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SUMMARY OF PRODUCT CHARACTERISTICS
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4.1

NAME OF THE MEDICINAL PRODUCT
Bosentan Accord 62.5 mg film-coated tablets

QUALITATIVE AND QUANTITATIVE COMPOSITION

Each film-coated tablet contains 62.5 mg of bosentan (as monohydrate).

For the full list of excipients, see section 6.1.

PHARMACEUTICAL FORM

Film-coated tablet:

Light orange, round, approximately 6.20mm in diameter, biconvex, film-coated tablet
debossed with “IB1” on one side and plain on other side.

CLINICAL PARTICULARS

Therapeutic indications

Treatment of pulmonary arterial hypertension (PAH) to improve exercise capacity
and symptoms in patients with WHO functional class III. Efficacy has been shown in:

Primary (idiopathic and heritable) pulmonary arterial hypertension

Pulmonary arterial hypertension secondary to scleroderma without significant
interstitial pulmonary disease

Pulmonary arterial hypertension associated with congenital systemic-to-pulmonary
shunts and Eisenmenger’s physiology
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Some improvements have also been shown in patients with pulmonary arterial
hypertension WHO functional class II (see section 5.1).

Bosentan tablets are also indicated to reduce the number of new digital ulcers in
patients with systemic sclerosis and ongoing digital ulcer disease (see section 5.1).

Posology and method of administration

Method of administration

Tablets are to be taken orally morning and evening, with or without food. The film-
coated tablets are to be swallowed with water.

Posology

Pulmonary arterial hypertension

Treatment should only be initiated and monitored by a physician experienced
in the treatment of pulmonary arterial hypertension.

Adults

In adult patients, bosentan treatment should be initiated at a dose of 62.5 mg twice
daily for 4 weeks and then increased to the maintenance dose of 125 mg twice
daily. The same recommendations apply to re-introduction of bosentan after
treatment interruption (see section 4.4).

Paediatric population

Paediatric pharmacokinetic data have shown that bosentan plasma concentrations
in children with PAH aged from 1 year to 15 years were on average lower than in
adult patients and were not increased by increasing the dose of bosentan tablets
above 2 mg/kg body weight or by increasing the dosing frequency from twice daily
to three times daily (see section 5.2). Increasing the dosing frequency will likely not
result in additional clinical benefit.

Based on these pharmacokinetic results, higher doses are unlikely to be more
effective, and greater adverse reaction rates cannot formally be excluded in young
children if the dose is increased. When used in children 2 years and older, the
recommended starting and maintenance dose is therefore 2 mg/kg morning and
evening.

No clinical study has been conducted to compare the efficacy/safety ratio of 2
mg/kg to 4 mg/kg body weight twice daily in children.

There is only limited clinical experience in paediatric patients under 2 years of age.
Management in case of clinical deterioration of PAH

In the case of clinical deterioration (e.g., decrease in 6-minute walk test distance




by at least 10% compared with pre-treatment measurement) despite bosentan
treatment for at least 8 weeks (target dose for at least 4 weeks), alternative
therapies should be considered. However, some patients who show no response
after 8 weeks of treatment with bosentan may respond favourably after an
additional 4 to 8 weeks of treatment.

In the case of late clinical deterioration despite treatment with bosentan (i.e., after
several months of treatment), the treatment should be re-assessed. Some patients not
responding well to 125 mg twice daily of bosentan may slightly improve their
exercise capacity when the dose is increased to 250 mg twice daily. A careful
benefit/risk assessment should be made, taking into consideration that the liver
toxicity is dose dependent (see sections 4.4 and 5.1).

Discontinuation of treatment

There is limited experience with abrupt discontinuation of bosentan in patients
with pulmonary arterial hypertension. No evidence for acute rebound has been
observed. However, to avoid the possible occurrence of harmful clinical
deterioration due to potential rebound effect, gradual dose reduction (halving the
dose for 3 to 7 days) should be considered. Intensified monitoring is recommended
during the discontinuation period.

If the decision to withdraw bosentan is taken, it should be done gradually while an
alternative therapy is introduced.

Systemic sclerosis with ongoing digital ulcer disease

Treatment should only be initiated and monitored by a physician experienced
in the treatment of systemic sclerosis.

Adult

Bosentan tablets treatment should be initiated at a dose of 62.5 mg twice daily for 4
weeks and then increased to the maintenance dose of 125 mg twice daily. The same
recommendations apply to re-introduction of bosentan after treatment interruption
(see section 4.4).

Controlled clinical study experience in this indication is limited to 6 months
(see section 5.1).

The patient’s response to treatment and need for continued therapy should be
re-evaluated on a regular basis. A careful benefit/risk assessment should be
made, taking into consideration the liver toxicity of bosentan (see sections 4.4
and 4.8).

Paediatric population

There are no data on the safety and efficacy in patients under the age of 18 years.
Pharmacokinetic data are not available for bosentan tablets in young children
with this disease.

Special populations

Patients with hepatic impairment

No dose adjustment is needed in patients with mild hepatic impairment (i.e., Child-
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Pugh class A) (see section 5.2). Bosentan are contraindicated in patients with
moderate to severe liver dysfunction (see sections 4.3, 4.4 and 5.2).

Patients with renal impairment

No dose adjustment is required in patients with renal impairment. No dose
adjustment is required in patients undergoing dialysis (see section 5.2).

Elderly population
No dose adjustment is required in patients over the age of 65 years.

Contraindications

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

. Moderate to severe hepatic impairment, i.e., Child-Pugh class B or C
(see section 5.2)

° Baseline values of liver aminotransferases, i.e., aspartate
aminotransferases (AST) and/or alanine aminotransferases (ALT),
greater than 3 times the upper limit of normal (see section 4.4)

. Concomitant use of cyclosporine A (see section 4.5)

° Pregnancy (see sections 4.4 and 4.6)

. Women of child-bearing potential who are not using reliable methods
of contraception (see sections 4.4, 4.5 and 4.6)

Special warnings and precautions for use

The efficacy of bosentan has not been established in patients with severe pulmonary
arterial hypertension. Transfer to a therapy that is recommended at the severe stage of
the disease (e.g., epoprostenol) should be considered if the clinical condition
deteriorates (see section 4.2).

The benefit/risk balance of bosentan has not been established in patients with WHO
class I functional status of pulmonary arterial hypertension.

Bosentan should only be initiated if the systemic systolic blood pressure is higher
than 85 mmHg.

Bosentan tablets has not been shown to have a beneficial effect on the healing of
existing digital ulcers.

Liver function




Elevations in liver aminotransferases, i.e., aspartate and alanine aminotransferases
(AST and/or ALT), associated with bosentan are dose dependent. Liver enzyme
changes typically occur within the first 26 weeks of treatment but may also occur late
in treatment (see section 4.8). These increases may be partly due to competitive
inhibition of the elimination of bile salts from hepatocytes but other mechanisms,
which have not been clearly established, are probably also involved in the occurrence
of liver dysfunction. The accumulation of bosentan in hepatocytes leading to cytolysis
with potentially severe damage of the liver, or an immunological mechanism, are not
excluded. Liver dysfunction risk may also be increased when medicinal products that
are inhibitors of the bile salt export pump, e.g., rifampicin, glibenclamide and
cyclosporine A (see sections 4.3 and 4.5), are co-administered with bosentan, but
limited data are available.

Liver aminotransferase levels must be measured prior to initiation of treatment
and subsequently at monthly intervals for the duration of treatment with
bosentan tablets. In addition, liver aminotransferase levels must be measured 2
weeks after any dose increase.

Recommendations in case of ALT/AST elevations

ALT/AST levels Treatment and monitoring recommendations

>3 and <5 x ULN The result should be confirmed by a second liver test; if
confirmed, a decision should be made on an individual basis to continue bosentan
tablets, possibly at a reduced dose, or to stop bosentan tablets administration (see
section 4.2). Monitoring of aminotransferase levels should be continued at least every
2 weeks. If the aminotransferase levels return to pre-treatment values continuing or
re-introducing bosentan tablets according to the conditions described below should be
considered.

>5and <8 x ULN The result should be confirmed by a second liver test; if
confirmed, treatment should be stopped and aminotransferase levels monitored at
least every 2 weeks. If the aminotransferase levels return to pre-treatment values re-
introducing bosentan tablets according to the conditions described below should be
considered.

> 8 x ULN Treatment must be stopped and re-introduction of bosentan tablets is
not to be considered.

In the case of associated clinical symptoms of liver injury, i.e., nausea, vomiting,
fever, abdominal pain, jaundice, unusual lethargy or fatigue, flu-like syndrome
(arthralgia, myalgia, fever), treatment must be stopped and re-introduction of
bosentan tablets is not to be considered.

Re-introduction of treatment

Re-introduction of treatment with bosentan tablets should only be considered if the
potential benefits of treatment with bosentan tablets outweigh the potential risks and
when liver aminotransferase levels are within pre-treatment values. The advice of a
hepatologist is recommended. Re-introduction must follow the guidelines detailed in
section 4.2. Aminotransferase levels must then be checked within 3 days after re-




introduction, then again after a further 2 weeks, and thereafter according to the
recommendations above.

ULN = Upper Limit of Normal

Haemoglobin concentration

Treatment with bosentan has been associated with dose-related decreases in
haemoglobin concentration (see section 4.8). In placebo-controlled studies, bosentan-
related decreases in haemoglobin concentration were not progressive, and stabilised
after the first 4-12 weeks of treatment. It is recommended that haemoglobin
concentrations be checked prior to initiation of treatment, every month during the first
4 months, and quarterly thereafter. If a clinically relevant decrease in haemoglobin
concentration occurs, further evaluation and investigation should be undertaken to
determine the cause and need for specific treatment. In the post-marketing period,
cases of anaemia requiring red blood cell transfusion have been reported (see section
4.8).

Women of child-bearing potential

As bosentan tablets may render hormonal contraceptives ineffective, and taking into
account the risk that pulmonary hypertension deteriorates with pregnancy as well as
the teratogenic effects observed in animals:

Bosentan treatment must not be initiated in women of child-bearing potential unless
they practise reliable contraception and the result of the pre-treatment pregnancy test
is negative..

Hormonal contraceptives cannot be the sole method of contraception during treatment
with bosentan

Monthly pregnancy tests are recommended during treatment to allow early detection
of pregnancy

For further information see sections 4.5 and 4.6.

Pulmonary veno-occlusive disease

Cases of pulmonary oedema have been reported with vasodilators (mainly
prostacyclins) when used in patients with pulmonary veno-occlusive disease.
Consequently, should signs of pulmonary oedema occur when bosentan is
administered in patients with PAH, the possibility of associated veno- occlusive
disease should be considered. In the post-marketing period there have been rare
reports of pulmonary oedema in patients treated with bosentan who had a suspected
diagnosis of pulmonary veno-occlusive disease.

Pulmonary arterial hypertension patients with concomitant left ventricular failure




No specific study has been performed in patients with pulmonary hypertension and
concomitant left ventricular dysfunction. However, 1,611 patients (804 bosentan- and
807 placebo-treated patients) with severe chronic heart failure (CHF) were treated for
a mean duration of 1.5 years in a placebo- controlled study (study AC-052-301/302
[ENABLE 1 & 2]). In this study there was an increased incidence of hospitalisation
due to CHF during the first 4-8 weeks of treatment with bosentan, which could have
been the result of fluid retention. In this study, fluid retention was manifested by early
weight gain, decreased haemoglobin concentration and increased incidence of leg
oedema. At the end of this study, there was no difference in overall hospitalisations
for heart failure nor in mortality between bosentan- and placebo-treated patients.
Consequently, it is recommended that patients be monitored for signs of fluid
retention (e.g., weight gain), especially if they concomitantly suffer from severe
systolic dysfunction. Should this occur, starting treatment with diuretics is
recommended, or the dose of existing diuretics should be increased. Treatment with
diuretics should be considered in patients with evidence of fluid retention before the
start of treatment with bosentan.

Pulmonary arterial hypertension associated with HIV infection

There is limited clinical study experience with the use of bosentan in patients with
PAH associated with HIV infection, treated with antiretroviral medicinal products
(see section 5.1). An interaction study between bosentan and lopinavir+ritonavir in
healthy subjects showed increased plasma concentrations of bosentan, with the
maximum level during the first 4 days of treatment (see section 4.5). When treatment
with bosentan is initiated in patients who require ritonavir-boosted protease
inhibitors, the patient’s tolerability of bosentan should be closely monitored with
special attention, at the beginning of the initiation phase, to the risk of hypotension
and to liver function tests. An increased long-term risk of hepatic toxicity and
haematological adverse events cannot be excluded when bosentan is used in
combination with antiretroviral medicinal products. Due to the potential for
interactions related to the inducing effect of bosentan on CYP450 (see section 4.5),
which could affect the efficacy of antiretroviral therapy, these patients should also be
monitored carefully regarding their HIV infection.

Pulmonary hypertension secondary to chronic obstructive pulmonary disease (COPD)

Safety and tolerability of bosentan was investigated in an exploratory, uncontrolled
12-week study in 11 patients with pulmonary hypertension secondary to severe
COPD (stage III of GOLD classification). An increase in minute ventilation and a
decrease in oxygen saturation were observed, and the most frequent adverse event
was dyspnoea, which resolved with discontinuation of bosentan.

Concomitant use with other medicinal products

Concomitant use of bosentan and cyclosporine A is contraindicated (see sections 4.3
and 4.5).

Sy



Concomitant use of bosentan with glibenclamide, fluconazole and rifampicin is not
recommended. For further details please refer to section 4.5.

Concomitant administration of both a CYP3A4 inhibitor and a CYP2C9 inhibitor
with bosentan should be avoided (see section 4.5).

4.5 Interaction with other medicinal products and other forms of interaction

Bosentan is an inducer of the cytochrome P450 (CYP) isoenzymes CYP2C9 and
CYP3A4. In vitro data also suggest an induction of CYP2C19. Consequently,
plasma concentrations of substances metabolised by these isoenzymes will be
decreased when bosentan is co-administered. The possibility of altered efficacy of
medicinal products metabolised by these isoenzymes should be considered. The
dosage of these products may need to be adjusted after initiation, dose change or
discontinuation of concomitant bosentan treatment.

Bosentan is metabolised by CYP2C9 and CYP3A4. Inhibition of these isoenzymes
may increase the plasma concentration of bosentan (see ketoconazole). The
influence of CYP2C9 inhibitors on bosentan concentration has not been studied.
The combination should be used with caution.

Fluconazole and other inhibitors of both CYP2C9 and CYP3A4: Concomitant
administration with fluconazole, which inhibits mainly CYP2C9, but to some extent
also CYP3A4, could lead to large increases in plasma concentrations of bosentan.
The combination is not recommended. For the same reason, concomitant
administration of both a potent CYP3A4 inhibitor (such as ketoconazole,
itraconazole or ritonavir) and a CYP2C9 inhibitor (such as voriconazole) with
bosentan is not recommended.

Cyclosporine A: co-administration of bosentan and cyclosporine A (a calcineurin
inhibitor) is contraindicated (see section 4.3). Indeed, when co-administered, initial
trough concentrations of bosentan were approximately 30-fold higher than those
measured after bosentan alone. At steady state, bosentan plasma concentrations
were 3- to 4-fold higher than with bosentan alone. The mechanism of this
interaction is most likely inhibition of transport protein-mediated uptake of
bosentan into hepatocytes by cyclosporine. The blood concentrations of
cyclosporine A (a CYP3A4 substrate) decreased by approximately 50%. This is
most likely due to induction of CYP3A4 by bosentan.

Tacrolimus, sirolimus: co-administration of tacrolimus or sirolimus and bosentan has
not been studied in man but co-administration of tacrolimus or sirolimus and
bosentan may result in increased plasma concentrations of bosentan in analogy to co-
administration with cyclosporine A. Concomitant bosentan may reduce the plasma
concentrations of tacrolimus and sirolimus. Therefore, concomitant use of bosentan
and tacrolimus or sirolimus is not advisable. Patients in need of the combination




should be closely monitored for adverse events related to bosentan and for
tacrolimus and sirolimus blood concentrations.

Glibenclamide: co-administration of bosentan 125 mg twice daily for 5 days
decreased the plasma concentrations of glibenclamide (a CYP3A4 substrate) by 40%,
with potential significant decrease of the hypoglycaemic effect. The plasma
concentrations of bosentan were also decreased by 29%. In addition, an increased
incidence of elevated aminotransferases was observed in patients receiving
concomitant therapy. Both glibenclamide and bosentan inhibit the bile salt export
pump, which could explain the elevated aminotransferases. This combination should
not be used. No drug-drug interaction data are available with the other sulfonylureas.

Rifampicin: co-administration in 9 healthy subjects for 7 days of bosentan 125 mg
twice daily with rifampicin, a potent inducer of CYP2C9 and CYP3A4, decreased
the plasma concentrations of bosentan by 58%, and this decrease could achieve
almost 90% in an individual case. As a result, a significantly reduced effect of
bosentan is expected when it is co-administered with rifampicin. Concomitant use
of rifampicin and Tracleer is not recommended. Data on other CYP3A4 inducers,
e.g., carbamazepine, phenobarbital, phenytoin and St. John’s wort are lacking, but
their concomitant administration is expected to lead to reduced systemic exposure
to bosentan. A clinically significant reduction of efficacy cannot be excluded.

Lopinavir+ritonavir (and other ritonavir-boosted protease inhibitors): co-
administration of bosentan

125 mg twice daily and lopinavir+ritonavir 400+100 mg twice daily for 9.5 days in
healthy volunteers resulted in initial trough plasma concentrations of bosentan that
were approximately 48-fold higher than those measured after bosentan administered
alone. On day 9, plasma concentrations of bosentan were approximately 5-fold higher
than with bosentan administered alone. Inhibition by ritonavir of transport protein-
mediated uptake into hepatocytes and of CYP3A4, thereby reducing the clearance of
bosentan, most likely causes this interaction. When administered concomitantly with
lopinavir+ritonavir, or other ritonavir-boosted protease inhibitors, the patient’s
tolerability of bosentan should be monitored.

After co-administration of bosentan for 9.5 days, the plasma exposures of lopinavir
and ritonavir decreased to a clinically non significant extent (by approximately
14% and 17%, respectively). However, full induction by bosentan might not have
been reached and a further decrease of protease inhibitors cannot be excluded.
Appropriate monitoring of the HIV therapy is recommended. Similar effects would
be expected with other ritonavir-boosted protease inhibitors (see section 4.4).

Other antiretroviral agents: no specific recommendation can be made with regard to
other available antiretroviral agents due to the lack of data. Due to the marked
hepatotoxicity of nevirapine, which could add to bosentan liver toxicity, this
combination is not recommended.

Hormonal contraceptives: co-administration of bosentan 125 mg twice daily for 7
days with a single dose of oral contraceptive containing norethisterone 1 mg +
ethinyl estradiol 35 mcg decreased the AUC of norethisterone and ethinyl estradiol




by 14% and 31%, respectively. However, decreases in exposure were as much as
56% and 66%, respectively, in individual subjects. Therefore, hormone- based
contraceptives alone, regardless of the route of administration (i.e., oral, injectable,
transdermal or implantable forms), are not considered as reliable methods of
contraception (see sections 4.4 and 4.6).

Warfarin: co-administration of bosentan 500 mg twice daily for 6 days decreased the
plasma concentrations of both S-warfarin (a CYP2C9 substrate) and R-warfarin (a
CYP3A4 substrate) by 29% and 38%, respectively. Clinical experience with
concomitant administration of bosentan with warfarin in patients with pulmonary
arterial hypertension did not result in clinically relevant changes in International
Normalized Ratio (INR) or warfarin dose (baseline versus end of the clinical
studies). In addition, the frequency of changes in warfarin dose during the studies
due to changes in INR or due to adverse events was similar among bosentan- and
placebo-treated patients. No dose adjustment is needed for warfarin and similar oral
anticoagulant agents when bosentan is initiated, but intensified monitoring of INR is
recommended, especially during bosentan initiation and the up-titration period.

Simvastatin: co-administration of bosentan 125 mg twice daily for 5 days decreased
the plasma concentrations of simvastatin (a CYP3A4 substrate) and its active -
hydroxy acid metabolite by 34% and 46%, respectively. The plasma concentrations
of bosentan were not affected by concomitant simvastatin. Monitoring of cholesterol
levels and subsequent dosage adjustment should be considered.

Ketoconazole: co-administration for 6 days of bosentan 62.5 mg twice daily with
ketoconazole, a potent CYP3A4 inhibitor, increased the plasma concentrations of
bosentan approximately 2-fold. No dose adjustment of bosentan is considered
necessary. Although not demonstrated through in vivo studies, similar increases in
bosentan plasma concentrations are expected with the other potent CYP3A4
inhibitors (such as itraconazole or ritonavir). However, when combined with a
CYP3A4 inhibitor, patients who are poor metabolisers of CYP2C9 are at risk of
increases in bosentan plasma concentrations that may be of higher magnitude, thus
leading to potential harmful adverse events.

Epoprostenol: limited data obtained from a study (AC-052-356 [BREATHE-3]) in
which 10 paediatric patients received the combination of bosentan and epoprostenol
indicate that after both single- and multiple-dose administration, the Cmax and AUC
values of bosentan were similar in patients with or without continuous infusion of
epoprostenol (see section 5.1).

Sildenafil: co-administration of bosentan 125 mg twice daily (steady state) with
sildenafil 80 mg three times a day (at steady state) concomitantly administered during
6 days in healthy volunteers resulted

in a 63% decrease in the sildenafil AUC and a 50% increase in the bosentan AUC.
Caution is recommended in the case of co-administration.

Digoxin: co-administration for 7 days of bosentan 500 mg twice daily with digoxin
decreased the AUC, Cmax and Cmin of digoxin by 12%, 9% and 23%, respectively.
The mechanism for this interaction may be induction of P-glycoprotein. This
interaction is unlikely to be of clinical relevance.




Tadalafil: Bosentan (125 mg twice daily) reduced tadalafil (40 mg once per day) systemic
exposure by 42% and Cpuy by 27% following multiple dose co-administration. Tadalafil did
not affect the exposure (AUC and Ci.y) of bosentan or its metabolites.

Paediatric population:
Interaction studies have only been performed in adults.

4.6  Fertility, pregnancy and lactation
Pregnancy
Studies in animals have shown reproductive toxicity (teratogenicity, embryotoxicity,
see section 5.3). There are no reliable data on the use of bosentan in pregnant

women. The potential risk for humans is still unknown. Bosentan is contraindicated
in pregnancy (see section 4.3).

Use in women of child-bearing potential

Before the initiation of bosentan treatment in women of child-bearing potential, the
absence of pregnancy should be checked, appropriate advice on reliable methods of
contraception provided, and reliable contraception initiated. Patients and prescribers
must be aware that due to potential pharmacokinetic interactions, bosentan may
render hormonal contraceptives ineffective (see section 4.5). Therefore, women of
child-bearing potential must not use hormonal contraceptives (including oral,
injectable, transdermal or implantable forms) as the sole method of contraception but
must use an additional or an alternative reliable method of contraception. If there is
any doubt about what contraceptive advice should be given to the individual patient,
consultation with a gynaecologist is recommended. Because of possible hormonal
contraception failure during bosentan treatment, and also bearing in mind the risk
that pulmonary hypertension severely deteriorates with pregnancy, monthly
pregnancy tests during treatment with bosentan are recommended to allow early
detection of pregnancy.

Breast-feeding

It is not known whether bosentan is excreted into human breast milk. Breast-feeding is
not recommended during treatment with bosentan.

Fertility

Fertility studies in rats showed no effects on sperm parameters or fertility (see section
5.3). In a study investigating the effects of Bosentan on testicular function in male
PAH patients, 8 out of 24 patients showed a decreased sperm concentration from
baseline of at least 42% after 3 or 6 months of treatment with Bosentan. Based on
these findings and preclinical data, it cannot be excluded that bosentan may have a
detrimental effect on spermatogenesis in men. In male children, a long-term impact
on fertility after treatment with bosentan cannot be excluded.

4.7  Effects on ability to drive and use machines

No specific studies have been conducted to assess the direct effect of bosentan on the




ability to drive and use machines. However, bosentan may induce hypotension, with
symptoms of dizziness, blurred vision or syncope that could affect the ability to drive
or use machines.

4.8 Undesirable effects

In 20 placebo-controlled studies, conducted in a variety of therapeutic indications, a
total of 2,486 patients were treated with bosentan at daily doses ranging from 100 mg
to 2000 mg and 1,838 patients were treated with placebo. The mean treatment
duration was 45 weeks. Adverse reactions were defined as events occurring in at
least 1% of patients on bosentan and at a frequency at least 0.5% more than on
placebo. The most frequent adverse reactions are headache (11.5%), oedema/fluid
retention (13.2%), abnormal liver function test (10.9%) and anaemia/haemoglobin
decrease (9.9%).

Treatment with bosentan has been associated with dose-dependent elevations in liver
aminotransferases and decreases in haemoglobin concentration (see section 4.4,
Special warnings and precautions for use).

Adverse reactions observed in 20 placebo-controlled studies and post-marketing
experience with bosentan are ranked according to frequency using the following
convention: 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).

Within each frequency grouping, adverse reactions are presented in order of
decreasing seriousness. No clinically relevant differences in adverse reactions were

observed between the overall dataset and the approved indications.

System organ class Frequency Adverse reaction

Blood and lymphatic Common Anaemia, haemoglobin

system disorders decrease, (see section
4.4)

Not known Anaemia or haemoglobin
decreases requiring red
blood cell transfusion’

Uncommon Thrombocytopenia’

Uncommon Neutropenia, leukopenia'

Immune system disorders Common Hypersensitivity reactions
(including dermatitis,
pruritus and rash)?

Rare Anaphylaxis
and/or
angioedema’

Nervous system disorders Very common Headache’,

Common Syncope

Cardiac disorders Common Palpitations™*
Vascular disorders Common Flushing




-
Common Hypotensmnl’

Respiratory, thoracic and Common Nasal congestion
mediastinal disorders

Gastrointestinal disorders Common Gastrooesophageal
reflux disease
Diarrhoea
Hepatobiliary disorders Very common Abnormal liver function
test, (see section 4.4)
Uncommon Aminotransferase

elevations associated with
hepatitis (including
possible exacerbation of
underlying hepatitis)
and/or jaundice1 (see
section 4.4)

Rare Liver cirrhosis, liver failure’
Skin and Common Erythema
subcutaneous
disorders
General disorders and Very common Oedema, fluid retention’
administration site
conditions
Eye disorder Not known Blurred vision

"Data derived from post-marketing experience, frequencies based on statistical modelling of placebo-
controlled

clinical trial data.

Hypersensitivity reactions were reported in 9.9% of patients on bosentan and 9.1% of patients on placebo.

*Headache was reported in 11.5% of patients on bosentan and 9.8% of patients on placebo.

“These types of reactions can also be related to the underlying disease.

0Oedema or fluid retention was reported in 13.2% of patients on bosentan and 10.9% of patients on placebo.

In the post-marketing period rare cases of unexplained hepatic cirrhosis were
reported after prolonged therapy with bosentan in patients with multiple co-
morbidities and therapies with medicinal products. There have also been rare reports
of liver failure. These cases reinforce the importance of strict adherence to the
monthly schedule for monitoring of liver function for the duration of treatment with
bosentan (see section 4.4).

Paediatric population

Uncontrolled studies in paediatric patients with PAH (AC-052-356
[BREATHE-3]; AC-052-365 [FUTURE 1])

The safety profile in this population (BREATHE-3: n = 19, bosentan 2 mg/kg
twice daily; treatment duration 12 weeks; FUTURE 1: n = 36, bosentan 2 mg/kg
twice daily for 4 weeks followed by 4 mg/kg twice daily; treatment duration 12
weeks) was similar to that observed in the pivotal trials in adult patients with PAH.
In BREATHE-3, the most frequent adverse reactions were flushing (21%),
headache, and abnormal liver function test (each 16%). In FUTURE 1, the most
frequent adverse reactions were infections (33%) and abdominal pain/discomfort
(19%). There were no cases of liver enzyme elevations in the FUTURE 1 study.




Laboratory abnormalities

Liver test abnormalities

In the clinical programme, dose-dependent elevations in liver aminotransferases
generally occurred within the first 26 weeks of treatment, usually developed
gradually, and were mainly asymptomatic. In the post-marketing period rare cases
of liver cirrhosis and liver failure have been reported.

The mechanism of this adverse effect is unclear. These elevations in
aminotransferases may reverse spontaneously while continuing treatment with the
maintenance dose of bosentanor after dose reduction, but interruption or cessation
may be necessary (see section 4.4).

In the 20 integrated placebo-controlled studies, elevations in liver aminotransferases
> 3 times the upper limit of normal (ULN) were observed in 11.2% of the bosentan-
treated patients as compared to 2.4% of the placebo-treated patients. Elevations to >
8 x ULN were seen in 3.6% of the bosentan- treated patients and 0.4% of the
placebo-treated patients. Elevations in aminotransferases were associated with
elevated bilirubin (> 2 x ULN) without evidence of biliary obstruction in 0.2%

(5 patients) on bosentan and 0.3% (6 patients) on placebo.

Haemoglobin

A decrease in haemoglobin concentration to below 10 g/dL from baseline was
reported in 8.0% of bosentan-treated patients and 3.9% of placebo-treated
patients (see section 4.4).

In the pooled analysis of 100 PAH children from uncontrolled paediatric studies
FUTURE 1/2 and FUTURE 3/Extension, a decrease in haemoglobin
concentration from baseline to below 10 g/dL was reported in 10.0% of patients.
There was no decrease to below 8 g/dL.

In the FUTURE-4 study, 6 out of 13 bosentan-treated neonates with PPHN
experienced a decrease in haemoglobin from within the reference range at
baseline to below the lower limit of normal during the treatment.

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 Yellow Card Scheme, at: www.mhra.gov.uk/vellowcard or search for MHRA
Yellow Card in the Google Play or Apple App Store.

4.9 Overdose

Bosentan has been administered as a single dose of up to 2400 mg to healthy subjects
and up to

2000 mg/day for 2 months in patients with a disease other than pulmonary
hypertension. The most common adverse reaction was headache of mild to moderate
intensity.
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Massive overdose may result in pronounced hypotension requiring active
cardiovascular support. In the post-marketing period there was one reported overdose
of 10,000 mg of bosentan taken by an adolescent male patient. He had symptoms of
nausea, vomiting, hypotension, dizziness, sweating and blurred vision. He recovered
completely within 24 hours with blood pressure support. Note: bosentan is not
removed through dialysis.

PHARMACOLOGICAL PROPERTIES

Pharmacodynamic properties

Pharmacotherapeutic group: other antihypertensives, ATC code: C02KXO01

Mechanism of action

Bosentan is a dual endothelin receptor antagonist (ERA) with affinity for both
endothelin A and B (ETA and ETB) receptors. Bosentan decreases both
pulmonary and systemic vascular resistance resulting in increased cardiac output
without increasing heart rate.

The neurohormone endothelin-1 (ET-1) is one of the most potent vasoconstrictors
known and can also promote fibrosis, cell proliferation, cardiac hypertrophy and
remodelling, and is pro-inflammatory. These effects are mediated by endothelin
binding to ETA and ETB receptors located in the endothelium and vascular smooth
muscle cells. ET-1 concentrations in tissues and plasma are increased in several
cardiovascular disorders and connective tissue diseases, including pulmonary arterial
hypertension, scleroderma, acute and chronic heart failure, myocardial ischaemia,
systemic hypertension and atherosclerosis, suggesting a pathogenic role of ET-1 in
these diseases. In pulmonary arterial hypertension and heart failure, in the absence of
endothelin receptor antagonism, elevated ET-1 concentrations are strongly correlated
with the severity and prognosis of these diseases.

Bosentan competes with the binding of ET-1 and other ET peptides to both ETA
and ETB receptors, with a slightly higher affinity for ET A receptors (Kj =4.1-43
nanomolar) than for ETB receptors (Kj = 38-730 nanomolar). Bosentan
specifically antagonises ET receptors and does not bind to other receptors.

Efficacy

Animal models

In animal models of pulmonary hypertension, chronic oral administration of
bosentan reduced pulmonary vascular resistance and reversed pulmonary vascular
and right ventricular hypertrophy. In an animal model of pulmonary fibrosis,
bosentan reduced collagen deposition in the lungs.




Efficacy in adult patients with pulmonary arterial hypertension

Two randomised, double-blind, multi-centre, placebo-controlled studies have been
conducted in 32 (study AC-052-351) and 213 (study AC-052-352 [BREATHE-1])
adult patients with WHO functional class III-IV pulmonary arterial hypertension
(primary pulmonary hypertension or pulmonary hypertension secondary mainly to
scleroderma). After 4 weeks of bosentan 62.5 mg twice daily, the maintenance doses
studied in these studies were 125 mg twice daily in AC-052-351, and 125 mg twice
daily and 250 mg twice daily in AC-052-352.

Bosentan was added to patients’ current therapy, which could include a
combination of anticoagulants, vasodilators (e.g., calcium channel blockers),
diuretics, oxygen and digoxin, but not epoprostenol. Control was placebo plus
current therapy.

The primary endpoint for each study was change in 6-minute walk distance at 12
weeks for the first study and 16 weeks for the second study. In both studies,
treatment with bosentan resulted in significant increases in exercise capacity. The
placebo-corrected increases in walk distance compared to baseline were 76 metres (P
= (.02; t-test) and 44 metres (p = 0.0002; Mann-Whitney U test) at the primary
endpoint of each study, respectively. The differences between the two groups, 125
mg twice daily and 250 mg twice daily, were not statistically significant but there
was a trend towards improved exercise capacity in the group treated with 250 mg
twice daily.

The improvement in walk distance was apparent after 4 weeks of treatment, was
clearly evident after

8 weeks of treatment and was maintained for up to 28 weeks of double-blind
treatment in a subset of the patient population.

In a retrospective responder analysis based on change in walking distance, WHO
functional class and dyspnoea of the 95 patients randomised to bosentan 125 mg
twice daily in the placebo-controlled studies, it was found that at week 8, 66 patients
had improved, 22 were stable and 7 had deteriorated. Of the 22 patients stable at
week 8, 6 improved at week 12/16 and 4 deteriorated compared with baseline. Of
the 7 patients who deteriorated at week 8, 3 improved at week 12/16 and 4
deteriorated compared with baseline.

Invasive haemodynamic parameters were assessed in the first study only. Treatment
with bosentan led to a significant increase in cardiac index associated with a
significant reduction in pulmonary artery pressure, pulmonary vascular resistance
and mean right atrial pressure.

A reduction in symptoms of pulmonary arterial hypertension was observed with
bosentan treatment. Dyspnoea measurement during walk tests showed an
improvement in bosentan-treated patients. In the AC-052-352 study, 92% of the 213
patients were classified at baseline as WHO functional class III and 8% as class IV.
Treatment with bosentan led to a WHO functional class improvement in 42.4% of
patients (placebo 30.4%). The overall change in WHO functional class during both
studies was significantly better among bosentan-treated patients as compared with
placebo-treated patients. Treatment with bosentan was associated with a significant
reduction in the rate of clinical worsening compared with placebo at 28 weeks
(10.7% vs 37.1%, respectively; p = 0.0015).




In a randomised, double-blind, multi-centre, placebo-controlled study (AC-052-364
[EARLY]), 185 PAH patients in WHO functional class II (mean baseline 6-minute

walk distance of 435 metres) received bosentan 62.5 mg twice daily for 4 weeks

followed by 125 mg twice daily (n = 93), or placebo (n = 92) for 6 months. Enrolled
patients were PAH-treatment-naive (n = 156) or on a stable dose of sildenafil (n =
29). The co-primary endpoints were percentage change from baseline in pulmonary

vascular resistance (PVR) and change from baseline in 6-minute walk distance to

Month 6 versus placebo. The table below illustrates the pre-specified protocol

analyses.
PVR (dyn.sec/cms) 6-Minute Walk Distance (m)
Placebo (n=88) | Bosentan (n=80) | Placebo (n=91) | Bosentan (n=86)

Baseline (BL); mean (SD) 802 (365) 851 (535) 431 (92) 443 (83)
Change from BL; mean (SD) 128 (465) —69 (475) -8 (79) 11 (74)
Treatment effect —22.6% 19

95% CL -34,-10 —4,42

P-value <0.0001 0.0758

PVR = pulmonary vascular resistance

Treatment with bosentan was associated with a reduction in the rate of clinical
worsening, defined as a composite of symptomatic progression, hospitalisation for
PAH and death, compared with placebo (proportional risk reduction 77%, 95% CI
20%-94%, p = 0.0114). The treatment effect was driven by improvement in the
component symptomatic progression. There was one hospitalisation related to PAH

worsening in the bosentan group and three hospitalisations in the placebo group.

Only one death occurred in each treatment group during the 6-month double-blind

study period, therefore no conclusion can be drawn on survival.

Long-term data were generated from all 173 patients who were treated with

bosentan in the controlled phase and/or were switched from placebo to bosentan

in the open-label extension phase of the EARLY study. The mean duration of
exposure to bosentan treatment was 3.6 + 1.8 years (up to 6.1 years), with 73%
of patients treated for at least 3 years and 62% for at least 4 years. Patients
could receive additional PAH treatment as required in the open-label extension.

The majority of patients were diagnosed with idiopathic or heritable pulmonary

arterial hypertension (61%). Overall, 78% of patients remained in WHO
functional class II. Kaplan-Meier estimates of survival were 90% and 85% at 3
and 4 years after the start of treatment, respectively. At the same timepoints,
88% and 79% of patients remained free from PAH worsening (defined as all-
cause death, lung transplantation, atrial septostomy or start of intravenous or
subcutaneous prostanoid treatment). The relative contributions of previous
placebo treatment in the double-blind phase and of other medications started
during the open-label extension period are unknown.

In a prospective, multi-centre, randomised, double-blind, placebo-controlled study
(AC-052405 [BREATHE-5]), patients with pulmonary arterial hypertension WHO

functional class Il and Eisenmenger physiology associated with congenital heart

disease received bosentan 62.5 mg twice daily for 4 weeks, then 125 mg twice daily
for a further 12 weeks (n = 37, of whom 31 had a predominantly right to left,
bidirectional shunt). The primary objective was to show that bosentan did not worsen
hypoxaemia. After 16 weeks, the mean oxygen saturation was increased in the
bosentan group by 1.0% (95% CI —0.7%—2.8%) as compared to the placebo group (n =
17 patients), showing that bosentan did not worsen hypoxaemia. The mean pulmonary
vascular resistance was significantly reduced in the bosentan group (with a




predominant effect observed in the subgroup of patients with bidirectional intracardiac
shunt). After 16 weeks, the mean placebo-corrected increase in 6-minute walk distance
was 53 metres (p = 0.0079), reflecting improvement in exercise capacity. Twenty-six
patients continued to receive bosentan in the 24-week open-label extension phase
(AC-052-409) of the BREATHE-5 study (mean duration of treatment = 24.4 & 2.0
weeks) and, in general, efficacy was maintained

An open-label, non-comparative study (AC-052-362[BREATHE-4]) was
performed in 16 patients with WHO functional class IIl PAH associated with HIV
infection. Patients were treated with bosentan 62.5 mg twice daily for 4 weeks
followed by 125 mg twice daily for a further 12 weeks. After 16 weeks’ treatment,
there were significant improvements from baseline in exercise capacity: the mean
increase in 6-minute walk distance was 91.4 metres from 332.6 metres on average
at baseline (p < 0.001). No formal conclusion can be drawn regarding the effects
of bosentan on antiretroviral drug efficacy (see also section 4.4).

There are no studies to demonstrate beneficial effects of bosentan treatment on
survival. However, long-term vital status was recorded for all 235 patients who were
treated with bosentan in the two pivotal placebo-controlled studies (AC-052-351 and
AC-052-352) and/or their two uncontrolled, open-label extensions. The mean
duration of exposure to bosentan was 1.9 years = 0.7 years (min: 0.1 years; max: 3.3
years) and patients were observed for a mean of 2.0 % 0.6 years. The majority of
patients were diagnosed as primary pulmonary hypertension (72%) and were in
WHO functional class IIT (84%). In this total population, Kaplan-Meier estimates of
survival were 93% and 84% 1 and 2 years after the start of treatment with bosentan,
respectively. Survival estimates were lower in the subgroup of patients with PAH
secondary to systemic sclerosis. The estimates may have been influenced by the
initiation of epoprostenol treatment in 43/235 patients.

Study performed in children with pulmonary arterial hypertension

BREATHE-3 (AC-052-356)

Bosentan has been evaluated in an open-label non-controlled study in 19 paediatric
patients with pulmonary arterial hypertension 3 to 15 years. This study was primarily
designed as a pharmacokinetic study (see section 5.2). Patients had primary
pulmonary hypertension (10 patients) or pulmonary arterial hypertension related to
congenital heart diseases (9 patients) and were in WHO functional class IT (n = 15
patients, 79%) or class III (n = 4 patients, 21%) at baseline. Patients were divided
into and dosed according to three body-weight groups for 12 weeks. Half of the
patients in each group were already being treated with intravenous epoprostenol and
the dose of epoprostenol remained constant for the duration of the

study.

Haemodynamics were measured in 17 patients. The mean increase from baseline in
cardiac index was 0.5 L/min/m’, the mean decrease in mean pulmonary arterial
pressure was 8 mmHg, and the mean decrease in PVR was 389 dyn-sec-cm”. These
haemodynamic improvements from baseline were similar with or without co-
administration of epoprostenol. Changes in exercise test parameters at week 12 from
baseline were highly variable and none were significant.

FUTURE 1/2 (AC-052-365/AC-052-367)

FUTURE 1 was an open-label, uncontrolled study that was conducted with the
dispersible tablet formulation of bosentan administered at a maintenance dose of 4
mg/kg twice daily to 36 patients from 2 to 11 years of age. It was primarily designed
as a pharmacokinetic study (see section 5.2). At baseline, patients had idiopathic (31




patients [86%]) or familial (5 patients [14%]) PAH, and were in WHO functional
class II (n = 23 patients, 64%) or class III (n = 13 patients, 36%). In the FUTURE 1
study, the median exposure to study treatment was 13.1 weeks (range: 8.4 to 21.1). 33
of these patients were provided with continued treatment with bosentan dispersible
tablets at a dose of 4 mg/kg twice daily in the FUTURE 2 uncontrolled extension
phase for a median overall treatment duration of 2.3 years (range: 0.2 to 5.0 years). At
baseline in FUTURE 1, 9 patients were taking epoprostenol. 9 patients were newly
initiated on PAH-specific medication during the study. The Kaplan-Meier event-free
estimate for worsening of PAH (death, lung transplantation, or hospitalisation for
PAH worsening) at 2 years was 78.9%. The Kaplan-Meier estimate of overall
survival at 2 years was 91.2%.

FUTURE 3 (AC-052-373)

In this open-label randomised study with the bosentan 32 mg dispersible tablet
formulation, 64 children with stable PAH from 3 months to 11 years of age were
randomised to 24 weeks bosentan treatment 2 mg/kg twice daily (n = 33) or 2 mg/kg
three times daily (n = 31). 43 (67.2%) were > 2 years to 11 years old, 15 (23.4%)
were between 1 and 2 years old, and 6 (9.4%) were between 3 months and 1 year old.
The study was primarily designed as a pharmacokinetic study (see section 5.2) and
efficacy endpoints were only exploratory. The aetiology of PAH, according to Dana
Point classification, included idiopathic PAH (46%), heritable PAH (3%), associated
PAH after corrective cardiac surgery (38%), and PAH-CHD associated with
systemic-to-pulmonary shunts, including Eisenmenger syndrome (13%). Patients
were in WHO functional class I (n = 19 patients, 29 %), class II (n = 27 patients,
42%) or class III (n = 18 patients, 28%) at start of study treatment. At study entry,
patients were treated with PAH medications (most frequently PDE-5 inhibitor
[sildenafil] alone [35.9%], bosentan alone [10.9%], and a combination of bosentan,
iloprost, and sildenafil in 10.9% of patients) and continued their PAH treatment
during the study.

At study start, less than half of the patients included (45.3% = 29/64) had bosentan
treatment alone not combined with other PAH-medication. 40.6% (26/64) remained
on bosentan monotherapy during the 24 weeks of study treatment without
experiencing PAH worsening. The analysis on the global population included (64
patients) showed that the majority had remained at least stable (i.e., without
deterioration) based on non-paediatric-specific WHO functional class assessment
(97% twice daily, 100% three times daily) and physicians' global clinical impression
(94% twice daily, 93% three times daily) during the treatment period. The Kaplan-
Meier event-free estimate for worsening of PAH (death, lung transplantation, or
hospitalisation for PAH worsening) at 24 weeks was 96.9% and 96.7% in the twice
daily and three times daily groups, respectively.

There was no evidence of any clinical benefit with 2 mg/kg three times daily as
compared to 2 mg/kg twice daily dosing.

Study performed in neonates with persistent pulmonary hypertension of the newborn
(PPHN):

FUTURE 4 (AC-052-391)

This was a double-blind, placebo-controlled, randomised study in pre-term or term
neonates (gestational age 3642 weeks) with PPHN. Patients with suboptimal
response to inhaled nitric oxide (iNO) despite at least 4 hours of continuous treatment
were treated with bosentan dispersible tablets at 2 mg/kg twice daily (N = 13) or
placebo (N = 8) via nasogastric tube as add-on therapy on top of iNO until complete




weaning of iNO or until treatment failure (defined as need for extra-corporeal
membrane oxygenation [ECMO] or initiation of alternative pulmonary vasodilator)
and for a maximum of 14 days.

The median exposure to study treatment was 4.5 (range: 0.5-10.0) days in the
bosentan group and 4.0 (range: 2.5-6.5) days in the placebo group.

The results did not indicate an additional benefit of bosentan in this population:

« The median time to complete weaning from iNO was 3.7 days (95% CLs 1.17, 6.95)
on bosentan and 2.9 days (95% CLs 1.26, 4.23) on placebo (p = 0.34).

« The median time to complete weaning from mechanical ventilation was 10.8 days
(95% CLs 3.21, 12.21 days) on bosentan and 8.6 days (95% CLs 3.71, 9.66 days) on
placebo (p = 0.24).

« One patient in the bosentan group had treatment failure (need for ECMO as per
protocol definition), which was declared based on increasing Oxigenation Index
values within 8 h after the first study drug dose. This patient recovered within the 60-
day follow-up period.

Combination with epoprostenol

The combination of bosentan and epoprostenol has been investigated in two studies:
AC-052-355 (BREATHE-2) and AC-052-356 (BREATHE-3). AC-052-355 was a
multi-centre, randomised, double-blind, parallel-group study of bosentan versus
placebo in 33 patients with severe pulmonary arterial hypertension who were
receiving concomitant epoprostenol therapy. AC-052-356 was an open-label, non-
controlled study; 10 of the 19 paediatric patients were on concomitant bosentan and
epoprostenol therapy during the 12-week study. The safety profile of the combination
was not different from the one expected with each component and the combination
therapy was well tolerated in children and adults. The clinical benefit of the
combination has not been demonstrated.

Systemic sclerosis with digital ulcer disease

Two randomised, double-blind, multi-centre, placebo-controlled studies have been
conducted in 122 (study AC-052-401 [RAPIDS-1]) and 190 (study AC-052-331
[RAPIDS-2]) adult patients with systemic sclerosis and digital ulcer disease (either
ongoing digital ulcers or a history of digital ulcers within the previous year). In
study AC-052-331, patients had to have at least one digital ulcer of recent onset,
and across the two studies 85% of patients had ongoing digital ulcer disease at
baseline. After 4 weeks of bosentan 62.5 mg twice daily, the maintenance dose
studied in both these studies was 125 mg twice daily. The duration of double-blind
therapy was 16 weeks in study AC-052-401, and 24 weeks in study AC-052-331.

Background treatments for systemic sclerosis and digital ulcers were permitted if
they remained constant for at least 1 month prior to the start of treatment and
during the double-blind study period.

The number of new digital ulcers from baseline to study endpoint was a primary
endpoint in both studies. Treatment with bosentan resulted in fewer new digital
ulcers for the duration of therapy, compared with placebo. In study AC-052-401,
during 16 weeks of double-blind therapy, patients in

the bosentan group developed a mean of 1.4 new digital ulcers vs 2.7 new digital
ulcers in the placebo group (p = 0.0042). In study AC-052-331, during 24 weeks of
double-blind therapy, the corresponding figures were 1.9 vs 2.7 new digital ulcers,
respectively (p = 0.0351). In both studies, patients on bosentan were less likely to
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develop multiple new digital ulcers during the study and took longer to develop each
successive new digital ulcer than did those on placebo. The effect of bosentan on
reduction of the number of new digital ulcers was more pronounced in patients with
multiple digital ulcers.

No effect of bosentan on time to healing of digital ulcers was observed in either
study.

Pharmacokinetic properties

The pharmacokinetics of bosentan have mainly been documented in healthy
subjects. Limited data in patients show that the exposure to bosentan in adult
pulmonary arterial hypertension patients is approximately 2-fold greater than in
healthy adult subjects.

In healthy subjects, bosentan displays dose- and time-dependent pharmacokinetics.
Clearance and volume of distribution decrease with increased intravenous doses and
increase with time. After oral administration, the systemic exposure is proportional
to dose up to 500 mg. At higher oral doses, Cpx and AUC increase less than
proportionally to the dose.

Absorption

In healthy subjects, the absolute bioavailability of bosentan is approximately 50%
and is not affected by food. The maximum plasma concentrations are attained
within 3-5 hours.

Distribution

Bosentan is highly bound (> 98%) to plasma proteins, mainly albumin. Bosentan
does not penetrate into erythrocytes.

A volume of distribution (Vgs) of about 18 litres was determined after an intravenous
dose of 250 mg.

Biotransformation and elimination

After a single intravenous dose of 250 mg, the clearance was 8.2 L/h. The terminal
elimination half- life (t,,) is 5.4 hours.

Upon multiple dosing, plasma concentrations of bosentan decrease gradually to
50%—65% of those seen after single dose administration. This decrease is probably
due to auto-induction of metabolising liver enzymes. Steady-state conditions are
reached within 35 days.

Bosentan is eliminated by biliary excretion following metabolism in the liver by the
cytochrome P450 isoenzymes, CYP2C9 and CYP3A4. Less than 3% of an
administered oral dose is recovered in urine.

Bosentan forms three metabolites and only one of these is pharmacologically active.
This metabolite is mainly excreted unchanged via the bile. In adult patients, the
exposure to the active metabolite is greater than in healthy subjects. In patients with
evidence of the presence of cholestasis, the exposure to the active metabolite may be
increased.




Bosentan is an inducer of CYP2C9 and CYP3A4 and possibly also of CYP2C19 and
the P-glycoprotein. In vitro, bosentan inhibits the bile salt export pump in hepatocyte
cultures.

In vitro data demonstrated that bosentan had no relevant inhibitory effect on the
CYP isoenzymes tested (CYP1A2, 2A6, 2B6, 2C8, 2C9, 2D6, 2E1, 3A4).
Consequently, bosentan is not expected to increase the plasma concentrations of
medicinal products metabolised by these isoenzymes.

Pharmacokinetics in special populations

Based on the investigated range of each variable, it is not expected that the
pharmacokinetics of bosentan will be influenced by gender, body weight, race,
or age in the adult population to any relevant extent. No pharmacokinetic data
are available in children under 2 years.

Children

Pharmacokinetics were studied in paediatric patients in 4 clinical studies
(BREATHE-3, FUTURE 1, FUTURE-3 and FUTURE-4 see section 5.1). Due to
limited data in children below 2 years of age, pharmacokinetics remain not well
characterised in this age category.

Study AC-052-356 [BREATH-3] evaluated the pharmacokinetics of single and
multiple oral doses of the film-coated tablet formulation of bosentan in 19
children aged from 3 to 15 years with pulmonary arterial hypertension (PAH)
who were dosed on the basis of body weight 2mg/kg twice daily. In this study
the exposure to bosentan decreased with time in a manner consistent with the
known auto-induction properties of bosentan. The mean AUC (CV%) values of
bosentan in paediatric patients treated with 31.25, 62.5 or 125 mg twice daily
were 3,496 (49), 5,428 (79), and 6,124 (27) ng-h/mL, respectively, and were
lower than the value of 8,149 (47) ng-h/mL observed in adult patients with PAH
receiving 125 mg twice daily. At steady state, the systemic exposures in paediatric
patients weighing 10-20 kg, 20—40 kg and > 40 kg were 43%, 67% and 75%,
respectively, of the adult systemic exposure.

In study AC-052-365 [FUTURE 1], 36 PAH children aged from 2 to 11 years. No
dose proportionality was observed as steady-state bosentan plasma concentrations
were similar at oral doses of 2 and 4 mg/kg. (AUCy was 3,577 ng-h/mL for 2 mg/kg
twice daily and 3,371 ng-h/mL for 4 mg/kg twice daily, respectively). The average
exposure to bosentan in these paediatric patients was about half the exposure in
adult patients at the 125 mg twice daily maintenance dose but showed a large
overlap with the exposures in adults.

In study AC-052-373 [FUTURE 3], using dispersible tablets, the exposure to
bosentan in the patients treated with 2 mg/kg twice daily was comparable to that in
the FUTURE 1 study. In the overall population (n = 31), 2 mg/kg twice daily
resulted in a daily exposure of 8,535 ng-h/mL; AUCt was 4,268 ng-h/mL (CV:
61%). In patients between 3 months and 2 years, the daily exposure was 7,879
ngh/mL; AUCy was 3,939 ng-h/mL (CV: 72%). In patients between 3 months and 1
year (n=2), AUCt was 5,914 ng-h/mL (CV: 85%) and in patients between 1 and 2
years (n=7), AUCt was 3,507 ng-h/mL (CV: 70%). In the patients above 2 years (n
= 22) the daily exposure was 8,820 ng-h/mL; AUCt was 4,410 ng-h/mL (CV: 58%).




Dosing bosentan 2 mg/kg three times daily did not increase exposure, daily exposure
was 7,275 ng'h/mL (CV: 83%, n=27)

Based on the findings in studies BREATHE-3 and FUTURE land FUTURE 3, it
appears that the exposure to bosentan reaches a plateau at lower doses in paediatric
patients than in adults, and that doses higher than 2 mg/kg twice daily will not result
in greater exposure to bosentan in paediatric patients.

In study AC-052-391 [FUTURE 4] conducted in neonates, bosentan concentrations
increased slowly and continuously over the first dosing interval, resulting in low
exposure (AUCO0-12 in whole blood: 164 ng-h/mL, n = 11). At steady-state,

AUCt was 6,165 ng-h/mL (CV: 133%, n = 7), which is similar to the exposure
observed in adult PAH patients receiving 125 mg twice daily and taking into account
a blood/plasma distribution ratio of 0.6.

The consequences of these findings regarding hepatotoxicity are unknown.
Gender and the concomitant use of intravenous epoprostenol had no significant
effect on the pharmacokinetics of bosentan.

Hepatic impairment

In patients with mildly impaired liver function (Child-Pugh class A) no relevant
changes in the pharmacokinetics have been observed. The steady-state AUC of
bosentan was 9% higher and the AUC of the active metabolite, Ro 48-5033, was
33% higher in patients with mild hepatic impairment than in healthy volunteers.

The impact of moderately impaired liver function (Child-Pugh class B) on the
pharmacokinetics of bosentan and its primary metabolite Ro 48-5033 was
investigated in a study including 5 patients with pulmonary hypertension associated
with portal hypertension and Child-Pugh class B hepatic impairment, and 3 patients
with pulmonary arterial hypertension from other causes and normal liver function.
In the patients with Child-Pugh class B liver impairment, the mean (95% CI) steady-
state AUC of bosentan was 360 (212-613) ng.h/mL, i.e., 4.7 times higher, and the
mean (95% CI) AUC of the active metabolite Ro 48-5033 was 106 (58.4-192)
ng.h/mL, i.e., 12.4 times higher than in the patients with normal liver function
(bosentan: mean [95% CI] AUC : 76.1 [9.07-638] ng.h/mL; Ro 48-5033: mean
[95% CI] AUC 8.57 [1.28-57.2] ng.h/ml). Though the number of patients included
was limited and with high variability, these data indicate a marked increase in the
exposure to bosentan and its primary metabolite Ro 48-5033 in patients with
moderate liver function impairment (Child-Pugh class B).

The pharmacokinetics of bosentan have not been studied in patients with Child-Pugh
class Chepatic impairment.Bosentan is contra-indicated in patients with moderate to
severe hepatic impairment, i.e., Child-Pugh class B or C (see section 4.3).

Renal impairment

In patients with severe renal impairment (creatinine clearance 15-30 mL/min),
plasma concentrations of bosentan decreased by approximately 10%. Plasma
concentrations of bosentan metabolites increased about 2-fold in these patients as
compared to subjects with normal renal function. No dose adjustment is required in
patients with renal impairment. There is no specific clinical experience in patients
undergoing dialysis. Based on physicochemical properties and the high degree of
protein binding, bosentan is not expected to be removed from the circulation by
dialysis to any significant extent (see section 4.2).




5.3

6.1

Preclinical safety data

A 2-year carcinogenicity study in mice showed an increased combined incidence of
hepatocellular adenomas and carcinomas in males, but not in females, at plasma
concentrations about 2 to 4 times the plasma concentrations achieved at the
therapeutic dose in humans. In rats, oral administration of bosentan for 2 years
produced a small, significant increase in the combined incidence of thyroid
follicular cell adenomas and carcinomas in males, but not in females, at plasma
concentrations about9 to 14 times the plasma concentrations achieved at the
therapeutic dose in humans. Bosentan was negative in tests for genotoxicity. There
was evidence of a mild thyroid hormonal imbalance induced by bosentan in rats.
However, there was no evidence of bosentan affecting thyroid function (thyroxine,
TSH) in humans.

The effect of bosentan on mitochondrial function is unknown.

Bosentan has been shown to be teratogenic in rats at plasma levels higher than 1.5
times the plasma concentrations achieved at the therapeutic dose in humans.
Teratogenic effects, including malformations of the head and face and of the major
vessels, were dose dependent. The similarities of the pattern of malformations
observed with other ET receptor antagonists and in ET knock-out mice indicate a
class effect. Appropriate precautions must be taken for women of child-bearing
potential (see sections 4.3, 4.4 and 4.6).

Development of testicular tubular atrophy and impaired fertility has been linked with
chronic administration of endothelin receptor antagonists in rodents.

In fertility studies in male and female rats at plasma concentrations 21 and 43 times,
respectively, the expected therapeutic level in humans, no effects on sperm count,
motility and viability, or on mating performance or fertility were observed, nor was
there any adverse effect on the development of the pre-implantation embryo or on
implantation.

Slightly increased incidence of testicular tubular atrophy was observed in rats given
bosentan orally at doses as low as 125 mg/kg/day (about 4 times the maximum
recommended human dose [MRHD] and the lowest doses tested) for two years but not
at doses as high as 1500 mg/kg/day (about 50 times the MRHD) for 6 months. In a
juvenile rat toxicity study, where rats were treated from Day 4 post partum up to
adulthood, decreased absolute weights of testes and epididymides, and reduced number
of sperm in epididymides were observed after weaning. The NOAEL was 21 times (at
Day 21 post partum) and 2.3 times (Day 69 post partum) the human therapeutic
exposure, respectively.

However, no effects on general development, growth, sensory, cognitive function and

reproductive performance were detected at 7 (males) and 19 (females) times the human
therapeutic exposure at Day 21 post partum. At adult age (Day 69 post partum) no effects
of bosentan were detected at 1.3 (males) and 2.6 (females) times the therapeutic exposure
in children with PAH

PHARMACEUTICAL PARTICULARS

List of excipients
Tablet core:




Maize starch

Pregelatinised starch (maize)
Sodium starch glycolate (type A)
Povidone

Magnesium stearate

Film coat:

Hypromellose

Triacetin

Talc

Titanium dioxide (E171)
Iron oxide yellow (E172)
Iron oxide red (E172)

6.2  Incompatibilities
Not applicable.

6.3  Shelf life

3 years

6.4  Special precautions for storage
Aluminum-aluminium blisters

This medicinal product does not require any special storage condition.

PVC/PE/PVDC-aluminium blisters

Do not store above 30 °C.

6.5 Nature and contents of container

Aluminium-aluminium blister and PVC/PE/PVDC-aluminium blisters containing 14
film-coated tablets.
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Bosentan Accord 62.5 mg film-coated tablets are available in cartons containing 14,
56 or 112 film-coated tablets.

Not all pack sizes may be marketed.

Special precautions for disposal
No special requirements for disposal.
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1. HA3BA JHIKAPCBKOI'O 3ACOBY
bocenran Axkopn 62.5 mr, TabreTKu, BKPUTI IIIBKOBOIO 000JIOHKOIO
2.  SIKICHUM I KUIbKICHUM CKJIAJL

Koxua rtabnerka, BKpHTa IUTIBKOBOIO OGOIOHKOI, MIiCTUTH 62.5 Mr GoceHTamy (y BT
MOHOTIPATY).

IToBHHH CIECOK JAOIIOMDXHAX PEYOBHH JHB. Y po3imi 6.1.
3. JIIKAPCBKA ®OPMA

Tabnerkn, BKpHTi ITiBKOBOIO 0O0I0HKOIO:

Tabnerxu kpyrioi Gopmu 3 JBOOIYKIO MOBEPXHEIO, BKPUTI IUTIBKOBOIO OOOJIOHKOIO CBITIIOTO
OPaHKEBOTO KOJIBOPY, AlaMeTpoM O1u3bk0 6,20 My 3 TrcHeHHs M "IB1" Ha oHil cTopoHi i mrocki
3 IHIIOTO OOKy.

4. KJIIHIYHI XAPAKTEPUCTHUKHU
4.1 TepanmeBTHuHI HOKA3aHHS
JlixyBanus nereneBoi aprepianbnoi rimeprensii (JIATY) st mifBUIEHHES 30aTHOCT IIEPEHOCUTH

(hi3nuHi HABAHTaXEHHS Ta [IOJIETIIEHHS CUMIITOMIB y marienTis 3 111 byHKIIOHAIBHEM KJIACOM 33
kracrikaniero BOO3. EdexrusHicts Gyia foBeena mpu:

. Iepsunniit (ifiomaruymil i cragkosiit) erenesiit aprepianpHii rineprensii.

. Bropunmiii nereHeBiif aprepiampmiit Timeprensii ma T CKJIepofepMii Oe3 3HaUIymOro
IHTEPCTULIHOrO 3aXBOPIOBAHHS JICTCHb.

. Jlerenesilf aprepianpHidl rimeprTensii, MoB's3aHil 3 BPOJDKEHHMH CHCTEMHO-JICT€HEBUMHU

IIyHTaMu i cuaapoMoM Eiizenmenrepa.

Jlesike mokpamenns CTaHy Takox Oyjlo MOKasaHe y HAI€HTIB 3 JIErCHEBOIO apTepiaTbHOIO
rineprensiero Il pynxnionansroro kiacy 3a knacudikamiero BOO3 (muB. posmin 5.1).

Bocenran Takoxx 3aCTOCOBYETBCS [T 3MEHIIICHHS. KITbKOCTI HOBHX BHPA30K MAJIBI[IB Y MMANI€HTIB
i3 CHCTEMHUM CKJIEPO30M T4 aKTUBHHM BHPA3KOBUM YPaXXEHHAM HaNbIiB (IuB. po3sin 5.1).

4.2 Cmnoci6 3acrocyBanHs Ta 1031

Croci6 3acTocyBanHs

Tabnerxku cnin npuiiMaTe nepopansHo Bpanii i BBEYEpI, MiJl Yac BXKUBAHHS 1Ki a60 OKpeMo.
Tabnerkn, BKpHTi IITIBKOBOIO 060IOHKOIO, IOTPiOHO KOBTATH, 3aIIMBAIOYH BOIOIO.

Z 103 YBaHHS

Jlerenesa aprepianbpHa rimeprensis

JlikyBa®Hs MpenapaToM MOBUHEH PO3IOYHHATH TA IPOBOJIUTH TUIBKH JKap, KM Mae JOCBi
JKYBaHHsI JIETEHEBO] apTepialbHOi rilepTensii.

Jopocri naniesTa

Y jopocmux manieHTis JikyBaHHS BOCCHTAHOM CIIT MOYHHATH 3 J03d 62.5 Mr 2 pasu Ha ggﬁy
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IPOTSroM 4 THXXKHIB, @ TOTIM MIJBHUITYBATH J0 MIATPEMY0U0i 1o3u 125 mr 2 pazu Ha 100y. Taki
K PEKOMEHJAIl CTOCYIOTBCS 1 IIOBTOPHOIO 3aCTOCYBaHHS bBOCEHTaHy IWiCis IPHITHHCHHS
JiKyBaHHS (IUB. po3it 4.4).

IarieHTH TATSIY0TO BiKY

Jani papMakoKiHETHIHUX JOCIIDKEHD Y iTeH MOKa3alu, 0 KOHIEHTpallis 00CeHTaHy B IUTa3Mi
KpoBi y mite#t Bikom Bix 1 mo 15 pokiB i3 JIAI' 6yna B cepeHBOMY HHXYE, HIXK y JIOPOCIUX
NIAIiEHTIB, 1 HE MiBHITyBaJacs IpH 301IbIICHHI 103U TabneTok bocenrany BuIne 2 MI/KT MacH
Tina abo mpH 301IBIICHH] YaCTOTH JO3YBaHHS 3 JBOX JI0 TPHOX pasiB Ha 100y (muB. po3min 5.2).
301IBIIEHHS YaCTOTH JO3YBAHHS, IIBH/IIIE 32 BCe, HE MPU3BEIE 10 JOIaTKOBOI KITIHI9HOT KOPHUCTI.

[ pyHTYIOUHCE Ha JaHUX (papMaKOKIHETHYHIX TOCTiKeHb, OiIGIT BUCOKI 03K HABPS 94 OYAyTh
OLnbmI eeKTUBHUMY 1 NP MiABUINCHHI JO3yBaHHS He MO)Ke OyTH BHKIIFOYEHA BHINA YacTOTa
NOOIYHUX peakui y MameHpkux niteid. [lpm 3actocyBamHi JUIs JiTe# BIKOM BiJ 2 POKIB,
PEKOMEHI0BaHa [I0YaTKOBA 1 MIATPUMYIOUa J[03a CKIIafae 2 MI/KT BpaHIl i BBedepi.

JKomuux nociiJpKeHs MOPIBHSHHS CHIiBBITHOIIEHHS e(eKTUBHICTH/Oe3meKka Jd A03yBaHb 2 —
4 Mr/kr macu Tiya 2 pa3u Ha 100y He IPOBOIFLIIH.
IcHye TinbKH 0OMEXEHUM KITIHIYHAN TOCBI] y MeAiaTPUIHUX MAI[i€HTIB BIKOM JI0 2 POKIB.

3acmocysanus 'y 6unaoxy nozipuieHHs KiniyHo2o nepebizy kiniuHo2o nozipwenns JIAI

V¥ BuIlajKy NOTipIIEHHS KIIHIYHOTO epediry (HampuKIiai, 3MEHICHHS IIPOMIeH0T BiICTaH] IpH
TECTI 3 6-XBHIMHHOIO X0Ib0oI0 mpuHaiiMHi Ha 10 % DOpIBHIHO 3 pe3yibTaToOM IEpen
JTKyBaHHIM), HE3B)KAIOYH Ha JIIKyBaHHs BOCEHTaHOM IPOTATOM IpHHAMMHI 8 THXKHIB (ILIHOBA
7032 IpOTArOM INpHHaWMHI 4 THDKHIB), CJIiJJ PO3DISTHYTH MOXJIABICT 3aCTOCYBaHHS
aIbTEPHATHBHUX METOJIB JIiKyBaHHA. IIpoTe y HNesSKMX Mami€eHTiB, y SKHX HE BDK3HAYAIOCST
BiATIOBI/I ImicTIsT 8 THOKHIB JIKyBaHHS IpernapaTroM, MOKe Bil3HAYATHCS MO3UTHBHIN e(eKT Imicis
TONATKOBUX 4-8 THIXKHIB JIIKyBaHHS.

VY BUNaAKy MOTipIEHHS KIHIYHOI KapTHHY, HE3BAXKAIOYM Ha JIiKyBaHHS BoceHTamom (TOOTO
IiCIIs KUTBKOX MICSIIIB JIIKYBaHHS), TIKYBaHHS CIIiJT EPErSHYTH. Y AESKUX MAIi€HTIB, IKi IIOTaHo
pearyroTh Ha 3aCTOCYBaHHS IIpenapary y Ao3yBaHHi 125 mr 2 pasu Ha 100y, MOXe BiI3HaYaTHCS
JesKe IIJBHUINCHHS 3JaTHOCTI NEpeHOCHTH (i3WuHi HAaBaHTaXEHHS NpH 30UIBIIEHHI 103H
npenapary 10 250 mr 2 pasu Ha no0y. Chig mpoBeCTH pPETENbHY OIUHKY CITiBBiHOIIECHHS
KOPHCTE/PH3HK, BPaXOBYIOUH Te, IO TOKCHYHHNA BIUIMB HA NEYiHKY € H0303aI€XKHUM (IHB.
po3mimm 4.415.1).

IIpununenns niky8aHHs npenapamom

Icaye oOMexeHuit TOCBi paTOBOrO MPUNHHEHHS IPUOMY BoCeHTaHy y HalieHTIB 3 JIET€HEBOKO
apTepianbHOIO TimepTensiero. JKomHMX MOKA30BHX JaHHUX INOJO TOCTPOro e(peKTy PHUKOMIETY
Hemae. OiHaK, IJid YHEKHEHHS MOJKIIMBOTO BUHUKHEHHS HECIPUATIMBOIO IIOripITEHHS KIHHI9HOT
KapTUHH BHACIIJOK NOTEHIIMHOTO «eheKTy PpHKOINETY», CIiJ PO3IISHYTH MOXIIHBICTH
IIOCTYIIOBOT'O 3MEHIIICHHS 03H (3MEHIIEHHsI T03X BABiUi npoTsiroM 3-7 nHiB). Bripogosx mepioay
[PUITMHEHHS JIIKyBaHHS IIPETapaToM PEKOMEH/YEThCS 3IHCHIOBATH IHTEHCUBHUN MOHITOPHHT.
Y BUNANKy NPHHHATTS PIlIEHHS PO IPHUIMHEHHS JIKyBaHHS HpENaparoM HOro MOTpiOGHO
3M1ACHIOBATH IIOCTYIIOBO, PO3IIOYHHAIOYM B L[CH Yac albTepHATUBHY TEPAITiio.

CucTeMHHUM CKIIEPO3 3 aKTHBHUM BUPA3KOBAM YPayKEHHSM ITATIbIIB
JlikyBaHHs IIperapaToM IOBHHEH PO3MOYMHATH Ta TPOBOIUTH TillbKH JHKap, SKHH Mae JOCBiM
JIKyBaHHS CHCTEMHOTO CKJIECPO3Y.




Jlopocii marniesT

JIikyBaHHSI CJTiZi pO3MOYMHATH 3 1034 62,5 Mr JBidi Ha 100y MpOTAroM 4 THXKHIB i3 TOJAIbIINM
30LIBINCHHAM [O3M IO MiATpuMyBambHOI — 125 Mr msiui ma no0y. Taki x pekoMeHmamii
CTOCYIOTBCS 1 HIOBTOPHOTO 3aCTOCYBaHHS BoCceHTaHy Iicisl MPUIMHEHHS JTIKyBaHHS (IHB. PO3MLI
4.4)

JlocBiz 3 BUBYEHHS IpeNapaTy IpU IbOMY MOKa3aHHI 0OMeXeHHi TepMiHoM 10 6 MicsiiB (auB.
po3min 5.1).

Heo06xinHO mepiouyHO NMEPEeoIiHIOBATH BiATIOBIb MAIli€HTa Ha JKYBaHHSI Ta HOro morpedy y
npojoBKeHHI Tepamii. Cllifi IPOBECTH pETENbHY OILIHKY CITiBBIIHOIIEHHS KOPHCTE/PU3HK,
BPaxXOBYIOYH TOKCUYHICTH OOCEHTaHY UL eYiHKHU (IUB. po3zimm 4.4 i 4.8).

[TarieHTH OUTSIYOr0 BIKY
Hemae nanmx mozpo 6e3nexu Ta epeKTUBHOCTI GOCEHTaHy y MaIlieHTiB BikoM 10 18 pokis.
®apMakOKIHETHYHI JaHi U1 OOCEHTaHy Yy AiTeH paHHLOTO BiKY BifCyTHI.

Oco0MBI IpyIIy MAIli€HTIB

ITamienTn i3 mopyrmeHHsM GYHKIIT IeIiHKH

Y manieHTiB i3 MEYiHKOBOIO HEJJOCTATHICTIO JIETKOTO CTyIeHs (To0To Kiac A 3a mkanoro Yaina-
IT't0) xopekuis no3u He moTpibHa (muB. po3ain 5.2). Ilpenapar IpOTHIOKA3aHM MAIi€eHTaM i3
HOPYNIEHHAMH (QYHKIIIT e9iHKM MOMIPHOTO Ta TSDKKOTO CTyHeHs! (1uB. po3ainu 4.3, 4.4 ta 5.2).

IManienTy 3 nopymeHasM GYHKIIT HEPOK

VY namieHTiB 3 mopymeHHAM (yHKIii HHPOK KOPEKIs J03d He IOTpiOHA. Y malieHTiB, fKi
nepeOyBaroTh Ha Jialli3i, KOpeKuis 1o3u He moTpibHa (uB. po3ait 5.2).

IamieHTH JITHHOTO BiKY
YV mamieHTiB BIKOM Bifi 65 pOKiB KOPEKIIist 1034 HE HOTpiOHA.

4.3 IIporHmoxa3aHHs

. IligBrInena Iy TIMBICTh 0 {0901 PeIOBHHU a0 GyIb-sKOT 3 JOMOMDKHEX PEYOBHH, IO
3a3Ha4eHi y po3zaim 6.1.

. ITewinkoBa HEMOCTATHICTH MOMIPHOrO ab0 TSOKKOTO CTyNeHs, ToOTo xiac B abo C 3a
mkanoro Yana-IT'o (mus. po3min 5.2)

. [TimBumieHHs BUXITHHUX piBHIB MEYiHKOBUX amiHoTpaHchepas, TOOTO

acniapraraminorpancdepasu (ACT) Ta/abo ananinaminorpaucdepasu (AJIT), 6igbmm HiX y
3 pasu Bix BepxHB01 Mexi Hopmu (BMH) (quB. posnin 4.4)

. OmHoyacHe 3aCTOCYBAaHHS IIAKIOCIIOPUHY A (1B, po3ain 4.5)
. Baritricts (tuB. po3ainu 4.4 Ta 4.6)
° JKiuKu AiTOPOIHOTO BiKy, sIKi He BHKOPHCTOBYIOTH HajilfHi 3ac00HM KOHTparemmii (Ius.

po3ninu 4.4, 4.514.6)
4.4 OcobauBi 3acTepeskenHs Ta 3an00iKHI 3aX01U IPH 3aCTOCYBAHHI
Edexrusnicts BocenTany He Gyi1a BCTaHOBIIEHA Y TIAIEHTIB i3 THKKOIO JIETEHEBOIO apTePialIbHOIO

rireprensiero. [Ipy mOripimeH s KIHIYHOrO CTaHy i PO3TJIAHYTH JONUIBHICTH IEPEXOAY 10
Teparlii, ska peKOMEHIOBaHa IPH TSDKKOMY CTYIIEHI 3aXBOPIOBAHHS (HANPHKIAL, €IOTPOCTEHON)




(muB. po3min 4.2).

CuiBBiHOIIEHHS. KOPUCTH/PH3MK OOCCHTaHy MJI TMAIi€HTIB i3 JIETCHEBOIO apTepiabHOIO
rineprensiero | pyHKmioHANBHOTO Kiacy 3a knacudikariero BOO3 He BcTanosieHo. bocenrtan
CIIiJI IPU3HAYATH TUIGKH B TOMY BHIAJKY, SIKIIO CHCTEMHUH CHCTOJIYHHU apTepialbHUM THCK
nIepeBUIrye 85 MM pT.CT.

Jlinst 6ocenTany He 0YII0 BUSBICHO KOPHCHOTO €(DEKTY y 3arO€HHI BXKE ICHYIOYUX BUPA30K MANIBIIIB.

DyHKIig meyinKu

AcoriiioBaHe 3 60CEHTaHOM ITiIBHINEHHS PiBHS II€UYiHKOBUX aMiHOTpaHcdepa3, TOOTO acrapTar -
ta ananinaminorpaucdepas (ACT rta/abo AJIT), € mozozanexuuM. 3MiHH PiBHIB NMEUIHKOBHX
(bepMeHTiB 3a3BHYall BiIOYBAIOTHCS MPOTATOM MEPIINX 26 TIDKHIB JIKyBaHHS, aj€ MOXYTh
BUHHUKATH 1 mi3Hime (mauB. po3ain 4.8). Ile migBumieHHS MoOXKe OyTH 9acTKOBO OOYMOBIICHE
KOHKYPEHTHHM IHTIOyBaHHSIM BUBEICHHs COJICH JKOBYHHX KHCJOT 3 TeNaTOIMTIB, IPOTE B
PO3BUTKY MOpyIIeHHS QYHKINT MeYiHKA WMOBIPHO 3aTydeHi TaKOX iHIII MEXaHi3MH, SIKi IIe 10
KiHI He 3’scoBaHi. He Moxe OyTH BHUKIIIOUEHO HAKOIIMYEHHS OOCEHTaHy B IemaTOIMTax, IO
IOPU3BOMUTH JO LHUTOMI3y 3 MOTCHIHMHO TSDKKHM YPaKEHHSM II€9iHKH, abo HasgBHICTH
IMYHOJIOTIYHOTO MeXaHi3My. Pu3uK AuCOYHKINI HEUiHKH TaKOoXX MOXKE ITiIBHIYBAaTHCS IIPH
CIITFHOMY 3aCTOCYBaHHI OOCEHTaHy i3 JIIKapCHKUMU 3aco0aMu, 10 € iHTifiTopaMu eKCIOPTHOL
IIOMITH COJICH XOBYHUX KUCIIOT, HAIPUKIIA] pU(aMITIIIHHOM, TITiOSHKIaMiIOM 1 IUKIOCIOPHHOM
A (nuB. po3nimu 4.3 1 4.5), ogHaK JaHi MO0 IIHOr0 0OMEXKEHi.

PiBni neuinkoBux aminoTpancdepas HeoOXiTHO BH3HAYATH Nepe]] NOYATKOM JIKyBaHHS
Ta B NONAJbLIIOMY KOKHOI'0 MicsIsl BIIPO/IOBK BCHhOI0 IIePioAy JiKyBaHHS NPENapaToM.
KpiM uporo, piBHi newinkoBux aminorpancdepas moBHHHI BUZHAYATHCS Yepe3 2 THKHI
nmicjs 0yIb-sK0ro miIBUINEHHS J03H Mpenapary.

Pexomennanii v sBunanky migsumenns AJIT/ACT

PiBni AJIT/ACT Pexomennanii moao JiKyBaHHS Ta KOHTPOJIIO

>3T1a< 5x BMH Pesynerar moBuHeH OyTH MiITBEpKEHHH IOBTOPHAM TECTOM Ha
BH3HAYEHHS IEYiHKOBUX (DEPMEHTIB; ¥ BUIAJKY ITiTBEPIKEHHS CIIiJ
npuiiMaTH iHJUBiAyaJbHE PIMIEHHS IIOJO0 TOTO, YU IPOJIOBXKYBAaTH
3aCTOCYBaHHS IIperapary, MOXJIMBO B HIDKYIM /1031, YA HPUIAHUTH
Horo 3acrocyBaHHA (muB. po3ain  4.2). MOHITOpHHT  PpiBHIB
aMmiHOTpaHC(epa3 MOBHHEH IPOJOBKYBATUCS TPUHANMHI KOXHI 2
TIkHI. SKmo piBHI amiHOTpaHC(hepa3 MOBEPTAIOTHCSA 0 MOKAa3HUKIB,
sKi Oynu mepen JIKyBaHHSM, TOJI HOTPIOHO PO3TJIIHYTH MOJIIABICTH
IIPOJOBXKHUTH a00 BIJHOBUTH JIIKyBaHHS IIPEIapaToM BiIIOBITHO IO
YMOB, OITUCAHUX HIKYE

>5T1a< 8§ x BMH Pesynprar moBuHEH OyTH MiATBEP/KCHUH IOBTOPHHM TECTOM Ha
BHU3HAYECHHS IEYIHKOBUX (EPMEHTIB, y BHIAJKy IIiATBEPKECHHS
NOTPIOHO TNPHUIUHWUTH JIKYBaHHA @peraparoM Ta 3/iHCHIOBATH
MOHITOPHHI piBHIB aMiHOTpaHC(epa3 MpHHAKMHI KOXHI 2 THDKHI.
Sxmo piBHI aMiHOTpaHChepa3 MOBEPTAIOTEHCS [0 NOKA3HUKIB, sIKi OyIH
nepest JIIKyBaHHAM, TO1 HOTPiOHO PO3TIISTHYTH MOJIITHBICTD BiTHOBUTH
JIKyBaHHS IPemapaToM BiAIIOBIIHO 0 YMOB, OITHCAHUX HIDKYE.

> 8 x BMH JlikyBaHHS CIi TPUOHHATH 0€3 pO3TISILy MOMIIHBOCTI HOro
BiHOBIIEHHS.

Y BHODagKy CcynyTHIX KIIHIYHHX CHMIOTOMIB YPpaskeHHsl NediHKH, TOOTO HYHOTH,
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OIIOBaHHS, TapSAYKH, OO0 Y KUBOTI, XKOBTSHHUII, HE3BUIHOI MIITBOCTi 200 BTOMIIFOBAHOCTI,
IPUIIONOAIGHOTr0 CHHAPOMY (apTpairii, Miairii, MiABAIIEHHS TEMIIEPATypH Tijla), JIKyBaHHHA
CJIiY PUIMHATH 0e3 PO3IJIsiIy MOK/IHBOCTI HOT0 BiIHOBJIEHHS.

BijHoBI€HHS JIIKYBaHHS IpenapaToM

BinmHOBIEHHS IKyBaHHSA IpENapaToM MOTPIOHO PO3MIANATH TUIBKHA y BHIAIKY, SKIIO
HOTEHIIi{HA KOPHCTH BiJl JIIKyBaHHSA BoceHTaHOM IepeBakae MOTCHI[IHH] PH3UKH i KOMIK piBHI
aminoTpancdepa3 mmeuinku mnepeOyBarOTh y MeXax, sKi OynM mepex JIiKyBaHHIM.
PeKOMEHIYETHCS KOHCYIIBTAIlisl TenaToora. BinHOBICHHS TiKyBaHH: IOTPIOHO 3MIHCHIOBATH
3rigpo 3 imcrpykmismu, HaBemenumu y  posnini 4.2. Iorim piBmi aminorpancdepas
HeoO0XiHOo nepeBipaTH NpoTsiroM 3 THIB Imic/is BiTHOBICHHS JiKyBaHHS, IIOTIM 1€ Yepe3
2 THKHI, 2 NOTIM BiIIOBIHO 10 HABEIEHHUX BUIIE PeKOMEeHAIIMH.

BMH = BepxHs M€Xa HOpMH

Konnenrparig reMmornio0iny

JlixyBaHHS GOCEHTaHOM CYIPOBOUKYBAIOCS 13 [O303AICKHUM 3HIDKEHHSAM KOHIEHTpAIii
reMoro6iny (muB. po3min 4.8). 3rigHo 3 pe3yIbTaraMy IIane60 KOHTPOIbOBAHUX JOCIIDKEHHIX
IIOB’A3aHE i3 3aCTOCYBaHHAM OOCEHTaHy 3HIDKEHHS KOHIEHTpalili reMoryiobiny He Oyio
IPOrpecyiounM 1 piBeHb remorinobiny OyB crabimi3oBaHmif micis mepmux 4-12 THXHIB
JTKyBaHHSA. PEKOMEH/YETECS MEPEBIPATH KOHI[CHTPAIIil0 reMOorIo0iHy 0 I0YaTKy JIKyBaHHS Ta
KOYKHOTO MICSIISl TPOTSATOM Iepmmx 4 MicsAmiB i KoXHI 3 Micsami — B momanemomy. SIKimmo
BiIOyBaeThca KIHIYHO 3HAYyIIe 3HEDKEHHS KOHIEHTpamii reMorio0iHy, CiJ IpPOBECTH
JIOMATKOBY OILIHKY i OOCTeXXCHHs i BH3HAUCHHsS IPHYMHM 1 HEoOXiZHOCTI crerugiuHoro
JMKyBaHHA. BIpomoBX IMicIHgpeecTpallifHOro Iepiogy 3acTOCyBaHHsS IIpemapary Oynu
HOBiZIOMJIEHHS IIPO BHIAAKHA aHeMii, MpH sKii HeOOXimHWUM Oyso HpOBeIeHHS TpaHCOys3ii
epaTponuTapHoi MacH (IuB. po3ain 4.8).

XKiHk® MiTOpoaHOro BiKY

OckinbKe 60CEHTaH MOYXE CIPHYUHIOBATH HEe(EKTHBHICTH TOPMOHAIBHUX KOHTPAIEITHBIB, 1
3B&KAIOYM HA PU3MK HOTIPIIEHHS JICTCHEBOI rillepTeH3il miJ] 9ac BariTHOCTI, a TAKOXK TePAaTOreHH1
e(eKTH, 10 CIOCTepiraaucs NPy JOCTIPKEHHSIX Ha TBApUHAX:

. JIKYBaHHS IIperaparoM HE CIiJ MPOBOJUTH Y JKIHOK JITOPOTHOTO BiKY, 3a BHHSATKOM
BHIIQ/IKIB, SKIIO BOHH BHKOPHUCTOBYIOTh Ha/iifHI 3aCO0M KOHTpAIEMIIil, a pe3yiabTaT TeCTy
Ha BariTHICTH MEePEJ JIIKYBAHHSAM € HETaTHBHIM.

. TOPMOHAJIbHI KOHTPAIENTHBA HE MOXYTh OYyTH €IMHHM METOIOM KOHTpALEHIii IpH
niKyBaHHI BoceHTaHOM.
. BIPOJIOBXX JIKyBaHHS IIpelapaToM TECTH Ha BariTHICTP PEKOMEHIYEThCS BHUKOHYBaTH

IOMICSIIS 3 METOKO PAaHHBOTO BHSIBJICHHSI BariTHOCTI.
JonatkoBy iHpopManito auB. y po3aiiax 4.5 ta 4.6.

BeHookmo3uBHE 3aXBOPIOBAHHA JICTCHb

VY mamieHTIB 3 BEHOOK/IIO3UBHHUM 3aXBOPIOBAHHSM JIETEHb IIPH 3aCTOCYBAHHI Ba30IMJIaTaTOpiB
(mepeBaXKHO MPOCTAIMKIIIHIB) MOBIIOMIISITH PO BHIAAKH HAOPSKY JIETEHB. 3B 3Ky 3 UM IIpH
IIOSIBI O3HaK HaOpsSKy JIeTeHh OpPH 3acTOCYBaHHI OOCEHTaHy B TAIIEHTIB i3 JIETEHEBOIO
apTepilalbHOIO TiNEePTEH31€l0 MOTPIOHO PO3IIISHYTH HMOBIPHICTH HASBHOCTI acolif0BaHOIO
BEHOOKIIIO3UBHOI'O 3aXBOPIOBAHHS. Y IICISIpEECTPAIlifHOMY Tepiojil 3aCTOCYBAHHS Iperapary
Oynu piAKicHI MOBIIOMIICHHS IIPO BHIAJKH HAOpPSKY JIETEHb Yy IAIliEHTIB, SKi 3aCTOCOBYBAIX
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O0oceHTaH Ta Y SIKuUX 6yJ1a niz[ozpa Ha BCHOOKJIIO3UBHE 3aXBOPIOBAHHA JICTCHB.

IMamienTH 13 JIETEHEBOIO apTepialbHOIO TIIEPTEH3i€l0 Ta CYIYTHBOK JIHBOIIIVHOYKOBOKO
HEIOCTATHICTIO

VY mamieHTiB 3 JIETEHEBOIO TilIEPTEH3I€I0 Ta CYMyTHHOIO AUCHYHKIE JHBOr0 MNIIyHOYKA
cenmM(idHAX AOCHipKeHh He mpoBommiocs. Omuaxk 1611 mamientiB (804 mamienra, ski
orpuMyBanu bocenran i 807 mamieHTiB, fKi OTpHUMyBaJH IUIane60) 3 TSHKKOK XPOHIYHOO
cepreBoro HemocratHicTIO (XCH) orpumyBamm mikyBaHHsS mpoTsroMm 1,5 pokiB y mane6o-
KOHTpOJboBaHoMy pocuimkerHi (Jocmimxenas AC-052 - 301/302 [112]). Y upomy mociimkeHHi
crocTepiranacsl MmiBHINEHa 9acToTa rocmitamizamii 3 mpusoay XCH mporsrom mepmmx 4-8
THDKHIB JIIKYBaHHs 60CEHTaHOM, IO MOIJIO OyTH CIPHYMHEHO 3aTPUMKOIO PiHHK B oprasismi. ¥
BOMY JOCIIUKEHHI 3aTpUMKa PiIMHU B Oprai3Mi IpOSBIIUIACS MIBHAKMM IiBHIICHHAM MAacH
Tijla, 3HMDKEHHAM KOHIIEHTpaIii reMOriao0iHy Ta Mi(BUINEHOI YacTOTOK HAaOpAKIB HEIKHIX
KiHIIBOK. Y KiHII IBOr0 JOCIIKEHHS HE BiA3HAYAIOCS JKOMHHMX BiMMIHHOCTEH Hi B 3araibHii
rociTajisanii 3 OpHBOIY CEpPIEBOI HEMOCTATHOCTI, Hi B JICTAMBHAX BHIIAJKAX MIX ITAIli€HTaAMH,
AKi OTpPUMyBalH OOCEHTaH, Ta IAIiEHTaMH, sSKi OTpEMyBamd manebo. TakmMm YHHOM,
PEKOMEHYEThCS 3/IIMCHIOBATH MOHITOPHHT IAI[i€HTIB Ha IIPEAMET HAABHOCTI O3HAK 3ATPUMKH
pinuHE B oprami3mi (Hanpuxiax, Habip MacH Tina), OCOOIHBO 3a HASBHOCTI CYIIyTHBOI TSKKOT
CHCTOJIYHOI McOYHKIT. ¥ IbOMY BHIIAIKY PEKOMEHIYEThCS PO3IIOYATH JIKYBAHHS 11y PETUKAMHE
abo 30UTBIIMTH NO3y HiypeTHKiB, sKi BXXE 3aCTOCOBYIOTh. Y IAIi€HTIB 3 HASBHICTIO O3HAK
3aTPUMKH PIIMHH B OpraHi3Mi Hepes MOYaTKOM JIKyBaHHs MPENaparoM HOTPiOHO pO3IISHYTH
MO>KJIBICTh 3aCTOCYBaHHS JiyPETHUKIB.

JlereHneBa aprepianbHa rineprensis, acomiiosana 3 BUJI-indexrmiero

Hassuuil muime oOMexeHui TOCBiA 3acTOCYyBaHHS GOCCHTaHY B paMKax KIIHI9HHX JOCIIHKEHb Y
NAallicHTiB 3 JIETEHEBOIO apTepiallbHOI0 TilepTensiero, acomiiioBanono 3 BlJI-imdpekmiero, sxi
OTPUMYIOTh JIKyBaHHS aHTHPETPOBIPYCHMMH = mpemaparamu (mus. posgin 5.1). Jlami 3
JOCIIDKEHHS B3a€MOJil MiX OOCEHTaHOM i KOMOiHalii JTomiHaBip+pHTOHABIp y 3XOPOBHX 0Ci0
IIOKa3aJId ITiIBUIICHHS] KOHIEHTpalii 00CEHTaHy B IUIa3Mi KPOBi 3 JOCATHEHHAM MaKCHMAJIBHOTO
PIBHS BIIPOIOBIK NEPIIHX 4 THIB TiKyBaHHs (1uB. po3in 4.5). Ha mouarky JliKyBaHHS IpeIIapaToM
Bocenran y mamienTiB, SKEM HEOOXiZHO 3acTOCOBYBaTH iHTIGiTOpM HpOTeasH, INiACHIEH]
PHUTOHABIPOM, HOTPIOHO 3IMCHIOBATH PETEILHMN MOHITOPDUHT IIEPEHOCHMOCTI 6OCEHTaHy Ha
IO0YaTKy IHIMianbHOI a3y JiKyBaHHS 3 OCOOJHBHM aKIEHTOM Ha PH3MK PO3BUTKY apTepianbHOI
TiNOTEH3il Ta pe3ynbTaTH (QyHKIIOHAIBHUX NEYiHKOBAX TecTiB. Ilpu 3acTocysammi BocenTany
OIHOYACHO i3 AHTHUPETPOBIPYCHUMH TIperapaTaMd HE MOXKHA BHKJIIOYATH ITiJBUICHMUI
JIOBIOCTPOKOBHI PHU3UK PO3BUTKY IeNaTOTOKCHYHOCTI Ta TeMATONOTIYHHMX MOOIYHHX e(eKTiB.
BpaxoByioun MOMIHBICTE B3a€MOJiH, IOB’S3aHHX 3 IHAYKyrounM e(eKToM OOceHTaHy Ha
CYP450 (muB. poszin 4.5), Mo MOXKe BIUIMHYTH Ha e()eKTHBHICTH aHTHPETPOBIPYCHOI Teparil, y
TaKHX Alli€HTiB MOBHHEH TAKOX 3/{CHIOBATHCS pETebHUE MoHiTOpuHT Hepebiry BIJT-indexmii.

BropunHa nereneBa aprepiaibHa rinepTensis Ha T XPOHIYHOTO 06CTPYKTHBHOIO 3aXBODIOBAHKL
serens (X0O3JD)

besmexa Ta mepeHocHMicTh OOCeHTaHy —[OCHIKYBAIUCh y paMKaX IOIIYKOBOTO
HEKOHTPOJIEOBAHOIO 12-THkHEBOTO mocimifkeHHs y 11 mamieHTiB i3 BTOPHHHOIO JIETEHEBOIO
apTepiaJbHOIO Tineprensiero Ha T Tsokkoro XO3JI (cramis 111 3a knacudixamiero GOLD). Ipu
IIBOMY CIIOCTEPIranocs 301MbIICHHS XBHJINHHOIO 00’€My BEHTHJIALII JIEr¢Hb Ta 3MEHIICHHS
carypanii KHCHIO, a HalfdacTilmuM HeGaKaHHM SBHINEM Oyla 3aIdIiKa, sSKa 3HEKAIA ICIs
IPUITMHEHHS JTIKYBaHHS 00CEHTAaHOM.
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OmHoYacHe 3aCTOCYBAHHS 3 IHITUMU JIIKAPCHKUMU 3aco0aMu

OnHovacHe 3acTocyBaHHS OOCEHTaHy Ta IUKIOCIOPUHY A MPOTUIIOKa3aHe (quB. po3nimu 4.3 Ta
4.5). OgaovacHe 3acTOCyBaHHA OOCEHTaHY 3 IIIOCHKIIaMiIOM, (GIyKoHA30I0M 1 prdaMIIIITHOM
HE PEKOMEH/TY€ETHCS.

Jloxnanninry indopmarito auB. y posaiti 4.5.

Crnix yHukate omHodYacHOTO 3actocyBaHHs iHTiOiTopiB CYP3A4 Tta imribitopis CYP2C9 i3
OoceHTaHOM (IuB. po3mia 4.5).

4.5 Bszaemopis 3 iHmEMH JiKapcbKAMH 3aco0amMu Ta iHnIi popmu B3aeMoil

bocentan € igmykropoMm i3o¢epmentiB nuroxpomy P450 (CYP) CYP2C9 i CYP3A4. [lani
JOCIIJUKEHbh B YMOBaxX in vitro cBimuath Takox mpo imaykmiro CYP2C19. V 3B’a3ky 3 mum
IUIa3MOBI KOHIIEHTpAIlil pEYOBHH, IO METa0OMi3yIOThCS 3@ YUacTIO IuX i30depMeHTiB, OyayTh
3HIDKEHI IIPH OJHOYACHOMY 3acTocyBaHHI OoceHTaHy. Ilpu 1pomy mOTpiOHO BpaxoBYBaTH
HMOBIPHICTH 3HIKEHHS e()eKTUBHOCTI JIIKAPCHKHX 3aC001B, 10 META00III3yIOTHCS 33 YIACTIO X
130¢epmenTiB. Ilicig modaTKy 3acTOCYBaHHS, 3MIiHH JO3YBaHHS a00 IPHUITHHEHHS JIKYBaHHS
IIpErapaToM MOKE BUHHKATH HEOOXIHICTh y KOPEKIii J03yBaHHS TaKWX JIKapChKHUX 3acO0iB.

Mertabomni3sm Oocentany BinOyBaersecst 3a ydactio CYP2C9 i CYP3A4. IuriOyBamHs mux
130epMeHTIB MOXXE 30LTBIIMTH KOHICHTpaIilo OOCEHTaHy B IUIa3Mi KpOBi (QUB. IIYHKT PO
B33a€EMOJIIIO i3 KeTOKOHa30i10M). Brums iHribitopie CYP2C9 Ha xoHueHTpalmito GOCEeHTaHy He
BHBYaBCA. TaKy KOMOIHAIIIFO CIIiJT 3ACTOCOBYBATH 3 00EPEKHICTIO.

Dnyxonazon ma inwi ineibimopu ax CYP2C9, max i CYP3A4

OmnovacHe 3acTocyBaHHS 3 (IIyKOHA30JI0M, siKuii iHTiOye romoBHmM uymHOM CYP2C9, ane B
nesxit Mipi CYP3A4, Moxe IpH3BECTH 10 3HAYHOTO IiBHIICHHS KOHIEHTpalil OOCEHTaHy B
IIa3sMi KpoBi. 3acTocyBaHHS Takol KoMOiHarii HE PEKOMEHAYEThCA. 3 i€l X IPUYMHA HE
PEKOMEHYETHCA OJHOYACHE 3aCTOCYBaHHA sIK HOTYXHHX 1HTiOITOpiB CYP3A4 (mampuxian,
KETOKOHA30Jly, ITpakoHa30dy abo puToHaBipy), Tak i imribitopis CYP2C9 (manpuxian,
BOPUKOHA30JIy) i3 00CEHTaHOM.

Huxnocnopun A

OpmmogacHe 3acrocyBaHHS OOCEHTaHY Ta HHUKIOCIOpPHHY A (iHTIOITOpY KaJbI[HHEBPUHY)
IPOTHIIOKa3aHe (IuB. po3ain 4.3). Ilpu TakoMy cyIyTHROMY 3aCTOCYBaHHI II0YATKOBI MiHIMaIbHI
KOHIEHTpanii OoceHraHy Oymu npubmmsao y 30 pasiB Bumi IOpIBHAHO 3 THMH, IO
CIIOCTEPITATHCH HiCHIS 3aCTOCYBaHHS JIHIIe OOCEHTAHY.

PiBHoBaykHI KOHIEHTpalii 60CeHTaHy B IIa3Mi kKpoBi Oyii B 3 4 pasy BEIIUMH B IOPiBHSIHHI 3
THMH, IO CIIOCTEPIralnch IICNsS 3aCTOCYBaHHS OMHOrO GoceHTany. MexamisMm Iiei B3aemomii
HaHOUIbII HMOBIPHO MOB’sA3aHHM i3 IHriOyBaHHAM IMKJIOCIIOPHHOM IIOIJIMHAHHS OOCEHTaHY
TeIaTOUTaMi 33 YYacTIO TpaHcHopTHoro Oinka. Konmewrpamii mukimocmopuiy A B Kposi
(cyberpary CYP3A4) sumkyrorsest npubimnsao Ha 50 %. Hait6insm #MOBipHO Ile OB’ A3aHO 3
inmyxmiero CYP3A4 6ocenranom.

Taxponimyc, cuponimyc

OnrovacHe 3aCTOCYBaHHS TaKpOJIIMyCy abo CHpOJIIMYyCy Ta 6OCEHTaHy Y JIOJHHM He BUBYAIOCH,
aJic MO’Ke IPU3BECTH O IIABUINEHHS KOHIEHTpaIil 60CEHTaHy B IIa3Mi KPOBI aHAJOTIYHO, 5K i
IIPH OJJHOYACHOMY 3aCTOCYBaHHI 3 UKJIOCIOPAHOM A.

OpHovacHe 3acTocyBaHHSA OOCCHTaHY MOXE 3HIDKYBATH KOHIIEHTpalii B IuiasMi KpoBi
TakposimMycy i cmponimycy. ToMy ojHOYacHe 3acTOCYBaHHSA GOCEHTAHY i TakpoTiMycy abo

o




CHPOJIIMYCy HE PEKOMEHIYEThCS. Y TMAIll€HTIB, y SKHX 3aCTOCYBaHHSA Takoi KoMOiHaIli €
HEOOX1/THUM, IOBUHEH 3/IMCHIOBATHCS PETENFHUNM MOHITOPHHT Ha IpeaMeT HeOaXKaHHX SBHUIII,
II0B’s3aHUX 13 OOCEHTAHOM, Ta KOHIIEHTpalii B KPOB1 TAKPOIIMYCY 1 CHPOJIIMYCY.

I'nibenxnamio

OpnouacHe 3acTtocyBaHHsA OoceHTaHy 125 Mmr 2 pasw Ha 100y MPOTSIroM 5 IHIB 3HHXKYBAIO
KOHIIeHTpalifo riaibeHkiaminy B miasmi kpoBi (cyoctpary CYP3A4) na 40 % 3 moTeHIIHHUM
3HA4YYIIUM 3HIDKEHHSM rinmornikemiyHoro edexry. KonmenTpamis OoceHTaHy B IIa3Mi TaKOX
3HIKYeThCs Ha 29 %. KpiM Toro, y mamieHTiB, sKi OTPUMYBAIH CYIIyTHIO TEPAIIiI0, BiI3HAYAICS
HiZBHINEH] piBHI amiHOTpaHcdepas. I rmibenkiamin, i O0ceHTaH iHTIOYIOTH €KCIIOPTHY ITOMILY
COJIEH JKOBYHHMX KHCIIOT, YAM MOJXKHA IOSICHUTH IIBUINEHI piBHI amiHoTpancepas. Ls
KoMOiHamis 3acTOCOBYBaTHCS He HOBHHHA. CTOCOBHO MDKJIIKapchkoi B3aeMOMil 3 1HIIAMHA
HOXI/THUMH CyTb(}OHIIICEYOBHHY JAHIX HEMAE.

Puchamniyun

OnnogacHe 3actocyBaHHS 125 Mr GoceHTany 2 pasu Ha 100y i3 3 pudaMITIMHOM, TOTYXHAM
inmykropom CYP2C9 ta CYP3A4, mporsrom 7 nuiB 9 3M0pOBHM MAlli€HTaM, 3HU3HIO
KOHIICHTpamilo OOCeHTaHy B IUIa3Mi KpoBi Ha 58 %, a B OKpeMHX BHIAAKaX TaKe 3HMKCHHS
KOHIIEHTpalill 6oceHTany Moo gocsrata Maiixe 90 %. YV pe3ynasTaTi Oro Ipu OHOYACHOMY
3aCTOCYBaHHI 3 pU(aMIIIIIMHOM OYIKY€eTHCS 3HAYHE 3HIKCHHS edekry Oocenrany. OmgHodacHe
3acrtocyBaHHs pudamminuHy 1 Tracleer (Oocenrany) He pexomeHgyeTbes. Jaui om0
3acrtocyBaHHsA iHmmMX iHAyKTOpiB CYP3A4, Hampuximanm xapbamaseminy, (eHoGapbirtany,
¢eniToiny Ta mpemapaTiB 3Bipo0OOXO 3BHYAMHOIO BiACYTHI, IPOTE OYIKYETHCS, IO OHOYACHE
3aCTOCYBaHHA [UX IpernapatiB Oy1e MPU3BOIUTH JI0 3HIDKEHHS CHCTEMHOI €KCITO3UIil GOCEHTaHYy.
IIpu oMy He MOXHA BUKITIOYATH KIHIYHO 3HAYYIIE 3HIDKEHHS €)EKTHBHOCTI.

Jloninasip-+pumonagip (ma inwi in2ibimopu npomeasu, niocuneni pumoHasipom)

OnnogacHe 3actocyBaHHS 125 Mr 6ocenTany 2 pa3 Ha 00y i KoMOiHarii toniHaBip+puronasip y
1031 400+100 mr 2 pasu Ha 100y mpoTtsaroMm 9,5 nHIB y 3M0pOBHX J10GPOBOJIBIB IPU3BOIMIO 10
TOTO, IO II0YaTKOBI MiHIMalbHI KOHIIEHTpaIlil O0CeHTaHy B IUIa3Mi KpoBi Oyiu mpuOIm3HO y 48
pa3iB BHIMMH MOPiBHSHO 3 THMH, IO CIIOCTEPITAIKCS MICIs 3aCTOCYBAaHHS OJHOTO OOCEHTaHYy.
Ha 9-ii nemp KoHneHTpanii O0ceHTaHy B Iuta3Mi KpoBi Oyiu NpHOIM3HO B 5 pa3iB BHIIUMHU
HOPIBHSHO 3 THMH, IO CIOCTEPIralucs INpH 3acTOCyBaHHI jmime Oocenrany. Hai6imsim
HMOBIPHOIO IIPHYMHOIO Takol B3aeMojil € iHriGyBaHHS PHTOHABIPOM 3aXOIUIEHHS GOCEHTaHY
remaTolUTaMK 33 Y4acTIO TPaHCHOpTHOro Oinka Ta imriOyBamHs CYP3A4, BHACHiOK YOro
KIipeHC OOCeHTaHy 3HIDKYETBCA. IIpH  ONHOYAcCHOMY 3aCTOCYBaHHI 3 KOMOiHAIi€Io
JomiHaBip+puTOHaBip abo iHmEME iHTiGiTOpamMmM TmpoTeasH, Mif SAKHX IIJCHIIIOETHCS
PUTOHABIPOM, CIIiJ 3IHCHIOBATH MOHITOPHHT [IEPEHOCHMOCTI GOCEHTaHy IAIliEHTOM.

ITicrst 0THOYACHOTO 3aCTOCYBAHHS 3 OOCEHTaHOM BIPOAOBXK 9,5 JIHIB eKCIIO3MIIis JIOMHABIpY Ta
PUTOHABIPY B IUIa3Mi KpoBi OyJIa 3HIKEHA O KIHIYHOrO HE3HAYyIIOro piBHs (IpubmmsHo Ha 14
% Ta 17 % Bigmoixuo). OgHaK, OBHA IHAYKIiA GoceHTaHOM MOTIa 6yTH HE JOCSTHEHa, 1 TOMY
HE MOXXHa BUKJIIOYATH NOJANIBINE 3HIDKCHHS €KCIIO3UINI 1HTi0ITOpIB mpoTeasu. PekoMeHIyeThes
BiMoBiHME MomHiTOpuHr Tepamii mpors BUIL ITomiGmi epexTr OWiKYIOTBCS i y BHIAIKY
3aCTOCYBaHHs IHIIAX iHriOITOPIB MpOTEasy, MiJICHICHUMH PUTOHABIPOM (IUB. PO3Aii 4.4).

Inwi anmupempogipycni npenapamu

CTOCOBHO iHIMMX MOCTYNHHMX aHTHPETPOBIPYCHHX NPENApaTiB HE MOXKHA NATH CHEIu(idHHX
PEeKOMEeH/allifl y 3B’A3Ky 3 BiJCYTHICTIO JaHHX. BpaxoByiouW BHpakeHy IelaTOTOKCHYHICTH
HEBipamiHy, a TaKoX TOKCHYHHI BIUIMB Ha [IEYiHKY GOCEHTaHy, 3aCTOCYBAHHS Takol KoMOiHarii
HE PEKOMEHIYETHCS.




I'opmonanvii konmpayenmueu

OnnouacHe 3actocyBaHHs 125 Mr GoceHTany 2 pa3u Ha OOy HIpOTAroM 7 IHIB OJHOYACHO 3
OJTHOPA30BAM MPHHOMOM OpAIBHOTO KOHTPALENTHBY, IO MIiCTHTh HOPETHUCTEPOH 1 Mr +
eTuHUTeCTpamion 35 Mxr, 3HIKyBasto AUC HOpeTHcTepoHy 1 eTuHinecTpamiony Ha 14 % 1 31 %
BimmoBigHO. OfHAK, B OKPEMHUX OCI0 eKCIIO3HIlis 3HIKyBasacst Ha 56 % ta 66 % BimmosimHO. Y
3B’SI3Ky 3 IIMM 3aCTOCYBAaHHS TLTBKH MOPMOHAJIBHUX KOHTPAIEIITUBIB, HE3AIEKHO BiJl CIOCOOY
3aCTOCYBaHHs (OpaIbHHX, IH EKIIWHUX, TpaHCACpMATbHMX abo iMImIaHTaliftHHX (opMm), He
BBAXKAETHCS HAIIIHAM METOJIOM KOHTparenmii (IuB. po3ainb 4.4 1 4.6).

Bapgpapun

Onuouacue 3actocyBanHs 500 Mr GoceHTamy 2 pasu Ha 00y mpoTsroM 6 JHIB 3HHKYBAJIO
I1a3MoBi KoHIeHTpanii sk S-Bapdapuny (cyocrpary CYP2C9), tak i R-Bapdapuny (cybeTtpaty
CYP3A4) na 29 % i 38 % BimmoBinno. Ha 0CHOBI KJIIHIYHOrO JOCBiAY OHOYACHE 3aCTOCYBAHHS
OocenTaHy i3 Bap(aprHOM y MAIi€HTIB 3 JIETCHEBOIO apTEPiAIbHOIO TIIEPTEH31€I0 HE IPA3BOIIIO
IO KJIHIYHO 3HAYyIUX 3MiH MiKHapoJHOro HopMmaiizoBaHoro BimHomenHs (MHB) a6o no
HEeOOXiTHOCTI KOpeKIii 1o3u Bapdapuny (MOPiBHIOBAIH JaHi Ha BUXiTHOMY piBHI Ta HAaIpHKIiHII
KIiHIYHUX JocmipkeHs). KpiM Toro, wacrota KOpekIiii no3yBaHHs BapdapuHy Imij dac
JIOCIIDKeHb Ta y 3B’ 3Ky 31 3Minamu MHB a6o neOakani sBuina Oyiia moAiGHOIO cepest MallieHTiB,
SKi OTpUMYBaJI OOCEHTaH, Ta Ccepel IAIli€HTIB, ki oTpuMyBamu Iurane6o. [Tpu 3acTocyBaHHI
OoceHTaHy HeMae HEOOXITHOCTI y KOpeKmii Jo3yBaHHS BapdapuHy i MOMIOHUX MEPOPaTBHUX
AHTHKOATyJIHTIB, ajle PEKOMEHIYEThCsS MOCHIeHMM MoHiTopunr MHB, ocoGmmBo min dac
3aCTOCYBaHHs OOCEHTaHy i B IEPiOJ IiABUIICHHS JO3H.

Cumeacmamun

OnHoOvacHe 3acToCyBaHHS GOCeHTaHy y /1031 125 Mr 2 pasu Ha 100y IpOTAToM 5 JTHIB 3HIDKYBAJIO
IIa3MOBI KOHIEHTpaii cumBactatuny (cyocrpary CYP3A4) i #ioro aktuBHOro Metadoiity P-
rigpokcukuciaota Ha 34 % 1 46 % BinmosimHo. OHOYAcHE 3aCTOCYBAHHS CHMBACTaTHHY HE
BIUIMBAJIIO HA KOHIEHTpAI[il0 OOCeHTaHy B Iuta3Mi Kposi. JIONIIBHICTE MOHITOPHHTY DiBHIB
XO0JIECTEpUHY Ta BIAMOBIAHOI KOPEKIlii J03yBaHHS IOBUHHA OyTH PO3IJISHYTA.

Kemoxonazon

OpnHoOYacHe 3acToCyBaHHsA OOCeHTaHy y Ho3i 62,5 mr 2 pasu Ha 100y mporsroM 6 OHIB Ta
KETOKOHA30IIy, OoTyxHuM iHribiTopom CYP3 A4, 3011pIIHII0 KOHIIEHTPAILiI0 O0CEHTaHy B ILIa3Mi
KpOBi mpHOIM3HO B 2 pazd. BBakaeThes, M0 HEOOXITHOCTI B KOPEKIil J03yBaHHS OOCEHTaHYy
Hemae. Xo4a Ie i He Oylo NPOAEMOHCTPOBAHO JOCHI/DKCHHSMH B yYMOBax in Vivo, IIpH
3aCTOCYBaHHI 1HIMMX HOTYXHEX iHTiIOITOpiB CYP3A4 (Takux sK iTpakOHA30J7 Yd PUTOHABIP)
nepenbavacThCs MOAIOHE MiABUINEHHS KOHIIGHTpaIlii 6oceHTaHy B Iia3mi Kposi. OmHak, y
BUIIAAKy KOMOiHOBaHOTO 3acTocyBanHs 3 iHTi0iTOpoM CYP3A4 y marienTiB, y sSKuX MeTab0IIi3M
3a yvactio CYP2C9 € cmabkuM, Bi3HAYAETHCS PU3HUK OUIBII BHPAKEHOTO ITiIBHAIICHHSI
KOHIIeHTparii 00CceHTaHy B IUIa3Mi KPOBIi, IO MOJKE MPHU3BECTH IO MOTCHIIHHOTO PO3BUTKY
Hebe3rmeynnX TOOIYHUX SIBUIIL.

Enonpocmenon

O6mexeni nmani, orpuMani B mocmimkenui AC-052-356 [BREATHE-3], y pamxax sixoro 10
HealaTpUYHKX TAIli€HTiB OTPAMYBaIU KOMOiHaI0 O0CEHTaHy Ta €MOMPOCTEHOITY, CBIIYATH, IO
AK IICIS OJHOPA30BOIO, Tak 1 MicHsg GaraTopa3oBOTO 3aCTOCYBaHHS MOKa3HUKHA Cmax Ta AUC
OoceHTaHy Oyau HOMIOHMMM Yy MAIlIE€HTIB, SKUM 3OIACHIOBATH Ta SKAM HE 3IIHCHIOBAIA
Oe3nepepBHY 1HDY3110 €IOIPOCTEHONY (IHUB. PO3/aii 5.1).

Cunoenacghin
OpnHovacHe 3acTocyBaHHA OoceHTaHy y mo3i 125 mr 2 pasu Ha mo0y (piBHOBaKHHI CTaH) i3
cunpeHadinom y nosi 80 mr 3 pasu Ha 100y (pIBHOBaXXHHH CTaH) IMPOTSAroM 6 IHIB Y 3J0POBHX
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no6posoisiis mpr3Bomio xo 3umkeHHs AUC cuinenadiny Ha 63 % i 36impmenns AUC
6ocenrany Ha 50 %. Cuig morpumysatucs 00EpEeKHOCTI IPH OAHOYACHOMY 3aCTOCYBAaHHI IHX
IIperapaTiB.

Juzoxcun

OnHodacHe 3acToCyBaHHs OoceHTaHy y o3l 500 mr 2 pasu Ha mo0y mporsroM 7 AHIB i3
JIMTOKCHHOM Mpu3BOIrIo 10 3HrkeHHs MOKa3HUKiB AUC, Cmax Ta Cmin IUroxcuny Ha 12 %, 9 %
ta 23 % BignosimHo. MexanizMoM aaHOi B3aeMomii Moxe OyTH iHmykuis P-rmikomporeiny.
MaJtoiiMOBipHO, IO JIaHa B3aEMOJIs € KIIHIYHO 3HAYYIIOK0.

Taoanaghin

3acrocyBaHHs O0ceHTaHY y 21031 125 Mr 2 pa3u Ha 100y IPU3BOAMIO O 3MEHIIEHHS CUCTEMHOTO
BILIUBY Taganadiny y mo3i 40 mr 1 pa3 Ha 100y Ha 42 % 1 Cmax Ha 27 % micas 0XHOYACHOTO
3acTOCyBaHHs OaraTopa3oBux m03. Tamgamadin mHe BmmBaB Ha eKcHo3HIilo (AUC i Cmax)
6ocenTany abo Horo MeTaboJIiTIB.

IHayienmu oumsyozo 8iky
JlocrimxeHHs B3aeMOIi1 IPOBOJIFIIX TIIBKH Y JTOPOCIIUX IAIi€HTIB.
4.6 @ epTHIBHICTD, 32CTOCYBAHHS MiJ Yac BAriTHOCTI Ta roxyBaHHS Py,

BaritHicTh

JlocmijpKkeHHs,, TpOBEAEHI HA TBApHHAX, CBiqY4aTh IIPO PENPONYKTUBHY TOKCHUHICTH
(TepaToreHHy, eMOpiOTOKCHYHY, TUB. po3ALl 5.3). BigcyTHi HocTOBIpHI 1aHi MOAO 3aCTOCYBaHHs
6oceHTany BariTHEUM >KiHKaM. [IOTEHI[WHHN pU3UK I JIOAWHH OOTENEp HE BCTAHOBIEHO.
BocenTtan mpoTumokasanuii y mepioJ BariTHOCTI (AuB. po3ain 4.3).

3acTocyBaHHs XiHKaM AITOPOAHOrO BIKY

[lepen mogyaTkoM JTiKyBaHHS MpemapaTroM BOCeHTaH y JKIHOK JITOPOAHOTO BIKy IOBHHHA OyTH
HiTBEp/KEHA BiJICYTHICTh BariTHOCTI, IOBUHHA OyTH NIPOBE/IeHa HAJIEXHA KOHCYJIbTALLS OO0
HaifHUX METOMAIB KOHTpalenmii Ta HNOBHHHO OyTH pO3IOdYaTe KOPUCTYBAaHHS HaJiHHAMU
MeTonamu KouTparemniil. [TamienTkr Ta Jikapi, sKi DpHU3HAYAIOTH el Ipemapar, IOBHHHI
BPaxOBYBaTH Te, IO Y 3B’A3KY i3 MOTEHIITHOIO (hapMaKOKiHETHIHOIO B3aEMOJII€F0 OOCCHTAH MOXKE
CIPUYHHATH Hee()EKTHBHICTh TOPMOHATGHAX KOHTpAnenTuBiB (MuB. po3ainr 4.5). ToMmy XKiHKH
JTITOPOJHOTO BIKYy HE IOBHHHI 3aCTOCOBYBAaTH T'OPMOHAJIBHI KOHTpPAIENTHBH (y TOMY YHCIL
OpalibHi, 1H’€KIiifHI, TpaHCAepMaIbHI a00 IMIUTaHTAMiiHI (OPMHU) B SIKOCTI €IHHOTO METOLY
KOHTpallenlii, a MOBHHHI BUKOPHCTOBYBATH JIOJIATKOBI a00 aJlbTepPHATHBHI HAJiifHI METOIU
KOHTpanennii. ¥ BUManaKy BUHUKHEHHsS OyIb-SKOTO CYMHIBY INOJO TOTO, sSKa MOpajga oo
METOy KOHTpAIeNIIii TOBUHHA OYTH JaHa OKpeMil MaIli€HTIl, I KOHCYJIBTaIlil peKOMEH/Ty€ThCS
3ay4eHHs T1HeKoJora. BpaxoByroun MOKIIHBY Hee(eKTHBHICTH TOPMOHAJILHAX KOHTPAIIEIITHBIB
I 4Yac JIKyBaHHS NpPENapaToM, a TaKO)XX PH3WK TOro, IO Iepedir JereHeBoi aprepiaibHOT
rinepreH3ii 3HAYHOIO MIpOIO IOTIPHIYETHCS MiX Yac BariTHOCTI, PEKOMEHMIYETHCS IIOMICSILT
IIPOBOJMTH TECTH Ha BariTHICTb YIIPOOBXK JIIKYBAaHHS IIPETIAPATOM 3 METOIO PAHHBOTO BUSBIICHHS
BariTHOCTI.

Ilepion rogyBauss IPy IO

Hesinomo, uu mponukae GOCEHTaH Y IPYIHE MOJIOKO Yy JIOMMHH. ['0XyBaHHS TPYIIIO i 4ac
NiKYBaHHS IIPEapaToM HE PEKOMEHIYETHCSL.




DepTIIBHICTD

PesynpTaTil JOCTIPKEHb (QepTHIFHOCTI Ha ITypax HE IIOKA3ajM XKOJHOIO BIUIMBY Ha IapameTpu
crepmu a60 GepTUIBHICTD (UB. po3aii 5.3). Pesynprar [ocii/UKeHHS, B IKOMY BUBYAIH €QEKTH
foceHTaHy Ha QYHKILIO S€9I0K y YOJIOBIKIB 3 JISTEHEBOIO apTEPiaIbHOIO TiIEPTEH31EI0, TOKA3AIIH,
mo y 8 3 24 mamieHTiB Bif3HAYANacs 3HIDKEHA KOHIGHTpAI(s CIHEpMH NpHHaiMHI Ha 42 %
TOPIBHAHO i3 BUXiIHAM piBHeM micis 3 abo 6 micanis nikysanus 6ocenranoM. Ha migcrasi mux
JIAHKX, a TAKOXK JAHMX JOKIIHIYHIX JOCITiIPKEH He MOJKHA BHKJIIOYATH, IO OOCEHTaH MOXKE MaTH
HETaTHBHHUN BIUIMB HA CIIEPMATOTEHE3 Y YONOBIKiB. Y jiTeil 4oyoBidoi cTaTi micid JiKyBaHHA
OOCEHTaHOM HEe MOXe OyTH BUKITIOUCHHUH HOTO BiJUIaIeHU# BIUTUB Ha (EPTUIBHICTB.

4.7 3paTHicTh BILIMBATH HA MBHAKICTH peakuii NP KepyBaHHI aBTOTPAHCIOPTOM a0
poo6oTi 3 iIHIMUMH MeXaHi3MaMH.

Crenianbuux JOCIIDKEHs 3 BHBUYEHHSM O€3MOCEPEeIHBOr0 BIUIMBY JHKapchbKOro 3aco0y Ha
3JaTHICTH KEPYBaTH TPAHCIIOPTHUME 3aC00aMH Ta MPAIfOBATH 3 MEXaHi3MaMH He IPOBOHIIOCE.
Onmak, Ipd JIKyBaHHI MperHapaToM MOXKE BHWHHKATH apTepianbHa TillOTEH3id 3 TaKHMH
CUMIITOMAaMH SIK 3allaMOPOYEHHS, HEYITKICTh 30py ab0 CHHKOIIE, [0 MOXe BILTMBATH Ha 3/JaTHICTh
KEpyBaTH TPAHCIIOPTHUMH 3acobaMu abo MPaIfoBaTH 3 MEXaHI3MaMHU.

4.8 Ilo6Giuni peaxuii.

V pamkax 20 mrane60-KOHTPOJIHOBAHUX JTOCHIPKEHB, MPOBEIECHHUX IIPU PI3HUX TEPANeBTUYHHX
MOKa3aHHsX, 3aranoM 2486 mamieHTiB OTPUMYBAIA JIIKyBaHHS OOCEHTAaHOM y NOOOBHX 033X B
nianazoni 100—2000 mr Ta 1838 manienTis orpumysanu wiane6o. Cepenss TPUBATICTS TIKyBaHHA
cranoBmia 45 TwkHiB. HeGaxani peakilii BUSHAYAINCH 5K SBUINA, SKi BHHUKAIM IPUHAHMHI B 1
% Mami€eHTiB, SKi 3aCTOCOBYBaIM DOCCHTAH, Ta YaCTOTa SIKUX OyIa mprHaimHi Ha 0,5 % 61IsImor0
HOPIBHSIHO 3 MAI[iEHTaMH, SIKi OTPUMYBaIU IIaneoo.

HaliyacTimmiMu HebaXaHiMu peakiissMu € rojioBHu 616 (11,5 %), HaOpsKw/3aTpiMKa piiuHA B
opranizmi (13,2 %), BiIXWICHHS BiJi HOPMH pe3yJIbTATIB MEYiHKOBHX (PYHKIIOHATHHUX TECTIB
(10,9 %) Ta aneMis/3HIOKEHHS PiBHIB reMoriodiny (9,9 %).

JlixyBaHHS GOCEHTAHOM CYIPOBOKYBAIOCS 0303aJICKHHM ITiIBHINCHHSAM DPiBHIB IT€UiHKOBHX
aminoTpancdepas Ta 3HMKEHHSM KOHIEHTpamii remoriobiny (muB. posmin 4.4, Ocobmusi
3aCTEPEIKEHHS Ta 3aI00DKHI 3aX0/IU IPH 3aCTOCYBAHH]).

[To6Giuni peakii, 1o crocrepiraroteest y mporeci 20 miane60-KOHTPOIbOBaHUX JOCIiDKEHb 1 IpH
HicisipeecTpaniiHoOMy 3aCTOCYBaHHI OOCEHTaHy, HaBEIEHI BIAMOBITHO O YacCTOTH IXHBOIO
BUHHUKHEHHS 3 BUKOPHCTaHHIM HacTymHOI Kitacuikaril: xyxe gacto (> 1/10); gacto (8ix> 1/100
1o < 1/10); megacto (Big > 1/1000 no < 1/100); pigxo (Bix > 1/10 000 mo < 1/1000); myxe pinko
(< 1/10 000); wacToTa HeBizoMa (He MOXKe OYTH OI[iHCHA HA OCHOBI HAsBHUX JIAHHX )

VY KOXHIHN 3 TPYII 32 4aCTOTOXO HeOaXaHi peakilii MpeCTaBIeH] y MOPSAKY 3MEHIIEHHS CTyIIEHS
ixHBOT cepiio3nocTi. KiiHI9HO 3HAYYIUX BiAMIHHOCTEH MiXK HeOaKaHHMU PEaKIliIMH B 3araIbHIN
BUOIpIIi Ta IPHU CXBAJICHUX ITOKA3aHHIX HE BiJ3HAYATIOCK.
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Cucrema-Opran-Kiaac

Yacrora

IloGiuHa peakuis

3 00Ky KpoBi Ta TiM(paTHIHOT
CHCTEMU

Yacto

AneMist, 3HIKESHHS PIBHI
reMoro0iny (muB. po3ain 4.4)

YacroTa HeBigoMa

Amnemist a00 3HUKESHHS PIBHS
TreMOrIO0iHY, [0 BUMArae
Tparcdy3ii epUTPOIUTAPHOL
mach’

Heuacto TpomGornuToneHis!
Hedacto Heiitponesis, nefikoneris’

3 60Ky iIMyHHOI CHCTEMHU Yacto Peaxirii rimepayTimBOCTi
(BKIIIOYAKOUX JEPMATHUT,
cBepOiK Ta BUCHIIAHHS)”

Pigxo Amnadinaxcis Ta/abo
aHTiOHEBPOTHIHHH HAGPSK!

3 60Ky HEpBOBOI CHCTEMHU Jyxe gacto T"omoBHHIx 6ins’

YacTo Cunxomne *
3 60Ky ceprs Yacto Tocunere cepneburrs’ *
3 60Ky cyauH Yacrto I'nepemis

Yacto AprepianpHa rimotensis’ *

3 6oky nuxaneHOI cuctemu, | Yacto 3aknaseHiCTh HOCa

OprasiB Ipy/THOI KJIITKH Ta

CEPEIIOCTIHHS

3 60Ky nuTyHKOBO-KHIIKOBOro | Yacto I'actpoesodareansHa

TPakTy pediroxcHa xBopoba
Hiapest

3 60Ky MediHKH Ta Hyxe gacto BigxuneHHS Bi HOpMHA

’)KOBUYOBUBIIHUX IIISIXiB pe3yJIbTaTiB IMEYiHKOBUX
(GyHKITIOHAFHUX TECTIB (UB.
posnin 4.4)

Heuacro [TigBuIneHHs piBHIB
amiHoTpaHcdepas, acorifioBane
3 TeNaTUTOM (BKIIIOYAIOYX
MOJJIMBE 3aTOCTPEHHS Iepediry
(OHOBOTO TeMaTUTy) Ta/abo
KOBTSHHI (IUB. po3in 4.4)

Pinko [upo3 nedinku, meYiHKoBa
HEJIOCTATHICTH'

3 6oky mKipu Ta migmkipaoi | Yacto Epurema

KJTITKOBUHH

3araipHi po3naad Ta peakuii B | Jlyxe gacto Habpsiku, 3aTpuMka piguHy B

MICIIi BBEJICHHS MIPENapaTy

opramizmi’

3 60Ky oprana 30py

Yacrora HeBioMa

HeuiTkicts 30py
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! Nani, oTpuMani mpu micispeecTpanifHoMy 3acTOCYBaHHI IIpelapary, BU3HAYCHHs JaCTOTH
0a3yeThesl HA CTATHCTHYHOMY MOJIETIOBAHHI JaHHX, OTPHMAHHX y paMKax Iane6o-
KOHTPOJIBOBAHHK KIIHIYHUX JOCIiKEHb.

2 Ilpo peakmuii rimepayTiamBocTi moBimomusum y 9,9 % nauientis, ski 3acTOCOBYBaIH
6ocenran, tay 9,1 % marienTiB, SKi OTpPUMYBAIH IUTAE00.

3 TIpo ronoBHuit 6inb moBimoMasamy y 11,5 % mamieHTiB, i 3aCTOCOBYBaIA GOCEHTaH, Ta Y
9,8 % maIlieHTiB, SKi OTpUMYBAIIX ILIAIE00.

* 11i TimM peakmii MOXKyTh OyTH TaKo ITOB’A3aHi 13 (QOHOBMM 3aXBOPIOBAHHSM.

3 TIpo Habpsiku ab0 3aTPUMKy DiMHH B OpraHizmi mosimomusum y 13,2 % manienTis, sxi
3acrocoByBanu 6ocenrtan, Tay 10,9 % mamieHTiB, SKi OTpUMyBaIH IIane0o.

VY mepioni micispeecTpaliffHoro 3acTOCYyBaHHS Mpenapary MOBIOMILUIM PO BHIAAKH IHPO3Y
HEYiHKH He3’sICOBAHOI €TiONOTil micis TpUBaOil Teparii O0CEHTaHOM Y Iali€HTiB, y SKUX OyiIo
JIEKiTbKa CYIMyTHIX 3aXBOPIOBAHB Ta SIKi OTPHUMYBAIH TEPAIIO Pi3HUMH JiKapCHKAMH 3ac00aMH.
Taxox Oya piaKiCHI TOBIIOMIICHHS PO PO3BUTOK IIEUIHKOBOI HeocTaTHOCTI. ToMy HeoOXinHO
CTpPOTO JOTPHUMYBATHUCS MiCIIHOTO Tpadika st MOHITOPHHTY (QYHKIIT Ie9iHKH Ha Jac JIKyBaHHS
6o3enTanoM. (uB. po3mait 4.4).

ITarieHTH OUTIYOro BiKY

HexoHTponsoBaHi gociimpke s v namienTis muragoro Biky 3 JIAT (AC-052-356 [BREATHE-3];
AC-052365 [ FUTURE 1])

IIpodine 6e3mekn y it rpymi mamientis (BREATHE-3: n= 19, 6ocenrtan 2 Mr/xr 2 pa3u Ha 100y;
TpuBalicTh NikyBaHHS - 10 12 TmkHiB, FUTURE 1: n = 36, 6ocentan 2 mr/kr 2 paszu Ha 100y
IPOTSArOM 4 THIKHIB 3 OJATBINNAM J03yBaHHSM 4 MI/KT 2 pa3u Ha qo0y; TPHBAIICTE JIKyBaHHS -
1o 12 TwxuiB) OyB aHAJOTIYHMUA TOMY, IO OyB OTpHUMaHHU y 0a30BHX MOCIIJDKCHHSIX CEPEN
nopocux namienTis i3 JIAT. ¥V pamkax pocnimkernass BREATHE-3, Haitgactimumu HeOaKaHAME
peaxissmu Oymu rinepemis (21 %), ronoBHmMH Oib, 1 BiAXWJIEHHS BiJl HOPMH pe3yJbTaTiB
IEYiHKOBUX (YHKI[IOHAJIBHAX TECTIB (JaCTOTa KOXKHOI 3 X HeOakaHUX peakifiit —mo 16 %). ¥V
pamxax gpociimpkenast FUTURE 1, waituactimmivu mobiuamMy peakiismu Oyimu indexii (33 %) 1
616 y xxuBoTi/muckoMdpoprt (19 %). ¥ xoxi mocmimpkerns FUTURE 1 He cioctepiranocs BUIaaKiB
IIiIBUIICHHS PiBHS IIEYIHKOBHUX (pepPMEHTIB.

Bigxunennd mabopaTopHUX ITOKA3HUKIB Bl HOpMH
BigxuneHHs neqiHKoBo1 mpoou

VYV kuiiHIYHIA @porpami J10303a7€XHE MiABHINEHHS IEYIHKOBHX TpaHCaMiHA3 3a3BHYAl
BLAOYyBaJIOCS MPOTSITOM HEpINUX 26 THKHIB JIIKYBaHHS, SIK IPABUJIO PO3BUBAIOCS TTOCTYIIOBO i B
OCHOBHOMY Majio Oe3cumnToMHuH nepedir. [licns 3akinueHHs npuiioMy Ipenapary 3adikcoBaHO
PLAKICHI BUIIAJIKA OUPO3Y MEUIHKH i MEUiHKOBOI HEAOCTATHOCTI.

MexaHi3M IbOro HECHPUATIUBOTO ebeKTy € HesicHuM. Taki miBUIEHHs PiBHIB aMminoTpaHcdepas
MOXXyTh MAHATH CaMOCTIiHHO IIpH IPOJOBXKEHHI JTIKyBaHH OOCEHTAHOM Y i ATPUMYIOUiif 1031 a00
IiCTIs 3HKEHHS HOTo I03H, IIPOTE MOYKE BUHUKATH HEOOXIHICTH Y IIepeprBanHi ab0 NPHITHHEHH]
3aCTOCYBaHHs Ipenapary (IuB. po3aia 4.4).

VYV pamkxax 20 iHTerpoBaHHX ILIANEOO-KOHTPOIBOBAHUX MOCIIKEHD IIiJBUINECHHS DIBHIB
IEYiHKOBUX aMmiHOTpaHchepas y >3 pasu Bimx BMH cmocrepiramocst y 11,2 % mamientis, sxi
OoTpuMyBalu OOCEHTaH, MOPIBHAHO i3 2,4 % MAaIli€HTiB, sKi OTpEMyBaau Iutane6o. Bumamku
nigsumesHs 1o > 8 x BMH coocrepiramucs y 3,6 % marienTis, sIKi 3aCTOCOBYBaJI OOCCHTaH, Ta
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y 0,4 % manientis, sxi orpuMmyBamu 1uranebo. IlinsumerHs piBHIB amiHOTpaHC(epas Oyio
IOB’s13aHO i3 IiJBHINEHHAM piBHs Ginipybimy (= 2x BMH) 6e3 o3nax Gimiaproi o6cTpykiii y
0,2 % (5 manientis), sxi orpumyBai 6ocerras i 0,3 % (6 manieHTiB), sSIKi OTpUMyBaH IIaE00.

I'emorino6in

V  pamkax miane6o-KOHTPONBOBAHUX MOCTIPKEHBb CEpell AOPOCIUX HAIli€HTiB IPO 3HMKCHHS
KOHIIEHTpaIlii reMoro6iny 1o pises Hukue 10 r/mr Bix BuxizHoro pisus mosimomusia y 8,0 %
HaIli€HTiB, SKi 3aCTOCOBYBAIX OOCEHTaH, Ta y 3,9 % MamieHTiB, SKi OTPAMYyBaJIH IJIane0o0 (IuB.
po3min 4.4).

IIpu cyxymaomy amamisi 100 miTeit i3 JIereHeBOIO apTepiaNbHOIO TillEPTEH3IiEI0 3
HEKOHTpOJboBanuX Ieiarpuunux nociimpkens FUTURE 1/2 ta FUTURE 3/Extension 3HIOKEHHS
KOHIIEHTpaIlii reMorobiny 1o piBs Hwkde 10 r/m Big BuXigHOro piBHA Oyno 3adikcoBaHO y
10,0 % manieHTiB. Bunagkis 3HHKEHHS KOHIEHTpaIlii reMoriobiny Hrkde 8 /1 He Oyito.

V pamkax nociimkenns FUTURE-4 y 6 i3 13 HoBoHapomxerux 3 IIJII'H, sxi 3actocoByBaiu
OOCeHTaH, Bifi3HAYANOCS 3HIDKEHHS KOHIIEHTpAaIlii reMorio6iHy BiJl HOpMaIbHOTO Jiala3oHy Ha
BHXiHOMY DiBHi JO KOHIIEHTpAIlii, HUXYOl BiJl HIKHBHOI MEXi HOPMH, BIPOJOBXK JIKyBaHHI
IIperapaToM.

IToBinoOMJICHHS PO Mi03proBaHi Mobiuni peaxiil

[ToBimoMIeHHs Hpo Himo3proBaHi moGiuHi peakiii micis peectparii JKapchKoro 3aco0y mae
BAXJIMBE 3HAYEHHs. BOHHM J03BOJISIOTH IPOBOUTH OE3IMEPEPBHUI MOHITOPHHT CIiBBIIHOMICHHS
KOPHUCTE/PU3HK INOAO0 Iperapary. MemudHi MpaniBHUKY [TOBHHHI IOBIJOMIIATH IIPO Oyab-aKi
mijo3proBani mMoOiuHi peakiii 3a JONOMOTOI0 CXEMH JKOBTOI KapTKH, 3a IIOCHJIAHHSIM:

www.mbhra.gov.uk/yellowcard.

4.9 IlepenozyBaHHs

BoceHTaH 3aCTOCOBYBAIM y BHIVIAMI OJHOPa30Boi mo3u 10 2400 Mr y 310poBHX 0cib Ta B 7031
2000 Mr/mo0y BOpOMOBXK 2 MICSIB y TAIIEHTIB i3 3aXBOPIOBAHHAM, AK€ HE OyJIO JIETCHEBOO
apTepianbHOO Tineprensicro. HalyacTimmoro HeGaxaHow peakiiero OyB rojoBHUHM 011k JIerkoi Ta
TOMipPHOI IHTEHCHBHOCTI.

Hamipae mepe1o3yBaHHs MOKe IIPU3BECTH JIO BUPAXKECHOT apTepianbHol MIIoTeHsl, 10 BUMarae
aKTMBHOI  WIATPUMKA  (QYHKIIi  CepleBO-CYIHHHOI  CHCTeMH. Bmpomosx  mepiomy
TIiCISIpeeCTPalifHOrO  3aCTOCYBAaHHsI  IpemapaTy HOBIJOMIIUIA NP0  OJWH  BHIAIOK
HepeNo3yBanus, J¢ IUITKOM 90JioBidoi ctari Oyio mpuitasaro 10 000 Mr 6oceHTany Y HBOrO
Oy/d HasBHI CHMITOMH HyIOTH, OJFOBAaHHsI, apTepiadbHOi TiNOTEH3il, 3aIaMOpOYEHHI,
IIi[BHIIIEHO] ITIMBOCTI i HewiTKicTs 30py. Floro cTal MoBHICTIO HOpMai3yBaBcs epes 24 TOIMHH
3 MITPAMaHHSIM HAJICKHUX PiBHIB apTepialibHOro TUCKy. IlpumiTka: 6oceHTan HE BHBOIUTHCS
IIpY Jiati3i.

5.  ®APMAKOJIOTTYHI BJIACTUBOCTI

5.1 (I)apMaKO,III/IHaMiKa.

dapmakoTepaneBTHYHA Tpya: [Him anTrrineprer3uBHi 3acoou, kox ATX: C02KX01
Mexani3m nii

BocenTan — Ie HOABIMHMIA aHTArOHICT PELENTOPIB IO SHAOTENiHY 3 abiHHICTIO 0 000X THIIB
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perenrtopis 1o enoreniny — A i B (ETa i ETs). BocenTaH 3HMKYy€ SIK IETEHEBUH, TaK i CHCTCMHUH
CYIMHHHMM OMip, IO MPU3BOAMTE [0 301IBIICHHS CEPIEBOr0 BUKHTY 03 30UIBIICHHS YacTOTH
CEepIIEBUX CKOPOYEHb.

Hetiporopmon enmorenin-1 (ET-1) € omsuM 3 HaWNOTY)XHIMIMX BIIOMHUX Ba30KOHCTPHUKTOPIB,
SIKOMY TaKOX TIPUTAMAHHA 3MaTHICTh crpuauHaT (Gi6pos, mporidepanito KIiThH, rinepTpodiro
Ta pEMOJEIIOBAHHA MiOKapna, a TakoX InposamansHa mis. Lli edexru omocepenxoBaHi
3B’3yBaHHAM eHO0TeNiHy i3 penentopamu ETa i ETp, po3TamoBanuMu B €HIOTENI] i KIHTHHAX
rnajxmx M’ 318 cyun. Kornenrtpanis ET-1 y TkaH#HAX i m1a3Mi KPOBi I IBANTYETHCS IPH ASTKHX
CEepIIEBO-CY/IMHHAX 3aXBOPIOBAHHSAX i MATONOTI CIIONIYYHOI TKAHHHH, Y TOMY YHCHI JICTCHEBIiH
aprepiansHiit rimepremsii (JIAL), ckiepopepMmii, rocTpiif i XpoHidHill cepreBili HEOCTATHOCT,
imemii miokapma, cucTeMHil rimepreHsii Ta aTepockKieposi, IO CBIIYMTH IPO MATOTCHETHIHY
poms ET-1 mpu mux 3axBoproBaHHsX. [IpH JereHeBilf aprepianbHiil Timepremsii Ta cepieBiit
HEJOCTATHOCTI 3a BiJICYyTHOCTI AHTArOHI3My pEIENTOpiB IO eHJOTEeNiHy ICHYe CHIbHHH
KOpENAIiHHAE 3B’ 430K MK TifBUIIeHO0 KOHIeHTparieo ET-1 Ta TOKKICTIO 1 POrHO30M IHX
3aXBOPIOBAHb.

Bocenran xoukypye 3 ET-1 Ta immumu ET-nentugamu 3a 38’s3yBanHs K 3 penentopamu ETa,
TaK i 3 penenropamu ETg, i3 semo Bumoro adinnictio fo penenropis ETa (Ki = 4,1-43 uM)
nopiBEsHO 3 adinmicTio mo penentopis ETs (Ki = 38730 BM). Bocentan € crenuiqaum
antaromicrom ET-perenTopis Ta He 3B’ 3y€ThCA 3 IHIIMMH PEIEITOPAMH.

EdexruBHIiCTh

Mopeni TBapuH

YV TBapHH i3 JIEr€HEBOIO TiNEPTEH3I€I0 TpUBAJIE IIEPOpANbHE 3aCTOCYBaHHA OOCEHTAHY
IIPU3BOJIMIIO 10 3MEHIIEHHS JIET€HEBOrO CyAMHHOTO OIOPY JO perpecii rimeprpodii nereHeBux
CyZMH Ta IPaBOro NUIyHOYKa. Y MOJENIX TBapHH i3 Gibpo3oM yerens OOCEHTaH MPU3BOIUB 1O
3MEHINEHHS HAKOITMYCHHS KOJIareHy B JIETCHSX.

EQeKTUBHICTE y H0POCIHX MAIEHTIB 3 IETEHEBOIO apTEPialbHOIO MIEPTEH3IEI0

By70 IpoBeieHo 1Ba paHAOMi30BaHi, mo/BiliHi ciimi, GaraToleHTpoBi mIane60-KOHTPOIbOBAHI
JocHipKeHHs 3a ydacTio 32 (mocmimkxenus AC-052-351) i 213 (mocmimxenms AC-052-352
[BREATHE-1]) nopocnux namientis i3 JIAT III-IV xiacy 3a QyHKI[iOHAIBEHOO KiacH(piKaiieo
BOO3 (nepsurHa abo BTOpUHHA JIETeHeBa MiepTeH3is, TOJIOBHUM YHHOM CKIepojepmia). Yepes
4 Twxui npuifomy BocenTtany y mosyBaHHI 62,5 Mr 2 pash Ha [00y HiITpUMYIOYi IO3H, IO
BHBYAINCA Y X JOCIIIDKEHHX, cTaHoBmiH 125 mr 2 pasu Ha 100y y mocmimkerni AC-052-351
ta 125 Mr 2 pasu Ha 100y i 250 mr 2 pasu Ha 100y y mocmipkerni AC-052-352.

Bocenran 3acTOCOBYBaBCS K JIOJATKOBHH IIpenapaT A0 Tepallii, Ky NallleHTH BXKe OTPHMYBaIH,
IO MOTJIa BKJIFOYATH KOMOIHAI(I0 aHTHKOATYJIAHTIB, Ba30AMIATATOPIB (HAIPHKIIAM, OJI0KaTOpiB
KaJIbI[iEBUX KaHAiB), MIypeTHKIB, OKCHUIE€HOTEepamii Ta M[WIOKCHHY, ajle He BKIoYaia
emonpoctenoi. Korrpoiuem Oyo mianedo pa3oM i3 HAIBHOIO TEPAIIEIO.

[IepBHHHOIO KiHIIEBOIO TOYKOIO B KOKHOMY 3 JOCTIIKeHb Oyla 3MiHa IpOHAEHOI BlICTaHI
BIIPOJIOBK 6 XBHIIMH depe3 12 THXKHIB B MEPIIOMY JOCTIPKEHHI 1 gepe3 16 THXKHIB — B APyroMy
Jocmipkenni. B 000X OCHIDKEHHSX JIIKYBaHHS OOCEHTaHOM IIPH3BOAMIIO JO 3HAYHOIO
301IBINEHHST 3aTHOCTI TepeHocuTH (iswdaHe HaBaHTaXeHHS. [lnanebo-kopurosaHi 30LIbIICHHS
PO IEHO] BiCTaH] MOPIBHSAHO 3 BUXiIHUM piBHeM cranoBmwd 76 metpis (p = 0,02; t-rect) Ta 44
metpu (p = 0,0002; U-rect Manna-YiTHI) Ha TEpBUHHIM KIHIEBIH Todlll UIL KOXXHOTO
JOCIiKen s Biqnosinmo. BigMirnocTi Mixk mumu nBoma rpymamu (125 mr 2 pasu Ha 100y 1
250 mr 2 pasu Ha 100y) He OyiId CTATHCTHYHO 3HATYIIUMHE, ajle iICHY€ TEHICHIIS IO IOJIIITEHHs
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TOJIEPAHTHOCTI 10 (hi3M9IHOro HAaBAHTAXKEHHS Y IPYII HAII€HTIB, SIKI OTPEMYBaIX OOCEHTAH y 1031
250 mr 2 pa3u Ha 100y.

301nBIIeH S IIPOHIEHOI BiCTaHI CHOCTEpIranocs depe3 4 THXKHI JIKyBaHHS, OyJIO OYEBHIHHM
4yepe3 8 TYDKHIB JIKyBaHHS Ta IiATPUMYBAIOCS 110 28 THKHIB HOABIMHOTO CIINOrO JiKyBaHHS B
HiKaTeropii MOMyImii aIieHTiB.

IIpu peTpoCIIeKTHBHOMY aHai3i JaHUX IAIi€HTIB, SKi BiIIOBLIM HA JTIKYBaHHS, 110 IPYHTYBAIOCS
Ha 3MiHaX IpoHeHoi BifcTaHi, GyHKIIOHATEHOMY Kilaci 3a kinacudikamiero BOO3 ta HasBHOCTI
3aJIMIIKH, cepel 95 narienTiB, paHJOMi30BaHUX Y TPYILY, siKa OTpUMyBaia 60ceHTaH y 1031 125 Mr
NiBa pa3H Ha 100y B paMKax IIIare60-KOHTPOIEOBAHUX JOCIIDKEHB, Ha 8 THXHI y 66 manicHTis
OyJ10 Bi[3HAYEHO HOKpPAIIEHHS CTaHy, CTaH 22 MaIi€HTIB 3aIMIIaBCs cTabiIbHUM 1 y 7 IaIlieHTiB
Bi/[3Ha9anocs noripmeHHs crany. Cepen 22 Nali€eHTIB, CTaH SKUX 3aIMIIABCA CTaOLILHEM Ha 8
THDKHI, y 6 IaIli€eHTIiB Bif3HAYAIOCS MMOKpAIleHHs cTaHy Ha 12/16 TwxkHi i B 4 mamieHTiB cran
IOTIPIMMEBCS TOPIBHAHO i3 BuXinHuM piBHeM. Cepex 7 mallieHTiB, CTaH SKHX MOTipIIEBCS Ha 8
THDKHI, Y 3 TallieHTiB BiI3HAYaIOCs IOKpaIleHds cTany Ha 12/16 TmkHi i B 4 mamieHTiB cral
HOTiPINTHBCS MTOPIBHIHO 3 BUXIIHUM PiBHEM.

[HBa3MBHI reMOIMHAMIYHI TOKA3HUKHU OITiHIOBAIUCS TIILKH B nepmomy JociipkerHi. JlikyBanas
OOCEHTaHOM INPH3BOMWIO 10 3HAYYINOrO 30iIbIICHHS CEpLIEBOTO 1HIEKCY, acOI[iHOBAaHOTO 31
3HAYYIIUM 3HIDKCHHSIM JIETCHEBOIO apTepiallbHOTO THCKY, JIETEHEBOTO CYIMHHOIO OIOpY Ta
CEPEIHLOI0 3HAYEHHS THCKY B IIPABOMY II€PEICEPIi.

Ilpu mikyBamHi GOCEHTAHOM CIIOCTEpIranocs 3MEHIIEHHS BHPAKEHOCTI CHMIITOMIB JIETE€HEBOT
apTeplabHOi rineprensii. Y marnienTiB, ski 0OTpuMyBamu GOCEHTaH, CHOCTEPIraTocs IMOKpAIIeHHs
P BU3HAYCHHI CTYIEHs 33 JUIIKH IIiJ{ 9ac TeCTiB i3 Xomp6010. Y pamkax mociimkerss AC-052-
352 Ha BuxinHomy piBHi 92 % 3 213 nanientis Gynu Binmeceni o I GpyHKIiOHANBEHOrO KIIacy 3a
kiacudixaniero BOO3 a 8 % — no IV dpyuxuionansHoro kinacy. JlikyBaHHS 60CEHTAHOM CIIPHSUIO
IOKPAIIECHHIO IMO010 (QYHKIiOHAIBHOro Kiacy 3a kiacubikamicro BOO3 y 42,4 % mauientis
(mopiBusino 3 30,4 % y rpymi mianeGo). 3aranbHa 3MiHa (YHKIIOHANLHOTO Kiacy 3a
kinacudikanieo BOO3 y pamkax IBoX HOCTiPKeHb Oyia 3HAYYINO KPamoo cepe;t MAIi€HTIB, SKi
OTpHMyBalHd  OOCCHTaH, TOPIBHAHO 3 MAIlieHTaMH, SKi OTpuMyBamH Iutane6o. JIiKyBaHHs
bocenranoM Oyo acomiffoBane 3i 3HAYYIMM 3HIKCHHSM PiBHS MOTipIIeHHs KIIHIUHOI KapTHHI
depes 28 TIKHIB nopiBEHO 3 mwrane6o (10,7 % nopisusuo 3 37,1 % Bigmosixmo; p = 0,0015).

Y paHIoMi30BaHOMY IIOZBIMHOMY CIHIIOMY GaraTOIEHTPOBOMY HOCIL/UKEHHI 3 BUKOPHUCTAHHAM
mnane6o (AC-052-364 [EARLY]) 185 mamienris i3 JIAT Il dymxmiomamsHOro Kimacy 3a
krnacudikamiero BOO3 (cepens mpoiineHa BifcTaHb HPH TECTi 3 6-XBIIMHHOI XOM6600 Ha
BUXIJHOMY piBHi cTaHOBHIA 435 MeTpiB) OTpEMyBaTH 60CeHTaH ¥ 1031 62,5 Mr 2 pasu Ha 000y
IPOTATOM 4 THOKHIB i3 OAATBIIIM TIprioMoM 125 mr 2 pasu Ha 106y (n = 93) aGo mwianeGo (n=
92) mpoTsrom 6 MicAiB. BKioueHi y JOCIIKeH S NAIiEHTH He OTPHUMYBAJIA HiSKOTO JIKyBaHHS
3 TIPHBOJY JICreHeBOI aprepianbHOi rimeprensii (n=156) a6o orpumysamu cmnmeHadin y
crabinpHOMY 03yBaHHi (n = 29). KoM6iHOBaHMMY IIEPBHHHAMY KiHIIEBAME TOUKAME Oy 3MiHa
Y BIACOTKax jiereHeBoro cyauuHoro omopy (JICO) HOpIBHSHO 3 BEXimmuM piBHEM Ta 3MiHa
HPOUIEHOT BIJICTaHi BIPOAOBX 6-XBHIMHHOI XOIB0H Ha 6 Micsii HOPIBHSHO 3 BUXIIHAM PiBHEM
y TOpiBHSAHHI 3 Tanme6o. Y Talmmui Hwkde HaBeNeHi pe3yIbTaTh aHaJi3y, IOIEPEIHbO
BHU3HAYEHOTO IIPOTOKOJIOM.

JICO (mmn.cex/cmd) Ilpoiinena Bincrans BOPOAOBIK
6-XBHIMHHOI X0AK0H (M)
[Imane6o Bocentan [Drane6o Bocenran
(n=88) (n=80)- (n=91) (n=86)
e
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Buxinawii piseas (BL); 802 (365) 851 (535) 431 (92) 443 (83)
Cepe/IHE 3HAYCHHS
(cTanmapTHE BiIXUJICHHS)
3MiHa TOPIBHSHO 3 128 (465) -69 (475) -8 (79) 11 (74)
BUXIJTHUM PIBHEM;
Cepe/IHE 3HAYCHHS
(cTaHmapTHE BiAXUICHHS)

EdexT Big niKyBaHHS -22.6% 19
95% JII -34, -10 -4,42
p-3HAYEHHS <0.0001 0,0758

JICO = nereuneBuii CyIMHHMIA OIIIp

JlixyBanHst 60ceHTaHOM OyJI0 OB’ sI3aHe 31 3HYDKCHHSM PiBHI IOTiPINEHHS KIIIHIYHOI KapTHHH, 1110
BH3HAYAETHCS SIK MOEIHAHHS MPOTPECYBaHHS CHMIITOMIB, OCIITANI3aMil 3 IPUBOIY JIETEHEBOL
apTepianbHOI rinepTeH3ii Ta JeTabHAX BUITAKIB, IOPIBHSHO 3 IUIAIe00 (IIpoNopIiifHe 3HUKEHHS
pusuky Ha 77 %, 95 % I 20-94 %, p = 0,0114). Edexr Bin jiikyBaHHS OyB BH3HAYCHHH
IIOKpAIEeHHsIM TaKOT0 KOMIIOHEHTA, SIK POTPECYBaHHS CUMIITOMIB. ¥ rpyIi O0ceHTaHy OyB OJHH
BHIAJI0OK TOCIiTai3alii, MOB’sS3aHMWi 13 MOTIPIIEHHSM Iepediry JereHeBoi aprepialbHOL
rimeprensii, y rpymi mrane60 — TpH BHIAIKA TocHiTamizamii. Y KOXHIA 13 Ipyl JiKyBaHH
BIPOJOBX 6 MiCSIiB IOJBIMHOIO CIIOr0 JOCIIKEHHS Oyio 3adiKCOBaHO TiJIBKU IO OJTHOMY
JETATGHOMY BHIIQJIKYy, Y 3B’S3Ky 3 YHM HE MOXHA 3pOOHMTH JKOIHHUX BHCHOBKIB IIOJO
BUPKHBAHOCTI.

Binaneni pesynsraru Oynu copMoBaHi Bix ycix 173 marieHTiB, ski 3aCTOCOBYBAIM OOCEHTaH Y
KOHTpPOJIhOBaHi# ¢a3zi i/abo sxum 1uianedo Oyiio 3aMiHEHO Ha OOCEHTAH y BIKPHUTIN PO3IMHUPEHIN
¢azi mocmimxenus EARLY. Cepemus TpuBamicTh JIKyBaHHS OOCEHTaHOM CTaHOBWJIA 3,6 +
1,8 poky (mo 6,1 poky), npuuomy 73 % mamieHTiB OTPHMYBAJIH JIKYBAaHHS HE MEHIIE 3 POKIB i
62 % - e Menme 4 pokiB. ITamieHTH MOIIM OTPEMYBAaTH IOAATKOBE JIKYBaHHS 3 HPUBOIY
JIET€HEBO1 apTepialbHOI TinepTeH3ii BIMMOBIAHO /10 HEOOXITHOCTI ¥ BIAKpUTIH po3mmpeHii dasi
JIOCTIKEHHSL.

V 6uremocti mamieHTiB Oynia AiarHOCTOBaHA igiomaTHYHa abo CrajKoBa JIETEHEBa apTepialbHa
rimeprensisa (61 %). 3aramom 78 % namienTiB Hanexamu 10 Il ¢yHKIioOHANEHOTO KiTacy 3a
knacudikaniero BOO3. Ipoanarizosane 3a Kammanom—MaiiepoM BrkuBarHs cranoBriIo 90 % ta
85 % uepe3 3 Ta 4 poxu miciII HOYATKY JIiKyBaHHS BimoBinHO. Ha nanux yacoBux Toukax y 88 %
Ta 79 % manieHTiB He Bi3HAYAJIOCH HOTIpIIEHHS Iepediry JereHeBol apTepianbHOl rimepTens3ii
(Imo BHM3HAYATOCH SIK JETATPHME HACHIZOK i3 yciX HmpwdwH, noTpeda y TpaHCIUIAHTAIIl JIETeHb,
IepecepAHil cenTocToMii ab0 BHYTPIITHEOBEHHOMY UM IIi IIIKIPHOMY BBEJEHHI IPOCTAHOIIB).
ITpo BimHOCHI IepeBary MONEPeIHFOr0 3aCTOCYBAHHS IUIane6o y mo aBiiHo-cimii ¢asi Ta inmux
IpenapariB, 3aCTOCYBAHHS SKUX PO3MOYMHAIOCH y BiAKPHTIH po3mmpeHii (asi mocimimKeHHs,
HEBIOMO.

Y mpocmekTHBHOMY 0araTOLIEHTPOBOMY paHIOMI30BAaHOMY IMOABIHHOMY CliloMy Iane6o-
KOHTponsoBaHOMy JociimkeHHI (AC-052-405 [5]) mamients i3 JiereHEBOIO apTepiabHOIO
rimeprensiero III dymxnionansroro ximacy i cumapomom EizeHmenrepa, HOB’S3aHHM i3
BPOJDKEHOIO BAJIOI0 CEPIlA, OTPUMYBaIK OOCEHTaH y 1031 62,5 Mr 2 pas3u Ha 100y mpoTsrom 4
TYDKHIB, DOTiM 1m0 125 Mr 2 pasu Ha 106y npotsarom HacTymaux 12 TmxHIB (n = 37, 3 axkux y 31
namienra 6yB JBOOIYHUM IMYHT i3 HEPEeBaKHUM CKHIAHHAM KPOBi cIipaBa HaliBo). OCHOBHOIO
METOIO JIOCIi/PKEHHS OyB ZI0Ka3 TOro, IM0 GOCeHTaH He moripiuye rinokcemiro. Yepes 16 THKHIB
CepeiHsa HaCHYEHICTh KMCHEM y Tpymi 6ocentany 36impimiiacs Ha 1,0 % (95% JII -0,7 %-2,8 %)
MOPIBHSAHO 3 TIpymoio Iuanedo (n = 17 mamienTiB), IO CBIAYMTEL PO Te, IO OOCEHTAH HE
HOTipIIyBaB TiMOKceMito. Y Tpymi 6OCEHTaHy Bia3HA9anoch 3HAUYINE 3HIGKEHHS CEpeIHBOTO
JIETCHEBOT'O CYAUHHOI0 OIOPY (IPH IEOMY €hEKT IEePEBaXKHO CIIOCTEPIraBCs y I ArpyIi MaieHTiB




i3 IBOGIYHMM BHYTpPIIIHBOCEPIIEBHM IMYHTOM). Uepe3 16 THKHIB cepefHE IIIanedo-KopuroBane
36iTBIIEH S TIPOMIEHOT BiZICTaHi BIPOXOBXK 6 XBHIMH cTaHOBHIO 53 metpu (p = 0,0079), mo
CBi[MUTH PO IiJBHINEHHS 3[ATHOCTI MEPeHOCHTH OI3HYHI HABaHTaKEHHA. 26 MNaI[i€HTIB
TIPOIOBKYBATH OTPUMYBATH GOCEHTaH y paMKax 24-TrkHeBo] BifkpuToi posmuperoi pasu (AC-
052-409) nocnimxenns BREATHE-5 (cepemss TpuBamicTs nikyBauHs = 24,4 +2,0 TwxHi) ,
3a3BHYail e)EeKTUBHICTD IMiATPUMYBAJIACE.

BinxpuTe HekoHTposoBaHe mocuimkenns (AC-052-362[4]) Gymo mposeneHo y 16 marmieHTis i3
JIAT 1II ¢ymxnionamsHOro Kiacy 3a kinacudikaniero BOO3, nos’szanoro i3 BlI-imdexiiero.
[TanienaTn oTpuMyBanu 60ceHTad y 1031 62,5 Mr 2 pasu Ha Jo0y IPOTAroM 4 TIKHIB, a IOTIM Y
mo3i 125 mr 2 pasu ma o6y mpotsroM HacTymHuX 12 TeokHiB. [Ticng 16 TwkHIB TiKyBaHHS
CIIOCTEpITaiocs 3HaYHe MOJINIMIEeHHST (i3U9HOI Ipane3faTHOCTI MOPIBHAHO i3 BUXI/JHUM PiBHEM:
cepeHe 301BINeHHS TPOUICHOT BiICTaHi BIPOJIORXK 6 XBUIUH CTAaHOBHIIO 91,4 MeTpa 101aTKOBO
1o 332,6 Metpa, sKi B cepeIHBOMY Bin3Hauaiwcs Ha BaXimHoMy piBHI (p < 0,001). He moxua
3po0uTH KOMHEHX OGQINifHMX BHCHOBKIB INOJO BIUIMBY OOCEHTaHy Ha e(QEKTHBHICTH
AHTHPETPOBIPYCHUX IpemapaTiB (IuB. po3ail 4.4).

Jlocmikens, ki 6 CBiMYMIM MPO MO3UTHBHUEN e(eKT JNiKyBaHHS OOCEHTAaHOM HA BHJKHBAHH,
nemae. OJHAK, BiJUaJIeHUH XUTTEBUN cTaryc OYB 3apeecTpoBaHdil y BeiX 235 mamieHTiB, sKi
3aCTOCOBYBAIM OOCEHTaH B paMKax JBOX 0a30BHX IUIane00-KOHTPOIHOBAHUX JOCTiKeHb (AC-
052-351 ta AC-052-352) ta/abo B paMKax iX JBOX HEKOHTPOJIHLOBAHMX BIIKPUTHX PO3LIMPEHHX
¢a3. CepenHs TpUBAIiCTh 3aCTOCYBaHHS OocenTany craHoBmwia 1,9 £ 0,7 poky (MiHIMaibHA
tpuBamicts: 0,1 pOKy; MakcHMaibHa TpPHBAICTH: 3,3 pOKy), a cepeqHs TpPHBATICTH
criocTepeskenHs 3a nanienramu — 2,0 + 0,6 poxy. BinbImicTs manienTiB Many Aiargo3 - IepBUHHA
nereHeBa rimeprensis (72 %) Ta Il pynknionansHui kiac 3a Kiacudikaniero BOO3 (84 %). ¥
il 3aranbHil momysnii npoanaizosane 3a Kammanom—Maiiepom BHXXHBaHHS CTaHOBHIO 93 %
ta 8 % 4depes 1 Ta 2 pokH micHs MOYaTKY JIKyBaHHS 00CEHTaHOM BiJIOBiMHO. OIliHEHE BHYKMBAHHS
OyJI0 HIDKYHM y MiATPYII MAI[iEHTIB i3 BTOPHHHOIO JIETEHEBOIO apTEpialIbHOIO TiNEPTEH31E0 Ha
TJI CHCTeMHOI cKiiepoepMii. Ha omiHKy Moria BIUTMHYTH 1HiNiaIlis JTIKyBaHHS €IIOIPOCTEHOIOM
y 43 3 235 marieHTis.

JlocITi IKeHHS TIPOBEICH] CePeT MITEH i3 JISTEHEBOIO apTePlalIbHOIO TiIePTEH31EI0

BREATHE-3 (AC-052-356)

BocenTan OyB OIiHEHHH Y BiIKPUTOMY HEKOHTPOIBOBAHOMY MOCTiKeHHI y 19 mamieHTiB
JUTSIOTO BIKY i3 JIETEHEBOIO apTepiayibHOIO rinmeprensiero (Bikom Bing 3 mo 15 pokis). [lane
JTOCJTIIKCHHSI TOJIOBHEM YAHOM OYJIO CIIPOEKTOBAHE sIK (PapMaKOKiHETHYHE JOCIIHKCHHS (JUB.
po3xin 5.2). IamienTH Manu IepBHHHY JereHeBY rimeprensito (10 marieHTiB) abo JereHeBY
apTeplaJibHY rinepTeH3ito, OB’ sI3aHy 13 BPOKEHUMH BagaMu ceprul (9 mamienTiB), Ta vV HEX OYB
BH3HAYCHUU Ha BHXimHOMY piBHI Il (n= 15 marientiB, 79 %) a6o III (n =4 nmamiestu, 21 %)
byHKIiOHATRHIN KiIac 3a knacubikaniero BOO3. Ilamientn Oymw mojiieHi Ha Tpd TPy 3a
Maco¥I0 TijIa Ta OTPUMYBaJIA OOCEHTaH BIPOAOBXK 12 THxHIB. [10JI0BHHA MAIIEHTIB Y KOXKHIH IpyIIi
BXX€ OTPHUMYB&IH JIKYBaHHS €IOMPOCTEHOJIOM BHYTPINIHBOBEHHO, 1 J103a EIOIPOCTEHOIY
3aJIMIIaacs cTablIbHOIO BIPOJOBXK MEPIOLy JOCIIHKEHHS.

I'emomuHaMiuHi TOKa3HMKH BuMiproBanmn y 17 mamieHTtiB. Cepemne 301JIBIIEHHS CEPIIEBOIO
iHIeKCy TIOPIBHSAHO 3 BEXiJHHM piBHEM cTaHOBHIO 0,5 1/XB/M?, Cepe/lHe 3HIDKEHHS CEepeIHBOr0
JIETEHEBOT'0 apTepialbHOTO THCKY — 8 MM PT. CT., a CEPEHE 3HWKEHHS JISTEHEBOTO CYJUHHOTO
omopy — 389 mum.cex-cm . Taki MOKpaIeHHS T'eMOJMHAMIYHUX ITOKA3HHKIB HOPIBHAHO 3
BHUXIJHAM DiBHeM OyiH MOJIOHUMH MiX Halli€HTaMH, HE3aJIeKHO BiJ{ TOTO, YU 3aCTOCOBYBAIU
BOHH OJTHOYACHO €IIOIIPOCTEHO. 3MiHH B pe3yIbTaTax TECTiB 13 (i3WYHIM HaBAHTAKEHHSM Ha 12
THOKHI TIOPIBHSHO 3 BHXIJHHM piBHEM OyJIM BHCOKO BapiaOelbHHMH, i JKOAHA i3 3MiH He Oyia
3HAYYIIOIO.




FUTURE 1/2 (AC-052-365/AC-052-367)

FUTURE 1 siBisino co60ro BiKpHTe KOHTPOJILOBAHE JOCIIUKEHHS, y paMKax SKOro 0OCEHTaH
3aCTOCOBYBAIH y (hOPMi IUCIIEProBAHUX TAGIETOK Y IILATPIMYIOUii 1031 4 MI/KT J[Ba pasu Ha 00y
B 36 manieHTiB BikoM 2—11 pokis. Jlane MOCTiIKEHHS TOJIOBHUM YHHOM OyJIO CIIPOEKTOBAHE SIK
dbapmakoxigeTmare mociimpkenns (muB. posain 5.2). Ha BuximHOMy piBHI y mamieHTiB Oyia
imiomarmama (31 mamient, 86 %) aGo cimeiina (5 mauieHTis, 14 %) nereHesa aprepianbHa
rimeprensis Ta 6ys BusHadenwmii I (n =23 mamientu, 64 %) abo III (n= 13 mamientis, 36 %)
dyaxmionanmsHmi Kiac 3a kinacudikaniero BOO3. Y nocmimkerni FUTURE 1 meniana TpuBanocti
IOCIiPKYBAaHOTO JiKyBaHHs cTanoBwia 13,1 Twkes (niamason: 8,4-21,1). 33 3 muX malieHTiB
OTpEMyBaIIH Ge3nepepBHe TiKyBaHHs GocenTanoM y GopMmi moapi6HIoBaHHX TabNETOK y /031 4
MI/KT JIBa pa3d Ha Jo0y B paMKax HEKOHTPOJIbOBAaHOI po3umperoi dasu goctimkenns FUTURE
2 3 Me/IiaHOIO 3aralbHOI TPHBAIOCTI JTiKyBaHHs 2,3 poky (aiamason: 0,2—5,0 pokis). Ha BuxigHomy
pisHi nocmimkeras FUTURE 1 enonpocreron npuiiMany 9 mamieHTiB. Bopomox 1ociiHKeHHS
y 9 mamienTiB 6yia po3moyaTa HOBa CrienudidHa MeIUKaMEHTO3Ha Tepallisd 3 IPUBOJLY JIETCHEBOT
aprepianpHOi rineprensii. [Ipoanaiizosamuii 3a KannanoM—MaiiepoM iepiof mepebiry JereHeBol
apTepiagbHOi TrimepTensii 6e3 moripiueH s KIiHIYHOI KapTHHH (JeTaJbHHM HACIiIOK, II0Tpeda B
TpaHCIUIAHTAI] JIereHb a60 rocIiTati3anis 3 IPHBO/LY HOTipIIEHHS KIiHIYHOT KapTHHY JIETCHEBOT
apTepiabHOI TimepTeHsii) BIpoxosx 2 pokiB Oye BimsHauenuit y 78,9 %. IlpoananizoBane 3a
KamtanoM—MaifepoM 3aranrbHe BIDKHBAHHS BIOPOJOBX 2 pOKiB Gyno BimsHauene y 91,2 %
TIaIli€HTIB.

FUTURE 3 (AC-052-373)

V IhOMY BiIKpHTOMY paHIOMI30BAHOMY JOCIIIDKEHHI i3 3acTOCyBaHHSIM GoceHTaHy y (bopmi
JUCIEProBaHuX TabneTok mo 32 Mr 64 juTuHM 3i CTaOLIGHOIO JIET€HEBOIO apTEPialbHOI0
rinepreHsiero BikoM Bij 3 micsuiB g0 11 poxis Oy paHmoMi3oBaHi I JTiKyBaHHS GOCEHTaHOM
BIIPOJIOBK 24 TEDKHIB y 1031 2 MI/KT jiBa pasu Ha 100y (n = 33) abo B 031 2 MI/KT Tpu pasu Ha
106y (n=31). 43 (67,2 %) nuruau Gy BikoM Bix 2 o 11 pokis, 15 (23,4 %) aireit — Bin 1 1o 2
pOKiB i 6 (9,4 %) miteit — Bix 3 micsuis g0 1 poky. JlaHe JOCIiIKEHHSA TOJOBHAM YHHOM OyIIo
CIIPOEKTOBaHE K (apMakoKiHeTHuHe pociikeHHs (quB. Posmin 5.2), 1 KiHIEBI TOYKH 1IOZO
e()eKTHBHOCTI OyIM TUIBKA IIOIMYKOBHMH. 3a eTiooriero, Bimmosimao mo kimacudikamii [lama
IToinT, nereHeBa aprepianbHa Timeprensis Oyna imiomarmdHo0 (46 %), cmamkosoro (3 %),
acomiffoBaHOIO 3 KOPEKIiHUM XipypriynuM BTpydaHHsM Ha cepri (38 %) Ta acomiiioBaHOIO i3
BPODKEHOIO BAJIOI0 CEpIisl 3 HASBHICTIO CHCTEMHO-JET€HEBHX IMYHTIB, BKIIOYAIOYH CHHIPOM
Eitzenmenrepa (13 %). Ha mowarky iikyBaHHS y paMKaX JOCTIUKEHHS y Tali€eHTiB OyB
su3Havennii I (n = 19 manienTis, 29 %), I (n = 27 nauiexris, 42 %) ado III (n = 18 namienTis, 28
%) GysKmioHambHEM Kiac 3a kiacudixamiero BOO3. Ha MOMEHT BKIIOUEHHS Yy JOCIIDKEHHS
MAI[i€HTH OTPHMYBAJIH MeUMKAMEHTO3HY TEPAIIiio 3 IPUBO/IY JIereHeBo1 apTepiabHo] rinepTensii
(maitgacrime — inribiTop dpocdomiecrepazu-5 (cunnenadin) sk MoHoTeparmio (35,9 %), 6ocenTan
sk moroTepamiro (10,9 %) Ta xombinarito 6ocenTany, ionpocty Ta cunperadiny (10,9 %)), axy
BOHH MPOJIOBXXYBAIH OTPUMYBATH BIPOJOBXK JOCIIPKEHHS.

Ha mogarky JOCIIKEHHs MEHIIE MOJIOBUHU BKITIOYCHHUX Y NOCIIIKEHHS ManieHTiB (45,3 % =
29/64) oTpuMyBaiH TilbKE OOCEHTAH SIK MOHOTepaIito (6e3 KoMOiHanil 3 IHIMMH IpenapaTaMu)
JUIsL JIIKyBaHHs JiereHeBoi aprepianpHol rimeprensii. 40,6 % (26/64) mamieHTIB 3aCTOCOBYBAIIA
nume GOCEHTaH y BUIJLII MOHOTepamii mpoTsroM 24 THKHIB JOCIIDKEHHS, HE BiAYyBaroud
noriprrensst JIAT. AHaii3 3araqpHOT MOMYJIAIIT BKIIOYCHIUX Hali€HTIB (64 NallieHTH) IOKa3aB, 110
y OLIbIIOCTI MAIi€HTIB CTAH 3aIMINaBCs MpHHAAMHI cTaOLIPHEM (TOOTO HE BII3HAYAIOCH
HOTIpIIEHHs] CTaHy) Ha MJICTaBl OI[HKH HEmeqiaTpUIHOro cHenupiyHOro (yHKIIIOHAIBHOTO
kiacy 3a kinacudikauiero BOO3 (97 % y rpymi, sika oTpuMyBaia mperapar 2 pasu Ha 100y, 100 %
y TpyIl, sSKa OTpUMyBaJla Iperapar 3 pasu Ha 100y) Ta 3arajbHOl KIIHIYHOI JIIKAPCHKOI OIIHKH
(94 % y rpyui, sKa OTpEMyBaja Ipemapar aBa pasu Ha 100y, 93 % y rpymi, sKa oTpuMyBaa
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mpenapar 3 pasu Ha 100Y), siKi Oyiu poBeIeHi BIPOIOBXK Iepiofy JiKyBaHH:. [IpoananizoBaHuH
3a Karranom—Maitepom mepiof; mepebiry iereHeBoi aprepianbHoi rineprensii 6e3 moripmeHHs
KITHIYHOT KapTuHH (JIeTATPHAN HACIIIOK, MoTpeda B TpaHCIUIAHTAMil JIereHb a0 roCIiTami3alis
3 MPUBOJIY MOTIPIICHHs KIIHIYHOI KapTHHU JIETCHEBOI apTepianbHOl rimepreHsii) BOpogoBx 24
TYOKHIB OyB BijsHauenuit y 96,9 % ta 96,7 % y rpymi, sika OTpEMyBaja opemnapar 2 pasd Ha 100y,
Ta y IpyIi, sKa OTpEMyBajia Ipernapat 3 pa3u Ha 100y BiAIOBIIHO.

JIoKa30BHX JaHHX MIONO OyAb-aKoi KIiHiYHOI IepeBard J03yBaHHS 2 MI/Kr 3 pasd Ha 100y
MOPIBHSHO 3 JIO3yBaHHAM 2 MI/KT 2 pa3u Ha 00y BUSIBJICHO He OyII0.

JlocmiKeHH s, TPOBEEHe cepel HOBOHAPOPKCHUX 3 MEPCUCTYIOUOO JIET€HEBOIO apTepialbHO0
riIepTEH31€0 HOBOHAPOMKEHIX

FUTURE 4 (AC-052-391)

I[le Oyno mojBiiiHe ciime, IIaNe60-KOHTPOJIBOBAHE, PpAHIOMI30BaHE MOCIIDKEHHS Y
HeIOHOIMEHUX a0 JOHOIIECHMX HOBOHApPODKeHHX (recTariifnmii Bik 36-42 Twxwi) 13 ITJIIH.
[TarienTn, y SKUX BiA3Ha4Yajach CyOONTHMaTbHA BIANOBiAs HA iHTALIHHWNA OKCHZ a30Ty,
HE3BaKarO4UM Ha Oe3nepepBHE JIIKyBaHHs IPUHANMHI BIIPOJOBXK 4 TOJIMH, OTPHMYBAJIU JIIKYBaHHS
6ocentanoM y (opMi aucrepropanux TableTok y mo3i 2 MI/KT ABa pasm Ha 100y (n = 13) abo
wiare6o (n = 8) yepe3 Ha3oracTPaIbHUM 30H] SK JOAATKOBY TEPAIIIO 10 iHraJIsImifHOIO OKCHIY
a30Ty [0 IIOBHOIO BiJIyd4eHHs BiJ IHrauAmMiHHOrO OKCHAY a30oTy abo Jo KOHCTaTamil
Hee(eKTUBHOCTI JiKyBaHHs (L0 BU3HAYAIOCH K MOTpeba B eKCTPaKOpHOpalbHill MeMOpaHHiH
okcureHarii [ECMO] abGo B imimiamii 3acToCyBaHHS aJIbTEPHATHBHOIO JIETEHEBOI'O
Ba30IUJIATATOPA) Ta MAKCHMAaIBHO BIIPOJOBXK 14 IHIB.

Memiana TpUBaJIOCTI JIIKyBaHHS y paMKax JOCIIDKeHHS cTaHoBMIA 4,5 (miamazon: 0,5-10,0) nus
y rpymi 6ocenTany Ta 4,0 (mianazon: 2,5-6,5) nHi — y rpymi mianebo.

OTpuMaHi pe3yabTaTH He BKa3yIOTh Ha J0JaTKOBY IepeBary OOCEHTaHy B Iiif rpyIIi Hali€HTiB:

*  Meniana gacy 0 ITOBHOTO BIITy9eHHS BiJl IHTISIIHOTO OKCHY @30Ty CTaHOBMIA 3,7 IHA
(95 % I 1,17; 6,95) y rpymi 6ocentany Ta 2,9 aus (95 % JII 1,26; 4,23) y rpyni miane6o (p =
0,34).

*  Mepniana yacy /0 HOBHOTO BiUTyYeHHS BT INTYYHOI BEHTHIIAIIL jtereHiB ctanosuia 10,8 nua
(95 % I 3,21; 12,21) y marieHTiB, ski orpumyBam Oocentan i 8,6 mas (95% JII 3,71; 9,66 ) y
MaIi€eHTIB, sKi oTpuMyBaH wianedo (p = 0,24).

* B oxmoro namnienTa i3 rpynu 60CeHTaHy BiJ3Ha4eHO Hee(eKTUBHICTE JiKyBaHHS (TI0Tpeda B
eKCTPaKOpIOpabHii MeMOpaHHill okcureHamii, BiZIMIOBIHO 0 BU3HAYCHHS B IPOTOKOJIL), IO
Oyya KOHCTaTOBaHA Ha IiJICTaBl 30UIBINIECHHS 3HAYEHD IHIEKCY OKCHUIeHAIlil BIPOJOBX 8 TOJUH
micas Tepmoi J03W JOCHipKyBaHOro mnpemnapary. CTaH IIhOro IAIliEHTa HOPMAaJIi3yBaBCs
BIIPOJTOBX 60-IE€HHOTO MEpioy KOHTPOIBHOTO CIIOCTEPEIKEHHSL.

Kowmbinartis 3 enompocTeHoIoM

3acrocyBaHHs KOMOiHamii 00CEHTaHY i eMONPOCTEHOIY BUBYAIM Y IBOX Aociimkenusx: AC-052-
355 (BREATHE-2) Tta AC-052-356 (BREATHE-3). J[locmimkenus AC-052-355 O6ymo
0araToneHTPOBUM, PAaHIOMI30BaHUM, ITOBIITHAM CIIITHM, ¥ MapaIeNbHUX IPYIIax MOCIIIHKESHHIM
OoceHTaHy IOPIBHSAHO 3 ITane00 y manieHTiB 3 TsokKoio JIAT, siki OTpUMYBaIH CYIIYTHIO TEPAITiio
€IIOIPOCTEHOJIOM.

Hocnimkerns AC-052-356 Oyno BigkpuTuM 6e3 KOHTPOIIO IUIanebo, HEKOHTPOJIHOBAHHM
JOCIPKEHHAM; Y sskoMy 10 i3 19 marieHTiB AUTSYOTO BiKy OTPHMYBaIM KOMOIHOBAHY TEpAIIio
OoceHTaHOM 1 emompocTeHONOM mpoTsiroM 12-twxuiB. IIpodine Gesmexn komOinamii He
BIAPI3HABCS BiJ TOTO, KU OYiKyBaBCS BiJl KOKHOIO KOMITOHEHTa OKPEMO, i JaHa KoMOiHOBaHA
Tepamis o0pe MepeHoCHIach JIThMU Ta Hopocinmu. KiiHigHa mepesara maHoi KoMmOiHaIil He

Oyma mokasaHa..
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CucTeMHHH CKIEPO3 i3 BUPA3KOBUM YPaXKEHHSIM HAJIbIIIB

Byno npoBeneHo JBa paHIOMi30BaHi, OABilHI cimi, GaraToneHTpoBi, WIane60-KOHTPOIEOBaH1
nociipkeHHs 3a yuactio 122 (mocmimxenns AC-052-401 [RAPIDS-1]) i 190 (mocmimxeHHA
AC-052-331 [RAPIDS-2]) nopociux Hami€eHTIB i3 CHCTEMHHM CKIEpO30M Ta BHPa3KOBHM
ypaKeHHSIM MajIbliB (200 3 aKTHBHUM BUPa3KOBHM yPasKSHHSIM MAIBIIB, 200 3 BUpa3KaMU IIaJIbIIiB
B aHAMHE31 IPOTAroM MUHYJIOr0 poky). ¥ mociimkenni AC-052-331 y marienTiB OyIto mpuHAHMHI
IO OJTHiM BHpA3Ii MAJBIIB, SIKi BUHUKJIA HEIOJABHO, 1 B 000X WX JOCII/PKEHHX pa3oM y 85 %
MAIiEHTIB 0YJI0 aKTUBHE BUPA3KOBE YPAKEHHs MANBI[IB HA OYaTKy mociimpkeHss. [Ticns 4 TrxHIB
3acTocyBaHHSA OOCEHTaHY y 11031 62,5 Mr JBidi Ha 700y B 000X IMX JOCIIHKEHHIX OIliHIOBAJIACS
HiATpUMYyBaIbHa go3a 125 Mr aBivi Ha 700y. TpuBamicTh mo/BiiHOT Ciinoi Teparii cranoBmIa 16
THOKHIB y nocmimpkeHHi AC-052-401 1 24 twxHi —y mocnimkenni AC-052- 331.

bazoBa Tepamisi CHCTEMHOTO CKJIEPO3y Ta BHPa30K HaBIiB Oyja JO3BOJIEHA Y TOMY BHIAAKY,
SKINO Il TpemapaTd MpuiMai y cTabiIbHUX 103X IPOTIroM MpUHAWMHI 1 MICSISL 10 IOYaTKy
JIKYBaHHS Ta IPOTATOM YCHOTO MEPiOIy MOABIHHOTO CIIIIOrO JIIKYBaHHS.

ITepBHHHOO KiHIIEBOIO TOYKOIO B 000X JOCTIHKEHHSX OyI1a KITBKICTh HOBUX BUPA30K MAJIBIIIB BiJ
[IOYATKy /0 3aKiHYEHHS JOCIiKeHHs. JIiIKyBaHHS 60CEHTAaHOM 00yMOBIIFOBAJIO MEHIITY KUTBKICTb
HOBHX BHPa30K NAJIBIIB IPOTATOM II€PiOAY JIKyBaHHS MOPIBHSIHO 3 Iwianebo. Y mpocmipxenHi AC-
052-401 mpotsroM 16 THXHIB MOABIHHOrO CIINOTO JIKyBaHHS B MAII€HTIB y TPYIi IpHHOMY
OoCeHTaHy BHHUKIO B cepefHbOMY IO 1,4 HOBMX BHpPa30K HaJIBIIB IOPIBHSHO 3 2,7 HOBHX
BHpPa30K NajbLiB y rpymi mianedo (p = 0,0042). ¥ mocnimkenni AC-052-331 mpoTsirom 24 THXHIB
IOJIBIHHOTO CIIIOro JiKyBaHHS BinnoBinHi mudpu cranoBmmm 1,9 i 2,7 HOBUX BHpA30K MAJBIIB
(p = 0,0351). B 000X moCHiDKEHHSX MAIIEHTH, SIKI OTPHMYBaIi 0OCEHTaH, MaJId MEHIIHN PH3HAK
PO3BUTKY MHOKHHHHUX HOBHX BUPA30K NAIBIB IPOTSTOM JIOCIIKESHHS, 1 y HUX OyB TPHBAJIIIIIH
Iepiofl IO BHHUKHEHHS KOXHOI HACTYIHOI HOBOI BHpAa3Kd NajbI[iB, HK y MaIli€HTiB, AKi
orpuMyBand Iiane6o. Edexr 6ocenTany momo 3MEHIIEHHS KiTbKOCTI HOBMX BHPA30K MANBIIB
OyB OLIBIIU y NANi€HTIB i3 MHOKHHHUMHE BUPa3KaMH MaJIbIiB.

B sxomHoMy i3 nocmikeHb HE CHOCTEpirajocs BIUIMBY OOCEHTaHY HA TPHBATICTH 3arO€HHS
BHPA30K TAJIBIIIB.

5.2 ®apmaxokiHeTHKa

®apmakokiHeTuKa OOCEHTaHYy B OCHOBHOMY JOCIIDKYBajiacs y 3IOPOBHX JOOPOBOJIBIIIB.
OOmexeHi [aHi, OTpEMaHI y MANi€HTIB, CBiqYaTh, IO EKCIO3MIid OOCEHTaHY B JOPOCIHX
TAI[IEHTIB 13 JIETEHEBOIO apTepiajIbHOIO TiNEPTEH3i€l0 NMpUOIM3HO y 2 pasm OlIbIna, HiK y
3I0POBHX JOPOCIUX JOOPOBOJIBIIIB.

Y 3110poBHX JOOPOBOIBIIB (hapMaKOKiHeTHKa GOCEHTaHy 3aleXuTh Bif mo3u i wacy. Kiipenc i
00’€M pO3MOiTy 3HIXKYIOTCS 31 301IBIICHHAM BHYTPIIIHBOBEHHOI O3H i 31 361IBIIEHHAM Jacy.
Ilicas mepopasbHOTO 3acTOCYBaHHS Hpenapary B mo3ax 70 500 M CHCTeMHa eKCIIO3HINA €
IPOTOPIIAHO 10 A03yBaHHA. [IpH mepopanrsHOMY 3aCTOCYBaHHI BHINUX 03 HpEHapary
IOKa3HUKX MaKCHMaIbHOI KOHIEHTpanii B u1a3Mi KpoBi (Cmaxy Ta AUC 301161y FOTHCS MEHIT HIXK
IPOIOPIIMHO A0 O3YBAHHSL.

BeMokTyBanHsa




¥V 310poBuX D0OPOBOJIBIIB a0COMIOTHA 010I0CTYIIHICTH OOCEHTAHY CTAHOBHUTE IpHOIH3HO 50 % i
HE 3aJeKUTh B1J BXHBaHHA Dki. MakcHMmainbHI KOHIGHTpalii B IUIa3Mi KPOBI JOCATarOThCS
IIPOTATOM 3-5 TOJHH.

Posmomin

3B’s3yBaHHs OOCEHTaHy i3 OLNKaMM IIa3MH KPOBi, FOJIOBHUM YHHOM 3 &JIb0YMIiHOM, CTAHOBHTE
98 %. BoceHTaH HE IPOHUKAE B CPUTPOLIUTH.

O6’em posmoniny (Vss) Ha piBHI npubnu3Ho 18 i1 6yB BU3HAYEHHUH MIC/IA BHYTPINIHBOBEHHOTO
BBEJICHHS IIpenapary B 1031 250 mr.

MeTtabomi3M i BUBEICHHS

ITica omHOPa30BOTO BHYTPINIHBOBECHHOTO BBEACHHS /103U 250 MI KJIipeHC CTaHOBHB 8,2 J/TOL.
Ilepion naniBBUBeneHHS (t12) — 5,4 TOMUHH.

Ilpu Gararopa3oBoMy 3acTOCYBAaHHI KOHIIGHTpAIliss OOCEHTAaHy B IUIa3Mi KPOBi 3HIKYETBCS
noctymoBo 10 50-65 % mOpiBHAHO 3 Ti€l0, IO CHOCTEPIracThCS INCIS OJHOKPa30BOTO
3acTocyBaHHs. Take 3HIDKEHHS KOHIIGHTPAIl MOXIIMBO 3yMOBJIEHE  aBTOIHAYKIIEO
MeTaboII3y09HX NEYiHKOBHX GepMeHTIB. PIBHOBa)XHMI CTaH JOCATaEThCS Yepe3 3—5 HiB.
Bocenrtan BUBOAUTHCA 3 OBUIO IiCiIs MeTab0i3My B [IEYiHII 32 YIaCTIO i3odepmentiB CYP2C9
ta CYP3 A4 nuroxpomy P450. Menm Hix 3 % IpHHHATOI IEpOPATLHOT 03K BHABIIAETLCS Y CEi.
Bracninok merabonisMy GOCEHTaHY YTBODIOIOTHCS TPH METabONITH, TITHKH ONHH 3 SKHX €
apmaxonoriuno axTuBHAM. I{eff MeTaGONIT TOJOBHMM YHHOM BHBOJMTECS y HE3MiHEHOMY
BUTJIAAL 13 JKOBYIO. Y JOPOCIHHMX MAI€HTIB E€KCIIO3HIUS AaKTHBHOTO METa0OIIITy € BHIIOIO
MIOPIBHAHO 3i 3J0POBHMH JOPOCITHUMH JOOPOBONBISME. VY MAIiEHTIB 3 HAABHICTIO XOJECTa3y
€KCIIO3HIis aKTUBHOTI'O MeTaboIiTy MOXKe 301IbIIyBaTHCH.

Bocenran € ingykropom CYP2C9 i CYP3A4 i, moximBo, Takox CYP2C19 ta P-riikonpoTeiny.

Pesynbrata nociipkeHs B yMOBax in vitro CBiUaTh, o 60CeHTaHy He IpHTAMAHHMH iHTiOyoumit
edexr ma mocmimkysani isopepmenta CYP (CYP1A2, 2A6, 2B6, 2C8, 2C9, 2D6, 2E1, 3A4). V
3B’SI3KY 3 LIUM BBAKAETHCS, IO GOCEHTAH HE IIPH3BOIUTH 0 301IbIIEHHS KOHIEHTPAIII B IUIa3Mi

KPOBI JIIKAPCHKHUX 3ac06iB, sIKi METabOII3yIOTHCS 32 YUACTIO IUX i30(epMEHTIB

DapMakoKiHETHYHI JIaHi B 0COOIMBHUX KATErOpisIX Mallic€uTiB

Ha mincraBi oTpuMaHWX diana3oHiB 3HAYEHD JUIT KOXKHOTO napaMerTpy ImependadacTbes, IO
dapMaKoKiHeTHYH] TOKa3HUKH GOCEHTAHY B JIOPOCIIMX 3HAYYIIO HE 3aJIe)KaTh BiJ CTATi, MACH Tija,
PacoBol IPHHANIEKHOCTI a6o BiKy. PapMaKoKiHeTHYHI [aHi y AiTel BikoM 10 2 POKIB BifCyTHi.

Hitu

®apMakoKiHETHKA BHBYANACS y INAII€HTIB JUTSAY0r0 BiKy y 4 KIIHIYHEX MOCIiIKEHHAX
(BREATH-3, FUTURE 1, FUTURE-3 ta FUTURE-4 mus. possin 5.1). BpaxoBytoun HasBHiCTS
JIHIIIe OOMEXEHNX NaHUX y TiTed BIKOM 110 2 poKiB, (papMaKOKiHETHKA 3aIHIIAETHCS HEOCTATHRO
I0Ope 0XapaKTepu30BaHOIO Y il BIKOBi# KaTeropil.

Y nmocmimxenni AC-052-356 [BREATH-3] ominroBaim (apMaKOKIHETHKY OJHODPA30BUX Ta
baraTopasoBHX HepOpaTbHEX 103 Ipenapary BoceHTan y BUTII TabeToK, BKPATAX IUHBKOBOIO
00010HKOI0 y 19 jtiteit BikoM Bizt 3 10 15 pokiB i3 TereHeBoro apTepianbHOO rilepTeHsieio (JIAD),
AKEM OyJI0 IPH3HAYeHO N03y 3 PO3PAXyHKY Macu Tima 2 MI/Kr 2 pasd Ha 106y. Y LbOMY
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NOCTi/DKEHHI BIUTMB OOCEHTaHy 3MEHIIYBaBCS 3 9acOM BiINOBIIHO JIO BiOMHUX BIIaCTHBOCTEH
ayToinmykuii 6ocentany. Cepenne 3uadenrs AUC (CV%) GocenTany y HiTeH, sKi OTPEMYBAIH
npenapar y nosax 31.25, 62.5 a6o 125 Mr 2 pasu Ha 100y, cranosmwio 3,496 (49) Hr-rom/mi,
5,428 (79) mrromma i 6,124 (27) mr-rom/mMi BimmoBimHO, i Oyno HEDKYE, HDK 3HAYCHHS
8,149 (47) wmr-rox/mn, mo crocTepiramocs y jopocmux marienTiB 3 JIAT' mpu nosyBaHHI
npemapary 125 Mr 2 pasu Ha 100y. Y pIBHOBOXHOMY CTaHi CHCTEMHA EKCIIO3HLIS Y
NAieHTiB UTSII0ro BiKy 3 Macoro Tina 10-20 xr, 20-40 xr i > 40 kr cranoBus 43 %, 67 %175 %
Bi/IOBIZIHO IIOPIBHAHO 31 CHCTEMHOIO €KCIO3HIIEI0 Y JOPOCIHX.

V nocnimxenni AC-052-365 [FUTURE1] 6panu yaacts 36 miteit i3 JIAT Bikom Bix 2 1o 11 pokis.

J1030IpONOPIiAHOCTI BiI3HaYeHO He Oy0, OCKUIBKH PiBHOBaXKHI KOHIEHTpalii OOCEHTaHy B
m1a3mi KpoBi Ta 3navenns AUC Gyimu noiGHIMH IIpA IepopaI-HOMY 3aCTOCYBaHHI penapary B
103yBaHHIX 2 MI/KT Ta 4 Mr/kr (AUC:: 3577 ur-roz/mit ta 3371 Hrrozy/Mi Ui Io3yBaHb 2 MI/ME
IIBa pasu Ha 100y Ta 4 MI/KT JBa pa3d Ha H0OY BilIIOBiJTHO).

CepenHs €KCHO3MIIS OOCEHTaHy B IMX MAI€HTIB AUTIIOro BiKy HOpiBHIOBaNa NPHOJIU3HO
IIOJIOBHHI €KCIIO3HIi] y JOPOCIHX TAIICHTIB IIPH 3aCTOCYBAaHHI Ipenapary B MiATPAMYIOUil 1031
125 Mr Ba pasu Ha 100y, IPOTe MO0 EKCIO3KIIIM ¥ JOPOCITHX Bif3HAYAIACh 3HAYHA HOJIOHICTS.

3a pesympraramu gocuimkeras AC-052-373 [FUTURE 3], B pamkax sKOro 3aCTOCOBYBaBCS
npemapat y (GopMi IUCHEProBaHMX TabIETOK, EKCIIO3MIis OOCCHTaHy B IAIEHTIB, SKi
3aCTOCOBYBAIM IIpenapar y 1o3i 2 Mr/kr 2 pasu Ha 100y, Oyna mofiOHOI 40 €KCHOo3HIii, 1o
Bimsmauamacs B gociimkenni FUTURE 1. V 3aramemiif nomyssmii (n=31) 3acTrocyBaHHS
mpemapary B 1031 2 MI/KT 2 pa3d Ha 100y IPH3BOAMIO O N0oOOBOI excro3umii Ha piBHi 8535
ar-rog/mir; AUC— 4268 mr-rom/mn (CV-61 %). ¥V maniedrtis Bikom Bix 3 MicsmiB 10 2 poKiB
mo6oBa excro3umis cragosmia 7879 ur-rox/mix; AUC— 3939 ur-rom/mi (CV-72 %). Y nanieHTis
BikoM Biz 3 Mmicsami mo 1 poky (n = 2) noxasauk AUC, ctaHoBuB 5914 mr-rox/mi (CV-85 %), a
B HalieHTIB BikoM Bix 1 710 2 pokis (n = 7) nokazuuk AUC, cranosus 3507 ur-rog/mi (CV-70 %).
V marienTiB BikoM Bif 2 pokiB (n = 22) no6osa excmosuiis cranosuia 8820 ur-rom/mir; AUC—
4410 mr-rom/min (CV-58 %). 3acrocyBanus GoceHTaHy B 031 2 MI/KI 3 pasu Ha J00y He
36G1IBIIYBAJIO €KCIIO3HIIIIO, 1000Ba eKITo3uIist cTaHoBmIa 7275 Hr-rog/mi (CV-83 %, n=27).

Ha mincrasi pesyinsraris nociimkers BREATHE-3, FUTURE-1 ta FUTURE-3 moxHa 3po0uTu
OPHUIIYIICHHS, 0 €KCIO3MIisA OOCEHTaHy B JiTel JOcsArae IUIaTO MPH HIDKYHX J103aX, HDK Y
JOPOCIIKX, 4 3aCTOCYBAHHS TIPENapaTy B 103aX, BUIIMX HiX 2 MI/KT 1Ba pa3d Ha 100y (4 MI/Kr 2
pasu Ha 1100y abo 2 Mr/kr 3 pasu Ha 100Y), He IPHU3BOJUTH /10 OLIBINOT eKCHO3HUIii OoceHTaHy B
IAIi€HTIB UTSYOTO BIKY.

V pmocmimxenni AC-052-391 [FUTURE 4], npoBefeHOMY y HOBOHAPODKEHUX, KOHICHTpAIlLA
OoceHTany 301IbIIyBaacs MOBUIBHO 1 Oe3epepBHO IMPOTITOM MEPINOro iHTEpBally JO3YBaHHI,
o mpu3BoaWiIo 10 Hu3bKO1 excriosurii (AUCo.12 B IuTbHINA kpoBi: 164 Hr-rom/mi, n = 11). ¥
piBHOBaxkHOMy crami AUC; ckmama 6,165 mr-rog/mn (CV: 133 %, n=7), mO aHAJIOrIYHO
€KCITO3HIIi1, IO CIocTepiracThes y qopociux namienTis 3 JIAT, ski otpumyBanu 125 Mr 2 pasu Ha
00y, BpaxoByr0ur KOe(DillieHT po3o Ty B KpoBi/muta3mi Ha piBHi 0,6.

Hacmiaky qanux pe3yIbTaTiB 00 TOKCHYHOTO BIUIMBY Ha MedYiHKy HeBimomi. CTaTk Ta CyIlyTHE
BHYTPIITHHOBEHHE 3aCTOCYBaHHS ENONPOCTEHONy HE MalOTh 3HAUyIIOro BIUIMBY Ha
(bapMaKOKiHETHKY OOCEHTaHY.

[opymenns: pyHKIii neUiHKN
V manienTis i3 mopymenusyMu QYHKII TEYiHKH JIeTKOro crymeHs (knac A 3a Kiachbikariero
Yaitnna-IT’10) He crmocTepiragocs 3HaYyIUX 3MiH GapMakokiHeTHKH. [Ipy piBHOBaXXHOMY CTaHl

ST,
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saavenss AUC 6ocenTtany Oyno Ha 9 % Buie, a sHadersst AUC axtuBHOro MeTabomity Ro 48-
5033 —Ha 33 % BUIIE y NAI€HTIB i3 MOpyIIeHHsIMHA QYHKI] HeUiHKH JETKOTo CTYIEeHs IOPIBHIHO
31 30pPOBHMHU TOOPOBOJIBISIMA.

Brmus nopymrerHs QyHKIIT HediHKa momipHoro crymess (kiac B 3a xmacudikaniero Yaitnna -
IT’10) Ha (apMakoKiHeTHKY GOCeHTaHy 1 Horo mepBHHHOr0 Merabonity Ro 48-5033 BuB4aBcs B
JocIipKeHH] 3a yuactio 5 mamienti i3 JIAT, mOB’S3aHOI0 3 MOPTAIBHOIO TilEPTEH3IEHO i
IIE4iHKOBOIO HemocTaTHicTIo (knac B 3a knacudikariero Yaina - [T'10) i 3 mamienTis 3 iHmmx
NPUYKH i HOPMATBHOI QYHKIIE0 Nedinky. Y MaIieHTiB i3 IOpYIIeHHsIMHI QyHKITIT IIEYiHKH KI1acy
B 3a xnacubikamiero Yaitnga-II'10, cepenne 3HaUYeHHS (95 % [I) AUC 6Gocenrany Ipu
piBHOBaXHOMY cTaHi craHoBIiIO 360 (212—613) Hr-rog/miu, To6To Oyno B 4,7 pasd BHIIUM, a
cepenne 3maveHHs (95 % JII) AUC akrtuszoro Merabomirty Ro 48-5033 cramosmwio 106
(58,4-192) ur-rox/min, T06T0 6yI0 B 12,4 pasis BuIle, HIX y NAIIEHTIB 3 HOPMATHHOIO QYHKITIEO
nevinku (6ocenTan: cepeare 3HaueHns [95% 1] AUC: 76,1 [9,07-638] ar-rom/mir; Ro 48-5033:
cepenne 3HauenHs [95 % JII] AUC- 8,57 [1,28-57,2] ur-rog/mi). Xo4a KilbKiCTh TAIi€HTIB,
BKJIFOUEHHX Y JOCTiKeHHs, Oyiia oOMeXeHa i crocrepiranacst BUCOKa BapiaGelbHICTh, i JlaHi
CBi[4aTh PO BUpaKeHe 30UIBIICHHS €KCIO3UI] GOCEHTaHy Ta HOro roJoBHOTO MeTabomiTy Ro
48-5033 y mamieHTiB i3 mopymeHHsMH (GYHKIII NeUiHKH IOMipHOTo cTymeHs (kiac B 3a
kiacudikamiero Yaitnma-I11"10).

dapmakokineTnka OOCEHTAaHy B MAI€HTIB i3 mopymeHHsM ¢yHKii mewinku xmacy C 3a
knacudikamiero Yainma-I''o He BuBYaTach. bBOCeHTaH IPOTHIOKAa3aHMH MallieHTaM i3
[IEYiHKOBOIO HEJOCTATHICTIO IOMIDHOTO Ta TSDKKOrO cTymeHs, ToOTo kiaacy B abo C 3a
xinacudikariero Yaitnga-I1"10 (uB. po3zin 4.3).

HupkoBa HEIOCTaTHICTH

VY mamieHTiB i3 TSOKKAMH HOpYyIIeHHAMH (YHKIII HHpOK (KiipeHc kpearwHiHy 15-30 MIV/XB)
KOHIIEHTpallisi GOCEeHTaHy B IUTa3Mi KpoBi 3HmKyBatacs mpuOimusHo Ha 10 %. KommenTparis
MeTabomiTiB 60ceHTaHy B IIa3Mi KpOBi y IMX MamieHTiB 30impmmiacs OpHONH3HO B 2 pasu
HOPIBHSHO 3 MAIiEHTAMH i3 HOPMAIBHOO GYHKIIE HAPOK. Y HAIi€HTIB 3 MOPYIICHHAMHU (QyHKIIIT
HUPOK KOpeKIis mo3u He morpibHa. CrernmbidHoro AOCBiAy KIIHIYHOTO 3aCTOCYBAHHS Y
IAI[i€HTIB, SKAM IPOBOAUTLCS Miaii3, Hemae. Buxomsum 3 (i3uko-XiMiUHUX BIACTHBOCTEH 1
BHCOKOI'O CTYIIEHS 3B’s3yBaHHS 3 Oinkamu, mependadaeTbes, IO OOCEHTaH HE BHBOIMUTHCS
IOBHICTIO i3 CHCTEMHOT0O KPOBOOOIry MpH miamizi (IuB. po3ain 4.2).

5.3 JMoxiaiHivHHX AaHi 3 0e3meKkn

JIBopiuHe BHBUYCHHS KaHIICPOI€HHOCTI Yy MHINEH I0Ka3ajo IMiJBHINCHHSA 3arajibHOI
3aXBOPIOBAHOCTI FENATONEIOIPHAMY aJIcHOMaMH 1 KapIIMHOMaMHE Y YOJIOBIKiB, aJlec He Y XKIHOK,
[PY KOHIIEHTPALIAX Y IUIa3Mi KpoBi mpubau3Ho y 2-4 pa3u BHINUMH, HIX y 0Ci0, AKi OTPHEMYIOTh
TEpaleBTHYHi 7034, Y MIypiB II€popaibHe 3aCTOCYBaHHS OOCEHTaHy IIPOTSATOM 2 POKIiB
IPU3BOIMIIO [0 HEBEJIHMKOIO, 3HAYHOIO IiBUINEHHs 3aralbHOI 3aXBOPIOBAHOCTI Ha a/ICHOMH 1
KapIuHOMHA (DOJIKYISIPHAX KIITHH MIATOMOMIOHOI 3aJI03W y caMIliB, aje HEe y CaMOK, IpH
KOHIIEHTpAIiAX ¥ IIa3Mi KpoBi mpubiu3no y 9-14 pasiB BHIMMH, HiX y 0Ci0, AKI OTPEMYIOTH
TEpaIeBTHYHI J03K. BoceHTan moka3aB HEraTWBHI Pe3yIbTATH Y TECTaX HAa FeHOTOKCHYHICTh. Y
XOJIi JOCIiKEHB, IPOBECHIX Ha IIypax, 3apiKcoBaHO HE3HAYHHH IOPMOHAIBHHUA JUCOanaHc
IIUTONOAIOHOT 3a/I03H, CIPMYUHEHUH mpuiioMmom GocenTany. OmnHak He Oyio XKOTHHX JOKa3iB
BIUTUBY OoceHTaHy Ha (YHKIiO muTonoi0Hoi 3am03u (Tupokcus, T1T) y monei.

Brus OoceHTaHy Ha (QYHKITIIO MiTOXOH/IPiH HEBITOMUH.




Byno moxazano, 1mo OOCEHTaH € TepaTOTeHHHM y INypiB IpH PIBHAX B IUTa3Mi KPOBI, IO
HEPEBUINYIOTH B 1,5 pasd KOHIEHTpalii B IUIasMi KpoBi, IO JOCATAIOTHLCS IIPH 3aCTOCYBAHHI
TEpaIeBTHYHUX JI03 V JIOMUHU. TeparoreHHi e()eKTH, BKIIOYAIOYM BaJH PO3BHUTKY T'OJIOBH Ta
o0MMYYsl, a TaKOXK BEIHKHAX CYyAWH, Oymm mo303alexHUMH. [lomiOHOCTI Bax pPO3BHTKY
CIIOCTepiraiucs 1 Mpy 3acTOCYBaHHI 1HIMX aHTaroHicTiB ET-perenTopis, a Takox y Mume, y
SKUX mTy4Ho 3abnokoBani ET-penentopu, mo Bkasye Ha kiac-cruerudivaemit egext. [lomo xiHok
JTOPOJTHOTO BIKY CJILJT BXXHTH BiIIOBITHHX 3ami001XHUX 3aX0/iB (uB. po3aimm 4.3, 4.4 1 4.6).

Po3BuToK aTpodii KaHANBIB S€IOK i MOPYIIeHHsT (epTIILHOCTI OYI0 MOB’A3aHO i3 XPOHIYHUM
3aCTOCYBAaHHSM aHTArOHICTIB PEHENTOPIB CHAOTEIHY Y TPH3YHIB.

VY mociikeHHSX (GEPTHIIFHOCTI Y CaMIliB i CAMOK TBAapUH HE CIOCTEPIraiocs BILIUBY OOCEHTaHY
Ha KIJIBKICTb CIIEPMAaTO30iMiB, iX PyXJIHMBICTH 1 JKHTTE3ATHICTH ab0 Ha MIPOJYKTHBHICTH
CIapIOBaHHs YM (EePTHIHLHOCTI IPH eKcmo3ullii, mo y 21 i1 43 pasu nepeBUIIyBad OYiKyBaHUMH
TepareBTHYHUH PiBEHB y JIOJEH; TaKoX He OyII0 BUIBJIEHO JKOJHOTO HECIIPUSTIIMBOTO BILIHBY Ha
PO3BUTOK €MOpIOHY JI0 iMIUTaHTaIlil 200 Ha IMILIAHTAITiIO.

Heznaune 30ibIIeHHS KUTEKOCTI BUIIAIKIB TECTHKYJISIPHOT TpyOUacTol arpodii crioctepiranocs y
TBapHH, SIKi OTPIMYBaIH 60CEHTaH IIEPOPATBHO y f03ax 10 125 mMr/kr/noly (mpubim3HO B 4 pasu
BHINE MaKCHMaJbHOI peKoMeH10BaHoi o3 moauau [MPJJI] i HaitHmK9a mpoTecToBaHa J103a)
IPOTATOM 2 POKIB, ane B jo3ax He BuIne, HDK 1500 mr/xr/moby (mpubmusuo y 50 pasiB Buiie
MPJUJI) mpotsirom 6 micsiiiB. Y IOCIiDKEHHI FOBEHUIBHOT TOKCHYHOCTI Ha TBapHWHAX, JI€ BOHU
OTPUMYBAJIX JIKyBaHHS 3 4-T0 JHS IICIS IOJIOTiB JIO 3pLIOro BiKy, CHOCTEPIrasiocs 3HHKEHHS
abCOoIIIOTHOT Bard sI€90K 1 IPHUJATKIB SE€YOK, a TAKOXK 3HIDKECHHS KiTBKOCTI CIIEpMH Y IIPHIATKAX
S€4OK IiCIIS IPUNMHEHHS 3aCTOCYBaHHS. MakcuMaibHa 1033, IO He BHKIUKAE BHSBICHOTO
HIKIJUIUBOTO BILIMBY Ha 340pOB’s Jroauuu Oyna y 21 pa3 (ua 21-y moby micist mosoris) iy 2,3
pasu (Ha 69 noly miclis MOJIOriB) BHUINOK TMOPIBHSIHO i3 TEPANeBTHYHUM BILIHBOM Ha 3J0POB’S
JIXOJTIHY B1ATIOBITHO.

Opnnak He Oyn0 BUSBIECHO JKOXHOTO BIUIUBY Ha 3aTJIHUHN PO3BUTOK, PiCT, CEHCOPHI, KOTHITHBHI 1
PENPOAYKTHUBHI (YHKII{ IIpH TepalleBTUYHOMY 3aCTOCYBaHHI y JIFOJMHE Ha 21-y mo0y micis
HOJIOTiB y 7 BHmajaKax (4onoBikm) i 19 Bumanmkax y iHok. Y Oinemn mopociomy Bimi (69-a qoba
IiCJIsI IOJIOTIB) He OYyJI0 BUSIBICHO JKOHOTO BIUIUBY OOCEHTAHY IIPH 301IBINCHH] JiKyBaIBHOT il
iz gac 3acTocyBaHHs y fitel 3 JIAT: y 1,3 pasu (it gososivoi crati) Ta y 2,6 pasis (s skiHodoi
cTaTi).

6. @apmaneBTHYHI XapaKTEPHCTHKH
6.1 IlepeJsik JOHOMDKHHX PEYOBHH

S npo Tabnerku:

KpPOXMaJIb KyKypy/A3sTHUN
KpOXMaJIb IIPEeKeNaTHHI30BaHHUI
HaTP1I0 KPOXMANBITIKOJAT, THII A
noBifoH K-90

MarHio creapar

I11iBKOBE TOKPUTTS:
rimpomesnosa
TPHAIETHH




TaIbK
tutany giokenn (E171)

3aytiza okcu xoptuit (E172)
3airiza okcup yepsonuiti (E172)

6.2 HecymicHicTh

He 3actocoBano.

6.3 Tepmin npugaTHOCTI

3 poxu

6.4 Oco06.uBi 3an100i2kHI 3ax01u pH 30epiranHi

bricrepu 3 amominieBoi Gobru
JlaHuii mpenapar He BUMarae oco0IMBUX yMOB 30€piraHHs.

I[MIBX/TTEMIBJAX-6nicTepu 3 amoMiHieBOT GOIBTH
36epiratu npu Temmeparypi He Buie 30 °C.

6.5 Tun i BMicT ynakoBkn

bricrep 3 amominieBoi ¢onsru i [IBX/TTE/TIB/IX-06micTtepu 3 amoMiHieBOi (HoIBrH, IO MICTATH
14 TabneTok, BKpUTHUX IUTIBKOBOIO 000JIOHKOIO.

Tabnerku bocentan Axxopx 62.5 Mr, BKpHTI IUIIBKOBOIO OOOJIOHKOIO, BHITYCKAIOTHCS B
KapTOHHHMX MTa4KaX, M0 MicTATh 14, 56 a6o 112 TabiieToK, BKPUTHX IUTIBKOBOIO 00OJIOHKOIO.

MoxyTb OyTH JOCTYIIHI HE BCi pO3MipH YIIAKOBKH.

6.6  Oco0umBi 3amo0iKHI 3aX0aM NPH NOBOUKEHHI 3 JiKapchbKHM 3acofoM i Horo
yTHIi3amii.

Hemae xxomHuX 0cOOIMBHX BUMOT JI0 YTHJII3aIlil mpemapary.

7.  BJIACHUK PEECTPAIIAHOI'O IIOCBIIYEHHS HA JIKAPCHKWI 3ACIB

Axxopp Xenckea Jlimites
Ceiypx Xayc,

319 ITianep Poyn,

Hop3s Xeppoy, Mimmiecekce,
HA1 4HF,

Benuxka bpuranis

8.  HOMEP(-M) PEECTPAIIITHOT'O(-MIX) HOCBITYEHHSI(-Hb)

PL 20075/0382

9. JATA HIEPIIOI PEECTPAIII/MEPEPEECTPAIII JIKAPCHKOI'O 3ACOBY
08/12/2014

10. JATA HEPEIJISAAY TEKCTY

23/02/2018
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Hepexnan Incrpykuii s mequanoro 3acrocyBanns JikapebKoro 3acofy: indopmanis
JUTSI HAUIEHTA, 100 3aTBEP/:KeHHIl /UIsl IOJAJbIIOr0 MapKeTyBaHHS

bocenTan Axkkopa 62.5 mr, Ta6/IeTKH, BKPHTI ILTIBKOBOIO 060JI0HKOI0
bocentan Akkxopxa 125 mr, Tab/ieTKH, BKPHTI ILTIBKOBOO 0G0I0HKOI0
Bocenran

YBamno npoynTaiite Mo iHCTPYKNi0 y NoOBHOMY 006¢s13i, MepI HiK m09aTH NpHAMATH Openapar, OCKUILKH BOHA
MICTHTh Ba:xJIHBY indopmaniro pis Bac.

- 30epiratite mo incTpykuio. Moxiueo, BaM 1oBefeThes IpounTaTH ii e pas.

- Skmo y Bac BUHUKHYTE Gy/1b-sKi IONATKOBI 3aIIUTAHHS, 3BEPHITHCS 10 JKaps a6o dapmarierTa.

- Ileit npenapar 6yno npusHauero nwvme Bam. He nepenasaiite ioro iHmmm ocobam. e Moxxe 3amxoguTH M,
HaBITh AKINO CHMITOMH iX XBOPOGH € TAKUMH K, 5K i y Bac.

- fxmo y Bac BUHHKHYTH Oymb-siki moGiuni edexrn, 3BepHiThes 0 Bamoro jikaps a6o dapmauesta. o Hux
HaJeXKaTh Oyb-sKi MOXUTHBI TTOGiuHi edheKTH, He IepepaxoBaHi B il iHCTpyKIii. JlHB. po3nin 4.

SIxa indopmanis MicTaTbCH B Wil imCTpyKMii:

1. 1o sBisie cob6oro bocenTan AKKOpJ i [Tt 4OTO BiH 3aCTOCOBYETHCS

2. Do Bam noTpi6HO 3HaTH, IEpII HiK MoYaTH NpHitMaTH BocenTan Axxopn
3. Sk npuitmaru Bocentan Akkopn

MosxnuBi no6ivni edextr

Sk 36epiratu bocentan Axkopn

6.  BwmicT ynakoBk# Ta iHma inopmaris

el

1. 1o aBasic co6010 BocenTan ARKODA i 1715 40r0 BiHl 32CTOCOBYEThO

BocenTan AKKOpA MicTHTB GoceHTaH, Mo 6II0KY€ PUPOTHII FOPMOH €HIOTENIH-1 (ET-1), sAxwit BUKJIHKAE 3BYKEHHS
KpOBOHOCHHX cymuH. Tomy Bocentan AKkOpA BHKITMKAe POSMIMPEHHS KPOBOHOCHHX CYIMH i HANEXHTb 0 KIACY
JKApCEKHX 3aC06iB, TaK 3BaHHX "aHTArOHICTIB PelenTopis eHxoTeiHy".

Bocentan Axkopy 3aCTOCOBYETBCS 1A JIIKyBaHHS:

*  Jlerenesoi aprepianbHoi rineprensii (JIAT): JIAT - 1e 3aXBOPIOBAaHHS 3 BHPQKEHHM 3BY)KEHHSIM KPOBOHOCHMX
CyHRMH JICTCHP, INO IPH3BOAMTE A0 IIIBUIICHHA THUCKY B KPOBOHOCHHX Cy[MHAaX (JIET€HEBHMX aprepifx), sKi
TPAHCIIOPTYIOTE KPOB BiJf CepLis 10 JeTeHb. 1{eil miaBruIeH il THCK 3HIKYE KiIBKICTS KHCHIO, SKHil MOYXKe MIOTPAITATH B
KpOB y JICTCHAX, IO 3HIDKYE 31aTHICTb NIePeHOCHTH (isHuHi HaBaHT@KEeHHS. BoceHTan AKKOPH PO3LIAPIOE JIereHesi
apTepii, IO3BOJIIIOYM CEPINO JIerIIe [IepekadyBaTh KpoB uepes Hux. Lle 3HIDKYE THCK KPOBI 1 HOJIETIIye CUMIITOMH.

Bocenran Axkopa 3acTOCOBY€ETBCS 1 JTiKyBaHHS marienTis i3 111 KTacoM JIereHeBoi aprepiansHOi rineprensii (JIAT)
Jis nojimuenHs ¢GisHIHOI mpanesfaTHoCTi (3TATHOCTI 3HCHIOBATH GisraHy axTHBHICTH) i cummTomiB. "Kiac"

BigoOpaxae TOKKIiCTs 3axBoproBanus: "Kimac III" mepenGadac moMiTHE OBMEKEHHS ¢izmgnoi akTEBHOCTI. [lesxi

TMOIMIICHHS TaKOX Oyi Nokasani y nanjentis i3 JIAT II kiacy. 'Kiac 11" nependagae He3sHaATHE OOMEXEHHS (i3HUHOT

axtusHOCTI. JIAT, s Axoi mokasanuii Bocentan Akkopx, Moxe OyTH:

*  TIepBUHHO (6e3 BU3HAYEHOT IIPHYHHHU abo CiMeiHOI0);

*  BHKIMKAHOIO CKJIEPONCPMieio (TAKOXK HA3MBACTECS CHCTEMHHMM CKJIEPO30M, 3aXBODIOBAHHAM, IpU  IKOMY

BiI0YBAETHCA aHOMATBHUN PIiCT CHONYYHOT TKAHUHH, MO TPUMAE WIKiPy Ta iHIi Opranm);

*  BHKIMKAHOKO BHYTDIIUHIMH (BPOJDKEHFMH) BaaMH CEPIA i3 IIYHTAMH (aHOMAIBHUMH BiAraTy>KeHHAMHE CY/MH),

IO BUKJIMKAIOTh aHOMAaJIbHHH MOTiK KPOBi Yepes ceplie i JiereHi.

*  Bumpaskm KiHNiBoK: (BHpa3KM Ha HANBIAX PyK i HIr) Y HOpOCIHMX MAIliEHTIB 31 CTAHOM, SKHMH Ha3HBA€THCA
crteposiepMi€to. boceHTaH 3MeHIIye KiTBKICTE HOBHX BHPA30K IA/IbL{B PYK 1 Hir.

IHlo Bam 10TPiOHO 3HATH, HepII BEK NpHIMaTH BocenTan AKKO i

He npuiimaiite BocenTan Akxopn

*  #Kmo y Bac asepris na 6ocenrtan aGo Oy/p-sKi iHII KOMIOHEHTH IHOTO npenapary (nepepaxoBasi B po3ziii 6)
*  siKmo y Bac € npo6aemu 3 me4inKo0 (3BEPHITHCS 10 JiKapst)

*  Axmo Bu BariThi, a60 Moxere 3aBariTniTH,

TOMy INO HE BUKOPHCTOBYETE Ha/liiHi METOM KOHTpalenmii. By nacka, o3HaiioMmrecs i3 iHbopMaItieo B po3inax
"KonTpanentueu" Ta "lrmi nikaperki 3aco6u i BocenTan Axxopn". g




A

*  saxmo Bu npmiimaere nukiaocnopun A (JIKH, IO 3aCTOCOBYIOTECS IICIsS TPAaHCIUIAHTALUT abo [UIA JiKyBaHH:
rcopiazy)

SIxmo Oyap-sSKUi MyHKT 3 IIepepaxoBaHUX BHINE BITHOCHTECS 10 Bac, MOBiOMTe Mpo 1€ CBOTO JIKaps.

Ilonepenxennst Ta 3amo6ixkui 3axoqn
IIpoxoncyneTyiiTecs 3i cBoiM JlikapeM abo dapmarieBTom, mepir Hix npuiiMaTu bocentan AKKOpI.

AmnaJjizy, sxi Bam Jikap NoBHHEH 3p0OHMTH Nepex NOYATKOM JIiKyBAHHS
*  aHaJI3 KPOBI I IepeBipkH QYHKIIT TeUiHKH

*  aHaJi3 KpOBi JUIA NepeBipKy Ha aHEMiro (HU3bKUIi piBeHb reMOryIobiny)
*  TeCT Ha BariTHICTb, KO B € XiHKOIO IITOPOTHOrO BiKY

Byno BcranosneHo, mo feski namieHTH, sKi npuiMamy GOCEHTaH, Maly aHOMaJbHI (YHKIIOHATBHI POOH IIEYiHKH i
aHeMilo (HU3BKUH piBEeHb reMOro0iHy).

Amnanisu, sixi Bam Jikap noBHHEH 3po0HTH WX Yac JIKyBaHHS
ITin vac nikyBaHHs mnpenapatoM Bocenran Axkopn Bamr jiikap IMOBHHEH OpraHisyBaTH NPOBENEHHS PETYISPHHX
aHaJIi3iB KpoBi IS MepeBipKH 3MiH QyHKIIiT NewiHKY Ta PiBHS reMOrobiny.

(CTOCOBHO IMX aHaJi3iB, OyJab JlacKa, 3BEPHITBCS TaKOXK JO NaM'STKH Ui maiieHTa (Bcepeauni Bamoi yrmakoBku
socentan Akkopn). Baxumiso, mo6 Bu perysapHo poGuim aHanisu KpoBi, HOKH BH npuiiMaete Bocentan Axkopa. Mu
NpornoHyemMo BaM 3ammcyBaTH JaTy OCTaHHBOIO aHAJI3Y, a TAKOXK JaTy HACTYITHOTO aHaiisy (misHaifrecs maTy y
Bamtoro nikaps) y mam'sTii juis nanienTa, mo6 e qonomorsio Bam 3anam'statyi, KoJIu IOBHHEH BigOyTHCS HACTYIIHUM
aHai3.

AmnaJjisy KpoBi g nepeBipkn QyHKLIT NewinKH:
Bonu 6ymyTs mpoBoAMTHCS MIOMICAIIA IIPOTATOM YCBOTO Nepioy JiKyBaHHs mpenapartoM Bocenran Axxopz. ITicis
30iNBIIEHHS 03U JOJATKOBHI aHai3 Oy/ie BUKOHAHO Yepe3 2 THIKHI.

AHaui3u KpoBi Ha aHEMIrO
Bonu GyyTe IpOBOAMTHCS MIOMICSIIS MPOTArOM HepIuUX 4 MiCAIB JIKYBaHHS, a TOTIM KOXKHi 3 MicsIli Imicys mporo,
OCKIJIKHM TMAaIli€HTH, SKi 3aCTOCOBYIOTh BoceHTaH AKKOPJI, MOXKYTh MaTH aHEMIIO.

SIKIno 1i pe3ynbTaTH € aHOMAJIBHUAMHE, Banr ikap Mo)ke NPUMHATH PillEHHS MO0 3HWKEHHS J03H abo TIPUITMHEHHS
JiKyBaHHA npenapaTtoM bocenTan AKKOpP Ta MPOBECTH MMOAAJBIII aHAII3H IJI1 BABUCHHS NPUYUHH.

Hitn 1 mipritkn. Hasenuii nume o6MexeHMH KIHIYHHIA TOCBi JIKyBaHHs iTel 3 JIereHeBOIO apTepiabHOI
rineprensielo Bikom N0 2 pokiB. BoceHTaH AKKOpA He PEKOMEHIYETHCS NALliEHTaM IUTAYOTO BiKy 3 CHCTEMHHM
/KIIEPO30M 1 aKTHBHMM BHUPA3KOBHM yPaKEHHIM naybiis. J[us. posain 3. Sk npuiimatu BocenTan AKkopy

Inmi ikapebki 3aco6u i Bocentan Akkopy
Hosigomre cBoro stikaps abo papmanesTa, sximo Bu npuiiMaete, HeIoOAaBHO IpuitMam a6o MOrTH 6 IpHitMaTH GyIb-
sIKi 1HI JIiKK, B TOMy 9HCTi JTikH, oTpuMaHi 6e3 penenta. OCOGIMBO BAXKIMBO MOBiJOMHTH CBOTO JHKaps, KO Bu
rpuiMaere:

*  IHMKJIOCIOpHH A (TIpemnapar, Mo 3aCTOCOBYEThCS ITiC/Is TPAHCIUIAHTALT 1 JUIs JTiKyBaHHS TIcopiasy), SKHii He MOXHA
3aCTOCOBYBATH pa3oM 3 boceHTan AKKOpJI.

*  Cuponimyc a6o Takpornimyc, siKi € JTiKapChKUMH 3aC06aMH, 110 3aCTOCOBYIOTHCS ITiCIs TPAHCILIAHTAIL], OCKiNbKH
BOHM HE PEKOMEHIYIOTBCS [yl 3aCTOCYBaHHA pa3oM i3 nperniapatoM Bocentan Akkop,

*  Tmibenxamin (3aci6 mwis nikysasus miaGety), pudamminys (3aci6 wist ikyBaHHS TYGepKyIb03y), BIIyKOHA30M i
KeTOKOHa30J1 (IPOTHrprbKoBi 3ac06M), Hepipamin (3aci6 s Jikysanus BUI), OCKiTBKH I JKH He PeKOMEHIYEThCS
3aCTOCOBYBATH Pa3oM i3 npenaparom boceHTan AKkop.

*  Immi stikapepki 3aco0m s dikysamus BIJI-indekuii, ski MOXyTh BMMAraTW CHeNiaJbHOrO KOHTPOIIO NpH
BHKOPHCTaHHI pa3oM i3 npemaparom bocentan Akkopy

* T'opMOHaIBHI KOHTPANENTHBH, SIKi € HeeDEKTHUBHUMU K €XHHUI METOJ KOHTpALETIIi1, /] Yac MpUHoMy Mperapary
Bocenran Axkops. Beepenuni ynakosku Bocenran Axkops Bu 3HaiifieTe maM'sTKy [uIs marjieHTa, SIKy BH TIOBHHHI
YBaXHO IpoYMTaTH. Bam jiikap Ta/ab0 riHEKOIOr MPU3HAYMTL KOHTPALIETIIIIIO, SKa ITiAXOAUTE caMe Bam.

*  Inui npenapatyu AN TiKyBaHHS JIEreHEeBOI rineprensii: cunnenadin i Taganadin;

*  Bap®apuH (3acib, MmO NepeNIKoUKae 3CIIaHHI0 KPOBi);

*  CHMBACTaTHH (3aCTOCOBYETHCA M JIIKYBAHHS TillepXOecTepUHEMIT). o

-
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Kepysannsi aBTOTPaHCOOPTOM Ta po60Ta 3 iIHNIMMH MeXaHiZMaMHu

BbocenTan Axkkopn He BIUIMBac ab0 Mae He3HAYHMI BIUTMB Ha 31aTHICTh KEPYBATH 1 NPAIOBATH 3 MEXAHI3MaMH.

Tum ne menn, bocenran AxkopA Moske BUKIIMKATH MIIOTEH31I0 (3HWKEHHS apTepialIbHOT0 THCKY ), IIO MOYKE IIPU3BECTH
N0 3aIlaMOPOYEHHs, BIUIMHYTH Ha Bam 3ip i 31aTHICTH KepyBaTH 1 BHKOPMCTOBYBATH MAIIWHH. Tomy, skmo Bu
Bi/[4yBacTe 3ar1aMOpOYeHHA abo 3aTyMaHEHHs 30py M Yac mpuifoMmy nperiapary Bocenran Axkopn, He cimaiite 3a
KepMO 1 He mpaifoiite 3 6yab-IKAMH MEXaHi3MaMH a00 MalIMHAMH.

BarirnicTe, nepiox roxyBannst rpyaaro i pepraiabHicTh
JKiHKM penpoIyKTHBHOTO BiKy
He npuiimaiite bocenTan Akkopy, skmo Bu BariTHi a60 IWiaHyeTe 3aBariTHITH.

TecTHn Ha BariTHIiCTH

Bocenran Akxopa Moyke 3aBIaTH MIKOIH IUIOJY, 3a4aTOMy [0 II0YaTKy abo Mij 9ac JiKyBaHHS npenaparoM. SAxkmo Bu
€ JKIHKOIO, SIKa MOXKEe 3aBariTHITH, IEpe] MOYaTKOM IpHuiioMy npenapary BoceHTan Axxopn mikap monpocuts Bac
IIPOMTHU TECT Ha BariTHICTS, i 1€ CITiJ{ POOUTH perysspHO Ha Yac npuioMy npenapaTy bocenTan Axxopz.

KonTpanenuist

Sxmo icHye HMOBipHICTH Toro, mo Bu MoXkere 3aBariTHITH, BUKOPHCTOBYHTE HAIiNHMH METOJ KOHTPOTIO HAj
HapOJPKYBaHICTIO (KOHTpaLeniio), moku Bu npuitvaere Bocentan Axkopa. Bam nikap a60 riHeKOIOT HPOKOHCYIIBTYE
Bac npo HaziiHi MeTo/M KOHTpalenii Ha 9ac npuifoMy npenapary Bocenran Axkopa. Ockinbku BocenTan Akkopy
MOXe 3pOOHTH TOPMOHAJIBHY KOHTDAIEIio (HANPHKIaz, NepopaibHy, iH'eKiiHy, iMIIaHTaniliHy a6o HAUIKipHY)
-1ee(peKTUBHOIO, LIeH METO/ caM 110 co6i € HeHaxiiHUM. ToMy, Ko Bi BHKOPHCTOBYETe rOpMOHATBHI KOHTPAITSIITHBH,
Bu Takox NOBMHHI BHKOpHCTOBYBaTH Oap'epHMii MeTOX (HAUpPHKIAN, >KiHOYMH mpe3epsaTHB, miadparma,
IpOTH3aIlliAHa rybka abo Bam mapTHep TakoX IOBHHEH BHKOPHCTOBYBATH TIpe3epBATHB). BcepelmHi ymakoBKH
Bocenran Axkopn Bu 3Halinere mam'aTky s nauienta. Bu OBUHHI 3aIIOBHUTH 1O MAM'STKY i HepenaTH ii CBOEMY
JiKapro IpY HACTYIIHOMY Bi/[BilyBaHHi, 106 Jikap aGo TiHEKOJIOT MOIJIM OLIHHUTH, 9 MOTPiGHi Bam moxatkosi aGo
abTepPHATHBHI Ha/lIAHI MeTo/| KOHTpanermii. Skimo Bu € XiHKOI JITOPOAHOro BiKy, TO Iij Yac MpHIOMY IperapaTy
bocenran Axkkopa peKOMEHIy€eThCs NPOBEJEHHS IOMICAYHIX TECTIiB Ha BariTHICT.

Sxmo By BaritHi a60 rosyere rpy;utio, abo BBakaete, IO MOsKkeTe GyTH BariTHi a60 IIaHyeTe MaTH TUTHHY, 3BEPHITHCS
110 stikaps abo dapManesTa 3a Mopajoko, mepe/| IOYaTKOM MPUHOMY Hpernapary.

T'opyBanus rpymaro

JIKIIO BH rolyeTe NMTHHY IPY/IMIO, HEraifHO MOBiJOMTe mpO me CBOro Jikaps, BaM pekoMeHIOBaHO NIPUIIMHUTHA
FO/lyBaHHA TPY/UTIO, AKIIO By 3acTocoByere boceHTan AKKOpJ, TOMy IO HeBIJOMO, Yd MOTpArUIse I Mpenapar B
IpyAHE MOJIOKO.

PepTHIbHICTH

Jlocripkerns GepTHIPHOCTI Y TBAPHH He MOKa3a/IH KOXHOIO BIUIMBY Ha apaMeTpH CIIEpPMH a60 (epTHIBHICTS.
o Bu 90m10BiK, sKuif npuiiMae G0CEHTaH, MOXUIMBO, IO LeH IpeapaT Moske 3MEHIIHTH KiT5KiCTh CIIePMATO301iB.
le MOXKHA BHIUTIOUHTH, IO Iie MOXE BIUIMHYTH Ha Bamly 3/aTHICTH cTaTi GaThkoM. IIpokoHcynpryiiTecs 3 Bamum
nikapem, sxmo y Bac € 6yp-ski 3anuTaHHs a60 CyMHIBH 3 IHOTO MPUBOY.

3. fIx npuiivatu Bocenran Axkopa

JlikyBauns npenaparom bocenTan Akkopa Mae GyTH PO3IIOYATO | KOHTPOTIOBATHCS TUTHKH JTiKapeM, SKHH Mae TOCBi
nikysanns JIAI' a6o cucTeMHOro Ckiiepo3y. 3aBxau mpuiimMaiite weit npernapar 3TiJHO i3 pekoMmeHzanismu Bamoro
nikapst. ITpokoncyneTyiitecs 3 ikapem aGo GapManeBTOM y BUIaIKy BUHHKHEHHS CYMHIBIB.

Ipuiiom npenapary BocenTan Akkopy 3 el Ta HAOAMHA
Bocentan Akkopa MoxkHa HpHiMATH IMia Yac IpuioMy bki aGo OKpPEMO.
Pexomennosana no3a

Jopoci

JlikyBaHHS y JOPOCTHX 3a3BHYAl [OYMHAETHCS MPOTATOM MepIIAX 4 TYKHIB i3 62,5 MT aBa pasu Ha 100y (BpaHMi i
BBEUepi), Hanani Bam jikap, sk npasrio, mopaaute Bam npriimary tabietku 125 Mr asa pasu Ha 100y, B 3aJIeKHOCTI
BI1J1 TOTO, 5IK0I0 Oy/e Bamma peaxiiis Ha nperapar Bocentan Akkopy.

(693421) JTata: 26/02/2019
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3acTrocyBaHHA y AiTel i miaiTKiB
PexomeHzanii 1oA0 103yBaHHs CTOCYIOThCS e Aiteif i3 JIAL. J{ns jiteit BikoM Bix 2 pOKiB JIKyBaHHS 3a3BHdaif
NOYMHAETBCS 13 2 MI' Ha KI' MACH TiJla 71Ba pasu Ha 100y (BpaHIli i BBeuepi). Bamm sikap MoBHHEH IIPOKOHCYIETYBATH Bac
100 JO3yBaHHS.

Byne nacka maifre Ha yBasi, o icHyloTs immmi ¢opmu G0ceHTaHy, SKi MOXKYTh ITOJEIIUINTH HO3YBAHHS UL JiTeH i
NALIEHTIB i3 HU3BKOIO MAcOIo Tila a60 TPYAHOLIAMY i3 KOBTaHHSM TabNIETOK, BKPHTHX IUTIBKOBOIO 0GOIOHKOKO.

Axmo Bu Bindyeaere, mo nis npemapary BoceHTaH AKKOpA € 3aHaiTO CHIBHOIO aG0 3aHANTOR CIAOKOIO,
TPOKOHCYJIBTYHTECS 3 JIiKapeM, o0 Ji3HATHCS, YU OTPIGHO 3MIHMTH JI03yBAHH.

Sx npuiimaTn Bocentan Axkopy
Tabnetku ciin npuiiMaty (Bpanili i BBeuepi), 3armBaiouu Bogowo. TabneTkH MOXHA NPHIAMATH IIiJ Yac NpuioMy DKi
abo okpemo.

SIxmo Bu npmiimacere 6inbmmy 103y BocenTan AKKOp/, Hi% MOBHHHI
Shano By npuiimMaere Gitbie TabneTok, Hik BaM Gyi10 IPH3HAYEHO, HETAlHO 3BEPHITHCS 10 JIKApSL.

SIxmo Bu 3a0ynere npuiinaTa Bocentan Akkopa

Axmo Bu 3abynere npuiinaru bocenTaH AKKOpJ, MpuiAMiTh 103y, AK TUIBKE By 3ragaere, a motim IIPOIOBXKYHTE
"IpUHMaTH TabeTKH B 3BMYaliHui Yac. He mpuiimaiite mosiiiHy 103y, mo6 koMmnercysatn 3a6yTy 103y, Ky 3a0yid
PUHHATH.

SIxmo Bu npunmanTe NikyBanns npenaparom Bocentan Akkopa

PanToBe npurmMHeHHs JKyBaHHS NpemapaToM BoceHTaH AKKOp/ MOe TIPH3BECTH IO NOTIPLIEHHS CHMIITOMIB
3axBoproBanHs. He mpurmmsiite 3actocysanns npernaparom Bocenran Akkopy, sximo Bamr mikap He paxuts Bam ne
poburn. Bam sikap MO)Ke NOpajUTH 3MEHIUATH 03y TPOTATOM HEKUIBKOX JIHIB, IepII HDK MPUIAHWATH TIPUAOM
TIOBHICTIO.

Axmo y Bac BHHHKHYTS Gyab-siKi HONATKOBI 3aIIHTaHHs OO 3aCTOCYBAHHS IOTO MPEIAPATY, 3BEPHITECS 110 JiKapst
a0o ¢apmarieBra.

4. Mozxnusi iodiuni eextn

Sk 1 Bei penapaty, el mpenapar Moke BUKIHKATH NOGIHi e(eKTH, ajle BUHHKAIOTH BOHH He y BCIX.

Haiisoxanvu noGiaaumu edexramu Bij puifomy BocenTan AKkopy €

* ITlopymena ¢pyHkuis neqinku, sKa Moxe 3'sBUTHCS 6ibine HK y 1 13 10 oci6

*  Anemis (Manokpis’s), sxa Moxe 3'sBuTHCs y 1 3 10 oci6. Ilpn asemii inoni Moske 3HAO6HTHCS IIEpEeTUBaHHS KPOBI
anri MOKA3HUKY TEYiHKH i KpOBi Oy/XyTh KOHTPOIIOBATHCS I Yac JTiKYBaHHS npenapatoM bocentan Axkopn (nus.
poszint 2). Baxciueo, mo6 I aHai3| POBOIMIIMCS 3TI/HO 13 peKOMEHIALisMH Barmoro JKaps.

OsHak¥y TOrO, IO Ballla MeYiHKa MOXXE NPALOBATH HEHATTEKHIM YHHOM, BKJIFOYAIOTh B cebe:
*  HynoTa (DO3HMBHU 10 OIIOBaHHS)

*  OmroBaHHS

* JmxomaHKa (TiJBHINeHa TeMIiepaTypa)

e Oinp y nuryHKY (SKHBOTI)

*  JKOBTSHHI (IIOKOBTIHHSA BamIoi IKipu aGo GLkiB oueir)

*  CedYa TeMHOT'O KOJIBOPY

*  CcBepODK IKipH

*  MIIIBICTH 200 BTOMIIIOBAHICTE (He3BUYaiiHa BTOMa a6o BUCHAKCHH)

*  rpunonoxi6Hui curapom (6ink y cyrnoGax Ta M's3ax i3 rapsdaKoro)

Sxmo Bu nomitwim 6yap-sKy 3 IEX 03HAK, HEraiHO MOBIOMTE PO Ie CBOro JiKapst
Bocentan Axkkopx Inmi no6ivni edexrn:

My:xe nommpeni (MoxyTs 3'sBIsTHCS OlbIne HiK y 1 i3 10 ocib):
* TonmoBHwmii 6ink

*  Habpsix (Habpsix Hir i IEK0T0TOK 200 iHIN O3HAKH 3aTPHMKH pimuHm) P Vo)
£
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INommperi (MoxyTs 3'sBasiTucsa y 1 i3 10 oci6):

+  TloyepsoninHsa 06muads abo mKipw

*  Peakuii rinepdyTiMBOCTI (BKJIIOYAIOYH 3aMaJICHHS IIKIPH, CBEPODK | BUCHITAHHSA)
* Tacrpoesodareansna pedurokcHa XBOpo6a (KUCIOTHHI pedIIioke)

»  Jiapes

»  Cunxore (HEIIPUTOMHICTE)

*  IManenitanis (uBHAKe cepueOUTTS a00 apUTMis)

*  Huszpkuit KpoB'ssHHIM THCK

*  3akaJeHicTh Hoca

Henommpeni (MoxyTs 3'sBistucs y 1 i3 100 oci6):

*  Tpombouwronenis (Hu3pKa KUIBKICTH TPOMOOLUTIB y KPOBi)

*  He#rponenis/nelikoneHis (HU3bKa KUIBKICTB JISHKOLIUTIB)

* IlinBumeni QyHkmioHambHI NPOOM MEYiHKH INpH remaTuTi (3amaJeHHs MeYiHKH), BKIIOYAIOUA MOJKIIMBE
3arOCTPEHHs BXKE ICHYIOYOr0 IelIaTHTY Ta/ab0 SKOBTSIHULI (IIOXKOBTIHHS IIKipH a60 6ilKiB oueit)

Pinkicni (MmoxyTs 3'siBasirucs y 1 i3 1000 oci6):

*  Anadinakcis (3aranbHa anepriuaa peakilis), aHTiOHeBPOTHYHMI HAGPSIK (HaGpAK, HaltdacTile HABKOJIO OYeH, Iy6,
s31Ka abo ropma)

*  Iupos (pyOLroBaHHS) NEYiHKH, MEYiHKOBA HEOCTATHICTE (TUKKe MOpYIIeHHs (BYHKIT medinkm)

Taxox NOBIOMIIATIOCS TIPO HEUITKICTH 30pY i3 HEBIXOMOIO YacTOTOW (YACTOTa He MOXe OYTH OLHEHA HA OCHOBI
HasBHUX JTaHHX).

IoGiuni edexTn y aireit i mipmirkis
IoGiuni eexty, mpo Aki moBioMIIUIH y JiTel, siki oTpuMyBamu BocenTan Axkopy, 6y TAKAME X, 5K i Y XOpPOCIIHX.

IToBinomnenns npo noGiuni edpexrn

Hxmo y Bac 3'snarscs Gyme-ski no6iuni edpexry, npokoHCysTylTecs 3 Bammam mikapem a6o dapmanertom. J{o Hux
HaJeKaTh Oy/Ib-AKi MOXTHBI MOGIUHI edekTH, He IepepaxoBaHi B wiit incTpykiiii. [ToBizoMsIOH npo 1nodiuni edexry,
Bu MoxeTe ToNOMOrTH HajaTH TOAATKOBY iH(OPMAIiio TIPo Ge3meKy IbOro mpenapary.

Jns BemnkoOpuranii - Bu Takoxk Moxkere HOBIIOMUTH Tpo mo6iuni edexTH Ge3rmocepeHbo yepe3 CXeMy JKOBTOI
KapTKy, 32 afipecoro: www.mhra.gov.uk/yellowcard a6o Bu MOsxeTe 3HAHTH XKOBTY KapTKy AreHTcTBa BemukoOpuranii
3 KOHTPOJIIO 060poTy JikiB Ta Memuanux ToBapis (MHRA) B Google Play i Apple App Store.

HAna Manbry - Bi Takox MoskeTe NOBiOMHTH npo 106i4Hi edexty Gesnocepennso yepes cucreMy ADR Reporting
Caitr: www.medicinesauthority.gov.mt/adrportal

5. Sk 36epiraTu BocenTan AKKo

36epiraiiTe Heii npenapar B HeAOCTYITHOMY JUIS AiTeif MicIyi.
He 3actocoByiite neit npenapar miciis 3akiH4eHHs TepMiHy TIPUIATHOCTI, KM BKA3aHMHA Ha YIaKoBIi i Ha GicTepi
nicns "TIPUJTATHHU JTO". TepMin MpUAaTHOCT] BH3HAYAETHCA OCTAHHIM THEM TOrO MICSIIIS.

Bricrepu 3 amominieBoi Gponsru
Hauuii npenapar He BUMarae 0coGIMBHX yMOB 36epiraHHs.

HBX/IE/NMIBAX-6nictepy 3 amominieBoi onbru 36epiraiite mpu Temiepatypi He pume 30 °C.

He Buxupaiite npenapar vepes criuni Boau a6o y mo6yTosi Bimxomu. [izHaiitecs Y CBOTO (hapMarneBTa, SIK BHKHHYTH
niky, siki Bu 6inbnre ve 3acrocoyere. 1li 3aX0/11 JOMOMOXKYTH 3aXHCTHTH HABKOJTHIITHE Cepe/IOBHIIE.

6. Bumicr ynakoBkn 1a inma indopmanis

Sxmii cknan npenapary Bocenran Akkops

- bocenran Axkopxa 62.5 mr, TabierkH, BKPHTI IUTIBKOBOI 000/I0HKOI0: JIif0U0I0 PEYOBHMHOIO € GOCEHTaH y
BUTJISL MOHOTiApaTy. Koxna taberka MicTuts 62.5 Mr 6ocenTany (y BHIA/ MOHOTIpary).
- bocentam Axxopx 125 mr, TabieTku, BKPUTi NIIBKOBOIO 000JIOHKOIO: Jir04or0 pedyoBHHOIO € GoceHran y
A[?;;j !(///
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BUTIA 1 MOHOTIIpaty. Koxna Tabrerka mictats 125 Mr 6ocenTany (y BUMIISII MOHOTIPATY).

IHmAMA KOMNOHEHTaMH B sapi TalNeTKM € KPOXMalb KyKypyA3sSHHH, KPOXMailb IpPEKETATHHI30BAHHIH, HATPIIO
KPOXMaNbITIKOJAT (THII A), IOBIOH i MarHiro creapar. ILTiBKOBE MOKPHTTS MiCTHTB TiIPOMeN03y, TPHALIETHH, TabK,
Tutady jgiokcua (E171), samiza oxeny sxostuit (E172) i 3aniza oxeun gepponmii (E172).

Sk Burnsinae bocenTan AKKOpA i BMICT yIaKOBKH

TaGnerku Bocenran Akkopn 62.5 Mr, BKPUTI IUTIBKOBOIO 0GOIOHKOKO, CBITIIO-OPAKEB, KpyIJli, mpubIH3HO 6,20 MM B
> b 2 2
JiaMeTpi, ABOOIYKIIi, BKPUTI ILTIBKOBOIO 0GOIOHKOIO TaGeTkH 3 rpasitosanmsam "IB1" 3 oxaoro 60Ky i miocki 3 igmoro.

Ta6nerku bocenran Akkops 125 Mr, BKPHTI IITIBKOBOKO 0GOJIOHKOIO, CBITIIO-OpAaHsKeBi, Kpyri, mpubmmsso 11,00 M
JOBXHHOIO, 5,00 MM IIMPHHOIO, IBOOITYKJIi, BKPHTI IUTIBKOBOIO 0G0JI0OHKOIO TabIEeTKH 3 rpasiroBanasaM "IB2" 3 ogHOrO
00Ky i IIOCKI 3 1HIIOTO.

Tabnerku bocenran Akkop 62.5 Mr, BKPHTI IUIIBKOBOKO OGOIOHKOIO, YNIakoBaHi B 6JricTepH 3 amoMiHieBoi GoIBrH Ta
IIBX/IIE/IIBJIX-6nictepu 3 amominieBol (ombrd, o Mictsars 14 TabieTok, BKPHTHX IUTIBKOBOIO OGOJIOHKOIO.
YrakoBku MicTATE 14, 56 a60 112 TabneTok, BKPUTUX ILTIBKOBOIO 0B0IOHKOIO.

Tabnerkn Bocerran Akkopa 125 mr, BKpHTI IITIBKOBOIO 0GOJIOHKOI0, YIIAKOBaHi B GITiCTepH 3 amoMiHieBoT GoIBrH Ta
BX/TIE/TIBJIX-6nictepu 3 anmromiHieBoi ¢ombr, mo mictarte 14 TabneTok, BKPHTHX ILTIBKOBOK OBGOJIOHKOIO.
/TaKOBKHU MicTATE 56 a60 112 Ta6ieTok, BKPUTHX IUTIBKOBOIO 0GOJIOHKOIO.

MosxyTs OyTH DOCTYIHI He BCi pO3MipH yIIaKOBKH.
Biracunk peecrpaniiinoro mocBizuennst Ha JikapebKuii 3aci6 Ta BHPoGHHK

Baacuuk peecTpaniiBoro mocBiqueHns Ha JikapebKuii 3aci6:
Bemnuka Bpuranist

Axxopn Xenckea Jlimites

Cetimx Xayc,

319 Ilinnep Poyn,

Hop3s Xeppoy, Mimmiecexc,

HA1 4HF,

Benuka Bpuranis

Ipnannis

Axxopn Xenckea Ipnannis Jlimiten,
€Bpo Xay3

2Bpo biznec ITapk

Jlitn Atinenn

Kopxk, T 45 K857,

Ipnannis '

Bupoounk:

Axkopn Xenckea Jlimite)
ITepuuii morepx,

Ceiimx Xayc,

319 Ilinnep Poyn,

Hop3s Xeppoy,
Minnnecexc HA1 4HF,
Benka bpurtanis

Axxopp Xenckea ITonscka Cr.3 0.0.,
By JIlyromepcka 50,95-200 ITa6'anine, [Tonsma

Mata ocTaHHBOro mepersiay uiei imerpykuii - 03.2019 POKY.
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Ha maxem maKosc HAHOCAMbCA MEXHIYHI NO3HAYKY MA 6KA3I6KU 6UPOOHUKA, W0 CHIOCYIOMbCA JI020MUNY, UMD UX-
Kooy
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Ilepexnan TexcTy JHCTKA BKJIAAHIIA, UI0 3aTBEPAKEHUI 115 NOAATBIIOrO0
MapKeTyBaHHS

Basxansi nonepekenns 6e3nexu 1UIst NAMi€HTIB, SIKi NPHAMAIOTHL Npenapar
BocenTan Axxopn (bocenTtan) .
Llst mam'siTka MiCTHTB BaXKIIHBY iH(popMaio mpo npemnapar bocenran Axkopa. By
JacKa, YBaXKHO IIPOYUTAATE 1[I0 IIaMATKY IIepej II0YaTKOM JiKyBaHHs IPENapaToM
Bbocernran Axkkopy.
Barmre im's
Jlixap, sSIKuii npu3Hayae
Ipenapar:
SIKIIo y Bac BUHMKIIM IUTAHHS OIOZO Ipenapary Bocentan AKKOp/, 3BEpHITHCS 10
JKapsi.
Axxopn Xenckea Jlimiten/Axkopn Xenckea Ipinanmis JIty

KonTpanenuis

Yy BM BUKOPHCTOBYeTe a00 IpuiiMacTe KOHTPALENTHBY B fanuil gac? Tax@ Hi B
Sxmo Tak, HanuImiTE Ha3BH TYT:
BiseMiTh 1m0 mam'aTKy 1o cBoro Jsikaps a6o riHekonmora Ipu HaCTYITHOMY
Bi/(Bi/(yBaHHi, i BiH / BOHA 3MOXKe [OPAJWUTH BaM, 9 TOTPIOHO BHKOPHCTOBYBATH
AOJaTKOBI a00 albTepPHATHBHI METOIY KOHTPAIEITii.

Ha nucmky exnaduwty makosrc HaHOCAMbCA MEXHIUHI HO3HAUKU Ma 6KA3I6KU
6UPOOHUKA, WO CHNOCYIOMbCA JIOZ0MUNY

AmnaJiiz kpoBi 1 nepeBipku Gpynknii neginkn

Y nesKux nani€eHTiB, siki npuiiManu bocenTan Axxopa, Oyiu BUSIBIIEHI HEHOPMOBaHi
dyrKuioHanbHi pobu neuinkwy. Ilin 9ac nikysanmEs npenapatoM BoceHTan Axkopn
Ball JiKap MOBMHEH OPraHi3yBaTW PETyJApHi aHANI3M KPOBI st IIEPEBIPKU 3MIiH
GYHKIUT Te9iHKy.

He 3alyBaiite 3maBaTm amanis KpoBi ausi mepeBipku ¢yHKOii neviHkH
IOMiCSI L.

IHicust 36inb1IEH st 1038 JOMATKOBMH aHATI3 Oyne 3pobsennii yepes 2 THHKHI.
Jlara nepmioro momicsaHOro TecTy:

Barmr momicsranuit rpadix aHaiisy kposi s mepeBipKi (yHKIT MediHK:

Ciuens

JIrotuii

bepesensn

Ksitens

Tpasenn

Yeprens

Jlunienn

Ceprienn

Bepecenb

JKoBTeHn

JIuctoman

I'pynens —

Ny



SIKIo BM KiHKa PENpOJYKTHBHOIO BiKYy, yBaKHO NPOYHTATE IO CTOPIHKY
BarithicTh

bocentan AKkopa MoXke 3aBJaTH IIKOTH PO3BHTKY Iuioxa. ToMy, BM He NMOBHHHI
npuiimat bocenTan AKKOpJ, SKIIO BU BariTHi, i BU TaKOX He IIOBUHHI IIAHYBAaTH
BariTHICTH B nepion npuioMy bocertan Akkop. Bibur Toro, IKIIo BU CTpakaaeTe
JIET€HEBOIO TilIepTEeH3ier0, HACTAHHS BariTHOCTI MOYKe CHIILHO IIOTiPITHTH CUMIITOMH
BAIlIOr0 3aXBOPIOBAHHS, SIKIIO BU IIiI03PIO€TE, 110 MOXKETE 3aBariTHITH, 3BEPHITHCS
110 Jikapst abo TiHeKoIora.

KonTpanenmis

IpoTusaruriui 3acobm, 3acHOBaHI Ha TOPMOHAX, TaKi sIK OpaIbHi KOHTPALENTUBH 260
IPOTU3AILIIHI TabNeTKH, TOPMOHANBHI iH'eKuil, iMIUTaHTaTH ab0 MpPOTH3AILIiIHI
IIKIPHI IJIACTUPI, He MOXKYTh HaliffHO 3a00IrTH BariTHOCTI Y 5KiHOK, IO IPHHMAIOT
bocenran Axkopn. Bu noBunHI BukopucTOByBaTH Gap'epHy hopMy KOHTPOIIO Ha
HapOJPKYBaHICTIO - HAIIPUKJIAJ, Ipe3epBaTHB, AiapparMy abo BariHanbHy ry6Ky - Ha
AOJAaTOK 0 Oynb-SKOro 3 IMX BHAIB TOPMOHAIBHOTO KOHTPONIO HA
HapoIKyBaHicTI0. OOGOB'A3K0BO 0OroBOPITH OyIb sAKi NUTAHHSA, SAKi MOXKYTh
BUHUKHYTH y Bac, 3 BalllUM JiikapeM a0o TiHEKOJOroM- 3allOBHITh HaHi Ha
3BOPOTHOMY 0G0l wi€i maM'aTky i BifHeciTh 1i 10 cBoro sikaps abo riekonora mpu
HACTYITHOMY BIJIBi/{yBaHHi. BH MOBHHHI IPOBOAWTH TECT HA BATiTHICTH JO IIOYATKY
npuiioMy bocentan AKKOp 1 IMOMICSIIIS i/l 9ac JiKyBaHHs, HaBiTh SKIIO BU rafaere,
110 BU HE BariTHI.

Jlara repmoro moMicsSS9HOTO TECTY:
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Hepexaan IncTpykuii 1J MeAHYHOT0 3acTOCYBaHHA JIKapCHLKOro 3acoly: ingopmanis
JJI NANIEHTA, 0 MAPKETYETHCS Ta IVIAHYETHCS 10 BBO3Y HA TePHTOPil0 Y KpaiHu

Bocentan Axkopa 62.5 mr, Ta6/ieTKH, BKPHTI IVIIBKOBOIO 060JI0HKOIO
Bocentan Akkopa 125 mr, Tab/1eTKH, BKPHTI ILTIBKOBOIO 000JI0HKOI0
bocenran

YBaxkHO npoYHuTalTe 10 iIHCTPYKIiIO Yy NOBHOMY 00csi3i, IEPII Hik HOYATH NPHAMATH NPeNapaT, OCKUIbKH
BOHA MICTHTH BaXJIMBY iHdopmaniro Jias Bac.

- 36epiraiite o iHCTpyKIi0. MoxmBo, Bam noBeneThest mpounTaTH i 1M1e pas.

- Sxmo y Bac BUHUKHYTh OyIb-sKi JOJATKOBI 3alIMTaHHS, 3BEPHITHCA /0 JIikapst a6o (papmaneBTa.

- lle#i npenapat 6yno npuszHayeHo juime Bam. He mepenasaiite iioro inmum ocobam. Lle MoKe 3aIKOANTH iM,
HaBITh SKIIO CUMIITOMH 1X XBOpOOHU € TAKUMHU XK, SIK 1 y Bac.

- JSxmo y Bac BunuMKHYTE Oyap-aKi mo0iuHi eeKTH, 3BepHiTHCs 0 Bammoro mikapst aGo dapmauesra. [[o HUX
HaJlex)aTh Oyb-AKi MOJIMBi M0Gi4Hi edexTH, He mepepaxoBaHi B il iHcTpyKuii. [luB. po3min 4.

Hxa indopmanis micTaTbCA B Wil iHCTpyKIii:

1. IIo sBisie cob6oro boceHTan AKKOPH i IJIsl 4OTO BiH 3aCTOCOBYETHCS

?. o Bam moTpiGHO 3HATH, NEPII HiX MOYaTH NpHiiMaTi bocenTan AKkopx
Sk nputimatu bocentan Akkopn

MoxxuBi no6ivHi epextu

Sk 36epiratu bocenran Axkopn

BwMicT ynakoBku Ta iHIIa iHpOpMaILis

Sk

1. Hlo sBasie codoro Bocentan AKkopa i Ajs qoro Bin 34CTOCOBYEThCS

Bocenran Axxopn Mictute 6oceHTaH, mo O70Kye NpupoaHuid TopMoH eHmoTenin-1 (ET-1), skuil BUKIMKAE
3BY)KEHHsS KDOBOHOCHHX CyuH. ToMy BoceHTaH AKKOPJ BUKJIMKAE PO3LIMPEHHS KPOBOHOCHUX CY/IUH 1 HAJIEXKUTh
10 KJIacy JIIKapChKHX 3ac00iB, TaK 3BaHUX "aHTArOHICTIB peLeNITOPiB eHIOTe i Y.

Bocenran AKKOpH 3aCTOCOBYETHCS IS JIIKYBAHHS

» Jlerenmesoi aptepianbhoi rimeprensii (JIAIY): JIAI' - me 3aXBOPIOBaHHA 3 BHPA&XKEHHUM 3BYXKCHHIM
KPOBOHOCHUX CYJAWMH JIE€Hb, MO MPU3BOJUTH IO MiJBUIIEHHS THCKY B KPOBOHOCHHX CYIMHAX (JIET€HEBHX
apTepisx), sAKi TPaHCIOPTYIOTh KPOB BiJ| cepris 1o jereHs. Llei mixBumeHnil TUCK 3HIDKYE KiTBKICTh KMCHIO, KM
MOK€ ITOTPAIIMTH B KPOB Y JIETEHAX, II[0 3HIKYE 3/1aTHICTh IEpeHOCUTH (i3nuHi HaBaHTaXeHH:. boceHTaH AKKOp/I
NO3IIMPIOE JIETEHEB] apTepii, J03BOJIAIOYH CEpIO JIETIIe TePeKadyBaTH KPOoB Yepe3 HuX. L{e 3HIKYe THCK KpPOBI i
L10JIETTIYE CUMIITOMH,

Bocenran Axxopn 3acTocoByeThesi A JTiKyBaHHA manieHtiB i3 111 kmacom JereneBoi aprepiansHoi rinepresii
(JIAT') mmst mosmimmeHsst Gi3HYHOI Npae3 aTHOCTI (34aTHOCTI 3MiHCHIOBaTH (i3HYHY aKTUBHICTB) i CHMIITTOMIB.
"Knac" BimoOpaxae TaxkicTs 3axBoproanus: "Kiac III" nepenbadae nomitHe oOMexeHHs Gi3HIHOT aKTUBHOCTI.
Jesixi nominmeHHs Takoxx Oyiu nokasasi y manienTis i3 JIAT 1T kiacy. 'Kiac I1" nepen6agae He3HauHe 06MeXKEHHs
(izmanoi axtuBHOCTI. JIAT, 1d siKoi mokasaxuit boceHtan AKKopa, Moxe GyTu:

*  nepBUHHOIO (0€3 BU3HAYECHOI MPUYHHH a00 CIMEHHOI0);

*  BHKIHMKaHOI CKIEPOJEpMicro (TaKOX HA3MBAETHCSA CHUCTEMHHM CKJIEPO30M, 3aXBOPIOBAHHAM, NPH SKOMY
BiZI0YBa€ThCS AHOMAJIBHUMN PIiCT CHOIYYHOI TKAHHWHH, 10 TPHMAE IIKIpy Ta 1HIIi OpraHu);

*  BUKJIHMKaHOK BHYTpIIIHIMH (BPO/KEHMMH) BaJaMH CEpLs i3 IIyHTaMu (2HOMAJBHUMH BiIrairy)KeHHAMU
CyJIMH), IO BUKJIMKAIOTh aHOMAIIBHU MOTIK KPOBi Yepe3 ceple i JereHi.

~ *  Bupasku kiHniBok: (BHpa3Ku Ha NAIbIAX PYK i HIT) ¥ JOPOCIMX HALi€HTIB 3i CTAHOM, SIKUl HA3HBAETHCS
—CKitepoiepMicro. boceHTaH 3MeHIIye KiIbKiCTh HOBHX BUPa30K MAJIBLIB PYK i Hir.

[0 BaM HOTPIGHO 3HATH, NePIT HIXK TPUEMATH, BOCCHTAR ARKODI.

He npuiimaiite Bocentan Akkopa
* #Kmo y Bac ajepris na Gocentan a6o Gynp-sKi iHIIi KOMIIOHEHTH IEOTO Ipemapary (Iepepa
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* ko y Bac € npo6JieMn 3 me4iHKOI0 (3BEPHITHCS 10 JTiKapsl)
»  sxkwmo Bu BaritHi, a00 MozKeTe 3aBariTHiTH,

TOMY 10 HE BHKOPHCTOBYETE HaiiiiHi MeTomu KoHTpauemnuii. Byaes nacka, osHaliomrecs i3 iHdopmaliero B
posainax "Konrpauenrusu" Ta "IHmmi nikapceki 3acobu i bocenran Akkopn'.

*  skmo Bu npuiiMaeTe NHKIOCIOPHH A (JTiKH, 0 32aCTOCOBYFOTHCS ITic/Is TPAHCILUIAHTAILT a00 [ Ky BaHHSA
ricopiasy)

SIKIo Gy b-AKKi IMyHKT 3 Iepepax0OBaHUX BHUINE BiTHOCUTEHCS 10 Bac, MOBiZOMTE Mpo Iie CBOTO JiKaps.

ITonepe:xenHs Ta 3an00iKHI 32X0AH
[TpokoHCyIBTY#TECS 31 CBOIM JTiKapem abo (apManeBToM, Nepil Hix npuiiMati boceHTaH AKKOpA.

Amnaunisy, siki Bam jiikap noBHHeH 3po0HTH nepej 0YaTKOM JIIKYBaHHSA
*  aHaJi3 KpOBI /UL MepeBipKH (QYHKUIT TeIiHKU

*  aHaJIi3 KpOBi [UIf IEpeBIpKH Ha aHEMilO (HU3BKHI piBEHb IreMOorIodiHy)
*  TECT Ha BariTHICTb, KO BY € )iHKOIO TITOPOJHOIO BIKY

Byii0 BcTaHOBIIEHO, IO JESKI MAI[IEHTH, SIKi MpUiiManyu OOCeHTaH, MaJld aHOMaNTbHI (YHKI[IOHAIBHI TPOOH MEYiHKH
i aHeMiro (HU3bKHI PiBEHb FeMOIJIO0IHY).

AmHaJi3n, siki Bam jJikap noBHHeH 3p00HTH i 4ac JiKyBaHHS
[Tix yac nikyBaHHs npenapatoM bocenTan Akkopa Bam nikap MOBHHEH OpraHi3yBaTH MPOBEICHHS PEryJsIpHUX
aHaJIi31B KPOBI JUIs IEPEBipKHU 3MiH (QyHKIIT IEUiHKH Ta piBHS reMOrIo0iHy.

CToCOBHO IIMX aHaJi3iB, OyIb Jlacka, 3BEPHITHCS TAKOXK 10 MaM'sITKH JJIs MalieHTa (Bcepeauni Bamoi ynakoBku
Bocenran Akkopn). Baxxnuso, mo6 Bu perymnspHo pobuiy aHai3u KpoBi, HOKH BH npuiiMaete boceHTaH AKKOpZL.
Mu nporionyemo Bam 3amucyBaTH 1aTy OCTaHHBOTO aHai3y, a TAKOX JaTy HACTYIIHOTO aHAJI3y (Hi3HalTecs AaTy
y Bamoro nikaps) y maM'sToi Juii maniedTa, mo6 1me qornoMorio Bam 3amam'staTe, KOJM MOBHHEH BigOyTHCS
HACTyIIHUM aHai3.

AHaJ1i3yu KpoBi /151 nepeBipkH QYHKIIT MeYiHKH:
Bonu OynyTh MpoOBOJUTHCS LIOMIiCAILI MPOTArOM YCHOrO Mepiofy JiKyBaHHsS mHpemnapaTtoM boceHTaH AKKOpA.
[ics 36inpINeHHS T03U TOAATKOBHI aHali3 Oy/ie BUKOHAHO Yepe3 2 THKHI.

AHaJtizy KpoBi Ha aHeMII0
Bonu OynyTh NMPOBOJUTHCS IOMICSLS MPOTITOM MEPIIUX 4 MICSIIB JIKyBaHHSI, a IMOTIM KOXHi 3 MicsIl Ticis
{bOT0, OCKLIBKY MAIiEHTH, sIKi 3aCTOCOBYIOTH BoceHTaH AKKOP/I, MOXKYTh MaTH aHEMIO.

SKImo ni pe3ynpTaTH € aHOMAallbHAMH, Bam Jikap MOXXe NpHUHATH pIilleHHS INOJO 3HIKEHHSI J03H abo
NPUNMHEHHS JIIKyBaHHS MpenapaToM boceHTaH AKKOp/ Ta MPOBECTH MOAANbINI aHAI3H ISl BUBYCHHS TIPHYMHU.

Hity i migmitku. HasBHui numme oOMexxeHMH KITIHIYHME JOCBiJ JIKYBaHHS AiTed 3 JICTEHEBOIO apTePiabHOIO
rinepreHsiero BikoM /10 2 pokiB. boceHTaH AKKOpI HE peKOMEHIYEThCS MAI[iEHTaM JUTSIYOTO BIKY 3 CHCTEMHHM
CKJIEPO30M 1 aKTUBHHM BUPa3KOBHUM ypaXKeHHAM naibLis. JluB. po3ain 3. Sk npuiitMatu bocentan AKKOp.

Inmi gikapebki 3aco6u i BocenTan Akkop/
IToBigomTe cBoro mikapst abo ¢apmaneBra, Ko Bu npuiiMaere, HEIOAaBHO NpuiiMany a6o Mord 6 npuitMaTi
Oynp-AKi iHIII iKW, B TOMy 9HCHi JIiKH, oTpuMaHi 6e3 perenta. OcoOIUBO BaXK/IHBO MOBIJOMUTH CBOTO JIKaps,
AKio Bu npuitmaere:

*  UMKIOCIIOpHMH A (TIpemapar, o 3aCTOCOBYEThCs IMiCIs TPAHCIUIAHTALLT 1 U1 JIIKyBaHHS IIcopiasy), KU He
MO>KHA 3aCTOCOBYBATH pa3oM 3 boceHTaH AKKOpI.

* Cuponimyc abo Takpoiimyc, sKi € JIKapchbKMMH 3aco0amu, IO 3aCTOCOBYFOTBCS IHCIA TPaHCIUIAHTAILL,
OCKIJIBKM BOHHM HE PEKOMEH/IYIOTBCS JUIS 3aCTOCYBAHHS Pa3oM i3 mnpenaparoM boceHTan AKKOpI.

+  T'miGenxnamiz (3acib ms mikyBasHs giabety), prdamminu (3aci6 s TiKyBaHHS TYOEpKyI603Y), QirykoHason
i KeTokoHa30d (mpPOTHrpuOKOBi 3acobu), HesipamiH (3aci6 s nikysawus BIJT), ockinmeku I JHiKe He
PEKOMEH/Iy€EThCS 3aCTOCOBYBATH pa3oM i3 npenaparoM bocenTan Akkopa.

+ Inmi mikapeeki 3acobu s mikyBauus BUI-iHQexii, siki MOXKyTh BUMAaraTy CIELiajbHOIO KOH
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BHKOPHCTaHHI pa3oM i3 npemnaparom Bocenran Akkop
* T'opmoHalbHI KOHTpaleNTHBH, AKi € Hee(DeKTUBHUMH SIK €IMHHUN METOJ KOHTpALENIi, T Yac mpuifoMy
npenapaty bocenran Akkopa. Beepenuni ynakosku bocenran Axkopx Bu 3Haiinere nam'sTKy 1d malienTa, Ky
BU NOBHHHI yBaXKHO NPOYUTaTH. Bam siikap Ta/a60 TiHEKOIOT NPU3HAYMTE KOHTPALETIIIIO, KA MiAXOHUTh Came
Bawm.
*  IHmmi npenapaTy Ui JTiKyBaHHs JIereHeBol rineprensii: cunaenadin i Tanamadin;
*  Bap(apuH (3acif, o nepenKopKae 3ciaHHIO KPOBi);
*  CHMBACTaTHH (32CTOCOBYEThCS JIJIA JIIKYBaHHs [iIIEPXOJIeCTEPUHEMIIT).

Kepysanusi aBToTpancnoprom ta po6oTa 3 iNIIMMH MeXaHi3MaMu

bocenran Akkopn He BIUIMBa€ a60 Mae HE3HAYHMI BIUIMB Ha 3ATHICTH KEPYBATH i MPALOBATH 3 MEXaHI3MaAMH.
Tum He meHmm, BoceHTaH AKKOp/ MOXe BUKIMKATH TilOTEH3IIO (3HIKEHHS apTepialbHOrO THCKY), IO MOXKE
MPU3BECTH N0 3aNlaMOPOYEHHS, BIUIMHYTH Ha Baur 3ip i 31aTHiCTE KepyBaTH i BUKOPUCTOBYBaTH MalmuHK. ToMmy,
AKIIo By BigdyBaere 3anamopodeHHs a6o 3aTyMaHeHHs 30py Mijl 9ac IPUHOMY npemnapaty bocentan Akkopn, He
cifiaiiTe 3a KEPMO i He MparoiTe 3 Oyb-IKMMHU MeXaHi3MaMy a60 MaIIHHAMY.

BarirtuicTe, nepion rogysanus rpyauio i pepruibuicTn
XKiHKH penpoyKTHBHOTO BiKy
He npuiimatite BocenTan Akkopy, skmo Bu Barithi a60 miaHyeTe 3aBariTHiTH.

.€CTH Ha BariTHiCTHL

bocenTan AKKop/ MOJKe 3aBIaTH IIKO/H ILIO/Y, 324aTOMy /0 IOYATKy a6o MijT 9ac JiKyBaHHs npenapaTom. SKImo
B € 5KiHKO¥O, fiKa MOYe 3aBariTHITH, epel OYaTKoM npuifoMy Tperapary Bocenran AKKOpZ JiKap ITONPOCUTH
Bac mpoiity TecT Ha BariTHiCTS, i e ¢ty poGHTH peryIIspHO Ha Yac IpHHOMY npenaparty bocenran AKkop/.

KonTpaunenuis

Ao icHye AMOBIpHICTB Toro, mo Bu Moxere 3aBariTHITH, BUKOPUCTOBYIATE HALiMHMHA METON KOHTPOJIIO HaJ
HAPOJUKYBAHICTIO (KOHTpalleniifo), moku Bu mnpuiimacre Bocenran Akxopx. Bam Jikap abo riHeKoJor
MPOKOHCY/bTye Bac mpo HajiiHi MeTosw KoHTpanenil Ha ac npuifomy npenapaty Bocenran Akkopa. OcKinbku
Bocenran Axkopx Moxe 3po0MTH TrOpMOHaNbHY KOHTpANENIiio (HAIpPUKIAZ, HepopanbHy, iH'eKIiiiHy,
iMIUIaHTanilHy a6o HalmKipHy) HeeeKTMBHOIO, Iel MeTOf caMm 10 cobi € HeHamifHMM. Tomy, sikmo Bwu
BUKOPHCTOBYETE TOPMOHANbHI KOHTPALENTHBH, BH TakoX IOBHHHI BHKOPHCTOBYBAaTH Oap'epHHil MeTON
(Hanpukian, XiHOYMH NpesepBaTuB, Aiapparma, MpoTH3AILTiAHA rybka aGo Bam IapTHEP TAKOXX IMOBHHEH
BHKOPHCTOBYBAaTH Npe3epBaTHB). Beepeauni ynakosku Bocentan Akkopa Bu snafiieTe mam'siTky [Uist HarieHTa.
B noBHHHI 3aI0BHUTH IO IAM'STKY 1 Ilepeaaty if cBoeMy JTikapro npu HaCTYIHOMY BiJ(BiTyBaHHi, 00 Jikap abo
TiHEKOJIOT MOIJIM OLiHUTH, 9K HOTpi6HI Bam qonaTkosi a6o allbTePHATHBHI HaJ1HHI METOM KOHTparenii. SKimo
B e xiHKoIO giTOpoHOTO BiKY, TO Iix Yac npuiiomy npenapary Bocenran AKKOpJI peKOMEH/TYETECS IIPOBEIEHHS

IOMiCSYHHX TECTiB Ha BariTHICTS.

Sxmo Bu BaritHi aGo romyere rpyamo, abo BBaXKaeTe, 10 MOKETE OyTu BaritHi aGo IwaHyeTe MaTU JUTHHY,
3BEPHITECH 10 JTikaps abo dapMarieBTa 3a 110pajI010, MEPe/ MOYATKOM IPHAOMY npernapary.

I'opyBauns rpymiio

AKINo BH TOy€Te IMTUHY TPY/IIO, HEraifHo NOBIIOMTE PO 1e CBOro JiKapst. Bam peKoMeHI0BaHO IPUIIMHHUTH
FONyBaHHs rPy IO, sIKINO By 3acTocoByete Bocentan Akkop, ToMy o HeBiomo, uu HOTpaIuisie el npenapar
B IPYIHE MOJIOKO.

PepTHabHICTH

Hociiukennst hepTUIBHOCTI Y TBApHH He OKA3aIH JKOIHOT0 BIUIMBY Ha MapaMeTpH criepMH abo GepTHIBHICTE.
Axmo Bu 4wonopik, skmif npuitMae GOCEHTaH, MOXKJIMBO, WO Ieif nperapar MOXE 3MEHIIHTH KiIBbKiCTh
criepmarto3oifis. He MOXHAa BHKIIOYATH, IO e MOXKe BIUIMHYTH Ha Bamy 3parmicTe cratm GaThKOM.
IIpoxoncynbTy#itecs 3 Bamum snikapem, sxmo y Bac € Oyzb-sIKi 3aIUTaHHA 260 CyMHIBH 3 IIbOTO PHBOLY.

puiiMati BocenTan Akkops

Jlikypanns npenapatom Bocentan Akkopa mMae GyTH po3modaro i KOHTPOJIFOBATHCS TUIBKH JKApeM, SKUH Mae
pocBix nikysanns JIAI a6o CHCTEMHOTO CKJIepo3y. 3aBxKIH NpuiManTe el Ipenapar 3TiJHO i3 PeKOMEH/AIAMH
Bamoro Jiikaps. [TpokoHcynbTyiiTecs 3 ikapem 260 papManeBToM Y BUNAJIKYy BUHUKHEHHSI CYMHIBIB. /




Ipnitom npenapary Bocenran Axkopa 3 ke Ta HANOSIMH

bocenran Akkop/ MOXKHa NIPUAMATH IIiJ] Yac puioMy ki abo oKpeMo.
PexomengoBana nosa

Jopocui

JlikyBaHHs y JOPOC/IMX 3a3BUYal MOYUHAETECS MPOTIATOM IEpPINUX 4 THOKHIB i3 62,5 Mr 1Ba pasu Ha 100y (BpaHil
i RRevepi), Hagani Bam nikap, gk npaeuino, nopagure Bam mpuitvatu Tabnetku 125 mr asa pasu Ha 100y, B
3aJIE)KHOCTI BiJ| TOro, sIKOIO Oyne Bamma peakiis Ha npemnapatr bocenran Akkop/.

(682083) [ara: 14/03/2018
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3acTocyBaHHs y aiTeH i miiTkiB
Pexomenauii oo 103yBaHHsA CTOCYIOThCS Jiuie fiteit i3 JIAL. J{ns miteit Bikom Bix 2 pOKiB JTiKyBaHHS 3a3BHYait
MOYMHAETHCS 13 2 MI Ha KT MacH TiJla 1Ba pa3u Ha 10Oy (BpaHIi i BBedyepi). Bam ikap HoOBHHEH MPOKOHCYIBTYBATH
Bac mono no3yBaHHs.

Bynp nacka maiite Ha yBa3i, o iCHYIOTH iHIII GOPME OOCEHTaHY, SIKi MOXYTh IOJIETIIUTH J03YBAHHS IJISI JiTeH i
NALIEHTIB 13 HU3BKOIO MACcOI0 TiNa a0 TPy JHOIIAMH i3 KOBTAHHAM TAONIETOK, BKPUTHX TITIBKOBOK) 000IOHKOFO,

Sxmo Bu Bimuysaere, mo nis mpemapary boceHTaH AKKOpJA € 3aHaATO CHIBHOIO a0 3aHaATOX CIa0KOIo,
IPOKOHCYJIBTYHTECS 3 JIiKapeM, o0 Mi3HATHCS, YU MOTPIOHO 3MIHUTH JO3yBaHHS.

Ax npuniimaTtn Bocentan Akkopn
Tabnerxu ciig npuiiMaTy (BpaHLi i BBedepi), 3anuBaro4d BoAO0. TabneTkn MOXXHA PUUMATH IIifl Yac MpHioMy
ixi abo oxpemo.

SIxmo Bu npuiimaere 6iibiry no3y Bocenran Akkopa, Hi’k MOBHHHI
Sxmo Bu npuiimaere 6inbime TabaeTok, HiX BaM OyJI0 IPU3HAYEHO, HETAMHO 3BEPHITHCS JI0 JTKapA.

SAxmo Bu 3a0yaere npuiinsata BocenTan Akkopa

Sxmo Bu 3a0ynete npuiinatu Bocentan AKKopz, MpUAMITE 103y, SK TinbKi Bu 3ramaere, a moTiM IpogoBxkKyiiTe
puikiMaT TabNeTKH B 3BMuYaliHuii yac. He npuitmaiite monsiiiHy 103y, mo6 KoMmeHcyBaTu 3a0yTy 103y, AKY

3a0yJIH IPUAHSTH.

SAxmo Bu npunuHuTe JikyBaHHs npenapatom bBocentan Akkop

PanToBe npunuMHeHHS JiKyBaHHS IperapaToM BoceHTaH AKKOpI MOXe MPU3BECTH O MOTIPIIEHHS CHMIITOMIB
3axBoproBaHHsA. He npununsiite 3actocyBanHs npenapatoM bocenTan Axkopn, sikimio Bamr sikap ve paguts Bam
1e pobuTr. Bam nikap Moxke TopaJuTH 3MEHIIUTY 103y IPOTATOM ASKIIBKOX JHIB, TIEPIN Hi’K HPUITAHATH IPHHAOM
MIOBHICTIO.

Sxmo y Bac BUHMKHYTH Oyab-AKi JOJATKOBI 3alIUTaHHs MIOJO 3aCTOCYBaHHS LBOTO MpENapary, 3BEPHITHCS JI0
nikaps abo dapmarieBra.

4. Momxnusi nodiuni e

Sl 1 Bel mpenapaTw, el NpenapaT MojKe BUKIIMKATH N00i4HI eeKTH, ajle BHHUKAIOTh BOHHU HE Y BCiX.

Hakitsoxanmu mo6iunuMu edekramu Bix npuiiomy bocentan AKKopa €

ITopymena GbyHKIis NeYiHKH, KA MOXKe 3'IBUTHCS Otbine HK y 1 i3 10 oci6
*  Amuemis (Manokpip’s), axa Moxe 3'aputucs y 1 3 10 oci6. IIpu anemii inozi Moke 3Ha06HUTHCS MepeTHBAHHS
KpOBi
Bamii roKa3sHUKY MEYiHKM i KpoBi OyTyTh KOHTPOIIOBATUCS I Yac JIKYBaHHs TperiapaToM BocenTan AKkop
(muB. posnin 2). Baxmpo, mo6 1i aHaI3M IIPOBOJMIIMCS 3TiAHO i3 pekoMeHaalisamu Bamoro mikaps.

O3Haxu TOTO, IO Ballla eYiHKa MOXeE MPALFOBATH HEHAJIEKHUM YMHOM, BKITIOYAIOTh B cebe:
* Hynota (TIO3UBH J0 OJIFOBAHHS)

* OmoBaHHSA

* JMXOMaHKa (TiBHUIIEHa TEMIIepaTypa)

*  Olnp y HUTYHKY (KHBOTI)

*  JKOBTSHHMIL (TIOXKOBTiHHS BaIlol MIKipy a6o OiNKiB odeir)

*  Ceya TEMHOTO KOJIbOPY

*  cBepbix mKipu

*  MIBICTH 200 BTOMJIIOBaHICTh (HE3BMYalHA BTOMA 200 BUCHAKEHHS)

*  rpunonoAioHui cuHapoM (OiNIb ¥ cyrnobax Ta m's3ax i3 rapsaukoro)

Sxmo Bu nomitwiu 6yp-aKy 3 IUX 03HAK, HETaifHO MOBiAOMTE IPO 1e CBOro JliKapst
BocenTtan Akkopp Inmmi moGiysi epexr:

Hysxe mommpeni (MoxyTb 3'aBisTUCS Oiiibiie Hixk y 1 i3 10 ocif):

* T'onosuwuii Gine




* HaOpsk (HaOpsK Hir i MUKOTOTOK a60 iHII 03HAKM 3aTPUMKH PiIMHHM)

IMommpeni (MoxyTh 3'siBasituest y 1 i3 10 oci6):

» IloyepBoHiHHA 00aMYYs a0 MIKipH

*  Peaxuii rinep4yTiMBOCTI (BKIIOYAIOYH 3aITaJICHHS IIKipH, CBEPOIX 1 BUCHITAHHS)
* Tacrpoesodareansna pedurokcHa XBopoba (KUCIOTHHIA pedITIOKC)

» [iapes

*  CuHkorne (HepUTOMHICTE)

+ TlameniTanis (mBuake cepueOUTTS 260 apUTMis)

*  Hwusekuii KpoB'ssHUI THCK

*  3akiaJeHicTh Hoca

Henommpeni (MoxyTs 3'sistrcs y 1 i3 100 oci6):

* TpombouuroneHis (HU3bKa KiNBKiCTh TPOMOOIUTIB y KPOBi)

*  HelitponeHis/neiikomneHis (HU3bKa KiTbKICTh JIEHKOIUTIB)

* Iligeumeni ¢yskunionansHi MpoOW MEYiHKM HPU TenaTuri (3alajeHHs IEYiHKH), BKIIOYAIOYH MOXKIIABE
3arOCTPCHHS BXKE iCHYHOUOr0 reNaTUTy Ta/ab0 XKOBTSIHHLI (TIOXKOBTIHHS IIKipH a6o GiNkiB oueir)

PigkicHi (MmoxkyTh 3'siBasiTHes y 1 13 1000 oci6):

* Amnadinakcis (3aranpHa aneprivea peakiis), aHTIOHeBPOTHYHUI Habpsk (HaGpsK, HaltyacTile HABKOJIO OYeii,
y0, si3uka abo ropJa)

* Ilupos (pyOiroBaHHA) NEYiHKH, MEYiHKOBA HEIOCTATHICTh (TSDKKE NOPYIIEHHs QyHKIIT IediHKm)

Takox moBizoMIIsIOCs PO HEUITKICTH 30pY i3 HEBITOMOO YACTOTOO (4ACTOTA He MOYKeE GYTH OL[iHEeHa Ha OCHOBI
HasBHUX JTaHUX).

ITo6iuni edpexTn y aiteit i mipniTkin
[Io6iuHi eexry, mpo siKi NOBIMOMIATH y AiTel, ski oTpumyBamu Bocenran Axkkops, Gymy TaKHMH X, 5K 1 Y
TOPOCIHX.

IosinomJieHHst npo noGiuHi edpexTn

Axmo y Bac 3'spnarees Oyap-aki mobiuni edexty, mpoKoHCyIbTyiTecs 3 Bamum nikapem a6o papmarestom. J[o
HHX HaJIexKaTh Oy/b-AKi MOXXIHBi OGi4Hi edekTH, He mepepaxoBaHi B Uil incTpykuii. [TosizoMsmods mpo moGiusi
edexry, Bu MoxeTe IONOMOITH HafaTH J0JATKOBY iH(GOPMALLiIO PO Ge3NeKy IMBOro Ipenapary.

At Benukobpuranii - Bu Takoxk MojxeTe MoBiToMUTH 1po mo6iuHi edeKTn 6e3mocepeiHb0 Yepes cXeMy KOBTOT
KapTKkW, 3a aapecoro: www.mhra.gov.uk/yellowcard aGo BH MoxeTe 3HAWTH KOBTY KapTKy ATIEHTCTBA
YenukobpuTaHii 3 KoHTpoMmo 06opoTy sikiB Ta MexaHuX ToBapis (MHRA) B Google Play i Apple App Store.

Hnst MaibTu - Bu Takox MojxeTe OBiloMHTH Npo 1mo6ivni eextu Gesmnocepenno vepes cuctemy ADR Reporting
Caiit: www.medicinesauthority.gov.mt/adrportal

piratu Bocentan Akkopa

36epiraiiTe mei npemnapar B HE/IOCTYITHOMY JU1st JiTeit mici.
He 3actocoByiire neit [ Iperiapat MicJis 3aKiHYeHHA TepMiHy MPUIATHOCTI, SIKKI BKa3aHUil Ha yIakoBIli i Ha Giictepi
micis "TIPUIIATHHM JO". TepmiH NpHIAaTHOCTI BU3HAYAETHCS OCTAHHIM JHEM TOTO MiCSIIS.

Brictepu 3 anominieBoi Gpoasru
Hanuii npenapar He BUMarae 0COOIMBUX YMOB 30€piraHHs.

IIBX/ITETIB/IX-6xictepu 3 amominieBoi ¢poisru 3Gepiraiite mpu Temmepatypi e Bume 30 °C.

He BUKHIaMTE npenapaT qgepes3 cTiyHi BOIHU abo y HOOYTOBI BII{XO,T_[I/I lHIBH{:‘.I/I’I‘CCSI Y CBOro (i)apMaueBTa AK
BUKHHYTH JIIKI/I ski Bu 6ineme He 3aCTOCOBYETE. U;l 3axo01u AOMOMOXYTb 3aXUCTUTH HABKOJIMIITHE CCPCAOBHIIIC.

6. BmicT ynakoexn T2 imina indopmaiisn -

SIxmii ckiax npenapary Bocenran Akkopa %/L/
%




- bocenran Axkopa 62.5 mr, TabJeTKH, BKPHTI ITiIBKOBOIO 060/10HK0I0: JTil049010 PEYOBHHOIO € GOCEHTAH ¥
BUIJIAA1 MOHorizapaty. Koskna Tabnetka micTurs 62.5 Mr 6oceHTaHy (y BUMIISII MOHOTiApaTY).

- Bocentan Axxopa 125 mr, TaGeTkH, BKPUTi ITIBKOBOIO 060,10HKO0I0: JIiFOY0I0 PEYOBHHOIO € GOCEHTaH ¥
BUTTLIAL MOHOTiApaty. Koxkna Tabnetka MicTurs 125 Mr 6oceHTany (y BUIIAAI MOHOTIApaTy).

IHmuvMHE KOMIIOHEHTAaMHA B SIPi TaGNETKY € KpOXMailh KyKypPyA3sHHUIN, KDOXMAIb MPEkeNaTHHI30BaHHI, HATPIIO
KPOXMAJIBIJIIKOJIAT (THII A), IIOBLIOH i MarHiro creapar. ILTiBKOBE IOKPHTTS MiCTHT TiMPOMENO3y, TPHAIICTHH,
TaJbK, TATaHy miokcun (E171), 3amisa okenn sxopruit (E172) i 3anisa okcun uepsonuii (E172).

Sk surssinae Bocenran Akkopn i BMiCT ynakoBKH

Tabnerku bocentan Akkopy 62.5 Mr, BKPHTI ILTIBKOBOIO 0GOJIOHKOO, CBITIIO-OpaRXKEBi, KpyIITi, IPHOMH3HO 6,20
MM B JiaMeTpi, ABOOIYKII, BKPUTI ILTiIBKOBOO OGONOHKOIO TaGleTKH 3 rpasitoBanHsm "IB1" 3 ogHoro Goky i
IUTIOCKI 3 IHIIOTO.

Tabnerku Bocenran Axkopn 125 Mr, BKpHTI IITIBKOBOIO 0GOJIOHKOIO, CBITI0-OpamkeBi, Kpyrii, npuoiusso 11,00
MM JIOBXHHOIO, 5,00 MM IMPUHOIO, ABOOTIYKIIi, BKPHUTI ILTiIBKOBOIO OGOIOHKOKO TaGIeTKH 3 rpaBifopaHHsM "[B2"
3 OIHOTO OOKY i IUIOCKI 3 iHIIOrO.

‘abnerkn Bocenran Akkopn 62.5 Mr, BKPHTI ILTIBKOBOKO OGOJIOHKOO, YHaKoBaHi B GIicTepH 3 amoMiHieBoi
omprn Ta [IBX/TIE/MIBIX-6rictepyu 3 amoMinieBoi Gonbry, mo MicTars 14 TaGIeToK, BKPHTHX IUTIBKOBOIO
000JIOHKOI0. YTIaKOBKH MicTATE 14, 56 a60 112 TabneToK, BKPHTUX ILTiBKOBOIO 0G0IOHKOIO.

Tabnerku Bocentan Akkopy 125 Mr, BKpUTI ITIBKOBOO 060JIOHKOIO, YIIAKOBAHi B GITICTEPH 3 AFOMIHI€BOT doneru
Ta [IBX/IIE/TIBJIX-0nicTepy 3 amomiHieBoi (hobru, mo MicTaTh 14 Ta61eTOK, BKPUTHX ILTIBKOBOKO 0G0IOHKOK.
YnakoBKu MicTATB 56 a60 112 TabieToK, BKPUTHX IITiBKOBOIO 0G0JIOHKOIO.

MoxyTs OyTH DOCTYIHI HEe BCi pO3MipH YIIaKOBKH.

BaacHuk peectpaniiinoro mocBigueHHs Ha JlikapcbKuii 3aci6 Ta BUPOGHHK
Biacuuxk peectpaniiiHoro nocBinuenns ua jgikapcbKuii 3aci6:

Axxopn Xenckea Jlimiten

Celimx Xayc,

319 Ilinnep Poyn,

Hops Xeppoy,
lingnecexc, HA1 4HF,

Benuxa Bpuranis.

Bupob6nux:

Axxopn Xenckea JlimiTe]
Iepmmnii moBepx,

Cenmx Xayc,

319 ITinuep Poypx,

Hops Xeppoy,
Minnnecexkc HA1 4HF,
Bennka Bpuranis

/aTa ocranuboro meperasiay miei imcrpyxuii - 02.2018 poky.
Ha maxem maxoic Hanocambca mexuiyni no3nauku ma 6Kaziexu BUPOBHUKA, U{0 CHIOCYIOMbCA 1020MuUny,
WmMpUX-Kooy

INP0O1
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Ilepexsiajg TeKCTy JIMCTKA BKJIAJHINA, IO MAPKETYEThCS TA MJIAHYEThCS 10
BBO3Yy HAa TEPHTOPiI0 YKpaiHu

Bakiusi nonepemkenns 6e3nexkyu 1151 NANi€HTIB, IKi IPHAMAIOTL NpenapaT
bocentan Akkopn (bocenTan)
Llst mam'ssTKa MiCTHTE BaXJIMBY iH(OpMaIlito mpo mnpenapaTr Bocenran Akkops. Byas
JlacKa, YBXXHO IPOYUTANTE IFO MaM'ATKy Iepe]] IIOYaTKOM JIIKyBaHHS [PEapaToM
bocenran Axkopn.
Bame im'st
Jlixap, sikuii mpu3Hayae
Iperapar:
SIKI1o y Bac BUHMKIIM IMTaHHA OO0 Nperapary bocenran Akkop, 3BepHITECA [0
JiKaps.
Axxopn Xenckea JlimiTen

KonTpanenuis :
Yu Bu BUKOpHUCTOBYeTe abo0 IpuiiMaeTe KOHTpaenTHBy B faHuit yac? Tardl Hi B
Sxmo Tak, HanUIII TS HA3BU TYT:
BisbMiTh 1m0 mam'ATKy 10 CcBOro Iikaps abo TriHeKkonora IpH HACTYITHOMY
BIIBIZlyBaHHi, i BiH / BOHAa 3MOX€E HOPAIUTH BaM, 9M IIOTPIOHO BHKOPHCTOBYBATH
Z0/1aTKOBI a00 aTbTepHATUBHI METO/M KOHTpAIIEIILI.

Ha nucmky exknaouuiy makoic HAHOCAMBCA MEXHIYHI HOZHAUKU Ma 6Ka3ieKu
8UPOOHUKA, U0 CHIOCYIOMbCA JI020MUNY

Amnaunis KpoBi 115 nepeBipku GpyHKuii nedinkn

Y Iesikux mallienTiB, ki npuiimany bocenTan AKkopy, Gyitd BUSBIEHI HEHOPMOBaH]
dyHKuioHaNbHI Tpobu newinkwm. I1ix vac nikysanus npenapatom BocenTan AKKop
Balll JIKap [OBMHEH OPraHi3yBaTH PeryJIpHi aHali3¥ KPOBi VI HepeBipKH 3MiH
(byHKIIIT TeYiHKH.

He 3a0ysaiire 3naBaTm amamis KpoBi Miusi mepeBipkm ¢QyHknii nmedinku
LIOMICS LIS,

IicJist 36iMbIICHHs 1031 TOAATKOBHIA aHaJIi3 Gy/e 3poG/ienHnii yepes 2 THIKHI.
JlaTa 1epuoro IoMicsi9HOTO TECTY:

Baru miomicsanmit rpadik aHanizy Kposi s mepeBipku GyHKIIT medinKy:

CiueHp
JIrotuit
bepesens
Ksitens
Tpasenn
Yepaens
JIunenp
Ceprienn
Bepecenn
XKoBTenn
JIucroman
I'pynens
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SIkuio BY KiHKA PeNPOIYKTHBHOIO BiKY, YBAsKHO MPOYHTAITE IO CTOPIHKY
BariTHicTh

bocenran Akkopa MojKe 3aBJATH IIKOTH PO3BUTKY IUIojd. ToMy, BE He NTOBHHHI
npuiiMatd bocenTan AKKOpJ, SKIIO B BariTHI, 1 BU TaKOX He MOBHHHI IJIaHyBaTH
BariTHICTh B Iepiox mpuiiomy bocentan Axkopz. Bibl Toro, SIKIo BH CTpaXKJa€eTe
JICTEHEBOIO TilEPTEH3i€r0, HACTAHHS BAaTiTHOCT] MOYKE CHJIBHO HOTiPITHTH CHMIITOMH
BAIlIOTO 3aXBOPIOBAHHS, SIKIIO BH IIiO3PIOETE, III0 MOXKETE 3aBariTHITH, 3BEPHITHCA
110 Jikaps abo TiHEeKoJIora.

KonTpanenuis

IpoTusarurigni 3acobu, 3acHOBaHi Ha TOPMOHAX, TaKi K OpaIbHi KOHTPAIIEITHBH a60
IPOTH3AIUIi/IHI TabNeTKM, TOPMOHANBHI iH'€KIii, IMILTaHTaTH 260 MPOTH3AILIiIHI
IIKIpHI IUTACTUPI, He MOXYTh HaAiHHO 3aI06IrTH BATITHOCTI Y JKiHOK, [0 IPHMAIOTh
Bocenran Axkkopa. Bu nosuHHI BHKOpHCTOBYBaTH Gap'epHy (opMy KOHTPOIIO HAJ
HapOJDKYBaHICTIO - HANPUKIIAJ, IPe3ePBaTHB, Aiapparmy abo BariHambHy ryOKy - Ha
JOMATOK 1O OyAb-IKOTO 3 [HUX BHAIB TOPMOHAIBHOTO KOHTPONIO HAJ
HApOIDKyBaHICTIO. OOGOB'A3K0BO OOTOBOPITH Oynb sKi NHTAHHA, SKi MOXYTE
BUHUKHYTH Yy Bac, 3 BallMM JikapeM a0o TiHEeKOJOroM- 3aloBHITH JaHi HA
3BOPOTHOMY Goli 1i€i mam'sTku i BixHeciTh ii 1o cBoro mikaps a6o TiHeKomora mpu
HACTYITHOMY BIABiAyBaHHi. By OBMHHI IPOBOAUTH TECT Ha BAriTHICTh 4O HOYATKY
npuiioMy bocenTtan AKKop/ i ITOMICSIS Ti/T 9ac JTiKyBaHHS, HABITE SKIIO BH aa€eTe,
10 BH HE BariTHI.

JlaTa nepmioro moMicsI9HOTO TECTY:
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Package |eaflet: Information for the user *
Bosentan Accord 62.5 mg
film-coated tablets
Bosentan Accord 125 mg
film-coated tablets

Bosentan

Read all of this leaflet carefully before you

start taking this medicine because it contains

important information for you.

~Keep this leaflet. You may need to read it again.

~If you have any futher questions, ask your
doctor or pharmaciat.

~This medicine has been prescribed for you only.
Do not pass it on to others. It may harm them,
even If their signs of iliness are the same as
yours.

~If you get any side effects talk to your doctor or
pharmacist. This includes any possible side
effects not listed in this leaflet. See section 4.

What is In this leaflet:
1. What Bosentan Accord Is and what it is used

for

2. What you need to know befora you take
Bosentan Accord

3. How to take Bosentan Accord

4. Possible side effects

5. How to store Bosentan Accord

6. Contents of the pack and other Information

1. What Bosentan Acotrd is
and what it is used Yor

Bosentan Accord contain bosentan. which blocks
a naturally occurring hormone called endothelin-1
(ET-1), which causes blood vessels to narrow.
Bosentan Accord therefore causes blood vessels
to expand and belongs to the class of medicines
called “endothelin receptor antagonists”.

Bosentan Accord is used to treat:

» Pulmonary arterial hypertension (PAH) : PAH is
a disease of severe narrowing of the blood
vessels in the lungs resulting in high blood
pressure in the blood vessels (the pulmonary
arteries) that carry blood from the heart to the
lungs. This pressure reduces the amount of
oxygen that can get into the blood in the lungs,
making physical activity more difficult. Bosentan
Accord widens the pulmonary arteries, making it
easier for the heart to pump blood through
them. This lowers the blood pressure and
reliaves the symptoms.

Bosentan Accord [s used to treat patients with
class lll pulmanary arterial hypertension (PAH) to
Improve exerolse capacity (the ablity to carry out
physical activity) and symptoms. The ‘class’
reflects the seriousness of the disease: ‘class III'
Involves marked limitation of physical activity.
Some Improvements have also been shown in
patients with class Il PAH. ‘Class I’ invalves
slight limitation of physical activity. The PAH for
which Bosentan Accord is Indicated can be:
+primary (with no identified cause or familiaf);
+caused by scleroderma (also called systemic
sclorosis, a disease where there Is abnormal
growth of the connective tissue that supports
the skin and other organs);
+caused by congenital (inbom) heart defects with
shunts (abnormal passageways) causing
abnormal flow of blood through the heart and
lungs.

+Digital ulcers: (sores on the fingers and toes)
In adult patients with a condition called
scleroderma. Bosentan reduces the number of
new finger and toe ulcers that appear.

2. What you need to know
before you take Bosentan
Accord

Do not take Bosentan Accord

+if you are allergic to bosentan or any of the
other ingredients of this medicine (listed in
section 6)

«If you have liver problems (ask your doctor)

«if you are pregnant, or could get pregnant
because you are not using reliable
contraceptive methods. Please read the
Information under “Contraceptives® and *Cther
medicines and Bosentan Accord®.

«If you are taking cyclosporine A (a medicine
used after a transplant or to treat psoriasis)

It any of these apply to you, tell your doctor,

Warnings and precautions
Talk to your doctor or pharmacist before taking
Bosentan Accord.

Tests your doctor will do before treatment

«a blood test to check your liver function

+a blood test to check for anaemia (low
haemoglobin)

«+a pregnancy fest If you are a woman of
child-bearing potential

Some patlents taking bosentan have been found
to have abnomal fiver function tests and
anaemia (low haemoglobin).

Tests your doctor will do during treatment
During treatment with Bosentan Accord, your
doctor will arrange for regular blood tests to
check for changes In your liver function and
haemaoglobin level.

For all thase tests please refer also to the Patient
Alert Card (inside your pack of Bosentan Accord).
Itis important that you have these regular blood
tests as long as you are taking Bosentan Accord.
We suggest you write the date of your most
recent test and also of your next test (ask your
doctor for the date) on the Patient Alert Card, to
help you remember when your next test Is due.

Blood tests for liver function:

These will be done every month for the duration
of treatment with Bosentan Accord. After an
increase In dose an addftional test will be done
after 2 weeks.

(682083) Date : 14/03/2018

Blood tests for anaemia

These will be done every menth for the firat

4 monthe of treatment, then every 3 months after
that, as patients taking Bosentan Accord may get
anaemia.

If these resuits are abnormal, your doctor may
declde to reduce your dose or stop treatment with
Bosentan Accord and to perform further tests to
investigate the cause.

Ghildren and adolescents

There is only limited clinical experience In children
with pulmonary arterial hypertension under 2 years
of age. Bosentan Accord are not recommended in
paediatric patients with systemic sclerosis and
ongoing digital ulcer disease. Please see also
section 3. How to take Bosentan Accord.

Other medicines and Bosentan Accord

Tell your doctor or pharmacist if you are taking or

have recently taken or might take any other

medicines, Including medicines obtalned without

a prescription. It Is especially important to tell

your doctor if you are taking:

= cyclosporine A (a medicine used after
transplants and to treat psoriasis), which must
not be used together with Bosentan Accord

* Sirolimus or tacrolimus, which are medicines used
after as these are not
to be used together with Bosentan Accord

glibenclamide (a diabetes medicine), rifamplicin
(a tuberculosis medicine), fluconazole and
ketoconazole (medicines against fungal
infections), nevirapine (an HIV medicine) as
these medicines are not recommended to be
used together with Bosentan Accord

« other medicines for the treatment of HIV
Infection, which may require special monitoring
if used together with Bosentan Accord

» hormonal contraceptives, which are not
effective as the sole method of contraception
when you take Bosentan Accord. Inside your
pack of Bosentan Accord you will find a Patient
Alert Card which you should read carefully. Your
doctor and/or gynaecologist will establish the
contraception which is appropriate for you,

» other medications for the treatment of
pulmonary hypertension: sildenafil and tadalafil;

e warfarin (an anticoagulant agent);

ir (used to treat

Driving and using machines
Bosentan Accord has no or negliglble influence
an the ability to drive and use machines.
However, Bosentan Accord can induce
hypotension (decrease of your blood pressure)
which can make you feel dizzy, afect your vision
and affect your ability to drive and use machines.
Therefore, If you feel dizzy or that your vision is
blurred while taking Bosentan Accord, do not
drive or operate any tools or machines.

Pregnancy, breast-feeding and fertility

Women of child-bearing age

Do NOT take Bosentan Accord if you are

pregnant or planning to become pregnant,

Pregnancy tests

Bosentan Accord may harm unborn babies
conceived before starting or during treatment. If
you are a woman who could become pregnant,
your doctor will ask you to take a pregnancy test
before you start taking Bosentan Accord, and
regularly while you are taking Bosentan Accord.

Contraceptives
Ifit ie possible that you could become pregnant,
use a reliable form of birth contrel {contraception)
while you are taking Bosentan Accord. Your
doctor or gynaecologlst will advise you about
reliable contraceptive methods while taking
Bosentan Accord. Because Bosentan Accord
may make hormonal contraception (e.g., oral,
injection, implant, or skin patches) ineffective, this
method an its own is not reliable. Therefore, if
you use hormenal contraceptives you must also
use a barrier method (e.g., female condom,
diaphragm, contraceptive spange, or your partner
must also use a condom). Inside your pack of
Bosentan Accord you will find a Patient Alert
Card. You should complete thls card and take it
to your doctor at your next visit so that your
doctor or gynaecologist can assess whether you
need additional or altemative rellable
contraceptive methods. Monthly pregnancy tests
are recommended while you are taking Bosentan
Accord and are of child-bearing age.

Ifyou are pregnant or breast-feeding, think you
may be pregnant or are planning to have a baby,
ask your doctor or pharmacist for advice before
taking this medicine.

Breast-feeding

Tell your doctor immediately if you are
breast-feeding. You are advised to stop
breast-feeding if Bosentan Accord Is prescribed
for you, because It is not known whether this
medicine passes into breast milk.

Fertility
Fentility studies In animals showed no effects on
sperm parameters of fertility.

If you are 2 man taking Bosentan, it is possible
that this medicine may lower your sperm count. It
cannot be excluded that this may affect your
abllity to father a child. Talk to your doctor If you
have any questions or concerms about this.

Treatment with Bosentan Accord should only be
started and monitored by a doctor who has
experience In the treatment of PAH or systemic
sclerosis. Atways take this medicine exactly as
your doctor has told you, Check with your doctor
or phamacist if you are not sure.

Bosentan Accord with food and drink
Bosentan Accord can be taken with or without food.
Recommended dose

Adult
The treatment in adults is usually started for the
first 4 weeks with 62.5 mg twice dally (moming
and evening), from then your doctor will usually
advise you o take a 125 mg tablet twice daily,
depending on how you react to Bosentan Accord.
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Use In Children and adolescents
The dose recommendation In children is only for &. How 1o store Bosentan Acqor —

PAH. For children 2 years and older, treatment

with is usually started with 2 mg per kg Keep this medicine out of the sight and reach of
bodywelght twice dally (morning and evening). children.
Your doctor will advise you on your dosing. Do not use this medicine after the expiry date
which is stated on the carton and on the blister
Pleass note that other formulations of bosentan after “EXP". The expiry date refers to the last day
are available, which may make corect dosing of that month.
easier for children and patients with low body
welght or difficulties to swallow tablets. [umiy Humini ors.
This medicinal product does not require any
if you have the impression that the effect of special storage condition.

Bosentan Accord Is too strong or too weak, talkto  PVC/PE/PVDC-aluminium blisters
your doctor In order to find out whether your dose Do not store above 30 °C.

needs to be changed.
Do not throw away any medicines via wastewater

How to take Bosentan Accord or household waste. Ask your pharmacist how to
Tablets should be taken (morming and evening),  throw away medicines you no longer use. These
swallowed with water, The tablets can be taken measures will help to protect the environment.
with or without food.

8. Contents of the pack and
other informatian

If you take more Bosentan Accord than you

If you take more tablets than you have been told

to take, contact your doctor immediately. What Bosentan Accord containg

~Bosentan Accord 62.5 mg filmcoated
tablets: The active substance is bosentan as
monohydrate. Each tablet contains 62.5 mg of
bosentan (as monohydrate).

—Bosentan Accord 125 mg film-coated
tablets: The active substance is bosentan as
‘monohydrate, Each tablet contains 125 mg of
bosentan (as monohydrate).

If you forget to take Bosentan Accord
Ifyou forget to take Bosentan Accord, take a
dose as s00n as you remember, then continue to
take your tablets at the usual times. Do not take a
double dose to make up for a forgotten tablets.

If you stop taking Bosentan Accord
Suddenly stopping your treatment with Bosentan
Accord may lead to your symptoms getting
worse. Do not stop taking Bosentan Accord
unless your doctor tells you to. Your doctor may
tell you to reduce the dose over a few days
before stopping completely.

~The other ingredients in the tablet core are
malze starch, pregelatinised starch (maize),
sodium starch glycolate (type A), povidone, and
magnesium stearate. The film coat contains
hypromellose, triacetin, talc, titanium dioxide

If you have any further questions on the use of (E171), Iron oxide yellow (E172) and iron oxide

this medicine, ask your doctor, or pharmacist. red{E172):

4. Possiblo side effacts ! What Bosentan Accord looks like and
contents of the pack

Like ali medicines, this medicine can cause side

elfects, alficagh not evergtiody gate them, Bosentan Accord 62.5 mg film-coated tablets are

Light orange, round, approximately 6.20mm in
diameter, biconvex, film-coated tablets debossed

The most serious side effects with Bo n
2 oo e with “IB1” on one side and plain on other side

Accord are
Abnormal liver function which may affect more
g i ity Y Bosentan Accord 125 mg film-coated tablets are

«Anaemia (low blood value) which may affectup  Light orange, oval, approximately 11.00mm in
101 In 10 people. Anaemia may occasionally length, 5.00mm In width, biconvex, im-<oated
require blood transfusion tablets debossed with *[B2" on one side and plain

Your liver and blood values will be monitored on other ide

during treatment with Bosentan Accord (see

section 2). It s Important that you have these.

tests as ordered by your doctor.

Bosentan Accord 62.5 mg film-coated tablets are
packed in Aluminim-aluminium blisters and
PVC/PE/PVDC/aluminium-blisters contalning 14

i film-coated tablets. Cartons contain 14, 56 or 112
Signe that your liver may not be working prope: &
ln:?luda: i ¥ wordigpropery fim-coated tablets.

*nausea (urge to vomit]
st (gt vomk) Bosentan Accord 125 mg fim-coated tablats are

g packed In Aluminim-aluminlum blisters and
fever (high temperature; in Aluminim-: listers

:paln |r(|h y?:ur |w’:neach (I:duman) PVC/PE/PVDC/aluminium-blisters containing 14

jaundice (yellowing of your skin or the whites of film-coated tablets. Cartons contain 56 or 112
your eyes) film-coated tablets.

«dark-coloured urine

«ltching of your skin Not all pack sizes may be marketed.

«lethargy or fatigue (unusual tiredness or
exhaustion) Marketing authorisation holder and
« fludike syndrome (joint and muscle pain with fever) ~ Manufacturer

If you notice any of these signs tell your doctor  Marketing Authorisation Holder:

immediately Accord Healthcare Limited
Sage House, 319 Pinner Road, North Harrow,
Bosentan Accord Other side effects: Middlesex, HAT 4HF

United Kingdom.
Very commoan (may affect more than one in 10

people): Manufacturer: _

+Headache Accord Healthcare !Jmll:d

+Oedema (welling of the legs and ankies or Sage house, 319 Pinner Road, North Hamow,
other signs of fluld retentian) Middlesex HAT 4HF,

United Kingdom

?:h"".';,':;' :maﬂ“‘;';f ,‘:d:::"';:.ok::f“b)‘ This leaflet was last revised in 02/2018,
« Hypersensitivity reactions (including skin

inflammation, fiching and rash)
+ Gastrooesophageal reflux disease (acid refiux)
»Diarthoea
*Syncope (fainting)
+ Palpitations (fast or irregular heart beats)
+ Low blood pressure
+ Nasal congeation

Uncommon (may affect up to one in 100
ple):

» Thrombocytopenia (low number of blood
platelets)

 Neutropenla/leukopenia (low number of white
bload cells)

»Elevated liver function tests with hepatitis
(inflammation of the Tiver) including possible
exacerbation of underlying hepatitis and/or
Jaundice (yellowing of the skin or the whites of
the eyes)

Rare (may affect up to one In 1000 people):

+Anaphylaxis (general allergic reaction),
angioedema (swelling, most commonly around
the eyes, lips, tongue or throat)

+Cirthosis (scarring) of the liver, liver failure
(serious disturbance of liver function)

Blured vision have also been reported at an
unknown frequency (frequency cannot be
estimated from the available data).

Side effects In children and adolescents
The side effects that have been reported in
children treated with Bosentan Accord are the
same as those in adults.

Reparting of side effects

I you get any side effects, talk to your doctor or
pharmacist. This includes any possible sida
effects ot listed in this leaflet. By reporting side
effects you can help provide more information on
the safety of this medicine.

For UK- You can also report side effects directly
via the Yellow Card Scheme, at:

www.mhra gov.ukiyellowcard or search for MHRA
Yellow Card in the Google Play or Apple App
Store.

For Malta- You can aleo report side effects
directly via

ADR Reporting

W
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Package leaflet: Information for the user
Bosentan Accord 62.5 mg
film-coated tablets
Bosentan Accord 125 mg
film-coated tablets
Bosentan

Read all of this leaflet carefully before you

start taking this medicine because it contains

Important,information for you.

~Keep this leaflet, You may need to read it again.

~If you have any further questions, ask your
doctor or pharmacist.

~This medicine has been prescribed for you only.
Do not pass it on to others. It may harm them,
even If their signs of iliness are the same as
yours,

~If you get any side effects talk to your doctor or
pharmacist. This includes any possible side
effects not listed In this leaflet. See section 4.

What Is in this leaflet:
1. What Bosentan Accord Is and what it is used

for

2. What you need to know before you take
Bosentan Accord

3. How to take Bosentan Accord

4. Possible slde eflects

5. How to store Bosentan Accord

6. Contents of the pack and other information

What Bosentan Accord s

and what it is uset for

Bosentan Accord contain bosentan, which blocks
a naturally occurring hormone called endothelin-1
(ET-1), which causes blood vessels to narrow.
Bosentan Accord therefore causes blood vessels
o expand and belongs to the class of medicines
called “endothelin receptor antagonists™.

Bosentan Accord Is used to treat:

» Pulmonary arterial hypertension (PAH) : PAH is
a disease of severe narrowing of the blood
vessels in the lungs resutting in high blood
pressure In the blood vessels (the pulmonary
arteries) that carry blood from the heart to the
iungs. This pressure reduces the amount of
oxygen that can get Into the blood In the lungs,
making physical activity more difficutt. Bosentan
Accord widens the pulmonary arteries, making it
easier for the heart ta pump blaod through
them. This lowers the blood pressure and
relleves the symptoms.

Bosentan Accord Is used to treat patients with
class Iil pulmonary arterial hypertension (PAH) to
improve exercise capacity (the abilty to camy out
physical activity) and symptoms. The ‘class'
reflects the seriousness of the disease: ‘class I’
involves marked limitation of physical activty.
Some improvements have also been shown In
patients with class Il PAH. ‘Class II'involves
slight limitation of physical activity. The PAH for
which Bosentan Accord Is Indicated can be:
«primary (with no identified cause or familial);
«caused by scleroderma (also called systemic
sclerosis, a disease where there is abnormal
growth of the connective tissue that supports.
the skin and other organs);

« caused by congenital (inbom) heart defects with
shunts (abnormal passageways) causing
abnormal flow of blood through the heart and
lungs.

« Digital ulcers: (sores an the fingers and toes)
in adult patients with a condition called
scleroderma. Bosentan reduces the number of
new finger and toe ulcers that appear.

2. What you need to know
Bbefore you take Bosentan
Accord

Do not take Bosentan Accord

«if you are allergic to bosentan or any of the
other Ingredients of this medicine (listed in
section 6)

«1f you have liver problems (ask your docor)

«If you are pregnant, or could get pregnant
because you are not using reliable
contraceptive methods. Please read the
information under “Contraceptives® and “Other
medicines and Bosentan Accord".

+1f you are taking cyclosporine A (@ medicine
used after a transplant or to treat psoriasls)

It any of these apply to you, tell your doctor.

Warnings and precautions
Talk to your doctor or pharmacist before taking
Bosentan Accord,

Tests your doctor will do before treatment

+a blood test to check your liver function

+a blood test to check for anaemia (low
haemoglobin)

2 pregnancy test if you are a woman of
child-bearing potentiat

Some patients taking bosentan have been found
to have abnormal liver function tests and
anaemia (low haemoglobin).

Tests your doctor will do during treatment
During treatment with Bosentan Accord, your
doctor wil arrange for regufar blood tests to
check for changes in your liver function and
haemoglobin level.

For all these tests please refer also to the Patient
Alert Card (inside your pack of Bosentan Accord).
Itis important that you have these regular blood
tests as long as you are taking Bosentan Accord.
We suggest you write the date of your most
recent test and also of your next test (ask your
doctor for the date) on the Patient Alert Card, to
help you remember when your next test is due.

Blood tests for liver function;

These will be done every month for the duration
of treatment with Bosentan Accord. After an
increase in dose an additional test will be done
after 2 weeks.

(693421) Date : 26.02.19

Blood tests for anaemia

These will be done every month for the first

4 months of treatment, then every 3 months after
that, as patients taking Bosentan Accord may get
anaemia.

If these results are abnormal, your doctor may
decide to reduce your dose or stop treatment with
Bosentan Accord and to perform further tests to
investigate the cause.

Children and adolescents
There Is only limited clinical experience in children
with pulmonary arterial hypertension under 2 years
of age. Bosentan Accord are not recommended in
paediatric patients with systemic sclerosis and
ongoing digital ulcer disease. Please see also
section 3, How to take Bosentan Accord.

Other medicines and Bosentan Accord

Tell your doctor or pharmacist if you are taking or

have recently taken or might take any other

medicines, Inciuding medicines obtained without

a prescription. Itis especially important to tell

your doctor if you are taking:

«cyclosporine A (a medicine used after
transplants and to treat psoriasis), which must
not be used together with Bosentan Accord

+ Sirolimus or tacrolimus, which are medicines used
after transplants, as these are not recommended
1o be used together with Bosentan Accord

« glibenclamide (a diabetes medicine), rifampicin
(a tuberculosis medicine), fluconazole and
ketoconazole {medicines against fungal
infections), neviraplne (an HIV medicine) as
these medicines are not recommended to be
used together with Bosentan Accord

«other medicines for the treatment of HIV
infection, which may require special monitoring
If used together with Bosentan Accord

« hormonal contraceptives, which are not
effective as the sole method of contraception
when you take Bosentan Accord. Inside your
pack of Bosentan Accord you will find a Patient
Alert Card which you should read carefully. Your
doctor and/or gynaecologist will establish the
contraception which is appropriate for you.

+ other medications for the treatment of
pulmonary hypertension: siidenafil and tadalafil;

«warfarin (an anticoagufant agent);

(used to treat

Driving and using machines.
Bosentan Accord has no or negligible influence
on the abiliy to drive and use machines.
However, Bosentan Accord can induce
hypotension (decrease of your blood pressure)
which can make you feel dizzy, affect your vision
and affect your ability to drive and use machines.
Therefore, if you feel dizzy or that your vision is
blurred while taking Bosentan Accord, do not
drive or operate any tools or machines.

Pregnancy, breast-feeding and fertility
Women of child-bearing age

Do NOT take Bosentan Accord if you are
pregnant or planning to become pregnant.

Pregnancy tests
Bosentan Accord may harm unborn bables
conceived before starting or during treatment. If
you are a woman who could become pregnant,
your doctor will ask you to take a pregnancy test
before you start taking Bosentan Accord, and
regularly while you are taking Bosentan Accord.

Contraceptives
Ifit is possible that you could become pregnant,
use a reliable form of birth control (contraception)
while you are taking Bosentan Accord. Your
doctor or gynaecologist will advise you about
reliable contraceptive methods while taking
Bosentan Accerd. Because Bosentan Accord
may make harmonal contraception (e.g., oral,
injection, implant, or skin patches) ineffective, this
method on its own is not reliable. Therefore, if
you use hormonal contraceptives you must also
use a barrier method (e.g., female condom,
diaphragm, contraceptive sponge, of your partner
must also use a condom). Inside your pack of
Bosentan Accord you will find a Patient Alert
Card. You should complete this card and take it
to your doctor at your next visit so that your
doctor or gynaecologist can assess whether you
need additional or aitemative refiable
contraceptive methods. Monthly pregnancy tests
are recommended while you are taking Bosentan
Accord and are of child-bearing age.

If you are pregnant or breast-feeding, think you
may be pregnant or are planning to have a baby,
ask your doctor o pharmacist for advice before
taking this medicine.

Breast-feeding

Tell your doctor immediately if you are
breast-feeding. You are advised to stop
breast-feeding if Bosentan Accord Is prescribed
for you, because it Is not known whether this
medicine passes into breast milk.

Fertility

Fertility studies In animals showed no eflects on
sperm parameters or fertility.

If you are a man taking Bosentan, it is possible
that this medicine may lower your sperm count. it
cannot be excluded that this may affect your
ability to father a child. Talk to your doctor if you
have any questions or concerns about this.

Treatment with Bosentan Accord should only be
started and monitored by a doctor who has
experience In the treatment of PAH or systemic
sclerosis. Always take this medicine exactly as
your doctor has told you. Check with your doctor
or pharmacist if you are not sure.

Bosentan Accord with food and drink
Bosentan Accord can be taken with or without food.
Recommended dose

Adult

The treatment In adults s usually started for the
first 4 weeks with 62.5 mg twice dally (morning
and evening), from then your doctor will usually
advise you{o take a 125 mg tablet twice daily,
depending on how you react to Bosentan Accord.
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Use in Children and adolescents
The dose recommendation in children s only for
PAH. For children 2 years and older, treatment

with is usually started with 2 mg per kg Keep this medicine out of the sight and reach of

bodyweight twice daily (moming and evening). chiidren.

Your doctor will advise you on your dosing. Do not use this medicine after the expiry date
which is stated on the carton and on the bister

Please note that other formulations of bosentan after “EXP". The expiry date refers to the last day

are available, which may make correct dosing of that month.

easier for children and patients with low body
weight or difficulties to swallow film-coated tablets, ~ Aluminum-aluminium blisters
This medicinal product does not require any
If you have the Impression that the effect of special storage condition.
Bosentan Accord ls too strong o too weak, falkto  PVC/PE/PVDC-aluminium biisters
your doctor in order to find out whether your dose Do not store above 30 *C.

needs to be changed.

Do not throw away any medicines via wastewater
How to take Bosentan Accord or household waste. Ask your phammacist how to
Tablets should be faken (morning and evening),  throw away medicines you no longer use. These
swallowed with water, The tablets can be taken ~ Measures will help to protect the environment.
with or without food.

If you take more Bosentan Accord than you
should

If you take more tablets than you have been told
1o take, contact your doctor immediately.

6. Gunlents of the pack and
- oiher information

What Bosentan Accord contains

~Bosentan Accord 62.5 mg film-coated
tablets: The active substance is bosentan as
monohydrate. Each tablet contains 62.5 mg of
bosentan (as monohydrate).

~Bosentan Accord 125 mg film-coated
tablets: The active substance is bosentan as
monohydrate. Each tablet contains 125 mg of
bosentan (as monohydrate).

If you forget to take Bosentan Accord

If you forget to take Bosentan Accord, take a
dose as s00n as you remember, then continue to
take your tablets at the usual times. Do not take a
double dose to make up for a forgotten tablets.

1f you stop taking Bosentan Accord

Suddenly stopping your treatment with Bosentan
Accord may lead to your symptome getting
worse. Do not stop taking Bosentan Accord
unless your doctor tells you to. Your doctor may
tell you to reduce the dose over a few days
before stopping completely.

—The other ingredients In the tablet core are
maize starch, pregefatinised starch (maize),
sodium starch glycolate (type A), povidone, and
magnesium stearate, The film coat contains
hypromellose, triacetin, talc, ttanium dioxide

If you have any further questions on the use of ﬁf; 7(21.}';" oxide yellow (E172) and kron oxide

this medicine, ask your doctor, or pharmacist.

Possibile side effects What Bosentan Accord looks like and
contents of the pack

Like all medicines, this medicine can cause side

Bosentan Accord 625 mg fim-coated tablets are
flects, although not everybody gets them.
SHech ey rytiodfots theln Light orange, round, approximately 6.20mm in
diameter, biconvex, fim-coated tablets debossed
The most serious side effects with Bosenta . ]
H kot " with *[B1" on one side and plain on other side
« Abnormal liver function which may aflect more
than 11010 poopie i Bosentan Accord 125 mg fim-coated tablets are

« Anaemia (low blood value) which may affect up  Light orange, oval, approximately 11.00mm in
ey s eean ety length, 5,00mm in widih, bconvox, im-coated

require blood transfusion tablets debossed with *IB2" on one side and plain
Your liver and blood values will be monitored on other side
during treatment with Bosentan Accord (see
b 2). Itis important that you have §,m Bosentan Accord 62.5 mg film-coated tablets are
tests as ordered by your doctor. packed In Aluminim-aluminium blisters and

PVC/PE/PVDC/aluminium-blisters containing 14

Signs that your liver may not be working properly g"‘“;::: :::t:i- Cartons contaln 14, 56 or 112

clude:
«nausea (urge to vomit)

«vomiting Bosentan Accord 125 mg film-coated tablets are
«fever (high temperature) packed In Aluminim-aluminium biisters and
«pain In your stomach (abdomen) PVC/PE/PVDClaluminium-blisters containing 14
< jaundice (yellowing of your skin or the whites of fim-coated tablets. Cartons contain 56 or 112
your eyes) film-coated tablets.
«dark-coloured urine
«itching of your skin Not all pack sizes may be marketed.
«lethargy or fatigue (unusual tiredness or .
exhaustion) Marketing authorisation holder and

« fluike syndrome (oint and muscle pain with fever)  Manufacturer

If you notice any of these signs tell your doctor  Marketing Authorisation Holder

immediately United Kingdom
Accord Healthcare Limited
Bosentan Accord Other side effacts: Sage House, 319 Pinner Road

North Harrow, Middlesex, HA1 4HF

Very common (may aflect more than one In 10 United Kingdom
people):

«Headache Ireland
+Oedema (swelling of the legs and ankles or Accord Healthcare Ireland Limited
other signs of fluid retention) Euro House
Euro Business Park
Common (may affect up to one In 10 people): Little lsland
«Flushed appearance or redness of skin Cork T45 K857
« Hypersensitivity reactions (including skin Ireland

inflammation, itching and rash)
+Gastrooesophageal reflux disease (acid reflux) ~ Manufacturer:

«Diarthoea Accord Healthcare Limited
+Syncope (fainting) Sage House, 319 Pinner Road

« Palpitations (fast or irregular heart beats) North Harrow, Middlesex, HA1 4HF
«Low blood pressure United Kingdom

«Nasal congestion
Accord Healthcare Polska Sp.z 0.0.,

UG iy st up 45 one W 400 ul. Lutomierska 50,85-200 Pablanice, Poland
m‘:ﬁbm‘,p,m (low number of blood This leaflet was last revised in 031201,

platelets)
« Neutropeniaieukopenia (low number of white

blood cels)
« Elevated liver function tests with hepatitis

(inflammation of the liver) including possible

exacerbation of underying hepatitis and/or

Jaundice (yellowing of the skin or the whites of

the eyes)

Rare (may affect up to one in 1000 people):

«Anaphylaxis (general allergic reaction),
angioedema (swelling, most commonly around
the eyes, lips, tongue or throat)

+Cirrhosis (scarring) of the liver, liver failure
(serious disturbance of liver function)

Blurred vision have also been reported at an
unknown frequency (frequency cannot be
estimated from the available data).

Side effects in children and adolescents
The side effects that have been reported in
children treated with Bosentan Accord are the
same as those in adufts.

Reporting of side effects

If you get any side effects, talk to your doctor or
pharmacist. This includes any possible side
effects not listed in this leaflet. By reporting side
effects you can help provide more Information on
the safety of this medicine.

For UK- You can also report side effects directly
via the Yellow Card Scheme, at:
www.mhra.gov.ukiyellowcard or search for MHRA
Yellow Card in the Google Play or Apple App
Store.

For Matta- You can also report side effects

directly via Fo

ADR Report . >
Reporting . INPODY : S

10 15472683421

1 M

(693421) Date : 26.02.19




Artwork No. - Colours Used
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Size 82 x 40 mm (Close) (Patient Alert Card)
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