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 1V)

Clinical Trials Report Ne 13

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-Fatiguing 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 0oNo  If no, please justity

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, Open-Label, Dose Finding Study To Determine The
Safety and Tolerability of Sotatercept (ACE-011) in Adults With
Beta-Thalassemia.

Clinical trial code: ACE-011-B-THAL-001

6. Clinical trial phase

2a

7. Clinical trial period

from 10-Oct-2012 to 24-May-2022

8. Countries of clinical trial sites

France, United Kingdom, Italy and Greece

9. Number of subjects

scheduled: 85 subjects;
actual: 46 subjects

10. Objective and secondary goals of
clinical trial

Primary Objectives:

- To determine a safe, tolerable, and effective dose of sotatercept
in adult subjects with red blood cell (RBC) transfusion-dependent
(TD) B-thalassemia major (all subtypes) and intermedia, and non-
transfusiondependent (NTD) B-thalassemia intermedia.
Secondary Objectives:

- To assess the reduction in transfusion burden in TD
5 -thalassemia major and intermedia subjects;
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- To assess the hemoglobin (Hgb) level increase from baseline in
NTD £ -thalassemia intermedia subjects;

-To evaluate the safety profile of sotatercept in adult subjects with
RBC TD J3 -thalassemia major and intermedia, and NTD f-
thalassemia intermedia;

- To assess the pharmacokinetics (PK) of sotatercept in adult
subjects with RBC TD /3 -thalassemia major and intermedia, and
NTD pB-thalassemia intermedia;

- To assess the immunogenicity of sotatercept in adult subjects
with RBC TD S -thalassemia major and intermedia, and NTD f-
thalassemia intermedia.

11. Design of clinical trial

Phase 2A, open-label, dose-finding study to determine a safe and
tolerable dose of sotatercept in adults with RBC transfusion-
dependent B-thalassemia major (including all subtypes) and
intermedia, as well as in adults with NTD B-thalassemia
intermedia.

12. Main inclusion criteria

For transfusion-dependent (TD) subjects: iron chelation therapy
(ICT) and permanent transfusion dependency defined as:

- Requiring at least 2 packed RBC units/30 days for a minimum
of 168 days before enrolment;

- Non-transfusion free period of more than 45 days during the 168
days before enrolment;

- Mean prior transfusion Hgb < 10,5 g/dl for 168 days before
enrollment, and last Hgb pretransfusion < 10,5 g/dl before
enrolment.

For non-transfusion-dependent (NTD) subjects: non-transfusion
dependency defined as:

- Transfusion-free with the exception of < 1 episode of transfusion
in the period of a minimum of 168 days immediately preceding
enrolment.

13. Investigational medicinal product,
method of administration, strength

Sotatercept administered subcutaneously every 3 weeks at various
doses (0,1 mg/kg, 0,3 mg/kg, 0,5 mg/kg, 0,75 mg/kg, 1 mg/kg) for
a median (range) duration of 19,9 months (0,6, 1 11,1).

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

Not applicable

15. Concomitant therapy

The subject had ongoing medical history including bone pain,
anemia, hyperbilirubinemia, kell blood group positive, iron
overload, hypogonadism, leukocytosis, thrombocytosis, asthma,
tobacco user, abdominal pain, constipation, asthenia, diarrhea,
headache, transfusion reaction, bronchial obstruction, neck pain,
insomnia, osteopenia (femoral neck and lumbar), amenorrhea,
kyphosis, osteoporosis, hyperesthesia, and sciatica. Past medical
history included splenectomy (1972), chronic hepatitis C, device-
related  infection x4  (Port-A-Cath),  cholecystectomy,
hypersensitivity, asthmatic crisis, tonsillitis, urticaria, adrenal
insufficiency, tooth abscesses, radicular cyst, upper respiratory
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tract infection, bronchitis, conjunctivitis, herpes zoster, urinary
tract infections, and tooth infection.

Concomitant medications ongoing at baseline (Study Day 1)
included clonazepam (for bone pain), acetylsalicylic acid (ASA;
for bone pain), salbutamol, estradiol
valerate/medroxyprogesterone acetate (Divina), estradiol, folic
acid, vitamin B1/B6 (vitamines-B-Labaz), zinc gluconate, and
colecalciferol. The subject was also receiving iron chelation
therapy at study entry with deferiprone.

16. Efficacy evaluation criteria

Efficacy: Potential recommended dose (PRD) and recommended
dose (RD) were the primary endpoints.

Assessments of efficacy for the secondary endpoints: RBC
transfusion burden reduction, Hgb level increase from baseline,
serum sotatercept concentration, and anti-sotatercept antibody
concentration.

Other: Pharmacokinetics

17. Safety evaluation criteria

Safety: Treatment-emergent adverse events (TEAEs), including
TEAEs related to study treatment, treatmentemergent serious
adverse events (SAEs), TEAEs leading to discontinuation or dose
modification, and TEAEs of special interest. Additional endpoints
include deaths, clinical laboratory evaluations, and vital signs.

18. Statistical methods

Due to the early termination of the study and no enrollment of the
Expansion Cohort, the primary analyses to determine the RD and
the secondary analysis of quality of life change from baseline
were not conducted.

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

In the Safety Population, baseline demographics between the dose
levels appeared similar, however there were more subjects < 65
years of age when compared to those > 65 years of age, and more
subjects > 32 years of age when compared to those < 32 years of
age. Additionally, fewer TD subjects were enrolled compared
with NTD subjects.

- In the TD Safety Population, most subjects were male and had
beta-thalassemia major mutation versus betathalassemia
intermedia mutation;

- In the NTD Safety Population, most subjects were female and
all had beta-thalassemia intermedia mutation.
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0lmgkg 03mgkg 05mgkg 075mghkg lmghkg  Overall
N=8) (N=9) (N=8) (N=12) N=9) (N = 46)

Mean Age (years) 408 416 406 43.7 38.6 412
Transfusion Dependency
Status, a (%)
™ 2(25.0) 3(333) 2(25.0) 5(41.7) 4449 16 (348)
NTD 6(75.0) 6(66.7) 6(75.0) 7(583) 5(55.6) 30 (652)
B-thal Gene Mutation,
n (%)
Beta-Thalassemia 2(25.0) 1(1L1) 2(25.0) 3(25.0) 4(444) 12(26.1)
Major Mutation
Beta-Thalassemia 6(75.0) 8(88.9) 6(75.0) 9(750) 5(55.6) 34(73.9)
Intermedia Mutation
Sex, n (%)
Male 4(50.0) 5(55.6) 5(625) 4(333) 6 (66.7) 24(522)
Female 4(50.0) 4(444) 3(375) 8(66.7) 3(333) 22(47.8)
Race, n (%)
Asian 1(12.5) 0(0.0) 0(0.0) 2(16.7) 1(1L1) 487
White 7(87.5) 9 (100.0) 6(75.0) 10(83.3) 8(889) 40 (87.0)
Other 0(0.0) 0(0.0) 2(25.0) 0(0.0) 0(0.0) 2(43)

20. Efficacy results

Across all treatments in subjects who have RBC transfusion
burden reduction from baseline during treatment in the TD Safety
Population, 9 subjects (56,3 %) had > 25 % reduction, 6 subjects
(37.5 %) had > 33 % reduction, and 3 subjects (18,8 %) had
> 50 % reduction.

Across all treatments in the overall population, the majority of]
subjects (66,7 %) had a 12-week episode of > 1,0 g/dL mean
change from baseline in Hgb, and the majority of subjects
(56,7 %) had a 12-week episode of > 1,5 g/dL mean change from
baseline in Hgb.

- Across all treatments in NTD subjects, the majority of subjects
(56,7 %) had a 9-week episode of > 1,0 g/dL mean change from
baseline in Hgb;

- Across all treatments in NTD subjects, the majority of subjects
(50,0 %) had a 12-week episode of > 1,0 g/dL mean change from
baseline in Hgb.

In the Safety Population, 46 subjects were evaluated for antidrug
antibodies (ADAs). Across all treatment cohorts, the majority of]
subjects (93,5 %) were negative for ADAs. Only 3 subjects
(6,5 %) had occasional or repeated ADA positive finding: 1
subject (0,3 mg/kg) was ADA positive during 10 consecutive
measurements (from Dose 13 to Dose 22 inclusive) and
spontaneously reversible for all the next 7 consecutive
measurements, 2 subjects showed positive ADA at 0,75 mg/kg
with the following pattern: 1 subject was positive at Dose 2 only,
and 1 subject was positive from Dose 2 to Dose 4.

21. Safety results

Overall, occurrence of TEAEs was relatively equal across all
treatment groups in the Safety Population, with all subjects having
had at least one TEAE, 91,3 % having had at least one grade 2-4
TEAE, and 54,3 % having had at least one sotatercept-related
grade 2-4 TEAE.

In the overall Safety Population, the majority of subjects had
TEAE:s related to the System Organ Class (SOC) Musculoskeletal
and Connective Tissue Disorders (91,3 %), General Disorders and
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Administration Site Conditions (78,3 %), Infections and
Infestations (73,9 %), Nervous System Disorders (65,2 %),
Respiratory, Thoracic and Mediastinal Disorders (60,9 %), and
Gastrointestinal Disorders (58,7 %). The majority of these
subjects had TEAEs related to Preferred Terms arthralgia
(60,9 %), headache (54,3 %), and back pain (52,2 %).

32,6 % of subjects had at least one serious TEAE and serious
TEAEs related to sotatercept were seen in 5 subjects (10,9 %).
There were 13 subjects (28,3 %) with at least one TEAE leading
to sotatercept withdrawal and 18 subjects (39,1 %) leading to dose
interruption. The most common TEAE leading to sotatercept
withdrawal by SOC was Vascular Disorders (8,7 %).

The most common (> 5 %) serious TEAEs by SOC were
Infections and Infestations (8,7 %), Injury, Poisoning and
Procedural Complications (8,7 %), Blood and Lymphatic System
Disorders (6,5 %), and Musculoskeletal and Connective Tissue
Disorders (6.5 %).

Across all treatments in the Safety Population, the majority of]
subjects (95,7%) had at least one selected TEAE, with the
majority of subjects (91,3 %) having had bone pain.

No deaths were reported during this study.

22. Conclusion

Study ACE-011-B-THAL-001 met its primary endpoint of
defining a PRD for sotatercept when given in adult -thalassemia
subjects:

- PRD was defined at dose 1 mg/kg every 21 days for both NTDT
and TDT population;

- All subjects experienced AEs, that in 39,1 % of cases were grade
3 or higher; 28,3 % of subjects required permanent treatment
discontinuation due to AE. SAEs occurred in 34,7 % subjects and
often could be explained in the context of baseline condition and
comorbidities. No deaths occurred on study;

- Sotatercept treatment was overall well tolerated by the majority
of subjects, allowing a median treatment duration of almost 20
months across cohorts;

- Sotatercept treatment produced clinical response in
approximately half of TDT and NTDT subjects as shown by
transfusion interval and Hgb increase, respectively.

Applicant
(owner

of registration
certificate)

N \)

(Slgnz‘u'ure)

Audvey A EGan

(Full name)
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Honatok 30

10 TopsiKy npoBeiAeHHA eKCrepTH3H
peecTpauiiHuX MarepiaiiB Ha JiKapcbKi
3ac00H, L0 MOJAIOTHCA HA JEPKABHY
peecTpauiio (epepeecTpaLiie), a Takox
EKCMEepPTH3H MaTepiasiiB Mpo BHECEHHS
3MiH [10 peecTpauiliHux MaTepiatiB
npotsirom Jii peectpauliitnoro
MOCBIJYEHHS

(nmyHKT 4 posainy V)

3BIT

npo kiainiune Banpodyeanns Ne 13

1. Hasga nikapcbkoro 3aco0y (3a
HAABHOCTI - HOMEp peecTpalliiHOro
NOCBiI4eHHs)

Binpeseiip

2. 3as9BHHK

Mepk Lapn i Hoym [JTEA T'm6X, LlIgeiiuapis

. BupoOHuk

(V5]

- [Tareon Itanis C.n.A., ITanis;

- Eypodinc Jlankacrep Jladoparopis, JUIC, CILA;

- MC/ Iureprewnn TmMOX/MC]T Ipnanais (Kapioy),
Ipnaunis;

- Hysican I'mM6X, Himeuuuna;

- Mepk [apn i JToym B.B., Hinepnanau;

- Berrep ®apma-@epriryur 'm0X i Ko. KI', Himevunna
(JTanrenapren);

- Berrep ®@apma-®epriryar ['m6X i Ko. KI', Himeuunna
(PaBencOypr, WlyTtuenwrpacce 87);

- Berrep ®apma-Depriryur ['moX i Ko. KI', Himeuunna
(PaBencOypr. MoocsaiiceH 2);

- Berrep ®apma-Depriryur I'moX i Ko. KI', Himeuunna
(PaBencOypr, Xenbmyt-Berrep-1lTtpacce 10)

4. I'lpoeeneHi focimKeHHS:

B TaK  Hi AKILO Hi, 0OIpYHTYBATH

1) THn nikapcbkoro 3acody. 3a SKuM
NpoBOAH/IACS ad0 TJIAHYE€ThC
peecTpadlis

JlikapcbkHii 3aci0 3a MOBHUM J0CbE (aBTOHOMHE IOCBE).
Hoga aitoua pedoBHHa.

5. [ToBHa HazBa KJIHIYHOTO
BUNPOOYBaHHA, KOJOBAHUIT HOMEP
KJIIHIYHOr0 BUNPOOYBaHHS

Binkpure jpociimkenns dazu 2A 3 BUSHAYEHHAM 1034 1S
BU3HAUEHHA Oe3neKd Ta MEepPeHOCHMOCTI CcoTaTepuenty
(ACE-011) y nopociux, XBOpHX Ha OeTa-TanaceMito.
Koposauuii Homep kiiHiynoro BunpoOysanus: ACE-011-
B-THAL-001

6. daza KIiHiYHOro BUNIPOOYBaHHS

2a

7. [lepioa npoBeeHHs KITHIMHOIO
BHUINPoOYBaHHs

3 10 sxoBTHg 2012 poky no 24 tpaBus 2022 poky

8. Kpainu, 1e npoBoauiocs iiHidHe
BUIPOOYBaHHS

@panuis, Beauka bpuranis, Itanis ta I'peuis

9. KinbKicTb 0OCTIIKY BAHHX

sarsiaHoBaHa: 85 cy0 eKTiB;
(dakruyna: 46 cy0d’exTiB

10. MeTa Ta BTOpMHHI LTI KIiHIYHOTO
BHITPOOYBaHHS

[MepBuHHI Lini:
- BusnauuTtu 6e3neuHy, nepeHocHMY Ta edeKTHBHY 03y
coTarepuenTy y JIopoc/inx cy0’eKTiB 3 epHTPOLMTAPHOKD




Tpancdysiiino-3anexnoro (T3) B-Tanacemiero TsKKoro (Bei
MIiJTHUIIM) T4 HENPAMOrO THILY, @ TaKoXK HeTpaHcgys3liiHo-
zanexHo0 (HT3) f-ranaceMicto HENPSMOro Tuiy.
BropuHHi wii:

- OuiHMTH 3HHIKEHHA TpaHC(y3iHHOrO HABAHTAMEHHA Y
cy0’exTie 3 T3 f-rasiacemiclo TSIKKOrO Ta HEMPSMOIO THITY;
- OuiHuTH nigBuiuleHHs piBHs remornodiny (Hgb) Bia
BuxigHoro pisus y cy®'ekrie 3 HT3 P-ranacemicio
HEMPAMOTO THITY;

- Ouinuty npodine Oe3MeKkn cOTaTepuUenTy y A0POCIHX
cy6’ekTiB 3 epuTpounTaptoro 13 B-tanacemicto TSMKOro ta
Henpsamoro tury Ta HT3 B-TanaceMieto HENpAMoro THIY;

- Ouinuty  dapmakokidetuky (®K) corarepuenty vy
Jopocaux cy6’ekri 3 epurpountapHolo T3 B-ranacemii
TsKKOro Ta  Henmpamoro Ttumy Ta HT3  P-ranacemii
HEIIPAMOrO THIIY;

- OuiHHTH IMYHOTEHHICTh COTATEepLEnTy Y JOPOCIHX
cy0’ekTiB 3 epuTpounTapHoo T3 B-ranacemicto TAKKOro Ta
Hernpsmoro tuny ta HT3 B-ranaceMicio HENpSIMOro TUILY.

11. JIuzaiin KJ1iHiYHOTO BUNIPOOYBaHHS

Bigkpute gociimkenHs Gasu 2A, 3 BU3HAYEHHAM [103H 1714
BH3HAUSHHS Oe3rne4HoT Ta IepeHOCHMOT 031 coTaTepLENTy
Y A0POC/IHX 3 EPHTPOLIMTAPHOIO TPAHC)Y3IIHO-3AIEIKHOND
B-tanacemicro TsKKOro (BKIIOYMAKOYM BCl NIATHNM) Ta
HENpPAMOTO THIlY, & TAKOK y aopocaux 3 HT3 B-tanacemiero
HEMNPSIMOro THITY.

12. OcHOBHI KpuTepiT BKJIIOYCHHS

Hns TpaHchy2iiiHO-3a1eKHUX (T3) cy0 eKTiB:
xenarorepanis 3anizom (XT3) ta nocriiina tpancdysiiina
3aJ1e3KHICTh, BU3HaYeHa sK:

- Heobxigno mard woHaiiMeHiie 2 ynakoBaHi OJMHHMLI
epuTpounTopHOi Macu/30 AHIB npoTaroM woxakivmeHwe 168
JIHIB Mepesl 3apaxyBaHHAM Yy 10C/1KEHHS,

- [lepion BiacyTHOCTI mepesiMBaHHs KpoBi OLiblue 45 AHiB
npotarom 168 jHIB nepest 3apaxyBaHHAM y J10CIIKEHHS;

- Cepenniii piBeHb reMOrnodiHy A0 MepesiMBaHHA KpOBI
cranoBuB < 10,5 /i1 3a 168 nHiB 10 3apaxyBaHHA, a
OCTaHHill piBeHb reMoriofiHy [0 MepeliMBaHHs KpoBi
cTaHoBuB < 10,5 r/nn neped 3apaxyBaHHAM Y JL0C/TIKEHHS.
Jns HeTpaHcdy3iiiHO-3a1eIKHUX cyO’eKTiB:
HeTpaHc(y3iiiHa 2a1eKHICTE BU3HAYAETLCA AK:

- bes rTpancdyziil, 3a punATkOM < 1 enisony TpaHcdysii
nporarom moHaiiMene 168 aHiB, wo Ge3nocepeaHbo
rnepeayroTh 3apaxyBaHHIO.

13. Jlocaimsky BaHHi nikapcbkui 3acio,
cr1ociod 3acTocyBaHHs, cuia ail

CorarepuenT BBOAWIIM IMiIULIKIPHO KOMXKHI 3 TH/KHI B PI3HUX
nosax (0,1 mr/kr, 0,3 mr/kr, 0.5 mr/kr, 0,75 mr/kr, 1 mr/kr)
npoTarom Meianu (Aianazon) Tpusaiocti 19.9 micsaus (0.6,
111,1).

14. Tlpenapar nopiBHsHHA, /1034, Crocio
3aCTOCYBAHHS, cHa il

He 3acTocoByeTbes.

15. CynyTHs Teparnis

B Tpusanomy anamuesi y cy0’ckris Oynu Goni B KicTKax,
aHeMis, rinepOinipydinemis, kell-mosuTuBHMil cTaryc
KpOBi,  TEPEBAHTAKEHHS  3a1i30M,  TiNOFOHAIM3M,
NEHKOLHTO3, TPOMOOLIMTO3, ACTMa, TIOTIOHONAIHHSL, Do B
sKMBOTI, 3amop, acTeHis, Jjiaped, TrOJOBHHH  Oilb,
tpaHcdy3iiiHa peakilis, OpoHXialbHa 0OCTpyKLis, Oulb y




wui, Ge3coHHs, ocTeomneHis (LIMHKH CTErHOBOT KiCTKH Ta
MOMEPEKOBOro Bilily), ameHopes, Kidos, 0cTeonopos,
rinepectesis Ta iwiac. B aHamuesi: cruieHektomis (1972),
xpouiunuii renarut C, iHdekuis, noB’s13aHa 3 npucTpoem x4
(Port-A-Cath), XOJICUMCTEKTOM 1, rinepyyT/IMBICTb,
aCTMATHYHHI KPH3, TOH3WJIT, KPOMHB AHKA, HAAHHPKOBA
HeJOCTaTHICTB, adcuecH 3y0iB, KicTa KOpiHLA, iH(eKLis
BEPXHIX JIMXaJbHUX ULIAXiB, OPOHXIT, KOH IOHKTHMBIT,
onepizyBanbHUIT repriec, iHpeKii Ce4OBUBIAHNX LINAXIB Ta
indexkuis 3yOiB.

CynyTHi npernapatH, WO OpUHMAIHCA HA [OYAaTKOBOMY
eTani (AeHb J0CTiIKeHHs 1), BRIOYaIM KiIoHazenam (BiX
fonto B KicTKax), aueTHiacaninuioBy kuciory (ACK; Bin
oo B KicTKax), cannOyTamol, ecTpaaion
BaliepaT/MeAPOKCHIIPOrecTEPOHY aierar (iBiHa),
ecrpanion, dosieBy kucnory, Bitamin B1/B6 (Bitaminu B-
Jlaba3), IIFOKOHAT LMHKY Ta Kosiekaleuudepon. Ha Mmoment
BCTYNY B JOCTIJKeHHA CyO'€KTH TaKOk OTPHMYBAIH
XeJIaToTepaniio 3a1i30M pa3oM 3 aedepinpoHoM.

16. Kputepii ouinku edexTHBHOCTI

EdextusnicTs: [ToreHuifina pexomenjopana nosa (ITP1) ta
pekoMeHaoBaHa n03a (PJI) Oyjau nepBUHHUMH KiHLEBHMH
TOUYKAMH.

OuiHka epeKTHBHOCTI 32 BTOPHHHHMH KiHLIEBUMH TOUKAMH:
3MEHILIeHHA TpaHc(y3iiiHoro HABAHTAKEHHS Ha
epUTPOLMTAPHY Macy, 30inblueHHs piBHs Hgb nopisuaHO 3
BUXIJHHM  piBHEM, KOHLEHTpalis COTATEpUENTy B
CHPOBATI  KpOBI  Ta  KOHLUEHTpaLis  aHTUTIl  J10
coTaTepuenTy.

[Hwi; PapmaKkoKiHeTHKA

17. Kpurepii oLiHkH Oe3nexkH

Beaneka: [loGiuni peakuii, nos’s3aui 3 nikyBanusm ([TPJ1),
srurouarouu [1PJ1, nos’a3ani 3 101Ky BAHHM JTIKAPCBKUM
3acoboM, cepitosHi moOiuni  peakuii, nos’g3aHi 3
nikyBanusam (CITPIT), TTPJI. wo npu3BoAsTh /10 IMPHITHHEHHS
nikyBanus ado moaudikauii noszu, a rakox I[IPJI, wo
CTAHOB/IATL 0COOIMBHH iHTepec. JloJaTKOBI KIHLEB] TOYKH
BIJIIOYAIOTL  JIeTaTbHI  BHOAAKM, KJIiHiYHI fadoparopHi
OLIHKH Ta MOKA3HHUKH JKHTTE/1iIBHOCTI.

18. CraTucTHYHI METOAN

VY 3B'A3KYy 3 JOCTPOKOBHMM 3aBEpIICHHAM JIOCIIKEHHS Ta
BiICYTHICTIO HAOOPY B KOTOPTY PO3LIMPEHHS, NEePBUHHUH
ananis juis BusHaveHHs PJ] Ta BTOPMHHMH aHai3 3MiHH
AKOCTI KMTTS [OPIBHAHO 3 BHXiIHUM pIBHEM He
MPOBO/IHBCA.

19. IIemorpagiuHi NOKa3HHKH
JOCIKY BAaHOT nonynsuii (crars, BiK,
paca, TOLLO)

V nonysisiuii Oe3nekd BUXIAHI AemMorpadidHi NOKa3HUKH
MK pPIBHAMH /103 BHSBHIIMCS MNOAIOHMMHM, rpoTte OyJo
Oifnblle Y4acHUKIB BikoM < 65 pOKiB MOpIBHAHO 3
YUACHHKAMH BIKOM > 65 POKiB, a TAKOXK OUTbILE YYaCHHKIB
BiKOM > 32 pOKiB NOPIBHAHO 3 yYacHHWKaMH Bikom < 32
pokis. Kpim Toro, Oyno 3aiydeno menue cyd’exris 3 T3
rnopieHAHO 3 cyd exramu 3 HT3.

-V Tonynsauii 6esneku T3 OinbliicTs cy0’ekTiB Oynau
4OJI0BIKAMM 1 MAJTH MyTaLlito OeTa-TajaceMii TAKKOro THILY,
MOpIBHAHO 3 MyTalieio Oera-rajaceMii HENPAMOro THIY;




- ¥V Tonyasuii 6e3nekn HT3 Ginbluicts yuacHukis Oyiu
KIHKaMH, | BCi BOHM MaaM MyTalito Oera-Tanacemii
HEMPAMOTO THITY.

0,1 skt 0.3 su/kt 0.5 s 0,75 s /ma 1 s/wr Jaraaow

(N =8§) (N=9) N=8) N=12) (N=9) (N = 46)
! o . b 7 6 TE
Cepe il Bk (pokany e 10 40 4 8 L2
Crarye rpancsv ol
wreAROCIL 0 (%a)
I 2i25m sy 2258 54T LR R Y] 16 34%)
[l Gt 7y (750 7580 Si556) W ns2)
NID
Mytama rena B-thal. ne®a)
Oétomns sytats 2250 Luen 2250 V250 44 12426.1)
Gera-rameenni
6750 LR 6780 94750 $188 6, W73y
beta-tatasesna Crei) (ER. (T80 Y 15561 4 )
Iepaeniing uvtaing
Crare. n (%)
Yo tomn 450 $i556) 5(62.5) EAELRT BU66.T) 244522)
2 st 1(37.5 6,7 (TRER 23447
AR 4 (50 REEE T ( ) R (66,7} RER T 34T R)
Paca, n("a}
A\ i 1112.%) o nay 216 [FRINY] 48T
bin T3 3 (1M 6 (750 st iy K% 9) J0NT
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20. PezynbraTi e(peKTHBHOCTI

[Ticns Beix KypeiB JikyBaHHs y cyD'ekriB, AKi Maiu
3HMKEHHS TpaHcdy3iHHOro HABAHTAXKEHHS BiJ BHXIAHOTO
piBua nig 4ac sikysands B [lonmymsuii Gesnexu T3, 9
cy6’exTie (56,3 %) Masu 3HMKEHHS Ha > 25 %, 6 cy0 eKkTiB
(37,5 %)—na>33 % i3 cyd exru (18,8 %) —Ha> 50 %.

V saranpHiii nonyasiuii Beix rpymn aikyBaHHs OibLICThb
cy0’ekTiB (66.7 %) manu 12-TH:KHEBUH enizon cepeaHbol
amind piBHa Hgb > 1,0 r/mn Biag BuXigHoOro piBus, a
OinbicTh ¢yl ekTiB (56,7 %) manu 12-THkHEBHI enizon
cepeaHbOi 3Mminu piBHg Hgb > 1.5 r/an Bia BUXiAHOTO piBHA.
- Binswicts cy®’exrie HT3 (56,7 %) y Bcix rpynax
AIKYBaHHA MAJIH 9-THKHEBHI €Mi301 cepeIHbOT 3MiHH PIBHS
Hgb > 1.0 /a1 nopiBHSHO 3 MOYATKOBHM piBHEM;

- Binewicts cy®’exrie HT3 (50,0 %) y Bcix rpynax
NiKyBaHHA Main |2-TH;KHEBWIT eri3ol cepeHboi 3MiHH
piens Hgb > 1,0 1/t nopiBHAHO 3 0YAaTKOBHM PiBHEM,;

VYV Tlonynsuii Oesnekn y 46 ocid 0Oyno npoBeaeHo
TECTYBAHHS Ha HASBHICTB aHTHTIN 10 aHTuOioTHKIB (ADA).
B ycix rpynax nikyeanHst Oinbwictb cy®ckris (93,5 %)
Manau HeraTHBHI pe3ysibTati Ha ADA. Jluwe y 3 cy0’exris
(6,5 %) Oynu Bumaakosi abo MOBTOPHI MO3UTHBHI
pesysbtati Ha ADA: | ¢y ekt (0.3 MI/Kr) MaB 03HTHBHHUI
pesysbtat Ha ADA npotsarom 10 nociioBHHX BUMIPIOBaHb
(Bin gosu 13 10 10341 22 BIWIKOYHO) | CHIOHTAHHO 000POTHHI
NPOTIroM YCiX HACTYNHHUX 7 [MOC/iZI0BHUX BUMipIOBaHb, 2
cy0 eKTH MaH MO3UTHBHUI pe3ysbrar Ha ADA npu 103i
0,75 mr/kr 3a Takowo cxemoto: | cy0’ekT MaB Mo3UTHBHUIA
pe3yJibTar Jidie Ha 1031 2, i 1 cy®'eKT MaB NoO3UTHBHMHH
pe3yJIbTAT Bijl 1034 2 J10 10341 4.

21. Pesyabraru Ge3nexku

3arasiom, uacrora BuHWkHenHs [IPJI Oyna BiaHOCHO
OZIHAKOBOIO B YCIiX rpynax JikysaHus B [Tonyasuii 6e3nexu:
y Beix cy0 ekTiB crioctepirasacs woHakivexie oaxa HPJI,
y 91,3 % — wonaiimeHwe oana [TPJ1 2-4 ctynens ta'y 54.3
% — woHaiiMenwe ogna [1PJ1 2-4 crynexs, moe’s3aHa i3
3aCTOCYBaHHAM cortarepuenTy. Y saraubHili  nonynaauit




Oesnekn OimbuiicTs cy®’extie manu [IPJI, nos’szani 3
kiacom cucremunx opraniB (KCO) «[lopywenns 3 Goky
CKEJIETHO-M 430801 CHCTEMHM Ta CrOJIy4HOT TKaHUuHu» (91,3
%), «3aranbHi MOpPYLIEHHs Ta CTaH Ha AigHUI
zactocyBaHHs» (78,3 %), «lndekuii Ta inBasii» (73.9 %),
«Posnaau 3 Boky HeproroT cuctemMu» (65,2 %), «Posnaau 3
OOKy OpraiB JUXaHHs, IPYAHOT KIITKH Ta cepeJoCTIHHA»
(60,9 %) i «Po3naiu 3 00Ky UTYHKOBO-KHILIKOBOI'O TPAKTY»
(58.7 %). BinbwicTs 3 unx cyd’exrie Manu [1PJ1, nos’s3aHi
3 MepeBKHUMU TepMinamu: aprpairis (60,9 %), ronosHuii
Oine (54.3 %) ta 6inb y crimHi (52,2 %).

32,6 % yuacHHKIB MaH woHaliMenwie oaxe cepiiosue [TPJI,
a cepiosni  [IPJI, nor’a3aHi 13 3acTOCYBaHHAM
coTarepuenTy, criocrepirainues y 5 yuacHukie (10,9 %). ¥V
13 ocid (28,3 %) npunaiimui ogna TIPJI npuseena no
BiAMiHM corarepuenty, a y 18 oci6 (39.1 %) — no
nepepuBaHHsg Ipuiiomy npenapary. Haiimommnpeniwoio
[1PJ1, wo npu3soauia 1o Biaminm corartepuenty 3a KCO,
Oyau cy auHHI po3naam (8,7 %).

Hatinowmpenimumu (= 5 %) cepiiosuumu TTPJT 3a KCO
Oyau iHdekuil Ta iHBasil (8,7 %). TpaBMmu, OTpyEHHs Ta
npoueaypHi yexinaauenns (8.7 %), posnaan 3 60Ky Kposi Ta
JimcarnuHol cuctemu (6,5 %), poznaan 3 GOKy KiCTKOBO-
M’ A30BOT CUCTEMH Ta CTOAYUHOT TKaHUHH (0,5 %).

VYV Binswocti cy0’ekris (95.7%) Beix rpyn AiKyBaHHA Y
[Monyssuii Oe3nexu criocTepiraBesi UOHAMMeHIIe OHA
o6pana TIPJI, npuuomy y Oinbuiocti cyd’exri (91,3%)
criocTepirases Oib y KicTkax. [Tia 4ac Uboro A0ciazmeHHsA
He OvJ10 3ahikcOBAHO KOJAHOTO CMEPTEIBHOIO BUIIAJKY.

22. BHCHOBOK (3aK/II0HEHHA)

Y nocnijukenni ACE-011-B-THAL-001 ©yno mocsruyTto
MEPBHHHOT KIHLEBOT TOYKH — BH3HAUYEHHA MNOTEHUIHHOI
pazogoi jo3u (I1PJ]) nas corarepuenty y J0pociiux
cyO exTiB 3 P-rasaceMicto:

- [IP]] 6yno susHaueHo B 1031 | Mr/kr kowni 21 aeHb ans
nonynauii HT3 ta T3;

-V Bcix cyG’ektie crioctepiranuca [1P, axi y 39,1 %
BUMnaakis Oyiu 3-ro crynens ado Buue; 28.3 % cy6 exriB
noTpedyBaIH OCTATOYHOIO [PHITHHEHHS J1iKyBaHHS 4epes
[P. V 34,7 % cy6’exris criocrepiranucs CIIP, saki uacto
MOKHA OYJIO MOSCHUTH Y KOHTEKCTI BHUXIIHOIO CTaHy Ta
CYMyTHIX  3axBOpioBaHb.,  JletallkHUX  BHUNAJKIB Y
JIOCITiKEHHI He 0YI10;

- JlikyBaHHs cOTATEePUENTOM 3araioM J00pe nepeHocHI0cs
OinbuicTio cy0 eKTIiB, 3aBASKH YOMY cepelHs TPUBATICTh
JKyBaHHs cTaHoBuIa Makixe 20 MicsilliB y BCiX KOroprax;

- JliKkyBaHHS COTATEPUENITOM NPU3BENO [0  KIHHIYHOT
Bianosiai npudanzHo y nojoeuHH cyd exTis 3 T3 ta HT3,
Mpo WO CBITYMTH IHTepBal MDK TpaHcysiaMu  Ta
nigBuiieHHs pignst Hgb sinnosiano.

3a9BHHK (BJACHUK
peecTpaliifHOro rMocBiaYeHH)

(niarnuc)
Onpi A. Eran (Audrey A. Egan)
(IL1.B.)
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