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 6

1. Name of medicinal product (if available - | Winrevair
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 which Medicinal product with complete dossier (stand-alone dossier).
registration was done or planned New active substance.
5. Full name of clinical trial, A phase 2a, multi-center, randomized, multiple-dose study to
clinical trial code evaluate the safety, tolerability and efficacy of ACE 011

(hActRITA-IgG1) in patients with osteolytic lesions of multiple
myeloma.
Clinical trial code: A011-04

6. Clinical trial phase 2a

7. Clinical trial period from 13-Oct-2008 to 27-Aug-2009

8. Countries of clinical trial sites Russia

9. Number of subjects scheduled: Approximately 30 subjects

actual: 30 subjects (safety and efficacy): placebo, 6 subjects;
0,1 mg/kg ACE-011, 8 subjects; 0,3 mg/kg ACE-011, 8 subjects;
0,5 mg/kg ACE-011, 8 subjects

10. Objective and secondary goals of Primary:
clinical trial - To evaluate the safety and tolerability of multiple doses of ACE-

011 in subjects with multiple myeloma (MM);
- To determine the effect of ACE-011 on biochemical markers of
bone formation and resorption.
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Secondary:
- To determine the pharmacokinetics (PK) of multiple doses of
ACE-011 in subjects with MM;

- To assess skeletal-related events (SREs);

- To evaluate bone pain by visual analog scale (VAS).

11. Design of clinical trial

Multi-center, randomized, double-blind, placebo-controlled,
multiple-dose, parallel-group, cohort study

12. Main inclusion criteria

Adult (= 18 years) subjects with untreated or previously treated
stage II or III multiple myeloma (MM) based on the Durie-Salmon
staging system and evidence of at least | osteolytic bone lesion.

13. Investigational medicinal product,
method of administration, strength

Test Product: ACE-011 solution;

Dose and Mode of Administration: 0,1, 0,3, and 0,5 mg/kg
subcutaneously every 28 days for 4 doses.

Duration of Treatment: 12 weeks

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

Reference Therapy: Placebo (0,9% Sodium Chloride for
Injection);

Dose (not applicable) and Mode of Administration:
subcutaneously every 28 days for 4 doses.

15. Concomitant therapy

Subjects could receive any prescription or over-the-counter
medication that the investigator deemed to be medically
necessary, with the exception of bone-active treatments such as
selective estrogen receptor modulators (SERMs) or other
estrogenic treatments. Subjects on bisphosphonate treatment
could be enrolled but stable treatment levels were to be
maintained throughout the study. All medications received within
28 days before the first dose of study medication and until the
termination visit were recorded on the appropriate page of the
Code of Federal Regulations.

16. Efficacy evaluation criteria

Pharmacokinetics

- Absorption rate constant (Ka);

- Total clearance (CL/F);

- Volume of distribution (Vz/F);

- Elimination rate constant (Az);

- Elimination half-life (t%4);

- Maximum observed concentration (Cmax);

- Time to Cmax (Tmax);

- Area under the plasma concentration-time curve (AUC).
Pharmacodynamics

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

- Biomarkers of bone resorption: C-terminal type I collagen
telopeptide (CTX) and tartrate-resistant acid phosphatase
isoform-5b (TRACP-5b);

- Additional biomarkers: follicle-stimulating hormone (FSH) and
leuteinizing hormone (LH).
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Efficacy

- Serum and/or urine protein electrophoresis (SPEP and/or UPEP)
for M protein quantification;

- Bone mineral density (BMD) by dual-energy x-ray
absorptiometry (DXA);

- Skeletal-related events.

Quality of Life

- Bone pain by 10-cm visual analog scale (VAS).

17. Safety evaluation criteria

- Adverse events;

- Clinical laboratory tests: hematology, serum chemistry, and
urinalysis;

- Special laboratory tests: endocrine function (thyroid-stimulating
hormone [TSH], free thyroxine [T4], growth hormone [GH]) and
anti-ACE-011 antibody;

- Standard 12-lead electrocardiogram (ECG);

- Vital signs;

- Eastern Cooperative Oncology Group (ECOG) performance
status (PS);

- Physical examinations.

18. Statistical methods

Safety
Adverse event reports, clinical laboratory assessments, ECG
findings, vital sign measurements, and ECOG PS were
summarized and tabulated. Adverse events were summarized by
frequency, National Cancer Institute Common Terminology
Criteria for Adverse Events (NCI CTCAE) (Version 3.0) grade,
and relationship to study medication. Any clinically significant
posttreatment physical examination abnormality was reported as
an AE.
Pharmacokinetics
The PK analyses were performed separately and are provided in a
separate report.
Pharmacodynamics
Bone biomarkers and gonadotropic hormone results were
summarized descriptively by treatment group and study visit.
Change and percent change from baseline were tabulated.
Efficacy
Bone mineral density by dual-energy x-ray absorptiometry
(DXA) (central review) was summarized by treatment group and
study visit. Change and percent change from baseline were
tabulated. Serum and/or urine M protein concentrations (including
immunoelectrophoresis for serum free light chains) and SREs
were summarized descriptively by treatment group and study
visit. Skeletal survey results were listed by subject.

uality of Life
Bone pain VAS results were summarized descriptively by
treatment group and study visit.
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Additional Exploratory Analyses

- M-protein response and bone response were assessed by the
study clinician based on criteria developed jointly by the
European Group for Blood and Marrow Transplantation (EBMT)
and Autologous and International Blood and Marrow Transplant
Registries (ABMTR/IBMTR);

- Maximum percent change from baseline in bone specific
alkaline phosphatase (BSAP) and bone mineral density (BMD)
overall and by bisphosphonates use was summarized,;

- Selected increases from baseline in BMD (> 5 %) and BSAP (>
20 %) were summarized;

- Selected increases from baseline in hemoglobin (> 1 g/dL,
> 1,5 g/dL, and > 2 g/dL) were summarized;

- Selected hematology parameters (hemoglobin, neutrophils and
platelets) and clinical chemistry parameters (alkaline
phosphatase, alanine aminotransferase, aspartate
aminotransferase, creatinine, and total bilirubin) were
summarized by NCI CTCAE baseline grade and worst grade
during treatment.

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

The majority of subjects were white (29/30 [96,7 %]). There was
an equal number of male and female subjects (15/30 [50,0 %]).
Median (range) age was 61,5 (41 to 79) years.

Summary of Demographic Characteristics — Full Analysis Set

ACE-011 Treatment Group
Parameter Placebo 0.1 mg/kg 0.3 mg/kg 0.5mg/kg | All Subjects
(N=6) (N=8) (N=8§) (N=8) (N=30)
Sex, n (%)
Female 4 (66.7%) 2(25.0%) 5(62.5%) 4(50.0%) | 15(50.0%)
Male 2(33.3%) 6 (75.0%) 3(37.5%) 4(50.0%) | 15(50.0%)
Age (years)
n 6 8 8 8 30
Mean = SD 620£792 | 6051328 | 63.6x750 | 57.8=1230 | 6091042
Median 63.0 61.0 64.5 515 61.5
Range 50-71 43-79 51-72 41-78 41-79
Race, n (%)
White 6 (100%) 7 (87.5%) 8 (100%) 8 (100%) 29 (96.7%)
Asuan 0 1(12.5%) (] 0 1(3.3%)

SD = standard deviation

20. Efficacy results

PHARMACOKINETIC RESULTS:

The PK analyses are provided in a separate report (A011-04-CP).
PHARMACODYNAMIC AND EFFICACY RESULTS:

No dose-related effects of ACE-011 on serum bone biomarkers
were observed; however, improvements in bone formation
biomarkers relative to placebo were observed in selected
ACE-011 dose groups. Mean increases from baseline in BSAP
levels were observed in the 0,1 mg/kg and 0,5 mg/kg ACE-011
dose groups at Study Days 57 and 85, and mean increases from
baseline in procollagen type I N terminal propeptide (PINP) levels
were observed in the 0,1 mg/kg ACE-011 dose group up to Study
Day 113. Bone resorption biomarkers (CTX and TRACP-5b)
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showed small mean changes from baseline in all treatment groups,
with no consistent trend to change over time.

The inability to observe a dose effect of ACE-011 on bone
biomarkers could have been due to a number of confounding
factors, including small sample sizes (N=6 to 8), failure to
complete the planned dosing regimen (4 cycles of study
treatment), use of bisphosphonates in some subjects, and use of]
melphalan and thalidomide uniformly across treatment groups.
An exploratory analysis of maximum mean percent change from
baseline in BSAP by subjects who were taking and were not
taking bisphosphonates at baseline suggested a dose-related effect
in subjects who were not on bisphosphonates (22,69 %, 36,87 %,
and 104,39 % in the 0,1 mg/kg, 0,3 mg/kg, and 0,5 mg/kg groups,
respectively); whereas, the results were more variable in subjects
who were on bisphosphonates (348,47 %, 11,31 %, and 6,59 % in
the 0,1 mg/kg, 0,3 mg/kg, and 0,5 mg/kg groups, respectively).
Although dose-related effects of ACE-011 on BSAP levels were
not evident, substantial improvements were observed in some
subjects, and these improvements were more likely to occur in
subjects who received the full course of ACE-011 treatment (4
doses). Review of individual data showed that 11/24 (45,8 %)
subjects who received ACE-011 had a > 20 % increase in BSAP
levels at one or more timepoints during the study period. Further,
a > 20 % increase in BSAP levels was observed in 5/6 subjects
who received all 4 ACE-011 doses versus 3/8 subjects who
received 3 doses and 3/10 subjects who received 1 or 2 doses.
Three of 6 (50,0 %) subjects who received placebo also showed a
> 20 % increase in BSAP levels during the study period.
Efficacy results were generally consistent with pharmacodynamic
results. No dose-related effects of ACE-011 on BMD were
observed, although improvements in hip BMD were observed in
selected ACE-011 dose groups. A mean percentage increase from
baseline in hip BMD was observed in the 0,1 mg/kg and 0,3 mg/kg
ACE-011 dose groups at Study Days 85 and 169/ET; whereas, the
placebo group showed a mean percentage decrease at both
timepoints.

As with serum bone biomarkers, the BMD results tended to be
more variable in subjects who were on bisphosphonates. In
subjects who were not taking bisphosphonates, a maximum mean
percent increase was observed for most BMD parameters (total,
hip and lumbar spine) in most ACE-011 dose groups; whereas,
there was a maximum mean percent decrease in the placebo
group. Further, substantial improvements in BMD were observed
in some subjects, and these improvements were more likely to
occur in subjects who received the full course of ACE-011
treatment. Review of individual data showed that 8/24 (33,3 %)
subjects who received ACE-011 had a > 5 % increase from
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baseline in spine or femur BMD at one or more timepoints during
the study period. Further, a > 5 % increase in BMD levels was
observed in 4/6 subjects who received all 4 ACE-011 doses versus
2/8 subjects who received 3 doses and 2/10 subjects who received
1 or 2 doses. One of 6 (16,7 %) subjects who received placebo
also showed a = 5 % increase in spine or femur BMD during the
study period.

In the investigator’s assessment of bone lesions based on the
skeletal survey x-rays, 2/6 subjects in the placebo group, 2/7
subjects in the 0.1 mg/kg ACE-011 dose group, 2/8 subjects in the
0,3 mg/kg ACE-011 dose group, and 5/7 subjects in the 0,5 mg/kg
ACE-011 dose group had at least 1 lesion that was decreased or
disappeared. Although a dose-related effect was not observed, the
data suggest an increase in bone lesion response at the highest
ACE-011 dose.

M-protein response and bone response were assessed by the study
clinician, based on EBMT and ABMTR/IBMTR criteria, as an
exploratory analysis. Partial bone responses were achieved in 9/24
(37,5 %) subjects who received ACE 011 versus 2/6 (33,3 %)
subjects who received placebo. Among subjects receiving ACE-
011, partial bone responses were observed in 1/8, 3/8, and 5/8
subjects in the 0,1 mg/kg, 0,3 mg/kg, and 0,5 mg/kg dose groups,
respectively, suggesting a dose-related response. Partial M-
protein responses were achieved in 10/24 (41,7 %) subjects who
received ACE 011 versus 3/6 (50,0 %) subjects who received
placebo, with no evidence of a dose-related effect. Two complete
M-protein responses were observed, both in the 0,5 mg/kg ACE
011 dose group. Skeletal-related events were reported for 5
subjects receiving ACE-011 and no subjects receiving placebo.
Among subjects treated with ACE-011, SREs were reported in 1
subject in the 0,1 mg/kg group, 2 subjects in the 0,3 mg/kg group,
and 2 subjects in the 0,5 mg/kg group. The number of subjects
with SREs was too small to make meaningful comparisons across
treatment groups, although there was no evidence that ACE-011
is associated with a reduced incidence of fractures.

Quality of life assessment of bone pain showed an improvement
in mean VAS scores (decrease from baseline) in all ACE-011 dose
groups relative to placebo at almost all postbaseline timepoints,
although dose-related improvement among subjects receiving
ACE-011 was not observed.

21. Safety results

Overall, 26/30 (86,7 %) subjects underwent all assessments and
completed the study as planned; however, only 6/24 (25,0 %)
subjects randomized to ACE-011 received the planned 4 doses of]
study drug, 3/8, 1/8, and 2/8 subjects in the 0,1 mg/kg, 0,3 mg/kg,
and 0,5 mg/kg dose groups, respectively. The low number of]
subjects receiving the full course of ACE-011 treatment was due
in part to dose modification rules (interruption and reduction) for




the second and subsequent doses of study medication. Overall,
17/24 (70,8 %) subjects receiving ACE-011 had at least 1 dose
interruption during the treatment period, as specified per protocol.
The most common reason for dose interruption was hemoglobin
levels > 13 g/dL (10/24 [41,7 %] subjects).

Overall, 22/24 (91,7 %) subjects receiving ACE-011 and 4/6
(66,7 %) subjects receiving placebo reported at least 1 treatment-
emergent AE. Among subjects receiving ACE-011, AEs were
reported in 7/8, 7/8, and 8/8 subjects in the 0,1 mg/kg, 0,3 mg/kg,
and 0,5 mg/kg dose groups, respectively. The most frequently
reported AE was neutropenia (ACE-011, 16/24 [66,7 %] subjects;
placebo 4/6 [66,7 %] subjects). Among subjects receiving ACE-
011, neutropenia was reported in 4/8, 6/8, and 6/8 subjects in the
0,1 mg/kg, 0,3 mg/kg, and 0,5 mg/kg dose groups, respectively.
Fourteen of 24 (58,3 %) subjects receiving ACE 011 and 1/6
(16,7 %) subject receiving placebo had at least 1 Grade > 3 AE,
with no apparent dose-related effect (5/8, 3/8, and 6/8 subjects in
the 0,1 mg/kg, 0,3 mg/kg, and 0,5 mg/kg ACE 011 dose groups,
respectively). In the ACE-011 dose groups, 12/24 (50,0 %)
subjects had at least | Grade 3 AE and 3/24 (8,3 %) subjects had
a Grade 4 AE (neutropenia, granulocytopenia, atrial fibrillation).
In the placebo group, 1/6 (16,7 %) had 1 Grade 3 AE
(neutropenia); there were no Grade 4 AEs. The most common
Grade 3/4 AE was neutropenia. In the ACE-011 dose groups, 6/24
(25,0 %) subjects had Grade 3 neutropenia (2 subjects in each
dose group) and 1/24 (4,2 %) subject had Grade 4 neutropenia (in
the 0,5 mg/kg dose group). Most AEs were assessed by the
investigator as unrelated to ACE-011. Two subjects had AEs that
were assessed as at least possibly related to ACE-011. One subject
in the 0,1 mg/kg dose group had 2 AEs (increased blood pressure
[Grade 3] and sudden death [Grade 5]) assessed as possibly
related to ACE-011 and probably related to MPT. One subject in
the 0,5 mg/kg dose group had Grade 2 hypertension assessed as
probably related to ACE-011 and possibly related to MPT.

There was 1 death during the study. The subject, in the 0,1 mg/kg
ACE-011 dose group, had a sudden, otherwise unexplained death
on Study Day 103, 18 days after his second and last dose of]
ACE-011 on Day 85 (doses scheduled on Days 29 and 57 were
interrupted due to hemoglobin levels > 13 g/dL). The investigator
assessed the death as possibly related to ACE-011 and probably
related to MPT. Four serious adverse events (SAEs) other than
death were reported in 3 subjects (leg pain, pathologic fracture,
pneumonia, and atrial fibrillation). All 3 subjects were in the
0,5 mg/kg ACE-011 dose group. All 4 SAEs were assessed by the
investigator as unrelated to ACE-011.

Hypertension or increased blood pressure was reported as AEs in
3 subjects: 2 subjects in the 0,5 mg/kg dose group and 1 subject
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in the 0,1 mg/kg dose group. Two of the 3 subjects had a prior
history of hypertension. Two subjects had a single episode of
clevated blood pressure; 1 subject had multiple episodes reported
as hypertension. Available data were reviewed for a potential
association between ACE-011 treatment, increased hemoglobin,
and elevated blood pressure. One subject in the 0,1 mg/kg
ACE-011 dose group experienced Grade 3 increased blood
pressure (180/110 mmHg [measurement taken at home]) on Study
Day 102 (17 days after the last dose of study drug on Day 85). The
subject was treated with enalapril and blood pressure returned to
140/80 mmHg the same day while still at home. On Day 92 (10
days prior to the occurrence of increased blood pressure), the
subject’s hemoglobin level was 1,7 g/dL higher than that at
baseline (14,9 g/dL vs.13,2 g/dL). One subject in the 0,5 mg/kg
ACE-011 dose group experienced multiple episodes of Grade 2
hypertension (Days 6, 8, 10, and 61) associated with 1.2 to
1,6 g/dL increases in hemoglobin. The ACE-011 dose scheduled
for Day 29 was interrupted due to Grade 2 hypertension, as
specified per protocol. One subject in the 0,5 mg/kg ACE-011
dose group had a single episode of Grade 2 increased blood
pressure on Day 7 following ACE-011 dosing on Day 1, which
resolved within 1 day without treatment. The subject’s
hemoglobin level on Day 1 was 13,4 g/dL; the scheduled
hemoglobin assessment on Day 8 was not done. Two additional
doses of ACE-011 were administered on Day 29 and Day 57. No
subsequent episodes of increased blood pressure or hypertension
were reported. The fourth dose was interrupted due to hemoglobin
levels > 13 g/dL as specified per protocol.

Anemia was reported in 4 subjects who received ACE-011. All
events were single episodes. Two of the 4 subjects had blood
transfusions for correction of anemia. No other transfusions were
reported. Two subjects experienced anemia during the treatment
period. Both subjects received all 4 doses of ACE-011. For 1
subject in the 0,1 mg/kg dose group, anemia was reported on Day
29 (28 days after the previous dose on Day 1. For 1 subject in the
0,5 mg/kg dose group, anemia was reported on Day 27 (26 days
after the previous dose on Day 1). Two subjects had anemia
during the follow-up period. For 1 subject in the 0,3 mg/kg dose
group, anemia was reported on Day 134 (50 days after the
previous dose on Day 85; subject received all 4 doses of
ACE-011). For 1 subject in the 0,5 mg/kg dose group, anemia was
reported on Day 162 (161 days after the first and only dose of]
ACE-011; doses scheduled for Days 29, 57 and 85 were
interrupted due to hemoglobin levels > 13 g/dL). There were no
thromboembolic events reported as AEs, with the exception of]
one occurrence of phlebitis of the right saphena in the 0,5 mg/kg
ACE-011 dose group on Day 29 (28 days after the previous dose




on Day 1). The event was reported as moderate in intensity and
not related to study treatment. The subject received 3 doses of]
ACE-011. The fourth dose was interrupted due to hemoglobin
levels > 13 g/dL.

Mean changes from baseline in laboratory parameters showed
considerable variation in all the treatment groups due in part to
small sample sizes (N=6 to 8). Mean increases from baseline in
hemoglobin values were observed in all ACE-011 dose groups at
Day 8 (1 week after Dose 1) (0,80 to 0,89 g/dL), which were about
twice that in the placebo group (0,47 g/dL). These increases were
generally sustained through Day 92 (1 week after Dose 4) and then
decreased toward baseline values during the follow-up period.
The two higher ACE-011 doses (0,3 mg/kg and 0,5 mg/kg)
showed a trend suggesting a doserelated effect. In an exploratory
analysis, 7/24 (29,2%) subjects receiving ACE-011 and 2/6
(33,3%) receiving placebo experienced a > 1 g/dL hemoglobin
increase from baseline at Day 29 after the first dose: 1/8, 1/8, and
5/8 subjects in the 0,1 mg/kg, 0,3 mg/kg, and 0,5 mg/kg ACE-011
dose groups, respectively. Fifteen of 24 (62,5 %) subjects in the
ACE-011 dose groups versus 4/6 (66,7 %) subjects in the placebo
group sustained a >1 g/dL hemoglobin increase for > 28 days: 5/8,
3/8, and 7/8 subjects in the 0,1 mg/kg, 0,3 mg/kg, and 0,5 mg/kg
dose groups, respectively. The percentages of subjects who had
> 1,5 g/dL and > 2 g/dL increases from baseline in hemoglobin
levels at Day 29 tended to be higher in the ACE-011 dose groups
compared with the placebo group (4/24 [16,7 %] vs. 0/6 and 2/24
[8.3 %] vs. 0/6, respectively), and there was a trend suggesting a
dose-related effect. The percentage of subjects who sustained a
> 1,5 g/dL and > 2,0 g/dL hemoglobin increase for > 28 days also
tended to be higher in the ACE-011 dose groups than the placebo
group (11/24 [45,8 %] vs. 2/6 [33.3 %] and 7/24 [29,2 %] vs. 0/6,
respectively).

For most other laboratory parameters, there was no consistent
trend to increase or decrease from baseline over time, and there
was no notable difference across treatment groups. Similarly, the
frequency of individual subject shifts from normal at baseline to
outside the normal reference range (low or high) at end of study
(Visit 12/early termination [ET]) was low for most laboratory
parameters. Mean FSH values were decreased from baseline at
most postbaseline visits across treatment groups. The magnitude
of decrease was greatest at the highest ACE-011 dose (0,5 mg/kg),
but a consistent dose-related effect was not evident. Mean changes
from baseline in other endocrine parameters, LH, GH, TSH, and
free T4, showed no consistent trend to increase or decrease from
baseline over time, and there was no notable difference across
treatment groups.
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Two subjects receiving ACE-011 had postbaseline ECG
abnormalities that were not present at baseline. Neither
abnormality was reported as an AE. One subject in the 0,1 mg/kg
dose group (with a medical history of arterial hypertension) had
sinus tachycardia recorded on Day 169 (111 days after the
previous ACE-011 dose on Day 58). One subject in the 0,3 mg/kg
dose group (with a medical history that included arterial
hypertension, cardiac insufficiency, ischemic heart disease, and
supraventricular tachycardia) had a recording indicative of]
myocardial ischemia on Day 85 and Day 92 (84 and 91 days,
respectively, after the first and only dose of ACE-011 on Day 1).
ACE-011 antibodies were not detected in any subjects at any
sampling time point during the study.

22. Conclusion

No dose-related effects of ACE-011 on serum bone biomarkers or
BMD were evident in this study. In ACE-011 dose groups, mean
increases from baseline in hemoglobin levels at Day 8 (1 week
after first dose) were approximately twice that in the placebo
group. The percentages of subjects who experienced > 1.5 g/dL
and > 2 g/dL increases from baseline in hemoglobin levels at Day
29 after the first dose tended to be higher in subjects receiving
ACE-011 compared with subjects receiving placebo, with a trend
suggesting a dose-related effect. Further, there was a trend
suggesting a higher percentage of subjects receiving ACE-011
compared with placebo were able to sustain those hemoglobin
increases for 4 weeks posttreatment.

Applicant
(owner

of registration
certificate)

Adodis, S H—

(§i'gnature) N

Audiey A Equn

(Full name)




Honatok 30

1o Topsinky mpoBeeHHs €KCIIEPTU3H
peecTpariiHuX MaTepialliB Ha JiKapChbKi
3aco0u, 10 OJAIOTHCS HA JIEPIKABHY
peecTpartito (mepepeecTpailiro), a TaKOX
€KCIIEPTU3U MaTepiaiiB PO BHECEHHS
3MiH JI0 peecTpaliiiHuX MaTepiasiB
IIPOTATOM i1 peecTpaliiHoOro
[IOCBIIYEHHS

(myHkT 4 po3aury IV)

3BIT

Npo KJiHiuHe BUNIPoOyBaHHs Ne 6

1. Ha3Ba mikapcekoro 3aco0y (3a
HASIBHOCTI - HOMEP PeeCTpalliiHOTO

Binpeseiip

TTOCBITYCHHS)
2. 3asiBHUK Mepxk lapmn 1 Joym IAEA I'm6X, [lIBeiinapis
3. Bupo6Huk - [Tateon Itamis C.m.A., Itamis;

- Eypodinc Jlankactep Jlaboparopis, JIJIC, CILA;

- MCJ1 Iarepuentan I'm6X/MCJI Ipnannis (Kapnoy), Ipnanmis;
- HyBican I'M6X, Himeuunna,

- Mepk lapn i Jloym B.B., Hinepnanmu;

- Berrep ®apma-®epriryar I'm6X 1 Ko.
(JTanrenapren);

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

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

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

KI', Himeuuuna
KI', Himeuuuna

KI', Himeuuuna

4. IpoBeneHi JOCTIIKEHHS:

mTak 0 Hi skuio Hi, oOrpyHTyBaTH

1) Tun nikapcekoro 3aco0y, 3a
SIKUM TIPOBOJIMIIACS 200
TUTAHYETHCS PEECTPAITisT

Jlikapcekuii 3aci 3a TOBHHUM JI0CKE (aBTOHOMHE J0Cke). HoBa
JIif04a peYoBHHA.

5. IloBHa Ha3Ba KJIIHIYHOTO
BUIIPOOYBaHHSI, KOJOBAHUI HOMED
KJIIHIYHOT'O BUIIPOOYBaHHS

BbararonenTpoBe, pangomizoBaHe, 0araTog030BE IOCIIIKECHHS
¢a3u 2a a5 OiHKU Oe3MeKH, IePEeHOCUMOCT] Ta e(h)eKTUBHOCTI
ACE 011 (hActRIIA-IgGl) y marieHTiB 3 OCTECONITUIHHUMH
YpaXXCHHSMH NIPH MHOKUHHIM Mi€JIOMI.

Komoanuii Homep kiniHigHOrO BUnpoOyBanHs: A011-04

6. ®a3a KIIHIYHOTO BUITPOOYBAHHS

2a

7. Ilepion mpoBeACHHS KIIHIYHOTO
BUIIPOOYBAHHS

3 13 sxoBTHa 2008 poky no 27 cepnns 2009 poky

8. Kpainu, ne npooaunocs
KJIiHIYHE BUNPOOYBAaHHS

Pocisa

9. KifIbKiCTh JOCTIIKYBaHUX

3aruTaHoBaHa: mpuoir3Ho 30 yyacHHKIB

¢daktrana: 30 yyacHukiB (0e3mneka Ta epeKTUBHICTH): TUIaeoo,
6 yuacuwukis; 0,1 mr/kr ACE-011, 8 ygacuukis; 0,3 mr/kr ACE-
011, 8 yaacuukis; 0,5 mr/kr ACE-011, 8 yuyacHukiB




10. Mera Ta BTOpHHHI L1
KJIIHIYHOT'O BUIIPOOYBaHHS

[lepBuHHI:
- OminuTH 6€3MmeKy Ta nepeHocuMicTh 6araropazoux 103 ACE-

011 B ydacHUKIB 3 MHOXXUHHOIO MieToMoi0 (MM);

- Bwusnauntn BrumB ACE-011 Ha O6ioXiMiuHI Mapkepu
dbopMyBaHHS Ta pe30pOIiT KICTKOBOT TKAHUHH.

BropunHi:

- Buznauutu dapmaxokineruky (PK) dararopazosux 103 ACE-
011 B yuacHukiB 3 MM;

- OminuTy noii, moB’si3aHi 31 ckeneroM (SRE);

- OmiHuTH OUTh y KICTKax 3a Bi3yaJlbHO-aHAJIOTOBOO IIKAJIOO
(BAILD).

11. uzaiin KIIHIYHOTO
BUIIPOOYBaHHS

BbararonenTpoBe, paHmomizoBaHe, MOABIWHE ciime, Ianedo-
KOHTPOJIbOBaHEe, 0araroso3oBe, B TNapaleibHUX Tpymax,
KOTOPTHE JOCIIKEHHS

12. OcHOBHI KpHUTEpii BKIIOYSHHS

Hopocni (= 18 pokiB) cy0’ekTH 3 HEIIKOBaHOK a00 paHilie
JIKOBaHOK MHOXXWHHOIO Miegomoro (MM) II a6o III craxii 3a
cucrteMoro craniroBanHa J[propi-Canmona Ta HasABHICTIO
IOHAMMEHIIe |1 OCTEOTITHIHOTO YpaKeHHS KICTOK.

13. JlocnigxyBaHui TiKapChbKUi
3aci0, crocib 3acTocyBaHHS, cUia
i

HocnimxyBanuit npenapat: Pozuun ACE-011;

Jo3u Ta cnocib 3acrocyBanns: 0,1, 0,3 ta 0,5 MI/Kr miAmKipHO
KO>kHI 28 qHiB 11 4 103.

TpuBanicTh JiKyBaHHS: 12 THXKHIB

14. Tlpenapat nopiBHSHHS, 7034,
crocib 3acTocyBaHHs, cUiIa Ail

Pedepentna tepamis: [Tname6o (0,9 % po3duH HATPIiIO XIOPUIY
JUTS 1H €KITIN);

Jlo3a (He 3aCTOCOBYETHCS) Ta CIOCIO 3aCTOCYBaHHS: MiAMIKIPHO
KOXHI 28 mHIB 11d 4 1103.

15. CymyTHs Teparmist

Cy0’ekT MOTJIM  OTpUMYBaTH Oyab-sKi perenTypHi abo
Oe3pelenTypHi JiKH, SKi JOCTIAHUK BBa)KaB HEOOXITHUMH 3
MEJIWYHOI TOYKH 30Dy, 32 BUHSATKOM IPETaparis, M0 BIUTHBAIOThH
Ha KICTKOBY TKAaHHUHY, TaKUX SK CEJEKTHBHI MOIYJISATOpU
ectporeHoBux penentopie (SERM) abGo iHm ecTporeHHi
npenapatd.  YYacHUKH,  SKI  OTPUMYIOTH  JIIKYBaHHS
oicdochonaTaMu, MOKYTh OYTH BKIIFOUEHI B JTOCIIKCHHS, aje
BOHM TOBHHHI MIITPUMYBAaTH CTAOUIbHUI pPIBEHb JIKYBaHHS
MPOTATOM yChOTO JOCHiIKeHHs. Bci mpemapatu, oTpumani
OPOTSAroM 28 JTHIB 710 MEPIIOi TO03H JOCIiIKYBaHOTO IpenapaTy
1 10 BI3UTY JJIsl 3aBEepIIEHHS JOCTIDKCHHS, PEECTPYBAIUCS Ha
BinnoBiAHIN cropiHii Komekcy deneparbHUX HOPMaTUBHUX
aKTiB.

16. Kpurepii omiHku epeKTUBHOCTI

dapMakoKiHETHKA

- KoncranTa mBuakocti nornuHanHus (Ka);

- 3aranpauii kiipenc (CL/F);

- O6c¢sr quctpudyii (Vz/F);

- KoncranTa mBuakocti eniminanii (Az);

- [lepion HaniBBUBeeHHS (t)2);

- MakcumanbHa crioctepexxyBana KOHIEHTPAIis (Cmax);

- Yac 10 Cmax (Tmax);

- Ilnoma mig KpHUBOK «KOHIIGHTpAIlis-yacy y Iula3Mi KpOBi
(AUC).

dapmakoarHaAMiKa

- biomapkepu ¢dopmyBaHHS KICTKOBOI TKAaHMHH: KiCTKOBa
cnenudiyHa myxkHa Qocdataza (BSAP) 1 cupoBarkoBuit
IHTaKTHUN TpokojareH tumy | N-TepMiHAIBHHN NpONEnTHI
(PINP);




- Bbiomapkepu kicTkoBoi pe3opOiii: C-KiHIEBHI KoJareHOBUN
tenonentua | tumy (CTX) Ta TapTpar-pe3uCTEHTHAa KHCIA
docdaraza i3odpopma-5b (TRACP-5b);

- JonatkoBi OioMapkepu: (HONIKYJIOCTUMYITIOIOUANA TOPMOH
(®CT') 1 moreinizyrounii ropmon (JII).

EdekTuBHICTD

- Enextpodopes OinkiB cupoBatrku Ta/abo ceui (SPEP Ta/abo
UPEP) nns kibKiCHOTO BU3Ha4YeHHS M-TIpOTEiHy;

- MinepanbHa wiinbHiCTh KicTkoBoi Tkanmmau (MIKT) 3a
JIOTIOMOTOI0 JIBOCHEPTETUIHOI PEHTICHIBCHKOI abcopOiioMeTpii
(DXA);

- IToxii, moB’s13aHi 31 CKEJIECTOM.

SKicTh KUTTS

- binb y kicTkax 3a 10-caHTUMETPOBOIO Bi3yajbHO-aHAIOTOBOIO
mkanoro (BAILD).

17. Kputepii orinku 6e3mnexu

- [ToGiuH1 peaxiii;

- Kniniyai nmaGopaTopHi MOCHIIKEHHS: TeMaToJoris, 0ioXiMis
CHPOBATKU KPOBI Ta aHaJi3 ceui;

- CrnenianpHi 1a00paTOPHI AOCHIHKEHHS: €HIOKPUHHA (YHKIIIS
(tupeoTtporauii ropmoH [ TTI], BimeHuUl THpOKCHH [ T4], TOpMOH
pocty [GH]) ta anTurina no ACE-011;

- Crangaptaa enekrpokapzaiorpama (EKI) y 12 BinBeneHHsIX;

- XKuTTeBl NOKA3HUKHY;

- Craryc mpanesnataocti (PS) CxigHoi KoomepaTuBHOL
onkoJoriunoi rpynu (ECOG);

- @i3uuH1 00CTEKEHHSI.

18. Craructuuni MeToau

besneka

3BiTH NTPO MOOIYHI peakiii, KIIHIYHI JIJA0OPAaTOPHi JOCIIHKEHHS,
pesyabratu EKI', MOKa3HUKU JKATTEBO BaKIMBHX (YHKLINA Ta
ominku 3a mkainorw ECOG PS Oynu y3araibHeHi Ta 3BeleHI B
tabmumi. [lo6iuni peakuii Oynu y3arajabHEHI 3a 4YacTOTOIO,
CTyleHEM 3a 3araJlbHUMH TEPMIHOJOTIYHUMH KPHUTEPISIMHU
noOiunux s Harionanenoro inctutyty paky (NCI CTCAE)
(Bepcist 3.0) Ta 3B’SI3KOM 3 JOCIIDKYBAaHUM TIpenaparoM. byab-
AK€ KIIHIYHO 3HAYyIle BIAXWICHHS Bi HOPMH MpH
(hi3uKaTbHOMY OOCTEXKEHHI MICTs JIIKYBaHHS IMOBIIOMIISIIIOCS SIK
I1P.

dapMakOKiHETHKA

Amnaniz ©®K OyB mnpoBeneHH OKpeMO 1 MpencTaBIeHUI B
OKPEMOMY 3BITi.

dapmakoarHaAMiKa

PesynbraTtn 6ioMapkepiB KICTKOBOI TKAHMHH Ta TOHAOTPOITHUX
rOpMOHIB OyJiM y3aranbHEHI B OMUCOBIM (opmi 3a rpymamu
JIKYBaHHS Ta BI3UTaMU JIOCIIDKCHHs. 3MiHA Ta BIJICOTOK 3MiHU
BiJ] I0YATKOBOTO PiBHA OYJIM MPEACTABICHI B TAOIHIII.
EdekTuBHICTD

MiHepanpHa WIUIBHICTE KICTKOBOI TKAaHMHU 3a JIOIOMOTOIO
JIBOGHEPTETUYHOI PEeHTreHiBCchkoi abcopoOmiometpii  (DXA)
(ueHTpasibHUM ormsi) Oylia y3araJbHEHa 3a TPyMaMu JIiKyBaHHS
Ta BI3UTAaMHA OOCIIDKEHHS. 3MiHa Ta BIACOTOK 3MIHHM Bifx
MOYaTKOBOTO  piBHSA  OynuM  mpeAcTaBieHi B TaOJHIIi.
Konnenrpanii M-mpoTeiHiB y cupoBatii KpoBi Ta/abo cedi
(BKJIIOUYAIOYM IMYHOEJEKTPO(hOpe3 BIIbHUX JIETKUX JIAHIIOTIB Y
cupoBatiii kpoBi) Ta SRE Oynu y3araapHeHi B onucoBiit hopmi




3a Tpynamu JIiIKyBaHHS Ta BI3UTaMM y JOCTiKeHHA. Pe3ynpTatn
o0cTexxeHHs cKeneTa Oyiu rmepepaxoBaHi 3a Cy0’ €KTaMH.
SIKicTh KUTTS

Pesynbrat BAILI Goiro B kicTkax Oysv y3arajJbHEHI B OTIMCOBIH
¢dopmi 3a rpymaMu JIiKyBaHHs Ta Bi3UTaMH JOCIIKSHHSI.
JloaTKOB1 AOCHIIHUIIBK] aHATI3H

- BignoBige M-1mipoTeiny Ta KiCTKOBY BiJIIOBI/Ib OILIIHIOBAB JIIKap-
JNIOCTIIHUK Ha OCHOBI KpHUTEpiiB, pPO3pOOJEHUX CIUIBHO
€BpOIEICHKOI0 TPYIOI0 3 TPAHCIUIAHTAIlli KPOBI Ta KiCTKOBOTO
Mo3ky (EBMT) Ta AyTonoriuaum Ta MiXKHaApOJHUM pEECTPAMH
TpaHCIUIaHTalii KpoBi Ta KicTkoBoro Mmo3ky (ABMTR/IBMTR);
- [lincymoBaHO MakKCUMaJbHUHN BiJICOTOK 3MIHH BiJl BUX1JHOTO
piBHS KicTKOBO-cnienupiuyHoi ny>kHOi QocdaTtasu (BSAP) Ta
MiHepaabHOT IITbHOCTI KicTKoBO1 TKaHuHu (MILIKT) 3aramom ta
Ipu 3acTOCyBaHHI O6icocdoHnaTis;

- Byno migcymoBaHo okpemi 301IbIIICHHS TTOPIBHSIHO 3 BUX1THAM
piBaeM MIIKT (> 5 %) ta BSAP (> 20 %);

- OKkpeMi MiBUIICHHS PiBHS reMOTJIO0iHY BiJl BUX1THOTO PiBHS
(>11/mn,> 1,5 r/nn Ta > 2 v/an) Oynu miAcyMoBaHi;

- OxpeMi remMaToJIOTiyHi MOKa3HUKU (TeMOTII001H, HeHTpodimm
Ta TPOMOOIMTH) Ta KIIHIKO-XIMI4HI MOKa3HUKH (JTyXKHa
docdarasa, araHiHaMiHOTpaHc(depasa,
acnapratamiHoTpaHcdepasa, KpeaTuHiH Ta 3aralbHUiA O1TipyOiH)
Oymu y3aranpHeni 3a 0OazoBum piBHeM NCI CTCAE Ta
HAWTIPIIMM PIBHEM Mij] Yac JiKyBaHHS.

19. llemorpadiuHi MOKa3HUKH
JOCTIKYBaHOT MOMyYJIAIii (CTaTh,
BIK, paca TOIIO)

binpuricts mocmimxyBanux Oynau Oumumu (29/30 [96,7 %]).
YonogikiB i xkiHOK Oyno mopiBHy (15/30 [50,0 %]). Meniana
(miama3on) Biky ctanoBuia 61,5 (Bix 41 mo 79) pokis.

3BenieHHs JeMorpadiuHuX XapakTepUCTUK — MOBHUN HAOip 1Jis
aHaizy

IMapamertp

TI'pyna aikysannsi ACE-011 Vei
JOCTILKYBaHi

Inanedo
(N=6)

0,1 Mr/kr
(N=8)

0,3 Mr/kr
(N=8)

0,5 Mr/kr
(N=8)

(N=30)

Ctats, n (%)

Kinkn

4(66,7%)

2(25.0%)

5(62.5%)

4(50,0%)

15 (50.0%)

Yonosiku

2(33.3%)

6 (75.0%)

3 (37.5%)

4(50,0%)

15 (50,0%)

Bik (pokis)

n

6

8

8

8

30

Cepente 3HaueHHs +SD

62,0 +7,92

60,5+ 13,28

63,6+ 7,50

57,8 +12,30

60,9 + 10,42

Meniana

63,0

61,0

64,5

57,5

61,5

JHianaszoH

50-71

43-79

51-72

41-78

41-79

[Paca, n (%)

Bini

6 (100%)

7 (87.5%)

3 (100%)

3 (100%)

29 (96,7%)

Asiiiui

0

1(12.5%)

0

0

1(3.3%)

SD = crangapTHE BiIXHJICHHS

20. Pe3ynbraT eheKTUBHOCTI

PE3VJIbTATU ®APMAKOKIHETHUKU:

Amnaniz ®K npencrasnenuii B okpemomy 3Biti (A011-04-CP).
PE3VJIbTATU ®APMAKOAMHAMIKU TA
E®EKTUBHOCTI:

Jozozanexxnoro BBy ACE-011 nHa Giomapkepu KiCTKOBOL
TKQaHUHU B CHPOBATII KPOBI HE CIIOCTEpirasocsi, IMpoTe B
okpemux Tpymax m03 ACE-011 cmoctepiranocsi mokparieHHs
OlomapkepiB (opMyBaHHS KICTKOBOI TKaHWHH TIOPiBHSHO 3
wrane6o. CepenHe 30UTBIICHHS BiJ BHXITHOTO PIBHS PIBHIB
BSAP cnocrepiranocs y rpynax 103 0,1 mr/kr ta 0,5 mr/kr ACE-
011 ma 57-i Ta 85-i1 nHI HOCTIIKEHHS, a CepeHE 301IbIICHHS
Bl BHUXIJHOTO pIBHSI piBHIB mnpokojgareHy Tuny [ N




tepminanbHoro npomnentuay (PINP) cnocrepiranocs y rpymi 103
0,1 mr/kr ACE-011 ax no 113-ro gust gocmimxeHHs. biomapkepu
kictkoBoi pe3op6buii (CTX i TRACP-5b) mokazanu HeBenuki
cepeHi 3MiHU BiJ] BUX1THOTO PiBHS B YCIX IpyIax JIKyBaHHS 0€3
CTIMKOI TeHJIEHIIIT 1O 3MiH 3 YaCOM.

HemoxnuBicTs cioctepiratu no3zo3anexuuii epektr ACE-011 Ha
OloMapkepw KICTKOBOi TKaHWHU MoOrjia OyTH TMOB’si3aHa 3
(dakTOpaMu, 10 3aBaKAIOTh, BKIIOYAIOYM HEBEJIHMKI PO3MIpPH
BuOipku (N=6-8), He3AaTHICTh 3aBEPIIUTH 3aIUIAHOBAHMIA
peXuUM J103yBaHHS (4 IWKIW JOCHIIKYBAaHOTO JIIKyBaHHS),
3acTocyBaHHs OichocoHATIB JESIKUMH CyO’€KTaMH, a TaKOX
3aCTOCyBaHHA MendanaHy 1 TalioMily pPIBHOMIPHO B YCiX
rpynax JikyBaHHA. JlOCHITHMLIBKMNA aHali3 MaKCUMAaJbHOTO
CepeaHBbOro BIACOTKA 3MiHM Bia BuxigHoro piBHs MIIKT y
cy0’€eKTiB, AKI IpuiiManu Ta He mpuiiManu OichoconaTn Ha
BHUXIJTHOMY PiBHI, TIOKa3aB, IO y CyO’€KTIB, SIKI HE MpPUAMaTH
6icpocdonaTu, cnocrepiraBes qo3o3anexxHuit edexr (22,69 %,
36,87 % ta 104,39 % y rpynax 0,1 mr/kr, 0,3 mr/kr ta 0,5 mMr/kr,
BIJIMOBIAHO); TOJII K pe3yJbTaTH Oyiu OUTbIN BapiaOeTbHUMH Y
cy0’ekTiB, ki mpuitmanu 6ichoconaru (348,47 %, 11,31 % ta
6,59 % y rpynax 0,1 mr/kr, 0,3 mr/kr ta 0,5 MI/Kr BiIOBiIHO).
Xoua nozo3anexxauit BrummB ACE-011 Ha piBens BSAP e OyB
OUEBUJIHUM, Y JEsIKUX CyO’€KTIB CIIOCTEpIranocsi CyTTeBe
MOKpAIIEHHS, 1 Il TMOKpamleHHs Oyyio OUThII BipOTIAHUM Y
cy0’€KTiB, sIK1 OTpUMYBajM NoBHUM Kypc JikyBaHHs ACE-011 (4
JI03M). AHaITI3 IHAWBIAyaTbHHUX TAHUX TIOKa3as, mo y 11/24 (45,8
%) cyO’extiB, ski otpumyBamun ACE-011, cnocrepiranocs
migsunieHHs piBHs BSAP wa > 20 % B onHili abo Oinbiie
YacoOBUX TOYKaX MPOTArOM Iepiofy aociimpkeHHs. Kpim Toro,
migsumieHHs piBHs BSAP wa > 20 % cnocrepiranocs y 5/6
cy0’€eKTiB, ki orpuMyBainu Bci 4 no3u ACE-011, nopiBHsHO 3 3/8
cy0’extamu, siKi oTpuMyBaiu 3 mo3u, Tta 3/10 cy0’extamu, sKi
orpuMmyBanu 1 a6o 2 no3u. Y 1prox 3 6 (50,0 %) cy0’exTiB, sKi
oTpuMyBanu Tutane®o, Takox cmocrepiramocst > 20 %
nigBumieHHs piBHs BSAP npotarom nepioxy 10OCTiTKeHHS.
Pesynbpratu e(eKTUBHOCTI 3arajiom BIJINOB11aNTN
(dapMakoaMHAMIYHUM pe3ylbTaTaM. J[0303aJ€XHOr0 BILJIMBY
ACE-011 na MILKT He cnocrtepiraiocsi, xoua HNOKpalICHHS
MIIKT crerna cnocrepiranocst B okpemux rpynax ao3 ACE-
011. Cepenniii Bigcotok 30imbmenHs MIIKT crerna Bix
BUXIZHOTO piBHA crocTepiraBcs y rpymax no3 0,1 mr/kr ta
0,3 mr/kr ACE-011 na 85-i ta 169-i1 neHb JOCHIIKEHHS, TOII K
y rpyIi mianedo crnocTepiranocs cepeaHe BiICOTKOBE 3HUKEHHS
B 000X YaCOBUX TOYKaX.

Sk 1 y BUNMagKy 3 CHPOBAaTKOBUMH KiCTKOBUMH OiloMapKepamu,
pesynmbratt MIIKT wmamm  TeHaeHmiro g0  Ourbmiol
BapiabesbHOCTI y cyO’eKTiB, siKi mpuiiManu Gicgocponaru. Y
cy0’ekTiB, ki He mpuiiManu OicdocdoHarn, crocTepiraiocs
MaKCHMaJbHE CEPENIHE BiICOTKOBE 301IbIIEHHS IS OLIbIIOCTI
napametpiB MIIKT (3aranpHoi, CTETHOBOI Ta MOMEPEKOBOI) y
oumpimocti rpyn no3 ACE-011; Toxi sk y rpymi muane6o
CIIOCTEPIraocss MAaKCUMAJIbHE CEPEIHE BiZICOTKOBE 3MECHIICHHS.
KpiMm ToOro, y pneskux cyO’eKTiB CIOCTepiraiocsi 3Ha4He
nokparieHHs: nokasHukie MIIKT, 1 1e mokpamieHdss  OuIbIn




BIpOTiIHUM y CyO’€KTiB, $Ki OTPHUMYB&JIM TOBHUH Kypc
nikyBaHHs ACE-011. Anami3 iHauBIIyaIbHUX JaHUX IMOKa3aB,
mo y 824 (33,3 %) cyO’exriB, siki orpumyBamn ACE-011,
MIIKT xpebta abo cTerHoBoi KicTku 30iabmmiacs Ha > 5 %
MOPIBHSAHO 3 BUXIJIHUM DiBHEM B OJHIN abo Oijblle 4acoBHX
TOYKax TMPOTIArOM Tepiogy  gochifkeHHs. Kpim  Toro,
36inbmenns MILKT nwa > 5 % cnocrepiranocs y 4/6 cy0’ekTiB,
K1 oTpuMmyBasin Bci 4 no3u npenapaty ACE-011, mopiBasiHO 3
2/8 cy0’exTamu, siKi OTpUMYBaH 3 1034, Ta 2/10 cy0’exTamu, sKi
orpumyBanu 1 a6o 2 no3u. B onnoro 3 6 (16,7 %) cy0’exTiB, sKi
OTpUMYBAJIM IIAe00, TaKOXK CIIOCTEpPIranocsi 30LUTBIICHHS
MIIKT xpeOrta abo cTerHoBoi KicTkM Ha > 5 % mpoTrsarom
nepiofy JOCHIKSHHS.

3a OIIHKOI JOCITITHUKA W00 ypa)KEHHS KICTOK Ha OCHOBI
OTJIIOBUX PEHTTEHIBCHKUX 3HIMKIB CKeneTa, y 2/6 cy0’€KTiB y
rpymi miane6o, 2/7 cy6’exriB y rpymi 0,1 mr/kr ACE-011, 2/8
cy6’exriB y rpymi 0,3 mr/kr ACE-011 ta 5/7 cyG’exTiB y rpymi
0,5 mr/kr ACE-011 Oyno BusiBIEHO IIOHalMeHIIe | ypaxeHHs,
sIKe 3MEHIIMIOCS a0 3HUKIIO0. X04Ya J10303aJIeKHOr0 eeKTy He
crocTepirajocs, AaHi CBiI4YaTh MpO 3OLIBIICHHS pEakiii Ha
ypaXXeHHs KICTOK IpH 3acTocyBaHHI HaiiBuoi no3u ACE-011.
Binnosigs M-npoTeiHy Ta KICTKOBY BIJIOBI/Ib OLIHIOBAB JiKap,
KU POBOJMB JTOCHIMKeHHs, Ha OCHOBI kputepiiB EBMT Ta
ABMTR/IBMTR B sikocTi HOCTiTHUIIBKOTO aHami3y. YacTkoBa
KICTKOBa BIJNOBiAbL Oyina pocsaruyta 'y 9/24 (37,5 %) cy0’ekris,
saki orpumyBamu ACE 011, mopiBaso 3 2/6 (33,3 %)
cy0’ektamu, siki oTpuMyBanu Iuiane6o. Cepen cyO’ekTiB, sKi
orpumyBasiu ~ ACE-011, YaCTKOBI ~ KICTKOBI  peakiii
croctepiranucs y 1/8, 3/8 Ta 5/8 cy0’ekTiB y rpymax a03
0,1 mr/kr, 0,3 mr/kr Ta 0,5 MI/Kr BiAOBITHO, IO CBIIYUTH PO
J0303aNIeKHy peakiito. YacTkoBi peakuii M-mpoTeiny Oymu
nocsrayTi y 10/24 (41,7 %) cyG’ekriB, siki orpumyBanu ACE
011, nopiBastHOo 3 3/6 (50,0 %) cyO’ekTamu, sIKi OTpUMYBAJIU
tame6o, 6e3 mokasiB qo3o03asexHoro edekry. Crocrepiranucs
IBi MOBHI peakiiii M-npoteiny, o6uasi B rpymi no3u 0,5 mr/kr
ACE O011. Ilpo peakuii, KOTpi MOB’si3aHI 31 CKEJIETOM,
nosiomisnocs y 5 oci0, siki orpumysanu ACE-011, 1y sxonHOTO
cy0’exrta, skuii oTpuMyBaB Ianebo. Cepen cyO’ekTiB, sKi
orpumyBanu ACE-011, nosinomisinocs mpo SRE y 1 cy0’exra B
rpymi 0,1 Mr/kr, y 2 cy6’ekTiB B rpymi 0,3 Mr/kr ta 'y 2 cy0’eKkTiB
B rpymi 0,5 mr/kr. Kinekicts cy6’ekTiB 3 SRE Oyna HaaTo manotro,
00 3poOWTH 3HAYYIII MOPIBHSHHS MK TpynamH JIiKyBaHHS,
xo4a He Oyno xoaHuX nokasiB Toro, mo ACE-011 acouiroeTbes
31 3HWKEHHSIM YaCTOTH TEPEIIOMIB.

OriHKa SKOCTI JKUTTSA MIOJAO0 OOJI0 B KICTKAaxX [oOKa3zaja
MOKpaIeHHs cepeanix 6aniB 3a BAII (3HMKEHHS BiJ BUXiTHOTO
piBH:) B ycix rpynax 103 ACE-011 nopiBHsiHO 3 ruiane6o Maibke
y BCIX YacoBMX TOYKaxX MicCJs BHUXIJHOTO PIBHS, Xod4a
J10303aJIEKHOTO TMOKPAILEHHs cepesi Cy0’ €KTIB, sIKi OTPUMYBaIH
ACE-011, He ciocTepirayiocs.

21. Pe3ynbratu Oe3nexu

3aranom 26/30 (86,7 %) cy0’€KTiB MPOMIILIN BC1 OOCTEKEHHS Ta
3aBEpUIMJIM JOCIIPKEHHS BIANOBIJHO 10 IUIaHYy; OJIHAK JIMIIE
6/24 (25,0 %) cy6’exTiB, pannomizoBanux ao rpynu ACE-011,
OTPUMAJIH 3aIJIAaHOBAHI 4 03W JOCIIKYBAHOTO TIpenapary, 3/8,




1/8 Ta 2/8 cy6’extiB y rpynax go3 0,1 mr/kr, 0,3 mr/kr Ta 0,5
MI/KT, BiAmoBimHO. HeBenmumka KUIBKICTH CyO’€KTIB, Kl
oTpuMmyBanu moBHMUA Kypc JikyBanHa ACE-011, wactkoBo
MOSICHIOETBCST TpaBiIaMu Moaudikaitii m1o3u (epepuBaHHs Ta
3MEHIICHHS) Ui JAPYroi Ta HACTYMHHUX 103 JOCHIJKYBaHOTO
npenapaty. 3araiom, 17/24 (70,8 %) cy0’€ekTiB, SIKi OTpUMYyBaIH
ACE-011, manu monaiimMenmie 1 nepepBy mnpuiiomi mpemnapary
MIPOTATOM P10y JIIKYBaHHS, sK 1€ TIepe10adyeHO MPOTOKOJIOM.
HaifuacTimoro NpuUYMHOI0 NEpepHBaHHS NpPUHOMY TMpemnapary
OyB piBeHb reMorao0iny > 13 r/an (10/24 [41,7 %] cy6’ekTiB).
3aranom 22/24 (91,7 %) cy6’extu, axi orpumyBanmu ACE-011, ta
4/6 (66,7 %) cy0’€eKTiB, sIKI OTPUMYBAJIHU IJ1a[e00, MOBIIOMUIN
npo monaiimenme 1 IIP, mow’s3any 3 nikyBanHsMm. Cepen
cy0’ekTiB, siki orpumyBanu ACE-011, npo I1P nosigomisiu 7/8,
7/8 Ta 8/8 ocib y rpynax mo3 0,1 mr/kr, 0,3 mr/kr ta 0,5 Mr/kr
BiAMOBiHO. Haitvacrime moBIZOMISUIOCS TIPO HEHTPOIICHIIO
(ACE-011, 16/24 [66,7 %] cy0’extiB; mnanebo 4/6 [66,7 %]
cy0’extiB). Cepen cy0’ekriB, siki otpumyBamu ACE-011, mpo
HEUTponeHito moBigomisocs y 4/8, 6/8 ta 6/8 cy0’ekTiB rpynax
o3 0,1 mr/kr, 0,3 Mr/kr ta 0,5 MI/Kr BiAIIOBigHO.

VY 14 3 24 (58,3 %) cy0’ekTiB, ski otpumyBanu ACE 011, ta y
1/6 (16,7 %) cy0’€exTiB, SIKi OTpUMYBAIIHU IIAIe00, CrIOCTEpiraBes
npunaiiMHi > 3 IIP 1 crtymens Ge3 SBHOrO J0303aJI€KHOTO
edexry (5/8, 3/8 ta 6/8 cy0’ekriB y rpynax mo3 0,1 mr/kr, 0,3
mr/kr Ta 0,5 mr/kr ACE 011, Bignosinno). Y rpymnax no3 ACE-
011 12/24 (50,0 %) cy6’extiB mamu monaiimenme 1 TIP 3-ro
crynens ta 3/24 (8,3 %) cyO’exriB mManu IIP 4-ro crymens
(HEeHTpOTIeHIsA, TPAHYJIOIMTOIEHIsA, GiOpwIALis nepeacepap). Y
rpyni miaane6o 1/6 (16,7 %) mamu 1 IIP 3-ro crynens
(metitpornienisi); [1P 4-ro crymens ve Oyno. Haiimommpenimnoro
ITP 3/4 crynensa Oyna HelTpomeHis. Y rpymnax 103 npenapary
ACE-011 y 6/24 (25,0 %) cyO’exTiB cnocrepiranacs
HelTponeHis 3 crynens (1o 2 cy0’eKTH B KOXKHIN rpymi 103) Ta
y 1/24 (4,2 %) cy0’exTiB — HelTporeHis 4 crynens (y Tpyri 103
0,5 mr/kr). binpiricts 1P Oynu oliHeHi JOCHIAHUKOM SIK TakKi,
mo He moB’s13aHi 3 ACE-011. YV nBox cy0’ekTiB crioctepiranucs
I1P, siki Oynu OLliHEeH] K NPUHAWMHI MOXXJIMBO 1OB’s13aH1 3 ACE-
011. B ognoro cy6’exra B rpymi g0o3u 0,1 Mr/kr Oyi0 BHUSBICHO
2 I1P (miaBUIIEHHS apTepiadbHOro THCKY [CTYMiHB 3] Ta panToBa
CMepTh [cTymiHb 5]), sSiKi OyJIH OIliHEeH] SIK MOYJIMBO TIOB’sI3aHi 3
ACE-011 Ta, iimoBipHO, MOB’si3aHI 3 KOMOiHaIi€r0 MendanaH,
npennizonoH i Tamigomia (MIIT). B oxnoro cy0’ekra B Tpytii
no3u 0,5 Mr/kr cmoctepiranacs aprepialibHa TinmepTeH3is 2
CTYTIEHS, 10 OLliHIOBanacs K HMoBipHO, noB’si3aHa 3 ACE-011
1, MOKJIMBO, OB’ s13aHa 3 MIIT.

Ilix 4yac mochimKeHHS CTaBcd | JIeTAJIBHME BHIIALOK. Y
ydacHHKa, sikuii otpumysas 103y 0,1 mr/kr ACE-011, cranacs
panToBa, He3posyMuia cMmepTh Ha 103-i1 AeHB JOCIHIKEHHS,
yepe3 18 aHIB micns npuitomy apyroi Ta octaHHboi 1031 ACE-
011 na 85-i1 gens (mpuitom 103, 3arlaHOBaHUX Ha 29-i Ta 57-i
IHi, Oymo mepepBaHO 4Yepe3 piBeHb remornobiny > 13 r/mm).
JlocnigHUK OLIIHUB CMEPTH K MOKJIMBO OB’ S13aHY 3 IPUHOMOM
ACE-011 1, #imoBipHO, noB’si3any 3 MIIT. Yotupu cepiio3Hi
no01yHi peakuii (CIIP), okpiM cmepTi, Oyiu 3apeecTpoBaHi y 3




cy0’ekTiB (OUIb y HOTax, MAaTOJOTIYHUIN NIEPEIOM, ITHEBMOHIS Ta
Gi6pmsiis nmepencepap). Bei 3 cy0’ekTu nepedyBaim B rpyii
no3u 0,5 mr/kr ACE-011. Bei 4 CIIP Gymu oniHeHi JOCTi THUKOM
SIK TakKi, 0 He 1oB’s13aHi 3 mpuiiomom ACE-011.

[Ipo aptepianpHy TinepTeH3io adbo MiJBUIIEHHS apTepialbHOTO
THUCKY TTOB1IOMJISIIIOCS SIK TIPO moOivH1 peakiii y 3 ocid: y 2 ocid
y rpymi 1o3u 0,5 mr/kr tay 1 oco6u y rpyni no3u 0,1 mr/kr. J[Boe
3 X 3 0ci0 Mayu B aHaMHE31 apTepiaibHy rinepreHsito. JIBoe 3
HUX Malld OJIMH €Mi30] MiJBUIICHHS apTepiaiIbHOTO THUCKY; |
Ccy0’e€KT MaB KiJTbKa €mi30AiB, SKi OynIM 3apeecTpoBaHi SK
rineprensis. HasBui nmani Oynau mpoaHani3oBaHi Ha Cy0’ €KT
moTeHIliiHOTO  3B’s3ky  Mik  JikyBanHsM  ACE-011,
M ABUILIEHHAM piBHS reMOrIo0iHY Ta M ABUIIEHUM
apTepialbHUM THCKOM. B oHOTO yyacHuKa B rpyri npuiiomy 0, 1
mr/kr ACE-011 cnocrepiranocs MTiABUIICHHS apTepiaabHOTO
tiucky 3-ro crymeds (180/110 mm pr.cT. [BUMIiprOBaHHS
npoBoamiocs Baomal) Ha 102-if nenp mociimkeHHs (uepes 17
JIHIB TICJHS MNPUMOMY OCTaHHBOI JO03M  JOCIIIKyBaHOTO
npenapaty Ha 85-i1 nenp). Cy0’ekTy NpU3HAYMIN €HaNapui, 1
fioro aprepianbHuil THCK OBepHYBCs 10 140/80 MM pT.CT. TOTO
K JTHS, KOJIU BiH 11e nepeOyBaB yaoma. Ha 92-i1 nens (3a 10 nHiB
0 TOSBM MIABHUILEHOTO AapTeplaibHOIO THUCKY) PpIBEHb
remorniobiny OyB Ha 1,7 r/mnm BUmMM, HIK Ha TMOYaTKY
nociimxenss (14,9 r/nn npotu 13,2 v/mm). B ogHoTro cy0’ekTa 3
rpynu, mo orpumyBana go3y 0,5 wmr/kr  ACE-011,
CIIOCTEPITrajucsl YUCICHHI €301 rinepTensii 2 crymnens (6, 8,
10 Ta 61-it aHi), TOB’sA3aHi 3 MiJBUIIECHHSIM PIBHS FeMOTJIOOIHY
Ha 1,2-1,6 v/mn. [puitom no3u ACE-011, 3ammanoBanwmii Ha 29-ii
JIeHb, OyJI0 MepepBaHO dYepe3 TiNepTEeH31l0 2-T0 CTYIEHS, K
3a3Ha4YeHO B MPOTOKOJI. B oqHOTrO Cy0’€KTa 3 rpynu mpuiiomy
0,5 mr/kr ACE-011 na 7-i1 nens micns npuitomy ACE-011 B 1-i
JICHb CTaBCS OJUH €Ii30/]] MMiIBUIICHHS apTepiaIbHOTO THUCKY 2-
IO CTyMEHs, SKU MUHYB NpoTaroM 1 aHs 6e3 nikyBaHHs. PiBeHb
reMorjo0iny cy0’ekra Ha 1-ii nenp craHoBuB 13,4 1/
3aljlaHOBaHA OIliHKa reMorio0iHy Ha 8- JneHb He Oyna
nposeneHa. /i nogarkosi g1o3u ACE-011 Oynu BBeneHi Ha 29-i
ta 57-i1 penb. Ilpo momanpmii  emizoAM  MiJBUIICHHS
apTepialbHOTO TUCKY a00 TimepTeH3ii He TMOBIJOMIIUIOCH.
YetBepTa n03a Oyna nepepBaHa yepes piBeHb reMoriooiny > 13
/111, SIK 3a3HAYEHO B MPOTOKOJI.

[Tpo anemiro moBigomisiocss y 4 cy0’€KTiB, SKi OTpUMYBAIH
ACE-011. Yci Bumagxu O0yyii mooauHOKUMU. JIBOM 3 4 ¢y’ €KTiB
OyJ0 MpOBEACHO MepenuBaHHs KpoBi I Kopekiii anemii. [Ipo
IHIII TIepeNMBaHHs KPOBI HE MOBIAOMIIIIOCA. Y JIBOX CyO’€KTiB
criocTepiranacsi aHeMisl IPOTATOM Iepiony JiikyBaHHs. OOuBa
cy0’ektn otrpumanu Bci 4 nmo3m mpemapary ACE-O11. ¥V 1
cy0’exTa B rpymi 3 go3010 0,1 Mr/kr anemist Oyna 3apeecTpoBaHa
Ha 29-i1 neHsb (28 qHIB mics nonepeaHboi 103U B 1-i nenp). ¥V 1
cy0’exTa B rpyni go3u 0,5 Mr/kr anemis Oyla 3apeecTpoBaHa Ha
27-11 nensb (26 nHIB micis MONEpenHbOI 103U B €Hb 1). ¥ nBOX
cy0’ekTiB  aHeMmis  crmocTepiraigacsi MPOTATOM  Mepiomay
cnoctepexkeHHs. Y 1 cy0’ekra B rpymi go3u 0,3 MI/Kr aHemis
Oyna 3apeectpoBaHa Ha 134-ii genp (uepe3 50 nHIB micis
TIOTIEPEAHBOI JTO3U Ha 85-i JIeHb; cy0’ €KT OTpUMaB yci 4 103u




npenapaty ACE-011). ¥V 1 cy6’ekra 3 rpynu, mo oTpuMyBaia
no3y 0,5 mr/kr, anemis BuHUKIIA Ha 162-i nenpb (uepe3 161 neHn
miciis npuiiomy nepioi ta exuHoi 1o3u ACE-011; npuiiom 103,
3aruIaHOBaHMX Ha 29-i, 57-1 Ta 85-i qHi, Oyino nepepBaHo yepe3
piBeHb remorno0iny > 13 r/mm). TpomOoeMOOoIiYHUX SBHILL, TIPO
K1 ToBimomsiocs sik mipo TP, He Oyio, 3a BUHATKOM OJHOTO
BUNa/IKy ¢uiediTy nmpaBoi MiAMKIPHOI BEHH B Ipyi npuiiomy 0,5
Mmr/kr ACE-011 na 29-i1 nenp (depe3 28 AHIB micas mpuiomMy
nornepeaHboi 1031 B 1-it nens). [loxis Oyma oriHeHa sk moMipHa
3a IHTEHCHUBHICTIO Ta HE TIOB’s13aHa 3 JIIKyBaHHSAM Y JOCIIHKCHHI.
Cy0G’ext otpumas 3 no3u npenapaty ACE-011. YerBepra no3a
OyJa mepepBaHa uepe3 piBeHb reMoriooiny > 13 r/m.

Cepenni 3MiHM J1TaOOpAaTOPHUX IIOKA3HUKIB MOPIBHSAHO 3
BHXIJTHUM PIBHEM JIEMOHCTPYBAJIM 3HaUHY BapiaOeIbHICTh Y BCIX
rpynax JiKyBaHHS, IO YacTKOBO IMOSCHIOETHCS HEBEIUKUM
po3Mmipom BuOIpku (N=6-8). CepenHe MiABUIICHHS PIiBHS
reMorjo0iHy BiJ TOYaTKOBOTO piBHS CHOCTepirajocs B YCiX
rpynax npuiomy ACE-011 Ha 8-ii nenb (duepe3 1 THxIeHb micis
npuitomy no3u 1) (Big 0,80 mo 0,89 r/mi), mo npubaM3HO BABIYI
MIEPEBUIYBAIO aHAJOTIYHUN MOKAa3HUK y rpymi miarnedo (0,47
r/nm). i miaBueHHs 3aranom 30epiranucs 1o 92-ro axs (uepes
| TrxneHs micisa npuiioMy 103u 4), a MOTIM 3HIKYBAIIUCS 10
BUXIJHUX 3HAUY€Hb MPOTITOM MEePioay crocTepekeHHs. [[Bi BuIi
no3u ACE-011 (0,3 mr/kr ta 0,5 MI/Kr) mpoaeMOHCTPYBaIH
TEHJEHIII0, 110 BKa3ye Ha J0303aJEeKHUM edekr. Y
nocHimHUIBKOMY aHamizi 'y 7/24 (29,2 %) cy0’ekriB, sKi
orpumyBanu ACE-011, ta 2/6 (33,3 %), ski oTpuMyBaiu
iane6o, crocTepiraiocs MiaBUIIEHHS reMorio0iny Ha > 1 1/
BiJl BUX1JIHOTO PiBHA Ha 29-ii A€Hb MICIs MPUIOMY MEPIIOi JO3HU:
y 1/8, 1/8 ta 5/8 cy6’exriB y rpymax mo3 0,1 mr/kr, 0,3 mMr/kr Ta
0,5 mr/kr ACE-011 Bignosiano. Y 15 3 24 (62,5 %) cy0’ekTiB y
rpynax n03 ACE-011 mporu 4/6 (66,7 %) cy0’exTiB Tpymi
ianedo crocTepiranocs MiABUIIEHHS reMorno0iny Ha >1 r/mn
npotsaroM > 28 mHiB: 5/8, 3/8 ta 7/8 ocib rpymax 03 0,1 mr/kr,
0,3 mr/kr Ta 0,5 Mr/kr BianoBiaHO. BifcoTok cy0’eKTiB, y SIKHX
piBeHb TeMOTJIO0IHY MiIBHITUBCS Ha > 1,5 r/mt ta > 2 v/a Bifg
MOYaTKOBOTO PiBHA Ha 29-i1 1eHb, OyB BUILUM y Tpynax npuiomy
ACE-011 nopiBHsHO 3 rpymnoro 1uianebo (4/24 [16,7 %] npotu
0/6 ta 2/24 [8,3 %] npotu 0/6 BiAMOBiIHO), 1 crocTepiranacs
TEHJEHIIisl, 10 CBIAYUTH HPO J10303aleKHUN edekT. BimcoTok
cy0’€KTiB, y crocTepiranocs MmiJBUIICHHS TeMOrIo0iHny Ha > 1,5
r/mn ta > 2,0 v/an npotsrom > 28 IHIB, TaKOX OYB BHUIIHM Yy
rpynax npuiiomy ACE-011, nix y rpyni minane6o (11/24 [45,8
%] mpotu 2/6 [33,3 %] Ta 7/24 [29,2 %] npotu 0/6, BiAOBIIHO).
Jns  OimpmiocTi iHmMX — 1a00OpaTOpHUX  MapaMeTpiB  He
crocTepirajocss CTIMKOT TEHJEHIIl [0 30uUIblIeHHS abo
3MEHIIEHHS BiJl BUXIZIHOTO PIBHS 3 IUIMHOM Yacy, a TaKOX He
OyJI0 IOMITHOI Pi3HUII MK Tpynamu JIiIKyBaHHS. AHAJIOTIYHO,
yacToTa IHAUBIAYaNbHUX BIOXWIEHb BiJ HOPMU Ha TOYATKY
JOCIIJDKEHHS 10 BUXO/AY 32 MEXI HOPMaIbHOTO pedepeHTHOTro
JianazoHy (HU3bKOTo ab0 BHCOKOTO) HAMPUKIHIN JOCHIIKEHHS
(Bizut 12/mocrpokoBe mpunuuaenHs [/I1]) Oyma HuU3BKOIO IS
OinbIocTi 1aboparopHux napamerpis. Cepenni 3HaueHHs OCI°
3HWKYBJIHCS TIOPIBHSHO 3 BUXIIHUM PiBHEM ITiJ] 4ac OUTBIIOCTI




BI3UTIB TMICJI BUXIIHOTO BI3UTY Y BCIX Tpynax JiKyBaHHS.
Benmnunna 3HmwkeHHs Oyna HaWOUIBIIOW TIPH 3aCTOCYBaHHI
naiBumoi 1o3u ACE-011 (0,5 mr/Kkr), ajne mocii1oBHOTO epeKTy,
OB’ S13aHOTO 3 J103010, HE Oyso BusBieHO. CepenHi 3MIHU Bif
BUX1JTHOTO PiBHS 1HIINX €HIOKPUHHUX napametpis, JII, I'P, TTT
1 BUtbHOTO T4, He TMOKa3anau CTIMKOI TEHIACHII A0 301IbIICHHS
a00 3MEHIIEHHS BiJ BHXIAHOTO piBHS 3 IUIMHOM Hacy, i Oyio
MTOMITHOT Pi13HUIII MK TPyTIaMH JIIKyBaHHS.

VY nBox cy06’ekriB, aki orpumyBasiu ACE-011, cnoctepiranucs
noganbi BigxwieHHs Ha EKT, skux He Oysio Ha Mo4aTKOBOMY
piBHi. XKonue 3 Bimxunenb He Oyno 3apeectpoBaHo sk I1P. B
omHoro cyoO’ekta B Tpymi 0,1 wmr/kr (3 aprepiaabHOIO
rinepreHsi€elo B aHaMHe31) CHHycoBa Taxikapaig Oyna
3apeectpoBaHa Ha 169-ii genp (uepe3 111 gHIB michs
nonepennboi no3u ACE-011, mpuitnsaroi Ha 58-ii aeHs). B
OJIHOTO yYacHHKA B TPyl 3 103010 0,3 MI/KT (3 aHAaMHE30M, 1110
BKJIIOYAB apTepiajibHy TiNEpPTEH31l0, CEeplEBY HEIOCTATHICTD,
imeMiyHy XBOpoOy ceplsl Ta HaIIUTYHOYKOBY TaxiKapJilo) Ha
85-ii Ta 92-i1 nenp (84-ii Ta 91-ii neHb, BIAMOBIIHO, MiCTs MEPIIOT
ta equHoi no3m ACE-011 ma 1-ii genp) Oyno 3adikcoBaHO
imemito Miokapaa. Aurutina 10 ACE-011 ne Oynu BUsiBIIeHi y
JKOJHOTO Cy0’€KTa B KOJHIM TOYIll BiAOOpPY 3pasKiB i yac
IOCIIIIKEHHS.

22. BUCHOBOK (3aKJTFOUCHHS)

Y 1mpoMy JOCHIDKEHHI He OyJi0 BHUSBICHO >KOJHOTO
no3ozanexxHoro BBy ACE-011 na OGiomapkepu KiCTKOBOL
tkanuHu a6o MIUIKT y cupoBarii kpoBi. Y rpymax npuioMmy
ACE-011 cepenHe miIBUIIEHHS pIiBHA TE€MOTJO0IHY Bij
MOYAaTKOBOTO PIiBHA Ha 8- JeHb (depe3 | TKIEHb MicCis
npuiioMy nepioi 103u) 0yin0 npuOIM3HO BABIY1 OLTBIINM, HIX Y
rpymi 1mane6o. BiacoTok cy0’ekTiB, y SKHX CIOCTEPIraaocs
MiBUIICHHS PiBHA reMorio0iny Ha > 1,5 r/anm ta > 2 r/nn Bix
BUXIJTHOTO piBHS HA 29-1 IeHb MICIIs MPUHOMY TEepIoi 103H, OyB
BUIIUM y cy0’ekTiB, siki orpumyBamun ACE-011, nopiBHsHO 3
cy0’eKTamu, IKi OTPUMYBAJIH TIJ1AIe00, 3 TEHACHITIEIO, 10 BKa3ye
Ha o303aexHui edext. Kpim Toro, cocrepiranacs TeHACHIIIs,
sSKa BKa3ye€ Ha Te, IO OUIBIIMK BIICOTOK CyO’ €KTIB, sKi
orpumyBaiin ACE-011, mopiBHsiHO 3 Tutane6o, Oyiu 3maTHi
yTPUMYBaTH TIJBUIICHHS PIBHA TE€MOMJIOOIHY TMPOTITOM
4 TIKHIB TICHIS JIIKYBaHHS.

3asBHUK (BJIACHHUK
pEECTPAIIHHOTO TTOCBITYCHHS)

(Tmiamuc)

Ompi A. Erag (Audrey A. Egan)
(II. 1. B.)
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