1. NAME OF THE MEDICINAL PRODUCT

Tebantin 300 mg capsule

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each capsule of Tebantin 300 mg contains: gabapentin 300 mg;

Excipients with known effect:
Each capsule of Tebantin 300 mg contains 66.42 mg lactose (as monohydrate).

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Capsule.

Tebantin 300 mg capsule:

Content of capsule: white or almost white crystalline powder.

Capsules Coni-Snap®, size Nel with brick-red upper and yellow lower part.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Epilepsy

Gabapentin is indicated as adjunctive therapy in the treatment of partial seizures with and without
secondary generalization in adults and children aged 6 years and above (see section 5.1).
Gabapentin is indicated as monotherapy in the treatment of partial seizures with and without
secondary generalization in adults and adolescents aged 12 years and above.

Treatment of peripheral neuropathic pain
Gabapentin is indicated for the treatment of peripheral neuropathic pain such as painful diabetic
neuropathy and post-herpetic neuralgia in adults.

4.2  Posology and method of administration

Posology

For all indications a titration scheme for the initiation of therapy is described in Table 1, which is
recommended for adults and adolescents aged 12 years and above. Dosing instructions for children
under 12 years of age are provided under a separate sub-heading later in this section.

Table 1
DOSING CHART — INITIAL TITRATION
Day 1 Day 2 Day 3
300 mg once a day 300 mg two times a day 300 mg three times a day

Discontinuation of gabapentin
In accordance with current clinical practice, if gabapentin has to be discontinued it is recommended
this should be done gradually over a minimum of 1 week independent of the indication.

Epilepsy
Epilepsy typically requires long-term therapy. Dosage is determined by the treating physician according to

individual tolerance and efficacy.




Adults and adolescents

In clinical trials, the effective dosing range was 900 to 3600 mg/day. Therapy may be initiated by
titrating the dose as described in Table 1 or by administering 300 mg three times a day (TID) on

Day 1. Thereafter, based on individual patient response and tolerability, the dose can be further
increased in 300 mg/day increments every 2-3 days up to a maximum dose of 3600 mg/day. Slower
titration of gabapentin dosage may be appropriate for individual patients. The minimum time to reach
a dose of 1800 mg/day is one week, to reach 2400 mg/day is a total of 2 weeks, and to reach

3600 mg/day is a total of 3 weeks.

Dosages up to 4800 mg/day have been well tolerated in long-term open-label clinical studies. The total
daily dose should be divided in three single doses, the maximum time interval between the doses
should not exceed 12 hours to prevent breakthrough convulsions.

Paediatric population

Children aged 6 years and above:

The starting dose should range from 10 to 15 mg/kg/day and the effective dose is reached by upward
titration over a period of approximately three days. The effective dose of gabapentin in children aged
6 years and older is 25 to 35 mg/kg/day. Dosages up to 50 mg/kg/day have been well tolerated in a
long-term clinical study. The total daily dose should be divided in three single doses, the maximum
time interval between doses should not exceed 12 hours.

It is not necessary to monitor gabapentin plasma concentrations to optimize gabapentin therapy.
Further, gabapentin may be used in combination with other antiepileptic medicinal products without
concern for alteration of the plasma concentrations of gabapentin or serum concentrations of other
antiepileptic medicinal products.

Peripheral neuropathic pain

Adults

The therapy may be initiated by titrating the dose as described in Table 1. Alternatively, the starting
dose is 900 mg/day given as three equally divided doses. Thereafter, based on individual patient
response and tolerability, the dose can be further increased in 300 mg/day increments every 2-3 days
up to a maximum dose of 3600 mg/day. Slower titration of gabapentin dosage may be appropriate for
individual patients. The minimum time to reach a dose of 1800 mg/day is one week, to reach

2400 mg/day is a total of 2 weeks, and to reach 3600 mg/day is a total of 3 weeks.

In the treatment of peripheral neuropathic pain such as painful diabetic neuropathy and post-herpetic
neuralgia, efficacy and safety have not been examined in clinical studies for treatment periods longer
than 5 months. If a patient requires dosing longer than 5 months for the treatment of peripheral
neuropathic pain, the treating physician should assess the patient’s clinical status and determine the
need for additional therapy.

Instruction for all areas of indication

In patients with poor general health, i.e., low body weight, after organ transplantation etc., the dose
should be titrated more slowly, either by using smaller dosage strengths or longer intervals between
dosage increases.

Elderly (over 65 years of age)
Elderly patients may require dosage adjustment because of declining renal function with age (see
Table 2). Somnolence, peripheral oedema and asthenia may be more frequent in elderly patients.

Renal impairment

Dosage adjustment is recommended in patients with compromised renal function as described in Table
2 and/or those undergoing haemodialysis. Gabapentin 100 mg capsules can be used to follow dosing
recommendations for patients with renal insufficiency.




Table 2: Dosage of gabapentin in adults based on renal function:

Creatinine clearance (mL/min) Total daily dose of gabapentin*
mg/day

>80 900-3600

50-79 600-1800

30-49 300-900

15-29 150**-600

<15*** 150**-300

* Total daily dose should be administered as three divided doses. Reduced dosages are for patients
with renal impairment (creatinine clearance <79 mL/min).

** The 150 mg daily dose to be administered as 300 mg every other day.

*** For patients with creatinine clearance <15 mL/min, the daily dose should be reduced in proportion
to creatinine clearance (e.g., patients with a creatinine clearance of 7.5 mL/min should receive one-
half the daily dose that patients with a creatinine clearance of 15 mL/min receive).

Use in patients undergoing haemodialysis

For anuric patients undergoing haemodialysis, who have never received gabapentin therapy, a loading
dose of 300-400 mg gabapentin is recommended, then 200-300 mg gabapentin following each 4 hours
of haemodialysis. No treatment with gabapentin should be made on dialysis-free days.

For renally impaired patients undergoing haemodialysis, the maintenance dose of gabapentin should
be based on the dosing recommendations found in Table 2. In addition to the maintenance dose, an
additional 200 to 300 mg dose following each 4 hour haemodialysis treatment is recommended.

Method of administration

For oral use.

Gabapentin can be given with or without food and should be swallowed whole with sufficient fluid-
intake (e.g. a glass of water).

4.3  Contraindications
Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
4.4  Special warnings and precautions for use

Drug Rash with Eosinophilia and Systemic Symptoms (DRESS)

Severe, life-threatening, systemic hypersensitivity reactions such as Drug rash with eosinophilia and
systemic symptoms (DRESS) have been reported in patients taking antiepileptic drugs including
gabapentin (see section 4.8).

It is important to note that early manifestations of hypersensitivity, such as fever or lymphadenopathy,
may be present even though rash is not evident. If such signs or symptoms are present, the patient
should be evaluated immediately. Gabapentin should be discontinued if an alternative etiology for the
signs or symptoms cannot be established.

Anaphylaxis
Gabapentin can cause anaphylaxis. Signs and symptoms in reported cases have included difficulty

breathing, swelling of the lips, throat, and tongue, and hypotension requiring emergency treatment.
Patients should be instructed to discontinue gabapentin and seek immediate medical care should they
experience signs or symptoms of anaphylaxis (see section 4.8).

Suicidal ideation and behaviour

Suicidal ideation and behaviour have been reported in patients treated with antiepileptic agents in
several indications. A meta-analysis of randomised placebo controlled trials of anti-epileptic drugs has
also shown a small increased risk of suicidal ideation and behaviour. The mechanism of this risk is not
known and the available data do not exclude the possibility of an increased risk for gabapentin.




Therefore, patients should be monitored for signs of suicidal ideation and behaviours and appropriate
treatment should be considered. Patients (and caregivers of patients) should be advised to seek medical
advice should signs of suicidal ideation or behaviour emerge.

Acute pancreatitis
If a patient develops acute pancreatitis under treatment with gabapentin, discontinuation of gabapentin
should be considered (see section 4.8).

Seizures
Although there is no evidence of rebound seizures with gabapentin, abrupt withdrawal of
anticonvulsants in epileptic patients may precipitate status epilepticus (see section 4.2).

As with other antiepileptic medicinal products, some patients may experience an increase in seizure
frequency or the onset of new types of seizures with gabapentin.

As with other anti-epileptics, attempts to withdraw concomitant anti-epileptics in treatment refractory
patients on more than one anti-epileptic, in order to reach gabapentin monotherapy have a low success
rate.

Gabapentin is not considered effective against primary generalized seizures such as absences and may
aggravate these seizures in some patients. Therefore, gabapentin should be used with caution in
patients with mixed seizures including absences.

Dizziness, somnolence, loss of consciousness, confusion, and mental impairment

Gabapentin treatment has been associated with dizziness and somnolence, which could increase the
occurrence of accidental injury (fall). There have also been post-marketing reports of confusion, loss
of consciousness, and mental impairment. Therefore, patients should be advised to exercise caution
until they are familiar with the potential effects of the medicinal product.

Concomitant administration with opioids

Patients who require concomitant treatment with opioids should be carefully observed for signs of
central nervous system (CNS) depression, such as somnolence, sedation and respiratory depression.
Patients who use gabapentin and morphine concomitantly may experience increases in gabapentin
concentrations. The dose of gabapentin or opioids should be reduced appropriately (see section 4.5).

Respiratory depression

Gabapentin has been associated with severe respiratory depression. Patients with compromised
respiratory function, respiratory or neurological disease, renal impairment, concomitant use of CNS
depressants and the elderly might be at higher risk of experiencing this severe adverse reaction. Dose
adjustments might be necessary in these patients.

Elderly (over 65 years of age)

No systematic studies in patients 65 years or older have been conducted with gabapentin. In one
double blind study in patients with neuropathic pain, somnolence, peripheral oedema and asthenia
occurred in a somewhat higher percentage in patients aged 65 years or above, than in younger patients.
Apart from these findings, clinical investigations in this age group do not indicate an adverse event
profile different from that observed in younger patients.

Paediatric population

The effects of long-term (greater than 36 weeks) gabapentin therapy on learning, intelligence, and
development in children and adolescents have not been adequately studied. The benefits of prolonged
therapy must therefore be weighed against the potential risks of such therapy.

Abuse and dependence
Cases of abuse and dependence have been reported in the post-marketing database. Carefully evaluate
patients for a history of drug abuse and observe them for possible signs of gabapentin abuse e.g. drug-
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seeking behaviour, dose escalation, development of tolerance.

Laboratory tests
False positive readings may be obtained in the semi-quantitative determination of total urine protein

by dipstick tests. It is therefore recommended to verify such a positive dipstick test result by methods
based on a different analytical principle such as the Biuret method, turbidimetric or dye-binding
methods, or to use these alternative methods from the beginning.

Excipient
Gordius hard capsules contain lactose. Patients with rare hereditary problems of galactose intolerance,
total lactase deficiency or glucose-galactose malabsorption should not take this medicine.

4.5 Interaction with other medicinal products and other forms of interaction

There have been spontaneous and literature case reports of respiratory depression and/or sedation
associated with gabapentin and use of opioids. In some of these reports, the authors considered this a
particular concern with the combination of gabapentin and opioids, especially in elderly patients.

In a study involving healthy volunteers (N=12), when a 60 mg controlled-release morphine capsule
was administered 2 hours prior to a 600 mg gabapentin capsule, mean gabapentin AUC increased by
44% compared to gabapentin administered without morphine. Therefore, patients who require
concomitant treatment with opioids, should be carefully observed for signs of CNS depression, such as
somnolence, sedation and respiratory depression, and the dose of gabapentin or opioid should be
reduced appropriately.

No interaction between gabapentin and phenobarbital, phenytoin, valproic acid, or carbamazepine has
been observed.

Gabapentin steady-state pharmacokinetics are similar for healthy subjects and patients with epilepsy
receiving these antiepileptic agents.

Co-administration of gabapentin with oral contraceptives containing norethindrone and/or ethinyl
estradiol, does not influence the steady-state pharmacokinetics of either component.

Co-administration of gabapentin with antacids containing aluminium and magnesium reduces
gabapentin bioavailability up to 24%. It is recommended that gabapentin be taken at the earliest two
hours following antacid administration.

Renal excretion of gabapentin is unaltered by probenecid.

A slight decrease in renal excretion of gabapentin that is observed when it is co-administered with
cimetidine is not expected to be of clinical importance.

4.6 Fertility, pregnancy and lactation

Pregnancy
Risk related to epilepsy and antiepileptic medicinal products in general

The risk of birth defects is increased by a factor of 2—3 in the offspring of mothers treated with an
antiepileptic medicinal product. Most frequently reported are cleft lip, cardiovascular malformations
and neural tube defects. Multiple antiepileptic drug therapy may be associated with a higher risk of
congenital malformations than monotherapy, therefore it is important that monotherapy is practised
whenever possible. Specialist advice should be given to women who are likely to become pregnant or
who are of childbearing potential and the need for antiepileptic treatment should be reviewed when a
woman is planning to become pregnant. No sudden discontinuation of antiepileptic therapy should be
undertaken as this may lead to breakthrough seizures, which could have serious consequences for both
mother and child. Developmental delay in children of mothers with epilepsy has been observed rarely.
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It is not possible to differentiate if the developmental delay is caused by genetic, social factors,
maternal epilepsy or the antiepileptic therapy.

Risk related to gabapentin

Gabapentin crosses the human placenta.

There are no or limited amount of data from the use of gabapentin in pregnant women.

Studies in animals have shown reproductive toxicity (see section 5.3). The potential risk for humans is
unknown. Gabapentin should not be used during pregnancy unless the potential benefit to the mother
clearly outweighs the potential risk to the foetus.

No definite conclusion can be made as to whether gabapentin is causally associated with an increased
risk of congenital malformations when taken during pregnancy, because of epilepsy itself and the
presence of concomitant antiepileptic medicinal products during each reported pregnancy.

Breast-feeding
Gabapentin is excreted in human milk. Because the effect on the breast-fed infant is unknown, caution

should be exercised when gabapentin is administered to a breast-feeding mother. Gabapentin should
be used in breast-feeding mothers only if the benefits clearly outweigh the risks.

Fertility
There is no effect on fertility in animal studies (see section 5.3).

4.7  Effects on ability to drive and use machines

Gabapentin may have minor or moderate influence on the ability to drive and use machines.
Gabapentin acts on the central nervous system and may cause drowsiness, dizziness, or other related
symptoms. Even, if they were only of mild or moderate degree, these undesirable effects could be
potentially dangerous in patients driving or operating machinery. This is especially true at the
beginning of the treatment and after increase in dose.

4.8 Undesirable effects

The adverse reactions observed during clinical studies conducted in epilepsy (adjunctive and
monotherapy) and neuropathic pain have been provided in a single list below by class and frequency
(very common (>1/10), common (>1/100 to <1/10), uncommon (>1/1000 to <1/100), rare (>1/10,000
to <1/1,000); very rare (< 1/10,000). Where an adverse reaction was seen at different frequencies in
clinical studies, it was assigned to the highest frequency reported.

Additional reactions reported from post-marketing experience are included as frequency Not known
(cannot be estimated from the available data) in italics in the list below.

Within each frequency grouping, undesirable effects are presented in order of decreasing seriousness.

System organ class |Adverse drug reactions
Infections and infestations

Very common viral infection

Common pneumonia, respiratory infection, urinary tract infection, infection,
otitis media

Blood and the lymphatic system disorders

Common leucopenia

Not known Thrombocytopenia

Immune system disorders

Uncommon allergic reactions (e.g. urticaria)

Not known hypersensitivity syndrome (a systemic reaction with a variable



presentation that can include fever, rash, hepatitis, lymphadenopathy,
eosinophilia, and sometimes other signs and symptoms), anaphylaxis
(see section 4.4)

Metabolism and nutrition disorders

Common anorexia, increased appetite

Uncommon hyperglycaemia (most often observed in patients with diabetes)

Rare hypoglycaemia (most often observed in patients with diabetes)

Not known hyponatraemia

Psychiatric disorders

Common hostility, confusion and emotional lability, depression, anxiety,
nervousness, thinking abnormal

Uncommon agitation

Not known hallucinations

Nervous system disorders

Very common somnolence, dizziness, ataxia

Common convulsions, hyperkinesias, dysarthria, amnesia, tremor, insomnia,

headache, sensations such as paraesthesia, hypaesthesia, coordination
abnormal, nystagmus, increased, decreased, or absent reflexes

Uncommon hypokinesia, mental impairment
Rare loss of consciousness
Not known other movement disorders (e.g. choreoathetosis, dyskinesia, dystonia)

Eye disorders
Common visual disturbances such as amblyopia, diplopia
Ear and labyrinth disorders

Common vertigo

Not known tinnitus

Cardiac disorders

Uncommon palpitations

Vascular disorders

Common hypertension, vasodilatation

Respiratory, thoracic and mediastinal disorders

Common dyspnoea, bronchitis, pharyngitis, cough, rhinitis

Rare respiratory depression

Gastrointestinal disorders

Common vomiting, nausea, dental abnormalities, gingivitis, diarrhoea,
abdominal pain, dyspepsia, constipation, dry mouth or throat,
flatulence

Uncommon dysphagia

Not known pancreatitis

Hepatobiliary disorders

Not known hepatitis, jaundice

Skin and subcutaneous tissue disorders

Common facial oedema, purpura most often described as bruises resulting from

physical trauma, rash, pruritus, acne
Not known Stevens-Johnson syndrome, angioedema, erythema multiforme,



alopecia, drug rash with eosinophilia and systemic symptoms (see

section 4.4)
Musculoskeletal and connective tissue disorders
Common arthralgia, myalgia, back pain, twitching
Not known rhabdomyolysis, myoclonus
Renal and urinary disorders
Not known acute renal failure, incontinence
Reproductive system and breast disorders
Common impotence
Not known breast hypertrophy, gynaecomastia, sexual dysfunction (including

changes in libido, ejaculation disorders and anorgasmia)
General disorders and administration site conditions

Very common fatigue, fever

Common peripheral oedema, abnormal gait, asthenia, pain, malaise, flu
syndrome

Uncommon generalized oedema

Not known withdrawal reactions (mostly anxiety, insomnia, nausea, pains,

sweating), chest pain. Sudden unexplained deaths have been reported
where a causal relationship to treatment with gabapentin has not been

established.
Investigations
Common WBC (white blood cell count) decreased, weight gain
Uncommon elevated liver function tests SGOT (AST), SGPT (ALT) and bilirubin
Not known blood creatine phosphokinase increased
Injury, poisoning and procedural complications
Common accidental injury, fracture, abrasion
Uncommon fall

Under treatment with gabapentin, cases of acute pancreatitis were reported. Causality with gabapentin
is unclear (see section 4.4).

In patients on haemodialysis due to end-stage renal failure, myopathy with elevated creatine kinase
levels has been reported.

Respiratory tract infections, otitis media, convulsions and bronchitis were reported only in clinical
studies in children. Additionally, in clinical studies in children, aggressive behaviour and
hyperkinesias were reported commonly.

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 the national reporting system

listed in Appendix V*.

4,9 Overdose

Acute, life-threatening toxicity has not been observed with gabapentin overdoses of up to 49 g per day.
Symptoms of the overdoses included dizziness, double vision, slurred speech, drowsiness, loss of
consciousness, lethargy and mild diarrhoea. All patients recovered fully with supportive care. Reduced
absorption of gabapentin at higher doses may limit drug absorption at the time of overdosing and, hence,
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minimize toxicity from overdoses.

Overdoses of gabapentin, particularly in combination with other CNS depressant medications, may
result in coma.

Although gabapentin can be removed by haemodialysis, based on prior experience, it is usually not
required. However, in patients with severe renal impairment, haemodialysis may be indicated.

An oral lethal dose of gabapentin was not identified in mice and rats given doses as high as

8000 mg/kg. Signs of acute toxicity in animals included ataxia, laboured breathing, ptosis,
hypoactivity, or excitation.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Antiepileptics; Other antiepileptics; ATC code: NO3AX12

Mechanism of action

Gabapentin readily enters the brain and prevents seizures in a number of animal epilepsy models.
Gabapentin does not possess affinity for either GABA A- or GABA B-receptors nor does it alter the
metabolism of GABA. It does not bind to other neurotransmitter receptors of the brain and does not
interact with sodium channels. Gabapentin binds with high affinity to the a2-8 (alpha-2-delta) subunit
of voltage-gated calcium channels, and it is proposed that binding to the a26 subunit may be involved
in gabapentin's anti-seizure effects in animals. Broad panel screening does not suggest any other drug
targets other than a29.

Evidence from several pre-clinical models inform that the pharmacological activity of gabapentin may
be mediated via binding to 023 through a reduction in release of excitatory neurotransmitters in
regions of the central nervous system. Such activity may underlie gabapentin's anti-seizure activity.
The relevance of these actions of gabapentin to the anticonvulsant effects in humans remains to be
established.

Gabapentin also displays efficacy in several pre-clinical animal pain models. Specific binding of
gabapentin to the 020 subunit is proposed to result in several different actions that may be responsible
for analgesic activity in animal models. The analgesic activities of gabapentin may occur in the spinal
cord as well as at higher brain centers through interactions with descending pain inhibitory pathways.
The relevance of these preclinical properties for the clinical effects in humans is unknown.

Clinical efficacy and safety

A clinical trial of adjunctive treatment of partial seizures in paediatric subjects, ranging in age from

3 to 12 years, showed a numerical but not statistically significant difference in the 50% responder rate
in favour of the gabapentin group compared to placebo. Additional post-hoc analyses of the responder
rates by age did not reveal a statistically significant effect of age, either as a continuous or
dichotomous variable (age groups 3-5 and 6-12 years). The data from this additional post-hoc analysis
are summarised in the table below:

Response (>50% Improved) by Treatment and Age MITT* Population
Age Category Placebo Gabapentin P-Value
<6 years old 4/21 (19.0%) 4/17 (23.5%) 0.7362

6 to 12 years old 17/99 (17.2%) 20/96 (20.8%) 0.5144

*The modified intent to treat population was defined as all patients randomised to study medication



who also had evaluable seizure diaries available for 28 days during both the baseline and double-blind
phases.

5.2 Pharmacokinetic properties

Absorption
Following oral administration, peak plasma gabapentin concentrations are observed within

2 to 3 hours. Gabapentin bioavailability (fraction of dose absorbed) tends to decrease with increasing
dose. Absolute bioavailability of a 300 mg capsule is approximately 60%. Food, including a high-fat
diet, has no clinically significant effect on gabapentin pharmacokinetics.

Gabapentin pharmacokinetics are not affected by repeated administration. Although plasma gabapentin
concentrations were generally between 2 ug/mL and 20 pg/mL in clinical studies, such concentrations
were not predictive of safety or efficacy. Pharmacokinetic parameters are given in Table 3.

Table 3
Summary of gabapentin mean (%CV) steady-state pharmacokinetic parameters following every
eight hours administration

Pharmacokinetic 300 mg 400 mg 800 mg
parameter (N=7) (N=14) (N=14)
Mean  %CV Mean %CV Mean %CV

Crnax (ng/mL) 4.02 (24) 5.74 (38) 871 (29)
tmax (NIF) 2.7 (18) 21 (54) 16 (76)
T (hr) 5.2 (12) 1038 (89) 10.6 (41)
AUC (0-8) 24.8 (24) 345 (34) 514 27
ug-hr/mL)

Ae% (%) NA NA 472 (25) 344 (37)

Cmax = Maximum steady state plasma concentration

tmax = Time for Cpax

T1 = Elimination half-life

AUC(0-8) = Steady state area under plasma concentration-time curve from time 0
to 8 hours postdose

Ae% = Percent of dose excreted unchanged into the urine from time 0 to 8 hours
postdose

NA = Not available

Distribution

Gabapentin is not bound to plasma proteins and has a volume of distribution equal to 57.7 litres. In
patients with epilepsy, gabapentin concentrations in cerebrospinal fluid (CSF) are approximately 20%
of corresponding steady-state trough plasma concentrations. Gabapentin is present in the breast milk
of breast-feeding women.

Biotransformation
There is no evidence of gabapentin metabolism in humans. Gabapentin does not induce hepatic mixed
function oxidase enzymes responsible for drug metabolism.

Elimination
Gabapentin is eliminated unchanged solely by renal excretion. The elimination half-life of gabapentin
is independent of dose and averages 5 to 7 hours.

In elderly patients, and in patients with impaired renal function, gabapentin plasma clearance is
reduced. Gabapentin elimination-rate constant, plasma clearance, and renal clearance are directly
proportional to creatinine clearance.

Gabapentin is removed from plasma by haemodialysis. Dosage adjustment in patients with
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compromised renal function or undergoing haemodialysis is recommended (see section 4.2).

Gabapentin pharmacokinetics in children were determined in 50 healthy subjects between the ages of
1 month and 12 years. In general, plasma gabapentin concentrations in children >5 years of age are
similar to those in adults when dosed on a mg/kg basis.

In a pharmacokinetic study in 24 healthy paediatric subjects aged between 1 month and 48 months, an
approximately 30% lower exposure (AUC), lower Cmax and higher clearance per body weight have
been observed in comparison to available reported data in children older than 5 years.

Linearity/Non-linearity

Gabapentin bioavailability (fraction of dose absorbed) decreases with increasing dose which imparts
non-linearity to pharmacokinetic parameters which include the bioavailability parameter (F) e.g. Ae%,
CL/F, Vd/F. Elimination pharmacokinetics (pharmacokinetic parameters which do not include F such
as CLr and Ty,), are best described by linear pharmacokinetics. Steady state plasma gabapentin
concentrations are predictable from single-dose data.

5.3 Preclinical safety data

Carcinogenesis
Gabapentin was given in the diet to mice at 200, 600, and 2000 mg/kg/day and to rats at 250, 1000,

and 2000 mg/kg/day for two years. A statistically significant increase in the incidence of pancreatic
acinar cell tumors was found only in male rats at the highest dose. Peak plasma drug concentrations in
rats at 2000 mg/kg/day are 10 times higher than plasma concentrations in humans given 3600 mg/day.
The pancreatic acinar cell tumors in male rats are low-grade malignancies, did not affect survival, did
not metastasize or invade surrounding tissue, and were similar to those seen in concurrent controls.
The relevance of these pancreatic acinar cell tumors in male rats to carcinogenic risk in humans is
unclear.

Mutagenesis
Gabapentin demonstrated no genotoxic potential. It was not mutagenic in vitro in standard assays

using bacterial or mammalian cells. Gabapentin did not induce structural chromosome aberrations in
mammalian cells in vitro or in vivo, and did not induce micronucleus formation in the bone marrow of
hamsters.

Impairment of fertility
No adverse effects on fertility or reproduction were observed in rats at doses up to 2000 mg/kg
(approximately five times the maximum daily human dose on a mg/m? of body surface area basis).

Teratogenesis
Gabapentin did not increase the incidence of malformations, compared to controls, in the offspring of

mice, rats, or rabbits at doses up to 50, 30 and 25 times respectively, the daily human dose of
3600 mg, (four, five or eight times, respectively, the human daily dose on a mg/m? basis).

Gabapentin induced delayed ossification in the skull, vertebrae, forelimbs, and hindlimbs in rodents,
indicative of fetal growth retardation. These effects occurred when pregnant mice received oral doses
of 1000 or 3000 mg/kg/day during organogenesis and in rats given 2000 mg/kg prior to and during
mating and throughout gestation. These doses are approximately 1 to 5 times the human dose of
3600 mg on a mg/m? basis.

No effects were observed in pregnant mice given 500 mg/kg/day (approximately 1/2 of the daily
human dose on a mg/m? basis).

An increased incidence of hydroureter and/or hydronephrosis was observed in rats given
2000 mg/kg/day in a fertility and general reproduction study, 1500 mg/kg/day in a teratology study,
and 500, 1000, and 2000 mg/kg/day in a perinatal and postnatal study. The significance of these
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findings is unknown, but they have been associated with delayed development. These doses are also
approximately 1 to 5 times the human dose of 3600 mg on a mg/m? basis.

In a teratology study in rabbits, an increased incidence of post-implantation fetal loss, occurred in
pregnant rabbits given 60, 300, and 1500 mg/kg/day during organogenesis. These doses are
approximately 1/4 to 8 times the daily human dose of 3600 mg on a mg/m? basis. The margins of
safety are insufficient to rule out the risk of these effects in humans.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Composition of capsule: magnesium stearate, talc, starch pregelatinised, lactose monohydrate;
Hard gelatine capsule: iron oxide yellow (E172), iron oxide red (E172), titanium dioxide
(E171), gelatine.

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

5 years.

6.4  Special precautions for storage

Store at temperature not above 25 °C.
Store in a place out of reach by children!

6.5 Nature and contents of container

10 capsules in PVC/PVDC/AI blister.
5 or 10 blisters in a carton box, with enclosed instruction for use.

6.6  Special precautions for disposal

No special requirements.

Note: & (single cross)

Availability: group 11.

Medicinal product subject to medical prescription (V).
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1. HAMMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITIAPATA

Tebdantun, kancyasl 300 mr

2. KAUYECTBEHHBIN U KOJIMYECTBEHHBIN COCTAB
Kaxnas kancyna npenapama Tebaumun 300 me conepxut 300 Mr rabaneHTHHA.

BcnomorarenbHbIe BEIECTBA C U3BECTHBIM JIEHCTBUEM:
Kaxnas xancyna npenapata Te6antun 300 mr conepxut 66,42 Mr 1akTo3bl (B BUe MOHOTHIPATA).

ITonHBIH IEpedeHb BCIIOMOTATEILHBIX BEIIECTB IPUBEACH B pasmene 6.1.

3. JIEKAPCTBEHHASA ®OPMA

Kancymsr.

Tebanmun, xancynor 300 me:

CopeprkuMoe Karcybl: Oeblil Ui MoYTH OebIid KPUCTAUTNIECKHA MTOPOIIOK.

Kancynsr Coni-Snap® pasmepa Nel, BepXHsisi yacTh: p0O30BaTO-KOPHYHEBOTO L[BETA; HIKHSS YaCTh:
JKENTOro LIBETA.

4, KIMHUYECKHUE XAPAKTEPUCTUKHA
4.1. Iloxka3aHusi K MPUMEHEHHIO

Onuiencus

['abaneHTHH TMPUMEHSETCS B KadecTBE BCIIOMOTATEIHHOTO CPENCTBA MPH JIEYCHUW TMapIHaIbHBIX
SMWICNITUYESCKUX TIPUCTYIIOB C BTOPUYHOW TeHepasin3aliueii 1 0e3 Hee Y B3pOCIIbIX U JIeTel B BO3pacTe
ot 6 stet u crapie (cM. pazaen 5.1).

['abaneHTHH TpHUMEHSETCS B BHJE MOHOTEpAaNUH TPU JCUSHUH MapIUAIBHBIX JIHICHTHYECKUX
[IPHUCTYIIOB ¢ BTOPUYHOW reHepanu3anuel u 0e3 Hee y B3pOCIbIX M MOAPOCTKOB B Bo3pacte OT 12 jieT
U cTapiie.

Jleuenme nepudepruieckoil HelpomaTuaeckoi 6ouun

[abameHTHH NpUMEHSETCS NIPU JICUCHUH NepUpepruIecKoil HelponaTHuecKon 00IH, B YaCTHOCTH TPU
I1adeTHYecKoil HelpornaTuu ¢ 0OJIeBBIM CHHAPOMOM M IOCTI€PIIETHUECKON HEBPAITHH Y B3POCIHBIX
MaIEHTOB.

4.2. Cnocod mpuMeHeHHsI M 10351

EO?:I)I

B Ttabmume 1 mpuBelneHa pEeKOMEHJIOBAHHAs CXeMa IOCTETICHHOTO MOBBINICHHUS HAYaIbHOW J103BI
npenapara y B3pOCHBIX M MOJPOCTKOB B Bo3pacTe oT 12 yieT um crapmie. YKa3aHusi TIO0 AO3UPOBKE
npenapara y JeTeid B Bo3pacTe A0 12 ner mpencTaBieHbl MOJ OTACIBHBIM MOJ3aroJIOBKOM HHXKE B
JIAHHOM pasJiene.

Tabauma 1.
JTO3UPOBKA: IOCTENNEHHOE MOBBIINEHUE HAYAJIBHOM J10O3bI
Jenp 1 JleHn 2 Jlenn 3

300 mr 1 pa3 B neHb 300 mr 2 pasa B ieHb 300 mr 3 pasa B ieHb




Ilpexpawenue nevenus 2abanenmunom

B coorBeTcTBHHM C HeﬁCTBYIOHlHMH CTaHAapTaMHu KIMHAYECKOH I[IpaKTUKH, HOpH H€O6XO,Z[I/IMOCTI/I
IMPpEKpaICHUA JICUCHUA rabaneHTHHOM PEKOMEHAYETCA TIIOCTCIICHHOC CHMXXCHHE €r0 J03bI Ha
MMPOTAKECHUU 110 MECHBIIICH MEpe OJHOM HEACIN, HE3aBUCHUMO OT IMOKa3aHus K IPUMEHCHUIO.

Snunencus
Onurnienicusi B OONBIIMHCTBE CITyyaeB TpeOyeT ANHUTENbHOTro JedeHus. Jlo3a mpemapara momOmpaercs
Jie4aiuM BpauoM B 3aBUCUMOCTH OT HHIUBHIYaJIbHON IEPEHOCUMOCTH U 3PPEKTHBHOCTH.

B3spocnvie u noopocmku

B knmmHnYeckux uccnenoBanusax dp¢extuBHas no3a cocranisiia 900-3600 mr/aens. Bravane nedenus
npenapar MOKeT MIPUMEHSTRLCS TI0 CXeME MOCTENEHHOTO MOBBINICHHUS HAYaIbHOW J103bI, MPUBEICHHOMN
B Tabmune 1, mim o 300 mr 3 pasa B mens (3 p/mens) B gens 1. BrocmeacTsum, B 3aBUCHMOCTH OT
9(pPEeKTUBHOCTH U MEPEHOCHMOCTH Mperapara y JaHHOTO MallMeHTa, BO3MOXKHO IOMOJHHTEIHLHOE
cTyrneH4aroe nosbieHne 1036l Ha 300 Mr/aeHs pa3 B 2-3 qHS 10 JOCTHXKEHUS MaKCHMAalTbHOW 03B
3600 mr/meHb. Y OTHEIBHBIX MAIMEHTOB MOJXKET IOTPEeOOBATHCSA ITOBBINIATH IIO3y IIpermapaTra C
3aMeieHHol ckopocthio. [loza 1800 mr/meHp MokeT OBITH NIOCTUTHYTA HE paHee 4yem depe3 1
Hepento, no3a 2400 mr/neHp — B 00IIeH CIIOKHOCTH Yepe3 2 Hezlenu, a 1o3a 3600 Mr/nens — B o01eit
CIIOKHOCTH Yepe3 3 HeJelH.

B 101TOBpEeMEHHBIX, OTKPBITHIX KIMHHYECKUX HCCICIOBAHHUAX MpernapaT XOpOIIO MEPEeHOCHUICS B
no3ax 10 4800 mr/zens. OOmast cyToyHas m03a JOJDKHA OBITH pasliesieHa Ha 3 pa3oBbie 103bl. Bo
n30eKaHNE «IIPOPHIBHBIX» CYAOPOT MAaKCHUMAIBHBIA HHTEPBAI MEKIY J03aMH HE TOJDKEH MPEBBIIIATH
12 gacos.

Jlemu

Ilemu 6 6o3pacme om 6 nrem u cmapuie

Hauvanpnas no3a cocraBmser 10-15 wmr/kr/menb. OddexkTuBHas 1038 IOCTHTAeTCs IyTeM
MOCTENEHHOTO TIOBBIIICHUS Ha4albHOH JI03bI HAa MPOTSHKEHUU NPUOIIM3UTENbHO 3 qHei. DddexTrBHas
no3a rabameHTHHa y Jaeredl B Bo3pacte OT 6 neT um crapmie cocraBmsger 25-35 Mr/kr/meHs. B
JIOJITOCPOYHBIX KJIMHUYECKUX HCCIEAOBAaHUSX IMpernapar XOpollo TMEePEeHOCHIICS B J03ax JI0
50 mr/kr/nenp. O0mas cyroyHas /103a JOJKHA OBITH pasjiesicHa Ha 3 pa3oBbIE JI03bl, MAKCUMAIIbHBIH
WHTEPBAJ MEX]y J103aMH HE JIOJDKEH MPEBbIIaTh 12 4acoB.

KoHTpob KoHIIEHTpaluy radareHTrHa B IUTa3Me KPOBH B IIETISIX ONTUMH3AINH JICUCHHUS HE SIBIISIETCS
oOs3aTenbHBIM. KpoMe TOro, raGameHTHMH MOXET NPUMEHATHCS B KOMOMHAIMKM C JAPYTHMH
MPOTHUBOSIIIICTITHYECKAMHI JIEKAPCTBEHHBIMU TIperiapaTaMu 0e3 puCKa W3MEHEHHUS KOHIEHTpaIiH
rabaneHTHHa B IUTa3M€ KPOBHM WJIM KOHIEHTpAIMi APYyTHX NMPOTHUBOSMUIENTUYECKHX MPENnapaTroB B
CBIBOPOTKE KPOBH.

Hepugepuueckas netuponamuyeckas 601

Bspocnvie

Buauasie yieueHus mpenapaT MOXKET MPUMEHSATHCSA MO CXEME MOCTCICHHOTO IMOBBIICHHUS HadalbHON
JI03bl, IPUBEICHHOW B Tabiuie 1. B kauecTBe anbTepHATHBBI JIOMYCKASTCS MPUMEHEHHUE Mperapara B
HavanbHOU no3e 900 mr/nens, pasaerieHHONW HAa 3 paBHBIC J103bl. BrociencTBum, B 3aBUCUMOCTH OT
3} (HEeKTUBHOCTH W TEPESHOCHMOCTH IMpernapara y JaHHOrO MAI[MeHTa, BO3MOXKHO JOTOJIHHUTEIBHOE
cTyrneH4aroe nobiiieHue 1036l Ha 300 Mr/naeHs pa3 B 2-3 JqHS 10 JOCTHXKEHUS MaKCHMAJIbHOU JI03bI
3600 mr/nenp. Y OTHENBHBIX MAIIMEHTOB MOXET MOTPEeOOBAaThCS MOBBIIIATH 103y Iperapara C emie
Oornee HU3KOH ckopocThio. [lo3a 1800 mr/menr MokeT OBITH JOCTHTHYTa HE paHee deM depes 1
Henemo, mo3a 2400 mMr/neHs — B 00Tl CIIOKHOCTH Yepe3 2 Heaenu, a 103a 3600 mr/mens — B o0mieit
CJIOKHOCTH 4epe3 3 HEJeIH.

D¢ dekTuBHOCTE U 0€301IaCHOCTH Mpenapara IpH JeUeHn: neprudeprueckoil HelponaTuaeckol 001
(B wacTHOCTH, NpH AUA0ETHUECKOW HEHpomaTHH C OOJIEBHIM CHHIPOMOM U TOCTTEPIIETHYECKON
HEBPAJTHU) HE M3YYAIUCh B KIMHUYECKUX HCCICIOBAHUAX C MEPHOJOM JieueHUs Ooyiee 5 MecsIies.
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Ecnu npumenenue npemnapara Ui JedeHHus nepudepuyeckoil HelponaTudeckoil 601 Heo0X0IuMo
NpONOJDKATh Ooiee S5 MecsieB, Jedaluii Bpad JODKEH OLCHUTh KIMHUYECKOE COCTOSHUE TMAallMeHTa U
OIIPEENUTh NOTPEOHOCTD B AOMOJIHUTEIBHOM JICUCHHU.

YkazaHue, oTHocAIIeecss KO BCEM IMOKa3aHUsIM K TPUMEHEHHUIO

Y mammeHToB ¢ IUIOXMM OOIMMM COCTOSHHEM (C HHU3KOW Maccoil Temna, ITOCiIe TEPeHECEHHOMH
TpPaHCIUTAHTAlIMA OpPTaHa W JIp.) TOCTEIICHHOE IMOBBIMIEHUE O3Bl IperapaTra CIeIyeT MPOBOIUTH C
33MCI[JICHHOI>'I CKOpPOCTBIO, MNPUMCEHASA IMOHWXCHHBIC O3Bl IIpCliapara WKW YBCIWMYUBAsA HWHTCPBAJI
MEXITy TO3aMH.

Hayuenmul noscuno2o eospacma (cmapuie 65 nem)

Y 1uI MOXKHUIOTO BO3PAcTa MOXET MOTPeOOBATHCS KOPPEKIUS JI03bI B CBSI3U C yXyAUICHHEM (DyHKIIUU
mo4Yek ¢ Bo3pacToM (cM. Tabmuiy 2). YV HOXWIBIX MAIMEHTOB MOTYT Yallle BCTPEYAThCS TaKHE
SIBJICHUS, KAK COHJIUBOCTb, NepU(hepHUECKUe OTEKU U aCTECHHS.

Houeunas nedocmamounocmo
VY manueHToB ¢ HapylIeHHeM (PYHKIWHU MOYEK W/WIM HAaXOISAIIMUXCS HAa TeMOIUAIN3E PEKOMEHIYETCs
OTKOPPEKTHUPOBATh A03y Mpenapara, Kak onucaHo B Tabnuue 2. [ BBIIOIHEHHUS PEeKOMEHIAUH 110

JIO3UPOBKE Y MAIMEHTOB C MTOYEYHON HEJTOCTATOYHOCTBHIO MOTYT IPUMEHSTHCS KaICyJbl Ta0arieHTHHA
100 mr.

Tabauna 2. [loza rabaneHTrHA Y B3pOCIBIX B 3aBUCHMOCTH OT COCTOSHUS (DYHKIMH NOYEK

Kampenc kpeaTunmna (M1/Mun) O61as cyrouHasi 103a rabaneHTuHa*
MI/IeHb

>80 900-3600

50-79 600-1800

30-49 300-900

15-29 150**-600

< 15%** 150**-300

* OOwas cyTo4Has 703a IpenapaTa JOJDKHA ObITh pasfefieHa Ha 3 paBHBbIC 03bl. Y MAIMEHTOB C
HOYEYHOH HEJIOCTAaTOYHOCTHIO (KIMPEHC KpeaTHHUHA < 79 MJI/MUH) mpenapaT ClieayeT NPUMEHSTh B
MOHW)KEHHBIX J103aX.

** O6was cyrounas no3a 150 mr gocruraercst mpuemom 300 mr pa3 B 2 nHsl.

*** Y manueHTOB C KJIMPEHCOM KpeaTHHHWHa < 15 MI/MHUH cyTodYHas 1032 JOJDKHA OBITH CHIDKEHA
NPOMOPIUOHANIFHO TIOKA3aTell0 KIUpEeHca KpeaTHHHWHA (B YacTHOCTH, Y TAlMEHTOB € KIUPEHCOM
KpeaTHHHHA 7,5 MJI/MUH CYTOYHas ]03a Mpernapara A0JDKHA ObITh B 2 pa3a HIDKE, YeM y TallMeHTOB C
KITUPEHCOM KpeaTHHHUHA 15 Mi/MuH).

IIpumenenue y nayuenmos, HaxooAWUXcs Ha 2eMOOUAIU3

VY nmanmMeHToOB ¢ aHypHeH, HaxXOISIIUXCS Ha TeMOJHajn3e, KOTOpble HUKOIAa HE MOJIydasld JeYeHHe
rabaneHTHHOM, PEKOMEHIYeTCs MPUMEHSTh TnpernapaT B Harpy3odHoi mpoze 300-400 mr, a 3atem mo
200-300 mr mocne kaxzoro 4-4acoBOoro ceaHnca remojauanu3a. B jHu 06e3 nuanu3a raGarnieHTHH HeE
NPUMEHSETCS.

VY nanueHToB C MOYEYHOM HEJOCTATOUYHOCTBIO, HAXOSIIMXCS HAa TeMOJUANIU3E, MOJACp>KUBAIOIIast
J03a TabaleHTHHA JO0JDKHA ONPEACIATHCS B COOTBETCTBHM C PEKOMEHAALUSIMH IO JIO3HMPOBKE,
NpuBeACHHBIME B Tabimie 2. B nomonmHeHne K MOAJEp)KUBAIOIICH 103€ IMpernapaT peKOMEHIyeTCs
npumensaTs mo 200-300 Mr mocie kaxaoro 4-4acoBOro ceaHca reMoJIan3a.

Cnoco6 npuMeHeHust

BayTps.

['abaneHTHH MOXXET NPUMEHATHCS HE3aBHCHUMO OT Ipuema nuuy. Kamcymsl ciemyer mporiarsiBaTh
HEJIMKOM, 3aHBast OOJBIINM KOJIMYECTBOM BOJIBI (HAIIpUMED, CTAKAHOM BOJIBI).




4.3. [IpoTUBONIOKA3AHUS

Peakium TUNCPUYYBCTBUTCIBHOCTU K AKTUBHOMY HHI'PECOAWCHTY HIIU K J'I}060My N3 BCIIOMOT'aTCIIBHBIX
BCHICCTB Mpcrapara, ICPeUrCICHHBIX B pa3aciic 6.1.

4.4. OcoOble yka3zaHus U MepbI MPEA0CTOPOKHOCTH MPH MPUMEHEHUH

JlekapcTBEHHAs ChIIb ¢ 03UHOMWINEN U cUCTeMHBIMU nposBieHusMu (DRESS-cunapom)

Bo BpeMs mpuema MpOTHBOSMMIENITHYECKUX MPENapaToB, B TOM YHCIIe rabareHTHHA, Y TAIMeHTOB
PETUCTPUPOBAIHCH TSKEIbIE, YTPOXKAIONINE JKU3HH CHCTEMHBIC PEaKIUH THUIEPYyBCTBHTEIHLHOCTH,
TaKHe KakK JICKapCTBEHHAs ChIIlb C 203WHOGIINEH U cucTeMHbIMU niposiBieHHssMU (DRESS-cunapom)
[cm. paznen 4.8].

BaxxHo OTMETHTH, YTO y TAaNWEHTOB MOTYT HaOJIOAaThCAd paHHWE CHMOTOMBI —pEaKIuu
TUIEPYYBCTBUTEIBHOCTH, TAKHE KaK JIUXOpaJKa U TuM(oaaeHOnaTus, 1aXe MPH OTCYTCTBUH CHIITH.
[Ipy mosiBIEHWM YKa3aHHBIX OOBEKTHBHBIX WM CyOBEKTHUBHBIX IPOSBICHUHA MAIMEHT JIOJDKEH
HEe3aMeTUTENIFHO TpoiTH oOcnmenoBanue. Ecnu apyrne NPUYWHBI JTaHHBIX TPOSBICHHWNA HE
YCTaHOBJICHBI, JICYEHUE Tra0arleHTHHOM JIOJDKHO OBITh IPEKPAIIEeHO.

AHa(uIakTHYECKUE peaKIIuu

la0aneHTHH MOXKET MPOBOLUMPOBATH aHA(DUIIAKTHYECKHE pEaKWH. B 3apernCTpUpOBaHHBIX
KIMHUYECKUX CIIydasXx OOBEKTHBHBIE M CYyOBEKTHBHBIE MPOSBJIEHHs BKIIOYAIN 3aTPYIHEHHOE
JIbIXaHUE, OTEK Ty0, MIOTKU | A3bIKa U apTEPUATIbHYIO THIIOTCH3HIO, KOTOPbIE TPEOOBAIN HEOTIIOKHOM
MEIULIUHCKOM TOMOIIK. [TalMeHThl HOJKHBI 3HATH O TOM, YTO IPH MOSABICHHH OOBEKTUBHBIX MM
CYOBEKTUBHBIX MPOSIBICHUM aHAQHUIAKTUUECKHX PEaKIMi CIeAyeT HEMEIJIEHHO OOpaTHThCs 3a
MEIUITMHCKOM moMoIIio (cM. pasaen 4.8).

CVI/IIII/ITIaJIBHBIe MBICJIH U ITIOBEACHUC

Bo BpEMs nmpuema MMPOTUBOIMUWICITHYCCKUX mperapaTroB 10 Ppa3InYHbIM IIOKa3aHHAM
PErUCTPUPOBAINCE ClIydan MOABJICHHUA CYUIHUIAJIbHBIX MBICTICH H IIOBCACHUAI. Mera-ananu3
pPaHAOMHU3NPOBAHHBIX, HHaH€60-KOHTpOHI/IpyeMBIX I/ICCJ'IG,I[OBaHI/Iﬁ MMPOTUBOIMUICHTUICCKUX
IperapaToB TAKXE I10Ka3aJl HEOOBIIOE TOBBIIICHNE puUcCKa MOABJICHUA CYUIIUIAAIBHBIX MBICTICH H
MNOBCACHUA. MexaHu3M MOBBIIICHUS pUCKa HCEU3BCCTCH, a HUMCIOMIUCCA OAaHHBIC HE IMO3BOJIAOT
HUCKIIFOUUTD, YTO rabaneHTHH TaKXKe CITIOCOOEH MOBBIIIATh 3TOT PHUCK.

B cBa3M ¢ 3TUM HauMEHTHl JOJDKHBI HAXOAWTHCA IO HAOMIONEHUEM JUIs BBISBIIEHHA U
COOTBETCTBYIOLIETO JIEUEHUS CYMLMAANbHBIX MBbICIEH M mnoBeacHus. llanvenTel u  nuna,
YXa)XKUBAIOIIVEC 32 HUMH, TOJDKHBI 3HATh O HEOOXOJIMMOCTH OOpaIieHus 3a MEAUIIMHCKOW TOMOIIBIO
MIPH MOSABJICHUH CYMIIUAAIBHBIX MBICIEH MU TOBEJCHUS.

OcTpblli TaHKPEATUT
Ilpu pasBuUTHH OCTPOTO TAaHKpPEATHTa BO BPEMS JICUCHUS Ta0allCHTHHOM CIIEAYET PacCMOTPETh
BO3MOXKHOCTh TIPEKPAIIICHUS JICUCHHs JaHHBIM TpernapatoM (cM. paszaen 4.8).

SHI/IHCHTI/I‘ICCKI/IC IIPUCTVYIIBI

B03M0XHOCTL BO3HHUKHOBEHHUS (PUKOUMICTHBIX» OSMUWICOTUYCCKUX MPUCTYIIOB IIOCJIC 3aBCPHICHUA
npreMa rabarneHTHHA HE JOKa3aHa, OJHAKO PE3KOe MPEKPAICHUE JICUCHHs MPOTHBOCYIOPOKHBIMU
nperaparaM y IanueHTOB C STIUNIETICHEA MOYKET IMIPUBOAWTH K PA3BHUTUIO SIHUIICIITUYCCKOI'O CTaTryCa
(cm. pasgen 4.2).

Kak u B cimyuyae ¢ JpyrMMH NPOTHUBOSNMWIENTHYECKUMH TpenapaTaMy, y psAAa MalUeHTOB BO BpEMs
JeyeHHs TrabaleHTHHOM BO3MOXKHO Y4YallleHHE WM MOSIBICHHE HOBBIX THIIOB 3MUJICHTHYECKUX
IIPUCTYIIOB.

Kak u B ciydae ¢ IpyruMu IIpOTHBO3NWICHTHYECKUMH NIpenapaTaMy, y MalUeHToB ¢ pedpakTepHOit
SMWIETICHEH, TMONMYyYaonuX HECKOIBKO MPOTHBOANMIIENITUYECKUX MPENapaToB, MOMBITKU MPEKPATUTh
NpUMEHEHHE IPYTHX MPernapaToB, YTOObI IEPEUTH Ha MOHOTEpANuIo rabarieHTHHOM, PEIKO IPUBOISAT
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K yCIEXy.

Cunraercsi, 4ro rabameHTHH HEIDPEKTUBEH MPH DOIICITUYCCKAX TNPHUCTYIAaX C TICPBHIHOMN
reHepaiu3anued, TakuX Kak a0CaHChl, M MOXET YyCYryONIATh TaKUe TPUCTYIBI y HEKOTOPBIX
MAlKUEHTOB. B CBsI3M ¢ 3TUM TabaneHTHH CleAyeT MPUMEHSATh C OCTOPOKHOCTHIO Y TAIMEHTOB CO
CMEIIaHHBIMU SMWICNTHYCCKUMU MPUCTYTAMH, BKITI0OYasi a0CaHCHI.

FOHOBOKDV)KGHI/IG., COHJIMBOCTH, ITOTEPA CO3HAHUA, CITYTAHHOCTHb CO3HAHUS W HAPVYIICHHUC VMCTBGHHOI;'I
IeSITeIbHOCTU

Jleuenne Ta0amEHTHHOM COIPOBOXKJIANOCH TOJOBOKPYXEHHEM M COHJIHMBOCTBIO, HYTO MOXET
CHOCOOCTBOBaTh  BO3pACTaHUIO  pHCKAa  CIy4alHBIX  TpaBM  (Hampumep, najxeHus). B
NOCTPETUCTPALIMOHHBIA TEPHOA TAKKE IMOJMYYEHBI COOOIIEHHSI O CIydyasxX CIyTaHHOCTH CO3HAHUS,
HOTEpU CO3HAHMS M HApYyIICHWH YMCTBEHHOW AEATENBHOCTH. B CBS3M ¢ 3TUM MalUeHTaM ClenayeT
PEKOMEHIOBaTh COOMIOAATh IMOBBIIIEHHYIO OCTOPOXKHOCTH 1O T€X IOp, MOKAa OHH IOJHOCTHIO HE
03HAKOMSITCS C MOTEHIIMATBHBIMU 3()(peKTaMu JaHHOTO JIEKAPCTBEHHOTO CPEICTBA.

OnHOBpEMEHHOE MPUMMEHEHNE NpenaparTa ¢ ONMMOMIHBIMY IperapaTaMu

ITanMeHThl, OMHOBPEMEHHO MOJYYaIOUUe OMHOUIHBIE AaHAIBIEeTHUKU, MOJKHBI HAXOAHUTHCS TIOJ
HAOIOICHUEM JIJIS BBISIBJICHHUS] CHMIITOMOB yTHETEHHUS [eHTpaibHO# HepBHO# cuctemsl (ITHC), Takux
KaK COHJIMBOCTb, CEaTalus U YrHeTeHHE AbIxaHus. [Ipu oqHOBpEeMEHHOM NMPUMEHEHWUHU rabaneHTHHA
¥ MopQHHA, MOKET HaOJI0JAaThCsl MOBBIIICHHE KOHICHTpAllMK TadalieHTHHA B Ijia3me KpoBH. Jlo3a
rabarneHTHHA UK OMMOUIHOTO Tpernapara J0JKHA ObITh COOTBETCTBEHHO CHMKEHA (CM. pasnern 4.5).

YTrHeTeHne IbIXaHus

Bo Bpems jeueHus TabanieHTUHOM PETHCTPUPOBAIUCH CIIyYad TSXKEJIOTO YTHETCHHUsS JbIXaHUs. Puck
MAHHOW TSDKEIION HEeXeNaTebHON pPEeakIMd MOXKET OBITh IOBBINICH NpH HApyIICHHH (GYHKITAH
NIBIXaHWs, 3a00JICBaHUSAX BIXaTEIHFHON WIIM HEPBHOU CHCTEMBI WM IMOYSYHON HEIOCTATOYHOCTH, IPHU
OJIHOBPEMEHHOM JIeUueHUH npenaparamu, yraetaronumu [{HC, a Takke y auIl moskuioro Bospacra. Y
TaKUX MMallMEHTOB MOXKET MOTPEOOBATHCS KOPPEKIUS T03bL.

[MatueHTs! MOXIIOro Bo3pacta (crapiie 65 Jier)

CucremMaTHYeCKUe HUCCIIE0BaHUs raballeHTHHA Yy IMMalMeHTOB B BO3pacTe OT 65 ner u crapiie He
NPOBOJMINCE. B 0JJHOM JIBOWHOM CJIENIOM HCCIEJOBAHUU Y MAIMEHTOB ¢ HEHPOMAaTHYECKOW OOIBIO
qacToTa TaKuXx SIBJ'IGHI/II\/’I, KaK COHJIMBOCTB, Hepmbepnqecm/le OTCKM M aCTCHHUA, Yy IMMalUCHTOB B
Bo3pacte oT 65 jer u crapiie Oblia BBINIE, YeM Y MAIMEHTOB OoJjiee MOJogoro Bo3pacTa. Kak
MOKa3aJIi KJIMHUYECKUE WCCIEOBAHUS, 32 UCKIIOYCHUEM BBIIICIIEPEUNCIICHHBIX SIBICHUH, MPOQUIb
HE)KeIaTeJIbHBIX SIBJICHUHA B HaHHOﬁ BOSpaCTHOﬁ Tpynmne HE OTIUYAJICA OT TAaKOBOT'O Yy IMAIIMCHTOB
0oJiee MOJIOJIOTO BO3pacTa.

JleTH ¥ MOAPOCTKH

Biusaue mnutensHoro (6onee 36 Hemenp) jedeHus rabaneHTHHOM Ha 00y4YaeMOCTh, YMCTBEHHBIC
CIIOCOOHOCTH M Pa3BUTHE JeTel M MOJPOCTKOB M3YYCHO HEJOCTATOYHO. B CBS3M ¢ 3TUM Mmosb3a
JUTATENILHOTO JICUCHHS JOJDKHA OBITh COMOCTABIICHA C €0 MOTCHIMALHBIMKI PUCKAMHU.

3noynoTpebaeHue JeKapCTBEHHBIM MPENapaToM U JICKApCTBCHHAs 3aBHCUMOCTD

B 0a3e mocTperucTpalMOHHBIX JAaHHBIX 3apEerUCTPUPOBAHBI CIydad 3JIOYMOTPEOJICHUS JaHHBIM
mpernapaTtoM ¥ 3aBUCHUMOCTH OT Hero. [lanWeHThI, KOTOpBIE B MPOIIIOM 3JIOYTOTPEOIISITH
JICKQpPCTBEHHBIMU MpEMapaTaMu, JOJDKHBI HAXOAMTHCS IMOJ MPHUCTAIBHBIM HAONIOJCHUEM IS
BBISIBJICHUSI BO3MOXHBIX MPU3HAKOB 3JI0YNOTPEOJICHUsT ra0aleHTHHOM, TaKUX KaK HaIleJICHHOCTh Ha
MoJTydeHHe TIperapara, MOBHIIIIEHUE €TO JJO03bl, PA3BUTHE TOJEPAHTHOCTH.

JIabopaTopHoe 00ciie/ioBaHKe

[Tpu NOTYKOTHUECTBEHHOM OMpPEACTICHUHU 00IIero 6eaKa B MOYe ¢ IOMOIIBIO TECT-TIONOCKH BO3MOXHO
MOJIyYEHHUE JIOKHOIOIOKHUTEIBHOIO pe3yybTraTa. B CBSI3H € 3THM IPHU MOJYYEHHUH IOJIOKUTEIBHOTO
pe3yyibraTa UCCICIOBAHUS C MTOMOIIBIO TECT-MIOJIOCKU CIEAYET MOATBEPAUTh €r0 IPYTUMU METOJAaMU
aHaJln3a, TAKUMHU KaK OMypeToBasl peakius, TypOUIUMETPUICCKHA METOJ WU METOJ| CBA3BIBAHUS C
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KpacCuTeJCM, WIN NPUMCHATD TOJILKO YKAa3aHHBIC aJIbTCPHATUBHBIC METOBbI.

BcnomorareasHbIe BelliecTBA

HpenapaT I opanycC, TBCPABIC KallCyJibl, COACPKUT JIAKTO3Y. IlaupeHTBI ¢ TaKUMU peaAKUMU
HaCJICACTBCHHBIMU 3360J’I€BaHI/IHMI/I, KaKk HCICPCHOCHUMOCTb TaJIaKTO3bI, TIIOJIHAA JIAKTa3Has
HCOOCTATOYHOCTDH MJIHU I'NNIFOKO30-TaJIaKTO3Hast Manba6cop6u1/m, HE ITOJDKHBI IPpUHUMATH 3TOT IIpe€riapar.

4.5. B3auMojeiicTBHe ¢ JPYrHMH JIEKADCTBEHHBIMH CpeACTBAMHM M HHbIEe (opMbI
B3aHMOJEHCTBHSA

B cnonTaHHBIX COOGHICHI/ISIX " B JIUTCPATYPEC OIMUMCAHBI KIIMHHUYECKUC CIIydYaul YTHCTCHUSA JbIXaHHWA
I/I/I/I}_'[I/I ceaartaiuu B CBA3U C MPUMCHCHUCM rabameHTHHA U OMMONUHBIX IPCIapaToB. B HEKOTOPLBIX
COOGHICHI/IHX ABTOPHI IIPUIIIA K BBIBOAY, YTO PHCK 3TOT'O ABJICHUA 3HAYUTCIIBHO ITOBBIIICH IIPHU
IIPUMCHCHUHN rabamneHTHHA B KOM6I/IHaHI/II/I C OIMMOUJIHBIMU IIp€riapaTaMu, B 0COOEHHOCTH Yy NanueHTOB
IMMOXXHUJIOTO BO3pacTa.

B wucciaenoBannu ¢ ydactHeM 3m0poBBIX 106poBosbieB (N = 12), KoTopble NMPUHUMAIN KaICyiy
MOp(hHHA C KOHTPOJIUPYEMbIM BBEICBOOOKICHUEM 3a 2 "yaca JI0 MpueMa Karcyibl radanentuna 600 wmr,
Cpe/Hss BeNMWYKMHA TuTomany noa papmakokuHernueckon kpusoit (AUC) rabanentrna Obiia Ha 44 %
BbIIIIE, YeM MpH ero mnpueme Oe3 MophuHa. B CBA3M € 3TWM NAaIMEHTHI, KOTOPBIM TpebyeTcs
OJIHOBPEMEHHOE JICUCHUE ONMHMOUJHBIMH TIpenapaTamMu, JOJDKHBI HAaXOIUThCS IO NPUCTAILHBIM
HaOIIOZCHUEM JJIs BhISIBIICHUS cuMnToMOB yrHeTenus [[HC, Takux kak COHJIMBOCTB, ceiaTalus H
yTHeTeHHe AbIxaHus. J{03a rabareHTHHA WM OTMHOMIHOTO TIperapara A0KHA ObITh COOTBETCTBEHHO
CHIDKEHA.

l'abammeHTHH He BCTyMmajl BO B3auMmonelcTBue ¢ QeHobapOuTamoMm, (HEHHTOMHOM, BaJILIIPOCBOM
KHCJIOTOW U KapOamMa3enmuHOM.

(DapMaKOKI/IHeTI/IKa rabameHTHHA B PaBHOBECHOM COCTOSAHHUHU CXOJHA y 3AOPOBLIX JIHI U Yy IMMAIIUCHTOB
C SHHHGHCHeﬁ, MOJIy4aromuyXx JICYCHUC MMPOTUBOIMUICITUICCKUMU IIPLCIiapaTaMu.

I[Ipu ogHOBpeMEHHOM TmpueMe rabaneHTHHA W IEePOPAIBHBIX KOHTPAIEHTHBOB, COJEPIKAIINX
HOPATHHIPOH W/WIIM STUHHWIACTPAANOI, HE HAOIIOJAIOCh U3MEHEHHs (hapMaKOKWHETHKH HU OJHOTO
U3 MpEnapaToB B paBHOBECHOM COCTOSTHUH.

[Ipu onHOBpeMeHHOM NpueMe rabaleHTHHA C ATIOMHHANA- M MarHUiCOAEpKallUMH aHTalUuAaMU
HaONIOJIaeTCsl CHIDKEHHE OMOJOCTYITHOCTH TabameHTHHa, Kotopoe nocturaet 24 %. [abameHTHH
PEKOMEHIyeTCsl IPUHUMATh He paHee 4eM uepe3 2 yaca [ocIie IpueMa aHTaluaa.

[Toueunas OKCKpenus rabareHTHHA HE U3MCHSJIACh o1 BJIMSAHHUEM HpO66HeHI/I,Z[a.

Hebomnbiioe cHHUXKEHUE MOYEUHOM 9KCKpCHH rabaneHTHHA Ha6J'IIO,Z[aJ'IOCB npu €ro OJHOBPECMCHHOM
MNPUMCHCHUHN C TUMCTUANHOM, OJHAKO 3TO ABJICHUC HE paCCMAaTpPUBACTCA KAK KIIMHUYCCKH 3HAYUMOC.

4.6. ®epTHIBLHOCTH, 0EPEMEHHOCTH M MEPHO TPYTHOT0 BCKAPMJIUBAHUS

BbepemeHHOCTD
Obwuil puck, ces3anHbllL ¢ dNUIencuell U npuMeHeHueM NPOMuUBOINUIENMUYECKUX NPEnapamos

VYV OKEHIUH, TMONYYaIOUX JCYCHHE NPOTHBOIMUICITHUSCCKIMU TIpEnapaTaMu, pPUCK POXKICHUS
peOeHKa ¢ BPOXKICHHBIMH IOPOKAaMH pa3BUTHS TMOBbIIICH B 2—3 pa3a. Haubonee wacro
PETUCTPUPOBAIHCH TaKWe TMOPOKM Pa3BUTHS, KaK He3apalleHue BepxXHei ryObl, Manbhopmarmn
CepPACYHO-COCYAUCTON cuCTeMbl W JaedeKThl HepBHON TpyOku. IIpM TNpPUMEHEHHH HECKONIBKHUX
MPOTHBOSITUIICTITHYCCKUX MTPENAPaTOB PUCK BPOXKICHHBIX MIOPOKOB Pa3BUTHSI MOYKET OBIThH BBIIIE, YEM
IIpyu MOHOTCpAIIUH, IIO3TOMY OHa MABJACTCA MNPCANOYTHUTCIBHBIM MCETOAOM JICHCHUA W JOJIXKHA
OPUMEHSATHCS TPH BO3MOXHOCTH. IIal[MEHTKH, y KOTOPBIX BBICOKA BEPOSTHOCTh HACTYIJICHHUS
OEpPEMEHHOCTH WIIM COXPaHEHa CIIOCOOHOCTh K JIETOPOXKICHHUIO, JOUKHBI MOIYYUTh CICHHATbHBIC
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pexoMeHmauu. Ecnu KeHIMHA TIaHUPYeT OEPEeMEHHOCTb, CIEAYET MePEeCMOTPETh HEOOXOIUMOCTh
MPOTUBOSIIIICTITHYECKON Tepanuu. Pe3koe MpekpalieHne MpPOTUBOAHICITHYECKOW Tepanuu He
JOTTYCKAeTCs: 3TO MOXET NPHUBECTH K TIOSBICHHIO «IPOPBIBHBIX» CyIOPOT C CEPHhE3HBIMHU
MOCTICICTBUSAMU JUIsl MaTepu U peOeHKa. Y JeTell MaIMeHTOK ¢ 3MUiencueil u3peaka HabIoIaloch
3aMeuieHne pa3BUTHA. [lpu 3TOM He TpEeACcTaBIsIeTCS BO3MOXKHBIM yCTaHOBHTH, BBI3BAHO IIH
3aMeJIeHne Pa3BUTHSA T€HETHYECKHUMH WM COIMAIBHBIMU (haKTOpaMH, SIWICTICHEH Y MaTepH HITN
MPUMEHEHNEM IPOTHUBOIMIIICITUICCKUX ITPENapaToB.

PMC‘K, CBA3AHHbI C NPpUMEHEHUeEM 2abanenmuna

['ababeHTHH MPOHHUKAET Yepe3 IIIALCHTY Y JIIOJCH.

I[OCTOBCpHI)IC JAaHHBIC O NPHUMCHCHUHU rabamneHTHHA y 6Cp€MCHHBIX JKCHIIMH OTCYTCTBYIOT HWJIN
OTaHHUYCHBEI..

WccnenoBannsa Ha >KMBOTHBIX IMOKAa3ajiH, YTO TpemapaTr o0iiafjaeT penpoAyKTUBHOW TOKCHYHOCTHIO
(cMm. pasmen 5.3). TToTeHIMATBHBIN PUCK IS YeTOBEKa He yCTaHOBIEH. [IpuMeHeHre rabaneHTHHA BO
BpEMsL 66peM€HHOCTI/I A0IYyCKACTCA JIMIb B TCX CHIy4dasaX, KOra MOTCHUHAJIbHAA MOJIb3a AJId MAaTCpUu
MEPEBECIINBACT HOTCHHI/IELHLHBIIZ PHUCK I TU10JA.

HeBo3moxHO cacaTh ILOCTOBCpHI)II\/'I BbBIBOJ O TOM, 4YTO JICUCHUC rabameHTuHOM BO BpEMs
66peMCHHOCTI/I MOJKET MMOBBINIATH PUCK BPOKIACHHBIX ITIOPOKOB PA3BUTHUA, BBUAY 0COOEHHOCTEN TaKOro
3a6OHeBaHI/I$I, KakK OSHHJICIICUA, U OJHOBPEMCHHOI'O IPUMCHECHUA APYTHX IIPOTUBOSIMUICTITHYCCKUX
MIPerapaToB B KaXKIOM 3apErHCTPUPOBAHHOM Cllydae O€peMEeHHOCTH.

I'pyHOEC BCKapMIMBaHHE

l'abameHTHH TPOHHWKAET B KEHCKOE TPYAHOE MOJIOKO. BimsHue rabaneHTMHA Ha MIIAJCHIIEB,
Haxogsgmuxcsa Ha FPYI[HOM BCKapMJ'H/IBaHI/II/I, HEC I/I3yquO, HOG)TOMy HpI/IMeHGHI/IC npenapaTa y
MAIMEHTOK, KOPMSIIUX TPYAbI0, TpeOYyeT MOBBINIEHHOW OCTOPOKHOCTH. [IpuMeHeHne rabarneHTuHa B
MIEPHOJT TPYAHOTO BCKApMIIMBAHMS TOMYCKAETCS JIUIL B TEX CIydYasx, KOTIa MOTCHIIMAIbHAS 0JIb3a
JICUCHUA OTUCTIINBO HepeBeIHI/IBaeT pI/ICKI/I.

DepTUILHOCTD
B uccienoBaHmsaX Ha XHBOTHBIX TIpEapar He OKa3bIBaNl BIMSHUA HA (GepTHIABHOCTD (cM. pasaen 5.3).

4.7. Biusinne Ha cOCOOHOCTH K YNPABJIEHHIO TPAHCIIOPTHHIMHU CPeICTBAMH U MeXaHH3MAMM

['abameHTHH MOXET OKa3bIBaTh ci1a00e WM YMEPEHHOE BIUSHHE Ha CIOCOOHOCTh K YIPaBICHHUIO
TPAaHCHOPTHBIMU CPEACTBAMU U MEXaHU3MaMHU.

I'abaneHTHH BO3IEHCTBYET Ha IIEHTPAIBHYI0 HEPBHYIO CHCTEMY M MOXET BBHI3BIBATH COHJIMBOCTD,
TOJIOBOKPYIKEHHE U JPYTrUe COOTBETCTBYIOIIME CUMITOMBI. Jlake eciu 3TH HexenaTelbHbie 3(Q(eKTh
UMEIOT JITKYHO WU CPEJHIOI CTENCHb TSHKECTH, OHU MOTYT OBITh IMOTCHIIMAJIbHO OMACHBIMH IPH
YOpaBJIeHUH TPAHCIIOPTHBIMH CpEACTBAMH W MEXaHH3MaMH. OTOT PHCK OCOOCHHO BEJIHWK Ha
HayaJbHBIX 3Tarnax JICUEHUs UIIH MOCTIE MOBBIIIEHU JI03bl ITpernapara.

4.8. Hexkenartenbnbie 3G eKThI

HexenatenbHble peakivu, 3aperHCTPUPOBAHHBIC B KIMHUYECKAX HCCICIOBAHHUSAX Yy TMAI[MEHTOB C
SMUIENCHE (C NMPUMEHEHHWEM Tpenapara B KayecTBE BCIIOMOTATEIbHOrO CPEJICTBA W B BHJIC
MOHOTEpAIK) ¥ HEHPONaTHYECKON O0O0JbI0, MPEJICTaBIEHBI [0 CHCTEMHO-OPTaHHBIM KiaccaM M
YaCcTOTOW BOZHMKHOBEHHMs: 0ueHb yacto (> 1/10); wacto (ot > 1/100 mo < 1/10); newacto (ot > 1/1000
a0 < 1/100); peako (or > 1/10 000 mo < 1/1000) wu OYECHb  PEIKO
(< 1/10 000). Ecnm HexenarenbHas peakids BCTpEYaiaCh B KIMHUYECKUX HCCICIOBAHUAX C
Pa3IMYHOM YaCTOTOM, €€ OTHOCHIIM K BBICIIEH KaTErOPUH YaCTOTHI.

JlononHUTENbHBIE PEAKIUH, 3aPETUCTPUPOBAHHBIE B NOCTPErMCTPALMOHHOM IEPUOJE, BKIIIOUEHBI B
Kareroputo «4YacTtora HE yCTAaHOBJICHA (HENb3S OIEHUTH IO WMEIONIMMCS TAHHBIM)» W BBIIACICHBI
KYPCHUBOM B HIDKECIICAYIOIIEM CITUCKE.

B mnpenenax KaxIoW KaTeropUM YacTOThl HEKENATENbHbIC 3PQEKThl PACIONOKECHBI B MOPAIKE
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yOBIBaHUS CEPbE3HOCTH.

CucreMHO-OpraHHbIN HexenaTeabHble peakuuu
KJIACC

Nudexnun u uHBa3uu
Odenp gacTo BHUpYCHAasi HHPEKIU

Yacto ITHEBMOHHUSA, WHQEKIUSA AbIXaTeNbHBIX MyTeH, MH(OEKIHI MOUYEBBIBOIIIINX
nyTel, THPEKUus, CpeTHUI OTUT

Hapyuienusi co cTOpoHbI KPOBH U JUM(pATHYECKOH CHCTEMBbI

Yacro JIEHKOIIEHUS

Uacrora He YCTaHOBJIICHA | MPOMOOYUMONEHUS.

Hapyuienusi co cTOpOHBI HMMYHHOH CHCTEMbI

Heuyacto AIEPTUYECKUE PeaKinH (B YACTHOCTHU, KPAIIMBHHUIIA)

YacToTa HE YCTaHOBIICHA |CUHOPOM 2UNEPYYBCMBUMETbHOCIU (CUCMEMHAs peaKyus ¢ 8apuabenvHou
KAUHUYECKOU KAPMUHOU, KOMOpas MOJicem GKIYamb AUXOPAOKY, Cbinb,
aumpoadenonamuio, 203uHOGUIUIO U 8 pside Cryuaes opyue 0obeKmusHbvle U
cybvexmughvle npossieHust), anapuiakmuieckue peakyuu (cm. pasoein 4.4)

Hapyuleﬂml CO CTOPOHBI o0MeHa BeIIECCTB H NIMTAHUSA

Yacro AQHOPEKCHS, TOBBIIIICHHUE aIleTUTa
Heuacto TUIEpTIIHKeMUs (HanbojIee 9acTo y MaIMeHTOB ¢ CaXxapHBIM AHa0eTOM)
Penxo TUIOTJIMKEMUs (HanOoJjIee 9acTo y MalieHTOB ¢ CaXapHBIM TUabeToM)

YacToTa HE YCTaHOBIICHA |cUNOHAMPUEMUS]
Hapymenus ncnxuku

Yacro Bpa)K,I[66HOCTB, CIIYTaHHOCTb CO3HaHHA W OSMOLMOHAJIbHAA J'Ia6I/IJ'ILHOCTb,
acnpeccus, TpEBOKHOCTh, HEPBO3HOCTh, HAPYIICHUC MBIINIJICHUA

Heuacro HICUXOMOTOPHOE BO30YK/ICHUE

YacToTa HE YCTAHOBJICHA | 2ALIIOYUHAYUU

Hapyuienusi co CTOpOHbI HEPBHOI CHCTEMBI

OueHb yacTo COHJIMBOCTbB, F'OJIOBOKPYIKCHHUE, aTaKCHS

Yacto CYIOpOTH, THIECPKHUHE3BI, OW3apTPUs, AaMHE3Ws, TPeMop, OECCOHHMIIA,
royioBHast 00JIb, HAPYIICHUS YYBCTBUTEIBHOCTH, TAKHE KaK MApecTe3us |
THITECTE3Ms, HApYIIEHWE KOOPIWHAIIMM, HHUCTArM, YCHIIEHWE, OClabjaeHne
WJIM OTCYTCTBHE PeIICKCOB

Heuacrto TUTIOKUHE3US, HAPYIIIEHUE YMCTBEHHOU JESTEIHHOCTH
Penko oTepsi COZHAHUS

Yacrora He yCTaHOBJIICHA |Opyeue Osucameibible PACCmMpoUcmed (6 UYACMHOCMU, XOPeoamemos,
OUCKuHe3Us, OUCMOHUS)

Hapyumienusi co cTOpoHbI OPraHa 3peHust

Yacto HapyLIEHNS 3pEHUS], B YACTHOCTH aMOJIMONUS U JUILIONHS
Hapyuienusi co cTOpOHBI OPrana cjyxa u Ja0HPUHTHbIE HAPYLIEeHUS

Yacto BEPTUTO

YacToTa HE YCTaHOBJIEHA |WiYM 8 YUIax

Hapyumenusi co cTOpoHBI cepana

Heuacto cepameoneHne

Hapyuienusi co cTOpOHBI COCY10B

Yacro apTepuaabHasi THIIEPTEH3US, Ba30IMIaTaIIHs



HapyueHnusi co cTOPOHBI AbIXaTEIbHOM CHCTEMbl, OPIAHOB IPYAHOI KJIETKH U CPefoCTEeHMS
Yacto OJIBIIIIKA, OPOHXHT, (PAPUHTHT, KaIIeIh, PUHUT

Peaxo yTHETEHHE JbIXaHUs

HapyuieHusi co CTOPOHBI 2KeJTyA0YHO-KHIIIEYHOT0 TPAKTAa

Yacro pBOTa, TOLIHOTA, HAPYLIEHUSI CO CTOPOHBI 3yOOB, TMHIMBHT, AUapesi, 00Ib B
JKUBOTE, JUCIEICUS, 3alI0P, CyXOCTh BO PTY WJIU INIOTKE, B3yTUE )KUBOTA

Heuacro aucarus

YacToTa HE YCTaHOBIIEHA |HAHKpeamum

HapymeHnus co CTOpOHBI IeYeHH M JKeJTYeBbIBOASIIMX MyTel
Yacrora He YCTaHOBJIEHA |eenamum, JHceamyxa

HapymeHnus co CTOpOHBI KOKHM M MOAKOKHBIX TKaHel

Yacto OTeK JHLA, Iyprnypa (Yalle ONUCHIBAETCA KaK KPOBOIOATEKH II0CI]E
(pm3nYIecKON TPaBMBI), CHIIb, 3y, YTPEBas CHIIb

YactoTra He ycTaHOBIICHA |cuHOpom  Cmugenca —  J[D#ICOHCOHA, — AHCUOHEBPOMUHECKUU  OmeK,
MyIbmugopmuas — spumema, — aioneyus, — 1eKAPCMEEHHAS.  CblNb €
D03UHODUIUET U CUCMEMHbIMU NPOsGTeHUIMU (cM. pazden 4.4)

HapymeHnus co CTOpOHBI CKeJIeTHO-MbIIIEYHON CHCTEMBbI H COeJHHUTEJILHOH TKAHU
Yacto apTpairys, MUaIrusi, 00JIb B CIIMHE, MBILIEYHbIE IOJEPIUBAHMS
Uacrora HEe yCTaHOBIEHA |pabO0oMUOIU3, MUOKIOHYC

Hapyuenusi co cTOPOHBI I0YeK M MOYEBBIBOASLIUX IyTel

YacToTa HE YCTaHOBJIICHA |0CMpas NOYEYHAsl HeOOCMAMOYHOCMb, He0epICanue Moyl
Hapyuenusi co cTOPOHBI 0JI0BBIX OPraHOB M MOJIOYHOM KeJie3bl

Yacto HMITOTEHITAS

YacToTa HE YCTAHOBIICHA |2Unepmpoghus MOJOUHBIX Jicele3, SUHEKOMACMUSL, CeKCYanbHAsl OUCHYHKYUS
(6KI04aAsL UBMEHEHUSL TUOUOO, HAPYUIEHUS IAKYIAYUY U AHOP2AZMUTIO)

Oﬁlll](le paCCTPOﬁCTBa N HAPYUICHHUSI B MECTEC BBCACHUSA
OueHb 4acTo YTOMJIIAIEMOCTbD, IMMOBBINICHUEC TEMIICPATYPhI TCJIa

Yacto nepudepudeckre 0TeKH, HapyIICHUE TIOX0JIKH, aCTEHUs, 00Jb, HEJJOMOT aHHE,
TPHUIITIONIOIO0HBI CHHAPOM

Heuwacto TCHCPAJIN30BaHHBIC OTCKH

YacToTa HE YCTAHOBIICHA |peakyuu «OmMeHbly (uauje mpeoiCHOCMb, OeCCOHHUYA, MmowHoma, 0o,
nomausocms), 6016 8 2epyOHOU KiemKe 3apecucmpuposansl Caydau
6HE3ANHOU cMepmu 0e3 YCMAHOGLEHHOU NPUYUHLL, OOHAKO UX C6A3b C
npumenenuem 2abaneHmuta He YCmaHoe1end.

JlaGopaTopHble 1 HHCTPYMEHTAJIbHBIE JAHHbIE

Yacto CHIDKCHHE KOJIMIECTBA JICUKOIIMTOB, IprOaBKa MacChl Tela
Heuacto MOBBINIIEHNE TTOKa3aTened GyHkiun nedeny, Takux kak CI'OT (ACT), CI'TIT
(AJIT) u bunupyOuHa

UYacroTa HE YCTAaHOBJIEHA |NO8blUlEeHUE COOEPHCAHUSA KpeamUHpoc@oKuHasbl 8 Kposu
TpaBmbl, OTPaBJIEeHHUA U OCIO0KHEHHS TPOLENYP
Yacrto CJy4aiiHasi TpaBMa, IepesioM, CCauHa

Heuacto naaCHUuA

Bo BpeMs neueHHs TabaneHTHHOM PETHCTPUPOBANKCH CIyYad OCTPOTO MaHKpeaTtuTa. X CBs3b ¢
pUMEHEHHEM TabareHTrHA HescHa (cM. paszen 4.4).



Yy DaMCHTOB, HaAXOOAIIMUXCA Ha TIEMoaualin3€ B CBA3U C IMOYCYHOM HEJOCTaTOYHOCTBIO B
TepMHHaﬂLHOﬁ cTagunu, Ha6J'IIO,I[aJ'IaCL MHOIIATUA C MMOBBIICHUEM COACPIKAHUA KPCATUHKHUHA3bI.

I/IHq)CKLII/II/I JABIXaTCIIbHBIX HyTeﬁ, Cpe,[[HI/Ifl OTUT, CYAOPOru U 6pOHXI/IT PErucTpupoOBaIMCh TOJIBKO B
KIIMHUYCCKUX HCCIICAOBAHUAX Y HeTeﬁ. KpOMC TOr0, B KIIMHUYCCKUX HUCCICAOBAHUNAX Y z[eTeﬁ qacTo
Ha6J'IIOI[aJ'IOCB arp€CCMBHOC NTOBEACHHUE U TUIICPKUHESBI.

Hepez[aqa I/IHd)ODMaIII/H/I 0 IMOJ03PpEBACMBIX HEKECIIATCIIbHbBIX PCAKIINAX

[epenaua nHGOPMAIMHU O TIO03PEBAEMBIX HEKETATEIBHBIX PEaKIUAX MOCIEe PETUCTPALIMU TIperapaTa
umeer Oompmioe 3HaueHue. COOp »TOH WHGOPMAIMHM TO3BOJSET HENPEPHIBHO KOHTPOIHPOBATH
COOTHOIICHUEC T1IOJb3bI M pPUCKA, CBA3AHHBIX C TMPUMECHCHUEM JICKAPCTBECHHOI'O IIperiapara.
MenunuHckux pabOTHHUKOB MPOCAT cooOmaTh HMHGOpMALMI0O O JIIOOBIX  IOJI03pEBaeMBbIX
HEXeJIaTeNbHBIX PEeaKIiiIX depe3 OOLMIeHAaNNOHANBHYIO CHCTeMy cOopa MH(pOpMauu, yKa3aHHYIO B
npunoxesun V .

4.9. llepeno3upoBka

OcTphble, YIrpOXKAIOIIUE KU3HU, TOKCHYECKHUE 3PPEKThI OTCYTCTBOBAIM Jaxe MPH MEPEI03UPOBKE C
MIPUEMOM TIpenaparta B Jo3ax A0 49 r B CyTku.

CHUMITTOMEI  TIEPEIO3MPOBKH  BKITIOYAIA TOJIOBOKPY)KEHHE, NTBOCHWE B TIJIa3aX, HEBHATHYIO pedb,
COHJIMBOCTb, IOTEPI0O CO3HAHUS, BSJIOCTh U JIETKYIO Juapero. Y BceX MAaIlMeHTOB HACTYIIIO
BBI3JIOpOBJIeHUE Ha (poHe mozepxkuBaroiiell Tepanun. CHIDKEHHE BCachblBaHHS TradalieHTHHA B Ooliee
BBICOKHX J[03aX MOJKET CIIOCOOCTBOBATh OTPaHUYEHHIO €TO BCACHIBAHMS IIPH TEPEIO3UPOBKE H, TAKUM
00pa3oM, MUHUMHU3HUPOBATh TOKCHUECKOE BO3/ICHCTBHE.

Ilepedosuposka ecabanenmuna, 6 0COOEHHOCMU 6 KOMOUHAyuu ¢ OpyeUMU JIeKapCMEeHHbIMU
npenapamamu, yenematowumu L{HC, mooicem npusooums x Kome.

XoTsi TabaneHTHH MOXET OBbITh BBIBEJCH W3 OpraHu3Ma IMyTeM IeMOJUalin3a, OIBIT MO0Ka3aj, 4YTo
00bIgHO 9TO He TpebyeTca. OMHAKO TPOBEJCHUE TEMOJHMATIHN3a MOXET OBITh IelIeCO00pa3Ho Yy
MMAIIMCHTOB C TSDKEIOH MOYeYHOM HEIOCTaTOUHOCTBIO.

B uccnenoBanusix ¢ BBejcHUEM rabaneHTHHA MbIIaM 1 Kpbicam B J03ax j0 8000 mr/kr nepopanbHas
JeranpHas 7i03a mpenapata He Obuia ompeneneHa. CHMITOMBI OCTPONM TOKCHUYHOCTH Y IKHBOTHBIX
BKJIIOYAJIM aTaKCHIO, 3aTPYJHCHHOE [bIXaHHWE, NTO3, CHIKEHHE aKTHMBHOCTH HWJIM BO30YXKICHHOE
COCTOSIHUE.

5. ®APMAKOJIOTHYECKHUE CBOMCTBA
5.1. dapmakoaMHAMHKA

dapMakoTepaneBTHYECKAs rpynma. [IporuBosmuenTu4ecKue CpEICTBA. [Ipouwne
npoTtuBosnmienTHaeckne cpenacrea. Kog ATX: NO3AX12

Mexanusm JiecTBUA

l'abaneHTHH aKTUBHO NMPOHMKANI B TOJIOBHOW MO3T M NPEJOTBpAIal SMWICHTUYCCKUE MPUCTYIBI B
Pa3TUYHBIX HCCIICIOBAHUAX C MOJICIUPOBAHUEM DIWICIICHH Y KUBOTHBIX. ['abameHTHH HE o0namaer
cpoactBoM k I'AMK-penentopam (ramma-amuromacisiHoit kuciotel) GABA-A u GABA-B u ne
OKa3bIBacT BIUSHUS Ha ee¢ Merabomm3Mm. [lpemapar He CBs3BIBAaETCS C peENTOpaMU JPYTUX
HelpoMeInaToOpOB B TOJIOBHOM MO3Te M He B3aMMOJEWCTBYET C HATPUEBBIMH KaHanaMmu. | abameHTHH
XapaKTEPHU3YIOTCS BBICOKOW ad(GUHHOCTHIO CBI3BIBAHUSA ¢ CyObemuHUIleH ambda-2-menpra (020)
MOTCHI[HAJI3aBUCUMBIX KaJbIIMEBBIX KaHaoB. [Ipeamnonaraercs, 4To CBsI3bIBaHUE C CYOBEIUHHUIICH 020
MOJKET 00eCTIeYnBaTh MPOTHBOAIIIENTHYECKUH AP PEeKT rabaneHTnHa y )KUBOTHEIX. [Ipu mpoBeneHnn
IIMPOKOTO CIIEKTPa CKPUHUHTOBBIX FICCIIEOBAHUMA HE OBIJIO OOHAPYKEHO, YTO KaKue-TH00 MpenapaTsl
BO3JICHCTBYIOT Ha JPYTUE MUILIECHHU, KPOME CyOBEUHUIIBI 0.20.
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JlaHHBIC HECKOJNBKHUX JOKIMHHYSCKUX HCCICJIOBAHUN C MOJCIMPOBAHHEM CBHUJCTEIBCTBYIOT O TOM,
410 (hapMaKoJIOrHYecKas AaKTHBHOCTh Ta0aleHTHHA MOXET ObITh OOYCIIOBIICHA CBSI3BIBAHHEM C
cyObemuHUIIEH 020 M CHIKEHUEM BBICBOOOKIICHHUS BO30YKIAIONTUX HEHPOMEIUATOPOB B PA3ITUIHBIX
OT[ieNax IICHTPAJbHOW HEPBHOM CHUCTEMBI. OTO JICWCTBUE MOMET Jiekarb B  OCHOBE
MPOTHUBOCYIOPOXKHON aKTHBHOCTH rabaneHTUHA. Pojb JaHHBIX 3()(EKTOB B MPOTUBOCYAOPOKHON
AKTHBHOCTH Ta0alleHTHWHA Y YeJIOBEKa ellle He U3yUcHa.

abanenTHH Takxe NPoABIsT )(PEKTUBHOCTD B P AJOKIMHUYECKUX HCCIEIOBAHHUAX HA KMBOTHBIX
¢ MoxenupoBanueM Ooxu. IlpemmonaraeTcs, 4ro cCHelu(UUECKOe CBA3BIBaHHE Tal0alleHTHHA C
cyObenuHuIel 020 BBI3BIBAET HECKOJNBKO PAa3NUYHBIX I(PPEKTOB, KOTOPbIE MOTIH O0ECTeYHBATh
aHaJbreTHYEeCKOe JISHCTBUE MPH MOACTHPOBAHUH OONH Y )KUBOTHBIX. ['a0alieHTHH MOXKET OKa3bIBaTh
aHaJIbreTHYECKOe JCHCTBIE Ha YPOBHE CIIMHHOI'O MO3Ta M BBICIIMX ILIEHTPOB T'OJIOBHOI'O MO3Ta ITyTEM
B3aUMOZCHUCTBHS C HUCXOAALIMMHU TOPMO3SIIIUMH Iy TSIMHU OOJIEBOM YyBCTBUTEIBHOCTH.

Poms  atux 93(ddexToB, BBHISBICHHBIX B JOKIMHUYECKUX HCCICAOBAHMAX, B KIMHHUYECKOH
3¢ GEeKTUBHOCTH Mpenapara y 4yesioBeKa He U3ydeHa.

Knnnndgeckas 3¢ ¢dhekTHBHOCTD M 0€300aCHOCTD

B kIMHMYECKOM HCCIENOBAaHMM C OLEHKOW BCIIOMOTATEIbHOM Tepamuu IpU NapLUUaIbHBIX
SMWJICTTHYECCKUX MPUCTYIIAX y JAeTel B Bo3pacTe 3—12 et gactora AoctixkeHus 50%-Horo oTeera B
rpymre rabarmeHTHHa OblIa YHCICHHO (HO CTAaTHCTUYECKH HE JOCTOBEPHO) BBINIE, Y€M B TPYIIIES
rrane6o. JlomoTHUTENbHBIA PETPOCIIEKTUBHBIA aHAIM3 YacTOThl OTBETAa B PAa3IMYHBIX BO3PACTHBIX
rpymmnax (3—5 ner u 6—12 5er) He BBIABHI CTATUCTUYECKH 3HAYMMOIO BIHMSHHUS BO3pacTta B BHIC
HEeNpepbIBHOM M OMHAapHOW NepeMeHHOM. Pe3ynpTaThl 3TOro IOMOIHUTENBHOTO PETPOCIEKTHBHOTO
aHaJn3a MPEeJICTaBIICHBI B TAOIHUIIC HUXKE.

OtBet (250 % yayuieHune) B 3aBHCHMOCTH OT I'PYININbI Je4eHHsI H Bo3pacTa
B nonyysauu MITT*
Bospacthas rpynna | Ilinane6o I'abaneHTHH P-Besmunna
<6 ger 4/21 (19,0%) 4/17 (23,5%) 0,7362
6-12 ger 17/99 (17,2%) 20/96 (20,8%) 0,5144
*MITT — wmoauduuupoBanHas momyJsiius intent to treat, xoropas BKIOYaga BCEX MAIMEHTOB,

PaHIOMU3UPOBAHHBIX B TPYNITYy JIEYEHUS UCCIIEyEMBIM MPENapaToM U NPEIOCTABUBIINX HPUTOHbIE
JUTSL OIICHKH JIAHHBIC JTHEBHHMKA MUJICITUYCCKUX MPUCTYIOB 32 28-7HEBHBIN MEPUOJ| B HAYAIbHONH U
JIBOMHOM cnienol (hazax UCCIIeIOBaHUS.

5.2. ®apmakoknHeTHKA

BcaceiBanue

MaxkcuManbHasi KOHIIGHTpAIs rabdareHTHHA B IIa3Me KPOBH JIOCTUTAETCs uepe3 2—3 vaca Mociie ero
nepopaspHOro mnpuema. buomoctymHocTh TabameHTHHA (IIONIST BCOCABILEToCs Iperapara) HMeeT
TEHJICHIMIO K CHIDKEHHIO 10 Mepe MOBBIIIEHUS A03bl. AOCOIIOTHAs OMOIOCTYIHOCTh MOCIE MpHeMa
karicynel 300 Mr cocraBnser nmpubmmsurenbHo 60 %. Iluma, B ToM uncie oboraieHHas KApaMu, He
OKa3bIBaeT KJIMHUYECKH 3HAYUMOTO BIHSHUS Ha (PapMaKOKHHETHKY Ta0areHTHHA.

dapmakoknHeTHKa TaballeHTHHA HE W3MEHSCTCS NMPH ero MHOTOKPATHOM IpueMe. B KIMHHYecKHx
MCCIIEIOBaHUSAX KOHLICHTpauus rabarneHTHHa B IJIa3Me KPOBH COCTaBIIsUIa, Kak mpaBuio, 2—{120 pr/mi,
OJIHAKO ITH BEJIMYMHBI KOHIICHTPAIIMU HEIh3sI UCIIONB30BATh YISl POTHO3UPOBAHUS OE30MaCHOCTH WITH
a¢pdexrrBHOCTH. [ToKazarenu hapMakKOKMHETUKH NPENICTABICHBI B Tabmuiie 3.
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Ta6auna 3
Oo6o0mennbie cpennue (%KB) nokazareqn (GpapMaAKOKHMHETHKH ra0aneHTHHA B PABHOBECHOM

COCTOSIHUMU TIPU NIpUEMe npenapara Ka;xable 8 uacoB

MMokazarenan 300 mr 400 mr 800 mr
¢apmakokunernkn (N =7) (N=14) (N=14)
Cpennsaa  %KB Cpennsis  %KB Cpennsis  %KB
BeJHYMHA BeJUYHHA BeJUYHHA
Crnax (1r/mur) 4,02 (24) 574 (38) 871 (29)
Tmax (1) 2,7 (18) 21 (54) 16 (76)
Ty (9) 5,2 (12) 108 (89) 106 (41)
AUC (0-8) 24,8 (24) 345 (34) 514 (27)
ureu/mJ)
Ae% (%) HII HIT 4772 (25) 344 (37)
Crax — MaKcHUMaslbHasi KOHIIEHTpAIUs Iperapara B IUla3Me KPOBH B PaBHOBECHOM
COCTOsSIHUMH.

tmax — BpeMst 10 TOCTHKEHUS Crax.

T1/, — mepuo BeiBeZieHUS B (ha3e DITUMHHAIIAH.

AUC .5y — momans noj (GapMaKOKHHETHYECKOH KPUBOW 3a MEpHOJ OT HYJIEBOI
TOYKH JI0 8 4acoB Mocie mpuema mnpernapara.

Ae% — mpolieHTHAs YacTh J03bI, BBIICIHBIIASCS C MOYOH B HEM3MEHEHHOM BHIIE 32
TIEPUOJ OT HYJIEBOW TOUKH /10 8 4acoB MocIie MprueMa Ipernapara.

HII — He npumeHnMo.

Pacnpenenenne
l'abaneHTHH He CBA3BIBAETCS ¢ OETKaMU IIa3MbI KPOBH, €T0 00BEM pacmlpeziesieH!s] CoCTaBisieT 57,7

7. Y MaIMeHTOB C SIMWJICTICUEH KOHIICHTpalys Ta0aleHTHHA B CIIMHHOMO3roBol skuakoctu (CMIK)
cocraBisuia npuoau3nTenbHo 20 % OT COOTBETCTBYIOIMIEH OCTaTOYHOW KOHIIGHTPAIMU Tpernapara B
IIa3Me KPOBH B PAaBHOBECHOM cCOCTOSHHH. [‘abanmeHTHH OOHapyXHBalCi B TPYJAHOM MOJIOKE
KOPMSIIITNX KCHITHH.

buorpancdopmanus

Jannapie o Merabomm3me ralaleHTHHA Yy YelIOBEKa OTCYTCTBYIOT. ['a0amleHTWH HE CTHMYJIHPYET
(hepMEHTAaTHUBHYIO aKTHBHOCTh OKCHJa3 TEYCHU CO CMEIIaHHOW (yHKIHEH, KOTOphIe y4acTBYIOT B
MeTaboIM3Me JIEKAPCTBEHHBIX MPENapaToB.

BriBeenne
l'abaneHTHH BBIBOAWTCS U3 OpPraHW3Ma B HEU3MECHEHHOM BHUJEC WCKIIOYHMTEIBHO ITyTEM IOYCYHOMN

skckpeuuu. Ilepmon momyBbiBemeHus! rabaneHTHHA B (a3e 3IMMUHALMK HE 3aBUCUT OT O3Bl U
COCTaBJISIET B CpeTHEM 5—7 4.

v JIMI TTOXUWJIOTO BO3pacTa U IIpH IMOYCYHOU HEJOCTAaTOYHOCTH Ha6J'IIOI[aeTCH 3aMCJICHUE KIIMPEHCA
Kp€aTUHUHA U3 IIJIa3Mbl KPOBH. KoncranTa CKOpPOCTH 3JIMMUHAIIMH, KIUPCHC M3 ILIa3Mbl KPOBU U
MMOYCYHBIN KIIMPCHC rabaneHTrHa pAMO MPONOPIUOHAIIBHBI BEJIMYUHE KIIMPEHCA KPEAaTUHUHA.

[abaneHTHH BBIBOAWTCS M3 IUIA3Mbl KPOBHU MpH TemMojauanuse. [Ipu HapyieHnu QyHKIUH TIOYEK U Y
MAIMEHTOB, HAXOSIIUXCS HA TEMOIHATN3E, PEKOMEHIYETCS MTPOBOIUTH KOPPEKIIMIO J03BI Mpenaparta
(cMm. pasgen 4.2).

dapMakoKWHETHKa TabalieHTHHA y JIeTed OIleHWBAllach B UCCIENOBaHUM ¢ ydacTreM 50 30pOBbIX
nerelt B Bozpacre oT 1 Mecsaua a0 12 ner. KonuenTpanuu rabaneHTHHA B TIa3Me KPOBH IIPU pacdere
Ha MI/KT, B LI€JIOM, ObUTH CXOJHBIMHU Yy A€Tel cTapiue 5 J1eT U y B3pOCIbIX.

B (dapmakokuHeTHUECKOM HCCIeIOBaHMU Y 24 3M0pOBBIX JeTell B Bo3pacte 1-48 mecsiieB ObLIO
BBISIBJIICHO CHIDKEHHE TUTomaau noxa (apmakokuHernueckoit kpuBoit (AUC) npubmusurensHo Ha 30
%, cHmkeHne Cpmax W TOBBINICHUE KIMpPEHCA MPU pacdyeTe Ha €JUHUIYy MacCy Tela B CPaBHEHHH C
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JaHHBIMH, IMOJTYYCHHBIMU Y ﬂeTeﬁ cTapuic 5 ner.

JIMHEHHOCTE/HENMHENHOCTE PapMaKOKHHETHKHI

BuonoctynHoCcTh rabameHTHHA (JOJIE BCOCABIIETOCS Mperapara) CHUXKACTCS MO0 MEPEe IOBBIIICHUS
03B, YTO OOYCIIOBIMBAaET HEIMHEWHOCTh TIOKa3arelell (papMaKkOKWHETHKH, 3aBUCAIINX OT
ouonocrymuoctu (F), takmx xak Ae%, CL/F u Vd/F. ®dapmakokuHernka (Hassl SIMMHUHALNN
(mokazaTenu (hapMaKOKMHETHKH, He 3aBHcsmme oT F, takue kak CLr u Ty,) Hammydmmm odpasom
OMKCHIBACTCS C TOMOIIBI0 JHHEWHOW Mojenu. KoHIeHTpaluu ra0arneHTHHA B IUIa3Me KPOBH B
PaBHOBECHOM COCTOSIHMM TIPOTHO3UPYIOTCSI HA OCHOBAaHWH AHHBIX, IOJYYCHHBIX IIPH BBEICHHUH
npernapara B 0OTHOKPaTHOH J103¢€.

5.3. JlanHble JOKJINHAYECKUX NCCIeTOBAHUIA 0 0€30MaCHOCTH

KanneporeHHoCTh

l'abanentun BBOomMH ¢ numied mpimaM B qo3ax 200, 600 u 2000 mr/kr/neHp u kpbicam B mo3ax 250,
1000 u 2000 mr/kr/meHs B TedeHue 2 JeT. Y CaMIIOB KpBIC, IMOMYYaBIINX MPenapar B BBICIIEH H03€,
OBLIO O0HAPYIKEHO CTATUCTHUYECKUA 3HAYMMOE MOBBIMICHUE YaCTOTHI OMYXOJCH M3 al[MHAPHBIX KIETOK
MOJIKEITY TIOUHOM JKeJie3bl. MakcuMasbHass KOHIEHTpAIUs ra0arneHTUHa B IUIa3Me KPOBU KPBIC MPH
BBeneHun 10361 2000 mr/kr/mens Obuta B 10 pa3 Bbllie, yeM KOHIIGHTpAlUs raballeHTHHA B TUIa3Me
KpOBHM uejloBeka mpu ero npueme B 03¢ 3600 wmr/aenp. Omyxoiud W3 alMHAPHBIX KIETOK
MOJIKEITY IOYHOM JKEJIe3bl Y CAMIIOB KPBIC UMEIH HU3KYIO CTEICHb 3JI0KAYSCTBCHHOCTH, HE BIIUSIIM Ha
BBDKHBAEMOCTh, HE METACTA3MPOBATH, HE MPOPACTATH B OKPYXKAIOIIME TKAHU U OBLIM CXOTHBIMH C
OMyXOJISIMH, OOHAapY)KCHHBIMH B TIpPYyIIaxX KOHTPOJA. 3HAYUMOCTh OOpa3oBaHMs OIyXOJed U3
AlMHAPHBIX KJICTOK IOJKENYyJOYHOM JKEJIe3bl y CaMIOB KpBIC [0 OTHONICHHIO K PHCKY
KaHIepOreHHOTo AP QeKTa y uenoBeKa HesiCHa.

MyTareHHOCTh
l'abanenTHH He 00Janan reHOTOKCHYHOCTHhIO. CTaHIapTHBIC MCCICIOBAaHMS B YCIOBHAX IN Vitro Ha

KJIETKaX MIICKONHUTAIOIIMX MOKa3aJM, YTO Yy Tpernapara OTCYTCTBYeT MyTareHHbI 3ddexT.
[abameHTHH HE BBI3BIBAN 00pa30BaHHWE CTPYKTYPHBIX XPOMOCOMHBIX aleppanuii B KIETKax
MIICKOMMTAIONIMX B YCJIOBUSX IN Vitro u in ViVO 1 He BbI3bIBAJ 00pa3oBaHHWE MHKPOSIEpP B KIETKaX
KOCTHOT'O MO3ra XOMSKOB.

Hapymenwne dbepruapHOCTH

Beenenne rabameHtrHa kpbicam B jgo3ax g0 2000 mr/kr (mpuOMM3UTENBHO B 5 pa3 BEIIE YeM
MAKCHMAaNbHAS CyTOYHAs 1032 y 4YelOBEKA HpH pacdere HAa Mr/M° IOBEPXHOCTH Tela) He
COTIPOBOXKIAJTIOCH HEXeTaTeTbHBIMU 3 (PEeKTaMi CO CTOPOHBI (PePTHIIBHOCTA WJIM PENpOAYKTHBHOM
CUCTEMBI.

TeparoreHHOCTH

BBenenne rabaneHTHHA MbIIIaM, KPbICAaM W KPOJMKAM B JI03aX, MPEBBIMAIOIINX CYTOYHYIO JI03Y Y
yenoBeka (3600 mr) B 50, 30 u 25 pa3 coorBercTBeHHO (B 4, 5 M 8 pa3 BbIlIe CyTOYHOH O3Bl Y
4eToBeKa MU pacdere Ha MI/MZ), He MPUBOJWIO K YUAIEHHIO MOPOKOB PAa3BUTHS y TOTOMCTBA B
CPaBHEHHH C TPYIION KOHTPOJIS.

['abameHTHH BBI3BIBAN 3aJEPXKKY OCCH(HMKAIMM uyeperna, MO3BOHKOB, a TAKXKE MEPeIHUX U 3aTHHX
KOHEYHOCTEH y TPBI3YHOB, YTO YKa3bIBaJO Ha 3aMeJUIeHUEe BHYTPUYTPOOHOTO pa3BUTHS ILUIOAA. JTH
3¢ dekThl HAOIIOJATUCH NIPU TIEPOPATIBHOM BBEJICHUM Ta0alieHTHHA OCpEeMEHHBIM CaMKaM MBIIICH B
no3e 1000 wmu 3000 Mr/kr/neHp B epuoj opraHorene3a U camkam Kpbic B 03¢ 2000 mr\kr 10 u Bo
BpeMsl CIIapHBaHWA W B TEUYEHHE BCETO IMepHoja TecTalud. OTH 03kl MpuOmm3uTeiarHo B 1-5 pas
BhIIIe 10361 3600 Mr y yenoBeKa IpH pacueTe Ha MI/M’,

[Ipu BBenmeHuu rabaneHTHHA OEpeMEHHBIM caMkaM Mbltield B 1o3e 500 mr/kr/aeHp (IpuOIU3UTENBEHO
1/2 OT CYTOYHOI 03Bl YeTOBEKA [PH PacueTe Ha MI/M>) Kakue-mi60 3GMEKTH OTCYTCTBOBAIIH.

[loBblIeHHE YaCTOTBHI THAPOypeTepa W/WIM TUApPOHEePpo3a HaAOIIONAIOCh y KPBIC, IMOMYYaBIIMX
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rabanenTiH 1o 2000 Mr/kr/meHb B HCCIEIOBAaHWU BIMSHUSA HAa (EPTUIBHOCTh U  OOIIYIO
penponyKTUBHYHO (yHKIHO, 1o 1500 Mr/Kr/meHs B MccieI0BaHUH TEPaTOTEHHOCTH, a Takxke 1o 500,
1000 u 2000 mr/KT/MeHD B MCCICIOBAHUN BIIUSHIS Ha TIEPH- U MIOCTHATAIBHOS Pa3BUTHE. SHAYUMOCTD
9THX SIBIICHUH HE SCHA, OJHAKO OHU acCOLMHPOBAIUCH C 3aMeIUICHHEM BHYTPHYTPOOHOTO Pa3BUTHS.
TH K03BI TAKKE IPUOITH3UTENBHO B 1-5 pas Bbime 10361 3600 MT y YelIOBeKa IPH pacyeTe Ha MI/M-.

B wuccnemoBaHMM TEpaTOTEHHOCTH BBeJEeHUE rabarmeHTHHa Kpoiaukam B jgo3ax 60, 300 m 1500
MT/KI/JIeHb B IIEPHOJ OPTaHOTeHE3a COMIPOBOXKIAIOCH TOBBIIIIEHUEM YaCTOTHI TOCTUMILIAHTAIIMOHHBIX
OTEPh. DTH J03bI MpuOIu3uTeasHo B 0,25 - 8 pa3 BhIlIe CyTOUHBIX 103 v uenoBeka (3600 mr) mpu
pacuere Ha Mr/M°. JIaHHBIX HEIOCTATOYHO IUIS HMCKIIOUEGHHS COOTBETCTBYIOIIErO pPHCKA IPHU
NPUMCHEHUH y JFO/ICH.

6. DAPMAINEBTUUYECKHUE XAPAKTEPUCTUKHA

6.1. IlepeyeHb BCIOMOTaTeJbHBIX BENIECTB

Coldepoicumoe Kancyvl: MAacHusi cmeapam, MANbK, KPAXMAl NPedCceramuHupOS8antblll, IaKmo3bl
MOHOo2UOpam.

Teepoas sicenamunosas kancyia.: gceneza oxcuo sceamoiil (E 172), oceneza oxcud kpacuwiii (E172),
mumana ouoxcud (E 171), scenamun.

6.2. HecoBMecTUMOCTH

Henpumenumo.

6.3. Cpok rogHocTu

5 mer.
He npumeHsTh 10 HCTEYEHUU CPOKA TOTHOCTH, YKa3aHHOTO Ha YIIAaKOBKE.

6.4. OcoOble MepbI MPETOCTOPOKHOCTH MPU XPAHEHUH

XpaHuTh pu TeMIiepaType He Baiie 25 °C.
XpaHHUTh B HEIOCTYITHOM IS IeTel MecTe.

6.5. Tun U coaep:KkUMoOe YIAKOBKH

10 xaricyn B 6muctepe n3 mwienku [IBX/TIBJ/IX u dhonbru amroMuHHEBOM.
5 i 10 6rcTepoB B KAPTOHHOM KOPOOKE C MPUII0KEHHONH HHCTPYKIMEH 10 TPHUMEHEHHIO.

6.6. OcoOble MepbI MPETOCTOPOKHOCTH MPH YTHIN3AIUH

Oco0ble yka3aHHsl OTCYTCTBYIOT.

IIpumeyanue: ¥ (OgUH KpPECT)

Hoctynnocts: rpymma |1.

JlexapcTBEeHHBIN Mpenapat otiyckaercs 1o peuenty (V).

7. JEPXATEJDb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUS
OAO «I'eneon Puxtep»

1103 Bynamemr,
yi. Jémpén, 19-21.
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Benrpus

8. HOMEPA PETUCTPAIIMOHHBIX YIOCTOBEPEHUI
PV Ne 14382 ot 16.04.2015.
9. JIATA TIEPBOM PETUCTPAIIMW/IIEPEPETUCTPAIIAN

Jara nepBuuHoii peructparmn: 14.12.2005.
[ara nepepeructparun: 16.04.2015.

10. [JATA HEPECMOTPA TEKCTA

26.07.2019 .
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