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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 V)

Clinical Trials Report Ne 2

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

m 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 2a Single-Arm, Open-Label, Multicenter Exploratory
Study to Assess the Effects of Sotatercept (ACE-011) for the
Treatment of Pulmonary Arterial Hypertension.

Clinical trial code: P002

6. Clinical trial phase 2a
7. Clinical trial period from 01-May-2019 to 22-Mar-2022
8. Countries of clinical trial sites United States

9. Number of subjects

scheduled: 25 participants

actual: A total of 21 participants were allocated to receive open-
label sotatercept. For analyses, 17 participants were included in
the Evaluable population, 21 in the Full Analysis Set (FAS)
population, and 21 in the Safety population.

10. Objective and secondary goals of
clinical trial

Primary objective
To evaluate the effect of
sotatercept on an invasive

Primary endpoints
Change from baseline in VO,
max at 24 weeks
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cardiopulmonary exercise test
(iCPET) measure in PAH
participants  treated ~ with
sotatercept plus standard of
care (SOC)

Secondary objectives

Secondary endpoints

To evaluate the effect of
sotatercept on  additional
iCPET measures in PAH
participants  treated  with
sotatercept plus SOC

Exercise measures, including
change in VE/VCO: slope

(ventilatory efficiency),
cardiac index, mean
pulmonary arterial

pressure, Ca-vO,

(arteriovenous O» content
difference) at 24 weeks

To evaluate effects of
sotatercept on right
ventricular  stroke volume
(RV SV), RV end-systolic
volume (RV ESV), RV end-
diastolic volume (RV EDV),
RV ¢jection fraction (RV EF),
RV stroke volume index (RV
SVI), and RV mass by cardiac
magnetic resonance (MR)
imaging in PAH participants
treated with sotatercept plus
SOC

Change from baseline in RV
SV, RV ESV, RV EDV, RV
EF, RV SVI and RV mass by
cardiac magnetic resonance
(MR) imaging at 24 weeks

To evaluate the effect of
sotatercept on  pulmonary
vascular resistance (PVR) in
PAH participants treated with
sotatercept plus SOC

Change from baseline in PVR
at 24 weeks

To assess the PK of
sotatercept in PAH
participants  treated ~ with
sotatercept plus SOC

Population PK parameters of
sotatercept

To evaluate the effect of
sotatercept on 6-minute walk
distance (6MWD) in PAH
participants  treated ~ with
sotatercept plus SOC

Change from baseline in
6MWD at 24 weeks

To evaluate the effect of
sotatercept on PD
biomarker(s) in PAH
participants  treated ~ with
sotatercept plus SOC

Change from baseline in NT-
proBNP at 24 weeks

Change from baseline in
WHO functional class at 24
weeks
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To assess the safety and | Clinical worsening'  (eg,
tolerability of sotatercept in | hospitalizations, change in
PAH participants treated with | WHO functional class)'

sotatercept plus SOC

Occurrence of adverse events.

! The secondary endpoint on clinical worsening was analyzed as
an efficacy endpoint using the Evaluable and Full Analysis Set
(FAS) populations.

11. Design of clinical trial

Multicenter, single group, open-label

12. Main inclusion criteria

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

13. Investigational medicinal product,
method of administration, strength

Treatment Period (24 weeks)

Sotatercept 0.3 mg/kg subcutaneous

starting dose with a target

dose of 0.7 mg/kg subcutaneous every 3 weeks:
Extension Period (18 months)

Sotatercept 0.7 mg/kg subcutaneous every 3 weeks.

Regimen/
I'reatment Dose Dose Route of Treatment
Name Drug Strength Frequency Administration | Period Use
Sotatercept Sotatereept Starting Every SC injection Ireatment lTest
dose 3 wecks Perod Product
0.3 mg kg 24 weeks
with a target
dosc of Extension
0.7mg kg Period
18 months

SC — subcutaneous

14. Comparator medicinal product, dosage,
method of administration, strength

Not applicable

15. Concomitant therapy

Standard of care (SOC) for the treatment of PAH (World Health
Organization [WHO] Group 1, functional class [FC] III).

In the Treatment Period, SOC therapy referred to combination
PAH therapy. Participants receiving monotherapy were not
eligible for the study. During the Extension Period, participants
under investigator supervision could substitute, remove, or adjust
the dose of SOC for PAH worsening and chronic concomitant
medications.

16. Efficacy evaluation criteria

Cardiac magnetic resonance imaging; Exercise Measures;

Right ventricular stroke volume (RV SV), RV end-systolic
volume (RV ESV), RV end-diastolic volume (RV EDV), RV
ejection fraction (RV EF), RV stroke volume index (RV SVI), and
RV mass;

Pulmonary vascular resistance (PVR);

PK parameters (serum samples)
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6-minute walk distance (6MWD);

PD biomarkers (NT-proBNP, WHO Functional Class);
Clinical Worsening;

PAH-related Biomarkers;

Hemodynamic Measures;

Multicomponent Improvement.

17. Safety evaluation criteria

Adverse events; Serious Adverse Events and Other Clinically
Meaningful Adverse Events;

Clinical Laboratory Evaluation;

Vital Signs, Physical Examinations, and Other Observations
Related to Safety (Electrocardiogram, Antidrug Antibody);

18. Statistical methods

All efficacy evaluations were conducted using the Evaluable and
Full Analysis Set (FAS) populations, unless otherwise specified.
The Evaluable population consisted of participants who
completed the Treatment Period and had the invasive
cardiopulmonary exercise test (iICPET) assessment and cardiac
magnetic resonance (MR) imaging at the 24-week time point.
Analyses on the Evaluable population were primary. The FAS
included all participants who were enrolled and treated with
sotatercept. Statistical analyses were primarily descriptive in
nature given the size of the population and open-label study
design. All 24-week efficacy analyses were performed at End of]
Period (EOP) in order to accommodate participant visits affected
by the COVID-19 pandemic. The EOP visit was Week 24 (Cycle
9), carly EOT visit, or a visit within 12 weeks of Cycle 9 for
participants’ visits affected by the pandemic.

A gatekeeping method was used to control the overall type 1 error
rate, ie, primary endpoint peak oxygen uptake (VO, max) was
checked at 1-sided alpha=0.10 first. If significant, then the
secondary endpoint, right ventricular (RV) stroke volume (SV),
was to be checked at 1-sided alpha=0.10.

All summaries of safety data were conducted using the Safety
population (also referred to as Safety Analysis Set), which
consisted of all participants who received at least 1 dose of study
intervention. Adverse events (AEs) were coded according to the
Medical Dictionary for Regulatory Activities Version 25.0. The
severity/intensity of AEs were graded according to the Common
Terminology Criteria for Adverse Events (CTCAE, Version 4.0).

19. Demographic characteristics of the
study population (sex, age, race, etc.)

Overall Median Age (range): 44.0 years (21 to 70 years);

Sex: 17 (81.0 %) female, 4 (19.0 %) male;

Ethnicity: 15 (71.4 %) not Hispanic or Latino, 6 (28.6 %)
Hispanic or Latino;

Race: 17 (81.0 %) White, 2 (9.5 %) Asian, 1 (4.8 %) American
Indian or Alaska Native, 1 (4.8 %) Native Hawaiian or Other
Pacific Islander.




20. Efficacy results

Primary Efficacy Endpoint:

Treatment with sotatercept plus SOC significantly improved
mean VO, max from baseline at End of Period (EOP) (Treatment
Period). The effect was maintained at Month 12.

Secondary Efficacy Endpoint:

Treatment with sotatercept plus SOC:

- Did not improve mean RV SV by cardiac MR from baseline at
EOP or Month 12;

- Led to mean improvements from baseline in ventilatory
efficiency (VE/VCO2), mean pulmonary arterial pressure
(mPAP), pulmonary vascular resistance (PVR), right atrial
pressure (RAP), RV end systolic volume (RV ESV), RV end
diastolic volume (RV EDV), RV stroke volume index (RV SVI),
arteriovenous O; content difference (Ca-vO,), work, and RV mass
at EOP and Month 12. Mean improvements from baseline in
cardiac index were observed at EOP, but not at Month 12; a mean
improvement from baseline in RV ejection fraction (RV EF) was
observed at Month 12, but not at EOP;

- Led to a mean improvement from baseline in 6-minute walk
distance (6MWD) at EOP and Month 12;

- Led to a mean improvement from baseline in N-terminal
prohormone of brain natriuretic peptide (NT-proBNP) at EOP;

- Led to a mean improvement from baseline in WHO FC early in
the Treatment Period, with continued improvement through the
Extension Period.

21. Safety results

The following safety table shows data from the Treatment Period
and the Extension Period combined:

Overall Summary of Adverse Events
Safety Analysis Set

ACE-011

(N=21)

Number of subjects with any n (V)
Adverse evant 21 (100.0)
Treatment-emergent adverse event (TEAE) 21 (100.0)
TEAE related to treatment 9 (42.9)
TEAE of special interest (AESI) (1] 5 (239
Grade >=3 TEAE (2] 4 (19.0)
Grade >=3 related TEAE 0 ( 0.0)
Sericus TEAE (SAE) 5 123.9)
Serious related TEAE 0( 0.0)
TEAE leading to treatment discontinuation 1 ( 4.8)
TEAE leading to study discontinuation 1 ( 4.8)
TEAEs leading to Death 0 ( 0.0)

TEAE = Treatment-emergent adverse events, CTCAE = Common Terminolegy Criteria for
Adverse Events.

N = number of subjects in population. n = number of subjects in the category,
Percentages are calculated as (n/N)*100.

A treatment-emergent adverse event has a start date on or after the first dose of
treatment and up to 8 weeks safety follow-up visit after the last dose of
treatment.

[1] AESI: Defined as any AE of Fertility disorders with a focus on suppression of
FSH, Hepatic toxicity, Cardiac events and Embolic and thrombotic events,
thrombocytopenia, leukopenia, and neutropenia.

[2] Graded using Common Terminology Criteria for Adverse Events (CTCAE) version
4.0.

22. Conclusion

095L3C

In adult participants with PAH (WHO Group 1, FC III), treatment
with sotatercept plus SOC during the Treatment Period (24

weeks) and the Extension Period (18 months):
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Efficacy:

- Improves VO: max from baseline;

- Does not improve RV SV from baseline by cardiac MR.

The following key efficacy results were also observed:

- Exercise measures of hemodynamics and iCPET parameters:
VE/VCO; slope, nPAP, PVR, RAP, RV ESV, RV EDV, RV SVI,
Ca-vO2, work, and RV mass improved from baseline;

- 6MWD, NT-proBNP and WHO FC improved from baseline.
Safety:

- Treatment with sotatercept plus SOC is generally well tolerated.

Applicant
(owner

of registration
certificate)

\/fz{i%{(.\;?) l\/ﬂtﬁ’—

(Signature)

A’\).C’{‘, éﬂvl A « 2 O)CU/)

(Full name)




Honarox 30
1o Topsinky mpoBeeHHs eKCIIEPTU3H
peecTpariiHuxX MaTepialliB Ha JiKapChbKi
3aco0u, 10 OJAIOTHCS HA JIEPIKABHY
peecTpartito (mepepeecTpailiro), a TaKOX
€KCIIEPTU3U MaTepiaiiB PO BHECEHHS
3MiH JI0 peecTpaliiiHiuxX MaTepiasiB
IIPOTATOM i1 peecTpaLiiHoOro
[IOCBITYEHHS
(myHkT 4 po3aury IV)

3BIT

Npo KJiHiYHe BUNIPoOyBaHHsA Ne 2

1. Ha3Ba nikapcbkoro 3aco0y (3a
Has;BHOCTI - HOMED
PEECTPALIIITHOTO ITOCBITUYCHHS )

Binpeseiip

2. 3asIBHUK

Mepk llapm 1 Joym [JIEA T'M6X, IIBeitmapist

3. BupoOnuk

- [TaTeon Itania C.n.A., Itamis;

- Eypodinc Jlankactep Jlaboparopis, JUIC, CIIA;

- MCJ] Intepnemnn I'mOX/MCJ Ipnangis (Kapnoy),
Ipnannis;

- HyBican I'M6X, HimeuunHa,

- Mepk apm i [loym b.B., Hinepnanawy;

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

- Berrep ®@apma-®Oeprirynr I'm6X 1 Ko. KI', Himeuunna
(PaBencoOypr, llytuenmrpacce 87);

- Berrep ®@apma-®Oeprirynr I'm6X 1 Ko. KI', Himeuunna
(PaBencOypr, MoocaiiceH 2);

- Berrep ®@apma-®Oeprirynr I'm6X 1 Ko. KI', Himeuunna
(PaBencoypr, XensmyT-Berrep-1lTpacce 10)

4. TlpoBeneHi JOCIIIKEHHS:
OOIpYHTYBaTH

m Tax oHi  Sxmo Hi,

1) Tun mikapcekoro 3aco0y, 3a
SKUM MpoBoJMIacs abo
TUIAHYETHCS] PEECTPAILList

Jlikapcpkuii 3acid 3a TOBHUM JOChE (ABTOHOMHE JIOCHE).
Hoga nitoua pedoBuHa.

5. IloBHa Ha3Ba KIIIHIYHOTO
BUNPOOYBaHHs, KOJOBaHUI
HOMeEp KIIIHIYHOTO
BUIIPOOYBAaHHA

Binkpure, 6araTorieHTpOBe MONTYKOBE AOCHIKEHHS (hazu
2a 3 OJHI€I0 TPYINOI0 JUISl OLIHKM BIUIMBY COTaTEpLENTy
(ACE-011) pns  mikyBaHHS JIETEHEBOI  apTepiaabHOI
rinepreHsii.

KoznoBanuii Homep kiaiHiYHOrO BunpoOysanHs: P002

6. ®a3a KIiHIYHOTO
BUNPOOYBaHHS

2a

7. llepion mpoBeIeHHS
KJIIHIYHOT'O BUMIPOOYBaHHS

3 01TpaBus 2019 poky mo 22 6epesnst 2022 poky

8. Kpainu, ne nmpoBoauinocs
KJIIHIYHE BUIIPOOYBaHHS

Crnonyueni llltatu Amepuku




9. KinbkicTh JOCTIKYBaHUX

3aluIaHoBaHa: 25 Y4aCHUKHU

¢dakTiuna: 3aramom 21 ydacHWK OyB NpH3HAUYCHWHA IS
BIJIKPUTOTO JOCTIKEHHs coTarepuenty. s anamizy 17
YYacCHHKIB OyJIO BKJIFOUEHO N0 TOMYJIALIl, 0 Miajsrana
omiHii, 21 — g0 momynALii MOBHOI MHOKHHU JJISl aHAJ3y
(FAS)i21 — mo momyisii Ayist OIIHKY O€3IeKH.

10. Mera Ta BTOpUHHI IIiJTi
KJIIHIYHOT'O BHIIPOOYBaHHS

Ilepsunna yine

Ilepeunni xKinyesi mouxu

OniHuTH BILIUB
coTaTepIenTy Ha
pe3yabTaTH 1HBA3HMBHOTO
KapaiopectipaTopHOTro
HaBaHTaXXyBaJbHOTO
tectyBanHs (iCPET) B
yuacHukiB 3 JIAL, sxki
OTPUMYBAIIA COTATEPIICTIT

3mina VO2 max Bin
MOYaTKOBOTO PIBHA 4epes
24 trxH1

corarepuentoM mioc CJI

IUTIOC CTaHJapT

nikyBanus (CJI)

Jlpyeopsoni yini Bmopunni kinyesi mouku
Ouinutn BILIMB | Pesynbratn Gbi3naHIX
coTaTeplLenty Ha | HaBaHTaXCHb,

JOJJaTKOBI ~ pPE3yJbTaTH | BKIIIOYAIOUYHU 3MIHY
iCPET B yuacnukis JIAI', | Haxumy VE/VCO2
K1 oTpuMyBaiid | (€(EKTUBHICTh

JIKyBaHHS BEHTHJIALLI), cepleBui

IHJIEKC, CepeaHid THUCK B
nereHeBiil aprepii, Ca-
vO2  (pi3HULSA  BMICTY
aprepioBeHozHoro  02)
yepe3 24 TuxkHI

OniHuTH BILIUB
coTarepuenty Ha 00’eM
npasoro nuryHouka (I11II)
npu onHii cucrom (RV

3MIHM  TIOpPIBHAHO 3
MIOYaTKOBUM piBHEM RV
RV, RV ESV, RV EDV,
RV EF, RV SVI ta macu

SV), KiHeBuid | mpasoro nuryHouka (ITLI)
cuctoniuamii 00’em IIII | 3a JI0TIOMOT 010
(RV  ESV), «iHueBuil | kaphiadbHOi  MarHiTHO-
miacromiyanid 00’em I | pe3onancHOi (MP)
(RV EDV), dpakmaito | Tomorpadii uepes 24
pukuay IIII (RV EF), | Twxsi

cucroniunnii iggekc I[THI

(RV SVI) 1 macy I 3a

JIOTIOMOTOI0  KapAiambHOL

MarHiTHO-PE30HaHCHOT

(MP)  Tomorpadii B

yuacHukiB 3 JIAL, sxki

OTPUMYBAIIM COTATEPLETIT

witoc CJI

OuiHuTH BILIUB | 3MiHa JICO BIX
COTaTepIenTy Ha | MIOYATKOBOTO PIBHS 4Yepe3
JIET€HEBUH CyIMHHUHN | 24 TWKHI




omip (JICO) B yuacHHKIB 3
JIAT, sxi oTpuMyBaIn
cotarepuent mioc CJI

OriguTn
(apMaKkoOKiHETHKY
COTaTepLenTy B
yuacHukiB 3 JIAIL, sxki
OTPUMYBAJIA COTATEPLETIT
witoc CJI

[Tonynsamiitai  mapameTpu
(bapMaKkOKiHETUKH
coTaTeplenTty

OriguTn BILTUB
corarepuenty Ha  6-
XBUJIUHHY JHUCTAHIIIIO

xonsbu  (6MWD) B
yuacHukiB 3 JIAL, sxki
OTPUMYBAIIA COTATEPIICTIT
roc CJI

3miHa 6MWD BIJT
MOYaTKOBOTO  piBHA B
yepes 24 THKHI

OuiauTn BILJIUB
cotatepuenty Ha @]
O6ioMapkep(u) B y4aCHHKIB
3 JIAT, sxi oTpumyBaIu
cotarepuent e CJI

3mina NT-proBNP Bix
MMOYAaTKOBOTO PIBHA Yepes
24 TrxKHI

3miHa (PYHKITIOHAIBHOTO
kmacy 3a BOO3 Bin
MMOYAaTKOBOTO PIBHA Yepes
24 TxKHI

Ouinutn  Oesneky  Ta
MePEHOCUMICTh

coTaTeplenTy B
yuacHukiB 3 JIAL, sxki
OTPpUMYBAlld  JIIKyBaHHS
cortarepuentoM mitoc CJI

Kniniuee  moripmenHs!

(Hanpuknan,
rocIiTai3aris, 3MiHA
(GYHKIIOHAJIBHOTO  KJacy
3a BOO3)!

BunukHeHHsS — mOOIYHHX
SIBUILI.

! BropunHy kiHIeBY TOUKY 100 KIiHIYHOTO MOTipIIEHHS

aHaTI3yBalu SK KIHIIEBY
[0 IMiIsgrajga  OLiHII,

JOTIOMOTOI0  TTOMYJIAIIIT,

TOYKy e(eKTHBHOCTI 3a
Ta

MONYJIALIT TOBHOI MHOXWHU Jutst aHamizy (FAS).

11. {uzaiin KIIHIYHOTO

bararoneHTpose, 3 0AHOIO IPYIOI0, BIAKPUTE

BUIIPOOYBaHHS
12. OcHoBHI KpuTepii [TpuiiHATHUMH ydYacHHKamMHu Oynu aopocii Bikom >18
BKJTFOUCHHS pokiB 3 JIAT (1 rpymna 3a BOO3, ¢yHKIIOHATBHUNA KJ1ac

IM). 1 rpyma JIAT 3a BOO3 ckinagaetrbes 3 1110MaTHYHOT
JIAT", cmagkosoi JIAI, memmkamento3noi JIAI, JIAT,
MOB’s13aHOT 13 3aXBOPIOBaHHAM CIIOJyYHOI TKaHWUHH, Ta
JIAT" micms mIyHTyBaHHsS. Y4YacCHUKHM TIOBMHHI OyJiu
OTpUMYyBaTH CcTabiIbHY KOMOiHOBaHy Tepamito JIAT
mpotsroM npuHaiiMHI 90 AHIB A0 BKJIIOYEHHS 1
MPOJOBXKYBAaTH  OTPUMYBATH  JIKYBaHHS  MPOTITOM
IOCIIKEHHS.




13. JocnimxyBaHul TiKapChbKUit
3aci0, crocid 3aCTOCyBaHHS,
cuna mii

Ilepioa sikyBaHHS (24 THKHI)

Corarepuent 0,3 MI/Kr MiJIIKIpHO TOYaTKOBa J03a 3
1TH0BOIO 7103010 0,7 MI/KT MiIIKIPHO KOXKHI 3 THXKHI;
Iepiox nmpoxosxkenHs (18 MicsiiB)

Cotateprent 0,7 MI/KT MAMKIPHO KOXHI 3 THXKHI.

Hassa J3 Cuia Yacrora |llasx Cxema/Ilepi | Buxopucran
JiKyBaHHS 034 A03yBaH |BBEJeHH |01 H3
HS L JIiKYBaHHS

Corarepue |Corarepue |0,3 Pazy3 Miguikip | Iepiox JocnikyBan
nT nT MI/KT THXHI Ha TiKYBaHHS: uii mpenapat

HOYaTKO iw’exuis |24 TikHI

Ba /1032 3 Tepion

LiIOBO MPOIOBKEHH

10 JI03010 s: 18 micsmi

0,7

MI/KT

14. TIpenapat nopiBHSHHS, 1034,
crocid 3aCTOCYBAaHHS, CHJIA Jii

He 3aCTOCOBY€ETHCA

15. CynyTHs Tepamis

Crannapr nikyBanss (CJI) ans nikyBanns JIAD (rpymna 1,
¢dynkumionansHui Kinac 111 3a kmacudikariero BeecBiTHROT
oprasizaiii oxoponu 310poB’st [BOO3]).

VY mnepiog mikyBanHs Tepanis CJI BimHocwiaca 10
koMmOiHoBaHoi Tepanii JIAI'. YuacHukH, SKI OTpUMYBaJIU
MOHOTEpamio, He Majd T[paBa OpaTH yd4acTb ¥y
nociikenHi. [IpoTsarom nepioay npoaoBKeHHs YHaCHUKU
I HaTJISIIOM JOCIIIIHUKA MOTJIM 3aMIHUTH, BUIAIUTH a00
ckoperyBatu 103y CJI npu noripmensi JIAI ta cymyTHix
JIKIB 3 JIOBTOTPUBAJIUM 3aCTOCYBAHHSIM.

16. Kpurepii ouinku
e()eKTUBHOCTI

Kapaianbna Mar”iTHO-pE30HaHCHA Tomorpadis;
pe3yabTaTi (I3MYHUX HABAHTAXKEHb,

00’eM mpaBoro muTyHouka npu ofHiil cucroni (RV SV),
KiHIeBwi cucronigauii 06’em RV (RV ESV), kinnesuit
niactomiuamii 06’em [ (RV EDV), dpakiiis Bukumy [T
(RV EF), cucromiunwmii ingexc I[THI (RV SVI) ra maca I[T11;
Jlereneswii cyquunui omip (JICO);

dapmakoKiHETHYHI TapaMeTpH (3pa3Kku CHPOBATKH)
6-XBUJIMHHA JUCTaHIlA X060 (6OMWD);

6iomapkepu @/ (NT-proBNP, ¢ynkiionansanii kimac 3a
BOO3);

KJIIHIYHE MOT1pUICHHS;

6iomapkepu, oB’si3aHi 3 JIAT;

reMOJIVHAMIYHI OIIIHKY;

0araTOKOMIIOHEHTHE MOKPALICHHS.

17. Kpurepii orinku 6e3mnexu

[To6iuni peakmii; cepiio3Hi MOOIYHI peakIlii Ta iHII
KIIIHIYHO 3HAYyIIi TOOIYHI peakiiii,

KJIIHIYHE JJabopaTOpHE 0OCTEIKCHHS;

MOKA3HHUKH KUTTEBO BAXIMUBUX (PYyHKIIH, Di3HuHMIA Orsi
Ta IHII CIOCTepE)KEHHS, TOB’s3aHI 3  OE3MEeKOI0
(eleKTpoKapiorpaMa, aHTUTIJIa JI0 JIKIB);

18. CratucTr4Hi METOIH

VYci ominku €(heKTUBHOCTI MPOBOAMIA 3 BUKOPUCTAHHIM
MOMYJISAII], M0 MiJJIATana OIIHIN, Ta MOMYJAIii MOBHOI
MHOXUHU 17151 aHami3y (FAS), skmo He BkazaHo iHIIE.
[Momynsimisi, 1m0 TiAnmsArana OIHIN, CKiIagamacs 3
YYaCHUKIB, sIKI 3aBEPIIMIIN TIEP101 JTIKYBaHHS Ta MPONIILIIN




OLIIHKY 3a JI0TIOMOT 010 1HBa3UBHOTO
Kap10OpeCTipaTOpHOTO HABAaHTAXKYBAJIHHOTO TECTYBAHHS
(1CPET) i kapaianpHOi MarHiTHO-pe30HaHCHOI ToMorpadii
yepe3 24 THxkHI. AHATI3H TOIYJISIIIT, IO MiIsraia OMiHIIi,
Oynu nepBuHHMMHU. FAS Britouana ycix y4acHHKIB, sIKi
Oynmu 3apeecTpoBaHi Ta OTPUMYBAJIM COTATEPIICTIT.
CraTUCTHUYHI aHaNi3M MaJId NEepeBaXHO OMUCOBUM
XapakTep, BPaXOBYIOUM pO3MIp MOyl Ta AU3aiiH
JOCITIDKEHHS 3 BIIKPUTOI0 €TUKETKOI. YCi 24-THKHEBI
aHaTi3M e()eKTHUBHOCTI MPOBOIMIIMCS HATIPUKIHII ITepioTy
(HIT), mo6 BpaxyBaTH KiTbKICTh BI3WTIB YYacCHHKIB, SIKi
noctpaxaanu Big nagaemii COVID-19. Bizut HII 6yB Ha
24-my TwxHi (nuka 9), panniii Bisur EOT abo Bizur
npotsaroM 12 TWxHIB mMKIy 9 18 YYacHHKIB, K1
MOCTPaXKIaJIH BiJl MAHAEMIi.

Jlsi KOHTpOJIIO 3arajbHOI YacTOTU MOMMWIJIOK l-ro Tumy
BUKOPUCTOBYBABCSI METOJ| BXIJHOTO KOHTPOJIO, TOOTO
CIIOYaTKy TepeBipsutacs TEpBUHHA  KIHIIEBA TOYKa
mikoBoro cmoxuBaHHS kucHio (VO2 max) mpu
onHOCTOpOHHbOMY anba = 0,10. Sxmo BoHa Oyna
3HAYyII0l0, TO BTOPUHHA KiHIEBA TOYKa, 00’€M NpaBoOro
nutyHouka (ITHI) npu oxuiit cuctoni (SV), nepeipsnacs
pu 0AHOCTOpoHHbOMY anbga = 0,10. Yci 3BefieHHs TaHuX
3 0e3IeKr MPOBOIMIINCS 3 BUKOPUCTAHHSM OIS IS
OIIHKK Oe3meku (TakoXX BIAOMOI SK MHOXKHHA aHali3zy
0e3rmekn), o CKIIaganacs 3 yCiX y4aCHHKIB, IKi OTpUMAaIH
xoya 6 1 mo3y mocmimxyBaHoro BTpyuyaHHs. [loGiuHi
peakuii (IIP) komyBammcs BIAMOBIMHO 10 MeETUYHOTO
CIIOBHHKA MJIsi PEryisTOpHOi HisnmpHOCTI Bepcii 25.0.
Tsoxkicte/inTeHcuBHICTH [1P omiHIOBanacs BiAMOBiAHO 10
3araJlbHUX KpUTEPiiB TEPMIHOJIOTIT OIIHKK TMOOIYHUX
peakuiii (CTCAE, Bepcis 4.0).

19. lemorpadivni mokasHUKU
JOCTIIKYBaHOT MOMYJISIi
(crats, BiK, paca, TOIIO)

3araabHuii cepenniii Bik (miama3on): 44,0 poku (Bix 21
1o 70 pokiB);

Cratn: 17 (81,0 %) xiHoxk, 4 (19,0 %) 4onoBikis;
Etniuna npunanexuicts: 15 (71,4 %) He icmaHOMOBHI
Yy JathuHoaMmepukanii, 6 (28,6 %) icmaHOMOBHI YU
JTATUHOAMEPHUKAHIIL;

Paca: 17 (81,0 %) npencTaBHHUKIB €BpONEOiAHOI pacH, 2
(9,5 %) mpencraBHuKM MoHTOJOimHOI pacu, 1 (4,8 %)
aMEepUKaHCHhKUH 1Hl1aHelb 00 KOPIHHUI KUTENb AJSICKH,
1 (4,8 %) xopinHMiA xuTens ['aBaliChKUX OCTPOBIB a00
IHITUX THXOOKEAHCHKUX OCTPOBIB.

20. Pe3ynbratu epeKTHBHOCTI

IIepBrHHA KiHIIEBA TOYKA €(DEKTUBHOCTI:

JlikyBanns cotarepuentoM mioc CJI cyTTeBo mokpariuio
cepende VO2 max BiJ MOYaTKOBOTO PiBHS HAINPUKIHII
nepiony (HII) (mepiox nikyBanus). Edext 36epiraBcs 1o
12 micAris.

BropuHHa KiHIeBa TOUYKa €(hEeKTUBHOCTI:

JlikyBanns corarepuentom miroc CJI:




- He mnokpamumio cepeaHii RV SV 3a pesynpratamm
KapAlaJbHOT MarHiTHO-PE30HAHCHO1 ToMorpadii
MOpPiBHSHO 3 mouaTkoBuM piBHeM HIT abo Ha 12-my micsi;
- TPU3BENO /0 CEPEeIHBOTO IOKPANICHHS MOPIBHIHO 3
MOYAaTKOBUM  PIBHEM e(eKTUBHOCTI BEHTHUIISILIT
(VE/VCO2), cepemnnoro JIET€HEBOIO apTepiabHOTO
tucky (mPAP), nereneBoro cyaunsoro omopy (JICO),
THCKy B mpaBomy mnepexacepai (RAP), xinneBoro
cuctomiynoro o0’emy IIIII (RV ESV), «xinuesoro
niacromigynoro o6’emy IIII (RV EDV), cucromiuHoro
inaexcy I (RV SVI), pi3uuii BMICTYy apTepioBEHO3HOTO
02 (Ca-v0O2), poboTu Ta macu I111I HIT Ta Ha 12-my micsii.
CepenHe  MOKpallleHHs ~— CEpLEBOro  1HAEKCY  BiJ
oYaTKoBOTO piBHA crioctepiranocs HII, ane ve Ha 12-my
MICSIl; CepeIHE TOKpAaIlleHHs MOPIBHSAHO 3 MOYaTKOBUM
piBHeM y ¢paxuii Bukumy [ (RV EF) cniocrepiranocs Ha
12-my Micsui, ane ne HIT;

- TIPU3BEJIO JI0 CEPETHBOTO MOKPAIICHHS BiJl TOYaTKOBOTO
piBHS 6 XBUIMHHOI AucTaHIii xoapou (60MWD) HIT ta 12-
MY MiCSIIIi;

- TOPU3BEJO /0 CEPEeIHBOrO IMOKPALICHHS MHOPIBHIHO 3
MOYaTKOBUM  piBHEM  N-TepMiHaIBHOTO  (parMeHra
IPOTOPMOHY MO3KOBOI'0 HaTpiyperuunoro nentuay (NT-
proBNP) HIT;

- OPU3BEJIO /0 CEPEeIHBbOrO IMOKPALICHHS MHOPIBHIHO 3
nouatkoBuM piBHeM DK 3a BOO3 Ha mouatky mepiomy
JIKYBaHHA 3 TPOJOBXKEHHSIM IIOKpAIlEHHS MpPOTAroM
nepioy MPOJOBKEHHS.

21. Pesynbratu 6e3nexu

V HaBeneHil Hmx4e TaOmUIl OE3MEKH IMOKa3aHO JaHl 3a
TIepioJ1 JTIKYBaHHS Ta TEPioJT POIOBKEHHS Pa3oM:

3aranpHe pe3roMe MHOXKHHH aHali3y 6e3neky MmobOidHnX peakiiit

ACE-011

KiJIbKIiCTh YY4aCHHUKIB 3 Oy/1b-KOIO (N=21)
n (%)

[Mo6iuHor0 peaxuieto 21(100,0)
ITo6iyHa peaxitisi, 1110 BUHUKIIA i yac jikyBauHs(ITPJT) 21(100,0)
ITPJI, noB’s3aHa 3 mpenapaTom 9(42.,9)
ITPJI, mo cranoButh ocobumsuii intepec (ITPJIOI) [1] 5(23,8)
ITPJI 3 crynenem >=3 [2] 4(19,0)
ITPJI, moB’s13aHa 3 npenaparom, 3 CTyneHem >=3 0(0,0)
Cepiiozua ITPJI (CITPJI) 5(23.8)
Cepiiozna ITPJI, moB’si3aHa 3 mpenapaTomMm 0(0,0)
ITPJI, 10 IpHU3BENO 0 HPUIHHEHH JIIKyBaHHS 1(4,8)
TTPJI, 110 IIpHU3BENO 10 NPUITHHEHHS YJacTi y JOCHiKeHH] 1(4,8)
TTPJI, 1o npu3BeNo 10 cMepTi 0(0,0)

TIPJI = mo6ivHi peaxiii, 1110 BUHUKAIOTH Ii/] Yac JTiKyBaHHSL.

CTCAE = 3arainbHi KpuTepil TepMiHOJIOTi OLiHKH MOOIYHUX PeaKliii.

N = KinbKicTb Cy6’€KTIiB y NOMyJSALii, n = KiBKICTB Cy0’€KTiB y KaTeropii. Bincotku
po3paxoBytoThest sk (n/N)*100.

TMoGiuHa peakilist, 10 BUHUKAE ITi]] Yac JIiKyBaHH, Ma€ JIaTy MIOYaTKy y MOMEHT a0o Imiciisl mepuroi
JI03M JTKyBaHHS Ta 10 8 THIKHIB BI3UTY HACTYITHOTO CIIOCTEPEKESHHS Ul KOHTPOITIO Oe3MeKH Mmicis
OCTaHHbO] 1031 JIIKyBaHHS.

[1] TIPOI: Busnauaetscs sik Oyap-siki [1P po3naniB GpepTuibHOCTI 3 aKIIEHTOM Ha IPUTHIYCHHS
OCT, neyinkoBy ToKcHuHicTh. CeplieBi ABHIIA, eMOOIYHI Ta TPOMOOTHYHI ABHILA,
TPOMOOLUTONEHIsI, ISHKOIEHis Ta HEUTPOTICHisI.

[2] OuiHeHo 3a 3araJlbHUMH KPUTEPiSIMU TepMiHoJIorii oninku Hebaxanux ssuil (CTCAE),
Bepcist 4.0.




22. BUCHOBOK (3aKJIFOUCHHS)

VY nopocnux yuacHukiB 13 JIAI (1 rpyna 3a BOO3, ©K III)
nikyBaHHs cotarepientom tuioc CJI mpotsrom mepiony
mikyBaHHS (24 TwkHI) Ta mepiogy mnpoaoBxkeHHS (18
MICSIIIIB):

EdexkTnBHicTSb:

- nokpaiye VO2 max NOpiBHSHO 3 TOYAaTKOBUM PIBHEM;

- He nokpartye RV SV nopiBHSHO 3 HOYaTKOBUM piBHEM 32
MPT cepus.

Takox crocTepirajaucs HacTyIHI KJIIOYOB1 pe3yJbTaTu
e(EeKTHUBHOCTI:

- pe3ynbraTi reMoauHamiku ta napametpis iCPET minx uac
¢izmunoro HaBaHTakeHHs: Haxwi VE/VCO2, mPAP,
JICO, RAP, ESV RV, EDV RV, SVI RV, Ca-vO2, po6ota
ta Maca [l mokpamumiaucs MOpPIBHSAHO 3 MOYAaTKOBUM
piBHEM;

- 6MWD, NT-proBNP 1 ®K 3a BOO3 mnoxpamunucs
MOPIBHSHO 3 TOYATKOBUM PiBHEM.

be3neka:

- JlikyBanus cotarepuentoM 1aoc CJI  3aranom
NIEPEHOCUTHCS 100pe.

3asBHUK (BJIACHUK
pPEeECTPAIITHOTO TTOCBITYCHHS)

(miamuc)

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