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8.1 Pregnancy

Pregnancy Category B.

All pregnancies have a background risk of birth defects, loss, or other adverse outcome
regardless of drug exposure. This background risk is increased in pregnancies complicated
by hyperglycemia and may be decreased with good metabolic control. It is essential for
patients with diabetes or history of gestational diabetes to maintain good metabolic control
before conception and throughout pregnancy. Insulin requirements may decrease during the
first trimester, generally increase during the second and third trimesters, and rapidly decline
after delivery. Careful monitoring of glucose control is essential in these patients. Therefore,
female patients should be advised to tell their physician if they intend to become, or if they
become pregnant while taking NovoLog.

An open-label, randomized study compared the safety and efficacy of NovoLog (n=157)
versus regular human insulin (n=165) in 322 pregnant women with type 1 diabetes.
Two-thirds of the enrolled patients were already pregnant when they entered the study.
Because only one-third of the patients enrolled before conception, the study was not large
enough to evaluate the risk of congenital malformations. Both groups achieved a mean
HbA1c of ~ 6% during pregnancy, and there was no significant difference in the incidence of
maternal hypoglycemia. Subcutaneous reproduction and teratology studies have been
performed with NovoLog and regular human insulin in rats and rabbits. In these studies,
NovoLog was given to female rats before mating, during mating, and throughout pregnancy,
and to rabbits during organogenesis. The effects of NovolLog did not differ from those
observed with subcutaneous regular human insulin. NovoLog like human insulin, caused
pre- and post-implantation losses and visceral/skeletal abnormalities in rats at a dose of 200
U/kg/day (approximately 32 times the human subcutaneous dose of 1.0 U/kg/day, based on
U/body surface area) and in rabbits at a dose of 10 U/kg/day (approximately three times the
human subcutaneous dose of 1.0 U/kg/day, based on U/body surface area). The effects are
probably secondary to maternal hypoglycemia at high doses. No significant effects were
observed in rats at a dose of 50 U/kg/day and in rabbits at a dose of 3 U/kg/day. These doses
are approximately 8 times the human subcutaneous dose of 1.0 U/kg/day for rats and equal
to the human subcutaneous dose of 1.0 U/kg/day for rabbits, based on U/body surface area.
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SPC 4.6 Pregnancy and lactation

(200946 H ) Pregnancy
NovoRapid (insulin aspart) can be used in pregnancy. Data from two
randomised controlled clinical trials (157 and 14 insulin aspart-exposed
pregnancies respectively) do not indicate any adverse effect of insulin aspart on
pregnancy or on the health of the foetus/newborn when compared to human
insulin (see section 5.1).
Intensified blood glucose control and monitoring of pregnant women with
diabetes (type 1 diabetes, type 2 diabetes or gestational diabetes) are
recommended throughout pregnancy and when contemplating pregnancy.
Insulin requirements usually fall in the first trimester and increase subsequently
during the second and third trimester. After delivery, insulin requirements
normally return rapidly to pre-pregnancy values.

Breast-feeding

There are no restrictions on treatment with NovoRapid during breast-feeding.
Insulin treatment of the nursing mother presents no risk to the baby. However,
the NovoRapid dosage may need to be adjusted.

F—ARIVT D4R Category B3:

(An Australian Drugs which have been taken by only a limited number of pregnant women and
categorization of risk of drug | women of childbearing age, without an increase in the frequency of
use in pregnancy) malformation or other direct or indirect harmful effects on the human fetus

having been observed.
Studies in animals have shown evidence of an increased occurrence of fetal
damage, the significance of which is considered uncertain in humans.

FHNCEB T DR ~OREICHT 28 LOEEORIFL TO LB Th S,
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2) INREADEESICET HIER

KE D FALE 8.4 Pediatric Use

(200843 1) NovoLog is approved for use in children for subcutaneous daily injections and for
subcutaneous continuous infusion by external
insulin pump. Please see Section 14 CLINICAL STUDIES for summaries of clinical

studies.
SPC 4.2 Posology and method of administration
(200946 H ) Paediatric use

No studies have been performed in children below the age of 2 years. NovoRapid
should only be used in this age group under careful medical supervision.

NovoRapid can be used in children in preference to soluble human insulin when a
rapid onset of action might be beneficial (see section 5.1 and 5.2). For example, in
the timing of the injections in relation to meals.
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