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Clinical Trial Report No. 6

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 3, Open-Label Long-Term Extension Study to Evaluate the
Safety and Efficacy of BMN 111 in Children with Achondroplasia
Trial Number Code: 111-302

6. Clinical trial phase

K

7. Period of the clinical trial

Study Start Date (first subject enrolled): 11 December 2017
Study End Date: Ongoing

8. Countries where the clinical trial
was conducted

USA, Germany, United Kingdom, Japan, Spain, Turkey, Australia

9. Number of study participants

Planned: 119
Actual: 119

10. Goal and secondary objectives of
the clinical trial

Primary

- Evaluate the long-term safety, tolerability, and efficacy of vosoritide
treatment for growth in children with ACH.

Secondary

- Evaluate the pharmacokinetics (PK) of vosoritide

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

- Evaluate body proportion ratios of the extremities

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

- Evaluate changes in health-related quality of life as measured by the
Quality of Life in Short Stature Youth (QoLISSY) and the Pediatric
Quality of Life Inventory (PedsQL) questionnaires

- Evaluate changes in functional independence as measured by the
WeeFIM clinician-reported outcome
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- Evaluate change from baseline in bone metabolism biomarkers

Exploratory
- Evaluate genomic biomarkers

11. Design of the clinical trial

Study 111-302 is an ongoing Phase 3 open-label, multicenter long-
term extension study to evaluate the effect of vosoritide on growth
velocity in children with ACH.

12. Main inclusion criteria

Eligible subjects who had completed 1 year of vosoritide or placebo
treatment in 111-301 were enrolled in the 111-302 long-term extension
study

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

Active Ingredient: vosoritide (BMN 111)

Dose Formulation: lyophilized, preservative-free, white-to-yellow
powder for reconstitution with sterile water for injection (WFI)

Subjects participating in 111-302 are administered vosoritide 15
ug/kg as a daily subcutaneous injection.

14. Comparator, dose, method of
administration, strength

Not Applicable

15. Concomitant therapy

Concomitant medication use by subjects in 111-302, including
medications taken on or after the date of first dose of vosoritide in 111-
302: These data apply to both groups in 111-302, as both receive
vosoritide in 111-302. Fifty-four subjects (88.5%) in the plc/vos group
and 50 subjects (86.2%) in the vos/vos group used concomitant
medications. The majority of medications taken were vitamins, anti-
inflammatories, anesthetics, and analgesics.

Concomitant medications initiated on or after the date of first dose of
study drug in 111-302: Thirty-seven subjects (60.7%) in the plc/vos
group, and 30 subjects (51.7%) in the vos/vos group used concomitant
medications. The majority of medications initiated in 111-302 were
vitamins, anti-inflammatories, and analgesics.

16. Efficacy evaluation criteria

Anthropometric measures: measures included (but were not limited
to) standing height (cm), sitting height (cm), head circumference (cm),
arm span (cm), upper arm length (cm), lower arm (forearm) length
(cm), upper leg length (thigh) (cm), knee to heel length (cm), tibial
length (cm), weight, body mass index (BMI, calculated).

The following body proportions were also calculated: upper arm
length to lower arm (forearm) length ratio, upper leg length (thigh) to
knee to heel length ratio, upper leg length (thigh) to tibial length ratio,
and arm span to standing height ratio.

Key Efficacy Endpoints:

Change from baseline in annualized growth velocity (AGV, cm/y)

Change from baseline in height Z-score

Change from baseline in upper to lower body segment ratio

Other Efficacy Endpoints:

Change from baseline in body proportion ratios of the extremities and
other growth measures
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Health-related quality of life (HRQoL), and functional independence
measures:

Pediatric Quality of Life Inventory (PedsQL), Quality of Life in Short
Statured Youth (QoLISSY), Functional Independence Measure
(WeeFIM)

Imaging assessments:

X-ray and bone mineral density (BMD) and bone mineral content
(BMC) by DXA

Pharmacokinetics:

PK sampling is carried out over the study period. The PK variables
to be calculated, if supported by the data include Cmax, Tmax, AUCo.
gomin, AUCo.t, AUCo.., CL/F, VZ/F, and ti.

Immunogenicity:

Anti-vosoritide total antibody (TADb)

Anti-vosoritide TAb cross-reactivity with C-type natriuretic peptide
(CNP), atrial natriuretic peptide (ANP), and B-type natriuretic peptide
total antibody (BNP)

Anti-vosoritide neutralizing antibody (NAb)

Drug-specific IgE

Bone metabolism biomarkers:

Collagen X biomarker (CXM) and bone-specific alkaline
phosphatase (BSAP)

Exploratory:

Exploratory genomics including, but not limited to, NPR-B, BRAF,
and other genes associated with CNP signaling.

17. Safety evaluation criteria

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

18. Statistical methods

Key Efficacy Endpoints:

Annualized Growth Velocity (AGV):

AGV was calculated cumulatively (ie, relative to Baseline) every 6
months and also by 12-monthly (52 week) intervals.

Height Z-score:

Each measurement of standing 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 Centers for Disease Control and Prevention
(CDC).

Upper to Lower Body Segment Ratio:

The upper to lower body segment ratio was calculated using sitting
height and standing height at each visit

Other Efficacy Endpoints:

Body Proportion Ratios:
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The following body proportion ratios were calculated:

Upper Arm Length to Lower Arm (Forearm) Length Ratio

Upper Leg Length (Thigh) to Knee to Heel Length Ratio

Upper Leg Length (Thigh) to Tibial Length Ratio

Arm Span to Standing Height Ratio

Other Growth Measures: Other growth measures include Standing
Height, Sitting Height, Upper Leg Length (Thigh), Knee to Heel
Length, Tibial Length, Head Circumference, Lower Body Length,
Upper Arm Length, Lower Arm (Forearm) Length, and Arm Span.

Weight and BMI Z-score: Weight and BMI were converted to Z-score
and summarized.

HRQoL and functional independence: The scores in HRQoL age-
based questionnaires and functional independence questionnaires
(including PedsQL, QoLISSY, WeeFIM) were summarized by visit.

Safety Analyses:

Safety was assessed by examining the incidence, severity, and
relationship to study drug of all treatment-emergent adverse events
(TEAES) reported during the study period. In addition, changes from
baseline in clinical laboratory results and vital signs were assessed.

Pharmacokinetic Analysis:

Vosoritide concentrations and PK parameters reported here were
collected only for 111-302, and were summarized descriptively (mean,
standard deviation, CV%, minimum, median and maximum). Details
on the PK were separately documented in the Clinical Pharmacology
Analysis Plan.

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

Subjects in the plc/vos group were slightly older compared to those
in the vos/vos group. This is to be expected, as the age of placebo
subjects was slightly higher at baseline in Study 111-301. The plc/vos
subjects initiated vosoritide after completing one year of placebo in the
111-301 study.

Mean (SD) age at Day 1 (date of first dose of active treatment) in the
vos/vos group was (8.26 [2.42] years, median age 7.59 years)
compared with the plc/vos group (10.07 [2.48] years, median age
10.29 years). Overall, 52.9% of subjects enrolled were male and 47.1%
were female. Of the subjects enrolled, 71.4% were white.

20. Efficacy results

Annualized Growth Velocity

After the initial 26 weeks of treatment with vosoritide, improvement
of AGV was evident in both the plc/vos and vos/vos groups. The
change from baseline in AGV was comparable in both groups.

Height Z-Score

After the initial 26 weeks of treatment with vosoritide, the change
from baseline in height Z-score was comparable in plc/vos and vos/vos
groups.

Upper to Lower Body Segment Ratio
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After the initial 26 weeks of treatment, the change from baseline in
upper to lower body segment ratio was comparable in plc/vos and
VOs/Vos groups.

HRQoL and Functional Independence

Scores remained stable over time in each PedsQL domain and in each
QOLISSY domain for caregiver and self-reported assessments. No
obvious changes were observed in WeeFIM scores over time.

Imaging Assessments

To date, imaging has shown no evidence of disproportionate skeletal
growth, accelerated bone age, abnormal bone morphology, or negative
changes in bone mineral density.

Immunogenicity

Anti-vosoritide immunogenicity characterization included measuring
total anti-drug antibodies (TAb), neutralizing antibodies (NAb), and
TADb cross-reactive to ANP, BNP or CNP on Day 1 and every 12 weeks
thereafter.

Pharmacokinetics

Subjects in the plc/vos group had similar PK parameters with that
characterized in subjects previously dosed at 15 pg/kg.

PK parameters of subjects in the vos/vos group were similar across
studies and similar to the plc/vos group in 111-302.

Vosoritide activity and bone metabolism biomarkers:

An analysis of the maximum increase in urine cGMP/creatinine (Cr)
by visit shows mean cGMP/Cr concentrations increasing by 6000 to
8000 pmol urine cGMP/mg Cr in subjects in the plc/vos group on Day
1 post-dose and Week 26 post-dose, similar in magnitude to subjects
in the vos/vos group at the initiation of vosoritide treatment.

21. Safety results

In the safety population of 119 subjects with mean exposure of 312.4
days (range 1 to 1054 days), daily administration of vosoritide 15
ug/kg was generally well tolerated with no change in safety profile
with continued treatment. Most subjects (90 [75.6%]) experienced at
least 1 AE during the CSR reporting period, with a similar incidence
reported among the plc/vos and vos/vos subjects (with the exception
of injection site reactions [ISRs] due to a change in reporting criteria
in 111-301 and 111-302). Sixteen subjects experienced AEs that led to
dose interruption (0.4 AEs/person-year resulted in drug interruption).
No subject experienced an AE that led to permanent discontinuation
of study drug. The majority of AEs reported in the study were Grade 1
(50 [42.0%]), with 36 (30.3%) Grade 2 events, and 4 (3.4%) Grade 3
events. There were no Grade 4 events or deaths reported.

The Grade 2 events were those commonly encountered in the pediatric
and/or achondroplasia population. The 4 Grade 3 events included
influenza, otitis media chronic, sleep apnoea syndrome, and radius
fracture (1 subject each, 0.8%). All Grade 3 events were assessed as
not related to vosoritide.

Overall, 5 subjects (4.2%) experienced an SAE during vosoritide
treatment. Two occurred within the reporting period for 111-302,
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including 1 subject with chronic otitis media, and 1 with generalized
tonic-clonic seizure. No SAEs were attributed to the study drug by the
investigators, and none led to discontinuation of study drug or the
study.

While the overall incidence of TEAEs occurred in 90/119 (75.6%)
subjects, with 7566 events and exposure-adjusted rate of 74.3
events/person-years based 101.78 years of exposure. In Year 1, 7432
TEAEs were reported in 89/119 (74.8%) subjects with exposure
adjusted rate of 93.9 events/person-year based on 79.12 years of
exposure. In Year 2, 123 TEAEs were reported in 39/61 (63.9%)
subjects with event rate of 5.7 events /person-years based on 21.72
years of exposure. In Year 3, only 11 TEAES were reported to date in
2/3 (66.7%) subjects yielding an exposure-adjusted rate of
11.8/person-years based on 0.93 years of exposure. The large drop in
exposure-adjusted rates between Year 1 and Year 2 is driven by the
change in reporting of ISRs in the 111-302 study. Events of interest
(EOIs) were actively monitored and results are summarized below:

- Injection site reactions - Overall, the number of subjects with any ISR
was 50/119 (42.0%), with an exposure adjusted rate of 68.6
events/person-year. A total of 6977 ISRs were reported. All these
events were transient, non-serious, and the majority resolved without
medical intervention. The most common ISRs by preferred term (PT)
were injection site reaction 43/119 (36.1%) and injection site erythema
41/119 (34.5%). No ISRs were reported as SAES.

- Blood pressure decreases - Consistent with the biological effects of
CNP on vascular function, transient decreases in blood pressure were
observed that were mostly asymptomatic and self-limiting and were
observed in the context of frequent protocol-mandated vital sign
measurements.

22. Conclusion

The interim results of study 111-302 confirm a continued positive
effect on growth with vosoritide. Consistent positive effect on AGV
and height Z-score was observed in the initial 26 weeks of treatment
in subjects from the vos/vos group who received vosoritide from the
time of enrollment in 111-301 and in plc/vos subjects after switching
from placebo to vosoritide treatment in 111-302. These positive
changes were not associated with worsening of body proportions in
either group.

In subjects in vos/vos group who were treated for 78 weeks since the
first dose of vosoritide in 111-301, positive effect on AGV observed
over the first 52 weeks of treatment, was maintained through 78 weeks.
In these subjects, continuous improvement in height Z-score was
observed from 26 to 52 to 78 Weeks of treatment. A small positive
trend over time in upper to lower body segment ratio was seen in
vos/vos subjects with 78 Weeks on-treatment data.

Consistent with the positive effect on growth velocity, sustained
increases in CXM, a highly specific marker of the bone forming
activity of chondrocytes in active growth plates, confirm the
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pharmacodynamic effect of vosoritide on the endochondral growth
plate.

Treatment with vosoritide has been well tolerated with no change in
safety profile with continued treatment. Most common TEAES were
ISRs, which were all self-limiting. There were no discontinuations due
to AEs. Five SAEs reported by the cut-off date were unrelated to
vosoritide. There have been no reported AEs of disproportionate
skeletal growth, slipped capital femoral epiphysis or avascular
necrosis. There was a single event of radial fracture, related to trauma
and assessed as unrelated to study drug. There has been no evidence
of accelerated bone age or negative changes in bone mineral density,
and no reported AEs suggestive of off-target effects. Twelve subjects
(10.1%) had AEs of decrease in blood pressure, these included 4 events
of hypotension that were symptomatic; all were non-serious, transient,
and all but one resolved without medical intervention. None resulted
in interruption or discontinuation of treatment. There were no
clinically relevant treatment-related laboratory abnormalities.

In summary, the efficacy and safety data demonstrate that vosoritide
15 ng/kg administered as a daily subcutaneous injection continues to
have a positive benefit-risk profile beyond 1 year of treatment.

Applicant
(Marketing Authorization Holder)

DocuSigned by:

lyse Dumirtas Oct 24, 2025

——5780476258E64F3...

(signature)

____Ayse Demirtas, Director, Regulatory Affairs International

(full name)




3BiT npo kJiHiuHe BUNpooyBaHHs Ne 6

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

BOKC30I'O

|2. 3aaBHUK

H bioMapun Inrepuenrain Jlimiten, Ipnanais

|3. Bupo6uux

H biomapun Inrepuemnin Jlimiten, Ipnanmis

4. IpoBeneH1 OCTIHKEHHS:

TaK Hi SKILO Hi, OOTPYHTYBaTH

: | O

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. IloBHa Ha3Ba  KIIHIYHOI'O
BUINIPOOYBAaHHSI, KOJOBAHHWA HOMEpP

A Phase 3, Open-Label Long-Term Extension Study to Evaluate the
Safety and Efficacy of BMN 111 in Children with Achondroplasia

Bigkpute IOBrocTpoKOBe MOMOBXKEHHS IOCTIKeHHs (asu 3 3

. BUBUeHHs Oe3meku Ta edextuBHocTi BMN 111 'y nmiteit 3
KJIIHIYHOTO BUNIPOOYBaHHS .
aXOH/IPOIUTA3IEI0.
KonoBanwuii Homep Bunpoo6yBanss: 111-302
6. daza kIiHIYHOrO BUIIPOOYBaHHS H 3

7. Ilepiox mpoBeneHHS KIIHIYHOTO
BUIIPOOYBaHHS

JlaTa mouatky JOCIiKEHHs (BKJIFOYCHHS MEpLIoro yvacHuka): 11
rpynus 2017 p.
Jlata 3aBeplIeHHs JOCHIPKEHHS . TPUBA€E

8. Kpainu, ne npoBoAMIIOCS KITIHIYHE
BUIIPOOYBaHHS

CIIA, Himeuunna, Benuka bputanis, Anownis, [cnanis, Typeuunna,
ABcTpanis

9. KinbKiCTh 1OCITIIKYBaHUX

3amaanosana: 119
dakTnuyna: 119

10. Mera Ta BTOpPUHHI Wil

KJIIHIYHOT'O BUITPOOYBaHHS

IlepBunna MeTa

- OLIHUTH JOBrOCTPOKOBY O€31EKY, NEPEHOCUMICTh Ta €(PEKTUBHICTb
JKyBaHHSI BOCOPUTUJIOM POCTY Y JiTel 3 axoHaporuiasiero (ACH).

BropunHi misi

- Ouinutu papmakokineTuky (PK) Bocopuruny.

- OUIHUTH IMYHOTEHHICTh BOCOPUTHY Ta BIUIUB Ha IOKAa3HUKH
6e3neku, OK ta edekTUBHOCTI.

- OuinuTH nponopuii Tina.




- OIiHUTH BIUTMB BOCOPUTHAY Ha MOPQOJIOTiIO/IKICTh KICTOK 3a
JIOTIOMOTOI0 peHTreHorpadii Ta JBOXCHEPTeTHYHOI PEHTIeHIBCHKOI
abcopoOiometpii (DXA).

- OWiHUTH 3MIHH B SIKOCTI JKUTTS, IOB'SI3aHOI 31 3JI0pOB'SM, 3a
JIOTIOMOTOI0  ONUTYBAIBHHUKIB <«SIKICTh KHUTTS MOJOJI 3 HU3BKHM
3poctom» (QOLISSY) Ta «OnuryBambHUK SIKOCTI JKUTTA JdiTEi»
(PedsQL).

- OuiHUTH 3MiHH (QYHKIIIOHATHHOI HE3aJIe)KHOCTI, TOBIJIOMIICHI
KIIHIOUCTAaMH,  BHUMIPAHI 32  JOIIOMOIOK  ONHUTYBaJbHUKA
«BumiproBanHs QyHKIIIOHATBHOI He3aleXHOCTI Aitei» (WeeFIM).

- OninuTy 3MiHM OioMapKepiB MeTaboJ1i3My KICTOK IOPIBHSHO 3
MOYAaTKOBUMH TTOKa3HUKAMHU.

IomrykoBi
- Oninka reHOMHUX OioMapKepiB

1. Juzaiin KIIIHIYHOTO
BUIIPOOYBaHHS

Hocmimkennss  111-302 - me  Bigkpute  0OaraTtomeHTpOBE
JIOBIOCTPOKOBE ITOJIOBKEHHS JOCHTI/PKEHHS (pasu 3, 10 TpUBa€e, METOIO

SKOTO € OIlIHKa BIUIMBY BOCOPUTHY Ha HMIBHIKICTH POCTY y TiTEH 3
ACH.

12. OcHOBHI KpHUTEpii BKIIOUCHHS

BinnoBigHi ocoOu, siki 3aBepminian 1 pik JiKyBaHHS BOCOPHUTUIOM
abo tramebo y gochimxenni 111-301, Oynm BKIIOYEHI Yy
JIOBI'OCTPOKOBE TI0I0BKEHHs nociipkenns 111-302.

13.  JocnimxyBaHuii JIiKapChbKUii
3aci0, crocib 3acTocyBaHHs, cuia il

Hiroua peyoBuna: Bocoputu (BMN 111)

Jlikapcbka gopma: miodinizoBanuii, 6€3 KOHCEPBAHTIB, BiJl O1JI0TO 10
YKOBTOT'O KOJIbOPY IOPOIIOK IS PO3YUHEHHS Y CTEPHIIBHINA BOJI TS
1H'€KIIIH/

VYyacaukam pocmimxenHs 111-302 BBoauiaum BOCOPUTHA y A031
15 MKTI/KT MOIHS NUIIXOM MiAMIKIPHOT 1H'€KITi.

14. IlpenapaT mNOpiBHSAHHSA, /1034,
crocib 3aCTOCYBaHHS, CHJIa i1

He 3acTocosHoO.

15. CynyTHs Tepamis

CynyTHi  Jikapcbki 3aco0OW, sIKI  3aCTOCOBYBAJIM  YYaCHUKH
nociijpkenHs 111-302, Bkirovarouu J1ikapchKi 3aC00H, 3aCTOCOBYBaH1
y JeHb abo Mmicisl mepmoi 03U BocopuTHRy y aocmimkenHi 111-302
(mani moxmo obox rpyn y nmochimkeHHi 111-302, ockinbku oOuiBi
Irpynu OTpUMYyBaIH Bocoputua y nociimkenHi 111-302. IT’atnecsat
qotupu yuacHuku (88,5%) y rpyni mmane6o/Bocoputun ta 50
yuacHHKIB (86,2 %) y rpymi BOCOPHUTH//BOCOPHTH 3aCTOCOBYBAIIU
CYIyTHI JIKapChKi 3ac00M. BbIIICTh JIKapChKUX 3aC001B BKIIOYAIIH:
BITaMiHU, IPOTU3ANAIbHI 3aC00M, aHECTETUKH Ta AaHEIbI€TUKH.

CynyTHi JiKapchKi 3ac00M, 3aCTOCYBaHHS SIKUX OyJl0 po3MoyaTo B
JIeHb a0 MICHs THS MEepIIOro BBEACHHS JOCIIIKYBaHOTO JIIKAPChKOTO
3aco0y y mocmimxkenni 111-302: 37 mamientiB (60,7 %) y rpymi
wianebo/Bocoputun  Ta 30 mamientiB (51,7 %) y rpymi
BOCOPUTH//BOCOPUTH]] 3aCTOCOBYBAIM CYMYTHI JIKapChKi 3acoOH.
BinbmiicTs JgikapchKuX 3ac001B, 3aCTOCYBaHHS SIKUX OYJIO pO3MOYaTo B




nocmipkenHi  111-302, craHOBWIM BiTaMiHHM, NPOTHU3aMalbHI Ta
aHaAJBIE€TUYHI 3aCO0U.

16. Kpurepii omiHku eeKTHBHOCTI

AHTPOIIOMETPUYHI BUMIpIOBaHHS: BuMiproBaHHS BKItOUaH (aje He
0OMEXYBaJIUCsA) 3pICT Yy TOJIOKEHHI CTOSYM, 3PICT Yy IOJOXKEHHI
CHUJSIYM, OKPYXHICTH TOJOBHU (CM), po3Max pykK (cMm), IOBXHHA
BEPXHbOI YAaCTUHU PYKU (CM), JOBXKUHA HIKHBOI YAaCTHHH PYKH
(mepeammivus) (cM), TOBKHHA BEPXHBOI YaCTHMHU HOTH (CTErHa) (cm),
JIOBXKWHA B1J] KOJIIHA JI0 I'ATH (CM), TOBXUHA TOMIJIKH (CM), Maca Tija,
inaexc macu tina (IMT, po3paxoBanuit).

Takox Oysu po3paxoBaHi HACTYITHI TPOIIOPIIii TijIa: CIiBBITHOIICHHS
JOBKMHH BEPXHBOI YAaCTUHU PYKH Ta HIKHBOI YAaCTUHU PYKHU
(mepenrivyys), CIiBBIIHOIICHHS IOBXHHH BEPXHBOI YaCTHMHH HOTH
(cTerna) Ta JOBXKHMHHM BiJ] KOJIIHA IO II'STH, CIIBBIHOIIICHHS JIOBXXUHU
BEPXHHOI YaCTMHHM HOTH (CTETrHA) Ta TOMIJIKH Ta CIiBBIIHOIIECHHS
pO3Maxy PyK JI0 3pOCTY B IMOJOKEHHI CTOSUH.

KittouoBi KiHIIEeBI TOUYKH e(DEeKTUBHOCTI:

3MiHa BiJ MOYATKOBOTO piBHSA piyHOi mBHAKOCTI pocty (PLIP,
CM/pIK)

3MiHa BiJI TOYATKOBOTO PiBHS Z-OIIHKHU 3POCTY

3MiHa Bij] TOYaTKOBOTO PiBHS CITIBBIIHOIICHHS BEPXHBOI Ta HUIKHBOT
YAaCTHH Tijla

[H1I11 KiHIIEB1 TOYKH €)EeKTUBHOCTI:

3MiHa BiJl MOYaTKOBOTO pIiBHA B TPOMOPIIAX Tijla Ta IHIIMX
MOKA3HUKAX POCTY

SIkicTh xuTTs, moB's3aHa 31 3mopoB'sm (HRQoL), Ta moxasHHKH
(bYHKITIOHATTEHOT HEe3aJIeKHOCTI:

OnutyBanbHuKd «ONUTYBaJbHUK SKOCTI XKUTTS JiTei» (PedsQL),
«Ikicte  KHUTTS Moyomi 3  HU3BKHUM  3poctoM»  (QoLISSY)
«BumiproBanus pyHkiionanbHoi HezanesxkHoct» (WeeFIM).

O11iHKa 33 TOTIOMOTO0 Bi3yalli3alliitHIX JOCTIKEHb:

PenTreniBchke JOCHIIKEHHS, MiHEpalbHa MIIIBHICTh KICTKOBOI
trkauuad (MIIK) metomom DXA.

dapMakoKiHETHKA:

[Ipotsarom mepioay MOCTIIHPKEHHS MPOBOIMIM BilOip 3pas3KiB IS
(dapMaKOKIHETUYHOTO aHamizy. PapMaKOKIHETHUYHI MapaMmeTpH, LI0
HiAJATaloTh PO3pPaxyHKy, 3@ YMOBH HasBHOCTI BIANOBIAHUX JIaHMX,
BKIIOYAOTh Cmax, Tmax, AUCo-60min, AUCo.t, AUCo-., CL/F, VZ/F Ta
tu2.

IMYHOTEHHICTB:

3aranbHi aHTUTLIA 10 Bocoputuay (TAD).

[TepexpecHa pPeakTUBHICTh AHTHUTLI IO BOCOPUTHIY 3 CHIOTCHHHM
HaTtpiilypernunuM nentugoM Tunmy C (CNP), mnepeacepaHum
HaTpifypetnynuMm mnentunomM (ANP) Tta 3aranpHi aHTUTIIA 710
HaTpiitypeTnyHoro nentuay tuny B (BNP).

HetiTpanizytoui anturina 1o Bocoputuay (NAD).

Imynorno0ynin E (IgE), cierudiunuii 10 gikapcbKoro 3acooy.

Biomapkepu MeTab01i3My KiCTOK:




biomapkep komareny X (CXM) Tta kicTtkoBa nyxkHa (ocdaraza
(BSAP).

[Momykosi:

[TomrykoBa reHOMiKa, BKJIIOYAIOUYH, ale He oOMexyounch, NPR-B,
BRAF Ta in1mi renu, nos's3ani 13 curdaiaom CNP.

17. Kpurepii ominku 6e3mnexu

YacToTa, TSKKICTh Ta 3B'SA30K 3 JOCHIKYBAHUM JIIKYBaHHSIM YCiX
NOOIYHMX peaKIlii, 110 BUHUKIM MiJ Yac JIKyBaHHS, BKIIOYAIOUU
mo0igH1 peakiiii, 110 CTAaHOBJIATH 1HTEepecC.
[Tponerypu/BTpydaHHs/Xipypriuni omnepariii, OIiHKa 3a JOIMOMOTOI0
METOJIB Bi3yasizallii, KJIiHIUYHI Ja0OpaTOpPHI OI[IHKH, OMUTYBAJIbHUK
noseinku qutuHu (CBCL), MOKa3HUKH )KUTTEBO BAXKIUBUX (QYHKIIH,
enektpokapaiorpama (EKI'), kiiHiYHA OIIHKA CTaHy Ta30CTETHOBOTO
cyrino0a Ta akTHBallis rinoTajaMo-TinogizapHo-HaJHUPKOBO3AIO3HOT
CUCTEMH.

18. CratucTryHi METOIU

Ki1ro4oBi KiHIIEBI TOYKH €(DEKTUBHOCTI:

Piuna mBukicts pocty (PIIIP):

PIIIP po3paxoByBanacs KyMyasTUBHO (TOOTO BIIHOCHO TOYaTKOBOTO
piBHS) KOXKHI 6 MicsIiB, a TaKoX 3 iHTepBajgamu y 12 micsmiB (52
THKHI).

Z-011iHKa 3pOCTY:

KoxHe BUMipIOBaHHS 3pOCTY B MOJIOKEHHI CTOSIYU MEPETBOPIOBAIH
y MOKa3HUKU cTtanaaptHoro BimxuieHHs (SDS — Standard Deviation
Score), BiamoBiAHI 10 BIKYy Ta CTaTi, TaKOX BilOMi SIK Z-OLIHKH,
[UITXOM TOPIBHSHHS 3 HOPMAJIBHUMH ETAJIOHHUMH JaHUMHU IPO
CepenHil 3picT JiTed, OTpUMaHUMU 3 0a3u naHuXx LIeHTpy KOHTpOIIIO
Ta npodinakTuku 3axBoproBanb (CDC).

CriBBiAHOUICHHS IOBXWHU BEPXHbOI Ta HIKHBOT YACTHH Tifa:

CriBBiIHOIIEHHST JOBXWHH BEPXHBOI Ta HWKHBOI YACTHUH Tija
pPO3paxoByBajIM 3a JOMOMOTOK BHUMIPIOBAHHS 3POCTY Yy TOJOXEHHI
CHUJISTYM Ta CTOSYM T1]] 9aC KOXKHOTO BI3UTY.

[H1I11 KiHIIEB1 TOYKHU €)eKTUBHOCTI:

CriBBIIHOIIEHHS TPOTIOPIIIH TiIa:

Po3paxoByBasiu HACTYIHI CIBBIAHOIIEHHS MPOIOPLIii Tina:

CriBBIAHOLIEHHS JIOBXUHU BEPXHbOI YAaCTUHU PYKU Ta HUXKHbBOI
YaCTUHU PYKH (EpeaIuiyys)

CriBBiIHOIIEHHS] JOBXKWHU BEPXHBHOI YACTUHU HOTHU (CTErHa) Ta
MOBYXWHHU BIJ KOJIIHA OO II'ATH

CriBBiHOIICHHS] JOBKWHU BEPXHHOI YACTUHU HOTH (CTETHA) Ta
OBYXAHU TOMIJIKHA

CriBBiHOIIEHHS pO3MaxXy PYK J0 3pOCTY B MOJOKEHHI CTOSYN

[HIITi TOKA3HUKHU POCTY: [HIII MOKA3HUKHM POCTY BKIIOYAIOTH 3PICT Y
MOJIO’KEHHI CTOSYH, 3PICT Y MOJIOKEHHI CHJISYH, JOBXKUHY BEPXHBOI
YaCTMHM HOTU (CTErHa), JOBXHUHY BiJ] KOJIIHA J0 M'STH, AOBXUHY
TOMLJTKH, OKPYXHICTh TOJOBH, TOBXKHHY HIDKHBOI YacCTMHM Tifa,
JIOB)KHHY BEPXHBOI YaCTUHU PYKH, JOBKUHY HIKHBOI YaCTUHU PYKH
(mepearmiyysa) Ta po3mMax pykK.




Z- ouinku Macu Tina Ta IMT: Maca Tina ta IMT Oynu nmepeBeneHi B
Z-OIiHKH Ta MiICyMOBaHi.

SkicTb KUTTA, IOB'13aHa 31 310poB'aM (HRQoL). Ta pyHKIioHATbHA
HesanexHicTh: Oninku HRQoL 3a BikoBHMH ONMTYBaJbHUKAMH Ta
ONUTYBAJIbHUKAMHU (DYHKITIOHAJIBHOI HE3QJIKHOCTI  (BKJIIOYAIOUH
PedsQL, QoLISSY, WeeFIM) Oynu y3arajibHeHi 3a Bi3UTaMH.

AmHaii3 6e3neKu:

besneky OIiHIOBaTM MNUISIXOM BHUBYCHHS YacTOTH, TSKKOCTI Ta
3B'SI3KY 3 JOCHIPKYBAaHMM JIIKYBaHHSM YCIX MOOIYHMX peakiliid, 1o
BUHUKIIY IT1J1 9aC JIIKyBaHHSI, TIPO SIKi TIOB1IOMJISLITU TIPOTSITOM TIEePioy
nociipKkeHHs. KpiM Toro, OliHIOBaIU 3MiHU KITHIYHUX JJA00PaTOPHUX
pe3ysbTaTiB Ta MOKA3HUKIB )KUTTEBO BAKIUBUX (DYHKIINA MOPIBHSIHO 3
MOYaTKOBUMU 3HAYCHHSIMHU.

dapMakOKIHETHYHUN aHAIII3:

Konuentpanii Bocoputuay ta (hapMakoKiHETHYHI MapameTpH, Mpo
SIK1 HACTHCS B IIbOMY JIOKYMEHTI, OyJTU 310paHi JIHIIe TS TOCITI IKSHHS
111-302 Ta y3arampHeHi B omucoBiil (opmi (cepedHe, cTaHgapTHE
BimxmieHnus, KB%, MiniMmym, memiana ta MakcumyMm). JleranpHa
iH(dopmalis npo GpapMakOKiHETUKY Oyiia OKpEMO 3aI0KYMEHTOBaHa B
IUTaH1 KIiHIYHOTO (hapMaKOJIOTIYHOTO aHaTi3y.

19.  JlemorpadiuHi  MOKa3HUKH
JOCITIPKYBaHOT MOMYJsLii  (CTarth,
BiK, paca, TOIIO)

YYacHUKW Tpymu IUIane6o/BOCOPUTHA OyiIu Jemo CTapiiuMHu 3a
YYacHUKIB Trpynu Bocoputuj/Bocoputuia. lLle Oyrno ouikyBaHo,
OCKIUIBKM BIK YYaCHUKIB T'pyNH Iane00 Ha MOYATKY JOCIHIPKEHHS
111-301 OyB memio BUIIUM. YYacHMKHU TpyHH Iane00/BOCOPUTHI
PO3TOYaIH JIIKYBaHHS BOCOPHTHIOM ITICIIS 3aBEPIICHHS OJTHOTO POKY
oTpuMaHHs mianedo y nociixensi 111-301.

Cepenniit (CB) Bik Ha 1-i1 neHp (nata mepuioi JO3M aKTUBHOTO
JIKYBaHHS) y TPyNi BOCOPUTH]I/BOCOPUTHA CTaHOBUB (8,26 [2,42]
poky, Mexdiana BIKy 7,59 poky) TMOpIBHSHO 3  TpYIOIO
mnanedo/Bocoputua (10,07 [2,48] poky, meniana Biky 10,29 poky).
3aranom 52,9 % y4acHUKIB JOCIIKEHHs Oyiu 400B14oi cTaTi, a 47,1
% — xiHouoi. 71,4 % yuyacCHMKIB JOCHI/DKEHHS OyJiM €BPONEOiaHOT
pacu.

20. Pe3ynpTaTé €peKTUBHOCTI

PiyHa mIBUIIKICTH pocTy

[licns mepmmx 26 TUXKHIB JIIKYBaHHS BOCOPUTHUIOM MOJIIMIIEHHS
PIIP Gyno oueBUAHUM SIK Yy TPYIIi M1a11e00/BOCOPUTH], TAK 1 B TPYIIi
BocopuTHa/Bocoputu. 3mina PIIIP mopiBHSIHO 3 MOYaTKOBUM PiBHEM
Oyna nmoaiOHO0 B 000X rpymnax.

Z-0OllIHKa 3pOCTy

[Ticna nepmux 26 THXKHIB JTIKYBaHHS BOCOPUTUIOM 3MiHA Z-OLIHKU
3pOCTY MOPIBHSIHO 3 TOYATKOBUM PiBHEM Oysia MOPIBHSIHHOIO B rpymnax
1a11e00/BOCOPUTH/T 1 BOCOPUTHUI/BOCOPUTHI.

CHiBBIIHOIIEHHS JOBXWUHYU BEPXHBOI Ta HIDKHBOI YaCTHH TLjIa

Ilicna mepmmx 26 TWXKHIB JIKyBaHHS 3MiHa CHIBBIJHOIIEHHS
JOBKUHH BEPXHBOI Ta HIDKHBOI YaCTHH TiJIa TIOPIBHSIHO 3 TOYaTKOBUM




piBHEM Oyia TMOpPIBHAHHOK B Tpymax IuIane0o/BOCOPUTHIT Ta
BOCOPHUTH/]I/BOCOPUTHI.

SKkicTh KWTTS, TOB’si3aHA 31 3J0pPOB’sIM, Ta (YHKIIIOHAJIbHA
HE3aJIeKHICTh

OIIHKY 3aJIMIIAIUCs CTaOlIbHUMH y JAWHAMIIl B KOKHOMY JOMEHI1
omutyBaTbHUKIB PedsQL Ta QOoLISSY pans omiHok, HamaHuX
NOTVIANAIOYUMH 0CO0aMM Ta CaMHMHM ITAlllEHTAMU. 3MIHM B OLIIHKax
WeeFIM 3 yacom He criocTepiraimcs.

O11iHKa 32 pe3yJIbTaTaMH Bi3yali3alliiHUX TOCTIJKEHb

Hoci Bi3yamizamiiiHi JOCTIIP)KCHHS HE BUSBHIN >KOIHHX O3HAK
HETPOIIOPIIIHHOTO POCTY CKelleTa, MPUCKOPEHOTO CTapiHHS KICTOK,
aHOMaNbHOT MOpPQoJIorii KiCTOK a00 HEraTUBHHUX 3MIH MiHEPaTbHOI
[IJIBHOCTI KICTKOBOI TKAHHUHU.

IMyHOreHHICTh

XapakTepuCcTUKa IMyHOTEHHOCTI aHTUTLUI IO BOCOPUTHY BKIIFOUAJIa
BHUMIPIOBAHHS 3araJlbHUX aHTUTUI J0 Jiikapcekoro 3aco0y (TAb),
HelTpanizyrounx aHTUTUT (NAb) Ta TAD, 1110 mepexpecHo pearyroTs 3
ANP, BNP a6o CNP, y 1-ii 1eHb Ta K0kHi 12 THXHIB IICIIS I[HOTO.

dapmakokiHETHKA

YyacHuku rpymnu m1are00/BOCOPUTHT Maju moai0H1
dbapMaKkOKiHETHYHI MapaMmMeTpu A0 THX, L0 Oyau XapakTepHi A
YUYaCHHKIB, SIKi paHillle OTpUMYBaJH 103y 15 MKI/KT.

dapMaKOKIHETHYHI rnapameTpu YYaCHUKIB y rpymi
BOCOPHUTHJI/BOCOPUTH OyJIM TONIOHMMH B YyCIX JOCHIDKCHHSAX 1
noAI0HUMHU J10 TPYIU Iuianedo/Bocoputu y nociimxenni 111-302.

AKTHUBHICTh BOCOPUTHAY Ta OioMapKepu MeTab0J1i3My KICTOK:

Ananiz MakcumansHoro 36inbmenss ul M®/kpearunin (Kp) y ceui
3a BI3UTOM TOKa3ye, mo cepenti 3HaueHHs il M®/Kp 36imbimyroThes
Ha 6000-8000 mMones nI'M®/mMr Kp y cedi y mnaimieHTiB Tpynu
mane6o/Bocoputu y 1-i 1eHb micis BBEACHHS 103U Ta Ha 26-mMy
THOKHI ITiCJIA BBEIEHHS O3H, IO 34 BEIUYMHOIO CXOJKE Ha MAIl€HTIB
TPy BOCOPUTH/BOCOPUTH]T HA TIOYATKY JTIKYBaHHS BOCOPHTHIOM.

21. Pe3ynbraTi 3 Ge3neku

YV nonynmauii Oe3neku 3 119 mamientamu, SKI  OTpUMYBaiId
JOCHIJKYBaHEe JIKYBaHHA MpOTSAroM Yy cepeaHboMy 3124 nuHs
(miama3zoH Big 1 1o 1054 nHiB), 1110/IeHHE BBEICHHS BOCOPUTHUTY B 71031
15 MKr/kr 3arasiom Jo0pe MepeHOCUsIocs, 1 NpU HPOIOBXKEHHI
JIKyBaHHS He OYyJ0 BUSBICHO 3MiH y Hpodiil 0e3neku. Y OuIbIIOCTI
narieHTiB (90 [75,6 %]) mpoTsarom mepioay 3BiTYy MHpo KIiHIYHE
JTOCTI/DKEHHS ~ CIIOCTepiraiu IIoHaiMeHme | mobiuHy peakIiiio,
IPUYOMY YacTOTa iX BUHUKHEHHsS Oyna moAiOHOI0 y MAalli€HTIB, fKi
OTPUMYBAJIM  IIAIE00/BOCOPUTHT Ta BOCOPHUTHA/BOCOPUTH (32
BUHSATKOM PEaKLii y Miclll iH’ €KIii uepe3 3MiHy KpUTEpiiB 3BITHOCTI Yy
nocmipkenaax 111-301 Ta 111-302). YV miicTHaausTH TaIi€HTIB
BUHUKJIM MOOIYHI peakiii, 10 MpU3BeIH 10 NepepUBaHHs J103yBaHH:
(0,4 noOiyHMX peakLiil/nalieHTO-piK TMPU3BETU 10 IEPEPUBAHHSA
JIOCTIPKYBAHOTO JIIKyBaHHS). Y JKOJHOTO TaAIlieHTa HE BUHUKJA
moOiYHa peakIlis, IO NpHU3Bela 0 OCTAaTOYHOTO TPUITHHEHHS




JIOCJIIDKYBAHOTO JIIKYBaHHS. bBITBIIICT, TOBITOMJICHHX IIiJT dYac
JOCHIKCHHsT MOOIYHMX peakiid Oymu 1 crymens Tspkkocti (50
[42,0 %]), 36 (30,3 %) BumagkiB Oynu 2 CTymeHs TSHKKOCTI, a
4 (3,4 %) Bunaaku Oyau 3 cryneHs TsokkocTi. He Oyio moBigoMiieHo
PO BUMNAAKHU 4 CTYIEHs TSHKKOCTI a0 CMEpTi.

[Toxii 2-ro ctyneHst Oyiau TUINOBUMH Ui AiTel Ta/abo Malli€eHTIB 3
axoHjporuiasiero. 4 nonii 3-ro cTymeHs TSHKKOCTI BKJIIOYANIU TPHII,
XPOHIYHHI CepenHii OTHT, CHHAPOM amHoe yBI CHI Ta IeperoM
npoMeHeBoi KicTku (rmo 1 mamienty, 0,8 %). Yci moaii 3-ro crymens
Oynu OLliHEeH] SIK He TIOB’s13aHi 13 3aCTOCYBaHHSIM BOCOPUTHLY.
3araioM, MijJ 4ac JIKyBaHHS BOocoputuaoM y 5 mamientiB (4,2 %)
BUHUKIIM CEPi03HI MOOiuHi peakuii. /[Ba BUMIAAKHN CTAIHCS MPOTATOM
3BiTHOTO mepioay aociimkeHHs 111-302, Bkirodaroun 1 mamieHTta 3
XPOHIYHUM CEepeAHIM OTHUTOM Ta | 3 TEHEepaJi30BaHHM TOHIKO-
KJIOHIYHUM HarajoM. XKoaHa 13 cepiio3HuX MOOIYHUX peakiliii He Oymna
OB s13aHa 3 TOCIIKYBaHUM JIIKYBaHHSM, 1 )KOJTHA 3 HUX HE MPHU3BEIa
OO0 TPUIMHEHHA JOCIKYBaHOro JiKyBaHHsS abo ydacti vy
JIOCITiJKSHHI.

3arajpbHa 4acToTa MoOiYHMX peakmiid cranoBwia 90/119 (75,6 %)
MaIieHTiB, 13 7566 MOmisIMM Ta CKOPHTOBAaHOK 3a EKCIIO3HIIIEI0
yactoToro 74,3 mopii/maniento-pik Ha ocHoBi 101,78 poky
3acrocyBanHsa. Ha 1-my pomi Oymno 3apeectpoBano 7432 moOiuHi
peaxitii y 89/119 (74,8 %) nami€eHTiB i3 4aCTOTOI, CKOPUTOBAHOIO 3a
TPUBAIICTIO 3acTocyBanHs, 93,9 noxii/mamienTo-pik Ha ocHOBI 79,12
poky 3actocyBaHHs. Ha 2-My poui O0yso 3apeectpoBano 123 moGiuHi
peakmii 'y 39/61 (63,9%) mnarieHTiB 13 4YacTOoTOWO MO 5,7
noii/nanienTo-pik Ha ocHOBI 21,72 poky 3acrocyBanus. Ha 3-my poui
JI0 TEMEepINIHbOro 4Yacy Oyno 3apeectpoBanHo Jjumie 11 moOiuHMX
peakuiit 'y 2/3 (66,7 %) mnaiieHTiB, 10 Jal0 CKOPUTOBaHY 3a
3acTocyBaHHsAM 4yactoty 11,8 monii/maniento-pik Ha ocHOBi 0,93 poky
3aCTOCYBAaHHS. 3HAUHE 3HM)KEHHS CKOPUIOBAHUX 3a 3aCTOCYBAHHSAM
MOKA3HUKIB YaCTOTH MIX 1-M 1 2-M pOKOM OOYMOBJIEHO 3MIHOIO B
peectparlii peakiiii y micui in’ekuii y gocaimkenni 111-302. Iomuii,
mo craHoBiATh 1HTepec (EOI), akTMBHO MOHITOpUIH, 1 PE3yIbTaTH
HaBeJIeH]1 HIKYe:

- Peakii y micii iH'ex1nii - 3arajgom, KUTbKICTh MAIIEHTIB 13 Oy/Ib-5KOIO
peakiiero y micii iH'ekii cranosmia 50/119 (42,0 %), 3 mompaBKkoro
Ha TPUBAJICTh 3aCTOCYBAHHS 4YacTOTa CTaHOBWIA 68,6 BUNAAKy Ha
narieHTo-pik. 3aragom Oyno 3apeecTpoBaHo 6977 BUMaIKIB peakwiil y
Micii iH'ekii. Bei i Bumagku Oyaum THMYacOBUMH, HECEPUO3ZHUMH, 1
OUTBIIICT, 13 HHUX MHUHYIH 0€3 MEIWYHOrOo  BTPYYaHHS.
HalinommpeHimumMy  peakmissiMd y Micli 1H'eKIii 3a TEepMIHOM
NEePEeBAXHOTO BUKOPUCTAaHHS Oynu peakiii y micii iH'exmii 43/119
(36,1 %) Ta epurema y micri in'exiii 41/119 (34,5 %). oana peakiist
y Micii iH'ek1ii He OyJa 3apeecTpoBaHa K cepiio3Ha ModiyHa peakilis.
- 3HIDKEHHS apTepiajibHOTO THUCKY - BiamoBinHO 10 610J0Ti4HOTO
BiuimBy CNP Ha cyaumHHy (yHKIIIO, crocTepirajiocss THMYacoBe




3HIDKCHHS apTeplaJbHOTO THUCKY, IO Yy OUIBIIOCTI BHUIAIKIB OYJI0
0€3CHMITOMHUM 1 CaMOOOMEXEHUM Ta CIOCTEpIrajocs B KOHTEKCTI
nepen0aYeHuX MPOTOKOJIOM YaCTUX BUMIPIOBAHb OKA3HHUKIB KHUTTEBO
BOXIUBUX (DYHKITIH.

22. BUCHOBOK (3aKJIFOUEHHS)

IIpomixni pesymbrati gocmikeHHs 111-302 miaTBEpIKYIOTH
TPUBAJIUN TO3UTUBHHUI BIUIMB Bocoputuay Ha pict. [locTiviHumii
no3utuBHUi BumB Ha PHIP Ta Z-omiHKy 3pocTy cmocrepirain
MPOTIATOM TMepIuXx 26 TWXKHIB JIKYBaHHA Y TAIIEHTIB TPyId
BOCOPUTHI/BOCOPUTH, SKI OTPUMYBAJIHM BOCOPHTHJI 3 MOMEHTY
BKJIIOYEHHST 70 nocmipkeHHs 111-301, Ta y mDamieHTiB rpynu
1ae00/BOCOPUTH] TMICIsT TEepeXxoay 3 Iutanedo Ha JIKyBaHHS
BocoputuioM y aociimkerHi 111-302. L{i mo3uTuBHI 3MiHK HEe Oyin
NOB'A3aHi 3 MOTIPIICHHSIM IPOMOPLIN TiJIa B )KOIHIHN 3 TPYII.

Y nmaimieHTiB TPynu BOCOPUTHA/BOCOPUTHI, SKI OTPUMYBAIU
JIKyBaHHS TPOTSITOM 78 THXKHIB 3 MOMEHTY IMEpIIOr0 MPUHOMY
BocopuTuay B nocuimkeri 111-301, mo3utuBHuit epext Ha PIIIP,
KW CHOCTEpIrajd TPOTATOM TepImuX 52 THXKHIB JIKyBaHHSA,
30epiraBcs mpoTAroM 78 THDKHIB. Y IHMX MAIl€HTIB CHOCTepiraiocs
MOCTifiHEe TOJIMIIEHHs Z-OIHKN 3pocTy Bif 26 10 52 1 78 TwxKHIB
mikyBaHHS. HeBenuwka MO3UTHBHA  TEHJICHIIS 3 YacoM Yy
CHIBBIJHOIICHHI JOBXHHHM BEPXHBOI Ta HWXKHBOI YacTUH Tijla
crioctepiranacs y Hai€HTiB IPyIU BOCOPUTHUI/BOCOPUTH 13 TaHUMU
3a 78 THXKHIB JIIKyBaHHS.

BinmnoBigHO A0 MO3UTHUBHOTO €eKTy Ha MIBUIKICTH POCTY, CTiHKe
30impmenHs CXM, BHcOKOcTENU(BIYHOTO MapKepa aKTHBHOCTI
dbopMyBaHHS KICTKOBOT TKaHMHH XOHJPOIUTAMH B aKTHBHHUX
pPOCTOBUX IUIACTHMHAX, HIATBEPKYe (apMaKoAUHAMIYHUN e]eKT
BOCOPUTHUY Ha €HI0XOHIPaJIbHY POCTOBY IUIACTHHY.

JlikyBaHHSI BOCOPUTHIOM J00pe MepeHOCHIIOCs, 0e3 3MiH y npodiii
Oe3neky TMpU  NPOAOBXKEHH! JiKyBaHHA. Halimommpenimmmu
NOOIYHUMHU peaKiisIMH, 1110 BUHUKIIM 1] Yac JIKyBaHHs, OyJIu peakiii
y Micui iH’ekIii, ski Oynmu camooOMmexxeHuMu. He Oyno BuMankiB
NPUNMHEHHS JIIKyBaHHS 4epe3 moOiuHy peakiito. I1'aTe cepiiozHux
noOIYHUX peakiliid, Mpo AKi MOBIAOMUIH A0 JaTH MPUIHHEHHS 300py
JaHuX, He Oynu MoB's3aHi 3 BocoputuoMm. He Oyiio nmoBijtomiieHs npo
noOi4HI peakiii, MOB'A3aHi 3 HENPONOPIIMHUM pPOCTOM CKeJeTa,
3CyBOM emi(i3y TOJIOBKM CTETHOBOI KICTKM a00 aBacKyJISIpHUM
Hekpo3oM. byB 3adikcoBaHuil OJMH BUIIAQJ0K MEPEIOMY MPOMEHEBOI
KICTKH, TOB'SI3aHUN 3 TPaBMOIO Ta OLIHEHUH SK HE IMOB'A3aHUM 13
JOCTIJKYBaHUM  JIiKyBaHHsM. He  Oyno  BHSBIEHO  O3HaK
MPUCKOPEHOT0 CTapiHHS KICTOK ab0 HEraTUBHUX 3MIH MIHEpaJbHOI
HIUIBHOCTI KICTKOBOI TKaHWHU, a TaKOXX HE OyJI0 MOBIAOMJICHB PO
MoO1YHI peakilii, Mo BKa3ylOTh Ha HEIIHOBI edeKTH. Y TBaHAILATH
narienTiB (10,1 %) cmocrtepiranu mo6iUHI peakiii y BUTISAAL
3HWKCHHSI apTepialbHOTO THUCKY, cepel sSKux Oyno 4 BHIIAQIKU
CUMIITOMAaTUYHOI TiMOTeH3ii; BCl BOHM OyluW HecepHO3HHMH,
TPaH3UTOPHUMHU Ta BCi, KpIM OJIHIEI, MUHYIH O€3 METUYHOIO




BTpydanHs. JKomHa 3 HHX HE TMpH3BeNa J0 TepepuBaHHs abo
OpUNIMHEHHSA JIiKyBaHHA. KUliHIYHO 3Hauymmx JabopaTOpHHX
BIJIXWJICHB, MIOB'SI3aHUX 13 JIIKyBaHHSAM, HE CIIOCTEPIraiu.
[TincymoByroun, AaHi o0 eheKTUBHOCTI Ta OE3MEeKH CBiT4ATh, 1110
BOCOPUTHJT Y 11031 15 MKI/KT, 10 BBOJMUTHCS WIOJHS IiIIIKIPHO,
NPOJIOBXKYE MaTH TO3UTHBHUNA NPOQUIb KOPUCTI Ta PUMKY NpHU
TpuBajomy (ToHaxa 1 pik) JIKyBaHHI.
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