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Injectable suspension: 100 units/mL (U-100) of NOVOLOG® MIX 70/30,
NOVOLOG® MIX 70/30 | #I7E Hk& 70% insulin aspart protan}ine and 30% insulin aspart available as:
- 10 mL multiple-dose vial

- 3 mL single—patient—use FlexPen® prefilled pen

1 INDICATIONS AND USAGE

NOVOLOG® MIX 70/30 is a mixture of insulin aspart protamine, an intermediate—acting human insulin analog,
and insulin aspart, a rapid—acting human insulin analog, indicated to improve glycemic control in adult patients
with diabetes mellitus.

Limitations of Use:

- Not recommended for the treatment of diabetic ketoacidosis.

- The proportions of rapid—acting and long—acting insulins are fixed and do not allow for basal versus prandial

dose adjustments.
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2 DOSAGE AND ADMINISTRATION

2.1 Important Preparation and Administration Instructions

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

- Inspect NOVOLOG® MIX 70/30 visually before use. It should appear uniformly white and cloudy.

Do not use it if it looks clear or if it contains solid particles.

- NOVOLOG® MIX 70/30 must be resuspended immediatelybefore use. Resuspension is easier when the insulin
hasreached room temperature.

- When using the:

-Vial, roll the vial gently in hands in a horizontal position 10 times until the suspension appears uniformly white
and cloudy. Inject immediately.

-NOVOLOG" MIX 70/30 FlexPen®, roll NOVOLOG® MIX 70/30 FlexPen® gently between hands in a horizontal
position 10 times. Then, turn NOVOLOG" MIX 70/30 FlexPen® upside down so that the glass ball moves from
one end of the reservoir to the other 10 times until the suspension appears uniformly white and cloudy. Inject
immediately.

- The NOVOLOG® MIX 70/30 FlexPen dials in 1-unit increments.

- Use NOVOLOG®MIX 70/30 FlexPen with caution in patients with visual impairment who may rely on audible
clicks to dial their dose.

- Inject NOVOLOG® MIX 70/30 subcutaneously in the abdominal region, buttocks, thigh, or upper arm.

- Administer the dose within 15 minutes before meal initiation. For patients with type 2 diabetes, the dose may
also be given after meal initiation.

- 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) and Adverse Reactions (6.1, 6.3)].

- Do not administer NOVOLOG® MIX 70/30 intravenously or use in insulin infusion pumps.

- Do not mix NOVOLOG® MIX 70/30 with any other insulins.

2.2 Dosage Recommendations

+ NOVOLOG® MIX 70/30 is typically dosed twice—daily (with each dose intended to cover 2 meals or a meal
and a snack).

- Individualize the dosage of NOVOLOG® MIX 70/30 based on the patient’s metabolic needs, blood glucose
monitoring results and glycemic control goal.

+ Dosage 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
[see Warnings and Precautions (5.3) and Use in Specific Populations (8.6, 8.7)].
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+ When switching from another insulin to NOVOLOG® MIX 70/30, a different dosage of NOVOLOG® MIX 70/30
may be needed [see Warnings and Precautions (5.2)).

- During changes to a patient’s insulin regimen, increase the frequency of blood glucose monitoring /see
Warnings and Precautions (5.2)].

2.3 Dosage Modifications for Drug Interactions
Dosage modification may be needed when NOVOLOG® MIX 70/30 is used concomitantly with certain drugs /see
Drug Interactions (7)].
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NovoMix 30 Penfill 100 units/ml suspension for injection in cartridge

NovoMix 30 HIFE RS

NovoMix 30 FlexPen 100 units/ml suspension for injection in pre—filled
pen

4. CLINICAL PARTICULARS
4.1 Therapeutic indications
NovoMix 30 is indicated for treatment of diabetes mellitus in adults, adolescents and children aged 10 years and above.
4.2 Posology and method of administration
Posology
The potency of insulin analogues, including insulin aspart, is expressed in units, whereas the potency of human
insulin is expressed in international units.
NovoMix 30 dosing is individual and determined in accordance with the needs of the patient. Blood glucose
monitoring and insulin dose adjustments are recommended to achieve optimal glycaemic control.
In patients with type 2 diabetes, NovoMix 30 can be given as monotherapy. NovoMix 30 can also be given in
combination with oral antidiabetic medicinal products and/or GLP-1 receptor agonists. For patients with type 2
diabetes, the recommended starting dose of NovoMix 30 is 6 units at breakfast and 6 units at dinner
(evening meal). NovoMix 30 can also be initiated once daily with 12 units at and 6 units at dinner (evening meal).
NovoMix 30 can also be initiated once daily with 12 units at dinner (evening meal). When using NovoMix 30
once daily, it is generally recommended to move to twice daily when reaching 30 units by splitting the dose
into equal breakfast and dinner doses. If twice daily dosing with NovoMix 30 results in recurrent daytime
hypoglycaemic episodes, the morning dose can be split into morning and lunchtime doses (thrice daily dosing).
The following titration guideline is recommended for dose adjustments:

Pre—meal blood glucose level
<4.4 mmol/1 <80 mg/dl

NovoMix 30 dose adjustment

—2 units

4.4-6.1 mmol/1

80-110 mg/dl

0

6.2-7.8 mmol/l

111-140 mg/dl

+2 units

7.9—-10 mmol/1

141-180 mg/dl

+4 units

>10 mmol/1

>180 mg/dl

+6 units

The lowest of the three previous days’ pre—meal blood glucose levels should be used. The dose should not
be increased if hypoglycaemia occurred within these days. Dose adjustments can be made once a week
until target HbAlc is reached. Pre—meal blood glucose levels should be used to evaluate the adequacy

of the preceding dose.

In patients with type 2 diabetes, a dose reduction of 20% is recommended for patients with an HbAlc less than
8% when a GLP-1 receptor agonist is added to NovoMix 30, to minimise the risk of hypoglycaemia. For
patients with an HbAlc higher than 8% a dose reduction should be considered. Subsequently, dosage should
be adjusted individually.

In patients with type 1 diabetes, the individual insulin requirement is usually between 0.5 and 1.0 unit/kg/day.
NovoMix 30 may fully or partially meet this requirement.

Adjustment of dose may be necessary if patients undertake increased physical activity, change their usual diet

or during concomitant illness.




Special populations

Elderly (>65 years old)

NovoMix 30 can be used in elderly patients; however there is limited experience with the use of NovoMix 30 in
combination with oral antidiabetic medicinal products in patients older than 75 years.

In elderly patients, glucose monitoring should be intensified and the insulin aspart 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 insulin aspart dose
adjusted on an individual basis.

M- A&

Paediatric population

NovoMix 30 can be used in adolescents and children aged 10 years and above when premixed insulin is preferred.
There is limited clinical experience with NovoMix 30 in children aged 6-9 years (see section 5.1).

No data are available for NovoMix 30 in children below 6 years of age.

Transfer from other insulin medicinal products

When transferring a patient from biphasic human insulin to NovoMix 30, start with the same dose and regimen.
Then titrate according to individual needs (see the titration guideline in the table above).

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

Method of administration

NovoMix 30 is a biphasic suspension of the insulin analogue, insulin aspart. The suspension contains rapid—acting
and intermediate—acting insulin aspart in the ratio 30/70.

NovoMix 30 is for subcutaneous administration only.

NovoMix 30 is administered subcutaneously by injection in the thigh or in the abdominal wall. If convenient, the
gluteal or deltoid region may be used. 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 influence of different
injection sites on the absorption of NovoMix 30 has not been investigated.

The duration of action will vary according to the dose, injection site, blood flow, temperature and level of physical
activity.

NovoMix 30 has a faster onset of action than biphasic human insulin and should generally be given immediately
before a meal. When necessary, NovoMix 30 can be given soon after a meal.

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

NovoMix 30 Penfill

Administration with an insulin delivery system

NovoMix 30 Penfill is designed to be used with Novo Nordisk insulin delivery systems and NovoFine or NovoTwist
needles. NovoMix 30 Penfill is only suitable for subcutaneous injections from a reusable pen. If administration by
syringe is necessary, a vial should be used.

NovoMix 30 FlexPen

Administration with FlexPen

NovoMix 30 FlexPen is a pre—filled pen (colour—-coded) designed to be used with NovoFine or NovoTwist needles.
FlexPen delivers 1-60 units in increments of 1 unit. NovoMix 30 FlexPen is only suitable for subcutaneous
injections. If administration by syringe is necessary, a vial should be used.
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NovoMix 50 Penfill 100 units/ml suspension for injection in cartridge
R7e44 NovoMix 50 A | NovoMix 50 FlexPen 100 units/ml suspension for injection in pre-
filled pen
4. CLINICAL PARTICULARS
ite-2h 8 | 4.1 Therapeutic indications
NovoMix 50 is indicated for treatment of diabetes mellitus in adults.




4.2 Posology and method of administration

Posology

The potency of insulin analogues, including insulin aspart, is expressed in units, whereas the potency of human
insulin is expressed in international units.

NovoMix 50 dosing is individual and determined in accordance with the needs of the patient. Blood glucose
monitoring and insulin dose adjustments are recommended to achieve optimal glycaemic control.

The individual insulin requirement is usually between 0.5 and 1.0 unit/kg/day. NovoMix 50 may fully or partially
meet this requirement.

FHiE- & | In patients with type 2 diabetes, NovoMix 50 can be given as monotherapy or in combination with metformin
when the blood glucose is inadequately controlled with metformin alone.
Adjustment of dose may be necessary if patients undertake increased physical activity, change their usual diet
or during concomitant illness.
Special populations
In elderly patients (>65 years old) and in patients with hepatic or renal impairment, glucose monitoring should be
intensified and the insulin aspart dose adjusted on an individual basis.
Renal or hepatic impairment may reduce the patient’s insulin requirements.
Paediatric population
The safety and efficacy of NovoMix 50 in children below 18 years of age have not been established.
No data are available.
Transfer from other insulin medicinal products
Transfer to NovoMix 50 from other insulin preparations may require adjustment of dose and timing of
administration. Close glucose monitoring is recommended during the transfer and in the initial weeks thereafter
(see section 4.4).
Method of administration
NovoMix 50 is a biphasic suspension of the insulin analogue, insulin aspart. The suspension contains rapid—acting
and intermediate—acting insulin aspart in the ratio 50/50.
NovoMix 50 is for subcutaneous administration only.
NovoMix 50 is administered subcutaneously by injection in the thigh or in the abdominal wall. If convenient, the
gluteal or deltoid region may be used. 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 influence of different
JHiE+ & | injection sites on the absorption of NovoMix 50 has not been investigated. The duration of action will vary

according to the dose, injection site, blood flow, temperature and level of physical activity.

NovoMix 50 has a faster onset of action than biphasic human insulin and should generally be given immediately
before a meal. When necessary, NovoMix 50 can be given soon after a meal.

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

NovoMix 50 Penfill

Administration with an insulin delivery system

NovoMix 50 Penfill is designed to be used with Novo Nordisk insulin delivery systems and NovoFine or NovoTwist
needles. NovoMix 50 Penfill is only suitable for subcutaneous injections from a reusable pen. If administration by
syringe is necessary, a vial should be used.

NovoMix 50 FlexPen

Administration with FlexPen

NovoMix 50 FlexPen is a pre—filled pen (colour—-coded) designed to be used with NovoFine or NovoTwist needles.
FlexPen delivers 1-60 units in increments of 1 unit. NovoMix 50 FlexPen is only suitable for subcutaneous
injections. If administration by syringe is necessary, a vial should be used.
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8.1 Pregnancy

Risk Summary

There are no available data with NOVOLOG® MIX 70/30 in pregnant women to inform a drug—associated
risk for major birth defects and miscarriage. Available information from published randomized controlled
trials with insulin aspart use during the second trimester of pregnancy have not reported an association
with insulin aspart and major birth defects or adverse maternal or fetal outcomes [see Datal. There are
risks to the mother fetus associated with poorly controlled diabetes in pregnancy [see Clinical
Considerations].

In animal reproduction studies, administration of subcutaneous insulin aspart to pregnant rats and rabbits
during the period of organogenesis did not cause adverse developmental effects at exposures 8—times and
equal to the human subcutaneous dose of 1 unit/kg/day, respectively. Pre— and post—implantation

losses and visceral/skeletal abnormalities were seen at higher exposures, which are considered secondary
to maternal hypoglycemia. These effects were similar to those observed in rats administered regular human
insulin [see Data].

The estimated background risk of major birth defects is 6-10% in women with pre—gestational diabetes with
a HbAlc >7% and has been reported to be as high as 20—25% in women with a HbAlc >10%. The estimated
background risk of miscarriage for the indicated population is unknown. In the U.S. general population,
the estimated background risk of major birth defects and miscarriage in clinically recognized pregnancies
is 2-4% and15-20%, respectively.

Clinical Considerations

Disease-Associated Maternal and/or Embryo—Fetal Risk

Poorly controlled diabetes in pregnancy increases the maternal risk for diabetic ketoacidosis, preeclampsia,

Spontaneous abortions, preterm delivery, and delivery complications.

Poorly controlled diabetes increases the fetal risk for major birth defects, still birth, and macrosomia
related morbidity.

Data

Human Data

Published data from 5 randomized controlled trials of 441 pregnant women with diabetes mellitus treated
with insulin aspart during the late 2nd trimester of pregnancy did not identify an association of insulin
aspart with major birth defects or adverse maternal or fetal outcomes. However, these studies cannot




definitely establish the absence of any risk because of methodological limitations, including a variable
duration of treatment and small size of the majority of the trials.

Animal Data

Fertility, embryo—fetal and pre— and postnatal development studies have been performed with insulin aspart
and regular human insulin in rats and rabbits. In a combined fertility and embryofetal development study
in rats, insulin aspart was administered before mating, during mating, and throughout pregnancy.
Further, in a pre— and postnatal development study insulin aspart was given throughout pregnancy and
during lactation to rats. In an embryo—fetal development study insulin aspart was given to female rabbits
during organogenesis. The effects of insulin aspart did not differ from those observed with subcutaneous
regular human insulin. Insulin aspart, like human insulin, caused preand post—implantation losses and
visceral/skeletal abnormalities in rats at a dose of 200 units/kg/day (approximately 32 times the human
subcutaneous dose of 1 unit/kg/day, based on human exposure equivalents) and in rabbits at a dose of 10
units/kg/day (approximately three times the human subcutaneous dose of 1 unit/kg/day, based on human
exposure equivalents). No significant effects were observed in rats at a dose of 50 units/kg/day and in
rabbits at a dose of 3 units/kg/day. These doses are approximately 8 times the human subcutaneous dose
of 1 unit/kg/day for rats and equal to the human subcutaneous dose of lunit/kg/day for rabbits, based
on human exposure equivalents.

The effects are considered secondary to maternal hypoglycemia.

8.2 Lactation

Risk Summary

There are no data on the presence of NOVOLOG® MIX 70/30 in human milk, the effects on the breastfed
infant, or the effect on milk production. One small published study reported that exogenous insulin,
including insulin aspart, was present in human milk. However, there is insufficient information to determine
the effects of insulin aspart on the breastfed infant. The developmental and health benefits of breastfeeding
should be considered along with the mother’s clinical need for NOVOLOG® MIX 70/30, and any potential
adverse effects on the breastfed infant from NOVOLOG® MIX 70/30, or from the underlying maternal
condition.

2) FRONES O R XE (SPC) (2020 £ 11 AKET)
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4.6 Fertility, pregnancy and lactation

Pregnancy

There is limited clinical experience with NovoMix 30 in pregnancy.

Animal reproduction studies have not revealed any differences between insulin aspart and human insulin
regarding embryotoxicity or teratogenicity.

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 trimesters. After delivery,
insulin requirements return rapidly to pre—pregnancy levels.

Breast—feeding

There are no restrictions on treatment with NovoMix 30 during breast—feeding. Insulin treatment of the
nursing mother presents no risk to the baby. However, the NovoMix 30 dose may need to be adjusted.
Fertility

Animal reproduction studies have not revealed any differences between insulin aspart and human insulin
regarding fertility.
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NovoMix® 30 4.6 Fertility, Pregnancy and Lactation
NovoMix" 50 Effects on fertility
In reproductive toxicity studies, insulin aspart did not affect the fertility of male and female rats but

caused a slight increase in pre—implantation loss at subcutaneous doses greater than 10U/kg/day.

Similar effects were seen with human insulin.

Use in pregnhancy
Pregnancy Category: A

Insulin aspart can be used in pregnancy. Data from two randomised controlled clinical trials with

NovoRapid (157 + 14 insulin aspart—exposed pregnancies, respectively) did not indicate any adverse

effect of insulin aspart on pregnancy or on the health of the foetus/newborn when compared to human

insulin (see ‘Clinical Trials’).

There are no clinical trials with biphasic insulin aspart in pregnancy.

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 trimesters. After delivery, insulin requirements return rapidly
to prepregnancy levels.

Use in lactation
Although no clinical trial data are available with insulin aspart products during lactation, there are no
restrictions on treatment with these medicines during lactation. Insulin treatment of the nursing mother

should not affect the baby. However, the dosage of insulin aspart may need to be adjusted.
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NOVOLOG® Mix | 8.4 Pediatric Use
70/30 Safety and effectiveness of NOVOLOG® MIX 70/30 have not been established in pediatric patients with
diabetes mellitus.

2) ERMES DRI E(SPC) (2020 & 11 ARET)

NovoMix30 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 population.




5.1 Pharmacodynamic properties

Paediatric population

A 16-week clinical trial comparing postprandial glycaemic control of meal-related NovoMix 30 with meal—
related human insulin/biphasic human insulin 30 and bedtime NPH insulin was performed in 167 patients
aged 10 to 18 years. Mean HbAlc remained similar to baseline throughout the trial in both treatment
groups, and there was no difference in hypoglycaemia rate with NovoMix 30 or biphasic human insulin 30.
In a smaller (54 patients) and younger (age range 6 to 12 years) population, treated in a double—blind,
cross—over trial (12 weeks on each treatment), the rate of hypoglycaemic episodes and the postprandial
glucose increase were significantly lower with NovoMix 30 compared to biphasic human insulin 30. Final

NovoMix30 HbAlc was significantly lower in the biphasic human insulin 30 treated group compared with NovoMix 30.
5.2 Pharmacokinetic properties
Special populations
The pharmacokinetics of NovoMix 30 have not been investigated in elderly patients or in patients with
renal or hepatic impairment.
Paediatric population
The pharmacokinetics of NovoMix 30 have not been investigated in children or adolescents. However, the
pharmacokinetic and pharmacodynamic properties of soluble insulin aspart have been investigated in
children (6-12 years) and adolescents (13-17 years) with type 1 diabetes. Insulin aspart was rapidly
absorbed in both age groups, with similar tmax as in adults. However, Cmax differed between the age
groups, stressing the importance of the individual titration of insulin aspart.

NovoMix50 4.8 Undesirable effects

Paediatric population

The safety and efficacy of NovoMix 50 in children below 18 years of age have not been established.

No data are available.

5.2 Pharmacokinetic properties

Special populations

The pharmacokinetics of NovoMix 50 have not been investigated in paediatrics, elderly patients or in
patients with renal or hepatic impairment.
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