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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, 1.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
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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 HI'V 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 IlI 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).




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 meg 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 p-
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 Cpy by 27% following multiple dose co-administration. Tadalafil did
not affect the exposure (AUC and C.y) of bosentan or its metabolites.

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

4.6

4.7

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

1t 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.

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
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Common Hypotension™

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 jaundice' (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.

*Oedema 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.




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: CO2KX01

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 ETRB 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 ETR 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 IIl 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/cm”) 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-052-405 [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
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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 36-42 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
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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 (Vss) 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 3-5 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. (AUC¢ 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
ng-h/mL; AUCt 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), AUCg 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).
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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:

Py




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 JIKAPCBKOI'O 3ACOBY
bocenran Axkopp 62.5 Mr, TaOlIeTKH, BKPHTI IITIBKOBOIO 060JI0OHKO0
2.  SIKICHUH I KIIBKICHUM CKJIA/

Kosxua tabnerka, BKpHTa IUIBKOBOI 0GONOHKOIO, MicTuTh 62.5 Mr Gocemrany (y BHIISZ]
MOHOT1/IpaTy).

IloBHHuI CIIUCOK JOTOMIKHUX PEYOBHH JHB. Y po3zimi 6.1.
3. JIIKAPCBKA ®OPMA

Tabnerxwn, BKpHuTI IUIIBKOBOIO 000JI0HKOO:

Tabnerxn kpyrmoi hopmu 3 IBOONYKIIOO MOBEPXHEIO, BKPUTI MUTBKOBOK 0GOIOHKOW CBITIOT0
OPaHKEBOro KOJIBOPY, AlamMeTpoM 6i1u3bKo 6,20 Mv 3 THcHeHHEsM "IB1" Ha opmiit cTopomi i miocki
3 iHIIoro 6oky.

4. KJIHIYHI XAPAKTEPUCTUKH
4.1 TepaneBTHuHi NOKA3aHHA
JlikyBanns nereneBoi aprepianbnoi rineprensii (JIAT') st migBumenns 31aTHOCT HEePEeHOCUTH

(i3uuHi HABAHTAXXEHHS Ta [OJIETIIEHHS CUMIITOMIB y maienTis 3 111 byHKIiOHATEHEM KITacoM 3a
knacudikaricio BOO3. Edexrusricts 6yma fosesena mpu:

. Iepsunniit (imionaruwmii i cuagkosiit) ereneriit aprepiansHiit rimeprensii.

. Bropunniit snerenepiii aprepiansmiii rineprensii ma i cKiepozepmii 6e3 3Hadymioro
IHTEPCTHIIHOIO 3aXBOPIOBAHHSA JICTCHb.

. Jlerenesiit aprepianpHiilt rimeprensii, moB's3aHii 3 BPOJUKEHHMH CHCTEMHO-JIEF€HEBHMH

HIyHTaMH 1 cHHapoMoM Eifsenmenrepa.

Jesike moxpaleHHs CTaHy Takok OyJIo IOKasaHe Y HAI[i€HTIB 3 JIEFEHEBOIO ApTepiabHOI
rineprensieio II gpynknionansroro kiacy 3a knacudixauicro BOO3 (mwB. posmin 5.1).

BocenTan Takox 3aCTOCOBY€ETBCS ISl SMEHIIIEHHS. KLIBKOCTI HOBHX BHPa30K MaIBIB ¥ NAIEHTIB
13 CHCTEMHHM CKJIEPO30M Ta aKTHBHEM BHPA3KOBHM YPOKEHHAM MabLiB (IEB. po3ain 5.1).

4.2 Cuocif 3acTocyBanns Ta 103u

Crrocib 3acrocyBanms

Tabnetkn ciix npuitmati mepopainbHO Bpammi i BBedepi, mix 4ac BKHBAHHS DK a0 OKPEMO.
Tabnerxu, BKpuTI M1iBKOBOKO 060I0HKOI0, TOTPIGHO KOBTATH, 3aTHBAIOYH BOJIOIO.

O3YBaHHS

Jlerenesa aprepianpna rinepren3is

JlixyBamHs mpenapaToM NOBHHEH PO3IOYHHATH Ta HOPOBOJUTH TUIBKH JHKAp, AKUM Mae JOCBig
JIKYBaHHs JIETeHEBOI apTepiaibHOi rillepTeHsii.

Jlopocui narnientu

Y nopocnux namieHTiB JikyBanus BOCEHTaHOM CIiX TOYHHATH 3 1031 62.5 M 2 pasd Ha Lpﬁy




HPOTAroM 4 THXKHIB, a OTIM NIJIBHITYBATH JI0 MiATPUMYI0UOi 1031 125 Mr 2 pa3u na nody. Taki
K PEKOMEHJAIl CTOCYIOTBCS 1 HOBTOPHOTO 3aCTOCYBaHHS bBoCeHTaHy IiCis MPHIHHCHHS
JiKyBaHHS (quB. po3ait 4.4).

[arierTr ;ATIYOr0 BIKY
Jlani dpapmMakoKiHETHUHHMX JOCII/DKEHB Y QiTEH MOKa3aliH, 0 KOHIEHTpallis 60CeHTaHy B IUIa3mi

KpoBi y nitel BikoM Bifg 1 1o 15 pokiB i3 JIAT Oyna B cepelHbOMY HMXKYE, HIXK y JOPOCIUX
HAI€HTIB, 1 He MiABHINYBaJacs npH 30UIbIIeH ] 1031 TabneTok BocenTany Buime 2 Mr/Kr Macu
Tila ab0 npu 30LIBIIEHH] YaCTOTH JO3YBAHHS 3 JBOX J0 TPHOX Pa3iB Ha H0o0y (muB. po3min 5.2).
30iBIIeH S YaCTOTH 03YBAaHHS, IBUJUIIIE 32 BCe, He IPH3BEJe 10 I0aTKOBOI KIIHIYHOT KOPHCTI.

[ pyHTYI09HCh Ha JJaHuX (apMAKOKIHETHYHHX JAOCTIPKEHb, GBI BHCOKI 1034 HABPSJL 9H OYIyTh
Ol eeKTHBHUMH i NPHU MiJABUINECHHI JO3yBaHHSA He MOXe OyTH BHKIFOUEHA BHINA YacToTa
nobiynux peakuii y mamenpkux aited. [Ipm 3acrocysammi s aiTed BikoM Bix 2 pOKiB,
pEKOMEeHI0BaHa MOYaTKOBa 1 IiITPUMYIOYa JT03a CKJIaae 2 MI/KT BpaHIli i BBedepi.

XomHuxX nOCHiPKEHb MOPIBHAHHS CIIBBIAHOMICHHS e(eKTHBHICTH/Oe3neka Juis JO3yBaHb 2 —
4 Mr/xr MacH Tija 2 pa3su Ha 100y He IPOBOIHAIIN.
[cHye Tinbku oOMexeHHH KIIHIYHAR OCBi Y NeIiaTPUYHHUX TAI[iEHTIB BiKOM 10 2 POKIiB.

3acmocyeanns 'y 6unaoxy nozipuieHns Kniniuno2o nepebizy kniniynoz2o nozipuenns JIAI

Y BHNa/IKy IOTipIIEHHS KIIHIYHOro nepediry (HanpHKIIaji, 3MEHIIeHHS IPOHIeHol BiICTaH] IpH
TecTli 3 O-XBHUIMHHOIO XoAp0or0 mnpuHaiiMuHi Ha 10 % mOPIBHAHO 3 pe3y/IbGTATOM IEpex
JKYBaHHSIM), HE3BAKAIOUH HA JIKYBaHHS BOCEHTaAHOM IPOTATOM NMPHHAWMHI 8 THXHIB (I[LIBOBA
10332 IpPOTArOM NpHHAHMHI 4 TIKHIB), CIHiJ PpPO3DSHYTH MOJIJIHBICTE 3aCTOCYBAaHHS
anbTEpPHATUBHUX METOIB JiKyBaHHA. [IpoTe y Heskux mamieHTIiB, y SKAX HE BDK3HAYAIOCH
BIIIOBIAL micis 8 THIKHIB JIIKyBaHHS IIpenapaToM, MOXKe Bi3HAYaTHCA MOSUTHBHIM e(eKT micis
JONATKOBHUX 4-8 THIKHIB JIIKyBaHHS.

VY BHNaAKy MOTIpIICHHA KIHIYHOI KapTHHH, He3BaXKalouW Ha JiikyBaHHsA Bocentanom (TobrTo
ICIISL KUTBKOX MICSIIIIB JTIKYBaHHS ), IKYBAHHS CJIiJ{ EPErISIHYTH. Y JIesSKHX NaIl€HTIB, SKi IIOraHo
pearyroTh Ha 3aCTOCYBaHHS IIpenapary y fo3yBaHHi 125 mr 2 pasu Ha 06y, MOKe Biji3Ha4aTHCS
NeAKe INJBHUINCHHS 37aTHOCTI NEPEeHOCHTH (I3WYHi HABAHTAKEHHs IIpH 30LIbIICHHI X034
npenapatry g0 250 mr 2 pasm Ha noOy. Ciig mpoBecTH peTeNbHY OIUHKY CIIiBBiHOIICHHS
KOPHCTB/PH3HK, BPAaXOBYIOUHM Te, IO TOKCHYHHII BIUIMB HA IEYiHKY € J0303aIEKHHM (JIHB.
posaimm 4.415.1).

Ipununenns niKysanus npenapamom

Icaye obMexeHuit TO0CBi panTOBOrO MPUIUHEHHS pHitoMy BoceHTaHy y NALli€HTIB 3 JIET€HEBOO
aprepiaibHOIO Tinmeprensiero. JKOIHHX TOKA30BMX JaHHX INOAO FOCTPOro edexTy PHKOIIETY
Hemae. OJiHaK, /Ui YHUKHEHHS MOYK/THBOTO BHHHKHEHHS HECIIPUSTIIMBOTO IOTIPIICHHS KIIHI9HOL
KapTHHH BHACHIIOK NOTCHMIHHOTO «e(eKTy PpHKOMIETY», CIiJ{ PO3MISHYTH MOXKIIHBICTH
IIOCTYTIOBOTO 3MEHIIECHHS 031 (3MEHINEHHs JI03H BIBIYi poTsarom 3-7 mHiB). Brpoaosik nepioxy
[PUIHHEHHS JIIKYBaHHS IPENapaToM PeKOMEHIYEThCS 3/iHCHIOBATH iHTEHCHBHHUIT MOHITODHHT.
Y BHDAAKY NPUHHATTA DPIlICHHS [P0 NPHIMHEHHS JIKYBaHHA MHpENapaToM HOro MoTpiGHO
3/[IHCHIOBATH IIOCTYTIOBO, PO3MOYMHAIOYH B LICH Yac albTePHATUBHY TEPAITiiO.

Cucremuui CKJICPO3 3 AKTHBHUM BUPA3KOBUM YPAKCHHIM MAIBIIB
JIlikyBaHHs mpenapaTroM NOBHHEH PO3IOYHHATH Ta TPOBOJMTH TIMBKH JHKap, SKUH Mae JOCBi
JIKYBaHHS CHCTEMHOTO CKJIEpPO3Yy.
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Jlopocii nanieHTH

JlixyBaHHs ci1iff po3mouuHaTy 3 103u 62,5 Mr B4l Ha 100y TPOTATOM 4 THIKHIB i3 1101AJIBIIHM
30LTBIICHHSM JIO3U J0 MiATpuMyBaneHOI — 125 Mr gsiui Ha m00y. Taki x pexomenmauii
CTOCYIOTBCS 1 IOBTOPHOTO 3aCTOCYBaHHs boceHTany Iicist NPUIIMHEHHS JIIKYyBaHHs (B, PO3IiI
4.4)

JlocBiz 3 BUBUEHHS IIpenapary IIpH IbOMY NOKa3aHHI 0OMeXeHHH TepMiHOM 10 6 MicsiIiB (JIuB.
po3ain 5.1).

HeoOxinHo nepioJudHO NEpPEoLiHIOBaTH Bi/INOBIAE MallieHTa Ha JIKyBaHHS Ta HOro morpeby y
npojioBxKeHHl Tepamii. Cilifi IPOBECTH peTENbHY OIIHKY CIIBBIIHOMIEHHS KOPHCTH/PH3HK,
BpaXOBYIOYH TOKCHUYHICTH 60ocenTany [uist nedinkn (auB. po3aim 4.4 i 4.8).

[TarieHTH QUTI90r0 BiKY
Hemae nanux mozo 6e3nexu Ta eeKTHBHOCTI GOCEHTaHy y MallieHTiB BikoM /10 18 pokis.
dapmakoKiHeTHYHI TaHi 1 G0CEHTaHy Yy JiTeil paHHbOIrO BIKY BiJCYTHI.

Oco0uBi Ipyny NallieHTIiB

IlanienTy i3 nopymenssM QyHKINIT TeTiHKH

VY manieHTiB i3 I€9iHKOBOIO HEAOCTATHICTIO JIETKOTO CTyNeHs (To0To Knac A 3a mxanoro Yai-
IT'0) xopexuis 1034 He NOTpiGHA (1UB. po3zin 5.2). Ilpenapar npoTHNOKA3aHMU MalicHTaM i3
MOpYIIEHHAMH (GyHKIIT MeUiHKH OMiPHOTO Ta TSHKKOTO cTynens (jus. po3aim 4.3, 4.4 ta 5.2).

INanienTn 3 mopymenHsM GYHKIIT HEPOK

VY nanmieHtis 3 nopymeHHAM (YHKIIl HHPOK KOPEKWid 103H He moTpibHa. Y mamienTis, gki
nepeOyBaroTh Ha Jialtisi, KOpeKuis 1031 He moTpibHA (JuB. po3ain 5.2).

ITanienTn niTHHOTO BiKy
Y manieHTiB BIKOM BiJl 65 POKiB KOpPeKIlisi JO3| He NOTpiOHa.

4.3 IIporumoxasaHas

. Iligumena Yy TIMBICTL 10 1110401 peuoBHHH ab0 Oyab-AKOi 3 JIOMOMIKHUX PEYOBHH, IO
3a3HaveHi y po3aim 6.1.

. IledinkoBa HeIOCTATHICTH MOMIPHOrO ab0 TSHKKOro crymens, Tobto xmac B a6o C 3a
mkanoro Yainn-I1'o (qus. posmin 5.2)

. [TinBuienus BUXiTHAX piBHIB MEIIHKOBHX amiHoTpaHchepas, T00TO

acmapraraminorpancdepasu (ACT) ta/abo ananinaminorpancdepasu (AJIT), 6inpm HiX ¥
3 paszu Bij1 BepxHpOi Mexi Hopmu (BMH) (mus. posin 4.4)

. OHOYaCHE 3aCTOCYBaHHS IHKIOCTIOPHHY A (aus. poszin 4.5)
. Baritnicts (yuB. po3uima 4.4 ta 4.6)
. JKiHKH JITOPOJHOrO BiKy, siKi HEe BHKOPHCTOBYIOTH HasiiiHi 3aco6M KOHTpamenmii (JuB.

posaimm 4.4, 4.514.6)
4.4  OcobmuBi 3acTepekeHHsl TA 3aM00LKHI 32X0/IH NPH 3aCTOCYBAHH]

Edexrusnicts Bocenrany me Oyia BeTaHOB/ICHA y TAMIEHTIB 13 TAOKKOIO JTEreHEBOIO apTePialIbHOIO
rineprensiero. [IpH moripmeHHs: KIHIYHOrO cTaHy CIifi PO3MIAHYTH JOLLIBHICTS NEPEXOLY 0
Tepalii, sika peKOMEH/I0BaHa IIPH TSHKKOMY CTYIEH] 3aXBOPIOBaHHs (HANPHKIAL, SOMPOCTEHON)

S

£ P

74 7




(. po3min 4.2).

CuiBBiZIHOIIIEHHS! KOPHCTH/PH3UK OOCEHTaHy JUIA TAIIEHTIB i3 JIereHEBOIO apTepialbHOI0
rineprensiero | pyHKmioHampHOrO Kiacy 3a knacugdixamiero BOO3 me BcranosneHno, bocenran
CIIiJI TIPU3HAYATH TUTBKA B TOMY BHIAJKY, SKIIO CHCTEMHWH CHCTOJIYHHE aprepialbHHil THCK

nepesuIye 85 MM pT.CT.

Jlnst GocenTany He 6yI10 BUSBIIEHO KOPHCHOTO €eKTY y 3aro€HHI BXKe ICHYFOUMX BUPA30K HAIBI[B.

DyHKIA DeYiHKH

AcomniiioBane 3 60ceHTaHOM HiJBUINECHHS PiBHS MEYIHKOBUX aMiHOTpaHcdepas, ToOTO acmaprar -
ta ananinamidorparcdepas (ACT rta/abo AJIT), € mozosanexuuM. 3MiHA PIiBHIB MEYIHKOBHX
(epMeHTIB 3a3BHuail BiAOYBAIOTHCS MPOTATOM IEpPIIHX 26 TWKHIB JIKyBaHHS, ajJ€ MOXYTh
BHHAKATA 1 mmisaime (zuB. posgin 4.8). Ile migBumenHs Moxe OyTH 9acTKOBO OOYMOBIIEHE
KOHKYPEHTHHM 1Hri0yBaHHSM BHBEJEHHS COJICH JKOBYHHX KHCJIOT 3 TeIaTONHTIB, IPOTE B
PO3BHTKY HOpyIIeHHS QYHKIIT MediHKH HMOBIPHO 3alydeHi TaKOX iHINI MeXaHi3Mu, sKi me 10
KiHIS He 3'scoBani. He Moxe OyTH BHKIIIOYEHO HAKONUYEHHS OOCEHTaHy B IenarornuTax, IIo
NPHU3BOAUTH O LHTOMI3Y 3 MOTEHIIHHO THKKAM YPaKEHHAM MediHKH, abo HasdBHICTH
IMYHOJIOTIYHOTO MeXaHi3My. PU3MK MUCOYHKIT MEHiHKM TaKOK MOJXKE IIABHINYBATHCI IIPH
CIILIBHOMY 3aCTOCYBaHHiI OOCeHTaHy i3 JikapchbKUMH 3acobaMu, 1o € iHriGiTopaMH eKCIIOPTHOL
TIOMITH COJIeil JKOBYHHUX KHCIIOT, HAIPHKIA] puGaMIIMHOM, IIOCHKIaMIIOM 1 IIHKIOCIOPHHOM
A (yaB. pos3uiym 4.3 14.5), oxHax JaHi 1010 IEOrO 0OMEXKEHi.

PiBui medinkoBHX aMiHoTpancdepas HeoOXiIHO BHZHAYATH Mepe NOYATKOM JTIKYyBAHHS
Ta B NOJAJBIIOMY KOKHOT0 MicSIsl BIPO0OBK BCHOI0 Mepioy JIKYBAHHS NPenapaToM.
Kpim nporo, pisni newinkopux aminorpancdepas noBHHHI BH3HAYATHCS Yepe3 2 THXKHI
micsist OyAbL-SKOro NiABHINEHHS /I03H Ipenapary.

Pexomennanii y Bunaaky miasumenns AJIT/ACT

Pisui AJIT/ACT Pexomennamii mo/o JiKyBaHHs Ta KOHTPOJIIO

>3T1a< 5x BMH Pesynsrar noBuHeH OyTH MiATBEpKEHHHA MOBTOPHHM TECTOM Ha
BH3HAYEHHS N€YiHKOBAX ()EPMEHTIB; y BHIIAJIKy HMiATBEpKEHHS CIIJI
OpuiiMaTH IHAMBIAyaJbHE PIIIEHHS OO TOTO, YH IIPOJOBXKYBaTH
3aCTOCYBaHHA IIPenapary, MOMJUINBO B HIDKYIH /1031, ¥ HNPUIIMHATH
fioro 3acrocyBamHs (muB. posmin  4.2). MOoHITOpHHI piBHIB
amiHoTpancdepas MOBHHEH MPOAOBKYBATHCS NpPUHAHMHI KOXHI 2
TIoKHI. SIKmo piBHI aMmiHoTpaHC(epas MOBEPTAIOTHCS [0 ITOKA3HHKIB,
sKi OyJa mepes JIKYyBaHHSM, TOI MOTPIOHO PO3MIISIHYTH MOMUIMBICTH
IPOJOBXKHATH a00 BIJTHOBUTH JIKYBAaHHS [pernapaToM BiNOBITHO IO
YMOB, OITHCAHHX HEKYC

>5Tta< 8§ x BMH Pesynbrar nosuHeH OyTH TIiATBEpKEHHWHA MOBTOPHAM TECTOM Ha
BH3HAYEHHS NEYiHKOBHX (EpMEHTIB, y BHIOAJKY IMiJITBEpIKEHHS
moTpiOHO NPHIMHHUTH JIKyBaHHA NpenaparoM Ta 3/iHCHIOBATH
MOHITOPHHT pIBHIB aMiHOTpaHcepa3 TpUHANMHI KOXKHI 2 THIKHI.
SIkmo piBHI amiHOTpaHcdepas MoBepTAIOTHCS [0 MOKA3HUKIB, SKi OyiIx
Iepesl MKyBaHHIM, TOJI NOTPIOHO PO3IJISIHYTH MOJYJIHBICTH BiTHOBHTH
JIKYBaHHS IPENapaToM BiIIOBIIHO JI0 YMOB, OITHCAHUX HIDKYE.

> 8 x BMH JlikyBaHHSI CJIiJ TPHNHHATH 0€3 pO3rILay MOMXKIMBOCTI HOro
BiJIHOBJICHHS.

Y BHHAJKY CYNyTHIX KIIHIYHHAX CHMOTOMIB YpaskeHHsl NediHKH, TOOTO HYIOTH,




OnroBaHH:, rapsYKH, GOMO Y KHUBOTI, JKOBTSHMII, HE3BHYHOI MIIIBOCTI a00 BTOMIIFOBAHOCTI,
rPUNONOAIGHOTO cHHpoMY (apTpairil, Miairii, MiIBHIECHHS TEMIIEPATyPH TUIA), JIKyBaHHS
CJTi TPUOUHATH 0€3 po3riIsiIy MOKJIHBOCTI HOro Bi/IHOBJICHHS.

BiziHoBJIEHHS JIIKYBaHHS IIperapaToM

BizHOBIEHHs ITiKyBaHHA IpenapaToM IOTPIOHO pPO3MIAAATH TUIBKH Y BHIAJKY, SKIIO
IIOTeHIIiifHa KOPHUCTh Bil JIIKyBaHHs BoceHTaHOM NepeBaae MOTSHIIHHI PH3UKH i KOIM PiBHI
aminorpancdepas medinkH mepeOyBaloTh y Mexax, ki Oymd mepex JIKyBaHHSM.
PexoMeH/Iy€eThCs KOHCYIBTaIliA TenaTo/iora. BiqHoBIeHHS TiKyBaHHs MOTPIOHO 3/iHCHIOBATH
3rifHO 3 IHCTpyKIisMH, HaBeaeHumu y posmiun 4.2. IMorim pisHi amiHoTpancdepas
Heo0XiIHOo mepeBipsaTH NpoTsroM 3 HIB mic/ st BiTHOB/IEHHs JIIKYBaHHS, OTIM IIe 9epe3
2 THKHI, 2 IOTIM BiAIIOBIAHO 0 HABEICHHUX BHIIE PEKOMeHIAIIMH,

BMH = BepxHa Mexa HOpMH

KonnenTpartig reMorinodiny

JlikyBanHa OGOCEHTAHOM CYIPOBOKYBAIOCS 13 JO303ATCKHHM 3HHIKEHHAM KOHIIEHTpaIil
remoryo6iny (muB. posiin 4.8). 3rijiHo 3 pe3y/IbTaraMy Iianedo KOHTPOIbOBAHHX JOCIIPKEHHIX
IIOB’SI3aHE i3 3aCTOCYBaHHSM OOCEHTAaHYy 3HWKCHHS KOHIIEHTpamii remorsiobiny He Oysio
mporpecyioduM i piBeHb remoriobiny 6yB crabimizoBanumii micns wepmmx 4-12 THKHIB
MKyBaHHs. PEKOMEH/TYEThCS MEPEBIpATH KOHIEHTPAIio reMoro0iHy 0 MoYaTKy JiKyBaHHs Ta
KOYKHOTO MiCSIs NPOTATOM mepmux 4 MicsaniB i koxHi 3 Micsui — B nomamsmomy. SIkimo
BiOYBaeTLCA KIHIUHO 3HAYYIIE 3HEOKSHHS KOHIEHTpalii remornobiHy, Cioifl MpOBECTH
NOIaTKOBY OLIHKY i OOCTe)XEHHs JUld BH3HAYEHHs NPHYMHH 1 HeoOXigHOCcTi cremudigHoro
JNiKyBaHHS. BOpomoBX IMmicigpeecTpamiifHOro mepiogy 3acTOCyBaHHS Ipemapary Oymm
MOBIIOMJIEHHS TIPO BHIIQJKH aHeMii, IpH skili HeoOXimHuM Oyno mpoBejeHHS TpaHC@ys3ii
epuTpomHTapHoi MacH (IuB. po3zain 4.8).

JKiHKH OITOPOIHOTO BIKY

Ockinbku 6G0CEHTaH MOXeE CIPHYMHIOBATH HEe()EKTHBHICTH TOPMOHAIBHHX KOHTPAILCHTHBIB, 1
3Ba)KAIOYM Ha PU3MK MOTIPIIEHHS JIETeHeBO1 rinepTeH3ii mij| yac BariTHOCTI, a TAK0X TEPaTOreHHI
e(exTH, 110 CrocTepiramuces NpH JA0CHiJHKeHHIX Ha TRAPHHAX:

. JTKYBaHHS IIpernapaToM He CIiJi IPOBOJHTH Y JKIHOK JITOPOJHOrO BiKy, 32 BHHSATKOM
BHIIAJIKIB, SKIO BOHH BHKOPUCTOBYIOTEH HaJilHI 3acO0HM KOHTpAleNIlii, a pe3yiasTar TecTy
Ha BariTHICTb Iepe] JIKYBaHHAIM € HCTaTHBHAM.

. rOpPMOHAJIbHI KOHTpPAIENTHBA HE MOXKYTh OYyTH €IHHMM METOIOM KOHTpALENIii MpH
miKyBaHHI BoceHTaHOM.
. BIIPOZIOBXK JIIKyBaHHS IpelapaToM TeCTH Ha BAriTHICTE PEKOMEHIYETBCS BHKOHYBaTH

IOMICSILIA 3 METOIO PAHHBOTO BHABJICHHS BariTHOCTL.
HonaTtkoBy indopmanito quB. y po3ainax 4.5 ta 4.6.

BeHOOKIIO3UBHE 3aXBOPIOBAHHA JIETEHD

VY nanieHTiB 3 BEHOOKTIO3MBHAM 3aXBOPIOBAHHSM JIETE€Hb IIPH 3aCTOCYBaHHI Ba30IWIaTaTOPIB
(mepeBaXkHO NMPOCTALMKIIIHIB) MOBIIOMIIUIH PO BHIAAKA HAOPSKY JIET€HB. 3B 43Ky 3 IIUM IIPH
[osiBI O3HaK HAOpSAKy JiereHb HpH 3acTOCYBaHHI OOCEHTaHy B IAI€HTIB i3 JIEreHEBOIO
apTepiabHOI TINEPTEH3I€0 MOTPIOHO PO3IVIAHYTH HMOBIPHICTE HAsABHOCTI acOLIHOBAHOIO
BEHOOKIIIO3HBHOIO 3aXBOPIOBAHHA. ¥ INC/ISpEECTpAIifHOMY NEpiojil 3aCTOCYBAHHS Iperapary
OymH piAKiCHI MOBIIOMJICHHS ITPO BHUOAJKH HAOpSKY JEreHb Yy MAli€HTIB, SKI 3aCTOCOBYBAIH




OocenTad Ta y sikux Oyna mijgo3pa Ha BEHOOKIIIO3HBHE 3aXBOPIOBAHHS JIETEHb.

[TamieHTH i3 JIET€HEBOIO apTepialbHOIO TINEPTEH3I€0 Ta CYIYTHHOK JIiBOLUUIYHOYKOBOKO

HEJIOCTATHICTIO

Y mnanieHTiB 3 JIETEHEBOIO TiNEPTEH3I€I0 Ta CYIYTHBOI MUCHYHKIIEI JIBOr0 NUIYHOUYKA
cenubidHUX JocHipKkeHs He mpoBogmnocs. Ommak 1611 mamientis (804 mnamienTa, ski
orpumyBanu bocenran i 807 mamieHTtiB, sKi orpuMyBanu ianebo) 3 THKKOK XPOHIYHOIO
cepueBoro HemocraTHicTIO (XCH) orpumyBamu mikyBaHHS mpotsroM 1,5 pokis y mrane6o-
KOHTpOJbOBaHOMY Hociipkersi (Jocmimxenns AC-052 -301/302 [112]). V usomy mociipkeHH]
crmocTepiranacs NiBUIIEHA 4YactoTa rocmiramizauii 3 mpusoxy XCH nporsirom nepmmx 4-8
THDKHIB JIIKyBaHHS O0CEHTAHOM, III0 MOIJIO OYTH CIPHYHHEHO 3aTPEMKOIO PiIAHH B Oprafizmi. ¥
[BOMY JOCII/UKEHH] 3aTPUMKa PiJIMHU B OpraHi3Mi IPOSBIIUIACS MIBHIAKHM ITiIBHIECHHAM MACH
TiA, 3HMXKCHHAM KOHLEHTpAUil reMorio0iHy Ta MiJBHIIEHOK YacTOTOIO HaOpPAKIB HEKHIX
KIiHIIIBOK. Y KiHIl IEOr0 JOCHIUKEHHS HE Bi3HAYAIOCS JKONHUX BiIMIHHOCTEH Hi B 3araibHiif
rocmiTanizanii 3 OpEBOAY CepIeBOi HeOCTATHOCTI, Hi B JIETANGHUX BHIAAKAX MiX IaIlicHTAMH,
AKI OTpHMyBaIHM OOCeHTaH, Ta NANi€HTaMH, $Ki OTpEUMyBaIM mianebo. TakuMm gHHOM,
PEKOMEHJIYEThCs 3IHCHIOBATH MOHITOPHHI NAIIEHTIB HA MPEIMET HAABHOCTI O3HAK 3aTPHMKH
piMHU B oprami3mi (Hanpukiax, Habip MacH Tina), OCOGIHBO 3a HASBHOCTI CYIYTHBOI TSXKKOL
CUCTOMIYHOI chYHKIIL. Y HbOMY BHIIAAKY PEKOMEH/IYEThCS PO3IIOYATH JIKYBaHHS JIiypeTHKaMH
abo 30imbImMTH 703y AlypEeTHKIB, fAKi BKE 3aCTOCOBYIOTH. Y NAIli€HTIB 3 HAABHICTIO O3HAK
3aTPUMKH PIJIAHA B OpraHi3Mi repeji moYaTkoM JiKyBaHHS IPEenapaTtoM IOTPiGHO PO3IIHYTH
MOJKJIHBICTB 3aCTOCYBAHHS JiypETHKIB.

Jlerenena aprepianbHa rineprensis, aconiiioana 3 BlJI-indexmiero

Hassruii mme o6MexxeHnit OCBLA 3acTOCyBaHHA 6OCEHTaHY B paMKax KIIiHI9HHX JOCTIHKEHb Y
NAIIEHTIB 3 JIEFEHEBOIO apTepiaybHOIO rinmeprensi€io, acomidioBanow 3 BlJI-indekmiero, ski
OTPUMYIOTH JIIKYBAHHS AaHTHPETPOBIPDYCHHMH Iipemaparamu (muB. posain 5.1). Jlami 3
JIOCTDKEHHs B3aeMOJIil Mixk GoceHTaHoM 1 KomOiHawii soninaBip+pHTOHABIP Y 3M0POBHX 0Ci6
HOKa3a/u MiABUIICHHS KOHIIEHTpaii 60CEHTaHy B ILUIa3Mi KPOBi 3 JOCATHEHHAM MaKCHMAIBHOTO
PiBHI BIPOJOBXK NEPIIKX 4 JHIB JTiKyBaHHs (MHB. po3xin 4.5). Ha mouartky JikyBaHHs IpenapaToM
Bocenran y mnamienTiB, sKHM HeoOXifHO 3acTOCOBYBATH IHTIOITOpH TIpOTeas|, ITiJCHIICH]
pHUTOHABIPOM, IOTPIGHO 3IMCHIOBATH PETENBHMN MOHITOPUHI IEpeHOCHMOCTI GOCeHTaHy Ha
MOYaTKy IHIianbHOI (hasy JiKyBaHHS 3 OCOOIMBHM aKIEHTOM HA PH3UK PO3BUTKY apTepianbHOI
TinoTeHsii Ta pesyibTatd QyHKIIOHANLHUX MEediHKOBHX TecTiB. Ilpn 3actocysamni Bocenrany
OZIHOYACHO 13 AaHTHPETPOBIPYCHHMH MpernaparaMHd HE MOYKHA BHKTIOYATH ITi{BHINCHH
JOBrOCTPOKOBHH PH3HK PO3BHTKY IelaTOTOKCHYHOCTI Ta T€MATONOriYHMX MOOIYHUX e(EeKTiB.
BpaxoByroud MOXJIMBICTE B3a€MOZiH, IIOB’S3aHAX 3 IHIAYKyIounmM edekToM GOCeHTaHy Ha
CYP450 (muB. po3zin 4.5), mo Moyke BIUIHHYTH Ha e(eKTHBHICTh AaHTHPETPOBIPYCHOI Teparii, y
TaKHX ITali€HTiB OBHHEH TAKOX 3/ fICHIOBATHCS PETELHAN MOHITOpHHT Tiepebiry BIJI-iHdexirii.

BropunHa nerenesa aprepiaibHa rinepTeHsis Ha T XPOHIYHOr0 00CTPYKTHBHOIO 3aXBOPIOBAHHS
nerens (XO3J1)

bBesnexka Ta mepenocumicTe GoCeHTaHy JOCIDKYBAaNMCh |y paMKaxX — IONIYKOBOTO
HEKOHTPOJILOBAHOTO 12-THKHEBOTO AocHikeHHs y 11 maumieHTiB i3 BTOPHHHOIO JIET€HEBOIO
apTepiajbHOIO rineprensieio Ha i Tsokkoro XO3JT (cragis 11l 3a kiacudikamiero GOLD). ITpu
IIBOMY CIIOCTepiragocs 30iMbIIEHHS XBHIMHHOTO 06’€MY BEHTH/IALI] JIEr€Hb Ta 3MCHINEHHS
carypamii KHCHIO, a HaifdacTimuM HeOaXaHMM SBHIIEM Oyla 3aMInKa, sSKa 3HEKANA ICIS
NPUITMHEHHS JIIKYBaHHSA 00CEHTaHOM.




") vy

OngoyacHe 3aCTOCYBAHHS 3 IHITHMH JIKAPCEKUMHE 3acobaMu

OnaouacHe 3acTocyBaHHS OOCEHTaHy Ta IMKIOCIIOPHHY A TIPOTHUIIOKa3aHe (IHB. po3aud 4.3 ta
4.5). OgnovacHe 3acTocyBaHHS OOCeHTaHy 3 TiiGeHKIIaMizoM, GrykoHa3oaoM i padamMITimuHOM
HE PEKOMEH/IYETHCA.

Joxnanuinry indgopmaliiro TuB. y po3aiii 4.5.

Cnix yaukate oxHodacHOro 3acrocysaHHs imribitopis CYP3A4 rta imribitopis CYP2C9 i3
Oocentanom (muB. po3min 4.5).

4.5 Bsaemojis 3 iHmMEMH JiKapCbKAMH 3aco0amH Ta inmi popmu B3aemoil

bocenran e immykropom i3o(epmentiB nuroxpomy P450 (CYP) CYP2C9 i CYP3A4. lani
NOCIIJUKEHb B yMOBaxX in vitro cBiguate Takox mpo imaykuiro CYP2C19. V 38’sa3ky 3 mum
IUIa3MOBI KOHIEHTpAIil pEeYOBHH, 0 MeTaboi3yIOThCs 32 y9acTIO mUX i30depMeHTiB, OymayTh
3HIDKEHI IIPH OJIHOYaCHOMY 3actocyBaHHi OocenTaHy. [Ipm mpomy moTpibHO BpaxoByBaTH
HMOBIPHICTE 3HHKEHHS ¢()EeKTHBHOCTI JIKAPCHKHX 3aC00IB, 110 MEeTabOI3yIOTHCS 3a YIaCTIO IHX
130¢epmentiB. Ilicis movarky 3acTOCYBaHHs, 3MIHH J03yBaHHS a00 NPHITHHEHHS JIKYBaHHS
IIpernapaToM MOXKe BAHUKATH HEOOXIHICT ¥ KOPEeKIlli 103yBaHHs TaKuX JIKapChKUX 3aco0iB.

Metabonism Gocenrany BinOyBaerscsa 3a ydactio CYP2C9 i CYP3A4. IuribysamHs mux
i30hepMeHTIB MOKe 30LIBIIMTH KOHUEHTpAaNilo OOCECHTAHY B IUIa3Mi KpOBi (IMB. IIYHKT IIPO
B3a€EMOJIIO i3 KeToKoHa30j0M). Brums inribiropie CYP2C9 Ha xoHueHTparilo GoceHTaHy He
BUBYaBCA. Taky KOMOIHAIIIO CITI/Y 3aCTOCOBYBATH 3 00EPEXKHICTIO.

Dnyronason ma inwi inzivimopu sx CYP2C9, max i CYP3A4

OnxouacHe 3acTocyBaHHA 3 (urykoHa3oyioM, sikuii 1HriOye romoBauM uuHoM CYP2C9, ane B
nesaxit mipi CYP3A4, mMoxe mpH3BecTH [0 3HAYHOTO MiABHIICHHsS KOHIEHTpalii 6GoceHTany B
mrasMi KpoBi. 3acTocyBaHHS Takoi KomOiHanii He peKoMeHIyeThesa. 3 i€l X NPUYHHA He
PEKOMEH/IYETHECS OHOYACHE 3aCTOCYBaHHSA SK MOTYXKHHX iHribitopie CYP3A4 (manpuinian,
KETOKOHa301ly, iTpakoHaszonmy abo puroHaBipy), Tak i imribitopis CYP2C9 (mampukman,
BOPUKOHA30Jy) 13 DoceHTaHOM.

Luxnocnopun A

OpnnouacHe 3actocyBanHS OoceHTaHy Ta IWKIocmopuHy A (iHriGiTopy KalbIHHEBPHHY)
npoTHnoKasase (qus. po3nin 4.3). [Tpu TakoMmy CyIyTHEOMY 3aCTOCYBaHHI I09AaTKOBI MiHIMaIBHI
KOHIEHTpanii Gocenrany Oymm npubmmzso y 30 pasiB Bumi NDOpIBHSHO 3 THMH, IO
CIIOCTEPIraINCh MiCJIs 3aCTOCYBAHHS JHIIe GOCEHTaHY.

PisHoBa)kHi KOHIEHTpallil 60ceHTaHy B I1a3Mi KpoBi Oyiu B 3 4 pasd BHIIMMH B NOPIBHSHHI 3
THMH, IO CIIOCTEPIrajuch IIC/IA 3aCTOCYBAHHA OJHOro OoceHTany. MexaHism el B3aeMoii
HAHOLIBII AMOBIPHO MOB’s3aHMH i3 IHriOyBaHHAM NMKJIOCIOPUHOM IIOTJIMHAHHSA OGOCEHTaHY
renaTolMuTaMH 33 y4YacTiO TpaHcnopTHoro Oinka. Kommenmrpamii muxiiocriopuay A B Kposi
(cyberpary CYP3A4) samkyrorses npubiusso va 50 %. Hait6inbm #iMoBipHO e mOB’s13aHO 3
innyxuieio CYP3A4 Gocenranom.

Taxponimye, cuponimyc

OnroyacHe 3acTOCYBaHHSA TaKPOJIIMyCy abo CHpOJIiMYyCy Ta GOCEHTaHy Y JIIOIHHN HE BUBYAJIOCH,
ajie MOe IPU3BECTH JI0 MiJABUILIEHHS KOHIEHTpauii 00ceHTany B IUIasMi KpoBi aHaIOrivHO, SK i
IIPH OTHOYACHOMY 3aCTOCYBAHHI 3 HHKIOCIOPHHOM A.

OpmnouacHe 3actocyBaHHA OOCEHTaHY MOYKE 3HIDKYBATH KOHIGHTpaIlii B TIUIa3Mi KpOBi
TaKpoimMycy i cuporimycy. Tomy omHOdYacHe sacrocyBamms GoceHTaHy i Takpoximycy abo




CHpPOJIIMYCY He pEeKOMEHAYeThCs. Y TaI[ieHTIB, Y SKHX 3aCTOCYBaHHS Takoi KomOimaiii e
HEOOXTHUM, OBHHEH 3/IHCHIOBATHCS PETENbHUII MOHITOPHHT HA MpeaMET HeOaKaHWX SIBHII,
OB’ sI3aHMX 13 OOCEHTAHOM, Ta KOHIIEHTPALil B KPOBI TAKPOJIMYCY 1 CHPOIIMYCY.

I nibenxknamio

OnnovacHe 3actocyBaHHs OoceHTany 125 mr 2 pasu Ha 100y HpOTATOM S5 AHIB 3HIKYBAJIO
KOHIIeHTpanio riibenkiaminy B mra3Mi kposi (cyberpary CYP3A4) na 40 % 3 morenuiiinum
3HAYYIIHM 3HIDKEHHAM rimoriikemigHoro edexry. KoHmenTpanis OoceHTaHy B ILiasMmi TakKoX
3HIKyeThes Ha 29 %. KpiM Toro, y manieHTiB, siKi OTPUMYBAIH CYIIYTHIO TEPAIIiI0, Bi3HAYATHCS
niZBHINEH] piBHI amiHoTpaHc(depas. I rmibenknamin, i 6ocenTan iHTiGYIOTH €KCIIOPTHY MOMILY
CoJiell JKOBYHHX KHCJIOT, YMM MOJKHA MOSACHATH IIABHINCHI piBHI amiHorpancdepas. Ll
KoMOiHamis 3acTocoByBaTHCS He NOBHHHA. CTOCOBHO MUKIIKapchKoi B3a€MOil 3 iHIIAMH
HOXITHUMH CyT6(OHIIICETOBHHN JJAHMX HEMAE.,

Pughamniyun

Onnovacee 3actocyBanHs 125 mMr GoceHTany 2 pasu Ha o0y i3 3 pudaMIilHHOM, IOTY)KHEM
immykropom CYP2C9 ta CYP3A4, mporsrom 7 juiB 9 3XOpOBHM NALi€HTaM, 3HU3MIO
KOHI[eHTpamnio OoceHTaHy B IuiasMi KpoBi Ha 58 %, a B OKpeMHX BHIAJKaX Take 3HHKCHHS
KOHIeHTpaliil 6oceHTaHy Morio gocsratd Maibke 90 %. ¥V pe3ynsTari HbOro npu OAHOYACHOMY
3aCTOCYBaHHI 3 pu(paMIiHHOM OUiKYETHCS 3HAYHE 3HIDKEHHsS edexTy Gocenrany. OjHodacHe
sacrocyBanHsa pubamminuay 1 Tracleer (Gocenrany) He pexkoMeHAyeThbes. Jlami 1100
3acTocyBaHHA I1HmuUX 1HAYKTOpiB CYP3A4, nHanpuknan xapbamaszeminy, ¢erobapbitary,
(eniToiny Ta npenapatiB 3Bipo00I0 3BHYAHOrO BiJICYTHi, IPOTE OUIKYETHCA, IO OXHOYACHE
3aCTOCYBaHHA IUX IpenapaTis Oy/ie NPU3BOIUTH [0 3HIKSHHSA CHCTEMHOT eKCIO3HUIIiT O0CEHTaHYy.
ITpy oMy He MOXKHA BHKIIIOYATH KIIHIYHO 3HAYYIIE 3HIDKEHHS e()eKTHBHOCTI.

Jloninaeip+pumonasip (ma inwi ineibimopu npomeasu, niocuneni pumonagipom)

Onnovacue 3acrocyBanss 125 mr G6ocenTany 2 pas Ha 100y i komGiHarii omiHaBip+paTOHABIP ¥
11031 400+100 Mr 2 paszu Ha 100y npoTAroM 9,5 IHIB y 30pOBHX A0GPOBOIBIIIB IPH3BOIHIO JI0
TOrO, IO IOYaTKOBI MiHIMaIbHI KOHIIEHTpaIlil 60ceHTaHy B MJiasMi Kposi 6yau npubnussao y 48
pa3iB BHIUMH MOPIBHSHO 3 THMH, INO CIIOCTEPITAMCS IICHsA 3aCTOCYBAHHSA OJHOTO OOCEHTaHYy.
Ha 9-#t nenp xoHnenTpauii 60oceHTaHy B miasMi Kposi Oyiu NpuOIM3HO B 5 paziB BHIIAMH
NOPIBHAHO 3 THMH, IO CIOCTEpiraidcs NpH 3acTOCyBaHHI jmme Gocenrany. HaiiGimem
UMOBIpHOIO IPHYMHOIO TAaKol B3a€MOAIl € iHriOyBaHHS PHTOHABIPOM 3aXOILICHHS OOCEHTaHY
rernaronuTaMy 3a y4acTiO TpaHcnoprHoro Oinka Ta inribysamus CYP3A4, BHacmigok uoro
KIIpeHc OoceHTaHy 3HIDKYeThCsS. IIpH  OIHOYAacHOMY 3acTocyBaHHI 3  KoMOiHamiero
nominaBip+puronasip abo immmMu iHriGiTopamum mpoTeasHm, i AKAX  IIACHIIIOETHCS
PUTOHABIPOM, CJIiJI 31HCHIOBATH MOHITOPHHT IEPEHOCHMOCTI 60CEHTaHy TaIliEHTOM.

ITicns otHOYAcHOrO 3acTOCYBaHHS 3 GOCEHTAHOM BIPOAOBXK 9,5 JHIB eKCIIO3HIIis JIONiHABIPY Ta
PUTOHABIPY B IUIasMi KpoBi Oy/1a 3HIKEHA IO KIIHIYHOrO HE3HAIYmOro pisHs (npubmmsHo Ha 14
% 1a 17 % Binnopigno). OxHak, HOBHA IHTYKLis GoCeHTaHOM MOT/Ia GYTH He JIOCSTHEHa, i TOMY
HE MOKHA BHKIJIFOYATH MOJIANIbINE 3HIKEHHS €KCIO3MIIiT 1Hri6iTopiB mporeasu. PekoMeHmyeThes
BLANOBIHKA MomHiTopuHT Tepanii npotn BIUI IlomiGui edexrm odikyioThes i y BHIAmKy
3aCTOCYBaHHs IHIKMX iHTiOITOPIB MpoTeasw, MiJICHIIEHHMA PUTOHABIPOM (IMB. po3ii 4.4).

Inwi anmupemposipycni npenapamu

CrocoBHO iHNIMX JMOCTYIHHX aHTHPETPOBIPYCHMX IpeNapaTiB He MOXHA JaTH CIemudidHHX
peKOMeHIallii y 3B’43Ky 3 BiJICYTHICTIO JaHHX. BpaxoBylouM BHpa)keHY reNaTOTOKCHUHICThH
HEBIpaliny, a Tako)X TOKCHYHHI BIUTHB HA [IEYiHKY OOCEHTaHy, 3aCTOCYBAHHS Takoi KoMOiHarTil

HE PEKOMEHIYEThCS.
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I 'opmonansii konmpayenmueu

OpmnouacHe 3actocyBanHs 125 mr Gocenrtany 2 pasu Ha o0y npotsroMm 7 JHIB OIHOYACHO 3
OIHOPA30BHM TPHHOMOM OpPAITBHOr0 KOHTPAIENTHBY, IO MICTHTL HOpeTHCTepoH 1 mr +
eTuHiIecTpagion 35 Mkr, samkyBaio AUC HoperrcTepony 1 eruniiecrpamiony Ha 14 % 1 31 %
BianosiaHo. OHAK, B OKpeMHX 0ci0 eKCIo3HIis 3HIKyBaiacs Ha 56 % Ta 66 % BimmosigHo. Y
3B 43Ky 3 IIUM 3aCTOCYBaHHS TUIBKH TOPMOHAIBHHX KOHTPALENTUBIB, HE3aJEKHO BilI CIOCOOY
3acTocyBaHHs (OpaJbHHX, 1H €KINHHHX, TpaHCAepMaTbHHX abo iMIuianTamiiEux Qopm), He
BBaJKA€THCA HAMIMHAM METOOM KOHTparenii (ous. po3aiab 4.4 i 4.6).

Bapgapun

OnrogacHe 3actocyBanHsa 500 mMr OoceHrany 2 pasu Ha 00y mporsaroMm 6 JHIB 3HHIXKYBAIO
II1a3MoBi KoHNeHTpauii sk S-Bapdapuny (cybcrpary CYP2C9), Tak i R-Bapdapuny (cyberpary
CYP3A4) na 29 % i 38 % sigmosigno. Ha ocHOBI KIIHIYHOTO JJOCBIAY OJHOYACHE 3aCTOCYBAHHS
OocenTany i3 Bap(hapHHOM y ITAIIE€HTIB 3 JISTEHEBOIO apTEPIATbHOIO TIEPTEH3IEI0 HE IPU3BOINIIO
JIO KJIIHIYHO 3HAYYIHX 3MiH MDKHApOAHOro HopmamizoBaHoro Bimmomenus (MHB) abo no
HeoOXiIHOCTI Kopekuii 1o3u BapdapuHy (MOPiBHIOBAIH /1aHiI HA BUXiHOMY piBHI Ta HAPHKIiHII
KIHIYHEX JociikeHb). Kpim Toro, wactora kopekmiéi nosysaHHsA BaphapuHy IIif 4ac
JIOCIIDKEHb Ta Y 3B’ 43Ky 31 3minamu MHB a6o nebaxani sBuima 6y1a momibHO0 cepel NallieHTiB,
sK1 OTpUMyBaM GOCEeHTaH, Ta cepej IamieHTiB, ki orpumyBamm rianebo. IIpu 3actocyBanHi
OocenTany HeMae HeoOXiTHOCTI y KOopekmii no3yBaHHS BapdapuHy i MOmIOHHX IEpopasbHHUX
AHTHKOArYJIAHTIB, ale peKOMEHIYEThCS IOCHIeHHH MoHiTopuar MHB, ocoOmmBo min dHac
3acTocyBaHHs OOCEHTaHy 1 B Iepiojl MiIBUIIEHHS J[O3H.

Cumeacmamun

OproyvacHe 3acTocyBanus 6ocenTany y 103i 125 Mr 2 pazu Ha 100y IpoTAroM 5 JHIB 3HHXKYBAJIO
IUTa3MOBI KOHIEeHTparii cumBactatuHy (cyderpary CYP3A4) i #ioro aktuBHOro meraboiirty P-
rigpoxcukucinota Ha 34 % i 46 % BignosigHo. OpHodacHe 3acTOCYBaHHS CHMBACTATHHY HE
BILUIMBAJIO HA KOHIEHTpalil0 OOCeHTaHy B IUIasMmi KpoBi. JIONUIBHICTF MOHITOPHHTY PpiBHIB
XOJIECTEPHHY Ta BIANOBIHOI KOPEKIil 103yBaHHs IIOBHUHHA OyTH PO3TIISHYTA.

Kemokonazon

OpHovacHe 3actocyBaHHs OoceHTaHy y 1031 62,5 mr 2 pasu va 100y mporsirom 6 IHIB Ta
KeTOKOHa30I1y, noTyXHuM iHribitopom CYP3 A4, 36inpmmno KoHIeHTpalio 00ceHTaHy B IIasMi
KpoBi npuOmH3HO B 2 pasu. BBaxaeThed, mo HEoOXiZHOCTI B KOpeKmii A03yBaHHA OOCEHTaHY
Hemae. Xoya 1e i He Oy/lO MPOAEMOHCTPOBAHO JIOCHTI/DKEHHSMH B YMOBaxX in Vvivo, IpHU
3acTocyBaHHI iHIMX noTyxHuX iHriGitopie CYP3A4 (Takux SK iTpakoOHA30JI 4¥ PUTOHABIp)
nepenbavdacTeca MOAIOHE MiIBHIIEHHA KOHIEHTpamil OoceHTany B miasmi kpoBi. OpmmHak, y
BUIIaAKy KomOiHOBaHOrO 3acTocyBanHs 3 iHTIOITOpoM CYP3A4 y namieHTiB, y SKUX MeTab0II3M
3a yuacTio CYP2C9 e cnabxuM, BiI3HAYae€THCS PH3HK OUIBIN BHPAKEHOTO IiABHIICHHS
KOHIeHTpanii 0OceHTaHy B IUIa3Mi KpOBi, IO MOJXKE IIPH3BECTH IO IOTCHLIHHOTO PO3BHTKY
HebOe3neyHnx noOIYHUX SBHUIII,

Enonpocmenon

Obmexeni jgani, orpumani B mocmimkenni AC-052-356 [BREATHE-3], y pamkax sixoro 10
neAiaTPUYHHUX MallieHTiB OTpHMYBaM KoMOiHalifo 60ceHTaHy Ta enompOCTeHOIIY, CBi[4aTh, [0
AK TICISE OJHOPa30BOro, Tak i micis GararopazoBoro 3acrocyBaHHs MOKasHUKH Cmax Ta AUC
O6ocentany Oynu mojaiOHMMH Yy MaIli€HTIB, SKHM 3IMCHIOBAJM Ta SKAM HE 3JIHCHIOBAIH
OesnepepsHy iHQY3i10 enmonpocTeHoNy (AUB. po3aia 5.1).

Cunoenaghin
OpnodacHe 3acTocyBaHHA OoceHTaHy y m03i 125 mr 2 pasu Ha 100y (piBHOBaXKHHI CTaH) i3
cruigenadinom y xo3i 80 mr 3 pasu Ha 100y (pIBHOBayKHHH cTaH) IPOTATOM 6 JHIB y 370pPOBHX
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nobposousiis npussoiio o 3mmwkenHa AUC cunpenadiny ma 63 % 1 36imemenns AUC
6ocenrany Ha 50 %. Cnig motpumysatics 00€peKHOCTI MPH OJHOYACHOMY 3aCTOCYBAHHI ITHX
Ipenaparis.

Juzoxcun

OnsouacHe 3acTocyBaHHS OoceHTaHy y 1031 500 mr 2 pasu Ha q00y mpotsroM 7 JHIB i3
JIUTOKCHHOM TIPH3BOIHIIO0 10 3HMKeHHS NOKa3HUKIB AUC, Crax T2 Cmin furokcuny Ha 12 %, 9 %
ta 23 % signosigHo. Mexanismom maHoi B3aeMomil Moxe OyTm iHmykmis P-rmikomporeiny.
ManoiMOBIpHO, IO JlaHa B3a€MOJIiA € KIIHIYHO 3HAYYIIOI0.

Taoanaghin

3actocyBanHs OoceHTaHY y 1031 125 Mr 2 pa3n Ha 100y MPH3BOAKIO 10 3MEHIIEHHS CUCTEMHOIO
BIUHBY Taganadiny y no3i 40 mr 1 pas Ha 100y Ha 42 % 1 Cmax Ha 27 % miCIs O{HOYACHOTO
3acTocyBanHsa OararopasoBux x03. Tajmamadin ze Bmmsa Ha ekcnosuniio (AUC i Cmax)
focenTtany abo iforo MeTaboITIB.

Hayienmu oumsayozo 6ixky
JlocipKeH s B3aEMOJIi1 IPOBOIAIN TUIBKH Y JOPOCIUX IAIi€HTIB.
4.6  ®@epTHIABHICTB, 3aCTOCYBAHHSA M/l 9ac BATITHOCTI Ta royBaHHA IPYULIO.

BaritHicTs

Jlocimi/uKkeHHs,, TpOBEJAEHI Ha TBapWHAX, CBiA4aTh MPO PEHPOAYKTHBHY TOKCHYHICTH
(TeparoreHty, eMOpiOTOKCHYHY, IUB. po3ALl 5.3). BincyTHi ZOCTOBIPHI IaHi MO0 3aCTOCYBaHHSA
OoceHTany BariTHUM >KiHKaM. [ToTeHIIWHHN PH3UK Ui JIOAMHHA JOTENep HE BCTAHOBIICHO.
BbocenTaH NpoTHIIOKa3aHUH y epio] BariTHOCTI (IuB. po3ain 4.3).

3acTocyBaHHS XKIHKAM JITOPOJHOIO BiKY

Ilepex moyarkom JiKyBaHHS npenapatoM boceHTaH y JKIHOK JITOPOJHOTO BIKy NOBHHHA OyTH
HiJTBEp/DKEeHA BiJICYTHICTh BAariTHOCTI, IOBUHHA OyTH IpOBE/IeHa HAlIeXHa KOHCYIbTAIlis OO0
HAJAIWHAX METOMIB KOHTpAIeNii Ta MOBHHHO OyTH po3ModYaTe KOPHCTYBAHHS HAaIHHAMU
MeromaMu KoHTpauenmii. ITamienTkn Ta jikapi, AKi NpPH3HAYAIOTh LeH Ipenapar, ITOBHHHI
BpPaxXOBYBaTH Te, IO Y 3B’A3KY i3 MOTEHIIHOIO (hapMaKOKiHETHIHOIO B3aEMOJII€I0 OOCEHTaH MOXKeE
CHPHYHHATA Hee(PEKTHBHICTH FOPMOHAIBHHX KOHTpaumenTusiB (JuB. posain 4.5). ToMmy X iHkH
IITOPOJHOTO BiKy HE IOBHHHI 3aCTOCOBYBATH TOPMOHAIBHI KOHTPALENTHBH (y TOMY YHCII
OpaibHi, iH’€KIiifHI, TpaHCcAepManbHI ab0 iMIUTaHTamiiHI (OpPMH) B SKOCTI €IHHOTO METOXY
KOHTpaUemnmii, a MOBHHHI BUKOPHUCTOBYBATH JIOJATKOBI ad0 aJIbTEpPHATHUBHI HANIAHI METOIX
KOHTpanemiii. ¥ BHIAJKy BHUHUKHEHHS OyJb-SKOTO CYMHIBY IIOJO TOrO, SKa IOpaja MOoA0
METO/ly KOHTpanenmii noBuHHa OyTH 1aHa OKpeMid marieHTHi, A/ KOHCYJIbTAIlil peKOMEHIYETECA
3aJly4EHHS riHeKosI0ra. BpaxoByroun MOXIHBY HECEKTHBHICTh TOPMOHAIBHHUX KOHTPAICTITHBIB
Ol 9ac JIKyBaHHS IpelnapaTtoM, a TaKoX PH3HMK TOro, IO mnepebir jereHeBoi aprepiajbHOL
rinepTeHsii 3HAYHOK MIPOO TOTIPIIYETHCS IiJ 9Yac BAriTHOCTI, PEKOMEHIYETHCS MIOMICAIA
HOPOBOJIUTH TECTH HA BaTiTHICTH YIIPOJIOBIK JTIKYBAHHS IPENApaTOM 3 METOK PAHHBOTO BUSBICHHS
BariTHOCTI.

[lepion rojyBaHHs IPYIIIO

Hesifomo, un nmponnkae OOCEHTaH y Ipy/HE MOJIOKO y JIOAHHH. ['OXyBaHHS IPYIUIO i Hac
NiKYBaHHS IPErapaToM He PEKOMEH [YEThCSL.
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PepTHITBHICTE

PesyisTaTe Aociimkens GepTHIILHOCTI Ha Iypax HE I0Ka3aId JKOJHOrO BILIMBY Ha IMapameTpH
criepmu abo GepTHIBbHICTD (TUB. po3aia 5.3). PeaynpraTi T0CHI/UKEHHS, B IKOMY BUBYATH €DEKTH
GoceHTaHy Ha QYHKIIIO S€YOK Y YOJIOBIKIB 3 JIETEHEBOIO apTepiabHOO TiEPTEeH3i€l0, TOKA3allH,
mo y 8 3 24 namieHTiB Bif3Havasacs 3HIKEHA KOHIEHTpALs coepMH NpuHaiiMui Ha 42 %
IIOPIBHAHO i3 BEXiHUM piBHeM micis 3 abo 6 micsuiB yikysanus 6ocenranoM. Ha migcrasi mux
JTAHUX, a TAKOK JAHKX JOKIIHIYHHX JOCHiKEHb HE MOYKHA BUKJIFOYATH, IO OOCEHTaH MOKE MaTd
HEeraTHBHHUN BIUIMB HA CIIEpPMATOreHe3 y YOJOBIKiB. Y jiTeif yosoBiuoi crari micis JiKyBaHHS
GocenTaHOM He MOXe OyTH BUKITIOYEHHH HOTO BiJIaneHui BIUTHB Ha (EePTHILHICTD.

4.7 3parmicTs BILIMBATH HA MBHIKICTH peakiii NPH KepyBaHHI aBTOTpaHENopToM 2060
po0oTi 3 IHIIAMH MeXaHi3MaMH.

CreniabHuUX JIOCHI/DKEHL 3 BHBUEHHSIM Oe3rocepefHboro BIUIABY JKapchkoro 3acody Ha
3/IaTHICTH KEPYBAaTH TPAHCIIOPTHHMH 3ac00aMH Ta IPaIiOBAaTH 3 MEXaHI3MaMH HE IPOBOIMIOCE.
OnHak, TpW JIKyBaHHI MPENapaToM MOX€ BHHHKATH aprepianbHa TilIOTEH3is 3 TaKHMH
CHMITTOMAMH SIK 3aI1aMOPOYEHHsI, HeUiTKiCTh 30py ab0 CHHKOIIE, IO MOYKe BIIMBATH HA 3/IaTHICTH
KepyBaTH TPAHCIIOPTHAMH 3acobaMu abo NMpAIIOBaTH 3 MEXaHI3MaMH.

4.8 TloGiuni peaxuii.

Y pamkax 20 mrane6o-KOHTPOJIbOBAHHX JOCIIKEHD, IPOBEAECHHX IPH PI3HUX TEPaleBTHIHAX
MOKa3aHHAX, 3aranoM 2486 maiieHTiB OTPUMYBAJIA JIKyBaHHS OOCEHTAaHOM y H00OBHX 032X B
nianasoni 100-2000 mr ta 1838 manienTis orpumysanu miamne6o. Cepenns TPHBATICTD JIKYBaHH
cranoBmwia 45 TwkaiB. Hebaxani peakiii BU3HAYAIHCH SK SBUINA, SKi BHHUKaIH NpHHAAMHI B 1
% TaIienTiB, AKi 3aCTOCOBYBaIM GOCEHTaH, Ta 4acToTa SKuX Oyna mpuHaiimHi Ha 0,5 % 61161010
TIOPIBHSHO 3 TAI[IEHTaMH, SKi OTPUMYBAIIH ILIanedo.

HaiigacTtimumu HeOaXaHUMU peakiismMu € rososHui 6is (11,5 %), HaOpskn/3aTpUMKa pIIMHEY B
opranismi (13,2 %), BiAXuIeHHs Bi{ HOPMH pe3yJBTATIB NEYiHKOBHX (YHKIIOHAIBHHX TECTIB
(10,9 %) Ta aHeMis/3HMKEHHS PiBHIB reMoriobiny (9,9 %).

JlikyBanus GOCEHTAHOM CYMPOBOUKYBAJIOCA /[0303AMEKHUM MiABHINEHHSAM PiBHIB NEdiHKOBHUX
aminoTpaHcepa3 Ta 3HIKCHHIM KOHIEHTpamil remoriobiny (mms. po3min 4.4, Ocobmmsi
3acTepeskeHHs Ta 3al00DKHI 3aX0/IU IPH 3aCTOCYBaHHI1).

[To6iuni peakuii, 1o cnocrepirarorbes y mpoieci 20 mianeGo-KoHTPOIbOBAHKX JOCIIIPKEHD 1 PH
micispeecTpalifHoMy 3acTocyBaHHI OOCeHTaHy, HABEIEHI BIINOBIAHO [0 YacTOTH IXHBOI'O
BHHHKHEHHS 3 BUKOPUCTAHHAM HacTynHoi knacupikanii: xyxe gacto (> 1/10); gacto (8ix > 1/100
o < 1/10); megacro (Big > 1/1000 mo < 1/100); pigko (Bix > 1/10 000 mo < 1/1000); xyxe piiko
(< 1/10 000); wacrora HeBigoMa (He MOke OyTH OI[iHEHA HA OCHOBI HAABHHX JIAHHX )

Y KOXHIH 3 rpyIl 3a 4acTOTOX HebaXkaHi peakiii MpeCTaBIeH] y MOPAAKY 3MEHIICHHS CTyTICH:

ixHBOI cepitosnHocTi. KitinigHOo 3Ha9ymux BiMiHHOCTEH MK HeOaXKaHUMU PeaKI[iAMH B 3aralibHiH
BHOIpIII Ta P CXBAJICHUX [TOKA3aHHIX HE B1J[3HA4YATOCE.
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Cucrema-Opran-Kiac

YacrTora

ITobiuna peakmist

3 60Ky KpoBi Ta TiM(paTHIHOT
CHCTEMH

Yacto

AHeMis, 3HHKCHHS PIBHA
reMor1o0iny (muB. po3aia 4.4)

Yacrora HEBiToMa

AneMist a00 3HHIKEHHS PIBHSA
reMorIo0iHy, 10 BUMAarae
TpaHc(y3ii epHTPOIUTAPHOL
macH'

1

Heuacro TpombormmToIeHIs
Heuacto Heirponewis, nefikomnenis’

3 Ooky iMYHHOT CHCTEMH Yacto Peaxii rinepuyTiauBocTi
(BKITIOYAIOYH JEPMATHT,
cBepOiX Ta BUCHIIAHHS)

Pigko Amnadinaxcis Ta/abo
AHTiOHEBPOTHUHMIT HAGPSK'
3 60Ky HEpBOBOI CHCTEMH Jye gacto TonoBuuii 6i1s’
YacTo Cunxomne” *
3 Goky cepist Yacto Tocuiere cepreburrs” *
3 6oky cymuH Yacro [Mnepemis
Yacro Aprepiansna rinotensis s *

3 60Ky IHXalbHOI CHCTEMH, Yacto 3axiageHicTs Hoca

OpraHiB rpy/HOI KJIITKH Ta

CepeIOCTIHHS

3 6oky nuIyHKOBO-KHIIKOBOTO [ Yacto ['acrpoe3odareansaa

TPaKTy pedroxcra xBopoba
Jiapes

3 6oky nedinku Ta Hyxe gacto BijxuieHHs Bifi HOpMHA

’KOBYOBHMBIJHUX NUISIXiB pe3yIbTaTiB MEIIHKOBUX
GyHKIIOHATBEHHUX TECTIB (JUB.
posaii 4.4)

Heuacro [TixBuIIEHHS PiBHIB
aminoTpancdepas, acoriifoBane
3 rernaruToM (BKIIIOYAIOUYH
MOJTHBE 3aroCTpeHHs nepediry
(hoHOBOTO renaTuTy) Ta/abo
KOBTAHHIA' (IUB. po3in 4.4)

Pixxo I{upo3s nmedinku, neYiHKOBa
HEIOCTATHICTD

3 boky mKipu Ta nimkipEoi | Yacto Epurema

KIITKOBHHHE

3araibHi po3iaau Ta peakuii B | Iyxe gacto Habpsiku, 3aTpuMKa piluHHA B

MICIIi BBE/IEHHS Ipenapary

oprasismi’

3 Ooky opraHa 30py

YacroTta HEBiToMa

Heuitkicts 30py




! NMani, orpuMani npu micagpeecTpaniiiHoMy 3acTOCYBaHHI Ipenapary, BA3HAYEHHs JaCTOTH
0a3yeThcs Ha CTATHCTHYHOMY MOJIEIIOBaHHI JaHWX, OTPHMAaHMX y paMmKax Iurane6o-
KOHTPOJILOBAHHX KIIIHIYHHX JOCIIIKEHb.

2 Tlpo peakuii rimepuyramBocti mosimomusmm y 9,9 % mnaiientis, fAKi 3acTOCOBYBAIH
bocenTtan, Ta y 9,1 % namieHTiB, sIKi OTPEMYBAIH I1ane0o.

3 TIpo ronosuuit 6ie nosigommsum y 11,5 % narieHTis, ski 3acTocoByBad GOCEHTaH, Ta Y
9,8 % nauieHTiB, AKi OTpPEMYBaIH IIanebo.

* 11i TunH peakmiit MOXKyTh GyTH TaKOXK I10B’s13aHi i3 (POHOBHM 3aXBOPIOBAHHSM.

> TIpo HaGpsku abo 3aTPUMKY PiIMHH B OprasisMi mosizommsumd y 13,2 % namientis, ski
3acTocoByBamm 6ocentan, Tay 10,9 % manienTiB, AKi OTpAMYyBaIH TIanedo.

VY mepiozni micispeecTpaliiiHoro 3acTocyBaHHs Ipenapary MOBIZOMIIIIM PO BHNAIKH IMPO3Y
[eYiHKH He3’scoBaHoi eTiosorii micis TpuBaioi Teparii OOCEHTaHOM y NAIEHTIB, Y SKUX OyIo
NEKIJIbKA CYNyTHIX 3aXBOPIOBAHb Ta SIKi OTPAMYBAIH TEPAIlifo Pi3HUMH JIKapCHKAMH 3aC00aMH.
Takosx Oy piakicHi TOBIIOMIEHHS PO PO3BUTOK MEYiHKOBOI HeJjocTaTHOCTI. ToMy HEOOXIIHO
CTPOTO NOTPHUMYBATHCS MiCSIHOTO rpadika It MOHITOPHHTY (PyHKIIT MeWiHKY Ha Yac JIKYBaHHS
6o3enranoMm. (quB. po3ait 4.4).

ITamieHTH QUTIYOrO BIKY

HekoHTpoIp0BaH1 JOCHIDKEHHSA V HaieHTiB auTadoro Biky 3 JIAL (AC-052-356 [BREATHE-3]:
AC-052365 [ FUTURE 1])

[Tpodins Gesmexu y i rpymi nanienrtis (BREATHE-3: n = 19, Gocenran 2 Mmr/kr 2 pasu Ha 100Y;
TpHUBaJIcTh JikyBaHHS - 10 12 TkHiB; FUTURE 1: n = 36, 6ocenTan 2 Mr/kr 2 pa3u Ha o0y
IPOTSroM 4 THIKHIB 3 MOAAIBINUM H03yBaHHAM 4 MI/Kr 2 pasu Ha 100y; TPUBAICTE JIKYBaHHS -
no 12 twxuiB) OyB aHajorivyHuii ToMy, Mo OyB OTpHMaHH{ y 0a30BHX NOCIIDKCHHIX CEpesl
nopociux marienTis i3 JIAT. ¥ pamkax pociimkernas BREATHE-3, naitgactitmmumu HebakaHUMH
peakiismu Oymu rimepemist (21 %), ronoBHui OuTh, 1 BiIXHUIIEHHS BiJil HOPMH pe3ybTaTiB
NEYIHKOBHX (PYHKIIOHAIBHUX TECTIB (YacToTa KOXHOI 3 HUX HebakaHuX peakiii — o 16 %). Y
pamkax jgocinipkeras FUTURE 1, maityactimmmu nobivaame peaxkuismu Oyym ingexuii (33 %) 1
6imb y xuBoti/guckomdopt (19 %). V xoxi gocnimkeras FUTURE 1 He cnioctepiranocst BATAIKIB
IiIBHINEHHS PIBHA NEYiHKOBAX (PEPMEHTIB.

Bigxunenns 1abopaTOpHUX ITOKA3HUKIB Bill HOPMH
BigxuneHHs meqiHkoBo1 npobu

Y KiiHiYHIA Dporpami J10303aI€XHE MiJBAIIECHHS TIE€YIHKOBHX TpaHCaMiHAa3 3a3BHYai
BiZIOyBaIOCs MPOTAroM NepIIux 26 THXKHIB JTIKYBaHHS, IK IPABUIIO PO3BHBAIOCS MOCTYIIOBO i B
OCHOBHOMY Masio OescumnTomumil mepedir. [licis 3akiHdeHHs npriioMy Impenapaty 3agikcoBaHO
PIAKICHI BHIIA[KH UPO3y HEUiHKH 1 IEUiHKOBOT HEIOCTATHOCTI.

Mexanism nporo HecnpuATaHBOro edexty € HesicHuM. Taki miABAIIeH s piBHIB amiHOTpaHCchepas
MOJKYTh MHHATH CAMOCTIHHO IIPH IIPOJOBKEHHI JIIKyBaHHA O0CEHTaHOM Y MIATPUMYO4iH 1031 a00
IICIIS 3HMYKEHHS HOro JI03H, IPOTe MOKe BHHUKATH HEOOXiHICTh Y lepeprBanHi ab0 IIpUITHHEHH]
3aCTOCYBaHHI Ipenapary (aue. po3ain 4.4).

Y pamxax 20 idTerpoBaHux I1anebo-KOHTPOIBOBAHUX JIOCII/UKEHb IiIBUINEHHS piBHIB
NEYIHKOBAX aMiHOTpaHchepas y > 3 pasu Big BMH cnocrepiranocs y 11,2 % nanienTtis, sxi
oTpuMyBasid OoceHTaH, MOpiBHAHO i3 2,4 % mamieHTiB, sAKki oTpuMyBainu Iutane6o. Buoaika
migsumeHHs 10 > 8 x BMH crocrepiranmucs y 3,6 % narienTiB, sKi 3aCTOCOBYBIM OOCEHTAH, Ta




y 0,4 % mnamienris, sxi orpuMmysamu rurane6o. Ilixmmenns piBHIB aminoTpancdepas Oyio
IIOB’S13aHO i3 MiABHINEHHsSM piBHS Oimipy6iny (=2x BMH) Ge3 o3uax Gimaproi obcrpykmii y
0,2 % (5 nanienris), ski orpumysamu Gocenran i 0,3 % (6 marienTi), sxi oTpuMyBanH miane6o.

I'emornoOin

V  pamkax mranebo-KOHTPOIBOBAaHUX MOCIIPKEHB Cepell JOPOCIUX IAIi€HTiB NP0 3HIKEHHS
KOHIIEHTpAIlil reMorIobiny no pisus umskde 10 r/t Bijx BuxigHoro pisng nosizomssum y 8,0 %
TaIieHTIB, SKi 3acTOCOBYBalId GoceHTaH, Ta y 3,9 % namieHTis, ski oTpuMyBaii mianedo (Ius.
posnuin 4.4).

[Ipu cykymmomy amamisi 100 jiTeit i3 JsiereHeBOIO apTepialbHOIO TilepTeHsielo 3
HeKoHTponboBanux nemiatpuannx gociipkess FUTURE 1/2 ta FUTURE 3/Extension 3HIOKEHHS
KOHIIGHTpaIil reMoro6iny 1o piBHs Huwkde 10 r/wr Bix BuxigHOro piHs Oyio 3adikcoBaHo y
10,0 % marienTiB. Bunajkis 3HMKEHHS KOHIEHTpAIlii remornobiny Hmkde 8 r/mt He 6yio.

V pamkax pocmimkenns FUTURE-4 y 6 i3 13 moBonapopkenux 3 IIJIIH, sxi 3acTocoByBamd
GoceHTaH, BiZ3HAYATIOCA 3HMKEHHS KOHIIEHTpAIlii reMOrIo0iHy BiJi HOPMaJbHOIO Mialla30Hy Ha
BHXIZHOMY piBHI M0 KOHUEHTpANii, HHXYOI BIJl HMXKHBOI MEXi HOPMH, BIPOJOBK JIKYBAHHSI
[pernapaTom.

TToBioMiIeHHS PO mino3pioBadi mobiuHi peakiii

TToBioMIeHHs Tpo migo3proBaHi moGiuni peakuil micist peecTpamii Jikapchkoro 3aco0y Mae
Ba)KJTHBE 3HAYECHHS. BOHH J03BOISIOTH IIPOBOANTH Ge3IepepBHIi MOHITOPHHT CIIiBBiIHOIIEHHS
KOPHCTB/PH3HK INOJ0 Ipenapary. Meiuddi NpaiiBHAKH [OBHHHI IMOBIJOMIIATH Ipo Oyae-axi
nijo3pioBaHi MOOIYHI peakiuii 3a JONOMOIOK) CXEMH JKOBTOl KapTKH, 3a IIOCHJIAHHSM:
www.mhra.gov.uk/vellowcard.

4.9 IlepenosyBaHusi

BocenTan 3acTOCOBYBAIM y BHIVIII OZHOPa30Boi Ko3u 0 2400 Mr y 370poBHX 0c¢id Ta B J103i
2000 Mr/mo0y BIpoaoBk 2 MICSIIB Y MAIIEHTIB i3 3aXBOPIOBAHHAM, AKE He OYyJIO JIETCHEBOIO
apTepiansHOO rineprensieo. HaituacTimoro HebakaHoo peakiiero 6yB roJIoBHHI OiIb JIETKO1 Ta
TIOMIPHOT iHTEHCHBHOCTI.

HaMmipHe nepeo3yBaHHs MOXKe IIPU3BECTH JI0 BUPAXKEHOI apTepialbHOl MIOTe 31, 1[0 BIMarae
akTMBHOI  migTpuMKe  (QyHKuii  cepuneBo-cymmHHOI  cucTemu. Bmpomoexk  mepioay
HiCISIPEECTPALifHOTO  3aCTOCYBaHHS  Iperapary TNOBIIOMJIUIM NP0 OIMH  BHIAIOK
Hepeno3yBanys, e miuliTkoM dojtoBidoi crari Gyino npuitasto 10 000 Mr 6ocernTany Y HbOro
Oy/iu HasgBHI CHMITOMH HYJIOTH, OJIIOBaHHS, apTepiaibHOI TiNOTeH3ii, 3amaMOpOYEHHS,
niBHIerol mitmBocTi i HewiTkicTs 30py. Moro cran moBHicTIO HOpMAanisyBaBes yepes 24 TOHHA

3 MATPUMaHHAM HAJIEXKHHX PiBHIB apTepiaybHOro THUCKy. [IpumiTka: O0ceHTaH HE BHBOIUTHCH
OpH Jiasisi.

5.  ®APMAKOJIOT'TYHI BJIACTHBOCTI

5.1 ®@apmaxoamHamika

dapmakoTepaneBTHyHa rpyna: Iami anTarinepres3neHi 3acobu, kox ATX: C02KXO01
Mexanizm jii

BocenTan — 1e MOABIMHMI aHTArOHICT pElEenTopiB JO eHAOTeNiHy 3 apiHHICTIO 0 000X THINB




penerrropis y1o enaoteniny — A i B (ETa i ETg). BocenTan 3HUKYE SK JIETCHEBUIA, TAK 1 CHCTCMHHI
CYAMHHHHN OIip, IO NPH3BOIUTE 0 30UIBIICHHS CEPIEBOr0 BUKUY 0e3 30UILIIEHHS YacTOTH
CEpPIIEBUX CKOPOYEHb.

Heitporopmon exmorenia-1 (ET-1) € oM 3 HARMOTYXHININX BiIOMHX Ba3OKOHCTPHKTODIB,
SKOMY TaKOX TPUTAMAHHA 3[aTHicTh crpuumusTa Gibpos, mporidepanito KmiTuH, rineprpodito
Ta peMOJIeJIOBAHHS MiOKapja, a TakoK InposanameHa mis. Il edexrn OII0CEPEIKOBaH1
3B’A3yBAHHAM CHAOTENiHY i3 penenropamu ET4 i ETg, posramoBanumu B eH0TeNi 1 KIITHHAX
rnankux M’ s3iB cyuH. Konnenrpanis ET-1 y TkaHHHaX 1 mu1asmi KpoBl MIBALIYETECS IPH ASAKAX
CepIeBO-CYIMHEMX 3aXBOPIOBAHHSAX 1 MATOJOTI CIOMYYHOI TKAHWHH, y TOMY YHCII JICTCHEBIi
aprepianphiil rimeprensii (JIAD), ckneponepmii, rocTpii i xpouiumniii cepuesiii HeOCTATHOCTI,
imemii Miokapsa, cHcTeMHiH rimepreHsii Ta aTepOCKIEPO3i, MO CBIAYATH PO NATOTCHETHYHY
pors ET-1 mpu mux 3axsopropamusx. IIpm JiereHeBili aprepianpHiil rineprensii Ta cepuesii
HEJIOCTATHOCTI 3a BiJICYTHOCTI AHTATOHI3MY pELENTOpiB JIO EHJOTENiHy iCHYe CHIbHHMA
KOpeAiHamIA 3B’ 430K MK migBrieHo0 KoHnenrpaniero ET-1 Ta mspkkicTio 1 IPOTHO30M IMX
3aXBOPIOBaHb.

Bocenran koukypye 3 ET-1 Ta immumu ET-nentunamu 3a 38°a3yBanns Ak 3 penenropamu ETa,
TaK i 3 penentopamu ETg, i3 memo sumoro adinnictio g0 penenrtopis ETa (Ki = 4,1-43 uM)
nopiBHsHO 3 adimmicTio mo peunentopis ETs (Ki = 38-730 uM). Bocentan € cnenugivanm
anraronicrom ET-penenTopiB Ta He 3B A3y€ThCA 3 IHIIMMH PELENITOPAMH.

EdexruBHicTh

Mopeni TBapuH

YV TBapuH i3 JIereHeBOIO TIilEPTCH3I€I0 TPWBANE IICPOpANbHE 3acTOCYBaHHA OOCCHTAHY
IIPH3BOIMIIO JO0 3MEHIIEHHS JISTeHEBOro CYAIMHHOTO OMOpY JI0 perpecii rineprpodii JiereHeBux
CY[MH Ta MPaBoro NUIyHoYKa. Y Mojemsix TBapuH i3 $ibpo3om jerens OoceHTaH MPU3BOAHB JI0
3MEHINECHHS HAKOIIMYESHHS KOJIareHy B JICT€HsAX.

EQeKTUBHICTS Y JOPOCIHX NAI[IEHTIB 3 JIETEHEBOIO apTePiaTbHOIO TiNEPTEH31E0

ByIo TIpoBeJIeHO JBa paHIOMi30BaHi, MO/BiiHI ciini, 6araToneHTpoBi miane60-KOHTPOIHOBAHI
pociijpkenns 3a ydacTio 32 (mocmimxenHs AC-052-351) i 213 (mocmijpkenns AC-052-352
[BREATHE-1]) nopocnux namientis i3 JIAT III-IV knacy 3a GyHKIIOHANTEHOO KacHpikaiieo
BOO3 (nepsunna a60 BTOpPHHHA JieT€HeBa TilepTeH31s, FOIOBHAM YHHOM cKiIepojepmit). Uepes
4 twxui npuitomy Bocenramy y mosysarHi 62,5 Mr 2 pasu Ha o0y HiATPHMYIOYi HO3H, IIO
BUBYAIUCS Y IUX JOCIIDKEHHSIX, CTaHOBWIHA 125 Mr 2 pasu Ha 100y y nocmimkenni AC-052-351
ta 125 mr 2 pasu Ha 100y i 250 Mr 2 pasu Ha 100y y mocmimkenni AC-052-352.

Bocernran 3acTOCOBYBaBCS SIK JIOJAaTKOBHI IpenapaT 10 Tepailii, SKy Nalli€HTH BKe OTPHMYBAaIH,
IO MOTJIa BKJIFOYATH KOMOIHAIIIO aHTHKOArYJIIHTIB, Ba30AMIATATOPIB (HanpuKkuaj, 61I0KaTopis
KaIbI[IEBHX KaHANIB), JiypeTHKIB, OKCUIEHOTepalmii Ta J[HWTOKCHHY, aje He BKIoYaia
enonpoctenoi. Konrposem 0yio mianebo pa3oM i3 HassBHOIO TEPAIIETO.

[TepBMHHOIO KIHIIEBOIO TOYKOK B KOKHOMY 3 JOCIIIKeHb Oyma 3MiHa mpoiiieHoi BiicTaHi
BIIPOZIOBK 6 XBUIHH yepe3 12 TIDKHIB B IIEpIIOMY AOCIHIi/DKEHHI 1 yepe3 16 THXHIB — B Apyromy
pocmipkeHHl. B 000X mociipKeHHSX JIKyBaHHS OOCEHTaHOM IIPH3BOJAMIIO JIO 3HAYHOTO
30iIbIIEHHS 3@THOCTI NepeHOCHTH (isHYHe HaBaHTakeHH:A. [Inamebo-kopurosaHi 30UIBIIEHASA
IpOiiieHo1 BijicTani MOPIBHIHO 3 BUXiTHUM piBHEM cTaHoBHIM 76 MeTpiB (p = 0,02; t-TecT) Ta 44
merpu (p = 0,0002; U-recr Manna-ViTHi) Ha TNepBHHHIA KiHNEBI# Toumi U1 KOXKHOIO
JOCTi/DKEH s BimoBiano. BinMinxocti Mk rumu aBoma rpynamu (125 mr 2 pasu Ha 100y 1
250 mr 2 pasu Ha 100y) He OyJIH CTATHCTHYHO 3HAYYINMMH, ajle ICHY€E TEHICHI{IS 10 NOJIIIIEHHs




TOJIEPAHTHOCTI /10 i3UYHOro HABAHTAKEHHS y IPYII IIAI[€HTIB, IKi OTPEMyBald OOCEHTaH y /1031
250 mr 2 pa3u Ha 100Yy.

36inbImenHs NpoiIeHol BificTaHi criocTepiranocs 4epes 4 THXKHI JiKyBaHHA, Oy10 OYCBHIHAM
4epe3 8 THIKHIB JIKYBaHHA Ta HMiATPUMYBAIOCS 10 28 THIKHIB MOABIHHOIO CIINOrO JiKYBaHHS B
nigKaTeropii momyssiii namienTis.

IIpu peTpocnieKTHBHOMY aHaIi3i JaHHX MAMi€HTIB, SKi BiIMOBLIM Ha JIKYBaHHS, [0 IPYHTYBAIOCS
Ha 3MiHaX IpoiineHoi BifcTani, GyHKIioOHANIEHOMY KiIaci 3a Kinacudikamiero BOO3 ta HasBHOCTI
3a/IMIIKA, cepe] 95 narienTis, paHIOMi30BaHUX Y IPYILY, KA OTpAMYBana 6oceHTaH y 1031 125 Mr
nBa pasH Ha 100y B paMKax IUTane00-KOHTPOIBOBAHKUX JIOCIIUKEHD, Ha 8 THXKHI y 66 IaIieHTiB
OyJ10 Bifi3HAUYEHO MOKpAIEHHs CTaHy, CTaH 22 MAli€HTIB 3aTHmascs cTabiIsHuM i y 7 HalieHTiB
BiJ3HAYanocs noripmenns crany. Cepe 22 NamieHTiB, CTaH AKUX 3aIMIIABCA cTabLIbHEM Ha 8
THOKHI, y 6 MalieHTiB BiA3HAYAIOCS MOKpPANIEHHs cTany Ha 12/16 TikHi i B 4 mamieHTiB cra
THOTIpIIMBCA MOPIBHAHO i3 BHXifgHUAM piBHeM. Cepesl 7 mauieHTis, cTaH SKUX IOTipIIHBCS HA 8
THXKHI, y 3 manieHTiB BiI3Ha4anocs NMOKpaileHHs crany Ha 12/16 TwxkHi i B 4 manienTiB ctan
HOTIPITMBCS MOPIBHIHO 3 BUXITHHM PiBHEM.

[HBa3HBHI reMOIMHAMIYHI IIOKA3HUKH OLIHIOBAIMCS TLIHKH B IEPIIOMY JOCIIKeHH. JIiKyBaHHS
OOCEeHTaHOM MPHU3BOAMIO JI0 3HAYYI[OrO 30LIBIIEHHS CEPIEBOro iHIEKCY, acoIiHOBaHOTO 3i
3HAYYIUM 3HIDKCHHSM JIET€HEBOrO apTepiaibHOr0 THCKY, JIEMEHEBOrO CYAMHHOIO OIOpY Ta
CEPEAHBOrO 3HAYECHHSI THCKY B IIPABOMY IIEPEICEePIi.

Ilpu nikyBansi GOCEHTaHOM CNOCTEPIrayocs 3MEHIICHHS BHPaXKEHOCTI CHMIITOMIB JIET€HEBOT
aprepianbHOi TinepreHsii. Y manienTis, ki oTpuMyBaiu 60CeHTaH, CIIOCTEPIraIocs MOKPaIeHHs
IIPH BU3HAYCHHI CTYIEHs 3a/[MIIKHA T1iJ 9ac TECTIB i3 Xoas6010. Y pamkax mociimpkerns AC-052-
352 na BuxigHomy pisui 92 % 3 213 manienTis Gy ismeceni xo I ¢pynxmionansHoro Kiacy 3a
knacudixkamiero BOO3 ta 8 % — o IV dysxuionansHoro knacy. JlikyBanHs 60CEHTAHOM CLIPHSIIO
MOKPaMICHHIO MO0 (QyHKUiOHANEHOTO Kiacy 3a kiacu(ikamiero BOO3 y 42,4 % nanicHTiB
(mopiustro 3 30,4 % y rpymi miane6o). 3aramsHa 3MiHa (YHKIIOHAIBHOrO Kiacy 3a
kinacudikanieio BOO3 y pamkax 1Box Kociipkers Gyia 3Ha9yII0 KPamolo cepe;t MalienTiB, SKi
OTpUMYBaNH  OOCEHTaH, TOPIBHSHO 3 MalieHTaMH, AKi oTpuMyBamu miane6o. JlikyBaHmHs
Gocenranom Gyio acomifoBane 3i 3HAYYIIMM 3HHKEHHSM PIBHSA NOTIPIICHHS KIIHI9HOT KapTHHE
depes 28 TiKHIB nopisHAHO 3 wianebo (10,7 % nopisrsmo 3 37,1 % BimosixHo; p = 0,0015).

Y paHIoMi30BaHOMY MOABIHHOMY CIHIOMY GaraTOLECHTPOBOMY JOCII/UKEHHI 3 BHKOPHCTAHHIM
mnanebo (AC-052-364 [EARLY]) 185 mamienris i3 JIAL Il dymkmioBamsHOro Kiacy 3a
knacudixamiero BOO3 (cepens mpoiinena BifcTaHb NPH TecTi 3 6-XBWIMHHOI XOIBOOIO HA
BHXIZTHOMY piBHi cTanoBHIA 435 MeTpiB) oTpEMyBamH GoceHTaH y 1031 62,5 Mr 2 pa3u Ha 100y
NPOTATOM 4 THIKHIB i3 OAATBIIIM TiprioMoM 125 Mr 2 pasu Ha 106y (n = 93) a6o wrane6o (n =
92) npoTsrom 6 micsmis. Biinoueni y J0C/IiHKeHHS NALIEHTH He OTPHMYBAJIH HiSKOTO JIKYBaHHSA
3 TIPHBOMY JIereHeBoi aprepiamboi rimepremsii (n=156) abo orpumyBamm cmimenadin y
crablibHOMY no3yBanHi (n = 29). KoMGiHOBaHNMH NEPBHHHIME KiHIIEBHMHA TOUKAMH Oy 3mina
Yy BIACOTKax JiereHeBoro cyauuHoro omopy (JICO) mopiBHSHO 3 BHXigmuM piBHEM Ta 3MiHa
IPOHIEHOT BiICTaH] BIPOJOBXK 6-XBHIMHHOI X01601 Ha 6 micsii HOPIBHSHO 3 BUXIJHUM piBHEM
y TOpiBHAHHI 3 mane6o. Y Tabmuii Heokue HaBeleHi pesyJibTaTH aHali3y, IOIEepEIHLO0
BH3HAYEHOr'O IIPOTOKOJIOM.

JICO (auH.cex/emd) IIpoiixena BixcTanb BIPOIOBIK
6-XBHIIMHHOT X0a60H (M)
IInane6o bocenTan [Tnae6o Bocenran
(n=88) (n=80) (n=91) (n=86)
) — 4
he A~
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Buximuuit pisens (BL); 802 (365) 851 (535) 431 (92) 443 (83)
Cepe/IHE 3HAYCHHS
(cTapmapTHE BiIXMUICHHSA)
3MiHa MOpPiBHAHO 3 128 (465) -69 (475) -8(79) 11 (74)
BHXIIHUM PIBHEM;
CepeHE 3HAYCHHS
(cTanapTHE BiIXHICHHS)

EdexT Bix JiKyBaHHS -22.6% 19
95% J1 -34, -10 -4, 42
p-3HaYEHHS <0.0001 0,0758

JICO = nereneBuit CyTHHHHH Omip

JlixyBanns 6ocenTaHOM OyJ10 TOB’ 13aHE 31 3HUKCHHSIM PIBHS NOTIPIICHHS KIIHIYHOI KAPTHHH, IO
BH3HAYAETHCS SK MOETHAHHS IIPOTPECYBAHHS CHMIITOMIB, rochiTamizanii 3 IpHBOAY JETeHEBOl
aprepianbHOI rinepTeH3ii Ta JeTalbHUX BAMAKIB, HOPIBHIHO 3 11ane6o (Iponopuiine 3HUKEHHS
pusuxy Ha 77 %, 95 % JII 20-94 %, p = 0,0114). Edexr Bix mikyBaHHs OyB BH3HAUYEHHH
HOKpAIEeHH;IM TaKOTr0 KOMIIOHEHTa, SIK IPOrpecyBaHHs cuMiToMiB. Y rpymi 6ocerTany 6ys ofuH
BHIAJOK rocmitamizamnii, NOB’s3aHMil 13 mHoOripmeHHsAM mnepeliry JereHeBoi aprepiaibHOI
rimeprensii, y rpymi mwiane6o — TpH BHIAOKA TOCHiTamizamii. ¥ KoXHii i3 rpyn JiKyBaHHS
BIIPOMIOBXK 6 MiCALiB MOABIHHOrO Cimoro jpociipkerHs Oyio 3adikcoBaHO TINMBKH MO OJHOMY
JeTaTbHOMY BHIIQNKY, Yy 3B'S3Ky 3 YHM HE MOXHA 3pOOMTH JKOJHHX BHCHOBKIB OO
BHIKHBAHOCTI.

Bimaneni pesynsraru 6ymu copmoBani Bix ycix 173 marieHTis, ki 3acTOCOBYBaId 60CEHTaH Y
KOHTpOJIbOBaHi# dazsi i/abo sxum mnaredo Oyno 3amineHo Ha O0ceHTaH y BIAKPHTIiHM po3mupeHii
¢dazi mocmimpkenus EARLY. Cepenns Tpusanmicts jikyBanus OGOCeHTAHOM craHoBuia 3,6 =+
1,8 poky (mo 6,1 poky), npudomy 73 % nanieHTiB OTpEMYBaJIH JIKYBaHHSA HE MEHIIE 3 POKIB i
62 % - ve menme 4 pokiB. IlamieHTH MOTIM OTPUMYBATH JONATKOBE JIKYBAaHHS 3 IPHBOIY
JIEreHEeBO1 apTepialbHOI rinepTeHsii BIMOBIAHO 10 HEOOXIIHOCTI Y BIAKPUTIH po3muperii ¢asl
JIOCJIJKEHHSI.

VY 6imemocti nmanienTiB Oyna xiarHocToBaHa igionaTHyHa abo chajKoBa JIETeHEBa apTepialbHa
rineprensia (61 %). 3aranom 78 % nauientis Hanexxanmd o I dynkuionansHOro Kiacy 3a
knacupikaniero BOO3. Ipoananizosane 3a Kamnanom—Maiiepom BmkuBanust cranosuiio 90 % Ta
85 % 4epe3 3 Ta 4 poku mmiciA mOYaTKYy JIiKyBaHHSA BiamoBigHo. Ha nanux yacoBux Toukax y 88 %
Ta 79 % nanieHTIB He BiJ3HAYATOCH NOTIpIIEHHS nepebiry jnereHeBoi aprepiansHOI rimepren3ii
(Imo BM3HAYANOCH SIK JIETATBHHN HACHIAOK i3 yciX mpHuHH, moTpeba y TpaHCIUIAHTAIi] JereHsb,
nepeacepAHii cenrocromii a60 BHYTPIIHEOBEHHOMY YH AIIKIPHOMY BBEJIEHHI IPOCTAHOIIB).
IIpo BizHOCHI nepeBary MONEPeIHLOTO 3aCTOCYBaHHS IUIaneto y moBiiHo-ciinii ¢asi Ta iHmux
OpenaparTiB, 3aCTOCYBaHHA SKHX PO3MOYHHANIOCH Y BiAKPHTIH po3mmpeHii ¢asi JoCiimpKens,
HEBIZOMO.

Y npocnekTHBHOMY ©GaraTOLEHTPOBOMY pPaHIOMi30BaHOMY IOBIHHOMY CJiIOMy Iuiane6o-
KOHTpossoBanomy pociaiymkennl (AC-052-405 [5]) mamieHTH i3 JIereHEBOIO apTepialbHOIO
rineprensicio Il ¢ynkuionansHoro kimacy i cmaapomoM EifzenMenrepa, NOB’S3aHAM i3
BPODKEHOIO BAJIOI0 Ceplld, oTpuMyBanu OocenTaH y 1031 62,5 mr 2 pasu Ha 100y nporsrom 4
THOKHIB, HOTIM 1o 125 Mr 2 pasu Ha go0y mpotsrom HacTynaux 12 Tmkmis (n = 37, 3 akax y 31
nanienTa OyB IBOOIYHMH IMYHT i3 mepeBaXHUM CKHJIAHHSM KpOBi cmpaBa HamiBo). OCHOBHOIO
METOXO JOCHIDKEHHs OyB ZI0Ka3 Toro, 1o OoceHTaH He moripiiye rinokcemio. Yepes 16 Tuxuis
Cepe/iHsA HACHYEHICTh KMCHEM y rpymi 6ocentany 30imsmmiacs Ha 1,0 % (95% I -0,7 %-2,8 %)
NOPIiBHAHO 3 IPymoro Inaneto (n = 17 mamienTis), MO CBIIYHTH Mpo Te, MO OOCEHTaH HE
MOTipIITyBaB TinoKceMito. Y rpyni GOCEHTaHY BiJ3HAYANOCH 3HAYYINE 3HUIKEHHS CEpeTHBOTrO
JIET€HEBOT0 CYTHHHOTO ONOPY (IIpH IEOMY e)eKT IepeBaKHO CIIOCTEPIraBes Y IiArpyIli MalieHTiB




i3 1BOGIYHMM BHYTpimHLOCEpPIEBAM HIyHTOM). Yepe3 16 THXKHIB cepe/He Mmanebo-KopuroBane
361IBIIeH S TPoiieH0l BijcTani BIpooBK 6 XBUIHH cTanoBuio 53 merpu (p = 0,0079), mo
CBIMMTH TIPO MiJBHINEHHA 3[ATHOCTI MEPeHOCHTH (i3W4HI HaBaHTaKECHHA. 26 NAIl€HTIB
IIPOJIORYKYBAJIH OTPHMYBATH OOCEHTAH y paMKax 24-TrKHEeBOI BifKpuToi posmupenoi dasu (AC-
052-409) nocnimkxennas BREATHE-5 (cepemns TpuBamicts iikyBamus = 24,4 +2.0 TwkHi) ,
3a3BH4ail e()eKTHBHICTD MiTPHMYBaJIaCh.

Binxpure HekonTponsoBane gociipkenns (AC-052-362[4]) 6yno nposeneno y 16 mamienTis i3
JIAT 1II ¢ynaxmioHamsHOro Kiacy 3a kiacubikamieio BOO3, mos’sizanoro 13 BlI-indexiiero.
[NamienTn oTpuMyBanu 6oceHTad y 1031 62,5 mr 2 pasu Ha 700y IPOTATOM 4 THXHIB, a IIOTIM Y
1031 125 mr 2 pasu Ha 100y mporsiroM HacTymHHX 12 TmokHiB. Ilicns 16 THXKHIB JiKyBaHHS
CIIOCTEPIraiocs 3HAYHE MOJIMIICHHS (I3HIHOI IPANe3aTHOCT] MOPIBHAHO 13 BUXIJHUM PiBHEM:
cepe/He 301TbIIeH s MPOMIEHOT BiJIcTaHi BIPOAOBK 6 XBHIMH cTaHOBUIO 91,4 MeTpa 101aTKOBO
mo 332,6 Metpa, sKi B cepelHLOMY BiJ3Havanmcs Ha BHXigHOMY piBHI (p < 0,001). He moxna
3pobutH  KoAHMX O(QINIHHMX BHCHOBKIB I10J0 BIUIUBY OoOceHTaHy Ha e(QEeKTHBHICTH
AHTHPETPOBIPYCHUX IpenapatiB (UB. po3ain 4.4).

Hocmimkens, ki 6 cBigumm npo MO3UTHBHUI e(eKT JiKyBaHHSA OOCEHTAHOM HAa BHIKHBAHHS,
semae. OjiHaK, BiJUlaJIeHHil XUTTEBUI craTyc OyB 3apeecTpoBaHdii y BeiX 235 marieHTiB, sKi
3aCTOCOBYBIM 0OCEHTAaH B paMKax JBOX 0a30BHX ILIanebo-KOHTPOILOBAaHUX JocHKeHb (AC-
052-351 Ta AC-052-352) Ta/abo B paMKax IX JBOX HEKOHTPOJHOBAHHX BiJIKPUTHX PO3IMIMPEHUX
¢a3. Cepemus TpuBaicTh 3acTocyBaHHs Oocentany cranoBmia 1,9 £ 0,7 poky (MiHIMaibHA
tpuBaimicte: 0,1 poKy; MakcHMMalbHA TPHBAICTB: 3,3 pOKy), a CepemHs TPHBAIICTH
criocTepexeHHs 3a naniearamMu — 2,0 + 0,6 poky. BurbImicTs nanieHTiB Maly Jiarao3 - IepBHHHA
nerenesa rineprensis (72 %) Ta Il dynkmionaneumii kiac 3a xracudikanicio BOO3 (84 %). V
I 3aranbHil nomy il mpoanatizosane 3a Kamranom—Maitepom BrKHBaHHA cTaHOBHIO 93 %
ta 8 % yepe3 1 Ta 2 pokH mics MOYATKY JiKyBaHHS OOCEHTaHOM BioBiIHO. OlliHeHe BHKHBAHHA
Oy/10 HIKYMUM y OiArpyni maiieHTiB i3 BTOPHHHOIO JIETEHEBOIO apTepiaIbHOIO TiNEpTeH31C0 Ha
T/ cucTeMHOI ckiepoaepwmii. Ha oninky Moriia BIUIMHYTH iHIIiamis JIIKyBaHHS €OIPOCTEHOIOM
y 43 3 235 nami€eHTis.

JlocnimKeHHst IPOBECHI CEpe/T MITEH 13 IETCHEBOIO apTeplaIbHOIO TEePTEH3IEI0

BREATHE-3 (AC-052-356)

Bocentan OyB oriHeHHH y BiIKPHTOMY HEKOHTPOILOBAaHOMY MmOCiipkeHHI y 19 mnamieHTiB
JATSAY0r0 BIKY 13 JISTCHEBOIO apTepiayibHOIO Tineprensiero (Bikom Bix 3 mo 15 poxis). [lane
MOCIIIPKSHHS TOJOBHEM YHHOM OYJIO CIpOeKTOBaHe sK (papMakOKiHeTHYHE JMOCIHIDKCHHS (JHB.
po3ain 5.2). IlanienTH Maau NepBUHHY JiereHeBY rinepren3ito (10 mamieHTiB) abo JEreHEBY
apTepialbHY TiIepTeH3ito, ITOB’ 13aHyY i3 BpODKEHUMH BajaMi ceprist (9 namienTin), Ta v HUX OVB
BH3HauYeHHN Ha BuXigHOMY piBHi Il (n= 15 nanienTis, 79 %) abo III (n =4 nauientn, 21 %
dvukIionaTearH Kiac 3a knacHdikamiero BOO3. IlamienTtn Oynu mojineHi Ha TpH TPYIU 3a
MacoIo Tijla Ta OTpUMyBau 60oceHTan BpoaoBxk 12 TixuiB. [TooBHAA NaIieHTIB Y KOXKHIH rpymni
BJK€ OTPHMYBAIH JIKYyBaHHS EIOIPOCTCHOJIOM BHYTPIMIHBOBEHHO, 1 J103a EIONPOCTEHOILY
3adInanacs cTablIBHOIO BIIPOJIOBXK NEPIOAY JOCIIDKEHHS.

['emommnamigni mokasHuKH BEMiproBay y 17 mamientiB. Cepepne 30UIbIICHHA CEpIEBOrO
IHIeKCY TMOPIBHAHO 3 BHXiHUM piBHEM ctaHoBuo 0,5 1/XB/M%, cepelHe 3HIKEHHS CEPETHBOIO
JIEreHeBOro apTepiambHOrO THCKY — 8 MM PT. CT., @ Cepe/IHE 3HUYKEHHS JIETEHEBOr0 CYIUHHOTO
oriopy — 389 mum.cex-cm ™. Taki MOKpalIeHHS T'eMOJMHAMIYHHX IOKAa3HHKIB IOPIBHAHO 3
BHXI/THAM piBHeM OyJH ITOJIOHMMH MK MallieHTaMH, He3aJeXHO BiJl TOro, YA 3aCTOCOBYBAJIH
BOHH OJIHOYACHO EIIOIPOCTEHOJI. 3MiHH B pe3yJbTaTax TecTiB i3 (i3HYHUM HaBaHTa)KeHHsAM Ha 12
THXKHI TOPIBHSHO 3 BHXIJTHHM piBHeM OyJIM BHCOKO BapiaGelbHHMH, i JKOAHA i3 3MiH He Oyia
3HAYYIOIO.




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

FUTURE 1 siBsino co600 BiKpHTe KOHTPOJILOBAHE IOCIIKEHH:, Y paMKax AKOro OOCeHTaH
3aCTOCOBYBAIH y (OPMi IUCIIEProBaHiX TabIETOK y MiATPUMYIOUiif 1031 4 MI/KT [1Ba pa3u Ha o0y
B 36 nanienTiB Bikom 2—11 pokis. JlaHe AOCITiKEHHS TOJIOBHUM YHHOM OyIIO CHIPOEKTOBAHE SIK
(apmakokireTrune pocmipkenHs (muB. posxin 5.2). Ha BuxigHomy piBHI y mauientiB Oyia
inionatuuna (31 mamient, 86 %) abo cimeiina (5 mamientiB, 14 %) sereHesa apTepiaibHa
rineprensis Ta 6ys BusHadenuit I (n= 23 maumientn, 64 %) abo III (n= 13 mamienris, 36 %)
dyHKIioHaTEHHIT Kitac 3a knacudikamieo BOO3. V nocnimxenni FUTURE 1 meniana TpuBanocti
JOCHi/DKyBaHOTO JiKyBaHHS cTaHoBwia 13,1 Twkus (giamason: 8,4-21,1). 33 3 mux manienTiB
oTpEMyBanH GesnepepBHe JiKyBaHHsI 60oceHTanoM y ¢opmi moapiOHioBaHHX TabneTok y 103i 4
MI/KT JIBa pa3y Ha o0y B paMKax HEeKOHTpPOJIboBaHOI po3umperol dasu nocmipkerns FUTURE
2 3 MeIiaHoIO 3aralbHOT TPUBAJIOCTI JIiKyBaHHs 2,3 poky (aianason: 0,2-5,0 pokis). Ha BuxifHOMy
pisui nocmipkerns FUTURE 1 enonpocreron npuiiMany 9 mauienTis. Bopomossk nociiuKkeHHs
y 9 nmanienTis Gysa po3moyaTa HOBa crenudidHa MeJMKaMEeHTO3Ha Tepallis 3 IPUBO/LY JETCHEBO1
aprepianpHoi rineprensii. [Tpoananizosanuii 3a Karranom—Maitepom nepioz nepediry jereHeBol
apTepianbHOI TinepTensii 6e3 moripiieHHs KIHIYHOT KapTHHY (JIeTANBHMI HACIIIOK, MoTpeda B
TpaHCIUIAHTAL] JIereHs a60 rocmiTaNi3alis 3 IPHBOY MOTIpIICHHS KIIIHIYHOT KApTHHH JIETCHEBOT
apTepianbHOT Timeprensii) Bpogosxk 2 pokis Oys BimsHauenmii y 78,9 %. [IpoananizoBane 3a
Kanyanom—MaiiepoM 3aranbHe BIDKHBaHHS BIPOIOBXK 2 pokiB Gyno Bimmauene y 91.2 %
Malli€HTIB.

FUTURE 3 (AC-052-373)

Y oMy BiKPHTOMY PaHIOMI30BAHOMY JOCIIDKEHHI i3 3acTocyBaHHSM GoceHTaHy y (opmi
AMCTIeproBannx Tabnerok mo 32 Mr 64 guTHHA 3i CTaGLIBHOIO JISTGHEBOK APTEPIANBHOIO
rineprensiero BikoM Bix 3 micsauis 1o 11 pokis Oy paaoMizoBaHi Ui JIKYBaHHS OOCEHTaHOM
BIIPOJOBK 24 TEDKHIB y /1031 2 MI/KT JiBa pasu Ha 00y (n = 33) abo B 71031 2 MI/KT TpH pasH Ha
o6y (n=31). 43 (67,2 %) nuraau 6y Bikom Bix 2 m0 11 pokis, 15 (23,4 %) aireit —Bix 1 mo 2
pokiB i 6 (9,4 %) miteii — Bix 3 micsaniB 1o 1 poxy. JlaHe JOCHiKCHHS TOJIOBHAM YHHOM 0yIio
CIIPOEKTOBaHE AK (apMakoKiHeTHuHe aociimkents (uB. Posmin 5.2), 1 KiHIEBI TOYKH OO
edexTHBHOCTI OyJIM TiTHKM MOIIyKOBMMH. 3a eTiosoriero, Biamoiamo o kmacudixamii [ana
[ToinT, nereHeBa apTepianbHa rineprensis Oyna imiomarmdHoo (46 %), cmamkosow (3 %),
acomifoBAaHOIO 3 KOPEKIiHHMM XipypridauM BTpydYaHHSM Ha cepri (38 %) Ta acomiioBanoio i3
BPODKEHOIO BaZIOI0 CEpLsl 3 HASBHICTIO CHCTEMHO-JIET€HEBHX IMYHTIB, BKIIOYAIOYH CHHIPOM
Eiizenmenrepa (13 %). Ha nodarky JikyBaHHS Yy paMKax MOCHIDKCHHS y INalli€HTIB Oys
pusnauennii I (n = 19 nanienTis, 29 %), II (n = 27 nanienTis, 42 %) ado III (n = 18 mamienTis, 28
%) dynakmionansHuil Kiac 3a kinacudikamiero BOO3. Ha MOMEHT BKITIOUEHHS Yy JOCIIDKEHHS
MaNi€HTH OTPHMYBAJIHM MEJHKAMEHTO3HY TEpaIliio 3 MPHBO/LY JIET€HEBOI apTepiabHOI riIepTeH3il
(maitgacrime — inriditop $pocdoaiecrepasu-5 (cunaenadin) sk monotepamnito (35,9 %), 6ocentan
sik MoHOTeparito (10,9 %) Ta kombinanio 6ocentany, inonpocty Ta cuenadiny (10,9 %)), axy
BOHH IIPOJIOBKYBATH OTPUMYBATH BIIPOIOBIK JIOCIIKEHH.

Ha nodyarky JOCHiDKEHHS MEHIIE OJOBHHHA BKJIIOYEHHX Yy JOCTI/DKeHHA manienTis (45,3 % =
29/64) oTpuMyBanH TiLTEKH GOCEHTaH K MOHOTepario (6e3 koMOiHAIil 3 iHITHMH TIpenapaTaMHu)
JUIsL TiKyBaHHA JlereHeBoi aprepiansHoi rimeprensil. 40,6 % (26/64) nauieHTiB 3aCTOCOBYBAIH
nmie GOCEHTaH y BHIVISII MOHOTEparmii mpoTsroM 24 THOKHIB JOCTI/UKCHHSA, HE BII9yBarO4uH
noripmenss JIAI', AHani3 3arabHOT DOMyJIsIii BKIIOYEHHX NalieHTiB (64 nariesTH) MoKasas, o
y OlneimocTi mamieHTIB CTaH 3adMINABCs NpHHAHMHI crablibHEM (TOOTO HE BI3HAYANOCH
HOTipIIEHHs CTaHy) Ha MIiJCTaBl OIHKH HenexiarpuaHOro cremudiyHoro (GyHKIIOHAIBHOTO
knacy 3a kiacudikauiero BOO3 (97 % y rpyii, sika oTpuMyBaia npernapart 2 pasu Ha 100y, 100 %
y TPy, AKa OTpUMYyBalla IIpernapar 3 pasu Ha J100y) Ta 3arajpHOl KIHIYHOT JIIKapChKOl OIIHKH
(94 % y rpyni, sKa OTpEMYyBaJia Ipemapar jaBa pazu Ha 100y, 93 % y rpymi, AKa OTpUMyBaa




npenapar 3 pasu Ha J100Y), siki Oyiu npoBeJeH] BIpoJIOBXK repioy jgikyBanHs. [IpoananizoBanui
sa Karmlanom—Maiiepom mepiof mepebiry JereHeBoi apTepiaibHOI rineprensii 0e3 moripmeHHs
KT HIYHOT KapTHHY (JIETaMBHHI HACIiI0K, noTpeda B TpaHCIUIAHTAMIl JiereHs abo rocIiTamizaris
3 NIPUBOJY NOTIpIIEHHS KIiHIYHOI KapTHHH JIereHeBoi apTepiaJbHOI rinepTeHsii) BIPogoBk 24
THKHIB OyB BijzHaueHni y 96,9 % ta 96,7 % y rpymi, Aka OTpAMyBaJa Ipernapar 2 pasu Ha 100y,
Ta y TPYIIi, sIKa OTPAMYBaJIa IIpenapar 3 pasu Ha 100y BiJ[IOBIIHO.

Jloka3oBUX JaHHX 070 Oyab-AK0i KIiHIYHOI IepeBard o3yBaHHS 2 MI/Kr 3 pasd Ha 100y
IOPIBHAHO 3 JO3YBaHHAM 2 MI/KT 2 pa3u Ha J00y BHSBJIEHO He OyIIo.

JlocnimKkeHns, MpoBeeHe cepe]i HOBOHAPODKEHHX 3 MEPCHCTYIOUOIO JIENeHEBOKO apTepialbHOKO
riIepTeH31€10 HOBOHAPOKEHUX

FUTURE 4 (AC-052-391)

Ile 6yno mnoasiiime crmime, mIane60-KOHTPOJIBOBAHE, paHIOMI30BaHE JIOCHI/DKEHHA Y
HEJOHOIIEHNX ab0 JOHOIIECHAX HOBOHApOKeHHX (recramidfumii Bik 36-42 Teokai) 13 [IJIIH.
[TamienTH, y SKMX BiJ3Ha4anach CyOONTHMaTbHA BiNOBIAbL HA IHrALIIIHHHA OKCHI a3oTy,
He3BaXkarouy Ha GesnepepBHE JIiKyBaHHs IPUHANMHI BIPOIOBK 4 IOJIMH, OTPUMYBAJIH JIIKYyBaHHA
6ocenranoM y (opmi mucrepropannx TabneTok y mo3i 2 Mr/kr asa pasu Ha 100y (n = 13) abo
wiane6o (n = 8) uepe3 HA30raCTpalbHUI 30H/ K JOJATKOBY TEpaIiio 10 IHTaIAIiHHOTO OKCHIY
a30Ty JO0 IIOBHOTO BiJUTydeHHsS Bif iHransuiiiHoro oxcujay asory abo 10 KOHcTaTamii
Hee(eKTHBHOCTI JTiKyBaHHs (10 BA3HAYAIOCH K MOTpeda B eKCTPAKopHopaibHiii MeMOpaHHiH
okcurenanii [ECMO] abGo B imimiamii 3acTOCyBaHHA aIbTEPHATHBHOIO JIETEHEBOIO
BA30/{MJIATaTOpPa) Ta MAKCHMAILHO BIPOIOBXK 14 IHIB.

Meniana TpuBaOCTi JIKyBaHHS y paMKax JOCIipKeHHs ctanoBuia 4,5 (nianmazon: 0,5-10,0) naa
y rpymi 6ocenrany Ta 4,0 (rianazon: 2,5-6,5) mHi — y rpymi mnaredo.

OTpuMaHi pe3yJIbTaTH He BKa3yiOTh Ha JI0J]aTKOBY TiepeBary GOCeHTaHy B IIiif IpyIIi maIjieHTiB:

*  Meziana yacy 0 MOBHOTO BiUTyYSHHS BiJl IHTAJIAIIHHONO OKCHIY a30Ty cTaHOBHIA 3,7 IHA
(95 % I 1,17; 6,95) y rpyni 6ocenrany Ta 2,9 nus (95 % I 1,26; 4,23) y rpyni mianebo (p =
0,34).

*  Mepniana yacy 10 DOBHOTO BiUTyYCHHS BIX IITYYHOI BEHTHIIALIL tereHiB ctanosuia 10,8 qua
(95 % AI 3,21; 12,21) y manienTiB, ki orpamyBam Oocenrad i 8,6 mua (95% JII 3,71; 9,66 ) y
MalieHTiB, ki oTpuMyBaid mwianebo (p = 0,24).

* B oxsoro namienTa i3 rpynu 60ceHTaHy Bij3Ha4eHO Hee(eKTHBHICTS JIiKyBaHH (moTpeba B
€KCTPaKOpIOpalbHid MeMOpaHHIM OKCHIeHaIlil, BiMOBIIHO 10 BH3HAYEHHS B IIPOTOKOII), IO
Oyna KoHCTaTOBAaHA HA Ii/CTaBi 30UIBIIEHHS 3HAYEHDb iHIEKCY OKCHIeHAIlil BIPOJOBXK 8 TOUH
MCas Tepmoi J03W JOCHiKyBaHoOTro mperapary. CTaH MHBOr0 MAI[iEHTa HOPMAJIi3yBaBCs
BITPO/I0BK 60-1eHHOT0 NMEPioy KOHTPOIBHOIO CIIOCTEPEKECHHS.

KombGinaris 3 enonpocTeHoIoM

3acTocyBaHHsA KoMOIHalil 60ceHTaHy 1 eTONPOCTEHOIIY BUBYAIA Y BOX JociipkeHaax: AC-052-
355 (BREATHE-2) ta AC-052-356 (BREATHE-3). ocmimkeras AC-052-355 6yio
OaraToeHTPOBUM, PaHOMi30BaHUM, IOJBIHHUM CIIITHM, Y MapajeNbHUX IPYyIax MOCTIKEHHIM
OoceHTaHy MOPIBHAHO 3 ITaebo y nanieHTis 3 THKKO0 JIAL, sAKki OTpuMyBaIi CymyTHEO TEPAIILIO
CIIOIPOCTEHOIIOM.

Hocnimxenna AC-052-356 Oyno Bimkputum 6e3 KOHTpomO Iutanebo, HEKOHTPOILOBAHAM
pociipKeHHsaM; y sikomy 10 i3 19 mamieHTiB guTa90ro0 BiKy OTpUMYBAIM KOMOIHOBAHY TEpAIIIO
OoceHTaHoM 1 emompocreHosioM mpotsiroM 12-tmxkuiB. [Ipodine Gesmexu komGiHamii He
BIJIPI3HABCA BiJ| TOTO, SIKHH O4IKYBaBCS BiJ{ KOXKHOIO KOMIIOHEHTA OKPEMO, i JlaHa KoMOiHOBaHa
Tepania n00pe mepeHocHIach MITHbMHA Ta Jopociumu. Kitiniyna mepesara manoi komGinarmii e
OyJa mokasasa..




CucreMHMH CKIIEPO3 13 BAPA3KOBHM YPAXKEHHAM IaJIBI[B

Byno npoBezieHo J1Ba paHIOMi30BaHi, MOBiHHI ciimi, 6araToneHTposi, MmIane60-KOHTPOILOBaH]
nocmipkeHns 3a ydactio 122 (mocmimkernss AC-052-401 [RAPIDS-1]) 1 190 (nocmimkeHH:
AC-052-331 [RAPIDS-2]) nmopociux Hami€HTIB i3 CHCTEMHHM CKIEpPO30M Ta BHPa3KOBHM
ypaskeHHSIM NAIBLIB (260 3 aKTHBHUM BHPA3KOBHM YPaJKEHHSIM MAJIbIIIB, a00 3 BEpa3KaMH NalbIliB
B aHAMHe31 IPOTATOM MEAHYJIOr0 poky). Y mocnimkenni AC-052-331 y mauientiB Oyi10 npuHaHMHI
110 OJIHIM BHpA3Ii MANBIB, SKi BAHHKJIH HEIOAABHO, i B 000X IUX JOCIIDKeHHAX pa3soM y 85 %
nanienTis 0yJi0 aKTUBHE BUPA3KOBE YPaKeHHS MAIbIIIB Ha 0YaTKy xociiprenHs. [Ticns 4 TrkHIB
3acToCyBaHHs GoceHTany y 1031 62,5 mr jBidi Ha 06y B 000X IHX JOCIIDKEHHAX OLiHIOBAIACS
nigTpaMyBaisHa go3a 125 mr asigi Ha 1o6y. TpusamicTs moaBiiHOI ciinol Tepamnii craHoBmIa 16
THXHIB y pocnijpkerni AC-052-401 i 24 ki —y gocnipkenni AC-052- 331.

baszoBa Tepamia cuCTEMHOro CKIEpO3y Ta BHPa3oK MajblliB Oyla M03BOJNEHA y TOMY BHIIAJIKY,
SIKIIO IIi IpeTapaTd NpUiMai y cTablIbHUX J103aX IPOTATOM IpHUHAWMHI 1 Micslls 10 HOYaTKy
JKYBaHHS Ta HPOTITOM YCHOTO TEpPioIy ITOJIBIHHOrO CIIIIOTO JIIKYBaHHS.

[TepBHHHOIO KiHIIEBOIO TOYKOIO B 060X JMOCITiKeHHAX OyIIa KiTbKiCTh HOBHX BHPA30K HMAJIbIIB Bij
MOYATKY 0 3aKiHYeHHA HociiKeHn. JIikyBauHs OoceHTaHOM 00yMOBIIIOBAJIO MEHIIY KUTBKICTD
HOBHX BHPAa30K MAIBIIB IPOTATOM IIEPIOAY TiKyBaHHS MOPIBHSAHO 3 ranebo. Y gocmiprkenHi AC-
052-401 nporsroMm 16 TWKHIB HOABIHHOIO CIIMOro JTiKyBaHHS B MAIEHTIB y TPYIi NPHAOMY
foceHTany BHHHKIO B CepefHBOMY o 1,4 HOBHX BHPa30K NJBIHB IOPIBHAHO 3 2,7 HOBHX
BHpPa30K nansUiB y rpymi mianedo (p = 0,0042). V nocnipkerni AC-052-331 npotsrom 24 THXHIB
[OJIBIHHOTO CHINOro NiKyBaHHS BinoBigHI mudpu cranosmwmm 1,9 i 2,7 HOBHX BHPA30K MAJbIIIB
(p=0,0351). B 0obox mocmi/pKeHHAX Mali€HTH, SKi OTpUMYBaiu DOCEHTaH, Malid MEHIIHNA PH3HK
PO3BATKY MHOKHHHHX HOBHX BHPA30K MAJIBIIB POTATOM JOCIIHKEHHS, 1 Y HUX OyB TPHBATIIIHI
Nepioj] 10 BHHHUKHEHHS KOXHOI HACTYIHOI HOBOI BHpaskKW MAabIliB, HIK y MAIli€HTIB, fKi
orpumyBaym 1anedo. Edexr GoceHTany mono 3MEHINEHHS KiUNBKOCTI HOBHX BHPa30K ITAJbIiB
OyB OlpImIN y DAIIE€HTIB 13 MHOXKHHHAMH BHPA3KaMH MAJIBLIIB,

B xoxmoMy i3 JOCTiKeHb He CIIOCTEpIralocs BIUIMBY OOCEHTAHY HA TPHBAIICTH 34rOEHHS
BHPA30K IAJIBIIIB.

5.2 ®@apmakokineTnka

@apmaxokineTuka OOCEHTaHy B OCHOBHOMY [OCHI/DKYBajacsi y 3J0POBHX IOOPOBOJIBIIB.
Ob6mexeni Jani, OTpHMaHi y Malli€HTiB, CBiYaTh, IO EKCIO3WIis GOCEHTaHY B JOPOCIHX
NAI[€HTIB 13 JIEFCHEBOIO apTEPIabHOIO Timeprensiclo nmpubimsnHo y 2 pasu Oiulbma, HiK y
3JIOPOBHX JOPOCIHX AOOPOBOJIBILIB.

Y 310poBuX K00pOBONIBLIB hapMaKOKiHETHKA GOCEHTaHy 3aIeKUTh Bif A03H 1 wacy. Kiipenc i
006’€M po3moIiTy 3HWKYIOTECS 31 301IbIICHHAM BHYTPIIIHBOBEHHOT 1031 i 31 3G1IBIICHHSIM dacy.
Ilicns mepopansHOro 3acToCyBaHHS Ipenapary B go03aX g0 500 Mr cHcTeMHA eKCIO3HIliS €
IPONOPIIHHO N0 Ao3yBaHHA. [IpH mepopaibHOMY 3acTOCYBaHHI BMINUX 03 Hpenapary
MOKa3HHKH MAaKCHMAJIbHOT KOHIEHTpaNii B u1a3Mi KpoBi (Cmax) Ta AUC 36UIbIIyIOTHCS MEHIT HiX
MPOMOPLIAHO JI0 O3YBaHHS.

BemokTyBanns




¥V 3n0poBux n06poBobLiB abcomoTHa 6iogocTynHicTs 60CeHTany CTAaHOBHTS MpHOIH3HO S0 % i
HE 3aJIeKATH BiJ| BXKHBaHHA DKi. MakcumanpHi KOHIEHTpalii B IJIa3Mi KPOBI JOCATAIOTECS
OpOTAroM 3-5 roJIHH.

Pozmoisn

38’si3yBaHHs OOceHTaHy i3 OijlKkamMM IUIa3MH KPOBI, TOJIOBHHM YHHOM 3 AIbOYMiHOM, CTAHOBHTE
98 %. BoceHTaH He IPOHUKAE B EPUTPOLIUTH.

O6’em posmominy (Vss) Ha piBHi npubnu3Ho 18 11 6yB BU3HAYEHHI MiC/s BHYTPINIHEOBEHHOTO
BBEJICHHS Ipenapaty B 1031 250 Mmr.

MeTaboii3M i BUBEJICHHS

ITicns osHOpPa30BOro BHYTPIIMHBOBEHHOTO BBEACHHS /1031 250 Mr KiipeHc cTaHOBHB 8,2 J/TOZ.
Ilepion HaniBBHBeNeHH (t12) — 5,4 TONUHY.

Ilpu GararopazoBoMy 3acToCyBaHHI KOHIEHTpalis OOCeHTaHy B IUIasMi KpOBi 3HHKYETBCH
nocTynoBo 10 50-65 % nHopiBHSAHO 3 Ti€l0, IMO CIIOCTEPIraeThCs TICHS OJHOKPAa30BOIO
3actocyBanHd. Take 3HMDKEHHS KOHIEHTpAIil MOXIMBO 3YMOBJIEHE  ABTOIHJYKIIIE€IO
MeTabomi3younx nevinkopux hepmenTiB. PiBHOBaXHMIT CTaH AocAracTses depes 3—5 HiB.
Bocenran BHBOIMTECA 3 %O0BUIO micist MeTabosi3My B nedinmi 3a ydactio izodepmentis CYP2C9
1a CYP3A4 muroxpomy P450. Menm Hix 3 % IpHIHATO! IIepOPAIBHOT 1103H BHABIISETECS Y CEi.
Buacnigok Merabonismy GoceHTaHy yTBODIOIOTBCS TPH MeTabOJITH, TUIBKH OJHMH 3 SKHX €
(apmakonorigao axtuBHEM. Ilelf MeTaboNiT TOJOBHAM YMHOM BHBOIHTHCS Y HE3MIHEHOMY
BALJSAAL i3 KOBWIO. Y JOPOCTHX MNAI€HTIB €KCIO3MIis AKTHBHOTO MeTaboJiTy € BHIIOI0
TNOPIBHSHO 31 3/0POBHMH JIOPOCTHMU HOOGPOBOIBIAME. Y NANi€HTIB 3 HAABHICTIO XOJECTa3y
€KCIIO3HIIis aKTUBHOTO MeTaboImiTy MoXe 301IbImyBaTacs.

Bocentan € ingykropom CYP2C9 i CYP3A4 i, moxmmBo, Takox CYP2C19 ta P-rikomnporeiny.

Pesynbrarn nocnimxens B yMoBax in vitro cBifgarh, mo 6oceHTaHy He HpUTaMaHHHI iHriOyI0unii
edexr Ha mociipkysani i3odpepmentu CYP (CYP1A2, 2A6, 2B6, 2C8, 2C9, 2D6, 2E1, 3A4). VY
3B’A3KY 3 IIUM BBaXAETHCS, IO OOCEHTAH HE MPH3BOIUTH /0 30LTbIICHHES KOHIIEHTpAIlil B IUIa3mi
KPOBI JIIKApCHKHX 3ac00iB, sKi MeTabOII3yIOTHCS 3@ YYaCTIO IUX i30(epMEHTIB

DapMaKkoKiHETHYHi JIaHi B OCOOIHMBHX KATETOPisAX MAIli€HTIB

Ha mincrasi oTpumanmx niamasoHiB 3HAYeHB JUIsl KOKHOTO IApAMETPy Hepenﬁaqae'rbcg o
(apmaxokiHeTHYH] TOKa3HUKH GOCEHTAHY B JIOPOCIHX 3HAYYIIO HE 3alekaTh BIJ| CTaTi, MacH TiJa,
pacoBoi mprHaexkHocTi abo BiKy. PapmakokiHeTHYHI faHi y [iTeil BikoM [0 2 POKiB BiACYTH.

Jlitu

dapMakoKiHETHKa BHBYANACS Y MAUi€HTIB OUTSYIOrO BiKy y 4 KIHIYHHX JOCIIIDKEHHIX
(BREATH-3, FUTURE 1, FUTURE-3 ta FUTURE-4 mus. po3zin 5.1). BpaxoByioun HasBHICTE
JIIE OOMEXEHUX JaHUX Y JliTel BikOM 10 2 pOKiB, (papMaKOKiHETHKA 3aJIMIIAETECS HEOCTATHEO
I00pe 0XapaKTepu30BaHOIO Y Iiil BIKOBil KaTeropii.

Y nocmimpkerni AC-052-356 [BREATH-3] ominroBamm @apmaxoxme'mxy OZIHOPa3OBHX Ta
BararopasoBux HEpOPATBHAX JI03 Ipenapary Bocenran y Bursii TabieTok, BKpETHX ILTIBKOBOIO
obosorkor0 y 19 mitet Bikom Bix 3 10 15 pokis i3 merenesoro aprepianbHorO rimeprensieio (JIAL),
AKHM OyJIO IPH3HAYEHO 03y 3 PO3PAXyHKY MAcH Tina 2 MI/Kr 2 pasu Ha n06y. Y LBOMY
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NOCTI/KEHHI BIUIHB GOCEHTaHy 3MEHIIYBaBCS 3 YacOM BiIMOBIJHO JIO BiJIOMHX BIIaCTHBOCTEH
ayroinmykmii 6ocentany. Cepeane snayenns AUC (CV%) Gocentany y JiTeH, sKi OTPHMYBAIH
npemnapar y jgosax 31.25, 62.5 a6o 125 mr 2 pasu Ha 100y, CTAHOBHIIO 3,496 (49) ar-rom/mi,
5,428 (79) mr-rowmn i 6,124 (27) mrrom/mi BiamoimHO, i Oymo H¥DKYE, HDK 3HAYCHHA
8,149 (47) mr-rommi, mo cmocrepiraiocs y jopocnux namientiB 3 JIAI' mpu no3yBaHHI
npemapary 125 Mr 2 pasu Ha jo0y. Y pIBHOB&)XHOMY CTaHi CHCTEMHA EKCIO3MLIA Y
MAMi€HTIB JATSYOrO BiKy 3 Macoro Tina 10-20 kr, 20-40 xr i > 40 kr cranosus 43 %, 67 %175 %
BiIIIOBi/THO TIOPiBHSHO 3i CHCTEMHOIO EKCIIO3HIIEI0 Y JOPOCIIHX.

V nocnimkenni AC-052-365 [FUTURE1] 6pama yaacts 36 aireit i3 JIAT Bikom Bix 2 g0 11 pokis.

Jlo30mponopIiiHOCTI Bi3Ha4eHo He OyIo, OCKIIBKM PIiBHOB&XKHI KOHIEHTpalii OoceHTaHy B
ma3Mi kpoBi Ta 3HaueHns AUC Oyiiu 1o/ji0HAMH IIPH IIEPOPAIBHOMY 3aCTOCYBaHHI IIpEnapaTy B
nosysanHsx 2 mr/kr ta 4 mr/kr (AUCy: 3577 ar-rog/mi ta 3371 HrroJy/mil JUist 103yBaHs 2 Mr/Mr
j1Ba pasu Ha 100y Ta 4 MI/Kr JBa pa3u Ha 100y BIIIIOBIIHO).

CepeaHs eKCHO3MINA OOCEHTaHy B WX MALi€HTIB JUTAIOro BiKY HOpiBHIOBANA MPHOJIM3HO
IIOJIOBHHI eKCITO3HILT Y IOPOCIHX NAIiCHTIB IPH 3aCTOCYBAHHI [penapary B IiATpUMyIoUii 1031
125 Mr 1Ba pasu Ha 100y, IPOTE MO0 EKCIO3KIIH Y JOPOCIHX Bi/[3HAYANACH 3HAYHA MOIIOHICTE.

3a pesynsratamu gociuipkenns AC-052-373 [FUTURE 3], B pamMkax sKOro 3acTOCOBYBaBCA
npenapar y Gopmi JUCHEProBaHHX TabIeTOK, eKCIO3HIis 6oceHTaHy B TAI€HTIB, SKi
3aCTOCOBYBAIH TIpenapar y 7031 2 mMr/kr 2 pasu Ha a00y, Oyna momiGHOO 0 eKCIO3HIL, 1o
BigzHavanacs B Jjocmimpkenni FUTURE 1. Y 3aramenilt momymsmii (n=31) 3acTocyBaHHA
npemnapaTy B 1031 2 MI/KTr 2 pa3u Ha 100y IMPH3BOAMIO N0 NOGOBOI ekcrosumii Ha pisHi 8535
ar-rom/mir; AUC— 4268 mr-rog/mn (CV-61 %). ¥V nauiesTis BikoM Big 3 micsanis mgo 2 pokis
no60Ba excriosumig cragosuia 7879 ur-rop/mr; AUC— 3939 ar-roga/min (CV-72 %). ¥V namieHTis
BikOM Bij 3 Micauis 70 1 poky (n = 2) mokasauk AUC; cranoeus 5914 mr-rox/ma (CV-85 %), a
B mamienTis BikoM Bif 1 10 2 pokis (n = 7) noxasauk AUC, crarnoBus 3507 ur-roy/mi (CV-70 %).
V mamienTiB BixoM Biz 2 pokiB (n = 22) no6osa excrosuiis cranomia 8820 ur-roa/min; AUC—
4410 mr-rom/™min (CV-58 %). 3acrocyBanHs OoceHTaHy B J103i 2 MI/Kr 3 pa3u Ha 00y He
36UIBIIYBasIO €KCIIO3HUILiIO, 060Ba eKo3utis cranoruia 7275 ur-rog/ma (CV-83 %, n=27).

Ha mizcrasi pesynsraris nociimpkess BREATHE-3, FUTURE-1 Ta FUTURE-3 MoxHa 3po6uTH
TPUITYIIEHH, M0 EKCIO3UIis OOCeHTaHy B AiTell JOcATae IUIATO TPH HIDKYHX J03aX, HDK y
JIOPOCIINX, @ 3aCTOCYBaHHs penapary B J03aX, BUIIMX HiXK 2 MI/KT Ba pasH Ha 100y (4 mr/kr 2
pasu Ha Jio0y a6o 2 Mr/kr 3 pasu Ha 100Y), He IPA3BOIUTE 710 OLMBINOI excro3uiii 6oceHTany B
TAI[IEHTIB IUTSYOTO BIKY.

V pocnimxenni AC-052-391 [FUTURE 4], npoBefeHOMY Y HOBOHAPOIDKEHUX, KOHLICHTpALLA
Gocenrtany 30ibIIyBaiacs MOBUIBHO i O€3MepepBHO MPOTATOM MEPIIOro iHTEPBAILy J03YBAHHI,
0 npu3BoamIo Ko Hu3pKOL excrosuiii (AUC.12 B mbHi# kpoBi: 164 vrrog/mi, n = 11). ¥V
piBHoBaknoMmy crani AUC; cknama 6,165 wrrom/mn (CV: 133 %, n=7), mo aHaJIOTi4HO
€KCITO3HIIi1, 10 CIIOCTEPIiraeThes y qopocaux naunienTis 3 JIAT, sxi orpumyBanu 125 Mr 2 pasu Ha
J100y, BpaxoByrOuH KoeilieHT po3noaiLy B KpoBi/mia3mi Ha piBHi 0,6.

Hacniyku 1annx pe3yIbTarTiB 010 TOKCHYHOTO BIUTABY Ha Me4iHKy Heigomi. CTaThk Ta CYIyTHE
BHYTPIIIHBOBEHHE 3aCTOCYBAHHS ENONPOCTEHONY HE MAaloTh 3HAYyIoro BIUIMBY Ha
bapmakokineTHKy OOceHTaHy.

[Topymensst pyHkiii neyinku

V panienTis i3 nopymenHsMu QyHKUIT nedinku Jerkoro crymens (kmac A 3a kiacudikariero
Yaiinna-IT1"10) He cniocrepiranocs 3Hadymux 3Mid (papmakoxineTnky. IIpa piBHOBaXKHOMY CTaHi
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spavenns AUC Gocentany 6yno Ha 9 % Bumte, a 3HaveHHss AUC axrusHoro meraboinity Ro 48-
5033 — na 33 % BUINE y NALi€HTIB i3 MOpyIICHHIMH (DYHKIIT IEUiHKH JIETKOr0 CTYIEHS [OPIBHIHO
31 3/I0pOBHMH J100POBOJIBISIMH.

Brumue nopymieHHEs (GyHKII Hedinka momipHoro crynens (xrac B 3a xmacudikaniero Yaitnia -
[1’10) Ha papmakokineTuky GocenTany i ioro mepsuHHOro Metabonity Ro 48-5033 BuB4aBcs B
JOCTiKeHHi 3a ydacTio 5 mamientis i3 JIAI, 1OB’S3aHOI0 3 IOPTAIBHOIO TiNEpTEH3iElO i
IeuiHKOBOIO HexocTarHicTIO (Ki1ac B 3a knacudikaniero Yaitia - I1°10) i 3 mamienTis 3 imimmux
TIPHYMH i HOPMATEHOIO (QYHKIIEIO NEeYiHKA. Y TAI[ieHTiB i3 mOpymeHHaMH QyHKIIIT ICIIHKH KI1acy
B 3a xnacudixamiero Yaiinga-II'1o, cepenne 3HaueHHS (95 % HII) AUC Gocenrany npu
piBHOBaXcHOMY cTaHi cranoBHIO 360 (212-613) Hr-rom/mua, TodTo Oyino B 4,7 pasu BHIEM, a
cepenne 3Havends (95 % JII) AUC axrmBHoro MeraGomry Ro 48-5033 cramosmwio 106
(58,4-192) ur-roa/mi, To6T0 6y10 B 12,4 pasis BuIne, HIX Y NAIEHTIB 3 HOPMATBHOIO QYHKIIE0
nevinku (6ocenTan: cepene 3uadeHns [95% 1) AUC: 76,1 [9,07-638] ar-row/mir; Ro 48-5033:
cepenue 3uavenns [95 % ] AUC- 8,57 [1,28-57,2] ar-rop/mm). Xoda KijlbKiCTh MAi€HTIB,
BKJTIOYEHHX Y JOCITiKeHHs, Oya oOMeXeHa 1 crocTepiraiacs BACOKA BapiadeIbHICTh, i JjaHi
CBiZUATH Mpo BHpaXkeHe 30LIBINEHHs €KCIIO3UIIiT OOCEeHTaHy Ta HOro rojoBHoro meradomity Ro
48-5033 y nauientiB i3 mopymeHHsMH (QYHKIII HediHKH momipHoro crymens (kmac B 3a
knacudikamiero Yaitnma-I11"10).

dapmakokineTuka OoceHTaHy B HAIieHTIB i3 mopymeHHAM ¢yHKmii mewinku kmacy C 3a
kiacudikaniero Yaitnma-I''o He BHBYaNach. DBOCEHTaH IPOTHIIOKA3AHWH MarieHTaM i3
MIEYiHKOBOIO HENOCTATHICTIO IOMIPHOIO Ta TSOKKOro crymens, Tobro kmacy B abo C 3a
knacuikamiero Yainma-I1"10 (qus. pos3ain 4.3).

HupxoBa HeI0CTaTHICTH

V mamieHTiB i3 TSOKKAMH HopymieHHsME (yHKUii Hupox (xiipeHc kpeatuHiny 15-30 mi/xB)
KOHIIEHTpallisl GoceHTaHy B IUIa3Mi KpoBi 3HmKyBamacs mpubimsno na 10 %. KonumenTpauis
MeTabomiTiB OoceHTany B IUIa3Mi KpoBi y LHX HAmieHTIB 30iapmmanacs MpHONM3HO B 2 pasu
HOPIBHSHO 3 MAIiEHTAMH i3 HOPMATBHOIO QYHKIIE0 HAPOK. Y MAMie€HTiB 3 TOPYMEHHAMH (yHKITT
HUPOK KOpekiis ao3u He mnorpibHa. CnemuidHoro MocBimy KIIHIYHOIO 3aCTOCYBaHHSI Y
MAli€HTiB, SKAM [POBOAMTHCS Aiami3, Hemae. Buxomsunm 3 (i3HKO-XiMIYHMX BIIACTHBOCTEH i
BHCOKOI'0 CTYyIIEHS 3B’s3yBaHHA 3 Oinkamu, mepenbadacTbes, MmO OOCEHTaH HE BHBOIMTHCS
MOBHICTIO i3 CHCTEMHOT0 KpOBOOOIry nmpH gianizi (AuB. po3jin 4.2).

5.3 JokjaiHivHHX JaHi 3 fe3nexH

JIBopiune BHUBUYEHHS KaHIIEPOr€HHOCTI y MHINEH TOKa3al0 MIABHINEHHS 3arajibHOL
3aXBOPIOBAHOCTI FeNAaTOLEIOAPHAME aACHOMaMH 1 KapIIMHOMAaMHE Y YOJIOBIKiB, alic He Y KiHOK,
NpHY KOHIEHTPALIsAX y Ia3Mi KpoBi npubin3mo y 2-4 pa3u BHIUMH, HDK Y 0Ci0, AK1 OTPUMYIOTH
TepaneBTHYHI J03u. Y IIypiB IepopaibHe 3acCTOCYBAaHHS OOCEHTaHy IIPOTATOM 2 pOKiB
NPU3BOMIIO [I0 HEBEJIMKOIO, 3HAYHOIO IMiABUIIEHHS 3aralbHOI 3aXBOPIOBAHOCTI HA aJICHOMH i
KapuuHOMH (OJIKYISpHHX KIITHH LIATONOMIOHOT 3a/I03H y camIiB, aje HE y CaMoOK, IIpH
KOHIIEHTpALifX y miasMi KpoBi npuOnu3no y 9-14 pasiB BHUIMMH, HiX y 0ci0, SKi OTpPEMYIOTh
TepaneBTUYHi J1031. BoceHTaH Moka3aB HeraTHBHI Pe3y/IbTAaTH Yy TeCTaX Ha FeHOTOKCHYHICTH. Y
XOJi JIOCJIi/UKeHb, IPOBEACHUX Ha mIypax, 3adiKcoBaHO He3HAYHHN TOpMOHAIBHUH IucOanaHc
IATONOMIOHOT 341034, CIIpUYHHEHHUH TpritoMoM Gocertany. OjHak He GyIO JKOIHHX J0Ka3iB
BIUMBY OOCeHTaHy Ha (yHKIIO IuTOonoAiOHo1 3an03u (Tupokcus, TTI) y ymonei.

Brue 6oceHTaHy Ha QyHKIIIO MITOXOHPiH HEBIIOMMIA.




Byno mokazano, mo OoCeHTaH € TepaTOreHHUM Yy INypiB NpH pIBHAX B IUIa3Mi KpOBi, IO
HEPEBUINYIOTh B 1,5 pasW KOHIEHTpauii B IUTa3Mi KPOBI, IO JOCATAIOTHCA IPH 3acTOCYBaHHI
TeparneBTHYHUX /03 Y MOAMHU. TeparoreHHi e(eKTH, BKIIOYAOYH BaJM PO3BUTKY I'OJIOBH Ta
oONIUYYs,, a TaKkoXX BENHKUX CyAHH, Oyma go3osanexuuMu. [loxiGHOCTI Bag pPO3BHTKY
CIIOCTEpIraTics 1 MpH 3acTocyBaHHl iHIEX anTtaroHicTiB ET-penentopis, a Takox y MuIIeH, y
AKUX MTYy4HO 3abn0koBani ET-penenropy, mo Bka3ye Ha kiac-cnerudiveamii edexr. [1loxo xiHok
JITOPOJIHOTO BIKY CJIijl BKUTH BiIOBIIHHAX 3ario0DKHUX 3aX0iB (quB. po3aim 4.3, 4.4 1 4.6).

Po3zBuTok atpodii kaHANBIB S€I0K i OpyIeHHs (hepTHIBHOCTI 6YII0 OB’ 3aHO 13 XPOHIYHHM
3aCTOCYBAaHHSAM @HTArOHICTIB PELENTOPIB SHOTENIHY Y IPH3YHIB.

VY mocmipKkeHHAX (epTHIBHOCTI y CaMIIiB 1 CAMOK TBapHH HE CIIOCTEPIrajocs BIUIHBY OoceHTaHy
Ha KIJBKICTH CIEpMAaTo30ifiB, iX pYXJHBICTH 1 JKHTTE3faTHICTH ab0 Ha MPOAYKTHBHICTH
CIIaproBaHHs Y¥ (DEPTHIBHOCTI NpH eKcmo3umil, mo y 21 1 43 pa3u mepeBHIIyBaIH OYiKyBaHUH
TepaneBTHYHHH piBeHb y IMOJeH; TaKoxK He OYJIO BUABJIEHO JKOJHOrO HECHPUSATIIHBOTO BILTHBY Ha
PO3BHTOK eMOPpioHy o iMIuiaHTaii abo Ha IMITTaHTaIIO.

Hesnaune 3611bImeHHS KUTBKOCT] BAIIA/IKIB TECTUKYIISPHOT TpyOuacToi arpodii criocrepiraiocs y
TBapHH, AK1 OTPUMYBaJIH OOCEHTaH IMePOPAIBHO Yy J03ax 10 125 mr/kr/noby (mpubmmsHo B 4 pasu
BHIIEC MaKCHMaJIBHOI peKoMEeHA0BaHO1 o3 moauHd [MPJJI] 1 naiinmk4a mpoTecToBaHa 103a)
HOpOTSAroM 2 pokiB, ane B Jo3ax He BHIne, HOK 1500 mr/xr/noby (mpubsusuo y S0 pasiB Bume
MPJUJI) npotsirom 6 MicamiB. Y ZOCII/DKCHHI IOBEHUIBHOI TOKCHYHOCTI HAa TBapHHAX, J€¢ BOHH
OTPUMYBAJIM JIKYBaHHS 3 4-rO JHS IICIIS MOJIOTIB IO 3pLUIOro BiKy, CIOCTEPITANOCS 3HIKSHHS
aOCOIOTHOT Baru sI€40K i MPHUIATKIB S€YOK, 8 TAKOXK 3HHIKEHHS KUTBKOCTI CIIEpMH y MpHAaTKax
SIEYOK TTiCIIst INPHITHHCHHA 3aCTOCYBaHHI. MaxkcumanesHa J03a, 0 HE BHKIIHKAE€ BHABJICHOI'O
LIKI/UTABOTO BIUTHBY Ha 310poB’s moxund Oyna y 21 pa3 (#a 21-y moGy micist mosoris) iy 2,3
pasu (Ha 69 o0y micns ImMoJIOTiB) BHIIOK MOPIBHIHO i3 TEpaneBTHYHHAM BIUIMBOM HA 3/I0pPOB’S
JIIOJUHHA BIAIOBIIHO.

Opnnax HE OyII0 BUSBICHO KOJHOTO BILIMBY Ha 3araJIbHUM PO3BHTOK, PICT, CEHCOPHI, KOTHITHBHI 1
PENpOaYKTUBHI (YHKUII IPH TepaleBTHYHOMY 3aCTOCYBaHHI y JrojuHd Ha 21-y noly micns
nosoris y 7 Bumajkax (dosoBiku) i 19 Bumaakax y xinok. Y Oinsm gopociomy siui (69-a mpoba
HicJisl MOJIOTiB) He OY/I0 BHSBJICHO JKOJHOIO BIUIABY OOCEHTAaHY IIpH 30LIBINCHH] JTIKYBaTBHOT /IiT
i yac 3acrocyBanns y aireit 3 JIAI: y 1,3 pa3u (Juist gonosigoi crari) Ta y 2,6 pasiB (Juist xkiHO90T
crari).

6. @dapmaneBTHYHI XapaKTEePHCTHKH
6.1 Ilepexaik qOMOMIKHHX PEeI0BHH

Anpo Tabnerku:

KpPOXMaJib KyKYpYI3stHHH
KpOXMaJlb IIpe/KeaTHHI30BaHAN
HATPil0 KPOXMAJIBIIKOIAT, THII A
nosizoH K-90

MarHilo creapar

[11iBKOBE OKPUTTS:
rimpomMenosa
TPHALETHH




~

No

TaIbK

taTany miokeun (E171)

3amiza okcuj xxoBTui (E172)
3aiiza okcu yepsonuii (E172)

6.2 HecymichicTs

He 3acTocoBano.

6.3 Tepmin npurarHoCTi

3 poxu

6.4 Ocobunei 3ano6ixni 3axoxn npu 30epiranHi

Brnicrepu 3 amominieBoi Goibru
Jlaunuii npenapar He BUMarae ocobIMBUX yMOB 30epiraHHsi.

[IBX/TIE/MTIBAX-0nicrepu 3 amoMiHieBOT (oibru
36epiratu npu Temneparypi ve Bute 30 °C.

6.5 Tumn i BMmicT ynakoBku

Bricrep 3 amominieBoi ¢osru i [IBX/TTE/NIB/IX-6ictepu 3 antominieBoi Ghobru, mo MicTATh
14 TabiieTOK, BKPHTHX IUTIBKOBOIO 000JIOHKOIO.

Tabnerku bocentan Axxopx 62.5 Mr, BKpUTI IUNIBKOBOIO 000JOHKOIO, BHITYCKAIOTECS B
KapTOHHHX MavKax, o MicTaTh 14, 56 a6o 112 TabneTok, BKPHTHX ILUIIBKOBOK 000JIOHKOKO.

MosxyTe 6yTH JOCTYIIHI HE BCi po3MipH YIaKOBKH.

6.6 Ocob6auBi 3amobizkHI 3aX0JH TPH NOBOKEHHI 3 JIKapchKHM 3acofom i iioro
yTHiizamii.

Hemae sxoHIX 0COOMHMBHX BUMOT [0 YTHJI3aIlil Ipemnapary.

7.  BJIACHHUK PE€CTPAIIIMHOI'O IIOCBIAYEHHS HA JIKAPCHKUM 3ACIB

Axxopna Xesnckea Jlimiten
Ceiipx Xayc,

319 Ilinnep Poyn,

Hops Xeppoy, Miyiecekc,
HA1 4HF,

Besmka Bpuranis

8.  HOMEP(-M) PEECTPAIIIITHOTO(-VIX) TOCBIIYEHHSI(-Hb)

PL 20075/0382

9. JTATA IEPHIOI PEECTPANII/IIEPEPEECTPAIIT JIKAPCHKOI'O 3ACOBY
08/12/2014

10. JIATA IEPETJISIAY TEKCTY
23/02/2018
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/A J17E4 o/04/08
Slonl odo T
Ilepexkaan IncTpykuii 1,11 Mequ4IHOrO 3acTOCYBAHHS nikﬁﬁfbxoro 3aco0y: indopmanis
JUISI HAUIEHTA, 10 3aTBeP/IKeH il VISl 1O bIIOr0 MapKeTyBaHH

Bocenran Akkopa 62.5 mr, Tab/1eTkn, BKPHTI IUTIBKOBOI0 060JI0HKOI0
Bbocenran Axkopa 125 mr, Tab/ieTkn, BRPATI IIIBKOBOIO 060I0HKO0I0
Bocenran

YBakHo npounTaiiTe W0 iRCTPYKMilo y noBHOMY 00cs13i, nepu HiK M0YaTH NpHIMATH I penapar, OCKiJIbKH BOHA
MICTHTBL BAXKJIHBY indopmaniio gus Bae,

- 30epiraiire o iHCTPYKWit0. Moo, Bam foBefieThes mpoduTaty ii e pas.

- Slkimo y Bac BHHHKHYTb Oy/Ib-sIKi T0/TaTKOBI 3aIIMTaHHs, 3BepHITHCA JI0 JTiKaps abo dapManesTa.

- Heit npenapar Gyno npusnavero nmme Bam. He nepegagaiite #oro inmmm ocobam. Lle Moxe 3ammxomuTs iv,
HaBITh AKIIO CUMITOMM iX XBOpOOH € TakuMH Xk, 5K i y Bac.

- Jlxmo y Bac BunukHYTH Gymp-aki moGiuni edexty, seepuithea 1o Bamoro jikaps aGo (dapmanerra. Jlo HEX
Hanexkath Oy/ib-siKi MOXUIHBI MOGiuHi edekTH, He TepepaxoBaHi B Liil iHCTpyKIii. JuB. po3zin 4.

Sxa inpopmania micTuTbCs B il incTpyKmii:
1. Ilo sBysie cobowo bocenTan AKKOP i U1st 4OTO BiH 3aCTOCOBYETHCA
2. Illo BaM NOTPiGHO 3HaTH, NepI Hix moyaTH npuiiMaT BocenTan Akkopz
3. Sk npuiiMatu BocenTan Axkops
Mossmsi no6iuni ebexrn
5. Ik 36epiratu bocentan Akkopy
6.  BwmicT ynmakoeky Ta iHma inpopmaris

1, Mo siBasc coboro bocenTan ARKOPA i A9 40ro Bin 3ACTOCOBYEThOA

Bocenran Akkopa MicTuTs GoceHTaH, mo 6JI0Kye IPUPOIHHIT TOPMOH eHI0TeiH-1 (ET-1), sixuii BHK/IMKAE 3BYXKEHHA
KpOBOHOCHHX cynuH. ToMy Bocentan AKkopJ BHKIHMKae POIMIMPEHHS KPOBOHOCHHMX CYIMH i HAJEKHTH 1O Kiacy
TKapCHKAX 3aC001B, TaK 3BaHHX "aHTAroHICTIB penenTopis eHmoTeiHy",

Bocenran AKKOp/| 3aCTOCOBYETBCA 1A JIIKYBAHHS:

*  Jlerenesoi aprepiansnoi rineprensii (JIAT): JIAT - e 3aXBOPIOBAHHS 3 BHPAXKEHUM 3BY)KEHHAM KPOBOHOCHHX
CYAHH JICTeHb, INO MNPH3BOAHTH [0 IiABHIICHHA THCKY B KPOBOHOCHMX CyJMHAaX (JIer€HEBHX aprepisix), fAKi
TPAHCIIOPTYIOTh KPOB Bill cepus 10 Nerenb. Lleil minBuIneHyit THCK 3HIDKYE KiNBKICTS KHCHIO, SIKMI MOsKe NOTPAIHTH B
KPOB Y JIETCHAX, IO 3HIDKYE 3JaTHICTh NIEPEHOCHTH (i3HuHi HaBaHTKeHHS. BoceHTan AKKOpZ, po3IMHPIOE NIEreHeBi
apTepii, 103BOJIAIOYH CEPIYO JIeTTie IepeKadyBaTH KPOB uepes Hux. Lle 3HIDKY€ THCK KPOBI 1 IOJIErIye CHMITTOMH.

BoceHTan AKKOpJI 3aCTOCOBYETBCA IS JIIKyBaHHsT matienTis i3 111 kinacom nerenesoi aprepianeHOi rineprensii (JIAT)
N mojinmerHs (pisHdHOi mpauesnaTHoCcTi (3maTHOCTI 3ilicHIOBaTH (izHyHY aKTHBHiCTB) i cummToMmis. "Kac"

BioOpakae TaxKicTh 3axBopioBarus: "Kiac III" mepeaGadac momiTHe 0OMeKeHHS ¢ismunoi akTuBHOCTI. [leski

TOMNIIeHHs Takox Oy/H nokasani y nauientis i3 JIAT 1T kiacy. 'Kinac IT" nepeznbadae HesHaTHe OOMEXeHHs! (Pi3HUHOT

axtHBHOCTL. JIAT, U1 ko mokasanmii BocenTan Axkopn, Moxe GyTH:

*  TepBHHHOW (6€3 BU3HaYeHOT MpiYHHK abo CiMeifHOI0);

*  BHK/IMKAaHOIO CKICPOJACPMIEI0 (TAKOXK HA3HBACTBCS CHCTEMHMM CKJIEPO30M, 3aXBOPIOBAHHAM, IPH SKOMY

BiZI0YBAETHCS aHOMATBLHMIA PICT CIIONYYHOT TKAHHHH, 10 TPUMAE MKipy Ta iHmi oprasy);

*  BHKIMKaHOIO BHYTPIUIHIMHU (BPO/DKEHHMH) BaJlaMu Ceplid i3 IIyHTaMy (aHOMATEHHMHU BIATAJTYKEHHAMH CYJIHH),

IO BUKJIMKAIOTE AHOMAJILHUH MOTIK KPOBi Yepes cepiie i jiereHi.

*  Bupaskm xinnisok: (BUpaskd Ha NagbUgX PYK i HIr) y AOPOC/IMX TAL€HTIB 31 CTAHOM, SKHM HA3HBAECTHCS
ckyepoziepmieio. boceHTan 3MeHIye KiNbKiCTh HOBHX BHPA30K MANBLIB PYK i Hir.

2. 1110 BaM 1OTPIOHO 3HATH, HEpHI Hisk NpHIiMATHE BocenTan ARKO i

He npuiimaiire Bocenran Akxop)
*  #Kmo y Bac anepris na 6ocentan a6o Oy/p-sKi iHII KOMIOHEHTH 1HOTO npemnapary (nepepaxoBasi B po3ziii 6)
*  sKmo y Bac € npodaiemn 3 newinkoro (3BepHITHCA 110 JTiKaps)

*  sixmo Bu sarirni, a0 mokere 3aBarithiTn,

TOMY IO He BUKOPHCTOBYETE Ha/lliiHi METOIM KOHTparenuii. Byap nacka, o3HaiioMTecs i3 indopmaricio B pozminax
"Konrpauenrusy" ta "IHmi nikapcrki 3aco6u i BocenTtan Axxopn". >
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*  axmo Bu npuiiMaere nuksocnopun A (JIiKH, [0 3aCTOCOBYIOTHCA INiC/ TpaHCIUIaHTalil abo Ui JikyBaHHS
rcopiazsy)

SIxkimo Oyae-sKHi ITyHKT 3 NepepaxoBaHWX BHINE BiTHOCUTHCA 10 Bac, MOBizoMTe 1po 1ie CBOTO JIKaps.

Ilonepemxkenns Ta 3anobizui 3ax0an
ITpokoncynbTy#TECH 31 CBOIM JikapeM abo dapmarieBToM, Iepr Hisk npuiiMaTi Bocentan AKKopH,

Amnanizn, siki Bam jlikap noBrHeH 3po0HTH Hepea MOYaTKOM JIIKyBaHHHA
*  aHaui3 KpoBi JUId NiepeBipkH GyHKIIT MediHKH

*  aHami3 KpoBi JUIA TIePEBiPKH HA aHEMilO (HH3BKHI piBeHb IreMOorIo0iHy)
*  TecT Ha BariTHICTB, IKIO BH € KiHKOIO AITOPOIHOrO BiKY

Byno Bcranosneno, mo aeski namienTy, ki npuiiManu GocenTaH, Mamy aHOMabHI QYHKIIOHATBH] NPO6H NeYiHky i
aHeMilo (HU3bKUH piBeHb reMornobiny).

Amnanizu, sxi Bam gikap noBuHeH 3po0HTH niJ Yac JiKyBaHHS
ITin wac mixyBanns npenaparom Bocenran Axkkopa Bamn Jiikap MOBHHEH OpraHisyBaTH NPOBENEHHS PEryJAPHHX
aHani3iB KpoBi Ul MepeBipkH 3MiH QyHKLIT NeviHKK Ta piBHA reMorio0iny.

(CToCOBHO mMX aHajisis, Oyab J1acka, 3BEPHITECA TaKOXK /IO MaM'ATKH JUId mauienTa (BcepeawHi Bamoi yrnakoBku

JoceHTaH Akkopn). Baxxmeo, 11106 Bu peryssprHo po6uan anaiizn Kpoei, noku By npuitmaere Bocenran Axkopa. Mu
NPOMOHYeMO BaMm 3anucyBaTH [aTy OCTAHHBOrO aHali3y, a TAKOXK NaTy HACTYIHOTO aHamizy (ni3Haiitrecs maty y
Bammoro nikaps) y nam'aTiii g naiienTa, mob6 e nonomormio Bam 3amam'sitaT, KoM MTOBUHEH BifIGYTHCS HACTYTHMIM
aHams,

AmnaJizu KpoBi /151 nepeBipkn GyHKii nevinkn:

Bonu GyyTs NpoBOJMTHCS LIOMICALA IPOTATOM YCBOIO MeEpiofy JlikyBaHHs npenapatoMm Bocenran Axkops. ITicis
301bIICHHSA 1034 JIOIATKOBHI aHasi3 Oy/ie BHKOHAHO Yepe3 2 THKHI.

AmHalni3u KpoBi Ha aHeMiIO
Bonu OyayTe NpOBOAUTHCS HIOMICAIS NPOTATOM MepIIHX 4 MicALIB JIIKYBaHHS, 4 MOTIM KOXKHI 3 MicAIi michs 1msoro,
OCKIJILKM MallieHTH, SKi 3aCTOCOBYIOTH BoceHTaH AKKOP/, MOXKYTh MAaTH aHEMIIO.

SIKIO 1 pesybTaTH € aHOMaTbHIMH, Banr sikap Mojke NPUIHATH pilIeHHs MO0 3HIKEHHS J03H a00 NpUITMHEHHA
niKyBaHHA npeniapaToM bocenTan AKKOp Ta NPOBECTH NOAABII aHAMI3H sl BHBYESHHA IPHYHHH.

HAiti 1 nmipritkn. Haseanii nume o6MexKeHHH KIiHIYHMI MOCBIN JKyBaHHA JIiTell 3 JIEreHeBOIO apTepiaJbHOIO
rilepTeHsieio BiKOM 10 2 pokiB. BoceHTaH AKKOpA He PEKOMEH/YETHCS NAIEHTaM JMTAYOTO BiKY 3 CHCTEMHHM
/KJIEPO30M 1 aKTHBHMM BHPA3KOBUM yPOKEHHSIM naibiis. J(ue. posain 3. Sk npuitmatu BocenTan Akkops

Inui sikapeski 3acodu i Bocentan Akkopa

[Moeinomre croro yikaps abo dapmaiierTa, skino Bu npuiimacre, HemoaaBHO npuiiMai abo Mornu 6 npuiiMara Oyue-

SIKI iHUT JIiKK, B TOMY YHCHI Jliku, oTpuMaHi Ge3 peuenta. OCOGIMBO BaXIIHBO MOBIOMATH CBOTO JKAps, AKIO B

npuiiMaeTe;

*  IMKIOCHOpHH A (mpemapar, IIo 3aCTOCOBYEThCS MIiC/IA TPAHCIUTAHTALT i Jis JIIKyBaHHS Ticopiasy), SIKMI He MOXKHA

3aCTOCOBYBaTH pas3oM 3 boceHTan Akkop,.

*  Cuponimyc abo TakposiMyc, siKi € JiKapChKHMH 3ac06amMy, IO 3aCTOCOBYIOTBCS TTiCIIs TPaHCIUIAHTALlIl, OCKLIBKH

BOHH HE PEKOMEH/TYIOTBCS U 3aCTOCYBAHHS pa3oM i3 npenaparom Bocentan Akkopz.

*  I'niGenknamin (3aci6 mia sikysasus jiabety), pudammimun (3aci6 wia mikysanus Ty6epkymso3y), duykonason i

KETOKOHa30J1 (MpOTHIpUOKOBi 3ac06H), HeBipanin (3aci6 ais nikysanas BUI), ockinbke mi JIKH He PEKOMEHIYEThCS

3aCTOCOBYBATH pa3oM i3 npenapatom bocenTan Axkkopa.

* Inmi sikapeeki sacobu mwis mikysamns BIJI-indexuii, sxi MOXyTh BUMaraTH CIeiambHOrO KOHTDOJIO NPH

BHKOPHCTaHHi pa3oM i3 npenaparom bocentan Akkopy

*  T'opmoHambHI KOHTpALENITHEHY, SKi € HeeDEKTUBHUMH SK €XHHMI METOL KOHTpAaLEIil, i yac npuiioMy npenapary

bocenTan Akkops. Beepenuni ynakoeku Bocenran Akkopn Bu 3uaiizere maM'sTKy 1S NaiieHTa, SKy B TOBHHHI

YBKHO NpoyuTaTh. Ba stikap Ta/a6o riHexos0r nprU3HauHTh KOHTPALENIIiIo, KA MiAXOAHTE came BaM.

¢ IHwi npenaparti ans TiKyBaHHS JlereHeBo1 rineprensii: cunnenadin i raganadin;

*  Bapdapun (3acib, M0 NepelKopKae 3CiIaH IO KPoBi);

*  CHMBACTaTHH (3aCTOCOBYETHCA UIA JIKYBAaHHA rilIepPXOICCTEPUHEMIT). T
T
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KepyBanns aBTOTPAaHCOOPTOM Ta pofoTa 3 iHIHMH MeXaHi3MaMu

Bocenran Axkopn He BruiMBac a60 Mae He3HaYHHH BIUTHB HA 3/1aTHICTE KEPYBATH i MPAIOBATH 3 MEXAHIZMAMH.

Tum He menn, bocenTan AKKOp/I MOKe BHKITMKATH TIOTEH31I0 (3HIKEHHs! apTepiajbHOro THCKY ), IO MOJKE IIPU3BECTH
JI0 3aIiaMOpPOY€HHs, BIUIMHYTH Ha Bam 3ip i 37aTHicTh KepyBaTH i BHKOPHCTOBYBAaTH MamidHM. Tomy, skmo Bu
BIIYyBa€TE 3araMopodecHHs abo 3aTyMaHEHHs 30py MiA Yac npuiomy npenapary Bocenran Akkopn, He cinaiite 3a
KepMo i He mpaifoiite 3 Oyab-IKHMH MeXaHi3MaMH ab0 MalIHHAMH.

BarirnicTs, nepio roxyBanns rpyaio i pepruiabHicTs
JKiHKM penpoyKTHBHOI'O BiKY
He npuiimaiite bocenTan Akkopy, skmo Bu BariTai abo miaHyere 3aBariTHiTH.

TecrTn Ha BariTHicTh

bBocentan AKkOpA MOKe 3aBJaTH IIKO/H IUIOJLY, 3a4aToMy J0 no4aTKy abo mij Jac JikypaHHs npenaparoM. Skmo Bu
€ JKIHKOIO, sIKa MOJKe 3aBariTHITH, Mepeji MOYaTKOM mpuifoMy mpemnapaty BoceHTan AKKopj jikap mompocuTs Bac
TIPOHTH TECT HA BAriTHICTS, i 1€ CITijl pOGUTH peryJspHO Ha 4ac npuifomy npenapary Bocenran AKKop/.

Konrpanennis

SAxmo icHye HMOBIpHIiCTB TOro, mo Bu Moxkere 3aBariTHiTH, BUKOPHCTOBYIHTEe HaifiHHIi METOJ KOHTPOTIO Haj
HApOJDKYBAHICTIO (KOHTpauenito), noki Bu npuiimaere Bocentan Akkopy. Bau sikap a6o riHeKoIor MpoKOHCYIbTYeE
Bac npo Haziiini MeToM KOHTpanemiii Ha Jac npuitomMy npenapaty Bocentan Axkopa. Ockinbku Bocentan AKkopa
MOXKE 3pOOHTH FOPMOHAIBHY KOHTPAUENIio (HaNpHKiIal, NepopaibHy, iH'eKIiiHy, iMUanTaniifny a6o HamkipHy)
~ieepeKTUBHOIO, LIeH MeTOJ caM 110 cobi € HeHaxiiHIM. ToMy, sSK1o By BHKOPUCTOBYETE TOPMOHAJTBHI KOHTPAIENTHBH,
Bu Takoxk mnoBMHHI BHKOpHMCTOByBarH Oap'epHmii MeTon (HampHKNaj, JKiHOuMii mHpesepaTuB, miadparma,
nporusamiifHa rybka abo Bam maprHep Takoxk NMOBHHEH BHKOPHCTOBYBATH Tpe3epBaTHB). BcepelmHi ynakoBKH
bocenran Akkops By snalinere mam'atky s nanienta. By noBHHHI 3aOBHHTH IO MaM'ATKY i mepesaTh ii cBoeMy
JIKapio MU HaCTYIHOMY BijiBiyBaHHi, w06 Jikap a60 riHeKOJOr MOTJIM OIHWTH, UM MOTPiGHI BaM moxaTkoBi a6o
aIbTePHATHBHI Ha/liliHi MeTo/IM KOHTpanermii. Skino By € xiHKoIO AITOPOAHOTrO BiKy, TO T/ Yac MpHHOMY Tpenapary
BocenTan Akkopa peKOMEHIY€EThCs POBEAEHHS OMICAYHUX TECTIB Ha BATiTHICTB.

Axuto Bu Barithi abo roayere rpymumo, abo BBakaeTe, o MoykeTe OyTH BariTHi a60 IUIAHyETe MATH JIUTHHY, 3BEPHITHCS
110 nikaps a6o apmanesTa 3a Mopazoko, Mepe/t OYaTKOM NPUHOMY PENapary.

I'opyBanus rpyanio

Sxmo BM rojyere guTHHY rpyaio, HeraifHO MOBiIOMTE PO He CBOrO Jikaps. BaM peKOMEHIOBAHO MPHATAHATH
FOAyBaHHA Ipy/ulio, AKIO Bu 3acrocoyere bocentan Akkops, ToMy IO HEBiOMO, YM MOTpAIUIsLE Neil mpenapar B
rpyAHE MOJIOKO.

PepTHIBHICTE

HocripkerHs GepTHIBHOCT] y TBAPHH He NMOKA3aJTH JKOJHOTO BILTUBY Ha MapaMeTpu cnepmu abo epTHIBHICTB.
“Ikio Bu yonoik, skuit npuiiMae GoceHTaH, MOXITHBO, IO Heif TpenapaT MoYke 3MEHIIATH KiJIBKICTE CIIepMaTO301/iE.
e MOJXHa BHKITIOYHTH, 11O Lie MOXKE BILIMHYTH Ha Bamy 3parnicts crati Gatekom. IIpokoncynsryiitecs 3 Bammum
nikapem, skmo y Bac € Gyab-ski 3anuranns a6o cyMHiBE 3 115010 PHBOLY.

3. fix npuiimati Bocentan Axkopa

JlikyBarHs npenaparom Bocentan AKKOpA Ma€e GyTH po3MOYaTo i KOHTPOMIOBATHCS TUIBKH JikapeM, AKHH Ma€e JOCBIA
nikyBauHs JIAL" abo cucremHoro ckneposy. 3asxau npuiiMaiite uell mpemapar 3rixuO i3 pekoMenzanisvMu Bamoro
nixaps. [IpokoHcybTylTecs 3 nikapem a6o GapMaleBTOM y BHITaIKy BHHHKHEHHS CYMHIBIB.

ITpuiiom npenapary Bocenran AKKopJ 3 Kei0 Ta HAOSIMH
BocenTan AKKopa MOXKHa IPAAMATH ITiJ1 9ac npuioMy Bxi a6o OKpeMo.
Pexomennosana nosa

Hopocni

JlikyBaHHs y AOpPOCTMX 3a3BHYAH MOYMHAETHCA MPOTATOM MepIIAX 4 TWKHIB i3 62,5 Mr 1Ba pasu Ha 100y (BpaHui i
BBeYepi), Hajam Bam nikap, sik npasuio, opaaute Bam npuiiMaTH TabneTku 125 Mr 1Ba pazu Ha 1006y, B 3aJ1€KHOCTI
Bl TOTO, sIKOIO Gy /e Baima peaxuis na nperapar Bocenran Axkopa.

(693421) Jlara: 26/02/2019
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3acrocyBanHs y aireii i miiTkin
PexomeHzauii o0 103yBaHHs CTOCYIOThCS Hme jireit i3 JIAL. Jlnst miteid Bikom Bix 2 pokiB JiiKyBaHHS 3a3Buuaii
NOYMHAETRCS i3 2 MI' Ha KI' MACH TiJIa /1Ba pasu Ha 106y (Bpanmi i BBeyepi). Bamm nikap nosiaen npokoncyeTysaTi Bac
I0/10 NO3yBaHHS.

Bynp nacka maiite Ha yBasi, mo icHyioTs iHmi dopmu GoceHTaHy, AKi MOXKYTh TONETIINTH JO3YBAHHS IS jiTeif i
NALi€HTIB i3 HU3BKOKO MacoI0 Tia a0 TPYAHOIIAMH i3 KOBTAHHAM TabJIeTOK, BKPHTHX IUTIBKOBOK 0GOIOHKOIO.

Slkmo Bu Bimuysaere, mo nis nperapaty BoceHTaH AKKOPH € 3aHAATO CHILHOK a60 3aHAITONO cnabkoro,
NPOKOHCYIBTYHTEC 3 JliKapeMm, o0 Ji3HATUCS, Y1 TOTPIGHO 3MIHHTH J03yBaHHA.

SAx npuiimaTu BocenTan AKKopa
Tabnerxn cniyy npuiimary (Bpanui i BBeuepi), sanuBarouy Boaoi0. TabneTkH MOXKHA TIPHIMATH M| Yac mpuiHoMy ki
abo OKpeMo.

Slxwo Bu npumiimaere 6iibmy 103y BocenTan AKkopj, Hik moBHHHI
Hxano By npuitmaete 6inbie Tabnetok, Hik BaM GyJio IPH3HAYEHO, HEraifHO 3BEPHITHCS 10 JKapsL.

SIxmo Bu 3abyaerte npuiinara BocenTan Axkop)

Slxkmo Bu 3abynere mpuiinatu Bocentan Akkopa, npuiiMite no3y, AK TUIbkM BH 3ramaere, a motiM npojioBikyiiTe

"ipuiMaTh TabneTky B 3A4aiiHui vac, He npuiimaiite noasiifiy 103y, mo6 kommneHcysata 3a6yTy 103y, SKY 3a0ymu
PUHHATH.

Slxmo Bn npunnanTe dikyBanns npenaparom Bocenran Akkopa

PantoBe npunvHeHHs NiKyBaHHS npenapaToM BoceHTan AKKOpH Moke NpH3BECTH [0 TOTIPLIEHHS. CHMITOMIB
3axeoproBanHsi. He npumiusiite 3actocysanns npenaparom Bocenran Axkopa, axmo Bam mikap ne paxuts Bam ne
poburu. Bam srikap Moyke MOPajuTH 3MEHIIMTH 03y NPOTATOM AEKLIBKOX JIHIB, NepIl HDK NPHIMHHATH TIpHiioM
HIOBHICTIO.

Axiio y Bac BUHHKHYTE Gyb-siKi I0MATKOB 3aNATAHHS 100 38CTOCYBAHHS IOTO TPENAPATY, 3BEPHITECA /10 JiKaps
abo dapmaresra.

4. Mo:xnugi nodiuni edern

Sk 1 Bei npenapatwy, Ll npeniapaT MOXKe BUK/THKATH T0Gi4Hi eeKTH, aie BUHAKAIOTH BOHM HE y BCIX.

Haiirsoianvu noGivmavu edhexramn Bix npuiomy Bocenran Axkopr e

* Topymena ¢ynxuis nevinku, sxa Moxe 3'sBuTHCS Ginbuie HiX y 1 i3 10 oci6

*  Anemis (MasokpiB’s), sxa Moxe 3'searucs y 13 10 oci6. ITpu anemii iHoji Moske 3uan06uTHCS NepeTMBaHHA KPOBI
Jauli NOKA3HUKY NEeYiHKH i KPOBi GYIyTh KOHTPOMIOBATHCS i dac NiKyBaHHA npenapatoM Bocenran Axkkxopn (us.
poszii 2). Baxiueo, mo6 11i aHaNi3sH NpoBOAMINCS 3TiHO i3 peKoMeHaLisMu Barmoro TiKaps.

Osnaku TOro, IO Balla Ie4iHKa MOXKE NPALIOBATH HEHANIKHIM YHHOM, BKIIOUAIOTH B cebe:
*  HyzaoTa (H03HBH 10 OJroBaHHs)

«  OmoBaHHA

*  JuXoMaHka (NiIBHIIeHa TeMIiepaTypa)

*  Oine y nuryHKY (5KMBOTI)

*  JKOBTSHHMI (MOKOBTIHHA Bamoi wKipu abo GLIKiB ouei)

*  CeYa TeMHOTO KOJIIBOpY

*  cBepODLK mKIpH

*  MBicTh ab0 BTOMIIIOBaHICTS (He3BUYaiiHa BTOMa a60 BHCHA)KEGHHS )

*  rpunonofibuui cuHapoM (6ik y cyrnobax Ta m'ssax i3 rapaukoro)

Sxmo Bu nomitumm 6yp-sKy 3 UMX 03HaK, HeralHO MOBiZOMTe Hpo 1e CBOro JiKkaps
Bocenran Axkopa Iaimi no6iuni edexrn:
Jyxe nommpeni (MOKyTh 3'SBI4THCS Gitb e Hixk y 1i3 10 oci6):

* TonoBuuii 6
*  Habpsx (Habpsix HIr i muKo0TOK 460 iHII O3HAKY 3aTPHMKH PiAMHHN)
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IMommpeHi (MoxyTh 3'sBasTacs v 1 i3 10 oci6):

» IlouepBoHiHHA 0OMH9Ys a6o MKipH

*  Peaxuii rinepuymMBOCTI (BKJIIOYAIOYH 3aNaIeHHs KipH, cBepOikK i BHCHIIaHHS)
» TacrpoesodareansHa pedmokcHa xBopoba (KHCIOTHHIH pedimoKc)

» Jliapes

» Cunxone (HENPUTOMHICTE)

* Tlanemirauis (msuake ceprebuTrs abo apurmis)

*  Huzpkwuii kpoB'ssHHH THCK

* 3awiaieHicTh HOCa

Henommnpeni (MoxyTs 3'seustres y 1 i3 100 oci6):

*  TpomboumroneHis (HU3bKa KiITEKICTE TPOMOOLMTIB y KPOBi)

*  Heiitponenis/neiikonenis (HU3bKa KiIBKICTH EHKOLMTIB)

* Iligenmeni QynkuionansHi npo6H TMeWiHKM IpH remaTturi (3anmaJeHHs MNEYiHKH), BKIIOYAIOYH MOJUIHBE
3aroCTPEeHHs BKe ICHYI04Oro renaTuTy Ta/abo sxoBTSHULI (I10XKOBTiHHS MmKkipu abo Ginkis oueif)

Piaxichi (moxyrh 3'saBasirucs y 1 i3 1000 ocif):

* Anadinakcis (3araibHa anepriuHa peaxilis), aHTiOHeBPOTHYHII HAOPsK (Habpsik, HalyacTime HaBKONO Oueif, ry6,
a3uka abo ropna)

*  Ilupos (pyOroBanHs) neqiHky, NE4iHKOBA HEJOCTATHICTE (TSUKKE NOPYIIEHHs QYHKIIT TIeuinkH)

Taxox noBizoMIsIIOCH PO HEUITKICTE 30py i3 HEBITOMOIO YACTOTOKO (YACTOTa He MOKE GYTH OIiHEHA HA OCHOBI
HAasABHUX J1aHHX).

Ilo6iuni edexrn y xireii i nignirkis
ITo6iuni edextr, npo ki nosigoMAH y aiTei, ski orpumysanu Bocenran AKkopy, GyiTi TAKHMH %, 5K 1 Y ZOPOCIIHX.

Hosinomnenns npo nobivni edgexrn

Aximo y Bac s'ssnstees Gymp-ski noGiuni edexrn, npokonHcyneTyiiTecs 3 Bammm Jikapem abo dapmanesroM. o Hux
Hanexarh Oy/b-sKi MOXUIHBI 106iuHi eexTH, He NiepepaxoBaHi B Wil iHerpykuil. [TopimoMmsioun npo no6iuni edexTn,
By MoskeTe JONOMOITH HaJaTH IOATKOBY iH(pOpMaIiio npo Gesneky mboro npenapary.

Jns BennkoGputanii - Bu Takok Moxere mosifomuts mpo mo6iuHi edextn Ge3nocepeHso gepe3 CXEeMy JKOBTOI
KapTkH, 3a anpecoro: www.mhra.gov.uk/yellowcard aGo Bu Moxkere 3HaliTH JKOBTY KapTKy ArentcTpa Benmukobpurasii
3 KOHTpOIIO 060poTy Jikie Ta Mexuunux ToBapis (MHRA) B Google Play i Apple App Store.

M Maseti - B Takozx MoskeTe nosizomuts npo noGiuni eexty Gesnocepemaso yepes cucremy ADR Reporting
Caiit: www.medicinesauthority.gov.mt/adrportal

5. 51k s6epiraTu Bocentan AKkop;

30epiraiiTe Leii npenapar B HEAOCTYITHOMY VISl AiTeil MicIt.
He 3actocosyiite ueii mpenapar mic/is 3akiH4eHHs TepMiHy NPHIATHOCTI, AKMil BkasaHui Ha ynakoslli i Ha OmicTepi
micist "[IPUTATHHM 10", Tepmil NpuaaTHOCTI BU3HAYAETHCS OCTAHHIM JHEM TOTO MiCSIIS.

Bricrepu 3 aominieBoi doisru
Hanuii npenapar He BUMarae ocoGIMBHX yMOB 36epiraHs.
IIBX/ITEAIB/IX-6nictepu 3 amominiesoi onbru 3Gepiraiire mpu TeMnepatypi He Buie 30 °C.,

He Bukunaiire npenapar vepes criuni Bogu abo y no6yrosi Bimxomn. [isnaiitecs Y CBOTO (hapMaLieBTa, K BHKHHYTH
MKH, ki By 6inbie we 3acrocosyere. Lli 3axo1m 10NOMOXKYTE 3aXHCTHTH HABKOIMIIIHE Cepe/IOBHLIE.

6. Brmict ynarosku 1a inma indopmanis

Hxuii cknan npenapary Bocenran Axkop)

- bocenran Axkopa 62.5 mr, TabaeTkH, BKPHTI IIIBKOBOI0 060J0HK0IO: Jirouoro pedoBHHOKO € GOceHTaH y
BUTIIA/1I MOHOTi/paty. Kosxkua Tabnetka Mictuts 62.5 Mr 6ocenTtany (y BHI] MOHOTIIpaTy).
- bocentan Axxkopa 125 mr, Tabierkn, BKpHTI IUIIBKOBOI 000J0HKOIO: Jlirouoro pevoBHHOIO € GOceHTaH y

1
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BurIA Al MoHoriapary. Koxna rabnerka mictute 125 Mr 6ocenTany (y BHIIISI MOHOrpaTy).

InmaMa KoMnoneHTamMu B AApi TalNeTKH € KpoXManb KyKYpYA3sSHHH, KPOXMaib MpeKeIaTMHI30BaHHi, HATpilo
KPOXMANBIIIKONAT (THIT A), IOBIJIOH i MarHito creapat. ILTiBKOBe OKPHTTS MIiCTHTE MilPOMENIOsy, TPHALETHH, TabK,
TuTay miokcui (E171), sanisa oxena xorruit (E172) i 3aniza okeup yepeonnii (E172).

Ak Burasinae BocenTan AKKOpA i BMiCT ynakoBkH

Tabnerkn bocenran Akkopa 62.5 Mr, BKPHTI IUTIBKOBOIO 0G0JIOHKOIO, CBITIIO-OpaHIkeBi, Kpyrii, mpu6IH3HO 6,20 MM B
JllaMeTpi, IBOOITYKJI, BKPHTI ILTIBKOBOIO 0GOJIOHKOIO TaGieTky 3 rpasitosanssM "IB1" 3 ofHOro GoKy i muocki 3 inmoro.

Tabnerkn bocenran Axkopy 125 Mr, BKPHTI IUIBKOBOIO 0G0IOHKOIO, CRITI0-OPaHKeBi, KPyriIi, npubmuszso 11,00 MM
JOBXKHHOIO, 5,00 MM LIMPUHOIO, TBOOMYKII, BKPHTI ILUTIBKOBOIO 060IOHKOIO TabyeTky 3 rpasitosanmam "IB2" 3 oyHOro
00Ky 1 II0CKi 3 iHImoro.

Tabnerkn bocenran Axkopa 62.5 Mr, BKpHUTI IUTiBKOBOIO 0G0IOHKOI0, yNiakoBaHi B 6rictepy 3 amominieBoi Goera ta
IBX/TIENIBJIX-6nictepu 3 amowminiesoi donerd, mo mictste 14 TabneTok, BKPHTHX ILTIBKOBOKO OGOJIOHKOIO.
Vnakoexu MicTaTh 14, 56 a6o 112 TabneTok, BKPUTHX ILTIBKOBOK 0GONIOHKOIO.

Tabnerxu bocenran Akkopa 125 Mr, BKPHTI IUIIBKOBOKO 0GOJIOHKOIO, YNIAKOBaHi B GI1iCTepH 3 anfoMiHieBOT doneru Ta
TIBX/TIEMIBJIX-6ictepu 3 amomiHieBOT (oibri, mo Mmictars 14 Tabnerok, BKPHTHX IIIIBKOBOK OOO0JIOHKOIO.
/TIaxoBKH MIiCTATH 56 a60 112 TabeToK, BKPHTHX [UTIBKOBOIO 060JOHKOIO.

MoxyTs 6yTH 1OCTYIIHI He BCi pO3MipH yIIaKOBKH.
Baacnuk peectpauniiinoro nocsizyenns Ha JikapcebKuii 3aci6 Ta BHUpoGHHK

Baacuuk peecTpanifiHoro nocBinueHns Ha JikapesKuii 3aci6:
Benuka Bpuranis

Axxopa Xesnckea Jlimites

Ceiimx Xayc,

319 ITinnep Poyn,

Hopz Xeppoy, Mimrecexe,

HA1 4HF,

Bemnuxa Bpuranis

Ipaangis

Axxopna Xenckea Ipnanmis Jlimiren,
€spo Xay3

_Bpo biznec ITapk

Jlitn Ajdinenp

Kopk, T 45 K857,

Ipnanzis '

Bupobunk:

Axkopn Xenckea JlimiTe)
ITepmuii nosepx,

Ceiimx Xayc,

319 ITinnep Poyn,

Hop3 Xeppoy,
Minanecexec HA1 4HF,
Benmuka Bpuranis

Axxopn Xenckea IMTomscka Cr3 o.0.,
By JIyromepcka 50,95-200 ITa6'suine, ITonsima

Jara ocraHnboro meperasy miei incrpykumii - 03.2019 poxy.
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Ilepexnan TekeTy JHCTKA BKJAAAULIA, IO 3aTBEPKEHHH I NOAAJIBIIOr0
MapKeTyBaHHH

BaxinBi nonepezxkenns 6e3neKu 1Sl NaNi€HTIB, SIKi NIPHIIMAIOTHL penapar
bocentan Axxopy (bocenran) -
[lst mam'siTka MicTuTh BaHBY iH(popMariio mpo npenapat bocentan Axkopa. Byzns
JlacKa, YBaXKHO IMPOYUTAATE IO IaM'ATKy Iepesl IOYaTKOM JIIKyBaHHS IPEnapaToM
bocenTan Axkopa.
Bame im's
Jlixap, sikuii npu3Hayae
npemnapar:
SIKII0 y BaC BUHMKIM NMTaHHS MO0 Npenapaty bocenTtan AKKOpI, 3BePHITHCS /10
JKapsi.
Axxopn Xenckea Jlimiten/Axkopy Xenckea Ipnangis JIta

KonTpanenuis

Yu BU BUKOpHCTOBYETe a00 IIpHiiMaeTe KOHTPALeNTHBY B fanuil gac? Tax@ Hi B
Sxmo Tak, HATUITITE HA3BH TYT:
BiseMiTh 10 mam'aTKy Jo cBoro Jikapst a6o TiHeKOIOTa TP HACTYIIHOMY
BI/(BIZlyBaHHI, i BiH / BOHa 3MOj)e MOPaiUTH BaM, 9 TIOTPIOGHO BHKOPHCTOBYBATH
JI0JIaTKOBI 260 aNbTepHATHBHI METO/M KOHTpALEIIIii.

Ha nucmky exnaduwty makodc HAHOCAMbCA MEXHIYHI HOIHAYKU Ma 6KA3ieKU
BUPOOHUKA, U{O CIMOCYIOMbCA JI020MUNY

Amnaui3 Kkpogi s nepeBipkn Qpynkuii newinkn

Y nedxux nauieHTis, siki npuiiManu BocenTtan Axxopp, Oyiu BUSIBIIEHI HEHOPMOBaHi
dysKuionanshi npobu neuinku. Ilix wac nikysarms npenapatom Bocenran Axxopa
Balll JIKap MOBMHEH OPTaHi3yBaTH PEryJSpHi aHANI3H KpOBi uis [IepeBIPKA 3MiH
GyHKIT IIe9iHKH.

He 3aOysaiite 31aBaTm amanis kpoBi aus mepesipknm Qyunkuii mewinin
L OMicsisi.

Iicast 36iIbIEHHS 1031 J0AATKOBHIT anai3 Gyae 3poGiennii yepes 2 THIKHI.
JlaTa mepuioro moMicsiMHOTO TECTY:

Baur mowmicsranmit rpadix ananisy kposi s nepesipku GpyHKii nedinky:

Ciuens
JIroTuii
bepesenn
KBirens
Tpasenn
YepreHb
Jlumens
Cepnienn
Bepecens
JKoBTeHs
JIncroman
I'pynenn
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SIK1mo BH KiHKa PENPOAYKTHBHOIO BiKy, YBAasKHO IPOYHTANHTE IO CTOPIHKY
BariTnicTh

bocenran AkkopJ Moxe 3aBIaTH IIKOIH PO3BUTKY IUIofa. ToMy, BH He ITOBHHHI
npuiMaTi bocenTan AKKOpJ, SIKIIO B BariTHi, 1 B TaKOX He IOBHHHI IIaHYBaTH
BATiTHICTE B Iepiof npukiomy bocentan Akkopa. binbur Toro, Ko BH CTpakaaeTe
JIETEHEBOKO TiNIEPTEH3i€10, HACTAHHS BariTHOCTI MOYKE CHIIBHO MOTIPIIMTH CHMIITOMH
BAILIOrO 3aXBOPIOBaHHsA, SIKIIO BU MiJ03pPIOETE, III0 MOXKETE 3aBAriTHITH, 3BEPHITHCS
1o nikaps abo rinekosora.

KonTpanennis

ITpotusarniui 3acobu, 3acHOBaHI Ha TOPMOHAX, TaKi SIK OpaIbHI KOHTPALENTHBH 260
MPOTU3AIIIAN] TableTKH, ropMoOHaibHI iH'eKuii, iMnaadTaTn abo npoTU3arLTimHi
IIKipHi ITACTHPi, He MOXYTh HA{IHHO 3aI0GIITH BariTHOCT y XKiHOK, IO TPHAMAIOTE
bocentan Akkopn. Bu nosuHHEI BukopuctoByBaTi 6ap'epHy (opMy KOHTPOIIO Hajl
HapOKYBAHICTIO - HAIPHKJIAJL, TIpe3epBaTuB, Aiadparmy abo BariHanbHy ryOKy - Ha
AOJaToK g0 Oyap-AKOro 3 IMX BHIIB TOPMOHAILHOIO KOHTPONIO Hajl
Hapo/pKyBaHicTio. OGOB'A3k0BO OOroBOpiTH OyIb sAKi NHUTaHHS, SKi MOXKYTH
BUHUKHYTH Yy Bac, 3 BallUM JkapeM a0 TiHEKOJOINOM- 3allOBHITH JiaHi Ha
3BOPOTHOMY OOIi wi€l mamM'aTKH i BiHeciTs ii 10 cBoro yikaps abo rinexosora pH
HACTYITHOMY BiJIBi{yBaHHi. B1 MOBMHHI IPOBOAWTH TECT HA BATITHICTH JIO IOYATKY
npuiioMy bocenTan AKKOpA 1 IIOMICSIIS 111 9ac JiKyBaHHS, HaBiTh SKIIO BU rajacTe,
1[0 BU HE BariTHI.

JlaTa niepmoro moMicsIMHOTO TeCTy:
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Ilepexaan IneTpykuii 1151 MeJHYHOTO 3aCTOCYBAHHSA JIKAPChKOro 3aco0y: indopmanis
JUIA NANIEATA, 0 MAPKETYETHCSH TA IVIAHYEThCH 10 BBO3Y HA TEPUTOPi0 YKpaiHu

Bocentan Axkopa 62.5 mr, TabJeTkn, BKPHTI IVIiIBKOBOIO 060/10HK0I0
Bocenran Axkkopa 125 mr, TabJieTKkH, BKPHTI IVTIBKOBOIO 000/10HK010
BocenTan

¥YBaxHo npounTaiTe Hi0 iHCTPYKIi0 y mnoBHOMY 00csi3i, MepIl HiZk I0YATH NPHAMATH NPENApPAT, OCKUILKH
BOHA MICTHTL BazkiuBYy indgopmaniio ans Bac.

- 30epiraiite 1o iHcTpyK1it0. MoxuBo, BaM 1oBeieThes IPOYMTATH 1T 1E pas.

- JIKmo y Bac BUHMKHYTh Oy/(b-5Ki JI0/IaTKOBI 3aNMTaHHs, 3BEPHIThCA 0 JiKaps abo ¢apmanesTa.

- Ileii npenapar 6y7o npu3HayeHo juiie Bam. He nepenasaiite iioro inmmum ocobam. Lle Moke 3aIIKOAUTH TM,
HaBiTh SIKIIIO CUMITTOMH 1X XBOPOOH € TAKUMH X, sIK 1 ¥ Bac.

- Sxmo y Bac sunukHyTE Oyap-aki noOiuni edektn, 3BepHiThes 10 Bammoro sikaps abo gapmauesra. [{o Hux
HaJiexaTh Oyb-AKi MO}UIMBI MOGIYHI edekTn, He mepepaxoBaHi B Wil iHCTPyKLi. J{uB. po3ain 4.

Sxa indpopmanis MicTuThes B Hill iHCTPYKUiT:

1. Io sBasie coboro bocenTan AKKOpA i I/ 9OTO BiH 3aCTOCOBYETHCS

?.  IIlo Bam moTpibHO 3HATH, MepIn HiX NoYaTH npuiiMati Bocentan AKkopa
SAx npuiimatu Bocentan AKkopa

MoskiuBi no6iuni edextr

Sk 36epiratu bocentan AKKOpz

BwmicT ynakoBku Ta iHma ingopmaiis

ol S

1. Hlo siBasie co6o10 Bocentan AKKOPA i A5 HOT0 Bill 34CTOCOBYCTHOS

bocenran Axxopn micture Gocenran, mo Gnokye nmpupopHui ropmoH expgotenin-1 (ET-1), akult BUKIHKae
3BYKeHHs KDOBOHOCHHX cyHH. Tomy BoceHTan AKKOp/ BHKIMKAE PO3IIMUPEHHS KPOBOHOCHUX CYIMH 1 HAJIE)KUTh
JI0 KJ1acy JIIKapChbKHX 3ac00iB, Tak 3BaHHX "aHTArOHICTIB peLeNnTOpiB eHA0Te liHy".

bocenran Akkop/1 3aCcTOCOBYETBCS IS JIIKYBaHHS:

» Jlerenesoi aprepianeHoi rinmeprensii (JIAIY): JIAI' - ne 3aXBOpIOBaHHA 3 BHPAXKEHHM 3BYIKCHHAM
KPOBOHOCHHX CY[AHH JICTeHb, IO NPU3BOAMTH A0 IIJBHIIEHHS TUCKY B KPOBOHOCHHX CYIMHAaX (TereHeBHX
apTepisx), AKi TPaHCIOPTYIOTh KPOB Bifl cepiu A0 siereHs. [lei M BUNICHIUI THCK 3HIDKYE KiJTBKICTh KUCHIO, AKHIA
MO2€ [TOTPAIIMTH B KPOB Y JIEEHX, 1[0 3HWKYE 3/1aTHICTh NEPEHOCHTH (iznyHi HaBaHTaKeHHA. BoceHTaH AKKOp/
NO3IIMPIOE JIEr€HEB1 apTepii, A03BOJAIOYH CEPLIO JIETTIe ITepeKadyBaTH KpoB Yepe3 HuX. Lle 3HmKye THCK KpOBi i
AOJIETTITYE CUMIITOMH,

Bocenran Axkopp 3acTocoByeThesA Ui MiKyBaHHA nanieHtis i3 I1I kinacom nereneBoi aprepiansHoi rineprensii
(JIAT) mns mosinmuenns ¢isuynoi npamesaaraocti (3AaTHOCTI 3AiKCHIOBATH (i3MUHY AKTHBHICTB) i CHMITOMIB.
"Knac" BimoOpaskae TsKKicTs 3axBoproBanss: "Kiac II" nepenbavae romiTHe obMeKeHHs (i3H9HOT aKTUBHOCTI.
Hesiki nmoninmeHHs Takox Oymu nokasasi y manientis i3 JIAI' IT knacy. 'Knac II" nepen6ayae Heznaune o6MeKeHHsA
(pismanol axruHOCTI. JIAT, 171 siKOT mokasaumii boceHtan AKKOpI, Moe OyTu:

*  nepBUHHOIO (€3 BU3HaYeHOT NpHurHY a0 CiMEHHOI0);

*  BHKIMKaHOKI CKIEpOoJepMici0 (TaKoX HA3MBAE€ThCS CHCTEMHHMM CKJIEPO30M, 3aXBOPIOBAHHSM, MPH SKOMY
BiZI0yBaETHCS AHOMAJIBHHUH PICT CHOMYYHOT TKAHHHH, 10 TPHMAE WKIpy Ta iHIIi opraHmu);

*  BHMKJIMKAaHOIO BHYTPIilIHIMH (BPO/KCHMMH) BajaMH CEpLs i3 NIyHTaMH (AHOMAJIbHMMM BiAray)KeHHIMH
CY/IMH), IO BHKJIMKAIOTh aHOMAIIBHHIA TOTIK KPOBI 4epe3 ceplie i jereHi.

*  Bupasku kinniBok: (BHpa3sku Ha MANBIWX PYK i HIT) y IOPOCIHX MAI[EHTIB 3i CTAHOM, SKHil HA3HBAETHCS
—CKIIepojiepMiero. boceHTaH 3MeHIIye KilbKiCTE HOBHX BUP230K MAJbLIB PYK i Hir.

0. BaM NOTPIOHO 3HATH, NEePHI HER IPHIMATH BoCeHTAH AKRODA

He npuiimaiite Bocentan Akkopa
* #AKmo y Bac anepris na 6ocenran abo Oyjp-iKki iHIII KOMIIOHEHTH LBOr0 Npenapary (nepepaxesaHi
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posii 6)

¢ sKmo y Bac € npo6GiieMu 3 ne4iHKo10 (3BEPHITHCS 10 MiKaps)

+  sxmo Bu Barithi, a60 MoxKeTe 3aBariTHITH,

TOMY IO He BHKOPHCTOBYETE HaiiiiHi MeToau KoHTpamenuii. Byae macka, osHaiiomtecs i3 indopmarieio B
posainax "Konrpauenrueu" Ta "[Hii nikapceki 3acoou i Bocenran Akkopa”.

* Ko Bu npuiiMaere nHKIOCIOPHH A (JiKH, IO 3aCTOCOBYIOTECS ITic/I TPAHCIUIAHTAILiT a00 JUls JIiKyBaHHSA
rncopia3sy)

SIkuio Oyap-sKMit MyHKT 3 IepepaxoBaHUX BUINE BiIAHOCHTELCA 10 Bac, mosizoMTe mpo 1¢ cBoro Jiikaps.

IMonepe/xenns Ta 3amo0izkHi 3aX01H
[TpokoncybTyiiTecs 3i cBOIM JikapeM abo ¢apmarieBToM, Nepil Hix npuiimatu bocenran AKKop.

Ananizu, siki Bam jgikap moBHHeH 3po0HTH nepej NOYaTKOM JIIKyBaHHS
*  aHaji3 KpoBi IS NepeBipKH (PYHKLIT MediHKH

*  aHaJi3 KpOBi JUIS NEpeBipKH Ha aHeMilO (HU3BKHIL piBeHb IreMOoriIo6iHy)
*  TECT Ha BariTHICTS, KO BH € %kiHKOIO JITOPOJHOTO BiKY

ByI10 BcTaHOBJIEHO, IO JIesiKi MALiEHTH, AKi MpHitMami GoceHTaH, MaJIH aHOMAaNbHI QyHKIiOHANBHI MPOOH MEYiHKH
i aHeMitO (HU3BKWH piBEeHB reMOoTrIo0iHy).

Amnanizn, siki Bam jgikap noBuHeH 3po0HTH 1ijl yac JiKyBaHHS
[Tix wac nikyBaHHs npenaparom bocentan Axkkopa Bam jikap NoBUHEH OpraHi3yBaTH MPOBEACHHS PEryJIIpHHUX
aHaJi3iB KpoBi 115 nepeBipku 3MiH QyHKLIT e4iHKK Ta piBHA reMorio0iHy.

CrocoBHO IMX aHali3iB, Oy/b lacKa, 3BEPHITLCS TAKOXK [0 MaM'sTKH JUls NanienTa (BcepeuHi Bamoi ynakoBku
bocenran Axkkopn). Baxxiuso, mo6 Bu peryisipHo poGuin aHamni3u KpoBi, IMOKH BH npuiiMaere boceHTaH AKKOp/L.
Mu npononyemo Bam 3anucyBaTH aTy OCTaHHBOI'O aHaJIi3y, a TAKOXK JATy HACTYITHOTO aHamii3y (Hi3Hairecs aaty
y Bamoro mikaps) y mam'stii s namienra, mo0 ne goromoriio Bam 3anam'staTd, KOJIH IOBHHEH BifOyTHCH
HACTYITHUI aHai3.

Anajnizu kpoi s nepesipku GyHruii nevinkm:
Boun OyayTe mpoBOAMTHCA IIOMICALA MPOTArOM yChOTO MEpioAy JKyBaHHs npenapatoM boceHTan AKKOpA.
[Ticns 30inpLICHHS 103U JOAATKOBHI aHali3 OyIe BUKOHAHO Yyepe3 2 THKHI.

AmHanizu KpoBi Ha aHEMilO
Bouu 6ynyTs NPOBOAUTHUCS MIOMICSLS MPOTArOM Mepiux 4 MicsiiB NiKyBaHHS, a TOTIM KOXHI 3 Micsi micis
{bOT0, OCKIIBKH MALIEHTH, K1 3aCTOCOBYIOTE boceHTan AKKOp/, MOKYTh MaTH aHEMIO,

Axmo 1i pe3ynbTaTH € aHOMalbHHMM, Bam jikap Mo)Xe NpuifHATH pilICHHS IIOAO 3HMXKEHHS J03u abo
NPUIIMHEHHS JIIKYBaHHS MnpenapaTtoM boceHTaH AKKOP/ Ta NPOBECTH MO aHAJI3H I BUBYEHHS TIPHYHHU.

Hity i mignitkn. Haapuuii nmume oOmexkeHui KniHivHMI NOCBiJ JIKyBaHHA AiTEH 3 JITEHEBOIO apTepialbHOIO
rinepreHsieo BikoM 10 2 pokiB. boceHTaH AKKOp]| HE pEKOMEHY€EThCS NALiEHTaM JIHTAYOTO BiKy 3 CHCTEMHHM
CKJIEPO30M i aKTUBHUM BHPA3KOBUM ypaXkeHHsAM naibliB. [{uB. po3zin 3. Sk npuitMatu Bocentan AKkop/

Inmi rikapebki 3aco0u i bocentan Akkopa

[ToBinomTe cBoro mikaps aGo apmarieBra, Skmo Bu npuiiMaere, HeloaBHo NpuiiMasy abo Morid 6 npuiMaTH
Oyab-siKi iHIII JIKK, B TOMY YHCII JIiKH, OTpEMaHi 0e3 perenra. Oco6IMBO BaXIHBO MOBIAOMHTH CBOIO JiKaps,
AKo Bu npuiiMaere:

* uuKIocnopuH A (mpemapar, IO 3aCTOCOBYETHCS IMIC/A TPAaHCIUIAHTAL] 1 A1 JIKyBaHHS Ticopiasy), AKHi He
MO’KHA 3aCTOCOBYBATH pa3oM 3 boceHTan AKKop/.

* Cuponimyc abo Takpomimyc, SIKi € JKapCBKMMH 3aco0aMu, IO 3aCTOCOBYIOTHCS INC/s TpPAaHCIUIAHTAILL,
OCKL/IbKM BOHHM HE PEKOMEHIYIOTBCS JUIS 3aCTOCYBAHHS pa3oM i3 npenapatoM bocenTan AKKOpA.

+  D'mbenxnamin (3aci6 mma nikypanns giabery), pudamminiH (3acib guis rikyBaHHA TyOepKyIb03y), GIyKOHa30IT
i kerokoHazon (npoturpuOkoBi 3aco0H), Hesipamin (3aci6 mms nikysamws BIJT), ockimekm 1 mikm He
PEKOMEH/YETBCS 3aCTOCOBYBATH pa3oM i3 npenapaToM bocenran Akkopa.

* Inmi nikapeeki 3acobu i nikyanns BUI-indexuii, siki MOXKyTh BUMAraTi CreliajibHOrO KO

£
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BUKOPHCTaHHI pa3oM i3 npemapatom Bocenrtan AKkopa
* l'opMoHanbHi KOHTpauUENTHBH, 5K € Hee(eKTUBHUME SK €IMHMHA METOJ KOHTPAUENLil, i uac npuitomy
npenapaty bocenran Akkopi. Beepenuni ynakosku bocenran Axkopy Bu 3naiiiere naM'aTKky /1s maljieHTa, Ky
BU TIOBHHHI yBaKHO npouuTaTH. Bam nikap Ta/a6o riHeKoOr NpU3HAYMTE KOHTPALETILIO, SKa MiXOANTh came
Bam.
*  [Hmi mpenapaty uis JTikyBaHHs JiereHeBoi rinepreHsii: cunuenadin i raganadin;
*  BapdapuH (3acib, Mo NepemKo/PKae 3CifaHHIO KpoBi);
* CHMBACTaTHH (3aCTOCOBYETHCS JUIS IIKYBAHHA MiNEPXOJICCTEPHHEMIT),

KepyBanust aBroTpancnoprom ta po6ora 3 iHImMu MexaHizMamMu

bocenTan Akkopj He BITHBae a60 Mae He3HAYHWIA BIUIMB Ha 3/aTHICTh KEPyBaTH i NpaIfoBaTH 3 MEXaHI3MaMHu.
Tum He menm, BoceHTan AKKOp/l MOXe BUK/THKATH TilOTEH31I0 (3HIDKEHHS apTepialbHOro THCKY), IO MOXeE
MPU3BECTH 10 3aMaMOPOYSHHA, BIUIMHYTH Ha Bami 3ip i 31aTHiCTE KepyBaTH i BAKOPUCTOBYBaTH MamIuHK. Tomy,
Ko Bu igdyBaere 3anamMopouents abo 3aTyMaHEHHs 30Dy [N 49ac npuiioMy npenapaty BocenTaH AKKoOpJ, HE
cinaire 3a KepMo i He mpartfoiiTe 3 GyIb-IKHMH MeXaHi3MaMi 60 MalHHAMH.

Barituicrs, nepioa roayBanns rpyanio i gpepruibuicrs
JKiHKH penpogyKTHBHOIO BiKy
He npuiimaiite Bocenran Akkopa, sikio Bu Barithi a6o rmianyeTe 3aBariTHiTH.

/ecTH Ha BariTHICTL

bocenTan AKKOp/| MO3Ke 3aBaTH MIKO/TH TIIOJY, 329aTOMy /IO IIOYaTKy abo Mij{ Yac JIiKyBaHH npernaparoM. AKimo
Bu € xkiHKolo, sika MO3Ke 3aBariTHITH, Nepe/ MOYaTKOM NpuioMy mpenapaty Bocenran AKKOpa JKap MONPOCHTH
Bac npoi#itu TecT Ha BariTHIiCTS, i L /1ii pOGUTH peryIspHO Ha Yac npuiiomy nipenapary bocertan AKKopjt.

Konrpauenuis

Axo icHye WMOBIpHICTH TOro, Mo BH MoXeTe 3aBariTHiTH, BUKOPHCTOBYITe HaAiHHM METOJ KOHTPOJIKO Haj
HAPO/DKYBAHICTIO (KOHTpauenuifo), noku Bu mnpuiimaere Bocenran Akkopa. Bam mikap abo rinekoJor
NPOKOHCY/IbTYe Bac mpo naziini MeTosm KoRTpanenii Ha yac npuitomy npenapary bocerran Axxopa. OcKibKH
Bocerran Axkopn Moske 3po0HMTH TOPMOHANBHY KOHTPAIENL{IO (Hanpuknan, nepopaneHy, iH'exiiiny,
IMIUIaHTali#Hy a6o HaKipHY) Hee(DeKTUBHOIO, Lielf MeToil cam mo cobi € HeHaJiMHHM. Tomy, saxmo Bu
BUKOPUCTOBYETE TOPMOHA/NbHI KOHTpalenTHsW, BW TakoX NOBHHHI BHKOPHCTOBYBATH Gap'epumii MeTo[
(HanpuKiaz, sKiHouwmit mpesepsatus, aiadparma, npoTusammigHa ry6ka aGo Bam [apTHEP TAKOX MOBHHEH
BHKOPHCTOBYBATH npe3epBaTus). Beepenuui ynakoBku Bocenran Akkops Bu 3Haiinere naMm'ATKy IS NalieHTa.
B noBHHHI 3aNOBHATH 1110 MaM'ATKy i IlepesiaTy il cBoeMy Jikapio npu HACTYMHOMY BiJ[BiayBaHHi, o6 nikap abo
FiHEKOJIOT MOIIH OL[iHUTH, YK notpi6ui Bam moparkosi a6o aNbTePHATUBHI HaAiiHI MeToaM KoHTpauenuii. Skmo
Bu € xiHKoro fiTopojiHoOro BiKy, To mij yac npuiiomy npenapary bocentan AKKOp/JI PEKOMEHIY€EThCS IIPOBEICHHS

IOMICAYHHUX TECTIB Ha BariTHICTS.

Axwo Bu Barithi abo rogyere rpymuuo, abo BBaXkaeTe, MO MOXKETe Oyru BariThi a6o naHyeTe MaTH AMTHHY,
3BEPHITECA 110 JTiKkaps a6o papManeBTa 3a Mopajio1o, Mepej] MoYaTKoM npuioMy npenapary.

TlogyBanns rpyuio

SIKINO BH roJyeTe AMTUHY IPY/LIO, HEeTalfHO IOBiAOMTE PO He cBOro Jikapsi. Bam PEKOMEH/I0BAHO NPHITUHUTH
FoAyBaHHA rpyio, sKmo Bu 3acTocoByere Bocenran AKKopi1, TOMY IO HEBiIOMO, 4u NoTpaIuisie e npenapar
B IPYIHE MOJIOKO.

DepTHILHICTE

Hocstiokenns GepTHIBHOCTI y TBAPUH He MOKA3aJIM JKOJHOTO BILTMBY Ha napameTpu criepMu abo GepTHIBHICTS.
Axmo Bu 4vonosik, sxmit npuitMae GOceHTaH, MOXJIMBO, IO Iei NpernapaT MoXe 3MEHIIHTH KiIbKiCTh
crepMaros3oiis. He MOXHa BHKIIOUMTH, IO NE MOXe BIUIMHYTH Ha Bamy sjaTHicTs crath GaThKow.
IIpoxorcynbTyiitecs 3 Bammum nikapem, sxuio y Bac € Gyp-sxi 3anuranus a6o CYMHIBH 3 LIbOTO TIPHBO/LY.

3. Sk npuiimati Bocentan Akkopa

Jlikypanus npenaparom BocerTan Akkopa mMac GyTH posmovaro i KOHTPOJIFOBATHCA TiMTBKU JTIKapeM, AKHi Mae
pocia mikyBanHA JIAL" abo cuctemuoro cxieposy. 3asskau npuiiMaiite meil TIpEIapar 3riHO i3 peKOMEHAALISIMH
Bauworo nikaps. [Tpokorcyneryiitecs 3 nikapem a6o (apmaresrom Y BUNAJIKy BUHUKHEHHS CYMHiBIB. (/“
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IIpuiiom npenapary Bocentan Akkopa 3 i#er0 Ta HANOAMH
Bocentan AKKOp/ MOJKHA IIPUHMATH i1 4ac rpuiiomy ki abo okpemo.
PexomenoBana gosa

HMopocui

JlikyBaHHs y JOPOC/IMX 3a3BUYaif IOYMHAETHCS NPOTATOM NEPUINX 4 TIXKHIB i3 62,5 Mr 1Ba pasu Ha 100y (BpaHii
i BReYepi), Hamani Bam nikap, Ak npaswio, nopamute BaM npuiiMati Tabnetku 125 mr asa pasu Ha 00y, B
3aJIEKHOCTI BiJl TOTO, sIKOIO Oy/ie Bama peakuis na npenapar bocentan Akkopa.

(682083) Tara: 14/03/2018
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3acTocysanns y aireii i mianiTkis
PexoMeHaaLii mo/10 103yBaHHs CTOCYIOThCs unte Aitei i3 JIATL. Jls aiTei BikoM Bij 2 pokiB /TiKyBaHHS 3a3BHYail
NOYMHAETHCS i3 2 MI HA KT MACH TiJia /1Ba pa3u Ha 100y (BpaHIli i BBeuepi). Bam nikap noBMHEH MPOKOHCY/IBTYBATH
Bac mopo no3ysanHs.

Bynp nacka maiite Ha yBa3i, mo icHytoTs iHmi Gopmu GoceHTaHy, SIKi MOXYTH MOJIETIIATH A03YBAHHS LIS JIiTei i
MALIEHTIB i3 HU3HKOIO MACOI0 Tijla a00 TPYAHOIIAMH i3 KOBTAHHAM TaONETOK, BKPUTHX THTIRKOROK) 0O0JIOHKOK.

Sxkmo Bu Biguyeaere, mo Jis npemapary bocenraH AKKopa € 3aHaATO CHIBHOIO abo 3aHAATOIO C1abKolo,
POKOHCYJIBTYHTECA 3 JliKapeM, mo0 Ai3HaTHCA, YU NOTPIOHO 3MIHUTH J{03yBaHHSI.

Sk npuiimatu BocenTran Axkkop/
TaGnerku cmig npuitmaTy (BpaHi i BBevepi), 3anuBarouu Bojo10. TabneTku MoXKHA IPHHMATH TTiJ{ Yac NpUiioMy
ki abo okpemo.

Sxmo Bu npuiimacere Giabury 103y Bocentan Akkop/, Hisk MOBHHHL
Sxmo Bu npuiimaere 6inbine TabieTok, Hixk BaM OyJ10 IPU3HAYEHO, HEraiHO 3BEPHITHCS JIO JIKapsl.

HAxmo Bu 3a6yaere npuiinsata Bocenran Axkkopna

Axmo Bu 3abynere npuitnata boceHTan AKKOpP, MPUiMiTh 103y, SK Tineku Bu 3rajaere, a moTiM npogoBxkyiiTe
puiiMaty Tabnerku B 3BHYalinuii yac. He npuiimaiite noasiiiny x03y, moG KoMeHcyBaTH 3abyTy 03y, SKY

3a0y/IH PUHHATH.

Axio Bu npunuanTe JikyBanHs npenapatom bocentan AKkopj

PanroBe npUrMHEHHs JiKyBaHHs IpernapaTtoM boceHTaH AKKOpJ MOXKe IPH3BECTH 0 MOTIPIIEHHS CHMIITOMIB
3axpoproBanss. He npunuusiite 3acrocyBanns npenapatoMm bocenran Akkopa, sixumo Bamr mikap se paguts Bam
1ie pobutu. Bam mikap Moxke MOpaJiiTH 3MEHIITHTH JI03Y TIPOTATOM JSKITBKOX JHIB, IEpIl HiK MPUITMHATH PHIOM
TIOBHICTIO.

Axmo y Bac BUHMKHYTH Oyab-siKi I0OJATKOBI 3alIWTaHHs IO/10 3aCTOCYBAHHS L(OIO MPENapary, 3BepHITECS 10
nikaps abo (apmareBTa.

4. Moxanei nodivuni epextn

Sk i Bei mpernapaTy, Led npenapat MojKe BUKJIMKATH M00i4HI eheKTH, ajle BHHMKAIOTH BOHM HE Y BCiX.

Haiirsoxunmu nmoGiunumu edexramu Bif npuiiomy bocenTan Akkops e

IMopymena ¢pynkuis neyinkH, aka Moxke 3'aBuTHCA Olbmre HRK y 1 13 10 oci6
*  Amnemis (Manokpis’s), sxa moxe 3'aButucs y 1 3 10 oci6. ITpu anemii inoai Mojke 3Ha106UTHCS TepeTHBAHHS
KpOBi
Bami nokasHuKu rnediHku i KpoBi 6y/lyTh KOHTpOJFOBAaTHCS I/l 4ac JiKyBaHHs mperiapatoM BoceHran Akkopi
(muB. posjin 2). Baxmueo, mo6 1i anaii3u npoBoMIkCs 3riiHO i3 pekoMenaanismu Bamoro mikaps.

Osnaku Toro, 1o Baila NevyiHKa MOXKE MPALFOBATH HEHAJIE)KHAM YMHOM, BKJIFOYAIOTH B cebe:
*  HynoTa (1Mo3uBH JI0 OIIIOBaHHA)

* OmoBaHHA

*  JMXOMaHKa (IJBUILEHa TeMIepaTypa)

* Oinp y HUTyHKY (GKHBOTI)

*  JKOBTAHMIY (TOXKOBTiHHS Bamoi mKipy abo H6inkiB oueir)

*  ceya TeMHOTO KOJILOpY

* cBepbix wKipu

*  MJABICTh a0 BTOMIIFOBaHICTh (He3BHM4aiiHa BTOMa ab0 BUCHAKEHHS)

* rpunononibnuit cunxpom (616 y cyrnobax Ta M'sizax i3 raps4Koro)

Sximo By nomitinm Oyae-aKy 3 IIUX 03HAK, HEralHO MOBIOMTE MPO 1e CBOro JiKkaps
Bocenran Axxops Inmi noGiuni edexru:

Ny#e mommpeni (MoxyTs 3'BisTrcA Glibie Hix y 1 i3 10 oci6):

* TonoBuuii 6isnp
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+ Habpsk (Habpsik HIr | MAKOIOTOK 260 iHIII O3HAKK 3aTPUMKH PiJHHM)

IMommpeni (moxkyTsh 3'siBasitues y 1 i3 10 oci6):

« TloyepBoHiHHA 06mHM4Us 200 MWKipH

*  Peakuii rinepuyTiuBocTi (BKIIOYAIOYH 3amaneHHs MKipH, CBepOLK 1 BUCHIIaHHS)
* Tactpoesodareansra pedrokcHa XBopoOa (KHCIOTHEHI pedIioKe)

+ Jliapes

* CuHkorne (HeNnpUTOMHICTE)

* Tlanemitanis (mBujke cepuebuTTs abo apuTM™is)

*  Hwu3pkuit KpoB'ssHUN THCK

*  3akiajeHicTe HOca

Henoummpeni (MoxyTs 3'ssnatuca y 1 i3 100 oci6):

*  Tpombouuronenis (HU3bKa KiTBKICTH TPOMOOIHTIB y KPOBI)

*  HelitponeHis/neiikoneHist (HU3bKa KiJbKICTh IEHKOLUTIB)

* [IlinBumeni ¢yukuionansHi npoOH NEYiHKM TPH TenaTuTi (3amajeHHs NeYiHKH), BKIIOYAIOUH MOXKIIHBE
3arOCTPEHHS BIKe ICHYIOUOro renaTuTy Ta/abo KOBTSHHULI (MOKOBTIHHS WKipyu abo Ginkis oueit)

PiaxicHi (moxyTs 3'sBastacs y 1 i3 1000 oci6):

* Amnadinakcis (3araibHa anepriysa peakilis), aHriOHeBpOTHYHMI HaGpPsK (Habpsk, HalfyacTile HABKOIIO OYeii,
y0, s3uKa abo ropia)

* [lupo3 (pyOrroBaHHs) NeviHKM, MeUiHKOBA HEIOCTATHICTD (TSUKKE NOpymeHHa GyHKIT IeqiHKnN)

Taxox noBizoMsIOC PO HEYITKICTB 30py i3 HEBiIOMOK YaCTOTOO (4ACTOTA HE MOXKE OyTH OLliHEHA HAa OCHOBI
HasBHUX JIaHUX ).

IoGiuni epexrn y aireii i ninTkis
[ToGiuni edexrn, mpo AKi MOBINOMISIIN y JiTeH, siki oTpumyBanu BoceHtan AKKOp, Oy TAKHME K, 5K i y
AOPOCITHX.

Iosinomiiennst npo nobiuni edexrn

Axmo y Bac 3'apnarses Oyap-aki nobiuni edexry, npokoHcynbTyiTtecs 3 Bamum iikapem abo dapmanesrom. J{o
HHX HajIeXKaTh Oy/b-AKi MOK/IMBI MOGI4HI edexTn, He mepepaxosani B uil incTpykuii. [Tosinomsous npo moGiumi
epextr, Bu MoxeTe I0MOMOrTH HalaTH 0/IaTKOBY iHQOPMALLiIO Npo Ge3NeKy HBOTo Mpernapary.

Ha Besmkobpuranii - Bu Takox MoxeTe noBigoMuTy npo noGiuHi epektn Ge3nocepe/Hbo qepes cXeMy JKOBTOi
KapTku, 3a ajpecoro: www.mhra.gov.uk/yellowcard aGo BH MoxeTe 3HAWTH JKOBTY KapTKy ATreHTCTBa
YesmkobpuTaHii 3 KoHTpomo 06opoty nikis Ta MeauamHmX ToBapis (MHRA) B Google Play i Apple App Store.

HAns MaisTi - Bu Takosk MoskeTe MOBiIOMUTH 1o nobiuni epextr GesnocepeHso epes cucremy ADR Reporting
Caiir: www.medicinesauthority.gov.mt/adrportal

yiratn Bocenran Axkkopi

30epiraiiTe el npenapar B HeIOCTYNHOMY JUIsl AiTeH MicLi.
He 3acTocoByiite ueii npenapat micis 3akiHUeHHA TepMiHy IPHATHOCT, AKHil BKA3aHHil Ha YIAKOBLL i Ha Guicrepi
nicis "TIPUTATHHM O". Tepmit npHAATHOCTI BU3HAYAETHCSA OCTAHHIM JHEM TOrO MiCALL.

Buicrepu 3 amominieBoi Gpoasru
Hanuii ipenapar He BUMarae 0cOGIMBHX YMOB 30epiranHs,
IIBX/TIE/MB/IX-6xictepu 3 amomiriesoi donbru 3Gepiraiite mpu Temnepatypi e suie 30 °C.

He Bukunaiite npemapar depes criuni Bogu a6o y moGyrtosi Bigxomu. Jlizmaiirecs y cBoro dapmauesTa, K
BUKUHYTH JIiKH, ki By Ginbine He 3actocoByere. Lli 3aX0/14 JOMOMOXYTB 3aXHCTHTH HABKOJIAIIHE CEpeOBHILE.

6. Bmicr ynaroekn Ta imna indopmania

F
Slkmii cxnax npenapary Bocenran Akkopa ‘ﬁ/
/A
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Bocenran Akkopa 62.5 mr, TabiieTKn, BKPHTI NIIIBKOBOI0 060/10HK010: J[iI040K0 PEYOBHHOIO € GOCEHTaH y
BHIJIS/ MOHOTiipaTy. Koxna TabneTka Micturs 62.5 Mr GocenTaHy (y BUMIsSAi MOHOTiApaTy).
- bocenran Axxopa 125 mr, TabieTkHn, BKPUTI IIIBKOBOK 060/10HK010: [Ti040I0 PedoBHHOIO € GOCEHTaH y
BHIIA/i MOHOTiApaTy. Koxna TaGnerka MicTuTs 125 Mr GoceHrany (y BUMISAI MOHOTIpaTy).

InmumMH KOMNOHEHTAMH B S7Ipi TAGIETKH € KPOXMAaJIh KYKYPY/A3SHHIA, KPOXMaJIb MpeseIaTHHI30BaHHi, HAaTpilo
KPOXMaNBIIIKOJIAT (THIT A), MOBiZIOH i MarHio cteapat. [L1iBKOBE NOKPHTTS MiCTHTH TiMPOMENO3Y, TPHALETHH,
TanbK, THTaHy giokcun (E171), samiza okeup sxosruii (E172) i 3amisa okcun yepsonwuii (E172).

Sk purasigae Bocentan AKKOpA i BMiCT ynakoBkn

Tabnerku bocentan Akkopst 62.5 Mr, BKPHTI TLTIBKOBOIO 0G0JIOHKOIO, CBITIIO-0pamKeBi, Kpyrii, Hpuomm3Ho 6,20
MM B JliaMETpi, ABOOMYKJI, BKPUTI ILTiIBKOBOIO 060IOHKOIO TabiieTku 3 rpasitoBanusm "[B1" 3 oxHOro 6oky i
IUIOCKI 3 iHIIOro.

Tabnerkn Bocenran Akkopa 125 Mr, BKPHTI TUTIBKOBOIO 060JI0HKOIO, CBIT/I0-0paHXKeBi, Kpyrii, npuoiuzHo 11,00
MM JOBXKHHOO, 5,00 MM IMHPUHOIO, JBOOIMYKIIi, BKPUTI IUTIBKOBOKO 060JOHKOIO TAOIETKH 3 rpagitoBanssM "[B2"
3 0J1HOro GOKY i IUIOCKi 3 iHIIOro.

‘abnerkn bocenran Akkopa 62.5 Mr, BKpHTI ILTIBKOBOIO OGONIOHKOIO, YHaKoBaHi B GIiCTEpH 3 aIOMiHI€BOL
onbru Ta I[IBX/TTEAIBJIX-6rictepy 3 amominieBoi Goasru, mo Mictars 14 TabieToxk, BKPUTHX IUTIBKOBOIO
000/10HKOI0. YTIakoBKY MicTATE 14, 56 a60 112 Ta61eTOK, BKPHTHX ILTIBKOBOIO 0G0IOHKOIO.

Tabnerku bocentan Akkopz 125 Mr, BKpUTI M1iBKOBOIO 0G0JIOHKOIO, yTIaKOBaHi B GITicTepH 3 aJFOMiHIEBOT (OJTBIH
ta [IBX/TIE/TIBIIX-6nictepy 3 amominieoi hombr, mo MictaTs 14 TaG1eTok, BKPUTHX MITBKOBOIO 060I0HKOIO.
Ynakoeku MicTaTh 56 abo 112 TabieToK, BKPUTHX IITiBKOBOIO 060JIOHKOIO.

MoxyTs 6yTH HOCTYIIHI HEe BCi pO3MipH yHakoBKH.

Biacnuk peectpaniiinoro nocsinuenns na jikapcsKuii 3aci6 Ta BUPoGHHK
Biacuuk peectpaniiinoro nocsiguenns ua gikapebkuii 3acio:

Axxopzn Xenckea Jlimiten

Ceiiox Xayc,

319 Ilinuep Poyx,

Hop3 Xeppoy,
linnnecexe, HA1 4HF,

Benuka Bpuranis.

Bupoouuk:

Axxopa Xenckea Jlimites
Tlepmmii nosepx,

Ceiimx Xayc,

319 Ilinnep Poyn,

Hop3 Xeppoy,
Minnnecexc HA1 4HF,

Besuka bpuranis

Mlata octannboro neperasiay miei incTpykuii - 02.2018 poky.
Ha makem maxosic HAHOCAMBCA MeXHIYHT ROZHAYKYU Ma 6KAZIEKU BUPOOHUKA, WO CIMOCYIOMbCA 10Z0muUny,
UMPUX-KOOY

INPOO1
10 1947 1 682083
(682083) JTata: 14/03/2018
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Ilepexkyian TeKeTy JIMCTKA BKJIAJHINA, 0 MAaPKETYEThCS Ta IVIAHYEThCS /10
BBO3Y HA TepUTOPi0 YKpaiuu

BazxiuBi nonepexkenns 6e3nexH /151 NaNi€HTIB, IKi IPHIIMAIOTHL Npenapar
bocentan Axkopn (bocenran)
LIst mam'siTka MiCTHTE BaXXIMBY iH(opMarito npo npenapat bocenran Akkopa. Byas
JlacKa, YB&)XXHO IPOYMTANTE IO MaM'ATKy Iepe]] IOYaTKOM JIIKYBaHHS [IPerapaToM
bocenTan Akkop/.
Bame im's
Jlixap, sikuii Mpu3HAYae
npernapar:
SIk1o y Bac BUHHMKIIM MUTAHHA MO0 npenapaty bocentan AKKop/, 3BepHITHCA 10
JiKaps.
Axxopn Xeinckea Jlimiten

KonTpauenuis

Yu BM BUKOpPHCTOBY€Te ab0 IIpUiiMaeTe KOHTPAIENTHBY B JaHuii yac? Tax@l Hi B
Sxmo Tak, HaMWIIITE HA3BH TYT:
BispMith 10 mam'aTky 10 cBOro Jikaps aGo TiHeKONOra MpH HACTYITHOMY
BIJ[BI/lyBaHHi, i BiH / BOHA 3MOX€ HOPAJHTH BaM, YM IOTPIOHO BHKOPHCTOBYBATH
JI0/1aTKOBI 200 aJbTepHATHBHI METOIH KOHTpAIIEIIIi.

Ha nucmky sknaduuily makoiyc HaAHOCAMbBCA MeEXHIYHI NOZHAYKU Ma 6KazieKu
6UPOOHUKA, W40 CHIOCYIOMbCA JI020MUNY

AnaJi3z KpoBi A5 nepeBipku GpyHKUIT nevinKH

Y IesikuX MAaIl€enTiB, sKi npuiiMan bocentan AKKop, Gy BUSABICH HEHOPMOBaH
dyHKuioHanbHi npobu mewinky. I1ix ac nikyBanus npenapatom Bocenran AKkopi
BAaIll JIiKap MOBHHEH OPraHi3yBaTH PEryJspHI aHaTi3¥ KPOBi JUIsl IIEpeBIpKH 3MiH
(GyHKIIT MeYiHKu.

He 3a0ysaiire 3naBaTtm amaniz KkpoBi aust nepesipkm ¢yuknii mewinkm
noMicsus.

Hicst 36ib1eHHs 103K 10AATKOBHIT anaJxi3 Gyxe 3pobaennii yepes 2 THIKHI.
Jlara nepmoro moMics4HOTO TECTy:

Bamr momicsaauii rpadik ananisy Kposi s nepeBipku GpyHKINT MediHKH:

Ciuenn

JIrotuii

bepesens

KBitenn

Tpasenn

YepBeHb

JIuniens

Ceprenb

Bepecens

’KoBTeHns

Jlucronan

['pyness r—-—
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SIKII0 BM KiHKa penpoayKTHBHOIO BiKy, yBasKHO HPOYHTAITE IO CTOPIHKY
BaritHicTh

bocenTan AKKOpa MOXKe 3aBIATH IIKOAH PO3BUTKY IUToza. ToMy, BM He NOBHHHI
npuiiMate bocentan AKKopJ, SIKIIO BH BariTHI, i BU TAKOX HEe MOBHHHI [IaHYBATH
BariTHICTH B Iepioa npuiioMy bocenran Axkopz. Bibin Toro, Ko By cTpaxkaacTe
JISTEHEeBOIO IIePTEH3I€I0, HACTAHHS BAriTHOCTI MOYXE CHIIBHO MOTiPIIATH CUMIITOMH
BAIIOr0 3aXBOPIOBaHHs, SIKIIO BH MiJI03PIOETE, 110 MOYXKETE 3aBATriTHITH, 3BEPHITHCS
1o nikapst abo rinekosora.

KonTpanenmis

[IporusariiHi 3aco6u, 3aCHOBaHi Ha TOPMOHAX, TaKi SIK OpaibHi KOHTPAIIEITTHRH 60
NpOTU3AIUTIIHI TabJeTKH, rOpMOHAIBHI 1H'eKIii, iMIUIaHTaTH abo HPOTU3AILTIHI
LIKipHI IUIACTUPI, HE MOXYTh Ha [iiiHO 3ar06irTH BariTHOCTI Yy XKIHOK, 10 IPAHMAIOTh
Bocenran Axkopa. Bu nosuHI BKopucTOBYBatH Gap'epHy (hJopMy KOHTPOIIO HaJ
HapOJDKYBAHICTIO - HAIIPUKJIAJ, TIPE3ePBATHB, JTiapparMy abo BariHaabHy ryOKy - Ha
JOJATOK JI0 OyAb-AKOrO0 3 [HMX BHIIB TOPMOHAJIBHOIO KOHTPOJIO HAJ
Hapo/DKyBaHICTIO. OOOB'A3KOBO OOroBOpiTH OyAb fAKI MHUTAHHS, AKi MOKYTh
BUHUKHYTH Yy Bac, 3 BalmMM JikapeM a0 TiHeKoJOroMm- 3alloBHITH JaHi Ha
3BOPOTHOMY 0oL wi€l mam'ATKy i BigHeciTh ii 1o cBoro Jikaps abo riHekosora npu
HACTYITHOMY Bi/IBiZlyBaHHi. Bu MOBMHHI POBOIWTH TECT HA BAriTHICTH 0 IOYATKY
npuiioMy bocenrtan Akkops i ITOMICSII i1 9ac JTiKyBaHHsI, HABITE SKIIO BH rajiacTe,
110 BH He BariTHI.

Jlata repioro momicss9HOro TecTy:

Afecs ge LK WbfelpAgeno R / %c» «oac%/
n%ggm/(a(f@w MWM’ ;‘;’NW #&rﬂ@ ”zz;o M
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Package leaflet: Information for the user
Bosentan Accord 2.5 mg
film-coated tablets
Bosentan Accord 125 mg

Bicod tests for anaamia

Thews wil be dana avery monlh far the firet

4 morths: of treadment, than avery 3 morths afler
thal. as patients laking Boseritan Accord may get
anasmia.

I thewa resulle are abnormal, your

ducide fo reduce wdmwm'mmm

Bosantan Accard snd 1o perform Rurhar fests to.
the cavse.

fil o d
Bosentan

Children and adalescants
Raad ail of Ihls leafiet carefully before you Thase is oy limiled cinioal experence In chiidran
‘start taking this medicine b Wi puimanary 2 yeans

Impartant information for you.

=Kpap this lsafiol. You may need 15 read B agaln.

=i you have any further questions, ask your
doctor of pharmache.

~This medicine has been prescribed for you anly,
Do ot pass i on o ather it may ham them,
even IF their signe of lness are the same as

yours.

=If you get any side ofects talk to your doctar or
phamacist. This wny peasible side
effacts not listed in this leafiel. See saction 4.

What is in this leafiet

of age. Bosantan Accord are not recommended in

ergeing digtal uker distase, Phase see also
#ection 3. How to take Bosentan Accard,

Othei medicines and Bosentan Accord
Tell your dectar of pharmacist If you are taking or

1. What Bosertan Accord s and what i Is used not be uaed tegather with Bowerfan Accord
for = « Siaberue of tcrlmus, which s mediines used
. What you need o know bedars whar thy ot

z !mz R o be usad Acsard

3 How to take Bosertan Accord = glbenciamide [ Sabetes madicia),

4 Possible slde afacts = rradicine), fuzonazole and

. Hew ta wtor Bassrdan Accord {rmediciss againat fungal

6. Conlerts of the pack and olher infarmation

thvesa medicines are not recommanded to be
umed together with Bosertan Accord

= athar medicines for the treatment of HIV
Infection, which may require special mllmiu
| used logother with Bosortan

Bosentan Accord s used 1o beal

» Pulmanasy arterial byrpertenaion (PAH) ; PAH ls
& dissase of severs narmowing of the blood
weBEels i the lungs resulting i high blood
ransure in the blaod vossels [Me pulmonary
wrteries] that camy blood from the heart (s the
lungs. This prosaLse reduces the amount of
eayygen thal can get inio Ehe blood in the ungs,
mwmummdmlm

widena the puimanary sreres, making it

n-lusrhmbm bizad Ehrough
therm. This lowers the blsod pressurs and
rellaves ha symploms.

Bossntan Accord s usad to treat
cana il pulmenary mlnmmlh
Improve exercis eapaeily (il abdity io camy out
phywical activey) and symploms. The ‘class”
radncts the serousness of the dsease; ‘class W'
Inwoives marked §mitation of physieal activey,
aris have also been shown in
with eiaas Il PAH. ‘Clags I involves

which

wprimary (with no [dentified cauue of famiial);

scaused by sclarodanna (Bleo called syslomic
abnormal

mumm
effective as the scée mathad of contracaption
whin you take Bosantan Accond, Inelde yeas
pack of Bosentan Accord you will find a Patient
At Casd which you should read carefully, Your
doctar andiar gynaecclogist wil ostablish the
confraceplion which is aparoprisls faf you.
wother medications kor the (reatment of
puimonary hypertenaicn; sikienafil and tadalafl;

wwarfarin (an anticoaguiant agent);

[Dviving amd wsing machines

‘Bomentan Accrd has ne or neglgible infusrcs
on e abiily ta diive and use machines.
However, Bosentan Accord can induce
Mypolension (decreass of your biead pressurs)
which can make you feed dizzy, afec! your vision
and aflect your abiity to deive and use machines,
Thewwtare, If you Seel dizzy or that yeur vision is
blurred whils taking Bosantan Azcasd, do nat
drive o cperate any tosis of machines.

Pragnancy, beeast-feeding and fertility
Waman of child-bearing age

Do NOT take Bosontan Aszard i you are
pregrant or planning o become pregnant,

Pregnancy tests

Bosantan Accard may harm unborn babiss

canceived before slasting or during reatmen, i

¥au are a woman wha could became pregrant,

¥our docior wil aek you to taks & pregrancy tost
Agcord, and

wclaivals, & diwease where thera I adare you elad ==
qmahmmumww- regularty while you are taking Bossrtan Accard. —=
the siin and ather orgal
.mhmmwmmdnﬁd-m Contraceptives

that become pragaand,

bl flow of blood thraugh the haart and
lurgs.

= Digital ulcers: (saves on the frgers and toes)
In st patinnts with a condition cabied

‘wcimrodarma. Dosentan reduces the number of
mow Enger and tos weers that sppea,

2. Whar you need to

Accord
nq_wmlemupunnpq o,
Injection, implant, of skin patches) ineSeciive, this
mathod on s own i not reliatie, Tharelore, if
¥OU Uty harmendl conlraceptives you must also
use & barrer meshod (e.9., femals condarm,
contraceplive sponge, o your partner
must alsc Lse & condom). Inelde your pack of
Hosantan Accard you will Snd a Patient Alert
Card. You should complats this esd and take ?
2 your doctor at your naact visit so that your

doctor or gy can awsess whethar you
naed additional or aamative refable
wdm-pdu

wify ar

while
ok o are of chid-bearing age.

I yous &re pregnant or breast-feeding, think you
miay be pragnant whphwiuwl-nulbv

-lyw-l-m:nﬁemrhtllllmddr- sk your doctar or pharmacist for
taed afier & traneplant or 1o treat pacriasis) takdng this medicine,
Iany of thess apply 1o yeu, tell your docter, Breast-feading

taidng

Tell your dector immediately if you s
breast-leeding. You are advised o step
‘Bosenten

Teats your doctor will do batam treatment
3 blood test ta check your Tves function
+a bload beel fo check for anaemia flow

taemaghobin)
+a pragnancy test If you are a woman of
chid-bearing patential

Soma patienls taking boserkan have been found
hmmmmmnm-ﬁ
lobin).

Texts your doctor will do during treatmant
During ireatment with Basentan Aseord, your
doctor will amanga for regular bload tusts to
chesk far charges In your e funclion and
haemoglobin tevel,

Faor all thase tects please refer alva o Bhe Patient
Alert Cand (inalde your pack of Bosentan Accord).
It i important that you have these segular blocd
Eosts as lang ae you are taking Bossntan Ascord.
W suggest you wrile the date of your most
recan test and also of your next tesd {ask your
doctar for the date) on the Pationt Alert Card, to
help you remermber when yaur rest test i due.

Rload fests for liver funclion:
These wil be done every manth for the durafion
of treatment with Bosentan Accard. Afer an

Accord is prescrised
for you, Because It is rat knawn whathor this
madicing passas is Braael mik.

Fati
Fertiity studios in animals showed no effects on
‘wperm parameters or
Ifmmlmmmlkwﬂﬂl
that this medicine may lower your sperm counl. it

RavB aiy questions or cencems abou fhis.
to-tako B

Troatment with Bosentan Accord should only be
wtarted and manitcred by @ docior wha has

Accord

scledonis. Always fake Ihis medicine eractly as
your decsor has fold you. Check with your docior
of phamacie! If you are not sure.

Besentan Accord with faod snd drink
Baoserian Accard can be taken with or without food.
Recommended dose

Adult

Thit Weatment in adulls s usually started for the:
frst 4 weeks with 62.5 my twice dally (morming
and evering), fom then yeur doctor will usualty
adviss you 1o take a 125 mg table! twice daily,
o how you rasc i Bosertan Accond.

mcraase in doss dona.
afer 2wk

(682083) Date : 14/03/2018
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Use In Children and adolescents
childrer s cnly far

ﬁfupﬁmimw_m.m

Badywaight bwice
oidf @actar Wil advies you on your dosing.

Floass rote that other farnutations of bosertan

eanier for children lnd-;ﬂi-ﬂllﬂlhwhl\l
wenight or difieulties io swallow Sm-coated blets

Keep this madicine out of the sight and reach of
children,

D not usa this medicing after the expiry dats
‘which s staled on the carlon and on the biister
afor "EXP". The expiry date refars to the last day
of that monit.

Alurminum-aiuminium bilsters
product does GLTe ary

Bosentan Accard s oo strong o too weak, talk to
yousl doctof In order 1o find out whether your doss
naeds bo be changed.

How o take Bosentan Accord

Tablets shauld be taken (morning and avening),
wwillowind with water. The tablels can bo taken
with ar without faod,

H you take more Bosentan Accord than you
shauid

I yerus Lirke more tablet than you have besn tald
b fake, contact your doctor Immediataly,

It yau torget 1o take Bosentan Accord
Ilmwhhh!n—lhﬁnud take &

PVCIPEIPVDC-alurminium bisters

Do nok s above 30 *C.

Do nat theow away any madicings via wastewater
o household waste. Akk your pharmasciet how to

trrew aveary medicines you no longer use. These
measurss will help to protect the anviiehment.

4. Conients of the pack and
other infarmation
‘What Bosentan Accord ecntalne

—Besentan Accard §2.8 mg film.coated
tableta: The acive substanca ls bossnian as
containe 82.5 mg of

doss a8 soan. o
take your tablets af the Leuel times. Do nof Lake &
double dowe to make up bor & lorgatien tablats.

If you stop taking Bosantan Accord
Suddanly stopping your traatment with Bosentan

tal you o reduce the doss oved & few days
Ealors stopping compiatety.

1f you have any furthr questians on the use of
i madicing, ssk your daclor, or pharmacit.

Llke o madicines, this medicne can causs side
offacts, allhough not everybody gels them,

The most serous side efects with Sosantan

Accord are

+ Abnermal lver function which may aflect mane.
an 1 In 10 people

« Anagmis (low blood value) which may affect up
ta 1 In 10 peopls. Anseria may occaslonally
require blaod transfusion

Your fver and béoad valuas will be moniared
during treatment with Bosentan Accard fsea
section 2). It is Important hat yea hive these
tmate 28 ordered by yeur docler.

N.r-lu{,-uh-nfml be working proparty
-im-u furge Bo vomil)

wvomiling
Bever

{high bsmperature}
= pain In your stamach (abdoman)
«jaundice {yollowing of your skin of the whites of

your eyes)

+darkcaloured

*liching of your skin

«Bathargy or faligus (Unuaual Sredness or
axhaualion)

» Mk muscle pain with faver)

boseraan (as menchydrats).

—Basentan Accord 128 mg film-coated
tablets: The active substance is bosortan as
monchydrate. Each tablat containe 125 mg of
besentan (as monohydrate).

=The othar ingredisnts in U ekl core ars
maite slarch, pregelatinieed siarch (malza)
sadiumn starch glyoolate (type A), povidone, and
magnesium stearate, The film coal containe

{E171), iran oxide yeliow (E172) and iron oxide
red [E172)

What Bosentan Accord iocks iike and
contents of the pack

Bosentan Accord 628 my fim-<caled tabbets are
Light orange, round, approximately 6.20mem in
dlamater, biconves, fim-coated tablats debossed
with 181" on one side and plain on other side

Bosentan Assord 125 mg flm-coated tablets sre
Light orange, oval, apgreximately 11.00mm in
fengtn, 5.00enm in widih, bicorver, fim-coated
tabluts debossed with “IBZ on one side and plain
on other side

Bosertan Accord ﬂ!mw-ﬂhﬂum“
wmmmmm 14

fim-caated tablats, Carlons cordain 14, 56 or 112
film-caated tablats.

Beagntan Accerd 125 my flim-coated tablets are
ipacked In Alurrinim-aluminium blisters and

PUCIPESR il ing 14
fim-coated fablels. Cadtons contain 58 or 12
fim-coated tablets.

Mot all pack sizes may be marketed.

Marketing suthorisation holder and

If you notice any of thewa sigrs tell your doctor
Immend ately

Basentan Accard Cther skde effocts:
Very commaon (may afiect more than one in 10
paapie]:

+Headache
+Oudema (sweling of the logs and anides or
ather signs of fluld rebention)

Common (may affect up to ane in ﬂrnwhl'
=Flushed appearance or redness of
+ Hyparsanetivty reactions ﬂlmdhqlﬂn

+ Nagal congesion

Uncammen (may afct up to one In 100
Proplay
» Throenbacytopanta (low number of blood

phaleiets)

+ Noutropaniaisukopenia (low rumber of white
bisad cali)

* Elevated fver functian tesls with hepatits
(Infammaticn af tha var) indiuding pesalble
sancarbation of underying hepatitls andior
Jaurdica (yelowing of the 4kin of tha whitcs of
tha eyes)

Rars (may affect up o ane in 1000 peaple):
»Anaphytarle (general

angicodema {swaiing, umdnnmmnnl\c around
ihe ey, lips, fongue or thoat)
Cirhosis (searing) of the lver, liver failure
{serious distubance of iver functian)
Bired vislon have alsa been reparied at an
hkngiwn frequercy (regquency cannat be
estimated rom Fw svailabla data).

Sldw eflects In children and adolescents

Reperting of slde effects
|rmwwddammum¢mfm

eflects mw hum«.p,m.m
efiects you can halp provide more information an
tha safety of Bhis medicine.

Far UK- You can alea roport side efiects diactly
Via the Yellaw Casd Schame, sl

wowmhra, govukyetioweard or search for MHRA
WWMHMMMNMM

For Makta- You can also repart side sfiecls
dirnctly via
ADR Repariing

(682083) Date : 14/03/2018

Marketing Authorisation Holder:

Accord HeaShears Limilad

Sage Houss, 318 Pinner Road, North Hasrow,
Middlosex, HAT 4HF

United Kingdoen.

Manulacturer:

Agccord Healthcare Limibed

Saga houss, 319 Pinner Road, North Harow,
Middienax HAT 4HF,

Unied Kingdom

This leaflot was last revised in 022048,
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accord/i
Package leaflet: information for the user
Bosentan Accord 62.5 mg
film-coated tablets
Bosentan Accord 125 mg
film-coated tablets
Bosentan

Read ail of this leaflet casefully before you

Biood tests for anaemia

Thaae wil be done avary maonth for the first

;‘nmmﬂu of treatment. then every 3 manths after
an

Bosarn I

—
1t these results are abnormal, your doctor may
dezida (o reduce your doce of stop ireatmant with

Bessntan Accord and to perform further tests 1o
investigate the cause.

Chiidan ard adclescents
'IHNUWW cinical experience in.childran
urder 2 yoars

start taking this medicine
Impartant information for you,

of age. Bassrtan Accord are not mcommended in
i and

~Kaap this laSel. You may need to

~ I you have any fudher questions, ask your
duclor or pharmacist,

~This mesdicine has been prescribed for you ony.

angainyg dighal vicer diseass. Please see sise
saction 3, How 1 tike Beventan Accord.

Other Accard

Da nat pass B on to others. i
even i thelr signs of ifinees are the same as
yours.

=1 you get any side eflects talk to your docter of
phasreacist. This includes ary possible side
aMocts ot listed in Bhis leaflet. Ses seclion 4,

‘What Is In this keafiet:
1. Whist Bosertan Accord bs and what # is used

for
2. What you need 1o know badore you take
Beaanian Accard

£ Coninsia of the pack and other Inkrmetion

{nat Bosantan Accord is
and what it Is used lor

Tell yaur dockor of pharmacist i yau am laking or
have recently tlaken or might take any ciher
madicines, nclding medicines obtained without
@ prescription. R is especially impartant to tell
your doctor If you are taking:

wmmm mmm.w

mlhn-wudm Baseritan Accord
-m«mmmu-ﬁ-m

hhuﬂwmmm
« gibenclamids (a diabeles medscine), rifampicin

mermmmﬂ'm- Pasent

Bawantan Accerd s used fo treal.

= Pulmenary arterial irypertension (PAH) . PAH is
a diseans of severe nanmwing of the blood
vessals i tha lungs resulting in high blood
pemssure in the blced vessels (the pmy

. Yo

corntruceplion which s appropriate for you,
+ cther medications for the treatment of
puimanadry Fypertersion: sidenafil and tadalafil;
wwartarin (s arficoaguiant agen);

3.

wmmmnma
| Irfo the biood in

making physical activity
Accord widens the mmu&ul
‘massint for the heart o pump bood thigugh
iiveem. This kowers the blood pressurs and
reloves tha symgtoms.

Bosentan Accord Is uned I treal patierds with
class 1l pulmonasy arterial lyperiension

Driving and
Besentan Accord has no of neglgibie nfuence
mmuwwhmwmmm

1, Basantan Accord can induce
rqpuh (decreass of your blocd pressure)
‘whiich can make you lesl dizzy. affect your vision
and affect your abilty b drive and use machinas.
Tharefore, if you feel dizzy er that your vision is
‘blurred whilk taking Bosentan Azcard, da net
drive ar operate any fools or mashines.

Pregnancy, MMMN Bertility

‘phimical ackivity) and symetame, The ‘dass’ Wemen of child-bearing ap
refiects e seriousness of he disasss: cass ' Do NOT tabs Bosantan Ascord il you are
[ p— planning -
Some aito been shawn In

with efass I PAH. Clase IF nvalves Prognancy tests.

caukirg
abnoerral fow of blood Bhough the heart and
ungs.

= Digital uhzers: {sores cn the fingers and toes)
im wdull patisnts with & condition called
sckeroderma. Bosenian reduces the number of
new finger and toe uicers that appoar.

2. What you need to know

before you take Bosentan
#Accord

Do nat take Bosarntan Accond
= f you are allerglc to bosentan or any of the
ether ingredients of this medicine (listed in
saction 5]
« i you have liver problems {ask your docioe
« i you are pregnant, or could gat pregaant
melable

madicines
rnm are taking m:hlpurhwl.um
afier a ransplant of fo eat psriasis)

Wary of thews apply o you, tell your doctar.

Warnings and precautions
Tak o yeur doctor of pharmaciet before taking
Bogentan Accord.

Tests your doctor will do before trestment
8 blood test o chack your fver function
«a blood test to check for anaemia (low

haemoglobin)
* & pregnancy bes! If you are a woman of
child-bearing poteniial

Some patients taking bosentan have been found
= have abncamal ver function tests and
ananmia {low hasmoglobin).

Tests your doctor will do during freatment
During treatmend with Bosentan Accord, your
ditar il arrange for regular blood fasts fo

check for changes In your liver function and

hasmeghin level,

Far ail ihese tests please refer also bo the Patient
Alert Casd (insisde your pack of Bosentan Ascord).
1 i Imporiant that you hawe these regular Blood
tonts 2 long as you are taking Bosentan Accord.
We suggest you write the date of your most
recam lest and atsa of your nest fast {ask your
doctor for the date) an the Patien! Alert Cand, to
help you rememier when your next best is due,

Eloos] tegly for lver hunclion:
Thece wil ba denn svary month for the duration
f treatment with Bosentan Accord, mrln

Beaartan Accord may harm unborn bables
conceived befare starting or during treatment. If
yeu are & worran whe could become pregnant,
your doctor will ask you to take @ pregnancy test
before you start taking Bosantan Accond, and
reguiarly whiln you 9 taking Bosarian Accond.

methad on s own ks not reflable. Therstore, if
you uss hormonal cortrace plives you must slss
e a barrler mefhed (e.g.. Temale condem,
diaphragm, contraceplive sponge, of your pastner
mus! also uss & condom). Inskde your pack of
Bosentan Accord you will find o Patient Alert
Card. You shauld coenplute this card and take it
e your doclor sl your next wish 5o that your

methods. Marthly pregnancy tests.
are recommended whis you ane taking Bosentan
Accord and are of child-bearing age.

If you are pregnant or broast-feading, think you

mary ba pregrant of are planning to have a baby,
ask your doctor or pharmacist for sdvica Bl

taking this medicing.

breast-feeding. You are advised 1o stop
breasi-leeding If Bosentan Accord s prescribed
for you, becauss K s not known whether Shis
madicine passes Into breast milk,

Fertiity
Festlity studies In animals showed no effects on

canncl be excluded that this may aflect your
ability o father a child. Tk Bo your doctor if you
have any questions or concems about this.

‘your doctzr has Jold you, Check with your dcor
of pharmaciet if you are ot s,

[Bosentan Accord with food and drink

Recommended dase

Adult

This tratmant In Sdults s usually starled for the
firsl & weeks wih £2.5 mg bwice dally (morning
and evering), fram then your doclor will usually
wdvise you 1o take & 125 my tablel twice daily,
on hew you react to Bosentan Accord.

increase in dose an
afor 3 weeks.

(693421) Date : 26.02.19

[

1A

YA 17645/ 07 )OF
ggs Jo0 0L Aodo ™




U

7OV

Colowrs Used.
Accotd Il | Fanione Black
Basartan
UK-MT
Engish
170 x 550 mm FIL)
8
S (Puge 2 of 2) 0405)
10_03_17 (Bosertan ACC-UK-MTHOLD-FIL)
Chackad By Approved By
Ragulatory Affairs Qusality Assuranes
Bhavesh — SESEEES | Njlesh patel B
Kakadiya .~ =

Use in Chikiren and adolescents

Tha doss recommandatien in childsen s only for
PAH. Fer children 2 years and older, ireatrment
with is ueually slarted with 2 mg per kg
bodyweight twice daily (meming and evening.
Your doctor will advise you on your dosing.

Piease note that cther formulations of bosentan

&. Howioxtare Bosendan Accord

Keop this medicine out of the sight and reach of
children

Do not use this medicine after the. expiry date
which is stated on the carion and on ihe biister
after "EXF", The explry date refers fo the last day
of

ane svailable, which may
.ﬂllﬂrmﬂmﬂhw
weight or difficuliies bo swallow fim-coated tablets,

ermummn efiect of

Alurmiram-aluririm blistes

wpecial stovage condillon.

‘Boserdan Accord g ak, talk 1o
your dector in order to find wtm,«lm
needs {o ba changed,

How io take Bocentan Accord

P = blisters
Do nod store above 30 °C.

Do et theow away any medicinee via wastewaier
¢ household wasle, Ask your phamacst how to

B taken (moming
walkowad with waler, The fabies can be taken
with or without food.

lm take meore Basentan Accord than you

umm mare tablets than you have been told
fo take, caninct your doclor immediately.

It you forget 1o take Basentan Accord

17 you forgat & take Bossntan Accord, take
‘dose a8 £00N a8 you remember, then contrue ta
takn your tabiets at the usual times. Do nol take &
double dows Lo maks up for a forgatien tablets.

1 you stop taking Bosentan Accard

Suddenly stopping your Ireatment with Bosertan
Aceord may lead 1o your sympboms getting
worss, Do ot slop taking Boserptan Accard
uniess your docbor els you 1o, Your daclor may
tefl you to reduce the dose over a few days
Bafira slapping completely.

M you bhave any further quessions on the use of
ask your dactor, of

4. Possible side effects

Like thin
elfects, alihough nal everybody gets them.

Tha mast earious side affects with Basentan
Accord are
Aliarmal

function which: ray

than 1 In 10 peaple
«Armarmia (ow bioed value) which may afiect up
ta 1 in 10 people. Anaemia may occasionaily

Signs that your liver may not be working propesty
inchude;

«nausea (urge to vami)

+wamiting

«taver (high temperature)

=pain in your siamach (abdoman]

+faundice fyelowing of yous skin of he whites of

wxhaustion]
+ Rl myndreme (Joird and muscle pain wih Rever)
I you netice any of these signs tell your doctor

Bogentan Accard Olhet side afacti!

throw Fway you ra longer Lse. These

Ip ko p

€. Conlenls of the pack and
other infarmation
‘What Bosentan Accord containe

~Bosentan #ccord 62.5 mg film-coated
‘tabbete: The active rubstance is beasntan as
me [Each tablet contains 62.5 mg of

5 menchydrate)
~mm1zu_mm
tablats: The weive substance is bosentan &8
manoiydrate. Each tablet containe 125 mg of
Esentan (as monchydrate),

~The other ingredlents in the tabiet cara am
malze slasch, prageiatinised sarch {maize).
sodhim starch glycolals (type A}, povidone, and
magnesium siearate. The film coat containe
ypramselose, iriacetin, tak, tanam dicxide
{E1T1), Iran cukde yallow (E172) and lon exide
red (E172)

What Bosentan Accord looks like and
contents of the pack

Bosentan Accard 62,5 mg flim-coated tablets are.
Light orange, reund, 5.20mm in

. Bim-coated tabints dobossed
with *[B1" on one side and pliiin on ather side

8 126 mg fim
Light arange, oval, appraximatety 11,00mm in
fength, 5.00mm in whdth, fim-coated
tablets dabossed wilh “IB2° on one side and plain
on gthar side

Bosentan Accord 62,8 myg fim-coated tablots are
packnd In Aluminim-aluminium blisters and
PVCIPI

‘cortaining 14
Tlm-conted tablets. Cartons contain 14, 58 or 112

film-coated tablets. Cartons contain 56 or 112

Mot all pack sizes may be markebed.

Marketing authorisation halder and

Marketing Authorisation Holder
United Kingdam

Actord Hoallhcate Liniled

Sage House, 318 Pinner Road

Norit Harrow, Middlesex, HAT 4HF
Very common {may afect more than e in 10 Unied
eadache Ivadand
:guuum Ascord rakand Limited
Ewo House
ol sigrs of fuid retontcn) Eora B Pak
Litfte lskand
mnumam.:hommﬂwr Gork T45 K85T
+ Hyperserdtivity reactions (Relusing skin freland
Inflammation, ching and rash)
roflus)
« Dlarthoea d Heaftheare: Limited
+Syncope (fainfing) smﬂm 319 Plnrer Road
Moeth Harrow, Middiesex, HA1 4HF
» Pulpilaticns (fast or imegular hear beats)
= Low biood pressure United Kingdom
iz #Accord Healthcare Polska 5p.2 6.9,
Uncomman {may aflect up to o in 100 ul. Luormersica 50.95-200 Pablanice, Poland
.m:;mu,‘.mm‘,n'm This leaflet was last revised In 0372015,

)
+ Heutropaniatekapenta (low nimmber of white

Bload
«Elavated var funclion bests with hepatitis
inflamenation of the Fver) including poseiic

Jaundice (yeliowing of the #idn o the whilss of
ha eyes)

Rare vm-_hﬁup»mz 1000 poaple):

Blured vision have also been reporied al an
umknewn Fequancy (frequency cannot be
avalable data).

Side eflects in children and adolescents
Tha side affects thal have been rported In
children treated with Bosentan Accord ate the
same a5 ose bn adufts,

Raporting of side effects
lmmwwm talk fo your doctar of

pharmacisl. This any possitie side
ulumnilhiedhlkhlld By raporting side
eflacts you can help provide mane information on
‘the satety of this medicine,

Far UK- Mﬂnthwnwhd-iﬂ-ﬂldh*
mmm
Yelow Card in the Goagle Piay or Apple App
Stora,

Far Malta- You ean also report side effects

directly via
ADR Reparting

{693421) Date ; 26.02.19
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