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VOLIBRIS . Yde
ambrisentan tablets

PART I: HEALTH PROFESSIONAL INFORMATION

SUMMARY PRODUCT INFORMATION

Route of Dosage Form / Nonmedicinal Ingredients
Administration Strength

Oral Tablet, 5 mg and 10 mg Croscarmellose sodium, lactose monohydrate,
lecithin, magnesium stearate, microcrystalline
cellulose, polyvinyl alcohol, talc, titanium
dioxide, macrogol/polyethylene glycol 3350
and FD&C Red #40/Allura Red AC
Aluminum Lake.

INDICATIONS AND CLINICAL USE

VOLIBRIS (ambrisentan tablets) is indicated for treatment of idiopathic (‘primary”)
pulmonary arterial hypertension (IPAH) and pulmonary arterial hypertension (PAH)
associated with connective tissue disease in adult patients with WHO functional class II or III

symptoms.

VOLIBRIS is also indicated for initiation therapy in combination with tadalafil in adult PAH
patients with WHO Functional class II or III symptoms.

VOLIBRIS should only be used by clinicians experienced in the diagnosis and treatment of
IPAH or PAH.

CONTRAINDICATIONS

VOLIBRIS is contraindicated in:

° Patients with a known or suspected hypersensitivity to VOLIBRIS or any of the
ingredients in the formulation (see DOSAGE FORMS, COMPOSITION AND
PACKAGING).

° Pregnancy (see WARNINGS AND PRECAUTIONS, Special Populations, Pregnant
Women).

o Breastfeeding (see WARNINGS AND PRECAUTIONS, Special Populations, Nursing
Women).

° Patients with severe hepatic impairment (with or without cirrhosis) (see WABNING S,
AND PRECAUTIONS, Hepatic/Biliary/Pancreatic, and DOSAGE AN sy,
ADMINISTRATION). N A

o Patients with baseline values of hepatic aminotransferases (aspartéte “ y
(AST) and/or alanine aminotransferases (ALT)) >3x ULN (see WARRNEN ¢

,,,,,,,



PRECAUTIONS, Hepatic/Biliary/Pancreatic, and DOSAGE AND
ADMINISTRATION).

° Patients with idiopathic pulmonary fibrosis (IPF), with or without pulmonary
hypertension.

WARNINGS AND PRECAUTIONS

General
There have been no studies to investigate the effect of VOLIBRIS on driving performance or

the ability to operate machinery. Further, a detrimental effect on such activities cannot be
predicted from the pharmacology of the active substance.

Carcinogenesis and Mutagenesis
There are no human data available (see TOXICOLOGY, Carcinogenesis and Mutagenesis).

Hematologic
The development of drug-related decreases in hemoglobin concentration and hematocrit has

been associated with administration of endothelin receptor antagonists and was observed in
clinical studies with VOLIBRIS in monotherapy. There have been cases where this has
resulted in anemia requiring transfusion. These decreases were generally observed within the
first few weeks of treatment with VOLIBRIS, and stabilized thereafter. Anemia is more
common during therapy with VOLIBRIS plus tadalafil than with either VOLIBRIS or tadalafil
alone (see ADVERSE REACTIONS).

Initiation of VOLIBRIS is not recommended for patients with clinically significant anemia
(see Monitoring and Laboratory Tests).

Hepatic/Biliary/Pancreatic

Liver function abnormalities have been associated with pulmonary arterial hypertension.
Hepatic enzyme elevations potentially related to therapy have been observed with endothelin
receptor antagonists (ERAs). Therefore, hepatic function should be evaluated prior to
initiation of VOLIBRIS. Monitor liver function as clinically indicated for patients with
normal liver function or mild hepatic impairment. Initiation of VOLIBRIS is contraindicated
for patients with aminotransferase (alanine aminotransferase, ALT or aspartate
aminotransferase, AST) concentrations greater than 3 times the upper limit of normal (>3x
ULN) or patients with severe hepatic impairment. Patients with ALT/AST levels >2x ULN
were not included in a clinical trial studying co-administration of VOLIBRIS with tadalafil.
VOLIBRIS should be used with caution in patients with moderate hepatic impairment and
monthly monitoring of ALT and AST is recommended (see DOSAGE AND
ADMINISTRATION, and ACTION AND CLINICAL PHARMACOLOGY).

Although the incidence of aminotransferase abnormalities was low, the possibility of serum
aminotransferase elevations associated with VOLIBRIS administration cannot be excluded.
Therefore monthly monitoring of ALT and AST is recommended in partlcularl yulaera
patients such as those with moderate hepatic impairment or those with clinjgh it

right heart failure, pre-existing liver disease, previous elevations of amingy
medications or taking concurrent medications known to elevates
be at increased risk for developing elevated aminotransft
develop clinically significant aminotransferase elevatioxgs/ orif
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accompanied by signs or symptoms of hepatic injury (e.g. jaundice), VOLIBRIS theraf)y
should be discontinued.

In patients without clinical symptoms of hepatic injury or of jaundice, re-initiation of
VOLIBRIS may be considered following resolution of hepatic enzyme abnormalities. Hepatic
injury and autoimmune hepatitis are known to occur in PAH patients and! autoantibodies are
frequently found in IPAH. Cases consistent with autoimmune hepatitis, 1nclud1ng possible
exacerbation of underlying autoimmune hepatitis, and hepatic injury have been reported with
VOLIBRIS therapy, although the contribution of VOLIBRIS to these events is unclear.

Therefore, patients should be monitored for signs of hepatic injury and caution exermsed
when VOLIBRIS is used alone or concomitantly with other medicinal products knownlto be
associated with hepatic injury as the additive effects of VOLIBRIS with these'agents are not
known. Management of autoimmune hepatitis in PAH patients should beJoptlrmzed prior to
initiation of VOLIBRIS and during VOLIBRIS therapy. If fatlents develop signs or symptoms
of hepatitis, or suffer exacerbation of existing autoimmune hepatitis, VOLIBRIS should be
discontinued.

Other ERAs have been associated with aminotransferase (AST, ALT) elevations,
hepatotoxicity, and cases of liver failure. In patients who develop hepatic impairment after
VOLIBRIS initiation, the cause of liver injury should be fully investigated. Discontinue
VOLIBRIS if elevations of liver aminotransferases are >3x ULN or if elevations are
accompanied by bilirubin >2x ULN, or by signs or symptoms of liver dysfunction and other
causes are excluded.

Fluid Retention

Peripheral edema (fluid retention) has been observed with ERAs including VOLIBRIS.
Peripheral edema may also be a clinical consequence of PAH. VOLIBRIS induced a dose-
dependent increased incidence of mild to moderate peripheral edema (see ADVERSE
REACTIONS).

Post-market reports confirm that fluid retention may occur within weeks after starting
VOLIBRIS and, in some cases, has required intervention with a diuretic or hospitalization for
fluid management or decompensated heart failure (see Clinical Trial Adverse Events, Table
1). If patients have pre-existing fluid overload, this should be managed as clinically
appropriate prior to starting VOLIBRIS.

If clinically significant peripheral edema develops during therapy with VOLIBRIS, with or
without associated weight gain, further evaluation should be undertaken to determine the
cause, such as the use of VOLIBRIS or the existence of underlying heart failure. The possible
need for specific treatment or discontinuation of VOLIBRIS therapy should also be evaluated.

Fluid retention/peripheral edema is more common during therapy with VOLIBRIS plus
tadalafil than with either VOLIBRIS or tadalafil alone.

Pulmonary Veno-Occlusive Disease e
If patients develop acute pulmonary edema during initiation of VOLIBRIS## 5
pulmonary veno-occlusive disease should be considered. / g




Renal

VOLIBRIS has not been studied in individuals with renal impairment. VOLIBRIS does not
undergo significant renal metabolism or renal clearance (excretion), and therefore dose
adjustment is unlikely to be required in patients with renal impairment (see ACTION AND
CLINICAL PHARMACOLOGY, Pharmacokinetics).

Sexual Function/Reproduction

The development of testicular tubular atrophy that was not reversible after 13 or 20 weeks has
been observed in male rats at dose levels of 10 to 300 mg/kg/day, although reduced fertility
and morphologic effects on sperm only occurred at 300 mg/kg/day and were reversible. The
effect on male human fertility is not known (see CLINICAL TRIALS and TOXICOLOGY).

Special Populations

Pregnant Women: The use of VOLIBRIS is contraindicated in pregnant women. Animal
studies in rats and rabbits have shown that VOLIBRIS is teratogenic with reports of increased
incidences of fetal malformations and abnormalities following administration of ERAs
including VOLIBRIS (see TOXICOLOGY, Pregnancy).

Women of child bearing potential should be advised of the risk of fetal harm if VOLIBRIS is
taken during pregnancy. Pregnancy must be excluded before the start of treatment with
VOLIBRIS and prevented thereafter by reliable contraception. Pregnancy tests during
treatment with VOLIBRIS are recommended as clinically indicated.

Women of child bearing potential should be advised to contact their physician immediately if
they become pregnant or suspect they may be pregnant. If pregnancy is to be continued,
VOLIBRIS should be discontinued and alternative treatment should be initiated (see
CONTRAINDICATIONS and TOXICOLOGY, Pregnancy).

Nursing Women: It is not known whether VOLIBRIS is excreted in human milk. Therefore
breastfeeding is contraindicated in patients taking VOLIBRIS (see CONTRAINDICATIONS).

Pediatrics (< 18 years of age): Safety and efficacy of VOLIBRIS have not been established
in patients under 18 years of age. VOLIBRIS should therefore not be used in this age group
(see TOXICOLOGY).

Geriatrics (> 65 years of age): No dose adjustment is required in patients aged 65 years and
over.

In clinical studies where VOLIBRIS was used in monotherapy, peripheral edema was reported

as dose dependent, was more common and tended to be more severe in patients >65 years of

age. In a subsequent clinical study (AMBITION), incidence of edema for patients on

ambrisentan monotherapy was 19% in patients < 55 years, and 28% for those >55 years of age

(see ADVERSE DRUG REACTIONS, ACTION AND CLINICAL PHARMACQLOGY,

Special Populations and Conditions and DOSAGE AND ADMINISTRA '; N Vkpar,,
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VOLIBRIS has been associated with reductions in hemjoglobin concentr 2 ‘t.
Initiation of VOLIBRIS is not recommended for patients with clinically sig m: Fiee aﬁ pfia. It



is recommended that hemoglobin and/or hematocrit levels are measured prior to the initiation
of VOLIBRIS, again at one month, and periodically thereafter as clinically indicated.

Decreases in hemoglobin and/or hematocrit were observed as very common clinical trial
adverse drug reactions (see Table 1). In monotherapy studies, the mean decrease in
hemoglobin from baseline to the end of treatment for patients receiving VOLIBRIS in 12-
week placebo-controlled studies was 0.8 g/dL. Hemoglobin reductions were observed to
persist for 4 years. In combination therapy studies, the incidence of anemia was increased
when VOLIBRIS was dosed in combination with tadalafil (15%), compared to the incidence
of anaemia when ambrisentan or tadalafil were given as monotherapy (7% and 11%,
respectively).

If a clinically significant decrease in hemoglobin or hematocrit is observed, and other causes
have been excluded, discontinuation of VOLIBRIS should be considered.

Liver Function Tests

Liver transaminase levels should be measured prior to initiation of treatment and subsequently
at monthly intervals in vulnerable patients, or generally in any patient as clinically indicated
(see WARNINGS AND PRECAUTIONS, Hepatic/Biliary/Pancreatic).

If patients develop clinically significant elevations of transaminases greater than 3x ULN), or
if transaminase elevations are accompanied by signs or symptoms of hepatic injury (such as
nausea, vomiting, fever, abdominal pain, jaundice or unusual lethargy or fatigue) or if
elevations are accompanied by increases in bilirubin 2xULN, treatment with VOLIBRIS
should be stopped.

In patients without clinical symptoms of hepatic injury or jaundice, re-initiation of VOLIBRIS
may be considered following resolution of hepatic enzyme abnormalities (see WARNINGS
AND PRECAUTIONS, Hepatic/Biliary/Pancreatic).

ADVERSE REACTIONS

Adverse Drug Reaction Overview

The safety of VOLIBRIS has been evaluated in Phase II and Phase III clinical studies totalling
483 patients with PAH who were treated with doses of 1, 2.5, 5, or 10 mg once daily, ranging
in exposure from 1 day to 3.5 years. Overall, VOLIBRIS was well tolerated.

In placebo-controlled 12-week studies, the most commonly (>10%) reported adverse drug
reactions with VOLIBRIS were peripheral edema, headache, and nasal congestion (see Table

1).

In placebo-controlled phase III studies, the proportion of subjects who discontinued because
of adverse events was similar across all treatment groups: 3.0% in the placebo group and 2.3%
in the VOLIBRIS group.

In the placebo-controlled studies, six (4.5%) subjects in the placebo ggh ki
subjects in the VOLIBRIS groups died. A higher proportion of sub‘ SdfPthe |




hypertension (placebo, 3.8 %; VOLIBRIS, 1.1 %). Treatment-related SAEs occurred with a
similar frequency across all VOLIBRIS treatment groups.

Clinical Trial Adverse Drug Reactions

Because clinical trials are conducted under very specific conditions the adverse drug

reaction rates observed in the clinical trials may not reflect the rates observed in

practice and should not be compared to the rates in the clinical trials of another drug.

Adverse drug reaction information from clinical trials is useful for identifying drug-
related adverse events and for approximating rates.

Experience from Short-term Clinical Studies

The following safety data for VOLIBRIS were obtained from two Phase III 12-week placebo-
controlled studies in subjects with PAH (ARIES-1 and ARIES-2). A total of 197 patients
received VOLIBRIS at doses of 5 or 10 mg once daily and 132 patients received placebo.

The adverse drug reactions observed in ARIES-1 and ARIES-2 are summarized in Table 1.

Table 1 Adverse Drug Reactions for PAH Patients Receiving VOLIBRIS in Short-
Term Studies (ARIES-1 and ARIES-2, integrated analysis)

System Organ Class Placebo | VOLIBRIS | VOLIBRIS

Preferred Term (N=132) 5 mg 10 mg
n (%) (N=130) (N=67)

n (%) n (%)

Blood and lymphatic system disorders

Anemia | 2305 | 205 | 2030

Cardiac disorders

Palpitations | 323) | 5368 | 345

Gastrointestinal disorders

Constipation 2 (1.5) 4(3.1) 4 (6.0)

Abdominal pain® 1(0.8) 6 (4.6) 4 (6.0)

General disorders and administration site conditions

Peripheral edema 14 (10.6) 24 (18.5) 19 (28.4)

Fluid retention® 4 (3.0) 4(3.1) 4 (6.0)

Immune System Disorders

Hypersensitivity® I 0 I 1 (0.8) L 0

Nervous system disorders

Headache | 18(13.6) | 20(154) | 13(19.4)

Respiratory, thoracic and mediastinal disorders

Nasal congestion 2 (1.5) 7(5.4) 7 (10.4)

Nasopharyngitis 1 (0.8) 7(5.4) 2 (3.0)

Sinusitis 0 4(3.1) 3 (4.5)

Vascular disorders

Flushing* | 205 | 538 |

Drug Hypersensitivity d) Includes Hot Flush.

a) Includes Abdominal Pain Upper b) Includes Fluid Retention, Fluid Overload, and Local ‘\ Welksse

=
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headache, nasal congestion, palpitations, constipation sinusitis, anemia, abdominal pain, and
fluid retention. Peripheral edema was the most common adverse drug reaction observed with
VOLIBRIS, and incidence rates varied with age. Among younger patients (<65 years), the
incidence was 18% (28/155) among those receiving VOLIBRIS compared to 13% (13/104)
receiving placebo. Among elderly patients (>65 years), the incidence of peripheral edema was
greater: 36% (15/42) among those receiving VOLIBRIS compared to 4% (1/28) receiving
placebo. The results of such subgroup analyses must be interpreted cautiously.

Experience from Long-term Clinical Studies

The long-term safety (>3 months) of VOLIBRIS in monotherapy was evaluated in 383
patients with PAH in the ARIES-E study, a non-placebo controlled clinical trial extension of
ARIES-1 and ARIES-2. The long-term safety of VOLIBRIS used in combination with
tadalafil was evaluated in 302 patients with PAH in a double-blind, active-controlled clinical
trial (>3 months; median exposure 534 days), AMBITION. The adverse drug reactions
observed were generally consistent with the safety profile of VOLIBRIS used alone. Adverse
drug reactions observed in long-term studies ARIES-E and AMBITION are summarized in
Table 2.

Table 2 Adverse Drug Reactions for PAH Patients Receiving VOLIBRIS in Long-
term Studies (>3 months), AMBITION and ARIES-E data
ARIES-E AMBITION | AMBITION | AMBITION
Ambrisentan | Combination | Ambrisentan Tadalafil
Monotherapy Therapy Monotherapy | Monotherapy
System Organ ITT) ITT) ITT)
Class N=383 N=302 N=152 =151
Preferred Term n (%) n (%) n (%) n (%)
Blood and lymphatic system disorders
Anemia | 5204 | 4405 | 1@ | 1731
Cardiac disorders
Palpitations | 5013 | 33an [ 2315 | 20(13)
Ear and labyrinth disorders
Tinnitus® | 3= [ 83 [ 1= | 0(0
Eye disorders
.Visu:.al . 13 3) 22(7) 8 (5) 7(5)
impairment
Gastrointestinal disorders
Nausea 53 (14) 45 (15) 23 (15) 23 (15)
Vomiting 30 (8) 35(12) 13 (9) 13 (9)
Constipation 33 (9) 16 (5) 10 (7) 6 (4)
Abdominal pain® 55 (14) 17 (6) 14 (9) 15 (10)
General disorders and administration site conditions
Peripheral edema 168 (44) 135 (45) 58 (38) 43 (28)
Fluid retention? 24 (6) 34 (11) 16 (11) 84(12)
Fatigue 47 (12) 34 (11) 22 (14) e
Asthenia 20 (5) 8 (3) 4(3) s 9 Rt
Immune system disorders e Al
Hypersensitivity® | 13 (3) | 5(2) | 1 (<1) 8l 280w, 20" 515
Nervous system disorders /e . W K

%
)
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ARIES-E AMBITION | AMBITION | AMBITION
Ambrisentan | Combination | Ambrisentan Tadalafil
Monotherapy Therapy Monotherapy | Monotherapy
System Organ ITT) ITT) ITT)
Class N=383 N=302 N=152 N=151
Preferred Term n (%) n (%) n (%) n (%)
Headache 96 (25) 125 (41) 51 (34) 53 (35)
Dizziness 66 (17) 56 (19) 30 (20) 22 (15)
Respiratory, thoracic and mediastinal disorders
Nasal congestion 48 (13) 58 (19) 25 (16) 17 (11)
Nasopharyngitis 58 (15) 51(17) 31 (20) 23 (15)
Sinusitis 39 (10) 22 (1) 10 (7) 11(7)
Dyspnoea! 64 (17) 55(18) 31 (20) 31(21)
Skin and subcutaneous tissue disorders
Rash® | 27D | 2809 | 8 (5) | 9 (6)
Vascular disorders
Flushing” | 236 | 46015 | 22(14 | 161D

G

a) Tinnitus occurred in the combination therapy and is not considered an ADR of ambrisentan b) Visual impairment includes Vision blurred
and Visual disturbance. c) Abdominal pain includes Abdominal pain upper d) Fluid retention includes Fluid retention, Fluid overload, and
Local swelling €) Hypersensitivity includes Drug hypersensitivity f) Dyspnea includes Dyspnea exertional. g) Rash includes Rash
erythematous, Rash generalised, Rash macular, Rash papular, and Rash pruritic h) Flushing includes Hot flush.

Experience from a Clinical Study with VOLIBRIS Used in Combination with Tadalafil

As described above in Experience from Long Term Clinical Studies, the long-term safety of
VOLIBRIS used in combination with tadalafil was evaluated in a double-blind, active-
controlled clinical trial, AMBITION. The adverse drug reactions observed were generally
consistent with the safety profile of VOLIBRIS used alone (see Table 2). Table 3 below
presents the adverse reactions seen more frequently in the combination of VOLIBRIS with
tadalafil than with either drug alone.

Table 3 Adverse Drug Reactions for PAH Patients Receiving VOLIBRIS in
AMBITION Long-term Study (>3 months) with 22% Higher Incidence in
the Combination Therapy Arm versus either of the Monotherapy Arms by
Decreasing Incidence in Combination Arm

AMBITION | AMBITION | AMBITION
Combination | Ambrisentan Tadalafil
Therapy Monotherapy | Monotherapy
(ITT) dTT) ITT)
N=302 N=152 N=151
Preferred Term n (%) n (%) n (%)
Peripheral edema 135 (45) 58 (38) 43 (28)
Headache 125 (41) 51 (34) 53 (33)
Nasal congestion 58 (19) 25 (16) 17 (11)
Dizziness 56 (19) 30 (20)
Flushing® 46 (15) 22 (14)
Anaemia 44 (15) L1 7}
Vomiting 35 (12) 13 (9)
Rash® 28 (9) 8 (5)
Visual impairment® 22 (7) 8 (5)
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AMBITION | AMBITION | AMBITION
Combination | Ambrisentan Tadalafil
Therapy Monotherapy | Monotherapy
ATT) ITT) ITT)
N=302 N=152 N=151
Preferred Term n (%) n (%) n (%)
Tinnitus 8 (3) 1(<1) 0 (0)

a) Flushing includes Hot flush. b) Rash includes Rash erythematous, Rash generalised, Rash macular, Rash papular, and Rash
pruritic. ¢) Visual impairment includes Vision blurred.

In the AMBITION study, the incidence of peripheral edema in elderly patients (=65 years)
was 44% (44/101), 37% (18/49) and 29% (16/56) in the VOLIBRIS + tadalafil, VOLIBRIS
monotherapy and tadalafil monotherapy groups respectively, compared to 45% (91/201), 39%
(40/103) and 28% (27/95) in younger patients (<65 years).

Less Common Clinical Trial Adverse Drug Reactions

Adverse drug reactions including these which were less common in VOLIBRIS clinical trials
are presented in Tables 1-3 (see Clinical Trial Adverse Drug Reactions).

Abnormal Hematologic and Clinical Chemistry Findings

Hematologic Changes

In the placebo-controlled Phase III studies in patients with PAH, the mean changes from
baseline (in patients receiving placebo, VOLIBRIS 5 mg and 10 mg, respectively) were
(+0.15, -0.77, -0.93) for hemoglobin and (+0.01%, -2%, -3%) for hematocrit. These changes
were not dose-related in patients receiving VOLIBRIS 5 mg and 10 mg. Marked decreases in
hemoglobin (> 15% decrease from baseline resulting in a value below the lower limit of
normal) were observed in 7% of patients receiving VOLIBRIS and 4% of patients receiving
placebo. Similar decreases in hemoglobin/hematocrit have been observed with other ERAs;
the cause of the decrease is not fully understood, but it is not due to hemorrhage or hemolysis.
The incidence of anemia was increased when VOLIBRIS was dosed in combination with
tadalafil (15% adverse event frequency), compared to the incidence of anaemia when
ambrisentan or tadalafil were given as monotherapy (7% and 11%, respectively). Adverse
events related to anemia, low hemoglobin or low hematocrit appeared to be more frequent
with 10 mg VOLIBRIS than lower doses or placebo. Mean decreases from baseline (ranging
from 0.9 to 1.2 g/dL) in hemoglobin concentrations persisted for up to 4 years of treatment
with VOLIBRIS in the long-term open-label extension of the pivotal Phase III clinical studies.

Clinical Chemistry Changes
A number of patients (19%) showed an increase of yGT (>3x ULN). The clinical significance
is not known.

Post-Marketing Adverse Drug Reactions
In addltlon to adverse drug react1ons identified from clinical studies, the followmg adverse

cannot be made.
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Cardiac Disorders
Fluid retention and heart failure associated with fluid retention occurring within weeks after

starting VOLIBRIS therapy have been reported post-marketing. In some cases, these events
have required intervention with a diuretic or hospitalization for fluid management or
decompensated heart failure.

Blood and Lymphatic System Disorders
Anemia requiring transfusion.

Hepatobiliary Disorders

Cases of increased hepatic transaminases (AST and ALT >3x ULN), autoimmune hepatitis,
including cases of exacerbation of autoimmune hepatitis, and hepatic injury of unclear
aetiology (including increased blood bilirubin >2x ULN) have been reported during
VOLIBRIS therapy. In the AMBITION study, in a subset of patients without left ventricular
dysfunction, the incidence of liver adverse events (primarily increased levels of liver
enzymes) occurred in 7% of patients of the VOLIBRIS plus tadalafil combination therapy
group, versus in 2% and 5% of patients in the VOLIBRIS monotherapy and tadalafil
monotherapy groups, respectively. The incidence of liver events was similar in patients with
left ventricular dysfunction.

Vascular Disorders
Hypotension.

In the AMBITION study, in a subset of patients without left ventricular dysfunction, the rates
of adverse events potentially indicative of hypotension (hypotension, dizziness, syncope,
presyncope, vasodilatation, blood pressure decreased, orthostatic hypotension, dizziness
exertional, dizziness postural, hypovolemic shock) and the rates of the adverse event of
hypotension itself were: 32% and 8% in the VOLIBRIS+tadalafil arm, compared to 27% and
7% in the ambrisentan, and 27% and 7% in the tadalafil monotherapy arms. Including
patients with left ventricular dysfunction, the rates of adverse events potentially indicative of
hypotension and hypotension itself were: 30% and 8% in the VOLIBRIS+tadalafil arm,
compared to 29% and 7% in the ambrisentan, and 30% and 8% in the tadalafil monotherapy
arms.

DRUG INTERACTIONS

Overview

Studies with human liver tissue indicate that VOLIBRIS (ambrisentan) is metabolized by
uridine 5’-diphosphate glucuronosyltransferases (UGTs) 1A9S, 2B7S, and 1A3S, CYP3A4
and CYP2C19. In vitro studies suggest that VOLIBRIS is a substrate of Organic Anion
Transport Protein (OATP). In vitro studies also show VOLIBRIS is a substrate but not an
inhibitor of P-glycoprotein (P-gp).

2C9,2C19, 2D6, 2E1 and 3A4. Further, in vitro studies using cgffZlijgt
human transporter genes showed that VOLIBRIS does not 1nhﬁ1§ {
protein (BCRP), multi-drug resistance related protein 2 (MRP2 56 (?'

(BSEP) at concentrations up to 100uM. VOLIBRIS showed wifé,? f



OATPI1B1, OATP1B3 and sodium-taurocholate co-transporter (NTCP) with ICso values of
47uM, 45uM, and approximately 100pM, respectively. In vitro studies in rat and human
hepatocytes showed no evidence for ambrisentan inhibition of NTCP, OATP, BSEP and
MRP2. Furthermore, VOLIBRIS did not induce MRP2, P-gp or BSEP protein expression in
rat hepatocytes. Taken together, the in vifro data suggest that VOLIBRIS, at clinically relevant
concentrations, would not be expected to have an effect on UGT1A1, UGT1A6, UGT1A9,
UGT2B7 or cytochrome P450 enzymes 1A2, 2A6, 2B6, 2C8, 2C9, 2C19, 2D6, 2E1, 3A4 or
transport via BSEP, BCRP, P-gp, MRP2, OATP1B1/3, or NTCP.

Drug-Drug Interactions

Table 4 Established or Potential Drug-Drug Interactions
Drug interaction | Level of | Effect Clinical comment
evidence

Cyclosporine A CT The effects of repeat dosing of The dose of VOLIBRIS
cyclosporine A (100 — 150 mg twice should be limited to 5 mg once
daily) on the steady-state daily when co-administered
pharmacokinetics of VOLIBRIS (5 mg | with cyclosporine A (see
once daily), and the effects of repeat DOSAGE AND

dosing of VOLIBRIS (5 mg once daily) | ADMINISTRATION,
on the steady-state pharmacokinetics of | Recommended Dose and
cyclosporine A (100 — 150 mg twice Dosage Adjustment).
daily) were studied in healthy
volunteers. The Cnax and AUC o) of No dose adjustment of
VOLIBRIS increased (48% and 121%, cyclosporine A is warranted.
respectively) in the presence of multiple
doses of cyclosporine A. The apparent
plasma ti2 of VOLIBRIS in the presence
of cyclosporine increased by 38% as
compared to VOLIBRIS alone (from
8.36h to 11.5h). No important
differences in the median tmax Were
observed. However, multiple doses of
VOLIBRIS had no clinically relevant
effect on cyclosporine A exposure. It
should be noted that the apparent mean
ti2 value of cyclosporine A increased by
32% from 4.7%h (cyclosporine A alone)
to 6.33h in the presence of VOLIBRIS.




Drug interaction

Level of
evidence

Effect

Clinical comment

Phosphodiesterase
inhibitors
(Sildenafil;
Tadalafil)

CT

In healthy volunteers, co-administration
of VOLIBRIS with a phosphodiesterase
inhibitor, (either sildenafil or tadalafil)
did not significantly affect the
pharmacokinetics of the
phosphodiesterase inhibitor or
VOLIBRIS.

The effects of steady-state VOLIBRIS
(10 mg once daily) on the
pharmacokinetics of a single dose of
tadalafil, and the effects of steady-state
tadalafil (40 mg once daily) on the
pharmacokinetics of a single dose of
VOLIBRIS were studied in 23 healthy
volunteers. VOLIBRIS did not have any
clinically relevant effects on the
pharmacokinetics of tadalafil. Similarly,
co-administration with tadalafil did not
affect the pharmacokinetics of
VOLIBRIS.

In healthy volunteers receiving a single
dose of sildenafil (20 mg), daily doses of
VOLIBRIS (10 mg) did not have a
clinically relevant effect on the
pharmacokinetics of sildenafil or the
active metabolite, n-desmethyl sildenafil.
Similarly, daily doses of sildenafil

(20 mg tid) did not have a clinically
relevant effect on the pharmacokinetics
of a single dose of VOLIBRIS (10 mg)
(see ACTION AND CLINICAL
PHARMACOLOGY,
Pharmacokinetics).

The co-administration of
VOLIBRIS with tadalafil was
studied in a multicenter,
double-blind, active-controlled
study. See WARNINGS AND
PRECAUTIONS, ADVERSE
REACTIONS, DOSAGE
AND ADMINISTRATION,
and CLINICAL TRIALS.

Ketoconazole

CT

Steady-state administration of
ketoconazole increased the AUC, and
Cmax of VOLIBRIS by 35% and 20%,
respectively. The clinical significance of
these changes is not known.

Patients on 10 mg of
VOLIBRIS while on
ketoconazole should be
monitored closely for any
signs of adverse effects.

Digoxin

CT

The effects of repeat dosing of
VOLIBRIS (10 mg) on the
pharmacokinetics of single dose digoxin
were studied in 15 healthy volunteers.
Multiple doses of VOLIBRIS resulted in
slight but significant increases in digoxin
AUC0.1ast) (16%) and trough
concentrations, and a 29% increase in
digoxin Cpax. The increase in digoxin
exposure (by 9% of AUCo.«;)) observed
in the presence of multiple doses of
VOLIBRIS was not considered clinically
relevant.

No dose adjustment of digoxin
is warranted. However, given
the narrow therapeutic index
of digoxin, caution and
monitoring are recommended.

Oral
contraceptives

CT

In a clinical study in healthy volunteers,
steady-state dosing with VOLIBRIS 10
mg once daily did not significantly affee
the single-dose pharmacokineticg’q
ethinyl estradiol and norethindr {f
components of a combined or

.-{:,6.
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Drug interaction

Level of
evidence

Effect

Clinical comment

contraceptive. Based on this
pharmacokinetic study, VOLIBRIS
would not be expected to significantly
affect exposure to oestrogen- or
progestogen- based contraceptives.

The effects of 12 days dosing with
VOLIBRIS (10 mg once daily) on the
pharmacokinetics of a single dose of oral
contraceptive containing ethinyl
estradiol (35 pg) and norethindrone (1
mg) were studied in healthy female
volunteers. The Cpax and AUC (o) Were
slightly decreased for ethinyl estradiol
(8% and 4%, respectively), and slightly
increased for norethindrone (13% and 14
%, respectively). These changes in
exposure to ethinyl estradiol or
norethindrone were small and are
unlikely to be clinically significant.

Strong 2C19
inhibitor
(omeprazole)

CT

In clinical studies of patients with PAH,
co-administration of VOLIBRIS and
omeprazole (an inhibitor of CYP2C19)
did not significantly affect the
pharmacokinetics of VOLIBRIS.

No dose adjustment is
warranted.

Rifampin

CT

The effects of acute and repeat dosing of
rifampin (600 mg once daily) on the
steady-state pharmacokinetics of
VOLIBRIS (10 mg once daily) were
studied in healthy volunteers. Following
initial doses of rifampin, a transient
increase in VOLIBRIS AUC ) (121%
and 116% after first and second doses of
rifampin, respectively) was observed.
Apparent plasma ti; of VOLIBRIS
decreased by 50% from 8.28h to 4.5%h
when co-administered with rifampin.
However, there was no clinically
relevant effect on VOLIBRIS exposure
by day 8, following administration of
multiple doses of rifampin.

No dose adjustment of
VOLIBRIS is warranted upon
concomitant administration
with rifampin.

Warfarin

CT

In healthy volunteers receiving warfarin,
daily doses of VOLIBRIS (10 mg) did
not have a clinically relevant effect on
prothrombin time (PT), International
Normalized Ratio (INR), or the
pharmacokinetics of S-warfarin
(CYP2C9 substrate) or R-warfarin
(CYP3A4 substrate).

In patients with PAH receiving warfarin-
type anticoagulants, concomitant
administration of VOLIBRIS did not
result in a clinically relevant change in
PT, INR or anticoagulant dose (see
ACTION AND CLINICAL
PHARMACOLOGY,

Pharmacokinetics). /]

No dose adjustment is
warranted.




Drug interaction | Level of | Effect Clinical comment

evidence

CT, Clinical Trial

Drug-Food Interactions

VOLIBRIS can be taken with or without food (see ACTION AND CLINICAL
PHARMACOLOGY, Pharmacokinetics).

Drug-Herb Interactions

Interactions with herbal products have not been established.

DOSAGE AND ADMINISTRATION

Dosing Considerations

Recommended Dose and Dosage Adjustment

Treatment should only be initiated by a physician experienced in the treatment of
PAH.

Assess liver function before starting VOLIBRIS (see WARNINGS AND
PRECAUTIONS, Hepatic/Biliary/Pancreatic, and Monitoring and Laboratory Tests).
Safety and efficacy of VOLIBRIS have not been established in patients under 18 years
of age. VOLIBRIS should therefore not be used in this age group (see
TOXICOLOGY).

No dose adjustment is required in patients aged 65 years and over. In clinical
monotherapy studies, peripheral edema was reported as dose dependent and more
common in patients >65 years of age.

VOLIBRIS treatment should only be initiated in women of child-bearing potential
following a negative pregnancy test and providing they are using a reliable method of
contraception (see CONTRAINDICATIONS; WARNINGS AND PRECAUTIONS,
Special Populations, Pregnant Women).

VOLIBRIS is contraindicated in patients with severe hepatic impairment and those
with baseline AST or ALT >3x ULN. Patients with ALT/AST levels >2 x ULN were
not included in a clinical trial studying co-administration of VOLIBRIS with tadalafil.
VOLIBRIS should be used with caution in patients with moderate hepatic impairment
(see WARNINGS AND PRECAUTIONS; ACTION AND CLINICAL
PHARMACOLOGY, Pharmacokinetics, and Special Populations and Conditions,
Hepatic Insufficiency).

In a clinical trial studying co-administration of VOLIBRIS with tadalafil, rates of
adverse events potentially associated with hypotension in a subset of patients without
left ventricular dysfunction were 32% in the combination therapy arm in comparison
with 27% in monotherapy arms. No difference was apparent when including patients
with left ventricular dysfunction, or when considering hypotension alone. See Adverse
Drug Reactions.

Renal metabolism and excretion of VOLIBRIS is minimal, so dose adjustment is
unlikely to be required in patients with renal impairment.

VOLIBRIS should be initiated at a dose of 5 mg once daily. Additi
obtained by increasing the dose to 10 mg once daily. Patients with;
connective tissue disease may require 10 mg VOLIBRIS for optimal} 8ff)
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increasing the dose to 10 mg VOLIBRIS providing the 5 mg dose is well tolerated (see
ADVERSE REACTIONS).

When used in initial combination with tadalafil, the dose of tadalafil should be uptitrated from
20 mg to 40 mg o.d. 4 weeks after initiation and VOLIBRIS should be uptitrated from 5 mg to
10 mg after another 4 weeks, if well tolerated (see CLINICAL TRIALS).

The maximum recommended daily dose is 10 mg.

When co-administered with cyclosporine A, the dose of VOLIBRIS should be limited to 5 mg
once daily (see DRUG INTERACTIONS, Drug-Drug Interactions, Cyclosporine A).

VOLIBRIS can be administered with or without food.

Missed Dose

If a dose of VOLIBRIS is missed, the patient should be advised to take it as soon as they
remember, and then continue with the next dose at the regular interval. Two doses should not
be taken at the same time to make up for a missed dose.

OVERDOSAGE

There is currently no experience with overdosage of VOLIBRIS. No specific antidote is
available. In healthy volunteers, single doses of 50 and 100 mg (5 to 10 times the maximum
recommended dose) were associated with headache, flushing, dizziness, nausea, and nasal
congestion.

Due to the mechanism of action of VOLIBRIS, an overdosage of VOLIBRIS could potentially
result in hypotension. In the case of pronounced hypotension, active cardiovascular support
may be required.

For management of a suspected drug overdose contact your regional Poison Control
Centre

ACTION AND CLINICAL PHARMACOLOGY

Mechanism of Action

VOLIBRIS (ambrisentan) is an orally active, propanoic acid-class, endothelin receptor
antagonist (ERA) that is selective for the endothelin type A (ETa) receptor. Selective
inhibition of the ETa receptor inhibits phospholipase C-mediated vasoconstriction and protein
kinase C-mediated cell proliferation, while preserving nitric oxide and prostacychn
production, cychc GMP and cycllc AMP- medlated vasodilation, and Io\_ heli

Pharmacodynamics

Cardiopulmonary Hemodynamics
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index for treatment with VOLIBRIS 5 mg and 10 mg was increased by 0.5 L/min/m? (95% CI:
-0.01 to 0.95; p=0.0518) and 0.4 L/min/m? (95% CI: -0.02 to 0.76; p=0.0560), respectively.

The mean pulmonary artery pressure for treatment with VOLIBRIS 5 mg and 10 mg were -
4.3 mmHg (95% CI: -8.0 to -0.6; p=0.0272) and -13.3 mmHg (95% CI: -26.1 to -0.6;
p=0.0460), respectively. The mean pulmonary vascular resistance for treatment with
VOLIBRIS 5 mg and 10 mg were -3.5 mmHg/L/min (95% CI: -6.0 to -0.94; p=0.0131) and -
4.3 mmHg/L/min (95% CI: -11.3 to 2.7; p=0.1179), respectively. There was no significant
reduction in mean right atrial pressure.

B-type Natriuretic Peptide

Two Phase III placebo-controlled studies demonstrated that plasma concentrations of BNP in
patients who received VOLIBRIS for 12 weeks decreased by 29% in the 2.5 mg, 30% in the
5 mg, and 45% in the 10 mg group (p < 0.001 for each dose group) and increased by 11% in
the placebo group.

In patients with PAH who received combination therapy with VOLIBRIS and tadalafil in the
AMBITION study, greater decreases from baseline in N-terminal pro-B-type natriuretic
peptide (NT-pro-BNP) were observed relative to VOLIBRIS monotherapy (geometric least-
squares mean percent decreases of 67% versus 56%, respectively; p =0.0111) or versus
tadalafil monotherapy (44% decrease; p < 0.0001).

The decrease in NT-pro-BNP was observed early (Week 4) and was sustained through Week
24,

Cardiac Electrophysiology

In a randomized, positive- and placebo-controlled, parallel-group study, healthy subjects
received either VOLIBRIS 10 mg daily followed by a single dose of 40 mg, placebo followed
by a single dose of moxifloxacin 400 mg, or placebo alone. VOLIBRIS 10 mg daily had no
significant effect on the QTc interval. The 40 mg dose of VOLIBRIS increased mean QTc at
tmax by 5 ms with an upper 95% confidence limit of 9 ms. The effect of concomitant therapy
of VOLIBRIS with metabolic inhibitors of ambrisentan (i.e. ketoconazole, cyclosporine A) on
QT prolongation is unknown (see DRUG INTERACTIONS).

Pharmacokinetics

Absorption: VOLIBRIS (ambrisentan) is absorbed rapidly in humans. The absolute
bioavailability of VOLIBRIS is not known. After oral administration, maximum plasma
concentrations (Cmax) of VOLIBRIS typically occurs between 1 and 2 hours post dose under
both fasted and fed conditions. Cmax and area under the plasma concentration-time curve
(AUC) increase dose proportionally over the therapeutic dose range. Steady-state is generally
achieved following 4 days of repeat dosing.

A food-effect study involving administration of VOLIBRIS to healthy volunteers under
fasting conditions and with a high-fat meal indicated that the Cnax was decreased 12% while
the AUC remained unchanged. This decrease in peak concentrat1on is not inica

Distribution: VOLIBRIS (ambrisentan) is highly plasma protein bighy
protein binding of VOLIBRIS was, on average, 99% and independg

the range of 0.2 - 20 pg/mL. VOLIBRIS is primarily bound to alb '"; iR
lesser extent to alphaj-acid glycoprotein. 3



The distribution of VOLIBRIS into red blood cells is low, with a mean blood:plasma ratio of
0.57 and 0.61 in males and females, respectively.

Metabolism: VOLIBRIS (ambrisentan) is primarily glucuronidated via several UGT
isoenzymes (UGT1A9S, UGT2B7S, and UGT1A3S) to form ambrisentan glucuronide (13%).
To a lesser extent, ambrisentan also undergoes oxidative metabolism mainly by CYP3A4 and
to an even lesser extent by CYP3AS5 and CYP2C19 to form 4-hydroxymethyl ambrisentan
(21%) which is further glucuronidated to 4-hydroxymethyl ambrisentan glucuronide (5%).
The binding affinity of 4-hydroxymethyl ambrisentan for the human endothelin receptor is 65-
fold less than ambrisentan. Therefore at concentrations observed in the plasma
(approximately 20% relative to parent ambrisentan), 4-hydroxymethyl ambrisentan is not
expected to contribute to pharmacological activity of ambrisentan.

Interaction of VOLIBRIS with UGTs, cytochromes and drug transporters have been studied in
vitro (see DRUG INTERACTIONS, Drug-Drug Interactions).

Excretion: VOLIBRIS (ambrisentan) and its metabolites are primarily found in the feces
following hepatic and/or extra-hepatic metabolism. Approximately 22% of the administered
dose is recovered in the urine following oral administration with 3.3% being unchanged
ambrisentan. The half-life after multiple dosing is approximately 15 hours (range 13.6 to
16.5 hours) in healthy volunteers and 9 to 15 hours in PAH patients. The mean oral clearance
of ambrisentan is 38 mL/min and 19 mL/min in healthy subjects and in PAH patients,
respectively.

Special Populations and Conditions

Pediatrics: Safety and efficacy of VOLIBRIS have not been established in patients under 18
years of age.

Geriatrics: Based on the results of a population pharmacokinetic analysis in healthy
volunteers and patients with PAH, the pharmacokinetics of VOLIBRIS were not significantly
influenced by age (see DOSAGE AND ADMINISTRATION).

Gender: Based on the results of a population pharmacokinetic analysis in healthy volunteers '
and patients with PAH, the pharmacokinetics of VOLIBRIS were not significantly influenced
by gender.

Hepatic Insufficiency: The pharmacokinetics of VOLIBRIS in patients with severe hepatic
impairment or with clinically significant elevated hepatic transaminases has not been studied.
However, since the main routes of metabolism of VOLIBRIS are glucuronidation and
oxidation with subsequent elimination in the bile, hepatic impairment might be expected to
increase exposure (Cmax and AUC) of VOLIBRIS, however the magnitude of this and any
effect on safety and efficacy has not been evaluated. Therefore, VOLIBRIS is contramdlcated
in patients with severe hepatic impairment or levels of ALT/AST >3x ULN. Ba

ALT/AST levels >2 x ULN were not included in a clinical trial studyinggozadfs

VOLIBRIS with tadalafil. VOLIBRIS should be used with caution in f4ficfi
hepatic impairment (see WARNINGS AND PRECAUTIONS, Hepati¢/Biliafi
DOSAGE AND ADMINISTRATION). :




© 089
Renal Insufficiency: No pharmacokinetic studies have been conducted in renally impaired

patients. However, the renal excretion of VOLIBRIS is minimal, therefore renal impairment
should not significantly increase exposure to VOLIBRIS.

STORAGE AND STABILITY

Store between 15-30°C.

DOSAGE FORMS, COMPOSITION AND PACKAGING

VOLIBRIS 5 mg film-coated tablets are square, pale pink tablets engraved with ‘GS’ on one
side and ‘K2C’ on the other.

VOLIBRIS 10 mg film-coated tablets are oval, deep pink tablets engraved with ‘GS’ on none
side and ‘KE3’ on the other.

Each film-coated tablet contains the following non-medicinal ingredients:
croscarmellose sodium, FD&C Red #40/Allura Red AC Aluminum Lake, lactose
monohydrate, lecithin, macrogol/polyethylene glycol 3350, magnesium stearate,
microcrystalline cellulose, polyvinyl alcohol, talc, and titanium dioxide.

VOLIBRIS tablets are available in blister packs of 30 tablets.




PART II: SCIENTIFIC INFORMATION

PHARMACEUTICAL INFORMATION
Drug Substance
Proper name: ambrisentan

Chemical name: (+)-(2S5)-2-[(4,6-dimethylpyrimidin-2-yl)oxy]-3-methoxy-3,3-
diphenylpropanoic acid

Molecular formula and molecular mass: C22H2o0N204, 378.42

Q COOH CH,

H3CO N
—{ A
O -
C
Physicochemical properties: Ambrisentan is a white to off-white, crystalline solid. It
is a carboxylic acid with a pKa of 4.0. Ambrisentan is
practically insoluble in water and in aqueous solutions at
low pH. Solubility increases in aqueous solutions at

higher pH. In the solid state ambrisentan is very stable,
is not hygroscopic, and is not light sensitive. <

Structural formula:

Hs




CLINICAL TRIALS

Pivotal Trials for Treatment of Pulmonary Arterial Hypertension

Study demographics and trial design

071

Table 5 Summary of the Design and Patient Demographics in Clinical Trials of
VOLIBRIS Tablets in Patients with Pulmonary Arterial Hypertension
(PAH)

Study Trial design Dosage, route of | Study subjects | Mean age | Sex PAH
administration (n=number (range) Etiolo
and duration randomized) gy

n (%)

ARIES-1 Phase III, randomized, S mgand 10 mg Placebo: n=67 | 50.1 Male: 33 IPAH

double-blind, placebo- | tablets taken 5 mg: n=67 (17-82) (16.4%) *: 126
controlled, multicentre, | orally q.d. for 10 mg: n=67 Female: 168 | (62.7
multinational 12 weeks (83.6%) %)
Non-
IPAH:
75
373
%)
ARIES-2 Phase III, randomized, | 2.5mgand 5 mg | Placebo: n=65 | 50.9 Male: 49 IPAH
double-blind, placebo- | tablets taken 2.5 mg: n=64 (20-81) (25.5%) *:125
controlled, multicentre, | orally q.d. for S mg: n=63 Female: 143 | (65.1
multinational 12 weeks (74.5%) %)
Non-
IPAH:
67
(34.9
%)
AMBITION | Phase III/IV, ambrisentan 10 Combination 55.7 Male: 144 IPAH
randomized, double mg + tadalafil 40 | ambrisentan + (18-75) 24 %) *:330
blind, active-controlled, | mg, ambrisentan tadalafil: n=302 Female: 461 | (54.6
multicentre, 10 mg, or tadalafil (76 %) %)
multinational 40 mg taken Ambrisentan Non-
orally q.d.. monotherapy: IPAH:
Ambrisentan was | n=152 274
initiated at 5 mg (45.4
for 8 weeks and Tadalafil %)
tadalafil at 20 mg | monotherapy:
for 4 weeks, up- n=151
titrated if
tolerated

*IPAH = idiopathic PAH

VOLIBRIS Monotherapy for the Treatment of PAH

Two randomised, double-blind, multi-centre, placebo controlled, Phase III pivotal studies
were conducted (ARIES-1 and ARIES-2). The design and patient demographics are shown in




Non-IPAH was predominately associated with connective tissue disease, and a few percent
associated with anorexigen use or HIV infection. The majority of patients had WHO
functional Class II (38%) or Class III (55%) symptoms.

Study results

The primary endpoint defined for these studies was improvement in exercise capacity assessed
by change from baseline in 6MWD at 12 weeks. In both studies, treatment with VOLIBRIS
resulted in a statistically significant improvement in 6 MWD for each dose of VOLIBRIS as
shown in Table 6. The improvement in exercise capacity was evident after 4 weeks of
treatment and was maintained at week 12 of the double-blind treatments as illustrated in

Figure 1.

Table 6 Changes from Baseline in 6-minute Walk Distance (metres) at Week 12
in Phase lll studies (Idiopathic and Non-ldiopathic PAH Patients: see
also Table 10)

ARIES-1 ARIES-2

Placebo S mg 10 mg Placebo 2.5 mg 5 mg

(N=67) (N=67) (N=67) (N=65) (N=64) (N=63)
Baseline 341.9+73.47 | 339.6+76.68 | 341.5+78.28 | 342.7+85.93 | 347.3+83.81 | 3553 +84.45
Mean change -7.8+78.88 22.8 +82.98 43.6+6591 | -10.1+93.79 | 22.2+82.67 49.4+7536
from baseline
Median change 0.5 21.1 325 -35 27.5 40.0
from baseline
Placebo adjusted 30.6 514 323 59.4
mean change
from baseline
95% CI 29,583 26.6,76.2 1.5, 63.1 29.6, 89.3
p-valuef 0.008 <0.001 0.022 <0.001

Mean + standard deviation
1 p-values are Wilcoxon rank sum test comparisons of VOLIBRIS to placebo at Week 12 stratified by idiopathic PAH and

non-idiopathic PAH patients

Figure1 Mean Change in 6-minute Walk Distance (Phase lll Studies) in
Idiopathic and Non-ldiopathic PAH Patients

ARIES-1

60 1 —e—Placebo

Meters

-30 -

Baseline Week 4 Week 8 Week 12

ARIES-2




60 -
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30 -

Meters

-15

-30 -

15 -

—¢—Placebo

Baseline

Week 4

Week 8

Week 12

Mean change from baseline in 6-minute walk distance in the placebo and VOLIBRIS groups

Values are expressed as mean + standard error of mean.

Symptoms of PAH were assessed using Borg Dyspnea Index (BDI), WHO functional class

and SF-36 Health Survey physical functioning scale. Treatment with VOLIBRIS led to
statistically significant improvements in BDI at week 12 (Table 7). Improvements in the
physical functioning scale (SF-36) were also observed, however, were not statistically

significant.
Table 7 Summary of Secondary Endpoints from Study ARIES-1 and ARIES-2 at
12 Weeks (Population ITT)
ARIES-1 ARIES-2
Placebo Ambrisentan Ambrisentan Placebo Ambrisentan Ambrisentan
Smg 10 mg 2.5 mg 5 mg

Change in Change from 0.0 -0.3 -0.9 0.8 -0.2 -0.4
Borg baseline to (-0.55,0.54) | (-0.79,0.16) (-1.3,-0.41) | (0.17,0.54) | (-0.74,0.34) (-0.87,0.14)
Dyspnea Week 12
Index (BDI) | Comparison -0.3 -0.9 -1.0 -1.2

vs placebo, (-1.0,0.4) (-1.6,-0.2) (-1.9,-0.2) (-2.0,-0.4)

point estimate p=0.316 p=0.002 p=0.046 p=0.040

(95% CI) - + + +
Change in Improved 16 (23.9%) 19 (28.4%) 20 (29.9%) 11 (16.9%) 10 (15.6%) 9 (14.3%)
WHO Deteriorated 11 (16.4%) 1 (1.5%) 3 (4.5%) 12 (18.5%) 3 (4.7%) 2 (3.2%)
Class, N Comparison p=0.0726 p=0.0957 p=0.2058 p=0.1872
(%) with placebo! - - - -
Change in Change from 1.82 (9.25) 1.88 (8.68) 4.79 (7.90) -0.15 (7.29) 3.78 (7.63) 2.97 (7.79)
SF-36 baseline, Mean
Physical (SD)
component | Comparison p=0.992 p=0.056 0.005 0.052
summary with placebo - - + -
! Based on analysis of 7-point change from baseline scale
+ statistically significant result, - not statistically significant
VOLIBRIS delayed clinical worsening (the measure included a benefit for both death and
hospitalization for PAH), although this did not reach a level of statistical s1gmﬁcance Time
to clinical worsening of PAH was defined as the time from randomizatigpatithe
occurrence of death, lung transplantation, hospitalization for PAH, AA1SE study
discontinuation due to the addition of other PAH therapeutic agenf ation

due to two or more early escape criteria (see Table 8).



Table 8 Summary of Clinical Worsening of PAH Events from Study ARIES-1 and

ARIES-2 at 12 Weeks (Population ITT)
Treatment Gro ARTES-1 ARIED-2
e up Placebo Ambrisentan Ambrisentan Placebo Ambrisentan Ambrisentan
& S5 mg 10 mg 2.5 mg 5 mg
Eiyeits () (N=67) (N=67) (N=67) (N=65) (N=64) (N=63)

Death 2 (3.0 1(1.5) 1(1.5) 3 (4.6) 2(3.1) 0 (0.0

Lung transplantation 0(0.0) 0 (0.0) 0(0.0) 0 (0.0) 0(0.0) 0 (0.0)

Hospitalization for PAH 2(3.0) 2(3.0 2(3.0) 9 (13.8) 34.7) 2(3.2)

Atrial septostomy 0 (0.00) 0 (0.0) 0(0.0) 0 (0.0) 0(0.0) 0(0.0)

Study discontinuation due to 1(L.5) 0 (0.0) 1(1.5) 0(0.0) 0(0.0) 0(0.0)

addition PAH treatment

Escape criteria 3(4.5) 0 (0.0) 2 (3.0 7 (10.8) 2 (3.1) 1 (1.6)

Total subjects with >1 events 6(9.0) 3 (4.5) 3(4.5) 14 (21.5) 34.7) 3(4.8)

p-value 0.4925 0.4925 0.008 0.008

(ambrisentan vs placebo)*

*Fisher exact test comparison to placebo

In the ARIES studies, those patients with WHO functional class II symptoms at baseline had a
mean BDI 0f2.98, a mean 6MWD of 375 m; 47% had a 6MWD of more than 400 m. Those
with WHO functional class III symptoms had a mean BDI of 4.38 and a mean 6MWD of

330 m at baseline.

In patients with class II and class III symptoms, increases in mean 6MWD were observed with
5 mg and 10 mg VOLIBRIS compared to placebo after 12 weeks treatment (Table 9).
Improvement in secondary endpoints also supported efficacy in both WHO functional class II
and class III patients.

Table 9 Improvement in 6MWD at Week 12 in Phase lll Studies in patients with
WHO Functional Class Il symptoms or WHO Functional Class Il
symptoms (Population ITT)

ARIES-1 ARIES-2
Placebo VOLIBRIS VOLIBRIS Placebo VOLIBRIS VOLIBRIS
5 mg 10 mg 2.5 mg ~ S5mg
WHO Change in -0.3 +26.6 +43.4 =73 +37.0 +61.4
Class II | 6MWD from (-19.3, 18.7) (-1.0, 54.2) (17.6, 69.2) (-45.9,31.4) (9.1,64.9) (31.3,91.5)
baseline to Week
12, mean (95%
CI)
Placebo-Adjusted 27.0 43.7 +44.2 +68.6
improvement in (-4.8,58.7) (12.8,74.7) (-1.1, 89.6) (21.5,115.8)
6MWD, mean p=0.0460 p=0.0072 p=0.0624 p=0.0104
(95% CI) :
WHO Change in -15.2 +18.7 +42.2 . -15.2 +6.2 +38.3
Class III | 6MWD from (-45.0, 14.5) (-5.8,43.3) (21.0, 63.4) (-48.3,17.8) (-26.2,38.7) (11.7, 64.9)
baseline to Week .
12, mean (95%
Ch
Placebo-Adjusted +34.0 +57.4 214 53.5
improvement in (-4.1,72.1) (20.5, 94.3) (-24.8, 67.7) (11.2,95.8)
6MWD, mean p=0.0624 p=0.0187 p=0.4500 . p=0.0217
(95% CI)

provided in Table 10.
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Table 10 Summary of 6-Minute Walk Distance Change from Baseline to Week 12
by PAH Stratification using LOCF (Population: ITT)

ARIES-1 ARIES-2
Treatment Group Placebo VOLIBRIS VOLIBRIS Placebo VOLIBRIS VOLIBRIS
5 mg 10 mg 2.5 mg 5 mg

Change from N 43 42 41 42 42 41
?gselme toWeek It | 63 (B2.14) | 36:6 (35.42) | 306 (5822) 2206 35.7(67.97) | 55.1(86.58)

(SD) (101.23)
Comparison Point 42.9 56.9 56.3 157
versus placebo estimate

p-value' 0.0053 0.0011 0.005 <0.001
Non-IPAH Rl n o T 7 TR f e vest SUSERER el AN U & 2 e N et i st T
Change from N 24 25 26 23 22 22
baseline to Week
12

Mean -10.6 (74.32) | -0.4 (74.69) | 32.4(76.38) 9.1(76.77) -3.5(102.10) | 38.6(47.96)

(SD)
Comparison Point 10.2 43.0 -12.6 29.5
versus placebo estimate

p-value! 0.4965 0.0487 1.000 0.170

'Wilcoxon rank sum test stratified by IPAH and non-IPAH subjects

VOLIBRIS in Combination with Tadalafil for the Treatment of PAH

The effect of initial combination therapy with VOLIBRIS and tadalafil was investigated in a
multicenter, double-blind, active-controlled study that compared the combination of
VOLIBRIS and tadalafil to VOLIBRIS or tadalafil monotherapy in patients with WHO
functional class II-III PAH. The study enrolled 610 patients; 605 patients received at least one
dose of study drug and 500 met the criteria for the primary efficacy analysis. Patients were
randomized 2:1:1 to once daily VOLIBRIS 10 mg + tadalafil 40 mg, VOLIBRIS 10 mg, or
tadalafil 40 mg. VOLIBRIS was initiated at 5 mg for 8 weeks and tadalafil at 20 mg for 4
weeks, then each was up-titrated if tolerated. In the primary efficacy analysis, 226 patients
(89%) treated with VOLIBRIS + tadalafil had an up-titration of the tadalafil dose from 20 to
40 mg, and 220 (87%) patients had an up-titration of the VOLIBRIS dose from 5 mg to 10
mg.

The primary study endpoint was time to first clinical failure event. Secondary endpoints were
change in NT-pro-BNP, percentage of patients with satisfactory clinical response, and change
from baseline 6MWD, all assessed at Week 24 (see ACTION AND CLINICAL
PHARMACOLOGY).

Patients enrolled in the study had idiopathic PAH (53%), heritable PAH (3%), or PAH
associated with connective tissue diseases, congenital heart disease, HIV infection, or drugs or
toxins (APAH, 44%). Median time from diagnosis to first study drug administration was 22
days. Approximately 31% and 69% of patients were in WHO functional class II and III,
respectively. The mean patient age was 54.4 years (32% were >65 years old). Most patients
were white (90%) and female (78%); 46% were North American. For the primary efficacy
analysis, median exposure to combination treatment was 534 days.

Time to Clinical Failure




Time to clinical failure of PAH was a composite endpoint defined as time to the first
occurrence of death (all-cause), hospitalization for worsening PAH, disease progression, or
unsatisfactory long-term clinical response. Hospitalization for worsening PAH was defined as
any hospitalization for worsening PAH, lung or heart/lung transplant, atrial septostomy, or
initiation of parenteral prostanoid therapy. Disease progression was defined as >15% decrease
from baseline in 6MWD combined with WHO functional class III or IV symptoms (at 2
consecutive post-baseline visits separated by >14 days). Unsatisfactory long term clinical
response was defined as any reduction in 6MWD below baseline combined with an
assessment of functional class III status measured at visits 6 months apart.

Patients treated with VOLIBRIS + tadalafil experienced a significant reduction in risk of
clinical failure versus patients treated with VOLIBRIS monotherapy (p=0.0004) or tadalafil
monotherapy (p=0.0045). The reduction in risk of a clinical failure event was 52% (HR= 0.48,
95% CI: 0.31, 0.72) on combination therapy versus VOLIBRIS monotherapy, and 47%
(HR=0.53, 95% CI: 0.34, 0.83) versus tadalafil monotherapy. The Kaplan-Meier plots of time
to clinical failure for combination therapy versus each monotherapy are shown in Figure 2; the
summary of primary endpoint events is shown in Table 11.

Figure 2 Time to Clinical Failure, VOLIBRIS + Tadalafil Combination Therapy
versus VOLIBRIS or Tadalafil Monotherapy (Adjudicated) in the
AMBITION Study

100; 1 yeér 88.9% :
2 year 73.7% :
9
o 75 - 3yea:r 67.6%
2 Fheny
‘; 1ye::\r78.0% "--__:,
o : e,
L. 504 2 year 61.2% sEesTEEs
- : 3 year 52.2%
c 2
@
> : s
i o :
251 — Combination therapy : HR: 0477
: ¢ 95% C1(0.314, 0.723)
== Ambrisentan monotherapy : p=0.0004
0 7 s T v 7

0 24 48 72 96 120 144 168 192

Time (weeks)
Number at risk:

Caombination; 253 229 186 145 106 71 36 4
Ambrisentan mono: 126 104 81 57 39 23 14 3




1001 1 year 88.9% :
' 2 ye‘ar 79.7% :
k] . .
-— i
75 T 3 year 67.6%
G\O [ oy - _3 M
S— 1year 75.1% %) i [ e :
3 : 2 year 65.7% R
s 3 year 60.6%
I 50 b
=)
c
o
> :
m “ . '
251 — Combination therapy HR: 0.528
: 95% CI (0,338, 0.827)
=~ = Tadalafil monotherapy p=0.0045
0 L L : L] L] : L3 L] . L3 "
0 24 48 72 96 120 144 168 192
Time (weeks)
Number at risk:
Combination: 253 229 186 145 106 71 36 4
Tadalafil mono; 121 105 74 51 38 26 11 2

Time from randomization to first clinical failure with Kaplan-Meier estimates of the proportions of failures; p-values shown
are the log-rank comparisons of VOLIBRIS + tadalafil combination therapy to the individual monotherapy.

Table 11 Summary of Primary Endpoint Events (Adjudicated) in the AMBITION
Study
VOLIBRIS + Tadalafil VOLIBRIS Tadalafil Monotherapy
th
(N=253) Monotherapy (N=121)
=12
n (%) (=L n (%)
n (%)

Component as First Clinical Failure Event
Death (All-Cause) 9 (4%) 2 (2%) 6 (5%)
Hospitalization for 10 (4%) 18 (14%) 12 (10%)
Worsening PAH
Disease Progression 10 (4%) 12 (10%) 4 (3%)
Unsatisfactory Long-term 17 (7%) 11 (9%) 12 (10%)
Clinical Response

The results for analyses of time to adjudicated clinical failure and to the first of each component
of clinical failure are shown in Figure 3.

Figure 3 Analysis of Adjudicated Events in the AMBITION Study
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Efficacy of initial combination treatment with VOLIBRIS + tadalafil on time to clinical failure
was seen across the following subgroups of interest: etiology of PAH (IPAH/HPAH and non-
IPAH, Baseline WHO FC (IL, III), region (North America, rest of world (predominantly
European subjects)), Baseline age group (< 65, > 65 years), Baseline age group above or
below study median age, sex, and Baseline 6 MWD above or below study median 6MWD.
Each subgroup analysis showed a reduction in risk with combination therapy relative to the
individual monotherapies in all subgroups, with the exception of the male subgroup, in which
reduction in risk was not observed with combination therapy relative to tadalafil monotherapy.
This may be a statistical artifact due to the relatively low number of male participants (n=122)
in the study.

Supportive analyses of time to first adjudicated clinical worsening event (death,
hospitalization for worsening PAH, and disease progression) were performed. Patients treated
with VOLIBRIS + tadalafil had a lower risk of having a first adjudicated clinical worsening
event at any time from baseline to final assessment visit compared with patients treated with
VOLIBRIS or tadalafil monotherapy. These risk reductions amounted to a statistically
significant 56% in comparison with ambrisentan monotherapy (HR=0.443, 95% CI: 0.279,
0.704, p=0.0004), and a statistically non-significant 39% in comparison with tadalafil
monotherapy (HR=0.611, 95% CI: 0.364, 1.028, p=0.0607).

Clinical Response

Satisfactory clinical response at Week 24 was a composite secondary endpairit (et Wy &
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monotherapy group (27%, p=0.0321, odds ratio 1.723, 95% CI: 1.047, 2.833). The difference
in satisfactory clinical response between combination therapy and VOLIBRIS monotherapy
(31%, p=0.1518, odds ratio 1.424, 95% CI: 0.878, 2.308) was not statistically significant.

Exercise Ability

The observed improvement from baseline in median 6MWD at Week 24 was higher with
combination therapy (from 357.0 m to 414.0 m) than with VOLIBRIS monotherapy (from
368.5 m to 407.0 m) or with tadalafil monotherapy (from 363.3 m to 392.0 m). Statistical
analysis using imputed data showed that the difference between median change in the
combination therapy group (49.0m, 95% CI: 39.0, 57.5) and the VOLIBRIS monotherapy
group (27.0 m, 95% CI: 12.5, 38.0) was statistically significant (p=0.0005), and so was the
difference with the tadalafil monotherapy group (22.7 m, 95% CI: 16.5, 35.5; p=0.003).

Figure 4 Median Change from Baseline in 6-Minute Walk Distance (meters) in the
AMBITION Study
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Hepatic Safety

Hepatic function was assessed in clinical studies. In ARIES 1 and 2, there were no cases of
aminotransferase abnormalities >3x the upper limit of normal (ULN) in 262 patients receiving
VOLIBRIS compared with three cases (out of 132) in patients receiving placebo (2.3%). The
cumulative incidence of serum aminotransferase abnormalities >3x ULN in all Phase II and III
(including extension) studies was 3.5% (17 of 483 subjects over a mean exposure duration of
95 weeks) In the ARIES E open label long term extension study of ARIES-, ,and ARIES-2

patients treated with VOLIBRIS was 3.9%. In the AMBITION,$m A S Satnts
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AST) abnormalities >3x ULN when VOLIBRIS was used in combination with tadalafil was
4% (10 of 253 patients), versus 2% (2 of 126 patients) when VOLIBRIS was used in
monotherapy, versus 3% (3 of 121 patients when tadalafil was used in monotherapy.
Incidence rates were similar when considering populations with left ventricular dysfunction.

DETAILED PHARMACOLOGY

Ambrisentan is a specific, competitive endothelin receptor antagonist, with ETa receptor
selectivity. This pharmacologic property is the primary mode of action of ambrisentan.

Pharmacological activity of ambrisentan has been evaluated in a series of assays and animal
models.

Primary Pharmacodynamics: In vitro studies using membrane preparations from human
ventricular myocytes, showed that ambrisentan is an endothelin antagonist with a Kj of 16 pM
against ETa receptors. The selectivity of ambrisentan for ETa receptors over ETg receptors is
about 4000-fold. The relative affinity of the R-enantiomer was markedly weaker as compared
to the value for the S-enantiomer.

In vivo studies have been performed in a rat model of endothelin-induced hypertension.
Ambrisentan dose-dependently (1, 3, or 10 mg/kg p.o.) reduced the increases in arterial
pressure resulting from endothelin (Big ET-1) infusion.

No studies were performed on the pharmacodynamic effects of ambrisentan in animal models
of pulmonary hypertension.

Secondary Pharmacodynamics: When tested for specificity using a battery (100) of
receptors and ion channels, ambrisentan at 10 uM was not active (< 50% inhibition). The R-
enantiomer and 4-hydroxymethyl metabolite of ambrisentan were also inactive in a similar
specificity panel.

In normotensive rats, oral administration of 300 mg/kg of ambrisentan or intravenous
administration of 100 mg/kg ambrisentan caused initial increases in arterial pressure and heart
rate that were followed by sustained reductions in these cardiovascular parameters.

In normotensive dogs, oral administration of 1, 10, and 100 mg/kg of ambrisentan caused
dose-dependent reductions in arterial pressure that were not compensated for by increased
heart rate.

Safety Pharmacology: Safety pharmacology studies were conducted to examine the effect of
ambrisentan on the central and peripheral nervous system, cardiovascular and respiratory,
gastrointestinal and renal systems, as well as cardiac conductivity (hERG cell current and
guinea pig papillary muscle), uterine smooth muscle contractility, blood coagulatlon and
spleen cell mitogenicity.
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suggests minimal risk for off-target biological effects; however, large single doses of
ambrisentan could lower arterial pressure and have the potential for causing hypotension and
symptoms related to vasodilation. In addition, in rats, ambrisentan (single i.v. or oral doses)
reduced renal sodium, chloride and calcium excretion rates in a dose-dependent manner.

No pharmacodynamic drug interaction studies were performed.

Long-term Treatment

Eligible Patients from the two pivotal studies, ARIES-1 and ARIES-2, were enrolled into an
open-label extension study: ARIES-E. The main purpose of ARIES-E was to evaluate the
incidence and severity of adverse events associated with long-term exposure to VOLIBRIS,
including the effects on serum amino transferases. Patients who received VOLIBRIS in
ARIES-1 and ARIES-2 remained on their current dose at enrolment into ARIES-E, whereas
patients who received placebo were randomized to VOLIBRIS 2.5 mg, 5 mg or 10 mg once
daily (N=383). Patients could be up-titrated or down-titrated and could receive prostanoid
drugs approved for PAH therapy as needed in the course of ARIES-E (13% of patients
required prostanoid therapy). Of the 96 patients on 2.5 mg, 190 on 5 mg and 97 on 10 mg at
randomization, 82%, 68% and 49% remained in the study at 1, 2 and 3 years, respectively and
91%, 83%, 79% of these patients were on VOLIBRIS monotherapy during these time periods.

Survival

In ARIES-E, patients who were treated with VOLIBRIS (2.5 mg, 5 mg, or 10 mg once daily),
Kaplan-Meier estimates of survival at 1, 2, and 3 years were 93%, 85%, and 79%,
respectively. Of the patients who remained on VOLIBRIS for up to 3 years, the majority
received no other treatment for PAH as mentioned above. A dose-response relationship was
not observed. These uncontrolled observations do not allow comparison with a group not
given VOLIBRIS and cannot be used to determine the long-term effect of VOLIBRIS on
mortality.

Safety

In general, no new or unexpected adverse events were observed during the long-term
extension of ARIES-1 and ARIES-2 which had lasted 12 weeks. Of the 67 (18%) deaths
during the extension study, six serious adverse reactions observed in four patients (N=32;
13%) were considered by the investigators to be causally related to VOLIBRIS.

An adverse event led to permanent discontinuation of 85 (22%) patients due mainly to
worsening of pulmonary hypertension (5.2%) and right ventricular failure. Sixteen (4%)
subjects had ALT and/or AST elevation >3 times the upper limit of normal which led to
dlscontmuauon of only one patlent Decrease in hemoglobin per51sted for / iiaehy

mean PT or INR.

Efficacy

of observation.
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TOXICOLOGY

Repeat Dose Toxicity: The principal findings in repeat dose toxicity studies in mice and rats
with VOLIBRIS (ambrisentan) are in part attributed to exaggerated pharmacology and include
effects in the nasal cavity and testes. Repeat dose studies in the dog reveal VOLIBRIS to be
well tolerated with findings limited to fundic glandular atrophy and clinical signs of audible
breathing and gastrointestinal disturbance. Deaths or findings resulting in early sacrifice of
animals attributed to oral administration of VOLIBRIS occurred in repeat-dose toxicity
studies in rats at > 100 mg/kg/day and in dogs at 1500 mg/kg/day. An increased mortality rate
also occurred in 2-year carcinogenicity studies in rats at 30/20 and 60/40 mg/kg/day (initial
daily dose of 30 mg/kg/day subsequently lowered to 20 mg/kg/day, and 60 mg/kg/day
subsequently lowered to 40 mg/kg/day) and mice at 250/150 mg/kg/day (initial daily dose of
250 mg/kg/day subsequently lowered to 150 mg/kg/day).

Inflammation and changes in the nasal cavity epithelium and/or turbinates has been seen with
chronic administration of VOLIBRIS and other endothelin receptor antagonists (ERAs) to
rodents and, to a lesser extent, dogs.

Carcinogenesis and Mutagenesis: The genotoxicity of VOLIBRIS was assessed in a
comprehensive battery of in vitro and in vivo studies. VOLIBRIS was clastogenic in human
lymphocytes in vitro both in the presence and absence of metabolic activation. VOLIBRIS
was not mutagenic to Salmonella typhimurium, did not elicit unscheduled DNA synthesis in
rat liver, and was not clastogenic in an in vivo micronucleus study conducted in male rats.

There was no evidence of carcinogenic potential in 2 year oral daily dosing studies in rats and
mice. There was a small increase in mammary fibroadenomas, a benign tumor, in male rats at
the highest dose only.

Fertility: The development of testicular tubular atrophy and sterility in male animals has
been linked to the chronic administration of ERAs, including VOLIBRIS, to rodents.
Testicular tubular atrophy was observed at all dose levels (10 to 300 mg/kg/day) in oral
fertility studies with male rats that was not reversible after 13 or 20 weeks following cessation
of dosing. Reduced fertility and morphologic effects on sperm only occurred at 300
mg/kg/day and were reversible. No effects on sperm count or sperm motility were observed.
Testicular tubular atrophy (focal/multifocal or diffuse) was also observed in repeat dose
studies in rats and mice. There were no significant effects on fertility or embryofetal
development in female rats dosed up to the time of implantation.

Pregnancy: Teratogenicity is a class effect of ERAs. The effect of VOLIBRIS on embryo-
fetal development has been assessed in rats and rabbits after oral dose administration on
gestation days 6-17 and 6-18, respectively. In both species, abnormalities of the lower jaw,

the left side of the urinary bladder instead of the right side and heart and ass¢Cit
vessel abnormalities were seen in the rabbit study. §
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occurred at doses of 4 mg/kg/day and above (1.5 to 6.4 times higher than the maximum
recommended human adult dose of 10 mg, based on AUC). In two separate respiratory
function juvenile rat studies, 20 mg/kg/day of ambrisentan administered on PND 7 to 26 or
PND 7 to 36 evoked decreases in brain weight (-3% to -8%), and also caused breathing
sounds (a singular audible click), irregular respiratory function, apnea and hypoxia starting 10
days after dosing, and continuing two days after treatment stopped, with no detection of these
effects at one month after dose interruption. There were no neurobehavioral changes observed
at the end of treatment and one month after dose interruption, and a morphometric assessment
of changes to the pharynx and larynx was inconclusive. Although the mechanisms by which
ambrisentan reduces brain weight of juvenile rats have not been fully elucidated, it is plausible
that this effect is mediated by chronic hypoxia that may be associated with mechanically
induced apnea originating from pharyngeal dysmorphogenesis occurring during postnatal
pharyngeal development. The clinical relevance of this finding in humans is unknown;
however, this postnatal time frame would likely correlate to human pharyngeal development
from 0 to 3 years of age. Safety and efficacy of VOLIBRIS have not been established in
patients under 18 years of age. VOLIBRIS should therefore not be used in this age group.
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BOJIIBPIC

amOpi3eHTaH, TabIeTKH

YACTHUHA I: IHOOPMAILLA JJIS JIIKAPIB

KOPOTKA XAPAKTEPUCTHKA JIIKAPCHKOI'O IIPEHIAPATY

Cnocio Beegennst | Jlikapceka dopma / JonoMizkHi pe40BMHH
DO3yBaHHS

Kpockapmernosa HaTpito, MOHOTiIpaT
JIaKTO3H, JIEIUTHH, CTeapaT MarHiio,
TEJTI0JI03a MIKPOKPHCTATIYHA, TIOJIiBIHITTOBHH
CIIUPT, TATBK, JIOKCH]| THTaHY,
MakporoJ/mosnieTriaenriikons 3350 Ta FD&C
Red #40/Allura Red AC Aluminum Lake

Jlns mepopansroro | Tabmerku, 5 mr ta 10 Mr
3aCTOCYBaHHS '

IMOKA3AHHSI TA KJ/HIHIYHE 3ACTOCYBAHH

BOJIIBPIC (am6pizenTtan y TabeTKax) MOKa3aHWH IS TIKyBaHHS i10MaTHIHOL
(«mepBUHHOIY») JTereneBoi apTepianbHoi rineprensii (IJIAI) Ta nereneBoi apTepiaibHOl
rimeprensii (JIAT), moB’a3aH0i i3 3aXBOPIOBAHHSAM CIIOJIy9HOI TKAHWHH, Y JOPOCIHX
IarienTiB i3 cuMnToMamu pyHkioHasHOro Kiacy II abo III BOO3.

BOJIIBPIC Takox moKa3aHuii st HO9aTKy Teparil y MoeqHaHHi 3 TaganadinoMm y
nopociux narientis 3 JIAT i3 cumnromamu ¢yaxnionansHoro xiacy II abo IIT BOO3.

BOJIIBPIC noBHHEH 3aCTOCOBYBATHCS TUIBKH JTIKApSIMU, SIKi MAIOTh TOCBiJ] JIarHOCTUKH
Ta mikyBarHs [JIAT a6o JIAT'.

IMPOTHUIIOKA3AHHSI

BOJIBPIC npotunoxa3zaHui:

° IMarmienTaM 3 BigoMor0 abo mimo3proBaHoro rinepayTiusicTio o BOJIIBPIC abo
OyIb-SKOTO 3 iHIPEIiEHTIB, IO BXOIATH A0 CKJIaly Ipenapary (IuB.
«JIIKAPCBKI ®OPMM», «CKIJTALl TA YITAKOBKAY).

° V nepiox Baritaocrti (uB. «KOCOBJIMBOCTI 3ACTOCYBAHH», «Ocobmusi
Iy MalieHTiBY, «BariTHi XiHKHY). ISy

o V nepiox rpyasoro BurogoByBasH: (auB. KOCOBJIMBOCTI
3ACTOCYBAHHS», «OcobmmBi rpymu namieHTiBy, « KiHKy, 0 rofyiQts
TPYIUTION).




o [TartienTam 3 TSDKKUM TOpyIIeHHsIM (QyHKIIT nedinku (i3 abo 6e3 mupo3y) (IuB.
«OCOBJIMBOCTI 3BACTOCYBAHHS1», «Ilopymenss 3 6oxy
IEYiHKH/)KOBYHOT'O MiXypa/maHKpeaTHyHi nopymrenusy, ta « CIIOCIb
3ACTOCYBAHHS TA IO3M).

° [TamienTam 3 6a30BUME 3HAUEHHSIMH IIEYIHKOBHAX aMiHOTpaHChepas
(acmapraraminorpancdepasa (ACT) ta/abo ananinaminotrparchepasa (AJIT))
>3x BMH (muB. «OCOBJIMBOCTI 3ACTOCYBAHH 1y, «Ilopymenss 3 60xy
MEYiHK¥/>)KOBYHOTO MiXypa/maHKpeaTHdHi nopymenHsay, Ta « CITOCIb
3ACTOCYBAHHS TA TIO31 ).

° [Mamientam 3 igiomarnarum jJereneBuM Gidpozom (IJID), 3 abo Ge3 nerereBoi
rimeprensii.

OCOBJIMBOCTI 3ACTOCYBAHHA

3araubHa indopmanis

Hocnimxenns BiumBy BOJIIBPIC na 3maTHiCTs KepyBaTh aBTOMOO17IEM 200 yIIpaBisTH
o0amHaHHSIM He mpoBoammucs. KpiM Toro, He MOXXKHA epeN0aulTH HETaTHBHOTO
BIUTHBY Ha TaKy JisUTBHICTH Ha IIi/ICTaBl (hapMaKoyIorii akTUBHOI pEYOBHHH.

Kanneporene3s i Mmyrarenes
Jani mpo BB Ha Jroauny BificyTHI (muB. « TOKCUKOJIOI Ty, «Kanueporenes i
MyTareHes»).

I'emaTojioriuHi maToJiorii

P03BUTOK 3HI)KEHHST KOHIIEHTPAI[il reMOTI00iHy Ta FeMaTOKPUTY BHACTIOK IPUHMAaHHS
npenapary OyB ITOB’s3aHH# 3 IPUHOMOM aHTArOHICTIB PEIENITOPIB EHAOTENIHY Ta
CIIOCTEpIraBCs MPOTATOM KIIIHIYHUX JOCIIKEHB JIIKYBaHHS MOHOTEPAITIE0
BOJIIBPIC.TToBinoMIIsIIOCE TIPO BUITAIKK aHEeMIT, siki TOTpeOyBamu Tpancdy3ii
eputponuTapHoi MacH.l[i 3HIKEHHS, SIK IPABAIIO, CIIOCTEPITAIUCS MPOTATOM MEPIIHX
kipkox TikHIB JikyBanHsI BOJIIBPIC, a notim crabinizyBanmucs. AHeMis gacTime
3yctpivaerses mif gac Teparii BOJIIBPIC 3 Taganadinom, HiX Ipu OKpeMOMY
3actocysarsi BOJIIBPIC a6o tapanadiny (mus. « [ TOBIYHI PEAKIIII»).

He pexomennyerses nounHaty gikyBanHs BOJIIBPIC namieHTiB 3 KIIHIYHO 3HAYYIIOIO
aHeMmi€ero (muB. «MOHITOPHHT 1 TAOOPATOPHI JOCIIKEHHSY).

IMopymenHs 3 00Ky NeYiHKH/HYKOBYHOI0 MiXypa/MaHKpEeATHYHI NOPYIIeHHS

HopymeHH;I q)yHKun TIEYiHKH ToB ;13aH1 3 JIETEHEBOIO apTeplaJILHOIO I‘lIIepTeHSIGIO
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(amaninaminotpanchepasu, AJIT abo acnapraraminoTpancdepasu, ACT), mo
IIEPEBHIIYE BEPXHIO MeXy HopMHE (> 3x BMH), abo marieHTaMm 3 TSHKKEM IOPYIIEHHIM
¢yuxuii mewinku. [Mamientn 3 AJIT/ACT > 2x BMH He Oynu BIIFOY€H] B KITiHITHE
nmociimxenns ogHodgacHoro 3actocyBants BOJIIBPIC 3 tapanadinom. BOJIIBPIC cig
3aCTOCOBYBATH 3 0OEPEXKHICTIO MAliEHTaM 3 IOMIPHUM HOPYIIEHHAM GYHKITIH Te9iHKY,
Ta pekomeHayeThes momicsraanit MoHITOpUHT AJIT Ta ACT (muB. «CIIOCIb
3ACTOCYBAHHS TA JIO3U», ta <\MEXAHI3M [II TA KJIIHIYHA
OAPMAKOIJIOI'TAy).

XoYa 9acToTa 4acTOTa 3MiH piBHS aMiHOTpaHCchepa3u Oyina HU3HKOI0, HEMOIIUBO
BHK/IIOYMTH MOXKIMBICTE ITiIBUIIEHHS PiBHSI aMiHOTpaHC(epa3n B CHPOBATII KPOBI,
nos’s3ane 3 mpuitomom BOJIIBPIC. TakuM 4uHOM, pEKOMEHTY€THCS IOMICSTYHUNA
moritopurr AJIT Ta ACT B 0co6iBO Bpa3IMBHUX MAIIEHTIB: 3 HOMIpHAM IIOPYIIEHHIM
dyHKIii medinku a60 3 KIHIYHO 3HAYYIIOI0 HEAOCTATHICTIO IPABOTO MEPEACEP,
HASIBHAMH 3aXBOPIOBAHHSIMHE NEYiHKY, IOIEPEAHIM I IBUINEHHSM PiBHA
amiHoTpaHc(epasnd BHACIIIOK IPHHOMY JiKiB a0 0ZHOYACHOTO IPUHOMY IIpEnapaTiB,
SKi, K BiJIOMO, COPHYMHSIIOTH IiJBUIICHHS aMiHOTpaHC(epasu, TOOTO Malli€HTIB, Y SIKUX
MOJKE iCHyBaTH OiJIBII BUCOKHIA PU3MK ITiIBUIICHHS PiBHA aMiHOTpaHC(hepa3u BHACIITOK
npuitomy BOJIIBPIC. SIximo B mamieHTiB pO3BUBAEThCA KIIIHIYHO 3HAYIYyIIE IIiIBHINECHHS
piBHs amiHOTpaHChepasy abo SKINO MiABUINEHHS aMiHOTpaHChEPa3H CyIPOBOKYEThCS
O3HaKaMy 200 CHMIITOMAMH IIOIIKOKEHHS IEYIHKY (HAIPHKIIA, JXOBTSIHHUIL),
mixyBauus BOJIIBPIC cnix npunuaATH.

V manienTiB 6e3 KIIHIYHUX CHMIITOMIB IIOIIKOKEHHS TIEYiHKH a00 )KOBTSHHUII PiIICHHS
mpo mosropre mpusHadensss BOJIIBPIC crin npuiiMaTty miciist HopMatizalii piBHs
neyiHKoBuX (epMeHTiB. BimoMo, Mo MOMKOHKEHHS I€9iHKY Ta ayTOIMYHHUH renaTuT
BHUHMKAIOTH y marienTis 3 JIAL', a y mamienTiB 3 IJIAI" gacTo 3HaX0Th ayTOIMYHHI
arrutinga. [pu Teparnii BOJIIEPIC moBimomiisiocs Ipo BUNAAKH, IO BiAOBIIAIOTH
ayTOIMYHHOMY TEIIaTUTY, BKJIIOYAIOYH MOXUIMBE 3arOCTPEHHSI ICHYI0UOT0 ayTOIMYHHOTO
TeHaTUTy Ta MOMKOKeHHs nedinku, xo4da BB BOJIIBPIC na 1i Bumagxu
3UIAIIAETHCS HE3  ICOBAaHUM.

TakuM YMHOM, MAIIEHTIB CIIiJ{ KOHTPOJIIOBATH Ha MPEIMET O3HAK ITONIKODKEHHS TIEIiHKH
Ta JisTd 3 00epexHicTIo y pasi 3acrocyBanHsI BOJIIBPIC B mexax MoHOTEparmii abo y
MIOETHAHHI 3 IHIIIMMH JIIKapCHKUMH 3acobamH, Tpo K1 B1IOMO, 10 iX IpHiioM

0B’ sI3aHui 3 HOIHI(OII)KCHH}IM He‘ilHKH aje nmcnmorormn Brutus BOJIIBPIC Ha 111

BHHUKAE TIOPYIICHHS (YHKIIH ITEUiHKY MICIIA TOYaTKYy JIIKYBaHHSI BOHIBPI » -
IIOBHICTIO BUBYUTH IpUIUHYy ypaxxeHHs neuinku. [Ipuiiom BOJIIBPIC cnifx npunuauTH,
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SIKITIO TTiABHUINEHHS MeYiHKOBOI amiHoTpaHcdepasu >3x BMH abo sSKImo miaBuIneHHs
IEYiHKOBO1 aMiHOTpaHC(hepasu CyIPOBOKYETHCS iIBHIEHHSM piBHs OinipyOiny >2X
BMH, a60 sKImo icHYIOTh 03HaK# 200 CUMIITOMH MOPYIIEeHHs (QyHKITii TediHKH 3a
YMOBH BUKJTFOUEHHS IHITAX TPUYIHH.

3aTpumka piguHu

ITix gac nikyBanus APE (Brmouatouu BOJIIBPIC) crioctepiraBes nepudepudmmii
HabOpsk (3aTpuMka pigunu). [lepudepranuit HaOpsK TaKOXK MOXKe OYTH KITiHITHAM
HacinigkoMm JIAI'. BOJIIBPIC BukiIMKaB 10303aJI€)XHY IiBHINEHY YaCTOTY BHHUKHEHHS
nepreprIHOro HabpsKy (Biz jierkoi mo momipaoi hopmm) (mus. IIOBIYHI PEAKITID).

3BITH MOCTMaPKETIHTOBHX JTOCIHIKEHD HiITBEPXKYIOTh, IO 3aTPHMKa PiIHN BUHHKAIA
IpOTAroM AeKinbkox TwkHIB JikyBanHsI BOJIIBPIC Ta B meskux Bumagkax morpedysaia
BTpYYaHH i3 JOIIOMOTOIO AiypeTHKiB ab0 rocmitaiizamnii [ist JIiKyBaHHS 3aTPHMKH
pizuHE ab0 JeKoMIeHCOBaHOI ceprieBoi HenocTaTHOCTI (nuB. «Ilonii Hebakanux
JKapChKUX peaKiliid, BUSBICHI IPOTATOM KIHIYHUX AOCITiKEeHbY, Tabmuiyt 1). Sxmo y
MAI[IEHTIB BXKE ICHYE TiMepBOJIEMIS, IIEH CTaH CIIiJ] CKOPUTYBATH TakK, SIK KITIHITHO
JOIIBEHO, TepIl Hixk mounHath jikyBanHs BOJIIBPIC.

SAxmo mig gac Tepanii BOJIIBPIC po3BHBaeThCs KITiHIYHO 3HAYYIAHN MepUepATHIIA
HaOpsik 3 200 6e3 cymyTHROTO 301IBINEHHS Bard, TO JJISI BU3HAYEHHS TIPHIHHA
(HampuxiIa], BUHUKHEHHS BHacHinoK Bukopuctanas BOJIIBPIC a6o ceprieBoi
HEJJOCTATHOCTI, IO CIIy>KUTH IPUUUHOIO HAOPSKY) CIIiJT IIPOBOIUTH IIOAAJIBINY OLIHKY.
Taxox ciiJi po3rJITHYTH HEOOX1THICTE CIIENiabHOTO JIIKYBaHHs a00 MPUIIHEHHS Tepartii
BOJIIBPIC.

3aTpuMKa piguHE/IepupepuIHIi HaOpsIK YacTilne 3yCTpidaeThes mifl 9ac Tepartil
kxombinariero BOJIIBPIC mwmoc Tamamadin, HiX mpu okpemomy 3actocyBarui BOJIIBPIC
abo Taganadiny.

BenooxJro3iiina XxBopo0a jJiereHn
SIKImo B mali€HTiB pO3BUBAETHCS TOCTPUI HAOPSIK JIET€HB IPH MOYATKY JIKyBaHHS
BOJIIBPIC, cnin BpaxoBYBaTH MOMUIUBICTH BEHOOKITIO31HHOT XBOPOOH JIET€Hb.

IlopymieHHsi poOOTH HUPOK
Brumus BOJIIBPIC y namnieHTiB 3 mopymeHHsM GYHKIIIT HEPOK HE JTOCIiIHKYBaBCsL.
BOJIIBPIC =e He 3a3Ha€ 3HAYHOT0 HUPKOBOTO 0OMiHY 200 HHPKOBOTO KIIIPEHCY
(exckperiiro), ToMy HEOOXiIHICTh KOPUTYBAHHS [TO3H Y BUNAAKY IAI[IEHTIB 3
IopyIneRHsM (GyHKIIil HIpoK MasoiimMosipHa (mus. «MEXAHI3M I TA KJIIHI
OAPMAKOJIOI' Ay, «DapMakoKiHETHKAY).
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Po3ziaanu crareBoi/penpoxyKTUBHOT dyHKIT

ITpu mo3i Big 10 mo 300 Mr/Kr/meHs y caMIliB IIypiB criocTepiraBest pO3BUTOK aTpodii
KaHAJIBIIB SIEY0K, IO CTaBasia 0€3MOBOPOTHOIO micis 13 abo 20 TIKHIB Teparii,
MIPHYOMY 3HIDKEHHS (PEePTHIIFHOCTI Ta MOPQOIIOTIIHI 3MiHH CIIEPMU MaJIH MicIle JIUIIe
mpu 1031 300 Mr/xr/neHs Ta 6yiu 3BOpOTHUMH. BIUMB Ha GEPTUIIBHICTS THOJUHA
uesigomuit (muB. « KJITHIYHI BUTIPOBYBAHHA» Ta « TOKCUKOJIOI' TS »).

Oco0uBi rpyny NanicHTIB

Baritsi sxinxu: Bukopuctarus BOJIIBPIC npotunokazano BariTHUM >KiHKaM.
JlocipkeHHs Ha TBapuHaX (IIypax i kpoimkax) rnokasai, mo BOJIIBPIC mae
TepaToreuHui edext. e maTBepmKy€eThCs i IBHIIEHOO KiJTBKICTIO IIOBIIOMIIEHB IIPO
BPOJDKEHI TOPOKH Ta IATOJIOTi] eMOpiOHAIIFHOTO PO3BHUTKY Iiciis ikyBaHHSI APE,
pioodarour BOJIIBPIC (muB. « TOKCUKOJIOI' LAy, «BariTHiCTEY).

Sxmo xinku pepranpHoro Biky npuitmarots BOJIIBPIC mix gac BariTHOCTI, TO iX cimif
TIOBiTOMHUTH PO PU3UKH, IO BIUTMBAIOTH HA BUHOIIYBaHHS IUTOLyY. [lo modaTKy
nixysanus BOJIIBPIC ciif BUKITFOYATH HAsIBHICTE BariTHOCTI Ta 3amobiraTy i 3a
JIOTIOMOTI0X0 HaIiiHKX 3ac00iB kKoHTpauemntii. [Tix yac mikysanus BOJIIBPIC
PEKOMEHTYEThCS IIPOXOIUTH KITIHITHO ITOKa3aHi TECTH Ha BariTHICTb.

JKinkam GhepTUIBHOTO BIKY CIIiZl pEKOMEHAYBAaTH HETalHO 3BEpTATUCA 10 JIIKApSI, SIKIIO
BOHH 3aBariTHiIM abo IiI03PIOIOTE, 0 MOXYTH OyTH BariTHUMHU. SIKIIO HE
nepeadavaeThCsl MOXIIMBICTE IIEPEPBATH BArITHICTD, CIILJ IPUIMHUTH JKYBaHHS
BOJIIBPIC Ta modaTs JiKyBaHHS aJIbTEpPHATUBHUAM 3ac000M (IUB.
«[TPOTUITOKA3AHHS» Ta « TOKCUKOJIOI' 51, «BaritHiCTEY).

JKinxu, mo roayrots rpyaaw: Hesinomo, uu nponukae BOJIIBPIC y rpymHe Monoko.
Tomy mamienTkam, mo npuiimaroTs BOJIIBPIC, npoTunokasane roxyBasss IpyaIio
(muB. «[TPOTHUIIOKA3AHH»).

Hitu (mo 18 pokis): besneka ta epexruBHicTs npenapary BOJIIBPIC y mamientis o 18
POKiB He BcTaHOBINIEHI. ToMy marienTaM I1i€l BikOBOI IpYIIH HE CIIiJ] 3aCTOCOBYBATH
BOJIIBPIC (muB. « TOKCHUKOJIOI'TSy).

JIroma moxusoro Biky (micst 65 poxkis): [lamientam BikoM Bif 65 pokiB 103y
KOPHTYBaTH HE MOTPiOHO.

V xnimiunux pocrimkenasx Mmouoteparii BOJIIBPIC moBigomitsiiocs, 1mo
niepudepudHiit HaOpsK MaB J0303aJIEKHIH XapakTep, BUHUKAB O1IBII YacTo Ta IPOTiKaB
y OLTBIN TSDKKiH hopMi y TaIlieHTiB BikoM HOHA[ 65 pOKiB VY HacTymHOMY KIIIHIYHOMY

nocnimxerai (AMBITION) gactoTa Ha6p;n<113 y TAI[i€HTIB, 10 TIPOXO/THITA MOHOTepamfo
aM6p13eHTaH0M cranoBmia 19% y mauientis <55 pokiB Ta 28% y nali€HTiBBIKEN

3ACTOCYBAHHA TA J1O31»).
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MoHITOPHHT 1 JI200PATOPHI X0 CTIIKEHH T

I'emorno6in i reMaTOKpHT

Ipuitmanus BOJIIBPIC moB’s3aHe 31 3HIKEHHSIM KOHIIEHTpAIil TeMorIo0iHy Ta
remMaTokputy. He pexomenayerses noauHaty jikyBaunus BOJIIBPIC marienTis 3
KJIIHIYHO 3HAYYIIOIO aHEMi€r0. PEKOMEHIYEThCSI BUMIPIOBATH PiBEHB reMOTIo0iHy Ta/abo
reMaToKpuTy Ao modatky jikyBarHs BOJIIBPIC, motim me ofuH pa3 gepe3 Micsb Ta
IIPOIOBXKYBATH BUMIpPIOBATH MEPiOIYHO BiIIOBIIHO A0 KIIIHIYHUX MOKA3aHb.

[TpoTsrom KIiHIYHUX BUIIPOOYBaHb Ay>K€ PO3MOBCIOHKEHUMHE Oyiu HeOa)kaHi sIBHINA Y
bopmi 3HIKEHHS PiBHA reMorIo0iHy Ta/abo rematoxputy (muB. Tabmums 1). ¥ mexax
JIOCITi/DKEHHSI MOHOTEpAIlii Cepe/IHE 3HMKEHHS PiBHS T€MOTJIO01HY BiTHOCHO BHXITHOTO
PIiBHSI 110 KiHIIS JTIKYBaHHS y Mani€eHTiB, ski orpumyBaiy BOJIIBPIC y 12-tmxHEBHX
1ane00-KOHTPOJIFOBAHMX TOCHIDKEHHsIX, cTaHoBmIO 0,8 r/min. Croctepiramocs
30epeXeHHsI 3HUKEHOTO PiBHS reMoriobiny nmpotsroM 4 pokis. [Tix gac mociimkeHHs
BIUIMBY KOMOIHOBaHOI Teparii, yacToTa aHeMii 301JIbIIyBanack Ipyu BUKOPUCTAHHI
BOJIIBPIC B xomb6inaii 3 Tagamadinom (15 %) y mopiBHSIHHI 3 9aCTOTOIO aHeMii Ipu
BHKOpPHCTaHHI aMOpizeHTany abo Tamanadiny sk MonoTeparii (7 % ta 11 %,
BiJITOBIHO).

SIKIIIO CIIOCTEPITaEThCs KIIHIYHO 3HAYYIIE 3HIKEHHS PiBHS reMOrIo0iHy abo
TeMaTOKPUTY Ta BUKIFOYAIOThCS iHIIi npuunsy, mikyBarus BOJIIBPIC cuix npunmuauATH.

IleuinxoBi npoou

PiBeHb IEUiHKOBUX TpaHCaMiHa3 CIIi/I BUMIPIOBATH JI0 TOYATKY JTIKYBaHHS Ta IOMICSIII Y
Bpa3/IUBHX IMAI[iEHTIB, & Y BCIX MAIli€HTIB - BAMIOBITHO 1O KIIHIYHAX MOKa3aHb (IUB.
«OCOBJIMBOCTI BACTOCYBAHHS», «ITopymenns 3 60Ky Me4YiHKI/>KOBUHOTO
MiXypa/llaHKpeaTHdHi TOPYIIEHHS).

JlixyBauus BOJIIBPIC ciif NpUIIUHUTH, SIKINO y MAI[IEHTIB PO3BUBAIOTECS KIIIHIYHO
3HAYYII [TiBUINECHHS PiBHS TpaHCaMiHa3, o IMepeBAITyoTh 3X BMH, abo skmo
i ABHIIEHHS PiBHS TpaHCaMiHa3 CYIPOBODKYETHCS O3HAKAMH ab0 CHMIITOMaMHU
ypaKeHHs IIeYiHKH (HApUKIaf, HyA0Ta, OJIFOBaHHS, IMXOMaHKa, O11b y )KHBOTI,
YKOBTSIHHIIS 200 HE3BUYHA MIIIBICTH 200 BTOMA), 200 SIKIIO ITiIBUIECHHS
CYIIPOBOKYETHCS I ABUINEHHIM Oitipybiny Ha 2x BMH.

VY mamienTiB 6€3 KIIHIYHIX CAMITOMIB MOMIKODKEHHS IEYiHKH a00 JKOBTSHHUII PilleHHS
npo nosTopHe npusHadeHHss BOJIIBPIC cnix npuiiMaty micist HopMaizanii piBHS
nedinkoBux ¢pepmenTis (quB. «OCOBJIMBOCTI 3ACTOCYBAHH», «Ho PYLICHHS 3
GOKy HEeYiHKH/)KOBYHOTO MiXypa/TTaHKpEaTUdHi ITOPYIIEHHSY). g i




IMOBIYHI PEAKITII

Orian mo0iYHUX peakiii Ha 3aci0

Besnexy BOJIIBPIC ortinroBanu y wiiHigawux mocmimpkernsax 11 ta I1I ¢asu. Besoro B
JOCIiKeHH] B3sm yaacThb 483 martientu 3 JIAT, sxi otpumyBamu gosu 1, 2,5, 5 a6o 10
MT OJIVIH pa3 Ha JieHb. TpHBaiCTh €KCIIO3HIIi] OXOILTIOBaNa Aiama3oH Bix 1 mus mo 3,5
pokiB. 3arasiom BOJIIBPIC xapakTepu3yeThest J0OPOI0 MEPEHOCUMICTIO.

V Mexax mianebo-KOHTPOIbOBaHUX 12-TIXHEBUX JTOCITIHKEHb BCTAHOBIICHO, IO
Hak6inem gacTaMu (>10%) mobivrumu peakiismu Ha BOJIIBPIC 6ynu nepudepuanmit
HaOpsIK, TOJIOBHAM OUTH Ta 3aKIafeHicTs Hocy (auB. Tabmum 1).

V Mexax miane60-KOHTPOIboBaHuX Aociimkers ¢a3u [l gacTka marieHTis, mo
IPUIIMHIIN JIIKYBaHHS 3 TPHBOIY MOOIYHMX peakiliif, Oyaa 0JHaKOBOIO LI BCIX IPYII
nikyBansst: 3,0% y rpymi, mo mpuiiMana miane6o, ta 2,3% y rpymi, Imo npuiimMana
BOJIIBPIC.

V Mexax miane6o-KoOHTPOIbOBaHUX AOCHIPKEHE IIOMEPITH MIICTh (4,5%) cy6’exTiB
rpyId, o mpuiimana mianedo, i nomepi 4 (1,5%) cy0’extu rpynu, mo npuiiMaina
BOJIIBPIC. Binbima gactka cy0’€kxTiB y Iuianebo-rpyi Majia IpUuHaiMHi ofHe
HecMepTenbHe cepiiozHe mobidre seume (CILA) mopiBHAHO 3 mamieHTaMH, IKAX
nikysasu BOJIIBPIC. Haii6inem wactumu CIT sk y HarieHTiB, IO OTpHMYBaH
m1ane6o, Tak i mamieHTis, mo npoxoawm tikyBaunHs BOJIIBPIC, 6ynu
[IPABOLITYHOYKOBA HEOCTATHICTS (y HAIli€HTIB, 0 OTpUMYBaIH miIalebo - 6,1%; y
nanienTis, mo mpoxomud JikyBanas BOJIIBPIC - 1,1%) Ta (ix HOripIneHHs) JereHeBa
rineprensis (y mamieHTiB, 10 OTPAMYBaNH IUIale6o - 3,8%; y mallieHTiB, 0 IPOXO0/IHIN
nikysauust BOJIIBPIC - 1,1%). Yactota CILf, moB’s13aHux 3 MKyBaHHIM, Oyaa
OJIHAKOBOIO y Beix rpymax nikyBanHs BOJIIBPIC.

He6axxani JixapcebKi peaknii, BUABJIEHI IPOTAToM KIIHIYHHX BUIPOOYBaHb

3 02120y Ha me, wo kniHiuHi BUNPOOYBAHHI NPOBOOSMLCSL 8 OYIICe CEYUDIUHUX
YMO8AX, HACMOmMA HeOANCAHUX AU, WO CROCMEPI2AEMbCS 6 KNIHIYHUX
00CHiOJNCeH X, MOdCe He 8i0006padicamu NOKASHUKY, 10 CROCMEPI2ambCs Ha
npakmuyi, i He NOBUHHA NOPIGHIOBAMUCY [3 NOKASHUKAMU KITHIYHUX 6UNpOOY6aHb
inwozo npenapamy. [ani npo nebasicani A6UWa, OMPUMAHi NPOMA2OM KITHIYHUX
BUNPOOYBAHDL, BUKOPUCTMOBYIOMbCA 0N 8UABNEHHSL NOOIYHUX peaKyill, no6 A3aHux
3 nputiomom npenapamy, ma Ons 6CMAaHOBNEHHA NPUOTUSHUX NOKASHUKIS.

JocBin KOpOTKOTEPMiIHOBHX K/IIHIYHHUX BUIPOOYBaHb

IIpoTAToM MBOX IUTane6o-KOHTPOIBOBAHIX NOCIIDKeHD nanieHTiB 3 JIAT Jdz)
tpuBaiictio 12 TwxHiB (ARIES-1 Ta ARIES-2). 3aranom 197 HauieHTiB
BOJIIBPIC y mo3ax 5 a6o 10 mr oguH pa3 Ha 100y, a 132 nmarmieHTH oTp m’ YA

mrane6o. ¢




He6axani siButa, 1mo crioctepiratoTsest y gocimpkeHHsx ARIES-1 ta ARIES-2,
y3araibHeHi B Tabmuns 1.

Tabnuua 1 TMoGiuHi peakuii y nauienTiB 3 JIAI, wo otpumysanu BOJIIBPIC
npoTArom KopotkotepmiHoBux aocnigpxeHb (ARIES-1 Ta ARIES-2,
iHTerpoBaHui aHarnis)

Kuac cucrem opranis Ilnanedoo | BOJIIBPIC | BOJIIBPIC

baxcanuit Tepmin (n=132) 5 mr 10 mr
n (%) (n=130) (n=67)

n (%) n (%)

IMopymenns 3 60Ky KpoBi Ta JiMdaTHIHOI cHCTEMH

AneMis | 205 | 25 | 23,0

Iopymenns 3 60Ky cepust

BimayTTs cepreOuTTs | 3223) | 568 | 345

HInyHKoBo-KHIIKOBI po3Jiaga

3axpen 2 (1,%) 4 (3,1 4 (6,0)

bins y >xuBoTi® 1(0,8) 6 (4,6) 4 (6,0)

3araabHi po3Jiagu Ta peakuii B Miclli BBeIeHHSA

[Tepudeprnanuit HAOPSK 14 (10,6) 24 (18,5) 19 (28,4)

3aTpuMKa piguHI 4 (3,0) 4 (3,1) 4(6,0)

Ilopymenns 3 60Ky iMyHHOI cHcTeMH

['inepayTiuBicTH® l 0 l 10,8 | 0

Iopymenns 3 60Ky HepBOBOI CHCTEMH

LonoBHHit GiTb | 18(13,6) | 20(154) | 13(194)

PecnipaTopHi, TopakaabHi Ta MeJiacTHHAJIbHI (cepefoCTiHHI) MOPYIEHHS

3axaieHicTh HOCa 21{1,5) 7 (5,4) 7(10,4)

Hazodapinrit 1 (0,8) 7 (5,4) 2 (3,0)

CHHYCHT 0 4 (3,1 34,5

CynmHHI po3aaau

TIpunuBE KpoBi 10 06muads’ | 2 (1,3) 1 5.8 I 1(L,5)

a) Brmowae 6inp y BepxHiit yacTuHi xuBoTa b) Bioyae 3aTpiUMKy piZliHH, TilEpBOJIEMIIO Ta TOKaIbHI
Habpsku ¢) Bkmouae rinepuyTiausicts Ko npenapaty d) Bimodae «npunusy».

Heb6axcani siBuIna Mexax KOpOTKOTEPMIHOBOI Teparii BapifoBaIiCs Bi HE3HAYHOTL 110
nomipHoi. bimemr Bucoka mo3a (10 Mr) BukiIxKana OiMbII BHCOKY YaCTOTy BHMAAKIB
nepuepuIHIX HaOPSIKiB, TOJIOBHOTO OO0, 3aKJIa[IEHOCT] HOCA, CEPIIEOUTTS, 3aKPEIIiB,
CHUHYCHUTY, aHeMii, 00JIFO B XXHBOTI Ta 3aTpUMKH piguHu. Haibinsm momupenoro
mobiynoro peakmieto Ha Teparito BOJIIBPIC 6yB nepudepuynuii HaOpsik, 4acToTa SIKOTO
Oyra pi3HOIO JUIS Pi3HUX BIKOBUX IpyTL. VY Monommux narieHTis (<65 pOKiB) gacToTa
cranoBmia 18% (28/155) y mamienTis, mo npuiivamu BOJIIEPIC, HOplBHﬂHO 3 13%
(13/104) y narienTis, mo mpuimanu miane6o. Cepes Nami€HTIiB JTITHEOTO BilayHE6
POKiB) yacToTa nepn(bepnqﬂnx HaOpsIKiB Oyna Ginbrmoro: 36% (15/42) y 4

(V3

IpuAManu BOHIBPIC HOplBHS{HO 3 4% (1/28) y mami€nTiB, 1110 TpHAMAT
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JocBia J0BroTpUBaIUX KJIIHIYHHX BUNPOOYyBaHbL

JTosrocrpoxoa 6e3mexa (> 3 micsiui) BOJIIBPIC npu monoTeparmii oninroBanacs y 383
nanienTis 3 JIAT y mocmimkerni ARIES-E, mo He € miane60-KoHTpOIbOBaHAM

JIOCII IDKEHHAM, SIKE IIPOBOIMIIOCS SIK IOAATKOBE 0 KIiHIgHUX BUnpoOyBans ARIES-1 Ta
ARIES-2. JToprocrpokoy 6e3neunicts BOJIIBPIC, mo BukoprcTOBYBaBCS B IO€JHAHHL
3 Tafganadisom, onimoBainy y 302 namienTis 3 JIAI' B paMKax akTHBHO-KOHTPOJILOBAHOTO

(>3 micsami, Mefiana excrmo3uil cxianana 534 nHi) KIHITHOTO JOCIDKEHH 3a
metomukoro AMBITION 3 mogiitHoro aHoHIMHICTIO. CHOCTepexyBaHi T001uHI peakii,
SIK TIpaBmIIO, Bimmosinamm npodimo 6esnexu BOJIIBPIC, mo 3acTocoByBaBcs B paMKax
MoHoTeparii. HebaxaHi SBrIna, MO CIIOCTEPIratoThCs y JOBTOTPHBAIUX JOCIIIKEHHAX
ARIES-E ta AMBITION, y3aranpueni B Tabmwms 2.

Tabnuua 2

MoGiuHi peakuii y nadieHTie 3 JIAI, wo orpumyBanu BOJIIBPIC

NPOTArom JOBroTpuBanux gocnimkeHb (>3 Micsauis), AaHi 3
pocnimpxeHb AMBITION Ta ARIES-E

JocmimxeHHs Jocaimxenn
KOMOIHOBaHO s
ARIES-E i AMBITION | HochimkenHst | MoHOTepamii
AMOpizenTa dTT) MoHOTepamii | Taganadiio
H N=302 am0pizeHTaHo M
Knac cucrem 006’eqnana n (%) M AMBITION | AMBITION
oprasis dTT) ITT)
baxxannii N=383 N=152 N=151
TepMiH n (%) n (%) n (%)
IMopymenHst 3 60Ky KpoBi Ta JiMpaTHIHOI cHCTeMH
AHeMis | 5204 | 44015 | 117 | 1731
IMopymennsi 3 60Ky cepus
BiguyTts 50 (13) 33 (11) 23 (15) 20 (13)
CEpIeOUTTS
IMopymienHs 3 60Ky OpPraHiB CJIyXy Ta piBHOBaru
Mymysyxax* | 3(<) [ 8@ [ 1<) [ 0(0)
IopymenHsi 3 60Ky oprany 30py
[Topymenns 13 22(7) 8(5) 7(5)
b ®)
30py
IxyaKkoBo-KHIIKOBI po3iaanu
Hynota 53 (14) 45 (15) 23 (15) 23 (15)
broBanHs 30 (8) 35(12) 13 (9) 13(9)
3axpen 33 (9) 16 (5) 10 (7) 64
Bins y xuBoTi® 55 (14) 17 (6) 14 (9) 15 (10)
3arajabHi po3jiaau Ta peaknii B Micni BBeJeHHs
[epudepmanuit 168 (44) 135 (45) 58 (38)
HaOPSK
3arpuMka 24 (6) 34 (11) 16 (11)
pimerEn®




Jocmimxennst Hocaimxenn
KOMOiHOBaHO b
ARIES-E | T AMBITION | HocaimkeHHss | MoHOTepamii
AmoOpizenTa TT) MoHoTepamii | Tapanaadino
H N=302 amM0OpizeHTaHO M
Knac cucrem 06’e¢nnana n (%) M AMBITION | AMBITION
oprasis ITT) ITT)
baxxanui N=383 N=152 N=151
TepMiH n (%) n (%) n (%)
Broma 47 (12) 34 (11) 22 (14) 20 (13)
AcTeHis 20 (5) 8(3) 4(3) 9(6)
Iopymenns 3 60Ky iMyHHOI cHCTeMU
lmepayTiauBicTh 13 (3) 52) 1(<1) 2 (1)
€
IopymienHs 3 60Ky HEPBOBOI CHCTEMH
["onoBunii 6116 96 (25) 125 (41) 51 (34) 53 (35)
I"0I0BOKPYKIHHS 66 (17) 56 (19) 30 (20) 22 (15)
PecnipaTopHi, TopakaabHi Ta MeiacTHHAJIBHI (cepeoCcTiHHI) NOpyIIeHHN
3aKiaieHiCTh 48 (13) 58 (19) 25 (16) 17 (11)
Hoca
Hazodapinrit 58 (15) 51(17) 31 (20) 23 (15)
CHHYCHT 39 (10) 22 (7) 10 (7) 11 (7)
YCKJIaHHfGHHSI 64 (17) 55(18) 31 (20) 31(21)
JTAXAHHS
Iopymenns 3 60Ky mMKipu Ta MiIMKiPHOT KJITKOBHHHA
Brcu® | 27 | 2809 | 8 (5) | 9 (6)
CynuHHI po3jaagu
[TpunuBH KpoBi 23 (6) 46 (15) 22 (14) 16 (11)
10 06 Hyds”

a) Llym y Byxax BUHUKaB Npy komMbiHOBaHil Tepanii | He BBaXaeTbes MNP ambpiseHTaHy b) MopyLueHHs 30py BKMKOYAE POIMUTTS
30py Ta po3naau 3opy. ¢) binb y xu1BoTi BrIloYae Binb y BEPXHiit YacTUHi xvBoTa d) 3aTpuMka piauHY BKITKOYAE 3aTPUMKY PiAvHY,
rinepBonemilo Ta nokarbHi Habpsiku €) MinepyyTIMBICTL BKNIOYAE NifBULLEHY YyTIMBICTb A0 npenapary f) 3aguiuka Bkniovae
3amuLIKy npv iaMyHOMY HaBaHTaxeHHi g) Bucun Briloyae eputemMarosHmnii BUCUN, reHeparnisoBaHmii BUCH, MakKynbOo3HUA BUCHI,
nanynbO3HwiA BUCUM Ta BICHN, LLO CYNPOBOLXKYETLCS CBEPOiHHAM h) MouepBOHIHHS BKMIOYAE «NpUNUBY.

HocBix kiainigHOTO IM0CcaimKenns komoOinoBanoi Tepanii moequanuam BOJIIBPIC 3
Taganadinom

SIK omEcaHO BHUINE Y pe3yJibTaTax JOBrOTPUBAIHMX KIIIHIYHUX JIOCHTIPKEHb,
nosroctpokoBy 6e3neuanicts BOJIIBPIC, mo BukopHCcTOBYBaBCs B IOEAHAHHI 3
TaanadinoM, OIiHIOBAIK B PaMKaX aKTHBHO-KOHTPOJIEOBAHOTO KIIIHIYHOTO
nociimxerHs 3a meroaukoro AMBITION 3 moasiiiHOO aHOHiMHiCTIO.CHOCTee /BAH
moGivHi peakiii, sk MpaBuiIo, Bifamosinamm nmpodimo oesnexu BOJIIBPIC, " “oab ¥ Yy
3aCTOCOBYBAaBCS B paMKax MoHoTepamii (muB. Tabmurys 2). B Tabmurst 3 HinK:
IIPE/ICTaBIIeH] TTOOIYHI peakilii, ki CIOCTepIrafoThCs JacTille B I0€HAH §19:10

TaganadisoM, HK y BUTAAKY 3 OyAb-IKUM IIpEapaToM.
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Tabnuua 3  [obiuHi peakuii Ha nikapcbki 3acodbu ansa nauieHTiB 3 JIAT, ski
otpumyBanu BOJIIBPIC y noBroctpokoBomMy gocnimkeHHi AMBITION
(> 3 micsui) 3 22% BUIMM NOKA3HUKOM 3aXBOPIOBAHOCTI y rpyni
[ocnimpKeHHs, siKy nikyBanu koM6iHoBaHoOlO Teparni€to, NOPiBHAHO 3
Oyab-sIKOlo rpyrnoro AoCHiMKeHHs, Ky JlikyBanu MoHoTepanieto, 3a
PaxXyHOK 3MEHIUEHHS1 YaCcTOTU y rpyni AOCHifKeHHS, siKy JliKyBanu
KomGiHOBaHOlO Tepariieto

Hocnimxennst | Jocmimxenns | Jdocaimxenus
KoMOiHOBaHOI | MoHoTepamii | MoHoTepamii
AMBITION | am6pizenTanoM | Taganadisiom
ITT) AMBITION AMBITION
=302 ITT) aTT)
n (%) N=152 N=151
Baxannii Tepmin n (%) n (%)
[epudepuannii 135 (45) . 58 (38) 43 (28)
HaOpsIK
["onoBHwuii 6i1p 125 (41) 51 (34) 53 (35)
3axaieHicTh 58 (19) 25 (16) 17(11)
HOCa
["0JIOBOKPY KIHHS 56 (19) 30 (20) 22 (15)
[TpunmBu KpoBi 46 (15) 22 (14) 16 (11)
0 oOmmuus?
Anemis 44 (15) 11 (7) 17(11)
biroBaHHs 35 (12) 13 (9) 13 (9)
Bucun® 28 (9) 8 (5) 9(6)
ITopymienns 30py* 22 (7) 8 (5) 7(5)
[ITym y Byxax 8(3) 1 (<1) 0 (0)

a) MoyepBOHIHHA BKIIOYae «npunue». b) Bucun Brnioyae eputemMaro3Huit BUCHN, reHepaniaoBaHui BUCHN, MaKybO3HUA
BMCHN, Nanymb0o3HWiA BUCHN Ta BUCHN, LLO CYNPOBOMKYETLCS CBEPBIHHAM. C) [opyLUEHHS 30y BKMIOYAE PO3MUTTS 30pY.

VY nocnimxensni AMBITION uactoTa nepudepudHux HaOPSKiB y HAIMi€HTIB JIITHHOTO
BiKy (=65 poxkiB) ctaHoBuna 44% (44/101) npu Tepamnii moemaanasm BOJIIBPIC +
taganadin, 37% (18/49) npu monorepamnii BOJIIBPIC ta 29% (16/56) npu Tepamii
TagatadisoM. Y MOJOAIIHNX MaIieHTiB (<65 pokiB) gacToTa nepu)epuIHIX HaOPSKIB
cranoBmia 45% (91/201) npu tepanii moexnansasm BOJIIBPIC + Tamanadin, 39%
(40/103) pu moroTepamii BOJIIBPIC ta 28% (27/95) npu Teparii Taganadiiom.

Menm nomupeni He0AKAHI IBUINA, BUABJIEHI IPOTAroM KJIIHIYHHUX BUNPOOYBAHL

[ToGivHi peakiiii, BKIIOYAIOUX MEHII ITOIMPeHi HebaxaHi JIikapchKi peakiii, mo
crocTepiranucs npotsarom kiiHigHUX BunpodyBans BOJIIBPIC, naseneno B Tabmuisax

IaToJsoriyni 3MiHN reMaToJaorii Ta Kinivyuol oioxivii

I'emaTosoriumi 3Minu




VY Mexax mianedo-KoHTpoIpoBaHuX Jociaimkens (asu I1I namienTis 3 JIAT, cepemas
3MiHA 3HAYeHb BiHOCHO BUXIJHOTO PiBHS (y HAIli€HTIB, 0 OTPHMYBAIH IUTane6o, Ta
nanieHTiB, mo otpuMmyBayi 5 mr ta 10 mr BOJIIBPIC, BianoBigHo) cranoBmia (+0,15, -
0,77, -0,93) mna remorio6iny ta (+ 0,01%, -2%, -3%) it rematokpury. Lli 3minu y
marieHTiB, mo orpumyBau 5 Mr Ta 10 mr BOJIIBPIC, ne Oyim o’ s13aHi 3 J03yBaHHIM
VY 7% namientis, sii orpumyBani BOJIIBPIC, Ta y 4% mamienTiB, sKi OTpAMYBaH
wiane6o, CIocTepirarocs IOMITHE 3HIKEHHS TeMOrII00iHy (3MeHIneH s Ha > 15%
BiJTHOCHO BHIXIIHOTO PiBHJ, IO JAJIO 3HAUSHHS HIDKYE HIKHBOI Mexxi HopmH). [ToiOHe
3HIDKEHHS PiBHS reMOrJI00iHy / TeMaTOKpPHUTY CIOCTEPIrajioch y BUIAAKY iHmuIx EPA.
[TpruarHa 3HIKEHHS HE [0 KiHI BUBYEHA, OJJHAK BOHA HE IIOB’53aHa 3 KPOBOBHJIHBOM
abo remonizom.YactoTa anemii 30inbmmyBanacek mpu go3yBanHi BOJIIBPIC B xomGinarrii 3
Taganadinom (15 % gactora MOOIYHMX SBUIN) Y MOPIBHSHHI 3 9ACTOTOO aHEMII IPH
BHUKOpUCTaHHI aMOpi3eHTany Ta/abo Tamanadiny sk MmoHoTeparii (7 % ta 11 %
BigmoBigHo). Y Bunanky npuiiManss BOJIIBPIC y no3i 10 mr moGivHi peakitii, moB’si3aHi
3 aHEeMi€l0, HU3bKUM PiBHEM IeMOrIo0iHy abo reMaToKpHTy, Oyiy OiIbIN YaCTHMH, HIX Y
Buraaky npuiiomy Mermux 103 BOJIIBPIC a6o nnane6o.Cepente 3HWKEHHS BiJl
BuxigHOro 3HaueHHs (Bix 0,9 mo 1,2 r/r) y KOHIEHTpaIlisX reMoriooiny 36epiraiocs
npotsiroM 4-X pokiB sikyBarHs BOJIIBPIC npu TpuBanoMy BiIKpHTOMY IIPOJOBKECHHI
6a30BUX KIHIYHUX AociimKkeHb ¢a3u L.

3minu KiaiHigHOT OioXiMil
VY psny nmarmientiB (19%) crocrepiranocs 36inemenss YGT (> 3x BMH). Kniniune
3HAYCHHS HEBIOME.

Hebaxani sBUma, BUABJICHI NPOTATOM IiCAAPEECTPAMINHOIO0 3aCTOCYBAHHS

Kpim HeOaxaHUX TKapChKUX pPeaKIliif, BUSBICHUX B pe3yJbTaTl KIIHIYHHX JOCITIKEHb,
HACTYITHI HeOakaHi sBuIa Oymu BusBieHi mif 9ac npuitomy BOJIIBPIC mpoTsirom
nicisipeecTparniiaoro nepioxy. OCKiIIBKY IaHi PO Il MOAIT TOBIOMIILITHCS
JIOOPOBIIEHO MPEACTaBHAKAMH IOIYJISIIil HEBIIOMOTO PO3Mipy, HEMOXIIHBO OIiHUTH
4acToTy.

IHopymenns 3 60Ky cepust

[ToBimomitsimocs mpo HactymHi mo614uHi peakiiii Ha BOJIIBPIC, BusBieni mpoTsarom
IiCIIPEECTPAifHOTO 3aCTOCYBaHHS: 3aTPHUMKY PiAMHH Ta CEPLEBY HEAOCTATHICTS,
IIOB’s13aHY i3 3aTPUMKOIO PiJIHHH, IO MPOSBIIIIACS IIPOTSTOM JEKIIBKOX TIDKHIB 3
mouatky Teparii BOJIIBPIC. V nesxux Bunajgkax i mofii moTpeOyBaid BTpydYaHHs 3a
JIOTIOMOTOXO JIiypeTUKiB ab0 rocmiTaizamnii Iyis JIIKyBaHHs 3aTPUMKH PiIAHA ab0
JIEKOMITEHCOBaHO] CepIIeBOI HETOCTATHOCTI.

IMopymenns 3 60Ky KpoBi Ta JiM(PATHIHOI CHCTEMH
AmneMist, siki ToTpeOyBasia TpaHCc(y3il epUTPOIIUTAPHOT MACH.

IMopymenns 3 60Ky renmarodiiapHoi cuecreMu

ITix gac Tepamnii BOJIIBPIC noBimoMsiiocs Ipo BUMAKY I IBHIEHHS Dif
neuinkoBux Tpancaminaz (ACT ta AJIT> 3x BMH), aytoiMyHHOTO TeIi
BKJTFOYAIOYH BUIIAIKH 3arOCTPEHHSI 2y TOIMYyHHOT'O Tela paxkgHs
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HESICHOI eTiosoril (BKJIIOYArOUH MiBUINEHHS OinipyOiny B kposi > 2x BMH). ¥V
mociimkeasi AMBITION y migrpynu mamnienTiB 6e3 qucyHKINI IiBOTO IUTyHOYKA
YacTOTa BUHUKHEHHS IICUiHKOBHUX MOOIYHUX peakilii (HacamIepe,T i IBUIICHHS PiBHS
MIEYiHKOBHUX (epMEHTIB) criocTepiranacs y 7% HariieHTiB rpymH, IO OTPUMYBaIa
xombinosany Teparito BOJIIBPIC + taganadin. Y nmamieHTiB, M0 OTPAMYBaIH
monoreparito BOJIIBPIC, n BenmurHa cxinagana 2%, ToAl K y HallieHTIB, 10
OTpPUMYBaJIK MOHOTEpAIIilo TafanadinoM, I BenmuuuHa ckiagana 5 %. Yactora po3naiis
MEYiHKY OyJa CX0xa y Hali€HTiB 3 UC(YHKIIIEIO JIBOTO IUIYHOYKA.

Cynunni po3iaaau
lNnoTensis.

VY pociimkenni AMBITION y migrpymi namieHTiB 6e3 qucdyHKIIIT IiBOTO IUTyHOYKa
YacToTa MOOIYHMX SIBMIII, II0 MOTEHITIIHO BKa3ye Ha TIIOTOHIO (TiIOTOHIS,
3aMaMOpOYEHHS, CHHKONAIBHUM CTaH, IIPECHHKONAIFHUN CTaH, Ba30 iIaTallis,
3HHYKEHHS apTepialbHOTO THCKY, OPTOCTATUYHA TiIOTEH31s, 3alIaMOPOYCHHS IPH
¢biznYHOMY HaBaHTa)XEHHI, TOCTYPAJIbHE 3allaMOPOUYEHHS, T1IIOBOJIEMIYHHH IIIOK) Ta
YaCTOTH IMOOIYHUX BHITAIKIB caMoi rimoToHii ckmamamm: 32% ta 8% y rpymi
JOCITIHKEHHS 3 pexkxumoM JikyBauHs noenHanHsaM BOJIIBPIC + taganadin, mopiBHSIHO 3
27% 1a 7% y TpyIli JOCIiIHKEHHS 3 PEXHUMOM JIiKyBaHHS amMOpizeHTaHoM Ta 27% ta 7% y
rpymax JOCHiDKEHHS 3 PeXXKHMOM JIIKyBaHHS y BUTTIIIL MOHOTeparil Taganadinom. 3
ypaxyBaHHSIM MAIi€HTIB 3 AUCYHKIIEIO JIiBOTO IEPEACEPs, YaCTOTa BHIAKIB
moOiYHMX peakiiiit, 1o #iMoBipHO abo Oe3mocepefHBO OYIIH CIPUYWHEH] TIIIOTEH3I€E0,
cranoBuia: 30% Ta 8% y rpymi ZOCIIHKEHHS 3 PEXKAMOM JIIKYBaHHS IO€THAHHIM
BOJIIBPIC + tamanadin, mopiBasHO 3 29% Ta 7% y TpyIi JOCIIHKEHHS 3 PEXKAMOM
nikyBamss ambpizentanoM Ta 30% Ta 8% y rpymax IOCHiIDKEHHS 3 PEXXUMOM JTIKyBaHHS
y BUTJLZII MOHOTEparii Tajanadizom.

B3AEMO/IA 3 IHINUMU JIKAPCHKHUMMH ITPEITAPATAMMX

Orasg
JlocmipKeH st 3 TKAaHWHAMY TIEYiHKH JIFOAWHH 0Ka3ytoTh, mo BOJIIBPIC (amOpizenTan)

MeTaboii3yeTses ypuauaoM S-mudocdarom rmoxyponocinrpaschepas (UGT) 1A9S,
2B7S, ta 1A3S, CYP3A4 ta CYP2C19. JlocnimKeHHs in Vitro MPUILyCKaIOTh, IO
BOJIIBPIC e cybctpaTom opraniusoro anionorpancnoptroro 6Oimxa (OATB).
JlocimKkeHHst in vitro TakoXx mokazyioTs, mo BOJIIBPIC e cyberparom, a He iHriGiTOpoM
P-rnikomnpoteiny (P-gp).

Hai in vitro ceimgats mpo te, mo BOJIIBPIC npu xonnenTpanisx 300uM He Mae
momitHoro mpurHidytodoro BBy Ha UGT1AL, UGT1A6, UGT1A9, UGT2B7 a6o
depmentu nutoxpomy P450 1A2, 2A6, 2B6, 2C8, 2C9, 2C19, 2D6, 2E1 ta 3A4. Kpim
TOTO0, MOCIIKEHHS i1 Vilro 3 BAKOPUCTAHHIM KIITUHHUX JIiHiH, TPAaHCHIKOBAHUX _ ur

TPaHCIIOPTYBAILHIMH reHaMH JIEOAUHY Mokazai, mo BOJIIBPIC we iHriGyG«E-gﬁiﬁlﬁm N
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xoBuaEX kucaoT (ETDKK) mpu xonnenTparisx 1o 100pM. BOJIIBPIC BusBiisiB ciiabke
inridysanns in vitro OATP1B1, OATP1B3 ta xo-TpaHcnopTepa HaTpito-TaypoXoiaTy
(KTHT). 3navenns 1Cso cranoBuu 47pM, 45uM, ta npubmuzso 100pM, BiamosigHo.
JocmiIkeHHs in Vitro Ha TeaTonUTax IIypiB Ta JIFOJEH He moKa3aid T0Ka3iB
inrioyBannsa am6pizentany KTHT, OATB, EIDKK ta MPB2. Kpim toro, BOJIIBPIC me
BHKJIHKAB ekcripecito 6inka MPB2, P-gp a6o EIDKK y remaronuTax mypis. B3arai, nami
in vitro cBiggath 1mpo te, mo BOJIIBPIC npu wiiHiYHO 3HAYYIIAX KOHI[EHTPAIIISX HE
uBatume Ha UGT1AL, UGT1A6, UGT1A9, UGT2B7 a6o hepMeHTH UTOXPOMY
P450 1A2, 2A6, 2B6, 2C8, 2C9 , 2C19, 2D6, 2E1, 3A4 abo TpanCHOpTYBaHH: Yepes3
EIDKK, BPPM3, P-gp, MPB2, OATP1B1/3 a6o KTHT.

BBaCMO).'liﬂ 3 iIHINHMM JIKAPCHKMMH PenapaTaMua

Tabnuus 4 BcTaHoBneHa abo MOXIMBa B3aeMoAisl 3 iHLUMMU NiKapCbKUMMU

npenaparamu

Bsaemonis 3 PiBensn Edexr Ksiniune 3ayBaxeHHsi

iHIHUMH pokasiB

JNiKapcbLKUMH

npenapatramu

Iluxnocnopun A KB Eextyi HOBTOPHOTO IpHAOMY ITpu ogHO9acHOMY
muiocriopusy A (100 - 150 mr gBa 3aCTOCYBaHHi 3
pasu Ha 100y) Ha (papMaKOKiHETHKY B LUKJIOCTIOPHHOM A /1032
crabimsHOMY ctani BOJIIBPIC (5 mr BOJIIBPIC noBunHa OyTH
OJIMH pa3 Ha 100y), a TakoxK edekTu oOMexeHa 1o 5 MI OIMH pa3

nioropHoro nputiomy BOJIBPIC (5 Mr | ma ness (nuB. «CIIOCIB
o[uH pa3 Ha 1o0y) Ha apmakokinetuky | SACTOCYBAHHS TA

B cTabiTBHOMY CTaHi LIMKJIOCTIOPUHY A J1O31», PexoMennoBaHi 1o3u
(100-150 mr gBiui Ha 100y) BUBYAIUCE y | Ta KOPHTYBAHHS 03).
3[J0pPOBHUX HOOPOBOJBLIB. BenuyuHu
Cumax Ta AUC(0_v) BOJIIBPIC Kopurysanns go3u
36ipiyBamcs (Ha 48% 1 121% LUKIOCIIOPHHY A He
BI/IIIOBI/THO) 32 HASIBHOCTI HEKLUIBKOX N03 | BUMaracThCsl.
LMKIIocrnopudy A. BenuuuHa tiz
BOJIIBPIC y npucyTHOCTI
LUKJIOCTIOpUHY 30inbmivracs Ha 38%
NOpiBHAHO 3 MOoHOTepamiero BOJIIEPIC
(3 8,36 h mo 11,5 h). He Busneno
BaUTIBUX 3MIH MEIIaHH tmax. OIHAK
6aratopasopi 1o3u BOJIIBPIC He Manu
KJIiHi9HO 3HAYyIOr0 BIUIMBY Ha
€KCIIO3HLII0 HUKIIocTiopuHy A. Crix
3a3HAYUTH, IO OYEBUHA CEPEIHS
BEJTMYMHA t1/2 HUKIOCIIOPHHY A y
npucytHocTi BOJIIBPIC 36insmmmacs
Ha 32% 3 4,7%h (TLTbKH IHKITOCIOPHH
A) no 6,33h.
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B3aemonis 3 PiBennb Egexr Kniniune 3ayBaskeHHs
IHIIHMH noxasis
AiKapcbKUMH
npenaparamu
JiroxcuH KB BIU1MB OBTOPHOIO NpUiioMy KopwurysasHs 1031
BOJIIBPIC (10 mr) Ha JATOKCHHY HE BUMAra€ThCs.
(hapMaKOKiHETHKY OfiHi€l 103H IIporte, 3BaXkat09y Ha BY3bKHI
JUTOKCHHY JOCHIIKYBaId y 15 TeparneBTHIHUHA iHIEKC
3mopoBux fo6poBosmiB. Kinska 103 JUTOKCHHY, PEKOMEH/ITYCTLCS
BOJIIBPIC mpusBeny 10 HE3HAYHOTO, 00€epeXHICTh Ta MOHITOPHHT.
ane omitHoro 36iumsmenHs AUCo.1acT)
(16%) Ta npsaMo1 KOHIIEHTpAIil
IUTOKCHHY Ta 29% 30L1bmeHHT Cax
JArOKCHHY.301UIbIEHHS eKCIO3UITIT
muroxcuty (Ha 9% AUC g.«)), IO
crocTepiranocs npy AEeKiIbKOX J103aX
BOJIIBPIC, He BBaXKaJIOCS KITiHITHO
3HaYHMUM.
ITepopaibi KB V xiiiHigHOMY JOCITiKEHH] B Kopurysanms f103u He
KOHTpaLENTHBU 3/I0pOBHX JOGPOBOIBIIB BUMAaraeThCs.

CTaI[iOHapHE JO3YBaHHS
BOJIIBPIC mo 10 Mr oguH pa3 Ha
00y HE BIUTHBAJIO CYTTEBO Ha
(apMaKOKIHETHKY OIHIET JO3H
eTHHLIECTPaIioy Ta
HOPETIHJPOHY - KOMIIOHEHTIB
KOMOIHOBaHMX OPaIBHUX
KOHTpAleNTUBIB. Buxomsun i3
BOro (hapMaKOKIHETHYHOTO
JIOCTIiDKEHHSI, HE CIIiJ] OYiKyBaTH,
mo BOJIIBPIC cyrTeBo BIuHE
Ha JTiF0 KOHTPAIIETITHBIB Ha
OCHOBI ecTporeHy abo
IIPOTeCTareHis.

Brums 12 gaiB npuitomy BOJIIEPIC
(10 Mr omuH pa3 Ha n00y) Ha
(apMaKoKiHETHKY OJIHi€T mo3m
NIepOPATBEHOr0 KOHTPALIENITHRY, IO
MicTuTh eTuHiNecTpanion (35 Mkr) Ta
HopeTiHapoH (1 Mr), BUBYaH y
3[0POBHX AOOPOBOMBIIB-XKIHOK. Cax T2
AUC (0-) Oynn HE3HAUHO 3HIDKEH] I
eTuHiIecTpamiony (BimmosimHo 8% Ta
4%), Ta HE3HAYHO ITiABMIIECHI st
HopeTiHnpoHy (13% Ta 14%
BignoBimHo). LIi 3MiHM excro3umii
eTHHiNIecTpaiony abo HOpETiIHAPOHY
OyJiu HEBEJIMKMMHU 1 HaBPSIA 9H Oy Iy Th
KJIiHI9HO 3HATYIHMH.
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B3aemonis 3
iHIIMMu
JiIKapcbKUMH
fipenapaTtamu

PiBeHnb
J0Ka3iB

Edext

Kniniyne 3ayBakenns

(@)78)15: 07171
inri6iTop 2C19
(omemnpasoin)

V KIiHIYHAX HOCIIHKEHHX TAli€HTIB 3
JIAT omgHOUYacHE 3aCTOCYBaHHSA
BOJIIBPIC Ta omenpazony (iHribitopa
CYP2C19) He BIUIMBAJIO CYTTEBO Ha
¢bapmaxokigeTuky BOJIIBPIC.

Kopurysanns no3u He
BHMAara€eThcsl.

Pudamnin

EdexTu TEpMiHOBOTO i IOBTOPHOTO
npuifomy pudamminy (600 Mr onuH pa3
Ha 100Yy) Ha cCTalioHapHY
tdapmakokinernxy BOJIIBPIC (10 Mr
OJIHH pa3 Ha 100y) BUBYAIH Y 3M0POBHX
no6posossniB. ITicist mepmux 103
pudaMIiHy criocTepirazocs TUMIacoBe
36impmenHst AUC(o-) BOJIIBPIC (121%
Ta 116% micis nepmoi Ta Apyroi 103H
pudamiiny, BirnosifHo). Bemmuna ti2
BOJIIBPIC 3menmunacs Ha 50% 3 8,28
rox 0o 4,59 ron npH 0JHOYACHOMY
3acTocyBaHHi 3 pudamminom. IIpore,
KJIiHI9HO 3HAYYINOTrO BIUIMBY Ha
excrosutiito BOJIIBPIC mo 8-ro mms
TicJist BBEAEHES KUIBKOX 103 prbaMITiHy
He 0yJ10.

Hemae migcras mis
kopuryBauas no3u BOJIIBPIC
NPY OJHOYAaCHOMY BBEZIEHHI 3
prbaMITiHOM.

Bapdapun

V 310poBHX NOOPOBOJIBIIIB, AKi
OTpuUMyBaiH BapdapuH, 1000Bi 103U
BOJIIBPIC (10 Mr) He MaJId KJIiHIYHO
3HAYMMOTO BIUIMBY Ha MPOTPOMOIHOBHIA
gac (IIT), MibkHapoiHE HOPMOBaHE
criBeigHomerns (MHC) a6o
(bapmakokxiHeTnKy S-BapdapHHy
(cyoctpar CYP2C9) abo R-Bapdapuny
(cy6etpatr CYP3A4).

V nauienTis 3 JIAT, ski oTpuMyBanu
Bap(apHHOIIONIOHI aHTUKOAryJISIHTH,
onuogacue Beeienss BOJIIBPIC we
HpPU3BEJIO [0 KIiHITHO 3HATYIIOT 3MiHH
IIT, MHC a6o0 mo3u aHTHKOAryJsiHTa
(muB. «MEXAHI3M [III TA
KJITHIYHA ®APMAKOJIOI'LI»,
«DapMaKOKiHETHKAY).

Kopurysasss 1034 He
BHMAraeThCs.

KB, wiiniqHi BAPOOyBaHHA

B3aemoniss npenapary 3 NIpoAyYKTAMH Xap4yBaHHSA

BOJIIBPIC MosHa IIpuiiMaTi HE3ISXKHO Bifi BYXUBAHHS XK. (IUB. «MEXAH13M IIII
TA KJIIHIYHA ®APMAKOJIOI' LS», «®apMakoKiHETHKAY). Bty
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B3aemonis npenapary 3 diTonpenaparaM#

Bzaemoiro 3 JikapChKuME 3ac00aMU 3 POCIIMHHOT CHPOBUHH HE BCTAHOBJICHO.

CIIOCIBb 3ACTOCYBAHHA TA 03U

Oco0UBOCTI XO3YBAHHS

PexomMennoBani 4034 Ta KOPUI'YBAHHS 103

Tepamist Mae IpOBOAUTHCS TLIBKH JTikapeM-crienianictoM 3 JIAT.

ITepen moyatkom npuitomy BOJIIBPIC ciif oninuTu poboty nedinku (IuB.
«OCOBJIMBOCTI 3BACTOCYBAHH Iy, «IlopymeHas 3 60Ky
HEeYiHKH/KOBYHOTO MiXypa/aHKpeaTHIHI TOPYIIEHHSY, Ta « MOHITOPHHT i
7ab0paTOpPHi JOCITIIHKEHHS ).

besnexa Ta edpexruBHicTh npenapary BOJIIBPIC y manienTis qo 18 pokis He
BCTaHOBJIeHi. ToMy TarieHTaM i€l BikOBOI TPyIH HE CIIii 3aCTOCOBYBATH
BOJIIBPIC (muB. « TOKCHUKOJIOI'LA ).

[Tamientam BikoM BiJl 65 pOKiB /103y KOPUTYBATH HE OTPiOHO. Y KITIHIYHIX
JOCITIDKEHHSX MOHOTEPAIIil IIOBIIOMIISITIOCS, IO HeprdepudHi HabpsKu
3aJIeKaTh Bifl JO3H i 9acTillle 3yCTPIYarOThCS y HAIEHTIB BIKOM > 65 POKiB.
JlixyBaHHS XiHOK (epTrmibHOTO BiKy 3a momomororo BOJIIBPIC crix
PO3MOYMHATH TITBEKY IiCISI OTPUMAHHS HETAaTHBHOTO PE3YNIbTAaTy TECTY HA
BariTHICTh 32 YMOBH BUKOPHCTaHHS HaJlIfHOTO 3ac00y KOHTpaIeniii (IuB.
ITPOTUIIOKA3AHH, «OCOBJIMBOCTI 3BACTOCYBAHH I», «OcobimuBi
IPYIIH MAIiEHTIBY, «BariTHI XKIHKHAY).

BOJIIBPIC npoTtunoxa3aHo marjieHTam 3 TSHKKHM MOPYIIEHHIM (QYHKITIT ITeYiHKH
abo BuxigauM piBaeM ACT a6o AJIT >3x BMH. Ilamientu 3 AJIT/ACT >2 x
BMH He 6yi# BKIIFOUEHI B KIIIHIYHE JTOCIIKEHHS OHOYACHOTO 3aCTOCYBaHHS
BOJIIBPIC 3 taganadinom. BOJIIBPIC cruix 3acTocoByBaTH 3 00€peXKHICTIO
HarfieHTaM 3 IOMipHHAM HopymeHHsM ¢yHKid nedinky, (mu. OCOBJIMBOCTI
3ACTOCYBAHHS, «MEXAHI3M JIII TA KJITHIYHA ®APMAKOJIOT TSIy,
«®DapmakokineTHKay, Ta «OCOONUBI IpyH NaNi€HTIB Ta YMOBHY, «IlediHKoBa
HEIOCTATHICTHY).

VY wiiHivHOMY BHUIIpoOyBaHHI, ke BUBYaI0 oxHo4YacHe 3actocyBanHsa BOJIIBPIC
3 Taganadinom, 9acToTa MOOIYHUX SBHUII, TOTEHIIHHO OB’ SI3aHUX 3 TIIIOTOHIEIO Y
HiArpyIH HanieHTiB 0e3 AucyHKII TiBoro nepenceps, ckiana 32% y mamieHTiB
TPYIH JOCIIDKEHHS, 10 OTPUMYBaJIM KOMOIHOBaHY TEpariio, Y OPiBHIHHI 3
27% y Tpyl OOCIHiHKEHHS, PEXKUM JIIKyBaHHS SIKUAX Iepen0adaB MOHOTEPAIIiFO.
I[Tpu BKIIFOUEHHI MAIi€HTIB 3 UC(YHKIIIEO JTIBOTO HEpeacep/is a0 OKpeMoro
PO3IIISTY TIMOTEH311 HE BUSBIIEHO JKOJHUX NOMITHUX pi3HUIG. J{uB. «[To6iuni
peaxIiiiy.

Hupkosuit 06min Ta exckperis BOJIIBPIC miniManbHi, TOMy HEOOXiqHICTh
KOpEryBaHHs JO3W Y BUIJKY TAII€HTIB 3 HOPYIIEHHIM (yHKIIT HEPOK
MaJIOWMOBIpHA
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epexrusuicts BOJIIBPIC y Bunanky narmienTis 3 JIAI" Ha oHi 3aXBOproBaHHS
CIOJIyYHOI TKaHWHU MOJKe 3abe3neunty fo3a 10 mr npenapaty. Ilpu moGpiit
neperocumocti VOLIBRIS y 11031 5 Mr ci1it po3rJITHYTH MOXIIHBICTE ITi{BUIIEHHS 03K
110 10 mr (mus. «IIOBIYHI PEAKLIIT»).

[Tpu BUKOpHCTaHHI Y OEIHAHHI 3 TafanadinoM 1000By n03y Tamanadisy ciim
migBummuTH 3 20 Mr 1o 40 Mr Ha AEHb MPOTAroM 4 THXHIB michs modarky, a BOJIIBPIC
ciin TuTpyBaTH Bif 5 Mr 1o 10 Mr gepes HacTymHi 4 THOKHI Ipu K0OPiil MEPeHOCHMOCTI
(muB. « KJITHIYHI BUTTPOBYBAHHT»).

MaxkcumainsHa peKOMeHIoBaHa 1o0oBa 103a - 10 Mr.

[Tpu omHOYAcHOMY 3acTocyBaHHI 3 nukiocnopuaoM A no3a BOJIIBPIC noBunHa OyTH
oOMexxeHa /10 5 Mr ofiuH pa3 Ha AeHb (muB. «BBAEMO/ILA 3 [HIIIMMHA
JIKAPCBKMMU 3ACOBAMMW», «B3aemois mpenapatiB, UKIOCTIOPHH AY).

BOJIIBPIC mosxHa 3acTOCOBYBATH IIiJl 4ac abo 6e3 Dxi.

IIpomymeni go3u

Sxmo noza BOJIIBPIC npomymena, ciiJf TopaJiuTy Nali€HTy IPHHHATH IIpenapar, K
TITBKY BiH 3rajia€, a MOTIM MPOOBKYBAaTH IPUHMATH HACTYTIHI 03U Yepe3 PEryIIpHi
mpoMiXKH Jacy. He ciix mpuitMaty 11 03U OAHOYACHO, 00 KOMIICHCYBATH

MIPOMIYIIEHY J103Y.

IHEPEJO3YBAHH

Hapasi Hemae indopmanii npo wacmigku nepenosysanus BOJIIBPIC. He icaye
crenudiTHOTO aHTHIOTY. Y 3M0POBUX HOOPOBOJIBIIIB 3 0/Hie0 103010 50 Ta 100 Mr (y 5
Ta 10 pa3iB OGLIBIIOIO Bifi MAKCUMAaIbHO PEKOMEHIOBAHOI 031) Oyiu OB’ s13aHi
TOJIOBHHUH O1JTb, IPHJIMBH KPOBI 0 OOIHYYS, 3aIIaMOPOYCHHS, HYOTa Ta 3aKJIaeHICTh
HOCY.

Yepes mexanism aii nepenosysanas BOJIIBPIC mosxe npuzBectu fo rinotensii. ¥ pasi
BHPaXXEHOI TIOTEH311 MOXXe 3HAIOOUTHCS aKTUBHA IiATPUMKA CEPIEBO-CY AUHHOL
CHCTEMH.

VY BUIAJKY I1i103pH Ha EPEeI03yBaHHS 3BEPHITHCS 10 BAIIOT0 PETiOHATBHOTO
TOKCHKOJIOTIYHOTO IIEHTPY
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MEXAHI3M JII TA KJITHIYHA ®APMAKOJIOI'TA

Mexanizm il

BOJIIBPIC (amOpi3eHTan) - 1ie HepopaibHO aKTHBHUM aHTAarOHICT PEENTOPIB
eapoteniny (APE) 3 xiracy mpomnioHOBOT KMCIIOTH, CEIEKTUBHUN 0 PENETITOPY
eapoteniny A (ETa). CenextuBre iHriOysanus penentopa ETa npurnigye
Ba30KOHCTPHKIIiO, orocepekoBany (ocdoiminazoro C i npomidepariero KIiTHH-
npoteinkinazu C, 30epirarodu npu koMY BUPOOJIEHHS OKCH/Ty 30Ty Ta MPOCTAUKIIIHY,
nutiaay GMP- Ta nuxiiany AMP-onocepenkoBany Ba3oAMIaTaIiio Ta KIipeHe
enporeniny-1 (ET-1), mo nos’s3anuii 3 penentopom ennoteniny tumy B (ETg).

dapmaxkoauHAMIKA

Kapaiony/isMoHAIbHA reMOJHHAMIKA

B pamkax mocnimkenns ¢asu 11 y nanieHTiB 3 JIETeHEBOIO apTePiaIbHOIO TiIEePTEH3IE0
(JIAT) oniHroBaJIM iHBa3WBHI MapaMeTpy TeMOAWHAMIKY Ha BUXITHOMY PiBHI Ta micys 12
TkHIB (n=29). Cepuesnii ingexc npu gikyBarnai BOJIIBPIC 3 mo3yBarusm 5 mr ta 10
MT 36insmyBaBcs Ha 0,5 w/xe/m? (95% CI: Bix -0,01 mo 0,95; p=0,0518) Ta 0,4 MM
pT.CT./JI/M2 (95% Al: Bix -0,02 mo 0,76; p <0,0560), BigmosigHo. CepemHiii THCK
nerenesoi aptepil npu nikyBanHi BOJIIBPIC B mo3ax 5 mr ta 10 Mr cranoBuB -4,3 MM
pt.cT. (95% CI: Bix -8,0 mo -0,6; p=0,0272) Ta - 13,3 mm pt.ct. (95% [I: Bix -26,1 mo -
0,6; p <0,0460), BigmoBimgHo. CepenHs pe3UCTEHTHICTE JIETEHEBUX CYAWH IPH JIIKYBaHHI
BOJIIBPIC B mo3ax 5 mr ta 10 mr cranoBuB -3,5 MM pT.cT./11/xB (95% CI: Bix -6,0 10 -
0,94; p=0,0131) ta -4,3 mm pt.ct./m/™min (95% AI: Bix -11,3 mo 2,7; p <0,1179),
BigmoBifHO. He crocTepiranocst 3HaYHOTO 3HIDKEHHS CEPEIHBOT0 TUCKY IIPABOr0
nepeacepst.

HaTtpiypernunuii nentun Tumy B

J1Ba miane60-KOHTPOJIEOBAHUX JociipKeH s (a3u I11 mokaszanu, mo KOHIEHTpAIlis
HVYTII'M (Ha#Tpiilype THIHOTO NETTH/Ty TOJIOBHOTO MO3KY) Y IIa3Mi IAIi€HTIB, sKi
otpumyBaid BOJIIEPIC npoTsirom 12 TrxHIB, 3MeHIIMIACS Ha 29% y TpyIi, o
npuiiMana no3y 2,5 mr, Ha 30% y rpymi, o npuiiMana 103y S Mr, Ta Ha 45% y Tpyii, mo
npuitMana 103y 10 mr (p <0,001 it KoXKHOI TpyIH i3 po30UTTSIM 3a J03aMH) Ta
30inpmmnacs Ha 11% y rpymi, mo npuiimMana miane6o.

V martientis 3 JIAT, sixi orpumyBau komOinoBany Teparito BOJIIBPIC ta tapanadinom
y mexax pocnimkernss AMBITION, crioctepiranocs Oiibine 3HHKEHHS BiTHOCHO
BUXinHOTO piBHs N-KiHIIeBOTO 1po-B HaTpiitypernunoro nentuxy (NT-pro-BNP) y
MOPIBHSHHI 3 MAI[iEHTaMH, 10 oTpuMyBaid MoHoTepamnito VOLIBRIS (reomerpuyni
HaMEeHINi KBaJpaTH - CEpeqHiN BiZICOTOK 3MEHIIEeHHS Ha 67% y mopiBHsHHI 3 56%
BiamoBigHO; BimnoBigHo; p = 0,0111) abo y nmopiBHAHHI 3 maI{ieHTaMH, IO OTP
MOHOTepamiro Taganadpinom (3HmwkeHHS Ha 44%; p <0,0001).
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SumkerHs NT-pro-BNP croctepiranocs Ha modaTtky (TkAeHb 4) i 36epiranocs mo 24
THKHSL.

KapnioenexTpodizionoris

VY paHI0Mi30BaHOMY, TIO3UTHBHO-ILIANE00-KOHTPOIHOBAHOMY, TAPAJIEIEHO-TPYIIOBOMY
JOCTIiDKEHH] 310poBi ¢y0’ ekt moaHs oTpumyBayi abo BOJIIEPIC 10 mr 3
0JIHOPa3oBoI0 703010 40 Mr, TIane6o 3 0JHOPA30BOIO 103010 Mokcupaokcauay 400 Mr
abo Timeku manebo. Jlobosa noza BOJIIBPIC 10 Mr He Mana iCTOTHOTO BIUIHBY Ha
iarepBan QTc. 40-mr no3a BOJIIEPIC npu3Bena 1o 3011bIMEHHS CEPEIHBOr0 3HAUCHHS
QTc npH tmax HA 5 Mc, BepxHs Mexa 95% noBipu - 9 Mmc. BB cymyTHBOT Teparil
BOJIIBPIC 3 inribitopamu MeTab0s1i3My aMOpizeHTaHy (TOO6TO KETOKOHA30JIOM,
mukiociopuaoM A) Ha nopomkeras QT meBimomuit (uB. «B3AEMO/ 3 IHIITMMUA
JIIKAPCBKUMMU TIPEITAPATAMM »).

DapMaKoOKIHETHKA

BemoxTyBannsi: BOJIIBPIC (aMOpi3eHTaH) MIBHAAKO BCMOKTYETHCS Y JIFOMIEH.
Ab6comotHa 6iooctynHicTs BOJIIBPIC HeBinoma. Ilicist mepopambHOTO IpHiioMy
MakcHMalIbHa KoHIeHTpanis B mia3Mi (Cmax) BOJIIBPIC, sx npaBuiio, qocsraeTscst
IPUOU3HO TPOTAroM 1-2 roJ| py MpHHOMI SIK HaTIIecepie Tak i micyst DKi. Cmax Ta
IUTOINA ITiJ] KPUBOIO TIa3MoBol KoHIeHTpanii-uacy (AUC) 301IbIIyI0ThCS IIPOIOPIIiHHO
JI031 B MeXXaX TepPaleBTHIHUX 03. PiBHOBa)KHA KOHI[EHTPAIIiSI 3a3BUYAi TOCSATAETHCS
gepe3 4 HI MOBTOPHOTO IIpUHOMY.

Jocnimkenns epexty 1xi, mo Bmogano npuiiom BOJIIBPIC 3qopoBumu
JOOPOBOJIBILIMH ITiJ] Yac TOJIOAYBAHHS Ta MICIIA DKi 3 BUCOKHM BMICTOM KUY, TIOKa3aJlo,
0 Cmax 3HIDKYBasIach Ha 12%, Toxi sx AUC 3anumanaces He3MinHO0. 1le 3MeHmeHHs
MiKOBOT KOHI[EHTpaIil He € KiiHiTHO 3HauymuM, Tomy BOJIIBPIC moxxHa npuiimar 3
Dxero abo HatiecepIe.

Posnopgin: BOJIIBPIC (amOpi3eHTaH) Ma€e BUCOKY CIIOPiTHEHICTH 3 OLIKaMH IUTIa3MH.
3B’ si3yBanus BOJIBPIC 3 6inkamu muia3mu in vifro CTaHOBHIIO B cepemHboMy 99% 1 He
3aJeXxaso Bif kounenTpaii B miamasoni 0,2-20 pmxr/miu. BOJIIBPIC ciouaTky
3B’s3y€eThes 3 anbOymiaoM (96,5%) i, MEHIIOIO MipoI0, 3 TITIKOIIPOTETHOM aib(a-1-
KHCIIOTH.

Posmozin BOJIIEPIC B epuTponuTyt HU3BKHH, CEpEIHE CIIiBBITHOIIEHHS KPOB:IIa3Ma
0,57 Ta 0,61 y 40MOBIKiB 1 XIHOK, BiATTOBIIHO.

Mera6oaizm: BOJIIBPIC (am0Opi3eHTaH) IIIIOKYPOHI3YETHCS 3@ JIOTIOMOTOIO KiJIbKOX
izo(bepMeHTiB UGT (UGT1AS9S, UGT2B7S i UGT1A3S) mo yrBOopeHHs aMOpi3eHTaHy
riokypoHiny (13%). B mermomy cryneni BOJIIBPIC (amOpi3enTan) Takox 3a3Ha€e
OKHCIIIOBAIFHOr0 MeTabonizmMy B ocHoBHOMY CYP3A4 i HaBiTh MEHINOIO 'ﬁm
CYP3A5i CYP2C19 3 yrBopeHHIM 4-TifpokcuMeTHIaMpizeHTany (21% Al %
[IIIOKYPOHI3YETHCS 10 4-T1IAPOKCUMETHIT aMOPi3€HTaHy TITIOKYPOHIIY %
110 3B’ sI3yBaHHs 4-Ti[pOKCUMETHI aMOpi3eHTaHy 3 PELENTOPOM €HAOT




108

pasiB MeHIIe, HDK Yy aMOpi3eHTany. ToMy IpH KOHIIEHTPAIIiSX, IO CIIOCTEPIraloThCs B
mwiasmi (mpubim3Ho 20% BiTHOCHO 6aTbKIBCBKOT0 aMOpi3eHTaHYy), HE O4iKY€ETECsI, 10 4-
I'iIPOKCHMETHII aMOpi3eHTaH CIIpusiTHMe (papMaKoJIOTiuHi#i aKTHBHOCTI aMOpi3eHTaHy.

Bzaemogmiro BOJIIBPIC 3 UGT, nuroxpoMaMu Ta TpaHCIIOPTEPaMH JIiKiB JOCII Ky BAH
in vitro (muB. «B3AEMO/IIA 3 IHINMMMU JIIKAPCBKMMU 3ACOBAM »,
«B3aemomis mpemapartiBy).

Excxpenisi: BOJIIBPIC (am0OpizenTan) Ta Horo MeTaboIiTH TOJIOBHAM YHHOM
BUSIBJLIFOTECS Y KaJTi ITiCIIS MTEYiHKOBOTO Ta/abo 1mo3amediHKoBoro MeTaboIi3my.
[Tpubmmzao 22% BBEAEHOT JO3U BUAULIETHCS B CEYl MICIIST EPOPATBEHOTO MIPUHOMY, IIPH
soMy 3,3% 3anuImaeTses He3MiHeHHM aMOpizeHTanoM. [lepion HamiBBHBENEHHS MiCIIs
HaraTopa3zoBoro NpUHOMy y 3J0POBHUX J0OPOBOJIBIIB CTAHOBUTE MPHUOIH3HO 15 roaun
(Bix 13,6 no 16,5 ron), y mamienTiB 3 JIAI - Bin 9 no 15 rox. CepenHiit wiipeHc mpu
HepOpaTEHOMY NpUoMi aMOpi3eHTaHy cTaHOBUTH 38 MII/XB Ta 19 MII/XB y 30pOBHX
oci6 Ta y marmienTiB 3 JIAI', BiIIoBigHO.

Oco0aHuBI rPYIH NAIIECHTIB TA YMOBH

Jitu: besneka ta edexruBHicTs npernapary BOJIIBPIC y mamienTiB 0 18 poxis He
BCTaHOBJICHI.

Jopocai: Ha mincrasi pe3ynpTatiB MOMyJISIIHHOrO (hapMaKOKiHETHYIHOTO aHAJI3y y
3I0poBUX H0OpoBoIIELIB Ta ManieHTIB 3 JIAT, papmaxokinerrka BOJIIBPIC cyrTeBo HE
sanexana Bif Biky (muB. « CIIOCIb BACTOCYBAHHS TA JIO3W»).

Crare: Ha mincraBi pe3ynbTaTiB HOMyIAIIHHOTO (hapMaKOKiHETHIHOTO aHAI3Y y
310poBHX H0OpoBoIELIB Ta manieHTiB 3 JIAT, papmaxokinerrka BOJIIBPIC cyrTeBo He
3aJie)xaa BiJ[ CTaTi.

IlewinkoBa HegocTaTHicTh: Papmaxokinetuka BOJIIBPIC y xBopHX 3 TSHKKAMEH
HOpYIIEHHSIMHU QYHKIIT edinky abo 3 KIHIYHO 3HATYIUMH ITi{BHIICHAMA
[IEYiHKOBUMH TpaHCaMiHa3aMy He BUBYEHA. I[poTe, OCKITBKH OCHOBHIMH IUIIXaMHU
metabomizmy BOJIIBPIC e rmoxypoHifanis Ta OKUCIEHHS 3 TIOAAIBIIAM BUBESICHHSIM 3
YKOBYi, MOXKJTHBE MTOPYIIEHHS (QYHKIIH MEYiHKY, 10 301IbIIy€e eKCO3HUIlii0 (Cmax T
AUC) BOJIIBPIC, ogaax MmacmTabHICTh I[HOTO NOPYIIEHHS Ta OyIb-SIKHi BIUIMB Ha
6esneky Ta epexTuBHICTS He oriHioBamucs. Tomy BOJIIBPIC npotumnoka3anuit
Maie€HTaM i3 TSHKKAM TopyIneHHsM G yHKIil nedinku abo pisaem AJIT/ACT> 3x BMH.
[MTanientu 3 AJIT/ACT >2 x BMH He Oyiu BKIIIOYEHI B KITIHIYHE JOCITIHKEHHS
oxHovacHoro 3actocyBanHs BOJIIBPIC 3 taganadinom. BOJIIBPIC cnix 3actocoByBaTi
3 00€pEXHICTIO MaIlieHTaM 3 IOMIpPHUM IOPYIIEHHIM (YHKIIN MEUiHKH, (TUB.
«OcobmmBocTi 3acTocyBaHHs», «[lopymeHHs 3 60Ky mediHKH/)KOBIHOTO
Mixypa/mankpeatadi mopymerHs» Ta « CIIOCIb BACTOCYBAHHA %%@3
Aﬁ 7
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Hupxosa negocraThicTh: PapMaKOKiHETHIHI JOCHIHKEHHS Y MALlIEHTIB 3 HUPKOBOO
HemocTaTHiCcTIO He mpoBoamrcs.. OmHak HupkoBa exckperist BOJIIBPIC minimansHa,
TOMY HOPYIIEeHHS (YHKIIT HIPOK HE IIOBUHHO CYTTEBO ITiIBUITYBATH €KCIIO3UIIIIO
BOJIIBPIC.

3BEPITAHHSI TA CTABIJIBHICTD

30epiraru mpu Temneparypi 15-30°C.

JIIKAPCBKI ®OPMH, CKJIAJl TA YIIAKOBKA

BOJIIBPIC 5 mr - 11e ABOOITYKJIi TabJIETKH, BKPHUTI IUTIBKOBOIO 000JIOHKOO, OJ1i 10~
POXEBOTO KOJILOPY, 3 KBAIPaTHOIO 0O0JIOHKOIO, 3 TpaBifoBaHHIM «GS» 3 oHOrO 6OKY,
ta «K2C» Ha iHImOMY OoOT1Ii.

BOJIIBPIC 10 Mr - e mBoOIyKITi TabJIETKH, BKPUTI IUTIBKOBOIO 000JIOHKOO, TEMHO-
POXEBOTO KOJIEOPY, OBATBHOI (hOPMH, BKPHUTI ILIIBKOBOIO 000JIOHKOIO, 3 TPaBIIOBAHHIM
«GS» 3 oxHOrO 60Ky, Ta «KE3%» Ha iHImoMy 6ori.

KosxHa Tabierka, MOKpHTa IUTiIBKOO, MiCTHTH TaKi JOMOMDKHI PEYOBHHU:
Kpockapmenosa uatpito, FD&C Red #40/Allura Red AC Aluminum Lake, monorigpat
JIaKTO3H, JISMUTHH, MAKPOTOJI/TIOieTHIEHTiKoMb 3350, cTeapaT MarHiro, melroo3a
MIiKpOKpHCTaJTi9Ha, TTOJIiBIHITOBHH CIIUPT, TATHK 1 NIOKCHJ] THTAHY.

Tabnerku BOJIIBPIC BumyckaroThes y OiictepHiit ymakosii mo 30 tabieTok.
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YACTHUHA II: HAYKOBA IH®OPMAIIILS

DOAPMAINEBTUYHA THOOPMAIILA
AKTHBHA pe40BHHA
BiacHa Ha3Ba: amMOpi3eHTaH

Ximigna HazBa: (+)-(2S)-2-[(4,6-niMeTnnmipuMeIuH-2-HT)0KCH]-3-MeToOKCH-3,3-
IideHinmponaHoBa KHCI0Ta

Mouexyisipaa gpopmyna Ta MonekyisipHa Maca: CH2N204, 378,42

Q COOH CHy

H3CO

v/ \
%N_

CH,

CrpykTrypHa popMmyna:

@izuKo-xiMidHi BracTHBOCTI: AMOpi3eHTaH - Iie KpUCTalidHa TBEp/ia pe4OBHHA
Biz Gioro mo ciporo xonsopy. Lle xapGoHoBa
xucioTa 3 pKa 4,0. AMGpi3eHTaH HpaKTHIHO
HEPO3YMHHUH y BOJI Ta Y BOJHUX PO3UMHAX IIPH
um3pkomy pH. Po3umHHICTE y BOJI 301MbIIyETHCS
y BOJHHX pO34rHAax mpu Oimsin Bucokomy pH. ¥V
TBEPIIOMY CTaHi aMOpi3eHTaH Jy)Ke CTIHKHUM, HE
TirPOCKOMIYHIH i HETYTIHUBHUHA 10 CBITIA.
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KJITHIYHI BUITPOBYBAHHS

Jemorpadiuni noxasHuku Ta opramizanist 6a30B0ro KJIiHITHOIO 40 C/HIKEHHES
JIKYBaHHSI JIeTeHeBol apTepiajabHOI rimeprensii

Tabnuua 5 Kopotkuii ornsig opraHisauii Ta gemMorpadiuHux nokasHukiB
nauieHTiB 3 nereHeBOIO apTepianbHolo rineprensicto (JIAT), wo
B3ANY y4acTb Y KniHiYHUX BunpobyBaHHAX Tabnetok BOJIIBPIC

Hocaimxennsi|Opraunizamis Jlo3yBaHHsl, BuBuenHst Cepenniii | Ctath ETiosiorist JIAT

IOCJTiIKEHHS cnoci0 BBefieHHs1 |mpeaMeTiB (n = [BiKk n (%)
Ta TPUBaJicTL  [paHgomi3oBaHa |(miamaszon)
KiJIbKiCTB)

ARIES-1 Hocnimkerns ¢asu III, [tabnetku 5 Mrta |[liane6o, n=67 |50,1 YooBiky: IIAT*:
TO/IBiiiHE ClIille, 10 mMr 5 mr: n=67 (17-82) 33(16,4%) 126(62,7%)
miane6o IIpUHAMATACS 10 Mr (n=67) Kinkn: He IJIAT":
KOHTPOJIbOBAHE, IOAHA OPOTArOM 168(83,6%) 75(37,3%)
0araToOEeHTPOBE, 12 TrwxHIB
OaraToHaIiOHAJBEHE

ARIES-2 Hocnimxenss ¢asu III, [tabmetkw 2,5 mr  |[ltane6o, n=65 (50,9 YonoBiku: TJIAT*:
TOAIBiiiHE CIrilte, Ta 5 Mr 2,5Mr:n=64  |(20-81) 49(25,5%) 125(65,1%)
mwane6o TIpUHAMAITHCS 5 Mr: n=63 Kinku: He UIAT:
KOHTPOJIEOBAHE, IIOAHSA MPOTATOM 143(74,5%) 67(34,9%)
0araToLeHTPOBE, 12 TiKHIB
OaratoHanioHaJIbHE

AMBITION |Hocnimxerss ¢asu I, [amOpizentany 10 ([ToemHaHHST 5.7 Yonosixu: 144 [IJIAT*: 330
TIO/IBiiiHE CIIilleE, Mr + Taganadity |amOpisenran + [(18-75) (24 %) (54,6%)
aKTHBHO 40 mr, Tapanadin: AKinxu: 461 He UIAT:
KOHTPOJIEOBAHE, amOpizentany 10 |n=302 (76 %) 274(45,4%)
GaraTOLEHTpOBE, Mr abo
faraToHaLliOHATbEHE tafganadiny 40 mr, [MoHoTeparis

10 IpHHAManucs |aMOpiseHTaHOM:
IIEPOPAIBLHO n=152

IIOHA.

ITpuiiManHs MoHoTepartist
amOpi3eHTaHy Tapanadinom:
po3nodaTo y go3i [n=151

5 Mr npoTsrom 8
TIKHIB, a
Tafanadin - y 20
MT IIpOTSATOM 4
THDKHIB.
KoperyBauus
1034 BigOyBanocs
3 ypaxyBaHH;IM
IIEPEHOCHMOCTI.

*UIAT = igionatuuna JIAT
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Monotepaniss BOJIIBPIC pns nikysannsa JIAL'

Byio mpoBeeHo 1Ba paH/IOMi30BaHUX, IIOABIHHO CIIIINX, 0araToIeHTPOBUX, IIane0o-
KOHTPOJIbOBaHUX, OCHOBHUX fociipkeHHs das3u III (ARIES-1 Ta ARIES-2).Opranizanito
JIOCTIiIKEeHH s Ta JeMorpadiuHi MoKa3HUKY MaIlieHTiB HaBeneHo B Tabmuis 5. B 060x
nociimxennsx BOJIIBPIC 6yB momanwuii 10 JOTOMDKHIX/(OHOBHUX JIIKapCHKUX 3ac00iB,
SKi MOXXYTh BKJIFOYaTH KOMOIHAIIO JUTOKCHHY, aHTHKOATyJIIHTIB, AlypEeTHKIB, KUCHIO Ta
BazoAMIATaTOPIB (GIOKATOPH KaIBLIEBUX KaHANIB, iHTiOiTOpH AIID). [IepBHHHOO
KIHIIEBOIO TOYKOIO JOCIiKeHHs Oyi1a X0/Ja Ha BiicTaHb MpoTsIroM 6 XBmmH (6 XBX).
Kpim Toro, oniHroBamy KIiHiYHE IOripIeHHs, GhyHKuioHanpaui xi1ac BOO3, mokasHuk
3aWIIKY 3a ImKajaoro bopra Ta dismune GpyHKIioHyBaHHS 32 OnutyBanbHAKOM SF-36.

HIJIAT" B ocHOBHOMY OyJia ITOB’sI3aHa 13 3aXBOPIOBAHHSM CIIOJIY9IHOI TKaHUHH. JleKipKa
BiZICOTKIB Oy IOB’s13aHi 3 BUKOPUCTAHHSIM aHOpekcureny abo BIJI-inpexmiero.
BimpmicTs mamieHTiB Mau cuMnToMu Qyrxiionansaoro kiaacy BOO3 11 (38%) abo 111
(55%).

PesyasTaTi JocCaiIsKeHHSA

ITepBHHHOIO KiHIIEBOIO TOYKOIO, BH3HAUSHOO UL IUX JOCIIDKEHb, OYII0 MOJINIIeHHS
¢izruHol Impale3aTHOCTI, OI[iHEHO] IIITXOM 3MiHH BIJTHOCHO BHXIZTHOTO PiBHS XOZOI0 Ha
Bizcrans 6 xpuwimH (6XBX) Ha 12 TikHI.B 000x mocnimkernsx nikysanas BOJIIBPIC
IIpU3BEIO [0 3HauHOTro nojinmeHHs 6XBX it kox#oro posysanas BOJIIBPIC, sk
noxaszano B Tabmuis 6. BcTaHOBIEHO MONIMIIEHHS 30aTHOCTI BATPAMYBATH (i3udHi
HABaHTAKEHHS IIicist 4 TIDKHIB JTIKyBaHH:L, sSKe 30epiranocs Ha 12 THokHI JTiKyBaHHA 3
IIO/IBIMHOIO aHOHIMHICTIO, SIK ITOKa3aHo Ha PucyHok 1.

Tabnuusa 6 CepefHsi 3miHa 6-XxBUNUHHOI BiAcTaHi B MeTpax y aocnimkeHHi lll
da3m Ha 12 TuxHI (y nauieHTiB 3 igionaTUyHOlO Ta HeigionaTUyHO
JIAT: puB. Takox Tabnuus 10)

ARIES-1 ARIES-2
Ilnaue6o 5 mr 10 mr Ilnaue6o 2,5 mr 5 mr

(n=67) (n=67) (n=67) =65) (n=64) (N=63)

Buxiaumuii piBeHn 341,9+73,47 | 339,6+76,68 | 341,5+78,28 | 342,7+85,93 3473+ 355,3 + 84,45
83,81
CepeaHs 3miHa -7,8 + 78,88 22,8 + 82,98 43,6 + 6591 -10,1 £ 93,79 | 22,2 + 82,67 49,4 + 7536
3HAYeHb BiAHOCHO
BHXIiIHOr0 piBHS
Cepeauna psagy 0,5 21,1 32,5 -3,5 27,5 40,0
BeJIMYMH 3MiHH
BiIHOCHO
BHXIAHOrO piBHSA
Cepenns 3mina 3 30,6 514 32,3 59,4
KOPUTYBaHHSIM Ha
nJauedo BigHOCHO
BHUXIHOrO piBHA
95% I 2,9, 58,3 26,6, 76,2 1,5, 63,1 .29,6, 89,3
3uauenns pt 0,008 <0,001 0, 02 ”“”",MTQQiQOl
0, :

CepenHe + craHIapTHE BiAXUIIEHHA
t p-3HaYEHHS - [I€ MOPiBHSHHS 3HAYEHb KpUTEpilB cymu panriB Yinkokcona nias BOJIIBPIC ta
PO3GHTTAM NAL€HTIB HA THX, IO MaroTh inionatudny JIAT Ta meinionaruyny JIAI

5 "muco,‘.mnﬂ fit
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PucyHok1 CepepHsi 3miHa 6-XBUIIMHHOI BiACTaHi (AOCHiRKEeHHs Il dpasu) y
naujieHTiB 3 inionaTnyHolo Ta HeipionaTuyHoto JIAI
ARIES-1
60 -

—&®—naue6o

[
8.
=
[
=
-15 -
=30 -
BuxigHuii Twknens 4 TWKAeHb 8 TwxaeHb 12
piBeHb
ARIES-2
60 4 —&®—Tnaue6o
45 | s - 2,5Mmr
—m—5wmr
< T SR
15 -
a
o
& 0 1
=
=15 -
-30 -

BuxigHun TuxpeHb 4 TwxkaeHb 8

piBeHb

TwxaeHb 12

Cepe/iHa psyLy BENUHHMH 3MiHU BiTHOCHO BHXITHOTO PiBHS NMCTAHL XOH NPOTArOM 6 XBUJIMH Y
nocHimkenni wiane6o-rpymu Ta rpymny, wo orpuMysaia BOJIBPIC
3HauCHHS BUPAKAIOTHCS SIK CEPEHE 3HAYCHHS + CTAH[APTHA TIOXKOKA CEPEIHBOT0 SHATCHHS.

Cuvrrromu JIAT omiHiOBaIM 32 MOKa3HAKAMK 33 JUIIKH 32 mKkaoro bopra (31B),
dynxmionansHoro kiacy BOO3 ta mkamu ¢isuaHoro $yHKIIOHYBaHHS 32
Onutysansaukom SF-36. JlikyBanuaa BOJIIBPIC npusBeno 1o CTaTHCTHYHO 3HAYYIIHX
noninmens 31116 wa 12 ke (Tabmuus 7). Takox criocTepiranics MOTMIIEHHS 32
mKasoro dismaroro GyrkuionysamHs 3a OnurysansaukoM SF-36, mpote BoHH HE MaIoTh
CTATHCTHYHO 3HAYYIIOI'0 XapakTepy.
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Ta6nuua 7 TigcyMKkoBi AaHi npo BTOPUHHI KiHUeBi Touku y gocnimkeHHi ARIES-
1 Ta ARIES-2 3a 12 TuxHiB (nonynauis ITT)
ARIES-1 ARIES-2
Ilnaue6o | Am6pizenTan | AmGpisentan | Ilnanedo | AmOpisenTan | AMOpisenTan
5 mr 10 mr 2,5 Mr 5 mr

3miHa nokasHuKa |3MiHA BiIHOCHO 0,0 -0,3 -0,9 0,8 -0,2 -0,4
3aAUIIKH 32 BHXIiTHOTO (-0,55,0,54) | (-0,79,0,16) | (-1,3,-0,41) |(0,17,0,54)| (-0,74,0,34) | (-0,87,0,14)
mkajior Bopra  [piBus no 12
(31IB) TIKHS

TlopiBHAHHS -0,3 -0,9 -1,0 -1,2

3 mianebo, (-1,0, 0,4) (-1,6, -0,2) (-1,9,-0,2) (-2,0, -0,4)

TOYKOBE p=0,316 p=0,002 p=0,046 p=0,040

TIOpiBHAHHSI - + + +

(95% CI)
3mina nokasuukis |[TokpameHHs 16(23,9%) 19(28,4%) 20(29,9%) 11(16,9%) 10(15,6%) 9(14,3%)
3a kiacom BOO3, |[Toripmenss 11(16,4%) 1(1,5%) 3(4,5%) 12(18,5%) 3(4,7%) 2(3,2%)
N (%) IopiBHsaHAES 3 p=0,0726 p=0,0957 p=0,2058 p=0,1872

miane6o! - - - -
3mina ¢isuunnx  |3MiHa OLiHKH 1,82 (9,25) | 1,88(8,68) 4,79 (7,90) |-0,15(7,29)| 3,78 (7,63) 2,97 (7,79)
KOMIIOHEHTIB 32  BigHOCHO
OnuTyBaJILHUKOM (BUXiZHOTO
SF-36 piBHS, cepenHsl

BeNM4MHA (3a

mkao SD)

TlopiBHsHHS 3 p=0,992 p=0,056 0,005 0,052

manebo - - -t -

1 Ha ocHoBi anaiizy 7-6aisHOi 3MiHH BiJt BUXiJHOTO PiBHA
+ CTATHCTHYHO 3HAYUMHUIA pE3yJIbTaT, - HE CTATHCTUYHO 3HAYAMMH

VOLIBRIS npu3BoI#B 10 3aTPHMKH KJIHITHOTO IOTIpIIeHH (Ile BUMIPIOBaHHS

BKJIIOUAE BUIAIKH CMepTi Ta rocmitanmizanii 3 mpuuuan JIAT), xoda 111 3aTpuMKa He
JIOCSITIIA PIBHSI CTATHCTUYHO 3HAYYIOro XapakTepy. Yac 1o KIiHIYHOIO HOTipIICHH
ITAT" BH3HAYaIM SIK Yac BiJ| paHAOMi3aIil o NepIIoro BUNAIKY CMEpTi, TpaHCIIAHTAIil
JIETeHb, rocmitaizamnii 3 npuannu JIAL', mepencepHoi cenTocToMIi, IPUITHHEHHS
JIOCITi/DKEHHS YePE3 OMaBaHHs iHIIMX IPENapaTiB Il TePaleBTUIHOTO JiKyBaHHA JIAT
a60 NIPUIAHEHHS! OCITi/KEHHS Yepe3 Ba abo OinbIne KpUTepiiB BUKITIOYEHHS
3 mocipkenss (muB. Tabmurs 8).
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Ta6nuus 8 TigcymkoBi gaHi npo nogii kniHiyHoro noripweHHst JIAT y
pocnimpkeHHi ARIES-1 ta ARIES-2 3a 12 TuxHiB (nonynsuis ITT)
ARIES-1 ARIES-2
TepaneBTHYHA rpyna Ilnaue6o AmbpizenTa | AmOpisenTta Ilnauedo Amb0pizenta | AmOpiseHTan
H H H 5 mr
Iopist n (%) (n=67) 5wmr 10 mr (n=65) 2,5 mr (n=63)
(n=67) (n=67) (n=64)
CMmepTh 2 (3,0) 1(1,5) 1(1,5) 3 (4,6) 2 (3,1) 0 (0,0)
TpaHcruaHTawis JereHi 0 (0,0) 0(0,0) 0 (0,0) 0(0,0) 0 (0,0) 0(0,0)
Tocniranizauis gepes JIAT 2 (3,0) 2(3,0) 2 (3,0) 9 (13,8) 34,7 2(3,2)
Tlepeacepana CenTocromis 0 (0,00) 0(0,0) 0(0,0) 0(0,0) 0 (0,0) 0 (0,0)
TIpunuHeHHS JOCiKEHHA 1(1,5) 0(0,0) 1(1,5) 0(0,0) 0 (0,0) 0 (0,0)
Yepe3 AOJaTKOBE JIiKyBaHH
JIAT
Kpurepiit nepexony Ha 3 (4,5) 0(0,0) 2 (3,0) 7 (10,8) 23,1 1(1,6)
(hasy III mocmimkeHHs
Bceroro Bunpo6oByBaHHX 3 6 (9,0) 3(4.5) 3 (4,5) 14 (21,5) 34,7 3 (4,8)
mofisvMu >1
3HaueHHS p 0,4925 0,4925 0,008 0,008

(ambpi3eHTaH y mopiBHIHHI
3 mane6o)*

*TTopiBHAHHEA TOYHOTO TecTy dilmepa 0 MOKa3HUKIB BUKOPHCTaHH ILIane60

V mocmimkenni ARIES y mamienTiB i3 cumnTomMamu ¢yHKuioHansHoro kiaacy II BOO3
Ha BUXiZHOMY piBHI cepenue 3uauentHs BDI cranosmio 2,98, cepenne 3Hagenns 6XBX -
375 M; 47% manienTiB i3 cumnromamu ¢yHkioHamsHOro kKiacy II BOO3 mamu 6XBX
noHax 400 M. V marientis i3 cumnTomMamu pyHKIionansHOro Kiacy [II BOO3 cepenne
snauenns BDI cranosmo 4,38, cepenne 3navenns 6XBX cranosmio 330 M Ha

BHXI/IHOMY DiBHI.

V manienTis i3 cumnromamu ¢yukiionansaoro wiacy 1I ta III BOO3 nmigBumenss
cepenHbOro 3Ha9eHHss 6XBX (y MOpiBHSAHHI 3 IPYTIOO, IO OTPHMYBala Iiane6o)
croctepiranocs micist 12 TikHiB nikyBanas BOJIIBPIC y nosax 5 mr ta 10 mr (Ta6muns
9). IoKpalneHHs BTOPHHHAX KiHIIEBAX IOKa3HHUKIB TaKOXK IiATPUMYBaJIo €()EKTHBHICTH
K manienTis gpyrakionansHoro kiacy I, Tak 1 III kmacy BOO3.
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Taonuua 9 loninweHHa 6XBX Ha 12-mMy TWXHI B gocnimkeHHAX dasu lll y
nauieHTiB i3 cumnTomamm dpyHkuioHanbHoro knacy Il BOO3 a6o
cumnromamu pyHkLioHanbHoro knacy BOO3 (nonynsiuisa ITT)
ARIES-1 ARIES-2
Ilnanedo BOJIIBPIC BOJIIBPIC Ilnaneto BOJIIBPIC BOJIIGPIC
5 mr 10 Mr 2,5 mr 5 mr
KnacIl  [3mina 6XBX -0,3 +26,6 +43.4 -1,3 +37,0 +61,4
BOO3 BiIHOCHO (-19,3, 18,7) (-1,0, 54,2) (17,6, 69,2) (-45,9,31,4) (9,1,64,9) (31,3,91,5)
BHXiTHOTO
3HAaYeHHsT 10 12
THKHSI, CEPEITHE
snavenss (95% CI)
TToxpanieHHs 27,0 43,7 +44.2 +68,6
6XBX 3 (-4,8, 58,7) (12,8, 74,7) (-1,1, 89,6) (21,5, 115,8)
KOpPETYBaHHsIM Ha p=0,0460 p=0,0072 p=0,0624 p=0,0104
mane6o, cepenHe
3uagenns (95% CI)
Knac III|3mina 6XBX -15,2 +18,7 +42,2 -15,2 +6,2 +38,3
BOO3 BiZIHOCHO (-45,0, 14,5) (-5,8, 43,3) (21,0, 63,4) (-48,3, 17,8) (-26,2, 38,7) (11,7, 64,9)
BHXiTHOTO
3HaveHHs 1o 12
TIDKHS, CEPE/THE
3naueHHs (95% CI)
IToxpameHHs +34,0 +57,4 21,4 53,5
6XBX 3 (-4,1,72,1) (20,5, 94,3) (-24,8, 67,7) (11,2, 95,8)
KOpETyBaHHsAM Ha p=0,0624 p=0,0187 p=0,4500 p=0,0217

mianebo, cepenHe
suadenns (95% CI)

KopoTkwuii oryisiy 3MiHy 3Ha9eHHs 6-XBHIMHHO] BincTaHi (6XBX) BiIHOCHO BUXITHOTO

piBHs poTsiroM 12 TrxHIB HaBeneHo B Tabmuis 10.

Ta6bnuua 10 KopoTkuii ornsag 3mMiHM 3HaYeHHs1 6-XxBUNUHHOI BigcTaHi (6 XBX)
BifJHOCHO BUXiQHOro piBHA NPOTAroM 12 TUXHIB i3 po36UTTAM 3a




XapaKrepom JAT 3 BUKOPUCTAaHHAM MeToay 3aMiHU nponyweHux
JaHUX ocTaHHIM BUMipsAHUM 3HauyeHHAM (LOCF) (Monynauis: ITT)
ARIES-1 ARIES-2
TepaneBruyHa rpyna Ilnane6o BOJOBPIC | BOJIBPIC Ilnanedo BOJIOBPIC | BOJOBPIC
S mr 10 mr 2,5 mr 5 mr
3MiHa BiJHOCHO N 43 42 41 42 42 41
BHXiJJHOTO PiBHS 10
. Eggc)mﬂe -6,3 (82,14) | 36,6 (85,42) | 50,6 (58,22) | -20,6 (101,23) | 35,7 (67,97) | 55,1 (86,58)
ITopiBHAHHA 3| ToukoBa 429 56,9 56,3 T5.7
rane6o OIliHKa
3HAYEHHS P 0,0053 0,0011 0,005 < 0,001
oA e : R R A R I o T EESREST B
3MiHa BiTHOCHO N 24 25 26 23 22 22
BHUXiTHOTO piBHSA O
12 TKHS
Cepenne -10,6 (74,32) | -0,4 (74,69) | 32,4 (76,38) 9,1 (76,77) -3,5(102,10) | 38,6 (47,96)
(CB)
TlopiBHsHES 3| ToukxoBa 10,2 43,0 -12,6 29,5
mianebo OIliHKa
3HAYeHHs1 p! 0,4965 0,0487 1,000 0,170

'Kputepiit cymu pauris YinkokcoHa i3 po36utTsam Ha manientis 3 JIAT Ta nanientis 3 HIJIAT

Tepanist noeqnanasv BOJIIBPIC 3 Taganadinom mius gikysanns JIAT

Edext mouarkoBoi kombinoBanoi Tepamnii BOJIIBPIC i Taganadinom gocmimkyBascs y
0araToneHTPOBOMY, 3 IOBIHHOIO aHOHIMHICTIO, aKTUBHO-KOHTPOJILOBAHOMY

JIOCITiIDKEHH], TIpeaMeToM sikoro Oyio mopiBastHEs kombinanii BOJIIBPIC Tta taganadiny
3 moHotepariero BOJIIBPIC a6o tamanadinom y manienTis 3 JIAI II-111
dyuxuionansaoro iacy BOO3. ¥V nocimimpkenHi B3sutd ydacts 610 mamienTis; 605
[ALi€HTIB OTPUMAITH IOHAWMEHINE OJHY O3y JOCITiKYBaHOTO Ipernapary, a 500

3a/I0BOJIBHAJIM KPUTEPIii IEPBHHHOTO aHawi3y edexruBHOCTI. [lanieHTiB panomisyBany y
npormopiii 2:1:1 o omroro pasy Ha o6y BOJIIBPIC 10 mr + taganadin 40 mr,
BOJIIBPIC 10 mr a6o Taganadin 40 mr. [Tpuitmarus BOJIIBPIC po3noyaTo y 1031 5 Mr
HpOTAroM 8 THXKHIB, a Taganadin - y 20 Mr npotarom 4 TkHiB. KoperyBanus xoxxHOI
J1034 B GiK 3poCcTaHHs BigOyBaJIocs 3 ypaxyBaHHIM II€peHOCHMOCTi. B pamkax aHami3y
0CHOBHOI eexTuBHOCTI y 226 manieHTiB (89%), sxux nixyBanmu BOJIIBPIC + Tapanadin,
IIPOUIILIA TUTPYBAHHS 03U Tafajdadicy B cropory 36impmenns 3 20 go 40 mr, a y 220
narienTiB (87%), sxux nikysanu BOJIIBPIC, mpoiimum tutpyBanss no3u BOJIIBPIC B
cTopony 30inbmmeHHs 3 5 7o 10 Mr.

KiHIEBOIO TOYKOIO IIEPBUHHOTO AOCIIDKEHHS OYB Yac 10 MepIIoi Moil KIiHI9HOro
noripureHys. BTOpHHHEMHE KiHIIEBUME MoKa3HHKaMu Oy 3miHa NT-pro-BNP,

BiJICOTOK IALi€HTIB i3 3aI0BIIEHOO KJIIHIYHOO peakiriero Ta 3MiHoro 6 XBX Bi
BuXizHOro piBHs. Bei i mokasuuky ouiHroBanucs Ha 24 TwxHi (quB. «ME; :
TA KIJITHIYHA ®APMAKOJIOI'LA1»). /
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xBopo6oro cepirt, BlJI-indexiiero abo nmpemapatamu abo Toxcuaamu (AJIAT, 44%).
CepeHiii 9ac BiJf BCTAHOBJICHHS [[iarHO3Y [0 IEPIIOTO BBEACHHS JIIKAPCHKOTO
npenapaty ctaHoBuB 22 mHi. [Ipubm3Ho 31% ta 69% narmienTiB nepebyBaiiu y
¢dyukuionamsroMy Kitaci BOO3 I Ta III, BigmosinHo. CepenHii Bik Mari€HTa CTAHOBUB
54,4 poxy (32% martrieHTiB > 65 pokiB). BiTBIIICTE MaLli€HTIB HAIEXATH 0 EBPOTIEOITHOT
pacu (90%). YacTka xiHok ctanoBmia 78%, a 46% nanienTiB moxoaath 3 [liBHITHOT
Awmepuku. I MEpBUHHOTO aHANI3Y €EKTHBHOCTI CEPEIHS eKCIO3HUIIis KOMOIHOBaHOI
Teparrii craHoBuIa 534 IHi.

Yac 00 KniniuH020 nOZipuieHHA

Yac mo xiiniuHOTO moripmenas JIAI" 6yB cxi1afieHO0 KiHIIEBOIO TOYKOI0, BH3HAYCHOIO
SIK 9ac 0 TePIIOro HAaCTaHHS CMEPTi (CMEPTHICTH 13 3aralbHAX NPUYHH ), TOCHITaITi3aIlil
mutst oripinenss JIAL, nporpecyBaHHS 3aXBOpPIOBaHHs a00 HE3aJOBLIFHOI TPHBAJIOL
KIiHIgHOT peakuii. ["ocmiTamizariro 3 mpuunHu ycnanuenss JIAD BusHavamu sk Oyab-
SIKY TOCHiTaJTi3aIiro 3 mpuauHu noripmenHs JIAL, TpancinanTanii sereHs 4u
cepIlt/IereHb, MEPEACcEPAHOI CENTOCTOMIT 00 MOYATKy MapeHTepaIbHOI IPOCTAHOITHOT
teparii. [[porpecyBaHHs 3aXBOpIOBaHHS BU3HAYAIOCS K > 15% 3HMKEHHS BiTHOCHO
BHXiTHOTO piBHA B 6XBX y moemnanHi 3 cuMOToMaMu GyHKIioHansHoro Kiacy 111 abo
IV BOO3 (mpu 2 mocimiJOBHAX BiIBiyBaHHSIX IICIIS BUXiTHOTO PiBHS, PO3ALICHUX
JacOBUM IPOMiXKKOM >14 mHiB). HezamoBinbHY TpuBaly KIIiHIYHY BiAMOBiAb BU3HAYATH
K Oyab-sKe 3HmKeHHs 6XBX HUXYe BUXITHOTO PiBHS B ITOEJHAHHI 3 OIIHKOIO
byukiionansHoro crany I xiracy, mo BEMipIoBaBcs IIiJ| 9ac BiIBiyBaHE IPOTITOM 6
MiCSIIIB.

[MamienTn, sxux aikysamu BIJIIBPIC + taganadinom, 3a3Hamu 3Ha9HOTO 3HHKESHHS
PHU3UKY KITIHIYHOI OTIpIIEHHS MOPiBHAHO 3 MaIliEeHTaMH, SKUX JTIKYBaJId MOHOTEPAIII€I0
BOJIIBPIC (p = 0,0004) abo moHoTepamiero Taganadpinom (p = 0,0045). 3HmKeHHS
PU3UKY BHHHKHEHHS KITiHITHOTO noripmenHs ckiano 52% (HR= 0,48, 95% CI.0,31,
0,72) mpu xoMmbiHOBaHi# Tepamii y nmopiBHsAHHI 3 MoHOTeparisero BOJIIBPIC, Ta 47%
(HR=0,53, 95% CI.:0,34, 0,83) y nopiBHJIHHI 3 MOHOTepari€ero Tananadpiiom.l padiku
yacy 1o KiiHigHOTO noripmenHs Kamnana-Meliepa komGiHOBaHOT Tepartii y mOpiBHIHHI 3
KOXKHOIO MOHOTepaIIi€ro mokazani Ha PucyHok 2; KopoTky iH(popMamnito mpo IepBHUHHI
KIHIIEBI TOYKH HaBeneHo B Tabmumst 11.

=




PricyHok 2 Yac go kniHiuHoro noripiweHHA Tepanii noegHaHHam BOJIIBPIC +
Tapanacin y nopiBHsiHHI 3 MoHoTepanieto BOJIIBPIC a6o
Taganadcpinom B gocnimkeHHi AMBITION
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Ta6nuus 11 KopoTka indpopmauiisi Npo nepBuHHI KiHLeBi TOUKU (BcTaHoBRMEHI
WASIXOM npoueaypy kniHivHoro aHanisy) y pocnimpkeHHi AMBITION

BOJIIBPIC + taganadin MonoTepanis MoHoTepanist
(n=253) BOJIIBPIC Taganagisom
n (%) (n=126) (n=121)
n (%) n (%)
KoMnoHeHT nep1wuoi noAii Ki1iHiuHOro noripureH s
CwmepTs (BCi IPUYMHM) 9(4%) 2(2%) 6(5%)
Tocnitanisauis 4yepe3 10(4%) 18(14%) 12(10%)
noripmenast JIAT
[TporpecyBaHHs 10(4%) 12(10%) 4(3%)
3aXBOPIOBAHHS
HesanosinsHa 17(7%) 11(9%) 12(10%)
JIOBIOTpHMBANIA KITiHI9HA
BiANOBiNB

Pe3yJIbTaTH aHANi3y 9acy [0 CIIPHOTO KIIHIYHOrO NOTiPIICHH: Ta 0 NEPIIOro 3
KOIKHOTO KOMIIOHEHTA KIIIHiYHOTO MOTipIIeHHS HaBe/IeH] Ha PucyHok 3.

PucyHok 3

KniHiyHe
noripweHHsA

Cwmeptb

Mepuwa rocnitaniaauin

Mepwe
nporpecyBaHHsA
xBopo6u

Mepuwa He3agoBinsHa
pAoBroTpuBana iiHiuHa
Bignoeiae

Mepesara komGiHauiin

Awnaris cripaux mopii y mocmimkensi AMBITION

MNepesara moHoTepanii
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MoHoTepanieio amGpizeHTaHom (n = 126)
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120




BeraHoBieHO eeKTHBHICTE M09aTKoBO1 KoMbiHoBaHoi Tepamii BOJIIBPIC +
TaganadizoM y Yaci 0 KIiHIYHOTO HOTIPIIEHHS Y HACTYIHUX Miarpynax: etioyoris JIAT
(IJTIAT/CJIAT (cmamxoBa JiereHeBa aprepiaibHa rineprensis) Ta HUJIAT, 6a3oa miHis
@®K BOO3 (I1, III), perion (IliBHiuna AMepuka, iHIII YaCTHHHU CBITY (Cy0’€KTH
nepeBaXkHo 3 €Bpornn), 6a30Ba BikoBa rpyma (< 65, > 65 pokiB), 6a3oBa BikoBa rpyma 3
BiKOM BHIIEe ab0 HHXYE CEPEIHBOTO0 BiKy, cTaTi Ta 6a30Boi minil 6XBX Buine abo HIDKYE
JmociimkyBanol Meniaan 6 XBX. AHani3 KOXKHOI MiATPYIH MOKa3aB 3HIDKEHHS PUBHKY
IIpu KOMOiHOBaHi# Teparmil y MOpiBHIHHI 3 OKPEMUMH MOHOTEpAIIisSIME y BCIiX MiArpynax,
3a BUHSTKOM IIiITPYIH YOJIOBIKIB, B SIKif HE CIIOCTEPITAIOCS 3HIKEHHS PH3UKY TIPH
KoMOiHOBaHi# Teparii B mopiBHSIHHI 3 MOHOTeparieio Tafanadpinom. Le moxe Oytu
CTATHCTUYHUM apTedakToM Yepe3 BiIHOCHO HU3BKY KUIBKICTh YYaCHHKIB YOJIOBIUOi CTaTi
(n=122) y mocmimxKeHHi.

Bynu mpoBezieHi ananizy gacy [0 mepmioi NoAil KIiHi9HOI moripmeHHs (CMEpTH,
rocritamizaris 3 npraran yeknagaenss JIAI Ta mporpecyBanns xBopoou). [lamienTw,
siki otpumyBaitu JikyBauas BIJIIBPIC + Taganadin, Manu MEeHIMUN pA3UK BHHUKHEHHS
MIEPIIOT0 BCTAHOBJICHOTO KITIHIYHOTO IOTIpIIeHHS B OyAb-sIKUI Yac BiTHOCHO
II0YaTKOBOTO PiBHS /IO OCTATOYHOI OLIHKY B IIOPIBHSIHHI 3 HALliEHTAMH, SKi OTPHAMYBAJIH
monoteparmito BOJIIEPIC a6o morOTepanito Tapganadinom. Li 3HIWKEHHS pUBHKY CKIATH
CTAaTHCTHUIHO 3HaUymi 56% MopiBHIHO 3 MOHOTepamiero amOpizentanom (HR = 0,443,
95% CI: 0,279, 0,704, p = 0,0004) i ctatucTraHO HE 3Ha9MMI 39% MOPIBHSHO 3
MoHoTepariero Taganadpinom (HR = 0,611, 95% CI: 0,364, 1,028; p=0,0607).

Kniniuna 6ionoeios

3a10BiIbHA KITiHIYHA peakilis Ha 24 THKHI OyIa CKIaJJeHOI0 BTOPUHHOIO KiHIIEBOIO
TOYKOIO, BU3HAYEHOIO 5K >10% momninmensst 6 XBX BiIHOCHO BUXITHOTO PiBHS,
moJinmenHs abo 36epexenHs cumnToMiB QyaknionansHoro Kiacy BOO3 I abo II, a
TAKOJX BiICYTHOCTI MOMI# KIIHIYHOTO MOTIpINEHHs 0 a00 micis BiABiAyBaHHS HA 24-My
TroKHI. BifcoTKOBa YacTKa NalieHTiB, K JOCITIIH 3a00BIILHOI KIIIHIYHOI BiANOBIAl HA
24 THXHI B TPYIIi, IO OTpUMYyBaJia koMOiHOBaHy Teparito (39%), Oyna 3Ha4HO GITBIIOIO,
H)K y IpyIIi, 0 OTpUMYBajia MOHOTeparlito Taxanadinom (27%, p = 0,0321,
criBBigHomenus pu3ukis 1,723, 95% CI: 1,047, 2,833). PizHuns y 3aq0BiUIbHIi
KITiHIYHIH BiqmOBiAi Mk KoMOiHOBaHOIO Teparmieto Ta MoHoTepamniero BOJIIBPIC (31%, p
=(0,1518, cmiBBigHOmEeHHs pu3HKiB 1,424, 95% CI: 0,878, 2,308) He Oymna cTaTUCTHIHO
3HAYYIIOIO.

3oammicme sumpumysamu i3u4HI HA6AHMAICEHHA

BcranoBieHe MOKpaIneHHs BiJHOCHO ME/IiaHHOTO 3HaYeHHsI BUXiHOro piBHg 6 XBX Ha
24 ki Oyna BUIIOIO y BHIAAKy Kombinosanoi Tepamii (Big 357,0 M no 414,0 m), HixX y

BBEJICHUX JJaHUX IT0Ka3aB, IO PI3HUIT MK CEPEIHBOIO 3MIHOIO §7
koMmbiHoBaHy Tepariro (49,0 m, 95% CI: 39,0, 57,5) , Ta rpynu, 9
BOJIIBPIC (27,0 m, 95% CI: 12,5, 38,0) 6yna cTaTUCTHYHO 3HE NI
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TaK0X 3HaIyII0k0 Oya pi3HUI y rpymi MoHoTeparii Taganadizom (22,7 m, 95% CI:
16,5, 35,5; p=0,003).

PucyHok 4  MepniaHHe 3Ha4YeHHS BUXiQHOIO PiBHSI XOAU NMPOTSArom 6 XBUJIUH Y
pocnimkeHHi AMBITION

60+

=@ KombGiHoBaHa Tepanis
=i MoHoTtepanisi BoniGpic
-& MoHotepania Taganadinom

. 50+

40-

MeTpiB

20+

10+

MNMnanku norpiwHocTeln npeacTaBnAlTL 95%
AOoBipuyi iHTepBanu

Be3nexa nevinku

[TewiHkOBY (DYHKIIIIO OI[IHIOBAJIM B KJIIHIYHUX JOCTiKeHHX. B mocmimkennasx ARIES 1
Ta 2 He OyIo BHUIIAIKiB MOPYIIEHHs aMiHOTpaHchepasn™> 3x BepxHs Mexka Hopmu (BMH)
y 262 manienTis, sxi orpumyBanmu BOJIIBPIC, a y mamnienTis, ski oTpuMyBau miane6o
(2,3%), cranocs Tpu Bunaaku (3i 132). KymynartuBHa yacToTa ImiIBUIIEHHS
amiHoTpaHc(epa3 B cuposaTii kposi > 3x BMH y Bcix nocnimkernsx ¢asu II Ta I11
(Brimogarouw po3mmpeHHs) craHoBmia 3,5% (17 3 483 cy6’exTiB npu cepeHiit
TPUBAJIOCTI eKCcIo3uIlii 79,5 THXKHIB). Y BIIKPUTOMY JOBFOTPHBAIOMY PO3IIHPEHOMY
nociimkerni ARIES-E (nocnimpxenss ARIES-1 ta ARIES-2 (N=383)) 2-piununii pu3uk
IiBUINEHHS PiBHS aMiHOTpaHC(hepas B cupoBatii KpoBi > 3x BMH y marmienTis, ski
otpumyBamu BOJIIBPIC, cranoBuB 3,9%. V mocnimkenni AMBITION y migrpyri

noeHaHH1 3 Taganadinom, ckiaana 4% (10 3 253 manientis). YacToTa BiAXMICHB
aminoTpaHchepasu B cupoBatii kposi mpu MoHoteparnii BOJIIBPIC cxiana 2% (2 gY¥2¢
MaI[iEHTIB), a IpH MOHOTepamii Taganadinom - 3% (3 3i 121 mamienra). PiBens




3aXBOPIOBAHOCTI OYB ITOJIOHUM IIPH PO3IJIA/L MOMYIISIiH 3 MUCHYHKITIEIO JIIBOTO
nepenceps.

JETAJIBHA ®APMAKOJIOI'TA

AmOpizeHTaH - 1ie cnenudivHui, KOHKYPEeHTHUH aHTarOHICT PEIeNTOPiB €HA0TEIIHY, 10
Mae ceJIeKTUBHICTh BiiHOCHO penentopiB ETa. s ¢hapmakosroriute BIacTHBICTE €
OCHOBHHM CIIOCO00M Jiii aMOpi3eHTaHy.

®apMaKoIoTiYHy aKTUBHICTh aMOpi3eHTaHy OI[IHIOBAIU B Cepii aHATi3iB Ta MOJENIel Ha
TBapUHaXx.

IlepBunna papmaxoguuamika: J[0CIiPKEHHS in Vifro 3 BAKOPUCTAHHAM MEMOpaHHUX
IIperapaTiB 3 MIOIUTIB IUTYHOUKIB JTIFOJMHY TTOKa3aJIH, 0 aMOpPi3eHTaH € aHTarOHICTOM
exnoreniny 3 K 16 pM BimaocHo penentopiB ETa. CenextuBHicTs aMOpi3eHTaHY
BimHOCHO pernentopiB ETA y mopiBasHHI 3 penentopamu ETp nmpubimisao B 4000 pasis
Buma. BigHocHa ciopifgneHicTs R-eHanTioMepy Oyia HOMITHO ¢1abIIoro MOpPiBHSIHO 3i
3HAYECHHSM JUII S-€HaHTIOMEDY.

JlocniJokeHHsI in vivo MOZEi TiepToHii, BUKIIHKAHOI eH0TENIiIHOM OYIJIH IpOBEeH] Ha
mypax. [Ipu nepopansHOMY IpuioMi po3Mip no3u ambOpizentany (1, 3, a6o 10 Mr/kr)
3HIKYBaB ITiIBHINECHHS apTepiallbHOTO TUCKY B pe3yJbTati iHdys3ii enporeniny (Big ET-

1).

He npoBopunock pocmimkeHs hapMakoJuHaMivHEX e(eKTiB aMOpi3eHTany Ha
TBapHHHHX MOJIEJIIX JIET€HEBOT IilepTeHsil.

Bropunna ¢papmaxonnnamika: [Ipu BunpoOyBanHi Ha crienu(igHICTE 3
BUKOpUcTaHHsIM Habopy (100) penentopiB Ta i0HHUX KaHATIB, amMOpizeHTaH mpu 10 pM
He OyB akTuBHIM (<50% mpurHideHHs).R-eHanTioMep 1 4-TiqpOKCHMETHII META0OIT
amMOpi3eHTaHy TakoX Oy HEaKTHBHUMH B aHAJIOTIYHOMY Habopi crienuidHoCTi.

VY 1mypiB 3 HOpMaJIEHUM apTepiaTbHAM THCKOM Iepopaibae BBeneHHs 300 mr/kr
amOpizenTany abo BHyTpilmHbOBeHHE BBeCHH: 100 MI/Kr aMOpi3eHTaHy CIHPHYHHIIIO
II09YAaTKOBE ITi[BAIIECHHS apTepiaJIbHOTO THCKY Ta YaCTOTH CEPIEBHX CKOPOYECHb, IO
CYIIPOBOJDKYBAJIOCS CTIHKHM 3HIDKCHHSIM LUX CEPIIEBO-CYIUHHHX MOKA3HUKIB.

VY cobax i3 HOpMaTbHUM apTepialbHUM TUCKOM TiepopaiibHe BBeneHHs 1, 10 Ta 100 mr/xr
amMOpi3eHTaHy CIPUIUHSIIO JO303I)KHE 3HIKEHHS apTePialbHOTO THCKY, SIKE HE
KOMIIEHCYBAIOCS 30UIBIIEHHSIM YaCTOTH CEPIIEBUX CKOPOUEHb.
®@apmaxoJiorist 6e3nexn: byio mpoBeneHo focTimKeH s hapMaKoJIOTITHOT 6e3%1,€}r}:§ﬁ # };k:;'“%.x._‘
METOIO BCTaHOBJICHHS BIUIMBY aMOpi3eHTaHy Ha IEHTPAIbHY Ta nepmbepnqﬂ}%g’ . QJ?,’Q ?4":&4’%‘2
CHCTEMY, CEpLIEBO-CYIUHHY Ta IUXAITbHY, IIIYHKOBO-KUAIIKOBY Ta HUPKOBY CHO &
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MOPCBHKUX CBHHOK), CKOPOYCHHSI TJIaJKUX M sI31B MATKH, 3rOPTAHHS KPOBi Ta
MITOTE€HHICTH CEIE3IHKOBUX KIIITHH.

He OyJo BHSBIEHO SBHHUX LEHTPATbHUX a00 nepudepudHux edexTiB y MUIIei Ta Iypis
ITiCJIST BHYTPIITHEOBEHHOTO Ta IEPOPATBHOT0 BBeNEHH: 103 10 100 mr/xr Ta 300 Mr/xr,
BiIIOBIOHO.

Pe3ynbTaTi ux GapMakoIOriYHUX BHIIPOOYBaHE Ha Oe3MeKy BKa3ylOTh Ha Te, 10 BHCOKI
KOHI[EHTpaIlii aMOpi3eHTaHy HE CIPaBILUIH XKOIHUX eEKTIB in vifro, ex vivo Ta B HIJIOMY
HA TBAPUHHI MOJEI] Td CBIJ1YaTh PO MIHIMAIbHUNA PU3HK UL OioJoriyaux edeKTiB, 1o
He OyJIH OXOIIIeH] IpeMeToM JociipkeHHs. [IpoTe BenmuKki pa3oBi 1031 aMOpizeHTaHy
MOJKYTh 3HU3UTHU apTepiaIbHUN TUCK 1 MOKYTh BUKITUKATH T1IIOTOHIIO T2 CHMIITOMH,
OB’ s13aHi 3 Bazopuiataniero. Kpim Toro, y mypi amOpi3eHTaH (pa3oBa
BHYTPINIHEOBEHHA a00 IepopaitbHa JO3HM) 3HIKYBaB MIBUAKICTh BUBEACHHS HEPKOBOTO
HATPIIO, XJIOPHUIY Ta KaIBI(0. SHHKEHHS IMBHIKOCTI BUBEICHHS MaJIO [O303aJIEIKHIH
XapakTep.

Jocnimkenss GapMakoarHaMigHOT B3a€EMOZII 3 IpenapaTaMy He IIPOBOIFIIHCS.

JIOBrocTpoKOBE JIKYBAHHS

[TamienTw, mo 6panm yJacTh y IBOX K09oBUX nociimkeHHsx, ARIES-1 Ta ARIES-2,
Oymu 3apaxoBaHi /10 BigkpuToro posimuperoro gocmimkeHuss: ARIES-E. OcnoBHa MeTa
ARIES-E momnsirana B OIiHII 3aXBOPIOBAHOCTI Ta TSHKKOCTI IOOIYHIX peaKiii,

OB’ s13aHuX i3 TpuBayuM BiutiBoM BOJIIEPIC, BitoYaroun BIUTAB Ha
amiHOTpaHcdepasu B cupoBartili kposi. IlamienTy, sixi orpumyBamm BOJIIBPIC y mexxax
ARIES-1 Ta ARIES-2, B mexxax API-E nmponoBixyBaiu OTpUMyBaTH aKTyalbHYy 103y, a
MAIEHTH, [0 OTPEMYBAIH I11aned0, IoYaai OTPUMYBATH 1034 2,5 MT, 5 Mr a6o 10 mMr
onuH pa3 Ha 1oy (N = 383). IlanieHTH MOXXYTh IPOXOJUTH ITiIBUIICHHS a00 3HHKEHHS
JIO3H Ta MOXKYTh IIPHAMATH IIPOCTAHOIHI IpemapaTH, cxBayieHi 1yt Teparmii JIAT, y mipy
reoOxinuocTi B Xxomi ARIES-E (13% namnienTiB motpeOyroTh Tepariii mpoctanoimomM). 3
96 marfieHTiB, MO OTPHUMYBATH 03y 2,5 Mr (31 190 marieHTiB, IO OTPUMYBAIIH 03y 5 MT,
Ta 31 97 mamieHTiB, Mo oTpuMyBaiH 103y 10 Mr npu pangomizaiii) 82%, 68% ta 49%
IIPOJOBXUIIH OpaTH ydacTh y HOCHIDKEeHH] Ha 1, 2 Ta 3 poi, BixnosigHo. Ta,
BioBiHO, 91%, 83%, 79% nux namienTi nepedysanu Ha MoHOoTeparii BOJIIBPIC
IPOTSTOM ITUX TIEPIOJIiB.

7 “TRAKCOCHITY gy
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BuxuBanus

V¥ mexax nocnimkerb ARIES-E, BenuurHY BIDKUBAHHS Y MAIli€HTIB, 0 OTPUMYBAJIH
nixysauas BOJIIBPIC (2,5 mr, 5 mr a6o 10 Mr oguH pa3 Ha 1eHb), BUMIpSHI 32 METOZIOM
Kamana-Maiiepa va 1, 2 Ta 3 porri, ctaHOBIIH BiAmoBiaHo 93%, 85% ta 79%.
Binpmicte namienTis, mo npuitvamu BOJIIBPIC ue 6inpmie 3 pokis, He oTpuMyBanu
inmoro nikyBanHs JIAT', HiX SIK 3a3HAUCHO BHINE. 3B’SI30K O3H 3 PEAKINEIO HE
crioctepiraBes. i HEKOHTPOJIEOBaHI CIIOCTEPEIKEHHS HE JJO3BOJISIIOTH IIOPiBHIOBATH
rpyiy, mo He npuitvarna BOJIIBPIC, i He MOXyTh OyTH BUKOPHUCTAHI ISl BA3HAYEHHS
nosroctpokoBoro BrumuBy BOJIIBPIC Ha cMepTHICTS.

Be3snexa

B minomy, min gac TpuBanoro npojoxeHHs APIEC-1 ta APIE-2, sike TpuBaio 12
THXKHIB, HE CIIOCTEPIraJIOCh XKOAHUX HOBHX 200 HECITO/IIBAaHHX MOOIUYHUX peaKiriii.
JlocniqHUKY BBaXKAIOTh, 10 3 67 (18%) cMepTeit, mo cTamucs 1 Yac Mpo0BXKEHHS
JOCITiJKEHHS, IIICTh CEPHO3HUX MOOIYHMUX PEaKIiif, SKi CIIOCTEPIraucs y YOTHPHOX
nargiertiB (N = 32; 13%), 6ynu Buommkani BOJIIBPIC.

ITo6iune sBUINIE IPH3BEIIO 0 MOCTIHHOTO NPUIUHEHHS JTiKyBaHHS 85 (22%) marieHTis, B
OCHOBHOMY Yepe3 MOTipIIeHHsI TereHeBoi rimeprensii (5,2%) Ta mpaBonuIyHOYKOBOL
mempoctatHocTi. [licTHamusaTh (4%) manientiB Mmaym migsuimenss AJIT ta/abo ACT > 3
pa3u BUINE BEPXHBOI MEXK1 HOPMH, IO IIPU3BENO [0 IMPUITAHEHHS JIIKYBaHHS TUTBKH
OJTHOTO TaIli€eHTa. 3HIKEHHS TeMOTI00iHy 30€pirajiocst MpoTSIroM YChOTro JTKyBaHHSI. Y
HaIi€HTIB, 0 IpuiiMany BapdaprH abo 1HINI aHTUKOATYJISIHTH, He 0YJI0 KIIiHIYHO
3Ha4yIHX 3MiH cepenanporo PT abo MHC.

EdexTuBHicTH

B minomy, mo3uTHBHA JUHAMIKA, IO CIOCTEpiragacs MpoTsIroM Iuranebo-
KoHTposboBaHuX fociimkenb, ARIES-1 Ta ARIES-2, 36epiranacs mpoTsroM IOBHOTO

MEPiOAY CIIOCTEPEIKEHHsI y OLTBIIOCTI MAIiEHTIB, IO mpoxoamwu gociimkeras ARIES-E.

TOKCHKOJIOI'TA

Toxcu4HicTh NPH OBTOPHUX BBeJeHHAX: OCHOBHI BUCHOBKH JOCTIiDKEHE
TOKCHYHOCTI 1pu moBTopHOMY BBenieHHI BOJIIBPIC (am6Opi3enTtan) Muiiei i mrypis
JaCTKOBO BiJ{HECEHI /10 TepeOiIbIIeH0] papMaKoIOriuHol Hil Ta BKIFOYAKOTH IATOJIOTI]
HOCOBOI ITOPOXXHUHH Ta SI€Y0K. J[0CIIPKEHHS TOKCHYHOCTI IIPH MOBTOPHOMY J03yBaHHi
cobak moxa3yroTs xopomry neperocumicts BOJIIBPIC. Koo BusiBIeHHX naTonorm
o0MexeHo (bYHIIaJ'[BHOIO aIpoqneIo 3aJ103, KITIHIYHUMHA O3HAKaMH yCKIIag dHoror

Y

)



JBOPIYHUX MOCIIDKEHHIX KaHIEPOreHHOCTi Ha mrypax 1pu 30/20 ta 60/40 mr/kr/nens
(moyaTkoBy 1060BY 103y 30 MI/KI/EH HOCTYIOBO 3HIKYBATH 10 20 MI/KI/IEHB, a 103y
60 MI/KIr/meHs HocTymoBo 3HImKyBatn 10 40 Mr/kr/nens) i mumrax npu 250/150
MI/Kr/mess (109aTkoBy 060BY 103y 250 MI/KI/IeHB MOCTYIIOBO 3HIKYBaIK 10 150
MT/KT/IEHB)

V rpu3yHiB Ta B MEHIIOMY CTYIIEHI ¥ cOOaK CIIOCTEpiranycs 3anaieHHs Ta 3MiHH B
emiTenii HocoBOI MOPOXHAHE Ta/ab0 HOCOBHUX PaKOBHH IIPU MOCTIHHOMY BBEJEHHI
BUIIBPIC Ta iHmmx aHTaroHIicTiB perenTtopis eHaoteniny (EPA).

Omnxorenesa Ta myrarene3a: ['enotokcuunicts BOJIIBPIC oriHroBaI# B KOMITIEKCHAX
MOCIimKEeHHSX in vitro Ta in vivo. BOJIIBPIC MaB kiiacTOTeHHUIA BIUTUB Ha JIIM(OIUTH
JIOUHY in Vilro SK y IPUCYTHOCTI, TaK i ¥ BiICYTHOCTI MeTabOIIYHOI aKTHBAILI].
BOJIIBPIC He MaB MyTareHHOTO BIUTHBY Ha Salmonella typhimurium, He BUKIHAKaB
no3amnanosoro cuatesy JIHK y medinIii ImypiB Ta He MaB KJIACTOT€HHOTO BILIUBY B in
Vivo IOCIiIKEHHI MIKpOHYKIIEYCiB CaMIIiB Iy piB.

He 6y10 HisIKHX [J0Ka3iB KaHIIEPOTESHHOTO IOTEHIIiaTy BIPOAOBXK 2 POKiB IEPOPATBHO
JIOCITi/DKEHD Y IypPiB Ta MUIIEH, SKAM INOACHHO NaBajly IIpenapar. BHsBIIIOCH
HeBeJHKe 301npImeHHs (piGpoaJeHOMH IPYIHOI 31034, JOOPOSKICHOT ITyXJIMHY, Y CaMIliB
IIypiB TUIBKA P HAHBUIIIN 1031

®epruibHicTh: Po3BHTOK TYOYISIpHOT aTpodii S€UOK Ta CTEPUIIBHOCTI Y CaMIliB TBAPHH
6yB moB’s3anuii 3 TpuBauM BeefieHHSM APE, Bxmodatoun BOJIIBPIC, rpusynam. ¥
MeJKax JOCIiKEHHS Ha caMI[IX IypiB IIPH IIEpOPaIbHOMY BBEIEHHI CIIOCTepiraaacs
Tpy6uacTa aTpodis €40k mpu Beix piBHAX Jo3u (Bix 10 mo 300 mr/kr/mens). ATpodis
HaOyBasa 6€3I0BOPOTHOrO XapakTepy micis 13 a6o 20 TKHIB MICIII IPUITHHEHHS
BBEJICHHS IIperapary. 3HmKeHHs GepTHIFHOCTI Ta MOPGOIIOTIYHI 3MiHH CIIEPMH MaJIU
Micrie e mpu 1031 300 Mr/kr/mens Ta 6ymu 3BopotHAME. He crmocTepiranocs somaHux
BIUIMBIB Ha KiJBbKIiCTh @00 PyXJIMBICTH CIEPMATO30i/iB. Y IIypiB i MUIIEH TAKOXK
crocTepiranacs Tpy6uacta atpodis sedok (hoxanbHa/MynsTHGOKaTEHA a60 Iudy3Ha)
¥ JOCII [DKEHHSX IOBTOPHOTO IpHiiManHs npenapary. He 6yiio 3Ha4HOro BIUTHBY Ha
deprrnsHicTs 260 eMOpiodeTanbHII PO3BATOK Y CAMOK IIypiB, 10 OTPUMYBAIIH 103y
mpemnapary 0 MOMEHTY iMIUIaHTaIlii eMOpioHy.

Barirnicrs: Teparorenuicts € wiacoBuM epekrom APE. Bimus BOJIIBPIC na
eMOPiOHAIEHO-TUIOAOBHE PO3BUTOK OL[IHIOBATHM Y IIypPiB Ta KPOJIHKIB IIiCII
IIEpOPAILHOr0 BBEEHH JO3K Y JHi BariTHOCTi 6-17 Ta 6-18, BigmosinHOo. B 000X BHIIB
IIOCTIMHO CIIOCTEPIraiCs aHOMATil HHKHBOI IMENeIH, S31Ka Ta/ab0 miHeOIH S Py
Bnnp06yBaHH;Ix BCIX piBHiB n03. Kpim Toro, B JOCTI/HDKEHHSIX Ha KpOJTKaX
cnocreplranncx ne(beKTH MmcmnyﬁquOBm TEPEropozKH, nedextu Marlcrpanhm«m

C(beHOI,ZIHOl KICTKH Ta BHHUKHEHHS HYHKOBOI apTepn pOSTaHIOBaHOI Ha
CE€YOBOT0O MlXYpa 3aMiCTh npaB01 CTOPOHH Ta CEPIA, Ta IIOB ’s13aHi 3 I_II/I
KpPOBOHOCHHUX CYy/IHH.

126



Emvo0pionanbsna TokcH4uHicTh: Y OCHIIPKEHH] Ha HECTATEBO3PUTHX IIypax, PeryJisipHe
IepopasibHe BBEICHHS aMOpi3eHTaHy 103010 20 MI/KI/IeHb IPOTITOM IiCIISIIOIOrOBOTO
nepioxy (TITI[T), mo cranoBuB 7—62 [HIB, IPU3BENIO 10 3MEHIIEHHS MacH MO3Ky Ha -4%
y caMIIiB i caMok 0e3 MOp(OIOTIYHUX AaTONOTiH MO3KY, IiCISI HEPioAy YCKIaTHEHHS
JUXaHHS, K€ BHHUKAJIO TIpH 03aX 4 Mr/Kr/ness i ume (y 1,5 - 6,4 pa3u Buime
MaKCHUMaJIbHOI peKOMEHA0BAHO1 103H UL fopociol moaunu 10 mr, Buxomsan 3 AUC).
VY BOX OKpEeMHX JOCIi/DKEHHIX IUXaIbHOI (QYHKITI] HECTATEBO3PILIHX MIypiB, BBEICHHS
amOpizeHTany 103010 20 MI/KI/neHb MpOTsIroM micisioioroBoro rnepioxay (ITIT)T), o
CTaHOBHUB 7—26 mHIB a00 7-36 qHIB, CHPHYMHUIO 3MEHIIEHHS Mack MO3Ky (Bix -3% Jio -
8%) a Taxox yckyiagHeHHS qUXaHHS (IIOOJUHOKE YyTHE KJIAIIAHHS), Ta HEPETYILSIPHICTh
JTuXanbHOI PyHKIII, alHOe Ta TiMOKCiro, IO BUHUKIH Yepe3 10 qHiB Ta mpooBIKyBaIUCS
IIPOTATOM JBOX JHIB MiCJIST IPUITMHEHHS BBEACHH Ipemnapary. [Ipudomy depes micsib
IIiCJIsl IPUIIMHEHHS BBEJICHHS IIpenapary i CUMIOTOMHE 3HAKIH. He Oy1o BUSBIIEHO
YKOJTHUX HEHPOMOBEIIHKOBHX 3MiH B KIHIIi JIIKYBaHHS Ta Yepe3 MICSIIb ITiCIIs
IIPUNIMHEHHS 1031, Ta MOpGOMETPUIHA OIIHKA 3MiH IJIOTKH Ta TOpTaHi Oya
HETIEPEKOHIMBOI0. X0Ua MEXaHi3MH, 32 JOIOMOTOIO SIKHX aMOpi3eHTaH 3MEHIIIY€E Bary
MO3Ky HEIOBHOJITHIX IIypiB, HE OyJIH MOBHICTIO 3’ICOBaHi, MOXIHBO, 1€l edexT
OIIOCEPEIKOBYETHCS XPOHITHOIO TIMTOKCIETO, SIKa MOYKe OYTH IOB’s13aHa 3 MEXaHIYHO
CIPUYMHEHUM YCKJIaHEHHSM JUXaHHS, 10 BUHUKAE BHACTIIOK AUCMOP(OreHe3y
IJIOTKY, IO BUHHUKAE MiJ] 9ac IMOCTHATAJILHOTO PO3BUTKY INIoTku. KiTiHiuHa 3HAYMMICTh
Ii€] 3HaXi/IK¥ y JIIOAWHY HEBiJOMa; OJJHAK I[€¥ MOCTHATATEHUN YaCOBHMA IIEPiOI,
HMOBIPHO, CIIiBBITHOCHTHCS 3 PO3BUTKOM IJIOTKH JroauHu Bif 0 1o 3 pokiB. Besmeka Ta
edpexruBHicTs npenapary BOJIIBPIC y manienTis no 18 poxis He BcTanoBieHi. Tomy
marjieHTaM Ifi€l BikoBoi rpymu He ciift 3actocoByBaTi BOJIIBPIC.
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