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Main Criteria for Inclusion:
· Documentation of written informed consent. The subject had adequate written and oral
fluency to understand the informed consent and converse with the investigator in the
language in which the informed consent was written.
· Male subjects 18 - 80 years of age, inclusive.
· Serum total testosterone < 300 ng/dL. Documented lab result was obtained during screening
visit, within 6 weeks of Day -2 for subjects not currently on androgen replacement therapy,
or following washout of androgen replacement therapy.
· Subjects naïve to androgen replacement or washout of 16 weeks following intramuscular
androgen injections; 4 weeks following topical or buccal androgens; and 3 weeks following
oral androgens.
· Subjects with a Body Mass Index (BMI) of 20 - 35 kg/m2, inclusive.
· In the opinion of the investigator the subject was determined otherwise healthy by vital signs,
medical history, physical exam, electrocardiogram (ECG), and laboratory examination
(hematology, clinical chemistry, and urinalysis).
Test Product, Dose and Mode of Administration, Batch Number:
The test product was 5.00 g of Testosterone Gel 1.62% containing 81 mg of testosterone (a
single batch of lot number 90015 [expiration: 04/12]).
Volunteers who consented to participate in this study and met the inclusion/exclusion criteria
underwent two treatment periods in randomized order. There was a one week washout between
treatments. The two treatments were as follows:
Treatment A:
Once daily application of Testosterone Gel 1.62% to the abdomen for 3 days (2.5 g to each the
right and left sides of the abdomen) followed by application to the upper arms/shoulders (2.5 g to
each the right and left upper arm/shoulder) for 4 days. The total daily gel dose was 5.00 g.
Treatment B:
Once daily application of Testosterone Gel 1.62% to a combination of the upper arms/shoulders
and abdomen for 7 days. The total daily gel dose was 5.00 g consisting of 1.25 g applied to the
left upper arm/shoulder, 1.25 g applied to the right upper arm/shoulder, 1.25 g applied to the left
abdomen and 1.25 g applied to the right abdomen.
Duration of Treatment:
24 days
Criteria for Evaluation
Pharmacokinetics:
Whole blood samples (6 mL) were collected in
for
determination of total testosterone, dihydrotestosterone, and estradiol at the following times:
· Day -1 and Day 14 (baseline) at: 0, 1, 2, 3, 4, 6, 8, 10, 12, 16 and 24 hours with respect to
the projected time of Testosterone Gel 1.62% dose administration
· Days 7 and 21 at: 0, 1, 2, 3, 4, 6, 8, 10, 12, 16, and 24 hours post Testosterone Gel 1.62%
dose administration
Confidential

Page 2 of 7

Abbott (formerly Solvay Pharmaceuticals)
Clinical Report ID:1000145162

Protocol No. S176.1.010
01 Oct 2010

· Days 5, 6, 19, 20 at: predose
A total of 288 mL of whole blood were obtained from each subject for pharmacokinetic
assessments during the course of this trial (approximately 24 days). Serum levels of testosterone,
dihydrotestosterone, and estradiol were determined. Cmax, Cav, tmax, and AUC0-24 were calculated
for observed and baseline-adjusted testosterone. Samples were analyzed using validated
bioanalytical methods.
Safety:
Screening assessments included medical history, vital signs, 12-lead ECG, physical examination
(including weight and height), clinical laboratory determinations (including testosterone and
prostate specific antigen [PSA] measurement), digital rectal examination (DRE) and
International Prostate Symptom Score (IPSS). Final assessments included physical examination
(including weight), vital signs, 12-lead ECG, clinical laboratory determinations (including PSA
measurement), DRE and IPSS, and application site evaluation. Throughout the study vital signs,
application site evaluation, adverse events and concomitant medications will be monitored.
Statistical Methods:
Pharmacokinetics:
The statistical objectives of this study were to evaluate the comparative bioavailability of
observed testosterone after administration of 5.00 g Testosterone Gel 1.62% when applied using
a rotation between the upper arms/shoulders and abdomen or using a combination of both the
upper arms/shoulders and the abdomen after multiple dosing. Relative bioavailability
comparisons were based on ratios of Cmax and AUC0-24. The reference treatment for comparison
was Treatment A.
Comparisons of Treatment B to reference Treatment A were made for both observed and
baseline-adjusted testosterone within the framework of a linear mixed effects model with
treatment, period, and sequence as fixed effects and subject within sequence as random effect.
Parameters were log-transformed prior to analysis, and for the baseline adjusted parameters, the
log-transformed baseline value were included in the model as a covariate. A non-parametric
analysis was performed if the assumption of the parametric approach was not supported by the
data. Inter and intrasubject CVs and 90% confidence intervals for the ratios of test:reference
were provided.
Safety:
Treatment emergent adverse events (TEAEs) were summarized by unique treatment. Severity
and drug-event relationship of TEAEs were summarized separately. Laboratory variables,
including changes from baseline were summarized. A frequency table was presented for
markedly abnormal values. Shift tables were presented according to the reference ranges (low,
normal or high). Vitals signs, including changes from baseline were summarized. A frequency
table was presented for markedly abnormal values.
Sample size:
Based on data from a previous
study that assessed application site pharmacokinetics of
the upper arms/shoulders compared to the abdomen (
), assuming a mean Cav of 700
ng/dL and standard deviation of 347, 60 subjects would provide 90% power to detect a 30%
difference between application sites at the two-sided 0.05 significance level. A total of 62
hypogonadal subjects were enrolled to allow for at least 60 subjects to complete the full trial.
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Safety Results:
The proportion of subjects with non-serious TEAEs was the same for both study Treatments
(27% [17 of 62 subjects). No subjects experienced TEAEs of severe intensity. No subjects were
discontinued from the study due to a study-related TEAE.
No individual TEAE occurred in ≥5% of subjects for either Treatment A or Treatment B.
Gastrointestinal disorder TEAEs were the most frequent non-serious TEAEs reported in 11
subjects (18%) across both Treatments. Non-serious gastrointestinal disorder TEAEs included
diarrhea (4 subjects, 6.5%), constipation (2 subjects, 3%), nausea (2 subjects, 3%), and in 1
subject each abdominal discomfort, toothache, and dry mouth (2%) across both Treatments.
Other non-serious TEAEs reported most frequently were skin and subcutaneous tissue disorders
(9 subjects, 14.5%), general disorders and administrative site conditions (6 subjects, 9.6%) and
headaches (4 subjects, 6.5%) for both Treatments combined.
The majority of non-serious TEAEs reported during the course of this study were mild in
severity. Three subjects experienced mild TEAEs that were possibly related to study drug,
including a mildly enlarged prostate (Treatment A, Day 7) in 1 subject and mild headaches
(Treatment A, Day 7; Treatment B, Day 7) in 1 subject for each treatment. Three subjects (4.8%)
experienced events of moderate severity, include 1 subject with tooth pain/toothache (Treatment
A, Day 1), 1 subject with moderate erythema on the right upper back, shoulder, and neck
(Treatment A, Day 6), and 1 subject with erythema on the chests, abdomen, and back (Treatment
B, Day 3). All events were identified as being unlikely related to study drug. No subjects
reported AEs of severe intensity.
Treatment-emergent AEs related to application site assessments were recorded for 3 (4.8%)
subjects receiving Treatment B. All 3 subjects developed one or more papules at the
administration site. No TEAEs related to application site assessments were reported for
Treatment A. All the application site TEAEs were deemed mild in intensity and assessed as
unlikely related to study drug by the investigator.
There were no deaths, serious adverse events (SAEs), other significant AEs, or discontinuations
during the course of this study.
Group mean values for hematology, chemistry, and urinalysis variables generally remained
consistent and within normal reference ranges throughout the study. When comparing the two
treatment sequences, there were no clinically meaningful differences in mean observed values or
in mean changes from Baseline. Similarly, there were no clinically relevant shifts in safety
laboratory variables from Baseline to post treatment. No laboratory abnormalities were assessed
as clinically significant by the investigator.
No clinically important trends were noted in vital sign and ECG data.
There were no clinically significant DREs throughout the study. One subject had a normal DRE
at Screening, but an abnormal, non-clinically significant DRE at study exit. At a subsequent
follow-up assessment approximately 1 month later, the subject’s DRE was normal.
Both increases and decreases in IPSS from Baseline to post treatment were observed, with most
increases being of a magnitude of 1-2 points. One subject had a notable increase in IPSS at the
end of study, with an increase from 1 to 11. No AEs related to IPSS results were reported.
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