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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 7

1. Name of medicinal product (if available -

number of registration certificate):

Winrevair

2. MA applicant

Merck Sharp & Dohme IDEA GmbH, Switzerland

3. Manufacturer

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

- Patheon Italia S.p.A, Italy;

- Eurofins Lancaster Laboratories, LLC, USA;

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

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

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

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

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

4. Trials

m Yes oNo  If no, please justity

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, Double-blind, Randomized, Placebo-controlled Study
of ACE-011 for the Treatment of Chemotherapy-induced Anemia
in Patients with Metastatic Breast Cancer.

Clinical trial code: A011-08

6. Clinical trial phase

2

7. Clinical trial period

from 22-Jul-2009 to 18-Nov-2010

8. Countries of clinical trial sites

USA, Russia

9. Number of subjects

scheduled: Approximately 105 subjects

actual: 30 subjects (modified intent-to-treat [MITT] and safety):
placebo, 5 subjects; 0,1 mg/kg sotatercept, 8 subjects; 0,3 mg/kg
sotatercept, 10 subjects; 0,5 mg/kg sotatercept, 7 subjects

10. Objective and secondary goals of
clinical trial

Primary:

- To evaluate the proportion of subjects in each sotatercept dose
regimen who achieved a hematopoietic response during the
treatment period including up to 2 months after the last dose of]
sotatercept treatment of chemotherapy-induced anemia (CIA) in
subjects with metastatic breast cancer.




Hematopoietic response was defined as an increase in hemoglobin
concentration of > 1 g/dL relative to baseline for 28 consecutive
days during the treatment period including up to 2 months after
the last dose of sotatercept in the absence of red blood cell (RBC)
transfusion or treatment with an erythropoiesis-stimulating agent
(ESA).

Secondary:

- To evaluate the safety and tolerability of sotatercept for the
treatment of CIA in subjects with metastatic breast cancer;

- To evaluate the percentage of subjects who achieved an increase
of > 2 g¢/dL from baseline hemoglobin and/or hemoglobin
concentration > 11 g/dL for 28 consecutive days during the
treatment period including up to 2 months after the last dose of
sotatercept in the absence of RBC transfusion or treatment with
an erythropoiesis-stimulating agents (ESA);

- To estimate the duration of the hematopoietic response
associated with each sotatercept dose regimen;

- To estimate the time to the hematopoietic response associated
with each sotatercept dose regimen;

- To estimate the proportion of subjects receiving RBC
transfusions and/or erythropoiesis-stimulating agents (ESAs)
within each cycle of sotatercept with each dose regimen;

- To estimate the effect of each sotatercept dose regimen on
progression-free survival (PFS) and objective response rate
(ORR).

Exploratory:

- To estimate the effect of each sotatercept dose regimen on serum
bone biomarkers (osteocalcin [OC], serum bone specific alkaline
phosphatase [BSAP], serum intact procollagen type I N terminal
propeptide [PINP], serum C-terminal type I collagen telopeptide
[CTX], and serum tartrate-resistant acid phosphatase isoform-5b
[TRACP-5b]), bone mineral density (BMD; dual-energy x-ray
absorptiometry [DXA] of the lumbar spine and hip), and
incidence of skeletal-related events (SREs);

- To evaluate the quality of life (QOL) in relation to the treatment
of CIA in subjects with metastatic breast cancer during the study.

11. Design of clinical trial

Double-blind, randomized, placebo-controlled study

12. Main inclusion criteria

Adult (> 18 years) women with a histologically or cytologically
confirmed diagnosis of breast cancer and evidence of metastasis
with a minimum of one measurable lesion or nonmeasurable

lesion as per Response Evaluation Criteria in Solid Tumors
(RECIST) vI.1.

13. Investigational medicinal product,
method of administration, strength

Test Product: Sotatercept solution

Dose and Mode of Administration: 0,1, 0,3, and 0,5 mg/kg by
subcutaneous (SC) injection every 28 days for a total of up to 4
doses

Duration of treatment: 12 weeks
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14. Comparator medicinal product, dosage,
method of administration, strength

Reference Therapy: Placebo (0.9% Sodium Chloride for
Injection)

Dose (not applicable) and Mode of Administration:

subcutaneous (SC) injection every 28 days for a total of up to 4
doses

15. Concomitant therapy

During screening and during the study, stable doses of
medications were to be maintained for chronic conditions that
were not specifically excluded by the protocol. The medical
monitor was consulted if there was any doubt about what
constituted a stable dose or a chronic condition. Subjects with a
recent change in antihypertensive medication or a change in the
previous month were to have weekly blood pressure (BP)
measurements. Concomitant medications were recorded in the
Code of Federal Regulations (US) (CRF) through 90 days from
the last dose of study treatment.

Concomitant Treatment for Anemia

Concurrent therapy with a new prescription medication for
treatment of anemia during the course of the study was to be
discussed with the investigator and medical monitor prior to
administration, unless appropriate medical care necessitated that
medication should begin before the medical monitor could be
consulted.

Iron Supplementation

Iron supplementation within 7 days of Day 1 (except an oral
general multivitamin with iron) was not allowed. If a subject
became iron deplete during study treatment (transferrin saturation
<20 %), treatment with iron supplementation was at the discretion
of the investigator.

Erythropoiesis-stimulating Agents (ESAs)

If concurrent treatment with an ESA was required in the opinion
of the investigator, the ESA label instructions were followed. The
subject was discontinued from further study treatment and
entered the treatment follow-up period of the study.

Blood Transfusions

Concurrent treatment for chemotherapy induced anemia (CIA)
with blood transfusions was recommended when a subject’s
hemoglobin concentration was < 8 g/dL or at the investigator’s
discretion if the hemoglobin concentration was > 8 g/dL but was
associated with symptoms of anemia, such as hemodynamic or
pulmonary compromise, that required treatment. If a transfusion
was given to a subject during the treatment period, study treatment
was administered no sooner than 7 days from the date of the
transfusion. After the transfusion, hemoglobin was assessed no
later than 7 days from the date of the transfusion. On the day study
treatment was administered, hemoglobin concentration and BP
were assessed.

Treatment Compliance
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Study treatment was administered as a subcutaneous (SC)
injection at the clinical site by the study staff and was documented
in the study record. Administration of study drug, including the
time and date, was recorded on the CRF.

16. Efficacy evaluation criteria

Primary:

- Proportion of subjects achieving an increase in hemoglobin
concentration of > 1 g/dL relative to baseline for 28 consecutive
days during the treatment period and up to 2 months after the last
dose of study treatment in the absence of red blood cell (RBC)
transfusion or treatment with an erythropoiesis-stimulating agents
(ESA).

Secondary:

- Proportion of subjects achieving an increase in hemoglobin
concentration of > 2 g/dL relative to baseline for 28 consecutive
days during the treatment period and up to 2 months after the last
dose of study treatment in the absence of RBC transfusion or
treatment with an ESA;

- Proportion of subjects achieving hemoglobin concentration
> 11 g/dL for 28 consecutive days during the treatment period and
up to 2 months after the last dose of study treatment in the absence
of RBC transfusion or treatment with an ESA;

- Proportion of subjects achieving an increase in hemoglobin
concentration of > 2 g/dL relative to baseline and/or hemoglobin
concentration > 11 g/dL for 28 consecutive days during the
treatment period and up to 2 months after the last dose of study
treatment in the absence of RBC transfusion or treatment with an
ESA;

- Duration of hematopoietic response (days) defined as the time
period the first time hemoglobin increases at least > 1 g/dL from
baseline to the last time there is hemoglobin increase > 1 g/dL
from baseline;

- Duration of hematopoietic response (days) defined as the time
period the first time hemoglobin increases at least > 2 g/dL from
baseline to the last time there is hemoglobin increase > 2 g/dL
from baseline;

- Duration of hematopoietic response (days) defined as the time
period the first time hemoglobin concentration > 11 g/dL to the
last time there is hemoglobin concentration > 11 g/dL;

- Duration of hematopoietic response (days) defined as the time
period the first time hemoglobin increases > 1 g/dL, > 2 g/dL,
and/or hemoglobin concentration > 11 g/dL from baseline to the
last time when the same response is maintained;

- Time to achieve hematopoietic response (days) based on
> 1 g/dL increase from baseline, defined as the time from first
dose of study treatment to the first hemoglobin increase > 1 g/dL
that was maintained for at least 28 consecutive days;
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- Time to achieve hematopoietic response (days) based on
>2 g/dL increase from baseline, defined as the time from first
dose of study treatment to the first hemoglobin increase > 2 g/dL
that was maintained for at least 28 consecutive days;

- Time to achieve hematopoietic response (days) based on
hemoglobin > 11 g/dL, defined as the time from first dose of study
treatment to the first hemoglobin > 11 g/dL that was maintained
for at least 28 consecutive days;

- Time to achieve hematopoictic response (days) based on
multiple criteria categories, defined as the time from first dose of]
study treatment to first hemoglobin increase > 1 g/dL, > 2 g/dL,
and/or hemoglobin concentration > 11 g/dL that was maintained
for at least 28 consecutive days;

- Proportion of subjects who received RBC transfusion or
treatment with an ESA in each study treatment group as well as
within each cycle of each study treatment;

- Objective tumor response rate using RECIST v 1.1;

- Progression-free survival, defined as the time from the start date
of current chemotherapy regimen to the first observation of]
documented disease progression or death due to any cause.
Exploratory:

- Change from baseline in serum bone biomarkers (osteocalcin
(OC), bone-specific alkaline phosphatase (BSAP), serum intact
procollagen type I N terminal propeptide (PINP), serum
C-terminal type I collagen telopeptide (CTX), and serum
tartrate-resistant acid phosphatase isoform-5b (TRACP-5b));

- Change from baseline in bone mineral density (BMD);

- Incidence of skeletal-related events (SREs), defined as
pathologic fracture, radiation therapy to bone, surgery to bone, or
spinal cord compression;

- Change from baseline in the Functional Assessment of Chronic
[llness (FACIT) Fatigue Scale (Version 4).

17. Safety evaluation criteria

- Treatment-emergent adverse events;

- Clinical laboratory tests (hematology, chemistry, urinalysis);

- Special laboratory tests (iron, nutrition, coagulation, endocrine
function);

- Vital signs;

- Physical examination;

- Anti-drug (sotatercept) antibodies;

- Concomitant medications.

18. Statistical methods

Efficacy and safety variables were summarized descriptively and
tabulated by treatment group and sotatercept overall (3 treatment
groups combined) unless otherwise specified. Descriptive
statistics (number of subjects with nonmissing values, mean,
standard deviation, median, minimum, and maximum) were used
to summarize continuous variables, unless otherwise noted.
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Frequency distributions (number and percentage of subjects) were
used to summarize categorical variables.

The primary efficacy analysis was based on the Per Protocol (PP)
Set, defined as all randomized subjects who had confirmed
chemotherapy induced anemia (CIA), who received at least 1 dose
of study treatment, and who were on study treatment for at least 2
months (57 days). The primary efficacy analysis was also
performed using the MITT Set (all randomized subjects who
received at least 1 dose of study treatment). An exact 95 %
confidence interval (CI) for the response rate was provided.
Response rate and 95 % CI were provided for subjects receiving
weekly chemotherapy and those receiving chemotherapy less
frequently. Safety analyses were performed on the Safety Set,
defined as all subjects who received at least 1 dose of study
treatment.

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

The majority of subjects were white (29/30 [96,7 %]). All subjects
in the study were women. Median (range) age was 51,0 (32 to 74)
years. Demographic characteristics were similar across treatment
groups.

Summary of Demographic Characteristics

Sotatercept Treatment Group
Placebo 0.1 mg’kg 0.3 mg/kg 0.5mgkg | All Subjects
IParameter N=5) (N=8) (N=10) N=T) (N=30)
Sex. n (%)
Female 5 (100%) 8 (100%) 10 (100%) 7(100%) 30(100%)
Age (years)
n 5 8 10 7 30
Mean + SD 49221062 516=938 508+8.51 556=1253 | 519+9.83
Median 520 510 505 550 51.0
Range 32-61 38-70 35-69 35-74 32-74
ce, n (%)
White 4(80%) 8 (100%) 10 (100%) 7(100%) 29 (96.7%)
American Indian or Alaska 1(20%) 0 0 0 1(33%)
Native
[Weight (ke)
n 5 8 10 7 30
Mean £ SD 796229926 | 67.38=18338 | 71.80=9.500 | 69.94=9953 | 714912647
Median 80.00 63.50 7400 7500 74.55
Range 660-90.0 49.0-103.0 53.0-87.0 520-793 | 49.0-103.0

Abbreviations: SD = standard deviation.

20. Efficacy results

The primary efficacy endpoint was hematopoietic response rate,
defined as the proportion of subjects who had an increase of > 1
g/dL from baseline hemoglobin concentration for 28 consecutive
days during the treatment period, including up to 2 months after
the last dose of study drug, in the absence of RBC transfusion or
treatment with an ESA. Five of 18 (27.8%) subjects administered
sotatercept (3 treatment groups combined) were considered
responders based on the primary endpoint in the PP Set using
central laboratory hemoglobin values. There was 1 responder
among 5 (20,0 %) subjects in the placebo group. Response rates
in the sotatercept 0,5 mg/kg (50 %) and 0,3 mg/kg (33 %)
treatment groups were greater than those in the sotatercept

0,1 mg/kg (0 %) and placebo (20 %) treatment groups.
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Among the 13 nonresponders who were administered sotatercept
(3 treatment groups combined), 5 (38,5 %) subjects had at least 1
dose skipped or reduced during the treatment period in accordance
with the dose modification rules, including 3 subjects in the
0,1 mg/kg group and 2 subjects in the 0,3 mg/kg group. Four of
these 5 subjects (2 each in the 0,1 and 0,3 mg/kg groups) achieved
an initial increase of > 1 g/dL from baseline hemoglobin
concentration on or before Day 29, but the second sotatercept dose
was skipped or reduced and the initial hemoglobin increase was
not sustained. The one subject in the 0,1 mg/kg group who did not
have an initial increase from baseline hemoglobin of > 1 g/dL on
or before Day 29 had a high hemoglobin concentration at baseline
(> 11 g/dL). Thus, the dose modification rules of dose skipping or
reduction, rather than dose delay, may have resulted in subjects
who had a response to sotatercept being categorized as
nonresponders. Analysis of the primary endpoint in the MITT Set
and analyses using local laboratory hemoglobin concentrations in
either analysis set showed similar results. Small samples sizes and
variability of the data do not permit a clinically meaningful
assessment of hematopoietic response between active and placebo
treatment or across the 3 sotatercept treatment groups.
Evaluation of hemoglobin concentrations during the 28-day
period after the first dose showed that subjects in the 0,3 and
0,5 mg/kg sotatercept groups had a mean increase from baseline
hemoglobin that peaked approximately 15 days after
administration and then decreased to near baseline concentrations
at Day 29. Mean changes from baseline hemoglobin in subjects in
the sotatercept 0,1 mg/kg group were similar to those in the
placebo group. However, mean changes from baseline
hemoglobin concentration for the extended period from the first
dose to 28 days after the last dose of study drug showed that
hemoglobin increases in all sotatercept treatment groups were
generally sustained throughout the observation period. This
suggests that a treatment regimen of sotatercept administered at
regular intervals may be able to sustain elevated levels of]
hemoglobin.

Only | subject (administered 0,3 mg/kg sotatercept) met the
criteria for hematopoietic response based on a hemoglobin
concentration increase of > 2 g/dL from baseline. Six of 25
(24,0 %) subjects in the MITT Set administered sotatercept (3
treatment groups combined) were considered responders based on
hemoglobin concentration > 11 g/dL. There was 1 responder
among 5 (20,0 %) subjects in the placebo group. Among subjects
administered sotatercept, 1/8 (12,5 %), 2/10 (20,0 %), and 3/7
(42,9 %) subjects in the 0,1, 0,3, and 0,5 mg/kg sotatercept groups,
respectively, were considered responders. The one subject who
met the criteria for hematopoietic response based on > 2 g/dL
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increase from baseline hemoglobin also met the criteria based on
hemoglobin concentration > 11 g/dL; therefore, the analysis of
hematopoietic response based on both criteria was the same as that
presented above.

Analyses of hematopoietic response rates in subsets of subjects
stratified by use of weekly versus less frequent chemotherapy
consistently showed that subjects who received less frequent
chemotherapy had higher response rates to sotatercept treatment
than those who received weekly chemotherapy. In the primary
analysis, 1 of 18 (5,6 %) subjects administered sotatercept (3
treatment groups combined) and weckly chemotherapy was
considered a responder, compared with 4 of 18 (22,2 %) subjects
administered sotatercept (3 treatment groups combined) and less
frequent chemotherapy. A similar trend was observed in the
analyses of the primary endpoint in the MITT Set, response rates
based on hemoglobin concentration > 11 g/dL, and response rates
using local laboratory values in either analysis set. The concurrent
chemotherapy treatment that subjects received was not controlled
in this study; 16 distinct chemotherapy drugs were used in varying
combinations. Thus, the analysis of hematopoietic response rate
may have been complicated by the type of chemotherapy regimen
received.

Median duration of response based on the primary endpoint was
43 days in subjects administered sotatercept (3 treatment groups
combined) and 29 days in subjects administered placebo. A
similar trend was observed for duration of response based on
secondary hematopoietic response endpoints: 43 to 69 days in
subjects administered sotatercept (3 treatment groups combined)
and 29 days in subjects administered placebo. Time to
hematopoietic response could be estimated only for the
sotatercept 0.5 mg/kg group using the response criteria based on
hemoglobin concentration > 11 g/dL and based on the multiple
criteria categories of hemoglobin increase of > 1 or > 2 g/dL from
baseline and/or hemoglobin concentration > 11 g/dL. For the 3
responders in the sotatercept 0,5 mg/kg group, median time to
response for all response categories was 98 days in the MITT Set
and 56 days in the PP Set. Among 12 subjects with qualifying
target lesions in the sotatercept groups (3 treatment groups
combined), 2 (16,7 %) subjects achieved complete response and
1 subject achieved partial response at Day 64. All 3 subjects
received sotatercept 0,3 mg/kg. There were no objective responses
in the placebo group. Stable disecase was observed in 7 of 12
(58,3 %) subjects with target lesions in the sotatercept groups (3
treatment groups combined) and in 2 of 4 (50,0 %) subjects with
target lesions in the placebo group. No objective responses were
reported in subjects with non-target lesions or at Day 113. Median
time to progression was 169 days for subjects administered
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sotatercept (3 treatment groups combined) and 157 days for
subjects in the placebo group.

Mean and mean percent changes from baseline concentration in
bone biomarkers were variable over time and across treatment
groups. No consistent trends were observed. Numbers of subjects
with BMD data postbaseline (Days 113 and 281) were too small
for meaningful interpretation of the data. The incidence of SREs
was also small. Two subjects administered sotatercept (3
treatment groups combined) had a total of 4 SREs. One subject in
the sotatercept 0,3 mg/kg group had 3 SREs, and 1 subject in the
sotatercept 0,5 mg/kg group had 1 SRE. There were no SREs in
the placebo group. Mean FACIT Fatigue Scale total scores were
increased (improved) from baseline in subjects administered
sotatercept (3 treatment groups combined); whereas in the placebo
group, there was no consistent trend for mean total scores to
increase or decrease from baseline over time.

21. Safety results

Overall, 20/25 (80,0 %) subjects administered sotatercept (3
treatment groups combined) and 5/5 (100 %) subjects
administered placebo reported at least 1 AE during the study.
Adverse events were reported in 6/8 (75,0 %), 7/10 (70,0 %), and
7/7 (100 %) subjects in the sotatercept 0,1, 0,3, and 0,5 mg/kg
treatment groups, respectively. Among subjects administered
sotatercept (3 treatment groups combined), the most frequent AEs
were anemia (7/25 [28.0 %]), asthenia (7/25 [28,0 %)),
neutropenia (6/25 [24,0 %]), and vomiting (5/25 [20,0 %d]).
Among subjects administered placebo, the most frequent AEs
were neutropenia (3/5 [60,0 %]) and nausea (3/5 [60,0 %]). It
should be noted that the type and frequency of AEs observed in
individual subjects and treatment groups were likely to have been
influenced by the concomitant chemotherapy regimens received.
Overall, 15/25 (60,0 %) subjects administered sotatercept (3
treatment groups combined) and 4/5 (80.0 %) subjects
administered placebo had at least one > Grade 3 AE. Adverse
events > Grade 3 were reported for 5/8 (62,5 %), 4/10 (40,0 %),
and 6/7 (85,7 %) subjects in the 0,1, 0,3, and 0,5 mg/kg sotatercept
treatment groups, respectively. The most common > Grade 3 AEs
in the sotatercept groups were anemia (6/25 [24,0 %]) and
neutropenia (6/25 [24,0 %]). The most common > Grade 3 AE in
the placebo group was neutropenia (3/5 [60,0 %]).

Most AEs were assessed by the investigator as unrelated to study
drug. Six of 25 (24,0 %) subjects administered sotatercept (2
subjects in each treatment group) and 1 of 5 (20,0 %) subjects
administered placebo had treatment-related AEs (defined as
possibly, probably, or definitely related).

There were no hypertension or thromboembolic events reported
as AEs in subjects administered sotatercept. Anemia was reported
as an AE in 7 of 25 (28,0 %) subjects administered sotatercept (3
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treatment groups combined) and in 1 of 5 (20,0 %) subject
administered placebo. Among subjects administered sotatercept,
anemia occurred in 1 subject in the 0,1 mg/kg group, 3 subjects in
the 0,3 mg/kg group, and 3 subjects in the 0,5 mg/kg group.
Seven subjects died in the study: 1 subject in the sotatercept
0.1 mg/kg group, 3 subjects in the sotatercept 0,3 mg/kg group,
and 3 subjects in the sotatercept 0,5 mg mg/kg group. One of the
subject deaths was captured by CIOMS but was not included in
the clinical database. The majority of deaths (6/7) were due to
disease progression, with one due to unknown causes. Adverse
events leading to death were reported for 3 subjects: progression
of metastatic disease, metastatic breast cancer worsening, and
metastatic breast cancer. No AEs leading to death were considered
by the investigator to be related to study drug.

Five of 25 (20,0 %) subjects administered sotatercept (3 treatment
groups combined) and 1 of 5 (20,0 %) subjects administered
placebo had at least 1 SAE. Among subjects administered
sotatercept, SAEs were reported in 2/10 (20,0 %) subjects in the
0,3 mg/kg group and 3/7 (42,9 %) subjects in the 0,5 mg/kg group.
The majority of SAEs occurred in the system organ class (SOC)
of gastrointestinal disorders (3/25 [12,0 %]) and neoplasms
benign, malignant, and unspecified (3/25 [12,0 %]). Two SAEs
were assessed by the investigator as possibly related to study
treatment: perforated gastric ulcer and peptic ulcer disease in 1
subject in the sotatercept 0,5 mg/kg group. All other SAEs were
assessed as not related to study treatment.

Five of 25 (20,0 %) subjects administered sotatercept (3 treatment
groups combined) and 1 of 5 (20.0 %) subjects administered
placebo developed at least 1 AE that led to discontinuation of
study drug. Adverse events leading to discontinuation of study
drug were reported in 1 of 8 (12,5 %) subjects in the sotatercept
0,1 mg/kg group and 4 of 7 (57,1 %) subjects in the sotatercept
0,5 mg/kg group.

Mean increases from baseline hemoglobin were observed in
subjects administered sotatercept (3 treatment groups combined),
while mean decreases or no mean changes were observed in
subjects administered placebo. Mean increases from baseline
hemoglobin in subjects administered sotatercept were generally
sustained through Day 281. Mean increases from baseline
hematocrit were observed in subjects administered sotatercept (3
treatment groups combined), while mean decreases were observed
most frequently in the placebo group. Mean changes from
baseline hematocrit across the 3 sotatercept treatment groups
showed considerable variability, but the 2 higher sotatercept doses
(0,3 and 0,5 mg/kg) showed a trend suggesting a dose-related
increase. Mean increases from baseline neutrophil count were
observed in subjects administered sotatercept (3 treatment groups
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combined), while no consistent trend was observed in subjects
administered placebo. Mean changes from baseline neutrophils
across the 3 sotatercept treatment groups showed considerable
variability, but mean increases were generally higher in the
sotatercept 0,5 mg/kg group compared with the 3 sotatercept
treatment groups combined.

There were no notable differences between subjects administered
sotatercept (3 treatment groups combined) and placebo in
hemoglobin, neutrophil, or platelet shifts from a lower NCI
CTCAE grade at baseline to Grade 3 or 4 toxicity postbaseline.
Shifts across the 3 sotatercept treatment groups were variable.
Mean increases from baseline erythrocyte count and reticulocyte
count were observed in subjects administered sotatercept (3
treatment groups combined), while mean decreases or no mean
changes were observed in subjects administered placebo. Mean
changes from baseline in the erythrocyte/reticulocyte ratio were
variable and did not show a consistent difference between
sotatercept and placebo treatment.

Mean increases from baseline alanine transaminase (ALT) and
aspartate transaminase (AST) were generally observed in subjects
administered sotatercept (3 treatment groups combined), while
mean decreases were observed in subjects administered placebo.
Mean changes from baseline ALT and AST across the 3
sotatercept treatment groups showed considerable variability.
Four of 5 (80,0 %) subjects administered placebo and 11 of 25
(44,0 %) subjects administered sotatercept had liver metastases,
which may have affected ALT and AST concentrations.

In the sotatercept 0,5 mg/kg group, 5 of 7 subjects had a shift in
creatinine from normal at baseline to Grade 1 (worst grade
postbaseline). Creatinine values in the other treatment groups
were within the normal range at all timepoints. The increases in
creatinine were reversible. In addition, potentially complicating
factors of cisplatin treatment and dehydration were noted in some
subjects in this study. Mean changes from baseline in other
clinical chemistry parameters of interest (alkaline phosphatase,
bilirubin) did not show a consistent trend over time in any
treatment group. There were no notable differences between
subjects administered sotatercept (3 treatment groups combined)
and placebo in shifts from a lower grade at baseline to Grade 3
toxicity postbaseline. No shifts to Grade 4 toxicity postbaseline
occurred. Shifts across the 3 sotatercept treatment groups were
variable.

Mean decreases from baseline in follicle-stimulating hormone
(FSH) levels were observed in subjects administered sotatercept
(3 treatment groups combined) while mean increases were
observed most frequently in the placebo group. Mean changes
from baseline across the 3 sotatercept treatment groups showed
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considerable variability, but generally showed decreases from
baseline FSH level. There were no shifts in FSH from normal at
baseline to outside the normal reference range (low or high) in any
treatment group.

Mean changes from baseline vital signs were generally small with
no consistent trend over time and no apparent differences across
treatment groups.

There were no clinically significant abnormal ECG findings
during the study as judged by the investigator. Mean changes from
baseline in ECG parameters were generally small, with no notable
differences between subjects administered sotatercept (3
treatment groups combined) and placebo.

Mean changes from baseline across the 3 sotatercept treatment
groups were variable. No differences in baseline-adjusted QTc
interval between the placebo group and the sotatercept groups
(0,1 mg/kg, 0.3 mgkg, 0,5 mgkg, or 3 treatment groups
combined) were observed at any timepoint. There were no notable
trends over time in mean baseline-adjusted QTc interval in any
treatment group. For the majority of subjects, QTc intervals were
< 450 msec at all timepoints in all treatment groups. The QTc
category analysis (< 450 msec, > 450 msec but < 480 msec, and
> 480 msec) showed no notable trends over time in any treatment

group.

22. Conclusion

Five of 18 (27,8 %) subjects administered sotatercept and | of 5
(20 %) subjects administered placebo were considered to have a
hematopoietic response based on the primary endpoint. Response
rates among subjects in the sotatercept 0,5 mg/kg (50 %) and
0,3 mg/kg (33 %) treatment groups were greater than those in the
sotatercept 0,1 mg/kg (0 %) and placebo (20 %) treatment groups,
suggesting a possible dose-response relationship. In contrast to
the placebo treatment group, for which no increase in mean
hemoglobin concentration was observed, mean increases from
baseline hemoglobin concentration were observed and were
generally sustained throughout the observation period in all
sotatercept treatment groups. Mean hemoglobin concentrations in
subjects administered 0,3 and 0,5 mg/kg sotatercept were also
greater than those in subjects administered 0,1 mg/kg sotatercept
or placebo. Among the 13 nonresponders administered
sotatercept, 5 (38,5 %) subjects had at least 1 dose skipped or
reduced during the treatment period due to the dose modification
rules. Four of these subjects (2 subjects each in the 0,1 and
0,3 mg/kg groups) had achieved an initial increase in hemoglobin
concentration of > 1 g/dL from baseline on or before Day 29 that
was not sustained after the second sotatercept dose was skipped
or reduced. Analyses of hematopoietic response rates in subsets
of subjects stratified by use of weekly versus less frequent
chemotherapy consistently showed that subjects who received
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less frequent chemotherapy had higher response rates to
sotatercept treatment. The safety and efficacy results from this
study may have been complicated by heterogeneity in the
concurrent chemotherapy regimens that the subjects were taking.
However, safety findings were generally consistent with the
known safety profile of sotatercept. Early termination of the study
resulted in small sample sizes; thus, comparative analyses must be
interpreted with caution.

Applicant
(owner

of registration
certificate)

(S‘l(gnat‘ure) 0

Audrey A EGan

(Full name)




Homarox 30

1o Iopsiiky mpoBeeHHsT eKCIIEPTU3N
peecTpalliiiHiux MaTepialiB Ha JiKapChKi
3aco0u, 10 MOJIAl0ThCA Ha JAEpKABHY
peecTpallito (mepepeecTpallito), a TAaKOXK
€KCIIEPTU3H MaTepiaiiB PO BHECEHHS
3MiH JI0 peecTpaliiHuX MaTepialiB
MIPOTATOM Jii peeCTpaliiiHOTro
IOCBITYEHHS

(myHKT 4 po3ainy 1V)

3BIT
Npo KJiHiYHe BUNIPpoOyBaHHs Ne 7

1. Ha3Ba nikapcbkoro 3aco0y
(3a HAsSIBHOCTI - HOMED

Binpeseiip

peecTpaniiHoro

IIOCB1TYEHHS])

2. 3asiBHUK Mepxk apm i Joym [IEA I'm6X, [Beiinapis
3. Bupo6Huxk - [Tateon Itanis C.n.A., Itamis;

- Eypodinc Jlankactep JIaboparopis, JIJIC, CILIA;

- MC/ Tntepuemran ' M6 X/MC/] Ipnanzis (Kapnoy), Ipnanmis;

- HyBican I'M6X, Himeuunna,

- Mepk apn 1 loym b.B., Hinepnanau;

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

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

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

- Berrep ®apma-®epriryar ['m6X 1 Ko. KI, Himeuunna
(PaBencOypr, XensmyTt-Bertep-1lTpacce 10)

4. TlpoBenieH1 JOCIIIKEHHS:

mTak 0O Hi sxmo Hi, oOOTpyHTYBaTH

1) Tun nikapcekoro 3acooy,
3a SIKUM TIPOBOIMTIACS 200
TUTAHYETHCS PEECTPAITis

Jlikapcpkuii 3aci0 32 TOBHUM JJOChE (ABTOHOMHE JIOCHE).
Hoga nitoua peyoBuHa.

5. IloBHa Ha3Ba KJIIHIYHOTO
BUNIPOOYBaHHS, KOJOBaHUN
HOMED KJIIHIYHOTO
BUIIPOOYBaHHS

[Togsitine  cmime, paHAOMi3oBaHE,  ILIAIEO0-KOHTPOJIHOBAHE
nocmikenns ¢asu 2 npenapaty ACE-011 st nikyBaHHS aHemil,
CIIPUYMHEHOI XIMIOTepaIli€lo, y MaIli€HTiB 3 METACTATHYHUM PaKOM
MOJIOYHO] 3aJI03H.

Komoanuii Homep kiniHigHOr0 BUNpoOyBanHs: A011-08

6. ®aza KIIHIYHOTO
BHUIIPOOYBAHHS

2

7. Ilepion npoBeAeHHS
KJIIHIYHOT'O BUIIPOOYBaHHS

3 22 munast 2009 poky no 18 nuctonana 2010 poky

8. Kpainu, ne nmpoBoaumiocs
KIIIHIYHE BUMPOOYBaHHS

CILA, Pocis

9. KinpKicTh TOCTIKYBaHUX

3arutanoBana: [Ipubmauzno 105 cy6’exTiB

¢daktuuna: 30 cy0’exriB (MogudikoBanuit Hamip JikyBatu [MITT]
Ta Oe3meka): mianebo, 5 cy0’extiB; 0,1 mr/kr corarepuenty, 8
cy0’extiB; 0,3 wmr/kr cotarepuenty, 10 cy6’ekriB; 0,5 Mr/xr
coTarepuenty, 7 cyo’eKkTiB




10. Mera Ta BTOpHHHI L1
KJIIHIYHOT'O BUIIPOOYBaHHS

[epBuHHI:
- OmiHuTH 4YacTKy CyO0’€KTIB y KOXXHOMY pPEXHMi J03yBaHHS

COTaTEPIENTy, SKi OCITIM TeMOMOCTUYHOI BIAMOBIII MPOTATOM
nepiogy JKyBaHHS, BKJIIOYAIOYM TIEPioa JO0 2 MICSIIB IMiCHs
BBEJICHHA OCTAaHHBOI J03M COTATEPLENTy Ui JIKYBaHHS aHEMIl,
cnpuanHeHoi ximioteparnieto (CIA), y cy0’ekTiB 3 METaCTaTUYHUM
PaKOM MOJIOYHOI 3aJI03H.

I'emomoeTriyHa  BIAIOBIAL  BH3HAYaJacs  SK  IABHUILIEHHSI
KOHIIEHTpaLii reMorio6iny Ha > 1 /11 BITHOCHO BUXIJHOTO PiBHS
npotsiroM 28 HIB MOCHUIb TPOTATOM TEpIOAy JIIKyBaHHS,
BKJIIOUAIOYH /10 2 MICAILIIB MiCIsl OCTAaHHBOI 03U COTATEPIICTITY, 3a
BiICYTHOCTI TmepenuBaHHs eputporutapHoi macu  (RBC) abo
JIKyBaHHA EPUTPOIOCTUYHUMHU CTHUMYJIOIOUMMH MpenapaTamu
(ESA).

BropuHHi:

- OtinuTH 6€3MeKy Ta MEPEHOCUMICTh COTATEPIICITY JUTsl JIIKYBaHHS
CIA y cy0’€eKTiB 3 METaCTATHYHUM PAKOM MOJIOYHOT 3aJI03H;

- OUiHUTH BiJICOTOK CYO’€KTIB, SIKi JOCSTIH MiIBUILEHHS PiBHS
reMoryiodiny > 2 /A7 BiJ BUXIAHOTO piBHS Ta/ab0 KOHIIEHTpaIii
remMorsio0iny > 11 1/mnm mpotsrom 28 nHIB TOCHUIb TPOTATOM
nepioy JTKyBaHHS, BKIIOYAIOYH 10 2 MICSAIIIB MICJIS OCTaHHBOT J03U
COTaTEpIIETITY, 32 BiICYTHOCTI MEPETUBAaHHS EPUTPOIMTAPHOT MaCH
(RBC) abo nikyBaHHS mpemnapaTtaMu, 110 CTUMYJIIOIOTh €pUTPOIIOE3
(ESA);

- OWiHUTH TPUBAIICTH TEMOIIOETHYHOI BIAMOBIMI, TOB’SA3aHOI 3
KO>KHUM PEKHMOM JI03YBaHHS COTATEPICIITY;

- OLIHUTH Yac 0 T€MOIIOETUYHOI BIAMOBIAI, HOB’A3aHOI 3 KOKHUM
PEKUMOM J03yBaHHS COTATEPIENTY;

- OuiHUTH 4YacTKy CyO’€KTiB, $Ki OTPUMYIOTb I€pEIMBaHHSI
epUTPOIMTApHOI Macu Ta/abo cTumynsTopu eputpomoesy (ESA)
MPOTATOM KOXXHOTO LIMKIIY 3aCTOCYBaHHSI COTATEPIENTY 3 KOXHUM
PEKUMOM J03yBaHHS;

- OLIHUTH BIUIMB KOXKHOTO PEXHMY JO3YBaHHS COTATEpIENTy Ha
BIKUBaHICTh 0e3 mporpecyBanHsa (BBII) ta yactoty 00’exkTUBHOI
Binnosiai (UOB).

JlociTHUIIbKI:

- OUIHUTH BIUIMB KOXKHOTO PEXHMY JO03YBaHHS COTaTepIENTy Ha
OioMapKkepH KiCTKOBOI TKAaHWHH B CHPOBATII KPOBi (OCTCOKATBIMH
[OC], «xictkoBa cneuudiyHa myxkHa ¢ocharaza [BSAP],
CHpOBAaTKOBUI N-KIHIIEBHI POTENTH T IHTAKTHOTO Kosareny | tumy
[PINP], cupoBatkoBuii C-KiHIEBHH TelenenTua KojareHy | Tuimy
[CTX] Ta Ttaptpar-pe3ucteHTHa Kuciaa (ocdaraza izodpopma-Sb
[TRACP-5b]), MinepasbHy HIUIbHICTB KicTKOBOT TKaHuHU (MILIKT);
IBOGHEPTeTHYHA  PEHTreHiBcbka  abcopOmiomerpis  (DXA)
MOTIEPEKOBOTO0 BTy XpeOTa Ta CTerHa) Ta YacTOTa peakiliii 3 60Ky
CKeJIeTHO-M 130B0i cuctemu (SRE);

- Oninutu sxicts xkutTa (1K) y 3B’a3ky 3 sikyBanHsMm CIA y
Cy0’€KTIB 3 METACTaTUYHHUM PAKOM MOJOYHOI 3aJI03M TIiJ Yac
JIOCJI1IKEHHS.

11. JIn3aiiH KIiHIYHOTO

[TongiiiHe ciine, paHaoMi30BaHe, MIaLE00-KOHTPOJIbOBAHE

BHUIIPOOYBAHHS JTOCJII KEHHS
12. OcHoBHI KpuTepii Hopocmi (> 18 pokiB) KIHKH 3 TICTOJOTIYHO a00 IUTOJOTIYHO
BKITFOUCHHS MIATBEP/KCHUM J[1IaTHO30M pPaKy MOJIOYHOI 3aJI03M Ta O3HAKaMU

METacTa3yBaHHS 3  MIHIMYM OJIHUM  BHMIPIOBAaHUM  a0o




HEBUMIPIOBAHUM BOTHHILEM BiAMOBiAHO a0 KpurepiiB ouinku
Bianmosiai npu conigaux nyxauHax (RECIST), epcist 1.1.

13. JocumipKyBaHuit
JiKapchKui 3acib, crocio
3aCTOCYBaHHSI, CHia Jii

Bunpo6yBanmii npoaykt: Coratepuent Po3zunn

Jo3u Ta cnoci6 3acrocyBanus: 0,1, 0,3 ta 0,5 Mr/kr msxom
MIIKIPHOT 1H €Kil () KoxHi 28 MHIB, 3araiom 10 4-X 103
TpuBanicTh NiKyBaHHs: 12 THKHIB

14. Ilpenapat nopiBHSHHS,
11034, CIocid 3acTOCYBaHHS,
cmia gii

PedepenTna tepamis: [Tnane6o (0,9 % po3unH HATPIFO XIOPHUITY IS
1H EXIIIH)

Jlo3a (He 3aCTOCOBYETHCS) Ta CIIOCi0 3aCTOCYBAHHS: TAMIKIpHA (ITTII)
1H’ €K1 KOXKHI 28 IHIB, 3arajoM 10 4-X 103

15. CymyTHs Teparmis

[Tin yac CKkpHWHIHTY Ta MiJ dYac JOCHIHKEHHS HEO0OXimHO Oyio
OiATpUMYyBaTH  CTaOiBHI  JO3M  JIIKIB NP XPOHIUYHUX
3aXBOPIOBAHHSX, SIKi HE OyJIM CIEIialIbHO BUKJIIOUEHI TPOTOKOJIOM.
SIKIIO BUHUKANIM CYMHIBH IIOAO TOTO, IO BBaXKAaTH CTaOUIBHOIO
03010 a00 XpOHIYHMM 3aXBOPIOBAHHSM, HEOOXigHO OyIio
IIPOKOHCYJIBTYBAaTUCS 3 JliKapeM-MoHiTopoM. Cy0’exktH 3
HEIIOJaBHLO0 3MIHOIO AHTHUTINMEPTCH3UBHUX IMIpemapaTiB  abo
3MIHOIO MPOTSTOM TOMEPEAHBOrO MICALS MOBUHHI OyJH HIOTHXKHS
BUMiproBatu aprepianbHuil TUCK (AT). CymmyTHI JIiKH peecTpyBain y
Konekci ¢enepansuux npasun (CILIA) (CRF) npotsrom 90 nHiB
TICJISl OCTAHHBOI JTO3M JTOCITIIKYBAHOTO JIIKYBaHHS.

CynyTHe JIiKyBaHHS aHeMii

CynyTHIO Tepamilo HOBUM pPELENTYPHHUM JIIKAPCHKUM 3aCO00M IS
JMiKyBaHHS aHeMii MmiA dYac JOCHiIKEeHHs HeoOxigHo OyIo
OOTOBOPUTH 3 TOCIITHUKOM Ta MEAWIHHUM TIPAI[IBHUKOM JI0 TIOYATKY
3aCTOCYBaHHS, 3a BUHSATKOM BHIAJKIB, KOJHM BIJNOBIJTHA MEIWYHA
J0TIOMOTa BUMarajia, o0 mpuiioM mpenaparty po3rmovaBcs 0 TOTO,
SIK MO>KHA OyJI0 MPOKOHCYJIBTYBATUCS 3 MEIUYHUM MPAL[IBHUKOM .
Job6aBku 3aiiza

[Tpuitom mpemapaTiB 3aiiza npotarom 7 AHIB micast 1-ro aHs (OKpimM
NepopaTbHUX MOJIBITAMIHIB 3arajIbHOTO IPU3HAYEHHS 3 3aJ1130M) HE
J03BOJISIBCS. SIKIO MiJ yac JKyBaHHS y CyO’€KTa pO3BHUHYBCS
3amizonedimut (HacuueHHs TpaHcepuny < 20 %), miKyBaHHS
npernaparamu 3ajliza Ipu3Havaaocs Ha po3Cyl AOCIHiTHHKA.
Epurponoes-crumyioroui npenaparu (ESA)

SIkimo, Ha JOYMKY JOCHIJHUKA, OJHOuYacHe JikyBaHHS ESA Oyio
HEOOXiTHUM, JOTPUMYBAJHMCS  IHCTPYKIIH JUII  MEIHUYHOTO
3actocyBaHHI ESA. Cy0’€KT NpUNUHAB MOJAJIbLIE JIIKYBaHHS Y
JOCTIPKEHHI Ta YBIUIIOB y TIEPi0]] CIIOCTEPEKCHHSI 32 JIIKyBaHHSIM B
paMKax JAOCIHIHKEHHS.

[lepennBaHHS KPOBi

OnHouacHe JTiKyBaHHS aHeMii, cipuurHeHoi ximiotepamnieto (CIA),
3 MepeTMBaHHAM KpOBi OyJI0 pEKOMEHI0BaHO, KOJIM KOHIICHTpALIis
reMorjiobiHy y cy0’ekta craHoBmwia < 8 r/mi1, abo Ha po3cyn
JOCITITHUKA, SIKIO KOHIIEHTpAIlisi reMoryio0iHy cTaHOBWIIA > § T/,
ane Oyma TOB’s3aHa 3 CUMITOMAMH aHeMli, TakKUMH SK
reMo/iMHaMiuHuil a0o0 JIereHeBUil KOMIIpOMIC, fKi MOTpedyBanu
JMiKyBaHHS. SKIIO yYacHUKY TepeauBaid KpOB I TEpPioay
JIKyBaHHS, TO JOCITIJKYBaHE JIIKyBaHHS NpU3HAYaIM HE paHille,
HDK dYepe3 7 MAHIB 3 MOMEHTy mepenuBaHHs Kposi. [licis
NepeIMBaHHs KPOBI BU3HAYAIH PiBEHb T'€MOTJI001HY HE Mi3HIIIe HiX
yepe3 7 AHIB 3 MOMEHTY IE€peiIuBaHHA. Y JE€Hb HpPU3HAYECHHS
JOCTIIKYBAHOTO JTIKyBaHHS OLIHIOBAJIN KOHIIEHTPAIIIf0
reMOTJIO0IHY Ta apTepiaIbHUM THCK.




JloTpyMaHHS peKUMY JIIKYBaHHS

JlocnmipKkyBaHUM TIpenapaT BBOAWBCS Y BUTJISII MiAIIKIpHOT (TITIN)
1H’€eKIIi1 Ha KIIIHIYHOMY MalJaH4uKy TOCIHITHUIIBKAM TIEPCOHAIIOM,
o OyJI0 3aJOKYMEHTOBAHO B IIPOTOKOJI JOCIHIKEHHs. BBeneHHs
JOCITIJIPKYBAHOT'O Tpenapary, BKIYal0uH 4ac i AaTy, peecTpyBajin y
dbopmi CRF.

16. Kpurepii orinku
e(hEeKTUBHOCTI

[lepBuHHI:
- Yactka cyO’€KTiB, SIKI JOCSTJIM MJABUIICHHS KOHIIGHTpAIli

reMorjo0iHy Ha > 1 T/m1 BIJHOCHO BHUXIJHOTO PIBHS HPOTATOM
28 MHIB TOCTILTH MTPOTITOM MEPIOAY JIIKYBaHHS Ta 10 2 MICSIIIB MTiCJIS
OCTaHHbOI 03U JOCHIJUKYBAaHOTO JIIKYBaHHS 3a BIJCYTHOCTI
MepeMBaHHs CPUTPOIMUTIB ab0 JiKyBaHHS TMpenapaTamu, 10
CTUMYIIOI0TE eputpornioe3 (ESA), 3a BiACyTHOCTI MepenuBaHHS
E€pUTPOLIUTAPHOL MACH.

BropuHHi:

- Yactka cyO’€KTiB, SIKI JOCSATJIM IJABUINCHHS KOHIIGHTpAIi
reMoro0iHy Ha > 2 r/Ai BiAHOCHO BUXIJHOTO PIiBHA MPOTIroM 28
JTHIB TIOCIILJTb TIPOTATOM TIEPioAy JIIKYBaHHS Ta JI0 2 MICSIIIB IMiCJIS
OCTaHHbOI 03U JOCHIJUKYBAaHOTO JIIKYBaHHS 3a BIJCYTHOCTI
TepeTMBaHHs EPUTPOIIUTAPHOI MacH abo ikyBaHHs ESA;

Yactka cy0’€KTiB, fKI JOCATIM KOHILEHTpAIii TreMorio0iHy
> 11 r/nn mpotarom 28 AHIB TOCTUIH MIPOTATOM TEPIOY JIKYBaHHS
Ta J10 2 MICSIIIB MiCIsi OCTAaHHBOI JO3H JOCTIKYBAHOTO JIIKYBaHHS Y
pas3i  BIACYTHOCTI TEpEIMBAaHHS EPUTPOLMTApPHOI Macu abo
nikyBanHs ESA;

- Yactka cyO’€KTiB, SIKI JOCSTJIM IABUINCHHS KOHIIGHTpAIli
reMorjgo0iHy > 2 T/m1 BIIHOCHO BHUXIJHOTO pIiBHS Ta/abo
KOHIIeHTpalii remorsodiny > 11 r/am npotarom 28 mHIB MOCIiIb
MPOTSTOM NEepioy JIKYBaHHS Ta 0 2 MICALIB MiCIs OCTAHHBOI J03U
JOCIIIJDKYBAHOTO ~ JIIKYBaHHS 3a  BIJCYTHOCTI  TEpEIMBaHHSA
epuTponMTapHoi Macu abo JikyBaHHs ESA;

- TpuBamicTh reMaTONOCTHYHOI BIAMOBIAI (7HI) BH3HAYAETHCS SIK
nepiog 4acy BiJl NEpPUIOrO MiJBUIIEHHS pPIBHSA TI'eMOIo0iHy
npuHaiMHI Ha > 1 1/m1 BiJ BUXIZHOTO PIBHSA JO OCTaHHBOTO
MiBUIICHHS TeMOTIO0IHY Ha > 1 T/171 Bii BUX1THOTO PiBHS;

- TpuBadicTh reMaTONOCTHYHOI BIAMOBIAI (7HI) BH3HAYAETHCS SIK
mepiog 4Yacy BiJl MEpPUIOro MiJBUIIEHHS pPIBHA TI'eMOrio0iHy
MpUHAWMHI HAa > 2 T/Iy1 BiJ BUXITHOTO PIBHSA JO OCTaHHBOTO
MiIBUIICHHS PIBHS TeéMOTI00iHY Ha > 2 T/JUT BiJl BUX1THOTO PiBHS;

- TpuBamicth TeMONOETUYHOI BIAMOBIAI (AHI) BU3HAYAETHCSA SIK
MepioJ] 4acy BiJ MEPIIOTO JOCSTHEHHS KOHIIGHTpAIii TeMOTiIo0iny
> 11 r/mm 10 OCTAaHHBOTO JOCSITHEHHSI KOHIICHTPAIl TeMOrIo0iHy
> 11 r/nm;

- TpuBamicTh TEeMaTOMOCTHYHOI BIAMOBIMI (IIHI) BU3HAYAETHCS 5K
nepiof yacy, MPOTATOM SIKOTO BIIEPILE CIIOCTEPITa€ThCs MiIBUILICHHS
piBHsA reMorio0iny Ha > 1 r/m1, > 2 1/an Ta/abo KOHIICHTpaIlis
reMoryiobiny Ha > 11 r/a BiJ BUX1JHOTO PiBHS IO OCTAHHBOTO pa3y,
KOJIU 30epiraeThbCsi Taka * BiMOBIIb;

- Yac pmocsArHeHHs T'e€MOIOECTHYHOI BIAMOBIAI (JHI) Ha OCHOBI
30UTBImeHHs > | T/171 BiJl BUXiTHOTO PiBHSA, IO BU3HAYAETHCS SIK Yac
Bil Tepmoi JO03M JOCHIIKYBAaHOTO JIKyBaHHS JO MEpPIIOTro
30UTBIIICHHS TEMOTII001HY Ha > 1 T/11, sIKe yTpUMYBAaJIOCs TIPOTATOM
moHaiiMenIe 28 AHIB MOCIIIIb;




- Yac AocSrHeHHS TeMaTOIOSTUYHOI BIAMOBiAI (JHI) HAa OCHOBI
30UTBIIEHHS > 2 T//1JT BiJl BUXITHOTO PiBHSA, 1[0 BU3HAYAETHCS 5K Yac
Bil TepIIol 03U JOCHIIKYBaHOTO JIKyBaHHS [0 MEPIIOro
30UTbIIIEHHS TEMOTI001HY Ha > 2 T/11, IKE YTPUMYBAJIOCS MPOTATOM
noHaiMenie 28 qHiB MOCIILIb;

- Yac mocsrHeHHs TeMaTONMOeTWYHOI BiAMOBiAI (AHI) HAa OCHOBI
reMorio0iny > 11 r/as, mo BU3HAYAEThCA SIK Yac BiJl MEpIIoOi 103U
JOCITIDKYBAHOTO JIIKYBaHHS 70 TIEPIIOTO JOCSITHEHHS TeMOTJIO0IHY
> 11 r/mn, sikuil yTpUMyBaBCs NMPOTATOM IIOHalMeHmie 28 NHIB
MOCHIJIb;

- Yac AocSrHeHHS TeMaTOIOSTUYHOI BIAMOBiAI (JHI) Ha OCHOBI
JEKUTBKOX KaTeropii KpUTEPiiB, 10 BU3HAYAETHCS K Yac BiJl MEPIIOi
J03U JTOCIIPKYBAHOTO JIIKYBaHHSI IO MEPIIOrO MiJABHUIICHHS PiBHS
reMorsio0iny > 1 r/my, > 2 v/a51 Ta/abo KOHIEHTpaIlii reMoryiooiny >
11 r/nn, sxuil yTpuMyBaBcs MNPOTATOM IIOHalMeHIIe 28 1HIB
MOCHIJIb;

- YacTka cy0’€KTiB, AKi OTpUMAJU MEPETUBAHHS E€PUTPOIMTAPHOT
macu abo mikyBamHa ESA B KOXHIM JOCHIKYyBaHIN TpyIi
JMKyBaHHS, a TaKOX MPOTATOM KOXXHOTO IUKIY KOXKHOTO
JOCTII)KYBAaHOTO JIIKYBaHHS;

- O6’exTHBHA YacTOTa BIAMOBIAl MyxauHH 3a nonoMoroi RECIST,
Bepcis 1.1;

- BwxuBanicte 0e3 mporpecyBaHHs, 110 BU3HAYAETHCS SIK Yac BiA
JaTH T0YaTKy MOTOYHOrO Kypcy XiMmioTepamii JO MepIIoro

CIIOCTEPEKEHHS 3aJJOKyMEHTOBAHOI'O IIpOrpecyBaHHs
3axXBOPIOBaHHS a00 cMepTi 3 Oy 1b-sIKO1 TPHUNHH.
JlochiAHUIIBKI:

- 3MiHa BiJI BHXIZHOTO DiBHS OioMapKepiB KICTKOBOI TKaHHMHH B
cupoBartii kposi (octeokansluH (OC), KicTKOBO-crienudiuHa JIy>KHa
docdaraza (BSAP), cupoBaTkoBuii iHTAKTHHUN MPOKOJATreH TUITY |
N-kinneuit mnponentun (PINP), cupoBatkoBuii C-kiHIeBuUit
tenenentuy konareny tumy [ (CTX) Ta TapTpar-pe3ucTeHTHa Kucia
docparaza i30dpopma-5b (TRACP-5b));

- 3MiHa MiHepadbHOI MMUIBHOCTI KicTkoBOi TkanuHu (MIIKT)
MOPIBHSIHO 3 TOYATKOBUM PIBHEM;

- YacroTa noniii, nos’a3anux 31 ckenaetoM (SRE), siki BU3HauaroThCA
SK MaTOJIOTIYHUHN MepesioM, MPOMEHEeBa Teparlis KiCTOK, XipypriyHe
BTpPYYaHHs Ha KICTKax ab0 KOMIIpECisl CIUHHOTO MO3KY;

- 3MiHM MNOpIBHAHO 3 0a30BUM pIBHEM 3a UIKAJIOK BTOMH
@yHKIiOHATBHOT OIiHKY XpoHiuHuX 3axBopioBaHb (FACIT) (Bepcis
4).

17. Kputepii ominku 0e3mnexu

- [ToGiuH1 peaxiiii, MOB’s13aHi1 3 JIKyBaHHSIM;

- Kniniuni naGopaTopHi JocmiakeHHs (TeMaToyioris, XiMisl, aHami3
ceui);

- CreuianbHi J1a0OpaTopHi JOCHIKEHHS (3aJ1i30, XapuyBaHHS,
KOaryJisisi, eHIOKPUHHA (QYHKIIis);

- ’KuTTeBi NOKA3HUKY;

- ®i3uyHUi OTJIsI;

- AHTUTINA 10 TKapChKOTO 3aco0y (COTaTepIIenT);

- CymyTHI JIIKApChKi 3aCO0M.

18. Craructuuni MeToaA

3miHHI edeKkTuBHOCTI Ta Oe3meku Oynu y3aralbHEHI ONHUCOBO 1
3BeZicHI B TaOMWINl 3a TpynmaMH JIIKYBaHHS Ta COTaTEPICTITOM
3aranoM (3 Tpymnu JiKyBaHHS pa3oM), SIKIIO HE BKazaHO iHme. J[is
y3arajbHEHHsl 0e3MepepPBHUX 3MIHHUX BHUKOPHUCTOBYBAJU OIHCOBY




CTaTUCTHUKY (KUIBKICTh CyO’€KTIB 3 MPOIYNICHUMU 3HAUYCHHSIMH,
CepelHE 3HAuYeHHs, CTaHJApPTHE BIAXWICHHS, MeilaHa, MIHIMYM 1
MakCHUMyM), SIKIIO HE 3a3HadyeHo iHme. J[ns y3arambHEeHHS
KaTeropiaJIbHUX 3MIHHUX BUKOPHUCTOBYBAIMCS YaCTOTHI PO3IOALIH
(KUTBKICTB 1 BIZICOTOK CYO’€KTIB).

[lepBunnmii aHami3 e(EeKTUBHOCTI TPYHTYBaBCS Ha Habopi 3a
npotokosioMm (PP), sikuil BKIIIOYaB ycix paHIOMI30BaHUX CyO’€KTIB,
y sSKkux Oyja MiATBEp/KEHA aHeMis, CIPUYMHEHA XiMIOTeparriero
(CIA), sixi oTpuMaiu mpuHaiMHi 1 103y TOCTiIKYBaHOTO JIIKYBaHHS
Ta mepeOyBald Ha JOCIIDKyBAaHOMY JIIKyBaHHI I[OHalMeHIe 2
Mmicsami (57 ngmiB). IlepBuHHUMII aHami3 e(QEKTUBHOCTI TaKOX
npoBouBCs 3 BukopuctanHsMm Habopy MITT (Bci pangomizoBaHi
cy0’ekTH, sIKI OTpUMaiM MpHHAWMHI 1 103y AOCHIIKYyBaHOTO
nikyBaHHs). st wacTotu BinnoBimi OyB HajgaHuil TouHUU 95 %
nosipunii intepsai ([I). Yactora Biamosizai Ta 95 % /I Oynu HagaHi
JUTsl Cy0’€KTIB, SIKI OTPUMYBAJIA IIOTH)KHEBY XiMIOTEpamito, Ta AJIs
THUX, XTO OTPUMYBaB XiMioTepamio piame. AHami3 Oe3MeKH
TIPOBOJIUBCS Ha IPyIIi OE3MEKH, SIKYy BU3HAYAIH SIK yCiX Cy0’ €KTiB, IO
OTpHUMAaJIH MPUHANMHI | 103y AOCHIHKYBAHOTO JIIKYBaHHSI.

19. llemorpadiuni
MOKA3HHUKH JIOCIIJKYBaHOT
MOMyJIsAii (cTaTh, BIK, paca,
TOIIIO)

binpuricte pocmimkyBanux Oynu Oimumu (29/30 [96,7 %]). Bcei
YYaCHUKHU JOCTiKeHHS Oynm xkiHkamu. CepeqHiil Bik (miama3oH)
ctanoBuB 51,0 (Bix 32 no 74) pokiB. [lemorpadiuni XxapakTepUCTHKN
Oynu NOJIOHUMU B yCiX TpyIax JiKyBaHHS.

Kopotkuii orasa nemorpadiyHux XapakTepUCTUK

I'pyna JiKyBaHHsi COTATEPUENTOM Vei
0,1 Mr/kr 0,3 Mr/Kkr 0,5 Mr/kr JOCTiRYBaHi
(N=8) (N=10) (N=7) (N=30)

Inanedo

MMapamerp (N=5)

(Ctats, n (%)
Kinka 5 (100%) 8 (100%) 10 (100%) 7 (100%) 30 (100%)
Bik (pokiB)
n 5 8 10 7 30
Cepenne 3HaucHns + SD 49,2 £ 10,62 51,6 £9,38 50,8 + 8,51 55,6 12,53 51,9+9.83
Meniana 52,0 51.0 50,5 55,0 51,0
Jianason 32-61 38-70 35-69 35-74 32-74
Paca, n (%)
Bini 4 (80%) 8 (100%) 10 (100%) 7 (100%) 29 (96,7%)
AM(_:puyf]nAacx,xi_iuniaHui abo 1 (20%) 0 0 0 1 (3.3%)
KOpiHHi skuTeni Ansicku
[Bara (xr)
n 5 8 10 7 30
Cepenne 3HaucHHs + SD 79,62 £9,926 | 67,38 £18,338 | 71,80£9,500 | 69,94 £9,953 [ 71,49 = 12,647
Meniana 80,00 63,50 74,00 75,00 74,55
Jlianasox 66,0 - 90,0 49,0 - 103,0 53,0-87,0 52,0-79.3 49,0 - 103,0

SD = crannapTHe BiAXWJICHHS.

20. Pe3ynbpratu
e()eKTUBHOCTI

[lepBUHHOIO KIHIIEBOIO TOUYKOIO e(eKTHBHOCTI Oymna dYactoTa
reMaTOIOeTUYHOI BiINOBI i, BU3HAYEHA K YaCTKa Cy0’ €KTIB, Y SIKHX
criocTepirajgocs MiABHUILEHHS PiBHS TeMoryiobiHy Ha > 1 r/anm Bix
BUXIHOI KOHIEHTpawlii mpoTraroM 28 1HIB TOCHUIb TPOTATOM
nepiofy JIKyBaHHs, BKIIOYAIOYM 1O 2 MICALIB MIiCHs MpHIHOMY
OCTaHHBOI O3 JOCII/DKYBaHOTO TIpemapary, 3a BiJCYTHOCTI
NepeIMBAHHS PUTPOLUTAPHOI MacH a0o sikyBaHHS ESA. I[1’sa16 3 18
(27,8 %) cyO’exTiB, ski oTpumyBamu cortarepuent (3 Tpymu
JKyBaHHS pa3oM), OyJIM BU3HAHI TAKUMHU, IO BIATOBIIN HA OCHOBI
MEPBUHHOI KiHIIEBOi TOUYKH B Habopi PP 3 BUKOpHCTaHHSIM 3HAYECHb
reMorjao0iHy, OTpUMMaHUX B ILEHTpajbHIM nadopartopii. Cepen 5
(20,0 %) oci6 y rpymi rane6o 0yB 1 cy0’ekT, sSKuii BiANOBIB Ha
mikyBanHs.  Yacrota  BigmoBimeW <y — rpymax  JIKyBaHHS
corarepuentom 0,5 mr/kr 50 %) Ta 0,3 mr/kr (33 %) Oyiia BHIIOO,
HIXK y rpynax jgikyBaHHs cotarepuentoM 0,1 mr/kr (0 %) ta miaune6o
(20 %).

Cepen 13 cy0’ekTiB, sIK1 HE BIANOBUIN Ha JIIKYBaHHS COTaTEPLIENTOM
(3 rpymu mikyBaHHS pazoMm), y 5 (38,5 %) cy0’extiB Oyno
MPOMyIIEHO a00 3MEHIIEHO MPUHAWMHI 1 103y MPOTATOM MEpioay




JKyBaHHS BIJIOBITHO J0 MpaBWI MoaudiKallii 1034, BKIIOYAI0OUH 3
cy6’exrtiB y rpymi 0,1 mr/kr ta 2 cy6’exTiB y rpymi 0,3 mr/kr. Yotupu
3 mux 5 cyO’ektiB (mo 2 y rpymax 0,1 i 0,3 mr/kr) nmocsrnu
MMOYATKOBOTO MIJBHINEHHS > 1 T/Am BiJ BHUXITHOT KOHIICHTpAIlii
reMorjo0iHy Ha 29-ii geHp abo panime, ane apyra Jo03a
cotarepuenty Oyja MpomylieHa a00 3MEHIIEHA, a I0YaTKOBE
IiABUIIEHHS reMoryio0iny He Oyio criikuMm. OnuH cy0’eKT y TpyIi
0,1 mr/kr, y sikoro He OyJ0 TOYaTKOBOTO TIIBUINEHHS PIiBHS
reMorsio0iny > 1 r/mn Ha 29-i1 nenp abo panimie, MaB BHCOKY
KOHIICHTpAIlil0 TeMOTJIO0iHYy Ha mMoyaTKoBOMY piBHI (> 11 1/mm).
Takum uymHOM, mpaBwiIa Moaudikailii J03M, IO MependadyaroTh
MpOIycK ab0 3MEHIIEHHS /103U, a He 3aTPUMKY HpPHUIOMY, MOTJIHU
MPHU3BECTH JO TOro, MO CYyO0’€KTH, SKi MajM BIANOBIAL Ha
coTarepuent, OyJu BiAHECEH1 10 KaTeropii HepecmoHaepiB. AHami3
NepBUHHOI KiHIEBOi Touku B Habopi MITT Ta anamizum 3
BUKOPUCTAHHSM  JIOKAJbHUX  JIaDOpAaTOPHUX  KOHIIEHTpAaIiit
reMoro0iHy B 000X Habopax aHaIli3iB MOKA3aJIM CXOXKI PEe3yJIbTaTH.
Hesenuki po3mipu BUOIpOK i BapiaOenbHICTh JaHUX HE J03BOJISIOTH
KIIIHIYHO 3HAYYIIy OI[iHKY '€éMOTOETUYHO1 BIMOBI/II Mi’ aKTUBHUM
JIKyBaHHSAM 1 Tulanebo abo MK 3  TpynmaMu  JIIKyBaHHS
COTaTEPIIECTITOM.

Or1iHKa KOHIIEHTPAII1 reMOTJIO01HY MPOTIroM 28-AEHHOTO Mepioay
TicJs MpUHOMY TIEPIIOi 103U MoKa3aja, 10 y TPYMax COTaTepILenTy
0,3 ta 0,5 MI/KT ciocTepiranocs CepeaHe MiABUIICHHS TeMOTI00iHY
BiJl BUXIJTHOTO PiBHS, SIKE€ JOCATANO MiKy MpUOIHU3HO uepe3 15 aHiB
MiCAs TPHIOMY, a TIOTIM 3HWKYBaJoCi JO Maike BUXIJIHHUX
KOHIeHTpauid Ha 29-if nenb. CepeaHi 3MiHM TEeMOTJIOOIHY Bif
BUXIJTHOTO PiBHS y cy0’€kTiB Tpynu cortarepuenty 0,1 mr/kr Oymu
noAiOHUMU 710 TakuX y rpymi miamne6o. OmHak cepeaHi 3MiHH Bif
BUXIJHOI KOHIIEHTpAIIil TeMOTJIO0IHY TIPOTATOM TPUBAJIOTO MEPioTy
BiJl puiioMy mepmioi 703U A0 28 AHIB MICIs MPUIOMY OCTaHHBOI
J03M JTOCIIPKYBAaHOTO Tperapary TOKa3aid, IO IiJBHIICHHS
reMoryiodiHy B yCiX rpymax JiKyBaHHS COTATEpIENTOM 3arajioM
30epirajocss MPOTIATOM YChOrO Tepioxy crmoctepexeHHs. lLle
CBITUUTH TPO T€, IIO PEXKHUM JKyBaHHS COTATEPLENITOM, SKHI
BBOJUTHCSI Yepe3 PEeryssipHI MPOMDKKH 4acy, MOXKE MIATPUMYBaTH
MiBUIICHUI PIBEHb TeMOTTI00IHY.

Jlmme 1 cy0’ext (axwii orpumyBaB 0,3 MI/KT cOTaTeplENTy)
BIJIMOBIAaB KpUTEPisIM TEeMOMOETUYHOI BIAMOBiAI HAa OCHOBI
MIIBUIICHHS] KOHIICHTpPAIIil TeMOrIO0iHy Ha > 2 I/IUT BiJl BUX1THOTO
piBus. Ulicts 3 25 (24,0 %) cy6’extiB 3 MITT, siki oTpumyBaiu
cortarepuent (3 Tpynu JTiKyBaHHS pa3oM), OyJIi BU3HAHI TAKUMHU, 10
BIJIMOBUIM Ha JIKyBaHHS Ha OCHOBI KOHIIEHTpAIlil TeMOTrjo0iHy >
11 v/mn. Cepen 5 (20,0 %) oci6 y rpymi miane6o 0y 1 cy0’ekr 3
BinnoBiaao. Cepen cy0’ekTiB, SKi OTPHUMYBald coTaTepuent, 1/8
(12,5 %), 2/10 (20,0 %) Ta 3/7 (42,9 %) cy0’ekriB y rpynax 0,1, 0,3
ta 0,5 MI/KT coTaTeplenTy, BIAMOBITHO, BBaXKAIUCS TaKUMHU, IO
BiJINOBIIM Ha JIiKyBaHHA. OMH Cy0’€KT, SKUI BIAIOBIAaB KPUTEPIIO
reMOINOETUYHOI  BIAMOBIAl, 3aCHOBAaHOMY Ha  MiJIBHUIIEHHI
reMonIo0iHy Ha > 2 I/AJT BiJi BUXiTHOTO PiBHS, TAKOX BiJIIMOBiIaB
KpUTEPIiI0, 3aCHOBAHOMY Ha KOHLIEHTpalii remMoriao0iny > 11 r/mm;
TOMY aHaJli3 FeMONOETUYHOI BIAMOBIJII HAa OCHOBI 000X KpUTEPIiB
OyB TaKUM CaMUM, SIK IPEJICTABJICHUN BHUIIIE.




AHami3 4YacTOTM TEeMaTONOCTUYHHX BIAMOBIACH Yy MiArpymax
cy0’ekTiB, cTpaTH(hIKOBAaHUX 3a 3aCTOCYBAaHHSM IIOTH)KHEBOI Ta
pigmoi Xximiorepamii, TOCTIIOBHO TIOKa3aB, IO Cy0 €KTH, SKi
OTPUMYBAJIM PIIIY XiIMIOTEparito, MaJIM BUIy YacTOTY BIMOBIAEH
Ha JIIKyBaHHS COTaTEPLENTOM, HK Ti, XTO OTPUMYBAaB IIOTH)KHEBY
ximiorepamnito. Y nepBuHHoMy aHami3i 1 3 18 (5,6 %) cy0’exTiB, sKi
OTPUMYBAJIU COTaTepLENT (3 TPYIH JIKyBaHHS Pa3oM) i IIOTUKHEBY
XiMiOTeparnito, BBAKABCS TaKUM, 1110 BiJIMOBIB, MOPIBHIHO 3 4 3 18
(22,2 %) cy0’extamu, sKi OTpUMYyBanu cortaTepuent (3 rTpymu
JIKyBaHHS pa3oM) 1 piamry XimioTepariro. AHaJOTIYHA TCHICHIIISA
criocTepiraiacs Impu aHalli3i MEpBUHHOI KIHLEBOI TOYKU B HaOOpi
MITT, ywacToTH BIAMOBIZAI Ha OCHOBI KOHIICHTpAIlli reMOTJIOOIHY
>11 r/an Ta 4YacTOTH BIAMOBIAI 3 BUKOPUCTAHHSM JIOKAJIBHUX
Ja0OpaTOpPHHUX MOKAa3HUKIB B 000X HaOOpax MaHWX I aHAmi3zy. Y
IIOMY JIOCIII/DKEHHI CYMYTHE XIMIOTEpareBTUYHE JIKYBaHHS, SKE
OTPUMYBaJIM  CyO’€KTH, HE KOHTpOJIOBajocs; 16  pi3HHX
XIMIOTepaneBTUYHHUX TMpernapariB BUKOPUCTOBYBAJIUCS B PI3HUX
koMOiHamisx. TakuM YMHOM, aHAI3 TEMOIIOETHYHOI BIAIIOBIAI MIT
OyTH YCKIQIHEHHUI TUTIOM OTPUMAHOTO PeXUMYy XimioTepamnii.
CepenHs TPUBAIICTH BiJIOBIAI 32 TIEPBUHHOIO KIiHIIEBOIO TOYKOIO
ctaHoBuna 43 nHI y cy0’€KTiB, sIKi OTpUMyBanu cortatepuent (3
IpyIH JIIKyBaHHS pa3oM), Ta 29 nHIB y cy0’€KTiB, SKi OTpHUMYBAJIN
iane0o. AHanoridyHa TEHJEHIlsl crocTepiranacs A TPUBAIOCTI
BiJIMTOBI/Ii HA OCHOBI BTOPUHHUX KiHIIEBUX TOYKOK reMaTOMOCTHIHOT
BinmoBiAi: Big 43 g0 69 mHIB y CyO’€KTiB, SKi OTpPUMYBaiu
coTtaTepient (3 rpynu JiKyBaHHS pa3oM), i 29 1HIB y cy0 €KTiB, sKi
oTpuMyBanu Iuiane6o. Yac A0 reMOnmoeTHYHOi BiAMOBiAI MOXHA
Oyno ouiHuTH Jume ans  Trpynu  corarepuenty 0,5 M/,
BUKOPHUCTOBYIOUM KpUTEpil BIAMOBIII, 3aCHOBAaHI Ha KOHIIEHTpALii
reMorio0iny > 11 r/am, Ta OCHOBI KaTeropiii MHOKUHHHUX KPUTEPiiB
MiBUIICHHS TeMOrIo0iHy Ha > 1 abo > 2 1/u1 BiJl BUXIAHOTO PiBHS
Ta/abo KoHmeHTpamii remornooiny > 11 r/mn. Jlns 3 cy0’ekriB y
rpyni cotarepuenty 0,5 MI/Kr MefiaHa 4acy 10 BiJMOBiAl IS BCIX
KaTeropi Bixmosini cranoBwia 98 nHiB y Hadopi MITT Tta 56 nHiB
y Habopi PP. Cepen 12 cy0’exTiB 3 kBasli(hiKOBAaHUMH YPAKECHHIMHU
MILIEHEN y rpymnax corarepuenty (3 rpynu JIIKyBaHHS pa3oMm), 2
(16,7 %) cy0’ekTH AOCATIIA TOBHOI BiAMOBiAl Ta 1 cy0’eKT mocsir
9acTKOBOI BIAMOBIiNI Ha 64-if neHb. Bei 3 cy0’ekTH OTpHMyBaiu
coratepuent 0,3 Mr/kr. Y rpymi miane6o 00’ €KTUBHUX BiJMOBiACH
He Oyno. CtabinpHumiA mepedir 3aXBOPIOBaHHS criocTepiraBcsiy 73 12
(58,3 %) cy0’€ekTiB 3 ypakeHHSIM MillleHeH y rpynax coTaTepLenty
(3 rpynu mikyBaHHS pasom) Ta y 2 3 4 (50,0 %) cyO’ekrtiB 3
Yp@XEHHSAM MilleHed y rpymi Iuianebo. Y cyO’ekTiB 3
HEMILNIEHEBUMHM ypakeHHsIMU a0o Ha 113-ii neHp He Oyio
3apeecTpoBaHO KOAHOI 00’€KTUBHOI BiAmoBiai. MexdiaHa yacy 1o
MpoTrpecyBaHHs CTaHOBWIIA 169 MHIB /U1 Cy0’ €KTIB, SIKi OTPHUMYBAJIH
cotatepuent (3 JiKyBaHHS pa3oM), i 157 aHiB 11t cy0’€KTIB y Tpymi
rane6o.

CepenHi BIICOTKOBI 3MiHM BijJl BHXIJHOI KOHIIEHTpAIii KiCTKOBUX
OiomapkepiB OyiH 3MIHHHMH 3 9aCOM Ta B PI3HUX Ipymnax JiKyBaHHS.
[TocnigmoBHUX TeHAEHIIH He crocTepiranocs. KinbkicTh cy0’€KTiB 3
nanumu MILKT micns 3akinuenHs nikyBanHs (113-i1 Ta 281-it aHi1)
Oyna 3aHAATO MAaJOK JJs TOBHOIIIHHOI IHTEpHpeTalii JaHuX.
UYactora BuHuKHEeHHs SRE Ttakox Oyna HeBenukow. Y 1BOX




cy0’€eKTiB, sIKi MpUiiMay coTaTepuent (3 rpymnu JiKyBaHHS pa3oM),
oymno 3arasiom 4 SRE. B omgHOro cy0’ekta B rpyIli COTaTEpLENTY
0,3 mr/kr cnoctepiragocss 3 SRE, a B 1 cy0’exkta B rpymni
corarepuenty 0,5 mr/kr — 1 SRE. ¥ rpymni muranie6o He Oy10 »0aHOT
SRE. Cepenni cymapui ©Oamu 3a mkamoro Btomu FACIT
30UTbIIMIUCS (TIOKPAIIMIINCS) TOPIBHSIHO 3 BHUXITHAM pPIBHEM Y
cy0’€KTiB, sIKi IpUIMaK coTarepuent (3 rpynu JiKyBaHHS pa3oM);
TOA1 SIK y TPyIi miane0o He CIOCTepiraiocs CTIMKOI TeHIEHIIT 10
3011bIIeHHS 200 3MEHIIIEHHS CepeIHIX CyMapHuX 0ajiB MOPIBHSIHO 3
BHXIJTHUM PIBHEM 3 TUIMHOM 4Yacy.

21. Pe3ynbratu 6e3nexu

3aranom, 20/25 (80,0 %) cy0’ekTiB, AKi OTpUMYyBaIX coTarepuent (3
rpynu JikyBaHHS pazom), Ta 5/5 (100 %) cy0’eKTiB, sIK1 OTpUMYBaIN
miane6o, moBimomuau Tpo mioHamenme 1 [P mig wac
nocnikenns. [lo6iuni peakmii (ITP) Oynu 3apeectpoBani y 6/8
(75,0 %), 7/10 (70,0 %) ta 7/7 (100 %) cyG’ekTiB y rpymnax
nikyBaHHs cotateprenTtom 0,1, 0,3 Ta 0,5 mr/kr BignosigHo. Cepen
Cy0’€eKkTiB, sIKi OTpUMYBalu coTarepuent (3 Tpynu JiKyBaHHS
pasom), HaityacTimmumu [IP 6ynu anemis (7/25 [28,0 %]), acteHis
(7/25 [28,0 %]), velitponenist (6/25 [24,0 %]) ta OmroBanHs (5/25
[20,0 %]). Cepen ocib, sixi oTpuMyBanu mianedo, Haituactimumu [1P
oymu neirpornenis (3/5 [60,0 %]) ta mynora (3/5 [60,0 %]). Crix
3a3HAYUTH, 110 HA TUII 1 9acToTy [IP, sKi crmocTepiraaucs B OKpeMux
Cy0’ekTiB 1 B Tpymax JiKyBaHHS, WMOBIPHO, BIUIMBAJH CYIYTHi
pPEXUMU XIMIOTEparii, sIki BOHU OTPHUMYBAJIH.

3aranom y 15/25 (60,0 %) cy0’€eKTiB, SIKi OTpPUMYBaJIM COTATEPLEHT
(3 rpynu nikyBaHHs paszom), Ta 4/5 (80,0 %) cy0’ekriB, sKi
oTpuMyBasIn Tutanedo, Oyno 3apeecTpoBaHO HpuHaiimHi oxne [P
> 3-ro crynensa. Hebaxani siBumia > 3 crynens Oynu y 5/8 (62,5 %),
4/10 (40,0 %) Ta 6/7 (85,7 %) cy0’exTiB y rpynax nikyBauus 0,1, 0,3
ta 0,5 mr/kr corareprenty BianosiaHo. Halmommpenimumu [TP > 3
CTyHeHs y rpymnax corarepuenty Oynu anemis (6/25 [24,0 %]) ta
HenTponeHis (6/25 [24,0 %]). Haltnomupenimum 1P > 3 ctynens y
rpymni mianebo O6yna nerirponenis (3/5 [60,0 %]).

binpmricts TP Oymu omiHeH1 TOCTIAHMKOM SIK TaKi, 1110 HE TIOB’ s13aHi
3 JOCHiKyBaHUM mpemnaparoMm. Y mecta 3 25 (24,0 %) ocil, sxi
OTPUMYBAJI COTATEPIENT (TI0 2 0cOOM B KOXKHIM TPy JIKyBaHHS),
taB 135 (20,0 %) 0cib, siki oTprMyBaIH TUIae00, CoCTePiraaucs
1oB’s13aHi 3 JTikyBaHHAM [IP (BU3HauYEeHI K MOKJIMBO, HMOBIPHO 200
TOYHO ITOB’s13aHi).

VY cy0’€eKTiB, SIKI OTPUMYBAIM COTATEPIEIIT, HE TIOBLAOMIISIIOCS TIPO
apTepiaibHy TinepTeH3ito abo TpomOoemOomiuHi sBumIa gk mpo [1P.
Amnemis Oyna 3apeectpoBana sik [IP y 7 3 25 (28,0 %) ocib, ski
OTpUMYBallM coTaTepuent (3 rpynu JiKyBaHHS pazoMm) Ta B 1 3 5
(20,0 %) cy0’exriB, sxi orpumyBanm rmianebo. Cepexn ociO, ski
OTPUMYBAJIM COTATEpPIENT, aHeMisl BUHUKIA Yy 1 ocobu B rpymi 0,1
MI/KT, y 3 0ci0 B rpymi 0,3 mr/kr iy 3 oci6 B rpymi 0,5 mr/kr.

VY nocnipkeHHI TOMEpJIo CeMepo YYAacHHUKIB: 1 yyacHHK y TIpyri
corarepuenty 0,1 Mr/kr, 3 ydYacHHKM y TpyIi COTaTepUENTy
0,3 Mr/kr 1 3 yuacHuku y rpymi cotarepuenty 0,5 mr/kr. OnuH
BUTIAJIOK cMepTi OyB 3adikcoBannii CIOMS, ane He OyB BKIIIOYCHHI
n0 KiiHiyHOI 0a3u manux. bimbmiicte cmepredt (6/7) Oynu
CIPUYMHEH] POTPECYBAaHHSM 3aXBOPIOBAHHS, a OJTHA — HEBITOMOIO
npuunHoro. HebaxkaHi sBMINA, IO TPHU3BEIH N0 CMEpPTi, Oynu
3apeecTpoBaHi y 3 cy0’€KTiB: MPOrpecyBaHHS METACTATHYHOTO




3aXBOPIOBAHHS, NOTIPUICHHS METACTaTUYHOIO paky MOJIOYHOI
3QJI03M Ta METACTaTUYHHK pak MOJIOYHOI 3aio3u. JlocnmimTHUK He
BBaXkaB, 110 xojaue [IP, sike mpu3Beno 10 cMepTi, Oyso MoB’si3aHe 3
JOCIIJKYBaHUM ITPENIAapaTOM.

VY ’aru 3 25 (20,0 %) ocil, siki oTpuMyBasiu cotaTepent (3 rpynu
JKyBaHHS pazoM), Ta B ogHoro 3 5 (20,0 %) ocib, siki oTpuMyBaiu
iane6o, cnocrepiranacs moHaiimenme 1 CIIP. Cepen cy0’ekTis,
SIK1 OTpuUMYyBaiH cotarepiient, mpo CITP mosigomismocs y 2/10 (20,0
%) cy0’exTiB y rpymi 0,3 mr/kr ta'y 3/7 (42,9 %) cy0’exTiB y Tpymi
0,5 mr/kr. binemicte CITP BuHHMKaMM y KJ1aci CHCTEMHHX OpraHiB
(KCO) murynkoBo-kumkoBux posnanie  (3/25 [12,0 %]) Ta
HOBOYTBOPEHb JOOPOSKICHUX, 3JIOSKICHUX Ta HEyTOYHeHHX (3/25
[12,0 %]). ABi CIIP Gynu oriHeH1 TOCIIiTHUKOM SIK TakKi, 10 MOXKYTh
OyTH TIOB’s3aHI 3 JIKyBaHHSIM Yy JOCHIDKEHHI: mepdopaTuBHA
BUpa3Ka HUTyHKa Ta XBopoOa y 1 cy0’ekra B IpyIli coTarepuenTy
0,5 mr/kr. Bei iHm11 HebakaHi siBuIa OyiIu OIIHEHI SK TakKi, 0 He
MIOB’s13aH1 3 JIIKYBaHHSIM.

VY m’satr 3 25 (20,0 %) cy0’ekTiB, sIKi OTpUMyBaiu cotatepuent (3
IpyNH JIKYBaHHS pa3oM), Ta B ogHoro 3 5 (20,0 %) cyG’ekTiB, siKi
oTpuMyBaiu Iulane0o, po3BuHysack MmoHaiiMeHnme 1 IIP, mio
mpu3Bena 0 BiAMIHU JOCTiIKyBaHOoro mpemnapaty. [lo6iuni peakiiii,
0 TPU3BENTH JO BIAMIHH JIOCITI/DKYBaHOTO TIpemapary, Oynu
3apeectpoBaHi y 1 3 8 (12,5 %) cy0®’exTiB y rpymi cotatepuenty 0,1
Mmr/krtay 437 (57,1 ) cy0’ekriB y rpymi cotatepuenty 0,5 Mr/kr.
VY cy0’ekTiB, fKI OTpUMYBaJIM coTarepuent (3 Tpynu JiKyBaHHS
pa3oMm), criocTepiraigocs CepeIHe IMiIBUIICHHS PiBHS T'e€MOTIIO0IHY
MOPIBHSIHO 3 BUX1HUM PiBHEM, TO/JII SIK Y Cy0 €KTIB, sIKi OTPUMYBAaU
ranebo, cepedHiii piBeHb TeMOorio0iHy 3HWKyBaBcs abo He
3a3HaBaB 3MiH. Cepe/He MiIBUILEHHS PiBHS I'eéMOII001Hy MOPIBHSIHO
3 BHUXIIHUM piBHEM Y CYyO’€KTiB, SIKi OTPUMYBAJIH COTATEPIENT,
3arasioM 30epiranocs 10 281-ro qus. Y cy0’€KTiB, Ki OTpUMYBaIN
cortarepuent (3 rpynH JiKyBaHHS pa3oM), CIIOCTEPIraiocs CepeIHe
M1BUIICHHS TeMaTOKPHUTY BiJl BUXITHOTO PiBHS, TOMI K y Cy0’€KTIB,
SKi OTPUMYBAJIM IUTANE00, CIOCTEPIralocs CEpeIHE 3HIKCHHS
Haifuactime B rpymi miaane0o. CepelHi 3MiHM TeMaTOKpPUTY BiX
BUXIHOTO PpiBHI y 3 Trpymax JiKyBaHHS COTAaTEpLENTOM
JI€MOHCTPYBaJM 3HAuHy BapiaOeibHICTh, ane y 2 BHIIUX J03aX
corarepuenty (0,3 i 0,5 Mr/kr) cmocrepiramacs TCHICHIIIS, IO
BKazye Ha Jo303aiexHe 30unbiieHHs. CepenHe 301IbLICHHS
KUTBKOCTI ~ HEUTpO(imiB  TOPIBHAHO 3  BHUXIZHHUM  pPiBHEM
crioctepiranocs y cy0’eKTiB, sIKi OTPUMYBaJH coTateplent (3 rpynu
JKyBaHHS Pa30M), TOMI SIK Y Cy0’€KTiB, sIKi OTpUMYyBaJIX TUIanedo,
OyJ10 BUSIBJICHO JKOAHOI CTiikoi TeHaeHuii. CepenHi 3MiHU KiJTbKOCTI
HEHUTPOQ1I1B MOPIBHAHO 3 BUXIAHUM PIBHEM Yy 3 rpymnax JiKyBaHHS
COTaTepLENTOM JAEMOHCTPYBAIM 3HAuHy BapiaOeNbHICTb, ale
cepelHe 30UIBIICHHS 3arajoM OyJo BHUIIUM Y TPYI COTaTEpUENTy
0,5 MI/KT MOPIBHSAHO 3 3 TpyNamu JIiIKyBaHHs COTaTEPLENTOM Pa3oM
Y3ATUMH.

He O6yno moMiTHUX BiAMIHHOCTEH MiX CyO’€KTIB, SIKI OTPHUMYBalu
cortarepuent (3 Tpymnu JiKyBaHHS pa3oM) Ta 1iane0o, y 3MiHi piBHS
reMoryio6iny, HeiTpodiaiB a00 TPOMOOLMTIB B HIKYOTO CTYIEHS
tokcnaHocTi NCI CTCAE nHa mouatkoBomy piBHI 10 3 abo 4
CTyNEHs TOKCMYHOCTI PIBHS MICJs MOYATKOBOro. 3pylleHHS y 3
rpymnax JiKyBaHHS COTAaTEpPIENTOM OyJIH BapiabenbHUMHU.




CepenHe 301TbIIEHHS KUJIBKOCTI €PUTPOLUTIB Ta PETUKYJIOLHUTIB
MOPIBHSHO 3 BHUXITHUM DPIBHEM CIIOCTEpIrajiocss y cy0’ €KTiB, sKi
OTpUMYBaJIM coTarepuenTt (3 rpynu JIIKyBaHHS pa3oM), TOII SIK Y
cy0’€KTiB, SIKIi OTpUMYBaIM TIUIale00, CepelHE 3MEHIICHHS abo
BIJICYTHICTb 3MiH Yy cepelHbOMY criocTepiranocs. CepeHi 3MiHU Bij
BHUXIJTHOTO pIBHS CITIBBITHOIICHHS EPUTPOIUTIB/PETHKYIIOIUTIB
Oynu BapiabeTbHUMH 1 HE IEMOHCTPYBAJIH MOCIIIOBHOI PI3HUII MIXK
JIIKYBaHHSIM COTATEPLENTOM Ta Tuiae0o.

CepenHi MOKa3HUKHU MiJIBUIICHHS PiBHS allaHIHaMiHOTpaHcdepasu
(AJIT) Tta acnapraraminorpanchepasu (ACT) mnopiBHSHO 3
BUXIIHUM pIBHEM 3arajoM CIOCTepirajgucs y CyO0’ €KTiB, sKi
OTPUMYBAJIM coTarepuent (3 rpynu JiKyBaHHS pa3oM), TOII K Y
Cy0’€eKkTiB, sIKIi OTpUMyBaJlu TIUIane0o, CIOCTEpIrajocs CepeiHe
3HIDKCHHS PIBHA IIUX TMOKa3HMKIB. CepeaHl 3MIHU BiJ BUXIJIHOTO
piBas AJIT ta ACT y 3 rpynax JiKyBaHHS COTaTEpIENITOM
MIPOJIEMOHCTPYBaIU 3HauHy BapiabenbHicTh. Yotupu 3 5 (80,0 %)
cy0’€eKTiB, sIKi oTpuMyBasu Tuianedo, ta 11 3 25 (44,0 %) cy0’ekTiB,
SK1 OTPAIMYBAJIA COTATEPLIEIT, MaJIX METACTA3H B TIEUiHII1, 1[0 MOTJIO
BITMHYTHU Ha koHueHTpamito AJIT ta ACT.

VY rpymi corarepuenty 0,5 Mr/kr y 5 3 7 cy0’eKTiB crocTepiraBcs
3CyB piBHS KpeaTHHIHY BiJ] HOPMAJIbHOTO Ha [MOYaTKOBOMY PiBHI J10
cryneas 1 (HaWripmmii CTymiHb MiCIsS MOYATKOBOTO DIBHS).
3HayeHHs KpEaTUHIHY B IHIIMX Ipylax JiKyBaHHS OyJaM B Mexax
HOPMH B yCiX yacoBUX To4Kax. [liJBUIIEHHS piBHA KpeaTHHIHY OyJI0
obopotHuM. KpiMm TOro, y Aeskux cy0’€KTiB I[bOTO JIOCIIIKCHHS
Oynu BiA3HAuUEHI MOTEHUIHHO YCKIAJHIOWYl (aKTOpH JIKyBaHHS
UCIUTATUHOM 1 JeriapaTtaris. CepeaHi 3MiHU BiJl BUXITHOTO PiBHS
IHIINX KJTIHIKO-XIMIYHUX TIOKa3HHKIB, IO TPEACTABIAIOTH 1HTEPEC
(myxxHa ¢ocdaraza, OinipyOiH), HE AEMOHCTPYBAIH TOCHTITOBHOI
TEH/ICHIIT 3 YacOM Y KOAHIN TpyIi JikyBaHHS. He Oyno momiTHHX
BIIMIHHOCTEH MiX CyO’€KTamH, sIKi OTpUMyBaju cortarepuent (3
TpyNy JIKYBaHHS pa3oM) Ta IUianedo, y 3MiHaX BiJl HIKYOTO
CTyHEeHs TOKCHUYHOCTI Ha IIOYaTKOBOMY pIiBHI J0 3 CTyIEHs
TOKCHYHOCTI PIiBHS IICIISI TTOYATKOBOTO. 3PYIICHD 10 4-TO CTYICHS
TOKCHYHOCTI piBHS MiCJIs TOYATKOBOI'O HE BiAOyJ0cs. 3pyIlIeHHs B 3
rpymnax JiKyBaHHS COTATEpPIENTOM Oy BapiabelbHUMHU.

CepenHe 3HWKEHHS piBHA  (DONIIKYJIOCTUMYIIIOIOUOTO TOPMOHY
(®CT') mopiBHAHO 3 BUXITHUM PiBHEM CIIOCTEPITranocs y cy0’€KTiB,
K1 mpuiiManu cotatepuent (3 rpymnu JiKyBaHHS pa3oM), TOAL SIK
Cepe/IHE MiABHINCHHS PiBHS CIOCTEpiragocs HaiuacTime y rpyrmi
iane6o. CepellHi 3MiHM Bii BUXITHOTO PiBHSA Y 3 rpynax JiKyBaHHS
COTaTEepIENTOM JEMOHCTPYBAIM 3HAYHy BapiaOeNbHICTh, aie
3arajioM IoKa3yBaJlu 3HWKEHHs BiJ BuxigHoro piBHs OCT. 3pyiieHs
piBas @CI" Bi HOPMAIEHOTO HA TIOYATKOBOMY PiBHI JI0 BUXOIY 3a
MeXi HOpManabHOrO pedepeHTHOro miana3oHy (HU3BKOro abo
BHCOKOT0) HE CIIOCTEPITaaocs B XKOIHIN 3 TPy JIIKyBaHHS.

CepenHi 3MiHU TIOPIBHSHO 3 BHUXIJHUMHU TMOKa3HUKAMH >KUTTEBO
BOXIMBUX (YHKIIH OyIu 3arajioM HEBEIMKUMH, 03 CTIHKOi
TEHJCHIIIT 3 MJIMHOM 4Yacy 1 0e3 IBHUX BiIMIHHOCTEW MiX IrpynamMu
JKyBaHHS.

ITlin wac pochimkeHHs He OylIO BHSBICHO KOJHUX KIIHIYHO
3Hauymux aHoMmanbHUX EKI-mokasHmkiB, ski 0, 3a OIIIHKOIO
JOCTIAHNKA, Malli KJIiHIYHE 3HaueHHs. Cepe/Hi 3MiHU MapaMeTpiB
EKT nopiBHSIHO 3 BUXiTHUM piBHEM OyJIH 3arajoM HEBEIHKHMH, 0e3




MOMITHUX BIIMIHHOCTI MK Cy0’€KTaMH, SKi OTPHUMYBaJIU
cotarepuent (3 rpynu JiKyBaHHS pa3oM) Ta Iareoo.

Cepenni 3MiHM BiJl BHUXIJHOTO piBHA y 3 rpynax JiKyBaHHS
coTarepuentomM Oyiau BapiaOeIbHUMH. Y KOJIHIM YacOBId TOUIll HE
CIIOCTEpIranocss BIAMIHHOCTEH Yy CKOPHUTOBAaHOMY JI0 BHXIJHOTO
piBas iHTepBami QTc wmik rpymoro mianebo Ta Trpynamu
corarepuenty (0,1 mr/kr, 0,3 mr/kr, 0,5 mr/kr a6o 3 rpymamu
JIKyBaHHS pa3oM y3saTuMmu). He Oyno mOMITHHX TEHIEHINH y vaci
moao cepenHboro iHtepBany QTc, ckopuroBaHOro Ha BUXITHUHN
piBeHb, y SKOIAHIA Tpymi JIKyBaHHA. Y OUIBIIOCTI CyO’€KTiB
inTepBasin QTc Oynmu < 450 Mcek y BCiX YacOBHX TOUYKaX y BCIX
rpynax JgikyBaHHs. AHami3 kareropiid QTc (<450 mcek, > 450 mcek,
ane < 480 mcek Ta > 480 MCeK) HE BUSBHB IMOMITHUX TEHACHIIINH y
Yaci B )KOJIHIA TPYIIi JIKYBaHHS.

22. BUCHOBOK (3aKJIFOUEHHS)

Y ’atu 3 18 (27,8 %) cy0’exTiB, SiKi OTpUMYBAJId COTATEPLICT, Ta B
1 35 (20 %) cy0’ekriB, siKi oTpuMyBaiu Iu1anebo, Oyjia BUsSBICHA
reMOIIOSTHYHA BIiAMOBIIb HA OCHOBI TMEPBUHHOI KIHIEBOI TOYKH.
Yactora BiAMOBiAI cepen CyO0’€KTIiB y Trpymax JiKyBaHHS
corarepuentom 0,5 mr/kr (50 %) ta 0,3 mr/xr (33 %) Oyna BuIIO0,
HDK y rpymax JikyBaHHs corareprentom 0,1 mr/kr (0 ) Ta mmamne6o
(20 %), 0 CBIMYUTH MPO MOKIMBY 3aJEKHICTD «J103a-BiAMOBIIbY.
Ha Bimminy Big rpynu muramebo, B SKiii HE CHoOCTepirasocs
HiABUILEHHS CEPEeIHbOI KOHIIEHTpAIlil TeMOrIo0iny, B yCixX rpymnax
JIIKYBaHHSI COTATEPIENITOM CIIOCTEPITaNocs MiABUIIEHHS CePEaHBOT
KOHIIEHTpaLili reMorio0iHy MOPIBHSHO 3 BUXIJHUM pIBHEM, SKE
3arajoM 30epirajgocs MPOTATOM YChOTO TEPIOy CIOCTEPEKCHHS.
CepenHsi KOHIICHTpALlis TeMOTJI00iIHY y Cy0’€KTiB, SIKI OTPUMYBAIIN
0,3 Ta 0,5 Mr/kr corarepuenty, TakoXX OyiaW BHUIIUMH, HIK Y
cy0’ekTiB, siki oTpumyBanu 0,1 Mr/kr corarepuenty abo miane6o.
Cepen 13 cy0’exTiB 6€3 BIAMOBIAI Ha JIKyBaHHS, SIKI OTPUMYBAJIU
cortarepuent, 5 (38,5 %) cy0’exTiB NpoOMyCTHIN NpUHaiMHI 1 103y
a00 3MEHIIWIM 1i MPOTATOM TMEpioAy JIKyBaHHS 4epe3 IMpaBHiia
Monudikarii 7o3u. Yotupu 3 mux cy0’ekTiB (10 2 cy®’€KTH rpymnax
0,1 1 0,3 Mr/kr) mocsrivM MOYATKOBOTO MIIBUINEHHS KOHIIEHTpAIi
reMoriio0iHy > 1 r/am Bix BuUXifHOrO piBHA Ha 29-U neHb abo 10
HBOTO, SIKE HE 30eperyiocst micis MponmycKy abo 3MEHIIEHHS APyroi
JI03M COTaTepIenTy. AHaN3 4aCTOTH TeMATOMOETHYHOT BIAMIOBIIl Y
MiArpynax cy0’ekTiB, cTpaTH(IKOBAaHUX 3a  3aCTOCYBaHHSIM
IIOTIKHEBOI Ta PiAmol XimioTepamii, MOCTIZOBHO IOKa3aB, IO
cy0’ekTH, SIKi OTPUMYyBAJIM PIANIy XIMIOTEpamilo, Mald BHIILY
4acTOTY BIAMOBII Ha JIIKyBaHHA coTaTeplentom. PesynbraTu mo10
Oe3rekn Ta €(EeKTUBHOCTI IHOTO JOCHIDKEHHS MOTJIH OyTh
YCKJIa/IHEeH1 TeTePOTreHHICTIO OTHOYACHUX PEKUMIB XiIMiOTepartii, ki
npuiivanu cy0’exktu. OHaK, JaHi 3 OE3MEeKH 3arajoM BiIIMOBiIaIN
BiloMoMy mpodimro  Oe3neku  corarepuenty. Jloctpokose
NPUNTUHEHHS JTOCTI/DKEHHS TIPU3BEIO O HEBEIHMKOTO PO3MIipy
BUOIPKH, TOMY TIOpDIBHAJIBHUI aHaNi3 CIHiJ I1HTEPOpeTyBaTH 3
00EPEIKHICTIO.
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