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1. ABSTRACT

Title: A Multicenter, Non-interventional, Uncontrolled, Open-label, Observational Study
in Children (up to Age 24 Months) to Evaluate Serum Magnesium (Mg) Levels
Associated with the Intake of Numeta G 16% E.

Final Study Report: 2017 OCT 31
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Rationale and background:

This non-interventional, observational study was undertaken to generate data to assess the
impact of Numeta G 16% E on serum magnesium (Mg) levels in full-term, new born
infants and children up to 24 months of age who require >70% parenteral nutrition (PN)
at study entry and who are expected to require at least 50% PN for 5 days.

Research question and objectives:

The objective of this study was to generate descriptive data for serum Mg levels in full-
term, new born infants and children up to 24 months of age following dosing with
Numeta G 16% E.

Study design: This was a multicenter, non-interventional, uncontrolled, open-label,
observational, safety study conducted in 11 study centers in 3 European countries
(Belgium, France, and Sweden). Baseline serum Mg was obtained, as Standard of Care,
prior to initiating Numeta G 16% E infusions. Subsequent Mg levels were obtained
during routine/Standard of Care for serum electrolyte blood draws. In the event a serum
Mg level was found to be outside the reference range for the study site, the Mg level
could have been repeated at the discretion of the Investigator.

Setting: Target enrollment for this study was 100 children (full-term, new born infants
and children up to age 24 months) who required >70% PN at study entry and who were
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expected to require at least 50% PN for 5 days. Efforts were made to enrol an adequate
distribution of infants in the age groups of 0 to 1 month and >1 month to 12 months as
well as at least 20 subjects age >12 months to 2 years.

Subjects and study size, including dropouts

A total of 104 subjects were enrolled. There were a total of 15 subjects who were
discontinued or dropped out once the study had started and there were 2 subjects who had
screen failures. In total, 102 subjects were analyzed; 81 subjects in the 0 — 1 year bracket,
and 21 patients in the 1 — 2 years bracket. Eleven sites participated in this study
throughout Belgium, France, and Sweden. Only study centers that routinely collect Mg
blood levels as Standard of Care participated in this study.

Variables and data sources:

The key safety variables collected for analysis included:

® Serum Mg levels during the study
® Numeta dosing information (actual)
® Nutritional intake (actual)

® Adverse Event (AE) assessment

® Reason for end of study participation

Data was collected from the medical records of the enrolled subjects and from
observation of the subjects during the study.

Results:

The treatment with Numeta G 16% E was well tolerated across all subject age groups in
the study including neonates and children up to 2 years of age. Throughout the study
there were a total of 92 reported AEs in 49 subjects (48.0%). Thirty subjects (30; 29.4%)
experienced AEs classified as mild, 11 subjects (10.8%) experienced moderate AEs, and
8 (7.8%) experienced severe AEs. Seven (7; 6.9%) subjects reported 9 Serious Adverse
Events (SAEs), none of which were related to Numeta G 16% E. Three subjects (3; 2.9%)
experienced mild SAEs, 2 subjects (2.0%) experienced moderate SAEs, and 2 subjects
(2.0%) experienced severe SAEs. There were 16 AEs in 12 subjects (11.8%) which were
reported as being related to Numeta G 16% E. None of these study product-related AEs
were serious. Of the 12 subjects who reported product-related AEs, 10 subjects (9.8%)
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experienced mild AEs, 2 subjects (2.0%) experienced moderate AEs, and no subjects
(0.0%) experienced severe product-related AEs. Among the 16 study product-related AEs
there were 4 reports of hypermagnesaemia occurring in 4 patients with 3 of these cases
being mild and 1 being moderate in severity. The age of the subjects who experienced
hypermagnesemia ranged froml days to. days, and the average age was 12 days.
Serum Mg levels in these hypermagnesaemia cases ranged from 0.99 mmol/L to 1.27
mmol/L.

Discussion:

In this study involving 102 neonates and infants on Numeta G 16% E there were 4 case
reports of hypermagnesemia occurring in 4 subjects; 3 of these events were mild and 1
was moderate in severity. Average age of these 4 infants was 12 days. In conclusion, the
safety data in this study suggest that Numeta G 16% E provided a safe and well tolerated
treatment PN regimen for neonates and children up to 2 years of age.





