Major Finding: Live 3-D volume

of the fetal interventricular septum
in all but 1 of 153 singleton
pregnancies.

VITALS

Data Source: Exams were performed

on an iU-22 ultrasound scanner,

with images taken between 20 and

30 weeks’ gestation.
Disclosures: None reported.

OBSTETRICS

imaging provided the “face-on” view

BY PATRICE WENDLING

HAMBURG, GERMANY — A novel
technique that incorporates motion
into 3-D ultrasonography allows clini-
cians to rapidly capture a view of the
fetal heart that is difficult to obtain by
standard sonography, according to Dr.
Yi Xiong.

In a study of 153 singleton pregnan-
cies, the en face, or “face-on,” view of

the fetal interventricular septum was
visualized using live 3-D imaging in all
but 1 case, Dr. Xiong reported at the
World Congress on Ultrasound in
Obstetrics and Gynecology.

There were seven abnormal cases
including one isolated ventricular septal
defect, one atrioventricular septal
defect, three truncus arteriosus with
ventricular septal defects, and one case
of tetralogy of Fallot.
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BRIEF SUMMARY
Please see package insert for full Prescribing Information.

INDICATIONS AND USAGE

GELNIQUE is indicated for the treatment of overactive
bladder with symptoms of urge urinary incontinence,
urgency, and frequency.

GELNIQUE is for topical application only and should not be
ingested.

CONTRAINDICATIONS

The use of GELNIQUE is contraindicated in the following
conditions:

< Urinary retention

* Gastric retention

» Uncontrolled narrow-angle glaucoma

» Known hypersensitivity to GELNIQUE, including skin
hypersensitivity

PRECAUTIONS

Urinary Retention

Administer GELNIQUE with caution in patients with clinically
significant bladder outflow obstruction because of the risk
of urinary retention.

Patients with Gastrointestinal Disorders

Administer GELNIQUE with caution to patients with
gastrointestinal obstructive disorders because of the risk
of gastric retention.

GELNIQUE, like other anticholinergic drugs, may decrease
gastrointestinal motility and should be used with caution in
patients with conditions such as ulcerative colitis or intestinal
atony. GELNIQUE should be used with caution in patients
who have gastroesophageal reflux and/or who are
concurrently taking drugs (such as bisphosphonates) that
can cause or exacerhate esophagitis.

Skin Hypersensitivity

In a controlled clinical trial of skin sensitization, 1 of 200
patients (0.5%) demonstrated skin hypersensitivity to
GELNIQUE. Patients who develop skin hypersensitivity to
GELNIQUE should discontinue drug treatment.

Skin Transference

Transfer of oxybutynin to another person can occur when
vigorous skin-to-skin contact is made with the application
site. To minimize the potential transfer of oxybutynin from
GELNIQUE-treated skin to another person, patients should
cover the application site with clothing after the gel has
dried if direct skin-to-skin contact at the application site is
anticipated. Patients should wash their hands immediately
after application of GELNIQUE.

Flammable Gel

GELNIQUE is an alcohol-based gel and is therefore
flammable. Avoid open fire or smoking until gel has dried.
Myasthenia Gravis

Administer GELNIQUE with caution in patients with
myasthenia gravis, a disease characterized by decreased
cholinergic activity at the neuromuscular junction.

ADVERSE REACTIONS

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

The safety of GELNIQUE was evaluated in 789 patients (389
randomized to GELNIQUE 1 g and 400 randomized to
placebo) during a randomized, placebo-controlled, double-
blind, 12-week clinical efficacy and safety study. A subset of
these 789 patients (N=216) participated in the 14-week open-
label safety extension that followed the placebo-controlled
study. Of 216 patients in the safety extension, 107 were
randomized to placebo gel during the double-blind, placebo-
controlled 12-week study. In the combined double-blind,
placebo-controlled study and the open-label safety extension,
a total of 496 patients were exposed to at least one dose of
GELNIQUE. Four hundred thirty-one (431) patients received

at least 12 weeks of GELNIQUE treatment and 85 patients
received 26 weeks of GELNIQUE treatment. The study
population primarily consisted of Caucasian women
(approximately 90%) with an average age of 59 years who
had overactive bladder with urge urinary incontinence.

Table 1 lists adverse events, regardless of causality, that were
reported in the randomized, double-blind, placebo-controlled
12-week study at an incidence greater than placebo and in
greater than 2% of patients treated with GELNIQUE.

Table 1: Common Adverse Events in the Randomized,
Double-blind, Placebo-controlled 12-Week
Study (>2% and > placebo)
Adverse Event GELNIQUE Placebo
1 gram N=400
N=389 n (%)
n (u/o)
Dry mouth 29(7.5) 11(2.8)
Urinary tract infection 27 (6.9) 17 (4.3)
Application site reactions™ 21(5.4) 4(1.0)
Upper respiratory tract 21(5.4) 20 (5.0
infection
Dizziness 11(2.8) 4(1.0)
Nasopharyngitis 11(2.8) 9(2.3)
Fatigue 8(2.1) 4(1.0)
Gastroenteritis viral 8(2.1) 7(1.8)

*Includes application site pruritus, dermatitis, papules,
anesthesia, erythema, irritation, pain and papules
The most common adverse reactions, defined as adverse
events judged by the investigator to be reasonably
associated with the use of study drug, that were reported in
> 1% of GELNIQUE-treated patients were dry mouth (6.9%),
application site reactions (5.4%), dizziness (1.5%),
headache (1.5%), constipation (1.3%), and pruritus (1.3%).
Application site pruritus (2.1%) and application site
dermatitis (1.8%) were the most commonly reported
application site reactions. A majority of treatment-related
adverse events were described as mild or moderate in
intensity, except for two patients reporting severe headache.

No serious adverse events were judged by the investigator
to be treatment-related during the randomized, double-
blind, placebo-controlled 12-week study. The most
common adverse reaction leading to drug discontinuation
was application site reaction (0.8% with GELNIQUE versus
0.3% with placebo).

The most common adverse reactions reported during the
14-week open-label extension study were application site
reactions (6.0%) and dry mouth (1.9%). The most
common reason for premature discontinuation was
application site reactions (9 patients or 4.2%). Two of these
9 patients experienced application site reactions of severe
intensity (dermatitis, urticaria, and erythema).

DRUG INTERACTIONS

No specific drug-drug interaction studies have been
performed with GELNIQUE.

Use With Other Anticholinergics

The concomitant use of GELNIQUE with other
anticholinergic (antimuscarinic) agents may increase the
frequency and/or severity of dry mouth, constipation,
blurred vision, somnolence and other anticholinergic
pharmacological effects.

USE IN SPECIFIC POPULATIONS

Pregnancy

Pregnancy Category B

There are no adequate and well-controlled studies of topical
or oral oxybutynin use in pregnant women. Subcutaneous
administration to rats at doses up to 25 mg/kg
(approximately 50 times the human exposure based on
surface area) and to rabbits at doses up to 0.4 mg/kg
(approximately 1 times the human exposure) revealed no
evidence of harm to the fetus due to oxybutynin chloride.
The safety of GELNIQUE administration to women who are
or who may become pregnant has not been established.
Therefore, GELNIQUE should not be given to pregnant
women unless, in the judgment of the physician, the
probable clinical benefits outweigh the possible hazards.

Nursing Mothers

It is not known whether oxybutynin is excreted in human
milk. Because many drugs are excreted in human milk,
caution should be exercised when GELNIQUE is
administered to a nursing woman.

Geriatric Use

Of the 496 patients exposed to GELNIQUE in the
randomized, double-blind, placebo-controlled 12-week
study and the 14-week safety extension study, 188 patients
(38%) were 65 years of age and older. No overall
differences in safety or effectiveness were observed
between these patients and younger patients.

Pediatric Patients

The pharmacokinetics of oxybutynin and
N-desethyloxybutynin have not been evaluated in
individuals younger than 18 years of age.

Renal Impairment
There is no experience with the use of GELNIQUE in
patients with renal impairment.

Hepatic Impairment
There is no experience with the use of GELNIQUE in
patients with hepatic impairment.

Race
The effect of race on the pharmacokinetics of GELNIQUE
has not been studied.

Gender

Available data suggest that there are no significant
differences in the pharmacokinetics of oxybutynin based
on gender in healthy volunteers following administration
of GELNIQUE.

Use of Sunscreen

The effect of sunscreen on the absorption of oxybutynin
when applied 30 minutes before or 30 minutes after
GELNIQUE application was evaluated in a single-dose
randomized crossover study (N=16). Concomitant
application of sunscreen, either before or after GELNIQUE
application, had no effect on the systemic exposure of
oxybutynin.

Showering

The effect of showering on the absorption of oxybutynin
was evaluated in a randomized, steady-state crossover
study under conditions of no shower, or showering 1, 2 or 6
hours after GELNIQUE application (N=20). The results of
the study indicate that showering after one hour does not
affect the overall systemic exposure to oxybutynin.

OVERDOSAGE

Overdosage with oxybutynin has been associated with
anticholinergic effects including central nervous system
excitation, flushing, fever, dehydration, cardiac arrhythmia,
vomiting, and urinary retention. Oral ingestion of 100 mg
oxybutynin chloride in association with alcohol has been
reported in a 13-year-old boy who experienced memory
loss, and in a 34-year-old woman who developed stupor,
followed by disorientation and agitation on awakening,
dilated pupils, dry skin, cardiac arrhythmia, and retention
of urine. Both patients recovered fully with symptomatic
treatment.

Plasma concentrations of oxybutynin begin to decline 24
hours after GELNIQUE application. If overexposure occurs,
monitor patients until symptoms resolve.

Keep out of reach of children.

Storage

Store at room temperature, 25°C (77°F). Temporary storage
between 15 - 30°C (59 - 86°F) is also permitted. Keep
GELNIQUE and all medications in a safe, secure place and
out of the reach of children.
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Live 3-D Imaging Captures Fetal Heart Defects

Only one case—a transposition of the
great arteries without a ventricular septal
defect—could not be displayed with live
3-D imaging. It was subsequently diag-
nosed by 2-D ultrasound and confirmed
by postnatal echocardiography and
surgery.

Although further studies are required
to evaluate the sensitivity and repro-
ducibility of this technique in a large
population, live 3-D imaging may be a
useful tool for the rapid assessment and
diagnosis of fetal ventricular septal
defects, said Dr. Xiong of the Prince of
Wales Hospital at the Chinese University
of Hong Kong.

Defects in the crest of the interven-
tricular septum, the atrioventricular
valves, and outflow tracts make up the

Although further studies are
required to evaluate the
reproducibility of this
technique, live 3-D imaging may
be useful for diagnosing fetal
ventricular septal defects.

majority of congenital heart defects ob-
served in infants.

Ultrasound is the modality of choice
to assess the fetal heart, but even with 3-
D ultrasound, the rapid beating of the
fetal heart can result in motion artifact.
Several methods have been used in an at-
tempt to reduce this limitation.

“The 3-D images can be acquired in
real time; therefore, the motion artifacts
are no longer a problem,” coauthor Dr.
Tze Kin Lau, also with the university, said
in an interview.

In the current study, the exams were
performed on an iU-22 ultrasound scan-
ner (Philips Medical System) with a 7-2
MHz matrix-array transducer. All images
were taken between 20 and 30 weeks’
gestation, Dr. Xiong said.

With an apical four-chamber view as
the starting point, the live 3-D imaging
function is activated; the acquisition
angle is adjusted to 72 degrees, and the
volume is cropped along the z-axis to
display the 3-D image of the four-cham-
ber view.

When the fetus remains quiescent for
1-2 seconds, the “freeze” button is
pressed, creating a cine sequence of real-
time 3-D volumes, Dr. Xiong explained.

The best volume is chosen and then
cropped along the x-axis by moving the
red “render box” to the right side of the
interventricular septum (IVS). The
resultant volume is then turned 90
degrees along the y-axis to make the
right side of the IVS face the operator.
Finally, the green render box is scrolled
back along the original z-axis for com-
plete display of the en face view of the
IVS.

Although live 3-D imaging was used in
the study, Dr. Lau acknowledged that
conventional 2-D ultrasound is usually
used at their hospital to identify
congenital heart defects. [ |





