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Name of Company

Knoll

Reference to Clinical Study Report

Name of Finished Medicinal Product:

Reductil

Report in Progress

Name of Active Ingredient:

Sibutramine hydrochloride monohydrate

Title of the trial: A randomised, placebo controlled, doubly blind study of the effect of
sibutramine on the treatment of obese adolescents with a recommended diet
and exercise plan followed by a sibutramine-free period (SB116)

Investigator(s):

Trial centre(s):

Publication(s) (reference): Obesity treatment in adolescence: Sibutramine prevents the decrease in
basal metabolic rate associated with restriction of energy intake

E.G.A.H. Van Mil1, K.R. Westerterp1, A.D.M. Kester2, W.D. Van Marken
Lichtenbelt1, W.J.M. Gerver3, W.H.M. Saris1

Submitted

Studied period (years): March 1998- February 1999

Clinical phase: Phase IIIb

Objectives: The primary objective of this trial is to assess the effect on weight loss, of
treatment with sibutramine for the duration of three months in combination
with an energy restricted diet and exercise plan in adolescents.

The secondary objectives are to:
i. Evaluate the effect of diet and exercise as a means of weight

maintenance in adolescents during the follow-up period of 3
months.

ii. Measure the effect of introduction and withdrawal of sibutramine
treatment on energy expenditure and body composition.

iii. Assess the safety and tolerability of short term treatment with
sibutramine in adolescents.

Methodology: The trial is a randomised, double-blind, placebo-controlled comparison of two
treatment regimens.
Subjects will be screened for eligibility prior to trial entry at baseline (week 0).
At this time a dietary enquiry will be made and subjects will be given healthy
eating and exercise advice. Eligible subjects will enter a 12 week treatment
period followed by a 12 week follow-up with maintenance of the diet and
exercise plan.

Number of patients:
(Total and for each treatment)

24 randomised in a 1:1 ratio to two treatment groups

Diagnosis and criteria for inclusion: Male or female
Between 12 and 18 years of age.
2 s.d. above relative BMI (Body Mass Index (weight divided by the square of
height (kg/m2)), of the index child related to the 50th centile weight at the
same age/(50th centile height at same age))[35; 12] and triceps skinfold
thickness > 97th percentile
Failure to lose or maintain weight after at least one period of dieting
Written informed consent of parent(s)/care keeper(s) and subject

Test product, dose and mode of
administration, batch no.:

Sibutramine 5 mg capsules first 2 weeks once daily, remaining 10 weeks twice
daily. Batch no. GCT014

Duration of treatment: I12 weeks

Reference therapy, dose and mode of

administration, batch no.:

Placebo capsules; first 2 weeks once daily, remaining 10 weeks twice daily.
Batch no. GCT014
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Criteria for evaluation: The principal measure of efficacy is defined to be the change from baseline to
month 3 and endpoint in BMI

Secondary efficacy parameters
Energy expenditure
Body composition:
Dietary intake:

Safety variables

The number of subjects reporting treatment emergent adverse events will be
reported.

The haematology and serum biochemistry variables
Blood pressure and pulse rate
The corrected QT interval (QTc)

Statistical methods: Differences between the treatment groups will be assessed by analysis of
covariance with a factor for treatment group and baseline value as a
continuous covariate. The difference in change in BMI will also be reported
with the associated 95% confidence interval.

Maintenance of changes in BMI from month 3 to month 6 will be assessed by
expressing the change from month 3 to month 6 as a proportion of the change
at month 3.  The two groups of patients (as determined by treatment received
during the randomised phase) will be compared by analysis of covariance,
with previous treatment as a factor and change at month 3 as a covariate.
The difference in the proportion of change maintained will be presented with
the associated 95% confidence interval.

SUMMARY – CONCLUSIONS

The present study demonstrates that, in obese adolescents, s butramine prevents the decrease in BMR that normally occurs
during weight loss caused by energy restriction. BMR, adjusted for changes in body composition, decreased 8% in the placebo
group, resulting in a 0.65 MJ/d decrease in energy expenditure during rest. In the sibutramine treated subjects no change in
BMR was seen during weight loss.
Both groups significantly lost weight during the three month intervention, based on energy restriction and physical activity. The
mean initial weight of the s butramine group was on average 8.4 kg lower than the initial weight of the placebo group; however,
this difference was not statistically significant, because of the high variation in weight within both groups. Despite this finding,
the weight loss in the sibutramine group tended to be greater. The difference between both groups in terms of mean change of
BMI during intervention was also not significant (e.g. 2.0 kg/m2 in favour of the s butramine treated subjects).
In terms of safety, the average heart rate as well as the blood pressure were well within the limits, according the second task
force on blood pressure control in children.
The most frequent reported adverse event in the sibutramine group was ‘abdominal complaints’. In the present study the
abdominal problem was considered to be mild and did not result in study withdrawal.
Overall, the adverse events during this study were mild and mostly transitory throughout the intervention period, as evidenced
by only one dropout in the s butramine treated subjects compared with 3 withdrawals in the placebo group. Each of these three
subjects withdrew at the beginning of the follow-up period, because of lack of efficacy during previous intervention period
(average weight gain: 2.1 kg, compared with 0.2 kg in the whole group).
In conclusion, the present study demonstrates that sibutramine is of potential support in the treatment of obese adolescents. In
a once daily dosing of 10 mg, s butramine prevented the decrease in BMR that occurs during restriction of energy intake in this
age group. Furthermore, sibutramine probably ensures a better individual compliance towards a hypocaloric diet; however,
longer trials are needed to determine the role of sibutramine in the treatment of adolescent obesity.
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