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 5

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 Randomized, Double-Blind, Placebo-Controlled, Multiple -Dose,
Dose-Escalation Study to Evaluate the Safety, Tolerability and
Pharmacodynamics of ACE-011 (ActRIIA-IgG1) in Healthy
Postmenopausal Women

ActRIIA-IgG1l — human fusion protein consisting of extracellular
domain of activin receptor IIA (ActRIIA) linked to human IgG1 Fc
domain.

Clinical trial code: PO10

6. Clinical trial phase 1b
7. Clinical trial period from 7-Jan-2008 to 15-Aug-2008
8. Countries of clinical trial sites USA

9. Number of subjects

scheduled: 40 subjects, with the possibility of enrolling two additional
cohorts for a maximum of 60 subjects
actual: 31 subjects
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10. Objective and secondary goals of
clinical trial

1) To evaluate the safety and tolerability of multiple, escalating doses
of ACE-011 in healthy postmenopausal women.

2) To estimate the pharmacokinetic (PK) parameters of multiple,
escalating doses of ACE-011 administered subcutaneously.

3) To determine the effect of ACE-011 on bone mineral density
(BMD) and biochemical markers of bone formation and resorption.

11. Design of clinical trial

Randomized, double-blind, multiple dose, placebo-controlled

12. Main inclusion criteria

Healthy, postmenopausal women

method of administration, strength

13. Investigational medicinal product,

ACE-011 was administered as a subcutaneous injection. For subjects
enrolled in Cohort 1 (0,1 mg/kg), ACE-011 was diluted in 0,9%
normal saline. For subsequent cohorts, ACE-011 did not require
dilution. Dose levels planned included 0,1, 0,3, 1,0, and 2,0 mg/kg.
Subjects were to receive the study treatment on Days 1, 29, 57, and
85. Subjects were followed for 12 weeks (approximately 3 months)
following their last dose, although additional follow-up was
scheduled as needed according to the judgment of the Principal
Investigator and Medical Monitor.

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

Sterile normal saline (0.9% Sodium Chloride for Injection)

administered via subcutaneous injection at the same time points as
ACE-011.

15. Concomitant therapy

During screening and during the study, subjects were allowed to take
only stable doses of medications for chronic conditions that were not
specifically excluded by the protocol. The Investigator consulted the
Medical Monitor if there were any concerns about

what constituted a stable dose or a chronic condition. Concurrent
therapy with any new prescription medication during the course of the
study was discussed with the Investigator and Medical Monitor prior
to administration, unless appropriate medical care necessitated that
medication should begin before this consultation could occur.

16. Efficacy evaluation criteria

- Bone mineral density: dual energy X-ray absorptiometry (DXA)
scan of the lumbar spine and hip;

- Bone formation biomarkers: serum bone specific alkaline
phosphatase (BSAP) and procollagen type I N-terminal propeptide
(PINP);

- Bone resorption biomarkers: C-terminal type I collagen telopeptide
(CTX), serum tartrate resistant acid phosphatase isoform-5b
(TRACP-5b);

- Follicle stimulating hormone (FSH) and luteinizing hormone (LH).

17. Safety evaluation criteria

Adverse events (AEs), clinical laboratory tests (hematology,
chemistry, urinalysis), vital signs, electrocardiogram (ECG), physical
examinations, anti-drug antibody testing, endocrine function tests,
and adrenocorticotropic hormone (ACTH) stimulation testing.

18. Statistical methods

Demographics were presented using descriptive statistics (i.e., mean,
standard deviation, median, and range) for continuous variables and
number and percentage of categorical variables. Safety variables were
tabulated and presented for all subjects who received ACE-011 or
placebo. AEs were coded using the Medical Dictionary for
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Regulatory Activities (MedDRA) version 11.1. Incidence of]
treatment-emergent AEs was presented by overall decreasing
frequency of AEs, primary system organ class (SOC), severity, and
relationship to study drug. Exposure to study drug and reasons for
discontinuation of study treatment or placebo were tabulated. The
change from baseline in clinical laboratory parameters and vital signs
was summarized across time. Shift tables were presented for selected
laboratory and vital sign parameters. ECGs were summarized using
descriptive statistics and shift tables. Physical examination results
were presented in listings. PD data were summarized and compared
by dose group using descriptive statistics.

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

Demographics and Baseline Characteristics:

Treatment Group
Placebo | ACE-011 | ACE-011 | ACE-011 Total
01mgkg | 0.3mgkg | 1.0mgkg

Subjects enrolled 7 8 8 8 31
Age (yrs):
Mean 616 583 54.4 588 58.1
Standard deviation 1116 618 407 9.88 819
Mimmum, Macoum 49,77 49,67 49,61 49,81 49,81
Race (n. %)
American Indian/Alaska Native 0 0 0 0 0
Asian 1(143%) 2(25%) 2(25%) 1(12.5%) 6(19.4%)
Black or Afiican Amencan 1(143%) | 1(25%) | 1025%) | 2(25.0%) 5(16.1%)
Native Hawaian or Other Pacific 0 0 0 0 0
Islander 5(714%) | 5(625%) | S5(625%) | 5(62.5%) 20 (64.5%)
White/Cavcasian 0 0 0 0 0
Other
Postmenopausal Status® (n, %):
12 months of spontanecus amenorrhea 70100%) | 7(875%) | 6(75.0%) | 7(87.5%) 27 (87.1%)
6 months of spontanecus amenorrhea 0 1(12.5%) 0 0 1(3.2%)
with serum FSH levels >40 IUL
6 weeks postsurgical bilateral 0 0 0 1(12.5%) 1(3.2%)
oophorectomy with or without
bysterectonry
*In the 0 3 me’ke zoun. Subiects 0201 and 0208 did not meet the 1 fied defin of

20. Efficacy results

Dose-dependent mean decreases in FSH levels were observed
following administration of ACE-011; mean FSH levels increased
during the 8-week follow-up period but remained below baseline in
all dose groups. Of the bone biochemical markers measured, dose-
dependent increases occurred in the bone formation biomarker,
BSAP, and dose-dependent decreases occurred in the bone resorption
biomarker, CTX, during the dosing period following administration
of ACE-011. In addition, DXA scan results indicated a dose-
dependent increase in the BMD of the total hip from baseline to end
of study, with a significant and rapid increase of 2,4 % in the
1,0 mg/kg dose group, compared to a 0,7 % decrease in the placebo
group. BMD results for lumbar spine showed slight increases of]
0,4 % to 1,0 % from baseline to study end in all active treatment
groups, compared with a 0,5 % decrease in the placebo group.

21. Safety results

The maximum dose level achieved in this study was 1,0 mg/kg, with
increases in hemoglobin and hematocrit representing the dose limiting
effect of ACE-011 in healthy postmenopausal women. Study drug
administration was discontinued in all cohorts following
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hospitalization of one subject who experienced persistent and
progressive hypertension that was attributed to a rapid and significant
rise in hemoglobin levels approximately 1 week following her second
dose of 1,0 mg/kg ACE-011. Further dose escalation to the 2,0 mg/kg
dose level was suspended. All subjects were followed for at least 12
weeks following their last dose for a minimum of five visits (Weeks
1,2, 4, 8 and 12), and additional visits were scheduled, as required, at
the discretion of the Principal Investigator and the Medical Monitor.
ACE-011 demonstrated a rapid and clinically significant effect on
erythropoiesis with dose-dependent increases in mean hemoglobin,
hematocrit, and red blood cell (RBC) levels seen by Day 8 after the
first subcutaneous dose of ACE-011 and lasting for several weeks.
There was no indication of a concomitant stimulation of white cell or
platelet lineages as values for these parameters remained at
approximately baseline levels and within the expected range of
normal variations. The prolonged increases in hemoglobin over
several weeks with a further increase seen after repeated monthly
ACE-011 injections in some subjects suggests a specific and clinic
ally significant stimulation of the erythroid cell lincage. The level of
increase in hemoglobin varied among the ACE-011 dose groups, with
most of subjects in the 1,0 mg/kg ACE-011 dose group experiencing
AEs of elevated hemoglobin and elevated hematocrit. In addition,
three subjects in the 1,0 mg/kg group had therapeutic phlebotomies:
one subject who experienced a serious adverse event (SAE), and two
for prophylactic reduction of hemoglobin/hematocrit levels.

The most notable AEs were those related to increases in hematologic
laboratory measures in the 1,0 mg/kg dose group: hematocrit,
hemoglobin, and RBC count. AEs of increased hemoglobin and/or
hematocrit were reported for seven of the eight subjects in this dose
group. These events were reported as mild or moderate clevations; all
were considered probably related to study drug treatment. No
erythroid lineage AEs were reported in the 0,1 or 0,3 mg/kg treatment
groups.

A dose-dependent effect on blood pressure was also observed with
ACE-011 SC administration that appears to be a consequence of the
increases in hemoglobin. Increases were seen in all the active groups
in a dose-dependent fashion with onset in the early post injection
period after the first dose and lasting through Day 29. Additional
increases were observed after subsequent doses of ACE-011. AEs of]
hypertension were reported in three ACE-011 subjects, two of whom
had histories of hypertension.

Dose-dependent, not-clinically significant increases were observed in
mean alkaline phosphatase, alanine transaminase (ALT) and aspartate
transaminase (AST); none of the liver function test increases were
reported as an AE. There were no study drug-related clinically
significant changes from baseline in physical examinations, endocrine
function, ACTH stimulation testing, urinalysis, or ECG data.
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22. Conclusion

FSH, bone biomarker, and BMD results are consistent with activin
inhibition, demonstrating a pharmacodynamic effect of ACE-011 and
suggesting ACE-011 may be effective in treating bone loss associated
with various disease states. Safety data indicate ACE-011 is also
associated with pharmacologically relevant increases in hemoglobin,
hematocrit, and red blood cell (RBC) levels in healthy volunteers as
well as in a subject with a history of chronic anemia, most likely
secondary to iron deficiency, and may be a potential novel agent for
the treatment of patients with impaired erythropoiesis. Additional
studies will be required to further evaluate the effect ACE-011 has on
hematological parameters in patients with anemia.

Applicant
(owner

of registration
certificate)

- QL{L&B i/

(Signature)

Mudrey A EgQan

(Full name)




Honarok 30

Jo llopsiaky npoBeeHHs EKCIIEPTH3H
peecTpaliifHuX MaTepiaiB Ha JTiKapchKi
3aco0u, 110 MOJIAKTHCA Ha epKaBHY
peecTpauiio (epepeecTpauito), a TAKOIK
eKCIepTH3H MaTepialiB PO BHECEHHS
3MiH JI0 peecTpauifHUX MaTepialis
NpoTAroM Jii peectpalliiiHoro

MOCBi T4EHHS

(nyHxr 4 posginy V)

3BIT

npo kjainiane Banpodysanns Ne 5

1. Hazga nixapcskoro 3aco0y (3a
HAABHOCTI - HOMEp peecTpaliiiHoro
MOCBI4EHH)

Binpeseiip

2. 3aABHUK

Mepk [apn i Toym [TEA I'm0X, I1IBeiiuapis

3. Bupodnuk

- [Nareon Itania C.n.A., Itanis;

- Eypodinc Jlankactep Jladoparopis, JUIC, CLLA;

- MCJI Inteprewnn 'moX/MCJI Ipnannis (Kapnoy), [pnannis;
- Hygican I'm0X, Himeuunna;

- Mepk Wapn i Joym b.B., Hinepnanau;

- Berrep ®apma-®eprirynr I'm0X i Ko. KI, Himeu4una
(JTanrenapren);

- Berrep ®apma-Qepriryur 'm6X i Ko. KI', Himeuunna
(PasencOypr, LytueHwrpacce 87);

- Betrep ®apma-Oeptirynr I'MOX 1 Ko. KI, Himewuuna
(PaBencOypr, Moocgaiicen 2);

- Berrep ®apma-®epriryur I'm6X i Ko. KI', Himeuyuunna
(PaBencOypr, XeasmyT-Berrep-IlITpacce 10)

4. TlpoBeneHi nociKEeHHS:

mTak 0O Hi skwo Hi, obrpyHTYBaTH

1) Tun nikapceKoro 3acoQy, 3a SKUM
MPOBOAHIACH aDO IIAHYETLCH
peecTpallis

JlikapchbKuii 3aci0 32 MOBHUM J10Che (aBTOHOMHE J0che). HoBa
Jlilo4a peqyoBHHA.

5. [NoBHa Ha3Ba KJiHI4HOroO
BHNPOOYBAHHS, KOJOBAHHI HOMEP
KJIIHIYHOTO BUNIPOOYBaHHS

PanjiomizoBaHe, nozgiiiHe crine, ninauebo-KOHTPOIbLOBAHE,
0araTo/1030B¢ JOCTIKEHHS 3 MMIABUILCHHAM JI03H U1 OL[iHKH
Oe3neku, nepeHocHmocTi Ta (apmaxonunamiku ACE-011
(ActRIIA-IgGl) y 310poBHX KIHOK B IOCTMEHOMAY 31

AcCtRITA-IgGl — 3nuTuil OITOK JIHOAMHM, IO CKIJA€Thes 3
No3aKJITUHHOrO AoMeHy peuentopa aktusiny IIA (ActRIIA),
3’eqHaHoro 3 Fe-nomenom [gGl nmoguHu.

KopoBaHuit HoMep KliHi4YHOro BUnpodyeauns: PO10

6. Paza KiHiYHOro BUNPOOYBAHHS

1b

7. Tlepioa npoBeAeHHSA KITIHIYHOTO
BUIIPOOYBaHH

3 7 ciung 2008 poky no 15 cepnius 2008 poxy

8. Kpaiuu, ne nposoauiocs
KJIIHIYHE BUMPOOYBaHHS

CLIA




9. KifbKicTb JOCIiIKYBAHUX

sarutaHoBaHa: 40 cy0’ekTiB, 3 MOMKIHMBICTIO Habopy [JBOX
[IOJATKOBUX KOTOPT Uil MAKCHMManbHOT KinbkocTi 60 cyd’exTiB
daktuuna: 31 cyb’ekr

10. MeTa Ta BTOpUHHI i
KJ1iHIYHOTrO BUNPOOYBaHHS

1) Ouinutn Oe3neky Ta MNEPeHOCHMMICT OaratopazoBux
niaguwysansuux  go3 ACE-011 y  3g0poBux  KiHOK B
NOCTMEHOMAY3i.

2)  Ouinutn  dapmakokiHetnyHni  (®K)  napamerpu
OaratopasoBux, 3pocratounx 103 ACE-011, wo BeoaaTbcd
MiLKipHO.

3) Busnauutu BravB ACE-011 Ha MiHepanbHy LIIBHICTD
kictkoBol Tkanuuu (MLILUKT) Ta Oioximiuni Mapkepu
dopmyBaHHs i pe3opduii KicTKOROT TKaHHHMU.

11. Jdu3aiin K1iHi4HOTO
BUIIPOOYBaHHSA

PanpomizoBaHe, nojpiiiHe ciine, 0aratogo3oBe, Iauedo-
KOHTPOJILOBAHE

12. OcHOBHI KpHTEpIT BIUTIOYEHHS

300poBi KIHKH B MOCTMEHOTIAY 31

13. HocnigkyBaHui niKapcbKuit
3aci0, crocid 3acTocyBaHHs, CUIA
aif

ACE-011 Bpoaunu y Burnaii nigwkipuoi in’exuwil. Jlis
cy0’exrie, BrmodeHux go koroptv 1 (0,1 mr/kr) ACE-011
po3soaunu y 0.9 % dizionoriunomy posuuni. J{ng HacTynmHUX
koropt ACE-011 He norpeOyBaB po3BeieHHS. 3alllaHOBaHi
pieHi 103 Bronouanu 0,1, 0,3, 1,0 ta 2,0 mr/kr.

Cy0’ekTH OTpUMYBAJIH JIOCAIKyBaHe JiKyBaHHA Ha 1-i, 29-i,
57-it ta 85-i1 aHi. 3a y4acHMKAMHM criocTepiraiu rmpotsarom 12
THKHIB (Mpudan3Ho 3 Micsiui) micas npuiioMy 0CTaHHBOT J03H,
X044 3a HeoOXiHOCTI 3a PilUEHHAM FOJOBHOIO A0C/iAHHUKA Ta
MEIHYHOrO CrocTepiraya Oy/J10 3aniaHoBaHO 0JaTKOBE
CTIOCTEPEKEHHS.

14. Ilpenapar nopiBHSHHA, 1034,
crocid 3acTocyBaHHs, cuma i

CrepunbHuii (izionoriyanii posuun (0,9 % po3duH HATPiO
XJ0pUAY JUIs  iH’eKUiH) BBOAMTBCA LUIAXOM  OLAWIKIPpHOT
iH’exuii B Ti 3% Touku, o it ACE-011.

15. CynyTHs Tepartis

[1in yac CKpHMHIHTY Ta Mix Yac JOC/IUKEHHA cy0’exkTam OyJio
IO3BOJIEHO MpUHMATH JiMIIe CTadiibHi J03M  JiKIB  Ad
JIKYBAHHA XPOHIUHHX 3aXBOPIOBaHb, AKi He OY/M clelialbHO
BUKJIIOYCHI  pOTOKOJAOM. JIOC/IAHMK KOHCYJIbTYBaBCA 3
MEJIMUHUM [PalliBHHKOM, SKIIO BHHUKAH CYMHIBH L1010 TOTO,
IO BBOXKATH CTaOUILHOK /103010 a00 XPOHIYHWUM CTaHOM.
OpnnHovacHa Tepanist  OyAb-IKHM  HOBUM  PELENTYPHUM
npenaparoM IiJ 4ac JIOCHi/KeHHs oOropoproBaiaca 3
JOCTIIHUKOM Ta MEIWYHHM KOHCYJBTAHTOM [0 TOYaTKy
npuitomy, SKIO TIABKK BIJINMOBIHA MEAHYHA JIONOMOId He
BUMaraa, 1od npuioM rnpenapary po3rodascs /0 NpoBe/IeHHs
TAKOT KOHCYJIbTaLT.

16. Kpurepii ouinku edexkTHBHOCTI

- MiHepaJibHa LTBHICTh KICTKOBOT TKAHHHU: JIBOGHEPTreTHYHA
peHTreHiechKka abcopduiomerpis (DXA) nonepekororo Biaainy
xpeOra Ta cTerHa;

- Biomapkepu gopMmyBaHHsS KICTKOBOI TKAHMHM: CHPOBATKOBA
kicrkoBa crieuudiyna syxHa Qocdaraza (BSAP) ta N-
TepMiHanbHUI nponenTtHa npoxosareny | tuny (PINP);

- Biomapkepu kicTkoBoi pe3opouii: C-kiHUeBHH KojareHoBHH
tenonentu | Tuny (CTX), cupoBarkoBa TapTpaT-pe3sMCcTEHTHA
kucna tocdaraza izopopma-5b (TRACP-5b);

- @onikynoctumymotouuii ropmon (OCT) 1 nroTeiHizyouUi
ropmod (JIIN).

17. KpuTepil ouiHky 6e3nexu

[ToGiuni peakuii (I1P), knidiuni naboparopHi  aHanizu
(remarojioriuni,  XiMi4Hi.  aHaji3  cevi).  [OKa3HUKH




KUTTEAIANBLHOCTI, enekrpokapaiorpama (EKI), disukanbhi
00CTEHEHHS, TECTYBAHHA HA aHTHUTINIA [0 JliKapceKoro 3aco0y.
TECTH €HJAOKPUHHOT (YHKLIT Ta TECTYBaHHA HAa CTHMYJISALIIO
aipeHOKOpTHKOTpornHoro ropmony (AKTT).

18. CraTUCTHUHI METOAH

Jemorpadivyni gaHi Oynu npeiacTapieHi 3 BUKOPHCTAHHAM
OINMCOBOT CTATHCTHUKHU (TOOTO cepeaHe 3HAYCHHS, CTAaHJApTHE
BIAXMJIEHHS, Me/liaHa Ta Aiana3oH) 1s 6e3nepepBHUX 3MiHHHUX,
a4 TAKOXK KIIBKICTh Ta BiJICOTOK KaTeropialbHUX 3MIHHMX.
3miHni Oe3nexu Oyau 3BejeHi B TabAMLI i npejicTaBneHi s
BCix cy0'ekTti, gaki orpumyBann ACE-011 ado niauedo. I1P
KOAYBa/lM 3@ JIONOMOroK  MeAHYHOro  CJOBHMKA  J11s
perynatopHoi aissibHocti (MedDRA) Bepcii 11.1. Yacrtora
BUHHKHeHHS [IP, mnoB’s3aHMXx 3  JiKyBaHHAM, Oyja
npe/cTaBieHa 3araibHiM 3MeHweHHsM dactotu TP, kKiacom
ocHoBHOro cucremuoro oprany (KCO), TsaxKicTIO Ta 3B’ 43K0M
3 JIOCHIKYBaHHM  Jlikapeekum  3acoboMm.  Exkcnosuuis
AOCAKYBAHOTO  [penapaty Ta TPHYMHU  [IPUITHHEHHS
NiKyBaHHA J10C]IKYBaHHM MpenapatoM ado niauedo Oyiau
3aHeceHi B TAOIHLIO. 3MiHa KITTHIKO-/1a00paTOPHHX apameTpis
Ta TNOKA3HMKIB KHTTEMISIBHOCTI Bil BHUXiHOro piBHsA Oyna
niacyMoBaHa B yaci. J[ns OKpeMHX 1a00paTopHHX MOKa3HHKIB
Ta MOKA3HMKIB JKUTTEAIsIbHOCTI Oy/IM npeacTaBieHi Tadanui
scyBiB. EKI™ Oysin y3arajibHeHi 3 BMKOPHCTaHHAM OIMCOBOT
CTAaTHCTHKH Ta Tabnuub 3cyBy. Pesysbrati (izukalbHOro
obcTexenns OyJIH npeacTasaeHi y Bursai cnuckis. lani npo
®JI Oynu y3aralbHeHi Ta MOPIBHAHI 3a rpynaMu 03 3
BUKOPHCTAHHAM OIHCOBOT CTATHCTHKH.

19. Jemorpadhiuni nokasHHKH
JIOCTiIKYBaHOT 1onyJsLii (crars,
BiK, paca, TOLLO)

Jlemorpadiuni Ta 6a30Bi XapakTepUCTHKH:

T pyua aikynanim Beroto
Mraneio ACE-0E1 ACE-011 ACE-011
L1 vk 0.3 s Kt [ R
Japaxomam ewiokmn 7 [] 8 5 H
Tk (powis)
Cepeny sagenn olb s8.3 34 XN 3l
Cramapine 1in X 407 0NN LU
My 77 40 07 1 6l 19 s1 10 81
Paca (0. %)
AMCPHKABCERT LD KOPHITL ATTC L (i i} 1 0 [
Lickn
st 1 (14.3%) 2125%) 21425%) 1(12.5%) ERUE ]
Toprommaps ade adipoasiepkanin Lild 3% 14125%) F(12.5%) 2(251P) N ]
Ypoactin [ asaficbRIn ovTposis s 0 0 0 o 0
WIS KPain | HXO0Kealicuint o perony 50714 5i02.5%) §i62 5% S8 0104 S0
huon o cnpoteiin (i 0 1 0 ]
T
Tlovrsienonay s it crary® (n, "o
12 suHIUS CTRuEnanon ascitopa 7 (1M ) 787 5%, G750 T (K7, 4%) 0
O AR CTONTAITTION ANETIOPRT § PIRIEY " F(125%) 1 1] 1]
sipopatkosoro (PCE 40 MO
O TIERIIR IS Py " 1) 0" 1U125%) 1{33=a)
TG TPt iithan oofope kT 1
Ficiepenivie 1 Hel

N rpare 0 8 ar &y e srs 0201 130 ZOK Be BTN LT8G ENCH Y TTN TR PO B SR e TACTONAL W

20. PeaynbTati eheKTHBHOCTI

[Micns Beemennss ACE-011 cnocrepiranocs 10303a1€iHe
cepeare 3HmkeHHs piBua DCI; cepeaniii pisens ©OCL
Mi/IBU11ly BABCS MPOTArOM 8-THIKHEBOTO nepiony
CMIOCTEPEIKEHHS, ale 3a/THIIABCS HIDKYMM 33 BUXiJAHUI piBeHb
y BCIX rpynax /103. 3 6i0XIMIYHHX MapKepiB KICTKOBOT TKAHUHH,
O BUMIpIOBAIHCA, [0303a/1eKHe MiABHILEHHS Bi10YBasoCs
s Oiomapkepa dopmyBaHHs KictkoBoi Tkanunu, BSAP. i
J0303a/1esKHe 3HUIKEHHS — /I Biomapkepa pe3opOuii KicTkosol
tkanunu, CTX, nporarom nepiogy A03YBaHHA  Michs
sactocyBanus ACE-011. Kpim Ttoro., pesyabrath DXA-
CKaHyBaHHS [0Kazaiu Jlo303anexHe 30inbwenns MILKT

CTErHa Bijl IOYATKOBOTO PIBHA JIO KiHUS JIOC/I/UKEHHS 3i




3HAYHUM | IBHAKHM 30ibeHHaM Ha 2,4 % y rpymi 1,0 mr/kr,
nopiBHAHO 3i 3HWkeHHaM Ha 0.7 % y rpyni nuauedo.
Pesynwratn MUIKT nonepexkoBoro Biaaimy xpedra noxazanu
HesHauHe 30inbenHs Bin 0,4 % 10 1,0 % Bia BUXiAHOrO piBHA
100 KiHLS JOCHi3KEHHS B YCIX Ipynax akTHBHOrO JIIKYBaHHA
MOpPIiBHAHO 31 3HMKeHHAM Ha 0.5 % y rpyni nuanedo.

21. PesysbraTi Ge3nexu

MakcuManbHUil  piBeHb  [03M, JOCATHYTHH Yy  LIOMY
IOCIIDKEHH], cTaHoBHB 1,0 MI/Kr, MpH UbOMY MIABHILEHHS
piBHA remMoryodiHy Ta remMatokpury BijoOpakano edexrt
oomexenns  ao3u ACE-011 y  300poBHX  KIHOK Y
MOCTMEHOMAY 3aILHOMY nepiozi. 3acTocyBaHHs
JIOCITi 7Ky BAaHOTO Npenaparty OyJ10 MPHITHHEHO B YCIX KOropTax
nicis  rocritanizauii  0JHOr0  y4acHWka, |y  AKOro
cnocTepiranacs  CTifika Ta nporpecyloya  aprepiajibHa
rineprexsis, u Oyia nop’s3aHa 31 WBHAKHM Ta 3HAYHUM
MiZBHLIEHHAM PiBHS reMOrIo0iHy NpUOIH3HO Yepes | THIKIAEHb
nicas npuiomy apyroi o3 1,0 mr/kr ACE-011. INomanbuie
MiABMILEHHS 103H 10 piBHs 2,0 Mr/kr Oys10 Mpu3ynuHEHo. 3a
BeiMa cy0’ektamu crioctepiraii npotsaroM 12 THKHIB micis
MPUIHOMY OCTAHHLOT JIO3M MPOTArOM IlOHaliMeHie 1'ATH
Bi3uTiB (1-i, 2-ii, 4-i, 8- Ta 12-i THKHI), a 104aTKOBI BI3HTH
npu3Hauaiucs 3a  HEOOXIHOCTI Ha  Po3Cy/]  TOJIOBHOIO
JIOC/IIIHUKA Ta MEIMYHOrO crocTepiraya.

ACE-011 npojeMOHCTpYBaB WBHAKHIL Ta KIIHIYHO 3HAUY LU
BIVIMB HA EPUTPONOE3 3  JI0303AJICHKHUM  IiBHLICHHAM
CepPeHBOro PiBHSA FeMOIIO0IHY, reMaTOKPHTY Ta €PUTPOLIMTIE,
o crnoctepiraiocs Ha 8-i AeHb MiC/s BBEACHHA NEPLIOT
niamkipuoi no3u ACE-011 Ta TpHBAIO MPOTArOM JEKIILKOX
TwkHiB. He Oy10 #OAHMX O3HAK CYMYTHBOT CTHMYJsUIT
nefikountapHoi  ado  TPOMOOUMTAPHOT JIAHKH,  OCKIJIBKH
3HAYEHHA LMX [apaMeTpiB  3alHIiaiucs NpHOJIH3HO  Ha
BUXiZHOMY PpiBHI Ta B Mekax OYIKyBaHOro [ianasoHy
HOPMAJILHUX KOJIMBaHb. TpHBaie MiABUUICHHS TEMOTI00IHY
MPOTATOM JIEKUTBKOX THIKHIB 3 TMOJATbIIAM  MiBHILEHHAM
rmicas noBropHuX womicsunux in'exkuiii ACE-011 y pesxux
cy0’€KTiB CBIA4YMTH MpO creuudiuHy i KIHIYHO 3HAYYLLY
CTHUMYJIALLIKO €PUTPOIHOrO Py KI1iTHH. PiBeHb MiBUILEHHS
remor00iHy BapitoBag Mixk rpynamu 103 ACE-011, npudomy
y Oinpwocti cy®'exrie y rpyni 1.0 wmr/kr ACE-OT1
criocrepiraames TIP3 migeumennm  remorsiodiHom i
niBMIEHNM rematokpuTtoM. Kpim Toro, Tppom cyO’ekTam y
rpyni 1,0 Mr/kr Gy/10 npoBe/ieHO TepaneBTHYHY (edoToMit0:
ofHOMY CcYO'eKTY — y 3B'A3KY 3 CepHO3HOK MOOI4HOIO
peakuicio (CIIP), a aBoM — 3 MeTOW NpodiIaKTHYHOIO
3IHHKEHHSA PIBHA remMorjio0iHy/TeMaToKpUTY.

Haiinomitniwi IIP  Oyau  nop’s3ani 3 MiABHILEHHAM
reMaTooriuHuX J1abOpaTOpHUX TOKAa3HUKIB y TIpyni 03
1.0 MI/KI:  reMartokpury,  reMoriobiHy Ta  KiJIbKOCTI
epurpountie.  Tlosigomnsnocs  npo [P,  nop’ssani 3
Mi/BUUIEHHAM reMoryio0iHy Ta/abo reMaTtoKpuTy, y CeMH 3
BocbMH ¢yO'exktiB y wuiii rpyni o3, Lli aBuwa  Oyam
3apeecTpoBaHi sk Jierki abo noMipHi MiBHILEHHA; BCi BOHH
BBAJKAJAMCA  HMOBIDHO  [MOB’A3@8HMMH 3 JIIKYBaHHAM




JociKyBaHUM nipenaparom. Y rpynax nikyeauus 0,1 abo
0,3 Mr/kr He noBigomAnocs rpo koaui [P eputpoinHol niHii.
Jlozosanexuuii  BIUIMB  HA  apTepialbHUR  THCK  TakowxK
criocrepiraBes  npu  n/ur  3actocyBanHi  ACE-011, o,
MMOBIpHO, € HAacHiAKOM [iJBHLUEHHS PIBHA FemMorjoliHy.
[TigBHLIEHHST CcriocTepirajiocs B YCiX aKTHBHHX rpynax y
J0o303adeHHIH  Gopmi 3 noyaTKoM Y PAHHBOMY
nicnsin’exuifinomy nepioai nicss nepioi A03M i TPHBAKO 10
29-ro aus. JlopaTkoBi niABMILEHHS criocTepiranuca micns
BeeseHHs HactynHux 103 ACE-011. [losigomisanocs mnpo
BUNAIKK apTepiajibHOl rinepreHsii y Tpbox cyO'ekTiB, sKi
orpumyBain  ACE-011, 1Boe 3 AKMX Mantu aprepialbHy
rifnepTeH3ilo B aHaMHE3.

Criocrepirajiocst  [0303a7eKHe,  HEKJAIHIMHO — 3HauyLle
MiABMLIEHHS CePeHIX MOKasHMKIB Jy:kHoOi  docdarasH,
anaHiHaminorpancdepasu (AJIT) Ta
acniapratamidorpancdepasu (ACT); npo KoaHE 3 MiJBHIIEHD
MOKA3HUKIB Ne4iHKOBUX pod He nosigomisiocst sk npo TP,
He cnocrepirajiocss KIHIYHO 3HAYYLIMX 3MiH, [0B’A3aHUX 3
NpUAOMOM  JIOC//KYBAHOTO  Mperiapary, MNOPIBHAHO 3
BUXIAHHUM PpiBHEM, Y JaHUX OIi3HKATbHOrO OOCTEKEHHS,
eHJIOKPHHHOT (yHkuil, crumyiauii AKTL, ananizax ceui ado
EKI.

22. BHCHOBOK (3aK/IFOYEHHS)

Pesynsratn OCIT, Giomapkepie kicTkoBoi TkauuHu Ta MILKT
Y3rOLKYIOTECS 3 IHFIOYBaHHAM aKTHBIHY. JAE€MOHCTPYIOUH
bapmakouHamivnuit edext ACE-011 Ta npunyckarouu, o
ACE-011 moxe Oytu edeKTHBHMM Y JIKYBaHHI BTpaTu
KICTKOBOT MacH, MoB’g93aHOT 3 PI3HUMH CTAHAMH 3aXBOPIOBAHHS.
Jani 3 0Oesnexku BraszytwoTh Ha Te, wo ACE-0I1 Taxkox
acouiloeTbes 3 (hApPMAaKoJIOriYHO 3HAUYLLHMM  MiABHLILEHHAM
piBHA reMOrno0iHy, FeMaTOKPHTY Ta EPHTPOLMTIB Y 30POBHX
J00pOBOJILLIB, & TAKOXK Y CYO €KTIB 3 XPOHIHYHOI AHEMIECIO B
aHaMHe3i, HailiMOBIpHille, BTOPHHHOK BHACNIOK Ae(IiUHTy
3aimiza, 1 Moke OYTM MOTEHIIHHUM HOBHM 3aco00M s
NikyBaHHs Ccy0’eKTiB 3 nNOpylWeHHsIM epuTponoesy. Jlis
nopanbwoi  ouinku BBy  ACE-011 na remarosoridumi
NOKA3HHUKH Y cy0 €KTIB 3 aHeMiero OyayTh NoTpidHI 101aTKOBI
JIOCIILIKEHHS.

3asBHHK (BJACHHK
peecTpaLliiiHoOro nocBi4eHHs)

(rigrnuc)

Onapi A. Erad (Audrey A. Egan)
(I. 1. B.)
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