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Objectives To investigate the safety, tolerability, and pharmacokinetics of liraglutide in adolescents with obesity.
Study design This was a randomized, double-blind, placebo-controlled trial. Twenty-one subjects, aged 12-17
years and Tanner stage 2-5, with obesity (body mass index [BMI] corresponding to both a BMI >95th percentile for
age and sex and to a BMI of >30 kg/m? for adults; additionally, BMI was <45 kg/m?) were randomized (2:1) to receive
5 weeks of treatment with liraglutide (0.6 mg with weekly dose increase to a maximum of 3.0 mg for the last week)
(n = 14) or placebo (n = 7). The primary endpoint was number of treatment-emergent adverse events (TEAEs). Sec-
ondary endpoints included safety measures, and pharmacokinetic and pharmacodynamic endpoints.

Results All participants receiving liraglutide, and 4 receiving placebo (57.1%), had at least 1 TEAE. The most
common TEAEs were gastrointestinal disorders. No severe TEAEs, TEAE-related withdrawals, or deaths oc-
curred. Twelve hypoglycemic episodes occurred in 8 participants receiving liraglutide and 2 in 1 participant receiv-
ing placebo. No severe hypoglycemic episodes were reported. Liraglutide exposure in terms of trough concentration
increased with dose, although dose proportionality was confounded by unexpectedly low trough concentration values
at the 2.4 mg dose. Exposure in terms of model-derived area under the plasma concentration time curve from 0 to
24 hours after dose in steady state was similar to that in adults with obesity.

Conclusions Liraglutide had a similar safety and tolerability profile compared with adults when
administered to adolescents with obesity, with no unexpected safety/tolerability issues. Results suggest that
the dosing regimen approved for weight management in adults may be appropriate for use in adolescents.
(J Pediatr 2017;181:146-53).

Trial registration ClinicalTrials.gov: NCT01789086.

he prevalence of overweight and obesity in children and adolescents has increased over the past 3 decades, reaching ap-
proximately 23% in developed countries in 2013, with smaller increases evident in developing countries.' Although the
figures appear to have plateaued in some countries,"” the general upward trend appears to be continuing.' The health
complications of pediatric obesity are well documented and include the development of type 2 diabetes (T2D) in adolescents.’
Because of the potential for the development of severe complications, treatment
options including bariatric surgery have been considered as an option even in this
young age group.’ Young people may suffer stigmatization and isolation as a result
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Lifestyle interventions to promote weight loss are unsuc-
cessful for many adolescents.® The American Academy of Pe-
diatrics Expert Committee recommends intensive interventions,
including a low-calorie diet, medication, and surgery, in chil-
dren with body mass index (BMI) >99th percentile or >95th
percentile with significant comorbidities, who do not respond
to multidisciplinary interventions.”'” Currently, only orlistat
is approved for weight management in adolescents aged >12
years in the US. No weight management pharmacotherapies
have received regulatory approval for the general adolescent
population within Europe. Hence, there is an unmet medical
need for treatment options as an adjunct to lifestyle interven-
tions for children and adolescents <18 years of age.

The glucagon-like peptide-1 (GLP-1) receptor agonist,
liraglutide, has demonstrated efficacy, safety, and tolerability
at a dose of 3.0 mg for weight management as an adjunct to
diet and exercise in adults with obesity (BMI 230 kg/m?) or
who are overweight (BMI >27-< 30 kg/m* with comorbidities)
without a diagnosis of diabetes'' and also those with diabetes."”
Liraglutide 3.0 mg has received regulatory approval for weight
management in adults in the US, Europe, and other countries.

The safety, pharmacokinetics, and pharmacodynamics of
liraglutide at doses up to 1.8 mg have been investigated in a
short-term trial in children aged 10-17 years old with T2D. The
results demonstrated that the safety, tolerability, and pharma-
cokinetic profile were similar when compared with adults with
T2D. This has not yet been investigated in adolescents with
obesity."”"* Therefore, the primary aim of this clinical phar-
macology trial was to assess the safety and tolerability of
liraglutide at doses up to 3.0 mg/day in adolescents with obesity,
aged 12-17 years and Tanner stage 2-5, before initiating longer-
term safety and efficacy pediatric trials. Pharmacokinetic and
exploratory pharmacodynamic properties of liraglutide treat-
ment were also investigated.

This randomized, double-blind, parallel-group, placebo-
controlled trial was conducted at a single center in Germany
(ClinicalTrials.gov NCT01789086). The trial was approved by
an independent ethics committee and was conducted in ac-
cordance with the Declaration of Helsinki. All participants, with
their parents or legally acceptable representative, provided
written informed consent.

The key inclusion criteria were male or female adolescent
(12-17 years); Tanner stage 2-5 pubertal development; BMI cor-
responding to both a BMI >95th percentile for age and sex'
and to a BMI of 230 kg/m* for adults by international cut-
off points' (in addition, BMI had to be <45 kg/m?); and fasting
plasma glucose (FPG) <126 mg/dL (7.0 mmol/L). Both sets of
BMI criteria were used to satisfy regulatory requirements. Key
exclusion criteria included secondary causes of childhood
obesity; prepuberty (Tanner stage 1); type 1 diabetes or T2D;
previous treatment with a GLP-1 receptor agonist, dipeptidyl
peptidase-4 inhibitors, orlistat, or other weight-lowering medi-
cation within the previous 3 months; and previous surgical
treatment for obesity.
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Following screening, participants were randomized 2:1 to
5 weeks of treatment with either liraglutide or matched-
volume placebo (Figure 1; available at www.jpeds.com).
Liraglutide (or corresponding volume of placebo) was admin-
istered at a starting dose of 0.6 mg, and the dose was in-
creased by 0.6 mg/week to a maximum of 3.0 mg/day. The dose
was not escalated if FPG was <56 mg/dL (3.1 mmol/L) or
<70 mg/dL (3.9 mmol/L) with symptoms of hypoglycemia
during the previous week, or if the dose was not tolerated. One
additional treatment week was allowed in case a participant
needed extra time on one dose level prior to dose escalation,
giving a total maximum treatment time of 6 weeks.

Both liraglutide and placebo were administered by subcu-
taneous abdominal injections once daily at 8 a.m. = 2 hours.
The children and parents were trained by an experienced dia-
betes educator in how to perform the injections and were re-
quired to complete a test self-injection with a placebo training
pen at the screening visit before enrollment.

Safety and tolerability were assessed throughout the entire
trial. Blood sampling for assessment of steady-state liraglutide
plasma trough concentration (Cyough, measured at the end of
a dosing interval at steady state taken directly before next ad-
ministration) at each dose step was performed prior to par-
ticipants taking their daily dose of liraglutide or placebo at the
end of each week. Participants receiving liraglutide were also
randomized to 1 of 6 pharmacokinetic blood-sampling schemes
(sparse blood sampling; Figure 2 available at www.jpeds.com)
following the last treatment dose for assessment of model-
derived steady-state pharmacokinetic endpoints.

Outcomes

The primary endpoint was the number of treatment-emergent
adverse events (TEAEs) from first dose until completion of
follow-up. Secondary endpoints included the number of hy-
poglycemic episodes; the change from baseline to end of treat-
ment in physical examination, electrocardiogram (ECG), vital
signs, and clinical laboratory evaluations; and the incidence
of antiliraglutide antibodies at follow-up.

Hypoglycemia was defined according to the American Dia-
betes Association.'® An additional category of confirmed hy-
poglycemia was defined by Novo Nordisk, comprising severe
or minor (symptoms of hypoglycemia with confirmation by
plasma glucose [PG] <56 mg/dL [3.1 mmol/L] and self-
handled, or any asymptomatic PG <56 mg/dL [3.1 mmol/L])
episodes.

Pharmacokinetic investigations of liraglutide included Ceougn
plasma concentration measurements, as well as a population
pharmacokinetic covariate analysis based on the joint data from
adolescents (current trial) and an adult population (previ-
ous trial)'” (see Statistical Analyses section). Adults from the
previous trial had a BMI between 30 and 40 kg/m?, were aged
18-75 years old, and received liraglutide for 5 weeks with a dose
escalation to 3.0 mg. This joint analysis investigated the effects
of body weight, sex, and age category (adolescent/adult) on
liraglutide exposure (area under the plasma concentration
time curve from 0 to 24 hours after dose in steady state
[AUCyu)).
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Exploratory pharmacodynamic endpoints included the
change from baseline to end of treatment in BMI z score,'® body
weight, FPG, fasting serum insulin, and glycated hemoglobin
Alc (HbAlc).

Statistical Analyses

No formal sample size calculations were made. Based on clini-
cal judgment, a sample size of 18 participants (12 on liraglutide
and 6 on placebo) was considered sufficient. To account for
withdrawals, 21 participants were planned for enrollment.

All randomized participants who received at least 1 dose of
the investigational medicinal product were included in the full
analysis set. The safety analysis set comprised participants
exposed to at least 1 dose of investigational medicinal product.

No formal statistical testing was performed for any of the
safety or tolerability endpoints and summary statistics by
treatment were the primary mode of statistical presentation
of safety data.

Pharmacokinetic endpoints were summarized using de-
scriptive statistics. Liraglutide dose proportionality was based on
Cuough levels by estimating the slope 8 in a linear normal re-
gression model with the logarithm of Cyrougn as dependent vari-
able, a common intercept, the logarithm of the dose as fixed
covariate, and a participant-specific intercept as a random effect.
The estimated dose-proportionality parameter 2° with 95% CI
was reported, and the resulting P value represents the test of
20=2,

A 1-compartment pharmacokinetic model with first-
order absorption and elimination parameters (absorption rate
constant [ka], apparent clearance [CL/F], and apparent volume
of distribution [Vd/F]) was previously reported to adequately
describe liraglutide pharmacokinetic data in adults and pedi-
atric individuals.""” This model was fitted to pooled data from
the current trial and the trial in adults. Trial effects were con-
founded with the effects of age category, and the trial effect
was, therefore, not included in the model. Between-participant
variability parameters (random effects) were included for CL/F
and Vd/E Residual error was described using a proportional
error model. Estimates for steady-state CL/F for each partici-
pant and the corresponding maintenance dose level were used
to derive the AUC,,.

Investigation of the preselected covariates on the joint data
set (including data from the current trial in adolescents and
the previous adult trial) allowed for simultaneous testing of
effects. The change in the mean (90% CI) AUC,, relative to a
reference individual (100-kg female adult) was assessed for each
covariate, and effects were considered relevant if the 90% Cls
were outside the range of bioequivalence limits (0.8-1.25). A
body weight of 100 kg is the approximate mean body weight
for the adult and adolescent populations with obesity in the
clinical trials and was, therefore, selected as the reference body
weight.

Change from baseline to end of treatment for physical ex-
amination, vital signs, laboratory tests, and pharmacodynamic
endpoints was analyzed using an ANCOVA model with
treatment as fixed factor and baseline value as covariate, with
a statistical significance level of 0.05, and no adjustment for
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multiplicity given the exploratory nature of the study. The null
hypothesis was that there was no difference between the 2
groups.

In total, 24 participants were screened between February 7, 2013,
and May 26, 2014; of these, 21 were eligible for inclusion and
were randomized to treatment (Figure 3; available at
www.jpeds.com). One participant randomized to liraglutide
was withdrawn after 4 days of treatment (because of storage
temperature deviation of trial product) and did not provide
blood samples for pharmacokinetic analysis and pharmaco-
dynamic endpoints.

Participant characteristics were generally well matched
between treatment groups at baseline (Table I, although there
was a higher proportion of female participants in the liraglutide
group compared with the placebo group.

TEAEs

All 14 participants in the liraglutide group and 4 (57.1%) in
the placebo group reported at least 1 TEAE during the trial
(Table II). Most of the TEAEs with liraglutide (96.5%), and
all TEAEs in the placebo group were mild. There were no severe
or serious TEAEs or deaths, and no withdrawals because of
TEAEs in either treatment group.

For placebo, all the reported TEAEs were considered un-
likely to be related to treatment. Approximately one-half of the
TEAE: in the liraglutide group (51.2%) were considered to be
probably or possibly related to treatment. The most common
TEAEs judged possibly or probably related to liraglutide treat-
ment by the investigator were gastrointestinal (GI) disorders,
including 34 (77%) of the 44 treatment-related TEAEs
(Table III; available at www.jpeds.com). No clear pattern
between liraglutide dose and the timing or duration of GI events
was identified (Figure 4). In terms of local tolerability, injec-
tion site pain and pruritus were seen with liraglutide but not
placebo (Table IV).

Hypoglycemic Episodes

The total number of all hypoglycemic episodes'® was higher
in the liraglutide group (12 in 8 participants) than in the
placebo group (2 in 1 participant) (Table II). Five of the 12
episodes with liraglutide occurred after an extended fasting
period of more than 10 hours after the last meal; 1 occurred
7 hours after, and 2 occurred between 1 and 4 hours after a
meal (timing in relation to last meal was unknown for the re-
maining 4 episodes). Most hypoglycemic episodes with
liraglutide occurred at doses of 0.6 mg and 1.2 mg (Figure 5;
available at www.jpeds.com).

There were 3 confirmed hypoglycemic episodes (Table II)
in 2 participants receiving liraglutide; all were minor epi-
sodes and were documented symptomatic. No severe hypo-
glycemic episodes were reported with either treatment.

One participant reached a maximum liraglutide dose of only
2.4 mg; this participant was prescribed liraglutide 1.2 mg
for 2 weeks because of low blood glucose concentration
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(Table II. Summary of treatment-emergent adverse events and hypoglycemic episodes
Liraglutide* Placebo
n=14 n=7
Participants Events Participants Events
Variables n % n n % n
TEAEs 14 100 86 4 57.1 7
Severity"
Mild 14 100 83 4 571 7
Moderate 3 21.4 3 0 0 0
Relationship to trial product
Probable/possible 2/13 14.3/92.9 3/41 0/0 0/0 0/0
Unlikely 13 92.9 42 4 57.1 7
Outcome
Recovered/recovering 14/3 100/21.4 83/3 4/0 571/0 7/0
TEAEs by system organ class and preferred term,
irrespective of relationship to trial product
Gl disorders 12 85.7 43 2 28.6 3
Nervous system disorders 7 50.0 13 1 14.3 1
Infections and infestations 6 42.9 6 2 28.6 2
General and administration site conditions 5 35.7 7 0 0 0
Musculoskeletal and connective tissue disorders 3 21.4 3 0 0 0
Reproductive system and breast disorders 3 21.4 3 0 0 0
Respiratory, thoracic and mediastinal disorders 2 14.3 5 1 14.3 1
Skin and subcutaneous tissue disorders 2 14.3 2 0 0 0
Injury, poisoning and procedural complications 1 71 1 0 0 0
Investigations 1 71 1 0 0 0
Vascular disorders 1 71 2 0 0 0
Hypoglycemic episodes
Confirmed* 2 14.3 3 0 0 0
ADAS 8 57.1 12 1 14.3 2
Severe 0 0 0 0 0 0
Documented symptomatic 2 14.3 4 0 0 0
Asymptomatic 4 28.6 4 1 14.3 2
Probable symptomatic 0 0 0 0 0 0
L Relative 3 214 4 0 0 0 )

ADA, American Diabetes Association.
*TEAEs/hypoglycemic episodes are reported during dose escalation (liraglutide 0.6-3.0 mg).
1There were no severe TEAEs in either treatment group.

}Severe events or minor events (Novo Nordisk definition: PG <56 mg/dL [3.1 mmol/L] or full blood glucose <50 mg/dL [2.8 mmol/L] without symptoms or with symptoms and self-handled).
§ADA definitions,* briefly: severe, requiring assistance of another person; asymptomatic, no typical symptoms but PG concentration <70 mg/dL (3.9 mmol/L); documented symptomatic, typical
symptoms, and PG concentration <70 mg/dL (3.9 mmol/L); relative, typical symptoms but PG concentration >70 mg/dL (3.9 mmol/L); probable symptomatic, symptoms without PG determination.

There were no unclassifiable hypoglycemic episodes in either treatment group.

pre-escalation to 1.2 mg (61 mg/dL [3.4 mmol/L]) and again
2 days postescalation (44 mg/dL [2.4 mmol/L]).

Vital Signs, ECG, and Physical Examination

From baseline to end of treatment, resting pulse rate in-
creased by a mean of 6 beats/minute (range —20 to 24 beats/
minute) with liraglutide and 1 beat/minute (range —10 to 15
beats/minute) with placebo. Over the same period, systolic
blood pressure decreased in both groups, with a numerically
greater decline with liraglutide (mean -7 mm Hg compared
with -2 mm Hg with placebo). Similar, but less pronounced
findings, were made for diastolic blood pressure (mean -4 mm
Hg with liraglutide and -1 mm Hg with placebo). Baseline and
end-of-study data for pulse and blood pressure are included
in Table IV (available at www.jpeds.com). No clinically sig-
nificant findings were reported for ECGs. For physical exami-
nation, there were no changes in clinically significant abnormal
findings.

Liraglutide in an Adolescent Population with Obesity: A Randomized, Double-Blind, Placebo-Controlled 5-Week Trial to

Clinical Laboratory Evaluations

Overall, no clinically significant changes in hematologic, bio-
chemical (including calcitonin levels), hormonal, lipid, or
urinary measurements were observed in either group at the
end of treatment. In the liraglutide group, 1 participant had
postbaseline elevations (above the upper limit of normal
[ULN]) in both amylase (103.0-147.1 U/L, ULN = 100 U/L)
and lipase (76.0-123.0 U/L, ULN =67 U/L), and 1 partici-
pant had elevations in lipase (85.8 U/L) during treatment. Four
participants had elevations in lactate dehydrogenase (LDH) at
the end of treatment (one of whom also had treatment-
associated elevated transaminase levels). None of these obser-
vations were considered to be clinically significant. All
participants who developed elevated levels of amylase, lipase,
and LDH during the study had normal baseline levels of these
enzymes. Either during the trial, or at follow-up after trial
completion, elevated lipase or LDH levels had returned to
within the normal range (1 participant with elevated lipase),
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Table III. Treatment emergent adverse events possi- A
bly or probably related to investigational product

Liraglutide* Placebo
n=14 n=7
Participants Events Participants Events
n % N n % n
Gl disorders 11 786 34 0 0.0 0
Nausea 7 500 11 0 00 0
Abdominal pain 4 286 12 0 0.0 0
Vomiting 4 286 4 0 0.0 0
Diarrhea 3 214 3 0 0.0 0
Abdominal pain upper 2 143 2 0 0.0 0
Abdominal distension 1 71 1 0 0.0 0
Abdominal wall hematoma 1 71 1 0 0.0 0
General disorders and 4 286 6 0 0.0 0
administration site conditions
Injection site pain 3 214 5 0 0.0 0
Injection site pruritus 1 71 1 0 0.0 0
Investigations 1 71 1 0 0.0 0
Transaminases increased 1 71 1 0 0.0 0
Skin and subcutaneous tissue 1 71 1 0 0.0 0
disorders
Alopecia 1 71 1 0 0.0 0
Vascular disorders 1 71 2 0 0.0 0
Hematoma 1 71 2 0 0.0 0 )

n, number of participants; %, percentages of patients.
*TEAEs/hypoglycemic episodes are reported during dose escalation (liraglutide 0.6-3.0 mg).

or were declining (participants with elevated LDH); the 1 par-
ticipant with elevated amylase and lipase at the end of treat-
ment was lost to follow-up after completion of the trial, and
no further levels are available. No antiliraglutide antibodies were
detected.

Pharmacokinetics
Curough Values increased with increasing doses of liraglutide, al-
though the plasma liraglutide concentration associated with
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the dose of 2.4 mg was lower than expected (Figure 6, A).
Liraglutide dose-proportionality was not observed in the full
dataset analysis (estimated 2° 1.75 [95% CI 1.55, 1.98]; P=.03)
but was indicated in a post-hoc sensitivity analysis that ex-
cluded the liraglutide 2.4 mg Cyougn values (estimated 27 1.89
[95% CI 1.75, 2.04], P=.14).

The liraglutide concentration-time profile in the adoles-
cent trial was similar to that observed previously with liraglutide
3.0 mg in adults with obesity (Figure 6, B).

To compare the liraglutide exposure between adolescents and
adults, a joint analysis that included data from both of these
populations was performed. In the joint pharmacokinetic analy-
sis (Figure 6, C), liraglutide exposure (model-derived AUC,,)
was slightly elevated in adolescents compared with adults, with
an estimated ratio of 1.10 (90% CI 0.93; 1.31). In addition,
liraglutide exposure was 23% lower in male participants than
in female participants (Figures 6, C and 7; Figure 7 available
at www.jpeds.com) and was reduced with increasing body
weight.

Exploratory Pharmacodynamic Endpoints

From baseline to end of treatment, mean BMI z score and body
weight decreased in both treatment groups (liraglutide: BMI
zscore -0.12, body weight -2.55 kg; placebo: BMI z score -0.10,
body weight -1.85 kg), mean FPG and HbA1lc levels de-
creased with liraglutide and remained stable with placebo
(liraglutide: FPG -3.51 mg/dL [-0.19 mmol/L], HbAlc-0.11%
[-1.22 mmol/mol]; placebo: FPG 0.63 mg/dL [0.03 mmol/L],
HbAlc 0.01% [0.08 mmol/mol]), and mean fasting serum
insulin levels decreased with liraglutide (-1.43 uIU/mL
[-10.22 pmol/L]) and increased with placebo (1.83 ulU/mL
[13.15 pmol/L]) (Table V; available at www.jpeds.com). Despite
numerically favorable effects of liraglutide, there were no sta-
tistically significant differences between the 2 groups in any of
these variables (all P > .05).

= Mild = Moderate
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Figure 4. Timing and duration of selected Gl events with liraglutide. Doses shown on the plot are those at the start of the event.
There were no TEAEs of nausea, vomiting, or diarrhea reported for any participants treated with placebo. The y-axis symbols
indicate participants with multiple events. *One participant was treated with liraglutide 1.2 mg for 2 weeks and reached a maximum

dose of only 2.4 mg.
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Figure 6. Pharmacokinetic analysis of liraglutide exposure. A, Plasma concentration of liraglutide at steady state versus liraglutide
dose. Liraglutide Cyougn are taken at steady state approximately 24 hours after dose administration. The fitted curve is based
on the estimates from the linear regression model. B, Model-derived and observed mean liraglutide concentrations vs time after
last dose in adolescent and adult populations. Liraglutide concentration shown as geometric means with 95% ClI vs time. Model-
derived concentration-time curve. Data are from the current trial in adolescents and from a previous trial in adults with obesity'”
(NCT00978393) receiving liraglutide 3.0 mg once daily. Concentrations were normalized from 2.4 to 3.0 mg for 1 individual (female
adolescent). C, Population pharmacokinetic analysis of covariate effects of liraglutide exposure (AUC,4). Geometric mean and
90% ClI for effects of covariates on liraglutide exposure relative to a reference individual (100-kg female adult). The dotted lines
represent bioequivalence limits of 0.8 and 1.25. Data are from the current trial in adolescents and from a previous trial in adults
with obesity'” (NCT00978393) who were receiving liraglutide 3.0 mg once daily.
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We investigated the use of liraglutide in a population of ado-
lescents with obesity, which is the first time this has been ex-
plored. The findings are broadly in line with those reported
for adults. The safety and efficacy of liraglutide 3.0 mg for
weight management in adults with obesity has been estab-
lished in the Satiety and Clinical Adiposity-Liraglutide Evi-
dence in individuals with and without diabetes (SCALE)
program‘ll,l2,20,21

Tolerability and safety are essential in the treatment of any
pediatric population. In the present trial, the tolerability profile
of liraglutide was generally acceptable. All participants receiv-
ing the drug had at least 1 TEAE, but the majority (96.5%)
of these were mild. There were no severe or serious TEAESs,
and of note, no participants withdrew because of TEAEs. As
expected from previous trials,” GI disorders were the most
common TEAEs and reported by 85.7% of participants re-
ceiving liraglutide. The most frequent of the GI events re-
ported with both liraglutide (17 events in 7 participants) and
placebo (3 events in 3 participants) was abdominal pain. No
clear association between treatment dose and the timing and
duration of GI TEAEs, as was observed in adults with obesity”’
and in pediatric/adolescent patients with T2D,** was seen in
this trial.

There were 12 episodes (in 8 subjects) of hypoglycemia in
the liraglutide group, compared with only 2 episodes (in 1
subject) with placebo. Nearly one-half of the hypoglycemic epi-
sodes reported with liraglutide occurred 10 hours or more after
the previous meal, suggesting that a prolonged fast may have
been a contributory factor. Only 3 episodes with liraglutide were
confirmed, all of which were designated to be “minor epi-
sodes” (PG <56 mg/dL [3.1 mmol/L]). No severe hypoglyce-
mia was reported. The rate of hypoglycemia was higher than
that reported for the SCALE Obesity and Prediabetes trial in
adults with obesity, although hypoglycemic events in the SCALE
Obesity and Prediabetes trial were more common in patients
without prediabetes than in those with prediabetes (15.9% vs
9.4%)."* The difference in rates may be influenced by the fact
that, unlike in the SCALE Obesity and Prediabetes trial, the
pediatric participants and their parents in this trial were pro-
vided with glucose meters and trained in how to use them. Simi-
larly to the present trial, the incidence of hypoglycemic episodes
with PG <56 mg/dL (3.1 mmol/L) in the SCALE Obesity and
Prediabetes trial was low (around 2%)."

The clinical significance of the increase in pulse rate
(mean 6 beats/minute) with liraglutide in the present trial is
not known, but similar effects have been seen in adults'""” and
appear to be a class effect of GLP-1 receptor agonists.”” No
TEAE: related to resting pulse were reported during the trial.

Although there were no clinically significant changes in labo-
ratory measurements with liraglutide, a transient elevation of
lipase above the ULN was observed in 1 participant and another
had levels of both amylase and lipase above the ULN at the
end of the study. This is consistent with previous findings from
studies in adults with obesity.'>'*'” The clinical relevance of
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increases in lipase or amylase <3 X ULN has not been estab-
lished. Elevated LDH levels in 4 participants were also thought
not to be of clinical relevance.

The exposure of liraglutide in this young population
with obesity was broadly consistent with findings reported
in pediatric (aged 10-17 years) and adult patients with T2D
at doses of up to 1.8 mg" and in adults with obesity at doses
up to 3.0 mg."” Sex was found to be a relevant covariate for
exposure in the joint population of adolescents and adults,
which is in line with findings from a previous investigation
of liraglutide in adult patients with obesity.” Body weight
has also been shown to influence the exposure of liraglutide
in adults with obesity.”® Even though this covariate was not
found to be relevant in the joint analysis including adoles-
cents and adults, the trend toward higher liraglutide exposure
with lower body weight is in keeping with the previous find-
ings in adults. An explanation for the unexpectedly low Cyougn
values at the 2.4 mg liraglutide dose was not found.

Favorable effects of liraglutide in exploratory pharmaco-
dynamic endpoints such as BMI z score, body weight, FPG,
HbAIc, and fasting serum insulin were observed; none was sta-
tistically significant. This may be reflective of the short dura-
tion of treatment, particularly as liraglutide was administered
at the highest dose of 3.0 mg for only 1 week, and the small
number of participants.

The limitations of this study are related to its exploratory
nature. These include the small sample size and short duration
of treatment. Although the results here are promising, given
that participants only received the maintenance dose of lirag-
lutide 3.0 mg for 1-2 weeks, it is not possible to determine the
longer-term efficacy and safety of liraglutide in this adoles-
cent population. This assessment requires further investigation.

In conclusion, treatment with liraglutide resulted in an ac-
ceptable safety and tolerability profile in adolescents with obesity,
and no unexpected safety and tolerability issues, compared with
adults, were identified. Liraglutide pharmacokinetic proper-
ties in this population were consistent with those observed in
adults with obesity and indicate that the dose and dose esca-
lation regimen recommended for weight management in adults
will result in the same exposure range in adolescents. The results
support further investigations of the safety and efficacy of
liraglutide in adolescents in a longer-term trial. B

We thank the patients who participated in the study. Karl Gledhill, PhD
(supported by Novo Nordisk A/S; Watermeadow Medical, an Ashfield
Company; supported by Novo Nordisk A/S), wrote the first draft of the
manuscript under the guidance of the authors.

Submitted for publication May 9, 2016; last revision received Aug 31, 2016;
accepted Oct 24, 2016

Reprint requests: Thomas Danne, MD, Kinder- und Jugendkrankenhaus auf
der Bult, Janusz-Korczak Allee 12, 30173 Hannover, Germany. E-mail:
danne@hka.de

References

1. Ng M, Fleming T, Robinson M, Thomson B, Graetz N, Margono C, et al.
Global, regional, and national prevalence of overweight and obesity in

Danne et al


mailto:danne@hka.de
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0010
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0010

February 2017

ORIGINAL ARTICLES

10.

11.

12.

13.

14.

Liraglutide in an Adolescent Population with Obesity: A Randomized, Double-Blind, Placebo-Controlled 5-Week Trial to

children and adults during 1980-2013: a systematic analysis for the Global
Burden of Disease Study 2013. Lancet 2014;384:766-81.

. Ogden CL, Carroll MD, Fryar CD, Flegal KM. Prevalence of obesity among

adults and youth: United States, 2011-2014. NCHS Data Brief. 2015:1-
8.

. Giannini C, Caprio S. Islet function in obese adolescents. Diabetes Obes

Metab 2012;14(Suppl 3):40-5.

. Inge TH, Courcoulas AP, Jenkins TM, Michalsky MP, Helmrath MA,

Brandt ML, et al. Weight loss and health status 3 years after bariatric surgery
in adolescents. N Engl ] Med 2016;374:113-23.

. Dietz WH. Health consequences of obesity in youth: childhood predic-

tors of adult disease. Pediatrics 1998;101:518-25.

. Wardle J, Cooke L. The impact of obesity on psychological well-being.

Best Pract Res Clin Endocrinol Metab 2005;19:421-40.

. Simmonds M, Burch J, Llewellyn A, Griffiths C, Yang H, Owen C, et al.

The use of measures of obesity in childhood for predicting obesity and
the development of obesity-related diseases in adulthood: a systematic
review and meta-analysis. Health Technol Assess 2015;19:1-336.

. Wiegand S, Keller KM, Lob-Corzilius T, Pott W, Reinehr T, Robl M, et al.

Predicting weight loss and maintenance in overweight/obese pediatric pa-
tients. Horm Res Paediatr 2014;82:380-7.

. Barlow SE. Expert committee recommendations regarding the preven-

tion, assessment, and treatment of child and adolescent overweight and
obesity: summary report. Pediatrics 2007;120(Suppl 4):5164-92.

Cole TJ, Bellizzi MC, Flegal KM, Dietz WH. Establishing a standard defi-
nition for child overweight and obesity worldwide: international survey.
BM]J 2000;320:1240-3.

Pi-Sunyer X, Astrup A, Fujioka K, Greenway F, Halpern A, Krempf M,
et al. A randomized, controlled trial of 3.0 mg of liraglutide in weight man-
agement. N Engl ] Med 2015;373:11-22.

Davies MJ, Bergenstal R, Bode B, Kushner RF, Lewin A, Skjoth TV, et al.
Efficacy of liraglutide for weight loss among patients with type 2 diabe-
tes: the SCALE diabetes randomized clinical trial. JAMA 2015;314:687-
99.

Petri KC, Jacobsen LV, Klein DJ. Comparable liraglutide pharmacokinet-
ics in pediatric and adult populations with type 2 diabetes: a popula-
tion pharmacokinetic analysis. Clin Pharmacokinet 2015;54:663-70.
Lau D, Davies M, Pi-Sunyer X, Wilding J, Shapiro LM, Jensen CB, et al.
Hypoglycemia reported with liraglutide 3.0 mg in overweight and obese
adults with and without prediabetes: results of the randomized, double-
blind, placebo-controlled 56-week SCALE obesity and prediabetes trial.
Endocr Rev 2015;36(2, Suppl):Abstract OR07-2.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

World Health Organization. BMI for age, WHO reference; 2007.
http://www.who.int/growthref/en/. Accessed November 21, 2016.
Seaquist ER, Anderson J, Childs B, Cryer P, Dagogo-Jack S, Fish L, et al.
Hypoglycemia and diabetes: a report of a workgroup of the American Dia-
betes Association and the Endocrine Society. Diabetes Care 2013;36:1384-
95.

van Can J, Sloth B, Jensen CB, Flint A, Blaak EE, Saris WH. Effects of the
once-daily GLP-1 analog liraglutide on gastric emptying, glycemic pa-
rameters, appetite and energy metabolism in obese, non-diabetic adults.
Int J Obes 2014;38:784-93.

Wells JC, Fewtrell MS, Williams JE, Haroun D, Lawson MS, Cole TJ. Body
composition in normal weight, overweight and obese children: matched
case-control analyses of total and regional tissue masses, and body com-
position trends in relation to relative weight. Int J Obes (Lond)
2006;30:1506-13.

Ingwersen SH, Khurana M, Madabushi R, Watson E, Jonker DM,
Le Thi TD, et al. Dosing rationale for liraglutide in type 2 diabetes
mellitus: a pharmacometric assessment. J Clin Pharmacol 2012;52:1815-
23.

Wadden TA, Hollander P, Klein S, Niswender K, Woo V, Hale PM, et al.
Weight maintenance and additional weight loss with liraglutide after low-
calorie-diet-induced weight loss: the SCALE maintenance randomized
study. Int J Obes (Lond) 2013;37:1443-51.

Blackman A, Foster GD, Zammit G, Rosenberg R, Aronne L, Wadden T,
et al. Effect of liraglutide 3.0 mg in individuals with obesity and mod-
erate or severe obstructive sleep apnea: The SCALE sleep apnea random-
ized clinical trial. Int ] Obes (Lond) 2016;40:1310-9.

Nuffer WA, Trujillo JM. Liraglutide: a new option for the treatment of
obesity. Pharmacotherapy 2015;35:926-34.

Astrup A, Rossner S, Van Gaal L, Rissanen A, Niskanen L, Al Hakim M,
etal. Effects of liraglutide in the treatment of obesity: a randomised, double-
blind, placebo-controlled study. Lancet 2009;374:1606-16.

Klein DJ, Battelino T, Chatterjee DJ, Jacobsen LV, Hale PM, Arslanian S,
et al. Liraglutide’s safety, tolerability, pharmacokinetics, and pharmaco-
dynamics in pediatric type 2 diabetes: a randomized, double-blind, placebo-
controlled trial. Diabetes Technol Ther 2014;16:679-87.

Robinson LE, Holt TA, Rees K, Randeva HS, O’Hare JP. Effects of exenatide
and liraglutide on heart rate, blood pressure and body weight: system-
atic review and meta-analysis. BMJ Open 2013;3:e001986.

Overgaard RV, Petri KC, Jacobsen LV, Jensen CB. Liraglutide 3.0 mg for
Weight Management: A Population Pharmacokinetic Analysis. Clin
Pharmacokinet 2016;55:1413-22.

153

Assess Safety, Tolerability, and Pharmacokinetics of Liraglutide in Adolescents Aged 12-17 Years


http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0010
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0015
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0015
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0015
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0020
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0020
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0025
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0025
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0025
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0030
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0030
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0035
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0035
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0040
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0040
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0040
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0040
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0045
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0045
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0045
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0050
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0050
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0050
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0055
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0055
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0055
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0060
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0060
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0060
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0065
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0065
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0065
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0065
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0070
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0070
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0070
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0075
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0075
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0075
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0075
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0075
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0080
http://www.who.int/growthref/en/
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0085
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0085
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0085
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0085
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0090
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0090
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0090
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0090
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0095
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0095
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0095
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0095
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0095
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0100
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0100
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0100
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0100
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0105
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0105
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0105
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0105
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0110
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0110
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0110
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0110
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0115
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0115
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0120
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0120
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0120
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0125
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0125
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0125
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0125
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0130
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0130
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0130
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0135
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0135
http://refhub.elsevier.com/S0022-3476(16)31210-0/sr0135

THE JOURNAL OF PEDIATRICS « www.jpeds.com Volume 181

Sparse blood sampling
for PK measurements
:j)l‘ ghutide (n=14)
é 30mg
24mg
1.8mg I —-  Placebo(n=7)

'._‘ 0.6 mg ; I @6\

. @

Screening ‘ **
- >

¢ | { ¢ t ¢ Ba

Week -2 0 1 2 3 4 5 67
Visit 1 2 3 4 5 6 7 8

Figure 1. Trial design. *The follow-up (FU) visit (5-14 days after last dose administration) was the last scheduled visit for each
participant. EOT, end of treatment; PK, pharmacokinetic; O, Ciough.

Sampling Time after last dose (hours)

scheme 2 4 6 8 10 12 14 24 48 72
A X X X X X
B X X X X X
( X X X X X
D X X X X X
E X X X
F X X X X X

Figure 2. Sampling scheme for blood sampling for liraglutide plasma bioanalysis after last dose. x, blood sampling. Partici-
pants were randomized to 1 of 6 different pharmacokinetic blood sampling schemes (A-F) at randomization. Within 24 hours of
the last dose administration at visit 7 at the end of week 5, 4 samples were drawn per participant and another sample was
drawn at 48 or 72 hours for population pharmacokinetic analysis (sparse pharmacokinetic blood sampling).

I Screened (n = 24) ]

_ | Screen failure (n =3)
+ Not meeting inclusion criteria

Y
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|
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[ |
[ Completed (n = 13) I iCompletod (n=7) ]
I Analyzed (n = 14) I [Analyzed (n= 7‘) ]

Figure 3. Subject disposition. *Subject was withdrawn after 4 days of treatment because of a storage temperature deviation of
trial product at the site.
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m Relative = Documented symptomatic = Asymptomatic

e #12mg Liraglutide, 65 mg/dL, 3.61 mmolL
o 1+ 24 mg Placebo, 63 mg/dL, 3,50 mmoliL
T 1 m12mg Placabo, 57 mg/dL, 3.16 mmollL
=4 m12mg Liraghutide, 70 mg/dL, 3.89 mmoliL.
& t- m24mg  Liraglutide, 60 mg/dL, 3.33 mmolL
o d m30mg Liraglutide, 59 mgidL, 3.27 mmoli.
S § mOEmg Liragiutide, 54 mg/dL, 3.00 mmolL
Z §4 moemg Liraglutide, 55 mg/dL, 3.05 mmold.
& 4 u12mg Liraghutide, 44 mg/dL, 2 44 mmolL
3 34 BO6mg” Liraglutide, 61 mg/dL, 3.39 mmold.
S 4 moéemg Liraghstide, 73 mg/dL, 4.05 mmold
2 14 mO0Bmg Liraglutide, 88 mg/dL_, 5.44 mmold
= q B06mg Liraghstide, 94 mg/dL, 5.22 mmoll.

E Bi2mg Liraglutide, 79 mg/dL, 4.38 mmoliL

0 7 14 21 28 35< ;12

Time since first dosing (days) Off drug

Figure 5. Treatment-emergent hypoglycemic episodes by timing, dose, and PG readings at the time of the event. Data are for
participants with treatment-emergent hypoglycemic episodes, showing PG readings at the time of the event. Doses shown on
the plot are those at the start of the event. Hypoglycemic episodes shown here are described by American Diabetes Associa-
tion definitions,® briefly: asymptomatic, no typical symptoms but PG concentration <70 mg/dL (3.9 mmol/L); documented
symptomatic, typical symptoms and PG concentration <70 mg/dL (3.9 mmol/L); relative, typical symptoms but PG concentra-
tion >70 mg/dL (3.9 mmol/L). The y-axis symbols indicate participants with multiple events. *One participant was treated with
liraglutide 1.2 mg for 2 weeks and reached a maximum dose of only 2.4 mg.
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Figure 7. Geometric mean (95% ClI) liraglutide exposure (in terms of model-derived AUC.4) in adolescents and adults by sex.
Data are from the current trial in adolescents and from a previous trial in adults with obesity'” (NCT00978393) who were re-
ceiving liraglutide 3.0 mg once daily.
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Table I. Baseline characteristics
Liraglutide Placebo
n=14 n=7
Sex, n (%)
Female 11 (78.6) 3 (42.9)
Male 3 (21.4) 4 (57.1)
Age,y 15.1 (0.9) 14.4 (1.8)
Min; max 13; 16 13;17
Body weight, kg 103.5 (12.8) 109.6 (30.8)
Min; max 79.9;121.6 78.5;164.4
BMI, kg/m? 36.5 (3.7) 35.7 (5.4)
Min; max 31.6;44.3 29.3;44.9
BMI z score* 3.17 (0.49) 3.26 (0.75)
Min; max 2.50; 4.16 2.50; 4.52
HbA1c, % 5.4 (0.3 5.5(0.3)
Min; max 4.9;6.0 5.1;6.1
HbA1c, mmol/mol 36.0 (3.6) 36.3 (3.6)
Min; max 30.1; 421 32.2;43.2 )
Min, minimum; max, maximum.
Data are mean (SD), unless otherwise stated.
*BMI z score represents the number of SDs from a reference standard population mean BMI.'®
~

p
Table IV. Heart rate and blood pressure changes from baseline

Liraglutide (n = 14)

Placebo (n=7)

Baseline End of treatment  Change from baseline Baseline End of treatment  Change from baseline
(mean £ SD) (mean £ SD) (mean £ SD) (mean £ SD) (mean £ SD) (mean £ SD)
Heart rate (beats/min) 82+10 88+ 10 6+13 81+14 82+12 1+10
Systolic blood pressure (mm Hg) 124+ 14 1M7+11 —-7+13 126 £7 124 £ 21 —2+25
L Diastyolic blood pressure (mm Hg) 6119 57+10 -4+8 60+ 6 59+15 -1+13
4 )
Table V. Summary of pharmacodynamic endpoints: change from baseline to end of treatment
Estimated mean change from baseline* Treatment difference’ (95% Cl) Pvalue
BMI z score
Liraglutide (n = 14) -0.12 —-0.02 (-0.17, 0.13) .75
Placebo (n=7) -0.10
Body weight, kg
Liraglutide (n = 14) -2.55 —0.70 (—4.24, 2.84) .68
Placebo (n=7) -1.85
FPG, mg/dL
Liraglutide (n = 13%) -3.51 -4.14 (-10.6, 2.31) 19
Placebo (n=7) 0.63
FPG, mmol/L
Liraglutide (n = 139 -0.19 —-0.23 (-0.59, 0.13) 19
Placebo (n=7) 0.03
HbA1c, %
Liraglutide (n = 139 —-0.11 —-0.12 (-0.31, 0.07) .21
Placebo (n=7) 0.01
HbA1c, mmol/mol
Liraglutide (n = 13%) -1.22 -1.30 (-3.38, 0.79) .21
Placebo (n=7) 0.08
Fasting serum insulin, wlU/mL
Liraglutide (n = 13%) -1.43 -3.26 (—11.4, 4.87) A
Placebo (n=7) 1.83
Fasting serum insulin, pmol/L
Liraglutide (n = 139 -10.22 —23.37 (-81.70, 34.97) A1
Placebo (n=7) 13.15 )

P values presented are from a 2-sided test of the null-hypothesis of no difference in the 2 groups.

*Least square means.
tLiraglutide— placebo.

$0ne participant included in the full analysis set/safety analysis set was withdrawn after 4 days and did not provide blood samples for pharmacokinetic analysis and pharmacodynamic endpoints.

153.e3

Danne et al



	 Liraglutide in an Adolescent Population with Obesity: A Randomized, Double-Blind, Placebo-Controlled 5-Week Trial to Assess Safety, Tolerability, and Pharmacokinetics of Liraglutide in Adolescents Aged 12-17 Years
	 Methods
	 Outcomes
	 Statistical Analyses

	 Results
	 TEAEs
	 Hypoglycemic Episodes
	 Vital Signs, ECG, and Physical Examination
	 Clinical Laboratory Evaluations
	 Pharmacokinetics
	 Exploratory Pharmacodynamic Endpoints

	 Discussion
	 References


