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 4

1. Name of medicinal product (if ~ |Winrevair

available - number of registration

certificate):

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

which registration was done or |active substance.
planned
5. Full name of clinical trial, A Single-Center, Randomized, Double-Blind, Placebo Controlled,
clinical trial code Single-Dose, Dose-Escalation Study to Evaluate the Safety, Tolerability,

Pharmacokinetics, and Effects on Bone Biomarkers of ACE-011
(ActRIIA-IgG1) Administered to Healthy, Postmenopausal Volunteers.
Clinical trial code: P009

6. Clinical trial phase 1

7. Clinical trial period from 8-May-2006 to 6-April-2007

8. Countries of clinical trial sites USA

9. Number of subjects scheduled: 48-60 healthy volunteers
actual: 48 subjects enrolled and treated

10. Objective and secondary goals |Primary objective:

of clinical trial To evaluate the safety and tolerability of ACE-011 in healthy,
postmenopausal women.
Secondary objectives:
1) To estimate the pharmacokinetic (PK) parameters of single, escalating
dose levels of ACE-011 administered to healthy, postmenopausal women.
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2) To determine the bioavailability of intravenous (IV) and subcutaneous
(SC) ACE-011.

3) To determine the effect of single, escalating dose levels of ACE-011
on bone biomarkers when administered to healthy, postmenopausal
women.

11. Design of clinical trial

This was a single-center, randomized, double-blind, placebo-controlled,
single-dose, dose-escalation study to evaluate the safety and tolerability
of ACE-011 in healthy, postmenopausal female volunteers. Eight cohorts
of six subjects were dosed. Each cohort was randomized to receive either
ACE-011 (five subjects) or placebo (one subject).

12. Main inclusion criteria

Healthy, postmenopausal woman, 45-80 years old, 12 months of
spontaneous amenorrhea, OR 6 months of spontaneous amenorrhea with
serum follicle stimulating hormone (FSH) levels > 40 IU/L, OR 6 weeks
postsurgical bilateral oophorectomy with or without hysterectomy.
Subjects had to have had a body weight > 50 kg and < 100 kg.

13. Investigational medicinal
product, method of administration,
strength

ACE-011 was diluted in normal saline (0.9 % Sodium Chloride for
Injection) and administered as an IV infusion (over approximately 1 hour)
or an SC injection on Day 1. Dose levels included 0.01, 0.03, 0.1, 0.3, 1.0,
and 3.0 mg/kg IV and 0.03 and 0.1 mg/kg subcutaneous.

Subjects received the study treatment once on Day 1 as an IV infusion
(over approximately 1 hour) or as a subcutaneous injection. Subjects were
followed for up to 4 months.

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

Sterile normal saline (0.9% Sodium Chloride for Injection) administered

as an [V infusion (over approximately 1 hour) or an SC injection on Day
1.

15. Concomitant therapy

Subjects  were  prohibited  from  receiving the  following
treatments/medications prior to enrollment in this study:

- Fluoride therapy for more than 3 months during the previous 2 years;

- Systemic glucocorticoid therapy for more than 1 month within the past
year;

- Any of the following drugs within 6 months of study entry: estrogen,
androgen, anabolic steroids, calcitonin, teriparatide, bisphosphonates, or
other bone-active drugs (e.g., selective estrogen receptor modulators);

- Another investigational drug, investigational device, or approved
therapy for investigational use within 3 months prior to dosing.

At screening and during the study, subjects were not allowed to take any
medication except for stable doses of the following: acetaminophen,
NSAIDs, anti-hypertensives for uncomplicated hypertension, anti-
hyperlipidemics, calcium supplements, multivitamins, and anti-
depressants.

Concurrent therapy with any medication during the course of the study
including both prescription and nonprescription drugs was to be discussed
with the Investigator and Medical Monitor prior to administration, unless
appropriate medical care necessitated that medication begin before the
Medical Monitor could be consulted.

16. Efficacy evaluation criteria

Pharmacodynamics:
- FSH;




- Bone formation biomarkers: serum intact procollagen type I N terminal
propeptide (PINP), total osteocalcin, bone specific alkaline phosphatase
(BSAP), procollagen type I C terminal propeptide (P1CP);

- Bone resorption biomarkers: serum C-terminal type 1 collagen
telopeptide (CTX), serum tartrate-resistant acid phosphatase isoform-5b
(TRACP-5b);

- Bone mineral density (BMD) was evaluated in the highest IV dose
groups (0.3, 1.0, and 3.0 mg/kg IV).

Pharmacokinetics:

- Area under the serum ACE-011 concentration curve (AUC);

- Peak serum concentration (Cmax);

- Time to peak serum concentration (Tmax);
- Elimination half-life (t2);

- Clearance (CL);

- Volume of distribution (Vz);

- Bioavailability.

17. Safety evaluation criteria

- Adverse events (AEs);

- Laboratory tests;

- Physical examinations;

- Vital signs;

- Electrocardiogram (ECG);

- Anti-drug antibody/neutralizing antibody testing;

- Endocrine function testing;

- Adrenocorticotropic hormone (ACTH) stimulation test.

18. Statistical methods

Data for ACE-011 were grouped by dose level. Data for all placebo
subjects, regardless of dosing cohort, were treated as one group. Exposure
to study drug and reasons for discontinuation of

study treatment were tabulated, and demographics were presented using
descriptive statistics.

Safety variables were tabulated and presented for all subjects who
received study drug. AEs were coded using the Medical Dictionary for
Regulatory Activities (MedDRA) Version 8.1. Incidence of treatment-
emergent AEs was presented by system organ class (SOC) and preferred
term (PT). AEs were presented by severity and relationship to study drug.
Clinical laboratory parameters and vital signs were summarized
descriptively over time by treatment group, as well as changes from
baseline. Normal range shift tables were also presented. ECG parameters
were summarized descriptively over time, as well as changes from
baseline. A shift table indicating shifts from normal to abnormal over time
as well as clinical significance was also tabulated for ECGs. Physical
exam findings at baseline were summarized by body system and treatment
group. Shift tables (normal/abnormal) were tabulated for Day 2 and Day
120. Baseline values for cortisol (pre and post injection) were summarized
descriptively, as well as changes from baseline. Subjects with abnormal
ACTH stimulation test results were listed.

Pharmacodynamic (PD) data were tabulated and presented for subjects
receiving ACE-011 and having at least one post dosing measurement.
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FSH, bone biomarkers, and bone mineral density values were summarized
descriptively at baseline and over time, as well as changes from baseline.
Mean levels, mean change from baseline, and individual subject values
were graphed over time to
assess treatment effect and dose response. Anti-drug antibody data were
presented in data listings. Individual subject plasma concentrations,
uncorrected and corrected for predose concentrations, actual blood
sampling time, and PK parameters were listed by route of administration,
dose, and treatment. Corrected plasma concentrations and PK parameters
were summarized by route of administration and dose using descriptive
statistics. Graphs of individual subject and mean plasma concentrations
versus time were displayed on linear and semi-logarithmic axes.

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

All subjects were postmenopausal females between the ages of 49 and 79
years inclusive. There was no notable difference between the treated and
placebo groups.

Demographics and Baseline Characteristics

ACE011 Placebo
0.01mgkg | 0.03mghg | O.imghg | 03mgkg | 1.0mgkg | 3.0mghg | 003mgkg | 0.1 mgkg
w w w v w L SC SC

Subjects enrolled Ne§. N=5 Ne=S Ne5 N=5 Ne§ N=§ N5 N=8
Age (yrs)
L ©s as 62 60 612 558 6 0 e
Siartard dovisfon 68 128 8 608 sz 298 42 957 [F3
M, Sk ss10 5178 w78 sar 5367 5359 ears 215 4987
Gender (n, %)
Femaie S000%) | sioo%) | sgoow) | s(oo%) | speow | sqoow | oseioow) | 5(100%) 8(100%)
Race (n. %)
American IndianiAlaska Nalve [ 0 0 0 [ 0 0 [] 1(13%)
Asan 24%) 120 | dweow | aeew | 200 [} peow) | 260w 32e%)
Black or Alrican American (] [ 1020%) ° [ ] ] 0 0
Natve Hawaan or Other Paciic istander L} ° o ° o 240%) ] 0 o
Caucasian 2(40%) 3(60%) 120%) 100% | 3(e0%) 3(80%) 1(20%) 3(60%) 3(38%)
Other 1020%) 120%) o Q 0 0 1(20%) 0 113%)
Postmenopausal Status. (n, %)
12 months of spontanecus amenornhea 5 (100%) 480%) 4(60%) 4 (80%) S (100%) 4 (80%) 4 (80%) 5 (100%) 8(100%)
£ Months of SPONtANSOLS amenorhea with 1@0%) 120%)
serum FSH levels 40 IUA
;;'::‘:‘"‘“""‘"WW 120%) 1020%) 1(20%)

20. Efficacy results

The following ACE-011 pharmacokinetic conclusions were made:
- The pharmacokinetic profile of ACE-011 was linear following single IV
doses of 0.01 to 3.0 mg/kg and single SC doses of 0.03 and 0.1 mg/kg;

- In the IV dose range of ACE-011 from 0.1 through 3.0 mg/kg, the mean
CL ranged from 0.092 to 0.128 mL/h/kg, the mean Vz ranged from 73.7
to 110 L/kg, and the mean t% ranged from 23.7 to 31.8 days, with no
apparent dependence on dose;

- Following single-dose SC administration of 0.03 and 0.1 mg/kg of ACE-
011, the mean t'» was approximately 30 days, with no apparent
dependence on dose;

- ACE-011 was completely absorbed following single-dose SC
administration of 0.03 and 0.1 mg/kg of ACE-011.

21. Safety results

Safety was assessed after single ACE-011 doses of 0.01 mg/kg 1V, 0.03
mg/kg IV, 0.1 mg/kg IV, 0.3 mg/kg IV, 1.0 mg/kg IV, 3.0 mg/kg IV, 0.03
mg/kg SC, 0.1 mg/kg SC, and placebo were given to subjects. The most
commonly occurring treatment-emergent AEs (i.e., those occurring in
more than one subject in any treatment group) were headache, infusion
site reaction, injection site hemorrhage, and toothache. There were six
reported AEs of infusion site reaction and injection site hemorrhage. Five
of the six AEs occurred in three subjects in the 0.01 mg/kg IV group and
were related to infiltration of the IV site. The other AE of injection site

hemorrhage occurred in one subject in the 0.1 mg/kg IV group. No




injection site reactions were observed in subjects treated in the SC groups.
The most common treatment-emergent AEs occurred predominately in
subjects who were treated with [V ACE-011. The majority of treatment-
emergent AEs were mild in severity and were judged to be unrelated to
the study drug (i.c., no relationship or unlikely relationship). No deaths,
serious adverse events, or AEs leading to discontinuation were reported.

There were no clinically significant posttreatment changes in hematology
or urinalysis. Ten posttreatment chemistry results for five subjects were
reported as adverse events during this study in LFTs, glucose, amylase
and lipase. Reversible changes in RBCs, hemoglobin, reticulocytes, LFTs,
glucose, uric acid, amylase and lipase occurred in some subjects;
however, there were no significant safety concerns noted. ACTH
stimulation tests were normal in all but five subjects, two of which showed
a “flat” post-Cortrosyn profile on Day 8§, however a normal response
following repeat testing. None of the ACTH test results were judged to be
clinically significant, and there were no significant safety concerns noted.
There were no clinically significant changes from baseline in vital signs,
physical examination, endocrine function, or ECG data, and a single
injection of ACE-011 failed to induce a specific immune response.

In conclusion, single doses of ACE-011 of up to 0.1 mg/kg SC and 3.0
mg/kg IV were well tolerated in healthy, postmenopausal, female
volunteers.

22. Conclusion

The pharmacokinetics of ACE-011 was linear following single IV doses
of 0.01 to 3.0 mg/kg and single SC doses of 0.03 and 0.1 mg/kg. After
single IV doses of ACE-011 ranging from 0.1 through 3.0 mg/kg, the
mean CL ranged from 0.092 to 0.128 mL/h/kg, the mean Vz ranged from
73.7 to 110 L/kg, and the mean t% ranged from 23.7 to 31.8 days, with no
apparent dependence on dose. Following SC administration of single
doses 0f 0.03 and 0.1 mg/kg, ACE-011 was completely absorbed, and the
mean t/2 was approximately 30 days, with no apparent dependence on
dose.

Posttreatment mean decreases in FSH were observed in ACE-011 groups
compared to the placebo group, primarily at the higher dose levels. These
changes were most notable on Day 8, when FSH showed a dose-
dependent response. ACE-011 caused a rapid, sustained dose-dependent
increase in serum levels of BSAP. In the 3.0 mg/kg IV cohort, mean
baseline BSAP increased 35.9% by Day 15 and remained elevated
through Day 120. There was also a dose-dependent decrease in both CTX
and TRACP-5b levels. The mean percent change from baseline CTX in
the 3.0 mg/kg IV cohort was a 30.6% decrease by Day 8. Mean TRACP-
5b values decreased 6.2 % from baseline by Day 29 in the 3.0 mg/kg IV
cohort. These bone biomarker changes lasted through at least 29 days at
the highest IV dose levels tested after a single dose of ACE-011. These
changes are consistent with activin inhibition, and demonstrate a
pharmacodynamic effect of ACE-011. There was no notable effect on
BMD in this study.
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The most commonly occurring treatment-emergent AEs (i.e., those
occurring in more than one subject in any treatment group) were
headache, infusion site reaction, injection site hemorrhage, and toothache.
There were six reported AEs of infusion site reaction and injection site
hemorrhage. Five of the six AEs occurred in three subjects in the 0.01
mg/kg IV group and were related to infiltration of the IV site. The other
AE of injection site hemorrhage occurred in one subject in the 0.1 mg/kg
IV group. No injection site reactions were observed in subjects treated in
the SC groups. The most common treatment-emergent AEs occurred
predominately in subjects who were treated with IV ACE-011. The
majority of treatment-emergent AEs were mild in severity and were
judged to be unrelated to the study drug (i.e., no relationship or unlikely
relationship). No deaths, serious adverse events, or AEs leading to
discontinuation were reported. Reversible changes in red blood cells
(RBCs), hemoglobin, reticulocytes, liver function tests (LFTs), glucose,
uric acid, amylase and lipase occurred in some subjects; however, there
were no significant safety concerns noted for any laboratory parameters.
There were no clinically significant changes from baseline in vital signs,
physical examination, endocrine function, or ECG data, and a single
injection of ACE-011 failed to induce a specific immune response. ACTH
stimulation tests were normal in all but five subjects, two of which showed
a “flat” post-Cortrosyn profile on Day 8, however a normal response
following repeat testing. None of the ACTH tests results were judged to
be clinically significant. ACE-011 was well tolerated in healthy, female
volunteers in single doses up to 0.1 mg/kg SC and 3.0 mg/kg IV.

In conclusion, ACE-011 was well tolerated in healthy, female,
postmenopausal volunteers in single doses of up to 0.1 mg/kg SC and 3.0
mg/kg IV. The pharmacokinetics of ACE-011 was linear after single IV
doses of 0.01 to 3.0 mg/kg and single SC doses of 0.03 and 0.1 mg/kg.
The FSH and bone biomarker results seen in this study are suggestive for
a pharmacodynamic effect of ACE-011.

Applicant
(owner

of registration
certificate)

Vdiiu dﬂﬁf

(Signature) @)

Ay dreg A-Egdn

(Full name)

095L3G




Honatox 30
1o Iopsiaky npoBeieHHsI eKCIIepTU3n
peecTpaniiiHuX MaTepiajliB Ha JIIKapChKi
3aco0u, 110 MOJAIOTHCS Ha IEP/KaBHY
peecTpaitiito (IepepeecTpaitito), a TakKoxK
eKCIepTH3U MaTepiaiiB PO BHECEHHS
3MiH JI0 pEECTPAIlifHIX MaTepialliB
MPOTATOM il peecTpaiiHoro
MOCBIAYEHHS
(myHKT 4 po3ainy 1V)

3BIT

Npo KJiHiYHe BUNIPoOyBaHHs Ne 4

1. Ha3Ba mikapchkoro 3aco0y
(3a HasIBHOCTI - HOMEP
peECTPAIIHHOTO MOCBITYCHHS)

Binpesetip

2. 3asIBHUK

Mepxk [lapm 1 Joym [IEA IT'M6X, IlIBeitnapis

3. BupoGuuk

- ITateon Itams C.u.A., Itamis;

- Eypodinc Jlankactep Jlaboparopis, JIJIC, CIIIA;

- MC/ Tarepuemnn I'MOX/MCJ] Ipnanais (Kapnoy), Ipnanmis;

- Hysican 'M6X, HimeuuuHa;

- Mepk apn i [loym b.B., Hinepnannu;

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

- Berrep ®apma-@epriryur I'm6X 1 Ko. KI, Himeuuuna
(PaBencOypr, lyTtnenmrpacce 87);

- Berrep ®apma-@epriryur I'm6X 1 Ko. KI, Himeuuuna
(PaBencOypr, MoocBsaiiceH 2);

- Berrep ®apma-@eprirynr I'm6X 1 Ko. KI, Himeuunna
(PaBencOypr, XensmyTt-Bertep-1lTpacce 10)

4. TlpoBeneHi JOCIIIKEHHS:

mTak 0 Hi skmio Hi, oOrpyHTYBaTH

1) Tun mikapcekoro 3aco0y, 3a
SIKUM TpoBouiacs abo
TUIAHYETHCS. pEECTpALList

Jlikapcekuii 3acid 3a MOBHHM J0Che (aBTOHOMHE Jocbhe). Homa
JIiI04a peYOBHHA.

5. IloBHa Ha3Ba KIIIHIYHOTO
BUNPOOYBaHHs, KOJOBaHUI
HOMeEp KIIIHIYHOTO
BUIIPOOYBAaHHSA

OpHOLIEHTPOBE, paHJAOMI30BaHe, IMOJABIMHE cimime, TUIANE00-
KOHTPOJIbOBaHE, OJHOJO030BE JOCII/DKCHHS 3 TiJIBUILCHHSM 03U
JUTSL OIIIHKH Oe3IeKH, IePEHOCUMOCTI, PapMaKOKIHETUKHU Ta BIUIUBY
Ha G6iomapkepH KicTkoBoi TkaHuHU npenapaty ACE-011 (ActRIIA-
IgGl), mo 3acTocoByBaBCS  3JOPOBUM  JOOPOBOJBISIM Yy
MOCTMEHOMAY31.

KonoBauwmii HoMep KIIiHIYHOTO BUIIpoOyBaHHs: PO09

6. ®a3a KIiHIYHOTO
BUNPOOYBaHHS

1

7. Ilepion mpoBeIeHHS
KJIIHIYHOT'O BUIIPOOYBaHHS

3 8 TpaBua 2006 poky no 6 kBiTHA 2007 poky

8. Kpainu, ne nmpoBoauiocs
KJIIHIYHE BUIIPOOYBaHHS

CIIA




9. KilIbKiCTh JOCHIIKYBaHUX

3artanoBaHo: 48-60 310poBHUX TOOPOBOIIBIIIB
dakTraHO: 48 0Ci0 3apaxOBaHO Ta MPOJIKOBAHO

10. Mera Ta BTOpUHHI IiTi
KJIIHIYHOTO BUITPOOYBaHHS

[lepBUHHA LIJIb:

Oninutu Oesmeky Ta mnepeHocumicte mnpemapary ACE-011 y
3JI0POBHX KIHOK y TIOCTMEHOIIAY31.

BropunHi 1imi:

1) Ominutu dapmakokinetnyni (PK) mapamerpu pa3oBux,
3pocratounx piBHiB 103 ACE-011, mo 3acTOCOBYIOTBCS 3710pOBUM
JKIHKaM y IMOCTMEHOMay31.

2) BwuznHauutu Oi0JOCTYNHICTh BHYTPIIIHBOBEHHOTO (B/B) Ta
nigmkipHaoro (n/mr) BBeaeHHss ACE-011.

3) BusnaunTy BIIIMB OJHOPA30BUX MiaABUINYBaTbHUX 103 ACE-011
Ha OloMapKepW KICTKOBOI TKaHWHU TIPH 3aCTOCYBaHHI 3I0POBUM
KIHKaM y IIOCTMEHOMay3i.

11. JIu3aiiH KIIHIYHOTO
BUIIPOOYBaHHS

Lle Oysi0 OJTHOIIEHTPOBE, paHIOMI30BaHe, MOABIWHE CIime, Tianedo-
KOHTPOJIbOBAHE, OIHOJI030BE MOCTI/KEHHS 3 IiJBHUIIEHHSIM 103U
JUIs OIliHKKM Oe3reku Ta mepeHocumocti mpenapaty ACE-011 y
3I0POBUX  JKIHOK-JIOOpOBOJIBIIIB Yy  TOCTMeHomay3i.  byio
c(hopMOBaHO BiCiM KOTOPT IO mIicTh cy0’ekTiB. KoxHa koropra Oyia
panaomizoBana s orpuManHs a00 ACE-011 (1’ a1b cy0’ekTiB), a00
m1ane6o (01MH cy0’€KT).

12. OcHoBHI KpuTepii
BKJTFOUCHHS

3mopoBa kiHKa B mocTMeHomay3i, 45-80 pokiB, 12 wicsmiB
croHtanHoi ameHopei, ABO 6 MicAliB CHOHTaHHOI aMeHopei 3
piBHEM orikynoctumyorodoro ropmony (®CI') B cuposartii
kpoBi > 40 MO/n, ABO 6 THXHIB Micis XipypriuHoi JBOCTOPOHHBOT
ooopekToMii 3 ricrepekTomicro abo 0e3 Hei. Cy0’ekTH MOBUHHI
Matu Macy Tira > 50 kri < 100 kr.

13. JocmimxyBaHuii
JiKapchKuit 3acio, crnocid
3aCTOCYBaHHS, CHJIa JIii

ACE-011 po3Boawnn y 3Bu4aitHoMy ¢izionoriaaomy poszuui (0,9 %
XJIOpUJ HATpil0 Uil 1H'€KWii) 1 BBOAMIM Yy  BUIVIAII
BHYTPIIIHBOBEHHOI iH(Y3ii (mpoTsirom mpubmm3ao 1 roxuHm) abdo
niamkipHoi iH’ekuii B 1-it nens. Jlo3u Brmrouanu 0,01, 0,03, 0,1, 0,3,
1,0 1 3,0 mr/kr BHyTpimmEbOBeHHO Ta 0,03 1 0,1 MI/KT MiamIKipHO.
Cy0’ekT OTpUMYBAIM JOCHIIPKyBaHE JIKYyBaHHS OJUH pa3 B 1-i
JIeHb y BHTJISAI BHYTPIITHBOBEHHOI 1H)Y3ii (poTsaroM npudiu3Ho 1
roguHu) abo migmkipHoi iH’ekmii. CrocTepexeHHs 3a cy0’ eKTaMu
TPUBAJIO 0 4 MIiCSIIiB.

14. TIpenapat nopiBHSHHA,
71032, CTIOCi0 3aCTOCYBaHHS,
cuna mii

CrepuibHuit ¢izionoriyauit po3unH (0,9% po3unH HATPitO XJIOPUILY
JUIs  1H €KIi) BBOAWUTHCS Yy BUTISAAI B/B iHQY3il (mpoTsrom
npuban3HO 1 roauuu) abo 1/ iH’ekiii B 1-i 1eHb.

15. CynyTHs Tepamis

Jlo ygacTi B gociipkeHH]1 ydyacHUKaMm Oyiio 3a00pOHEHO TpHiiMaTH
TaKi BUM JTIKYBaHHS/JMiKapChKi 3aCO0M:

- Teparmist pTopom Oinbire 3 MiCSIIB MPOTITOM MOTIEPEIHIX 2 POKIB;
- CucremMHa Tepamisi TIIOKOKOpTHKOimamu Oinmbime 1 wmicsus
NPOTSTOM OCTaHHBOTO POKY;

- Bynp-sikuii 3 HacTYyNmHUX MNpemnapaTiB OpOTSAroM 6 MiCALIB 10
MOYaTKy JOCHIIKCHHS: €CTPOTeHHW, aHAPOTeHH, aHaOoidHi
CTEepOiau, KaIbIUTOHIH, Tepumapatua, Oicdocdonatn abo iHm
npenapatd, M0 BIUIMBAIOTh Ha KICTKOBY TKAaHWHY (HANpHKIA],
CEJICKTHBHI MOJYJISITOPY €CTPOTEHOBUX PEIETOPIB);




- Inmmii mocmimKyBaHMiA JTiKapChbKUW 3aci0, MOCHTIKYBaHUIN BHpIO
abo cxBaJieHa Teparist A1 JOCTIIHUIBKOTO 3aCTOCYBaHHS MIPOTITOM
3 MICHIIIB JIO MOYATKY MIPHIHOMY.

[lin wac ckpuHIHTY Ta i 4Yac JOCHIIPKEHHS YYacHUKAM He
JO3BOJISIIOCS IPUMMATH OyAb-Ki JIIKH, CTa0LTHPHHUX 103 HACTYITHUX
npenapariB: aueraminogpen, HII3II, anturinepren3uBHI npenapaTu
JUTS. HEYCKJIAJIHEHOI TiNepTeHs3ii, aHTUTiNepIIiniIeMiyHi Mpernapary,
npenapaTy Kalbllilo, MOMiBITAMIHU Ta aHTHICTIPECAHTH.

CynyTHst Tepamis OyIb-SKHMH JIKQpCBKAMHU 3aco0aMH TiJ dYac
JOCTIPKeHHS, BKIIOYAIOYM SIK PELENTypHi, Tak 1 Oe3peuentypHi
npenapaTy, TOBUHHA OyTH 00roBOpeHa 3 JOCi THUKOM Ta MEAMYHIM
Harjsia4eM 70 MovyaTKy HMpUHOMY, 3a BHHATKOM BUIAJKIB, KOJH
BIJIMIOBiJTHA MEMYHA JIOTIOMOTa BHMaraja Mo4aTKy HpUHOMYy JIiKiB
J0 TOro, K MOKHa OyJI0 TNPOKOHCYJbTYBaTHCA 3 MEIUYHUM
HarJIs1adeM.

16. KpuTepii ouinku
e(heKTUBHOCTI

dapmakoauHaMIKa:

- OCT5

- biomapkepu ¢opmyBaHHS KICTKOBOI TKAaHHMHU: CHPOBATKOBHIA
IHTakTHUN N-TepMiHATBHUN TponenTux mnpokonareny [ Tumy
(PINP), 3aranpHHIl OCTEOKaJBIMH, KICTKOBA crenudivyHa ITy)KHa
docdaraza (BSAP), mnpomentua mnpokomareny Ttunmy [ C-
tepminansuuit (P1CP);

- biomapkepu pe3opOrii KiCTKOBOi TKaHWHHU: CHpOBaTKOBHM C-
KiHueBuil Tenenmentua kojareHy | tumy (CTX), Taptpar-
pe3ucteHTHa kucia gocdarasa i3opopma-5b (TRACP-5b);

- MinepanpHy miinbHicTh KicTkoBoi TkanuHu (MILKT) ouintoBanu B
rpymax 3 HaMBHIMMMH BHYTpilIHbOBeHHMMH no3amu (0,3, 1,0 ta 3,0
MT/KT B/B).

dapmakoKiHETHKA:

- IInoma min xpuBoro konuentpanii ACE-011 y cupoarui KpoBi
(AUC);

- [TlixoBa KoHIIeHTpallis B cupoBarii kpoBi (Cmax);

- Yac nmocsirHeHHsT MaKCHMaJIbHOI KOHIIEHTpAIlii B CHPOBATIII KPOBI
(Tmax);

- [lepionx HamiBBEBeIeHHS (tY52);

- Kuipenc (CL);

- OO0csr po3noscromkeHHs (Vz);

- biogocTymnHiCTh.

17. Kpurepii orinku 6e3mnexu

- [ToGiuni peakuii (ITP);

- JlaGopaTopHi aHai3u;

- @i3uyHI 00CTEIKEHHS,

- XXuTTeBi MOKAa3HUKY,

- Enextpokapaiorpama (EKT');

- TectyBaHHS Ha aHTHUTLIA JO JIIKAPCHKUX 3aco0iB/HEHTpaizyioui
aHTHUTIIIA;

- TectyBauHs (QyHKIIIT €HIOKPUHHOI CUCTEMU;

- Tect Ha cTUMYJIATTIIO aIPEHOKOPTUKOTPONTHOTO TopMoHY (AKTT).

18. Cratuctruni MeToIu

Hani qust ACE-011 Gynu 3rpymnoBani 3a piBHeM a03u. J{aHi 1u1st BCix
Cy0’€KTIiB, #AKI mNpuiMany T1uianedo, HE3aJIeKHO B KOTOPTH
JIO3YBaHHs, pO3MNIAJaIMCs  sIK  ofHa  rpyma.  Ekcro3uiris




JOCIIKYBAHOTO TIperapary Ta NMPUYUHHU TPUITMHEHHS JIIKYBaHHS
OyJu mpencTaBieH] y BUIIILAL TabMuIb, a neMorpadiyi qaHi Oynu
NpeJCTaBJICHI 32 JOMOMOTOI0 OITCOBOI CTATHCTHKH.

3MiHHI Oe3neku Oynn TaOylbOoBaHI Ta MpPEICTaBIEHI A BCIiX
CyO’€KTiB, SIKIi OTPHMYBAJIM JOCHIIpKyBaHWi mpenapat. [loOiuni
peakiii KomyBalucs 3a JOMOMOror0 MeIu4yHOro CJIOBHUKA s
perymsatopHoi  gisuibHocti  (MedDRA) Bepcii  8.1. Yacrora
BuUHUKHEHHS [IP, moB’s3aHMX 3 JiKyBaHHIM, OyJia IpecTaBeHa 3a
kiacom cuctemHux opradiB (KCO) i mepeBaxkaum tepminom (I1T).
[P Oynu mpencraBieHi 3a CTYNEHEM TSKKOCTI Ta 3B’SI3KOM 3
JOCIiPKyBaHUM nipeniaparoM. KimiHiuai 1a00paTopHi TOKa3HUKU Ta
MOKA3HUKH JKUTTEAISIIBHOCTI OyNM y3aralbHEHI OMMCOBO B Yaci 3a
rpylnaMu JIiKyBaHHS, a TaKOXX 3MiHM TOPIBHSHO 3 IOYaTKOBUM
piBHeM. Takox Oynu TpeacTaBiieHi TaOJHI 3CYyBY HOPMalIbHOTO
niamazony. ITapamerpu EKI' Oynu ommcoBo mijcymoBaHi 3 4acom,
Tak camMo sK MiHM Bif BuxigHoro piBHA. s EKI' takox Oyna
MpeJICTaBICHA TAOJIMIISA 3CYBIB, IO BKa3y€ Ha 3CYBH BiJ HOPMH JIO
BIIXWJIEHh 3 YacoM, a TaKOX KIIHIYHY 3HAUYyllicTh. Pe3ynbraTu
(GI3MKAIBHOTO  OOCTEeXKEHHS Ha IOYaTKOBOMY eTami  Oyiu
y3arajbHEHl 3a CHCTEMaMM OpraHi3My Ta TIpylnaMu JiKyBaHHS.
Tabnuui 3cyBiB (HOpMaJIbHUI/HEHOpPMAIBbHUI) Oyl MpeaCcTaBIeHI
Ha 2-i1 Ta 120-i1 nens. [loyaTkoBi 3HaYEHHS KOPTH30Y (A0 1 micis
iH’eKIil) OynM ONMCaHi ONMHCOBO, TaK caMO SK 1 3MIHU BiJ
no4yaTkoBoro piBHsA. Cy0’€KTH 3 aHOMAJIbHUMH pe3yJIbTaTaMH TECTY
Ha ctumyJisiniro AKTI Oynu nmepepaxoBaHi.

®apmakoguHamiuni (D) mawi Oynm 3BeldeHI B Tabmuii Ta
npezcTaBieHi it cy0’ekriB, siki orpumyBaimn ACE-011 Ta manm
NpUHaiiMHI O/IHE BUMIpIOBaHHS Micis no3yBaHHs. 3HaueHHs DCT,
KICTKOBHX OlOMapkepiB Ta MiHEpaJbHOI HIUIBHOCTI KiCTKOBOI
TKaHUHU OyJM y3arajibHEeHi OMHUCOBO Ha MOYATKOBOMY piBHI Ta 3
TUTMHOM 4acy, a TAKOK 3MIiHHM Bij o4aTkoBoro piBHsA. CepenHi piBHi,
cepelnHi 3MIHM BiJf BUXIJHOTO DPIiBHS Ta 1HAMBIAyaldbHI 3HAUYCHHS
cy0’exTiB Oynu moOyoBaHi Ha rpadikax 3 IUIMHOM Yacy JUTsl OI[iHKH
edekTy NiKyBaHHS Ta peakiii Ha Ao3y. JlaHi 00 aHTUTIA 1O
JTIKapchKUX 3aco0iB  OyiM MpeAcTaBlieHI y CHHCKaX JIaHUX.
KonnenTpariii B maa3Mi KpoBi OKpeMHUx cy0’ €KTiB, HECKOPUTOBaH1 Ta
CKOPHTOBaHI Ha KOHIICHTPAIIi1 ITepeT 103010, (PaKTHIHUI Jac 3a00py
kpoBi Ta napamerpu OK Oynu nepepaxoBaHi 3a IUISIXOM BBEICHHS,
03010 Ta JiikyBaHHsAM. CKOpPUTOBaHI KOHIICHTpAIlli B IUIa3Mi Ta
napametpu @K Oynu y3arajabHeHi 3a IIIsIXaMU BBEJICHHSI Ta J103aMU
3 BUKOPUCTAHHSAM OIMCOBOI cTaTHCTUKU. ['padiku iHAWBITyaTbHUX
KOHIIEHTpaIliif cy0’€KTa Ta cepeHIX KOHIEHTpalil y Tiia3mi KpoBi
B 3aJEKHOCTI Big Yacy Oynu BigoOpakeHI Ha JiHIAHIA Ta
HariBJorapumidyHii ocsx.

19. JlemorpadivHi NOKa3HUKH
JOCTIIKYBaHOT MOMY TSI
(crats, BiK, paca, TOIIO)

Bci mocmimxyBani Oyyin )KiHKaMy B IIOCTMEHOTIAY31 y Billi Big 49 10
79 pokiB BKIOYHO. He Oyno momiTHOI pi3HMII MK Tpynamu
JTIKyBaHHS Ta I1aneoo.

Jlemorpadiyni Ta 0a30Bi XapaKTEPUCTUKHU

ACE-011 TInane6o

0,01 0,03 0,1 mr/kr|0,3 mr/kr | 1,0 mr/kr | 3,0 mr/kr| 0,03 0,1 mr/kr
MI/KT B/B | MI/KT B/B B/B B/B B/B B/B _ |mr/kr m/m| n/m

YuacHHKH J0CTiKeHHST N=5 N=5 N=5 N=5 N=5 N=5 N=5 N=5 N=8

Bik (poku) 63,8 63,8 68,2 65,0 61,2 55,8 70,6 62,0 58,8




(CrangapTHE BIAXUICHHS 6,83 11,26 8,29 6,08 522 2,95 4,28 9,97 6,25

MiHimMabHe, MaKCHMAIIbHE 55,70 51,78 60,79 58,73 53,67 53,59 66,75 52,75 49,67
Cratb (n, %)

DKinku 5(100%) | 5(100%) | 5(100%) | 5(100%) | 5(100%) |5 (100%)| 5(100%) | 5(100%) | 8 (100%)
Paca (n, %)

|AMepHKaHChKI iHAiaHLi/KOPiHHI 0 0 0 0 0 0 0 0 1(13%)
pruTeni ANACKH

AsiaTu 2 (40%) | 1(20%) | 3 (60%) | 4 (80%) | 2(40%) 0 3(60%) | 2 (40%) 3 (38%)
|YopHouikipi aGo 0 0 1(20%) 0 0 0 0 0 0
adpoamepukanii

[Kopinni skuteni [aBais abo 0 0 0 0 0 2 (40%) 0 0 0
iHIIHX TUXOOKCAHCbKUX

ocTpoBiB

€Bponeiii 2(40%) | 3 (60%) | 1(20%) | 1(20%) | 3(60%) | 3(60%) | 1(20%) | 3 (60%) 3 (38%)
THmi 1(20%) | 1(20%) 0 0 0 0 1(20%) 0 1(13%)
MMocTMenonay3aabHuii cTan

(n, %)

12 micsiuiB crioHTaHHOT 5(100%) | 4 (80%) | 4 (80%) | 4 (80%) | 5(100%) | 4 (80%) | 4(80%) |5(100%) | 8 (100%)
amenopei

6 MicsIL[iB CIOHTaHHOT aMeHopei 1(20%) 1(20%) | 1(20%)

3 pisaem ®CI” B cupoBarii
kposi >40 MO/n

6 THKHIB TiciIsL XipyprivHoro 1(20%) | 1(20%)
JIBOCTOPOHHBOTO BHIAICHHS
SI€YHUKIB 3 ricTepeKTOMi€r0 a60
6e3 Hei

20. Pesynbratu epekTuBHOCTI

Bynu 3po6iieni HactynHi hapmakokineTnuHi BucHOBKH o0 ACE-
011:

- @®apmakokinernynuii npodine ACE-011 OyB miHIHHUM Tmicas
onHopa3oBux B/B 103 Bix 0,01 1o 3,0 Mr/kr Ta oqHOpPa30BUX II/II 103
0,03 ta 0,1 mr/kr;

- Y nianazoni BHyTpimHb0BeHHUX 103 ACE-011 Bix 0,1 1o 3,0 mr/kr
cepenniii CL cranoBuB Big 0,092 mo 0,128 mu/roa/kr, cepenHiit Vz
— Big 73,7 mo 110 n/kr, a cepenniit t'2 — Big 23,7 no 31,8 nus, 6e3
BUIMMO] 3aJIEKHOCTI BIJ TO3H;

- IMicns omnopasoBoro nepopanbHoro BeenenHs 0,03 ta 0,1 mr/kr
ACE-011 cepenniit t/2 cranoBuB npubam3Ho 30 axiB, 6€3 BUANMOT
3aJI€KHOCTI Bif JO3H;

- ACE-011 moBHicTio abcopOyBaBcs TICISI  OJHOPA30BOTO
nepopanbHoro BeeaeHHs 0,03 ta 0,1 mr/kr ACE-011.

21. Pe3ynbratu Ge3nexu

besneky ormintoBanu micis pazoBux g03 ACE-011 0,01 mr/kr B/B,
0,03 mr/kr B/B, 0,1 mr/kr B/B, 0,3 mr/kr B/B, 1,0 mr/kr B/B, 3,0 MI/Kr
B/B, 0,03 w™r/kr m/m, 0,1 Mr/kr n/m, a TakoX IuIaneoo.
Haiinommpenimumu  [IP, mnoB’s3aHuMu 3 JiKyBaHHSAM  (TOOTO
TaKUMHU, 110 BUHUKAIW y OUTBII HIXK OJHOTO Cy0’€KTa B OYyIb-sKii
Ipymi JiKyBaHHS), OyJlM TOJIOBHMNA O, peakiis y Micii iHQys3ii,
KPOBOBWJIMB y MicCIll iH €Ki Ta 3yOHui 011k, [loBimomMItsiiocs: mpo
nricte Bunaaki [IP, moB’s3aHux 3 peakmiero y Micui iHQY3il Ta
KPOBOBHJIMBOM Y Micti iH’ekii. [1’sTh 3 mectu [1P BuHUKIM Y TpHOX
cy0’extiB rpymi 0,01 Mr/kr BHyTpilIHOBEHHO 1 Oynu IMOB’si3aHi 3
iHOTBTpanieto Mici il ekuii. [ama 1P, moB’s;3aHa 3 KpOBOBMIIMBOM
y Micii iH’eKIii, BUHUKIA B ofgHOro cy0’ekrta B rpymi 0,1 mr/kr
BHYTPIIIHFOBEHHO. Y T CyO’€KTiB, SIKIi OTPHUMYBAJIH JIIKyBaHHS B
rpynax I/Il 3aCTOCYBaHHs, HE CIIOCTEPIranocs »KOAHUX peakuiil y
micii iH’ekmii. Havimommpenimi [1P, moB’s3aHi 3 JiKyBaHHSM,
BUHHUKAQJIN TEpeBaXHO y cyO’ekTiB, ski oTpumyBamun ACE-011
BHYTpilIHROBEeHHO. binpmricts [1P, moB’s13aHUX 3 JiKyBaHHIM, OyiH
JIETKOTO CTYTEHS TSHKKOCTI 1 OyJIM OIiHEHi SIK TaKi, 1110 He MMOB’ sI3aH1
3 JIOCHIDKYBaHUM TIpermapaToM (TOOTO 3B’SI30K BIACYTHIA a0o
ManoiMoBipHMii). He moBimomisiocss Mpo JieTaidbHI BUIAIKH,
cepito3Hi moOivHi peakuii ado I1P, mo mpu3Benu 0 MpUNUHEHHS
JIKYBaHHS.




KniniuHO 3Ha4ymmx 3MiH y TeMaTosorii abo aHamizax cedyi Mmicis
JiKyBaHHS He crocrtepiraigocsa. JlecsaTh pe3ynbTaTiB XIMIYHUX
aHaJI3IB IT'SATH CyO €KTIB MICHA JIKyBaHHS OyJIHM 3apeecTpoBaHi sK
noOiyHi peakuii mig yac uporo gociimkeHHs monao LFT, riarokosu,
aminasu Ta Jjimasu. Y Jeskux cy0’eKTiB crocTepiraiucs o0OpoTHI
3MiHH B €PUTPOIIMTAX, TeMOTI001H1, peTukynonurax, LFT, rirokosi,
CEYOBIl KHCIIOTI, aMija3i Ta Jinasi; OJHAK, He OYJO BiA3HAYCHO
KOJHUX 3HAYHUX MpoOieM 3 TOYkM 30py Oesmeku. Tectn Ha
crumyIsinito AKTD Oynu HOpMamTbHUMH y BCiX, OKPIM IT’SITH 0Ci0,
JIBOE 3 SAKHX TIOKa3ald «IUIacKui» MpoQine IMmicis MnpuioMy
Koprposuny Ha 8-ii neHb, OZHAK MICIs TTOBTOPHOTO TECTYBAaHHS
peakuis Oyna HopManbHO. XKoneH 3 pesynbsTatiB Tecty Ha AKTI
He OyB OLIHEHW fK KIIHIYHO 3HAYyIIWH, 1 HE OyJO BiI3HAYEHO
KOJHUX CYTTEBUX MPOOJIEM 3 TOUKH 30py OC3IeKH.

He Oymno ximiHIYHO 3HAYymMX 3MiH Yy JKUTTEBO BAXKIMBHUX
MOKa3HUKaX, (Pi3UKaTbHOMY OOCTEKEHH1, eHIOKPHUHHIN (QyHKIIIT 60
naanx EKI™ mopiBHSHO 3 BHXiZHUM piBHEM, a OJHOPA30Ba iH €KITisS
ACE-011 ne Buxinkana cnenugpiqHoi iMyHHOI BIIOBI/I.

Takum  gwmHOM, pazoBi mgo3m  ACE-011 1o 0,1 wmr/kr
BHYTpIIHROBEHHO Ta 3,0 MI/KI BHYTPIIIHBOBEHHO J100pe
NEPEHOCWIINCS 370POBUMH JKIHKaMHU-TOOPOBOJIBISIMA Y TIEpioAi
IOCTMEHOTIAY3H.

22. BUCHOBOK (3aKJIFOUCHHS)

®dapmakokineTrnka ACE-011 Oyna iiHIHOO MiCIs 0JHOPa30BUX B/B
103 Bix 0,01 mo 3,0 mr/kr Ta omHopaszoBux /m 103 0,03 ta 0,1 mr/kr.
[Ticns omropazoBux B/B 103 ACE-011 Bix 0,1 mo 3,0 Mr/kr cepenniit
CL cranosus Big 0,092 no 0,128 mn/ron/kr, cepeaniit Vz — Big 73,7
no 110 m/kr, a cepenniii t2 — Big 23,7 mo 31,8 ams, 6e3 BUAMMOI
3aJIeKHOCTI Bif mo3u. [licis mepopalibHOTO BBEJCHHS Pa30BUX 103
0,03 1 0,1 mr/kr ACE-011 moBHiCcTIO BCMOKTYBABCSI, a CEpeIHil tV%
ctaHoBUB npuban3HO 30 nHIB, 6€3 BUAMMOI 3aJIeKHOCTI BiJ] 103U.

VY rpynax ACE-011 cnocrepiranocs cepenne 3amkeHHss OCI micis
JIKYyBaHHS TMOPIBHAHO 3 TPYINO Iutanebo, Hacammepea INpu
3aCTOCYBaHHI BHIIMX 103 mpemnapary. Lli 3miHn Oynn HaiOimbmn
noMiTHUMHU Ha 8-i AeHb, konmu OCIT AeMOHCTpYBaB J10303aTEKHY
BinnoBigb. ACE-O11 crnpuuwHSIB IIBUAKE, CTiHKE J10303aJICKHE
HiBUILEHHS cUpOoBaTKOBUX piBHIB BSAP. V koropri cy0’ekTiB, fKi
orpumyBaiid 3,0 MI/KT BHYTPIIIHBOBEHHO, CEpPEAHIA BUXITHHUHA
piBenb BSAP 30inpmmBes Ha 35,9 % Ha 15-i1 news 1 3anuimaBcs
migsumieHnM 110 120-ro qas. Takoxk croctepiranocs 10303aIeKHE
samwkeHHs piBHIB CTX ta TRACP-5b. Cepenniit BiicOTOK 3MiHU Bij
BuxigHoro piBHsI CTX y xoropti cy0’ekTiB, siki orpumyBaiu 3,0
MI/KT BHYTpPIIIHbOBEHHO, cTaHoBHUB 30,6 % Ha 8-i1 nens. CepenHi
3nHadeHHs TRACP-5b 3uusmnucs Ha 6,2 % BiJ BUXiHOTO PiBHS Ha
29-it nmenwp y rpymi 3,0 Mr/kr BHyTpimiHbOBeHHO. ILli 3MiHuK
OiomMapkepiB KiCTKOBOI TKAHMHH TPUBAIM IOHAMeHIIe 29 THIB MpH
HAMBHUIMX  PIBHSAX  BHYTPINIHBOBEHHOT'O  BBEJCHHS  IMICIIA
omHopazoBoi go3um  ACE-011. Ili 3MiHM y3rOJKYyHOTHCS 3
1HT10yBaHHSAM aKTHBIHY 1 JEMOHCTPYIOTh (papMakogMHAMIUHUN
epekr ACE-011. V mpomy pocmikeHHI He OyJIO BHSBICHO
nomiTHoro BriuBy Ha MITTKT.




Haitgactimmmu [1P, moB’s;3annMu 3 TikyBaHHAM (TOOTO TAKUMH, 1110
BUHUKANU y OUIbII HDK OfHOro cy0’ekTta B Oyab-sKii rpymi
JiKyBaHHS), OyJM TOJOBHHMW OUTh, peakilis y MICIi 1H €KIIii,
KPOBOBUJIUB y Miclli iH €Kil Ta 3yOHUI Oi1b. [ToBimommsinocs mpo
aricthb [1P, moB’s13aHUX 3 peakiiero y MicIi iH}y3ii Ta KPOBOBHIIMBOM
y mici i#’ekuii. [Tt 3 mectu 1P BUHUKIM y TPHOX CYO’€KTIB Y
rpymi 0,01 wMr/kr BHYTpIIIHBOBEHHO 1 Oynu TOB’sA3aHi 3
iH(inpTpanieto Micus 10’ ekii. [ama [1P, moB’s3aHa 3 KPOBOBHIIMBOM
y Mmichi iH’€KIii, BUHUKIA B ogHOrO cy0’ekta B rpymi 0,1 mr/xr
BHYTPIIIHBOBEHHO. Y Cy0’€KTIB, sIKi OTPUMYBAJIH II/II JIIKYBaHHS B
rpymax, HE CIIOCTEPIraiocs >KOMHUX peakmid y MICIi 1H €KIl.
Haiimommpenimi [IP, moB’s3aHi 3 IIKyBaHHAM, BHHHKAJIH
nepeBaXHo y  cy0O’ektiB, ski  orpumyBaim  ACE-011
BHYTPIITHHOBEHHO. binbIicts 1P, moB’sa3aHuX 3 JiKyBaHHAM, OyIu
JIETKOTO CTYTICHS TSDKKOCTI 1 He OyiM TOB’s13aHI 3 JOCHIKYBaHUM
npenapaToM (ToOTO HEe Manu 3B’ 43Ky abo Oyiau MajJOWMOBIPHUMH).
He moBigomismocss mpo JeTaiabHI BHIAAKH, CEpHO3HI MOOIYHI
peaxiiii ado [1P, mro mpu3Beny 70 NpUMTMHEHHS JTIKyBaHHSA. Y JEIKUX
Cy0’€eKTiB criocTepiraiucst 000pOTHI 3MiHU KUTBKOCTI €PUTPOIUTIB,
reMoryio0iHy, PETHKYJIOIMTIB, MOKA3HUKIB TMEYIHKOBUX TMPOO,
TJIFOKO3W, CEYOBOI KHCIIOTH, aMmija3u Ta Jina3u; OJHaK He OyJo
BUSIBJICHO JKOJIHUX CYTTE€BUX 3 TOUKH 30py O€3MeKH Ui )KOTHOIO 3
naboparopaux mapamerpiB. He Oyio KIIIHIYHO 3HAYYIIMX 3MiH Y
KHUTTEBO BAXJIMBUX IOKa3HUKAX, (I3MKAIBHOMY OOCTEXEHHI,
eHIOKpuHHIN QyHKIii ado manmx EKI TOpiBHAHO 3 BHUXITHUM
piBueM, a opgHopa3zoBa iH’ekmis ACE-011 ©He Bukimkana
cnenuivHoi iMyHHOI BiamoBiai. Tectu Ha crumymstito AKTI Oynm
HOPMaJIBHUMH y BCiX Cy0’€KTIB, OKpIM II’SITH, ABOE 3 SIKUX MMOKa3alu
«mnackuit» mpodine micns BBeAeHHs KoprposuHy Ha 8-if neHb,
OJIHAaK IMICJIsI TIOBTOPHOTO TECTYBaHHs peakiis Oylia HOPMaJIbHOIO.
Konen 3 pesynbraris TecTiB Ha AKTI He OyB OIIHEHUI K KIIIHIYHO
3Hauynmid. ACE-011 noOpe mepeHOCHBCS 3A0pPOBUMH >KIHKaMU-
TOOPOBOBISIME Y pa3oBux jo3ax 10 0,1 mr/kr m/mr ta 3,0 MI/Kr B/B.
Takum uwmHoM, ACE-011 noOpe mnepeHOCHBCS 310pOBUMHM
JOOPOBOJIBISIMU JKIHOYOI CTaTi B MOCTMEHOIIAY31 B Pa30BUX /103aX J10
0,1 mr/kr m/m Ta 3,0 mr/kr B/B. ®apmakokinetuka ACE-011 Oyna
niHi#HOO Tics B/B 103 Big 0,01 mo 3,0 Mr/kr Ta oqHOpPa30BUX T/
103 0,03 ta 0,1 mr/kr. Pesynsrat nocmimkenss @CI ta KiCTKOBUX
OiomapkepiB cBiguaTh mpo GapmakonuHamiunuii epekr ACE-011.

3asiBHUK (BJIACHUK
peECTPAIIHHOTO ITOCBITICHHS)

(Tmiamuc)

Onpi A. Erad (Audrey A. Egan)
(I1.1.B.)
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