Annex 30

to the Procedure for Conducting Expert Evaluation of Registration
Materials Pertinent to Medicinal Products Submitted for the State
Registration (Re-registration) and for Expert Evaluation of
Materials about Introduction of Changes to Registration Materials

during the Validity Period of Registration Certificate
(item 4 of section IV)

Clinical Trials Report Ne 1

1. Name of medicinal product (if available -
number of registration certificate):

Winrevair

2. MA applicant

Merck Sharp & Dohme IDEA GmbH, Switzerland

3. Manufacturer

- Merck Sharp and Dohme B.V., Netherlands;

- Patheon Italia S.p.A, Italy;

- Eurofins Lancaster Laboratories, LLC, USA;

- MSD International GmbH T/A MSD Ireland (Carlow), Ireland;
- Nuvisan GmbH, Germany;

-Vetter Pharma-Fertigung GmbH & Co. KG, Germany
(Langenargen);

-Vetter Pharma-Fertigung GmbH & Co. KG, Germany
(Ravensburg, Schuetzenstrasse 87);

-Vetter Pharma-Fertigung GmbH & Co. KG, Germany
(Ravensburg, Mooswiesen 2);

- Vetter Pharma-Fertigung GmbH & Co. KG, Germany
(Ravensburg, Helmut-Vetter-Strasse 10)

4. Trials

= Yes oNo Ifno, please justify

1) type of medical product, for which
registration was done or planned

Medicinal product with complete dossier (stand-alone dossier).
New active substance.

5. Full name of clinical trial,
clinical trial code

A Phase 2, Double-Blind, Placebo-Controlled, Randomized Study
to Compare the Efficacy and Safety of Sotatercept (ACE-011)
Versus Placebo When Added to Standard of Care for the
Treatment of Pulmonary Arterial Hypertension (PAH).

Clinical trial code: P00

6. Clinical trial phase

2

7. Clinical trial period

from 27-Jun-2018 to 9-Mar-2022

8. Countries of clinical trial sites

Australia

Brazil

France

Germany

Israel

Spain

United Kingdom
United States

9. Number of subjects

scheduled: 100 participants
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actual: In the Placebo-controlled Period, 106 participants were
randomized (42 in the sotatercept 0.7 mg/kg group, 32 in the
sotatercept 0.3 mg/kg group, and 32 in the placebo group). Of]
these, 97 entered the Extension Period; 67 (0.7 mg/kg and 0.3
mg/kg groups combined) continued to receive sotatercept and 30
(0.7 mg/kg and 0.3 mg/kg groups combined) received placebo in
the Placebo-controlled Period and crossed to sotatercept in the
Extension Period.

10. Objective and secondary goals of
clinical trial

Placebo-controlled period:
Primary Objective: To evaluate the effect on pulmonary vascular

resistance (PVR) in WHO Functional Class (FC) II-IIT PAH
participants treated with sotatercept plus Standard of Care (SOC)
compared with placebo plus SOC.

Primary Endpoint: Change in PVR at 24 weeks (C9D1A*) vs
screening PVR.

Secondary Objectives:

- To assess the effects of sotatercept plus SOC on functional and
pharmacodynamic endpoints in participants with PAH compared
with placebo plus SOC;

- To assess the safety and tolerability of sotatercept in participants
with PAH;

- To assess the PK of sotatercept in participants with PAH.
Secondary Endpoints:

Key Secondary Endpoint:

- Change from baseline (screening or C1D1*) in 6-minute walk
distance (6MWD) at 24 weeks (COD1A*).

Other Secondary Endpoints:

- Change in WHO FC at 24 weeks (C9D1A1) vs screening;

- Change from baseline (C1D1*) in NT-proBNP at 24 weeks
(COD1A*);

- Change from baseline (C1D1*) in TAPSE at 24 weeks
(COD1A*);

- Clinical worsening (eg, hospitalizations, change in WHO

FC, and as defined in Protocol Sec. 8.5.4) from C1D1* to
CID1A¥,

- Change from baseline (C1D1*) in QoL (CAMPHOR,

SF-36) at 24 weeks (CID1A*);

- Safety and tolerability assessments based on AEs, clinical
laboratory ~ values, vital signs, immunogenicity, and
electrocardiogram (ECGs);

- Population PK parameters of sotatercept.

* Timepoints: Baseline=C1D1; Week 24=C9D1A.

Extension Period:
Primary Objectives:
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- To evaluate the disease modifying effect of sotatercept and
additional efficacy analysis:

To compare postbaseline (Month 18-24) vs baseline (Month 0)
values of efficacy endpoints within the placebo-crossed
treatment group using placebo-crossed efficacy analysis;

To compare the efficacy endpoints between the continued
sotatercept treatment group and placebo-crossed treatment group
in the Extension Period using delayed-start efficacy

analysis.

- To evaluate the long-term safety of sotatercept in WHO FC II-
III PAH participants.

Primary Endpoints:

- Change from baseline in PVR at Months 18-24' for the
Placebo-Crossed efficacy analysis;

- Change from baseline in PVR at Months 18-24' for the
Delayed-Start efficacy analysis;

- Safety and tolerability assessments based on AEs, clinical
laboratory values, vital signs, immunogenicity, and ECGs.
Secondary Objectives:

- To evaluate the disease modifying effect of sotatercept and
additional efficacy analysis:

To assess the longterm effects on patients with PAH continuing
sotatercept plus SOC on functional and pharmacodynamic
endpoints compared with those transitioning from placebo plus
SOC to sotatercept plus SOC.

- To assess the PK of sotatercept in patients with PAH.
Secondary Endpoints:

Key Secondary Endpoints:

- Change from baseline in 6MWD at Months 18-24" for the
Placebo-Crossed efficacy analysis;

- Change from baseline in 6 MWD at Months 18-24' for the
Delayed-Start efficacy analysis;

Other Secondary Endpoints:

- Change from baseline in WHO FC at Months 18-24' for

the Placebo-crossed efficacy analysis;

- Change from baseline in WHO FC at Months 18-24" for

the Delayed-start efficacy analysis;

- Change in NT-proBNP from baseline at Month 12 and

aligned with 3" RHC Months 18-24';

- Mortality Risk Assessment, at Month 12 and aligned with

3" RHC Months 18-24"2;

- Change from baseline in the following ECHO parameters:
TAPSE, PAP, PASP, RV PA coupling, RV ESA, RV

EDA, RV FAC at 12-Months and aligned with 3 RHC

Months 18-24!;

- Clinical worsening at Month 12 and aligned with 3™ RHC
Months 18-24";
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- Change in QoL (CAMPHOR, SF-36) at Month 12 and
aligned with 3™ RHC Months 18-24 vs Baseline at Month
12 and aligned with 3rd RHC Months 18-24";

- Population PK Parameters.

'Timepoints: Baseline=C1D1; Months 18-24 = C25 (or any cycle
up to C33). This window corresponds to the per protocol
timeframe when the 3rd RHC can be completed. This range of|
time is equivalent to Month 18 (up to Month 24) or Week 72 (up
to Week 96) and is referred to as Months 18-24 in the text.

’The simplified French risk scoring system was used to evaluate
mortality risk.

11. Design of clinical trial

Placebo-controlled period:

Double-blind, placebo-controlled, randomized, parallel group
Extension period:

Open-label, randomized

12. Main inclusion criteria

Eligible participants were adults >18 years of age with PAH
(WHO Group 1, FC II or IIT). WHO Group 1 PAH consists of]
idiopathic PAH, heritable PAH, drug-induced PAH, PAH
associated with connective tissue disease, and post-shunt
correction PAH. Participants were required to be on stable PAH
therapy for at least 90 days before enrollment and continued to
receive the treatment during the course of the study.

13. Investigational medicinal product,
method of administration, strength

Placebo-controlled Period (24 weceks):

Sotatercept 0.7 mg/kg subcutaneous every 3 weeks: 42 were
randomized and treated, 6 discontinued treatment and withdrew
from the study, 36 continued into the Extension Period.
Sotatercept 0.3 mg/kg subcutaneous every 3 weeks: 32 were
randomized and treated, 1 discontinued treatment and withdrew
from the study, 31 continued into the Extension Period.
Extension Period (Q21 days, 30 months):

Sotatercept 0.7 mg/kg subcutaneous every 3 weeks

Sotatercept 0.3 mg/kg subcutaneous every 3 weeks

Treatment Dose Dose Route of Regimen/ Treatment
Name Drug Strength Frequeney | Administration | Period Use
Sotatercept | Sotatercept | 0.7 mgkg | Every 21 SC injection Placcbo-controlled lest
days Period: 24 weeks Product
Extension Period: 30
months
Sotatercept | Sotatercept | 0.3mg/kg | Every 21 SC injection Placcbo-controlled Test
days Period: 24 weeks Product
Extension Period: 30
months

Combined continuing sotatercept group (ie, randomized to
sotatercept in the Placebo-controlled Period and subsequently
continued to receive sotatercept in the Extension Period): 67 (0.7
mg/kg and 0.3 mg/kg combined) entered the Extension Period, 8
discontinued treatment and withdrew from the study, 59
completed.

SC — subcutaneous.
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14. Comparator medicinal product, dosage,
method of administration, strength

Placebo-controlled Period (24 weeks):
Placebo subcutaneous every 3 weeks

Placebo Matching | Omgkg | bvery 21 | SC imjection Placeho-controlled Placebo
Placebo days Period: 24 weeks
Extension Period: N'A
32 were randomized and treated, 2 discontinued treatment and
withdrew from the study, 30 continued into the Extension Period.
SC — subcutaneous.

Extension Period:

Combined placebo-crossed group (ie, randomized to placebo in
the Placebo-controlled Period and subsequently randomized to
sotatercept in the Extension Period): 30 (0.7

mg/kg and 0.3 mg/kg combined) entered the Extension Period, 2
discontinued treatment and withdrew from the study, 28
completed.

15. Concomitant therapy

The most common (>40% participants) concomitant medications
(ATC classes) were antihypertensives (100%), diuretics (78.3%),
antithrombotic agents (74.5%), analgesics (45.3%), and drugs for
acid related disorders (47.2%). Oxygen (20.8%) was commonly
used as supportive therapy for PAH.

Concomitant Background PAH Therapy

Concomitant background PAH therapy use was generally
balanced across the treatment groups in the FAS. In the FAS
overall, concomitant background PAH therapy in the form of]
triple therapy (55.7%) was most commonly used, followed by
double therapy (34.9%) and monotherapy (9.4%). More than a
third of participants (36.8%) were receiving prostacyclin infusion
therapy. The most common triple therapy received included PDES
inhibitor + ERA + prostacyclin.

16. Efficacy evaluation criteria

During the study, efficacy was assessed throughout the study at
protocol-specified timepoints.

Efficacy criteria:

PVR (primary efficacy endpoint), 6MWD (key secondary
endpoint), WHO FC (secondary endpoint), N-Terminal
Prohormone of Brain Natriuretic Peptide, ECHO Parameters
(TAPSE and Others), Clinical worsening, Mortality risk
assessment; TGF-B Ligands and Other PAH-Related Biomarkers;
Other ECHO Parameters; Sex Hormone Levels; Composite
Endpoint Improvement/Multi-Component Improvement; Renal
Risk Assessment; Change in Cardiac Index; Hematocrit-Adjusted
PVR; Genetic Testing.

17. Safety evaluation criteria

Adverse events;

Serious Adverse Events and Other Clinically Meaningful Adverse
Events;

Clinical laboratory evaluation;

Vital signs, ECGs, blood pressure, and other observations Related
to safety;

Antidrug antibody.
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18. Statistical methods

The efficacy analyses for the Placebo-controlled Period were
conducted in the Evaluable Population (primary analysis
population). The Evaluable Population consisted of all
participants in the Full Analysis Set (FAS) who received at least
6 doses of the same dose strength during the Placebo-controlled
Period and had a baseline and a post-Placebo-controlled Period
PVR assessment or end of trial PVR assessment. The FAS
consisted of all randomized participants who dosed with the
treatment assigned at randomization.

Efficacy endpoints for the Extension Period were analyzed in the
Extension Period FAS (FAS-E, primary analysis population). The
FAS-E included all FAS participants who transitioned to the
Extension Period.

The primary efficacy endpoint was analyzed with an ANCOVA
model with a term for treatment group and baseline value as a
covariate. Multiplicity was controlled using a hierarchical testing
procedure. Analyses of the primary endpoint (PVR) and then the
key secondary endpoint ((MWD) were each performed in the
following order; the sotatercept 0.7 mg/kg group was compared
with the placebo group, followed by a comparison of the
sotatercept 0.3 mg/kg group with the placebo group. Multiple
imputation was used to handle missing data for all primary and
secondary efficacy endpoints that were assessed as continuous
variables. Other endpoints were summarized with the use of]
descriptive statistics and analyzed with an ANCOVA model, as
appropriate. Conventional two-sided p-values are presented for
the primary and key secondary endpoints; no p-values are
presented for other endpoints. Sensitivity analyses of the primary
and key secondary endpoints were performed. The underlying
normality assumption for ANCOVA was tested with the use of
the Shapiro-Wilk test. If the assumption of normality was
rejected, the Hodges-Lehmann analysis was used to present the
location shift value. Results are reported as point estimates and
95% confidence intervals (CIs). The widths of the CIs were not
adjusted for multiple comparisons, so the intervals should not be
used to infer definitive treatment effects for the secondary
outcomes or subgroup analyses.

Safety results for the Placebo-controlled Safety Population (all
participants who received at least 1 dose of study intervention in
the Placebo-controlled Period) and the All Sotatercept-treated
Population (all participants who received sotatercept in either
study period). Adverse events (AEs) were coded according to the
Medical Dictionary for Regulatory Activities (MedDRA) Version
25.0. The severity/intensity of AEs were graded according to the
Common Terminology Criteria for Adverse Events, Version 4.0.
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19. Demographic characteristics of the
study population (sex, age, race, etc.)

Overall Median Age (range): 48 years (19 to 80 years);

Sex: 14 (13.2 %) male, 92 (86.8 %) female;

Ethnicity: 68 (64.2 %) not Hispanic or Latino, 32 (30.2 %)
Hispanic or Latino, 5 (4.7 %) not reported, 1 (0.9 %) unknown;
Race: 98 (92.5 %) white, 4 (3.8 %) Black or African American, 2
(1.9 %) multiple races, 1 (0.9 %) Native Hawaiian or Other Pacific
Islander, 1 (0.9 %) other.

20. Efficacy results

Placebo-controlled Treatment Period:

PVR (primary efficacy endpoint), 6MWD (key secondary
endpoint), WHO FC (secondary endpoint)

At Week 24 relative to baseline, treatment with sotatercept 0.7
mg/kg and 0.3 mg/kg plus background PAH therapy resulted in:
- Significant improvement in PVR compared with placebo;

- Significant improvement in 6 MWD compared with placebo;

- A higher proportion of participants with >1 class improvement
in WHO FC in the sotatercept 0.7 mg/kg and 0.3 mg/kg groups
compared with the placebo group;

- Generally consistent effects on PVR, 6MWD, and WHO FC
across the prespecified subgroups, including those defined
according to background PAH therapy, prostacyclin infusion
therapy, WHO FC, and cardiac index.

Other secondary endpoints:

At Week 24 relative to baseline, treatment with sotatercept 0.7
mg/kg and 0.3 mg/kg plus background PAH therapy resulted in:
- Clinically meaningful reductions in NT-proBNP compared with
placebo;

- A clinically meaningful improvement in TAPSE (ECHO
parameter) compared with placebo;

- Lower mortality risk as assessed by the French Risk Score over
placebo;

- Minimal impacts in CAMPHOR and SF-36 overall scores and
subscale scores compared with placebo.

Extension Period:

PVR (primary efficacy endpoint), 6MWD (key secondary
endpoint), WHO FC (secondary endpoint)

In the placebo-crossed analysis at Months 18-24 relative to
baseline, treatment with sotatercept resulted in:

- Significant improvement in PVR in the combined placebo-
crossed group;

- Significant improvement in 6 MWD in the combined placebo-
crossed group;

- Significant improvement in WHO FC in the combined placebo-
crossed group.

In the delayed-start analysis at Months 18-24 relative to baseline:
- The improvement in PVR was not significantly different
between the combined continuing sotatercept and the combined
placebo-crossed groups. The improvement in PVR between the
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groups was not statistically significant, therefore sequential
testing stopped,;

- The improvement in 6MWD was not different between the
combined continuing sotatercept and the combined placebo-
crossed groups. The delayed-start analysis for 6MWD was not
tested given that the delayed-start analysis in PVR was not
significant;

- The proportion of participants with improvement in WHO FC
was not different between the combined continuing sotatercept
and the combined placebo-crossed groups. The delayed-start
analysis for WHO FC was not tested given that the delayed-start
analysis in PVR was not significant;

- The effect of sotatercept on PVR, 6MWD, and WHO FC was
generally consistent across the prespecified subgroups, including
those defined according to background PAH therapy, prostacyclin
infusion therapy, WHO FC, and cardiac index.

Other secondary endpoints:

At Months 18-24 relative to baseline, treatment with sotatercept
resulted in:

- Clinically meaningful reductions in NT-proBNP in the
combined placebo-crossed group in the placebo-crossed analysis;
- Reductions in NT-proBNP in the combined continuing
sotatercept and the combined placebo-crossed groups in the
delayed-start analysis were not different;

- Improvements in the following ECHO parameters: PASP, RV
PA coupling, RV ESA, RV EDA, and RV FAC in the combined
placebo-crossed and combined continuing sotatercept groups;

- Meaningful decreases in mPAP, an RHC parameter, in the
combined placebo-crossed and combined continuing sotatercept
groups;

- Improvements in TAPSE in the combined placebo-crossed and
combined continuing sotatercept groups;

- Similar effect on mortality risk as assessed by the French Risk
Score in the combined placebo-crossed and the combined
continuing sotatercept groups;

- No meaningful differences in CAMPHOR and SF-36 overall
scores and subscale scores in the combined placebo-crossed and
combined continuing sotatercept groups.

21. Safety results

Placebo-controlled Safety Population — Baseline through
Week 24:

- The mean duration of exposure (162.7 days) and the mean
number of treatment cycles administered (7.4 cycles) were similar
across the sotatercept 0.7 mg/kg, sotatercept 0.3 mg/kg, and
placebo groups;

- The overall incidences of TEAEs were similar across the
sotatercept 0.7 mg/kg, sotatercept 0.3 mg/kg, and placebo groups;
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- The incidence of fatal TEAEs was low, with 1 death reported in
the sotatercept 0.7 mg/kg group and none in the sotatercept 0.3
mg/kg and placebo groups;

- The incidence of SAEs was higher in the sotatercept 0.7 mg/kg
group compared with the sotatercept 0.3 mg/kg and placebo
groups. The SAEs generally reflected the underlying disease and
comorbidities. No specific SAE occurred in more than 1
participant in any intervention group;

- TEAEs that occurred most commonly (>10%) in either the
sotatercept 0.7 mg/kg or 0.3 mg/kg group and with a higher
incidence than in the placebo group were hemoglobin increased,
headache, diarrhea, thrombocytopenia, epistaxis, pain in
extremity, dizziness, and upper respiratory tract infection;

- TEAEs leading to discontinuation of study intervention and
TEAEs leading to study discontinuation were higher in the
sotatercept 0.7 mg/kg group than in the sotatercept 0.3 mg/kg and
placebo groups;

- Thrombocytopenia had the highest incidence of AESIs and
occurred more commonly in the sotatercept 0.7 mg/kg group
compared with the sotatercept 0.3 mg/kg and placebo groups.
There were no meaningful changes from baseline in mean platelet
counts;

- Mean changes from baseline in hemoglobin and hematocrit were
higher in the sotatercept groups compared with no change in the
placebo group. Other hematology parameters showed no
clinically meaningful changes from baseline.

All Sotatercept-Treated Population — Baseline through ~
Month 36.

- The patterns of TEAEs observed in the sotatercept groups in the
All Sotatercept-treated Population were generally consistent with
those observed in the Placebo-controlled Safety Population,
including the most commonly reported TEAEs and most
commonly reported AESIs. However, telangiectasia was
identified as a late-onset TEAE for sotatercept in the All
Sotatercept-treated Population;

- Five deaths (1 decath in the Placebo-controlled Period and 4
deaths in the Extension Period) were reported in the All
Sotatercept-treated Population;

- The incidences of TEAEs leading to treatment and study
discontinuation were higher in the combined sotatercept 0.7
mg/kg group than in the combined sotatercept 0.3 mg/kg group:;

- Over time, the mean change from aligned baseline in
hemoglobin and hematocrit showed an increase from baseline
through the end of the study. Other hematology parameters,
including mean platelet counts, showed no notable mean changes
over time;
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- Telangiectasia was reported only in the Extension Period.
Almost all TEAEs of telangiectasia were assessed as Grade 1 with
a few assessed as Grade 2. No participants discontinued study
intervention or the study due to telangiectasia;

- No safety effect based on ADA status was identified.

22. Conclusion

Efficacy:
In adults with PAH (WHO Group 1, FC 11 or 11I), treatment with

sotatercept 0.7 mg/kg or 0.3 mg/kg plus background PAH
therapy:

- Improved PVR and 6MWD at Weck 24 relative to baseline
compared with placebo;

- Improved PVR, 6MWD, and WHO FC at Months 18-24 relative
to baseline when sotatercept treatment was initiated at Month 6.
The following key efficacy results were also observed:

- Treatment with sotatercept resulted in clinically meaningful
improvement in NT-proBNP compared with placebo;

- The effects of sotatercept on PVR, 6MWD, and WHO FC were
generally consistent across the prespecified subgroups, including
those defined according to background PAH therapy, prostacyclin
infusion therapy, WHO FC, and cardiac index. The effect of]
sotatercept 0.7 mg/kg relative to placebo on 6MWD at Week 24
was greater in participants with a baseline PVR > 800
dynes*sec/cm’® than in participants with a baseline PVR < 800
dynes*sec/cm’.

Safety:

In adults with PAH (WHO Group 1, FC II or III), treatment with
sotatercept 0.7 mg/kg or 0.3 mg/kg plus background PAH
therapy:

- Is generally well-tolerated with an acceptable safety profile;

- Is associated with increases in hemoglobin levels. These events
are mostly mild in intensity, reversible, and manageable via dose
modification.

Applicant
(owner

of registration
certificate)

Al A

(Signature)  °

Dudvey P E‘Ji Qi

(Full name) '
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1o Topsinky mpoBeeHHs €KCIIEPTU3H
peecTpalifHUX MaTepialiB Ha JiKapChKi
3aco0u, 10 OJAIOThCS HA IEPIKABHY
peectpaitito (mepepeecTpailiro), a TaKOX
€KCTIEPTHU3H MaTepialliB PO BHECEHHS
3MiH JI0 peeCcTpaliifHuX MaTepiaiB
MIPOTATOM i1 peecTpariitHoro
MOCBITYEHHS

(myHKT 4 po3ainy IV)

3BIT

Nnpo KJIiHiYHe BUNIPoOyBaHHsa Ne 1

1. Ha3Ba mikapcpkoro 3aco0y
(3a HAasABHOCTI - HOMEDP
peECTpAIitHOr0 MOCBIAYCHHS)

Binpeseiip

2. 3asIBHUK

Mepk lapm 1 Hoym [IEA T'm6X, [lBeitapis

3. BupoOHuuk

- ITateon Itania C.n.A., ITamis;

- Eypodinc Jlankacrep JIaboparopis, JIJIC, CILA;

- MC/ Intepuemnn I'Mm6X/MC/] Ipnannis (Kapnoy), [pnanmis;

- Hysican I'm6X, HimeuunHa;

- Mepk apn i loym b.B., Hinepnanau;

- Berrep ®apma-®epriryar I'm6X 1 Ko. KI, Himeuunna
(JIanrenapren);

- Berrep ®apma-®epriryar I'm6X 1 Ko. KI, Himeuunna
(PaBencOypr, Lllytuenmrpacce 87);

- Berrep ®apma-®epriryar I'm6X 1 Ko. KI, Himeuunna
(PaBencOypr, MoocgaiiceH 2);

- Berrep ®apma-®epriryar I'm6X 1 Ko. KI, Himeuunna
(PaBencOypr, XensmyT-Berrep-LTpacce 10)

4. [IpoBeneH1 AOCITIHKESHHS:

m Tak oHi  Sxmo Hi, 00TpyHTYBaTH

1) Tum mikapceKoro 3acody, 3a
SIKAM TIPOBOMIIacs abo
TUTAHYETHCS PEECTPALLis

Jlikapcekuii 3aci0 3a MOBHHM JIOChe (aBTOHOMHE 1oche). HoBa
Jit0ya pe4oBHHA.

5. [ToBHa Ha3Ba KJIIHIYHOTO
BUTIPOOYBaHHS, KOJOBaHHUN
HOMeEp KJIIIHIYHOTO
BUTIPOOYBaHHSA

[loxpiitHe cnime, TMIane00-KOHTPOJIbOBAHE, PpaHAOMI30BaHE
nociKeH st $a3u 2 Ui NOpiBHSAHHS e()EeKTUBHOCTI Ta Oe3MeKn
corarepuenty (ACE-011) 3 mnane6o npu goaBaHHi 10 CTAaHIAPTY
JTIKYBaHHS TIpH JIIKyBaHHI JIETEHEBOI apTepiaibHOI TiMmepTeHsii
(JIAT).

KonoBanuii Homep kiiHiYHOrO BunpoOysanHs: PO01

6. ®a3a KIIHIYHOTO
BHITPOOYBaHHS

2

7. Ilepion mpoBeaeHHS
KJIIHIYHOTO BUNIPOOYBaHHS

3 27 uepBus 2018 poky 1o 9 6epesns 2022 poky

8. Kpainu, ne npoBoauiocs
KJIiHIYHE BUNPOOYBaHHS

ABcTparis
Bpazunis
Dpaniis




Himeuyunna

[3painb

[canis

Cnonyuene KoposiBcTBO
Crnonydeni llltatu Amepuku

9. KinpkicTh JOCHiKyBaHUX

3arutanoBana: 100 yuacHUKIB

®dakThyHa: y  [U1ane00-KOHTPOIBOBAaHUN  mepiog  OyJo
panaomizoBano 106 yuachukiB (42 y rpymi coratepuenty 0,7
Mmr/kr, 32 y rpymi corarepuenty 0,3 mr/kr i 32 y rpymi miamne6o).
3 Hux 97 yBilinuIM B nepioa npoaoBxkeHHs; 67 (rpymu 0,7 Mr/kr i
0,3 Mr/kr 00’€HaHI) TPOIOBXKYBAIA OTPUMYBATH COTATEPIIEIIT, a
30 (rpymnu 0,7 mr/kr i 0,3 Mr/kr 00’€1HaH1 ) OTpUMYBaIH ae6o
B T1a11e00-KOHTPOILOBAHUH MEPiOA 1 MEePEeHUIUIA Ha COTaTEePLENT
B Tepi0J1 MPOJIOBKEHHS.

10. Mera Ta BTOpUHHI IiJTi
KJIIHIYHOTO BUNPOOYBaHHS

IInane00-KOHTPOILOBAHNI NEPio:

Ocnosna mema: OUIHUTH BIUIMB Ha JITEHEBUH CYyAMHHHUH omip
(JICO) B yuacuukis 3 JIAT II-1II ¢pynkuionansaoro kinacy (PK) 3a
BOO3, saxi oTpumyBanu JiKyBaHHS COTaTE€pLENTOM ILUIIOC
crangapt jikyBanas (CJI) y nopiBHsaHHI 3 tutane6o mioc CJI.
Ilepsunna xinyeea mouka: 3mina JICO uepe3 24 TixHi (COD1A*)
nopiBHSHO 31 ckpuHiHTOM JICO.

/Ipyeopsoui yini:

- Ouinutn BB cotarepuenty moc CJI Ha (yHKIIOHANBHI Ta
(dhapmakonrHaMIYHI KiHIIEBI TOUYKH B y4acHUKIB 3 JIAT mopiBHAHO
3 mane6o maroc CJI;

- OuinuTH Oe3MeKy Ta MepeHOCUMICTh COTAaTEePLENTy B YYaCHUKIB
3 JIAT

- OuiHuTH (hapMaKOKIHETHKY COTAaTepLENTy B y4acHUKIB 3 JIATL .
Bmopunni xinyesi mouxu.

KitouoBa BTOpHHHA KiHIIEBa TOYKA:

- 3MiHa MOPIBHSHO 3 MOYATKOBUM piBHEM (ckpuHiHT a60 C1D1%*)
y 6-xBunuHHIA aucTaHiii xoasdoum (6MWD) uepe3 24 TxkHI
(COD1A*).

[HII1 BTOpUHHI KiHIIEB1 TOUKH:

- 3mina ®K 3a BOO3 uepe3 24 tmwxHi (CO9D1A1) nopiBHsIHO 3i
CKPUHIHTOM;

- 3miHa nopiBHAHO 3 moyaTkoBUM piBHEM (C1D1%*) y NT-proBNP
yepes 24 tuxHi (CID1A*);

- 3MiHa nopiBHAHO 3 moyatkoBuM piBHeM (C1D1%*) y TAPSE uepes
24 twxHi (COD1A*);

- Knniniune noripmenns (Hanpukiaz, rocmiTaiizaiis, 3mina OK 3a
BOO3 , i sx Bu3HaueHo B po3a. 8.5.4 mpotokomny) Big C1D1* mo
CIOD1A*;

- 3MiHa SIKOCTi XHTTS MOPIBHAHO 3 MOYaTKOBUM piBHeM (C1D1%*)
(CAMPHOR, SF-36) uepe3 24 tuxai (COD1A*);

- Oninka 0e3mnexu Ta MepeHOCUMOCTI Ha OCHOBI MOOTYHHX PEaKIlii,
KITIHIYHUX 71a00paTOPHUX MTOKa3HHUKIB, MTOKa3HUKIB
KUTTETISUTBHOCTI, IMyHOT€HHOCTI Ta enekTpokapaiorpamu (EKT);
- Homynsauiiini mapamerpu hapMaKOKiHETHKH COTaTEPLETY.
*Yacosi Touku: noyatkoBuii pieHb=C1D1; Tixnens 24=C9D1A.




Ilepioa NponoBKeHHS:

Ocnoeni yini.

- Oninntu edext Moaudikaii 3aXBOPIOBaHHS COTATEPLENTOM i
JIOTATKOBUH aHai3 e(heKTUBHOCTI:

- ITlopiBHATM 3HAYEHHS KIHIEBUX TOYOK €(PEKTHBHOCTI MiCHs
nmovyaTkoBoro piBHA (18-24 micsii) 3 moyatkoBuM (Micsnp 0) y
rpymi JiKyBaHHS, IO MEpPexXpecHo mpuiiMana 1wianedo,
BHKOPHUCTOBYIOUH aHaJi3 €EKTUBHOCTI MEPEXPECHOTO IIareoo;

- [lopiBHATH KiHIIEBI TOUKU €()EKTUBHOCTI Mi’K IPYIOI0 TPUBAJIOTO
JIKYBaHHS COTATEPIIENTOM 1 TPYIOIO JIIKYBaHHS 3 MEPEXPECHUM
PUHOMOM IUTa1e00 B IepioJl MOJTOBKEHHS 3a JOIIOMOTOI0 aHaJli3y
€(hEeKTUBHOCTI BIJICTPOYEHOTO CTapTy.

- OUiHUTH JOBrOCTPOKOBY O€3IMeKy COTaTepLEnTy B YYaCHHUKIB 3
JIAT II-1IT ®K 3a BOO3.

Ilepsunni kinyegi mouku:

- 3MiHa MOpiBHAHO 3 mouatkoBuM pisHeM y JICO Ha 18-24! micami
JUIs aHaJli3y e(heKTUBHOCTI IePEXPECHOTO I1anedo;

- 3MiHa MOpiBHAHO 3 mouatkoBuM pisHeM y JICO Ha 18-24! micari
JUIs aHaJli3y e(heKTUBHOCTI BiAKIIAJICHOTO CTapTy;

- Oniaka 0e3neKu Ta MepeHOCUMOCT] Ha OCHOBI TTOOIYHUX PEaKIIii,
KIIIHIYHUX nabopaTOpHUX MOKa3HUKIB, MOKa3HHKIB
KUTTEMISUTBHOCTI, iMyHOTeHHOCTI Ta EKT.

/Ipyeopsoui yini:

- Ominuty edekt Moaudikalli 3aXBOPIOBAHHS COTATEPIENITOM 1
JOJTATKOBUH aHali3 e(heKTUBHOCTI:

- Ouiautu A0BrocTpokoBi edexktu y cyo’ektiB 13 JIAL, sxi
pPOJOBXYIOTh  mpuiiMatu  coratepuent Mmmoc CJI, Ha
(hyHKIIOHATBHI Ta papMaKoAMHAMIYHI KIHIIEB1 TOYKH TIOPIBHIHO 3
THUMH, XTO TIepeXoAuTh 3 rianedo mitoc CJI Ha coTaTeplent ImIoc
CJL.

- OuinuTy (hapMaKkoOKiHETHKY coTaTeplenty y cyo ekTiB 3 JIAT.
Bmopunni kinyesi mouxu.

Kito4oBi BTOpHHHI KIHIIEBI TOUKH:

- 3MiHA TOPIBHAHO 3 TOYATKOBMM piBHEM y 6MWD Ha 18-24!
MicsIi JUIsS aHami3y epeKTHBHOCTI IEPEXPECHOTO MIaredo;

- 3MiHa TOPIBHAHO 3 TOYATKOBMM piBHEM y 6MWD Ha 18-24!
MiCSI TSl aHaTi3y e(peKTHUBHOCTI BiKIaIEHOTO CTapTY;

[H1T1 BTOPWHHI KIHIIEBI TOYKH:

- 3MiHa IOpiBHAHO 3 moyaTkoBuUM piBHeM DK 3a BOO3 Ha 18-24!
MICSIT AU aHaJi3y e(heKTUBHOCTI IEPEXPECHOTO TUTaredo;

- 3MiHa TIOpiBHAHO 3 moyaTkoBuM piBHeM DK 3a BOO3 Ha 18-24!
MICSIT T aHaJli3y e()eKTUBHOCTI BIJIKJIAICHOTO CTapTY;

- 3mina NT-proBNP nopiBHSHO 3 MOYaTKOBUM piBHEM Ha 12-my
Mmicsmi Ta y3romxeHHs 3 3-m KIIBC (karerepusaiisi mpaBux
BiginiB cepus) Ha 18-24! micsani;

- OriHKa pU3HKy CMEPTHOCTI Ha 12-My MicCsIIl Ta y3rOJKEHHS 3
3-m KIIBC, micsmi 18-2412;

- 3MiHHM TIOPIBHSHO 3 MOYATKOBUM PIBHEM y TaKUX IapaMeTpax
ExoKI: TAPSE, PAP, PASP, RV PA coupling, RV ESA, RV
EDA, RV FAC uepe3 12 micsis 1 y3romkennst 3 3 KIIBC, micsi
18-241;




- Kniniune noripmenHs Ha 12-My Micsli Ta y3TO/KEHHS 3 3
KIIBC, micsui 18-24;

- 3mina skocti xkuttsi (CAMPHOR, SF-36) na 12-my wmicsmi Ta
y3romkenHs 3 3-m KIIBC, micsri 18-24, mopiBHSHO 3 MOYaTKOBUM
piBHeM Ha 12-My Micsmi Ta ysromkensam 3 3-m KIIBC na 18-24!
MicCsIIIi;

- Homynauiiini mapamerpu papMaKOKiHETHKH.

"Yacosi Touku: bazosuii pisers = C1D1; Micsni 18-24 = C25 (abo
Oynp-sxkuit 1mksn no C33). lle BIKHO BIAMOBIJA€ YaCOBOMY
MPOMDKKY MPOTOKOIY, Kou Moxe O0yTH 3aBepuieHo 3 KIIBC. Lei
MPOMIKOK 4acy eKBIBaJIEHTHUU 18-mMy Micsiio (10 24-ro MicsIis)
a60 72-my TIKHIO (10 96-T0 THXKHS) 1 B TEKCTi 3rayerbes sk 18-
24 micsui.

2 JInst OLHKKM PH3UKY CMEPTHOCTI BUKOPHUCTOBYBANACs CIPOLIEHA
(bpaHITy3pKa CUCTEMA OIIIHKUA PU3HKY.

11. In3aiin KJIIHIYHOTO
BUIIPOOYBaHHS

IInane60-KOHTPOILOBAHMM IEPIOJT:

[ToxsiitHe crine, mIane00-KOHTPOILOBAHE, PaHAOMI3OBaHE, 3
napajeTbHAMH TpyIaMu

Iepiox IPOAOBKEHHS:

3 BIIKPUTOIO €TUKETKOIO, PaH/IOMi30BaHE

12. OcHoBHI KpuTepii
BKJTIOYCHHS

[puitHITHUMH yyacHUKaMU OyJu 10opocii BikoM >18 pokis 3 JIAT
(rpyma 1 3a BOO3, ®K II a6o III). JIAT' 1 rpynu 3a BOO3
cknagaetbea 3 imiomatmunoi  JIAI, cmagkosoi  JIAT,
MeaukamenTo3Hoi JIATL, JIAI, noB’s3aHOi 13 3aXBOPIOBaHHSIM
cnoiny4Hoi TkaHuHH, Ta JIAI' micias wmIyHTyBaHHSA. Y4YacCHHMKH
MOBHHHI Oynu oTpuMyBaTH cTabinpHy Tepamito JIAIT mpotsrom
npuHaiiMHi 90 1HIB 110 3apaxyBaHHs, Ta IPOJOBXKYBAaTH
OTPUMYBATH JIKYBaHHS IPOTITOM YChOT'O JOCIIIKEHHSI.

13. JocnimxyBaHuit
JiKapchKHii 3acio, crocio
3aCTOCYBaHHs, CHJIa il

[1na11e60-KOHTPOILOBAHUM niepios (24 THXkKHI):

Comamepyenm 0,7 me/xe niowkipno paz na 3 muoicni: 42 Oynu
paHAOMiI30BaHI Ta OTPUMYBAM JIKyBaHHS, 6 MPUIUHUINA
JTIKYBaHHS Ta BHOYJH 3 JOCIIPKEHHS, 36 MPOJOBKHUIN Y4acTh B
MepioJ MPOJAOBKEHHS.

Comamepyenm 0,3 me/xe niowkipno paz na 3 muoicni: 32 Oynu
paHI0Mi30BaHi Ta OTPUMYBAJH JIKyBaHHS, | MPUMTUHUB JIKyBaHHS
Ta BHOYB 13 AOCHiDKeHHS, 31 MPOMOBXKHWIN y4acTh y Mepioj
MIPOJIOBKEHHS.

Ilepiox opomosxkerus (Q21 nens, 30 Micsius):

Cotarepuent 0,7 MI/Kr miIMIKIPHO pa3 Ha 3 THXKHI

Corarepuent 0,3 MI/Kr miamkipHO pa3 Ha 3 THXKHI

Haspa J3 Cunna |Yacrora lsix Cxema/Ilepion Buxopucranus
JKYBaHHS 1031 JI03yBaHHsSl | BBeJ€HHS JIiKyBaHHS
Coratepuent |Corarepuent |0,7 Paz y 21 |Mimwkipua |Ilnamne6o- JHocnimkyBannit
MI/KT | IeHb iH’€KIis KOHTPOJIbOBAaHMH |mpernapar
niepion: 24 TrkHI
Mepion
HPOJIOBKECHHS:
30 micsiiiB
Coratepuent |Corarepuent |0,3 Paz y 21 |Mimwkipna |Ilnane6o- JocnimkyBannit
MI/KT | A€HB iH’€eKis KOHTPOJIbOBAHMI |mpernapar
niepion: 24 TrkHI
Mepion
MIPOJIOBYKCHHS:
30 MicsmiB




Komb6inosana epyna mpusaiouoco comamepyenma (TOOTO
paHIOMI30BaHI  HAa  cOTaTepHenT Mmija  4ac  Iuiarebo-
KOHTPOJIBOBAHOTO TEPIOAyY, IO MOTIM MPOJOBKWIA OTPUMAHHS
coTarepuenty B nepiof npoaosxkenus): 67 (0,7 mr/kr 1 0,3 Mr/kr
pa3oM) yBIHIILIN B IEPio MPOJIOBKEHHS, 8 MPUITUHIIIHN JTIKyBaHHS
Ta BUOYJIM 3 TOCTIHKCHHS, 59 3aBEpITUIIH.

14. Ilpenapat nopiBHIHHS,
71034, croci0 3acTOCYBaHHS,
cuna aii

IImare60-KOHTPOILOBAHUN TEPio (24 TioKHI):
[Tnane6o miamkipHO pa3 Ha 3 THXKHI

[lnane6o  (Bigmosigue |0 mr/kr Pa3z y 21 [[Migmkipua  |[Tname6o- [Tnare60
tare6o eHb iH’ €KITist KOHTPOJIbOBAHHI
nepion: 24 TrxHI
Tepmin
[POJIOBKCHHSL:
HA

32 Oynu paHAOMi30BaHi Ta OTPUMYBAIIN JIKYBaHHS, 2 TPUITHHUIH
JIKyBaHHS Ta BUOYyNH 3 AociimkeHHs, 30 MpoJOBKUIN B MEPiof
MIPOIOBKEHHS.

[epion NpoAOBKEHHS:

KombinoBana  rpyma  mepexpecHoro  ranebo  (To0TO
paHI0Mi30BaHa Ha TuIanebo B mane00-KOHTPOILOBAHUHN TEepioj i
3roJI0OM paH/IOMi30BaHa HA COTATEPLENT B MEPioJl MPOAOBKEHH):
30 (0,7 mr/xr 1 0,3 Mr/Kr pa3oM) yBIHIIUIA B TIEP10/1 MPOTOBKEHHS,
2 UpUNIMHWIM JIIKyBaHHA Ta BUOYIM 3 JOCHiIKEHHS, 28
3aBEPILIIH.

15. CymyTHs Teparis

Haitmommpenimumu (> 40 % y4acHUKIB) CyITyTHIMH ITpeTiapaTaMu
(xnacu ATC) 6ynu anTurineprensuBHi 3acodu (100%), niypeTuku
(78,3 %), antutpomOoTHYHI 3acobu (74,5%), aHameretuku (45,3
%) Ta mpemapaTu Uil JIIKYBaHHS 3aXBOPIOBaHb, IOB’A3aHHUX 13
KucnoTHICTIO (47,2 %). Kucens (20,8%) 3a3Bu4aii 3aCTOCOBYBaBCS
K miaTpuMytoda teparmis npu JIAT.

CynytHs dhoHoBa Teparrist JIAT

3actocyBanHs cynyTHROi (poHOBOi Tepamii JIAIT Oymo 3aramom
30a1aHCOBaHUM MIX Tpyramu JiikyBaHHsA B FAS (moBHa MHOKHHA
JUIs aHamizy). Y 3araabHOMY gochiimkeHHI FAS maitvacTime
3acTocoByBajacs cynyTHs ¢oHoBa Tepamist JIAIT y ¢opmi
notpiiHoi Teparmii (55,7 %), notim nongiiiHa Tepamis (34,9 %) 1
MoHotepamist (9,4 %). bineme tpetnHu yuacHukiB (36,8 %)
OTPUMYBAJIN 1HDy3iiHY Teparnito MIPOCTAIMKIIHOM.
Haiinommupenima notpiiiHa Tepamis BkiIrodana inridirop ®ES +
APE + npocTanukiis.

16. KpuTepii ouinku
e(eKTUBHOCTI

ITin wac nocmimkeHHs €(EKTHBHICTH OIIHIOBAjacs BIPOIOBK
YCbOT'O TOCIIIPKEHHSI Y BU3HAYEH1 IPOTOKOJIOM YacOBI TOUKH.
Kpwurepii edpexruBHOCTI:

JICO (mepBuHHa KiHIIeBa Touka eekTuBHOCTI), 6OMWD (kximrouoBa
BTOpHHHA KiHIeBa Touka), PK 3a BOO3 (BropumHHa KiHIEBa
Touka), N-TepMiHaJIbHUHA (pParMeHT NPOrOPMOHY MO3KOBOIO
HaTpiifypetnyHoro nentuny, napamerpu EXO (TAPSE Ta ixmmi),
KJIIHIYHE MOTIPLIeHHs, OLlIHKA PU3UKY cMepTHOCTI; Jiranau TGF-
B Ta inmn G6iomapkepu, nos’si3aHi 3 JIATL; iHmi mapamerpu EXO;
piBEeHb CTATEBUX I'OPMOHIB; KOMIIO3UTHE MOKPAILIEHHS KiHIIEBOT
TOYKN/0araTOKOMIIOHEHTHE TIOKPAILICHHS; OIIHKA PU3HUKY IS
HUpPOK; 3MiHa cepueBoro inaekcy; JICO 3 mompaBkolo Ha
TeMaTOKPHUT; TeHETUYHE TECTYBAHHSI.

17. Kpurepii ominku 0e31meKu

[To6i1uHI peakiiii;




Cepiio3Hi mo6iuHi peakiii Ta iHIIN KIiHIYHO 3HAYYHIl MOOIYHI
peaxIiii;

Kniniuna naboparopHa OIliHKa;

[Tokazuuku xutremisuibHOCTi, EKI, apTepianbamii TUCK Ta 1HII
CTIIOCTEPEXKEHHS, LII0 CTOCYIOTHCS Oe3MeKH;

AHTHTLJIA 710 JIKapCHKOTO 3aC00Y.

18. CratucTi4Hi METOIU

AHami3 e)eKTHBHOCTI JUIS TUIANEe00-KOHTPOIEOBAHOTO TIEPIOIY
MPOBOAMBCS B MOMYJSAMii, MO MiJISIrae OIIHINI (TOMysIis
MEepBUHHOTO aHamizy). [lomymsmis, mo miaisrana OIiHIIi,
CKJIajanacsi 3 YCIX YYacCHHMKIB TIOBHOI MHOXHHHU [IJIsl aHaJi3y
(FAS), sxi orpumanu mpuHaiiMHI 6 103 OJHAKOBOI CHIIM JIO3U
MPOTATOM TIAIEe00-KOHTPOJILOBAHOTO TEPIOAY Ta Malld OLIHKY
JICO Ha mo4yaTKOBOMY PiBHI Ta MICHS MJIa1[e00-KOHTPOJIbOBAHOTO
nepiogy, ab6o ominky JICO HampukiHii npocimimxeHHs. FAS
CKJIafiayiacsi 3 yCiX paHIOMi30BaHUX YYaCHHKIB, SIKi OTPUMYBaJIH
JI03M JIIKYBaHHS, IPU3HAUEHOTO 1]l Yac paHaoMizallii.

Kinmesi Toukn epeKTUBHOCTI IS TIEPiOAY MPOJIOBKECHHS OyIin
npoanainizoBati B FAS nepiony nponosxenss (FAS-E, nomymsiis
nepBuHHOTO aHanizy). FAS-E Bxirouana ycix yuacHukiB FAS, siki
MepeHIuI y mepioj MPOJOBKEHHS.

[lepBuHHY KiHIIEBY TOYKY €(QEKTHBHOCTI aHaNi3yBajlM 3a
nonomororo Mozeni ANCOVA 3 TepMiHOM JUIsl TPYIIH JTIKYBaHHS
Ta BUXIJIHUM 3HAU€HHSAM SK KOBapiaTol. MHOXHMHHICTb
KOHTPOJIOBAIM 32 JOMOMOTOI MpOLEAypH OaraTopiBHEBOTO
TeCTyBaHHs. AHaui3 nepBUHHOI KiHIeBoi Touku (JICO), a moTim
KJIFOYOBOi BTOPHHHOI KiHIIEBOI Touku (6MWD) mpoBogmnmm B
TaKOMY MOPAIKY: Ipymy cotarepuenty 0,7 MI/KI HOpiBHIOBAJIU 3
rpyIoro 1iaredo, micisi 4oro MOPiBHIOBAIN TPYITY COTATEPIEHTY
0,3 mr/kr 3 rpynoro miane6o. s o6poOku BiACYTHIX AaHUX IS
BCIX IEPBUHHUX 1 BTOPUHHUX KIHIIEBHX TOYOK €(PEKTUBHOCTI, SIKi
OLIIHIOBAJIHMCA SIK Oe3MepepBHi 3MiHHI, OYJI0 BUKOPUCTAaHO METOH
MHOXHUHHOTO BiJHOBJICHHsI. [HIII KiHIIEBI TOUKH OYyJIM y3arajbHEHi
3 BUKOPUCTAHHSM OITUCOBOI CTaTHCTHKM Ta IMPOAHANII30BaHi 3a
norniomororo mozeni ANCOVA, BianosigHo. [l mepBUHHUX 1
KIIIOYOBUX BTOPHMHHMX KIHIIEBUX TOYOK HAaBEJCHO 3BUYANHI
JIBOCTOPOHHI p-3HAYCHHSI; IJIs 1HIITUX KIHIIEBUX TOYOK P-3HAYCHHSI
HE MpeCTaBIeHO. byio mpoBeneHo aHati3 4y TJIMBOCTI IEPBUHHUX
1 KJIIOYOBUX BTOPMHHMX KiHIIEBUX TOYOK. OCHOBHE NMPUIYIIECHHS
npo HopmanbHicTh s ANCOVA Oyno mepeBipeHo 3a
noniomororo Tecty Illamipo-Binka. Slkmo mnpumymeHHs mpo
HOPMAJIBHICTh OYyJIO BIIXMJICHO, JUISl TPEICTaBICHHS 3HAUYCHHS
3MIIICHHST TIOJIO)KCHHS BUKOPUCTOBYBaBCS aHali3 XojpKeca-
Jlemana. Pe3ynpTatu mpejacTaBieHi K TOYKOBI OLIHKH Ta 95 %
noBipui intepBanu (/I). [lupuna JII He Oyma ckopuroBana st
MHOXMHHHUX  TOpIBHSHb,  TOMY  IHTEpBald  HE  CIiJ
BUKOPUCTOBYBAaTHM JUIi BHU3HAUEHHS OCTATOYHHUX  €(EKTiB
JIKYBaHHS JJI1 BTOPUHHUX Pe3y/bTaTiB a00 aHamizy HiArpyr.
Pesynbratn  momo Oe3neku A 1U1a1e00-KOHTPOIHOBAHOT
nomyJisAnii 6e3rneku (BCi yYacHHKH, SIKI OTPUMAHM MpHHAWMHI 1
703y JIOCIHIJKYBAaHOTO BTpPY4YaHHS B IUIale00-KOHTPOIbOBAHUN
nepiox) 1 Bciel MOmyJsALii, ska OTpuMyBaja cotarepuent (yci
YYaCHUKH, SKI OTPUMYBAJIU COTATEPLENT MPOTAroM Oyab-SKOr0O




nepioxy nociimkenns). [1o6iuni peakmii (ITP) Oynu 3akomoBaHi
BIAMOBIMIHO 110 MeIuyHOro CJIOBHUKA TEPMIHOJOTIT ISt
perynsTOpHO1 TiSUTBHOCTI (MedDRA) Bepcii 25.0.
TsOKKICTB/IHTEHCUBHICTE MOOIYHUX peakiiii OLIIHIOBAJIN
BIIMOBIAHO 10 3araJlbHUX TEPMIHONOTIYHUX KPUTEPIiB st
oOIYHMX peakiniid, Bepcis 4.0.

19. lemorpadivHi NOKa3HUKH
JOCTIIKYBAHOT MOMYJISIIIT
(ctats, BiK, paca, TOIIO)

Cepenniii Bik (miarmazon): 48 pokis (Bix 19 mo 80 pokis);

Crats: 14 (13,2%) 4yonoBikis, 92 (86,8%) kiHOK;

Etniuna npunanexuicts: 68 (64,2 %) He icmaHOMOBHI YU
natuHoamepukanmi, 32 (30,2 %)  icmaHOMOBHI  4u
JaTuHOaMepukaHill, 5 (4,7 %) He Bkazaso, 1 (0,9 %) HeBigomo;
Paca: 98 (92,5 %) npencraBHuKIB €BporneoinHoi pacu, 4 (3,8 %)
HerpoinHoi pacu abo adpoamepukaniii, 2 (1,9 %) kinpkox pac, 1
(0,9 %) xopiHHMii raBaeup a0 KUTENb IHIIMX OCTPOBIB THXOro
okeany, 1 (0,9 %) iHmoi pacu.

20. Pe3ynbratu e(peKTUBHOCTI

Ilnane60-KOHTPOJILOBAHUI EPio/l JIKYBAHHSA:

JICO (nepsunna «inyeea mouxka egexmuenocmi), O6MWD
(knouosa emopunna Kinyeea mouxa), @K 3a BOO3 (emopunna
KIHYesa mouka)

Ha 24-my TwXHiI MOPIBHSHO 3 MOYAaTKOBUM pIBHEM IiKyBaHHS
corarepuentoM y no3ax 0,7 mr/kr i 0,3 Mr/kr rumoc ¢oHoBa
tepamist JIAT" mpuzsena n1o:

- 3naunoro nokpauieHHs JICO nopiBHsHO 3 m1anedo;

- 3naunoro nokparnieHast 6 MWD mnopiBHsIHO 3 TU1a11€00;

- Binpmoi yactku ydacHukiB i3 mokpameHasiM K 3a BOO3 >1
Kknacy B rpymnax coratepuenty 0,7 mr/kr i 0,3 MI/Kr mopiBHSIHO 3
rpynoo mianedo;

- 3aranom y3romxkeni edpexru g JICO, 6MWD 1 ©K 3a BOO3 y
MOTIEPETHO BH3HAYCHHWX IIATPYNax, BKIIOYAIOYH Ti, IO
BU3HaueH1 BiANOBiAHO a0 ¢oHoBoi Tepamii JIAL, iHdy3iliHOT
teparnii mpocranukiainom, @K 3a BOO3 ta ceprieBoro inaekcy.
[HIIi BTOPUHHI KiHIIEB1 TOYKH:

Ha 24-my TWXHI TOpPIBHSHO 3 IOYAaTKOBHM DPIBHEM JIIKYBaHHS
corarepuentoM y no3ax 0,7 mr/kr i 0,3 Mr/kr mmoc ¢oHoBa
tepamist JIAT nmpusBena 11o:

- Kniniyno 3nauymoro 3HmwkeHHS NT-proBNP mopiBHSHO 3
mianeoo;

- KIiHIYHO 3Hauymioro nokpameHHs TAPSE (mapamerp EXO)
MOPIBHSIHO 3 I1a1e00;

- Huxyoro pus3uky cMEpTHOCTI 3a OLIHKOIO (PpaHITy3bKOI IIKaJIH
OLIIHKHM PU3HKY MOPIBHSHO 3 I1a11e00;

- Minimanshoro BBy Ha CAMPHOR i1 SF-36 3a 3aranbHumu
OayaMu Ta GaylaMH IiIIKAJIA TTOPIBHSHO 3 TUTAe0o.

Ilepioa NpoOBKEeHHSA:

JICO (nepsunna «inyeea mouxka egexmuenocmi), O6MWD
(knouosa emopunna Kinyeea mouxa), @K 3a BOO3 (emopunna
KIHYesa mouka)

VY aHnani3i nepexpecHoro mane6o depe3 18-24 wmicsii BiAHOCHO
[I0OYaTKOBOT'O PIBHSI JIIKYBaHHS COTATEPLIETITOM IPU3BEIIO JI0:

- 3nayHoro mokpameHHs JICO B komOiHOBaHiil rpymi 3
MepPEeXpECHUM IPUHOMOM I11anedo;




- 3nauHoro mnokpameHHs 6MWD y komOiHOBaHil Tpymi 3
NepexXpecHUM PUHOMOM I11anedo;

- 3naunoro nokpamenas OK 3a BOO3 y xomOGiHOBaHi# Tpyri 3
MepEXPECHUM MPUHOMOM ITareoo.

VY anami3i BiACTpOYeHOro cTapTy Ha 18-24 wmicsii BiAHOCHO
BHXIJTHOTO PIiBHS:

- Tlokpamenus JICO He BigpI3HAIOCS CYTTEBO B Tpynax
KOMOIHOBaHOTO O€3MepepBHOTO TPHUHOMY COTATEpPLENTy Ta
KOMOIHOBaHOTO JIIKyBaHHS 3 MEPEXpPEeCHUM MPUHOMOM Iu1anedo.
[Tokpamenns JICO wMibk rTpynamMmu He OyJI0 CTaTUCTUYHO
3HAYYIIUM, TOMY TIOCJIIOBHE TECTYBaHHS MPUITMHIIIN;

- [Toxpamennst 6MWD He Binpi3HsIOCS B rpynax KOMOIHOBaHOTO
0e3nepepBHOrO MPHUIOMY COTAaTepIEenTy Ta KOMOIHOBaHOTO
miane6o. AwnHamiz BigkimageHoro crapty it 6MWD  He
NEpEeBIPSABCS, BPaXOBYIOUHM, L0 aHaJi3 BIJKJIAJIEHOTO CTapTy B
JICO ne OyB 3HaUyIINM;

- Yactka ywacHukiB 13 mnokpameHHsiM @K 3a BOO3 ne
BiJIpI3HsIACS B TPynax KOMOIHOBAaHOTO O€3MepepBHOTO JTIKYBaHHS
COTaTepIENTOM 1 KOMOIHOBAHOT'O IEPEXPECHOTO T1ane0o. AHai3
Biakmaaenoro crapry mist @K BOO3 He nepeBipsBcs, OCKIIbKH
aHani3 BigkinageHoro crapry B JICO He OyB 3HauyIIuMm;

- Bmu cotarepuenty Ha JICO, 6MWD Tta ®K 32 BOO3 6yB
3arajioM Y3ro/DKEHUM Y TMONEpelHbO BH3HAYEHHX MiArpymax,
BKJIFOYAIOYW Ti, 110 BU3HA4YE€HI BiAMOBIAHO 10 (OHOBOI Tepartii
JIAT, iudysiitnoi Tepanii npocranmukitinom, ®K 3a BOO3 Ta
CEPIIEBOTO 1HIEKCY.

[HIIi BTOPWHHI KiHIIEB1 TOYKH:

Uepes 18-24 micsi TiKyBaHHS COTATEPIIETITOM ITPU3BEIIO J0:

- Kniniuno 3nauymioro 3umkeHHs NT-proBNP y kom0GiHoBaHii
TPYIIi 3 MEPEXPECHUM MPUHOMOM TuTane00 aHaji3y MepexpecHOro
wane0o;

- 3amwxkends NT-proBNP y rpynax koMGiHOBaHOTO O€31epepBHOTO
coTaTeplenTty Ta KOMOIHOBAaHOT'O aHAJIi3y MEePeXpecHOro mianedo
HE BIJIPI3HSUIHCS;

- Ilokpamenns HactynmHux napamerpiB EXO: PASP, RV PA
coupling, RV ESA, RV EDA ta RV FAC y rpynax kom0iHOBaHOTO
nepexpecHoro Tianebo Ta KOMOIHOBAHOTO Oe3MepepBHOTO
COTaTepIICITY;

- 3HauyHoro 3HmxkeHHs MPAP, mapamerpa KIIBC, y rpymax
KOMOIHOBAaHOT'O TIEPEXPECHOTO TTaredo0 Ta rpymnax KoMOIHOBaHOTO
0e3mepepBHOTO COTATEePIIENTY;

- INokpamennss TAPSE y rpymax koMOiHOBaHOTO MEPEXPECHOTO
1ane6o Ta KOMOIHOBAHOTO O€3MEPEPBHOTO COTATEPLICIITY;

- [ToxiOHMIT BIUTMB HA PU3HK CMEPTHOCTI 32 OIIHKOI0 P paHITy3bKOi
CHCTEMH OLIHKU PU3HKY y KOMOIHOBaHUX Ipymax MepeXpecHOro
manedo Ta KOMOIHOBaHiH rpymi 0e3nepepBHOTO COTATEPIIENTY,

- Hemae cyTTeBux BinminHOCTeH y 3aranbHux 6anax CAMPHOR i
SF-36 1 6anax migmkaad B KOMOIHOBAaHUX Tpymax MepexpecHOro
1ane6o Ta 6e3MepepBHOro COTaTEPLENTY.

21. Pe3ynbratu 6e3nexu

T1nane00-KOHTPOJL0BAHA NONVJIAIIA IS OIIHKHN 0e3leKH —
Bi/I I0YATKOBOIO PiBHS 10 24 THKHSL:




- Cepenns TpuBaNicTh ekcro3utlii (162,7 qHs) 1 cepeaHs KUTbKICTh
MPOBEACHUX LMKIIIB JiKyBaHHA (7,4 nukity) Oyiau MoniOHUMH B
rpynax coratepuenty 0,7 wmr/kr, cortarepuenty 0,3 Mr/xr i
mianeoo;

- 3aranpHa yactora [IPJI (moGiyHmx peaxiiiii, MoB’s3aHUX 3
JiKyBaHHSIM) OyJia MoAiOHOI B rpymax cortatepuenty 0,7 Mr/kr,
corarepuenty 0,3 Mr/kr i mane6o;

- Yacrora nerampaux IIPJI Oynma HuU3BKOIO, 3apeecTpoBaHo |
cMepTh y rpyti corareprenty 0,7 MI/Kr i )KOJHOTO BHIIAIKy B
rpymnax corarepuenty 0,3 Mr/kr i miane6o;

- Yactorta CIIP (cepifozHux moOiuHuX peakuiil) Oyia BHUIIOIO B
rpymi  corarepuenty 0,7 MI/KT TIOpIBHSHO 3 TpyIlaMH
corarepuenty 0,3 mr/kr i wrane6o. CIIP 3aramom BimoOpaskamu
OCHOBHE 3aXBOPIOBaHHS Ta CYIyTHI 3aXBOPIOBaHHS. BiabIn HIXK Yy
1 yuacHuka B Oyap-sKiii rpymi BTpy4YaHHS HE CIIOCTEPIranocs
»omHoi crienudiunoi CIIP;

- [IPJI, sixi BuHUKanu Haityacrime (> 10 %) y rpymi cotaTepuenty
0,7 mr/kr a60o 0,3 MI/KT 13 BUIIIOIO 9aCTOTOIO, HIXK Y TPYIIi I1are6o,
Oynay TWiABUIICHHS TeMOTJO00iHy, TOJIOBHUU Oinb, miapes,
TPOMOOITUTOTIEHIS, HOCOBAa KpoOBOTeYa, OUTb Y KIHIIIBKAX,
3araMopoYeHHs Ta iH(EeKIii BepXHIX AUXAIbHUX HUISAXIB;

- IIPJI, mo mnpu3Benw A0 TPUIKUHEHHS JOCIIIKYBaHOTO
BTpyuaHHs, i [IPJI, mo mpusBenu mo BUOYBaHHS 3 MOCIIHKCHHS,
Oynu BHIIUMH B TpyIi cotareprenty 0,7 MI/Kr, HIX y Tpynax
corarepuenty 0,3 Mr/kr i mane6o;

- TpomOoruToneHiss Majia HaWBUIY YacTOTy cepell MOOIYHHMX
peakiiid, MmO CTaHOBIATh OCOONMBUY iHTEpec, 1 wyacTile
3ycTpivamacst B Tpymi corarepuenty 0,7 MI/KT TOpIBHSHO 3
rpynamu cotarepuenty 0,3 mr/kr i mnarne6o. He Oyio 3Hauymumx
3MiH Y CEpeIHIf KUIBKOCTI TPOMOOIIUTIB MOPIBHSHO 3 TOYATKOBUM
piBHEM;

- Cepenni 3MiHM BiJl TIOYaTKOBOTO PIBHS T'eMOTJIOOIHY Ta
reMaTOKpUTY OyJIM BHIUMH B TPyIax COTATEPILENTY MOPIBHSIHO 3
BIICYTHICTIO 3MiH y Tpymi 1wiane6o. [Hmii remartosorivxi
napaMeTpu He MOKa3ajk KIIHIYHO 3HAYyIIMX 3MiH MOPIBHSIHO 3
MMOYaTKOBUM PIBHEM.

Yca nonyasinis, ika OTPUMYBAJIA JiKYBAHHS COTATEPUENTOM
— Bi/I I0YATKOBOI'O PiBHH 10 ~ 36 Micsius.

- Mogeni ITPJI, mo cnocTepiranucs B rpynax coTaTepuenTy y BCii
MOMYJIALIT, sIKa OTPUMYBaJia JIKYBaHHS COTaTEpPLENTOM, 3arajioM
BiJIMOBIAAJIA TUM, III0 CIIOCTEPITraaucs B IIIale00-KOHTPOIbOBaHIN
MOMyJIAMIl JyIsl OIIHKK Oe3meku, Briatowdatoun [IPJI, mpo ski
HalJacTime MoBiIOMIISLIOCS, 1 TOOIYHI peakiii, 0 CTaHOBIAThH
0COOIMBHUH THTEPEC, PO K1 HaWvacTiie moBigomisiocs. OgHak
TesneaHrioekTasito Oyno ineHtudikoBaHo sk IIPJI 3 mi3HiM
MOYaTKOM I COTaTepUEnTy B YCIX TIpymax, siki OTpUMYBaJld
JIKYBaHHS COTaTEPIETITOM;

- TloBimomneno mpo m’sate cmepredt (1 cmepth y mianebo-
KOHTPOJILOBAHUH NEPios 1 4 cMepTi B epioJ1 MPOJOBKEHHS) Y BCii
MOMYJIALIT, sIKa OTPUMYBaJia COTaTePLEIT;

- Yacrora IIPJI, mo mpu3Benu 10 NPHUIHWHEHHS JIKyBaHHS Ta
y4acTi y JOCTi/DKeHHi, Oyjla BUIIOK B Trpyni KOMOiIHOBaHOTO




coratepuenty 0,7 Mr/kr, HDK Yy rpyni KOMOIHOBaHOTO
corarepuenty 0,3 MI/Kr;

- 3 yacoM cepeaHs 3MiHa reMOryIo0iHy Ta TeMaTOKPUTY MOPIBHSHO
3 TIOYaTKOBHUM pIBHEM TIOKa3ajiia 30UTBIICHHS TMOPIBHSHO 3
MOYaTKOBUM PIBHEM J0 KiHIA AOCTIKeHHs. [HII remaronoriusi
napaMeTpH, BKJIIOYAIOYU CEPEIHI0 KUIBKICTh TPOMOOIIWMTIB, HE
MOKa3aJId TIOMITHHX CEpPelIHIX 3MiH 3 4acoM;

- TloBimomusiiocss mpo TesleaHTioeKTasll Jymme B Tepion
npojosxkeHHs. Maiixe Bci HABJI reneanriekrasii Oyu oliHEHi sIK
1 crymHs, a aeski — Sk 2 ctynHs. JKoaeH yJyacHUK HE TPUITUHUB
y4acTbh y JOCIIKEHHI Yepe3 TeJeaHrieKTasiio;

- XonHoro BBy Ha Oe3MeKy Ha OCHOBI CTaTyCy aHTHUTLI JO
nikapcekoro npenapary (ATII) He BusBIEHO.

22. BUCHOBOK (3aKIJIFOUCHHS )

EdexTuBHiCTD:

VY nopocnux i3 JIAT (rpyna 1 3a BOO3, ®©K II a6o III) nikyBanHs
corarepuentoM 0,7 mr/kr a6o 0,3 Mr/kr mitoc GOHOBE JTIKyBaHHS
JIAT:

- Ilokpamenus JICO ta 6MWD Ha 24-My THXHI MOPIBHSHO 3
[IOYaTKOBUM PIBHEM Y MOPIBHSHHI 3 I11a1e0o;

- Ilokpamennsa JICO, 6MWD i1 ®K 3a BOO3 na 18-24 wmicsmi
MOPIBHSIHO 3 IOYATKOBUM PIBHEM, KOJIU JIIKYBaHHS COTaTEPLENTOM
OyJ10 po3moyaro Ha 6 MicsIli.

Takox  crmocrepiramucst HACTYNHI  KJIIOYOBI  PE3yJbTaTH
e(eKTUBHOCTI:

- JIikyBaHHSI COTAaTEPLENTOM IPHU3BEIO 10 KIIHIYHO 3HAYYIIOTO
nokparnieHHs NT-proBNP nopiBHsiHO 3 TU1a1ie60;

- BB cotarepuenty Ha JICO, 6MWD i1 ®K 3a BOO3 0Oys
3arajloM Y3ro/DKEHUM Y IONEpEelHbO BHU3HAYEHHX MIATpyHax,
BKJIIOYAIOUM Ti, 110 BHU3HAY€H1 BIAMOBIAHO 70 (HOHOBOI Tepamii
JIAT, iudysiitnoi Tepamii mpocranukiiaom, ®K 3a BOO3 Ta
cepueBoro inaekcy. Edekr corarepuenty 0,7 MI/Kr MOpiBHSHO 3
mnane6o Ha 6MWD Ha 24-My THXHI OyB OUTBIITUM B YYaCHUKIB 13
nouyatkoBuM JICO > 800 num*c/cM’, Hi B yYacHMKIB i3
nouatkoBuM JICO < 800 muu*c/cM>.

be3neka:

V¥ nopocnux i3 JIAT (rpyna 1 3a BOO3, ©K II a6o III) nikyBanHs
coratepuentom 0,7 mr/kr ab6o 0,3 Mr/Kr riroc GoHOBE JIiIKyBaHHS
JIAT:

- 3araJIoM JJ00pe MEPEHOCUTHCS 3 MPUUHATHUM MpodisnieM Oe3neKH;
- TOB’si3aHE 3 MIABUIIEHHSAM piBHI TemornoOiny. Lli peaxiii
NepeBaXHO c1a0Ki 3a IHNTEHCUBHICTIO, 000POTHI Ta KOHTPOJIbOBaH1
NUIBIXOM MoAudiKaIli J03H.

3asBHUK (BIAaCHUK
peecTpariitHoro MOCBiAUEHHS)

(miamnuc)

Oxpi A. Eran (Audrey A. Egan)
(II.1. B.)
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