




















Disclaimer

Information in this posting shall not be considered to be a claim for any marketed
product. Some information in this posting may differ from, or not be included in,
the approved labeling for the product. Please refer to the full prescribing
information for indications and proper use of the product.



Study C-95 031 D-TRANS™ Oxybutynin Administration
for Urge Urinary Incontinence

Study Design and Plan Description
Study C-95-031 was a multicenter, randomized, double-blind, placebo-controlled, parallel
treatment study with a run-in week of single-blind placebo followed by randomization of patients

to 1 of 5 treatment groups.

The study was conducted in 134 middle-aged and elderly women (ages 40 to 85 years) with urge
urinary incontinence (U-UI). Enrolled patients were given the two oral placebos (OROS® and
immediate-release [IR]) and a transdermal (D-TRANS™) placebo during the first single-blind

week.

After randomization, the study was essentially conducted as two trials:

1. A double-blind, placebo- and active-controlled comparison of OROS® (oxybutynin chloride),
IR oxybutynin, and oral placebo in 82 patients

2. A double-blind, placebo-controlled evaluation of a D-TRANS™ oxybutynin formulation and
D-TRANS™ placebo in 52 patients

Although patient populations for each trial (oral formulations or D-TRANS™ formulation) were
enrolled from the same sites using one central randomization schedule, the treatment schedules
and doses used were different. This summary focuses on the methods, results, and conclusions
of the D-TRANS™ oxybutynin formulation trial.

Treatments
Treatments were applied to patients randomized in the D-TRANS™ oxybutynin active treatment
group in the following sequence:

1. One active D-TRANS™ oxybutynin system every 3.5 days for 2 weeks
2. One active and one placebo system every 3.5 days for 2 weeks
3. Two D-TRANS™ oxybutynin systems every 3.5 days for 2 weeks



Efficacy Measurements
Patient Urinary Diary: The primary efficacy outcome measured was the change in the number
of U-UI episodes per week from baseline to end of study as recorded in the Patient Urinary

Diary.

Cystometric Assessment: At screening (Visit 2, Day 0) and at end of study (Visit 9, Day 49),
the following measurements were recorded for each 100 mL increase in bladder filling volume:

urge to void score (0-2), detrusor contraction (none, tonic, or phasic), and bladder pressure.

Patient Satisfaction and Overall Rating (PSOR): At the end of the placebo run-in period and
at the end of each 2-week treatment interval (Days 7, 21, 35, and 49), patients completed a PSOR

general questionnaire on the impact of treatment.

Subjective Assessment of Urinary Symptom Severity (SAUSS): Using a 5-point scale (0-4),
patients recorded on the SAUSS the timing and severity of their symptoms of daytime frequency,
nocturia, incontinence, and urgency after each week of treatment (Days, 7, 14, 21, 28, 35, 42,
and 49).

Safety Measurements
Adverse events (AEs), vital signs, and laboratory measurements were used to assess safety in this

study.

Brief Summary of Adverse Events
Two patients who were later randomized to the OROS® (oxybutynin chloride) group experienced
application site reactions from D-TRANS™ placebo during the run-in period that continued

through the study start.

At least one AE was reported by 94.3% (33/35) of patients in the D-TRANS™ oxybutynin group
and by 76.5% (13/17) of patients in the D-TRANS™ placebo group. Inthe D-TRANS™

oxybutynin group, 57.1% (20/35) patients reported skin adverse events, primarily application site
reactions, whereas only 17.6% (3/17) patients in the D-TRANS™ placebo group reported similar

AEs. Application site reactions such as rash or irritation were coded as application site reaction-



other. All the skin adverse events were considered related to study treatment in both treatment
groups. All of those occurring in the D-TRANS™ placebo group were rated as mild in severity;
those in the D-TRANS™ oxybutynin treatment group were predominantly moderate or severe in

severity.

At least one anticholinergic AE was reported by 85.7% (30/35) of patients in the D-TRANS™
oxybutynin group and 70.6% (12/17) of patients in the D-TRANS™ placebo group. The most
frequently reported anticholinergic AEs in the D-TRANS™ oxybutynin and placebo groups were
dry mouth (65.7% and 35.3%, respectively), nausea (34.3% and 11.8%, respectively),
somnolence (31.4% and 41.2%, respectively), constipation (28.6% and 35.3%, respectively), and
blurred vision (20.0% and 47.1%, respectively).

Deaths, Other Significant Adverse Events
No deaths or significant adverse events were reported by either D-TRANS™ treatment group in

this study.

Laboratory Values Over Time
No clinically significant pattern or trend was observed in mean changes in laboratory parameters
(CBC, electrolytes, LFT, creatinine clearance, and UA) from baseline to end of study within

either the D-TRANS™ oxybutynin or the D-TRANS™ placebo group, or between groups.

Individual Clinically Significant Abnormalities
There were no clinically significant laboratory abnormalities during the study for patients treated
with either of the D-TRANS™ treatments.

Vital Signs

No clinically significant changes were observed in the mean values for heart rate (HR) and blood
pressure (BP) in patients in the D-TRANS™ oxybutynin or D-TRANS™ placebo group. No
clinically significant differences were observed between the D-TRANS™ treatment groups in

mean value changes for HR and BP or in orthostatic vital signs.
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