095L3T

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 IV)

Clinical Trials Report Ne 11

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, open-label, pharmacodynamics study to evaluate the
effect of sotatercept (ACE-011) on red blood cell mass and plasma
volume in subjects with solid tumors.

Clinical trial code: ST-001

. Clinical trial phase

2

. Clinical trial period

from 23-Nov-2010 to 29-Oct-2012

. Countries of clinical trial sites

United States

O 0| |

. Number of subjects

scheduled: The protocol planned for no fewer than 10 subjects
with at least 4 males or females.
actual: 4 subjects

10. Objective and secondary goals of
clinical trial

Primary:

- To measure red blood cell (RBC) mass change and plasma
volume (PV) following one 35-mg dose of ACE-011 in cancer
subjects with solid tumors.

Secondary:

- To measure PV change following one dose of ACE-011 in
cancer subjects with solid tumors;

- To evaluate the potential change in hematopoietic parameters;
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- To evaluate the safety and tolerability of ACE-011.
Exploratory:

- To evaluate treatment-related biomarkers;

- To evaluate the change in precursors in the bone marrow and
blood;

- To measure gene expression levels in hematopoiesis;

- To evaluate pharmacokinetics of ACE-011.

11. Design of clinical trial

This is a phase 2, open-label, pharmacodynamic study to measure
the change in red blood cell mass and plasma volume following
one 35 mg SC dose of ACE-011 in subjects with solid tumors.

12. Main inclusion criteria

Eligible subjects were men and women > 18 years of age with a
histologically confirmed diagnosis of a solid tumor malignancy
documented by cytology or biopsy, presence of metastatic
disease, and a Hgb value > 8,0 and < 11,0 g/dL (=80to <110 g/L).
Twenty-eight days or more must have elapsed since previous
treatment with erythropoiesis-stimulating agent (including
concurrent treatment with IV iron) and since the last RBC blood
transfusion and receipt of < 2 units of blood in the 56 days prior
to Day 1. Subjects must have also had an Eastern Cooperative
Oncology Group (ECOG) Performance status of 0-1 and adequate
renal and hepatic function. Upon enrollment, eligible subjects
were to have a life expectancy of > 6 months. Females of]
childbearing potential were to use highly effective methods of]
birth control for at least 28 days before starting the study, during
study participation and for 112 days following the last dose of
ACE-011. Additionally, these subjects must have had a medically
supervised pregnancy test that returned a negative result within 3
days prior to the start of ACE-011 administration. Finally,
subjects must have agreed to adhere to the study visit schedule,
comply with protocol requirements, and understand and sign a
written informed consent form.

13. Investigational medicinal product,
method of administration, strength

Each dose of ACE-011 was administered as a subcutaneous
injection in the upper arm or thigh.

Each subject was planned to be on the study for approximately 8
months (including the Screening Period, the Treatment Period,
and the Follow-Up Period).

The Treatment Period was planned to be up to approximately 4
months (up to 3 doses of ACE-011 to be administered every 42
days through Study Day 126) with a post-treatment Follow-Up
Period of 3 months from the subjects’ last dose of ACE-011
(through Study Day 210). Subjects who discontinued from the
Treatment Period early still continued to the Follow-Up Period for
3 months (84 days) from their last dose of ACE-011.

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

Not Applicable.
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15. Concomitant therapy

General concomitant medication usage

During screening, and during the study, subjects may take only
stable doses of medications for chronic conditions that are not
specifically excluded by the protocol. The Medical Monitor
should be consulted by the Investigator if there are any concerns
about what constitutes a stable dose or what is a chronic condition.
Concomitant medications will be recorded on the subject’s CRF
throughout the course of the study.

Concomitant medication for anemia

Concurrent therapy with a new prescription medication related to
treatment of anemia during the course of the study must first be
discussed with the Medical Monitor prior to administration,
unless appropriate medical care necessitates that medication
should begin before the Medical Monitor can be consulted.

Iron supplementation

Iron supplementation within 7 days of Day 1 (besides an oral
general multivitamin with iron) will not be allowed. If a patient
becomes iron deficient during study treatment (ferritin
< 100 ng/mL [< 224,7 pmol/L] or transferrin < 20 %), treatment
with iron supplementation is at the discretion of the investigator.
RBC transfusions

Concurrent treatment for chemotherapy-induced anemia with
blood transfusions is recommended when hemoglobin value is
<8 g/dL or at the discretion of the Investigator if the hemoglobin
value is above 8 g/dL and associated with anemia symptoms such
as hemodynamic or pulmonary compromise requiring treatment.
If a transfusion is given to a subject during the Screening Period,
ACE-011 should be administered no sooner than 28 days from the
date of the transfusion. On the day of ACE-011 administration
(study Day 1, Day 43, and Day 85), the blood pressure and other
vital signs will also be assessed to ensure that the subject is still
eligible for participation in the study.

Prohibited Concomitant Medications and Procedures
Erythropoiesis-stimulating agents (ESAs) cannot be administered
during the time between the pre-dose RBC / PV test and the post-
dose RBC / PV test. Twenty-one days after the second dose of
ACE-011 during the Treatment Period, if there is no hemoglobin
response (< 1 g/dL rise in Hgb) and the use of ESAs is indicated,
the subject should be considered a treatment failure and
discontinued from the study. If treatment with ESAs is required in
the opinion of the Investigator, the ESA label instructions are to
be followed. Intravenous (IV) iron replacement therapy for iron
deficiency anemia is not allowed during the study.

No concurrent treatments with any other investigational agent are
allowed.

Required Concomitant Medications and Procedures
Not applicable.
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16. Efficacy evaluation criteria

The primary efficacy endpoint was the change in RBC mass after
one 35-mg dose treatment with ACE-011.

The secondary efficacy endpoints included:

- Plasma volume;

- Absolute reticulocyte increase;

- Change in erythropoietin levels with any increase in hemoglobin
subtypes determined by electrophoresis;

- Changes in hemoglobin subtypes determined by hemoglobin
electrophoresis.

The exploratory endpoints included:

- Change in bone mineral density (BMD);

- Changes in serum bone specific alkaline phosphatase (BSAP)
and urinary N-telopeptide (uNTX) and other soluble or cellular
biomarkers that may be altered in response to ACE-011;

- Measurement of erythroid pre-cursors in bone marrow and blood
using flow cytometry;

- Measurement of gene expression profiles in mononuclear cells
isolated from bone marrow;

- Concentrations of ACE-011 in serum.

17. Safety evaluation criteria

The primary safety endpoint was the incidence of treatment-
emergent adverse events (TEAEs) and serious adverse events
(SAEs), vital sign and laboratory abnormalities, and abnormal
electrocardiogram (ECG) measurements. All toxicities were
summarized by relative and absolute frequency, severity grade
(according to National Cancer Institute (NCI) Common
Terminology for Adverse Events (CTCAE) version 4.0), and
relationship to treatment. Formation of anti-drug antibodies was
also monitored.

18. Statistical methods

All efficacy and safety analyses were based on the Treated
Population, which is defined as all subjects who took at least 1
dose of study medication. Assuming standard deviation of]
5,5 mL/kg for the intrapatient difference in erythrocyte mass, a
sample size of 10 has at least 90 % power to detect a difference of]
5,9 mL/kg pre- and post-ACE-011 therapy at one sided 5 %
significance level based on a paired t-test.

Efficacy:

According to the protocol, descriptive statistics were to be
performed for RBC mass and plasma volume pre- and post-
ACE-011 therapy. However, there were not enough subjects
enrolled and treated in the study to perform any statistical
analyses.

Safety:

ACE-011 exposure was summarized. Adverse events, vital sign
measurements,  clinical ~ laboratory  information, ECG
interpretations, and concomitant medications was tabulated and
summarized by tumor type. All toxicities were summarized by
relative and absolute frequency, severity grade (according to the
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currently active minor version of NCI CTCAE version 4.0), and
relationship to treatment. Serious adverse events (SAEs) were
listed separately. Safety information obtained during the Follow-
up period during each segment was incorporated into these
analyses.

An internal Data Monitoring Committee (DMC) reviewed
summaries of the hematopoietic endpoints, including RBC and
PV, 29 days post-dose of the last subject being enrolled.

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

Five subjects were enrolled in the study. One subject died during
the screening period and is not included in the Treated Population.
The remaining 4 subjects, of which 2 were female and 2 were
male, were treated in the study. Three of the 4 subjects were
Black/African American and 1 subject was White. The mean age
of subjects was 61.8 years. All treated subjects were evaluated for
safety, but efficacy was not evaluated due to the small number of|
subjects.

Demographic and Baseline characteristics

All Subjects

Baseline Characteristics (N=4)
Age (years)
n 4
Mean 61.8
D 8.73
Median 59.0
Min, Max §5.0, 74.0
Age distribution n (v)
>68 1(25.0)
<=65 3 (75.0)
Sex n (%)
F 2 ( 50.0)
M 2 ( 50.0)
Race n (v
BLACK OR AFRICAN AMERICAN 3 (75.0)
WHITE 1( 25.0)
Weight (kg)
n 4
Mean 71.3
D 22.37
Median 8.1
Min, Max 44.0, 91.0
Height (cm)
n 4
Mean 165.8
8D 15.47
Median 163.2
Min, Max 149.9, 187.0
Diastolic BP (mmHg)
n 4
Mean 7.5
£D 15.33
Median 82.5
Min, Max 56.0, 89.0

All Subjects
Baseline Characteristics (N=4)

Systolic BP (mmHg)
n

Mean 132.3

8D 16.28
Median 138.0

Min, Max 109.0, 144.0

Temperature (°C)
n

Mean 36.3
sD 0.31
Median 36.1
Min, Max 36.1, 36.7

20. Efficacy results

Only 2 of the 4 subjects treated with ACE-011 were assessed for
RBC mass. Due to the small number of subjects and low number
of doses that were administered, efficacy analyses were not
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performed. The effect of ACE-011 on RBC mass remains
inconclusive.

By-subject listings are available for hemoglobin measurements,
RBC plasma volume, bone marrow density, and bone biomarkers.

21. Safety results

All treated subjects (100 %) had at least | TEAE. The only TEAEs
reported by more than | subject were vomiting (n = 3; 75%) and
peripheral edema (n = 2; 50%). The system organ classes (SOCs)
demonstrating the highest proportion of TEAEs were
gastrointestinal disorders and infections and infestations (n = 3;
75%). TEAEs are listed by preferred term in Table 1. Most TEAEs
were Grade 1 or 2 in severity, and no events were suspected of]
being related to ACE-011. No subjects discontinued due to AEs.

Table 1: Summary of Treatment-Emergent Adverse Events by
Preferred Term and Frequency

All Subjects

Preferred Term N=4

Subjects with More Than 1 TEAE 4(100.0)
Vomuting 3(75.0)
Oedema peripheral 2(50.0)
Abdonunal distension 1(25.0)
Abdonunal pain 1(25.0)
Anaemia 1(25.0)
Anxiety 1(25.0)
Ascites 1(25.0)
Cardiogenic shock 1(25.0)
Cardio-respiratory arrest 1(25.0)
Constipation 1(25.0)
Dehydration 1(25.0)
Device dislocation 1(25.0)
Device-related infection 1(25.0)
Dyspnoea exertional 1(25.0)
Erythema 1(25.0)
Escherichua infection 1(25.0)
Gastrooesophageal reflux disease 1(25.0)
Headache 1(25.0)
Hyperglycaemia 1(25.0)
Hypertension 1(25.0)
Hypocalcaemia 1(25.0)
Hypokalaenua 1(25.0)
Hypomagnesaemia 1(25.0)
Hyponatraenua 1(25.0)
Hypotension 1(25.0)
Infected skin ulcer 1(25.0)
Insomnia 1(25.0)
Musculoskeletal pain 1(25.0)
Myocardial infarction 1(25.0)
Nasopharyngitis 1(25.0)
Nausea 1(25.0)
Oral candidiasis 1(25.0)
Preumopernitoneum 1(25.0)
Procedural pain 1(25.0)
Skin ulcer 1(25.0)
Thrombocytopenia 1(25.0)
Wound infection staphylococcal 1(25.0)
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TEAE = treatment-emergent adverse event

Three (75 %) subjects experienced AEs that were Grade 3 or
higher during the study. None of the Grade 3 or higher AEs was
attributed to administration of ACE-011. Three (75 %) subjects
had at least 1 SAE during the study (Table 2). The SOC with the
highest proportion of subjects demonstrating SAEs was
gastrointestinal disorders (n = 2; 50%).

Table 2: Summary of All Serious Adverse Events in Treated
Subjects

All Subjects

Preferred Term N=4

Subjects with at least 1 SAE 3(75.0)
Abdominal pain 1(25.0)
Cardiogenic shock 1(25.0)
Cardio-respiratory arrest 1(25.0)
Dehydration 1(25.0)
Device dislocation 1(25.0)
Hyponatraenua 1(25.0)
Infected skan ulcer 1(25.0)
Pneumopenitoneum 1(25.0)
Procedural pain 1(25.0)

SAE = serious adverse event

Immunogenicity data were available for one subject who received
3 doses of ACE-011. While on active treatment, the subject tested
negative for anti-ACE-011 antibodies on Study Days 1, 43 and
85. On Study Day 232, the antibody tests returned a positive
result. Two subjects died during the study (Table 3). One subject
died while on the study and another subject discontinued the study
due to disease progression and died 6 days later. In addition, a
third subject was diagnosed with lung cancer died from
respiratory failure before completing the screening period.

Table 3: By-subject Listing of Grade 5 Adverse Events While on
Active Treatment

Relationship to ACE- AE start
Grade 5 Event' on Study Day Study Day of Death
Metastatic Gastric Cancer’ Not suspected Study Day 31 Study Day 31
Cardiogenic Shock Not suspected Study Day 120 Study Day 123
Cardio-respiratory Arrest Not suspected Study Day 123 Study Day 123

AE = adverse event

 Preferred term

® Worsening abdominal pain started on Study Day 17 (Grade 3)
and was listed as a Grade S event on Study Day 31. However, this
SAE was not fatal. Two attempts were made to query the site
requesting the addition of metastatic gastric cancer to the AE case
report form (CRF), but the site refused. Metastatic gastric cancer
is documented in the CRF on the death report page. Upon internal
reconciliation, the event of worsening abdominal pain was




095L3T

considered ongoing at death but not fatal. The mismatch was
resolved; supporting documentation is provided.

The first subject was previously diagnosed with metastatic gastric
cancer. The subject had a medical history of anemia, nocturia,
anorexia, emphysema, hiatal hernia, nausea, shortness of breath,
fatigue, hypertension, anxiety, diarrhea and stomach pain. The
subject was not taking any concomitant medications for cancer
treatment at this time. Starting on Study Day 7 and Study Day 14,
the subject experienced vomiting and gastroesophageal reflux
disease (GERD), respectively. On Study Day 17, the subject
experienced the SAE of Grade 3 worsening abdominal pain. A CT
scan was performed and ruled out an obstruction; however,
evidence of an infiltrating tumor mass was revealed, along with
progression of pulmonary metastasis and esophagitis. An
esophagogastroduodenescopy confirmed tumor recurrence. The
subject discontinued study drug on Study Day 25. This subject
died on Study Day 31; the cause of death was listed as gastric
cancer. The events of vomiting, GERD, and abdominal pain were
considered ongoing until time of death, and were not suspected of
being related to ACE-011.

The second subject was previously diagnosed with Stage IV
esophageal cancer with metastases to the liver and bone. The
subject also had a medical history of diabetes, hypertension,
hyperlipidemia, weight loss, dysphagia, bone metastases, GERD,
pain associated with cancer, hypomagnesemia, diarrhea,
gastrostomy tube, and allergies to adhesive tape and Tegaderm.
The subject received irinotecan and cisplatin for cancer treatment
from Study Day -71 through Study Day 98. During the study, the
subject experienced several Grade 3 SAEs, including abdominal
pain due to dislodged esophageal stent, anemia, dehydration,
abdominal pain following endoscopic procedure (occurred on two
occasions), ascites, pneumoperitoneum, hyponatraemia, and
soreness of gastrostomy tube site. Treatments were administered
for each SAE (except pneumoperitoneum) and none of the SAEs
were suspected of being related to ACE-011. The subject
completed treatment per protocol and received his last dose of
ACE-011 on Study Day 98. Of note, the subject had a very poor
prognosis of esophageal cancer with metastases and, 4 days prior
to death, the subject started cancer therapy regimen number 4 with
carboplatin 490 mg and paclitaxel 420 mg. The subject was
admitted to the hospital with complaints of near syncope,
generalized weakness, acute onset of slurred speech, drooping of]
the angle of the mouth and confusion on Study Day 120. The
subject denied chest pain, shortness of breath and dizziness,
among other symptoms. Physical examination revealed weakness,

a soft and mildly distended abdomen with some pitting edema,




bilateral lower extremity edema with serous fluid oozing and mild
blood around the gastrostomy tube. During admission, he was
monitored for an acute ST segment eclevated myocardial
infarction, hypotension, hyponatremia, and hypomagnesaemia.
Other diagnoses included acute kidney injury on chronic disease
with metabolic acidosis, and transient ischemic attack-like
syndrome. Clinical laboratory tests on Study Day 120 revealed
abnormally high troponin I (1,510 ng/mL [normal: 0,000-0,045]),
B-type natriuretic peptide (BNP) (423 pg/mL [normal: 0-99]), and
creatine kinase (CK) (414 IU/L [normal: 39-308]). On Study Day
121, the condition of the subject worsened and CK measurements
rose to 977 IU/L; troponin I remained elevated. BNP
measurements increased to 508 pg/mL on Study Day 122. The
subject experienced Grade 4 hypotension from Study Day 121 to
Study Day 122. The subject died on Study Day 123 due to Grade
5 cardiogenic shock and cardiorespiratory arrest. The SAEs were
not suspected of being related to study treatment ACE-011.

Vital signs for most subjects were within normal limits on
Screening, Treatment, unscheduled and Follow-Up Visits. One
subject reported Grade 3 hypertension on Study Day 85.
Throughout the study, most ECG measurements were assessed as
abnormal, not clinically significant. The same subject with Grade
3 hypertension also had an abnormal, clinically significant ECG
finding on Study Day 43. The subsequent reading on Study Day
85 was abnormal, not clinically significant, and no AE was
associated with the ECG measurement.

22. Conclusion

The number of subjects in this study was too few to evaluate the
efficacy of ACE-011 on RBC mass and plasma volume. Most
TEAEs were Grade 1 or 2 in severity, and the SOCs
demonstrating the highest proportion of TEAEs were
gastrointestinal disorders and infections and infestations. Half of|
the treated subjects died; however, deaths and all TEAEs were
considered to be due to underlying disease and unrelated to
ACE-011 treatment. This study closed early due to slow subject
enrollment and unavailability of the chromium-51 injection from
the original vendor.

Applicant
(owner

of registration
certificate)

4 N \jL k )
(Signdture)

/A( uhey A f?f[ du,

(Full name)
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Honarox 30

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

(myHkT 4 po3aury IV)

3BIT
Nnpo KJiHiuHe BunpodyBanus Ne 11

1. Ha3Ba sikapchkoro 3aco0y
(32 HasIBHOCTI - HOMEDP

Binpegeiip

peeCTpaninHoro

MTOCBITYCHHS )

2. 3asBHUK Mepk lapm 1 Joym IIEA IT'M6X, [IBeitnapis
3. Bupo6Huk - [Tateon Itanis C.m.A., Itanis;

- Eypodinc Jlankactep Jlaboparopis, JIJIC, CILIA;

- MCJ] Tarepuenran I'MOX/MCJI Ipnannis (Kapnoy), Ipnanmis;
- Hysican I'M6X, HimeuunHa;

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

- Berrep ®apma-®epriryar I'mOX i
(JTanrenapren);

- Berrep ®apma-Deprirynr ['M6X 1 Ko. KI', Himeuunna (PaBencoypr,
[yTuenmTpacce 87);

- Berrep ®apma-Deprirynr ['M6X 1 Ko. KI', Himeuunna (PaBencoypr,
Moocagaiicen 2);

- Berrep ®apma-Deprirynr ['M6X 1 Ko. KI', Himeuunna (PaBencoypr,

Ko. KI', Himeuununa

XensmyT-Berrep-1lITpacce 10)

4. IpoBeneHi JOCTIHKEHHS:

mTak 0 Hi skmo Hi, 00rpyHTYBaTH

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

JlikapchKuit 3aci0 3a TOBHUM JOCh€ (ABTOHOMHE JTOCHE).
Hoga nitoua pedoBuHa.

5. IloBHa Ha3Ba KJIIHIYHOTO
BUNIPOOYBaHHS, KOJOBaHUN
HOMED KJIIHIYHOTO

Bigkpute dapmakonunamiuae mocimimkeHHs 2 dasu IS OI[IHKH
BBy cotarepuenty (ACE-011) ma macy eputpouuTiB Ta 00’e€M
IJ1a3MH Y Cy0’€KTIB 13 COMAHUMU ITyXJITUHAMU.

BUIIPOOYBAHHS KonoBanuii Homep kiaiHigHOTO BUnipoOyBanHs: ST-001
6. ®aza KIIHIYHOTO 2
BUIIPOOYBAHHS

7. Ilepion mpoBeneHHs
KJIIHIYHOT'O BUIIPOOYBaHHS

3 23 nucronaga 2010 poky no 29 xoBTHs 2012 poky

8. Kpainu, ne npoBoaunocs
KJIIHIYHE BUMPOOYBaHHS

Cronyueni llItatn AMepuku

9. KifIbKiCTh JOCTIIKYBaHUX

3arIaHoBaHa: Y TPOTOKOJI 3amjiaHoBaHO He MeHmie 10 cy0’ekTis,
MpUHANWMHI 4 YOJIOBIKH a00 JKIHKHU.

(hakTuHa: 4 JOCIIKYBAaHUX




10. Mera Ta BTOpHHHI L1
KJIIHIYHOT'O BUIIPOOYBaHHS

[epBuHHI:
- BuMmipsatu 3miny macu eputpouutiB Ta 00’emy 1miazmu (OIT) mics

npuiiomy oxaniei 35-mimirpamoBoi go3u ACE-011 y cy0’exTiB i3
COJIITHUMHU ITyXJTHHAMHU.

BropuHHi:

- Bumipstu 3miny OIl micns mpuitomy onniei go3u ACE-011 y
Cy0’€KTiB 13 COJIAHUMU Ty XJIUHAMU;

- O1iHUTY TOTEHIIIHY 3MIHY TTapaMeTPiB KPOBOTBOPEHHS,

- Ouinutu 6e3nexy Ta nepenocuMicts npemnapary ACE-011.
JlocmiTHUITbKI:

- OuinuTu 6ioMapkepH, OB’ A3aHi 3 JTIKYBaHHSM;

- OniHuTH 3MiHY PIBHS KIIITHUH-TIONEPETHHUKIB Y KICTKOBOMY MO3KY Ta
KpOBI;

- BuMmiproBaHHs piBHIB eKcIIpecii TeHiB Y KpOBOTBOPEHHI,

- Ouinntu papmakokineTnky ACE-011.

11. [qu3aiid KIIHIYHOTO
BUIIPOOYBaHHS

e Bigkpute dapmakoguHaAMIUYHE JOCHIDKEHHS 2 da3um s
BUMIPIOBaHHA 3MIHM MacH EpUTPOLHUTIB Ta 00’eMy IJIa3MH Micist
npuiiomy 35 wmr mpemnapaty ACE-011, BBeaeHOro MiaIIKIpHO, Y
CyO’€KTIB 13 COJIITHUMU MyXJIMHAMHU.

12. OcHoBHI KpuTepii
BKJIFOYCHHSA

Jlo yuacTi B IOCTIDKEHH] JOIMYCKAIUCS YOJIOBIKM Ta KIHKH BIKOM BiJI
18 pokiB 3 TICTOJNOTIYHO MiATBEPKEHUM JAiarHO30M 3JI0AKICHOT
COJIITHOT  TMyXJWHU, 33J0KYMEHTOBAaHMM  ITUTOJIOTIYHMM  abo
Ol0omCIHHUM JOCTIKCHHSIM, HasIBHICTIO METaCTaTUYHOI'O
3axBoproBaHHs Ta 3Ha4eHHsM Hgb > 8,0 Ta < 11,0 r/mn (Bix > 80 no
<110 r/m). 3 MOMEHTY MONEPEAHBOTO JIKYBaHHS IpernaparaMu, 10
CTHMYJIIOIOTH ~ €PUTPONOe3 (BKIIOYAIOUM OJHOYACHE JIIKyBaHHS
3aJ1i30M [UIIXOM BHYTPIITHHOBEHHO BBEJCHHS), a TAKOX 3 MOMEHTY
OCTaHHBOTO TEPEITMBAHHS EPUTPOIUTAPHOI MacH Ta OTPUMaHHS < 2
OJIMHUIL KPOBI MPOTITOM 56 AHIB, 10 nepeayBanu [Hio 1, mOBUHHO
MUHYTH 28 nHiB ab60 Oinbmie. Cy0’€KTH TaKOK MTOBHHHI MaTH CTaTycC
epeKTUBHOCTI 3a IuKajgoo CXiHOI KOOINEPaTUBHOI OHKOJOTIYHOI
rpyiu (ECOG) 0-1 ta anmexkBaTHy (yHKIi0O HUpOK 1 mediHku. Ha
MOMEHT BKJIFOYEHHS B JOCIHIDKCHHS OYiKyBaHA TPHUBAIICTH KHUTTA
cy0’ekTiB moBMHHA Oyna craHoBuTH > 6 wMicsamiB. JKiHKKM 3
PENpOIYKTUBHUM MOTEHI[IAIOM TOBUHHI Oyl BHKOPHUCTOBYBATH
BHCOKOC(EKTUBHI METOIM KOHTpAIICMIIii MoHaiMeHIe 28 HIB 10
MOYaTKy JOCIHIIKEHHsI, MMiJl Yyac y4yacTi B JIOCHIJUKEHHI Ta MPOTATOM
112 guiB micas npuiiomy octanHboi g03u npenapary ACE-011. Kpim
TOTO, 1Ii YYaCHUKU TOBUHHI OYyJM MPOWTH TECT Ha BariTHICTh IMiJ
MEJIMYHUM HATJISIOM, SIKHI TIOKa3aB HETAaTUBHUH PE3yJIbTaT MPOTSITOM
3 nuiB 1o nmouatky npuiiomy ACE-011. Haperri, yuacHUKH TOBUHHI
OyJIY MMOTOIUTHCS TOTPUMYBATHUCS rpadika BiABIAYBaHb JOCIIHKEHHS,
BUKOHYBaTH BHMOTU HPOTOKONY, a TAaKOX 3pPO3YMITH 1 MiJMHCATH
MMMCHMOBY 1H(QOPMOBaHY 3rojy.

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

Koxny mosy ACE-011 BBoaMIM y BUTISAl MiAIMIKIPHOI 1H €KIl B
HaIIIi94sa adbo CTETHO.

[TnanyBanmocs, 1m0 KOXEH CyO’e€KT mepeOyBaTHME B JOCIiIKEHHI
npuoIM3HO & MICAMIB (BKIIOYAIOYHM TEpioj] CKPUHIHTY, TEpioja
JIKYBaHHS Ta MEPi0J CIOCTEPEKEHHS).

[TnanyBanocs, 10 mepioj JJIKyBaHHS TPUBATHME MTPUOINU3HO 4 MicsI
(mo 3 mo3 ACE-011 koxHi 42 nni 10 126-T0 AHS OOCHIIKEHHS) 3
MepioIOM CIOCTEPEIKEHHS IICHS JIIKYBaHHS MPOTATOM 3 MICSIIB 3
MoMeHTy mnpuiiomy octanHboi no0o3u ACE-011 (mo 210-ro nHsa
JIOCJIIJDKEHHS). YUYaCHHUKH, sKi JIOCTPOKOBO NPHUIIMHWIH JIKYBaHHS,




MIPOOBKYBAIM IIEPi0]I CIIOCTEPEKEHHS NPOTAroM 3 micsiB (84 aHi) 3
MOMEHTY NpHiioMy ocTaHHbOi 103U npenapary ACE-O11.

14. IIpenapat nopiBHIHHA,
J103a, CIoci0 3aCTOCYBaHHsI,
cuia il

He 3acTocoBHO

15. CynyTHs Tepamis

3aranbHe 3aCTOCYBAaHHS CYNYTHIX MpEnaparis

[linm 9ac CKpHWHIHTY Ta MmiJ 4Yac JOCITIDKEHHS CyO0’€KTH MOXYTh
MpUiiMaTy JUIIe CTaOlIbHI 103U JIKApChbKUX 3acO01B ISl JIIKYBaHHS
XPOHIYHUX 3aXBOPIOBaHb, K1 HE BUKIIIOUEHI MPOTOKOJIOM. JloCTiqHUK
MOBUHEH MPOKOHCYJIBTYBATUCSA 3 MEIWYHUM TMPAIlIBHUKOM, SKIIO Y
HBOTO BHHHMKAIOTH Oy/Ib-Ki CyMHIBH HIOZO TOTO, IO € CTaOlIBHOIO
7103010 a00 M0 € XPOHIYHMM 3axBOproBaHHAM. CymyTHi JiKapchKi
3acobu OyIyTh 3alMCyBaTHUCA B 1HAMBIyallbHY peecTpaliiiHy gpopmy
(CRF) cy6’exTa mpOTIroM ycbOro J0CIiIKEHHS.

CyImyTHE JIIKYBaHHS aHEeMil

CynyTHIO Tepamil0o HOBUM pEIENTypHUM JKapCBhKUM 3aco00M,
OB’ SI3aHUM 3 JIIKyBaHHSM aHeMIi MiJl Yac TOCIIHKEHHs, HEOOXITHO
MoTnepeHbO0 OOTOBOPUTH 3 MEIUYHUM KOHCYJIBTAaHTOM JI0 MOYaTKy
MpUiioMy, 3a BHUHSATKOM BHIIQJKiB, KOJIM BIiJNOBiHA MeIUIHA
JIOTIOMOTa BUMarae, o0 MpuiioM JIIKapchKOro 3aco0y po3moyaBcs 10
TOrO, SIK MOXHa OyJIe TPOKOHCYJIbTYBaTHCA 3 MEIUYHUM
KOHCYJIBTAHTOM.

JoGaBku 3aiiza

[Ipuitom mpenapatiB 3amiza mpoTsirom 7 AHIB 3 1-ro gHA (OKpiM
NEPOPATBHOTO MOMIBITAMIHHOTO TMPENapary 3arajlbHOro MpU3HAYECHHS
3 3aJ7i30M) HE JO03BOJISETHCA. SIKIIO MM 4Yac JIKyBaHHs Yy MaIli€HTa
BUHUKAE nedinut 3amiza (peputun <100 Hr/mia [< 224,7 nmounb/1] abo
Tpanchepun < 20 %), TKyBaHHS MpenapaTaMu 3ajli3a MpU3HAYa€ThCS
Ha PO3Cy/1 JOCTiTHHKA.

[lepenvBaHHS €PUTPOLIUTAPHOI MacH

OnHouacHe JIIKyBaHHS aHeMii, CIPHUYMHEHOI XimioTepariero, 3
TepeTMBaHHAM KPOBI PEKOMEHIYEThCS, SIKIIIO PIBEHb TeMOTII001IHY < 8
r/an, abo Ha po3Cyld JOCHIAHHWKA, SKIIO piBEHb TIeMOTIO0IHY
TepeBUIy€e 8 /M1 1 CyNPOBOIKYETHCS TAKUMHU CUMIITOMaMU aHEMIl,
SK TeMOIWHAMi4Hi ab0 JEreHeBi YCKJIATHEHHS, M0 MOTPeOYyIOTh
JiKyBaHHS. SIKIIO MPOTATOM TMEPioy CKPUHIHTY YYAaCHUKY pOOWIIH
nepenuBanns kpoBi, ACE-011 ciix npuzHavatu He paHile, HiX 4epe3
28 NHIB 3 MOMEHTY TiepenuBaHHs KpoBi. Y aeHb npuiiomy ACE-011
(1-%1, 43-it Ta 85-i [OEHb [MOCHIIKCHHS) TaKOX BHUMIPIOETHCS
apTepiaiIbHUd THCK Ta 1HII XUTTEBO BaXJIWBI TMOKA3HUKH, 100
MEPEKOHATHUCS, 1[0 YYACHHUK BCE L€ MOXKE JOIMYCKAaTHCS 10 y4acTi y
TTOCJIIIJKEHHI.

3a00poHEH] CYNYTHI MIpemapaT Ta IPOoLeaypH
Eputpomnoes-ctumymtotoui  npenapatu  (ECII) He  moxHa
3aCTOCOBYBAaTM B TMEpioJi MDK TPOBEJCHHAM  BHMIPIOBAaHHS
EPUTPOIUTIB/00’ €My TIIIa3MHU A0 J03HM Ta BUMIPIOBAHHS €PUTPOIIMTIB/
00’eMy m1a3Mu micis no3u. Yepes ABaILATh OJUH JIeHb MIiCIs Apyroi
no3u ACE-011 mnpotsrom mepioay JiKyBaHHS, SKIIO BiJCYTHS
BiJINOBIIb 3 00Ky reMorio0iny (miasumenns Hgb < 1 r/m) i nokazano
3actocyBaHHs ECII, cy0’eKT MOBHHEH BBa)KATHUCS TAaKUM, 110 HE Ma€
BIJIMOBi/Il HA JIIKYBAaHHSI, 1 TOBUHEH OYTH BUKJIFOUEHUH 3 TOCIIIKCHHS.
Sxmo, Ha AYMKY JOCHIJHMKA, JIIKyBaHHS IIpenaparamMu 3ajiza
HeoOXigHe, CITiJ] JOTPUMYBATUCS IHCTPYKIIiM HA €TUKETII Mpenapary.




BuyTpimHboBeHHa (B/B) 3aj1i303aMiCHa Teparlis MPH 3a1i304ePiuTHIi
aHeMil He T03BOJIIETHCS M1 Yac JOCIIIHKEHHS.

He nomyckaeTbcs opHOYacHe JIiKyBaHHS —OyJb-SIKHM  1HIIUM
JOCITIPKYBaHUM HPEIapaToM.

Heo0xiaHi cynyTHI JiKapchKi 3ac00M Ta IPOIeypH

He 3acTocoBHO.

16. Kpurepii orinku
e(hEeKTUBHOCTI

[lepBUHHOIO KIHIIEBOIO TOYKOIO €(eKTHBHOCTI Oyna 3MiHAa Macu
EPUTPOITUTIB MicIIs IpuiiomMy ofHieil 1o3u 35 mr npenapaty ACE-011.
J1o BTOPMHHUX KiHLIEBUX TOYOK €(DEeKTUBHOCTI BiJHOCHIIUCS:

- O0’eM mna3mu;

- AGCOMIOTHE 301IBIICHHS PETHUKYJIOLUTIB;

- 3MiHa piBHSI €PUTPONOCTHHY MPH OYIb-IKOMY 30UIBIICHH] TiATHIIIB
reMorIo0iHy, 110 BU3HAYAETHCS 32 JOTIOMOTO0 €JIEKTPOQope3y;

- 3MIHM TIATUIB TEeMOIIOOIHY, BH3HAYEHI 3a JIOMOMOTOIO
esieKTpohope3y reMorao0iny.

J1o mOCTiTHUIBKUX KIHIIEBUX TOYOK BIJTHOCHIIHCS:

- 3MiHa MiHepanbHOI MTBHOCTI KicTKOBOT TKaHuHN (MIKT);

- 3MiHM CHpPOBATKOBOi KICTKOBOi crenudiuHoi myxHoi (ocharazu
(BSAP) ta ceuoBoro N-tenmonentuny (UNTX) Ta iHIINX PO3ZYMHHHUX
a00 KIITUHHUX O10MapKepiB, K MOXKYTh OyTH 3MiHEHI y BIIMOB1Ib Ha
npuiiom ACE-011;

- BumMmiproBaHHs1 €pUTPOITHUX MPEKYPCOPIB Y KICTKOBOMY MO3KY Ta
KPOBI 3a JIOMTOMOT0I0 MMPOTOYHOI HUTODITYyOPUMETPIT;

- BumiproBanuss npodimB ekcrpecii TEHIB 'y MOHOHYKJICApPHHUX
KIIITHHAX, BUJUICHUX 3 KICTKOBOTO MO3KY;

- Konnenparii ACE-011 y cupoBartiii KpoBi.

17. Kpurepii omiHku Oe3neku

[lepBUHHOIO KIHIIEBOIO TOYKOIO Oe3neku Oyjia 4acToTa BUHUKHEHHS
MOOIYHMX peakilid, moB’s3aHux 3 JikyBaHHsM (ITPJI), Ta cepito3Hux
nobiunux peakiii (CIIP), BigxwieHb Yy JKUTTEBO BAKIMBUX
MOKa3HUKaX Ta JJA0OpaTOPHUX TMOKAa3HHKAX, a TAKOXX BiIXWJICHb Ha
enektpokapaiorpami (EKT). Yci Tokcnuni edextn Oynu y3araibHEHi
3a BIJIHOCHOIO Ta aOCONIOTHOIO YacTOTOI, CTYIEHEM TSKKOCTI
(BiAMOBiMHO 10 3araJlbHOMPUKUHATOT TEPMIHOJIOTII MOOIYHUX SIBUII
Hamionansnoro inctutyty paky (NCI CTCAE), Bepcis 4.0) Ta
3B’A3KOM 3 JIIKyBaHHSIM. TakoX BiZICT€KYBaJIl YTBOPCHHS aHTHUTLI 0
npernapary.

18. CrarucTuyHi MeToau

VYci aHami3n epeKTUBHOCTI Ta Oe31meKn 0a3yBaJIMCS HA TOMYJIALIT, 110
oTpuUMana JiKyBaHHS, SKa BU3HAYA€ThCs SK yci Cy0’€kTH, IO
NPUWHATN [OoHaliMeHie | 103y JOCIHIKYBAHOTO IIperapary.
[Ipunyckaroun CTaHJIapTHE BIIXWJIEHHSA 5,5 MI/KT  JUIA
BHYTPIIIHBOJIIKAPHSIHOT pI3HHII B Maci EpUTPOLUTIB, BHOIpKa
po3mipom 10 oci6 mae moHaiiMente 90 % MOTyKHOCTI 17151 BUSIBICHHS
pizHuni B 5,9 mi/kr no i micas tepanii npenapatom ACE-011 npu
OJIHOCTOPOHHBOMY 5 % piBHI 3HAYYIIOCTI HA OCHOBI MAPHOTO t-TECTy.
EdekTuBHICTD:

3riIHO 3 MPOTOKOJIOM, Majia OyTH IPOBEICHA OMHCOBA CTATHCTHKA
MacH €pUTPOLMTIB Ta 00’ €My IJIa3MH J0 Ta Micis Teparlii mpenapaTom
ACE-011. Omgnak y nocnipKeHHs OyJ0 BKJIIOYEHO HEJOCTATHHO
Cy0’€KTiB, SIKI HPOXOIWIM JIKYBaHHS, 1100 MPOBECTH OyIb-sAKUI
CTaTHUCTUYHHI aHaMI3.

besmneka:

Excnozumis  ACE-011 Oyma mincymoBana. IloGiuni  peakiii,
MOKAa3HUKU JKUTTEBO BAXIJIMBUX (YHKIIH, KiIiHIKO-1abopaTopHa
iHdopmartis, inrepnpetanis EKI' ta cymyTHi jikapchki 3acobu Oynu




3BeJIcH] B TaOJMIIl Ta y3arajibHEHI 32 TUIIOM IMyXJIMHHU. YCl1 TOKCHYHI
edexTn Oynu y3arajabHEHI 32 BIIHOCHOIO Ta aOCOIIOTHOIO YacTOTOIO,
CTYIIEHEM TSDKKOCTI (BIAMOBIIHO /10 YUHHOI HA TAHUW Yac CKOPOYECHOT
Bepcii NCI CTCAE gepcii 4.0) Ta 38’s13k0M 3 JikyBaHHsIM. Cepiio3Hi
noOiuHi peakiii (CITP) Oynu HaBeneHi okpemo. [Hdpopmartis 3 Oesneky,
OTpPUMaHa I 4Yac TMepioAy CIOCTEPEKECHHS MPOTATOM KOXKHOTO
cerMeHTa, OyJia BKJIIOUEHA B 111 aHAJII3H.

Baytpimmniit Komiter 3 monitopunry manmx (KMJI) mepernsnys
3BEJICHI JaHl 100 KIiHIIEBUX TOYOK KPOBOTBOPEHHS, BKIIOYAIOUHU
noka3sHuku eputponutie Ta OIl, yepe3 29 nHIB micist BBEACHHS 103U
OCTaHHBOMY CYO0’€KTY, KM OYB BKIIOUCHHN Y TOCIIKCHHSL.

19. llemorpadiuni
MOKA3HUKH JJOCIIJKYBaHOT
MoMyJIsAii (cTaTh, BIK, paca,
TOIIIO)

Jlo nocnimkenHs 0yso 3amy4eHo 1’ STk oci6. OxHa ocoba moMepIa i
yac CKPUHIHTOBOI'O MEpiofy 1 HE BKIIOYEHA MO0 MOMyJisLii, M0
oTpuMaJa JikyBaHHs. Pemta 4 yuacHUKH, 3 SIKUX 2 )KIHKH 1 2 YOJIOBIKH,
MIPOMIILIM JIIKyBaHHS B paMKax JI0CiKeHHs. Tpoe 3 4 yqacHuKiB Oyiu
yopHOImKipuMu / adpoamepukanmsiMu 1 1 ydacHUK OyB OUIHM.
Cepenniii Bik yyacHUKIB cTaHOBUB 61,8 poky. ¥V Bcix cy0’ekTiB, fKi
OTpUMaJIM JIIKyBaHHS OyJia TpOBEJACHA OIliHKa Oe3IeKu, aje
e(EeKTHUBHICTb HE OLIHIOBAIACS Yepe3 Maly KiJIbKICTh JOCHIHKYBaHHX.

Hemorpadiuni Ta 6a30B1 XapaKTEPUCTUKH
BuxinHi XapakTepucTHKA Bci cy0’extn (N=4)

Bik (pokiB)

n 4
CepeiHe 3HaYCHHS 61,8
SD 8,73
Mepniana 59,0
Min, Max 55,0, 74,0
Bikoswuii po3nozin n (%)

>65 1(25,0)
<=65 3(75,0)
Cratb n (%)
XK 2 (50,0)
q 2 (50,0)

Paca n (%)
Yoproukipi abo adppoamepuxanmi 3(75,0)

Bini 1(25,0)
Bara (kr)

n 4
CepeniHe 3HaYCHHS 71,3

SD 22,37
Meniana 75,1

Min, Max 44,0,91,0
3pict (cMm)

n 4
CepenHe 3HaYCHHS 165,8
SD 15,47
Meniana 163,2
MiHiMyM, MaKCUMYM 1499, 187,0
Hiactomniuxuit THCK (MM PT.CT.)

n 4
CepeHe 3HAYCHHS 77,5
SD 15,33
Meniana 82,5
Min, Max 56,0, 89,0
Cucroniuauid AT (MM pT.CT.)

n 4
CepeHe 3HaYCHHS 1323
SD 16,28
Mepiana 138,0
Min, Max 109,0, 144,0

Temneparypa (°C)
n 4
CepeHe 3HaYCHHS 36,3




SD 0,31
Meniana 36,1
Min, Max 36,1, 36,7

20. Pe3synbpratu
e(heKTUBHOCTI

Tineku y 2 3 4 cy6’exTiB, ki orpumyBainu ACE-011, omintoBanu macy
epuTponmTiB. Yepe3 HEBENMKY KUIBKICTh YYaCHHMKIB Ta HHU3BKY
KUTBKICTh 3aCTOCOBAaHUX 703 aHali3 €()EeKTUBHOCTI HE TPOBOIUBCA.
Brmue  ACE-011  Ha  Macy — epUTpPOLMTIB  3aJIMIIAETHCS
HEMEePEKOHINBUM.

JIOCTYIHI CITUCKH LI0JI0 BUMIPIOBAaHHS reMOrio0iHy, 00’ eMy mia3Mu
€PUTPOITUTIB, MITLHOCTI KICTKOBOTO MO3KY Ta OioMapKepiB KiCTKOBOI
TKAHUHH JIJI KOXKHOTO Cy0’€KTa.

21. PesynbraTu 6e3mexu

V Bcix cy0’ekTiB, siki orpumanu jdikyBaHHs (100 %) cnoctepiranacs
monaimentne 1 I[MPJI. € quaumu [TPJI, mpo sxi moBigoMuiau OibIie
HiX 1 ocoba, Oynu 6moBanHs (n = 3; 75 %) Ta nepudepuyHi HaOpsAKU
(n=2; 50 %). Knacu cucremu opranis (KCO) 3 Hai{01IbII0I0 9aCTKOIO
[TPJI 6ynu nu1yHKOBO-KUIIIKOBI po3iiaay, iH(ekiii Ta iHBasii (n = 3; 75
%). Y Tabmuui 1 nepepaxosani [TPJI 3a TepmiHOM, SIKOMY HaJa€ThCs
niepeBara. bubmricts [TPJI Oymm 1 aGo 2 cTyneHs TsKKOCTI, 1 He OyIo
3aIiJJ03peHO KOAHOTO BHMAnKy, moB’s3anoro 3 ACE-011. XKonen
YYaCHHUK HE IPUITUHUB y4acTh Y JoCIiKeHH] yepes [1P.

Tabmuus 1: 3Beaena iHdopmariiss mpo nmoOivHI peakiiii, MOB’s3aH1 3
JTIKYBaHHSIM, 32 IEPEBAKHUM TEPMIHOM Ta YaCTOTOIO

TlepeBaXkHUiT TEPMiH Bei ?{S:KT“
Cy6’exrr 3 6inpm HiX 1 [TPJI 4(100,0)
BiiroBoTa 3(75,0)
[epudepuuni HaOpsku 2 (50,0)
31yTTS KUBOTA 1(25,0)
Binb y KUBOTI 1(25,0)
AHeMis 1(25,0)
TpuBora 1(25,0)
Aciut 1(25,0)
[KapmioreHHHI OIOK 1(25,0)
3yMUHKa AUXaHHS Ta CepLEeBOi AisUTbHOCTI 1(25,0)
3anop 1(25,0)
3HEBOJHEHHS 1(25,0)
3MillEHHS IPUCTPOIO 1(25,0)
[H(eKIis, MoB’13aHa 3 IPUCTPOEM 1(25,0)
Banninka npu Qi3HYHOMY HaBaHTa)KEHHI 1(25,0)
[Eputema 1(25,0)
[ndexmis, Bukankana Escherichia coli 1(25,0)
lactpoe3odareansHa pedrokcHa XBopoba 1(25,0)
[onoBHMIA 617b 1(25,0)
[inepriikemis 1(25.0)
[ineproHis 1(25.0)
[inmokanbIiemist 1(25.0)
[inokaiemist 1(25.0)
[imomarHiemis 1(25.0)
[inoHaTpieMis 1(25.0)
TinoToHis 1(25.0)
[HdikoBaHa BUpa3Ka MIKipH 1(25.0)
Be3coHHs 1(25.0)
Bisb y ckeIeTHO-M’I30Bii cucTeMi 1(25.0)
[HpapkT Miokapaa 1(25.0)
Hazodapuurit 1(25.0)
Hynora 1(25.0)
Kann103 NOpo>xHUHY poTa 1(25.0)
[THEBMOIIEpUTOHEYM 1(25.0)
Tponenypuuii 6inb 1(25.0)




Bupaska mkipu 1(25.0)

TpombonuToneHis 1(25.0)

CradinokokoBa iHdeKIis paHu 1(25.0)

[TPJI = moGivHa peakilisi, OB’ si3aHa 3 JIKyBaHHAIM

Y 1prox (75 %) cy0’ekTiB mig 4ac AociipkeHHs BUHHKIM [1P 3-ro
crynenst abo Bumie. XXoana 3 1P 3-ro crynens abo Buiie He Oyia
now’sizaHa 3 mpuilomom mnpemnapatry ACE-011. YV tprox (75 %)
cyO’€eKTiB Mif yac AOCHiIKeHHs BUHUKIA moHaiimenme 1 CIIP (ta6m.
2). KCO 3 HaWOUIBPIIOI YacCTKOK YYAaCHHKIB, SKi JEMOHCTpPYBAlH
CIIP, Oynu HUTYHKOBO-KHUIIKOBI po3iamu (n = 2; 50 %).

Tabmuus 2: 3BeneHa iHpoOpMalis PO Bei cepiio3Hi MOOIYHI peakuii y
Cy0’€KTiB, SIKi OTPHUMYBAJIU JIIKYBaHHS

[TepeBaxkHMI TepMiH Bei Cyf,eKTH
N=4
Cy6’extu 3 npunaiimai 1 CIIP 3 (75.0)
Binb y 5KUBOTI 1(25.0)
KappioreHHuit nIox 1 (25.0)
Kappuio-pecnipaTopHa 3ynuHKa 1(25.0)
3HEBOAHEHHS 1(25.0)
SMilIIEHHS TIPHCTPOIO 1(25.0)
[inoHaTpieMist 1(250)
IH(ikoBaHa BHpa3Ka MIKipH 1(25.0)
TTHeBMOIIEpUTOHEYM 1(25.0)
[pouenypHuii 6inb 1(25.0)

SAE - CIIP = cepiio3Ha mo0OiuyHa peaKiis

JlaHi mo/10 iMyHOTE@HHOCTI OYyJIM JOCTYITHI JUIS OJTHOTO Cy0’ €KTa, SIKUH
orpumaB 3 no3u ACE-011. ITix yac akTUBHOTO JIKyBaHHS pPe3yIbTaTH
tectiB Ha aHTUTIa 10 ACE-011 Oynu HeratuBHuMH Ha 1-H, 43-if Ta
85-1 mHi pocmimxkenHds. Ha 232-W neHp OOCHIIKEHHS TECTH Ha
AQHTHUTIIA JAJIM TIO3UTUBHUI pe3ynbTart. JIBO€ YHaCHUKIB TIOMEPIIH i
yac pocnimpkeHHa (Tabmums 3). OguH cy0’ekT momep Mia dYac
JOCITIJDKCHHS, a IHIIMA TPUIIMHUB YYacTh Yy JOCIIJDKCHHI dYepe3
mporpecyBaHHsl XBOpoOH 1 momep 4depe3 6 mHiB. Kpim Toro, Tperiii
Cy0’eKkT, y sIKOro OyB JIarHOCTOBaHWM pakK JIETEHIB, MOMEpP BiJ
JMXaJIbHOI HEOCTATHOCTI 0 3aBEPLICHHS Nepioly CKPUHIHTY.

Tabmuns 3: Ilepenik moOiYHMX peakuiii 5-ro CTymeHs Mia 4ac
AKTUBHOTO JIIKYBAaHHS 3a Cy0'eKTaMu

- . €Hb JOCIIPKEeHHS, B 5K
Io6iuHi sBHIIA 5 3B’5130K 3 IPUHOMOM A n A S
a Jenb novarky I1P HacTaB CMEpTENIbHUI
CTYHEHS ACE-011
BUIAI0K
MeTtactaTHIHHN pak . . .
b p He nino3proerses Jens nocunipxerns 31 Jenb nocuipxenns 3 1
ILTyHKa
KapmioreHHHi IIOK He nino3proerses Jeup nocmimpkenss 120 Jeup nocmipkenns 12
3ynHHKa cepleBo- . . .
Y °ep! . He nio3proerbes JHenw nocmipkerns 123 Jenpb gocnimpkeHss 12
IMXaJIbHOT JIisIBHOCTI

[1P = nmoGiuHa peakiis

 [IepeBakHUI TEPMIH

b TTocumennst 6010 B %KHUBOTI moYanocs Ha 17-if JeHb TOCTiIKEHHS (3-
i cTymiHb) 1 OyJ0 BIJHECEHO JIO peakiliii 5-ro crymneHs Ha 31-if 1eHb
nocmimkenns. Ognak us CIIP ve 6yna ¢atanbHoro. Byno 3pobneHo nBi
cpoOW HaIICIaTH 3amUT HAa JOCHITHUIBKHA LEHTP 3 MPOXaHHSIM
JOJaTH MeTacTaTMyHuM pak 1umyHka no [IP B iHguBigyambHY
peectpaniiiny gopmy (CRF), ane mocmigHWIBKHIA [EHTP BiAMOBIB
BIZIMOBOIO. MeTacTaTUUHHM pak HUTyHKa 3a10KyMeHToBaHO B CRF Ha
CTOPIHII 3BiTYy TIpo cMepTh. [licisi BHYTPIIIHBOTO Y3TOKEHHS TOIis




MOCUJICHHSI OOJIO B JKMBOTI Oyjla BH3HaHA TPHUBAIOYOI0 Ha MOMEHT
CMEpTI, ajie He cMepTenbHOI0. HeBiAMOBIIHICTE OYJI0 yCYHYTO, HATAaHO
MiATBEPXKYIOUY JOKYMEHTAILIIO.

VY neproro cy6’ekra paHimie OyB 11arHOCTOBaHUI METaCTATUYHUN paK
nutyHka. B anamuesi Oynm aHewis, HIKTypis, aHOpEKcis, eMdizema,
Tpuka CTPAaBOXiTHOTO OTBOPY AiadyparMu, HyAOTa, 33UILIKA, BTOMA,
TIEPTOHIs, TPUBOXKHICTh, Jiapess Ta Ol y HUIYHKY. Y IIed 4ac
YYaCHHK HE MpUHMaB XKOJHHMX CYMYyTHIX IMpenapariB Ui JIKyBaHHS
paky. Ilounnaroum 3 7-ro ta 14-rO AHS TOCHTIDKEHHS, y Cy0’ €KTa
criocTepirajgocss OroBaHHS Ta ractpoe3odareanbHa pedIroKkcHa
xBopoba (I'EPX) Bignmosigno. Ha 17-i neHp gociimpkeHHs y ¢y’ ekTa
BuHukia CIIP 3-ro crymens, mo mpusBena 10 MOCHICHHS OO0 B
YKUBOTI. ByIio mpoBeneHo komn’ r0TepHY TOMOTpadito, sika BUKITIOYHIIA
0OCTpyKIIito, IpoTe OyJU BUSABJICHI O3HAKH IHPUIBTPYIOUOT Ty X TMHHOL
MacH, a TaKOX MPOTpecyBaHHS JIETCHEBUX METacTa3iB Ta e30(arity.
E3odaroractpoayoneHockoniss MIATBEpAWIA PELUIUB  MyXJIHHU.
Cy0’€ekT NpUNMHUB NPUHOM IpenapaTy Ha 25-U JA€Hb JTOCIHIIKEHHS.
Lei#t cy6’ext momep Ha 31-i IeHb AOCHIIKEHHS; IPUYMHOIO CMEPTI
Oyno BkazaHO pak nutyHka. bmioBanus, 'EPX Ta Outb y KUBOTI
BBaYKAJIHCS TPUBAIOUMMU O MOMEHTY CMEPTI 1 He OYJIH 3aIliJ03pEeHi K
noB’s13aH1 3 mpuitomom ACE-011.

VY npyroro cy0’exra paine OyB 11arHOCTOBaHHMM pak cTpaBoxony [V
CTajii 3 MeTacTa3aMH B IEYIHKY Ta KiCTKH. B aHamHe3i Takox Oymu
niaber, rinepToHis, rinepiiniaemMis, BTparta Baru, qucdaris, MeTactazu
B kictkax, ['EPX, Oinb, moB’s13aHMii 3 pakom, TiOMarHiemis, miapes,
racTpOCTOMIYHMIN 30H[, ajepris Ha KJIEHKy cTpiuky Ta Teragepm. 3
71-ro mo 98-i neHp AOCHIHKEHHS! YYaCHUK OTPHMYBAB ipMHOTEKaH i
LUUCIUTATUH AJs JiKyBaHHsS paky. [lin dac mocmikeHHS y cy0’ekTa
BUHUKIIO Kitbka CIIP 3-ro crymeHs, Bkitoyarodu Oib Y KHBOTI Yepe3
3MIIIEHHSI CTPAaBOXIAHOTO CTEHTAa, aHEMil0, 3HEBOJAHEHHS, OiIb Y
KHUBOTI MICIIsI €HAOCKOMIYHOI MPOIeypH (TparuIsyIocs /Bidi), acIvT,
MMHEBMOIIEPUTOHEYM, TIMOHATpIEMiI0O Ta OONIOUICT, Yy JUISHIN
racTpocTOMI4HOiI TpyOKu. JIikyBaHHS OyJI0 IPU3HAUYEHO MPU KOXKHIN 3
nux CIIP (okpiM mHeBMONEpPUTOHEYMY), 1 OJHAa 3 HUX He Oyna
3amigo3pena y 3B’s3ky 3 npuitomoM ACE-011. CyG’ext 3aBepiiuB
JIKYBaHHS 3T1JIHO 3 MPOTOKOJIOM 1 oTpuMaB octanHio 103y ACE-011
Ha 98-if nenp gociimkenHs. Cinil 3a3HaYUTH, 10 Y Cy0’ €KTa OyB JTyXKe
MOTaHWM MPOTrHO3 paKy CTPAaBOXOAY 3 MeTacTazaMmu, 1 3a 4 1HI 10
cMepTi cy0’eKT posmodaB cxeMy Tepamii paky Ne 4, ska wmictuia
kapoomaTuHy 490 Mr ta naxiitakceny 420 mr. Cy0’eKT NOCTYNUB A0
JKapHi 31 CKapraMy Ha HEMPUTOMHICTb, 3aralIbHY CIa0KICTh, TOCTPUI
IPUCTYIT HEPO30IpIMBOTO MOBJEHHS, ONYILIEHHA KyTa pora 1
CIUTyTaHiCcTh cBimomocti Ha 120-if nmenp mociimkeHHA. CyO’eKT
3anepeyyBaB Oifb y TpYIsX, 3aJUIIKy Ta 3allaMOPOYEHHs, Cepen
IHIIUX cuUMITOMIB. Di3uKanabHEe OOCTEXKEHHS BHUSIBUIO CIAOKICTD,
M’SIKMH 1 371eTKa 30yTUH JKUBIT 3 JIESKUMU TOYKOBUMH HaOpsSKaMHu,
JIBOCTOPOHHIM HAOpSIK HIKHIX KiHI[IBOK 3 MPOCOYYBaHHSIM CEPO3HOI
PIOMHE 1 HE3HAYHOIO KIIBKICTIO KpPOBI HABKOJIO TacTPOCTOMIUHOT
TpyOku. Ilix wac rocmitamizamii cy0’€KT COCTepiraBcs Ha TOCTPHUI
iHpapkT Miokapaa 3 eneBauiero cermeHta ST, aprepianbHy
riMmoTeHsito, TiMOHATpPiEMil0 Ta TinoMarHiemiio. IHON aiarHO3M
BKJIIOYAJIM TOCTpE MOIIKO/PKEHHS HHMPOK Ha TJI XPOHIYHOTO
3aXBOPIOBAaHHS 3 METaOONIYHMM aIiI030M Ta TPAH3UTOPHUI




imemiyauid cunapoM. KuminiuHi naboparopHi anamizu Ha 120-if neHb
JTOCJTIJDKEHHS BUSBIIIM aHOMAJIBHO BUCOKUM piBeHB TpomoHiHy I (1510
ur/mn [Hopma: 0,000-0,045]), maTtpiifypeTuyHoro nentuay Tumy B
(BNP) (423 nr/mn [HopMma: 0-99]) Ta kpeatunkinasu (KK) (414 MO/n
[Hopma: 39-308]). Ha 121-ii meHp gochimkeHHs cTaH cy0’ekTa
noripmuBcs, mokazHuku KK 3pociu no 977 MO/n; piBeHb TPOTIOHIHY
[ 3anumaBcs miapumenum. Ha 122-if nens nocnijpkeHHs piBeHb BNP
30umbmuBes g0 S08 mr/mi. Y IOCHiKYBAaHOTO CIIOCTEpiraiacs
rinotensist 4-ro crynens 3 121-ro aua pociimxeHHs mo 122-if neHb
nociipkeHHsa. Cy0’ekT momep Ha 123-H AeHB MOCHIIKEHHS 4epes
KapAIOTEHHHUH 10K 5-TO CTYIEHS Ta KapIiOpecHipaTOpHy 3YIMHUHKY.
[Tino3pu Ha te, mo CIIP moB’s3ani 3 mikyBanHsaM npenapatom ACE-
011, ne miaTBepAMIHCS.

JKutTeBi MOKa3HUKH OIIBINIOCTI YYaCHHUKIB OyJIM B MEXaxX HOPMH ITiJT
Yac CKPUHIHTY, JIIKYBaHHS, MO3aIUIAHOBUX Ta KOHTPOJIbHUX BI3UTIB.
OnuH y4acHUK TOBIJJOMHB MPO TIMEPTEH31I0 3 CTyIeHs Ha 85-i1 JeHb
nocmimkenHs. [Ipotsrom mocmimkeHHs OunbmicTh moka3HUKiB EKI
Oynu OIliHEeHI SIK aHOMaJIbHi, ajie He KIIIHIYHO 3Hauymi. Tod camuit
YYaCHUK 3 TIepTeH31€10 3 CTyMNeHs TAKOK MaB aHOMAJIbHUH, KIIIHIYHO
sHauymui pesynbrar EKT Ha 43-it nenp gocnimkenHs. Hacrymawmii
MOKa3HUK Ha 85-if JeHb AOCHiKeHHs OyB aHOMalbHHM, aje He
KIIIHIYHO 3HAYyIIWM, 1 3 M mokasHukoM EKI' He Oyino moB’si3aHO
sxxonnoi I1P.

22. BUCHOBOK (3aKJTFOUCHHS)

KinbkicTb cy0’€KTiB y IIbOMY JOCIIKEHH] Oyiia 3aHaATO MaJor0, 100
ouinutu edexruBHicTh BBy ACE-011 Ha Macy epuTpouuTiB Ta
00’eM tutazmu. bigemricts [TPJI 6ynu 1 a6o 2 cTymeHs TSDKKOCTI, a
Haii0inbiry yacTky [1PJI cTaHOBHMIIM IITYHKOBO-KMIIKOBI PO3JIaad, a
TakoX 1H(pekIi Ta iHBa3ii. [losoBMHA y4acCHUKIB JOCITIIHKCHHS, SIKI
OTpHUMAaJIH JIIKYBaHHS IOMEpJIa; OJHAK, SIK BBa)KAJIOCs, CMEpPTh 1 BCi
[IPJI Oynm crnpuymHEHI OCHOBHHUM 3aXBOPIOBAHHAM 1 HE Oy
noB’s3aHi1 3 mikyBaHHSIM ACE-011. Ile gocmimkeHHs 0y0 TOCTPOKOBO
3aBEPIICHO 4Yepe3 TNOBUIBHUN HAOIp yYacCHUKIB 1 HEAOCTYIHICTH
1H’ €Ki XpoMy-51 Biff OpUTiHATHHOTO MOCTAYAIbHUKA.

3asBHUK (BJIACHHUK
peecTpaniiHoro
MTOCBITYCHHS )

(miammc)

Onpi A. Erag (Audrey A. Egan)
(IL.L1. B.)
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