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Gattex is indicated for the treatment of patients aged 1 year and above with Short Bowel Syndrome.
Patients should be stable following a period of intestinal adaptation after surgery.
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4.2 Posology and method of administration

Paediatric population

The product is not |nd|cated for ch|Idren under 1 year of age Ihesa#ety—and—etﬂeaey—e#@attex—m

4.4 Special warnings and precutoins for use

Gastrointestinal neoplasia including hepatobiliary tract

In the rat carcinogenicity study, benign tumours were found in the small bowel and the extrahepatic bile
ducts. These-observations-were-not-confirmed Development of small intestinal polyps has also been
observed in elinical-studies-of more-than-one-year-duration human SBS patients within several
months after start of teduglutide treatment. Because of this, upper gastro-intestinal endoscopy or
other imaging is recommended before and during the treatment with teduglutide. If a neoplasia is
detected, it should be removed. In case of malignancy, Gattex teduglutide treatment must be discontinued
(see sections 4.3 and 5.3).

Paediatric population
See also general precautions for adults under this section.

Colo-rectal polyps/Neoplasia

Prior to initiating treatment with Gattex, faecal occult blood testing should be perfermed-in-all-children
done for all children and adolescents. Colonoscopy/sigmoidoscopy is required if there is evidence
of unexplained blood in the stool. Subsequent faecal occult blood testing should be eonducted done
annually in children and adolescents while they are receiving Gattex.

Colonoscopy/S|gmmdoscopy is recommended for all ch|Idren and adolescents after one year of
treatment, every 5 years thereafter of while on continuous treatment with Gattex, and if they have new or
unexplained gastrointestinal bleeding.

4.8 Undesirable effects
Frequency Very common Common Uncommon Not known

System organ

class
Gastrointestinal Abdominal Colorectal polyp Duedenal Small | Gastric polyp
disorders distension Colonic stenosis intestinal polyp*
Abdominal pain Flatulence
Nausea Intestinal obstruction
Vomiting Pancreatic duct stenosis
Pancreatitist

Small intestinal stenosis
*Locations include duodenum, jejunum, and ileum
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Paediatric population

In ene two completed clinical study trials, there were 37 87 paediatric subjects (aged 1 to 14 17 years)
enrolled and exposed to teduglutide for a duration of 12-weeks up to 6 months. No subject discontinued
the study studies due to an adverse event. Overall, the safety profile of teduglutide (including type and
frequency of adverse reactions, and immunogenicity) in children and adolescents (ages 1-17 years)
was similar to that in adults.

Ihe—tettemng—tenns—were—reperted—at—a#gher—trequency In three completed cI|n|caI studles in

paediatric subjects whk

eemmo|:1)—:-):nel—d+zz|4ttess—(eentlmtnolq)—HowevelL (aged 4to< 12 months corrected gestatlonal age), the
safety database profile reported in children-is-limited these studies was consistent with the safety

profile seen in the previous paediatric studies and no new safety issues were identified.

Limited long-term safety data are-net-yetis available for this the paediatric population. No data are
available for children under 1-year 4 months of age.

5.1 Pharmacodynamic properties

Paediatric population between 1 and 17 years of age

The efficacy data presented are derived from 2 controlled studies in paediatric patients up to

24 weeks duration. These studies included 101 patients in the following age groups: 5 patients

1-2 years, 56 patients 2 to < 6 years, 32 patients 6 to < 12 years, 7 patients 12 to < 17 years, and

1 patient 17 to < 18 years. Despite the limited sample size, which did not allow meaningful statistical
comparisons, clinically meaningful, numerical reductions in the requirement for parenteral support
were observed across all age groups.

Increase in enteral nutrition volume and enteral calories

Based on prescribed data, the mean percentage change from baseline at Week 12 in enteral volume, in the
ITT population, was 25.82% (+41.59) compared to 53.65% (+57.01) in the standard of care cohort. The
corresponding increase in enteral canrles was 58. 80% (+64 20), compared to 57. 02% (£55. 25) in the
standard of care cohort. A uglu : h

Reduction in infusion time

An additional 24-week, randomised, double-blind, multicentre study was conducted in 59 paediatric
subjects aged 1 year through 17 years who were dependent on parenteral support. The objective
was to evaluate safety/tolerability, pharmacokinetics and efficacy of teduglutide. Two doses of
teduglutide were studied: 0.025 mg/kg/day (n=24) and 0.05 mg/kg/day (n=26); 9 subjects were
enrolled in a standard of care (SOC) arm. Randomisation was stratified by age across dose groups.
Results below correspond to the ITT population at the recommended dose of 0.05 mg/kg/day.

Complete weaning

Three (3) paediatric subjects in the 0.05 mg/kg group achieved the additional endpoint of enteral
autonomy by week 24.

Reduction in parenteral nutrition volume

Based on subject diary data, 18 (69.2%) subjects in the 0.05 mg/kg/day group achieved the primary
endpoint of 2 20% reduction in PN/IV volume at end of treatment, compared to baseline; in the SOC
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arm, 1 (11.1%) subject achieved this endpoint.

The mean change in parenteral nutrition volume from baseline at Week 24, based on subject diary
data, was -23.30 (+17.50) ml/kg/day, corresponding to -41.57% (+28.90); the mean change in the SOC
arm was -6.03 (+4.5) ml/kg/day (corresponding to a -10.21% [+13.59]).

Reduction in infusion time

At week 24, there was a decrease in the infusion time of -3.03 (13.84) hours/day in the

0.05 mg/kg/day arm, corresponding to a percentage change of -26.09% (+36.14). The change from
baseline in the SOC cohort was -0.21 (+0.69) hours/day (-1.75% [+5.89]).

The mean decrease from baseline at Week 24 in the number of days/week on parenteral nutrition,

based on subject diary data, was -1.34 (+2.24) days/week corresponding to a percentage decrease
of -21.33% (+34.09). There was no reduction in PN/IV infusion days per week in the SOC arm.

No new unexpected safety signal were observed in this trial.
5.2 Pharmacokinetic properties

Pharmacokinetics in subpopulations

Paediatric population

Following subcutaneous administration, similar Cmax of teduglutide driving the efficacy responses, across
age groups (4 months corrected by gestational age to 17 years) was demonstrated by population
pharmacokinetics modelling based on PK samples collected in the population following SC 0.05 mg/kg
daily dose. However, lower exposure (AUC) and shorter half-life were seen in paediatric patients

4 months to 17 years of age, as compared with adults. The pharmacokinetic profile of teduglutide in this
paediatric population, as evaluated by clearance and volume of distribution, was different from that
observed in adults after correcting for body weights. Specifically, clearance decreases with increasing age
from 1-year-old 4 months to adults. No data are available for paediatric patients with moderate to severe
renal impairment and end-stage renal disease (ESRD).

6.6 Special precautions for disposal and other handling
The powder in the vial must then be dissolved by adding all the solvent from the pre-filled syringe.

After reconstitution, each vial contains 5 mg teduglutide in 0.5 ml of solution, corresponding to a
concentration of 10 mg/ml.
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