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Precedex™ (dexmedetomidine hydrochloride) in 0.9% Sodium Chloride Injection
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
PRECEDEX safely and effectively. See full prescribing information for
PRECEDEX.

Precedex™ (dexmedetomidine hydrochloride) Injection
For intravenous use.

Precedex™ (dexmedetomidine hydrochloride) in 0.9% Sodium Chloride
Injection

Initial U.S. Approval: 1999

----—-—--eeereereer——- INDICATIONS AND USAGE -------——m -
Precedex is a relatively selective alpha,-adrenergic agonist indicated for:
. Sedation of initially intubated and mechanically ventilated patients

during treatment in an intensive care setting. Administer Precedex by
continuous infusion not to exceed 24 hours. (1.1)

. Sedation of non-intubated patients prior to and/or during surgical and
other procedures. (1.2)

-~ DOSAGE AND ADMINISTRATION -------m-memmmmee
. Individualize and titrate Precedex dosing to desired clinical effect. (2.1)
. Administer Precedex using a controlled infusion device. (2.1)

. Dilute the 200 meg/2 mL (100 mcg/mL) vial contents in 0.9% sodium
chloride solution to achieve required concentration (4 mcg/mL) prior to
administration. (2.4)

. The 80 meg/20 mL single-use vial, and 200 mcg/50mL and
400 mcg/100 mL single-use bottles, do not require further dilution prior
to administration. (2.4)

For Adult Intensive Care Unit Sedation: Generally initiate at one mcg/kg

over 10 minutes, followed by a maintenance infusion of 0.2 to

0.7 mcg/kg/hour. (2.2)

For Adult Procedural Sedation: Generally initiate at one mcg/kg over 10

minutes, followed by a maintenance infusion initiated at 0.6 mcg/kg/hour and

titrated to achieve desired clinical effect with doses ranging from 0.2 to

1 mcg/kg/hour. (2.2)

Alternative Doses: Recommended for patients over 65 years of age and

awake fiberoptic intubation patients. (2.2)

e~ DOSAGE FORMS AND STRENGTHS —---eemmmmeeemmeeemev
Precedex Injection, 200 mcg/2 mL (100 mcg/mL) in a glass vial. To be used
after dilution. (3)

Precedex in 0.9% Sodium Chloride Injection 80 mcg/20 mL (4 mcg/mL) in a
20 mL glass vial. Ready to use. (3)

Precedex in 0.9% Sodium Chloride Injection 200 mcg/50 mL (4 mcg/mL) in a
50 mL glass bottle. Ready to use. (3)

Precedex in 0.9% Sodium Chloride Injection 400 mcg/100 mL (4 meg/mL) in
a 100 mL glass bottle. Ready to use. (3)

CONTRAINDICATIONS

None. (4)

-=mmmmmmmmemmmme——-- WARNINGS AND PRECAUTIONS ----------memmmemmemeem

. Monitoring: Continuously monitor patients while receiving
Precedex. (5.1)

. Bradycardia and Sinus Arrest: Have occurred in young healthy
volunteers with high vagal tone or with different routes of
administration, e.g., rapid intravenous or bolus administration. (5.2)

. Hypotension and Bradycardia: May necessitate medical intervention.
May be more pronounced in patients with hypovolemia, diabetes mellitus,
or chronic hypertension, and in the elderly. Use with caution in patients
with advanced heart block or severe ventricular dysfunction. (5.2)

. Co-administration with Other Vasodilators or Negative Chronotropic
Agents: Use with caution due to additive pharmacodynamic effects. (5.2)

. Transient Hypertension: Observed primarily during the loading dose.
Consider reduction in loading infusion rate. (5.3)
. Arousability: Patients can become aroused/alert with stimulation; this

alone should not be considered as lack of efficacy. (5.4)

. Prolonged exposure to dexmedetomidine beyond 24 hours may be
associated with tolerance and tachyphylaxis and a dose-related increase
in adverse events. (5.6)

ADVERSE REACTIONS

. The most common adverse reactions (incidence greater than 2%) are
hypotension, bradycardia, and dry mouth. (6.1)

. Adverse reactions associated with infusions greater than 24 hours in
duration include ARDS, respiratory failure, and agitation. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Hospira, Inc.
at 1-800-441-4100, or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS
Anesthetics, Sedatives, Hypnotics, Opioids: Enhancement of
pharmacodynamic effects. Reduction in dosage of Precedex or the
concomitant medication may be required. (7.1)

----------------------- USE IN SPECIFIC POPULATIONS ------------memmemeem
. Geriatric Patients: Dose reduction should be considered. (2.2, 2.3,

5.1,8.5)

. Hepatic Impairment: Dose reduction should be considered. (2.1, 2.2, 2.3,
5.7,8.6)

. Pregnancy: Based on animal data, may cause fetal harm. (8.1)

. Nursing Mothers: Caution should be exercised when administered to a

nursing woman. (8.3)
See 17 for PATIENT COUNSELING INFORMATION.
Revised: 4/2016
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FULL PRESCRIBING INFORMATION
1 INDICATIONS AND USAGE
1.1 Intensive Care Unit Sedation

Precedex™ is indicated for sedation of initially intubated and mechanically ventilated patients during
treatment in an intensive care setting. Precedex should be administered by continuous infusion not to
exceed 24 hours.

Precedex has been continuously infused in mechanically ventilated patients prior to extubation, during
extubation, and post-extubation. It is not necessary to discontinue Precedex prior to extubation.

1.2 Procedural Sedation

Precedex is indicated for sedation of non-intubated patients prior to and/or during surgical and other
procedures.

2 DOSAGE AND ADMINISTRATION
2.1  Dosing Guidelines

* Precedex dosing should be individualized and titrated to desired clinical response.
* Precedex is not indicated for infusions lasting longer than 24 hours.
* Precedex should be administered using a controlled infusion device.
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2.2 Dosage Information

Table 1: Dosage Information

INDICATION DOSAGE AND ADMINISTRATION
Initiation of Intensive Care | For adult patients: a loading infusion of one mcg/kg over 10 minutes.
Unit Sedation For adult patients being converted from alternate sedative therapy: a loading

dose may not be required [see Dosage and Administration (2.2)].

For patients over 65 years of age: a dose reduction should be considered [see Use
in Specific Populations (8.5)].

For adult patients with impaired hepatic-function: a dose reduction should be
considered [see Use in Specific Populations (8.6), Clinical Pharmacology (12.3)].

Maintenance of Intensive For adult patients: a maintenance infusion of 0.2 to 0.7 mcg/kg/hour. The rate of
Care Unit Sedation the maintenance infusion should be adjusted to achieve the desired level of
sedation.

For patients over 65 years of age: a dose reduction should be considered [see Use
in Specific Populations (8.5)].

For adult patients with impaired hepatic function: a dose reduction should be
considered [see Use in Specific Populations (8.6), Clinical Pharmacology (12.3)]

Initiation of Procedural For adult patients: a loading infusion of one mcg/kg over 10 minutes. For less
Sedation invasive procedures such as ophthalmic surgery, a loading infusion of 0.5 mcg/kg
given over 10 minutes may be suitable.

For awake fiberoptic intubation in adult patients: a loading infusion of

one mcg/kg over 10 minutes.

For patients over 65 years of age: a loading infusion of 0.5 mcg/kg over

10 minutes [see Use in Specific Populations (8.5)].

For adult patients with impaired hepatic function: a dose reduction should be
considered [see Use in Specific Populations (8.6), Clinical Pharmacology (12.3)].

Maintenance of Procedural | For adult patients: the maintenance infusion is generally initiated at

Sedation 0.6 mcg/kg/hour and titrated to achieve desired clinical effect with doses ranging
from 0.2 to 1 mcg/kg/hour. The rate of the maintenance infusion should be
adjusted to achieve the targeted level of sedation.

For awake fiberoptic intubation in adult patients: a maintenance infusion of
0.7 mcg/kg/hour is recommended until the endotracheal tube is secured.

For patients over 65 years of age: a dose reduction should be considered [see Use
in Specific Populations (8.5)].

For adult patients with impaired hepatic function: a dose reduction should be
considered [see Use in Specific Populations (8.6), Clinical Pharmacology (12.3)].

23 Dosage Adjustment

Due to possible pharmacodynamic interactions, a reduction in dosage of Precedex or other concomitant
anesthetics, sedatives, hypnotics or opioids may be required when co-administered [see Drug
Interactions (7.1)].

Dosage reductions may need to be considered for adult patients with hepatic impairment, and geriatric
patients [see Warnings and Precautions (5.7), Use in Specific Populations (8.6), Clinical
Pharmacology (12.3)].

2.4  Preparation of Solution
Strict aseptic technique must always be maintained during handling of Precedex.

Parenteral drug products should be inspected visually for particulate matter and discoloration prior to
administration, whenever solution and container permit.
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Precedex Injection, 200 mcg/2 mL (100 mcg/mL)

Precedex must be diluted with 0.9% sodium chloride injection to achieve required concentration
(4 mcg/mL) prior to administration. Preparation of solutions is the same, whether for the loading dose or
maintenance infusion.

To prepare the infusion, withdraw 2 mL of Precedex Injection, and add to 48 mL of 0.9% sodium chloride
injection to a total of 50 mL. Shake gently to mix well.

Precedex in 0.9% Sodium Chloride Injection, 80 meg/20 mL (4 mcg/mL), 200 mcg/50 mL
(4 meg/mL) and 400 mcg/100 mL (4 mcg/mL)

Precedex in 0.9% Sodium Chloride Injection is supplied in glass containers containing a premixed, ready
to use dexmedetomidine hydrochloride solution in 0.9% sodium chloride in water. No further dilution of
these preparations are necessary.

2.5 Administration with Other Fluids

Precedex infusion should not be co-administered through the same intravenous catheter with blood or
plasma because physical compatibility has not been established.

Precedex has been shown to be incompatible when administered with the following drugs:
amphotericin B, diazepam.

Precedex has been shown to be compatible when administered with the following intravenous fluids:

* 0.9% sodium chloride in water

* 5% dextrose in water

*  20% mannitol

» Lactated Ringer’s solution

* 100 mg/mL magnesium sulfate solution
* 0.3% potassium chloride solution

2.6 Compatibility with Natural Rubber

Compeatibility studies have demonstrated the potential for absorption of Precedex to some types of natural
rubber. Although Precedex is dosed to effect, it is advisable to use administration components made with
synthetic or coated natural rubber gaskets.

3 DOSAGE FORMS AND STRENGTHS
Precedex Injection

Precedex Injection, 200 mcg/2 mL dexmedetomidine (100 mcg/mL) in a glass vial. To be used after
dilution.

Precedex in 0.9% Sodium Chloride Injection

Precedex Injection, 80 mcg dexmedetomidine/20 mL (4 mcg/mL) dexmedetomidine in a 20 mL glass
vial. Ready to use.

Precedex Injection, 200 mcg dexmedetomidine/50 mL (4 mcg/mL) dexmedetomidine in a 50 mL glass
bottle. Ready to use.

Precedex Injection, 400 mcg dexmedetomidine/100 mL (4 mcg/mL) dexmedetomidine in a 100 mL glass
bottle. Ready to use.
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4 CONTRAINDICATIONS

None

5 WARNINGS AND PRECAUTIONS
5.1 Drug Administration

Precedex should be administered only by persons skilled in the management of patients in the intensive
care or operating room setting. Due to the known pharmacological effects of Precedex, patients should be
continuously monitored while receiving Precedex.

5.2 Hypotension, Bradycardia, and Sinus Arrest

Clinically significant episodes of bradycardia and sinus arrest have been reported with Precedex
administration in young, healthy adult volunteers with high vagal tone or with different routes of
administration including rapid intravenous or bolus administration.

Reports of hypotension and bradycardia have been associated with Precedex infusion. Some of these
cases have resulted in fatalities. If medical intervention is required, treatment may include decreasing or
stopping the infusion of Precedex, increasing the rate of intravenous fluid administration, elevation of the
lower extremities, and use of pressor agents. Because Precedex has the potential to augment bradycardia
induced by vagal stimuli, clinicians should be prepared to intervene. The intravenous administration of
anticholinergic agents (e.g., glycopyrrolate, atropine) should be considered to modify vagal tone. In
clinical trials, glycopyrrolate or atropine were effective in the treatment of most episodes of Precedex-
induced bradycardia. However, in some patients with significant cardiovascular dysfunction, more
advanced resuscitative measures were required.

Caution should be exercised when administering Precedex to patients with advanced heart block and/or
severe ventricular dysfunction. Because Precedex decreases sympathetic nervous system activity,
hypotension and/or bradycardia may be expected to be more pronounced in patients with hypovolemia,
diabetes mellitus, or chronic hypertension and in elderly patients.

In clinical trials where other vasodilators or negative chronotropic agents were co-administered with
Precedex an additive pharmacodynamic effect was not observed. Nonetheless, caution should be used
when such agents are administered concomitantly with Precedex.

53 Transient Hypertension

Transient hypertension has been observed primarily during the loading dose in association with the initial
peripheral vasoconstrictive effects of Precedex. Treatment of the transient hypertension has generally not
been necessary, although reduction of the loading infusion rate may be desirable.

5.4 Arousability

Some patients receiving Precedex have been observed to be arousable and alert when stimulated. This
alone should not be considered as evidence of lack of efficacy in the absence of other clinical signs and
symptoms.

5.5 Withdrawal
Intensive Care Unit Sedation

With administration up to 7 days, regardless of dose, 12 (5%) Precedex adult subjects experienced at least
1 event related to withdrawal within the first 24 hours after discontinuing study drug and 7 (3%) Precedex
adult subjects experienced at least 1 event 24 to 48 hours after end of study drug. The most common
events were nausea, vomiting, and agitation.
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In adult subjects, tachycardia and hypertension requiring intervention in the 48 hours following study
drug discontinuation occurred at frequencies of <5%. If tachycardia and/or hypertension occurs after
discontinuation of Precedex supportive therapy is indicated.

Procedural Sedation

In adult subjects, withdrawal symptoms were not seen after discontinuation of short term infusions of
Precedex (<6 hours).

5.6  Tolerance and Tachyphylaxis

Use of dexmedetomidine beyond 24 hours has been associated with tolerance and tachyphylaxis and a
dose-related increase in adverse reactions [see Adverse Reactions (6.1)].

5.7 Hepatic Impairment

Since Precedex clearance decreases with severity of hepatic impairment, dose reduction should be
considered in patients with impaired hepatic function [see Dosage and Administration (2.2)].

6 ADVERSE REACTIONS
6.1 Clinical Studies Experience

Because clinical trials are conducted under widely varying conditions, adverse reactions rates observed in
the clinical trials of a drug cannot be directly compared to rates in clinical trials of another drug and may
not reflect the rates observed in practice.

Use of Precedex has been associated with the following serious adverse reactions:

* Hypotension, bradycardia and sinus arrest [see Warnings and Precautions (5.2)]
» Transient hypertension [see Warnings and Precautions (5.3)]

Most common treatment-emergent adverse reactions, occurring in greater than 2% of patients in both
Intensive Care Unit and procedural sedation studies include hypotension, bradycardia and dry mouth.

Intensive Care Unit Sedation

Adverse reaction information is derived from the continuous infusion trials of Precedex for sedation in the
Intensive Care Unit setting in which 1007 adult patients received Precedex. The mean total dose was

7.4 mcg/kg (range: 0.8 to 84.1), mean dose per hour was 0.5 mcg/kg/hr (range: 0.1 to 6.0) and the mean
duration of infusion of 15.9 hours (range: 0.2 to 157.2). The population was between 17 to 88 years of
age, 43% >65 years of age, 77% male and 93% Caucasian. Treatment-emergent adverse reactions
occurring at an incidence of >2% are provided in Table 2. The most frequent adverse reactions were
hypotension, bradycardia and dry mouth [see Warnings and Precautions (5.2)].
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Table 2: Adverse Reactions with an Incidence >2%-Adult Intensive Care Unit Sedation Population

<24 hours*
Randomized
All Precedex Precedex Placebo Propofol
(N =1007) (N =798) (N=400) | (N=188)

Adverse Event (%) (%) (%) (%)
Hypotension 25% 24% 12% 13%
Hypertension 12% 13% 19% 4%
Nausea 9% 9% 9% 11%
Bradycardia 5% 5% 3% 0
Atrial Fibrillation 4% 5% 3% 7%
Pyrexia 4% 4% 4% 4%
Dry Mouth 4% 3% 1% 1%
Vomiting 3% 3% 5% 3%
Hypovolemia 3% 3% 2% 5%
Atelectasis 3% 3% 3% 6%
Pleural Effusion 2% 2% 1% 6%
Agitation 2% 2% 3% 1%
Tachycardia 2% 2% 4% 1%
Anemia 2% 2% 2% 2%
Hyperthermia 2% 2% 3% 0
Chills 2% 2% 3% 2%
Hyperglycemia 2% 2% 2% 3%
Hypoxia 2% 2% 2% 3%
Post-procedural Hemorrhage 2% 2% 3% 4%
Pulmonary Edema 1% 1% 1% 3%
Hypocalcemia 1% 1% 0 2%
Acidosis 1% 1% 1% 2%
Urine Output Decreased 1% 1% 0 2%
Sinus Tachycardia 1% 1% 1% 2%
Ventricular Tachycardia <1% 1% 1% 5%
Wheezing <1% 1% 0 2%
Edema Peripheral <1% 0 1% 2%
* 26 subjects in the all Precedex group and 10 subjects in the randomized Precedex group had exposure for greater than 24

hours.

Adverse reaction information was also derived from the placebo-controlled, continuous infusion trials of
Precedex for sedation in the surgical intensive care unit setting in which 387 adult patients received
Precedex for less than 24 hours. The most frequently observed treatment-emergent adverse events
included hypotension, hypertension, nausea, bradycardia, fever, vomiting, hypoxia, tachycardia and
anemia (see Table 3).
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Table 3: Treatment-Emergent Adverse Events Occurring in >1% Of All Dexmedetomidine-Treated
Adult Patients in the Randomized Placebo-Controlled Continuous Infusion <24 Hours ICU

Sedation Studies

Randomized Dexmedetomidine Placebo

Adverse Event (N =387) (N=379)
Hypotension 28% 13%
Hypertension 16% 18%
Nausea 11% 9%
Bradycardia 7% 3%
Fever 5% 4%
Vomiting 4% 6%
Atrial Fibrillation 4% 3%
Hypoxia 4% 4%
Tachycardia 3% 5%
Hemorrhage 3% 4%
Anemia 3% 2%
Dry Mouth 3% 1%
Rigors 2% 3%
Agitation 2% 3%
Hyperpyrexia 2% 3%
Pain 2% 2%
Hyperglycemia 2% 2%
Acidosis 2% 2%
Pleural Effusion 2% 1%
Oliguria 2% <1%
Thirst 2% <1%

In a controlled clinical trial, Precedex was compared to midazolam for ICU sedation exceeding 24 hours
duration in adult patients. Key treatment emergent adverse events occurring in dexmedetomidine or
midazolam treated patients in the randomized active comparator continuous infusion long-term intensive
care unit sedation study are provided in Table 4. The number (%) of subjects who had a dose-related
increase in treatment-emergent adverse events by maintenance adjusted dose rate range in the Precedex

group is provided in Table 5.
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Table 4: Key Treatment-Emergent Adverse Events Occurring in Dexmedetomidine- or
Midazolam-Treated Adult Patients in the Randomized Active Comparator Continuous Infusion

Long-Term Intensive Care Unit Sedation Study

Dexmedetomidine Midazolam

Adverse Event (N =244) (IN=122)
Hypotension' 56% 56%
Hypotension Requiring Intervention 28% 27%
Bradycardia® 42% 19%
Bradycardia Requiring Intervention 5% 1%
Systolic Hypertension® 28% 42%
Tachycardia® 25% 44%
Tachycardia Requiring Intervention 10% 10%
Diastolic Hypertension 12% 15%
Hypertension 11% 15%
Hypertension Requiring Intervention’ 19% 30%
Hypokalemia 9% 13%
Pyrexia 7% 2%
Agitation 7% 6%
Hyperglycemia 7% 2%
Constipation 6% 6%
Hypoglycemia 5% 6%
Respiratory Failure 5% 3%
Renal Failure Acute 2% 1%
Acute Respiratory Distress Syndrome 2% 1%
Generalized Edema 2% 6%
Hypomagnesemia 1% 7%

T Includes any type of hypertension.

' Hypotension was defined in absolute terms as Systolic blood pressure of <80 mmHg or Diastolic blood pressure of

<50 mmHg or in relative terms as <30% lower than pre-study drug infusion value.

2 Bradycardia was defined in absolute terms as <40 bpm or in relative terms as <30% lower than pre-study drug infusion

value.

*  Hypertension was defined in absolute terms as Systolic blood pressure >180 mmHg or Diastolic blood pressure of

>100 mmHg or in relative terms as >30% higher than pre-study drug infusion value.

*  Tachycardia was defined in absolute terms as >120 bpm or in relative terms as >30% greater than pre-study drug infusion

value.

The following adverse events occurred between 2 and 5% for Precedex and Midazolam, respectively:
renal failure acute (2.5%, 0.8%), acute respiratory distress syndrome (2.5%, 0.8%), and respiratory failure

(4.5%, 3.3%).
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Table 5. Number (%) of Adult Subjects Who Had a Dose-Related Increase in Treatment Emergent
Adverse Events by Maintenance Adjusted Dose Rate Range in the Precedex Group

Precedex mcg/kg/hr

<0.7* >(0.7 to <1.1* >1.1%
Adverse Event (N=95) IN=178) IN=T71)
Constipation 6% 5% 14%
Agitation 5% 8% 14%
Anxiety 5% 5% 9%
Edema Peripheral 3% 5% 7%
Atrial Fibrillation 2% 4% 9%
Respiratory Failure 2% 6% 10%
Acute Respiratory Distress Syndrome 1% 3% 9%

*  Average maintenance dose over the entire study drug administration

Procedural Sedation

Adverse reaction information is derived from the two trials for procedural sedation [see Clinical Studies
(14.2)] in which 318 adult patients received Precedex. The mean total dose was 1.6 mcg/kg (range:

0.5 to 6.7), mean dose per hour was 1.3 mcg/kg/hr (range: 0.3 to 6.1) and the mean duration of infusion of
1.5 hours (range: 0.1 to 6.2). The population was between 18 to 93 years of age, ASA -1V, 30% >65
years of age, 52% male and 61% Caucasian.

Treatment-emergent adverse reactions occurring at an incidence of >2% are provided in Table 6. The
most frequent adverse reactions were hypotension, bradycardia, and dry mouth [see Warnings and
Precautions (5.2)]. Pre-specified criteria for the vital signs to be reported as adverse reactions are
footnoted below the table. The decrease in respiratory rate and hypoxia was similar between Precedex and
comparator groups in both studies.
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Table 6: Adverse Reactions With an Incidence > 2% —Procedural Sedation Population

Precedex Placebo

(N =318) N=113)
Adverse Event (%) (%)
Hypotension' 54% 30%
Respiratory Depression” 37% 32%
Bradycardia® 14% 4%
Hypertension® 13% 24%
Tachycardia’ 5% 17%
Nausea 3% 2%
Dry Mouth 3% 1%
Hypoxia® 2% 3%
Bradypnea 2% 4%
1

6

6.2

Hypotension was defined in absolute and relative terms as Systolic blood pressure of <80 mmHg or <30% lower than pre-
study drug infusion value, or Diastolic blood pressure of <50 mmHg.

Respiratory depression was defined in absolute and relative terms as respiratory rate (RR) <8 beats per minute or > 25%
decrease from baseline.

Bradycardia was defined in absolute and relative terms as <40 beats per minute or <30% lower than pre-study drug
infusion value.

Hypertension was defined in absolute and relative terms as Systolic blood pressure >180 mmHg or >30% higher than pre-
study drug infusion value or Diastolic blood pressure of >100 mmHg.

Tachycardia was defined in absolute and relative terms as >120 beats per minute or >30% greater than pre-study drug
infusion value.

Hypoxia was defined in absolute and relative terms as SpO, <90% or 10% decrease from baseline.

Postmarketing Experience

The following adverse reactions have been identified during post approval use of Precedex. Because these
reactions are reported voluntarily from a population of uncertain size, it is not always possible to reliably
estimate their frequency or establish a causal relationship to drug exposure.

Hypotension and bradycardia were the most common adverse reactions associated with the use of
Precedex during post approval use of the drug.

wEN-4272v03

Page 11 of 23



Table 7: Adverse Reactions Experienced During Post-approval Use of Precedex

System Organ Class

Preferred Term

Blood and Lymphatic System
Disorders

Anemia

Cardiac Disorders

Arrhythmia, atrial fibrillation, atrioventricular block, bradycardia,
cardiac arrest, cardiac disorder, extrasystoles, myocardial
infarction, supraventricular tachycardia, tachycardia, ventricular
arrhythmia, ventricular tachycardia

Eye Disorders

Photopsia, visual impairment

Gastrointestinal Disorders

Abdominal pain, diarrhea, nausea, vomiting

General Disorders and
Administration Site Conditions

Chills, hyperpyrexia, pain, pyrexia, thirst

Hepatobiliary Disorders

Hepatic function abnormal, hyperbilirubinemia

Investigations

Alanine aminotransferase increased, aspartate aminotransferase
increased, blood alkaline phosphatase increased, blood urea
increased, electrocardiogram T wave inversion,
gammaglutamyltransferase increased, electrocardiogram QT
prolonged

Metabolism and Nutrition Disorders

Acidosis, hyperkalemia, hypoglycemia, hypovolemia,
hypernatremia

Nervous System Disorders

Convulsion, dizziness, headache, neuralgia, neuritis, speech
disorder

Psychiatric Disorders

Agitation, confusional state, delirium, hallucination, illusion

Renal and Urinary Disorders

Oliguria, polyuria

Respiratory, Thoracic and
Mediastinal Disorders

Apnea, bronchospasm, dyspnea, hypercapnia, hypoventilation,
hypoxia, pulmonary congestion, respiratory acidosis

Skin and Subcutaneous Tissue
Disorders

Hyperhidrosis, pruritus, rash, urticaria

Surgical and Medical Procedures

Light anesthesia

Vascular Disorders

Blood pressure fluctuation, hemorrhage, hypertension,
hypotension

7 DRUG INTERACTIONS

7.1 Anesthetics, Sedatives, Hypnotics, Opioids

Co-administration of Precedex with anesthetics, sedatives, hypnotics, and opioids is likely to lead to an
enhancement of effects. Specific studies have confirmed these effects with sevoflurane, isoflurane,
propofol, alfentanil, and midazolam. No pharmacokinetic interactions between Precedex and isoflurane,
propofol, alfentanil and midazolam have been demonstrated. However, due to possible pharmacodynamic
interactions, when co-administered with Precedex, a reduction in dosage of Precedex or the concomitant
anesthetic, sedative, hypnotic or opioid may be required.
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7.2 Neuromuscular Blockers

In one study of 10 healthy adult volunteers, administration of Precedex for 45 minutes at a plasma
concentration of one ng/mL resulted in no clinically meaningful increases in the magnitude of
neuromuscular blockade associated with rocuronium administration.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
Pregnancy Category C

There are no adequate and well-controlled studies of Precedex use in pregnant women. In an in vitro
human placenta study, placental transfer of dexmedetomidine occurred. In a study in the pregnant rat,
placental transfer of dexmedetomidine was observed when radiolabeled dexmedetomidine was
administered subcutaneously. Thus, fetal exposure should be expected in humans, and Precedex should be
used during pregnancy only if the potential benefits justify the potential risk to the fetus.

Teratogenic effects were not observed in rats following subcutaneous administration of dexmedetomidine
during the period of fetal organogenesis (from gestation day 5 to 16) with doses up to 200 mcg/kg
(representing a dose approximately equal to the maximum recommended human intravenous dose based
on body surface area) or in rabbits following intravenous administration of dexmedetomidine during the
period of fetal organogenesis (from gestation day 6 to 18) with doses up to 96 mcg/kg (representing
approximately half the human exposure at the maximum recommended dose based on plasma area under
the time-curve comparison). However, fetal toxicity, as evidenced by increased post-implantation losses
and reduced live pups, was observed in rats at a subcutaneous dose of 200 mcg/kg. The no-effect dose in
rats was 20 mcg/kg (representing a dose less than the maximum recommended human intravenous dose
based on a body surface area comparison). In another reproductive toxicity study when dexmedetomidine
was administered subcutaneously to pregnant rats at 8 and 32 mcg/kg (representing a dose less than the
maximum recommended human intravenous dose based on a body surface area comparison) from
gestation day 16 through weaning, lower offspring weights were observed. Additionally, when offspring
of the 32 mcg/kg group were allowed to mate, elevated fetal and embryocidal toxicity and delayed motor
development was observed in second generation offspring.

8.2 Labor and Delivery
The safety of Precedex during labor and delivery has not been studied.
8.3 Nursing Mothers

It is not known whether Precedex is excreted in human milk. Radio-labeled dexmedetomidine
administered subcutaneously to lactating female rats was excreted in milk. Because many drugs are
excreted in human milk, caution should be exercised when Precedex is administered to a nursing woman.

8.4 Pediatric Use

Safety and efficacy have not been established for Procedural or ICU Sedation in pediatric patients. One
assessor-blinded trial in pediatric patients and two open label studies in neonates were conducted to assess
efficacy for ICU sedation. These studies did not meet their primary efficacy endpoints and the safety data
submitted were insufficient to fully characterize the safety profile of Precedex for this patient population.
The use of Precedex for procedural sedation in pediatric patients has not been evaluated.
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8.5 Geriatric Use
Intensive Care Unit Sedation

A total of 729 patients in the clinical studies were 65 years of age and over. A total of 200 patients were
75 years of age and over. In patients greater than 65 years of age, a higher incidence of bradycardia and
hypotension was observed following administration of Precedex [see Warnings and Precautions (5.2)].
Therefore a dose reduction may be considered in patients over 65 years of age [see Dosage and
Administration (2.2) and Clinical Pharmacology (12.3)].

Procedural Sedation

A total of 131 patients in the clinical studies were 65 years of age and over. A total of 47 patients were
75 years of age and over. Hypotension occurred in a higher incidence in Precedex-treated patients

65 years or older (72%) and 75 years or older (74%) as compared to patients <65 years (47%). A reduced
loading dose of 0.5 mcg/kg given over 10 minutes is recommended and a reduction in the maintenance
infusion should be considered for patients greater than 65 years of age.

8.6 Hepatic Impairment

Since Precedex clearance decreases with increasing severity of hepatic impairment, dose reduction should
be considered in patients with impaired hepatic function [see Dosage and Administration (2.2) and
Clinical Pharmacology (12.3)].

9 DRUG ABUSE AND DEPENDENCE

9.1 Controlled Substance

Precedex (dexmedetomidine hydrochloride) is not a controlled substance.
9.3  Dependence

The dependence potential of Precedex has not been studied in humans. However, since studies in rodents
and primates have demonstrated that Precedex exhibits pharmacologic actions similar to those of
clonidine, it is possible that Precedex may produce a clonidine-like withdrawal syndrome upon abrupt
discontinuation [see Warnings and Precautions (5.5)].

10 OVERDOSAGE

The tolerability of Precedex was studied in one study in which healthy adult subjects were administered
doses at and above the recommended dose of 0.2 to 0.7 mcg/kg/hr. The maximum blood concentration
achieved in this study was approximately 13 times the upper boundary of the therapeutic range. The most
notable effects observed in two subjects who achieved the highest doses were first degree atrioventricular
block and second degree heart block. No hemodynamic compromise was noted with the atrioventricular
block and the heart block resolved spontaneously within one minute.

Five adult patients received an overdose of Precedex in the intensive care unit sedation studies. Two of
these patients had no symptoms reported; one patient received a 2 mcg/kg loading dose over 10 minutes
(twice the recommended loading dose) and one patient received a maintenance infusion of 0.8 mcg/kg/hr.
Two other patients who received a 2 mcg/kg loading dose over 10 minutes, experienced bradycardia
and/or hypotension. One patient who received a loading bolus dose of undiluted Precedex (19.4 mcg/kg),
had cardiac arrest from which he was successfully resuscitated.

11 DESCRIPTION

Precedex (dexmedetomidine hydrochloride) injection is a sterile, nonpyrogenic solution suitable for
intravenous infusion following dilution. Precedex (dexmedetomidine hydrochloride) in 0.9% Sodium
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Chloride Injection is a sterile, nonpyrogenic ready to use solution suitable for intravenous infusion.
Dexmedetomidine hydrochloride is the S-enantiomer of medetomidine and is chemically described as
(+)-4-(S)-[142,3-dimethylphenyl)ethyl]-1H-imidazole monohydrochloride. Precedex has a molecular
weight of 236.7 and the empirical formula is C;3H 6N, * HCI and the structural formula is:

CH3 CH3

CH,

* HCI

Dexmedetomidine hydrochloride is a white or almost white powder that is freely soluble in water and has
a pKa of 7.1. Its partition coefficient in-octanol: water at pH 7.4 is 2.89.

Precedex Injection is supplied as a clear, colorless, isotonic solution with a pH of 4.5 to 7.0. Each mL
contains 118 mcg of dexmedetomidine hydrochloride equivalent to 100 mcg (0.1 mg) of
dexmedetomidine and 9 mg of sodium chloride in water and is to be used after dilution. The solution is
preservative-free and contains no additives or chemical stabilizers.

Precedex in 0.9% Sodium Chloride Injection is supplied as a clear, colorless, isotonic solution with a pH
of 4.5 to 8.0. Each mL contains 4.72 mcg of dexmedetomidine hydrochloride equivalent to 4 mcg

(0.004 mg) of dexmedetomidine and 9 mg sodium chloride in water and is ready to be used. The solution
is preservative-free and contains no additives or chemical stabilizers.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Precedex is a relatively selective alpha,-adrenergic agonist with sedative properties. Alpha, selectivity is
observed in animals following slow intravenous infusion of low and medium doses (10-300 mcg/kg).
Both alpha; and alpha, activity is observed following slow intravenous infusion of high doses

(>1000 mcg/kg) or with rapid intravenous administration.

12.2 Pharmacodynamics

In a study in healthy volunteers (N = 10), respiratory rate and oxygen saturation remained within normal
limits and there was no evidence of respiratory depression when Precedex was administered by
intravenous infusion at doses within the recommended dose range (0.2—0.7 mcg/kg/hr).

12.3 PharmacoKkinetics

Following intravenous administration, dexmedetomidine exhibits the following pharmacokinetic
parameters: a rapid distribution phase with a distribution half-life (t;2) of approximately 6 minutes; a
terminal elimination half-life (t;,) of approximately 2 hours; and steady-state volume of distribution (V)
of approximately 118 liters. Clearance is estimated to be approximately 39 L/h. The mean body weight
associated with this clearance estimate was 72 kg.

Dexmedetomidine exhibits linear pharmacokinetics in the dosage range of 0.2 to 0.7 mcg/kg/hr when
administered by intravenous infusion for up to 24 hours. Table 8 shows the main pharmacokinetic
parameters when Precedex was infused (after appropriate loading doses) at maintenance infusion rates of
0.17 mcg/kg/hr (target plasma concentration of 0.3 ng/mL) for 12 and 24 hours, 0.33 mcg/kg/hr (target
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plasma concentration of 0.6 ng/mL) for 24 hours, and 0.70 mcg/kg/hr (target plasma concentration of
1.25 ng/mL) for 24 hours.

Table 8: Mean = SD Pharmacokinetic Parameters

Loading Infusion (min)/Total Infusion Duration (hrs)
10 min/12 hrs 10 min/24 hrs | 10 min/24 hrs | 35 min/24 hrs
Dexmedetomidine Target Plasma Concentration (ng/mL) and Dose
(mcg/kg/hr)
Parameter 0.3/0.17 0.3/0.17 0.6/0.33 1.25/0.70
t12*, hour 1.78 +£0.30 2.22+£0.59 2.23+£0.21 2.50+£0.61
CL, liter/hour 46.3+8.3 43.1£6.5 353+6.8 36.5+7.5
Vi, liter 88.7+22.9 102.4 £20.3 93.6+17.0 99.6 +17.8
Avg Cs', ng/mL 0.27+0.05 0.27 £0.05 0.67+£0.10 1.37+0.20

*  Presented as harmonic mean and pseudo standard deviation.

# Mean C, = Average steady-state concentration of Dexmedetomidine. The mean Cy, was calculated based on post-dose
sampling from 2.5 to 9 hours samples for 12 hour infusion and post-dose sampling from 2.5 to 18 hours for 24 hour
infusions.

The loading doses for each of the above indicated groups were 0.5, 0.5, 1 and 2.2 mcg/kg, respectively.

Dexmedetomidine pharmacokinetic parameters after Precedex maintenance doses of 0.2 to 1.4 mcg/kg/hr
for >24 hours were similar to the PK parameters after Precedex maintenance dosing for < 24 hours in
other studies. The values for clearance (CL), volume of distribution (V), and t;, were 39.4 L/hr, 152 L,
and 2.67 hours, respectively.

Distribution

The steady-state volume of distribution (V) of dexmedetomidine was approximately 118 liters.
Dexmedetomidine protein binding was assessed in the plasma of normal healthy male and female
subjects. The average protein binding was 94% and was constant across the different plasma
concentrations tested. Protein binding was similar in males and females. The fraction of Precedex that was
bound to plasma proteins was significantly decreased in subjects with hepatic impairment compared to
healthy subjects.

The potential for protein binding displacement of dexmedetomidine by fentanyl, ketorolac, theophylline,
digoxin and lidocaine was explored in vitro, and negligible changes in the plasma protein binding of
Precedex were observed. The potential for protein binding displacement of phenytoin, warfarin,
ibuprofen, propranolol, theophylline and digoxin by Precedex was explored in vitro and none of these
compounds appeared to be significantly displaced by Precedex.

Metabolism

Dexmedetomidine undergoes almost complete biotransformation with very little unchanged
dexmedetomidine excreted in urine and feces. Biotransformation involves both direct glucuronidation as
well as cytochrome P450 mediated metabolism. The major metabolic pathways of dexmedetomidine are:
direct N-glucuronidation to inactive metabolites; aliphatic hydroxylation (mediated primarily by CYP2A6
with a minor role of CYP1A2, CYP2EIL, CYP2D6 and CYP2C19) of dexmedetomidine to generate
3-hydroxy-dexmedetomidine, the glucuronide of 3-hydroxy-dexmedetomidine, and
3-carboxy-dexmedetomidine; and N-methylation of dexmedetomidine to generate 3-hydroxy
N-methyl-dexmedetomidine, 3-carboxy N-methyl-dexmedetomidine, and dexmedetomidine-N-methyl
O-glucuronide.
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Elimination

The terminal elimination half-life (t;;) of dexmedetomidine is approximately 2 hours and clearance is
estimated to be approximately 39 L/h. A mass balance study demonstrated that after nine days an average
of 95% of the radioactivity, following intravenous administration of radiolabeled dexmedetomidine, was
recovered in the urine and 4% in the feces. No unchanged dexmedetomidine was detected in the urine.
Approximately 85% of the radioactivity recovered in the urine was excreted within 24 hours after the
infusion. Fractionation of the radioactivity excreted in urine demonstrated that products of
N-glucuronidation accounted for approximately 34% of the cumulative urinary excretion. In addition,
aliphatic hydroxylation of parent drug to form 3-hydroxy-dexmedetomidine, the glucuronide of
3-hydroxy-dexmedetomidine, and 3-carboxylic acid-dexmedetomidine together represented
approximately 14% of the dose in urine. N-methylation of dexmedetomidine to form 3-hydroxy N-methyl
dexmedetomidine, 3-carboxy N-methyl dexmedetomidine, and N-methyl O-glucuronide
dexmedetomidine accounted for approximately 18% of the dose in urine. The N-Methyl metabolite itself
was a minor circulating component and was undetected in urine. Approximately 28% of the urinary
metabolites have not been identified.

Gender
There was no observed difference in Precedex pharmacokinetics due to gender.
Geriatrics

The pharmacokinetic profile of Precedex was not altered by age. There were no differences in the
pharmacokinetics of Precedex in young (18—40 years), middle age (41-65 years), and elderly (>65 years)
subjects.

Hepatic Impairment

In subjects with varying degrees of hepatic impairment (Child-Pugh Class A, B, or C), clearance values
for Precedex were lower than in healthy subjects. The mean clearance values for patients with mild,
moderate, and severe hepatic impairment were 74%, 64% and 53% of those observed in the normal
healthy subjects, respectively. Mean clearances for free drug were 59%, 51% and 32% of those observed
in the normal healthy subjects, respectively.

Although Precedex is dosed to effect, it may be necessary to consider dose reduction in subjects with
hepatic impairment [see Dosage and Administration (2.2), Warnings and Precautions (5.7)].

Renal Impairment

Dexmedetomidine pharmacokinetics (Cpax, Tmax, AUC, t1/2, CL, and V) were not significantly different
in patients with severe renal impairment (creatinine clearance: <30 mL/min) compared to healthy
subjects.

Drug Interactions

In vitro studies: In vitro studies in human liver microsomes demonstrated no evidence of cytochrome
P450 mediated drug interactions that are likely to be of clinical relevance.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
Animal carcinogenicity studies have not been performed with dexmedetomidine.

Dexmedetomidine was not mutagenic in vitro, in either the bacterial reverse mutation assay (E. coli and
Salmonella typhimurium) or the mammalian cell forward mutation assay (mouse lymphoma).
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Dexmedetomidine was clastogenic in the in vitro human lymphocyte chromosome aberration test with,
but not without, rat S9 metabolic activation. In contrast, dexmedetomidine was not clastogenic in the

in vitro human lymphocyte chromosome aberration test with or without human S9 metabolic activation.
Although dexmedetomidine was clastogenic in an in vivo mouse micronucleus test in NMRI mice, there
was no evidence of clastogenicity in CD-1 mice.

Fertility in male or female rats was not affected after daily subcutaneous injections of dexmedetomidine at
doses up to 54 meg/kg (less than the maximum recommended human intravenous dose on a meg/m?
basis) administered from 10 weeks prior to mating in males, and 3 weeks prior to mating and during
mating in females.

13.2 Animal Pharmacology and/or Toxicology

There were no differences in the adrenocorticotropic hormone (ACTH)-stimulated cortisol response in
dogs following a single dose of dexmedetomidine compared to saline control. However, after continuous
subcutaneous infusions of dexmedetomidine at 3 meg/kg/hr and 10 mcg/kg/hr for one week in dogs
(exposures estimated to be within the clinical range), the ACTH-stimulated cortisol response was
diminished by approximately 27% and 40%, respectively, compared to saline-treated control animals
indicating a dose-dependent adrenal suppression.

14 CLINICAL STUDIES

The safety and efficacy of Precedex has been evaluated in four randomized, double-blind, placebo-
controlled multicenter clinical trials in 1185 adult patients.

14.1 Intensive Care Unit Sedation

Two randomized, double-blind, parallel-group, placebo-controlled multicenter clinical trials included

754 adult patients being treated in a surgical intensive care unit. All patients were initially intubated and
received mechanical ventilation. These trials evaluated the sedative properties of Precedex by comparing
the amount of rescue medication (midazolam in one trial and propofol in the second) required to achieve a
specified level of sedation (using the standardized Ramsay Sedation Scale) between Precedex and placebo
from onset of treatment to extubation or to a total treatment duration of 24 hours. The Ramsay Level of
Sedation Scale is displayed in Table 9.

Table 9: Ramsay Level of Sedation Scale

Clinical Score | Level of Sedation Achieved
6 Asleep, no response
5 Asleep, sluggish response to light glabellar tap or loud auditory stimulus
4 Asleep, but with brisk response to light glabellar tap or loud auditory stimulus
3 Patient responds to commands
2 Patient cooperative, oriented, and tranquil
1 Patient anxious, agitated, or restless

In the first study, 175 adult patients were randomized to receive placebo and 178 to receive Precedex by
intravenous infusion at a dose of 0.4 mcg/kg/hr (with allowed adjustment between 0.2 and 0.7 mcg/kg/hr)
following an initial loading infusion of one mcg/kg intravenous over 10 minutes. The study drug infusion
rate was adjusted to maintain a Ramsay sedation score of >3. Patients were allowed to receive “rescue”
midazolam as needed to augment the study drug infusion. In addition, morphine sulfate was administered
for pain as needed. The primary outcome measure for this study was the total amount of rescue

wEN-4272v03 Page 18 of 23



medication (midazolam) needed to maintain sedation as specified while intubated. Patients randomized to
placebo received significantly more midazolam than patients randomized to Precedex (see Table 10).

A second prospective primary analysis assessed the sedative effects of Precedex by comparing the
percentage of patients who achieved a Ramsay sedation score of >3 during intubation without the use of
additional rescue medication. A significantly greater percentage of patients in the Precedex group
maintained a Ramsay sedation score of >3 without receiving any midazolam rescue compared to the
placebo group (see Table 10).

Table 10: Midazolam Use as Rescue Medication During Intubation (ITT)

Study One

Placebo Precedex
(N =175) (N=178) p-value
Mean Total Dose (mg) of Midazolam 19 mg 5 mg 0.0011*

Standard deviation 53 mg 19 mg
Categorized Midazolam Use

0 mg 43 (25%) 108 (61%) <0.001**

0—4 mg 34 (19%) 36 (20%)

>4 mg 98 (56%) 34 (19%)

ITT (intent-to-treat) population includes all randomized patients.
*  ANOVA model with treatment center.
**  Chi-square.

A prospective secondary analysis assessed the dose of morphine sulfate administered to patients in the
Precedex and placebo groups. On average, Precedex-treated patients received less morphine sulfate for
pain than placebo-treated patients (0.47 versus 0.83 mg/h). In addition, 44% (79 of 178 patients) of
Precedex patients received no morphine sulfate for pain versus 19% (33 of 175 patients) in the placebo
group.

In a second study, 198 adult patients were randomized to receive placebo and 203 to receive Precedex by
intravenous infusion at a dose of 0.4 mcg/kg/hr (with allowed adjustment between 0.2 and 0.7 mcg/kg/hr)
following an initial loading infusion of one mcg/kg intravenous over 10 minutes. The study drug infusion
was adjusted to maintain a Ramsay sedation score of >3. Patients were allowed to receive “rescue”
propofol as needed to augment the study drug infusion. In addition, morphine sulfate was administered as
needed for pain. The primary outcome measure for this study was the total amount of rescue medication
(propofol) needed to maintain sedation as specified while intubated.

Patients randomized to placebo received significantly more propofol than patients randomized to
Precedex (see Table 11).

A significantly greater percentage of patients in the Precedex group compared to the placebo group
maintained a Ramsay sedation score of >3 without receiving any propofol rescue (see Table 11).
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Table 11: Propofol Use as Rescue Medication During Intubation (ITT)

Study Two

Placebo Precedex
(N=198) (N=203) p-value
Mean Total Dose (mg) of Propofol 513 mg 72 mg <0.0001*

Standard deviation 782 mg 249 mg
Categorized Propofol Use

0 mg 47 (24%) 122 (60%) <0.001**

0-50 mg 30 (15%) 43 (21%)

>50 mg 121 (61%) 38 (19%)

*  ANOVA model with treatment center.
**  Chi-square

A prospective secondary analysis assessed the dose of morphine sulfate administered to patients in the
Precedex and placebo groups. On average, Precedex-treated patients received less morphine sulfate for
pain than placebo-treated patients (0.43 versus 0.89 mg/h). In addition, 41% (83 of 203 patients) of
Precedex patients received no morphine sulfate for pain versus 15% (30 of 198 patients) in the placebo
group.

In a controlled clinical trial, Precedex was compared to midazolam for ICU sedation exceeding 24 hours
duration. Precedex was not shown to be superior to midazolam for the primary efficacy endpoint, the
percent of time patients were adequately sedated (81% versus 81%). In addition, administration of
Precedex for longer than 24 hours was associated with tolerance, tachyphylaxis, and a dose-related
increase in adverse events [see Adverse Reactions (6.1)].

14.2 Procedural Sedation

The safety and efficacy of Precedex for sedation of non-intubated patients prior to and/or during surgical
and other procedures was evaluated in two randomized, double-blind, placebo-controlled multicenter
clinical trials. Study 1 evaluated the sedative properties of Precedex in patients having a variety of
elective surgeries/procedures performed under monitored anesthesia care. Study 2 evaluated Precedex in
patients undergoing awake fiberoptic intubation prior to a surgical or diagnostic procedure.

In Study 1, the sedative properties of Precedex were evaluated by comparing the percent of patients not
requiring rescue midazolam to achieve a specified level of sedation using the standardized Observer’s
Assessment of Alertness/Sedation Scale (see Table 12).
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Table 12: Observer’s Assessment of Alertness/Sedation

Assessment Categories

Facial Composite
Responsiveness Speech Expression Eyes Score
Responds readily to name Normal Normal Clear, no ptosis 5 (alert)
spoken in normal tone
Lethargic response to Mild slowing or | Mild relaxation | Glazed or mild ptosis 4
name spoken in normal thickening (less than half the
tone eye)
Responds only after name Slurring or Marked Glazed and marked 3
is called loudly and/or prominent relaxation ptosis (half the eye or
repeatedly slowing (slack jaw) more)
Responds only after mild | Few recognizable 2
prodding or shaking words B -
Does not respond to mild 1 (deep
prodding or shaking a B a sleep)

Patients were randomized to receive a loading infusion of either Precedex 1 mecg/kg, Precedex

0.5 mcg/kg, or placebo (normal saline) given over 10 minutes and followed by a maintenance infusion
started at 0.6 mcg/kg/hr. The maintenance infusion of study drug could be titrated from 0.2 mcg/kg/hr to
1 meg/kg/hr to achieve the targeted sedation score (Observer’s Assessment of Alertness/Sedation Scale
<4). Patients were allowed to receive rescue midazolam as needed to achieve and/or maintain an
Observer’s Assessment of Alertness/Sedation Scale <4. After achieving the desired level of sedation, a
local or regional anesthetic block was performed. Demographic characteristics were similar between the
Precedex and comparator groups. Efficacy results showed that Precedex was more effective than the
comparator group when used to sedate non-intubated patients requiring monitored anesthesia care during
surgical and other procedures (see Table 13).

In Study 2, the sedative properties of Precedex were evaluated by comparing the percent of patients
requiring rescue midazolam to achieve or maintain a specified level of sedation using the Ramsay
Sedation Scale score >2 (see Table 9). Patients were randomized to receive a loading infusion of Precedex
1 mcg/kg or placebo (normal saline) given over 10 minutes and followed by a fixed maintenance infusion
of 0.7 mcg/kg/hr. After achieving the desired level of sedation, topicalization of the airway occurred.
Patients were allowed to receive rescue midazolam as needed to achieve and/or maintain a Ramsay
Sedation Scale >2. Demographic characteristics were similar between the Precedex and comparator
groups. For efficacy results see Table 13.
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Table 13: Key Efficacy Results of Procedural Sedation Studies

Mean (SD)
Confidence” | Total Dose
Study % Not Interval on (mg) of Confidence”
Number of | Requiring the Rescue Intervals of
Loading Infusion Patients Midazolam | Difference Midazolam the Mean
Treatment Arm Enrolled® Rescue vs. Placebo Required Rescue Dose
Dex&eﬁégﬁgme 134 40 370749 | 140D | 42"_72_0)
T1u4Y Dexmedetomidine 129 54 51(40,62) | 09(1.5) 31
1 mecg/kg (-3.8,-2.5)
placebo 63 3 — 4.1 (3.0) —
Dexmedetomidine 55 53 39 (20, 57) 1.1(1.5) -1.8
;tudy 1 meg/kg (-2.7,-0.9)
placebo 50 14 — 2.9 (3.0) —

Based on ITT population defined as all randomized and treated patients.
Normal approximation to the binomial with continuity correction.

16 HOW SUPPLIED/STORAGE AND HANDLING

Precedex Injection

b

Precedex (dexmedetomidine hydrochloride) injection 200 mcg/2 mL (100 mcg/mL) is available in 2 mL
clear glass vials. The strength is based on the dexmedetomidine base. Vials are intended for single use
only.

NDC No. Container Size

0409-1638-02 Vial 2mL

Precedex in 0.9% Sodium Chloride Injection

Precedex (dexmedetomidine hydrochloride in 0.9% Sodium Chloride) injection is available as

80 mcg/20 mL (4 mcg/mL), 200 mcg/50 mL (4 mcg/mL) and 400 mcg/100 mL (4 mcg/mL) in 20 mL
clear glass vials, 50 mL and 100 mL clear glass bottles, respectively. Containers are intended for single
use only.

NDC No. Container Size

0409-1660-20 Vial 20 mL
0409-1660-50 Bottle 50 mL
0409-1660-10 Bottle 100 mL

Store at controlled room temperature, 25°C (77°F) with excursions allowed from 15 to 30°C (59 to 86°F).
[See USP.]

17 PATIENT COUNSELING INFORMATION

Precedex is indicated for short-term intravenous sedation. Dosage must be individualized and titrated to
the desired clinical effect. Blood pressure, heart rate and oxygen levels will be monitored both
continuously during the infusion of Precedex and as clinically appropriate after discontinuation.
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*  When Precedex is infused for more than 6 hours, patients should be informed to report nervousness,

agitation, and headaches that may occur for up to 48 hours.

* Additionally, patients should be informed to report symptoms that may occur within 48 hours after the
administration of Precedex such as: weakness, confusion, excessive sweating, weight loss, abdominal

pain, salt cravings, diarrhea, constipation, dizziness or light-headedness.

Manufactured and Distributed by:
Hospira, Inc.
Lake Forest, IL 60045 USA

Licensed from:
Orion Corporation
Espoo, Finland

Hospira, Inc., Lake Forest, IL 60045 USA

EN-4272

Hospira
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BRABE~OBE  HEH &L LT 02~0.7 pg/ke/MEDH#iFH CHRgHEAT
B, BHEBEFFLASADGOLND XD, HEFFRG OG5 HE 2T 5,
SWMEBLIBE~DERE  BEEOWELEET D & [4hkE
EFIZFBIF L0 (8.5 H) #50]
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N 2 B3 5 BRIk 5% 1%
WS 440 e o 28% 42%
HEWRS 25% 44%
I ANHEE A B L9 2 R 10% 10%
PEAR I i 12% 15%
& 11% 15%
I NHEE 2 B L3 5 A T 19% 30%
KA Y 7 A fE 9% 13%
FEEN 7% 2%
ik 7% 6%
=ik 7% 2%
15 ik 6% 6%
AR A 5% 6%
NI AN 4 5% 3%
PNk SN 2% 1%
SRR 55 A R 2% 1%
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1 P L fk 3% 1%
N E ST 2% 3%
Nindy 2% 4%
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D <B0%DIKT & EE LT,

2. MEIRENHIE, HERTAGIZIZER S (RR) <8bpmé EF L, MHIICITZR—RA T A 3D D>25%DE & EFR LT,

3. HRIRIE, HErA9ICiZ<d0 bpm & EFE L, FRANSITRBREOFZ LATOM X 0 <B0% DK T & ERE LT,

4. VR, HEsEAI IRGHE £ >180 mmHg ¥ 72 (3 E5RI ME>100 mmHg & E# L, FXENCITIEBRIE D& Gl D
X V>30%0D EHLEFR L,

5. BRI, HErAOICIE>120 bpm & EFE L, AEXANCIZIBEBRE OB ERTOME L 0 >30%0D A L EF LT,

6. IREAFIEIL, HMaxtAIITIESpO, <90% & EFZ L, FHRINZIZN—R T A4 b D10%DA & EHK LT,

PFIZER CONFIDENTIAL
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T ARXAT IV MR
1.6 SMENC I T L B RIS (2R3 5 Bk

6.2. R OfF FfRER

PITORWERNR T LT v 7 AOEBHOFERAICB W THERINLTWSD, 25 DRIWERIL, HAN
B S TRWEM S OB RBHMEITHESNTND 720, BB 2 MEFRICHEE T 5 2 & 713K E
5L ORFEBZREWESIT S5 Z L30T 5 i RER DI Tl e,

Tk Ty 7 ZADEKRBEDOHRITEB N TAEDER G E S TRaWEMIL, BiLERS L URIRTH -7,

Table7. LT v 7 AOEKRBEOFERIZBWTRD b -EHEA

FBE MRS E AR

MiEF LY R 21

Ui THEENR, OEME), BE7 oy s, RIR, ELE, ODREE #54
Wie, (OoffszE, REMSEIR, SR, DM, OEMESR

AR P JEAAE, kR E

H b fESE, T, s, IR

—i% - RHEEL LOBGMAOIRIE B REEE, BN, BE, 19

JHEHAE R P JFRERER T, me U e UIE

bl R A A TI7=20T ) VT AT 2T =B, TARTX BT I/

NI AT 2T —EEN, LR TAA Y ARAT 7 Z—EHN,
RIRFEEEN, DEXTETEE, -7V FINVET AT 2T
o, LEXQTILEER

B L OIS TY =Y A, @AY U AME, (K, mEERAE, &7k
U ¥ L LE

e T A, FEIMED EV, B, MROR, MPRER, SEEE

e o, BEELIKEE, e, KR, $EE

B L ORI E ZIR, ZIR

Wk s, MR ds I OMHIERR TERRR, VB SO, MRIRINEE, S RER T AMUE, R, (KR
SEHE, fili D o, FPRPET S K—I A

BERG ¥ XUV Tk b ZITIE, € D FEIE, 3815, KPS

SR KON RHLE TRIRI

i M2, Hi, S, Rif)E

7. KA EIER

7.1, BRERSE, GRER3E, MBIRE, A A FREDER

LTy 7 AL OFHEEIT L0 RIS, SR, EIRES LOA VA A FRETRIEOLIR OHE TR
WZCORMBARREMENRDH B, ERINT Y, AV TNTy, FulR74—)b, TIL Tz Z=)LEBIN
IEYTEEDOIHKRGEIT Tl 2 OFBRICE D 2RO OEBRHERIN TS, LT v I R
CAVTINT, TaRTr—), TL T2 X BLONI XY T AL OEYEhRe 1M BAE AR 1%
IRENTWRWY, LovL, EAFOMEMERANRO LN AREENH D720, FFEE, $EFRE, (EIR
EITA A A FREVEIE & OOFHRRCIE, AREZBET 20, EIL0FHE S LT 2 EEE,
PHEE, MRIRIR F 72134 B4 A RREIEROKREEZHET 2 Z L BN ERGEAEND 5,

7.2. PRI (FhHREE)

fRHERR AR E 10 Bl k5 & L2 1 i BRICBW T, mEPEE IngmL & LT L®T v 7 A% 45
SR LIz 2A, vl =0 AT X5 MR ERICERRIICER O & 2 B ITE8 0 67
Nz,

PFIZER CONFIDENTIAL
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T ARXAT IV MR
1.6 SMENC I T L B RIS (2R3 5 Bk

8. fepl i BEEMICBIT 3R
8.1. {55
A IRAERESE C

i A 5% & U= AEO B o+ E LS N2 RBRITAT > TRy, Ao b B @EEMEIC
WTHRET L7z invitro BERICBWT, 77 A AT M VU OBBRERSHRINT, TR v V&2 H
WERBRICB W T, IUREIERE L72T 7 AAT R VU 2R T RE LESRAICT 7V AAT RV D
JRAEE AR ST-, B MCBUTDBREBENTHIESND Z 0D, fTREFR, 71k T v 7 AT,
BIEN 2 B IMEDR IR A~DOBEMERIE L D L REWVWEHIT SN DB ARV AT 2 L &35,

BERRT > BT, R 200 pgkg (AR mAEL R CHAR R SHERSIRNE G &ITIZTELY) OHED
TIAAT IV EIBROZEAY GHES H~16 B) [CHE TF&RE L, Fio, IRV YFIZ
ferEr 96 ng/kg (A R EE-RERT AR FmifE O iz o5 < &, BRR AL 5 & CoOREE &
DIFFHR) OFABTT 7 AAT IV U ABIROERAY (R 6 H~18 H) IZ5IRNERE L
oo TIDOREER, A K BMFIHILIRD Hehotz, LinL, T v MZEHWT 200 pgkg O
BTHEREICBWTERKRIE TGN, EFERRENHD L2 E0nn, REFEENED T,
MEFEME BT 20 pg/kg (KR AR A CHRIR R mESEE RN B 5 8RT) Ch o7z, BIDAERER A FE
HBRICBW T, HIRT v MZ 8 ngkg £7213 32 pgkg (RR mAEHARE CHE R i B HELEER RN &% 5- B R
i) ODHBECTTZAAT NI DU IR 16 BNOEELE TR FRG LzE 25, HAEROEKKEN
RO DTz, 32 pgkg FEO A TICTEBIBREO R EIEILEN A L, Fo, HAEREZRELZE Z A5,
Z O - JRIIZEEEDRR O bl

8.2. i & HPE
St s HERRIZBIT S 7 LvT v 7 ADLEMIT/mET ST,

8.3. =i

ERTOTVLET v 7 AOHHBITHEICOWTIEHA LN S TW AW, BURREERR L7277 A AT
I OUEBRHBOMT v MO TRELIZEZ A, IHTICBIT LI, < OFEAFNZIZe FTOH,
HBATHERRO bNDT2D, LT v 7 A RARIKET2HAICOEENRLETH D,

8.4. NRFE~DOHRE

/NREBEICBIT D AERFOSEERR L OEHTREICB T 2EFHFOWT IOV T H LS LOHER)
PEIIHESE LT, SEFRIRIRIC BT 2 8 O A ME L 7N 2 72012, /NEE %5 & T 55 S
FRakBR 1 BB L O AR 2RISR L T2 EmaER 2 B2 E L7, 2o oL, £RBRoE
T PERHIE B 20672 3, e SN2 ety — X I3 o REEHICB T2 7 v 8T v 7 A%
BT T 7 A NVEEERIIHONICT HDICA S Thole, 7 LET v 7 AD/NEBFIZEBIT 50
ERFOFEFH I OV TIEIRHME S LT Zeny,

8.5. MlpE ~DH 5

EHBRIZRIT HEE

BRPRERIR I, At 729 BiI2Y 65 5 LA ETH D, 200 Bil23 75 LA ETH o 72, 65w & X % A T,
T T v 7 ZAEGHORIRES X OMERMEOEREIEG D @do 7o [EER L O EOER (5.2 H)
EHM] . ZOw, 65SikE A LRETIIRFROBMELEE T D ik - HE 22H) BLO
AR (123 10) #ZH]
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T ARXAT IV MR
1.6 SMENC I T L B RIS (2R3 5 Bk

ST R D S

AR BR TIE, AEF BLBIN 65 LA ETHY, 47BN 15l EThotz, BT v 2% KE
L7 65l EBE (72%) BIONT5 5L EoBE (74%) TlX, 65 Al BE (47%) & ik
L TR EDORBREIE N E N7, 65 ma x5 BE T, 0.5ugke % 10 35 T (3 pg/kg/FFD
BHHET 10 7)) 5T oA G EOBENHERE S, MEFFHEIZ OV THREEZ B ET
RETH D,

8.6. iTpt eI F &

TR T v I ADY YT T AINFEEERE O BEEE ISR T 5 2 D, FFRRERRES 13
HEOBEEZZERBTXETHD [HE - HE 221H) BILOEKERE (123 H) #28H]

9. KWELH L kFH
9.1. HFIFEY
TLtvF v s R (FUAAT NI DU 13E A B H XA KT R .,

9.2. {RTFME

bt FTOTF BT v 7 ADRFEMEZBET 5HBRIITDOA TV, LaL, TolEB LUV L%
%wtﬁﬁffvt?/7xm7u CUERHP LT EBMER AR LT EnD, LT v 7 AR
N Z IR I LT, 7 0 =0 URROBEBUEGRE 2 BT 2 /TRt & & [ E B L O Lo
E§‘65E)%£%JO

10. BE®RE

R AR E x5 & U CHERE A& 02~0.7 ngkg/MiLl EO AR ZBE L1 RBR T LT v 7
ADEREERTT Uiz, Z ORBRCREER S 7= e M I I X R IR LR ORI 135 Th - 72,

EHEE TRE SN ERE 2 Bl Aantw%iﬁﬁ%ﬂwn%—ﬁﬁifny&%i@%:ﬁ

»Lﬁlﬂ/?f&)oto ET7 0w 7D MATEREAR RO LT, L7 ey 711 SUNICER
WZIEE Lz,

EHIRRICI T D8RI T 2 BRICB N T lABE SHIC T LT v 7 ANEERE Sk,
D 9B 2 FNIIT SHAERITFRD Do 72, 1 B CIIPI ARG & L T2 ugkg % 10 2003 T
IR AT 5RO 2 {5) 5 L, 1611 0.8 ng/kg/Mf CHEFFRY 52T oA, B0 2 B IZFIH
BTG & LT 2 pglkg 2 10 320 TR G- L, RIIRBS KO (R7203) BlJEAREI L2, £72,
ﬁm®7vt7/72(HM@@)#IWL@%ﬁﬁﬁ~?X&5éM,:@tbbﬁiﬂ%ﬁb
7208, BRAEICERE LT,
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PRECEDEX %‘

CORE SAFETY INFORMATION

Core Safety Information 3~7

2


UnoK
Text Box
＊以下，非開示のためCore Safety Information 3～7ページを削除


T AXT b IV IR
1.7 [FFEREShAn B3k

1. IR R —ER
AHN B LKA ORFERZIM E LT, RAIAAERNK 10mg (—#%4 : 4V T7L5) BELOR1%
F A TFUNRE (—RL  TuR T 4 —)L) OfEHRE Table 1 12571,
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T ARXAT IV MR
1.7 [RIFE[RI & — SR

Table1. FRERZH—EXR

— 4R TIAAT IV UEBE HY T A TR T F—)L
i TLeT v 7 AFHER 200ug [7 7 A F—] | KU LK 10mg 1%T 4 7"V NUE

TLET v 7 ALK 200pug [ A )

T VT v 7 AFER 200ug/50mL > Y Y
(77 AH—]

T LTy 7 AFRER 200pg,/50mL U

V= A )

e 7 7 A P —att T AT T AR AR T ANV oA
A IR A
AR A TR T w7 AFRERR 200ug 17 7 A F—1, [20054-9 A 15 H 199549 A 29 H

TVUET v 7 AFER 200pug [~ LA )
2004 41 H 29 H

< Tk T v 7 AR 2000g/50mL Y
CITrAY =], TveT v 7 AFER
200pg,/ S0mL > U > <A ]
201843 H 23 H

HEEFEAA LTy 7 AR 200ug [ 7 7 A Y—1, [1996 3 H 7T H 2006 4E 12 A 26 H
RHEFEH A TVLET v 7 AFERK 200pg <A ) - -

201443 H 24 H (EHIREIZH T 2 AL

W Hh e OV R A% oD $ELE )

2018 46 A 28 H (JRFTHRE: TIZ351T 5 FEHH
BT D TP OMILE IRF D 8.5 )

B Xy B, BIETEE K, WT7 R A FRERRSE, EMEVEEE A, GRS b BEE, EMEEE S A, A5 R R S

(b2 E HC H CHs H‘c\;"‘? ' ‘CHE OH (‘:HJ
N $ cH N HC CE
agg = SRR
HN O F
BT - & i 1. FHAL 1. AHAK 1D
LTy 7 AEER 200ug T 7 7 A Y —1, || ARGy (1 2mLE) win W52 4 1%7 4 7V N U
TLvT v 7 AFRER 200pg (=LA V) XY T H10mg SEaR{bAl, pHAREA RGy - A TaRT gL
1 A 7L 2. BAIOMRK (ImL+) _ 10mg
W54 | 7LeT v ) AR O0g 1774 9—) || AE | @ik | pH | BABERY] A A 100mg
%) TVET 7 ARER00g (v A ) *ﬁ é pUﬁ k&4 »; 22.5mg
o | T AAT U236 wy (1mLp) | PRSP T 12me
ki (FIAAF FIVVE L’CZOO:;% J " =7 MET D U LK)
0.055mg
PFIZER CONFIDENTIAL

Page 2




T ARXAT IV MR
1.7 [RIFE[RI & — SR

Tablel. FRERZH—ER
— 4L PR T U ARXT kI D UIRIRE 2T N TR T F—)L
EEIZI LT R U 7 L 18mg 1 | | pH A i ik |
- TLETF v 7 ARTER 200ug/50mL > U > Eiﬁ e 2. PEIR
U4V =], VLT v AFEK ;;3 ME%% 2.8~3.8 91 HR7E4 1%7 1+ 7 ) Nk
200pg,/50mL + U > T~ A ) P f HIE FLBPEER R
1>y rog: Ry | P EOILBIET, FRARICE
(2 TVeT v ) AHHER2008g50mL SRR B B IAVALE
AP VAFSZE i pH 7.0~8.5
) TVET v 7 AFER200ug/50mL R
5 YUY ety (B AR @1
o FUAAT IV K236 OERAY)
ki (?7xf?bi9ykbfmd5
W Wik~ U 7 5450mg
2. MRIR
AFNIEEATFFA O TH 5,
pH 4.5~7.0
SEIEE | f91 CERREIIRIC X B H)
BheE - SR HEHRTRRIZI T D N TP Hh R OBERL A D85 | - BRI 38 A B R 0D T\ B UNHERS

#
JRPFTRREE TSR T 2 IEEE TO PN L O E
oD S

« Y RTEO B A R OFEEF

< SRR R D N TR R ok

< R - SRR 31T D T L L
R DB

EHRIERFIZB T B N TR ok

NRE AU B

URFTHEE T 23817 2 R TOFf R O

AL - DEESMEMBEIIC 35 1T D Tl M UM g

D EOER 18 IRE 0D B ] DA
EHREMCBITT DB TREX T 7 A /N — BHE L T 28 LU, OIS
BRI T DARBNOGNIER WL EMITMYT | TE2RELETLHIZ L,
SN TR,
L - A& 1. SEHIEIRIC I T DN TR o R OBERL 14 0 | BRI RiT$¢ 3% 1. EHHEEOE A K OHER:

BEE
BE, RAIZIE, TIZAAT RIVU%
6ug/kg/BE D 558 T 10 43y FIERIRIN ~F7fe
HEAL (PIAR#RE) |, i CTEEORE
WZEDET, EEF L UBE LD,
HEFFE L LT 0.2~0.7ug/kg/FF O i H CTHi?
AT D HeRFS) . 7, MEREEND

WE, RAIZIEI Z Y T 4 0.08~0.10mg/kg
% PR 30 43~ 1 ReIC A PNICER T 5,
W EIETEN 45 UL (TERR B A1
WD) O/NVIZIE I &Y T A 0.08~0.15mg/kg
% FATET 30 3 ~1 RIS NPNICIER T 2,
A2 By IR 0D BN K OVHERF

WE, RAIZIEI ZYF 20.15~0.30mg/kg

(1) E|A
WE, RITIEAHR Z 0.05mL/kg/10 7
(FaR7+—n & LT 0.5mgkg/10
) OBET, BEOEEREZBIE
LA B, BEIRAE B 5 E TR
W95, 703, ASAIL LIV O
BEIE, KOBRICEST 2,

PFIZER CONFIDENTIAL
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T ARXAT IV MR
1.7 [RIFE[RI & — SR

Table 1.

RIERZhE—ER

—AHIAL R

T I ART I VUM

N 77N

fuf7ﬁ~w

Bt T 5 2 &%T%é
wE, 6l Eo/NRICE, T AXAT R
//%me@ﬁ@&ﬁﬁFT#MWAﬁﬁ
FEAL, BEFOREBIZEDET, E@EHEFHL
~ULRE LN BEE, 0.2~1.0ng/kg/FF OHFPEH T
ﬁ‘f‘m@]\j‘é
Wmf%(f% B+ AERIEL) 4

Huk6ﬁ$%®m i, T?XfTF\
//%omy@ﬁ@&ﬁﬁffﬁmwmﬁn
HEAL, BEOREICAEDY T, EEaikL
~ULRE LN BEE, 0.2~1 . 4ng/kg/FF OHFIPH T
 TRE N A
B, BEOWREBIZALE T, F5HELHE
Eﬁ%#é:&o
2. JRFTRRER I 2 FEAHE CTO T R O

B D S
BE, RAIZIE, TIAAT RIVU%E
6ug/kg/IRF D BE 5T 10 47 M FRIRIN ~Frft
HEAL (FIanm&ks) , i\ CBE oRE
:ébﬁf,%ﬁﬁ%VNwﬁ%%ﬂéﬁ,
HEFFE L LT 0.2~0.7ug/kg/FF O HiH CTHEi?
HAT D (HeRele ) o 7ok, BEFORREIC
AT, BEHEZHERETL L,

ZERIRPIC ST L, SEEZ)G U ClalE o

B0 LREELZBINEET 5,
FIRPICESR T 2B A1, 725 RVE

lRz3A T, TEHRETERIC (1M E

DR Z 20 T) ERT 2,

SEHIERICIT D N LI ih o> $EE

A

WHE, A, HEEREGIEIZ YT A

0.03mg/kg 2072 < &b 153 LT Th
IRINIZIES 95, & D fe J2 70 BEEHE AN

e I D56 OFIER G &1L 0.06mg/ke
FTET D, LBEIZSLT, 0.03mgkg &
Diad &b 5 5 PL LRI A 25T TEN

BE5T 5, BL, PlEEREROENERE D
”A\E'liowmg/kgifkﬁ"é

, [EIEfENR %ﬁuk(fﬁﬂﬁ%ME

%ﬁ@)@m 2L, MEREIEI XY 5
Ao%~0mmyg%¢t<t%2~3 T
ET THARNICERN T 5, BEITGT
T, PIEl&EFEEZDRLS DL SHUED
k@ % 221 GBI 535,
HERF

WE, RAIZIEIZ YT 5003~
0.06mg/kg/h & U Bt RN 52 BRAG L
BEOBEFRIEZ 22 G EH T 5,
(0.03~0.18mg/kg/h DHIFHAHERE SN B)
W, SR 45 8L B (TER RS-
B O/NRIZE, 24T A 0.06~
0.12mg/kg/h £ 0 FrgepRlR N 52 Biga L
B OBEFIRIEE Z 72 O BT 5,
(B 538 O HIIIT 25% DB & 3 5)
B, EIETEM 45 BAN TEMEHHA
%R O/NRO S, EIELENR 32 BA
WTIXIZ V7 A 0.03mgkgh, EEER
2L ETIEIF Y T A 0.06mgkgh LV

WE, BTIEARH 0.20~0.25mL/kg
(FrR7r—nELT20~
2.5mg/kg) THIRB G OND, Mg

WZBNWTIE, K0P ET]RIRASG LN
LFENDH D, BIRBIZSLEISE T
HWEBME ST 5,

(2) HHr
WE, MFEL L IImE - WM EES

HBHAEPRAL, KHZFIRNICER
535, @O MBEENS LD K
) BT O IRE %ﬁﬂbth% &
Gl AT 5, EE, AL
ﬁﬂOAwumUQMﬂfmﬁ7ﬁ~w
& LT 4~10mg/ke/Me) OF 53 T
G2 REPHRENR DB,

7o, BURA FREMESURA, JRPTHR
feAIS) O+ 52 L,

7k, FETRREAIOR R IR E LY
& CEUI 2R BRENEE R b D,

2. EHIRIFEICET D N TR S o S

R (it & & Te) IZ 1T AR % 0.03mL/kg/
B (e AR7 4 —1 & LT 03mgkg/lF) O
B G HE T, FRgEAC CHIRNIC & 5%
BlAA L, BOIRBERENGOND KO &
BOEEREZBE LN, EHEEY
FHIT 5,

WH, A IEAR] 0.03~0.30mL/kg/FE (77
mR 74—/ & LT 0.3~3.0mgkg/Hf) D
B 5 H B T e RN R b D,
ek, FBROREHE, EROBELZEL,
VR 9 B BRI U G &
W5 2 b, E72, BB U TERA
BRI &
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T ARXAT IV MR
1.7 [RIFE[RI & — SR

Tablel. FRERDL—EX

— 4 T FUAAF NIV IH A TaRT 4L
Rt i IRN & 52 BRRA L, B o sEFRIRAE
B RS G T B,

SRl DEAVEHEIRIZ 31T 2 Tl R ORLiE E
O P

BE, AL, FIEREELTIZ Y T A
1~2mg % T& 12T (1~2mg/sy) &
WRPICIES L, MEITE L T0.5~1mg 24
2 b 2 LORIRAE 2T T, TELHE
TRERIC (1~2mg/4y) BMEST 5, AL
HIElD BAESE L~ UZE D ETo, YR
H R OB Of B Smg £TET 5,

7B, WThoGEab, BFOEE, B,
EEIREE, PN, BREFESIOS T CE
HIRET 2,

ik - R B
AX0 Sl SR ¥EN

(@] EEEICBT DA LERF RO
BIERLZ O BEE, RIFTRREE FI2d T 2 IS T
O TN T OVALTE B D $E i)

1. AFNTBE OIFERENREN L E L, FEERENRE,
I 252 DU N TR 7 BE LA 23 3 5
R TEREZBAT S Z &,

2. NI B TITEA O YA % 5-HiZ—
WHEOIME RS bbb ziaicix, 1
WA GHEOHHEEZBET DL &,
[AA O ARFE M DA ERIC & 0 —@tEo
MEEERHEbNAEZ RSB, ]

3. RAIZE W TIXSEFF OHERFBI A 1
0.4pg/kg/WFDIRE A A% & L, FIFALRD
DHERF~OBATEEEITHY Z &, £2,
HERFEEE 1 0.7ug/kg/MEZ B X 700N 2 &

[HEAM IR BRI\ T, 0.7ng/kg/ W % 18
2T LIz A MR 2R R, Rt R
KOV 2 O FHROFEBLR AN
FTHZERMEINTNS, ]

4, ARFNIE G 2w YA A Z &N T
EBVYUURTEANT, BIRICE

(1) 2EY T BTHT D RIIENZEN B
v, BEOFE, B2, 2FRE, B
TSR L~V RO AR EZEE L C,
W D EEER BT B WG R A T
THZ L, KT, BnE, EPRAE, L
AR, KOS, W3 (RN
L OGERRSEMESRRSE) |, JRATRREREE,
HEARE R I HE 5 & O 3 2 354138
H8&EW L2 &, [EHPHEIH LD
oy, (MEERY) omE, [TEi
FA~OEE ] OEZMR) ]

Q) BEFICI T LV mVHESLE
ERH DN, ZOEAITEREO#EFEL D
ek s - PR BR AR OMFNCEE T 5 2 &,

3) HEIXFICD-L D EHEREI L2 D
1TH52 &, 72, LYV BRAREIRNES
EITH 2020, AFIZ#EEAR L
AT 5 ENEE LY,

EPIRRRICIT D A TR oD §HE

(1) BN - I EE O $H e Ot « TR BR %R
OMHENCERET D2 L, [BRADHiEE

(=5 FREROEA K OHERF DA ]
HERHIZ IS 1T 2 I A1)

A
%o | 0~10% | 10~20% |20~30%) ,?v
HREFH]
AN
1.0mL/kg/ |0.8mL/kg/ |0.6mL/kg/ ;i
B (e |k (e |k (Fa %y;
Bh | R74+— | KT7+— | K7 +— Fa
W (LELTC [LELT [ rELT g%
10mg/kg/ | Smg/kg/ | 6mgkg/ | 2™
) i) ) gﬁ

HEHIRIRICE T 2 A TR o g 0

&)

1. AENZ, FiEAICL D BEETEZ L, A&
W EITDRNT L,

2. ARFNL, W%, TAEBZTERS LN
L, 2L, EEIRNSROON, THE
B2 CARKNBEEC & 2 N LB R GE
WZiE, BEOREIREL S| kX HEICHE
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T ARXAT IV MR
1.7 [RIFE[RI & — SR

Table 1.

RIERZhE—ER

—AHIAL R

T I ART I VUM

N 77N

TaRT g —)

BlcG5452 &,
LTy 7 AR 200pug T 7 7 A Y],
TVET v 7 AFEIR 200pug [~ LA )

5. AFNEMEHT D & & IIAAF 2mL (AR
Yiifg 48mL %%, 50mL (4ug/mL) &4
rZE, [ TEAEOREE] OHESRE]

[# I HRIC BT B A LI th K OB %

PAEH]

L. NRIZBWCEEEE L BT 556, L5
18 0.1pg/kg/HEdH 7= 3~4 0HHW0TEN
L ORI CREARICHET T2 2 &,

2. NRIZEBWTIINI AR 5 2 1ThRn e
Lo (SRR ERBRIC I\ T, WA R
H 21T o T2 5A1C, MIfLEDOFBLER M
THZERPESRTND, ]

3. AFNI AN TR, B B O A% %
WU CHREGARETH DAY, ABIOFHGE -
M 2SR AIC I TIE 120 KERE (5 B
FIZIRBWTIZ 24 K5 (1 HfE) 225
HARER T D DT, ENEB L CEE
DLBEIRGAIZIL, BEOEEIRIEL 5] &
frxEEICHET S L,

FIZHIT 2 “HEMRIERRICBWT,
0.03mg/kg i 0.06mg/kg O B [EIFFARPN
BHIZED, 10 5%ITITENEIL 8%X
1% 27%703 8 EE O IR AR (Ramsay 0D $H
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5k, B, BAHOHRKOEE
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Tablel. FRERZH—ER
— A4 PR T ARXT NV R NN FaRT —)L
Bea AT D) ARENTNDD TR BIC# & &, B 22 TS [di- (2-ethylhexyl) phthalate ; 7 %
ALREVWEYEETDHZ L, Hrtk, MR- Q- F~F L) ] Hil
TEART VB, VTENL @VEFHERNLIC, & ST, 3R, KT 5 Z A WE ST
AFNT LT ORI Je OFEHAI & FERHLDLNEZENRH D, 50T, DEHP & £ 72 Wikt v
OEAZEITREN TV, (2) PR FEERERTHZENEE LU,

VTR, S%T R UBERR, £
FREIEIR, 20%~ > = h—/L,
FANZ = F ") T A, R
7 a=y LB, AFH X b
= LK), 7 x=1
7 ) UHEERE, T b u B URRER
WAKFY, XXV T A ELE
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T UM, KRy, T
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DI A=, BT v AFER
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AFNIFHIRNEE DR ET B L,
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AR EREAT BT HTz > TE, &
LG O RE R AR (Y v
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Flas Vo PRy FITE Y FTBIT
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AFNILL T DA & DAL LR
EETD) ARENTHDLOTRAL
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1) EHHEBALOTL CEHERE N LT,
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D a7 X =R OOEI N FAE
L, Ik OSEiERn, ZXKRASED
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Wo ok,
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Tablel. FRERZH—ER
— A4 PR T ARXT NV R NN FuRT F—b
KFL, = (W) ERHLS KD FHL, BOINFEEICE S0 ) #H
FHEERANERT A Z EnH 5, ERH D, TS OIEREREI LIZR
4) BELERANHESNR2NEE FoOERE LT, HE~0mHFBLHEGD
7N~ P =5 S niz i KT, BERAMEFHRES BHEN
T, HIARK K E LT DHE, JETTHESE) ORI SE, A& IHER] - R
AN OB - FUKRIEH R, TaA R« LA - AREO & HAER S
BIETD28ENNH D, NI Tuna,
5) 7~ = O RFRRREH A (5) EEREGTEZHEIHAL VI
I HEL, BEHEOARFDIE &, EEOHFHREE D LN DT
AREELLDNIBETNANS REMER D 5,
2o
Q) AFNIEFIEREH LRV OT, L
ROIRBEIRAEDRT A L,
YERL - SET4EH LTy 7 AR 200pug T 7 7 A F—1, (2018 4 4 HEE (55 21 i) 2018 4 3 HEE (55 20 ki)
TVRT v 7 AFEIR 200pug [~ LA )
201X 4 X HtE (B8 X R
T LET v 7 AFERK 200pg/50mL & U v
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ZE AT PR

a, {ERNIE RIS A

O SRINISE= R

JEIHE,

H AR ERS it oy JH A 5
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ik SRR
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1£2) EE-EMSOLTEICIVENTL L

871129
KRS 23000AMX00469
SEAI L
R
[E B 1999 4 12 A

(2 &)

1. AFIOBEC LV RIIE, @ifE, IR, DEMEER S &P
M, MFIRIZWZ 5 BENR D 5, LT, KA, B
DOWRFYLIRTE, EBRENE S O 2L RIE 2 TRV < Akt CBER C©
E OBl L, BERHI o Ze R AN ATRR e iR CL A D
SHWEM 2T L BMR L, SEInBOUIIERE T COM#ITE
2 BEFEBICRM L ERMOLNMERT 22 L, Fiz, NE
~OREITEE L TE, ANEOEHIRHICE R L 72 ERASME 9
52 &, [THEARZRREIWER ] VNESEA~ORE | OHEZH]

2. HEMROBEIRNTUE L TV D0, RulFfE, BRIl 5%,
W DML RSO T CAR & 5 LT BB i 2R
Rk, IR o L ORERHDOT, AFNIED 5
AL - FRICHE, BRICRHRIEAT 2 Z T L, &
FORPAHEEIBRT L L L bIT. 20X WERPHED
DB BITITEE L E 21T 5 2 &, [TERZEEM) 0ES

]
[ B rosmsicEgsLancy)]

ABNORRIIZ 5 UEBAEOBEHERE D & 5 BH

(fRL - 1H9K]
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e TVRT v 7 AR 200ug/50mL > ) > [
E}zéj\ 7A Y —]
- T ARAT NI VU 236pg (T AAT
BHRED | LS00 LT 20000
w m o kT R U 7 2 450mg
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AENTIEAFEF O TH 5,
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(%hee - shER)

S P IBIE LT 3515 7 LI % OV O B
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| RFRETIZE T 3 EEE TOR R R LB O]

D BRI AT A ER TR LT 7 A AR B AR |

| DEMER LR SRy,
(A% - AE)

LEAEIZ BT 5 A TRt R R % 0 5a5s

WE. BRAICIE, T2 AAT I V0% 6ugkg/BEOFGHET 10 &

RISHIRIN ~FEGEEA L (WA GHE 5) i CREOIRIBICADE T,

ERHEFR L LG SN DER, MERFR L LT 0.2~0.7pg/kg/BEOFIPH T

FHETEAT 5 (HERFR ) , £ 72 HEFFR 5 BBIET 5 2 L HTE 5,

L. 6L E/NITIE, T AAT P IV U 02ug/ke/ DR

S CHRN A L, BEORIEIC AT, Fligik Ll

RSN DR 02 ~ 1.0ug/ke/MEDHiIH TEHFEAT 5,

W, SR TR+ HAEBEED) 45 UL E 6 sl /NI
2. TV ARXAT b3V % 02ug/ke/ME DG THRIRMN ~FREEA
L, BEOREIZADE T, BMFHL VNGO 58K, 02 ~
1L 4ug/kg/WRE D HIH CTHREGHEAT 5,

7B, BEOREBICADE T, B2 MR 2 L,

2. BB TICE T5EBEETCOFMRVLEHFDHEEE

WHE. BRAICIE, T2 AAT IV % 6ugkg/BEOFGHET 10 &
IFARN ~FHEEEA L BRI AR5 it CEE ORRBIZAHE T,
EEFR L~ ONDER, HERFE L LT 02~0.7ug/kg/Ff
OFPATRHEAT 5 (HERrS), 7ok, BEOREBIZEDET,
PGl 2 W ERH T 2 2 &

(@] ETERICBT D A TR & OBER % oS8, s PRk

B T3 5 FEE T I J OULE D $iEk)

1. AFNTEE OIEREENZE L, MEEREIRE, PRSI OV TRk
e 7R EERL R 3 o TR CRe 5 2 BIdA 95 Z &

2. RAZBWCIAKI O ARSI @ o mE EF2
& B ONIHEIE, PIIAR G EEORESE S ZET 5 2
&y RAIORRIMEHFERIC L —#Eo iE L7365
PN ENH D, ]

3. BRACIB WD TR SEH ORI BRAAEE L 0.4ug/ke/ MO % H
ZE L, AR SHEEF~OBITEEEIZITY 2 &, F/2.
MEFFHRIE 1T 0.7ug/kg/ME2 B2 a2 &, DESMERRBRIZB W
T, 0.7ug/kg/Wi% B2 TG U2 A SRR, iR
OV E R OE EFRORBBLRNEINT D Z L BHRE SN
T2, ]

4, KRNI EHEZEENCHTHHTH N TEHV I VR
TEAWT, BRI T A 2 &,

[EFARIZHE T D ATHERG R OB E®EOER]

L NRIZRW TS HES D 8E,. SRR 0.1pg/ke/Fd 7
D 3~4 538 HWVIEEN UL ORI CRRICIHE TS 2 &,
2. NERIZBW ARG 2 {Thbavw 2 &, [ESMERRER
IZBWTC, WA S 21T o 12500, @ IEDREBIEEH Y

m3sZ EAWEINTND, ]

3. ARFNTA TR b e R K OB 38 U C R 5 TRE ¢
H DA, AR OEHGEE GRS AU WX 120 KRG B
). DRIV TCIE 24 BB BN & 88 % 5 BRI 72
WO T, ZTNEBZCHEEPHERGAICIT, BEO2TIR

______ BES|SHSMEICBIRT I, ]

(FRLDOEE]

I1EEREROEEICITEEIIRETHIL)
(O)LILEREED H 5 BE

URIME, AR S & b3 < 72d, BEOREIRELZ 7
B LB EEREZRHTLZ L, FICEERLT Y 7
0D BEEIIEEORIRE S LN BZNNH 5, BRIRKIC
FHLTEHLENLDT bur b roih, X—2 XA —h—0fiH
BEEBTHZ L]
Q)UHEREME T LTV D B

[AHN O & e GBI — DT ER A H 5bh s 2 &
BHY ., THELAEERFERIEOLTHE2FHERTIBZNND
LDT, HHHEE ORISR, FICHBREIRE L OV 1.




BAER U N BEEICESEELRE T2 6, £/, HE
205 U OISR OV VEBNSE 2 OFA L7y &, EEICE 5L,
WY R IEBREIIEOMERF 21T 5 Z &, ]

QBRI EIME T LT\ 5 B
URMEDR B 5o < 72 b, AFIBG-BHAART & O 51T
RATEEITV, BEOEFIREZEEICBE LR SR 58
FEERETT D2 &, MEERMITEIMET L7 RiE TRl E 23 Bt
L7258 E, RO T2 b AR O LR EBIET 52
NdbH, ZDX D REE IR 2 > TG E OFGHE %
BT, (TEEpEhE] OHESR)]

(IFHEREREE O B 5 BH
TS RERE E OFRE AN EFEIZ 72 DI LI223 » TAAI D LN
FEL ., $FEHER OHBEIRCRWER N S O b3 < b BThn
BHHDOT, FHEEEOWEEZRE L, FrIZEE ORI
FlR LT, BEORFIREAHEICBIZE L) bR 5EE
BET D2 &, (T3EpEhRE) . TERPRAGE) OES ) ]

GO)EHEREREE D B 5 B
[BEFHEH OBBRCENER NS B b 22 BTN H 5
DT, EHEEREOHEEBE L, BEOEHREEZBLEL 2N
HEEICERETH &, (TFEpEhRE . TERRGE OmEEBR) ]

Ol
EEMHEOR T I L 0 | EIESLPHRARSGORIER A H & b
T 725, (IREE~O#EE ), TERBFE) OHES ) ]

(DA AE (AR T VR R O AE I
[fi B DS 72V, (NSO BES ) DIESHR) ]

)M L2 32 T D B
(RN SRR 2 BIER LR 2N B MBS U CARK 0 #5853k
EREIT 52 &, PRI LIEOBEARE, TR, H2D 0T
BT LASHEGRRME R, KOBREROE TR EE 2
WV, BEOHEFEE R OIERERERZ BT 5 2 &, ]

(NFEWEAT F T2 I X IEYRRBUE OB EIRE D & 5 B

QLEELRERMEE

(€3

(1) BREEMES HAIC, BEEBICA L EM oM X IRV O b
b PEERENAR, MUK ST O\ TCRERERY 70 BE R IR 2338 o 7R
THEE L, FERIMEDO LB L ORI BT D 2 L,

(2) AFNT o ZRAHEAERICE S $RIEREZA T 5720, o
SRA L OF 3 2 BT II8 R A O &R 5ITERE T 5 2 L,

(3) AFNEE G HIXEBWHFF LA EOND K 5 BEOEEIRE
B LN b REEEZFHTLZ L, AREEEILTND
BEIIHME 525 ERGIZREB L, EONITIST 528, 2
TUTAAI ORI TI 5 720, MOBEREE K OER A 2 WA
MEAF D THDEEEZ VLY EETD L, [THRES
DIEZH]

(@) AR oA r s Hich b s w0/t LRI LT
X, B EEEOREEZE T HMEN S DN, EARME RS
BN SO, S DICHYRNE 1Ty = b, [Tk -
FARIZEET A EoEE ] OEBR]

(5) ARNOEEIC L VIRME, RIRERH b DdBENRH D,
BRI ERROBIENTIE L TOW A BRETH b bhoTuy, B
FHOBEE ATV, 2O L) RIERDH S b -5k
W E AT D Z &, [[ERZFAWER] OmESHE]

(6) AFIEG-HIT A XA v OEINIER L CIEBR RIS
LEBRL OIS ER SRV &,

(1) &M F 72 3mEE2#EE LW DE 07 —T VIARAIZEAN LN
ek,

(8) Afla B G Liztg, HHAZRBRPIELIZHE, 7=
ERBED Y R REENRH LONIBENRH D, ZIHD
FEMR & LTRGBS QR & & bh, R T2
USHRWCIEDOZM R LR R OMSEF T2 Z I VRED E
ARHOONDIBENRD D,

(9) EMFG% 02 %E 11 L0 | BEPUERDSH bbh b =
LB DI Fe G5 E P IET DA R R D e SE
HEIfTHZ L,

[EFARIZE T 5 ATIFRF R UL % DERE]

(1) ARFNOEEEATEE LTI FIRREICE B U T RS A 00 3L
TERZIE L < BAR L7- | CERE ORI IRIEZ HETE < ke L
TEMRT LI L, £, KUEMR, BRWA, AT, 155

BEEITZ D X% L TR Z &,

(2) N LI & OBEBLOMEFL R OB Tid, B ORI

ex+IcBlET 52 L,
[BFAFETICE T SEEETCOFMRVNLERDIER]

(1) AR OBH IR U TIIERFE T CoEFHICRIT 5 BFEFHIC
BR LT ERS . AFIOSBER 2 1E L < BfiE L, BF OHHE
LAV R OV IREEZ T EEE L CEET 2 L, F-,
SOETE(R, BAEWA, AT, EREHAITZ D L) HEHEE
LTk L,

(2) JRFTIRRER FIZ331T 2 Tl - il A 17 5 [EHf & 13BN BRIk aE,
MEULIRHE, fRERENRES O R REA BB T ZEREFLE &R
W, Fff - LEFOBEFEEBIET L L,

(3) AANTHENEIF Z AT o 7= L CHEHT 2 Z &,

(4) WSS < FFBE< BB T RRIEEIEIC 1T, TR OB G S LY | 7R
BRENEDEBNEE LI BICAKI O E 2 BthT 2%, FAIC
HETHZ L,

(5) BERIBICIER L, Pl - LR ITBENEET D ECTEHRT
B 2 &, feds, SEFFORBENERICHAT S ECIIEEH
DIEHR, a0 B OMIESFICEE LRV E 5| BEICHE

BIoz Lk,
3HEEA
HREEGRISEETSZL)

4 BRPRAESR - HE 715 BT - fERIA 1
RNRUYSTEE D RE | S BRI SURIEH IR L, | M EIC/ER (81
i MEAR T DB PRI | &% - BRI - S0
IFVTA, VTEALE [ ERTEOERND bbh sk | 1EH, Rk
£ B FREH TR HOT, PFHTL5HE | ~OIEH) &8
TaR T x =, BART | \II G ARG S S | SR 572w
T Ve EICEEGTH 2L, o
R ARRERA K, FRES LT 2 5A
U Kb A Mgl V. SRR RN RS
AR AR T AN I LRENRHDDT, KK D
/L b SREEREKRNY) . | Wit O SEERR, SRR G-

Tz H =Ny | EmERET D EOERSLE
W, ey —LEgEE | Thb,

R

4 8I1ERA
[EdARICHE T 5 ANITHER PR R ZOER]
FORE(RA) ¢

ENTEBSNLETY vV 73l RAIB S 24 B E©)
IR\ TR MG S 4172 86 Bi1H 31 B11(36.0% ) ZRITER 0378 &
L. FOERS OIS ME 9 4(10.5%). KILE 11 F1(12.8%). IEK
4 Bl(47%)ChoT-, EPIRRBINEBE &5t & Lo s g R
BRICB T 2 ARA O EMFHEGIS L G L Tt Liz s 25,
1022 Bl 464 4i(45.4%NWZFITER AR Hiv, EOER b OIFK
JE 210 $1(20.5%). FfLE 94 51(9.2%). TR 61 51(6.0%). #:Ak 60
B1(5.9%). FINEZE: 33 $1(3.2%) Th -7z,
EWNTER SN BEIERGRER CRAIE 524 A8 2 Tk
£ 28 HH) TR\ TLEMENFHE S 4172 75 6l 30 6 (40.0%)
DFEFNCEWER 20 B, ZDEA b DI LE 12 1 (16.0%) .
IR 15 61 (20.0%) . #RAR3 B (4.0%) Th o7z,
BRI AEOLENT, WL IR - RAICEED DN 2HENTH
Ofio
FERAAL TR -
BUTEARTE % O AGETHE (MR L O 24 BRI B SRR
IZBWT, BT IER D 1619 1 239 6] (14.8%) (ZRIME
AN NIz, ZOFEREOF, MEET 73 61 (4.5%) . {KiE
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HAGRIFCINE) 2
EN CENE S 758 3 MIEERABRICE W TR S s
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46 (1.1%) Tholz,

€:35:))
(HEXLZEMER

DIEME %LLLE)  RIERH DN EBHEDOT, Z0
£ 9 G AITIE, AAIORGEE X IR, BiRoRE, TR
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EHNEl (5%LLE) . FRET (0.1~1%AK0) : KEEEAE, —i
PEOMERR, ML IREE, MR PIE]. ERIL TS HbhA Z &
NHDHDOT, ZOL I BREEIIT, AFNOBEE =T HIE, &
B, BRREE., B ONIREEE 2 LEEZITH 2 &,
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HE T BRI 2 0 RINIHEFET D Z L,
F [ AG LR, MmiE|y-GTP EH. FE, NV U POERE - FERIE LRV &,
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T 10~35 syl 5% R = & LT 0.056~0.7ug/kg/FC 50 43~



24 FefIFHEE G- LT e O U PR EEHERS M OSRNG0 3 2
A—ZIIUTOEREY) ThoT,

SEMBRESL /8T A — & FE)fE+S.D.
tia(hr) 2.39+0.71

CL(L/hr) 35.47:11.95
Vss(L/kg) 1.54+0.983

—w— 24R$R)/1.25ng/mL
—A— 2485M6)/0,.6ng/mL
—o— 248%f/0.3ng/mL

E +  1285R1/0.3ng/mL

Y —v— 18§//1.25ng/mL

b % —a— 1#5[/0.6ng/mL

~ —o— 1HR}/0.45ng/mL

B & N —o— 1#R1/0.3ng/mL

® § —0— TR¥R/0. 1ng/mL
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HEPIEE T CHEEEVE LT HIEEER 45 BLLE 17 BoRm O B A
NN (46 BN . AHAIE 0.2ng/ke/HE THG-BAGT: . TEimea L
SAREBND K5 IS AEELER 45 UL 1 6 mAm O/ NMLIE 0.2 ~
1.4pg/kg/E, 6 ik Ph B 17 AT O/NTIE 0.2 ~ 1.0ug/kg/FFOHIFH T
FHEEA LT & X OB ERT 1 ~ 2 Befni s L Ik Bsai al
DFHMIEFT 7 AAT b IV UEEE 070 ~ 1.0lng/mL T, jk
A D B MAEPEEE0.3 ~ 1.25ng/mLYDEFHAN TH o7z,
MFEFT 7 ARXAT b IV REZ A, RHEMKYBREMRITIC L Y
HENRE T A —Z ZHfEE Uiz, WETHIE L7 CL B L Vss IS
BN & HE U TR < RIS 6 At /N R D i < e DA AR
b, HARERHITRA LY b7,

BAMNNREEQEYFEE/ NS A —4

(EIELEN 45
H—12 % A 12—24 % A 2—6 % 6—17 1%
(N=11) (N=16) (N=11) (N=8)
HMERFRE G
e 02—14 02—14 02—14 02—1.0
IR (kg) 6.4+1.2 9.5+1.7 15.343.1 34.0+15.1
CL(L/hr) 7.52+2.68 9.47+3.08 16.32+4.01 27.27+8.97
CL(L/hr/kg) 1.1540.29 0.99+0.26 1.07+0.19 0.830.12
Vss(L/kg) 2.52+0.40 2.26+0.34 2214025 1.79+0.24
tyo(hr) 1.59+0.44 1.64+0.35 1.48+0.28 1.52+0.30
F9{ELS.D.
2B R U 2

EFERAB FIZPHIT 7 A AT b 2 VU HEEE 2.0ug/ke % HEIFFR
NEGTDHE, 2 HO N-Z Vs e ERiaaiR e U TR S,
MEFRRHBIREEDR 41% % iz, REIEFITR ISR S,
P2 554G 24 WEFE 4 & LT GHEEEDK) 85% M3 IR I HEE S 472,
72 W% E TIC, BEHEED 93.8% 2RI, 2.2% 03 # T HE
MEN, JHHTECHTH o7, RPICKREMAEDOT 7 2 AF | 2
VU SN R o T, ek, T AAT MI VLT, R
ERFHEOHERTH 5,

3.9
b MIBIT2EAMERERFI LI ZA, AFIOEAMGETS
<. Y%L ETH o7, AEIOFEATEL. 0.85~85ng/mL DIREHE
FCT—ETHY., HETRDONT, ADOTFEFTHLETHo
7o HREREERE Tl EAMBEROERTRALNT,

A BFHEBEREE B E(CH T HEYENRE
TERERRE S OV A R VB EITHERERS B B (2 hEh
Child-Pugh 7738 212 X % Grade A, B, C T4 1T 0.6pg/kg % 10 43
I CHEFEARNE G L7 & 2 0FEYEBIZIUTO LB ThoTe,
AFNIOVEIRIL, FREREEE O FEEIFHE L CTHEIZER L,
Wk 7 V7 7 v A (CL)ILESEEICMHBE L TR T L, 2h 2
FEYEERE DI 59%. 51%. 2% CTh o7z,

FHEBEREICE T 2ENBE/SA—4

| iy | PR |

T

RTA—=H (N=18) HRFE(N=6) | FEEFEN=7) | FHEN=6)
FaE G- (pg) 39.9+6.7 36.949.0 38.8+11.7 45.2+5.1
BEERSEEO0)T 89.7+1.6 87.9£0.9 86.5£2.0 82.1+3.8
Cinax(ng/mL) 0.901+0.487 | 0.930+0.319 | 0.877+0.498 : 0.760+0.244
Cinaxf(ng/mL){ 0.103£0.016 | 0.120£0.025 | 0.123+0.090 | 0.136+0.027
AUCy(ng-hr/mL) |  1.020.28 1.30+0.42 1.74£0.59 2.03£0.26
ti(hr) 245£0.47 3.87£1.70 5.39+2.19 7.45+1.44
CL(L/hr) 41.9£12.7 31.0£11.4 27.0£12.8 204424
CL(L/hr) 417.74160.5 247.9+85.5 211.7+140.6 132.9434.6
V(L) 119.6+41.1 102.0£17.5 103.4+35.3 209.2+40.0
VDT 1238.7+488.6 | 776.0+172.1 | 741.0+3383 | 1166.9+217.1
SEHE+S.D.

TAERERRE , A, R, MEONTHRERE BE 0T T N=12, 3. 6,
SPINLART A= E B

5BHREEE R EICH T HEYERE
RS E A (CrCL : <30mL/min) IZB75F 27 ZAF K3
DU DIEWINIE (Cpoes Tmae AUC, tine CL, Vi) (2. HEEERERE
L OEEELRFZTRD DN oTe, L L, BHERERERE IR
LT 0 AFAT R VB ORYEIEIIRE STV, (G
NI EITR PP SN D Z L0 D BHERERE BE ~ O R 5
WXV RN ERE SN D FAREMND H 5,

(ERPRALIA]
<EAARIZH 5 ATFPIREP R BB O8ER >
BA

% TAEERBRIC IV T AFIDOH#FER (Ramsay #2227 KUY VAS
P2 a7) ROSEYERRIL, HARNEECKATHETSH S Z &N
SRy gy

RETREEIOINAE SNIEE (BARAN 1L ) 2oLz
TERMBEERT Y v VU TR ARV TC, AREE 6ugkg/hE
DGR T 10 SHFFIRN~FRRRIEA L, #tV T 0.2~0.7ug/kg/Ff
ORPHCEIRNS G Uiz & & (B GREITAR 24 el . S5 A
DR L 72 DIFE P ICIRFREDO T 0 R 7 4 — L OB 5 2 L L
L2 o TREBIOEIGIE, AAEERETIE 90.9%((50/55), 77 &R
FETIT 44.6%(25/56) & 72 1) | AAIG-HE TH R B 02 - 72(p<0.0005),
ARG IL, FCk TR 2E0E QL FELL T, F72, 7
PO E XOBINBES 2 MEE L Lo TJEF OFEIEIZ OV T,
AFNEEHTETIL 87.3%(48/55), 77 B AREETI 75.0%(42/56) & 72 1) |
AAIBEGRECH ISR D> 12(p=0.032),,

(N=50/55)
390.9%

100r  _e— BAA(J-DEX99-Q01)

sl —O EREA(WI7-246)

sof L9 81.3%

7L (N=165/203)
’Q\E 601
W oso| (N=25/56)
B 446% (}
e 38.9%

sor (N=77/198)

20+

104

o . )

75K FOAATRIOY

BHE (%)  HEAEOTORT +—ILEBNEENTEGOES

& f oINS ERN7 Y vy 7#&Ek (-DEX-99-001) 2
o Omg . 47 (85.5%) | . 21 (37.5%)
| __>O0mg~~S0mg | 3.(55%) | 4 (7.1%)___| <0.0005
>50mg 5 (9.1%) 31 (55.4%)
E)LE R
I S 48 (873%) | . 42 (75.0%) 0.0329
Ho 7 (12.7%) 14 (25.0%) )
R OB Y 154} Phase iR (W97-246) 12
e FTIAAT NIVURE 75 v R .
TR A (N=203) (N=198) BE
o Omg .. 122 (60.1%) | 47 (23.7%)
2 0mg>~50mg _ | ___ 43 Q12%) | . 30 (15.2%) ___ | <0.0001°
>50mg 38 (18.7%) 121 (61.1%)
)L E R
A S 93 (45.8%) | . 48 (242%) 0.0001”
oY) 110 (54.2%) 150 (75.8%)

a) fitig% Cii%% L 7= Cochran-Mantel-Haenszel #2E (scores=sMODRIDIT)



b) fitiz% CHH4& L 7= Mantel-Haenszel #i7& (scores=MODRIDIT)

SEHIRIREICT 24 R 2 W 2 S 8E 2 259 55838 (AN 75 1)

Z BT LT IEEMRIER R I T, AKIE 0.2~0.7 ngky
WFOHEPA T 24 WFR 48 2 Chcdz 28 ARMIEMRNE G Lo & &, 13
FHMIE A T o 2ARME, &R ORIRO B FEERIT TR &
BYTHY, WIFNOHEG b 5B 24 LI & 24 IFEE T
A FNRABETIRD b olz (RaTRiE), ARG
|28 L~ Richmond Agitation-Sedation Score (RASS) =0 ZfifF

HHEET 10 S OWIIE 54, 0.2~0.7pg/kg/MEDHFEPH CHERFR 5%
ITHORELRRE Lz, FAEHER LU OAA/S A3 T7=3~4 L L7,
MBS U TCEINEREK L LT R 7 4 —/L, IBgELE s LT
T2 AN EFRETEDL L Lz, TORE, BB EG I
TR T g VOB E BB L Ul TEFIOFIG L. 7T
BAREET 22.7%(5/22). WIS 0.4ug/kg/MERET 13.0%(3/23), W1
A 1.5ugke/ FEBE T 45.8%(11/24) . ¥ H1 AwF Sugky Wi B T
68.0%(17/25), WA 6pg/kg/FHET 80.0%(2025)THY ., 77k
AR L, PIEIAN Spg/keg/MilE & O 6pg/kg/MEE CHEICE -
72(ENZEN p=0.003, p<0.001),

L7z OEIG 1T, 55065 24 RefTE TIX 95.5%. 24 RERILARE WP - AR < B IR FCORBR (DEX-303)
% 70%LL ECHER L 72, _ wwRR | | o | oW | oW | o
B 24 RFHILAA 24 (] n’%*fq”%fwb) DT UHT (;:2’2‘) 0.4ng/ke/MiEt | 1. Sug/ke/W5mt | Sug/ke/MERE | Gug/ke/Mekk
IR e e sesnor e evpr oo o — B N2y | o | 2 | vens)
p B R R 5 227%) | 3 (13.0%) | 11_(458%) | 17 _(68.0%) | 20_ (80.0%) |
fR/E | 3 3] 00400 ] 6 6 100217 | 0.546 by 17 (77.3%) |20 (87.0%) | 13 (542%) | 8 (32.0%) | 5 (20.0%)
EOE |3 3 00400 | 5 6 00217 0513 e — 0086 0003 0001
TRIk 1 L 0.0133 0 0 0 0486 b) JFRFIT 5 CHEE L 7= Mantel-Haenszel #7E (FATFRIEIC X 5 77 AR RE & AHIR 51

a) BBUFEZE OB R (BEF OB G A OAFHE: 24 FEHILIN 75.00,
24 WFIEA 276.08) TER L 7= (B R/ AH)
b) B 5B 24 FERILIN & 24 BRI ORBROLE: (2 27 RiE)

INR

B AR T CHR 2 M L 3 DIETELENR 45 UL L 17 meAims /g
BAEHEARN 63 1 - Lolligifn B AN O FEEE FIAER] 61 61, X OW
B ICU JEf 2 i % /i Ui M —#EIEE e DIick\ VT AH
% 02 ugkg/WRETHEGBRAE L VT 6 kL HIZIF 02~1.0 u g/kg/
B, 6 BEARIMICIE 02~14 u o/kg/MEOHIPHT 6 BERILL HIRE 28 A
RIERINIR S U, BEESEER L~ A TR T SBS* A
a7 —2~0, NI T#IZ SBS 237 —1~0 & L7z, LAF
2 —EEFIK (4T 1) 13 SBS 2 3 7 D& OVESREEER X
ITIEBR R E R OHIBHC EE SV TS S, AFIOSE: - ST
ICHBE RIFT L EZ ONDEANIORERIE & L, T OREE, $4
BIEROIE L R A EEPIC L A 2 — BB ¥ Y T 0B 5
T L U o T JEBI O EIE 1T 77.8%(49/63). 95%(5 HE X [H]13 66.0
~86.4% Coh o7z, 95YASFEX M TRRIZ, AFEROA ShPEH E HL%E
Thbd %% EFRlofz, Fio, FFEMEED FHROBRETH o7,

D)

<EEE. FSEEERE. SHAEETEE. HEERARBRRE>
mlE (565 %) KOEREEE (18~65 %) AU 1 Mkha
WAV CEM L7z, ZOfER, mild & IEminE O <. EipBhne <
T A—H DOETRD ST, HIENER GERERS) ICHERR
HINZEFRD H 2 OSHEDFRIEITED o7z,
T BERT 2 BB M OMEREWE SRS & 5 U R 2 1A CEM L 7=,
ZORER, FTHEREREE OFLE N EE /A2 DIV, AR DL
FEL., BHERENEL 00 | SFRREORESRD b, AFF
GOIEBGIENL, EEENEERE (20 B 8 1) (T ~ITHERERE E B

QofIH 16 ) TEZh ot

R BRI S B S OV BT 2 et G 3B 2 Vs 30 L 72,
T ORGSR, FEIEEHSREREE B L EERRE O T, RERE T
A—HDFEFRD LN hoTz, L, HEEBEERERE CIX
SEERER 2358 < 72 DN A BT,
WEINORERER N 2 R, $EFAl (R XY T A, TaR73—L),
SRA (TN T = =) WMAMEA] (1Y 7T r) Lo
HAERZRE Lo & 2 A, 3B i) 72 A ERNIERRD Hiv7en
ST, BER B, FREMERNS T EER S i, RS

*. State Behavioral Scale
EEER [ oy # (mru=vLs) LOHALIBAEERITRD biLhroT,
o 45380 Toa 2%l 16 6 kLl L
B1%(%) Ne63 12 5 R = A 17 AN [EHhEIE) 15)~20)
(Nﬁm N=18 N=19 N=12 ]1’Eﬁﬁ*§%rq:
N RFNIWNFBAZI AT T DM 0o 7 KLU U B IEE L
DG & 49 ) 0 0 0 T, KIMEEHED LA OB « Sl L ~L ERZMf 5 2 &
11(78.6%) | 12(66.7%) | 15(78.9%) | 11(91.7%)
gelin | (77.8%) Ik B ERZIET 5,
oL 2.0 BEKISHT SR
B ”'Jﬁ,j 66.0-86.4 | 51.7-93.2 43.6-83.9 56.1-92.0 | 62.5-100.0 ZREEMERBRICB T, AANT o SEEICHELT o7 FLF

< BB TICE T 2EHEE COFMRUVLBEREDEE >

BA
T < AL O T ERFRFID 30 2B R D & THREN D BEEXGIT,
77 ARRHR CE BRI 2 RBRSE L 72,
JRATRE « ARERREME O SR T RRER T C O BR(DEX-301 3Bk : 162
B BCIE, AFE 3 T 6pg/kg/MFT 10 43O AR S, 0.2
~0.7ug/kg/WRF OFEPH THERFE G- L7, BIEESH L ~L1L OAA/S A =
T=3~4 L UTs, MEIG UCGENMEFIKE LT el 7+ —IL,
BRI E LTy o X o e 5 cE b L, BT TV
T 7 L= a UERITIE, BERBIBRE X ORI 7 = X =1
BelG-a WL Uiz, 2O/, BB v R 7 +—L 0B
52 Bt L U7pipo TEBIOFIA X, 777 B AREET 1.9%(1/53).
YA 3ugke/FERET 52.8%(28/53). ¥ AW 6ugke/FERE T
57.1%(32/56) TH Y . 7T R REHTH L, WA 3pg/ke/RiRE &L Y
oug/kg/ME CHRICED 2 T2(W T D p<0.001),

U USRI AR E < ARFID T > N RIKREIZBIT 5
R onyap 77 R LT U SRS RS A BRI (pKi ), 02:9.27,
0:6.16 TH Y | REND o ZRBRASOBFIEL oy SZHRA~OBFE
X0 B9 1300 5@ 72,
3EFMER

~ A Ty b, A XT, FEME a7 FLT U U FRERRBEERIC
FES SERER (BIEBIOIRT, EMRFTOER, MMM O H
B%) @b,

(F3hAS ICE T S EEFEMAIR]
—Wek T I ARAT bV URRREJAN)
(Dexmedetomidine Hydrochloride)
B340 (H)-(S)-4-[1-(2,3-dimethylphenyl)ethyl] -1 H-imidazole
monohydrochloride
SFAB O FH - CHiN,-HC : 236.74

JRPTEE - ARFERELSE O JFTHEE T CoORER (DEX-301) REER WG H o CH
TRBRES G- - W W 3 N
DTERT o+ ) Ing/kg/FitE Opg/ke/ i </N CHs
— VBN S- (N=53) (N=56) I “HCl
IR R 28 (s2:8%)____|____32.(71%) ____] HN
HY 52 (98.1%) 25 (47.2%) 24 (42.9%)
e <0.001 <0.001 IR - A OfES E RO R TH D,
a) FIF - A8 & A 7T L7~ Mantel-Haenszel K (FAFIEIC L 57T wRBEL A Ky AX = NETEFTH =9 5NIETRT U,
A GRED ) Bl 59 157°C
BREESY - A5 < BB T RER T CORBR(DEX-303 3Bk : 119 f) 2 (BN E s
T, AHE 15, 3 U 6pg/kg/iFT 10 SR OYHIALE 5%, 02 | ERIOEE
~0.7ug/kg/WREOFEH CHERFR G- Lz, £72. 04ugkg/MEOHERHE G- OFEETDLY OBy T RBATEZ L,
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(3)7 U AL —@EEIE R E CHE LT & [\ AE L, @RI, =7 —RBAZS| X T AREERNH
@7V A X —aHEFRRE O BT D Z &, %)

GV U VICHBSEORFERROOND L X XEHA LN &, GV YRy TIZE Yy T AN, HOERELTHARAO=

ONEENIFNL TV DHER, AR RSOl 5 o 2w T—RRER ST, VY UKL EAT A L DOBEAT
BEDHND EXIFEH LN &, FlLomy LHEE -0y s S¥D, (RESRGE, HAE

2B E5BOEE DLV T A, AL B DIRNCTEAT A v ~D LT —

(WMaEZE <RS2 &, URIRIT 2 ATREMER H 5, ) BABRZDZENDHD,)

Q- ZEEFHE D IZEIL, Lo it E (W F vk OV PR TDOATA L =T v 7 IZHFEITEY FT5

WOEMNLIEL, TR LT ZEIREERVWD &), i, [(ELLEy hEanTWARWEA, “h A 7=

T OB TIRWEE, A 7+ =27 (ARETIC RGN Z DBENRDH D, )

L BEGEEN) RN Z AR ERA BB, £, A NPV VR TICE Y b LTI, BEICHIRE & M9 5 Rl

Ay RISBAEY, BA 7y b LM ORMIZ X, AT AU R T ORRET D HFIEICE, 5T

MERH 2 L, =7 —RA, WRLLV D) VR T OR% FIA IS (EARKBOT T —hx%) 21752 L,

BESHAERL2VWBTNNS 5, ) @V VR TEEATA Do (FEEAL) DOWEITT
B)F ¥ v T EHN L%, U Uk IE NN &, XL THZ L, (BRECLDZY A 7= T B

ZUZED WIEOBEEANR D ZERH D, HEHED
W -0y VBRI THLZENERDEEAT A N~
DT —RANBESND W REND D,)

OV NI R B EN NN DIRETHEA LW &,
(MR LT3 ., REEASIND Z LR
%.)

(105X, AT A v OHR, A Ok S K OSRIRRI %
WZOWTCEHIANCHERT S Z &,

(2 %]
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FEMAEFIRED 0.1~1.25ng/mL & 725 K 512, KA% 1~6pg/kg/FF
T 10~35 5354, R AR & LT 0.056~0.7ug/kg/IRFC 50 43~
24 WEREIRFGER G U7 E o e P BEHERS S ORI B B2 X 5
A—=ZIUTDEEY Thote,

SEMTNREFEH) ST A —H I fE+S D.
tia(hr) 2.39+0.71
CL(L/hr) 35.47+11.95
Vss(L/kg) 1.54+0.983

—v— 2484//1.25ng/mL
—A— 248%[)/0,6ng/mL
—o— 248%M)/0.3ng/mL
& - 128$R3/0.3ng/mL
—v— 18R/1.25ng/mL
—&— 18/ /0.6ng/mL
—o— 1ER/0.45ng/mL
—o— 1#®[/0.3ng/mL
—-O— THR/0. 1ng/mL

N
TN

\\\ \ I\\\\i

N

T v
36 48

FOAXAT S Y VMEFRE (ng/mL)

o-
-
N
N
EN

REEERORE (55R)

MR 9

A2 AR T CHE 2 B L D IETELENS 45 UL 17 SR o 0 A
MNREF(46 BN, AFE 02ug/ke/F CHG-BRIATR . EiRHEE L
SAREBND K DI AEELER 45 BUL 1 6 s O/NMLIE 0.2 ~
1.4pg/kg/E, 6 ik bh b 17 AT O/NNTIE 0.2 ~ 1.0ug/kg/FFOHIFH T
FH A L2 & X0 EHT 1 ~ 2 Brans L < I sAE Al
DFHMIEF T 7 AAT IV UREEE 070 ~ 1.0lng/mL T, jk
AD BEEmAEREEE 0.3 ~ 1.25ng/mL)DFFHA T 72,

MENT 7 ZARXF b I PR A AV, BRI EERRAT IS & D
HEWENRE N T A —F wHEE LT, RETHIEL7- CL B LT Vss 13
BRA & PR U T < FRIC 6wl /N T & 0 i < 72 DA 2558
O bitc, HIEEIIEHEA LY b7,

BAMNNREEQEYFEE/ NS A —4

IEETER 45
B—-125A 12—24 5 8 2—6 1% 6—17 8%
(N=11) (N=16) (N=11) (N=8)
HMERFRE G
ol 02—14 02—14 02—14 02—1.0
IR (kg) 6.4+1.2 9.5£1.7 15.343.1 34.0+15.1
CL(L/hr) 7.52+2.68 9.47+3.08 16.32+4.01 27.2748.97
CL(L/hr/kg) 1.15+0.29 0.99+0.26 1.07+0.19 0.830.12
Vss(L/kg) 2.5240.40 2.26+0.34 2214025 1.79+0.24
tya(hr) 1.59+0.44 1.6440.35 1.48+0.28 1.5240.30
EHEMELS.D.
2B R U

TR A B TICPH]T 7 2 AT b I P U 2.0ug/ke % HEIFHIR
NG5 2 &, 2 D N-Z V7 a UERaAiR L L CEITRB S,
MAEFRBEHEEDK) 41%% ST, T EICRFIHE S Hu,
Be 554G 24 REEI% F CITEEGHGRE DRI 85% 03 )R I PRIt S vz,
72 Wi £ TIT, G HUEBED 93.8% 3R, 2.2% 75N A T HE:
S, PHMILES)TH - T, IRTPICRENEOT 7 A AT I
IRHEN o Tn, B T AAT I VUL, RIS
BRFHEOIEATH 5,

3.0

MBI A EARKARERT L& 25, ARIOEAKEGRITE
<L YU%U ETHoTo, ARAIOFEGMEIZ, 0.85~85ng/mL DR JEHE
FCT—ETHY, HEIROLNT, MAOHFETTL—ETH-o
7o FFHSREREERE TIX, BAMAROETAL LN,

A FTHEERE BB (LR T HEYERE

TREEWRBRE S O, S R O EEF M iERERE(EhTh
Child-Pugh /3% 242 & % Grade A, B, CIZHJ) 1 0.6ug/kg % 10 5y
M CHEFARNBE S L & 2 ORYBIEIILI TO LB Th-oTz,

AFNOWEIEPIE, AFSREREE O BEREE [T L CABICIEE L,
WelER 27 U 7 7 A(CLYITEAEEIHEBI L TR T L, e R
WEERE DK 59%, 51%. 32% TH -7z,

AFLREIEE BB IS H T2 EMBE/NS A4

SyEhhe TR E HHERERE =R
IRTA—H (N=18) HRFE(N=6) | FEEFEWN=T) | FHEN=6)
i P H-tE(pg) 39.9+6.7 36.9+9.0 38.8+11.7 45.245.1
EAEA )T 89.7+1.6 87.9+0.9 86.5:2.0 82.143.8
Cinax(ng/mL) 0.901:0.487 | 0.930+0.319 | 0.877+0.498  0.760+0.244
Cinax(ng/mL)} 0.103£0.016 | 0.120+0.025 | 0.123+0.090 | 0.136+0.027
AUCo.(ng-hr/mL) 1.02+0.28 1.30+0.42 1.74+0.59 2.0320.26
tio(hr) 2.45+0.47 3.87+1.70 539+2.19 7.45+1.44
CL(L/hr) 41.9+12.7 31.0+11.4 27.0+12.8 2024424
CL(L/hr) 417.7£160.5 247.9+85.5 211.7+140.6 132.9+34.6
V(L) 119.6+41.1 102.0+17.5 103.4435.3 209.2:+40.0
Vs DT 1238.7+488.6 | 776.0+172.1 | 741043383 | 1166.9+217.1
FEMELS.D.

TR B, hEE, HEOIMREREEEOTLENN=12, 3, 6,

5PN T A — 2 w5

SEWEEREERECS T 2ENTE

B REREE % (CrCL : <30mL/min)l281F 577 A AF I Y
V DOEMTRECroes. Tuxs AUC, tin. CL, VIT, EEEHERE & D
PRE R AETRO DN oT-, LovL, BEEEREICBIT ST
7 A AT 2V NEOEYEREIIRET S TRy, AT
FIRPHEIE SN D Z &0 D BRREREE B ~ ORI G X
D RBNER— SN D TREMER B D,

(ES PR &)

<KEFAREIZE T HATFRPRUBREROERS >
BA

# 1AHRRBRIZ IRV T, AFIOSEHE M (Ramsay 82 27 &Y VAS
BE A 2 7)) RO BN REIX, AARN ENCKATHEERCTH 5 2 & D3
e,

WREHFIRREIONA SNTZEBEAARAN 111 fhagc L7
TARMBOEERT Y v U W ACB N T, A% ougkg/REO
B 5T 10 SRR A~EREEEA L, Fi T 0.2~0.7ug/kg/RFD
FPHCERARIN P - Uiz & & (GRS R 24 BRE)., SEERER O
FEL 72 DFFE T PICIRIREO 7 0 R 7 4 — VOB S 2 nE L LR
Mo TIEBR OEIA 1T, AFHESHETIE 90.9%(50/55), 77 B REET
1% 44.6%(25/56) & 72 1) . AR BRECHEIZRE D> 72(p<0.0005), A&
RBRAAIL, FORAIZIT DR Y L LT, Eie, fEH
DTV FROENEE G2 MFEE Liadso TIEF OEIBIZ OV T,
AFNB GRETIL 87.3%(48/55), 77 L AREETIL 75.0%(42/56) & 72 1) |
AFI G TH I E Do 12(p=0.032),

100 —e— A& A(J-DEX99-001)
ol —O- BKA(WIT-246)

(N=50/55)
390.9%

sof L9 81.3%

7L (N=165/203)
’Q\E 601
W sl (N=25/56)%
§ ol 446% (}
38.9%
or (N=77/198)
20+
104
0 L }
75K FOAAFRIDY
ANE%)  AREED T ORI+ — LB SHATEFOSS
15 oL N7V v Y 7 iRBR(J-DEX-99-001) 2
TR F—)v T7X)EI\T:§5;V/# 7(?\’;&52;% e
o Omg 47(85.5%) ___ | ____ 21B37.5%) ____
2 0mg~50mg | 3(5.5%) | _____HT71%) ____ <0.0005"
>50mg 5(9.1%) 31(55.4%)
E/LE R
I N N 48(87.3%) ___ .. 42(075.0%) ___|.__ 00327




HY 7027%) | 1425.0%) |
R H OB N5 ##5t Phase T ABR(W97-246) 1@
o FIARF NIV TR .
TaRT F—v (N=203) (N=198) e
- S 122(60.1%)___ | ____: 4123.7%)____
o 20mg~50mg | BRL2%)_ | 30(15.2%)____| <0.0001°
>50mg 38(18.7%) 121(61.1%)
E/LE R
IR RSN | w22 |
) 110(54.2%) 150(75.8%) :

a) filis% Tal#E L 7= Cochran-Mantel-Haenszel i & (scores=sMODRIDIT)
b) fitii% CHH%E L 7= Mantel-Haenszel £ 7 (scores=MODRIDIT)

SEHIBHEIC T 24 WM A 2 D PR 2 29 D BE(H AN 75 i) %
KU LTI BRI IR 2B T AAI% 0.2~0.7 ng/kg/Ff
DI T 24 BEf 28 2 CThiclR 28 BRMIEIRNIER G- Uiz & & FERF
B B T HIKIME, SifEE CRIROBIEARRRIITRO LB
D THY ., WTNOFEG G EGBILAH 24 RERILI & 24 REH)EE Tt
R A E TR DR o T(A I TIRIE), AFHES I8
# L ~UL Richmond Agitation-Sedation Score(RASS) =0 % #EfF L 72
MOEIGIL, $5BRAAH 24 IFH £ TiX 95.5%. 24 FFRHILIEEIT 70%

PLETHER LT,
24 IRFHI LAY 24 IREfHE FE B IR
=G =] s b)
B | e s | st emnsse » | semnpme | e ptae s s ’J”zﬁ?f
B £ 3 3 0.0400 6 6 0.0217 0.546
=INER 3 3 0.0400 5 6 0.0217 0.513
IR 1 1 0.0133 0 0 0 0.486

a) BB A O~ 5 BE(SIER OG- B DA FHIE: 24 KEHILLN 75.00, 24
FHIHR 276.08) THR L 72 IEHAT: £/ A7)
b)$% G- BRAAT 24 WERILAN & 24 HERIEB O RHRO k(A 22 7 HRE)

INR

LR T O 2 LB L DIEELENR 45 UL E 17 im0/
BAHEARN 63 1 - Lolligifn B AN O FEEE FIAER] 61 61, X OW
BLICU SEB] 2 B A& k51T L 7= B —BE3E BRIV AH
% 02 ugkg/WRETHEGBRAE L VT 6 kL HIZIF 02~1.0 u g/kg/
BE. 6 MR 0.2~1.4 u o/ke/MFOEIFHT 6 BERILL R E 28 H
RIEERNEES U7-, BESE L~ A TR EL T SBS* A
a7 —2~0, ANTFMER&TH%IE SBS A7 —1~0 L L7z, LAX
2 —EEFIK (4T 1) 13 SBS 2 2 7 D& OVESREEER X
BB O HERIOHIMNZ FE SV TG S, ARFIOSEE: - SR
TR T T EEZ DN DEANIOFRAZEIE L Uiz, TORER, 81
BIEROIE L R A EEPIC L A 2 — BRI ¥ Y T H0B5
Z WL Lo I EBIDOEIE1E 77.8%(49/63). 95% S HEIX 13 66.0
~86.4% Coh o7z, 95YASFEX M TRRIF, AFEROA ShPEH] & HUE
Thb %% Emlo7z, Fiz. FFEMEED RO ETH -T2,

*. State Behavioral Scale
EIELER N
o | SSHLLE fz’;ié 286 | 6HLLL
B (%) N=63 12 5 AR W A 17 A
it (N=18) (N=19) (N=12)
(N=14)
SHES TN
DEEEY | 1 ., : : .,
WL Liain 73 8% 11 (78.6%) | 12(66.7%) | 15(78.9%) | 11(91.7%)
o I HRE
95%{% 66.0-86.4 51.7-93.2 43.6-83.9 56.1-92.0 62.5-100.0
i1}

<BFHETIZHE T 5ERETOFMRVLEROHEE >

BA
T < AL O T ERFRFD 30 2B R D & THREND BEEXGIT,
77 R CHE RG2S NE L7z,
JRPTIRAY - ARERRERE OO JR T RRER T C O3 BER(DEX-301 38k : 162
1) DIk, A% 3 T 6pgkg/MiT 10 RO WM ARG, 0.2
~0.7ug/kg/MFOFPA CHEFRFE S L7z, BESEEEH L ~ULIX OAA/S A =
T=3~4 & Uiz, MEHOE DGR S LR 7+ —L,
BIERE L L Ty o ¥V e 5ETE52 8L, IT—T
T 7 L— 3 VREBICIE, BRAIBIE) R OBEIRT O 7 = 2 = v
FeGAEVH L Uiz, ZORR, IBPEEEG R v R 7 +—L 08
52 Bt L U7pipo TEBIOFIG X, 777 B AREET 1.9%(1/53).
WA 3pg/kg/ WilE T 52.8%(28/53). #IHIARN 6ugke/BelE T
57.1%(32/56) Th Y | 7T AR L, FIHEATR 3ug/kg/RelE K O}
bug/kg/MHE CHRICED 2 T2 (VT D p<0.001),

| R - (SRR O TSR T T OMBRDEX-301) |

[t 2 SRl - WA FEESY
DFaRT N=53) 3ug/kg/ Mk Gug/kg/IFTE
—/LiEIEG (N=53) (N=56)
SRl ML9%) | 28G28%) | . 32571%)_____
Hh 52(98.1%) 25(47.2%) 24(42.9%)
e ® <0.001 <0.001

a) FHF « QUi X A 7 CHHEE L 72 Mantel-Haenszel #EFATFIEIC L 5 7T B REE L AHK
e H5RED L)

TERSESL - B < B I T RRRE T TORER(DEX-303 3%k : 119 fi) 12
TiX, AAIZ 1.5, 3 T 6pg/kg/F5 T 10 IO WA 5%, 0.2
~0.7ug/kg/FE ORI THERFHE 5 LTz, 72, 04pg/kg/MEOMERHR 5
HEET 10 S OWIIE 54, 0.2~0.7ug/kg/MEDHFEBH CHERFR 5%
ITHORELRRE LTz, FAEEER LU OAA/S A3 T7=3~4 L L7,
VBTG U TEINEREK L LT R 7 4 —/L, IBgELER s LT
T2 AN EFRETEDL L Ln, TORE, BB EG I
T RRT F VOB E LB E Lo TEFIOEIGX, 77
BARBET 22.7%(5/22), A5 0.4ug/kg/MHEE T 13.0%(3/23), #I
AT 1.5ugke/ FERE T 45.8%(11/24) . ¥ H1 AwF Sugky Wi fE T
68.0%(17/25), WA 6pug/kg/FRHET 80.0%(2025)THY ., 77k
REHCH L, PIMIAT Sug/kg/MEREL O 6pg/kg/MERECARICH A >
72(ENZE R p=0.003, p<0.001),
RERSEA - 5B < B IR FRREE T C O #BR(DEX-303)

TR S — VI WA WA WA
DT RT (N=22) 0.4pg/kg/RERE | 1.5pg/kg/ReRE | 3pg/kg/ReRE | opg/ke/ReRE
— /LB G- (N=23) (N=24) (N=25) (N=25)
L] 5Q27%) | | 3(13.0%) | _11458%) | 17(68.0%)_ | 20(80.0%) |
HY 17(77.3%) | 20(87.0%) 13(54.2%) 8(32.0%) 5(20.0%)
e — 0.086 0.003 <0.001

b) JFRFRT 5 CHRTE L 7= Mantel-Haenszel BE (P TIAIC X 5 77 & REE & AFHE 5RO
i)

<EEE. FgEEERE. SHAEETERE. HEERARBRRE>
B (65 3K UFEE N (18~65 %) & X8I T HHRBR 214k
THEM LTz, ZORER, Gl L IEEEE OB T, EYEE T 2
— X DETFRD ST, I FEREEFRERS)IC b BRI
FDH D IEMEDOFEITFRD b o7,
R RERR 5 B B ORISR % 5 S 3Bk & Mg /h C3E0E L7z,
T ORER, FTHEREREE OFLE N EEIZ/A2 DITHEV, AR DI
FEL ., BHERENEL 700 | SFRREORESRD bz, AFF
LORHBIEUL, EHERERE (20 51T 8 )T H~TFHREREE (20
Bl 16 BT o7z,
R R IR B S OV R BR T 2 et G 3B 2 Vs 3R 0E L 72,
FOFER, TR E R LR E O T, RiyEe RS
A—ZDFETFRD LN oT, UL, HEEBRERERE Tk
SEERER 2358 < 72 DN A BT,
WA DR & R, BEFFI(I XY 7 5, T rER T 4+ —0L),
SRANT VT = o F =)L) BANFESI(A Y 70T )& O EER
EREt Lz & 2 A, @i e M B ERIERRD B ds > 7208,
S, SR, FRER S F N E IR S -, PHERAIRERI(2 7 1
=7 2 E O LA ENERITERD bR o Tz,

(FEpEEE] 220

1 e PR
AFNIRMNTBZZ AT T 24BN 0o 7 KLU U2 B EREN L
T, KIMEESEO EATHAR OB - HEE L~V ER A2 HHT 5 2 &
Ik 0 SRER 2 3BT 5,

2.0 ZFREICHT BER
SZREEMERBRICRE T, AFNT o ZHEEIZH LT o7 KLt
U USRI AR E < ARFID T > N RIMREIZBIT 5
R oy ap 77 R L U SR RIRIS RS A BRI (pKi ), 02:9.27,
01:6.16 THY | KAID o ZEEA~OBFNET 0 ZRE~OFFME
X0 B9 1300 5@ o 72,

3EFMER
~ A Ty b, A XT, FEME a7 FLT U U FERRBEER IS
S < SHHAVER(BFEEN O T, ER S OTE K, HEIRAME O HEL
ST BTz,

(BE3morICBEd SEEFHIR]
—Wet T I ARAT bV URRRE(AN)
(Dexmedetomidine Hydrochloride)
(+)-(S)-4-[1-(2,3-dimethylphenyl)ethyl] -1 H-imidazole
monohydrochloride

(=2



53 F3 : CisHieN, HCI : 236.74
DT 23674
Rl K9 157°C
PR Bk E IS REORETH D,
Ky AL ) —IVETIXTH ) —U99SNIETLT N,

(8 #]
T LT v 7 AFER 200pg [7 7 A ¥ —1 : 2mL(Q200pg)x5 /31
TV

(EZRK]

1) Fragen R.J. etal.:J. Clin. Anesth. 11:466-470, 1999

2) HPNEEL  ANEAER L LI ENG 3 HRBRICS T % e

TH#H (C0801017)

3) Trissel L.A. et al.:Int. J. Pharm. Comp. 6:230-233,2002

4) f:PNEEl : Dexmedetomidine Dose-Ranging Study to Evaluate the
Effects of Dexmedetomidine on Sedation (Caucasian), 1997

5) #ENEEL : Dexmedetomidine Dose-Ranging Study to Evaluate the
Effects of Dexmedetomidine on Sedation in Japanese Subjects,
1999

6) FTHANETEL . SEITE (C0801017)

7) #LPNEEL : A Phase I, Single-Center, Open-Label Study Evaluating
the Metabolism and Excretion of *H- Dexmedetomidine in Healthy,
Adult Volunteers, 1997

8) Pugh R.N. et al.:Br. J. Surg. 60:646-649, 1973

9) HPEEL - R OETIRIFICH T 28 - BERAIL LTo
DA-9501 ©7'Y » ¥ 7 T H BB, 2001

10) # N & £t : A Phase II , Multi-center, Randomized,
Placebo-Controlled, Double-Blind Study Evaluating the Safety and
Efficacy of Dexmedetomidine When Compared to Placebo, With
Propofol, For ICU Sedation in Post-Operative Patients, 1998

11) #NEEL : DA-9501 DRI GIZRIT D Zattl JOA L
R 2 B IURIE B R B 53Uk, 2009

12) HNER - BERRBREGE (C0801017)

13) tHENEE: =5 U > JEHRT TOIERFE TR L OIERE L
ERF ORI T 5 DA-9501 DFRIER LM 2 iatd 2
BRI 7 AR R SRR, 2012

14) HPEEL: T =2 U o ZEHT ORISR IIFTRE < b IR
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FUART RV

1.8 isfh30E: (R)

1.8.2 ZheE - 2 () , HiE - HE () KOZOFRERIL
1. 3Rk - R (R) RUZOHRERIL

1.1. 3088 - R (B

RE - R (%)
EPIBIFRIZ BT D N TP b e ORISR #% oD

1.2. 3086 - R (B) BERAL

EINFRER C0801017 T, JRBRZELL 5-BHAE O HE 24 BEfIH D VNI AN TR T (RBREEE 5 24
BEFILAINIC A TR 28T L72356) £ ToMMICBIT 2, LAFa—#EiHE (X4 70) ©
PGB L Ule o T BRE OFIS (95% CD 1%, 77.8% (66.0,86.4) ThH o7z, Z OFERIT,
AFABR OIEFIEGR TR CAUE L =3I a2 EI A 60%% K& < ERlY, 512 95% CI FIRAA %)
PEHERMETH 5 40% 50D bED -T2 LD, RAOBEWEFDENEO b, £z, 1Bk
S 24 REfE 7> 5 N TR T £ COMIM OFHMIAEFNL 3 FlOATHo72n3, L AF¥ 2 —HE
OB EZ VI L Lo T2 90RE OEE (95% CI) 1% 100.0% (38.3,100.0) TH YV, KA|D 24
W[ & 8 2 5 BEH-REOSEFFN R RIB STz, DI, HER DRI G T £ TodMic
BUFDIXY T EELEE LD HEBREDOEIS (95%CD 1X91.8% (81.8,96.8) THY, A
TR T 2 AAIME H 2 fikfe L 7256 Om WIS R S (2.7.33.2.1.11)

LEXY, /MRIZEWTY, LGRS T D N TR K OBERi% 0O ST 263 2 A0 il
REINT=Z b, ZhHE - R (D) 1F, HRAITH L TR SN TWDRIRE - IR EF T T4
IR IS 1T D N TIRF K OB 2 D #EE ) & LT,
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T AXT b IV IR
L8 I 3CE (%)
1.8.2 ZhRE - 20 () , Wik - HE (B) LOZ OBRERML

2. ik - AR () RUGZEORERIL
2.1. g - HE (B
HTATBIN L7y & TR Cm L,

Mk A& (B

1. FEHIRRIC T D N TP A K OB % O Sk

WE, A, T2 ZAATF R IV 6 png/kg/BEOP G E T 10 4 REARAN ~EifE A L ()
HAMEE) , HOTEEOIREBIZELE T, BMEEH L ~ABNELN 58, MEFFRELE LT02~
0.7 ng/kg/WF ORI CTRIGEEAT 2 (MEFFIE L) o F7o, MHEREENOHBT L2 L b TE D,

B, 6L EO/NRBIZIE, T ARAT R IV U % 0.2 ng/ke/ME0 I 5 E CEIRN ~FiftiEA L,
BEORREBICEDE T, EEiEiH LN 5558, 0.2~1.0 ug/ke/FFOFiPH CEHEEAT 5,

W, BIEEM (FEREE 4 HAEZBEE) 45 8L 6 AR O/NRIZIE, TZ7AAT RIV V%
0.2 ng/keg/WRe O£ 5 TEHARN ~FEEIEA L, BFEORIEICHDOE T, EeaF L~ 35 oh
HHE, 0.2~1.4 pg/ke/HF O CREIEAT B,

kB, BREOREBIZAEDET, REHELEERET L Z L,

22. ik - HE (R) RERHL
2.2.1. HBAEI OB EARHL

INREERIREEE P E 2 kPG & LT AF/NRIC BT 2 8HERR - $UmROEHERT > 7 — Mk
(LLF, TFE] ) 12BWT, AFIDMEH STV DERIL, EIEER 45 BULLE 6 AR A &
H %<, WWT 6 Ll 17 R, EEAENR 36 HELE 45 HRR CTH Y, EELE 36 BAT~
OFERITFEFICENTH 72, AFEFER LY, EIEERE 36 BLLE 17 s AR~ IZRe 1 i
RTE=N, —HTEEMSEE 45 BRIEZOWTIE, %1 3 AREOBIETOMFEHIZENT
b5, MBEFEKRASERMTIEIT 7 AAT I VARIEEA LTy, AR
KHLTT I AAT FIVUAIERH LTV, SR - SN M E BRI L7 = v X = V2
—RFEEL LT D ) HOa Ay EBRRFHETHLILTEY, EEMER 45 BRI T 2 AR5
OHEAMEBLP=—XEFHL LTIV EE X O, U EOFHEREZENE 2, ENHER
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Q) & M ~OARFIOBITIIRHTH 5, FIbd~DOF 51585 2 &, &
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A HURE
G 1 (0.10) — — — 1 0.07)
fiti % 1 (0.10) — — — 1 0.07)
BRI E 1 (0.10) — — — 1 0.07)
IRCES
IO
YRV
REE
A 1 6 (0.59) — — — — 6 (0.44)
FeERE |1 (0.10) — — — — 1 (0.07)
M |1 (0.10) — — — — 1 0.07)
MmN
e[
IR ER - 1 (133) | — — 1 0.07)
g
HimEk | 2 (0.20) — — — 2 (0.15)
g
/i | 2 (0.20) 1 (133) | — — 3 (0.22)
W IE
Rt
Lo
FIEE
T 7 (0.68) - - — 1 (159 |8 (0.59)
=
A
miE | 4 (0.39) — — — — 4 (0.29)
A 3 (0.29) — — — — 3 (0.22)
NIk
il
k= | 3 (0.29) — — — 3 (0.22)
g
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B ik 17 (1.66) — — — 1 (1.59) 18 (1.32)
NS 2 (0.20) — — — — 2 (0.15)
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TA R 1 (0.10) — — — — 1 0.07)
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AR Pz
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[
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AR
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] 2 (0.20) — — — — 2 0.15)
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JitizK fEE (0.39) — — — — 4 (0.29)
I (0.20) — — — — 2 (0.15)
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N
A
R |1 (0.10) — 46 (4220) |39  (4021) |2 (3.17) | 88 (6.44)
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g%ﬁ% 1 (0.10) — — — — 1 0.07)
@%4\‘ 2 (0.20) — — — — 2 (0.15)
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ANz | 33 (3.23) — — — 33 (2.42)
o
B |1 (0.10) — — — — 1 0.07)
&= 61 (5.97) — 2 183 |2 (2.06) 1 (1.59) | 66 (4.83)
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JHFRE
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3 ES
F O
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ALEEE 1 (0.10) — — — — 1 0.07)
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e
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N A
fgfﬁéﬁﬁ
B HEm | 2 (0.20) — — — — 2 (0.15)
BR[| 1 (0.10) — — — — 1 (0.07)
[EEENS
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[
ZIR 8 (0.78) — — — — 8 (0.59)
IR P 1 (0.10) — — — — 1 0.07)
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HhEE
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B 4 (0.39) — — — — 4 (0.29)
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FUARAF NI VUL, R 1147 A 19 BN EIES 1113 BB L OER 1948 H 6
H AT 3R 0806001 ZI2 LV LT X Ic@mEn,

—REIA TR
(AARA) 77 AAT I VR

(%  4) Dexmedetomidine Hydrochloride

2. INN

T AAT NV UEEEEIE, r-INN & LT WHO Drug Information, Vol. 3, No.3, 1989 (List 29), P.4
I ST D,

— R TR+ dexmedetomidine

& % 4 : (H)-(S)-4-[1-(2,3-dimethylphenyl)ethyl]-1H-imidazole
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DHFAR OZ L 5 DAl

(B CEN

CIHs

HiC H

<} CHs

.y *HCI
HN-—

HEIVRTRIC I B A LIPE o R VR 1% 0D S
JRFTIRIE R8T B FEIRAE C O T4 B QML E R O $EF

1. SRR B N TR b R O 1% O $E %

WE, RAICE, T AAT R //%m@@%m&@@ﬁfm
L (WIARTERY) , BV CTEBEOREBIZEDLE T, ElEiF L ABNEONDEE, MR
%&Lfozwnuy@ﬁ@%@f%ﬁ&A¢6(%ﬁ&@)oik,%ﬁﬁﬁmaﬁ%T
6:&%?%60&£,%%@%%Kébﬁf,&@EE%EEW%T%:&O

2. JRFTRRER N2 361 2 JEHRE C O T K OMLE Ky O $1%

WE, A i TIAAT R //%m@@%m&@@ﬁfm
L (Uiianm#s) , o CEFoRiE
F & LT 02~0.7 ng/kg/fF D# lfﬁm&ﬂ#é(%ﬁ&%)o
T, BEHEEZEERET S L,

3 TR RPN ~ e EA

3 TR RPN ~ e EA
BhET, FEEEL NGO A, M
ek, BEOREICA DY

&

|FE5E DI E

WK [E:
B PE 36 £ B 36 £

AVIE 2 S LAVIE 5% S

JE A B

FA  (D-(S)4-[1-Q3-FVAFNT ==V ZF N IHA I EZ =) QAT 7 AAT 3
UV) , ZTOEHEREOENSLORE|, 72720, 131 TR H)-(S)-4-[1-(2,3- A F
NT 2=y ZFIVHA I H Y =)L & LT 200 pg PA T &2 &A% 8K 2L,

B (H)-(8)4-[1-Q3-FAF T 2 =)b) ZF1HA I XY= BT 7 AAF 3
D) OREITH o T, 1 23 T A ()(8)-4-[1-2,3-F A F LT = =)L) =F)L]-1H-
AIF =L ELT20ug L FEERTDHD,

A R O
ARG -

R4 . 7T v AFEK 200 ug (77 A —]
TV T v 7 AR 200 pg (=LA )
TR T v 7 AFER 200 pg,/S0mL > U Y [T 7 A P
TR T v 7 AFER 200 pg,/S0mL Y Y [ V)
BRI+ T AAT IV
G
TLBT vy AFER200ug : 1 XA T A 2mLHF200ug (F7AAT IV ELTQ)
FLET v 7 ZAEEK 200 ug, 50mL U V1 U Y200 ug(F 7 ARAT R IV
EL0)

2k
HEWE D BB B (mg/kg) ERARPNHEE L
~ A & :5mgkg, 210 mgkg
Z7v b 72 :5mgkeg

A4 X 7% :2mgkg

18 1%
EURZL 5 Feh5I71k I PR
i
Zv b 28HM HARMNIE S <10 pg/kg/H IREEEIMG, S, SLE, IR
(%) B, HRERZEH, ffRiRE, Mo
BRILE, Mi~o~EDT Y v
#HR~I7uT 7 —VIHEM, B
BRRATIER
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T ARAT IV MR
1.10 - BEREOIFEFAEROE LD

q X 28 H HARNEE <10 pg/kg/H BEE, SOOI BIT, BESRE,
(%) SIAT, FREERE, AEME, FFRIARO
IR E TR F— R

BIEH] P BIITIS T D AT PR H B OB 82 D S
CERNT Y U TRBR (RAIRG I 24 KA £ T)

RBITEA R 31 511/86 #1=36.0%
BIVE A O FfE Bk B

e I 9% (10.5%)
R afi 1n# (12.8%)

M 5, 4 (4.7%)

- IR EIA BHE 2 G & LI R &L 0B85

RIE 3B 464 151/1022 5i1=45.4%
BIVE A O FfE Bk FEBLE

ARG 1 210 1 (20.5%)

e I 9451l (9.2%)

M 5, 61 51 (6.0%)

ZHIR 60 % (5.9%)

H R 3341 (3.2%)

- ENEMERGRE (RAR GBI © 24 K 28 X Tk 28 HF)

BIEMFEEBLE 30 1511/75 $1=40.0%
IE F o FEE Bl B

R ifn £ 1561  (20.0%)
& L E 1261 (16.0%)
IR 3B (4.0%)

EERRAIEOZLET, WIS BN - LERIC RSO DR S#IN TH -7,

RETRREET (2 381) 5 FERE T O T R ULE R O S
- ENIERE BHE I T 2 Tl M ORLE IR O SRR

RITE BB 166 1511/206 151=80.6%
BIVE A O FfE Bk B
ekl 85 fil  (41.3%)
AR i 84 f5l  (40.8%)
ZHIR 60 1 (29.1%)
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