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FREEDOM OF INFORMATION SUMMARY

1. GENERAL INFORMATION:

A. NADA Number: NADA 141-103

B. Sponsor: Abbott Laboratories
Animal Health Products
140 1 Sheridan Road
North Chicago, IL 60064-4000

C. Generic Name: Sevoflurane

D. Trade Name: SevoFloTM

E. Marketing Status: Rx

2. INDICATIONS FOR USE:

SevoFloTM  is indicated for induction and maintenance of general anesthesia in dogs.

3. DOSAGE FORM, ROUTE OF ADMINISTRATION AND RECOMMENDED
DOSAGES:

SevoFloTM  is a volatile gas inhalant anesthetic agent. It is available for use in 250 mL
bottles.

DOSAGE AND ADMINISTRATION:

Inspired Concentration: The delivered concentration of SevoFloTM  should be known.
Since the depth of anesthesia may be altered easily and rapidly, only vaporizers
producing predictable percentage concentrations of sevoflurane should be used.
Sevoflurane should be vaporized using a precision vaporizer specifically calibrated for
sevoflurane. Sevoflurane contains no stabilizer. Nothing in the drug product alters
calibration or operation of these vaporizers. The administration of general anesthesia
must be individualized based on the patient’s response.

Premeditation: No specific premeditation  is either indicated or contraindicated with
sevoflurane. The necessity for and choice of premeditation  is left to the discretion of the
veterinarian. Preanesthetic doses for premedicants may be lower than the label directions
for their use as a single medication’.
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Induction: For mask induction using sevoflurane, inspired concentrations of 5 to 7%
sevoflurane with oxygen are employed to induce surgical anesthesia in the healthy dog.
These concentrations can be expected to produce surgical anesthesia in 3 to 14 minutes.
The use of premedicants does not affect the concentration of sevoflurane required for
induction.

Maintenance: SevoFloTM  has been evaluated for maintenance anesthesia following mask
induction using sevoflurane or following injectable induction agents. The concentration
of vapor necessary to maintain anesthesia is much less than that required to induce it.

Surgical levels of anesthesia in the healthy dog may be maintained with inhaled
concentrations of 3.7-4.0% sevoflurane in oxygen in the absence of premeditation and
3.3-3.6% in the presence of premeditation. The use of injectable induction agents
without premeditation has little effect on the concentrations of sevoflurane required for
maintenance. Anesthetic regimens that include opioid, alpha-, agonist, benzodiazepine or
phenothiazine premedication will allow the use of lower sevoflurane maintenance
concentrations.

4. EFFECTIVENESS:

The safety and effectiveness of sevoflurane in clinical use, as well as the appropriate
doses, were determined in four studies.

A. Dosage Rationale:

1) Comparison of MAC and the Rate of Rise of Alveolar Concentration of
Sevoflurane with Halothane and Isoflurane in the Dog. Anesthesiolow. 68: 435
437,198s.

STUDY PERSONNEL
Study Investigators
T. Kazama  and K. Ikeda
Department of Anesthesiology
Hamamatsu University School of Medicine
Hamamatsu, Japan

STUDY OBJECTIVES
This study was designed to determine the respective anesthetic requirements (minimum
alveolar concentration, MAC) of sevoflurane, isoflurane and halothane in dogs and to
determine the rate of rise of the alveolar concentration when a constant inspired
concentration of each of these anesthetics was administered.
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STUDY DESIGN
Forty (40) dogs were used to determine MAC: 18 for sevoflurane; 10 for isoflurane and
12 for halothane. Twelve (12) dogs were used to determine the rate of rise of end-tidal
anesthetic concentration toward the inspired anesthetic concentration (Fa/Fi) under
controlled ventilation. The order of anesthetic administration was randomized. Results
were analyzed using a Student’s t-test.

MAC is defined as that alveolar concentration at which 50% of healthy patients fail to
respond to noxious stimuh. Multiples of MAC are used as a guide for surgical levels of
anesthesia (% concentrations), which are typically 1.3 to 1.5 times the MAC value.

MATERIALS AND METHODS ’
Animals
Number: 40
Breed: Mongrel
Weight: 7.5 - 15.0 kg

Anesthetic Procedures
MAC Determination: Anesthesia was induced by mask or sealed exposure chamber
using either 5% sevoflurane, 4% isoflurane or 4% halothane in oxygen. All dogs
underwent endotracheal intubation with cuffed tubes, and end-tidal carbon dioxide was
maintained at 30-35 mm Hg. Ventilation was controlled. A predetermined end-tidal
anesthetic concentration was maintained for 20-40 minutes and then the animal’s tail was
clamped. The concentration midway between the highest concentration which allowed
purposeful movement and the lowest concentration which prevented purposeful
movement was taken as 1 MAC.

RESULTS
The MAC equivalents for each anesthetic agent were determined to be (mean t standard
deviation (SD)):

sevoflnrane 2.36 2 0.46%
isoflurane 1.39 + 0.25 %
halothane 0.89 + 0.20%

The rate of rise of alveolar concentration toward that of the inspired concentration (Fa/Fi)
was faster for sevoflurane than for either halothane or isoflurane.

Washout times were as follows (mean LSD):
sevoflurane 48 2 11 minutes
isoflurane 52 + 13 minutes
halothane 72 +_ 9 minutes
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CONCLUSION:
Sevoflurane’s MAC equivalent of 2.36 4 0.46% (mean & standard deviation (SD) was
used as the basis for further evaluation.

2) Sevoflurane Anesthesia in a Crossover Study with Isoflurane

Study Investigators/Sites
David B. Brunson, DVM, MS
Rebecca A. Pipo, DVM
School of Veterinary Medicine
University of Wisconsin-Madison ’
Madison, WI 53706-  1102

Donald C. Sawyer, DVM, PhD
Dept. Pharmacology and Toxicology
College of Veterinary Medicine
Michigan State University
East Lansing, MI 48824

STUDY DATES September 2 1 - October 3 1,1994

STUDY OBJECTIVES
The objective of this study was to evaluate sevoflurane for the induction, maintenance
and recovery from anesthesia in adult dogs in a crossover study with isoflurane.

STUDY DESIGN
A total of 16 dogs (4 males and 4 females at each site) were randomized in a two-period
crossover design so that four dogs at each site (2 males and 2 females) received isoflurane
in the first period and sevoflurane in the second period (Sequence 1). The treatment order
was reversed for the other four dogs (Sequence 2) at each site. There was a washout of at
least seven days between each of the periods.

MATERIALS AND METHODS
Animals
Number: 16
Breed: purpose-bred Beagles
&: 9 to 24 months
Weight: 7.7 - 15.5 kg
a: 4 males and 4 females at two sites
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Anesthetic Procedures
Following acclimation of the animal to the anesthetic mask with 100% oxygen,
anesthesia was induced by increasing the vaporizer delivered concentration (VDC) at 15
second intervals from 0.5 to 2.0 MAC in increments of 0.5 MAC. In the dog, MAC is
2.36% for sevoflurane (Kazama  et al., 1985) and 1.28% for isoflurane (Steffey and
Howland,  1977). The setting of 2.0 MAC was maintained until depth of anesthesia
allowed for endotracheal intubation. The animals were allowed to breathe spontaneously
at an oxygen flow of 1 L/minute maintained throughout 30 minutes of maintenance
anesthesia. At the end of 30 minutes of maintenance anesthesia, the vaporizer was turned
to 0% and oxygen flow rate increased to 4 L/minute until the animal was extubated. A
positive response to the tail clamp, applied at 1 minute intervals during recovery, was
used to indicate the end of anesthesia.

Variables Measured or Observed
Anesthetic Dose: Vaporizer settings and inspired and expired anesthetic concentrations
were recorded throughout anesthesia.
Anesthesia: Induction and recovery times were recorded. Subjective assessments of the
ease of induction and recovery were made by the investigator.
Phvsiological:  Hemoglobin oxygen saturation, respiratory rate, pulse rate, indirect
systolic, diastolic and mean arterial blood pressure and rectal temperature were recorded
throughout the anesthestic period.

RESULTS AND DISCUSSION
Induction
The mean time to loss of palpebral reflex, time to negative tail clamp response and time
to intubation are shown for sevoflurane in the table below. The subjective assessment of
ease of induction is also included in the table.

Time to
Time to Loss  of Negative  Tail Time to Qua&v of Induction

Paluebral  Reflex Clamp Response Intubation
Treatment min min min Excel  Good  Fair Poor

Group Mean (Range) Mean (Range)  Mean (Range) N N N N
sevoflurane 1 4.7(4-O-7.0)  1 4.0(2.0-7.0)  1 5.7(3.0-9.0)  10 1 5 1 1 1 0
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Recovery
Recovery data are summarized in the table below:

Time to
Extubation

Treatment min
Group Mean (Range)

sevoflurane 6.4(3.0-14.2)

Time to
Sternal Qualitv  of Recovery

Recumbency
min Excel  Good Fair

Mean (Range)  N N N
8.0(4.0-14.2)  12 13 11

Page 6

The following table combines the variables of quality of induction and quality of
recovery for sevoflurane anesthesia.

Induction
Excellent
Good
Fair
Poor
Total

Recovery
Excellent
8

3
1
0
12 (75%)

Good Fair

2 0

1 1
0 0
0 0
3 (19%) 1(6%)

Total

10 (63%)

5 (31%)
1(6%)
0 (0%)
16 (100%)

Physiological Effects
Tail clamp responses were negative throughout maintenance anesthesia. Apnea occurred
sporadically in both treatment groups with a total of 16 of the 20 instances occurring
within the first 5 minutes of the maintenance phase.

Respiration rate declined during the first 5 minutes of maintenance and was relatively
stable thereafter with both anesthetics. Mean pulse rate was relatively stable throughout
maintenance for both anesthetics. Systolic, diastolic and mean blood pressure declined
somewhat with both inhalants during the first 10 minutes of maintenance.

Oxygen saturation of hemoglobin averaged approximately 95% for both groups
throughout maintenance. Body temperature was virtually identical for both agents.

CONCLUSION:
The induction and maintenance dosages and recovery characteristics of sevoflurane
anesthesia in adult dogs were characterized during the study.
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B. Effectiveness: Compatibility of Sevoflurane with Injectable Induction and Preanesthetic
Agents

For safety reasons, general anesthesia with sevoflurane when used in conjunction with
various preanesthetic and induction agents was evaluated. Some of these agents are not
approved for these uses in dogs.

Study Investigator
Donald Sawyer, DVM, PhD
Dept. Pharmacology and Toxicology
College of Veterinary Medicine
Michigan State University ’
East Lansing, MI 48824

STUDY DATES: June 6 - August 18,1995

STUDY OBJECTIVES
The objectives of this study were to assess the compatibility and dose requirements of
sevoflurane in dogs when used in conjunction with preanesthetic and injectable induction
agents typical of canine anesthesia.

STUDY DESIGN
This study consisted of two experiments, both represented by four treatment groups
studied in two 4 X 4 Latin Square arrangements. In Experiment 1, the effects of various
induction agents (either sevoflurane by mask or an injectable agent) followed by
sevoflurane maintenance were evaluated. In Experiment 2, the effects of preanesthetic
agents in combination with thiopental induction and sevoflurane maintenance were
evaluated.

A group (4 of each sex) of adult, purpose-bred Beagle dogs was selected at random from
a pool of 18 dogs (9 males, 9 females) for Experiment 1. A second group of 8 dogs (4 of
each sex) were selected at random for Experiment 2 from the pool of remaining dogs.
Each dog was anesthetized four times with at least a two-week washout between
treatments.
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EXPERIMENT l- INDUCTION/MAINTENANCE REGIMENS

Treatment Preanesthetic Induction Maintenance
Group

1 None Sevoflurane Sevoflurane
2 None Thiopental Sevoflurane

(25 mg/kg IV)
3 None Propofol Sevoflurane

(6.6 mg/kg IV)
4 None Ketamine/Diazepam Sevoflurane

(5.OiO.25  mg/kg IV)

EXPERIMENT 2- PRJZMEDICATION/INDUCTION/MAINTENANCE  REGIMENS

Treatment Preanesthetic Induction
Group (dosed to effect)

5 Acepromazine Thiopental
(0.1 mg/kg IM)

6 Xylazine Thiopental
(0.2 mg/kg IM)

7 Butorphanol/ Thiopental
Acepromazine

(0.110.05  mg/kg IM)
8 Oxymorphone/ Thiopental

Acepromazine
(0.05/0.05  mg/kg IM)

Maintenance

i

Sevoflurane

Sevonurane
Sevoflurane

~

Sevoflurane

I

Descriptive statistics (means, SD, etc) were used to evaluate the various combinations of
premeditations and /or induction agents.

MATERIALS AND METHODS
Animals
Number: 16
Breed: purpose-bred Beagles
Weight: 11.4 - 18.2 kg
$ex: 8 males and 8 females
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Anesthetic Procedures
Induction with Sevoflurane
Using a face mask, the concentration of sevoflurane was set to 0.5 MAC (1.1%) at an
oxygen flow rate of 2 L/min and increased at 0.5 MAC intervals each 15 seconds. The
last vaporizer setting was maintained until the animal was sufficiently anesthetized to
facilitate endotracheal intubation, and the oxygen flow rate was reduced to 1 L/minute.

Induction with Iniectable AnentslPremedicants
Intravenous injection agents were administered via a pre-placed catheter. Premedicants
were administered intramuscularly 20 minutes prior to induction.

Maintenance with Sevoflurane
Following intubation, an endotracheal tube was connected to the circle anesthesia system
and the vaporizer setting adjusted to establish surgical anesthesia at 1.4 - 1.6 MAC end-
tidal concentration (approximately 3.3 - 3.7%) for Groups 1 - 4 and approximately 1.2
MAC end-tidal concentration (approximately 2.8 to 3.0%) for Groups 5 - 8 with an
oxygen flow rate of 1 L/minute.

Variables Measured or Observed
Anesthetic Dose: Sevoflurane vaporizer concentration and inspired and expired
sevoflurane were measured throughout anesthesia.
Anesthesia Events: Induction and recovery times were recorded.
Phvsioloaical: Respiration rate, systolic, diastolic and mean blood pressures, pulse, rectal
temperature, hemoglobin oxygenation saturation, ECG, and expired carbon dioxide were
recorded throughout anesthesia. Incidence and duration of apnea were recorded, along
with other adverse reactions.

RESULTS AND DISCUSSION

Anesthetic Events and Dose Requirements
The time to intubation following administration of the induction agent is summarized in
the following table. Predictably, induction with injectable agents was more rapid than
mask induction with sevoflurane, which took an average of 10.3 minutes. The presence
of premeditation  had little impact on the intubation time, since times for Groups 5 - 8
were generally similar to those for Group 2.

The use of induction agents tended to decrease only slightly the overall sevoflurane
requirements for maintenance (see table), whereas the presence of premeditation
decreased these requirements by 18-31%  (dose sparing effect).

Recovery times in groups induced with thiopental tended to be longer. The use of
acepromazine/oxymorphone appeared to further increase recovery times. The shortest
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recovery times were observed in the sevoflurane mask induction group, where the mean
time to sternal recumbency was achieved in 13.5 minutes and standing in 15.9 minutes.

Anesthetic Event Times/Dose Requirements
Induction Time to Time to Sternal MAC

Treatment Agents or Intubation (min.) Recumbency Hours*
Group Premedicants mean (range) (min.) mean mean

(raw) O-awe)
1 None 10.25 13.48 1.46

(7.0-13.0) (11.28-18.50) (1.37-1.54)
2 Thiopental 1;?0-2.0) 30.45 1.39

(19.12-54.68) (1.33-1.45)
3 Propofol 2.0 16.50 1.37

(1.0-3.0) (12.25-21.88) (1.29-1.47)
4 Ketarnine/ 2.5 18.27 1.43

Diazepam (1.0-5.0) (13.55-24.42) (1.36-1.54)
5 ThiopentaV 1.63 29.13 1.19

Acepromazine (1.0-2.0) (15.87-54.17) (1.11-1.24)
6 Thiopental/ 1.13 22.17 1.16

Xylazine (1 .o-2.0) (14.78-32.10) (1.10-1.30)
7 Thiopentall 1.0 32.08 1.06

Butorphanol/ (1.0-1.0) (14.42-43.67) (0.93-l .20)
Acepromazine

8 Thiopental/ 1.38 65.73 1.01
Oxymorphone/ (1 .O-2.0) (31.25-167.18) (0.71-1.16)
Acepromazine

*MAC Hours = sevoflurane maintenance requirements (time-weighted sevoflurane end-tidal
concentration/60 minutesj2.3  6% [MAC])

Physiologic Responses
The administration of sevoflurane resulted in the reduction of respiration rate relative to
baseline or induction respiration rate. All other treatment combinations resulted in a
reduction in respiration rate during maintenance compared to sevoflurane alone.

Systolic blood pressure was generally reduced in animals mask-induced with sevoflurane,
compared to pretreatment levels. The hypotensive effects of sevoflurane and the various
induction agents did not appear to be additive. Results for all treatment groups were
within acceptable ranges for anesthesia and were generally stable throughout the 60
minute maintenance period. Mean and diastolic blood pressure was reduced by each
medication (sevoflurane, induction agents and premedicants) relative to pretreatment
values.
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Sevoflurane induction and maintenance had a minimal impact on pulse rate, which tended
to decrease only slightly over time during the maintenance period.

Rectal temperature was decreased by the administration of each drug (sevoflurane,
induction agents and premedicants), compared to pretreatment values. Hemoglobin
oxygen saturation was not greatly affected during sevoflurane maintenance and remained
at acceptable levels throughout the maintenance period. Expired carbon dioxide values
tended to decrease slightly during the maintenance period and were similar among the
treatment groups (mean values ranged from 45.5 - 53.8%). An exception was the
acepromazine/oxymorphone group in which means ranged from 53.8 - 59.8% during the
maintenance period, reflecting the greater cardiorespiratory depression observed with this
pretreatment compared to other groups.

Adverse reactions
The most frequently observed adverse reaction was apnea during induction or anesthetic
adjustment periods. The average duration of apnea during induction in the various
treatment groups is summarized below:

Group

1
2
3
4
5
6
7*
8

Summary of Apnea Incidence
Induction No. of Dogs Mean Duration
Agents or Affected (Total (min)
Premedicants no. in each

group is 8)
None 2 lo:06
Thio 4 4:30
Prop 5 lo:48
Ket/Diaz 2 1:18
Thio/Ace 2 1:30
Thio/Xyl 2 23:00
Thio/But/Ace 6 3 144”
Thio/Oxy/Ace 3 28:18

Range

6:17 - 13:51
1:16 - 11:00
0:30 - 28:00
1:07 - 1:26
0:30 - 2:30
l:oo - 45:oo
1:05 - 6:40*
1:20 - 53:30

*No end point time was recorded for one animal; average and range are based on five
animals with complete data.
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Results for other adverse reactions are summarized in the table below:

Summary of Adverse Reactions Observed
1 Induction 1 Anesthesia

I Effect 1 INo. Phase* I
t Dogs 1

F2

t

1

/

t7-

I

None Reverse sneeze 6- R
Thiopental Irregular breathing 1 M

Low heart rate 1 M
I Reverse sneeze
Rebreathing
Reverse sneeze
Whine
Reverse sneeze
Panting
Reverse sneeze

c

6 Thio/ Xylaz Panting 2 I
Shaking 1 R

R

IsI R 1
1 M
4 R
1 R
3 R
1 I
4 R

Propofol

Ket/ Diaz

Thio/ Ace

Reverse sneeze 3
7 Thio/ But/ Ace Panting 2

Shaking 1 R
Low heart rate 1 I
Nystagmus 1 R
Reverse sneeze 3 R

There were no serious and/or unexpected adverse reactions noted during the course of the
study.

CONCLUSION:
Sevoflurane was compatible and effective with the premedicants and induction agents
used in the study. The presence of premeditation  had little impact on induction time.
Injectable induction agents had little impact on sevoflurane maintenance requirements;
however, premeditation decreased sevoflurane maintenance requirements by 18 - 31%
(dose sparing effect).
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C. Effectiveness Study III: Clinical Trial

For safety reasons, general anesthesia with sevoflurane when used in conjunction
with various preanesthetic and induction agents was evaluated. Some of these
agents are not approved for these uses in dogs.

Study Investigators
Keith R. Branson, DVM
College of Veterinary Medicine
University of Missouri
Columbia, MO

Cynthia M. Trim, BVSc, DVA, MRCVS
Jane E. Quandt, DVM, MS
College of Veterinary Medicine
University of Georgia
Athens, GA

Sandee M. Hartsfield, DVM
College of Veterinary Medicine
Texas A & M University
College Station, TX

STUDY DATES October 25,1995 - February 20,1996

STUDY OBJECTIVES
The objective of this study was to evaluate the clinical safety and effectiveness of
sevoflurane for induction and maintenance of anesthesia in dogs.

STUDY DESIGN
This multi-site clinical study encompassed three clinical sites and included a variety of
surgical and non-surgical procedures varying in duration and complexity. The animals
were not randomly assigned to treatment since physical status and the nature of the
medical procedure usually determined the most appropriate anesthetic protocol to be
used. The effects of the drug were evaluated without a separate control group, as
provided under 21 CFR 5 14.11 l(a)(S)(ii)  (a)(2)(iii).

Treatment groups are provided in the following table. All dogs received sevoflurane for
maintenance. Treatment groups l-4 represented typical premeditation and induction
regimens. In treatment group 5, preanesthesia was optional; however, animals were
mask-induced with sevoflurane. In group 6, both pretreatment and induction agents were
optional.
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Administration of a preanesthetic anticholinergic (atropine or glycopyrrolate) was
optional for all treatment groups,

Treatment Premeditation Induction
Group Drug(s) Drug

1 oxymorphone thiopental
2 acepromazine thiopental

Number of Dogs

39
30

& oxymorphone
3 butorphanol thiopental 29

4
5
6

& xylazine
opioid

optional*
ontional*

propofol 33
sevoflurane 30
outional* 35

I

Total 1 A
I L I

196I 1 I I

*Drug selection and dosage were left to the discretion of the attending anesthesiologist

MATERIALS AND METHODS
Animals
The study included any client-owned animal of ASA (American Society of
Anesthesiologists) status I, II or III (see Lumb and Jones, ed. Veterinary Anesthesia.
Williams and Wilkins, Baltimore, p. 22. 1996) requiring general anesthesia for elective or
emergency surgical or non-surgical procedures that would fit one of the treatment groups.
Medical conditions resulting in patient health status classification of ASA IV or ASA V
were excluded. Patients that had received an investigational drug or had been enrolled in
an investigational drug study within 30 days prior to admission to this study were also
excluded. No limitation was placed on breed, age or gender of the patient. Details of
enrollment are provided below:

Number: 196

A protocol amendment dated November 30, 1995, revised adverse reaction reporting.
Sixty-eight dogs were included in the study prior to implementing the protocol
amendment. The initial 68 dogs were not evenly distributed across all treatment groups;
the table on adverse reactions (see results below) was derived from 128 dogs included in
the study after the amendment was implemented.
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Breed: The most common breeds were Labrador Retriever (n==l6), Sighthound (n=lO),
Australian Cattle Dog (n=6)  and German Shepherd (n=6).  The remaining breeds were
Mixed (n=76) and numerous others (n=82).  Sighthounds included eight Greyhounds, one
Italian Greyhound and one Whippet.

&: The mean patient age was 3.1 years with a range of 2 months to 14 years.

The mean patient body weight was 20.2 kg and ranged from 1.5 to 77.0 kg.Weight:

a: There were 80 intact males, 10 castrated males, 72 intact females and 34 spayed
female patients, respectively, in the study.

Health Status: Sixty-six percent (66%) of the patients were assigned an ASA health
status classification of I, followed by 29% ASA classification II and 10 patients (5%)
ASA classification III (essentially healthy dogs). Only five patients were considered to
be in a compromised health condition by the investigators.

Surgical Procedures: The procedures performed could be placed into one of ten
categories: circumcostal gastropexy (2.5%), cruciate repair (2.5%), dental
exam/treatment (6.6%), castration (27.5%), castration and minor procedure (3.1%),
ovariohysterectomy (26.5%), ovariohysterectomy and minor procedure (2.5%),
orthopedic/fracture (3.6%), orthopedic/non-fracture (5.6%) and other (19.4%).

Anesthetic Procedures
Premedicants: Atropine or glycopyrrolate were optional for all treatment groups and were
given in forty-nine percent (96096)  of the patients. Administration of preanesthetics  was
performed according to the clinical practice standards of each test facility. Generally,
preanesthetic drugs were given 15 to 20 minutes prior to induction of anesthesia.

Induction with Sevoflurane
Using a face mask, the vaporizer was set to deliver a concentration of 4 to 7% and
adjusted until the animal was sufficiently anesthetized to facilitate endotracheal
intubation. Dose ranges of all premedicants, when used as part of the masked sevoflurane
induction regimen, are provided in the following table.

Preanesthetic
Oxymorphone
Butorphanol
Morphine

Sevoflurane  Induction
Dose of First/Second Preanesthetic

Mean (Range) (mg/ka) N R o u t e s
0.010 (0.05-0.11) 6 IM, SC
0.022 1 IM
0.52 (0.44-0.68) 6 IM
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Acepromazine/Oxymorphone 0.05 (0.03-o. 10)/0.09  (0.05-0.10) 6
Acepromazine/Butorphanol 0.04 (0.02-0.06)/0.26 (0.20-0.41) 6
Acepromazine/Morphine 0.06/l. 10 1
Acepromazine/BuprenorphineO.O2/0.02 1
Xylazinekttorphanol  0.30/0.49 1
Xylazine/Morphine  0.25/0.5  1 1
Diazepam/Buprenorphine  0.22/0.0 1 1

IM, SWIM, SC
IM/IM
IMAM
IMAM
IM/IM
IM/IM
IV/IM

Sevoflurane Maintenance Regimens UsinP  Induction with Iniectable Agents
Administration of injectable anesthetics (thiopental, propofol, or ketamine/diazepam)  was
performed according to the clinical practice standards of each test facility. Doses which
were sufficient to allow intubation depended on the premeditation  regimen. The dogs
were connected to an anesthetic system containing the vaporized inhalant anesthetic,
sevoflurane, immediately after intubation. Dose ranges of all premedicants, when used
with injectable induction agents followed by sevoflurane maintenance, are provided in the
following table.

Induction with Injectable Agents
Dose First/Second Preanesthetic

Preanesthetic Mean (Range) (mg/kg;) N
Acepromazine 0.06 (0.04-0.09) 8
Oxymorphone 0.010 (0.05-0.23) 49
Butorphanol 0.27 (0.1 g-0.44) 13
Morphine 0.72 (0.49-  1.20) 12
Acepromazine/Oxymorphone 0.04 (0.02-o. 10)/0.09 (0.05-0.20) 32
Acepromazine/Butorphanol 0.05 (0.04-0.06)/0.21 (0.20-0.22) 3
Acepromazine/Morphine 0.05 (O.OS-0.05)/0.80 (0.05-l. 10) 2
Acepromazine/Buprenorphine 0.05/0.02 1
Xylazine/Butorphanol 0.38 (0.21-0.55)/0.35 (0.20-0.55) 33
Xylazine/Morphine 0.43 (0.25-0.55)/0.50 (0.47-0.55) 11

Routes
IM, SC
IM, SC
IM, SC
IM
IM,SC/IM,SC,IV
IM, SWIM, SC
IM/IM
IMAM
IM, SWIM, SC
IMAM

Maintenance with Sevoflurane
Following intubation, an endotracheal tube was connected to the circle anesthesia
system and the vaporizer setting adjusted to establish surgical anesthesia. Anesthesia was
maintained using a rebreathing (i.e., circle) or non-rebreathing (i.e., Bain) anesthetic
delivery system at a minimum oxygen flow rate of 0.5 L/minute, and a vaporizer setting
adjusted to maintain an appropriate depth of anesthesia. A precision out-of-circle
vaporizer was used for anesthetic vaporization with all systems and an in-circle carbon
dioxide absorbent was used in the rebreathing systems. In general, the animals were
allowed to breathe spontaneously during the procedure and the vaporizer settings were
adjusted to maintain a surgical depth of anesthesia.
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Variables Measured or Observed
Anesthetic Dose: Vaporizer concentrations and flow rates were recorded at the beginning
of maintenance and at each change to their levels.

Anesthetic Resnonse: The investigator assigned a subjective evaluation to the induction,
maintenance and recovery from anesthesia. Induction and recovery times were recorded.

Phvsiolonical: Arterial blood pressure (BP), respiratory rate (RR), core body temperature,
end-tidal carbon dioxide and percent oxygen hemoglobin saturation were recorded at
specified times before and during the procedure. The investigator recorded all adverse
reactions observed throughout the study for specified time intervals. Particular attention
was paid to, but not limited to, cardiorespiratory, musculoskeletal, gastrointestinal,
central nervous system, ocular and behavioral phenomena. Frequency and duration of
apnea were documented.

RESULTS

Anesthetic Dose, Event Times and Quality
Induction
Thirty animals were mask-induced with sevoflurane. The sevoflurane concentration
required to induce the patients ranged from 4 to 7% volume with an average of 4.88%.
These data were recorded from delivery concentrations indicated on the vaporizer dial
settings. Of the four mask-induced animals receiving “Fair” or “Poor” ratings of induction
quality, all were anesthetized with a vaporizer concentration of 4% sevoflurane.
Therefore, a concentration of 5-7% is preferable for induction with sevoflurane in healthy
dogs.

The mean time to intubation was faster for the injectable induction drugs thiopental and
propofol(l.1  to 1.6 minutes) compared to sevoflurane (see the following table). Times to
intubation ranged from 0.2 to 8 minutes for thiopental and propofol and 3 to 14 minutes
for mask induction with sevoflurane.

Investigator quality scores are also provided in the table below. The higher quality scores
for the injectable induction drugs, as opposed to mask induction, are expected since they
produce a faster increase in anesthetic blood levels.
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Mean Time to
Treat- Pretreatment/ Intubation
ment Induction Agent min

Group @an&
1 oxymorphone/ 1.6 (O-6-6.0)

thiopental
2 acepromazine 1.6 (0.5-8.0)

2
Total

N N N N N  NI
25

25

27
23

30

152

3

4
3

3

31

*Induction scores not available

Maintenance:
The average maintenance time was 111.7 minutes in all groups combined, ranging from
16 to 424 minutes (see following table). The average concentrations were slightly higher
than in the compatibility study probably reflecting the presence of surgical stimulation,
which would increase anesthetic requirements. An expected general lowering of
vaporizer concentrations was noted as the anesthesia progressed. No differences in doses
were observed based on the premeditation  and induction agent usage.

Investigator ratings of maintenance quality are also provided in the table:



Treat-
ment

Group
Pretreatment/

Induction Agents

oxymorphone/
thiopental

acepromazine &
oxymorphone

/thionental
butorphanol and

xylazine/
thiopental

Mean Vap.
Cont.
During
First 30
Min(Vol %)
(Ran&/

Wean 02
Flow
Rate

During
First 30

Min
(L/min)
(Range)

Mean
Duration
of Mainte-

nance
(min)

(Range)

3.46 0.97 104.1
(2.6-4.2) (0.5-2.3) (16-247)

3.31 1.07 136.7
(2.5-4.1) (0.7-2.3) (44-275)

3.31 0.99 104.2
(2.0-4.0) (0.5-l .8) (42-175)

3.44
(1.6-4.7)

Total

3.63
(2.5-5.1)

3.35
(2.5-4.5)

1.13
(0.5-l .9)

1.31
(0.7-3 .O)

1.13
(0.5-3.0)

129.1
(3 7-424)

94.5
(20-306)

103.0
(25-315)

a

opioid/propofol

optional/

optional/
sevoflurane

optional
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Qua& of Maintenance

Excel Good Fair Poor Total
N N NN N

Recovery: Over all 6 treatment groups, the mean recovery time to extubation was 8.3
minutes (range = 1 to 36 minutes). Mean times to extubation for preanesthetic/induction
agents ranged from 5.3 minutes for sevoflurane with one preanesthetic to 9.6 minutes
using thiopental with one preanesthetic.

Mean times and ranges to sternal recovery and standing recovery by induction agent:

Induction Agent Mean Time to Sternal Mean Time to
(mim) Standing (min)

thiopental 21.5 (3.5-135) 41.7 (8.2-249)
propofol 15.7 (2.2-91.1) 35.5 (5.0-211.1)
sevoflurane 11.2 (3.2-55.9) 24.9 (3.7-l 14.0)
diazepam/ketamine  8.2 (5.3-15.0) 26.2 (9.6-40.1)

No. of Dogs

108
40
29
4

The times to extubation, sternal recumbency and standing recovery were longer for dogs
that received two preanesthetics compared to one, prior to thiopental induction, These
times were shorter and similar for sevoflurane and propofol induced dogs.
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Data for recovery parameters are provided in the following table. Investigator ratings of
recovery quality are also provided in the table:

to to Sternal
Extubation Recumbancv

min min
(Range) (Range)

Qua&v of Recoverv

Excel Good Fair Poor NA* Total

Treat- Pretreatment/
ment Induction Agent

Group
N N

1 oxymorphonel 24.7 21 13
thiopental (5-135)

2 acepromazine 23.9 22 8
and

(lf9)
(4-5 5)

oxymorphone/
thiopental

3 butorphanol and 14.3 23 5
xylazine/ (4Yi) (4-45)
thiopental

4 opioid/propofol (l-l!& 16.4 27 5
(2-9 1)

5 optional/
,16Y7)

11.2 25 2
sevoflurane (3-56)

6 optional/
(379)

17.1 26 7
optional (5-50)

Total 144 40

Mean Time 1 Mean Time

N N N  N

1 0 0 29

1

*Quality of recovery scores not available

Physiological Effects
Respiration rates and pulse were reduced during sevoflurane maintenance relative to
baseline levels. Nine patients received atropine for bradycardia; seven patients received
glycopyrrolate. In all cases, the bradycardia was managed during anesthesia by the
investigators and was without post-anesthesia consequences. Decreased blood pressure
was also associated with sevoflurane maintenance: at least one recording of hypotension
(~60  mm Hg) occurred in over half of the patients. In all cases, the hypotension was
treated at the discretion of the anesthesiologist and no dogs were removed from the study
or suffered morbidity or mortality attributable to hypotension. Sevoflurane produced
expected respiratory depression and respiratory rate responses to surgical stimulation.
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Mean values and ranges for heart and respiration rate and mean blood pressure during 30
to 60 minutes of maintenance are presented in the following table:

Treatment
Group Treatment

oxymorphonel
thiopental

acepromazinek
oxymorphone/

thiopental
butorphanol &

xylazine/
thiopental

opioid/propofol

5

6

optional/
sevoflurane

optional/
optional

Pulse
beats per minute

during  30-60
minutes  of

maintenance
(mean)
107.6

(68.3- 168.4)
107.8

(62.8-172.3) (5.5-43.7)

83.2
(46.2-120.7)

76.6
(61.2-113.4)

95.7 12.3 91.3
(63.2-124.7) (6.2-25.5) (62.8-124.8)

98.0 20.6 80.8
(45.0-134.9) (3.8-84.0) (48.5- 116.6)

107.8 23.1 74.2
(70.2- 142.2) (6.2-98.8) (51.7-102.3)

110.4 14.9 81.5
(58.5-160.5) (5.2-57.3) (51.0-121.2)

Respiration  Rate
breaths  per minute

during
30-60  minutes of

maintenance
(mean)

14.3
(3.2-41.3)

11.7

Blood Pressure
mm Hg during  30-

60 minutes  of
maintenance

(mean) N

37

30

27

33

28

34

A total of 4301 five-minute interval blood pressure readings were taken during the study.
Ten percent were recorded at < 60 mm Hg, usually during the early maintenance
anesthesia period.

HYPOTENSION

n = 196 total no. of dogs*
% dogs with at least one BP
recording < 60 mm Hg
% dogs with more than one
BP recording < 60 mm Hg

Thiopental Sevoflurane Propofol
Induction Induction Induction
n- 118 n=30 n=43
47% 67% 60%

33.9% 50% 39.5%

*Of the total 196 dogs, 4 received diazepam/ketamine  and 1 received no premeditation.
These 5 dogs were not included in the table; all 5 dogs had at least one BP recording
< 60 mm Hg.
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Adverse Reactions:

Adverse reactions were consistently reported using an adverse event form in 128 of the
total number of 196 dogs included in the study. The incidence of adverse reactions for
this subset of dogs follows:

Adverse Reaction

hvnotension
#A

tachypnea
muscle tenseness
excitation
apnea
muscle fasciculation

( Number of Dogs 1 Percent of 1
n=128* - 128

72 56 25%
63 ;2:;4%
56 43.75%
40 31.25%
24 18.75%
23 17.97%

emesis
paddling
retching
salivation

13 10.16%
11 8.59%
9 7.t-n%

I . _--

7 1 5.47%
.-. 1

cyanosis I 3 t 2.34% 1
premature ventricular contraction 2 1.56%
excess cardiorespiratory depression 2 1.56%
labored breathing 1 0.78%
coughing 1 0.78%
testicular retraction 1 0.78%

*This total does not include the 68 animals included in the study prior to the protocol amendment
dated November 30, 1995. The amendment revised adverse reaction reporting.

The most frequently reported adverse reaction during the maintenance period was
hypotension, followed by tachypnea, muscle tenseness, excitation, apnea, muscle
fasciculations  and emesis. Other adverse reactions occurred in less than 10% of the
animals.

One serious adverse reaction was evaluated in this study. Severe hypotension was
suspected, although not confirmed due to equipment problems. The clinical signs of
hypotension resolved when the inhaled sevoflurane concentration was reduced,
ventilation was controlled and IV fluids were administered.

Special Groups
Sighthounds
There were ten (10) sighthounds included in the study. Five were induced with propofol
(Group 4) and 5 with sevoflurane (Group 5). Most of the quality scores for induction,
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maintenance and recovery were excellent and only two of the 30 scores were Fair (no
Poor ratings). Sevoflurane mask induction in these animals was accomplished with
inhaled gas concentrations ranging from 5 to 6% volume. Sevoflurane maintenance
concentrations during the first 30 minutes of maintenance ranged from 3 -00 to 3.89%
volume, compared to a mean for all patients of 3.42% volume. The average recovery time
(sternal recumbency) for sighthounds was 14.7 minutes and was similar to averages of
16.4 and 11.2 minutes for Groups 4 and 5, respectively. Thus, in this study, there was no
indication of extended recovery times following anesthesia that may be associated with
Sighthounds. All variables corresponding to dose level, physiologic response, and
quality of induction, maintenance and recovery were comparable between the
Sighthounds and the main study population.

The percent incidence of adverse reactions such as emesis, tachypnea and excitation in
Sighthounds was greater than the overall population. Many of the adverse reactions
were, however, associated with the preanesthetic period. Six of ten of the sighthounds
were premeditated with morphine and four of these animals exhibited emesis. Since
vomiting is a common adverse reaction of morphine (Plumb, 1995) and the other effects
were observed in a number of animals in this study, no particular adverse reactions
associated with sevoflurane were identified in sighthounds.

CONCLUSION:
Sevoflurane was demonstrated to be safe and effective for dogs when used for induction
and maintenance of anesthesia in a clinical setting.

5. TARGET ANIMAL SAFETY

The safety of sevoflurane was demonstrated in four studies.

A. Two Week (30 Hour) Toxicity Study

STUDY LOCATION
Travenol Laboratories
Morton Grove, IL

STUDY DATES Final report: 1969

STUDY OBJECTIVE
The purpose of this study was to determine the effect of extended (ten 3-hour periods of
anesthesia within 2 weeks) exposure to sevoflurane on dogs compared to the positive
control, halothane.
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STUDY DESIGN
Dogs were assigned to 2 groups of 8 dogs (4 dogs/sex) and treated with either sevoflurane
or halothane. Half of the dogs were mechanically ventilated; the other half breathed
spontaneously. Dogs were exposed for 3 hours/day, 5 days/week for 2 weeks, for a total
of 30 hours.

Determination of Arrhythmogenic Potency
During the final (tenth) anesthesia episode, cardiac sensitization potential was determined
as a response to increasing doses of epinephrine. Following a single intravenous
injection of 1 mg/kg atropine sulfate, anesthetized dogs were treated with doses of 0.25,
0.5, 1,2,4,  8, 16 and 32 mcg/kg epinephrine in increasing doses or until ventricular
fibrillation occurred. Atria1 blood pressure was allowed to return to normal between
doses of epinephrine. Cardiac responses were evaluated with respect to nature and
severity.

Immediately following the sensitization evaluations, dogs were euthanized with
pentobarbital and subjected to gross and microscopic necropsy.

A comparison of hematology and clinical chemistry results prior to exposure and after
nine sevoflurane exposures was performed.

MATERIALS AND METHODS
Animals
Number: 16
Breed: purebred Beagles
&: young adult
Weight: 7.5 - 14.2 kg
a: 4 males and 4 females per treatment group

Anesthetic Procedures
Animals were mask-induced with 5 - 8% sevoflurane or 5% halothane in oxygen
delivered from an Ohio anesthetic machine using a pediatric circle with soda lime carbon
dioxide absorber (Sodasorb indicator grade, high moisture, 4 - 8 mesh) and a 1 liter
rebreathing bag. The flow rate was 500 mL/min.  Following induction, an endotracheal
tube was inserted, and animals were maintained at a surgical plane of anesthesia for 3
hours (2.5 - 3.5% for halothane in most cases, and 4 - 5% with sevoflurane).

Controlled respiration was achieved using a Harvard model 6 13 Respiration Pump.
Respiratory rate was set at 16 - 20 per minute and the tidal volume was established for
each dog during the first exposure to provide a PaCO, of < 40 ton and maintain the pH of
arterial blood at 7.4.
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Variables Observed or Measured
Anesthesia: Anesthetic depth was evaluated throughout anesthesia. Anesthetic induction
and recovery times were recorded.
Phvsioloaical: Clinical observations were performed daily before and after anesthesia.
Food and water consumption were observed, and body weight was measured daily.
Appearance of feces was inspected daily.

During the first and last exposures, direct femoral blood pressure was measured at 15
minute intervals. Femoral arterial blood samples were withdrawn at 30 minutes for blood
gas analysis (pH, PaO,, PaCO,). Electrocardiograms, respiratory rate,
electroencephalograms and body temperature were continuously monitored.

Blood samples were drawn for baseline hematology and clinical chemistry, immediately
prior to the first exposure, and immediately prior to the tenth anesthesia for hematology
and clinical chemistry analysis. Immediately after the first induction, urine samples were
drawn via catheter for urinalysis. At the same time, liver biopsy samples were taken for
microscopic examination.

RESULTS
Clinical Observations During Anesthesia
Mask induction with sevoflurane produced less struggling and was more rapid than with
halothane. Induction was achieved in 5 - 15 minutes with sevoflurane and 15 - 30
minutes with halothane. The anesthetic depth during induction was lighter with
sevoflurane than with halothane, and sometimes insufficient to place the endotracheal
tube at the first attempt. Apnea was not observed with either agent.

Respiration was depressed to a greater extent by sevoflurane (3 to 28 respirations/minute)
than by halothane (4 to 54 respirations/minute). Mean rectal temperatures decreased
throughout surgery.

No adverse reactions were observed during anesthesia, and the animals’ response to
induction did not change with the number of anesthetic episodes. No significant changes
were observed in the ECG patterns. Bradycardia requiring treatment with atropine (< 70
beats per minute) occurred more frequently in the halothane group than in the sevoflurane
group. Blood pressure measured on the first and tenth exposure days were within normal
limits with both anesthetic agents.

Cardiac Sensitization Potential
All dogs anesthetized with halothane developed ventricular fibrillation at doses of 4 to 32
mcg/kg  epinephrine. None of the dogs receiving sevoflurane developed ventricular
fibrillation; however, 5 of 8 dogs developed runs of premature ventricular contractions at
epinephrine doses of 2 to 32 mcg/kg. The numerical scores for cardiac sensitization
potential were 27.1 (ranging from 16 to 40) for halothane and 7.25 (ranging from 0 to 43)
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for sevoflurane. In the study, sevoflurane was less likely to sensitize the heart to
ventricular arrhythmias subsequent to the administration of epinephrine compared to
halothane.

Clinical Pathology
No changes of clinical significance in hematology or serum chemistry were identified.
Transient elevations in ALP were noted in some dogs of both treatment groups and mild
vacuolization of liver parenchymal cells were found during necropsy. It is probable that
changes in ALP were due to the administration of the anesthetics. No differences in
clinical pathology were observed with respect to controlled versus spontaneous
respiration. No changes associated with sevoflurane treatment were observed in
urinalysis or gross necropsy. ’

Compound A:

Under worst-case exposure conditions known to be associated with the production of
Compound A (low flow rate, high moisture and temperature in the presence of soda
lime), toxicity to the kidney was not observed after a total of 30 hours of sevoflurane
exposure. In rats, the toxicity is characterized by necrosis of the convoluted tubule and
tubular epithelial hyperplasia. Sevoflurane treated dogs exhibited no evidence of
degenerative or hyperplastic changes in the tubular elements of the kidney.

CONCLUSION:
Sevoflurane caused anesthetic effects similar to other halogenated anesthetic agents when
healthy dogs were exposed for 3 hours/day, 5 days/week for 2 weeks for a total of 30
hours. No serious adverse reactions were observed during the study.

B. Acute Toxicity Study

STUDY PERSONNEL
Study Investigators
E.B. Thompson
F.T. Galysh
B. Abbink
R. Romero
W.E. Williams
B. Haszar
Travenol Laboratories
Morton Grove, IL

STUDY DATES Final report dated 1969
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STUDY OBJECTIVE
To examine the effects of sevoflurane and halothane at various concentrations on arterial
blood pressure (BP) and spontaneous heart rate (HR) in dogs.

Phase I:

Twenty-three healthy adult mongrel dogs were divided into four groups and anesthetized
twice (once with halothane and once with sevoflurane) for one hour using a closed system
at the following doses:

Results:

Sevoflurane Halothane No. dogs

2% 1% 6
4% 2% 6
6% 3% 6
8% 4% 5

Four dogs died of excessive respiratory depression during anesthesia:

Anesthetic No. of Dogs Dose

4%
8%

Time of Death

45 min after exposure
20 min
40 min
60 min

Phase II:

An additional investigation followed using four dogs that received higher doses:

1 Anesthetic 1 No. Dogs I Dose I

Results:

halothane 1 4%
sevoflwane 1 6%
sevoflwane 2 8%
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Dog #l: Halothane 4%: This dog survived (recovery time 20 minutes). No
evidence of respiratory acidosis and no long term adverse reactions due to
anesthesia.

Dog #2: Sevoflurane 6%: This dog survived with no long term anesthetic adverse
reactions. Mild respiratory acidosis occurred during anesthesia; recovery
time 6 minutes.

Dog #3: Sevoflurane 8%: This dog died at 53 minutes from severe respiratory
acidosis.

Dog #4: Sevoflurane 8%: This dog made a sluggish recovery after 20 minutes.
Neurological signs were noted 8 - 12 hours after recovery (ataxia, loss of
righting reflex, clonic convulsions, unilateral miotic pupil, dilated retinal
vessels). Death occurred 18 hours after anesthesia. Necropsy findings
were unremarkable.

CONCLUSION:
The study indicates that dogs can survive one hour exposures up to 6% sevoflurane
(proposed label maintenance dose is up to 4.0%). Acute death during anesthesia is due to
respiratory depression and acidosis.

C. Liver Toxicity Study

STUDY PERSONNEL
Study Investigator
R. Nagata
Shin Nippon Biomedical Laboratories
243 8 Miyanoura
Yoshida, Kogoshima 89 1- 13, Japan

STUDY DATES August 25 - October 6,1989

STUDY OBJECTIVE
The purpose of this study was to determine the hepatotoxic potential of sevoflurane
exposure in dogs.

STUDY DESIGN
Dogs (four/group) were acclimated to the testing facility and randomized into three (3)
groups for treatment with sevoflurane, halothane or enflurane. Animals were exposed to
1.8 MAC sevoflurane (4.2%), halothane (1.6%) or enflurane (3.7%) for 1 hour.
Physiological parameters and clinical pathology were evaluated.
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MATERIALS AND METHODS
Animals
Number: 12
Breed*-* Beagles
&: 7- 10 months
Weight: 8.9-10.7 kg
a: Males

Anesthetic Procedure
Sevoflurane was administered by face mask using a vaporizer for small animals at a flow
rate of 5 L/minute. The dogs were artificially ventilated at 12 breaths per minute.

Variables Measured or Observed
Anesthetic: Anesthetic concentrations were analyzed by gas chromatography.
Anesthesia: Recovery times were recorded.
Phvsiolocrical:  Observations were made frequently during the exposure period, then at 12
hours and daily for 3 days post-exposure. Diastolic and systolic blood pressures were
measured immediately before and 30 minutes after the initiation of treatment, at the
cessation of dosing and 1,2 and 3 hours post-exposure. Blood samples were drawn
immediately prior to and after dosing, and 3,6,8, 10, 12,24,48  and 72 hours after dosing
for hematology and blood chemistry analysis. At 72 hours after dosing, the animals were
sacrificed and a gross pathological examination conducted. Liver weights were measured
and liver samples examined for microscopic pathology.

RESULTS
No signs of toxicity were observed during the exposure period or the 72 hour observation
period. Average recovery times in minutes were 9.5 (ranging from 4 - 18 minutes), 20.3
(10 - 35 minutes) and 59.8 (10 minutes - 3 hours) for sevoflurane, enflurane and
halothane, respectively. Decreased blood pressure was observed following treatment
with all three agents, the mean pressure being reduced by 48.9,50.7  and 3 1.7% in
sevoflurane, enflurane and halothane groups, respectively at 30 minutes post-exposure.

Hematological changes were limited to a decrease in Hb, PCV and RBC’s at the cessation
of dosing, which was reversed by 6 hours after dosing. Also, there was a decrease in
white blood cells noted with all three agents at the cessation of dosing. Increases in white
blood cells were observed at the 8, 10, 12 and 24 hour intervals with sevoflurane, and at
the 6 hour interval with enflurane and halothane. The decreases were believed to be
associated with an increase in blood plasma (dilution effect) in connection with the
decrease in blood pressure (renin/angiotensin/aldosterone  system). Since blood cell
counts had returned to baseline values by the 72 hour interval, they were not thought to
be associated with toxicity.
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Changes in several biochemical markers associated with hepatic toxicity were observed
following treatment with all three agents (AST, ALT, LDH, ALP, bilirubin). In general
the changes were slight and most were reversible (except ALP) within 48 - 72 hours.
Effects on liver enzymes were comparable among the three anesthetics, and no
toxicological changes unique to sevoflurane were identified.

Liver weights showed no differences among treatment groups; the mean for sevoflurane
was greater than that for halothane or enflurane. No significant treatment related changes
were observed at necropsy.

CONCLUSION:
No toxicological changes unique to sevoflurane were identified.

D. Sevoflurane Fluoride Toxicity Study in Dogs

STUDY PERSONNEL
Study Investigators
L. Martis
S. Lynch
M. D. Napoli
E. F.Woods
Travenol Laboratories
Morton Grove, IL

STUDY DATES Final report completed February lo,1978

STUDY OBJECTIVE
The purpose of this study was to evaluate sevoflurane metabolism, including fluoride ion
production and elimination, during maintenance anesthesia in dogs.

STUDY DESIGN
Four mongrel dogs (3 males, 1 female) were exposed (face mask) for 3 hours to 3%
sevoflurane. Twenty-four hour samples of blood, urine and feces were taken at 1,2,7 or
8 and 14 or 15 days post-anesthesia. The entire experiment was then repeated, with
animals exposed to 4% sevoflurane. Sampling continued for 7 days post-anesthesia. One
month after anesthesia with 4% sevoflurane, animals were sacrificed and subjected to
gross necropsy. Tissues were retained for microscopic evaluation. Clinical chemistry and
hematology data were evaluated; however, the interpretation of this information is limited
based on the small number of animals.
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MATERIALS AND METHODS
Animals
Number: 4
Breed: Mongrel
Weight: 12-16 kg
a: 3 males and 1 female

Anesthetic Procedures
Animals were exposed for 3 hours to 3% and 4% sevoflurane in oxygen via a face mask
in an open system without soda lime at a flow rate of 500 ml/minute.

Variables Measured or Observed
Anesthetic: Induction and recovery times were recorded.
Phvsiolonical: Twenty-four hour samples of blood, urine and feces were taken at 1,2, 7
or 8 and 14 or 15 days post-anesthesia. Blood samples were subjected to hematology,
clinical chemistry and inorganic fluoride determination; urine and feces were collected at
baseline and were analyzed for inorganic fluoride. Respiration rate, heart rate, and
arterial blood pressure were measured throughout the anesthetic period. Blood samples
for pCO,, PO,, pH and PCV as well as urine samples for inorganic fluoride (from
sevoflurane metabolites HFIP and HFIP glucuronide) determinations were also taken
throughout anesthesia.

RESULTS
Clinical/Toxicological Evaluations
Surgical anesthesia was achieved within 4 - 7 minutes. Recoveries were uneventful and
occurred within 3 - 9 minutes. Heart rate and respiration rate were generally similar in
animals anesthetized with either 3% or 4% sevoflurane.

No changes in hematologic and clinical chemistry which could be attributed to
sevoflurane were observed. Two dogs exhibited high CPK values at 24 and 48 hours
post-anesthesia, however, these values returned to normal at seven days post-treatment.
No treatment-related changes were observed in tissues.

Metabolism Evaluations
Elimination of sevoflurane from all four dogs was essentially complete within 24 hours of
anesthesia. Pulmonary desaturation data from one dog indicated that approximately 45%
of the absorbed sevoflurane dose was eliminated through the lungs within two hours after
anesthesia, confirming that most of the anesthetic dose is rapidly cleared through the
lungs.

The inorganic fluoride concentrations in the serum of the dogs anesthetized with
sevoflurane were significantly increased relative to pre-exposure concentrations.
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Fluoride ion concentrations are influenced by the duration of anesthesia and the
concentration of sevoflurane.

During anesthesia with 4% sevoflurane, mean inorganic fluoride concentration increased
during the anesthetic period to a maximum of 20.0 5 4.8 mcmole/L at 3 hours. The mean
serum inorganic fluoride concentration fell to 11.5 + 4.8 mcmole/L by 1.3 hours into the
post anesthetic period and had returned to normal values by 24 hours after anesthesia.
The serum inorganic fluoride concentration following 3 hours of exposure to 3%
sevoflurane was 18.5 mcmole/L. These serum fluoride levels were not associated with
renal toxicity in the four dogs.

The urinary excretion of inorganic fluoride by the dogs was also significantly increased
following sevoflu.rane  exposure. By 48 hours, the inorganic fluoride excretion rate had
returned to the pre-exposure level. There was no increase in the fecal fluoride excretion
following exposure of the dogs to sevoflurane.

A metabolite of sevoflurane, HFIP, was found in the urine of treated animals as a
glucuronide conjugate, averaging 36 - 56 mcmoleskr  during exposure and declining
rapidly. Based on the urinary excretion data for HFIP glucuronide following exposure to
4% sevoflurane, this represents approximately 2.5% of the total sevofl urane uptake.
Considering that a significant portion of the inorganic fluoride is retained in bone, the
urinary excretion data suggest that HFIP would account for a major portion of the
metabolism of sevoflurane in the dog. The elimination of the metabolite was essentially
complete by 48 hours after exposure to sevoflurane.

CONCLUSION:
Most of the sevoflurane anesthetic dose is rapidly cleared through the lungs. Inorganic
fluoride concentrations in the serum of the dogs anesthetized with sevoflurane
significantly increased relative to pre-exposure concentrations. The elimination of the
metabolite was essentially complete by 48 hours after exposure to sevoflurane. Serum
fluoride levels were not associated with renal toxicity.

6. HUMAN SAFETY

Data on human safety, pertaining to consumption of drug residues in food, were not
required for approval of this NADA. The drug is labeled for use in dogs which are non-
food animals.
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Labeling contains adequate cautions to provide adequate ventilation in the operating
rooms and animal recovery areas in order to prevent the accumulation of anesthetic
vapors. An “800” number is provided by the sponsor for the provision of Material Safety
Data Sheets (MSDS).

7. AGENCY CONCLUSIONS

The data in support of this NADA comply with the requirements of Section 5 12 of the
Federal Food, Drug, and Cosmetic Act and Section 5 14.111 of the implementing
regulations. It demonstrates that SevoFloTM  (sevoflurane) Inhalation Anesthetic, when
used under labeled conditions of use in dogs, is safe and effective.

The drug is restricted to use by or on the order of a licensed veterinarian because
professional expertise is judged to be critical in the administration of a drug that provides
induction and maintenance of general anesthesia.

Under Section 5 12(c)(2)(F)(i) of the Federal Food, Drug, and Cosmetic Act, this original
approval qualifies for FIVE years of marketing exclusivity beginning on the date of
approval because no active ingredient (including any ester or salt of the active ingredient)
has been approved in any other application.

I
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Caution:  Operating rooms
and  animal  recovery  areas
should be provided with
adequate  ventiladon to
preventthe  accumulationof
anesthetic  vapors.

, , , , , , , ,ijss-k Se&a?;;  trademark  of Abbott

SevoFlo’”
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Manufactured  b:

a
Abbott  Laboratories
North  Chicago,  It BX64. USA

Under  license Corn
Maruiahi Pharmaceutical  Co., LTD
23-5,  Fwhimi-Machi,  Chuo-Ku.
Osaka,  Japan

5%1537.2/Rl

FORMULA  IL LABEL
CONTROL  APPROVAL  O-41

APPROVEDBY

APPROVED  BY

DATE
*NOT VALID  UNLESS  FINAl
PROOFS  CARRY  APPROVAI

SIGNATURE

COLOR SEPARATIONS

Abbott 293

g Black



. .

Se”nn”ra”e  is “on,bmnsb,e  an*  “anerpb*r”e  a* dQf,“Qd  hy the
reQ”,,eme”D  0, ,“te‘“*,io”*f  Efectr”leCh”lC*I  C”mml*s,o”
Wb1.13
Sevoflurane is b char.  ~nfn~le*~.  mbfe  liquid contammg “0
sddlNn*  or chenveaf  **bihrer*.  SeknOuraoe is nnnpuogenl. I8 is
ml*cible with elhaw,.  ether, chfomf”lm  an* petmfe”m  be”zene.
and n If Shghtfy  S”,“b,Q  in WI1”L  Se”ofb,*ne  is S,,bfQ  *en
stored under  nnrmaf rnnm  fighting condition  accnrdrng fn
~“SUIIC”““f.

HOWS”PP”W

fNOfCAmlNS:
Se&b”  b indiaed fm induction and msinte~nce  of genemf
anesih”sbind”.g*

inspired  Daamb.  flea-  Tile *&red  wneen~*ti&l  Of SevoFlo~
rbwfd  be tnonm  Siote  fbe depth of *netie*i(l  may be ake,ed
easily  and mpidly,  ““ly  vbporltsrs  producing predictable
percenfage  concenfr*tinns  of *evnfbr*n*  *hnuf*  be ~s0.d.
Sevnflurane *hor:C be vaporized  u*i”g  a pncisio”  vspo,ize,
*petaic*lfy  eafibmted  for rwoflunne.  Sawffumne contaios  n”
rtabifize,. No&iq i” tbe drug pwduct  aL,s  ralibrsti~l  0,
operati””  of the,@  vapo,fze,s.  The administrafian of general
anetieria  niusti indiuidualiuedbsted~nIh,~tienfnspPnse.

Ptmudicatica:  No  spcrc  ~medicatb”  ir eiibe,  indicated  0,
rommindicated w~hbwnbmrte.  The necesnyiw  and choice  “f
premedicslio”  is loff to the discretion  of the vefe,i”t,ia”.
P~ea”“sdl*65  Li:sb,p,Eadiclmf~“bo  fwwdlan*s bbe,
dincdaosfortbeb  useas  a sb,&  nediatb”.,

fnductio”:  For ,~asXi”ducfio”  using  revoffutane.  inspired
c”“ce”rr*ti”n~  “f 5 to 7):  re”offu,*ne  abee  Mb Pwge”  are
empfwed  1” induce surgical ananhesia  in tbs beaMY  d.$  Obese
ronce*lndm*  rmbe eXpecte*fO  pmducs  mqbaf  *nenhsb  in
3 to 11 minutes. So  use of nremsdicants doer  nti sffec! the

Maimfrseace: S~“nFfn~ may be “red  for maint~ntn~e
an~r~hesia  idtowing  mark induction using  sevofforane  o,

folfowmg mjeclabfe  md”c”o”  age”!*. The concs”,,a,m” of “a~.,,
necessary  10  maintain snesthesta is much less than that reauired
tomduceil

S”rglcaffe”et*ofanesVle*iainUleheahh”d”gmayboMint*ined
with  inhaled co”centwfo”*  of 3 140% se”“ff”,a”e  in oxygen in
the absence  oI premedicsbn  a”d 33,.3  6% in the p,e*e”w  of
premed~catm”  The use  of ,“,er,able  induction  awn,*  v&w,
premedmmn  has  fbttfe effect on fhe e”“c~“trati”“s  of
re~ffwtne  required for mamfe”a”ce. Anertbefic regimens  that
mclude  opioid. alpha>-  agonin  be”mdia,epi”e  o, pbenotiadne
premeditation  will dfnw fhe use  Of  fbwer  *evnff~m*
mai”fe”a”eeeo”ce”t,ad~“*.

WA0Hf%S:
Sw”Oura”e is 8 pmfound  ,etpi,abry  drprossan  lESPfRA,,DH
MUST  BE  YOWfYOREO  CuISEtY  IN THE 000  ANN0 SUPPORTEO
WHEN NECESSlRY WY” SUPPLEMEHYM  OXYGEN  M,i,,~f,
AsalEoYEfmLAYfON.

In r.ISPs of sewe  cs,di”pM!&wy  depar&a,  discontinue  dq
adminisusbw  *“*wetbe existe”ceofa  “a7tair.w  *“dtiia,s
a**i*ednrmtmlbdventiitimti  pie  n~gen. Cihvsroubr
depression  *bo”fd be ueatsd  Mb  plasm* expandem, pressor
*gems  atiannvmmr agents w Mhw technber  es awmpriae
f~,throbservedab”Mna,~.

Due  10 *ewffu,a”e’*  low solubility  in blood.  increasing  the
cnncenwation  may reruff in npid hemodV”amic  changes  fdore
dependent  decrearer in bCwd  P,er*ure\  comprrad  10 other
“nbdle  aner,hetftier. heertbe decreases  in bbod “,e*swe  o,
rerprratory  deprers~nn  may be correcfed  bY decreasing  o,
dtrcontlwng  tie ilpired cawe”fMa”  of sewbrane.

ALWERSE  REAcTfONS:
The most f,eque”lfY  repwted  adverse  ,eacfio”s du,i”p
m,i”le”,“ce ~“esthesi, were  hypntenrion.  faffowed  by
1ICh”P”Ql,  muscfe te”reo”**, extnan”n,  spnea.  ‘“YSCfQ
brtirublionr  and  emerir.

fnfrewent  adverse  reactions  include  paddling.  retching,
**li~*tmn. cy*nn*i*, premafure venfricubr  ennlracfion*  *nd
~*~~**~~~~a,diopulrno”arydap,es*ion.

T~lnlie”!  ~fe”atems  m fh”er fune”o”  te*t* and white  blood cell
CO”“,  my “CC”,  W,h  *e”“,bl*‘P,  *s Wh Ihe use Of ather
halogenated  a”e*,he”c agents.

PRECAUffONS:
Habgenated  volatile  anesthetic*  c*” react  with de*iwated
rsrbon  dW4elCo2)  ab*“rb”m*t”~rcd”ce  calhan  mono*tie ICO,
ihat my result in efsva!ed  ca,b”*yhemoglabi” level*  I” some
patie”tr.  To prevent this reactinn. *e”ofl”,a”e  *hwfd no,  be
Parsed  through desiccared  soda limn “rbadvm bydmnde  fme

The  urn of enme  enesthetic  ,ngimenr  that incbde revoflurane
nw r”r”b in bw,ywd,a  fhaf is ,evenibfe whh  snticholinwgier.
Studier  using  *ewfb,a”e  anestbefic regime”*  that Included
lfropine 0, gfYcopY,,ofafe  as premedicams  showed these
*“~~h~“r”irrtnbsr~*~e~*~~~e”” indogs.~.
During the mtintenaoce  of a”e*fbe*~a,  increasing  the
c”“~.3”f,alion  ni rewffur,ne  )m,crr  dme depmden, decrease*
b blood presrure. DUE  1” sevoffu,*“e’r  few rofubifny  in bfwd,
thew  her&amic  cbrnges  may  accu, “we  rapidk tba” ti
other volatile  a”esrhsdcr.  kerri,t decwret  in Mwd p,es*u,e
or respimtnty deprsssio”  may be nlaed  co depth of anesfbesia
and may&  cwmod bydemtingihe  imp&d concenmbnaf
sweeum-  Tfm h **bii Of  rem?mrane  *Is* faclM*t”s rafd

l’he use of SewRunne in bw,a”*  inrrearer  b& tie i”te”*Q and
dwalb”  of “eum”wscufa,  Woek*d*  induced  by “ondepcfarizing
muscle  da*anrr. me urn cd  *“““n”,a”e  v&l  n”“*epobrizi”g
museb  nbrams bar “tibeen ewlraad i” dog*.

C”wcm&d .xdeb&i,ed  dcg*:  D>*ar may need sdiuraemfor
geristtic  o, debififated  dog*. Because  clinical  experience  in
administrring  se~nfIumn  to dcgs  with renal.  hepatie  and
c*r6n”arc”bt blruflicb”cyb  kmd.k*  S,fQtf  in **** dcqs h,S
not bee”  esfabfished.

Breeding d”g*:  The safety of *wdffu,8”e in dog* used  for
breeding pu,p”ses,  dvhg pregnancy. “,I” ftmiig bilehe*, b**
not bee”  waklw,.

Neoneter: The  safety 0, revoR”,sne  r” young dogs (fess than
’ 12Weebofsgelhasnotbee”evafuat~d.

““MPN  SAm
Nat for human  ufe. Keep outofreacb of children.
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There is no specific  work expo*u,e  hmi,  eslabfisbod  for
re”“ff”,ane.  However, the Natmnaf  f”*,“u,#  for Occupational
Safety  sod Health  ha* ,eromma”d&  a” 8 hour time+-+eigbted
average fhmif of 2 ppm for babgenafed  a”e*the,ic  age”!*  I”
general.

Direct  exposure to eyes may  result  in mild i,,itati””  If eye
e*p”*“r”  “ECUIF,  Rust  “ah p,ent, of w*te, ,or 15 lni”!A”S sest
nedicaf *trends if hils6m  prrrins.

SYmpmms  of human  owexpasvre  linhalationl10  reuoffurane
“*pan include nspfmfoly  dep,e*sion,  hypotmrio”,  bradYcard,*.
*hivering.  “*we*  and  beadscbe.  If these rymptoms  occw.
remave the indtiduaf  from  the sowee of exposure and seek
medlral  *n**“”
The  msteriaf **fen,  dtfa  sb8ef  fMSDS)  co”,*in*  more  detailed
occupation*f  safety  infonatb”.  For e~sfome, service. tdvene
snecu,e~“~s”dlor,c”p/~fIheMS0S,cs118ml~~m-s5g,.

smn~*“e  b an bhabtb”*,  snm  **snlf”rM”ti*” tnd
minrenance of gewaf a”e*lhe*i*.  Ths Minimum Alveolar
Concentmtwn  lMACl of *evoRu,a”e  8s defmnined in IS dops is
236X.’  MAC is delved  8s !fw &sob, concentration  at which

SevoOunne  produces  o”$ mOden  i”c,ea*e*  in cerebral bb”d
Row md “mtabobc  raft and bar Itie M no abifnv f” pptenfiafe
seimres.’  Sevoffursne has a wriebfe elfec, on hew!  rate,
pmducing  i”c,ea*e* OT  decters~s depending  a” e*pe,ime”taf
co”dkb”s.“Swoflum”e  pmducer  dosedependent  decreases  m
mean onetill pressure.  Ealdbc aurpur and  myocardiaf
contradon!  Anmg inkbe” ~“**lbedc*,  sew”u,a”e  has Iw,

Sevoffwsne ,I  ~i?emlCslly  *table.  NO  dl*ce,“ibf
(ICCUIS 4”  6~”  “mente  of sfcnng  acid*o,beat.Sw
thrwgh dl,et,  c”“,*c,  Mb CO,  ab*o,be”,s  (*ad*  I,
hydrwide bmel  pwducing  pe”t*ffu”,“is~p,~pe”~
QlhQl  WFE.  C,H,F*aL  all” k”““‘”  ** Col”po”n,
amn~nts  of pe”taffuoromelhoxY ~sopmpyf  flu*,
IPMFE,  ~H,FsO,.  abotnown  as Compound 0.

Eompaund k
Thep,oduCdonofdeg,ada”t*tntbea”e*th~*~  ci,c
Ihe exvaetia oftbe acid>rpmto”intbe  presenceo
KOH an*,or N,OH,  forming an lfXQ”Q  ~C”‘“)
*e”OR”R”e.

Compavnd A is pmduced  when  rewffurane  inter.
he or barium  bVd,o*ide  lime. Reaction  w’nfi bar
Pme  ,es~fle  on D g‘notvr producfio”  of CO”,DOU.
~eaerion with soda lime. 11s concentnrio”  in (I c
system bwesses  wbh  increasi”g  *e”tnumn”  am
tih decrea~iq  fresh g*s now rate*.  Sm?m,,ne
soda  lhme has bee”  sbwmfo  i”c,eeseMbfwnpe,,
reaclinn  of cairn dmxide  wftb *bwbe”fs  fr ei
temperahlre  i”cce,se  will  be deferrhd b, the q,
abwbed.  which in turn wifI  depend on f,D*b  g
anesthetic circle system.  metabolic natus  of 11
ve~tibtinn.  Aflh”ugb  Compound  A is a do:
“ephmtwi”  in rats.  the meeb*“i*m offhis re
wtnwm.  Two  *n*taoeau*b  bre*Udng  dogs ad
anestherta  showed  bcreareiib co”se&,ti‘i,s  of f
the oryge” flow rate w**  decnased  t, b”“,fY i
MO  mUmin  1% and 111 ppm  Cwpaund  Al 10 250 I
3, ““dt”  Y)“t,hl,8l  ,"d,SQPQ,)!
Ffmidc  inn  *bfff
Se""fbnne 0s r"aabmEd  10 h"*stir"b"pr"pa
rnbase  of rnorganic Ruodde and  C&. fluoride ion
I,”  mn”ented tq*e*ur*ti”““, a”ssnl&a wldlb,
Of  re”ofl”rs”e.  once formed.  HAP  is rapfdfy  cc
gbcunnic  acid and eliminated  as a ur*la,~ metat
me,*bolic  pahw*“s  for *e”o,f”,a”e  bws bee,
humans, the bmide inn half-life was pmb”gad  i
rend impairmet.  but human clinical  tifs c”ntai”r
larici‘y arraciated  Mb elevated  fluoride ion level
WhkCb  * dogs  we,*  ex*o*ed  I” SK  *e”“n”ra”
m**im”m  serum  “““ride  E”“ce”“*ri”“* of 11.0.
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Contains sevoflurane 250 mL

IMPORTANT: Read accompanying
product information for directions
pertaining to use of SevoFlorm
(sevoflurane).

LO-W-8!%  ‘ON )s!l

List No. 5458-04-01

IIIIIIIImm
SevoFlo'"

Nonflammable,
Nonexplosive Inhalation
Anesthetic

Store at room temperature 15’ to 30”
(59” to 86°F).

Caution: Operating rooms and animal
recovery areas should be provided
with adequate ventilation to prevent
the accumulation of anesthetic
vapors.

NADA  141-103, Approved by FDA

250 mL
For Use in Dogs

.

Caution: Federal law restricts this drug
to use by or on the order of a licensed. .

------v6tsm3a~fan7- - -

SevoFloTH  is a trademark of Abbott
laboratories.

‘j Manufactured bv:
Abbott Laboratories
North Chicago, IL 60064, USA

Under license from
Maruishi Pharmaceutical Co., LTD
Z-3-5, Fushimi-Machi, Chuo-Ku,
Osaka, Japan
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Printed in USA
.
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