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Clinical Trial Report No. 2

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 Multicenter, Multinational Clinical Assessment Study for Pediatric
Patients with Achondroplasia
Trial Number Code: 111-901

6. Clinical trial phase

| Not applicable

7. Period of the clinical trial

First Enrollment: 20 April 2012
Last Dose Given: Not Applicable
Study Duration: Up to 7 years

8. Countries where the clinical trial
was conducted

United States, Australia, United Kingdom, Germany, France, Turkey,
Spain, and Japan

9. Number of study participants

Planned: Approximately 500 subjects
Actual: 363

10. Goal and secondary objectives of
the clinical trial

To collect baseline growth measurements on pediatric subjects with
achondroplasia (ACH). Subjects with at least 6 months of growth data
were considered for possible participation in future drug-treatment
studies sponsored by BioMarin (for subjects aged 0 to < 3 months at
study entry, a minimum of 3 months of data were required).

11. Design of the clinical trial

This is a prospective, multicenter, multinational study that collects
specific growth measurements on pediatric subjects with ACH being
considered for subsequent enroliment in future studies sponsored by
BioMarin. Approximately 500 subjects from birth to < 17 years of age
at study entry were to be enrolled, with approximately equal numbers
of boys and girls.

12. Main inclusion criteria

Male or female subjects with ACH from birth to < 17 years of age at
study entry.
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13. The investigational medicinal
product, method of administration,
strength

No study drug was administered.

14. Comparator, dose, method of
administration, strength

Not applicable

15. Concomitant therapy

All medications (prescription, over-the-counter [OTC], and herbal)
and nutritional supplements taken by a subject for 30 days before time
of enrollment were recorded on the electronic case report form (eCRF).

The following medications were prohibited during the Screening
period and throughout enrollment in the study:

- Growth hormones, IGF1, or anabolic steroids

- ACE inhibitors, cardiac glycosides, calcium channel blockers, beta
blockers, or antihypertensive medications

- Diuretics

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

- Concomitant medication that prolongs the QT/QTc interval

- Any other investigational product for the treatment of ACH or short
stature

16. Efficacy evaluation criteria

Medical history: Medical history was obtained and included specific
information concerning any prior or existing medical conditions and
ACH-related symptoms and elicited all major illnesses, diagnoses, and
surgeries.

Anthropometric measures: Measures may have included (but were
not limited to) standing height, sitting height, weight, head
circumference, upper and lower arm length, leg length, and arm span,
body mass index (BMI, calculated).

Tanner Stage: Tanner Stage of Pubertal Development was assessed
for subjects aged 5 years and older to determine whether the subject
had progressed to puberty.

Health-related quality of life (HRQoL), functional independence
measures and activities of daily living (ADL): Pediatric Quality of Life
Inventory (PedsQL), Quality of Life in Short Statured Youth
(QoLISSY), Functional Independence Measure (WeeFIM)®, Child
Behavior Checklist (CBCL), Bayley Scales of Infant and Toddler
Development, Third Edition (BSID-I11), Infant Toddler Quality of Life
Questionnaire (ITQoL).

Other: Vital signs, physical examination, concomitant medications,
bone metabolism biomarkers (bone-specific alkaline phosphatase
[BSAP] and collagen X biomarker [CXM]), genomic, and exploratory
biomarkers, 25-hydroxy vitamin D, alkaline phosphatase (ALP), pulse
oximetry (optional) and ACH-related symptoms, tests, and
interventions.

17. Safety evaluation criteria

H Adverse events (AES)

18. Statistical methods

Growth parameters and analyses:
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- Endpoints were presented according to the study that the subject
enrolled into: Study 111-202, 111-206, or 111-301. Subjects who did
not enter another vosoritide study were presented as “not enrolled”.
Summary outputs also included an overall category.

- Height Z-scores and upper to lower body ratio were presented by
study visit.

- All growth parameters were summarized by integer age (0, 1, 2 to
maximum year of age) at the time of the assessment and were
presented by sex and overall.

HRQoL, and functional independence and ADL questionnaires: The
scores in HRQoL questionnaires, and functional independence and
ADL questionnaires (including PedsQL, QoLISSY, WeeFIM, CBCL,
BSID-I11, and ITQoL) were summarized by age at the time of the
assessment.

Other endpoints and analyses: AEs, serious AES (SAES), AEs leading
to study discontinuation, deaths, and ACH-related symptoms were
summarized by Medical Dictionary for Regulatory Activities
(MedDRA) system organ class (SOC) and/or preferred term (PT) or
listed. Adjusted rates (rates adjusted according to the length of follow-
up) were also provided.

Clinical laboratory tests and vital signs were summarized by age at
the time of the assessment.

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

Baseline demographics, growth characteristics, medical history, and
use of concomitant medication reflected the epidemiology of ACH and
the geographic distribution of recruiting countries. Across all groups
by subsequent enrollment, including those not enrolled into a drug
study, there was a balance of male and female subjects and the majority
were Caucasian. Overall, at the 111-901 baseline, subjects included in
this study were aged from newborn to 13.5 years, with a mean (range)
age of 5.14 (0.0 to 13.5) years. Overall, most subjects had a Tanner
Stage of | at baseline (46.3%) or Tanner Stage was not assessed
(48.8%, Tanner stage was not done in 1 subject and the remaining
subjects were <5 years old).

20. Efficacy results

Medical history:

Overall, 94.2% of subjects had a medical history condition reported
at baseline and 87.6% had an ACH-related medical history condition
reported at baseline.

Growth Parameters:

Annualized growth velocity (AGV): A slight but steady decline in
AGV with age was observed and is expected in the ACH population.
Median (inter-quartile range [IQR]) AGV in both females and males
with ACH enrolled in 111-901 was 11.65 [10.22, 12.92] cm/year for
females and 14.55 [14.19, 14.90] cm/year for males) for those aged <
1 year. By 1 year of age, median (IQR) AGV decreased to 7.45 (5.09,
8.24) cm/year in females and 7.28 (5.48, 8.82) cm/year in males. By




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

age 11 years, AGV approximately 4 cm/year for females and males.
The number of subjects aged > 12 years was small.

Height Z-score: Mean (SD) length deficit in both females and males
aged < 1 year is —2.51 [1.04] SDS (standard deviation score) for
females and -3.18 [1.21] SDS for males) compared with average
stature children of a similar age; mean length/height deficit increases
during 5 years of age (mean [SD] Z-scores of -5.30 [1.08] SDS for
females and -4.64 [0.78] SDS for males). Despite increasing variability
after 5 years of age, the height deficit remained high for females and
males in all age groups throughout the study.

Standing and sitting height: Median (IQR) length for subjects aged
<1 year for females was 53.53 (50.82, 57.67) cm and for males was
57.30 (53.17, 60.95) cm. Median length/standing height gradually
increased by age on study. For subjects aged 13 years the median
(IQR) standing height for females was 122.83 (105.60, 126.25) cm and
for males was 115.80 (115.30, 122.50) cm.

Upper to lower body segment ratio: Mean (SD) upper to lower body
segment ratio in both females and males is highest for those aged <1
year (respectively 2.94 [0.60] and 2.80 [0.37]) and decreases gradually
to approximately 2 for both females and males at 4 years of age.

Other body proportion ratios and growth measures: Data reflected
those presented above and demonstrated that subjects enrolled in 111-
901 have disproportionate short stature, shortening of upper to lower
body segment, and rhizomelic shortening of arms and legs, which is
consistent with the overall ACH population. In this study and
consistent with those reported in the literature in ACH, BMI Z-scores
in ACH subjects were higher than in average stature children.

HRQoL, functional independence and ADL questionnaires:

Data collected using the HRQoL, and functional independence and
ADL questionnaires (PedsQL, QoLISSY, WeeFIM, CBCL, BSID-III,
and ITQoL) were limited as these were introduced later in the study
(Protocol Amendment 2).

21. Safety results

Overall, 84.0% of subjects (305/363) experienced at least one AE,
10.5% (38/363) experienced an AE of Grade 3 or higher severity, and
14.0% (51/363) experienced at least one SAE. Four subjects
discontinued from the study due to an AE or SAE (three due to the
need for surgery for cervical spinal stenosis and one due to elevated
blood ALP); one subject died during the study due to cardio-
respiratory arrest which was assessed by the investigator to be not
related to study drug as the subject did not received any study drug.
The comorbidities and burden of illness reported in this study (as
medical history and AEs on study) are consistent with published
literature for children with ACH. These complications include ear,
nose and throat complications, sleep apnea, chronic pain often caused
by limb and spine deformities (including stenosis and kyphosis) and
neurological complications such as cervical cord compression at the
cervicomedullary junction and foramen magnum.
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22. Conclusion

Overall, data collected in 111-901 in 363 pediatric subjects with ACH
demonstrate that subjects enrolled in this study closely resemble those
of similar ages reported in published studies of children with ACH,
with lower AGV than children without ACH, disproportionate short
stature across all ages, and showing comorbidities consistent with the
condition. While individuals with ACH appear to have cognitive and
emotional functioning within the normal range, they require greater
caregiver assistance (ie, self-care and mobility assistance) for a longer
period of time than typically developing children without ACH.
Generally, subjects were found to report lower HRQoL than average-
statured reference groups. Overall, 111-901 subjects who later enrolled
in subsequent BioMarin drug studies are similar to those who remained
in 111-901 in relation to anthropometric measures and comorbidities
consistent with the condition; data in both groups of subjects are
consistent with published data reported in similar aged populations
with ACH.

Applicant
(Marketing Authorization Holder)

DocuSigned by:

ﬂqu Dumirtas Oct 24, 2025

~——>5780476258E64F3..

(signature)

__Ayse Demirtas, Director, Regulatory Affairs International

(full name)




3BiT npo kJiHiuHe BUNpoOyBaHHs Ne 2

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

BOKC30I'O

|2. 3aaBHUK

bioMapun Inrepuenrnin Jlimiten, Ipranmis ‘

|3. Bupo6uux

biomapun Inrepuemnin Jlimiten, Ipnanmis ‘

4. IpoBeneH1 OCTIHKEHHS:

: | TaK C Hi SKILO Hi, OOTPYHTYBaTH

1) Tun JikapcbKoro 3aco0ly, 3a SKUM

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

BUIIPOOYBAHHS

npoBoamiacss  abo  IJIAHYETHCH ||3aXBOPIOBaHb, IO OYB 3apeecTpOBaHU CBPONEHCHKAM areHTCTBOM 3
peecTparist 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 BHU3HAYCHHMH sK mpenapar O0OMEXEHOTro
3acTOCYBaHHS (Ipernapar-cupora)
5. TloBma Ha3Ba  KIiHIYHOTO| baratoumeHTpoBe, MyJIbTHHAIIOHAIBHE KIIHIYHE JTOCIIHKEHHS
BUIIPOOYBaHHSI, KOJOBAHUN HOMED | OLIHKH MeIiaTPUYHUX Mall€HTIB 3 aXOHAPOIIA31€l0
KIIIHIYHOTO BUITPOOYBaHHS Konosanwmii Homep ButnipoOyBanns: 111-901
6. daza kIiHIYHOTO BUIIPOOYBaHHS H He 3acTocoBHO
. .. Brurouenns nepmoro mamienta: 20 kBitas 2012 p.
7. Ilepiox mpoBeNEHHs KIIHIYHOTO . )
BBeneHHs 0CTaHHBOI 103U: HE 3aCTOCOBHO.
BUIIPOOYBAHHS . . . .
TpuBanicTe OCIIIKEHHS: 10 7 POKIB.
8. Kpainu, ne mpooaunocs kininiune|| CIIIA, Asctpanis, Benuka bpuranis, Himeuunna, Opaniis,

Typeuuuna, Icnanis ta SAnonis

9. KinbKiCTh 1OCIIKYBaHUX

3annanoBana: npubim3ao 500 ygacHUKIB
®akTHyHa: 363

10. Mera Ta BTOpPUHHI IITI

KJIIHIYHOTO BUIIPOOYBaHHS

30ip MOYaTKOBMX JIaHMX MpPO picT AiTed 3 axonapomiasiero (ACH).
[TamienTH, 115 AKUX MOXKHA OyJ10 310paTu JaH1 PO PICT 3a NMepioJl He
MeHIe 6 MicsuiB, Oyau pO3INIAHYTI AK TOTEHIIMHI Y4YaCHUKH
MalOyTHIX JOCHIKEHb JIKapChbKUX 3aco0iB, 10 (IHAHCYIOTHCA
komnaniero bioMapun (s narieHTiB BikoM Bif 0 g0 < 3 MicsIliB Ha
MOMEHT BKJIFOYEHHS 70 JOCIIDKEHHS HEOOX1THO OyJ0 MaTH JaHi 3a
nepios He MeHIIe 3 MICSIIB).

1. Juzaiin KJIIHIYHOT'O

BUIIPOOYBAHHS

Ile  mpocnexkTuBHe,  0araToOIEHTPOBE,  MYJbTHHAIIOHAJIbHE
JOCTIPKEHHS, B paMKaXxX SIKOro 30MparoThCs KOHKPETHI JaHi Mpo picT
JiTel 3 aXOHPOIIA3i€l0, K PO3MIIAAI0THCS AJIS TOAAIBIIOT yyacTi B
MalOyTHIX JOCTIIKEHHSAX, CIOHCOPOBaHUX KommaHiero bioMapuH.
Jlo mocnipkeHHs MIaHyBanocs 3anydyuT npuonmszno 500 ydacHUKIB




BIKOM BiJI HApO/KEHHS 70 17 pOKIB Ha MOMEHT BKJIIOYCHHS B
JOCTIPKEHHS, 3 TPUOIN3HO PIBHOIO KIJTBKICTIO XJIOMYHKIB 1 IIBUATOK.

12. OcHOBHI KpHUTepii BKIIOYSHHS

Y9acHHUKM 90JI0BI401 200 )KIHOYOI CTaTi 3 aXOHIPOILIA31€I0 BIKOM BiJT
HApOPKEHHS 10 17 pOKiB HA MOMEHT BKJIFOUEHHS J0 JOCIIDKESHHS. .

13. JlocmimkyBaHWi  JTIKapChKUI
3aci0, crocid 3acTocyBaHHs, CUIIa Jii

JocaimxyBaHe JiKyBaHHSI HE 3aCTOCOBYBAJIH.

14. IlpenapaT moOpiBHSHHS, /103a,
crocib 3acTOCYBaHHS, CHJIA il

He 3acTocoBHO.

15. CynytHs Tepanis

Bci nikapcbki 3acobu (penentypHi, 6e3penenTypHi Ta pociauHHI) Ta
Xap4doBi J00aBKH, sKi TaIlieHT mnpuiiMaB mpotsrom 30 1HIB 10
MOMEHTY BKJIIOYEHHS /0 JOCHIKEHHS, Manu OyTH 3aHECceHi 0
SJIEKTPOHHOI 1HIMBiNyanbHOI peecTpariiinoi kapTku (eCRF).

[lig 4ac CKpHHIHTY Ta MPOTATOM YCHOTO TEPIOJYy BKIIOYEHHS JI0
JIOCJTIJDKEHHS 3a00pOHSIIOCS TPUHMATH TakKi JIIKapChKi 3aCO0U:

- F'opmon pocty, iHcyniHOMOAIOHMI (hakTop pocTy-1 abo anabomiuHi
CTEpOIan.

- [aribitopu AII®D, cepueBi TIiKO3UIU, OJOKATOPH KAIBIIEBHX
KaHaJ1iB, OeTa-0Ji0kaTopu ab0 aHTUTINEPTCH3MBHI 3aCO0H.

- diypetuku.

- [IpoGenenuy abo iHIN JiKapchbKi 3acobm, sKi, SK BiJOMO,
MOPYIIYIOTh (PYHKIIIF0 HUPOK 200 KaHAJBIIIB.

- CynyTHi JiKapchKi 3aco0u, 1110 nooBxyroTh iHTepBan QT/QTec.

- Byap-ski iHII1 qociKyBaHi TikapcehKi 3acoou s sikyBaHHs ACH
a00 HHU3BKOTO 3pPOCTY.

16. Kputepii o1iHKu e(peKTUBHOCTI

Mennynuii anamse3: byB 3i0paHuii MenuyHuii aHaMHe3, IO
BKJIIOUYAaB KOHKPETHY 1H(opMalio npo Oynap-iki nomnepeaHi abo
ICHYIOUi 3aXBOPIOBaHHS Ta CUMIITOMHU, ToB's3aHi 3 ACH, a Takox Bci
OCHOBHI 3aXBOPIOBaHHS, J1arHO3M Ta OIleparii.

AHTPONIOMETPUYHI BUMIPIOBaHHA: BUMipIOBaHHS MOTJIM BKIIOYATH
(amle HEe oOOMEeXyBamHCsl) 3pICT Yy TOJOXKEHHI CTOSYH, 3PICT ¥y
MOJIO’KEHHI CHJISTYHU, MacCy Tija, OKPYKHICTh TOJIOBU, TOBXHUHY ILJIe4Ya
Ta MepeAriyYsl, JOBKUHY HIDKHBOI KIHIIBKH Ta pO3Max pyK, 1HIEKC
macu tina (IMT, po3paxoByBaBcs).

Cranis 3a TannepoM: Crafis crareBoro jao3piBaHHs 3a TaHnHepom
OIIiHIOBajacs AJis 0ci0 BIKOM BiJl 5 pOKiB, III00 BU3HAYUTHU, YU JOCSTIA
ocoba cTafii cTaTeBoOro J103piBaHHS.

SxicTe kuTTHA, moB's3aHa 31 3m0poB'siM  (HRQoL), mokasHuku
(O VHKIIIOHAIEHOI HE3aJIeKHOCTI Ta MOBCAKAEHHA akTUBHICTE (ADL):
OnutyBanbHUK SKOCTI ®UTTS Aitel (PedsQL), SkicTh xUTTS Mool
3 Hu3bkuM 3poctoM (QoLISSY), Ouinka ¢yHKIIOHATBHOT
HesanexkHocTi (WeeFIM)®, OnuTyBalbHUK TOBEIIHKA JTUTHHU
(CBCL), lllkana beimi ans OmiHKA pO3BUTKY HEMOBIIST 1 MalIOKIB,
tpere Bunanus (BSID-I11), OnuTyBaabHHUK SKOCTI KHUTTS HEMOBIIAT 1
MmamiokiB (ITQoL).




[HIIe: TIOKA3HUKH KUTTEBO BAXKIMBUX (YHKIINA, (Qi3uKaIbHe
0OCTeXeHHsI, CYNyTHI JIiKapchbki 3aco0u, Giomapkepu MeTaboIizmy
KICTKOBOI TKaHMHM (KICTKOBUH 130(hepMeHT myxHOI ¢ocdaTazu
[BSAP] ta 6iomapkep komareHy X [CXM]), TeHOMHI Ta TMOIIYKOBI
Olomapkepu, 25-rimpokcuBitamin D, nyxHa d¢ocdartaza (ALP),
MyJLCOKCUMETPIS (32 MOTPEeOH) Ta CUMIITOMH, TECTH Ta BTPYYaHHS,
noB’si3aH1 3 ACH.

17. Kpurepii ominku 6e3mnexu

[To6iuHi peakirii

18. Craructuudi MeToau

IlapameTpu Ta aHai3u POCTY:

- KinneBi Touku Oynu mpecTaBlieHi BiAMOBITHO 10 JOCHIDKEHHS, B
SKOMY OpaB ydacTh mociimkyBanui 111-202, 111-206 a6o 111-301.
HocmimkyBani, ski He Opanu ydacTi B I1HIIOMY JOCIHIKEHHI
BOCOPUTH]TY, OyJIM MIPEACTABJICHI K «HE 3apeecTpoBaHi». [1incymMKoBi
pe3yIbTaTH TAKOXK BKIIIOYAIH 3arajlbHy KaTeropiro.

- Z-OIiHKM 3pOCTy Ta CIIBBIJIHOIICHHS JOBXUHU BEPXHbOI Ta
HIDKHBOI YaCTHH TiJ1a OyJIU MPeICTaBIIeH] 3a BI3UTaAMHU JOCITIDKECHHSI.

- Yci napametpu pocTy OyJiu IiICyMOBaHi 3a IIUUIOYUCEIbHUM BIKOM
(0, 1, 2 10 MaKCMMaIBHOTO BiKY) HAa MOMEHT OIIIHKH Ta MPEICTABICHI
3a CTATTIO Ta 3arajioM.

OnwuryBansauku HRQoL, ¢pynkuionansHoi He3zanexHocTi Ta ADL:
Oninku  3a  onutyBanbHukamMu  HRQoL,  ¢yHkuionansHOT
HesanexkHocTi Ta ADL (Brmrowaroun PedsQL, QoLISSY, WeeFIM,
CBCL, BSID-III Ta ITQoL) 6ynu miicymOBaHi 3a BIKOM Ha MOMEHT
OLIHKH.

[HIIII KiHIIEBI TOYKM Ta aHaJi3M: MOOIYHI peakiii; cepio3Hi MmooiuHi
peakxiii; moOIYH1 peaxiii, [0 MPU3BEIM O NPUIIMHEHHS Y4acTi y
JOCHTIJDKeHHI; BHIIQJKH CMEpPTI Ta CHMIITOMH, TIOB'A3aHi 3
axOHJpOIUIa3i€ro, MACYMOBYBaIU 3a KiacoM cucteMm opradis (KCO)
Ta TEPMIHOM NEPEeBaKHOTO BUKOPUCTAHHSA MeIUUHOrO CIOBHUKA IS
perynaropHoi nisiabHocTi (MedDRA) a6o HaBeneHi cniuckaMu. Takox
Oylu HaJaHi CKOPUIOBaHI MOKAa3HMKHM (MOKAa3HMKH, CKOPHUTOBaHI
BIJIMOB1JTHO JI0 TPUBAJIOCTI CTIOCTEPEIKECHHS).

Kniniuni 1a60paTopHi TECTH Ta MOKA3HUKHM JKUTTEBO BaKIMBHX
(GyHKIIH MiICyMOBYBaJIM 32 BIKOM HA MOMEHT OL[IHKH.

19.  JlemorpadiuHi  MOKa3HUKH
JOCTII)KYBaHOT TOMYJSii (CTaTh,
BiK, paca, TOII[0)

ITouaTkoBi nemorpadiyHi AaHi, XapaKTEPUCTUKH POCTY, MEIUYHUIN
aHaMHe3 Ta 3aCTOCYBaHHs CYIYTHIX JIIKAPCHKUX 3ac001B B1I0OpaXkaiu
eMiJIeMIOJIOTiI0  axOHJporiasii Ta reorpadiuHuil  po3moAil 3a
KpaiHamu, 3 AKX Oy/lIM y4yacHUKH JOCIIKEHHS. Y BCIX rpynax 3a
MOJAJIBIIOI0  PEECTpalli€lo, BKIOYAIOUM THX, XTO He OyB
3apeecTPOBaHUN y JAOCTIHKEHH] JIIKapChKOTO 3ac00y, CriocTepiraBcs
OajaHCc MK y4yaCHMKaMM YOJIOBIHOI Ta jKIHOYOI cTaTi, a OLIbINICTh
YYaCHHKIB OyJIM €BPOIEOiTHOT pacH. 3arajioM, Ha MMOYaTKOBOMY €TaITi
nocmimkenns 111-901, yuacHUKH, BKIFOYEHI 10 IIOTO JOCIiHKEHHS,
Oynu BIKOM BiJi HOBOHapOKeHHUX 10 13,5 poky, 13 cepeqHiM BIKOM
(miamason) 5,14 (8ix 0,0 1o 13,5) poky. 3aranom, OLIBIIICTh YHACHUKIB
Mamu craniro | 3a Tannepom Ha modarkoBomy etami (46,3%) abo




ctanis 3a Tannepom He Oyina BuzHaueHa (48,8%, ctanis 3a Tannepom
He Oyna BM3HAueHa B | ydacHHKa, a pelTa y4acHUKIB Oylu BIKOM
< 5 pokiB).

20. Pe3ynpTaTl €)eKTUBHOCTI

MennyHuii aHaMHe3!

3arasom, Ha TOYAaTKy AOCHiKeHHS 94,2 % ydyacHHMKIB Malu B
aHaMHe31 3aXBOpIOBaHHS, a 87,6% Maau B aHaMHE31 3aXBOPIOBAHHS,
MOB'SI3aH1 3 aXOHIPOIUIA3IETO.

[Tapamerpu pocry:

Piyna mBuakicte pocty (PILP): Byno BusBineHO He3HauHe, aie
crabinpHe 3HmkeHHs PILP 3 Bikowm, 1110 € O9iKyBaHMM AJIsT TIOTTYJIAI|
ACH. Meniana («vikkBapTuiapHui po3max» [IQR]) PIOP sax y
niBuatok, Tak 1 y xmomuukiB 3 ACH y mocmimkenni 111-901,
cranoBmna 11,65 [10,22, 12,92] cm/pik mis niBuatok i 14,55 [14,19,
14,90] cm/pik s xsomuukiB BikoM 110 1 poky. B 1 pik memiana (IQR)
PIP 3am3mnacs no 7,45 (5,09, 8,24) cm/pik y niBuatok i 7,28 (5,48,
8,82) cm/pik y xmomuukiB. B 11 pokis PIIIP cranoBuna npubnuzuo 4
CM/pIiK s IiBYATOK 1 XJIomuuKiB. KibKicTh ydyacHHKIB BikoM > 12
POKiB Oyiia HEBETHUKOIO.

Z-ouinka 3pocrty: cepentiit (CB) gedinuT 3 pocTy K y AiBUATOK, TaK
1y xJ0muuKiB Bikom 10 1 poky craHosuth —2,51 [1,04] SDS (inmekc
CTaHJAPTHOTO BiIXWJICHHS) JUIsl niBuaTok i -3,18 [1,21] SDS nmns
XJIOMYKKIB) MOPIBHSAHO 13 CEpeaHIM POCTOM JiTel MOoaIOHOTO BIKY;
cepeHil NeiuT JOBKUHU/3POCTY 301IBIIYETHCS IPOTITOM 5 POKIB
(cepenns [CB] Z-ominka -5,30 [1,08] SDS ans giBuatox i -4,64 [0,78]
SDS nns xnmomuuki). He3Bakaroun Ha 301IbIICHHST BapiabenbHOCTI
miciast 5 pokiB, AeIIUT 3pOCTY 3aTUIIABCS BUCOKUM JIS TiBYATOK 1
XJIOMYMKIB y BCIX BIKOBUX TpyIax MPOTITOM YChOTO JTOCI1KEHHS.

3picT y monoxkeHHi crosun Ta cuasun: Memiana (IQR) 3pocrty ms
oci6 BikoMm Big 1 poky mis miBuatok cranoBmia 53,53 (50,82,
57,67) cm, a mns xmomumkiB — 57,30 (53,17, 60,95) cm. Meniana
JIOB)KMHHU/3POCTY Y IMOJIOKEHHI CTOSYM MOCTYIOBO 301JIbIIyBajacs 3
BIKOM MpOTSroM pociimkeHHs. Jns ocid BikoM 13 pokiB menmiana
(IQR) 3pocTy B mOJIOKEHHI CTOSTYM JUIsl 1IBUATOK cTaHOoBMia 122,83
(105,60, 126,25) cm, a aus xaomumkis — 115,80 (115,30, 122,50) cm.

CriBBiIHOIIEHHS! JIOBXKMHM BEPXHBOI Ta HWKHBOI YacCTHH Tija:
Cepenne (CB) cniBBiAHOIIIECHHS BEPXHBOI Ta HIXKHBOI YaCTHH TiJIa K
y AIBYATOK, TAK 1 y XJIOMMYUKIB € HABUIIUM Y JiTeH BIKOM J10 1 poky
(BigmoBigHO 2,94 [0,60] Ta 2,80 [0,37]) 1 MOCTYMOBO 3MEHIIYETHCS JI0
npuOIN3HO 2 SIK y AIBYATOK, TaK 1y XJIOMYMKIB Yy Billl 4 POKIB.

[HII11 ciBBiAHOIIEHHS MPOIOPIH Tijla Ta MOKAa3HUKH 3pocty: [lani
BiJITIOBIJAIOTh HABEJICHUM BHIIE Ta TPOJAEMOHCTPYBAIH, [0 YIACHUKH
nocmijpkenHs  111-901 manu  HenpomopuiiHO HU3BKMK  3picT,
BKOPOUYCHHS BEPXHBHOI UYACTUHU Tija BITHOCHO HWXKHBOI Ta
pHU30MeNTiuHE BKOPOUEHHS PYK 1 HIT, 10 y3TOJKYETHCS 13 3arajbHOI0
nonyssiero ACH. YV nbomy nocmimkenni Z-ominku IMT B yuacHukiB
3 ACH Oymu BumMMH, HDK Yy JiTe cepeaHboro 3pocTy, IO
Y3TOJUKYETHCS Ta Y3TODKYETHCS 3 JaHUMHU Y JiTeparypi moa0 ACH.




Onurysansaukd HRQoL, dyHKITIOHaIEHOT He3anekHocTi Ta ADL:
Hani, 3i0pani 3a pomomoroto onuTyBanbHHMKIB  HRQOL,
¢yakmionansHoi  HesanexxkHocti Tta ADL  (PedsQL, QOoLISSY,
WeeFIM, CBCL, BSID-III ta ITQoL), 6ynu oOMexeHUMU, OCKLITBKU
BOHU Oynu BBejaeHi mi3Hime B xojai mpociimxkeHHs (ITompaska 2 mo
MIPOTOKOIY).

21. Pe3ynbpTaTH 3 06€31€KU

3aranom y 84,0 % yuacuukiB (305/363) BHUHHMKIIA TIPUHAWMHI OIHA
nobiuna peakiis, y 10,5 % (38/363) — mobiuna peakmis 3-ro a6o
BUIIIOTO CTyMHeHs TsKKocTi, a 'y 14,0 % (51/363) Bunukia npuHaiMHi
olHA cepiio3Ha MOOiYyHa peakiis. YoTupH y4YaCHUKH TPUTTHHHIH
y4acTh Y IOCIIHKEHHI Yyepe3 MoOIYHY peakiliro abo cepiio3Hy MoOiuHy
peakiiro (Tpu 4Yepe3 HEOOXiAHICTh omeparii 3 MPUBOIY CTEHO3Y
HIMITHOTO BiAAUTY XpeOTa Ta OJMH Yepe3 MiABUIIECHUHN PiBEHB JTYKHOI
docdarazu KpoBi); OAUH YIaCHUK TIOMEp MiJ Yac AOCIIKEHHS Yepe3
3YMIUHKY Cepus Ta JWXaHHS, 10, HA AYMKY JOCIiTHHKA, He OyIlo
MOB'SI3aHO 3 JIOCJI/DKYBaHUM JIIKYBaHHSIM, OCKUIBKH YYacHHK HE
OTPHUMYBAB >KOJIHOTO JIOCHIJ)KYBAaHOT'O TIpenapary.

CynyTHi 3aXBOPIOBaHHS Ta TSDKKICTh 3aXBOPIOBaHHS, IPO  SKi
MOBIIOMIISIETECA Y IIbOMY JOCTI/DKEHHI (K MEIUYHUN aHaMHE3 Ta
noOiyHi peakii mij1 yac JOCHiIKEeHHs ), BiINOB1Ial0Th OMy0IIKOBaHIH
miteparypi moxao naiteii 3 ACH. Ili yckiamHEHHS BKIIOYAIOTh
yCKJIaJHEeHHS 3 00Ky ByXa, HOCA Ta ropJia, allHOE YB1 CHi, XpOHIUYHUIN
Oimp, YacTo cHpuuMHEHHWH aedopmMamisiMu KIiHIIBOK Ta XpeOTa
(BKJIFOYAIOYM CTEHO3 Ta Ki)o3), a TaKOK HEBPOJIOT1UHI YCKIIAAHECHHS,
Taki SK KOMIIPECis IMUIHOTO BiAJITY CIMHHOTO MO3KY B JUISHII
LEPBIKO-MEIYJISIPHOTO 3’ €JHAHHS Ta BEJIMKOT0 MOTHJIMYHOTO OTBOPY.

22. BUCHOBOK (3aKIJIFOUEHHS)

3aramoM, naHi, oTpuMaHi y gociuipkenHi 111-901 y 363
nemiaTpuyHux narieHTiB 3 ACH, neMoHCTpyIOTh, 110 Malli€HTH, SKi
OpaJiu y4acTh y LIbOMY JOCIIIKEHHI, y’Ke MO/A10H1 10 Nalli€HTIB TOTO
K BIKY, ITPO SIKUX TIOB1IOMJISIITU B OITyOJTIKOBaHUX JTOCIIIKEHHSIX JIITEN
3 ACH, 3 Hmxyoto PIIIP, nix nitu 6e3 ACH, HenmponopiiiiHO HU3bKUM
3pOCTOM Yy BCIX BIKOBHX Ipylax Ta CYHyTHIMU 3aXBOPIOBAHHSMH, 110
BIJIMIOBIJAOTh IbOMY cTaHy. Xoua JiTu 3 ACH, sk BumaeTbcs, MaroTh
KOTHITMBHI Ta €MOILIHI QYyHKIIIT B MeKax HOPMHU, BOHH MOTPEOYIOTh
OUIBIIIOT TOMOMOTH 3 OOKY AOIIsIaroyux ocid (ToOTO JOMOMOTH B
caMoO00CIIyrOBYBaHHI Ta MepecyBaHH1) MPOTArOM OUIBII TPUBAIOTO
nepiogy vacy, HiK Jitu 6e3 ACH, siki po3BHBalOTbCS HOPMAJIBHO.
3aranoM, Oyno BUSBJIEHO, IO MAI[IEHTH MOBIIOMIISUIM TPO HIDKUY
HRQoL, nix pedepeHtHi rpynu cepeaHboro 3pocty. B migomy,
yuyacHUKHM JociikeHHs 111-901, ski mi3Himie B3sUIM Y4acTh Y
MOAANIBIINX JOCIIKEHHIX JIKapChKoro 3aco0y kommnanii bioMapuH,
noji0HI 0 THX, XTO 3anMumIuBcs y nocnimkenHi 111-901, momo
AQHTPOTIOMETPUYHUX ITOKA3HUKIB Ta CYIYTHIX 3aXBOPIOBaHb, IO
BIJIMOBIJAIOTh 1IbOMY CTaHy; JaHi B 000X Tpymax Yy4YacHHUKIB
Y3TrOJDKYIOTBCSI 3 ONMYOJIIKOBaHMMH ~ JaHUMH, OTPUMAHUMH B
HOMYJSALISAX JITeH aHAJIOTIYHOTO BIKY 3 aXOHJIPOIUIA3I€LO.
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