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Clinical Trial Report No. 1

1. Name of the medicinal product
(number of registration certificate, if
available)

VOXZ0GO

2. Applicant

H BioMarin International Limited, Ireland

\3. Manufacturer

H BioMarin International Limited, Ireland

4. Trials conducted:

I yves C no  Ifnot, substantiate

1) type of the medicinal product, by
which registration was conducted or
planned

Medicinal product with complete dossier (stand-alone dossier)

Other medicinal product

New active substance (AS)

Original (innovator) medicinal product (molecule is not placed on the
market of Ukraine) for treating rare diseases which was registered the
European Medicines Agency (EMA) (centrally authorized) according
to the item 10 (sub-item 10.1) of section V of the Procedure of Order
of the Ministry of Health of Ukraine dated 23.07.2015 No 460

The medicinal product has been designated as a medicinal product of
limited use (orphan product)

5. Full name of the Clinical Trial,
clinical trial code

A Phase 1, Two-Part, Double-Blind, Placebo-Controlled Study to
Evaluate Safety, Tolerability, and Pharmacokinetics of Single and
Multiple Doses of BMN 111 Administered to Healthy Adult
Volunteers

Trial Number Code: 111-101

6. Clinical trial phase

|1

7. Period of the clinical trial

First Enrollment: 14 February 2012
Last Subject Last Visit: 11 June 2012
Study Duration: Part 1: 9 days, Part 2: 25 days

8. Countries where the clinical trial
was conducted

USA

9. Number of study participants

Planned: up to 48 subjects in Part 1 (single dose) and up to 26
subjects in Part 2 (multiple dose).

Actual: 22 subjects in Part 1 were administered 1 dose of BMN 111
5 ng/kg, 10 pg/kg, or 15 pg/kg (n=14) or placebo (n=8).

26 subjects in Part 2 were administered multiple daily doses of BMN
111 0.5 to 8 ug/kg (n=20) or placebo (n=6).

10. Goal and secondary objectives of
the clinical trial

Part 1: Single Dose

The primary objective of Part 1 was to evaluate the safety and
tolerability of single subcutaneous (SC) injections of BMN 111
compared with placebo in healthy adult male volunteers.

The secondary objective of Part 1 was to evaluate the
pharmacokinetic (PK) profile of single SC injections of BMN 111 in
healthy adult male volunteers.

Part 2: Multiple Dose
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The primary objective of Part 2 was to evaluate the safety and
tolerability of multiple fixed and escalating SC injections of BMN 111
compared with placebo in healthy adult male volunteers.

The secondary objectives of Part 2 were to evaluate SC injections of
BMN 111 compared with placebo in healthy adult male volunteers
using the following measures: 1) the PK profile of multiple fixed and
escalating doses; 2) the safety and tolerability of single doses (Part 1)
compared with escalating multiple doses (Part 2); 3) the effect on
cardiovascular function of single doses (Part 1) compared with fixed
multiple doses (Part 2); and 4) the potential cardiovascular
desensitization following multiple dosing.

The exploratory objective was to evaluate the pharmacologic effects
of BMN 111 SC injections as single doses (Part 1), multiple-fixed
doses (Part 2), and multiple-escalating doses (Part 2) in healthy adult
male volunteers.

11. Design of the clinical trial

This was a Phase 1, 2-part (Part 1: single ascending dose [SAD] and
Part 2: multiple-ascending dose [MAD]), double-blind, placebo-
controlled study of up to 74 healthy adult male volunteers ages 22 to
45 years old, inclusive.

Investigational product (IP; BMN 111 or placebo) was administered
as an SC injection. Throughout the study, subjects, Principal
Investigator (PI), subinvestigator(s), and clinical staff who had direct
interactions with study subjects were blinded to IP assignment.

12. Main inclusion criteria

Individuals were required to meet all the following inclusion criteria
to be eligible to participate in this study:

- Willing and able to provide written, signed informed consent after
the nature of the study has been explained and prior to performance of
any research-related procedure.

- Males ages 22 to 45 years, inclusive.

- Body weight between 63 and 100 kg, inclusive.

- Body mass index (BMI) between 18 and 32 kg/m?, inclusive.

- Able and willing to abstain from nicotine, alcohol, methylxanthine-
containing beverages or food (eg, coffee, tea, colas, chocolate, energy
drinks), poppy seeds, and grapefruit juice for 48 hours prior to
admission and for the duration of the study.

- In good health generally, as determined by medical history, physical
examination, clinical laboratory evaluations, and 12-lead
electrocardiogram (ECG) at Screening.

- Willing and able to perform all study procedures as physically
possible.

- If sexually active, willing to use a condom during sexual intercourse
with female partners and to have their female partners use an additional
effective means of contraception (eg, diaphragm plus spermicide, oral
contraceptive) or to abstain from sexual intercourse if female partner
was not surgically sterile or postmenopausal from time of initial
admission to the research facility until 30 days after study completion.
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Subjects with spontaneous orthostatic hypotension, including a
systolic decline of >20 or diastolic change of >10 mmHg or heart rate
increase of >30 beats per minute (bpm) or a history of cardiac or
vascular disease, including hypertension or hypotension were to be
excluded from participation.

13. The investigational medicinal
product, method of administration,
strength

Test Product, Dose and Mode of Administration, Batch Number:

BMN 111 for SC injection was supplied in sterile, Type 1 single-dose
glass vials with 2 or 10 mg powder for reconstitution to solutions
containing 2 or 10 mg/mL BMN 111. A trained and qualified
individual was to administer BMN 111 as single SC injections (Part 1)
or as daily SC injections (Part 2) at the research facility at the same
time each morning, 1 hour (x 10 minutes) after breakfast.

- InPart 1, BMN 111 was to be administered as single SC injections
at the following planned doses: 5, 10, 30, 60, 100, and 150 ug/kg (or
until dose-limiting toxicity (DLT) meeting Stopping Criteria
occurred).

- In Part 2, BMN 111 was to be administered as daily SC injections
at the following planned doses (where maximum tolerated dose
(MTD) was the single-dose MTD determined in Part 1): 50% MTD
(Cohort 1), fixed doses up to 100% MTD (Cohort 2), and 130% MTD
up to 160% MTD (Cohort 3).

Reference Therapy, Dose and Mode of Administration, Batch
Number:

The placebo for SC injection was supplied as a sterile normal saline
solution for injection. The placebo was supplied in single-dose glass
vials and was to be packaged and administered in the same manner as
BMN 111. A trained and qualified individual was to administer
placebo as single SC injections (Part 1) or as daily SC injections (Part
2) at the research facility at the same time each morning, 1 hour (+ 10
minutes) after breakfast.

14. Comparator, dose, method of
administration, strength

Not applicable

15. Concomitant therapy

All prescription and over-the-counter medications taken by a subject
from 30 days before Screening through Day -1 were to be recorded on
the designated CRF.

The following medications were to be excluded during Screening and
for the duration of the study:

- Angiotensin converting-enzyme inhibitors or antihypertensive
medications

- Diuretics

- Drugs that are known to induce or inhibit hepatic drug metabolism

- Nonsteroidal anti-inflammatory drugs

- Sulfonamides

- Probenecid, or other drugs known to alter renal or tubular function

16. Efficacy evaluation criteria

Efficacy:
Clinical efficacy was not evaluated in this Phase 1 study.
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Pharmacokinetics:

Pharmacokinetic parameters were to be summarized by descriptive
statistics and by study part (Part 1 and Part 2).

Plasma sampling was to occur predose and 5, 15, and 30 minutes (x
2 minutes), and 1, 2, 4, and 8 hours (x 5 minutes) postdose to assess
the following parameters by noncompartmental analysis:

- Area under the plasma concentration-time curve from time 0 to
infinity (AUCo-x)

- Area under the plasma concentration-time curve from 0 to the time
of last measurable concentration (AUCo-t)

- Maximum observed plasma concentration (Cmax)

- Time to reach Cmax (tmax)

- Elimination half-life (1)

- Apparent clearance of drug (CL/F)

- Apparent volume of distribution based upon the terminal phase
(VzIF)

Dose proportionality and drug accumulation after multiple-dose
administration were also to be evaluated.

Exploratory (Pharmacodynamics):

Pharmacodynamics (PD) were to be evaluated by biomarkers that
included, but were not limited to, assessment for markers of C-type
natriuretic peptide (CNP) bioactivity (plasma and urinary cyclic
guanosine monophosphate [cGMP], urinary sodium, and urinary
aldosterone), atrial natriuretic peptide (ANP) levels (plasma and
urinary), and collagen and bone biomarkers. Serum for antibody
assessments was also to be collected.

Additional Analyses:

Immunogenicity was to be summarized by change in titer over time
at a given dose for each cohort. Results were to be summarized for
each cohort.

17. Safety evaluation criteria

Safety was to be evaluated from AEs, clinical laboratory tests
(urinalysis, chemistry, and hematology), vital signs, physical
examination findings, concomitant medications, and ECGs.

18. Statistical methods

Pharmacokinetic Analyses:

Pharmacokinetic parameters for BMN 111 were to be determined
from the plasma concentration-time data. Individual plasma
concentrations of BMN 111 in plasma were to be listed and
summarized by treatment group (dose) and nominal blood sample
draw time with descriptive statistics. Descriptive statistics were to
include ‘N’ number of (observations), arithmetic mean, standard
deviation (SD), coefficient of variation (%CV), minimum, median,
and maximum values. Individual and mean plasma concentration-time
profiles with standard deviation were to be plotted and represented in
figures.

Exploratory (Pharmacodynamic) Analyses:
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Plasma and urine biochemical markers were to be summarized by
dose cohort (including placebo), study day, and time points together
with absolute and percent change from baseline.

Safety Analyses:

Adverse events, clinical laboratory parameters, vital signs, ECGs,
physical examination findings, and concomitant medications were to
be summarized. The end-of-study safety analysis was to be descriptive
and performed separately for each part of the study, for each dose
group (BMN 111 or placebo), and by dose level or dose cohort.
Additionally, safety was to be compared across the study by part (Part
1 or Part 2) and by dose group (BMN 111 or placebo), including
analysis of cardiovascular function as measured by changes in blood
pressure.

Additional Analyses:

Antibody levels were to be summarized as positive or negative and
titer (when available). Individual figures of antibody titer versus day
were also to be presented (when available).

19. Demographic characteristic of
study population (gender, age, race,
etc.)

Part 1

All 22 study subjects were men in accordance with the protocol. The
mean (SD) age of the subjects at Screening was 33 (6.6) years for the
total BMN 111 group (n=14) and 37 (7.6) years for the placebo group
(n=8), and the mean values for both groups were similar to the median
values (33 years for the total BMN 111 group and 40 years for the
placebo group). Most subjects in the total BMN 111 and placebo
groups were White (64.3% and 87.5%, respectively) and Not Hispanic
or Latino (92.9% and 75%, respectively). The Screening mean weight,
height, and BMI values were slightly higher in the placebo group
compared with the total BMN 111 group; however, these small
imbalances were not expected to affect the findings of the study.

Part 2

All 26 study subjects were men in accordance with the protocol. The
mean (SD) age of the subjects at Screening was 33 (6.9) years for the
total BMN 111 group (n=20) and 30 (4.6) years for the placebo group
(n=6), and the mean values for both groups were similar to the median
values (32 years for the total BMN 111 group and 30 years for the
placebo group). Half of the subjects in the total BMN 111 group were
White (50%), followed by Black or African American (40%), and
American Indian/Alaskan Native (10%). The majority of subjects in
the placebo group were Black or African American (66.7%). Most
subjects were Not Hispanic or Latino, 90% in the BMN 111 total group
and 83.3% in the placebo group. At Screening, the mean height and
BMI values were comparable across the total BMN 111 and placebo
groups. The Screening mean weight values were slightly higher in the
placebo group compared with the total BMN 111 group; however,
these small imbalances were not expected to affect the findings of the
study.
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20. Efficacy results

Efficacy:
Efficacy was not evaluated in this phase 1, healthy volunteer study.

Pharmacokinetic Analyses:

Following SC dosing, BMN 111 was rapidly absorbed with a median
tmax ranging from 14 to 60 minutes with single doses of 2.5 to 15
ug/kg. Following absorption, BMN 111 was rapidly cleared with a
single-dose ti» ranging from 30.7 to 140 minutes. The observed
clearance and volume of distribution ranged from 5.76 to 32.5
mL/min/kg and 632 to 2050 mL/kg, respectively, following single
doses of 10 and 15 pg/kg.

Exposure to BMN 111 (Cmax and AUCo.t) generally increased with
dose following single doses of 2.5 to 15 pg/kg. The increase in Cmax
with dose was approximately linear (R2 = 0.969) and greater than dose
proportional over the same dose range. Dose linearity and
proportionality were not observed in AUCo... In Part 2, with multiple
dosing at 5 pg/kg for 10 days, the plasma concentration-time curves
obtained on each of 3 sampling days (Days 1, 4, and 10) were similar,
suggesting little to no accumulation. Moreover, comparison of PK
exposure parameters on Day 10 for AUC and Cmax indicated that both
were minimally changed (<7%) from Day 1. Accumulation with
multiple dosing is unlikely due to the short plasma half-life of BMN
111 with a dosing interval of 24 hours.

Pharmacodynamic Analyses:

BMN 111 demonstrated a dose-related increase in cGMP
concentrations in plasma and urine following single and multiple daily
doses, although the response to the single 10 and 15 pg/kg doses were
similar in magnitude. With multiple daily dosing, the observed cGMP
response was similar on Days 6 and 10 compared to Day 1, indicating
a consistent response following multiple dosing out to 10 days.
Correlations between increases in cGMP concentrations and BMN 111
exposure (Cmax and AUC,.) fit to a maximum achievable response
(Emax) model indicated that the 50% maximal response (EC50)
concentration was 16,000 pg/mL for Cmax and 1,000,000 pg-min/mL
for AUCo-t in plasma.

BMN 111 increased plasma ANP levels with mean percent change
from baseline >25% out to 30 minutes postdose at all doses from 2.5
to 15 ug/kg. ANP levels were variable and durable over 10 days of
dosing. No apparent correlation between BMN 111 exposure and
change in ANP levels were observed across BMN 111 exposure ranges
evaluated in this study. BMN 111 administration produced no
consistent or dose-related changes in plasma NTproCNP levels across
single- and multiple-dose regimens.

Additional Analyses:

Immunogenicity: In subjects with postdose results, none tested
positive for anti-BMN 111 total antibody (TAb) in either Part 1 or 2 at
any of the visits or in any of the dose cohorts.
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21. Safety results

In Part 1, most subjects in each of the BMN 111 cohorts (1 [60%], 2
[80%], and 3 [100%]) experienced at least 1 TEAE compared with 3
subjects (37.5%) in the placebo group. The most common TEAE by
preferred term was orthostatic hypotension. Orthostatic hypotension
considered possibly or probably related to study drug was reported in
3 subjects (60%) in Cohort 1, 2 subjects (40%) in Cohort 2, and 3
subjects (75%) in Cohort 3; all events of orthostatic hypotension were
mild in severity, and none of the events led to study discontinuation.
In Part 2, most subjects in each of the BMN 111 cohorts (1 [66.7%], 2
[83.3%], 3a [100%], and 3b [100%]) experienced at least 1 TEAE
compared with 3 subjects (50%) in the placebo group. The most
common TEAE by preferred term was orthostatic hypotension,
followed by contact dermatitis (6 BMN 111-treated subjects, 30%) and
back pain (2 BMN 111-treated subjects, 10%). Orthostatic
hypotension considered possibly or probably related to study drug
administration was reported in 2 subjects (33.3%) in Cohort 1, 3
subjects (50%) in Cohort 2, 1 subject (50%) in Cohort 3a, and 4
subjects (66.7%) in Cohort 3b. All events of orthostatic hypotension
were mild in severity, and none of the events led to study
discontinuation or change in study drug dosing. All other TEAES were
reported by < 1 subject in any of the BMN 111 cohorts (1, 2, 3a, or
3b), total BMN 111 group, or placebo group. All TEAEs were mild in
severity based on the NCI CTCAE grade. Most TEAEs were
considered possibly or probably related to study drug administration
in BMN 111 Cohorts 1 (6/7 TEAEs), 2 (20/24 TEAEs), 3a (8/10
TEAES), and 3b (20/26 TEAES); 4/11 TEAEs reported in the placebo
group were considered possibly or probably related to study drug.

No subjects in Part 1 or Part 2 experienced a fatal or nonfatal SAE, or
discontinued the study due to a TEAE.

22. Conclusion

- BMN 111 was administered in single SC doses ranging from 5.0
ug/kg to 15 pg/kg and in multiple daily SC doses ranging from 0.5
ug/kg to 8.0 pg/kg in healthy adult male subjects.

- BMN 111 was rapidly absorbed following SC administration with
maximal concentrations achieved between 14 and 60 minutes.
Following absorption, BMN 111 was cleared rapidly with ti» ranging
from 30.7 to 140 minutes.

- The increase in Cmax with BMN 111 dose was approximately linear
and greater than dose proportional. Dose linearity and proportionality
were not observed in AUCo..

- No accumulation of BMN 111 or time-dependence was observed
for up to 10 days of daily dosing.

- BMN 111 produced a dose-related increase in cGMP levels in
plasma and urine. With multiple daily dosing, the observed cGMP
response was similar on Days 6 and 10 compared to Day 1, indicating
a consistent response following multiple dosing out to 10 days.

- BMN 111 increased plasma ANP levels with mean percent change
from baseline of >25% out to 30 minutes postdose at all doses from
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2.5 to 15 pg/kg. The increases in plasma ANP were variable but
consistent when measured over 10 days of dosing.

- BMN 111 administration produced no consistent or dose-related
changes in plasma NTproCNP levels across single- and multiple-dose
regimens.

- No subjects died, experienced an SAE, or discontinued the study
due to a TEAE.

- Orthostatic hypotension, asymptomatic in most cases, was the most
commonly reported TEAE, and occurred at all BMN 111 dose levels,
as well as in the placebo group. The events of orthostatic hypotension
were transient and mild.

- The single-dose MTD for BMN 111 was identified as 5 pg/kg. In
light of the retrospective review of DLTSs in Part 1, however, the actual
MTD may have been lower in this population of healthy adult male
subjects per protocol specifications.

Applicant
(Marketing Authorization Holder)

DocuSigned by:
ﬁqu Domirtas Oct 24, 2025

58046258643

(signature)

____Ayse Demirtas, Director, Regulatory Affairs International __
(full name)




3BiT npo kjiHiyHe BUNIPoOyBanHs Ne 1

1. Ha3Ba nikapceKkoro 3aco0y (3a
HAasIBHOCTI — HOMEP PEECTPALIITHOTO
MIOCBITUCHHS )

BOKC30I'0O

|2. 3aaBHUK

H bioMapun Inrepuenrnin Jlimiten, Ipnanmis ‘

|3. Bupo6uux

H biomapun Inrepuemnn Jlimiten, Ipnanmis ‘

4. IpoBeneH1 OCTIHKEHHS:

TaK C Hi SKILO Hi, OOTPYHTYBaTH

1) Tun gikapcbKoro 3aco0y, 3a SKUM
npoBogwiiacsi  abo  IUIAHYEThCS
peecTparist

Jlikapchkuii 3aci0 3a MTOBHUM JI0ChE (ABTOHOMHHM JIOCKE)

[Hmmit nikapebkwuii 3aci6

Hoga nitoua pevoBuna (/IP)

Opurinansauii (1HHOBaIifHUI) JTIKApCHKUH 3acid (Moyekyma He
NpelCTaBlIeHa Ha PUHKY YKpaiHW) Juig JIKyBaHHS PIIKICHUX
3aXBOPIOBaHb, 110 OYB 3apeecTpOBaHU €BPOMEHCHKIM areHTCTBOM 3
MeanuHux MpoaykTiB (EMA) (3a meHTpanizoBaHOI0 MPOLEAYpPOIO),
srigao nmyHkty 10 (miamyskty 10.1) posainy V Iopsaky Hakazy MO3
Yxpainu Big 23 nunas 2015 poxy Ne 460

Jlikapchbkuii  3aci0 BU3HAYCHUH  SIK
3acTOCYBaHHS (Ipernapar-cupora)

npernapar  OOMEKEHOTo

5. lloBma Ha3Ba  KIIHIYHOTO
BUNIPOOYBaHHS, KOJOBaHUN HOMEp
KIIIHIYHOTO BUIIPOOYBaHHS

[ToxgiitHO ciine, mane60-KOHTPOILOBAHE TOCIiHKeHHS (Pa3u 1, mo
CKJIAJIAJIOCS 3 JIBOX YACTHH, JUIsl OLIHKUA OE3MEKH, IEPEHOCUMOCTI Ta
(hapMaKOKIHETHKH OJHOpPa30BUX Ta Oararopa3osux 103 BMN 111, ski
BBOJIWJIH 3JI0POBHM JOPOCIIUM JIOOPOBOJIBLISIM.

KopmoBanwmii Homep BurnpoOyBanss: 111-101

6. ®a3za KIIHIYHOTO BUIPOOYBaHHS ‘

|1

7. Tlepion mpoBeneHHS KIIHIYHOTO
BUIIPOOYBAHHS

Bxutouenns nepmioro yyacauka: 14 mororo 2012 p.
OcranHill Bi3UT ocTaHHbOrO yyacHuka: 11 uepsus 2012 p.
Tpusanicts nocmimkenns: Yactuna 1: 9 quis, Yactuna 2: 25 qHiB.

8. Kpainu, e mpoBoausIocs KiiHIYHE
BUIIPOOYBAHHS

CIIA

9. KinpkicTh TOCTIIKYBAaHUX

3ansianoBana: 10 48 ydacuuki y Yactuni 1 (omHOpa3oBa j103a) Ta
10 26 yuacHukiB y Yactuni 2 (bararopa3oBi 103u).

®akTnyHa: 22 ygacauku y Yactuni 1 orpumanu 1 nozy BMN 111
5 mkr/kr, 10 mxr/kr a6o 15 mxr/kr (n=14) a6o miame6o (N=8).

26 yuacamkam y YactuHi 2 3acTocoByBanm Oaratopa3oBi IIOACHHI
no3u BMN 111 Bix 0,5 no 8 mxr/kr (n=20) a6o muane6o (N=6).

10. Mera Ta BTOPWUHHI MU

KJIIHIYHOTO BUIIPOOYBaHHS

Yacrtuna 1: ogHopasoBa j103a

OcHoBHOlO Meroro Yactuau 1 Oyno oiiHUTH Oe3neky Ta
MEPEHOCUMICTh OJIHOPA30BUX MiAmKipHUX (T/mr) iH'ekuiii BMN 111
MOPIBHSIHO 3 TU1a11e00 Y 3J0POBUX JOPOCIUX YOJIOBIKIB-100POBOJIBLIIB.

Bropunnoto nimno Yactuau 1 Oyno omiHUTH (apMaKOKiHETUYHHUNA
(®PK) mpodinbe omaHopazoBux miamkipuux iH'ekmii BMN 111 y
3JI0POBUX JIOPOCIIMX YOJIOBIKiB-10OPOBOJIBLIIB.




YactuHa 2: Garatopasosi /1034

OcnoBHoto Metoro Yactuaum 2 Oyno omiHuTH Oe3meky Ta
MEePEHOCUMICTh Oararopa3oBux T/l iH'eklid (ikcoBaHMX Ta
3pocratounx a03 BMN 111 nopiBHsSHO 3 1uane®o y 370poBUX
JIOPOCIIMX YO0JIOBIKiB-T0OPOBOJIBIIIB.

Bropunaumu ninssmu Yactuau 2 Oyno omiauTH 1/m iH'ekiii BMN
111 mopiBHAHO 3 TUIae00 y 3I0POBHX JOPOCIUX YOJIOBIKIB-
NOOpOBOJBIIIB 32 TakuMHM  mokasHukamu: 1)  @OK-mpodins
Oararopa3oBux (PIKCOBaHMX Ta 3pOCTAlOYMX J03; 2) Oe3meka Ta
MEPEHOCUMICTh oxHopa3oBux nA03 (YactuHa 1) mOpiBHSHO 3
Oararopa3oBuMHu 3pocTtarouumu no3zamu (YactuHa 2); 3) BIUIMB Ha
CepleBO-CyIMHHY (DYHKIIII0 0HOpa30oBuX /103 (YacTuHa 1) mopiBHSHO
3 OararopazoBuMu ¢ikcoBanuMHu go3amu (YactuHa 2); Ta 4)
MOTEHIITHa CepIEeBO-CyJMHHA neceHcuOimi3aris micis
0araTopazoBOro BBEICHHSI.

[TomykoBoro MeTOI0 OyiO OIIHUTH (apMaKOJOTiYHI ePeKTH /Il
iH'ekuiin BMN 111 y Burnsai ognopa3oBux 103 (Yactuna 1),
OararopazoBux ¢ikcoBanux 103 (YactmHa 2) ta OararopazoBUX
3poctarounx 1103 (YactuHa 2) y 3A0pOBHX JOPOCITHX YOJOBIKiIB-
JIOOPOBOJIBIIIB.

11. Huzaitn KIIIHIYHOTO
BUIIPOOYBaHHS

Ile Oynmo mopaBiiiHO ciirne, MIane00-KOHTPOIBOBAHE OCHIKCHHS
¢asu 1 3 nBoma yactunamu (HYactuna 1: ogHOpa3oBa 3pocraroya j103a
ta YactuHa 2: 6aratopaszoBi 3pocTaroyi J031), B IKOMY B3sUTH y4acTh
710 74 310pOBUX JAOPOCIIHX YOJIOBIKiIB-T0OPOBOJIBIIIB BIKOM Bia 22 10
45 poKiB BKITIOYHO.

Hocmimpkysanuii mikapcbkuii 3aci6 (JIIT; BMN 111 a6o mmare60)
BBOJWJIM NUIIXOM I/mI. [IpOTSATOM YCBOTO NMOCHTIKEHHS YYaCHHKH,
rosnoBHUH nocuianuk (1), cyOqocaiiHUKN Ta KIIHIYHAN TepcoHal, sKi
MaJld TPSMUM KOHTAKT 3 YYaCHHKAMH JOCIHIHKEHHS, HE 3HAJIU TIPO
3acrocoByBaHui [II1.

12. OcHOBHI KpHUTEpii BKJIIOYEHHS

VY4YacHUKM JTOCTIPKEHHST MOBHMHHI OyiaW BIJMOBIATH HACTYMHHUM
KPUTEPISIM BKITFOUEHHS:

- ['OTOBHICTH 1 37aTHICTh HaJaTH MiANMUCAHY 1H(GOPMOBaHY 3roay
MICIIsl TIOSICHEHHS CYT1 JOCIHIKEHHS Ta O BUKOHAHHS Oyab-sSKHX
IpOLEAYp, MOB'I3aHUX 13 TOCIIKEHHSIM.

- YosoBiku BikoM Bizt 22 110 45 poKiB BKIIIOYHO.

- Maca Ttina Big 63 1o 100 Kr BKIFOYHO.

- Inyexc macu tina (IMT) Bix 18 10 32 Kr/M? BKITIOUHO.

- 31aTHICTh 1 TOTOBHICTh YTPUMYBATHUCS BiJl HIKOTHHY, aJIKOTOJIO,
HarfoiB a0 ki, 10 MICTATh METUJIKCAHTUHU (HANPHUKIAJ, KaBa, yaii,
KOJIa, II0KOJIaJl, €eHepreTUYHI Haroi), MaKy Ta rpeindpyTroBoro coxy
OpoTSAroM 48 TOJUH JI0 BKJIIOYEHHS JI0 JOCTIKEHHS Ta MPOTATOM
YChOTO JOCTIHKCHHS.

- oOpwuii 3aranbHuil cTaH 3/10pOB's 3a JTaHUMH aHAMHE3Y, (PI3HUHOTO
o0cTeXeHHsI, KIHIYHUX Ja00paTOpHUX NOCHIKEeHb Ta 12-KaHanbHOI
enextpokapaiorpamu (EKI') mix gac ckpuHinry.




- ['OTOBHICTH 1 3aTHICTh BUKOHYBATH BC1 MPOIEAYPH TOCIIIKEHHS,
HACKUIBbKH 1€ (PI3UIHO MOKIIHBO.

- CekcyaJbHO AaKTHBHI YYaCHHUKM TIOBHHHI OyJIM TOTOBI
BUKOPUCTOBYBAaTH TWPE3epBAaTUB MiJ Yac CTaTeBOrO0 aKkTy 3
napTHEpKaMU Ta BHMaraTtd BiJl CBOIX NAapTHEPOK BUKOPUCTAHHS
JOJIaTKOBUX  e(eKTHMBHUX 3aco0iB  KOHTpamlemniii (Hampukias,
niapparMu  Ta  cHepMmilMay, OpaJbHMX KOHTpAIENTHUBIB) abo
yYTPUMYBATHCS BiJl CTaTeBUX KOHTAKTIB, AKIIO MapTHEpKa He Oyia
XIpypriuHo crepuiaizoBaHa abo He mepedyBajia B MOCTMEHOIAy3i, 3
MOMEHTY TEPBUHHOI'O MPUHOMY 10 JOCIITHHUIBKOTO HEeHTpy 10 30
JTHIB ITiCJISI 3aBEPIICHHS JTOCTIKSHHS.

Oci0 31 CHOHTAaHHOK OPTOCTATHYHOIO TIMOTEH31€0, BKIIOYAIOYU
3HIDKCHHS CHCTOJIIYHOTO TUCKY Ha > 20 a00 MiacTOIIYHOrO TUCKY Ha
> 10 MM pT. cT. a0 31 30UTBIIEHHS YaCTOTH CEPIIEBUX CKOPOUYCHBb Ha
> 30 ynapiB Ha XBUIUHY (YI./XB.), Y 13 CEPLIEBUMHU a00 CyTUHHUMU
3aXBOPIOBAaHHSIMH B aHaMHE31 (BKIIIOYAIOUM apTepialbHy TiMepTOHI0
a0o TIMOTOHII), HE BKIIFOYAJIH JI0 JOCIIHKCHHSI.

13.  JlocmixkyBaHuil  JIIKapChKHM
3aci0, crocib 3acTocyBaHHS, CUIIA il

JlocnioKkyBaHUW JIiKapChbKUK 3aci0, J1o3a Ta cmoci® 3acTOCYBaHHS,
HOMeEp cepii:

BMN 111 gns n/m iH'ekiiid mocrayaBcsl y CTEPUIBHUX OJJHOI030BHX
¢rakonax 3i ckiia tumy 1 3 2 a60 10 Mr mopomiky At BiIHOBJICHHS 10
po3unHy, 1mo MictuTe 2 a6o 10 mr/mn BMN 111. KsamidikoBana
0co0a, 1110 MPOWIIUIA BiATIOBIIHE HaBUaHHs, Mana BBoauTu BMN 111
nUISIXOM ofHOpa3oBoi n/mr iH'exmii (YactuHa 1) abo moaeHHUX I1/11
in'exnii (YactuHa 2) y qOCTiHUIIBKOMY IIEHTP1 IOPAHKY B OJIUH 1 TOI
ke yac, uepe3 1 roguny (£ 10 XBUIUH) MiCTs CHIIAHKY.

- V Yactuni 1 BMN 111 BBoAMAM HUIIXOM OJHOPA30BUX II/III
1H'eKIN y TaKKUX 3allaHOBaHuX fo3ax: 5, 10, 30, 60, 100 1 150 mkr/kr
(a00 10 AOCATHEHHS TOKCHUYHOCTI, 1m0 obmexye no3y (DLT), ska
BI/ITIOBIJJa€ KPUTEPISIM NMPUITUHEHHS).

- Y Yactuni 2 BMN 111 BBoAMIM NUIIXOM IIOXEHHNUX II/II 1H'€KINII
y TakuX 3allJJaHOBAaHUX J03aX (e MakCUMalbHa TMEepeHOCHMa J103a
(MITJ]) Bimnosimama oxHopaszosiii MII/I, BuzHaueniii y Yactuni 1):
50 % MIIJ (koropta 1), pikcosani go3u g0 100 % MIIJ] (koropTta 2)
ta 130-160 % MII/] (koropra 3).

PedepenTna teparis, 103a Ta cnocid 3acToCyBaHHs, HOMEp cepii:

[Mname6o myis MIAMIKIPHOTO BBEACHHS TMOCTAYANIOCAd y BHUIJISIIIL
cTepwiibHOro  (izionoriuHoro po3zuuHy Uit iH'ekuiid. Ilmane6o
rocTrayajiocsi B OJHOJO30BHX CKISHUX (uiakoHax 1 Maino OyTu
VIIAaKOBaHO Ta 3aCTOCOBAaHO TAaKUM caMUM dYuHOM, sk BMN 111.
KsamidikoBana ocoba, mo mpoimia BIAMOBIAHE HaBYaHHS, Maja
BBOJWTH IUIae00 y BUIIISIAL OJHOpa3oBux m/mr iH'ekuii (Yactuna 1)
abo moaeHHUX n/m iH'exuii (YactuHa 2) y AOCHIAHUIIBKOMY LIEHTP1
[IOPaHKy B OJWH 1 TOW camwmii 4yac, yepe3 | romuny (+ 10 xBuimH)
TICIIS CHIZTAaHKY.




14. TlpemapaT TOpIBHSHHSA, /1034,
croci0 3acToCcyBaHHS, CHJIA il

He 3actocoBHO.

15. CynytHs Teparris

VYci penentypHi Ta Oe3pelenTypHi JIIKapChKi 3aCO0M, SKi MAaIli€HT
puiiMaB poOTATroM rnepioAy Bif 30 IHIB 10 CKPUHIHTY Ta A0 AHSA -1,
Mayii OyTH 3aHECEHi JI0 CHelialbHOl 1HAMBIyaIbHOI peecTpaliiHol
kaptku (CRF).

[lig yac CKpHHIHTY Ta MPOTATOM YCHOTO IOCIHIJKCHHS HACTYIHI
JKapChKi 3acO0M OYIIM BUKIIIOYCHI !

- iHTi0ITOPH  aHTI0TEH3MHIIEPETBOPIOBATILHOTO  (pepMeHTy  abo
aHTUTINIEPTEH3UBHI 3aC00H;

- IIypeTUKY;

- IIKapChKi 3aco0m, 5Ki, SIK BIJOMO, IHAYKYIOTh a00 iHTiIOYIOTH
NEYiHKOBUI MeTab0I1i3M JIKapChKUX 3ac00iB;

- HECTEPOiaHI MpOoTHU3analbHi 3ac00H,

- cynb(hoHaMIIH;

- mpoOeHenuy abo iHIN JIIKApChKI 3acoOM, sKi, SK BiJIOMO,
MOPYIIYIOTh (YHKIIIF0O HUPOK 200 KaHAJIBIIIB.

16. Kpurepii ominku epeKTUBHOCTI

EdexTuBHICTE:

KrniniyHy epexTuBHICTh HE IOCHIKYBIA y IBOMY JIOCIHIIKECHHI
dazm 1.

dapmakoKiHETHKA

@dapMakOKiHETHYHI TMapaMeTpd Mainud OyTh y3arajbHeHi 3a
JIOTIOMOT'OK0 OIMCOBOI CTAaTHCTUKU Ta 332 YAaCTMHAMHU JIOCIIIXKEHHS
(Hactuna 1 ta Yactuna 2).

Bin6ip 3pa3kiB miaa3Mu MaB BiAOyBaTHCS 10 BBEICHHS 103U Ta Yepe3
5, 151 30 xBunuH (+ 2 xBwiuHK) 1 1, 2, 4 Ta 8 roauH (£ 5 XBUIKH)
micast BBEACGHHA JO3M JUIS OIIHKKM TaKUX TapaMeTpiB i3
BUKOPUCTaHHSM HEKOMITAQPTMEHTHOTO aHai3Yy:

- [1noma miJy KpUBOIO «KOHIIEHTPALliS B IJIa3Mi KPOB1 — 9acy» BiJl yacy
0 o neckinueHHOCTI (AUCo-)

- [Inoma mig KpUBOIO «KOHIIEHTpAIliS B M1a3Mi KpoBi — yacy Big 0 1o
MOMEHTY OCTaHHBOI BUMiproBaHoi koHIeHTpallii (AUCo-t)

- MakcuManbHa crocTepexxyBaHa KOHIIEHTpallis B IUIa3Mi KpOBI
(Cmax)

- Yac nocaruenns Cmax (tmax)

- Ilepion HamiBBUBEACHHS (t1/2)

- Bugumuii kiipenc nikapebkoro 3aco0y (CL/F)

- Bunumuii 00'em po3noainy Ha ocHOBI TepMiHanbHOI (azu (Vz/F)

Takox OIlIHIOBAIM TPOIMOPIINAHICTE JO JO3W Ta HAKOIMMYEHHS
JIKapChKOro 3aco0y micis 6araropa3zoBOro BBEACHHS.

ITomykosi (PapmakoguHaMika):

®apmakoauHaMiky (DJl) omuiHIOBaIM 3a IOMOMOroK0 OioMapkepis,
SK1 BKIIIOYAJIH, aJie He 00MEXXYBaJIiCs OLIHKOIO MapKepiB 010J0T14HOT
aKTUBHOCTI HaTpiitypernyHoro nentunay tuny C (CNP) (umxmigHuit
ryanozuaMoHodocdat [ul'M®] y mra3mi KpoBi Ta cedi, HaTpii y ceul
Ta ajJbJOCTEPOH Yy ceui), PiBHI NpeacepaHOro HaTpilypeTHYHOTOo




nentuny (ANP) (mmasma kpoBi Ta ceda), a TakoX OlomMapkepu
KoJIareHy Ta KicTok. Takox mepenbauaBcs 3a0ip 3pa3kiB CHPOBATKU
KPOBI JUIsl TOCIPKCHHS Ha aHTHUTILIIA.

JlonaTkoBi aHaTI3M:

IMyHOTEHHICTB: IMiICYMOBYBAHHS 32 3MIHOIO TUTPY Y JWHAMII TpH
3a7aHii 1031 U1t KOXKHOT KoropTH. [1icyMOBYBaHHS pe3yabTaTiB IS
KO>KHO1 KOTOpPTH.

17. Kpurepii ominku 6e3mnexu

besneky oriHOBaIM Ha OCHOBI MOOIYHMX peakIlii, pe3yJbTaTiB
KIHIYHUX JTA0OpPaTOpPHHUX JOCTIKEHb (aHami3 cedi, OloXiMiuHUI
aHajJi3 KpPOBI Ta TIeMaTOJIOTIYHHHN aHaji3), IMOKa3HUKIB IKUTTEBO
BOKIUBUX (yHKIIH, pe3ynbTaTiB (i3UKATBbHOTO  OOCTEKEHHS,
OJTHOYACHO 3aCTOCOBYBAHHX JIiKapchkux 3aco0iB Ta EKT .

18. CratucTryHi METOIU

dapMakOKIHETUYHUHN aHATI3:

@dapmakokinetnuHi mapamerpu BMN 111 Bu3Hauaimm Ha OCHOBI
JaHUX TpPO KOHIEHTpAIil0 B IJ1a3Mi KpPOBI 3aJ€KHO BiJ Yacy.
IamuBinyaneHi koHmeHtpanii BMN 111 y mma3mi kpoBi Oynu
nepepaxoBaHi Ta y3arajibHEHi 3a rpynamH JiKyBaHHS ([103aMH) Ta
HOMIHAJIBHUM dYacoM 3a00opy 3pa3KiB KpOBI 3 BHUKOPHUCTaHHSAM
onucoBoi crarucTuku. OnucoBa CTAaTUCTHKAa Malla BKIIIOYATH
KUTBKICTh (criocTepeskeHb) «N», cepenHe apuMeTHIHe, CTaHIapTHE
BigxuneHHs (CB), koedinient Bapianii (%KB), minimanbHi, MeaiaHH1
Ta MaKCUMallbHI 3Ha4YeHHsA. [HIWBiAyanbHi Ta cepegHi mnpodimi
KOHIIEHTpalli B Ija3Mi KpOBI 3alieHO BiJ Yacy 31 CTaHIapTHUM
BIIXWJICHHSAM Maju OyTH 300pakeHi rpadiyHO Ta TpeacTaBieHi Y
BHTJISII Alarpam.

IomykoBuii (hapmMakogMHAMIYHNIN) aHATI3!

bioxiMiyHi Mapkepu IUIa3MU KpOBI Ta ceul y3arajibHIOBalU 32
JI030BOI0 KOTOPTOIO (BKJIIOYAIOYHM TIIaIe0o0), JHEM JOCTIHKCHHS Ta
YaCOBHMHU TOYKAMH Pa30M 3 aOCOJIIOTHUMU Ta BIJICOTKOBUMH 3MiHAMHU
B1J1 TOYATKOBOTO PIBHA.

AmHauni3 6e3neKu:

[lincymoByBanu AaHi mpo HeOa)kaH1 sIBUIA, KJIIHIYHI J1a00OpaTOpHi
napamMeTpH, IOKa3HUKM OJKUTTEBO BaxiauBuX (¢yHkuid, EKT,
pe3ynbTaTi (i3UKaIbHOTO 0OCTEKEHHS Ta CYMYTHI JIKapChKl 3aCO0MU.
AHani3 0e3neku HANpUKIHLI JIOCIIUKEHHS MaB OyTH OIHCOBUM 1
MPOBOJIUTHUCS OKPEMO JIIsl KOXKHOT YACTUHU JOCIIKEHHS, T KOKHOT
rpynu 103 (BMN 111 a6o miare6o) Ta 3a piBHEM 7034 200 KOTOPTOIO
n03. Kpim Toro, Ge3nexy ciij 0y0 MOPiBHATH B paMKax JOCIIKEHHS
3a yactuHamu (YactuHa 1 abo Yactuna 2) Ta 3a rpynamu 103 (BMN
111 abo mmane6o0), BKIIOYAIOYHM aHATI3 CEepIEeBO-CYAMHHOI (QYHKIII,
BUMIPSIHO] 3@ 3MiHAMU apTepiaIbHOTO THCKY.

JonaTkoBuil aHamis:

PiBHI aHTUTILI MiICYMOBYBAJIM SIK TO3UTHBHI a00 HETaTHBHI, a TAKOXK
3a TUTPOM (32 HasiBHOCTI). TakoX MpeacTaBiIsiIM OKpeMi MOKa3HUKU
TUTPY aHTUTLI 3aJI€KHO B/ JTHS (32 HAsIBHOCTI).




19.  Jlemorpadiyni  TNOKa3HHUKH
JMOCTiIKyBaHOT momyssuii  (cTaTh,
BiK, paca, TOIIO)

Yacrtuna 1

VYci 22 yyacHMKHM JNOCHIKEHHST Oyau YOJIOBIKaMHU BiJIOBITHO [0
nporokony. Cepenniii (CB) BiK y4yacHHKIB Ha MOMEHT CKPHHIHTY
ctanoBuB 33 (6,6) poxu 1 Beiei rpynu BMN 111 (n=14) 1 37 (7,6)
POKiB Jyuisl Tpynu 1wianedo (n=8), a cepeHi 3HaYEHHs I 000X Tpyn
Oynmu MOMIOHUMU 0 MeMiaHHMX 3HadeHb (33 pokM A 3arajibHOL
rpynu BMN 111 140 pokiB s rpynu miaime6o0). bimbiicts y9acHUKIB
y 3aranbHiit rpyni BMN 111 Ta y rpyni muiane6o Oyiu eBporeoinHoi
pacu (64,3 % 1 87,5 % BinnoBiAHO) Ta HE OyJU JIATHHOAMEPUKAHLISIMU
M icmaHchKoro moxomkeHHs (92,9 % 1 75 % Bignosigno). CepenHi
3HaYEHHS Macu Tia, 3pocty Ta IMT Ha MOMEHT CKpUHIHTY Oy JIE110
BUIIIMMH Yy TpyIi Iuianedo mopiBasHO 3 rpynoo BMN 111 3aranowm;
OJIHAK III HEBEJWKI PO301KHOCTI, SIK OYIKYBaJOCs, HE BIUIMHYJIH Ha
Pe3yJIbTaTH JTOCIIIKCHHS.

Yacrtuna 2

VYci 26 ydacHHKIB JOCHIIPKEHHS Oyiad YOJOBIKAMH BiIIOBIIHO 110
nporokony. Cepenniii (CB) Bik y4yacHHKIB Ha MOMEHT CKPHHIHTY
cranoBuB 33 (6,9) poxu ms Beiei rpynmu BMN 111 (n=20) 1 30 (4,6)
POKiB 17151 rpyn 1ianedo (n=6), a cepenHi 3Ha4eHHsI i1 000X TPpym
Oynmu MOMIOHUMHU 10 MeMiaHHMX 3HaueHb (32 pOKH IS 3arajabHOL
rpymu BMN 111 1 30 pokiB ana rpynu 1uiane6o). IlomoBuna
yYacHHKIB y 3aranpHiii Tpyni BMN 111 Oynu eBpomneoigHoi pacu
(50 %), 3a HUMH yYaCHHKH HETpoimHOi pacd abo adpoaMepuKaHIli
(40 %) Ta amepuKkaHChKi iHmiaHI/KopiHHI *xwuteni Asscku (10 %).
binpuricTs y4acHUKIB y Tpymi mianedo Oynu HerpoigHoi pacu abo
adpoamepukanusamu (66,7 %). binpmicth y4acHWKIB He Oy
JAaTHHOAMEPUKAHLAIMH Y  ICHAHChKOro moxomkeHHd, 90 % vy
3aranbHii rpyni BMN 111 1 83,3 % y rpymi mnane6o. Ha momeHT
CKPHMHIHTY cepesiHi 3HaueHHs 3pocTy Ta IMT Oynu mopiBHSHHUMHU B
3aranbHii rpyni BMN 111 Ta rpyni mane6o. CepenHi 3Ha4eHHSI Macu
TiJJa Ha MOMEHT CKPUHIHTY OyJau Jel0 BUIIMMHU y Ipymi mianebo
MOPIBHSAHO 13 3araipHOi0 rpyrnoto BMN 111; omnak mi HeBemukKi
nucOanaHcH, SK OYIKyBaJOCs, HE BIUIMHYIM Ha pe3yJabTaTd
JOCTIPKEHHS.

20. Pe3ynpTaTé €peKTUBHOCTI

EdexTuBHICTE:

EdexTuBHICTh HE OILIHIOBAIM Yy IOMY JAOCHIDKeHHI ¢a3zu 1,
MIPOBEICHOMY 32 YYaCTIO 3/IOPOBHUX JOOPOBOJIBIIIB.

dapMakOKiHETUYHUHN aHATI3!

[Ticas n/m BBenenHs BMN 111 mBHIKO BCMOKTYBaBcs 13 C€peIHIM
tmax Biz 14 10 60 XBUJIMH MPHU OJTHOPA30BUX 033X Bif 2,5 10 15 MKI/KT.
[Ticnss BcmokTyBanHss BMN 111 mBuako BuUBOAMBCS 3 tiz Ipu
OJIHOpa3oBoMYy BBeZeHHI B miamazoHi Bix 30,7 mo 140 XBuiuH.
CrnocrepexyBaHu# KIIipeHC 1 00'€éM PO3MOILUTY CTAHOBHIIU BiJIITOBITHO
BiZ 5,76 mo 32,5 mn/xB/kr 1 Bix 632 10 2050 MiI/KT Ticast 0THOPa30BOTO
BBeAeHHsa 103 10 1 15 MKI/KT.

Excniozuttis BMN 111 (Cmax 1 AUCp.t) 3aranom 30imblryBanacs 3
JI03010 TIICII OJAHOPA30BOTO BBEACHHS 103 Bim 2,5 10 15 MKI/KT.




36iumbmeHHsT Cmax 31 30UIBIIEHHSM 103U OyJ10 TPHOIU3HO JIHIHHUM
(R2 = 0,969) i1 6inbminM, HIX MPOHNOPIIMHUM /1031 Y TOMY CaMOMY
miarma3oni  no3. JIiHIAHICTE Ta NPOMOPIINHICTE 10 03U HE
cnocrepiramn st AUCo.+. Y Yactuni 2, mpu OararopazoBoMy
BBEJICHHI 103U 5 MKI/KT mpotsarom 10 mgHIB, KpHBI KOHIIEHTpaIlii B
IU1a3Mi KpoBi y JUHAMILl, OTpUMaHi B KOXEH i3 3 aHiB 3a00py mpod
(Iui 1, 4 Ta 10), Oyau mOmiOHUMM, IO CBIAYHTH MPO HE3HAYHE
HaKoNMW4YeHHs abo WOro BiACYTHICTb. bunblie TOro, MOPIBHSHHS
napameTpiB @K excrnosutii Ha 10-i nenp 111 AUC Tta Cmax okasano,
10 00MBa MOKA3HUKH 3MIHWIHCS MiHIMAIBLHO (< 7 %) MOPIBHSHO 3
Huem 1. HakonmuenHst npu 6araropazoBoMy BBEJICHHI MAJIOWMOBIpHE
4yepe3 KOpoTKuid mepioa HamiBBuBeaeHHs BMN 111 npu inTepBanmi
JI03yBaHHA 24 TOJIWUHM.

dapMakoMHaAMIYHAN aHATI3:

BMN 111 mnpomeMoHCTpyBaB 3ajieKHE BiJA 03U IMiBUILIEHHS
KoHIeHTpauii nl M® y ria3mi KpoBi Ta cedi Mmicist OJHOPa30BOTO Ta
0araTopa3zoBOro IIOJCHHOTO 3aCTOCYBaHHS, XOua BIJAMOBIAL Ha
onHOpa3oBi go3u 10 Ta 15 MKT/KT Oyiia cX0ko0r0 3a BenuanHoo. [Ipu
OaraTopa3oBOMY  IIOJICHHOMY  3aCTOCYBaHHI  CIOCTEpEKyBaHa
BianoBiap nl M® Oyna moaidHOrO Ha 6-if Ta 10-ii AHI MOPIBHSIHO 3 1-M
THEM, IO BKa3ye Ha CTaOUIbHY BIANOBiAb MpU OaraTopazoBOMY
3acrocyBanHi mporsaroM 10 mguiB. Kopemsmii Mix miaBUIIEHHSM
koHneHTpanii nl M® ta ekcriozurie;o BMN 111 (Cmax Ta AUCos+), 1110
BIJIMIOBIIalOTh MOJEII MaKCHMaJbHOI JocsbkHOT Bimmosimi (Emax),
BKa3yBaJld Ha Te, 10 KoHueHTpalis 50 % MakcumalbHOI BiAMOBiI
(EC50) cranosmia 16 000 nir/mit uist Cmax Ta 1 000 000 mir-xB/mut uist
AUCo.t y m1a3mi KpoBi.

BMN 111 migBuntyBas piBHi ANP y mmasmi Kposi 13 cepelHbOIO
BiJICOTKOBOIO 3MiHOIO Bijl TOYaTKOBOTO PiBHSA > 25 % no 30 XBUIMH
Mmichsi BBEIEHHSA JO3M TMpH BCiX go3ax Bix 2,5 mo 15 MKr/kr.
[Tinpumenns piBHiB ANP Oyno BapiaGenbHUM ane CTaOUIbHUM
npotsirom 10 AHIB 3acTocyBaHHsS JiKapchbkoro 3aco0y. He Oyio
BUSIBJICHO $IBHOI Kopessauii Mk ekcrosuuiero BMN 111 1 3miHorO
piBHiB ANP y niana3oni exkcriozuuii BMN 111, onineHomy B 11boMy
nociipkeHHl. 3actocyBanHs BMN 111 He cnpuyMHSIO NOCTIHHMX
ab0 10303aJI€)KHUX 3MIH PIBHIB aMIHO-TEPMIHAIBHOIO MPONENTUAY
Harpiitypernunoro nentuny tuny C (NTproCNP) y rmuiasmi kpoBi mpu
0JIHOPA30BOMY Ta 0araTopa3oBOMY 3aCTOCYBaHHI JIIKAPCHKOTO 3aC00Yy.

JlonaTkoBi aHaIi3H:

IMmyHOreHHICTh: B yudacHUKIB 13 HasBHUMHU pe3ylbTaTaMu IICIs
BBEJICHHS JI03H, JKOJCH HE MaB MO3UTHBHOTO PE3YJIbTATy Ha aHTUTLNA
10 BMN 111 (TAb) ni B Hactuni 1, vi B Yactusi 2 nig yac Oyab-sgKoro
BI3UTY 200 y OyAb-sKiii Irpy1i 103.

21. Pe3ynbraTu 3 Oe3nexu

¥ Yactuni 1 y 611bIIOCT] YYaCHUKIB Y KOHiH 3 koropt BMN 111 (1
[60 %], 2 [80 %] Ta 3 [100 %]) cnoctepiranu npuHaiMHi 1 MOGIUHY
peakuio nopiBHsSHO 3 3 ywyacHukamu (37,5 %) y rpyni muane6o.
HaiinomupeHninorw mo6iuHOK peakiielo 3a TEPMIHOM IMEPEBaKHOTO




BUKOPUCTAaHHs OyJa opTocTaTM4Ha Tinorensis. OprocraTuyHa
TINOTEH31s, 0 BBaYKAIACS MOXJIMBOIO 200 HMOBIPHOIO MOB'SI3aHOIO 3
JIOCIIIJDKYBAaHUM JIIKApCbKUM 3aco0omM, Oyna 3apeecTtpoBaHa y 3
yuacHHKIB (60 %) y xoropti 1, 2 yyacuukiB (40 %) y xoropTi 2 Ta 3
yuacHUKIB (75 %) y koropti 3; BC1 BUIIaJK1 OPTOCTaTUYHOI T11OTEH311
OynHu JIETKUMH 32 TSDKKICTIO, Ta JKOJIEH 3 HUX HE TMPHU3BIB [0
MPUITUHEHHS Y4acTi Y AOCTiHKCHHI.

¥ Yactuni 2 y 61IbIIOCT] Y4aCHUKIB Y KOHiH 3 koroptr BMN 111 (1
[66,7 %], 2 [83,3%], 3a [100 %] ta 3b [100 %]) cmocrepiraau
npuHaiiMHi 1 mo6iuHy peakiiito mopiBHsAHO 3 3 yyacHukamu (50 %) y
rpymi miane6o. HalmomupeHimow mo0iyHOK Peakilie€ro 3a TEPMiHOM
NEePEeBAXHOTO BUKOPUCTAHHSA OyJia OPTOCTATUYHA TIOTEH3is., 32 SIKOIO
CiAyBaJld KOHTAKTHUH aepMatuT (y 6 y4acHUKIB, SIKI OTPUMYBAIH
BMN 111, 30 %) ta 6inb y crniuHi (y 2 y4acHUKIB, SIKi OTPUMYBAIIN
BMN 111, 10 %). OprocratuyHy rimnoTeH3ito, 1110, WMOBIpHO, OyIna
MOB'SI3aHa 13 3aCTOCYBAHHSM JIOCII)KYBAHOTO JIIKapCHKOTO 3aco0y,
3apeecTpyBaiu y 2 yuacHukiB (33,3 %) y koropti 1, 3 ydacHuKiB
(50 %) y xoroprti 2, 1 yuacHuka (50 %) y koropTi 3a Tta 4 y4acHHKIB
(66,7 %) y xoropTi 3b. Yci BUMaAKK OPTOCTATHYHOI TIOTEH31i Oyiu
JIETKAMU 32 TSDKKICTIO, Ta JKOJIEH 3 HUX HE MPU3BIB JI0 MPHUITUHEHHS
ydacTi y JOCHIDKeHHI a0o 3MIiHM JI03yBaHHS JOCIHIJKYBaHOTO
Jikapcbkoro 3aco0y. Bci inmi mo6iuni peakuii peectpyBamu y < 1
yuacHuKa y Oyap-akiii 3 koropr BMN 111 (1, 2, 3a a6o 3b), y
saranpHii rpyni BMN 111 abo y rpymi mumane6o. Bei mo6iuni peakiii
Oynu nerkumu 3a cryneHeM TspkkocTi 3a mkanoro NCI CTCAE.
binpuricte moOIYHMX peakiiid BBaXajld MOXJIMBO a00 HMOBIPHO
MOB'I3aHUMHU 13 3aCTOCYBAHHSM JIOCIII)KYBaHOTO JIIKAPCHKOTO 3ac00y
B koroptax BMN 111 1 (6/7 noGiunux peakitiii), 2 (20/24 no6iunnx
peakiiiii), 3a (8/10 moGiunux peakmiii) Ta 3b (20/26 MOGIYHKX
peakitiii); 4/11 moOiYHMX peakiliii, 3apeecTpOBAaHUX y IPyIIi MIanedo,
Oylu BH3HAHI TaKUMH, 110 MOXJIMBO a00 HMOBIPHO MOB'3aHI 3
JOCIIPKYBaHUM JIIKYBaHHSIM.

VY xoxHoro ydacHuka y Yactuni 1 a6o YacTtuHi 2 He crocTepiraiu
JeTaNbHUX a00 HeNeTaJIbHUX CepHO3HUX MOOIYHUX peakiii, a TaKoX
OJIeH YYaCHHMK He NMPUMHMHUB y4acTh Yy JOCIIIKEHH] uepe3 NoOiuHy
peaxiIito.

22. BUCHOBOK (3aKJIFOUEHHS)

- BMN 111 BBogwmm 1/ B 0IHOPa30BUX J03ax Big 5,0 MKI/KT 10
15 Mkr/kr Ta 6araropazoBUX HIOACHHUX A03ax Bix 0,5 MKI/KT 110
8,0 MKTI/KT 3JI0pOBHM JOPOCITUM YOJIOBIKAM.

- BMN 111 mBHIKO BCMOKTYBaBCS MiCis TI/II BBEISHHS,
MaKCHUMaJIbH1 KOHIIEHTpaIlii gocsranucs yepe3 14—60 xpwmmH. [licas
BcMokTyBaHHs BMN 111 mBuako uBoauses 3 tiz Big 30,7 mo
140 xBUIHH.

- 301nb1eHHs Cmax 31 30u1bmeHHsaM 1034 BMN 111 6yro npubauzHo
THIMHAM 1 OUTBIIUM, HDK TPOMOPIIHHUM 10 A03u. JIiHIAHICTE 1
MPOMNOpLiKHICTE A0 A03u He crocTepiranu st AUCosx.




- Kymymsmii BMN 111 a6o 3anexHOCTI BiJ 4acy HE CIIOCTEPIranocs
npoTsiroM 10 1HIB IIOAEHHOTO J03YBaHHS.

- BMN 111 cnpuumnHsB 10303a1eKHE MABUIICHHS piBHIB Il M y
1a3Mi KpoBi Ta cedi. [Ipu 6araropazoBoMy I1101I€HHOMY 3aCTOCYBaHHI1
criocTepexyBana Bianosiap Il M® Oyra moaioHor0 Ha 6-i Ta 10-i qH1
NOpIBHSAHO 3 1-M JHEM, IO BKa3zye Ha CTaOUIbHY BiINOBiIb HpHU
OaraTropa3zoBOMY 3aCTOCYBaHHI npoTsarom 10 mHiB.

- BMN 111 ninBuntysaB piBHi ANP y mua3mi KpoBi i3 cepeaHboro
B1JICOTKOBOIO 3MIHOKO BiJl mo4yaTKoBoro piBHs > 25 % mo 30 xBuiuH
micis BBEACHHS JIO3M IPH BCiX Jo03ax Bix 2,5 mo 15 MKr/kr.
[TinBumennst pieHiB ANP y ma3mi kpoBi Oysio BapiaOeabHUM ajie
CTaOUTBbHUM IIpU BUMiproBaHHI poTaroM 10 1HIB 3aCTOCYBaHHS.

- 3actocyBanHs BMN 111 He cHOpuYMHWIO TOCTIHHMX a0o
nozozanexxHux 3MmiH piBHIB NTproCNP y mmasmi KpoBi mpu
OJIHOPa30BOMY Ta 6araTopazoBOMY 3aCTOCYBaHHI1 JIIKAPCHKOTO 3ac00Y.

- XKoneH 3 yyacHHKIB HE IMOMEp, HE 3a3HAB CEPHO3HUX MOOITYHHUX
peakiiii Ta He MPUINHHUB YYacTh y JOCHIIDKEHHI yepe3 MOoOiuHi
peaxiiii.

- OprocratuyHa TiNOTEH3is, MmO Yy OUIBIIOCTI BHUMAIKIB Oyna
0e3cMMNTOMHOI, Oyna HaldJacTIo TMOOIYHOI peakIliero Ta
BUHUKala Mpu BCixX piBHAX 1031 BMN 111, a Takox y rpyni miamne6o.
Bumnaaku opTOCTaTUYHOI TiMOTeH311 OyinM THMYacOBUMH Ta JIETKOTO
CTYTIEHS TSAAKKOCTI.

- MakcumanbHa niepeHocuma go3a BMN 111 npu omnopazoBomy
3acTocyBaHHI Oyna Bu3HadyeHa sk 5 MKr/kr. OHaK, 3 ypaxyBaHHSIM
perpocnexktuBHoro orisiny DLT y Yactuni 1, paktiuuna MITJ] moxe
OyTM HIKYOI Yy LiH MOmymsauii 370pOBHUX JOPOCIUX YOJIOBIKIB
BIJIMOBI/THO JI0 crienudikaiii mpoToKoIy.

3asBHUK (BIACHUK
peecTpariitHoro
TTOCBITYCHHS )

[ninnucano/natoBano/

(miamuc)

Avse Demirtas, IMpexTop 3 MIXHAPOIHUX PETYIATOPHUX HUTAHD

(Il. 1. B.)
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