SUMMARY OF PRODUCT CHARACTERISTICS

1. NAME OF THE MEDICINAL PRODUCT

Metoject 50 mg/ml solution for injection, pre-filled syringe

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
1 ml of solution contains 50 mg methotrexate (as methotrexate disodium).

1 pre-filled syringe of 0.15 ml contains 7.5 mg methotrexate.
1 pre-filled syringe of 0.20 ml contains 10 mg methotrexate.
1 pre-filled syringe of 0.25 ml contains 12.5 mg methotrexate.
1 pre-filled syringe of 0.30 ml contains 15 mg methotrexate.
1 pre-filled syringe of 0.35 ml contains 17.5 mg methotrexate.
1 pre-filled syringe of 0.40 ml contains 20 mg methotrexate.
1 pre-filled syringe of 0.45 ml contains 22.5 mg methotrexate.
1 pre-filled syringe of 0.50 ml contains 25 mg methotrexate.
1 pre-filled syringe of 0.55 ml contains 27.5 mg methotrexate.
1 pre-filled syringe of 0.60 ml contains 30 mg methotrexate

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Solution for injection, pre-filled syringe.
Clear, yellow-brown solution.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Metoject is indicated for the treatment of

—  active rheumatoid arthritis in adult patients,

— polyarthritic forms of severe, active juvenile idiopathic arthritis, when the response to nonsteroidal
anti-inflammatory drugs (NSAIDs) has been inadequate,

— severe recalcitrant disabling psoriasis, which is not adequately responsive to other forms of therapy
such as phototherapy, PUVA, and retinoids, and severe psoriatic arthritis in adult patients,

4.2  Posology and method of administration
Metoject should only be prescribed by physicians who are familiar with the various characteristics of the

medicinal product and its mode of action. The administration should routinely be done by health
professionals. If the clinical situation permits the treating physician can, in selected cases, delegate the



subcutaneous administration to the patient her/himself. In these cases, detailed administration instructions
from the physician are obligate. Metoject is injected once weekly.

The patient is to be explicitly informed about the fact of administration once weekly. It is advisable to
determine a fixed, appropriate weekday as day of injection.

Methotrexate elimination is reduced in patients with a third distribution space (ascites, pleural effusions).
Such patients require especially careful monitoring for toxicity, and require dose reduction or, in some
cases, discontinuation of methotrexate administration (see section 5.2 and 4.4).

Dosage in adult patients with rheumatoid arthritis

The recommended initial dose is 7.5 mg of methotrexate once weekly, administered either
subcutaneously, intramuscularly or intravenously. Depending on the individual activity of the disease and
tolerability by the patient, the initial dose may be increased gradually by 2.5 mg per week. A weekly dose
of 25 mg should in general not be exceeded. However, doses exceeding 20 mg/week are associated with
significant increase in toxicity, especially bone marrow suppression. Response to treatment can be
expected after approximately 4 — 8 weeks. Upon achieving the therapeutically desired result, the dose
should be reduced gradually to the lowest possible effective maintenance dose.

Dosage in children and adolescents below 16 years with polyarthritic forms of juvenile idiopathic
arthritis

The recommended dose is 10 — 15 mg/m? body surface area (BSA)/once weekly. In therapy-refractory
cases the weekly dosage may be increased up to 20 mg/m? body surface area/once weekly. However, an
increased monitoring frequency is indicated if the dose is increased.

Due to limited data availability about intravenous use in children and adolescents, parenteral
administration is limited to subcutaneous and intramuscular injection.

Patients with JIA should always be referred to a rheumatology specialist in the treatment of
children/adolescents.

Use in children < 3 years of age is not recommended as insufficient data on efficacy and safety is
available for this population (see section 4.4).

Dosage in patients with psoriasis vulgaris and psoriatic arthritis

It is recommended that a test dose of 5 — 10 mg should be administered parenterally, one week prior to
therapy to detect idiosyncratic adverse reactions. The recommended initial dose is 7.5 mg of methotrexate
once weekly, administered either subcutaneously, intramuscularly or intravenously. The dose is to be
increased gradually but should not, in general, exceed a weekly dose of 25 mg of methotrexate. Doses
exceeding 20 mg per week can be associated with significant increase in toxicity, especially bone marrow
suppression. Response to treatment can generally be expected after approximately 2 — 6 weeks. Upon
achieving the therapeutically desired result, the dose should be reduced gradually to the lowest possible
effective maintenance dose.

Maximum weekly dose

The dose should be increased as necessary but should in general not exceed the maximum recommended
weekly dose of 25 mg. In a few exceptional cases a higher dose might be clinically justified, but should
not exceed a maximum weekly dose of 30 mg of methotrexate as toxicity will markedly increase.

Patients with renal impairment

Metoject should be used with caution in patients with impaired renal function. The dose should be
adjusted as follows:

Creatinine clearance (ml/min) Dose

> 60 100 %

30-59 50 %

<30 Metoject must not be used



See section 4.3.

Patients with hepatic impairment

Methotrexate should be administered with great caution, if at all, to patients with significant current or
previous liver disease, especially if due to alcohol. If bilirubin is > 5 mg/dl (85.5 umol/l), methotrexate is
contraindicated.

For the full list of contraindications, see section 4.3.

Use in elderly patients
Dose reduction should be considered in elderly patients due to reduced liver and kidney function as well
as lower folate reserves which occur with increased age.

Use in patient with a third distribution space (pleural effusions, ascitis)

As the half-life of methotrexate can be prolonged to 4 times the normal length in patients who possess a
third distribution space dose reduction or, in some cases, discontinuation of methotrexate administration
may be required (see section 5.2 and 4.4).

Method of administration

The medicinal product is for single use only.

Metoject can be given by intramuscular, intravenous or subcutaneous route (in children and adolescents
only subcutaneous or intramuscular).

The overall duration of the treatment is decided by the physician.

Note:
If changing the oral application to parenteral administration a reduction of the dose may be required due
to the variable bioavailability of methotrexate after oral administration.

Folic acid supplementation may be considered according to current treatment guidelines.
4.3 Contraindications

Metoject is contraindicated in the case of

— hypersensitivity to the active substance or to any of the excipients listed in section 6.1,

— severe liver impairment (see section 4.2),

— alcohol abuse,

— severe renal impairment (creatinine clearance less than 30 ml/min., see section 4.2 and section 4.4),

—  pre-existing blood dyscrasias, such as bone marrow hypoplasia, leukopenia, thrombocytopenia, or
significant anaemia,

— serious, acute or chronic infections such as tuberculosis, HIV or other immunodeficiency syndromes,

— ulcers of the oral cavity and known active gastrointestinal ulcer disease,

—  pregnancy and breast-feeding (see section 4.6),

— concurrent vaccination with live vaccines.

4.4  Special warnings and precautions for use

Patients must be clearly informed that the therapy has to be administered once a week, not every day.



Patients undergoing therapy should be subject to appropriate supervision so that signs of possible toxic
effects or adverse reactions may be detected and evaluated with minimal delay. Therefore, methotrexate
should be only administered by, or under the supervision of physicians whose knowledge and experience
includes the use of antimetabolite therapy. Because of the possibility of severe or even fatal toxic
reactions, the patient should be fully informed by the physician of the risks involved and the
recommended safety measures.

Recommended examinations and safety measures

Before beginning or reinstituting methotrexate therapy after a rest period
Complete blood count with differential blood count and platelets, liver enzymes, bilirubin, serum
albumin, chest x-ray and renal function tests. If clinically indicated, exclude tuberculosis and hepatitis.

During therapy (at least once a month during the first six months and every three months thereafter)
An increased monitoring frequency should be considered also when the dose is increased.

1. Examination of the mouth and throat for mucosal changes

2. Complete blood count with differential blood count and platelets. Haemopoietic suppression caused
by methotrexate may occur abruptly and with apparently safe doses. Any profound drop in white-
cell or platelet counts indicates immediate withdrawal of the medicinal product and appropriate
supportive therapy. Patients should be advised to report all signs and symptoms suggestive of
infection. Patients taking simultaneous administration of haematotoxic medicinal products (e.g.
leflunomide) should be monitored closely with blood count and platelets.

3. Liver function tests: Particular attention should be given to the appearance of liver toxicity.
Treatment should not be instituted or should be discontinued if any abnormality of liver function
tests, or liver biopsy, is present or develops during therapy. Such abnormalities should return to
normal within two weeks after which treatment may be recommenced at the discretion of the
physician. There is no evidence to support use of a liver biopsy to monitor hepatic toxicity in
rheumatological indications.

For psoriasis patients the need of a liver biopsy prior to and during therapy is controversial. Further
research is needed to establish whether serial liver chemistry tests or propeptide of type 111 collagen
can detect hepatotoxicity sufficiently. The evaluation should be performed case by case and
differentiate between patients with no risk factors and patients with risk factors such as excessive
prior alcohol consumption, persistent elevation of liver enzymes, history of liver disease, family
history of inheritable liver disease, diabetes mellitus, obesity, and history of significant exposure to
hepatotoxic drugs or chemicals and prolonged methotrexate treatment or cumulative doses of 1.5 g
or more.

Check of liver-related enzymes in serum: Temporary increases in transaminases to twice or three
times of the upper limit of normal have been reported by patients at a frequency of 13 — 20 %. In the
case of a constant increase in liver-related enzymes, a reduction of the dose or discontinuation of
therapy should be taken into consideration.

Due to its potentially toxic effect on the liver, additional hepatotoxic medicinal products should not
be taken during treatment with methotrexate unless clearly necessary and the consumption of alcohol
should be avoided or greatly reduced (see section 4.5). Closer monitoring of liver enzymes should be
exercised in patients taking other hepatotoxic medicinal products concomitantly (e.g. leflunomide).
The same should be taken into account with the simultaneous administration of haematotoxic
medicinal products (e.g. leflunomide).



4. Renal function should be monitored by renal function tests and urinalysis (see sections 4.2 and 4.3).
As methotrexate is eliminated mainly by renal route, increased serum concentrations are to be
expected in the case of renal impairment, which may result in severe undesirable effects.

Where renal function may be compromised (e.g. in the elderly), monitoring should take place more
frequently. This applies in particular when medicinal products are administered concomitantly that
affect the elimination of methotrexate, cause kidney damage (e.g. non-steroidal anti-inflammatory
medicinal products) or that can potentially lead to impairment of blood formation. Dehydration may
also intensify the toxicity of methotrexate.

5. Assessment of respiratory system: Alertness for symptoms of lung function impairment and, if
necessary lung function test. Pulmonary affection requires a quick diagnosis and discontinuation of
methotrexate. Pulmonary symptoms (especially a dry, non-productive cough) or a non-specific
pneumonitis occurring during methotrexate therapy may be indicative of a potentially dangerous
lesion and require interruption of treatment and careful investigation. Acute or chronic interstitial
pneumonitis, often associated with blood eosinophilia, may occur and deaths have been reported.
Although clinically variable, the typical patient with methotrexate-induced lung disease presents
with fever, cough, dyspnoea, hypoxemia, and an infiltrate on chest X-ray, infection needs to be
excluded. Pulmonary affection requires a quick diagnosis and discontinuation of methotrexate
therapy. This lesion can occur at all doses.

In addition, pulmonary alveolar haemorrhage has been reported with methotrexate used in
rheumatologic and related indications. This event may also be associated with vasculitis and other
comorbidities. Prompt investigations should be considered when pulmonary alveolar haemorrhage
is suspected to confirm the diagnosis.

6. Methotrexate may, due to its effect on the immune system, impair the response to vaccination
results and affect the result of immunological tests. Particular caution is also needed in the presence
of inactive, chronic infections (e.g. herpes zoster, tuberculosis, hepatitis B or C) for reasons of
eventual activation. Vaccination using live vaccines must not be carried out under methotrexate
therapy.

Malignant lymphomas may occur in patients receiving low dose methotrexate, in which case therapy must
be discontinued. Failure of the lymphoma to show signs of spontaneous regression requires the initiation
of cytotoxic therapy.

Concomitant administration of folate antagonists such as trimethoprim/sulphamethoxazole has been
reported to cause an acute megaloblastic pancytopenia in rare instances.

Radiation-induced dermatitis and sunburn can reappear under methotrexate therapy (recall-reaction).
Psoriatic lesions can exacerbate during UV-irradiation and simultaneous administration of methotrexate.

Methotrexate elimination is reduced in patients with a third distribution space (ascites, pleural effusions).
Such patients require especially careful monitoring for toxicity, and require dose reduction or, in some
cases, discontinuation of methotrexate administration. Pleural effusions and ascites should be drained
prior to initiation of methotrexate treatment (see section 5.2).

Diarrhoea and ulcerative stomatitis can be toxic effects and require interruption of therapy, otherwise
haemorrhagic enteritis and death from intestinal perforation may occur.

Vitamin preparations or other products containing folic acid, folinic acid or their derivatives may decrease
the effectiveness of methotrexate.



For the treatment of psoriasis, methotrexate should be restricted to severe recalcitrant, disabling psoriasis
which is not adequately responsive to other forms of therapy, but only when the diagnosis has been
established by biopsy and/or after dermatological consultation.

Encephalopathy/leukoencephalopathy have been reported in oncologic patients receiving methotrexate
therapy and cannot be excluded for methotrexate therapy in non-oncologic indications.

Fertility and reproduction

Fertility

Methotrexate has been reported to cause oligospermia, menstrual dysfunction and amenorrhoea in
humans, during and for a short period after cessation of therapy, and to cause impaired fertility, affecting
spermatogenesis and oogenesis during the period of its administration — effects that appear to be
reversible on discontinuing therapy.

Teratogenicity — Reproductive risk

Methotrexate causes embryotoxicity, abortion and foetal defects in humans. Therefore, the possible risks
of effects on reproduction, pregnancy loss and congenital malformations should be discussed with female
patients of childbearing potential (see section 4.6). The absence of pregnancy must be confirmed before
Metoject is used. If women of a sexually mature age are treated, effective contraception must be
performed during treatment and for at least six months after.

For contraception advice for men see section 4.6.

Sodium
This medicinal product contains less than 1 mmol sodium (23 mg) per dose, i.e. essentially
“sodium-free”.

Paediatric population
Use in children < 3 years of age is not recommended as insufficient data on efficacy and safety are
available for this population (see section 4.2).

4.5 Interaction with other medicinal products and other forms of interaction

Nitrous oxide

The use of nitrous oxide potentiates the effect of methotrexate on folate, yielding increased toxicity such
as severe unpredictable myelosuppression and stomatitis. Whilst this effect can be reduced by
administering calcium folinate, the concomitant use should be avoided.

Alcohol, hepatotoxic medicinal products, haematotoxic medicinal products

The probability of methotrexate exhibiting a hepatotoxic effect is increased by regular alcohol
consumption and when other hepatotoxic medicinal products are taken at the same time (see section 4.4).
Patients taking other hepatotoxic medicinal products concomitantly (e.g. leflunomide) should be
monitored with special care. The same should be taken into account with the simultaneous administration
of haematotoxic medicinal products (e.g. leflunomide, azathioprine, retinoids, sulfasalazine). The
incidence of pancytopenia and hepatotoxicity can be increased when leflunomide is combined with
methotrexate.

Combined treatment with methotrexate and retinoids like acitretin or etretinate increases the risk of
hepatotoxicity.



Oral antibiotics

Oral antibiotics like tetracyclines, chloramphenicol, and non-absorbable broad-spectrum antibiotics can
interfere with the enterohepatic circulation, by inhibition of the intestinal flora or suppression of the
bacterial metabolism.

Antibiotics

Antibiotics, like penicillines, glycopeptides, sulfonamides, ciprofloxacin and cefalotin can, in individual
cases, reduce the renal clearance of methotrexate, so that increased serum concentrations of methotrexate
with simultaneous haematological and gastro-intestinal toxicity may occur.

Medicinal products with high plasma protein binding

Methotrexate is plasma protein bound and may be displaced by other protein bound medicinal products
such as salicylates, hypoglycaemics, diuretics, sulphonamides, diphenylhydantoins, tetracyclines,
chloramphenicol and p-aminobenzoic acid, and the acidic anti-inflammatory agents, which can lead to
increased toxicity when used concurrently.

Probenecid, weak organic acids, pyrazoles and non-steroidal anti-inflammatory agents

Probenecid, weak organic acids such as loop diuretics, and pyrazoles (phenylbutazone) can reduce the
elimination of methotrexate and higher serum concentrations may be assumed inducing higher
haematological toxicity. There is also a possibility of increased toxicity when low dose methotrexate and
nonsteroidal anti-inflammatory medicinal products or salicylates are combined.

Medicinal products with adverse reactions on the bone marrow

In the case of medication with medicinal products which may have adverse reactions on the bone marrow
(e.g. sulphonamides, trimethoprim-sulphamethoxazole, chloramphenicol, pyrimethamine); attention
should be paid to the possibility of pronounced impairment of blood formation.

Medicinal products which cause folate deficiency

The concomitant administration of products which cause folate deficiency (e.g. sulphonamides,
trimethoprim-sulphamethoxazole) can lead to increased methotrexate toxicity. Particular care is therefore
advisable in the presence of existing folic acid deficiency.

Products containing folic acid or folinic acid
Vitamin preparations or other products containing folic acid, folinic acid or their derivatives may decrease
the effectiveness of methotrexate.

Other antirheumatic medicinal products

An increase in the toxic effects of methotrexate is, in general, not to be expected when Metoject is
administered simultaneously with other antirheumatic medicinal products (e.g. gold compounds,
penicillamine, hydroxychloroquine, sulfasalazine, azathioprin, cyclosporin).

Sulfasalazine

Although the combination of methotrexate and sulfasalazine can cause an increase in efficacy of
methotrexate and as a result more undesirable effects due to the inhibition of folic acid synthesis through
sulfasalazine, such undesirable effects have only been observed in rare individual cases in the course of
several studies.

Mercaptopurine
Methotrexate increases the plasma levels of mercaptopurine. The combination of methotrexate and

mercaptopurine may therefore require dose adjustment.



Proton-pump inhibitors

A concomitant administration of proton-pump inhibitors like omeprazole or pantoprazole can lead to
interactions: Concomitant administration of methotrexate and omeprazole has led to delayed renal
elimination of methotrexate. In combination with pantoprazole inhibited renal elimination of the
metabolite 7-hydroxymethotrexate with myalgia and shivering was reported in one case.

Theophylline
Methotrexate may decrease the clearance of theophylline; theophylline levels should be monitored when

used concurrently with methotrexate.

Caffeine- or theophylline-containing beverages
An excessive consumption of caffeine- or theophylline-containing beverages (coffee, caffeine-containing
soft drinks, black tea) should be avoided during methotrexate therapy.

4.6 Fertility, pregnancy and lactation

Women of childbearing potential/Contraception in females

Women must not get pregnant during methotrexate therapy, and effective contraception must be used
during treatment with methotrexate and at least 6 months thereafter (see section 4.4). Prior to initiating
therapy, women of childbearing potential must be informed of the risk of malformations associated with
methotrexate and any existing pregnancy must be excluded with certainty by taking appropriate measures,
e.g. a pregnancy test. During treatment pregnancy tests should be repeated as clinically required (e.g. after
any gap of contraception). Female patients of reproductive potential must be counselled regarding
pregnancy prevention and planning.

Contraception in males

It is not known if methotrexate is present in semen. Methotrexate has been shown to be genotoxic in
animal studies, such that the risk of genotoxic effects on sperm cells cannot completely be excluded.
Limited clinical evidence does not indicate an increased risk of malformations or miscarriage following
paternal exposure to low-dose methotrexate (less than 30 mg/week). For higher doses, there is insufficient
data to estimate the risks of malformations or miscarriage following paternal exposure.

As precautionary measures, sexually active male patients or their female partners are recommended to use
reliable contraception during treatment of the male patient and for at least 6 months after cessation of
methotrexate. Men should not donate semen during therapy or for 6 months following discontinuation of
methotrexate.

Pregnancy
Methotrexate is contraindicated during pregnhancy in non-oncological indications (see section 4.3). If

pregnancy occurs during treatment with methotrexate and up to six months thereafter, medical advice
should be given regarding the risk of harmful effects on the child associated with treatment and
ultrasonography examinations should be performed to confirm normal foetal development.

In animal studies, methotrexate has shown reproductive toxicity, especially during the first trimester (see
section 5.3). Methotrexate has been shown to be teratogenic to humans; it has been reported to cause
foetal death, miscarriages and/or congenital abnormalities (e.g. craniofacial, cardiovascular, central
nervous system and extremity-related).

Methotrexate is a powerful human teratogen, with an increased risk of spontaneous abortions, intrauterine
growth restriction and congenital malformations in case of exposure during pregnancy.

* Spontaneous abortions have been reported in 42.5% of pregnant women exposed to low-dose
methotrexate treatment (less than 30 mg/week), compared to a reported rate of 22.5% in disease-matched
patients treated with drugs other than methotrexate.



* Major birth defects occurred in 6.6% of live births in women exposed to low-dose methotrexate
treatment (less than 30 mg/week) during pregnancy, compared to approximately 4% of live births in
disease-matched patients treated with drugs other than methotrexate.

Insufficient data is available for methotrexate exposure during pregnancy higher than 30 mg/week, but
higher rates of spontaneous abortions and congenital malformations are expected.

When methotrexate was discontinued prior to conception, normal pregnancies have been reported.

Breast-feeding
Methotrexate is excreted in human milk. Because of the potential for serious adverse reactions in breast-

fed infants, Metoject is contraindicated during breast-feeding (see section 4.3). Therefore breast-feeding
must be discontinued prior to and throughout administration.

Fertility

Methotrexate affects spermatogenesis and oogenesis and may decrease fertility. In humans, methotrexate
has been reported to cause oligospermia, menstrual dysfunction and amenorrhoea. These effects appear to
be reversible after discontinuation of therapy in most cases.

4.7  Effects on ability to drive and use machines

Central nervous symptoms such as tiredness and dizziness can occur during treatment, Metoject has
minor or moderate influence on the ability to drive and use machines.

4.8 Undesirable effects

Summary of the safety profile

Most serious adverse reactions of methotrexate include bone marrow suppression, pulmonary toxicity,
hepatotoxicity, renal toxicity, neurotoxicity, thromboembolic events, anaphylactic shock and Stevens-
Johnson syndrome.

Most frequently (very common) observed adverse reactions of methotrexate include gastrointestinal
disorders e.g. stomatitis, dyspepsia, abdominal pain, nausea, loss of appetite and abnormal liver function
tests e.g. increased ALAT, ASAT, bilirubin, alkaline phosphatase. Other frequently (common) occurring
adverse reactions are leukopenia, anaemia, thrombopenia, headache, tiredness, drowsiness, pneumonia,
interstitial alveolitis/pneumonitis often associated with eosinophilia, oral ulcers, diarrhoea, exanthema,
erythema and pruritus.

Tabulated list of adverse reactions

The most relevant undesirable effects are suppression of the haematopoietic system and gastrointestinal
disorders.

The following headings are used to organise the undesirable effects in order of frequency:
Very common (> 1/10), common (> 1/100 to < 1/10), uncommon (> 1/1,000 to < 1/100), rare (> 1/10,000
to < 1/1,000), very rare (< 1/10,000), not known (cannot be estimated from the available data)

Infections and infestations
Uncommon: Pharyngitis.
Rare: Infection (incl. reactivation of inactive chronic infection), sepsis, conjunctivitis.




Neoplasms benign, malignant and unspecified (including cysts and polyps)
Very rare: Lymphoma (see “description” below).

Blood and lymphatic system disorders

Common: Leukopenia, anaemia, thrombopenia.

Uncommon: Pancytopenia.

Very rare: Agranulocytosis, severe courses of bone marrow depression, lymphoproliferative disorders
(see “description” below).

Not known: Eosinophilia.

Immune system disorders
Rare: Allergic reactions, anaphylactic shock, hypogammaglobulinaemia.

Metabolism and nutrition disorders
Uncommon: Precipitation of diabetes mellitus.

Psychiatric disorders
Uncommon: Depression, confusion.
Rare: Mood alterations.

Nervous system disorders

Common: Headache, tiredness, drowsiness.

Uncommon: Dizziness.

Very rare: Pain, muscular asthenia or paraesthesia in the extremities, changes in sense of taste (metallic
taste), convulsions, meningism, acute aseptic meningitis, paralysis.

Not known: Encephalopathy/leukoencephalopathy.

Eye disorders
Rare: Visual disturbances.

Very rare: Impaired vision, retinopathy.

Cardiac disorders
Rare: Pericarditis, pericardial effusion, pericardial tamponade.

Vascular disorders
Rare: Hypotension, thromboembolic events.

Respiratory, thoracic and mediastinal disorders

Common: Pneumonia, interstitial alveolitis/pneumonitis often associated with eosinophilia. Symptoms
indicating potentially severe lung injury (interstitial pneumonitis) are: dry, not productive cough, short of
breath and fever.

Rare: Pulmonary fibrosis, Pneumocystis carinii pneumonia, shortness of breath and bronchial asthma,
pleural effusion.

Not known: Epistaxis, pulmonary alveolar haemorrhage.

Gastrointestinal disorders

Very common: Stomatitis, dyspepsia, nausea, loss of appetite, abdominal pain.
Common: Oral ulcers, diarrhoea.

Uncommon: Gastrointestinal ulcers and bleeding, enteritis, vomiting, pancreatitis.
Rare: Gingivitis.

Very rare: Haematemesis, haematorrhea, toxic megacolon.




Hepatobiliary disorders (see section 4.4)

Very common: Abnormal liver function tests (increased ALAT, ASAT, alkaline phosphatase and
bilirubin).

Uncommon: Cirrhosis, fibrosis and fatty degeneration of the liver, decrease in serum albumin.
Rare: Acute hepatitis.

Very rare: Hepatic failure.

Skin and subcutaneous tissue disorders

Common: Exanthema, erythema, pruritus.

Uncommon: Photosensitisation, loss of hair, increase in rheumatic nodules, skin ulcer, herpes zoster,
vasculitis, herpetiform eruptions of the skin, urticaria.

Rare: Increased pigmentation, acne, petechiae, ecchymaosis, allergic vasculitis.

Very rare: Stevens-Johnson syndrome, toxic epidermal necrolysis (Lyell’s syndrome), increased
pigmentary changes of the nails, acute paronychia, furunculosis, telangiectasia.

Musculoskeletal and connective tissue disorders

Uncommon: Arthralgia, myalgia, osteoporosis.

Rare: Stress fracture.

Not known: Osteonecrosis of jaw (secondary to lymphoproliferative disorders).

Renal and urinary disorders

Uncommon: Inflammation and ulceration of the urinary bladder, renal impairment, disturbed micturition.
Rare: Renal failure, oliguria, anuria, electrolyte disturbances.

Not known: Proteinuria.

Reproductive system and breast disorders

Uncommon: Inflammation and ulceration of the vagina.

Very rare: Loss of libido, impotence, gynaecomastia, oligospermia, impaired menstruation, vaginal
discharge.

General disorders and administration site conditions

Rare: Fever, wound-healing impairment.

Very rare: Local damage (formation of sterile abscess, lipodystrophy) of injection site following
intramuscular or subcutaneous administration.

Not known: Asthenia.

Description of selected adverse reactions

The appearance and degree of severity of undesirable effects depends on the dose level and the frequency
of administration. However, as severe undesirable effects can occur even at lower doses, it is
indispensable that patients are monitored regularly by the doctor at short intervals.

Lymphoma/Lymphoproliferative disorders: there have been reports of individual cases of lymphoma and
other lymphoproliferative disorders which subsided in a number of cases once treatment with
methotrexate had been discontinued.

When methotrexate is given by the intramuscular route, local undesirable effects (burning sensation) or
damage (formation of sterile abscess, destruction of fatty tissue) at the site of injection can occur
commonly. Subcutaneous application of methotrexate is locally well tolerated. Only mild local skin
reactions (such as burning sensations, erythema, swelling, discolouration, pruritus, severe itching, pain)
were observed, decreasing during therapy.



Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It allows
continued monitoring of the benefit/risk balance of the medicinal product. Healthcare professionals are
asked to report any suspected adverse reactions via (see details below).

[To be completed nationally]
4.9 Overdose

a) Symptoms of overdose
Toxicity of methotrexate mainly affects the haematopoietic system.

b) Treatment measures in the case of overdose
Calcium folinate is the specific antidote for neutralising the toxic undesirable effects of methotrexate.

In cases of accidental overdose, a dose of calcium folinate equal to or higher than the offending dose of
methotrexate should be administered intravenously or intramuscularly within one hour and dosing
continued until the serum levels of methotrexate are below 10”" mol/I.

In cases of massive overdose, hydration and urinary alkalisation may be necessary to prevent precipitation
of methotrexate and/or its metabolites in the renal tubules. Neither haemodialysis nor peritoneal dialysis
has been shown to improve methotrexate elimination. Effective clearance of methotrexate has been
reported with acute, intermittent haemodialysis using a high flux dialyser.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Folic acid analogues, ATC code: LO1BAO1

Antirheumatic medicinal product for the treatment of chronic, inflammatory rheumatic diseases and

polyarthritic forms of juvenile idiopathic arthritis.

Mechanism of action

Methotrexate is a folic acid antagonist which belongs to the class of cytotoxic agents known as
antimetabolites. It acts by the competitive inhibition of the enzyme dihydrofolate reductase and thus
inhibits DNA synthesis. It has not yet been clarified, as to whether the efficacy of methotrexate, in the
management of psoriasis, psoriasis arthritis, chronic polyarthritis, is due to an anti-inflammatory or
immunosuppressive effect and to which extent a methotrexate-induced increase in extracellular adenosine
concentration at inflamed sites contributes to these effects.

5.2 Pharmacokinetic properties

Absorption

Following oral administration, methotrexate is absorbed from the gastrointestinal tract. In case of low-
dosed administration (dosages between 7.5 mg/m? and 80 mg/m? body surface area), the mean
bioavailability is approx. 70 %, but considerable interindividual and intraindividual deviations are
possible (25 — 100 %). Maximum serum concentrations are achieved after 1 — 2 hours.

Bioavailability of subcutaneous, intravenous and intramuscular injection is comparable and nearly 100 %.



Distribution

Approximately 50 % of methotrexate is bound to serum proteins. Upon being distributed into body
tissues, high concentrations in the form of polyglutamates are found in the liver, kidneys and spleen in
particular, which can be retained for weeks or months. When administered in small doses, methotrexate
passes into the cerebrospinal fluid in minimal amounts. The terminal half-life is on average 6 — 7 hours
and demonstrates considerable variation (3 — 17 hours). The half-life can be prolonged to 4 times the
normal length in patients who possess a third distribution space (pleural effusion, ascites).

Biotransformation

Approx. 10 % of the administered methotrexate dose is metabolised intrahepatically. The principle
metabolite is 7-hydroxymethotrexate.

Elimination

Excretion takes places, mainly in unchanged form, primarily renal via glomerular filtration and active
secretion in the proximal tubulus.

Approx. 5 — 20 % methotrexate and 1 — 5 % 7-hydroxymethotrexate are eliminated biliary. There is
pronounced enterohepatic circulation.

In the case of renal impairment, elimination is delayed significantly. Impaired elimination with regard to
hepatic impairment is not known.

5.3  Preclinical safety data

Animal studies show that methotrexate impairs fertility, is embryo- and foetotoxic and teratogenic.
Methotrexate is mutagenic in vivo and in vitro. As conventional carcinogenicity studies have not been
performed and data from chronic toxicity studies in rodents are inconsistent, methotrexate is considered
not classifiable as to its carcinogenicity to humans.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Sodium chloride

Sodium hydroxide for pH adjustment

Water for injections

6.2 Incompatibilities

In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal
products.

6.3  Shelf-life

2 years.



6.4  Special precautions for storage

Store below 25 °C. Keep the pre-filled syringes in the outer carton in order to protect from light.

6.5 Nature and contents of container

Nature of container

Pre-filled syringes of colourless glass (type I) of 1 ml capacity with embedded injection needle. Plunger

stoppers of chlorobutyl rubber (type 1) and polystyrene rods inserted on the stopper to form the syringe
plunger

or

Pre-filled syringes of colourless glass (type I) of 1 ml capacity with embedded injection needle. Plunger
stoppers of chlorobutyl rubber (type 1), polystyrene rods inserted on the stopper to form the syringe
plunger and a safety system to prevent needle stick injury and reuse of the needle.

or
Pre-filled syringes of colourless glass (type 1) of 1 ml capacity with enclosed injection needle. Plunger
stoppers of chlorobutyl rubber (type 1) and polystyrene rods inserted on the stopper to form the syringe
plunger.

Pack sizes

Pre-filled syringes containing 0.15 ml, 0.20 ml, 0.25 ml, 0.30 ml, 0.35 ml, 0.40 ml, 0.45 ml, 0.50 ml,

0.55 ml or 0.60 ml solution are available in packs of 1, 4, 5, 6, 10, 11, 12 and 24 syringes with embedded
s.c. injection needle and alcohol pads.

and

Pre-filled syringes containing 0.15 ml, 0.20 ml, 0.25 ml, 0.30 ml, 0.35 ml, 0.40 ml, 0.45 ml, 0.50 ml,
0.55 ml or 0.60 ml solution are available in packs of 1, 4, 5, 6, 10, 11, 12 and 24 syringes with embedded
s.c. injection needle with safety system and alcohol pads.

and

Pre-filled syringes containing 0.15 ml, 0.20 ml, 0.25 ml, 0.30 ml, 0.35 ml, 0.40 ml, 0.45 ml, 0.50 ml,
0.55 ml or 0.60 ml solution are available in packs of 1, 4, 5, 6, 10, 11, 12 and 24 syringes with enclosed

s.c. injection needle and alcohol pads.

For i.m and i.v use, a needle suitable for these routes of administration must be used: The needle enclosed
in the pack is suitable for s.c. use only.

All pack sizes are available with graduation marks.

Not all pack sizes may be marketed.

6.6  Special precautions for disposal and other handling

The manner of handling and disposal must be consistent with that of other cytotoxic preparations in

accordance with local requirements. Pregnant healthcare personnel should not handle and/or administer
Metoject.



Methotrexate should not come into contact with the skin or mucosa. In the event of contamination, the
affected area must be rinsed immediately with ample amount of water.

For single use only.
Any unused medicinal product or waste should be disposed of in accordance with local requirements.

In some regions Metoject may be marketed with a safety system to prevent needle stick injury and reuse
of the needle.

Instructions for subcutaneous use of Metoject without safety system
The best places for the injection are:

- upper thighs,

- abdomen except around the navel.

Clean the area around the chosen injection site (e.g. by using the enclosed alcohol pad).

Pull the protective plastic cap straight off.

Build a skin fold by gently squeezing the area at the injection site.

The fold must be held pinched until the syringe is removed from the skin after the injection.

Push the needle fully into the skin at a 90-degree angle.

Push the plunger down slowly and inject the liquid underneath the skin. Remove the syringe from the
skin at the same 90-degree angle.
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Instructions for subcutaneous use of Metoject with safety system
The best places for the injection are:

- upper thighs,

- abdomen except around the navel.

Clean the area around the chosen injection site (e.g. by using the enclosed alcohol pad).

Pull the protective plastic cap straight off.

Build a skin fold by gently squeezing the area at the injection site.

The fold must be held pinched until the syringe is removed from the skin after the injection.

Push the needle fully into the skin at a 90-degree angle.

Push the plunger down slowly and inject the liquid underneath the skin. Remove the syringe from the
skin at the same 90-degree angle.

7. A protective cover will automatically enclose the needle.
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Note: The protection system that is triggered by the release of the protective cover can only be activated
when the syringe has been emptied completely by pushing down the plunger as far as it goes.
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1.

KPATKASA XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O IIPEITAPATA

HA3BAHME JIEKAPCTBEHHOI'O ITPEITAPATA

MeToIKEeKT pacTBOP I HHBEKIUI S0 MI/MIT B IPEIBAPUTEIHHO 3aIIOJITHEHHOM IITIPHUIIE

2.

KAUYECTBEHHBIN 1 KOJTUYECTBEHHBIN COCTAB

1 M1 pacTBOpa cofepkuT SOMI MeToTpeKkcaTa (B BUI€ METOTpeKcaTa IMHATPHUS)

1 npenBapuTenbHO 3anoJHeHHbIN mmpul ¢ 0,15 M1 pacTBopa coaepkuT 7,5 M METOTpEKcaTa.
1 npenBapurensHo 3anonHeHHbIN mmpull ¢ 0,20 mi pactBopa conepxkut 10 mr MmeroTpekcara.

1 nmpeaBapuTenbHO 3anmoaHeHHbIH mmpull ¢ 0,25 mit pactBopa coaepxut 12,5 mr MmeroTpekcara.
1 npenBaputensHo 3anoaHeHHbIN mpull ¢ 0,30 mut pactBopa comepkut 15 mMr MmeroTpekcara.

1 nmpeaBapuTenbHO 3anoaHeHHbIH mmpull ¢ 0,35 Mt pactBopa coaepxut 17,5 mr MmeroTpekcara.
1 npenBaputensHo 3anonHeHHbIN mpull ¢ 0,40 mut pactBopa conepkut 20 Mr MeToTpeKcara.

1 npenBaputensHO 3anoiaHeHHbIN mmpuil ¢ 0,45 M1 pacTBOpa coaepkuT 22,5 Mr MeToTpeKcara.
1 npenBaputensHO 3anoaHeHHBIN mpull ¢ 0,50 mMit pacTBopa comepkut 25 Mr MeToTpeKcara.

1 nmpeaBapuTenbHO 3anmoaHeHHbIH mmpulr ¢ 0,55 Mt pactBopa copepkut 27,5 Mr MeToTpekcara.
1 npenBaputensHo 3anoaHeHHbIN mpuIl ¢ 0,60 mit pactBopa conepkut 30 Mr MeToTpekcara

[TonHbIN TepevYeHb BCIOMOTATEIbHBIX BEIIECTB MpEJCTaBieH B pazzeine 6.1.

3.

®OPMA BBIITYCKA

PactBop /11 MHBEKIINI B IPEABAPUTENBHO 3alI0JJHEHHOM LITPHUIIE.
IIpo3pauHblil paCTBOP KENTO-KOPUYHEBOTO IBETA.

4.

4.1

KIMHUYECKUE JAHHBIE

Ioka3zanus K NPUMEHEHHIO

MeTOIKEKT IMoKa3aH JAJIsd JICUCHHUS.

4.2

aKTUBHOTO PEBMATOMIHOTO apTPUTA y B3POCIIBIX MALIUEHTOB,
MOJINAPTPUTHBIX (OPM TSAKEJIOr0 AKTUBHOIO IOBEHUJIBHOTO MJIMOMATUYECKOTO apTpUTa
Opu  HelocTaToyHOM  3((eKTHBHOCTH  TepamMM  HECTEPOMAHBIMH  HPOTHBOBOC-
nanutenabHbiMu npenaparamu (HIIBI),

TSDKEJIBIX, HE TMOAJAIOIIUXCS JICYCHHI0, WHBAIMAMZMPYIOUMX (opM Icopuasa IMpu
OTCYTCTBHM aJIeKBaTHOI'O OTBETAa Ha JApPYyrue BUIbl TEpaluu, Takue Kak QoroTepamus,
[TYBA- u Tepamusi peTHHOUJAMHU, a TaKKe TSKENIbIX (OpM ICOPUATHUECKOTO apTpuTa y
B3pOCJIbIX MAIEHTOB,

Cnocod npuMeHeHHs U 103bl

Ha3znayatr MeTomkekT cieayeT TOJbKO BpadaM, XOpPOLIO 3HAKOMBIM C  pa3IU4YHbIMHU
XapaKTEepUCTUKAaMHU JIEKAPCTBEHHOIO IIpenapara M MEXaHU3MOM €ro naeictBusa. PyTtuHHOE
BBEJICHUE TMpernapara JOJHKHO OCYIIECTBISATHCS MEAMIMHCKUM TIepcoHaioM. B ciyuae
KJIMHUYECKOH OOOCHOBAaHHOCTH, B OT/AEIBbHBIX CIy4asX, BBEIEHHE Mpernapara MOXET ObITh
JEJIETUPOBAHO MaIMeHTy. B 3Tux ciayyasx Bpau 00si3aH NPeAOCTaBUTh JETAIBHYIO HHCTPYKLIHUIO
10 BBE/ICHUIO NHBEKLIUU.



MeTomKeKT NPUMEHSIOT OAUH Pa3 B HeleJIIo.

[TanmenTt noymkeH OBITH YeTKO MpouH(OpMHUPOBaH O (akTe BBEACHHUS IperapaTa OAHH pa3 B
HeaeI10. PCKOMCHHyeTCSI YCTAaHOBHUTH OHpGI[eJIeHHBII;'I JCHDb HEACIHN KaK JCHb NHbCKIINU.
BriBenenne MeToTpekcara 3aMeIJICHHO Yy TAlMEHTOB C HAKOIUICHUEM JKHJIKOCTH B
MHTEPCTULMAIIBHOM IIPOCTPAHCTBE (ACLUT, IUIEBPAIbHBIN BBIIOT). Takue MalrueHThl HYKIat0TCs
B OCOOEHHO TIIATEJIFHOM MOHHUTOPHUHIE TOKCHYHOCTH, TPeOyeTcs CHIDKEHHE 03Bl WIIH, B
HEKOTOPBIX CIydasix, IPeKpallleHue JIEYEHUsI METOTpeKcaToM (cM. paszzen 5.2 u 4.4).

Jlo3uposanue y 83pociivix nayueHmos ¢ peeMamouoHbiM apmpumom

Pexomenayemass HauanpHas 703a COCTaBIIIET 7,5 MI METOTpeKcara OAMH pa3 B HedelIo,
BBEJICHHAs  MOJKOXHO, BHYTPUMBIIIEYHO WJIM BHYTPUBEHHO. B  3aBucuMoctd  OT
WHIUBHUIYAJIbHOW aKTUBHOCTH 3a00JI€BaHUS M TMEPEHOCHMOCTH IMAallMeHTOM, HadallbHas 103a
MO>KET ObITh OCTENIEHHO yBeau4eHa Ha 2,5 Mr B Hegemo. HenenbHas 103a, B 11eJ10M, HE AOKHA
npeBbliath 25 Mr. OnHako 103bl, npeBblmaromme 20 Mr B HEETI0, MOTYT BbI3bIBATH
3HAYUTENIbHOE YBEIMYEHHE TOKCUYHOCTH, B YACTHOCTH, CYMPECCHUI0 KOCTHOrO Mo3ra. OTBeT Ha
TEepanul0 MOXXHO OXKHIaTh, NMPUMEpHO, depe3 4 - 8 Henenb. Ilocime MOCTHXKEHUS KeIaeMOro
TeparneBTHYECKOT0 3P QeKTa, MoIAepKUBAIOIAs 103 JTOJDKHA OBITh MOCTEIICHHO CHIDKCHA 0
MHUHHUMAJIbHO BO3MOYKHOH 3((HEKTUBHOM TOI/ICP’KUBAIOIIEH TO3BI.

Jlemu u _noopocmku__maaowe 16 _nem C _NOJUAPMPUMHLIMU __DOPpMAMU__ 108CHUNBIHO20
UOUONAMUYECKO20 apmpUuma

Pexomenayemas no3a coctasisieT 10 - 15 Mr/m? miomiaay NOBEPXHOCTH Tena (I1.11.T.) OAMH pa3
B HeJeJ10. B cinydasx yCTOWYMBOCTH K TEepanuu HEACbHAS 032 MOXKET OBITh YBEIHYCHA 0
20 mr/m? oaquH pa3 B HeAea10. OHAKO MPU YBEIIUYEHUU 10361 HEOOXOAMMO MPOBOAUTH OoJiee
YaCTbIi MOHUTOPHHT.

BBuay orpann4eHHON JOCTYMHOCTH JTaHHBIX 00 BHYTPHUBEHHOM BBEJCHUH Iperapara y AeTei
¥ TIOJIPOCTKOB, TAPEHTEPATbHOE MPUMEHEHHE OTPAHINYNBACTCS TIOJIKOKHBIMI HHBCKITUSIMH .
[Tariuentsr ¢ FOMA nomkHBI Bcerja MEpeHANpaBlAThCS K PEBMATOJNOTY, CHEIUaTIU3UPYIO-
nieMycsl Ha JISYCHUH JICTeH/TI0IPOCTKOB.

He pexomenmyercss mpuMeHeHHe y NeTei Miaamie 3 JIeT BBHIY HEJOCTAaTOYHBIX JTaHHBIX 00
3P PEKTUBHOCTH 1 O€30IACHOCTU B JAHHOW BO3pAaCTHOM rpymmne (cM. pazzaein 4.4).

Ho3uposanue y nayueHmos ¢ msxicenvimMu popmamu ncopuaza u nCopuamudeckum apmpumom
Pexomenyemyto npoOHyI0 103y, cocTaBisitonyto 5 - 10 mr, cieayeT BBOJUThH MapeHTEpaIbHO,
3a OJHY HENEeNI0 J0 Hadaja Tepaluu C L[EJbl0  BBIABIECHUS HIUOCHHKPA3HMUECKUX
HEeXeNaTelbHbIX peakiuil. Pexkomenayemas HadanpHas 103a COCTaBISET 7,5 MI' METOTpeKcaTa
OJMH pPa3 B HeJeJII0, BBEJCHHAs NI0JIKOKHO, BHYTPUMBIILIEYHO WM BHYTpUBEHHO. /{03y cnenyer
MOBBIIIATH TOCTENIEHHO, HO HEJENbHAs J03a METOTPEKCaTa, B II€JIOM, HE JIOJKHA IIPEBBIIATh 25
mr. HenenbHast no3a Bbime 20 Mr MokKeT OBITh CBsi3aHA CO 3HAYUTENBHBIM YBEIUYEHHEM
TOKCHUYHOCTH, B YaCTHOCTH, CYIPECCUEN KOCTHOTO Mo3ra. OTBET Ha TEpaIriO MOKHO OKHMJIAaTh
npuMepHo uepe3 2 - 6 Hexenb. [locne TOCTHMKEHHUS KETaeMOro TepareBTHYecKoro 3¢ gexra,
MOJJIEP)KUBAIOIIAsl /1032 METOTpeKcaTa JOJKHA OBbITh MOCTENEHHO CHI)KEHa 10 MUHUMAJIbHO
BO3MOXXHOH 2 (EKTUBHON MOICPKUBAIOIICH TO3BI.

MakcuManbsHas HeJlenbHas 103a

Jo3a moxer ObITh, pU HEOOXOAMMOCTH, yBEIHWYEHA, HO, B IIEJIOM, HE JOJKHA IPEBHIIIAThH
MaKCUMaJIbHYI0 PEKOMEHIYEMYI0 HEAENbHYIO 103y 25 Mr. B HEKOTOpBIX HCKIIOYUTEIbHBIX
ciay4asix OoJjiee BBICOKAas 1032 MOXET OBITh KIMHHYECKH OTpaBJaHa, HO OHA HE JOHKHA
MPEBBIIIATh MAaKCHUMAIbHYIO €XKEHEJENbHYI0 103y MeToTpekcata 30 MI, MOCKOJBKY Oyner
Ha0JII01aThCS 3HAYUTEILHOE TTOBBIIIEHHE TOKCUYHOCTH.




Tayuenmoi ¢ Hapywenuem hyHKyuu novex
MeTOoKEeKT cleAyeT C OCTOPOYKHOCTBIO NMPUMEHSATh Y MAIMEHTOB C HapylleHueM (GyHKIUU
nouek. Jlo3y ciieyeT KOppeKTHpOBaTh CIEAYIOLIMM 00pa3oM:

Knupenc kpeatuHrHa (MIJ1/MUH) Hoza

> 60 100 %

30-59 50 %

<30 MeTomKEeKT He TOHKEH MPUMEHSIThCS
Cwm. paznen 4.3.

Tayuenmol ¢ napywenuem pynKyuu neyenu

MeroTpekcar ciaeayeT MPUMEHSITh ¢ 0CO00H OCTOPOKHOCTBIO, JIMOO HE MPUMEHSATH BOOOIIE, Y
NAIMEHTOB CO 3HAYMMbIM 3a00JICBaHHEM IIEYCHU B HACTOSIIIICEC BPEMsI HJIM B aHAMHE3€, OCOOCHHO
€CII OHO BBI3BAHO YMOTPEOJCHHEM aJKOroyiss. MeToTpeKcaT MpPOTHUBOIOKA3aH, €CId YPOBCHb
owmupyouna > 5 mr/mi (85,5 MKMOJIB/).

[TonHbIi TepeyeHb MPOTHUBOIIOKA3aHU IPECTaBJICH B pasene 4.3.

Ipumenenue y nayueHmos noxicuio2o 03pacma

Crnemyer pacCMOTPETh CHHXKCHHE JI03bI Y MAIUCHTOB IMOXKHUIIOT0 BO3PACTa B CBS3H CO CHIDKEHHOM
(yHKIMEl TeYeHn U TIOYeK, a TakoKe M3-3a CHIDKEHHS 3araca (poMeBol KUCTIOTBI, KOTOPOE MPOUCXOIUT C
BO3PACTOM.

Ilpumenenue y nayueHmos ¢ HAKONJIEHUEM HCUOKOCMU 6 UHMEPCMUYUATLHOM NPOCPAHCMEe
(n1eepanvHblll 66INOM, ACYUM)

[TockonbKy Mmepuo]| MOTYBBIBEICHHS METOTPEKCaTa y IMAalMeHTOB C HAKOIUICHUEM JKUIKOCTH B
UHTEPCTUIMAIIEHOM TIPOCTPAHCTBE MOXKET YBEIMYMBATHCS 10 4 pa3 1O OTHOIICHUIO K
HOpPMaJIbHOW  MPOJOJDKUTEIBHOCTH, MOXKET MOTpeOoBaThCs yMEHBIICHHWE J03bl WIH, B
HEKOTOPBIX ClIydyasix, IpeKpallieHne NIpUMEHEHUs1 MeToTpeKcaTa (cM. paszensl 5.2 u 4.4).

[IpoaomKATEIBHOCTE U CITI0CO0 IPUMEHEHUS

[Ipenapar npegHa3Hau€H TOJNBKO AJI1 OAHOKPATHOIO TPUMEHEHHS.

MeTomKEeKT MOXHO BBOJHWTH TOJKOXKHO, BHYTPUBEHHO WJIM BHYTPUMBIIIEUHO (y JeTed u
MOJIPOCTKOB TOJIBKO TOJIKOKHO WJIM BHYTPUMBIIIEYHO).

O6ma;1 MMPpOAOJIKUTCIIBHOCTD JICUCHUA ONIPCACIIACTCA JICHAIUM BPadOM.

IIpumeyanue:
[Ipu mnepexone ¢ mnpuemMa BHYTPh Ha MApEeHTEpalibHOE BBEACHHE MOXKET IOTPeOOBaThCS
YMEHBIIEHUE JI03bl B CBA3HM C Pa3IMUMsAMU B OHMOJOCTYIHOCTH METOTpeKcaTa Iocie MpHeMa

BHYTDb.

[lpu Ha3HAYEeHWH Tpemaparta CIeIyeT PacCMOTPETh BOIPOC 00 OJHOBPEMEHHOM Ha3HAYCHUH
npenapatoB (HOJIMEBOM KUCIOTHI B COOTBETCTBHH C CYIIECTBYIONIMMH CTaHIAPTAMH JICUCHHUSI.

4.3 IIporuBonokaszanus

MeToIKEeKT MPOTHBOIMOKA3aH MPH:

] MOBBIIIICHHOW YYBCTBUTEIBHOCTH K JCHCTBYIONIEMY BEHIECTBY WM K JOOOMYy W3
BCIIOMOTaTeNbHBIX BEIIECTB, YKa3aHHBIX B pazzaene 6.1,

" TSDKEIIOM HapyIieHus1 QYHKIMH eYeHH (CM. pa3zaen 4.2),

. 37I0YMOTPEOIICHUH AJIKOTOJIEM,



. TSDKEJIOM HapyIleHnH (PYHKIMM ToYeK (KIMpeHC KpearnHuHa MeHee 30 My/MuH, cM. pasnen 4.2 u

paznen4.4),

. CYUIECTBYIOIMX HAPYIIEHUAX CO CTOPOHBI KPOBU, TAKUX KaK THIIOIIA3HsI KOCTHOTO MO3ra,
JeKONeHusl, TPOMOOLIUTOIIEHUS UJIN BhIpRXKEHHAsI aHEMHUS,

. CepBE3HBIX, OCTPBIX WJIM XPOHUYECKUX HHQEKIHIX, TaKuX Kak TyOepkyne3, BUY wnmm
JIpyrue CUHAPOMBI UMMYHOehUITUTA,

. HAJIMYHMHU 53B B MOJIOCTU PTa U YCTAHOBJICHHOW aKTUBHOW SI3BEHHOW OOJIE3HU JKEITyI0OYHO-
KHILIEYHOT'O TPAKTa,

. OEpEMEHHOCTH U B TIEPUOJI TPYIHOTO BCKapMIIMBaHUs (CM. pasfen 4.6),

. COMYTCTBYIOIIEH BAKIMHALIUY )KUBBIMU BaKLIMHAMH.

4.4 Oco0ble ykazaHust

[TanineHTOB HEOOXOJAMMO YETKO MPOMH(POPMHUPOBATH O HEOOXOIMMOCTH BBEJCHHUS TMperapara
OIMH pa3 B HeleJI0, 3 HE KaXIbli JeHb. [lanmeHToB, MpOXOMAIIUX KypC JICYEHHUS, CIIEHYET
JIOJDKHBIM ~ 00pa3oM HaOM0IaTh, IS BBIABICHHS W OLCHKH TPU3HAKOB BO3MOXKHOT'O
TOKCUYECKOTO BO3JICUCTBUSI MJIM HEXKEJATENIbHBIX PEaKUUid ¢ MUHUMAIbHOW 3aI€PKKOM BO
BpeMeHU. [loaToMy sedyeHne MeTOTpeKcaToM CleAyeT HauyuHaTh M IMPOBOJAUTH TOJBKO MOJ
PYKOBOACTBOM Bpaueil, UMEIOIIMUX 3HAHUS U OIBIT MPUMEHEHHUS Tepalud aHTUMETA0OIUTaMHU.
BBHly BO3MOXXHOTO pa3BUTHS TSKENbIX, WUIM Jae ¢aTalbHbIX TOKCHYECKHUX peaKluH,
MAIUEHTHl JTOJDKHBI OBITh MOJHOCTBIO MPOMH(POPMHUPOBAHBI BPAYOM O BO3MOJKHBIX PHCKaX H
PEKOMEHIyeMbIX Mepax Mo 06e30MaCHOCTH.

PexomMeniyeMble MCCISIOBAHMS U MEPhI 0€30IaCHOCTHU

Ilepeo nauanom unu 60300HOGNIEHUEM NIeUEHUST MEMOMPEKCAMOM NOCIE NePuoda OMCymcmeust
JNleyeHus

HeoOxoauMo BBIMOMHUTHL TONHBIA OOIIMI aHANU3 KPOBH C TMOACYETOM JICUKOLMTApHON
(GbopMyIIBI U YKciia TPOMOOIIUTOB, OMpe/IeJICHUE aKTUBHOCTH ()EPMEHTOB TIEYCHH, KOHIIEHTPAIIIH
OnnMpyOrHa, CHIBOPOTOYHOTO albOyMHHA, PEHTTEHOTpaMMYy TPYIHON KJIETKU U HUCCIEeI0BAHUE
dbyakuun nouek. [Ipu HaMWYUK KIMHUYECKUX MOKAa3aHUU CIEAyeT MCKIIOYUTh TyOepKyJie3 u
TeraTur.

Bo eépems neuenus (ne pesice 00HO20 paza 6 mecsy 8 medeHue nepevix uecmu Mecsiyes 1edeHus u
Kadicovle 3 Mecsaya nocieocmault)

[Ipu yBenuveHUH 1036 HEOOXOAMMO PACCMOTPETh BO3MOXKHOCTh YBEITHYEHUS YaCTOTHI
MOHHTOPHHTA TTAIIHCHTOR.

1. OO6cnenoBanue ISl BBISBICHUS U3MEHEHUN CIIM3UCTON 000JI0YKH MOJIOCTH PTa U TIIOTKH.

2. TlomHprii oOmMI aHATWM3 KPOBH C TIOJCYECTOM JICHKONHUTAPHOW (OpPMYNIBI W dYHUCIIA
TpoMOouuToB. llomaBieHne remornol3a, BBI3BAHHOE METOTPEKCATOM, MOXET MPOUCXOIUTh
BHE3aITHO, U Ha (JOHE OYEBUIHO OE30MACHBIX JO3MPOBOK. B ciydae 3HAUMTENHHOTO CHUXKEHUS
qrcia JIEHKOIMTOB WIU TPOMOOIIMTOB HEOOXOIWMO HEMEUICHHO NPEKPaTUTh MpPUMEHEHHUE
JIEKapCTBEHHOT'O TIperapara 1 MPOBECTH aJIeKBATHYIO MOICPKUBAOIIYI0 Tepanuio. [larmentam
ClelyeT peKOMEHAOBaTh cooOmaTh O JIOOBIX MPU3HAKAX U CHUMIITOMAaX, YKa3bIBAIOIIMX Ha
uHpeknuo. IlarmentaM, KOTOpBIE OJHOBPEMEHHO TIOJNYYArOT TMIpenaparsl, YrHETAroIIne
KpPOBETBOpPEHUE (HApuMep, JeQIyHOMHUT), TpeOyeTCs TIIATENbHBII MOHUTOPHHT C KOHTPOJIEM YHCITa
(OpPMEHHBIX AJIEMEHTOB KPOBU 1 TPOMOOITUTOB.

3.  HccnenoBanme ¢ynknuu nedeHn: Ocoboe BHHUMaHHE HEOOXOIUMO YIESATH BBISBICHHUIO
BO3MOXKHOI'O TOKCUYCCKOI'O BJIIMSIHHA HA IICUCHb. He cne,uyeT HAa4YMWHAaTh UJIN cnez[yeT HperaTI/ITL



JedeHue B ciydae OOHapyXeHHs OTKJIOHEHUH NpHU HCCIAeNOBAaHUU (DYHKIUU TEYCHH WU
OMoIICHU TICUYEHH, MPUCYTCTBOBABIIMX JI0 HAaYaja JICYCHUS WM Pa3BUBIIUXCS B mpoiiecce. Takue
HApyIIEHUs OOBIYHO HMCYE3aI0T B TEUCHHE 2 HEJelNb, IOCJIe Yero Mo YCMOTPEHHUIO JIeyallero
Bpaua JICUEHHE MOXET OBITh B0300HOBIEHO. OTCYTCTBYET OYEBHIHAS HEOOXOJIUMOCTh
MPOBEJCHUS OWOINCHHU TEUEHU MJIT KOHTPOJS TMEUYEHOYHOW TOKCUYHOCTH Y TAIMEHTOB C
PEBMATOJIOTUYECKUMU 3a00JICBAHUSMH.

CHopHBIM 0CTaeTCsi BOMPOC O MPOBEICHUU OMOIICUU TICYCHH Y TMAIIMEHTOB C TICOPUA30M Tepe
HAyYaJIoM M BO BpeMms JieueHus. [IpoBeneHre qanbHEHIINX UCCIIeOBaHU HEOOXOIMMO ISl TOTO,
9TOOBl YCTAaHOBUTH, BO3MOXKHO JIM JIOCTATOYHO TOYHOE OIPEACTICHHE TeNaTOTOKCUYHOCTH C
MIOMOIIBI0 CEPUIHOTO OMOXMMHUYECKOTO aHaliM3a KPOBH WU mponentuaa koyviareHa Il Tuma.
Onenky cieayer TPOBOJWUTh, HAa HMHIWBUIYaIbHOW OCHOBE B KaXIOM Cllydae H
nuddepeHnmanuein Mexay manueHTamMu 0e3 (GakTOpoB pHUCKa W TMalUEeHTaMH C (dakTopaMu
pUCKa, TaKMMH KaK TMPEAIIECTBYIOMEee H30BITOYHOE YIOTPEOJICHUE aIKOToJis, CTOHKOE
MOBBIIICHUE  AKTUBHOCTH (EPMEHTOB I€YCHH, 3a00JeBaHME TIIEYCHH B  aHAMHE3E,
HACJIE/ICTBEHHOE 3a00JIeBaHNE TIEUEHH B CEMEHHOM aHaMHE3€, CaXxapHbIi nuadeT, OXHpEHHeE,
3HAYMMOE MPUMECHEHHUE TeNaTOTOKCUYHBIX MPENapaToB WIM XMMUYECKHX BEIICCTB B aHAMHE3E U
JUTUTEIILHOE JICYCHNE METOTPEKCATOM I COBOKYITHAs J103a mpemnapara 1,5 T u 6osee.

KonTponb neueHouHbIx pepMeHTOB B ChIBOPOTKE KpoBH: Y 13 - 20% manueHToB co00IIanoch o
TPaH3UTOPHOM IOBBILIEHUN AKTUBHOCTU TPaHCaMUHA3 0 2 - 3 pa3 BbIllIe BEpXHEH I'paHUIIbI
HOpMBI. B cimyyae ycTOMYMBOrO MOBBIIICHHS AKTHBHOCTH TMEYEHOYHBIX (PEPMEHTOB ClEAyeT
PaccMOTpPETh BOIIPOC O CHUKEHUH JI03bl WU MPEKPAILEHUH JICUEHUS.

BBuay noTeHUMaNbHOTO TOKCHYECKOIO BO3JEHCTBHMS METOTpeKcaTa Ha II€YeHb BO BpeMs
JEYCHUS] NALUEHTOB, 3d UCKIIOYEHUeM Clyudes O4esUOHOU HeoOXooumMocmu, CIeIyeT
BO3/ICP)KUBAThCSI OT OJHOBPEMEHHOTO IMPUMEHEHHsI JPYruX TIeNaTOTOKCHYHBIX IpPEernaparTos;
TaKKe ciaeayeT u30erarb WIM 3HAUUTEIbHO COKPATUTh YINOTPEOJEHHE alKorojis (CM. paszel
4.5). Y nauueHToB, IPUMEHSIOIUX PyTrue renaToTOKCUYEeCKHe JIeKapCTBEHHbIE IpenapaThl WK
npenaparsl, YrHETaloIlie KpPOBETBOpEHHUE (Harpumep, JeQIyHOMHU), TpeOyeTcsl TIIATeIbHbIN
MOHUTOPHHI AaKTHBHOCTH IEUEHOYHBIX (EPMEHTOB. DTO TakKe HEOOXOAMMO MPUHHUMATh BO
BHUMaHUE MpPU OJHOBPEMEHHOM NPHMEHEHHMHM JIEKApCTBEHHBIX MNPENapaToB C TIeMaTONOrMYecKon
TOKCUYHOCTBIO (Harpumep, JTeQIyHOMH]).

4.  DOyHKUIUIO MOYEK CJIeNyeT KOHTPOJMPOBATH C MOMOIIbIO TECTOB HAa (PYHKIHIO MOYEK U
aHamu3a Mouu (cMm. pazzmen 4.2 u 4.3). IlockonbKy METOTpeKcaT BBIBOAWTCS B OCHOBHOM
MOYKAMHU, B cllydae HapylleHUs pyHKIMU MOYEK CIEAYeT OKUAAaTh MOBBIILIEHUS KOHIIEHTPAIUH
METOTpeKcaTa B IIa3Me KPOBH, YTO MOKET MPUBECTHU K TSDKEJIBIM HeXenaTeIbHbIM 3 dexram.

B cinydae BO3MOXHOTO CHIKEHUS (DYHKIMM TOYEK (Hampumep, Yy MalMEeHTOB MOXKUIIOTO
BO3pacTa) MOHHTOPHHT CIEIyeT MPOBOAUTH Yallle. ITO OTHOCUTCS, B YACTHOCTH, K CIydasMm
OJIHOBPEMEHHOI'O NPUMEHEHUs NpernaparoB, BIMSIONIMX Ha BBIBEJIEHHE METOTpeKcara,
BBI3BIBAIOIMX IIOBPEKJEHUE IOYEK (HAIpUMeEp, HECTEPOUIHBIE NPOTHUBOBOCIAIUTEIbHBIE
mpemnaparbl), a TakXe IpenaparoB, CIOCOOHBIX HapyllaTh IIPOLECcC KpPOBETBOPEHHUS.
Jerunparanus Takke MOXKET YCUIMBAaTh TOKCUYHOCTh METOTPEKCATA.

5. Ornenka naprxatenbHOUM cucTteMbl: Ocoboe BHMMaHHE ClIeyeT oOpamarh Ha CHMITTOMBI
HapylmieHus (QyHKIUM JIeTKHX, U, B clydyae HEOOXOIUMOCTH, CIIeyeT TPOBECTH
COOTBETCTBYIOIINE TECThI PYHKITNHU JeTKUX. [lopaxenue nerkux TpedyeT ObICTPON THarHOCTHKU
U OTMEHBI MeTOoTpekcara. CUMITOMBI MOPAXKEHUS JETKUX (OCOOEHHO CYyXOW HEMpOMYKTHUBHBIN
KallleJb) WK HecTeu(pUIECKUii THEBMOHUT, BOZHUKAIOIIME BO BPEMS T€PAlTU METOTPEKCATOM,
MOTYT CBHUACTEIHCTBOBATh O MOTEHIMATHHO OMACHOM MOPAXKEHUH U TPEOYIOT MpephIBaAHUS
JICYEHUsT M TIIATEIbHOrO o00ciefoBaHus. MOXET pa3BUBAThCA OCTPHIA WM XPOHMYECKUUN
WHTEPCTUIIMATBHBI MHEBMOHUT, YacTO COMPOBOXAAMOIIUNACA 203UHO(PUINEH KPOBH, TakKke
COO0IIAIOCH O CydasX C JIeTaabHBIM HCX0A0M. HecMOTpst Ha TO, YTO KIIMHMYECKHUE CHMIITOMBI
pa3HOOOpa3Hbl, TUMWYHBIMU TPU3HAKAMH WHIYIIUPOBAHHOTO METOTPEKCATOM IMOPaKEHUS
JIETKUX SIBJSIOTCS JIMXOPaJKa, Kallelb, OABIINIKA, THIMOKCEMHUS W HaIWYWe WHOUILTPATOB HA



pPEHTIeHOTpaMMe TPYIHOU KIIETKH; HEOOXOJMMO HCKIIOUUTh HMH(pekuuio. Takoe mopaxeHue
MOYKET BO3HUKATh IIPH JFOOBIX 103aX.

Kpome TOro, cooOmanock O JIErOYHOM ajbBEOJSIPHOM KpPOBOTCUEHHHM MPH TNPUMEHEHUU
METOTpEKcaTa IPU PEBMATOJIOIMYECKUX U CBSA3AHHBIX MTOKA3aHUAX. DTO SBICHUE TAKKE MOXKET
OBITH CBSI3aHO C BACKYJIUTOM U APYTHMH COIYTCTBYIOIIMMH 3aboneBanusiMu. [Ipu momo3penun
Ha JIETOYHOE aJIbBEOJIIPHOE KPOBOTEUEHHE HEOOXOIUMO MPOBEACHUE CPOYHOIO 0OCIIEIOBAaHUS
JUIS TIOATBEPKIACHUS JUAarHo3a.

6. 3a cyer BAMSIHHMS Ha MMMYHHYIO CHUCTEMY METOTpEKCaT CIOCOOEH HapyllaTb OTBET Ha
BaKLUMHAIMIO W BIMATH HA PE3yJbTaThl MMMYHOJOTMYECKHX TecToB. Oco0asi OCTOPOXKHOCTD
Takke TpeOyeTcss MpU HAIWYMM XPOHUYECKHX HEAKTHUBHBIX HMH(EKIMOHHBIX 3a00JIeBaHUI
(HampuMep, OIOSICHIBAIOIIMK repriec, TyOepkyne3, renatut B mimu C) u3-3a BO3MOXKHOCTH
o0ocTtpeHusi 3a0oneBanHus. B mepuon Tepamuu METOTPEKCATOM HE CIEAyeT MPOBOAUTH
BaKIMHALIMIO )KUBBIMU BaKI[UHAMH.

[lpy npuMeHEeHMM HM3KUX [JI03 METOTpeKcaTa Yy MalUeHTOB MOryT 00pa30BaThCs
3JI0KaUYeCTBEHHBIC JTUM(OMBI; B 3TUX CIyYasx JICYCHUE CleAyeT mpekpatuth. [Ipu oTcyrcTBUM
IPU3HAKOB CIIOHTAaHHOM perpeccuu JUMQPOMBI HEOOXOAMMO IPOBEJCHHE LUTOTOKCUYECKOH
Tepanuu.

OnHOBpeMEHHOE NMPUMEHEHUE AHTArOHUCTOB (POJIMEBOM KHCIOTHI, TAKMX KaK TPUMETONpPUM/
CyTb(OMETOKCa30JI, B PEIOKUX CIlydasX MOXKET YBEJIWYHTh PHUCK pa3BUTHS  OCTPOH
Merano0JacTHOM MaHIUTONEHUH.

Bo Bpems Tepanuu METOTPEKCATOM CYIIECTBYET PHUCK BOSHUKHOBEHHS JAEPMATHTA, BEI3BAHHOTO
o0JIlydeHHEM, W COJHEYHBIX OXOroB (peMuccus MoOOYHBIX 3(P(EeKTOB JydeBOW Tepamnumu).
[IcopuaTnueckue ouaru MoryT oboctpsThes npu Y d-o0aydyeHUn U OJHOBPEMEHHOM Tepanuu
METOTPEKCATOM.

BI)IBC)IGHI/IG MCTOTpCKCaTa 3aMCIJICHHO Yy MMAaOUCHTOB C HAKOIUICHUEM JKHUAKOCTH B
UHTEPCTULMAIIBHOM MPOCTPAHCTBE (ACLUT, MJIEBPAIbHBIA BHINOT). Takue ManueHTsl HyKJarTCs
B 0COOEHHO THIATCIIbHOM MOHHUTOPHUHIC TOKCHUYHOCTHU, M MOKCT HOTpe6OBaTI>C$I YMCHBIICHUC
71036l WJIM, B HEKOTOPBIX CllydyasX, NMpeKpalieHue JieueHus MmerorpekcaroMm. llepen Hauanom
JICYCHUA MCETOTPEKCATOM aCHHUT U nneBpaﬂmef/i BBIIIOT JOJIXKHBI OLITH APCHAXKNUPOBAHBI (CM.
pazznen 5.2).

Junapes M A3BEHHBIM CTOMAaTUT MOTYT ObITh NMPU3HAKAMU PA3BUTHS TOKCUYECKUX A(P(DEKTOB U
TpeOyIOT NpeKpaleHuss Tepanuu. B NpoTHBHOM cilydae MOXET HpOU30MTH mnepdopanus
KHILIEYHHKA, IPUBOJIAIIAS K TEMOPPArnuecKoOMy SHTEPUTY U CMEPTH.

[IpuMeHeHHe BUTAMUHHBIX MpPENapaToB WIM APYIHMX IMpenapaToB, COAEpKalMX (OIMEBYIO
KHUCIIOTY, (OJMHOBYIO KHCIOTY WJIM HMX HPOU3BOJHBIX, MOXET CHIKATh 3(P(EKTHUBHOCTh
METOTpEKCaTa.

HpI/I JICYCHHHU IICOoOpHasa NMPUMEHCHUE MCTOTPCKCATa AOJIKHO OIrpaHMYMBATHLCA TAXKCIBIMH, HE
nogaaromMHucCAa  JICUCHUIO, WHBAJIUAUZUPYIOIIUMU (I)OpMaMI/I ncopuasza 1Mpu OTCYTCTBHUU
AZICKBATHOI'O OTBCTA HAa APYTUe€ BHUABI TCpallMh, HO TOJIBKO B TCX CiIydasX, KOrJa AUArHo3 OBLT
YCTAHOBJICH € ITIOMOIIBIO OMOIICHUN H/WUIH TIOCIIE KOHCYJIbTAaIlUU C BPpa4YOM-ACPMATOJIOTOM.

Y  OHKOJOTWYECKMX OOJIBHBIX, TIOJYYaBIIMX TEPAHUI0 METOTpeKcaToM, HabIo1anachk
sHIleanonaTHs/ IeHKodHIIepaTonaTrs, pa3BUTHE KOTOPOH HE MOXKET OBITh UCKIIOYEHO MpH
Tepanuy METOTPEKCATOM I10 TTOKa3aHUsIM, HE CBSA3aHHBIM C OHKOJIOTHUECH.

DepTUILHOCTh U PeNPOAYKTHBHAS d)VHI(I_[I/ISI

DepmunbHocmo

Coo01manoch, 4To0 METOTPEKCAT BBI3BIBAECT OJMIOCIIEPMHUIO, MEHCTPYaJbHYIO AUCHYHKIHMIO U
aMEHOPEI0 y JIFOAEH BO BpeMs JIEUEHUS M B T€YEHUE KOPOTKOIO MEPUOJA MOCIE MPEKPaICHUS



Tepanuu, a TAaKKe BBI3BIBACT HapyIlIeHWe (PEpTUIHLHOCTH, BIIUSS HA CIIEPMATOTCHE3 H OOTeHE3 B
nepuoj, NPUMEHEHUs MeToTpekcara - 3(PQeKTbl, KOTOpbIE, MO-BUIUMOMY, OOpaTHMbI IpHU
MpEKPaIICHUHU TEPATTHUH.

Tepamozcennocmo - penpoOyKmMuGHbll PUCK

MeTtoTpekcaT BBI3bIBACT 3MOPHOTOKCHYHOCTh, A0OPTHI U MOPOKH Pa3BUTHS ILIOJA Y YETIOBEKa.
CnepnoBarenbHO, BO3MOXKHBIE PUCKH B OTHOILIEHUHM PENPOAYKTUBHON (PYHKIMH, HpPEpHIBAHUS
OCpEeMEHHOCTH W BPOXJICHHBIX IMOPOKOB PA3BUTHS CIIeAyeT OOCYAMTh C IKCHIIWHAMHU
netopogHoro Bo3pacta (cMm. Pasmen 4.6). Ilepen mpumeHeHHeM MeETOTpeKcaTa HEOOXOIUMO
MOJATBEPAUTh OTCYTCTBHE OEpeMEHHOCTH. Bo BpeMs TMpOBEIEHUS JICYCHHUS >KCHIIMHAM
JETOPOJHOTO BO3pacTa HEOOXOAMMO HCHONB30BaTh 3(()EKTHUBHBIE METOAbl KOHTpAIEMIINH,
MPOJIOJHKCHUE MMPUMEHEHUS KOTOPOH TaKkke He0OXO0IUMO, 10 KpaiHel Mepe, B TeUCHHE MIECTH
MECSALIEB MOCIE NPEKPALLICHHS TEPAIIUH.

Pexomenaaiuu no KOHTpalenuuu Jyisi My>K4iH CM. B pazzele 4.6.

Harpuit
B onHOl 03¢ MaHHOTO JIEKAPCTBEHHOTO IMperapaTa CoAepKUTcs MeHee 1 mmoinb Hatpus (23
MT), T.€., OH MIPAKTUYECKH HE COJCPKUT HATPHUA.

IlanMeHTHl AETCKOTO BO3pacTa
He pexomeHayercsi mpuMeHeHUe y JeTed Miajiie 3 JieT BBUAY HEIOCTATOYHBIX JIAHHBIX IO
3 PEKTUBHOCTH U 0€30IIACHOCTH B IaHHOW BO3PACTHOM rpyme (cM. pasaen 4.2).

4.5 B3aumopneiictBue ¢ ApyrumMM JieKapCTBEHHbIMH MpenaparamMu U npouue Gopmbl
B3aNMOJAEeHCTBUSA

Oxcup azora

Hcnonp30BaHne OKCUAA a30Ta YCUIIMBAET BIMSHHE METOTpeKcaTra Ha MeTabonu3M (¢osara, 4To
OPUBOJUT K  YBEIMYEHUIO TOKCHUYHOCTH, TAaKOM Kak TsDKelas, HENpeacKasyemas
MUEJOCYNPECCUS] U CTOMATUT. XOTA 3TOT 3(P(EKT MOXKET ObITh YMEHBIIEH IyTeM BBEACHUS
donuHaTa KanbLus, ciaexyeT u30eratb UX 0OJJHOBPEMEHHOT'O UCIIOIb30BAHUS.

AJIKOTONIb, TenaTOTOKCHUYECKHE JIEKAPCTBEHHBIC IpENapaThl, Mpenaparbl, YrHETAIOINE
KPOBETBOPEHUE

PerynspHoe ymorpeOieHue ajikoroiss M TPUMEHEHHE OJHOBPEMEHHO C METOTpEKCaToM
renaToTOKCMYECKUX IMPernapaToB YBEIMYMBAIOT PUCK TPOSBICHHUS TeNaTOTOKCUYHOCTH
MmetoTpekcata (cMm. paszznen 4.4). 3a manueHTaMu, OAHOBPEMEHHO NPUMEHSIIOIUMHU Jpyrue
renaroTOKCMYecKHe ImpemnapaThl  (Hampumep, JeQuyHOMH]T), HEOOXOAWMO IMPOBOJIUTH
TIIaTeNIbHOE HaOmoeHne. DTO TakXKe KacaeTrcs CciIy4aeB OJHOBPEMEHHOTO0 MpPHUMEHEHUS
[pernapaToB C TIeMaTOJIOrM4YeCKOH TOKCHUYHOCThIO (Hampumep, Je(aIyHOMHUJ, a3aTHONPUH,
peruHouasl, cynbdacanasus). Ilpu OIHOBpEMEHHOM MpPHUMEHEHUH JequyHOMHIA U
METOTpeKcaTa BO3pacTaeT PUCK MAHIUTONEHNN U IreNaTOTOKCUYHOCTH.

KOM6I/IHI/Ip0BaHH06 JICYCHHUE MCTOTPCKCATOM MW PETHUHOWAAMH, TAKUMH KaK aAlUTPECTHUH HIIN
9TPCTHHAT, YBCINYINBACT PUCK PAa3BUTUA I'CIIATOTOKCUIHOCTH.

AHTHOMOTUKH JJIs TIPUEMA BHYTPb

[TepopanbHble aHTUOMOTHUKH, TaKUE KaK TETPALMKIMHBI, XJI0paM(EHUKOI U HE BCACHIBAIOILIUECS
AQHTUOMOTUKHU LIMPOKOIO CHEKTpa JEHCTBHS MOTYT BO3CHCTBOBATh HA MEYCHOUYHO-KHUIICUHYIO
HUPKYJISIUIO TyTEM MOJIaBJI€HUS KUIIEUHON MUKPOGIOPHI WK OaKTepHaTIbHOTO METa0O0IU3MA.

AHTHONOTHUKH



AHTUOMOTHKH, TaKUE KAaK MEHUIUUTNHBI, TITUKOTETTUIBI, CYIb(aHIUIaMH b, TUTPOGIOKCAINH
U 1edasoTHH, MOTYT, B OTHAEIBHBIX CIIy4asX, YMEHBIIATh MMOYCHYHBIH KJIMPEHC METOTPEKCaTa,
BBI3Basi, TaKMM OOpa30M, YBEIMYCHHWE KOHIICHTPAIIMH METOTPEKCcaTa B CBIBOPOTKE KPOBH C
BO3MOXHBIM  Pa3BUTHEM OJHOBPEMEHHON TI'€MaTOJOTHMYECKOM M  KEIyI0YHO-KHUIICYHOU
TOKCHYHOCTH.

CBsI3bIBaHUE JICKAPCTBEHHBIX IPENAPATOB ¢ OEIKaMH [I1a3Mbl KPOBU

MeTtoTpekcaT cBs3pIBaeTcs € OelKaMU KpPOBH, U MOXET OBbITh BBITECHEH JIPYTHMMHU
CBSI3BIBAIOIIMMHUCS ¢ OenkamMu mIpenapaTtamMy, TaKUMHU KaK CAIMIMIATHI, TUIOTIUKEMHYECKUE
npemnaparsl,  AUYPETUKH,  CylbpaHuIaMubl,  AUPEHWITHAAHTOMHBI,  TETPALUKINHBI,
xJIopaM(pEHUKOI, a TaKkKe Mapa-aMMHOOEH30MHAas KHUCIOTa M Ipernaparbl W3 TPYIIIbI
«KHUCIIOTHBIX» MPOTHUBOBOCHAIUTEIBHBIX IPENapaToB, YTO MOXET MPHUBECTH K TMOBBIIICHUIO
TOKCUYHOCTH [P COBMECTHOM IIPUMEHEHUH.

[IpoGenerma, cJiabnle OpPraHHuYECKHUE KHUCJIOTHI, MUPa30Jbl U HECTEPOUIHEIE
[IPOTUBOBOCHAIUTENLHBIE IIPENAPATEI

[TpobGenenwn, cnabble OpraHUYeCKHe KUCIOThI, TAKHE KaK «IIETIEBBIC» TUYPETUKH, U TIperapaThl
UPA30JIOHOBOTO psijia ((PeHUIOyTa30H) MOTYT CHUXATh BBIBEIICHHE METOTpPEKCara M MOTYT
HpI/IBOI[I/ITI) K YBCJ'II/I‘-ICHI/IIO cro KOHHCHTpaHI/If/'I B CI)IBOpOTKe KpOBI/I, YTO BBI3BIBACT YBCJII/ILIGHI/IG
reMaTOJIOTHYECKOW TOKCHYHOCTH. CYIIECTBYET TaKKe BO3MOXKHOCTh YBEIHUYCHHSI TOKCHUYHOCTH
Opy KOMOWHUPOBAHHOM IIPUMEHEHUU HU3KOM J103bl METOTpEKcaTa U HECTEPOUIHBIX
IIPOTHUBOBOCIAIUTEIILHBIX JICKAPCTBEHHBIX IIPEMapaToOB WIN CATUIUIATOR.

JlekapCTBEHHbIE Mpenaparhl, BHI3BIBAIOUIME HEXKENATEIbHBIE PEAKIIMU CO CTOPOHBI KOCTHOIO
Mo3ra

B ciydae neueHus mnpenapaTramMu, BbI3BIBAIOLIMMHM HEXEJIATEIbHBIE PEAKLUUU CO CTOPOHBI
KOCTHOrO  Mo3ra  (Hampumep,  cyibQaHuIaMuabl,  TPUMETONPUM-CYIbPaMeTaKCco301,
XJIOpaM(pEHHUKOJ, MUPUMETAMUH), HEOO0XOAMMO YUUTHIBaTh BO3MOXKHOCTb BO3HHUKHOBEHUS
BBIPAXCHHBIX HAPYIIEHUN KPOBETBOPEHHUS.

JlekapcTBEHHBIE MPEnapaThl, BEI3BIBAIONTNE JIHUIUT (HOIUEBON KUCIOTHI

CoBMecTHOE TPUMEHEHHE MPENapaToB, BBI3BIBAIOMINX JEPUIUT HOTUEBON KUCIOTHI (HAIPUMeED,
Cynb(haHUIaAMHJIBI, TPUMETONPUM-CYJIb()AMETAKCO301) MOXKET TPHBECTH K YBEIUYCHUIO
TOKCHYHOCTH MeToTpekcara. Ocobasi 0CTOPOKHOCTh TPEOYEeTCs B clydae yXkKe CYIIECTBYIOIIErO
nedunta GoaueBOr KUCIOTHI.

IIpenapatsl, cogepskamme HOJIHUEBYIO KUCIOTY H (POIMHUEBYIO KUCIOTY

[IpuMeHeHre BUTAMUHHBIX TpENapaToB WM APYTUX MPEnapaToB, COAEpKalUX (POIHUEBYIO
KHUCJIOTY, (DOJMHOBYIO KHCJIOTY WJIM WX NPOU3BOAHBIX, MOXET CHUXaTh 3(P(HEKTUBHOCTH
METOTpeKcaTa.

Jpyruie npoTUBOPEBMATUYECKHUE JIGKAPCTBEHHBIC MTPEmapaThl

IIpy OAHOBpPEMEHHOM MPOBEIECHWHM TEpPAIIMA METOTPEKCATOM M NPUMEHEHUU JIPYTUX
MPOTUBOPEBMATUYECKUX  JIEKAPCTBEHHBIX  CPEACTB  (HAmpUMep, COEAMHEHHH  30J10Ta,
MEeHUIIWIJITAMUHA, THAPOKCUXJIOPOXHWH, Cylbdacana3uHa, a3aTHONPHHA, IHUKJIOCIIOPHHA),
YCHIICHUSI TOKCHUECKUX IPPEKTOB METOTpEKcaTa, Kak MpaBuiio, HE 0XKHUIaeTCs.

Cynbdacanazun

Hecmorps Ha TO, 9YTo KOMOWHAIlMS METOTpeKcaTa | cCyibdacaja3iHa YBEIWYUBACT
3¢ (HEeKTUBHOCT, METOTpeKcaTa U, TaKuM o00pa3oM, MNPHUBOJUT K TIOBBIIICHUIO YacTOTHI
HEeXenaTebHBIX 3G (EKTOB 3a CUET MOJIaBJIeHUS CyIb(hacaaasnHOM CHHTE3a (DOTUEBON KUCIOTHI,
Takue HexenarenbHbIe 2(PPEeKThl HAOMIOJANCh B HECKOIBKUX MCCIEAOBAHUIX TOJBKO B PEIKHIX




cly4asx.

Mepxkanronypun
MeToTpekcaT yBeIUYMBAET KOHIICHTPAIMIO MEPKaNTOMyprHa B Ii1a3Me KpoBH. ClieoBaTelIbHO,
pr KOMOWHAIIMHM METOTPEKCaTa M MEPKANTOMYPHUHA MOXKET MOTPEOOBATHCS KOPPEKITHS T03bI.

HNHruOuTOophl MPOTOHHOTO HACOCA

[Ipr OTHOBPEMEHHOM MPUMEHEHHH WHTHOMTOPOB MPOTOHHOTO HACOCA, TAKUX KaK OMEINpa3oil
HUJIM IIaHTOIIPa30Ji, BO3MOXHBI JICKAPCTBCHHLIC B3aI/IMOIIeI>’ICTBH$I. CoBMecTHOE IMPUMCHCHUC
METOTpeKcaTa M OMeIpa3oja YBEJIMYMBACT BPEMs BBIBEJCHUS METOTpPEKCaTa ITOYKAMHU.
CooOmaioch 00 OZHOM clydyae CHU)KCHHS BBIBEICHUS TOYKaMd MeTabonuTa, /-
THJIPOKCUMETOTpEKCaTa, TpU TNPUMECHEHWHM B KOMOWHAIIMM C  IIAHTOINPA30JIOM, HYTO
COIPOBOXKAAIOCH MUAIITUEN U IPOKBIO.

Teodumma

MertoTpekcaT MOXET CHMXKaThb KJIMPEHC TEO(QWIIMHA; MPU COBMECTHOM IPUMEHEHUH C
METOTPEKCATOM CIIEAYET KOHTPOJIMPOBATh KOHIICHTPAIUU TeO(DUILTHHA.

Hanutku, conepskaniyie kohenH nin TeohuuinH

Bo BpeMs seueHuss METOTpEeKcaToM clieyeT u30eraTb ynoTpeOieHus: Ype3MepHOro KOIMuecTBa
Ko(hernH-COJIepIKAINX W TCOPHIUTHH-COIepKaTNX HAMUTKOB (Kode, 0e3aIKoroybHble KOhenH-
coJIep KaIlie HAITUTKH, YCPHBIN Jaii).

4.6 IIpumeHeHnne npu 0epeMEHHOCTH U B NMEPUOJ] I'PYAHOI0 BCKAPMJIMBAHUS, BIHSHHE
Ha QepTUIBHOCTH

Kenmmuusl geropoaHoro Bo3pacta / KoHTparenius y sKkeHInH

Kenmmuam crnegyer wusberatb OEpeMEHHOCTH BO BpeMs Tepamul METOTPEeKcaToM, |
¢ (deKkTHBHAS KOHTpALEHIUS JOJKHA WCIOJIh30BAaThCS BO BpEMs MPOBEICHUS JICUCHHUS
METOTPEKCATOM H, TI0 MEHBIIIEH Mepe, B TeUeHUe 6 MecsIIeB MOCTe ero 3aBepuieHus (CM. pasien
4.4). Tlepen wHauamoM Tepanuu IKEHIIMHBI JETOPOJHOTO BO3pacTa JIOJDKHBI  OBITh
nporuH(OPMUPOBAHBI O PHUCKE TMOPOKOB PAa3BUTHUS TUIO/AA, CBA3AHHBIX C METOTPEKCATOM, H
HaTMYUe OEPEeMEHHOCTH JOJDKHO OBITh HCKIIOYEHO C ITOMOIINBI0 COOTBETCTBYIOIIUX MeEp,
HampuMmep, Tecta Ha OepeMeHHOCTh. Bo Bpems jeueHuss TeCThl Ha OEpPEeMEHHOCTh CIEayeT
MOBTOPATH 10 Mepe HEOOXOIUMOCTH (HAMpUMEp, TOCie JII000ro MepephiBa B MCIIOIH30BAHUH
KOHTpalenuu). JKeHIHaM penpoayKTUBHOTO BO3pacTa ClieyeT MPOKOHCYIbTUPOBATHCA IO
BOTIPOCaM MPEAYIPESKICHUS U INITAHUPOBAHUS OCPEMEHHOCTH.

KoHTpatieniys y My>K4uH

HeusBecTHO, MpHCYTCTBYeT M METOTpEKcaT B CHepMe. BbblIo mMoka3zaHO, YTO METOTpeKcaT
SIBIIIETCS TEHOTOKCUYHBIM B HCCIICIOBAHUSAX Ha YKUBOTHBIX, TIOITOMY PUCK I'€HOTOKCHYECKOTO
BO3JICHICTBUS HAa CIEPMATO30WJIbI HE MOXKET OBbITh MOJHOCTHIO HCKItoueH. OrpaHHYeHHBIE
KIIMHUYECKHE JIAaHHBIC HE YKA3bIBAIOT Ha MOBBINICHHBIA PHCK Pa3BUTHS MOPOKOB Pa3BHTHUS WM
BBIKUJIBIIIIA TIOCJI€ BO3JEHCTBUS HHU3KHX J03 MeToTpekcata (menee 30 wmr/Henento). B
OTHONICHUH 00JIee BBICOKHX JI03 HEAOCTATOYHO JAHHBIX JIJIS OICHKH PUCKOB ITOPOKOB Pa3BUTHS
WJIH BBIKUIBIIA TIOCTIE BO3/ICHCTBUS HA OPTaHU3M OTIIA.

B kadecTBe MpoPHIIaKTHYECKUX MEp CEKCYAIbHO aKTUBHBIM TAI[UCHTaM MY>KCKOTO IT0JIa HITH UX
napTHepaM-)KEHIIMHAM PEKOMEHIyeTCsS HWCIOJb30BaTh HA/IEKHBIE METOJIbI KOHTpAICTIIMH BO
BpeMs JICUCHHS TMapTHEpa MYXKCKOTO I0JIa, ¥ B TECUYCHHE, KaK MHHHUMYM, 6 MeCSIeB TOCie
MpEeKpaleHUs] MPUMEHEHUsI MeToTpeKkcaTa. My>KYUHBI HE JOJDKHBI OBITH JOHOPAMH CIIEPMBI BO
BpEMsl Tepalvy KK B TCUCHUE 6 MECSIICB T0CIIe MPEKPaIICHNs TPUMEHEHHS METOTPEKCaTa.




bepemeHHOCTB
MeToTpekcaT MpOTHUBOIIOKa3aH BO BpeMsi 0EPEMEHHOCTH IPH HEOHKOJOTHYECKHX IMOKa3aHUSIX

(cM. pazgen 4.3). Ecniu 6epeMeHHOCTh BOSHUKAET BO BPEMsI JICUEHUSI METOTPEKCATOM H B TIEPHO
O IIECTH MECSIEB IOCJe 3aBepLICHHUS JIEYCHHUS, MAallMeHTKE He0oOXoauMa MeIUIIMHCKAs
KOHCYJIbTAIlMsl OTHOCUTENIBHO PHUCKAa BPEIHOTO BO3JEHCTBHA Ha peOEHKa, CBA3aHHOTO C
JICYEHUEM, U TPOBECTU YJIbTPA3BYKOBOE HCCIIEOBAHUE, YTOOBI IMOATBEPAUTH HOPMAIbHOE
pa3BUTHE TUIO/A.

B wuccrnenoBaHusiX Ha KUBOTHBIX METOTpPEKCAT IIOKa3ajl PEnpOAYKTHBHYIO TOKCHYHOCTD,
0COOEHHO B TEUEHHE MEpBOro tpuMmectpa (cMm. pasaen 5.3). bbuio mokaszaHo, yTo METOTpeKcaT
ABIIIETCS. TEPAaTOTEHHBIM [UIsl 4elOBeKa; cOooOLIalioch, YTO OH BBI3bIBAET THOENb IIIOJA,
BBIKU/IBIIIY W/WJIM BPOXKJICHHBIC TOPOKU PAa3BUTUS (HApUMEp, YEperHO-JIHIIEBbIEC, CEpIeUHO-
COCYAMCTbIC, HApYIICHUS Pa3BUTHS LEHTPAJIbHOW HEPBHOM CHUCTEMBl W TOPOKH DPA3BUTHS
KOHEUYHOCTEH).

MeTtoTpekcaT SIBISE€TCS MOIIHBIM YEIOBEYECKUM TEPaTOT€HOM, BBI3BIBAIOIIUM TOBBIIICHHBII
PHUCK CHOHTaHHBIX a0OPTOB, BHYTPHYTPOOHOTO OTPAHUYEHUS POCTa M BPOKACHHBIX MOPOKOB
pa3BUTHUSA B CITy4ae BO3JCHCTBUS BO BpeMsi OEpEMEHHOCTH.

* CooOmanock 0 cnoHTaHHbIX aboprax y 42,5 % OepeMEeHHBIX >KEHIIWH, ITOJABEPTIINXCS
BO3/ICHICTBUIO HU3KHX 103 MeToTpekcara (meHee 30 mr/Heznento), mo cpaBHeHHIO ¢ 22,5 % y
MaIMEeHTOB, KOTOPHIM Ha3HAYAIH JEKapCTBEHHBIC MIPENapaThl, OTIIMYHBIE OT METOTPEKcaTa.

* Cepbe3Hble MOPOKH PA3BUTUS BO3HUKAIH y 6,6 % KUBBIX HOBOPOXKICHHBIX Yy >KCHIIUH,
MOJIBEPTaBIINXCSl BO3JCHCTBUIO HU3KUX JI03 MeToTpekcara (MeHee 30 Mr/HENeN0) BO BpeMs
OepeMEeHHOCTH, M0 CpPaBHEHHIO C HpuUMepHO 4 % JKUBBIX HOBOPOXKACHHBIX Yy MallMEHTOK,
KOTOPBIE MOJTy4Yallv JIEKAPCTBEHHBIE TIPenapaThl, OTIIMYHBIE OT METOTPEKCcaTa.

[TomryueHo HEZOCTATOYHO JAaHHBIX OTHOCUTENBHO BO3ACUCTBUA METOTpEKcaTa B qo03ax Bbliie 30
MI/HEIENI0 BO BpeMsi OCpPEMEHHOCTH, HO OXHJIAeTCs 0ojiee BBICOKAsS YacTOTa CIIOHTAHHBIX
abOPTOB U BPOXKACHHBIX MOPOKOB PA3BUTHSL.

Korna nmpuMeneHrne MeToTpekcaTa ObUIO MPEKPAIICHO 10 3a4aThsi, COOOIAIOCh O HOPMAITBHOM
Te4yeHUue OEPEeMEHHOCTH.

['pyaHOe BckapMiIMBaHUE

MeTtoTpekcaT TNPOHUKAET B TPYAHOE MOJOKO. [3-3a BO3MOXXKHOCTH Pa3BHTHS TSDKEIBIX
NOOOYHBIX peakluil y MIaIeHIIeB Ha TPy THOM BCKapMJIMBaHUM, MeTOJKEKT MPOTUBOMOKA3aH B
Nepuoj TpyIHOro BCKapMinBaHus (cM. paszaen 4.3). IlosTomy rpynHoe BcKapMIIMBaHHUE JTO0JKHO
OBITH MPEKPALIEHO JI0 U BO BpeMs IIpHUeMa fpernapara.

DepTHIILHOCTD

MeTtoTpekcaT BIUsSET Ha CIEPMATOTeHE3 M OOTE€HE3 U MOXKET CHIKATh (GepTUIBHYIO (YHKIIHIO.
Coo0manoch, 4TO y YEJIOBEKAa METOTPEKCAT BBI3BIBAECT OJUTOCIIEPMUIO, MEHCTPYAIbHYIO
TUCOYHKIIMIO W amMeHopero. T 3¢ (deKThl, MO-BUIUMOMY, SBISIOTCS OOpaTHMMBIMU TOCTE
MIpPEKPAICHUS TEPAMUH B OOJIBITMHCTBE CITyJacB.

4.7 Binsinne Ha c10COOHOCTH K YNPaBJIEHUIO TPAHCIIOPTHBIMH CpeICTBAMHU M padoTe ¢
MeXaHUu3MaMH

Bo Bpems siedeHuss MOT'YT BO3HMKATh CHUMIITOMBI CO CTOPOHBI LICHTPAJIbHON HEPBHOU CUCTEMBI,
HalpuMep, OIIYIIEHHE YCTaJOCTH M TOJOBOKPYKEHHE, NPHUMEHEHHE mpernapata MeTOomKeKT
MOJKET OKa3bIBaTb HEOOJBIIOE WJIM YMEPEHHOE BIHUSHHE HA CIIOCOOHOCTh K YIPaBIICHHUIO

TPAHCIIOPTHBIMU CPEACTBAMH U pabOTe ¢ MEXaHU3MaMH.

4.8 IMoGouHoe neiicTBHe
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Kparkoe onucanue npoguiisi 6e30nacHOCTH

Haubonee cepbe3nble MOOOYHBIE pEAKIMM METOTpEKcaTa BKIIOYAIOT MOJaBlieHHE (YHKIMU
KOCTHOTO  MO3ra, JIErO4yl0  TOKCHUYHOCTb, TIE€MaTOTOKCUYHOCTb, HEPPOTOKCUYHOCTb,
HEHPOTOKCUYHOCTh, TPOMOOIMOONNIO, aHAapUIAKTHYeCKUH IIOK W cuHapoM CruBeHca-
J>xoHCOHa.

Haubonee yacto BcTpedaemble (O4E€Hb 4YacTO) MOOOYHBIE PEAKIIMM METOTPEKCaTa BKIIOYAIOT
KeJyJOYHO-KUIIEYHbIE PAaCCTPONWCTBA, HApUMEpP CTOMATHUT, IUCIENCHIO, OONM B JKHUBOTE,
TOLITHOTY, TOTEPIO0 ammneTuTa W HapylleHue (QYHKIUH T[E€YeHH B aHaIM3ax, HalpuMep,
yBenuuenue AJIT, ACAT, Ownupybuna, memounoir ¢ocdarasel. Jpyrumu dacto (4acro)
BO3HHUKAIOIIMMHU  HEOJNArONpUATHBIMH  PEAKIMUAMU  SIBISAIOTCS  JIGHKONEHHUS,  aHEMHs,
TpOMOONEHHUs, TOJOBHAas 00Jb, YCTAJlOCTh, COHJIUBOCTb, ITHEBMOHUS, HHTEPCTULHAIBHBIN
QJIBBEOJINT/ TTHEBMOHHMS, 3a4acTyl0 aCCOLMHPOBAHHASA C 303MHO(WINEH, SA3BBI B MOJOCTH PTa,
Japesi, 5K3aHTeMbl, SPUTEMBI U 3Y/1.

TabauuHbIe CIUCOK MOOOYHBIX peaKiuii

Haubonee 3HAYMMBIMH HEXelaTEIbHLIMU 3(1)(1)6KT3.MI/I ABIACTCA MOAABJICHUC CHUCTCMbI
KPOBCETBOPCHUA N HAPYHICHUS CO CTOPOHBI KCITYJOUYHO-KHIICYHOI'O TPAKTA.

YacToTa BCTpeuaeMOCTH HEXeaTeIbHBIX dPPEKTOB KiIaccu(GUIMpoBaHa CICAYIONMM 00pa3oM:
Ouens gacto (> 1/10), wacto (= 1/100, < 1/10), mewacro (= 1/1000, < 1/100), peaxo (= 1/10 000,
< 1/1000), ouenp peako (< 1/10 000), yacTora Hew3BeCTHa (HE MOXET OBITh OIlCHEHA Ha
OCHOBAHHWU UMCIOIIUXCS JaHHBIX ).

WHdekroHHble U napa3uTapHble 3a00J1€BaHUS

Hewacto: ®apuHrur.

Penxo: Undexknus (Bkiaroyas peakTHUBALMI0 HEAKTUBHOM XPOHUYECKOW HMH(EKIUH), CEICuc,
KOHBIOHKTHBHT.

I[O6DOK8H€CTBCHHHC, 3JOKAQYCCTBCHHBLIC 1 HCYTOYHCHHBIC HOB006D330B8.HI/ISI (BKJ'IIO‘-I&H KHCTEI 1

IIOQJIUIIKI )

Ouenb peako: mumdoma (CM. «OTIHCAHNUE» HUXKE).

Hapymienust co cTOpoHbI KPOBU U IMMGBATUYECKON CUCTEMBI

Yacro: Jlelikonenus, anemMusi, TPOMOOITUTOTICHHSI.

Heuwacro: [Tannuronenus.

OdeHp penko: ATpaHyJIONHTO3, TSDKEIOE YrHETEHHE KOCTHOMO3TOBOTO KpPOBETBOPEHUS,
muMdonposnpepaTUBHbIE paCCTPONUCTBA (CM. «OITUCAHHUE» HUXKE).

Yacrora HenszBecTHA: DO3UHODUIHS

Hapyieans co cTOpoHbI UMMYHHOM CUCTEMBI
Penko: Anneprudeckue peakiuu, aHaQUIAKTUYECKUH IIOK, TUIIOTaMMario0y TMHEMHUS.

Hapymenns co cTopoHsl 00MEHA BENIECTB U MTUTAHUS
Penko: Pa3zButue caxapHoro nuadera.

Hapyiuesnsa ncuxmku
Heuacro: Jlenpeccus, cliyTaHHOCTh CO3HAHUS.
Penxo: 3MeHeHnE HACTPOECHUS.
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Hapy1enus co cTOpoHbI HEPBHOW CUCTEMBI

Yacro: ['osioBHast 6071b, yCTANOCTh, COHIUBOCTD.

Heuacro: I'onoBokpyxeHue.

Odenp penxo: boisib, MbllIeYHass aCTEHUs WM MAPECTE3Us KOHEYHOCTEH, M3MEHEHUs BKyca
(MeTayuIM4ecKui BKYC), CyJOpOTH, MEHUHIU3M, OCTPbII aCeNTUYECKUII MEHUHTUT, Tapajauy.
YacToTa HensBecTHa: DHuedanonaTus/aeikosHedanonaTus.

Hapymienust co CTOpOHbI oOpraHa 3peHust
Penko: PaccrpolicTsa 3peHust.
Ouens peaxo: Hapyiienue 3peHust, peTHHOIIATHSL.

Hapynienus co cTopoHsl cepana
Penko: Ilepukapaut, 5KCCyAaTUBHBIN BBINOT, TAMIIOHAAA CEpALA.

Hapyiuenus co cTOpoHEI COCYI0B
Penko: ['unotren3us, TpoMO0IMOOTUYECKUX SBIICHUN

Hapynienus co cTOpOHBI IBIXaTeIbHOM CHCTEMB], OPraHOB I'PYJIHON KJIECTKU U CPEIOCTCHMS
UYacro: [THeBMOHWS, MHTEPCTHIHAILHBIA aThBEOTUT/ITHEBMOHHT, YacTO COMPOBOKIAFOIIHIACS
s03uHOPuIIMel. CUMOTOMBI, yKa3bIBAIOIIME HAa MOTEHUUATBHO TSKEIOE MOBPEKICHHE JIETKHX
(MHTEpCTULIMATIBHBIA TTHEBMOHUT), BKJIIOYAIOT: CyXOH, HEMPOIYKTUBHBINA Kallledb, OIBIIIKY H
JUXOPAKY.

Penxo: Jlerounsiit (¢ubOpo3, HHEBMOHHS, BbI3BaHHAs Pneumocystis carinii, omplmka u
OpoHXuabHas aCTMa, TUICBPAJTbHBIN BBITIOT.

Yacrora HensBecTHa: HocoBoe KpoBOTEUEHHE, IETOYHOE ATTBBEOJISIPHOE KPOBOTECUEHHE.

HapymieHns co CTOpOHBI KETYI0YHO-KHIIIEYHOTO TPaKTa

Ouenb yacto: CTOMATHUT, AUCTETICHS, TOITHOTA, OTCYTCTBHUE alllIETHTA, OOJb B )KUBOTE.

Yacro: f3BbI B TOJIOCTH pTa, JUAPES.

Heuacro: O0Opa3oBaHue 3B U KPOBOTEUEHHE B KEIYyJAOYHO-KUIIIEYHOM TpaKTe, SHTEPHUT, PBOTA,
MaHKPEaTHUT.

Penko: 'uHTHBHUT.

Ouens penko: KpoBaBasi ppoTa, KpOBOT€UEHUE, TOKCUIECKUN METAKOJIOH.

Hapymienus co CTOpOHBI IEYEHU U YKEITYEBBIBOISAIIEH crcTeMBl (CM. pasjen 4.4).

Ouensp yacto: OTkIOHEeHUs Nokazarenel Gpynkuuu nedenu (nosbimenue AJIT, ACT, menounoi
docdarassl u OMITHPYOHHA)

Heuacto: Huppo3, ¢ubpo3 u XUpoBoe NEpepoXkaeHUE NEeUEHH, CHUKEHUE CBIBOPOTOYHOTO
anbOyMHHA.

Penko: OcTpslii renaTur.

Ouenb penko: [leueHOUHAs HETOCTATOYHOCTb.

HapyiieHunst co CTOPOHBI KOKH YU MOJAKOKHBIX TKAHEH

Yacro: Dk3aHTeMa, S)puTemMa, 3y.

Heuacro: ®oroceHcubunuzaius, BBIAIEHHE BOJOC, YBEIWYEHHE PEBMATHYECKHX Y3EJIKOB,
KOXKHBIE $13BBI, OMOSICHIBAIOIIMI TepIec, BacKyJIHT, IepneTu(OpMHBIE BBICHIIAHUS Ha KOXeE,
KpaIvBHUIIA.

Penko: IloBbllieHHass MUTMEHTALUS, aKHE, IIETEXUH, DKXUMO3, aJUIEPrU4€CKUN BACKYJIUT.

Ouenp peako: Cunapom CruBeHca-/[DKOHCOHA, TOKCHYECKHHM SNHAECPMAIbHBIN HEKPOJIN3
(cunmpom Jlaiieria), MOBBIMIEHHAs MUTMEHTAIUs HOTTEH, OCTpBIM MapoHuUxuii, GpypyHKynes,
TEJICAHTUIKTA3HH.
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Hapy1ieHnus co cTOpOHbI KOCTHO-MBIIICYHOU U COCAMHUTEILHON TKAHU

Heuacro: Aprpanrus, MUanrus, OCTe0nopos.

Penko: CtpeccoBblil nepenom.

YactoTa  HEM3BECTHA.  OCTEOHEKPO3  YENIOCTH  (BTOPUYHBIH IO  OTHOLICHUIO K
muMponposnpepaTUBHBIM HAPYIICHUSM).

Hapyiienusi co cTOpOHBI MOYEK U MOYEBBIBOASAIINUX TYTEH

Heuacro: Bocnanenue u H3BSI3BIEHHE MOUYEBOTO Iy3bIps, HapylIeHHE (YHKIMH TOYEK,
HapyIIEHUE MOUYEUCITYCKaHUSI.

Penxo: Iloueunas HeZOCTATOYHOCTD, OJUTYPUSL, AHYPUS, JIEKTPOJIUTHBIC HAPYILICHHUS.

Yacrora HensBecTHa: [Iporennypus.

Hapyiienust co cTOpoHbI IOJ0BLIX OPraHOB M MOJIOYHOM JKEJIE3BI

HeuacTo: Bocnanenue 1 sI3BBI Barajimina.

Ouenp penko: Ilotepst nuOMIO, WUMIIOTEHIUS, THHEKOMACTHS, OJMIOCIEPMUS, HapyIIEHUE
MEHCTpYallHii, BATHHAIIbHBIE BBIJCIICHUS.

OO6ume paccTpoiicTBa U HApYIIEHUs B MECTE BBEJCHUS

Penko: JInxopanaka, HapylIeHHE 3aKUBJICHUS PaH.

OueHb peKo: JOKaIbHOE MOBpeXkAeHue (00pa3oBaHue cTepUIbLHOrO adcuecca, JUIoaUCTpodus)
B MCCTC BBCACHM IIPU HASHAYCHUU BHYTPUMBIIICYHO WUJIU ITOJKOXKHO

YacTtoTa Hen3BecTHa: ACTEHHUS.

Onucanue OTAEALHBIX HEXENATENbHBIX PEAKIIMI

LIElCTOTEl U TKCECTh HECKCIATCIbHBIX 3(1)(1)6KTOB 3aBUCAT OT HOO03bI W YaCTOThI BBCIACHUIA
npenapata. OJIHAKO TsDKENbIE HEXenarelnbHble AIPQPEKThl MOTYT BO3HHMKATh Jaxe NpHU
HpI/IMCHCHI/II/I MCTOTpCKC&Ta B HHU3KHUX [O03ax, HOSTOMy HGO6XO)II/IMO, LITO61)I IIalnTUCHTHI,
MOJTyYaIole METOTPEKCaT, PErysipHO ¢ KOPOTKMMH WHTEPBaJlaMU MPOXOAUIN METUIIMTHCKOE
00cieI0BaHueE.

Jlumpoma/mumdonpomdeparuBHbie  HApYyIIEHUS: COOOMATOCh 00 OTAENBHBIX CIydasx
BO3HUKHOBEHHUS JTUM(OM U Apyrux JuMdonponudepaTUuBHBIX HapyIIEHUH, KOTOpbIe B psle
CJIy4aeB MCUYE3AJIU TIOCIIE OTMEHBI JICUCHUST METOTPEKCATOM.

[lpy npUMEHEeHWH METOTpeKcaTa BHYTPHMBIINIEYHO B MECT€ WHBEKIIMH MOTYT BO3HHKHYTH
JIOKaJIbHBIE HEXenaTeNnbHble 3(PQeKTh! (OLIyIeHue #OKEeHHUs) I NOBpeXIeHUs (oOpa3oBaHue
CTEepWIbHOTO abcIiecca, paspylieHHe >KUpOBOM TkKaHW) MertoTpekcar o0namaer Xopoiien
MECTHOM MEepEeHOCUMOCTBIO MPH MOAKOKHOM BBeneHHH. OTMeYaauch TONBKO JIETKHE MECTHBIE
KOXKHBIE peaKiuu (HarpuMep, OIIYIICHHE ¥OKSHUS B MECTE BBEACHUS, J)PUTEMa, TPUITYXJIOCTb,
U3MEHEHHUE 1IBETa, 3y, CUIbHBIN 3y, 00JIb), KOTOPHIE YMEHBIIAINCH B IPOIIECCE JICUEHUSI.

Coo0111eH1e 0 1M0103PEBAEMBIX HEXENaTeIbHbIX PEAKIUIX

Coo01eHne 0 Mog03peBAEMBIX HEKEIATENBHBIX PEAKIMAX [OCIEe PErMCTPALUN JICKAPCTBEHHOTO
npernapara SIBISE€TCS BaXKHBIM. OTO TIO3BOJIIET IPOAOKATH MOHUTOPUHI COOTHOILLEHUS
HOJIb3bl/pUCKA JIEKAPCTBEHHOIO IpenapaTa. MeIUIUMHCKUX paOOTHHKOB IMPOCAT COOOIATh O
JTOOBIX TOJI03PEBAEMbIX HEKENATEeNIbHBIX peakIUsX C MOMOINbI0 (MOApOOHBIE JaHHBIE
MIPEJICTaBJICHbI HIXKE).

[3anonnaemca ona konkpemuout cmpanot]|

4.9 Ilepeno3upoBka
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a)  CuMITOMBI IEPEIO3UPOBKU
TOKCHYHOCTh METOTPEKCATa B OCHOBHOM BIIHSIET HA CHCTEMY KPOBETBOPCHHSI.

06) Mepsl 1eueHus B ciiydae nepe1o3upoOBKU

Jns HeWTpanu3alMyd TOKCHYHBIX HEXenaTelbHbIX 3()(EeKTOB MeToTpekcaTta peKOMEHIyeTcs
OPUMEHSATH CEU(PUUSCKUI aHTHIOT - KabIus (porHAaT.

IIpu ciay4yallHOM IepefO3UPOBKE, B TEUYEHHME IIEPBOTO Yaca IIOCIEC BBEICHMS METOTpPEKcaTa,
cileflyeT BHYTPMBEHHO WJIM BHYTPUMBILIEYHO BBECTU 103y KaybLus (hosiMHATA, paBHYIO WIIU
IIPEBBINIAIOILYI0 BBEIECHHYIO03Y METOTpeKcara. JledeHne IpofoiDKaroT IOKa KOHLICHTpaLys
METOTpEKCaTa B CBIBOPOTKE KPOBH HE CHU3UTCS 10 107 moms/m.

B cnydasx mMaccuBHOW Nepeo3UpOBKM MPOBOAAT I'MIpATALMI0 OpraHU3Ma U 3allelladydBaHue
MOYH JIJISl IPEAYIPERKACHUS TPEUUIUTAUN METOTPEKCATa H/UIIH €r0 META0O0IUTOB B MTOYEUHBIX
KaHaspLax. ['eMonnanus U nepuToHea bHbIN JUAIN3 HE YJIy4IIAlOT BbIBEJIEHHE METOTpeKcara.
O¢ddekTuBHBI KIMPEHC METOTpeKcaTta MOXKET OBITh JIOCTUTHYT IIyT€M O3KCTPEHHOTO
IPEPHIBUCTOI0 reMOMaIN3a C UCIOIb30BAHNEM BBICOKOH CKOPOCTH ITOTOKA IMAJIN3aTa.

5. D®APMAKOJIOTHYECKHUE CBOMCTBA

5.1 dapMakoIHHAMHUKA

dapmakoTepaneBTHUECKas TPyIIa: aHAJIOTH (OJTUEBON KUCIOTHI

Kox ATX: LO1BAO1

[IpoTHBOpEBMATHYCCKUI  JIGKAPCTBEHHBIM  IIpermapar Uil JICUCHHS  XPOHHYCCKHX,
BOCTIAJIMTENIBHBIX PEBMATHYECKUX 3a00JICBAaHUH U TMOJMAPTPUICCKUX (POPM FOBEHHIBLHOTO

HINUOMATHYCCKOTO apTpUTaA.

MexaHN3M JIeUCTBUS

MeTtoTpekcaT sBIS€TCS aHTaroHUCTOM (DONMMEBOM KHCIOTHI, MPUHAANEKAIIUM K Kiaccy
[UTOTOKCUYECKUX TIPENapaToB, H3BECTHBIX KaK aHTHMETa0onuThl. OH JCHCTBYeT MyTeM
KOHKYPEHTHOTO WHTHOUpoBaHUA ¢epMeHTa auruapodorarpeaykrasbl, TaKuM 00pa3oM,
unruoupys cunre3 JIHK. B Hacrosiiee BpeMsi HEM3BECTHO, yeM 00ycioBiaeHa 3G (HEKTUBHOCTh
METOTpeKcaTa MpH JICYCHUH TICOpHa3a, MCOPUATUIECKOTO apTPUTAa M PEBMATOMIHOTO apTPHUTA:
€ro MPOTHBOBOCTAIUTEIHHBIM WM HMMYHOCYIIPECCUBHBIM JIEHCTBUEM, a TaKKe B KaKOH
crenieHn 3¢ (HEKTUBHOCTh TEpaluM CBA3aHA C BBI3BAHHBIM METOTPEKCATOM YBEIUYECHUEM
BHEKJICTOYHOW KOHIIEHTPAINN aJICHO3MHA B MECTaX BOCIIAJICHHS.

5.2 DapMaKOKHHETHKA

BcacsiBanue

[Tocne mpuema BHYTph METOTpEKCAT BCACBIBAECTCS W3 JKEIYA0YHO-KHIIEYHOro TpakTa. [lpm
pHeMe HU3KHUX J103 MeToTpeKcaTa (103upoBKH oT 7,5 10 80 Mr/M? miomaai NOBEpXHOCTH Tella)
cpenHsisi OMOAOCTYHMHOCTh cocTaBisieT okojo 70 %, OJHaKo BO3MOXHBI 3HAYUTEIbHBIE
MEKUHIUBHyaIbHbIC ¥ BHYTPUUHIUBHIyalnbHbIe oTKIOHeHHs (25 — 100 %). MakcumainbHbie
KOHIIGHTPALMHU B CBIBOPOTKE KPOBH JloCTUTAIOTCS uyepe3 1 - 2 4.

buonoctynHocTh mocne TMOAKOXHOTO, BHYTPUBEHHOIO M BHYTPHUMBILIEYHOTO BBEACHUSA
comocrtasuMa U cocrasisier oyt 100 %.
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Pacnpenenenue

[Tpumepno 50 % wmeToTpekcata cBs3bIBaeTcsi € OelkaMu CBhIBOPOTKH KpoBu. [locne
pacripefielieHus] B TKaHAX OpPraHuW3Ma BBICOKME KOHIIGHTpPAUMU B (OpMe MOJIUTITyTaMaToB
HAOJIOIAIOTCS B TEYEHH, MOYKAX U CEJe3€HKE U MOTYT COXPaHAThCA B TEYCHHE HECKOJIbKHUX
Helenp wid MecsueB. llpu mpuMeHEHMHM B HU3KUX J103aX METOTpPEKCAaT IPOHMKAET B
CIIMHHOMO3IOBYK0  JKMJIKOCTb B MHHUMAJIbHBIX KOJMYECTBAaX. T[EepMHUHAIBHBIA NEPHOLI
MIOJTYBBIBEJICHHUS] COCTaBIsIeT 6 - 7 4 W JIEMOHCTPUPYET 3HA4YMTEeNbHbIe Konebanus (3 - 17 u).
[lepnon mNONYBBIBEAEHUST MOXKET YBEJIMYUTHCS 10 4 pa3 IO OTHOIIEHHID K HOPMAaJbHOM
IPOJODKUTEIBHOCTH Yy MAlUEHTOB C HAKOIUIEHMEM JKHJAKOCTH B HHTEPCTULHAIBHOM
MPOCTPAHCTBE (TUIEBPAIbHBIN BBINOT, ACLIUT).

MeTtaboau3m
[Mpubnusutensao 10 % BBemEHHOW 03I METOTpEKcaTta MeETabONM3UpYyeTCs B TICYCHHU.
OCHOBHBIM META0OJIUTOM SIBISIETCS 7-THIPOKCUMETOTPEKCAT.

BriBegeHue
Breimensiercss npeuMyIeCTBEHHO TIOYKAaMU B HEM3MEHEHHOM BHJE IMyTeM KIyOOYKOBOM

buIbTpAIUM U AKTUBHON CEKPELMH B MPOKCUMAIIbHBIX KaHaIbI[aX.
[Tpumepno 5 - 20% wmetorpekcara u 1-5% 7-ruApOKCUMETOTpPEKCaTa BBIBOJUTCS C KETYbIO.
[TonBepraercst BbIpaX€HHOU SHTEPOTreNaTHIECKON IIUPKYIISIIIHH.

BeiBenenne npenapata [pu  HapylleHMM (YHKUMM [I0Y€K 3HAYUTENbHO 3aMeJICHO.
OTCYTCTBYIOT JIaHHbIE O HAPYILIEHUHU BbIBEICHUS [IPU HAPYLICHUH (PYHKIIUU [TEYECHU.

53 JloKJINHNYeCKHE JaHHbIEe M0 0e30IaCHOCTH

[To maHHBIM WCCIEOBAaHWH Ha YKMBOTHBIX METOTPEKCAT HapymaeT (epTHIBHOCTB, MPOSBIISET
IMOpHO-, (PETOTOKCMYHOE W TEpaTOreHHOEe JeicTBUe. MeToTpekcaTr HpOSBISET MYTareHHYIO
aKTHBHOCTH IN VIVO u in vitro. ITockoibky OOBIUHBIC HCCIEIOBAaHHS KAHIEPOTSHHOCTH Ha
IPBI3YHAX HE MPOBOIMIIKCH, a JIAaHHBIC MCCIICJOBAHUI XPOHMYECKON TOKCHYHOCTH y TPHI3YHOB
SIBJISIFOTCSl TIPOTUBOPEYHMBBIMU, METOTPEKCAT He MOMJIEKHT KJIACCH(PHUKANMN OTHOCUTEIHHO
KaHIIEPOT€HHOT'O JICHCTBHS JJIs1 YeIIOBEKa.

6. OAPMALHEBTUYECKHUE CBEJAEHUSA
6.1 ITepeyenn BcrmoMorare/ibHBIX BellleCTB
Hatpus xnopun

Hatpus ruapoxcua (aia koppexkuuu pH)

Bona mis nHbeKIni

6.2 HecoBMmecTuMOCTH

YuuteiBass OTCYTCTBHUE MCCIIEIOBAHUNA COBMECTUMOCTH, JAHHBIM JIEKAPCTBEHHBIN IIperapar
HEJb3sl CMEIINBATh C IPYTHMH JIEKAPCTBEHHBIMHU IIperapaTamu.

6.3 Cpoxk rognocru
2 roga
6.4 Oco0ble Mepbl IPeI0CTOPOKHOCTH NPH XPAHEHU U

Xpauuth nipu Temmneparype 25°C. [lpeaBaputenbHO 3aM0JHEHHBIC MIMPHUIL] CIEAYET XPAHUTh BO
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BTOPUYHOM KapTOHHOW YITAKOBKE ISl 3AILUTHI OT BO3JAEHCTBUS CBETA.
6.5 Tun u cogepkuMoe YIaKOBKHU

[IpenBapuTensHO 3amoNHEHHBbIE MINIPHUIl U3 OecrBeTHOro crekna (tum 1) obdvemom 1 mi ¢
WHTETPUPOBAHHOHN UTJION JUIsl MHBEKIIMU. 3arJIyIIKa MOPIIHS U3 XJIOPOYTHUIOBOM pe3uHsbI (THIl 1)
U IITOK MOPIIHSA W3 TOJMCTUPOJSIa BCTaBJICHBbI B 3ariyllKy, TEM CaMbiM 00pa3ys MOpIICHb
LIpuIa

nJIn

[IpenBapuTensHO 3amoNHEHHBbIE MINIPHUI U3 OecrBeTHOro crekna (tum 1) odvemom 1 wmi ¢
WHTETPUPOBAHHOMN UTJION JUIsI MHBEKIIUU. 3ariIyIIKa MOPIIHS U3 XJIOPOYTHUIOBOM pe3uHsbI (THUIl 1)
U UITOK MOPIIHSA W3 TOJMCTUPOJIa BCTaBJCHBbI B 3ariyllKy, TeM CaMbiM 00pa3ys MOpIICHb
HIMPUIA U CUCTEMYy 0€30MacHOCTH ISl MPEAOTBPAILCHUs MOBPEXKACHUS UIJIOW M MOBTOPHOTO
MCIIOJIb30BaHUS UTJIbI

N

[IpenBapuTensHO 3amoNHEHHBbIE P U3 OeciBeTHOTro crekna (tum 1) odvemom 1 Mmi c
NPUJIOKESHHOW WTIION JJISi MHBEKIUH. 3ariIylIka MOPIIHS U3 XJIOpOYTHIIOBOW pe3uHbl (Tuil 1) u
LITOK [OPIIHS U3 TOJMCTUPOJIA BCTABJICHBI B 3aTJIyILIKY, TEM CaMbIM 00pa3ys NOpPIIEHb IIIPULIA

O0BEM YITAKOBKH:

[IpenBaputenbHO 3aModHEHHBIN 1mmpuil, coaepxkamue 0,15 mi, 0,2 mi, 0,25 mi, 0,3 mi, 0,35 v,
0,4 miu, 0,45 mn, 0,5 mn, 0,55 mu wm 0,6 M1 pacTBOpa AOCTYIHBI B yakoBKax 1o 1, 2, 4, 5, 6,
10, 11, 12, 14, 15 u 24 npenBapuTeabHO 3aMOJHEHHBIX IMIMPHUIAX C BCTPOSHHOUN MOIKOXKHOM
UTIION JIJISl MHBEKIIMU U CIIUPTOBOM Can(eTKoM

141

[IpeaBapuTenbHO 3an0dHEHHBIN mmnpul, coaepxamue 0,15 mi, 0,2 mi, 0,25 mi, 0,3 mi, 0,35 mi,
0,4 miu, 0,45 ma, 0,5 M, 0,55 mi wnm 0,6 M1 pacTBOpa AOCTYIHBI B ynakoBkax 1o 1, 2, 4, 5, 6,
10, 11, 12, 14, 15 u 24 npenBapuTeIbHO 3aMOJHEHHBIX IMIMPUIAX C BCTPOCHHOM IMOIKOMKHOM
UTJION JJ11 MHBEKIUH C CHCTeMON 0€30IaCHOTH U CIIMPTOBOH candeTkoit

141

[TpenBapuTensHO 3aOTHEHHBIN MIpuIl, coaepxkammue 0,15 mm, 0,2 v, 0,25 M, 0,3 Mo, 0,35 m,
0,4 mm, 0,45 mu, 0,5 m, 0,55 mut wm 0,6 M1 pacTBOopa AOCTYIHBI B yHakoBkax o 1, 2, 4, 5, 6,
10, 11, 12, 14, 15 u 24 npeaBapuTeNIbHO 3alIOJHEHHBIX MINPUIAX C IPUIOKEHHOW MOAKOKHOU

UTJION JIJIsl MHBEKIIMU U CIIUPTOBOM can(eTKoi

21.]'[5[ BHYTPHUMBIIICYHOI'O 1 BHYTPUBCHHOI'O BBECACHUS CIICAYET UCIIOJIB30BAaTh COOTBCTCTBYIOUIYIO
UIJTy: UI'Jia, BJIO’KCHHAA B YIIAKOBKY, IPUT'OAHA TOJIBKO IJIA TOAKOXXHOTO BBCACHUS.

Bce BUAY YIIAKOBOK JOCTYITHBI B IIPOJAKC C COOTBCTCTBYOIIMMU MCTKAMH Ha YIIAKOBKE.
B npoaaxxe MOryT NpuCyTCTBOBATh YIITAKOBKHU HE BCCX Pa3MEPOB.

6.6 MepsbI npea0cTOPOKHOCTH NP YTHIM3ALUHN U IPYTHX BUAAX 00palleHus
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OOpaienre ¥ yTWIM3aLUs JOJDKHBI  OCYLIECTBISITBCSI B COOTBETCTBUU C MECTHBIMU
TpeOoBaHUsAMHU. bepeMeHHble METUIIMHCKHE PAOOTHUKM HE JOJDKHBI KOHTAKTHPOBATH W/WIH
BBOJUTBH IIpenapaT MeTOoKEKT IIPUILI-pyUKa.

HCO6XO,I[I/IMO n30erathb nornagaHyus METOTpEKCAaTa Ha KOXY U CIHU3UCTBIC obonouku. B cliydac
KOHTAaKTa, HOpa}KeHHHﬁ Y4acTOK CIEAYET HEMEAJICHHO ITPOMBITH OOJIBIIINM KOJIMYECTBOM BOJBI.

Tonbko AJI1 OAHOKPATHOT'O ITPUMCHCHUA.

JIt060¥i HEeUcnoib30BaHHBIN JIEKAPCTBEHHBIN Mpenapar Ui OTXOMbI CleAyeT YTHIN3HUpPOBaTh B
COOTBETCTBUU C MECTHBIMH TPEOOBAHUSMU.

NHcTpyKIIuy 1m0 NOAK0KHOMY BBeleHnI0 MeTo:keKTa 0e3 cucTeMbl 0€30MacHOCTH
HaI/I6OJIee moaxoasAInMun y‘-IaCTKaMI/I JJIA BBIITOJIHCHU A I/IH’beKI_[I/Iﬁ SABJIAKOTCA:

- BEpXHsA 4acTh Oexpa,

- KMBOT 32 UCKJIFOUEHHUEM 00JIACTU BOKPYT MYTIKa.

1. Ouucrute 005aCTh BOKPYT BBIOPAaHHOTO MeECTa HHBEKIHUU (HAPUMEP, C MOMOUIBIO
pUjIaraeMoi CiupToBOW caneTKn).

2.  CHMMHTE KOJMAYOK C UIJIbI.

3. 3axBaTuTe CKJIAJKYy Ha KOX€e, OCTOPOXKHO CIKUMasi y4aCTOK B MECTE€ MHBEKIIUU.

4.  Ckiamky cliefyeT yIAepXHBaTh N0 YAAJICHHUS M3 KOXKU WTIIBI MOCIE MHBEKLIUU MINPHIIA
MeTOoIKEKT.

5. Bsenure uriy B cKJIaAKy KO 1oJ yriiom 90°.

6. Haxwmwure NOpIICHP MEIICHHO BHU3 M BBEIUTE XUAKOCTH MO Koxy. [Tom yrmom 90°
W3BJICKHUTE TIMPHUI] U3 KOXKH.

HNHcTpyKuuyu mo noaKo0KHOMY BBe/leHHI0 MeTo/1KeKTa ¢ cucTeMOoi 0e30acHOCTH
HanOonee noaxo s muMy y4acTKaMH JUIs BBITIOJIHEHUS] UHBEKIUH SBIISIOTCS:

- BEpXHsA 4yacTh Oezpa,
- JKHMBOT 3a UCKJIFOYEHHEM 00JIacTU BOKPYT MYIIKA.

1.  Ouwmcrute 00nacTh BOKPYr BBIOPAaHHOTO MecTa MHBEKIUHM (HANpUMEp, C IOMOIIBIO
IpUJIaraéMoi CIUPTOBON can(eTku).

2. CHHMUTE KOJIITAYO0K C UTJIHL.
3. 3axBaTuTe CKJIaJIKy Ha KOXE€, OCTOPOKHO CKHUMas Y4aCTOK B MCCTC HHBCKIIUU.
4. CKHaI[Ky CJICAYCT YACPKUBATL A0 YIAAJICHHUA M3 KOKH UIJIBI ITOCJIC MHBCKIHWHW MIIIPpUIla

MeTOKEKT.

5. Bsenute uriy B cKJIaAKy KOXHU 1oJ yriiom 90°.

6. Haxwmure mopiieHb MEAJIEHHO BHU3 M BBEIUTE XUAKOCTh MoJ koxy. [lom yrmom 90°
U3BIIEKUTE HIMPHUI] U3 KOXKH.

7.  3alIuTHBINA KOIMAYOK aBTOMATUYECKHU 3aKPOET UTITY.

~

JAEPKATEJIb PETUCTPAIIMOHHOTI'O YAOCTOBEPEHUSA
meaak I'M6X

Tearpmrpacce 6

22880 Benens

I'epmanus

8. HOMEP PETUCTPALIMOHHOI'O YIOCTOBEPEHUA

[3anonnaemca ona konkpemmuoit cmpanwt|
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9. JIATA IEPBOM PETUCTPALIMW/ITPOAJIEHUASA PETUCTPAIIUA

Hara nepoii peructpanuu: 02.10.2008
Hata nocnenueit nepeperucrapiuu: 02.10.2013

10. JATA IEPECMOTPA TEKCTA

07/2018
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