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 12

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

An open-label, randomized, Phase 2, parallel, dose-ranging,
multicenter study of sotatercept for the treatment of patients with
anemia and low- or intermediate-1 risk myelodysplastic
syndromes (MDS) or non-proliferative chronic myelomonocytic
leukemia (CMML).

Clinical trial code: ACE-011-MDS-001

6. Clinical trial phase

2

7. Clinical trial period

from 28-Nov-2012 to 30-Apr-2018

8. Countries of clinical trial sites

France and United States

9. Number of subjects

scheduled: Approximately 140 subjects will be randomized to
achieve 75 to 115 evaluable subjects;

actual: 74 subjects in the Intent-to-treat (ITT) Population, Safety
Population, and Efficacy Evaluable Population.

10. Objective and secondary goals of
clinical trial

Primary:

The primary objective of this study was to determine a safe,
tolerable, and effective dose of sotatercept that resulted in the
greatest frequency of erythroid hematological improvement




095L3V

(HI-E) in subjects with anemia and low- or intermediate-1 (int-1)
risk MDS or nonproliferative CMML.

Secondary:

The secondary objectives of this study were to evaluate the safety
of sotatercept, rate of red blood cell (RBC) nontransfusion-
dependent efficacy (NTDE) in transfusion-dependent (TD)
subjects, time to HI-E, duration of HI-E, time to progression to
acute myeloid leukemia (TPAML), time to progression to events
of higher risk MDS (TTPHR) (ie, int-2 or high-risk International
Prognostic Scoring System [IPSS]), progression-free survival
(PES), and overall survival (OS).

11. Design of clinical trial

This was an open-label, randomized, Phase 2, parallel, dose-
ranging, multicenter study of sotatercept for the treatment of
subjects with low- and int-1 risk MDS or nonproliferative CMML,
with anemia (Hgb < 9,0 g/dL).

12. Main inclusion criteria

Subjects were to be aged > 18 years at the time of signing the
informed consent form and have documented diagnosis of MDS
or nonproliferative CMML (white blood cell [WBC] count <
13,000 /mm?®, World Health Organization [WHO]) that meets
IPSS criteria for low- or int-1 risk disease. Anemia was defined as
subjects requiring at least 2 units of RBCs within 84 days of]
enrollment for hemoglobin (Hgb) < 9,0 g/dL. Subjects were to
have had no response or loss of response to < 2 prior lines of
treatment for MDS or nonproliferative CMML, no response or
loss of response to prior treatment with recombinant human
erythropoietin (EPO) (= 40,000 U/week x 8), or darbepoetin alpha
(> 500 mcg every 3 weeks (Q3W) x 4), or low chance of response
to erythroid-stimulating agents (ESAs) reflected by endogenous
serum EPO concentration > 500 IU/L.

13. Investigational medicinal product,
method of administration, strength

Sotatercept was administered as 0,1 mg/kg, 0,3 mg/kg, 0,5 mg/kg,
1,0 mg/kg, 1,5 mg/kg, and 2,0 mg/kg injected subcutaneously
(SC) every 3 weeks (Q3W).

Five complete cycles of 21 days each of treatment on a schedule
of Q3W. Subjects who had a sustained Hgb increase or a
decreased transfusion burden by the end of Cycle 5, but for a
period < 8 consecutive weeks (potential late responders) could
continue treatment for up to an additional 3 cycles (Cycles 6 to 8)
for the purpose of meeting response criteria.

After completing 5 cycles of treatment (Treatment Period) (or up
to 8 cycles for potential late responders), subjects who qualified
for the Extension Period may have entered the Extension Period
and continue treatment, subject to rules for delay, reduction, and
discontinuation of treatment, until progressive disease (PD),
treatment failure, or other reason, as appropriate.

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

No reference therapy was used in this study.




15. Concomitant therapy

Concomitant medications were used during the study by the
majority of subjects; the common classes were musculoskeletal
system, dermatological, and alimentary tract and metabolism.

16. Efficacy evaluation criteria

Primary endpoint: Rate of HI-E starting before the completion of]
5 cycles of treatment. Subjects who had a sustained Hgb increase
or a decreased transfusion burden by the end of Cycle 5 but for a
period < 8 consecutive weeks (potential late responders) may have
continued treatment for up to an additional 3 cycles (Cycles 6 to
8) for the purpose of meeting response criteria.

Secondary endpoints: Safety of sotatercept, RBC-transfusion
independence (RBC-TTI) in transfusion dependent (TD) subjects,
time to erythroid hematological improvement (HI-E), duration of|
HI-E, time to progression to acute myeloid leukemia (TPAML),
time to progression to events of higher risk MDS (TTPHR),
progression-free survival (PFS), overall survival (OS), and
concentration of sotatercept in serum (PK).

17. Safety evaluation criteria

Safety assessments included recording of adverse events (AEs),
clinical laboratory parameters (hematology, renal, hepatic, and
endocrine  function and  other  chemistry  [serum]),
electrocardiograms (ECGs), physical examinations, vital signs
(pulse rate, systolic blood pressure [SBP] and diastolic blood
pressure [DBP], and weight), dose-limiting toxicities (DLTs), and
antidrug antibodies.

18. Statistical methods

All RBC-transfusion records after the first dose of study drug
were used to assess the response. The HI-E consisted of: the RBC-
transfusion analysis performed for subjects that require a
transfusion of > 4 units of RBCs in the 8 weeks prior to
randomization (Part 1) or start of therapy (Part 2) (ie, the
transfusion-dependent efficacy [TDE] Population); and the Hgb
analysis was performed for subjects who required a transfusion of]
< 4 units of RBCs in the 8 weeks prior to randomization (Part 1)
or start of therapy (Part 2) (ie, the NTDE Population). The
response for RBC-TT was done similarly except a response occurs
if no RBC transfusions occur in a 56-day interval instead of a
decrease of > 4 units of RBCs relative to the baseline RBC-
transfusion burden.

The time to HI-E response for subjects who respond is the time
between the randomization date (subjects in Part 1) or the start
date of therapy (subjects in Part 2) to the start date of the first 56-
day interval that the subject was evaluated to be in response. For
subjects who do not respond, the time to erythroid hematological
improvement (HI-E) response is censored at the treatment
discontinuation date. The duration of HI-E response is the end
date of the first response period minus the start date of the first
response period plus 1. The end date of the first response period
is determined by extending the first 56-day interval until a
decrease of > 4 units (adjusted to 56 days) of RBCs relative to the
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baseline RBC-transfusion burden is no longer true and then using
the previous date. The end date was 1 day prior to a transfusion.
If the first response did not end or the end date of the first response
was beyond the end of treatment date, the end of treatment date
was used. The time to acute myeloid leukemia (AML) progression
was assessed using the time between the randomization date
(subjects in Part 1) or start date of therapy (subjects in Part 2) to
the date of AML was diagnosed. The time to disease progression
was assessed using the time between the randomization date
(subjects in Part 1) or the start date of therapy (subjects in Part 2)
and the date of disease progression (AML or high risk MDS).
Overall survival was assessed using the time between start of
treatment and the death/censored date. Blood samples were
collected for antidrug antibody (ADA) and PK assessments.
Adverse events were coded according to the Medical Dictionary
for Regulatory Activities (MedDRA) Version 21.0. The intensity
of AEs was graded according to the National Cancer Institute
Common Terminology for Adverse Events (NCI-CTCAE)
Version 4.0. Clinical laboratory values were graded according to
NCI CTCAE Version 4.0 for applicable tests. Shifts from baseline
to the worst grade observed during the treatment for selected
laboratory results were provided.

Post-hoc analysis included time to resolution of hypertension.

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

The demographic and baseline disease characteristics were
generally well balanced across treatment groups. Most subjects
were male (62,2 %), white (64,9 %), and > 65 years of age
(77.0 %) with a median age of 71 years (range, 47 to 86 years).
The median baseline body weight was 76,5 kg (range, 45.8 to
118,9 kg). The median EPO level was 286,0 U/L (range, 24,6 to
4319,0 U/L), and the median RBC transfusion burden 56 days
prior to start of study treatment was 6 units, with a range of 0 to
16 units. Almost all subjects (72 [97,3 %] subjects) had received
prior ESA therapy for MDS and 29 (39,2 %) subjects used iron
chelators prior to study entry. Overall, 20 (27,0 %) subjects had
been diagnosed with MDS 2 years or less and 28 (37,8 %) subjects
over 2 years to less than 5 years. All but 2 subjects had an Eastern
Cooperative Oncology Group (ECOG) performance status of
either 0 (44,6 %) or 1 (52,7%) prior to enrollment.

20. Efficacy results

Primary Efficacy Endpoint:

Of the 74 subjects who required a transfusion of < 4 units or > 4
units of RBCs in the 8 weeks prior to randomization or start of
therapy (nontransfusion-dependent efficacy (NTDE) and
transfusion-dependent efficacy (TDE) Population), 36 (48,6 %)
experienced either a Hgb increase > 1,5 g/dL for > 8 weeks or a
reduction of > 4 units of RBCs over a period of 8 weeks. Of the
35 subjects in the 1,0 mg/kg treatment group, 21 (60,0%)
experienced either a Hgb increase > 1,5 g/dL for > 8 weeks or a
reduction of > 4 units of RBCs over a period of 8 weeks.
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For subjects who required a transfusion of < 4 units of RBCs in
the 8 weeks prior to randomization or start of therapy, HI-E was
defined as an increase > 1,5 g/dL Hgb sustained over a period > 8
weeks. Of the 12 subjects in this category (NTDE), 7 (58,3 %)
experienced a Hgb increase > 1,5 g/dL for > 8 weeks. For these
subjects, the mean (standard deviation [SD]) maximum Hgb
increase was 3.4 (1,30) g/dL. Of the 8 subjects in the 1,0 mg/kg
treatment group, 5 (62,5 %) experienced a Hgb increase >
1,5 g/dL for > 8 weeks with a mean (SD) maximum Hgb increase
of 3,3 (1,08) g/dL.

For subjects who required a transfusion of > 4 units of RBCs in
the 8 weeks prior to randomization or start of therapy, HI-E was
defined as a decrease > 4 units of RBCs transfused over a period
of 8 weeks. Of the 62 subjects in this category (TDE), 29 (46,8 %)
experienced a reduction of 4 units or more based on 8 weeks. Of
the 27 subjects in the 1,0 mg/kg treatment group, 16 (59,3 %)
experienced a reduction of 4 or more RBC units over a period of
8 weeks. For subjects who were ringed sideroblasts positive,
>57 % of subjects achieved an HI-E response. In addition,
subjects achieved an HI-E response regardless of serum EPO
levels.

Secondary Efficacy Endpoint:

- RBC-Transfusion Independence: Overall, 20 (27,0 %) subjects
in the NTDE and TDE Population combined, 8 (66,7 %) subjects
in the NTDE Population, and 12 (19.4%) in the TDE Population
experienced RBC transfusion independence in a 56-day interval.
For subjects in the 1,0 mg/kg group, 15 (42,9 %) subjects in the
NTDE and TDE Population combined, 6 (75,0 %) subjects in the
NTDE Population, and 9 (33,3 %) in the TDE Population
experienced RBC-TI in a 56-day interval. For subjects who were
ringed sideroblasts positive, > 50% of subjects in the 1,0 mg/kg
treatment group achieved RBC-TI. In addition, subjects achieved
RBC-TI regardless of baseline serum EPO levels.

- Time to HI-E Response: The majority of the subjects met
response at the first possible evaluation period. For the combined
NTDE and TDE Population, the overall median time to first
response was 2,0 days (range, 1 to 87 days). In the NTDE
Population, the overall median time to first response was 1,0 day
(range, 1 to 52 days). In the TDE Population, the overall median
time to first response was 2,0 days (range, 1 to 87 days). For
subjects in the 1,0 mg/kg group, the overall median time to first
response was 1,0 day (range, 1 to 86 days) for both the NTDE and
TDE Population combined, 1,0 day (range, 1 to 52 days) in the
NTDE Population, and 1,5 days (range, 1 to 86 days) in the TDE
Population.




- Duration of HI-E Response: For the combined NTDE and TDE
Population, the median duration of response was 96,5 days (range,
56 to 1794 days). In the NTDE Population, the median duration
of response was 175,0 days (range, 69 to 1554 days) days. In the
TDE Population, the median duration of response was 91,0 days
(range, 56 to 1794 days). For subjects in the 1,0 mg/kg group, the
median duration of response was 133,0 days (range, 58 to 1554
days) in the NTDE and TDE Population combined, 1043,0 days
(range, 69 to 1554 days) in the NTDE Population, and 96,5 days
(range, 58 to 1033 days) in the TDE Population.

- Time to Progression of AML: Overall, 2 (2,7 % [2,50 per 100
subject-years]) subjects experienced disease progression to AML:
1 subject in the 0,5 mg/kg group progressed to AML 45,6 weeks
after starting therapy and 1 subject in the 1,0 mg/kg group
progressed to AML and died due to refractory anemia 78,0 weeks
after starting therapy.

- Time to progression of higher risk MDS: Overall, 3 subjects
experienced progression to higher risk MDS: 1 subject in the
0,1 mg/kg progressed to higher risk MDS 15,1 weeks after
starting therapy, 1 subject in the 0,5 mg/kg progressed to higher
risk MDS 24,7 weeks after starting therapy, and 1 subject in the
1,0 mg/kg group progressed to higher risk MDS 67,4 weeks after
starting therapy. Both subjects in the 0,5 mg/kg and 1,0 mg/kg
group also progressed to AML.

- Progression-free survival: Overall, 17 (23,0 %) subjects
experienced disease progression or died, of whom 6 (17,1 %)
subjects were in the 1,0 mg/kg treatment group.

- Overall survival: Overall, 15 (20,3 %) subjects died, of whom 6
(17,1 %) subjects were in the 1,0 mg/kg treatment group. Of the
15 subjects who died, 1 subject in the 0,3 mg/kg treatment group
died on treatment due to a subdural hematoma that the investigator
assessed as not suspected to be related to study drug.

- Pharmacokinetics: Based on visual inspection of the individual
data, the PK profile was consistent with that reported previously
for MM subjects. Formal PK analysis was not performed due to
no further development plan for use of sotatercept in the MDS
indication.

21. Safety results

- Overall, the median exposure was 5,5 cycles (range, 2 to 57
cycles). The median exposure in the 1,0 mg/kg and 2,0 mg/kg
treatment groups was 8,0 cycles, and the median exposure for
cach of the remaining treatment groups was 5.0 cycles. Twenty-
nine (39,2 %) subjects had a dose delay, and 10 (13,5 %) subjects
had a dose reduction during the study. Of the reasons for dose
delay, AEs were the most frequent (21,6 %), followed by Hgb
measurements > 11 g/dL to <12 g/dL (17,6 %).

- During the study, 93,2 % of subjects reported at least 1
treatment-emergent AE (TEAE). The most frequently reported
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TEAEs (> 15 %) were edema peripheral (21 [28,4 %] subjects),
diarrhea (20 [27,0 %] subjects), fatigue (19 [25,7 %] subjects),
nausea (15 [20,3 %] subjects), headache and vomiting (14
[18.9 %] subjects each), decreased appetite (13 [17,6 %]
subjects]), and dizziness (12 [16,2 %] of subjects).

- The most frequently reported drug-related events (reported in
> 2 subjects) were predominantly gastrointestinal in nature (14
[18.9 %] of subjects). The majority of subjects reported TEAEs
that were Grade 1 or Grade 2 in severity. Grade 3 and 4 TEAEs
that occurred in > 2 subjects were anemia, lipase increased, colitis,
hip fracture, and platelet count decreased. Among the subjects
who had Grade 3 or Grade 4 TEAEs considered by the
investigator to be related to study drug, 1 subject in the 0,5 mg/kg
treatment group experienced Grade 3 hypertension and 1 subject
each in the 2,0 mg/kg treatment group experienced Grade 3
neutropenia and Grade 4 neutrophil count decreased.

- Fourteen subjects died off treatment and 1 subject in the
0,3 mg/kg treatment group experienced a TEAE of subdural
hematoma on treatment (Study Day 637) leading to death. The last
dose of study drug for the subject was on Study Day 604. The
TEAE was assessed by the investigator as not related to study
drug.

- Overall, 21 (28,4 %) subjects reported treatment-emergent
serious adverse events (SAEs) during the study. The treatment-
emergent SAEs that were reported for more than a single subject
included colitis, which occurred in 3 subjects, and pneumonia, hip
fracture, and anemia, which occurred in 2 subjects each. Grade 2
blood pressure increased, which occurred in 1 subject, was the
only SAE suspected to be related to study drug.

- Overall, 9 (12,2 %) subjects had TEAEs leading to study drug
discontinuation. No subjects in the 0,1 mg/kg treatment group had
a TEAE leading to study drug discontinuation. The 2,0 mg/kg
treatment group had the highest percentage of subjects with
TEAES leading to study drug discontinuation (2 [40 %] subjects).
- The proportion of subjects with TEAEs leading to study drug
interruption did not increase in a dose dependent manner. The
most frequently (> 5 % of subjects overall) reported TEAEs
leading to study drug interruption were infections and infestations
in nature (cellulitis, peritoneal abscess, sinusitis, and upper
respiratory tract infection).

- For treatment-emergent AEs of interest, 19 (25,7 %) subjects
experienced fatigue of whom 7 (9,5 %) were related, and 11
(14,9 %) subjects experienced asthenia of whom 2 (2,7 %) were
related. Neither fatigue nor asthenia were serious.

- Few subjects experienced Grade > 3 laboratory values for liver
function tests. Overall, 10 (13,5 %) subjects tested positive to anti-
sotatercept binding antibodies: 1 subject each in the 0,1 mg/kg and




0,3 mg/kg treatment groups, 3 subjects in the 0,5 mg/kg treatment
group, and 5 subjects in the 1,0 mg/kg treatment group.

- Dose-limiting toxicities, based on SBP and DBP change from
baseline and time to resolution of hypertension, were reported in
36 subjects during the study with most DLTs occurring in the
1,0 mg/kg treatment group (21 subjects). The DLT assessment
occurring in > 10 % of subjects was an increase to > 140 mm Hg
SBP; an increase to > 140 mm Hg SBP and increase > 20 mm Hg
(systolic or diastolic) compared to baseline; introduction of new
anti-hypertensive medication during treatment; and Grade > 2
hypertension reported as an AE.

- No clinically meaningful mean changes in weight and pulse rate
were observed during the study. A postbaseline mean increase in
pulse rate greater than 100 bpm was observed a few times in the
2,0 mg/kg treatment group (note that this group was represented
by only 3 subjects during the occurrences). There were no
significant postbaseline mean increases for DBP and few isolated
cases of increase of SBP in subjects with all dose groups. A single
subject presented 1 episode of SBP of 163 mm Hg. A maximum
increase from baseline of > 20 mm Hg in SBP occurred in 27
(36,5 %) subjects overall and in 14 (40,0 %) subjects in the
1,0 mg/kg treatment group. A maximum increase from baseline
of > 20 mm Hg in DBP occurred in 14 (18,9 %) subjects overall
and in 8 (22,9 %) subjects in the 1,0 mg/kg treatment group.

- Analyzing the vital signs data, Grade > 2 hypertension was
observed in 34 (45,9 %) subjects with a median onset of 26,0 days
(range, 8,0 to 65,0 days). All subjects (100 %) presented
resolution of hypertension from Grade > 2 to Grade < 1 with
median time to resolution of 9,0 days (range, 8,0 to 15,0 days).
Only 3 (8,8%) subjects met resolution to Grade < 1 after the last
dose of treatment.

- As expected from this population demography, 27 (36,5 %)
subjects reported a medical history of hypertension. Overall, 8
(10,8 %) subjects experienced a TEAE of hypertension and only
2 subjects experienced Grade 3 hypertension: 1 subject each in the
0,3 mg/kg group and 0,5 mg/kg group. The Grade 3 hypertension
for the subject treated with 0,5 mg/kg sotatercept was the only
hypertension event considered as suspected to be related to study
drug by the investigator and the subject was withdrawn from the
study as instructed in the protocol.

- The majority of subjects for whom baseline and end-of-
treatment ECG results were available had no clinically
meaningful changes in their ECG evaluations from baseline to the
end of treatment (eg, normal findings at baseline and follow-up,
abnormal not clinically significant values at baseline and follow-
up).
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22. Conclusion

Safety findings in this study were generally consistent with the
known safety profile of sotatercept. Sotatercept (ACE-011)
administered at 1,0 mg/kg SC Q3W for the treatment of anemia
(Hgb < 9,0 g/dL) was well tolerated in subjects with low- and
intermediate-1 risk MDS or nonproliferative CMML.
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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 KJiHiuHe BUNpoOyBaHHs Ne 12

1. Ha3Ba mikapcekoro 3aco0y (3a
HASIBHOCTI - HOMEpP PeeCTpalliiiHOTO

Binpeseiip

IIOCB1TYEHHS])
2. 3asiBHUK Mepxk apm i JJoym IIEA I'm6X, [IBeiinapis
3. BupoOuuk - [TaTeon Itania C.n.A., Itamis;

- Eypodinc Jlankactep Jlaboparopis, JUIC, CIIA;

- MC/J Inrepuemrnn I'm6X/MC]] Ipmanmis (Kapmoy),
Ipnanmis;

- HyBican I'M6X, Himeuunna,

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

- Berrep ®@apma-Deprirynr I'm6X 1 Ko. KI', Himeuuuna
(JTanrenapren);

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

- Berrep ®@apma-Deprirynr I'm6X 1 Ko. KI', Himeuuuna
(PaBencOypr, MoocBaiiceH 2);

- Berrep ®apma-Deprirynr I'm6X i Ko. KI', Himeuuuna
(PaBencOypr, XensmyTt-Bettep-1lTpacce 10)

4. IIpoBeneHi JOCTiKEHHS

mTak 0 Hi skmo Hi, oOrpyHTyBaTH

1) Tum JgikapchKoro 3aco0y, 3a SKUM
nmpoBoanJIacAd 2160 IIaHY€ThCA

peecTpartis

Jlikapchkuii 3aci0 3 MOBHUM J10Ch€ (ABTOHOMHE JIOCKE).
Hoga niroua peuoBuHa.

5. IloBHa Ha3Ba KJIIHIYHOTO
BUIIPOOYBaHHS, KOJOBaHUN HOMEP
KJIIHIYHOT'O BUIIPOOYBaHHS

Binkpute, pangomi3zoBase, napaieibHe, 0araToleHTPOBeE,
3 A1ara3oHoM 103, JOCIDKEHHS coTaTepuenty 2 ¢hasu A
JKYBaHHS MAIIEHTIB 3 aHEMIEIO Ta M1€JIOIUCTIIIACTUYHIUMHU
curpomamu (M/IC) Huzbkoro abo mpoMixkHOTO-1 pU3UKy
abo HEnpoTiepaTUBHOIO XPOHIYHOIO
Mi€JIOMOHOITUTAPHOIO JieikeMiero (XMJI).

KonoBanwmii Homep kmiHigyHOrOo BunpoOyBanHs: ACE-011-
MDS-001

6. @a3za KIIHIYHOTO BUIPOOYBAHHS

2

7. Ilepion mpoBeAeHHS KIIHIYHOTO
BUIIPOOYBAHHS

3 28 mucromnazaa 2012 poky mo 30 kBiTHs 2018 poky

8. Kpainu, ne mpoBoaniIocs KiIiHIYHE
BUNIPOOYBAHHS

@pamnis Ta CIIA




9. KifbKiCTh JOCTIIKYBaHUX

3arutanoBana:  [lpubmuszno 140  cyG’ektiB  OyayTh
paHzoMi30BaHi, mo0 orpuMatu Big 75 mo 115 cy0’ekTis,
SIK1 TIIJISATal0Th OIIHIOBAHHIO;

daktuuna: 74 cy0’ektu B rpym Hamipy JikyBatu (ITT),
rpyni 6e3MeKH Ta rpymi OLiHKY eEeKTUBHOCTI.

10. MeTa Ta BTOpWHHI LTI KJIIHIYHOTO
BUIIPOOYBaHHS

IlepBuHHI:
OCHOBHOIO METOIO IILOTO JOCIIPKEHHS 0yJI0 BU3HAUEHHS

Oe3reyHoi, TmepeHocuMoi  Ta  epEeKTHBHOI 03U
COTaTepIICNTy, sIKa MPU3BOJIMIA 10 HAMOIIBIIOI YaCTOTH
eputpoigHoro rematojioriunoro mokpamieHHs (HI-E) y
cy0’€KTiB 3 aHEMI€I0 Ta HU3bKUM 200 mpoMixkHUM-1 (int-1)
pusukom MJIC a6o venpomideparusHoro XMJI.
BropuHHi:

BTropuHHUMH TIJISIMH 1IBOTO JIOCIIJDKEHHS OyJId OIliHKa
Oe3reKku CcoTaTeplenty, IOKa3HWKa HeTpaHcQys3iiiHo-
sanmexknoi  edextuBHocTi  eputpouutiB  (T3E) y
TpancgysiitHo-3anexuux (T3) cy6’extiB, yacy mo HI-E,
tpuBanocti HI-E, wac nmo mporpecyBanHs m0 TocTpoi
mienoigHoi neiikemii (TPAML), yac 1o mporpecyBaHHs 10
noxiit Bumoro pusuky MJIC (TTPHR) (Tto6To, int-2 a6o
BHCOKOTO PHU3UKY 32 MIXKXHApPOJHOK MPOTHOCTUYHOIO
OoampHOO  cuctemoro  [IPSS]), BwxuBanicth  0e€3
nporpecyBanHs (PFS) ta 3aranbpna BmxkuBaHicTh (OS).

11. JIu3aiiH KJIIHIYHOTO BUIMPOOYBaHHS

Ile Oyno BigkpuTe, paHIOMI30BaHe, TmMapajeibHe, 3
Jiarma3zoHoM JI03, 0araToleHTpOBe JIOCIIJOKEHHS
cotarepuenty 2 ¢da3u s JikyBaHHs cyO’ekTiB 3 MJIC
HU3BKOTO Ta TPOMDKHOro-1 cTymeHs pusuky abo
HernposideparusHoro XMJI 3 anemiero (Hgb < 9,0 r/mn).

12. OcHOBHI KpHUTEpii BKIIOYSHHS

YyacHukyn moOBUHHI Oynm OyTm Bikom > 18 pokiB Ha
MOMEHT MiJNUCaHHSI 1HPOPMOBAHOI 3roAM Ta MaTH
3ajokymMeHToBanuii giarno3 MJIC a6o menpomideparuBHOi
XMIJI (xinmbkicTs neikorutie < 13 000 /mm3, BeecBiTHs
oprasizaiis oxoponu 310pos’s [BOO3]), mo Biamosigae
kputepism [PSS  nans  3axBoproBaHHS HU3BKOTO abo
NPOMDKHOTO-1 CTymeHs pu3UKy. AHEMis BU3HAYanacs SK
cy0’exTH, sKi moTpeOyBaiu MIOHAWMEHIIEe 2 OIMHHIb
EPUTPOIUTAPHOI MAaCH TPOTATOM 84 JTHIB TICIISl BKIIOYCHHS
B JIOCIHI/DKEHHSI, KO0 piBeHb remornobiny (Hgb) Oys
<9,0r/mn. Cy0’ext He ManmM BignoBimi abo BTpaTu
BiAnoBiAl Ha < 2 momepenHi minii nikyBanua MJIC a6o
HenporideparnBaoi XMJI, He Manmy BiMoBiAl a00 BTpaTH
BIJIMOBiAI Ha TMOMEpenHE JiKyBaHHS pPEKOMOIHAHTHUM
moacekuM — eputporoetuom  (EIIO) (= 40 000
OJl/tmxnaens x 8) abo gapoenoetuHom anbda (> 500 Mkr
koxHi 3 TrkHI (Q3W) x 4), a00 Manu HU3bKY HMOBIPHICTH
B1/IMTOB111 Ha eputpoiacTumytorodi npenapatu (ECII), mo
BiI0OpakaeThCsl EHAOTCHHOI KoHIeHTpamiero EITO B
cupoBatiii kpogi > 500 MO/x.

13. locnimkyBaHuil JliKapChKUii 3acio,
crnocib 3acTocyBaHHs, cUiIa Ail

Cotarepuent BBoawIn y no3ax 0,1 mr/kr, 0,3 mr/kr, 0,5
mr/kr, 1,0 mr/kr, 1,5 mr/kr ta 2,0 MI/Kr TiAMKIPHO KOXHI
3 tmoxHi (Q3W).

[I’sTh MOBHUX LHMKIIB JIKyBaHHS TpUBamicTio 21 1eHb,
KoxeH 3a cxemoro Q3W. Cy0’exTH, y AKUX CIIOCTEPIragocs
cTiike miaBuiieHHs piBHd Hgb abo 3MeHIIeHHS




TpaHC(y31HHOrO HaBaHTAXEHHA 10 KIHIM LUKIY 5, ane
MIPOTATOM Tepiofy < 8 THKHIB MOCHIb (MOTSHITIHHI Mi3HI
PECTIOHJICHTH),  MOTJM  MPOJOBXKYBAaTH  JIKyBaHHS
MPOTATOM 3 TOAATKOBUX MUKJIIB (IIUKJIH 3 6 10 §) 3 METOIO
JOCSITHEHHST KPUTEPiiB BiMOBIII.

[Ticna 3aBepmenHs S5 1wmkiniB  JikyBaHHsa (Ilepiox
mikyBaHHs) (200 70 8 MUKTIB JJIS MOTSHIIMHUX Mi3HIX
peakmiil) cyO’exktu, ski wmanu mnpaBo Ha Ilepiox
MOJIOBXKCHHSI, MOTJIM BCTynuTH B Ilepiog mogoBKeHHS i
NPOJIOBKHUTHU JIIKYBaHHS, 32 YMOBH JOTPUMAHHS IPABHI
I0JI0 BiICTPOYKH, CKOPOUCHHSI Ta MPUTTUHEHHSI JTIKYBaHHSI,
no mnporpecyBaHHs 3axBoproBaHHs (I13), HeBmaui
JiKyBaHHs a00 3 1HIIOI MPUYWHU, 3QJICKHO BiJl 0OCTaBHH.

14. TIpenapat nmopiBHAHHS, 1032,
croci0 3aCTOCYBaHHS, CHIIA Jii

VY 11p0My OCHIPKEHHI HE BUKOPHCTOBYBAIIU pedepeHTHY
TEpario.

15. CynyTHs Tepamis

binpiricts cy0’eKTiB MpHiiManu CymyTHI MpemapaTH Mija
Yyac JOCHIDKCHHS; HAWMOIIMPEHIIMMHU KiacaMu Oyiu
npenaparu Ui OIIOPHO-PYXOBOTO amapary,
JIepMaTOJIOTIUHI Mpenapartu, Mpenapatu JUis IITYHKOBO-
KHIIIKOBOTO TPAKTy Ta METa00JIi3MYy.

16. Kpurepii omiHku eeKTUBHOCTI

IlepBunHa kiHmeBa Touka: Yactora possutky HI-E, mo
MOYMHAETHCSI O 3aBEPIIEHHS S5 I[MKIIB JIKYBaHHS.
Cy0’exTH, y SIKUX CITOCTEpiranocs cTidke migsuimeHHs Hgb
a00 3MeHIIeHHS TpaHC()y31HHOTO HaBAaHTAXKEHHS 10 KIHIIS
5-ro MUKy, ajie MPOTATOM Tepiony < 8 THXHIB MOCHiIb
(moTeHIiiiHI Mi3HI peakuii), MOINIHM MPOJIOBXKYBATU
JKyBaHHS 10 3 AOJATKOBHX IUKJIB (IIMKIX 3 6 10 §) 3
METOIO JIOCSITHEHHSI KPUTEPIiB BIAMOBIII.

Bropunni  kiHIeBi Touku: besmeka corarepuenty,
epuTpouuTapHo-Tpancgysiiina HezanexHicTb (RBC-TI) y
Tpancdysiitno 3amexHux (T3) cyO’ekriB, dYac 10
eputpoigHoro remaronoriunoro mokpameHas (HI-E),
tpuBanicte HI-E, wac mo mporpecyBanHs 10 TOCTpOro
MmienoigHoro jeiko3y (TPAML), yac go mporpecyBaHHS
1o nonii Bumoro pusuky MJIC (TTPHR), BuxuBaHicTh
6e3 nporpecyBanns (PFS), 3aranpna BiwkuBanicts (OS) Ta
KOHIICHTpAIlisi coTarepienty B cuponarii Kposi (PK).

17. Kpurepii oiiHKH Oe3neku

Orinka 6e3neky BKIItoYana peecTpaliito NoOIYHIX peakiliit
(TTP), xmiHiuHi 7abOpaToOpHi MOKA3HUKHU (TEMaTOJOTiYH,
HUPKOBI, IEUIHKOBI1, eHIOKPUHHY (QYHKITIIO Ta 1HII XIMI4HI
MOKAa3HUKM [CHUPOBATKH KpOBi]), e€NEKTpOKapaiorpaMu
(EKT"), ¢izukanpHi 0OCTeXEeHHs, >XUTTEBI MOKA3HUKU
(dactoTa mynbCy, cuctoniuauil aprepianbHuid Tuck [CAT]
1 miactomiunuii aptepianbHuii THck [[IAT], Bara),
no3oo0mexyBanbHi TokcumuHocTi (DLT) Ta aHTHTINAG 10
JIKapChKOTO 3aC00Y.

18. CrarucTuyHi MeToau

JUist OIHKY BiAIIOBiI BUKOPHCTOBYBAIH BCi 3aIMCH PO
HEepeIMBAaHHS EPUTPOLUTAPHOI MACH MICIs MEpIloi 103U
nociipkyBaHoro npemapary. Ananiz HI-E ckimanmaBes 3:
aHai3y TepeNuBaHHs EpPUTPOLUTAPHOI MacH, SKHUi
MIPOBOUBCS AJIs Cy0’ €KTIB, sIKi TOTPEeOyBaIN TIEpETUBAHHS
>4 oAMHUIb EPUTPOLIMTAPHOT MACH IPOTATOM 8 THXKHIB /10
panmomizamii (vactuHa 1) abo mouaTKy Teparii (4acTuHa 2)
(To6TO TTOMYJISIIIS 3 TpaHChY31IHHO-3AJICIKHOIO




edexrusHicTio [T3E]); Ta anamizy Hgb, skuii mpoBoauBcs
s cyO’eKTiB, sKi mTOTpeOyBanu TmepenuBaHHI < 4
OJIMHUIb €PUTPOIMTAPHOI MACH MPOTITOM 8 THXKHIB [0
pangomizaiii (vactuna 1) abo movyaTky Tepamii (4acTuHa 2)
(robro  momynsAmis 3 HeTpaHC]y31HHO-3aJIEKHOIO
epextuBHicTio (NTDE)). Bimgmosimp mms RBC-TI
BH3HAYaJIAacs aHAJOTIYHO, 32 BUHSITKOM TOTO, 1110 BiAIOBIIb
HacTae, SKIIO TMPOTATOM S6-JI€HHOTO I1HTEpBATY HE
BiZI0OyJI0CS KOJHOT TpaHCPY3ii epUTPOLIUTAPHOI MacH, a He
3HIDKCHHS Ha > 4 OAWHHUIL EPUTPOLUTIB BITTHOCHO
BUX1/THOTO HaBaHTAXXEHHS Ha TPaHC(Y3110 EPUTPOLIMTIB.
Yac no Bignosiai HI-E mst cy6’exTiB, sKi BIAMOBIAIOTH, —
[e 9ac MK JaTor paHmomiszaiii (cy0’extu B Yactuni 1)
abo matoro modatrky Tteparmii (cy0’ektu B Yacturi 2) 1
JATOI0 TOYATKy MEepHIoro 56-ACHHOTO IHTEpBally, KOJHU
Ccy0’eKT, 3a OIIIHKOIO, BIAMOBIAaB Ha JiKyBaHHs. Jljis
cy0’€xTiB, K HE BIAMOBINAIOTH, Yac 10 EPUTPOITHOTO
remarosoriunoro nokpauieHss (HI-E) ouintoerbes Ha naty
MPUMMHEHHS NiKyBaHHs. Tpuamnicts Biamosial HI-E — me
JlaTa 3aKiHYeHHS MEePIIoro Mepioay BiAMOBiAI MiHYC Aara
MoyYaTKy mepuoro mnepiogy BiamoBiai tmoc 1. [lata
3aKiHYEHHS TMEpIIOro TIepiofy BiINOBiII BHU3HAYAETHCS
[UIIXOM MPOJIOBKEHHSI IEPIIOT0 56-I€HHOTO IHTEPBATY 10
TUX TP, MOKH 3HWKEHHS KUIBKOCTI €pPUTPOIMTIB Ha > 4
OMHUII (3 MOMPaBKOI Ha 56 AHIB) BIAHOCHO BHXITHOTO
piBHS TpaHC(y31MHOr0 HaBaHTAKEHHS HE MepecTaHe OyTU
JOCTOBIPDHUM, a TOTIM 3 BUKOPUCTaHHSIM MONEPEIHBOI
natu. Kinnesa nara — 3a 1 neHp 10 nepeiauBaHHA. SIKino
mepiia peakiiss He 3akiHumiacs abo Jara 3aKiHYCHHS
Mepuioi peakiii BUXOAWIA 3a MEXl JaTh 3aKIHUYCHHS
JiKyBaHHS, BUKOPUCTOBYBAJIH J1aTy 3aKIHUCHHS JTIKyBaHHS.
Yac p0 mporpecyBaHHS TOCTPOi MI€NOIAHOT JeiKeMmil
('MJI) omiHroBanM, BUKOPUCTOBYIOYM Yac MIXK JaTOIO
pangomizaiii (cy0’ekT B wacTuHi 1) abo JaTO0 TOYaTKy
Tepamii (Cy0’€KTH B 4YacTHHI 2) 1O AaTH BCTAaHOBICHHS
nmiaraosy I'MJI. Yac no0 mporpecyBaHHS 3aXBOPIOBaHHS
OIIIHIOBABCA SIK Yac MK JaTOI0 paHaoMi3alii (y4acHUKH
gyactuHU 1) abo pnaToro mouaTky Tepamii (Y4acHUKH
YacTHUHU 2) 1 1aTOI0 MporpecyBanHs 3axBoproBanHs (I'MJI
abo MJIC BHUCOKOTO pH3HKY). 3arajibHy BW)KHBaHICTb
OI[IHIOBAJHM, BUKOPHCTOBYIOUM 4Yac MDK TMOYaTKOM
JIKyBaHHS 1 JaTOI0 CMEPTi / IEH3YPOBAHOIO IATO0. 3pa3Ku
KpOBI1 B1IOUpany Jisi BU3HAYEHHS PiBHS aHTUHYKJICAPHUX
antutin (AHA) ta PK.

HebaxaHi siBuIIa KoayBaiucs BiAMOBIAHO 10 MeanuHoro
cioBHUKA 3 perynsropHoi misuibHOCTI (MedDRA) Bepcii
21.0. IgreHcuBHICTh HeOAXKAaHUX SBHUII OLIIHIOBAIU
BIMIOBIIHO 10  3araJbHONPHUHATOT  TEPMIHOJIOTIi
HamionanpHOro iHCTUTYTY paky His [O3HAYCHHS
HeOaxxanux sBull (NCI-CTCAE) Bepcii 4.0. Kniniusni
nabopaTopHi MOKA3HUKH OIliHIOBai M BiamoBigHO a0 NCI
CTCAE Bepcii 4.0 qyst BiAnoBiiHUX TecTiB. J{J1s okpemMux
J1a00pAaTOPHUX TMOKA3HUKIB OyiIM HajgaHl 3pYHICHHS Bij




MOYaTKOBOTO PIBHS O HAWTIPIIOr0 3HAYEHHS, IO
CITOCTEPIrajocs Mij Jac JTiKyBaHHS.
Post-hoc anasi3 BKJIFOYAB 4ac 10 YCYHEHHS TiIepTeH31].

19. llemorpadiuHi MOKa3HUKH
JOCTIKYBaHOT MOMyYJIAIii (CTaTh, BiK,
paca, To1Io)

Hemorpadiuni XapaKTEPUCTHKU Ta 0a30Bi
XapaKTepUCTHKU 3aXBOPIOBaHHS OyiM 3arajoM 1o0pe
30amaHCOBaHI MK TpylmaMH JIIKyBaHHS. bBuIbmIicTh
y4acHUKIB Oynu yonoBikamu (62,2 %), 6inumu (64,9 %),
BikoM > 65 pokiB (77,0 %) 13 cepenHiM BikoM 71 pik
(miamazon Bixg 47 mo 86 poki). Meniana BUXiIHOT Macu
Tila ctaHoBWia 76,5 xr (miama3oH Bix 45,8 no 118,9 xr).
Cepenwiii piBeab EPO cranoBus 286,0 OJ1/1 (niana3oH Bix
24,6 1o 4319,0 O/1/n), a cepeaniit piBeHb TpaHCHY31HHOTO
HABAaHTA)XCHHS HA EPUTPOIUTH 32 56 THIB J0 TOYATKY
JKYBaHHS CTAHOBHUB 6 OJMHMITL MpH Aiana3oHi Bix 0 1o 16
onuHuib. Maibke Bci cy6’exktu (72 [97,3 %] oci0)
otpumyBanu nonepenHto tepamnito ECII 3 mpuBoxy M/IC,
a 29 (39,2 %) ocib mpuiiManu XelaTopH 3aii3a A0 BCTYITY
B AociimkenHs. 3aranom, y 20 (27,0 %) cy0’€ekTiB J1arHO3
MJIC OyB BcTaHOBIIEHHUH 2 poKH TOMY a00 MeHIIe, a 'y 28
(37,8 %) — Bin 2 pokiB 10 5 pokiB. Bci yuacHuKH, OKpiM 2,
Manu ctatyc CxXiHOT KOOIepaTUBHOT OHKOJIOTIYHOT TPYITH
(ECOG) 0 (44,6 %) abo 1 (52,7 %) no BKIIOYEHHS B
JIOCHIJKEHHS.

20. Pesynbrati e(heKTUBHOCTI

[lepBuHHA KiHIIeBA TOYKA €()EKTUBHOCTI:

3 74 cy0’exTiB, ski morpeOyBaimu mepeiauBaHHi < 4
omuHHUIb abo > 4 OJWHWI EPHUTPOIUTAPHOI Mach
IPOTSAroM 8 THKHIB 10 paHaoMmi3allii abo movarky Tepamii
(momynstis 3 HeTpaHC(]y31HHO-3aIEKHOI0 €(PEKTUBHICTIO
(NTDE) Ta TpaHcdy3iiiHO-3aJIe)KHOI0 e(EKTUBHICTIO
(TDE)), y 36 (48,6 %) cnoctepiranocsi abo MiABHUILEHHS
Hgb nva > 1,5 r/ai npoTsirom > § THXHIB, a00 3HIKEHHS Ha
> 4 OonWHWIL EPUTPOLHUTIB TMPOTIroM & TkHIB. 3 35
cy0’extiB y rpymi jikyBanua 1,0 mr/kr y 21 (60,0 %)
crioctepiranocs ado migsumenas Hgb > 1,5 r/nm npotsirom
> 8 TWXHIB, a00 3HIDKEHHS > 4 OJUHMIL €PUTPOLUTIB
MIPOTSATOM 8 THIKHIB.

Hns cy0’exTiB, ki mnorpeOyBanu mepeiauBaHHA < 4
OJIMHUIIb €PUTPOLUTAPHOI Mach TPOTATOM § THXKHIB 0O
pangomizanii abo mouatky Ttepamii, HI-E Bu3HauaBcs sk
nigBuieHHs > 1,5 r/nnm Hgb, mo 36epiranocs npotsirom >
8 TikHiB. 3 12 cy0’exTiB miei kareropii (NTDE) y 7 (58,3
%) cnoctepiranocs miaBuieHHs piBHa Hgb > 1,5 r/mn
OpOTATOM > 8 TIDKHIB. Y TIHMX CyO0 €KTIB CepeHe
(cranmaptHe BiaxuieHHs [SD]) MmakcuMalibHE T ABUIIICHHS
Hgb cranoBmio 3,4 (1,30) r/mn. 3 8 cy0®’exTiB y rpymi
mikyBanHs 1,0 Mr/kr y 5 (62,5 %) cnocrepiraiocs piBHS
Hgb > 1,5 r/an mpotsirom > 8 TmwxHIB 13 cepeaniMm (SD)
MakcuMaIbHUM TiaBuieHHsM piBas Hgb 3,3 (1,08) r/mr.
Hns cy0’exTiB, gki morpeOyBanu mepenuBaHHA > 4
OJIMHUIIb €PUTPOLUTAPHOI MacH TPOTATOM § TIXKHIB 0
pangomizanii abo mouatky Ttepamii, HI-E Bu3HauaBcs sk
3HWKCHHS > 4 OJWHUIL CPUTPOILUTIB, TEPEITUTHX
npoTsroM 8 THXKHIB. 3 62 cy6’exTiB wi€i kateropii (TDE) y
29 (46,8 %) cnocTepiraiocsi 3HMKEHHS Ha 4 oauHUII abo




Oinpiue 3a 8 TIKHIB. 3 27 0oci0 y rpymi dikyBaHHs 1,0 Mr/kr
y 16 (59,3 %) 3meHmmIacs KiibKicTb €pUTPOLUTIB Ha 4 abo
OiIbIIe OJWHWIL MPOTATOM § TIKHIB. Y CYO’€KTIB 3
MO3UTUBHUMH KUIBIIEBUMHU cuaepoOnactamu, > 57 %
cy6’exriB pocsariau HI-E-inmosini. Kpim toro, cy6’extu
nocsitiin - HI-E-BigmoBimi  He3anmekHO — Big  piBHSA
cuposatkoBoro EIIO.

BropuHHa kiHIleBa TOUKa €)eKTUBHOCTI:

- Epurponrapao-tpancdysiiiHa He3aJeKHICTh: 3araiom,
20 (27,0 %) cy6’extiB y nonyisuii NTDE ta TDE pazom
y3aTHX, 8 (66,7 %) cy6’extiB y momyssauii NTDE Tta 12
(19,4 %) cyO’extiB y mnomynauii TDE gocarnm
HE3aJIKHOCTI BiJl TpaHC]y3ii EpUTPOLUTIB MPOTIroM S6-
neHHoro iHtepBany. Y rpym 1,0 mr/kr y 15 (42,9 %)
cy6’exriB 3 nonyssiii NTDE ta TDE pasowm, y 6 (75,0 %)
cy0’extiB 3 nmonyJsuii NTDE ta 'y 9 (33,3 %) cy0’ekriB 3
nonynsanii  TDE  mpotsrom  56-peHHoro  iHTepBaity
crocrepiraiacs HE3AJIeKHICTh BIJ| TpaHcysii
epUTPOLUTIB. Y Cy0’€KTIB 3 MO3UTUBHUMHU KUIbIEBUMU
cuzepobiacramu, > 50 % cy6’exTiB y rpymi jgikyBaHHs 1,0
MT/KT JTOCSITTIM HE3aJIeXKHICTh B TpaHCc(]y3ii epUTPOIIUTIB.
KpiMm Toro, cy0’ekTH [JOcCsTald HE3aJNeKHICTh BiJ
TpaHc]y3ii epUTPOIUTIB HE3AIEKHO BiJ BUXIAHOTO PiBHS
EIIO B cupoBarii KpoBi.

- Yac g0 peakuii epUTPOIAHOTO TeMATOJIOTIYHOTO
MOKpaIeHHs: BUTbIIICTh Cy0’€KTIB JOCATIIM BIAMOBIII B
Nepmuii MOXIUBUN mepion omiHkd. [ns o0’enHaHoi
nomyssiii NTDE 1 TDE 3aransna Meziana gacy 10 nepuioi
BiamoBiai ctanoBwia 2,0 maHi (miana3zon Big 1 mo 87 mHiB).
VY nomynsauii NTDE 3aransHa Meniana yacy a0 meprioi
BiamoBiai cranoBuia 1,0 nenp (miana3on Big 1 g0 52 aHIB).
VYV nonynsauii TDE 3aranbHa meniana yacy [0 mepuoi
BiamoBiai ctanoBmia 2,0 mHi (miana3zon Big 1 mo 87 mHiB).
Just cy6’extiB y rpymi 1,0 MI/Kr 3aranbpHa MeaiaHa 9acy g0
nepioi BianoBiAi ctaHoBuna 1,0 nens (mianmazod Bin 1 1o
86 nHiB) sk ansg nomyisauli NTDE, Tak 1 pis nomymsiii
TDE pazom y3satux, 1,0 nens (gianazon Big 1 g0 52 AHiB)
y momyJsinii NTDE rta 1,5 nas (niama3on Bix 1 1o 86 qHIB)
y nomynsauii TDE.

- TpuBamicte peakiii epUTPOITHOTO T'E€MAaTOJIOTIYHOTO
nokpameHHs: [ns o6’eqnanoi nomynsanii NTDE 1 TDE
MejiaHa TPUBAIOCTI BIANOBLMI cTaHOBWIA 96,5 1HIB
(miamazon Bix 56 mo 1794 nmi). V momynsauii NTDE
MejiaHa TPUBAIOCTI BiAMOBiMI craHoBmwia 175,0 nHIB
(miamazon Bix 69 no 1554 auiB). Y nonynsuii TDE meniana
TPUBAJIOCTI BiAMOBii cranoBmwiIa 91,0 neHb (miama3oH Bif
56 no 1794 nuiB). [{nst cy6’exTiB y rpymi 1,0 Mr/kr meniana
TpPUBAJIOCTI BiAmoBiai ctaHoBmia 133,0 mHi (miama3oH Bif
58 mo 1554 puiB) y NTDE ta TDE pa3om y3dartux,
1043,0 nHi (miamazon Bix 69 no 1554 nHiB) y momyJsmii
NTDE Ta 96,5 nuiB (mianazon Big 58 go 1033 nHiB) y
nomyssnii TDE.

- Hac no nporpecyBanns I'MJI: 3aranom y 2 (2,7 % [2,50
Ha 100 cy0’ekT-pokiB]) Cy0’€KTIB CHOCTEPIrajocs




nporpecyBaHHs 3axBoproBanHs 10 [ MJL: 1 cy6®’exT y rpymi
0,5 mr/kr niporpecyBaB g0 'MJI uepes 45,6 THXKHIB TicTs
noyatky Ttepamii Ta 1 cy®’exkt y rpymi 1,0 wmr/kr
nporpecyBaB 10 'MJI 1 momep Bix pedpakrepHOi aHeMii
yepe3 78,0 THXKHIB MICIs TOYATKy Teparii.

- Yac go mnporpecyBanHs a0 MJIC BUIIOTO pPHUBHKY:
3arajioM y 3 cy0’€KTiB CIIOCTEpIirajgocs MporpecyBaHHs 10
MJIC Bumoro pusuky: y 1 cy6’exra B rpymi 0,1 mr/kr
nporpecyBanss 10 M/IC Bumoro pusuky BiaOynocs yepes
15,1 TwxHs micas movyaTky Teparmii, y 1 cy0’ekta B Tpyti
0,5 wmr/kr mnporpecyBanHs 10 MJIC BHIIOrO pHU3UKY
BiOyocs dyepes 24,7 THKHS MICIs movYaTKy Tepamii, 1y 1
cy6’ekra B rpymi 1,0 mr/kr mporpecyBanns no MJC
BUILIOTO PHU3HMKY BIIOysocs dyepe3 67,4 TWXKHSA IMCIA
noyatky teparii. B 060x cy0’ektiB y rpynax 0,5 mMr/kr ta
1,0 mr/kr Takox nporpecyBas ' MJI.

- BwxkupanicTh 0€3 mpOrpecyBaHHS 3aXBOPIOBAHHS:
saramom 'y 17 (23,0 %) cy0O’ekTiB cmocrepiraisocs
IpOrpecyBaHHs 3aXBOPIOBaHHA a00 BOHM MOMEPIIH, 3 HUX
6 (17,1 %) cy06’ekTiB Oynu B Tpymi ikyBaHHs 1,0 MI/KT.

- 3aranbHa BW)KMBAHICTh: 3aranom momepio 15 (20,3 %)
cy6’ekriB, 3 HuX 6 (17,1 %) — y Tpymi JiKyBaHHS
npenapatoM 1,0 mr/kr. 3 15 nomepnux cy6’ekTiB 1 cy0’exT
y rpyni jikyBaHHs 0,3 MI/KT moMep IiJl 4ac JIKyBaHHS
yepe3 CcyOaypajdbHy TIeMaToMy, sKa, 3a OLIHKOIO
JocnigHuKa, He Oyira 1MoB’si3aHa 3 [PUMOMOM
JOCTPKYBaHOTO JIIKAPCHKOTO 3ac00y.

- ®apmakokinetnka (PK): Ha ocHOBI BizyallbHOTO OTJISITY
IHAUBiAyanpbHUX JdaHuX, npodine @K  Bignosinas
podTI0, PO SIKUM TTOBIIOMIISIIOCS PaHIIIe sl Cy0’ €KTIB
3 MM. ®opmanbauii ananiz @K He npoBoauBcs y 3B 3Ky
3 BIICYTHICTIO TUTaHY TTOAAJBIIIOTO PO3BUTKY 3aCTOCYBaHHS
coTaTeplenTy 3a nokazaHHsAMHU 10 JikyBaHHs M/JIC.

21. Pesynbratu 6e3mexu

- 3arajoM MemiaHa €KCIIO3MIlI CTaHOBHJIA 5,5 IHKJIIB
(mama3on Big 2 mo 57 mmkiiB). MenmiaHa eKCHo3ullii B
rpynax jgikyBanHs 1,0 mr/kr i 2,0 mr/kr cranoBuia 8,0
[UKJIIB, @ ME/liaHa €KCIO3HUIIIi [Tl KOKHOT 3 PElITH TPyII
mikyBanHs — 5,0 mumkimiB. [[Bamuare neB’ate (39,2 %)
cy0’exTiB Manu 3aTpuMKky no3u, a 10 (13,5 %) cy0’ekriB
Majgu 3HWXKEHHS 103M Tifg dYac pgociimkeHHsa. Cepen
OpUYMH BIIMIHM 03U Haiyacrtime 3ycrtpivanucs I1P
(21,6 %), mami #num mokasamku Hgb > 11 r/am nmo
<12 1/an (17,6 %).

- ITig wac mocmimxerns 93,2 % cy0’€KTiB TOBIIOMUIH TTPO
monaiimenmie 1 [IP, moB’s3any 3 mikyBanusm (ITPJI).
Haituactime (> 15 %) noBimomisutocst po nepudepuyHi
HaOpsku (21 [28,4 %] ocib), miapero (20 [27,0 %] oci0),
Bromy (19 [25,7 %] ocib), mymory (15 [20,3 %] oci0),
rojoBHuii Oinp Ta OmroBanHs (mo 14 [18,9 %] oci0),
samkeHHs anetuty (13 [17,6 %] oci0) Ta 3amaMopoYeHHS
(12 [16,2 %] ocib).

- Haituacrime moBimOMIISIIOCS TIPO SIBHINA, TOB’s3aHI 3
npuifoMoM mpenapaty (mpo siki moBizomisiid > 2 ocil),
NepeBaKHO 3 OOKYy INUTYHKOBO-KMIIKOBOro Tpakrty (14




[18,9 %] oci0). BinpmiicTh MOCHIIKYBAaHUX TOBITOMIISITA
mpo IIPJI 1-ro aGo 2-ro cTymeHs TsHKKOCTL. Y > 2 ocid
cnocrepiramucst IIPJI 3 ta 4 crymeHs TSXKKOCTI, sKi
CYyNPOBOIKYBAIHUCS aHEMI€ETO, TT1IBUIICHHSM PiBHS JIiNa3H,
KOJITOM, TIEPEIOMOM CTErHa Ta 3HMKEHHSIM KiTBKOCTI
TpombonuTiB. Cepen Cy0’€KTIB, y SKHX CIOCTEPITaIHCs
ITPJI 3 abo 4 cryneHs, siKi, Ha JyMKY AOCHiTHHKA, OyIu
MOB’s13aH1 3 MPUUOMOM JIOCHIDKYBaHOTO Tpemnapary, y 1
cy0’ekta B rpymi JikyBaHHa 0,5 MI/Kr cmocrepiranacs
rinepren3is 3 crymeHs Ta mo 1 cy0G’ekTy B Tpymax
mikyBanHs 2,0 MI/Kr cmocrepiraiacsi HEHTporeHis 3
CTYTEHS Ta 3HWKEHHS KUTBKOCTI HEUTpOo(LTiB 4 cTyneHsl.

- YoTUpHAIATh YYaCHUKIB MOMEPJIM IICIS 3aKiHUEHHS
JIKYBaHHS, a B OJJHOI'0 YYaCHHKA 3 TPYIH, 1110 OTpUMYyBaJIa
0,3 wr/kr mnpenapaTy, Ha TJi JIKyBaHHS BHMHUKJA
cyonypasiibHa rematoma (637- A€HBb JOCIHIKEHHS), 10
npusBena 10 cMepTi. OCTaHHIO 703y JAOCIHIKYBaHOTO
npemnapary cy0’ekt orpumaB Ha 604-if 1eHb JOCIHIHKEHHSI.
Hocnigauk ouinu I1PJI sx He moB's3any 3 mpuiloMom
JIOCJIIPKYBAHOTO JIIKAPCHKOTO 3ac00y.

- 3aranom, 21 (28,4 %) cy0’eKT OBITOMHUB MPO CEpPHO3HI
noOiyHl peakuii, MOB’s3aHl 3 JIKyBaHHAM, IIIJ dac
nocnimpkenHa. Cepiio3Hi TOOIYHI peakiiii, MOB’si3aHi 3
JKYyBaHHSM, PO SIK1 MOB1IOMIISIIOCS OLIBII HIK Y OJTHOTO
cy0’eKTa, BKIIOYAIN KOJIT, IKUHA BUHUK Yy 3 0Ci0, a TaKOxXK
ITHEBMOHIIO, IIEPEJIOM CTETHA Ta AHEMIIO, K1 BUHUKIIHU y 2
oci6 xoxkHa. [TigBuIIeHHS apTepianbHOTO THCKY 2 CTYTICHS,
sKe crioctepiranocs B 1 cy6’ekra, Oyno egunoro CIIP, sika
i103proBaiacs K OB’ s13aHa 3 npuiioMom
JIOCJIIPKYBAHOTO JIIKAPCHKOTO 3ac00y.

- 3aranoM, y 9 (12,2 %) oci6 cnoctepiranucs [1PJI, o
MPHU3BEIM JO BIJIMIHM JIOCHIKYBaHOTO IMpemnapary. Y
rpymi gikyBanHs 0,1 Mr/kr y sxoaHo1 ocoou He Oyno ITPJI,
10 TIPHU3BEJIO JO BIIMIHU JOCIIKYBAaHOTO Tperapary. Y
rpyni JikyBaHHS mpemnapatoMm 2,0 MI/KT croctepirabcs
HauBuIMi BijcoTok cyO’exTiB 3 [IPJI, mo nmpussenu 1o
BIJIMIHM Jl0CIIiKyBaHoro npenapaty (2 [40 %] ocib).

- Yactka cy0’exTiB, y skux [IPJI, mo mpusBogmmu 10
BiIIMIHU JOCHI/XKyBaHOTO MpemnapaTry, He 301IbIIyBanacs
3anexHo BiA Ao3u. Haituacrime (3aramom > 5 % cy0’€KTiB)
noBigomisiocss npo [IPJI, mo mpusBogunu A0 BiAMIHU
JOCITI/PKYBAHOTO Tpenapary, — e iHpekmii Ta iHBasii
(uemromiT, mIepUTOHEeabHUN a0cIec, CUHYCUT Ta 1H(EKIig
BEPXHIX AUXAIBHUX HUISXIB).

- ono IIP, moB’si3anux 3 JikyBaHHSIM, y 19 (25,7 %)
cy0’eKTiB crioctepiranacsi BToma, 3 sakux 7 (9,5 %) Oymu
MoB’si3aHi 3 mikyBaHHsIM, ay 11 (14,9 %) — acteHis, 3 sIKUX
2 (2,7 %) Oynu mom’s3ani 3 jikyBaHHsM. Hi BTOMa, Hi
acTeHist He OyJIM CepiHO3HUMH.

- ¥V HeOaratbox cy0’€kTiB J1a00OpaTOpHI MOKa3HUKU
(GYHKIIIOHATFHUX TIEYIHKOBHUX TE€CTIB CTAHOBUIIH > 3 OalliB.
3aramom y 10 (13,5 %) cy0’exTiB Oyiu BUSIBIICHI aHTHUTIIIA,
mo 3B’sA3yloTh cotarepuent: I[lo 1 cy0’ekty B rpymax
aikyBanHs 0,1 mr/kr Ta 0,3 mr/kr, 3 cy0’ektu B rpymi




mikyBanHs 0,5 Mr/kr Ta 5 cy0’eKTiB y Tpymi JKyBaHHS
1,0 mr/kr.

- IIpo mo3000Mexyrodi TOKCHYHI e(eKTH, 3aCHOBaHI Ha
smini CAT 1 JIAT Big BuUXIZHOTO pPIiBHSA Ta dacy Jo0
YCYHEHHS TiMepTeH3ii, MoBiAOMIISUIOCS ¥ 36 cy0’€KTiB TIif
yac JOCIHIDKEHHs, pudoMy Ounbimicte DLT BuHHMKATH y
rpymi gikyBaHHs 1,0 mr/kr (21 cy6’ekr). ¥V > 10 %
cy0’extiB minBumenns CAT nmo > 140 mm pr.ct.;
migsumienas CAT no > 140 mm pr.ct. Ta JJAT > 20 MM
PT.CT. (CHCTOJIYHOTO a00 J1aCTOJIIYHOTO) TOPIBHSIHO 3
BUX1THUM piBHEM; IIPU3HAYEHHS HOBHX
AQHTUTINEPTCH3WBHUX TMpernapaTiB IMijJ dYac JIKyBaHHS;
rinepTeHsis > 2 CTymneHs, Mpo Ky MOBIAOMIISIIOCS K PO
I1P.

- Ilig wac mocmiKEHHS HE CIOCTEpIrasocs KIIHIYHO
3HAYYIIUX CEPEIHIX 3MiH Bard Ta 4YaCTOTH MyJIbCy. Y TPyIIi
JikyBaHHs 2,0 MI/KT criocTepiranocs KijbKa pa3iB cepeaiHe
301IBIICHHS YaCTOTH IMynbey Ounbmie Hix Ha 100 yo/xB y
rpymi  JIKyBaHHS TICIs TOYAaTKOBOrO piBHA  (criA
3a3HAYUTH, 110 I Tpyna Oyya TpeacTaBiieHa juiie 3
cy0’extamu mig yac noniit). He crocrepiranocst 3HauHOTO
cepenuboro migBuiieHHs JIAT micis mo4aTkoBOTO PiBHS
Ta BIOMIYAJIOCh JIEKUJIbKA IMOOAWHOKUX  BHIIAJKIB
migsumieaass CAT y cy0’ekTiB 3 ycima rpynamu j03. B
OIHOTO cy0’ekTa crmocTtepiraBcs | emizon MigBUIICHHS
CAT no 163 mMm pt.ct. Makcumanbae migumeHHss CAT
BiJl BUXiTHOTO PiBHA > 20 MM PT.CT. criocTepiranocs y 27
(36,5 %) cy0’ekriB 3aranom ta 'y 14 (40,0 %) cy0’exTiB y
rpyni mikyBanHs 1,0 Mr/kr. MakcuMmasibHe MiJBUIICHHS
CAT ma > 20 MM pT.CT. BiI BHXIJHOTO pIiBHS
cnoctepiranocs y 14 (18,9 %) cy0’exriB 3arajgom Ta y 8
(22,9 %) cy0’exTiB y rpymi JikyBaHHS 1,0 MI/KT.

- AHami3yro4u AaHi )KUTTEBUX MMOKA3HUKIB, TINEPTEH31s > 2
CTyIleHs crioctepiranacs y 34 (45,9 %) oci6 mMemiaHorO
nouatky 26,0 auiB (nianaszon Big 8,0 1o 65,0 aHiB). Y BCix
cy0’extiB (100 %)  cmocrtepiramocst — 3HWKCHHS
apTepiasibHOI TinmepTeH3ii 31 cTyneHs > 2 1o cryneHs < 1 3
MeJIiaHOIO Yacy 10 3HIDKEHHSI apTepiaibHOi rineprensii 9,0
nHiB (miamaszoH Big 8,0 mo 15,0 auis). Jlume y 3 (8,8 %)
Cy0’€KTiB CIIOCTEPITranocs 3HWKEHHS apTepialIbHOTO TUCKY
1o ctynens < 1 micns npuiioMy OCTaHHbBOI 03U .

- SIx 1 ouikyBasocs BiJ miei nemorpadivnoi rpynu, 27 (36,5
%) oci0 TOBIAOMWIM TIPO HAasABHICTH B aHaMHe3i
rineprensii. 3araiom, y 8 (10,8 %) ocid crocrepiranacs
aprepianibHa rineprensis IIPJI, 1 nume y 2 ocib
criocTepiranacs apTepiaabHa rinepTeH3is 3 crymneHs: mo 1
oco0i B rpymi 0,3 mr/kr ta rpymi 0,5 mr/kr. I'ineprensis 3
CTYIICHsI B y4acHHUKa, KWl oTpuMyBaB cortartepuent 0,5
MI/Kr, Oyna €IUHUM BUMAAKOM TimepTeHsii, sAKHii
JNOCTIMHUK  BB@KAB  MMJO3pLIO  TOB’S3aHUM i3
3aCTOCYBAHHSAM JIOCII)KYBaHOTO TMpemapaTy, i YYacHHUK
OyB BUBEICHUH 3 JOCIIHKCHHS BiIOBITHO 10 IHCTPYKIIIH
MIPOTOKOITY.




- YV Oinbmocti Cy0’eKkTiB, A1 SKUX Oyl JOCTYIHI
pesyabpTati EKI™ Ha movaTky Ta HalpuKiHIN JIIKyBaHHS, HE
Oyno KiIiHIYHO 3Hauynmx 3MiH B ominui EKI Bix mouatky
IO KIHIIS JTIKyBaHHS (HapUKIIal, HOpMaIbHI MOKa3HUKH HA
MOYaTKy Ta HANpUKIHII JIKYBaHHS, aHOMalbHi, aje He
KJIIHIYHO 3HAUYYII TMOKAa3HWKW Ha MOYATKy Ta HAIPHKIHII
JIKyBaHHS).

22. BUCHOBOK (3aKJTFOUCHHS)

Jlani 3 Oe3mekd B I[bOMY JOCHIDKCHHI 3arajiom
BIJINOBiJJaJIM BiJOMOMY Tpodinto Oe3neku coTaTepuenty.
Cortarepuent (ACE-011), mo BBoguBcs y mo3i 1,0 Mr/kr
migmKipHo koxkHi 3 TokHI (Q3W) mist iKyBaHHS aHeMil
(Hgb < 9,0 r/nn), no6pe nepenocuscs cyd’extamu 3 MJIC
HU3BKOTO Ta POMiXkHOTO- 1 PUBHKY abo
HernpotipeparusHor0 XMJI.

3asiBHUK (BJIAaCHUK
peecTpaliitHoro MoCcBiAUYEHHS)

(miamuc)

Onpi A. Eran (Audrey A. Egan)
(I. 1. B,
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