Iepekaaa yKpaiHCbKOK MOBOIO, ABTEHTHYHICTH $IKOIO nigTeepakeHa 3asiBHMKOM a0o iioro
YNOBHOBAXKEHOK 0c00010, iHCTPYKUIi MPO 3aCTOCYBAHHS JikapcbKoro 3acody abo indopmauii mpo
3aCTOCYBaHHs JIKapCbKOro 3acoly, 3aTBepIKeHol BIAMOBIAHO 10 HOPMATHBHHX BHMOI KpaiHH
3asiBHuKa/BupoGHuka a0o KpaiHM, pery/siTOpHHI OpraH SIKOI KepYETbCSl BHCOKHMH CTaHIapTaMH
SIKOCTi, 1[0 BiAMOBIJAOTHL CTaHAApTaM, pekomenaoBanum BOO3, Ta/abo 3rizHo 3 pesy/ibTaTamH
KJIIHIYHHX BUupoGyBaHb, 3acBiluenHuii MIMHCOM YNMORHOBAXeHOI O0COOM, WO BHCTYNA€ BiA imMeHi
3asiBHUKA

10 Peectpauiiinoro mocigyenHst Ne
Haka3 MO3 Ne BiJ p.

¥ 1leif MeQM4HUHA MPOIYKT € MPEAMETOM JOJATKOBOTO MOHITOPHHTY. Lle J03BOJHMTL UIBUIKE BCTAHOB/ICHHA
HOBOI iH(popMarii mozxo Ge3meqHocTi. PaxiBIiB OXOPOHH 30POB’s TPOCATH TOBIIOMJIATH TpO MOGIYHI peaki,
11O ITiO3PIOIOTHCS.

1 HA3BA MEJUYHOI'O ITIPOJAYKTY

Tpancnapsa 125 Mr rpaHy.Id i OpaibHOT cycreH3ii
Tpascnapta 250 Mr rpaHy/u Juis OpaibHOT cycneHsii
Tpancnapsa 1000 Mr rpaHyu Juis OpaibHOT cycreHsii

2. SIKICHMW TA KUIbKICHHHA CKJIAJT
Tpaxcnapua 125 Mr rpasyJiu Juis OpaibHOT cycreH3ii
KosxeH makeT MiCTUTh 125 Mr aranypeHa.

Tpancnapha 250 Mr rpaHyJd TS OpalbHOI CyCIIeH3il
Koxen nakeT MicTuTh 250 Mr aranxypeHa.

Tpaucnapua 1000 Mr rpadyiu Ui OpalbHOT cycneHsit
Koxen naket mictuth 1000 Mr atainypeHa.

[ToBHHMIi epeiK T0MOMDKHIX PEYOBHMH HaBeeHUH y posini 6.1.

s 8 JIIKAPCBKA ®OPMA
['paHyM [J1s OpaIbHOT CyCIEH3i1.
["panysu Gis0ro 0 NPaKTHYHO Gi70ro KOJIBOPY.

4. KJIHIYHI OCOBJIMBOCTI

4.1 TepaneBTHYHI IOKa3H

TpaHciapHa NMpU3Ha4eHa Ul JIKyBaHHs M’'s30BOi AucTpodii JliolmeHHa, mo € HACJIiJTKOM HOHCEHC-
MyTaii B AMCTpOdiH reHi y XOASYMX MallieHTIB y Billi Bil 5 POKiB Ta cTapiue (mue. po3ain 5.1). Jlns He
XO/YUX Malic€HTIB eeKTUBHICT HE [TOKa3aHa.

[IpUCYTHICTh HOHCEHC-MyTaLii B TUCTPOQIH reHi HEOOXINHO BU3HAYATH FEHETUHUM aHajizom (po3ain
4.4).

4.2 Jlo3yBaHHs Ta CNOCI0 3aCTOCYBaHHS

JlikyBanns TpaHCTapHa MOBHHHO PO3MOYMHATHCE JIMLIE IIATOTORJICHHM JaikapeM i3 JIOCBIIOM
nikyBaHHs M’ 130801 quctpodii JromenHa/bekepa.

J{o3yBaHHS y

AHaJTypeH ClijJ puiiMaTH OpaabHO KOXKHHUH JIeHb, TPhOMA J103yYBaHHAMA.



[Tepmy mo3y ciia nmpuiimMati BpaHLi, ApYry — HOMOIYIHI, a TPETIO BBe4epi. PekoMeHoBaHi iHTepBau
A03yBaHb CTAHOBJIAThL 6 TOJMH MiX J03aMU BpaHLi Ta MOMOIYIHI, 6 FOAWH MIX J03aMH IOMOJIYIHI Ta
BBeuepi Ta 12 roJIMH MiX BEYipHBOIO 03010 Ta MEPLIOK 10300 HACTYITHOIO JHS.

PexomenioBana no3a ctaHoBHTL 10 MI/Kr Bard Tina BpaHui, 10 Mr/Kr Bard Tina nonoayasi a 20 Mr/kr
RAry Tina BBeuepi (3araibHa 1060Ba 103a 40 MI/Kr Baru Tija).

Tpancnapua npononyetbes B makerax mo 125 wmr, 250 mr a6o 1000 mr. Jlani B Tabauui HajgaHa
iHopmallis 1Mpo Te, MakeT 3 SKUM BMiCTOM BHKOPHUCTOBYBATH ISl TIPMTOTYBAHHS PEKOMEHIOBAHOT
JI03H, BUXO/ISTYM i3 MK Bard Tina.

Me:xi KinbkicTh nakeriB
Baru Panok IHonoayani Beuip

125 250 1000 125 250 1000 125 250 1000
(xr) Mr M Mr Mr M Mr Mr Mr mr

NaKeT | MaKeT | MAKeT | mMaKeT | MaKeT | makKeT NaKeT | NaKeT | makKer
12 14 1 0 0 1 0 0 0 1 0
15 16 1 0 0 1 0 0 1 1 0
17 20 0 I} 0 0 1 0 0 | 0
21 23 0 1 0 0 1 0 1 1 0
24 126 |0 1 0 0 1 0 0 2 0
27 31 0 1 0 0 1 0 1 2 0
32 |35 1 1 0 1 1 0 1 2 0
36 39 1 1 0 1 1 0 0 3 0
40 44 1 1 0 1 1 0 1 3 0
45 46 0 2 0 0 2 0 1 3 0
47 ) 0 2 0 0 2 0 0 0 1
56 62 0 2, 0 (0] 2 0 0 1 1
63 69 0 3 0 0 3 0 0 1 1
70 78 0 3 0 0 3 0 0 2, 1
79 86 |0 3 0 0 3 0 0 3 1
87 93 0 0 1 0 0 1 0 3 1
94 105 {0 0 1 0 0] 1 0 0 2
106 | 111 | O 0 1 (0] 0 1 0 1 2
112 [ 118 | O il 1 0 1 1 0 1 2
119 | 125 | 0 1 1 0 1 1 0 2 2

3ampumka abo nponyugenns 003y8anis

SIKio 3aTpuMKa B IpUAMaHHi aTalypeHa CTAHOBUTB MEHIIIE 3 TOAMH MiC/IA BPaHillHbOT aG0 MOJTyAeHHOT
1034 abo MeHIe 6 TO/MH MIC/s BeYipHBOT J03H, CITiJl IPUHHATH 103y 6e3 3MiHM HACTYMHOTO rpadiky
J03yBaHb. SIKIIO 3aTpUMKA Y NPUAMAHHI aTalypeHa CTaHOBHTb Oiblue 3 TOIMH Mic/s BpaHilIHbOI a60
MOJTyA€HHOI 1034 abo Oinbine 6 roJuH Mic/is BEWipHBOI JO3H, HE CJiA MpuiiMaTu 03y, Ta MalieHT
TIOBUHEH MOBEPHYTHCh 10 3BHYaHHOro rpadiky no3yBaHb. 3a MpOIMYIUCHHsS N03yBaHHs NALi€HT He
MOBMHEH NpUHMaTH TMO/BiKHY abo MiABMINEHY 103y. BaxMBO HOTpUMYBAaTHCh MpaBMIIBHOI JO3M.
[IiABHIIEHHA 1034 BIIHOCHO PEKOMEH/I0BAHOT MOXKE CYIPOBO/DKYBATHCh 3HMKEHHAM e(DeKTUBHOCTI.

Ocob6auBi monysIii

Jlimui moou
Jloci He BcTaHOBJIEHO Oe3MeuHicTh Ta eheKTUBHICTE aTalypeHa y nauwwy:mm 65 poxus Ta CTapIIUX

(W8

(muB. poznain 5.2).

Iopywennsa @ynxyii Hupox
besnevnicTh Ta eeKTHBHICT aTalypeHa y MalieHTiB i3 nopyme ‘
(nuB. po3ain 4.4).




Iopywenns (pynxyii nevinku

M nauienTie i3 crabkuMu, NOMipHEMHE a0 BaXKKMMH ITOPYLIEHHAMH QYHKIIT eYiHKH HeMae notpedu
B KOpUI'yBaHHI 103yBaHb (1uB. Po3ain 5.2).

Ileoiampuuna nonynayis

He Bcranosneno GesneunicTs Ta eeKTHBHICTD aTallypeHa Juis AiTell BiKOM Bix 6 Micsuis 10 5 POKIB.
JlocTynHi nawni RijicyTHi.

Crnocib 3acTocyBaHHS

Tpancnapna cnifi npuiMaTh OpaibHO IiC/s NepeMillyBaHHA 1i 10 CTaHy CyCIeH3ii y piauni abo y
HanmiBpiakii Dki. [TakeT ciin BigkpuBaTH mig €ac NpUroTyBaHHs M03yBaHHS. BMict KO)KHOFO MaKeTy
HEoOXiHO 3MimaTH i3 He Menme 30 M1 piguHU (BOJa, MOJIOKO, GPYKTOBHIA cik) aGo i3 3 cTOIOBUMH
JIOKKaMH HamiBpiAKol ki (Horypt aGo a6myHeBnit coyc). Ilepen 3acTOCYBaHHAM MPUIOTOBIEHY 03
HeoOXinHO 100pe mepemimaru. KinekicTs pimmnam aGo HamiBpigkoi ki Moxke 6yTu 36iiblueHa B
3aJIEXKHOCTI BiJ| ynono6anp nauienta. ITamieHTn NOBUHHI BXXUTH OBHY J03Y.

[HCTPYKWIT 1010 BIATBOPEHHS MEAHYHOTrO MPOAYKTY Mepe/l 3aCTOCYBAHHSIM HaBEeH B po3aiii 6.6.

4.3 IIpoTunoka3anus

l'inepuyTimeicte 10 akTHBHOI cyOcTaHwii abo 10 Gyab-9KOi MOMOMIKHOI pedoBMHH i3 Mepeiky,
HaBEJIEHOr0 y po3ifi 6.1.

OnHovacHe 3aCTOCYBaHHA BHYTPIIIHLOBEHHUX aMiHOMTIIKO3UAIB (uB. po3inu 4.4 Ta 4.5).

4.4 OcobuBi nonepeKeHHs! TA 3aCTEPe/KEHH 010 3ACTOCYBAHHS

IMauienty 6e3 HOHCEHC-MyTallii

¥ nauieHTiB OCHOBHOIO MPUYHHOIO 3aXBOPIOBAHHS Mae GYTH IPUCYTHICTh HOHCEHC-MYyTaLil AUCTpodiH
TeHa, WO BU3HAYEHA FeHETHYHMM aHauizoM. [lauienTu 6e3 HOHCeHc-MyTalii He MOBMHHI OTpUMYBaHi
aTallypeH.

IopymienHs ¢YHKILT HUPOK
A5t mauienTiB i3 nopymeHHaM GyHKLIT HUPOK HEOOXiAHMI peTeNbHHIT MOHITOPHHT.

3MiHHU JiniHOro npodimo

OCKibKK NpH KJTiHIYHUX BHNPOOYBaHHSAX U JICKUIbKOX MALEHTIB CTIOBIMAMM PO 3MiHM JIiMiTHOTO
npodimo (MiIBUIIEHHS TPUTITILEPHAIB Ta XOJIECTEPUHA), Y NALlICHTIB 3 M’ A30B0I0 auctpodiro [romenna
Npy HOHCeHc-MyTauii (nmDMD), siki OTPUMYIOTH aTalypeH, peKOMEHIyeThCs IOPIYHUH KOHTPOJIb
3aranpHoro xonecrepuHa, LDL, HDL i TpuriinepuiiB abo 3a HeoOXiaHicTIO wacTilue, BiAMoBiAHO 10
KJTIHIYHOTO CTaHy MalieHTa.

[inepren3id i3 0JTHOYACHHM 3aCTOCYBaHHAM CHCTEMHHMX KOPTHKOCTEDOIIiB

Ockinbky NpH KJTiHIYHAX BUNPOOYBaHHAX U AEKIIBKOX MAILli€HTIB MOBiIOMIAIH PO TiNepTeH3ito npu
OJHOYaCHOMY 3aCTOCYBaHHI CHCTEMHHX KOPTHUKOCTepOidiB, mis nmDMD namieHTie, ski OTPUMYIOTh
aTalypeH OJHOYaCHO 3 KOPTHUKOCTEPOidaMH, PEKOMEHIYETBCS MOHITOPUHT CHCTOJIYHOrO Ta
JiacTONIYHOrO THCKY B IIOKOI KOXHI 6 MicauiB abo 3a HeoOXiaHicTio yacTime, BIAMOBIAHO 0
KJIIHIYHOTO CTaHy MalieHTa.

MoHiTopuHTr QYHKILIT HUPOK
OCKUIBKM B KOHTPOJIbOBAHMX JIOCITIDKEHHAX CIOCTEPIraiy MidBHINEHHS CepeiHix piBHIB KpeaTHHiHa
CHPOBATKH, a30Ty ce4oBUHHU B KpoBi (BUN) Ta uucrarina C, a1s nmDMD nauieHTiB, aKi 0TpUMYIOTH
aTanypeH, pekoMeHayeTbest MOHiTOpuHr BUN Ta nuctatina C koxui 6-12 Micsiis a6o 3a Heo6XiaHicTIO
4acTiie, BiAMOBIAHO O KIIHIYHOrO CTaHy MalieHTa.

[loTeHuiitHa B3aeMOIis 3 iHIIUMH MEIMYHHUMHM IPOIYKTAMH
HeoGxinna obepexHicTh pU 0JJHOYACHOMY 3aCTOCYBaHHi atajnypeHa iz M _x/mmmu npon
ingyxropamu UGT1A9 a6o cy6erparamu OATI, OAT3 a6o OATP1B3 (posmﬂ 4 5)




AMIHOTTTIKO3UIN

[TokazaHo, 10 amMiHOTTTiKO3MIM 3MEHIIYIOTh aKTUBHICTB aTanypeHa in vitro. KpiM Toro, 3HaiineHo, 1o
aTajllypeH [MiACWIOE HEPPOTOKCHYHICTL BHYTPIMIHFOBEHHHX aMiHOrIiKosuaiB. Cilig  yHUKaTH
3aCTOCYBaHHs LMX MEIUYHUX MPOIYKTIB OJHOYACHO 3 aTaaypeHoM (po3ain 4.3). OcKiabKH HEBiTOMHui
MeXaHi3M, 3a AKMM aTamypeH TMifiCUTIOe HePOTOKCHYHICTh BHYTPIMIHBOBEHHUX aMiHOITIKO3H/IB, HE
PEKOMEHYETBCS 3aCTOCYBAaHHS IHIIMX HEPPOTOKCHYHMX MEIMYHUX NPOIYKTIB PasoM 3 aTaaypeHOM.
SIKIO 1bOTO He MOXHA YHMKHYTH (HampHKIIaj, BAHKOMILIMH MpH JikyBaHHi MRSA), pekoMeHIy€eThCs
peTeNbHUI MOHITOPHHT QYHKLIT HUPOK (po3ain 4.5).

4.5 B3aemojisi 3 iHIIHMH MeIHYHHMH NPOJAYKTAMH Ta iHwi popmu B3aeMozii

AMIHOIIKO3HM/IH

ATalypeH He CIiJ BHKOPUCTOBYBaTH OJHOYACHO i3 BHYTPILIHHOBEHHHMH aMiHOIJIIKO3MIAMH,
BPaxOBYIOYH BUINAIKK Aernpecii QyHKIUii HUPOK, 1O CHOCTEPIranuch HpU KIiHIYHUX BUNPOOYBAHHAX Y
nauienTiB 3 nmCF (po3zin 4.3).

IlixBHIIeHHS KpeaTWHiHA CMPOBAaTKM BHHHKANO y Oekinbkox nmCF nauientis, mo opepikyBaim
aTalypeH Ta BHYTPIIUHbOBEHHI aMiHOTIKO3HIH Pa3oM 3 iHIIMMH aHTHGIOTMKAMHM MpPH 3arOCTpeHHI
MyKOBicuKa03a (kucTo3Horo ¢ibposa). ITinBMINEHHS KpeaTHHIHA CHPOBaTKM IPOXOAMIO B YCiX
BUMaJkax Oe3 MNPUMMHEHHA BBEJIEHHA BHYTPINIHBOBEHHHX aMiHOIVIIKO3M[iB, Ta NPUITHHEHHS abo
NpojoBXKeHHs 3acTocyBaHHs Tpancnapra. Lli mani miATBepIKYIOTh, IO OJHOYACHE 3aCTOCYBAHHS
TpancnapHa Ta BHYTpILIHBOBEHHHX aMiHOIJIIKO3MJiB MO MOTEHLIIOBATH He(POTOKCHUHHE e(eKT
amigornikosuiB. Tomy, 3a HeoOXimHOCTi IiKyBaHHS BHYTpINIHBOBEHHMMH aMiHOTIKO3HAAMH,
3acTocyBaHHs TpaHClIapHa CJiJ NPUITMHATH Ta MOHOBUTH 4epe3 2 JIHi Micis 3akiHYeHHsS MpUiAMaHHS
amiHornmiko3uziiB. EdekTd 0JHOYAaCHOrO BXMBAHHA aTalypeHa 3 IHIIMMHM He(POTOKCHYHHMH
MEIUYHUMHU NIPOAYKTaMH HEBIAOMI.

Y Takux BUNajAKax Jeriaparainis mMoxe GyTm nomatkoruM ¢axropom. [Ipu npuiitMaHHi ataqypeHa y
nainieHTa HeoOXiIHO NiATPUMYBATH aJeKBaTHY rigparauito (po3ain 4.4).

Bnnus inwux meouunux npooykmie Ha apmaKokiHemuky amanypena
Buxonsuu 3 pesynbTaTiB JOCHiIXKEHb in vitro, atamypeH € cyberpatom UGT1A9. OnnovacHe

3aCTOCYBaHHs piaMIlilKHa, MOTYXKHOro iHAyKTOpa MeTaGomiyHux ¢epmentie Bimouno 3 UGT1A9,
3MEHILye EeKCIO3MIiI0 aradypeHa Ha 29%. 3HayeHHS UMX pe3yabTaTiB Ul JIOJHHH HEBiJOMe.
Heob6xigna obepexHicT NpU OZHOYACHOMY BXKHMBAHHI atalypeHa i3 MeIMYHUMH NPOJAYKTaMH, IO €
ingykropamu UGT1A9 (Hanpukiaz, pihamiinuaom).

Bnnus amanypena na gpapmakoxinemuxy inuux MeOuyHux npooyKmie
Buxonsun 3 pe3yneTaTiB JOCHIIKEHB in vitro, aTanypeH 3aaTHuii inri6yeatn UGT1AO, opraHiuHHH
aHioHHuit Tpancroptep 1 (OAT1), opraiunmii aHioHHuii Tpancnoptep 3 (OAT3) Ta OpraHiyHui
aHiOHHMH TpaHcnopTytouuii nominentun 1B3 (OATPIB3). CyMicHe 3acTocyBaHHs anTapeHa 3
Miko(eHomaT MOGETIIOM y 3[0pOBHX CY0’€KTiB He BIUIMBAIO Ha EKCIO3MII0 HOro AKTUBHOIO
MeTabosita, MikodeHoniHOBOI Kucnotu (cydctpata UGT1A9). [Ipu cymicHOMY B:KHBaHHI arajypeHa 3
MeIHYHUMH NPOAYKTaMH, sKi € cyOctpatamu UGT1A9, Hemae notpebu y KoperyBanHi 103. Heo6xinna
00epekHICTh P CYMICHOMY BXKMBaHHI aTalypeHa 3 MEIMYHHMH NPOAYKTAMH, SKi € cyGCTpaTamu
OAT1 a6o OATPIB3, uepe3 pH3MK IiJBULIEHHS KOHLEHTpaUii LMX MPOIYKTIB (HampuKIan,
OCeJITaMHBIp, aUMKIOBIp, KanTomnpin, dypocemin, GymeraHil, BajicapTaH, NpaBacTaTiH, pocyBacTarTiH,
aTOpBaCTaTiH, MMiTaBacTaTiH).

5
HeoGxinHa oGepexHiCTh MpM CyMICHOMY BXKHBaHHI aTalypeHa 3 MEIMYHMMM IPOAYKTAMH, SKi €
cybcrpatamu OAT3 (nanpuxian, numpoduiokcauuH), oco6auBo i3 cyberparamn OAT3 i3 BY3bKHM
«TEparneBTUYHUM BIKHOMY». Y KIIHIYHOMY JOCTIKEHH] €KCITO3MLIiA 10 uunpodmoxcauuﬂa Oyna Ha 32%
BHIIE B NPUCYTHOCTI aTalypeHa. B iHIIOMY KJIiHIY4HOMY JOCITIKEHH] eKc qu_ is a;li‘,a,aeq)ompa Oyna
Ha 60% BuIle B IPUCYTHOCTI aTanypeHa. HeobXigHa oGepexHicTs npu cyMwHﬁay B)KHBaHHl a peHa
3 aeoBipOM. »




Buxozsun 3 pesynbratiB gociiiKeHb in vitro, He cli O4iKyBaTH, w10 atanypeH Oyzae iHriGyBaTtu
TPaHCIIOPT 4epe3 p-gp Ta MeTaboli3M 3a yyacTio uuroxpoma C. AHAIOTi4HO, HE BBAKAETHCSH, IO
arajypeH in vivo Oyje iHIyKTOpoM i3odepMeHTiB uuToxpoma P450.

CyMmicHe 3acTOCYBaHHA KOPTHKOCTEPOIZiB (ned1a30kopT, npeani3on a6o NPEIHI30JI0H) 3 aTalypeHoM
HE BIIMBAE Ha KOHLEHTpawii atamypeHa B miasmi. [Ipu cymicaomy 3aCTOCYBaHHI KOPTHKOCTEPOIMiB 3
aTaJlypeHOM HE CIIOCTEPIraeThes KIIHIYHO 3HAYYIIMX 3MiH KOHLEHTpaLiii KOPTUKOCTEPOIAIB B IL1a3Mi.
Li nani He cBiguaTh NpO CYTTEBY MiKAPCHKY B3aEMOMIIO Mik KOPTHKOCTEPOIZlaMH Ta ataaypeHoMm, i
KOpETyBaHHs iX JI03 He NOTpiGHE.

Menuuni nIpoAyKTH. 110 BILIMBAIOT HA P-TITiKOMPOTEIHOBHMI TPAHCIIOPT

ATanypeH in vitro He € cyGCTpaTOM IS p-IJKONPOTEIHOBOrO TpaHCNopTy. MajloiiMOBipHO, 1[0 Ha
(apmakoKiHeTHKY araqypeHa BIUTHBAIOTH MeJUYHI NPOAYKTH, WO iHriOYIOTH p-IJIiKONpPOTETHOBHIA
TPaHCIIOPT

4.6 ®epTHILHICTL, BATiTHICTD TA JaKTaLis

BarirtHictp

Hemae apexBaTHMX JaHMX MO BUKOPHUCTAHHS aTalypeHa Y BariTHUX JKiHOK. JlocnikeHHs y TBapuH
TIOKa3a/li penpoyKTUBHY TOKCHYHICTb JIMIIE MPH 032X, IO € TOKCHYHUMH IS marepi (po3min 5.3).
Sk 3axin nomnepeKeHHA PeKOMEH/IYEThCS YHUKATH 3aCTOCYBAHHS aTajlypeHa I1py BariTHOCTI.
[oyBaHHS rpyyi0

Heeinomo, um  BHBOgMTbCs  aramypen/meraGomit B TpyOAHE  MONOKO.  BimmopimHi
(hapmakoaMHAMIYHI/TOKCHKOJIOTI4HI faHi JUIA TBApHH MOKAa3ai¥ BUBEICHHS aTtaiypeHa/MeTaboiTiB B
MOJIOKO (po3ain 5.3). He MOXKHa BHKJIIOUHTH PH3HK /11 HOBOHAPOKEHUX/ I TE.

[Ipu ntikyBaHHi aTamypeHOM rofyBaHHs IPY/UTIO CJIi IPHIHHATH.

DepTHIIBLHICTh
3a He KITIHIYHMMH JaHUMH CTaHIapTHOTO JOCIiKEHHS bepTHIBHOCTI Ha camusAX i camkax LIypiB He

BCTaHOBJICHO HeOE3MeKM UL JIFOJUHH (po3.ia 5.3).

4.7 BiuiMB Ha 31aTHICTH 10 KEPYBaHHSA ABTO T2 BUKOPHCTAHHS TeXHIYHAX 32C06iR

Brume aranypena Ha 31aTHiCTB 10 KepyBaHHS aBTO, MOTOLMKIA ab0 Ha BUKOPUCTAHHS TEXHIYHUX
3aco0iB He Aociimkena. IanienTH, sKi BiI4yBalOTh 3amaMOpPOYCHHS, MOBHHHI Oyt obepexHUMH NpH
BOJIIHHI aBTO, MOTOLIMKJIA a00 Ta BUKOPHCTAHHI TEXHIYHUX 3aCO6iB.

4.8 Hebaxani edpextn

Pestome mpodino 6esneku

[Ipo¢ine Ge3nexn aTanmypeHa rpyHTYeTbCS Ha y3aradbHEHHX IAHHX IBOX PaHIOMi30BaHMX, MOABIHHUX-
CJIMMX, Tale60-KOHTPOILOBAHUX 48-THIKHEBHX M0CIiKEHD, 110 npogejieHi 2aragoM y 232 mamieHris
YOJIOBI4OT cTaTi i3 M’s30Bo0 aucTpodiro JroeHHa (nmDMD), mo BUK/IMKaHA HOHCEHC-MYTALEIO,
AKMX JIKYBaJldi PEKOMEHIOBaHUMHU 103aMU 40 Mr/Mr/meHs (20, 10, 20 mr/kr; n=172) a6o go3oro 80
mr/kr/nenb (20, 20, 40 mr/kr; n=60) y nopiBHAHHI 3 IPyIO0 M1aIe60 (n=172).

Haiinoummpeninmmy  noGiuaumu  peakuismu y 2 M1aLebo-KOHTPOIBOBAHUX  JOC/TIKEHHAX OYIIH
OmoBoTa, Aiapes, Hy10Ta, FOJOBHHI 6inb, Gilb y BEpXHi# IiIsAHLI )KUBOTa Ta METEOPU3M, 1110 BUHHKAJIH
Y = 5% BCiX malieHTiB, NpoNiKoBaaHUX aTaqypeHoM. B 060X pocmimkennsx 1/232 (0.43%) marienTis,
MPOJIIKOBAHUX aTallypeHOM, MPUIMHKIN JOCTiKEHHA uYepe3 noGivYHy peakIiro 3akpimy, a B rpymi
nnanebo 1/172 (0.58%) nauienTiB NpUNHHWIA JTiKyBaHHA depes MOGIYHy peaKIilo MporpecyBaHHs
XBOpOOH (BTpaTa 34aTHOCTI XOIHTH).

[To6iyni peakwii 6y 3a BaxkicTio, B 1iToMy, crnabkumu a6o MOMIPDHUMH; Y UMX 2 JOCHiUKEHHAX He
Oy/0 MoBifOMIEHb MPO MOB’s3aHI 3 JKYBaHHAM CEPHO3HI MOGIUHI ABMIIA y INaui€eHTiB, TIKOBaHMX
aTallypeHoM.

TabynboBanuii mepenik noOiUHUX peakiiiii y. Qg
¥ . . was . P LS T N
VY Tabmuui 1 npeacrasieHo nobivxi peakull y mamieHris i3 anMD;-/npomxosanu::peKOMeH

Ao6oBoro 103010 40 MI/Kr/meHb atanypeHa y 2 nnaue6o-K0HTﬁ" MHOBAHUX JOCiKEHHS
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peaxiiii, mpo AKi MOBiZOMJIsUM y > 1 MallieHTa B rpyni 40 Mr/kr/feHs 3 GUIBIIO0 4aCTOTOIO, HIK B Tpymi
manebo, MpeAcTaBICHO 3a MedDRA KjacaMd CHCTEM OprasiB, TepMiHaMH Ta 4acTOTOIO. Yacrtora B
rpynax BU3Ha4eHa 3a 3acTyHUM MPUHLMIIOM: yXKe nomwperi (>1/10) Ta nowmpesi (>1/100 o <1/10).

Ta6muus 1. Tlo6iuni peakuii, mpo ski moimommmn y >1 mauieHTis i3 nmDMD, nposiKoBaHHX
aTamypeHoM, 3 4acTOTIO GiNbIIOK0, HiX B rpymi miane6o, B 2 mianedo-KOHTPOIbOBAHAX JOCTiKEHHAX
(y3araqpHCHHI aHani3)

Knac cacrem oprasis Jyxe IMommupeni YacroTa HeBigoMa
NomMpeHi

TTopyuieHHst MeTabomi3My i 3HUKEHHS alleTuTy, 3MiHH JIiMiAHOTO

TpaBJICHHS rinepTpuUriinepiaemis npodimo (MiaBUILEHHA
TPHUIJIILEPHUIiB Ta
XOJIeCTepHHA)

TopyieHHs 3 60Ky HEPBOBOI [onoBHuUit 61716

CHCTEMHU

CyOvHHI IOpYLIEHHS [inepreHsis

PecnipaTopHi, TopakanbHi Ta Kaiuesns, HOCOBa

MeIiacTHHAJIbHI IOpYIIeHHs KpOBOTEYa

[111yHKOBO-KHUIIKOBI NIOPYLICHHS bmoBora Hynora, 6ie y BepxHii

JiIAHII )KUBOTA,
METeOpH3M, TUCKOMPOpPT
y KHBOTI, 3aKpiIl

ITopyiueHHs 3 GOKY IIKipH Ta EpuTeMaToO3HUI BUCHUII

I IIIKi pHIX TKaaHUH

M’ 130BOCKEIETHI [IOPYLIEHHS Ta Binb y KiHIIBKaX,

nopyIIeHHs 3 60Ky TO€IHYBAIbHOT M’ I30BOCKEJIETHHUIT O11Tb y

TKaHUHU rpyIsix

[TopymieHHs 3 00Ky HAPOK Ta [emarypis, eHype3 3MiHH OKa3HUKIB

CEeYOoBOTO MiXypa GbyHKLIT HUPOK
(i qBULIEHHS
KpeaTHHiHa, a30Ty
CEYOBHMHHM Y KPOBI,
nucratina C)

3araipHi MOPYIIEHHS Ta CTaH lineprepMis, 3HIKEHHS

MicClIs BBEIEHHS Baru

VYV 48-TH>KHEBOMY BiJKPHUTOMY PO3LIHPEHOMY nocmipkeHHi y mauienTie i3 nmDMD (xonsuux i He
xonguMx) TMOKa3zaHo MNoAiGHHI Mpodins Oe3neKu. JlaHi BHMBYEHHS JIOBrOTPHUBAJIOL 6e3meuHoCTi
HEOCTYIIHI.

Onuc oKpeMUX MOOIYHMX peakiliil (aHoManii 1abopaTopHUX aHasi3iB)

Jiniou cuposamxu

[Ipu paHI0OMi30BaHOMY, IUI1aLE00-KOHTPOJILOBAHOMY pocaimkeni nmDMD BHXiaHI cepeHi 3HAYEeHHS
3araybHOro XOJECTepHHAa Ta TPUIiuepuaiB Oymu y HOpMi Ta MiIBUIIYBAINCE, JOCATAl0ud BKpai
BUCOKMX 260 BUCOKMX 3HadyeHb. PiBHi HiMigiB 3cyBamMCh Bil BUXIJHMX HOPMAJbHUX JI0 BHMCOKHX
(BUIMX 32 BEPXHIO MEXY HOPMHU) Ha THIKICHb 48 Tpoxu Oliblue y Mali€HTIB, 0 OTPUMAIH aTalypeH,
MOpPiBHSAHO 3 THUMHM, SKi OTPUMYBAIM mnane6o (3araiphmii  xomectepud 15.1% mopis. 6.1%,
tpurainepuad 21.1% nopiB. 13.4%, BiamosiaHO). VY JociiuKeHH] Oyna TeHaeHLis m0 crabimizauii
OKA3HUKIB, 1 HaJaJli BOHU HE IiJBUIIYBAIUCh IIPH MPOIOBXKEHHI JTIKYBaHHS.

Tecmu pyHKyii HUPOK
[Ipy  panJOMi30BaHOMY, IUIaLeb0-KOHTPOJILOBAHOMY JOCTI/DKEHHI  CIIQCTEpPiranoch — HeBEUKeE

P
S

M IBMIIEHHS cepe/IHiX 3Ha4YeHb KpeaTnHina cuposatki, BUN Ta uuctatipg €. Y meCtipKenni cnod /
P/ D e AN

6yna TeHpaeHUis A0 cTabimizauil MMOKA3HUKIB, 1 HaJajli BOHHU HeE Hiﬂﬁmﬁ@anncbﬁp 111pOIIO
JTiKyBaHHA. 1</




[ToBiOMJIEHHS PO MiI03prOBalbHI M06i4HI peakuil

Ba)KIMBO MOBLIOMJIATH TPO MOOIuHi peawuii Mmicas peecTpailii MEIMYHOrO MPOAYKTY. Ile mo3Bouse
IIPOJOBKUTH MOHITOPHHI OalaHCy KOPUCTH/PU3HK MEIMYHOrO MPOIYKTY. daxiBLiB OXOPOHHU 30POB’ s
IPOCATH MOBiOMIISTH NPO NOOi4Hi peaxilii, IO MiJ03PIOIOTECH, YEPE3 HaliOHAJIBEHY CHCTEMY Harjsiiy
(Homatok V).

4.9 IlepenosyBaHHs

V 310poBUX J0OPOBOMBLIB, AKI OTPUMAIH OJMHHYHY OPAIbHY 103y 200 Mr/kr atatypeHa, BUHHKaIA
TPaH3UTOPHi CUMIITOMH TOJIOBHOTO OO0, HYIOTH, 6IFOBOTH Ta jiapel. Y 1ux ocib He crocTepiraiuch
cepiio3Hi moGiuHi peakuii. Y BUMaJKy MiZO3pH Ha Mepeo3yBaHHs, CIIijl BXXUTH MiATPUMYIOUi MEAHUYHI
3aX0/IM, BKJIIOYHO 3 KOHCYJbTalli€o (axiBiis Ta YBaOXHHM CIIOCTEPEKCHHAM 3d KJTiHIYHUM CTaTyCOM
nauieHra.

-8 ®APMAKOJIOTTYHI BIACTUBOCTI

5.1 ®apmMaKoJUHAMI4Hi BJIACTHBOCTI
(dapmakoTepareBTHYHa rpyna: [Hii 3aco0H, O 3aCTOCOBYIOTECA TPH [IaTOJIOTiAX OINOPHO-PYXOBOroO
anapaty, ATC kox M09AX03

MexaHi3Mm mii
Homncenc myrauis B DNA npu3BoJuTh A0 nepeyacHoi 3ynmuHKM Kofona B mRNA. Taka mepeayacHa

3ymuEKa KojoHa B MRNA BHK/IMKAa€ 3aXBOPIOBAHHA {epe3 TPUITMHCHHA TpPaHCIALIT 11 yTBOPCHHA
GiIKy 3 MOBHOIO IOBXHHOK. ATalypeH CIpHIE pi6ocomHoMy mpoBeleHHI0 B mMRNA, mo MICTHUTB
TaKuil KOJOH, MPU3BOAAYH JI0 YTBOPCHHA MOBHOLIIHHOTO OUIKY.

dapmakonuHamiyHi eheKTH

Hek/TiHiuHi eKCrIepUMEHTH in Vitro i3 KIITHHHMMHU aHajli3aMH HOHCEHC MyTauii Ta 3 TM9UHKaMu pub B
pO3YMHI aTalypeHa [OKasalH, WO aTalypeH poGUTH MOXJIMBUM PpiOOCOMHE MNPOBEACHHA 32
J3BOHMKOBMM  (imBepToBaHa-U ¢dopma) B3a€MO3B’A3KOM, 3aJIEHKHO Bii KoHueHTpauii. IcHye
NPHITYIIEHHS, 10 A0303aIeXHICTb in Vivo MOXKE TaKOK MaTH I3BOHUKOBY dbopmy, ane naHi in vivo ayxe
oOMexKeHi, 1106 miaTBepAuTH Lo rimotesy uis nmDMD B MOJIeJli Ha MUIIAX Ta Y JIOJUHHU.

HekliHiyHi eKCEPUMEHTH in Vitro TiATBEPAMIH, IO A MaKcHMaJlizalii aKTMBHOCTI MOxe OyTH
Ba)KJIMBA TpHMBAJAa EKCIIO3MIIiA aTalypeHa, Ta IIO BIUIMB aKTUBHOI cyOcTaHUii MmOJ0 MepeayacHo
3yIIMHEHOro KOJIOHA € LIBU/KO 3BOPOTHIM ITiC/Is BiZIMiHH aTajypeHa.

KriniyHa edekTHBHICTD Ta Ge3reka

Edextupnicts Ta Ge3mexy TpaHcnapHa OLIHIOBANH Y 2 PaHJOMi30BaHHMX, Mialeb0-KOHTPOIbOBaHHX
nocimkennsx mpy nmDMD. OCHOBHOIO KIHLEBOIO TOYKOIO e(eKTUBHOCTI B 000X BHUIPOOYBaHHAX
6yna 3mina Jucranuii Xoau 3a 6 xpumuH (6MWD) na Twkaenb 48. [HIIMMH KIHUEBUMH TOYKaMH B
060X BUIIpOOYBaHHAX Oy Yac 1o crabinisauii 10% noripumenns 6MWD, 3mina yacy npoGiry/xoau Ha
10 metpie Ha TwkzaeHp 48, 3MiHa 4acy CXOUKCHHS Ha 4 cxonmuku Ha TwkeHb 48 Ta 3MiHa 4Yacy
cycky 3 4 cxomuHok Ha TwkaeHs 48. [MTamieHTam HeoOXimHO OyJl0 MaTH JIOKYMEHTAJIbHE
MiATBEpIKEHHS IPUCYTHOCTI HOHCEHC-MyTallii B IMCTPO(iH reHi, 0 BU3HAUCHA CCKBEH yBAHHSM ICHY.
V nocrmimkenni 1 ouiHtoBamu 174 nalieHTiB 4oJoBidoi cTati Bikom Bix 5 10 20 pokiB. Bix Bcix
[Alli€HTIB [PH CKPUHIHTOBOMY TECTYBAHHI IMucraunii Xomu 3a 6 xsumuH (6MWD) Bumaranack
37aTHICTH TPOWTH BiacTaHb >75 MeTpiB 6e3 JIOMOMDKHHX TIPHCTPOiB. BiIbLIiCTe MalieHTIB B yCIX
rpynax JjikyBaHHs Oynu KaBKkasuAMH (90%). TlawieHTiB paHIOMi30BaHO PO3MOAUIAIN B IPYNH Y
cripimHomenHi 1:1:1, i BOHM OTpuMyBaIH aTarypeH abo miauedo Tpudi Ha, ffenk, (BpaHLi, TIOTOJTY/HI
Ta BBedepi): 57 orpumyBamu 40 MI/KI/JICHb aTalypeHa (10, 10 “20-Mr7kr), 60, otpumyBanu 80

Mr/kr/nesp atamypena (20, 20, 40 Mr/kr) Ta 57 namieHTIB OTPUMYB: ;131"1‘/;;1‘21'1,;6:60.




V nocnimkenni 1 aHasti3 AMHaAMIKH OCHOBHOT KiHIEBOT TOUKH MOKa3aB, LIO Ha Twxnaens 48, mopiBHAHO
i3 BUXIiIHUM 3HAYEHHSM, BiAOYBalOCh 3MeHUIEHHS 6MWD, y cepeaHpoMy, Ha 12.9 metpiB Ta 44.1
METpHU y NAli€HTIB, sKi OTpuMyBamm 40 MI/Kr/IeHb atalypeHa Ta IuiaueGo, Bianopigso (Pucyrok 1).
Takum quHOM, cepenni sminm 6MWD Bix BUXiZHHX 3HadeHb 10 Twxkua 48 Gymu Ha 31.3 MeTpH
Kpamumu B rpyni 40 Mr/kr/aeHb atamypeHa, Hik y rpymi rutane6o (p=0.056). He BcTaHOBIEHO
BiAMiHHOCTE# MiX rpynamu 80 Mr/Kr/aeHb aTaqypeHa Ta niane6o.

Li pesynbTat nokasyroTs, mo 40 MI/KI/IeHL aTalypena yHoBiILHIOITE BTpaTy 3JaTHOCTI 10 XOJIU Y
nmDMD narieHTis.

Pucynok 1. Cepenni sminu Jucranuii Xoau 3a 6 xeuaun (Jlocnmimxenns 1)
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AHani3 JuHamikn dacy no crabinizauii 10% moripmenns 6MWD mnokasae, o MporpecyBaHHsA
BinOyBanock y 26% nauientis B rpymi 40 Mr/kr/neHp atanypena Ha Twxnens 48, nopisusuo i3 44% B
rpyni miane6o (p=0.0652) (Pucynok 2). He BcTaHOBIEHO BiAMIHHOCTEH Misk rpynamu 80 Mr/Kr/meHb
aramypesa ta miane6o. Ii pesynbTaTi BKasyloTh, 1O cepel MalieHTiB, mo oTpuMyBanu 40 Mr/Kr/ieHsb
atanypesa, noripments 6MWD 3a 48 THXKHIB CIIOCTepira€Thest JIMIIE B PiKiCHUX BHMAIKAX.

Pucynok 2. Kpuga Kannana-Metiepa uacy 10 cra6inizauii 10% noripmenns 6MWD (Jlocimkenns 1)
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IIpu 4acoux ¢ynkuionamsuux tectax (TFTs), Tectax TepMmiHy mpo6ir xonu Ha 10 merpiB, yacy
CXO/UKCHHS Ha 4 CXOOMHKH Ta 4acy CIyCKy 3 4 CXOAMHOK y NaLi€HTiB,, APOIIK
[I0Ka3aHO MEHIIE 3POCTaHHsA TePMIHIB, WO HEOOXiaHi s Mpobiry/
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CXOOMHKM Ta 4acy CIyCKy 3 4 CXOAMHOK, IO BKa3ye Ha YNOBUIbHEHHs mporpecyBaHHs nmDMD,
NOPIBHSHO 3 T1anebo.

Cepenni 3MinM QyHKUIOHATBHUX TECTIB Bill BUXiTHUX 3HaueHb 40 Twkus 48 Gymm kpaimmmu B rpymi 40
MI'/KT/[IeHb aTamypeHa, HiX B Ipymi mnaune6o, y Tectax TepMiHy npobiry/xomu Ha 10 METpiB (Kpalle Ha
1.5 cexynn), yacy cxomkeHHs Ha 4 cXOAMHKH (Kpalle Ha 2.4 CeKyH/H) Ta yacy CIycKy 3 4 CXOIMHOK
(kpawe Ha 1.6 cexynn), PucyHnok 3.

Pucynok 3. Cepenti 3MiHi YacoBuX (yHKuUioHaIbHUX TecTiB (Jlocmimkennsa 1)

10m Run/Waltk 4-Stair Climb 4-Stair Descend

0

Worsening

M Translarna 10, 10, 20 mag/kg (N=57)
[ Piacebo (N=57)

Change from Baseline (mean + SE, seconds)
F=N

A 4

6MWD pe3synbTaTi y Nali€HTiB i3 BUXiTHUM 3Ha4eHHAM 6MWD < 350 meTpis.

V mauientie i3 BuximHuM 3HaueHHIM 6MWD < 350 metpie cepemni 3MiHH Bu3Ha4eHHX 6MWD Bin
BUXigHUX 10 Twxna 48 Gynu Ha 68 metpis kpamyumu B rpymi 40 MIr/Kr/ieHs atanypeHa, HiK B rpymi
manedo (p=0.0053).

Y IMX NauieHTiB cepejHi 3MiHM 4acoBMX (GyHKUiOHaTBHUX TeCTiB Bi BuXimHux no Twkus 48 6ymm
KpamuMu B rpymni 40 MI/KI/IeHb ataiypeHa, HiX B Ipymi miane6o, y Tectax TepMiHy npoGiry/Xonu Ha
10 meTpiB (kpaute Ha 3.5 ceKyH[), 4acy CXO/UKEHHS Ha 4 CXOAMHKM (Kpalle Ha 6.4 CeKyHIH) Ta qacy
CIycKy 3 4 cxoauHOK (Kpaiue Ha 5.0 cekyHx).

¥V nocnikenHi 2 ouniHoBanu 230 mauieHTiB 4osI0BiYOi cTaTi BikoMm Big 7 mo 14 pokiB. Bin Bcix
MaI(iecHTiB BHMarald 3AaTHICTL NpOHTH Biactanb >150 merpiB 3 MeHme 80% MPOrHo3oM 0Oe3
JIONOMKHHX IIPUCTPOIB [PH CKPUHIHTOBOMY TecTyBanHi 6MWD. BinbuicTs naiientis B 060X rpymnax
nikypanHa Oymun Kaekasusmu  (76%). IlauieHTiB  paHgoMi3oBaHO pO3NOAUISAIM B TpPymH y
criBBigHOWeHHi 1:1, i BoHM oTpumyBaiu 40 Mr/kr/nens atamypena (n=115) a6o niane6o (n=115) tpuui
Ha JIeHb (BpaHlli, MONOJIy/IHI Ta BBEYEpi).

V nauienTis, 1iKOBAHUX aTaTypeHOM, Bif3HAYeHO KIJIIHIYHMIA yCIIiX, oLiHeHuil 3a PI3HHULEIO YHCTIEHHHX
nepeBar MOpiBHAHO 3 Muanedo 3a OCHOBHOK Ta BTOPUHHMMHM KiHLEBHMH TOYKaMH €(EeKTUBHOCTI.
Ockinbku ans ocHoBHOT Toukd (3MiHm 6MWD Bix BuXiaHMX 3HaueHb 10 Twkus 48) He JOCATHYTO
CTaTHCTUYHOI 3HAUyOCTi (p<0.05), BCi iHIII p-3HAUECHHS TOBHHHI PO3rIAAaTHCh SK HOMiHABHI.

B ITT momynauii pisHuus cepeanix 3mian 6MWD Bix BUXiZHHX 3HaueHb 10 THxkHS 48 Mik rpynamu
aTajypeHa Ta miauebo Gyma kpamoto Ha 15.4 meTpu B rpyni 40 Mr/Kr/neHb atanypeHa, HiX B rpyi
mnanebo. Y CTaTUCTUYHIA MOJesi BCTAHOBJIGHA CepelHs pi3HMLA cTaHoBuaa 13.0 metpiB (p=0.213),
PucyHok 4. Binpus atanypeHa Bia miane6o BUHUKaB Ha TuskaeHb 16 i TpUBAB 10 KiHLS JOC/TiKEHHS.




Pucynok 4. Cepenni sminu Jlucranuii Xoau 3a 6 xsumun (J{ocutimkeHHs 2)
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[Iporsirom 48 TWXHIB y malieHTiB, NPOTIKOBAHMX AaTaTypeHOM, BCTAHOBIEHO MEHIIe 3HMSKEHHS
M’5130B01 (DYHKIIT, 110 BHSBISETHCS y 3MEHIIEHHI ITiBUIIEHHS TepMiHy npobiry/xomu Ha 10 Metpis,
Hacy CXO/DKCHHA Ha 4 CXOJMHKM Ta 4acy CIyCKYy 3 4 CXOAMHOK B rpyii aTajlypeHa, MOPIBHAHO 3
nnauebo. BinminHOCTI mepeBarn atanypeHa mnepen ruaueGo 3a CepelHIMU 3MiHAMHM YacOBHUX
dyHKuioHansHUX TecTiB Ha Twxkaens 48 B ITT MOMyYJIAUIT AOCSTalld MeXi KJIHIYHO 3HAYYLIUX
BiIMiHHOCTeH (3MiHH Big ~ 1 10 1.5 cekynn).

Cepenni 3MiHH YacoBHX (yHKLIOHAIBHUX TECTIB BiJ BHXiZHMX 3HAYeHb 10 Tukus 48 Oyau Kpaiie B
rpymi 40 Mr/kr/aeHs atanypeHa, HiX B Ipymi miane6o, 3a MoKa3HUKAMU TEPMiHy nipobiry/xoam Ha 10
MeTpiB (kpame Ha 1.2 cexyHau, p=0.117), yacy mimiiomy Ha 4 CXOIMHKH (kpame Ha 1.8 cekynn,
p=0.058) Ta yacy ciycky 3 4 cxoauHOK (kpaie Ha 1.8 cekyHn1, p=0.012), Pucynox 5.

Pucynok 5. Cepenni 3minu wacoBux dyHKuioHansHux TectiB (JocmimkeH s 2)
10m Run/Walk 4-Stair Climb 4-Stair Descend
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Yac 10 10% moripmenns 6MWD Bu3Ha4deHHH K ocTaHHiH 4ac, ko 6MWD 6yna He ripuoto 3a 10%
BiJl BUXiZIHOrO 3HAYCHHA.

B ITT nonynsiuii Hebe3nedHe CIiBBITHOILEHHS AJIA aTalypeHa, NOPiBHSHO i3 M1aneto, CTaHOBUIIO 0.75
(p=0.160), wo BianoBizae 25% 3meniuenHio pusuky 10% noripuierns 6MWD.

[leniaTpuuna MOMyJIALLis

€gponeiickka Me/iuHa AreHllis He B3s1a 10 yBard 3000B’13aHHA HaJaTH Ha PO3IJIA[ pe3yIbTaTh
JOCTIKEeHb atalypeHa y ABOX rpynax nmDMD mneaiaTpruHOi MOMYIIALT: BiJ HApOKEHHA 10 28 nHiB
ta Bix 28 OHIB 10 MeHIIE 6 MicsALiB, K Y3TOMXKEHHMH IMOKa3 3a [InaHOM TeiaTpUYHHUX JOCIIIKEHb
(indopmarrio 1o10 3aCTOCYBAHH B neiaTpii AuB. po3ain 4.2).

€pomneiicbka MeauyHa AreHuis BifKsana pO3rAa 30008’ A3aHHA HAJATH JUIA EKCICPTH3N PE3YIIbTATH
JOCITiKeHD atanrypena B oguii rpyni nmDMD neiaTpUYHOT NOMyJIALii BikoM Bil 6 MiCALiB 10 MEHILIE
5 pokie, SIK Y3TOJDKCHMH TOKa3 32 [InaHoM TmeAiaTpUYHUX JIOCIIKEHb (impopmauito 1010
3acTOCYBaHHS B MeAiaTpii B, Po3i 4.2).

Lleit MeauuHHil MPOLYKT 3apeccTPOBAHMA 33 CXEMOIO, TaK 3BAHOrO, «yMOBHOTO norokeHHs». Le
03HaYae, WO A LbOro MEAUYHOro MPOIAYKTY OUiKyIOTbCS HACTYIHI pO3’ACHEHH:. €Bporefickka

MennuHa AreHuis Oyae po3risaaTi HOBY iHpopMallilo 00 BOr0 MPOAYKTY [OHaliMeHIIe HIopidHoO,
ta 3a HeoOxinHocTi 1e Pestome (SmPC) Oyne neperssHyTo.

5.2 ®apmaKoKiHeTHYHI BJIACTHBOCTI

BBeieHHs aTaTypeHa 3a IPUHLMIIOM KOpUTyBaHHA Ha Bary (Mr/KT) IPU3BOAMIIO JIO MOAIOHOT eKCIO3ULT
y piBHOBaKHOMY CTaHi (AUC) y niteid Ta nigritkis 3 nmDMD npy IUHpOKOMY niana3oHi Barv Tija.
Xoua aTajqypeH MPaKTHIHO HEPOIHMHHHUH y BOJI, aTAMypeH Y BUIUIAI CYCTEH3il JIeTKO BCMOKTYETHCA

miciisi OpajIbHOrO BBEJACHHS.

3araibHi XapaKTepUCTUKK aTalypeHa Mic/is BBEACHHA

Bcmoxmyesanms

[TikoBi piBHi aTalypeHa B U1a3Mi J0CATa0ThCA npu6IM3HO 3a 1.5 TOJMH M/ BBEICHHS cy6’exTaM, AKi
OTpMMAaJIM MEIHYHHI MPOIYKT MPOTATOM 30 xBwMH Ticas Dki. TIpu J0CTiDKeHHI OMMHUYHOI 103H
pajlio-MideHOro arajgypeHa 3a JaHMMH pajlicakTUBHOCTi Cedi OpajbHa 61010CTYIHICTL aTaTypeHa
CTaHOBUTHh >35%. KoHnueHTpauii araaypeHa B mnasMi y pIBHOB@XHOMY CTaHi MiABHIIYIOTHCS
NPONOPUiHO MiJBULIEHHIO O3M. PiBHOBAKHI KOHILEHTpALii B T1a3Mi J030-TPONOpUiiHi Mpu Ao3ax
atanypena Big 10 10 50 Mr/kr, a pH NOBTOPHOMY BBEICHHA HE CIIOCTEPIracThCs HAaKOMMYEHHA.
Poznooinenns

In vitro atanypen Ha 99.6% 3B’S3y€TbCA 3 GiTkamMy IUIa3MH JIIOAMHH, Ta 3B’ A3yBaHHs HE 3AJICKUTh Bi
KOHIIEHTpallii [1a3Mu. ATallypeH He PO3MOINAETLCSA Y YePBOHUX KTITHHAX KPOBI.

Biomparcgopmayis

Atanypen  Merabonizye  LILIXOM Kor’toranii  depes  QepMEHTH  YPUIIH nidocdar
rimokyponosuntpandepasu (UGT), nepeBakHo UGT1A9, y nediHIli Ta KAILECYHUKY.

In vivo Tic/is OpabHOTO BBEJICHHs pafio-MiveHOTO aTanypeHa EMHIM MeTaboJiTOM, 110 BU3HAYAETHCH
B mmasmi, OyB aramypeH-O-1(-auui [JIOKYPOHiZ; EKCTO3HUis [0 IbOro MeTaboJliTa CTaHOBWIIU
npubmusno 8% AUC aranypeHa B Uia3Mi.

Bueeoenns
V ma3mi mepioJ HamiB-BUBEICHHS aTalnypeHa CTAHOBHUTH 2-6 TOQMH Ta HE 3aJEKUTh Bill J03H abo

OBTOPHOTO BBeJCHHs. BuBe/eHHs aTalypeHa, CKOpillle BCbOTO, 3aJIEXHTh Bill Te4iHKOBOI i KMIIKOBOT
MIIOKYpOHiauii ataypeHa 3 HACTYTIHOI eKCKPELIEI0
[Ticis OQMHHYHOI OpajbHOI JO3H panio-Mi4eHoro

paioaKTUBHOCTI BUBOIMTHCH {3 KaioM, a 3aJIMIIOK BUBOIHMTBCA i3 €

I




aTalypeHa Ta allMl TIOKYPOHIAHOro MertabofiTa owiHIOEThCS K <1% Ta 49% BBemeHoi 103M,
BIIMOBIIHO.

Jlinivinicmo/ne ninitunicme

PiBHOBakHi KOHUEHTpawii B I1a3Mi 1030-Mpornopuiiini mpyu go3ax aramypena Bin 10 1o 50 Mr/kr, Ta npu
MIOBTOPHOMY BBEJIEHHI HE CIoCcTepiraeThcs HakomudeHHs. Ha mincragi AaHMX, 10 OTPUMAaHi y 310pOBUX
H06POBOJIBLIB, BiIHOCHA G10A0CTYIHICTE aTamypena Ha 40% HiKue Y PIBHOBa)KHOMY CTaHi, HiK MicIist
MOYaTKOBOT J103H. BCTaHOBICHO, WO MNpPOABM 3HMXKCHHSA BiHOCHOI OIOZOCTYMHOCTI BHMABJIAIOTHCS
npu0IM3HO 32 60 roauH micid nepiuoi Jo3H. PIBHOBaKHMIA CTaH BCTAHOBIIOETLCS NpHOIM3HO Yepes 1aBa

TWXKHI JO3yBaHHs TPHYi Ha JIEHb.

XapakrepucTuka crietudigHux rpyn cy6’eKTiB abo naiieHTis

Bix

Ha ocHoBi nanux 11 cy6’ekTiB BikoM Bin 5 10 57 pokiB, He BHSBJIEHO CYTTEBOIO BILIMBY BiKy Ha
GKCIIO3ULII0 aTamypeHa B n1a3Mi. He BuMaraeTbest KOpUTyBaHHS J03H IO/I0 BiKY.

Cmamp

Kinku He Gpanu y4acTh y KJIIHIYHMX A0CHimkKeHHSX nmDMD. OgHak B iHIHX NOMYJISILiSX He OyJ0
3Ha4YHOrO BIUIMBY CTaTi Ha €KCIO3MIIIO aTajlypeHa B MIa3Mi.

Paca

MasioiiMoBipHo, mo Ha (apMaKoKiHETHKY aTalypeHa CYTTEBO BIUIMBAE nonimopdism UGT1A9 y
nomyssinii  Kaskasuie (6immx). Yepes maity KinbKicTh NpPeICTaBHUKIB iHIIMX pac y KIiHIYHHX
BUIIPOOYBAHHAX, HEMOKIIMBO 3pOOUTH BUCHOBOK po BIIMB UGT1A9 B iHIIMX eTHIYHHMX rpynax.
Iopywennsa gynryii nupox

He npoeeneno nocnimkens TpaHcnapHa y mauieHTis i3 mopyIeHHAME byHKUii HUpoK. J{/1d nauieHTiB i3
NOPYIICHHAMH (QYHKILIT HUPOK HEOOXiTHHI CYBOPHIA MOHITOPHHT.

Hopywenns ¢yuxyii neuinku

Ha ocHoBi (papmakoKiHeTHUHOT OLIHKH, IPOBEAEHOT B IPpynax i3 clabKuMH, MOMIPHUMH a00 BaXKKHMH
MOpYMIEHHAMH (QyHKUIT MeYiHKM y MOpiBHAHHI 3 IuTaue6o HeMae MOTpeGH B PETYyJIFOBaHHI J03M JUIA
MAaieHTiB i3 nopymeHHAMH (YHKUil nedinku Oyab-AKoro crymenwoo. He CIIOCTEPIracTbCcs 3HAYHUX
BIIMIHHOCTe# 3arajlbHOT eKCIO3HIIT aTallypeHa B Ipynax KOHTPOJIO Ta CaOKHMX Ta BaXKUX HOpYyIIeHb
yHKuil nevinku. BigHaueHe I rpynu 3 MOMIipHMMH TIPPYLICHHSIMH npu6au3Ho 40% 3HUKEHHS
CEPENHbOI  3aralbHOI EeKCIO3MILi aTalypeHa MOPIBHIHO 3 KOHTPOJNEM IIOB’si3aHe, BiporigHo, 3
HEBEJIMKHM PO3MIPOM T'PYIH Ta BapiGebHICTIO.

He xo005ui

He BcraHoBneHO 3Ha4YHHMX BiAMIHHOCTEH pIBHOBaXHOI BiJHOCHOT GiogoctymHOCTi a60 iCTUHUM
KJIIpEHCOM 4epe3 BTpaTy 3/[aTHOCTI 0 Xoau. JUIA nauienTiB, AKi CTaM He XOATUNMH, HeMae norpebu B
perysroBaHHi 103H.

5.3 lokainiuHi 7aHi moao 6e3nexku

He kniHiuHi naHi KOHBEHLIOHANBHMX JOCIIIKEHb (apMaKoynorii Ge3mekd Ta IeHOTOKCHYHOCTI He
NIOKa3aau 0co0IMBOT HEOE3MEKH IS JIFO IUHH.

HocTynnuii craHapTHUI aKeT DOC/iKeHb PENnpoIyKTUBHOT TOKCHYHOCTL. He CIIOCTepIranoch BILIHBY
Ha (DEPTUIIBHICTB caMIiB i caMOK, ajle eeKTH WOA0 (PepTHILHOCTI IOBEHITBHOrO JNKyBaHHS B 1EpPio
JOpOCIIIIaHHsA HE BUBYANMCh. Y IIYpiB Ta KPOJIB 32 MAaTEPHHCHKOI TOKCHYHOCTI BHSBJIEHO emOpio-
(heTanbHy TOKCHYHICTH (HANpPHKIAA, MiABMIIEHA pPaHHA pe3opOuis, nocT-iMIIaHTaUilHI BTpaTH,
3HMJKEHa BIKMBAEMICTh IUIOMIB) Ta O3HAKH 3aTPUMKH pPO3BHTKY (IIABMILEHi CKeJeTHi 3MiHH).
Excriosuuis Ha piBHi, Ipu SKOMY He CIIOCTepiraeThesi MoGiYHMH edekT (NOEL) 6yna anasnoriyna
(xpoui) a6o y 4 pasu BHILIOKO (ILYpH) 3@ CHCTEMHY EKCIIO3HMIIIO y mopeii (40 mr/kr/nens). ina pamio-
MI4CHOro atajypeHa y IIypiB MOKa3aHO ILIALEHTapHE MePEHECeHHs. Ilpu omMHMYHOMY TecTyBaHHI
BIIHOCHO HM3bKOT MaTCPHHCHKOI 1031 30 MI/KI/IeHb KOHUEHTPaLis pa;xi’é’ﬁﬁfﬁp‘r}mcn mwiony 6yna <27%
MaTepHHCLKOI KOHUEHTpauii. Y wIypiB B TOKCHKOJOTIYHHX »
PO3BHUTKY IPH €KCHO3HLIi, 10 Y 5 pa3iB nepeBHUIlyBaia eKCIIO3H




MAaTepUHChKa TOKCHYHICTB, @ TAKOX BILIMB HA Bary Tijia MPHILIONY Ta PO3BUTOK PYXOBOT AKTHBHOCTI.
MarepuHCbKa CHCTEMHA eKCIO3MIlis Ha piBHI BiICYTHOCTI MOGIYHMX epexrie  (NOEL) 'y
HOBOHAPOJUKEHUX Oyna BTPH4l BHIUIOK 32 eKCIO3ULio y JoauHKu. [lpn ofVMHUYHOMY TecTyBaHHI
BiIHOCHO HHM3bKOI 031 ana marepi 30 MI/KT/7eHb pafioMideHoro araqypeHa HaiBuila KOHIIEHTpaLiA
pagioaKTHBHOCTI MJIOAY B mostoui urypiB craHopuia <37% Bi MaTepUHCHKOI KOHIIEHTpaLlii B asmi.
[IpUCyTHICTh pajlioaKTHBHOCTI B riasMi IIypAaT MiATBEP/LKYE BCMOKTYBAHHS 3 MOJIOKA.

YV jocipkeHHi MOBTOPHOTO OPalBHOIO BBEACIHS MHMIIaM BUHWKaJIa HHUPKOBA TOKCHUYHICTb MpPH
cHcTeMHil excrosuuii, mo expisanentHa 0.3 pisaoaxsoi AUC y NauieHTiB, AKi OTpUMYyBalH
TpaHcnapHa BpaHili, MOTOTYAHI T2 pBeyepi, BiAMOBiAHO, B 103ax 10-, 10- i 20 MI/KT Ta BULIKX.

VY 26-TiKHEBiil Mojeni BHUBYCHHA KAaHLEPOreHHOCTI Yy TPaHCTEHHUX MHUIIEH He 3HaWIeHO O3HaK
KaHIlepOreHHoCTi. Y 2-pidHOMY JOCITI/UKEHH] KaHLEPOTeHHOCTI Ha IIypax BUSBICHO ONMH BUIAJI0K
ricepaomu. Kpim TOro, mpu eKCIIO3HUIi1, 10 3HAYHO MEPEBUILYE TaKy Yy MalieHTiB, BCTAHOBJICHO
migBUIIEHHS (3piaKa) MyXJIMH Ce4OBOro IMyXHPA. 3HAYYLIiCTh 3HAXIJKM IYXJIHH CEYOBOTO MyXHps JUIA
JIOIMHA PO3IIIAAAIOT K MATOAMOBIPHY -

B ogHOMY 3 IBOX 26-THXKHEBHUX JOCIiKeHb TIOBTOPHUX BBEJICHB, PO3MOYAaTOMY Ha Ilypax BikoM 4-5
THHIB, BCTAHOBJIEHO J10303aJIC)KHE Mi{BMIEHHS BUMAIKIB 370AKiCHOT riGepHOMH, PiAKiCHOT s mypis
myxauHd. KpiM TOro, OJMH BHUIIAJI0K 310SKICHOT TiOEpPHOMH 3HA/IEHO y 2-pidHOMY JOCIIKEHH]
KAaHIEpOreHHOCTI Ha L{ypax. OGrpyHTOBaHICTh BUIA/IKIB MYXJIMH LBOTO THITY y 11ypiB, K i JUIA JIFO/CH,
IyXKe HU3bKa, | MEXaHI3M iX BUHUKHCHHA y NOCTI/DKEHHAX Ha IIypax (BKIKOYHO i3 BIJHOILIEHHAM [10
NiKyBaHHs aTaIypeHOM) HeBigoMuil. 3HAYYILICTh IS JIOAMHH HeBizoMa.

VYV 1-piyHOMy nocrimkenni Ha 10-12 THXHEBHX cofakax MOKa3aHO 3MiHH B HaJHHPKOBIH 3aJ1031
(bokanbHe 3ananeHHs Ta JlereHepallis y perioHax KipkoBoro mapy, Mo NpoayKyioTk JIFOKOKOPTHKOIH)
ta crnabke MOPYLIEHHSA YTBOPEHHS KOpTi3ona micis eHI0reHHoT CTHUMYJISLIT aJpeHOKOPTHKOTPOITHAM
ropmonoM. Lli 3Haxiaku criocTepiranich y cobak mpu CHCTeMHil ekcrosuiil, mo exsiaientHa 0.8
piBnosaxsoi AUC y namieHTis, fAKi oTpumysand TpaHcnaprta BpaHIli, MOMONYIHi Ta BBEYEPi,
BiAMOBiAHO, B 032X 40 MI/KI/IeHb Ta BUMIiX. Y JOCTiUKEHH] PO3NOAUICHHS Y I[ypiB criocTepiranach
BHMCOKA KOHIIEHTpAIlis aTajlypeHa B HaJIHUpHHUKAX.

Kpim 3raganux BULIE edeKTiB, y AOCTIKEHHAX MPU IPOBTOPHOMY BBE/ICHHI BCTAHOBJIEHO JEAKI MEHII
BUpakeHi Mo0iyHi epeKTH, 30KpeMa, 3HMKCHHA HaGopy Baru Tina, 3MCHLICHHsA CTIOXHBaHHA KI Ta
MiZBHMILEHHS Baru nevinku Ges riCTONOriYHOT KOpeslii Ta 3a He3po3yMilol KJIIHIYHOT 3HAYYIIOCTI.
Takoxk y HOCTIDKCHHIX Y mypie i cobak mMokasaHi 3MiHM JTMiAIB  [J1a3MH  (XOJECTCpUH Ta
TPHIITILEPHH), IO MiATBEPIKYE 3MiHM KMpPOBOro MeTaboizma.

6. ®APMAIIEBTUYHI OCOBJIMUBOCTI

6.1 ITepeJtik JOMOMIZKHMX Pe4OBHH

[oninexcrposa (E1200)

Makporoi

ITosokcamep

Masit (E421)

KpocrnoBifoH

['i1pOKCHETHIILIEITEOI03a

BauinpHHUI apoMaTH3aToOp: MAJIbTOACKCTPHH, IITY4Hi apOMATU3aTOpH Ta TPOMiJICHITIIKOIb.
KpeMHito 1i0KCH] xonoinauii 6e3poauuit (E551)

Marsiro creapat

6.2 HecymicHicTh
He 3acTocoBy€eThHCA

6.3 Tepmin npuIaTHOCTI
4 pok#
KoxxHa 1103y Hailkpalle BBOIUTH 01pa3y micss MPUroTyBaHHS.




[lpurotoBana no3a mae 6yTH 3HHIeHa, fKMO ii He 3aCTOCYBAlIM IIPOTArOM 24 TOOUH Ticis
TIPUrOTYBaHHs MpH 30epiraHHi y XonomumbHHKy (2-8 °C), a6o mpoTarom 3 romum IIpU KiMHaTHii
Temneparypi (15-30 °C).

6.4. Cneniaabhi 3acrepeskenns moao 36epiranus
J171s bOro MeAMYHOTO NPOAYKTY HE BHMAracThesl CrielliaTbHIX YMOB 306epiranss.
YMOBH 30epiraHHs miciisg po3BeIEHHST MEIMIHOrO [POAYKTY BUKJIAJIEHi B po3ini 6.3.

6.5 IToxoa:keHHsI TA BMICT yNaKOBKH

Tepmo3eapeHi makeTH 3 naMiHOBaHOT amoMiHieBOT osbru: noniernieH Tepedranar (3axuct Bix Aitei),
nostieTnieH (3abap6ienns Ta 38’530k noniedip/doisra), amominiesa donbra (6ap’ep Bix Bonoru), ket
(kacy moniypetana), cornosiMep eTileHa Ta METAKPHIOBOT KHCIOTH (CMOna-repMeTHK 171 LiTiCHOCTI
YIIaKOBKH).

VYmakoBka 3 30 makeTiB.

6.6. Cneniaibni BKa3iBKH m0/10 yTHII3aMii Ta iHWIKX 32X0iB i3 HOBO/KeHHS

[lakeT HeoOXiHO BiKpPUBATH JHILE Mig yac TNIpUrOTYBaHHA N03yBaHHsI. [[0BHHMIA BMiCT KOXKHOTO makeTy
CIIiA 3milaTH i3 He MeHute 30 M1 piguHK (Boaa, MOJIOKO, ¢pyxToBHii cik) a60 i3 3 cTONOBUMM JIOKKAMU
HaniBpiakoi ki (forypt aGo s6ayHeBHit coyc). Ilepen 3actocyBaHHAM nmpHroTomeHy J103y HeoOXiqHO
nobpe nepemimaru. Kinbkicts pinuau abo mamiBpizkoi Dxi Mosxe OyTu 30ibIICHA B 3a1€XKHOCTI Bin
yrmoao6aHp NarieHTa.

Heeuxopucrannii Meauduuii mpoaykr aGo 3abpynHeHHi MaTepian HeobXimHO YTHJII3yBaTH Y
BIMOBIAHOCTI 3 MiCLIEBUMH BUMOTaMH.

7. BIACHUK MAPKETUHI OBOI JIIEH3IT
IITC Tepanstotike [HTepHemenan JliMitex

5 noeepx

3 I'pang Kanan [Tnaza

Bepxns I'pann Kanan Crpit

Hy6nin 4

J04EE70

Ipnanpis

8. HOMEPU MAPKETUHI OBOI JIIEH3IT
Tpancnapua 125 mr rpadysu s opanbHOT cycIeHsii

EU/1/13/902/001

Tpancnapna 250 Mr rpany.u Ui opanbHOT cycreHsii
EU/1/13/902/002

Tpancnapua 1000 Mr rpaHysu 1u1s opanbHOT cycneHsit
EU/1/13/902/003

9. IATA IIEPII O PEE€CTPALLI/ITIEPEPE€E CTPAIIT
Hara nepoi peectpanii: 31 aunus 2014
Hlata ocrannboi nepepeectpauii: 16 yepsus 2017

10. TATA IIEPETJISITY TEKCTY

HeranbHa iHpopMalis npo uei MeIHYHHI IPOIYKT JOCTYNHa Ha Bebcaiiti €Bpomneiicbkol Meguunoi
AreHuil http://www.ema.europa.eu.




JOJATOK II

A. BAPOBHUK, I11O BIIITIOBIJA€ 3A BUITYCK CEPII
B. YMOBHU ABO OBMEKEHHS CTOCOBHO INOIINPEHHS TA 3ACTOCYBAHHSA
C. [HIIII YMOBH TA BUMOI'I MAPKETUHI OBOi PEECTPAILILL

D. YMOBH ABO OBMEXEHHS I[O10 BE3IIEYHOI'O TA E@EKTUBHOI'O
3ACTOCYBAHHA

E. OCOBJIMBI 30B0B’SI3AHHS1 1151 3ABEPITEHHSA MICJA-PEECTPALIITHUX
3AXOJIIB JJ151 YMOBHOI MAPKETUHI'OBOI PEECTPAIIIL




A. BUPOBHUK, 11O BIAITOBIJTA€ 3A BUITYCK CEPIN
Hasga Ta anpeca BupoGHHUKa, 110 BiANOBI/1a€ 32 BUIIYCK cepiii

Anmaxk Papma Cepgices JITx.
Ciroy Inmacrpian Icreit
Kpeiirapon

Co. Apma BT63 5VA,
BenukoGpuranis

IITC Tepanstotike Intepremenan Jlimiten
5 noBepx

3 I'panp Kanan [Tnaza

Bepxns I'pang Kanan Crpit

Hy6nin 4

JI04EE70

Ipnanpis

JIpyKOBaHMIA JMCTOK-BKJIA/Ka MEIUYHOTO MPOMYKTY Ma€ MICTHTH HasBy Ta alpecy BHpPOGHHMKA, IO
BIJNOBI/Ia€ 3a BUITYCK BiAMOBIHKUX CePIiii.

B. YMOBH ABO OBMEXEHHS CTOCOBHO IIOIIUPEHHS TA 3ACTOCYBAHHS

Menuunnit npoaykT a1 obmexxeHoro mnpusHayeHHs (aus. Jlomatok [: Pesiome XapaKTEePUCTUK
INPOAYKTY, po3in 4.2).

C. [HIII YMOBHU TA BUMOI'H MAPKETUHI'OBOI PEECTPAIIIQ
- Ilepionn4no onoB.10BaHi 3BiTH 3 Gesneku (PSUR)

Bumoru i1 nojasHs nepioAM4HO OHOBMIOBAHOTO 3BiTY 3 Ge3MeKH /IS UBOTO METUYHOTO MPOLYKTY
BCTaHOBJIeHi nepeiikoM pedentrux nanux €C (EURD) y Bianmosigsocti 10 Crarri 107¢(7) JupexkTuBu
2001/83/EU Ta BUKIal€Hi y HAaCTYIIHUX OHOBJIEHHSX, IIO OMyGJiKOBaHi Ha €BPOINENCHKUX MEIMYHUX

BeO-mopranax.
BiacHMK MapKeTHMHroBoi JileH3ii Mae MogaTH Mepiuuii MepioAMYHO OHOBIIOBAHMI 3BIT 3 Oe3meKu

MPOTAroM 6 MICSILB MiCJIA peecTpalil.

D. YMOBH ABO OBMEXEHHSI IIIOA0 BE3IIEYHOI'O TA EPEKTUBHOI'O
3ACTOCYBAHHA

- ILnan ynpasainas puzukamu (ITVP)

3asBHUK Mae 3[iliCHIOBATH HeoOXiHi il Ta BTpydaHHs MOAO (apMakoHarsaLy, sKi AeTalizoBaHi y
noromkeromy IIYP, nananomy y Monymni 1.8.2, ta Oyap-ski HacTynHi oHoBeHHs [TVP.

Onosnenuii [TYP mae HagaBaTHCh:

Ha Bumory €pponeiicekoi Meauunoi AreHiii

SIKwio cucTema ynpasiHHS pU3MKaMU 3MiHIOEThCS, 30KpeMa BHACITIIOK OTPHMaHHS HOBOT
IH(pOpMallii, ska MOe MPU3BECTH 10 3HAYHUX 3MiH IPOLTI0 KOPUCTH/PH3HK a60 BHACIIZIOK BAsKIIMBOIO
€TaIHoOro A0cArHeHHs ((apmaKkoHarisy abo MiHiMi3auii pusuKy).

Axmo yac nonanns PSUR Ta oHoneHHs [TYP 36iraetbed, ix MOXHa MogaBaTu o1




E. OCOBJIUBI 3050B’S13AHHSA JUISI 3SABEPIIEHHST HIC.JIEI-PE€CTPAIIIVIHHX
3AXO/IB AJI51 YMOBHOI MAPKETHHIOBOI PEECTPALL

Lle € ymoBHa peectpallis, Ta 3aBHUK Ha mincraei Crarti 14(7) Tpasuna (EU) Ne 726/2004 noBrHeH
3aBEPINATH y BCTAHOBIECHUI nepios yacy HacTYTIHi Ail:

Onuc TepMiH RHKOHAHHS

Ha miaTBepxeHHs eeKTUBHOCTI Ta GesneurocTi atanypesa npu | [loBunen OyTn HagaHu#
niKyBaHHi Xonsuux nanienTis i3 nmDMD y pini 5 pokiB i cTapiue, | KiHIEBi# 3BIT PO
3asBHUK TMpOBeJE Ta HANAcTh pe3yIbTaTH MYJIbTHLEHTPOBOIO, JOCIiIPKEHHS.
paH/I0Mi30BaHOTO, nogiitHoro-cainoro, 18-mica4HOro, niane6o- | TepMiH BUKOHAHHS:
KOHTPOJILOBAHOTO  JOCHI/DKEHHs, 3 HACTyIHOIO 18-micsunoMO | BepeceHb 2021 poky
MPOJIOHTALLEI0 y BiAMOBIHOCTI 0 MOTO/KEHOr0 MPOTOKOITY.




JInCTOK-BKJIAAKA 10 YIAKOBKH

Tpauncnapna 125 Mr rpaHy/iu A1 OpajibHOI cycneHsii

Tpancaapua 250 Mr rpany./iu JJisl 0paJbHOI cycnensii

Tpancaapua 1000 Mr rpaHy./TH 1151 OPaJIBHOL cycnensii

aTajypeH

¥ Llleil MemudHHA MPOAYKT € NPEAMELOM AOJATKOBOTO MOITOPHHTY. Lle NO3BOJMTE INRW/IKE RCTAHOB/CHHS
10Boi iHpopMalii wono GesnevHocTi. Bu MoxeTe 10MOMOITH, NOBIIOMUBIIH TIPO Oymp-sKki mOGiuHi peakii, 1o
MOXYTb BHHIKaTH y Bac. [Llono ¢opmu nosizoMens npo noGidni epexty 3BepTaifTecs 10 po3ainy 4.

Ilepex MOYaTKOM 3aCTOCYBAaHHI LBOI0 NpenapaTy yBaKHO NPOYHTAHTEe HeH JHCTOK-BKJIALKY,
OCKIIbKH BiH MicTHTL BaxauBy A5 Bac indopmauiro.

- 36epiraiiTe 1ei TUCTOK. Bac Moske 3HaIOOMTHCH MEPEYUTATH HOTO 3HOBY.

- ko y Bac € 101aTKOBI IMTaHHs1, 3BEPHITCA 110 JiKaps abo (apMalieBTa.

- Ile#t npenapar npusHadenuit mume ana Bac. He nepenasaiite Horo iHmuM ocobam. e Moxe OyTH
He6e3MeyHo I HUX, HABiTh SKIIO y HUX € OHAKOBi 3 BamMu 03HaKu XBOpOOH.

- ko y Bac BuHuKIM M0GiuHi eekTH, croBicTiTh Bamoro nikaps aGo ¢apmaresra. Lle cTocyeTbes i
6y/Ib-SKHX MOGIYHUX eEKTIB, 1O HE 3a3HAYEH] Y IbOMY JTUCTKY. JIMB. pO3.il 4.

II{o MicTHTH el JHCTOK-BKJIAAKA

[1lo Take TpaHciapHa Ta sIK HOro 3aCTOCOBYBATH

I1{o HeoOXiZHO 3HATH Tepel 3aCToCcyBaHHAM TpaHcnapHa
Sk mpuiimatu TpanciapHa

Moskiuei no6iyHi edexTH

SIk 36epiratu TpaHciaapHa

BMicT ynakoBkH Ta iHIIa iHpopmalis

oL L

1. IIlo Take TpaHc/IapHa Ta IK HOr0 3aCTOCOBYBATH

TpascnapHa € JiKapChbKHM 3ac000M, 110 MICTHTH aKTI/lBHy cyOCTaHLI0 aTalypeH.

TpanciapHa 3acTOCOBYIOTH TIpH JIIKyBaHHI M s30BOi JII/ICTpO(i)ll JltolieHHa, $Ka € HacliJKOM
cnenrdivHOro reHeTHYHOro AeeKTy, 110 BIUTMBAE HA HOPMAJIbHY M H30By (bymcuuo

TpaHCIapHa 3aCTOCOBYIOTb VIS JIKYBAHHSA TALliEHTiB BIKOM Bij 5 POKIB i cTapuue, AKi 31aTH1 XOAUTH.
Ilepen mouatkom JikyBaHHs TpancmapHa Bu abo Bawa nutiHa MOBHHHI OYTH OIJISHYTI JiKapeM Ha
MiATBEPKEHHS TOrO, IO XBOpoOa BiAMOBiNa€ JiKYBaHHIO LIUM TPENapaToM.

Sk nie Tpancaapna?
M’a30oBy auctpodito Jliomenna BHKIMKAIOTE TeHeTHUHI 3MiHM, SIKi € HACIIJIKOM aHOMAIi M’S30BOTO

BINIKY, 1O HA3HBAETHCS TUCTPODIHOM, HEOOXIAHOIO /s IPAaBUIILHOT POGOTH M’A3iB.
TpanclIapHa 31aTHA IPOKyBaTH NPALIOIOUHil TMCTPOGIH Ta lonoMaraTy BipHii poGoTi M’ s3iB.

2. Illo HeoOXxiano 3HATH Mepea 3acTocyBaHHsaM TpanciapHa

He npuiimaiite Tpch.rlapHa
- Slkio y Bac anepris 10 atanypeHa aGo 10 6y/b-AKOro 3 iHrpelieHTIB LBOro Ipenapary (HaBezeHi y

po3zaini 6)
- SIxuio Bu npoxozmre HleBaHHH NEeBHUMH aHTUOIOTMKAMH, TAKMMH K F€HTaMilliH, ToOpamiluH abo

CTpCHTOMXLII/IH, SIKI BBOASATHCS iH €KLI1[/IHO Y BEHY.

Honepezmcemm Ta 3aCTEPEKCHHHA i
Bam nn(ap [IOBHUHEH IIPOBECTH aHami3 KpOBl Ha l'IlllTBepL[)KeHHH TOro, [LIO\XBOpO6aYUI OBIIla€

nikyBansio Tpancnapua. Slkmo y Bac icHyloTe mpoGniemu 3 HHpPKamH, mx;(ap noBHHEH pe}ynsrpﬂo
nepeBipATH QYHKIIIO HUPOK. flsf % A




Koxui 6-12 wMicsnip nikap Oyme aHami3yBaTH piBHI JimigiB (KMpiB, TaKMX SK XOJECTEpHH i
Tpuriiuepuan) y Bawiit kpoBi Ta dyHkuio Hupok. KoxHi 6 Micsauis gikap 6yjge KOHTPOIOBATH THCK
KpOBI, K110 BH npuiiMaeTe KOPTUKOCTEPOIIHI IIpenapaTH.

JiTi Ta nigJaiTKA

He nagaiite 1eif mpenapaT QiTAM, MOJIOAIINM 6 POKIB, OCKITBKH BiH He JOCHITKEHHH Y MALli€HTIB LieT
rpylH.

Inwi npenapari i Tpanciapua

[ToBinomTe Bamoro mikaps, skmo Bu mpuiimaere, HewonaBHO IpuiiMaid abo MOXeTe po3MovaTd
npuiiMati Oymb-ski iHmi mpemapatd. OcoGauBO, He 3acTocoBykrte TpaHcnapHa 3 aHTHOIOTHKaMH,
TaKUMH K TeHTaMilMH, ToOpaMilMH abo CTPENTOMILIMH, SKi BBOAATHCA IH’€KWIHHO y BeHy. Lle Moxe
BIUTMHYTH Ha QYHKLIIO HUPOK.

[ToBigomre Bamioro nikaps, akuio Bu npuiiMaete 6yap-sK1ii 3 HACTYITHHX JIIKAPCKUX MPeMnapiB:

IIpenapat 3BHYAHO NIPU3HAYAKOTD MJIA:

ALMKJIOBIp JlikyBaHHsl BiTpsIHOI Bicnu (Bapiuesuia)

Anedogip JlikyBaHHs XpoHiuHoro renatura B ta/a6o BIJI

ATOpBacTaTUH 3HIDKCHHS JTiNiAiB

BenzunneHiumin Baxki iHbexuii

bymetanin JlikyBanHs ab0 mornepepKeHHs 3aCTiiHOI cepleBol HeI0CTaTHOCTI

Kanronpin JlikyBanHs abo rmomnepeKeHHs 3acTiiHOI cepleBoi HeI0CTaTHOCTI

Llunpodaokcauux JlikyBaHHs iH(eKUiHUX CTaHiB

damoTuaiH JlikyBaHHs aKkTHBHOI BUPa3Ku 12-1aJiol KUILIKH, IUTyHKOBO-
CTpaBOXiJTHOTO peduioKca

dypocemin JlikyBaHHs ab0 Mornepe/KeHHs 3acTiiHOT cepleBol HeI0CTaTHOCTI

MetoTpekcat PeBMaTOiIHUI apTpPUT, NIcopia3

OnmecapraH EceHlia/ibHa TrinepTeHsid y J10pocIux

OcenramMuBip [TpodinakTuka rpumy

®denobapbirta CHoiiifHe, MoTnepeKEHHS CYI0M

ITiTaBacraTin 3HMKEHHA JIiMiiB

[IpaBacraTin 3HIOKeHHS JTiMifiB

Pidammninun JlikyBaHHs TYOEpKyJIbO3y

PocyBacrarin 3HMKEHHS JiMiIiB

CiTarainTa- Jiabet 2 Ty

Tenmicapran JlikyBanns abo nomepe/KeHHs 3aCTiHHOT ceplieBoi HEJOCTAaTHOCTI

Bajicapran JlixyBaHHsA a60 nomnepe/KeHHA 3acTiiHOT cepLeBol HeIOCTaTHOCTI

Jlesiki 3 LMX mpenapaTiB He AOCHiIKyBamuch pasoM i3 TpaHcnapa, i Baw jikap Moxe BHPILIUTH

MPOBOJAUTH MOBHUM KOHTPOJIb.

BaritHicTb i roxyBaHHsi Tpyaaio

Skio Bu BaritHi a60 rojiyeTe rpy/Iio, BBaXxaete, [0 MoxkeTe OyTH BariTHOX abo MiaHyeTe BariTHICTb,
nepe/] BKMBAHHAM LLOTO MPerapary 3BepHIThCA 3a MOpajoro 10 fikaps. Skio Bu 3aBaritHim mig qac
3acTocyBaHHs TpaHclapHa, HeraiiHO MPOKOHCY/IbTYHTECH 3 JliKapeM, OCKLUIbKH I1i 4ac BariTHOCTi abo
roflyBaHHs rpy/iio BxuBaHHs TpaHciapHa He peKOMEHIYEThCA.

KepyBanusi aBTO Ta TeXHiYHHMH 32c00aMHu
Sxkmo Bu BiguyBaeTe 3amaMOpOYEHHs, HE BJIaBAWTECh 10 KepyBaHH
BMKOPHCTAHHS TEXHIYHHUX 3ac00iB.




3. SIk npuiimaTu TpancaapHa
3aBxau MpuiMaiTe el npenapaT TOYHO Y BiAMOBIAHOCTI 70 peKoMeH/alil Jikaps abo ¢apmalesTa.
IopaabTech i3 HUMH, SKIIO BH He BleBHEHI.

TpaHcapHa IOCTYITHA Y NaKeTax i3 HaCTyIHMMHU 03YBaHHAMM: 125 mr, 250 Mr ta 1000 mr atanypena
B makerax. Jlikap abo dapmaueBT BKaXyTh, AKYy TOYHY KiTbKICTb 1I4KETIB Ta AKC JO3YBAITHS CIif

3aCTOCOBYBATH KOXKHOTO pasy.
Jlo3a TpanciapHa 3aexuTh i Barn Baworo Tina. PekoMen10BaHa 1032 CTAHOBATH 10 mMr/kr Baru Tijsa

pami, 10 mr/kr Baru Tina monoyasi ta 20 MI/KT Bard Tifa BBedepi (3aranbHa J060Ba 103a 40 MI/Kr
Baru Tijna).

IIpenapaT NpUHMAIOTh YePE3 POT, MICIIA nepeMilryBaHHs y pifuHi a6o y HamiBpiaKii Dxi.

[laker C71if BiAKpMBaTH TiIbKM MiJ 4ac MpUiMaHHA Mpenapaty Ta BUKOPHUCTOBYBATH MOBHHUA BMICT
nakety. [ToBHHI BMiCT KO)KHOTO MaKeTy Heo6XiaHo 3MimaTH i3 He MeHme 30 M1 pigvHK (Boaa, MOJIOKO,
dpykToBuii cik) abo i3 3 CTOMOBUMH JIOXKKaMHU HamiBpiakoi ki (Horypr aGo sGmynesuii coyc). llepen
3aCTOCYBAHHAM TIPUTOTOBJIEHY 03y HEOOXifHO J00pe nepemimaru. Kinekicts pizunu abo HarmiBpiakoi
i MOske GyTH 36i/IbIIeHa B 3aIEKHOCTI Bi Bammx ynoao6aHb.

Talbnuus 1o3yBaHb

Mexi KinbkicTh nakeTiB
Barv Panok IoJsyaeHn Beuip
125 250 1000 125 250 1000 125 250 1000
(xr) MI Mr M Mr Mmr Mr MI MI Mr
naKeT | makeT | makeT | MaKeT | MAaKeT | NMaKeT | MaKeT | MaKeT | MaKeT
12 | 14 1 0 0 1 0 0 0 1 0
15 | 16 1 0 0 1 0 0 1 | 0
i 20 0 1 0 0 1 0 0 1 0
21 23 0 1 0 0 1 0 1 1 0
24 26 0 1 0 0 1 0 0 2 0
21 31 0 1 0 0 1 0 1 D 0
32 35 1 1 0 1 1 0 1 2 0
36 39 1 1 0 1 1 0 0 3 0
40 | 44 1 1 0 1 1 0 1 3 0
45 | 46 0 2 0 0 2 0 1 3 0
47 55 0 2 0 0 2, 0 0 0 1
56 62 0 2 0 0 2 0 0 1 1
63 69 0 3 0 0 3 0 0 1 1
70 78 0 3 0 0 3 0 0 2 1
79 86 0 3 0 0 3 0 0 3 1
87 | 93 0 0 1 0 0 1 0 3 1
94 | 105 0 0 1 0 0 1 0 0 2
106 | 111 0 0 1 0 0 1 0 1 2
112 | 118 0 1 1 0 1 1 0 1 2
119 | 125 0 il 1 0 1 1 0 2 2

IIpuiimaiite TpaHcnapHa 4yepe3 pOT TPU4i Ha JIEHb! BpaHIli, monomy/Hi Ta BBedepi. HeobxiaHo, mod
NpOMILIO 6 TOAUH MK 103aMH BpaHIli Ta [OMOJIy IHi, 6 TOIMH MK 103aMH MOnoJIyaHi Ta BBeyepi Ta 12
TOJIMH MiXK BeUipHBOIO JI03010 Ta MEPLIOKO 103010 HACTYITHOrO AHA.

Hanpuknan, Bu moxere npuiinsata Tpanciapha o 7:00 Bpanmi i3 cHigankom, o 13:00 3 obigom Ta o

19:00 i3 Beuepero.
[pu BxusanHi TpaHCIapHa PETYISAPHO MUHTE BOLY a6o iHIIi piTvHK, W00 YHUKATH JeTiapaTauii.

TR

SIxmo Bu npuiinsiin Tpanciapua Giabuie, HiK NOBHHHI D 95
Skuo Bu npuidHsui Olblry 32 peKOMEHI0BaHY 103y TpaucnapHa, 3BepHiThCs 10 Baworo Jikaps:
MO’KeTe BifdyBaTH claGKuit rosoBHui 6ib, GmoBoTy 260 aiapero. iy .
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Axmo Bu 3a6yaun npuiinsitn Tpanciapua

SIxmo Bu 3ami3HWIMCH MEHIIE, HiK Ha 3 TOJMHH, Mic/sd paHilHboi abo MOMyaeHHOT 103U abo MeHile,
HiX Ha 6 TOJMH, MiCJs BedipHBOT J103M, He NpuiAMaiTe Wi 103u. OJHAK BYACHO MPUHMITH HACTYIHY
103y.

He mpwuitMaiiTe mo/BiliHy 103y /Ui KOMIICHCALT IPONyILeHoT 1031, Tpanciapha Moxe He MaTH e(exTy
NpM JiKyBaHHI Bammx CHMITTOMIB, AKINO 3aCTOCOBYBATH OiLLIC 38 PEKOMEHOBAHY J03Y.

SIkuo Bu npunuanan npuiimati Tpanciapaa

He npunuusiite Bxusanus TpaHc/iapHa Ge3 KOHTaKTyBaHHA 3 Balum sikapem.

Skuio By MaeTe iHII MTUTaHHS CTOCOBHO BUKOPUCTAHHSI IIpenapaTy, 3BEpHIThCA 10 JTiKaps.

4. MoxnuBi no6iuni epexTn

[Toxi6HO 10 BCiX JiKapchKUX 3acobiB, Lel npernapaT MOXKe BUKIMKATH MoGiYHI e(heKTH, X0ua He KOXKHA
JIOIMHA 1X BiAYyBaE. /

[Ticst mpuitmans TpaHcnapHa y Bac Moxe GyTi 0JIMH 9 GijbIle 3 HACTYIHHUX MOGIYHAX e(eKTiB:

Jlyxe nommpeni mo6iuni epexTH (MOKyTh BUHMKATH y Oinbuie 1 3 10 mozpeit):
- bimoBoTa

[Tommupeni no6iuni edext (MOKyTh BUHMKATH 10 1 3 10 mioaei):
- 3HIDKCHHS alleTUTY

- BHUCOKMI piBEHb TPUIIIILIEPHIIB Y POBI

- rOJIOBHHU# OlIb

- XBOpOOIMBUI CTaH

- BTpara Baru

- BUCOKHUI KpOB’ IHUM THUCK

- Kauieib

- HOCOBa KpOBOTE4Ya

- 3aKpirn

- METEOpU3M

- TUCKOMGOPT y LUTYHKY

- OiNb y LUTYHKY

- BUCHIT

- 6inmp y pykax abo Horax

- Oib y rpyasx

- MHMOBIJIbHE CEYOBUITYCKaHHS

= KpOB Y ceui

- JMXOMaHKa

YacToTa HeBiZoMa (4acToTa He MOKe OyTH BCTAHOBJIEHA 3a JOCTYIIHUMHU JaHUMH):
- i ABMILECHHS JIMiTiB Y KPOBi

- TiIBUIIEHHS IOKa3HUKIB TecTy GYHKLIT HUPOK

IloBigom/eHHs1 Mpo M00iUHI edeKTH

Skmo Bu Bimuymn Gymb-ski mo6iuni edekru, nosizomre Bamoro iikaps a6o dapmauesra. Lle
cTOCYeThCA OyIb-AKOro mobiqHOro edexry, 1o He BKasaHWd y 1bOMY JIMCTKY. BH Takox MOKeTe
noBigoMuTH Mpo moGiuHi edekTH GesnocepeHBO Yepes HauioHaTbHY cucTeMy Haraay (Jomarok V).
[loBigomisoun mpo mobGiuni epektd, Bu Moxere Jomomortu oTpumatd Outbiue iHdopmauii 1010
6e3meKy LbOro Mnpenapary.

5. SIk 30epiraTu TpanciaapHa
36epiraiiTe Lei npenapar mo3a BUAMMOCTI Ta JOCTYIHOCTI I AiTeH.




He BHKOPHCTOBYBATH LEH [perapat micis 3aKiH4eHHs TepMiHy NPHAATHOCT, IO BKa3aHHi Ha KOpoOL
Ta maxetTi. TepMiH MPHAATHOCTI BIIHOCHTBCS O OCTAHHBOTO AHA micsug. J{ns uporo mpemaparty He
TMOTpiOHi crenianbHi YMOBH 30epiraHHs.

[IpurotoBaHa no3a mac OyTH 3HHMINEHA, SKIIO il He 3acToCcyBalM MPOTArOM 24 TOAMH micis
NPUrOTYBaHHA Npu 30epiraHHi y XonoauibHuky (2-8 “C), a60o MpOTATOM 3 IOJMH MPH KiMHATIIHA
temneparypi (15-30 °C).

He Bukunati 6yap-sKHii Mpenapar i3 3MHBaMU BOJHM abo MOOYTOBUM cMiTTSM. 3anuTaiTe GapMaleBTa,
SK YTHII3yBaTH MpenapaTy, fKi Be He BUKOPHCTOBYIOTBCH. [li 3axom JOMOMOXYTh 30epexKEeHHIO
JOBKLIA.

6. BmicT ynakoBkH Ta iHma inpopmauis

IIlo micTure Tpanciapua

TpaHcapHa I0CTyIHA Y 3-X JIO3yBaHHSAX, SIKi MICTATH 125 mr, 250 mr ta 1000 Mr akTUBHOT cyOCTaHLii,
110 HA3WBAETBHCS ATATypeH. [HIIMMHU iHrpe/lieHTamMH € IOMIAeKCTpo3a (E1200), maxporo, mojiokcamep,
maniT (E421), KpOCIOBIiIOH, TiIPOKCHETHJILEIION03a, BaHIIBHMI apoMaTU3aTop (MajgbTOAEKCTPUH,
ITYYHi apOMATH3aTOPH Ta MPOMiIEHTTIKOB), KpeMHio JioKcH Kotoinuuii 6e3soauuit (E551), MarHiro
creapar.

SIx purasigae TpanciaapHa Ta BMIiCT YIaKOBKH

TpaHcnapHa sBIs€ OG0 TpaHymu GLIOro 10 MPaKTHYHO 6ioro Kobopy s OpajbHOI CycleH3ii y
nakerax.

TpancnapHa pONOHYETHCS B YTIAKOBKAX 110 30 maxerTiB.

Bi1acHMK MapKeTHHTOBOI JIileH3ii

[ITC Tepansiotike InTepremenan Jlimiten
5 moBepx

3 I'panp Kanan Ilnaza

Bepxus 'panz Kanan Ctpit

Jy6nin 4

JI04EE70
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Ileii TMCTOK-BKIAAKY BOCTAHHE NEPErIsiHYTO

Lleit Mean4HMi TPOAYKT OTPHMAB KYMOBHY peecTparliroy. Lle O3Hayae, mwo E€Bponeiickka Menuuna
AreHuis Gyne meperisaaTd HOBY iH(OPMALiIO W00 LBOrO NPOIYKTY HE pijlle pa3y Ha pik, Ta 3a
HeOOXiIHOCTI 1ei IMCTOK-BKIIaKa 6yIe OHOBJIIOBATHCh.

Metanbha indopmanis mpo neil MeAWYHMHA MPOAYKT AOCTYIHA HA BeOCAHTI E€pponercbkoi MeauuHoi
AreHuii http:/www.ema.europa.ecu. Tam € TaKoX INOCHIAHHA HA iHII caiiTh 1po piaKicHi
3aXBOPIOBAHHS Ta JIIKYBaHHS.




IHCTpYKIlist IPO 32CTOCYBAHHS JIKaPCHKOIo 3acoly
1o Peectpauiiinoro nocpigyenHs Ne
Haka3z MO3 Ne B/ p.

This medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT
Translarna 125 mg granules for oral suspension
Translarna 250 mg granules for oral suspension
Translarna 1000 mg granules for oral suspension

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Translarna 125 mg granules for oral suspension
Each sachet contains 125 mg ataluren.

Translarna 250 mg granules for oral suspension
Each sachet contains 250 mg ataluren.

Translarna 1000 mg granules for oral suspension
Each sachet contains 1000 mg ataluren.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Granules for oral suspension.

White to off-white granules.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Translarna is indicated for the treatment of Duchenne muscular dystrophy resulting from a nonsense
mutation in the dystrophin gene, in ambulatory patients aged 5 years and older (see section 5.1).

Efficacy has not been demonstrated in non-ambulatory patients.

The presence of a nonsense mutation in the dystrophin gene should be determined by genetic testing
(see section 4.4).

4.2 Posology and method of administration

Treatment with Translarna should only be initiated by specialist physicians with experience in the
management of Duchenne/Becker muscular dystrophy.

Posology

Ataluren should be administered orally every day in 3 doses.

The first dose should be taken in the morning, the second at midday, and the, ,“i?f;\a’fhnthe evé\Mg
Recommended dosing intervals are 6 hours between morning and midday d§§e/s/, 6 hours betweel
midday and evening doses, and 12 hours between the evening dose and the! ﬁi’ft dose'dn the-next day;
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The recommended dose is 10 mg/kg body weight in the morning, 10 mg/kg body weight at midday,
and 20 mg/kg body weight in the evening (for a total daily dose of 40 mg/kg body weight).

Translarna is available in sachets of 125 mg, 250 mg or 1000 mg. The table below provides
information on which sachet strength(s) to use in the preparation of the recommended dose by body
weight range.

Number of sachets
Weight Morning Midday Evening
R(?:ge 125mg | 250mg | "% | 125mg | 250mg | 1% | 135mg | 250mg | 1000
mg mg e
sachets | sachets i sachets | sachets cidlien sachets | sachets saehels
1 0 0 1 0 0 0 1 0
1 0 0 1 0 0 1 1 0
0 1 0 0 1 0 0 1 0
0 1 0 0 1 0 1 1 0
0 1 0 0 1 0 0 2 0
0 1 0 0 1 0 1 2 0
1 1 0 1 1 0 1 2 0
1 1 0 1 1 0 0 3 0
1 1 0 1 1 0 1 3 0
0 2 0 0 2 0 1 3 0
0 2 0 0 2 0 0 0 1
0 > 0 0 2 0 0 1 1
0 3 0 0 3 0 0 1 1
0 3 0 0 3 0 0 2 1
0 ! 0 0 3 0 0 3 1
0 0 1 0 0 1 0 3 1
0 0 1 0 0 1 0 0 2
0 0 1 0 0 1 0 1 2
0 1 1 0 1 1 0 1 2
0 1 1 0 1 1 0 2 2

Delayed or missed dose

If there is a delay in the administration of ataluren of less than 3 hours after the morning or midday
doses or less than 6 hours after the evening dose, the dose should be taken with no changes to the
subsequent dose schedules. If there is a delay of more than 3 hours after the morning or midday doses
or more than 6 hours after the evening dose, the dose should not be taken, and patients should resume
their usual dosing schedule. Patients should not take a double or extra dose if a dose is missed. It is
important to administer the correct dose. Increasing the dose above the recommended dose may be
associated with reduced effectiveness.

Special populations

Elderly
The safety and efficacy of ataluren in patients aged 65 and older have not yet been established (see

section 5.2).

Renal impairment
Safety and efficacy of ataluren in patients with renal impairment has not been established.(see section

o

4.4). e

Hepatic impairment




No dosage adjustment is required for patients with mild, moderate or severe hepatic impairment (see
section 5.2).

Paediatric population
The safety and elficacy of Translarna in children aged 6 months to 5 years have not yet been
established. No data are available.

Method of administration

Translarna should be administered orally after mixing it to a suspension in liquid or in semi-solid food.
Sachets should only be opened at the time of dose preparation. The full contents of each sachet should
be mixed with, at least 30 ml of liquid (water, milk, fruit juice) or 3 tablespoons of semi-solid food
(yoghurt or apple sauce). The prepared dose should be mixed well before administration. The amount
of the liquid or semi-solid food can be increased based on patient preference. Patients should take the
entire dose.

For instructions on reconstitution of the medicinal product before administration, see section 6.6.
4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
Concomitant use of intravenous aminoglycosides (see sections 4.4 and 4.5).

4.4 Special warnings and precautions for use

Patients who do not have a nonsense mutation

Patients must have a nonsense mutation in the dystrophin gene as part of their underlying disease state,
as determined by genetic testing. Patients who do not have a nonsense mutation should not receive

ataluren.

Renal impairment

Patients with renal impairment should be closely monitored.

Changes in lipid profile

Because changes in lipid profile (increased triglycerides and cholesterol) were reported for some
patients in clinical trials, it is recommended that total cholesterol, LDL, HDL, and triglycerides be
monitored on an annual basis in nonsense mutation Duchenne muscular dystrophy (nmDMD)
patients receiving ataluren, or more frequently as needed based on the patient’s clinical status.

Hypertension with use of concomitant systemic corticosteroids

Because hypertension with use of concomitant systemic corticosteroids was reported for some
patients in clinical trials, it is recommended that resting systolic and diastolic blood pressure be
monitored every 6 months in nmDMD patients receiving ataluren concomitantly with
corticosteroids, or more frequently as needed based on the patient’s clinical status.

Renal function monitoring /

/’J:}— Vi
Because small increases in mean serum creatinine, blood urea nitrogen (BUN), and dystannC were
observed in the controlled studies of nmDMD, it is recommended that serum cre%it}qih"é}BUNj and?,. |
cystatin C be monitored every 6 to 12 months in nmDMD patients receiving ata %\r@q, or-more ,
AR \ 0,

frequently as needed based on the patient’s clinical status. \



Potential interactions with other medicinal products

Caution should be exercised when ataluren is co-administered with medicinal products that are
inducers of UGT1A9, or substrates of OAT1, OAT3, or OATP1B3 (see section 4.5).

Aminoglycosides

Aminoglycosides have been shown to reduce the readthrough activity of ataluren in vitro. In addition,
ataluren was found to increase nephrotoxicity of intravenous aminoglycosides. The co-administration
of these medicinal products with ataluren should be avoided (see section 4.3). Since the mechanism by
which ataluren increases nephrotoxicity of intravenous aminoglycosides is not known, concomitant
use of other nephrotoxic medicinal products with ataluren is not recommended. If this is unavoidable
(e.g. vancomycin to treat MRSA) careful monitoring of renal function is advised (see section 4.5).

4.5 Interaction with other medicinal products and other forms of interaction

Aminoglycosides

Ataluren should not be co-administered with intravenous aminoglycosides, based on cases of
decreased renal function observed in a clinical trial in patients with nmCF (see section 4.3).

Elevations of serum creatinine occurred in several nmCF patients treated with ataluren and
intravenous aminoglycosides together with other antibiotics for cystic fibrosis exacerbations. The
serum creatinine elevations resolved in all cases, with discontinuation of the intravenous
aminoglycoside, and either continuation or interruption of Translarna. These findings suggested that
co-administration of Translarna and intravenous aminoglycosides may potentiate the nephrotoxic
effect of the aminoglycosides. Therefore, if treatment with intravenous aminoglycosides is necessary
the treatment with Translarna should be stopped and can be resumed 2 days after administration of the
aminoglycoside has ended. The effect of co-administration of ataluren with other nephrotoxic
medicinal products is unknown.

Dehydration may be a contributing factor in some of these cases. Patients should maintain adequate
hydration while taking ataluren (see section 4.4).

Effect of other medicinal products on ataluren pharmacokinetics

Based on in vitro studies, ataluren is a substrate of UGT1A9. Co-administration of rifampicin, a strong
inducer of metabolic enzymes including UGT1A9, decreased ataluren exposure by 29%. The
significance of these findings for humans is unknown. Caution should be exercised when ataluren is
co-administered with medicinal products that are inducers of UGT1A9 (e.g. rifampicin).

Effect of ataluren on pharmacokinetics of other medicinal products
Based on in vitro studies, ataluren has the potential to inhibit UGT1A9, organic anion transporter 1
(OAT1), organic anion transporter 3 (OAT3) and organic anion transporting polypeptide 1B3
(OATP1B3). Co-administration of ataluren with mycophenolate mofetil in healthy subjects did not
affect the exposure of its active metabolite, mycophenolic acid (a substrate of UGT1A9). No dose
adjustment is required when ataluren is co-administered with medicinal products that are substrates of
UGTI1A9. Caution should be exercised when ataluren is co-administered with medicinal products that
are substrates of OAT1 or OATP1B3 because of the risk of increased concentration of these medicinal
products (eg, oseltamivir, aciclovir, captopril, furosemide, bumetanide, valsartan, pravastatin,
rosuvastatin, atorvastatin, pitavastatin). Caution should also be exercised when ataluren is co-
administered with OAT3 substrates (eg, ciprofloxacin), especially those OAT3 substrates with a
narrow therapeutic window. In a clinical study, the extent of exposure for ciprofloxacin was.32%_
higher in the presence of ataluren. In a separate clinical study, the extent of exposurefor adefovir was
60% higher in the presence of ataluren. Caution should be exercised when atalurer} is co-administered
with adefovir. // 5\




Based on the in vitro studies, ataluren is not expected to be an inhibitor of neither p-gp mediated
transport nor of cytochrome P450 mediated metabolism. Similarly, ataluren is not expected in vivo to
be an inducer of cytochrome P450 isoenzymes.

Coadministration of corticosteroids (deflazacort, prednisone, or prednisolone) with ataluren did not
affect the plasma concentrations of ataluren. No clinically relevant change in the plasma
concentrations of corticosteroids was seen with co-administration of ataluren. These data indicate no
apparent drug-drug interaction between corticosteroids and ataluren, and no dose adjustments are
required.

Medicinal products that affect the p-glycoprotein transporter

In vitro, ataluren is not a substrate for the p-glycoprotein transporter. The pharmacokinetics of ataluren
are unlikely to be affected by medicinal products that inhibit the p-glycoprotein transporter.

4.6  Fertility, pregnancy and lactation

Pregnancy

There are no adequate data from the use of ataluren in pregnant women. Studies in animals have
shown reproductive toxicity only at doses that resulted in maternal toxicity (see section 5.3).
As a precautionary measure, it is recommended to avoid the use of ataluren during pregnancy.

Breastfeeding

It is unknown whether ataluren/metabolites are excreted in human milk. Available
pharmacodynamic/toxicological data in animals have shown excretion of ataluren/metabolites in milk
(see section 5.3). A risk to the breastfed new-borns/infants cannot be excluded.

Breast-feeding should be discontinued during treatment with ataluren.

Fertility

Non-clinical data revealed no hazard for humans based on a standard male and female fertility study in
rats (see section 5.3).

4.7 Effects on ability to drive and use machines

The effect of ataluren on driving, on cycling, or on using machines has not been tested. Patients who
experience dizziness should use caution when driving, cycling or using machines.

4.8 Undesirable effects

Summary of the safety profile

The safety profile of ataluren is based on pooled data from two randomised, double-blind, 48-week
placebo-controlled studies conducted in a total of 232 male patients with Duchenne muscular
dystrophy (nmDMD) caused by a nonsense mutation treated at the recommended dose of

40 mg/kg/day (10, 10, 20 mg/kg; n=172) or at a dose of 80 mg/kg/day (20, 20, 40 mg/kg; n=60), as
compared to placebo-treated patients (n=172).

The most common adverse reactions in the 2 placebo-controlled studies were vomiting, diarrhoea,,
nausea, headache, upper abdominal pain, and flatulence, all occurring in >5% of all ataluren-treated:
patients. In both studies, 1/232 (0.43%) patients treated with ataluren discontinued due to ar;{fi’d’\f g
reaction of constipation and 1/172 (0.58%) placebo patients discontinued treatment due to giﬁ%dvc g
reaction of disease progression (loss of ambulation). o W




Adverse reactions were generally mild or moderate in severity, and no treatment-related serious
adverse events were reported among ataluren-treated patients in these 2 studies.

Tabulated list of adverse reactions

The adverse reactions reported in patients with nmDMD treated with the recommended daily dose of
40 mg/kg/day ataluren in the 2 placebo-controlled studies are presented in Table 1. Adverse rcactions
reported in >1 patient in the 40 mg/kg/day group at a frequency greater than that of the placebo group
are presented by MedDRA System Organ Class, Preferred Term, and frequency. Frequency groupings

are defined to the following convention: very common (> 1/10) and common (> 1/100 to < 1/10).

Table 1. Adverse reactions reported in >1 ataluren-treated patients with nmDMD at a frequency
greater than placebo in the 2 placebo-controlled studies (pooled analysis)

System Organ Class Very common Common Frequency not
known
Metabolism and nutrition Decreased appetite, Change in lipid
disorders hypertriglyceridaemia profile
(increased
triglycerides and
cholesterol)
Nervous system disorders Headache

Vascular disorders

Hypertension

Respiratory, thoracic, and
mediastinal disorders

Cough, epistaxis

Gastrointestinal disorders

Vomiting

Nausea, upper abdominal

pain, flatulence, abdominal
discomfort, constipation

Skin and subcutaneous tissue Rash erythematous

disorders

Pain in extremity,
musculoskeletal chest pain

Musculoskeletal and
connective tissue disorders

Haematuria, enuresis Change in renal
function tests
(increased
creatinine, blood
urea nitrogen,

cystatin C)

Renal and urinary disorders

General disorders and Pyrexia, weight decreased

administration site conditions

In a 48-week open-label extension study in patients with nmDMD patients who were ambulant or non-
ambulant demonstrated a similar safety profile. Long term safety data is not available.

Description of selected adverse reactions (laboratory abnormalities)

Serum lipids
During the randomised, placebo-controlled studies of nmDMD, mean total cholesterol and

triglycerides were normal at baseline and increased, reaching borderline high or high values. Lipid P
levels shifted from normal at baseline to high (above the upper limit of normal) at Week 48 in gg”"fﬂj.l
higher percentages of patients receiving ataluren compared to those receiving placebo (total Y/ A4
cholesterol 15.1% vs. 6.1%, triglycerides 21.1% vs. 13.4%, respectively). The values tended f

stabilize early in the study and did not increase further with continued treatment.

-




Renal function tests

During the randomised, placebo-controlled studies, small increases in mean serum creatinine, BUN,
and cystatin C were observed. The values tended to stabilize early in the study and did not increase
further with continued treatment.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

Healthy volunteers receiving a single oral dose of 200 mg/kg of ataluren experienced transient,
low-grade symptoms of headache, nausea, vomiting, and diarrhoea. No serious adverse reactions were
observed in these subjects. In the event of a suspected overdose, supportive medical care should be

provided including consulting with a healthcare professional and close observation of the clinical
status of the patient.

5.  PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group:Other drugs for disorders of the musculo-skeletal system, ATC code:
MO09AX03

Mechanism of action

A nonsense mutation in DNA results in a premature stop codon within an mRNA. This premature stop
codon in the mRNA causes disease by terminating translation before a full-length protein is generated.
Ataluren enables ribosomal readthrough of mRNA containing such a premature stop codon, resulting
in production of a full-length protein.

Pharmacodynamic effects

Nonclinical in vitro experiments in nonsense mutation cellular assays and fish larvae cultured in an
ataluren solution have shown that ataluren enabled ribosomal readthroughwith a bell-shaped
(inverted-U shaped) concentration-response relationship. It is hypothetised that the in vivo dose
response relationship may also be bell-shaped, but in vivo data were too limited to confirm this
hypothesis in a mouse model for nmDMD and in humans.

Nonclinical in vitro studies suggest that continuous exposure to ataluren may be important for
maximizing activity and that effects of the active substance on ribosomal read-through of premature

stop codons reverse shortly after withdrawal of ataluren.

Clinical efficacy and safety

The efficacy and safety of Translarna were assessed in 2 randomised, double-blind,
placebo-controlled, trials in nmDMD. The primary efficacy endpoint in both trials was change in 6
Minute Walk Distance (6 MWD) at Week 48. Other endpoints included in both trials were time to

persistent 10% worsening in 6MWD, change in time to run/walk 10 meters at Week 48, change, it
time to climb 4 stairs at Week 48, and change in time to descend 4 stairs at Week 48. Patientgﬁfgfé"
required to have documented confirmation of the presence of a nonsense mutation in the dystrophin
gene as determined by gene sequencing. 1 '




Study 1 evaluated 174 male patients, ages 5 to 20 years. All patients were required to be able to walk
>75 meters without the need for assistive devices during a screening 6-Minute Walk Test (6MWT).
The majority of patients in all treatment groups were Caucasian (90%). Patients were randomised in a
1:1:1 ratio and received ataluren or placebo 3 times per day (morning, midday, and evening), with 57
receiving ataluren 40 mg/kg/day (10, 10, 20 mg/kg), 60 receiving ataluren 80 mg/kg/day (20, 20,

40 mg/kg), and 57 receiving placebo.

In Study 1, a post hoc analysis of the primary endpoint showed that from baseline to Week 48, patients
receiving ataluren 40 mg/kg/day had a 12.9 meters mean decline in 6 MWD, and patients receiving
placebo had a 44.1-meter mean decline in 6MWD (Figure 1). Thus, the mean change in observed
6MWD from baseline to Week 48 was 31.3 meters better in the ataluren 40 mg/kg/day arm than in the
placebo arm (p=0.056). In a statistical based model the estimated mean difference was 31.7 meters
(adjusted p=0.0367). There was no difference between ataluren 80 mg/kg/day and placebo.

These results indicate that ataluren 40 mg/kg/day slows the loss of walking ability in nmDMD
patients.

Figure 1. Mean Change in 6-Minute Walk Distance (Study 1)
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A post-hoc analysis of time to persistent 10% worsening in 6MWD showed that 26% of patients in the
ataluren 40 mg/kg/day arm had progressed at Week 48 compared to 44% in the placebo group
(p=0.0652) (Figure 2). There was no difference between ataluren 80 mg/kg/day and placebo. These
results indicate that fewer patients receiving ataluren 40 mg/kg/day worsened in 6 MWD over 48
weeks.




Figure 2. Kaplan-Meier Curve of Time to Persistent 10% 6MWD Worsening (Study 1)

100~
90+

80+

26% worsening

70 e,
=
™
60+ L—==—==]  44% worsening
50+
40-

301  _ TRANSLARNA 10 mglkg, 10 mg/kg, 20 mglkg (N=57)
20+ -= Placebo (N=57)

Percent Not 10% Worsened

T T T T T T T T 1

0 6 12 18 24 30 36 42 48 54 60
Weeks

In timed function tests (TFTs), tests of time to run/walk 10 meters, time to climb 4 stairs, and time to
descend 4 stairs, ataluren-treated patients demonstrated smaller increases in the time it takes to
run/walk 10 meters, climb 4 stairs, and descend 4 steps, indicating slowing of nmDMD progression
relative to placebo.

The mean change in timed function tests from baseline to Week 48 was better in the ataluren 40
mg/kg/day arm than placebo in time to run/walk 10 meters (better by 1.5 seconds), time to climb
4 stairs (better by 2.4 seconds), and time to descend 4 stairs (better by 1.6 seconds), Figure 3.

Figure 3. Mean Change in Timed Function Tests (Study 1)
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6MWD Results in Patients with a Baseline 6MWD < 350 meters.




In patients with a baseline S MWD <350 meters, the mean change in observed 6SMWD from baseline to
Week 48 was 68 meters better in the ataluren 40 mg/kg/day arm than in the placebo arm (p=0.0053).

In these patients, the mean change in timed function tests from baseline to Week 48 was better in the
ataluren 40 mg/kg/day arm than placebo in time to run/walk 10 meters (better by 3.5 seconds), time to
climb 4 stairs (better by 6.4 seconds), and time to descend 4 stairs (better by 5.0 seconds).

Study 2 evaluated 230 male patients, ages 7 to 14 years. All patients were required to be able to walk
2150 meters and less than 80% predicted without the need for assistive devices during a screening
6MWT. The majority of patients in both treatment groups were Caucasian (76%). Patients were
randomised in a 1:1 ratio and received ataluren 40 mg/kg/day (n=115) or placebo (n=115) 3 times per
day (morning, midday, and evening).

Ataluren-treated patients experienced clinical benefit as measured by numerically favorable
differences versus placebo across the primary and secondary efficacy endpoints. As the primary
endpoint (change in 6MWD from baseline to Week 48) did not reach statistical significance (p=0.05),
all other p-values should be considered nominal.

In the ITT population, the difference between the ataluren and placebo arms in mean change in
observed 6MWD from baseline to Week 48 was 15.4 meters better in the ataluren 40 mg/kg/day arm
than in the placebo arm. In a statistical based model the estimated mean difference was 13.0 meters
(p=0.213), Figure 4. Separation between ataluren and placebo was maintained from Week 16 through
the end of the study.

Figure 4. Mean Change in 6-Minute Walk Distance (Study 2)
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Over 48 weeks, ataluren-treated patients showed less decline in muscle function, as evidenced by
smaller increases in the time to run/walk 10 meters, climb 4 steps, and descend 4 steps in the ataluren-
treated group relative to placebo. The differences favoring ataluren versus placebo in mean changes in......
timed function tests at Week 48 in the ITT population reached the threshold for a clinically meaningful ¥+
difference (changes ~1 to 1.5 seconds). A e
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The mean change in timed function tests from baseline to Week 48 was better in the atalu
40 mg/kg/day arm than placebo in observed time to run/walk 10 meters (better by 1.2 sec



p=0.117), time to climb 4 stairs (better by 1.8 seconds, p=0.058), and time to descend 4 stairs (better
by 1.8 seconds, p=0.012), Figure 5.

Figure 5. Mean Change in Timed Function Tests (Study 2)
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Time to 10% worsening in 6 MWD was defined as the last time that 6MWD was not 10% worse than
baseline. In the ITT population, the hazard ratio for ataluren versus placebo was 0.75 (p=0.160),

representing a 25% reduction in the risk of 10% 6MWD worsening.

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with
ataluren in two subsets of the paediatric population from birth to less than 28 days and infants from
28 days to less than 6 months in nmDMD, as per Paediatric Investigation Plan (PIP) decision in the
granted indication (see section 4.2 for information on paediatric use).

The European Medicines Agency has deferred the obligation to submit the results of studies with
ataluren in one subset of the paediatric population aged 6 months to less than 5 years old in nmDMD,
as per Paediatric Investigation Plan (PIP) decision in the granted indication (see section 4.2 for
information on paediatric use).

This medicinal product has been authorised under a so-called ‘conditional approval’ scheme. This
means that further evidence on this medicinal product is awaited.European Medicines Agency will
review new information on this medicinal product at least every year and this SmPC will be updated as

necessary.
5.2 Pharmacokinetic properties

Administration of ataluren on a body weight-adjusted basis (mg/kg) resulted in similar steady-state-
exposures (AUC) among children and adolescents with nmDMD over a broad range of body \yég'f}tsr
Although ataluren is practically insoluble in water, ataluren is readily absorbed after oral /"
administration as a suspension.

@,




General characteristics of ataluren after administration

Absorption

Peak plasma levels of ataluren are attained approximately 1.5 hours after dosing in subjects who
received medicinal product within 30 minutes of a meal. Based on the urinary recovery of
radioactivity in a single-dose study of radiolabeled ataluren, the oral bioavailability of ataluren is
estimated to be > 55%. Ataluren plasma concentrations at stcady state increase proportionally with
increasing dose. Steady-state plasma concentrations are dose-proportional for ataluren doses between
10 and 50 mg/kg, and no accumulation is observed after repeated dosing.

Distribution
In vitro, ataluren is 99.6% bound to human plasma proteins and the binding is independent of plasma
concentration. Ataluren does not distribute into red blood cells.

Biotransformation
Ataluren is metabolized by conjugation via uridine diphosphate glucuronosyltransferase (UGT)
enzymes, predominantly UGT1A9 in liver and intestine.

In vivo, the only metabolite detected in plasma after oral administration of radio-labelled ataluren was
the ataluren-O-1pB-acyl glucuronide; exposure to this metabolite in humans was approximately 8% of
the plasma AUC of ataluren.

Elimination

Ataluren plasma half-life ranges from 2-6 hours and is unaffected either by dose or repeated
administration. The elimination of ataluren is likely dependent on hepatic and intestinal
glucuronidation of ataluren followed by renal excretion of the resulting glucuronide metabolite.

After a single oral dose of radiolabeled ataluren, approximately half of the administered radioactive
dose is recovered in the faeces and the remainder was recovered in the urine. In the urine, unchanged
ataluren and the acyl glucuronide metabolite account for <1% and 49%, respectively, of the
administered dose.

Linearity/non-linearity

Steady-state plasma concentrations are dose-proportional for ataluren doses between 10 and 50 mg/kg,
and no accumulation is observed after repeated dosing. Based on data in healthy volunteers, the
relative bioavailability of ataluren is approximately 40% lower at steady-state than after the initial
dose. The onset of reduction in relative bioavailability is estimated to occur approximately 60 hours
after the first dose. The steady-state is established after approximately two weeks of thrice daily
dosing.

Characteristic in specific groups of subjects or patients

Age
Based on data from subjects ranging in age from 5 years to 57 years, there is no apparent effect of age
on ataluren plasma exposure. Age-adjusted dosing is not required.

Gender
Females were not studied in nmDMD clinical trials. However there were no apparent effects of gender

on ataluren plasma exposure in other populations.

Race

It is unlikely that the pharmacokinetics of ataluren are significantly affected by UGT1A9
polymorphisms in a Caucasian population. Due to the low number of other races included in the
clinical studies, no conclusions can be drawn on the effect of UGT1A9 in other ethnic groups. <. -




Renal impairment
No studies have been conducted with Translarna in patients with renal impairment. Patients with renal
impairment should be monitored closely.

Hepatic impairment

Based on a pharmacokinetic assessment conducted in groups with either mild, moderate or severe
hepatic impairment versus a control group of healthy subjects, no dose adjustment is required for
patients with any degree of hepatic impairment. No apparent differences of the total ataluren exposure
in the control, mild, and severe hepatic impairment groups were observed. An approximately 40%
decrease of mean total ataluren exposure in the moderate hepatic impairment group versus the control
group was noted probably due to the small sample size and variability.

Non-ambulatory

There were no apparent differences in either steady-state relative bioavailability or apparent clearance
due to loss of ambulation. No dosing adjustment is needed for patients who are becoming
nonambulatory.

5.3  Preclinical safety data

Non-clinical data reveal no special hazard for humans based on conventional studies of safety
pharmacology and genotoxicity.

A standard package of reproduction toxicity studies was available. No effects on male and female
fertility were observed, but effects of early juvenile treatment on fertility during adulthood were not
investigated. In rats and rabbits embryo-foetal toxicity (e.g. increased early resorptions, post-
implantation loss, decreased viable foetuses) and signs of delayed development (increased skeletal
variations) were found in the presence of maternal toxicity. Exposure at the no observed adverse effect
level (NOAEL) was similar to (rabbit) or 4 times (rat) the systemic exposure in humans (40
mg/kg/day). Placental transfer was shown of radiolabelled ataluren in rats. At a single tested, relatively
low, maternal dose of 30 mg/kg, the concentration of foetal radioactivity was < 27% of the maternal
concentration. In the rat pre/postnatal developmental toxicity study, at exposure about 5 times human
exposure, significant maternal toxicity as well as effects on offspring body weight and development of
ambulatory activity were observed. The maternal systemic exposure at the no observed effect level
(NOEL) for neonatal toxicity was about 3 times human exposure. At a single, relatively low, maternal
dose of 30 mg/kg radiolabelled ataluren, the highest measured concentration of radioactivity in rat
milk was 37% of the maternal plasma concentration. Presence of radioactivity in pup plasma
confirmed absorption from the milk by the pups.

Renal toxicity (nephrosis in the distal nephron) occurred in repeat oral dose studies in mice at systemic
exposure equivalent to 0.3 times the steady state AUC in patients administered Translarna at
respective morning, midday, and evening doses of 10-, 10-, 20-mg/kg and higher.

In a 26-week transgenic mouse model for carcinogenicity, no evidence of carcinogenicity was found.
In a 2-year rat carcinogenicity study, one case of hibernoma was found. In addition, at exposure much
higher than in patients an increase of (rare) urinary bladder tumours was found. Significance of the
urinary bladder tumours for humans is considered unlikely.

One out of two 26-week rat repeat dose studies, initiated in 4-5 weeks old rats, showed a dose related
increase of the incidence of malignant hibernoma, a rare tumour in rats. In addition, one case of

malignant hibernoma was found at the highest dose in a 2-year rat carcinogenicity study. Background =
incidence of this tumour type in rats as well as humans is very low and the mechanism causing these- :* Twis %
tumours in the rat studies (including its relation to ataluren treatment) is unknown. The mgmﬁcapée S RN
for humans is not known.

A l-year study in 10-12 weeks old dogs demonstrated findings in the adrenal gland (focal
inflammation and degeneration in the glucocorticoid-producing regions of the cortex) and



compromise of cortisol production after exogenous stimulation with adrenocorticotropic hormone.
These findings were seen in dogs at systemic exposure equivalent to 0.8 times the steady state AUC in
patients administered Translarna at respective morning, midday, and evening doses of 40 mg/kg/day
and higher. In a rat distribution study a high adrenal concentration of ataluren was observed.

In addition to the above mentioned effects, several other less adverse effects were found in the repeat
dose studies; in particular decreased body weight gain, food intake and increased liver weight without
a histological correlate and of unclear clinical significance. Also rat and dog studies showed changes
in plasma lipid (cholesterol and triglycerides) suggestive of changes in fat metabolism.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Polydextrose (E1200)

Macrogol

Poloxamer

Mannitol (E421)

Crospovidone

Hydroxyethyl cellulose

Artificial vanilla flavour: maltodextrin, artificial flavours and propylene glycol.
Silica, colloidal anhydrous (E551)

Magnesium stearate

6.2 Incompatibilities
Not applicable

6.3  Shelf life

4 years

Each prepared dose is best administered immediately after preparation. The prepared dose should be
discarded if not consumed within 24 hours of preparation if kept refrigerated (2 — 8 °C), or within
3 hours at room temperature (15 — 30 °C).

6.4  Special precautions for storage

This medicinal product does not require any special storage conditions.
For storage conditions after dilution of the medicinal product, see section 6.3.

6.5 Nature and contents of container

Heat-sealed laminated aluminium foil sachet: polyethylene terephthalate (child resistance),
polyethylene (coloring and polyester/foil bond), aluminum foil (moisture barrier), adhesive
(polyurethane class), copolymer of ethylene and methacrylic acid (sealant resin for packaging

integrity).
Pack of 30 sachets.

6.6  Special precautions for disposal and other handling

Sachets should only be opened at the time of dose preparation. The full contents of each sachet sﬁaﬁi’d\i””‘\ :
be mixed with at least 30 ml of liquid (water, milk, fruit juice), or 3 tablespoons of semi-solid{tfé’dﬂ/ ;
(yoghurt or apple sauce). The prepared dose should be mixed well before administration. The/; nount’,”
of the liquid or semi-solid food can be increased based on patient preference. (S 4,

O




Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER

PTC Therapeutics International Limited
5th Floor

3 Grand Canal Plaza

Grand Canal Street Upper

Dublin 4

D04 EE70

Ireland

8. MARKETING AUTHORISATION NUMBERS

Translarna 125 mg granules for oral suspension
EU/1/13/902/001

Translarna 250 mg granules for oral suspension
EU/1/13/902/002

Translarna 1000 mg granules for oral suspension
EU/1/13/902/003

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 31 July 2014
Date of latest renewal: 16 June 2017

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.




ANNEX II
MANUFACTURER RESPONSIBLE FOR BATCH RELEASE
CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
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CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

SPECIFIC OBLIGATION TO COMPLETE POST-AUTHORISATION MEASURES
FOR THE CONDITIONAL MARKETING AUTHORISATION




A. MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer responsible for batch release
Almac Pharma Services Ltd.

Seagoc Industrial Estate

Craigavon

Co. Armagh BT63 SUA

United Kingdom

PTC Therapeutics International Limited
5th Floor

3 Grand Canal Plaza

Grand Canal Street Upper

Dublin 4

D04 EE70

Ireland

The printed package leaflet of the medicinal product must state the name and address of the
manufacturer responsible for the release of the concerned batch.

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to restricted medical prescription (see Annex I: Summary of Product
Characteristics, section 4.2).

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

e  Periodic safety update reports

The requirements for submission of periodic safety update reports for this medicinal product are set
out in the list of Union reference dates (EURD list) provided for under Article 107¢(7) of Directive
2001/83/EC and any subsequent updates published on the European medicines web-portal.

The marketing authorisation holder shall submit the first periodic safety update report for this
product within 6 months following authorisation.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

e Risk Management Plan (RMP)

The MAH shall perform the required pharmacovigilance activities and interventions detailed in the
agreed RMP presented in Module 1.8.2 of the Marketing Authorisation and any agreed subsequent
updates of the RMP.

An updated RMP should be submitted:

. At the request of the European Medicines Agency;

o Whenever the risk management system is modified, especially as the result of new
information being received that may lead to a significant change to the benefit/risk profile or as the
result of an important (pharmacovigilance or risk minimisation) milestone being reached.

If the submission of a PSUR and the update of a RMP coincide, they can be submitted at the!
time. -



E. SPECIFIC OBLIGATION TO COMPLETE POST-AUTHORISATION MEASURES

FOR THE CONDITIONAL MARKETING AUTHORISATION

T'his being a conditional marketing authorisation and pursuant to Article 14(7) of Regulation (EC)
No 726/2004, the MAH shall complete, within the stated timeframe, the following measures:

Description Due date
In order to confirm the efficacy and safety of ataluren in the treatment of ambulant | Final study
patients with nmDMD aged 5 years or older, the MAH should conduct and submit | report to be
the results of a multicentre, randomised, double-blind, 18-month, placebo- submitted
controlled study, followed by a 18-month open label extension, according to an Due date:
agreed protocol. September

2021




Package leaflet: Information for the patient

Translarna 125 mg granules for oral suspension

Translarna 250 mg granules for oral suspension

Translarna 1000 mg granules for oral suspension
ataluren

vThis medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of section 4
for how to report side effects.

Read all of this leaflet carefully before you start taking this medicine because it contains

important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor or pharmacist.

- This medicine has been prescribed for you only. Do not pass it on to others. It may harm them,
even if their signs of illness are the same as yours.

- If you get any side effects, talk to your doctor or pharmacist. This includes any possible side
effects not listed in this leaflet. See section 4.

What is in this leaflet

What Translarna is and what it is used for

What you need to know before you take Translarna
How to take Translarna

Possible side effects

How to store Translarna

Contents of the pack and other information

R e

1. What Translarna is and what it is used for
Translarna is a medicine that contains the active substance ataluren.

Translarna is used to treat Duchenne muscular dystrophy resulting from a specific genetic defect that
affects normal muscle function.

Translarna is used to treat patients aged 5 years and older, who are able to walk.

You or your child will have been tested by your doctor before starting treatment with Translarna, in
order to confirm that your disease is suitable for treatment with this medicine.

How does Translarna work?

Duchenne muscular dystrophy is caused by genetic changes that result in an abnormality in a muscle
protein called dystrophin which is needed for muscles to work properly. Translarna enables the
production of working dystrophin and helps muscles work properly.

2. What you need to know before you take Translarna

Do not take Translarna
- If you are allergic to ataluren or any of the other ingredients of this medicine (listed in secti

- If you are receiving treatment with certain antibiotics, such as gentamicin, tobramycin,or e *
streptomycin by injection into a vein. 29/




Warnings and precautions
Your doctor must have done a blood test to confirm that your disease is suitable for treatment with
Translarna. If you have any kidney problem, your doctor should check your kidney function regularly.

Your doctor will test the levels of lipids (fats such as cholesterol and triglycerides) in your blood and
your kidney function every 6 to 12 months. Your doctor will monitor your blood pressure every
6 months, if you are taking a corticosteroid medicine.

Children and adolescents
Do not give this medicine to children under the age of 5 years as it has not been tested in this group of

patients.

Other medicines and Translarna
Tell your doctor if you are taking, have recently taken, or might take any other medicines. In particular

do not take Translarna with the antibiotics gentamicin, tobramycin, or streptomycin given by injection.
These may affect your kidney function.

Tell your doctor if you are taking any of the following medicines:

Medicine Usually prescribed for

aciclovir treatment of chickenpox [varicella]

adefovir treatment of chronic hepatitis B and/or HIV
atorvastatin lipid-lowering

benzylpenicillin severe infections

bumetanide treatment or prevention of congestive heart failure
captopril treatment or prevention of congestive heart failure
ciprofloxacin treatment of infections

famotidine treatment of active duodenal ulcer, gastroesophageal reflux disease
furosemide treatment or prevention of congestive heart failure
methotrexate rheumatoid arthritis, psoriasis

olmesartan essential hypertension in adults

oseltamivir prevention of influenza

phenobarbital sleep-inducing, prevention of seizures

pitavastatin lipid-lowering

pravastatin lipid-lowering

rifampicin treatment for tuberculosis

rosuvastatin lipid-lowering

sitagliptin type 2 diabetes

telmisartan treatment or prevention of congestive heart failure
valsartan treatment or prevention of congestive heart failure

Some of these medicines were not tested together with Translarna and your doctor may decide to
monitor you closely.

Pregnancy and breast-feeding

If you are pregnant or breast-feeding, think you may be pregnant or are planning to have a baby, ask
your doctor for advice before taking this medicine. If you become pregnant while taking Translarna,
consult your doctor immediately as it is recommended not to take Translarna while you are pregnant
or breast-feeding.

Driving and using machines
If you feel dizzy, do not drive, cycle or use machines.




3, How to take Translarna

Always take this medicine exactly as your doctor or pharmacist has told you. Check with them if you
are not sure.

Translarna is available in the following sachet strengths: 125 mg, 250 mg and 1000 mg of ataluren per
sachet. Your doctor or pharmacist will tell you the exact number of sachets and whal strength to take

at each time.

Your dose of Translarna depends on your body weight. The recommended dose is 10 mg/kg body
weight in the morning, 10 mg/kg body weight at midday, and 20 mg/kg body weight in the evening
(adding up to a total daily dose of 40 mg/kg body weight).

The medicine is taken by mouth mixed in liquid or semi-solid food.

Open the sachet only at the time you are taking the medicine and use the entire amount from the
sachet. The full contents of each sachet should be mixed with, at least 30 ml of liquid (water, milk,
fruit juice) or 3 tablespoons of semi-solid food (yoghurt or apple sauce). Mix the prepared dose well
before taking it. The amount of the liquid or semi-solid food can be increased based on your
preference.

Posology table
Number of Sachets
Weight Morning Midday Evening
Range 125 250 1000 | 1os o | 250 me 1000 | 125 me | 250 mg 1000
(ke) mg mg mg sachets | sachets mg sachets | sachets mg
sachets | sachets | sachets sachets sachets
1 0 0 1 0 0 0 1 0
1 0 0 1 0 0 1 1 0
0 1 0 0 1 0 0 1 0
0 1 0 0 1 0 1 1 0
0 1 0 0 1 0 0 2 0
0 1 0 0 1 0 1 2 0
1 1 0 1 1 0 1 2 0
1 1 0 1 1 0 0 3 0
1 1 0 1 1 0 1 3 0
0 2 0 0 2 0 1 3 0
0 2 0 0 2 0 0 0 1
0 2 0 0 2 0 0 1 1
0 3 0 0 3 0 0 1 1
0 3 0 0 3 0 0 2 1
0 3 0 0 3 0 0 3 1
0 0 1 0 0 1 0 3 1
0 0 1 0 0 1 0 0 2
0 0 1 0 0 1 0 1 2
0 1 1 0 1 1 0 1 2
0 1 1 0 1 1 0 2 2

Take Translarna by mouth 3 times per day; in the morning, midday and evening. There s}}ou/l 17

6 hours between morning and midday doses, 6 hours between midday and evening doses; and.
between the evening dose and the first dose on the next day. For example, you pafght tak
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at 7:00 AM in the morning with breakfast, at 1:00 PM in the afternoon with lunch, and again at around
7:00 PM in the evening with dinner.

Drink water or other liquids regularly to avoid dehydration while taking Translarna.

If you take more Translarna than you should
Contact your doctor if you take more than the recommended dose of Translarna.
You may experience mild headache, nausea, vomiting or diarrhoea.

If you forget to take Translarna

If you are late in taking Translarna by less than 3 hours after the morning or midday doses, or by less
than 6 hours after the evening dose, take the dose. Remember to take the next dose on time.

If you are late by more than 3 hours after the morning or midday doses, or by more than 6 hours after
the evening dose, do not take the dose. But, take the next doses on time.

Do not take a double dose to make up for a forgotten dose. It is important to take the correct dose.
Translarna may not be as effective in treating your symptoms if you take more than the recommended
dose.

If you stop taking Translarna
Do not stop taking Translarna without talking to your doctor.

If you have any further questions on the use of this medicine, ask your doctor.
4. Possible side effects

Like all medicines, this medicine can cause side effects, although not everybody gets them. You may
have one or more of the following side effects after taking Translarna:

Very common side effects (may affect more than 1 in 10 people):
- Vomiting

Common side effects (may affect up to 1 in 10 people):
- Decreased appetite

- High blood triglyceride levels
- Headache

- Feeling sick

- Weight loss

- High blood pressure

- Cough

- Nosebleed

- Constipation

- Wind

- Stomach discomfort

- Stomach pain

- Rash

- Armor leg pain

- Chest pain

- Involuntary urination

- Blood in urine

- Fever

Frequency not known (fréquency cannot be estimated from the available data):
- Increases in blood lipids
- Increases in test for kidney function




Reporting of side effects

If you get any side effects, talk to your doctor or pharmacist. This includes any possible side effects
not listed in this leaflet. You can also report side effects directly via the national reporting system
listed in Appendix V. By reporting side effects you can help provide more information on the safety of
this medicine.

5; ITow to store Translarna
Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date, which is stated on the carton and sachet. The expiry
date refers to the last day of that month.

This medicine does not require any special storage conditions.

Take each prepared dose immediately after preparation. Discard the prepared dose if not taken within
24 hours of preparation if kept refrigerated (2 — 8 °C), or within 3 hours at room temperature (15 —
30/°C).

Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help protect the environment.

6. Contents of the pack and other information

What Translarna contains

Translarna is available in 3 strengths, each containing 125 mg, 250 mg and 1000 mg of the active
substance, called ataluren. The other ingredients are: polydextrose (E1200), macrogol, poloxamer,
mannitol (E421), crospovidone, hydroxyethyl cellulose, artificial vanilla flavour (maltodextrin,
artificial flavours and propylene glycol), silica, colloidal anhydrous (E551), magnesium stearate.

What Translarna looks like and contents of the pack
Translarna is white to off-white granules for oral suspension in sachets.
Translarna is available in packs containing 30 sachets.

Marketing Authorisation Holder
PTC Therapeutics International Limited
5th Floor

3 Grand Canal Plaza

Grand Canal Street Upper

Dublin 4

D04 EE70

Ireland

Manufacturer

Almac Pharma Services

22 Seagoe Industrial Estate
Craigavon BT63 5QD
United Kingdom

PTC Therapeutics International Limited
5th Floor

3 Grand Canal Plaza

Grand Canal Street Upper

Dublin 4

D04 EE70

Ireland




This leaflet was last revised in

This medicine has been given ‘conditional approval’. This means that there is more evidence to come
about this medicine.

The European Medicines Agency will review new information on this medicine at least every year and
this leaflet will be updated as necessary.

Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.cu. There are also links to other websites about rare diseases and treatments.




