AXOHAPOMNNa3nA

A.H.Ttonbnakos, E.E.lMeTpanknHa, A.B.lMonkos, C.1U.Kyues
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[.Benackec. Mutep AuHKknenax. Lepemonuns «3onoton rnobyc», 2012.
MopTpeT CebactbAHa ae Moppa. 1645.



MHPOopMaLma 0 3aboneBaHUM

* AxoHaponnasua. Q/77.4 MKb-10, MIM# 100800

* PacnpocTpaHeHHOCTb

* 1:16670-1:27780 HOBOPOXKAEHHbIX
(Waller et al. Am J Med Genet A. 2008; 146A: 2385-9)

e 1:15000 (www.orpha.net)

* HacnepoBaHMe: ayTOCOMHO-A0OMUHAHTHOE C NOJIHOM
NeHeTPaHTHOCTbIO.

* [eTepO3nNroTHaA aKTMBUpPYOWaa mytaumna B reHe FGFR3.
* 80% cnyyaes — myTauma de novo.
* >97% - myTaumna p.G380R.




AxoHaponnasunAa. [latoreHes.

CXema curHanbHbix nyten: Lorget et al. Am J Hum Genet. 2012; 91: 1108-14.



NHPopMaLma o 3aboneBaHUM

* lncnponopumoHanbHan
HU3KOPOCNOCTb
(> —124 cm, m — 131 cmw)

* llepBnKOo-menynnAapHaa
Komnpeccua

e Ob6¢cTpyKuMa BAT
* HacTble OTUTLI
* boaun B cnnHe
* boaun B Horax.

Spranger J.W.,, Bill PW., Poznanski A.K. Bone Dysplaisa. 2" ed. 2002



YcpeanHeHHasn (50-9 nepueHTUb) KpMBasa pocTa
NauMeHTa C axoHAponia3nen
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AxoHaponnasua. bonee BbICOKaa CMEPTHOCTb.

Standardized mortality rates
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Multicenter study of mortality in achondroplasia
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AxoHaponnasua. bosee HU3KOE Ka4YeCTBO KU3HM
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Quality of life in adults with achondroplasia in the United

States

TABLE 3 SF-36 scale and summary scores for achondroplasia and the general US population

SF-36

Scale scores

Summary scores

Achondroplasia General US population (N = 2,474)
(N = 25) mean = SD (Farivar et al., 2007; Ware et al., 1993) mean + SD

Physical functioning 53.5+33.0 842 +233

Limitations physical health 450+ 433 81.0+ 340

Pain 470+ 244 752 +£23.7

General health 58.6 £ 18.6 720+ 203

Energy/fatigue 494 + 208 609 +210

Social functioning 413+ 303 83.3 +227

Limitations emotional health 58.7 £+ 444 81.3+330

Mental health 59.7 £ 184 747 £ 18.1

Physical component 369 + 148 50 + 10

memm:nt 3825104 let

Yonko et al. Am J Med Genet A 2021; 185: 695-701.



AxoHAponna3susa. JledeHne B HacToALlee Bpems

* XMpypruyeckoe neyeHme — yaanHeHmne KoHeyHocten (beapo nam 6egpo +
roJieHb)
* +15-20 cm
e Kim et al. J Bone Joint Surg (Br) 2012, 94B: 128-133.
* Donaldson et al. 2015, 12: 31-34.

* [OPMOH POCTa

* [NepBble 2 roga nevyeHums:
* +2,2 cm (Tanaka et al. Endocr J 2003; 50: 69-75).
* +2,4-5,1 cm (Hertel et al. Acta Paediatr 2005; 94: 1402-10).
* KOHEeYHbIN pocCT:
* +3,5 cm (myK) (Harada et al. Eur J Pediatr 2017; 176: 873-879).
* +2,8 cm (keH) (Harada et al. Eur J Pediatr 2017; 176: 873-879).
* Cynpadumsnonornyeckme no3bl
* Puckn?



[laTOoreHeTHM4YecKaa Tepanua

Bocoputug, (BioMarin)
peructpauua EMA, 26.08.2021

CXema curHanbHbix nyten: Lorget et al. Am J Hum Genet. 2012; 91: 1108-14.



recifercept (Pfizer) [NaToreHeTnyeckan TePannA TransCon CNP (Ascendis Pharma)

¢da3zall ¢da3za ll

5 Bocoputug, (BioMarin)
n
infigratinib (BridgeBio Pharma) y \ : peructpauusa EMA, 26.08.2021
daza ll -

CXema curHanbHbix nyten: Lorget et al. Am J Hum Genet. 2012; 91: 1108-14.



S W Once-daily, subcutaneous vosoritide therapy in children
- with achondroplasia: a randomised, double-blind, phase 3,
placebo-controlled, multicentre trial
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M) Check for updates
BRIEF COMMUNICATION
Safe and persistent growth-promoting effects of vosoritide
in children with achondroplasia: 2-year results from
an open-label, phase 3 extension study

Ravi Savarirayan (3' ¥, Louise Tofts?, Melita Irving®, William R. Wilcox®, Carlos A. Bacino®, Julie Hoover-Fong®, Rosendo Ullot Font’,
Paul Harmatz®, Frank Rutsch’, Michael B. Bober'®, Lynda E. Polgreen'’, Ignacio Ginebreda'?, Klaus Mohnike'?, Joel Charrow'?,
Daniel Hoemschemeyer'®, Keiichi Ozono'®, Yasemin Alanay'’, Paul Arundel'®, Yumiko Kotani'?, Natsuo Yasui'®, Klane K. White®,
Howard M. Saal?', Antonio Leiva-Gea??, Felipe Luna-Gonzalez*?, Hiroshi Mochizuki?®, Donald Basel**, Dania M. Porco®®, Kala Jayaram?®,
Elena Fisheleva®®, Alice Huntsman-Labed®® and Jonathan R. S. Day*®

Genet Med. 2021 Aug 2: 1-5. Epub ahead of print.
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Bocoputna,. YBennyeHune CKOpoCTh POCTa

Study 111-901
(Baseline Observation)

Study 111-301
{Randomized Placebo Controlled)

Study 111-302
(Open Label Extension)
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Baseline Week 26 Week 52 Week 78
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Placebo/Vosontide:

mpmm \osoritide (15 pg'kg)
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Week 104

47

Genet Med. 2021 Aug 2: 1-5. Epub ahead of print.



Bocoputna. YmeHblueHne gucnponopunm
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Genet Med. 2021 Aug 2: 1-5. Epub ahead of print.



Stable Mean Increase in AGV of 1.35 cm/Year after 60 Months of Treatment
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Hoover-Fong et al: Presented at the ACMG Annual Clinical Genetics Meeting: April 13-16, 2021



Bocoputna. aHHble no 6e3onacHOCTH

1o 2 HoAbpAa 2020 r 3apuKcmpoBaHo 14 cepb3Hbix HA, HM 0AHO N3 KOTOPbIX HE Bbl/I0 CBA3aHO C
le4eHnem BOCOPUTUO0M.

¢ Cepbe3Hb|e HA, Ha6!1I-O,£I,aBLIJM€CFI B Xo4e nccnenosaHuA, 6bi21M CBA3aAHbI C:

* C AETCKUMU UHPEKLMAMMU U UHTEPKYPPEHTHLIMW YacTbiMK 3a60/1€BaHUAMMU, HE CBA3AHHbIMM C NeYEHUEM
BOCOPUTUOM.

* CXUPYPrMYECKMMMN BMELLATENICTBAMMU.

* M3ameHeHuns apTepuasibHOro AasneHuna 6blIIn ymepeHHbIMU, NPEXOAALLNUM N He TpeboBanu
CNeuvasibHOro JIe4YeHus.

* He 6b1210 COOOLWEHNIM O PEaKUUAX TMNEePCEHCUTUBHOCTU CBA3AHHbIX C BOCOPTUAOM.

* 3a cneaywmn rog HabatoaeHUA HOBbIX AaHHbIX O NPobaem ¢ 6e30MacHOCTbIO He BbISIBJIEHO



PacyeTHbIN 3PPEeKT OT 1e4eHnA BOCOPUTUAOM MPU aXxOHAPONAA3UN

MNPW CoXpaHsoLEeMca YCKopeHun pocta +1,5 cm/roa,

+15-20 cm
(xvpypruyeckoe
neyeHue)
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BRIEF COMMUNICATION
Safe and persistent growth-promoting effects of vosoritide

in children with achondroplasia: 2-year results from [TOKa He nony4yeHbl AaHHbIe:
an open-label, phase 3 extension study

* KOHEYHbIN POCT

2drirer g TTIYrie resuie ime sWusidinieud Srrdiisenmmerie. v srereLdi
growth, with clinically and functionally beneficial consequences. ¢ ,D,pyl'l/Ie KIMHN4YeCKune I'IpOFI B/1IeHUNA
Due to the inherent variability of growth and the lesser magnitude
of the pubertal growth spurt in children with achondroplaisa, aXOH,ﬂ.p()rlfla3l/1|/1 (npO(I)MﬂaKTM Kd
these longterm effects will only be known once these children v
The extension study reported here will also provide answers to
whether vosoritide treatment will decrease the medical complica- NCTO4554940)
tions associated with achondroplasia, and improve functional
outcomes. The study wil collect data on other health measures, °* KAYeCTBO XXU3HU

such as quality of life and inddence of expected complications,
and these will be compared with registry data from untreated age-

matched children with achondroplasia. This study will have the ¢ ,£I,OJ'I I'OCpO‘-IHbIe |_|060L|Hb|e 3(|)C|)eKTbI
ability to detect if there are any long-term adverse effects of

itide th , and the effect of this th ubertal Y Y
et i ey on b * POCT y AeTeii 0 2 NeT (neueHue AeTel

oT 3 mec go 5 net - NCT03583697)

Genet Med. 2021 Aug 2: 1-5. Epub ahead of print.



AxoHApoONNa3nA. RpUTEPUN ANATHOCTUKM

e [lucnponopumoHanbHaa HU3KOPOCAOCTb C PU3OMENNYECKUM
YKOPOYEHNEM KOHEYHOCTEN

<+

* MoneKkynsipHo-reHeTnyecKas sepudmnkauma (mytauma B reHe FGFR3):
* >97%
- ¢.1138G>A: p.G380R
* KpanHe peakKo:

» ¢.1138G>C: p.G380R, c.1123G>T: p.G375C, ¢.1130T>G: p.L377R, c.835A>C: p.S279C,
c.473G>A: p.R158G, c.649A>T: p.5217C, c¢.1031C>G: p.S344C, c.1037G>A: p.G346E,
c.1043C>G: p.S348C, c.1181C>A: p.T394K



Bocoputna. Kputepmm HazHa4yeHuUA

Kputepmnmn HasHavyeHUA
* MoneKkynsipHO-reHeTUYEeCKN NoATBEPHKAEHHbIM ANArHO3 — MyTauuu B reHe FGFR3
* lMaumMeHTbl C axoHAponaasmen ctapuwe 2 ner.
* KoCTHbIN BO3pacT <14 nety ManbumMKoB 1 <13 neT y AeBOYEK.

[ToKa3aHuA K npeKkpaweHno 1e4eHnA
* CkopocTb pocTa < 1,5 cm/roa nnu 3akpbiTMe 30H POCTa

[l03a u meTo4, BBeAEHUA
15 mKr/kr, n/K, 1 pa3/aeHb

OueHKa 3¢ddheKTUBHOCTM B NMPOLLECCE NeYEeHUA
* M3meHeHue SDS pocTta (ASDS pocTa)

e OueHKa poCcToBOro NPorHo3a: nameHeHue SDS pocTa Ha AaHHbIN XPOHONOTMYECKUIN BO3PaACT
(XB) no oTHOWeEHUIO K KOCcTHOMY Bo3pacTy (KB) :
ASDS pocTa,g / ASDS pocTa,,

* OueHKa nponopuuit: SDS BepxHero cermeHTa / SDS HUXKHEro cermeHTa



Bocoputna,. Ronmyectso naunmeHTos B PO

e OKono 200 (oueHKa papMKOMMNAHUM NO AAHHbIM
nauneHTCKoro coobulecTtsa)

* CtommocTtb 1 rogoBoro Kypca npenapata 26 672 880
pybnewn c yuetom 20% HAOC

* CrommocTtb nevenuna 200 naymentos —5 334 576 000
pybnein B roa,




