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Intravenous Administration:

The intravenous route is preferable for patients with bacter-
emia, bacterial septicemia, or other severe or life-threaten-
ing infections, or for patients who may be poor risks because
of lowered resistance resulting from such debilitating condi-
tions as malnutrition, trauma, surgery, diabetes, heart fail-
ure, or malignancy, particularly if shock is present or im-

intermittent intravenous administration, a solution
containing 1 gram or 2 grams of CEFOTAN (cefotetan diso-
dium for injection) in Sterile Water for Injection can be in-
jected over a period of three to five minutes. Using an infu-
sion system, the solution may also be given over a longer
period of time through the tubing system by which the pa-
tient may be receiving other intravenous solutions. Butter-
fly® or scalp vein- type needles are preferred for this type of
infusion. H , during infusion of the solution contain-
ing CEFOTAN (cefotetan disodium for injection), it is advis-
able to discontinue temporarily the administration of other
solutions at the same site.
NOTE: Solutions of CEFOTAN must not be admixed with
golutions containing aminoglycosides. If CEFOTAN and
aminoglycosides are to be administered to the same patient,
thequ-thedminhtered separately and not as a mixed

Intramuscular Administration:

As with all intramuscular preparations, (cefotetan disodium

for injection) should be injected well within the body of a

relatively large muscle such as the upper outer quadrant of

the buttock (i.e., gluteus maximus), aspiration is necessary to

avoid inadvertent injection into a blood vessel.

CEFOTETAN INJECTION

Directions for Use of CEFOTAN (cefotetan injection) in Gal-

axy® Plastic Container (PL2040)

CEFOTAN (cefotetan injection) in Galaxy® plastic con-

tainer (PL 2040) is for intravenous administration only.

Store in a freezer capable of maintaining a tempera-

ture of -20°C/4F.

Thawing of Plastic Container: Thaw frozen container at

room temperature (25°C/77°F) or in a refrigerator (5'C/41F).

[DO NOT FORCE THAW BY IMMERSION IN WATER

BATHS OR BY MICROWAVE IRRADIATION,]

Check for minute leaks by squeezing container firmly. If
are detected, discard solution as sterility may be im-

R: container should be vlwn]l'i‘tnspemd, Components of
the solution may precipitate in the frozen state and will dis-
solve upon reaching room temperature with little or no agi-
tation. Potency is not affected. Agitate after solution has
reached room temperature. If after visual inspection the
solution remains cloudy or if an insoluble precipitate is noted
or if any seals or outlet ports are not intact, the container

should be

Preparation of Intravenous Use (Use aseptic technique):

1, Suspend container from eyelet support.

2. Remove protector from outlet port at bottom of container.

3. Attach administration set. Refer to complete directions
accompanying set.

Caution: Do not use plastic containers in series connections.

Such use could result in air embolism due to residual air

being drawn from the primary container before administra-

tion of the fluid from the secondary container is complete.

Intravenous Administration:

The intravenous route is preferable for patients with bacter-

emia, bacterial icemia, or other severe or life threaten-

ing infections, or for patients who may be poor risks because

of lowered resistance resulting from such debilitating condi-

tions as malnutrition, trauma, surgery, diabetes, heart fail-

ure, or malignancy, particularly if shock is present or im-

mngminhm system, CEFOTAN (cefotetan in jection) in
Galaxy® plastic container (PL 2040) should be given over 20
to 80 minutes through the tubing system by which the pa-
tient may be receiving other intravenous solutions. Butter-
fly@® or scalp vein-type needles are preferred for this type of
infusion. However, during infusion of the solution contain-
ing CEFOTAN (cefotetan in jection) in Galaxy® plastic con-
tainer (PL 2040), it is advisable to discontinue temporarily
the administration of other solutions at the same site.
and Stability of CEFOTAN Products:

- Compatibility
Frozen samples should be thawed at room temperature be-

fore use. After the periods mentioned below, any unused
solutions or frozen material should be discarded. DO NOT
REFREEZE.

NOTE: Solutions of CEFOTAN must not be admixed-with
solutions containing aminoglycosides. If CEFOTAN and
aminoglycosides are to be administered to the same patient,
they must be administered separately and not as a mixed
injection. DO NOT ADD SUPPLEMENTARY MEDICATION.
CEFOTETAN DISODIUM FOR INJECTION

CEFOTAN (cefotetan disodium for injection) reconstituted
s described above (PREPARATION OF SOLUTION) main-
tains satisfactory potency for 24 hours at room temperature
{25°C/7T°F), for 96 hours under refrigeration (5'C/41'F), and
for at least 1 week in the frozen state (-20°C/-4'F). After re-

LARM

constitution and subsequent storage in disposable glass or
plastic syringes, CEFOTAN (cefotetan disodium for injec-
tion) is stable for 24 hours at room temperature and 96 hours
under refrigeration.

ADD-Vantage Vials:

Ordinarily, ADD-Vantage Vials should be reconstituted only
when it is certain that the patient is ready to receive the
drug. However, ADD-Vantage Vials of CEFOTAN reconsti-
tuted as described in Preparation of Solution, for ADD-
Vantage Vials, maintains satisfactory potency for 24 hours
at room temperature (25'C/7T7T°F).

{DO NOT REFRIGERATE OR FREEZE CEFOTAN IN ADD-
VANTAGE VIALS.)

CEFOTETAN INJECTION

The thawed solution in Galaxy® plastic container (PL 2040)
remains chemically stable for 48 hours at room temperature
(25°C/TT'F) or for 21 days under refrigeration (5°C/41'F),
NOTE: Parenteral drug products should be inspected visu-
ally for particulate matter and discoloration prior to admin-
istration whenever solution and container permit.

HOW SUPPLIED
CEFOTAN (cefotetan disodium for in jection) is a dry, white
to pale yellow powder supplied in vials containing cefotetan
disodium equivalent to 1 g and 2 g cefotetan activity for in-
travenous and intramuscular administration. The vials
should not be stored at temperatures above 22° C (72 F) and
should be protected from light.
1 g ADD-Vantage Vial (NDC 0310-0376-31)
2 g ADD-Vantage Vial (NDC 0310-0377-32)
1 g Vial (NDC 0310-0376-10)
2 g Vial (NDC 0310-0877-20)

gPi Vial (NDC 0310-0376-11)

g

1 g Piggyback
W«:ﬁ Vial (NDC 0310-0377-21)

AN is also available as a 10 g pharmacy bulk pack-
age.
10g in 100 mL Vial (NDC 0310-0375-10)
CEFOTAN (cefotetan injection) is supplied as a frozen, iso-
csmotic, premixed solution in single dose Galaxy® plastic
containers (PL 2040) as follows:
1 g in 50 mL plastic container (NDC 0310-0378-51)
2 g in 50 mL plastic container (NDC 0310-0379-51)
Store containers at or below -20°C/-4'F. [See DIRECTIONS
FOR USE OF CEFOTAN (cefotetan injection) IN GALAXY®
PLASTIC CONTAINER (PL 2040]},

REFERENCES
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*Galaxy® is a registered trademark of Baxter Healthcare

Corporation.
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1 Clinitest® is a registered trademark of Ames Division,
Miles Laboratories, Inc.

CEFOTAN® (cefotetan injection) in Galaxy® plastic con-
tainer (PL 2040) is manufactured by Baxter Healthcare Cor-
poration, Deerfield, Illinois 60015 USA for Zeneca Pharma-

ceuticals.

CEFOTAN® (cefotetan disodium for injection) is manufac-

tured by SmithKline Beecham Corporation for:

Zeneca Pharmaceuticals

A Business Unit of Zeneca Inc.

Wilmington, Delaware 19850-5437

Rev E 1/96 SIC 64065-01
Shown in Product Identification Guide, page 341

DIPRIVAN® 1% B
INJECTABLE EMULSION

10 mg/mL propofol

FOR LV. ADMINISTRATION

Formerly DIPRIVAN® (propofol) Injection
PROFESSIONAL INFORMATION BROCHURE

DESCRIPTION

DIPRIVAN® Injectable Emulsion is a sterile, non, i
emulsion containing 10 mg/mL of propofol suitable for intra-
venous administration. Propofol is chemically described as

2 6-diisopropylphenol and has a molecular weight of 178.27.
The structural and molecular formulas are:

wp'\é/cw
CyoHy0

Propofol is very slightly soluble in water and, thus, is formu-
lated in a white, oil-in-water emulsion. The pKa is 11. The
octanol/water partition coefficient for propofol 6761:1 at a
pH of 6-8.5. In addition to the active component, propofol, the
formulation also contains soybean oil (100 mg/mL), glycerol
(22.5 mg/mL), egg lecithin (12 mg/mL), and disodium edetate
0.005%); with sodium hydroxide to adjust pH. The
DIP;![VAN Injectable Emulsion is isotonic and has a pH of
785,

STRICT ASEPTIC TECHNIQUE MUST ALWAYS BE MAIN-
TAINED DURING HANDLING. DIPRIVAN INJECTABLE
EMULSION IS A SINGLE.USE PARENTERAL PRODUCT
WHICH CONTAINS 0.006% DISODIUM EDETATE TO RE-
TARD THE RATE OF GROWTH OF MICROORGANISMS IN
THE EVENT OF ACCIDENTAL EXTRINSIC CONTAMINA.-
TION. HOWEVER, DIPRIVAN INJECTABLE EMULSION
CAN STILL SUPPORT THE GROWTH OF MICROORGAN.
ISMS AS IT IS NOT AN ANTIMICROBIALLY PRESERVED
PRODUCT UNDER USP STANDARDS. ACCORDINGLY.
STRICT ASEPTIC TECHNIQUE MUST STILL BE ADHERED
TO. DO NOT USE IF CONTAMINATION IS SUSPECTED.
DISCARD UNUSED PORTIONS AS DIRECTED WITHIN
THE REQUIRED TIME LIMITS (SEE DOSAGE AND ADMIN-
ISTRATION, HANDLING PROCEDURES) THERE HAVE
BEEN REPORTS IN WHICH FAILURE TO USE ASEPTIC
TECHNIQUE WHEN HANDLING DIPRIVAN INJECTABLE
EMULSION WAS ASSOCIATED WITH MICROBIAL CON-
TAMINATION OF THE PRODUCT AND WITH FEVER, IN-
FECTION/SEPSIS, OTHER LIFE-THREATENING ILLNESS.
AND/OR DEATH.

CLINICAL PHARMACOLOGY

General
DIPRIVAN Injectable Emulsion is an intravenous sedative-
hypnotic agent for use in the induction and maintenance of
anesthesia or sedation. Intravenous in jection of a therapeu-
tic dose of propofol produces hypnosis rapidly with minimal
excitation, usually within 40 seconds from the start of an
injection (the time for one arm-brain circulation). As with
other rapidly acting intravenous anesthetic agents, the half-
time of the blood-brain equilibration is approximately 1to 3
minutes, and this accounts for the rapid induction of anes-
thesia.
Pha
Pharmacodynamic jes of propofol are dependent
upon the therapeutic blood propofol concentrations. Steady
state propofol blood concentrations are generally propor-
tional to infusion rates, especially within an individual pa-
tient. Undesirable side effects such as cardiorespiratory de-
pression are likely to occur at higher blood concentrations
which result from bolus dosing or rapid increase in infusion
rate. An adequate interval (3 to 5 minutes) must be allowed
gween clinical dosage adjustments in order to assess drug
ects.
The hemodynamic effects of DIPRIVAN Injectable Emul-
sion during induction of anesthesia . If spontaneous
ventilation is maintained, the major ! effects
are arterial hypotension (sometimes greater than a 30%
decrease) with little or no change in heart rate and no appre-
ciable decrease in cardiac output. If ventilation is assisted or
controlled (positive pressure ventilation), the degree and
incidence of decrease in cardiac output are accentuated. Ad-
dition of a potent opioid (e.g., fentanyl) when used as a pre-
wmt further decreases cardiac output and respiratory
ve.
If anesthesia is continued by infusion of DIPRIVAN Inject-
able Emulsion, the stimulation of endotracheal intubation
and surgery may return arterial pressure towards normal.
However, cardiac output may remain depressed. Compara-
tive clinical studies have shown that the hemodynamic ef-
fects of DIPRIVAN Injectable Emulsion during induction of
anesthesia are generally more pronounced than with other
IV induction agents traditionally used for this purpose.
Clinical and preclinical studies suggest that DIPRIVAN
Injectable Emulsion is rarely associated with elevation of
plasma histamine levels.
Induction of anesthesia with DIPRIVAN [njectable Emul-
sion is frequently associated with apnea in both adults and
children. In 1573 adult patients who received DIPRIVAN
Injectable Emulsion (2 to 2.5 mg/kg); apnea lasted less than
30 seconds in 7% of patients, 30-60 seconds in 24% of pa-
tients, and more than 60 seconds in 12% of patients. In the
213 pediatric patients between the ages of 3 and 12 years
assessable for apnea who received DIPRIVAN Injectable
Emulsion (1 to 3.6 mg/kg), apnea lasted less than 30 seconds

Continued on next page
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in 12% of patients, 30-60 seconds in 10% of patients, and
more than 60 seconds in 5% of patients.

During maintenance, DIPRIVAN Injectable Emulsion
causes a decrease in ventilation usually associated with an
increase in carbon dioxide tension which may be marked
depending upon the rate of administration and other concur
rent medications (e.g., opioids, sedatives, etc.).

During monitored anesthesia care (MAC) sedation, attention
must be given to the cardiorespiratory effects of DIPRIVAN
Injectable Emulsion. Hypotension, oxyhemoglobin desatura-
tion, apnea, airway obstruction, and/or oxygen desaturation
can oceur, especially following a rapid bolus of DIPRIVAN
Injectable Emulsion. During initiation of MAC sedation,
slow infusion or slow injection techniques are preferable
over rapid bolus administration, and during maintenance of
MAC sedation, a variable rate infusion is preferable over
intermittent bolus administration in order to minimize un-
desirable cardiorespiratory effects. In the elderly, debili-
tated, or ASA III/IV patients, rapid (single or repeated) bolus
dose administration should not be used for MAC sedation.
(See WARNINGS.) DIPRIVAN Injectable Emulsion is not
recommended for MAC Sedation in children because safety
and effectiveness have not been established.

Clinical studies in humans and studies in animals show that
DIPRIVAN Injectable Emulsion does not suppress the adre-
nal response to ACTH. Preliminary findings in patients with
normal intraccular pressure indicate that DIPRIVAN In-
jectable Emulsion anesthesia produces a decrease in intraoc-
ular pressure which may be associated with a concomitant
decrease in systemic vascular resistance,

Animal studies and limited experience in susceptible pa-
tients have not indicated any propensity of DIPRIVAN
Injectable Emulsion to induce malignant hyperthermia.
Studies to date indicate that DIPRIVAN Injectable Emul-
sion when used in combination with hypocarbia increases
cerebrovascular resistance and decreases cerebral blood
flow, cerebral metabolic oxygen consumption, and intracra-
nial pressure. DIPRIVAN Injectable Emulsion does not af-
fect cerebrovascular reactivity to changes in arterial carbon
dioxide tension. (see Clinical Trials—Neuroanesthesia).
Hemosiderin deposits have been observed in the livers of
dogs receiving DIPRIVAN Injectable Emulsion containing
0.006% disodium edetate over a four week period; the clini-
cal significance is unknown.

Pharmacokinetics

The proper use of DIPRIVAN Injectable Emulsion requires an
understanding of the disposition and elimination characteris-
tics of propofol.

The pharmacokinetics of propofol are well described by a
three compartment linear model with compartments repre-
senting the plasma, rapidly equilibrating tissues, and slowly
equilibrating tissues.

Following an IV bolus dose, there is rapid equilibration be-
tween the plasma and the highly perfused tissue of the brain,
thus accounting for the rapid onset of anesthesia. Plasma
levels initially decline rapidly as a result of both rapid distri-
bution and high metabolic clearance. Distribution accounts
for about half of this decline following a bolus of propofol.
However, distribution is not constant over time, but de-
creases as body tissues equilibrate with plasma and become
saturated. The rate at which equilibration occurs is a func-
tion of the rate and duration of the infusion. When equilibra-
tion occurs there is no longer a net transfer of propofol be-
tween tissues and plasma.

Discontinuation of the recommended doses of DIPRIVAN
Injectable Emulsion after the maint of anesthesia for
approximately one-hour, or for sedation in the ICU for one-
day, results in a prompt decrease in blood propofol concen-
trations and rapid awakening. Longer infusions (10 days of
ICU sedation) result in accumulation of significant tissue
stores of propofol, such that the reduction in circulating
propofol is slowed and the time to awakening is increased.
By daily titration of DIPRIVAN Injectable Emulsion dosage
to achieve only the minimum effective therapeutic concen-
tration, rapid awakening within 10 to 15 minutes will occur
even after long term administration. If, however, higher
than necessary infusion levels have been maintained for a
long time, propofol will be redistributed from fat and muscle
to the plasma, and this return of propofol from peripheral
tissues will slow recovery.

The figure below illustrates the fall of plasma propofol levels
following ICU sedation infusions of various durations.

«— Target plasma concentration

Recovary afer.

10 day infusion
10 hour infusion
-4 1 hour infusion

Plasma propofol concentration
pgmL)
=4
1
T
1
I

0 20 40 60 80
Minutes afier end ol infusion

The large contribution of distribution (about 509%) to the fall
of propofol plasma levels following brief infusions means
that after very long infusions (at steady state), about half the
initial rate will maintain the same plasma levels. Failure to
reduce the infusion rate in patients receiving DIPRIVAN
Injectable Emulsion for extended periods may result in ex-
ceasively high blood concentrations of the drug. Thus, titra-
tion to clinical response and daily evaluation of sedation
levels are important during use of DIPRIVAN Injectable
Emulsion infusion for ICU sedation, especially of long dura-
tion.
Adults: Propofol clearance ranges from 23-50 mL/kg/min
(1.6 to 3.4 L/min in 70 kg adults). It is chiefly eliminated by
hepatic conjugation to inactive metabolites which are ex-
creted by the kidney. A glucuronide conjugate accounts for
about 50% of the administered dose. Propofol has a steady
state volume of distribution (10-day infusion) approaching 60
L/kg in healthy adults. A difference in pharmacokinetics
due to gender has not been observed. The terminal half-life of
propofol after a 10-day infusion is 1.to 3 days.
Geriatrics: With increasing patient age, the dose of propofol
needed to achieve a defined anesthetic endpoint (dose-
requirement) decreases. This does not appear to be an age-
related change of pharmacodynamics or brain sensitivity, as
measured by EEG burst suppression. With increasing pa-
tient age pharmacokinetic changes are such that for a given
IV bolus dose, higher peak plasma concentrations occur,
which can explain the decreased dose requirement. These
higher peak plasma concentrations in the elderly can predis-
pose patients to cardiorespiratory effects including hypoten-
sion, apnea, airway obstruction and/or oxygen desaturation.
The higher plasma levels reflect an age-related decrease in
volume of distribution and reduced intercompartmental
clearance. Lower doses are thus r ded for initiati
and maintenance of sedation/anesthesia in elderly patients.
(See CLINICAL PHARMACOLOGY—Individualization of
Dosage.)

Pediatrics: The pharmacokinetics of propofol were studied in
53 children between the ages of 3 and 12 years who received
DIPRIVAN Injectable Emulsion for periods of approxi-
mately 1-2 hours, The observed distribution and clearance of
propofol in these children was similar to adults.

Organ Failure: The pharmacokinetics of propofol do not ap-
pear to be different in people with chronic hepatic cirrhosis
or chronic renal impairment compared to adults with nor-
mal hepatic and renal function. The effects of acute hepatic
or renal failure on the pharmacokinetics of propofol have not
been studied.

Clinical Trials
A hesia and Monitored A hesia Care (MAC) Sedation
DIPRIVAN Injectable Emulsion was compared to intrave-
nous and inhalational anesthetic or sedative agents in 91
trials involving a total of 5,135 patients. Of these 3,354 re-
ceived DIPRIVAN Injectable Emulsion and comprised the
overall safety database for anesthesia and MAC sedation.
Fifty-five of these trials, 20 for anesthesia induction and 35
for induction and maintenance of anesthesia or MAC seda-
tion, were carried out in the US or Canada and provided the
basis for dosage recommendations and the adverse event
profile during anesthesia or MAC sedation.

Pediatric Anesthesia

DIPRIVAN Injectable Emulsion was compared to standard
anesthetic agents in 12 clinical trials involving 534 patients
receiving DIPRIVAN Injectable Emulsion. Of these, 349
were from US/Canadian clinical trials and comprised the
overall safety database for Pediatric Anesthesia.

TABLE 2. NEUROANESTHESIA CLINICAL TRIALS
Patients Receiving DIPRIVAN Injectable Emulsion Median and (Range)

Maint Maint
. No. of Induction Bolus Dosage Duration
Patient Type Patients Dosages (mg/kg) (g /kg/min) (min)
Craniotomy patients 50 1.36 146 285
(0.9-6.9) (68-425) (48-622)
will be i bv ! and sukb t aditions

DOCKE
A

LARM

Find authenticated court documents

TABLE 1. PEDIATRIC ANESTHESIA CLINICAL TRIALS

Patients Receiving DIPRIVAN Injectable Emulsion
Median and (Range)
Induction  Inducti
Only Mainctlemg
Number of Patients* 243 105
Induction Bolus Dosages 25 mg/kg 3 mg/kg
(1-3.5) (2-3.8)
Injection Duration 20 sec
(6-45)
Maintenance Dosage — 181 pg/kg/min
(107-418)
Maintenance Duration — 78 min
*Body weight not recorded for one patient. gea
Neuroanesthesia

DIPRIVAN Injectable Emulsion was studied in 50 patients
undergoing craniotomy for supratentorial tumors in two
clinical trials. The mean lesion size (anterior/posterior and
lateral) was 31 mm and 32 mm in one trial and 55 mm and
42 mm in the other trial respectively. [See Table 2 below.|
In ten of these patients, DIPRIVAN Injectable Emulsion was
administered by infusion in a controlled clinical trial to eval-
uate the effect of DIPRIVAN Injectable Emulsion on cere-
brospinal fluid pressure (CSFP). The mean arterial pressure
was maintained relatively constant over 25 minutes with g
change from baseline of -49% =+ 17% (mean + SD), whereas
the percent change in cerebrospinal fluid p: e (CSFP)
was -46% + 14%. As CSFP is an indirect measure of intra-
cranial pressure (ICP), when given by infusion or slow bolus,
DIPRIVAN Injectable Emulsion, in combination with hypo-
carbia, is capable of d ing ICP independent of changes
in arterial pressure.

Intensive Care Unit (ICU) Sedation

DIPRIVAN Injectable Emulsion was compared to ben-
zodiazepines and/or opioids in 14 clinical trials involving a
total of 550 ICU patients. Of these, 302 received DIPRIVAN
Injectable Emulsion and comprise the overall safety data-
base for ICU sedation. Six of these studies were carried out in
the US or Canada and provide the basis for dosage recom-
mendations and the adverse event profile.

Information from 193 literature reports of DIPRIVAN In-
jectable Emulsion used for ICU sedation in over 950 patients
and information from the clinical trials are arized
below: [See Table 3 at top of mext page.)

Cardiac Anesthesia

DIPRIVAN Injectable Emulsion was evaluated in 5 clinical
trials conducted in the US and Canada, involving a total of
569 patients undergoing coronary artery bypass graft
(CABG). Of these, 301 patients received DIPRIVAN Inject-
able Emulsion. They comprise the safety database for car-
diac anesthesia and provide the basis for dosage recommen-
dations in this patient population, in conjunction with re-
ports in the published literature.

Individualization of Dosage

General: STRICT ASEPTIC TECHNIQUE MUST ALWAYS
BEMAINTAINED DURING HANDLING. DIPRIVAN INJECT-
ABLE EMULSION IS A SINGLE-USE PARENTERAL PROD-
UCT WHICH CONTAINS 0.005% DISODIUM EDETATE TO
RETARD THE RATE OF GROWTH OF MICROORGAMNISMS
IN THE EVENT OF ACCIDENTAL EXTRINSIC CONTAMI-
NATION. HOWEVER, DIPRIVAN INJECTABLE EMULSION
CAN STILL SUPPORT THE GROWTH OF MICROORGAN-
ISMS AS IT IS NOT AN ANTIMICROBIALLY PRESERVED
PRODUCT UNDER USP STANDARDS. ACCORDINGLY,
STRICT ASEPTIC TECHNIQUE MUST STILL BE ADHERED
TO. DO NOT USE IF CONTAMINATION IS SUSPECTED.
DISCARD UNUSED PORTIONS AS DIRECTED WITHIN
THE REQUIRED TIME LIMITS (SEE DOSAGE AND ADMIN-
ISTRATION, HANDLING PROCEDURES). THERE HAVE
BEEN REPORTS IN WHICH FAILURE TO USE ASEPTIC
TECHNIQUE WHEN HANDLING DIPRIVAN INJECTABLE
EMULSION WAS ASSOCIATED WITH MICROBIAL CON-
TAMINATION OF THE PRODUCT AND WITH FEVER, IN-
FECTION/SEPSIS, OTHER LIFETHREATENING ILLNESS,
AND/OR DEATH.

Propofol blood concentrations at steady state are generally
proportional to infusion rates, especially in individual pa-
tients. Undesirable effects such as cardiorespiratory depres-
sion are likely to occur at higher blood concentrations which
result from bolus dosing or rapid increases in the infusion
rate. An adequate interval (3 to 5 minutes) must be allowed
between clinical dosage adjustments in order to assess drug
effects.

When administering DIPRIVAN Injectable Emulsion by
infusion, syringe pumps or volumetric pumps are recom-
mended to provide controlled infusion rates. When infusing
DIPRIVAN Injectable Emulsion to patients unfiel'@‘-“g
magnetic resonance imaging, metered control devices may
be utilized if mechanical pumps are impractical.

Changes in vital signs (increases in pulse rate, blood pres-
sure, sweating and/or tearing) that indicate a response to
surgical stimulation or lightening of anesthesia may be con-
trolled by the administration of DIPRIVAN In
Emulsion 25 mg (25 mL) to 50 mg (5 mL) incremental
boluses and/or by increasing the infusion rate.
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