (See OOSAGE AND ADMINISTRATION.)

Propafoi can be adminstered as the soie agent for maintanance of MAC ssdation during surgical'diagnastic procedures. When propofal sega-
tion Is supplemented with opixid and/or benzodiazepine madications. these agents increase the sedative and raspiratory effects of propefol and may
also resutt In a siower racovery protile. (Ses PRECAUTIONS. Drug Interactions. )

ICU Sedation: (See WARNINGS and COSAGE AND ADMINISTRATION, Handling Procedures. }

For intubated. machanrcalty ventilated aduit patents. Intensive Cara Unit (ICU} sedation shauld b inmiated slowly with & continugus infusion in
order 1o ltrale to desired climcai éfféct and minumize fypotensian. (Ses DOSAGE AND ADMINISTRATION.)

Across all B US/Canadian clinical studies. the mean infusion maintepance rate for ali propotol patients was 27 x 21 meg/kg/min. The mainte-
nance infusion rates reguired 10 maintain adsquate sedation rangad from 2.8 mcg/kg/min ta 130 megrkg/min. The infusion rate was lower in
patients over 55 years of aga (approximately 20 meg/kg/min) comparad to patients unger 55 vaars of age (approximatety 38 meg/kg/miny). In these
stuthes. marphing or fentanyl was usad as needad for anaigesia.

Most adult ICU pabents racavenng from the efects of ganaral anasthesia or dasp sadation wilk require maintenance rates af 5 to 50 meg/kg/min
{03 to 3 mg/kg/h) individualized and titrated to climcal respense. (See DOSAGE AND ADMINISTRATION.) With medical ICL) panents or patiants who
nave reccvered from the sffects of general anesthasia or desp sedation. the rate of aomimstration of 50 meg/kg/min o higher may be required to
achieva adequate sedation. These highar rates of administration may ncrease the likelihood of patisnts deveioping hypotension.

Afthough there are reports of reduced analgesic requirements, most patients recened opioids for anaigesia during maintenanca of (CU seda-
tion. Some patients alsa receved banzodiazepines and/or neuromuscular blocking agents. Cunng long-term maintenance of sadation, seme ICU
PANENTS wery wakensd ONCE of twce every 24 hours for assessment of neurologic of respiratory function. (See Clinical Trials, Table 3.)

In post-CABG (coronary artery bypass graft) patients, the maintenance rate of propofel administration was usuaily low (median 11 meg/kg/min}
dua to the intraoperative administration of high opioid dosas. Patiants recaiving propotol required 35% lass nitroprusside than midazolam patiemts,
thes difference was staustically significant (P<0.05). During initiatron of sedation in post-CABG patients, a 15% 10 20% decreass in blood prassure
was sesn in the first 60 minutes. if was not possible to determine cardiovascutar eftects in patients with seversly compromised ventricular func-
tion. (See Clinical Triats. Tabie 3.)

In Metlical o Pestsurgical ICU studies companng propofol to benzodizzepine infusion of bokus, thers wers 1o pparsnt difterences in maintenance of
alequdie sedabon. mean aMenal pressure. of laboranary lindings. Lika the comparators. propotot reduced blood cortisol dunng sadation wikle maintain-
ing sSpONSATtY 10 CRaNDES with adrenocorbcatrom hormone (ACTH). Case raports from the publishad fiterature ganerally reflect that propofol has besn
used Safely in pabsants with 2 histivy of porphyna or malignant hyperthermia,

In hemedynamically Stabke head trauma patients ranging in age from 19-43 years. adequate sadation was maintained with propofol or morphine
{Na7 in gach group). There were no apparent diffrances in adequacy of Ssdation. Intracranial Aressure. Corabral PArfuSION prassura, or NeUrd-
tpgec racovery Between (ha trestmant groups. In literaturs reparts from Neurosurgical [CU and seversly haad-injured patients, propatol infusion.
wii of without diuretics and hyparventilation, contraiied intracranial pressure while g cerabrai parfy in soma patisnts
bows doses resuited in dacrsased blooo pressure ang compromised cerebral perfusion arassurs. [See Clinical Trigls, Tabde 3.)

Propoled was found to be effactive in status epilepticus which was refractory 10 the standard anticonvulsant tharapiss. For thesa patients as weil
as hor ARDS/respiratoFy falure and tetanus patients. sedation maintsnance dosages ware generaily higher than thosa for other critically il patient

- popukations. (See Climeal Tnalg, Taple 2
Abrupt discontinuahon of propotol prior 1o weaning of *ar daily evaluation of sedation levels should be avoided. This may result in rapud awak-

aning wilh associated anxmly. a .angr tor ventilahon. Infusions of propote! shauld oe adjusted to maintain a light iavet
of sedatian thyough the weaning process Of evaluation of sedation level (See PRECAUTIONS.) )
INDICATIONS AND USAGE

Propotol tnjectabie emulsion i3 an |V, sedative-hypnotic agent that can be used for both induction and/or maintenance of anesthasia as part of a
halances anestheuc techmgue for inpatient and outpatient surgery i adults and in chiidren 3 years ot age or older.

Propofol. when admrmistered ingravencusly a3 direcled. can be used 10 Initiate and Mantan moniored anesthesia cane {MAC) sedation during diag-
mwon?gp:;ﬂmmd may 330 ba usad for MAC sadation in conjunction with local/megional anesthesia in patients undergoing surgical
procedures. CAYT

Propatol should oy 0@ admumstered to Intubated. mechanically vantilated adult patiemts in the intansive Care Unit {ICU} o provide continuous
sedation and CONLTol of S1ress rpyponses. In thes satting, propotol should be administered only by persons skiled in the medical management of
cnnically il Gabents and trained w cardipvascular resuscitation and arrway management,

Propotol 15 N0l 1sCOMMiendeg 1or ODSEEICS, Including cesarean section deiwenes. Propofol crosses the placents; and a3 with other genaral
anesthetic agents. the administranon of Propotal may be associated with neonatal depression, (See PRECAUTIONS.)

Propafol 15 not TECOMMEndeq for use In Nursing mothars becauss propofol 1l been raporiad 10 be axcrated in human milk, and the eftects of
oral absorption af Small amounts of propotol are not known. (See PRECAUTIONS.)

Propafed (5 N0t reCOMMended jos anesthesia i children below tha age of 3 yaars because satety and eMectivaness have rot besn established.
Propofal 1§ nol recommended 1pe MAC s&0ation in children bacause safsty and etfactivaness have not been sstablished. Propafol is not recom-
manded for pediateic ICU sadabon pecause satety and etfactivanass have not basn established.

CONTRAINDICATIONS .
Propafol injectablé emulsion is conraindicaled i patients with a known hypersensitivity to pr injectable emuision or its components, or when
W?I::Jsl apesthesiz of sedalion ars contraindicated. own nype ty 10 prepotod jeciavie emulsk s compa
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Salients .ETE JwaKened ONce or Tvice S¥ErY 24 Nours for assessmant of NeUroIOgic o esmHralery runchian See Chmica "nais "aoie 3 -

'n post-CABG : corondry artery pypass gratt) patients. the maintenance rate of propotor 3QMINISIFAtion was usudily 'ow 1Megian 11 Meg kG min.
due tp (e Intraoperative adminisiratton of high ogioit dosas Patients recenang propofol required 35% less mitroprusside than midazoam pahents
this gitterance was stabistically sigmhcant (P<0.051. Duning invdranian of secation in post-CABG patients. a 15°; (0 20% Jecrease in 01000 Dressure
was saan ' the first 60 minutes 1 ¥as not possibie to cetermine cardiovascular efects i palients with severaly comprormsed ventr:cuiar func-
tion. 1$ee Chirical Trials Table 3+

In Meaical of Postsurgical ICU stuties companng propotol to benzodiazepine infusion or bolus. thard were no apparent diferences in maintenance of
anequate SedaNON MAAN rtenal Pressure. of labOratory knaings. Like the comparators. propofol reduced blood cormsot Qurng secation whig maintain-
Ing responsivity fo challenges wiih adrénoconicatronic hormone (ACTH) Case reports irom the published Werature generally retlect that propetol has been
uSeqd safely in Datents rth & Nistary of forofyna or mahgnant tvpertherma,

In hemodynamicaily stapie NEAd trauma patents ranqung in aqe from 1943 years. adequate sedation was maintained with propotol or meephing
{Nx? i gacn group) There were no apparant differences in adequacy of sedation. tracramiai pressure. cerebral perfusion pressure. or neurc-
l6gic racovary Between tne treatment groups. In iterature reports from Neurosurgicat ICU ang seversly Read-imured patents propofel infusion
With ar -sihgut Giurgtics and AVPErVeAtlation, controlled ntracranial pressure while mariamng ceredal perfusion oressure. in $0mMe patients
OIS goses resulted n decraased Diood pressura and comoromised cerebral pertusion pressuse. (See Climical Tnais. Table 3§

Propofol 7as ‘ound to be effective in Status epileoticus which was refractory 10 ihe stangard anticonvuisant therapies. For these patients as welt
as for ARDS rasoiratgry Tailure AN tAIanus patients. seoation mainténance dasages \vere generally higher thar those for other critically 11l patient
poBuIangns . See Shnical Triais. Tabie 3.,

Abrupt 3iscantiruation of prepotel priar to weaming or for dady evaluanon of segatian levels snould be avoided This may rasull m rapid awak-
ening uith 3550C:ated anxiery. 3QMahon. and resistance (0 MACHAMICAl venniangn. (ntusinns of propoiol SNouk) be ad|usied 10 MaiNtain a ught level
of sedation thrgugn the weaning Frocess or evasatien of secaton evel, (See PRECALUTIONS

INDICATIONS AND USAGE
Propotol iniec:adie emulsion 1$ 30 |V seaatve-hypnotic agent that can be used *or both induction andsar mammenance of anesthesia as part of 2
balaaceg anestnetic 1achmique 101 Inpanant and outoalient surgery in agulls and in children 3 vears of age or oider,

Prapotol when aaministerad intravenoysly as directed. can be used 10 imhate and maintain monitored anesthesia care (MAG) sedahan dunng giag-
NOSNC procegurss .n aouits Propofol may aiso be used tor MAC sedabion in conjuncticn vith localregional anesthesia in patients undergoing surgicas
procedures. . See "RECAUTIONS.)

Propotar snouid ooty ba adminstered 10 intubated. mechamicaily ventilated adult patients in the intensive Care Uit {1CU) to provide conhnuous
sedation ana cartrcl of siress résgonses. |n this setting. propofol shoukd be adrministersd only by persons siilan in the medical management of
cribicalty it ganients ang frained 10 Cardiovascular resuscitahon and airway management,

Prapoton s no1 racommended for gpstatncs. including cesarean sacuan deliveries. Propofol ¢crosses the placenta: and as with ather general
anasthenc agers e agmunistrabon of prooalto) may be with aep n. 5ee PRECAUTIONS.

Propotol s npt “=commended f0r use in aursing mothers necause propofol has been reported 10 be excreted in numan milk. and the ettects of
aral absoronon of smak amounts of oropcfel are not known. (See PRECAUTIONS.

Propoloi 15 not recammenaer’ 10r anesthesia im chiidren eiow the age of 3 years because salety and eftechveness have not been estzblished
Propofol 18 nat recommenaer. 1or MAC seganan in children decause saféty and atfsctiveness have nat been estabhished. Propotol 1 nat recom-
mended for pequatric 'C4 502000 because satery and etechveness nave not Deen estaphshed

CONTRAINDICATIONS
Propafol injectanie smuision 1§ CORtrancicated in patients with a known hypersensivity to propolol injectable emulsion ar its components. ar when
eneral anesthesia or sadation ane Contraincicated.

WARNINGS

Far gensral anesthegia or monilored aaesihesia care {MAC) sadation, progotol should he sdministered only by persons irained in tha
agminisiration ol genyral anagtheaia and not involved in Ihe conduc of the surgicaldingnostic procedurs, Patients thould ba continuously
moeitorsd; snd lagitities lor maintenance of 3 patent airwsy, rtilicial ventiiation. aad oxygen snrichmen and circulatory rasuscitation musi
be immadiatety avaiable

For secation of intuba.ed. mechanicaily ventiiated adult patients im the intensive Care Uni [ICU), propatol should be administersd onty by

skilind in tha gemant of cntically ill patients and irsined in cartiovaseslar resuscitation and airway management.

In the eiderly. gebudatea. ar ASA IV pauents. rapid (singla of repeated) balus admaustration shouid not be used duning general anssthesia
af MAC sedation »» order 1o mmimize undesirable cardioresnrratory depression .nchuding hypotension. apnea. airway obstruction. andsor oxygen
desaturaton.

MAC sedancn pahents showid b conknuously monitared By parsans not muolved in the conduct of the syrgical or diagnpstic procedure; oxy-
gen sugplemsntation shauld be immagiately avaslable and provided wheré chimgally incicated: and oxygen saturahon should be monitored in all
patignts. Patients should be contimusousty monitorad for early $19ns of hypotension. apnad, airway obstruction, and/or oxyger desaturaten. These
cardiorespiratory effects are more likely to otcur folowing rapug intiahion 1lganing) baluses or dunng supplemental mamienance boluses. espe-
cially n the giderty. detibtated. or ASA 1ALV patients.

Propofol in#ctable emuision should not be coadmunistered through the same |V catheter with blood of plasma because compatibity has not
bean established. 1 vitro tests have snawn that aggregates of the globulir compon:nt of the amulsion vehicie have occurrad with bloodsplas-
masserum lrom humans ang ammals. The climcal Sigmificance (s not known .

STRICT ASEPTIC TECHNIQUE MUST ALWAYS BE MAINTAINED DURING HANDLING. PROPOFOL INJECTABLE EMULSION IS A SINGLE-USE PAR-
ENTERAL PRODUCT WHICH CONTAINS SODNIM METABISULFITE (0.25 mg/mL) TO RETARD THE RATE OF GROWTH OF MICROORGANISMS IN THE
EVENT OF ALCIGENTAL EXTRINSIC CONTAMINATION. HOWEVER, PROPOFOL INJECTABLE EMULSION CAN STILL SUPPORT THE GROWTH OF
MICROORMANISMS AS IT IS (OT AN ANTIMICROBIALLY PRESERVED PRODLCT UNDER USP STANDARDS. ACCOADINGLY, STRICT ASEPTIC TECH-
NMUE MUST STILL BE ADHERLT T0. DO NOT USE IF CONTAMINATION 1S SUSPECTED. DISCARD UNUSED PORTIONS AS DIRECTED WITHIN THE
REQUIRED TIME LINITS (SE: 0 3AGE AND ADMINISTRATION, HANDLING PROCEDURES). THERE HAVE BEEN REPORTS IN WHICH FAILURE TO USE
ASEPTIC TECHNIQUE WHEN +2 ADUNG PROPOFOL INJECTABLE EMULSION WAS ASSOCLATED WITH MICROBIAL CONTAMINATION OF THE PROD-
UCT AND WITH FEVER, INFE. T ONW/BEPSIS, OTHER LIFE-THREATENING ILLNESS, AND/OR DEATH,

PRECAUTIONS

Ganeral: A lnwer inductir n dose and 2 Slower mantenance rate of administration shouid be used in eiderty. dediitated. or ASA HIAIV patients.
{See CLINICAL PHARMACE LOGY - indinduaizatien of Desage.) Patients should be cantinuousty manitored tar early signs of significant hypoten-
816, andfar bradycardi. 1 ediment may ipchude increasing the rate of intravenous Husd. slevation of lower extremiies. use of pressor agents. ar
administranon of atropene. ADnea often pcturs durig induction and may persist for more than B0 seconds. Ventdatary suppart may ba raguired.
Bacause propotal (jectable emyision 1s 4n EMuISIon, t3ution shouic be axercised in patients with disarders of lipd metabohsm such as pnmary
hyparkpoprotenamia. diabenc Ryderiptmid. ana pancreatitis

The clinicat certena for discharge from the secovery/day surary area establ shed for sach institubion should be Satrstied bafore discharge of the
patient from the care of the anesthesiclopist.

Whan propotol 18 administensd 10 an epsieohc patent. thers may be a nsk of sizure duning the recovery phase.

In adutts and children. artention should e paid Lo Miumize pan on agrumistration of prapotol. Transient focal pan can be mimenized o the larg-
er vaing of the torsarm o antecubral fossa are used. Pa n duning intravenous inpction may aiSo be reduced by preor injection of 1.V, hidacaine (1 mL.
of 2 4% sohtion). Pain on infection occurmed frequentty .n pediatric patiants (45% ) when a sinali vern of the hang was ublized withaut lidocaing pre-
Treatment. With lidocune pretreaiment of when antaculutal veins were utilited, pam was minimai (incidancs l8ss 1han 10%) and well tolerates,

O
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Venous sequelag |phiedlis or thrombosis) have been reporied rareiy i<1%) in two well-controjieg 2inica) Stities L§ING ZeqICatag NLrAVENCLS
cathetars. no instances of venous sequiae were observed up 10 14 days following induction. Acc:dantai cinical #tRavasation ana ntentiondl NJEs:
10N INtO SUbCUtaneous or DervasCcuiar ISSues of aniMals caused mmmal tissue reaction.

tatra-antenal injection n aniMals aid not inguce local tissue efects. AcCidental itra-arterial wiecuon has heen MPONed :n patierts. ano, otner than
pain, there ware ng majar séquelae.

Intentional injection 010 SubCULanecus o Perwvascular tissues of ammals Caused MImmat trgsu reaction. DUNNG the postmarketing penod there
have been rare repons of local pain swelng, DISIErs. andsor nssue necrosis following acciaenta) sxtravasation Of bropetgl reciadle amusion.

Penoperativa myocioma. rareiy ncluding CONVUISIONS and opiSthalonas. has OCCurred i 18Mporal relalions N Cases 1n which roparei has been
administered. -

Clinical fagures of anaphyiaxs. whech may include angioedema, Dronchaspasm. eryinema. ang hvpotension, CCCUF rarr follgw:rg Dropolol A0MIn-
1stration afthough use of BtNer arugs :n Mast mstances makes the rHIANONSNIP 10 Provatol unciear,

There have been rare reports of DuIMONary ecema 11 teMpOra) r&IALONSMP 10 the agministzalion of oropofol Ahaugn 3 2ausal 7&1aLGNSTHD 15
unkngwn.

Prapotoi has no vagolytic actvity. Reports of bradycardia. a5ystaie. ang. rarely. Cardiac artest have paen assot:ated win prapotol The intravenous
agministration of aNICRONINErgIC agents (e.g.. Atroping of Jlycopyrraiale) should De cansidered 10 modrty oCteAtidl increages n vagal lene due 10
CONCOMitant 2g8nts (#.9.. succiylchohing) of Surgical Stmuli.

Intensive Care Unit Sedation: (See WARNINGS and DOSABE AND ADMINISTRATION, Handling Procedsres.) The agmmistraton a1 propotol
should o8 inmated a5 4 continuous Infugion and changes in It rate of adrNIStralon mage Siowly (5 minj i Order 1 muaimize typotensIon and
aviid aeute overdosage. (Ses CLINICAL PHARMACOLOGY - Ingividuaiizaton of Dosage.

Paberits shouk be rmonitored for early signs of significant rypotension andver cardiovascuiar aspression. wNICh May os orcroung. These etfects
are responsive 1o discontinuation of prapotel. | V. Kud admistration, and/or vasopressar teragy.

" As with other segatrve megications, there is wide nterpatient vanability i propofol dosage requirements. tnd NeSE requirements may change with
me.

Failure to reguce tha nfusION rate in patents rcenving propotol for extenced DEMODS May result m excessiven MG by concentranons of e drug.
;hus. tiranon to climcal response and daly evaluation of Secaton Hve:s are MPOMaN dunng use of propotol intusaon for ICK sedaton. especially of kmg

Opiords and paralytic agents should be discontinued and respiralory function coReIZed prior 10 weaning paRents irom macnanical ventilanion,
Infugions of propofol shouso be adjusted ta maintain a light ievel of S8CNON ONOT 10 WAANING pabents from machiCll véntilatory support. Throughout
the weaning process, this tavel of sedation may be maintained in the absenca of respiratory depression. Because of the rapig ciearance of propolel.
abrupt discontinuation of 2 patient’s isfusion My result 1 rapid awakening of the pabent with associated anxiety, dratien. and resistance 1o mechan-
1cal vanblabon. making weaning from mechanical ventration dificwit, It is, therefore. recommenged That agministrabon of prooates be confinued in
ordes 10 mantamn a light level of sadation throughout the weaning process until 10-15 minutes prior to extubation at which tee Ine infusion can be
discontinued.

Since prapofal inectable amuision 1§ formulated in an ail-in-water SMuISION, ievanons in serum tnglycendes May occur when propolol injectable
emutsion 1s administered for sxtended penods of time. Patients at nisk of hyparipiderma shouid be monnoved for NCraases in serum (nglycendss ar
Ssefurm yrbidity. Agminstration of aropofol imectadle smulsion showid be adiusted i fat)s baing inadeguaely cieared from the body. A reduction in The
quanuty of concurrenty administered figids is (ndicated to compansate tor the amount of lipid sntusaa as part af the propofol rnpectabie emulsion tor-
mulation; 1 mL of propotol inpectable emuision coniing approximately 0.1 g of fat (1.1 keal).

Containg sodium matubisultite, a suifide that may causs alieryic-type rasctions incisding snapiryiactic cympiome and (ife-thraatening or less
tovers asihmatle spisodes in certain suscaptitie paesie. The oversll prevalence of suiite sensitivity in the general popuiation is unknown and
probably low. Sulfite sangitivity is seen more trerquantly in ssthematic than (n non asthmatic peopis.

Tha long-term adminsitration of Propofol to patients with renal tadure antv/or hepati insutficienty nas not been svaiuated.

Neurosurgical Anesthesia: When propofol is used In patIents with increassd WTLTCTANGY PrESSUNE or OGaIred cersial circutation, sigrficant decreases
in msan arenal pressure shoukt be avoised Decause of the reSultant decraases i carabral parfusion pressurs. To avod ignficant hypotension and decreas-
o5 in conelral partusion pressure, an nfusion of siow bolus of approximatety 20 mg avery 10 56¢0n0S Shoukd be wtikzed instead of rapd, more frsquent.
and/or [amer boluses ot propotol. Siower INGLCHON THTated to CHMCAI reSDONSAS whit Qenerally Mesut In MOUCAO MGUCHON 05208 raquirsments {1 to 2 mg/kg).
Wi iChiassd IGP % SusDectyd, iypennblanon ana hypOCarmi shoukd accompany the adminsTaoon of propolol. (Ses DOSAGE AND ADMINISTRA-
TION))

Cardisg Anssthesia: Slowsr rates ot admenistration should be ytilized i premedicated patiente, ganatnc panents, patiants with recent Huid shifts.
or patignts who are hamodynamicaily unstable. Any Huid deticits should be corrected prior to administrabion of propofol. In thosa patients where
agditional fluid therapy may be contrandicated, other measures, ¢.0., sevation of lower axtremities or use of pressor agents. may be usetul to off-
sat the hypotension which 1§ assoc:ated with the induction of anasthesia with propatol,

intormation for Patisnts: Patients sheuld be advised that pertormance of activities requiring mental alertness, such as operating a motar vehicle,
of hazardous machinery, of SIQNING lagal doCuments, May Oa impaited for Some time atter ganeral anesthasia of sedation.

imteractions: Tha nduction dose requirements of propofel may bs raduced in patients with intramuscular or INtravenous premedication, par-
UCularty with RAFCODCS (8.0, MOTONINE, MEPEHCING, and tantanyi, #1c.) and COMDINALONS OF OICKTS 2nd Sedatives (8.9, Danzodiazepines. Dartitu-
rates, chioral hydrate, dropeficdol, aic.). These agents may increase the anasthatic or sedative efftects of propofol and may also result In more
pronounced decraasas in systolic, diastolic, and mean artenial pressures and cardiac output.

Ouring maintanance ot anesthesia ar sedation. the rate of propafol administration shoulkd be adjusted according to the desired iavel of anesthasi
of sedation ang May be raducsd in the presance of supplemental anaigesic agents (8.g., Nitrous oxide or opiowds). The concurrent aoministration of
potent inhalational agents (8.g., isoflurane, enfiurans, and halothans) dunng maintenance with propotol has not besn extensively evaluated. These
Inhalational agents can aiso be-expected 1o increass the anesthstic or Sedative and cardiorespiratory sifects of propafel.

Propoiol does not cause a clincally significant changs in onsat. imensily, or duration of action of the Y used ukjr ing
agents (#.g.. succiny and nondepe Q muscle reiaxants).

No segneficant adverse interactions with commoniy used pramedications or crugs used dunng anesthessd of sedation (iNCluding a range of mus-
cle relaxants. mhalational agants. anaigesic agents, and [ocat anssthetic agents) have been abserved,

Carcinogenesiz, Mutagenesis, impairmem of Fertliity: Animal carcinogemicily studies hirve not besn performed with propotol.

1n vilro and i vivo avimal tests failed 1o show any potentad for mutagenicly by propofol, Tests for mutagemcry inciuded the Ames (using Saimonsiia
5P} mutation test, gane mutation/gene co using Sace VCES COvavisiay. in vitro Gytogenetic studes in Chinesa hamsters. and a mouse
micronucleus test.

Studies 11 femais rats at intravenous doses up 10 15 mg/kg/day (6 imes tha madimum recommended human induction doss) for 2 weeks before
pregnancy to day 7 of gestation did not show impaired fartility. Mais tertiity in rats was not affectad in a dominant lsthat study at intravenous doses
up to 15 mg/kg/day for 5 days.

Pregasacy: T ENtects, Pregaancy Category B: Reproduchon studies have been performed in rats and rabbits at intravenous dosss of
15 mo/kg/day (8 timas the recommended human induction dosa) and hive revedied no svidence of impaired fertility or hanm to the fetus dus to
propofol. Propotol, however, has tieen shown 10 cause maternat deaths in rats and rabbits and decreasid pup Survival during the lactating pariod o
damns treated with 15 mg/kg/day (o 6 hmes the recommended human Induction doss). The PAMMACHIOQICA activily (anesthesia) of the drug on the
mothar is probably responsible for the adverse effects seen in the offspring. There are, however, no adlequate and weil-controlled studies in pregnant
women. Bacaise animal 1aproduction Stuaus ars not atways pradictive of human responses, this drug should be used dunng pregnancy only i clear-

Iy needed.

Laber s Dulivery: Propofol is not mcommendsd for obstetnes. ncluding cesarean section delivenes, Propolol crosses the piacenta; and as with
ather general anesthetic agents. tha administration of propoto! may b associated with neonatal depression.

Nursing Mothers: Propotol is not recommanded for use in nursing mothers because propotol has been reported to de excreted in human muk.
and the effects of oral absorption of smail amounts of propotos are NGt known.

Pudlatric Uss; Propatol is not recommendad for usa in padiatric patisnts for (CU or MAC sedstion. In addition. propofod is not recommended for
general anesthes:a for children beiow tha age of 3 yaars because safety and atfectiveness have not been established.

Alfough no causal reiationship has been establithed, senous adverse svents (including fatalities) have baun (eported in chikiren given propolol
for ICU sedation. Thase events were seen most often in chiddren with respiratory tract infections given doses in excass of those récommended for
0yits.

ADVERSE REACTIONS
Gonersl

Adversa event information is derived from controtied clinical rials and woridwida marketing experience. In the description beiow. rates of the more
common svents represant US/Canadian clinical study results. Less fraquent svants are aiso derived from publications and marketing exparience in
aver B multion patisnts; there 2ee nsutticient data 10 SUPPOt an acCurats sstimate of their incidence rates. Thess studiss were conducted using a varl-
iy of pramadicants, varying lengths of surgicalidiagnosiic procedures and various other anesthetic/sedative 208, Most adverse svents were mild
and transient.

Anagthesin amd MAC Badstion in Adults

Tha tollowing estimates of adverse svents for propofol include data from ciinical tnals in penersl muWM_AC Sadation (N=2889 adull pabents).
Tha adversa events listed below as probably causally reiated are those events in which the actual incidence rate i patients traated with propofol was
graatar than the comparator incidence rata in (hese triais. Therafore, incoence raies for anesthesia and MAC sadation in aduits ganeraify represent
estimates of the parcantage of clinical tnal patents which appeared to have probable causal relationship.

The adverse axperience profiie from reparts of 150 patients in the MAC sedation chinical trials is simidar to the profils established with propofol dur-
ing anesthasia (see batow), Dunng MAL sedation climeal triats, si eSgaratory vt incluced cough, upPer Airway obstruction, apnaa, ypaven-
hlation, and dyspnea.

Anusthesia in Chiiiren

Ganerally the adverse experisnce profile trom raparts of 348 propotol pedidiric patients betwean the ages of Jand 12 years in the US/Canadian
anesthesia. clinical tnals is smilar to the profils established with propotol during anesthasia in adutts (See PediaiNc percentages (Peds %) baiow}.
Although not reported as an adverse svent in clinical trials, apnes 18 frequently obiserved in pediatric patients.

1CU Sedation in Aduits

The following estimates of adverse evants inclade data from climica) tnas in ICU sedation (Nw159) patients. Probably related incidence rates for
ICU sedation were determined by indridual case report form review Prohable causality was based upon an fﬁj@qt dos# rasponse reraticnship
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SLUCIES D1 TBMEM 1S AT INtravenous doses ug o 15 MQvkgyaay /6 hmes ihe maamym FECOmMenged Numan NMUCton gosa; for 2 eexs Jetore
oregrancy 1o day 7 of gestation 3ig not show impaireg fertiity. Mare feruiity in rats was nat aftacteq in 2 oominasl '#thai stugy at ntravenous J0ses
up 10 15 mg/kg/day far § days.

Pregnancy: Teratogenic Efects, Pregnancy Catagory B: Reproduction studies have peen pertormed n rats 40 rabiits at intravenous doSes ot
15 mg/kguday (6 imas the recommanded human 'Nauchon dose) and have raveaied no svidence of mpaired Mty ar harm to the tetus dus to
Broogtol. Propotol. however. has besn shown 10 cause materna) deaths in rats ang rabbas ang decreased pup sunvivai during e Lagtating pencd in
dams treated with 15 mg/kg/day rar 6 bmes the human ing dosay. The phar acwty | Of the drug on the
MotRer 15 probably responsitie for the agverss #18CtS Sean n the oMapnng. There are Nowevar, 10 d0equate ana wail-controlied studies pregnant
women. Because anima reproduction studies ars nat always predictive of human responseas, this drug shoukd be used qunng RregRancy oniy «f Ciear-
ly reeded

Laber and Dalivary: Propatol s not recommended for obstetrics. iNcluting casarear section deliveries. Propolol crosses the placenta; sng as with
other general anesthetic dgents. the aomnistrahon of gropafol M2y be associated with neonatal cepression

Narsing Mothers: Propotol is not recommended for use :n nursing mothers because propofol has been reponied to be excretad w1 human m,
and tha etiacts of oral absarption of smal amounts of prepofol are not knawn,

Pudiatric Use: Propofol is not racammended for use in pediatne patiants for ICU or MAG sedation., In addition prooatol 15 Aat recommendeg for
genenal anesthesia for children oelow the 408 ol 3 years becaysa satety and effectivansss have not been established.

Althaugh 1o causai retanonsip nas been eslabiished, serous adverse avents (including fatalities) have been raported in chidran Qiven propatol
for ICU secaticn. Thess events were seen mast often in children with respiratary tract infections Qiven deses in excess of those recommendse far
2uits.

ADVERSE REACTIONS
General

Advarse svent infarmation is denved from controdled clinical tnals and wortdwide markating axperiance. In the cescription below. rates of the mare
L{ommon events represant US/Canadian clinical Sludy results. Less Irequent avents are aiso derved from pubcangns and markenting expenencs n
over § million panents; there are rrsutticiant 0212 10 SuppOrt an accurata eshrmate of thes ncidance rates. These stunies were conductse ustng a var-
ety of premedicants. varying lengths of surgeal/diagnosiic procsdures and vanous other anesthetic/sedative agents. Most adverse events were milg
and transient.

Anezthesia and MAC Sadation in Aduits

The follawng estimates of acverse avents for propolol include data from chnical 1nals in general anesthesi/MAC sedation (N=2889 adult patietits).
The averse events ligtea helow a5 probably causally related afe those evants 1n which the cIul incioance rate (n paents treated with propofol wis
Qreatar than the comparator incidence fate i tasa triais. Therafore. incidenca rates for anesthesia and MAL segation 1n anults ganeraily represent
estimates of the parcamage of cinical tnal satents which Appeared to have probable causal relationship, :

The adverse expensnce profils from reports of 150 patients 1n e MAG ssdation ciinical trals is SUTIlar to the prohke astabiished with propotol dur-
ing anesthesia | see below). Dunng MAG sadauon chmcal trials, Sruficant respiratory events included COUgn. upper zirway obstruchion. apnea, Nypoven-
hiation. and dyspnea.

Anezihesia in Chitdren

Generally the advarse expenence profile Trom reports of 349 propotot pediatng patients between the ages of 3 and 12 years in the US/Canadian
anesthasia clinical trals 1§ simular 1o the profile estabrished with progotal during anesthesia in adults [See Pedigtne percantages (Peds %) beiow|,
Afthaugh not raported 25 an adverse avent 10 climcal tnals, apnea is frequently obsarved in pegiatng patients,

1CU 3adation in Asuite -

The following estmates of adverse Bvents inciude data from chinical tnals in ICU sedation (N=158) patiants. Probatty related incidence rates for
ICU sedation wars getarmined by indwigual case rapert form review. Probabre Causality was based upon an apparent dose response relationship
and/or pesitive respansas to rechailengs in many ingtances the prasance of concomitant dissase and concomitant theragy made the causal ralg-
tianship unknown,. Tharefore. incigence rates for 1CU sedation gensrally reaprasent estmates of tha percentage of cimca! nat patiants which appearsd
1a have a prababie causal refatienship.

incidence graster than 1% - Prodably Causally Relsted

1CU Sedatiop
Cardiovascular Srdycardia Bragycardia. Decreaseq
Hypatension* [Peds: 17%] Cargiac Cutput,
[Hypertansion Paﬁsm Hypotension 26%
(s#8 also CLINICAL MACOLOGY)
Cantral Nervous System; Movement® (Pads: t79%)
Injaction Site: Burming/Stinging ot Pain, 17.6% 1Peds: 10%]|
Metabalic/Nutritional: Hyperiipamia *
Respratory: Apnea Respiratory Acidosis
(s aiso CLINICAL PHARMACOLOGY! During Weaning"
Skin znd Appendages: Rash [Pags: 5%
Evertts without an * or % had an wicrdence of 1%-3%
“Incrdenca of avants 3% to 10%
Incidence lass than 1% - Prosably Causally Relaisd
{CLI Sedatgn
Sody as 2 Whoie: Anaphyiaxis/Anaphyiactoid Reaction
Pennatal Disorder
Cardiovascular: Prematurs Atrial Contractions
Syncope
Central Nervous System: | Hypemonia/Dystona, Paresthesa Agitation
Digastive: Hypersalivation
Musculoskelatal: Myugia
Aespiratory: Wheezing Decreaseq Lung Function
Slan and Apperidages: Fushing. Pruntus
Speciy Sanses: Amblyopa

Urogenital: Cloudy Urine Green Uring

-
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Incidency fass than % - Canggt Reistionshin Unknown
"

A G Seganon
Boov as a whoie Asinenia, Awarenses couet pan Fever Sepsis. Tryn pan
Extremes Pan Faver acreased Drug Whole Bogy Weakness
Etect. Mock Aiuaty g nass, Trunk Fan
Cargiovascyiar Arrmythmia, Alnai Fbrianan. Armtythmia, Atnat
Athoventncyiar Hean 3¢k, Bigerniny, FibhHation, Eigemuny,
Bieectng. Bundie Brancy gck Carciac Arrast,
Cardia Arrast, ECG Apnormal, Edemg, Extrasysiomm Right
- ExIrasystole. Hegyy Biocx. Hypertension. Haart Fanure. vamricunar
Myocardial Infarcion “tocaria: Tachycaran
ischemia, Premaryry antncuiar Cantrachons,
ST Segment Deprags,y Sunraventnculyr
Tachycartia, Tachyearas \entncuiar Fibniiation
Centrat Nervoyg System Aunormal Dragme, Agration. Amorgug Chi!lysmvennq,
Sehavegr, Anviety, By ;ngn.mkrannnsning, iftracranc) Hypertensign
Chils/Shivaring, Ciome Myocipnee Movemant. Sewures. Somnoiance
Combanvenass, Contygion. Detirium, Dapression, Thinking Abnarma)
Jizziness, Emati Lagwdy. Euphong, Fatigue,
Haltueingtons, Heagacne, Hypotani, Hystana,
INSOMm3. Moaning Neurcpathy, Omistraranos,
Rigiity, Seizures. Somngience, Tramor, Tuntctung
Digestive: Cramping, Diarrnay, Oty Mouth, Enlarged lleus. Liver Fyncgn
Parond. Nauseg. Swaiiowing, Vomiting Abngrmal
Hernamloqu;'i.yrnnnanc Coaguiatgn Disorger Leukocytosis
Inctian Sita- Hives/iching, Phistets Aedness/Discoloration
MMOIIONUIMIONF Hyperkaiemia, Hyberipamig BUN Incraaseq, Craatinine
. Increased. Dehydranon,
ICEMIa. Matabosic
Acxdosss. Osmotaiity Increasen
Hesmramry‘ Bronchospasm, Bummg in Throat Cough, Hypana
ANe4, Hitcough, Hyperventilation,
. HyDoventilation, Hypona, Laryngosnasm,.
Pharyngitis, Snesnng, Tacrypred. Upper
Airway Obsiryctign
Skin and Appendages: Comunctival Hyperamy Oiaphoresis, Urticana Rash
Soeca) Senges: Dipiopia, Ear Pawn, Eyg Pain, Nystagmos,
Taste Parversign. Tinfus
Urogemtal: Ohguna, Yrine Ratenton Kidney Failura

DRUG ABUSE AND DEPENDENCE
Rare cases of sai admimstration of Prapofot by heaith carg Drofessionaiz have besn TepOried, intiuding some [atalities. Propotoy Shoult de managed to
prevent tha nsk of diversion, iNChuding restnetign of dceess ang ACL0UNBNY procadyres S 4propnate 1o the Climca) setting.

It ovargosage OCCUrS. propotol administranon shoytg be discontimyme immediately, Overdosage 1s tikely 10 cauge cardioraspiratory depression
Resiratory 0eprassion shoyig pe Ireated by artificiai ventilation with oxygen, Bardiomcuurdennmnn M3y require Tepasitionng of the patient by
13i51nQ the patent's legs. \NCreasing tha flow rage of intravanous fluids ang Mnistening prassor agents and/or antichotinesgic aganes,

DOSAGE anp ADMINISTRATION -
Dosage and rate o1 adtminestration shouig e nemdualized ang titrated 1o the desireg eifact, CEOrding to clinically ralavany factors, mciyging prein-
auction and concomitant Medications, age, AS4 RRYSIEA Classmication. ang Jovel of detittation of the patient,
The faliowing jg Shbrevisted dosage ang Hminigtration intormation whigh is only imandey B2 8 anersi guide in the use of propotal. Prigr
to ddministaring Propotol, il is imperative et tha pivysician Hview ad ba oemplately tamiflar wimn o0 spacific dovage ang dministration
the CLINICAL liration Dosape secticn,

LOGY
In the ¢ s debilitated, or ARA HiAY patients, rapid beiug Showld not be the of admini . (S WARNINGS. )
o Sk e et it

CT ASEPTIC TECMIWE'MNLWA\'S BE MAINTAINED DURING HANDLING PROPOFOL Mm.:muumum SINGLE-USE pag.
ENTERAL PRODYUCT NOWWMIHHMDWMMMGFMBFWMMMM
EVENT OF ACCIDENTAL, m:gsﬁ%ummmn. rgwm PROPOFD], MI:I'DI.ESEMM"UI.NW CAN STIL su;mm THE GROWTH OF
MICROO) OSIALLY PAESERVED PRODUCT UNOER (i3p DARDS, LY, TECH.
:’Ilglé% 3:;?:; s’nu BE ADHERED Tp, 00 NOT ysE IF CONTAMINATION g SUSPECTED. (sex DOBAGE AND ADMINISTRATION, HANDLING

Fropofol snéuld' 08 individuaiizeg 3CLording 1o the patisnt's condition AT rasponsy, hipod Ui profile, ang Vit signs. (See PRECAUTIONS - 10y

n.) For intubated, mechanicaly ventilagag 304Mt patients, Intansivy Care it (ICU) sedation should by initiateg Slowly with 3 continugus infy
S10n in order 1 titratg 19 Oesired clinical affect and minimize hypotengign, When indicates, initiation of segatign 3hould bagin at 5 meg/Ag/min
10.3 moigm) The Infision rate shoyig be ‘NCrasad by ncrements of § 10 meg/gy/min {0it008 M/koM) unill the desiteg tovel of :
achw.nmrmmumunou of 5 mlnulnsbﬂwnnlulmmuﬂmld mﬂomformmmmm Mmmmﬂmuuquiu Mainte-
nfamrm:oﬁmSOrmemaama TOAGM) or Higher. Dosages of pmpoto) shoud be recuced in patienty mmm.hmdosaon
of narcotics, Conversey,

) 08308 raquirement mmmwmmmmmmmmmwmm
tive meg msmhmmnrwﬁmn o mquirements mmnm.£&WEGU!DE)M
UATION OF LWELDF!EWN#%\%% o:&mmmuu(o&numfs? %&Tm' n;nnuanour MN‘I‘EN;\#ICE;LI

DosE GHUIM, maolu; L of 10 or
mwaumquummwwummMmmm nmmmmhmmmm sed -
%lgns) vomime wwmmmua.mpmmmmwmm . {See PRECAI-
Conty hmummm.awmnmmq--u SYERaE ond ie-thraataning of jexs
wnan nmumlmnumtmm« aumwuhmmmnmm

SUMMARY OF DORAGE gin -neugmnumumummmmmmmmm“mwummmmmmm
rsponse, and d 1eQUNEMANTS in padigine batients hyvy ony bean for induction ang Maintanance of anesthesiz. For com-
plety um&mm' oy CUNICAL PHARMACOLOGY - incigae i nlmbm

mmmmmu

routtions incinding
Ssthmatic PrIvaience
mwm.wﬂumzmmmmuﬂmhhmmm

Mmmmiomwm:u(m.zmw}.‘
Mg admin:

e  Gamen mmyn'n-m:'&nnmmum:roomzaomwmsmzmm;.
M.Dummu.umlmm.u;sommmwmmmmm).
Mmm:uwmmumn:

Premary PrupolmmmSecoruuyOmoiu- 100-150 i

. wmmmmm-wlmm(h ﬂmcumyrud.}
Mm:mmmemmlmrzmmJ.
Mm-hnm.amnumwmusmaoomwmmlsmummj.

mmnmmm:mm
mmmm“gmum:mmmomsomum.
nftiation of MAC Sedatipn

Heaithy Aduity Lexs Than 38 Yomnlun:sminhsmarmhm mmmmmmmw or
Fahents nequia an infusion of 100 1 159 MCQAgIN 8.0 8 MgApm) for 3 tg 8 MINUTES 3 3 SIow st of
0.5 mpAg over 310 5 minLtes folowsdt immediately % a maintenanee infusion

Eldurly, Dabilitsted Nonoro. .



T e lesineg eyey o sedatgn .5
“ 4 A InGwED 16T ONSEL Of pagk arug ertect. Mgge uit panents rmquire Mainte. ;
R vy < U5 RGN, gr Tigrer. Dnﬂqum Dro00H0! Showk] be "eauced in panenrs W Nave recervey 'arge dasages /
< drcolics wOnversery. ne DIO00tY) dosage "PUremem may e "&0Ucad by J0equare MAN3GEMENt of pain vertty Nalgesic agants, As anm Omer Saay-
Ive medicanons, there 5 nterpanem 3130ty i dosage requeremerns, ing thess raquirements Y change with ume. | Sew D0SAGE GUIDE ) EWAL.
UATION OF LEVEL OF SEpaTION AND ASSESSMENT oF Chs FUNCTIDY sHouLD 8E CARRIED yT DalLy THROUGHBUT MAINTENANCE 1}
OETER| THE MINIMUM DBOSE OF PROPOFQL REQUIRED FoR SEDATION. (SEE Clinieal Triais, oy -) Bolus admmstrangn of erop
™G SRouId onty ne usad 10 rapidly ingragse deptn of sedation 1n Panants whary hypotension s not likely 10 oceyr Favants with COMPramised mypcar.
10_:51 J;ncnon,mmvascutar valume depietion, gr abnomaity Jow VASCULr mne (8., S4p815) may b more suscepnble 1o hypatension, | Ses PRECAL-
)

Lontaing sagjym matadisuliite, g sumity hat mey cangy a3 Raktiany intluding ANaphytactia symptomy AR Hin-thrastening o losy
I8vers asthmatic Opizodes In cenain Suzcaptible pyaply, The overai) Myvdisnes of yuitiy Sansitivity in my $e0era! popylation 1y nmn:wn g
probaly joy, Sultite Sensitivity is seen mq, i e,

Y OF 00SAGE GUIDELINES - Dosages ang rates

< poop
ot AWMINStRpen in the tollawing tzpia Should be Ndividuatizeq and itratag 16 Clitueg)
"ESpOnse. Satety ang dasage raquirsments n Pediatne patients nays only

Been astablisned for mguetion 04 Maivtenance of anesthesa. For pom.
Dlete dosage iffarmation. see CLINICAL PHARMAGCOLOGY - Ingividualizangn of Dosage.

INDICATION DASAGE AND ADMINISTRATIGN
Induction of Gangry Aresihesia

intena Anesthegia: ion
el Senarai Heaithy :t:unl'l:.l.:u Than 55 Yoarg ot Aga: 108 15 200 megAg/mm (6 to 12 my/kgh)
Elderty, Dubilitated, or ASA AV Patismey: 5 16100 meg/kg/min {itog mygih).
Cartiac Anesthesiy: Most panents require:
Primary Propatol win Secondary Opuyg - 100-150 meg/kgimn
Low Dose Propoto With Prmary Opwoi - 50-100 MegAmn (See CLINICAL

Eldurty, Debilitateq, Newrosergicat, or ASA IIAY Patiomg: Most patiants "8QUIrE dosages simuar 1o heatthy agys, Rapig
- botuses are 1o pe 4v0idad. {Ses WARNINGS. j
Wintenance of MAD Sudstion

Heaithy Aduity Lany Than 85 Yeary of Ao A vangtig raa inus,0 techmgug s Braferable over an intarmetent dojys technigye.
Most patents Tequire an mtusion of 25 1 T3 megagimin (15 1 4.5 mpagm

L3
) of merementar botus doses of 19 Mg or 20 mg. ,F_
I Eiderty, Dedilitateg Nowrnsurgiea), or aga jsy Patients: Most parienrs reare 60% of the usuai agun gogy, A rapid {singis )
or ren::::aj bolus dose shoukd ngt by used, (See WARNINGS, ) .
Mmmhinum of ICU Sedation in intubsted, ﬂmniuﬂrMm
mnPWnu-Beuuumnnlmmqmmwmﬂmwmmm.mmw it
should be 5 st 5 Muntey, Sy

R infugeon
MmCOkQmIN 0.9 mgAgrh) for 2t PETRMNS of S 10 10 meggmn (0.3 to 0.6 mgAgrh -
over 5 to 10 minytes May be used untit desired igvej of S84aLION is acteved.

of of Sadation

x ’ i Maintanance ratas of 5 to 50 Megkg/min
(0.3 10 3 mgAgm, o higher TequIred, Evaiption L
mn&-mummummum. .
The lmmumm mnm:uwmmml
inlullﬂumlu':mumm-hunﬂnﬂ

nistration.
i . shouid dilution be recezsary,
infection: and it shoyjg not be diluteq 1y 3 concentration Iass thas 2 mg/mL, bacy
udl‘uﬂn.xlhasnunshownrabomo
W) .

on; Propofol iMeciatie smuision 5 Pravded as 2 ready to use formulation
hould oniy ba dityreg with 5% dextrose

mg US it i an smyiion, in
8 Stable when in contact with glags then with plastic (959, Potency attar 2 houry of running inyugion n
\inistration wity Other Fluids: Compatibitity or Pragofol infectatie smuisign with the

Co-administration of blood/serumyplagma has not been
-} Propotol injsciani #TUSION has been Shewn 1o be compatitig when admiristersy with the Toliowing intravenoys fiy-

Dextrose injaction (5%)
ed Ringers ang Dextrosa (8%
(§%) ang Sodium Chionge (0.45%) Injection
Dextrose (5%) ang Sodium Chigride (0.2%) Injsetion
wndling Procadures

mnmaumumwfcum 'i:limrmu.PWoflniOchbh
uonsnuuuunrybndmmmmmuqnam«m:msmasnnmmmmhnhummmmmmmmumm
ﬂmﬂwofpmmiollnmnnmumonWorummhumMMRnulsmﬁﬂlﬂSMﬂdeWﬂaﬂmwmndmuw
Priats. Continuoys i wammmwmmmwwnmmmumm_
notusa?ﬂherniswmnuofsapmhonurmepmusofmnmm.

lusasmsan-admmmﬂmoinfﬂwnl inj-cumnmurs.onbyrumcm profssmmhmhmnpomd. Inctuding some fataiies. (See
TABUSE AND DEPENDENCE )
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LIFE-TH

CROBIALLY PRESEAVED
USE IF CONTAMINATION
HANDLING PROPOFOL m“cf'n:u EMULSION WAS
OTHER IREATENING ILLNESS, AND/OR DEATH.
Anesthresi/MAC Sedation
18CTabie #Mulsion showd ge prapared for
Should be disinfected using 70% rsosraoyl atcaol, Propal
g Bropotol inpectabie smuzsion from vials,
rs:lurmavuhhmomopenod,
Propofol inectable smulsion shoulg be pre

{3 SUSPECTED. DISCARD UNUSED PORTIONS AS DIRECTED WITHIN ThHE
PROCEDURES). THERE HAVE SEEN REPORTS I WHICH FALURE TO LSE
ASSOCIATED WITH

pared for single patient usa only. Afty unused portions of Propatol injectable smutsion, resarvoirs. dag-
sokhons containing propofol inectabile smuision Must be discarded ai the end of the anesthenc procadgure or

at 6 hours. whichevar accurs S00ner The | V. line should be flushed every B hours and at the ang of the ahasthanc proceoure to remave residua)
pragofol injectable emuision.

for Axaptic Techniqua for ICU Sadation

Guidelines

Propotol injactabhe smulsion should be

vidl, stnct asap

HC TEChmIgUes must be
sterila lubing must be used for admin
ShouHt ba mimimized. Administration showid com,

and any unuse

i1 propotol inectatia emy

ftllowed
Isiration of

. The vial rubber stpy

orepared for single patiant use Ofily. When propotol insctabie smuision is administered directly from the

Dper Should be disintectad using 70% 150prapyl alcahot. A sterie vert spike and
prapofol imectable emuision, As with other lipid amuisions. tha number of | v. hng mantpuiations
mance promptly and must be complated wrthin 12 hours after the viai has been spikeg. The tuting

d portions of propafol :nsectabie emulsion must be discardad e 12 hours,

SIZ/MAC sadation shoukt ba
HOW SUPPLIED
Propofal injectable smulsi
prapoisl,
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NDG
Number
0703-2856-04
0703-2858-09
0703-2859-03
Propotol under

Ryonty

—_—
Issued: Cecarnber 1998

Gansia Sicor Phammaceuticals. inc.

Inane. CA 92618

N IS availkable n ready:

ISICR 18 transterrad 16 2 synnge or other
fotlowsd: and the product shouid be d

Propofel

20 mi vial

50 mL infusion vt
100 mL wtysson vial

03 oxidative degradation in the presance of oxypen,
Stors between 4'-22°C {40"-72°F). Dy not Tréeze. Shake welt betore

Container pror to administration, the handling procedures for geraral anesthe-
Scarded and administration lines changed after § hours.

~to-use 20 mL viais, 50 mL infusian vials, and 100 mL infusion viais contaiming 10 me/ml. of

Availsbie

Paciaging

25 vials/shelf tray

20 viate/shalf tray
Hvaisshell tay |

. and is, theretore, packaged unger PAtrogen to elimunate this degradation path.
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NDC 0703-2858-03

¢ Use strict as
» Contaminati

P I OpOfOl other lite-thr

* Single patie.

Injectable Emulsion 1% s

1000 mg/100 mL. [
(10 mg/mlL)

* Do not use i;

GensiaSicor”

PHARMACEUTICALS

Sterile, 1

10x10G
FOR I.V. ADMINISTRATION Contains

-~
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DC 0703-2859-03

ropofol
e Emulsion 1%

) mg/ml)
\DMINISTRATION

¢ Use strict aseptic tec:..ique.
* Contamination can cause fever, infection/sepsis, and/or
other life-threatening illness.
* Single patient use.
* Contains no preservative.
* CONTAINS A SULFITE: micrabial growth may still be supported.
* Begin use promptly = opening. Discard within specified
time limit. (See packaye insert.)
* Do not use if contamination is suspected.

Sterile, nonpyrogenic )
10 x 100 mL =ingle-patient infusibn vial
Contains a Sulfite g

/
/

AN




- NDC 0703-2859-03

Propofol

and/or . .

S 1njectable Emulsion 1%
be supported. g 5 1 ()OO Ing/l OO mL
specified |- « 3

[y u] @M

-a; _‘Lf) (]. O mg/ mL) )

HE FOR I.V. ADMINISTRATION

do IES * Use strict aseptic technique « Contamination can cause fever, .

infection/sepsis, and/or other life-threatening illness Singls,

fu S | on Vi 3 I S patient use « Contains no preservative » CONTAINS A 1. TF,

microbial growth may still be supported « Begin use prz: Jty
- after opening. Discard within specified time limit. (See”
package insert) e Do not use if contamination is suspected -

Gensia Sicor Pharmaceuticals, Inc., irvine, CA 92618'




NDC 0703-2¢ 03

Propofol

E Injectable Emulsion 1%
N} - |
, 2|: 1000 mg/100 mL.
e [RCAE (10 mg/mL)

A SH! ME:
se: 1,
nit. (See

suspected |
 CA 92618

FOR 1.V. ADMINISTRATION

o Use strict as
o Contaminat;

other life-th

* Single patie
¢ Contains no
» CONTAINS A
* Begin use p

time limit. 4

* Do not use '

Sterile, 1
18-x10C
Contains




RATION

- Use strict aseptic technique.
* Contamination can cause fever, irfection/sepsis, and/or
other life-threatening illness.
* Single patient use.
* Contains no preservative.
» CONTAINS A SULFITE; microbial crowth may still be supported.
* Begin use promptly after opening. Discard within specified
time limit. (See package insert.)
* Do not use if contamination is suspected.

Sterile, nonpyrogenic

10 x 100 mL single-patient infusion vials -

Contains a Sulfite
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s, and/or

il be supported.
1in specified

infusion vials

- -

‘ o Use strict aseptic technique.

‘s Contaminatinn >.7 cause fever, intection]sepsis, and/or other

~ life-threaten.ng iiiness.
‘e Single patient use.
‘e Contains no preservative.

‘e CONTAINS A SULFITE; microbial growth may still be supported.

o Begin use promptly after opening. Discard within specified time limit.

. {See package insert.)
‘e Do not use if contamination is suspected.

SHAKE WELL BEFORE USE.
Usual Dosage: See insert.

Each mL contains: propofol g {[)]I Eﬂ)ﬁgb&ﬂn oil {100 mg), glycerol (22.5 mg), egg yolk

phospholipid (12 mg) and $
adjust pH to 4.5-6.4.

ABISULFITE (0.25 mg); with sodium hydroxide to

Propofol Injectable Emulsion should be administered only by persons trained in the

administration of general anesthesia and not involved in the conduct of the

surgical/diagnostic procedure. Patients should continuously monitored and facilities for
maintenance of a patent airway, artificial ventilation, and oxygen enrichment and ¥_

circulatory resuscitation must be immediately available.
Store between 4°-22°C (40°-72°F). Do not freeze. Discard ynused portion.

Ryonly

X12-285-901

/
/

/




NDC 0703-2856-04 o Ui ateciecnnle. o osepss, angor othr

lifa-theeataning iliness.
Prop()f()l L gingln palient yse.
* Cont iva.
Iniecmble Emulsion 1% . Cﬂu:mgnag;:;ﬁ:l:':imma! growth may stilk be supported.

« Begin use promptly after opening. Discard within specilied tima limit.
2000 me/20 ml - {See package inert.)
e e . S * Do not use f contamination is suspected.

GensiaSicor”

25 x 20 mL single dose vials

FOR I.V. ADMINISTRATION
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* Use s:ict aseplic fachnique. I

* Contamination can cause fevar, infsction/septis. and/or gther
iHe-threatening illness.

 Single patient use.

* Contains no preservative. ———

+ GONTAMNS A SULFITE; microbial growth may still be supported.

* Begin use prompliy atter opaning. Discard within specified time limit.
(See package insert.)

__* Do not use it tontamination is suspected.

2856-04

>fol
wlsion 1%

25 x 20 mL single dose vials

ISTRATION
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Gensia Sicor Pharmaceuticals, Inc.

PROPOFQOL INJECTABLE EMULSION 1%, 10 mg/mL

ANDA 75-102

Response to Deficiency Facsimile dated December 11, 1998

"Container Label - NDC 0703-2856-04
(Part No. Y29-285-601)
i 200 mg/20 mL vial

NDC 0703-2858-01
i Propofol
- lniemble&nuhml%

GensiaSicor-

nie. nonpyTogens:

SHAKE WELL 3EFGRE USE '
20 mL single geue vis!

Caotaing 3 Suifie

oy

Container Label - NDC 0703-2858-09

(Part No. Y29-285-801)
500 mg/50 mL infusion vial

NDC 0703-2888-01 :J:mm?;‘ﬂm“mu ‘nmnrscns-s\m:r :fl-!nrutmmq‘
Propofol  |.z=
i ropo 0 wwt use 4 /‘ -
: Im E‘l‘nm 1% + CONTAINS & RRTE Moron Growt My shil 3¢ SLODOMEO. TS
wumme Disard wilfen SOACIQ hima omit,
" | Lol )
20 me/S0 ml R s

GensiaSicor’

-A

i B Fr s o
mu ADMBRITRATION {0 nnmlsﬂms {0.25 mg), with sodium 2

0 adjust p mdS—&d.SliU’Cm

SHAKE WELL BEFORE USE (40 Tz‘F) Do not freams. Discard unused portion.. -
100 L sisgle-poiont infosion g o
Coutules 5 $ait Romty >

Contalner Label - NDC 0703-2859-03
(Part No. Y29-285-901)
1000 ma/100 mL infusion vial

NODC C703-2858-01 . =
Contamuaton

GensiaSicur“

{:'00 l.lllﬂl) adlycm?l (22
phosphelipid (12 mg), and 3 DIIII w
META
sum WELL BEFORE USE W"’"mﬁﬁﬂ' S b
"L zingie-pationt inhucien vial 22'\':(40'72}1 Dnrﬂ!rmbnmm "'
Costaid 4 Sufle Romy J

)-

‘ November 10, 1998
WASONDOSDATAURGEROTS | CZAMENDSAMENDIZ WPD 000009



NDC 0703-2858-09
Propofol S e
. . ] threatanin_g illness.
Injectable Emulsion 1% :gsemne
500 mg/50 mL
(1 O mg/IIIL) __Suspected.
Sterile, nonpyrogenic
FOR | V ADM | N | STH ATION 20 x 50 mL single-patient infusion vials

' » CONTAINS A SULFITE; microbiai growth may
Contains a Sulfite

. still be supported.

' Begin use promptly after opening.

. Discard within specified time limit.
' (See package insert.)

+» Do not use if contamination is

GensiaSicor”

P-HAHI‘.’IACEUTICALS
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Injectable Emulsion 1
500 mg/50 ml.

* Usa strict aseptic technique.

* Contamination can cause fever. infection/sepsis. and/or other
lite-threatening illness.

s Single patient use.

* Contains no preservative.

~* CONTAINS A SULFITE: microbial growth may stifl be supported.

* Bagin use promptly after opening. Discard within specifies * »e (imit.
(See package insert.)
* Do not use if contamination is suspected.

(10 mg/mL)
FOR 1.V. ADMINISTRATION

GensiaSicor Pharmaceuticals, Inc., Irvine. CA 92618

Sterile, nonpyrogenic
20 x 50 mL single-patient infusion vials
Contains a Sulfite
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NDC 0703-2858-09

Propofol

Injectable Emulsion 1%

500 mg/50 ml
(10 mg/mL)

FOR 1.V. ADMINISTRATION

yholipid
.4,

ton of

ts should
ation,

GensiaSicor”

PHARMACEUTICALS

« Use sirict aseptic technique.

« Contamination can cause fever.
infection/sensis. and;or other life-
threatening illness.

o Single satient use.

« Contains no preservative.

o CONTAINS A SULFITE: microbial growth mo:
still be supporied.

« Begin use promptly after apening.
Discard within specified time limit.
(See package insert.)

» Do not use if contamination is
suspected.

Sterile, nonpyrogenic
20 x 50 mL singie-patient infusion vials
Contains a Sultite




« Use strict aseptic technigue.
« Contamination can cause fever, infection/sepsis, and/or other life-threatening illness.
« Singie patient use.
« Contains no preservative.
« CONTAINS A SULFITE; microbial growth may still be supported.
» Begin use prompily after opening. Discard within specified time limit.
(See package insert.)
« Do not use if contamination is suspected.

SHAKE WELL BEFORE USE.

Usual Dosage: See insert. -
Each mt contains: propafol (10 mg). soybean oil (100 mg), glycerol {22.5 mg), egg yolk phospholipid

(12 mg) and SODIUM METABISULFITE (0.25 mg); with sedium hydroxide to adjust pH to 4.5-6.4.
Propofol Injectable Emulsion should be administered only by persons trained in the administration of
general anesthesia and not invoived in the conduct of the surgical/diagnostic procedure. Patients should
be continuously monitored and facilities for maintenance of 2 patent airway, artificial ventilation, -

and oxygen earichment and circulatory resuscitation must be immediately av:ilable. 3
Store between 4'-22°C (40"-72°F). Do not freeze. Discard unused portion. -
Ryonly

Gensia Sicor Pharmaceuticals, inc., rvine, CA 92618 X 12-285-801




CENTER FOR DRUG EVALUATION AND RESEARCH

Application Number 75-102

CHEMISTRY REVIEW(S) -
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CHEMIST'S REVIEW NO.2

aANDA #75-102
NAME .AND ADDRESS OF APPLICANT

Gensia Sicor Pharmaceuticals
17 Hughes
Irvine, CA 92718-1902

LEGAL BASIS FOR ANDA SUBMISSION
Generic version of Zeneca, Ltd., DRiprivan® (NDA 19-627).

Patent certification and exclusivity statement are provided
(pp 013-017).

SHBRLEMENILEL’ N/A )

ESTABLISHED NAME 7. PROPRIETARY NAME
Propofol Injectable Emulsion - N/A
(With 0.025% Sodium Metabisulfite) }
SUPPLEMENT (s) PROVIDE(s) FOR Original ANDA '
AMENDMENTS AND QOTHER DATES
Firm FDA
Orig. submission 3/31/97 Acknowledgment letter 5/8/97
Amendment 5/20/97
Micro review 9/17/97
Deficiency letter 10/22/97
Amendment (Bio) 12/11/97
Amendment 12/3/97

Change to 0.025% Sodium Metabisulfite

Amendment 1/16/98
New correspondence 2/11/98
New correspondence  4/13/98
New correspondence $/27/98 Bio review (Final) 6/23/98
New correspondence 6/30/98
New correspondence 8/10/98

Amendment 8/24/98 Micro review 10/23/98
Amendment 10/16/98
Amendment 12/14/98
New correspondence 12/15/98 Label review 12/21/98

New correspondence 12/28/98



CHEMIST'S REVIEW ANDA 75-102 - PAGE 2

10. PHARMACOLOGICAL CATEGORY
Anesthetic - is indicated for both induction and/or
maintenance of anesthesia as part of a balanced anesthetic
techmique for inpatient and outpatient surgery.

11. Rx ox OTC

- R
12. RELATED ANDA/DMF (s)

13. DOSAGE FORM

Injection (I.V. Administration)

14. EIBEHQIH-

10 mg/ml
15. CHEMICAL NAME AND STRUCTURE
Propofol
CH;s0; M.W. = 178.27

CH OH CH,

H.C CH

2,6-Diisopropylphencl. CAS [2078-54-8]

Drug substance and drug product are not official USP 22
items.

16. RECORDS AND REPORTS None

L L% '



17.

18.

19.

COMMENTS

Application is satisfactory for approval

Labeling review ACCEPTABLE, dated 12/21/98

Bio review found ADEQUATE, dated 6/23/98

Micro review found ADEQUATE, dated 10/23/98

DMF found ADEQUATE, dated 11/17/98

Methods validation for drug substance and drug product
have been evaluated under ANDA 74-816. Only the sodium
metabisulfite assay was tested on this ANDA.
Establishment Evaluation Report has been found
ADEQUATE, dated 12/14/98.

g. ANDA has same manufacturing process as companion ANDA
74-816 (vials). - .

CONCLUSIONS AND RECOMMENDATIONS
APPROVE

REVIEWER DATE COMPLETED
Raymond Brown December 28, 1998

QNN O PR o P o B o i
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10.

11.

12.

13.

14.

C ST/ NO.

ANDA #75-102

NAME AND ADDRESS OF APPLICANT

Gensla Laboratories, Ltd.
19 Hughes-
Irvine, CA 92718-1902

A S 8] S

Q

Generic versian of Zeneca, Ltd., Diprivan® (NDA 19-627).
Patent certification and exclusivity statement are provided

(pp. 013-017).

U.S. Patent No. 4056635, expired November 1, 1996

SUPPLEMENT(s) N/A
STABLISHED N

7. (%] AR

Propofol Injectable Emulsion 1% N/A

{witt

SUPP NT (s v Q
AMENDMENTS AND OTHER DATES
Firm

Orig. submission 3/31/97
Amendment 5/20/97

Original ANDA

EDA
Acknowledgment letter

CSO review
Label review
Bio review
Micro review

g

5/8/97
4/29/97
Pending
Pending
9/17/97

This review covers submissions dated 3/31/97 and 5/20/97.

PHARMACOLOGICAL CATEGORY

Anesthetic - is indicated for both induction and/or
maintenance of anesthesia as part of a balanced anesthetic
technique for inpatient and outpatient surgery.

BX or O

B

SAG 9]

Injection (I.V. Administration)

STRENGTH
10 mg/ml



15.

-

CHEMIST W 75~ -

CHEMIC AN RUCTUR

- Propofol
C\HigO7 M.W. = 178.27

CH, OH  CH,

H,C CH,

2,6~Diisopropylphencl. CAS [2078-54-8]

Drug substance and drug product are not official USP 23 items.
;-

18.

19.

RECORDS AND REPORTS None sy

COMMENTS

a. Application contains facsimile CMC deficiencies

b. Labeling pending dated.

c. Bio (with . found pending, dated

d. Micro found satisfactory, dated 9/17/97

d. DMF found satisfactory, dated 7/25/97

e. Methods validation for both drug substance and drug is
being evaluated under ANDA 74-816, submitted 4/7/97.

£. Establishment Evaluation Request has been submitted to
the Division of Compliance, dated 4/30/97.

g. ANDA has same manufacturing process as companion ANDA
74-816 (vials).

‘CONCLUS (0]

NOT APPROVABLE

REVIEWER:
Raymond Brown July 25, 1997
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CENTER FOR DRUG EVALUATION AND RESEARCH

Application Number 75-102

BIOEQUIVALENCE REVIEW(S)



2

Propofol Injectable Emulsion Gensia Laboratories
10 mg/mL Irvine, CA

ANDA #75-102 Submission Date:
Review: Moheb H. Makary 1/16/1998

Filename: 75102W.198

Addendum to the January 16, 1998 Review

Gensia’s formulation for Propofol Injectable Emulsion, 10 mg/mL,
contains 0.025% sodium metabisulfite instead of ,

used in the reference product by Zeneca. Therefore, the
waiver for the test product should be granted based on CFR
320.24(b) (6) not on CFR 320.22 (b) (1} as stated in the original
review (review dated June 23, 1998). )

/S, -
Mcheb H. Makary, Ph.D.

Division of Bicequivalence
Review Branch. IIL, _~ 7

Conc-ur /S/ . Date: ,g/g.al/?@/

Dale P. Cohner, Pharm.D.
Director
Division of Bioequivalence

-



Propofol Injectable Emulsion Gensiz Laboratories
10 mg/mL Irvine, CA

ANDA #75-102 Submission Date:
Review: Moheb H. Makary - 1/16/1998 '

Filename: 75102W.198

Addendum to the January 16, 1998 Review

Gensia’s formulation for Propofol Injectable Emulsion, 10 mg/mL,
contains 0.025% sodium metabisulfite instead of

used in the reference product by Zeneca. Therefore, the
waiver for the test product should be granted based on CFR
320.24 (b} (6} not on CFR 320.22 (b) (1) as stated in the original
review (review dated June 23, 1998). )

Moheb H. Aal‘!&/, Ph.D.

Division of Biocequivalence

Review Branch I{%7 f7z¢7
Concur:____ b Date: ,z/sa/?@/
Dale P. Conner, Pharm... 7

Director
‘Division of Bicequivalence

.f--'——.

Mmakary/12-30-98, 75102W.D98



DIVISION REVIEW SUMMARY

ANDA 75-102 DRUG PRODUCT: Propofol Injection Emulsion
{(with 0.025% Sodium Metabisulfite)

FIRM: Gensia Sicor Pharmaceuticals
DOSAGE FORM: Injectable (Intravenous)
STRENGTH(S) : 10 mg/mL

CcGMP STATEMENT/EIR UPDATE STATUS: Adequate - B
An ESTABLISEMENT EVALUATION REPORT issued to the Division of
Compliance has found to be ADEQUATE, dated 12/14/98.

BIO INFORMATION: Satisfactory - s
The Division of Biocequivalence has granted the waiver is pending °~
the acceptance of the new formulation. See bio review dated
6/23/98.

VALIDATION- (DESCRIPTION OF DOSAGE FORM SAME AS FIRM'S):
Adequate -

Methods validation for drug substance and drug product were
performed under ANDA 74-816, which used the same methods. Cnly
the sodium metabisulfite assay was tested on ANDA 75-102. See
methods validation report dated May 26, 1998,

STABILITY: Satisfactory -

Accelerated (40°C 3 2°C/75 + 5% RH and Light Box) stability data
are provided for lot nos. XP7N314, XP7S302 and XP7S302F1 tested
at 1, 2 and 3 month intervals in the final marketed container/
closure systems, 20 mL, 50 mL and 100 mL vials respectively. The
data are adequate and within the specified limits. Also provided
are controlled room temperature (22 + 2°C and 25 + 2°C/60 + 5%
RH), tested at 1, 2, 3, 6 and 9 month intervals in the final
container/closure systems. The data are within the specified
limits. An expiration dating period of 24 month has been
granted.

LABELING: Acceptable - :
See review of professional labeling conducted by Kuong Lee,
concurred by John Grace, dated 12/16/98.

-



STERILIZATION VALIDATION: Adequate -
See micro review #2, dated 10/23/98,

SIZE OF BIO BATCH (FIRM'S SOURCE OF NDS OK?) Satisfactory -

Batch nos. XP7N314 NDS lot no. PL-PROP-4) has

a theoretical yield of Liters, actual yield consist of
Liters. '

Drug Master File found ADEQUATE, dated 11/17/98.

SIZE OF STABILITY BATCHES - Satisfactory -

Batch no. XP7N314 a theoretical yield of Liters, actual

yield consist of -iters. Batch Reconciliation indicates . -
the entire batch was packaged in to sublots, lot no. XP7S302 and
XP78302F1.

PROPOSED PRODUCTION BATCH - MANUFACTURING PROCESS THE SAME AS
BIO/STABILITY? Satisfactory -

The proposed maximum production batch size is iters, with
equipment specified.

RECOMMENDATION:
APPROVE

cc:

. {y
Endorsement : .4@é)¢fﬁlgﬁ7£



December 11, 1997 G 5 I A

LANSORATOIRIES LTD

NE.. il SeENT

Mr. Douglas Sporn .
Office of Generic Drugs “ / p
Center for Drug Evaluation and Research -'
Food and Drug Administration
- Metro Park North II, HFD-600
Attention: Documentation and Control Room, Room 150
7500 Standish Place
Rockvilte, MD 20855-2773

‘-.
S

RE: Propofo! Injectable Emulsion
(with 0.005% EDTA), 10 mg/mL
Prefilled Syringe ANDA: 75-102
BIOEQUIVALENCY AMENDMENT
Dear Mr. Sporn:

Reference is made to our Abbreviated New Drug Application for Propofol Injectable
Emulsion (Prefilled Syringe) containing 0.005% Disodium Edetate (EDTA) in the

ﬂ."‘*f.

formulation, ANDA 75-102. Reference is also made to the Agency's letter dated P

November 30, 1997. In accordance with the provisions of Section 314.96 of the Code -*

of Federal Reguiations, Title 21, we hereby amend our appllcatlon to provide the
additional information as requested.

Furthermore, pursuant to the Agency's instructions, a copy of the Bioequivalency
Deficiency facsimile is provided in this response.

We trust you will find the information in this amendment satisfactory for your review and
approval. If there are any questions concerning this application, please do not hesitate
in contacting Ms. Rosalie A. Lowe, Asscciate Director, Regulatory Affairs, at (714) 457-
2808, or myself at (714) 455-4709, or by facsimile at {714) 583-7351.

Sincerely,

SoOruar 3T 44 “”"‘zrk
Dpnald J. Harrigan, R.Ph. f HECE'VED i

Director, Regulatory Affairs

Enclosure Cenin ‘
cc: Ms. Elaine Messa 612 1997: -

District Direct
Ul.SII FoogeangrDrug Administration GENER’G DRUGS

Los Angeles District
19900 MacArthur Blvd., Suite 300

Irvine, CA 82715_ ,’& RO75102AMENDSWUMENDI WPD
Censia Laboratories. Ltd. w 19 Hughes; Irvine, CA 92618 m (714) 355-4700 @ FAX (714) 855-8210

Gensia Inc. m 9360 Towne Center Drive, San Diego, CA 92121 m (619) 546-8300 m FAX (619) 453-0095
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BIOEQUIVALENCY DEFICIENCIES TO BE PROVIDED TO THE APPLICANT

ANDA: 75-102 APPLICANT :GENSIA

DRUG PRODUCT: Propofol 10 mg/ml prefilled syringes (injectable
emulsion)

The Division of Biocequivalence has completed its review of your
submission(s) acknowledged on the cover sheet. The following
deficiency has been identified.

1. Please measure the globule size distribution in the
prefilled syringes for both the test and reference products.

Sincerely yours,

no
AL -

i
Rabindra N. Patnaik, Ph.D.
Acting Director
Division of Bicequivalence
Office of Generic Drugs
Center for Drug Evaluation and Research



BIOEQUIVALENCY DEFICIENCIES TO BE PROVIDED TO THE APPLICANT

-

ANDA: 75-102 APPLICANT:GENSIA

DRUG PRODUCT: Propofol 10 mg/ml prefilled syringes (injectable
emulsion)

The Division of Bioeguivalence has completed its review of your
submission(s) acknowledged on the cover sheet. The following
deficiency has been identified.

1. Please measure the globule size distribution in the

prefilled syringes for both the test and reference proeducts.

Sincerely yours,

i -

Rabindzgs . Patnaik, Ph.D.

Acting Director

Division of Bioequivalence

Qffice of Generic Drugs ]
Center for Drug Evaluation and Research



Propofol InjectLOn, Prefilled  Gensia Laboratories
Syringe .

10 mg/mL™ : Irvine, CA
ANDA #75-102 Submission Date:
Reviewer: Moo Park 3/31/97; 5/20/97

Filename: 75102w.3%7

Raview of a Waiver Request
I. Qbjectiveg

Review of Gensia's waiver request for its Propofol Injection, 10
mg/mL in 20 mL prefllled syrlnge Reference listed drug product
is Zeneca's Diprivan®, 10 mg/mL in 50 mL prefilled syringe. -

II. Background

The applicant received a waiver for its Propofol Injection, 10
mg/mL in 20 mL, SO0 mL and 100 mL vials (ANDA #74-816; submission
date=12/24/96; review date=5/16/97). This ANDA #75-102 is for
Propofol Injection, 10 mg/mL in 20 mL prefilled syringe.

III. Comments

1. Propofol Injection is an oil-in-water emulsion. The
formulation of the test product is shown below. The
formulations of the test and reference formulations are
identical.



Test Formulation

Ingredient i Amount mg/mL
Propofol 10
Soybean 0il, USP 100
Glycerin, USP 22.5
Egg Lecithin 12
Sodium Hydroxide gs to pH 7-8.5
Water for Injection, USP gs to 1 mL
2. The globule size distribution data of the test and reference

drug products submitted were the same submitted for ANDA _
#74-816 for the injectable emulsion packaged in vials. The . -
firm should measure the globule size distribution in the ’.-
prefilled syringe formulation for both the test and T
reference products. Variables such as filling operation

into syringes and contact with packaging components may

affect the globule size distribution.

3. The waiver of in vivo bicequivalence study requirements for
the test product is not granted pending the applicant's new
globule size distribution data for the test and reference
products packaged in syringes.

IV. Deficiency

The globule size distribution data of the test and reference drug
products submitted were the same submitted for ANDA #74-816 for
the injectable emulsion packaged in vials. The firm should
measure the globule size distribution in the prefilled syringes
for both the test and reference products.

V. Recommendation

The Divisien of Biocequivalence does not agree that the
information submitted by Gensia demonstrates that its Propofol
Injection (with ), 10 mg/mL in prefilled
syringe, falls under 21 CFR 320.22(b) (1) of the
Biocavailability/Bicequivalence Regulations. The submission is
incomplete and the waiver of in wvivo biocequivalence study
requirements for the test product is not granted pending the
applicant's response to the deficiency.



The firm should be informed of the deficiency and
recommendation.

787 >/
Moo Park, PA‘D. Y
Review Branch III
- ~The Division of Bicequivalence

RD INITIALED RMHATRE
FT INITIALED RMHATRE - ~ 97,/45
A 70/
Concur; ‘ft . Jate: ?{ ( ' 1 ?_
Nicholas ¥yScher, Ph.D.
Director

Division of Biocequivalence

v ¢ mm i == o wm e g ———— - - A e e w

File history: Draft (7/2/97); Final (7/8/97)



CENTER FOR DRUG EVALUATION AND RESEARCH

Application Number 75-102

MICROBIOLOGY REVIEW(S)
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OFFICE OF GENERIC DRUGS, HFD-640
Microbioclogists Review #1
September 15, 1997

1. ANDA 75=-102

-—

APPLICANT Gensia Labeoratories, LTD.
19 Hughes
Irvine CA 952718-19%02

2. PRODUCT NAMES: Propofol Injectable Emulsion (with
0.005% EDTA) -

3. DOSAGE FQRM AND RQUTE OF ADMINISTRATION: 10 mg/mL
Emulsion, 200 mg/20 mL Pre-Filled Syringes, Intravenous

4. METHCD (S) QF STERILIZATION:

5. P Cco IC TEGORY: Hypnotic Agent (Sedative)

i
1. D 0 IT M N: March 31, 1997 fe -
Subject of this Review (Received April 1, 1997)

2. DA oF : None
3, RELATED DOCUMENTS:

4. SSIg FO VIEW: 9/8/97

REMARKS: The subject drug product is filled into 20 mL
glass syringes and terminally sterilized at the
Irvine CA pharmaceutical manufacturing facility.

CONCLUSIONS: =~ The submission is recommended for approval on
the basis of sterility assurance. The
specific commengs are pravided in "E..Revi;r

. Notes". / ‘ 16 /44}

Andrea S. EEHT.PHQ D.

d‘c& af 17

-102
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CENTER FOR DRUG EVALUATION AND RESEARCH

Application Number 75-102

ADMINISTRATIVE DOCUMENTS



u-uw 73 FDA CLEK EED rage

Xq% lgTABLISHMENT EVALUATION REQUEST

SUMMARY REPORT
Application: A 75102/000 Priority: Org Code: 600
Stamp: 01-APR-1997 Regulatory Due: Action Goal:
Applicant: GENSIA LABS Brand Name:
19 HUGHES Established Name:PROPOFOL
_ IRVINE, CA 926181902 Generic Name:
. Dosage Form: INJ (INJECTION)
Strength: 10MG/ML

FDA Contacts: K. SHERROD (HFD-617)

B. ARNWINE (HFD-645)

Overall Recommendatmn

301-827-5849 , Project Manager
301-827-5849 , Team Leader

ioi

District Goal: 01.JUN-1998

ACCEPTABLE on 14-DEC-1998 by J. D AMBROGIO (HFD-324) 301-827-0062

ACCEPTABLE on 12-MAY-1997by M. EGAS (HFD-322)301-594-0095

Establishment:

Profile: CSN OAI Status: NONE
Last Milestone: OC RECOMMENDATION
Milestone Date  16-NOV-1998

Decision: ACCEPTABLE

Reason: BASED ON PROFILE

DMF No
AADA No:

Responsibilities: DRUG SUBSTANCE
MANUFACTURER

Establishment: 2027158
GENSIA INC
19 HUGHES
IRVINE, CA 926181902

Profile: SVS OAI Status: NONE
Last Milestone: OC RECOMMENDATION
Milestone Date  14-DEC-1998

Decision: ACCEPTABLE

Reason: DISTRICT RECOMMENDATION

DMF No:
AADA No:

Responsibilities: FINISHED DOSAGE
MANUFACTURER




APPROVAL SUMMARY

REVIEW OF PROFESSIONAL LABELING
Di1viSION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 75-102 Date of Submission:December 14, 1998
- Applicant's Name: Gensia Laboratories, Ltd.

Established Name: Propofol Injectable Emulsion 1% (10 mg/mL)
Approval Summary
Do you have 12 Final Printed Labels and Labeling? YES
1. CONTAINER - 20 mL, 50 mL, and 100 mL vials

Satisfactory in FPL in the December 14, 1998 submission.
2. CARTON - 20 mL, 50 mL, and 100 mL

Satisfactory in FPL in the December 14, 1998 submission.
3. INSERT

Satisfactory in FPL in the December 1&, 1998 submission.

Revisions Needed Post Approval But Prior To Marketing

et
,\wil CONTAINER - 20 mL, 50 mL, and 100 mL vials
CG\T\\“ '
\y T andl a. Please add “Contains a Sulfite” with the same
'Uh quﬁ prominance as the total volume expression on the
(}ﬂE& ‘X principal display panel and relocate to appear above
the route of administration.
L~ )
¢ &; b. Relocate “Rx only” to appear on the principal display
r\ { panel.

\'\(/W’M' CARTON - 20 mL, 50 mL, and 100 mL

QQQQQE* a. Relocate “Contains a Sulfite” to appear above the route
W - of administration on the principal display panel.

b. Relocate “Rx only” to appear on the principal display
panel.



Transfer Label

Transfer labels are not reviewed by the Division however, we
recommend that the.phrase “Contains a Sulfite” be added to
the label.

INSERT

a. The molecular weight of propofol should be 178.27
instead of 178.28 and chemically it should be described
as 2,6-diisopropylphenol in the DESCRIPTION section.

b. Insert the word “injection” after the word “propcfol”
in the last sentence under Individualization of
Dosage subsection of CLINICAL PHARMACOLOGY section.

c. Insert the word “classified” between the words ™.
recommended for children” and “ASA III or IV.” in the
fourth sentence, first paragraph, under Induction of
General Anesthesia subsection of Pediatric Rnesthesia
subsection of CLINICAL PHARMACQOLOGY section.

d. We note that you have included the statement “Contains
sodium metabisulfite, a sulfite that..in non asthmatic
people” in the PRECAUTIONS and DOSAGE AND
ADMINISTRATION sections however, this statement should
appear in WARNINGS section per 21 CFR 201.22(b).

e. Delete the last sentence, “Accidental clinical
extravasation and intentional injection into
subcutaneous or perivascular tissues of animals caused
minimal tissue reaction.” in the fifth paragraph under
PRECAUTICNS section.

f. Please add “The syringe(s) should be labeled with
appropriate information including the date and time the
vial was opened.” as the fifth sentence in the first
paragraph under the Guidelines for Aseptic Technique
for General Anesthesia/MAC Sedation subsection of the
DOSAGE AND ADMINISTRATION section.

g. We:encourage you to relocate “R: only” to the TITLE
secticn.



BASIS CF APPROVAL:

Was this approval based upon a petition? No
What is the RLD on the éSG(h) form: Dipriwvan
NDA Number: 19-627

NDA DRUG Name:Dipriwvan

NDA Firm: Zeneca

Date of Approval of NDA Insert and supplement #: 6-11-96
Supplement - Formulation Revision (SCF-027) only in draft
which could not be located by the last 3 labeling reviewers.
The only labeling that could be obtained from the New Drug
Division (ND) was the one Mr. David Kognistein personally
found himself from the ND document room. The labeling,
dated December 4, 1996, is not approved however, it is the
cnly model labeling available and was used by previous
labeling reviewers. Several requests have been made to get - =~
the approved RLD labels and labeling however we have not
received any updated labeling nor seen any approved labellng
supplements recently.

Has this been verified by the MIS system for the NDA? YES
Was this approval based upon an OGD labeling guidance? NO

Basis of Approval for the container labels: REGULATIONS



REVIEW OF PROFESSIONAL LABELING CHECKLIST

Established Name Tas Ko N.A.

Different name than oa acceptance ta file lettar? b 4
Is this product a USP item? If so, USP supplemsnt in which verification was assured. X
use 23
‘Ia this name different than that used in the Orange Book? X
I# not U3F, bas the product name besn prouposed in the T7 b 4

Error Prevention Analysis
Has the fim prop d a propristaxy nama? If yes, complate thias subsection. -4
Do you find the hmhe cbisctionable? List reascns in FTA, if so. Consider: nan.g;m z
Scunds or looks like anothar name? ULAN stem presant? Frefix or Suffix present?
Hnm“bmtcmx&adumhbclmmmhtm Committee? If so, what 3
ware the reccmmendations? If the name was unacceptable, has the fimm been notified?
Packaging
Is this a new packaging configuration, never bean approved by an ANDA or NDA? 1If yes, X
dascxibe iz FTR.
Is this package sixe wmimmatahed with the recosmandsd dosage? If yes, the PFoisen z
Frevention Act may requirs a CRC.
Does the package proposed have any safety and/or regulatory concerns? b 4
1f IV product packaged in syringe, could thers be adverse patisnt cutcoms if given by X
direat IV injsation?
Conflict betwean the DOSAGE AND ADMINISTRAATION and IMDICATIONS sections and the b 4
packaging configuration?
Is the strength and/or concentration of the produat unsupported hy the insart labeling? x

Is the calor of the container (i.e. the coler of tha cap of a mydriatio ophthalmia) or
cap incorrect?

Indtvidual cartons required? Issuaes for PTR: Insovator individually eartonsd? Light
sansitive product whiah might require oartoning? Must the package insesxt adocampany the
produat?

Are thars any other safety concarns?

Labeling

Is the name of the drug unolear in print or lacking in promipence? (Nams should be the
most praminant information on the labal) .

Has applicant failed to clearly differentiate aultiple produot atrengths? b 4
Is tha corporate logt;lamrth-nlls aontainer label? (Mo regulation - see ASNP 4
guidalines)

Labeling {continued)

Doss KD make specia)l differentiation for this label? {i.s., Fediatrio streagth wvs
Mdnult: Oral Solution vs Concentrates, Warning Statemsats that might be in red fax the
o)

Ia the Manufactured by/Distribhutor stat t 4 t o falsely 1 Latant baty
labels and lakeling? ITs "Jointly Manufactursd by...", statement oeeded?




Failure to desaribe solid oral dosage form idantifying markings in HOW SURPPLIED?

Kag the firm failed te adequately support oompatibility or stability claims which appear
in the insart labeling? HNote: Chemist should confirm the data has been adequately
SJpported.

5coxing: Dascribe scoring cenﬂ.qu.:ltinn- of ALD and applicant (page #) in the FIR

Is the scoring configuration different than the RLD?

Kas the firm failed to describe the scoring in the NOW SUPPLIED section?

[ Thactive Ingredients: (Fmm: List page # in application whare inactives ate
listed)

Doss the product contain alachel? If so, has the accuracy of the statesant been
confirmed?

Do any of the inactives differ in concentration for this route of administration?

Any adverse affects anticipated from inactives (i.s., bearyl alschel in necnatas)?

Is there a discrepancy in inactives bBetween DESCRIPTION and the composition statement?

Has the tamm “othar ingredisnts” been uzaed to protect a trade secret? If so, is claim
supportad?

Failure to list the coloring agunts if the compoaition stat t lists e.g¢., Opacoda,
Opaspray?

Failure te list gelatin, coloring agunta, antimiorcbials for capsules in DESCRIFTION?

Failure to list dyes in isprinting inks? (Coloring agents @.g., iroen ocxidas nesd not be
listed)

USP Issues: (ITR: List USP/NDA/ANDA dispensing/storage recommendstions)

Do container recommendations fall to mest or exceed USP/HDA recommencdations? If so, ars
tha recommendations supportad and is the difference acceptable?

Doss USF bave labeling recommandations? If wny, does ANDA meat tham?

Ia the product light sensitive? If so, is WOA and/or AMDA in a light reaistant
container?

Failure of DESCRIPTION to mewt USP Dascrijtion asd Selubility information? If sc, USP
information should ba used. However, only include salvents appearing in inncvater
labeling.

Biocequivalence Issues: (Campare bicequivalency valuss: insert to atudy. List
Cmax, Tmax, T A apd date study acosptable)

Insart labeling rafersnces a food affect or a no-affect? If so, was a food atudy done?

Has CLINICAL PHARMACCLOGY heen modified? If s0, briefly datail where/why.

Pltmt/nxclulivity Issues?: FTR: Check tha Orange Book wditios or cumulative
scpplement for vexification of the latast Patent or Exclusivity. List expiration date
fox all patsnts, exalusivities, sto. or if none, please stats.




FOR THE RECORD

1.

Gensia Laboratories originally submitted ANDA 75-102 for
propofel injectable emulsion with . 10 mg/mL
prefiiled syringe on March 31, 1997, as a result of several
communicaticons with OGD. The firm withdrew from this
application the prefilled syringe with the nd
amended the application to provide for an alternate
preservative system, 0.025% Sodium Metabisulfite, in vial
sizes, 20 mL, 50 mL, and 100 mL.

MODEL LABELING - NDA 19-627 Diprivan® Injectabkle Emulsicn
1%; Zeneca LTD: Approved 4-21-95 labeling issues, and 6-11-
96 Supplement - Formulation Revision (SCF-027) approved
labeling, revised 5-96.

This is a_ potential first generic.

INACTIVE INGREDIENTS - See page 100095 Section VIII, Volume
3.1. Note RLD cites Gensia cites "Glycerol” on
the labels and labeling but Glycerin in the
Components/Composition section. Glycerin USP monograph
lists glycerol as an alternate name and this is acceptable.
Also, Gensia chooses to refer to "Egg Lecithin" as "Egg yolk
phospholipid®”. The chemist was consulted and finds this '
acceptable. It should be noted that the pH is now listed as
4.5 - 6.4 compared to 7 to 8.5. The pH difference was found
to be acceptable by Dr. Mary Fanning.

PATENTS/EXCLUSIVITIES

Confirmed through Orange Book Cumulative Supplement 6 Jan'98-Jun'98.
Patent 4056635 expired 11-1-9¢,
Patent 4798846 expires on 3-19-97.

Patent 5714520. expires on March 22, 2015. Gensia states
that this patent “will not be infringed upcn by the
manufacture, use, or sale by Gensia Sicor Pharmaceuticals,
Inc., for which this amendment is submitted.” Paragraph IV
Certification cited.

Patent 5731355 provides for method of producing analgesia
expires March 22, 2015. Paragraph IV Cartification cited.

Patent 5731356 provides for a method for limiting the
potential for microbial growth expires March 22, 2015.
Paragraph IV Certification cited.



10,

Exclusivities, I-99, for Pediatric¢ Anesthesia in Children 3
yYears and older expired on 10-26-96.

Exclusivity, I-90, for Intensive Care Unit Sedation expired
on 3-8-96. -

=
Exclusivity, NP, for new product containing 1Xpires on
June 11, 1999, According to the information listed in the
18™ edition of the Approved Drug Products, Zeneca Ltd., has
been granted a period of marketing exclusivity for
Diprivan®. The exclusivity granted will expire on June 11,
1999. Indication: New Product. Gensia states that they are
‘not seeking marketing approval for an reserved
(Propofol) Injectable Emulsion, 10 ng/mL product.”

STORAGE TEMPERATURE RECOMMENDATIONS COMPARISON

Not USP. _Both ANDA and RLD: Store below 220C (7290F). Do
net store below 40C (400F) . Refrigeration is not
recommended.

The RLD storage recommendation has been revised to read
"Store between 4o - 220C (400 - 720F). DO NOT FREEZE."

Gensia is the sole manufacturer of the drug product. See PP
335, 354 of original submission.

BIOEQUIVALENCE - Completed

PACKAGING CONFIGURATION
RLD: 20 mL ampuls, 50 mL and 100 mL infusion vials,
and 20 mL and 50 mL pre-filled syringes.

ANDA: 20 mL single dose vials, and 50 mL and 100 mL infusion
vials.

Earlier RLD labeling stated "Protect from light." However,
newer labels do not have this statement. Also, in a
previous review for another ANDA, the comment was made in
the FTR that if Packaged with nitrogen, the statement was
not required. '

The RLD has one revision in the box of warnings - "Supports
rapid mic¢robial growth” has been revised to read "Supports
microbial growth". "Rapid” has been deleted. This does
make "sense based on the addition of o T -
retard growth. It is noted that this is not an
antimicrobially preserved product under USP standards. To
date, we have not received FPL for the 6-11/96 approved in
draft for SCF labeling.



1l1. Gensia submitted an "IV Transfer Label”. I have never seen
such an approved label for the RLD. No comments will be
made. We won't approve this. This statement is from the
previous review.

12. BAIL BAND - A bail band will be attached to the bottom of
: each infusion vial.

13. TO FILTER OR NOT TO FILTER?

See FTR dated 28-Apr-1997, from Laurence Landow, re:
Innovator was told to delete the statement “Do not use in-
line filters with this product”. It was also noted on a
memo dated 28-Feb-1997 that the Division was to send a
letter to the innovator to delete the reference to the use
of filters in the insert. Labels and labeling will be.
consistent to advise against the use of filters.

Date of Review: December 16, 1998 Dates of Submission:
¢ December 14, 1998
/S/

J——
Vv

Primary Reviewer: Koung Lee

Team Leader: Charles V. Hoppes('(, ; {\)} N , |
< r“s\‘“’(J il /A"’“‘“

ce: | ' /:bZLyé?F




;I contacted Tania Hoffman today as a
| follow-up to her conversation with
| Charlie Heppes on 10/23/97.

§ She had questions regarding the
| review which was recently faxed to
:the firm.

| After checking the jacket for ANDA

| 75-102, I was able to verify that the

| revisicon requested under CLINICAL

| PHARMACOLOGY: (Clinical Trials) ICU

| Sedation: (See WARNINGS...) Paragraph

| 6 - Revise the first sentence to read
as follows: “In Medical Postsurgical

{ ICU...”. I confirmed that the “M” in

| Medical, and the “P” in Postsurgical

| must be capitalized.

| I also confirmed the paragraph
location for these corrections as
paragraph 6.

X : \NEW\ FIRMSAM\GENSIA\TELECONS\751020CT.97(,

DATE

10/24/97

ANDA NUMBER
75-102
74-816

IND NUMBER

INITIATED BY
APPLICANT/
SPONSOR

X DA

PRODUCT NAME
Propofol
Injectable
Emulsion

FIRM NAME
Gensia
Laboratories Inc.

NAME AND TITLE OF
PERSON WITH WHOM
CONVERSATION WAS HELD
Tania Hoffman

TELEPHONE NUMBER
{714) 457-2848




REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Numbef:  75-102 Dates of Submission: =~ March 31, 1997

Applicant's Name: Gensia Laboratories, Ltd.

Established Name: Propofol Injectable Emulsion 1% (10 mg/mL)
Labeling Deficiencies:
1. CONTAINER - 20 mL Single Dose Syringe

a. DPlease ensure the statement "SHAKE WELL BEFORE
~USE" appears prominently.

b. Revise the statement “In addition to... adjust pH”
to read:

“Each mL contains...”.

C. Revise the storage recommendation statement to
read:

... (400=T720F). Do Not Frééze. Discard ...

d. Per the UZP monograph titles, use "Edetate
Disodium” rather than "Disodium Edetate" and
“Edetate Calcium Disodium"™ rather than "Calcium
Disodium Edetate.”

2. CARTON - 20 mL Single Dose Syringe
See comments under CONTAINER.
3. INSERT
a. GENERAL COMMENTS
-~ 1. We note that your ANDAs 75-102 and 74-81¢
share a common insert. Please note that if
your applications are not approved at the
same time you may be asked to change your
insert labeling accordingly. Also, the
fo..lowing comments refer to the insert
submitted on June 27, 1997, for ANDA 74-816.

ii. Throughout the text of the insert do not

"
]



capitalize “propofol” unless required to do
50 by sentence structure.

CLINICAL" PHARMACOLOGY:

Clinical Trials

ICU Sedation: (See WARNINGS...)

Paragraph 2 - Revise the first sentence to read as

follows:

“In Medical Postsurgical ICU...”

PRECAUTIONS

- i.

ii.

Intensive Care Unit Sedation: (Seeae
WARNINGS...)

Paragraph 8, line 1 - “Edetate Calcium
Disodium” rather than “Calcium Edetate
Discdium”.

Paragraph 5 - Revise the last sentence as
follows:

...days following induction. Accidental
¢linical extravasation and intentional
injection intc subcutaneous or perivascular
tissues of animals caused minimal tissue
reaction. Intra-arterial...

DOSAGE AND ADMINISTRATION (Administration with
Other Fluids:)

i.

ii.

Fifth paragraph, line 10 - SEDATION (SEE
CLINICAL PHARMACOLOGY, Clinical Trials...

Please revise the following strength of the
Large Volume Parenterals to appear as
follows:

Dextrose Injection 5%

Lactated Ringers and Dextrose (5%)
Dextrose (5%) and Sodium Chloride {0.45%)
Injection

Dextrose (5%) and Sodium Chloride (0.2%)
Injection



Please revise your labels and labeling, as instructed above, and
submit final printed container labels and carton labeling, and
final print (or draft, if you prefer) insert labeling.

Please note that we reserve the right to request further changes
.in your labels and/or labeling based upon changes in the approved
labeling of the listed drug or upon further review of the
application prior to approval.

To facilitate review of your next submission, and in accordance
with 21 CFR 314.94(a) (8) (iv), please provide a side-by-side
comparison of your proposed labeling with your last submission
with all differences/daﬁptated and explained.

A /
. § (I W/S/ e " -

L
Jerry Phlllips

Director
Division of Labeling and Program Support.
Office of Generic Drugs ;

Center for Drug Evaluation and Research



The project manager for these
applications wanted us "to make clear
to the f£itm that the two applications
can not be approved separately in
this insert labeling since there is a

J shared insert.

I called Mr, Harrigan today to let
him know this and to tell him that he
can expect labeling comments soon for
these applications.

10/21/97

ANDA NUMBER
74-816
75-102

IND NUMBER

TELECON

INITIATID BY X MADE

APPLICANT/ BY
SPONSOR TELE.

X FDA IN

PERSON

PRODUCT NAME
Propofol

Injectable
Emulsion 1%

FIFM NAME
Gensia
Laboratoriaes, LTD

NAME AND TITLE OF
PERSON WITH WHOM
CONVERSATION WAS HELD

Donald Harrigan

TELEPHONE NUMBER
(714)455-4700

Aﬂﬁhﬂﬂnm r
¢

N
i



ELECTRONTIC MAIL MESSAGE

—

Date: 22-0ct-1997 07:46am EDT
From: Mark Anderson
) ANDERSONM
- Dept: HFD-617 MPN2 E210
Tel No: 301-827-5848 FAX 301-443-3839%9
TO: Ramakant Mhatre ( MHATRE )
CC:
CC:

Subject: Status of Bio Waiver for Gensia Propofol

Ram,

I see from bar code locator that you have (had?) the Bl1.1 volume and Moéﬁs
waiver review of 75-102 (Gensia Propofol in syringes). We have a chemistry*
package ready to FAX. ' LK

T +here any reason to expect the waiver will be denied?

1 _ee that we have granted a waiver to a sister application from Gensia for a
vial application 74-816 (also reviewed by Moco) .

Thanks,

Mark



CDER Establishment Evaluation Report Page | of |
for October 09, 1997

Application: ANDA 75102/000 Priority: Qrg Code: 600
Stamp: 01-APR-1997 Regulatory Due: Action Goal: District Goal: 01-JUN-1998
Applicant: GENSIA LABS Brand Name:

19 HUGHES Established Name: PROPOFOL

IRVINE, CA 927181902 Generic Name:

- Dosage Form: INJ (INJECTION)
. Strength: 10MG/ML
FDA Contacts: K. SHERROD (HFD-617) 301-827-5849 , Project Manager
B. ARNWINE (HFD-64S5) 301-827-5849 , Team Leader

Overall Recommendation:

ACCEPTABLE on 12-MAY-1997by M. EGAS(HFD-322)301-594-0095

‘ Establishment:

Profile: CSN OAI Status: NONE Responsibilities:

Last Milestone: OC RECOMMENDAT 05-MAY-1997  DRUG SUBSTANCE MANUFACTURER %
 Decision: ACCEPTABLE Lo
Reason: BASED ON PROFILE LI
Establishment: 2027158 DMF No:
GENSIA INC |
19 HUGHES AADA No:

IRVINE, CA 927181902

Profile: SVS OAI Status: NONE Responsibilities:

Last Milestone: OC RECOMMENDAT 12-MAY-1997 FINISHED DOSAGE MANUFACTURER
Decision; ACCEPTABLE )

Reason: DISTRICT RECOMMENDATION




CDER Estabusnment Evaiuation Report Page | of
for April 30, 1997
Application; 'ANDA 75102/000 Priority: Org Code: 600
Stamp: 01-APR-1997 Regulatory Due: Action Goal: District Goal:
Applicant: GENSIA LABS Brand Name:
19 HUGHES Established Name: PROPOFOL
IRVINE, CA 927181902 Generic Name:
) Dosage Form: INJ (INJECTION)
- Strength: 10MG/ML
FDA Contacts: K. SHERROD - (HFD-617) 301-594-1300 , Project Manager
B. ARNWINE (HFD-645%) 301-594-1300 , Team Leader
Overall Recommendation:
Responsibilities:

DRUG SUBSTANCE MANUFACTURER

Establishment: 2027158
GENSIA INC
19 HUGHES
IRVINE, CA 927181902

Responsibilities:
FINISHED DOSAGE MANUFACTURER

DMF No:

e "
E 2 Rl



_ REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

~ ANDA Number:  75-102 Dates of Submission: March 31, 1997

Applicant's Name: Gensia Laboratories, Ltd.

" Established Name: Propofol Injectable Emulsion 1% (10 mg/mL)

Labeling Deficiencies:

1. CONTAINER - 20 mL Single Dose Syringe
a. Please ensure the statement "SHAKE WELL BEFORE
. USE" appears prominently.
b. Revise the statement “In addition to... adjust pH”
to read: N
£
[ 3
“Each mL contains...”. , ?_ -
c. Revise the storage recommendation statement to
read:

... (400-720F). Do Not Freeze. Discard ...

d. Per the USP monograph titles, use "Edetate
Disodium” rather than "Disodium Edetate” and
“Edetate Calcium Disodium" rather than "Calcium
Disodium Edetate."

2. CARTON - 20 mL Single Dose Syringe
See comments under CONTAINER.

3. INSERT
a. 'GENERAL CCMMENTS

i. We note that your ANDAs 75-102 and 74-816
share a common insert. Please note that if
your applications are not approved at the
same time you may be asked to change your
insert labeling accordingly. Also, the
following comments refer to the insert
submitted on June 27, 1997, for ANDA 74-816.

ii. Throughout the text of the insert do not



b.

-—

capitalize “propofol” unless required to do
s¢o by sentence structure.

CLINICAL. PHARMACOLOGY:

_ Clinical Trials

ICU Sedation: (See WARNINGS...)
Paragraph 2 - Revise the first sentence to read as
follows:

“In Medical Postsurgical ICU...”

PRECAUTIONS

i.

ii.

Intensive Care Unit Sedatién: {See
WARNINGS...)

Paragraph 8, line 1 - “Edetate Calcium
Disodium” rather than “Calcium Edetate
Discdium”.

-
eom .

Paragraph 5 - Revise the last sentence as
follows:

...days following induction. Accidental
clinical extravasation and intentional
injection into subcutaneous or perivascular
tissues of animals caused minimal tissue
reaction. Intra-arterial...

DOSAGE AND ADMINISTRATION (Administration with
Other Fluids:)

i.

'ii .

Fifth paragraph, line 10 - SEDATION (SEE

. CLINICAL PHARMACOLOGY, Clinical Trials...

Please revise the following strength of the
Large Volume Parenterals to appear as
follows:

Dextrose Injection 5%

Lactated Ringers and Dextrose (5%)
Dextrose (5%) and Sodium Chloride (0.45%)
Injection

Dextrose (5%) and Sodium Chloride (0.2%)
Injection



Please revise-your labels and labeling, as instructed above, and
submit final printed container labels and carton labeling, and
final print (or draft, if you prefer) insert labeling.

Please note that we reserve the right to request further changes
in your labels and/or labeling based upon changes in the approved
“labeling of the listed drug or upon further review of the
application prior to approval.

- "To facilitate review of your next submission, and in accordance
with 21 CFR 314.94(a) (8) {(iv), please provide a side-by-side
comparison of your proposed labeling with your last submission
with all differences annotated and explained.

Jerry Phillips

Director '

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research ’ -



REVIEW OF PROFESSIONAL LABELING CHECKLIST

Established Name

Yeos

No

N.A.

Different name than on acoeptancée to file latter?

Is this product a USP item? If so, USP supplement in which
verification was assured. USP 23

Is this name different than that used in the Orangs Book?

If not USP, has the product name been proposed in the PF?

Error Prevantion Analysis

Has the firm proposed a propristary nasw? If yes, camplets this
subsaction.

Do you find the name cbjeactionable? List reasons in FIR, if so.
Consider: Misleading? Sounds or locks like ancther name? USAN stem
present? Prefix or Suffix present?

Has the name been forwarded to the Labeling and Nomenclature Coomittee?
If so, what were the recommendations? If the name was unacceptable,
has the firm been notified?

Packaging

Is this a new packaging configuration, never been approved by an ANDA
or NDA? If yes, deseribe in FTR.

Is this package size mismatohed with the recommended dosage? If yes,
the Poison Preventicn Act may require a CRC.

Doss the packags proposed have ary safety and/or regulatory concerns?

If IV product packaged in syringe, ocould there be adverse patient
cutcoms if given by direot IV injeotion?

Conflict betwean the DOSAGE AND ADMINISTRATION and INDICATIONS
sections and the packaging configuration?

Is the strength and/or concentration of the product unsupported by the
insert labeling?

Is the oolor of the container (i.e. the ocolor of the sap of a mydriatioa
ophthalmia) or cap incorreat?

Individual ocartons required? Issuas for FIR: Innovator individually
cartoned? Light ssnsitive product which might require cartoning? Must
the package insert acocmpany the produot?

Are thare any other .lafoty conaerns?

Labeling -

Ia the name of the drug unalear in print er lacking in prominenca?
(Name should be the most prominent information on the label).

Has applicant failed to clearly differsntiate multipla product
strengths?

Ia the coerporate logo larger than 1/2 container label? (No regulation
- see ASHP guidslines)




Labeling (continued)

Yas N>

Does RLD make special differsntiation for this label? (i.e., Pediatric
strength ve Adult; Oral Soluticn vs Concentrate, Warning Statsments
that might be in red for the NDA)

Is the Manufactured by/Distributor statement incorrect or falsely
inconsistent batwesen labals and labeling? Is "Jointly Manufactured
by...", statemant needed?

Failure to describe solid oral dosage form identifying markings in HOW
SUPPLIED?

Has the firm failed to adequately support compatibility or stability
claims which appear in the insert labeling? Note: Chemist should
confirm the data haa been adequately supported.

Scoring: Daesoribe scoring configuration of RLD and applicant (page #)
in the FTR

Is the scoring configuration different than the RLD?

Has the firm flilﬂ to describe the scoring in the HOW SUPPLIED
section?

Inactive Ingredients: (FTR: List page # in application whare
inactives are listed)

Doas the product contain alechol? If so, has the acocuracy of the X I-: )
statement been confirmed? - e
Do any of the inactives differ in oconocesntration for this route of X R
administration?

Ay adverse effects anticipated from inactives (i.s., benzyl alochoal in X
necnates}?

Is there a discrepancy in inactives between DESCRIPTION and the X
canposition statement?

Has the term "other ingredients” been used to protect a trads secrat? X

If sc, is claim supported?

Failure to list the ooloring agents if the composition statement lists X
a.g., Opacods, Opaspray?

Failure to list gelatin, ocoloring agents, antimiorcbials for capsules X

in DESCRIPTION?

Failure to list dyes in imprinting inks? (Coloring agents e.g., iron X
oxides need not be listed)

USP Issues: (FTR: List USP/NDA/ANDA dispensing/storage

recammendations) SR G G

Do container reccmmendations fail to meet or axcesd USP/HDA X
reoxmmendations? If sc, are the recammandations supported and is the

difference acceptable?

Does USP have labeling reccmmendations? If any, does ANDA meset them? X

Is the product light senaitive? If so, is MDA and/or ANDA in a light X
resistant oontainer?

Failure of DESCRIPTION to mest USP Description and Solubility X

information? If sc, USP information should be used. However, only
include soclvents appearing in innovator labeling.




Bicequivalence Issues: (Campare bicequivalency values: insert to
study. List Omax, Tmax, T % and date study acceptabls)

Insert labeling refersnces a food sffect or a no-effect? If so, waz a X
food study done? -

| Has CLINICAL PHARMACOLOGY been modified? If so, briefly detail X
whare/why.
Patent/Exclusivity Issues?: FTR: Check the Orange Book edition or X

4 cumulative supplement for verification of the latest Patent or
Exclusivity. List expiration date for all patents, exclusivities, etc.
or if none, please state.

FOR THE RECORD: (porticns brought forward from last review.)

1. MAJOR ISSUES - Gensia originally filed this ANDA with a

non ~ontaining formulation. They received an NA letter
dated B8-8-96 based on the original submission. They amended
on 9-18-96. However, subsequently, they reformulated to add,

and amended again on 12-24-%€. With this amendment,
they withdrew the non- formulation for consideration.

Thus, this review is of the container labels and carton and

insert labeling of the new containing product.

2. MODEL LABELING - Diprivan® Injectable Emulsion 1%:
Zeneca LTD: Approved 4-21-95 labeling issues, and 6-11-96
Supplement - Formulation Revision (SCF) approved labeling,
revised 5-96.

3. This is a potential first generic.

4. INACTIVE INGREDIENTS - See page 100105 Section VII Volume

4.1. Note RLD cites "glycerin". Gensia cites "Glycerol™ on
labels, labeling. Glycerin USP monograph lists glycerol as

an alternate name and this is acceptable. Also, Gensia
chooses to refer to "Egg Lacithin” as "Egg yolk
phospholipid®”.. The chemist was consulted and finds this
acceptable.

5. PATENTS/EXCLUSIVITIES - Confirmed through O Book Cumulative

Supplement 6 Jan'97-Jun'97.

Two patents: Patent 4056635 expired 11-1-96. Patent
4798846 expires on 3-19-97,

Both exclusivities are now expired: I-99, for Pediatric
Anesthesia in Children 3 years and older on 10-26-96.

Exclusivity, I-90, for Intensive Care Unit Sedation expired

on 3-8-96. Gens'.a certified incorrectly that both patents
expired 11-1-96.



10.

According to the information listed in the 17th edition of
the Approved Drug Products, Zeneca Ltd., has been granted a
period of marketing exclusivity for Diprivan®. The
exclusivity granted will expire on June 11, 1999.
Indication: New Product. Gensia does not intend to market
this Product prior to the expiration date of June 11, 1999.

STORAGE TEMPERATURE RECOMMENDATIONS CCOMPARISON

Not USP. Both ANDA and RLD: Store below 220C (720F). Do
not store below 40C (400F). Refrigeration is not
recommended.

The RLD storage recommendation has been revised to read
"Store between 40 -~ 220C (40c - 720F). DO NOT FREEZE."

Gensia is the sole manufacturer of the drug product. See pp
335, 354 of original submission. ANDA has sa
manufacturing process as companion ANDA %ﬁ-+€2 (vials) .

- Bl
BIOEQUIVALENCE - Pending. New waiver requested. See
section VI of volume 4.1.

Il
ST VN
1

PACKAGING CONFIGURATION
RLD: 20 mlL ampuls, 50 mL and 100 mL infusion vials,
and 20 mL and 50 mL pre-filled syringes.

ANDA: 20 mL single dose vials, and 50 mL and 100 mL
infusion vials, and 20 mL pre-filled syringes.

Earlier RLD labeling stated "Protect from light.” However,
newer labels do not have this statement. Also, in a
previous review for ancother BANDA, the comment was made in
the FTR that if packaged with nitrogen, the statement was
not required.

The firm is asked to use rather than
- n their labels and labeling to be
consistent with the USP 23 monograph title. Likewise,
rather than

The RLD has one revision in the box of warnings - "Supports
rapid microbial growth™ has been revised to read "Supports
miérobial growth". "Rapid" has been deleted. This does
make sense based on the addition of m to
retard growth. It is noted that this is not an
antimicrobially preserved product under USP standards. To
date, we have not received FPL for the 6-11/96 approved in
draft for SCF labeling.



11, Gensia submitted an "IV Transfer Label". See p. 100072. I
have never seen such an approved label for the RLD. No
comments will be made. We won't approve this.

12. BAIL BAND - We previously commented for the infusion vials
that there is no indication that a plastic bail band or some
other means is present to hang these vials for infusion.

The firm replied in its 9-18-96 amendment (p. 10} that a
bail band will be attached to the bottom of each infusion
vial.

13. TO FILTER OR NOT TO FILTER?

See FTR dated 28-Apr-199%7, from Laurence Landow, re:
Innovator being told to delete the statement “Do not use in-
line filters with this product”. It was also noted on a
memo dated 28-Feb-1997 that the Division was to have sent a
letter to the innovator to delete reference to the use of
filters in the insert. Labels and labeling will be
consistent to advise against the use of filters.

i
'
Date of Review: 10/20/ 1997 Dates of Submission: 3/31/1997

/s/ l?.c,l ]7)

Primary Reviewer: Julia “Johnson Date: 10/20/97
Team Leader: Charles V. Hoppes Date:
(‘) I jﬂ




DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OME No. 0910-0001
PUBLIC HEALTH SERVICE Expiration Date: April 30, 1994
. FQOD AND DRUG ADMINISTRATION Sg¢g OMB Statarnent on Page 3.

APPLICATION TO MARKET A NEW DRUG FOR HUMAN USE FOR FDA USE ONLY
OR AN ANTIBIOTIC DRUG FOR HUMAN USE —
(Title 21, Code of Federal Regulations, 314)

. DIVISION ASSIGNED NOA/ANDA NO. ASS.

DATE RECEIVED OATE FILED

NOTE: No ggglig tion may be filed uniess a compileted application form has been received (27 CFR Part 314).
NAME OF APPLICANT DATE QF SUBMISSION
Gensla Laboratories, Ltd. 31197

ADDRESS (Number, Strest, Ciy, State and Zip Code) TELEPHONE NUMBER (Include Area Cods)
{714) 457.4708
19 Hughes

NEW DRUG OR ANTIBIOTIC APPLICATION
Irvine, CA 92618 NUMBER (# previously issued)

ANDA No. To be Assigned

DRUG PRODUCT
ESTABLUISHED NAME fe.g., USP/USAN) PROPRIETARY NAME (if any)

Propofol Injectable Emulsion Diprivan®

CODE NAME (if any) CHEMICAL NAME

2,6 - diisopropylphenol

DOSAGE FORM ROUTE OF ADMINISTRATION STRENGTH(S) )

Emuision Intravenous 10 mgIm.L

PROPOSED INDICATIONS FOR USE ¥
Propofol Injectable Emuision Is indicated for both induction and/or maintenance of anesthesia as part of
a balanced anesthetic technique for inpatient and outpatient surgery.

UST NUMBERS OF ALL INVESTIGATIONAL NEW DRUG APPLICATIONS (27 CFR Part 312), NEW DRUG OR ANTIBIOTIC APPLICATIONS
(21 CFR Part 314), AND DRUG MASTER FILES (27 CFR 314.420) REFERRED TC IN THIS APPLICATION:
: 74-816

C
C

INFORMATION ON APPLICATION
TYPE QF APPLICATION (Check One)

I 1S SUBMISSION 1S A FULL APPLICATION (27 CFR 314.50) & T3 SUBMISSION IS AN ABBREVIATED APPLICATION {ANDA) (21 CFR 314.55)

IF AN ANDA, IDENTIFY [HE APPROVED DRUG PRODUCT THAT I3 THE BASIS FOR TH BMISSION
NAME OF DRUG HOLDER OF APPROVED APPLICATION
Diprivar® Zeneca, Lid.

TYPE SUBMISSION (Check one)

0 PRESUBMISSION -. 0 AN AMENDMENT TO A PENDING APPLICATION, m] i"ﬁrENTAI: APPLICATION
B ORIGINAL APPLICATION O RESUBMISSION

RS RE . /)

SPECIFIC REGULATION(S) TO SUPPORT CHANGE OF APPLICATION (e.g. Part 314.70 (B}{2)(W)) P

s GS

-
PROPOSED MARKETING STATUS /ChackSPm

)
& APPLICATION FOR A PRESCRIPTION DRUG PRODUCT (Rxj 01 APPLICATION FOR AN OVER-THE-COUNTER PRODUCT (OTC)

\yﬂ/ FDA 358h (10/93) PREVIOUS EDITION IS OBSOLETE Page 1

100001



CONTENTS OF APPLICATION
This application contains the following items: (Check ail that apply)

1. Index . -~
2. Summary (21 CFR 314.50 (c))
3. Chemistry, manufacturing, and control section (21 CFR 314.50 (d) (1))
4. a. Samples (21 CFAR 314.50 {8) (1)) (Submit only upon FDA's request)
._Methods Validation Package (21 CFR 314.50 () {2} (1))
._Labeling (21 CFR 314.50 (s) (2) (ii))
I, draft labeling (4 copies)

ii._final printed labeling (12 copies)
Nonclinical pharmacology and toxicology section (21 CFR 314.50 (d) (2))
Human pharmacokinetics and bioavailability section (21 CFR 314.50 (d) (3))
Microbiology section (21 CFR 314.50 (d) (4))
Clinical data section (21 CFR 314.50 (d) (5))
Safety update repont (21 CFR 314.50 (d) (5) (vi) (b})
. Statistical saction (21 CFR 314.50 {d) (6))
. Case report tabulations (27 CFR 314.50 (/) (1))
. Casa raports forms (21 CFR 314,50 () (1))
. Patent information on any patent which claims the drug (21 U.S.C. 355 (b) or (c))
. A patent certification with respect to any patent which claims the drug (27 U.S.C. 355 (b) (2) or () (2} (A)}

. OTHER (Specify)

| agres to update this applicstion with new safsty Information about the drug that may reasonabiy affect the statement of
contraindications, waming, precautions, or adverse reactions in the draft labeling. | agres to submit thess safety update reports as
follows: (1} 4 months after the initial submission, (2) following recsipt of an approvable letter and (3) at other times as requested by
FDA. if this application s approved, | agres to comply with all lawa and reguistions that apply to approved spplications, Including the
following:
. Good manufacturing practice regulations in 21 CFR 210 and 211.

Labeling reguistions In 21 CFR 201.

In the case of a prescription drug product, prescription crug advertising regulations in 21 CFR 202

Reguiations on making changes In application in 21 CFR 314.70, 314.71, and 314.72,

Reguiations on reports in 2t CFR 314,80 and 314.81.

Local, State and Federat environmental Impact lawa.
I!hlaq:pl!aﬂonq:plhatol drug product that FDA has proposad for scheduling under the Controlied Substances Act, | agres not
1o market the product until the Dnig Enforcement Administration makes a final scheduiing decision.

NAME OF RESPONSIBLE OFFICIAL OR AGENT %EBF RESPONSIBLE OFFICIAL OR AGENT | DATE

Donald J. Harrigan, R.Ph,
Director, Reguiatory Affairs

ADDRESS (Street, CRy, State, Zip Code) TELEPHONE NO. (h rea Code)

331197

19 Hughes, Irvine, CA 92618 ' (714) 457-4709

WARNING: A willlully false statament is a criminal offense. U.S.C. Title 18, Sec. 1001.

FORM FDA 358h {10/03) Page 2

Public reporting burden for this collection af information is estimated t0 average 20 minutes Der responss, iNCluding the tme 1oF reviewing instructions, Searching existing data
scurcas, QEheny) and Meintaining e data nesded, and campisiing and Mviewing the collection of information. Send comments MGarding this Durden estimate or &y Oer kaowct
of this collection of informaion, Including suggestions for reducing this burden ta:

Reports Clsarance Offices, PHS and to: Office of Management and Buoget

Hubent H, Humphrey Buiding, Room T21-8 Paparwork Reduction Project (0810-0001)
200 Incependence Avenue, S.W, Washington, DC 20803

Washington, DG 20201

Aftn: PRA

Poase DO NOT RETUAN this appicasion 10 siher of thans sddrisees
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GensiaSicor-

PHARMACEUTICALS
A GinsaSicor Company

-December 25, 1998

Mr. Douglas Sporn

Office of Generic Drugs

Center for Drug Evaluation and Research

Food and Drug Administration

Metro Park North I, HFD-600 .
Attention: Documentation and Control Room 150

7500 Standish Place

Rockville, MD 20855-2773

RE: ANDA 75-102
Propofol Injectable Emulsion 1%
Containing 0.025% Sodium Metabisulfite

»
-
J

TELEPHONE AMENDMENT
Dear Mr. Sporn:

Reference is made to Gensia &:cor's Abbreviated New Drug Application (ANDA 75-102)
for Propofo! Injectable Emulsicn 1% containing 0.025% Sodium Metabisulfite.
Reference is also made to the telephone conversation between Mr. Raymond Brown of
the Agency and myself on December 28, 1998, in which Mr. Brown requested that
Gensia Sicor reinstitute the Free Fatty Acid test and specification (NMT neg/mL)
for the finished product.

Therefore, in accordance with the provisicns of Section 314.96(a)(1) of the Code of .
Federal Regulations, Title 21, Gensia Sicor Pharmaceuticals, Inc., hereby amends this
application and commits tc incorporating the Free Fatty Acid test and specification for
the finished product as specified by the Agency. We further commit to assuring that the
addition requested by FDA will be reflected in the quality control and stability
documentation prior to the commercial launch of this product. This documentation will
be provided as a post-approval supplement.

GensiaSicor Pharmaceuticals ¢ 17 Hughes « Irvine CA » 92618-1902 « USA
Phone (714) 455-4700, (800) 729-9991 » Fax (714) 855-8210 « http:/fwww.gensiasicor.com



Mr. Douglas Sporn
December 28, 1998
Page 2

We trust you will find the information in this amendment satisfactory for your review and
- approval. [fthere are any questions concerning this amendment, please do not
hesitate in contacting me at (949) 457-2808 or Mr. Dwain Alten at (949) 457-2861. We

__may also be contacted by facsimile at (949) 583-7351.

Sincerely,
Koa ol L. S d__

Rosalie A. Lowe
Associate Directoy, Regulatory Affairs

SAPROTS102AMENDSWAMEND15.WPD

¢c:  Ms. Elaine Messa
District Director
U.S. Food and Drug Administration
Los Angetes District
19900 MacArthur Bivd., Suite 300
irvine, CA 92715

. I
T —"
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Gensiasicor-

P sanm —
PHARMACEUTICALS
A GanamSecor Company

Dccember 21, 1998

Mr. Douglas Sporn

Office of Generic Drugs

Center for Drug Evaluation and Research NDA

Food and Drug Administration

Metro Park North Il, HFD-600 ORIG AMENDMENT
Attention: Documentation and Control Room 150 N A /‘_‘:‘

7500 Standish Place ’

Rockville, MD 20855-2773

RE: ANDA 75-102
Propofol Injectable Emulsion 1%
Containing 0.025% Sodium Metabisulfite
TELEPHONE AMENDMENT

Dear Mr. Sporn:

1.--r‘

Reference is made to Gensia Sicor's Abbreviated New Drug Application (ANDA 75- 102)
for Propofol Injectable Emulsion 1% containing 0.025% Sodium Metabisulfite.
Reference is also made to the Agency's facsimile dated December 21, 1993,

Therefore, in accordance with the provisions of Section 314.96(a)(1) of the Code of
Federal Regulations, Title 21, Gensia Sicor Pharmaceuticals, Inc., heraby amends this
application and commits to incorporate the labeling revisions specified in the Agency’s
facsimile dated December 21, 1998. We further commit to assuring that the revisions
requested by FDA will be reflected in the labeling utilized for the commercial launch of
this product.

We trust you will find the information in this amendment satisfactory for your review and
approval. lf there are any questions concerning this amendment, please do not
hesitate in contacting me at (949) 457-2808 or Mr. Dwain Allen at (949) 457-2861. We
may also be contacted by facsimile at (949) 583-7351.

Sincerely,

Yorala . . Rl

Rosalie A. Lowe e = o

Associate Director, Regulatory Affairs e -

§\PROTS10BAMENDS\AMEND 14. WPD - '

cc:  Ms. Elaine Messa Ut 2 2 1598
District Director
U.S. Food and Drug Administration '_"_ﬁ_:ﬂ___ o T TR
Los Angeles District S GIL G et

19900 MacArthur Blvd., Suite 300
Irving, CA 92715

Gensia Sicor Pharmaceuticals, Inc. * 19 Hughes » Irvine CA +» 92618-1902 » USA
Phone (949) 455-4700, (800) 729-9991 ¢ Fax (949) 855-8210 ¢ http://www.gensiasicor.com



DEC-28-98 MON 08:27 a4  REGULATORY AFFAIRS | FAX NO. T1¢ 83 7351 P. 04

GensiaSicor-

PHARMACEUTICALS
At Comgam

¥
December 28, 1998 /; dl

Mr. Douglas Sporn

Office of Generic Drugs

Center for Drug Evaluation and Research

Food and Drug Administration -
Metro Park Ncrth i, HFD-600

Attention: Documentation and Control Room 150

7500 Standish Place

Rockville, MD 20855-2773

*
Bl TN
]

RE: ANDA 75-102
Propofol Injectable Emulsion 1%
Containing 0.025% Sodium Metabisulfite -

TELEPHONE AMENDMENT

Dear Mr. Sporn:

Reference is made to Gensia Sicor's Abbreviated New Drug Application (ANDA 75-102)
for Propofol Injectable Emulsion 1% containing 0.025% Sodium Metabisuifite.
Reference is also made to the telephone conversation between Mr. Raymond Brown of
the Agency and myself on December 28, 1998, in which Mr. Brown requested that
Gensia Sicor reinstitute the Free Fatty Acid test and specificason (NM? 1eg/mi)
for the finished product.

Therefore, in accordance with the provisions of Section 314.86(a)(1) of the Code of
Federal Regulations, Title 21, Gensia Sicor Pharmaceuticals, Inc., hereby amends this
application and commits to incorporating the Free Fatty Acid test and specification for
the finished product 2s specified by the Agency. We further cemmit to assuring that the
addition requested by FDA will be reflected in the quality control and stability
documentation prior to the commercial launch of this product. This documentation will
be providéd as a pest-approval supplement.

GensiaSicor Phanuaceuticals » 17 Hughes ¢ Invine CA + 92618-1902 » USA
Phone (714) 455-4700. (8001 729-9991 » Fax (714) B55-8210 » hittp:imavw. gensiasicon.com
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Mr. Douglas Sporn
December 28, 1998
Page 2

-—

We trust you will find the information in this amendment satisfactory for your review and
approval. if there are any questions concerning this amendment, please do not

- - hesitate in contacting me at (949) 457-2808 or Mr. Dwain Allen at (949) 457-2861. We
may also be contacted by tacsimile at (949) 583-7351,

Sincerely,

Rosalie A. Lowe.
Assaciate Director, Regulatory Affairs

SAPA0TSILSAMENDS AMEND 15 WRD

ce Ms. Elaine Messa
District Director
U.S. Food and Drug Administration
Los Angeles District
16900 MacArthur Blvd., Suite 300
Irving, CA 92715

. I
L F T
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GensiaSicor-

PHARMACEUTICALS
 GengaSaor Company

December 15, 1998 ’ ME,

Mr. Douglas Sporn c
Office of Generic Drugs /(/
- ~Center for Drug Evaluation and Research
Food and Drug Administration
Metro Park North I, HFD-600
Attention: Documentation and Control Room, Room 150
7500 Standish Place
Rockville, MD 20855-2773

RE: ANDA 75-102
Propofol Injectable Emulsion 1%
Containing 0.025% Sodium Metabisulfite

- e
o
]

AMENDMENT

Dear Mr. Sporn:

Reference is made to our Abbreviated New Drug Application for Propofol Injectable
Emulsion containing 0.025% Sodium Metabisulfite in the formulation, ANDA 75-102,
submitted January 16, 1998.

In accordance with the provisions of Section 314.96 of the Code of Federal Reguiations,
Title 21, we hereby amend our application to update the exclusivity statement.

We trust you will find the information in this amendment satisfactory for your review and
approval. If there are any questions concerning this amendment, please do not hesitate
in contacting me at (949) 457-2808 or Mr. Dwain K. Allen at (949) 457-2861. We may
also be contacted by facsimile at (949) 583-7351.

Sincerely,

W&- Xarp €

Rosalie A. Lowe

Associate Director, Regulatory Affairs Rt A B
cc:  Ms. Elaine Messa ' "
District Director DEC 161998

U.S. Food and Crug Administration -

Los Angeles District marTTRN pl]
19900 MacArthur Bivd., Suite 300 O BRUCU
Irvine, CA 92715

HADATAURGIFRC Cenn A 8ICor Pharmaceuticals » 17 Hughes « Irvine CA « 92618-1902 » USA
Phone (714) 455-4700, (800} 729-9991 * Fax (714) 855-8210 * http://'www.gensiasicor.com



Gensiasicor”

PHARMACEUTICALS

& GarsaSicor Company
December 14, 1998
‘Mr. Douglas Sporn TRl T
Office of Generic Drugs N S
Center for Drug Evaluation and Research N / o F
"~ “Food and Drug Administration ‘

Metro Park North il, HFD-600

Attention: Documentation and Control Room, Room 150
7500 Standish Place

Rockville, MD 20855-2773

RE: ANDA 75-102 i
Propofol Injectable Emulsion 1%
Containing 0.025% Sodium Metabisulfite

AMENDMENT

Dear Mr. Sporn:;

Reference is made to our Abbreviated New Drug Application for Propofol Injectable
Emulsion containing 0.025% Sodium Metabisulfite in the formulation, ANDA 75-102,
submitted January 16, 1998. Reference is also made to the Agency's facsimile dated
December 11, 1998.

In accordance with the provisicr.s of Section 314.96 of the Code of Federal
Regulations, Title 21, we hereby amend our application to provide the change in
labeling as requested.

Please note that a number of changes to the package insert requested by the Agency
were not required. Specifically, we did not incorporate the: deletion of the text in the
insert as identified in sections b. and c.(ii). After careful review of our |abeling, we
determined that this text does not appear in the last revision of our package insert for
the propofol vial products.

Furthermore, we did not @dd the text to the insert as identified in section c.(iii). Upon
review of our previous revision of the package insert, we determined that this text had
already been incorporated.

. RECEIVED

DEC 15 1993

ot TEod ATV

Gensia Sicor Pharmaceuticals, Inc. ¢ 19 Hughes » Irvine CA *» 92618-1902 » USA
Phone (949) 455-4700, (800) 729-9991 * Fax (949) 855-8210 ¢ http://www.gensiasicor.com
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Mr. Douglas Sporn
December 14, 1998
Page 2

We trust you will find the information in this amendment satisfactory for your review and
approval. If there are any questions concerning this amendment, please do not
hesitate in contacting me at (949) 457-2808 or Mr. Dwain K. Allen at (949) 457-2861.

- We may also be contacted by facsimile at (949) 583-7351.

_Sincerely,
Eorae oz O. Fer R

Rosalie A. Lowe
Associate Director, Regulatory Affairs

S5:\PRO75102AMENDS\AMEND 12 WPD

c¢c.  Ms, Elaine Messa
District Director
U.S. Food and Drug Administration
Los Angeles District
19900 MacArthur Bivd., Suite 300
Irvine, CA 92715

P
'
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EgnsiaSicur“

PHARMACEUTICALS

4 GansaSicor Company
’ Desk Copy
. November 10, 1998 for
Mr. Peter Rickman
Mr. Douglas Sporn .
Office of Generic Drugs A C

Center for Drug Evaluation and Research

Food and Drug Administration

Metro Park North It, HFD-600

Attention: Documentation and Control Room, Room 150
7500 Standish Place

Rockville, MD 20855-2773

RE: ANDA 75-102
Propofol Injectable Emulsion 1%
Containing 0.025% Sodium Metabisulfite._

¢
.

AMENDMENT

Dear Mr. Sporn:

At this time we wish to notify the Agency of the legal actions taken by Zeneca Ltd.
against Gensia Sicor regarding the Paragraph IV Patent Certification for Gensia Sicor's
Propofol Injectable Emulsion 1% containing 0.025% Sodium Metabisulfite (ANDA 75-
102).

In accordance with the provisions of Section 314.107(f)(2) of the Code of Federal
Regulations, Title 21, we hereby amend our application to inform the Agency of the
legal actions taken by Zeneca Ltd. On April 3, 1998, Zeneca Ltd. initiated a patent
infringement suit (patent 5,714,520) against Gensia Sicor in the United States District
Court for the District of Delaware (Zeneca Limited v. Gensia Sicor Pharmaceuticals,
Inc., Civil Action No. 98-170). On April 17, 1998, Zeneca dismissed the law suit. A
copy of the initial action and the subsequent dismissal are provided in Attachment 1
and Attachment 2, respectively.

Gensia Sicor Pharmaceuticals, Inc. ¢ {9 Hughes ¢ Irvine CA + 92618-1902 « USA
Phone (349) 4554700, (800) 729-9991 ¢ Fax (949) 855-8210  http://www.gensiasicor.com



Mr. Dougias Sporn
November 10, 1998
Page 2

"We trust you will find the information in this amendment satisfactory for your review and

approval. If there are any questions concerning this amendment, please do not
hesitate in contacting me at (949) 457-2808 or by facsimile at (949) 583-7351.

Sincerely,
foaol_ O Foror<_

Rosalie A. Lowe :
Associate Director, Regulatory Affairs

Attachments

cc: Ms. Elaine Messa
District Director
U.S. Food and Drug Administration
Los Angeles District
19900 MacArthur Bivd., Suite 300
Irvine, CA 92715

Navember 10, 1998
S:A\PROTS102AMENDSWMEND 11 WPD

o
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GensiaSicor- - .-

PHARMACEUTICALS

A GenyaSicor Comaany
August 24, 1998 VIA FACSIMILE AND
: EEDERAL EXPRESS
Mr. Gordon Johnston Confidential Communication
- -Office of Generic Drugs Contains Proprietary Information
Center for Drug Evaluation & Research Exempt from Disclosure under
Food and Drug Administration the Freedom of Information Act
Metro Park North i, HFD-600
7500 Standish Place
Rockville, MD 20855-2773
r RE: Propofol Injectable Emulsion
Alternative Preservative System
ANDA 75-102

¢
Dear Mr. Johnston: L

Reference is made to Gensia Sicor's correspondence dated July 17, 1997, in which we
requested the FDA’s evaluation of an aiternate Propofol formulation utitizing sodium
metabisulfite as the preservative agent. Reference is also made to our response to the
Agency dated June 15, 1998, regarding the adult exposure levels of sulfites expected
under the ICU indication, when a patient receives the proposed formulation of Propofol
Injectable Emulsion in combination with total parenteral nutrition (TPN) products that
also contain sulfites. Further reference is made to the recent telephone conference on
August 19, 1998, between Gensia Sicor and the Office of Generic Drugs to discuss
additional information relative to the safety of sodium metabisulfite as a preservative in-
our proposed product.

As a result of the telephone conference, we wish to provide additionai information to
support the safety of sodium metabisulfite as a preservative in our proposed
formulation of Propofol Injectable Emuision. Specifically, we wish to address the
following issues that were raised during this conference:

1) The potential for sulfite hypersensitivity reactions occurring from the
sodium metabisulfite contained in our formulation of Propofol.

2)  Pediatric dose exposure levels of sulfites expected for the proposed

formulation of Propofol as indicated in anesthesia maintenance when
compared to sulfite-containing TPN products.

3) Pediatric dose exposure levels of sulfites expected formo
formulation of Propofol as indicated in anesthesia indu -
AUG 2 5 1oy

Gensia Sicor Pharmaceuticals, Inc. ¢ 17 Hughes ¢ [rvine CA » 9% s LUSA
Phone (714) 455-4700, (800) 729-9991 s Fax (714} 855-8210 « http:// ,BOBRUGS
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Mr. Gordon Johnston
August 24, 1998 - Page 2

compared to other sulfite-containing injectable products.

4) A comparison of adult and elderly dose exposure levels of suifites
-expected from more immediate administration (i.e., dose administered
within 1 minute) of the proposed formulation of Propofol and other sulfite-
preserved injectable products.

5) A comparison of risk between the preserving agents. _that is used
in Zeneca's Diprivan (propofol) Injectable Emulsion, and sodium
metabisulfite, that is used in Gensia Sicor's formuiation of Propofol
Injectable Emulsion.

Sulfite Hypersensitivity .

Sulfite hypersensitivity is an adverse reaction associated with food and drug products
preserved with sulfite agents. In the 1970's and 1980's, FDA received several case
reports of adverse reactions to sulfite additives from foods and drugs. The reported
adverse reactions included wheezing, bronchospasm, dyspnea, stomach cramps, i
flushing, hypotension, urticaria, and anaphylaxis.' In 1986, Celeste reported that FDA =
was aware of approximately 500 reports of adverse reactions to sulfites in foods,

including 12 fatal cases allegedly involving sulfites. Adverse reactions to drugs

containing sulfites were also reported. FDA noted that the adverse reactions appeared

to be relegated to a sub-population of asthmatics; and to a rare number in the non-

asthmatic population. In response to the reports of hypersensitivity reactions

associated with sulfites, FDA took three separate regulatory actions. In August 1986,

FDA promulgated a regulation to ban the use of sulfites in fresh fruits and vegetables.?

In another regulation, the Agency required packaged foods containing sulfites to be

labeled if sulfites are present at levels equai to or greater than 10 ppm.? The third

regulatory action in June 1987 was to amend the drug labeling regulations to require a

' Celeste, A. Update on Sulfites. Assoc. Food Drug U.S. Off. Q. Bull. 50:46,
1986. (As reported in Gunn:son A.F. & Jacobsen, D.W. Sulfite
i CRC Critical Reviews in Toxicology. 17
(3):185-214, 1987.)

Sulfiting agents: revocation of GRAS status for use on fruits and vegetables
intended to be served or sold raw to consumers. Féderal Register, 51
(131):25021-25026, July 9, 1986. .

Food labeling: declaration of sulfiting agents. Federal Register, 51
(131):25012-250206, July 9, 1986.

000002



Mr. Gordon Johnston
August 24, 1998 - Page 3

sulfite warning in the package insert of drug products containing sulfite preservatives.*
The Agency's actions were taken to safeguard, in particular, the hypersensitive
asthmatic sub-population.

-—

- According to Gunnison and Jacobsen, approximately 5-10% of all asthmatics are sulfite
hypersensitive.” Of the nearly 14.6 million Americans with asthma as estimated in
. . 1994 ° this translates to a sub-population of 0.73 - 1.46 million asthmatics who are -
possibly reactive to sulfites and, in general, represents 0.3 - 0.6% of the U.S.
poputation.” According to Gunnison and Jacobsen, chronic asthma is the predominant
predisposing factor that leads to sulfite hypersensitivity.>

Itis suggested that sulfite oxidase deficiency in chronic asthmatics may play a role in
the sulfite hypersensitivity. Specifically, chronic asthmatics with sulfite oxidase-
deficiency may be unable to adequately metabolize exogenous sulfites. However, the
mechanism by which systemic sulfites trigger a hypersensitivity reaction is not yet

know. From the review of several studies involving provocative challenge protocols and
case reports of individual patients as summarized by Gunnison and Jacobsen, the
hypersensitivity reaction to sulfites does not appear to be dose-related, but represents i
an idiosyncratic response.® Variations in the dose and route of administration appear to
elicit varying degrees of reaction in different individuals.

In general, exogenous sulfites are rapidly oxidized to sulfate via sulfite oxidase and
secreted in the urine as sulfate. The capacity of sulfite oxidase for sulfite oxidation is
extremely high compared with the normal sulfite lcad from exogenous and endogenous
sources. Because of its rapid iretabolic clearance, sulfite does not accumulate in the
tissues. Usually, no free sulfite is detected in plasma. Free sulfite has been reported in
the plasma of a child diagnose:] as deficient in sulfite oxidase.®

Furthermore, sedation does not affect the elimination of sulfite. This is supported by
the similar sulfite clearance in a rhesus monkey while sedated as compared to normal

*  Sulfiting agents: labeling in drugs for human use, warning statement. Federal
Register, 51 (234):43900-43904, December 5, 1986.

*  Gunnison, A.F. & Jacobsen, D.W. Sulfite Hypersensitivity: A Critical Review.
CRC Critical Raviews in Toxicology. 17 (3):185-214, 1987.

S  Vital and Health Statistics. Series 10, No. 193

7 Based upon U.S. papulation of 265.3 million in 1996 by the U.S. Census
Bureau.

® Gunnison, A. F, mmquﬁmwgﬂmnﬂum
Data. Food and Cosmetic Toxicology. 19: 667-682, 1981.
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Mr. Gordon Johnston
August 24, 1998 - Page 4

experimental conditions.? Therefore, we believe that Propofol Injectable Emulsion with
sodium metabisulfite will be well tolerated over an extended period, and also the
clearance of sodium metabisulfite will not be affected by the action of Propofol.
In relation to the sodium metabisulfite added to our formulation of Propotol injectable
Emulsion, Gensia Sicor recognizes the potential risk of sulfite hypersensitivity reactions
- -by this sub-population of asthmatics, and in rare cases, a sub-popuiation of non-
asthmatics. We believe this risk is mitigated by the application of the FDA-required
warning statement for sulfites on the drug labeling. The warning is intended to alert
health care practitioners of the risk to patients with known hypersensitivity to sulfites.

In the event the hypersensitivity is not disclosed in the course of the patient’s history,

and a reaction is manifested following the administration of Gensia Sicor's Propofol
product, the patient will present with the reaction in a hospital setting, pursuant to the
indications, to allow immediate medical measures to be taken. The key indices of the
sensitivity reaction are wheezing and bronchospasm in the asthmatic. Both reactions

are readily identifiable by the clinician (even when the patient is under anesthesia) such.
that treatment can be initiated immediately. g_ _
Propofol Pediatric Dose for Maintenance of General Anesthesia - Exposure

Levels of Sulfites from Propofol Compared to TPN Products

To determine pediatric dose exposure levels of sulfites resulting from the administration
of Gensia Sicor’'s formulation of Propofol as indicated in anesthesia maintenance and
compared to sulfite-containing TPN products, we have performed an evaluation for
pediatric patients assuming standard weights for a newborn (3.5 kg), an infant (12 kg),
and a child (30 kg). It should be noted that Propofol is not recommended for
administration to children less than 3 years old nor is the product recommended
for ICU or MAC sedation in children, in general. Propofol is only indicated for
general anesthesia in children age 3 years and older. Although the sulfite exposure
due to TPN products in children (> 3 years) is of most interest for the purposes of direct
comparison to sulfite doses resulting from administration of Propofol, information
regarding the sulfite exposure leveis from TPN products in newborns and infants are
also presented as a point of interest.

For a pediatric patient 3 years of age or older undergoing maintenance of general
anesthesia, the theoretical levels of sulfite exposure expected from the administration
of Gensia Sicor's sodium metabisulfite formuiation of Propofol is expected to be 13.5
mg/hr. We arrived at a theoretical hourly amount of sodium metabisulfite based upon a
maintenance dose for general anesthesia of 18 mg/kg/hr of Propofol, assuming a
standard weight pediatric patient of 30 kg, i.e.,

> Gunnison et al. Comparative Sulfite Metabolism in the Rat, Rabbit, and
Rhesus Monkey. Toxicology and Applied Pharmacology. 42: 99-109, 1977.
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(18 mg/kg/hry X (30 kg) X [(0.25 mg/mL SMBS)/(10 mg/mL Propofol)]

13.5 mg SMBS/hr.

Table 1 summarizes information from Facts and Comparison (1997),"° which lists the
amounts of sulfite preservatives contained in various amino acid solutions and the

- -relation to pediatric product doses in newborns, infants, and children. The dosage

information for each TPN product is based upon the pediatric TPN protocols described
in Facts and Comparison (1997)."° This table further summarizes the amount of suifite

exposure expected.

T
'

Table 1
Product Preservative Preservative Dose (mg/hr)* |
Newborn | Infant Child
(3.5 kg) | (12kg) | (30kg)
Aminosyn Il 5% {Abbott) 20 mg/dL Sodium Hydrosulfite 2.2 7.5 19 4|
Aminosyn Il 10% {(Abbott} | 20 mg/dL Sodium Hydrosulfite 1.1 3.8 9.4
Aminosyn-PF 10% 230 mg/100 mL Sodium Hydrosulfite 13 43 108
(Abbott)
Amingsyn 15% (Abbott) 60 mg/100 mL Sodium Hydrosulfite . 2.2 7.5 19
TrophAmine 6% (McGaw) | <50 mg/100 mL Sodium Metabisulfite 4.6 16 39
TrophAmine 10% < 50 mg/100 mL Sodium Metabisulfite 2.7 9.4 23
(McGaw)
FreeAmine lil 8.5% <0.1 ¢g/100 mL Sodium Bisulfite 6.4 22 55
{McGaw)
FreeAmine 11l 10% <0.1 g/100 mL Sodium Bisulfite 5.5 19 47
(McGaw)
Novamine 15% (Abbott) 30 mg/100 mL Sodium Bisulfite 1.1 3.8 9.4
Aminosyn-RF 5.2% 60 mg/100 mL Sodium Metabisulfite 6.3 22 54
{Abbott)
NephrAmine 5. 4% < 0.05 g/100 mL Sodium Bisulfite 5.1 17 43
(McGaw) - _
HepatAmine 8% (McGaw) | < 100 mg/100 mL Sodium Bisulfite | NP NP 59

*  TPN Pediatric Protocol: 150 mlkg/day of a 2.5% Amino Acid solutlon {equivalent to 3.75 glkglday)

e

NP = Not Provided

10

to Attachment 1.
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For children 3 years of age or older, TPN solutions were determined to yietd sulfite
preservative doses (up to 108 mg/hr), in general, greater than or equivalent to the
theoretical level of exposure (13.5 mg/hr) from Propofol containing sodium
metabisulfite,-when administered for pediatric anesthesia maintenance. Additionally,
the sulfite exposure for newborns (up to 13 mg/hr) and infants (up to 43 mg/hr) when
receiving TPN products are also in the range of the 13.5 mg/hr exposure experienced

. by a pediatric patient (> 3 years) receiving Gensia Sicor’'s formulation of Propofol. Itis
important to note that Aminosyn-PF 10% is marketed specifically for pediatric
administration and, in this evaluation, represents the highest dose of sulfite (108 mg/hr)
to the pediatric patient 3 years of age and older in comparison to other TPN products.

In certain clinically compromised states, TPN products containing sulfites are indicated
for pediatric administration. Specifically, Aminosyn-RF 5.2% and NephrAmine 5.4% are
indicated for treatment of renal failure; and HepatAmine is specially formulated for the
treatment of hepatic failure/hepatic encephalopathy. Pediatric patients (> 3 years)
receiving these TPN solutions are exposed to sulfites of 43 to 54 mg/hr, which is in
excess of the expected sulfite exposure of 13.5 mg/hr when our proposed formulation .

of Propofol is administered. Based upon the pediatric dose contributed from approved E
TPN products in the most compromised patients, it is expected that the levels of sulfite
from Gensia Sicor's formulation of Propofol should be well tolerated in both health and

compromised patients.

fn conclusion, the total contribution of sulfite from amino acid TPN products for pediatric
indications correlates to levels of sulfite expected to be safe for administration of
Gensia’s Propofol Injectable Emulsion for pediatric maintenance anesthesia.

Propofol Pediatric Dose for Induction of General Anesthesia - Exposure Levels of
Sulfites from Propofol Compared to Other IV Products

For a comparison of immediate administration {i.e., dose administered within 1 minute),
theoretical levels of sulfite exposure expected for pediatric patients receiving parenteral
products containing suifites were compared to sulfite levels expected to be contributed
by Gensia Sicor’s formulation of Propofol based upon the pediatric dosing for induction
of general anesthesia. Fot purposes of this analysis, pediatric dosing will focus upon
children 3 years or older, however, information for newborns and infants is also of
interest. The evaluation includes the overall scope of sulfite exposure to pediatric
patients from two approved drug products, Gallamine Triethiodide (20 mg/mL) and
Tubocurarine Chicride {3 mg/mL). As in the previous section, the assumption for
pediatric standard weights remains the same. Since Propofol is not recommended for
administration to children less than 3 years old, comparison to short term exposure to
sulfites in children 3 years of age or older is of greatest value.

For a pediatric patient 3 years of age or older, the theoretical levels of sulfite exposure

expected from the administration of the Gensia Sicor's sodium metabisulfite formulation
of Propofol for induction of general anesthesia (i.e., per labeling, 2.5 - 3.5 mg/kg over
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20 - 30 sec.) have been calculated. The theoretical amounts of sodium metabisulfite
based upon dosing for induction were determined as follows:

Induction
(2.5 - 3.5 mg/kg) X (30 kg) X {(0.25 mg/mL SMBS)/(10 mg/mL Propofol)]
=1.9-2.6 mg SMBS in 20 to 30 sec.

Review of Facts and Comparison (1997)"" for other products containing sulfites which
list pediatric dosing protocols provided two drugs used as adjuncts to anesthesia:
Gallamine Triethiodide (20 mg/mL) and Tubocurarine Chiloride (3 mg/mL). These two
products compare well to Gensia Sicor's Propofol, because both contain the same
sulfite preservative, sodium metabisuifite, and both are used in a surgical setting. The
levels of sodium metabisulfite exposure from these products based upon the pediatric
protocols are provided in Table 2 below:

Table 2
Product Preservative Method | Preservative Dose (mg) -
of
Administration | Newborn | Infant | Child
L | _(3.5kg) | (12kg) | (30 kg)
Gallamine Triethiodide, | 2.5 mg/mL Initial: 1.5 mg/kg
20 mg/mi. Sodium Repeat: 1 mg/kg after 30-40 min. as needed
{Davis + Geck) Metabisulfite
Initial Dose 0.68 23 5.6
Repeat Dose . 0.44 1.5 3.8
Tubocurarine Chloride, | 1t mg/mL Neonates: 0.3 mg/kg
3 mg/mL Sodium Children: 0.6 mg/kg
(Abbott) Metabisulfite Sustained injection in 1-1.5 min.
Initial {1 min.) 0.35 2.4 6.0
Repeat Dose 0.35 2.4 6.0

In pediatric protocols for immediate administration, the exposure level of sodium
metabisulfite ranges from 3.8 to 6.0 mg for the two approved products, Gallamine
Triethiodide and Tubocurarine Chloride. This range is comparabie to the expected
levels of sulfite from the dosing of Propofol with sodium metabisulfite during pediatric
induction. Therefore, the sulfite exposure due to Propofol for pediatric induction would

' For the specific list of page references for each drug product discussed, refer
to Attachment 1.
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be expected to correlate with safe levels as supported by the two approved products.

Adult and Elderly Dose-Exposure Levels of Sulfites from Propofol Compared to
- Other IV Products

For a comparison of immediate administration in adult and elderly patients, theoretical
levels of sulfite exposure expected for these groups receiving parenteral products
containing sulfites were compared to sulfite levels expected from Gensia Sicor's
formutation of Propofol. Comparisons were made based upon the recommended
Propofol dosing for bolus injection, induction and maintenance for general anesthesia
and MAC sedation. Information with regard to the dosing of the comparator products
was obtained from Facts and Comparison (1997).

The levels of sulfite exposure from various injectable products as well as the sulfite
exposure levels from Propofol were calculated for the adult and elderly indications. The
theoretical amounts of sulfite for the Propofol and the comparator products are
summarized in Table 3 and Table 4, respectively.

[
¥
Table 3 =
Product Preservative Method Preservative Dose
Description Concentration of
Administration Elderly Aduilt
IS = = —= (70 k&) (70 kg)———_..._....
Propofol 0.025% Sodium | General Anesthesia:
Injectable Metabisuifite Bolus injection - 50 mg per as required
Emulsion, 1% Eiderly - 1.5 mg/kg for induction (10 sec)
{Gensia Sicor) Maintenance @ 100 mecg/kg/min.
Adutt - 2.5 mg/kg for induction (10 sec)
Maintenance @ 200 mcg/kg/min.
Intermittent Bolus 12.5mg 12.5 mg
Induction 2.63 mg 4,38 mg
Maintenance 10.5 mg/hr 21 mg/hr
MAC Sedation:
} Elderly - 0.5 mg/kg for induction (5 min)
Maintenance @ 209 of 75 meg/kg/min,
Adult - 0.5 mg/kg for induction (5 min)
Maintenance @ 75 mcg/kg/min.
Induction 0.88 mg 0.88 mg
Maintengnce 6.3 mg/hr 7.9 mag/hr |
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Sodium

Sodium Bisulfite

Elderly - calculated using lowér dose of 15 mg/day

Tabie 4
Product ™~ Preservative Method Preservative Dose
Description Concentration of
Administration Elderly Aduit
_ (70 ka) {70 kq)
Gallamine 2.5 mg/mL Adjunct to Anesthesia:
Triethiodide, Sodium Initial dose - Max of 100 mg
20 mg/mL Metabisulfite Repeat dose - 1 mg/kg every 30-40 min as needed
(Davis + Geck)
Initial Dose 12.5 mg 12.5 mg
Repeat Dose 8.75mg 8.75 mg
Tubocurarine 1 mg/mL Adjunct to Anesthesia:
Chloride, Sodium Initial dose - sustained injection of 0.6 mg/kg
3 mg/mL Metabisulfite Repeat dose - 0.6 mg/kg every 30-40 min. as needed
{Abbott) .
Initial {1 min.) t4 mg 14 mg ’
Repeat Dose 14 mg 14 mg
Intropin 1% Sodium Vasopressor in Shock:
(dopamine), Metabisulfite Elderly - calculated using lower dose of 2 meg/kg/min.
40 mg/mL. Adult - calculated using upper dose of 50 mcg/kg/min.
(Faulding)
IV infusion 2.1 mg/hr 52.5 mg/hr
Epinephrine, 0.46 mg/mL Vasopressor for Resuscitation: 1 mg every 5 min.
0.1 mg/mL Sodium :
(Abbott) Metabisulfite Bolus every 5 min 4.6 mg 4.6 mg
Hydrocortisone | 3.2 mg/mL Adrenal Cortical Steroids: :

- ngosuifrte

Phosphate, Adult - calculated using upper dose of 240 mg/day
50 mg/mL
(MSD) Dosed every 12 hrs 0.32 mg 5mg
Aminosyn-PF 230 mg/100 mL | 500 mL8 hr
10% (Abbott) Sodium

TPN 144 mg/hr 144 mg/hr
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Table 5 below summarizes the our assessment of other parenteral drugs with
comparable sulfite exposure levels correlated to the methods of administration for
Propofol Injectable Emulsion te adult and elderly patients.

-—

Table 5
Propofol injectable Emulsion - | Other Parenteral Drugs with Comparable
Method of Administration Sulfite Exposure Leveis
General Anesthesia in Elderly and Adult
Intermittent Bolus 125 mg | Range: 12.5- 14 mg

Gallamine Triethiodide
Tubocurarine Chioride

Induction 26 mg&4.4mg | Range: 4.6 - 14 mg
Gallamine Trigthiodide
Tubocurarine Chloride

Epinephrine 1
Hydrocortisone Sodium Phosphate

Maintenance 10.5 mg/hr & 21 mg/hr | Range: 53 - 144 mg/hr
intropin (dopamine)
Total Parenteral Nutrition Products (Amino Acids)

MAC Sedation in Adult and Elderly

Induction 0.88 mg | Range: 4.6 - 14 mg

Gallamine Triethiodide
Tubocurarine Chloride
Epinephrine

Hydrocortisone Sodium Phosphate

Maintenance 6.3 mg/hr & 7.2 mg/hr | Range: 53 - 144 mg/hr
Intropin (dopamine)
Total Parenteral Nutrition Products (Amino Acids)

Based upon our assessment provided in Table 4 and the data summarized in Table 3,
the safety of sulfite exposure for adult and elderty patients when administered Propofol
by intermittent bolus (12.5 mg), induction for general anesthesia (2.6 - 4.4 mg), and
induction for MAC sedation {0.88 mg) are supported by the exposure levels which range
from 4.6 to 14 mg for the approved products evaluated. When examining the sulfite
exposure levels for patients administered propofol for the maintenance of general
anesthesia and MAC sedation, our product is expected to deliver 6.3 - 21 mg/hr of
sulfite compared to 53 - 144 mg/hr for the approved products.

Therefore, the sulfites levels due to adult and elderly doses of our proposed Propofol
when used in general anesthesia and MAC sedation are equivalent or lower to sulfite
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levels expected for previously approved products.
Risk Assessment - Sodium Metabisulfite vs. EDTA

As previously discussed in the section, “Sulfite Hypersensitivity,” the risk is well known
and well recognized as established by FDA in the 1980's. The safety of Propofol with

- -sodium metabisulfite for long term administration is supported by the extended use of
sulfite-containing amino acid TPN products. From the previous discussions, we
determined that the sulfite exposure levels from Gensia Sicor’s’ Propofol would be less
than levels contributed by the TPN products evaluated. Based upon sulfite exposure
levels expected from administration of our Propofol for general anesthesia, equivalent
sulfite exposure levels were determined from the dosing of approved drugs, specifically,
Gallamine and Tubocurarine. In addition, the regulatory requirement to include the
warning statement mitigates the risk associated with sulfites. The clinician is alerted to
the potential effects of sulfites via the labeling. Since Propofol is administered for
purposes of surgery, MAC sedation, or ICU sedation in a hospital setting under
continuous medical monitoring, the patient is assured of immediate medical attention
should a hypersensitivity reaction occur. F oo,

Sulfite preservatives are included in the formulations of many FDA-approved drug
products.’? In December 1986, FDA disagreed with a complete prohibition of the use of-
sulfites, however acknowledged that people should be provided sufficient information to
avoid sulfites. Gensia Sicor is aware that sodium metabisulfite presents an inherent
risk, especially to an asthmatic sub-population, as an additive in formulation of Propofol
Injectable Emulsion. However, the limited preservative effect resulting from the
presence of sodium metabisulfite accede to health benefits of the general public and
outweigh the risk of suifite hypersensitivity. ‘

EDTA is also an inactive ingredient included in the formulations of many FDA-approved
drug products. However, at the levels indicated in Zeneca’s Diprivan (propofol)
Injectable Emulsion with 0.005% EDTA, FDA recognized a potential risk of zinc
depletion and mild renal damage due to long term exposure to EDTA from
administration of Diprivan Injectable Emuision for ICU use.” ' Due to these potential
risks, Zeneca was requested to add the following warning statement to the Diprivan

‘2 Inactive Ingredient Guide (January 1996). Division of Drug Information
Resources, Office of Management, CDER, FDA.

13 IL Tyler, Ph.D., M.D. Medical Officer Review NDA Report Propofol with
0.005% EDTA. Summary Basis of Approval for Diprivan Injectable Emulsion
with 0.005% EDTA.

'*" Robert F. Bedford, M.D. Medical Officer Secondary Review. Summary
Basis of Approvai for Diprivan Injectable Emulsion with 0.005% EDTA.
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product insert as follows:

EDTA is a strong cheiator of trace metals - including zinc. Calcium disodium edetate
has been used in gram quantities to treat heavy metal toxicity. When used in this
manner it is possible that as much as 10 mg of elemental zinc can be lost per day via
this mechanism. Although with Diprivan Injectable Emuision there are no reports of
decrease zinc levels or zinc deficiency-related adverse events, Diprivan Injectable
Emuilsion should not be infused for longer than 5 days without providing a drug
holiday to safely replace estimated or measured urine zinc losses.

At high doses (2 - 3 grams per day), EDTA has been reported, on rare occasions, to
be toxic to the renal tubules. Studies to date, in patients with normal or impaired renal
function have not shown any alteration in renal function with Diprivan Injectable
Emulsion containing 0.005% disodium edetate. In patients at risk for renal
impairment, urinalysis and urine sediment should be checked before initiation of
sedation and then be monitored on alternate days during sedation.

The long-term administration of Diprivan Injectable Emulsion to patients with renal i_
failure and/or hepatic insufficiency has not been evaluated.' "

In addition due to FDA's concern regarding the potential risks of extended exposure to- .
EDTA in an ICU setting, FDA informed Zeneca that approval of the EDTA formulation of
Diprivan would be predicated upon a commitment from the company to perform a Phase
IV Safety study to evaluate zinc loss and renal function in ICU patients,

In summary, sodium metabisulfite as an additive in parenteral drug products presents a
known but limited risk of producing a hypersensitivity reaction, predominantly in chronic
asthmatics. EDTA as an additive in an injectable at the levels defined in Zeneca's
formulation of Diprivan presents an unknown risk. However, we understand that a
phase |V safety study was requested by FDA to determine the level of risk associated
with this exposure level of EDTA. The potential risks recognized by FDA are zinc
depletion and mild renal damage. We trust that FDA is monitoring Zeneca for
compliance with Zeneca'’s phase IV commitments.

Conclusion

We trust that the information provided herein, in conjunction with the information
submitted to the Agency in correspondence dated July 17, 1997, June 15, and June 20,
1998, is adequate to support the Agency’s decision that the substitution of sodium
metabisulfite for edetate disodium as the preservative in our Propofo! injectable
Emulsion does not affect the safety of our proposed product.

' Warnings section of package insert of Diprivan tnjectable Emulsion with
0.005% EDTA.
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Should you have any questions or would like to further discuss this matter, please do not
hesitate to contact me at (949) 455-4716. We will call you on Wednesday, August 26, to
foliow up on your meeting with the Office of New Drug Evaluation regarding this matter.

‘Sincerely,

Cs_\,..‘..,.Q Z Dl

Armand J. LeBIanc
Vice President, Scientific Affairs

Attachments
cc:  Mr. Donald B. Hare - Office of Generic Drugs

Dr. Cynthia McCormick - Anesthetic, Critical Care & Addiction Drug Products
Dr. Roger Williams - Pharmaceutical Science

»
R ey
'1!
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CONFIDENTIAL

NeW CORRESP

VIA FACSIMILE AND FEDERAL EXPRESS )

ANDA 75-102

Mr. Douglas Sporn

Director

Office of Generic Drugs, HFD-600
Metro Park North II

Center for Drug Evaluation and Research
Food and Drug Administration

7500 Standish Place

Rockville, Maryland 20855

R
1

Re:  Telephone Conference with GensiaSicor Pharmaceuticals, Inc.
Regarding the Use of Sodium Metabisulfite as a Preservative in its
Propofol Injectable Emulsion, 10mg/mlL

Dear Mr. Sporn:

I am writing to you on behalf of our client, GensiaSicor Pharmaceuticals, Inc. to
request and confirm telephone conference with representatives of the Office of Generic Drugs
("OGD") and Dr. Roger Williams of the Office of Pharmaceutical Science to present and
discuss additional information supporting the conclusion that the difference in preservative
used by GensiaSicor does not affect the safety of the proposed product.

GensiaSicor is requesting that the teleconference be scheduled before August 25, the
date on which I understand that there will be a meeting of CDER staff to discuss this matter.
The additional information to be presented and discussed further supports the material
previously submitted by GensiaSicor that the substitution of sodium metabisulfite for edetate
sodium as a preservative does not affect the safety of Propofol Injectable Emulsiorv ED
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As this matter is of the utmost importance to GensiaSicor, we appreciate your
accommodation of this request. I will call you later this week to arrange a date and time for
the telephone conference.

Attendees. The following people will participate in the telephone conference:

GensiaSicor Pharmaceuticals, Inc.
Armand J. LeBlanc, Vice President, Scientific Affairs

Rosalie Lowe, Associate Director, Regulatory Affairs

Consultants

Meeting Agenda. The proposed agenda for the telephone conference is as follows:

1. Brief Introduction

2. Review of the Difference in Preservative Systems Between the
GensiaSicor and Reference Listed Product

3. Review of Safety and Clinical Impact Concerning the Use of Sodium
Metabisulfite as a Preservative in Propofol Injectable Emulsion

4. Discussion of GensiaSicor's ANDA

e
1
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I appreciate your assistance in arranging the telephone conference and look forward to
the discussion. Again, I will call you later this week to confirm the date and time for
telephone conference. Of course, please do not hesitate to call me at (202) 756-8075 if you
- need any further information.

Sincefely yours,

.
JRrT—
'Tl

cc: Armand J. LeBlanc
Rosalie Lowe
GensiaSicor Pharmaceuticals, Inc.

Rita Hassall, OGD

Gordon Johnston, OGD
Ted Sherwood, OGD

W8505\01 NGENSIA LET
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Exempt from Disclosure
Under FOIA

Mr. Douglas Sporn

Office of Generic Drugs

Center for Drug Evaluation and Research

Food and Drug Administration RECEIVED
Metro Park North |l, HFD-600 - :
Attention: Documentation Control Room 150 )

7500 Standish Place Jut 01 1998'

Rockville, MD 20855-2773 _
| GENERIC DRUGS -
RE: ANDA 75-102 £
Propofol Injectable Emulsion, 10 mg/mL "
Containing 0.025% Sodium Metabisulfite
Technical Response to Citizens Petition 98P-0221/PSA-1

GENERAL CORRESPONDENCE

Dear Mr. Sporn:

Reference is made to Docket No. 98P-0221/PSA 1, the citizens petition (the “Petition”)
submitted by Stephen Mahinka, Esq., counsel to Zeneca Inc., to stay the effective date
of pending, tentative, or final decisions to approve ANDAs for certain generic versions

of Diprivan® (Propofol) Injectable Emulsion.

We have provided a “General Response” to the Petition which was submitted to the
Dockets Management Branch on June 30, 1998, to support the position that the
Commissioner deny the Petitioner's request (a copy of this response is enclosed as
Attachment 1). This “General Response” provides adequate justification for the
Commissioner to deny the Petitioner's request. However, in the “General Response”

we have not addressed the specific technical issues related to our sodium metabisuifite
formulation of propofol. As you know, Gensia Sicor has submitted paragraph 1V

certification in this ANDA. In addition, Gensia Sicor has sent notice to Zeneca stating

that, in our opinion, and to best of our knowledge, our Propofol Injectable Emulsion with -
a preservative other than EDTA does not infringe Zeneca's patents pertaining to ?)
Diprivan® with EDTA. In such notices to Zeneca, we have not disclosed the

preservative used in our product. Consequently, due to the confidential nature of this
information, Gensia Sicor has decided to respond to these technical issues within our

A=

GensiaSicor Pharmaceuticals ¢ 17 Hughes ¢ Irvine CA » 92618-1902 » USA
Phone (714) 455-4700, (800) 729-9991 » Fax (714) 855-8210 « http://www.gensiasicor.com

060001



Mr. Douglas Sporn CONFIDENTIAL
June 26, 1998 '
Page 2

ANDA. Therefore, the information contained within this submission will provide the
Agency with Gensia Sicor's position with respect to the technical issues brought forth in
" the aforementioned Petition.

. _Furthermore, since this technical response contains confidential, commercial, and trade
secret information and data, in our opinion, it is exempt from public disclosure. Should
you believe otherwise, we request that you notify us prior to disclosing any information
concerning the preservative in our propofol product.

Clearly, the Petitioner and Zeneca are once again attempting to block entry of a
legitimate generic product in an effort to maintain Zeneca’s manopoly of the propofol
market. This is evidenced by the fact that the Petition does not direct the Agency to
undertake any additional administrative action beyond those defined within the existing
statutes and regulations. Pursuant to these statutes and regulations, FDA will
appropriately rule to approve or deny an application based upon relevant scientific -
review of the application to determine the safety and efficacy of a drug product. H
However, we recognize that the Petition provides points-to-consider with respect to
review of an application for a propofol formulation containing an alternate preservative.

It is to these specific points that we wish to respond.

Gensia Sicor wishes to defend its application in light of the issues raised by the
Petitioner. Accordingly, we request the opportunity to meet with the Agency to discuss
these latest developments no later than July 31, 1998. | will call your office next week
to arrange a mutually convenient date and time for the meeting. In the interim, if
additional information is required or if there are any questions concerning this matter,
please do not hesitate in contacting me at (349) 455-4716.

Sincerely,

QI 3 :.1 A

Armand J. LeBlanc¢
Vice President, Scientific Affairs

Enclosure i
ce: Mr. Gordon Johnson Ms. Paula Botstein, MD
Mr. Don Hare Office of Drug Evaluation Il
Mr. Peter Rickman
Office of Generic Drugs Ms. Cynthia McCormick, MD

Division of Anesthesiology, HFD 170
Ms. Elaine Messa
Los Angeles District
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Mr. Douglas Sporn

Oftice of Generic Drugs

Center for Drug Evaluation and Research

Food and Drug Administration

Metro Park North [, HFD-600

Attention: Documentation and Control Room, Room 150
7500 Standish Place

Rockville, MD 20855-2773

RE: ANDA 75-102 i
Propofol Injectable Emulsion, 10 mg/mL -
Formulation Containing 0.025%

Sodium Metabisugte

_ AECEIVE

N
AMENDMENT MAY 2 S 1998

Dear Mr. Sporn: GENER;G DRUGS

Reference is made to our abbreviated new drug application for Propofol Injectable
Emulsion containing 0.025% Sodium Metabisulfite, ANDA 75-102. Further
reference is made to the two amendments, which contained Paragraph |V Patent
Certification Statements, dated February 11, 1998 and April 13, 1998.

In accordance with the provisions of Section 314.95(e) of the Code of Federal
Regulations, Title 21, we hereby amend this application. We wish to document
receipt of the notices as required under paragraph (a) of Section 314.95 by three of
the four entities provided the notices. Copies of the return receipts are attached.
Please note that the Return Receipt requested of the U.S. Postal Service (USPS)
for the notice regarding Patent No. 5,714,520, which was sent to Zeneca Ltd. in the
United Kingdom on February 11, 1998, has not been returned. A trace to locate the
document was piaced with the USPS on April 17, 1998, however, USPS has been
unsuccessful in obtaining the Return Receipt to date. Therefore, it is our contention
that Zeneca Lid. received adequate notice since a Return Receipt was received
from Zeneca Inc. in Wilmington, Delaware. In addition, Zeneca formally responded
to our notice by filing a lawsuit on April 3, 1998, which was subsequently withdrawn.

GensiaSicor Pharmaceuticals * 17 Hughes ¢ Irvine CA ¢ 92618-1902 = USA
Phone (714) 455-4700, (800) 729-9991 » Fax (714) 855-8210 » http://www.gensiasicor.com



Mr. Douglas Sporn
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We trust you will find the attached documentation satisfactory. Shouid you have any
guestions or require further clarification, please contact me at (949) 457-2808 or by

" " facsimile at (949) 583-7351.

Sincerely,

Rosalie A, Lowe
Associate Director, Regulatory Affairs

Attachments

SAPRO7S102AMENDSVAMENDB.WPD

cc: Ms. Elaine Messa
District Director
U.S. Food and Drug Administration
Los Angeles District
19900 MacArthur Blvd., Suite 300
Irvine, CA 92715
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April 13, 1998 /‘ﬁrK ﬁ “Y"j@ \

Mr. Douglas Sporn -
Office of Generic Drugs

Center for Drug Evaluation and Research

Food and Drug Administration

Metro Park North Il, HFD-600

Attention: Documentation and Control Room, Room 150

7500 Standish Place

Rockville, MD 20855-2773

>
L SO
L ]

RE: ANDA 75-102
Propofol Injectable Emulsion, 10 mg/mL
Formulation Containing 0.025% Sodium
Metabisulfite

AMENDMENT
Dear Mr. Sporn:

Reference is made to Gensia's Abbreviated New Drug Application (ANDA 75-102) for
Propofol Injectable Emulsion containing 0.325% Sodium Metabisulfite.

At this time we wish to submit a updated F'atent/Exclusivity Statement which provides a
certification statement regarding the two patents granted Zeneca Ltd. on March 24,

1998, for Diprivan®. The referenced information was obtained on April 3, 1998, from
FDA’s web site at http://www.fda.gov/cder/orange/docket.pdf.

LRECENE@
ey 4 1558

GENZFIS DALES

GensiaSicor Pharmaceuticals » 17 Hughes ¢ Irvine CA « 92618-1902 » USA
Phone (714) 455-4700, (800) 729-9991 » Fax (714) 855-8210 ¢ http://www.gensiasicor.com



Mr. Douglas Sporn
April 13, 1998
Page 2

We trust you will find the informration in this amendment satisfactory for your review and
_approval. If there are any questions concerning this amendment, please do not
hesitate in contacting me at (714) 455-4724 or by facsimile at (714) 583-7351. (Please
be advised that our area code will change from “714" to “949" on April 18, 1998.)

Sincerely,

6’24) Cew @ L
Elvia O. Gustavso
Associate Director, Reguiatory Affairs

Enclosure

cc: Ms. Elaine Messa
District Director
U.S. Food and Drug Administration
Los Angeles District
19900 MacArthur Blvd., Suite 300
Irvine, CA 92715

Mr. Peter Rickman

Office of Generic Drugs

Center for Drug Evaluation and Research

Food and Drug Administration

Metro Park North Il, HFD-615

Attention: Documentation and Control Room, Room 150
7500 Standish Pilace

Rockville, MD 20855-2773

April 13, 1698
S:APROTS102AMENDSWMMEND? WPD
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March 12, 1998 bofosl

Mr. Douglas Sporn

Office of Generic Drugs

Center for Drug Evaluation and Research

Food and Drug Administration -
Metro Park North |I, HFD-600

Attention: Documentation and Control Room, Room 150

7500 Standish Place,

Rockville, MD 20855-2773

RE: ANDA 75-102 _
Propofol Injectable Emulsion, 10 mg/mL
Formulation Containing 0.025% Sodium
Metabisulfite

AMENDMENT
Dear Mr. Sporn:

Reference is made to Gensia Sicor's amendment to ANDA 75-102 for Propofol
Injectable Emulsion (with 0.025% Sodium Metabisuifite), 10 mg/mL, which was
submitted January 16, 1998. Reference is also made to a telephone conversation on
February 12, 1998, between Mr. Ray Brown, Chemistry Reviewer in the Office of
Generic Drugs, and myself regarding the submission of referenced information from
ANDA 74-816. Mr. Brown’s request is intended to consolidate all relevant information
within a single application. As agreed, we have provided ail sections of the ANDA 75-
102 which previously included references to ANDA 74-816.

Therefore, in accordance with Section 314.96(a)(1) of the Code of Federal Reguiations,
Title 21, we hereby amend this application (ANDA 75-102) for Propofol Injectable
Emuision {with 0.025% Sodium Metabisulfite), 10 mg/mL, with additional information.
These revised sections provided herein supersede all previous information submitted

for these specific sections of the ANDA. L. HECE'VED J
MAR 1 6 1905
GENERIC DRUGS

GensiaSicor Pharmaceuticals » 17 Hughes + Irvine CA » 92618-1902 = USA
Phone (714) 455-4700, (800) 729-9991 » Fax (714) 855.8210 http://mww.gensiasicor.com
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Mr. Douglas Sporn
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" The sections listed below were previously referenced by incorporation and were not
included in the amendment dated January 16, 1998. These sections are provided in
- -this amendment,

Section IX Description of Manufacturing Facility

Section X Outside Firms Including Contract Testing L.aboratories
Section Xill Packaging and Labeling Procedures

Section XVIN Control Numbers

Section XX Environmental Impact Statement -

Section XXI QOther

In addition, Section X| and Section XV! has been provided in their entirety. Please
note that these sections were submitted previously, but included several references to -,

ANDA 74-816. f.. -

Finally, Section 3 of the Sterility Assurance Validation package has also been revnsed
to include the information referenced in ANDA 74-816.

The amendment consists of two (2) volumes and has been formatted in accordance
with the Office of Generic Drug's Policy and Procedure Guide #30-91 issued

April 10, 1991; and, as modified by FDA's October 14, 1994 letter to all NDA, ANDA,
and AADA applicants. Copies are provided as follows:

1) One (1) Archival Copy bound in Blue Jackets
2) One (1) Review Copy bound in Red Jackets

A true copy of this amendment, which was bound in Burgundy Jackets, has been
submitted to the U.S. Food and Drug Administration of irvine, California, District Office.

Since Section XVI has been provided in its entirety, three {3) complete methods
validation packages (i.e., packages which include information referenced in ANDA
74-816) have been included and are marked "Analytical Methods." These three
additional copies are identical to Sectlon XVI as presented in the archival and review
copies, and have been separately bound in Black Jackets.

;a\::c;rzé 11:zg\ims~owueuomn.wvo /8 100 00 4



Mr. Douglas Sporn
March 12, 1998
Page 3
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‘We trust you will find the information in this amendment satisfactory for your review and
approval. If there are any questions concerning this amendment, please do not
_ _hesitate in contacting myself at (714) 457-2808.

Sincerely,
W a‘ M

Rosalie A. Lowe
Associate Director, Regulatory Affairs

cc: Ms, Elaine Messa
District Director
U.S. Food and Drug Administration
Los Angeles District
19800 MacArthur Boulevard, Suite 300
Irving, CA 92715
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_ .February 11,1998 VIA FACSIMILE AND FEDERAL

Mr. Douglas Sporn

Office of Generic Drugs

Center for Drug Evaluation and Research

Food and Drug Administration

Metro Park North |, HFD-600

Attention: Documentation and Control Room, Room 150
7500 Standish Place

Rockville, MD 20855-2773

.
e
)

RE: ANDA 75-102 -
Propofol Injectable Emulsion, 10 mg/mL
Formulation Containing 0.025% Sodium
Metabisulfite

AMENDMENT
Dear Mr. Sporn:

Reference is made to Gensia’s Abbreviated New Drug Appiication (ANDA 75-102) for
Propofol Injectable Emulsion containing 0.025% Sodium Metabisulfite. Reference is
also made to a telephone conversation on February 2, 1998 between myseif and

Ms. Margo Bartel, Office of Generic Drugs, FDA, regarding the Patent/Exclusivity
Statement provided in our application.

Ms. Bartel requested that Gensia Sicor amend its application for Propofol Injectable
Emulsion (0.025% Sodium Metabisulfite) to include a certification statement for the new
patent which was recently granted the innovator, Zeneca Ltd., for their formulation of
propofol containing EDTA. Pursuant to Ms. Bartel's request, the Patent/Exclusivit
Statement (Section I!l) has been revised and is included in this amgncﬁECEl\/ED

iFEB 1 2 1998
GENERIC DRUGS

GensiaSicor Pharmaceuticals » 17 Hughes ¢ Irvine CA » 92618-1902 « USA
Phone (714) 455-4700, (800) 729-9991 » Fax (714) 855-8210 « http://www.gensiasicor.com



Mr. Douglas Sporn
February 11, 1998
Page 2

We trust you will find the information in this amendment satisfactory for your review and
approval. If there are any questions concerning this amendment, please do not
hesitate in cgntacting me at (714) 457-2808 or by facsimile at (714) 583-7351.

Sincerely,

T Krealet O Tonoe

Rosalie A. Lowe
Associate Director, Regulatory Affairs

SAPROTS 1 0DAMENDS\AMENDSAMENDS WPD
Enclosure

cc: Ms. Elaine Messa
District Director
U.S. Food and Drug Administration
Los Angeles District
19800 MacArthur Blvd., Suite 300
Irving, CA 92715

Mr. Peter Rickman

Office of Generic Drugs

Center for Drug Evaluation and Research

Food and Drug Administ-ation

Metro Park North If, HF[}-615

Attention: Documentation and Control Room, Room 150
7500 Standish Place

Rockville, MD 20855-2773

N
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December 3, 1997

Mr. Douglas Sporn
Office of Generic Drugs
- Center for Drug Evaluation and Research
Food and Drug Administration
Metro Park North 1l, HFD-600
Attention: Documentation and Control Room, Room 150
7500 Standish Place,
Rockville, MD 20855-2773

RE: Propofol Injectable Emulsion
(with 0.005% EDTA), 10 mg/mL

Prefilled Syringe
ANDA: 75-102

MINOR AMENDMENT

Dear Mr. Sporn:

Reference is made to our Abbreviated New Drug Application for Propofol Injectable Emulsion
{Prefilled Syringe) containing 0.005% Disodium Edetate (EDTA) in the formulation, ANDA 75-
102. Reference is also made to the Agency's letter dated October 22, 1997. In accordance with
the provisions of Section 314.96 of the Code of Federal Regulations, Title 21, we hereby amend

our application to provide the additional information as requested.

We trust you will find the information in this amendment satistactory for your review and
approval. If there are any questions concerning this application, please do not hesitate in
contacting Ms. Rosalie A. Lowe, Associate Director, Regulatory Affairs, at (714) 457-2808, or

myself at (714) 455-4709, or by facsimile at (714) 583-7351.

Sincerely,

Donald J. Harrigan, R.Ph,
Director, Regulatory Affairs

Enclosure

cc: Ms. Elaine Messa
District Director
U.8. Food and Drug Administration
Los Angeles District
19900 MacArthur Boulevard, Suits 300
Irvine, CA 92715

SAPROTS 102AMENDSWMENDZ.WPD

RECZ{/ED
ECO 4 1997
GENERIC PRUGS
0GG0Oo2

Censia Laboratories, Ltd. w 19 Hughes, Irvine, CA 92618 m (714} 455-4700 m FAX {714} 855-8210
Censia Inc. m 9360 Towne Center Drive, San Diego, CA 92121 = 1619) 546-8300 = FAX {619) 453-0095
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- May 20, 1997 _ A

Mr. Douglas Sporn

Office of Generic Drugs

Center for Drug Evaluation and Research

Food and Drug Administration

Metro Park North il, HFD-600

Attention: Documentation and Control Room, Room 150
7500 Standish Place,

Rockville, MD 20855-2773

"

RE: Propofol Injectable Emulsion : fF'.-
(with 10 mg/mL Lo
Prefilled Syringe .
ANDA: 75-102

AMENDMENT

Dear Mr. Sporn:

Reference is made to our Abbreviated New Drug Application for Propofol Injectable
Emulsion (Prefilled Syringe) containing e
formulation, ANDA 75-102. Reference is also made to the Agency's letter dated May 8,
1997 regarding the Patent/Exclusivity Statement (Section ], Volume 1) provided in this
application. In accordance with the provisions of Section 314.96 of the Code of Federal
Regulations, Title 21, we hereby amend our application to provide the additional
information as requested.

The Patent/Exclusivity Statement (Section !ll) was revised to include the new exclusivity
date of June 11, 1999 for Zeneca's new product. Page 13 from the Approved Drug
Products with T.'herapeuttc Equivalence Evaluations, 17th Edition, Supplement 1, -
January 1997, which lists the new exclusivity date is aiso included.

Section HI of the ANDA which was revised is being provided in its entirety. To facilitate
your review, text changes have been redlined. All other pages within th E@ﬁiVED
remain identical to the original ANDA submission.

HAY.21 1907

Gensia Laboratories, Ltd. @ 19 Hughes, Irvine, CA 92718-1902 @ (714) 4554700 Qfmpg m o
Censia Inc. @ 9360 Towne Center Drive, San Diego, CA 92121 » (619) 546-8300 U
Censia Europe, Ltd. @ Genaresa House m 1 Bracknell Beeches, Old Bracknell Lane, Bracknell, Berkshire RGIZ?BW
44-344.308803 m FAX 44-344-360515



Mr. Douglas Sporn
May 20, 1997
Page 2

We trust you will fmd the information in this amendment satisfactory for your review and
- approvai if there are any questions concerning this application, please do not hesitate
in contacting Ms. Rosalie A. Lowe, Associate Director, Regulatory Affairs, at (714) 457-
2808, or myself at (714) 455-4709, or by facsimile at (714} 583-7351.

Sincerely,
S tlS oy

Donald J. Harrigan, R.Ph.
Director, Regutatory Affairs

SAPROTS5102AMENDS\AMEND ' WPD
Enclosure

cc: Ms. Elaine Messa
) District Director
U.S. Food and Drug Administration
Los Angeles District
19900 MacArthur Boulevard, Suite 300
Irvine, CA 92715
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ANDA 75-102

Gensia Laboratories, Ltd.
Attention: Donald J. Harrigan
19 Hughes

. -Irvine, CA 92618

"lIllllIlll"llllil"llllllll" '..":f'""\!i

r

Dear Sir:

We acknowledge the receipt of your abbreviated new drug
application submitted pursuant to Section 305(j) of the
Federal Food, Drug and Cosmetic Act.

NAME OF DRUG: Propofol Injectable Emulsion 1%, (10 mg/mL),
in 20 mL syringe

- A
1

DATE OF APPLICATION: March 31, 1997
DATE OF RECEIPT: April 1, 1997

We will correspond with you further after we have had the
opportunity to review the application.

Please amend your application with a revised patent certification
and exclusivity statement using the most current version of the

and supplement.

Please identify any communications concerning this application
with the ANDA number shown above.

Should you have questions concerning this application, contact:

Kassandra Sherrod

Project Manager
(301) B827-5849

. Sincerely yours,

A ~
. [ 4
Jerry Pi)ﬁlip 574/ 57
Directo
Division of, beling and Program Support
Office of ric Drugs

Center for Drug Evaluation and Research



March 31, 1997 LAB

) " RECEIVED -
- Mr. Douglas Sporn

Office of Generic Drugs Y 1997
Center for Drug Evaluation and Research GENE

Food and Drug Administration

Metro Park North II, HFD-600 RIC DRUGS
Attention: Documentation and Control Room, Room 150

7500 Standish Place,

Rockville, MD 20855-2773

RE: Propofol injectable Emuision
(with 0.005% EDTA), 10 mg/mL
Prefilled Syringe
ANDA: Number to be Assigned

gy
]

Dear Mr. Sporn:

Reference is made to a telephone conversation on December 19, 1996 between Ms. -
Cecilia Parise, Consumer Safety Officer, Office of Generic Drugs and myself regarding

the safety issues related to the formulation of Propofol Injectable Emulsion.
Ms. Parise indicated that the Agency would only accept ANDA applications for Propofol
Injectable Emulsion which contain n the formulation. Therefore, pursuant to Ms.

Parise's instructions and in accordance with Section 314.96(a)(1) of the Code of
Federal Regulations, Title 21, we hereby submit an Abbreviated New Drug Application
for Propofol Injectable Emulsion {Prefilled Syringe) containing

B in the formulation.

Propofol Injectable Emuision (with =~ - . is a parenteral emulsion preparation
to be supplied as:
Strength Drug Content How Supplied
10 mg/mL 200 mg Propofol Injectable 200mgina20 mL
- Emulsion/syringe syringe
Propofol Injectable Emuision, 10 mg/mL =~ ., is the generic version of

Diprivan® (Propofol Injectable Emulsion) which is currently manufactured by Zeneca,
Ltd. Zeneca's drug product appears in the FDA listing titled Approved Drug Products
with Therapeutic Equivalence Evaluation, 16th Edition. Our drug product has the same

Censia Laboratories, Ltd. w 19 Hughes, Irvine, CA 92718-1902 m (714) 455-4700 » FAX (714) 855-821 1 Q0003
Gensia Inc. w 9360 Towne Center Drive, San Diego, CA 92121 & (619) 546-8300 m FAX (619) 453-0095

Gensia Europe, Ltd. a Genaresa House m 1 Bracknell Beeches, Old Bracknell Lane, Bracknell, Berkshire RG127BW
44-344-308803 m FAX 44-344-360515



Mr. Douglas Sporn
March 31, 1997
Page 2

active and inactive ingredients, dosage form, strength, route of administration, and
conditions of use as Zeneca's listed drug product containing
_ Gensia's manufacturing processes used for Propofol Injectable Emuision + o
~ supplied in a prefilled syringe are equivalent to the processes used for Gensia’s
product supplied in vials for the processes described in the sections listed below.
Therefore, reference is made to our amendment ANDA 74-818, which was submitted
December 24, 1996 with respect to these sections.

Section VI Bicavailability/Bioequivalence .
Section VIl Components and Composition Statements *
Section Vil Raw Material Controls
Section IX Description of Manufacturing Facility
Section X Outside Firms Including Contract Testing Laboratories ..
Section XIII Packaging and Labeling Procedures ;
Section XVI Analytical Methods ** -
Section XVIIi Control Numbers
Section XIX Sampie Availability and Identification
Section XX Environmental impact Statement
Section XXI Other :
* Except as tnis section relates to the container

" Except for ‘he specific lots of finished product

The table below identifies the variation from the vial amendment of ANDA 74-816 which
were changed or included to dfferentiate the prefilled syringe product. These
differences include changes to the basis for ANDA, patent certification, labeling,
chemistry, manufacturing, control changes, container/closure, and stability.
Documentation supporting this information are provided in the sections listed:

Varlations from |
[soton | o it Somm | Soporig bocumentaton

H A summary of the supporting Tables summarizing the
stability lot. information. Reference to
' Section Xl for the stability iot.
il Patent certification and exclusivity QOrange Book reference.

statements submitted to reflect
current status of the innovator's
product.

SAPROPSYRGWANDAVSEC1A 2
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Mr. Douglas Spormn
March 31, 1997 _

Page 3

|

Section

v

- Variations from
ANDA 74-816 Amendment

Comparison between Gensia’s

versus Zeneca's products for .

propofol Jrmulations supplied
in a prefilled syringe.

Supporting Documentation

Table summarizing the
comparison between Gensia's
and the innovator’s formulations
supplied in a prefilled syringe.

Comparison between Gensia's
versus Zeneca’s labeling for both
propofo llations supplied
in a prefifled syringe.

Side-by-side comparison of
Gensia’s versus Zeneca’s
labeling for both propofol EDTA
formulations supplied in a
prefilled syringe.

| prefilled syringe product.

v Labeling for Gensia’s Propofol Draft labeling.
Injectable Emulsion |,

vii Components and composition Components and composition
statements to reflect the 20 mL statements, and tables for
prefilled syringe container. Propofol Injectable Emulsion

(with .

Xt 1. | Summary for manufacturing and The compounding procedure
processing which reflect the filling of | and manutacturing flow diagram
Propofol Injectable Emulsion (with for Propofol Injectabie Emuision

' _in a prefilled syringe. |

Sterility assurance of the product Specific sterility assurance

references volume 4. information for the manufacture
of Propofoi Injectable Emulsion
| ~ pliedin
prefilled syringe.

2. Blank batch records which specific Blank batch records for the 20

for the prefilled syringe product. mL prefilled syringe.

X One stability lot to support the Copies of the executed batch

records for the stability lot of
Propofol Injectable Emulsion

.4): Lot No.
XP6C319F2.

Finished Product Sampling Plans
specific to the prefifled syringe
product.

Finished Product Sampling
Plan for Propofol Injectable
Emulsion {witk

SAPAOPSYRGWNDASECI 3

100005
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Mr, Douglas Sporn
March 31, 1997 .

Page 4
| section | = .. Variations from Supporting Documentation
| ANDA 74-816 Amendment pporing
|| XV Finished Product Specifications | Blank current Finished Product
and Data Sheet specific to the Specifications and Data Sheet.
prefilled syringe product.
Stability lot of the prefilled syringe Finished Product
product. Specifications and Data Sheet
for the stability lot.

Xvi Finished Product Specifications Blank current Finished Product
and Data Sheet specific to the Specifications and Data Sheet.
prefilled syringe product.

Stability lot of the prefilled syringe Finished Product
product. Specifications and Data Sheet
for the stability lot. ‘

XVil One stability lot of the 20 mL prefilled | Stability Report
syringe was manufactured and
stability data is presented. In
addition, the 20 mL vial lot (Lot No.

XP6N319), which is the subject of
ANDA 74-818, is presented in
support of the stability section of this
application. —

Four copies of the proposed labeling have also been provided in Section V of the
application in both the archival and review copies.

The application consists of four (4) volumes and has been formatted in accordance with
the Office of Generic Drug's Policy and Procedure Guide #30-91 issued April 10, 1991;

and, as modified by FDA's Qctober 14, 1994 letter to all NDA, ANDA, and AADA

applicants.

Copies are provided as follows:

1) One (1) Archival Copy bound in Blue Jackets

2) One (1) Review Copy bound in Red Jackets

A true copy of this appiication, which was bound in Burgundy Jackets, has been '

submitted to the U.S. Food and Drug Administration of Irvine, California, Los Angeles

District Office.

S\PROPSYRGNDASEC 1 4 \
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Mr. Douglas Sporn
March 31, 1997 .
Page 5

Since the product which is the subject of this application is non-compendial, three (3)
additional methods.validation packages have been included and are marked "Analytical
Methods." These three additional copies are identical to Section XVI as presented in
the archival and review copies, and have been separately bound in Black Jackets.

We trust you will find the information in this application satistactory for your review and
approval. If there are any questions concerning this application, please do not hesitate
in contacting Ms. Rosalie A. Lowe, Associate Director, Reguiatory Affairs, at (714) 457-
2808, or myself at (714) 455-4709, or by tacsimile at (714) 583-7351.

Sincerely,

1§ ; /-\‘,&é _> ‘ 6} W\.Ay‘\-—
Donald J. Harrigan, R.Ph.
Director, Regulatory Affairs

-

cc:  Ms, Elaine Messa
District Director
U.S. Food and Drug Administration
Los Angeles District
19900 MacArthur Boulevard, Suite 300
Irvine, CA 92715

100007

S\PROPSYRGWNDASECILS . :



. Gensia Laboratories, Ltd.
Section] \ PROPOFOL INJECTABLE EMULSION, 10 mg/mL

- Prefilled Syringe

- Field Copy Certification

Gensia Laboratories, Ltd., certifies that a true copy of our application for Propofol
Injectable Emulsion ), 10 mg/mL, Prefilled Syringe, which was
submitted to the Agency on March 31, 1997, was also provided to the Irvine, Calitornia,
Los Angeles District Office of the U.S. Food and Drug Administration.

.
S
B Tl

_@’ S [ 2/2,/9 7

Donaid J. Harrigan, R Ph Dafe “
Director, Regulatory Affairs

March 31, 1997

S\PAOPSYRGUANDASEC) / 8 100008



L Gensia Laboratories, Ltd.
Section | : PROPOFOL INJECTABLE EMULSION, 10 mg/mL
. Prefilled Syringe

- Debarment Certification

As required by the Generic Drug Enforcement Act of 1992, Gensia Laboratories, Ltd.,
cenrtifies that we did not and will not use in any capacity the services of any person
debarred under subsections (a) or (b) [section 306 (a) or {b)] of the Act, in connection
with our application for Propofol Injectable Emuision (with 0.005% EDTA), 10 mg/mL,
Prefilled Syringe.

We are unaware of any convictions of crimes (as specified in section 306 (a) and (b) of
the Act) within the previous five years of any Gensia employees or affiliated company,
or employees of the affiliated companies responsible for the development or
submission of this abbreviated application for Propofol Injectable Emulsion (with T
0.005% EDTA), 10 mg/mL, Prefilled Syringe. '

Sl My 2/ai)7

Donald J. Harrigan, R.Ph. Date /7 7
Director, Regulatory Affairs :

Marcn 31 1997 100009

SAPROPSYRGWANDASECT /T



