Safety Update — CDS Tamoxifen_V4 04 2021

SUMMARY OF PRODUCT CHARACTERISTICS

1.  NAME OF THE MEDICINAL PRODUCT

Tamoxifen 20 mg
Film-coated tablets

2.  QUALITATIVE AND QUANTITATIVE COMPOSITION

Each tablet contains 30.4 mg of tamoxifen citrate, that is equivalent to 20 mg of tamoxifen.
For a complete list of excipients, see Section 6.1.

3. PHARMACEUTICAL FORM

Film-coated tablets
Uniform white, round, biconvex, bisected by a score notch on one face.

4.  CLINICAL PARTICULARS

4.1. Therapeutic indication
Adjuvant treatment after primary treatment of breast cancer
Metastatic breast cancer

4.2. Posology and method of administration

Posology

In general, the daily dose of tamoxifen is between 20 and 40 mg. Usually the dose of 20 mg
of tamoxifen is sufficiently effective.

Children and adolescents
Tamoxifen is contraindicated in children (see section 4.3).

Method of administration

To be taken orally.

Tamoxifen tablets should be swallowed whole with sufficient liquid (e.g., a glass of water)
during meals.

Treatment with tamoxifen is usually a long-term treatment and should be held under the
supervision of an experienced oncologist.

In the adjuvant treatment of early hormone receptor-positive breast cancer, the recommended
treatment duration is at least 5 years. The optimal duration of tamoxifen therapy is still under
investigation.

4.3. Contraindications

e Hypersensitivity to the active ingredient tamoxifen or to any of the excipients mentioned
in section 6.1.

e Children and adolescents should not be treated with tamoxifen

e Pregnancy
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4.4. Special warnings and precautions for use
In cases of a severe thrombocytopenia, leukocytopenia or hypercalcaemia, an individual
risk/benefit analysis and thorough medical monitoring are required.

Blood count (particularly platelets), hepatic function, and serum calcium values must be
checked at regular intervals during treatment with tamoxifen. Monitoring of serum
triglycerides may prove useful.

Because of the increased risk for the occurrence of endometrial carcinoma and uterine
sarcoma (mostly malignant mixed Muellerian tumours) caused by tamoxifen, the etiology of
all cases of postmenopausal vaginal bleeding and premenopausal menstrual irregularities
should be exactly identified. The underlying mechanism is unknown, but it could be related to
the estrogen-like effect of tamoxifen. Any patients receiving or having previously received
tamoxifen, who report abnormal gynaecological symptoms, especially vaginal bleeding,
should be promptly investigated.

Patients without hysterectomy should undergo gynecological examination for any endometrial
changes once a year. In patients with tumor metastasis, the doctor should decide on the
frequency of examinations.

Tamoxifen can suppress menstruation in premenopausal women receiving tamoxifen to treat
breast cancer (see section 4.8).

When starting tamoxifen therapy the patient should undergo an ophthalmological
examination.

If vision changes (cataracts and retinopathy) occur during treatment with tamoxifen, an
ophthalmological investigation must be immediately performed, since some of such changes
can resolve after cessation of therapy if detected at the early stage.

Isolated cases of second primary tumours, occurring at sites other than the endometrium and
the opposite breast, have been reported in clinical trials, following the treatment of breast
cancer patients with tamoxifen. No causal link with tamoxifen has been established and the
clinical significance of these observations remains unclear.

In delayed microsurgical breast reconstruction, tamoxifen may increase the risk of
microvascular flap complications.

In the literature it has been shown that people with poor CYP2D6 (Cytochrom P450)-
mediated metabolism (“poor metabolisers”) have a lowered plasma level of endoxifen, one of
the most important active metabolites of tamoxifen (see section 5.2).

Concomitant medications that inhibit CYP2D6 may lead to reduced concentrations of the
active metabolite endoxifen. Therefore, potent inhibitors of CYP2D6 (e.g. paroxetine,
fluoxetine, quinidine, cinacalcet or bupropion) should be avoided during tamoxifen treatment
whenever possible (see sections 4.5 and 5.2).

Children and adolescents
In an uncontrolled trial in 28 girls aged 2—-10 years with McCune Albright Syndrome (MAS)
who received 20 mg tamoxifen once a day for up to 12 months, mean uterine volume
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increased after 6 months of treatment and doubled at the end of the one-year study. While this
finding is in line with the pharmacodynamic properties of tamoxifen, a causal relationship has
not been established (see section 5.1).

Severe cutaneous adverse reactions (SCARs) including Stevens-Johnson syndrome (SJS) and
toxic epidermal necrolysis (TEN), which can be life-threatening or fatal, have been reported
in association with Tamoxifen treatment. At the time of prescription patients should be
advised of the signs and symptoms and monitored closely for skin reactions. If signs and
symptoms suggestive of these reactions appear, Tamoxifen should be withdrawn immediately
and an alternative treatment considered (as appropriate). If the patient has developed a serious
reaction such as SJS or TEN with the use of Tamoxifen, treatment with Tamoxifen must not
be restarted in this patient at any time.

In patients with hereditary angioedema, tamoxifen may induce or exacerbate symptoms of
angioedema.

Tamoxifen may cause positive results in doping control tests. The use of Tamoxifen as a
doping agent may be harmful to health.

The medicinal product contains lactose. Patients with rare hereditary problems of galactose
intolerance, Lapp lactase deficiency or glucose-galactose malabsorption should not take it.
This medicine contains less than 1 mmol (23 mg) sodium per a film-coated tablet, i.e. it is
almost “sodium free”.

4.5. Interaction with other medicinal products and other forms of interaction

Hormonal agents and in particular any estrogen-containing agents (e.g., oral contraceptives)
are not allowed during treatment with tamoxifen, because a mutual decrease in effect is
possible.

Concomitant use of tamoxifen and aromatase inhibitor letrozole the plasma concentrations of
letrozole were reduced by 37%. The use of tamoxifen in combination with an aromatase
inhibitor as a part of adjuvant therapy has not shown improved efficacy compared with
tamoxifen alone.

Antiplatelet agents should not be administered concurrently with tamoxifen as it may increase
the risk of bleeding during a possible thrombocytopenic phase.

Co-administration of tamoxifen and coumarin-type anticoagulants may result in change of the
coagulation parameters (prolongation of prothrombin time). Concomitant administration of
both drugs, therefore, requires careful monitoring of the coagulation status (especially at the
beginning of treatment).

There is evidence of an increased incidence of thromboembolic events, including deep vein
thrombosis and pulmonary embolism, during tamoxifen therapy (see section 4.8). The
frequency is increased by concomitant chemotherapy.

Tamoxifen and its major metabolites are potent inhibitors of cytochrome P450 oxidases. The
effect of tamoxifen on the metabolism and excretion of other cytotoxic drugs, which are
activated by these enzymes (e.g., cyclophosphamide), is unknown.
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The known principal pathway for tamoxifen metabolism is demethylation, catalysed by
CYP3A4 enzyme. Pharmacokinetic interaction with the CYP3A4 inducing agents (e.g.,
rifampicin), showing a reduction in tamoxifen plasma levels have been reported in the
literature. The clinical relevance of this finding is not known.

Pharmacokinetic interaction with CYP2D6 inhibitors, showing a 65-75% reduction in plasma
levels of one of the more active forms of the drug, i.e. endoxifen, has been reported in the
literature. Reduced efficacy of tamoxifen has been reported with concomitant usage of some
SSRI antidepressants (e.g. paroxetine) in some studies. As a reduced effect of tamoxifen
cannot be excluded, co-administration with potent CYP2D6 inhibitors (e.g. paroxetine,
fluoxetine, quinidine, cinacalcet or bupropion) should whenever possible be avoided (see
section 4.4 and 5.2).

Children and adolescents
Interaction studies have been performed in adults only.

4.6. Fertility, pregnancy and lactation

Pregnancy

There is no adequate experience of tamoxifen use in human during pregnancy and lactation.
Studies in animals have shown reproductive toxicity (see section 5.3). There have been a
small number of reports of spontaneous abortions, birth defects and foetal deaths after women
have taken tamoxifen, although no causal relationship has been established. Tamoxifen is
contraindicated during pregnancy (see section 4.3).

The possibility of pregnancy should be ruled out before starting treatment in premenopausal
patients.

Women should be advised not to become pregnant whilst taking tamoxifen and for nine
months following the cessation of therapy.

Women should be warned about the potential risks to the foetus, should they become pregnant
whilst taking tamoxifen or within nine months following cessation of therapy. During the
treatment with tamoxifen and over up to nine months after its completion women should use
reliable barrier or other non-hormonal contraceptive methods if sexually active (see also
section 4.5).

Lactation

Limited data suggest that tamoxifen and its active metabolites are excreted and accumulate
over time in human milk, therefore the drug is not recommended during breast-feeding. The
decision either to discontinue nursing or discontinue Tamoxifen should take into account the
importance of the drug to the mother.

Fertility
In premenopausal women, tamoxifen may suppress menstruation (see section 4.8). For results
from preclinical studies see section 5.3.

4.7.  Effects on ability to drive and use machines

It is unlikely that tamoxifen has an influence on the ability to drive and the ability to operate
machinery. However fatigue, light-headedness and visual impairment, have been reported
during treatment with tamoxifen. Patients experiencing these symptoms should exert caution
when driving or using machines.

4.8. Undesirable effects
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Summary of the safety profiles

Adverse reactions can be either caused by pharmacological mode of action of the drug (e.qg.,
hot flushes, vaginal bleeding, vaginal discharge, pruritus vulvae and pain in the area of the
affected tissue) or can be represented by side effects of a general nature, such as
gastrointestinal intolerance, headache, light-headedness, fluid retention and alopecia.

Tabulated list of adverse reactions

Unless specified, the following frequencies were calculated based on the adverse reactions
reported over 5 years in the large Phase 11 trial including 9,366 postmenopausal women with
operable breast cancer. Unless specified, no account was taken of the frequency within the
comparative treatment group or whether the investigator considered it to be related to study
medication.

The following convention has been utilised for the classification of frequency of the side
effects:

Very common (> 1/10)

Common (> 1/100 to < 1/10)

Uncommon (> 1/1,000 to < 1/100)

Rare (> 1/10,000 to < 1/1,000)

Very rare (< 1/10,000)

Not known (cannot be estimated from the available data)

Blood and lymphatic system disorders

Common: transient anaemia

Uncommon: leukopenia, transient thrombocytopenia (usually with values from 80,000 to
90,000/ul, sometimes even less)

Rare: agranulocytosist, neutropenia®

Very rare: severe neutropenia, pancytopenia®

Nervous system disorders
Common: Light-headedness, headache, sensory disturbances (including paraesthesia and
dysgeusia)

Eye disorders

Common: visual disturbance - which is only partially reversible - due to cataracts, corneal
clouding (rare) and/or retinopathy (the risk of cataracts increases with the duration of
tamoxifen therapy)

Rare: optic neuropathy?, optic neuritis (in a small number of cases blindness has occurred)

Respiratory, thoracic and mediastinal disorders
Uncommon: interstitial pneumonitis

Gastrointestinal disorders
Very common: nausea
Common: vomiting, diarrhoea, constipation

Skin and subcutaneous tissue disorders

Very common: skin rashes (including rare reports of erythema multiforme?, Stevens-Johnson
syndrome! or bullous pemphigoid?)

Common: alopecia, hypersensitivity reactions including rare reports of angioedema
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Rare: cutaneous vasculitis®, toxic epidermal necrolysis
Very rare: cutaneous lupus erythematosus*
Not known: exacerbation of hereditary angioedema

Musculoskeletal and connective tissue disorders
Common: myalgia

Endocrine disorders
Common: hypercalcaemia in patients with bony metastases particularly on initiation of
therapy

Metabolism and nutrition disorders

Very common: fluid retention

Common: increase in serum triglycerides

Very rare: severe hypertriglyceridaemia sometimes with pancreatitis

Vascular disorders

Common: ischaemic cerebrovascular events, leg cramps, thromboembolic events, including
deep vein thrombosis, microvascular thrombosis and pulmonary embolism (concurrent
chemotherapy increases a risk of thromboembolic events)

Uncommon: stroke?

General disorders and administration site conditions

Very common: hot flushes which are partially due to the anti-oestrogenic effect of tamoxifen,
fatigue

Rare: pain in the bones and in the affected tissue area in response to tamoxifen therapy at
early stages of the treatment?.

Hepatobiliary disorders

Common: changes in liver enzyme levels, fatty liver

Uncommon: liver cirrhosis

Rare: cholestasis?, hepatitis, icterus, hepatocellular necrosist, hepatocellular injury?, hepatic
failure. Some cases of more severe liver disorders were fatal.

Reproductive system and breast disorders

Very common: vaginal discharge, menstrual irregularities up to suppression of menstruation in
premenopausal women?, vaginal bleeding

Common: pruritus vulvae, increase of uterine myomas, proliferative endometrial changes
(endometrial neoplasia, endometrium hyperplasia and polyps, and rarely endometriosis?)
Uncommon: endometrial cancer

Current evidence indicates that increasing duration of tamoxifen treatment increases
endometrial cancer risk 2-4 times compared to women without tamoxifen therapy.

Rare: ovarian cysts!, uterine sarcoma (mostly malignant mixed Mullerian tumours), vaginal

polyps?

Congenital, familial and genetic disorders
Very rare: porphyria cutanea tarda®

Injury, poisoning and procedural complications
Very rare: radiation-recall phenomenon.
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! This side effect did not occur in tamoxifen arm (n = 3,904) of the ATAC trial. This side
effect has been reported from other studies or from other sources. The frequency has been
calculated using the upper limit of the 95% confidence interval for the point estimate (based
on 3/x, where x represents the total number, e.g. 3/3,094). This is calculated as 3/3,094 which
equates to to a frequency category "rare".

2 Based on data from the NSABP P-1 trial

3 Not based on data from the ATAC trial

* This event was not observed in the ATAC trial or in other major clinical trials. The
frequency has been calculated using the upper limit of the 95% confidence interval for the
point estimate (based on 3/x, where x represents the total number of 33,201 patients in the
major clinical trials). This is calculated as 3/33,201 which equates to a frequency category
"very rare".

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important.
It allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national system for
reporting on adverse reaction and inefficacy of medicinal products.

4.9. Overdose

Symptoms of overdose

Little is known about overdose in human. At doses of 160 mg/m? daily and higher ECG
changes occurred (prolongation of QT interval) and at a dose of 300 mg/m? daily
neurotoxicity (tremor, hyperreflexia, unsteady gait and dizziness) occurred.

Conceptually, overdose may enhance the anti-oestrogenic side effects. Animal studies have
shown that severe overdose (100-200 times higher than the therapeutic dose) may also cause
oestrogenic effects.

Therapeutic measures in case of overdose

There are no specific antidotes available, the treatment should be symptomatic.

5. PHARMACOLOGICAL PROPERTIES

5.1. Pharmacodynamic properties

Pharmacotherapeutic group: antineoplastic and immunomodulating agents — - Endocrine
therapy - Hormone antagonists and related agents - antiestrogens - tamoxifen.
ATC-Code: LO2BAO01.

Tamoxifen competitively inhibits the binding of estrogen to cytoplasmic hormone receptors.
Consequently, this leads to a decrease of cell division in estrogen-dependent tissues. In
metastatic breast cancer a complete or partial remissions have been observed in approximately
50-60% of cases, especially in soft tissue and bone metastases, if estrogen receptors were
found in the tumor tissue. In case of negative hormone receptor status, particularly of
metastases, objective remission has been observed in only about 10%. Women with estrogen
receptor positive tumors or tumors with unknown receptor status., who received adiuvant
treatment with tamoxifen, experienced sianificantly less tumour recurrences and had a higher
10-vear survival rate. The effect was greater after 5 years of adjuvant treatment compared
with 1-2 years of treatment. This benefit appears to be independent of age, menopausal
status, tamoxifen dose, and additional chemotherapy.
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Clinical experience shows that in postmenopausal women tamoxifen leads to a reduction of
blood total cholesterol and LDL levels by 10-20%. In addition, tamoxifen has been reported
to maintain bone mineral density in postmenopausal women.

CYP2D6 genotype

CYP2D6 polymorphism status may be associated with variability in clinical response to
tamoxifen. The poor metaboliser status may be associated with reduced response. The
consequences of the findings for the treatment of CYP2D6 poor metabolisers have not been
fully elucidated (see sections 4.4, 4.5 and 5.2).

Available clinical data suggest that patients, who are homozygote for non-functional CYP2D6
alleles, may experience reduced effect of tamoxifen in the treatment of breast cancer.

The available studies have mainly been performed in postmenopausal women (see sections
4.4 and 5.2).

Children and adolescents

An uncontrolled trial was undertaken in a heterogeneous group of 28 girls aged 2 to 10 years
with McCune Albright Syndrome (MAS), who received 20 mg tamoxifen once a day for up to
12 months duration. Among the patients who reported to have vaginal bleeding before the
study, 62% (13 out of 21 patients) reported no bleeding over a first 6 month period and 33%
(7 out of 21 patients) reported no vaginal bleeding over the whole trial. Mean uterine volume
increased after 6 months of treatment and doubled at the end of the one-year study. While this
finding is in line with the pharmacodynamic properties of tamoxifen, a causal relationship has
not been established. There are no long-term safety data in children. In particular, the effects
of tamoxifen on growth, puberty, and general development have not been studied.

5.2. Pharmacokinetic properties

Tamoxifen is well absorbed. After a single oral dose, the maximum serum concentration is
achieved within 4 to 7 hours. Tamoxifen is highly plasma protein bound - 98%. Mean
terminal plasma half-life is 7 days. Tamoxifen is extensively metabolized. Tamoxifen is
primarily metabolized by CYP3A4 enzyme to N-desmethyl-tamoxifen, which is further
metabolised by CYP2D6 to its active metabolite 4-hydroxy-N-desmethyl-tamoxifen
(Endoxifen). In patients with reduced activity of CYP2D6 isoenzyme, endoxifen
concentration is approximately 75% lower than in patients with normal CYP2D6 activity.
Administration of potent CYP2D6 inhibitors reduces the circulating levels of endoxifen to a
similar extent.

The major metabolite in serum N-desmethyl tamoxifen and other metabolites have almost the
same anti-estrogenic properties as the parent substance. Tamoxifen and its metabolites
accumulate in liver, lung, brain, pancreas, skin and bones. Due to a pronounced enterohepatic
circulation, tamoxifen cumulates in chronic therapy in serum. At a dosage of 20-40 mg/day,
steady state is reached after 4 weeks at the earliest.

Excretion is mainly through the faeces in the form of various metabolites.

Children and adolescents

In uncontrolled study in a group of 28 girls aged 2-10 years with McCune-Albright syndrome
who received 20 mg tamoxifen once a day for up to 12 months. An age-dependent decrease in
clearance was observed, with up to 50% increase of exposure (AUC) in the younger patients
compared to adults.
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5.3. Preclinical safety data

Studies of chronic toxicity were performed in rats and mice for over 15 months. The animal
species showed histopathological alterations in reproductive organs which could be explained
by the pharmacological properties of tamoxifen and which were usually reversible. In
addition, the occurrence of cataracts was observed.

Studies in various in vivo and in vitro systems verify that tamoxifen has a genotoxic potential
after hepatic activation.

In long-term studies, hepatic tumours in rats and gonadal tumours in mice were observed. The
clinical significance of these findings is not clear.

Preclinical and clinical data give evidence of an aggravated risk of formation of endometrial
tumours.

Based on anti-oestrogenic activity of the substance tamoxifen inhibits (as expected) ovulation
and reproductive cycle in female rats. After cessation of tamoxifen administration fertility was
recovered within weeks.

No effects on development or reproductive function were seen in rat offsprings whose
mothers were previously treated with tamoxifen.

Tamoxifen in low concentrations prevents implantation and at doses above 2 mg/kg/day
causes abortion. Embryotoxicity studies in several animal species revealed no evidence of
teratogenic effects. Embryolethal effects occurred in rabbits at a dose of 0.5 mg/kg/day.

Intrauterine exposure of mice during foetal development as well as treatment of neonate rats
and mice with tamoxifen results in damage to female reproductive organs, which is
identifiable in adult age.

Adult female animals also show regressive alterations in reproductive organs after long-term
treatment at dosages above 0.05 mg/kg/day. In male rats, reduction in testicular weight and in
spermiogenesis induced by inhibition of gonadotropin secretion in hypophysis have been
described after short- and long-term treatment.

6. PHARMACEUTICAL DATA

6.1. List of excipients

Lactose monohydrate,
Sodium Starch Glycollate
Povidone (Kollidon 25)
Microcrystalline cellulose,
magnesium stearate.
Titanium dioxide
Hypromellose

Macrogol 4000

6.2. Incompatibility
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Not applicable.

6.3. Shelf life

3 years. Do not use after the expiry date indicated on the packaging.
6.4.  Special precautions for storage

Keep out of reach of children.
Do not store above 30 °C.

6.5. Nature and contents of container

10 tablets per blister.
There are 3 blisters with a package leaflet in a cardboard box.

6.6. Special precautions for disposal and other handling
No special requirements.

7. Marketing Autorization Holder

Sandoz Pharmaceuticals d.d., Verovskova 57, 1000 Ljubljana, Slovenia
Manufacturer: Salutas Pharma GmbH, Otto-von-Guericke Allee 1, 39179 Barleben,
Germany — a Sandoz company

8 MARKETING AUTHORISATION NUMBER(S)
Not applicable.

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: not applicable.
Renewal of the authorisation: not applicable.

10. REVISION OF THE TEXT
July 2024

PRESCRIPTION STATUS
A prescription-only medicine.
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OBIIASA XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O IIPEITAPATA

1. HAMMEHOBAHMHME JJEKAPCTBEHHOI'O IIPEITAPATA

Tamoxcuden/Tamoxifen
20 mr
TaOJIETKH, MOKPBITHIE MJICHOYHOH 000J0YKOM

2.  KAYECTBEHHBIV U KOJTUYECTBEHHBI COCTAB

Onna Ttabnerka comepxut 30,4 Mr tamokcudeHa MHUTpaTa, YTO SKBUBaJEeHTHO 20 Mr
TaMOKCHU(eHa.

[TonHbIN IepevYeHb BCIIOMOTATEIbHBIX BEIIECTB MpECTaBieH B pazzeine 6.1.

3. JIEKAPCTBEHHAS ®OPMA

TabneTK, MOKPHITHIE INICHOYHOU 000I0YKOM.

Kpyrible, TBOSKOBBIMYKIIbIE, OAHOPOAHOTO OENIOro IBETa, C pa3leIUTeNbHON HAaceuKol Ha
OJHOM CTOpPOHE.

4.  K/IMHUYECKHUE JAHHBIE

4.1. Tloxka3aHusi K NPUMEHEHHIO

AlbIOBaHTHAs TE€paMus Mociie IEPBUYHON TepaIluy 10 OBOIY paka MOJIOYHOM JKEJIe3bl.
MeracTaTu4ecKuil pak MOJIOYHOM KENE3bI.

4.2. PeuM 103MPOBAHMSA U CNIOCOO MPHUMEHEHUs

Pe:kum 1o3upoBanus

B OonpMHCTBE ci1y4aeB CyToyHas 03a TaMOKCU(eHa HaxoauTcs B npeaenax ot 20 1o 40 mr.
O06b1yHO gocTaTOuHO A dexTrBHA 1032 20 MI TaMOKCH(EHa.

JleT ¥ oAPOCTKH
Tamokcuden npoTuBonokasas aetam (cM. pazaen 4.3).

Cnoco6 npumMeHeHust

Jlns npuema BHyTpb. TabneTku TaMOKCH(EH MPUHUMAIOT IIETUKOM BO BpeMsl IpreMa MHIIIH,
3aluBas JOCTATOYHBIM KOJIMYECCTBOM KUJIKOCTU (Haan/IMep, CTaKaHOM BO)II)I).

Jleuenne TaMOKCHU(EHOM OOBIYHO AJTUTENHHOE W JOJKHO MPOBOJIUTHCS MOJA KOHTPOIEM
OTIBITHOTO OHKOJIOTA.

[Ipy agbrOBaHTHOM Tepanmuu paHHEH CTaAUU paKa MOJIOYHOM JKeNe3bl C MOJOKUTEIbHBIM
TOPMOH-PELIENTOPHBIM CTATYCOM PEKOMEHAYyeMas JUIUTEIbHOCTh TEPAMU COCTABIISET HE
MeHnee 5 net. OnTuManbHas JTUTEIHHOCTh TePATui TAMOKCU(DEHOM €111e U3ydaeTcsl.

4.3. TIpoTHBONMOKa3aHMA
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¢ JloBbIICHHAs: YyBCTBUTEILHOCTD K JICHCTBYIOIIEMY BEILIECTBY TAMOKCH(EHY HIIU JTH0O0MY
U3 BCIIOMOTATENIbHBIX BELIECTB, IEPEUUCIICHHBIX B pa3zeie 6.1.

e JleTckuii 1 MOJIPOCTKOBBIN BO3PACT.

e bepeMeHHOCTb.

4.4. OcoOble yka3aHHSI M Mepbl IPEJO0CTOPOKHOCTH NIPH NPUMEHEHHH

[Ipu Tsxenol TPOMOOIMTONICHHUH, JICWKONIEHUW WM TUNEPKAIBIUEMUU TpeOyeTcs
WHJUBUlyaJIbHAs] OLIEHKA PUCKA U T0JIb3bl U THIATEJIbHBIA MEIUIMHCKUI KOHTPOIIb.

Bo Bpems Tepamuu TaMOKCH(EHOM HEOOXOJMMO DETYISIPHO TPOBEPSTh KAPTHHY KPOBU
(ocobeHHO TpPOMOOUHMTHI), (YHKIUIO TEYCHH W CBIBOPOTOUHBIM YPOBEHb KaJbIUS.
LlenecooOpa3eH Takxke KOHTPOJIb YPOBHS TPUTITHIICPHIIOB.

BBuly MOBBIIICHHOTO PHCKa Pa3BUTHs paka SHIOMETPHS W CAPKOMBI MAaTKU (B OCHOBHOM
3JI0KaYE€CTBEHHBIX MIOJJIEPOBCKUX CMEIIAHHBIX OIyXoJiei) Ha (oHe Teparnnun TaMOKCU(PEHOM,
TpeOyeTcsi yTOYHEHUE STHOJIOTHH BCEX BIIATANHUINHBIX KPOBOTCUCHHH B MOCTMEHOINAy3e, a
TaK)Ke HEPETryJSIPHBIX MEHCTPYAIbHBIX KPOBOTEUCHUH B IpeMeHonay3e. OCHOBHON MeXaHU3M
pa3BUTHS HEM3BECTEH, OH MOXKET OBITH CBSI3aH C 3CTPOreHITON00HBIM 3(hpekToM TamoKcueHa.
Beex manmeHTOK, MONydYaroniMX WM paHee MOJy4aBIINX TaAMOKCH(EH M COOOMIAIOIIUX O
TMHEKOJOTMYECKUX HAPYIICHUSX, OCOOCHHO O BIIATaUINHBIX KPOBOTEUCHHSIX, HEOOXOAUMO
HEMEJIEHHO 00CIIEN0BATE.

HaIII/IeHTKI/I, KOTOPBIM paHeC HC YyAallslid MarkKy, JOJDKHBI CXErogHo IIPOXOAUTHb
TMHEKOJOTHYECKUM OCMOTpP Ha IIpEAMET Pa3BUTHUA W3MEHECHUH B OHJAOMCTpPHUH. v IIalITMCHTOK C
OIMYXOJICBBIMH MCTACTa3aMH YaCTOTY MOBTOPHBIX OCMOTPOB OIMPEACIIACT Bpay.

VY EeHIIMH B MpeMeHoIay3e, NoJyJaroluX TAMOKCU(EH M0 MOBOly paka MOJIOYHOU JKENe3bl,
JTAHHBIH Mpernapar crnoco0eH MoJaBIATh MEHCTpYyalHio (cM. paszzaen 4.8).

[lepen Tepanueld TaMOKCH(EHOM ClleAyeT MPOBECTH O(TaIbMOJOTHYECKOE 00Ce10BaHME.
Ecin BO BpeMmsi jieueHUs TaMOKCH(EHOM BO3HHKAIOT HapyIIEHUs 3peHus (KaTapakTra u
peTuHOMNaTus), HeoOXOAUMO HEMEAJICHHO MPOBECTH O(TaIbMOJIOrHMYecKoe 00cCie0BaHuE,
IIOCKOJIbKY HEKOTOpBIE W3 JAHHBIX HApYIICHUH IPU BBIABICHUM HA PaHHEH CTaAUM MOTYT
pa3pelInThCs IIPU NPEKPALLEHUN JICYECHHUS.

B KIMHHYECKUX HMCCIENOBAaHUAX Y MAMEHTOK, CTPAJAOIIMUX PAKOM MOJIOYHOW KeJe3bl, Ha
¢doHe Tepanmuu TaMOKCH()EHOM pPETUCTPUPOBAINA OTAEITBHBIC CIydad BTOPBIX MEPBUYHBIX
OMMyXOJIeH C JoKanu3aluel B IPYyrux opraHax (BHE DHIOMETpPHUS U BHE KOHTpajaTepalbHON
MOJIOYHOM kene3bl). [[pudrHHOM CBSI3U C MPUMEHEHHEM TpernapaTa He yCTaHOBJICHO, TIOITOMY
KIIMHUYECKas 3HaUMMOCTb 3THUX JAaHHBIX HE sICHA.

[Ipu oTcpouyeHHOW MHUKPOXMPYPTHUYECKOM PEKOHCTPYKIMH MOJIOUHOW KeJe3bl TaMOKcH(eH
MOJKET MOBBIIIATH PUCK MUKPOCOCYIUCTHIX OCIOKHEHHUH B EPECaKEHHBIX ydacTKaX TKaHEH.

JlanHble, OMyOJMKOBAaHHBIE B MEIUIIMHCKOW JIMTEpaType, IMOKAa3bIBAIOT, YTO MEIJICHHBIC
MeTabomuzatopel 1o u3zopepmenty CYP2D6 wumeror Oonee HH3KHE IUIa3MEHHBIE
KOHIIGHTpAIlud JHAOKCH(EHa, OJHOTO U3 HanboJiee BaXKHBIX AaKTUBHBIX METa0OJIMTOB
tamokcudeHa (cM. pazzien 5.2).
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4.5.

Safety Update — CDS Tamoxifen_V4 04 2021

ConyrcrBytoniee HazHaueHue HMHruoutopoB CYP2D6 MoxeT NpUBOAUTH K CHUKEHHUIO
KOHIIGHTPAallUM AaKTMBHOrO Merabosinta sHAoKcu(peHa. [lo sToil mpuumHe ciegyer Mo
BO3MOXKHOCTH M30€rath COITyTCTBYIOIIETO Ha3HAYeHHMS CHIbHBIX HHruoutopo CYP2D6
(TakMX Kak MapoOKCeTHH, (IYOKCEeTHH, XWHHWJIWH, LUHAKaJILUET WIA OyNpoluoH) IpHU
MIPOBEJICHUY JIeUCHHS TaMOKCU(BEeHOM (cM. pasnensl 4.5. u 5.2).

JleTH ¥ MOAPOCTKHU

B HEKOHTpOJIMPOBAHHOM HCCIIEIOBAHUH, B X0 KOTOporo 28 naeBovek B Bo3pacte 2-10 yet ¢
cuaapomoM Mak Kerona-OnbOpaiita nmomydanu 20 Mr TaMokcudeHa OIUH pa3 B CYTKH
HOPOTSKEHUH Tepuoja 10 12 mecsieB, cpeqHuil 00beM MaTKu Mociie 6 MecsIeB JICYCHUS
YBEJIMYUIICS, @ K KOHILY I'0JIOBOT0 MccieanoBaHus yasowics. HecMoTps Ha TO, 4TO 3T JaHHbIE
coriacyrorcss ¢ (papMakoAMHAMMYECKMMH  CBOMCTBAMH  TaMOKCH(EHa, MPUYHUHHO-
CJIEICTBEHHAs CBSI3b HE yCTaHOBJIEHA (cM. pa3zaen 5.1).

B cBs13u ¢ npuMeHeHneM TaMOKcH(eHa HaOII0AAIUCh TSDKEIbIe KOXKHBIE PEAKIMH, BKIOYas
cunapoMm CtuBeHca—/[’KOHCOHA M TOKCUYECKUI SMUJIEPMAIbHBIM HEKPOJINU3, KOTOPbIE MOTYT
OBITh >KU3HEYI'POXKAIOIIMMHU WM JieTalbHbIMU. [Ipu Ha3Haue€HUU JIEKAPCTBEHHOI'O CPEICTBA
HEOOXOUMO JOJKHBIM 00pa3oM MpouH(GOPMUPOBATH MAIIMEHTOB O MPU3HAKAX U CUMIITOMAax
TaKUX KOXKHBIX PEAKIUi1, a TAKXKe TIIATEIbHO KOHTPOJIUPOBATh UX NosiBieHue. [Ipu nossienun
MIPU3HAKOB U CUMIITOMOB, YKa3bIBAIOUIMX HA 3TU PEAKLHUHU, CIEAYET HEMEJICHHO OTMEHUTh
TaMOKCU(EH U pacCMOTPETh APYTyro Tepanuio (mpu HeobdxoaumocTtu). Ecnu y narnuenra Ha
done Tepanuu TaMOKCH(EHOM BO3HUKAET Cepbe3Has peakius, Takas kak cuHapoM CTuBeHca—
JIKOHCOHa WJIM TOKCHYECKHH SIUIEepPMAIbHBIA HEKpPOJIM3, MpernapaT OTMEHSIOT W OoJibliie
HUKOTJa HE Ha3HAYal0T JaHHOMY MallUEHTY.

v MMagueHTOB C HACICACTBCHHBIM AHTMOHCBPOTHUYCCKHM OTCKOM TaMOKCI/I(I)eH MOXKECT
BbI3bIBATb UJIM YCUJIMBATH €0 CUMIITOMBI.

TaMOKCI/I(i)eH MOXET AaBaThb MOJIOKHUTCIBHBIC PE3YJIbTAThI B JOIIWHI-TCCTAX. Hcmons3oBanne
TaMOKCH(beHa B Ka4CCTBC AOIIMHI'aA MOXCT OBITh OIACHBIM AJIA 310POBb4.

[Tpenapat conepkuT jakrto3y. Ero He cienyer nmpuHMMaTh MAlMEeHTaM C TaKUMU PEAKUMHU
HACJIEACTBEHHbIMU  HApyIICHUSMH, KaK HENEPEHOCHUMOCTh  TajJaKTO3bl, JIaKTa3Has
HEI0CTaTOYHOCTh MJIM CHHAPOM MajibabCcopOLMHU TTHOKO3bI-TaIaKTO3bI.

[Tpenapat copepkKuT HaTpU B KoJuuecTBe MeHee | MMoiib (23 Mr) Ha TalJeTKy, O3TOMY €ro
MO’KHO CUUTATh HE COJIEPKALIM HATPHSI.

B3auMopgeiicTBUe ¢ JAPYrMMH JIEKAPCTBEHHbIMH MpenaparaMM W Jpyrue BHIbI
B3aUMOAelCTBUSA

Bo Bpewmst 1eueHust TaMoKkcru(eHOM He JJOIyCKaeTcsl IPUMEHEHHe TOPMOHAIbHBIX IIPEenapaTos,
B YaCTHOCTU JIIOOBIX TIpenaparoB, COJAEpKAIlUX ACTPOreH (HampuMmep, OpaJbHBIX
KOHTPALETITUBOB), TIOCKOJBKY MOXET IMPOUCXOIUTH B3aMMHOE ociabieHue 3(dekTHBHOCTH
IpernapaToB.

[Ipu comyTcTByIOIIEM MPUMEHEHHM TaMOKCH(pEHa M HMHTMOUTOpa apomarasbl JIETpo30Jia
MJIa3MEHHBIC KOHIIEHTPAIMH MOCIeIHET0 CHIKanuch Ha 37 %. [I[puMenenne tTamokcudeHa B
KOMOWHAIMM C MHTMOMTOpAaMH apoMarasbl B KAaueCTBE aJbIOBAHTHOW Tepanuu HE BBISBUIIO
MOBBIICHUS 3(PPEKTUBHOCTH MO CPAaBHEHUIO C MOHOTEpanueil TaMoKCHu(eHOM.
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Ha ¢one Ttepanmuu TamMOKCH(EHOM HeNb3s NPUMEHATh AaHTHArperaHTHbIE Ipenaparhl,
MOCKOJIBKY 3TO MOJXET IMOBBICUTh PHUCK Pa3BUTUS KPOBOTEUYECHHUS B BO3MOXKHOU
TPOMOOIIUTONIEHUYECKOH (haze.

ComnyTcTByloliee NpUMEHEHHE TaMOKCHU(pEHa C aHTUKOAryjasHTaMH KyMapuWHOBOTO psija
MOXKET BBbI3BaTh H3MEHEHHME IIOKa3aTelied  CBEpTHIBAEMOCTH  KpOBU  (Y/UIMHEHUE
IpOTPOMOMHOBOTO BpeMeHH ). [103ToMy Ipu COnyTCTBYIOLIEM IPUMEHEHUHU TaKUX MpenapaToB
HE0OXO0IUM TIIATENbHBIN KOHTPOJIb TOKa3aTeNlel CBEPTHIBAEMOCTH KPOBH (0COOEHHO B HaUaje
TEpanuu).

HMmeroTcst JaHHBIE O MOBBIIIEHUH YaCTOTHI TPOMOOAIMOOIMUECKUX SIBJICHUMN, BKIIIOYasi TpOMO03
rIIyOOKUX BEH U TPOMOO3IMOOJIHIO JIETOYHBIX COCY/IOB, Ha (pOHE Tepanuu TaMoKcu(eHoM (cM.
pasnen 4.8). YactoTa 3TUX sIBJICHUH MOBBIIASTCS Ha (DOHE COMYTCTBYIOMIECH XUMUOTEPATIHH.
TamokcudeH u ero OCHOBHbIE METAOOJIHUTHI SBISIFOTCS CHJIBHBIMM MHTHOUTOPAMHU OKCHJIA3
cucteMbl 1utoxpoma P450. Brnusaue Ttamokcudena Ha mMeTabOJM3M W BBIBEICHUE NPYTUX
IUTOTOKCUYECKUX  IPErapaTroB, aKTUBUPYEMBIX JITHMU  (GepMeHTaMu  (Hampumep,
nukinodochamua), He yCTaHOBIICHO.

W3BecTHO, YTO OCHOBHBIM ITyTEM METa00IM3Ma TAMOKCH()EHA B OPraHN3Me YeIIOBEKa SBISIETCS
JIeMeTuIMpoBanue, karaauzupyemoe nzopepmentrom CYP3A4. Tlo nutepaTypHbIM TaHHBIM,
(dapmakokuHeTnueckoe  B3aumozenctBue ¢ umHaykropamu CYP3A4  (mampumep,
pudaMIUIIMHOM) TOHMXKAET YyPOBEHb TaMOKcu(peHa B Iuta3Me KpoBH. KimHHuYeckas
3HAYMMOCTb JAHHOT'O HaOJII0/IEHUs HE sICHA.

B nutepatype npencrtaBieHsl JaHHbIE 0 65—75%-HOM CHIKEHUU TUIa3MEHHON KOHIEHTPAIIUU
SHJIOKCH(EeHa, OJJHON M3 HanOoJee aKTUBHBIX (POPM JICKAPCTBEHHOTO BEIIECTBA, B PE3YJbTATE
dbapMakoKMHETHUECKOTO B3auMmojnelcTBus ¢ unruouropamu CYP2D6. B xome psga
UCClieIoBaHMi  ObLIO  BBISIBJICHO  CHIDKeHHE d3(ddexkTuBHOCTH  TamMokcudeHa mpH
COIMYTCTBYIOIIEM HAa3HAYEHUU C HEKOTOPHIMU AHTUACTPECCAHTAMU TPYIIbI CEIeKTUBHBIX
MHTUOUTOPOB OOPATHOTO 3aXBaTa CEPOTOHUHA (HanpuMmep, HapokceTnHoM). [IoCcKobKyY HETb3s
UCKIIIOYUTh CHIDKEHUE DJ(PQPEKTUBHOCTH TaMOKCH(EHa MpH HAa3HAUYEHUU C CHIIbHBIMHU
uaruouropamu CYP2D6 (Takumu Kak MapoKCeTHH, (pIyOKCETHH, XMHUNH, [IMHAKAIIET WIH
OyNpomMOH), CIEeAyeT MO BO3MOXHOCTH H30€raTb MX COIYTCTBYIOLIETO Ha3HAueHHs (CM.
paznensl 4.4 u 5.2).

JleTH H NOAPOCTKH

HccenenoBanus B3auMOIEHCTBUI IPOBOJWIMCH TOJIBKO C y4aCTUEM B3POCIBIX.

4.6. ®epTUIBHOCTH, 0€PEMEHHOCTH H KOPMJIEHHE TPYAbI0

bepemenHocTh

OnbIT nprMeHeHus: TaMOKcH(eHa y yelloBeKa BO BpeMsi 06peMEHHOCTH U B IEPUOJ] KOPMIICHUS
rpyAbio HexocTaToueH. MccnenoBanus Ha KUBOTHBIX BBISBHIIM TOKCHYECKOE BO3/ICHCTBUE Ha
PEeNPONYKTUBHYIO cucTeMy (cM. pazzaen 5.3). boito momydeHo HEOOMBII0Ee YUCIO COOOIIEHUMA
O CIOHTaHHBIX BBIKUBIINIAX, BPOXKICHHBIX MOPOKaX M CMEPTH IUIOAA IMOCie MpHeMa
JKEHIIMHAMU TaMOKcu(eHa, TeM He MEeHee IPUYMHHAs CBS3b JI0Ka3aHa He Obuta. TamokcudeH
MPOTUBOINOKa3aH BO BpeMmsi 6epemeHHOCTH (cM. pasnen 4.3). Ilepen HagamoMm mpuMeHEHUS
mperapara |y OKCHIIWH JIETOPOJHOTO BO3pacTa HEOOXOIUMO HCKIIOYUTh HATHYUE
OepeMEeHHOCTH.

Kenmuuam cieayeT pEeKOMEHIOBaTh H30eratb OEPEeMEHHOCTH BO BpeMs Teparuu
TaMOKCI/I(i)eHOM U CIIIC B TCUCHUEC ACBATU MECCALICB ITOCJIC €€ OKOHYAaHU.

JKeHIMHBI JODKHBI OBITH MPEIYPEKACHBI O BO3MOKHOM PHCKE JUIS TUI0JA, eclu Ha (oHe
TEpanuu TaMOKCH()EHOM WJIM B TE€UYECHHE JEBATH MECAIEB IOCIE €€ OKOHYAHUS HACTyIMaeT
OepeMeHHOCTb.
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Bo Bpems Tepanuu TaMOKCH(EHOM M B TCUCHHUE EIIe JIEBITH MECAIEB MOCIEC €€ OKOHYAHUS
JKCHIIHBI, XKUBYIINUE IOJIOBOW >KU3HBIO, JTOJDKHBI MPUMEHSTHh HAJICKHBIC OaphepHBIC HITU
JIpyrue HEropMOHaJIbHbIE METOAbI KOHTpALICTILIUU (CM. Takxke pa3aen 4.5).

Kopmiienue rpyabio

OrpaHuyeHHbIE JaHHbIE IO3BOJIIOT MPEAINOJIOKUTh, YTO TaMOKCHU(EH U €ro akTUBHBIC
METa0OJIUTHI MMPOHUKAIOT B TPYJHOE MOJIOKO YEJIOBEKA M HAKAIUIMBAIOTCSA B HEM, IIOITOMY B
NIEPUOJ, KOPMJICHHS TPYAbI0 IPUMEHEHHUE JaHHOTO IIpernapara He peKoMeHayercs. Pemenne o
NpeKpaIleHNy KOPMIICHHUS TPYIbI0 WIM MPEKpaIleHUH NMPUMEHEHHUS TaMOKCH(]EHa JOIKHO
IIPUHUMATBHCSA C YYETOM BaXHOCTHU TEPAIIUU IPENapaToM AJIs MaTepH.

DepTHIBLHOCTH
VY KEeHIIUH B MIPEMEHOIay3e TAMOKCU(EH MOXKET MOAABIAThH MEHCTPYaluio (M. pasaen 4.8).
Pe3ynbraThl JOKIMHUYECKUX UCCIEOBAaHUN MPEICTABIICHBI B pa3zaeie 5.3.

4.7. BausiHMe Ha CTIOCOOHOCTH YNPABJSATH TPAHCHOPTHHIMH CPeICTBAMHU U PadoTaTh €
MeXaHH3MaMH

Bnusinue Tamokcudena Ha criocoOOHOCTh YIPaBIsATh TPAHCIIOPTHBIME CPEACTBAMU U pabOTaTh
C MeXaHU3MaMH MaJIOBeposITHO. TeM He MeHee, Ha (OHE Tepanul TAMOKCU(PEHOM COO0IaIn
00 yTOMJISIEMOCTH, TIOMpA4Y€HUU CO3HAHUS W HapylleHuu 3peHus. llammeHtam ¢ Takumu
CUMIITOMaMHU CIIEAYeT COOJI0OAAaTh OCTOPOXKHOCTh TPU YIPABICHHH TPAHCHOPTHBIMH
CpeICcTBaMU M paboTe C MEXaHU3MaMHU.

4.8. HexenareJbHble peaKIul

CBoaka npoduiia 6e30n1acCHOCTH

HexenarenbHble peakiud MOTYT OBITh Kak OOYCJIOBJICHHBIMH (apMaKOJIOTHUECKUM
MEXaHU3MOM JEWCTBUS TaMOKcU(eHa (Hamp., NPWIMBBI, BIArajuilHble KpPOBOTECUYECHMS,
BJIATaJIMIIHbIE BBIJCICHUS, TEHUTAIBHBIA 3y1, OONMb B MOpa)KEHHOW O0OIACTH), TaKk M OBITH
o0mrero xapakrepa (Hamp., HEMEPEHOCUMOCTh CO CTOPOHBI JKEITYOYHO-KHIIEYHOTO TPAKTA,
rOJIOBHAst 00JTb, MOMPAYEHUE CO3HAHMS, 3a/I€PIKKA KHIKOCTH U AJIOTCIINs).

Ta0au4HbIi NepevyeHb HexKeNaTeIbHbIX PeaKIui

Ecnu me YKa3aHo MHA4C, MOKA3aTCJIM 4aCTOTHI paCCYHUTHIBAJIM HAa OCHOBAHUHW HCKCIIATCIIbHBIX
peakuMii, BBIABICHHBIX Ha MPOTSHKEHUHU S-JIETHETO KIMHHMYeckoro uccienoBanus dassr I,
BKJIIOYABIIEr0 9366 jKeHIINH B TOCTMEHOIIay3€e, CTPaJaBIINX OlepadeabHbIM PAKOM MOJIOYHOM
’kene3bl. ECM He yKa3aHO MHa4e, 4aCTOTY HEXKENIaTEIbHbIX PEAKLUN B IPYIIEC CPABHEHUS HE
YUWUTBIBAIIM, TAKKE€ HE YUYHUTHIBAIM OLEHKY MCCIENOBATENsl BO3MOXKHOM IPUYMHHOU
B3aUMOCBA3U MCXKAY SABJICHUCM U IIpCIapaToM.

HesxenarenbHble peakiuu KiacCH(OUIIUPOBAHBI 110 YaCTOTE Pa3BUTHS CIICAYIONIHM 00pa3oM:
oueHb vacteie (> 1/10);

gacteie (> 1/100 u < 1/10);

HeuacTbie (> 1/1000 u < 1/100);

penkue (> 1/10 000 u < 1/1000);

oueHb penkue (< 1/10 000);

4acToTa HE YCTaHOBJICHA (COTJIACHO MMEONIMUMCS JAHHBIM YaCTOTY YCTAHOBHTH HEBO3MOYKHO).

Hapymenust co cTOpOHBbI KPOBH U JTUM(PATHYECKON CHCTEMBI
Yacmule: TpaH3UTOPHAS AHEMHSL.
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Heuacmule: neiikoneHus, TpaH3UTOpPHAs TPOMOOLUTONEHUsI (OOBIYHO C TMOKA3aTeIsIMH OT
80 000 mo 90 000/mKJ1, ¥ MHOT 1A MEHEE).
PeOxue: arpaHynonuTos., HenTponenus’.
Ouenb pedkue: TsxKenas HEHTPONEHNUS, TTAHIUTOTIEHUS",

Hapyuienusi co cTOpoHbI HEPBHOI CHCTEMbI
Yacmoeie: TIOMpadeHUE CO3HAHHs, TOJIOBHAas OOJb, CEHCOpHBIC HapyLIeHUs (BKIIOYas
[IApECTE3UI0 U JUCTEB3HIO).

Hapyuienusi co cTOpoHbI OpraHa 3peHus

Yacmole: HapylleHHs 3peHHs (JMIIb YaCTUYHO OOpaTHMbIC) B pe3ysbTaTe KaTapakThl,
MOMYTHEHHUS] POroBUIlbl (penko) W (wiM) peruHomatuu. PHUCK pa3BUTHUS KaTapaKThl
YBEJIMYUBACTCS C MPOJIOJKUTEIILHOCTHIO TEPATUU TAMOKCHU(EHOM.

PeOxue: HelpomaTHs 3pUTENLHOTO HEpBAl, HEBPHT 3PHUTENHLHOTO HepBa (B HEOOJBIIOM
KOJIMYECTBE CJIy4yaeB pa3BUBAJIACh CIEIOTA).

Hapymienuss co CTOpPOHBI AbIXaTeJbHOH CHCTEMbl, OPraHOB TIPYAHOH KJIETKH H
cpelocTeHus!
Heuacmuie: naTEpCTULIMANTBHBIA THEBMOHUT.

Hapyuienusi co CTOPOHBI JKeJTyT0YHO-KHIIIEYHOT0 TPAKTa
Ouenb yacmoie: TOIHOTA.
Yacmule: pBOTA, TUApEs, 3a110P.

Hapyumienusi co CTOPOHBI KOKH M NMOJAKOKHBIX TKAHEH

Ouenb uacmple: KOKHAs CHIIb (B TOM YHCIIE PeIKHE COOOIIEHHs 0 MHOrO(GpOPMHOiT spuTeMe?,
cunpome Ctusenca—/lxoHconal, Gyniesnom nemduronze?l).

Yacmule: anomneuus, peakUuu TUIEPUYBCTBUTEIBHOCTH, BKJIIOYAs pEAKHE COOOIIEHUs 00
AHTMOHEBPOTHYECKOM OTEKE.

Peoxue: KOXHBIA BACKYJIUT ., TOKCHUECKUH SITHIEPMAIBHEIH HEKPOITH3.

Ouenv pedxue: KOXKHas KpacHas BOJNYaHKa’,

Yacmoma ne ycmanosnena. 000CTpEeHNE HACIIEICTBEHHOIO aHTMOHEBPOTUYECKOIO OTEKa.

Hapymenusi €0 CTOPOHBI CKeJETHO-MBIIIEYHON M  COCAMHUTEJbHOH TKAHH
Yacmuvie: MAAITHA.

Hapymemm CO CTOPOHBI 3H}10KPI/IHHOI7[ CHUCTEMBbI
Yacmuie: TUIICPKAJIBIUCMUA Y IMANUCHTOB C KOCTHBIMHU MCTACTa3aMHU, 0COOCHHO B Hayaje
JICUYCHU.

Hapyuenus co cTopoHbl 00MeHa BellecTB M MUTAHUS

Ouenb yacmoie: 3a1€pP>KKa )KUKOCTH.

Yacmeoie: NOBBIIIEHUE YPOBHS TPUIIIMIIEPUIOB B CHIBOPOTKE KPOBH.

Ouens peoxue. TsKeNasi TAIEPTPUTITUIIEPUIEMUS], UHOTA C TTAHKPEATUTOM.

HapymeHnusi co cTOpOHBI COCYy10B

Yacmvle:  WIIEeMHYECKHE  1epeOpOBACKYJISIpHBIE  HApyLIeHHs,  CyJOpOrd  HOT,
TpOMO0IMOOINUECKUE HAPYILIEHUS, B TOM YHCIe TPOMOO3 TIIyOOKHUX BEH, MUKPOCOCYAUCTHIN
TPOMOO03 U AMOOJIHS JIETOUYHBIX cOocya0B. IIpu comyTcTByIOIIEM NPUMEHEHNH XUMUOTEpATuu
PHCK TPOMOOIMOOINYECKUX HAPYIIEHUH YBEINIMBAETCS.
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Heuacmuie: I/IHCYJ'IBTZ.

O01mme paccTpoiicTBa M HAPYILIEHUS B MeCTe BBeJIeHUSA

QOuenvb uacmule: TPUINBBI, KOTOPHIE YACTHMYHO CBSI3aHBI C AHTUACTPOTCHHBIM JIEWCTBHEM
TaMOKCU(EeHa, YTOMIIIEMOCTb.

Peoxue: 601b B KOCTSIX ¥ B 00JIACTH MOPAKECHHON TKAHHU KaK OTBET HA TEPAITHIO TAMOKCU(EHOM

B HadaJi€ Kypca .]'ICLICHI/IH]'.

Hapyuienusi co CTOpOHBI IeYeHH U 7KeJT4eBbIBOASIIUX ITyTei

Yacmeie: n3MEeHEHUs YPOBHS (PEPMEHTOB MEUYCHHU, )KUPOBAS TUCTPOPHS ITEUCHH.

Heuacmule: 1uppo3 NeveHu.

Peokue: XonecTas!, remarut, xeiTyxa, renaTole/TIONAPHBINA HeKpo3!, remaTomemoaspHbIe
TIOBPEXKICHHSA , TsKesas MeYeHOUHas HeJOCTaTOUHOCTh. HeKkoTophie cilyuau Gomnee TSkKebIX

HOpa)KeHI/Iﬁ NCYCHHU 3aKaH4YMBAJIMCh JICTAJIbHBIM HCXOJJOM.

HapyuieHust co CTOPOHBI MOJOBBIX OPraHOB M MOJIOYHOM KeJ1e3bl

QOuenb uacmole: BIATAIUINHBIE BBIICICHUS, HAPYIIEHHE MEHCTPYAIbHOTO IMKIA BILIOTH [0
TIO/IaBJICHNS MEHCTPYAIIMH Y KEHIIMH B IPEMEHOMNay3e’, BIaraluIIHOe KPOBOTEUCHHE.
Yacmele: 3y1 BYJIbBbI, YBEIMYCHHE MHOMBI MAaTKH, MMPOJU(EPaTHBHBIE SHIOMETPHAILHBIE
u3MeHeHHst (HOBOOOPa30BaHUs B SHIOMETPHH, TUIIEPILIA3HS U TIOJIUIIBI B SHIOMETPUHU M PEKE
SHIOMETPHO3L).

Heuacmoie: pak SHIOMETPHSL.

CoBpeMeHHbIC aHHbIE CBHICTEIBCTBYIOT O TOM, YTO [0 MEpPE YBEIUYCHHS TUTEIBHOCTH
TEpanuyd TaMOKCH()EHOM PHCK pa3BUTHs paKa SHIOMETPHUS IOBBIIIaeTCS B 2—4 pasa o
CPaBHEHHIO C JKEHIIMHAMH, HE TIOTYYatOIIUMHI TAMOKCH(EH.

PeOxue: KACTHI AMYHUKOB., capkoMa MaTKé (B OCHOBHOM 3JI0KA4ECTBEHHBIE MIOJLIEPOBCKHE

CMCIIaHHBIC OHYXOJ'II/I), BarmHaJIbHBIC HOJ'II/IHBII.

BpoxaeHHble, ceMeiiHble U Hac/IeCTBEHHbIe HAPYLIeHUs
Ouenb pedkue: MO3AHAS KOXKHAsA Hophupus®.

TpaBMbl, 0TpaBJIeHHUA U OCJI0KHEHHUS NPOLEAYP
Ouenb peoxue: pellIMB MECTHBIX JIy4EBbIX peakluil B paHee 00JIyueHHON 00JIacTH.

! Jlannas HexenaTenbHas peakius He BO3HUKada B rpynme Tamokcupena (N = 3904) B
uccnenoBannn ATAC. O 1aHHOW HEXeNaTeNnbHOW peakuuu CcooOIanoch W3 APYrHX
UCCIICIOBAaHUNM MM U3 JPYTUX HCTOYHUKOB. YacTOTy pacCUMThIBAIM METOJOM, Tle IJis
TOYEYHOW OIIGHKM WCIIONB30BAIM BEpXHUU mpenen 95% moBepuTensHOro HMHTEpBaia (B
pacuete 3/X, Tie X — 3T0 00lee YUCIIO YYaCTHUKOB, T.e., 3/3094). Takum obpazom, 3/3094,
YTO COOTBETCTBYET KATETOPHH «PEIKHEY.

2 Ha ocHoBanuu na"HubIx n3 uccienosauns NSABP P-1.

3> He Ha ocHOBaHWM naHHBIX U3 uccienoBanus ATAC.

* Dra peakuus He HaGmonanack B uccienosanud ATAC unu Apyrux KPymHBIX KIMHHYECKHX
UCCIIeTIOBaHMUAX. YacTOTy pacCYMTHIBAIIA METOAOM, TJIe JJIsi TOUYEIHOW OIEHKH MCIIOIb30BaN
BepXHUM npezaen 95% noBepuTenbHOro HHTEpBaia (T.e., 3/X, Tae X — 310 obmee yucio 33 201
NAlMEHTOB B KPYIHBIX KIMHUYECKHX HCCienoBanusax). Takum obpazom, 3/33 201, uto
COOTBETCTBYET KaTETOPUH «OYEHb PEIKUE.

COO6M4€HM€ o I’lO()OS’DeGaeMle HeoJfcelamelbHblX peaKyuAdax
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BaxxHo coo01math 0 mofo3peBaeMbIX HEXeNaTeNIbHbIX PEaKIUsiX M0C/Ie PETUCTPallun
JICKapCTBEHHOTO TIperapara ¢ IeNIbI0 00eCcIieueHUsT HePEePHIBHOIO MOHUTOPUHTA
COOTHOILEHUS «I10JIb3a — PUCK) JIEKApCTBEHHOTO Mpernapara.

MeauiuHCKUM pabOTHUKAM PEKOMEHTyeTCs COOOIIATh O MOA03PEBaEMbIX HEXKEIaTeIbHBIX
peakusax JIEKapCTBEHHOIO Ipernapara yepe3 HallMOHAJIbHYIO CUCTEMY COOOIIEHUS O
HEXEJIaTeJIbHBIX PEAKIUIX.

4.9. Ilepeno3upoBkKa

CuMnTomsbl IEPEI03UPOBKU

O nepe1o3UPOBKe Y YeloBeKa H3BECTHO 0ueHb Maio. [Ipu npuMeneHnn 103 160 Mr/M? B CyTKH
¥ BbIle HaOmoamuck u3menenus JKI (yammnenue untepana QT), a mpu NIprUMEHEHUH 1103
300 wMr/M’> B CYIKM BO3HHMKala HEHPOTOKCHYHOCTh (TpeMop, rumeppeduekcus,
HECTAOMJILHOCTD IMOXOJIKH U TOJIOBOKPY>KEHHE).

TeopeTruecku rnepero3upoBKa MOKET BbI3BAaTh YCUIICHUE aHTUACTPOICHHBIX HEXeNaTeIbHbIX
peaxnwmii. MccnenoBanus Ha KUBOTHBIX IOKA3ald, 4TO TsDKeJas nepemosupoBka (B 100-200
pa3 Mo CPaBHEHUIO C TEPANIEBTUUECKOMN 0301 ) MOXKET TaKkKe BBI3BATh ACTPOTreHHBIE A (HEKTHI.
Jleyenue nepeo3upoOBKH

Crneunduyueckux aHTUOTOB HE CYILIECTBYET, JI€UEHUE JOJKHO ObITh CHMIITOMATUYECKUM.

5.  ®APMAKOJIOITMYECKHUE CBOMCTBA
5.1. dapmakoaguHaMH4YeCKHe CBOICTBA

dapmakoTepaneBTU4YeCKass TIpynna: MPOTUBOOIYXOJEBBIE W  HMMMYHOMOZIYJIHPYIOLINE
CpeacTBa; OHHAOKPUHHAs Tepamlus, TIOPMOHAJIbHBIE AHTAlOHUCTBI M B3aUMOCBS3aHHBIC
AQHTUACTPOTEHHBIE CPEJICTBA, TAMOKCU(DEH.

Kon ATX: LO2BAO1.

Tamokcu(peH KOHKYpEHTHO MHTHOUpPYET CBSA3BIBAHHE JCTPOTEHOB C LUTOIMIa3MaTHUYECKUMHU
perenTopamMu TaHHOTO TOPMOHA. DTO 3aMeJISIeT IeIeHUE KIETOK B 3CTPOTEH-UyBCTBUTEIBHBIX
TKaHsAX. Tak, Ipu MeTacTaTUYECKOM pake MOJIOYHOM JKeJIe3bl ¢ HATMYHEM B OITYXO0JIEBOM TKaHU
penenTopoB Kk 3ctporeny, B S0—60 % cirywuaeB HaOIr01a€TCs MOJTHAS WITH YaCTHYHAS PEMHUCCHS,
0c00€HHO B 00J1aCTH METAcTa30B B MATKHE TKAHU WM B KOCTHU. [Ipu oTpuniareaIbHOM ropMOH-
pELENITOPHOM CTaTyce OIyXOJdH, U B YaCTHOCTH METacTa3oB, OOBEKTHUBHAS peMHCCHUs
Habo1aeTcst unib npumepHo B 10 % ciyuaes.

VY JKEHIUH ¢ 3CTPOreH-TOJI0KHUTEIbHBIMU OIYXOJISIMU UJIM OIYXOJIIMU C HEYCTaHOBJIEHHBIM
pELenTOpHBIM CTaTycoM Ha ()OHE aIBIOBAHTHOW Tepanmuu TaMOKCH(EHOM HaOI0aaIn
3HAYUTEIbHO MEHBIIEE YHUCIO PEeLUAMBOB M Oosee BbICOKME Moka3aTtenu 10-meTHei
BBI’KUBAEMOCTH. HpI/I STOM 5-JIETHSSI TCpalurd OKa3biBajla 3HAYUMO JIydlIeC BJIIMAHHUC I10
CpaBHEHMIO ¢ Tepanuei JUIMTeNnbHOCThI0 1 i 2 roja. O4eBUIHO, YTO TaHHOE MPEUMYILECTBO
HC 3aBHCHUT OT BO3pacCTa, HaJIWM4YWd MCHOIIAy3bl, I03bI TaMOKCI/ICbeHa u ﬂOHOHHHTeHBHOﬁ
XUMHOTEPAITHH.

KnuHuyeckuii onbIT MOKa3bIBaET, YTO TAMOKCH(EH Y )KEHIIIMH B IIOCTMEHOIay3¢e 00ecredrBaeT
CHIDKEHHE ypoBHS obmiero xonecrepuna u yposueit JIITHIT B kpou Ha 10-20 %. Kpome Toro
coo0mranock 0 TOM, YTO Mpemapar oOecleurBaeT MOJIep)KaHue MHHEPaIbHOM IUIOTHOCTH
KOCTH y KEHIIH B IOCTMEHOMAY3€.
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CYP2D6 renotun

[Tomumopdusm no aktuBHOCTH M3odpepmenta CYP2D6 moxer oOycrnoBIMBaTh pa3iuyus B
JOCTUTaeMOM  KJIMHHYeCKOM dJ(ddekre oT sedeHuss TamokcudeHOM. VY  MeIICHHBIX
metaboau3aTopoB no CYP2D6 moxxeT HabMI0JaThCsl CHUKEHHUE TEPANIEBTHUECKOTO P deKTa.
B monHOIl Mepe 3HAUYMMOCTh STHX JaHHBIX JUIS JICYCHHS TaMOKCH(EHOM MEIJICHHBIX
meTabomm3aTopoB o CYP2D6 nensydena (cm. pasnenst 4.4, 4.5 u 5.2).

Hmeromuecs: KIMHUYECKHE JaHHBIE TIO3BOJISIOT —MPEANONOXKHUTh, YTO Yy MAlUCHTOK,
TOMO3UTOTHBIX 10 ayiento HehyHKuoHaasHOCTH CYP2D6, MoxeT HabM01aThCsl CHIYKCHUE
TepaneBTHUECKOW 3((eKTBHOCTH TaMoOKcu(deHa NpU JCUCHHH paKka MOJIOYHOW >KEJIe3bl.
Knuauveckure wuccieqoBaHus OOJBIICH 4YacThi0 OBUIM TMPOBEACHBI HA OJKCHIIMHAX B
noctMeHomnayse (cM. pasnenst 4.4 u 5.2).

JleTH ¥ MOAPOCTKHU

BB110 BBITIOJIHEHO HEKOHTPOJIMPYEMOE UCCIIEOBAHHUE C YIACTHEM IeTEPOTreHHOM IPYIIHI U3 28
neBouek B Bozpacte oT 2 10 10 ser, crpanaromux curapomom Mak Ketona-Ounbpaiita, KoTopbie
MoJTydasy mpenapar B f1o3e 20 MI OAMH pa3 B CYTKU Ha MPOTSDKEHUU Neproa 10 12 mecsiies.
Cpenu manMeHTOK, COOOMIABIIMX O BJArajuIHOM KPOBOTEUEHHUH [0 Hayaia Iepuojaa
uccinenoanus, 62 % (13 u3 21 maumeHtku) cooOmianu 00 OTCYTCTBHHM KpPOBOTEUEHHS Ha
NPOTSDKEHUH TIEpBBIX 6 MecsueB uccinepoBanust u 33 % (7 u3 21 nmanuenTkn) coodmanu 00
OTCYTCTBHH BIIaraJIMIIIHOTO KPOBOTEUYEHHS HA MPOTSHKEHUH BCEero uccienoBaHusi. CpenHuit
00BEM MaTKH yBEIIMYUBAJICS 1O UCTCUCHUU O MECSIICB TEPAIUU M yJIBAUBAJICA K OKOHYAHHIO
OJIHOJIETHEr0 wuccienoBanus. HecMoTps Ha TO, YTO O3TH JIaHHBIE COTJIACYIOTCS C
dapMaKoIMHAMUYECKIME CBOMCTBAMH TaMOKCH(EHA, MPUYMHHO-CIICJICTBCHHAS CBS3b HE
ycraHoBieHa (cM. pasnen 4.4). JlanHbIx 0 6€30MaCHOCTH ATUTENFHOTO TPUMEHEHHUS Tpernapara
y JIeTei He UMeeTCs. B yacTHOCTH, BIMSHUE ITUTEILHOTO MPUMEHEHHS TAMOKCH(EHA Ha POCT,
MOJIOBOE CO3PEBAaHKE U 00IIee pa3BUTHE HE U3YUECHO.

5.2. dapmMakoKHHeTHYeCKHe CBOiicTBa

Tamoxkcuden xopoio BcacbiBaercs. [Tocie npuema BHYTpb OJJHOKPATHOM 1036l MAKCUMalIbHas
KOHIEHTpalUs B CBIBOPOTKE JJOCTUTAETCA B TeUeHHE 4—7 u.

Tamokcuden B 3HaumrtenbHOU creneHn (98 %) cBs3biBaeTcsl ¢ OelKaMH IJIa3Mbl KPOBH.
Cpennsisi BeMUMHA KOHEYHOTO NEpHoja MOJIYBBIBEACHMS M3 IIa3Mbl KPOBU COCTaBISET 7
cyrok. TaMokcu(eH HHTEHCHBHO MeTa0OMU3UpyeTcs MPEUMYILECTBEHHO (HepMEHTOM
CYP3A4 no N-necmermin-tamokcudena u 3atem ¢ yuactueM CYP2D6 10 apyroro akTHBHOTO
Merabonurta 4-runpokcu-N-gecmermn-ramokcudena (dHAOKCU(pEHa). VY TalUeHTOK C
NOHMKEHHOW  akTUBHOCThIO H3oepmeHta CYP2D6  koHueHtpauus 3HIOKCH]eHa
npuOIM3uTENbHO Ha 75% HIDKE, YeM Yy MallMeHTOB ¢ HOpMaibHOU akTUBHOCTHIO CYP2D6.
[Tpuem cunbHbIX HHTHOMTOPOB CYP2D6 npuOau3uTenbHO B TOH k€ CTENEHH CIOCOOCTBYET
CHIKEHHMIO MJIa3MEHHOM KOHLIEHTPALUY SHA0KCH(DEeHa.

OcHoBHOM MeTabonutT B chIBOpoTKe, N-mecMermin-raMokcu(eH, W Jpyrue MeTaboIUThI
001aJat0T NPAaKTUYECKU TaKOH e aHTUACTPOr€HHOM aKTUBHOCTBIO, KaK U HCXOHOE BEIIECTBO.
Tamokcuden u ero MeraboJUThl HAKAIUIMBAIOTCA B IE€YEHH, JIETKUX, TOJJOBHOM MO3reE,
MOJKEITYIOYHOM JKEJe3e, KOKE M KOCTAX. BcliecTBUE BBIPAKEHHOM KHUILEYHO-TIEYEHOYHON
PELUPKYISIUY TaMOKCU(EH Mpu UIMTEIbHOW TepanuM HaKaluluBaeTcs B ChiBopoTke. [lpu
eXeITHEBHOM IipreMe 10361 20—40 Mr paBHOBECHOE COCTOSIHUE IOCTUTAETCs HE PAaHEE UEM UEPE3
4 Henenn.
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BBIBCI[CHI/IG MMPOHUCXOJUT B OCHOBHOM C KaJIOBBIMU MaCCaMHt B BUJIC MeTa0OJIUTOB.

JeTH 1 mMOAPOCTKHU

B HexoHTpoIMpyeMOM MCCIEA0BAHNUHN C YYaCTUEM IpYHIbl U3 28 IeBOYEK B BO3pacTe OT 2 /10
10 ner, crpanatomux cuaapomoMm Mak Ketona—Omnbpaiita, mpenapaTt Ha3Hadaau B 103¢ 20 Mr
OJIMH pa3 B CYTKH Ha MPOTsHKEHUH nepuojia 10 12 mecsues. [Ipu 3ToM Habm01a710Ch 3aBHCUMOE
OT BO3pacTa CHIKEHHUE KIIUpeHca ¢ BIUIOTh 10 50%-HbIM yBEJIIMYEHHEM IKCIIO3UIUH Y OoJiee
MOJIO/IBIX YYACTHHUI] 10 CPABHEHUIO CO B3POCIIBIMHU.

5.3. JlokauHH4YecKHEe JaHHBIE M0 6€30MaCHOCTH

HccnenoBanus XpOHUYECKOM TOKCHMYHOCTH JUIUTEIBHOCTBIO 15 MecsleB BBIMOIHSIINCH HA
KPBICaX U MBIIIAX. Y 3THX BHUJOB KUBOTHBIX HAOIIOAAIHUCH FHCTONATONIOTMYECKUE TPU3HAKU
HapyIICHUH PENPOAYKTHBHBIX OPTaHOB, KOTOPBIE MOKHO OOBSICHUTH (PapMaKOIOTHYECKUMHU
CBOMCTBaMH TaMOKCH(EHa, U KOTOpbIe OOBIYHO UMENIH OOpaTUMBI Xapakrep. Kpome Toro,
HaOJII0JaTI0Ch pa3BUTHE KaTapaKTHI.

HccnenoBanus B pa3iIMyHbIX 1N VIVO U N VItro cucremMax mOATBEPIIIH, YTO TAMOKCH(EH mociie
aKTHBAllMM B TII€YEHU INPHOOpPETACT T'eHOTOKCHYECKUH NOTeHUIHal. B  10IrocpovHbIX
UCCIICIOBAaHHUSAX HAOII0aI0Ch 00pa30BaHUE OIyXOJeH MEUCHH Y KPBIC U OMyXOJIeH MOJOBBIX
xese3 y Mpiield. Knmuandeckas 3Ha4MMOCTh 9THX JIAaHHBIX HE SICHA.

JIOKITMHUYECKUE ¥ KJIMHUYECKHUE TAHHBIC CBUICTEIILCTBYIOT O HAIMYKMH TTOBBIIICHHOTO PHUCKA
00pa3oBaHus OMyX0JIel SHIOMETPHUS.

Ha ocnoBannu Hamuaus aHTHBCTpOFeHHOfI AKTUBHOCTH CUHUTACTCA, UYTO TaMOKCI/I(beH YIrHETACT
OBYJINUIO U perOIIYKTI/IBHHﬁ OUKI Yy CaMOK KpBbIC. ITocne oTmeHBI TaMOKCI/ICbeHa
q)epTI/IJII)HOCTI) BOCCTaHaBJIMBaJIaCh B TCUCHHNEC HCCKOJBKHUX HECACIIb.

Bnusnue nHa pa3BUTHEC U PCHPOAYKTUBHYIO CI)YHKI_[I/II-O Yy HIDOTOMCTBA KPbIC OT MaTepeﬁ,
MMOoJIy4JaBIINX PaHEC TaMOKCI/I(beH, HEC BBISIBJICHO.

TamokcudeH B HU3KMX KOHIIEHTPAIMSAX MPEMSATCTBYET WMIUIAHTAIMM, a B J03aX CBBIIE 2
MI/KI/CyTKH BbI3bIBAa€T BHIKUBIIIL. MccnenoBanus sMOPHOTOKCUYHOCTH Ha HECKOJIBKUX BHJIaX
KUBOTHBIX HE BBISBHJIM NMPU3HAKOB TEPATOTEHHOTO JEHCTBUS. Y KPOJHMKOB MPHU MPUMEHEHHN
103 0,5 mr/kr/cyTku Habmonanack rubens SMOpHUOHA.

BuyTpuMaTouHOE BO3JECHCTBHE Ha MBIIIEH IPU DPA3sBUTHUM IUIOAA, 4 TAaKXKE BBEIACHHUE
TaMOKcH(eHa HOBOPOXKJIEHHBIM KpbICAM M MbIIIaM MPUBOAMT K IOBPEXKICHHUIO OPraHOB
PEnpoOAYKTUBHON CUCTEMBI CAMOK, KOTOPBIE MTPOSBIISIOTCS Y B3POCIBIX 0COOEH.

Y B3pOCHBIX CaMOK IIOCJI€ JJIUTENIBHOIO IpPUMEHEHHUs mnpenapara B no3ax cssime 0,05
MI/KI/CYTKH TaKXe HaOJI0Jal0TCsl perpecCUBHbIE U3MEHEHHS B PEIIPOIYKTUBHBIX OpraHax. ¥
CaMIIOB KpBIC IIOCI€ KPAaTKOBPEMEHHOIO U JOJTOBPEMEHHOIO BBEACHHUS IIpernapara
Ha0JII0/1aI0Ch CHM)KEHUE MAacChl CEMEHHUKOB M CIEPMHUOTEHE3a, BBI3BAHHOTO IMOJIaBJIEHUEM
CEeKpeLMU TOHAZI0TPONMHA B runoduse.

6. ®APMAIIEBTUYECKHUE CBOVMCTBA
6.1. IlepeyeHb BcOMOraTeJIbHbIX BeLECTB
JIakTO3bI MOHOTHJIPAT

Hatpus kpaxmana raukomisT
[ToBu0H (KOIIUAOH 25)
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[enmron03a MUKPOKpUCTAITHYECKAS
Marnus creapat

Twutana qguokcung

I'unpomennosa

Makporoxa 4000

6.2. HecoBMecTUMOCTH

He npumenumo.

6.3. Cpok roaHocTu

3 roga. He ucnonp30Bath M0 UCTEYEHUU CPOKA TOJHOCTH, YKa3aHHOTO Ha YIIAKOBKeE.
6.4. Oco0Obie Mepbl NPEIOCTOPOKHOCTH NMPH XPAHEHHH

XpaHUTb B HEJOCTYITHOM JJIs JieTeil MecTe npu Temnepatype He Boitie 30 °C.

6.5. XapaxTtep u coaep:KMMoOe NePBUYHON YIIAKOBKHU

ITo 10 Tabnerok B OucTepe.
ITo 3 6aucTtepa BMECTE € JUCTKOM-BKIIA/IBIILIEM B KAPTOHHOM MaykKe.

6.6. Oco0Oble Mepbl TNPEIOCTOPOKHOCTH TPH YHUUYTOKEHHM MCHOJIH30BAHHOIO
JIEKAPCTBEHHOr0 Ipenapara HWJIH OTXO/0B, MOJYYeHHBIX IOC]Ie IPHUMEHEHHSs
JIEKApPCTBEHHOI'0 Mpenapara, 1 Apyrue MaHUINyJIsIMHU ¢ penapaTomM

CrneuunanbHble TpeOOBaHUS OTCYTCTBYIOT.

7.  JEPXATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHMU S

Canno3 ®apmacerotukans 1.1., Beposiikosa 57, 1000 Jlro6mnsna, CnoBeHwHs.
MNPOU3BO/JIUTEJIb

Camorac ®Papma I'MOX, Otro-pon-I'epuke Amree 1, 39179 bapneben, I'epmanus —
KoMTaHus Tpymibl «CaHmo3».

8. HOMEP PETHCTPAIIMOHHOI'O YAOCTOBEPEHU S
He npumennmo.

9. IATA MEPBOM PETUCTPAIIMU (ITOJATBEPKJIEHUS PETUCTPAIIVN)
JlaTa nepBoii perucTpanun: He MPUMEHUMO.
JaTta mocneHero moATBEPKICHUS PErUCTPALNH (TIEpEPETUCTPAIIHN): HE TPUMEHUMO.

10. HEPECMOTP TEKCTA
Hrons 2024 1.

YCJIIOBHUSA OTITYCKA
Otmyckaercs 1o penenty.
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