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PRECEDEXTM

DEXMEDETOMIDINE HYDROCHLORIDE  Injection

DESCRIPTION
PRECEDEXTM (dexmedetomidine hydrochloride injection) is a sterile, nonpyrogenic solution
suitable for intravenous infusion following dilution.  Dexmedetomidine hydrochloride is the S-
enantiomer of medetomidine and is chemically described as  (+)-4-(S)-[1-(2,3-
dimethylphenyl)ethyl]-1H-imidazole monohydrochloride.  Dexmedetomidine has a molecular
weight of 236.7.  The empirical formula is C13H16N2 • HCl and the structural formula is:
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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 is supplied as a clear, colorless, isotonic solution with a pH of 4.5 to 7.0.  Each 1
mL of PRECEDEX contains 118 mcg of dexmedetomidine HCl (equivalent to 100 mcg
dexmedetomidine base) and 9 mg of sodium chloride in water.  The solution is preservative-free
and contains no additives or chemical stabilizers.

CLINICAL PHARMACOLOGY
General
Dexmedetomidine is a relatively selective alpha2-adrenoceptor agonist with sedative properties.
Alpha2-selectivity was observed in animals following slow intravenous (IV) infusion of low and
medium doses (10-300 mcg/kg).  Both alpha1 and alpha2 activity was observed following slow
IV infusion of high doses (≥1000 mcg/kg) or with rapid IV administration.

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 IV infusion at doses within the recommended dose range (0.2-0.7 mcg/kg).

Pharmacokinetics 
Following intravenous administration, dexmedetomidine exhibits the following pharmacokinetic
parameters: a rapid distribution phase with a distribution half-life (t

1/2
) of approximately

6 minutes; a terminal elimination half-life (t
1/2

) of approximately 2 hours; and steady-state

volume of distribution (Vss) 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.

f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


Dexmedetomidine HCl December 23, 1999
Draft Labeling 2

Dexmedetomidine exhibits linear kinetics in the dosage range of 0.2 to 0.7 µg/kg/hr when
administered by IV infusion for up to 24 hours.  Table 1 shows the main pharmacokinetic
parameters when PRECEDEX was infused (after appropriate loading doses) at maintenance
infusion rates of 0.17 µg/kg/hr (target concentration of 0.3 ng/mL) for 12 and 24 hours, 0.33
µg/kg/hr (target concentration of 0.6 ng/mL) for 24 hours, and 0.70 µg/kg/hr (target
concentration of 1.25 ng/mL) for 24 hours.

Table 1:                    Mean  ± SD Pharmacokinetic Parameters.
Loading Infusion (min)/Total infusion duration (hrs)

10 min/12 hrs 10 min/24hrs 10 min/24 hrs 35 min/24 hrs
Dexmedetomidine Target Concentration (ng/mL) /Dose (mcg/kg/hr)

Parameter

0.3/0.17 0.3/0.17 0.6/0.33 1.25/0.70
tl/2*, hour
CL, liter/hour
Vss, liter
Avg Css#, ng/mL

1.78 ± 0.30
46.3 ± 8.3
88.7 ± 22.9
0.27 ± 0.05

2.22 ± 0.59
43.1 ± 6.5
102.4 ± 20.3
0.27 ± 0.05

2.23 ± 0.21
35.3 ± 6.8
93.6 ± 17.0
0.67 ± 0.10

2.50 ± 0.61
36.5 ± 7.5
99.6 ± 17.8
1.37 ± 0.20

*Presented as harmonic mean and pseudo standard deviation.
#Avg Css = Average steady-state concentration of dexmedetomidine. (2.5 - 9 hour samples for
12 hour infusion and 2.5 - 18 hour samples for 24 hour infusions.).

Distribution
The steady-state volume of distribution (Vss) of dexmedetomidine is approximately 118 liters. 

Dexmedetomidine protein binding was assessed in the plasma of normal healthy male and
female volunteers. The average protein binding was 94% and was constant across the different
concentrations tested.  Protein binding was similar in males and females.  The fraction of
dexmedetomidine that was bound to plasma proteins was statistically 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 dexmedetomidine were observed.  The potential for protein binding
displacement of phenytoin, warfarin, ibuprofen, propranolol, theophylline, and digoxin by
dexmedetomidine was explored in vitro and none of these compounds appeared to be
significantly displaced by dexmedetomidine.

Metabolism

Dexmedetomidine undergoes almost complete biotransoformation 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
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hydroxylation (mediated primarily by CYP2A6) 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 N-methyl O-glucuronide
dexmedetomidine.

Elimination
The terminal elimination half-life (t

1/2
) 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 IV 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-glucoronidation 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 dexmedetomidine pharmacokinetics due to gender.

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

Pediatrics
The pharmacokinetic profile of dexmedetomidine has not been studied in pediatric patients.

Renal Impairment
Dexmedetomidine pharmacokinetics (Cmax, Tmax, AUC, t1/2, CL, and VSS) were not significantly
different in subjects with severe renal impairment (creatinine clearance <30 mL/min) compared
to healthy subjects.  However, the pharmacokinetics of the metabolites of dexmedetomidine
have not been evaluated in patients with impaired renal function.  Since the majority of
metabolites are excreted in the urine, it is possible that the metabolites may accumulate upon
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long-term infusions in patients with impaired renal function (See PRECAUTIONS, Geriatrics,
DOSAGE AND ADMINISTRATION).

Hepatic Impairment
In subjects with varying degrees of hepatic impairment (Child-Pugh Class A, B, or C),
clearance values for dexmedetomidine were lower than in healthy subjects.  The mean clearance
values for subjects 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
patients with hepatic impairment (see PRECAUTIONS, Hepatic Impairment and DOSAGE
AND ADMINISTRATION).

Clinical Trials
The safety and efficacy of PRECEDEX has been evaluated in two randomized,
double-blind, parallel-group, placebo-controlled multicenter clinical trials in 754 patients being
treated in a surgical intensive care unit (ICU).  All patients were initially intubated and received
mechanical ventilation.  These trials evaluated the sedative properties of dexmedetomidine 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 2.

    
Table 2:     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 patients were randomized to receive placebo and 178 to receive
dexmedetomidine 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 1 (one) mcg/kg 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 medication (midazolam) needed
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to maintain sedation as specified while intubated.  Patients randomized to placebo received
significantly more midazolam than patients randomized to dexmedetomidine (see Table 3). 

A second prospective primary analysis assessed the sedative effects of dexmedetomidine 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 dexmedetomidine group maintained a Ramsay sedation score of ≥3 without
receiving any midazolam rescue compared to the placebo group (see Table 3). 

Table 3:     Midazolam Use As Rescue Medication During Intubation (ITT)*
Study One

Placebo

N=175

Dexmedetomidine
N=178

p-value

Mean total dose of
midazolam

        Standard deviation

19 mg
   

53 mg

5 mg

          19 mg

0.0011**

Categorized midazolam use           

0mg 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 and Center   ***Chi-Square

A prospective secondary analysis assessed the dose of morphine sulfate administered to
patients in the dexmedetomidine and placebo groups.  On average, dexmedetomidine-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 dexmedetomidine patients received no
morphine sulfate for pain versus 19% (33 of 175 patients) in the placebo group.

In a second study, 198 patients were randomized to receive placebo and 203 to receive
dexmedetomidine 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 1 (one) mcg/kg IV 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 dexmedetomidine (see Table 4). 

f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


Real-Time Litigation Alerts
  Keep your litigation team up-to-date with real-time  

alerts and advanced team management tools built for  
the enterprise, all while greatly reducing PACER spend.

  Our comprehensive service means we can handle Federal, 
State, and Administrative courts across the country.

Advanced Docket Research
  With over 230 million records, Docket Alarm’s cloud-native 

docket research platform finds what other services can’t. 
Coverage includes Federal, State, plus PTAB, TTAB, ITC  
and NLRB decisions, all in one place.

  Identify arguments that have been successful in the past 
with full text, pinpoint searching. Link to case law cited  
within any court document via Fastcase.

Analytics At Your Fingertips
  Learn what happened the last time a particular judge,  

opposing counsel or company faced cases similar to yours.

  Advanced out-of-the-box PTAB and TTAB analytics are  
always at your fingertips.

Docket Alarm provides insights to develop a more  

informed litigation strategy and the peace of mind of 

knowing you’re on top of things.

Explore Litigation 
Insights

®

WHAT WILL YOU BUILD?  |  sales@docketalarm.com  |  1-866-77-FASTCASE

API
Docket Alarm offers a powerful API 
(application programming inter-
face) to developers that want to 
integrate case filings into their apps.

LAW FIRMS
Build custom dashboards for your 
attorneys and clients with live data 
direct from the court.

Automate many repetitive legal  
tasks like conflict checks, document 
management, and marketing.

FINANCIAL INSTITUTIONS
Litigation and bankruptcy checks 
for companies and debtors.

E-DISCOVERY AND  
LEGAL VENDORS
Sync your system to PACER to  
automate legal marketing.


