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pproved by the FDA on April 5, 2022,
dexmedetomidine sublingual film
(Igalmi, manufactured and distrib-
uted by BioXcel Therapeutics, Inc., New
Haven, CT USA) is indicated in adults for
the acute treatment of agitation associated
with schizophrenia or bipolar I or II disorder
(Table, page 35).'* 1t is administered sublin-
gually or buccally under the supervision of
a health care provider. After administration,
patients should have their vital signs and
alertness assessed but there is no FDA Risk
Evaluation and Mitigation Strategy (REMS)
required for use. A limitation of use is that
the safety and effectiveness of dexmedetomi-
dine sublingual film has not been established
beyond 24 hours from the first dose.? There
are no contraindications for use.?
Dexmedetomidine is a well-known effi-
cacious alpha-2 adrenergic receptor agonist
available since 1999 in an IV formulation
indicated for sedation of initially intubated
and mechanically ventilated patients in an
ICU setting, and sedation of nonintubated
patients prior to and/or during surgical
and other procedures.’* The reformulation
of dexmedetomidine as a sublingual film
allows the broader use of this agent in psy-
chiatric settings when managing agitation
in patients with schizophrenia or bipolar
disorder, and thus potentially avoiding the
use of IM administration of antipsychotics
and/or benzodiazepines. Noninvasive for-
mulations, although requiring cooperation
from patients, have the potential to improve
overall patient experience, thereby improv-
ing future cooperation between patients
and health care professionals.®

Dosing

Dexmedetomidine sublingual film is distrib-
uted commercially in the following strengths:
180 mcg and 120 mcg. It consists of a lightly
mint-flavored, rectangular film containing 2
microdeposits of dexmedetomidine hydro-
chloride. Dosage strengths of 90 mcg and
60 mcg are available by cutting the 180 mcg
or 120 mcg film in half between the 2 visible
darker blue dots. The recommended dose
depends on the severity of agitation, age,
and the presence of hepatic impairment.
For severe agitation, the recommended dose
is 180 mcg. For mild or moderate agitation,
the recommended dose is 120 mcg. Dosage
is reduced in patients with mild/moderate
hepatic impairment (120 mcg for severe agi-
tation and 90 mcg for mild or moderate agita-
tion) or severe hepatic impairment (90 mcg
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Fast facts about dexmedetomidine sublingual film

Brand name: Igalmi

Class: Alpha-2 adrenergic receptor agonist

Indication: Indicated in adults for the acute treatment of agitation associated with schizophrenia or

bipolar | or Il disorder

Approval date: April 5, 2022

Availability date: Mid-2022

Manufacturer: BioXcel Therapeuitics, Inc.

Dosing forms: Rectangular film containing 2 microdeposits of either 60 mcg or 90 mcg each (for a
total dose of 120 mcg or 180 mcg); 10-count and 30-count packaging

Recommended dose: For severe agitation, the recommended dose is 180 mcg. For mild or
moderate agitation, the recommended dose is 120 mcg. Doses are reduced in patients with mild/
moderate hepatic impairment (120 mcg for severe agitation and 90 mcg for mild or moderate
agitation) or severe hepatic impairment (90 mcg and 60 mcg, for severe and mild/moderate agitation,
respectively). The dose recommended for geriatric patients (defined as age >65 years) is 120 mcg for

mild, moderate, or severe agitation

and 60 mcg, for severe and mild/moderate
agitation, respectively). The dose recom-
mended for geriatric patients (defined as age
265 years) is 120 mcg for either mild, moder-
ate, or severe agitation. Patients are advised
not to eat or drink for at least 15 minutes
after sublingual administration, or at least
1 hour after buccal administration (defined
as placement in the mouth directly behind
the lower lip).

If agitation persists after the initial dose,
up to 2 additional doses (90 mcg if the ini-
tial dose was 180 mcg, otherwise 60 mcg if
the initial dose was 120, 90, or 60 mcg) may
be given at least 2 hours apart. Assessment
of vital signs, including orthostatic mea-
surements, is required prior to the admin-
istration of any subsequent doses. Due to
risk of hypotension, additional doses are
not recommended in patients with sys-
tolic blood pressure <90 mm Hg, diastolic
blood pressure <60 mm Hg, heart rate <60
beats per minute, or postural decrease in
systolic blood pressure >20 mm Hg or in
diastolic blood pressure 210 mm Hg.

Mechanism of action and
pharmacodynamics
Dexmedetomidine is an alpha-2 adrener-
gic receptor agonist and the mechanism of
action in the acute treatment of agitation is

thought to be due to activation of presyn-
aptic alpha-2 adrenergic receptors.? Binding
affinities (Ki values) are 4 to 6 nM at the
alpha-2 adrenergic receptor subtypes.

Dexmedetomidine exhibits concentration-
dependent QT prolongation, with mean
QTc increases from baseline from 6 msec
(120 mcg single dose) to 11 msec (180 mcg
plus 2 additional doses of 90 mcg 2 hours
apart for a total of 3 doses).? Placing the
observation about QTc prolongation into
clinical context, studies of IM administration
of ziprasidone 20 mg and 30 mg and halo-
peridol 7.5 mg and 10 mg resulted in changes
of the QTc interval of 4.6 msec and 6.0 msec,
respectively, after 1 dose® After a second
injection, these values were 12.8 msec and
14.7 msec, respectively.®

Clinical pharmacokinetics

The sublingual film formulation is absorbed
orally, bypassing first-pass metabolism, and
achieving higher dexmedetomidine bioavail-
ability than ingested formulations.” Exposure
is dose-dependent, with dexmedetomidine
being quantifiable in plasma after 5 to 20
minutes post dosing, and with a plasma half-
life of 2 to 3 hours.?® Mean time for the film
to dissolve in the mouth was approximately
6 to 8 minutes following sublingual admin-
istration, and 18 minutes following buccal
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administration.? Absolute bioavailability
was approximately 72% and 82% following
sublingual and buccal administration,
respectively? Mean maximal plasma concen-
trations of dexmedetomidine were reached
approximately 2 hours after sublingual or
buccal administration.? Compared to drink-
ing water at 2 hours post administration,
early water intake (as early as 15 minutes
post-dose) had minimal effects on the rate or
extent of sublingual absorption but was not
assessed after buccal administration.? The
average protein binding was 94% and was
constant across the different plasma con-
centrations evaluated and similar in males
and females, but significantly decreased in
participants with hepatic impairment com-
pared to healthy individuals.? In contrast, the
pharmacokinetic profile of dexmedetomi-
dine is not significantly different in patients
with creatinine clearance <30 mL/minute
compared to those with normal renal func-
tion.? Dexmedetomidine undergoes almost
complete biotransformation to inactive
metabolites via direct glucuronidation as
well as cytochrome P450 (CYP) (primarily
CYP2A6)-mediated metabolism.? There is no
evidence of any CYP-mediated drug interac-
tions that are likely to be of clinical relevance.?

Efficacy

The efficacy and tolerability of 120 mcg
and 180 mcg doses of dexmedetomidine
sublingual film was evaluated in 2 simi-
larly designed, randomized, double-blind,
placebo-controlled, Phase 3 trials in the
treatment of acute agitation associated with
schizophrenia, schizoaffective, or schizo-
phreniform disorder’ and bipolar I or II
disorder.”® These studies included a total
of 758 adult patients age range 18 to 71
(mean age approximately 46.5), with about
59% male participants.? In contrast to other
agents approved by the FDA for treatment
of agitation associated with bipolar disor-
der, dexmedetomidine sublingual film was
assessed in patients regardless of polar-
ity (manic, mixed features, or depressed).’
The primary efficacy measure for the dex-
medetomidine sublingual film studies

was the investigator-administered Positive
and Negative Syndrome Scale-Excited
Component (PANSS-EC), consisting of the
following 5 items: excitement, tension, hos-
tility, uncooperativeness, and poor impulse
control." The items from the PANSS-EC are
rated from 1 (not present) to 7 (extremely
severe) and thus the total scores range
from 5 to 35. For enrollment in the studies,
patients had to be judged to be clinically
agitated with a total PANSS-EC score 214,
with at least 1 individual item score >4.2
After study medication administration,
the PANSS-EC was assessed from 10 min-
utes through 24 hours, with the primary
endpoint being at 2 hours post-dose. Patients
with schizophrenia or bipolar disorder who
were treated with dexmedetomidine sublin-
gual film 120 mcg or 180 mcg had superior
symptomatic improvements from baseline
to 2 hours post-dose compared to placebo,
with treatment effects beginning as early
as 20 to 30 minutes post-dose (for patients
with schizophrenia, dexmedetomidine was
statistically significantly superior to placebo
beginning at 20 minutes following dosing
with the 180 mcg dose and 30 minutes after
the 120 mcg dose; for patients with bipo-
lar disorder, differences from placebo were
statistically significant beginning at 20 min-
utes after treatment with both the 120 mcg
and 180 mcg doses)? Evaluation of effect
size for dexmedetomidine vs placebo for
PANSS-EC response at 2 hours (defined as
>40% improvement from baseline) resulted
in a number needed to treat (NNT) of 3 when
combining both studies and both doses,"
comparing favorably with the NNT values
observed for IM formulations of aripipra-
zole, haloperidol, lorazepam, olanzapine,
and ziprasidone,” and inhaled loxapine.™

Overall tolerability and safety

The highlights of the prescribing information
contain warnings and precautions regard-
ing hypotension/orthostatic hypotension/
bradycardia, QT interval prolongation, and
somnolence.” Advice is provided to ensure
that patients are alert and not experienc-
ing orthostatic or symptomatic hypotension



prior to resuming ambulation, a concern
commonly raised when assessing potential
treatments for agitation."” Dexmedetomidine
sublingual film should be avoided in patients
with risk factors for prolonged QT interval,
a precaution that was evident for the use
of ziprasidone'® and where an effect is also
noted with haloperidol.® As per the prescrib-
ing information, the most common adverse
reactions (incidence >5% and at least twice
the rate of placebo) are somnolence, oral par-
esthesia or oral hypoesthesia, dizziness, dry
mouth, hypotension, and orthostatic hypo-
tension. Rates of adverse reactions of som-
nolence (including fatigue and sluggishness)
with dexmedetomidine 120 mcg or 180 mcg
are almost the same (22% and 23%, respec-
tively), and higher than the 6% observed with
placebo.? Other adverse reactions are sub-
stantially lower in frequency. These include
oral paresthesia or oral hypoesthesia (6%,
7%, and 1%, for dexmedetomidine 120 mcg,
180 mcg, or placebo, respectively), dizziness
(4%, 6%, 1%), hypotension (5%, 5%, 0%),
orthostatic hypotension (3%, 5%, <1%), dry
mouth (7%, 4%, 1%), nausea (2%, 3%, 2%),
bradycardia (2%, 2%, 0%), and abdominal
discomfort (0%, 2%, 1%).2

Regarding dose-dependent changes in
blood pressure during the studies, 16%, 18%,
and 9% of patients treated with 120 mcg,
180 mcg, and placebo, respectively, expe-
rienced orthostatic hypotension at 2 hours
post dose. However, at 24 hours, none of
the patients in the 180-mcg group experi-
enced a systolic blood pressure <90 mm Hg
with a decrease >20 mm Hg, compared with
one patient (<1%) in the 120-mcg group and
none in the placebo group.?

The prescribing information advises
that concomitant use of dexmedetomidine
sublingual film with anesthetics, sedatives,
hypnotics, or opioids is likely to lead to

Bottom Line

Related Resources

- Dexmedetomidine sublingual film (Iglami) prescribing
information. https://www.igalmihcp.com/igalmi-pi.pdf

Drug Brand Names

Aripiprazole - Abilify

Dexmedetomidine - Igalmi,
Precedex

Haloperidol - Haldol

Lorazepam - Ativan
Loxapine inhaled - Adasuve
Olanzapine - Zyprexa
Ziprasidone - Geodon

enhanced CNS depressant effects, and that
the prescriber should consider a reduction in
dosage of dexmedetomidine or the concomi-
tant anesthetic, sedative, hypnotic, or opioid.?

Summary

Dexmedetomidine sublingual film is an
oral medication indicated in adults for the
acute treatment of agitation associated with
schizophrenia or bipolar I or II disorder. The
recommended dose depends on severity of
agitation, age, and the presence of hepatic
impairment. A dose of 180 mcg is recom-
mended for severe agitation and a dose of
120 mcg is recommended for mild or moder-
ate agitation, with doses adjusted lower in the
presence of hepatic impairment. There are no
contraindications but there are warnings and
precautions regarding hypotension/ortho-
static hypotension/bradycardia, QT interval
prolongation, and somnolence. Clinicians
should monitor vital signs and alertness after
administration to prevent falls and syncope;
however, there is no FDA REMS required for
use. The clinical trial evidence supporting
the use of dexmedetomidine is robust, with
evidence of a treatment effect as early as 20
minutes after administration. Noninvasive
formulations, although requiring coop-
eration from patients, have the potential to
improve overall patient experience, thereby
improving future cooperation between

patients and health care professionals.
continued

Dexmedetomidine sublingual film provides an opportunity to rethink the approach
to the management of agitation and avoid the potentially unnecessary use of IM

injections. Dexmedetomidine sublingual film acts rapidly and is simple to use.
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