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 8

number of registration certificate):

1. Name of medicinal product (if available -

Winrevair

2. MA applicant

Merck Sharp & Dohme IDEA GmbH, Switzerland

3. Manufacturer

- Merck Sharp and Dohme B.V., Netherlands;

- Patheon Italia S.p.A, Italy;

- Eurofins Lancaster Laboratories, LLC, USA;

- MSD International GmbH T/A MSD Ireland (Carlow), Ireland;
- Nuvisan GmbH, Germany;

-Vetter Pharma-Fatiguing GmbH & Co. KG, Germany
(Langenargen);

-Vetter Pharma-Fertigung GmbH & Co. KG, Germany
(Ravensburg, Schuetzenstrasse 87);

-Vetter Pharma-Fertigung GmbH & Co. KG, Germany
(Ravensburg, Mooswiesen 2);

- Vetter Pharma-Fertigung GmbH & Co. KG, Germany
(Ravensburg, Helmut-Vetter-Strasse 10)

4. Trials

m Yes oNo  Ifno, please justify

1) type of medical product, for which
registration was done or planned

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

5. Full name of clinical trial,
clinical trial code

A Phase 2a, multicenter, randomized, single-dose, double-blind,
placebo-controlled followed by a multiple-dose, single-blind,
placebo-controlled, dose escalation study to evaluate the
pharmacokinetics,  safety,  efficacy,  tolerability,  and
pharmacodynamics of sotatercept (ACE-011) for the correction of
anemia in subjects with end-stage renal disease (ESRD) on

hemodialysis (HD).

Clinical trial code: ACE-011-REN-001
6. Clinical trial phase 2a
7. Clinical trial period Part 1:

from 09 Aug 2010 to 05-Aug-2011

Part 2:
from 05 Jun 2012 to 07-Mar-2016

8. Countries of clinical trial sites

USA
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9. Number of subjects

Part 1:

scheduled: approximately 8 subjects were planned to complete
Part 1 of the study at approximately 7 sites.

actual: a total of 7 subjects were enrolled and randomized across
4 study centers and received one subcutaneous (SC) dose of study
medication: 1 subject received placebo and 6 subjects received
0,1 mg/kg sotatercept.

Part 2:

scheduled: approximately 32 to 48 subjects (based on the potential
expansion of dose groups) were to complete Part 2 of the study at
approximately 20 sites.

actual: PK Population: 32 subjects

Full Analysis Set: 43 subjects

Per Protocol Population: 40 subjects

Safety Population: 43 subjects

10. Objective and secondary goals of
clinical trial

Part 1:
Primary: To determine the single-dose pharmacokinetics of]
sotatercept in end-stage renal disease (ESRD) subjects with renal
anemia on hemodialysis (HD).

Secondary: To determine the single-dose safety of sotatercept in
ESRD subjects with renal anemia on HD.

Part 2:

Primary: To determine the ascending multiple-dose
pharmacokinetics (PK) of sotatercept in subjects with ESRD on
HD.

Secondary:

1. To determine the multiple-dose safety and tolerability of]
sotatercept in ESRD subjects with renal anemia on HD;

2. To determine the percentage of ESRD subjects with renal
anemia on HD who achieve the target absolute hemoglobin (Hb)
concentration;

3. To determine the time to reach target Hb concentration and
target increase in Hb after the first dose of sotatercept in ESRD
subjects with renal anemia on HD;

4. To determine the proportion of subjects rescued and the time to
rescue therapy in subjects who receive rescue medication during
the course of the study.

11. Design of clinical trial

The study was conducted in 2 parts: Part 1 and Part 2.

Part 1 of this study was a randomized, double-blind, placebo-
controlled, single-dose study to assess the single-dose PK and
safety of sotatercept, including changes in blood pressure (BP), in
anemic ESRD subjects on HD.

Part 2 of the study was a randomized, multiple-dose, single-blind,
placebo-controlled, sequential dose escalation study to evaluate
the PK, safety, efficacy, tolerability, and pharmacodynamics of]
sotatercept for the correction of anemia in subjects with ESRD on
HD.
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12. Main inclusion criteria

Part I:

Main criteria for inclusion:

- Males or females with ESRD 18 to 80 years of age;

- Subjects on at least 3 hours of high flux HD at each session for
at least 12 weeks before screening and no planned changes in HD
regimen during the study;

- Clinically stable in the judgment of the investigator;

- Subjects on a stable dose of ESA product to maintain Hb by
either intravenous (IV) or subcutaneous (SC) route for at least 6
weeks prior to screening;

- Three consecutive pre-dialysis Hb concentrations with a mean
>10to <12 g/dL (> 100 to < 120 g/L) prior to washout and one
pre-dialysis Hb concentration > 8 to < 10 g/dL (= 80 to <100 g/L)
within one week prior to randomization (baseline Day 1);

- If subjects were on intravenous iron therapy, they must have
been prescribed a stable dose of maintenance iron by
randomization (baseline Day 1);

- Modified Karnofsky status of 60 % or better at screening;

- Kt/V > 12 or urea reduction ratio > 65 % at screening.
(Historical values within 1 month prior to screening were
acceptable.)

- Adequate iron status defined as one transferrin saturation > 20 %
within 28 days prior to randomization (baseline day 1);

- The subject had to have one intact plasma parathyroid hormone
(PTH) level <600 pg/mL, one serum phosphorus level <7 mg/dL,
and one total corrected calcium level > 8,0 mg/dL to < 10,5 mg/dL
within 28 days prior to randomization (baseline Day 1).

Part 2:

Main criteria for inclusion:

- Males or females > 18 years of age at the time of signing
informed consent document;

- Subjects on at least 3 hours of high flux HD at each session for
at least 12 weeks before screening and no planned changes in HD
regimen during the study;

- Clinically stable in the judgment of the investigator;

- Subjects must have been on a stable IV or SC dose of ESA to
maintain Hb for at least 6 weeks (epoetin alfa and darbepoetin
alfa) or 2 months (peginesatide) prior to screening and during the
screening period. Stable dose was defined as < 30 % change in the
total weekly ESA dose (epoetin alfa and darbepoetin alfa) or total
monthly dose (peginesatide), and no change in frequency. The
stable dose criterion excluded dose holds for high Hb. If dose was
held for high Hb, subject must have been restarted on a stable dose
(defined as < 30 % change from prior dose) for at least 2 weeks
prior to screening. Maximum allowed ESA dose: epoetin alfa
< 500 IU/kg/week, darbepoetin alfa <95 mcg/week, peginesatide
< 15 mg/month;
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- Three consecutive (each done on 3 different days) pre-dialysis
Hb concentrations with a mean > 10 to < 12 g/dL (= 100 to <
120 g/L) prior to washout and 1 pre-dialysis Hb concentration > 8
to < 10 g/dL (> 80 to < 100 g/L) within 1 week prior to
randomization (if local laboratory values are used, they should
have been obtained consistently from the same laboratory);

- Subjects must have had adequate iron status defined as 1
transferrin saturation > 20 % prior to randomization (used only
central laboratory results for determining eligibility, local
laboratory results can be used for monitoring);

- Kt/V > 1,2 or urea reduction ratio > 65 % at screening.
(Historical values within 1 month prior to screening were
acceptable.);

- The subject had one parathyroid hormone (PTH) concentration
<1000 pg/mL, one phosphorus concentration < 7 mg/dL, and one
total albumin-corrected calcium concentration > 8,0 mg/dL to
<10,5 mg/dL prior to randomization (only central laboratory
results were to be used for determining eligibility, local laboratory
results could have been used for monitoring).

13. Investigational medicinal product,
method of administration, strength

Part 1: Sotatercept 0,1 mg/kg, administered as a single
subcutaneous dose.

Part 2: Sotatercept 0,3 mg/kg, 0,5 mg/kg, 0,7 mg/kg, or 0,7 mg/kg
followed by 0,4 mg/kg as subcutaneous injection.

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

Matching placebo was sterile normal saline (0,9% Sodium
Chloride for Injection) administered as a subcutaneous injection.
Sterile, normal saline was supplied by the investigational site’s
pharmacy.

15. Concomitant therapy

Part 1:

All subjects reported use of at least 1 concomitant medication. The
most common ATC classes of concomitant treatments were
alimentary tract and metabolism; blood and blood forming organs;
and various (100 % of subjects) systemic hormonal preparations,
excluding sex hormones and insulin (85,7 % of subjects) (mostly
for hyperparathyroidism); and cardiovascular system (85,7 % of
subjects).

The most common concomitant medications were epoctin alfa
(100 % of subjects), paracetamol (71,4 % of subjects), and sodium
chloride and paricalcitol (71,4 % of subjects). All subjects
received epoetin alfa as a rescue therapy after investigational
product (IP) was provided. In subjects who received 0,1 mg/kg
sotatercept, the date of first dose of epoetin alfa ranged from 15 to
113 days from the day of the sotatercept dose. The placebo-treated
subject and 2 of the 6 (33,3 %) sotatercept-treated subjects
reported concomitant use of agents used to treat gastroesophageal
reflux disease (GERD) (bismuth subsalicylate, omeprazole,
ranitidine, esomeprazole magnesium, and metoclopramide).

Part 2:
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All subjects reported use of at least 1 concomitant medication
during Part 2 of the study. The most common classes of]
concomitant medications were blood and blood forming organs
(all subjects) and cardiovascular system (all subjects, except for 1
subject in the 0,7/0,4 mg/kg sotatercept treatment group).

The most common concomitant medications were epoetin alfa
(> 75 % of subjects across all treatment groups) and saccharated
iron oxide (> 60 % of subjects in the placebo, 0,3 mg/kg
sotatercept, 0,5 mg/kg sotatercept, and 0,7 mg/kg sotatercept
treatment groups, and 33,3 % of subjects in the 0,7/0,4 mg/kg
sotatercept treatment group). Subjects received epoetin alfa as a
rescue therapy after investigational product (IP) was provided. In
subjects who received sotatercept, the date of first dose of epoetin
alfa for rescue ranged from 22 to 299 days from the first day of
the sotatercept dose.

16. Efficacy evaluation criteria

Pharmacokinetics

Part 1:

The primary single-dose PK endpoints in Part 1 are the following
noncompartmental PK parameters in serum:

- Cmax: Observed maximum concentration;

- tmax: Time to Cmax;

- AUC,s4: Area under the concentration-time curve over the 28-
day dosing interval;

- AUC..: Area under the concentration-time curve from time zero
extrapolated to infinity;

- AUC,: Area under the concentration-time curve from time zero
to the time for the last quantifiable concentration;

- CL/F: Apparent total clearance ;

- Vz/F: Apparent volume of distribution based on terminal phase;
- t12,: Terminal half-life.

Dialysis serum clearance was an exploratory PK endpoint.

Part 2:

The primary endpoints for Part 2 are the following PK endpoints
in serum:

- Cmax: Observed maximum concentration;

- tmax: Time to Cmax;

- AUCag4: Area under the concentration-time curve over the 28-
day dosing interval,

- t122: Terminal half-life.

Efficacy (Hemoglobin Response) and Pharmacodynamics

Part 1: The proportion of subjects who achieved an increase from
baseline Hb of > 1 g/dL was considered an exploratory endpoint
in Part 1 of this study.

Part 2: The following efficacy measures were considered as
secondary endpoints for Part 2 of this study:
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- Proportion of subjects who were able to achieve Hb targets at
any time prior to rescue, the time to reach target, and proportion
of subjects at end of study (28 days after completion of treatment
phase [Day 225 + 7 days]) at target:

1) Target Hb concentration (> 10 g/dL);

2) Target increase in Hb (= 1 g/dL);

3) Both target increase and target concentration.

- Proportion of subjects rescued and length of time to rescue
therapy during the course of the study;

- Comparison between groups for change from baseline in Hb
increase at end of initial 28 days of treatment, censored for rescue.

17. Safety evaluation criteria

Part 1:

The following safety measures were considered as secondary
endpoints for Part 1 of this study and were evaluated throughout
the study:

- Treatment-emergent AEs:

- Proportion of subjects with Hb > 12 g/dL;

- Proportion of subjects with rise in Hb > 2 g/dL during a 4-week
period;

- Frequency of clinically significant changes in laboratory values;
- Serum levels of vitamin D (vit D): 25-hydroxy vitamin D (25-
OH-vit D), and 1,25-dihydroxy vitamin D (1,25-vit D);

- Blood pressure changes from baseline;

- Changes in follicle-stimulating hormone (FSH) and sex steroid
concentrations and potential related AEs.

Part 2:

The following safety measures were considered as secondary
endpoints for Part 2 of this study and were evaluated throughout
the study:

- Treatment-emergent AEs;

- Proportion of subjects with Hb > 12 g/dL;

- Proportion of subjects with rise in Hb > 2 g/dL during a 4-week
period;

- Frequency of clinically significant changes in laboratory values
from baseline;

- Blood pressure changes from baseline;

- Changes in follicle-stimulating hormone (FSH) and sex steroid
concentrations.

18. Statistical methods

Part 1:

Separate Statistical Analysis Plans were prepared for Part 1of this
study, one for the efficacy (pharmacodynamic) and safety
analyses and a second for the analysis and presentation of PK data
and immunogenic data. The pharmacodynamic (etficacy) analysis
was considered exploratory, and no formal hypothesis testing or
treatment comparison was performed. The exploratory objective
in Part 1 was addressed primarily by descriptive statistics.
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Pharmacodynamic (efficacy) data obtained up to Day 115 were
included in the analysis.

Subject Accountability and Demographics

Subjects’ age, height, weight, and baseline characteristics are
summarized using descriptive statistics, while gender, race, and
other categorical variables are provided using frequency
tabulations. Medical history is summarized using frequency
tabulations by system/organ class and preferred term.

Subject disposition (analysis population allocation, entered,
discontinued, along with primary reason for discontinuation) are
summarized using frequency and percent for both treatment and
follow-up phases. A summary of subjects enrolled by site is
provided. Protocol deviations are summarized using frequency
tabulations.

Pharmacokinetics

The Full Analysis Set (FAS) Population (ie, all subjects who
received sotatercept and had evaluable PK data were included in
the PK Population) served as the analysis population for all PK
analyses in Part 1 of the study. Subjects were included in the
treatment group to which they were randomized. Serial PK blood
samples were collected predose and at specified times postdose
for 16 weeks (a total of 21 time points at 17 visits from Days | to
113) to characterize the full PK profile of sotatercept in serum. On
Day 8, the blood samples were collected from both pre- and
postdialyzer lines at 1, 2, and 3 hours into dialysis to explore the
dialysis clearance.

Pharmacokinetic parameters tmax, Cmax, AUC, ti2,, CL/F, VZ/F
in serum, and were estimated from the actual sotatercept
concentration versus time data using noncompartmental methods.
Descriptive statistics are provided for sotatercept concentrations
and PK parameters, and the results are presented in tabular and
graphic forms, as appropriate.

Efficacy/Pharmacodynamics

The FAS Population was used for all pharmacodynamic analyses.
The exploratory objective in Part 1 of the study, to assess the
effect of sotatercept on increase in Hb for the correction of renal
anemia in subjects with end-stage renal disease (ESRD) on
hemodialysis (HD), was assessed by summarizing the exploratory
endpoint as well as Hb concentrations and changes from baseline
Hb over time.

The proportion of subjects in the sotatercept group achieving an
increase from baseline Hb of > 1 g/dL (prior to rescue therapy for
subjects rescued) in the 16-week follow-up period are provided.
Summary statistics (n, mean, standard deviation [SD], median,
and range) for Hb values and changes from baseline Hb at
Screening, Day 1 (baseline), Days 8, 15, 22, 29, 43, 57, 85, and

095L3M




113 are provided by treatment group. The mean Hb values (+ SE)
and mean changes from baseline Hb (+ standard error [SE]) over
time are plotted by treatment group, and the number of subjects
who had an Hb measurement at each time point is annotated to the
plots by treatment group. In addition, “spaghetti plots” of]
individual subjects’ Hb values and changes from baseline Hb over
time are provided by treatment group. All pharmacodynamic
analyses and plots were based on observed data only. In order to
evaluate efficacy without the influence of rescue therapy (any new
prescription medication related to the treatment of anemia,
erythropoiesis-stimulating agents (ESAs), or red blood cell (RBC)
transfusions) or documented blood loss, Hb values obtained after
the first occurrence of either of these events were not to be
included in the efficacy analyses and plots.

Safety

The Safety Population consisted of all subjects who were
randomized and received at least one dose of study medication,
and is used for all summaries of safety and drug exposure. At least
one laboratory, vital signs, or electrocardiogram (ECG)
measurement obtained after the single dose of investigational
product (IP) in Part 1 is required for inclusion in the summary of|
each specific parameter. To assess change from baseline, a
baseline measurement and a postbaseline measurement at the time
point of interest are required. No imputation of missing data was
performed for the safety summaries. Safety and tolerability was
assessed by clinical review of all relevant parameters including
AEs, laboratory tests, vital signs, and ECG measurements. For all
safety summaries, only descriptive statistics by treatment group
are provided; no inferential testing for statistical significance or
calculations of confidence intervals (Cls) was performed. Safety
data up to Day 115 were to be included in the analyses.

Adverse events are classified using the Medical Dictionary for
Regulatory Activities (MedDRA) classification system. All AEs
are summarized by frequency, severity, and relationship to study
medication. Adverse events leading to death or to discontinuation
from treatment and scrious adverse events (SAEs) are listed
separately. Adverse events related to IP are listed separately. In
the by-subject analysis, a subject having the same event more than
once is counted only once and by greatest severity. Laboratory
data, ECG, and vital sign measurements, including weight, are
summarized descriptively.

Shift tables for laboratory parameters showing the number of]
subjects with values low, normal, and high compared with the
normal ranges pretreatment versus post-treatment are provided.
Subject data listings for all safety parameters are provided.
Graphic displays are provided where useful to aid in the
interpretation of results.
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Immunogenicity

All randomized subjects were included in the assessment of anti-
sotatercept antibodies. Blood samples for anti-sotatercept
antibody testing were collected predose and 4, 8, and 16 weeks
postdose (Days 1,29, 57, and 113 or at the early termination visit).
The procedures for sample collection and processing were similar
to those used for PK samples.

Detailed results from the initial screening, screening
confirmation, serial dilution screening confirmation, and the
corresponding serum sotatercept concentration is listed by visit
for all randomized subjects.

Part 2:

Pharmacokinetics

Noncompartmental PK parameters for sotatercept, such as tmax,
Cmax, and AUC,sq were to be estimated from the sotatercept
concentration versus time data during the first dosing interval
(Days 1 to 29) for all dose groups. (Note in the final Statistical
Analysis Plan it was clarified that the sotatercept
noncompartmental PK parameters would be estimated during the
first month [Dose 1, Day 1 to Dose 2, Day 1 for Dose Groups 1 to
3 and Dose 1, Day | to Dose 3, Day 1 for Dose Group 3a]). The
value of t;», was estimated from the sotatercept concentration
versus time data after the last dose. The apparent clearance and
volume of distribution for sotatercept were estimated from the
multiple-dose concentration data using compartmental PK
methodology. Dose proportionality was assessed using the
exposure data after the first dose. Descriptive statistics are
provided for all concentration data and PK parameters.

Efficacy (Hemoglobin Response) and Pharmacodynamics

The proportion of subjects treated with sotatercept or placebo who
achieved an increase from baseline Hb of > 1 g/dL at least 1 time
was provided by dose group. The placebo treated arms were
combined for all the efficacy and safety analyses tables. The p-
value for the difference of proportions was to be calculated using
an unconditional exact test based on the score statistic, and a test-
based exact confidence interval for the difference of proportions
was to be calculated by inverting a 2-sided exact score test.
Summary tables are presented by study phase, initial treatment
dosing groups and specified visits for the secondary analyses. The
proportions of subjects with absolute Hb > 12 g/dL, rise in Hb
> 2 g/dL during any 4-week period, and achieving an absolute Hb
concentration of 10 to 12 g/dL at any time point during the
Treatment Phase of the study were calculated.

Descriptive statistics for quantitative variables such as change
from baseline at specified time points are provided for continuous
variables including change in Hb. Frequency distributions are
presented for categorical variables. Time to target Hb
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concentration (10 to 12 g/dL) and target increase in Hb (= 1 g/dL)
were summarized using descriptive statistics. For subjects in each
treatment group who received rescue therapy during the
observational 16-week Follow-up Phase, a time to rescue was
calculated.

Safety

The safety analyses were performed using the Safety Population.
Adverse events were classified using the MedDRA classification
system. All AEs were summarized by frequency, severity, and
relationship to IP. Adverse events leading to death or to
discontinuation from treatment and SAEs are listed separately.
Adverse events related to IP are listed separately. In the by-subject
analysis, a subject having the same event more than once was
counted only once and by greatest severity.

For Part 2 of the study, AEs occurring during the Treatment Phase
and the observational Follow-up Phase were tabulated separately.
Laboratory data, ECG, and vital sign measurements, including
weight, were summarized descriptively. Shift tables for laboratory
parameters showing the number of subjects with values low,
normal, and high compared with the normal ranges pretreatment
versus post-treatment are provided. Subject data listings for all
safety parameters are provided. Graphic displays are provided
where useful to aid in the interpretation of results.

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

Part 1: The study population in Part 1 was predominantly male
(71,4 %). Subjects were balanced in terms of race: 57,1 % of]
subjects were white and 42,9 % of subjects were black or African
American. Of the white subjects, one was Hispanic or Latino.
Median age was 56 years (range: 37 to 72 years of age) and the
majority (85,7 %) of subjects were < 65 years of age. The placebo-
treated subject was 1 of 2 women, 1 of 3 subjects with diabetes,
and had the highest BMI of all subjects. Because only 1 subject
received placebo, no meaningful comparisons between the
treatment groups are possible. Overall, the subjects enrolled in
Part | of the study were representative of the patient population
targeted for treatment with sotatercept.
Demographic and Baseline Characteristics — Part 1 (Randomized
Population)
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Sotatercept
Placebo 0.1 mg/kg All Subjects
N=1) (N=6) =7
n(%) n (%) n (%)
Age Distribution, n (%)
<40y 0 1(16.7) 1(143)
401064y 1(100) 4(66.7) 5(714)
265y 0 1(16.7) 1(14.3)
|Age (v)
n 1 6 7
Mean (SD) 60.0 (NA) 545(11.64) | 553 (10.83)
Median 60.0 54.5 56.0
Range 60.0, 60.0 370,720 370,720
Sex, n (%)
Male 0 5(83.3) 5(71.4)
Female 1(100) 1(16.7) 2(28.6)
[Race, n (%)
‘White 1(100) 3(50.0) 4(57.1)
Black or African American 0 3(50.0) 3(429)
Ethnicity, n (%)
Hispanic or Latino 1(16.7) 1(14.3)
Not Hispanic or Latino 1(100) 5(833) 6(85.7)
Weight' (kg)
n 1 6 7
Mean (SD) 88.3 (NA) 76.7(15.12) 78.4(1448)
Median 883 76.7 788
Range 88.3,883 54.3,96.1 543,96.1
Sotatercept
Placebo 0.1 mg/kg All Subjects
~N=1) N = N=7)
n (%) n (%) n (%)
Height (cm)
n 1 6 7
Mean (SD) 162.2 (NA) 172.0 (11.24) | 170.6 (10.90)
Median 162.2 1739 172.7
Range 162.2,162.2 153.7. 185.0 153.7,185.0
BMI Distribution (kg/m), n (%)
20t0 <25 0 3(50.0) 3429
25t0 <30 0 1(167) 1(14.3)
=30 1 (100) 2(333) 3429
BMI® (kg/m’)
n 1 6 ?
Mean (SD) 33.1(NA) 258(4.84) 268(522) l
Median 331 241 263
Range 33.1,331 213,318 213,33.1
Abbreviations: NA = not applicable; SD = standard deviations;
y = years.

* Weight measured at Visit 2 (Day 1).
®Body mass index (BMI) was calculated using the height and dry
weight measured at Visit 1 (Screening).

Part 2:
The majority of subjects were male in the placebo (63,6 %),
0,5 mg/kg sotatercept (87,5 %), and 0,7/0,4 mg/kg sotatercept
(83,3 %) treatment groups. The majority of subjects across all
treatment groups were < 65 years of age. The mean age ranged
from 55,0 years in the 0,7/0,4 mg/kg sotatercept treatment group
to 61,7 years in the 0,7 mg/kg sotatercept treatment group.




Approximately half to two-thirds of the subjects in the placebo
(54.5 %), 0,3 mg/kg sotatercept (66,7 %), 0,5 mg/kg sotatercept
(50,0 %), and 0,7/0,4 mg/kg sotaterecept (66,7 %) treatment
groups were black or African American. The majority (77,8%) of]
subjects in the 0,7 mg/kg sotatercept treatment group were white.
The mean pre-dialysis weights ranged from 81,3 kg in the
0,3 mg/kg sotatercept treatment group to 84,1 kg in the
0,7/0,4 mg/kg sotatercept treatment group. Across all treatment
groups, as expected, the mean pre-dialysis weights were higher
than the mean post-dialysis weights, due to fluid removal during
HD. The mean post-dialysis weights ranged from 78,6 kg in the
0,3 mg/kg sotatercept treatment group to 81,0 kg in the
0,7/0,4 mg/kg sotatercept treatment group. The mean body mass
index (BMI) ranged from 26,5 kg/m?” in the 0,5 mg/kg sotatercept
treatment group to 30,3 kg/m? in the 0,7/0,4 mg/kg sotatercept
treatment group.

Demographic and Baseline Characteristics — Part 2 (Safety

Population)
Sotatercept
, 0.7/0.4
Placebo 0.3mg/kg |0.5mg/kg|0.7mg/kg | mgkg
N=11) (N=9) N=8) | N=9) | (N=6)
Age Distribution, n (%)
<40y 2(182) 1(1L1 0 1(111) | 1(16.7)
40t0 64y 7(63.6) 6(66.7) 6(750) | 4(444) | 3(500)
265y 2(18.2) 2(22) 2(25.0) | 4(#49) | 2(333)
Age ()
n 11 9 8 9 6
Mean (SD) 552 599 56.9 61.7 55.0
(12.57) (12.86) (12.76) (13.44) (15.86)
Median 540 580 56.0 62.0 55.0
Range 350,760 | 36.0,79.0 |42.0,76.0]39.0,76.0 | 29.0,72.0
Sex, n (%)
Male 7(63.6) 3(333) 7(875) | 2(222) | 5(83.3)
Female 4(364) 6(66.7) 1(125) | 7(718) 1(16.7)
Race, n (%)
Asian 2(18.2) 0 0 0 1(16.7)
Black or African American 6(545) 6(66.7) 4(500) | 1(111) | 4(66.7)
Native Hawaiian or Other Pacific 0 0 0 1(111) 0
Islander
White 3(273) 3(333) 4(50.0) | 7(778) | 1(16.7)
Ethnicity, n (%)
Hispanic or Latino 1(9.1) 222 4(500) | 2222 | 1(16.7)
Not Hispanic or Latino 10009) | 7(77.8) | 4(500) | 7(778) | 5(833)
Weight, Pre-Dialysis (kg)
n 11 9 8 9 6
Mean (SD) 83.6 813 822 828 84.1
(24.69) (18.94) 9.52) (19.81) (13.349)
Median 735 859 838 840 876
Range 5009,117.8 | 424,984 |664,98.9(52.7.114.9|67.9,102.0
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Sotatercept

0.7/0.4
Placebo' | 0.3mgkg |0.5mg/kg|0.7 mg’kg | mgkg
N=11) (N=9) | N=8) | N=9) | (N=6)

Weight, Post-Dialysis (kg)®

n 1 9 8 9 6
Mean (SD) 80.9 78.6 79.1 80.8 81.0
(23.88) (1841) (847) (19.25) (13.42)
Median 708 82.7 812 82.1 83.5
Range 492.1138 | 412,959 |65.7.94.1|50.3,112.0] 643,995
Height (cm)®
n 1 9 8 9 6
Mean (SD) 1685 1679 1726 166.5 1638
(12.69) (14.10) (6.23) (11.53) (13.68)
Median 168.3 170.1 1729 165.1 1588
Range 150.0, 1473, 1600, 152.0, 152.4,
188.0 188.0 180.0 190.5 1854

BMI Distribution (kg/m*)* ¢, n (%)

<20 10.1) 1(11.1) 0 0 0
2010 <25 4364 | tauy | 1025 | 222 | 1a67)
2510 < 30 2082) | 3(333) | 6(750) | 3333) | 3(500)
=30 10364) | 4#44) | 1325 | 244 | 2333)

BMI (kg/m?) ™
o 1 ) 8 9 6
Mean (SD) 281(652) | 27.8(5.67) [265 2.37)[28.7 (4.63)| 303 (5.39)
Median 267 264 262 25 288
Range 195.30.1 | 192,366 |223.30.1]215,347236,37.1

Abbreviations: BMI = body mass index; SD = standard deviation;
y = years.

2 Subjects who received placebo in the 4 dose groups are merged.
b Baseline height and BMI are measurements at Screening.
Weight is a measurement at baseline.

¢ Body mass index = post-dialysis weight (kg)/([height {cm}**2]
% 10000.

20. Efficacy results

PHARMACOKINETIC RESULTS:

Part 1:

Based on the sotatercept PK profile and parameters, sotatercept
was slowly absorbed into systemic circulation, with the tmax
ranging approximately from 3 to 14 days (median time of 6 days).
After reaching the peak concentration, the sotatercept
concentration in serum declined in a monophasic manner with a
mean terminal half-life of 21,1 days. The mean CL/F of]
sotatercept was 3,22 mlL/day/kg and ranged from 149 to
4,84 mL/day/kg.

Mean (£ SD) concentrations of sotatercept in serum during
dialysis (Day 8) showed no noticeable changes. The mean serum
sotatercept concentration exiting from the dialyzer was similar to
that entering the dialyzer at 1, 2, and 3 hours into dialysis. In
addition, the drug was not detectable in the dialysate samples
collected at 1, 2, and 3 hours into dialysis. Given these results, the
clearance of sotatercept during dialysis is considered negligible.
Part 2:

In ESRD subjects receiving multiple SC doses, sotatercept
displayed slow absorption and elimination with a median tmax of]
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5 to 8 days and a mean elimination half-life of approximately 23
to 30 days according to the compartmental analysis. The mean
serum AUC of sotatercept at steady state increased approximately
in a dose proportional manner from 0,3 to 0,7 mg/kg. The Q14D
dosing regimen with loading dose in the first month (Dose Group
3a) led to an increased AUC and Cmax in the first month and
higher trough concentration, without significant effect on the
steady-state AUC. The mean CL/F ranged from 0,255 to
0,532 L/day and the apparent volume of distribution (V/F) ranged
from 8,26 to 14,90 L, with no apparent dose-dependency. Overall,
sotatercept displayed linear PK upon multiple dosing.
EFFICACY (HEMOGLOBIN RESPONSE) AND
PHARMACODYNAMIC RESULTS:

Part 1:

The exploratory objective in Part 1 of the study was assessed by
determining Hb concentrations and changes from baseline Hb
over time. Analyses were performed using the FAS population.
One of 6 (16,7 %) subjects who received 0,1 mg/kg sotatercept
was considered to have an Hb response in Part 1 of the study.
Hemoglobin response was defined as achieving an increase of
>1g/dL (prior to rescue therapy for subjects rescued) from
baseline Hb concentration in the 16-week follow-up period.

The number of subjects with at least one Hb concentration
> 12 g/dL, > 13 g/dL, > 14 g/dL, or at least one Hb increase of]
> 2 g/dL during any 4-week period was also determined. To avoid
the influence of rescue therapy on Hb increase, Hb values
obtained after the first administration of ESA or RBC transfusion
were not included. None of the subjects in this study had an Hb
concentration > 12 g/dL in any 4-week period (prior to rescue). In
addition, none of the subjects in this study had a rise in Hb
concentration of > 2 g/dL in any 4-week period (prior to rescue).
Four of 6 (66,7 %) subjects who received 0,1 mg/kg sotatercept
continued to have a decline in Hb over time, as did the placebo-
treated subject. One of 6 sotatercept-treated subjects appeared to
have an early, unsustained, dose-response as determined by
change in Hb concentration from 9,1 g/dL at baseline to 10,7,
10,3, 9,5, and 9.4 g/dL on Days 8, 15, 22, and 27, respectively.
All of the 7 randomized subjects received treatment with an ESA
as rescue therapy during the 16-week follow-up period after IP
was administered. One of the sotatercept-treated subjects received
a RBC transfusion in addition to ESA treatment.

Part 2:

The secondary analyses evaluating the effects of sotatercept on
Hb in Part 2 of the study found the following, although the small
number of subjects in each treatment group may limit any
meaningful conclusions:
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- A higher proportion of subjects in all sotatercept treatment
groups achieved the target Hb concentration (> 10 g/dL at any
time during the Treatment Period), target increase in Hb (change
from baseline in Hb [> 1g/dL] during the Treatment Period), or
both the target Hb concentration and target increase in Hb,
compared with the placebo treatment group;

- In the fixed-dose sotatercept treatment groups, the highest
proportion of subjects achieving the target Hb (77,8 %), target
increase in Hb (77,8 %), or both the target Hb and target increase
in Hb (66,7 %) were observed in the 0,7 mg/kg sotatercept
treatment group. Higher proportions of subjects in the
0,7/0,4 mg/kg sotatercept treatment group achieved the target Hb,
target increase in Hb, or both the target Hb and target increase in
Hb (33,3 % for each) compared with the placebo treatment group
(27,3 %, 18,2 %, and 18,2 %, respectively);

- The median time to reach the target Hb concentration, censored
for rescue, was 8 days (range 8,0 to 17,0 days) in the placebo
treatment group and ranged from 1,0 day (range 1,0 to 14,0 days)
in the 0,3 mg/kg sotatercept treatment group to 18,5 days (range
8,0 t0 29,0 days) in the 0,7/0,4 mg/kg sotatercept treatment group.
The median time to reach the target increase in Hb, censored for
rescue, was 36,0 days (range 8,0 to 64,0 days) in the placebo
treatment group and ranged from 8.0 days (range 6,0 to 14,0 days)
in the 0,3 mg/kg sotatercept treatment group to 60,5 days (range
8,0 to 113,0 days) in the 0,7/0,4 mg/kg sotatercept treatment
group. The median time to reach both the target Hb concentration
and the target increase in Hb, censored for rescue, was 36,0 days
(range 8,0 to 64,0 days) in the placebo treatment group and ranged
from 11,0 days (range 8,0 to 14,0 days) in the 0,3 mg/kg
sotatercept treatment group to 106,0 days (range 13,0 to 173,0
days) in the 0,7 mg/kg sotatercept treatment group;

- During the Treatment Period, 88,9 %, 62,5 %, and 55,6 % of
subjects in the 0,3 mg/kg sotatercept, 0,5 mg/kg sotatercept, and
0,7 mg/kg sotatercept treatment groups were rescued, compared
with 90,9 % of subjects in the placebo treatment group. All 6
(100 %) subjects in the 0,7/0,4 mg/kg sotatercept treatment group
required rescue during the Treatment Period.

The exploratory analyses from Part 2 of the study found the
following:

- For all treatment groups, except for the 0,7/0,4 mg/kg sotatercept
treatment group, the mean Hb concentrations were higher at the
end of the Treatment Period than at the end of Dose Cycle 1 and
were also higher than the peak values during Dose Cycle 1. At the
end of the Treatment Period, the mean change from baseline in
Hb concentration was highest in the 0,5 mg/kg sotatercept
(1,53 g/dL) and 0,7 mg/kg sotatercept (1,50 g/dL) sotatercept
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treatment groups and was lowest in the 0,7/0,4 mg/kg sotatercept
treatment group (0,28 g/dL);

- No consistent trends were observed in the change from baseline
in total hip and femoral neck cortical volumetric bone mineral
density (BMD) and lumbar spine trabecular volumetric BMD;

- Of the 27 subjects with paired quantitative computed
tomography (QCT) measurements at baseline and Day 225, only
1 subject (in the 0,7 mg/kg sotatercept treatment group) had > 2
% increase from baseline in total hip cortical BMD. No subjects
in either the placebo or 0,7/0,4 mg/kg sotatercept treatment group
had > 2 % increase from baseline in femoral neck cortical BMD,
and 1, 2, and 4 subjects in the 0,3 mg/kg sotatercept, 0,5 mg/kg
sotatercept, and 0,7 mg/kg sotatercept treatment groups,
respectively, had > 2 % increase from baseline in femoral neck
cortical BMD;

- The highest mean percentage increase from baseline in Agatston
score (48,6 %) was observed in the placebo treatment group. The
smallest mean percentage increase from baseline (7,6 %) was
observed in the 0,7 mg/kg sotatercept treatment group. Similar
results were observed for volumetric score and square root of the
volume;

- There were no consistent trends for increases or decreases over
time in any treatment group in mean change from baseline in
FACIT-Fatigue score.

21. Safety results

Part 1:

All subjects received a single dose of sotatercept or placebo as
planned.

All of the sotatercept-treated subjects had at least one treatment-
emergent adverse event (TEAE). Of these, 3 (50,0 %) subjects had
events that were considered severe. Two (33,3 %) of the
sotatercept-treated subjects had events that were considered
serious, 1 (16,7 %) of which resulted in death. No other subject
had a TEAE that led to study discontinuation. In the opinion of]
the investigator, none of these TEAEs was suspected to be related
to IP. The subject who received placebo had one TEAE that was
not considered severe or serious.

Gastrointestinal Disorders were the most common TEAESs
observed for subjects treated with sotatercept (4 of 6 subjects
[66.7 %]) followed by General Disorders and Administration Site
Conditions (3 of 6 subjects [50,0 %]). Two of 6 subjects ([33,3 %]
in each of the following system organ classes (SOCs) reported
TEAEs: Infections and Infestations; Injury; Poisoning and
Procedural Complications; and Metabolism and Nutrition
Disorders. Only 1 subject each reported TEAEs in the remaining
SOCs. The placebo-treated subject had a Metabolism and
Nutritional Disorders TEAE.
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Among subjects administered sotatercept, the most common
TEAE was arteriovenous fistula site complication (2 of 6 subjects
[33.3 %]). No other TEAE (preferred term) was reported for more
than one subject. The only TEAE reported for the subject
administered placebo was hypoglycaemia. None of the subjects
had a TEAE that led to study discontinuation.

One subject died while on study. The subject was a 54-year-old
white male who received a single dose of 0,1 mg/kg sotatercept
on 06 Jan 2011 (Day 1). Total dose of sotatercept administered
was 7,5 mg. The cause of death was complication of disease
process (ESRD), which was an SAE. The investigator considered
the event as not suspected of being related to the study medication.
Blood pressure showed high inter- and intrasubject variability. No
increase in BP was noted in any mean postdose visit BP
measurement. Likewise, intradialytic hourly BP recorded from
each dialysis session for 2 weeks postdose did not increase. No
other changes were noted in the pattern of individual subject
intradialytic BP patterns. No AEs or SAEs due to changes in BP
were reported.

No decreases in mean follicle-stimulating hormone (FSH)
concentrations were seen in sotatercept-treated subjects, including
the single subject with a Hb response. The only subject with an
appreciable change (decrease) in FSH concentration was the
placebo-treated subject.

Mean changes from baseline in hematological parameters showed
considerable variability following administration of placebo or
0,1 mg/kg sotatercept and were generally small, with no
consistent trend for increases or decreases over time. Baseline
laboratory values and changes over time were generally variable,
and most mean changes were small relative to the variability.

In both sotatercept- and placebo-treated subjects, the mean serum
albumin-corrected calcium concentration was lower at Day 15
than at baseline. On Day 29, the calcium levels had returned to
baseline values in both treatment groups. Over the remainder of]
the study, calcium levels were decreased to levels comparable to
the Day-15 values in both sotatercept- and placebo-treated
subjects.

Thus, the decrease in calcium is most likely not due to sotatercept
enhancement of bone formation. In addition, the mean phosphate
and one parathyroid hormone (PTH) concentration concomitantly
were higher on Day 15 than at baseline in both placebo- and
sotatercept-treated subjects. These changes may have been driven
primarily by dietary intake of phosphate, which is typically highly
restricted in dialysis patients. Subjects had to have controlled
serum phosphate at both screening and randomization, and may
have liberalized phosphate dietary intake after randomization.
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The mean ferritin and iron concentrations showed a trend toward
decreasing over the course of the study in both the placebo-treated
and sotatercept-treated subjects. This trend may have been related
to the Part 1 protocol requirement to supplement iron by
intravenous loading during screening and washout if the TSAT is
< 20 %. In contrast to previous observations with sotatercept,
mean ALT and AST levels were lower at all timepoints after
baseline in sotatercept-treated subjects.

In summary, the safety profile of sotatercept was as expected in
this highly comorbid population, with no other remarkable
changes in laboratory values.

No anti-sotatercept-binding antibodies were detected in any
subject during Part 1 of the study.

Part 2:

Overall, sotatercept appeared to be safe and well tolerated in
subjects with ESRD on HD when administered subcutaneously at
0.3 mg/kg, 0,5 mg/kg, or 0,7 mg/kg Q28D for up to 8 doses or
0,7/0,4 mg/kg Q14D for up to 15 doses.

In summary:

- There was no evidence of a dose-related increase in the incidence
of TEAE:s in the sotatercept treatment groups. The most common
TEAEs in subjects treated with sotatercept were hypertension,
nausea, and fatigue;

- The majority of TEAEs reported were mild to moderate in
severity, across all treatment groups. Severe TEAEs were reported
by < 2 subjects in each treatment group. The severe TEAEs
reported in the placebo treatment group were hypotension, atrial
fibrillation, cardiomyopathy, bladder cancer, and tumor
thrombosis. The severe TEAEs reported in the sotatercept
treatment groups were aortic aneurysm, coronary artery disease,
and anemia (0,3 mg/kg treatment group); retinal detachment and
vitreous hemorrhage (0,5 mg/kg treatment group); and
gastroenteritis (0,7 mg/kg treatment group);

- Two deaths occurred, both in the placebo treatment group: 1
subject died on Study Day 148 due to cardiomyopathy, and 1
subject died on Study Day 186 due to coronary artery discase;

- Serious adverse events were reported by a total of 13 subjects,
including 3 (27,3 %) subjects in the placebo treatment group, 4
(44,4 %) subjects in the 0,3 mg/kg sotatercept treatment group, 5
(55.6 %) subjects in the 0,7 mg/kg sotatercept treatment group,
and 1 (16,7%) subject in the 0,7/0,4 mg/kg sotatercept treatment
group. The only SAEs reported by more than 1 subject in the
sotatercept treatment groups were gastroenteritis and hypertensive
crisis. Two SAEs were assessed as related to study treatment:
atrial fibrillation in 1 subject in the 0,3 mg/kg sotatercept
treatment group and anemia in 1 subject in the 0,3 mg/kg
sotatercept treatment group;
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- A total of 4 subjects discontinued due to TEAESs, including 1
(9,1 %) subject in the placebo treatment group, 2 (22,2 %) subjects
in the 0,7 mg/kg sotatercept treatment group, and 1 (16,7 %)
subject in the 0,7/0,4 mg/kg sotatercept treatment group;

- Hypertension events were the most frequently reported TEAEs
in subjects treated with sotatercept. All hypertension TEAEs were
mild to moderate in severity, and none were assessed as being
related to IP. One subject in the 0,3 mg/kg sotatercept treatment
group reported a hypertension SAE, and 1 subject in the 0,7 mg/kg
sotatercept treatment group reported a hypertension TEAE that
led to IP discontinuation;

- No trends, persistent changes, or changes suggesting a dose
effect were noted in visit BPs or home BP;

- One subject in the 0,7 mg/kg sotatercept treatment group) had at
least | Hb measurement > 12 g/dL and | subject in the 0,5 mg/kg
sotatercept treatment group had a rise in Hb concentration
> 2 g/dL during any 4-week treatment period;

- No trends, persistent changes, or changes suggesting a dose
effect were noted in laboratory parameters (including chemistries,
lipids, HbAlc, sex steroids, and non RBC related hematology
parameters) or ECG parameters;

- Anti-sotatercept antibodies were detected in 3 of 32 (9.4 %)
subjects treated with sotatercept during Part 2 of the study: 1
subject in the 0,7 mg/kg sotatercept treatment group, and 2
subjects in the 0,7/0,4 mg/kg sotatercept treatment group. No
TEAEs of drug hypersensitivity were reported in any anti-
sotatercept positive subject.

22. Conclusion

Part 1:

- The PK of sotatercept in subjects with ESRD is similar to that in
healthy postmenopausal women, with greater variability;

- Administration of a single SC dose of 0,1 mg/kg sotatercept did
not generate a Hb response in this patient population, with a
background of ESA—effect washout and declining Hb at the time
of randomization:

1) Only one responder, who had early, unsustained response and
a higher-than-average sotatercept exposure, was identified;

2) All sotatercept-treated subjects required rescue therapy, of]
which 3 of 6 subjects required rescue < 28 days postdose;

- Consistent with the lack of Hb activity, FSH concentrations did
not decrease as expected due to sotatercept inhibition of activin,
suggesting that the 0,1 mg/kg dose did not result in a
pharmacodynamic response in subjects with ESRD;

- Blood pressure values, including individual subject hourly
intradialytic BP values, were highly variable as is expected for
this patient population and did not appear to change over time;

- The safety profile was as expected in this highly comorbid
population, with no remarkable changes in laboratory values.
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Serious adverse events and AEs were captured up to 115 days
postdose due to long half-life of sotatercept.

Part 2:

- In ESRD subjects receiving multiple SC doses, sotatercept
displayed slow absorption and elimination with a median tmax of
5 to 8 days and a mean elimination half-life of approximately 23
to 30 days according to the compartmental analysis;

- The mean serum AUC of sotatercept at steady state increased
approximately in a dose-proportional manner from 03 to
0,7 mg/kg;

- The Q14D dosing regimen with loading dose in the first month
(Dose Group 3a) led to an increased AUC and Cmax in the first
month and higher trough concentration, without significant effect
on the steady-state AUC;

- The mean CL/F ranged from 0,255 to 0,532 L/day and the V/F
ranged from 826 L to 14,90 L, with no apparent dose-
dependency;

- Overall, sotatercept displayed linear PK upon multiple dosing.

- A higher proportion of subjects in all sotatercept treatment
groups achieved the target Hb concentration, target increase in
Hb, or both the target Hb concentration and target increase in Hb,
compared with the placebo treatment group. In the fixed-dose
sotatercept treatment groups, the highest proportion of subjects
achieving the target Hb (77,8 %), target increase in Hb (77,8 %),
or both the target Hb and target increase in Hb (66,7 %) were
observed in the 0,7 mg/kg sotatercept treatment group;

- During the Treatment Period, 88,9 %, 62,5 %, and 55,6 % of]
subjects in the 0,3 mg/kg sotatercept, 0.5 mg/kg sotatercept, and
0,7 mg/kg sotatercept treatment groups were rescued, compared
with 90,9 % of subjects in the placebo treatment group. All 6
(100 %) subjects in the 0,7/0,4 mg/kg sotatercept treatment group
required rescue during the Treatment Period.

- Overall, sotatercept was well tolerated in subjects with ESRD on
HD when administered subcutaneously at 0,3 mg/kg, 0.5 mg/kg,
or 0,7 mg/kg once every 28 days (Q28D) for up to 8 doses or
0,7/0,4 mg/kg once every 14 days (Q14D) for up to 15 doses.

Applicant
(owner

of registration
certificate)

(Signature) ()

Audrey, A qu @

(Full name) b
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Honarox 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 8

1. Ha3Ba mikapcekoro 3aco0y (3a
HASIBHOCTI - HOMEp
pPEECTPAIIHHOTO ITOCBITYCHHS)

Binpegeiip

2. 3asiBHUK

Mepxk [apm 1 Joym [JIEA I'm6X, [Belinapis

3. BupoGHuk

- ITateon Itania C.n.A., ITamis;

- Eypodinc Jlankacrep JIaboparopis, JIJIC, CILA;

- MC/ Intepuemnn I'Mm6X/MC/] Ipnannis (Kapnoy), [pnanmis;

- Hysican I'm6X, HimeuunHa;

- Mepk apn i loym b.B., Hinepnanau;

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

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

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

- Berrep ®apma-®epriryar I'm6X 1 Ko. KI', Himeyunna
(PaBencOypr, Xensmyt-Berrep-LTpacce 10)

4. TIlpoBeneH1 JOCIIIHKEHHS:

mTak 0O Hi sxmo Hi, 00TpyHTYBaTH

1) Tun nikapcekoro 3aco0y, 3a
SIKAM TIPOBOMIIacs abo
TUTAHYETHCS PEECTPALLis

Jlikapchkuii 3aci® 3a TIOBHHM JIOChE (aBTOHOMHE J0che). HoBa
Jit04ya pe4oBHHA.

5. IloBHa Ha3Ba KJIIHIYHOTO
BUIIPOOYBaHHS, KOJOBaHUN
HOMEp KIIIHIYHOTO
BUIIPOOYBaHHS

BararonenTpoBe, paHIOMi30BaHe, OJHOJO030BE, IMOJBIHHE CIiiMme,
M1a11e00-KOHTPOJIbOBAHE JTOCHIDKEHHS (a3 2a 3 MOAaJIbIIUM
6araTofl030BMM, MPOCTHM CIINKUM, IUIAI[e00-KOHTPOIHOBAHUM
JNOCTIUKEHHSAM 3 MIJBUINEHHSAM  JO3W Il OLIHKH
(apmakokiHeTHKH, Oe3nekd, e(GEeKTUBHOCTI, MEPEHOCHMOCTI Ta
bapmakoaunamiku corarepuenty (ACE-011) st kopexiii

aHemii y Cy0’€kTiB 3 TEpPMIHAJIBHOIO CTaJi€l0 HUPKOBOI
HenocratrHocti (TCHH), siki nepeOyBatots Ha remomianisi (I'/]).
KopoBanuii Homep kiiHiuHOrO BUunpoOyBanHs: ACE-011-REN-001

6. ®aza KIIHIYHOTO
BUIIPOOYBAHHS

2a

7. Ilepiox mpoBeaeHHS
KJIIHIYHOTO BUIIPOOYBaHHS

Yacruna 1:
3 09 cepnnst 2010 poxy o 05 cepnas 2011 poky

Yactuna 2:




3 05 gepBHst 2012 poky o 07 6epe3ns 2016 poxy

8. Kpainu, ne nmpoBoauminocs CIIA
KJIiHIYHE BUNPOOYBAaHHS
9. KinbKicTh 1OCTiIKYBaHUX Yacruaa 1:

3aIIaHOBaHa: TUIAHYBAJIOCS, IO MPHOIM3HO § Cy0’€KTIB POUIYTh
qacTuHy | JOCHIJKEHHS Y IPUOJIN3HO 7 TOCTIAHUIBKUX LIEHTpaXx.
¢daktiuHa: 3aranoM 7 cyO’ekTiB Oynmm paHmomizoBaHi B 4
JOCTIAHUIBKUX [EHTPax 1 OTPUMANIU MO OMHINA MiAIKIpHIN (TIi)
71031 TOCITIHPKYBAHOTO Ipenaparty: 1 cy0’ekT oTpuMyBaB IuIanedo Ta
6 cy0’exTiB oTpuMyBanu 0,1 MI/KT coTaTepuenty.

YactuHa 2:

3amiaHoBaHa: TpuOMu3HO 32-48 cy0’ekTiB (3 ypaxyBaHHIM
MOTCHIIMHOTO  PO3MIMPEHHS JO30BHX TpyI) TOBUHHI Oyiu
3aBepUINTH YacTUHY 2 JOCHIMKeHHS Ha mnpubnuzno 20
JOCITi THUIBKHIX IIEHTPAX.

¢daktuyna: nonysuia OK: 32 cy6’extu

[ToBHui1 HaOIp nis a”ammizy: 43 cy0’ekTH

[Tomynsmist 3a mpotokosom: 40 cy6’exTiB

besneka HaceneHHs: 43 cy0’ekTH

10. Meta Ta BTOpHHHI L1
KJIIHIYHOT'O BUITPOOYBaHHS

YactuHa 1:

[lepBunHi: BwusHaunTH GdapMakoOKIHETHKY OIHOPA30BOi J03U
coTaTepuenty y cy0’€KTiB 3 TEpMiHAIbHOIO CTaAi€I0 HUPKOBOL
uHegocratHocTi (TCHH) 3 HUpKOBOIO aHEMi€lo, sIKi TIepeOyBarOTh Ha
remomiamisi (I'T).

Bropunni: Busnaunt 6e3nexy 01HOpa30BOi 03U COTATEPLENTY y
cy0’€eKTiB 3 HUPKOBOIO aHeMiero Ha ['/].

YactuHa 2:

[lepBunHi: Busnauutn BucximHy (Qapmakokinetuky (DK)
OaraTopa3oBux 1103 corarepuenty y cyo’ekri 3 TCHH na I'l.
Bropunsi:

1. BusHauntu Oe3leky Ta IEPEHOCHMICTh COTATEPLENnTy MpU
6aratopa3oBoMy 3actocyBaHHi y cy0’ekxTiB 3 TCHH Ta 3 HUpKoBO1O
anemiero Ha ['/];

2. Buznaunt Bificotok cy6’ektiB 3 TCHH Ta 3 HUpKOBOIO aHEMIEIO
Ha [JI, sxi [ocAraroTh IILOBOi aOCOJIOTHOT KOHIICHTpAIii
remornio6iny (Hb);

3. BusHauuTH yac AOCATHEHHs ILUIbOBOI KoHIEeHTpauii Hb Ta
uiapoBHi mpupict Hb micns nepiroi no3u cotatepuenty y cyo’ €KTiB
3 TCHH Ta 3 HUpKOBOIO aHemiero Ha ['/];

4. BusHauuTH 4YacTKy CyO’€KTiB, $KI OTPUMYBQJIU EKCTPEHY
Tepariio, Ta yac Ha MPOBEACHHS EKCTPEHOI Teparlii y cy0’ €KTiB, sIKi
OTPUMYIOTh NIPenapaTy eKCTPEHOi Tepamii MiJ1 4ac JOCIIKEHHS.

11. JIn3aiiH KIiHIIHOTO
BUIIPOOYBaHHS

Hocmnimkenns mpoBoauiocs y 2 yactuHax: Yactuna 1 ta Yactuna
2.

Yactuna 1 mporo pociimpkeHHs Oyiia paHAOMi30BaHUM, TTOIBIHHIM
CIIMKUM, TUIale00-KOHTPOIbOBAHUM, OJTHOJIO30BUM JIOCIIKEHHIM
s omiHKM onmHokpaTHOi @K Ta 0e3nmeku coTarepuenty,
BKJIIOUAIOYM 3MiHU apTepiaibHOoro TuUcKy (AT), y cy0’ektiB 3
anemiero 3 TCHH na I'/I.

YactuHa 2 gociimkeHHs Oyna paHIOMi30BaHUM, 0aratofo30BUM,
MPOCTHM  CIIIIUM, TUIAIe00-KOHTPOJIBOBAHUM  JTOCTI/DKCHHAM 3
MOCIIAOBHUM INABUILNEHHAM A03u 11a ominku DK, Oesmexw,
e(EKTUBHOCTI, TEPEHOCUMOCTI Ta (hapMaKOANHAMIKH COTATEPLENTY
Juist Kopekitii anemii y cy6’ektiB 3 TCHH na I'/1.




12. OcHoBHI KpHTepii
BKJTFOUCHHS

YacTuna 1:

OcHOBHI KpuTepii 1151 BKIIOUCHHS:

- Uonosiku a6o xinku 3 TCHH Bikowm Big 18 mo 80 pokis;

- Cy0O’exktn, sKI OTpUMYyBaJIM IIOHAWMeEHIIEe 3 TOIWHU
BUCOKOMOoTOKOBoro ['JI  Ha  KOXKHOMY CeaHCl MpPOTArOM
noHaimMenIe 12 THKHIB 0 CKPUHIHTY 1 HE TJIaHYBAJIHM >KOTHHUX
3MiH y pexumi ['J] mix gac qocmimKeHHs;

- Knigiuno cTabiinbHi 3a OLIHKOI JOCIIJHUKA;

- Cy0’exTH, IKi OTpUMYBAJIX CTaOLIbHY 703y mpenapaty ESA nns
MIITPUMKH PiBHS TeMOTJIO0IHY BHYTPIIIHHOBEHHO (BB) abo
MiAMKIPHO (TIT) IPOTSATrOM IIOHAMMEHIIe 6 THXKHIB 0 CKPUHIHTY;
- Tpu mocmimoBHi konmeHtpamnii Hb go miamizy i3 cepemgHim
3HaueHHAM > 10 mo < 12 r/mn (Big > 100 mo 120 r/1m) 10 BUMUBaHHS
Ta oaHa KoHIeHTpaiis Hb no miamizy Bix > 8 mo < 10 r/mr (Big > 80
10 < 100 1/;1) mpOoTATOM OJHOTO THKHS JI0 paHAOMi3allil (BUXiTHUI
neHsb 1);

- SIk11o cy0’€KTH OTPUMYBAJIM BHYTPIIIHBOBEHHY TEPAIIi0 3aTi30M,
iM oBuHHa OyJia OyTH pu3HayYeHa cTallabHa 103a MIATPUMYIOUOT0
3ali3a HUISIXOM paHAoMizaiii (BUXigHui JeHb 1);

- MomudikoBanuii cratyc Kaprodeki 60 % abo kparie Ha MOMEHT
CKpPHUHIHTY;

- Kt/V > 1,2 ab0o xoedilieHT 3HNKCHHS CECIOBUHU > 65 % Ha MOMEHT
ckpuHinry. (IIpuiiHATHUMEU € iCTOpUYHI TOKA3HUKH 3a 1 Micsib
CKPHHIHTY).

- ApnexkBaTHHMI cTaTyc 3aii3a, BU3HAYCHHH SK HACHYCHHSA
Tpancdepuny > 20 % npotsrom 28 qHIB 10 paHaoMi3alii (BUXiTHUN
neHsb 1);

- Ilpotsrom 28 mHIB 10 panmomizalii (BUXiIHUN JeHb 1) y9acHUK
MoBUHEH OyB MaTH OAWH 1HTaKTHUI piBeHb napatropmony (IITT) y
rua3mi kposi < 600 rir/mit, otuH piBeHb Gochopy B CUPOBATIII KPOBI
<7 Mr/nn Ta OUH 3arajJbHUN CKOPUTOBAHHM PIBEHb KAJBLIIO Bif >
8,0 mr/mn go < 10,5 mr/mn.

YacTtuna 2:

OCHOBHI KpUTepii A5 BKIIOYEHHS:

- Yonoeiku abo xiHkM > 18 pokiB Ha MOMEHT TMiJANHCAHHS
iH(pOopMOBaHOT 3r01H;

- CyO’exktn, sKI OTpPUMYBaNM IIOHAWMeHIIE 3 TOAWHU
BUCOKOoNoTOKOBoro ['JI Ha  KOXHOMY ceaHCl MpOTIroM
mjoHaiiMeHIe 12 TIXKHIB 0 CKPUHIHTY Ta HE TUIAHYBajlH 3MiH y
pexumi ['J] i gyac mociimKkeHHs;

- KiiniuHO ¢Tab1IbHI 3a OIIHKOK JOCIIIHHUKA;

- Cy0’exTn IOBUHHI OTpUMYBAaTH CTa0LIbHY B/B a00 1/m 1o3y ESA
JUIS TIATPUMKH PiBHA TEeMOTNOOIHY IIOHaiMeHIe 6 THXKHIB
(enmoetuH anbda Ta qapdenoetuH anbda) ado 2 micsi (meriHecaTu )
70 TOYaTKy CKPHHIHTY Ta MmiJl 4ac ckpuHiHry. CraOinbHa 1032
Bu3Hauanacs sk < 30 % 3MmiHa 3aranpHOi TWXKHEBOI n1o3u ESA
(emoetun anbda 1 mapbemnoeTnH anbda) abo 3araibHOT MiCAYHOL
no3u (TierinecaTu), a TaKoX BiJICYTHICTh 3MiH Yy YacTOTI pUiOMYy.
Kpurtepiit cTabinbHOT [103W BUKIIOYAE YTPUMAaHHSA JO3H MPHU
BHCOKOMY pIiBHI TeMOTJ00iHy. SIKIIO 03y yTpUMyBaJId dYepe3
BUCOKHUH piBEHb FeMOTJIO01IHY, Cy0’€KT MOBUHEH OyTH BiIHOBJICHHIA
Ha cTallnbHIN 031 (BU3HaueHil sk < 30 % 3MiHa BiJ MonepeIHboi
J03M) TPOTATOM IMIOHAWMeHIIe 2 TWKHIB J0 CKPHUHIHTY.
MaxkcumanpHo gomyctuma go3za ESA: enoermn ampda < 500




MO/kr/Tuxnenb, napbemoetnH ambha < 95 MKI/THKICHB,
neridecatun < 15 Mr/micsup;

- Tpu mocnimoBHI (KOXXKHa 3 SKHX TPOBOAMIACS B 3 pi3HI JIHI)
BUMIPIOBaHHsS KOHIICHTpAIlli TEeMOIJIO0IHy TMepen [iaimizoM 13
cepenHim 3HadeHHIM Big >10 mo < 12 r/an (Big > 100 mo < 120 r/m)
repej; BUMHBAHHSAM Ta | BUMIpIOBaHHS KOHIIEHTpAIIil reMOTII001HY
nepen miamizom Big > 8 mo < 10 r/an (Big > 80 mo < 100 r/m)
MPOTSTOM 1 TYKHS nepen paHIOMI3aIE€r0 (sx1IIO
BUKOPUCTOBYIOTBCSI MICIEBI  JaOOpaTOpHI MOKAa3HUKH, BOHHU
MMOBUHHI OyTH OTpUMaHI MOCIIII0BHO 3 OAHIET Jaboparopii);

- Ilepen pammomizaii€0 y4acHMKM TOBHHHI MaTH aJIeKBaTHHIA
CTaTyc 3aii3a, BU3HAUCHUU K | HacuyeHHs TpaHcepuny > 20 %
(nnmst  BU3HAYEHHS TNPUAATHOCTI BUKOPHCTOBYBAIHUCS  TUTBKH
pe3yabTaTu IEHTPAIBbHOI JabopaTopii, Jisi MOHITOPHHTY MOXKYTb
BUKOPUCTOBYBATHCS PE3YIbTAaTH JIOKAIBHUX JIA00paTopiii);

- Kt/V > 1,2 abo koedirieHT 3HIKEHHS CEYOBUHU > 65 % HA MOMEHT
ckpuHinry. (IIpuHATHUMH € iCTOpWUYHI MOKa3HUKU 3a 1 MicAlb
CKPHHIHTY);

- Ilepen pangomizalli€ero y4acHHK MaB KOHIIGHTPAIlIO OIHOTO
napatupeoingoro ropmony (I1TT) < 1000 nr/mi, KOHIEHTpAIiO
dbochopy <7 MI/am Ta KOHIIEHTpAIIO 3arajJbHOTO KaJbIil0 3
MOTIPaBKO Ha anpOymiH Big > 8,0 mr/mm go < 10,5 mr/mn (s
BHU3HAYEHHS MPUAATHOCTI BUKOPUCTOBYBAJIHCS JHUIIE PE3yJIbTaTH
IEHTPATBHOI JTadopaTopii, pe3ynbTaTd MICHEBUX JlabopaTopiit
MOTJIM BUKOPHUCTOBYBATHCS JJIsl MOHITOPUHTY).

13. JlochimKyBaHU JTIKAPCHKUMA
3aci0, crocib 3acToCcyBaHHS,
cuia mil

Yactuna 1: Cotarepuent 0,1 Mr/kr, mo BBOIUTHCS OHOPA30BO
MIIIKIPHO.

Yactuna 2: Corarepuent 0,3 mr/kr, 0,5 mr/kr, 0,7 mr/kr abo 0,7
MI/KT 3 HAaCTyNMHUM BBeACHHsM 0,4 MI/KT y BUTTSAL HiAMIKIpHOT
18’ eKmii.

14. IIpenapat nopiBHAHHSA, 1032,
CrocioO 3acTOCYBaHHS, CHIIA Jii

[Tnane6o — crepunbHuil ¢izionoriyauii pozuna (0,9% po3unn
HATPII0 XJIOPHUAY IS 1H €KITiH), 1110 BBOJUBCS y BUTJISII I AIIKIPHOT
in’ekuii. CrepunbHHM  (i3i0MOTIYHUN  pO3UMH OyB HAJaHUUN
aNTeKO0 JOCIITHUIBKOTO LEHTPY.

15. CymyTHs Teparmis

YacTuna 1:

VYci pecnoHAECHTH TOBIJOMWIM Mpo HOpuidloM mnpuHaitMHI 1
CYyMyTHBOTO JHiKapchkoro 3aco0y. Hainmommpenimumu ATC-
KJlacaMU CYNYTHBOTO JIiKyBaHHS Oynu: TpaBHUUA TpakT Ta
MeTa0oJi3M; KpOB Ta KPOBOTBOpHI opranu; Ta pizHi (100 %
PECTIOHJICHTIB) CHCTEMHI TOPMOHAIbHI Mpenapatd, 3a BUHSATKOM
CTaTeBUX TOPMOHIB Ta iHCYJIIHY (85,7 % pecnoHIeHTIB) (TIepEeBaXKHO
JUISL TIKyBaHHS TileprapaTHpeo3y); Ta CepleBO-CyIMHHOI CUCTEMU
(85,7 % pecrnoHACHTIB).

Haiimommupenimmmu cynmyTHIME IpenapaTamMu 0yJid emoeTHH ajibga
(100 % mocnimkyBanux), mapaneramodn (71,4 % nocmimkyBaHux), a
TaKOX HaTpito xyopuj 1 mapukanuton (71,4 % mociimKyBaHHX).
Bci yyacHMKM OTpHMYBalIM €MOETHH anb(a B SIKOCTI €KCTPEHOi
Tepamii Ticis BBEACHHS AoCTimpKyBaHoro mpemnapary (IIT). V
cy0’€eKTiB, fKI oTpuMyBasiu cotarepuent y no3i 0,1 mr/kr, mara
nepIioi 103 enoeTuHy ainb(da cranoBwmia Big 15 mo 113 aHIB Bix
THS BBeAEHHS coraTtepuenty. OOuUH YYacHUK, SKUH OTPHUMYBaB
mwianedo, ta 2 3 6 (33,3 %) yuacHuUKIB, SKI OTPUMYBaJu
coTaTeplenT, MOBIJOMIWIN PO CYNMYyTHIN MpUiloM mpenapaTiB A
JiKyBaHHS TacTtpoesodareanbHoi pedurokcHoi xBopodbu (I'EPX)




(BicMyTy cyOcaminuiaTr, OMENpas3os, PpaHITHIUH, €30Menpa3oi
MarHiro Ta METOKJIOIIpamif).

YacTtuna 2:

Yci  yJacHUKHM TOBIIOMHWJIM TIPO  TMPUKAOM  IIOHaMMeHImne |
CYIyTHBOTO JIIKAPCHKOTO 3aCO0Y Mia Yac 2 YaCTUHU JIOCIHIIKCHHS.
Haiimommupenimumu ~ kiacaMu  CYNMyTHIX — TIpenapariB — Oyiu
mpemapaTy s JIIKYBaHHS 3aXBOPIOBaHb KPOBI Ta KPOBOTBOPHHUX
opraHiB (BCl yYaCHHMKH) Ta CEpIEBO-CYAMHHOI cHCTeMH (BCl
YYaCHHMKHM, 3a BHMHATKOM | ywyacHMKa B Tpymi JIKyBaHHS
cotarepuentom 0,7/0,4 mMr/kr).

Haiinommpenimmmu cynyTHIMH IpenapaTamMmu OyJin enoeTuH anbda
(> 75 % cy0’exTiB y BCiX rpymnax JIiKyBaHHs) Ta OKCH] 3aii3a (> 60
% cy0’ekTiB y Tpymnax miane6o, 0,3 mr/kr corarepuenty, 0,5 mr/kr
corarepuenty ta 0,7 mr/kr corarepuenty ta 33,3 % cy0’ekTiB y
rpymi nikyBanas 0,7/0,4 wmr/kr cotarepuenty). Cy0’ektn
OTPUMYBAJI €MOETHH alibpa B SKOCTI EKCTPEHOI Teparii Mmicis
HajaHHs JociimkyBaHoro mpemnapary (HIT). YV cyG’ekris, ski
OTPUMYBAJIM COTATEPIENT, JaTa MePIIOi 03K eMOSTUHY albda Js
€KCTPEHOI Teparii cTaHoBuma Bif 22 10 299 nHIB BiJ NEPIIOTO AHA
IIPUHOMY JTO3U COTATEPLENTY.

16. Kpurepii orinku
e(hEeKTUBHOCTI

Dapmakokinemuxa

Yactyna 1:

[epeunnumu @K KiHIIEBUMH TOYKAaMHU pa3oBOi J03U IpenapaTy B
Yactuai 1 € mnactymHi HekoMmmaptMeHTHI ®OK mokasHukm
CHPOBATKOBOI (PYHKIIiT KPOBI:

- Cmax: CnocTepexyBaHa MaKCUMaJIbHa KOHIIEHTPALI1s;

- tmax: Yac 1o Cmax;

- AUC2s4: ITnmomma i KpUBOIO «KOHIICHTpAIIisI-4acy» MpOTATOM 28-
JICHHOTO IHTEPBAITy 1I03yBaHHS;

- AUCw: Ilnmoma mij KpUBOIO KOHIICHTpAIlis-dyac BiJl HYJIHOBOTO
4acy, eKCTPaIoJIbOBaHa 10 HECKIHYCHHOCTI;

- AUC:: Ilnoma mij KpUBOKO «KOHIICHTpPAIlISI-4acy BiJl HYJILOBOTO
4acy J0 4acy OCTaHHBOI KUTbKICHO BUMIPIOBAHOI KOHIICHTpPAITii;

- CL/F: Bugumuii 3araapHUN KIIIPEHC;

- Vz/F: Bunumuii 06’ €M po3MoIiTy Ha OCHOBI KiHIIEBOT (a3u;

- t12z: KiHueBuii nepiosl HamiBpoO3Mmay.

JianizHuil KITipeHC CUPOBATKU KPOBi OyB JOCII THUIIBKOIO KiHIIEBOIO
toukoro OK.

YactynHa 2:

[lepBUHHMMH KIHIIEBUMH TOYKaMu g YacTuHH 2 € HACTYIHI
kinnesi Touku OK B cupoBaTIi KpoBi:

- Cmax: CnocTepexyBaHa MaKCUMaJlbHa KOHIIEHTPALI1s;

- tmax: Hac 10 MakcumMymys;

- AUCzsd: [Tnomra miJi KpHBOIO «KOHIICHTpAIIis-4acy MpoTsITroM 28-
JICHHOTO 1HTEpBAIly 103yBaHHS;

- t12,2: KiHIIeBU# TIepio/1 HAMIBPO3May.

Edhexmusnicmo (peaxyis cemoenobiny) ma gpapmarxoounamira
Yactuna 1: Yactka cyO’ekTiB, SKi AOCATIN MiJBULICHHS DPIiBHS
reMorjio0iHy BiJ TOYaTKoBOro piBHA > | r/am, BBaxkamacs
NOCHIJHULBKOK KIHIEBOI TOYKOK B YactmHi 1 0poro
JTOCIIIHKEHHS.

Yactuna 2: HacTynHi moka3HUKU €()EeKTHUBHOCTI PO3TISAAIUCS K
BTOPHHHI KIHIIEB1 TOUKH 7151 YacTHHM 2 1IbOTO JOCTIIPKEHHS:




- YacTtka cy0’€KTiB, SIKi 3MOTJIM JOCATTH IUTHOBOTO piBHSA Hb y
Oyab-sSIKHI 9ac 10 3aCTOCYBaHHS €KCTPEHOI Tepallii, 4ac JOCATHEHHS
LTOBOTO PIBHS Ta YacTKa Cy0’€KTiB HAPUKIHII JOCHIHKEHHS (28
JTHIB TIICTIs 3aBepiieHHs (a3u JiKyBaHHS [225-1 neHb + 7 MHIB]), sKi
JOCSTIIN LIJTLOBOTO PiBHS:

1) IlinpoBa kornenTpais Hb (> 10 r/mn);

2) Hinvoe minBuiieHHs piBas Hb (> 1 r/mn);

3) Sk uinpoBe 301TBIIIEHHS, TaK 1 IJTHOBA KOHIIEHTpPAITis.

- Bincorok cy0’exTiB, fKi OTpUMYBalIM EKCTPEHY Tepamiio, Ta
TPUBAJIICTh EKCTPEHOT TEpaITii BIPOIOBXK JTOCITIIHKCHHS;

- IlopiBHSHHS MK TpymamMH 3a 3MIHOIO BiJl BHXIJHOTO pPiBHS
migBumenHss Hb  Hanpukinmi mepmmx 28 AHIB  JTIKyBaHHSA,
BiJIIEH3YPOBAHOTO JIJIsl peaHIMaIliHUX 3aXO0/IiB.

17. Kputepii ominku 0e3mnexu

YacTuna 1:

Hactynni 3axoau 0e3nekd po3risggaiucs sSK BTOPUHHI KiHLEBI
TOYKH JIJIs1 YACTUHH | IbOTO JOCIIKEHHS 1 OI[IHIOBAIKCS MPOTATOM
YChOTO JOCTIIKEHHS:

- Aneprivsi peaxkiiii, 1o moTpeOyIOTh JIKyBaHHS;

- Yacrka oci6 3 pisaem Hb > 12 r/m;

- Yactka oci6 3 migumeHHsM piBHa Hb > 2 r/am mpotsirom 4-
THKHEBOTO MEPiOfy;

- YacToTa KJIIHIYHO 3HAYYIIMX 3MiH JTJa0OpaTOPHUX MOKA3HUKIB;

- PiBens BiTaminy D (BiT D) B cupoBartiii KpoBi: 25-TiIpoKcH BiTaMiH
D (25-OH-Bit D) i 1,25-aurigpokcu Bitamid D (1,25-Bit D);

- ApTepiabHUI TUCK 3MIHIOETHCS BiJl BUXIHOTO PiBHS;

- 3MiHM KOHIIEeHTpaIlli ¢omikynocTumymmorodoro ropmony (OCI) 1
CTaTeBUX CTEPOiNiB Ta MOTEHIiIHI OB’ 13aHi 3 HUMH [1P.

YacTtuna 2:

HactynHi moka3zHUKU O€3MEKU pO3Tisaincs K BTOPHUHHI KiHIEBI
TOYKH JIJIs1 YACTUHH 2 IOTO JOCIIIKEHHS 1 OI[IHIOBAIKCS MPOTATOM
YCHOTO JOCTIIKEHHS:

- Aneprivsi peakiiii, 1o moTpeOyrOTh JIKyBaHHS;

- Hacrka oci6 3 pisaem Hb > 12 r/m;

- Yactka oci6 3 migumeHHsM piBHa Hb > 2 r/am mpotsirom 4-
THKHEBOTO MEPiOy;

- YacToTa KJIIHIYHO 3HAYYIIUX 3MiH JJA0OPaTOPHUX TTOKA3HHKIB BiJl
BUXIJHOTO PIiBHS;

- AprepianbHUN TUCK 3MIHIOETHCS Bl BUX1THOTO PIBHS;

- 3MiHU KOHIIeHTpauii Pporikynoctumyorodoro ropmony (PCI') ta
CTaTEBUX CTEPOIIiB.

18. Craructuuni MeToau

YacTuna 1:

Jist Yactuam 1 11boro AociipkeHHs OyJiM MiATOTOBJICHI OKpeMi
IUTAHU CTaTUCTHYHOTO aHali3y, OJUH JUIs aHali3y e(eKTHBHOCTI
(bapmakoguHaMiku) Ta O€3MeKH, a APYTHMA — IJIs aHajizy Ta
npencraBieHdss  gaanx @®K  Ta  IMyHOreHHUX — JIaHHX.
dapmakoguHAMIYHUT aHami3 (edexTHBHOCTI) BBa)KaBCS
JOCITITHUIIBKUM, 1 B HhOMY HE TPOBOJMIIAcs (opMalibHa IepeBipka
rinoTe3 abo MOpIBHAHHS JiKyBaHHs. JlOCTiTHUITbKA METa B YaCTHHI
1 6yna gocsrHyTa MepeBakHO 32 JOMOMOTO0 OITMCOBOT CTATHCTHUKH.
Jo amamizy Oymu  BKIIOUYeHI  ¢apMaKoJWHAMIYHI  J1aHi
(edexTuBHICTE), OTpuMaHi A0 115-ro qHs.

/[ani npo cyb’ekma ma demoepaghiuni nOKA3HUKU

Bik, 3picT, Bara Ta 6a30Bi XapaKTepUCTHKH CyO’€KTIB y3arajibHEHI

3a JIOMOMOTOI0 OTMMCOBOI CTATHCTHUKH, TOJI SIK CTaTh, paca Ta iHIII




KaTeropianabHi 3MiHHI TMPEACTABIEHI 3a JOMOMOIOK YaCTOTHUX
Tabnuik. [cTopist XBOpOOHM y3arajgbHEHA 3a JOTIOMOTOI0 YaCTOTHHUX
TaOJIMIIb 32 KJIACOM CUCTEMH/OpraHy Ta Oa)KaHUM TEPMiHOM.
Posmomin  cy0’ekTiB  (po3moail  aHANI30BaHOI  TMOMYJIALIT,
BKJIIOYCHHS, TNPHUIMHEHHS Yy4YacTi, a TaKo)X OCHOBHA NpPUYHHA
NPUIIMHEHHS Y4YacTi) y3arajJbHeHa 3 BUKOPHUCTaHHAM YacTOTH Ta
BIJICOTKIB K Jisi (pa3u JIiKyBaHHS, Tak 1 Jisi a3y MOJaNbIIoro
criocTepekeHHs. HagaHo 3BeneHy iHdopmariito mpo cyO’€KTiB,
BKJIIOYEHHUX Y JOCHTIJUKEHHS, 32 JOCHITHULIBKMMU LEHTPaMH.
BigxuneHHs BiJl IPOTOKOTY y3araJibHEH1 3 BAKOPUCTAHHSIM TaOJIHUII
94acTOTH.

Dapmaxokinemuka

[Monynsmito moBHoro anamizy (FAS) (To0To BCi cyO’ekTH, sKi
OTPUMYBAJIA COTATEPIENT 1 MaJIH OIliHIOBaH1 aaHi moao OK, oynu
BKIoYeHi A0 monyisnii PK) BHKOpHCTOBYBaIM B SIKOCTI
aHamiTH4HOl momymsii ana Bcix aHamiziB @K y wgactuni 1
nocmipkeHns. Cy0’ektu OyiM BKJIIOYEHI B TPYIy JIKyBaHHA, 10
sakoi BOHM Oynu panmomizoBaHi. CepiiiHI 3pa3Ku KpOBi IS
BU3HaueHHs piBHA pK BimOupanu 1o Ta micis npuiioMy mpenapary
npotsaroM 16 TrxkHIB (3aranom 21 yacoBa Touka rnpu 17 Bi3uTax 3 1-
ro no 113-ii nens), mod oxapakrepusyBaTu nmoBHUU mpodine OK
coTarepienty B cupoBartili KpoBi. Ha 8-if neHn 3pasku kpoBi Oymnm
BiiOpaHi sIK 110, TaK 1 micnsa Aiamizy uepe3 1, 2 Ta 3 ToauHM Micas
JUTSL TOCTTIKEHHS KITIpeHca aiaisy.

dapMaKkOKiHETUYHI TapaMeTPH tmax, Cmax, AUC, t12z, CL/F, VZ/F y
CHpOBATIII KpOBi Ta OyJIM OI[IHEHI Ha OCHOBI JaHUX MPO (pakTHIHY
KOHIIGHTpPALlII0  COTaTepLENnTy B 3aJeKHOCTI BiA Yacy 3
BUKOPUCTAaHHAM HEKOMIAPTMEHTHUX METOMiB. [yl KOHICHTpamin
coratepuenty ta napamerpis @K HaBe€HO OMUCOBY CTaTHCTHUKY, a
pe3yabTaTH MPEICTABICHO y TaONW4HIA Ta Tpadiuniii popmax, 3a
HeOoOX1IHOCTI.

Eghexmusnicmv/thapmaxoounamixa

Ionynsauis FAS Gyna Bukopucrana ajisi BCix ¢papMakoInHaAMIYHUX
aHaJIi31B.

JlocnigHuIbKa MeTa 4acTUHM | JOCHIUKEHHS — OLIHUTU BIUIUB
coTaTeplenTty Ha migBUIIeHHs piBHA Hb mis kopekmii HEpKOBOT
aHemii y Cy0’€kTiB 3 TEpPMIHAJIBHOIO CTaJi€l0 HUPKOBOI
megocratHocti (TCHH), sixi mepeOyBarots Ha remomianisi (I1) -
OLIIHIOBAJacsd INUIAXOM Yy3arajJbHEHHS JOCHIAHULBKOI KIHIIEBOT
TOYKH, a TAKOX KOHIIEHTPAIliif TeMOTJI00iHy Ta 3MiH Y TIOPiBHSHHI 3
BUXIJIHUM PiBHEM TeMOTrfI00iHy 3 TUIMHOM 4acy.

HaBeneno wactky cy0’€KTiB y TpyIi COTaTEpIENTy, SKi TOCATIN
MmigBUIIeHHS BuxigHoro piBHs Hb wHa > 1 r/mn (mo mnouaTky
eKCTPEHOI Teparii [y cy0’ €KTiB, SIKUX OyJIO BPSTOBAHO ) MIPOTSATOM
16-TH>KHEBOTO TIEPIOY CIIOCTEPEKESHHs. 3BEJCHI CTATUCTUYHI JaHi
(n, cepenHe 3HauYeHHA, cTaHAapTHe BiaxuieHHs [SD], mexniana Ta
niana3oH) s 3HadeHb Hb Ta 3MiH Bix movatkoBoro piBHa Hb mpu
CKpHUHIHTY, Ha 1-i1 1eHpb (mouaTkoBui), 8-i, 15-i, 22-i1, 29-i, 43-1,
57-#, 85-i1 ta 113-ii nmHI JiKyBaHHS HAJAlOThCS 3a TpyNaMu
mikyBanHs. Cepenni 3HauenHs Hb (£ SE) ta cepenni 3MmiHM Bin
BuxigHoro piBHA Hb (+ crannaptHa noxu6ka [SE]) npotsrom yacy
MIPECTABIICHI 32 TPYIIAMH JIKyBaHHS, a KUTBKICTb Cy0’ €KTiB, Yy SIKUX
BUMIpIoBanu piBeHb Hb B K0oxkHiH TouIi yacy, noaana a0 rpadikis
3a rpynamu JiikyBaHHs. Kpim Toro, «cmareri-giarpamm 3Ha4eHb Hb




OKpeMHuX Cy0’eKTiB Ta 3MiH Bia mouyaTkoBoro piBHs Hb 3 wacom
MpeACTaBjiICHI 3a TpynamMu JIKyBaHHA. Ycl (apMakoIWHaMivHI
aHasi3u Ta rpadiku 6a3yBaucs JIMIIE HAa JaHUX CIIOCTepekeHb. [l
TOTO, MO0 OIHUTH e(pEeKTUBHICT, 0€3 ypaxyBaHHS BIUIUBY
eKCTpeHoi Tepamii (Oynp-sikuii  HOBHMIM  JiKapcbkMid  3aciO,
MPU3HAYCHUNA IS JIIKYBaHHS aHEMii, epUTPOIIOe3-CTUMYJIIOI0Ul
npenapatu (ESA) abo mepenuBaHHS €pUTPOLMTAPHOI MacH) abo
3aJI0KYMEHTOBAaHOI KpOBOBTpaTH, 3HaueHHs Hb, orpumani micns
MEpUIOro BUHUKHEHHS Oyb-AKO1 3 IIUX MO/iH, He OyJIM BKIIIOYEHI B
aHaii3 e(peKTUBHOCTI Ta Tpadiky.

besnexa

[Momynsimist 6e3mekn CKIIaaeThess 3 yCiX CyO’€KTiB, sKi Oynd
paHIOMi30BaHI Ta  OTPUMANM  TNPUHAWMHI  OAHY 03y
JIOCJTIDKYBAHOTO JIIKAPCHKOTO 3ac00Y, 1 BUKOPUCTOBYETHCS TSI BCiX
y3arajbHeHb 3 O€3NeKH Ta BIUIMBY JIIKapchbKoro 3acoOy. s
BKJIIOYEHHS B pE3I0OMe KO’KHOIO KOHKPETHOI 0 napamerpa B YacTuHi
1 HeoOxi1HMH pUHAMHI OMH J1a00paTOPHUIN OKA3HHK, ITOKA3HUK
KUTTEBO BAXKIMBUX (PYHKINH a00 MOKA3HUK CIIEKTPOKApPIiOTpaMu
(EKT'), orpumanmii micias TpuAOMY  OJHOPA30BOi  JO3H
JOCTIKYBaHOTO JTiKapchkoro 3acody (IJI3). st omiHku 3MiH
MOPIBHSIHO 3 BUXITHUM PiBHEM HEOOXiIHI BUXiJHI BUMIPIOBaHHS Ta
BUMIPIOBAHHS TICJI BHXITHUX B MOMEHT 4acy, IO IMPEICTaBIIsE
iHTepec. [l y3aranbHEHHs JaHUX 3 O€3MEKH HE IMPOBOIMIOCS
BpaxyBaHHS BIJICYTHIX JaHUX. be3neky Ta TEepeHOCHMICTh
OLIHIOBAIM NUIAXOM KIIHIYHOTO aHami3y BCIX BIAMOBIIHUX
napameTpiB, Bkimowarouu [P, maGopatopHi aHami3u, MOKa3HUKA
xuttenisuibHocTi Ta EKT. Jlnst Beix pe3tome 3 Ge3neku HalaHo JIUIIE
OINMCOBY CTaTHCTUKY 3a TPyNaMu JIKyBaHHS, HE IPOBOAMIOCS
KOJJHOTO TECTYBaHHS Ha CTATUCTUYHY 3HAUYIICTh a00 pO3paxyHKiB
nosipuux iHTepBanis (AI). Jani 3 6e3neku 1o 115-ro aHs MOBUHHI
Oynu OyTH BKIIIOUEHI B aHAII3.

[To6Giuni pekarii kimacu(ikyBald 3a JOMOMOTOK CHUCTEMH
knacudikamii MeIudHOro CIOBHHMKA 3 PETYISATOPHOI AiSUIBHOCTI
(MedDRA). VYci IIP y3arajibHEeHi 3a 4YacTOTOIO, TSKKICTIO Ta
3B’SI3KOM 3 JIOCTIIKYBAaHUM JliKapchkuM 3aco0om. [TobiuHi peakiiii,
10 NPU3BOJATH 10 CMEPTI ab0 MPUIMHEHHS JIIKYBaHHS, a TaKOX
cepiio3ni mo6iuHi peakuii (CIIP) HaBemeni oxpemo. IlobGiuHi
peakuii, moB’si3ani 3 [IJI3, HaBemeni okpemo. [lpu anamizi 3a
cy0’extamu, CyO0’€KT, y SKOro Oiibllle OJHOTO pa3y BUHHUKIA
OJTHAKOBa TOOIYHA peaxilis, BPaXOBYEThCS JHIIE OAMH pa3 i 3a
HaWOUIbIUM cTyneHeM TsoKkocTi. JlaGopatopui mani, EKIT Ta
MOKA3HUKH >KUTTETISUTBHOCTI, BKIIIOYAIOUN Bary, y3arajibHIOIOTHCS
OIHCOBO.

Hanmano Tabmurii 3MiH JUisi  JTaOOpPaTOpPHHX TapaMeTpiB, IO
MOKA3YIOTh KIIBKICTh CYO’€KTIB 3 HU3BKHUMH, HOPMAJIbHUMHU Ta
BHUCOKHMH 3HAYEHHSIMH ITOPIBHSHO 3 HOPMAJILHUMH Jlialla30HaAMH 10
JIKyBaHHS Ta Ticid JiKyBaHHS. HajgaHo crnucku AaHMX Ccy0’ €KTiB
U BCIX TapameTpiB Oe3meku. 3a moTpeOu HamaloThes TpadidHi
300pakeHHS 17151 TIOJIETIICHHsI IHTepIpeTalii pe3yabTaTiB.
Imynocennicmeo

Bci pannomizoBaHi cy0’ekTH OyJM BKJIIOYEHI B OLIIHKY aHTHUTLI 10
coTaTepuenty. 3pa3Kd KpoOBI ISl BU3HAYEHHS aAHTHTII M0
coTaTeplenTy BiaOupanu 1o npuiiomy npemnapary ta yepe3 4, 81 16
THDKHIB micyst npuiiomy npenapaty (1, 29, 57 i 113-if gHi abo mijg yac




BI3UTY Ui JOCTPOKOBOTO NPWUITMHEHHsS JiKyBaHHs). [Ipouemypu
300py Ta o00poOkm 3pa3kiB Oyim momiOHI 10 THX, IO
BUKOPHUCTOBYBaHCS 11 3pa3kiB OK.

JletanpHi pe3ynbTaTH TEPBUHHOTO CKPUHIHTY, IATBEPIKEHHS
CKPMHIHTY, MiITBEP/UKEHHS CKPHUHIHTY CepiiHMX pPO3BEJCHb Ta
BIIMOBIIHI  KOHIIGHTpAIllI COTaTepIenTy B CHPOBATIIl KPOBI
HaBeJICH1 3a BI3UTaMU JJIsl BCIX paHIOMI30BaHHUX CYO’ €KTIB.
YacTtuna 2:

Dapmaxokinemuka

Hexomnaptmentni mapamerpu ®K corareprienty, Taki K tmax,
Cmax ta AUC284, Manu OyTH OIliHEHI Ha OCHOBI JAaHUX PO
3QJICKHICTh KOHIICHTpAIlli COTaTepUENTy BiJ Yacy MPOTITOM
MEpUIOTo IHTEepBally 103yBaHHsA (3 1-ro mo 29-if neHs) uist BCIX TPy
103. (ITpumiTka: B 0CTATOYHOMY IIJIaH1 CTATUCTUYHOTO aHaJi3y OyIio
YTOYHEHO, 10 HekommaptMeHTHI mapamerpu DK corarepuenty
OylyTh OILIIHIOBATHCS MPOTATOM TEPIIOTO Micsls [1o3a 1, meHb 3 1-
ro no 2-if, nenb 1 s rpyn o3 1-3 ta noza 1, news 3 1-ro no 3-i,
nenb 1 ans rpynu 103 3a)). 3HaueHHs ti/2,z OLIHIOBAIU 33 JTaHUMHU
3aNIe)KHOCTI KOHIEHTpAllli coTaTeplenTy BiJA yacy Micis MpUioMy
OCTaHHBOT JIO3U. YSIBHUH KIIpEHC Ta 00’€M  pO3MOALTY
COTaTEePIIENTY OL[IHIOBAIM Ha OCHOBI JAHUX MPO KOHIEHTPAIIII0 TTPH
0araTopa3oBOMy BBEICHHI 3 BHKOPHCTAHHSIM KOMITAPTMEHTHOTO
Merony DK. IlponopuiiiHiCTh 103U OI[IHIOBAM 3a JaHUMHU
€KCTIO3MIIIT TCTs Tepiioi 1o3u. JJis BCiX MaHMX KOHIIEHTpAIlld Ta
napametpiB @K HaBe€HO OMHUCOBY CTATUCTHKY.

Edexmusnicmo (peaxyis cemoenobiny) ma gpapmarxoounamira
UYactka cy0’€KTiB, sIKI OTpUMYBaJM coTaTeplenT ado miamnedo Ta
JOCSATIIM TJIBHINEHHS PIBHSA BiJl MOYATKOBOTO piBHSA > 1 1/m0
npuHaiiMHi 1 pa3, Oyna mpeacTaBieHa 3a rpynamu Ao3. ['pymnu, ski
oTpuMyBaiu Iianedo, Oynu 00’e€qHaH] A BCIX TAaOJUIb aHANI3y
e(peKTUBHOCTI Ta Oe3neku. 3HAYeHHS P Ui PI3HULI NPOIMOPIii
PO3paxoByBajM 3a JOIMOMOTOI0 OE3YMOBHOTO TOYHOTO TECTy Ha
OCHOBI OanbHOI CTAaTUCTHKH, a TOYHWH JOBIpYMN IHTEpBAT IS
PI3HUII TIPOTOPIii pO3paxOBYBaM IUISIXOM IHBEPTYBaHHA 2-
CTOPOHHBOTO TOYHOT'O TECTY Ha OCHOBI OaliB.

3BeneHi TabnuIi mpeacTaBieHi 3a Ga3zamMu JOCHTIHKEHHS, TPyIaMu
MOYaTKOBOTO  JIIKyBaHHS Ta BHU3HAYCHMMM BI3UTaMU  JUIS
MPOBEJICHHST BTOPUHHHMX aHali3iB. Bylo po3paxoBaHO dYacTKu
cy0’exTiB 3 abcomtoTHUM piBHeM Hb > 12 r/an, niasumenusm Hb >
2 1/7U1 IPOTATOM Oy Ib-SKOTO 4-THXXHEBOTO MIEPIOTY Ta TOCATHEHHSIM
abcomrotHoi koHueHTpauii Hb Big 10 mo 12 r/an y Oynb-skwmii
MOMEHT 4Yacy i1 9ac ¢a3u JIKyBaHHS JOCITIIHKCHHS.

Jlns Oe3mepepBHUX 3MIHHUX, BKJIIOYaroud 3MiHy piBHS Hb,
HAJIA€THCSI OMMCOBA CTATUCTUKA IS KUTBKICHUX 3MIHHHUX, TAKUX SIK
3MiHa BiJl BUX1THOTO PiBHS B IEBHI MOMEHTH 4yacy. Po3mozin uactoT
MPEJICTABICHUHA I KaTeropiaJbHUX 3MIHHUX. Yac JOCATHEHHS
uinpoBoi KoHmeHntparii Hb (Bim 10 mo 12 r/am) ta winboBOro
migsumeHass Hb (> 1 1/mn) Oyno y3arampHEHO 3a JIOTIOMOTOIO
OMHCOBOT CTATHUCTUKH. {7151 cy0’€KTIB y KOXHIN Tpymi JiKyBaHHS,
Kl OTPpUMYBAJIU €KCTpeHy Tepamito 4ac 16-TwxHeBOi (a3u
CIIOCTEPEIKEHHS, PO3paxoByBaJId Yac O 3aCTOCYBAHHS €KCTPEHOL
Teparii.

besneka




Amnaniz 0e3neKd MPOBOAMBCA 3 BHUKOPUCTaHHAM Oe€3MeYHOi
TTOTTYJISIIIII.

[ToGiyni peakmii kiacudikyBaqu 3a JIOMOMOTOI0  CHUCTEMHU
kinacudikamii MedDRA. Vi [1P O6ynu y3arambHeHi 3a 4acTOTOIO,
CTyneHeM TsDKKOCTi Ta 3B’s3koMm 3 JUJI3. Ilo6Giuni siBHma, mio
MPU3BOIATH 1O cMepTi abo mnpunuHeHHs gikyBaHHs, Ta CIIP
HaBeneHl okpemo. [loGiuni sBumia, moB’s3ani 3 JIJI3, HaBeneHi
okpemo. [Ipu anamizi 3a cy0’ekTamu, SKIIO y Cy0’€KTa BUHUKAJA
OJHAKOBa TOOIYHA peakiiss Oiulplle OJHOrO pa3y, BOHA
BpaxoByBajacs JHIIE OJWH pa3 1 3a HAUOUIBIINM CTyINEHEM
TSKKOCTI.

Hnsa Yactuam 2 pocmimkerds I1P, mo BuamMkamm ma gac daszm
mikyBaHHs Ta Da3u crocTepekeHHs, Oyln OKpeMO 3aHECeHi B
TaOJIULIIO.

Jlaboparopui nani, EKI[' Ta TmOKa3HWKH IKHUTTEIISUTBHOCTI,
BKJIFOYAIOYHW Bary, OyiM y3arajbHEHi onucoBo. HaBemeHno Tabnuii
3CYyBIB JIa0OpaTOPHUX TIOKA3HUKIB, IO TOKAa3ylOTh KIUIBKICTh
Cy0’€KTiB 3 HU3bKHMH, HOPMaJIbHUMHU Ta BUCOKHNMH 3HAYCHHSIMHU
MOPIBHSIHO 3 HOPMAaJbHUMH Jliala30HAaMU A0 JIKYBaHHS Ta MiCIs
mikyBaHHS. HagaHo criucku naHux cy0’€KTiB IS BCIX MapaMeTpiB
Oe3nexku. 3a moTpeOM HamaThes rpadidHi 300pa’keHHS AT
MIOJIETIICHHS iHTepIpeTaii pe3yIbTaTiB.

19. lemorpadiuHi NOKa3HUKH
JIOCJTDKYBAHOT TTOTTYJISAIIIT
(crats, BiK, paca, TOIIO)

Yacruna 1: Jlocnimxysana nomyssinis B Yactuni 1 Oyna nepeBaskHO
yososiuoio (71,4 %). YuyacHuku Oynu 30anaHcoBaHi 3a pacoBOIO
npunanexsictio: 57,1 % ywacHukiB Oymu Oimumu, a 42,9 % —
JopHOIIKipuMHU ab0 adpoamepukanisiMu. Cepen OUTUX yYaCHUKIB
OyB OIMH JIaTHHOAMEpUKaHelb a00 JaTHHOaMmepHuKkaHka. CepenHiit
BIK CTaHOBHB 56 pOKiB (miama3oH Bif 37 10 72 pokiB), a OUIBIIICTH
(85,7 %) yuacuukiB Oynu BikoM 10 65 pokiB. Cepes yuaCHHKIB, SKi
OTpuMYyBaJu Tutare6o, Oymna 1 3 2 xiHOK, 1 3 3 XBOpUX HA IyKPOBUI
niaber i manu HaiiBumui IMT cepen ycix ydacHukiB. OCKUTBKH
mumie | yJacHUK OTpUMYBaB IIare0o, KOAH1 3HAUYII MTOPIBHSHHS
MDK TpylamH JIiIKyBaHHS HEMOKJIHMBI. 3arajaoMm, YYaCHUKH MEpIIOi
YaCTUHU JOCHIDKEHHS OyiM penpe3eHTATUBHUMHM JJIS TOIYJISIi
MAII€HTIB, SIKI OTPUMYBAJIH JIIKYBaHHS COTATEPLIEITOM.
JemorpadiuHi Ta BUXITHI XapaKTEPUCTHKN — YacTUHA |
(panaOMIi30BaHA MOMYJISAIIIs)

Corarepuenr 0,1 VYei
Tinane6o (N=1)| mr/kr (N=6) |xociaikyBani
n (%) n (%) (N=7)n (%)
BixoBmuii po3moaii, n (%)
<40p 0 1(16,7) 1(14.3)
Bix 40 10 64 pokis 1 (100) 4 (66,7) 5(714)
>65p 0 1(16,7) 1(143)
Bik (pokiB)
n 1 6 7
Cepenne 3HaueHHs (SD) 60,0 (NA) 54,5 (11,64) 55,3 (10,83)
Meniama 60,0 545 56,0
JTiamasox 60,0, 60,0 37,0,72,0 37,0,72,0
Cratb, n (%)
UonoBiKH [ 0 [ 5(83.3) [ 5714
JKinku | 1.(100) \ 1(16.7) | 2(286)
Paca, n (%)
Bini [ 1 (100 [ 3 (50.0) [ 470
UYopHomkipi a60 ajypoaMepuKanIi \ 0 [ 36000 | 3429
ETHivHA NIPUHAJEKHICTH, N (%)
Icnanmi a0 TaTHHOAMEPUKAHII \ \ 1(16.7) [ 1(143)
He icmanui un 7aTHHOAMEPHKAHLI \ 1 (100) \ 5(83,3) \ 6 (85,7)
Bara’ (xr)
n 1 6 7
Cepenne 31aucHHS (SD) 88,3 (NA) 76,7 (15,12) 78.4 (14.48)
Meniana 88,3 76,7 78,8
Jianason 88,3, 88,3 54,3, 96,1 54,3, 96,1




Corarepuent 0,1 Yei
TLname6o (N=1)| mr/kr (N=6) |mocaimkyBani
n (%) n (%) (N=7)n (%)
Bpicr (em)
n 1 6 7
Cepenne 3uauennst (SD) 162,2 (NA) 172,0 (11,24) ]170,6 (10,90)
Meniana 162,2 173,9 172,7
Jianasox 162,2,162,2 153,7, 185,0 153,7, 1850
[Posmomia IMT" (kr/m?), n (%)
20 no <25 0 3 (50,0) 3(42,9)
25 10 <30 0 1(16,7) 1(14,3)
>30 1 (100) 2(33,3) 3(42,9)
IMT" (kr/a?)
n 1 6 7
Cepennre 3Ha49eHHA (SD) 33,1 (NA) 25,8 (4,84) 26,8 (5,22)
Meniana 33,1 24,1 263
Jiamason 33,1,33,1 21,3,31.8 21,3,33.1

NA = ne 3actocoBHo; SD = cTaniapTHi BiIXUICHHS,

y = POKH.

2 Bara, BUMipsiHa TiJ 9ac Bi3uTy 2 (IeHb 1).

b Inpexc macu Tina (IMT) po3paxoByBasu, BAKOPHCTOBYIOUH 3DICT i CyXy Bary, BUMipsHi
i gac Bisury 1 (ckpuHiHT).

YacTtuna 2:
VY rpymax mianebo (63,6 %), corarepuenty 0,5 mr/kr (87,5 %) Ta
corarepuenty 0,7/0,4 mr/kr (83,3 %) Ounbuiicts cy0’ekTiB Oynu
YOJIOBIKaMHU. BijbmIicTh Cy0’€KTIB y BCIX Ipymax JIiKyBaHHS Oyin
BiKOM 10 65 pokiB. CepeaHiil Bik craHOBUB BiA 55,0 pokiB y rpymi
mikyBaHHs1 cotarepuentoMm 0,7/0,4 mr/kr mo 61,7 pokiB y Tpyti
nikyBaHHS cotatepuentom 0,7 mr/kr. [IpubnusHO BiJl MOTOBUHU 10
JIBOX TPETHH Yy Tpymnax miamnebo (54,5 %), 0,3 Mr/kr corarepuenty
(66,7 %), 0,5 mr/kr corarepuenty (50,0 %) Ta 0,7/0,4 wmr/xr
corarepuenty (66,7 %)  Oyaum  4YOpHOWIKipUMH  abo
appoamepukanusMu. binpmicts (77,8 %) cyG’extiB y rpymi
JikyBaHHS cotatepientom 0,7 Mr/kr Oy OLTAMHU.
Cepenns Bara 1o miaiizy KonuBaiacs Bif 81,3 Kr y rpymi JIiKyBaHHS
coratrepuentom 0,3 wmr/kr o 84,1 kxr y rpymi JKyBaHHS
cotarepuentom 0,7/0,4 mr/kr. B ycix rpymax JiKyBaHHSA, SK 1
OUiKyBaJIOCS, CEpEe/IHs Bara Jo Jiani3y Oyna BHUILIOIO, HIX CepeIHs
Bara ImicJis Jiami3y, o MOB’I3aH0 3 BUBEICHHIM piauHu i yac ['/1.
Cepennst Bara micnsi fiamisy KojduBajacs Bif 78,6 Kr y rpymi
nikyBaHHs coTtatepientoM 0,3 mr/kr 1o 81,0 Kr y rpyri JiKyBaHHS
corarepuentom 0,7/0,4 mr/kr. Cepenniit ingexc macu Tina (IMT)
KONHMBAaBCA Bif 26,5 kr/mM?> y rpymi JiKyBaHHS COTATEpLENTOM
0,5mr/kr o 30,3 xr/M® y rpynmi JiKyBaHHS COTATEpPLENTOM
0,7/0,4 mr/kr.
Hemorpadiuni Ta 6a30Bi xapakTepucTuky — YactuHa 2 (Momyisiis
BHUBYCHHSI O€3MEKH)




TLaanedo”™) Corarepuent
N=11) 0,3 mr/kr 0,5 mr/kr | 0,7 mr/kr 0,7/0,4
N=9) (N=8) N=9) MI/KI
(N=6)
BikoBwuii po3nozii, n (%)
<40p 2 (18.2) 1(1L1) 0 1(1L1) 1(16.7)
Bix 40 10 64 pokis 7 (63,6) 6 (66,7) 6(75,0) 4 (44.4) 3(50,0)
>65p 2 (18.2) 2(22,2) 2(25,0) 4 (44.4) 2(33.3)
Bix (pokiB)
n 11 9 8 9 6
Cepenne 3Ha4eHHs (SD) 55,2 59,9 56,9 61,7 55,0
(12,57) (12,86) (12,76) (13.44) (15,86)
Meniana 54,0 58,0 56,0 62,0 55,0
Jiana3ox 35,0, 76,0 36,0,79,0 42,0,76,0 [39,0,76,0 29,0, 72,0
ICtath, n (%)
Yonosikn [ 7636 [ 3333 [ 73875 [ 21222 [ 5(833)
Kinkn [ 4664 | 667 | 13125 [ 7778 | 1167
Paca, n (%)
Asiiini 2(18,2) 0 0 0 1(16,7)
YopHowkipi abo adpoamepukaHLi 6 (54.5) 6 (66,7) 4 (50,0) 1(1LD 4 (66,7)
Vpomwkenui I'aBaie a00 iHmLmMX 0 0 0 1(11,1) 0
THXOOKEAHCBKHX OCTPOBIB
bim 3(27.3) 3(33.3) 4 (50,0) 7(77.8) 1.(16,7)
[ETHiYHA nIpHHAIEKHICTDB, N (%)
Icnanui aGo TaTHHOAMEpHKAHLI [ 1o T 2222 [ 4600 [ 2222 [ 1167
He icnanui un natnHoamepukanmi | 10(90,9) | 7(77.8) [ 450,00 | 7(77.8) [ 5(83.3)
Bara 10 xianizy (kr)
n 11 9 8 9 6
Cepenne 3HaueHHs (SD) 83,6 81,3 82,2 82.8 84,1
(24,69) (18,94) (9.52) (19,81) (13,34)
Meniana 73,5 85,9 83,8 84,0 87.6
Jianason 50,9, 117.8 424,984 (664,989 527, 1149679, 102,0
Mane6o™) (N Coratepuent
=11) 0,3 mr/kr (N =(0,5 mr/kr (N[0,7 mr/kr (N|  0,7/0,4
9) =8) =9 mr/kr (N =
6)
Bara nicsisi pianizy (kr)°
n 11 9 8 9 6
Cepenne 3naueHns (SD) 80,9 78,6 79,1 80,8 81,0
(23.88) (18.41) (8.47) (19.25) (13.42)
Meniana 70,8 82,7 81,2 82,1 83.5
Jianasou 49.2, 113.8 41.2.95.9 165.7.94.1 50.3, 112.0 [64.3. 99.5
3picr (em)”
n 11 9 8 9 6
Cepeane 3nauenns (SD) 1685 167.9 172,6 (6.23)| 166.5 163.8
(12,69) (14.10) (11,53) (13.68)
Meniasa 168,3 170,1 172,9 165,1 158,8
Jianason 150,0, 188.,0 | 147.3,188.0 |160.,0, 180,0{152.0, 190.5( 152.4,
185.4
Posnonia IMT (kr/v?’ ™, n (%)
<20 19.1) 1(1L1) 0 0 0
20 1m0 <25 4(36.4) 1 (1L1) 1(12.5) 2(22.2) 1(16.7)
25 10 <30 2(182) 3(33.3) 6 (75.0) 3(33.3) 3 (50,0
=30 4(36.4) 4 (44.9) 1(12.5) 4 (44.4) 2(33.3)
IMT (kr/m? ™9
n 11 9 8 9 6
Cepeane 3nauenns (SD) 28.1(6,52) | 27.8(5.67) | 26,5 (2.37) | 28.7 (4.63) | 30.3 (5.39)
Meniana 26,7 26,4 26,2 29,5 28,8
Jlianasox 19,5, 39,1 19,2, 36,6 22,3,30.1 | 21,5347 | 23,6,37.1 [I[MT -

iHnexc Macu Tina; SD - cTaHIapTHE BIAXMUICHHS; Y - POKH.

2 Cy0’exTH, sIKi OTpMyBaJH ianedo B 4 rpymnax 103, 00’ €1HaHi.

® Basopuii 3pict Ta IMT BUMIpIOIOTBCS MiJ 4Yac CKPUHIiHTY. Bara BHMIpIOETBCS Ha
MMOYaTKOBOMY €Talli.

¢ Imgekc MacH Tia = Bara micist miamizy (xr)/([3pict {cm}**2] x 10000.

20. Pe3ynbraT eheKTUBHOCTI

PE3VJIbTATU ®APMAKOKIHETHUKMU:

YacTuna 1:

Buxomgsun 3 mnpodimo Ta mapamerpiB @K corarepuenty,
COTaTEpLENT MOBUILHO BCMOKTYBAaBCS B CHCTEMHHH KpPOBOOOIT, 3
tmax TIpuOIM3HO Bix 3 Mo 14 aniB (cepenniit yac — 6 nHiB). [licas
JOCSITHEHHS TKOBOI KOHIIGHTpaIlli, KOHIIEHTpAIlisl COTAaTePIIENTy B
CHpOBATL KPOBI 3HIDKYBajacs i3 CEpelHIM KIHIEBUM IMEPiogoM
HamiBBuBeneHns 21,1 nus. Cepenniii nokasauk CL/F cotatepuenty
cTaHoBuB 3,22 Mi/no0y/kr 1 konuBascs Bif 1,49 no 4,84 mu/mo0y/kr.
Cepenns (= SD) koHIIeHTpaIlii coTaTeplenTy B CHPOBATII KPOBI il
yac gianmizy (8-i JeHb) He MmokasyBajia MOMITHHX 3MiH. Cepenns
KOHIICHTpAIlisl COTaTEPIENTy B CHPOBATIIl KPOBI Ha BUXOII 3
nianizaropa Oyia moiOHOI0 1O KOHLIEHTPAIil Ha BXO/II B [[iasli3aTop
yepe3 1, 2 Ta 3 ronunu aianizy. KpiMm Toro, nmpemnapart He BUSIBIISBCS
y 3paskax pmiamizaty, BimiOpaHux uepe3 1, 2 Ta 3 roguHU micis
miamizy. 3 orIsIy Ha Il pe3yibTaTH, KIIPEHC COTaTepIEnTy i yac
Jiami3y BBOKAETHCS HE3HAYHHM.

YacTtuna 2:




VY cy6’extiB 3 TCHH, sxi orpumyBanu Oaratopa3oBi I/mI J03H,
COTaTepIENT ACMOHCTPYBAB MOBILIbHY a0COpPOIIif0 Ta eIiMIHALIO 3
MEIIaHOK tmax B 5 10 8 JHIB Ta CEepeAHIM MEpiooM
HaIiBBUBEICHHs NMpuOim3HOo Big 23 10 30 AHIB 3rigHO 3 JTaHUMH
KomnapTMeHT-ananizy. Cepenns cupoBatkoBa AUC cotarepuenty
B PIBHOBQXHOMY CTaH1 30UIbITyBasacss MPUOJM3HO MPOIOPIITHO
no3i Bim 0,3 go 0,7 wmr/kr. Pexum nposyBanHs Ql4D 3
HaBaHTKYBAJIBHOIO 103010 B Tepmmid Micsip (rpyna 103 3a)
nipu3BoauB 10 301mbIIeHHS AUC 1 Cmax B IEPIINIA MiCSIIb 1 10 BUIIOT
KOHIIEHTpalii y TUia3Mi KpoBi , 0€3 3HAYHOTO BIUIMBY Ha
crauionapay AUC. Cepenniit CL/F cranoBus Big 0,255 mo 0,532
1/n00y, a ysiBHMA 00’ eM po3noaury (V/F) — Bix 8,26 no 14,90 n, 6e3
BUIUMOI  3QJI©KHOCTI  Bil  JO3W. 3arajoM, COTaTepIenT
neMoHcTpyBaB JiHiitHY K npu 6aratopazoBoMy 3acTOCYBaHHI.
E®EKTUBHICTDH (PEAKILIIA I'EMOI'JIOBIHY) TA
PE3VJIbTATU ®APMAKOANHAMIKU:

YacTuna 1:

Hocmigaunbka MeTta B 4acTuHi | mociijpkeHHs Oyia OIliHeHa
IUIIXOM BU3HAaYeHHS KoHIeHTpawii Hb Ta 3MiH BiJ BUX1THOTO PiBHS
Hb 3 mnmuHOM wacy. AHami3 TpPOBOIUBCS 3 BUKOPUCTAHHSIM
nonyisuii FAS. Onun 3 6 (16,7 %) cy6’exTiB, siki oTpumyBaiu 0,1
MT/KT COTaTepIIeNTy, BBAKABCS TaKUM, 110 MaB BiAmoBias Ha Hb B
yacTuHi 1 nocnimpkeHHs. BiamoBigs reMorinoOiHy BH3HAYanmacs sK
TNOCSATHEHHST 30inmbimeHHs > 1 1/mn (o mowatrKy Ttepamii s
Cy0’eKTiB, SKI OTpPHUMYBald EKCTPEHY TEpamilo) BiA BHUXITHOI
KOHLEHTpaLii Hb IIPOTATOM 16-Tr>xHEBOTO nepioay
CIIOCTEPEIKEHHSI.

Takox BU3HauUanacs KUTbKICTh CYO €KTIB, Y SKHUX MPOTATOM OyIb-
SKOTO 4-TH)KHEBOTO TEpioAy CIOCTepiranocss MPUHAWMHI OJHE
migBUIIeHHS KoHIeHTparii Hb > 12 r/mr, > 13 r/m1, > 14 r/mr abo
npuHaiiMHI oaHe migsuiieHHs Hb > 2 r/n. 11{o6 yHuKHYTH BILTUBY
eKCTpeHoi Tepanii Ha miaBumeHHs Hb, 3nadenns Hb, otpumani
micis nepiioro BBeAeHHs ESA abo mepenuBaHHS epUTPOIUTAPHOL
MacH, He OyJIi BKJIFOYEHI B JTOCII/DKEHHS. Y JKOJIHOTO 3 YYaCHUKIB
BOTO JOCTiIKeHHs1 KoHLeHTpamis Hb He mepeBuiyBana 12 r/mn
MpoTIroM  OyIb-sSKOro 4-TIDKHEBOro rmepiogy (0 TouaTky
peanimariii). Kpim Toro, y >K0HOTO 3 Y4aCHHUKIB AOCITIIKEHHS HE
criocTepiranocs maBuIIeHHs KoHnenTpanii Hb > 2 r/am npotsrom
OyIb-sIKOTO 4-TH>KHEBOTO Mepioay (10 HaJaHHS TOTIOMOTH).

Y gotupbox 3 6 (66,7 %) cy0’€KTiB, sIKi OTPUMYBAJIM COTATEPIENT Yy
no3i 0,1 wmr/kr, piBeHb TeMOrJo0iHy 3 dYacoM MPOJIOBXKYBaB
3HMKYBATHCS, SIK 1y Cy0’€KTa, IKUH OTpUMYBaB 1uiane0o. Y oJHOTo
3 6 cy0’eKkTiB, SIKi OTpUMYBAJIM COTATEpPUENT, paHHsS, HECTIiiiKa,
710303aJIe)KHA BIAMOBIAb, PO IO CBiqUMIiIa 3MiHa KoHIeHTparii Hb
3 9,1 r/nn Ha mouaTky nikyBanss a0 10,7, 10,3, 9,51 9,4 r/an Ha 8§,
15, 22 i 27-# mgHi BiamoBimHO. Yci 7 paHIOMI30BaHHX CyO’ €KTiB
oTpuMyBanu JikyBaHHS ESA B sIKOCTi eKCTpeHOI Tepariii mpoTarom
16-Ti>kHEBOrO mMepiofy crocTepexeHHs micas BBeaeHHa JJI3.
Omua 3 cyO’ekTiB, SKUA OTPUMYyBaB COTATEpIENT, OTPUMAaB
MEpeIMBaHHS €PUTPOIUTAPHOI MacH Ha JOAATOK A0 JIKyBaHHS
ESA.

YacTuna 2:

BropunHuii aHani3 BIUIMBY COTATEPIIENITY HA PIBEHb TeMOTTI00IHY B
YaCTHHI 2 JOCIIDKEHHS MOKa3aB HACTYITHE, HE3BAXKAIOYH HA T, IO




HEBEJIMKA KUIBKICTh CyO’€KTIB y KOXHIM TPy JIKyBaHHS MOXeE
3MEHIIUTH Oy/Ib-5K1 3HAYYIIl BUCHOBKH:

- Binbia yacTka cy0’€KTiB y BCiX rpynax JiKyBaHHS COTaTePLEITOM
nocsria 1imboBoi koHIeHTpamii Hb (> 10 r/nn y Oynb-skuii dac
MPOTATOM TIEPioy JiKyBaHHS), ITH0BOrO HifgBUIIeHHS Hb (3miHa
Bix BuximHoro piBHA Hb [> 1 r/mn] mpoTsrom nepioay JiKyBaHHS)
a60 sk niTEOBO1 KOHIeHTpalii Hb, Tak i iiipoBoro minBuiieHHs Hb,
TOPIBHSHO 3 TPYIIOO JIIKyBaHHSI 1iaie0o;

- Y rpynax JiKyBaHHS COTaTepLENToOM Y (pikcoBaHii 1031 HaHBUILUI
BIJICOTOK Cy0’€KTiB, sIKI Jocsriau IiboBoro piBHs Hb (77,8 %),
uinsoBoro migsuiieras Hb (77,8 %) abo sk nimsoBoro piBHs Hb,
Tak 1 1iiboBoro miasuieHHs Hb (66,7 %), cnoctepiraBes y rpymi
JiKyBaHHS cortaTepuentoMm y ao3i 0,7 mr/kr. Y rpymi JiKyBaHHS
cotarepuentoMm 0,7/0,4 mr/kr Oinplia 4yacTka CyO’€KTIB JIOCSTIIA
1igsoBoro piBHa Hb, minsoBoro migsumeHas Hb abo sk miboBOro
piBas Hb, tak i mimsoBoro miaBumenHs Hb (33,3 % mnsa xkoxHOT
IpyNHx) NOPiBHSIHO 3 TPYIOI0 JiKyBaHHs manebo (27,3 %, 18,2 % ta
18,2 % BiAMOBIIHO);

- Meniana yacy JOCSTHEHHS IIUIBOBOT KOHIIEHTpAIlil reMOoriao0iHy,
HEOOX1AHOIT I craciHHs, cTaHoBWIA § nHIB (miama3oH Bix 8,0 1o
17,0 ouiB) y rpymi miane6o i konuBanacs Big 1,0 aus (qiana3zoH Bij
1,0 mo 14,0 nHiB) y rpymi JikyBaHHs cotatepuentoMm 0,3 Mr/Kr m0
18,5 nuiB (miamazon Bix 8,0 mo 29,0 aHIB) y Tpymi JiKyBaHHS
corarepuenrtom 0,7/0,4 mr/kr. Meniana yacy TOCSTHEHHS IIUTLOBOTO
nigBuiieHHs piBHs Hb, mnokazaHoro manms ekcTpeHoi Tepamii,
cranoBmia 36,0 muiB (miamazon Bix 8,0 mo 64,0 gHiB) y Tpymi
miane6o 1 konuBanacs Bia 8,0 qHiB (miama3oH Big 6,0 o 14,0 qHiB)
y Tpyi JikyBaHHs cotarepuentom 0,3 mr/kr 1o 60,5 aHiB (Iiana3oH
Bix 8,0 mo 113,0 auiB) y rpymi jgikyBaHHs cotatepuentom 0,7/0,4
Mr/kr. Meziana 4acy JOCSTHEHHS SIK HiTb0BO1 KOHIIeHTparii Hb, Tak
1 minpoBoro migBuieHHss Hb, HeoOXigHOro a7s eKcTpeHoi Teparii,
cranoBmna 36,0 muiB (miamazon Bix 8,0 mo 64,0 aHiB) y Tpymi
mane6o i kommBanacs Big 11,0 auiB (aianason Bix 8,0 qo 14,0 qHiB)
y Tpymi JikyBaHHs cotarepuentom 0,3 wmr/kr mo 106,0 nHiB
(miamazon Big 13,0 mo 173,0 ngHiB) y Tpymi JiKyBaHHA
corarepiuentom 0,7 MI/KT;

- [Ipotarom nepiony JiKyBaHHS €KCTpEHa Teparlisi 3aCTOCOBYBaIaCh
y 88,9 %, 62,5 % 1a 55,6 % cy0’exTiB y rpymnax JgikyBaHHs 0,3 Mr/KT
corarepuenty, 0,5 Mr/kr corarepuenty Ta 0,7 MI/KT cOTaTepIeNTy,
nopiBHSAHO 3 90,9 % cy0’exTiB y rpymi JikyBaHHA Iutane6o. Yci 6
(100 %) cy6’extiB rpymi cotarepuenty 0,7/0,4 mr/kr norpeOyBanu
€KCTPEHMX 3aXO0/Ii1B IPOTATOM NEPIOY JTIKyBaHHS.

[Tonepenniit ananis, npoBeaeHuii y YactuHi 2 OCTII>KEHHS, BUSBUB
HACTYITHE:

- B ycix rpymax JiKyBaHHS, OKpIM TPYNH COTaTEpPLENTY
0,7/0,4 mr/kr, cepenni koHmeHTpamnii Hb Hanpukinii mepiomy
JiKyBaHHS Oy BUIIMMHU, HIK HAMPUKIHIN [UKITY AO3yBaHHA 1, a
TaK0X OyJIM BUIIMMH 32 MIKOB1 3HAUEHHS M1 Yac LUKIY J103yBaHHS
1. HanpukinIi nepioay JiKyBaHHS cepellHs 3MiHa KoHIeHTpatii Hb
BiJl TIOYATKOBOTO pIiBHA OyJjia HAWBWINOK Yy TpyHax JiKyBaHHSI
corarepuentom 0,5 mr/kr (1,53 r/mn) ta 0,7 mr/kr (1,50 r/mn), a
HaWHWKYOI — y Tpymi JikyBaHHs cotatepuentom 0,7/0,4 mr/kr
(0,28 r/mn);




- He Gyn0 BusiBIIEHO CTIMKUX TEHEHITIN y 3MiH1 BiJl BUX1JHOTO PiBHS
3arajibHO1 00’€MHOI MiHEpaJIbHOI IIUIBHOCTI KICTKOBOI TKaHWHHU
(MILKT) kopTUKaIbHOTO IIApy CTETHA Ta IUHKU CTETHOBOT KICTKH,
a TaKOX TpaOeKyJSIpHOT 00’ €eMHOT MiHEpaIBHOT IUTBHOCTI KICTKOBOT
tkanuan (MILKT) y nonepekoBomy Biaaiii xpeOTa;

- 3 27 oci0, SKUM TPOBOAWIM TapHI KUIBKICHI KOMIT IOTEpHI
tomorpadiuni gocmimkenns (KKT) na Buxiznomy piBHi Ta Ha 225-
W nenp, ume B 1 ocobu (y rpymi JikyBaHHs cotarepientom 0,7
MI/KT) cmocTepiranocsi 30inbiienHs 3araabHoi MIIKT TranuHM
cTerHa Ha > 2 % MOpIBHSIHO 3 BHUXITHUM pIBHEM. Y KOJTHOTO
cy0’ekTa Hi B rpymni miamne6o, Hi B rpymi JiKyBaHHS COTaTEPLENTOM
0,7/0,4 wmr/xr He cnocrtepiranocs 30uabmeHHss MIIKT mmiikn
CTETHOBOI KicTKM Ha > 2 % Bij BUXigHOTO piBHA, a B 1, 2 1 4
cy0’€eKTiB y Tpynax JikyBaHHs cotateprenTom 0,3 mr/kr, 0,5 Mr/kr
1 0,7 MI/KT coTaTeplenTy BiAMOBIIHO CIIOCTEPIranocs 30UTbIIICHHS
MILKT mwuitku cTerHoBOi KICTKH Ha > 2 % BiJ BUX1THOTO PiBHS,

- HaiiBuimii cepeHiil BiICOTOK MPUPOCTY BiJl BUXIAHOTO PiBHA 32
mKanoro ArarctoHa (48,6 %) cmoctepiraBcsi y TpyIli JiKyBaHHS
riane6o. HaliMeHmii cepeiHiii BiICOTOK MPUPOCTY BiJl BUX1THOTO
piBH# (7,6 %) crioctepiraBcs y rpymi JiKyBaHHs coTarepuentoM 0,7
MI/KT. AHAJIOT14H1 pe3yIbTaTH CIOCTepiraaucs 1 00’ eMHOTo Oary
Ta KBaJPATHOTO KOPEHs 3 00’ eMy;

- He Oyno BusBIEHO CTIMKUX TEHACHIIN M0 30UIbIIEHHS a0o
3MEHIIICHHS 3 TUIMHOM 4acy >KOJHIHN IpyTIi JIIKyBaHHs CEPEIHIX 3MiH
BiJI BUX1JTHOTO piBHs 3a mkaynow Bromu FACIT.

21. PesynbraTu 6e3mexu

Yacruna 1:

Bci yyacHMKHM OTpuUMalid OJHOPa3oBY J03y cOTaTrepuenty abo
mane6o, sk 1 0yso 3ariaHOBaHoO.

VY Bcix cy0’eKTiB, SIKI OTPUMYBAJIM COTATEPIIENT, CIIOCTEpiraiach
MpuHAiMI OJTHA MTOOIYHA peakilisi, oB’s13aHa 3 JikyBaHHsAM ([TPJI).
3 Hux y 3 (50,0 %) ocib nobiyHi peakuii Oy po3LiHEHI K TSKKI.
VY nBox (33,3 %), sIKi OTpUMYBaJIl COTATEPIENT, BUHUKIN PEaKIlii,
mo BBaxanucs cepiosnumu, 1 (16,7 %) 3 saxux mpusBena a0
JIETATBHOTO HACTIAKY. Y KOJHOTO iHIIOoro cy6’ekra He Oyno ITPJI,
110 MpU3Beia 10 MPUIMHEHHS JocipkeHHs. Ha nymMKy nocnigHuka,
xxonHa 3 nux [1PJI He Oyma migo3proBaHa sk moB’si3aHa 3 JJI3. ¥V
yuYacHHKa, sIKUi oOTpUMyBaB Iu1aie6o, 0yio 3agikcoBano oane [1PJI,
SIKE€ HE BBAKAJIOCS TAXKKUM 200 CEpHO3HUM.

HImyHKOBO-KHUIIKOBI po3ianu Oynu Hainomupenimmmu [1PJI, mo
criocTepirajaucst y cy0’eKTiB, sKi OTpuMyBaJn cotarepuent (4 3 6
ocib [66,7 %]), 32 HUMH WIUTH 3arajbHi MOPYIICHHS Ta CTaH Ha
ninsHIL 3actocyBaHHSA (3 3 6 ocid [50,0 %]). ¥ aBox 3 6 ocid
([33,3 %] y xo)kHOMY 3 HACTyHHHMX KJaciB CHUCTEMHHUX OpraHiB
(KCO) mnosimommsutocst mipo IIPJI: Iudexnii Ta inBasii; TpaBmu;
OTtpyeHHs Ta npoueAypHi ycknagHeHHs; [lopymenns merabonizmy
Ta xapuyBaHHs. Jlume mo 1 cy6’exkty moBimomssu mpo [IPJI y
pewti KCO. Y cy6’ekra, sikuit oTpuMyBaB 1maie0o, 0ys0 BUIBIECHO
ITPJI 3 60Ky MeTabomi3My Ta po3JadiB XapayBaHHS.

Cepen cy0’€kTiB, SIKI OTPUMYBAJIM COTATEPLENT, HAUOUIMPEHIIIUM
ITPJI 6yno yckiragaeHHs y BUTIIAI apTepioBeHO3HOI (icTynu (2 3 6
cy6’ekTiB [33,3 %]). IIpo xonny inury [1PJI (mepeBaxkHuii TepMiH)
HE TIOBIIOMJISUTOCS OLTBII HiXK y ofgHOro cy0’ekra. €amanm [1PJI,
po siIKe MOBLAOMIISTIOCA y Cy0’eKTa, IKMH OTpUMYyBaB Ianebo,




Oya rinormikeMis. Y jK0JTHOTO 3 yYacHHKIB He OyJio skoxHoro [TPJI,
siKke O MPU3BENO 10 MPUITMHECHHSI TOCIT1KCHHS.

OnuH yyacHUK momep mij yac pociimpkeHHs. Lle OyB 54-piunuit
O1THi1 YOJIOBIK, SIKUM OTPUMaB pa3oBy 103y cotareprenty 0,1 mMr/kr
06 ciuns 2011 poky (menp 1). 3arampHa J03a COTATEPLENTY
craHoBuwia 7,5 wmr. IlpuumHOIO CMeEpTI CTano yCKIaIHEHHS
natonoriyHoro mpouecy (TCHH), ske Oymo CIIP. [locminnuk
BBaXkaB, 110 11 MOJIis1 HE MOB’sA3aHa 3 MPUIOMOM JOCIHIKYBaHOTO
JIKapChKOTo 3ac00y.

ApTepialbHMIT ~ THCK  JEMOHCTPYBaB  BHCOKYy  MDK-  Ta
BHYTpIIIHBOCYO €KTHY BapialGenbHicTh. IlinBumenns AT ne Oyio
BII3HAYEHO B XOJHOMY cepeanbomy BuMipi AT micns mpuitomy
703U. AHANOTi4HO, HE MIJABMIIYBaBCA 1 BHYTPIIIHBOIIANIZHUNA
noroguaHuid AT, skuii peecTpyBaBcsl i Yac KOXKHOTO CEaHCY
Jialtizy IpoTSIroM 2 THXKHIB, MICHS npuiioMy 103u. JKOAHUX 1HIINX
3MiH y CTpYKTypi iHTpamiamizHoro AT y okpemux He Oyio
BinmMiueHo. He moBimomisimocs npo xosHi [TP a6o CIIP, noB’s3aHi
31 3miHamu AT.

VY cy0’ekTiB, SIKI OTPUMYBAJIM COTAaTEpLENT, HE CHOCTEepiragocs
3HIDKEHHS CEPeIHIX KOHIICHTpAIii  (OJIKYJIOCTUMYITIOI0YOTO
ropmony (PCI'), y TOMy 4uCHi y €JUHOTO Cy0’€KTa 3 peakiiero Ha
Hb. €muamM cy0’eKTOM 3 TIOMITHOIO 3MIiHOIO (3HIDKEHHSIM)
koHueHTpauii @CI" 6yB cy0’€ekT, K1l OTpUMYBaB IU1anEe0o0.
CepeHi 3MiHH T€MATOJIOT1YHUX MTOKA3HUKIB MOPIBHSHO 3 BUX1THAM
piBHEM JE€MOHCTPYBaJM 3HAYHY BapiaOelbHICTh MiCIsA MNpUHOMY
iare6o ado 0,1 Mr/kr coratepuenty i OyJi 3arajioM HEBEITHKUMH,
0e3 CTifiKol TeHAeHIl 10 30UIbIIeHHS a00 3MEHIIEHHS 3 IUIMHOM
yacy. BuxigHi nmabopaTopHi MOKa3HWKM Ta 3MiHHM 3 4acoMm Oynu
3arajioM BapiaOeldbHUMH, a OUIBINICTh CEepeaHiX 3MiH Oyiu
HE3HAYHUMU BITHOCHO BapiabeIbHOCTI.

VY cy0’ekTiB, sIKI OTpUMYyB&JIU SK COTaTepUeNnT, Tak 1 Imianebo,
Cepe/Hs KOHIIEHTPAIIISI KaJIbI[iI0 B CHPOBATIII KPOBI, CKOPUTOBAHA 3a
anpOymiHOM, Ha 15-i AeHbp Oyna HIDKYOIO, HIK HA MOYAaTKOBOMY
piBHi. Ha 29-ii neHp piBeHb KajbI[il0 TMOBEPHYBCS IO BUXIIHUX
3Ha4eHb B 000X rpynax JiikyBaHHs. [IpoTsarom pemTu qociiKeHHs
piBEHb KaINbI[II0 3HW)KYBAaBCS JIO 3HAY€Hb, IOPIBHAHHUX 31
3HauUeHHSMU Ha 15- JeHb, K y CyO’€KTiB, SIKIi OTPHUMYBalU
COTATEPIIENT, TaK 1y Cy0’€KTiB, SIKi OTPHUMYBAJIHX TUIAIE00.

TakuM YuHOM, 3HW)KEHHS PIBHS Kalbllil0, HaliMOBIpHilIe, HE
MOB’s3aHE€ 3 TOCHWICHHSAM KICTKOYTBOPEHHS TiJ  BIUIMBOM
corarepuenty. Kpim Toro, cepenHs KoHueHTpauis ¢ocdariB Ta
onHoro mapatupeoinnoro ropmony (IITI) na 15-if nmenp Oyna
BUIIIOI0, HIXK Ha JIOCIIIKeHHSI, K B 0Ci0, sIKi OTpUMYyBaH Ianedo,
Tak 1 B 0ci0, ski mpuitManu coratepuent. Lli 3mian mMormu OyTu
3yYMOBJICHI HacamImepe] CcroxuBaHH:IM (ocdatiB 3 ikero, sKe, K
MPaBUJIO, CHJILHO OOMEXEHE y TMalli€HTiB, fKi mepeOyBaroTh Ha
miamizi. PiBenb QocdariB y cupoBarii  KpoBi Cy0’ €KTiB
KOHTPOJIIOBABCS SIK ITiJ YaCc CKPUHIHTY, TaK 1 ITiJ] 9ac paHaoMi3aiii,
a micig paHaoMmizaiii BOHM MOINIM Jibepani3yBaTH CIOKUBAHHS
¢docdariB y cBOEMY parioHi XxapuyBaHHSI.

Cepenni koHIeHTpamii GepuTUHY Ta 3aii3a Malad TEHICHIUIO 10
3HWKCHHS TIPOTSTOM JOCIIKEHHS SIK Y Cy0’€KTiB, SIKI OTPHMYBAJIA
mianedo, Tak 1 y cy0’ekTiB, SKi OTpUMyBajiu coTraTepuent. Lls
TEHJICHIIisl MoTJIa OyTH OB’ s13aHa 3 BUMoror Yactuau 1 mpoTokoy




100 PU3HAYECHHS 3aj1i3a IIISIXOM BHYTPIITHHOBEHHOT'O BBEJCHHS
ITiJT Yac CKPUHIHTY Ta BUMHUBAHHS, KO piBeHb TSAT cTaHOBUTH <
20 %. Ha BigmiHy BiJ ONIEPEHIX CIIOCTEPEKEHD 13 COTATEPLIETITOM,
cependi piBHI AJIT ta ACT Oyau HUKYMMH B yCiX YaCOBUX TOUKAX
micisg  TMOYaTKOBOTO pIiBHA Yy CYO’€KTiB, SKi OTPUMYBAIU
coTaTepleNnT.

Takum uyuHOM, mpodine Oe3meku coTarepuenty OyB TakuM, SK
OUIKYBajOCs, y IIIi BHUCOKOKOMOPOIMHIM momyJsmii, 6e3 I1HImImMX
MOMITHUX 3MiH JJa0OPaTOPHUX MOKA3HHKIB.

VY XOAHOro yyacHMKa He OyJIO BUSIBIEHO aHTUTLUI, L0 3B’S3YIOTh
COTaTEPIIENT, i/ Yac MepIIoi YaCTUHU JOCIIIKESHHS.

YactuHa 2:

3aranoM, coTaTeplenT BUSBHBCS OE3MEYHNM 1 T100pe MepeHOCHUBCS
cy6’exramu 3 TCHH na I'/] npu nigmkipaomy BBenenHi 0,3 Mr/kr,
0,5 mr/kr a6o 0,7 mr/xr Q28D no 8 103 a6o 0,7/0,4 mr/xr Q14D no
15 nos.

Taxkum ynHOM:

- Jloka3iB 10303aJI€)KHOTO 301TBIIICHHS 9acTOTH BUHUKHEHHS [1PJ] y
rpymnax JIKYBaHHS CoTaTepLEeNnTOM HE BUSIBJICHO.
Haiimommpenimumu  TIPJI  y  cy0O’exTiB, sKi OTpUMYyBaId
coTarepient, Oyiu apTepiaibHa TinepTeH3is, Hy10Ta Ta BTOMa;

- Bumemricts moBimomiteHs nipo ITPJI Oynm jerkoro abo moMipHOTO
CTYINEHSI TSXKKOCTI B ycix rpymax jikyBaHHS. [Ipo Tsokki TTPJI
NOBLAOMIISUIM < 2 cy0’€KTH B KOXHIM rpyIl JiKyBaHHS. Y Tpymi
wiane6o moBigomisocs mpo Taki Tsokki [IPJI, sk aptepianbHa
rinoTensis, GiOpuIIALis epeacepp, KapaioMionarisi, pak Ce40BOTO
MiXypa Ta TpoMOO3 MyXJHMH. Y IpyHax JIIKyBaHHS COTaTE€pLENTOM
noBiomsisiocs ipo Taki Tsoxki [TPJI: aneBpu3mMa aopru, imemMiyna
xBopoOa cepus Ta aHemis (rpyma ikyBaHHS 0,3 MI/KT);
BiJIIIIapyBaHHS CITKIBKH Ta KPOBOBWJIMB y CKJIOMOMIOHE TiJIO (Tpyma
mikyBanHs 0,5 Mr/kr); Ta ractpoeHTepuT (rpyma jikyBaHHS 0,7
MT/KT);

- Cranocs aBa neTalbHI BUNIQAKU, 00U/Ba B rpyIi miamebo: 1 ocodba
nomepiia Ha 148-ii teHp JOCTiKeHHS Bil KapioMiomnarii, a 1 ocoba
nomepna Ha 186-i NneHb OOCHIIPKEHHS BiA 1MIEeMIYHOI XBOPOOHU
ceps;

- IIpo cepito3ni mobiuHi peakuii moBimomunu 3aranom 13 oci6, y
tomy uucii 3 (27,3 %) ocib y rpymi miane6o, 4 (44,4 %) oci0d y rpymi
nikyBaHHs cotarepuentoMm 0,3 mr/kr, 5 (55,6 %) oci® y rpymi
mikyBaHHs cotarepuentom 0,7 mr/kr ta 1 (16,7 %) ocoba y rpymi
nikyBanHs coratepuentom 0,7/0,4 mr/kr. €nunumu CIIP, mpo siki
noBitoMuiaM Oinbmie HiDK | yyacHMK y Tpymax JiKyBaHHS
COTaTepIenToM, Oylu TacTPOSHTEPUT Ta TINEPTOHIYHUN Kpu3. J[Bi
CIIP Oynu omiHeHi SK TOB’s3aHI 3 JOCHIKYBAaHUM JIIKyBaHHSIM:
¢iopunsis mepencepas y 1 cyO’ekta B Tpymi  JIKyBaHHA
corarepuentom 0,3 Mr/kr Ta anemisi y 1 cy0’ekra B rpy1ii JIiKyBaHHS
corarepuentom 0,3 MI/KT;

- 3aranoMm 4 y4acHMKHM NPUIUHWIN Y4acTh B JIOCIIDKEHHI 4epes
ITPJI, Bxmrouarouu 1 (9,1 %) ydacHuka B rpymni miane6o, 2 (22,2 %)
ydJacHHKa B Ipymi JiKyBaHHs coratepuentom 0,7 mr/kr ta 1 (16,7
%) ydacHuKa B rpymi JikyBaHHs cotatepuentom 0,7/0,4 mr/kr;

- Haliuactimme mnoBIOMIISIOCS MPO BUMAIKUA  apTEpiajibHOL
rinepreHsii y cy0’€kTiB, sKi OTpPUMyBalu cOTaTepuent. Yci
rineprersuBHi [IPJI Oynmu  serkoro abo TIOMIPHOTO CTYIIEHS




TSKKOCTI, 1 KOJICH 3 HUX HE OyB OI[IHEHUI K TaKHii, 1110 OB’ sI3aHUI
3 JIJI3. Oqun ¢y’ ekTiB y TpyIIi JIiKyBaHHs coTaTeprientom 0,3 Mr/kr
noBiomuB npo CIIP rimeprensii, a 1 cy0’ekT y TpyIi JiKyBaHHS
cotarepuentoM 0,7 mr/kr noBigomuB npo [IPJI rimeptensii, mo
MIPU3BEJIO 0 NPUNMHEHHA puiiomy JJI3;

- TennmeHmiii, cTiikux 3MiH ab0 3MiH, siki O BKa3zyBajgu Ha e(ekT
71034, Y BifiBimyBaHOMY a00 nomamHboMy AT He OyJo BHSIBIICHO;

- B ogHoro cy6’ekta B rpymi gikyBaHHs cotateprenTom 0,7 Mr/kr
npuHaiimMHi 1 pa3 Oyno 3adikcoBaHO MiABUIICHHS KOHIEHTpalii Hb
> 12 r/nn, a B ogHOTO Cy0’€KTa B TPyMi JIKYBaHHS COTATEPIICTITOM
0,5 mr/kr Oyno 3adikcoBaHO MmiIBUIIIEHHS KOHIIeHTparii Hb > 2 r/mn
BIPOAOBK Oy Ib-SIKOTO 4-THXKHEBOTO MEPIOAY Teparnii;

- Komnux TeHaeHIiH, cTiikuX 3MiH abo 3MiH, sKi O BKa3yBald Ha
edexT mo3u, y abopaTOpHUX IMOKAa3HUKAX (BKIIOYAOYHM XIMIYHI
nokaszHuku, mimiau, HbAlc, crateBi cTepoimu Ta reMaToNOTiYHI
MMOKa3HUKH, HE TIOB’s13aH1 3 eputporuTamu) abo napamerpax EKI ne
OyJI0 BiIMIYEHO;

- AHtuTIIa 10 cortarepuenty Oymu BusBieHi y 3 3 32 (9,4 %)
Ccy0’eKTiB, sIKI OTpUMYBalu coTarepuent mig yac Yactunu 2
nocmiKeHHs: 1 ¢y0’eKT y rpymi JTiKyBaHHSI COTATEPUENTOM Yy /1031
0,7 mr/kr Ta 2 cy0’€KTH y TpYIIi JIKyBaHHS COTATEPIENTOM Y 1031
0,7/0,4 mr/kr. Y 5K0THOTO yYaCHHKA 3 TO3UTUBHUM PE3yJIbTaTOM Ha
aHTHTLNIA IO COTaTepIenTy, He Oyno 3apeecTpoBaHo xonHux [1PJI,
OB’ SI3aHUX 3 ITiIBUINEHOIO YYTIUBICTIO JIO TIPETapary.

22. BUCHOBOK (3aKJIFOUEHHS)

YacTuna 1:

- ®K corarepuenty y cy6’ekra 3 TCHH monibna mo Takoi y
3JI0POBHX JKIHOK Yy TIOCTMEHOTIAY31, 3 OLIBIIOI0 BapiabenbHICTIO;

- BBemeHHs 0AHOPA30BOiI MEPOPaAIbHOI 103U  COTATEPUENTY
0,1 mr/kr He BUKJIMKAIO BianmoBiAi Ha Hb y 1iit momymnsiii mamieHTiB
Ha 111 BUMUBaHHs edekty ESA Ta 3HmxeHHs piBass Hb Ha MoMeHT
paHzomizarii:

1) Byno BUSBIEHO JNHINE OJHOTO PECHOHACHTA, SIKUM MaB PaHHIO,
HECTIMKY peakKIlito Ta BUIy 32 CEPEIHIO €KCIIO3UIIII0 COTATEPLEIITY;
2) VYci cy0’ekTH, AKI OTPUMYBAIM COTATEPLENT, MOTPEOyBaIH
eKCTpeHoi Teparii, 3 HuX 3 3 6 cy0’€ekTiB mOoTpeOyBaay eKCTPEHOT
Tepanii < 28 THIB MiCIIA MPUHOMY JT03H;

- Bignosinuo mo BiacyTHOcTi aktuBHOCTI Hb, koHmentparis @CI
HE 3HIWKYyBajlacsi, SK OYIKyBaJoCs, depe3  1HTIOyBaHHSA
COTaTEpPIIENITOM aKTHUBIHY, IO CBITYHUTH MPO Te, 1o m03a 0,1 Mr/kr
HE Tmpu3Bena 110 (apMaKoIWHAMIUYHOI BIJMOBiMI y CyO’€KTiB 3
TCHH;

- 3HaueHHsA apTepiaIbHOTO THCKY, BKJIIOYAIOYM 1HJIMBIAyasbHI
MOTOIMHHI 3HAYE€HHS BHYTPIMIHBbOAIANI3HOTO TUCKY, OYyIU OyXKe
BapiaOebHUMHU, 5K 1 OUIKyBaJIOCS JJIS i€l MOyl Mali€HTiB, 1
HE 3MIHIOBAJIUCA 3 YACOM;

- Ilpodine Ge3nexkn OyB OWiKYBaHUM y I MOMYJIAIMIl 3 BHCOKUM
piBHEM KOMOpOITHMX 3aXBOPIOBaHb, ©0€3 TOMITHUX 3MiH Yy
nabopaTopHux nokaszHukax. Cepito3ni HebaxkaHi sBuia ta [1P Oynu
3adikcoBani no 115 aug micas mpuiloMy 103U 4Yepe3 TpUBaIUil
Mepio/1 HaMiBBUBEICHHS COTATEPIICIITY.

YacTtuna 2:

- V¥ cy0’extiB 3 TCHH, saki orpumyBanu GaraTopa3osi 1/m A03H,
CoTaTepIenT AEMOHCTPYBaB MOBUIbHY aOCOPOIIiI0 Ta eniMiHAIIIo 3
MEIIAHOK tmax BT 5 10 8 JHIB Ta CEpeAHIM IEPioIoM




HamiBBUBEACHHA mnpubmu3Ho Big 23 mo 30 AHIB 3a JaHUMU
KOMITApTMEHT-aHaJli3Yy;

- Cepenns cupoBatkoBa AUC coraTeplenty y piBHOBa)XHOMY CTaH1
301IbITyBajacs mpuobIn3HO mponopiiiiiHo 1031 Big 0,3 mo 0,7 mr/kr;
- Pexxum nosyBanns Q14D 3 HaBaHTaXyBaJIbHOIO 03010 B MEPIIMIA
Micsne (rpyna m1o03 3a) npu3BoauB 10 30UTbIIeHHS] AUC 1 Cmax B
MEPUINA MicALb 1 BUIIIOi KOHIIEHTpallii B T1a3Mi KpoBi, 0€3 3HaYHOTO
BIUIMBY Ha crarioHapHy AUC;

- Cepenniii mokazauk CL/F komuBascs Bin 0,255 o 0,532 n/100y, a
V/F —Bin 8,26 1 no 14,90 11, 0e3 aBHOI 3aJIEKHOCTI BiJI I03H;

- 3aramom, cortaTepuent JAeMOHCTpyBaB JiHiHHY @OK mpu
Oararopa3zoBOMYy J103yBaHHI.

- ¥V BciX rpynax JiKyBaHHS COTaTepLENTOM Oilbla YacTKa
cy0’ekTiB  gocsria 1iaboBOi  KoHueHTtparii Hb, 1miasoBoro
nigsumierass Hb abo 1minpoBoi koHmeHTpamii Hb Ta minmboBoro
nigBumeHass Hb mopiBHSHO 3 Tpymor JiKyBaHHA 1wiane6o. Y
rpynax JiKyBaHHS COTaTepLenToM y (ikcoBaHii 1031 HaWBUIIMN
BIJICOTOK CYO’€KTIB, $KI JOCSTIH IIJThOBOi KoOHIEHTparii Hb
(77,8 %), uinpoBoro miasumieHHs Hb (77,8 %) abo miiboBoi
koHneHTpanii Hb Ta wmimsoBoro migsumieHass Hb (66,7 %),
criocTepiraBcs y rpyiii JiKyBaHHS coTaTepuentom y 103i 0,7 Mr/kr;
- [Ipotarom nepioy JiKyBaHHS €KCTPEHA Tepallisi 3aCTOCOBYBAIACh
no 88,9 %, 62,5 % Ta 55,6 % cy0’exTiB y rpynax JiKyBaHHS
corarepuentom 0,3 mr/kr, 0,5 mr/kr ta 0,7 MI/Kr coTaTepuernty,
nopiBHAHO 3 90,9 % cy06’ekTiB y rpymi mianebo. Yei 6 (100 %)
cy0’exTiB  Tpym JikyBaHHs  corarepuentom  0,7/0,4 Mr/kr
noTpedyBau eKCTPEHOT Teparii IpoTAroM Mepioay JTiKyBaHHS.

- 3arayiom cotarepient goope nepeHocuscs cyo’ekramu 3 TCHH Ha
'] npu miamkipaomy BBeaenHi 0,3 mr/kr, 0,5 mr/kr abo 0,7 mr/kr 1
pa3 Ha 28 guiB (Q28D) mo 8 no3 abo 0,7/0,4 mr/kr 1 pa3 Ha 14 gHIB
(Q14D) no 15 nos.

3asBHUK (BJIACHHUK
pEECTPAIIHHOTO TTOCBITYCHHS)

(mmiamuc)

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