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HRB5NT=75, HbALcD AV AR e~ T, 24K [ O8I 5 M O B B 00 FE kU A 7 L I AR H I # B-BE CIE
AR HOAV ., WEIXFE G TORCEMN U, AAEGFECHBIE ) o fz, AFFR L OZOMOLZE 2N
a7y AVITE RS TR CTH-T,

- AH NPHERA > A RESE T (X
RIS E n BAAH: | TR n e KT RS 95%{ HE X [T
HbAlc® (%) 180 8.70 8.10 183 8.72 8.05 0.07[-0.07;0.21]
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244 Novo Nordisk Inc. FETEH 20054F
W5e4h LEVEMIR® AT Lk Injection: 100 units/mL (U-100) of insulin detemir available as:

-3 mL single—patient—use FlexPen® prefilled pen
10 mL multiple—dose vial

>

#hEE-%h% | 1 INDICATIONS AND USAGE

LEVEMIR® is indicated to improve glycemic control in adult and pediatric patients with diabetes mellitus.
Limitations of Use

LEVEMIR® is not recommended for the treatment of diabetic ketoacidosis.

s A& 2 DOSAGE AND ADMINISTRATION

2.1 Important Administration Instructions

- Always check insulin labels before administration [see Warnings and Precautions (5.4)].

- Visually inspect for particulate matter and discoloration. Only use LEVEMIR® if the solution appears clear
and colorless.

- Inject LEVEMIR® subcutaneously into the thigh, upper arm, or abdomen.

- Rotate injection sites within the same region from one injection to the next to reduce the risk of
lipodystrophy and localized cutaneous amyloidosis. Do not inject into areas of lipodystrophy or localized
cutaneous amyloidosis [see Warnings and Precautions (5.2), Adverse Reactions (6)].

- During changes to a patient’s insulin regimen, increase thefrequency of blood glucose monitoring

[see Warnings and Precautions (5.2)].

- Do not dilute or mix LEVEMIR® with any other insulin or solution.

-+ Do not administer LEVEMIR® intravenously or in an insulin infusion pump.

- LEVEMIR® FlexPen® dials in 1-unit increments.

- Use the LEVEMIR® FlexPen® with caution in patients with visual impairment who may rely on audible
clicks to dial their dose.

2.2 General Dosing Instructions

- LEVEMIR® can be administered by subcutaneous injection once or twice daily. Administer once daily doses

with the evening meal or at bedtime. For twice daily dosing, administer the evening dose with the evening

meal, at bedtime, or 12 hours after the morning dose.

- Individualize and titrate the dose of LEVEMIR® based on the patient’ s metabolic needs, blood glucose

monitoring results, and glycemic control goal.

- Dose adjustments may be needed with changes in physical activity, changes in meal patterns

(i.e., macronutrient content or timing of food intake), changes in renal or hepatic function

or during acute illness to minimize the risk of hypoglycemia or hyperglycemia [see Warnings and Precautions
(5.3)].

- In patients with type 1 diabetes, LEVEMIR® must be used in a regimen with rapid—acting or short—acting

insulin.

2.3 Starting Dose in Insulin Naive Patients
Recommended Starting Dosage in Patients with Type 1 Diabetes

The recommended starting dose of LEVEMIR® in patients with type 1 diabetes mellitus is approximately
one—third to one—half of the total daily insulin dose. The remainder of the total daily insulin dose should be
administered as short—acting pre—meal insulin. As a general rule, 0.2 to 0.4 units of insulin per kilogram of
body weight can be used to calculate the initial total daily insulin dose in insulin naive patients with type 1
diabetes.

Recommended Starting Dosage in Patients with Type 2 Diabetes

The recommended starting dose of LEVEMIR® in patients with type 2 diabetes mellitus inadequately
controlled on oral antidiabetic medications or a GLP-1 receptor agonist is 10 units (or 0.1 units/ kg to 0.2
units/kg) given once daily in the evening or divided into a twice daily regimen.

2.4 Switching to LEVEMIR® from Other Insulin Therapies
Dosage adjustments are recommended to lower the risk of hypoglycemia when switching patients to
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LEVEMIR® from another insulin therapy [see Warnings and Precautions (5.3)].

- If converting from insulin glargine to LEVEMIR®, the change can be done on a unit—to—unit basis.

- If converting from NPH insulin, the change can be done on a unit—to—unit basis. However, some patients
with type 2 diabetes mellitus may require more LEVEMIR® than NPH insulin, as observed in one trial [see
Clinical Studies (14)].

(2) BRI DR+ 3LE(SPC) (2021E7H)

w4 Novo Nordisk A/S FE e 20044F

R 5E44 Levemir BT kS Levemir Penfill 100 units/ml solution for injection in cartridge.
Levemir FlexPen 100 units/ml solution for injection in pre—filled pen.
Levemir InnoLet 100 units/ml solution for injection in pre—filled pen.
Levemir FlexTouch 100 units/ml solution for injection in pre—filled pen..
1 ml of the solution contains 100 units insulin detemir (equivalent to
14.2 mg). 1 cartridge contains 3 ml equivalent to 300 units.

ZhHE « Zh R Levemir is indicated for treatment of diabetes mellitus in adults, adolescents and children aged 1 year and

above.
Ak & 4.2 Posology and method of administration

Posology

The potency of insulin analogues, including insulin detemir, is expressed in units, whereas the potency of
human insulin is expressed in international units. 1 unit insulin detemir corresponds to 1 international unit of
human insulin.

Levemir can be used alone as the basal insulin or in combination with bolus insulin. It can also be used in
combination with oral antidiabetic medicinal products and/or GLP-1 receptor agonists.

When Levemir is used in combination with oral antidiabetic medicinal products or when added to GLP-1
receptor agonists it is recommended to use Levemir once daily, initially at a dose of 0.1-0.2 units/kg or of
10 units in adult patients. The dose of Levemir should be titrated based on the individual patient’s needs.
When a GLP-1 receptor agonist is added to Levemir, it is recommended to reduce the dose of Levemir by
20% to minimise the risk of hypoglycaemia. Subsequently, dosage should be adjusted individually.

For individual dose adjustments, the following two titration guidelines are recommended for adults:

Adult type 2 diabetes titration guideline:

Average pre-breakfast SMPG* Levemir dose adjustment
>10.0mmol/L (180mg/dL) +8 units

9.1-10.0mmol/L (163-180mg/dL) +6 units

8.1-9.0mmol/L (145-162mg/dL) +4 units

7.1-8.0mmol/L (127-144mg/dL) +2 units

6.1-7.0mmol/L (109-126mg/dL) +2 units

4.1-6.0 mmol/1 (73-108 mg/dl) No change in dose (target)
If one SMPG measurement

3.1-4.0mmol/L (56-72mg/dL) -2 units

<3.1mmol/L (K 56mg/dL) ~4 units

* Self-Monitored Plasma Glucose

Adult type 2 diabetes simple self-titration guideline:

Average pre—breakfast SMPG* Levemir dose adjustment
>6.1 mmol/1 (>110 mg/dl) +3 units

4.4-6.1 mmol/1 (80-110 mg/dl) No change in dose (target)
<4.4mmol/L (K 80mg/dL) -3 units

* Self-Monitored Plasma Glucose

When Levemir is used as part of a basal-bolus insulin regimen, Levemir should be administered once or twice
daily depending on patients’ needs. The dose of Levemir should be adjusted individually.

Adjustment of dose may be necessary if patients undertake increased physical activity, change their usual
diet or during concomitant illness.

When adjusting dose in order to improve glucose control, patients should be advised to be aware of signs of
hypoglycaemia.
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Special populations

Elderly (>65 years old)

Levemir can be used in elderly patients. In elderly patients, glucose monitoring should be intensified and the
Levemir dose adjusted on an individual basis.

Renal and hepatic impairment

Renal or hepatic impairment may reduce the patient’s insulin requirements.

In patients with renal or hepatic impairment, glucose monitoring should be intensified and the Levemir dose
adjusted on an individual basis.

Paediatric population

Levemir can be used in adolescents and children from the age of 1 year (see section 5.1). When changing
basal insulin to Levemir, dose reduction of basal and bolus insulin needs to be considered on an individual
basis, in order to minimise the risk of hypoglycaemia (see section 4.4).

In children and adolescents, glucose monitoring should be intensified and the Levemir dose adjusted on an
individual basis.

The safety and efficacy of Levemir in children below the age of 1 year have not been established.

No data are available.

Transfer from other insulin medicinal products

When transferring from other intermediate or long—acting insulin medicinal products, adjustment of the dose
and timing of administration may be necessary (see section 4.4).

Close glucose monitoring is recommended during the transfer and in the initial weeks thereafter (see section
4.4).

Concomitant antidiabetic treatment may need to be adjusted (dose and/or timing of oral antidiabetic
medicinal products or concurrent short/rapid—acting insulin medicinal products).

Method of administration

Levemir is a long—acting insulin analogue used as a basal insulin. Levemir is for subcutaneous administration
only. Levemir must not be administered intravenously, as it may result in severe hypoglycaemia.
Intramuscular administration should also be avoided. Levemir is not to be used in insulin infusion pumps.
Levemir is administered subcutaneously by injection in the abdominal wall, the thigh, the upper arm, the
deltoid region or the gluteal region. Injection sites should always be rotated within the same region in order
to reduce the risk of lipodystrophy and cutaneous amyloidosis (see sections 4.4 and 4.8). The duration of
action will vary according to the dose, injection site, blood flow, temperature and level of physical activity.
The injection can be given at any time during the day, but at the same time each day. For patients who
require twice daily dosing to optimise blood glucose control, the evening dose can be administered in the
evening or at bedtime.

For detailed user instructions, please refer to the package leaflet.

Levemir Penfill

Administration with an insulin delivery system

Levemir Penfill is designed to be used with Novo Nordisk insulin delivery systems and NovoFine or NovoTwist
needles. Levemir Penfill is only suitable for subcutaneous injections from a reusable pen. If administration by
syringe is necessary, a vial should be used.

Levemir FlexPen

Administration with FlexPen

Levemir FlexPen is a pre—filled pen (colour—coded) designed to be used with NovoFine or NovoTwist
disposable needles up to a length of 8 mm. FlexPen delivers 1-60 units in increments of 1 unit. Levemir
FlexPen is only suitable for subcutaneous injections. If administration by syringe is necessary, a vial should
be used.

Levemir InnolLet

Administration with Innol et

Levemir InnoLet is a pre—filled pen designed to be used with NovoFine or NovoTwist disposable needles up
to a length of 8 mm. InnolLet delivers 1-50 units in increments of 1 unit. Levemir Innol.et is only suitable for
subcutaneous injections. If administration by syringe is necessary, a vial should be used.

Levemir FlexTouch
Administration with FlexTouch

Levemir FlexTouch is a pre—filled pen (colour—coded) designed to be used with NovoFine or NovoTwist
disposable needles up to a length of 8 mm. FlexTouch delivers 1-80 units in increments of 1 unit. Levemir
FlexTouch is only suitable for subcutaneous injections. If administration by syringe is necessary, a vial should
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8.1 Pregnancy

Risk Summary

Available data from published studies and postmarketing case reports with LEVEMIR® use in pregnant
women have not identified a drug—associated risk of major birth defects, miscarriage, or adverse
maternal or fetal outcomes. In a randomized, parallel-group, open-label clinical trial that included 152
pregnant women with type

1 diabetes who were administered LEVEMIR® once or twice daily, beginning in gestational weeks 8 to
12 or prior to conception, no clear evidence of maternal or fetal risk associated with LEVEMIR®

was observed (see Data). There are risks to the mother and fetus associated with poorly controlled
diabetes in pregnancy (see Clinical Considerations).

Animal reproduction studies were conducted in non—diabetic pregnant rats and rabbits with insulin
detemir administration at 3 and 135 times the human dose of 0.5 units/kg/day, respectively, throughout
pregnancy. Overall, the effects of insulin detemir did not generally differ from those observed with
regular human insulin (see Data).

In the U.S. general population, the estimated background risk of major birth defects and miscarriage in
clinically recognized pregnancies is 2 to 4% and 15 to 20%, respectively. The estimated background
risk of major birth defects is 6 to 10% in women with pre—gestational diabetes with a peri—conceptional
HbAlc >7 and has been reported to be as high as 20 to 25% in women with a peri—conceptional HbAlc
>10. The estimated background risk of miscarriage for the indicated population is unknown.

8.2 Lactation

Risk Summary

Available data from published literature demonstrate that exogenous human insulin products, including
biosynthetic insulins such as insulin detemir, are transferred into human milk. There are no published
reports of adverse reactions, including hypoglycemia, in breastfed infants exposed to exogenous human
insulin products, including insulin detemir, in breastmilk.

There are no data on the effects of exogenous human insulin products, including insulin detemir, on
milk production. The developmental and health benefits of breastfeeding should be considered along
with the mother’ s clinical need for LEVEMIR® and any potential adverse effects on the breastfed infant
from LEVEMIR® or from the underlying maternal condition.
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4.6 Fertility, pregnancy and lactation

Pregnancy

The use of Levemir in pregnant women with diabetes has been investigated in a clinical trial and in a
prospective non-interventional post—authorisation safety study (see section 5.1). Post-marketing data
in pregnant women using Levemir, with more than 4,500 pregnancy outcomes do not indicate any
increased risk of malformative or feto/neonatal toxicity. Treatment with Levemir can be considered
during pregnancy, if clinically needed.

In general, intensified blood glucose control and monitoring of pregnant women with 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

It is unknown whether insulin detemir is excreted in human milk. No metabolic effects of ingested insulin
detemir on the breast—fed newborn/infant are anticipated since insulin detemir, as a peptide, is digested
into amino acids in the human gastrointestinal tract.

Breast—feeding women may require adjustments in insulin dose and diet.

Fertility
Animal studies do not indicate harmful effects with respect to fertility.

5.1 Pharmacodynamic properties

Pregnancy

In a prospective non—interventional post—authorisation safety study, pregnant women with type 1 or
type 2 diabetes exposed to Levemir (n=727, 680 liveborn infants) or other basal insulins (n=730, 668
liveborn infants) were monitored for pregnancy outcomes.

No statistically significant difference was observed between Levemir and other basal insulins for the
components of the malformation endpoint (induced abortion due to major congenital malformations,
major congenital malformations or minor congenital malformations). The results from the study indicated
that Levemir is not associated with an excess risk of adverse pregnancy outcomes, when compared to
other basal insulins, in women with pre—existing diabetes.

Levemir has been studied in an open—label randomised controlled clinical trial, in which pregnant women
with type 1 diabetes (n=310) were treated with a basal-bolus treatment regimen with Levemir (n=152)
or NPH insulin (n=158) as basal insulin, both in combination with NovoRapid.

Levemir was non—inferior to NPH insulin as measured by HbAlc at gestational week (GW) 36, and the
reduction in mean HbAlc through pregnancy was similar.
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WA Effects on fertility

(202349 H) No adverse effects on male or female fertility were apparent in a study in rats dosed at levels up to 50
U/kg/day s.c.

Use in pregnancy
Pregnancy Category: A
Treatment with Levemir can be considered during pregnancy, if the benefit justifies possible risks.

In a randomised controlled clinical trial (study 1687), pregnant women with type 1 diabetes were treated
in a basal-bolus regimen where Levemir (N = 152) was compared to NPH insulin (N = 158), with insulin
aspart as meal time insulin. A total of 470 women were randomised to two parallel treatment groups
(233 and 237 subjects in Levemir and NPH groups, respectively). The Full Analysis Set consisted of
152 women in the Levemir group (79 pregnant (gestational age 8—-12 weeks) at randomisation; 73
became pregnant post randomisation) and 158 women in the NPH group (83 pregnant (gestational age
8-12 weeks) at randomisation; 75 became pregnant post randomisation). Levemir was shown to be
noninferior to NPH insulin measured by HbA,. at gestational week 36.

There was no statistically significant difference between Levemir and NPH insulin treatment groups in
the rate of hypoglycaemic episodes during pregnancy. The overall frequencies of maternal adverse
events during pregnancy were similar for Levemir and NPH insulin treatment groups; however, a
numerically higher frequency of serious adverse events during pregnancy in the mothers (61 (40%) vs.
49 (31%)) and in the offspring during pregnancy and after birth (36 (24%) vs. 32 (20%)) was seen for
Levemir compared to NPH insulin. The number of live born children of women becoming pregnant after
randomisation were 50 (83%) for Levemir and 55 (89%) for NPH insulin. The frequency of children with
congenital malformations was 4 (5%) in the Levemir group and 11 (7%) in the NPH insulin group. Thereof,
3 (4%) children in the Levemir group and 3 (2%) children in the NPH insulin group had major
malformations. Pre—eclampsia is a syndrome defined by symptoms of hypertension and proteinuria. Pre—
eclampsia was reported at an incidence of 10.5% with Levemir compared to 7% in NPH group.

The clinical trial results showed similar efficacy of Levemir and NPH insulin (see section 5.1 -
Pharmacodynamic Properties, Clinical trials - ‘Clinical studies in pregnancy’).

Post—marketing data (approximately 300 outcomes from pregnant women exposed to Levemir) indicate
no adverse effect of Levemir on pregnancy and no malformative or feto/neonatal toxicity of insulin
detemir.

Animal reproduction studies showed increases in post—implantation loss and fetal anomalies in rats
following treatment with insulin detemir at doses of 25-50 U/kg/day s.c. A teratology study in rabbits
revealed increased in utero deaths and post—implantation losses following dosing with 37.5 U/kg/day
s.c. Lower doses were not tested. Similar effects have also been reported for human insulin and other
human insulin analogues. These effects are probably secondary to maternal hypoglycaemia.

In general, intensified blood glucose control and monitoring of pregnant women with 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.

Use in lactation
There is currently no clinical experience with insulin detemir during lactation. Lactating women may
require adjustments in insulin dose and diet.
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8.4 Pediatric use

The safety and effectiveness of LEVEMIR" to improve glycemic control in pediatric patients with
diabetes mellitus have been established.

The use of LEVEMIR® for this indication is supported by evidence from an adequate and well-controlled
trials (Studies D and 1) in 694 pediatric patients aged 2 to 17 years with type 1 diabetes mellitus /see
Clinical Studies (14.2)] and from other studies in pediatric patients and adults with diabetes mellitus
[see Clinical Pharmacology (12.3), Clinical Studies (14.4)].

12.3 Pharmacokinetics

Specific Populations

Pediatric Patients

The pharmacokinetic properties of LEVEMIR® were studied in pediatric patients 6-12 years, 13-17
years, and adults with type 1 diabetes. In pediatric patients 6—12 years, the insulin detemir plasma area
under the curve (AUC) and C,. were increased by 10% and 24%, respectively, as compared to adults.

There was no difference in pharmacokinetics between pediatric patients 13—-17 years and adults.

14.2 Clinical Studies in Pediatric Patients with Type 1 Diabetes

Two open-—label, randomized, controlled clinical studies have been conducted in pediatric patients with
type 1 diabetes. One trial (Study D) was 26 weeks in duration and enrolled patients 6 to 17 years of
age. The other trial (Study 1) was 52 weeks in duration and enrolled patients 2 to 16 years of age. In
both trials, LEVEMIR® and NPH insulin were administered once— or twice—daily. Bolus insulin aspart
was administered before each meal. In the 26-week trial, LEVEMIR"—treated patients had a mean
decrease in HbAlc similar to that of NPH insulin (Table 8). In the 52—week trial, the randomization
was stratified by age (2-5 years, n=82, and 6-16 years, n=265) and the mean HbAlc increased in both
treatment arms, with similar findings in the 2-5 year—old age group (n=80) and the 6-16 year—old age
group (n=258) (Table 8 —~Omitted).

W DS S0
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4.2 Posology and method of administration

Special populations

Paediatric population

Levemir can be used in adolescents and children from the age of 1 year (see section 5.1). When
changing basal insulin to Levemir, dose reduction of basal and bolus insulin needs to be considered on
an individual basis, in order to minimise the risk of hypoglycaemia (see section 4.4).

In children and adolescents, glucose monitoring should be intensified and the Levemir dose adjusted
on an individual basis.

The safety and efficacy of Levemir in children below the age of 1 year have not been established.

No data are available.

4.8 Undesirable effects

Paediatric population

Based on post—marketing sources and clinical trials, the frequency, type and severity of adverse
reactions observed in the paediatric population do not indicate any differences to the broader
experience in the general diabetes population.

5.1 Pharmacodynamic properties

Paediatric population

The efficacy and safety of Levemir has been studied for up to 12 months, in three randomised controlled
clinical trials in adolescents and children (n=1045 in total); the trials included in total 167 children
aged 1-5 years. The trials demonstrated that glycaemic control (HbAlc) with Levemir is comparable
to NPH insulin and insulin degludec when given as basal-bolus therapy, using a non—inferiority margin
of 0.4%. In the trial comparing Levemir vs. insulin degludec, the rate of hyperglycaemic episodes with
ketosis was significantly higher for Levemir, 1.09 and 0.68 episodes per patient—year of exposure,
respectively. Less weight gain (SD score, weight corrected for gender and age) was observed with
Levemir than with NPH insulin.

The trial including children above 2 years was extended for an additional 12 months (total of 24 months
treatment data) to assess antibody formation after long—term treatment with Levemir. After an
increase in insulin antibodies during the first year, the insulin antibodies decreased during the second
year to a level slightly higher than pre—trial level. Results indicate that antibody development had no
negative effect on glycaemic control and Levemir dose.

Efficacy and safety data for adolescent patients with type 2 diabetes mellitus have been extrapolated
from data for children, adolescent and adult patients with type 1 diabetes mellitus and adult patients
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with type 2 diabetes mellitus. Results support the use of Levemir in adolescent patients with type 2
diabetes mellitus.

5.2 Pharmacokinetic properties

Special populations

Paediatric population

The pharmacokinetic properties of Levemir were investigated in young children (1-5 years), children
(6-12 years) and adolescents (13-17 years) and compared to adults with type 1 diabetes. There
were no clinically relevant differences in pharmacokinetic properties between young children, children,
adolescents and adults.
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