ACTALONG H

TRADE NAME
Actalong H

INTERNATIONAL NONPROPRIETARY NAME
Insulin human recombinant

PHARMACEUTICAL FORM

Solution for injections.

Description: colourless or almost colourless liquid, free from turbidity and foreign matter;
during storage traces of a very fine sediment may be deposited.

COMPOSITION

1 ml of the drug contains

Active Ingredient: 40 IU or 100 IU of insulin human recombinant.

Excipients: metacresol, disodium phosphate dihydrate, glycerol, water for injections.

ATX CODE Al10ABO1

PHARMACOTHERAPEUTIC GROUP
Antidiabetic drugs. Insulins and analogues for injection, fast-acting.

PHARMACOLOGICAL PROPERTIES

PHARMACODYNAMICS

Actalong H - rapid acting insulin.

Blood glucose level is reduced due to the increase of intracellular glucose transportation after
binding of insulin to the insulin receptors in muscle and fat cells and simultaneous inhibition
of glucose production in the liver.

The drug starts working within 30 min after injection, maximum effect is reached 1.5-3.5
hours after injection, meanwhile general drug effect duration is approximately 7-8 hours.
PHARMACOKINETICS

Insulin in the blood has a half-life of a few minutes.

The duration of action of insulin preparations is determined generally by its absorption rate,
which is influenced by several factors (e.g. insulin dose, injection route and site, thickness of
subcutaneous fat, type of diabetes).

Absorption: maximum plasma concentration (Cmax) of insulin is reached 1.5-2.5 hours after
subcutaneous injection.

Distribution: no profound binding to plasma proteins, except circulating insulin antibodies (if
present) has been observed.

Metabolism: human insulin is degraded by insulin protease or insulin-degrading enzymes and
possibly protein disulfide isomerase.

A number of cleavage (hydrolysis) sites on the human insulin molecule have been proposed,;
none of the metabolites formed following the cleavage are active.

Elimination: the terminal half-life (ti2) is determined by the rate of absorption from the
subcutaneous tissue. The ti» is therefore a measure of the absorption rather than of the
elimination per se of insulin from plasma (insulin in the blood stream has a ti» of a few
minutes). Trials have indicated a ty» of about 2-5 hours.



THERAPEUTIC INDICATIONS
Diabetes mellitus.

POSOLOGY AND ADMINISTRATION

Actalong H is a rapid acting insulin and may be administered in combination with long acting
insulins.

The drug should be injected 30 minutes before meals or snack containing carbonhydrates.
Actalong Mix is usually administered subcutaneously in the region of the anterior abdominal
wall. If convenient, the drug may be injected into the thigh, the gluteal region or the deltoid
region of the shoulder. Injection into the anterior abdominal wall ensures a faster absorption
compared to the other injection sites. Injection into a lifted skin fold minimises the risk of
unintended intramuscular injection. Injection sites should always be rotated within the same
region in order to reduce the risk of lipodystrophy.

Actalong H may also be injected intravenously but only by a health professional.

Dosage

Activity of human insulin is specified in international units (1U).

A drug dose is determined individually taking into account patient requirements.

Individually required insulin dose is generally 0.3 to 1.0 1U/kg/day.

Daily required insulin dose may be higher in patients with insulin resistance (e.g., during
sexual maturation phase and in patients with hyperadiposis) or lower in patients with residual
endogenous insulin secretion.

Dose adjustment

Concomitant illness, especially infections and feverish conditions, usually increases the
patient’s insulin requirement. Concomitant diseases in the kidney, liver or affecting the
adrenal, pituitary or thyroid gland can require changes in the insulin dose.

Adjustment of dose may be necessary if patients undertake increased physical activity or
change their usual diet. When transferring patient from one to another type of insulin,
adjustment of dose may be necessary.

Instructions for drug preparation and administration

Actalong H is for use with insulin syringes with the corresponding unit scale.

1. Roll a vial in the palms of the hands immediately before administration.

2. Draw into the syringe the same amount of air as the required dose of insulin. Inject the air
into the vial.

3. Turn the vial and the syringe upside down and draw the correct insulin dose. Pull the
syringe with needle out of the vial. Then expel the air from the syringe and check that the
dose is correct.

4. Insert the needle into the skin fold and inject the drug. Keep the needle under the skin for at
least 6 seconds provide complete dose injection.

Due to possibility of precipitation in catheters Actalong H Mix is not to be used in insulin
pumps for continuous subcutaneous insulin infusion.

CONTRAINDICATIONS
Hypersensitivity to human insulin or any drug component.

ADVERSE EFFECT
The most frequently reported adverse reaction during insulin administration is hypoglycemia.
The frequencies of hypoglycemia vary with patient population, dose regimen and level of
glycaemic control*.
At the beginning of the insulin treatment, refraction anomalies, edemas and injection site
reactions (including pain, redness, hives, inflammation, bruising, swelling and itching at the



injection site) may occur. These reactions are usually of transitory nature. Fast improvement
in glycaemic control may be associated with “acute painful neuropathy”, which is usually
reversible. Intensification of insulin therapy with abrupt improvement in carbohydrate
metabolism control may be associated with temporary worsening of diabetic retinopathy,
while long-term improved glycaemic control decreases the risk of progression of diabetic
retinopathy.

Frequency of the adverse reactions listed below is ranked as follows: very common (> 1/10),
uncommon (ot > 1/1000 mo < 1/100), very rare (< 1/10000).

Immune system disorders: uncommon - urticaria, rash; very rare - anaphylaxis reaction*.
Metabolism and nutrition disorders: very common - hypoglycemia*.

Nervous system disorders: uncommon - peripheral neuropathy (“acute painful neuropathy”).
Eye disorders: uncommon - refractive disorders; very rare - diabetic retinopathy.

Skin and subcutaneous tissue disorders: uncommon - lipodystrophy*.

General disorders and administration site conditions: uncommon - reaction in the injection
site, edemas.

* see “Description of selected adverse reactions”.

Description of selected adverse reactions:

Anaphylactic reactions

Generalized hypersensitivity reactions (including generalised skin rash, itching, sweating,
gastrointestinal upset, angioneurotic edema, difficulty in breathing, palpitation, reduction in
blood pressure and syncope/unconsciousness which have potential life-threatening effect) are
rarely registered.

Hypoglycemia

The most frequently reported adverse reaction is hypoglycemia. It may occur if the insulin
dose is too high in relation to the insulin requirement. Severe hypoglycemia may lead to
unconsciousness and/or convulsions and may result in temporary or permanent impairment of
brain function or even death. The symptoms of hypoglycemia usually occur suddenly. They
may include cold sweats, cool pale skin, fatigue, nervousness or tremor, anxiousness, unusual
tiredness or weakness, confusion, difficulty in concentrating, drowsiness, excessive hunger,
vision changes, headache, nausea and palpitation.

Lipodystrophy

Lipodystrophy may occur at the injection site. Continuous rotation of the injection site within
the particular injection area reduces the risk of developing these reactions.

SPECIAL WARNINGS

Before travelling between different time zones, the patient should seek the doctor’s advice
since this may mean that the patient has to take the insulin and meals at different times.
Hyperglycemia

Inadequate dosing or discontinuation of treatment, especially in type 1 diabetes, may lead to
hyperglycemia.

Usually, the first symptoms of hyperglycemia develop gradually over a period of hours or
days. They include thirst, increased frequency of urination, nausea, vomiting, drowsiness,
flushed dry skin, dry mouth, loss of appetite as well as acetone odour in the exhaled air. In
type 1 diabetes, untreated hyperglycemic events eventually lead to diabetic ketoacidosis,
which is potentially lethal.

Hypoglycemia

Omission of a meal or unplanned, strenuous physical exercise may lead to hypoglycemia.
Hypoglycemia may occur if the insulin dose is too high in relation to the patient requirement.
In case of hypoglycemia or if hypoglycemia is suspected, Actalong H must not be injected.
After stabilization of the patient’s blood glucose, adjustment of the dose should be considered.



Patients whose blood glucose control is greatly improved, e.g. by intensified insulin therapy,
may experience a change in their usual warning symptoms of hypoglycemia and should be
advised accordingly. Usual warning symptoms may disappear in patients with longstanding
diabetes mellitus.

Transfer from other insulin medicinal products

Transferring a patient to another type or brand of insulin should be done under strict medical
supervision. Changes in strength, brand, type, origin (human insulin or human insulin
analogue) and/or method of manufacture may result in a need for a change in dose. Patients
transferred to Actalong H may require an increased number of daily injections or a change in
dose from that used with their usual insulin medicinal products. If patients transferred to
Actalong H need an adjustment of dose, it may occur with the first dose or during the first
few weeks or months. Close blood glucose monitoring is recommended during the transfer
and in the initial weeks thereafter.

Injection site reactions

During insulin therapy, injection site reactions may occur and include pain, redness, hives,
inflammation, bruising, edema and itching. Continuous rotation of the injection site within a
given area reduces the risk of developing these reactions. Reactions usually resolve in a few
days to a few weeks.

Combination with pioglitazone

Cases of cardiac failure have been reported when pioglitazone was used in combination with
insulin, especially in patients with risk factors for development of cardiac heart failure. This
should be kept in mind if treatment with the combination of pioglitazone and Actalong H is
considered. If the combination is used, patients should be observed for signs and symptoms of
heart failure, weight gain and edemas. Pioglitazone should be discontinued if any symptoms
of cardiac failure occur.

EFFECTS ON ABILITY TO DRIVE AND OPERATE MECHANISMS

The ability to concentrate and react may be impaired as a result of hypoglycemia. Patients
should be advised to take precautions to avoid hypoglycemia while driving. This is
particularly important in those who have reduced or absent awareness of the warning signs of
hypoglycemia or have frequent episodes of hypoglycemia.

PREGNANCY AND LACTATION

There are no restrictions of insulin administration during pregnancy, as insulin does not pass
the placental barrier.

Both hypoglycemia and hyperglycemia, which can occur in insufficient therapy, increase the
risk of malformations of the fetus and death in utero. Pregnant women with diabetes shall be
monitored during the whole pregnancy period and enhanced control of blood glucose level is
required; the same precautions are recommended for women intending to become pregnant.
Insulin requirement is generally decreased during the first trimester and gradually increased
during the second and the third trimesters.

After delivery, insulin requirements normally return rapidly to pre-pregnancy values.

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

PEDIATRIC USE

Pharmacokinetic profile of Actalong H in children and adolescence is similar to that of
adults. Moreover, variation of values such as Cmax Was found in different age groups which
once again emphasizes necessity of adjustment of a drug dose.



DRUG INTERACTIONS

Drugs which may reduce the patient’s insulin requirement: oral antidiabetic medicinal
products, monoamine oxidase inhibitors, B-adrenergic blocking agents, angiotensin
converting enzyme inhibitors, salicylates, anabolic steroids and sulfonamides.

Drugs which may increase the patient’s insulin requirement: oral contraceptives, thiazides,
glucocorticoids, thyroid hormones, sympathomimetics, growth hormone and danazol.
B-adrenergic blocking agents may mask the symptoms of hypoglycemia.

Octreotide/lanreotide may either increase or decrease the insulin requirement.

Alcohol may intensify or reduce the hypoglycemic effect of insulin.

OVERDOSE

Symptoms: hypoglycemia may develop if too high a dose relative to the patient’s requirement
is administered.

Treatment: mild hypoglycemic episodes can be treated by oral administration of glucose or
sugary products. It is therefore recommended that the patient administering insulin always
carries sugar-containing products. Severe hypoglycemic episodes, where the patient has
become unconscious, can be treated with glucagon (0.5-1 mg) given intramuscularly or
subcutaneously, or with glucose given intravenously. Glucose must be given intravenously, if
the patient does not respond to glucagon within 10 to 15 minutes. Upon regaining
consciousness, administration of carbohydrates-rich food is recommended for the patient in
order to prevent a relapse.

PHARMACEUTICAL FORM

Solution for injections in a 10 ml colourless glass vial with a rubber stopper and a combined
aluminum flip-off cap.

1 vial together with a leaflet in a carton box.

STORAGE CONDITIONS

Store at temperature 2°C-8°C.

Keep out of reach of children! Do not freeze!

After opening store in a protected from light place at temperature not exceeding 25°C and do
not use longer than 4 weeks.

SHELF LIFE
30 months from the manufacture date.
Do not use after expiry date.

SALES TERM
Sold under prescription.



