Docusign Envelope ID: AO16BA9B-7535-4902-BAB2-5F8D

2FF83905

Clinical Trial Report No. 8

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:

: | O no  Ifnot, substantiate

yes

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 Open-Label Long-Term Extension Study to Evaluate the
Safety and Efficacy of BMN 111 in Children with Achondroplasia
Trial Number Code: 111-208

6. Clinical trial phase

| 2 |

7. Period of the clinical trial

Study Start Date: 12 June 2019
Study End Date: Ongoing

8. Countries where the clinical trial
was conducted

United States, Australia, United Kingdom and Japan

9. Number of study participants

Planned: All participants who completed Study 111-206 were
eligible to enroll
Actual: 73

10. Goal and secondary objectives of
the clinical trial

Study 111-208 is an extension of the placebo-controlled study 111-
206.

The primary objectives of this extension study are to:

* Evaluate the long-term safety, tolerability of vosoritide

* Evaluate change in height/length z-score in children with ACH
treated with vosoritide (height/length Z-score is hereafter referred to
as height Z-score).

The secondary objectives of the study are to:

* Evaluate the effect of vosoritide on annualized growth velocity
(AGV)

* Evaluate the pharmacokinetics of vosoritide

* Evaluate the effect of vosoritide on body proportions and ratios of]
the extremities
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* Evaluate the effect of vosoritide on bone morphology/quality by X-
ray and dual X-ray absorptiometry (DXA)

* Evaluate the long-term effect of vosoritide on health-related quality
of life (QoL), developmental status and functional independence,
using age-specific QoL and functional independence questionnaires
(Bayley-111, WeeFIM, ITQOL, QoLISSY, PedsQL, Child Behavior
Checklist 1.5-5 [CBCL 1.5-5], Child Behavior Checklist 6-18 [CBCL
6-18]).

* Evaluate bone metabolism and pharmacodynamic biomarkers

« Evaluate immunogenicity of vosoritide and assess impact on safety,
pharmacokinetics (PK), and efficacy measures

* Describe the incidence of surgical and medical interventions related
to achondroplasia

* Assess effect on sleep disordered breathing by polysomnography in
participants up to 5 years old.

 Evaluate the effect of vosoritide on skull and brain morphology,
including foramen magnum, ventricular and brain parenchymal
dimensions by magnetic resonance imaging (MRI) in participants up
to 3 years old.

The exploratory objectives of the study are to:

* Evaluate genomic biomarkers (optional)

* Assess clinical photography (optional)

11. Design of the clinical trial

This study (111-208) is a long-term extension of the placebo-
controlled study 111-206. All participants in 111-208 will have
completed 1 year of placebo or vosoritide treatment in Study 111-206
and are receiving open label daily injections of vosoritide.

12. Main inclusion criteria

Participants with a diagnosis of ACH confirmed by genetic testing,
who had completed 52 weeks of treatment in Study 111-206.

Individuals were not eligible to participate in the study if they:

1. Permanently discontinued vosoritide or placebo prior to
completion of Study 111-206

2. Had a clinically significant finding or arrhythmia on ECG that
indicated abnormal cardiac function or conduction or QTc-F > 450
msec

3. Required any investigational agent (except vosoritide) prior to
completion of study period

4. Were in receipt of current therapy with antihypertensive
medications, angiotensin-converting enzyme (ACE) inhibitors,
angiotensin 11 receptor blockers, diuretics, beta-blockers, calcium-
channel blockers, cardiac glycosides, systemic anticholinergic agents,
gonadotrophin-releasing hormone agonists, any medication that may
impair or enhance compensatory tachycardia, diuretics, or other drugs
known to alter renal or tubular function

5. Were pregnant or planning to become pregnant (self or partner) at
any time during the study
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6. Had a concurrent disease or condition that, in the view of the
investigator, would interfere with study participation or safety
evaluations, for any reason

7. Had a condition or circumstance that, in the view of the
investigator, placed the subject at high risk for poor treatment
compliance

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.

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 Baseline and throughout
the study will be recorded on the designated eCRF.

Restricted Medications:

* Antihypertensive medications

* Angiotensin-converting enzyme (ACE) inhibitors

* Angiotensin II receptor blockers

* Diuretics

* Beta-blockers

» Calcium-channel blockers

* Cardiac glycosides

* Systemic anticholinergic agents

* GnRH agonists

* Any medication that may impair or enhance compensatory
tachycardia, diuretics, or other drugs known to alter renal or tubular
function

* Any medication that in the investigator’s judgment, may
compromise the safety or ability of the subject to participate in the
clinical trial

Subjects with any concomitant medication use, n (%): 71 (97.3).

Subjects with any concomitant medication use initiated on-study, n
(%): 70 (95.9).

No participants received growth hormone prior to treatment with
vosoritide and 4 participants received the COVID-19 vaccine during
treatment with vosoritide.

16. Efficacy evaluation criteria

Primary Efficacy Endpoints:

The primary efficacy endpoint is change from baseline in height Z-
Score.

By comparison with Centers for Disease Control and Prevention
(CDC) reference data available for average stature children (CDC,
2019), each measurement of height was converted to an age-and sex-
appropriate standard deviation score (SDS), also referred to as a Z-
Score. Note that no data conversions were applied between body
length and standing height as recommended for average stature.

Secondary Efficacy Endpoints:
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* Change from baseline in AGV

* Change from baseline in height

* Change from baseline in upper to lower body segment ratio

* 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)

* 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)

* Change from baseline in body mass index (BMI) and BMI Z-score

* Change from baseline in weight Z-score

* Change from baseline in sleep study indices

* 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

The following secondary efficacy endpoints were not analyzed for
presentation in this interim report:

* Evaluation of the long-term effect of vosoritide on health-related
quality of life, developmental status and functional independence
(Bayley-111, WeeFIM, 1TQoL, QoLISSY, PedsQL, Child Behavior
Checklist 1.5-5 and Child Behavior Checklist 6-18).

* Evaluation of the immunogenicity of vosoritide and assessment of]
the impact on safety, pharmacokinetic (PK), and efficacy measures.

* Evaluation of genomic biomarkers (optional exploratory endpoint)

 Assessment of clinical photography (optional exploratory endpoint)

Pharmacokinetics:

PK parameters generated over the course of the study were to be
evaluated and summarized.

17. Safety evaluation criteria

Safety was to be evaluated by the incidence of AEs, SAEs, and

clinically significant changes in vital signs, physical examination,
Tanner stage, ECG, echocardiogram, bone morphology/quality
assessed by X-rays/DXA, and laboratory test results (urinalysis,
chemistry, hematology).

18. Statistical methods

Safety Analysis:

All subjects who received at least one dose of vosoritide were
included in the study safety analysis.

All presentations of safety data are descriptive.

Primary Efficacy Variables:

The height Z-Score was to be assessed at up to 6 months prior to
baseline, baseline and every 26 weeks up to Week 312, then every 52
weeks thereafter, and their change from baseline were summarized and
presented.

Secondary Efficacy Variables:

The absolute values for cumulative AGV, 6-month interval AGV, 12-
month interval AGV, and their change from baseline were summarized
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and presented. A box and whisker plot was provided for the 6-months
interval AGV and 12-month interval AGV over time, by age group at
start of vosoritide and treatment group.

Additional Measures:

Sleep study: Following episodes of sleep apnea, the following indices
were summarized: Apnea Index, Hypopnea Index, Apnea Hypopnea
Index, Obstructive Index, Central Apnea Index, number of
desaturations > 3 % per hour.

Pharmacokinetic measurements: Vosoritide concentrations and PK
parameters were summarized descriptively by visit for all participants
in the PK population. PK analyses are separately documented in the
Clinical Pharmacology.

Bone metabolism biomarkers.

Vosoritide pharmacodynamic activity biomarkers.

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

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

Participants’ ages ranged from 4.5 months to 72 months. Overall,
there were similar percentages of male (50.7%) and female (49.3%)
participants. The majority of participants were White [51 (69.9%)] and
not Hispanic or Latino [67 (91.8%)]. There were 17 (23.3%)
participants of Asian origin, of whom, 8 (11.0%) were Japanese. Three
participants (4.1%) were of Multiple origin, one participant was a
Native Hawaiian or Other Pacific Islander and one participant did not
provide information on race due to patient privacy rules.

20. Efficacy results

Primary Efficacy Endpoints:

Change in Height Z-scores

EAS: In participants aged > 24 to < 60 months, the mean (SD) height
Z-score improved from -4.72 (1.04) at baseline (N = 34) to -4.45 (0.96)
at Week 52 (N = 33). The corresponding mean (SD) change from
baseline was 0.23 (0.49). There were a total of 21 participants who had
assessments up to Week 104. For these participants the mean (SD)
height Z-score improved to -4.09 (0.92) at Week 104. The
corresponding mean (SD) change from baseline at Week 104 was 0.33
(0.82).

A similar trend in numerical improvement in mean (SD) height Z-
score was seen in participants aged > 60 months, improving from -4.71
(1.10) at baseline (N = 6) to -4.60 (1.07) at Week 52 (N = 6) and -4.51
(1.38) at Week 78, the last visit for which data were available from 5
participants, with corresponding changes from baseline of 0.11 (0.22)
and 0.21 (0.37), at Weeks 52 and 78, respectively.

Secondary Efficacy Endpoints:

Changes in Height:

FAS: As expected, the increase in height of study participants was
most pronounced in the 0 to < 6 month old group (e.g., mean of 16.03
cm change from baseline to Week 78), followed by > 6 to < 24 months
old (e.g., mean 13.80 cm change from baseline to Week 104), followed
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by > 24 to < 60 months old group (e.g., mean 12.09 cm change from
baseline to Week 104), reflecting a decelerating pattern of growth in
children of this age.

Additional Analyses:

Sleep study: interpretation of the data is limited by the absence of a
control group.

Pharmacokinetics: A total of 56 participants including 33
vosoritide/vosoritide  participants and 23  placebo/vosoritide
participants group were included in the PK population, received at
least one dose of vosoritide in this study and had at least one evaluable
PK concentration.

21. Safety results

Overall, 71/73 (97.3%) participants experienced at least 1 AE during
the study. Within the age groups, the percentage of participants who
experienced AEs ranged from 95.5% to 100%.

AEs by SOC: Overall, AEs were most commonly (> 10% of
participants in any group) reported in the Infections and infestations
[62 (84.9%) participants], General disorders and administrative site
conditions [(45 (61.6%)], Respiratory, thoracic and mediastinal
disorders [45 (61.6%)] participants) followed by the Gastrointestinal
disorders [42 (57.5%)] participants), Injury, poisoning and procedural
complications [32 (43.8%)] participants), and Skin and subcutaneous
tissue disorders [28 (38.4%)] participants). Event rates were also
highest in these SOCs. The frequency of events reported in the General
disorders and administrative site conditions SOC and the
Gastrointestinal disorders SOC were highest in the youngest age group
(0 to < 6 months) and decreased with increase in participant age. The
higher event rate for the General disorders and administration site
conditions SOC was largely driven by AEs related to ISRs and that in
the Gastrointestinal disorders SOC by teething, appropriate for age.
The frequency of reported AEs decreased over from Year 1 to Year 4.
However, these data are inconclusive due to the decreasing number of
participants reaching subsequent years of treatment.

AEs by PT: Overall, the five most commonly reported AEs were
pyrexia (42.5%), upper respiratory tract infection (38.4%),
nasopharyngitis (32.9%), vomiting (27.4%) and ear infection (26.0%)
participants. Other than pyrexia which decreased in frequency with
increase in age, there was no relationship to age in the reporting of
these PTs. Pyrexia is a common manifestation of many childhood
illnesses. All episodes of pyrexia were assessed as not related to study
drug and all were documented to have resolved. The five AEs with the
highest event rates were pyrexia (0.8 events per person year), vomiting
(0.7 events per person year), injection site erythema (0.6 events per
person year) upper respiratory tract infection (0.5 events per person
year) and viral infection (0.5 events per person year).

AEs by severity: Of the 71 (97.3%) participants who reported a TEAE,
68 (93.2%) reported a Grade 1 (mild) event, 44 (60.3%) reported a
Grade 2 (moderate) event and 5 (6.8%) reported a Grade 3 (severe)




Docusign Envelope ID: AO16BA9B-7535-4902-BAB2-5F8D2FF83905

event. In 4/5 participants, the Grade 3 event was reported in Year 1 of
treatment. No Grade > 3 events were reported. The reported Grade 3
events were: respiratory syncytial virus infection, kyphosis, cervical
cord compression, intracranial pressure increased, adenoidal
hypertrophy. None were assessed as related to treatment with
vosoritide and all by the event of kyphosis had resolved at the time of
reporting. The dose of vosoritide was not changed in response to any
of these events but dosing was temporarily interrupted in the event of
cervical cord compression.

Serious adverse events: Overall, 10 SAEs were reports in 7 (9.6%)
participants during vosoritide treatment or within 30 days of treatment.
All SAEs were assessed as not related to study treatment and none led
to discontinuation of study drug or discontinuation from the study. The
SAE terms reported were: cervical cord compression, intracranial
pressure increased (2 events) subdural hygroma, sleep apnoea
syndrome (2 events), adenoidal hypertrophy, pneumonia, respiratory
syncytial virus infection and oxygen saturation decreased.

22. Conclusion

Vosoritide was well tolerated, with no treatment limiting adverse
effects and a safety profile generally consistent with that previously
reported in participants > 5 years of age. No new safety concerns were
identified with use of vosoritide in participants aged 0 to < 5 years (<
60 months). Most AEs were mild (Grade 1) or moderate (Grade 2) in
severity and the majority of treatment related adverse events were due
to ISRs. There was no notable age-related propensity to
hypersensitivity reactions or hypotension. The incidence of adverse
events leading to drug interruption was highest in younger participant
cohorts, though no adverse event led to discontinuation from study
drug or from the study, regardless of age group. No participant
experienced a treatment related SAE.

Overall, the five most commonly reported AES were pyrexia, upper
respiratory tract infection, nasopharyngitis, vomiting and ear infection.
Pyrexia is a common manifestation of many childhood illnesses. Most
AEs were mild (Grade 1) or moderate (Grade 2). Overall, there were 5
Grade 3 events; all were assessed as not related to vosoritide.

No events of slipped capital femoral epiphysis, avascular necrosis, or
osteonecrosis were reported.

There was a single event of radial fracture, related to trauma and
assessed as not related to study drug.

There was no evidence of disproportionate skeletal growth,
accelerated bone age, or abnormal bone morphology.

There were no clinically meaningful changes in laboratory
assessments or vital signs over time.

Interpretation of long-term changes in height Z-score, height, and
AGYV in this population of vosoritide treated participants in the absence
of a control group should take into account the natural trajectory of
growth in children with ACH, with rapid accumulation of growth
deficit compared to average stature children up to the age of 5 years,
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and general decrease in height Z-score, height, and AGV over time in
the untreated children with ACH of this age group.

As expected, and driven by natural age-related changes in linear
growth, baseline growth patterns differ substantially between the age
groups. Age groups > 24 to < 60 months and > 60 months, showed
relatively stable and predictable baseline growth. In contrast,
participants in the age groups > 6 to < 24 months and 0 to < 6 months
showed rapid decline in growth velocity, with the 0 to < 6 months
group showing the clearest decline.

In participants aged > 24 to < 60 months and > 60 months, with less
variable baseline growth, treatment with vosoritide demonstrated a
positive impact of therapy through a marked improvement in height-Z
score and increase in AGV over time.

In participants aged < 24 months, decreases in AGV were seen at all
timepoints post-baseline. This decrease was more pronounced in
participants aged 0 to <6 months than in participants aged > 6 to < 24
months and slowed substantially and stabilized as participants got
older in the second year of treatment.

In participants aged > 6 to < 24 months, despite a rapid decline in
AGV, an improvement in height-Z score was observed at week 52
compared to baseline with a shallow decline in height Z score observed
at Week 104.

In participants aged 0 to < 6 months, height-Z scores decreased over
time.

In all age groups, there was a decline in the upper to lower body
segment ratio over time which is consistent with the natural pattern of
growth in this age group of participants with ACH. Due to the natural
improvement (decline) in upper to lower body segment ratio, and in
absence of the untreated control group, it is not clear whether treatment
with vosoritide was associated with clinically meaningful incremental
improvement in proportionality.

There were numerical increases in MRI volumetric and other
measurements in all age groups. Most pronounced changes
(considering the limited sample size and data variability) were seen in
the group of 0 to < 6 month old participants. The interpretation of these
changes is limited by the absence of a control and by the small sample
sizes beyond one year of treatment.

Applicant
(Marketing Authorization Holder)

DocuSigned by:
U(u,sz, Dumivtas Oct 24, 2025

57804706258 E64F3

(signature)
__Ayse Demirtas, Director, Regulatory Affairs International__

(full name)
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|
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4. IpoBeneH1 OCTIHKEHHS:

TaK Hi SKILO Hi, OOTPYHTYBaTH

: | O

1) Tum nikapchbKoro 3aco0y, 3a SKUM

Jlikapcbkuii 3aci0 3a MOBHUM J10Ch€ (ABTOHOMHHM JIOCHE)

[HImMit nikapebkuii 3acio

Hoga gitoua pedoBuna (/1P)

OpurinaneHuil (IHHOBaIIHKN) JiKapchkuid 3aci®é (MoJjekyna He
Mpe/CcTaBleHa Ha pPUHKY YKpaiHu) JUis JIKyBaHHS PIAKICHUX

npoBoAmiiacs  a00  IUIAHYETHCS || 3aXBOPIOBaHb, IO OYB 3apeecTpOBaHU €BPOINECHCEKIM areHTCTBOM 3
peecTparist MeanuHux mpoaykTiB (EMA) (3a meHTpalli30BaHOI MPOIEAypOIo),
srigao nmyHKTy 10 (mignynkry 10.1) po3niny V Iopsaky makasy MO3
VYkpainu Big 23 nunns 2015 poxy Ne 460
Jlikapcekuii  3aci0 BH3HAUEHWUH K Tpenapar 0OMEKEHOTro
3acToCyBaHHS (Iperapar-cupoTa)
.. BinkpuTte MOBrocTpoOKOBE MPOIOBKEHHS JOCTIDKCHHS (a3 2 s
5. Tloma wmHasea  KiiHigHOTO| . P a P polt T RO ¢ e
o ominku Oesmeku Ta edextuBHOocTi BMN 111 'y gireir 3
BUIMIPOOYBAaHHS, KOJOBaHUI HOMEp .
L aXOHJIPOIIA3I€I0
KIIIHIYHOTO BUITPOOYBaHHS . .
Kognosanuii Homep BunpoOyBanus: 111-208
6. daza kIiHIYHOrO BUIIPOOYBaHHS H 2

7. Ilepion mpoBeneHHS KIIHIYHOTO
BUIIPOOYBAHHS

Jara novatky nocuijkeHHs: 12 yepBus 2019 poky
JlaTta 3aKiHYEeHHSI TOCI1/PKEHHS: IPOJIOBKYETHCS

8. Kpainu, ne npoBoauiiocs KiliHiYHe
BUIIPOOYBAHHS

CILIA, Agcrpanisi, BenukoOpuranis Ta SnoHis

9. KinbKiCTh 1OCITIIKYBaHUX

3amjiaHoBaHa: yci JOCHIKYBaHI, SKI 3aBEPIIMIIA JOCIIKEHHS
111-206, Manu npaBo NpUMaTH y4acThb
daxTuyHa: 73

10. Mera Ta BTOpHHHI 111
KJIIHIYHOT'O BUMTPOOYBaHHS

Hocnimxenns 111-208 € npo1oBKeHHSIM M1a11€00-KOHTPOJIbOBAHOTO
nocmikenHs 111-206.

["0J10BHI 1111 IIbOTO MPOJIOBYKEHHS JOCTIPKEHHS:

* OUIHUTH JOBFOCTPOKOBY O€3IeKy Ta MePEHOCUMICTh BOCOPUTHUIY

e OuiHuTH 3MiHY Z-TIOKa3HUKa 3POCTY/JOBKHUHU Tija y AITeH 3
aXOHJPOIUIa3i€l0, SKI  OTPUMYIOTh  BOCOPHUTH[  (Z-TIOKa3HUK
3pOCTY/AOBKUHU TLJ1a HaaJll HA3UBAETHCS Z-TI0Ka3HUKOM 3POCTY)

BTopuHHI i1 BOTO JOCHTIJKEHHS:

* OUIHUTU BIUIMB BOCOPUTHAY HA PIUYHY MIBUIKICTH 3POCTaHHS
(PILI3)

* OuiHuTH (HapMaKOKIHETUKY BOCOPUTHUAY




* OIIHATH BIUIUB BOCOPUTHAY Ha MPOMOPIIii Tijia 1 CIiBBIHOIICHHS
KIHI[IBOK

* OIiHUTH BIUIMB BOCOPHUTHAY Ha MOP(]OJIOTIIO/AKICTh KICTOK 3a
JIOTIOMOTOF0  peHTreHorpadii Ta JABOCHEPTETUYHOI PEHTTEeHIBCHKOI
abcopo1iometpii (JIPA)

* OUIHATH JOBrOCTPOKOBHI BILJTUB BOCOPUTHUIY HA SIKICTh JKHUTTS,
noB's3any 31 310poB'ssM (QoL), piBeHb PO3BUTKY Ta (PYHKI[IOHATBHY
HE3AJIeKHICTh, BHUKOPHUCTOBYIOYM BIKOBI ONUTYBAJIbHUKH SIKOCTI
KUTTA Ta (QyHKIioHANBbHOI He3anexxkHocTi (Bayley-I1l, WeeFIM,
ITQOL, QoLISSY, PedsQL, KOHTpOJIbHHIA CTUCOK ITOBEIIHKYA TUTHHU
1.5-5 [CBCL 1.5-5]), KOHTpOJIbHUI CIIUCOK MOBEIIHKH IUTUHU 6-18
[CBCL 6-18])

* OniHuTy MeTaboJ1i3M KICTOK Ta (papMakouHaMivHi OioMapkepu

* OuiHUTH IMYHOTEHHICTh BOCOPUTHIY Ta OI[HUTH BIUIUB Ha
MOKa3HUKH Oe3neKkH, (hapMaKOKiHETHKH Ta €(PEeKTUBHOCTI

* OnucaTy 9acToTy XipypriyHUX Ta MEAMYHUX BTPYYaHb, MIOB'I3aHIX
3 aXOHJIPOIUIA3IEr0

* OuiHATH BIUTMB HAa MOPYIICHHS TUXaHHS YBi1 CHI 3a JIOIIOMOTOIO
nosiicoMHorpadii y 10CiiKyBaHUX BIKOM J0 5 POKiB

* OLiHUTH BIUIMB BOCOPUTHY HA MOP(OJIOTiI0 Yepena Ta FOJI0BHOTO
MO3KY, BKJIIOYAIOYM PO3MIPH HOTHJIMYHOTO OTBOPY, IUIYHOUYKIB Ta
MapeHXiMU TOJIOBHOTO MO3KY, 32 JIOIIOMOTOI0 MarHiTHO-PE30HAaHCHOT
tomorpadii (MPT) y nocnixyBaHUX BIKOM 10 3 POKIB.

[TornryKoBi I1iTi EOTO JIOCTIJDKSHHS:

* OuiHUTH TeHOMH1 6ioMapkepu (He0OOB'SI3KOBO)

* OuiHUTH KIiHIYHI QoTorpadii (He0OOB'sI3K0BO)

11. [wnzaiin KJIIHIYHOTO
BUIIPOOYBaHHS

Ile nocmimxenns (111-208) € DOBroCTpOKOBUM IMPOJOBKEHHAM
1a1e60-KOHTpoIboBaHoro jpociimkeHHs 111-206. Yci ydacHuku
nocaimxenHs 111-208 3aBepiiare 1-piaHuil Kypc JIIKyBaHHS I1a1e0o
abo BocoputuaoM Yy gociuipkeHHi 111-206 1 oTpumMyBaTUMYTh
LIOJICHH] 1H'€KI[IT BOCOPUTUY Y BIAKPUTOMY PEKUMI.

12. OcHOBHI KpuTepii BKIIOYEHHS

JocniaxyBaHi 3 J1arHOCTOBAHOIO aXOH/IPOILIA31€l0, MIATBEPIKEHOIO
TEeHETUYHUM TECTYBaHHSM, sIKI MPONIIIM 52 THXKHI JIIKYBaHHS B
nocmimkenni 111-206.

JocnigxyBaHi HE Malu npaBa OpaTd ydyacTh Y JAOCTIIKEHHI, SKIIO
BOHH:

1. OcTtaTouyHO MPUNMHMUIN MPHUIOM BOCOpUTHAY a0 muianebo a0
3aBepiieHHs nocuimkenns 111-206.

2. Manu xIiHIYHO 3HauyIll O3HakH (a0o apuTMii 3a pe3yibTaTaMu
EKI'), ski BKkazyBaJu Ha TMOpYLIeHHA cepueBoi (yHKIl abo
npoBigHOCTI, a00 QTc-F > 450 wmc.

3. IloTpebyBanu 3acTocyBaHHs Oy/b-SIKOTO JOCIHIKYBAHOTO 3aC00y
(KpiM BOCOPUTHTY) IO 3aBEPIIICHHS TIEPI0TY AOCTIHKEHHSI.

4.  OtpumyBajgM IOTOYHY TEpamil0  aHTUTINEPTEH3UBHUMHU
rpenaparam, 1HT1061TOpaMu aHT10TE€H3UHIIEPETBOPIOIOYOTO
¢depmenty (AIlD), Omokaropamu penentopiB aHriotreHsuny lI,




niypeTukamu, 6eta-0okaTopaMu, OJIOKaTOpaMu KajbI[l€BUX KaHAIIB,
CepLIEBUMH  TJIKO3UJAMH, CHUCTEMHHMH  aQHTHUXOJIHEPTIYHUMHU
3aco0aMHy, aroHiCTaMd T'OHAJOTPOIH-PUII3HHT-TOPMOHY, Oy/b-
SKHMH JIIKAPCHKUMH 3aC00aMH, SIKi MOXKYTh MTOPYIIUTH a00 MOCUIIUTH
KOMITICHCATOPHY TaXiKapJiro, AypeTUKH a0o 1HII JIIKapchKi 3aco0w,
SKi, SIK B1IOMO, 3MIHIOIOTh (DYHKIIII0 HUPOK 200 KaHAaJbIIiB.

5. bynu BaritHuMH a00 TUTaHYBaJIM 3aBariTHITH (200 mapTHEp Takoi
KIHKH) B Oy/Ib-IKUH Yac IMiJ1 9ac TOCIiHKECHHS.

6. Mamu cynmyTHe 3axBOprOBaHHS a00 CTaHW, $Ki, Ha JIYMKY
JOCITITHUKA, 3 Oy/Ib-5IKOT MPUYMHY 3aBayKaIn O y4acTi y AOCHIHKEHH]
4y OLIHIl OE3IIEKH.

7. Manu cran abo 00CTaBUHM, 5IKi, HA TYMKY JOCTITHHUKA, ITiIaBalIn
Cy0'€KTa BUCOKOMY PH3HUKY HEIOTPUMAHHS PEKUMY JIIKYBaHHSL.

13.  JlocmipKyBaHWi  JTIKQpChKUH
3aci0, crocid 3acTocyBaHHs, cuia Jil

Bocoputua y Burisai nio¢igizoBaHOTO MOPOUIKY Bia O110r0 10

YKOBTOTO KOJIbOPY, 110 HE MICTUTh KOHCEPBAHTIB, JUISI PO3BEACHHS B
CTepWIbHIN BOMI JUIsl 1H'€KIiM 1 BBEAEHHS Yy BUIVISIAI MiJIIKIPHOT
1H'eKil.

14. Tlpemapar NOpiBHSIHHA, 103a,
crnoci0 3acTocyBaHHs, CHIIa Ail

He 3acrocoByeTnes

15. CynytHs Teparist

VYci nikapcerki 3acobu (penenTypHi, Oe3penenTypHi Ta pOCIUHHI) Ta
xapyoBi 100aBku 3a 30 QHIB 10 MOYATKy AOCIIIKEHHS Ta MPOTATOM
yChOTO JIOCTI/DKEHHSI MaloTh OYTH 3apeecTpoBaHi y BiINOBITHIH
IHAUBIAYyanbHiN peectpaniiiHiit kaptui (eCRF).

3abopoHeHi JIiKapchKi 3aco0u:

* AHTUTINIEPTEH3UBHI NpenapaTu

* [Hri0iTOpH aHT10TEH3UHIIEPETBOPIOIOUOro PpepMeHTy (AIID)

* brokaropu perenTopiB anrioteHsuny 1

* Jliypetuku

* bera-anpenobiaokaropu

* biokaTopu KaJblli€BUX KaHATIB

* CeplieBi MTIKO3UAH

* CuUCTEMHI1 aHTUXOJIIHEPTivHI 3aCO01

* Aronictu ['HPT’

* Byap-4Ki JgikapchbKi 3aco0H, K1 MOKYTh HOPYIIUTH 200 MOCUIUTU
KOMIIEHCATOPHY TaxiKap[ilo, AlypeTHKH ado IHII JIKapchKi 3aco0u,
SIK1, SIK BITOMO, 3MIHIOIOTh (DYHKIII}0 HUPOK a00 KaHaJIbLIIB

* bynp-sxuit nikapcbkuii 3aci0, sIKUH, Ha AYMKY JOCHITHUKA, MOXKE
MOCTAaBUTU TiJl 3arpo3y Oe3meky abo 3MaTHICTh JOCHIIKYBaHOTO
OpaTu yyacTb y KJIIHIYHOMY JOCIIKEHHI.

JocnimxyBaHi, SIKHM 3aCTOCOBYBaJIM OyZIb-sIKI CYMYTHI JIIKapChKi
3acobu, n (%): 71 (97,3).

JocnimxyBaHi, y SKUX M 4ac AOCHIKEHHS Oysi0 po3moyaTo
3aCTOCYBaHHA Oy/b-SKUX CYIYTHIX JiKapChKUX mpemnapartis, n (%): 70

(95,9).




Xoxen 3 mociiKyBaHUX HE OTPHUMYBAB TOPMOH POCTY 10 JTIKyBaHHS
BOCOPUTHUIOM, a 4 AOCHIPKYyBaHi oTpuManu Bakuuny npota COVID-
19 iz yac JiKyBaHHSI BOCOPUTHIOM.

16. Kpurepii ominku epeKTUBHOCTI

[lepBuHHA KiHIIEBA TOYKA €()EKTUBHOCTI:

[TepBUHHOIO KiHIIEBOIO TOYKOIO €()EKTUBHOCTI € 3MiHa Z-TTOKa3HUKA
3pOCTY MOPIBHSHO 3 BUX1IHUM PIBHEM.

[TopiBHSHO 3 JOBIIKOBUMH JaHMUMH LleHTpiB KOHTpOIIO Ta
npodinaktuku 3axBoproBaHb (CDC), pocTymHUMH JUisl  JiTEH
cepennboro 3pocty (CDC, 2019), xoxen Bumip 3pocty OyB
MEPETBOPEHUI Ha TMOKa3HUK CTaHIapTHOro BimxwieHHs (SDS), mo
BIJIMIOBIZA€ BIKY Ta CTaTi, TaKOX BIIOMHHA SK Z-mokasHHUK. Cif
BpaxyBaTH, IO HE 3aCTOCOBYBAJMCS IE€PETBOPEHHsS MTaHUX MIXK
JOBKUHOIO TiJIa 1 POCTOM B IOJIOKEHHI CTOSIUH, K 1€ PEKOMEHI0BAHO
U1l CEPEIHBOTO 3POCTY.

BropuHHi KiHIIEBI TOYKH e(EKTUBHOCTI:

* 3mina PII3 nopiBHSAHO 3 BUXITHUM PiBHEM

* 3MiHa 3pOCTy MOPIBHSIHO 3 BUXITHUM PiBHEM

* 3MiHa CHIBBiJHOIICHHS BEPXHHOTO 1 HM)KHBOTO CEIMEHTIB Tija
MOPIBHSTHO 3 BUXITHUM piBHEM

* 3MiHA 1HIIMX MMOKA3HUKIB 3pOCTaHHS (JIOBXKHHA BEPXHBOT YACTUHU
TiJIa, OKPYKHICTh TOJIOBH, pO3Max DPYK, AOBXHHA IjIedya, JOBXKHHA
MepeArunyYsl, JOBXKHWHA CTErHa, JOBXKHHA BIJ KOJIHA IO I'STH 1
JIOBXXMHA BEJIMKOTOMUJIKOBOT KiCTKH ) IOPIBHSHO 3 BUXITHUM PiBHEM

* 3MiHA IHIIUX MPONOPIH Tina (CHIBBIAHOUICHHS pO3Maxy pyK IO
3pOCTy, CHiBBITHOIICHHS JOBKUHH IIJIeUa A0 JOBXHHH IEPEIILTIIYs,
CITIBBIIHOIIEHHS TOBXUHM CTErHA 10 JOBXHHH BiJ KOJIHA JI0 II'ATH, a
TaKOX  CHIBBIJHOIICHHS  JOBXHHM  CTeTHAa JI0  JIOBXKHUHHU
BEJIMKOIOMUIKOBOT KICTKH) OPIBHSHO 3 BUX1JJHUM PiBHEM

* 3miHa 1HAekcy Macu Ti1a (IMT) 1 Z-noka3nuka IMT B nopiBHsIHO 3
BUXIHUM piBHEM

* 3MiHa Z-1TOKa3HUKA MACH Tij1a MOPIBHIHO 3 BUXIAHUM PIBHEM

* 3MiHa JOCHII)KYBaHUX TMOKA3HUKIB CHY IMOPIBHSHO 3 BUXIJIHUM
piBHEM

* 3MiHM Ha JBOCTOPOHHIX pPEHTI€HOTpaMax HUXHIX KIHIIBOK,
pEeHTreHorpamax IMonepeKkoBoro BiJAUly XpeOTa, 3MIHU MiHEpPaJIbHOT
minpHOCTI KicTkoBoi TkaHuHM (MILKT) 1 BMmicTy MiHepaabHUX
pedoBuH B KicTkoBil TkaHuHl (MPKT) 3a nanumu JIPA, a Takox y
pesyabTatax MPT nopiBHSHO 3 BUX1IHUM piBHEM

HacTynHi BTOpWMHHI KIHLIEBI IMOKa3HMKH €(EKTHUBHOCTI He Oynu
IIpoaHaji30BaHi Ui NPEACTABICHHS B 1JaHOMY IIPOMIXXHOMY 3BiTi:

* OuiHKa JTOBroCTPOKOBOTO BIUTUBY BOCOPHUTHU]LY Ha SKICTb KHTTA,
MoB'sI3aHy 31 3/J0pOB'SIM, CTaH PO3BUTKY Ta (PYHKIIOHATIBHY
HesanexHicte (Bayley-I11, WeeFIM, 1TQoL, QOoLISSY, PedsQL,
KOHTPOJIbHUM CHHMCOK TOBEAIHKM AUTUHU 1.5-5 Ta KOHTpOIBHUI
CIMCOK TIOBEAIHKH TUTHHU 6-18)

* OuiHka IMYHOT€HHOCTI BOCOPUTHAY Ta OI[iHKa BIUIUBY Ha
MOKa3HUKH Oe3rnekH, (hapMaKkOKiHETUKU Ta €(PEeKTUBHOCTI




* Oninka reHOMHUX 610MapkepiB (HEOOOB'I3KOBA TOITYKOBA TOYKA)

* Ouinka pe3ynbTaTiB KIIHIYHOT (GOTO3HOMKH (HEO0OOB'sI3KOBa
MOITYKOBa TOYKA)

dapMakoKiHETHKA:

[Tapamerpu @K, oTprimMaHi B X011 AOCTIIHKEHHS, M OyTH OIiHEH]
1 y3arajgpHeHi.

17. Kpurepii ominku 6e3mnexu

besneky ouintoBanu 3a yacrororo HS, CHS ta kiiHIYHO 3HAYYIIUMU
3MIHaMH )KUTTEBO BaXJIMBHUX [MOKA3HUKIB, (D13MKATBHOT'O OOCTEKEHHS,
cranii Tannepa, EKI', exokapaiorpamu, Mop(hoJIorii/SKocTi KiCTOK,
oriHeHO1 3a jgomnomoror peHtreHorpadii/ZIPA, Tta pesynbTaTiB
1a00paTOpHUX JOCHIKeHb (aHami3 cedi, OIOXIMIYHHMIA aHaii3,
reMaTOJIOT14HI MTOKa3HUKH ).

18. CrarucTr4H1l METOIH

AHaJni3 6e3neKu:

Yci  pocmimkyBaHi, SKi OTPUMYBQJIM TPUHANMHI OIHY J03Y
BOCOPUTHLY, OyJK BKIIFOUEHI B aHaJ3 O€3MeKH JOCIIIKEHHS.

VYci npencrasiieHi qaHi 3 0€3MEKH HOCITh ONMCOBHI XapakTep.

[lepBuHHI 3MiHHI €(hEeKTUBHOCTI:

Z-TIOKa3HUK 3pOCTYy MaB OIIHIOBATHUCA 32 6 MICSIIB J0 BHUXiJTHOTO
PiBHS, Ha BUX1IHOMY PiBHi, MOTIM KOXHi 26 THXHIB 10 312-T0 THXKHS,
MOTIM KOXHI 52 THXKHI MICIS IHOTO, & 3MIHU TIOPIBHSHO 3 BUXITHUM
piBHEM OyiH y3araJbHEHI 1 IpeICTaBJICHI.

BropuHHi 3MiHHI e(EeKTUBHOCTI:

bynu y3aranpHeHi 1 TpeAcTaBieHI  aOCONIOTHI  3HAYEHHS
KymyssitTuBHOTO mokasHuka PII3, PII3 3 inTepBamoM B 6 MicsIiB,
PII3 3 inTepBazom B 12 MicsAIiB 1 3MiHH IOPIBHSHO 3 BHXIJIHUM
piBHeM. [liarpama «smuk 3 Bycamu» Oyina npezcrasieHa ais P13 3
inTepBaniom B 6 micsuis, PIII3 3 inTepBanom B 12 MicA1liB y AMHAMIIII
3a BIKOBUMH TpyIIaMH HA MOMEHT MTOYaTKy 3aCTOCYBaHHS BOCOPHTHUILY
Ta rpyHaMH JiKyBaHHS.

Jlo/1aTKOBI OLIIHIOBAaHHS:

JlocniuKeHHS CHY: TICJIs €Mi30/iB allHOe CHY OyJIN MiJICYyMOBaHi Taki
MOKA3HUKH: 1HIEKC almHoe, 1HJAEKC TIOIMHOoe, 1HIEKC allHOe-TIMOIHOE,
1HAEeKC 00CTPYKIIii, IHACKC [EHTPATBLHOTO alHOe, KUIbKICTh BUTIAKIB
necarypaiiii > 3 % Ha TOUHY.

dapMakOKIHETUYH] OIIHIOBaHHSA: KOHIIEHTpAIlii BOCOPUTHAY Ta
napamerpu K Oynu onucoBo y3araibHEH1 3aJIe)KHO BiJl BI3UTY IS
Beix nociipkyBanux OK-nomysmsiuii. Ananizu @K oxkpemo onucani gk
KJIiHIYHA (apMaKoJIoris.

biomapkepu KicTKOBOro MeTabosizmy.

biomapkepu (apmMakoarHAMI4HOT AKTUBHOCTI BOCOPUTHULY.

IMYHOT€HHICTB: TECTyBaHHs Ha HasIBHICTh HEHUTPaANIi3yIOUUX aHTHUTLI
MIPOBOJIMIIA HA BUXIJHHUX 3pa3Kax Ta Ha MO3UTHBHHUX 1010 CyMapHHUX
AQHTHUTLI 3pa3Kax.

19.  Jlemorpadiuai  MOKa3HUKH
JMOCTiKyBaHO momynsiii  (cratsk,
BIK, paca, TOIIIO)

Bix mocmimkyBaHMX KoduBaBcs Bix 4,5 wmicsaus 10 72 MICSIIB.
3arajoM BiJICOTKOBa KibKicTh xjomuukiB (50,7 %) 1 miBYaToK
(49,3%) Oyma omHAKOBOW. binmbImicTes JOCITIIKYBAaHUX — OyiIH




eBponieoinamu [51 (69,9 %)] ta He Oynu NaTHHOAMEPUKAHLAMU YU
icnanceKkoro noxokeHns [67 (91,8%)]. Cepen gocnimkyBaHux 0yiIo
17 (23,3 %) ocib a3iaTchKoro moxokents, 3 skux 8 (11,0 %) Ooynu
armoHIsMU. Tpoe mociimkyBanux (4,1 %) mManu pi3He MOXOKCHHS,
OJIMH JOCIIDKYBaHHH OyB KOPIHHHUM >KHTelieM [ 'aBaiB uu 1HIIHMX
TUXOOKEAHCHKUX OCTPOBIB, a iIHPOpMAILisi PO PACOBY MPUHAIICIKHICTD
e OJHOTO JIOCTI/DKYBaHOTO HE HajJaHa dYepe3 IpaBHiia
KOH(D1IEHI[ITHOCTI TAIliEHTIB.

20. Pe3ynbraTi €(heKTUBHOCTI

[IepBuHHA KiHIIEBA TOYKA €)EKTUBHOCTI:

3miHa Z-IOKa3HUKIB 3pOCTy™

EAS: y nocnimxyBanux BikoM Bif > 24 no < 60 MicsiiB cepeHiii Z-
noka3Huk 3pocty (CB) mokpammsces 3 -4,72 (1,04) Ha BuXigHOMY piBHI
(N = 34) no -4,45 (0,96) na 52-my Twxui (N = 33). BignosigHa
cepenns 3miHa (CB) Big Buxignoro piBHs ctanoBuina 0,23 (0,49).
3aranom 21 gociipKkyBaHUH TPOUIIUN OIliHIOBaHHS 10 104-T0 THXHS.
Y 1mux [OocnigKyBaHUX cepeAHiil Z-mokasHuk 3pocty (CB)
nokpamuses 10 -4,09 (0,92) va 104-my twxkHi. BignosimgHa cepeans
3mina (CB) Bin BuxigHoro piBHs Ha 104-my TuxHi ctanoBuna 0,33
(0,82).

AHaJIOTiYHa TEHJACHINS KUIBbKICHOTO TOJIIMIIEHHS CEepeaHboro Z-
nokasHuka 3pocty (CB) crioctepiranacs y 1ociipKyBaHuX BikoM > 60
MicsiB, 301abIMBIIKCE 3 -4,71 (1,10) Ha BuxigHomy piBHi (N = 6) 1m0
-4,60 (1,07) Ha 52-my trxHi (N = 6) Ta -4,51 (1,38) Ha 78-MY THXHI,
OCTaHHI{ BI3WT, AJS SIKOrO OyNIu JOCTYIHI JaHi 5 MOCHiIKyBaHUX, 3
BiJIIIOBITHUMH 3MiHAMH MTOPIBHSAHO 3 BUXigHuM piBHeM y 0,11 (0,22) i
0,21 (0,37) na 52-i 1 78-# TYOKICHD BiATOBIIHO.

BropunHi KiHIIEBI TOYKH €(DEKTUBHOCTI:

3MiHH Y 3pPOCTi:

EAS: sk i ouikyBasocs, 30UTbIIEHHS 3pOCTY YYaCHUKIB JOCIHIHKEHHS
OyJ10 HalOTBII BUPAXKEHUM Y TPyIIi AiTel BikoM Bif 0 10 < 6 MicsLiB
(manpuknan, cepeans 3MiHa y 16,03 cM nopiBHSHO 3 BUX1IHUM PIBHEM
10 78-ro THXKHS), 32 SKMUMH CIITyBalld JITH BIKOM Bifg > 6 1mo < 24
MicsAlIB (Hampukian, cepeans 3miHa y 13,80 cMm mopiBHSHO 3
BUX1AHUM piBHeM A0 104-T0 THXKHS), 32 IKUMU CITiyBaja rpyna JiTei
BIKOM BiJ > 24 no < 60 micsmiB (Hanpukiag, cepeans 3mina y 12,09
CM Bix BuximHoro piBHA A0 104-ro TwxkHS), WO BigoOpaxae
YIOBUIBHEHHS 3pOCTAaHHS y JITEH LIbOTO BIKY.

JloaTKOBI aHAITi3H:

JocnmiDKeHHS CHY: 1HTEpHpeTaiisi OTPUMaHUX JaHUX OOMEKeHa
4yepes BiICYTHICTh KOHTPOJIBHOI TPYIIH.

dapMaKOKIHETHKA: 3arajoM 56 MOCTIKYBaHUX, Y ToMy yucii 33
JOCIHIJIKYBaH1 3 TPy BOCOPUTHI/BOCOPUTH] Ta 23 NOCITIJKYBaHi 3
rpynu mianedo/Bocoputua, Oynu BritoueHi 1o OK-nonmynsuii xitei,
SKi OTPUMYBAIH IIOHAWMEHIIE OJHY J03y BOCOPUTHIY B I[bOMY
JOCII/DKEHHI Ta Maju mnpuHaiiMHI onHy PK-KoHIEHTpariio, Mo
MiAA€THCS OIHIII.




21. Pe3ynbpTaTH 3 06€31€KU

3aranom 71 13 73 (97,3 %) nocnimxyBanux Manu npuHaitmui 1 H nin
qac JOCHIKEHHA. Y MeXax BIKOBUX I'PYII BIICOTOK JOCTIIKYBaHUX,
sxi Mmam HA, xonusasces Bing 95,5 % mo 100 %.

HJ 3a COK: 3aranom HS maituacrime (> 10 % mocmikyBaHux y
Oynp-skiit Tpyni) nmosigomisimucs B tTakux COK: indexii Ta inBasii
[62 (84,9 %) mocmimkyBaHi], 3arajbHi po3Jajnd Ta PeakKiii y Micii
BBeneHHs [45 (61,6 %)], po3mamum AMXaANbHOI CHCTEMH, OpPraHiB
TPYAHOI KIIITKH Ta cepenocTinus [45 (61,6 %) mocmipKyBaHuX |, MOTIM
PO31au NUTYHKOBO-KHUIIKOBOTO Tpakty [42 (57,5 %)] nocnimxyBani],
TpaBMH, OTPYEHHs Ta mpoueAypHi yckiuaaHeHHs [32 (43,8 %)
JOCIII/DKYBaH1| Ta po3jaaM IIKIpM Ta MAMKIPHOI TKaHWHU [28
(38,4%) nocnimxyBanux]. Yacrora siBUII TaKOX Oyia HAWBHUILIOK B
nux COK. Yacrora siBui, mpo siki nmoBimomsisiocs B COK «3aranbHi
po3naau Ta peakiii y miciii BBeneHHs» Ta COK «Po3many nuryHKOBO-
KHILIKOBOTO TPaKTy», Oyia HalBUILOIO Y HAIMOJIOIIIH BIKOBIH TpyIi
(Bix 0 mo <6 wmicAliB) Ta 3MEHIIyBanacs 31 30UIBIICHHSIM BIKY
nociimkyBaHux. bineina gacrota sasum y COK «3aransHi po3nanu Ta
peakiii y micii BBeIeHHs» Oylia 3HAYHOIO Mipor 3ymoBieHa HS,
MOB’sI3aHUMU 3 peakuismMu y Micii BBeneHHs, a y COK «Poznaau
[UTYHKOBO-KHIIIKOBOTO TPaKTy» — NPOpI3yBaHHIM 3y0iB, IO
BianoBijae Biky. YacTtora 3apeectpoBanux HS 3Hmkanacs 3 1-ro no
4-ro poky. OfHaK mi JaHi € HEeNepEeKOHJIMBHUMH Yepe3 3MEHIICHHS
KUIBKOCTI JTOCHIKYBaHUX, SIKI MPOXOMASTH JIIKYBaHHS B HACTYIIHI
POKH.

HS 3a TepMiHamMu HepeBaXHOTO BUKOPUCTAHHA: 3arajioM, I'sATbMa
Halyacrime 3apeectposanuMu HA Oynu mipekcis (42,5 %), iHdexis
BepxHix muxanbHux nuixiB (38,4 %), wHazodapunrit (32,9 %),
omoBanus (27,4 %) Ta iHdekuis Byxa (26,0 %) mocmimxyBaHuX. 3a
BUHATKOM IIIpEKCii, yacToTa sKOI 3MeHIIyBajacs 31 30UIbLICHHAM
BIKY, JUISl IHIIMX IIMX TEPMIHIB MEPEBAaKHOI'0 BUKOPUCTAHHS HE OyJI0
3B'SI3Ky 3 BiKOM. [lipekcisi € mommpeHuM mposiBoM 0araTboX AUTSUUX
3aXBOpIOBaHb. YCl €mi30u mipekcii Oyu OIliHeHI SK He TOB's3aHi 3
JIOCIHIJIKYBAaHUM TIpernapaToM, 1 BCi BOHM OyJIM 33JJOKYMEHTOBaHi 5K
Taki, mo MuHyiau. [I'atema HS 3 HaliOuiblmioro 4YacToToro Oynu
nipekcis (0,8 BUnaaxy Ha JIIOJUHY Ha pik), OmtoBanHs (0,7 BUunaaky Ha
JIOJUHY Ha piK), epuremMa B Micll iH'ekuii (0,6 BUMaKy Ha JIFOMHY Ha
piK), iH}EeKIis BepxHiX auxanbHuX HuisixiB (0,5 BUnajaky Ha JIIOJUHY
Ha piK) 1 BipycHa iHpexkis (0,5 BUnagKy Ha JIOAUHY Ha pIK).

HJ41 3a crynenem Tskkocti: i3 71 (97,3 %) pocnimkyBaHOTO, SIKi MalH
HS na ¢oni nikyBanns, 68 (93,2 %) manu sBumie 1-ro (Jierkoro)
crymnens, 44 (60,3 %) manu sBumie 2-ro (MOMIpHOTO) CTyMeHs 1 5
(6,8 %) — 3-ro (TskKOr0) cTymeHs. Y 4/5 mocipKyBaHUX SBUIIE 3-TO
CTyHeHs criocTepiranocst Ha 1-my porii jikyBaHHs. [ToBigomieHs mpo
SBUILA CTyTIeHs > 3 He Oy1no. [loBinomieHnMu sIBUIIAMU 3-TO CTYTEHS
Oynu: pecnipaTopHO-CHHIMTIanbHAa BipycHa iH(pekuis, Kidos,
KOMIIpECisi IMMHHOTO BIAJAUTY CHOUHHOTO MO3KY, ITiJIBUIICHHS
BHYTPIIIHBOUYEPEITHOTO TUCKY, TinepTpodisa aneHoiaiB. KoaHe 3 HUX




He OyJo OIlIHEHE SK TOB'S3aHE 3 JIKYBaHHSIM BOCOPHUTHIIOM, 1 BCl
BUIAJIKH, KpIM Ki(o3y, MUHYJIHM Ha MOMEHT CKJIaJaHHA 3BIiTYy. o3y
BOCOPHUTHUIY HE 3MIiHIOBAJIM Y BIAMOBiJb HA KOJHE 3 IUX SIBUII, aje
3aCTOCYBAaHHS THMYAacOBO NPUIMHSIN Yy pa3l KOMIpecii MUHHOTOo
BIIJILTY CIIMHHOTO MO3KY.

Cepiio3Hi HebaXaHi SBUINA: 3araJIOM IIi/1 4ac JTIKyBaHHS BOCOPUTUIOM
a6o npotsrom 30 aHiB micns JikyBaHHA y 7 (9,6 %) nochimxyBaHUX
Oyno 3apeectpoBano 10 CHS. Yci CHS Oynu omiHeHi ik He MOB's13aHi
3 AOCHIHKYBaHUM JIIKYBaHHSIM, 1 KOJTHE 3 HUX HE IMPU3BEJIO JI0 BIIMIHH
JOCTIKYBAHOTO TIpenapary abo MPUITMHEHHS Y9acTi B JIOCIIKCHHI.
[MoBimommsmocss mpo Taki CHS: xommpecis IMUIAHOTO BTy
CIIMHHOTO MO3KY, MIiJIBHIIEHHS BHYTPIIIHBOYEPEITHOTO THCKY (2
SIBUIIA), CyOIypallbHa TirpoMa, CHHIPOM arHoe CHY (2 sBuIa),
rimepTpodist aneHoiiB, ITHEBMOHIs, peCHipaTOpHO-CHHIUTIAIbHA
BipycHa 1H(DEKIIis Ta 3HIKEHHS! HACHUEHHS KUCHEM.

22. BUCHOBOK (3aKJIFOUEHHS)

Bocoputun nobpe mnepeHocuBcs, 0Oe3 HeOaKaHUX SBHIL, I10
OOMEXYIOTh JIIKyBaHHS, a Npodisb Oe3meKu 3arajoM BiATOBiIaB
TOMY, III0 TIOBIAOMJISIBCSL paHille y JOCTiI)KYBaHUX BIKOM > 5 POKiB.
He Oyno BHSBIEHO >KOMHUX HOBHX NpoOJIeM Oe3leKkd MI0A0
3aCTOCYBAaHHS BOCOPUTHUY Y TOCIIKYBaHUX BikoM Bij 0 10 < 5 pokiB
(£60 wicsniB). binpmicte HA Oynu nerxkumu (1-ii cTyminb) abo
noMipHUMU (2-# CTYTiHB), 1 O1IbIIicTh HS, MOB'A3aHMX 3 TIKyBaHHSM,
Oy/H CIIPUYHMHEHI peakilisMu y MicIli BBeeHHs. He Oyiio Bi3HaUEHO
MOMITHOTO 3B'SI3KY 3 BIKOM MO0 CXWJIBHOCTI JIO PpeaKIliii
rinepuytauBocti abo aptepianbHoi rimorensii. Yacrora HS, mo
MIPU3BEIU JI0 MEPEPBU 3aCTOCYBAHHs Ipenapary, 0yia HalBHUILOO Y
MOJIOAIIMX Tpynax YYacHHKIB, xoda >xoaHe HS He mpusBeno 1o
MIPUITMHEHHS 3aCTOCYBaHHA JOCHIKYBAHOTO IpenapaTy abo y4acTi y
JOCTIKEHH1, He3aJIeKHO B1J] BIKOBOI rpynu. JKoJaeH A0CiiKyBaHUH
He MaB CHJI, noB'sa3aHuX 3 JIIKYBaHHSM.

3aranoMm, n'sThbMa Hailyactime nosizommoBaHuMu HS  Oymu
mipekcis, iHQeKuis BepXHIX AMXAJbHUX LUIAXIiB, Ha30()apHHIIT,
OmoBaHHs Ta 1HQekuis Byxa. Ilipekcis € NOMMPEHUM NPOSIBOM
0araTboX AWTSAYMX 3axBoproBaHb. binbmiicts HA Oynu nerkumu (1-i
CTYIIHb) a00 momipHUMH (2-i cTymiHb). 3aranoMm Oyio 5 sBu 3-ro
CTYIEHs; BC1 BOHU OYJIH OLIIHEH] SIK HE MOB'sI3aHi 3 BOCOPUTHIOM.

[Ipo Bumagku 3MmilieHHsA emiiza TONOBKM CTETHOBOI KICTKH,
aBaCKYJISIPHOTO HEKPO3y a00 OCTEOHEKPO3Y He MOB1TOMIISIOCS.

byB 3adikcoBaHuil €qUHUI BUITaJOK MEPEIOMY MPOMEHEBOI KICTKH,
NOB'SI3aHUK 3 TPaBMOIO 1 OLIHEHMH K HE TMOB'SI3aHUN 3
JOCITIHKYBAHUM TTPETIapaToOM.

He 6yn0 BUSIBIIEHO 5KOTHUX O3HAK HEMPOMOPLIHHOTO POCTY CKeeTa,
MPUCKOPEHUX BIKOBUX 3MIH KICTOK a00 aHOMaybHOI Mopgosorii
KICTOK.

Y auHamili He crocTepirajgocs KIIHIYHO 3HAYyIIUX 3MiH Yy
71a00paTOPHUX MOKA3HUKAX a00 KUTTEBO BAKIMBUX IMOKA3HUKAX.




[HTepniperartiss JOBroCTPOKOBUX 3MiH Z-TIOKa3HHUKA 3POCTY, 3POCTY
ta PII3 y uili nomynmauii AOCHIIKYyBaHHUX, SIKI OTPUMYBAIH
BOCOPUTHJ, 3a BIACYTHOCTI KOHTPOJBHOI TIpynd IOBHUHHA
BpPaxoBYBaTH TMPHPOJIHY TPAEKTOPIIO 3pOCTaHHA Yy JiTedl 3
aXOHJIPOILIA3i€r0, 31 MIBUJIKUM HAKONWYCHHSAM ACHIIUTY 3pPOCTY
MOPIBHSHO 3 JITBMH CEPEIHBOTO 3pPOCTY 10 5 POKiB, Ta 3arajlbHUM
3HIKCHHSM Z-TIOKa3HUKa 3pocTy, 3pocty Ta PIII3 3 wacom y mitel 3
aXOHJIPOIUIA3i€lo Ii€] BIKOBOI IPYIH, SIKi HE OTPUMYIOTH JIIKYBaHHS.

Sk 1 ouikyBajocs, 1 o 3yMOBJICHO MPUPOIHUMH BIKOBUMH 3MiHAMH
JiHIAHOTO  3pocTaHHs, ©0a30BI  MOJAENi 3pOCTaHHS  CYTTEBO
BIIPI3HAIOTHCS MK BIKOBHUMH Tpymamu. BikoBi rpymu Big > 24 1o
< 60 micawiB 1 > 60 MicsIiB IPOJIEMOHCTPYBAIU BiTHOCHO CTAa0IbHE
1 mepenbauyBaHe Oa3zoBe 3pocTaHHs. Ha BinmMiHy BiJ 1BOTO,
JOCTIKYBaHI BIKOBUX TPYII Bif > 6 no < 24 micsmiB Ta Big 0 g0 <6
MICALIIB Mall MIBUAKE 3HIDKEHHA IIBHAKOCTI POCTY, MPUIOMY
HaHOUTBII BUpa)KeHE 3HIDKEHHS criocTepiranocs y rpyti Big 0 1o < 6
MICSILIIB.

VY nociiKyBaHHUX BIKOM BiJ > 24 10 < 60 micsmiB i > 60 MicsIIiB 3
MEHIIO  BapiabenpHICTIO  0a30BOr0  3pOCTaHHS  JIIKyBaHHSA
BOCOPHUTHAOM TIPOJEMOHCTPYBAJIO TO3WUTHBHHNA e(deKT Tepamii 3a
PaxyHOK MOMITHOTO MOJIMIIEHHS Z-TTOKa3HUKA 3pOCTY 1 301IbIIEHHS
PII3 y nunamuiti.

Y mocmimkyBaHHX BIKOM < 24 MICSIIB CIOCTEPIraaocs 3HUKEHHS
PII3 y Bci nepionun vacy micis BUXigHoro piBHs. Lle 3HmkeHHs O0yIno
OLIIBII BUPAXKEHUM Y JIOCIIKYBaHUX BIKOM Bijg 0 10 < 6 MiCHIIiB, HIXK
y JOCIHIDKYBAaHUX BIKOM Bil >6 g0 <24 MicdiiB, 1 ICTOTHO
CHOBUIBHMJIOCA 1  CTabuUli3yBalocss B Mipy  JIOPOCIIIIAaHHS
JOCTIKYBaHUX Ha APYroMY POIL JIIKYBaHHS.

VY mocniKyBaHMX BIKOM Bif > 6 10 < 24 MicsIiB, HE3BaXKAIOYU HA
mBuake 3HwkeHHs PII3, na 52-my TwkHI cnoctepiraiocs
MOJINIIEHHsS Z-TIOKa3HUKa 3pOCTYy MOPIBHAHO 3 BUXITHUM piBHEM, a
Ha 104-My THXKHI cIIOCTEpIragocsi He3HaYHE 3HI)KEHHS Z-TIOKa3HUKa
3pocTy.

VY nocnimpkyBaHux BikoM Big 0 10 < 6 MicsLIB Z-[TOKa3HUKH 3pOCTY
3 YaCOM 3HMXKYBaJIHCA.

VY BCiX BIKOBHX Tpynax 3 4YacOM CIOCTEpITaliocs 3HUKEHHS
CMIBBIAHOIIEHHS BEpXHbOI Ta HIKHBOI YaCTUH Tija, IO
Y3TrO/DKYETHCS 3 TMPUPOIHOI0 3aKOHOMIPHICTIO 3pOCTAaHHA B IIii
BIKOBI Tpymi Yy4YacHUKIB 3 axoHjporuaziero. Yepez mnpuponHe
MOJIIMIIEHHS (3HUKEHHSI) CIIBBIAHOIIEHHS BEPXHBOI Ta HMKHBOI
YaCTUH TiJIa Ta BIICYTHICTh KOHTPOJIBHOI I'PYIH, KA HE OTPUMYBaja
JIIKyBaHHS, HE OYyJI0 BCTAHOBJICHO, YH JIIKyBaHHS BOCOPUTHIOM OYJI0
NoB's3aHe 3 KIIHIYHO 3HAYYIIUM [OCTYNIOBUM MOKpAIIEHHSIM
MPOIMOPLIHHOCTI.

VY BciX BIKOBHX TIpyInax CIOCTEPIrajiocsi 4YuceNlbHEe 301IbIICHHS
o0'emMmHuXx Ta 1HIMX BUMiptoBaHb MPT. HaliGinbi BupaxeHi 3MiHU
(BpaxoByrouu 0OMeKeHHI po3Mip BUOIPKHU Ta BapiaOesbHICTh TaHHX )




CIOCTepIrajaucs y rpyImi AOCTiHKyBaHUX BIKOM Bif 0 10 < 6 MICSIIIB.
IaTepnperanis nux 3MiH OOMEXeHa BiJICYTHICTIO KOHTPOJIBHOI TPYIH
Ta HEBEJIMKUMHU PO3MipaMH BUOIPKHU TTOHAT OJWH PIiK JIKYBaHHS.

/AU CAHO/TATOBAHO/
3asBHUK (BIaCHUK (miarmmc)
peeECTpaIiitHOro Ayse Demirtas, /IupekTop 3 MXKHAPOJIHUX PETYISITOPHUX MMUTaHb

MIOCB1TUCHHS) (IL. 1. B.)
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