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Clinical Trial Report No. 12

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

Natural History of Achondroplasia: A Retrospective Study of
Patients Managed by a Multispecialty Program
Trial Number Code: N/A

6. Clinical trial phase

| Not applicable

\7. Period of the clinical trial

H Not applicable

8. Countries where the clinical trial
was conducted

USA

9. Number of study participants

Planned: Approximately 100 patients
Actual: Not applicable

10. Goal and secondary objectives of
the clinical trial

CO-PRIMARY OBJECTIVE 1: To determine the baseline
characteristics of achondroplasia patients followed in the Kaiser
Permanente, Northern California (KPNC) Skeletal Dysplasia Program

CO-PRIMARY OBJECTIVE 2: To determine the natural history and
longitudinal progression of achondroplasia among patients followed in
the KPNC Skeletal Dysplasia Program.

11. Design of the clinical trial

Combined cross-sectional and retrospective longitudinal single-
cohort study

12. Main inclusion criteria

All KPNC members with a diagnosis of achondroplasia and at least
one visit to the KPNC Skeletal Dysplasia Clinics at any time.

1. Active or former member of the KPNC Health Plan

2. Confirmed diagnosis of achondroplasia

3. Availability of clinical data (either clinic shadow charts, EMR data,
or both)
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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

16. Efficacy evaluation criteria

An extensive, pre-defined list of variables that will be extracted has
been developed by the study investigators. These variables are the
initial intended variables for data extraction. It is expected that, after
the data-extraction work has begun, some variables may be found to
be problematic (e.g., rarely collected for these patients, evidence of
poorly collected data points, unresolvable inconsistencies in the data);
information on these variables will be collected but these variables will
be flagged as unreliable and not used in the any presentations or
publications. In addition, during the process of data collection,
additional variables, not anticipated by the study investigators, may be
identified; the data-collection forms will be modified to include these
variables and prior extractions reopened to ensure a complete and
accurate study database.

17. Safety evaluation criteria

As an observational study of pre-existing medical-center records,
there are no adverse events (serious or non-serious) that would be
considered study-related beyond the privacy and data-security risk.
Therefore, there will be no formal adverse event or serious adverse
event reporting as part of this study.

18. Statistical methods

A large number of variables will be estimated as part of this study,
including both continuous and categorical variables. Since no analytic
comparisons are defined a priori, power calculations are conducted by
examining the precision of the interval estimates. For these statistical
power calculations, we use a fixed sample size of 103 patients (the
number of patients currently known to have ever been cared for in one
of the KPNC Skeletal Dysplasia Clinics).

While the widths of the 95% ClI's for continuous variables cannot be
assessed a priori, the widths of the 95% CI's for proportions are easily
estimated since the standard error for a proportion is a function of the
proportion itself.

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

Because all patients of the KPNC Skeletal Dysplasia Clinics will be
included, there will be no patient exclusions based on gender or
minority status

20. Efficacy results

Not applicable

\21. Safety results

HNot applicable

\22. Conclusion

H Not applicable
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3BIT npo KJiHiYHe BUNpoOyBaHHsa Ne 12

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. TloBma Ha3Ba  KIIHIYHOTO
BUNPOOYBaHHS, KOJOBaHHH HOMEp
KJIIIHIYHOTO BUIIPOOYBaHHS

[Tpupoaumii mepedir axoHIPOIIIA3ii: peTPOCIIEKTUBHE JOCIIHKEHHS
TAIIEHTIB B paMKax 6araTonpodiibHOT TporpamMu
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: npu6nusHo 100 mamieHTiB
dakTHYHA: HE 3aCTOCOBYETHCS

10. Mera Ta BTOpHHHI L1
KJIIHIYHOT'O BUITPOOYBaHHS

CIIUNIBHA OCHOBHA META 1: BusHauutu  0a3oBi
XapakTepUCTUKH TMAaLIEHTIB 3 aXOHJPOIUIa3i€lo, BKIIOYEHUX B
[Iporpamy nikyBaHHsi ckenerHoi nucruiasii, Kaiizep Ilepmanente,
[TiBniyna Kanidopnis (KPNC).

CIIUIBHA OCHOBHA META 2: BUu3HaunuTH NpUpOAHUN epedir Ta
JMHAMIYHE IPOrpecyBaHHs aXOHAPOIUIa3ii y MallieHTiB, BKIIOUYEHUX B
[Iporpamy nikyBanHs ckeneTHoi aucmiasii KPNC.

1. Hwnzaiin KJIIHIYHOTO

BUIIPOOYBaHHS

KomOiHoBaHe mepexpecHe Ta peTpOCIIEKTUBHE JOCIIKEHHS B OJTHIN
KOTOPT1 Y AMHAMIIII

12. OcHOBHI KpuTepii BKIIOYEHHS

Veci yuacauku nporpamu KPNC 3 nmiarHo3oM axoHApOTUIasis Ta
MpUHANMHI OJJHUM Bi3UTOM J0 KIiHIK ckeneTHoi mucruiaszii KPNC y
OyIb-sIKUi vac.

1. AkTuBHMIA a60 KONMHUIIHIN yyacHHK MeauuHoro miany KPNC

2. [linTBepKeHMH 11arHO3 axoHIpoILIasii




3. HasBHICT KIIHIYHMX AaHUX (MEOUYHOI JOKyMEHTarii 3
0OMEKEHHM JOCTYIIOM Ta/ab0 eIeKTPOHHOT METUYHOI JOKYMEHTAIli1)

13.  JocmipKyBaHWi  JTIKapChKUH
3aci0, crocid 3acTocyBaHHS, cHiia Ail

He 3acrocoByeTnes

14. Ilpenapar mnoOpiBHSAHHSA, 1034,
croci0 3acToCyBaHHS, CHJIA il

He 3daCTOCOBYETLCA

15. Cynytns Tepamis

H He 3acrocoByeTbcst

16. Kpurepii ominku epeKTUBHOCTI

JlOoCIiTHUKY TaHOTO JOCIIKEHHS pO3pOOHIIA BETTUKHM, 3a31aJIeTi/b
BU3HAYCHUH CIIMCOK 3MIHHHX, AKi OyayTh oTpuMyBatucs. Lli 3MiHHI €
BUXIIHUMH 3MiHHMMH, TPU3HAYCHUMH JJIsi OTPUMAaHHS JIaHUX.
OdikyeTbes, 1O MICHS MOYaTKy pPOOOTH 3 OTPUMAHHS JAaHUX JEsKi
3MiHHI MOXYTb BHUSBHUTHCS TPOOJIEMATHYHUMH (HAMPHUKIAI, PIIAKO
30MpalOThCS IS IMX TAIi€HTIB, O3HAKW MOTaHO 310paHUX TOYOK
JAaHUX, HEPO3B'SI3HI HEBIAMOBIAHOCTI B JIaHWX); iH(MOpMAaIlis Mpo I
3MiHHI Oynme 3i0OpaHa, ame 1 3MiHHI OyayTh TMO3HAuYeHi SK
HEJIOCTOBIPHI Ta HE BUKOPUCTOBYBATHMYThCSI B KOJHHX MIPE3CHTAIIISIX
gn myOikarisx. Kpim Toro, mijg 4ac oTpuMaHHs JaHUX MOXKYTb OyTH
BHSBJICHI JTOJATKOBI 3MiHHI, SKi HE Iepeadadaaucs IOCITITHUKAMU
nochipkeHHs; GopMu 300py AaHUX OyIyTh 3MiHEHI, 00 BKIIOYUTH
i 3MiHHI, a TOMNepeAHi BUNAAKK OyayThb 3HOBY BIAKPHUTI IS
3a0e3rmeueHHs TIOBHOT Ta TOYHOT 0231 TaHUX JOCIKEHHS.

17. Kpurepii omiHku Oe3neku

Ockitpku 1€ OOCepBaliifHe TOCITIHPKCHHS B)XE HASBHOI MEIUYHOI

JOKYMEHTAllll, HeMae >XOJHUX HeOaKaHUX SBULI (CEpHO3HMX YU
HECEpHO3HMX), sKi MOXHa Oyl0 O BBaKaTH IMOB'I3aHUMH 3
JIOCHIJKEHHSIM, OKpIM PHU3UKY A KOH(DiJIEHIIHHOCTI Ta Oe3neKu
naHuX. TakuM 4YMHOM, B paMKax JaHOTO JOCHIKEHHs He Oyne
KOIHUX (OPMAIBHUX TMOBIAOMIIEHb MpO HeOaxaHi sBHUIIA a00
cepiio3H1 HebakaH1 SBUIIIA.

18. CrarucTr4H1l METOIH

VYV pamkax 1poro AOCHKEHHS Oyae OIIHEHO BENUKY KUIBKICTb
3MIHHUX, BKJIIOYAIOUM SIK Oe3MepepBHi, TaKk 1 KaTeropiajbHi 3MiHHI.
OcCK1iJIbKM aHANITUYHI TOPIBHSAHHS HE BU3HAUEHI alpiopi, pO3paxyHKH
MOTY>KHOCTI TPOBOJIATHCS IIJISIXOM HEPEBIPKH TOUHOCTI IHTEPBATIbHUX
OmiHOK. Jlms mMX po3paxyHKIB CTAaTHCTUYHOI TOTYKHOCTI MH
BUKOPUCTOBYEMO (ikcoBaHMH po3mip BuOipku 31 103 marieHTiB
(KUIBKICTb MAIli€HTIB, sIKi, IK B1IOMO Hapas3i, 0yJIb-KOJIU JIIKYBAJIUCS B
OJIHI 3 KJTiHIK ckeneTHoi nucrasii KPNC).

Xoua mmpuny 95 % I mia Oe3nepepBHUX 3MIHHUX HEMOKIMBO
OIIHUTH amnpiopi, mmpuny 95 % JII nms mpomnopiriii JeTKo OIIHHTH,
OCKIUJIBKM CTaHJAapTHAa MOXMOKa JUId Hpomopuii € (yHKII€ caMoi
MPOIOPIIii.

19.  JlemorpadiuHi  MOKa3HUKHU
JIOCTiKyBaHOT momynsiii  (crats,
BIK, paca, TOIIIO)

OckinbkH BCl HatieHTy KiiHIK ckenetHoi auciuiasii KPNC OynyTts
BKJIIOUEHI, He OyJe >KOJAHMX BUKIIOYCHH MAIlI€HTIB 3a CTATTIO YH
BIKOBHUM CTaTyCOM.




He 3acTrocoByeTbest
20. Pe3ynpTaTn €(heKTUBHOCTI

|21. PesynbraTtn 3 6e3nexu HHe 3aCTOCOBYETHCS
|22. BucHoBok (3aKJIFOUEHHS) H He 3acrocoByeTbcst
/mianucaHo/1aToBaHo/
3asBHUK (BITACHUK (mmiamuc)
peecTpariitnoro Ayse Demirtas, JIMpeKTop 3 Mi>KHAPOTHUX PETYISATOPHUX IMUTAHb

MTOCBITYCHHS ) (IL. 1. b.)
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