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Clinical Trial Report No. 9

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

VOXZ0GO

2. Applicant

BioMarin International Limited, Ireland \

|

\3. Manufacturer

BioMarin International Limited, Ireland \

H

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 Randomized, Controlled, Open-Label Clinical Trial With an Open-
Label Extension to Investigate the Safety of VVosoritide in Infants and
Young Children With Achondroplasia at Risk of Requiring
Cervicomedullary Decompression Surgery

Trial Number Code: 111-209

6. Clinical trial phase

| 2 |

7. Period of the clinical trial

First Enrollment: 10 October 2020
Last Patient Last Visit: Not Applicable (Interim safety results)

8. Countries where the clinical trial
was conducted

The United Kingdom and Australia

9. Number of study participants

Planned: Approximately 20 participants
Actual: 16 participants as of the data cut-off date of 25 February 2022

10. Goal and secondary objectives of
the clinical trial

Primary objectives:

* Evaluate the safety of vosoritide in children who are at risk of]
requiring cervicomedullary decompression surgery

Secondary objectives:

* Evaluate the efficacy of vosoritide in children who are at risk of]
requiring cervicomedullary decompression surgery

For this abbreviated CSR, along with all safety endpoints, the
protocol-specified efficacy endpoint of change in MRI measurement
of brain stem/skull and spinal cord volume performed every 6 months
was analyzed as a part of the safety endpoint.

11. Design of the clinical trial

This is a stratified (based on age), randomized, controlled, open-label
clinical study to investigate the safety of vosoritide treatment in infants
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and young children with ACH at risk of requiring cervicomedullary
decompression surgery.

12. Main inclusion criteria

Participants with a diagnosis of ACH confirmed by genetic testing,
aged 0 to <12 months.

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

Vosoritide (BMN 111, modified rhCNP) and Standard of Care (SoC)
Standard of Care alone or Standard of Care + 30 pg/kg vosoritide
daily

14. Comparator, dose, method of
administration, strength

Not Applicable

15. Concomitant therapy

Prior medication use was reported in 100.0% participants in the SoC
alone group and 66.7% participants in the SoC + vosoritide group. The
most common type of medications for SoC alone group and SoC +
vosoritide group included anesthetics (57.1% versus 44.4%) and
analgesics (14.3% versus 33.3%).

All participants received concomitant medications during 111-209.
The most common type of medications for SoC alone group and SoC
+ vosoritide group included analgesics (71.4% versus 88.9%, vaccines
(85.7% versus 77.8%), anesthetics (57.1% versus 55.6%), and
vitamins.

16. Efficacy evaluation criteria

For the purpose of this abbreviated CSR, the protocol-specified
efficacy endpoint of change in MRI measurement of brain stem/skull
and spinal cord volume performed every 6 months was analyzed as a
part of the safety endpoint. No other efficacy endpoints were analyzed.

17. Safety evaluation criteria

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

18. Statistical methods

For the interim analysis summaries, the two treatment group labels
used for reporting Study 111-209 data during the 104-week
Randomized Treatment period were denoted as follows:

* SoC + vosoritide

* SoC alone

For this abbreviated CSR, summaries are presented only for MRI of
brain stem/skull for the Safety population. These data are considered
of interest as both safety and efficacy.

When summarizing categorical data, for mutually exclusive
categories, the sum of the individual categories, including a separate
“Missing” category, equaled 100%. Unless otherwise specified, if]
categories had no data, they were not displayed.

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

The baseline demographics were generally comparable between the
SoC alone group and the SoC + vosoritide group. Overall, the
participants’ age ranged from 1.4 months to 11.9 months at Day 1 with
amean (SD) age of 7.30 (3.42) months. Similar number of participants
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were enrolled in the two age groups (56.3% participants who were 0
to <6 months old and 43.8% participants who were >6 to <12 months
old) with equal number of males and females.

20. Efficacy results

For this abbreviated CSR, no efficacy endpoints were analyzed. The
protocol-specified efficacy endpoint of change in MRI measurement
of brain stem/skull and spinal cord volume performed every 6 months
was analyzed as a part of the safety endpoint.

21. Safety results

In the Safety population, 85.7% participants in the SoC alone group
and 88.9% participants in the SoC + vosoritide group had at least 1 AE
during the study. No participants experienced treatment-related AEs.
The overall incidence of AEs by SOC was similar between the two
treatment groups. The incidence rates were higher in the SoC +
vosoritide group in 3 SOCs (Gastrointestinal disorders; Injury,
poisoning and procedural complications; Nervous system disorders)
driven by 2 additional events occurring in each SOC in the SoC +
vosoritide group vs the SoC alone group. Continued observations over
time will determine if these differentials are meaningful.

The most commonly (>20%) reported AEs by PT in both the SoC
alone and SoC + vosoritide groups were those attributable to pediatric
illnesses or complaints: viral infection, vomiting, teething, pyrexia,
rash, nasopharyngitis, abdominal pain, constipation, cough,
vaccination complication and nasal congestion. The rates were similar
across groups, though small numbers limit some of the intergroup
comparisons. Treatment with vosoritide did not appear to significantly
alter the incidence any common pediatric or ACH related AEs.

Most AEs in the SoC alone and SoC + vosoritide groups were Grade
1 (6 participants [85.7%] and 8 participants [88.9%], respectively)
with an exposure-adjusted event-rate of 12.17 and 23.86, respectively,
with fewer Grade 2 events (1 participant each [14.3% and 11.1%]).
Four participants (44.4%) in the SoC + vosoritide group experienced a
total of 5 Grade 3 events. All Grade 3 events were SAEs: 2 events of
cervical cord compression and 1 event each of lower respiratory tract
infection, urosepsis, and fractured skull depressed. None of the serious
Grade > 3 AEs were assessed as treatment related. No Grade 3 events
or SAEs were reported in the SoC alone group. None of the Grade 3
adverse events led to study treatment discontinuation.

Two participants (aged 10.4 and 5.9 months) in the SoC + vosoritide
group experienced the SAE of cervical cord compression and surgical
decompression was done. While both participants had evidence of
progression of cervical cord compression on MRI (Grade 3 AFMS),
neither one had progression of neurological manifestations of cord
compromise. Both SAEs were reviewed by DMC and both participants
continued on study treatment.

Hypersensitivity AEs were reported in 57.1% participants in the SoC
alone group and 33.3% participants in the SoC + vosoritide group. All
hypersensitivity events were non-serious, assessed as not related to
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study treatment, and did not lead to study treatment discontinuation.
No Grade 3 hypersensitivity AEs or anaphylaxis were reported.

No events of ISR, hypotension, heart rate change, avascular necrosis,
slipped capital femoral epiphysis, or anaphylaxis were reported in any
of the participants.

There were no clinically meaningful changes in mean chemistry values
and hematology parameters over time. There were no clinically
meaningful or long term shifts in laboratory assessments. Two
participants experienced a normal to Grade 3 shift in alkaline
phosphatase, one in the SoC alone group and one in the SoC +
vosoritide group. Elevations in alkaline phosphatase are known to
occur during phases of rapid bone growth, and do not appear to
represent drug related toxicity.

There was no meaningful change in pre-dose heart rate over the course
of the study in either group.

On comparison of MRI parameters at Week 26, positive percentage
change from baseline was observed in the SoC + vosoritide group
compared with the SoC alone group in sinus volume, ratio of face
volume to calvarium, and ratio of area of spinal cord to foramen
magnum. Percent changes from baseline at Week 26 were less
pronounced in the SoC + vosoritide group compared with the SoC
alone group for facial volume, calvarium volume, foramen magnum
area, spinal cord area at the foramen magnum level, whole brain total
volume, and ventricles total.

Overall, administration of vosoritide was generally well tolerated in
participants aged 0 to <12 months.

22. Conclusion

Study 111-209 is currently ongoing and enrollment is still open.
Vosoritide was well tolerated, with no treatment limiting adverse
effects and a safety profile generally consistent with that seen in older
children in the Phase 3 pivotal study 111-301, extension study to 111-
301 (111-302), Phase 2 randomized, double-blind study in younger
children 111-206 and extension study to 111-206 (111-208). No new
safety concerns were identified with use of vosoritide in participants
aged 0 to <12 months. Most AEs were mild (Grade 1) or moderate
(Grade 2) in severity and no participants experienced treatment-related
AEs or AEs that led to treatment discontinuation.

Applicant
(Marketing Authorization Holder)

DocuSigned by:

ﬂu,st, Dumirtas Oct 24, 2025

0/8U4706206ED4FS...

(signature)
__Ayse Demirtas, Director, Regulatory Affairs International __

(full name)




3BIiT npo KJiHiYHe BUNIPOOyBaHHs Ne 9

1. Ha3Ba nikapceKkoro 3aco0y (3a
HAasIBHOCTI - HOMEP PEECTPAIIITHOTO
MIOCBITUCHHS )

BOKC30I'O

|2. 3aaBHUK

bioMapun Iarepuennn Jlimiten, Ipnanais ‘

|

|3. Bupo6uux

biomapun Inrepuemnn Jlimiten, Ipnanmis ‘

|

4. IpoBeneH1 OCTIHKEHHS:

: | C Hi SKILO Hi, OOTPYHTYBaTH

TaK

1) Tum nikapchbKoro 3aco0y, 3a SKUM
npoBogwiiacsi  abo0  TUTAHYETHCS
peecTparist

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
3aXBOPIOBaHb, IO OyB 3apeecTpOBaHU €BPOMEHCEKIM areHTCTBOM 3
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

Jlikapcpkuii  3aci0 BHW3HAYCHUU  SIK
3acToCyBaHHS (Iperapar-cupoTa)

npernapar  0OMEKEHOro

5. IloBHa Ha3Ba  KIIHIYHOTO
BUNIPOOYBaHHSA, KOJOBaHHW HOMEp
KIIIHIYHOT'O BUIIPOOYBaHHS

PaniomizoBaHe KOHTpPOJILOBAHE BIIKPHUTE KIIIHIYHE TOCITIKCHHS 3
BIIKPUTUM PO3IIUPEHHSAM Il BHBUEHHS O€3IEKU BOCOPUTUAY Y
HEMOBJIST Ta JiTE€Hl PaHHBOTO BIKY 3 aXOHAPOIUIA3i€r0, SIKI MalOTh
PHU3HK HEOOX1THOCTI OTIEPAaTHUBHOTO BTpY4YaHHS JUTS
LEPBIKOMEAYISIPHOT IEKOMITpECii.

KonoBanuii Homep BunpoOyBanns: 111-209

6. daza KIiHIYHOrO BUITPOOYBaHHS

| 2

7. Tlepion mpoBeAeHHS KJIHIYHOTO
BUIIPOOYBaHHS

Jara BxiarouenHs nepiuoro naienra: 10 »ostHs 2020 poky
OcTaHHi# BI3UT OCTAaHHBOT'O MALIIEHTA: HE 3aCTOCOBYETHCS (IPOMIXKHI1
pe3ynbTaT 3 6e3MeKn)

8. Kpainu, 1e mpoBoIMIOCS KIIIHIYHE
BUIIPOOYBaHHS

BenukoOpuTanis Ta ABcTpais

9. KinpkicTh TOCTIIKYBAaHUX

3anaanoBana: npu6au3HO 20 TOCTIHKYBAaHUX
daxTryna: 16 10oCcHiKyBaHUX HA AaTy 3aKiHUEHHS 300py HaHuX 25
mortoro 2022 poky

10. Mera Ta BTOpHHHI L1
KJIIHIYHOTO BUIIPOOYBaHHS

OCHOBHI I1iJIi:

* OuiHuty 0Oe3nexky BOCOPUTHAY Yy JITeH, SIKI MalTh pPHU3HUK
HEOOXITHOCTI OMEepaTHMBHOTO BTPYYaHHS Uil IEpBIKOMENYJISPHOT
JEKOMIIpECii.

BropunHi mini:

* OuiHUTH €PEeKTUBHICTE BOCOPUTHAY Yy JITEH, SIKI MalOTh PU3HK
HEOOXITHOCTI OMEepPaTHMBHOTO BTPYYaHHS Uil ILEpBIKOMENYJISPHOT
JEKOMIIpECii.




JIst 1IbOTO CKOPOYEHOTO 3BITY KIIIHIYHOTO JIOCHIJDKEHHS, Pa3oM 3

yciMa KiHIEBUMHU TOYKaMU O€3MEeKH, SK YACTHHY KIHIIEBOI TOUYKH
Oesreku OyJ0 MpoaHaII30BaHO KIHIEBY TOUYKY €(EeKTHUBHOCTI,
BU3HAYCHY IPOTOKOJIOM, SKa IoJisiraja B 3MiHax pe3ylbTaTiB
oocrexxerb MPT cToBOYpa MO3Ky/uepena Ta CIUHHOTO MO3KY 3
BU3HAYECHHSM 00'€MIB, 1110 POBOAMIIMCS KOXKHI 6 MICSIIIB.

1. Junzaiin KJIIHIYHOT'O

BUIPOOYBAaHHS

CrparugikoBane (3a BIKOM) paHAOMI30BaHE KOHTPOJIHOBAHE
BIIKPUTE KIIIHIYHE JOCIIKEHHS /Il BUBUCHHS O€3MEKH BOCOPUTHITY
y HEMOBJIAT Ta JAiT€H PaHHBOTO BIKY 3 aXOHJPOIUIA3I€I0, SIKI MAIOTh
PHU3HK HEOOX1THOCTI OTIEPAaTUBHOTO BTPYYaHHS JUTS
LEPBIKOMEAYIIAPHOI AEKOMIpECii.

12. OcHOBHI KpHTEpii BKIIOYEHHS

JocmipkyBaHi 3 11arHOCTOBAHOIO aXOHIPOIIIA3I€I0, MATBEPIKEHOIO
TEHETUYHUM TECTYBaHHAM, BikoM Bia 0 10 < 12 micsiiB.

13.  JlocnmimkyBaHUW  JTIKapChbKUM
3aci0, crocid 3acTocyBaHHS, CHIIa il

Bocoputun (BMN 111, mommudikoanuit rhCNP) Ta crangapt
nikyBanHs (CJI)

CraHgapt JIiKyBaHHS OKpeMoO a00 CTaHAapT JIiKyBaHHS + 30 MKI/KT
BOCOPHUTHU/IY Ha JICHb

14. Ilpenapar mnoOpiBHSAHHSA, 1034,
crnocib 3acToCcyBaHHs, CHJIA il

He 34CTOCOBYETLCA

15. CynytHs Teparist

[Ipo momepenne 3actocyBaHHs JikiB moBigomsuiocs y 100,0 %
JOCHIJUKYBaHUX y Tpymli 3acrocyBanHa juime CJI Ta 66,7 %
nocHipKyBaHuX y Tpymi 3acrocyBanns CJI + Bocoputua. Haitgacrimie
3aCTOCOBYBAaHUMH JIiKapcbKUMHU 3acobamu B rpymi juie CJI 1 B rpymi
CJI + Bocoputun Oymu anecretuku (57,1 % mnporm 44,4 %) i
ananpretuku (14,3 % mpotu 33,3 %).

Vi gocnimxyBaHi OTpUMYBAIM OJJHOYACHO 3aCTOCOBYBaHI JIIKApChKi
3aco0y  TPOTATOM JOCTIIKEHHS 111-2009. Haitgacrime
3aCTOCOBYBAaHMMHU JIIKapChbKUMU 3acobamu B rpyni smme CJI 1 B rpymi
CJI + Bocoputun Oynu anansretux (71,4 % npotu 88,9 %), BakiuHm"
(85,7% mpotu 77,8 %), amecretuku (57,1 % mnpotu 55,6 %) i
BiTaMiHHU.

16. Kpurepii ominku epeKTUBHOCTI

J171s IbOTO CKOPOYEHOTO 3BITY KIIHIYHOTO JOCIHIKEHHS SIK YaCTUHY
KIHIIEBOI TOYKM Oe3neku Oyjao MpoaHaTi30BaHO KIHLIEBY TOYKY
e(eKTUBHOCTI, BHU3HAYEHY MPOTOKOJIOM, sKa ToOJsAraja B 3MiHaX
pe3ynbTatiB obctesxxeHb MPT croBOypa Mo3Ky/uepena Ta CIIMHHOTO
MO3KY 3 BU3HAYEHHSIM 00'€MIB, IO TPOBOJUIIUCS KOXHI 6 MICSIIIB.
[HIIi KiHIEB1 TOYKK €()EKTUBHOCTI HE aHATI3yBaTUCS.

17. Kpurepii omiHku Oe3neku

YacTtoTa, TSDKKICTH 1 3B'30K 3 JIOCHIJKYBAaHHM IIpenapaToM BCIX
HebakaHux sBull Ha ¢oHi ikyBaHHs (HADJI), Bkatoyaroun HebaxaHi
ABMINA, 10 mpeacTaBiAoTh iHTepec (HSI), 1 Bumagkum
uepBikoMeayisipHoi nekomnpecii. [Iponenypu/BTpydanHs/Xipypridsi
orepallii, Bizyasizallisi, KIiHIYHI 1a00paTOpHI JOCTIKEHHS, )KUTTEBO
BaXMB1 QyHKIII Ta enekTpokapaiorpama (EKT).




18. Craructiuudi MeTOIA

st pe3roMe mpOMDKHOTO aHali3y JBl O3HAYCHI TPYIN JIIKYBaHHS,
10 BUKOPUCTOBYBAJUCS It 3BiTY fociikenHs 111-209 nporsrom
104-TrokHEBOrO  TEpiOy  PaHIOMI30BAaHOTO JIIKYBaHHS, OynH
HACTYITHUMHU:

* CJI + Bocoputupg

e JIume CJI

Y bOMY CKOpOYEHOMY 3BiT1 KIIIHIYHOT'O AOCIIHKEHHS MPEICTaBICH]
nuie pestome aociipkens MPT ctoBOypa Mo3Ky/uepena y momysiii
oesrnexu. Lli maHi mpeacTaBIsAOTh IHTEPEC K 3 TOUYKH 30py Oe3IeKH,
TaK 1 3 TOUYKH 30pY €(heKTUBHOCTI.

[Tlin wac  y3aranbHEHHs ~ KaTeropiajbHUX  JaHUX  JJIA
B3a€MOBHKIIFOUYHHMX KaTErOpiii CyMa OKpEMHUX KaTeropiid, BKIOYaI0un
okpemy kateropito «BincytHi», nopiBHioBana 100 %. Skmo He
BKA3aHO iHIIE, KaTeropii He BimoOpakanucs SKIIO0 BOHH HE MICTHIIN
JaHUX.

19.  [JemorpadiuHi  MOKa3HUKHU
JIOCTiIKyBaHOT momynsmii  (crats,
BiK, paca, TOIIO)

ba3oBi nemorpadiyni nokazHUKHU OyJIU 3arajioM MOPIBHSIHHUMH MiX
rpynoto 3acrocyBanHs sume CJI, ta rpynoro CJI + Bocoputun.
3aranom BIK JOCTIIKyBaHUX KonuBaBcs Bin 1,4 micsus mo 11,9
Micsis Ha 1-i geHs 13 cepenHiM BikoM (cTaHaapTHe BiaxwieHHs) 7,30
(3,42) wmicang. Ilogibna KUTBKICTH IOCHIIXYBaHUX Oylna y JBOX
BikoBHX rpynax (56,3 % mocmimkyBanux BikoM Big 0 10 < 6 MicsiiB
Ta 43,8 % nocnipKyBaHUX BIKOM Bij > 6 10 < 12 MicA11iB) 3 piBHOIO
KIJIBKICTIO XJIOIMYMKIB Ta MIBYATOK.

20. Pe3ynbraTi €(heKTUBHOCTI

Y IbOMY CKOPOUYEHOMY 3BiTi KIITHIYHOTO TOCIIPKSHHS KiHIICBI TOUKH

edeKTUBHOCTI He aHamizyBaiucs. SIK YacTHHY KIHIIEBOI TOYKH
Oesnekyn Oyno NpOaHaANI30BaHO KIHIIEBY TOYKY €(QEeKTUBHOCTI,
BHU3HA4YEeHY IPOTOKOJIOM, SKa Iojisiraja B 3MiHax pe3ylbTaTiB
oO0cte:xxeHb MPT cTroBOypa MO3Ky/uyeperna Ta CIHHHOTO MO3KY 3
BHU3HAUYEHHSM 00'€MiB, 1110 IPOBOIUIIUCS KOKHI 6 MICSAIIIB.

21. Pe3ynbpTaTH 3 6€31€KU

VY nonynsauii Oe3nexku 85,7 % pocnimxkyBanux y rpymi sume CJI i
88,9 % nocnimxyBanux y rpymi CJI + Bocoputua Manu npuHaimMHi |
HA min wac pocmimxenus. XKomeHn 3 mociipkyBaHux He mMaB HS,
MOB'SI3aHMX 3 JIIKYBaHHSM.

3aranpHa yactota HS 3a COK Oyna mozmibHoro B 000X rpymnax
nikyBaHHs. Yacrora Oyna Bumie y rpymi CJI + Bocoputua y 3 COK
(ILUTYHKOBO-KHMIIKOBI pO3J1aJu; TPaBMU, OTPYEHHS Ta MPOLEAYpHI
YCKJIQJIHEHHS; PO3JaJid HEpBOBOi CUCTEMH), 110 OyI0 0OYMOBIEHO
JIBOMa MOJAaTKOBUMHU siBuIamMu y koxxkHomy COK y rpymi CJI +
Bocoputua mopiBHsHO 3 rpymoto Jsmme CJI.  Tlomambimi
CIIOCTEPEIKEHHS 3 YaCOM JI03BOJIATH BU3HAYUTH, YH € 11 BIIIMIHHOCTI
3HAYYIINMHU.

Haitwactimumu (> 20 %) HS 3a TepmiHaMM mepeBa)XHOTO
BUKOpUCTaHHA K y rpyni jgume CJI, Tak 1 y rpyni CJI + Bocoputuz,
Oynu HSI, nos's3aHi 3 IUTSYMMH 3aXBOPIOBAaHHSAMHU ab0 CKapramu:
BipycHa iH(eK1is, OIOBaHHS, POPi3yBaHHs 3y0iB, MipeKCisl, BUCHIL,
Ha3o(apuHTIT, OUTH y KWUBOTI, 3aMoOp, Kalleib, YCKJIQTHEHHS ITiCIIA




BaKIIMHAIl Ta 3aKIaJeHICTh Hoca. YacToTu Oyau OJHAKOBUMH B
pi3HUX Tpynax, Xoya HEBEIHMKI 3HA4YEHHS OOMEXYIOTh JIesKi
MDKTPYIIOBI TOpiBHSIHHS. JIiKyBaHHsS BOCOPHTHIOM, CKOPIII 3a BCeE,
CYTTEBO HE BIUIMHYJIO Ha 4acToTy Oyap-skux HSl, mos'szanux 3
JTUTAYUMU 3aXBOPIOBAaHHIMHU 200 aXOHPOILIA3IEL0.

binpmicts HA y rpymi aume CJI ta y rpyni CJI + Bocoputun Oynu
crynens 1 (6 mocaimkyBanux (85,7 %) ta 8 gocmimkyBanux (88,9 %)
BIJITIOBITHO) 31 CKOPUTOBAHOIO HA €KCIO3MIIII0 YacTOTOO siBUM 12,17
ta 23,86 BiANOBIIHO, 3 MEHINOK KUIBbKICTIO stBHI cTymeHs 2 (1
nocmipkyBanuit y koxkHid rpymi (14,3 % Ta 11,1 %)). YerBepo
nocaimkyBanux (44,4 %) y rpymni CJI + BocopuTua Maiau 3arajiom 5
syl cryneHs 3. Yci sBuma crymens 3 Oymu CHS: 2 sBuma
KOMITpecii MMIHOTO BTy CIMHHOTO MO3KY Ta 1o 1 sBumy iH(eKIii
HIDKHIX TUXaJIbHUX [UIAXIB, YPOCEINCHCY Ta BAABICHOTO TEPEIOMY
yepena. JKozaue i3 cepitoznux HS > 3 ctynens He Oysio OLIHEHO SIK
noB's3aHe 3 JjikyBaHHsAM. Y rpyni jume CJI He Oyno 3adikcoBaHO
xoaHoro siBuina ctyneHs 3 abo CHS. XXKoane 3 HebGakaHUX SBUII
CTyneHs 3 He MPU3BEJIO J0 NMPUITMHEHHS TOCIIKYBaHOTO JTIKyBaHHSI.
JIBoe pocmimkyBanux (Bikom 10,4 ta 5,9 wmicsans) y rpyni CJI +
Bocoputua mamu CHS y Burmsai kommpecii MHIHOTO BiaiTy
CHMHHOIO MO3KY, 1 iM OyJ0 MpOBEACHO XIpYpridHy IEKOMIPECIIO.
Xoua Ha MPT y 060x mocmipkyBaHux Oyl O3HAKH MPOTPECyBaHHS
KomIpecii muitHoro Biaguny cnuHHoro mMo3ky (AFMS crynens 3),
KOJCH 3 HHUX HE MaB IPOTPECYBaHHS HEBPOJIOTIYHHX TIPOSBIB
ypakeHHs ciuHHOro Mo3ky. O6uasa CHS 6ynu nepernsnyti DMC, 1
o0uaBa  JOCHIKYBaHI HPOJOBXKWUIM  JIIKyBaHHS B  paMKax
JOCIIJKEHHS.

[loBigomnsnocs mpo HA y Burnsai rinepuyriausocti 'y 57,1 %
nocmipkyBanux y rpymi jgume CJI ta y 33,3 % pocnigxkyBaHUX Y
rpyni CJI + Bocoputui. ¥Yci BUNAAKU TIIEPUYTIMBOCTI Oynu
HECepiiO3HUMH, OIIHIOBAJIUCS SK HE TMOB'A3aHI 3 JOCIIIKYyBaHUM
JIKYBaHHSIM 1 HE NPU3BOJWIM JI0 HPUIHMHEHHS JIOCIiIKYBaHOTO
nikyBaHHs. [loBimomnens mpo HS y Buriangl rinepuyTiauBoOCTi
cTyneHs 3 abo aHadinakcli He HaIXOIUJIO.

Y JKOJTHOTO AOCIIPKYBAHOTO HE OYJI0 3apeecTpOBAHO TaKUX SBUILL, SIK
peakuis y Micii 1H'eKlli, apTepiajbHa TINOTEH31s, 3MIHAa YacTOTH
CepLEBUX CKOPOYEHb, aBAaCKYJSIPHMHA HEKpO3, 3MilleHHs emidiza
TOJIOBKH CTETHOBOI KICTKH a00 aHadisakcis.

KrniniyHo 3Hauymux 3MiH CepeAHIX 3HaueHb Oi1OXIMIYHHX 1
reMaToJIOTIYHUX MapaMeTpiB 3 yacoM He croctepiraiocs. He Oymo
KIIHIYHO 3HAaYyMmMX abo JOBrOCTPOKOBHMX 3MiH y Ja0OpaTOpPHHUX
mapamerpax. Y JBOX JOCIIIKYyBaHUX CIIOCTEpiragacsi 3MiHa PiBHSA
JTyXHOI ocaTasu Bil HOPMAJIBHOTO JI0 CTYIEHS 3, y OIHOTO B IpyIIi
mume CJI 1y omnoro B rpymi CJI + Bocoputua. Bimomo, 110
MiABUILEHHS PiBHS JyXHOI (ocdarazu BinOyBaeThecs mig 4ac ¢a3
HIBUAKOTO POCTY KICTOK 1, CKOPIIII 32 BCE, HE € MPOSIBOM TOKCUYHOCTI,
MOB'SI3aHO1 3 IpenapaToM.




VY Xomi 10oCHiIKEHHS B )KOAHIN 3 TPYI HE CIIOCTEPITAIOCS 3HAYYIITUX
3MiH YaCTOTH CEPILIEBUX CKOPOUYCHB MEPEe] BBEICHHIM JI03U.
[TopiBHtotoun mapamerpu MPT na 26-my TwxkHi, y rpymi CJI +
BOCOPHUTH/JI CIIOCTEpiraiacs MO3UTHBHA BiJICOTKOBA 3MiHA TIOPIBHSHO 3
BHUXIJIHUM pIBHEM II0JI0 00'eMy CHHYCIB, BiZHOIIEHHS 00'eMy
JUIFOBOTO dYeperna J0 00'€éeMy MO3KOBOTO dYepera Ta BiJIHOIICHHS
TUTOIIII CIIMHHOTO MO3KY JI0 TIOTHJIMYHOTO OTBOPY IMOPIBHSHO 3 TPYIIO0
e CJI. BincoTkoBi 3MiHU MOPIBHSHO 3 BUXITHUM piBHEM Ha 26-My
THKHI OyJii MeHII BUupaxeHuMu y rpymi CJI + BocopuTua mopiBHIHO
3 rpynoto jmme CJI momo o0'eMy mnuiboBoro uepemna, o0'emy
MO3KOBOI'O 4Yeperia, IUION[i MOTHINYHOTO OTBOPY, IJIONI CIIUHHOTO
MO3KY Ha piBHI MOTHJIMYHOTO OTBOPY, 3arajlkHOro 00'eMy BCHOTO
MO3KY Ta IUTYHOYKIB.

3arajgoM 3acTOCYBaHHS BOCOPUTHJIY 3a3BHYail JOOpE MEPEHOCHIIOCS
JOCTiKyBaHUMU BikoM Big 0 10 < 12 micsiiB.

22. BUCHOBOK (3aKJIFOUCHHS )

Hocmimkenns 111-209 Hapasi TpUBa€ 1 € BIIKPUTAM TSI BKIIOUCHHS
nochipKkyBaHuX. Bocoputua moOpe mepeHOCUBCs, TOOIYHI eeKTH,
aki 6 oOMeXyBanu MPOBEACHHS JIKYyBaHHS, HE CIOCTEpiramiucs, a
npodise Oe3neKku B IUIOMY BiMOBiAaB PO y IiTEH CTapuioro
BiKYy B X011 6a3oBoro gocuimkeHHs 3-1 ¢pasu 111-301, posumpenoro
nocmimkennas 111-301 (111-302), paHmomi30BaHOTO TMOBIHHOTO
CHINOro JochipKeHHs 2-1 ¢a3u y aiteit monmoamoro Biky 111-206 i
posumpenoro pocmimpkerns 111-206 (111-208). He Oyno BusiBiieHO
KOJTHUX HOBUX MPoOIeM Oe3MeKH MO0A0 3aCTOCYBaHHS BOCOPUTUAY Y
nocmiKyBaHux BikoM Big 0 mo < 12 wmicsamiB. binsmicts HS Oymu
nerkumu  (ctymiab 1) abo moMipHUMH (CTYyMiHB 2), 1 XOJeH
nociipKyBanuid He maB HSI, mos'sa3anoro 3 mikyBanHaM, abo H, mo
MpHU3BeJO O 10 MPUNTUHEHHS JIIKYBaHHSI.

3asgBHUK (BIACHUK
peecTpariitHoro
TTOCBITYCHHS )

/mianucano/ngaroBano/

(miamuc)

Avse Demirtas, IupexTop 3 MIKHAPOIHUX PETYIATOPHUX NUTAHD

(Il. 1. B.)
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