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Clinical Trial Report No. 10

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

VOXZ0GO

2. Applicant

|

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

Achondroplasia Natural History: multi-center clinical study
Trial Number Code: N/A

\6. Clinical trial phase

H

Not applicable

17. Period of the clinical trial

Not applicable

8. Countries where the clinical trial
was conducted

USA

9. Number of study participants

Planned: minimum 1000, maximum 1500
Actual: 1323

10. Goal and secondary objectives of
the clinical trial

The objective is to assess the potential bias of the AchNH data, and
confirm its validity and reliability for use as an external control.

11. Design of the clinical trial

The retrospective, investigator-sponsored AchNH study was a
protocol-driven, multicenter study designed primarily to characterize
growth in participants with ACH. It was conducted across four
specialized sites in the US. No study drug was administered.

12. Main inclusion criteria

Participants with a molecular or clinical diagnosis of achondroplasia
(ACH) and who were previously treated at one of the four treatment
centers.

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

Not applicable

14. Comparator, dose, method of
administration, strength

Not applicable

15. Concomitant therapy

Not applicable
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16. Efficacy evaluation criteria

The endpoints that were assessed for characterizing growth
distributions for untreated ACH participants were height, height Z-
score (using reference data from participants of average height) and
annualized growth velocity (AGV).

The assessments to confirm the validity and reliability of the AchNH
data for use as an external control were on completeness,
contemporaneousness and the availability of longitudinal data.

17. Safety evaluation criteria

| Not applicable

18. Statistical methods

All analyses were performed based on the AchNH Efficacy Analysis
Population. All height assessments were displayed in scatter plots or
spaghetti plots.

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

The proportion of male (51.2%) and female (48.8%) participants was
well-balanced, and the majority of participants (77.3%) were
categorized as White.

20. Efficacy results

A total of 1323 participants with at least one height assessment
measured at a known age were included in the AchNH Efficacy
Analysis Population to assess the adequacy of the dataset. A wide
range of participants (15 to 496) had at least one height assessment
measured at a given age ranging from birth to 18 years old, and up to
1275 height assessments were measured at a given age.

A large number of participants aged 0 to 5 years had at least one
height assessment thus demonstrating the source has sufficient height
assessments for a sex and age matched external control group. Of the
participants aged 0 to 8 years, female participants had a total of 5317
height assessments, and male participants had a total of 5747 height
assessments.

While height data were retrospectively collected in the AchNH study,
the data were highly concordant and comparable across all ages and
sexes to published data.

21. Safety results

|N0t applicable

22. Conclusion

An assessment of potential bias of the AchNH database confirmed its
validity and reliability. While height data were retrospectively
collected in the AchNH study, the data were highly concordant and
comparable to prospectively collected observational/placebo study
data across all ages and sexes as well as published data.

Overall, the subset of data from the AchNH study was shown to be
consistent, contemporary, complete and valid for use as an external
control.
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3BiT npo kJiHiyHe BUNIPoOyBanHs Ne 10

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:

: | TaK C Hi SKILO Hi, OOTPYHTYBaTH

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. TloBma Ha3Ba  KIIHIYHOTO
BUNPOOYBaHHS, KOJOBaHHH HOMEp
KJIIIHIYHOTO BUIIPOOYBaHHS

[Mpuponumii mepedir axoHaporiaszii: OaraToLEHTPOBE KIIIHIYHE
JIOCJIIKEHHS
KonoBanuii Homep BUITPOOyBaHHS: HE 3aCTOCOBYETHCSA

6. daza kIiHIYHOTO BUIIPOOYBaHHS H

He 3actocoByeTnes

7. Tlepion mpoBeAeHHS KJITHIYHOTO
BUIIPOOYBaHHS

He 3acrocoByernes

8. Kpainu, 1e mpoBoIMIIOCS KIIIHIYHE
BUIIPOOYBaHHS

CIIIA

9. KinbKicTh 1OCIIIKYBaHUX

3annanoBana: MinimyMm 1000, makcumym 1500
®akTuyHa: 1323

10. Mera Ta BTOpHHHI L1
KJIIHIYHOT'O BUITPOOYBaHHS

Mera moJisira€ B OIHII IIOTEHIIHHOI CUCTEMATHYHOI TOXUOKHU JaHUX
00 MPHUPOAHOrO TMepediry axoHjaporiasii, a TakoX B
MIATBEP/DKEHH] 1X BaliIHOCTI Ta HAaAIMHOCTI JUIsl BUKOPUCTAHHS K
30BHIITHFOTO KOHTPOJIIO.

1. Hwnzaiin KJIIHIYHOTO

BUIIPOOYBaHHS

PeTtpocniekTuBHE AOCIIHKEHHS IPUPOAHOTO Mepediry axoHApoIIasii
(AchNH), cnoncopoBane AocCiHigHUKOM, Oyj0 OaraToleHTPOBUM
JOCIIIJIKEHHSIM, 110 IPYHTYBAJIOCS Ha MPOTOKOJI Ta OyI0 po3pobaeHo
TOJIOBHUM YHHOM JUTSI XapaKTEPUCTUKU 3POCTAHHS JOCITIHKYBaHUX 3
axoHjporuiasziero.  JlochmipkeHHsT  MPOBOAMIIOCS Yy  YOTHPBHOX
cnemianizoBanux nenrpax y CILIA. XXoaen nocnipkyBanuil mpenapar
HE BBOJIMBCSL.

12. OcHoBHIi KpUTEPii BKIIOYESHHS

JocnimxyBaHi 3 MOJEKyIspHO ab0 KIIHIYHO I1arHOCTOBAHOIO
aXOHJIPOIUIA3i€lo, AKi paHille OTPUMYBAIM JIIKYBaHHSI B OJHOMY 3
YOTUPHOX JIIKYBAJIbHUX LIEHTPIB.




13.  JocnmimxyBaHUN  JIKapChKUI
3aci0, crocid 3acTocyBaHHS, CHia il

He 3acTrocoByeTbest

14. Tlpemapar NOpiBHSAHHA, 103a,
crociob 3acTOCYBaHHS, CHJIA il

He 3acrocoByeTnes

15. CynytHs Teparis ‘

He 3daCTOCOBYETLCA ‘

16. Kpurepii omiHku eeKTUBHOCTI

KinneBumu Toukamu, 1o OyJaW OIIHEHI Uil XapaKTEPUCTHKH
pPO3MOIITY 3pOCTaHHS Yy IOCIIPKYBAaHUX 3 aXOHAPOIUIA3i€ro, sKi
paHile He OTPUMYBAJIU JTIKYBaHHS, OYJIH 3PiCT, Z-TTOKa3HUK 3pOCTY (3
BUKOPUCTAHHSIM JIOBIKOBUX JaHUX BiJl JOCTIKYBAHHX CEPEITHHOTO
3pocTy) i piuHa mMBUAKICTH 3pocTtans (PLL3).

Jns  miaTBEepMKEHHS  JIOCTOBIPHOCTI Ta  HAQJAIMHOCTI  JTaHHMX
MPUPOJHOTrO Tepediry axoHaporuiasii 3 METOH BHKOPHCTAHHS B
SIKOCTI 30BHIIIHBOTO KOHTPOJIO OyNMu MPOBENEHI OLIHKH MOBHOTH,
aKTYaJbHOCTI Ta JIOCTYIMHOCTI JaHUX Y JUHAMIIII.

17. Kpurepii oliHKu Oe3reKku

He 3acrocoByeTnes

18. Craructiudi MeToau

VYci anamism Oynum TpoBeAEHI HA OCHOBI TMOMYNSNii  aHamizy
e(deKTUBHOCTI MO0 MTPUPOIHOTO TMepediry axoHaporasii. Yci
OIIIHKYU 3POCTy OyiH BiOOpakeHi y BHIJISIL JiarpamM pO3CiIOBaHHS
a0o Jiarpam-criareri.

19.  Jlemorpadiuni  MOKa3HUKH
JOCHIJKYBAaHOI TOMyJsii  (CTarsk,
BIK, paca, TOIIIO)

Yactka mocmimkyBaHux 4osoBidoi (51,2 %) Tta sxinouoi (48,8 %)
cTati cepei y4JacHHKIB Oyna jqo0pe 30alaHCOBaHOK, 1 OLTBINICTH
yuacHUKiB (77,3 %) Oynu eBponeoinamu.

20. Pe3ynpTaTé €peKTUBHOCTI

3aramoM 10 TOMYJSAMil aHamizy €(QeKTHBHOCTI IIOJ0 HPUPOIHOTO
nepediry axonzaporuiasii 0yno BkiaroueHo 1323 nmocmiikyBaHUX, Y
SKUX OyJl0 MNpOBEACHO MNpPUHANMHI OJHE BHUMIPIOBAHHSA 3pOCTY Yy
MIEBHOMY Billi AJIs OLIIHKH aJIeKBaTHOCTI Habopy nanux. JlocmikyBaHi
y mMpokoMmy niana3zoHi (Big 15 mo 496) manu mnpuHaiiMHI OJHE
BHUMIpIOBaHHS 3pOCTY Yy Billl BiJl HApokeHHs 10 18 pokiB, 1 Oyso 10
1275 BUMIpIOBAaHb 3pOCTY Y IEBHOMY BIIIl.

Benuka KinbKicTh AOCHIIKYyBaHHX BiKOM Big 0 10 5 pokiB manu
MpUHAMHI OJIHE BUMIPIOBAHHS 3pOCTY, IO CBIIYUTH HpPO T€, ILIO
JDKEPEJIo TaHUX Ma€ JOCTaTHI BUMIPIOBAHHS 3pOCTY AJISi 30BHILIHBOT
KOHTPOJIBHOI TpyHH, IO BiAMOBIAae 3a cTarTio Ta BikoM. Cepen
JIOCIIJKYBaHUX BIKOM Bi 0 10 8 pOKiB, JOCTIJKYBaH1 )KIHOUOI cTaTi
Maiu 3arajioM 5317 BUMIpOBaHb 3pOCTY, @ YYACHUKH YOJIOBIYOI CTaTi
— 5747 BUMiproBaHb 3pOCTY.

Xoya maHi 1010 3pocTy Oynu 310paHi peTPOCTEKTHBHO TiJ dac
JIOCHIJKEHHST TPUPOAHOro Mepediry axoHiaporasii, BOHH Oyiau y
BHUCOKIH Mipi MOCIIJJOBHUMHU Ta MOPIBHIHHUMHU Ui OYAb-5IKOTO BIKY
Ta cTaTi 3 ONyOJiKOBAaHUMHU JaHUMHU.

21. Pe3ynbraTi 3 Oe3nexu

‘He 3aCTOCOBYETHCS

22. BUCHOBOK (3aKJIFOUEHHS)

OriHKa DOTEHMIHHOT CHCTEMATUYHOI IOXMOKM 0Oa3u JaHUX
MIPUPOTHOTO TIepediry axoHIporiasii maTBepArIa ii JOCTOBIPHICTS 1

HafiiHICTh. X0Ya JaHl MI0J0 3pOCTy OyiH 3i0paHi peTPOCHIEKTUBHO




MiJI 9ac JOCIHIDKEHHS MPHUPOIHOTO IMepediry axoHIporuiasii, BOHH
Oyl y BHCOKIH Mipi Y3ro/pKeHi Ta TMOpIBHAHHI 3 MPOCHEKTHBHO
OTPHUMAaHUMH JaHUMH Y CIOCTEPEKHHX/TUIaIe00-KOHTPOIbOBAHUX
JOCHIJUKeHHSAX s OyIb-IKOro BIKy Ta CTaTi, a TakoX 3
OMyOJTIKOBaHUMH JTAHUMH.

3araioM Oys0 MPOJAEMOHCTPOBAHO, IO HAOIp JAaHUX JOCIIIKEHHS
npupogHoro mnepediry axonaporuiazii (AchNH) e ysromkenum,
aKTyaJlbHUM, TIOBHMM Ta BAJIIJHUM JJIsi BUKOPHCTAHHS y SIKOCTI
30BHIIIHBOTO KOHTPOITIO.

/mianucano/aroBado/
3asBHUK (BIaCHUK (migmmc)
peecTpariiitHoro Avyse Demirtas, JIupekTop 3 Mi>KHADOAHUX DECYIAATOPHUX MUTAHD

MIOCB1TYCHHS) (IL. 1. b.)
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