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Clinical Trial Report No. 7

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 2 Randomized, Double-Blind, Placebo-Controlled Clinical
Trial to Evaluate the Safety and Efficacy of BMN 111 in Infants and
Young Children with Achondroplasia, Age 0 to <60 Months

Trial Number Code: 111-206

6. Clinical trial phase

| 2

7. Period of the clinical trial

First Enrollment: 13 June 2018
Last Patient Last Visit: 26 January 2022

8. Countries where the clinical trial
was conducted

United States, Australia, United Kingdom and Japan

9. Number of study participants

Planned: 70
Actual: 75

10. Goal and secondary objectives of
the clinical trial

Primary objectives:

- Evaluate the safety and tolerability of vosoritide in children aged 0
to < 60 months with achondroplasia (ACH)

- Evaluate the effect of vosoritide on change from baseline in
length/height Z-score

Secondary objectives:

- Evaluate the effect of vosoritide on change from baseline in
annualized growth velocity (AGV) throughout the 52 weeks of the
study

- Evaluate the effect of vosoritide on bone morphology/quality by X-
ray and dual X ray absorptiometry (DXA)

- Evaluate the pharmacokinetic (PK) of vosoritide in children age 0
to < 60 months with ACH

- Evaluate hip function
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- Evaluate for hip, thigh, or knee pain, or change in gait

- Evaluate the effect of vosoritide on Health-related quality of life
(HRQoL), developmental status, and /functional independence using
age-specific quality of life (QoL) and functional independence
questionnaires/QOL status (Bayley Scales of Infant and Toddler
Development, Third edition [Bayley-I11]), Activity of Daily Living
and Functional Independence Measure (Wee-FIM), Infant Toddler
Quality of Life Questionnaire (ITQOL), Child Behavior Checklist
(CBCL)

- Evaluate immunogenicity of vosoritide and assess impact on safety,
PK, and efficacy measures

- Evaluate the effect of vosoritide on bone metabolism and vosoritide
pharmacodynamics biomarkers

- Evaluate the effect of vosoritide on growth parameters and body
proportions, including change from baseline in upper to lower body
segment ratio

- Evaluate the effect of vosoritide on sleep apnea

- Evaluate the effect of vosoritide on skull and brain morphology,
including foramen magnum, ventricular and brain parenchymal
dimensions

- Describe the incidence of surgical interventions, including cervical
decompression, adenotonsillectomy, and tympanostomy

Exploratory objectives:

- Document physical and phenotypic changes with clinical
photography (optional)

- Evaluate genomic biomarkers (optional)

11. Design of the clinical trial

Study 111-206 was a 52-week multicenter, Phase 2, randomized,
double-blind, placebo-controlled clinical trial.

12. Main inclusion criteria

Participants with a diagnosis of ACH confirmed by genetic testing,
aged 0 to <60 months, with at least a 6-month period of pretreatment
growth assessment in 111-901 and had one documented measurement
of height/body length at a minimum of 6-months prior to Screening
(Cohort 1 and Cohort 2) or a minimum of 3-months observation
(Cohort 3).

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

Vosoritide supplied as lyophilized, preservative-free, white-to-
yellow powder for reconstitution with sterile water for injection (WFI),
and administration as a subcutaneous injection.

Placebo supplied as lyophilized, preservative-free, white-to-yellow
powder for reconstitution with sterile WFI and administered as a
subcutaneous injection.

14. Comparator, dose, method of
administration, strength

Not applicable

15. Concomitant therapy

All medications (prescription, over-the-counter [OTC] and herbal),
and nutritional supplements 30 days prior to screening and throughout
the study will be recorded on the designated eCRF.
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Concomitant medication (defined as any medication taken on or after
the first dose of study treatment up to 30 days after study drug
discontinued) reported in the FAS: All vosoritide treated subjects with
any concomitant medication use, n (%): 43 (100.0).

Concomitant medication initiated during the study (defined as any
medication initiated on or after the first dose of study treatment up to
30 days after study drug discontinued) reported in the FAS: All
vosoritide treated subjects with any concomitant medication use
initiated on-study, n (%): 42 (97.7). No participants received the
COVID-19 vaccine during the study.

16. Efficacy evaluation criteria

Primary Efficacy Endpoint:

Change from baseline in height Z-score at Week 52.

Secondary Efficacy Endpoints:

- Change from baseline in height at Week 52

- Change from baseline in AGV at Week 52

- Change from baseline in upper to lower body segment ratio at Week
52

- Change from baseline in other growth measures (upper body length,
head circumference, arm span, upper arm length, lower arm length,
upper leg length [thigh], knee to heel length, and tibial length) at Week
52

- Change from baseline in other body proportion ratios (arm span to
height ratio, upper arm length to lower arm [forearm] length ratio,
upper leg length [thigh] to knee to heel length ratio, and upper leg
length (thigh) to tibial length ratio) at Week 52

- Change from baseline in BMI and BMI Z-score at Week 52

- Change from baseline in weight Z-score at Week 52

- Change from baseline in ITQoL, WeeFIM, and BSID-III scores at
Week 52

- Change from baseline in sleep study indices at Week 52

- Change from baseline in bilateral X-rays of lower extremities,
lumbar spine X-rays, bone mineral density (BMD) and bone mineral
content (BMC) by DXA, and MRI results at Week 52

Exploratory Efficacy Endpoints:

Change from baseline in physical and phenotypic changes with
clinical photography (optional)

Pharmacokinetics:

The following PK parameters for sentinel participants and
participants randomized to vosoritide were estimated by non-
compartmental analysis:

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

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

- Maximum observed plasma concentration (Cmax)

- Time to reach Cmax (Tmax)

- Elimination half-life (i)
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- Apparent clearance (CL/F)

- Apparent volume of distribution (Vz/F)

Immunogenicity: Neutralizing antibodies (NAb) testing was
performed on baseline and total antibody (TAb) positive samples.

Bone Metabolism and Pharmacodynamic Activity Biomarkers:

Bone metabolism, blood and/or urine biomarkers included but were
not limited to, assessment of changes in bone and collagen metabolism
(serum bone-specific alkaline phosphatase, serum collagen type X, and
urine C terminal telopeptide of collagen type Il [CTX-II]) and
vosoritide bioactivity (plasma and urine cGMP).

17. Safety evaluation criteria

Incidence, severity and relationship to study drug of all treatment-
emergent adverse events (TEAES), including events of interest (EOI).
Procedures/intervention/surgery, imaging assessments, clinical
laboratory assessments, Child Behavior Checklist (CBCL), vital signs,
electrocardiogram (ECG) and clinical hip assessment

18. Statistical methods

Each measurement of derived height was converted to an age-and
sex-appropriate standard deviation score (SDS), also referred to as a
Z-score, by comparison with reference data available for average
stature children from the CDC.

ANCOVA models were conducted to determine the difference
between the two treatment groups for change from baseline at Week
52 in height Z-score, height, AGV, and upper to lower body ratio for
all cohorts overall and by cohort, as appropriate. All models included
the following baseline covariates: randomization age stratum, age at
baseline, baseline AGV, and sex. Analyses of height Z-score, height,
and upper to lower body segment ratio included their baseline as
additional covariate.

For the model-based analyses, if the required assessment at Week 52
was missing but there were assessments before and after Week 52, a
linear interpolation using the measurements closest to the before and
after Week 52 was used, otherwise those with no assessment after
Week 52, multiple imputation by using placebo data from participants
in the same cohort (PROC MI) was used to impute the missing values
for height and upper to lower body segment ratio at Week 52.

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

On Day 1 of the study and study treatment, the participants’ age
ranged from 4.4 months to 59.8 months. Most participants were
categorized as White (67.4%); 9.3% of participants were Japanese.

In general, the baseline demographics were comparable between the
all-vosoritide and placebo groups by cohort with small differences in
age between treatment groups in Cohort 1 and Cohort 3, and a
difference between treatment groups in the proportion of male and
female participants in Cohort 3 (50% female in all-vosoritide and
87.5% female in placebo).

20. Efficacy results

Primary Efficacy Endpoint
Results for the ANCOVA analysis in the FAS (randomized) showed
a numerical improvement at Week 52 of 0.25 SDS (95% CI: -0.02,
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0.53) in the vosoritide group compared with placebo in the overall
population.

In all cohorts, there was worsening a decline in height Z-score in the
placebo group, as indicated by the negative LS mean (LSM) change
from baseline at Week 52. This worsening was not observed in the
vosoritide group in Cohort 1 and Cohort 2. In Cohort 3, the worsening
of height Z-score observed in the vosoritide group was not of the same
magnitude as in the placebo group.

Secondary Efficacy Endpoints

Change in Height at Week 52: Results for the ANCOVA analysis in
the FAS (randomized) showed a positive change in standing height
(LSM difference of 0.77 cm [95% CI: -0.02, 1.56] in the overall
population), which is aligned with the observed change in height Z-
score. The overall baseline heights were consistent with the age range
of the individual cohorts. In all cohorts, a greater increase in height
was observed in the vosoritide group compared with placebo.

Change in AGV at Week 52: Results for the ANCOVA analysis in
the FAS (randomized) showed a numerical improvement in growth
velocity at Week 52 in the overall population of approximately 0.8
cm/year in the vosoritide group, compared with placebo. Cohort 1
placebo showed an increase in AGV at Week 52, with a marked
increase seen in the vosoritide group. Cohorts 2 and 3 showed a
marked decline in AGV with placebo, with the most pronounced
decline seen in Cohort 3, consistent with a rapidly declining growth
velocity in these younger children.

Cohort 2 and 3 showed less pronounced decline in AGV on vosoritide
treatment, indicative of a positive treatment effect.

Change in Upper to Lower Body Segment Ratio at Week 52: Results
for the ANCOVA analysis in the FAS (randomized) showed a
numerically larger decrease in upper to lower body segment ratio in
the vosoritide group compared with placebo in the overall population
(LSM difference of -0.07 [95% CI: -0.17, 0.04]), driven particularly
by changes in Cohort 2 (LSM difference of -0.21 [95% CI. -0.43,
0.00]), with no worsening observed in Cohort 3 (LSM difference of -
0.03 [95% CI: -0.27, 0.32]).

Change in HRQoL and functional independence measures at Week
52: Results interpretation for HRQoL, functional independence, and
developmental performance, as measured by ITQoL, WeeFIM-II, and
BSID-I1I, is limited due to small sample sizes, and heterogeneity
introduced by developmental stage and age preclude the ability to draw
meaningful inferences within a 52-week timeframe.

Exploratory Efficacy Endpoints

Limited data were collected to assess the change from baseline in
physical and phenotypic changes with clinical photography at Week
52, and no analyses were performed.

Pharmacokinetics:
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In general participants in age group with 30 pg/kg dose had higher
exposure than 15 pg/kg dose groups. AUCO-t increased with
increasing age but effect on Cmax was not observed in both dose
groups.

Immunogenicity:

Analyses presented in this report indicated there was no impact of
anti-drug antibody (ADA) development on safety, efficacy or PK of
vosoritide. Overall, the immunogenicity results were consistent with
an acceptable safety profile for vosoritide and did not point to reduced
efficacy in ADA positive participants.

Bone Metabolism and Pharmacodynamic Activity Biomarkers:

Average change in serum CXM due to vosoritide treatment was
higher in all three cohorts compared to placebo group. However,
magnitude of difference in change from baseline between vosoritide
treated and placebo groups was highest in Cohort 1 and lowest in
Cohort 3.

Exposure-response analyses:

No apparent correlation was observed between individual vosoritide
exposure and change in height-Z score or AGV from baseline within
cohorts.

Exposure-Safety analyses showed weak correlations between
vosoritide plasma exposure and changes in heart rate, but not in the
other vital signs evaluated in the treatment group (i.e., heart systolic
and diastolic blood pressures).

21. Safety results

A total of 37 (86.0%) all-vosoritide participants and 17 (53.1%)
participants in the placebo group reported at least one treatment-related
AE; mild, transient ISRs were the most common treatment-related AEs
following local administration of the study treatment. Most AES
leading to study treatment interruption were non-serious, Grade 1 or 2
in severity and attributable to childhood illness or exposure.

Most AEs were mild (Grade 1) or moderate (Grade 2) and, other than
ISRs, were typically associated with childhood illness or
achondroplasia related events. No clinically relevant difference in the
nature and pattern of AEs, SAEs, or laboratory assessments were
observed across cohorts.

One participant (Cohort 3, vosoritide) with pre-existing respiratory
morbidity had a fatal respiratory arrest, reported as sudden infant death
syndrome; the death was assessed as not related to study treatment.
Two (4.7%) participants in all vosoritide group and 3 (9.4%) placebo
participants reported at least one Grade >3 AE; none of the Grade >3
AEs were assessed as related to the study treatment and all were
reported in Cohort 3 only.

Nine participants (3 all-vosoritide and 6 placebo participants) reported
11 treatment-emergent SAES; no SAEs were assessed as related to
study treatment. Most SAEs were due to childhood related illnesses or
to developmental milestones in children. No pattern in frequency or
nature of SAEs across cohorts could be discerned and events are
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consistent with commonly occurring conditions in younger children
with ACH.

Hypersensitivity AEs were reported in 17 (39.5%) all-vosoritide
participants and 11 (34.4%) placebo participants; Most common
hypersensitivity events were localized injection site urticaria. No
Grade 3 hypersensitivity AEs or anaphylaxis were reported.

One (2.3%) all-vosoritide participant and 2 (6.3%) placebo participant
reported 1 event each of blood pressure decreased. One (2.3%) all-
vosoritide participant experienced 1 event of symptomatic
hypotension; all events were mild (Grade 1), transient and resolved
without medical intervention.

22. Conclusion

Vosoritide was well tolerated, with no treatment limiting adverse
effects and a safety profile generally consistent with that seen in older
children in the phase 3 pivotal study (111-301). No new safety
concerns were identified with use of vosoritide in participants aged 0
to <5 years.

The study demonstrated improvement in height Z-score and other
linear growth measures with vosoritide in children with ACH aged 0
to < 5 years. The results were associated with some variability, as
indicated by the confidence intervals around treatment effect,
particularly in the youngest children (Cohort 3), whose baseline
growth is rapidly changing and growth velocity is highly variable.
However, the signal in treatment effect on MRI parameters in the
youngest participants indicated potential positive effect of vosoritide
outside of linear growth.

PK/PD assessments demonstrate that exposure at 15 pg/kg from ACH
participants aged 2 to 5 years and at 30 pg/kg from ACH participants
aged 0 to 2 years reached the target exposure observed with the older
ones aged > 5 years in 111-202 and 111-301. In addition, a clear, dose-
dependent systemic pharmacological activity of vosoritide, measured
by cGMP levels was observed across all cohorts. When assessing
CXM as a marker of growth plate activity, average change in serum
CXM due to vosoritide treatment was higher in all three cohorts
compared to placebo group.

Applicant
(Marketing Authorization Holder)

DocuSigned by:

ﬂo{Sb Dumirtas Oct 24, 2025

0 /oU470Z00ED4FS...

(signature)

__ Ayse Demirtas, Director, Regulatory Affairs International

(full name)




3BIT npo KJiHiYHe BUNIPOOYyBaHHs Ne /

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

BOKC30I'O

|2. 3aaBHUK

bioMapun Inrepuenrain Jlimiten, Ipnanais ‘

|3. Bupo6uux

biomapun Inrepuemnin Jlimiten, Ipnanmis ‘

4. IpoBeneH1 OCTIHKEHHS:

: | C Hi SKILO Hi, OOTPYHTYBaTH

TaK

1) Tun JikapcbKoro 3aco0ly, 3a SKUM
npoBogwiiacs  ab0  IJIAHYETHCS
peecTparist

Jlikapchkuii 3aci0 3a MOBHUM JI0ChE (ABTOHOMHHM JIOCKE)

[Hmmit nikapebkwuii 3aci6

Hoga nitoua pevoBuna (/IP)

Opurinanpauii (iHHOBAIIHKUN) JIKapCBKU 3acid (MoyieKyna He
Mpe/CTaBlIeHa Ha PUHKY YKpaiHM) [Afs JIIKyBaHHS PIAKICHUX
3aXBOPIOBaHb, M0 OYB 3apeecTpoBaHU CBPONEHCHKAM areHTCTBOM 3
MeanuHux mpoaykTiB (EMA) (3a meHTpai30BaHOIO MPOIENypOIo),
srigao nmyHkty 10 (miamyskry 10.1) po3ainy V Iopsnky nakasy MO3
Yxpainu Big 23 nunas 2015 poxy Ne 460

Jlikapchbkuii  3aci0 BU3HAYCHHHA  SIK
3acTOCYBaHHS (Ipernapar-cupora)

npernapar  0OMEKEHOro

5. lTloBHa Ha3Ba  KIIHIYHOTO
BUNIPOOYBaHHS, KOJIOBAaHUK HOMEP
KIIIHIYHOTO BUIIPOOYBaHHS

PaunomizoBane, IMOIBIHHO-CIIIIIE, 1a1e00-KOHTPOIHOBAHE,
KJIIHIYHE TOCTIKeHHS (a3u 2 Juisl OI[iHKK Oe3IeKH Ta e(peKTUBHOCTI
BMN 111 y HemoBnAT Ta aitedl Mmosoamoro Biky (Bik Big 0 mo < 60
MICSIIIB) 3 aXOHIPOILIIA3IETO.

Konosanwmii Homep BurnpodyBanss: 111-206.

6. daza KITiHIYHOTO BUTTPOOYBaHHS H

2

7. Ilepiox mpoBeneHHS KIIHIYHOTO
BUIIPOOYBaHHS

Bxotouenns nepmioro mamienta: 13 yepBus 2018 p.
OcTanHiil BI3UT OCTaHHBOTO MallieHTa: 26 ciuns 2022 p.

8. Kpainu, ne mpoBoAMIIOCS KIIIHIYHE
BUIIPOOYBaHHS

CIIA, Ascrpanisa, Benuka bputanis ta Snonis

9. KinbKicTh 1OCIIIKYBaHUX

3amaanosana: 70
dakruyna: 75

10. Mera Ta BTOpPUHHI Wil

KJIIHIYHOT'O BUMTPOOYBaHHS

IlepBuHHA MeTa:

- OninuTy Oe3neKy Ta NepeHOCUMICTh BOCOPUTHAY Y AITeH BIKOM Bij
0 no < 60 micsuiB 3 axonaporuiasiero (ACH).

- OUIHUTH BIJIMB BOCOPUTHUIY Ha 3MiHY BiJ IMOYAaTKOBOTO PiBHS Z-
OILIIHKY JJOBXXUHU/3POCTY.

BropunHi mini:

- OUIHUTH BIUIMB BOCOPUTHUAY Ha 3MIHY BiJl MOYaTKOBOI'O PiBHS
piunoi mBuakocTi pocty (PIIP) mpoTsarom 52 THXHIB AOCIHIKEHHS.

- OUIHUTH BIUTUB BOCOPUTHY Ha MOP(]OIOrito/SIKICTh KICTOK 3a
JIOTIOMOT0I0 peHTreHorpadii Ta JIBOXEHEPreTHYHOI PEHTIeHIBCHKOI
abcoporiometpii (DXA).




- Ouinntn dapmakokineTuky (PK) Bocoputuay y miteit Bikom Bix 0
1o < 60 micsauis 3 ACH.

- OniHuTy (QYHKIIIO Ta30CTErHOBOTO CYIJIO0A.

- OwiHATH OUTBb Y Ta30CTErHOBOMY CYTJI00i, CTeTHI a00 KOJiHi, a00
3MIHY XOJIH.

- OmiHKa BIUIMBY BOCOPUTHIY Ha SKICTb JKUTTA, MOB'SI3aHy 3i
snopos'sim (HRQoL), ctan po3BUTKY Ta G yHKIIIOHATIBHY HE3AJIC)KHICTh
3a JIOTIOMOTOI0 BIKOBUX OIUTYBAJIBHUKIB sKOCTI *KUTTS (QoL) Ta
¢dbyHkioHansHo1 He3anexkHocti/crarycy QOL (Ilkamm beim ans
OLIIHKH PO3BUTKY HEMOBIIAT 1 ITE MOJIOALIOTO BiKY, TPETE BUAAHHS
[Bayley-111]), IloBcskmeHHa  aKTHUBHICTH Ta  BHMIPIOBAHHS
¢byukuionansHoi HesanexHocti (Wee-FIM), OnutyBaabHHUK SIKOCTI
JKUTTS HEMOBJIAT Ta aiteit mosoamioro Biky (ITQOL), OnuryBansHuK
noBeaiaku qutuau (CBCL).

- OuiHUTH IMYHOT€HHICTh BOCOPUTHMJY Ta BHUBYMTHU BIUIUB Ha
Oe3meky, (hapMaKOKiHETHKY Ta €()EeKTUBHICTb.

- OuiHUTH BIUIMB BOCOPUTHIY Ha MeTabosi3M KICTOK Ta
dapmakomHamMiuHi 6i0MapKepyu BOCOPUTHLY.

- OLiHUTH BIUIMB BOCOPUTHJY Ha MapaMeTpu pOCTy Ta MPOHOPLIi
TiNa, BKJIIOYAIOYM 3MiHY CIHIiBBIJHOIICHHS BEPXHBOI Ta HUKHBOI
YACTHH Tijla MOPIBHSIHO 3 MOYATKOBUM PIBHEM.

- OUiHUTH BIUITMB BOCOPHUTHUIY HA alTHOE YBi CHI

- OUIHUTH BIUIMB BOCOPUTHAY Ha MOP(OJIOTrio yepena Ta MO3KY,
BKJTIOYAIOUM PO3MIPH BEIMKOTO MOTHIMYHOTO OTBOPY, IUTYHOUYKIB Ta
MapeHXIMU MO3KY

- Onucaty  4acTOTy  XIPYpPriyHUX  BTpy4YaHb,  BKJIIOYAIOUU
JIEKOMITPECII0 IIUIHOrO BIJAUTY XpeOTa, aJeHOTOH3MJIEKTOMIIO Ta
TUMIIAHOCTOMIIO.

IMomrykosi 11ii:

- JloxymentyBatu (pi3uyHi Ta (EHOTUIIYHI 3MIHHM 32 JOTOMOTOKO
KJIiHI4HO1 hoTOorpadii (onuioHaIbHO).

- OuiHUTH TEHOMH1 610MapkepH (OMII0HAIBHO).

1. Juzaiin KIJIIHIYHOT'O
BUIIPOOYBAHHS

Hocmimkennss 111-206 Oynmo 52-TwkHEBUM  OaraTOIEHTPOBHM
paHIOMiI30BaHUM TOJBIMHO CIIMUM  IJAe00-KOHTPOJIbOBAHUM
KJIIHIYHUM JTOCJIIKEHHSIM (a3 2.

12. OcHOBHI KpHUTEpii BKJIIOYEHHS

VYyacauku 3 giarHozoM ACH, migTBep/keHMM T'€HETHYHUM
TECTyBaHHsIM, BikoM Bil 0 go <60 MicsAuliB, 13 LIOHalMeHIIEe 6-
MICSIYHUM TEePi0JIOM OLIIHKH POCTY Mepe] JIKYBaHHIM Y TOCIiIKEHH]
111-901 Ta ogHUM 3aJOKYMEHTOBAaHMM BHUMIPOM 3pOCTY/AOBKUHU
Tijda MoHalMeHIIe 3a 6 MiCALIB O CKpUHIHTY (Koropra | Ta koropra
2) abo 13 noHaMeH1Ie 3-MICIYHUM CIIOCTEPEKEHHAM (Koropra 3).

13.  [ocnimkyBaHuil  JiKapChbKuit
3aci0, crocid 3acTocyBaHHs, cuiIa Jii

Bocoputna mocrauaBcs y BUTIISAAL J10(1T130BaHOTO TOPOIIKY 0€3
KOHCEPBAHTIB, BiJ OiJIOTO 10 >KOBTOTO KOJBOPY, IS PO3BEACHHS
CTEPWJIHHOIO BOJOIO ISl 1H'EKITIA Ta BBEICHHS NUISIXOM ITiIMIKIPHOT
1H'eK1Iil.




[Tnane6o mocrayanocs y BUMISAL J10(]1TI30BaHOTO TOPOIIKY 06€3
KOHCEPBAHTIB, BiJl OUIOr0 70 OBTOTO KOJBOPY, IUISI PO3BEACHHS
CTEPWJIBHOIO BOJOKO ISl 1H'EKIIA Ta BBEICHHS IUISIXOM ITiAMKIPHOI
1H'eKIIii.

14. IlpenapaT moOpiBHSHHS, /103a,
crociob 3aCTOCYBaHHS, CHJIA il

He 3acTocosHO.

15. CynyTHs Tepamnis

VYci nikapebki 3aco0u (penenTypHi, 0e3pelenTypHi Ta pOCIMHHI), a
TaKO’K Xap4yoBi 100aBKH, AKi NAIIEHT OTPUMYBaB MpoTsirom 30 qHIiB 10
CKPUHIHTY Ta BOPOJOBX BCHOTO JOCTIPKCHHS MaJIi OyTH 3aHECEH1 10
CHeLiaJbHOI EJNIEKTPOHHOI 1HAMBIIyalbHOI PEECTPALIMHOT KapTKU
(eCRF).

CymnyTHi iKapchKi 3acobu (BU3HAaYEHI sIK Oy/Ib-51Ki JIIKapchki 3aco0wu,
0 NpuiiMalucs HAa MOMEHT abo Micis MEepIIOro 3acTOCYBaHHS
JOCITIJIKYBAHOTO JIIKYBaHHS Ta npoTsaroMm 30 AHIB micas NPUMTUHEHHS
JOCTIIPKYBAHOTO JIIKYBaHHS), MPO SIKI MOBIIOMIIATIOCS B MOMYJISIIT
noBHoro aHani3y (FAS): Bci ydyacHUKH, SIKI OTpUMYBaJIM BOCOPUTHUL i
npuiiManu Oyab-gKi CymyTHI JIiKapchKi 3acoou, n (%): 43 (100,0).

CymyTHi JikapcbKi 3acO0H, MPHIOM SIKUX OYyJI0 pO3MoyaTo Mia 4yac
JOCTIIKeHHS (BU3HAUCHI K Oy/Ib-sKi JIIKapChKi 3aC00U, MPUHOM SKUX
Oylio po3moyato Ha MOMEHT abo0 TiClsi MEepIIOro 3acTOCYBaHHS
JOCIIIPKYBaHOTO JIIKyBaHHS 1 mpoTsaroM 30 AHIB MiC/is MPUNTUHEHHS
JOCIIPKYBAHOTO JIIKYBaHHS), PO siki moBimomsuiocss B FAS: Bci
YYaCHUKH, K1 OTPUMYBAJIM BOCOPUTHU/ 1 IpUiMaiy Oyab-sKi CyIyTH1
JiKapchki 3aco0um, mpwiioM sgKkux Oyao posmodaTo Tix  dYac
nochimkennsa, n (%): 42 (97,7). KomeH y4acHHMK HE OTPHUMYBaB
BakuuHy npot COVID-19 nig yac gocmikeHHs.

16. Kpurepii ominku epeKTUBHOCTI

IlepBHHHA KiHIIEBA TOYKA €()EKTUBHOCTI:

3MiHa BiJl TOYAaTKOBOT'O PiBHS Z-OLIIHKHU 3pOCTY Ha 52-My THXKHI.

BropuHHi KiHIIEBI TOYKU €(EKTUBHOCTI:

- 3MiHa B1J] MIOYaTKOBOI'O PIBHS 3pOCTY Ha 52-My THUXHI.

- 3miHa Bij nodatkoBoro piBHA PIIP Ha 52-my TkHI.

- 3MiHa BiJ] TOYATKOBOTO PIBHS CITIBBIHOIICHHS JIOBXKUHU BEPXHBOT
Ta HWKHBOI YaCTHH TiJ1a Ha 52-My THIKHI.

- 3MiHa BiJ] TOYAaTKOBOT'O PiBHS 1HIIUX MOKAa3HUKIB POCTY (IOBKHHA
BEPXHbOI YaCTUHU TiJIa, OKPYKHICTh TOJIOBH, PO3MaxX PyK, JOBXKHHA
BEPXHBOI YaCTUHU PYKH, JOBKHHA HUKHBOT YACTHHH PYKH, TOBKHHA
BEPXHbOI YACTMHU HOTHW [CTerHa], JOBXKMHA BiJ| KOJIIHA 71O M'ATH Ta
JIOB)KMHA TOMUJIKK) Ha 52-My THXHI.

- 3MiHa B TOYAaTKOBOIO pIBHA IHIIMX MPOMOPLIA Tija
(cTIiBBIZHOLIEHHS pO3Maxy PyK J10 3pOCTY, CIIBBIHOLICHHS JOBXUHU
BEPXHbOI YaCTHMHU PYKH Ta HWKHBbOI YACTHHU PYKH [mepenrumyus],
CITIBBIJTHOIIICHHS] JIOBKMHW BEpPXHBOI YAaCTUHM HOTH [CTerHa] Tta
JOBKMHH BiJ] KOJIHA 10 M'SITH, a TaKOX CIIBBIIHOLIEHHS JOBXHHU
BEPXHbOI YACTUHU HOTH (CTETHA) Ta TOMIJIKK) Ha 52-My THXKHI

- 3mina Big mouaTtkoBoro piBHA IMT Tta Z-ouinku IMT nHa 52-my
THOKHI.




- 3MiHa BiJl TOYaTKOBOTO PiBHS Z-OIIHKU MacH TiJia Ha 52-My THXKHI.

- 3MiHa B HOYaTKOBOTO PiBH OLIIHOK 3a onuTyBajgbHUKaMu [TQoL,
WeeFIM ta BSID-III Ha 52-My THxHi.

- 3MiHa BiJ] MOYATKOBOTO PiBHS IMOKA3HUKIB JOCITIKEHHS CHY Ha 52-
MY THOKHI.

-3MiHa Big TIOYaTKOBOTO pIBHA pE3YJbTaTiB JBOCTOPOHHIX
PEHTICHIBCHKUX JIOCIIKEHb HIDKHIX KIHIIIBOK, PEHTICHIBCHKUX
JOCHIJKEHb TOTIEPEKOBOT0 BiATY XpeOTa, MiHEpadbHOI HIUIBHOCTI
kicTkoBoi TkanumHu (MILIK) Ta MiHEpaJbHOrO BMICTY KiCTKOBOIi
tkaanau (BMC) 3a monmomororo DXA, a Takox pe3ynbratiB MPT Ha
52-My THXKHI.

ITomrykoBi KiHIIEBI TOYKHU €(PEKTUBHOCTI:

®i3uyHi Ta GEHOTUIIYHI 3MIHU BiJI MOYATKOBOI'O PIBHS 32 JaHUMH
KJIiHI4HOT hoTOorpadii (onmioHaIBHO).

dapMaKkOKiHETHKA:

HacrynHai (hapmMakokiHETHYHI TapaMeTpH JJIsi YIaCHUKIB KOHTPOJIIO
Ta YYacHHUKIB, DPaHIOMI30BaHUX OTPUMYBATU BOCOPHUTUI, OyIu
OIIIHEHI 32 IOTIOMOTO0 HEKOMITAPTMEHTHOTO aHaI3Y:

- Ilnoma mij KpUBOK «KOHIICHTpAIiS B IJIa3Mi KPOBI — dac» Bif
mMomeHTy 0 10 HeckinueHHOCTI (AUCo-)

- Ilnoma mij KpUBOK «KOHIIGHTpAIlisl B IUIa3Mi KPOBI — 4Yac» Bif
MoMeHTY (0 110 MOMEHTY OCTaHHBOI BHMIPIOBAHOI KOHIEHTpAIil
(AUCo-).

- MakcuManbHa crocTepeXyBaHa KOHIIGHTpAllis B IUIa3Mi KpOBi
(Cmax)

- Yac nocsiraeHHst Cmax (Tmax).

- Iepion HamiBBUBEACHHS (t1/2).

- Bunumuii knipenc (CL/F).

- Bunumuii 06'em posnoainy (Vz/F).

ImyHorennicte: Tectm Ha HeWTpamidyroui antutiia (NAD)
MPOBOAMIN HAa MOYATKOBOMY PiBHI Ta 31 3pa3kaMu, MO3UTHBHHUX Ha
aHTHUTINIA J10 JTiKapcbkoro 3aco0y (TAD).

biomapkepu  meraboni3My  KIiCTOK  Ta  dapMakoJIWHAMIYHO]
AKTHBHOCTI:

biomapkepu meTabo:mi3mMy KiCTOK, KpOBiI Ta/abo cedi BKIIOYAIH, aje
HE 00MEXYyBaJIHCS, OI[IHKOI 3MIH Y MeTa00J113Mi KICTOK Ta KOJIareHYy
(cupoBaTKOBa KICTKOBa JIy’kHa (ocdaraza, CUpOBAaTKOBUN KoJareH
tuny X Ta cedyoBuil C-kiH1eBuil texonentua konareny tumy Il [CTX-
I1]) Ta 6ionoriyHOO aKTUBHICTIO BocopuTuay (1l M® y rura3mi KpoBi
Ta cei).

17. Kpurepii omiHku Oe3neku

YacroTa, TSKKICTH Ta 3B'I30K 3 JIOCIIPKYBaHUM IMpENapaToM Ycix
MoOIYHUX peakI(ii, 10 BUHUKIM MiJl Yac JIKyBaHHS, BKIIOYAIOYH
no0iyH1 peaxiii, 10 CTaHOBJIATh 1HTEpEC.
[Tponenypu/BTpyuaHHs/Xipypriusi orepartii, Bi3yaulizamiiHi
o0cTeXeHHsI, KIHIYHI J1a00opaTopHi OOCTEKEHHS, OMUTYBAIbHHUK
noseinku quTuHU (CBCL), MOKa3HUKH )KUTTEBO BXKIIUBUX (QYHKIIIH,




enektpokapmiorpama  (EKI') Ta  ximiHiuHAa  OIiHKA  CTaHy
Ta30CTETHOBOTO CYTi00a.

18. Craructiudi MeToau

KoxHe BUMIpIOBaHHS MOXiMHOI 3pocTy OyJIO MEepeTBOPEHO Ha
MOKa3HUK CTaHAApTHOTO BiaxwieHHs (SDS), BiAnoBigHui 10 BiKy Ta
CTaTi, TaKOX BIIOMHUA SK Z-OIiHKA, NUISXOM IOPIBHAHHS 3
eTasioHHUMH JaHuMH, noctynmHuMu B CDC (LlenTp KOHTpOdIO Ta
pOo(UTAKTUKH 3aXBOPIOBAHB ).

bynu 3acrocoBani mogeni ANCOVA s BUSHaUCHHS PI3HUIN MIXK
JIBOMA TPYIIaMH JIIKyBaHHS 32 3MIHOIO BiJI TOYaTKOBOTO PiBHS Ha 52-
My THXHI B Z-omiHIi 3pocty, 3pocti, PIIIP Ta cniBBigHOmIECHHI
JIOB)KMHH BEPXHBOI Ta HIDKHBOT YACTHH T1JIa JIJIS1 BCIX KOTOPT 3arajioM
Ta 32 OKPEMHUMH KOTOpTaMH, 3a HEOOXITHOCTI. Y ¢l MOJIel BKIHOYAIH
Taki IOYAaTKOBI KOBapiaTH: BIKOBa cTpaTa paHjaomiszalii, Bik Ha
noyaTkoBoMy piBHI, nmoyatkoBa PIIIP Ta crtarb. AHami3u Z-OUiHKH
3pOCTy, 3pOCTY Ta CIIBBIIHOIICHHS JOBXXWUHHU BEPXHBOI Ta HIKHBOI
YaCTUH Tia BKIIOYAIM IX II0YaTKOBI 3HAYE€HHS SK J0JaTKOBI
KOBapiaTH.

Jlyig anami3iB Ha OCHOBI MOJeNeH, SIKI0 HeoOX1Ha OIliHKa Ha 52-My
THXHI Oyna BiACYTHS, ane Oylid OMIHKH JIO Ta Micis 52-TO THIKHSA,
BUKOPUCTOBYBAJNAcs JiHIMHA IHTEPHOJALiS 3 BHUKOPUCTAHHSIM
HAHOMMKIHUX 10 52-TO THXKHSI BUMIPIOBaHb, B 1HIIOMY BHUIAJKY IS
TUX, XTO HE MaB OLIHKH Miclig 52-r0 THXKHS, AJI IMITyTalii BiACyTHIX
3HAYeHb 3POCTY Ta CHIBBIIHOIICHHS JOBXWHU BEPXHBOI Ta HIKHBOL
YacTHH Tila Ha 52-My TKHI BUKOPUCTOBYBAJlaCs MHOXXMHHA
IMITyTaIlisl 3 BUKOPUCTAHHSAM JIAHUX TUIANE00 BiJl YYACHHKIB Ti€l K
koropt (PROC MI — npornerypa MHOXKHUHHOT iMITyTAIlii ).

19.  JlemorpadiuHi  IOKa3HHUKH
JOCITIPKYBaHOT MOMYJsLii  (CTarth,
BiK, paca, TOIIO)

Ha 1-i1 nenp ociiikeHHs Ta JOCHKYBAHOTO JIIKYBaHHS YYaCHUKHI
Oynu BikoMm Bin 4,4 no 59,8 wmicais. BigbniicTe y4acHHUKIB Oyinu
eBporeoiqnoi pacu (67,4 %); 9,3 % ydaCHUKIB OyId SIOHIISIMHU.
3aranoM, Mo4aTtkoBi gemorpadiuni JaHi Oyau TOPIBHAHHHUMHU MIX
rpynamu, 1o OTpUMYBaJIM BOCOPUTH] Ta IJjanebo, 3a KOropram, 3
HEBEIMKUMHU BIAMIHHOCTSIMH Yy Billl MDK TIpylnaMy JIIKyBaHHS B
Koropti 1 Ta koropti 3, a TakoX i3 BIAMIHHOCTSAMH MIX TpyHamH
JIKYBaHHS y CIIBBITHOIICHH] MAIlIEHTIB YOJIOBIYOI Ta XKIHOYOI CTaTI y
koropTi 3 (50 % mnaiieHTiB KIHOYOI CTaTl y TpyIl BOCOPUTHUAY, Ta
87,5 % marieHTiB KIHOYOI cTaTi y rpymi miane6o).

20. Pe3ynbraTi e(heKTUBHOCTI

IlepBHHHA KiHIIEBAa TOYKa €EKTUBHOCTI

Pesynbrat ananizy ANCOVA y nonymsiii FAS (panmomizoBasi)
MoKa3ajli KUIbKICHE MoJimimeHHs Ha 52-my TwkHI Ha 0,25 SDS
(95 % AI: -0,02, 0,53) y rpymi BOCOPUTHIY MOPIBHSHO 3 IUianedo B
3arayibHii MOMYJISIIiI.

VY BciX KOroprax crocTepiraiocs MOTIPIIEHHS Z-OLIHKH 3POCTY y
rpymi mianebo, Mpo L0 CBIAYUTH HEraTWBHA 3MiHA CEPEeIHBOTO
3HAYCHHS 32 METOJIOM HaiMeHmux kBaapatiB (LS) Bix moyaTtkoBoro
piBHS Ha 52-My THXHI. Takoro MoripieHHs He CrocTepiraocs B rpyIi
BOCOpPUTHAY B KoropTi 1 ta xoropti 2. Y koropti 3 moripueHHs Z-




OIIIHKK 3POCTY, IO CIOCTEPITaocs y TPyIi BOCOPUTHUIY, HE Oyio
TaKOi ) BEIMYMHH, K Yy TPYIIi T1anedo.

BropuHHi KiHIIEB] TOYKU €)eKTUBHOCTI

3miHa 3pocty Ha 52-my TwkHi: Pesynmpratn anamizy ANCOVA y
nonyJssnii FAS (pangoMizoBaHi) mokasaiu MO3UTHBHY 3MiHY 3pOCTY B
MOJIOKEHHI cTosTuM (pi3HuLs cepenHix 3Hadenb LS 0,77 cm [95 % Al
-0,02, 1,56] y 3aranpHii mOMyJIsILIii), 10 BIAMOBIIAa€ CIIOCTEPEKYBaHIH
3MiHI Z-OIIIHKH 3pOCTy. 3arajbHUN MOYATKOBUH 3piCT BiANOBiJIaB
BIKOBOMY Jiala3oHy OKpEMHUX KOropT. Y BCIX KOroprax TIpymnu
BOCOPUTHULY cIiocTepiraiocst Oiibiie 301IbIIEHHS 3pOCTy TOPIBHIHO 3
rpynoro 1miamneoo.

3mina PIP na 52-my twxkai: Pesymbratn anamizsy ANCOVA B
nonyssii FAS (panmomizoBaHi) moka3aiu KUIbKICHE TOJIIIIEHHS
HIBUJIKOCTI POCTY Ha 52-My THXHI Yy 3arajibHiil mOmyssmii npuOiIn3Ho
Ha 0,8 cM/pik y rpyIii BOCOPUTHAY MOPIBHAHO 3 miane6o. Y koropti 1
rpynu 1uiane6o Oyno BusiBieHo 30inbmenHs PLIP na 52-my TwkHi,
IpU [[OMY B I'PYIi BOCOPUTUIY CIIOCTEPIranocss OUIbLIY BEIUYUHY
30inpmenHHs. Y koroprax 2 Ta 3 crnocrepirainu 3Haune 3HmwkeHHst PILP
y rpymi 1ianefo, NPUYOMY HaWOUIbII BHUpa3HE 3HIKEHHS
CIoCcTepiraau y KOropTi 3, IO BiJIOBiJa€ MIBHIKOMY 3HW)KCHHIO
HIBUAKOCTI POCTY Y IIUX MOJIOJIINX AITEH.

Koroptu 2 ta 3 npoaeMOHCTpYBajdud MEHII BUPAKEHE 3HM)KECHHS
PIIIP mig yac niKyBaHHS BOCOPUTHAOM, IO CBITYUTH MPO MO3UTHUBHUI
eeKT JTiKyBaHHS.

3MiHa CTiBBIIHOLICHHS JOBKWHU BEPXHbOI T4 HUKHBOI YACTHH TijIa
Ha 52-my TmxHi: Pesynbratn anamizy ANCOVA y monymsimii FAS
(panaoOMi30BaHi)  TOKa3add  KiIbKICHO  OuUIbllle  3HUKCHHSA
CHIBBIIHOIIEHHS BEPXHbOI Ta HW)KHBOI YAaCTMH TuLMa y Tpymi
BOCOPUTHY MOPIBHSHO 3 IJanedo y 3aranbHii momynsmii (pisHUIISL
cepennix 3Hauens LS -0,07 [95% MAI: -0,17, 0,04]), mo Oyio
3YMOBJIEHO, 30KpeMa, 3MiHaMH Y KOTOpTi 2 (pi3HHUIA CepeIHIX 3HAaYEeHb
LS -0,21 [95% Al: -0,43, 0,00]), mpu mpomy B KOropti 3 He
criocTepirangocsi moripimeHHs (pi3HuLs cepeaHix 3HaueHb LS -0,03
[95 % A1I: -0,27, 0,32]).

3MiHAa TOKa3HUKIB SKOCTI JKUTTS, MOB'I3aHOT 31 370pPOB'SIM, Ta
GYHKIIOHATBEHOT HE3QJIEKHOCTI Ha S52-My THXKHI: I1HTEpIpeTaris
pe3yibTaTiB  LIOJ0 SAKOCTI JKUTTS, TMOB'I3aHOI 31 370pOB'AM,
(GYHKIIIOHATbHOI HE3AJIEKHOCTI Ta PO3BUTKY, BHUMIPSIHHUX 32
noromororo omutyBabHUKIB ITQoL, WeeFIM-II ta BSID-III, €
O0OMEXEHOI Yepe3 HEeBENUKH po3Mip BUOIPKHM, a T€TEpPOreHHICTb,
3YMOBJIEHA CTAJI€I0 PO3BUTKY Ta BIKOM, YHEMOXJIUBIIOE OTPUMAHHS
3HAYYIIUX BUCHOBKIB Yy M&Xax 52-TH>KHEBOTO NEPIOAY.

[MomyKkoBi KiHIIeBi TOUYKH e(DEeKTUBHOCTI

Byno 310pano oOMexeHy KiTbKICTh TaHUX JIJIS OIIHKHA (DI3UYHUX Ta
(eHOTUMIYHUX 3MiH Ha 52-My THXKHI TOPIBHSHO 3 TOYaTKOBUM PiBHEM
3a JI0TIOMOT010 KJIIHIYHOT poTorpadii; aHami3 He MPOBOIMIIH.

dapmakoKiHETHKA




3arajgoM y4acHHMKHU BIKOBOI IPYITH, sIKI OTpUMYBaIH 03y 30 MKI/KT,
MaJli BUILLYy €KCIO3HIII0, HIJK TPYIH, K1 OTPUMYBAJIU 103y 15 MKI/KT.
Benmnunna AUCo.t 3011bIyBasiacs 3 BiKOM, ajie BIUIUBY Ha Cmax HE
CHOCTepiraiau B 000X rpymnax JO3yBaHHS.

IMYHOTE€HHICTB:

Amnanizu, npeincTaBiieHi € IbOMY 3BiTi, MOKa3aJd, IO PO3BHTOK
AHTUTIT 70 JKapchkoro 3aco0y (ADA) He BmMBaB Ha Oe€3IeKy,
epexTuBHICTh a00 (apMaKOKIHETHKY BOCOPUTHIY. B mizomy
pe3ynbTaTH IMYHOTEHHOCTI BIAMOBITAIM TPHUHUHATHOMY MPOdLIIO
0e31eKkn BOCOPUTHY Ta HE BKa3yBaJll Ha 3HMWKEHHS €()EeKTUBHOCTI Y
MAII€HTIB 13 TO3UTUBHUM pe3yiabTaToM ADA.

Biomapkepu MeTabo0II3MY KICTKOBOT TKaHUHU Ta
dbapMakoIMHAMIYHOT aKTUBHOCTI:

Cepemns 3mina CXM y cupoBarili KpOBi BHACITIIOK JIIKYBaHHS
BOCOPUTHIOM Oyjia BHUIIOI B YyCIX TPbOX KOTOpTax MOPIBHSHO 3
rpymnoro 1iane6o. OnHaK BeIMYMHA PI3HUII Y 3MiHI BijI TOYaTKOBOTO
piBHA MDK TIpylamMH BOCOPUTHIY Ta mianebo Oyna HaNBHUIIOW Y
KOropTi 1 Ta HAWHMKYOIO y KOTOpPTi 3.

AHai3 «eKCIO3HIIiSA-BIAMOBIIbY:

He Oymo BusIBIIEHO OYEBMAHOI KOpENALii MK I1HIUBIAYaJIbHOO
EKCIIO3UIIIEI0 BOCOPUTHUIIOM Ta 3MiHOIO Z-OIliHKH 3pocTy abo PIIIP Bin
MIOYaTKOBOTO PiBHS B KOTOPTaX.

AHami3 «eKCro3uIlis-0e3neKa» MoKa3aB clIabKy KOPEJAIIo Mix
CKCIIO3UIIIEI0 BOCOPUTHIOM Y IIa3Mi KpPOBI Ta 3MiHAMH YacTOTH
CEpLIEBUX CKOPOYEHb, ajie He IHIIUMU TOKA3HUKAMU IKUTTEBO
BaXUIMBUX (YHKIHM, $KI OLIHIOBAIM Yy Tpymi JiKyBaHHS (TOOTO
CHCTOJITYHMM Ta JIIaCTONIYHUM apTepiaJbHUM TUCKOM).

21. Pe3ynpTaTH 3 6€31€KU

3aranom 37 (86,0 %) y4acHUKIB, sIKI OTpUMYBaJId BOCOPUTHI, Ta 17
(53,1 %) ydacHUKIB Tpymn# 1u1anedo MmoBiIOMUIIN IIPO MPUHAWNMHI OJTHY
noOiyHy peaklilo, TMOB’s3aHy 3 JIIKYBaHHSAM; HaH4acTIIIUMHU
NOOIYHUMHM PEaKIIsIMH, OB’ I3aHUMHU 3 JIIKYBAHHSM, IICJIS MICIIEBOTO
BBEJICHHS JIOCIIJKYBAHOTO JIKyBaHHA Oy JIerki, TpaH3UTOpHI
peaxuii y micui 1H’eKuli. BubicTh MOOIYHUX peakiiil, 0 MPU3BEIU
JI0 TIepepUBaHHA JIIKyBaHHA, Oynu HecepiHo3HMMH, l-ro abo 2-ro
CTYIEHS TSKKOCTI Ta MOB'SI3aHI 3 JUTAYUMH 3aXBOPIOBAHHAMU a0o
EKCIIO3HLII€IO.

binpuricts 115 6ynu nerkumu (1-ro crynens) abo nomipHumu (2-ro
CTYHEHs) 1, KpiM peakiiil y micui iH’ €Ki, 3a3Bu4aii Oynu mos'si3aHi 3
TUTSYUMH ~ 3aXBOPIOBaHHSMH  a00 MOMISIMH, TIOB'I3aHUMH 3
axoHjporuiasiero. KiiHiYHO 3Ha4ymMX BiIMIHHOCTEH y mpupoai Ta
xapakTepl NMOOIYHMX peaki(iii, cepilo3HMX MNOOIYHMX peakiiii ado
71a00paTOPHUX OL[IHOK MK KOTOpPTaMH HE CIIOCTEpIraiy.

Oaun  ywyacHuk (koropra 3, BOCOPUTHI) 3 VYK€ ICHYHOUHM
pecIipaToOpHUM 3aXBOPIOBAHHIM MaB JIETAIbHY 3YMIUHKY AUXAHHS, 1110
OyJ10 3apeeCTPOBAHO K CHHIPOM PAINTOBOI JUTSYOI CMEPTI; CMEPTh
OyJia olliHEHa SIK He MOB'A3aHa 3 JOCIIPKYBAaHUM JIIKYBaHHSIM.




JBoe (4,7 %) yyacHukiB y rpyni Bocoputuay 1a 3 (9,4 %) ydyacHUKHU
rpynu mianedo TMOBIJOMWJIM MPO IIOHAHMEHIIEe OJHY MOOiuHY
peakiiro > 3 CTyNeHs; JKOAHA 3 MOOIYHMX pPeakIiid > 3 CTymneHs He
OyIia olliHeHa SIK MOB's13aHa 3 TOCIIKYBaHUM JIIKYBaHHSIM,; BC1 Il OII1
OyJIu 3apeecTpoBaHi JMIIe B KOTopTi 3.

JeB'sasTb ydyacHukiB (3 y4acHHMKH, SIKI OTPUMYBAJIM BOCOPUTHI, 1 6
YYaCHHKIB, IKi OTPUMYBaJIH I1J1a11e00) moBigomMium mpo 11 cepito3Hux
NOOIYHMX peaklid, 110 BUHHUKIM IIiJ] 4Yac JIKyBaHHS; XOJHA i3
cepilo3HuX NOOIYHMX peakiiid He Oyja oOIiHeHa sK IMOB's3aHa 3
JTOCTIPKYBaHUM  JTIKYBaHHSM. bBUTbIIiCTh  CEPHO3HUX MOOIYHHX
peaxiriii Oynu MoB's3aHi 3 TUTSYMMH 3aXBOPIOBAHHSAMHU a00 eTaraMu
PO3BUTKY AiTeil. He Oyio BUSBICHO KOIHOT 3aKOHOMIPHOCTI B 4aCTOT1
abo XapakTepi cepio3HUX MOOIYHMUX peakIliii y pi3HUX KOroprax, i I
noJii BIATOBIZAIOTh 3aXBOPIOBAHHSM, IO YacTO 3yCTPIYAIOTBHCS Y
niteit mosojmoro Biky 3 ACH.

[To6iuni peakuii rinepayTauBOCTI Oyiu 3apeectpoBani y 17 (39,5 %)
YYaCHUKIB, K1 oTpuMYyBaju Bocoputun, Ta 11 (34,4 %) ydacHuKiB, ki
OTpUMYBaJIU iane6o; HAUIOMM PEeHIITMMHA posiBaMu
rinep4yyTinBOCTI Oyna JOKali30oBaHa KPOIMUB’SHKA y MICII 1H’ €KIIil.
He Oy1o 3apeecTpoBaHO KOIHUX MOOIYHUX PEaKIill TinepuayTInBOCTI
3-ro crymneHs abo aHadinakcii.

Onun (2,3 %) y4yacHuUK, SKMW OTpUMYyBaB BocopuTun, ta 2 (6,3 %)
YYaCHUKH, SIKI OTPUMYBAIM IUIaNe00, MOBIJOMUIN Mpo |1 BHUIAIOK
3HW)KEHHs apTepiaibHOro TUcKy. Ommu (2,3 %) ydacHHK, SIKHUiA
OTPUMYBAB BOCOPUTHU[, MaB | BUIAJ0K CUMITOMATUYHOI T1MOTEH3i;
BCl BUMaKK Oynu JierkuMmu (1 cTymeHs), TpaH3UTOPHUMH Ta MUHYJIH
0e3 MeANYHOT O BTPYUYaHHS.

22. BUCHOBOK (3aKJIFOUEHHS)

Bocoputug noOpe mnepeHocuBcs, 0e3 MOOIYHUX peakiii, II0
0oOMeXxyBaJu JIIKYBaHHS, 1 HOro npo@iyib 6€3MeKH 3arajJoM BiIOB1/IaB
npodino, SKUM crocTepiraBcss y CTaplux IiTed y KIYOBOMY
nociipkenHi gasu 3 (111-301). He 6yno BusiBIIEHO HOBUX MpOOIeM
0e3NeKkH Ipu 3acTOCYBAaHHI BOCOPUTHIY MalieHTaM BikoM Bix 0 10
< 5 pOKiB.

JlocmipKeHHs TPOJAEMOHCTPYBAJIO MOJIMIIEHHS Z-0I[IHKH 3pOCTy Ta
IHIIMX TOKA3HUKIB JIIHIMHOTO POCTY MpPH 3aCTOCYBAaHHI BOCOPUTUIY
nitsm 3 ACH Bikom Bij 0 1o <5 pokiB. PesynbTatu Oynu nos'sizaHi 3
MEBHOIO Bapla0eNbHICTIO, PO M0 CBiAYaTh JIOBIpYl I1HTEpPBAIU
pe3yibTaTy JiKyBaHHS, 0OCOOIUBO y HaiiMonoamux aiteit (koropra 3),
y SKUX MMOYAaTKOBUU PICT MIBUAKO 3MIHIOETHCS, a IIBUIKICTh POCTY €
nyxe BapiaOenbHOr0. OJHaK CHTHaJ MOpPO BIUIMB JIIKYBaHHS Ha
napamerpu MPT y HaliMONOAIIMX y4YacHUKIB BKazyBaB Ha
NOTEHIIHNUN TO3UTUBHUHN €(heKT BOCOPUTUTY 11032 JIHIHHUM POCTOM.

dapMakoKiHeTUYHI/(hapMaKoIMHAMIYHI OLIHKH JIEMOHCTPYIOTh, L0
excrio3uilis mpu 15 Mkr/kr y namieHTiB 3 ACH Bikom Bif 2 710 5 pokiB
1 mpu 30 mkr/kr y manienTiB 3 ACH BikoM Big 0 10 2 pokiB gocsria
IIbOBOI €KCHO3MILii, SIKy CHOCTepirajy y CTapliuX JaiTell BiKoM
> 5 pokiB y pociiympkeHHsax 111-202 ta 111-301. Kpim Toro, y Bcix




Koroprax Oylo BHSABJICHO YITKY, J0303aJCKHY CHCTEMHY
(apMaKkoJIOTIYHy aKTUBHICTH BOCOPUTHAY, BHUMIpPSHY 3a piBHEM
ulM®. Ilpu ominmi CXM 5K Mapkepa aKTUBHOCTI POCTOBOL
wiacTUHKN cepenns 3miHa CXM y cupoBaTmi KpoBi BHACIHITOK
JIKYBaHHS BOCOPUTHJIOM Oyia BHIIOK Yy BCIX TPbOX KOTOpTax
MOPIBHSIHO 3 TPYIIOKO T1aredo.
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