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OSELOW 30/45/75

Oseltamivir Phosphate Capsules 30 mg, 45 mg and 75 mg

Name of the medicinal product
OSELOW 30/45/75 (Oseltamivir Phosphate Capsules 30/45/75 mg)

Label claim:

Oseltamivir Phosphate Capsules 30/45/75 mg

Each hard gelatin capsule contains oseltamivir phosphate Ph.Eur
equivalent to oseltamivir 30/45/75 mg

For the full list of excipients, see pharmaceutical particulars.

Pharmaceutical form

Oseltamivir Phosphate Capsules 30 mg

Size “4” hard gelatin capsules with light yellow opaque colour body with black colour band,
imprinted with “M™ and light yellow opaque colour cap imprinted with “30 mg”.

Oseltamivir Phosphate Capsules 45 mg
Size “4” hard gelatin capsules with grey opaque colour body with black colour band, imprinted
with “M” and grey opaque colour cap imprinted with “45 mg”.

Oseltamivir Phosphate Capsules 75 mg
Size “2” hard gelatin capsules with grey opaque colour body with black colour band, imprinted
with “M" and light yellow opaque colour cap imprinted with “75 mg”.

Clinical particulars

Therapeutic indications

Treatment of influenza

Oseltamivir Phosphate is indicated in adults and children including full term neonates who
present with symptoms typical of influenza, when influenza virus is circulating in the
community. Efficacy has been demonstrated when treatment is initiated within two days of first
onset of symptoms.

Prevention of influenza

- Post-exposure prevention in individuals 1 year of age or older following contact with a
clinically diagnosed influenza case when influenza virus is circulating in the community.

- The appropriate use of Oseltamivir Phosphate for prevention of influenza should be
determined on a case by case basis by the circumstances and the population requiring
protection. In exceptional situations (e.g. in case of a mismatch between the circulating and
vaccine virus strains, and a pandemic situation) seasonal prevention could be considered in
individuals one year of age or older.

- Oseltamivir Phosphate is indicated for post-exposure prevention of influenza in infants less
than 1 year of age during a pandemic influenza outbreak.

Oseltamivir Phosphate is not a substitute for influenza vaccination.

The use of antivirals for the treatment and prevention of influenza should be determined on the
basis of official recommendations. Decisions regarding the use of oseltamivir for treatment and
prophylaxis should take into consideration what is known about the characteristics of the
circulating influenza viruses, available information on influenza drug susceptibility patterns for
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populations,

Posology and method of administration

Posology

Oseltamivir Phosphate hard capsules and Oseltamivir Phosphate suspension are bioequivalent
formulations. 75 mg doses can be administered as either

- one 75 mg capsule or

- one 30 mg capsule plus one 45 mg capsule or

- by administering one 30 mg dose plus one 45 mg dose of suspension.

Commercially manufactured Oseltamivir Phosphate powder for oral suspension (6 mg/ml) is
the preferred product for paediatric and adult patients who have difficulties swallowing
capsules or where lower doses are needed.

Adults, and adolescents 13 years and over
Treatment: The recommended oral dose is 75 mg oseltamivir twice daily for 5 days for
adolescents (13 to 17 years of age) and adults.

Body Weight Recommended dose for S days | Recommended dose for 10 days*
Immunocompromised Patients

> 40 kg 75 mg twice daily 75 mg twice daily

* The recommended treatment duration in immunocompromised adults and adolescents is
10 days.

See Special Populations, Immunocompromised Patients for more information.

Treatment should be initiated as soon as possible within the first two days of onset of symptoms
of influenza,

Post-exposure prevention: The recommended dose for prevention of influenza following close
contact with an infected individual is 75 mg oseltamivir once daily for 10 days for adolescents
(13 to 17 years of age) and adults.

Body Weight Recommended dose for 10 days | Recommended dose for 10 days
Immunocompromised Patients

> 40 kg 75 mg once daily 75 mg once daily

Therapy should begin as soon as possible within two days of exposure to an infected individual.

Prevention during an_influenza_epidemic_in_the community: The recommended dose for
prevention of influenza during a community outbreak is 75 mg oseltamivir once daily for up to
6 weeks (or up to 12 weeks in immunocompromised patients.

Paediatric population

Children 1 to 12 years of age

Oseltamivir Phosphate 30 mg, 45 mg and 75 mg capsules and oral suspension are available for
infants and children 1 year of age or older

Treatment. The following weight-adjusted dosing regimens are recommended for treatment of
infants and children 1 year of age or older:

Body Weight Recommended dose for 5 days | Recommended dose for 10 days*




10 kg to 15 kg

30 mg twice daily

30 mg twice daily

> 15 kg to 23 kg

45 mg twice daily

45 mg twice daily

> 23 kg to 40 kg

60 mg twice daily

60 mg twice daily

>40 kg

75 mg twice daily

75 mg twice daily

*The recommended treatment duration in immunocompromised children (> 1 year old) is
10 days. See Special Populations, Inmunocompromised Patients for more information.
Treatment should be initiated as soon as possible within the first two days of onset of symptoms

of influenza.

Post-exposure prevention:. The recommended post-exposure prevention dose of Oseltamivir

Phosphate 1s:

Body Weight

Recommended dose for 10 days

Recommended dose for 10 days
For Immunocompromised
Patients

10 kg to 15 kg

30 mg once daily

30 mg oncc_daily

>15kgto 23 kg

45 mg once daily

45 mg once daily

> 23 kg to 40 kg

60 mg once daily

60 mg once daily

> 40 kg

75 mg once daily

75 mg once daily

Prevention during an influenza epidemic _in_the community: Prevention during an influenza
epidemic has not been studied in children below 12 years of age.

Infants 0 - 12 months of age

Treatment: The recommended treatment dose for infants 0 - 12 months of age is 3 mg/kg twice
daily. This is based upon pharmacokinetic and safety data indicating that this dose in infants 0-
12 months provides plasma concentrations of the pro-drug and active metabolite that are
anticipated to be clinically efficacious with a safety profile comparable to that seen in older
children and adults. The following dosing regimen is recommended for treatment of infants 0-

12 months of age:

Body weight* Recommended dose for 5 days |Recommended dose for 10 days**
Immunocompromised Patients
3 kg 9 mg twice daily 9 mg twice daily
4 kg 12 mg twice daily 12 mg twice daily
Skg 15 mg twice daily 15 mg twice daily
6 kg 18 mg twice daily 18 mg twice daily
7 kg 21 mg twice daily 21 mg twice daily
8 kg 24 mg twice daily 24 mg twice daily
9 kg 27 mg twice daily 27 mg twice daily
10 kg 30 mg twice daily 30 g twice daily

* This table is not intended to contain all possible weights for this population. For all patients
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the patient.

Treatment should be initiated as soon as possible within the first two days of onset of symptoms
of influenza.

** The recommended duration in immunocompromised infants (0-12 months old) is 10 days.
See Special Populations, Immunocompromised Patients for more information.

This dosing recommendation is not intended for premature infants, i.e. those with a post-
conceptual age less than 36 weeks. Insufficient data are available for these patients, in whom
different dosing may be required due to the immaturity of physiological functions.

Post-exposure prevention: The recommended prophylaxis dose for infants less than 1 year of
age during a pandemic influenza outbreak is half of the daily treatment dose. This is based upon
clinical data in infants and children 1 year of age or older and adults showing that a prophylaxis
dose equivalent to half the daily treatment dose is clinically efficacious for the prevention of
influenza. The following age-adjusted dosing prophylaxis regimen is recommended for infants
0 - 12 months of age.

Age Recommended dose for 10 days | Recommended dose for 10 days
Immunocompromised Patients

0 - 12 months 3 mg/kg once daily 3 mg/kg once daily

This dosing recommendation is not intended for premature infants, i.e. those with a post-
conceptual age less than 36 weeks. Insufficient data are available for these patients, in whom
different dosing may be required due to the immaturity of physiological functions.

Prevention during an_influenza epidemic_in_the community: Prevention during an influenza
epidemic has not been studied in children 0-12 months of age.

Special populations

Hepatic impairment

No dose adjustment is required either for treatment or for prevention in patients with hepatic
dysfunction. No studies have been carried out in paediatric patients with hepatic disorder.

Renal impairment
Treatment of influenza: Dose adjustment is recommended for adults and adolescents (13 to
17 years of age) with moderate or severe renal impairment. Recommended doses are detailed
in the table below.

Creatinine clearance Recommended dose for treatment

> 60 (ml/min) 75 mg twice daily

> 30 to 60 (ml/min) 30 mg (suspension or capsules) twice daily
> 10 to 30 (ml/min) 30 mg (suspension or capsules) once daily
< 10 (ml/min) Not recommended (no data available)
Haemodialysis patients 30 mg after each haemodialysis session
Peritoneal dialysis patients* |30 mg (suspension or capsules) single dose

* Data derived from studies in continuous ambulatory peritoneal dialysis (CAPD) patients; the
clearance of oseltamivir carboxylate is expected to be higher when automated pentonea]
dialysis (APD) mode is used. Treatment mode can be switched from APD to CA
considered necessary by a nephrologist.




Prevention of influenza: Dose adjustment is recommended for adults and adolescents (13 to 17
years of age) with moderate or severe renal impairment as detailed in the table below.

Creatinine clearance Recommended dose for prevention

> 60 (ml/min) 75 mg once daily

> 30 to 60 (ml/min) 30 mg (suspension or capsules) once daily

> 10 to 30 (ml/min) 30 mg (suspension or capsules) every second day
< 10 (ml/min) Not recommended (no data available)
Haemodialysis patients 30 mg after every second haemodialysis session
Peritoneal dialysis patients* |30 g (suspension or capsules) once weekly

* Data derived from studies in continuous ambulatory peritoneal dialysis (CAPD) patients; the
clearance of oseltamivir carboxylate is expected to be higher when automated peritoneal
dialysis (APD) mode is used. Treatment mode can be switched from APD to CAPD if
considered necessary by a nephrologist.

There is insufficient clinical data available in infants and children (12 years of age and younger)
with renal impairment to be able to make any dosing recommendation.

Elderly
No dose adjustment is required, unless there is evidence of moderate or severe renal
impairment.

Immunocompromised patients

Treatment: For treatment of influenza, the recommended duration for immunocompromised
patients is 10 days. No dose adjustment is necessary. Treatment should be initiated as soon as
possible within the first two days of onset of symptoms of influenza.

Seasonal prophylaxis: Longer duration of seasonal prophylaxis up to 12 weeks has been
evaluated in immunocompromised patients.

Method of administration

Oral use.

Patients who are unable to swallow capsules may receive appropriate doses of Oseltamivir
Phosphate suspension.

Contraindications
Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

Special warnings and precautions for use

Oseltamivir is effective only against illness caused by influenza viruses. There is no evidence
for efficacy of oseltamivir in any illness caused by agents other than influenza viruses.
Oseltamivir Phosphate is not a substitute for influenza vaccination.

Use of Oseltamivir Phosphate must not affect the evaluation of individuals for annual influenza
vaccination. The protection against influenza lasts only as long as Oseltamivir Phosphate is
administered. Oseltamivir Phosphate should be used for the treatment and prevention of
influenza only when reliable epidemiological data indicate that influenza virus is circulating in
the community.

Susceptibility of circulating influenza virus strains to oseltamivir has been shown to be hlghly
variable. Therefore, prescribers should take into account the most recent mformagugyﬁffn'aﬁa};}}f\%%




on oseltamivir susceptibility patterns of the currently circulating viruses when deciding whether
to use Oseltamivir Phosphate.

Severe concomitant condition

No information is available regarding the safety and efficacy of oseltamivir in patients with any
medical condition sufficiently severe or unstable to be considered at imminent risk of requiring
hospitalization.

Immunocompromised patients
The efficacy of oseltamivir in either treatment or prophylaxis of influenza in
immunocompromised patients has not been firmly established.

Cardiac / respiratory disease

Efficacy of oseltamivir in the treatment of subjects with chronic cardiac disease and/or
respiratory disease has not been established. No difference in the incidence of complications
was observed between the treatment and placebo groups in this population.

Paediatric population
No data allowing a dose recommendation for premature children (< 36 weeks post-conceptual
age) are currently available.

Severe renal impairment

Dose adjustment is recommended for both treatment and prevention in adolescents (13 to
17 years of age) and adults with severe renal impairment. There is insufficient clinical data
available in infants and children (1 year of age or older) with renal impairment to be able to
make any dosing recommendation.

Neuropsychiatric events

Neuropsychiatric events have been reported during administration of Oseltamivir Phosphate in
patients with influenza, especially in children and adolescents. These events are also
experienced by patients with influenza without oseltamivir administration. Patients should be
closely monitored for behavioral changes, and the benefits and risks of continuing treatment
should be carefully evaluated for each patient

Interaction with other medicinal products and other forms of interaction
Pharmacokinetic properties of oseltamivir, such as low protein binding and metabolism
independent of the CYP450 and glucuronidase systems, suggest that clinically significant drug
interactions via these mechanisms are unlikely.

Probenecid

No dose adjustment is required when co-administering with probenecid in patients with normal
renal function. Co-administration of probenecid, a potent inhibitor of the anionic pathway of
renal tubular secretion, results in an approximate 2-fold increase in exposure to the active
metabolite of oseltamivir.

Amoxicillin
Oseltamivir has no kinetic interaction with amoxicillin, which is eliminated via the same
pathway, suggesting that oseltamivir interaction with this pathway is weak.

Renal elimination
Clinically important drug interactions involving competition for renal tubular secretion are

unlikely, due to the known safety margin for most of these substances, the elimi_gg'
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characteristics of the active metabolite (glomerular filtration and anionic tubular secretion) and
the excretion capacity of these pathways. However, care should be taken when prescribing
oseltamivir in subjects when taking co-excreted agents with a narrow therapeutic margin (e.g.
chlorpropamide, methotrexate, phenylbutazone).

Additional information

No pharmacokinetic interactions between oseltamivir or its major metabolite have been
observed when co-administering oseltamivir with paracetamol, acetylsalicylic acid, cimetidine,
antacids (magnesium and aluminium hydroxides and calcium carbonates), rimantadine or
warfarin (in subjects stable on warfarin and without influenza).

Fertility, pregnancy and lactation

Pregnancy

Influenza is associated with adverse pregnancy and foetal outcomes, with a risk of major
congenital malformations, including congenital heart defects. A large amount of data on
oseltamivir exposure of pregnant women from post-marketing reports and observational studies
(more than 1000 exposed outcomes during the first trimester) indicate no malformative nor
feto/neonatal toxicity by oseltamivir.

However, in one observational study, while the overall malformation risk was not increased,
the results for major congenital heart defects diagnosed within 12 months of birth were not
conclusive. In this study, the rate of major congenital heart defects following oseltamivir
exposure during the first trimester was 1.76% (7 infants out of 397 pregnancies) compared to
1.01% in unexposed pregnancies from the general population (Odds Ratio 1.75, 95 %
Confidence Interval 0.51 to 5.98). The clinical significance of this finding is not clear, as the
study had limited power. Additionally, this study was too small to reliably assess individual
types of major malformations; moreover, women exposed to oseltamivir and women unexposed
could not be made fully comparable, in particular whether or not they had influenza.

Animal studies do not indicate reproductive toxicity.

The use of Oseltamivir Phosphate may be considered during pregnancy if necessary and after
considering the available safety and benefit information (for data on benefit in pregnant women
please refer to section 5.1 “treatment of influenza in pregnant women™), and the pathogenicity
of the circulating influenza virus strain.

Breastfeeding
In lactating rats, oseltamivir and the active metabolite are excreted in milk. Very limited

information is available on children breast-fed by mothers taking oseltamivir and on excretion
of oseltamivir in breast milk. Limited data demonstrated that oseltamivir and the active
metabolite were detected in breast milk, however the levels were low, which would result in a
subtherapeutic dose to the infant. Considering this information, the pathogenicity of the
circulating influenza virus strain and the underlying condition of the breastfeeding woman,
administration of oseltamivir may be considered, where there are clear potential benefits to
breastfeeding mothers.

Fertility
Based on preclinical data, there is no evidence that Oseltamivir Phosphate has an effect on male
or female fertility.

Effects on ability to drive and use machines
Oseltamivir Phosphate has no influence on the ability to drive and use machines.

Undesirable effects
Summary of the safety profile




The overall safety profile of Oseltamivir Phosphate is based on data from 6049 adult/adolescent
and 1473 paediatric patients treated with Oseltamivir Phosphate or placebo for influenza, and
on data from 3990 adult/adolescent and 253 paediatric patients receiving Oseltamivir Phosphate
or placebo/no treatment for the prophylaxis of influenza in clinical trials. In addition,
245 immunocompromised patients (including 7 adolescents and 39 children) received
Oseltamivir Phosphate for the treatment of influenza and 475 immunocompromised patients
(including 18 children, of these 10 Oseltamivir Phosphate and 8 placebo) received Oseltamivir
Phosphate or placebo for the prophylaxis of influenza. In adults/adolescents, the most
commonly reported adverse reactions (ARs) were nausea and vomiting in the treatment studies,
and nausea in the prevention studies. The majority of these ARs were reported on a single
occasion on either the first or second treatment day and resolved spontaneously within 1-2 days.
In children, the most commonly reported adverse reaction was vomiting. In the majority of
patients, these ARs did not lead to discontinuation of Oseltamivir Phosphate.

The following serious adverse reactions have been rarely reported since oseltamivir has been
marketed: Anaphylactic and anaphylactoid reactions, hepatic disorders (fulminant hepatitis,
hepatic function disorder and jaundice), angioneurotic oedema, Stevens-Johnson syndrome and
toxic epidermal necrolysis, gastrointestinal bleeding and neuropsychiatric disorders.

Tabulated list of adverse reactions

The ARs listed in the tables below fall into the following categories: Very common (> 1/10),
common (> /100 to < 1/10), uncommon (> 1/1,000 to < 1/100), rare (> 1/10,000 to < 1/1,000),
and very rare (< 1/10,000). ARs are added to the appropriate category in the tables according
to the pooled analysis from clinical studies.

Treatment and prevention of influenza in adults and adolescents:

In adult/adolescent treatment and prevention studies, ARs that occurred the most frequently at
the recommended dose (75 mg bid for 5 days for treatment and 75 mg od for up to 6 weeks for
prophylaxis) are shown in Table 1.

The safety profile reported in subjects who received the recommended dose of Oseltamivir
Phosphate for prophylaxis (75 mg once daily for up to 6 weeks) was qualitatively similar to
that seen in the treatment studies, despite a longer duration of dosing in the prophylaxis studies.
Table 1 Adverse reactions in studies investigating Oseltamivir Phosphate for treatment and
prevention of influenza in adults and adolescents or through post-marketing surveillance

System Organ Adverse reactions according to frequency
Class (SOC)

Very common [Common Uncommon Rare
Infections and Bronchitis,
infestations Herpes simplex,
Nasopharyngitis,

Upper respiratory
tract infections,

Sinusitis
Blood and Thrombocytopenia
lymphatic system
disorders
Immune system Hypersensitivity |Anaphylactic
disorders reaction reactions,

Anaphylactoid
reactions




Psychiatric Agitation,
disorders Abnormal
behavior,
Anxiety,
Confusion,
Delusions,
Delirium,
Hallucination,
Nightmares,
Self-injury
Nervous system [Headache Insomnia Altered level of
disorders Consciousness,
Convulsion
Eye disorders Visual disturbance
Cardiac disorders Cardiac
arrhythmia
Respiratory, Cough, Sore throat,
thoracic and Rhinorrhea
mediastinal
disorders
Gastrointestinal |Nausea Vomiting Gastrointestinal
disorders Abdominal pain bleedings,
(incl. Upper Haemorrhagic
abdominal pain), colitis
Dyspepsia
Hepatobiliary Elevated liver Fulminant
disorders enzymes hepatitis, Hepatic
failure, Hepatitis
Skin and Eczema, Angioneurotic
subcutaneous Dermatitis, Rash, [oedema, Erythema
tissue disorders Urticaria multiforme,
Stevens-Johnson
syndrome,
Toxic epidermal
necrolysis
General disorders Pain
and Dizziness (incl.
administration vertigo),
site conditions Fatigue,
Pyrexia,
Pain in limb

Treatment and prevention of influenza in children:

A total of 1473 children (including otherwise healthy children aged 1-12 years old and
asthmatic children aged 6-12 years old) participated in clinical studies of oseltamivir given for
the treatment of influenza. Of those, 851 children received treatment with oseltamivir
suspension. A total of 158 children received the recommended dose of Oseltamivir Phosphate
once daily in a post-exposure prophylaxis study in households (n = 99), a 6~\’v{§:1{"mcdlaﬁ1§:\
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seasonal prophylaxis study (n = 49) and a 12-week paediatric seasonal prophylaxis study in
immunocompromised subjects (n = 10).

Table 2 shows the most frequently reported ARs from paediatric clinical trials.
Table 2 Adverse reactions in studies investigating Oseltamivir Phosphate for treatment and
prevention of influenza in children (age/weight based dosing [30 mg to 75 mg 0.d.])

System Organ|Adverse reactions according to frequency
Class (S0C) Very common |{Common Uncommon Rare
Infections and Otitis media,
infestations
Nervous  system Headache
disorders
Eye disorders: Conjunctivitis
(including red eyes,
eye discharge and
eye pain)
Ear and labyrinth Earache Tympanic
disorders: membrane
disorder
Respiratory, Cough, Rhinorrhea
thoracic and|Nasal
mediastinal congestion
disorders
Gastrointestinal |Vomiting Abdominal  pain
disorders (incl. upper
abdominal pain),
Dyspepsia,
Nausea
Skin and Dermatitis
subcutaneous (including
tissue disorders allergic and atopic
dermatitis)

Description of selected adverse reactions

Psychiatric disorders and nervous system disorders

Influenza can be associated with a variety of neurologic and behavioral symptoms which can
include events such as hallucinations, delirium, and abnormal behavior, in some cases resulting
in fatal outcomes. These events may occur in the setting of encephalitis or encephalopathy but
can occur without obvious severe disease.

In patients with influenza who were receiving Oseltamivir Phosphate, there have been post-
marketing reports of convulsions and delirium (including symptoms such as altered level of
consciousness, confusion, abnormal behavior, delusions, hallucinations, agitation, anxiety,
nightmares), in a very few cases resulting in self-injury or fatal outcomes. These events were
reported primarily among paediatric and adolescent patients and often had an abrupt onset and
rapid resolution. The contribution of Oseltamivir Phosphate to those events is unknown. Such

neuropsychiatric events have also been reported in patients with influenza who were nottaking,
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Oseltamivir Phosphate.

Hepato-biliary disorders
Hepato-biliary system disorders, including hepatitis and elevated liver enzymes in patients with
influenza-like illness. These cases include fatal fulminant hepatitis/hepatic failure.

Other special populations

Paediatric population (infants less than one year of age)

In two studies to characterize the pharmacokinetics, pharmacodynamics and safety profile of
oseltamivir therapy in 135 influenza infected children less than one year of age, the safety
profile was similar among age cohorts with vomiting, diarrhoea and diaper rash being the most
frequently reported adverse events. Insufficient data are available for infants who have a post-
conceptual age of less than 36 weeks. Safety information available on oseltamivir administered
for treatment of influenza in infants less than one year of age from prospective and retrospective
observational studies (comprising together more than 2,400 infants of that age class),
epidemiological databases research and post-marketing reports suggest that the safety profile
in infants less than one year of age is similar to the established safety profile of children aged
one year and older.

Older people and patients with chronic cardiac and/or respirator disease

The population included in the influenza treatment studies is comprised of otherwise healthy
adults/adolescents and patients “at risk” (patients at higher risk of developing complications
associated with influenza, e.g. older people and patients with chronic cardiac or respiratory
disease). In general, the safety profile in the patients “at risk”™ was qualitatively similar to that
in otherwise healthy adults/adolescents.

Immunocompromised patients

The treatment of influenza in immunocompromised patients were evaluated in two studies
receiving standard dose or high dose regimens (double dose or triple dose) of Oseltamivir
Phosphate. The safety profile of Oseltamivir Phosphate observed in these studies was consistent
with that observed in previous clinical trials where Oseltamivir Phosphate was administered for
treatment of influenza in noT-immunocompromised patients across all age groups (otherwise
healthy patients or “at risk” patients [i.e., those with respiratory and/or cardiac co-morbidities]).
The most frequent adverse reaction reported in immunocompromised children was vomiting
(28%).

In a 12-week prophylaxis study in 475 immunocompromised patients, including 18 children
1 to 12 years of age and older, the safety profile in the 238 patients who received oseltamivir
was consistent with that previously observed in Oseltamivir Phosphate prophylaxis clinical
studies.

Children with pre-existing bronchial asthma

In general, the adverse reaction profile in children with pre-existing bronchial asthma was
qualitatively similar to that of otherwise healthy children.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorization 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 (see details below).

Overdose

Reports of overdoses with Oseltamivir Phosphate have been received from clinical trials and
during post-marketing experience. In the majority of cases reporting overdose, nosadverse
events were reported. Al ¥
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Adverse events reported following overdose were similar in nature and distribution to those
observed with therapeutic doses of Oseltamivir Phosphate, described in section 4.8 Undesirable
effects.

No specific antidote is known.

Paediatric population

Overdose has been reported more frequently for children than adults and adolescents. Caution
should be exercised when preparing Oseltamivir Phosphate oral suspension and when
administering Oseltamivir Phosphate products to children.

Pharmacological properties

Pharmacodynamic properties

Pharmacotherapeutic group: Antivirals for systemic use, neuraminidase inhibitors ATC code:
JOSAHO02

Oseltamivir phosphate is a pro-drug of the active metabolite (oseltamivir carboxylate). The
active metabolite is a selective inhibitor of influenza virus neuraminidase enzymes, which are
glycoproteins found on the virion surface. Viral neuraminidase enzyme activity is important
both for viral entry into uninfected cells and for the release of recently formed virus particles
from infected cells, and for the further spread of infectious virus in the body.

Oseltamivir carboxylate inhibits influenza A and B neuraminidases in vitro. Oseltamivir
phosphate inhibits influenza virus infection and replication in vitro. Oseltamivir given orally
inhibits influenza A and B virus replication and pathogenicity in vive in animal models of
influenza infection at antiviral exposures similar to that achieved in man with 75 mg twice
daily.

Antiviral activity of oseltamivir was supported for influenza A and B by experimental challenge
studies in healthy volunteers.

Neuraminidase enzyme IC50 values for oseltamivir for clinically isolated influenza A ranged
from 0.1 nM to 1.3 nM, and for influenza B was 2.6 nM. Higher IC50 values for influenza B,
up to a median of 8.5 nM, have been observed in published studies.

Clinical studies

Treatment of influenza infection

The indication is based on clinical studies of naturally occurring influenza in which the
predominant infection was influenza A.

Oseltamivir is effective only against illnesses caused by influenza virus. Statistical analyses are
therefore presented only for influenza- infected subjects. In the pooled ftreatment study
population, which included both influenza-positive and -negative subjects (ITT), primary
efficacy was reduced proportionally to the number of influenza-negative individuals. In the
overall treatment population, influenza infection was confirmed in 67 % (range 46 % to 74 %)
of the recruited patients. Of the older subjects, 64 % were influenza-positive and of those with
chronic cardiac and/or respiratory disease 62 % were influenza positive. In all phase III
treatment studies, patients were recruited only during the period in which influenza was
circulating in the local community.

Adults and adolescents 13 years of age and older. Patients were eligible if they reported within
36 hours of onset of symptoms, had fever > 37.8 °C, accompanied by at least one respiratory
symptom (cough, nasal symptoms or sore throat) and at least one systemic symptom (myalgia,
chills/sweats, malaise, fatigue or headache). In a pooled analysis of all influenza-positive adults
and adolescents (N = 2,413) enrolled into treatment studies, oseltamivir 75 mg twice daily for
5 days reduced the median duration of influenza illness by approximately one day from 5.2 days
(95 % CI1 4.9 - 5.5 days) in the placebo group to 4.2 days (95 % CI 4.0 - 4.4 days; p <0.0001).
The proportion of subjects who developed specified lower respiratory tract co ppi‘;gaﬁﬁn&}_'




(mainly bronchitis) treated with antibiotics was reduced from 12.7 % (135/1,063) in the placebo
group to 8.6 % (116/1,350) in the oseltamivir treated population (p = 0.0012).

Treatment of influenza in high risk populations: The median duration of influenza illness in
older subjects (> 65 years) and in subjects with chronic cardiac and/or respiratory disease
receiving oseltamivir 75 mg twice daily for 5 days was not reduced significantly. The total
duration of fever was reduced by one day in the groups treated with oseltamivir, In influenza-
positive older people , oseltamivir significantly reduced the incidence of specified lower
respiratory tract complications (mainly bronchitis) treated with antibiotics from 19 % (52/268)
in the placebo group to 12 % (29/250) in the oseltamivir treated population (p = 0.0156).

In influenza-positive patients with chronic cardiac and/or respiratory disease, the combined
incidence of lower respiratory tract complications (mainly bronchitis) treated with antibiotics
was 17 % (22/133) in the placebo group and 14 % (16/118) in the oseltamivir treated population
(p =0.5976).

Treatment of influenza in pregnant women: No controlled clinical studies have been conducted
on the use of oseltamivir in pregnant women, however, there is evidence from post-marketing
and retrospective observational studies showing benefit of the current dosing regimen in this
patient population in terms of lower morbidity/mortality. Results from pharmacokinetic
analyses indicate a lower exposure to the active metabolite, however dose adjustments arc not
recommended for pregnant women in the treatment or prophylaxis of influenza.

Treatment of influenza in children: In a study of otherwise healthy children (65 % influenza-
positive) aged 1 to 12 years (mean age 5.3 years) who had fever (= 37.8 °C) plus either cough
or coryza, 67 % of influenza-positive patients were infected with influenza A and 33 % with
influenza B. Oseltamivir treatment, started within 48 hours of onset of symptoms, significantly
reduced the time to freedom from illness (defined as the simultaneous return to normal health
and activity and alleviation of fever, cough and coryza) by 1.5 days (95 % C1 0.6 - 2.2 days; p
< 0.0001) compared to placebo. Oseltamivir reduced the incidence of acute otitis media from
26.5 % (53/200) in the placebo group to 16 % (29/183) in the oseltamivir treated children
(p=0.013).

A second study was completed in 334 asthmatic children aged 6 to 12 years old of which 53.6 %
were influenza-positive. In the oseltamivir treated group, the median duration of illness was
not reduced significantly. By day 6 (the last day of treatment) FEV1 had increased by 10.8 %
in the oseltamivir treated group compared to 4.7 % on placebo (p = 0.0148) in this population.
The European Medicines Agency has deferred the obligation to submit the results of studies
with Oseltamivir Phosphate in one or more subsets of the paediatric population in influenza.
The indication in infants below the age of 1 is based upon extrapolation of efficacy data from
older children and the recommended posology is based upon pharmacokinetic modelling data.

Treatment of influenza B_infection: Overall, 15 % of the influenza-positive population were
infected by influenza B, proportions ranging from 1 to 33 % in individual studies. The median
duration of illness in influenza B infected subjects did not differ significantly between the
treatment groups in individual studies. Data from 504 influenza B infected subjects were pooled
across all studies for analysis. Oseltamivir reduced the time to alleviation of all symptoms by
0.7 days (95 % CI 0.1 - 1.6 days; p = 0.022) and the duration of fever (= 37.8 °C), cough and
coryza by one day (95 % C10.4 - 1.7 days; p < 0.001) compared to placebo.

Treatment of influenza in immunocompromised patients: A randomized, double blind study, to
evaluate safety and characterize the effects of oseltamivir on the development of resistant
influenza virus (primary analysis) in influenza-infected immunocompromised patients,
included 151 adult patients, 7 adolescents and 9 children evaluable for efficacy of oseltamiyir




hematopoietic stem cell transplant [HSCT] patients, HIV positive patients with a CD4+ cell
count <500 cells/mm3, patients on systemic immunosuppressive therapy, and those with
haematological malignancy. These patients were randomized to be treated, within 96 hours of
symptoms onset for a duration of 10 days. The treatment regimens were: standard dose (75 mg
or weight adjusted dose for children) twice daily (73 adult patients, 4 adolescent patients and
4 children) or double dose (150 mg or weight-adjusted dose for children) twice daily (78 adult
patients, 3 adolescent patients and 5 children) of oseltamivir.

The median time to resolution of symptoms (TTRS) for adults and adolescents was similar
between the standard dose group (103.4 hours [95% CI 75.4-122.7]) and double dose group
(107.2 hours [95% CI 63.9-140.0]). The TTRS for children was variable and the interpretation
is limited by the small sample size. The proportion of adult patients with secondary infections
in the standard dose group and double dose group was comparable (8.2% vs 5.1%). For
adolescents and children, only one patient (an adolescent) in the standard dose group
experienced a secondary infection (bacterial sinusitis).

A pharmacokinetics and pharmacodynamics study was conducted in severely
immunocompromised children (< 12 years of age, n=30) receiving standard (75 mg or weight
adjusted twice daily) vs. triple dose (225 mg or weight adjusted twice daily) oseltamivir for an
adaptive dosing period of 5 to 20 days dependent on duration of viral shedding (mean treatment
duration: 9 days). No patients in the standard dose group and 2 patients in the triple dose group
reported secondary bacterial infections (bronchitis and sinusitis).

Prevention of influenza

The efficacy of oseltamivir in preventing naturally occurring influenza illness has been
demonstrated in a post-exposure prevention study in households and two seasonal prevention
studies. The primary efficacy parameter for all of these studies was the incidence of laboratory
confirmed influenza. The virulence of influenza epidemics is not predictable and varies within
a region and from season to season, therefore the number needed to treat (NNT) in order to
prevent one case of influenza illness varies.

Post-exposure prevention: In a study in contacts (12.6 % vaccinated against influenza) of an
index case of influenza, oseltamivir 75 mg once daily was started within 2 days of onset of
symptoms in the index case and continued for seven days. Influenza was confirmed in 163 out
of 377 index cases. Oseltamivir significantly reduced the incidence of clinical influenza illness
occurring in the contacts of confirmed influenza cases from 24/200 (12 %) in the placebo group
to 2/205 (1 %) in the oseltamivir group (92 % reduction [95 % CI 6 - 16; p < 0.0001]). The
number needed to treat (NNT) in contacts of true influenza cases was 10 (95 % CI 9 - 12) and
was 16 (95 % CI 15 - 19) in the whole population (ITT) regardless of infection status in the
index case.

The efficacy of oseltamivir in preventing naturally occurring influenza illness has been
demonstrated in a post-exposure prevention study in households that included adults,
adolescents, and children aged 1 to 12 years, both as index cases and as family contacts. The
primary efficacy parameter for this study was the incidence of laboratory-confirmed clinical
influenza in the households. Oseltamivir prophylaxis lasted for 10 days. In the total population,
there was a reduction in the incidence of laboratory-confirmed clinical influenza in households
from 20 % (27/136) in the group not receiving prevention to 7 % (10/135) in the group receiving
prevention (62.7 % reduction [95 % CI 26.0

.81.2; p = 0.0042]). In households of influenza-infected index cases, there was a reduction in
the incidence of influenza from 26 % (23/89) in the group not receiving prevention to 11 %
(9/84) in the group receiving prevention (58.5 % reduction [95 % CI 15.6 - 79.6; p = 0.0114]).
According to subgroup analysis in children at 1 to 12 years of age, the incidence of laboratory-
confirmed clinical influenza among children was significantly reduced from 19 % (21/111) in

the group not receiving prevention to 7 % (7/104) in the group receiving preventigg?‘ﬁiﬁé
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reduction [95 % CI 15.8 - 85.0; p = 0.0188]). Among children who were not already shedding
virus at baseline, the incidence of laboratory- confirmed clinical influenza was reduced from
21 % (15/70) in the group not receiving prevention to 4 % (2/47) in the group receiving
prevention (80.1 % reduction [95 % CI 22.0 - 94.9; p = 0.0206]). The NNT for the total
paediatric population was 9 (95 % CI 7 - 24) and 8 (95 % CI 6, upper limit not estimable) in
the whole population (ITT) and in paediatric contacts of infected index cases (ITTII),
respectively.

Post-exposure prevention of influenza in infants less than 1 year of age during a pandemic:
Prevention during an influenza pandemic has not been studied in controlled clinical studies in
children 0-12 months of age.

Prevention during an _influenza epidemic in the community: In a pooled analysis of two other
studies conducted in unvaccinated otherwise healthy adults, oseltamivir 75 mg once daily given
for 6 weeks significantly reduced the incidence of clinical influenza illness from 25/519 (4.8 %)
in the placebo group to 6/520 (1.2 %) in the oseltamivir group (76 % reduction [95 % CI 1.6 -
5.7; p = 0.0006]) during a community outbreak of influenza. The NNT in this study was 28
(95 % CI 24 - 50).

A study in older people in nursing homes, where 80 % of participants received vaccine in the
season of the study, oseltamivir 75 mg once daily given for 6 weeks significantly reduced the
incidence of clinical influenza illness from 12/272 (4.4 %) in the placebo group to 1/276 (0.4 %)
in the oseltamivir group (92 % reduction [95 % CI 1.5 - 6.6; p = 0.0015]). The NNT in this
study was 25 (95 % CI 23 - 62).

Prophylaxis of influenza in immunocompromised patients: A double-blind, placebo-controlled,
randomised study was conducted for seasonal prophylaxis of influenza in
475 immunocompromised patients (388 patients with solid organ transplantation [195 placebo;
193 oseltamivir], 87 patients with haemopoietic stem cell transplantation [43 placebo;
44 oseltamivir], no patient with other immunosuppressant conditions), including 18 children 1
to 12 years of age. The primary endpoint in this study was the incidence of laboratory-
confirmed clinical influenza as determined by viral culture and/or a four-fold rise in HAI
antibodies. The incidence of laboratory-confirmed clinical influenza was 2.9 % (7/238) in the
placebo group and 2.1 % (5/237) in the oseltamivir group (95 % CI -2.3 % - 4.1 %; p = 0.772).
Specific studies have not been conducted to assess the reduction in the risk of complications.

Oseltamivir resistance
Clinical studies: The risk of emergence of influenza viruses with reduced susceptibility or frank
resistance to oseltamivir has been examined during Roche-sponsored clinical studies.
Developing oseltamivir-resistant virus during treatment was more frequent in children than
adults, ranging from less than 1% in adults to 18% in infants aged below 1 year. Children who
were found to carry oseltamivir-resistant virus in general shed the virus for a prolonged period
compared with subjects with susceptible virus. However, treatment-emergent resistance to
oseltamivir did not affect treatment response and caused no prolongation of influenza
symptoms.

An overall higher incidence of oseltamivir-resistance was observed in adult and adolescent
immunocompromised patients treated with standard dose or double dose of oseltamivir for a
duration of 10 days [14.5% (10/69) in standard dose group and 2.7% (2/74) in double dose
group], compared to data from studies with oseltamivir-treated otherwise healthy adult and
adolescent patients. The majority of adult patients that developed resistance were transplant
recipients (8/10 patients in the standard dose group and 2/2 patients in the double dose group).
Most of the patients with oseltamivir-resistant virus were infected with influenza typ
had prolonged viral shedding.
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The incidence of oseltamivir-resistance observed in immunocompromised children (< 12 years
of age) treated with Oseltamivir Phosphate across the two studies and evaluated for resistance
was 20.7% (6/29). Of the six immunocompromised children found with treatment- emergent
resistance to oseltamivir, 3 patients received standard dose and 3 patients high dose (double or
triple dose). The majority had acute lymphoid leukemia and were < 5 years of age.

Incidence of Oseltamivir Resistance in Clinical Studies

Patient Population Patients with Resistance Mutations (%)
Phenotyping* Geno- and Phenotyping*

Adults and adolescents 0.88% (21/2382) 1.13% (27/2396)

Children (1-12 years) 4.11% (71/1726) 4.52% (78/1727)

Infants (<1year) 18.31% (13/71) 18.31% (13/71)

* Full genotyping was not performed in all studies.

Prophylaxis of Influenza

There has been no evidence for emergence of drug resistance associated with the use of
Oseltamivir Phosphate in clinical studies conducted to date in post-exposure (7 days), post-
exposure within household groups (10 days) and seasonal (42 days) prevention of influenza in
immunocompetent patients. There was no resistance observed during a 12-week prophylaxis
study in immunocompromised patients.

Clinical_and surveillance data: Natural mutations associated with reduced susceptibility to
oseltamivir in vitro have been detected in influenza A and B viruses isolated from patients
without exposure to oseltamivir. Resistant strains selected during oseltamivir treatment have
been isolated from both immunocompetent and immunocompromised patients.
Immunocompromised patients and young children are at a higher risk of developing
oseltamivir-resistant virus during treatment.

Oseltamivir-resistant viruses isolated from oseltamivir-treated patients and oseltamivir-
resistant laboratory strains of influenza viruses have been found to contain mutations in N1 and
N2 neuraminidases. Resistance mutations tend to be viral sub-type specific. Since 2007
naturally occurring resistance associated with the H275Y mutation in seasonal HIN1 strains
has been sporadically detected. The susceptibility to oseltamivir and the prevalence of such
viruses appear to vary seasonally and geographically. In 2008, H275Y was found in > 99 % of
circulating HINT1 influenza isolates in Europe. The 2009 HIN1 influenza (“swine flu™) was
almost uniformly susceptible to oseltamivir, with only sporadic reports of resistance in
connection with both therapeutic and prophylactic regimens.

Pharmacokinetic properties

General Information

Absorption

Oseltamivir is readily absorbed from the gastrointestinal tract after oral administration of
oseltamivir phosphate (pro-drug) and is extensively converted by predominantly hepatic
esterases to the active metabolite (oseltamivir carboxylate). At least 75 % of an oral dose
reaches the systemic circulation as the active metabolite. Exposure to the pro-drug is less than
5 % relative to the active metabolite. Plasma concentrations of both pro-drug and active
metabolite are proportional to dose and are unaffected by co-administration with food.

Distribution
The mean volume of distribution at steady state of the oseltamivir carboxylate is approx:mately
23 liters in humans, a volume equivalent to extracellular body fluid. Since neuramlmdase;
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activity is extracellular, oseltamivir carboxylate distributes to all sites of influenza virus spread.
The binding of the oseltamivir carboxylate to human plasma protein is negligible
(approximately 3 %).

Biotransformation

Oseltamivir is extensively converted to oseltamivir carboxylate by esterases located
predominantly in the liver. In vitro studies demonstrated that neither oseltamivir nor the active
metabolite is a substrate for, or an inhibitor of, the major cytochrome P450 isoforms. No phase
2 conjugates of either compound have been identified in vivo.

Elimination

Absorbed oseltamivir is primarily (> 90 %) eliminated by conversion to oseltamivir
carboxylate. It is not further metabolized and is eliminated in the urine. Peak plasma
concentrations of oseltamivir carboxylate decline with a half-life of 6 to 10 hours in most
subjects. The active metabolite is eliminated entirely by renal excretion. Renal clearance
(18.8 I/h) exceeds glomerular filtration rate (7.5 1/h) indicating that tubular secretion occurs in
addition to glomerular filtration. Less than 20 % of an oral radiolabeled dose is eliminated in
faeces.

Other special populations

Paediatric population

Infants less than 1 year of age: The pharmacokinetics, pharmacodynamics and safety of
Oseltamivir Phosphate have been evaluated in two uncontrolled open-label studies including
influenza infected children less than one year of age (n=135). The rate of clearance of the active
metabolite, corrected for body-weight, decreases with ages below one year. Metabolite
exposures are also more variable in the

youngest infants. The available data indicates that the exposure following a 3 mg/kg dose in
infants 0 - 12 months of age provides pro-drug and metabolite exposures anticipated to be
efficacious with a safety profile comparable to that seen in older children and adults using the
approved dose. The reported adverse events were consistent with the established safety profile
in older children.

There are no data available for infants below 1 year of age for post exposure prevention of
influenza. Prevention during an influenza epidemic in the community has not been studied in
children below 12 years of age.

Post-exposure prevention of influenza in infants less than 1 year of age during a pandemic:

Simulation of once daily dosing of 3mg/kg in infants <1 year shows an exposure in the same
range or higher than for once daily dosing of 75 mg in adults. Exposure does not exceed that
for treatment of infants < 1 year (3 mg/kg twice daily) and is anticipated to result in a
comparable safety profile. No clinical studies of prophylaxis in infants aged <1 have been
performed.

Infants and children | year of age or older: The pharmacokinetics of oseltamivir have been
evaluated in single-dose pharmacokinetic studies in infants, children and adolescents 1 to 16
years of age. Multiple-dose pharmacokinetics were studied in a small number of children
enrolled in a clinical efficacy study. Younger children cleared both the pro-drug and its active
metabolite faster than adults, resulting in a lower exposure for a given mg/kg dose. Doses of
2 mg/kg give oseltamivir carboxylate exposures comparable to those achieved in adults
receiving a single 75 mg dose (approximately 1 mg/kg). The pharmacokinetics of oseltamivir
in children and adolescents 12 years of age or older are similar to those in adults.

Elderly
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Exposure to the active metabolite at steady state was 25 to 35 % higher in older people (age
65 to 78 years) compared to adults less than 65 years of age given comparable doses of
oseltamivir. Half-lives observed in older people were similar to those seen in young adults. On
the basis of drug exposure and tolerability, dosage adjustments are not required for older people
unless there is evidence of moderate or severe renal impairment (creatinine clearance below
60 ml /min)

Renal impairment

Administration of 100 mg oseltamivir phosphate twice daily for 5 days to patients with various
degrees of renal impairment showed that exposure to oseltamivir carboxylate is inversely
proportional to declining renal function.

Hepatic impairment

In vitro studies have concluded that exposure to oseltamivir is not expected to be increased
significantly nor is exposure to the active metabolite expected to be significantly decreased in
patients with hepatic impairment.

Pregnant Women

A pooled population pharmacokinetic analysis indicates that the Oscltamivir Phosphate dosage
regimen described in Section 4.2 Posology and method of administration results in lower
exposure (30% on average across all trimesters) to the active metabolite in pregnant women
compared to non-pregnant women. The lower predicted exposure however, remains above
inhibitory concentrations (IC95 values) and at a therapeutic level for a range of influenza virus
strains. In addition, there is evidence from observational studies showing benefit of the current
dosing regimen in this patient population. Therefore, dose adjustments are not recommended
for pregnant women in the treatment or prophylaxis of influenza

Immunocompromised Patients

Population pharmacokinetic analyses indicate that treatment of adult and paediatric (<18 years
old) immunocompromised patients with oseltamivir (as described in Section 4.2. Posology and
method of administration) results in an increased predicted exposure (from approximately 5%
up to 50%) to the active metabolite when compared to non-immunocompromised patients with
comparable creatinine clearance. Due to the wide safety margin of the active metabolite, no
dose adjustments are required in patients due to their immunocompromised status. However,
for immunocompromised patients with renal impairment, doses should be adjusted as outlined
in section 4.2. Posology and method of administration.

Pharmacokinetic and pharmacodynamic analyses from two studies in immunocompromised
patients indicated that there was no meaningful additional benefit in exposures higher than
those achieved after the administration of the standard dose.

Preclinical safety data

Preclinical data reveal no special hazard for humans based on conventional studies of safety
pharmacology, repeated-dose toxicity and genotoxicity. Results of the conventional rodent
carcinogenicity studies showed a trend towards a dose-dependent increase in the incidence of
some tumour that are typical for the rodent strains used. Considering the margins of exposure
in relation to the expected exposure in the human use, these findings do not change the benefit-
risk of Oseltamivir Phosphate in its adopted therapeutic indications.

Teratology studies have been conducted in rats and rabbits at doses of up to 1,500 mg/kg/day
and 500 mg/kg/day, respectively. No effects on foetal development were observed. A rat
fertility study up to a dose of 1,500 mg/kg/day demonstrated no adverse reactions on either sex.
In pre- and post-natal rat studies, prolonged parturition was noted at 1,500 mg/kg/day: the
safety margin between human exposure and the highest no-effect dose (500 mg/kg/da }?;i:fgits
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1s 480-fold for oseltamivir and 44-fold for the active metabolite, respectively. Foetal exposure
in the rats and rabbits was approximately 15 to 20 % of that of the mother.

In lactating rats, oseltamivir and the active metabolite are excreted in the milk. Limited data
indicate that oseltamivir and the active metabolite are excreted in human milk. Extrapolation
of the animal data provides estimates of 0.01 mg/day and 0.3 mg/day for the respective
compounds. A potential for skin sensitisation to oseltamivir was observed in a “maximization”
test in guinea pigs. Approximately 50 % of the animals treated with the unformulated active
substance showed erythema after challenging the induced animals. Reversible irritancy of
rabbits’ eyes was detected.

Whereas very high oral single doses of oseltamivir phosphate salt, up to the highest dose tested
(1,310 mg/kg), had no adverse reactions in adult rats, such doses resulted in toxicity in Jjuvenile
7-day-old rat pups, including death. These reactions were seen at doses of 657 mg/ kg and
higher. At 500 mg/kg, no adverse reactions were seen, including upon chronic treatment
(500 mg/kg/day administered from 7 to 21 days post-partum).

Pharmaceutical particulars

List of excipients

Oscltamivir (as Phosphate) hard gelatin capsules 30 mg. 45 me and 75 me.

Capsule core

Pregelatinized starch , Povidone K-30, Croscarmellose sodium, Talc, Sodium stearyl fumarate

Capsule shell 30 mg:
Gelatin, Iron oxide red (E172), Iron oxide yellow (E172), Titanium dioxide (E171)

Capsule shell 45 mg:
Gelatin, Iron oxide black (E172), Titanium dioxide (E171)

Capsule shell 75 mg:
Gelatin, Iron oxide red (E172), Iron oxide yellow (E172), Iron oxide black (E172), Titanium
dioxide (E171)

Printing ink (Oseltamivir (as Phosphate) hard gelatin capsules 30 mg, 45 mg and 75 mg)
Shellac (E904), Iron oxide black (E172), Potassium hydroxide (E525)

Incompatibilities
Not applicable.

Special precautions for storage
Do not store above 30°C. Protect from moisture. Keep out of sight and reach of children.

Nature and contents of container
10°s Triplex blister pack (PVC/PE/PVDC, sealed with aluminium foil).

Special precautions for disposal and other handling
Any unused product or waste material should be disposed of in accordance with local
requirements.

Extemporaneous formulation
When Oseltamivir Phosphate powder for oral suspension is not available
Commercially manufactured Oseltamivir Phosphate for oral suspension (6 mg/ml) is the
preferred product for paediatric and adult patients who have difficultics swallowing cag@ﬁ:‘s‘-:—;‘-ﬁi«‘&a
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or where lower doses are needed. In the event that commercially manufactured Oseltamivir
Phosphate powder for oral suspension is not available, the pharmacist may compound a
suspension (6 mg/ml) from Oseltamivir Phosphate capsules or patients can prepare the
suspension from capsules at home.

The pharmacy preparation should be preferred to home preparation. Detailed information on
the home preparation can be found in the package leaflet of Oseltamivir Phosphate capsules
under “Making liquid Oseltamivir Phosphate at home™.

Syringes of appropriate volume and grading should be provided for administering the pharmacy
compounded suspension as well as for the procedures involved in the home preparation. In both
cases, the correct volumes should preferably be marked on the syringes.

Pharmacy compounding

Pharmacy compounded 6 mg/ml suspension prepared from capsules

Adults, adolescents and infants and children 1 year of age or older who ate unable to swallow
intact capsules

This procedure describes the preparation of a 6 mg/ml suspension that will provide one patient
with enough medicine for a 5-day course of treatment or a 10-day course of prophylaxis.

The pharmacist may compound a 6 mg/ml suspension from Oseltamivir Phosphate 30 mg,
45 mg or 75 mg capsules using watcr containing

o 05 % w/v sodium benzoate added as a preservative.

First, calculate the total volume needed to be compounded and dispensed to provide a 5-day
course of treatment or a 10-day course of prophylaxis for the patient. The total volume required
is determined by the weight of the patient according to the recommendation in the table below.
To allow for accurate volume withdrawal of up to 10 doses (2 withdrawals per daily treatment
dose for 5 days), the column indicating measurement loss is to be considered for compounding.

Volume of pharmacy compounded 6 mg/ml suspension prepared based upon the patient’s
weight

Body weight (kg)

Total volume to compound per
patient weight (ml)
Measurement loss not considered

Total volume to compound per
patient weight (ml)
Measurement loss not considered

10 kg to 15 kg 50 ml 60 ml or 75 ml*
> 15 kg to 23 kg 75 ml 90 ml or 100 mI*
> 23 kg to 40 kg 100 ml 125 ml
>40 kg 125 ml 137.5 ml (or 150 ml)*

*Depending on the capsule strength used.

Second, determine the number of capsules and the amount of vehicle (water containing 0.05 %
w/v sodium benzoate added as a preservative) that is needed to prepare the total volume
(calculated from the table above) of pharmacy compounded 6 mg/ml suspension as shown in
the table below:

Number of capsules and amount of vehicle needed to prepare the total volume of a

pharmacy compounded 6 mg/ml suspension

Total

Required number of Oseltamivir Phosphate capsules (mg oqRequircd




volume  of]75 mg 45 mg 30 mg volume of]

compounded vehicle
suspension
to be|
prepared
60 ml Please use alternative|8 capsules (360 mg) |12 capsules (360 mg) [59.5 ml
capsule strength*
75 ml 6 capsules (450 mg) (10 capsules (450 mg) |15 capsules (450 mg) |74 ml
90 ml Please use alternative{12 capsules (540 mg) |18 capsules (540 mg) |89 ml
capsule strength*
100 ml 8 capsules (600 mg) [Please use alternative20 capsules (600 mg) [98.5 ml
capsule strength*
125 ml 10 capsules (750 mg)(Please use alternative|25 capsules (750 mg) [123.5 ml
capsule strength*
137.5 ml 11 capsules (825 mg)|Please use alternative/Please use alternative|l136 ml
capsule strength* capsule strength*

*There is no combination of this capsule strength that can be used to achieve the target
concentration; therefore, please use an alternative capsule strength.

Third, follow the procedure below for compounding the 6 mg/ml suspension from Oseltamivir
Phosphate capsules:

1. In a glass beaker of suitable size place the stated amount of water containing 0.05 % w/v
sodium benzoate added as a preservative.

2. Open the stated amount of Oseltamivir Phosphate capsules and transfer the content of each
capsule directly to the preserved water in the glass beaker.

3. With a suitable stirring device, stir for 2 minutes.

(Note: The drug substance, oseltamivir phosphate, readily dissolves in water. The suspension
is caused by some of the excipients of Oseltamivir Phosphate capsules, which are insoluble.)
4. Transfer the suspension to an amber glass or amber polyethylene terephthalate (PET) bottle.
A funnel may be used to eliminate any spillage.

5. Close the bottle using a child-resistant cap.

6. Put an ancillary label on the bottle indicating “Shake Gently Before Use”.

(Note: This compounded suspension should be gently shaken prior to administration to
minimise the tendency for air entrapment.)

7. Instruct the parent or caregiver that any remaining material following completion of therapy
must be discarded. It is recommended that this information be provided by either affixing an
ancillary label to the bottle or adding a statement to the pharmacy label instructions.

8. Place an appropriate expiration date label according to storage condition

Place a pharmacy label on the bottle that includes the patient’s name, dosing instructions, use
by date, name of medicinal product and any other required information to be in compliance
with local pharmacy regulations. Refer to the table below for the proper dosing instructions.

Dosing chart for pharmacy-compounded 6 mg/ml suspension prepared from Oseltamivir
Phosphate capsules for infants and children 1 year of age or older

Body Dose Volume per dose|Treatment dose Prophylaxis dose

weight (mg) 6 mg/ml (for 5 days) (for 10 days)

(kg) —

10 kg to 1530 mg 5ml 5 ml twice daily 5 ml once daily s S,
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>15kgto |45 mg 7.5 ml 7.5 ml twice daily 7.5 ml once daily
Lo ke 28 PP

>23 kgto |60 mg 10 ml 10 ml twice daily 10 ml once daily
AN 1

> 40 kg 75 mg 12.5 ml 12.5 ml twice daily 12.5 ml once daily

Dispense the pharmacy compounded suspension with a graduated oral syringe for measuring
small amounts of suspension. If possible, mark or highlight the graduation corresponding to the
appropriate dose (according to the dosing table above) on the oral syringe for each patient. The
appropriate dose must be mixed by the caregiver with an equal quantity of sweet liquid food,
such as sugar water, chocolate syrup, cherry syrup, dessert toppings (like caramel or fudge
sauce) to mask the bitter taste.

Infants less than I vear of age

This procedure describes the preparation of a 6 mg/ml suspension that will provide one patient
with enough medication for a 5-day course of treatment or a 10-day course of prophylaxis.
The pharmacist may compound a 6 mg/ml suspension from Oseltamivir Phosphate 30 mg,
45 mg or 75 mg capsules using water containing 0,05 % w/v sodium benzoate added as a
preservative.

First, calculate the total volume needed to be compounded and dispensed for each patient. The
total volume required is determined by the weight of the patient according to the
recommendation in the table below. To allow for accurate volume withdrawal of up to 10 doses
(2 withdrawals per daily treatment dose for 5 days), the column indicating measurement loss is
to be considered for compounding,

Volume of pharmacy compounded 6 mg/ml suspension prepared based upon the patient’s
weight

Body weight (kg) Total volume to compound per | Total volume to compound per
patient weight (ml) patient weight (ml)
Measurement loss not considered Measurement loss not
considered
<7kg up to 40 ml 50 ml
>7 kgto 10 kg 50 ml 60 ml or 75 ml*

*Depending on the capsule strength used.

Second, determine the number of capsules and the amount of vehicle (water containing 0.05 %
w/v sodium benzoate added as a preservative) that is needed to prepare the total volume
(calculated from the table above) of pharmacy compounded 6 mg/ml suspension as shown in
the table below:

Number of capsules and amount of vehicle needed to prepare the total volume of a
pharmacy compounded 6 mg/ml suspension

Total Required number of Oseltamivir Phosphate capsules (mg of[Required volume
volume ofjoseltamivir) of vehicle

compound (75 mg
ed

50 ml

45 mg 30 mg

Please use|10 capsules (300 mg)
alternative
capsule strength*

4 capsules (300 mg)
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60 ml Please use alternative[8 capsules (360|12 capsules (360 mg) |59.5 ml
capsule strength* mg)
75 ml 6 capsules (450 mg) |10 capsules (450|15 capsules (450 mg) {74 ml
mg)

*There is no combination of this capsule strength that can be used to achieve the target
concentration; therefore, please use an alternative capsule strength.

Third, follow the procedure below for compounding the 6 mg/ml suspension from Oseltamivir
Phosphate capsules:

1. In a glass beaker of suitable size place the stated amount of water containing 0.05 % w/v
sodium benzoate added as a preservative.

2. Open the stated amount of Oseltamivir Phosphate capsules and transfer the contentof each
capsule directly to the preserved water in the glass beaker.

3. With a suitable stirring device, stir for 2 minutes.

(Note: The drug substance, Oseltamivir phosphate, readily dissolves in water. The suspension
is caused by some of the excipients of Oseltamivir Phosphate capsules, which are insoluble.)
4. Transfer the suspension to an amber glass or amber polyethylene terephthalate (PET) bottle.
A funnel may be used to eliminate any spillage.

5. Closc the bottle using a child-resistant cap.

6. Put an ancillary label on the bottle indicating “Shake Gently Before Use”.

(Note: This compounded suspension should be gently shaken prior to administration to
minimise the tendency for air entrapment.)

7. Instruct the parent or caregiver that any remaining material following completion of therapy
must be discarded. It is recommended that this information be provided by either affixing an
ancillary label to the bottle or adding a statement to the pharmacy label instructions.

8. Place an appropriate expiration date label according to storage condition

Place a pharmacy label on the bottle that includes the patient’s name, dosing instructions, use
by date, name of medicinal product and any other required information to be in compliance
with local pharmacy regulations. Refer to the table below for the proper dosing instructions.

Dosing chart for pharmacy compounded 6 mg/ml suspension prepared from Oseltamivir
Phosphate capsules for infants less than 1 year of age.

Body Dose (mg) [Volume |Treatment Dose Prophylaxis Dose|Dispenser size to
Weight per dose|(for 5 days) (for 10 days) use (grading 0.1
(rounded (6 mg/ml) ml)

to the

nearest

0.5 kg)

3 kg 9 mg 1.5 ml 1.5 ml twice daily (1.5 ml once daily 2.0 ml or 3.0 ml
35kg [10.5mg 1.8 ml 1.8 ml twice daily  [1.8 ml once daily (2.0 ml or 3.0 ml
4 kg 12 mg 2.0 ml 2.0 ml twice daily  |2.0 ml once daily |3.0 ml

45kg |135mg (2.3 ml 2.3 ml twice daily  |2.3 ml once daily (3.0 ml

Skeg 15 mg 2.5ml 2.5 ml twice daily  |2.5 ml once daily (3.0 ml

55kg [165mg [2.8ml 2.8 ml twice daily  |2.8 ml once daily |3.0 ml

6 kg 18 mg 3.0 ml 3.0 ml twice daily  |{3.0 ml once daily [3.0 ml (or 5.0 ml)
65kg |195mg (3.3 ml 3.3 ml twice daily  [3.3 ml once daily
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7 kg 21 mg 3.5ml 3.5 ml twice daily  |3.5 ml once daily 5.0 ml
7.5kg [22.5mg 3.8 ml 3.8 ml twice daily (3.8 ml once daily [5.0 ml
8 kg 24 mg 4.0 ml 4.0 ml twice daily  |4.0 ml once daily |5.0 ml
8.5kg [|25.5mg 4.3 ml 4.3 ml twice daily  |4.3 ml once daily [5.0 ml
9 kg 27 mg 4.5 ml 4.5 ml twice daily  |4.5 ml once daily (5.0 ml
95kg [28.5mg 4.8 ml 4.8 ml twice daily (4.8 ml once daily [5.0 ml
10 kg 30 mg 5.0 ml 5.0 ml twice daily  [5.0 ml once daily [5.0 ml

Dispense the pharmacy compounded suspension with a graduated oral syringe for measuring
small amounts of suspension. If possible, mark or highlight the graduation corresponding to the
appropriate dose (according to the dosing tables above) on the oral syringe for each patient.
The appropriate dose must be mixed by the caregiver with an equal quantity of sweet liquid
food, such as sugar water, chocolate syrup, cherry syrup, dessert toppings (like caramel or fudge
sauce) to mask the bitter taste.

Home preparation

When commercially manufactured Oseltamivir Phosphate oral suspension is not available, a
pharmacy compounded suspension prepared from Oseltamivir Phosphate capsules must be used
(see detailed instructions above). If the commercially manufactured Oseltamivir Phosphate oral
suspension and the pharmacy compounded suspension is also not available, Oseltamivir
Phosphate suspension may be prepared at home.

When appropriate capsule strengths are available for the dose needed, the dose is given by
opening the capsule and mixing its contents with no more than one teaspoon of a suitable
sweetened food product. The bitter taste can be masked by products such as sugar water,
chocolate syrup, cherry syrup, dessert toppings (like caramel or fudge sauce). The mixture
should be stirred and given entirely to the patient. The mixture must be swallowed immediately
after its preparation.

When only 75 mg capsules are available, and doses of 30 mg or 45 mg are needed, the
preparation of Oseltamivir Phosphate suspension involves additional steps. Detailed
instructions can be found in the package leaflet of Oseltamivir Phosphate capsules under
“Making liquid Oseltamivir Phosphate at home”,

Manufactured by:

MSN Laboratories Private Limited
Formulation Division, Unit-II,
Sy.no. 1277, 1319 to 1324,
Nandigama (Village & Mandal),
Rangareddy (District),

Telangana - 509 228, India.

Legal Category:
POM PP Schedule 2 NS2

Date of revision of the text
August 2020
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OCEJIOB 30/45/75

OseabTamisipy docdar, kanceyan o 30 mr, 45 mr i 75 mr

Hazgra nikapeskoro zacoby
OCEJIOB 30/45/75 (osenvramisipy docdar, kancym no 30/45/75 mr)

3asBaecHa KiabKicTb

OsenbramiBipy docdar, xancymm no 30/45/75 mr

KoxHa TBepiia sxenaTuHOBa Kancysia MiCTHTb osenbTaMiBipy docdary €sp. Dapm.,
€KBIiBaJICHTHO 03enbTaMiBipy 30/45/75 mr

[ToBruii nepenix JOMOMIKHEX PeYOBHH HABEACHHUIT ¥ po3nini «PapmaneBTHYHA iH(OPMALLSY.

Jlikapcbka gopma

Osensramisipy dhocdar. kancynm no 30 mr

TBepai xxenarnHOBI Kancyiu po3Mipy «4» 31 CBITIO-KOBTHM HEIPO30pUM KOPITYCOM i3 YOPHOIO
CMYTOIO Ta HAmHCOM «M» i CBITJIO-KOBTOIO HENIPO30POIO KPHIIKOIO 3 HAMHCOM «30 M.

OsenpramiBipy dhocdat, kancynn mo 45 mr
TBepai sxenatuHOBi Karcyinn posMipy «4» 3 cipam HENPO30PUM KOPIIYCOM i3 YOPHOIO CMYTOIO
Ta HaIHMCOM «M» i ciporo HempPoO30POIO KPHILKOKO 3 HATHCOM «45 MIy.

OsenbramiBipy docedar, kancymu mo 75 mr
TBepai xenarunoBi Kancysm poamipy «2» 3 cipum HEIIPO30PHM KOPITYCOM i3 YOPHOIO CMYTOI0
Ta HanmucoM «M» 1 CBITJIO-JKOBTOIO HENPO30POI0 KPHILKOIO 3 HAHCOM «75 MI'y.

Kuainiuna indopmanis

TepanesTuuni nokasanus

Jlixyeanus ingpmoenyu

OszenbramiBipy ¢ochar nokasanmit AOpoCAHM Ta AiTAM, B TOMY YHCHI JIOHOINEHHM
HOBOHAPOJKCHUM, AKI JIEMOHCTPYIOTH XapaKTepHi CHMITOMH indmoenmu y nepion
NOIMPEHHs Bipycy iHduoennu B rpomai. EdexTueHicTs npenapary JoBejieHa B pa3i noyaTky
JKyBaHHS BIPOJOBXK JBOX Ji0 Iic/si po3BUTKY [IepIIUX CUMIITOMIB,

Ipoghinakmuka ingprioenyu

- Ilpodisakruka B namientis Bikom 1 pik um crapme mics KOHTAKTy 3 XBOPHM i3 KIiHIYHO
JiarHOCTOBAHUM BHTIa/IKOM iHQUIIOGHIH Y Iepio/l OMUpeHHS Bipycy iH(JIIOCHIU Y rpoMai.
- Pimenns mpo nanesxue 3acrocyBanHs o3ensTamiBipy docdary s npodinakruku indmoenuu
CIliZl PUIMATH B KOKHOMY OKPEMOMY BHIIAJIKY 3 ypaxyBaHHAM 0OCTaBHH Ta MOMYJIALIi, 1110
norpedye 3axucTy. 3a BHHATKOBHX OOCTaBHH (HampHKIai, y pasi HeBiANOBiAHOCTI mTaMy
BipyCy, WO NOMIHPIOETHCS, i TOr0, NPOTH SIKOrO IPOBEJIEHA BaKLMHALIA, | B MaHIeMiuHii
CHTyalii) MOKHA PO3TIISIHYTH Ce30HHY NpodinakTHKy y 0ci6 Bikom 1 piK i cTapiue.

- OsensramiBipy docdat noxasanuii a1 NpOQIIAKTHKHY iHDIIIOSHIH MiC/IA KOHTAKTY HEMOBJIST
BIiKOM 710 1 poKy 3 XBopuMH 1z wac cnanaxy nasjemit iH}mIOeHIH.

OszensramiBipy docdar ne 3aminioe Bakumuanii mpoTH 1HGIIOCHIIH.,




3acTocyBaHHS MPOTHBIPYCHHX 3acOGiB Ams mikyBamHa i mpodimaxTaim iIHhIIOCHIN Cain
PO3rISAaTH 3 ypaxyBaHHsM odinilinmux pexomenpauiii. Ilpn npuifHaTT pimwends womuo
3aCTOCYBaHHS 03eJbTaMIBIpYy s JiKyBaHHS i npodimakTukm ciin BpaxoByBaTH BIJOMi
XapakTePUCTHKH BIpyCiB iH(IIOeHIH, IO MOMMPIOIOTLES, HASBHY 1HpOpPMALIO 110710 KapTHHH
IX 4y TJHBOCTI 10 IPOTHBIPYCHHX Npenaparis 3a1e/kHO Bijl CE30HY Ta BB 3aXBOPIOBAHHS B
pisnux reorpadiuHuX 30HaX i MOMY/IALIsAX NANICHTIB,

HMo3u Ta enocib 3acrocypanns
034
Kancyim tBepai ta cycnensis osensramisipy gpocdaty e GioeksipamenTHum.
Ho3y 75 Mr mosHa npuitmMaru y dopmi:
- oaniel karcynn no 75 mr a6o
- oxHi€l Kancyimi mo 30 Mr Ta oaHiel Kancynn o 45 Mr a6o
- ojHiel 103u 110 30 Mr Ta ojHiel 103U cycnensii no 45 wmr.
Burorosnenuii Ha 3aBozii 03ensTaMiBipy docdar, nopormok ast opansHOT cycnensii (6 Mr/mi)
€ HalKpalliM IpenapaToM JUist AiTel Ta I0POCITHX, SKHM BaKKO KOBTATH Kancysiu, Yu [Jis THX
NAIi€HTIB, SKUM HeoOXiaHi MeHLI 103K,

Hopocai i nionimku eikom 13 poxie i cmapue
Jlikyeanns: peKOMeH0BaHA MepopaibHa 1034 03enbTaMiBipy s miAniTKiB (BikoMm Bix 13 mo
17 pokiB) i nopocnuX cTaHOBHTL 10 75 Mr ABiYi Ha JeHD BIIPOJIOBIK 5 JIHIB.

Maca Tina Pexomentosani 103u Bnpojossx | Pexomenaosani 103m BIIPOIOBIK
S nuis 10 auis*
IManienTy 3 ocaadnennm
iMmyHiTerom
> 40 xr ITo 75 Mr aBiyi Ha neHb ITo 75 Mr jBiui Ha 1eHb

* PexomenjioBaHa TPHBAIICTh JiKyBaHHS JOPOCIAX i MiUTITKIB 3 OCIAGNCHHM IMYHITETOM
CTaHOBHTE 10 JHIB.

Honarkosa indopmanis nasemena y posginax «Ocobiusi nonynsyiin 1 «llayienmu 3
ocaabaenum iMynimemomy.

JlikyBaHHS C/lii MOYHHATH sIKOMOra paHilie BIPOJOBK NMEpHIMX ABOX Ai6 micis PO3BHTKY
CHMITOMIB iH(QIIOCHIIH.

lIpogiraxmura nicia xonwmaxmy. peKOMEHIOBAHA 1033 JUIS npodinakTuku iHpoenun y
niuniTkis (8ia 13 no 17 pokiB) i mopociux mics KOHTAKTY 3 iH(pIKOBaHOIO 0c000I0 CTAHOBHTD
10 75 MT 03e/1bTaMiBipy O/IHH pa3s Ha JeHb BrpoaoBxk 10 jiHiB.

Maca Tina Pexomeniosani 103u Buposos:x | Pexomenaosani 103u BIIPOI0BIK
10 auis 10 auis
IMauienTn 3 ocaabiaennm
iIMyHiTETOM
> 40 kr ITo 75 Mr oauH pas na nens [To 75 Mr oauu pa3 Ha 1eHb

Tepaniio cnin mounnaru skomora panine BIIPOJIOBIK ABOX 110 1ic/Ist KOHTAKTY 3 iH(ikoBaHOIO
ocoboro.

TAEHTIE
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Lpoginaxmura 6 nepiod enidemii _inchnioenyu y epomadi: PEKOMEHIOBaHa Jo03a a4
npodinaktuky indmoeHmn y nepiox cnanaxy emizemii B rpoMaji CTaHOBHTBL 110 75 Mr
03e/bTaMIBIpy OJIMH pa3 Ha JieHb BIPOJOBXK 6 THIKHIB (abo 1o 12 TwxHiB /Ul DamieHTIB 3
ocnabiieHuM IMyHITETOM.

imu
Himu sixom 6io 1 0o 12 poxis
Osensramisipy ¢ocoar, kancyau Ta opansaa cycnensis no 30 mr, 45 mri 75 MT, TIAXOAATh
JUISL HEMOBJIAT 1 JliTelt BikoM 1 pik um crapime.

Jlixyeanna: nis niKyBaHHS HEMOBIIAT Ta [iTeil BikoM 1 PiK 9 cTaplie peKOMEHIOBAHI HACTYIH]
PCIKHMH JI03yBaHHS 3 ypaxyBaHHSM MAaCH TiJia MaIlicHTIB.

Maca Tina Pexomenosani no3n Buponos:x | Pexomenaosani 103n BIIPOIOBK
5 nuiB 10 guiB*
IMaumicnTn 3 ocaabaennm
iMmyHiTeTom
Big 10 go 15 kr ITo 30 Mr aBiui Ha neHs ITo 30 Mr aBiuil Ha geHb
Bix 15 10 23 kr Ilo 45 Mr asiui va nenk ITo 45 mr nBiui Ha nensb
Bin 23 no 40 xr ITo 60 Mr asiui HA OeHE [To 60 mr aBivi Ha neHb
> 40 kr ITo 75 Mr agivi Ha neHD [To 75 Mr nBiui Ha JeHb

*PexoMenl0BaHa TPHBAJICThL JNiKYBAHHS AiTell 3 0CTabICHAM iMyHiTETOM (BiKOM > 1 poKy)
cranoButk 10 amis. Jlonarkosa indopmanis naseena y posuinax «Cneyianbni nonynayiiy i
«llayienmu 3 ocnabrenum imynimemomy.

JlikyBanust cnix moumHaTn sikomora pamimme BIPOJOBXK IEPmINX ABOX Ai0 micist po3BHTKY
CHUMITOMIB 1H(IIOSHIIH.

lpoghinakmuka nicnis _kowmaxmy: pexoMeHAOBaHi npodinakTHYHI J03M 03€bTaMiBipy
ocdary micis KOHTAKTY 3 XBOpHM HacTyIIHI,

Maca Tina PexomenoBani 103u Bupojosx | Pexomenaosani 103n BIIPOI0BIK
10 auin 10 anis
Jas nanienTis 3 ocaabiaenum
iMyHiTETOM
Bin 10 no 15 xr ITo 30 Mr oauH pas Ha AeHb ITo 30 mMr onuH pa3s Ha jeHb
Bin 15 no 23 kr ITo 45 mr onun pa3s na neHb [1o 45 Mr oxuu pas Ha JeHb
Bin 23 no 40 xr ITo 60 Mr onuH pa3s Ha 1eHb ITo 60 Mr oxuu pa3s Ha 1eHb
> 40 xr ITo 75 Mr onuH pas Ha 1eHb ITo 75 Mr ouH pa3s Ha JieHs

Lpoghinaxmuxa 6 nepiod enidemii _inguicenyu y 2pomadi: npodiIakTUKy y nepioa emimemii
iHmOeHIH He JoCniKyBany y fiTeil BikoM 10 12 POKIB.




Himu eixom 0-12 micayie

Jlixysanna: pekoMenjoBaHa TCpaneBTHYHA 1032 JUI HEMOBIAT BikoM Bijx 0 g0 12 wmicsuis
CTaHOBHTD [0 3 MI/Kr 1Bi4i Ha JIcHb. BoHa IPYHTYETHCS HA JAHUX BHBYCHHS hapmakokineTHky
Ta Oe3neku, 3rino AKuX us a03a 3abesneuye Taki KOHUEHTpALIl NpeKkypcopa Ta akTHBHOIO
MeTabosliTy y ninasmi Kposi HeMOBST BikoMm Bix 0 10 12 MicsLIB, 1O MAIOTh OYTH KIiHIYHO
epeKTHBHUMH Ta Biamosinaté npodimo GesrmexH, nopiBHIOBaHOMY 3 mpodizem y miTeii
cTapuoro Biky Ta gopociux. Jlius MIKYBaHHS HeMOBIST Bikom Big 0 mo 12 wmicsmin
PEKOMEH/IOBAHHUIT HACTYMHUH PeKHM 103YBaHHS.

Maca Tisna* Pexomenosani 1o3u Bupogossk | Pexomennosani 1o3u BIIPO/I0OBIK
5 auis 10 guip**
ITanienTn 3 ocnabaenum
iMyHiTeTOM
3 Kr ITo 9 Mr aBiui Ha eHb ITo 9 Mr nBiYi Ha 1eHL
4 kr ITo 12 Mr aBiui Ha neHb [To 12 Mr aBivi Ha neHp
5 KE ITo 15 Mr aBiui Ha neHB [To 15 Mr aBiui Ha J1eHE
6 Kr Ilo 18 Mr aBiui Ha neHs ITo 18 mr asiui Ha nenb
7 xr ITo 21 Mr aBivi Ha neHk ITo 21 Mr aBiui Ha nens
8 xr ITo 24 mr aBiyi Ha neHn [To 24 mr nBiui Ha neHB
9 kr ITo 27 Mr aBiui Ha neHb ITo 27 Mr aBiui Ha neHb
10 kxr ITo 30 Mr aBivi Ha neHB ITo 30 mr aBiui Ha newn

* Lst TaGnuns He MOYe MICTHTH BCiX 3HAYEHbL MACH Tina, MOKINBHX o niei nomyJsuii. [pu
BH3HAUCHHI /103 A8 BCiX mauicHTiB Bikom 10 1 POKY CIiI CHHpPATHCS Ha 703y 3 MI/KT,
He3alexKHo BIJ MacH iX Tina.

JlixyBanus cnix mounHatu sikomora pasine BIIPOJIOBK TEPIIMX JABOX Ji0 Micas po3BHTKY
CHMIITOMIB iH(IHOEHIH.

** PexoMeHJIOBaHA TpHBAiCTh JIKYBaHHS JiTelf 3 OCKaGIeHHM IMyHiTeTOM (BikOoM O-
12 micanis) cranosuts 10 nmis. J{omarkosa inpopmanis HaBeneHna y posainax «Ocobnauei
nonyaayiiy i «Ilayienmu 3 ocrabrenum IMyHimemomy.

L3 pexoMeHIalis MO0 JO3YBAHHS HE CTOCYETHCS HEAOHOMICHHX HEMOBJAT, TOOTO aiTei,
HAPO/UKCHHX yYepe3 MeHme, HUK 36 THXHIB micis 3avarTs. J[aHMX IMOJO TAKMX NAIiCHTIB
HE/I0CTAaTHBO, IM MOXKYTh 3HAA0OUTHCS iHIUI 1031 Yepe3 He3pimicTs Gisionoriuaux Qynkmiii.

lipogpinaxmuxa nicrs xoumaxmy: pekomengosana npodinakTHYHA 1032 [ HEMOBIST BiKOM
10 1 poky min yac cnanaxy nannemii iHdIOSHIM CTAHOBHTE NOJIOBHHY J1000BOT TepaneBTHYHOT
103u. BoHa IPYHTYeThCA Ha JAaHUX KIHHIYHUX AOCTiIKEHD 38 y4acTIO HEMOBJISAT i AiTel BikoM
1 pik uM cTapie Ta AOPOCIHX, IO CBiYATE PO KIiHiYHY eeKTHBHICTE NpoditakTHIHMX 103,
CKBIBAICHTHUX IIOJOBHHI 1060BOI TepameBTHYHOI JIO3M. s memomnsT BikoM Bix 0 go
12 Micauis pexomMeHR0OBaHu HaCTYIHHIT PEXHM JI03YBAHHS 3 ypaxyBaHHSM iX BiKy.




Bik Pexomennosani 1031 Bnponosx | Pexomenaosani 1031 Bupoaossx

10 auis 10 anis

HMauienTn 3 ocaaduaennm
iMmyniterom

0-12 micsmis Ilo 3 Mr/kr onun pas Ha JieHb ITo 3 Mr/kr ogus pas na aeHb

s pexomennamis 10A0 A03yBaHHS HE CTOCYEThCS HETOHOMMEHHX HEMOBIST, TOOTO aiTeid
HapOJUKCHUX Yepe3 MeHIIe, Hik 36 THXKHIB micis 3adartd. JIaHUX 100 TaKUX NAliCHTIB
HEJIOCTATHLO, IM MOXKYTh 3HANOGHTHCS IHINI 103K Yepe3 He3piticTh (iszionoriunux byHxKii,

lIpoghinaxmuxa y nepiod enidemii_ingnioenyu y 2poradi: npodinakTHKy y nepiox enizemii
iH(IIOEHIHM He 0C/iKYBaIn B TiTeii BikoM Biz 0 10 12 Micsauis.

OcobmuBi nonysmsmii

Hopywenns ynxyii newinxu

Ilpodinaktuky y mepiox emizemii indumoenum ne JOCHKYBaIM y aitedf Bikom Big 0 a0
12 micsmis.

Hopywenna gynxyii nupox

Jixyeanns_inpuioenyu: nopoenum Ta mimmitkam (Bikom Bix 13 mo 17 POKiB) i3 cepeaHBOT
TDKKOCTI UM TSOKKHMH NOPYIICHHAMH (YHKIHT HHPOK peKOMEHIoBaHa KOPEKList J103M.
PexomenIoBaHi 1031 JOKIaAHO ONHCAHI B Tabaui Hux4e.

Kaipene kpearuniny PexomennoBani 1031 s gikyBanms

> 60 (mn1/x8.) I[To 75 mr aBivi Ha 1eHb

Bin 30 no 60 (ma/xB.) ITo 30 Mr (cycnensis um kancymu) nBivi Ha JAeHb
Bin 10 no 30 (mi/xB.) Io 30 mr (cycnensis 4u kancynn) onuH pas Ha JeHb
<10 (m/xB.) He pexomenioBaro (1anux nemac)

[lanientn Ha remoaianizi ITo 30 Mr micis KokKHOrO ceancy remoianizy
[TanienTn na Onnopazora mo3a no 30 Mr (cycrnensis uu KaricyJix)
NEPUTOHEANILHOMY Hiamizi*

* Jlani oTpuMaHi B X0 10CTiKEHb 33 YYACTIO NAICHTIB HA OesnepepeHOMYy amGynaTopHOMY
TICPATOHEANLHOMY Jliamisi; ouikyBammii xuipesc osempramiBipy KapOokcuiaTy Oyne BHIIAM
pH 3aCTOCYBAHHI PEKHMY aBTOMATH30BAHOTO MEPHTOHEATLHOIO nianizy. ITauienris Mosxua
HICPEBO/IATH 3 aBTOMATH30BAHOIO EPHTOHEATLHOIO Aianizy Ha Gesnepeppuuii amGynaropHuil
NepHTOHEANbHHIT Iiali3 3a pekoMeHanicio Hedpoora.

lpodhinaxmuxa ingaroenyu: nopocium Ta mimTiTKAM (BikoM Bix 13 mo 17 pokis) 3 cepenuboi
TSUKKOCTI 9H TSOKKMMH MOPYIICHHSMH (GYHKIiT HHPOK peKOMEeHIOBaHA KOPEKIlis J03H.
PexomennioBani 103y f0Kn1aH0 omucani B Ta6muI HIDKYe,




Kaipene kpearnniny Pexomengosani 103u aast npodinakrirn

> 60 (ma/xB.) [Io 75 Mr oauH pas Ha jeHb

Bin 30 1o 60 (Mn/xB.) I1o 30 Mr (cycnensis un Kancynu) oauH pas Ha ACHb
Bix 10 mo 30 (ma/xB.) ITo 30 Mr (cycnensis uu Kancynu) yepes jeHb

<10 (Mu/xB.) He pexomenoBano (1anux Hemae)

[auienTn Ha remopianisi ITo 30 Mr micis KOXKHOTO APYroro ceancy remoniamizy
[TanienTu na ITo 30 Mr (cycnensis un Kancysu) ofUH pa3 Ha THKACHD
MEPUTOHEANTBLHOMY Aiajiizi*

* Jlani oTpuMaHi B XO/Ii OCIiIKEHB 32 Y4acTIO NAlliCHTIB Ha GesnepepsHoMy amGynaTopHOMY
NEPHTOHEANBHOMY Jlialli3i; OUiKyBaHMH KIipeHC 03enbTamiBipy Kapbokcuiary Gyne BHIIHM
TIPH 3aCTOCYBaHHI PEKHMY aBTOMATH30BAHOTO I1EPHUTOHEATLHOrO pianizy. IlamienTis Moxna
TIEPEBO/IUTH 3 aBTOMATH30BAHOT O IEPATOHEATBHOTO Aianizy Ha GesnepepBHMii amOynaTopHuii
NepUTOHEANbHII Jliani3 3a pekoMeH tauieio Hedpostora.

KniHiYHAX 1aBnux 118 HeMOBIAT Ta aiteil (Bikom 12 POKIB i Momo/mIe) i3 MOPYIIECHHSIMH
(yHKIT HHPOK HeZOCTATHEO JUIS HAKAHHSA SKHXOCH PEKOMEeH1aliii 11010 103yBaHHs.

Hayienmu nimnvo20 gixy
3a BiZCYTHOCTI CBiZYEHB CEPEeNHBOT THKKOCTI UM TSHKKHX nopymens GyHkuii HIpoK Kopekilis
/1031 He noTpiOHa.

Tlayicumu 3 ocnabrenum imynimemon

Jixyeanns: peKOMEHIOBAHA TPHBATICTH JIKyBAHHS iHQIOGHIH Yy nalienTiB 3 ocnabieHHM
iMyHiTeTOM cTanoBHTE 10 mmis. Kopekuis no3n me notpibna. JlikyBaHHA cnmij noumHaTH
SIKOMOT'a paHiIe BIPOJOBXK MepIInx ABOX Ai6 mics PO3BHTKY CUMIITOMIB iH(IIIOCHIIH.

Cesonna_npoginaxmuxa: cesonny npodinakTHKy TPHBANICTIO A0 12 THXHIB BHBYamH B
NalieHTIB 3 ocmabnenuM iMyHiTeTOM,

Crnoci6 3acTocyBanns

[Tepopanshe 3actocyBanms.

[TamienTn, He 37aTHI KOBTATH KarcyinH, MOXYTb NPUAMAaTH BIiINOBiAHI /103U cycriensii
o3enbTamiBipy ¢ocdary.

IMporunokaszanus
[lixpumena wyTnmeicts 10 Airovol PeIOBHHH 200 Oyab-aKoi JONOMIKHOI peuoBHHH,
3a3Ha4eHol B po3iii 6.1.

Ocobausi 3acTepexenns Ta 3anobiskni 3axoan NpH 3aCTOCYBAHHI

OsenbramiBip edexTuBnuit mHme momo 3aXBOPIOBaHb, CHIPHYHHEHNX Bipycamn iHQIIOSHIH.
Cainuens epekruBHOCTI 03eJIbTaMiBIpy 100 Oy/1b-KHX 3aXBOPIOBAHb, CIPHYHHEHNX i HIIHMH
30yaHnKamMu, OKpiM Bipycis indmoeHy, Hemae.

Osenbramisipy docdar ue 3aminioe Bakimmanii mpotH indaroeny,
3actocyBanHsl O3enbTamiBipy (ocd)aTy He MOBHHHO BIIMBATH HA OUIHKY KaHJIMJAaTiB Ha
IIOPiYHy BAKIHHALIIO NPOTH iH(IIOCHIM. 3aXuCT Bix inmoeHIH 36epiracTpe 1




npuiomy osenbraMisipy dpochary. Osensramisipy hochar ciin 3aCTOCOBYBATH JUIA JIKYBAHHS
i nmpodinaktukn indmoennu, mMme KO JI0CTOBIpHI enmigemionoriuni aaHi cBimuars npo
NOIKHPEHHA BIpycy iH(moeHmm y rpomayi.

Hyrnuicts pisHMX wTamis Bipycy indumoeniu xo o3eJIbTaMiBipy ayxke minmmsa. OTie,
NpUHMAKOYH PillleHHs MO0 PH3HAYCHHS 03eMbTaMiBipy docdary, JiKapsIM CJIiJ BpaxoByBaTH
HAiHOBILLY HasBHY iH(OPMALI0 MPO KAapTHHY YYTIAHBOCTI 10 03eJbTaMiBipy BipyciB, mo
IOLIHPIOTECH B 1€l yac.

Tsxki cynpoBijni 3axBoproBanis

Indopmanii mozo Gesnexn ta edpexruHOCTI 3aCTOCYBAHH 03€/ILTaMIBIpY NalicHTaMu i3 Gy/b-
AKHM  3aXBOPIOBaHHSAM, AOCTATHRO THKKHM 4H HeCTabilbHUM, MmMOG HEMHHYYe BHMAraTH
rocmitanisaiii, Hemae.

[anienTy 3 ocnabuesuM iMyniTeTom
EdextuBnicts o3ensramisipy mus nikyBanus um npodinakTuku iH(IIOEHIH B NalicHTiB i3
ocnablIeHHM IMYHITETOM TOYHO He BCTAHOBIIEHA.

CepueBi / pecriipatophi 3aXBopioBanus

Edexrusnicrs osensramipipy y mauientin i3 XPOHIYHHMH 3aXBOPIOBAHHAMH cepisi Ta/abo
AMXaNTbHHX LUISXIB He BCTaHOBNeNa. B uill nomymsuii He Bigsnauanu BinMinnocreii 4acTOTH
PO3BHTKY yCKIAJHEHb MiK IpylaMH 03e/IbTaMiBipy Ta mianeso.

iTH
Jannx, mo xpossoxsmn 6 PCKOMCHAYBATH J03YBaHHS JUIS HEJOHOIICHHX jiTeill (BikoM
< 36 THXKHIB ITiCIA 3a4aTTA), Hapasi HeMae,

Tsxki nopymenns dynknii HUPOK

I1pu nixysanni i npodinaxruui y nimitkis (sixom sia 13 1o 17 POKiB) Ta IOPOCIHX i3 THKKUMH
NOPYIEHHAMH QyHKIIT Hipok pexoMeH10BaHa KopeKIis 1031, Kninignux JAQHHX JUUIA HEMOBJIAT
Ta jitei (Bikom 1 pik um crapine) i3 mopyurenasMu (GyHKIIT HHPOK HENOCTATHBO JUIS HANAHHS
SKHXOCh PEKOMEH1alliii 010 /103 YBaHHS.

Heifpo-ncuxiaTpuyni sieuma

Hesiki nanientu 3 indmoeHn010, 0cOGIHBO JUTH Ta MiJUITKH, BiJ3HAYAIM HEPBOBO-NCHXiyHi
ABHINA HA TJIi MpHifoMy osenbTamiBipy docdary. IoniGui sBuma BixzHavamm i HalieHTH 3
in(IoeHno0, Aki He npHiiManH osenbTaMiBip. IlauienTn norpebyiors perenpHoro Haruaay
OJI0 3MIH NOBEIHKHA i IHAMBILyanbHOT peTe/bHOT OMiHKH KOPHCTI Ta PH3UKY MOJATBLIOTO
JKYBaHHS.

B3aemonis 3 inmuvu aikapeskumu 3aco6avu ta inmi Bun B3acMOLiii
®apmMaKOKiHETHYH] BIACTHBOCTI 03€BTAMIBIpY Ha KINTANT HH3bKOIO 3B’ A3yBaHHA 3 GinKkaMy i
HezalexHoro Bijx cucremu CYP450 i TIOKYPOHiZasH MeTabonisMy cBifgath npo Maiy
HMOBIPHICTE KJIHIYHO 3HAYYmMX IKAPCHKHX B3aEMOJIIH, 10 BiaOyBalOThCA 3a UMM
MeXaHi3MaMHu.

[IpoGenennyg

Ilpn oxmouacHomy 3acTocysanni 3 NpoOCHEUIOM MAllieHTaM i3 HOPMAILHOIO hyuxuiero
HHPOK He 1moTpibHa Kopeknis mo3m. OaHouacHe 3aCTOCYBAHHS NPOOEHEIHAY, MOTYKHOIO




IHriGiTopa aHIOHHOrO NUISAXY HUPKOBOT KAHANLLEBOT CeKpellii, NPU3BOUTH 10 NpHOIN3HO 2-
Pa30BOTO 3POCTAHHA KOHIEHTPALIT aKTHBHOTO MeTaboMIiTy 03enbTaMiBipy V miasmi.

AMOKCHIIHIIIH
OsenbTamiBip He AeMOHCTpYE KiHeTHUHOI B3aeMoii 3 AMOKCHITHJIIHOM, 1110 BHBOJHTBLCH THM

camMuM uisixoM. Le cBinunts npo cnabkicTs BIMBY 03ebTaMiBipy Ha neii msx.

BuBenenns nupkamu

Kuiniuno Baxmsi nikapeski B3aemosii, B Tomy umeri i KOHKYPEHLIS 34 HUPKOBY KaHAIbIEBY
CeKpeniio, ManoiMoBipHi uepes Bizomuii miamason GesnekH OiALIIOCTI X PEYOBHH,
XapaKTCPHCTHKA BHBCJCHHA aKTUBHOro Mertabonity (xiyGoukoBy ¢inbTpaiiio Ta aHiOHHY
KaHaJbLeBy CEKpellilo) Ta iMOBipHicTh BiBeenHs uuMH msxamu. [Ipore, nikapsm ciij 6yTn
OOCpPeXKHUMH NpH TNPH3HAYECHHI O3eNbTAMIBIpY mamieHTaMm, sKi OXHOYACHO pUHMAalOThL
[IpeIIapaT 3 BY3bKHM TEPAaNCBTHYHHM Jiara3oHOM, IO BHBOASTHCA THM CAMMM ILUISXOM
(HanpuKIaa, XTOPHpONaMia, METOTpeKcar, ¢beninbyrazon).

Jonarkosa indopmanis

Ilpn  opmowacHOMy 3acTocyBaHHI 3 NapaneTamMoioM, ANETHICATIHIOBOIO KHCII0TOIO,
UMMETHIHHOM, aHTauuaamMi (FiZPOKCHAaMH MATHIIO Ta alloMiHil0, KapGoHATOM KaJIbLiI0),
PUMaHTaIMHOM abo BapdapunoM (y mnamieHTiB, cTabinizoBaHuX Ha Bapdapuni, Ge3
indmoennm) GapMakoKiHeTHYHHX B3aeMoiit 03¢]bTaMIBIpy 4i HOTO OCHOBHOTO MeTaboltiTy
HE BiJ3HaAYaIH.

®epTuabHicTs, BarituicTs i JakTanis

Baritaicth

[ndmoenna nos’ssana 3 HECHPHATIMBUMM HACHIKAMM JUIS BAriTHOCTI i 11014, PH3HKOM
PO3BHTKY CEpHO3HHX YPOZKEHHX Bajl, B TOMY 4HCHI cepis. Benukuii MacHs JaHuX 1HOLO
BIUTHBY O3€/bTaMiBipy Ha BariTHHX XiHOK, 3i6pamux y xXoxi micsipeecTpaliiiux Ta
obcepaaniiianx mocmimkens (nouax 1000 Bunakis BILUIHBY BIIPOJIOBIXK II€PUIOrO TPHMECTPY),
CBIYMTE IIPO Bi/ICYTHICTH Baj PO3BHTKY, a TAKOX (ETO- UH HEOHATATBHOI TOKCHYHOCTI,
CNIPHYHHEHOT 03€JIbTaMiBipoM.

Ilpote, pesymsratH opmHoro ofcepBawuiiiHoro moCHiIKEHHS OJI0 PO3BHTKY BEIHKHX
YPOIUKEHHX Baj Cepls, AiarHOCTOBAHMX BIPOAOBAK 12 MicAliB micis HapokeHHs, He Oyiu
[IEPEKOHTHBHMH, XO4Ya 3araibHHH PH3HK PO3BHTKOBHX Bal i He 3pocTaB. B xoji mboro
AOCIIJDKCHHS 4acTOTa PO3BATKY CEPHO3ZHHX YPOUKEHUX B/l CepIIs i/l BIUIHBOM O3eNbTaMiBipy
BIPOZIOBK MEPIIOro TPHMECTPY cTaHoBHIA 1,76 % Bij 3aranbHOi momymamii (7 HeMOBIAT Ha
397 BaritHocteit) nopisusiHO 3 1,01 % y KOHTpOIbHiik rpyni (BigHocHui pusuk 1,75, 95 % JII
Bix 0,51 o 5,98). Kniniune 3HauenHs mux Pe3yNBTATIB HE BiJOME, OCKIJILKH Ie JOCII IKeHHS
Oymo obmexenum. OKpiM TOro, JOCIIKEHHS Oyno HanTo Manum, moG A0CTOBIPHO OLiHUTH
OKpeMi THIIH BEJIMKHX PO3BHTKOBHX BaJ; XiHOK, sIKi npuiiMany i He NPHAMAIH 03€IbTaMiBip,
HE MO3KHa OyJI0 OPIBHATH NOBHICTIO, 30KPEMa, B aCITeKTi IepeHecenol inQoeHIH.,
Jlocmiukerns Ha TBapHHAX He CBiAyaTh PO PENPOLYKTHBHY TOKCHYHICTD 03€JIbTaMiBipy.

3a HeoOximHocTi, 3acTocyBamHS O3enbTaMiBipy docdary y mnepion BaritHocTi MOXKHA
PO3IIISIATH MICAs OLIHKH HasBHO! iHdopmamii moxo 6e3nexu Ta KopucTi npenapaty (xani npo
KOPHCTD JUlsl BariTHMX HaBeIeHi y po3ini 5.1 «JlikyBanHs inGMOSHIN y BariTHUX XKiHOK»), a
TaKOXK IIaTOTeHHOCTI 1TaMy Bipycy iH(IIOSHIH, O MOLHPIOETHCS.

MEPEKNAL

yﬂOBHOBAMHHﬁ .
MPFACTARLUY e



I"onyBaHHs rpyunio

Osenbramisip i iioro akTHBHKI MeTaGOMIT BHAINAIOTECS ¥ MOJIOKO mypis. Jani moso mirei,
SIKi OTPUMYBAITH MOJIOKO MaTepiB, KOTpi mpuitMay 03eJIbTaMIBIp, Ta BUJIJICHHS 03€/1bTaMiBipy
Y MAaTEepHHCHKE MOJIOKO jyzxke oOMexeni. Lli nani cigyars, 1o o3enpramisip i iforo axTusHMil
MeTaboniT BHUAUIAIOTECS Yy MAaTEPHHCHKE MOJIOKO, alle B HH3BKHX KOHIEHTpaLigx, 1[0
BIANOBIIAIOTH cyGTEpaleBTUYHIM 03aM JUIsl HOBOHAPOKEHHX. 3 YypaxyBaHHSM LHX JaHHX,
NaTOreHHOCTI MMTamy Bipycy iHQIOCHIM, WO NOMMPIOETHES, TAa OCHOBHHX 3aXBOPIOBaHb
JKIHOK, SIKi TOJYIOTH IPYAMIO, CJil PO3IIIANATH MOMKIHBICTD 3aCTOCYBaHHA 03€]1bTaMIBIpY 3a
HAsBHOCTI OYEBH/IHOT IOTEHNIHHOI KOpHCTi M1 MaTepiB.

DepTUIBHICTE

3rigHO AOKJIIHIYHMX JaHUX CBiJYEHb BIUIHBY o3enbTaMiBipy (ochary Ha (epTHIBHICTL
40JIOBIKIB a00 KIHOK HEMae.

Brumme Ha 3paTHicTs KepyBaTH TpaHCmopTHHME 3ac00aMu a0 NpanlBaTH 3 IHIHMH
ABTOMATH30BAHHMH CHCTEMAaMH

OsenbramiBipy docdar ne BrutHBae Ha 37aTHICTSH KepyBaTH TPAHCIIOPTHHMH 3acobamu abo
NPAIIOBATH 3 IHIIHMH aBTOMATH30BAHHMH CHCTEMAMH.

IToGiuni peaxuii

Pesiome npodimo Geznexn

3aranennii  npodine Gesnexn osensramiBipy (pocdary IPDYHTYETBCS HA JAaHHX A
6049 nopocnux i mimnitkis ta 1473 pitei, sxi OTPUMYBAJIH O3eabTaMiBipy Gocdar un niamebo
jns JiKyBaHHS ingmoeHnH, a takok aaa 3990 gopocnux i mimmiTkie ta 253 aiTel, ski
OTPUMYBAJIH O3e1bTaMiBipy ¢dochar 4k mianeGo / He OTPHMYBAIM KOMHMX 3acOBiB s
npodinakTHKH 1HGIIOCHIN Y XOAi KITiHIYHMX BunpoGyBanb. OkpiMm Toro, 245 naricuris i3
ocnabnenum imyniTeroM (y Tomy umenmi 7 mimmitkis i 39 AiTel) OTPHMYBaIM O3€TbTaMiBipy
ocdar s nikysanus, a 475 nauienTis i3 ocnabnennm iMyHiTeToM (y Tomy uucii 18 giteit, 3
Hux 10 i3 rpynn osenbramiBipy docdary ta 8 i3 rpynm mmaueGo) — ans npodiakTHKH
indmoennu. Jlopocni / mianiTku HalfyacTimre Big3Hauamm Taki moGivmHi peakuii, sk HyoTa Ta
OmoBanns npu JiKyBaHHi, Ta HyxoTa npu npodinakraui indmoenm. B OCHOBHOMY 1100iuHi
peaxuii Bi3HaYanM OXHOPa3oBO y mepmmii a6o APYTHil JIeHb JIKYBaHHS, BOHH CIIOHTAHHO
MHHAIH BOpoaoBxk 1-2 aui. Jlith HaliyacTime Bix3navanu 6mosanns. Y OLIbIOCTI ManieHTiB
nobiuHi peakuii He BUMarann BiaMinu ozenpramiBipy Gocdary.

Hacrynni cepiiosni noGiuni peakuii sizsmauamm y Nepiol MpojaKy O3enbTaMiBipy piako:
anadinakTayni Ta anabirakToinui peakuii, posnamu 3 Goky neuinku (OnMCKaBHYHMMN renaTur,
NOpYMeHHs QYHKLUIT NeYiHKH i XOBTSHHILS), AHTIOHEBPOTHYHHIL Halpsk, cuapom Crisenca-
JKOHCOHA | TOKCHYHHI enigepManbHu HEKPOIIi3, LUTYHKOBO-KHITKOBI KpOBOTEYi i HEpPBOBO-
NICUXIYHI po3nay.

Ilepenik no6iunux peaxuiii y Burnsai tabuuii

Ilo6iuni peaxnii, 3a3nadeni B TaGnuuax HEKYe, MOAINMOTH HA TAKi KaTeropii: Aysxe 4acTo
(z 1/10), 4acto (sio = 1/100 do <1/10), neuacro (8id > 1/1 000 do <1/100), pinko (gio
2 1710 000 00 <1/1 000) i myxe piako (<1/10 000). Tlo6iuni peakuii Binneceni 10 BIZUIOBiTHOT
Kareropii Tabnuui 3a pesynbraTamMu 06’ €1HAHOTO aHali3y KIHIYHHX JOCHTiIKeHb.

Jixysanus i npoginaxmuxa ingpmoenyu y dopocaux ma nionimris
[To6iuni peaxuii, naityacTime BinsHayeni y 10pociux i miamiTkis Y X0/ JI0CIiJKEeHE JIIKyBaHHS




i npoinakTuky iHQmoeHIH nicis NpUioMy PeKOMEHI0BAHMX 703 (110 75 MT ABiYi Ha JAeHD
BIIPOJOBIK 5 JHIB A1 NiKyBaHHs Ta 110 75 MI OJIMH pa3 Ha JIeHb BIIPOJIOBK MAKCUMYM 6 THIKHIB
Juis npodinakTukn), 3a3naveni B Tabmuni 1.

Ilpodins Gesnmexu, Bigsnauenwuii y namienrtis, sxi OTPUMYBAJIH PEKOMEHIOBaHI J103H
o3enbTaMiBipy pocdary s npodinakruku (mo 75 Mr o pas Ha JeHb BITPOJIOBK MAaKCHMYM
6 TukHiB), OyB sKicHO moAiGHEM 10 Mpodiio, BiA3HAYEHOrO B XOJi JOCIIKEHD JIKyBaHHS,
HE3BaXal04H Ha OLTbILIY TpUBaicTh NPHITOMY Y X0 J0CHi/KeHb npodinakTHKy,

Tabmuua 1. TloGiuni peaxuii y xoai nocnimkens 3actocysanus osenbTamisipy Qocedary as
nikyBauHs i npodinakruku iHgIrOCHIH y IOpOCiuX i MiUTKIB 9M 3a pe3y/ibTaTaMu

nicigpeecTpaniitHoro Harsaay.

iMyHHoOl cHeTeMu

rinepyyTaIHBOCTi

Cucremno- IToGiuni peakuii 3a wacroroio
OpraHHuii Kaac ”
P Ayxe yacro | Yacro HeuacTo Piako
Indexuiiini Ta Bponxir, Bipyc
napasarapui repnecy,
3aXBOPHOBAHHS Ha3ohapHHriT,
indexuii Bepxuix
BiJULITIB TMXaTBHHUX
ULIAXIB, ralMOpUT
Posnanm 3 Goky TpombGoumronenis
KpoBi Ta
aimdarnanol
CHCTEMH
Posnaan 3 Goky Peakuii Anadinaktuyuni

peakuif,
aHadinakroiani
peaxtit

Poznann 3 Goky
NCAXiKHl

36yaxkeHHs,
aHoMalbHa
NnoBeIiHKa,
TPHBOTa,
CIIYTaHICTh
CBIZIOMOCTI,
MasyHA, MapeHH,
raJrouMHaLiT, HiYHi

KOLIMapH,

CaMOYLIKOKEHHS
Posnanu 3 Goky I'onosuuit 6ins| Besconns 3miHeHHi piBeHb
HEPBOBOI CHCTEMH CBiZIOMOCTi,

KOHBYJIBCIT
Poznanm 3 Goky Posnaau 3opy
opramis 30py
Posznann 3 Gory CepueBa aputmis
cepus
IEPEKNAR aﬁE’ G e
YNOBHOBAKHH

[IPFACTARULY



Po3znann 3 Gory
oprasiB Auxamus,
rpyanol KJAiTHHA
Ta cepejocTinns

Kawens, 6inp y
ropi, HeXKUTh

BBeJeHHA

(B TOMY umcni
BEPTHr0), BTOMA,
nipekcis, 6iib y
KiHIIBKax

Posuanm 3 Gory Hynora bitoBanus. 6ine y HInyHkogo-

LILJIYHKOBO- JKUBOTI (B TOMY KHIIKOBI KPOBOTEYI,

KHIIKOBOI'0O YHCITi BepXHilii reMopariyHuii

TPAKTy YaCTHHI JKHBOTA), KOJIIT

JIACTIencis

Posnann 3 Goky 3pocraHHs pieHiB | Briuckapuunuii

nevinkH Ta tdhepmeHTiB rernaTuT, NneviHkoBa

AOBYOBHBIAHHX HEJIOCTATHICTB,

ILIAXIB renaTuT

Posnanm 3 Goky Ek3ema, AHTiOHEBPOTHYHMI

LHIKipH i ACPMaTHT, Ha0psk,

NiIKIipHAX BHCHITH, MYyIbTH(HOPMHA

TKAHHH KPOITHB’ IHKa epuTeMa, CHHAPOM
CriBeHca-
JlxoHcoHa,
TOKCHYHHI
enigepMaibHui
HEKPOJ1i3

3aranbui posnaan Bin,

i cran micus 3arnaMoOpoOYeHHA

Jikysanna i npoginaxmuxa ingpnioenyu y dimeii

3aramom 1473 mutunu (B TOMy wumMcni 370poBi it Bikom Bix 1 g0 12 POKIB 1 JiTH 3
GposxiansHOXO acTMOro BikoM Bix 6 10 12 pokis) Gpamm y4acTb y KJIHIYHHX JOCIIIKEHHSX
3aCTOCYBAHHA O3€JbTaMiBipy Ans nikysanus indmoenun. 3 uux 851 murHHa OTpHUMYyBasa
JNKYBaHHs CyCNEH3I€0 o3enbTaMiBipy. 3aramom 158 nitei OTPHUMYBAJIM PEKOMEHIOBAHI J03H
O3eNbTaMiBipy Qocdary oAHH pa3 Ha [eHb Y X0l AOCTiMKeHHS MOGYTOBOT npodinakTuku
TicJisl KOHTAKTY 3 XBOpHM (n = 99), 6-THIKHEBOTO JA0CITiIKCHHS CE30HHOT npoQinaKTHKH y JiTelt
(n = 49) Ta 12-THXKHEBOrO IOCIIIKEHHS CE30HHOI npoQinakTUKH y jitedl 3 ocnabieHum
imyHiTeTOM (n = 10).

Y rabnuui 2 naBeneni noGivni peakuii, Haiiuactime Bin3naueni Y X041 KJIIHIYHHX AOCITiIKEHb
3a y4acTIO JiTeil.

Tabmnusa 2. TloGiuni peaknii y xoai mocmimkens 3acTocyBamms osenbTaMiBipy docdary ams
TiKyBaHHsi i npodinakTikm inoeHny y niTell (103H 3 ypaxyBanuam BiKy/MacH Tina [Bin 30
210 75 Mr BHYTpilIHLO]).




CHereMuo-

IToGiuni peakuii 3a wacrororw

Opranumnii Kaac

Jyxe yacrto Yacro Heuacro Piako

Indexniiini Ta Cepenniii otuT
napasurapui
JAXBOPHBAHHA
Posznaam 3 Goky I"onoeuuii 6ine
HEPBOBOT CHCTEMH
Po3zaanm 3 Goky Kou’roHkTHEBIT
opramis 30py (B TOMY umci

HOYEPBOHIHHA

ouel, BUIIICHHS 3

oueii i 6isb B 0vax)
Poznanu 3 Goky Binb y Byxax Posnanu
oprauis cayxy i GapabGannol
piBHOBarm NEPETHHKH
Posnanu 3 Goky Kamesns, Hexnth

opramiB aAuxanns,
rpyanol KIiTHHH
Ta cepeaoCTiHns

3aKJIaJIeHICTh
HOCca

Posnaau 3 Goky

bnroBanus

Binb y sxuBoti (B

HLIYHKOBO- TOMY YMCJIi BEPXHiii

KHIIKOBOI0 YaCTHHI }KHBOTA),

TPAKTY JMcriencis, Hyjota

Poznann 3 Goxky Hepmatut (B Tomy
mKipH i YHCIi aneprivumnii
nimKipaHX Ta aToni4YHMH
TKAHHH JIEpMATHT)

Onuc BuGpanux mobiuynmx peaxitii

Posnaou 3 6oxy ncuxixu ma nepeosoi cucmemu

Indmoenna Mmoxe Gyt nos’s3ana 3 pisHIMHU HEBPOJIOTIYHUMH i TOBEAIHKOBHMH CHMITTOMAMH,
B TOMY 9YHCIi SIBHIIAMM HA KIITANT TaTIONMMHALIN, MAg9Hi Ta aHOMAIbHOL IOBEIIHKH, IO B
ACIKHX BUNAJZIKAX MOXYTh NPHIBOAHTH OO JICTANLHHX Hachiakis. Lli ssuma MOXKYTh
possuBaThCs Ha Tii eHuedanity um enuedanonarii, aie MOXYTh mouatucs i 0e3 gBHOro
TSIKKOIQ 3aXBOPIOBAHHS,

Hanientn 3 ingmoennoo, sxi orpumysany o3esbTaMiBipy docdar y nicaspeectpartiiinomy
MOCBiJl, BiA3HAYANN CYIOMH Ta MasAYHIO (B TOMY YHCII 3MiHY piBHS CBiZOMOCTI, CruTyTaHicTh
CBIZIOMOCTI, HEHOPMAJIbHY NOBEJIHKY, MapeHHs, TaMONUHALT, 36yIKeHHs, TPUBOT'Y, Hi4HI
KOMapi), o y Ayke PilAKiCHHX BHMAAKaxX MPH3BOIHIH /0 CaMOYIIKO/KEHDb YH JICTAILHUX
Hacuiakis. Taxi sBHIIA BiX3Hauanu mepeBaHo aiTH i MiUTITKH, YacTO BOHH PO3BHBAIHCS
panToBoO i WBHAKO MHHAIM. BHECOK o3enbTaMiBipy (ocdaty 10 pO3BHTKY NHX SBHIN
uesiziomuit. [ToniGHi HepBOBO-NICHXiuKi SBHINA BixsHAYANH i NAIi€HTH 3 IHQIIOCHIION0, SKI HE
npHiiMaNy o3ebTaMiBipy pocdar.

(EPEKNAA

YNOBHOBAKHHM i
NPEACTABHHK




Po3znadu 3 60Ky newinku ma jico64o6uionux waaxis

llatienTn 3 rpunonogiGHUMHI 3aXBOPIOBAHHAMH Bi/3HAYATH nopymenns 3 60ky neyiHku ta
KOBUOBHBIIHHX LWUISIXIB, B TOMY YHCII FeNaTHT i 3pOCTaHHs PiBHIB ICUiHKOBHX (hepmentin. L
BHTAJIKH BKJTIOYAIH CMEPTEIbHUH O1HCKaBUYHHUIT I'eNaTHT i eYiHKOBY HEI0CTATHICT.

Inii ocobmuBi nonyasmii

Himu (sixom monoowe 1 poxy)

Bijsnauennit y xoni ABOX mociimkenb (hapMakOKiHETHKI, (GapmakoanHaMiKK i mpodino
Oesnexu o3enpramiBipy 3a yyacTio 135 niteii 3 iHpmoenno10 BikOM 0 0/HOTO poky mpodins
Gesnekn OyB momiGHHM y pi3HEX BiKOBHX rpymax i BxmouaB OmroBaHHs, jiapeio Ta
METIOIKOBHI ICPMATUT, IO Bii3Hayanu Haityactime. JaHHX IMOJO HEIOHOMICHHX JuTei,
HapOJUKCHUX 4epe3 MeHLIe, HiJK 36 THKHIB IiCNs 3a4aTTs, HEAOCTATHBO. Indopmarnis moo
Oesnexn 3acTocyBaHHS O3eNBTAMiBipy I NiKyBamHA inGmOCHIM y HEMOBIAT BiKOM 0
OJHOTO pOKY, OTpHMaHa y XOAl NEPCHEKTHBHHX I pPeTPOCHEeKTHBHHX oGcepBaiiiinux
JocaikeHb (3a ydacTio 3aranom monax 2400 HEMOBIST i3 Liel BiKOBOT TPYIIH), JOCITIKEHb
enigemionoriuuux 6a3 mgaHmx i MiC/ISpeecTpanifiHoro HarIsgy, CBiYNTH NPO MOAIGHICTH
npodimo Gesneku y HEMOBIST BIKOM JI0 OHOTO POKY i BCTAHOBJIEHOrO npodinto Gesnexu y
niTed Bikom 1 pik i crapiue.

Cmapwi  nayicumu ma nayienmu 3 Xpouiunumu cepyeeumu ma/a6o pecnipamopHumu
3aX80PIOBAHHAMU

[Tomynsuis, BHBYeHa B Xoii A0C/i/KEeHb TiKYBaHHS IHQIIOCHIH, CKIANACTCS 31 3/I0pPOBHX
JOPOCIHX i MiUTiTKiB Ta nauienTiB i3 rpyn mixBHImenoro PH3UKY 1010 PO3BUTKY YCK/aJHEHD,
HOB’A3aHUX 3 iH(IIOEH1010, HANpPHK/Ia/, NALIEHTIB JITHLOIO BIKY 4M oci6 i3 XPOHIYHHMH
3aXBOPIOBAHHAMH CEPLS 9H IUXANbHHUX LUIAXIB. Sk npaBuio, npodins 6e3nexn B namicHTis i3
TPy PU3MKY AKICHO NOAIGHHIT 10 POinio y 370pPOBHX TOPOCIHX i MiUTiTKIB.

Iayienmu 3 ocnabnenum imynimemom

JlixyBanus iHuIOCHUM B mauieHTiB 3 ocnabieHHM IMYHITETOM OLIHIOBAM Y XOMAi ABOX
JOCHIKCHb  CTaHJAAPTHHX YH BHCOKHX (NMOABIMHHX um NOTPIHUX) 703 O3eNnbTaMiBipy
hocdary. IIpodine Gesnexu ozenbramisipy docdary, sinsnauennii y xoni nux mocimkens,
Y3rO/UKYBaBCs 3 IpodineM, BiIoMUM i3 momepeanix KIiHiyHUX BAMPOOYBaHb, YYaCHUKH SKHX
31 BCIX BIKOBHMX IPYNl 3 HOPMAJIBHUM iMyHiTeTOM OTPHMYBAJIK O3ejbTaMiBipy docdar ans
JMKyBaHHS iHdmoeHnn (B TOMy YMCIi 340pOBi NAGCHTH | MAIEHTH 3 rpyn pusuky [To6To
NAIi€HTH 3 CYNYTHIMM 3aXBOPIOBAHHSIMH opradis juxanus Tta/a6o cepus]). [loGiunowo
peaxuiero, Halfyacriiie BiI3HAYEHOIO y aiTell 3 ocnabieHHM iMyHiTeToM, OyJ0 OmoBaHHS
(28 %).

3a pesyapratamu |2-THXKHEBOrO AOCTIIKEHHs HPodinakTHKM 3a yyactio 475 nauieHTiB i3
ocnabieHuM iMyHiTeToM, y ToMy uncri 18 miteif Bikom Bix 1 10 12 POKIB 1 cTapiue, npodins
Oesneku osenpramiBipy y 238 mnamientis Biamosinas npodimo, Big3HaveHomy B Xoui
NoNepeIHIX KIHIYHAX J0CHIKeHb NpodiNTaKTHKH o3enbTamiBipy docdarom.

Himu 3i 6arce icuyrouoio bpouxianvrow acmmoro
3aranom, npodine moGiuHuX peakmiii y aiteif 3i Bke icayrouoro GpoHXianbHOI0 acTMoIio GyB
AKICHO NOAIGHHM /10 TaKOTO y 30POBHX JiTeii.




[losigomnenns npo nijosproBani nobiuni peaxiii

[licns peectpauii mikapebkoro 3acofy BaXJIMBO MOBiIOMIIATH PO Mino3pioBaHi 1moGiuHi
peakuii. Ile pgossonse  3naiificHioBaTH Oe3mepepBHM  MOHITOPMHI'  CIHIBBijHOIIEHHS
KOPUCTI / pPHM3MKY JUIS TAKOTO NiKapchKOro 3aco0y. Mean4yHUX NpauniBHUKIB NpOCATH
noBizomsTH npo Oyab-sKi nigospiosani no6iuni peakuii (uB. HHUIXKYE).

MepenosyBanusn

Ilosinomnenns npo nepenosypanus osenpTamiBipy (ocdary HaIXOMMIH Y XOMi KIiHIYHMX
BUIIPOOYBaHb Ta MiCHApeccTPaliHHOro 10cBiny. V GinbmocTi BHNAAKIB mics nepeo3yBanus
He BiJI3HAYANH PO3BUTKY KOJHHX MOGIUHHX peaxiiii.

[loGiuni peaxkuii, BigsHaueni micia [Epeao3yBaHHsd, 3a XapakTepoM Ta 4YacToTol Oyau
noAiGHUMH 0 peakuiil, BiA3HaYeHNX mics 3aCTOCYBAHHS TEPANEBTHYHHUX JI03 03eJIbTaMiBipy
(ocdary i onucanux y poznini 4.8 «Ilo6iyni peaxiiin.

Cnemudiunmit anTHIOT He BimoMuii.

iTH
Ilepenosysanus y giteif Binsmauanu Jactime, HDK y jgopoenux i mimmitkis., Crig
AOTPHMYBATHCh OOEPEKHOCTI IPH NPHIOTYBaHHI OPANBHOI CYCIIEH3iT o3enbTamiBipy docdary
T4 npuiioMi npenaparis ozensramiBipy dochary xitemu.

Dapmakoaorivni BaacTuBocTi

®apmakoauHAMIYHI BIACTHBOCTI

dapmakoTepaneBTHYHA Tpyma: NpOTHBIpYCHI 3aco0M JUIS CHCTEMHOIO 3aCTOCYBaHHSI,
inribiropu Heiipamininasu. Kox ATX: JOSAH02.

Osenbramisipy  dochar ¢ npexypcopom —axtHBHOrO metabonity  (o3enabramisipy
kapbokcunary). Ileit axkTHRHMIT MeTaGOMT € CeNCKTHBHHM inribitopom  (QepmenTy
HelipamiHiZasu Bipycy iHQMOGHIH, MmO sBJISE cOOO0IO IJIKONPOTEiH Ha IOBepXHi BipioHy.
AKTHBHICTb (pepMenTy BipycHOI HeiipamiHizasw Bakimsa sk Juis NPOHUKHEHHS Bipycy JI0
HEiH(IKOBAHHX KIITHH, TaK i /s BHBiIbHEHHS HCINOJAaBHO YTBOPEHHX YaCTHHOK Bipycy 3
iH(pIKOBaHHX KJIITHH i MOAANBIIOTO NOLIMPEHHS BIpyCy B Oprasismi.

Osenpramisipy kapGokcumaT mpHrHigye Heltpaminifasu wramis ingmoenuu A i B in vitro.
Osenbramisipy docdar npuraiuye mommupenns i perutikaniio Bipycy induroenuu in vitro.
[Ticns mepopaibHOro BBeIeHHS in vivo 03eJIbTaMiBip MPUTHIYYBaB penikaiiio mTaMin Bipycy
inpmoeHH A i B Ta ixHIO natorenHicTs y TBAPHHHHX MOJIEJIAX 3 €()eKTUBHICTIO, MOAIGHOIO 110
BI3HAYEHO] Y JTIOANHH THCIIs NpHHOMY 103 10 75 Mr JBivi HA JeHE.

ITpotuBipycHa akTHBHICTE O3eMbTaMiBipy moj0 mramis iHpmoennn A i B noseneHa y Xoji
CKCIEPUMEHTAILHAX NPOBOKAIIHHAX A0CTIKEHD 3 YYaCTIO 30POBUX J0GPOBOIBLLIB.
3uauyenna IC50 depmenty meiipaminizasu KIiHiUHO 1301B0BAHOTO Bipycy indmoenun A ans
osexbTamiBipy BapiroBamues Bin 0,1 10 1,3 1M, a u1s Bipycy iHpmoenuy B cranosumm 2,6 HM.
Pesynpratd ony6mikoBaHMX NOCIHiIKEHL CBimYaTh npo BHII 3HauenHs IC50 must mramis
indpmoenuu B, ax 10 mexianu 8,5 M.

Kuniniuni gocnipkenns

Jlixyeanns ingpexyii inghnroenyu

IloxkasanHs IPYHTYIOTBCS HA JaHMX KIIHIYHHX JOCHIIKeHb [ITAMIB IHQIIIOCHIH TIPUPOIHOIO
IOXOJKEHHS, IepeBakHO iH(moeHH A.

OsenbramiBip ebexTuBHMI THme Mmoo 3aXBOPIOBaHb, CIPHYMHEHHX BipycoM iH(IOeHIH.




Ormxe, mpexcraBnenuii CTATHCTHYHMI aHami3 CTOCYEThes JHMUIE NALICHTIB 13 BipycoM
inmoeHu. Y 06’ emaniil mony il 10C/iUKeHHS TIKYBAHHSA, IO CKIANANACS 3 TO3HTHBHUX
1 HeraTHBHUX 10210 iHdIIOeHIM nauieHTiB (ki OTPHMYBAJIM IPHHAHMHI OJIHY J103Y J0CIIAHOrO
npenapary), NepBHHHA eQeKTHBHICTL 3MeHiyBajach NPONOPIIIHHO YHCITY HEraTHBHUX
nauiesTie. B saraubniii Tepanesruuniii momymsinii indexuiio iHhmoeHIm nigrBepauu y 67 %
(niamason Bix 46 10 74 %) nauicHTIiB., BKIOUCHHX y aochikenns. [To3uTuBHI pesynsraru
ACMOHCTpyBwIM 04 % namicHTiB miTHROrO Biky 1 62 % namientin i3 XPOHITHUMH
3AXBOPIOBAHHAMU Cepusl Ta/abo JuxanbHUX NULAXIB. ABTOpH BCiX pocaimmkers dasu 111
HaOWpaTH NAUICHTIB JIHIIE y Nepios NomMpeHHs iHdIOeHIH Y Micteiii rpoMajt.

Lopocni i nionimuu eikom 13 pokie i cmapuie: TAMIEHTIB BBAKAIH NPHHHATHUMH BIPOJOBK
36 ro/MH NiciA PO3BHTKY CHMNTOMIB, AKIIO BOHH Bif3HAUAIHM rapsuky 3 TEMIEpaTypor Tija
> 37,8°C, mo cynpoBoKyBanacs NpHHANMHI OHUM peCIipaTOPHHM CHMITOMOM (KallLIeM,
Ha3aIbHUMH CHMNTOMH 4d GojeM y ropii) Ta npuHaiiMHI OJHHM CHCTEMHHM CHMIITOMOM
(mianriero, 03H060M uu miTiHBicTIO, HE3J[yXKaHHAM, BTOMOIO 4YM TroJOBHHM Goiem). 3a
pesynpTaTamMu 00’€IHAHOrO aHajily BCiX MO3HTHBHHX Aopocnux Ta mijultkie (N = 2413),
BKJIIOYCHUX JI0 JIOCTI/DKEHHS JiKYBAaHHS, IPUHOM O3ebTaMiBipy y Aosax no 75 Mmr aBidi Ha
ACHB BIIPOJIOBIX S JHIB 03BOJISB 3MEHIIHTH Me/liaHHY TPHBAMICTh 3aXBOPIOBAHHS npuOIN3HO
Ha OJHH nenb 3 5,2 nuiB (95 % JII 4,9-5,5 nuis) y rpymi nnane6o 1o 4,2 auis (95 % J11 4,0-
4,4 nuie; p < 0,0001) y rpymi ozensramisipy.

Yactka nanienti, axi BixsHauanm Bimomi ycknaamenHs 3 Goky HIGKHIX BiAINB AMXanbHHX
uIAXiB (nepesaxno GPOHXIT) Ta noTpeGyBanu JiKyBaHHS aHTHOIOTHKAMH, 3MEHIIYBaIach 3
12,7 % (135/1063) y rpyni miaue6o 1o 8.6 % (116/1350) y momynsuii, mo orpumysaia
o3enbTamiip (p = 0,0012).

Hikyeanns ingnroenyu y nonynayisx eucoxozo pusuxy: Memianua TPHBANICTh 3aXBOPIOBAHHA HA
iHpmoenny y miTHIX namientis (ikom > 65 POKIB) Ta mauUieHTIB i3 XPOHIUHUMH
3aXBOPIOBAHHSAMH CEpIA Ta/abo AMXaNbHUX MUISXIB, sKi NPHiiMaNK 03e1bTaMiBip y 103ax 1o
75 Mr nBivi Ha JeHb BHPOMOBXK 5 IHIB, 3MEHIIYBAlaCh HECYTTEBO. 3arajibHa TPUBANICTDL
Fapaiku y Tpymax o3eibTaMiBipy 3MeHINyBanach Ha OAMH AeHb. O3¢ibTaMiBip 3HAYHO
3HIXKYBAB 9aCTOTY PO3BUTKY BiZIOMHX YCKJIQ/IHEHb 3 GOKY HHKHIX BLTINIB MUXaTbHAX IUISXIB
(mepesaxno GponxiTy) Ta notpeby B anTHOIOTHKAX 3 19 % (52/268) y rpyni mnane6o no 12 %
(29/250) y nonynsiuii, mo orpumysana osensramiBip (p = 0,0156).

3araibHa w4acToTa PO3BHTKY YCKIagHEHbL 3 OOKy HHKHIX BIIIINIB JUXANBEHUX [UISXIB
(mepeBaxkno Gpomxity) i morpeGa B anTHGioTHKAX Yy TAaNi€HTIB i3 XPOHIYHUMH
3aXBOPIOBAHHAMH cepiisl Ta/abo AuXainbHUX NUISIXiB craHoBuia 17 % (22/133) y rpyni nnanebo
Ta 14 % (16/118) y rpyni osensramisipy (p = 0,5976).

Jikyeanna inguioenyu y _eazimuux _icinox: KOHTPOJIbOBAHUX KJIHIYHHX JIOCHIKEHD
3aCTOCYBAHHS  03€NbTaMIBIpY y  BariTHUX IKIiHOK  He NPOBOAHMJIM, MpPOTe AaHi
nicnspeecTpanifiHuX i peTpocrneKTHBHUX obcepBalifHuX MOC/IKEHb CBiT4aTh PO KOPHCTH
PEKOMEH/IOBAHOIO PEKHUMY IO03yBaHHsS JUIA Wi€l IPYNH NALi€HTIB B ACIeKTi 3MeHIIeHHS
3aXBOPIOBAHOCTI / cMepTHOCTI. PesynbTaTH (apMakoKiHeTHYHMX aHANi3iB CBiZYaTh mpo
MEHIINH BILUIMB aKTHBHOTO MeTaboJiTy, aje BariTHHM JKiHKaM He PEKOMEHJI0BaHAa KOPEKIlis
AO3M ISt JIIKYBaHHA uH npodinaktuky indmoeHmy.




Jixyeauns _ingnioenyu ¢ dimei: y xomi nocnimikenus 3a y4acTiO 3/10poBHX aiTe (65 %
NO3UTHBHUX WOA0 iHpmoenmn) Bikom Bix 1 g0 12 pokis (cepennim BikOoM 5,3 pokis) i3
raps4koio (= 37,8°C) Ta xamuiem 4M rocTpuM pPHHITOM, 67 % HO3ZUTHBHUX MALCHTIB Oyan
indikosani Bipycom indmoenmu A, 33 % — indmoenun B. JlikyBanus o3enbTaMiBipom,
posmoyare BIPOAOBAK 48 roaus micis PO3BHTKY CHMITOMIB, A03BOSIO 3HAYHO CKOPOTHTH
TPHBAIICTh 3aXBOPIOBAHHs (BH3HAYeHY SK OJHOYACHE MOBEPHEHHS 10 CaMOINOYYTTS,
AKTHBHOCTI Ta IOJIETIIeN Hs IapA4KH, KAILTo i puHiTy), T06T0 Ha 1,5 juii (95 % A1 0,6-2,2 ani;
p < 0,0001) nopisusano 3 muane6o. OseinpTamiBip 3HHKYBAB 4YacTOTy PO3BHTKY TOCTPOro
cepenrporo otuty 3 26,5 % (53/200) y rpymi nnane6o o 16 % (29/183) y aiteit, ski
OTpHMYBaJH o3enbTamisip (p = 0,013).

Y npyromy mociizpkenHi 6panu yuacts 334 auTHHH 3 OpOHXiaJIbHOIO ACTMOIO BIKOM Big 6 10
12 pokis, 53,6 % sikux Gy 1M MO3ATHBHEMH 111010 indmoenmu. V rpyni ozensramisipy mezaianna
TPHBAIICTh 3aXBOPIOBAHHSA CYTTEBO He 3MeHIIyBamach., Jlo 6-ro s (ocTaHHBOrO JIHA
nikysanns) O®B1 36insmysases na 10,8 % y rpymi o3enbTamiBipy nopiBHsIHO 3 4,7 % y rpymni
manebo (p = 0,0148).

€sponeiicbka areHuis 3 JikapchkuX 3aco6iB BiiTepMinyBana 3060B’A3aHHS HaNaBaTH
Pe3yJIbTaTh JOCHiUKeHD o3enbTaMiBipy Qocdary B oamilt um kinbkox miarpymax miteii 3
indmoennoso.

ITokasanns mns HeMoBisAT Bikom g0 | poky IPYHTYIOTBCS HA EKCTpanmoysuii JaHuX Mpo
edekTHBHICTL y niTell crapmoro Biky, a PEKOMEHJI0BaHI IM 103H 6asyrorbest HA TaHHX
(apMakoKiHeTHYHOTO MOIeIIOBAHHSI.

Jikyeanua ingexyir ingpuioenyu B: 3aranom 6xusexo 15 % nomynAuii XBOPHX MaioTh Bipyc
indmoenun B, na wactka Bapioetses Bix 1 no 33 % B OKpeMHUX JoCHipKeHHsX. Menianna
TPHBAJIICTb 3aXBOPIOBAHHS y NALI€HTIB 3 iH(IIOeHN0I0 B CYTTEBO HE BiJIPI3HSIACH Y PI3HHX
TCPAaNCBTUYHAX Ipynax B paMKaX OKpeMHX jociizxenb. [daui a1s 504 mauientis i3 Bipycom
indmoenun B, orpumani B xoai Beix AOCHi/KeHb, 06’ €AHAIN M aHAi3y. Osenbramisip
CKOpOYyBaB MOJICTIMEHH BCIX cuMnToMiB Ha 0,7 ami (95 % JI 0,1-1,6 aui; p = 0,022) Ta
TPHBaicTh rapsuku (> 37,8°C), kauumo ta rocTporo puHity Ha 1 jgens (95 % 1 0,4-1,7 auis;
p <0,001) nopieasHo 3 nnane6o.

Jixysanna _inguioenyu y nayienmie 3 _ocaabrenum _ivynimemonm: Y PaHzoMi3oBaHOMY
NOJBIHHOMY CIINOMY JOCHI/KEHHI 3 OWIHKH Oe3NeKH Ta XapaKTePUCTHKH BIIUBY
03eJIbTaMiBipy Ha pPO3BHTOK pPE3HCTEHTHOCTI Bipycy iHGbmoeHIM (mepBuHHOMY amamizi) y
nauieHTie 3 indmoennoro Ta ocnabnenuM iMyHiTeTOM Opanu yyacts 151 mopocnuii manienr,
7 mipniTkis Ta 9 fgited, AaHi JUIS SKHX BKJIIOYMJIM O OMIHKH edeKTHBHOCTI o3elbTamiBipy
(BTOPHHHOrO aHamizy). V He NOCHiuKeHHS BKIIOYATH H MAiCHTIB micis TpaHCIUIaHTaIil
COJIHUX OpraHiB, cTOBOYPOBHX KIITHH KpOBi, a Tako BIJI-N03HTHBHUX NAaLieHTIB 3 YHCIOM
CD4+ < 500 xitua/MM®, namienTiB Ha cucTeMHif IMyHOCYNPECHBHIH Tepamii Ta XBOpHX 3i
3JIOAKICHHMM 3aXBOPIOBAHHAMM KpoBi. Beix mnamienTis panzomisyBanu st 10-gesnoro
JIKYBaHHS, IO PO3IOYATH BIPOIOBXK 96 FOIHH Mmic/Is PO3BUTKY CHMNITOMIB. CXeMH JIiKyBaHHS
03e/bTaMiBipoM GyIIH HACTYNIHHMM: CTAHAAPTHI 1031 (o 75 Mr abo 1031 3 ypaxyBaHHAM MacH
Tina s AiTei) nBivi Ha geus (73 popocnnx, 4 mianitka Ta 4 MMTHHH) a0o noxaBiiHi 1031 (110
150 Mr aGo 1031 3 ypaxyBanHsIM MacH Tina s aiteil) asiui Ha geHs (78 mopocnux, 3 miamitka
Ta 5 pireit).

Meziannnit 4ac 10 3HHKHEHHS CHMITOMIB y AOPOCIHX 1 NUUNTKIB y rpynax cTaHaapTHHX
(103,4 rogunn [95 % I 75,4-122,7]) Ta noasiitanx 103 (107.2 rogunn [95 % I 63,9-140,0])
OyB noxibnum. Meniaunuii yac 10 3HHKHEHHS CHMITTOMIB y AiTel BapitoBascs, a inTeprperaris




Jlanux o0MeXyBanach HeBEJIHMKHM po3MipoM BuGipkn. YacTkH AOpOCIMX NalicHTIB i3
BTOPHHHHMH iHQEKIIAMH y Ipynax CTaHAAPTHUX Ta NOABIHHUX 103 GyJu nopiBHIOBaHIMH (8,2
1 5.1 %). Cepen mipniTkis i gireit mumwe oanu nauient (niniTox) i3 rpynu CTaH/IapPTHHX 03
BiJI3HAa4aB PO3BUTOK BTOPHHHOI iH(ekii (GakTepianbuoro cHHycuTy).

Hocnipkenns dapmaxokineTnku 1 QapMakoJUHAMIKH TPOBOIHINA Yy HOITeH 3 THKKHM
iMyHozedinuTom (Bikom < 12 pokis, n = 30), ski oTpuMyBamu cranaaptii (mo 75 mr ao 3
ypaxyBaHHAM MacH Tija JBivi Ha JieHb) uu NOTPiiiHi 103 (110 225 Mr a60 3 YpaXyBaHHAM MacH
TijNa JIBivi HA ICHB) 03eILTaMIBipy BIPOJOBIK aLANTHBHOIO KYpCy JIKYBaHHA TPHBAIICTIO Bij
5 o 20 nuiB 3anexHO BiA BHALNCHHS Bipycy (cepemHsi TPHBAIICTE JMIKYBaHHS CTAHOBUJIA
9 nuis). Hyns nmamienTiB 3 rpynu cramjaapTHuX 103 Ta 2 mauieHTH 3 rpynu noTpiiinux 103
Bi/I3HAYQIH PO3BUTOK BTOPHHHHX GakTepianbuux indekuiit (6ponxity ta CHHYCHTY).

Ipoghinakmuxa inghmoenyu

E¢exrusnicts osenbTamiBipy s npodinaktuki iHQIIOSHIH NPHPOIHOTO MOXOIKEHHS
AOBETH Y XOAL AOCHIKEHHA MpodiTakTHKA Micas mo6YTOBOro KOHTAKTy 3 XBOPHM Ta JBOX
CE30HHUX JOCHi/uKeHb NpodinakTuky. ITepBHHHAM napamMeTrpoM eq(eKTHBHOCTI BCiX HHUX
JOCII/DKEHb  BBAKAIM 4YaCTOTY PO3BHTKY 1abGopaTopHO niarsepaxkenol  iHQIIOCHIIH.
Bipynentnicrs eninemiit indmoenun nenepenauysana i BapiloEThCS 3aM€/KHO Bij periony rta
CC30HY, TOMY “MCJIO UPOJIKOBAHMX XBOPHX HA OJHOrO BHIIKYBAaHOTO HpH npodinakTiui
iHmroeHIM MiHIBE,

lIpoghinaxmura nicns kowmaxmy: y4aCHHKHA I0CIIKeHHs KOHTaKTepiB (12,6 % BAKIIMHOBAHHX
NPOTH iH(IOEHIN) 3 HOCIAMY 1H(MOenI npuitmMay 03eJIbTaMiBIp y 103aX 10 75 Mr ofiuH pa3s
Ha JIeHb, NIOYMHAIOYHA 3 1-2 1HS mic/s pO3BHTKY CHMITOMIB Y HOCIS Ta BIPOJOBXK HACTYITHHX
cemu auiB. Indmoenny niarsepamnn y 163 i3 377 nociis. Ozensramisip 3HaumHo 3HHIKYBaB
KJIiHIYHY 9acToTy 3aXBOPIOBAHHS HA IH(IIIOEHIY Y KOHTAKTEPIB 3 NiATBEPUKEHUMH HOCIsSMHU, 3
24/200 (12 %) y rpyni nane6o o 2/205 (1 %) y rpyni ozensramisipy (sa 92 % [95 % /I 6-
16; p < 0,0001]). Yncno mponikoBaHHX XBOPHX HA OJHOIO BUJIIKYBAaHOTO TIPH KOHTAKTi 3i
CIPaBKHIMH HOCiAMH indymoernn nopiaroBano 10 (95 % JI1 9-12) i 16 (95 % JII 15-19) y Beiit
MOy JIALI] MAaUi€HTiB, SKi OTPHMAIH IPHHAHMHI OAHY 1103y JIOCITITHOTO [penapary He3alemHo
BiJl MiITBEP/UKCHHS CTATYCY HOCIS.

Edexrusnicts o3sensramiBipy mns npodinaktukm imgoenun IPUPOIHOrO IOXOKEHHS
JIOBENH y XOI JOCITI/KeHHA NPOdinakTHKH micas n06yTOBOro KOHTAKTY 3 XBOPHM 32 y4acTIO
JIOpOCIHX, MATTKIB Ta aitedl Bikom Bix 1 mo 12 POKiB, AK HOCIiB, TaKk i KOHTaKTepiB.
Ilepsunnum napamerpom eeKTHBHOCTI LBOrO MOCHIKEHHS BBaXAIH HYACTOTY PO3BHTKY
1abopaTopHO NiATBEpIKEHOT KIiHiuHOT iH(mOoSHIH ¥ poauni. IIpodinakruka ozenpramisipom
TpuBana 10 auiB. Y sarameHiii monynsuii yactoTa po3BHTKY naGopaTopHO H1ATBEPKEHOT
kniniunol indmoennm sumkysanace 3 20 % (27/136) y KoHTpOIbHik rpyni 10 7 % (10/135) y
rpyni osenbTaMiBipy (Ha 62,7 % [95 % I 26,0 81,2; p = 0,0042]). V pomunax i3 HOCisMH
IH(IIOEHIN YacTOTa PO3BHTKY 3aXBOPIOBAHHS 3HHKYBal1ach 3 26 % (23/89) y konTponbHii
rpymi o 11 % (9/84) y rpyni osensramisipy (wa 58,5 % [95 % JII 15,6-79,6; p=0,0114]). 3a
JaHHMH aHamisy miarpynm aiteii Bikom Bim 1 mo 12 pokiB uwactoTa PO3BHTKY 11ab0paTopHO
MiITBEPKEHOT KIHIYHOT iH(IOeHIM 3HAYHO 3HMXKyBanacs 3 19 % (21/111) y kouTponbHiit
rpymi o 7 % (7/104) y rpyni osensramisipy (ma 64,4 % [95 % JII 15.8-85,0; p = 0,0188]).
Cepen mitelf, sxi me He BHALNSIM Bipyc HA IOYATKY HOC/i/UKEHHS, YacTOTA PO3BHTKY
nabopatopHo miaTBep/KeHol KiiHiuHOT iHdmoeHIH sHmKyBanace 3 21 % (15/70) vy
KOHTpOJIbHIH rpymi 1o 4 % (2/47) y rpyni osensramisipy (na 80,1 % [95 % JII 22,0-94.9:
p = 0,0206]). Yucno nposikoBaHHX XBOPHX Ha OIHOrO BHJTIKYBAHOTO nopisHIOBaNO 9 (95 % /11
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7-24) Ta 8 (95 % JII 6, BepxHIO MeKy He MO’KHA Oysio oninnTn) y Beil nonymasuii gitei. sixi
OTPHMAJIM NMPHHAAMHI 0/IHY 103y A0CJI/IHOTO mpenapary Ta y JAiTeii-KOHTaKTepin i3 HOCisMU
indexnii (nonynsuii naniesris, gxi OTPUMAIIN MPHHAHMHI OJIHY 03y JIOCTIZHOrO Ipenapary
IT), Bixnosigno.

lpoginaxmuxa ingprioenyu nicas KOHMAxmy 3 X6opum y dimeu 6ixom monoowe 1 poxy y nepiod
nanoemir

IIpodinaxTuxy nin wac naugemii IH(IIOCHIM HE BUBYAIH Y XOJi KOHTPO/ILOBAHUX KIIIHIYHUX
JOCTIIKEH 33 Y4acTIO y AiTed BikoM Bia 0 1o 12 Mmicsimis.

IIpoginaxmuxa y nepiod enidemii indnioenyu y 2pomadi: 3a pesynbTaTaMH 00’ €IHAHOTO aHaIi3y
J@HUX 1BOX 1HIINX J0CIIKEHD 32 Y4acTIO HeBAKLIMHOBAHUX, aJie 3ZI0POBHX JIOPOCTHX, HPHHOM
03eNbTaMIBIpy y H03ax mo 75 Mr oaun Pas Ha NI€Hb BIPOJOBK 6 THIKHIB 3HAYHO 3HHIKYBAB
HacToTy pO3BUTKY KIIHIYHUX 3aXBOPIOBaHb Ha iH(oeHity 3 25/519 (4,8 %) y rpyni nnaue6o
710 6/520 (1,2 %) y TepanesTuuniii rpyni (na 76 % [95 % M1 1,6-5,7; p = 0,0006]) y nepioa
cnanaxy iH(QUOeHUM B rpomaii. Yneno mponikosanmx XBOPHX Ha OJIHOTO BHIJIIKYBAHOIO Y
LbOMY JIOCIIKeHH] nopiBHIOBat0 28 (95 % JII 24-50).

3a TaHMMH JI0CTiZKEeHHS 3a Y4acTIO NALCHTIB IIOXUIIOrO BiKy B GYIHHKAX npectapinux, 80 %
Y4aCHHKIB SIKOTO OTPHMaIH BaKIHHY B CE30H JOCII JUKEHHSL, IPHIOM 03€IbTaMiBipy y 103aX 110
75 Mr OIMH pa3 Ha JeHb BIIPOZIOBXK 6 TH)KHIB 3HAYHO 3HUKYBaB HacToly PO3BUTKY KJIIHIYHMX
3aXBOPIOBaHb Ha iHGmoenuy 3 12/272 (4,4 %) y rpyni nnaue6o go 1/276 (0,4 %) y rpymi
osenpTaMiBipy (ma 92 % [95 % JII 1,5-6.6; p = 0,0015]). V nsomy nmocnimkenni umncio
MPOJIIKOBAHUX XBOPUX HA OTHOTO BHJIIKYBAHOTO nOpiBHIOBaNO 25 (95 % JII 23-62).

Hpoginakmuxa_inchnioenyu nayienmie _3_ocaabienum imynimemom: JAOCIITHHKH TPOBEIH
nojBiiine  ciimne, n1ane60o-KOHTPOILOBAHEe,  paHIOMi30BaHe JOCHIJDKEHHS  Ce30HHOT
npodinakTHKH iHGmOeHIH 3a yyacTio 475 namienTis 3 ocnabnennm imyHiTeToM (388 mamienTin
IiCNs TpaHCIUIAHTALIT COJIHHX oprauis [195 3 rpynu nnauneGo; 193 — o3enbTaMisipy],
87 nauientis micns TpaHCIIAHTAUil TreMOIOETHYHHX CTOBOYpOBHX KmiTHH [43 3 rpymm
nnane6o; 44 — osenbTaMiBipy], HylIb NAmicHTIB 3 IHIIHMH IMYHOCYNIDECHBHIMHU CTaHAMH), B
ToMy umeni 18 niteidt BikoM Bix 1 mo 12 poxiB. IlepBHHHOIO KiHLIEBOIO TOYKOIO WHBOrO
AOCIIIZKEHH BBAYKAIH YaCTOTY PO3BHTKY J1a00paToOpHO MiATBEpIKeHOT KIIHIYHOT indaroenm,
BH3HA4YCHY 3a BIDYCHOIO KYJIBTYpOIO Ta/abo YOTHPHPA30BUM 3POCTaAHHAM piBHS aHTUTIN HAL,
Yacrora po3suTky naGoparopro HIATBEP/DKEHO! KIIHIYHOT iH(moenm JlopirHioBana 2,9 %
(7/238) y rpyni nnaue6o ta 2,1 % (5/237) y rpymni osenpTamiBipy (95 % I -2,3 % -4,1 %;
p=0,772).

Crenudiyanx 10CIi ke b 3 OUIHKY 3HIBKeHHS PHU3HKY PO3BHTKY YCKIIa/IHEHb HE IPOBOIHIIH.

Pezucmenmuicmo 0o 03e1bmamigipy

Kainiyni 0ocnidocenns: pusnx PO3BHTKY LITaMiB Bipycy indmoenmn 3i sumkeHor0 uyTanBicTIO
UM SBHOIO PE3UCTEHTHICTIO J0 O3enbTaMiBipy BHBYATH Y XOmi KIiHiYHHX OCIi/KeHb,
CIIOHCOpOBAaHMX KoMNaHielo «Pomry. Po3suTox pesucrentrmx 10 03€JILTaMiBipy Bipycis mij
4ac MiKyBaHHS 4acTille BiA3HAYaMM Yy AiTelt, Hixk y g0opocanx (MeHIm Hisk y 1 % nopocnux tay
18 % memoBnar Bikom so 1 Poky). Mlitu, sixi, sk Bizomo, 6ymn Hocismu PE3HCTEHTHOTO 110
03eJbTaMIBIPY Bipycy, 3aramoM BHAiILH 1ieif Bipyc JOBINE, HIXK NALi€HTH 3 9yTIHBICTIO.
[Ipore pesucrenTHicTs 110 03eJIbTaMiBipy, 110 po3BUBanacs mij yac JIKYBaHHSI, HEe BIJTHBAJIA HA
TEPaNeBTHYHY BiANOBI/Ib i He CIPHYHHSAIA 100BKEHHS CHMITOMIB i} oS HIH.

3araniom BHIY 4acToTy PO3BHTKY PE3HCTCHTHOCTI 10 03e/1bTaMiBipy Bin3Hauanm y OPOCIHX i
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MATTKIB 3 ocnabneHuM iMyHiTETOM, $Ki OTPHMYBAIH CTAHAAPTHI YM NOMABIHiHI 103M
o3enbTaMisipy Bupoaosxk 10 nuis [14,5 % (10/69) y rpyni cranapranx 103 1a 2,7 % (2/74) y
rpyni noABiiHEX 103], nopiBHAHO 3i 3I0POBHMH JIOPOCITHMH 1 MiAMITKAMH, SKi OTPHMYBAJIH
o3enbTaMiBip. BinbwicTe nopocnux nawientis i3 pesucTenTHICTIO Oynu penunieHTaMu
TpancranTatis (8/10 nauienTis 3 rpynu craHaapTHUX 103 i 2/2 MAMiEHTIB 3 I'PYIIH MOJBIHHUX
n03). binbwicte mnamicHTiB 3 pe3nCTEHTHICTIO Oymu indikoBani Bipycom Ttuny A i
JIeMOHCTPYBAJIN TPUBAJIE HOro B LiICHHS.

Hacrora po3BHTKY pesmcTeHTHOCTI 710 O3e/ibTAMIBIpY, Bil3HAaueHa B jiTell 3 OCHAGIEHIM
imyniterom (Bikom < 12 pokiB), siki OTpUMYBallK o3elbTamiBipy docdar y pamxax asox
JOCIIKEHb 3 OIIHKM Pe3HCTEHTHOCTI, cranoBuna 20,7 % (6/29). 3 mectn aiteit 3 ocnabnennm
iMyHiTeTOM i pesucTeHTHiCTIO 20 03CIBTAMIBIpY, IO pPO3BMIACA Mif Yac TiKyBaHHs, 3
OTPHUMYBAJIH CTAH/IAPTHI J103H, a 1ue 3 — BUCOKi (MoABiiini uu noTpiiiHi). BinbicTs nauienTis
MaJti rocTpuit mimMQoiaanii nefikos i Gymm Bikom < 5 pokis.

YacToTa po3BHTKY pe3HCTEHTHOCTI /10 03eJIbTaMIBIpY y X0/ KJIiHIYHHX J0CTiKEeHb

HMonyasinis manienrin Hauientn 3 pesucrentanmu myranisvin (%)
®enoTunyBanng* I'eno- i penornnysanns*

Hopocui i miuriTkn 0,88 % (21/2382) 1,13 % (27/2396)

Hitu (Bikom 1-12 pokis) 4,11 % (71/1726) 4,52 % (78/1727)

Hemosusra (Bikom < 1 poky) 18,31 % (13/71) 18,31 % (13/71)

* IloBHe (heHOTHIYBaHHSA HE IPOBOIMIH Y paMKax BCiX JIOCTiKEeHb.

Ipoginaxmuxa ingpnioenyu

JocniAHuKH He BHABMJIN CBigYeHb PO3BHTKY pPE3HCTEHTHOCTi, MOB’s3aHoi i3 Tepamiero
osenbraMiBipy docharom, y nauientis i3 HOPMAJBHHM IMYHITETOM Yy XoAi KJIiHIYHHX
AOCHIJKEHb NpoQinakTuku iHmoeHH, Hapasi NpPOBENEHUX MIC/s KOHTAKTy 3 XBOPHM
(7 nuiB), micng noGyrosoro konTakTy (10 JHIB) Ta B pAMKaX C€30HHOT npodinakTuku (42 auis).
A pesynbTaTaMi 12-THXHEBOTO JOCHiKeHHS NpoifakTHKH 3a yyacTIO MAIi€HTIB 3
OcabIeHHM IMyHITETOM He Bif3HAYaIH PO3BHTKY PE3HCTEHTHOCTI.

Hani xninivnux docniocens i cnocmepesicens: TIPUPOAHI MyTauil, nos’s3ani 31 3HHIKCHHAM
IYTIHBOCTI 10 03€NBTaMIBIPY in Vitro, BUSBHIA Y i30150BAHHX IITAMIB BipyciB iHmoennn A
Ta B nauientis, ski He orpumysanu osenbTamiBip. PesncrenTni mramu, BusBAeHi min uac
JKYBaHHS 03€IbTAMIBIpOM, BHAIISIH SK IMyHOKOMIIETeHTHI nNamicHTH, Tak i XBOpi 3
ociabnennm imyniteroM. Ilamientn 3 ocnabnenum IMyHITETOM i MaJeHbKi AiTH mig uac
JiKyBaHHS HAPAKAIOTHCS HA BUIMH PH3HK PO3BHUTKY BipyCy, pE3HCTEHTHOIO JI0 O3enbTaMiBipy.
Binomo, mo pesucrentHi o O3enbTaMiBipy BipycH, BujifeHi namieHTamm, sKi OTPHMYBAJIHU
03esbTaMiBip, Ta nabopatopHi mramu BipyciB iH}mIOeHIH, pe3ncTenTHI 10 03eIbTaMiBipy,
HECYTh MyTallii Helipaminigasz N1 i N2. Sk NPaBHJIO, MyTallil Pe3HCTEHTHOCTI crienudiuni s
BipycHoro migtumy. 3 2007 POKY JOCHIIHHUKH CHOPaJMYHO BHSABJIAIHN MIPHPOJHY
PE3HCTEHTHICTD, OB’ A3aHy 3 MyTalicio H275Y ce30HHHX mTamip Bipycy HIN1. Uytnusicrs
0 03€]bTaMiBipy Ta NOmMpeHicTs TakHX Bipycis MOXKYTh 3MIHIOBATHCh CE30HHO |
reorpagiuno. ¥ 2008 poui H275Y Bussumun y > 99 % i3omaris inpmoenu HINI, IOUTHPEHUX
B €sponi. Bipyc inpmoennn HIN1 2009 POKY («cBHHAYMII rpuny») Oy Maiike crabinbHO

IEPEKA
YIOBHOBAKHH#
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UYTIHBEM 210 O3€IbTaMIBIpy, @ OKpeMi enmi30n4Hi NOBIZIOMICHHS PO PE3UCTEHTHICT Oy
0B’ A3aHi 3 TEPANEeBTHYHAMH | NPO(ITAKTHUHUMH CXEMAMH.

DapMakORIHETHYHI BJAACTHBOCTI

3aranbna indopmarnis

Bemoxmyeannsn

[licnst mepopanbioro npuitomy osensramisipy docdary (mpekypcopy) 03eabTaMiBip MBHAKO
BCMOKTY€TBCS 31 ILTYHKOBO-KHIIKOBOI'O TPaKTy Ta iIHTCHCHBHO MeTabomi3yeThes nepeBaxHo
NCUIHKOBUMH  €CTEPa3aMH 3  YTBOPEHHSM  AKTHBHOTO Merabonity  (o3enpTamiBipy
kapOokcunary). IlpunaiiMui 75 % nepopanbHOL 103H HAIXOMUTH Y CHCTEMHHH KpPOBOTIK Y
¢opmi axTuBHOrO Metabonity. Cucremua KOHUEHTPAIlisl IPEKYPCOPY CTAHOBHTH MeHIne S %
BIJI KOHIEHTpaNii aKTHBHOTO merabonity. [1na3moBi koHueHTpanii mpekypcopy i aKTHBHOIO
MeTaboIIiTy mponopuiiini 103i Ta He 3anexars Bij npuiomy 1Kl

Posznodin

Cepenniit 06°em posmoziny osensramiBipy KapOOKCHIIATY B PiBHOBAKHOMY CTaHi Y JIIOIMHH
CTAHOBHThL NPHOIH3HO 23 JiTPH, 110 €KBIBATEHTHO 06’ €MY 103aKIITHHHOT PIIMHHU OpraHisMy.
Ockinbku  akTHBHiCTH Helipaminizasn e TMO3aKIITHHHOIO, O3eNbTaMmiBipy KapGokcmmar
PO3LOAIIAETLCS HA BCIX ALISHKAX NOMIUPEHHS Bipycy inmoeni. 38’ 13yBanns o3enpramisipy
KapOoKcHiaTy 3 GiNkaMu MIa3sMH MTOAHHE He3HAUHE (mpuGiusuo 3 %).

Liompancghopmayisn

Osenbramisip B 3Hauniii Mipi nepersoproeTses Ha 03€/bTaMiBipy KapOOKCHIAT 38 JONOMOTrOK0
€CTepas, MO 3HAXOAATLCA MEPEBAKHO B newinni. JlocnizkeHns in virro moeenu, mo ami
O3eJbTaMiBip, aHi Horo akTwsHHMil MeraGonit He € cybcrparamu un inriGiTopaMH OCHOBHHX
i30dopm tmToxpomy P450. In vivo He BUSBHIH KON Ioratis hasu 2 xomHOT conyku.

Bueeoenns

Iicis BeMoKTYBanHs 03enbTaMiBip nepesaskuo (> 90 %) BuBOMTLCS Mic/s MEPeTBOPEHHS Ha
o3enbTaMiBipy kKapGokcniar. Bin He MeTaGomi3yeThes aaii i BHBOLMTHECS 3 ceyeo, ITixogi
IIa3MOBI  KOHLEHTpauii  o3enbTaMiBipy KapOOKCHIIATY — 3HIKYIOTECS 3 Mepiojom
HANiBBUBENEHHS BiA 6 10 10 romuH y GinsmocTi manicHTis. AKTHBHMI MeTaboiT moBHIiCTIO
BUBOJUTLCS HUpKamu. Hupkosuii kiipenc (18,8 n/rox) mepesuuiye msuakicTs K11y6ouKoBOT
$ineTpanii (7,5 n/rox), mo K0BOAHTE, MO KaHANbIEBA CeKpelis BinbyBaeThes Ha nonauy 1o
k1yboukosoi Qinbrpanil. Menme 20 % nepopansHOi 103M PajioaKTHBHO MiYeHOro
03€/IbTaMiBipy BUBOJAMTHCS 3 KAJIOM.

Inmi ocoGuusi nomymsi

Himu

HUimu 6ixom monoduie 1 poxy: papmakoxinernky, tapmakonuHamixy i Gesmeky osenbTamiBipy
(ocdary oninrosanu y xoni apox HEKOHTPOJIbOBAHUX BiJIKPHTHX JIOCIiIKeHb, B TOMY YHCII 3a
ydacTro Jiteil 3 iHQIIOEHII0n BiKOM 10 0JHOrO poky (n = 135), IlsuakicTh BHBeAEHHS
AKTHBHOTrO MeTabouiTy, BiIKOPMroBaHa 3a Macoio Ti1a, 3MEHIIIYBaNach y aiteit 10 1 poky.
CucremHi konmenTpauii MetaGosiTy y HailMOTOMIIMX HEMOBIST Tex Oynmu MiHNUBIiLIEMH,
Haspui nami ceingats, mo cucremsi KOHLEHTpalii mpekypcopa Ta ioro meraGomity y
HEMOBJIAT BiKOM Bix 0 1o 12 micsuis nicas npuitomy 103 o 3 mMr/kr Bi/IOBI K OUiKyBaHiif
edexruBHOCTI i npOdinio Gesneku, HOPIBHIOBAHAM i3 BII3HAYCHIMH B JUTEH cTapuioro Biky Ta
AOPOCIIHX MiCIIs 3aCTOCYBAHHS PEKOMEHI0BAHHX /103, Binzuaueni noGiumi peaxuii Bigmoeiganu




BCTaHOBJICHOMY npodimo bes3nekn y aitell CTapumoro Biky.

Hanux mon0 npodinakTukn iHpIroeHIM nics KOHTAKTY HEMOBIST BiKOM J10 1 POKY 3 XBOpUM
nemae. Hpodinaxruxy B nepion enizemii indmoennun y rpomani ne Busuamn v AiTel BIKOM 10
12 poxkis.

lpodhinaxmuxa inguioenyu nicas xoumaxmy 3 xeopun 6 dimeii gixom monodwe 1 POKY y nepiod
namoemii

Monens npuiiomy 103 o 3 mMr/kr oaun pas Ha ICHb HEMOBJISITAMHU BIKOM < 1 POKY JIeMOHCTpY€
NpHOIH3HO Ti caMi UM BHINI KOHUEHTpALii, wo i NPHHOM J103 110 75 Mr OJIHH pa3 Ha JIeHb
Aopocinmu. CHCTeMHi KOHUEHTpANii He epeBHILYIOTh TAKHX [IPH JiKYBAHHI HEMOBJIST BIKOM
< 1 poky (no 3 mr/kr gBiui Ha aens), mo, iMOBipHO, Biamosinac MOpIBHAHOMY npodimo
Gesnexu. Kniniunnx pocnimkens npodinaktuxn y HeMoBsT Bikoym < | POKY He MPOBOJMIIH,

Himu_eixom 1 pix _uu_cmapwe: apmakokiHeTHKY O3enbTaMiBipy OIiHIOBAH y Xoui
(apmaxokiHeTHUHHX NOCITIDKEHD NPHHOMY OJHOPA30BMX J03 3@ YYACTIO HEMOBJAT, JiTell i
niUTITKIB BikoM Bix 1 10 16 pokis. QapMakoKiHeTHKY IpHiioMy GaraTopa3oBux 103 BUBYAIH y
HEBEJTUKOI KUILKOCTI jtiTeit, sixi Gpamu yuacts y KJIHIYHOMY NoCIIijukerH] edexTuBHOCTI. JliTh
MOJIO/IIOTO BIKY AEMOHCTDPYBAIN IIBHILIE BUBEICHHS IpeKkypcopa Ta HOro axkTHBHOTO
MeTabOMITY, HiX JA0POCII, 10 IPH3BOANIIO 0 BHSABICHHS HHKIHX CHCTEMHIX KOHIIEHTpaIliii
B NIEPEpaxyHKy Ha 103y y Mr/kr. JIo3u mo 2 MI/Kr BiAIOBiAamH CHCTEMHHM KOHLEH TpaLlisiM
03e/IbTaMiBipy KapGOKCHIATY, HOPIBHIOBAHHM i3 KOHIGHTPALISIMH Y I0POCITHX Micis priomy
OZHOPa30BMX 103 110 75 Mr (npubansuo 1 mr/kr). dapmakokineTnka 03eNbTaMIBipy y JiTel Ta
TiUTTKIB BikoM 12 pokiB i cTapme noniGua 1o Takoi y AOpOCIHuX.

Hayienmu nimuvozo eixy

CucreMHi KOHUEHTpAIliT aKTHBHOTO MeTaboIiTy y piBHOBaKHOMY CTaHi y JTiTHIX Jro/eii (BiKOM
Bix 65 no 78 pokiB) Gymn ma 25-35 % BuummMu, Hik Y ZOpOCINX BIKOM JI0 65 pokiB, sKi
NpHHMAIH TIOPIBHIOBaHI J03H 03€NbTaMiBipy. Ilepionn HaniBBHBeaeHHs y JNiTHIX mamienTin
Oyan noaiGHMMHU 10 Bin3HAYCHMX y Momoji. 3 Orisijay Ha CHCTEMHI KOHI[EHTpauii Ta
NEPEHOCHMICTB IIpenapary NamieHTH JiTHBOTO BiKy He n0TpedyIOTh KOPEKILT 103K, SKIIO JuIne
HE JICMOHCTPYIOTE O3HAK CEPEAHBOT TAKKOCTI WM TAKKOIrO NOPyIeHb (yYHKILT HipOK (KJipeHcy
KpeaTuHiHy HHxK4e 60 Mir/XB.).

Topywenns gyuryit nupox

Hocsin sacrocysanns osenbraMisipy docdary y gozax mo 100 Mr asiui na JIEHb BIPOJIOBIK
5 JIHIB NANiEHTaMH 3 NIOPYMEHHIMH (YHKI HHPOK Pi3HOT TSIKKOCTI CBIIYHTD, IO CHCTEMH]
KOHUEHTpallii o3enbTamiBipy KapGokcuiary 00epHEHO mponopiuiitHi 3HHKEHHIO hynxunii
HHPOK.

Hopywenns hynxyii nevinxu

Pesynwraru nochimskens in vitro AO3BOJIAIOTH AiMTH BUCHOBKY, 110 MAL[i€HTAM i3 NOPYIIEHHAMHU
¢yskuii newinkm He cmix owikysatw 3HauHOrO 3POCTAHHS CHCTEMHMX KOHLEHTpAIiif
03e/IbTaMiBIPY YH 3MEHIIEHHS KOHIGHTPAIiH H0T0 aKTHBHOIO meTabomiry.

Bacimui ocinku

Jani papmaxoxineTnunoro amanisy o6’eamanoi NOnyJisuii CBia4aTh, IM0 PeXHM I03yBaHHS
o3enbTaMiBipy docdary, onucanuii y poszini «Jlo3n Ta cnoci6 3actocyBaHHA», 3yMOBIOE
SHIDKCHHA CHCTEMHMX KOHLCHTPAUii aKTHBHOTO MeTaboITY y BATITHHX KiHOK (y cepeanbomy

nppﬂf"rnhuu..



Ha 30% y BCiX TpHMeCTpax) MOPIBHSHO 3 HEBANITHHMH IKIHKAMIL ITpore, ni wmmxui
POTHO30BAHI CHCTEMHI KOHLEHTpalii JHINAIOTBCS BCE ONHO BHIMMM 34 IHribiTopuy
KoHHUeHTpanito (3navenns 1C935) i BimmosinamMu TCPaNeBTHYHHM KOHLUEHTPALIAM s pajLy
wraMiB Bipycy in¢moenuu. Kpim Toro, nani oGcepBalifHuX JOCHIKeHb A0BOAATH KOPHCTH
[IOTOYHOTO peXUMY J03yBaHHs Juid uiel momynsauii nanientis. OTe, BATITHHM JKiHKaM He
PCKOMEH/IOBAHA KOPEKLIs 03H TIPH JiKYBaHHI Y npodinakrani indgmoeniy.

Hayienmu 3 ocnabnenum isynimemom

DapMaKkOKiHETHYHHMIT aHani3 Monynsuii CBiguuTs, 110 JIKYBaHHS 03eJ15TaMiBipOM J0poCIuX i
aiteit (Bikom < 18 pokiB) 3 ociaGierum iMyHiTeTOM (Oonmcane y posuimi «J[03u Ta croci6
3aCTOCYBAHHS») 3yMOBIIOE 3POCTAHHSA MPOrHO30BAHUX CHCTEMHHX KOHLEHTpAllill aKTHBHOIO
MetaGonitTy (npuGnusno Ha 5-50 %) y mopiBHSHEI 3 mamienTaMu 3 HOPMAJILHAM IMYHITETOM i
BIANOBIZIHMM  KJTipeHCcOM KpeaTHHiHy. Yepes mmpokuit gmiamazon OGeslekH aKTHBHOIO
MeTaboniTy marieHTH He noTpeGyIOTH Kopekuii 103u uepes cBiil imynomedinmTHHI cTaH.
IIpore no3u s naunientis 3 ocnaGnennm iMyHiTeToM i nopymenusvu bynkuiit HIPOK cIIijt
KOPHTYBATH, K 3a3HAa4€HO y po3/ini «/[o3u Ta crioci6 3acTocyBanHs.

DapMakoKiHeTHYHHIT i (hapmakoauuamiunmii apanis nanmx JABOX JIOCIIJUKEHb 3a Y4YacTio
NAUieHATiB 3 ocnabneHuM iMyHiTeTOM CBIIYHTH, IO CHCTEMHi KOHIEHTpauii, Bumi 3a
BIA3HAYCHI mic.us upuitomy CTaH/IapTHUX J103, He 3a0e3nedyBatn CyTTEBO] H0AaTKOBOT KOPHCT.

Joxainiuni gani 3 6esnexn

Hoxainiuni pamni 3arallbHONPHHHATHX JIOCHIJUKeHb 3 (hapMakojorii 0e3neKH, TOKCHYHOCTI
BBC/ICHHS [MOBTOPHHUX /103 i T€HOTOKCHYHOCTI HE CBigyaTh npo ocoOauBi Hebesleku Juis
THOJMHU.  Pe3ynbTatH  3aralbHONPHIMHATHX  OCHiKEHD KaHIEPOreHHOCTI Y TIpH3YHIB
ACMOHCTPYBAIM TCHACHIULIO /10 10303aJIE)KHOTO 3DOCTAHHS YaCTOTH PO3BHTKY JESAKHX MyXJIHH,
XApaKTCPHUX JUIA IIUX BHAIB TPU3yHiB. BpaxoByroun jianas’on cmcereMumux KOHLIEHTpalLii y
FPH3YHIB BIXHOCHO OYiKYBaHHX KOHIEHTpaWiil y JIOMMHH, Wi pe3yIbTaTH HE 3MiHIOIOTH
CHIBBIAHOUICHHS  KODPHCTi-pH3HKY 3aCTOCYBaHHA  osenbTamiBipy  docary  3a
PEKOMEH/IOBAaHHMH TEPANCBTHYHUMH TTOKA3AHHIMH.

Teparonoriuni gocnimkenns 103 no 1500 mr/kr/ao6y Ta 500 mr/kr/no6y npoBoxumm y mypiB
Ta Kpouis, Bianosinuo. Xoaworo Buamsy nHa PO3BHTOK milojla He Bij3Havyaiu. Pesymsratu
AOCTIZUKeHHS GepTHIBHOCTI y mypiB v 103ax no 1500 MI/KI/106y He CBiAYMIIN PO PO3BHTOK
HOMHMX NOGIYHMX peakuiil y Teapmn Oyap-skoi craTi. ABTOpH mpe- Ta MOCT-HATANLHHX
JOCHIUKeHb Yy INypiB BiA3Ha4Yaiu MOJOBXKEHHS IOJIOLB micias  BBEJIGHHS 103 1O
1500 mMr/kr/no6y: nianazon Ge3nexu Misk CHCTEMHOIO KOHIEHTPALIEIO Y JIOIHHH Ta HAll BUILIOIO
103010 0€3 Bi/I3HAYEHNX NOBIYHMX peakiiii (500 Mr/kr/noBy) y mypis cranosus 480 pasis s
O3eNbTaMiBipy Ta 44 pasum g #Oro aKTHBHOIO merabounity, Biamosimno. Cucremui
KOHIEHTpauii y Tio/iB mypis i KposiB cTaHOBMIH npubmusao 15-20 % Bia koHueHTpanii y
CaMoK.

OsenbTamiBip i i#oro akTHBHMI MeTaGoIiT BHAIIUINCE Y MOJIOKO mypiB. OGMexKeni jami
CBIi/[YaTh, IO 03eIbTAMIBIp i fforo akTHBHHMIT MeTaGoiT BUIIJIAIOTECS | y MaTepHHCLKE MOJOKO
moauuy. EkcTpanonsuis faHuX juis TBapHH BianoBimae PO3PaxXyHKOBHM J103aM BIIIOBIIHHX
cnonyk no 0,01 mr/no6y Ta 0,3 mr/no6y. Iorenmian wKipHoi cencubinisauii ozensramisipy
BH3HAYAIA Yy XOAI TeCTy MakKCHMi3amii y MOPCBKHX CBHHOK. [Ipubausuo 50 % teapun,
06pobieHnX BHXIAHOI AiI0YOI0 PEYOBMHOIO, ACMOHCTPYB&JIH PO3BUTOK EPHTEMH ITiCIIs
NpoBokauii. ¥ kpo:is Bij3sHavamm 000pOTHE NOAPa3HEHHA 0UCHi.

Toni six ny»xe Bucoki nepopansui O/IHOPa30Bi 103H 03elbTamiBipy docdary, ax 10 HANBHIIOT
BHNpoOyBaunoi nosu (1310 Mr/kr), ne CHPHYHHAIA PO3BHTKY NOGIYHHX peakuiil y gopocinx

YNOBHOBAK Yz
NPEACTARLLY



LIYpiB, Ti CaMi N03H CHPHYMHSIIH TOKCHYHICTH Y 7-JeHHOIO MOC/iY 1LYpiB, B TOMY YHCII
CMEpTh MONOAMX TBapuH. Takl peakuii BiasHavamum y nozax no 657 mr/kr i sume. [licis
BBeAenns 103 o 500 mr/kr xoanux moGiynnx peakuiit He BinsHauamm, y TOMY YMCii micns
XPOHIYHOTO BBeJeHHS (3 7 10 21 jug micas monoris).

DapmanesTuuna indopmanis

[Mepenik nonomizkunx pewonnn

Osexnbramisipy (docdar). kancynn sxenariunosi TBepai no 30 mr. 45 Mr i 75 Mr

Aopo kancynu

Kpoxmans mpexenarunizosanmit, nosizon K-30, HATPil0 KPOCKAapMenos3a, TalbK, HATpilo
creapundymapar,

Ob6onouxa kancynu no 30 m2
XKenarun, 3amiza oxcua uepBoHHIA (E172), sanmiza oxcnp xostuii (E172), TUTAHY dIOKCH]
(E171)

Obononxa kancyau no 45 mz
Kenarnn, 3aniza okcuy yopuuii (E1 72), tutany niokeux (E171).

Obononka kancynu no 75 m2
Kenarun, 3anmisza oxkena yepsonuit (E172), 3ami3a okcHI KOBTHI] (E172), 3aniza oxcup yopHuii
(E172), Tarany niokcun (E171).

Apyrapcoki wopnuna Ons mapkysanns osensmamisipy (hochamy), kancyn ocenamunosux
meepoux no 30 me, 45 m2 i 75 m2
[lenax (E904), 3aniza okenn gopHwuii (E172), xaniro riapokenn (E525).

Hecymicnicrs
He 3acrocoBHo.

Ocob.mei 3ano6izxni 3axoau npn 36epiranni
He 36epiraru npu Temneparypi sume 30°C. 3axumary Bix Bonor. 30epiraTu B HEJOCTYIIHOMY
Jutst iteit micri.

IIpupoxa i BMicT KonTeitnepa
10 rpumniekenux Gnictepis (IIBX/TIE/TIBJIK, 3aneuatanux amoMiniesoo dbosbroro).

Creuianbui 3axoan Gesnexn npu noBoken i 3 HEBHKOPHCTAHUM TIKAPCLKHM 3ac000m
abo Biaxoaamn Jikapeskoro 3acofy

Byab-ski HeBHKOpHCTaHI 3anuukm Npenapaty 4u BHTPATHHX MaTepiaaiB ciifl yTHii3yBaTH
BIINOBITHO /10 MiCIIEBHX BHMOT.

Excrparemnopaibie npuroTyBanus
Konu osenomamisipy ocpam, nopowox ons OpanbHOI cycnensit, Hedocmynnuil

Burorosnennit na 3aBoxi ozensramisipy bocdar, nopomok mst opanbHoi cycnensii (6 Mr/i)
€ HaMKpalluM IpenapaToM Juist Aitelf i JOPOCIHX, SKHM BakKO KOBTATH Kancyja, 41 THX
NALIEHTIB, SKHM HeoOXiaui Menmi 031, Y pasi BIICYTHOCTI 03esBTamiBipy o
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JUls OpaNbHOI CycreHsii, (apmaleBT MOke NPHIOTYBAaTH CycmeHsio (6 MI/MI) 13 Kamcy
o3enbTamiBipy docdary, abo namieHT Moke NPUTOTYBATH CYCIIEH3IIO 3 Kancey1 Baoma.
ANTCYHOMY TIpenaparty CliJ HajaBaTu IepeBary nepen jgomamniM, Jloknaaua indopmaris
OO IPHIOTYBAHHS CYCNICH3IT BAOMA HaBECHA B JIMCTKY-BKJIAAMII 03eMbTaMiBipy bocdary,
Kaneyn, y posaini «Ilpurorysanns pizkoro osensramisipy docdary B romarmsix YMOBEX».
s 3actocyBanHst anTe4noi cycreHsii, a Takox ans ii NPUIOTYBAHHA B JTOMAIIHIX yMOBax
HeoOXixni rpanyiiosani mmprm BinosiaHoro 06°eMy. B 060X Brnaakax GakaHo 1103HAYATH
NpaBuibHi 06’ €MH Ha MINpHIAX.

ANTEYHE NPUIOTYBAHHS

IIpuroryBanns anteunoi cycnensii mo 6 mr/mu 3 Kaney.J

Lopocni, nionimxu i dimu eixom 1 poky wu cmapuwie, sixi ne MoACYmMb NPOKOEMHYMU Yini Kancyau
Lls mponenypa omicye mpHroTYBaHHS KilbKoCTi cycneHsii mo 6 mr/mi, aocTaTHBOI WA S-
JACHHOTO Kypey JiKyBaHHS 4 10-1eHHOr0 Kypey mpodilakTHKH A4 0JIHOTO NamicnTa.
dapmaneBT MOXKe IPUTOTYBATH CYCIEH3II0 M0 6 MI/MII i3 Karcys ozenbramisipy doedary no
30 mr, 45 mr aGo 75 Mr i BOmM, WO MiCTHTH 0,05 % (m/06) Genzoaty matpiio y sikocTi
KOHCEPBAHTY.

[lo-nepuie, cnin pospaxysatu saransuuii 06°em PEYOBHH, HCOOXIJHHH /I8 NPHUrOTYBaHHS
AOCTaTHBOI KUIBKOCIT CyCNeHsii s 5-1eHHOTo Kypey nikyBanus uu 10-geHHOro Kypey
npodilakKTHKH IS OJHOTO mNalicnTa. 3araisHmii HeoOxiauuit 06’eM  BH3HAYAOLL 3
YPaxyBaHHSM MacH Tijla NMalieHTa Ta peKoMeHaIlii, HaBe eHHX y Tabunni Huikye, 11106 Touno
BiJlibpaty HeoOXiAHY KinbKicTh npenapary Ans npurotyBanHs 10 mo3 (o 2 moxeHni no3m
BNPOJIOBXK 5 JIHIB), CJIiJl BpaXyBAaTH BTPATH NPH BUMIPIOBAHHI, 3a3HAaYeH] y Tabmuii.

06’em anreunoi cycnmensii mo 6 mr/wu, npurorosanoi 3 YPaxXyBaHHAM MACH Tijla namieHTa

Maca Tina (xr) 3aranaeuuii 06’em cycnensii na 3aranbunii 06’em cycnensii Ha
macy Tijla nauienra (mur) Macy Tija namieara (m)
Bes ypaxysanus srpar npn be3 ypaxysanuns Brpar npn
BUMIpIOBAHHI BHMIpIOBaHHI

Binx 10 mo 15 xr 50 ma 60 M um 75 mur*

Bin 15 no 23 kr 75 mn 90 M1 ym 100 mur*

Bin 23 50 40 kr 100 mn 125 mau

> 40 kr 125 min 137,5 ma (um 150 mm)*

*3anexHo BiJ cuin Aii BHKOpHCTaHOT KancyJu,

[To-npyre, cmifi BU3HAYUTH KiTbKicThb Kaneyn i KibKicTh po3umHHMKa (BOAH, 110 MICTHTDH
0,05 % (m/06) Genszoary matpiio, momamoro Yy SKOCTI KOHCEpBaHTY), HEOOXiJHMX I
IPHTOTYBAaHHA 3arajJbHOro 00’eMy (po3paxoBaHOro 3 Tabiuii BHUIIIE) alTe4YHOl CycreHsii mo
6 Mr/mi, K IOKa3aHo B TaOJHIN HEKYE.
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Yneno xaneyn i kiabkicrs posumnnmka, weodxiami s HPHTOTYBAHHS 32I'AJbLHOI0
00’ emy anrrednol cyenensii mo 6 Mr/mu

Saranbuuii HeoGxinne uncno xancyn osenstamisipy docary (mr ozennTamiBipy) | Heobxinnwuii
06’em 00’eM
CycCreHsit, o A% i 30 Mr PO34HHHMKA
1o
HeoDOXinHO
NPUTOTYBATH
60 mn Bynb nacka, 8 xancyn (360 mr) 12 xancyn (360 mr) 59,5 mn
CKOpHCTaiiTecs
KarncyJsomw 3 iHIo
CHJION0 1iT*
75 mn 6 kancyn (450 mr) 10 kanicyn (450 mr) 15 kancyn (450 mr) 74 mn
90 mn Byne nacka, 12 xancyn (540 mr) 18 kancyn (540 mr) 89 mn
CKOpHcTailitecs
Karcymnoio 3 iHuorw
cHio0 aii¥
100 ma 8 karicyn (600 mr) Bynw nacka, 20 kancyn (600 mr) 98,5 ma
CKOpHcTanTecs
Karcynoo 3 iHIow0
CHJIOO JiT*
125 mn 10 kancyn (750 Mr) | Bynas nacka, 25 xancyn (750 mr) 123.5 mn
CKOpHCTaiiTecs
KAarcyJso1o 3 iHIIoK0
CHJIOIO J1ii*
137,5 mn 11 xancyn (825 mr) | Byap nacka, Bynap nacka, 136 Mn
cKopucraiiTecs CKOpHcTaiiTecs
KarcyJsoo 3 iHmow KarcyJioio 3 iHuwoo
CHIIOHO ii* cHIIOIO mii¥*

*Kancyny 3 Takoro cHi010 aii He MoKHa BHKOPHCTATH JUIA AOCATHEHHS 11IJIbOBOT KOHIIEHTpAILii;
Oyb nlacka, ckopucTaiiTecs KancyJioio 3 HIIO0 CHIION i,

[o-Tpere, cnix morpumyBatHCh HHKYEHABEICHOT MCTOZMKH NPHIOTYBaHHA CYCHEH3il 1o
6 MI/MJI 3 Karicys o3enbTamiBipy docoary:

1.V ety ckastHKy BiAnoBigHOTO po3Mipy moMicTiTh 3a3HAYEHY KiJBbKiCTh BOJIH, 10 MiCTHTh
0,05 % (M/06) Hatpilo Gensoary, 1oxanoro Y IKOCTI KOHCEpBaHTy,

2. BiaxpuiiTe 3a3Haueny KinbKicTs Kancys1 osenbTamiBipy docdary i nepesecite BMicT KOKHOT
Kancymu 6esnocepe/Inbo y BOAY, HATUTY Y CKIISHY CKIISTHKY.

3. 3a Z0momoroi0 miAXoAsIOro MpHCTPO s NepeMilllyBaHHs IepemimaiiTe BIPOIOBIK
2 XBUIIHH.

(IlpumiTka: nikapcpka peuoBuma, O3eNbTaMiBipy Qocdar, merko posuMHSETBCS Y BOJ.
Cycrmensiio yTBOpIOIOTH jesiki  nOmOMisKHI PCUOBHHH Karcysn o3enpTaMiBipy docdaty.
HEPO34YHHHI Y BOJi).

4. llepemecits cycmensito y IIAMKY 3 OypPIITHHOBOTO CKJIAa YH GypIITHHOBOTO
nomerunenrepepranary (IIET). Il{o6 me NPOJHTH CYCHEH3110, MOKHA CKOPHCTATHCH
BOPOHKOIO.
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3. 3akpwiiTe WIAMKY 32 A0NOMOTOI0 KPHILIKH i3 3aXHCTOM Bij JUTEH.

6. Hawnecith Ha nasmky JOTIOMIXKHY eTHKeTKY 3 HalMcoM «Obepexno CTpycHTH nepen
3aCTOCYBAHHAM)).

(Ilpumirka: npurorosany cycnensito ciuin 00epexkHO CTpylyBaTH Iepea npuiioMoMm, mod
MIHIMI3YBAaTH YTBOpEeHHS 6ynb6ammok HOBITpS).

7. CkaxiTh OaThEKaM yu JAOTI JaNbHUKY NallieHTa, 1110 BCl 3a/IMILKH Ta BHTPATHI MaTepiainu, 1o
JMIIHINCS TIiCTA 3aBeplienHs Tepamii, ciij YTHII3yBaTH. PEKOMEHIOBAaHO HANaTH LIO
iHpopmaLio, HakICIBIIKH J0NOMIKHY CTHKCTKY Ha (aakoH abo nojaBmu ii Ha anrteuny
ETHKETKY.

8. HaxuefiTe BinmoBinny eTukerky i3 3a3HaueHmsM TepMiHy NPHIATHOCTI Ta YMOB 36epiranus
npenapary.

HaneciTs Ha urakon anteuny €THKETKY i3 3a3HAYCHHAM Npi3BHINA NalienTa, IHCTPYKLiii mo/10
A03yBaHHS, TEPMiHY IPHAATHOCTI, HA3BH JKAPCHKOrO 3aco0y Ta Oyab-saKoi iHImoT HeobXinHOT
inopmanii 3rigno Micuesux anTeunmx npasui. JIoKIaaHi iHCTPYKHii 10A0 a03yBaHHS
HaBeJIeH1 y Tabnuni Huxye.

Tabauns  nosysamns anreunoi cyemensii mo 6 mr/ma, npurorosamoi 3 KancyJi
o3eabTaMiBipy docdary, ans nemoBasnT Ta giTeii Bikom 1 PORY “H cTapiue

Maca rina (xr) | Jo3za | 06’em na Ao3y| Tepaunesruyni nosn Hpodinakruuni go3n
(Mr) | 6 Mmr/ma (na S nuis) (ua 10 anis)
Bin 10 no 1S kr | 30 Mr| 5 mn ITo 5 mn aBivi Ha neHb [To 5 Ma1 01K pa3 Ha neHs
Bin 15 1o 23 kr | 45 mr| 7,5 mn ITo 7,5 ma pBiui Ha nens | Io 7.5 ma1 oann pas Ha JeHb
Bin 23 10 40 kr | 60 mr| 10 mn ITo 10 M Bivi Ha feHB ITo 10 ma oauu pa3 Ha neHnb
> 40 kr 75 Mr| 12,5 mn o 12,5 mn xBivi na aens | ITo 12.5 mn OJIMH pa3 Ha
JeHb

Binbepits mpuroropany aNTeYHy CYCIEH3I0 3a JONMOMOrol0 rpajayHoBaHOTro HINpHIa Jjis
BUMIDIOBAHHS HEBEJIHKHX KibKOCTEl cycnensii. SIKmo MoknmMBO, mosHaute aGo BHIILIITE
MO3HAYKY, IO BiANOBIAAE MOTPIGHOMY 103yBaHHIO (3rigHO TabMALI 103 BHIIE) HA LINPHII 115
KOXKHOTO mauienTa. JIorisfarbHIK MOBHHEH 3MilIaTH BIJIMOBIZIHY 2103y 3 PIBHOIO KiJIBKICTIO
COJIOJKOI pijKol ki, Taxol sk HyKpoBa BOAQ, IIOKOIAAHUH CHPON, BUIIHEBHH CHPOIL, TONIHIH
AULst AeCePTiB (HANPHKIIAN, KapaMeTbHUI Yl BepIIKOBHil coyc), o6 3amMackyBaTH ripkuii cmax.

Himu eikom 0o 1 poky

[1s mpouenypa omucye npurotysanus Kimpkocti CyCHeH3ii o 6 Mr/mi, AocTaTHBOT s S-
ACHHOTO Kypey JMiKyBaHHs 9H 10-aeHHOrO KypCy NpOQiNaKTUKH IS OJHOTO MaLicHTA.
dapmanesT MoKe IPHrOTYBaTH CYCNEeH3i10 0o 6 Mr/mi 3 Karcyn o3esbTamiBipy docdary mo
30 mr, 45 mr abo 75 Mr Ta BOAHM, MO MicTHTH 0,05 % (M/06) Gensoary marpiro y SIKOCTI
KOHCEpBAHTY.

Io-nepure, cnin pospaxysatu 3aransuuii 06’em PCUOBHH, HEOOXIAHMI NI NPUrOTYBaHHS
JOCTAaTHBOI KIIBKOCTI cycneHsii mis S-1eHHOrO Kypcy JiKyBaHHs uM 10-1eHHOro Kypey
NpOQINaKTHKH JUIs OAHOTO mawieHTa. 3araibHM HeoOXinAHuii 06’eM BH3HAYAIOTH 3
YPaxyBaHHAM MacH TiJla NalicHTa Ta peKOMEHAallii, HapeeHux y Tabnnui nuskye. 106 Toyno
Bini6patn HeoOXiaHYy KinbKicTh Openapaty s npurorysadds 10 n1o3 (mo 2 mopeHni 103u
BIIPOJIOBXK 5 NHIB), €I/t BpaxyBaTh BTPaTH NpH BHMIipIOBaHHI, 3a3Haueni y TaGuuui.

YNOBHOBAKHK i
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06’ em anTeunoi cyenensii mo 6 Mr/mua, npurorosanoi 3 YPAXyBaHHSM MacH Tijia nanicara

Maca Tina (kr)

3araapuuii 06’ em cycnensii na
macy Tija namicara (m)
bes ypaxysanus srpat npn

3araabHuii 06 cm cycnensii na
Macy Tijia nauiesra (ma)
bes ypaxysauus srpar npn

BUMIipIOBaHHi BUMIpIOBaHHI
<7xr 10 40 mn 50 mn
Bin > 7 xr no 10 xr 50 M 60 M un 75 ma*

*3anexkHo Bil CHIH il BHKOPHCTAHOT Kamcyim.

[lo-npyre, cnig Bu3HAuHTH KinbKicTh Kancyn 1 KUIBKiCTb PO3YHHHMKA (BOAH, IO MICTHTH
0,05 % (M/06) Gensoaty matpito, xoxaHOTO Yy AKOCTI KOHCEpPBaHTY), HEOOXiMHHX s
TIPHTOTYBAHHSA 3araibHOr0 00’eMy (po3paxoBaHOro 3 TaGNHNi BHINE) anTeunoi CyCIIeH3il mo
6 Mr/mi1, sSIK MOKa3aHo B TaGauIi HUXKYe,
Yucno kameyn i Kiabkicrs posumnumka, meodxinui VISl NPHTOTYRBAHHA 3arajJbHOT0
00’emy anTeunoi cycnensii mo 6 mr/ma

3aranbHuii HeoGxiane uncno kancy:n osensramisipy docdarty (mr ozenvramisipy) | HeoGxiguuii
00’em ob’em
CycrneHsii, pPO3YHHHKKA
110 75 Mr 45 mr 30 mr
HeoOXxiaHo
NPHIOTYBaTH
50 mn 4 xancymu (300 mr) | Byas nacka, 10 kancyn (300 mr) 49.5 mn
CKOpHcTaiiTecs
KaricyJsolo 3 iHIIoK
CHJIOKO Hii*
60 Ma bynb nacka, 8 kancyn (360 mr) 12 kancyn (360 mr) 59,5 mn
CKOpHcTaiiTecs
Karcysnom 3 iHwow
CHII010 JTiT*
75 mn 6 xancysn (450 mr) 10 xancyn (450 mr) 15 kancyn (450 mr) 74 mn

*Kancyiy 3 Takoio cuolo ziii He MoxkHa BHKOPHCTATH /U1 AOCATHEHHSA L1ILOBOT KOHIIGHTpALLil;
Oynb nmacka, ckopucTaiiTecs KalcyJiow 3 IHIOK CHIIOO Jii.

Ho-tpere, crmia morpumyBatich HmKYeHaBexeHOT MCTOJAMKH IMPUIOTYBAaHHS CYCHEH3il 1O
6 Mr/mi 3 Kancyn oenbTamisipy pocdary:

1.V cknsny CKIAHKY BiANOBIHOTO Po3Mipy moMicTiTs 3a3HaYeHy KUIbKICTh BOJIHM, 110 MICTHTH
0,05 % (M/06) Harpiio Gensoary, 10xaHoro Y SIKOCTi KOHCEPBAHTY.

2. Binxpwmiite 3a3naueny KinbkicTs Kancys1 ozenpramisipy docdary i nepenecite BMicT KOKHOT
Kancynu 6e3nocepebo y BOAY, HAIMTY y CKISHY CKISHKY.

3. 3a 10moMorow miAXoAsmoro TNIPUCTPOIO I MepeMilllyBaHHs mepeMimaiiTe BIIPOIOBK
2 XBHIIHH.

(IlpumiTka: nikapcbka peuoBuna, osenbraMiBipy ocdar, nerko pozumHsETHCS Yy BOJI.
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Cycniensilo yTBOPIOIOTH jieski  gonmoMikui PCUOBHHH Kancyl o3seiabTamisipy Qocdary.
HEPO3UMHHI Y BOAI).

4. Ilepemecits cycnensiio vy MIAMIKY 3 OYpIITHHOBOrO CKJa YM  OYPIUTHHOBOIO
nomierunentepedranary (ITET). 1llo6 we IPOJHTH CYCHEH31I0, MOMXHA CKOPHCTATHCH
BOPOHKOIO,

5. 3akpuiiTe IIAIIKY 32 I0MOMOTOI0 KPHIIKH i3 3aXHCTOM Bijl AiTeil,

6. Haumecite Ha nasmky JONOMIKHY €THKETKY 3 HamHcoMm «O0Gepekno cTpyCHTH nepen
3aCTOCYBaHHAM),

(Ilpumitka: npurotosany cyciensiio ciin o0epekHO CTPYMIYBaTH Iepes mpuiomoM, mob
MiHiMi3yBaTH yTBOpenns Gynboarmok HOBITpPS).

7. Cxaxith GaTbKaM 4l JOTIAIaNbHAKY TAUiCHTA, 0 BCl 3aTHIIKY Ta BHTPATHI MaTepiamnu, mo
JMIIANHCS i/ 3aBEPUICHHA Tepamii, c1ia yTHmisysaTH. PexoMeHioBano HaZaTH 1o
indopmauio, HakneiBmu ZIONIOMIXKHY eTHKeTKy Ha ¢uakoH aGo nojgasmy ii Ha anTeuyHy
€THKETKY.

8. Haknefite BiANOBiAHY eTHKETKY i3 3a3HaYeHHSM TEPMiHy IPHJIATHOCTI Ta yMOB 36epiranHs
npenapary.

Hanecits na ¢nakon anteuny etukerky i3 3asmauennsm [Ipi3BUINA NMALIEHTA, IHCTPYKIIH 11010
J03yBaHHs, TEPMIiHY NIPHUIATHOCTI, HA3BH JKapCBKOro 3acoy Ta 6yab-aKkoi iHmoT HeoOXinHOT
inpopmauii srizno Mmicuesnx anTeunmx npasun. Jlokaaani iHCTpykuii mopo no3ysanus
HaBeJleHi y Tabuuii HuKuc,

Tabanus xosyBanns anteunoi cycnensii mo 6 MI/MJl, IPHTOTOBAHOT 3 KanCyJ
o3eabTamiBipy docdary aas nemosasT Bikom Mosoame 1 PORY

1EPEKNA

YNOBHOBAKHHM#

NMPERCTARDRUY .

Maca tina |[lo3a (mr) 00’em na TepaneBTHuHi 1031 IpodinakTuuni nosn (Ha |HeoGxianmnii

(oxpyranena 103y (Ha 5 anis) 10 anis) po3mip

no (6 mr/ma) Ancnencepy

Halibmnx, (no3uauxu

0,5 kr) 0,1 mu)

3kr 9 mr 1,5 mn o 1,5 mn aBi4i Ha news |[To 1,5 M ogun pas Ha genb |2,0 M uu
3,0 M0

3,5kr 10,5 mMr 1,8 mn Io 1,8 ma asiui na news |[To 1,8 M onnw pa3 Ha gens 2,0 Mo uu
3,0 ma

4 kr 12 mMr 2,0 Mn ITo 2,0 mn zBivi na aens (Mo 2,0 Ma oxuH pas Ha aeHb 3,0 ma

4,5 kr 13,5 mr 2,3 mn ITo 2,3 M nBivi Ha aesb [T1o 2,3 M onun pa3 Ha geus (3,0 mn

5 kr 15 Mr 2,5 mn ITo 2,5 mn nBivi Ha news |ITo 2,5 ma oaun pas Ha aeHs [3,0 ma

5,5 kr 16,5 mr 2,8 Mn ITo 2,8 mn aBiui Ha news (1o 2,8 M oaun pa3s Ha aeub |3,0 mn

6 Kr 18 mr 3,0 Mma ITo 3,0 mn aBiui Ha aens |ITo 3,0 M onnH pa3 Ha fens (3,0 mMa (4n
5,0 mm)

6,5 kr 19,5 mr 3,3 Mn ITo 3,3 mn nBiui Ha aews |ITo 3,3 ma onne pa3 Ha acHb |5,0 mn

7 kr 21 mr 3.5 mn [0 3,5 mn nsiui Ha news (ITo 3,5 M ogun pas Ha geHb (5,0 M

71,5 kr 22,5 Mr 3,8 Mn ITo 3,8 ma aBigi Ha news |[To 3,8 M1 omnH pas Ha neus |5,0 mn

8 xr 24 mr 4,0 mn ITo 4,0 mn nBiui Ha nens |TTo 4,0 Ma oann pas Ha aeHs |5,0 mn

8.5 xr 25,5 mr 4,3 Mn ITo 4,3 mn agiui na aens |ITo 4,3 Ma oxnH pa3 Ha neHs |5,0 Mn




9 kr 27 Mr 4,5 Mmn ITo 4,5 mn aiui va gens |ITo 4.5 M oaun pa3 Ha aeds |5,0 mn

9.5 kr 28,5 mr 4,8 mn [To 4,8 ma agiui na news (o 4,8 Ma onun pas na aens 5,0 Mn

10 kr 30 mr 5,0 mn ITo 5,0 mn aBiui Ha neus ITo 5,0 Ma omun pa3 Ha aeHe |5,0 mn

BinGepite npurorosany anteuny CYCIEH3110 32 JIONOMOroI0 rpajayifoBanoro LINpHIa 1S
BHMIPIOBAHHS HEBEIHKHX KiJbLKOcTell cycmensii. Skimo MOJKIJIMBO, I03HauTe abo BHINITLH
NO3HAYKY, 1110 Bi/IMOBifae moTpiGHOMY 103yBaHHIO (3rizno TaGnuui 103 BHLIE) HA mWIPHIG A
KOXHOTO mnanienTa. JIOrisaaisHuK MOBHHEH 3MilmaT BIANOBIZHY 03y 3 PiBHOIO KiNbKiCTIO
COJIOZIKOT PiIKOT TKi, TAKOl SIK MyKpoBa BO/A, MIOKOIAIHHII CHPOII, BUIIIHEBUH CHPOII, TOIHIH
ATISL leCepTiB (HanpHKIajl, KapaMellbHIi Y BePIIKOBHii coyc), o6 3amMacKyBaTH ripkuii cmak.

IlpuroryBanns B 1oMamuix ymMosax

JIkmo 3aBoschkol OpanbHOI cycneHsii o3enpTaMiBipy docdary memae, ciin 3acTocoByBaTH
ANTEYHY CYCIEH3i10, NPHTOTOBAHY 3 Kamncy osenbTaMiBipy docdary (moxnaami imcrpykuii
HaBe/IeH BHINE). SIKIIO 3aBOACHKOT OpanbHOI Cycrensii o3enbTaMiBipy docdary ta antednol
cycnensii Hemae, cycnensiio o3enstamisipy docdary Moxua IIPUTOTYBATH BJIOMA.

3a HAABHOCTI KAlCyIH 3 CHIOIO i, BiANOBiIHOIO HeoOXizHil 103, cycnmensino roTyiors,
BIIKPMBIIM IO Kamcydy i amimasmm if BmicT MaKCHMYM 3 OJIHI€I0 YalHOIO JIOKKOIO
M AXOAAIIOTO  MiZCONOMKEHOr0  Xap4oBOTo npoaykty. [IipkyBatuii mnpucmak wmoxHa
3aMacKyBaTH TaKUMH TIPOAYKTaMH, SIK LyKPOBa BOJA, MIOKOIAIHHII CHPOII, BHIIHEBHUIL cupor,
TONIHTH JUIA JeCepTiB (HanpHUKIaj, KapaMelbHHil un BepmKoBUH coyc). Lo cymim ciin
po3MimatH i nopHicTio Aatn nanienty. CyMim ¢J1ig KoBTaTH 0Jipasy micJis NPUTOTYBAHHS.

3a HagBHOCTI jMuIe Kamcyn mo 75 Mr i Heobximmocti NpUroTyBanHa o3 1no 30 yu 45 wmr,
NpHIOTYBAHHSA CycHeHsii osenbTaMiBipy GocdaTy BKIIOUATHME JOJATKOBI eTAMNM. Hoxnanui
IHCTPYKUIl HaBeleHi y NHMCTKY-BKIAAMIN JuIs Karncya osenbramisipy docdary y posini
«IlpurotyBanus piakoro gocary 03eNbTaMiBipy B IOMAUIHIX yMOBax».

Bupobrux:

MCH Jla6oparopic Mpaiisir Jimiten
Dopmyneiimn Jlisixs, Onit-11,

Cypseit Hoc. 1277, 1319 1y 1324,
Hannirama (Bimnamk enx Manpan),
Panrapeyyii (ictpixt),

Tenanrana — 509 228, Iuxis.

Kareropis Bignycky:
Tinbku 3a npusnavennsm gikaps PP Cxema 2 NS2

Hara neperasiny rexery
Cepnens 2020 p.
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