Annex 30

to the Procedure for Conducting Expert Evaluation of Registration
Materials Pertinent to Medicinal Products Submitted for the State
Registration (Re-registration) and for Expert Evaluation of
Materials about Introduction of Changes to Registration Materials

during the Validity Period of Registration Certificate
(item 4 of section 1V)

Clinical Trials Report Ne 9

1. Name of medicinal product (if available -
number of registration certificate):

Winrevair

2. MA applicant

Merck Sharp & Dohme IDEA GmbH, Switzerland

3. Manufacturer

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

- Patheon Italia S.p.A, Italy;

- Eurofins Lancaster Laboratories, LLC, USA;

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

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

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

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

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

4. Trials

m Yes 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 2 Multicenter, Randomized, Open Label, Multiple Dose
Study of Intravenous and Subcutancous Administration of
Sotatercept (ACE-011) in Subjects With End-Stage Kidney
Disease on Hemodialysis Switched From Erythropoiesis
Stimulating Agents With Staggered Dose Group Escalation in
Part | Followed by a Parallel Group, Active Controlled Study of]
Selected Dose(s) and Regimen(s) in Part 2: to Evaluate the
Pharmacokinetics, ~Safety, Tolerability, Efficacy, Dosing
Regimen, and Pharmacodynamics of Sotatercept.

Clinical trial code: ACE-011-REN-002

6. Clinical trial phase

2

7. Clinical trial period

from 26-Nov-2013 to 23-Aug-2016

8. Countries of clinical trial sites

Belgium, Germany, Portugal, Spain, and the United Kingdom

9. Number of subjects

scheduled: 42 to 63 (24 to 36 intravenous (IV) + 18 to 27
subcutaneous (SQ))
actual: 50 (28 1V, 22 SQ)
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10. Objective and secondary goals of
clinical trial

Primary:

- To determine the multiple-dose pharmacokinetics (PK), safety,
and tolerability of intravenous (IV) and subcutaneous (SQ) dosing
of sotatercept administered at each dose level.

Secondary:

- To determine hemoglobin (Hb) response at different dose levels;
- To determine pharmacodynamic (PD) relationship between IV
and SQ doses of sotatercept at different dose levels;

- To select a starting dose(s) and route(s) of sotatercept
administration for switching subjects from erythropoiesis-
stimulating agent (ESA) for Part 2 (Note: Part 2 of this study was
not conducted).

Safety:

- To determine the overall safety of sotatercept dosing in end-
stage kidney disease (ESKD) subjects, including the effect on
blood pressure (BP) by switching from ESA to sotatercept.
Exploratory:

- To assess the effect of IV and SQ dosing of sotatercept on
biomarkers of bone remodeling and mineral metabolism.

11. Design of clinical trial

This study was originally designed to be conducted in 2 parts.
Part 2 of the study was not conducted; therefore, only the design
of Part 1 of this study is presented. Note that subjects who were
randomized in Part 1 of the study would not have been allowed to
be randomized into Part 2 of the study.

Part 1 of the study was the first Phase 2 multicenter, randomized,
open-label, multiple-dose study of IV and SQ administration of]
sotatercept in subjects with ESKD on maintenance hemodialysis
switched from ESA therapy.

12. Main inclusion criteria

The main study eligibility criteria were male or female subjects
who were > 18 years of age at the time of signing informed
consent document and were clinically stable in the judgment of
the Investigator. Subjects were to be on at least 6 hours of
hemodialysis per week, for at least 12 weeks before screening and
during the study. Subjects must have been on a stable IV or SQ
dose of ESA (excluding methoxy polyethylene glycol epoetin-
beta) to maintain Hb. Each subject must have had a mean Hb
concentration > 10 g/dL to < 12 g/dL (= 100 g/L to < 120 g/L)
obtained from 3 consecutive (each done on different days)
predialysis Hb concentrations, with the last Hb concentration
done within the 7 days prior to randomization. Subjects must have
also had adequate iron status, defined as one transferrin saturation
> 20 % prior to randomization.

Subjects were not eligible for inclusion in the study if they were
on peritoneal dialysis, or if they had ESKD due to malignancy;
non-renal causes of anemia due to active inflammatory disease;
systemic hematological disease; high-sensitivity C-reactive
protein > 50 mg/L at screening; alanine transaminase or aspartate
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transaminase laboratory values > 2 times the upper limit of normal
at screening; uncontrolled diabetes mellitus (glycosylated
hemoglobin > 9 %) at screening; uncontrolled hypertension
(defined as mean of home systolic BP > 160 mm Hg or mean of
home diastolic BP > 90 mm Hg calculated once during the
screening period prior to randomization); or had compromised
venous access for the purpose of hemodialysis or obtaining blood
samples for the study.

13. Investigational medicinal product,
method of administration, strength

Dose Groups for Sotatercept IV Dosing:

- IV Dose Group 1 (0,1 mg/kg IV every 14 days);

- IV Dose Group 2 (0,2 mg/kg IV every 14 days);

-1V Dose Group 3 (0,1 to 0.4 mg/kg IV every 14 days);
Dose Groups for Sotatercept SQ Dosing:

- SQ Dose Group 1 (0,13 mg/kg SQ every 14 days);

- SQ Dose Group 2 (0,26 mg/kg SQ every 14 days);

- SQ Dose Group 3 (0.4 to 0,5 mg/kg SQ every 14 days);
Duration of treatment: 99 (+ 1) days.

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

Not applicable

15. Concomitant therapy

' D'u'r'ing’ the study, subjects could take stable doses of medications

for chronic conditions that were not specifically excluded by the
protocol. Subjects with inadequate iron (defined as transferrin
saturation [TSAT] < 20 %) were to begin a new course of IV iron
therapy or have a pre-existing regimen increased. Inadequate iron
status identified during screening was to be corrected prior to
randomization and subjects must have had a serum transferrin
saturation > 20 % by the day of randomization. Subjects could
continue to be dosed to maintain serum TSAT between 20 % and
50 %. It was permitted to stop maintenance iron if the serum
TSAT was > 50%.

A vitamin B12 or folate deficiency was to be corrected by
administration of supplements during the screening period.
Supplementation could be initiated or maintained during the
course of the study to maintain adequate levels. A vitamin D (25-
OH-vit D) deficiency (< 30 ng/mL [< 74,88 nmol/L]) was to be
corrected by administration of supplements during the screening
period. Supplementation could be initiated or maintained during
the course of the study to maintain adequate levels.
Supplementation was to be discontinued if 25-OH-vitamin D
levels were > 50 ng/mL (> 124,8 nmol/L).

Abnormalities of parathyroid hormone (PTH), phosphorus, and
total albumin-corrected calcium detected in the central screening
laboratory values could be modified by medication adjustment
and/or counseling regarding compliance and/or dietary
modifications. Subjects must have had 1 parathyroid hormone
(PTH) value, 1 phosphorus value, and 1 total albumin-corrected
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calcium value that met inclusion criterion number 8 prior to
randomization.

Concurrent therapy with ESAs or RBC transfusion for anemia
during the course of the study (including the ESA-free Period)
was considered rescue therapy. During the Treatment Phase, in
the event that a subject’s Hb level decreased below 9 g/dL
(<90 g/L), they could be given rescue ESA treatment or blood
transfusions at the discretion of the investigator. During the
Follow-up Phase, subjects could be given rescue therapy at the
discretion of the investigator. Changes in antihypertensive therapy
and dialysis prescription (eg, estimated dry weight) in response to
increasing BP were allowed during the study.

16. Efficacy evaluation criteria

Primary endpoints: The following PK parameters were primary
endpoints in Part 1 of this study:

- Observed maximum concentration (Cmax);

- Time to Cmax (tmax);

- Area under the concentration-time curve over the 28-day dosing
interval (AUC2sq);

- Terminal half-life (t. ).

Secondary endpoints: The following PD parameters were
considered secondary endpoints in Part 1:

- Proportion of subjects able to maintain a mean (Visit 14 to 17)
Hb concentration > 10 g/dL to < 12 g/dL (= 100 g/L to < 120 g/L)
without the need for rescue at each dose level (mean Hb value is
a mean of Hb concentrations from Day 99 + 1 day [Visit 14] to
Day 113 + 2 days [Visit 17]);

- Change in mean Hb concentration between baseline and Visit 14
to 17 at cach dose level (baseline Hb value is mean of 3
consecutive Hb concentrations with the last Hb concentration
done within the 7 days prior to randomization and the value
obtained on the day of randomization. Visit 14 to 17 Hb value was
a mean of Hb concentrations from Day 99 + 1 day [Visit 14] to
113 + 2 days [Visit 17]).

Exploratory endpoints: The exploratory endpoints in Part 1 were
the biomarkers of bone remodeling and mineral metabolism, as
assessed by the change from baseline in bone turnover measured
by serum bone biomarkers, such as the following:

- Bone-specific alkaline phosphatase (BSAP);

- C-terminal type 1 collagen telopeptide (CTx);

- Cross-linked N-telopeptides of type I collagen (NTx);

- Tartrate-resistant acid phosphatase isoform-5b (TRACP-5b);

- Albumin-corrected calcium;

- Phosphate;

- Fibroblast growth factor 23 (FGF23);

- Parathyroid hormone (PTH).

17. Safety evaluation criteria

Safety endpoints: The safety endpoints for Part 1 of the study were
as follows:
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- Treatment-emergent adverse events (AEs);

- Proportion of subjects with Hb > 12 g/dL (> 120 g/L) after first
dose;

- Proportion of subjects with rise in Hb > 2 g/dL (> 20 g/L) during
a 4-week period,;

- Proportion of subjects with Hb > 13 g/dL (= 130 g/L) leading to
discontinuations from investigational product (IP);

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

- Proportion of subjects with BP changes from baseline (a mean
of'4 days of home systolic BP measurements > 160 mm Hg and is
accompanied by a > 20 mm Hg systolic increase from baseline or
a > 10 mm Hg diastolic increase from baseline) leading to
discontinuations from IP;

- Proportion of subjects with a 5 mm Hg decrease in BP from
baseline over the 28 days after the first dose and after the final
dose;

- Changes in antihypertension medications;

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

- Monitoring anti-sotatercept antibody;

- Change from baseline in residual renal function to Day 113 +2
days (Visit 17) comparing dose groups and comparing anti-
sotatercept antibody positive subjects with those without
antibodies.

18. Statistical methods

Note that this study was originally designed to be conducted in 2
parts; however, due to a shift in the sotatercept clinical
development strategy, Part 2 of the study was not conducted.
Therefore, only the statistical methods for Part 1 of this study are
presented.

Study population definitions:

- Full analysis set (FAS): Included all randomized subjects who
received at least one dose of IP. The analysis of efficacy data in
Part 1 was based on the FAS population, and subjects were
included in the treatment group to which they were randomized;
- Safety population: Included all subjects who were randomized
and received at least one dose of IP. If a subject received IP other
than the subject’s randomized treatment assignment, then the
subject was assigned to the treatment arm that the subject actually
received during the study;

- Pharmacokinetics population: Included all subjects in the safety
population with at least one non-missing plasma concentration.
All analyses of PK data were based on the PK population, and
subjects were analyzed according to the treatment group to which
they were randomized;

- Pharmacodynamic population: Included all subjects in the safety
population with at least one non-missing postbaseline biomarker
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assessment. All analyses of PD data were based on the PD
population, and subjects were analyzed according to the treatment
group to which they were randomized.

Pharmacokinetic parameters: Serum concentrations were listed by
dose group, subject, and scheduled times. Serum concentrations
were summarized for the first 2 doses (Days 1 to 28), excluding
subjects who had dose delays/modifications for the second dose
by dose group and scheduled times, including N, mean, standard
deviation (SD), coefficient of variation (CV %), geometric mean,
geometric CV%, minimum, median, and maximum. Mean (+ SD)
and individual plots of plasma concentrations were presented on
both linear and semilogarithmic scales.

The following PK parameters of sotatercept were derived from
serum concentrations using noncompartmental analysis using the
Phoenix™ WinNonlin™ (Version 6.2 or higher) software
program:

- AUC 44 area under the serum concentration-time curve over the
dosing interval (14 days), calculated by the linear trapezoidal
method;

- AUCzsq¢: area under the serum concentration-time curve over
from Day 1 to Day 28, calculated by the linear trapezoidal method
(combining the profiles for the first 2 doses);

- Chaxige: maximum observed serum concentration, obtained
directly from the observed concentration-time data from the first
dose;

- Chaxzsa: maximum observed serum concentration, obtained
directly from the observed concentration-time data combining the
profiles following the first 2 doses;

- tmax: time to reach maximum observed serum concentration,
obtained directly from the observed concentration-time data;

- t122: estimate of the terminal elimination half-life in serum (final
dose only), calculated as [(In 2)/ 4,]. The terminal elimination
half-life was only calculated when a reliable estimate for £, could
be obtained;

- &,: apparent terminal rate constant (final dose only), calculated
by linear regression of the terminal portion of the log—
concentration-time curve in plasma. Visual assessment could be
used to identify the terminal linear phase of the log—
concentration-time profile. A minimum of 3 data points (does not
include Cmax) were used for the calculation. The £, was not
estimated when the terminal phase of the log—concentration-time
profile did not exhibit a linear decline phase, or when the
regression coefficient was less than 0,8.

Secondary endpoint 1: The proportion of subjects able to maintain
amean (Visit 14 [Day 99 + 1 day] to Visit 17 [Day 113 + 2 days])
Hb concentration > 100 g/L to < 120 g/L without the need for
rescue at each dose level (mean Hb value is a mean of Hb
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concentrations from Visit 14 [Day 99 + 1 day] to Visit 17 [Day
113 £ 2 days]) was summarized by treatment group.

Secondary endpoint 2: Descriptive statistics for the change in
mean Hb concentration between baseline and Visit 14 (Day 99 +
1 day) to Visit 17 (Day 113 £ 2 days) at each dose level were
provided.

Exploratory endpoints: Descriptive statistics were provided for
biomarkers analyses at baseline and at each visit, as well as
change from baseline over time (% and absolute values). Serum
biomarkers included in the analyses were:

- BSAP;

- CTx;

- NTx;

- TRACP-5b;

- Albumin-corrected calcium;

- Phosphate;

- FGF23;

- PTH;

- Erythropoietin;

- Cortisol;

- Follicle-stimulating hormone (FSH);

- Sex steroids: free testosterone (males only) and estradiol
(females only).

Descriptive summaries of biomarkers were also provided, based
on subgroups of Hb response. Hemoglobin response was defined
as Hb > 100 g/L and < 120 g/L without rescue from Visit 14 (Day
99 £ 1 day) to Visit 17 (Day 113 £ 2 days).

Safety Analysis:

Anti-sotatercept antibody: Anti-sotatercept antibodies, including
frequency counts of subjects with positive or negative anti-
sotatercept antibodies, and antibody titers were summarized by
descriptive statistics by visit.

Adverse events: All AEs were coded using Medical Dictionary for
Regulatory Activities (MedDRA) Version 19.0. All summaries of]
AEs were based on the safety population. For this study, ESKD
and lack of efficacy (anemia due ESKD requiring rescue with
ESA or blood transfusion) were not considered AEs and therefore
not captured as AEs or serious AEs (SAEs). Adverse events were
analyzed in terms of being treatment emergent. A treatment-
emergent adverse event (TEAE) was any AE that began or
worsened on or after the start of IP through 115 days after the last
dose of IP. All summaries of TEAEs included all data for the
safety population, regardless of rescue.

A summary table of all deaths within 115 days of last dose of IP
was provided. The summary of TEAEs for subjects with increases
in Hb above 120 g/L and the summary of TEAEs for subjects with
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increase in Hb greater than or equal to 20 g/L between 2 visits
were provided.

Adverse events of special interest: Hypertension was an AE of
special interest in this study. A summary of the number of subjects
with hypertension, based on a prespecified list of preferred terms,
was provided.

Adverse events were also summarized by subgroups based on Hb
values:

- AEs for subjects with increase in Hb > 120 g/L;

- AEs for subjects with increase in Hb > 20 g/L between 2 visits.
Clinical laboratory values (blood chemistry and hematology): A
small number of laboratory parameters were collected at multiple
time points per visit.

An additional summary of subjects with Hb levels meeting
discrete criteria were summarized:

- Number of subjects with Hb > 120 g/L after first dose;

- Number of subjects with Hb > 130 g/L leading to discontinuation
from IP;

- Number of subjects with Hb > 130 g/L without discontinuation
from IP;

- Number of subjects with Hb > 140 g/L;

- Number of subjects with an increase in Hb > 10 g/L.

An additional summary table of subjects with at least one increase
in Hb of at least 20 g/L in a 4-week period was also provided,
based on the safety population and all data regardless of rescue.
Additionally, the following continuous safety endpoints were
summarized descriptively, by treatment group:

- Change from baseline in FSH (based on females in the safety
population);

- Change from baseline in sex steroid concentrations: testosterone
(males), estradiol (females).

Vital sign measurements: Summary statistics of observed and
change from baseline in vital signs values, including all data
regardless of rescue, were presented.

A summary table with counts of subjects with BP meeting discrete
criteria was produced, including a summary of observed and
change from baseline values in home systolic and diastolic BP by
visit and treatment group, including data regardless of rescue.
Additionally, a summary of subjects with postbaseline home BP
meeting discrete criteria, by treatment group, was provided.
Electrocardiogram: Summary statistics for observed values and
changes from baseline were provided by treatment group and visit
for QT, Bazett correction (QTcB), Fridericia correction (QTcF),
PR, RR, QRS intervals, ST deviation, QRS axis, and heart rate.
For the IV dose groups, predose and postdose ECGs were
summarized separately. Summaries of ECGs included all data,
regardless of rescue. Shifts from baseline category (normal,
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abnormal, unable to evaluate) to the minimum postbaseline value,
maximum postbaseline value, and by visit (separately for predose
and postdose values) were summarized descriptively.

Interim Analysis:

For Dose Groups 1 and 2, when approximately 6 subjects in each
treatment arm completed PK sampling for at least 14 days after
the third 1V/SQ dose, an interim analysis for PK data was
conducted, for PK parameters such as tmax, Cmax, AUCas4, and, if]
data allowed, t. ..

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

The study population in Part 1 was predominantly male (56 %)
and white (80 %). The mean age was 60 years (range: 27 to 84
years), and the majority of subjects (62 %) were < 65 years of age.
The mean predialysis weight was 78,7 kg, and the mean
postdialysis weight was 76,6 kg.

20. Efficacy results

Primary endpoints:

- The increase in AUC and Cmax was approximately proportional
to dose from 0,1 to 0,2 mg/kg for the IV dosing. A dose-dependent
increase in AUC and Cmax was not obvious for the SQ dosing,
likely due to the small sample size and higher intersubject
variability;

- In ESKD subjects, sotatercept displayed slow elimination with a
mean elimination half-life of 18 to 26 days, regardless of dosing
routes.

Secondary endpoints:

- Overall, 16 (32 %) subjects maintained a mean Hb concentration
> 100 g/L to <120 g/L from Visit 14 (Day 99 + 1 day) to Visit 17
(Day 113 + 2 days) without the need for rescue. Due to the small
sample sizes in each dose group, comparisons between dose
groups were not meaningful;

- The overall mean changes from baseline between baseline and
Visit 14 (Day 99 =+ 1 day) to Visit 17 (Day 113 + 2 days) were -
5,2 g/L for all subjects regardless of rescue and -4,7 g/L for
subjects not rescued prior to Day 115. There were no meaningful
trends between dose groups in the changes from baseline in Hb
concentrations.

21. Safety results

- The incidence of subjects experiencing at least | TEAE was
82 %. Treatment-related AEs occurred in 8 % of subjects, 26 %
of subjects experienced SAEs, and 8 % of subjects had a TEAE
leading to treatment discontinuation;

- The most commonly reported TEAEs included hypertension
(18 %), muscle spasms (12 %), headache (10 %), arteriovenous
fistula site complication (10 %), and influenza (10 %);

- Forty percent of subjects had an Hb value > 120 g/L after the
first dose, 44 % of subjects had a change from baseline in Hb of
> 10 g/L, and 2 % of subjects had an Hb value > 140 g/L. Eight
percent of subjects had an Hb value > 130 g/L without
discontinuation of IP, and 2,0 % of subjects had an Hb value
> 130 g/L that led to discontinuation of IP;
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- Mean changes from baseline in home systolic and diastolic BP
values across all subjects showed considerable variability within
and across dose groups, with no clear trend;

- There was 1 death during the study. The subject who died was a
70-year-old male from SQ Dose Group 3 (0,4 to 0,5 mg/kg SQ);
the event occurred within 115 days of the last dose of IP. The
event causing death, severe cardiac failure, was not considered by
the investigator to be treatment related.

22. Conclusion

- Increase in AUC and Cmax was approximately proportional to
dose from 0.1 to 0,2 mg/kg for the IV dosing. A dose-dependent
increase in AUC and Cmax was not obvious for the SQ dosing,
likely due to the small sample size and higher intersubject
variability;

- In ESKD subjects, sotatercept displayed slow elimination with a
mean elimination half-life of 18 to 26 days, regardless of dosing
route;

- Overall, at the doses tested, approximately one-third of subjects
were Hb responders, defined as subjects who had Hb levels
> 100 g/L and < 120 g/L without rescue from Visit 14 (Day 99 +
1 day) to Visit 17 (Day 113 + 2 days);

- Although 35/50 subjects (70 %) received rescue therapy (ESA
or blood transfusion) during the study, 21 of these subjects
received rescue therapy after the last dose, and 5 subjects
discontinued treatment due to lack of efficacy (anemia due to
ESKD requiring rescue therapy);

- For most treatment groups, there was no overall trend in change
in FSH values. The mean changes from baseline in FSH values
decreased from baseline to Visits 6, 12, and 17, and increased
from baseline to Visit 22.

- Blood pressure values were highly variable, as is expected for
this patient population, and overall, did not appear to change over
time; however, the small sample sizes make it difficult to make
conclusions;

- The safety profile was as expected in this highly comorbid
population, with no remarkable changes in laboratory values.
Serious AEs and AEs were captured up to 115 days postdose due
to the long half-life of sotatercept. One subject died during the
study (from SQ Dose Group 3 [0.4 to 0,5 mg/kg SQ]); the event,
severe cardiac failure, occurred within 115 days of the last dose
of IP and was not considered by the investigator to be treatment
related.

Applicant
(owner

of registration
certificate)

( ﬁ/bgcbx L/Q( SF"’
CERE Ao 6»4 4 . cHan

(Full name)




Honatox 30
1o ITopsaKy mpoBeAECHHS eKCIIEPTH3H
peecTpaniiHuX MaTepialliB Ha JIiKapChKi
3aco0M, 1110 OJAI0THCS HA JICPKABHY
peectpartito (epepeecTpariiro), a Takox
eKCIIePTU3U MaTepialliB PO BHECEHHS
3MiH JI0 peeCTpaIliiHIX MaTepialiB
MIPOTATOM il peecTpaliiftHOTO
MTOCBITYCHHS
(myHKT 4 po3ainy V)

3BIT

Npo KJiHiYHe BUNIPpoOyBaHHs Ne 9

1. Ha3Ba mikapchKoro 3aco0y
(3a HasIBHOCTI - HOMED
PEECTPAIIIITHOTO MMOCB1TUYCHHS )

Binpeseiip

2. 3asiBHUK

Mepk Hlapm i Joym [JIEA T'm6X, IlBeiimapist

3. BupoOHuk

- ITareon Itamig C.m.A., ITamis;

- Eypodinc Jlaakactep Jlabopatopis, JUUIC, CILIA;

- MC/ Intepuemnn I'MOX/MC/I Ipnannis (Kapnoy), Ipnannis;
- Hysican 'M6X, HimeuunHa;

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

- Berrep ®apma-®epriryar I'm6X i1 Ko. KI, Himeuyunna
(JIanrenapren);

- Berrep ®apma-®epriryar I'm6X i1 Ko. KI, Himeuyunna
(PaBencoOypr, lllyTtuenmrpacce 87);

- Berrep ®apma-®epriryar I'm6X i1 Ko. KI, Himeuyunna
(PaBencoypr, Moocaaiicen 2);

- Berrep ®apma-®epriryar I'm6X i1 Ko. KI, Himeuyunna

(PaBencOypr, XenpmyTt-Berrep-1lITpacce 10)

4. TIpoBeneHi JOCIIIKEHHS:

mTaKk HI KO Hi, OOTPYHTyBaTH

1) Tum nikapcekoro 3aco0y, 3a
SIKHM MpoBomIacs abo
TJIAHYETHCS PEECTpAIlist

Jlikapcbkuit 3aci0 3 MOBHUM J10Ch€e (aBTOHOMHE J10che). HoBa
Zit0ya pe4OBHHA.

5. IloBHa Ha3Ba KIIHIYHOTO
BUTIPOOYBaHHS, KOJIOBAaHUI
HOMEp KIIIHIYHOTO
BUNPOOYBaHHS

BararonientpoBe, paHIOMi30BaHE, BIIKpPHUTE, 0araTo030Be
JTOCHDKeHHS a3 2 BHYTPINIHBOBEHHOTO Ta IMiANIKIPHOTO
BBeZieHHs: mnpenapaty Corarepuent (ACE-011) cyG’ekram 3
TEPMIHAJLHOIO CTAJI€I0 3aXBOPIOBAHHSA HHUPOK, sIKI MEepeOyBarOTh
Ha TeMojiaii3i Ta mepeBelleHi 3 IpemnapariB, M0 CTUMYJIOIOTh
EpPUTPOIIOE3, 3 TOCTAITHUM 30UIBIICHHSAM TPYIU 103 Y YacTuHI 1 3
MO1aJTBIITNM napaneTbHIM TPYyHOBHM, AKTUBHUM
KOHTPOJIbOBAHUM JIOCII/DKEHHSM OOpaHUX J03 Ta PEKHUMIB
JikyBaHHs y 4yacTuHi 2: OuiHka ¢papMakOKiHETHKH, Oe3NeKH,
MEePEHOCUMOCT],  €(PEKTUBHOCTI, PEXUMYy  JIO3YBaHHSI  Ta
(dapMakoIMHAMIKU COTATEPLEITY.

KonoBanuii Homep kiiHiuHOTO BUmNpoOyBaHHs: ACE-011-REN-
002

6. daza KIHIYHOTO
BUIIPOOYBAHHS

2

7. Ilepion nmpoBeneHHs
KJIIHIYHOT'O BUIIPOOYBaHHS

3 26 nucronana 2013 poky no 23 cepnus 2016 poky

8. Kpainu, ne npoBoaunocs
KJIiHIYHE BUNPOOYBAaHHS

Bbenvbria, Himeuunna, [lopryranis, Icnanis tTa Benuka bpuranis




9. KinibKiCTh 1OCIIKYBaHUX

3artanoBaHa: 42 - 63 (24 - 36 BHyTpimHEOBEHHO (B/B) + 18 - 27
HiAIKIpHO (11/111))
daxtrana: 50 (28 B/B, 22 1/11)

10. Mera Ta BTOpHHHI LT
KJIIHIYHOT'O BUIPOOYBaHHS

[epBuHHI:
- Bwmsnauntn dapmakokinetuky (PK) OararopazoBux 103,
Oe3mneky Ta MEPEHOCUMICTh coTarepIienty npu

BHYTPIIIHLOBEHHOMY (B/B) Ta miAmKipHOMY (T1/1I1) BBEICHHI Ha
KO>KHOMY piBHI J103H.

BropunHi:

- Busnauutu peakuiro remorno0iny (Hb) Ha pi3Hi piBHI 103H;

- Busznauntn dapmakogunamiunuii (DJ]) 38’5130k Mixk B/B Ta /111
JI03aMHU COTATEPIENTy Ha PI3HUX PIBHAX J03yBaHHS,

- Ilimi6pat mouarkoBy(i) mo3y(um) Ta 1UIAX(KM) BBEACHHS
coTaTepluenty M TMEpeBEJCHHS CyO €KTIB  CTHUMYJATOpA
eputponoe3y (ESA) mnsa wacturau 2 (IIpumitka: yactuHa 2 1IbOTO
JIOCITIJKEHHS HEe TTPOBOIUIIACSH).

besneka:

- Busnauntu 3aranpHy Oe3neKy J03yBaHHS COTaTepLENnTy Yy
cy0’ekTiB 3 TepMmiHanbHOIO cTamiero xBopoobu HHUpok (TCXH),
BKJIIOYAIOYM BIUIMB Ha aprepianbHuil TUCK (AT) mpu mepexoni 3
ESA na coratepuent.

JlocimiTHAIIbKA:

- OmiHUTH BIUIMB B/B Ta T/II BBEACHHS COTATEPIENTy Ha
OloMapkepu KICTKOBOTO PEMOJCTIOBAaHHA Ta MIHEPaJIbHOTO
0OMIHYy.

11. JIu3aiiH KJIiHIYHOTO
BUNPOOYBaHHS

Le nocnimkeHHs crioyaTKy OyJo 3arylaHOBaHO y 2 YaCTHHAX.
YactuHa 2 10CiHKEeHHS HE POBOAMIIACS, TOMY TYT IIPEICTABICHO
JUIe U3aiiH 4YacTUHW | IhOTO MOCHIDKEHHS. 3ayBaxkTe, IO
YYaCHUKH, AKi Oynu paHaomizoBaHi B HacTuHi 1 qociiKeHHs, HEe
Oymu 6 momymieHi A0 ydacTi B YacTuHi 2 TOCIHIiKSHHS.

Yactuaa 1 pochimkeHHs Oyina mepmmM 0araTOIIEHTPOBUM,
paHAOMI30BaHUM, BIIKPUTUM, O0araTOJ030BUM JOCIIKEHHIM
dasu 2 3 B/B Ta I/l BBEIECHHSM COTATEPIENTy y CYO’€KTIB 3
TCXH, ski mepeOyBaroThb Ha MIATPUMYIOYOMY TeMojiami3i Ta
nepeinum 3 Tepanii ESA.

12. OcHoBHI KpHTepii
BKJIFOUCHHS

OCHOBHUMH KpHUTEPIsIMU BKJIIOUEHHS B JOCHIDKEHHA Oynu
cy0’ekTH 4oJoBiYOi ab0 >KiHOYOi cTaTi BikKOM > 18 pokiB Ha
MOMEHT MiANUCaHHS 1HPOPMOBAHOI 3rOAM Ta KIIHIYHO CTaOlIbHI,
Ha AyMKy nociigauka. Cy0’ekTh mOBUHHI Oynu mepeOyBaTd Ha
remMojiani3i IOHaliMeHIIe 6 TOMWH Ha THXKACHb MPOTATOM
nIoHaiMeHIIe 12 THXHIB A0 CKPUHIHTY Ta MiJ] 4ac AOCIiHKCHHS.
Cy0’exTH MOBHHHI OyJM OTpUMYBaTH CTaOlIbHY B/B a00 11/111 103y
ESA (3a BUHATKOM METOKCHUIIOIIETHJICHTIIKOIIO €MOSTHHY-0eTa)
JUIS MATPUMAHHSA piBHA remMoriioOiHy. KojkeH yyacHHUK NMOBHHEH
Matu cepeaHio kouueHtparito Hb 10 r/mm mo < 12 r/mn (Big
>100r/n mo < 120 71/m), oTpumaHy 3a pe3yibTaTamMu 3
MOCHIIOBHUX (KOXKHA 3 SKUX TIPOBOJWJIACS B Pi3HI JHI)
BUMipIOBaHb KOHIIEHTpauii Hb nepex nianizom, mpuuoMy OCTaHHE
BUMIpIOBaHHA KoHIIeHTpallii Hb mpoBoauiocs mpotsrom 7 IHIB 10
pangomizamii. Cy0’eKTH TakoXX MOBUHHI Oyl MaTH aJcKBaTHUN
CTaTyC 3aJli3a, BHW3HAYEHWUW SK OJWH PIBEHb HACHUYCHHS
tpancpepuny > 20 % no pangomizauii. Cy0’eKTH HE miyIsranu
BKIIIOYCHHIO B JIOCHI/DKEHHS, SKIIO BOHH IepeOyBaau Ha
nepuTOHealbHOMY  mianmisi, abo skmo BoHuM Mamn TCXH




BHACITIZIOK 3J105IKiICHUX HOBOYTBOPECHbB; HEHUPKOBI IPUYHHHU aHEMiT
BHACJIIJIOK AaKTHBHOTO 3alajlbHOTO 3aXBOPIOBAHHS; CHUCTEMHI
reMaToJIOrI4HI 3aXBOPIOBaHHS; BUCOKOUYTIUBUN C-peakTUBHMM
oinok > 50 MI/m mig 4ac CKpUHIHTY; J1a00OpaTOpHI MOKa3HUKU
alaHiHamiHOTpaHcdepasu abo acmapraTamiHOTpaHcdepasu y > 2
pasu MEepeBHILYBAIN BEPXHIO MEXY HOPMH MiJl 4ac CKPHUHIHTY;
HEKOHTPOJIbOBAHUM  I[yKpPOBHM  mia0eT  (TJIKO3WJIHOBAHHUI
reMorio0iH > 9 %) mig yac CKpUHIHTY; HEKOHTPOJbOBaHA
apTepiajibHa TiNepTeH3is (BU3HAYAETHCA SIK CEpeIHE 3HAYCHHS
nomaimHboro cuctoiigHoro AT > 160 MM pr.cT. abo cepemHe
3HAYEeHHS JOMaIlIHboro pmiacromiunoro AT > 90 mm pr.cT.,
po3paxoBaHe  OJHOPA30BO  MiJy 4ac CKPHUHIHTY  Iepen
paHmoMmizaii€ro); ab0 yCKIAJHEHUI BEHO3HWH JOCTYH 3 METOIO
NpOBEJEHHS TeMojianizy abdo OTpUMaHHsS 3pa3KiB KpoOBi MAJis
JIOCHIKEHHS.

13. JocmiKyBaHuit
JiKapchKui 3acib, crocio
3aCTOCYBaHHSI, Cuia Jii

['pynu 103 s go3yBanHs CoTaTeprienTy BHYTPIITHLOBEHHO:

- B/B rpymna 103 1 (0,1 mr/kr B/B koxHi 14 qHiB);

- B/B rpyma 103 2 (0,2 mr/kr B/B KoxHi 14 nHIB);

- B/B rpyna 103 3 (Bixg 0,1 mo 0,4 Mr/Kr BHYTPIITHEOBEHHO KOXKHI
14 nHiB);

['pynu 103 s go3yBaHHs CoTareplenTty OiAmKIpHO:

- /m rpyma 103 1 (0,13 mr/kr i/ koxHi 14 nHiB);

- i/ rpyma 103 2 (0,26 mr/kr n/ur koxkHi 14 1HIB);

- /m rpyma 103 3 (Bix 0,4 mo 0,5 mr/kr n/mr koxHi 14 1HIB);
TpusanicTs jikyBaHHs: 99 (+ 1) nHiB.

14. IIpenapat nopiBHIHHA,
J103a, CIoci0 3aCTOCYBaHHs,
cuia aii

He 3acTocoByeThes

15. CymyTHs Teparmis

[Tix gac mociiKeHHs] yYaCHUKH MOTJIM MPUHAMATH CTa01IbHI 103U
JIKiB BiJl XPOHIYHUX 3aXBOPIOBaHb, SIKIi HEe Oy CHEIiaJbHO
BUKJTIOYCHI MpoTOoKoIoM. Cy0’€KTH 3 HEIOCTAaTHIM PiBHEM 3aili3a
(Bu3HaueHMM sk HacuueHHs TpaHchepuny [TSAT] < 20 %)
MOBUHHI OyJIM pO3MOYaTH HOBUH KypC BHYTPIIITHLOBEHHOT Tepamii
3aJ1i30M 200 30UIBIINTH 03y BXKE icHyt04oi Tepanii. HemocraTHii
piBEHB 3aimi3a, BUSBICHUHN TiJ] YaCc CKPUHIHTY, TIOBUHEH OyB OyTH
CKOPUTOBaHM 10 paHaoMmi3allii, i cy0 €KTH NOBHUHHI OyiIM MaTu
HacH4YeHHs TpaHchepuHy B cupoBatii KpoBi > 20 % Ha JeHb
pannomizamii. Cy0’€KTH MOTJIH HPOJOBKYBATH OTPUMYBATU 03y
s miaTpuMadas cupoBatkoBoro TSAT mik 20 % Tta 50 %.
Jl03BOMISANIOCS TPUIIUHUTH MIATPUMYBAJIBHY TEpAIiio 3ai30M,
Ko cupoBaTkoBe 3HaUeHHA TSAT cranoBuio > 50 %.

Hedimur Bitaminy B12 abo ¢omieBoi kuciaotu maB OyTu
BIJINTKOJIOBAaHUHM IIJISTXOM BBEICHHs JOOABOK ITiJI CKPUHIHTOBOTO
nepiony. Ilpuifom pno6aBok MokHa Oyjo posmodatd abdo
NPOJOBXKYBAaTH MPOTSATOM JOCHIDKEHHS Ui TiATPAUMAaHHS
anekBaTtHux piBHIB. [edimur Bitaminy D (25-OH-sit D) (< 30
Hr/Ma [< 74,88 HMONB/1]) MaB OyTH CKOPHTOBAaHUU IILISIXOM
BBEJICHHS J00ABOK MPOTATOM THepiony CKpuHiHTYy. IIpuitom
J00aBOK MO’KHa OyJIO po3MovaTH ado MPOAOBKYBATH MPOTITOM
JMOCTI/DKeHHST NI MiATPUMaHHS aJeKBaTHUX piBHIB. [Ipuiiom
n00aBoK  OyJo TpUMHUHHUTH, KO piBeHb 25-OH-Bitaminy D
ctaHoBuB > 50 Hr/mu (> 124,8 HMoOB/1).

Binxunenns Big HOpMH moka3HMKIB mapatropmony (IITT),
dochopy Ta 3araJbHOrO KaJbIiI0 3 IOMNPABKOK Ha ajJbOyMiH,




BUSIBIICHI ITiJT YaC MEHTPAIBHOTO CKPUHIHTOBOTO JIA0OPATOPHOTO
JNOCTIDKeHHS, MOKHa OyJ0 YCYHYTH ILUISIXOM  KOpEKIIii
MEAMKAMEHTO3HOTO JIIKYBaHHS Ta/a00 KOHCYJIBTYBAaHHS IIOO
JOTPUMAaHHS PEeXUMY TpUOMY JiKIB Ta/abo Moaudikalli TieTH.
[Tepen panmomizaiiero y9aCHHKHM TIOBHHHI OyJid MaTH 1 TTOKa3HUK
napatropmony (IITT"), 1 mokasuuk ¢docdhopy Ta 1 moka3zHUK
3araJlbHOTO KaJIBIIIIO 3 TIOMPABKOIO HA abOyMiH, sIKi BiJIIOBiaIN
kpurepito BkiatoueHHs Ne 8. OpnouacHa tepamis ESA  abo
NepeTMBaHHS EPUTPOLUTAPHOI MACH IS JTIKYBaHHS aHEMIT i1 yac
nochmipkeHHs  (BKirovaroun mepiog 06e3  ESA)  BBakamacs
pATyBanbHOIO Tepamiero. [lin gac ¢as3m JiKyBaHHS, SIKIIO PiBEHb
reMoryio0iHy 3HWKyBaBcs Huxk4ue 9 r/mn (< 90 r/m), Ha poscya
JOCHTITHUKA Cy0’€KTaM MOTJIM MpHU3HAYaTH PATIBHY Tepamito ESA
a6o mepenuBaHHa KpoBi. Ilimx dWac ¢asu momambIIOro
CTHIOCTEpEKEHHS cy0’€KTaM MoKe OyTH NpH3HAueHa PTyBaJIbHA
Teparist Ha pO3Cy/ IOCHIiTHUKA.

[lin wac noOCHiIKEHHS MOMyCKalucs 3MIHM B TPHU3HAYEHHI
AHTHUTINEepPTeH3UBHOI  Tepamii  Ta  giamizy  (Hampukiam,
pPO3PAaXyHKOBA CyXa Maca TiJIa) Y BiJIOBi b HA TiaBUIICHHS AT.

16. Kpurepii orinku
e(hEeKTUBHOCTI

[lepBuHHI KiHIEBI Touku: [IepBHHHMMH KIHIIEBUMU TOYKAMH B
Yactuni 1 nuporo pociimpkeHHs O0yiu HacTymnHI napamerpu OK:

- CnoctepexyBaHa MakcumanbHa KOHIEHTpaLis (Crmax);

- Yac 10 Cmax (tmax);

- [Inomta mijg KpUBOIO «KOHIEHTpAIisi-4ac» MPOTATroM 28-1eHHOTO
inTepBaiy mo3yBanus (AUC2sq);

- Kinnesuii nepion HamiBposnany (ti,z).

BropunHi kinnesi Toukn: Hactymai mapamerpu @] posrisinanucs
SK BTOPHHHI KiHIIeBl TOukd B YacTuHi 1:

- YacTtka cy0’€KTiB, 34aTHUX MIATPUMYBATH CEpeaHIO (Bi3uTH 3 14
no 17) konnentpaito Hb Big > 10 r/mn go < 12 r/an (Bin > 100 r/n
10 < 120 r/x) 6e3 HEOOXiTHOCTI HAJAaHHA JIOTIOMOTH Ha KO)KHOMY
piBHI 103u (cepenHe 3HaueHHs Hb € cepeaHiM 3HaYeHHSIM
koHuentpaiii Hb 3 99-ro aus + 1 gens [Bizur 14] go 113-ro aus +
2 nHi [Bi3uT 17]);

- 3miHa cepenHbOi KOHIEHTpanii Hb Mixk moyaTkoBUM piBHEM Ta
Bizutamu 14-17 Ha k0kHOMY piBHI 103U (IToYaTKoBe 3Ha4YeHHs Hb
— 1€ cepeTHE 3HAYCHHS 3 MOCIiTOBHIX BUMIPIOBaHb KOHIICHTPAIIii
Hb 3 octannim BuMiproBaHHsIM KoHLeHTpauii Hb npotsrom 7 nHiB
JI0 paHIOMi3allii Ta 3HAYCHHSIM, OTPUMAHKM Y JACHb PaHI0Mi3allii).

3nauenHss Hb 3 14 mo 17 Bisur — 1e cepeaHe 3HAYCHHS
koHneHTparii Hb 3 99 = 1 nus [Biut 14] mo 113 £+ 2 nHiB [Bi3HT
17)).

JIOCIiTHUIIbKI _ KiHIIEBI TOYKHU: JIOCHITHUIBKUMHU KiHIICBUMU
toukamu B YactuHi 1 Oynu Oiomapkepu peMOAETIOBAHHS
KICTKOBOI ~TKaHMHUM Ta MIHEpaJIbHOrO MeTabomizMy, WIO
OLIIHIOBAIMCS 32 3MIHOI KICTKOBOTO OOMIHY TMOpPIBHSHO 3
BUXITHUM pIBHEM, BHMIPSHHM 3a JOMOMOTOI CHPOBAaTKOBHX
OioMapkepiB KiCTKOBOT TKAHUHH, TAKUX SIK HABEJACHI HUKYE:

- KictkoBo-cniermudiuna myxHa docdaraza (BSAP);

- C-xinneBuit konareHoBuii Tenonentun tumny 1 (CTx);

- 3mwti N-tenonentuau konareny I tumy (NTx);

- Taptpat-pe3ucrentHa kucna ¢ocdaraza izopopma-5b (TRACP-
5b);

- KaspI1iii, CKOpUTOBaHMI aIbOYMIHOM;




- ®ocdar;
- ®axkrop pocty (ibpodnactis 23 (FGF23);
- [Tapatupeoinuuii ropmon (ITTT).

17. Kpurepii omiHKu Oe3neKku

Kinnesi Toukn Oesnexu: KiHneBl Touku Oe3leky I YacTUHHU 1
JTOCJTIDKEHHS OyJIM HACTYITHUMU:

- [To6iyHi peakii, moB’s3aHi 3 tikyBaHHsaM (I1P);

- Yacrtka cy6’exTiB 3 piBHeM Hb > 12 r/m (> 120 1/im) micns nepioi
JI03H;

- Yactka cy0’ekTiB, y skux piBeHb Hb migBummBcs Ha 2 1/m01
(> 20 1/m) mpoTsIrom 4-TUXKHEBOTO MEPIOAY;

- Yactka cy6’extiB 3 piBaeM Hb > 13 r/mn (= 130 r/m), mo
MPU3BENIO 10 IPUITMHEHHS IPUHOMY JOCTIIKYBAHOTO JIIKAPCHKOTO
3aco0y ([JI3);

- YacToTa KIIiHIYHO 3HaYYIIMX 3MiH Ja00paTOPHUX MOKA3HHKIB BiJ
BUXIJTHOTO PiBHS;

- Bigcorok oci0, y sikux AT 3MiHIOETBCS TIOPIBHSHO 3 BUXIIHUM
piBHeM (cepenHe 3HAYCHHS 3a 4 JHI JOMAalIHIX BHUMIpIOBaHb
cucroniygoro AT > 160 MM PpT.CT. 1 CyHpPOBOIKYETHCS
niaBUIIEHHSAM cucTojigHoro AT Ha > 20 MM pT.CT. OPIBHSHO 3
BUXIIHUM piBHeM a0o miaBuUIIeHHsM [iactoiigHoro AT Ha
> 10 MM PT.CT. HOPIBHSHO 3 BUX1JHUM PIBHEM), 1110 PHU3BOIUTH JI0
npunusaenHs JI3;

- YacTka cy0’€KTIB, Y AKUX 3HU3HUBCS Ha 5 MM PT.CT. IIOPIBHSHO 3
BUXIJIHUM PiBHEM MPOTITOM 28 NHIB MICJIS MEPIIOi T03U Ta MicIs
OCTaHHBOI JO3HU;

- 3MiHa aHTUTINEPTECH3UBHUX MpenapaTiB;

- 3MiHM KOHIEHTpaii (orikynocTumyiotodoro ropmony (OCT') i
CTaTEeBHUX CTEPOIAIB Ta MOTEHIIIIHI OB’ s13aH1 3 HUMU [1P;

- MOHITOPUHT aHTHUTLI IO COTATEPIICTITY;

- 3MiHa 3aMMIIKOBOT (DYHKIIIT HUPOK BiJl BUXiAHOTO piBHA 10 113-
ro mHs £ 2 aHi (Bi3uT 17) npu MOpiBHAHHI TPYH 103 1 OPiBHIHHI
Cy0’€KTiB 3 TMO3UTUBHUMHU aHTUTUIaMHU O COTaTeplenty 3
cy0’ekTamu 0€3 aHTHUTLIL.

18. Craructuuni MeToau

3ayBaxuMO, IO 1€ MJOCHI/DKEHHS CIIOYaTKy IUTaHyBaiocs
MPOBECTH y 2 YaCTHHAX, OJJHAK Yepe3 3MiHYy CTpaTerii KIIHIYHOTO
pPO3BUTKY  COTaTepLENTy, dYacTWHAa 2  JOCHII)KCHHS  He
npoBoauiiacs. ToMy TyT IpeaCTaBlIeHI JHIIE CTATUCTUYHI METOIN
uist YactuHu 1 bOTO TOCIIIKSHHS.

BusHaueHHs AOCAKYBAaHOT MOMYJISII:

- lloBuumii anami3z (FAS): Bkimouama Bcix paHIOMI30BaHUX
Ccy0’€eKTiB, SKI OTpUMalM NpuHaMHI onxHy ao3zy [JI3. Awnami3
JMaHuX moAo0 epekTuBHOCTI B YacTuHi 1 6a3yBaBcs Ha MOMYJISIIil
FAS, a cy0’exTy BKIIIOUEHI B TPYIy JIKYBaHHS, 10 SIKO1 BOHU OyJIH
paHI0Mi30BaHi;

- Iomynsuist BuBUeHHs Oe3neku: Bkirrodana BCiX y4aCHUKIB, SIKi
Oynu paHAOMI30BaHi Ta OTpUMalM NMpUHAWMHI oaHy o3y JJI3.
Sxmo cy6’ ekt orpumyBas JJI3, BigMiHHHI BiJl paHAOMI30BaHOTO
JIKYBaHHS, TO HOTO BITHOCHIIU JIO Ti€l TPy JIIKyBaHHS, B SIKii BiH
(haKTHYHO OTPUMYBAB. OTPUMAHUX T Yac JOCIIKEHHS;

- Tlonmynsmist BUBYeHHS (apMakoKiHETHKH: Bkirodana Bcix
Ccy0’€KTIB 3 MOMyJISAIii 0e3MeKn 3 TPUHANMHI OJJHUM TTOKa3HHUKOM
KOHIIEHTpaIlli B miuasmi, mo He OyB mpomymieHuid. Bei anamizu
naaux mono ®K 6asysammcs nHa momymsimii @K, a cy0’ekTiB




aHaJII3yBaJld BIANOBIAHO J0 IPYIH JIIKYBaHHS, 10 SIKOI BOHU OyJn
paHIOMi30BaHi;

- Tomynsauis BuBYeHHs QapmakoguHaMikk: Bxioyama Bcix
cy0’ekTiB 3 momyJsAmii Oe3nekd 3 TMpHHANMHI OJIHMM HeE
NPOMYIICHUM JIOCIIDKEHHSIM OiOMapKepiB ICIS MOYaTKOBOTO
piBHs. Bci ananizu nannx @J] 6a3yBanucs Ha momysisiii Oe3mnekH,
a cy0’eKTH aHaNi3yBaJIUCs BIANOBIAHO 10 TPYIH JIIKYBaHHS, 10
SKOi BOHU OyJIM paHI0Mi30BaHi.

PapmakokiHeTH4Hi mapameTpu: KoHneHTparis B cupoBaTIli KpOBi
Oyna BKa3aHl 3a Irpynamu 7103, Cy0’€KTaMu Ta 3aIllIaHOBaHUM
gacoM. CuHpoBaTKOBa KOHIICHTpamlis Oyna TijcymMoBaHa JUIs
nepmux 2 103 (3 1 mo 28 neHp), 32 BUHATKOM Cy0’€KTIB, K1 MaJln
3aTPUMKH/3MIHH JIO3M Ui APYroi J03W, 3a TpymamH 103 Ta
3allJJaHOBaHMMHU TepioJlaMM  4acy, BKIouaroun N, cepeaHe
3Ha4YeHHs, craHaapTtHe BiaxwieHHs (SD), koedimieHnT Bapiarii
(CV %), cepenne reomeTpuyHe 3HaueHHs, reomeTpuunuii CV %,
MiHIMyM, Meniany Ta makcumyM. Cepenni 3HadeHHs (= SD) Tta
iHAUBiAyandbHI Tpadikk  KOHIEHTpamiii y minasMi Oy
IpeJICTaBJICHI K y JHIIHIN, TaK 1 B HaMiBIOTapUOMIYHIN MIKaTI.
Hageneni Huxue napamerpu @K corateprenty Oynu oTpuMai 3
CUPOBAaTKOBUX  KOHIIEHTpalii KpOBI 32  JI0IIOMOTOXO
HEKOMITAPTMEHTHOTO aHaJi3y 3 BUKOPUCTAHHSAM IPOrpaMHOIO
3abe3nedeHHs Phoenix™ WinNonlin™ (Bepcist 6.2 abo Buie):

- AUC44: myiomia mijg KpUBOIO «KOHIIGHTpAIlis-uac» y CHPOBATII
KPOBI MPOTATOM iHTEpBay no3yBaHHs (14 nHIB), po3paxoBaHa 3a
METOJIOM JiHIHHOT Tparmeii,

- AUC2sd: mIomia miji KpUBOIO «KOHIICHTPAIis-4acy» y CHpPOBATII
KpoBi 3 1-ro mo 28-if neHb, po3paxoBaHa 3a METOAOM JiHIMHOI
Tparenii (00’ exHaHHS PO LTIB U IEPIIHX 2 103);

- Cmaxl4d: MaKCHMallbHa CIOCTEpE)XyBaHa KOHLEHTpallisl B
CHUpOBATIli  KpOBi, OTpuMaHa Oe3mocepenHr0 3 JaHHX
CIOCTEepEeKEeHb KOHLIEHTpALis-uac BiJl NEepIIoi 103H;

- Cmax28d: MaKCHMaJbHa CIOCTEpE)XyBaHa KOHIICHTpAIlisl B
CUpPOBATIIl KPOBi, OTpHMaHa 0e3MOCEePEHbO 31 CIIOCTEPEIKYBAHUX
JAaHUX «KOHIEHTpamis-9ac», sKi 00’emHyroTh mpodimi micis
nepuux 2 103;

- tmax! Yac JIOCSATHEHHS MAaKCHUMAJIbHOI CIIOCTEPEKYBaHOI
KOHIIEHTpaIlli B CHUPOBATIl KPOBi, OTpUMaHUil Oe3MocepeHbo 3
JAHUX CIIOCTEPEKEHb KOHIICHTPAIlif-4ac;

- t12z OLIHKA KIHIIEBOTO TEpiOAy HAMiBBUBEICHHS B CHPOBATIII
KpOBi (TUTBKH OCTAaTOYHA /103a), po3paxoByeThes sK [(In 2)/ Ae].
KinueBuii mepion HamiBBUBEIEHHS PO3pPAaXOBYBalH IHUIIE TOI,
KOJIM MOXHA OyJI0 OTpUMaTH HAIIHY OIIHKY JUIS Az;

- Az: ysIBHa KiHII€Ba KOHCTaHTAa IIBUJKOCTI (TUIBKH KiHIIEBa J103a),
po3paxoBaHa LIISXOM JIHINHOI perpecii TEpMIHAJIbHOI YaCTUHU
KPUBOI «JIOT-KOHIIEHTpaIlis-uac» y Iuia3Mmi. BisyanbHa OIliHKa
Moke OyTH BUKOpHICTaHA JUIS ineHTH]IKaIii KiHIEBOI JTIHIHHOT
dazu mpodimo  mor-koHUeHTpamis-yac. g po3paxyHKy
BUKOPUCTOBYBAIIM 3 TOYKH JAHUX (HE BKIIOYAIOYH Cmax). Az HE
OLIIHIOBAJIM, KOJIU TepMiHaJbHa (paza nmpodisito J0r-KOHIIEHTpaLlisl-
Yyac He Maja JiHiHHOI ¢a3u cnaxy, abo Ko KoedimieHT perpecii
O0yB menmmmMm 3a 0,8.

Bropunna kiHmeBa Touka 1: YacTka CyO’€KTiB, 3HaTHUX
MIITPUMYBATH CEPETHIO KOHIICHTPaIlio reMornodiny > 100 r/x 1o




<120 r/11 63 HeOOXiAHOCTI HaJTaHHS TOTIOMOTH Ha KOXXHOMY PiBHI
no3u (cepenHe 3HaueHHs Hb — 11e cepeiHe 3HaU€HHS KOHLIEHTpALi1
remMoro0iny Bijx Bizuty 14 [nenp 99 + 1] mo Bizury 17 [aens 113
+ 2]), Oyna y3aranpHeHa 3a TpynaMu JiKyBaHHS.

BropunHa kinneBa Touka 2: HagaHo onmMcoBy CTaTHCTHKY 3MiHA
cepenHboi KoHIeHTpalii Hb Mi>k moyatkoBuM piBHEM Ta BI3UTOM
14 (99-ii nenp + 1 nens) o Bizuty 17 (113-i1 nens + 2 axi) ans
KO>KHOT'O PiBHS 1O3H.

Jocniguunbki KiHueBl Touku: Jlng aHamizy OilomMapkepiB Ha
MOYaTKOBOMY PiBHI Ta IiJl 4aC KOKHOTO BI3UTY, a TAKOXK 3MIHH BiJl
MOYAaTKOBOTO piBHA 3 IUIMHOM Yacy OyJlIM HaJaHi ONMCOBI
cratuctuyHi naHi (% Ta abcomroTHi 3HaueHHs). Jlo aHamizy Oynu
BKJTIIOYEHI Taki 0i0MapKepH B CHPOBATIII KPOBI:

- BSAP;

- CTx;

- NTx;

- TRACP-5b;

- Kanpwiii, ckopuroBanuii anb0yMiHOM;

- ®ocdar;

- FGF23;

- I[ITT

- Eputponoerus;

- Koptusou;

- ®onikynoctumyitorounii ropmoH (PCI);

- CrareBi cTepoinu: BIIbHUNA TECTOCTEPOH (TUTBKHU JJISl YOJIOBIKiB)
Ta €CTPaIioN (TIIBKU IS KIHOK).

Taxox, OyJii HaJaHi ONMCOBI 3BeIEHHs OioMapKepiB, 3aCHOBaHI Ha
niarpynax Bianosiai Hb. Binmosigs reMorno0iny BU3HAYanacs sk
Hb > 100 r/m i < 120 1/ 6e3 psaryBanbHUX 3ax0/iB Bix Bizury 14
(99-i1 nens + 1 nenp) no Bisury 17 (113-i1 nens + 2 ani).

AHaui3 6e3neKu:

Aumumina oo comamepyenmy: AHTUTIIA JO COTATEepLENTY,
BKJIIOYAIOYHU MIAPAXYHOK YacCTOTH CyO’€KTIB 3 MO3UTUBHUMU 200
HEraTUBHUMHU aHTUTUIAMH 0 COTaTepLEeNnTy Ta TUTPH aHTUTLI,
Oynu y3araJlbHeH1 3a JIOMOMOTOI0 OMHMCOBOi CTAaTUCTUKH 3a
BI3UTaMH.

Hobiuni  peakyii: ¥Yci IIP xomyBammcsi 3 BHKOPHCTAaHHIM
MeauuHoro cioBHUKA il peryiasTopHoi faisimbHocTi (MedDRA)
Bepcii 19.0. Bci 3Benennst mpo 1P GasyBamucs Ha momyssii
oesnexku. Y upomy gnocinimkenHi TCXH Ta BiacyTHICTH
e¢extuBHOCTI (aHemis BHacaijok TCXH, 1o Bumarae nopsATyHKy
3a gonomororo ESA abo nepenuBaHHs KpOBi) HE PO3IIIAJAINCS SIK
[1P 1, orxke, He peectpyBanucs sk [IP abo cepitozni I1P (CIIP).
[ToGiuHi peaxiiii Oynu mpoaHali30BaHi 3 TOYKHU 30py TOTO, YU OyIn
BOHH TIOB’s13aHi 3 JiKyBaHHsAM. [10Gi4HOIO peakii€eto, OB’ I3aHOI0
3 mikyBanHsM (IIPJI), BBaxanu Oyap-axy [P, mo BuHuMKIa abo
noripuiwiacs Ha mo4yatky abo micis movatky mnpuiiomy JIJ13
npotsiroM 115 aniB micas npuiiomy octanHboi mosu UJI3. VYci
3BeaeHHs npo [TPJI, moB’s13aHi 3 mikyBaHHSM, BKJIFOYATH BCi JaHi
Uit Oe3rneyHoi momysiii, He3aaekHo BiJ Toro, 4yu Oyina HagaHa
MeIUYHA JOIIOMOTa.

Hanano 3BefeHy TaOMMIIO BCiX BHMAAKIB cMepTi mpoTsrom 115
THIB micnst ocTanHboi 103u [1JI3. byno HagaHo 3BeeHy TaOIUIlO
I1PJI nns cyG’extiB 3 migBumeHHsM piBHg Hb Bume 120 r/n Ta




3Beaeny tabnuuto [IPJI ans cyO’exTiB 3 miagBuiieHHaM piBHsA Hb
Oinbie abo nopiBHIOE 20 /71 MiXK 2 Bi3UTaMH.

Ilobiuni  peakyii, wo cmaHo8IAMbL 0COOIUBULL  IHMepeC:
AptepianpHa TinepTeH3is Oyja MOOIYHOIO pEeakKIli€ro, Mo
NpeJCTaBisiia OCOONMBHUI 1HTEpEC Yy LbOMY JOCIHIJKCHHI.
[Tincymok KiIbKOCTI Cy0’€KTIB 3 apTepiaibHOIO TIMEepTEH31€I0 Ha
OCHOBI MOTIEPETHHO BU3HAYCHOTO TEPENTiKy O0akaHUX TEPMiHiB,
OyJ0 HaJaHo.

[To6iuH1 peakuii Takox OyiM MiACYMOBaHI 3a MIArpyHamMH Ha
OCHOBI 3HaueHb Hb:

- [IP anst cy6’extiB 3 migBumienHsM piBas Hb > 120 r/i;

- IIP nmns cyG’extiB 3 migBuiieHHaM piBHs Hb > 20 r/m mixk 2
BI3UTAMH.

Kniniyni  nabopamopmui  nokaswuku  (6ioximia  Kpoei  ma
eemamonoeis): HeBenuka KUIBKICTh J1a0OpaTOPHUX MOKA3HUKIB
30upasiacs B pi3HI MOMEHTH 4acy MPOTITOM OJUHOTO Bi3UTY.
JHonatkoBo OyJio migOWUTO MiICYMKH IMIOAO cy0’ekTiB, piBHI Hb
SKHUX BiJMOBIAANU TUCKPETHUM KPUTEPIsM:

- Kinmpkicts cy6’extiB 3 Hb > 120 1/n micns nepioi 103w,

- Kinekictb cy6’extiB 3 piBHem Hb > 130 r/m, mjo mpusseno Ao
npunuHeHHs npuitomy J1JI3;

- KinbkicTs ocib 3 piBaem Hb > 130 r/n 6e3 npunuHeHHs npuiomy
JUT3;

- Kinbkicts cy6’extiB 3 Hb > 140 1/1;

- Kinpkicts cy0’exTiB 31 30inpmennasm Hb > 10 r/m.

Takoxx Oyna HajaHa OOJATKOBA 3BeleHA TaOMHIS Cy0’€KTiB 3
npuHaiiMHI onHUM migBuIneHHsIM Hb monaiimenme nHa 20 1/1
OpoTSroM 4-THXKHEBOIO Tepiofy, 3acHOBaHa Ha Oe3neuHii
TOITYJTSIIT 1 BCIX JAHUX HE3AJICKHO BiJl TOPATYHKY.

Kpim Toro, HacTymHi Oe3mepepBHi KiHIIEBI TOUKH Oe3meku Oynu
y3arajbHEHI B OMTUCOBIN (OopMi 3a rpyIaMu JIiKyBaHHS:

- 3mina Big BuxigHoro piBHs @CI' (Ha OCHOBI KIHOK 3 O€3MeYHOT
HOMYJISALIT);

- 3MiHa BiJ] MOYaTKOBOTO PiBHS KOHIIEHTpAIlii CTATEBUX CTEPOIIiB:
TECTOCTEPOHY (YOJIOBIKH), €CTPaaloNy (3KIHKH).

Bumiprosanns  ocummeso  8adciueux — noxkasuukie:  byio
IPEJICTABICHO 3BEJEHY CTAaTHUCTUKY CIOCTEPEKYBAaHUX 1 3MIH BiJl
BUXIJTHOTO pIBHS 3HAa4€Hb JKUTTEBO BAXKIMBUX ITOKA3HUKIB,
BKJTIOYAIOYH BC1 JIaHI HE3aJICKHO BiJ[ PATYBATBHUX 3aXO/IIB.

Byno ctBopeHo 3Beneny Tabnuirio 3 miapaxyHkom oci6 3 AT, 1o
BIJIIIOBIIAE JTUCKPETHUM KpUTEPIsIM, BKJIIOYAIOYH
CIIOCTEPEKYBAaHUX 1 3MiH BiJl BUXIJHUX 3HA4€Hb JIOMAIIHbOTO
cucroniyHoro i miacromiunoro AT 3a Bi3uTamMu 1 Tpymnamu
JIKYBaHHS, BKJIIOYAIOYM JIaHI HE3aJeXHO B PATYBAJIBHHUX
3axomiB. Kpim Toro, Oysio HagaHo 3BeeHy 1HpOopMaIlito Ipo ocio 3
noct6azoBuM gomamHiM AT Ticns HayalbHOTO piBHS, IO
BIJINIOB11aB OKPEMUM KPUTEPISM, 3a TPyNaMHU JIKyBaHHS.
Enexmpoxapoioepama: 3BeneHi CTaTHCTUYHI JaHl  MIOJAO
CTIIOCTEepE)KYBAaHUX MOKA3HHUKIB Ta 3MiH BiJl BUXITHOTO PiBHS Oyin
HaJaHl 3a Tpynamu JiikyBaHHA Ta BizuTamu s QT, mompaBku
bazera (QTcB), nonpasku ®pinpixa (QTcF), intepranis PR, RR,
QRS, Bigxunenuns ST, oci QRS Ta yacToTn cepreBux CKOPOUYEHb.
Hns rpyn B/B BBeaenHs EKI' no Ta micns BBeOeHHS A03U
y3arajgpHIOBaJIM OKpemo. Y3aranpbHeHHs1 EKI™ Bimrouanio Bci naHi,




HE3QJIKHO BiJl PATYBAJIBHHUX 3aXO[iB. 3pymieHHS BiJ 0a30Boi
Kareropii (Hopma, BIAXWJICHHS BiJl HOPMHU, HEMOXKJIMBO OI[IHUTH)
0 MIiHIMAJIBHOTO 3HAYEHHS TICISA  IMOYATKOBOTO  PIBHS,
MaKCUMaJIbHOIO 3HAuY€HHs  MICIsl MOYaTKOBOTO pIBHA Ta 3a
Bi3uTamMu (OKpeMoO JUIsS 3HA4eHb J0 Ta Iicis J03u) Oyim
y3arajabHEHI ONHCOBO.

IIpoMixkHUI aHaITI3:

Jns nozoBux rpym 1 1 2, konu npuOInu3HO 6 Cy0’€KTIB Y KOXKHIM
rpymi JIiKyBaHHS 3aBepmiwim BimOip 3paskiB DK mpotsrom
IIOHalMeHI1Ie 14 THIB micis TPEThOi 7031
BHYTPIIIHFOBEHHO/ I IMIKIpHO, OYJI0 TPOBENEHO MPOMIKHHUI
anamiz naHux @K s takux mapamerpiB @K, sk tmax, Cmax,
AUC2s4, 1, AKIIO JO3BOJISIIN MaHI, ti 2.

19. lemorpadiuHi NOKa3HUKH
JIOCJTDKYBAHOT TIOTTYJISIIIT
(crats, BiK, paca, TOLIO)

HocnimpxyBana nomyssiis B Yactuni 1 Oyna nepeBa)kHO 4OIOBIHOT
ctati (56 %) 1 61101 pacu (80 %). Cepeaniii Bik 60 pokiB (1iana3ox
BiZ 27 1o 84 pokiB), a OUIBLIICTH yyacHUKIB (62 %) Oynu BikoM 10
65 pokiB. Cepemns Bara 10 aiajiizy cTaHoBuja 78,7 KT, a CepeHs
Bara micls gianizy — 76,6 Kr.

20. PesynbraTi e(heKTUBHOCTI

[lepBUHHI KIHIIEBI TOYKHU:

- 30utbmenHst AUC T1a Cmax OyJ10 IpUOIU3HO MPOHNOPLUIHHUM 10
no3u Bix 0,1 mo 0,2 Mr/Kr mpu BHYTPIIIHHOBEHHOMY BBEICHHI.
Hozozanexne 30iumbmeHHss AUC Ta Cmax HE OyJI0 OYEBHIHUM IS
JIO3yBaHHS I1/11I, KMOBIPHO, Ye€pe3 HEBEIIMKUI PO3Mip BHOIPKHU Ta
BUIILY MIDKCYO’€KTHY BapiaOebHICTh;

- V¥V cy6’extiB 3 TCXH cotarepuent IeMOHCTPYBaB IMOBLIbHY
eJIIMIHAIIIO 13 cepelHiM MepiofoM HamiBBHUBEJCHHA Bin 18 1o
26 mHIB, HE3AJICIKHO BiJ CIOCOOY JTI03yBaHHS.

BTOpUHHI KiHIIEBI TOYKHU:

- 3aranom y 16 (32 %) cy0’exriB cepeans koHuenrtparis Hb Bix >
100 r/n no < 120 r/n yrpumyBanacs Bixg Bisury 14 (99-it nens + 1
nenb) o Bisury 17 (113-i1 nens + 2 qu1) 6€3 moTpedn B eKCTPEHUX
3axonax. Yepes3 HeBeNnuKi po3Mipu BHOIPOK y KOXKHIN rpymi 103
MOPIBHSHHS MK TPYIIaMH /103 OYJI0 3HAYYIIINUM;

- 3aranipHi cepe/iHi 3MiHU BiJl TOYATKOBOTO PIBHS MK IOYaTKOBUM
piBHeM 1 Bizutom 14 (99-ii nens + 1 nens) mo Bizuty 17 (113-i
JIeHb & 2 TH1) CTAaHOBWJIM -5,2 T/JI 7S BCIX Cy0 €KTIB, HE3AJICKHO
BiJI TOTO, 4YM OyJia IpOBEIeHa peaHimartis, 1 -4,7 /11 ais ¢y’ eKTiB,
siki He Oy BpsiToBaHi 110 115-ro gus. He O6yno )KoIHUX 3HAYYIIIUX
TEHJICHIIIH MK TPyIIaMy 7103 y 3MiHaxX KOHIIEHTpaIlii TeMOTrI00iHy
BiJI BUXIJTHOTO PiBHS.

21. Pesynbratu 6e3mexu

- Yacrora BuaukHeHHsa moHaMeHmie 1 IIPJI cranoBuima 82 %.
Ilop’sa3ani 3 nikyBaHHaM [IP Bunukmm y 8 % cy06’ekriB, 26 %
cy0’extiB 3a3Hanu CIIP, a y 8 % cy6’extiB Bunukia [1PJI, oo
npu3BeNa 0 MPUIHMHEHHS JTKYBaHHS;

- Haiiuactime mnoBimommsiocs mpo Taki [IPJI, sk rimeprensis
(18 %), ™’s3oBi cmazmu (12 %), romoBuuit Oime (10 %),
YCKJIaJHEHHsl IUISHIN apTepioBeHo3HOi dictymu (10 %) Ta rpun
(10 %);

-V 40 % cyO’exTiB micng mpuiiomy mnepioi qo3u piBeHb Hb
ctanoBUB > 120 r/m1, y 44 % cy0’ekTiB criocTepiranacs 3MiHa piBHS
Hb Big mouatkoBoro piBHs > 10 r/1, ay 2 cy6’ekrtiB piBeHb Hb
ctanoBuB > 140 r/n. Y 8 % cy0’exriB 3HaueHHs Hb > 130 r/n ne
notpedyBano npunuHenHs npuiiomy JI3, a 2,0 % cyO’exTiB
3rauenHs: Hb > 130 r/n mpusseno no npunuHeHHs npuiiomy JJ13;




- Cepenni 3MiHM BiJ BUXITHOTO pIiBHS JOMAIHIX 3HAY€Hb
cuctoimiunoro Ta giactomiunoro AT 'y Bcix cyO’exTiB
MPOJCMOHCTPYBAJIM 3HAYHY BapiaOENbHICTh y MEXKax Ta Mix
rpynamu 103 6e3 4iTKOi TeHAeHIIii;

- Ilixg wac nocmimkeHHs craBes | neranpHuil Buniaaok. [Tomep 70-
piuHMii 9oJoBik 3 Tpynu 1/ no3u 3 (Big 0,4 mo 0,5 mr/kr n/m);
noJis cranacst mpotsrom 115 qHIB micist mpuiioMy OCTaHHBOI 103U

JUI3. Tlonmis, mo mnpu3Bena g0 cMepTi — TsKKa ceplesa
HEJOCTaTHICTb — HE BBa)kajlacsi JAOCIIJHUKOM IIOB’S3aHOI0 3
JIKYBaHHSIM.

22. BUCHOBOK (3aKJIFOUCHHS)

- 36unbmeHHss AUC Ta Cmax Oysio mpuOIM3HO MPOMOPLIHHUM 10
no3u Bix 0,1 nmo 0,2 MI/Kr BHYTpIIIHHOBEHHOMY BBEJCHHI.
Jo3o3anexne 30ubmeHHss AUC Ta Cmax He OyJ10 OYEBUIHUM IS
JIO3yBaHHS 11/111, HMOBIpHO, Yepe3 HEBEIMKHIA Po3Mip BHOIpPKH Ta
BHUIILy MIKCYO’€KTHY BapiaOeIbHICTB;

- ¥V cy6’extiB 3 TCXH coTarepuent IeMOHCTPYBaB IOBLIbHY
eTiMIHaIII0 13 cepedaHiM TepiooM HamiBBUBEIEHHS Bim 18 1o
26 nHiB, HE3aJEXKHO BiJl CIIOCO0Y JA03yBaHHS;

- 3arajmom, mpu 3aCTOCYBaHHI JOCTIKYBaHUX 103 MPUOIH3HO
TpeTuHa cy0’€KTIiB BiAmoBiganu Ha JikyBanHi Hb, ToOTO Mamu
piBai Hb > 100 /71 Ta < 120 1/71, AIKi HE MOTPEOyBaN PSITYBAIBHUX
3axo0/iB, mounHawouu 3 Bizuty 14 (99-it nens + 1 gensp) no Bizuty
17 (113-i1 nenp + 2 gni);

- Hespaxkatoun, mo 35/50 cy06’extiB (70 %) oTpumyBanu
paryBaneHy Tepamito (ESA abo mepenuBaHHS KpoOBi) Mij yac
JOCHKeHHs, 21 3 IUX Cy0’€KTIB OTpPUMYBAJIU PATYBAJIbHY
TEpariio TMIiCIsA OCTaHHBOI JO3M, a S5 CyO’€KTIB NPHUIHUHWIA
JIKyBaHHS 4epe3 HEJAOCTaTHIO €(EeKTUBHICTh (aHEMisl BHACTIAOK
TCXH, mo notpelyBana psATyBajbHOI Teparii);

- Y O6unbuiocTi rpyn JIiKyBaHHS He OYyJ0 BHSBJICHO 3arajbHOT
teHaeHuii 1o 3MiHu 3HaueHb PCI'. CepenHi 3MIHM MOKa3HHUKIB
@OCI' nopiBHSHO 3 TMOYAaTKOBUM pIBHEM 3MEHIIWIMCA BiJ
MOYATKOBOTO PIBHA JO Bi3UTIB 6, 12 1 17 1 30UIBIIMIHCS BijX
MOYaTKOBOTO PiBHS 110 Bi3UTy 22.

- [Toxa3HuUKY apTepialIbHOTO TUCKY OYJIH AyKe BapiaOeIbHUMH, SIK
1 ouikyBamocsi Ui Li€i MOMyJslii Mali€HTiB, 1 B IIJIOMYy He
3MIHIOBAJIUCS 3 TUIMHOM Yacy; OJTHAK HEBEIHMKHH po3Mip BUOIpKH
HE JI03BOJIsIE 3pOOUTH BUCHOBKH;

- [Ipodine O6e3nexn OyB OUIKyBaHUM Y IIiif MOIMYJIALIT 3 BHCOKUM
piBHEM KOMOpOIAHMX 3aXBOpPIOBaHb, 0O€3 MOMITHUX 3MiH Yy
naboparopuux mnokasHukax. Cepitozni I[P Ta IIP Oynu
3adikcoBani 10 115 gHIB micns mpuiioMy 103U Yepe3 TPUBAIHIA
nepioj] HamiBBUBEIEHHs coTaTepuenty. OnuH cy0’eKT momep mij
yac qochimpkeHHs (3 rpynu m/m no3u 3 [Bix 0,4 mo 0,5 mr/kr n/mi));
MOJIis, TSKKA CeplieBa HEIOCTATHICTh, cTasiacs nmpotsrom 115 nHiB
npuiiomy octanHboi 1031 J1JI3 1 He posrisinanacs JOCTiAHUKOM SIK
1IOB’s13aHa 3 JIIKYBaHHSIM.

3asiBHUK (BJIACHUK
peeCTpaIitHOTO OCBITYCHHS)

(mmiamuc)

Onpi A. Erag (Audrey A. Egan)
(ILL1.B.)
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