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

VOXZO0GO

2. Applicant

BioMarin International Limited, Ireland

|3. Manufacturer

BioMarin International Limited, Ireland

4. Trials conducted:

1 yes C  no If not, 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,

The Impact of Achondroplasia on Quality of Life, Healthcare
Resource Use, Clinical, Socio-economic and Psychosocial State of the

clinical trial code Individual (LTAISE)
Trial Number Code: 111-501
|6. Clinical trial phase ” Not applicable |

|7. Period of the clinical trial

| Study period: 2017 - 2020

8. Countries where the clinical trial
was conducted

Austria, Denmark, Germany, Italy, Spain, and Sweden

9. Number of study participants

Planned: Up to 300 subjects
Actual: 195

10. Goal and secondary objectives of]
the clinical trial

The objectives of the study are to describe the impact on the following
in individuals with ACH:

* Quality of life

* Clinical burden (functional impact, comorbidities, complications,
medical and surgical care)

* Healthcare resource use

* Socio-economic burden (educational, personal, employment and
financial impact)

* Psychosocial burden (psychological and socialization impact)

11. Design of the clinical trial

Study 111-501 is a multinational, epidemiological, observational,
retrospective, cross-sectional study of individuals with achondroplasia
(ACH)

12. Main inclusion criteria

Subjects with ACH were enrolled during routine hospital visits, from
patients list of those previously treated but no longer followed at the
study site or through collaboration of the Investigator with patient or




other organizations, healthcare professionals in their country, or social
media sites.

1. Individuals with a documented diagnosis of achondroplasia based
on:

a) Genetic confirmation of achondroplasia and/or

b) Clinical diagnosis of achondroplasia (clinical examination or
radiological assessment)

2. > five years of age at the time of enrolment

3. Has the cognitive and linguistic capacities necessary to complete
questionnaires in the language of his/her country (and/or
parents/legally acceptable representatives, as applicable)

4. Agrees to participate in the study and has read, understood,
completed and signed:

a) Informed Consent Form (ICF) - for adult subjects

b) Informed Assent Form (IAF) - for minor subjects, accompanied by
a parental ICF completed by their parents/legally acceptable
representatives. The age at which the minor subjects sign the IAF will
be subject to local requirements.

5. Has medical records available for at least the five years prior to the
date of enrolment.

13. The investigational medicinal| Not applicable
product, method of administration,

strength

14. Comparator, dose, method of] Not applicable
administration, strength

15. Concomitant therapy || Not applicable

16. Efficacy evaluation criteria

1. Results of Quality of Life (QoL) and symptom specific
questionnaires / assessments compared to normative data, where
available.

2. Clinical burden of disease over a minimum of the five years prior
to the date of enrolment as measured by the following:

* Results of clinical assessments, e.g., mobility tests at various ages

» Comorbidities/complications (i.e., musculoskeletal, neurological,
cardiovascular, respiratory, Ear, Nose and Throat (ENT), obesity,
gastroenterology, endocrinology)

* Investigations and results (i.e., Magnetic Resonance Imaging (MRI)
/ Computerised Tomography (CT), polysomnography, anthropometry
at various ages)

* Surgical procedures (e.g., limb lengthening, spinal correction,
grommet insertion, shunt insertion, shunt revision, brainstem
decompression, tonsillectomy/adenoidectomy orthodontic procedures,
osteotomy etc.)

* Treatments (e.g., medication prescriptions, continuous positive
airway pressure or other ventilation support, speech therapy, family
support).




3. Healthcare resource use over a minimum of the five years prior to
the date of enrolment (i.e. health-professional visits, hospitalisations,
emergency room Visits):

* Specialty of healthcare professional seen

* Reason for visit

* Length of stay in hospital

* Assessments performed

* Treatment given

* Diagnosis related group (DRG) event codes, clinical testing codes
and World Health Organisation International Classification of]
Diseases (WHO ICD) 9/10 codes

4. Socio-economic burden:

* Impact on education, personal life, professional life, standard of]
living

* Financial impact of medical care and assistance

5. Psychosocial burden:

* Impact on anxiety, depression, sleep disturbance

* Impact on relationships with others (spouse/partner family
members, friends), social life and activities, perception of health, self-
esteem, plans/ambitions for the future.

17. Safety evaluation criteria

This epidemiological, non-interventional study does not solicit any
safety data collection and reporting from subjects or Investigators, nor
intend to collect and prospectively follow-up information about the use
of a specific medicinal product and potential related safety concerns.

18. Statistical methods

Descriptive summaries of continuous variables included the number
of observations available, number of missing data points, mean,
standard deviation (SD), median, ranges (minimum and maximum),
and 95% confidence interval (CI) of the mean and/or inter-quartile
ranges (quartiles 1 and 3) when appropriate.

Descriptive summaries of categorical variables included the number
of observations available, number of missing data points, frequency,
and percent. Percentages were based on the number of observations
available unless otherwise stated.

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

In the FAS population, 54.3% of subjects were females and the mean
age at enrollment was 21.7 (SD: 17.3) years (35.5% of subjects were
5-10, 19.4% were 11-15, 9.1% were 16-20, and 36.0% were >20 years
old).

20. Efficacy results

LIAISE is one of the largest studies assessing the lifetime impact of]
achondroplasia. The study results confirmed the high prevalence of]
musculoskeletal, neurological, cardiorespiratory, and ENT
impairments and complications in subjects with achondroplasia.
Chronic pain was also frequently reported. The most common pain
locations in adults and in adolescents were the knees and the lower
spine. Substantial healthcare resource use along with medical and
surgical interventions are needed to mitigate the consequences of these
complications. The study results confirmed that both adults and




children/adolescents with achondroplasia showed reduced quality of]
life compared with healthy reference groups.

21. Safety results

”Not applicable

22. Conclusion

Improving subjects’ functional capabilities and QoL, while
decreasing subjects’ comorbidities are the main goals for future
treatments of achondroplasia. The results of the LIAISE study provide
information on clinical and functional status, QoL and psychosocial
capabilities of subjects with achondroplasia that will add to the body

of literature.

Applicant (Marketing
Authorization Holder)

DocusSigned by:
@qw Domirtas

5780476258E64F3

(signature)

Avse Demirtas, Director, Regulatory Affairs International

(full name)



3BiT npo kJiHiuHe BUnpodyBanusa Ne 11

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

BOKC30I'O

|

|2. 3aaBHUK

bioMapun Iarepuennn Jlimiten, Ipnanais ‘

|

|3. Bupo6uux

bioMapun Iarepuennn Jlimiten, Ipnanais

4. IpoBeneH1 OCTIHKEHHS:

Hi SKILO Hi, OOTPYHTYBaTH

: | O

TaK

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

Jlikapcbkuii 3aci0 3a MOBHUM J10Ch€ (ABTOHOMHHM JIOCHE)

[HIIMiA nikapcbkuii 3acio

Hoga giroua pedoBuna (/1P)

Opurinaneauii (IHHOBaIiHKN) JiKapcbkuid 3aci®é (Mojexkyna 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
BUNIPOOYBaHHS, KOJOBaHWA HOMeEp
KJIIHIYHOT'O BUITPOOYBaHHS

BrnuB axonapominasii Ha SIKICTh JKMTTS, BUKOPHUCTaHHS pPECypCiB
OXOpOHH  3/0pOB'A, KJIIHIYHMNA, COLIaJbHO-EKOHOMIUHUN  Ta
ncuxocorianeauii crad moauan (LIAISE)

KonoBanuii Homep BunpoOyBanns: 111-501

6. daza kIiHIYHOrO BUIIPOOYBaHHS H

He 3acrocoByernes

7. Ilepion mpoBeneHHS KIIHIYHOTO
BUIIPOOYBAHHS

[epion mocmimxenns: 2017-2020 poku

8. Kpainu, ne npoBoauiiocs KiliHiYHe
BUIIPOOYBAHHS

ABctpis, [anisa, Himeuuuna, Itanmis, Icnanis ta [lsemis

9. KinpkicTh TOCTIKYBAaHUX

3anaanoBana: 10 300 mocimKyBaHUX
daxkrnuna: 195

10. Mera Ta BTOpHHHI L1
KJIIHIYHOTO BUIIPOOYBaHHS

[{imi  mochipkeHHS MOJATalOTh Yy ONUCI BIUIMBY HA HACTYIHI
TOKAa3HUKH Y 0C10 3 aXOHAPOIIIa3i€lo:

* SIKICTB XUTTA

* Kuniniune HaBaHTaxeHHS ((QYHKLIIOHANbHUM BIUIUB, CYIYTHI
3aXBOPIOBAHHS, YCKJIQAHEHHS, MEIWYHI 3aX0Qu Ta XIipypriuHi
BTpY4YaHHS)

* BuxkopucranHs pecypciB OXOpPOHHU 3/J0POB's
ConianbHO-eKOHOMIYHE HaBaHTAKEHHS (BIUIMB Ha OCBITY,
0CcOOHUCTE KUTTS, TPYJOBY 3aHATICTh Ta (JiIHAHCOBUI CTaH)
[IcuxocomianbHe HaBaHTaXEHHS (MICUXOJIOTIYHUMA  BIUTHB

i

coliamizaiis)




1. Junzaiin KJIIHIYHOT'O
BUIIPOOYBaHHS

Hocmimxenns 111-501 — me OaraTtoHalioHaJbHE €ITiIEMIiOIOTIYHE
oOcepBarliiiHe PETPOCIEKTUBHE TEpeXpecHe TOCTIKEHHs OcCi0 3
aXOHPOIIA3IE0.

12. OcHOBHI KpHUTEpii BKIIOUCHHS

HocmiKyBaHi 3 aXOHAPOIUIa3ieo OyIu BKIFOYEHI ITi1 Yac MIIaHOBUX
BI3HTIB JI0 JIIKApHi, 31 CIIUCKY MAlLli€HTIB, SIKI paHille JiKyBaJINCs, ale
OLIbIIIE HE CIIOCTEpIravcs B JAOCTIAHUIIBKOMY IIEHTpPi, 00 IMUIIXOM
CHiBHOpali IOCTIHUKA 3 MalieHTaMd a00 IHIIUMH OpraHi3alisiMHu,
MEIUYHUMH TpaIliBHUKaMHU B 1X KpaiHi a0o caliTamMu CoIiaJTbHUX
MEpPEK.

I. Ocobu 3 JOKyMEHTAJIBHO TMIATBEPDKCHHM  J11arHO30M
aXOHJIPOIUIa3ii, 3aCHOBaHUM Ha:

a) FTeHETHYHOMY TiATBEPKEHHI aXOHIpoIUiasii Ta/abo

0) KITiHIYHOMY AiarHO31 axoHAporuiasii (KIiHiuHe 00CTEeXEeHHS a0o
PEHTICHOJIOTIYHE JTOCIIIIPKEHHS).

2.> 5 poKiB HAa MOMEHT BKJIFOUCHHS.

3. KoruituBHI Ta JIHIBICTUYHI MOKJIHMBOCTI 0COOM, HEOOXigHI It
3alIOBHEHHSI aHKET MOBOIO CBO€i KpaiHu (Ta/ab0 OaThKiB/3aKOHHHX
MPEJICTaBHHUKIB, SKIIIO 1€ 3aCTOCOBHE).

4. IToromxyeThCst OpaTu y4acTh y TOCIIKEHH], IPOYUTAB, 3p0O3YMiB,
3aIIOBHUB 1 OIIIIACAB:

a) ¢opmy inpopmoBanoi 3romm (PI3) — s gopocimx
JOCTIIKYBaHUX;

0) dbopmy iHpopmMoBaHoi 3roau HemoBHOJITHBOTO (DI3H) — mus
HEMOBHOJITHIX JOCTIIKYBaHUX, J0 SKOi JOJaeThcsa OaThKiBchbka D13,
3armoBHEHA OaThKAMW/3aKOHHUMH TIPEJCTaBHUKAaMHU. Bik, B sSKOMY
HEMOBHOMITHI JochikyBaHi mianucyroTh @DI3H, BuszHayaeTbes
MICIIEBUMH HOPMATHUBAMHU.

5. HasiBHICTH MeAMYHOT JOKYMEHTAIIi1 IK MiHIMYM 3a I'SITh POKIB, 10
MIEePEIYIOTh J1aTi BKIFOUSHHS.

13.  JlocmikyBaHUH  JTIKapChKUI
3aci0, crmocid 3acTocyBaHHsI, cuia Jil

He 3actocoByeTnes

14. Ilpenapar mnOpiBHSIHHSA, 1034,
croci0 3acToCyBaHHS, CHJIa il

He 3actocoByeThes

15. CynyTHs Tepamis

‘ He 3acrocoByeTbest

16. Kpurepii ominku epeKTUBHOCTI

1. Pe3ynpTaT aHKETYBAHHS/OLIHKU SIKOCTI KMTTS 1 KOHKPETHHX
CUMIITOMIB ITOPIBHSHO 3 HOPMAaTUBHUMU JAaHUMH, SKIIO TaKi €.

2. KniniyHe HaBaHTa)KE€HHS MPOTATOM IIOHAMMEHIIIe I'STH POKIB J10
JIaTy BKITIOYEHHS, OI[IHEHE 32 TAKMMHU TTOKa3HUKAMHU:

* PesynmbraTH KIIHIYHHX OOCTE)XEHb, HANpPUKIAA, TECTIB Ha
PYXJIMBICTH B pI3HOMY BiIli

+ CymyTHI 3aXBOPIOBAaHHS/yCKIIaIHEHHS (HAIIPUKJIIaJ, 3 00Ky OIIOPHO-
PYXOBOTO arapaTy, HEpBOBOi, CEpIIEBO-CYJIMHHOI CHCTEMH, OPTaHIB
JMXaHHs, Byxa, ropia i Hoca (JIOP), oxxupiHHs, TracTpOeHTEpOIIOTis,
€HJJOKPUHOJIOT151)




 JlocnmigKeHHs] Ta MOKAa3HUKU (HANpUKIIAL, MarHITHO-pPE30HAHCHA
ToMorpadist (MPT)/xomm'toTepHa ToMorpadist (KT),
noricomHorpadis, aHTPOIIOMETPisi B PI3HOMY Billi)

» Xipypriuai mpounenypu (HampuKiaa, TMOJOBXKEHHS KiHIIBOK,
KOpekIisi xpebTa, ycTaHOBKa TpyOKH, IIIyHTa, PEBi3is NIyHTAa,
NEKOMIIpeciss CTOBOypa MO3KY, TOH3HICKTOMIs/aqeHOiIeKTOMis,
OPTOAOHTHUYHI MTPOILIEIYPH, OCTEOTOMISI TOIIO)

+ JlikyBaHHs (HampuKiIaj, MPU3HAUYEHHS JIKIB, IITYYHA BEHTUJISIIS
JIET€HIB 3 MOCTIMHUM MO3UTUBHUM THCKOM a00 1HIII BUAW BEHTUJIIALT,
JIOTOTIeisl, MATPUMKA CiM'T).

3. BukopucranHs pecypciB OXOPOHHU 3O0pOB'SL IPOTATOM
MIOHAWMEHIIIE T'STH POKIB, IO TNEPEAyIOTh JaTi BKIOYCHHS
(HanpWKIad, BI3UTH J0 MEJAMYHOIO MpalliBHUKA, TOCHiTaNi3allii,
nepeOyBaHHs Yy BiIIIICHHI HEBIIKIIQAHOT TIOTIOMOTH):

* CrieniaJibHiCTh MEIMYHOTO TTIpaIliBHUKA

* [IprumHa Bi3UTY

* TpuBanicts nepeOyBaHHS B JIIKapHi

* [IpoBeeHi qoCiKEeHHS

* [IpoBeneHe niKkyBaHHS

» Komu sBuIL, MOB'I3aHUX 3 I1arHO30M, KOIM KIIHIYHUX JOCIIHKEHD
Ta Koau MixHapoaHo1 kinacudikailii xBopoo BeecBiTHROT opranizaiii
oxoponu 310pos's (BOO3 MKX) 9/10

4. CouianbHO-eKOHOMIYHE HaBAaHTAKECHHS:

* Bruius Ha ocBiTy, ocobucte Ta nmpodeciiiHe KUTTS, PIBEHb KUTTS

» MiHaHCOBI HACIIKA MEAMYHOTO OOCIYTOBYBAaHHS Ta JOIIOMOTH

5. [lcuxocolriayibHe HABaHTAXKCHHS:

* BruiuB Ha TPUBOXKHICTbH, JEMPECit0, MOPYIICHHS CHY

. Brus Ha BITHOCHUHH 3 IHIIIUMHU JIIObMU
(4ONIOBIKOM/JIPY’KUHOIO/TIAPTHEPOM, ~ YJIEHAMHU  CIM'T,  JApY3sMH),
CYCIIJIbHE JKUTTA 1 JISUIbHICTh, COPUMHATTS 3/I0pOB'S, CAMOOIIIHKY,
1aHu/amOinii o0 MaioyTHHOTO.

17. Kputepii ominku 0e3mnexu

Lle emizemiosnoriune HEiHTEpPBEHIIIMHE JOCTIKEHHS He nepeadadae
300py OyIb-IKUX JTaHUX Ta 3BITHOCTI 3 O€3MEKU BiJ JOCIIHKYBAaHUX
abo0 JOCTIIHMKIB, a TAKOXK HE Ma€ Ha MeTi 30UpaTH Ta MPOCTIEKTUBHO
CTeKUTU 3a 1H(OpMAli€0 TMPO BHUKOPUCTAHHS KOHKPETHOTO
TKapChKOTO 3ac00y Ta MOTEHIIHI mpoOieMu Oe3meku, MOoB's3aHi 3
M.

18. CrarucTrydl METOIH

OnucoBi 3BeeHHS O€3MEPEepBHUX 3MIHHMX BKIIOYAIU KUIBKICTh
NOCTYIHUX CIOCTEPEKEHb, KUIBKICTh BIACYTHIX TOYOK JaHMHX,
cepeqHe 3HaueHHs, craHaaptHe BiaxwienHs (CB), wemniany,
niana3zoHu (MiHIMaJIbHE Ta MaKCUMallbHE 3HaYeHHs) Ta 95% AoBipuHii
iatepBan (/) cepegHporo 3HaueHHsS Ta/ab0 MDKKBApPTHIIbHI
niana3onu (kBapTwii 1 Ta 3) y BIAMOBIIHUX BHITaIKaX.

OnucoBi 3BeICHHS KaTeropialbHUX 3MIHHUX BKJIIOYAIM KUIBKICThH
JOCTYITHUX CIOCTEPEKEHb, KUIBKICTh BIJICYTHIX TOYOK JaHUX,




4acTOTY Ta BiZICOTOK. BijicoTku 6a3yBanucs Ha KIJIbKOCTI JIOCTYITHUX
CIIOCTEPEIKEHb, KO HE 3a3HAUCHO IHIIIE.

19.  [JemorpadiuHi  MOKa3HUKHU
JOCITIDKYBAHOT Tomydsmii  (cTaTs,

BiK, paca, TOIIO)

VY nonymsuii FAS 54,3% yuyacHukiB Oynu 5KiHOYOT cTaTi, a cepeanin
BIK Ha MOMEHT 3apaxyBaHHs cranoBuB 21,7 (CB: 17,3) pokiB (35,5%
y4JacHHKIB Oynu Bikom 5-10 pokis, 19,4% 11-15 pokis, 9,1% 16-20
pokiB, a 36,0% Oymnu BikoMm > 20 pokiB).

20. Pe3ynpTaTil €)eKTUBHOCTI

LIAISE — oxmne 3 HaWOUIBIIMX JTOCHIKEHb, IO OIIHIOE Iepeodir
aXOHAPOIUIA3il MPOTATOM  JKUTTSA. Pe3ymbratd  TOCIHIHKCHHS
MIITBEPIUIM BUCOKY MOIIMPEHICTh MOPYIICHb 1 YCKIAIHEHb 3 OOKY
OIIOPHO-PYXOBOTO amapaTy, HEpPBOBOI CHCTEMH, Ceplisi, OpraHiB
nuxanHa Ta JIOP-opraniB y mamieHTiB 3 axoHaporuiaziero. Takox
9acTO MOBIIOMIISUIOCS TPO XpOHiIuHWHA Oinb. HalnmommpeHimmmu
JoKanizamisiMu 000 y TOPOCIUX Ta MiUTITKIB OyJiK KOJTiHA Ta HIKHS
gactuHa XpeOta. s mocinabieHHS HACHIAKIB IUX YCKIIATHCHb
HEOOXiTHE BUKOPUCTAHHS 3HAYHUX PECYPCIB OXOPOHH 310POB'S pa3oM
i3 MEIWKaMEHTO3HMM Ta XIpypriyHHM BTPYYaHHSM. Pe3ynbraTi
JOCITIDKEHHS MATBEPAUIN, IO SK JOPOCIi, TaK 1 JITH/MUTITKH 3
aXOHJPOIUIA3i€0 MaNM HIDKYY SIKICTh OKUTTS TOPIBHIHO 3
KOHTPOJIbHUMH TPYIIaMH, [0 CKJIAJATUCS 31 3J0pOBUX 0Ci0.

21. Pe3ynbpTaTH 3 06€31€KU

He 3actocoByeTnes

22. BUCHOBOK (3aKJIFOUEHHS)

[Tokpamenuss GyHKIIOHATFHUX MOXKJIMBOCTEH Ta SKOCTI KUTTS
MAII€HTIB, 8 TAKOXK 3MEHIIICHHSI CYMTyTHIX 3aXBOPIOBaHb, € OCHOBHIUMH
OUIIMA ~ MalOyTHBOTO  JIIKYBaHHS —axoHjporuiasii. Pe3ynbratu
nocmimkenHss LIAISE wnapmatote iHGOpMarmio mpo KIHIYHUNA Ta
(YHKIIIOHATBHUN CTaH, AKICTh )KUTTS Ta ICUXO0COIIaTbHI MOKIIUBOCTI
MAIIE€HTIB 3 aXOHAPOIIA3i€l0, M0 JOMOBHUTH JIITEPATYypPHI JIaHi.

3asiBHUK (BJIaCHUK
peecTpariifHoro
MTOCBITICHHS )

/mignucano/

(mipnuc)

Ayse Demirtas, JdupekTop 3 Mi)KHaDOHHI/IX PETYIATOPHUX TUTAHb

(I 1. B.)
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