Mepeknag yKpaiHCHKOK MOBOW, ABTEHTHYHICTL SIKOro nigTeepakena 3asiBHuKom abo #Horo
YINOBHOBAKEHOI0 0C0D0K0, IHCTPYKUIl NpO 3aCTOCYBaHHS JHKAPCHKOro 3aco0y abo imdopmauii npo
3aCTOCYBAHHSA JIKApCHbKOro 3acoly, 3aTBepaAeHOl BIANOBIIHO 10 HOPMATHBHHX BHMOT KpaiHu
3asiBunka/Bupoouuka ao KpaiHM, pery/isiTOpHHii OpraH siKOi KepyeTbCsl BHCOKHMH CTaHlapTamH
SKOCTI, MO BiAMOBIZAOTHL CTAHAApTaM, pekoMennosanum BOO3, Ta/abo 3riawo 3 pesyibTaTamu
KIHIMHAX BuupoGyBaHb, 3acBilUenHii NMIANHCOM YNORHOBaKeHOI 0CO0H, WO BHCTYNAE Bi1 imeni
3asiRHHKA

1o Peectpauiiinoro nmocsizuennst Ne
Hakaz MO3 Ne BiJ p.

¥ lleil MeanuHuii NPOAYKT € MPEIAMETOM JONAaTKOBOTO MOHITOPHHTY. Lle 103BOIMTL LIBHAKE BCTAHOBICHHA
HoBOT iHopmauii mozo Gesmeynocti. PaxiBUiB OXOPOHH 3710POB’S NPOCATH MOBIIOMIIATH MPo MoGiuHi peakuii,
L0 MMiA03PIOIOTHCSL.

1 HA3BA MEJUMHOI'O IMPOAYKTY

Tpancmapra 125 Mr rpaHy.IH U1 OpaIbHOL CycreHsii
Tpauncnapua 250 Mr rpaHy/u s OpajibHOT cycrieHsii
Tpancnapsa 1000 Mr rpaHy/iu Ui OpaibHOT CyCreHsit

2. SIKICHUAM TA KIJIbKICHHH CKJIA/
Tpauncnapua 125 Mr rpaHy/d Uisi OpajibHOT CYCMeH3il
Kosxen naker MicTuTh 125 Mr aTanypeHa.

Tpancnapha 250 Mr rpaHyd IS OpaTbHOT CyCreHsit
Koxen naket mictuTh 250 Mr arajaypeHa.

Tpaucnapra 1000 Mr rpaHyiH U OpaIbHOT CycreHsii
Kosken naker mictuts 1000 Mr atanypeHa.

[Topuuii nepesik JOMOMDKHUX PEYOBHH HaBEJACHHH y posaini 6.1.

3. JIKAPCBKA ®OPMA
["paHynu 171 OpaIbHOT CyCneHsii.
["parysu Gioro 10 NpaKTHYHO OII0ro KOIBOpY.

4. KJIHIYHI OCOBJIHUBOCTI

4.1 TepaneBTHYHI I0KA3H

Tpanciapna npusHadeHa is JiKyBaHHs M’s30Boi aucTpodil liowmenHa, wo € HACJIiIKOM HOHCEHC-
MyTawii B ucTpodin redi y XoAs4MX NalieHTiB y Billi Bit 5 POKiB Ta cTapiue (IuB. po3zain 5.1). Ins He
XOAAYMX MALliEHTIB €eKTUBHICTD HE MOKa3aHa.

[MpucyTHICTB HOHCeHC-MyTallii B MCTPOdiH reHi HEOOXIHO BU3HAYATH FEHETHYHHM aHanizoM (po3ain
4.4).

4.2 /lo3yBaHHsi Ta cnocid 3aCTOCYBAHHSA

JlikyBauns TpaHC/lapHa MOBMHHO PO3IMOYMHATHCH JIMIUE MiATOTOBJICHHM JiKapem i3 JOCRBIJIOM
nikyBauns M’ 30801 guctpodii Tromenna/bekepa.

o3yBaHHus w0,
: )

AHaypeH cJTil npuiiMaTi OpaibHO KOXKHMIA I€Hb, TPbOMA 103YBAHHAMM. ~
14 =/ !




[Tepmry o3y ciif npuitMaTH BpaHLi, ApYTY — NOMNOIYAHI, a TpeTio BBeuepi. Pekomen0BaHi inTepBany
A03yBaHb CTAHOBJIATL 6 FOJMH MIXK J103aMM BpaHLI Ta MOMNOAYAHI, 6 FOAMH MIX /103aMH MOMOJYIHI Ta
BBeuepi Ta 12 rojiMH MiK Be4ipHBOIO 103010 Ta MEPIIOIO 03010 HACTYIIHOTO JHA.

PexomenioBana 103a ctaHoBHTL 10 Mr/kr Bary Tina BpaHui, 10 Mr/kr Baru Tina nononyaHi ta 20 mr/kr
Rary Tina peyepi (3araiabHa 1000Ba 103a 40 MI/Kr Baru Tina).

Tpancnapua npononyerbes B makerax no 125 mr, 250 mr a6o 1000 mr. Jlani B Tabauui HagaHa
iHpopmauis mMpo Te, makeT 3 AKAM BMICTOM BHKODHCTOBYBATH /UIS MPHIOTYBAHHS PEKOMEHIOBAHOT
J103H, BUXOJA4YH 13 MEXK Bard Tina.

Me:xi Kiabkicrs nakeris
Baru Panok IMonoayani Beuip

125 250 1000 125 250 1000 125 250 1000
(kr) mr mr Mr mMr mr mMr mMr Mr Mr

HakeT | MaKeT | MaKeT | MAKeT | MaKeT | maker NaKeT | NaKeT | naker
12 14 1 0 0 1 0 0 0 1 0
15 16 1 0 0 1 0 0 1 I 0
17 |20 0 1 0 0 1 0 0 ! 0
21 23 0 1 0 0 1 0 1 1 0
24 26 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 55 0 2 0 0 2 0 0 0 1
56 62 0 2 0 0 2 0 0 | 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 g 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 1 1 0 1 1 0 1 2
119 {125 |0 1 1 0 1 1 0 2 2

3ampumrka abo nponyujenns 003yeanns

SIKuwio 3aTpuMKa B MpHitMaHHi aTalypeHa CTaHOBUTH MEHIIIE 3 TOAMH MiC/Is BPaHillHbOT 260 MOMyIeHHOT
71031 abo MeHIIe 6 FOAMH MiC/s Be4ipHBbOT 03H, C/Tijl NPUHHATH 103y §e3 3MiHH HAacTYMHOro rpadiky
J103yBaHb. SIKLIO 3aTpHUMKa y NPUAMAHHI aTalypeHa CTaHOBHTH Oi/blie 3 TOAMH Mic/as BpaHilHboT abo
nomyAeHHOT 1031 abo Oinblie 6 roauH micas BewipHBOI MO3H, He CIiJ NpUiMaTH 103y, Ta MallieHT
MIOBHHEH MOBEPHYTUCH 0 3BHYAHHOro rpadiky n03yeaHb. 3a MpOMYyILIEHHS AO3YBaHHA MNallicHT He
MOBHHEH TNpHiiMaTH MOJBIHY alo MiJABHIIEHY 103y. BakIMBO AOTPUMYBAaTHCh MpaBUIbLHOT IO3H.
[lizBHIIeHHA 1031 BIAHOCHO PEKOMEH/I0BAHOT MOJKE CYMPOBOKYBATUCH 3HHKEHHAM e(DeKTHBHOCTI.

OcobauBi monysitii

Himui noou

Jloci He BcTaHOBIEHO Ge3neyHicTs Ta eeKTHBHICTL aTalypeHa y nai /,u Y- mm 65 poKiB Ta cTapiH1x
(auB. po3ain 5.2). / e e

Hopywenns @yuryii Hupok .,r RSN
be3neynicTh Ta eeKTHBHICTD aTallypeHa y NauieHTIB i3 nopymeﬂmmi cbym{uu an‘ox He 3 HOBJIEHO
(auB. po3ain 4.4). . : i




Hopywenns Gynxyii nevinku

JUis nauieHTie i3 cnabKuMu, moMipHUMH 200 BaKKMMH [OPYIIEHHAMH (BYHKLIT MeYiHKH HeMmae norpedu
B KOPUI'YBaHHi 103yBaHb (auB. Po3nin 5.2).

Iediampuuna nonyrayis

He Bcranosneno GesneunicTs Ta eeKTHBHICTb ataiypeHa /1 JiTel BikoMm Bij 6 micauis 10 5 POKiB.
JloctynHi faHi rijicyTHi.

Cnoci 3acTocyBaHHs

Tpancnapna cnip npuiimati opanbHO micis nepeMmiuryBadHA ii 10 CTaHy cycreHsii y piauHi abo y
HaniBpiakii ixi. [Taker cnin BiAKpuBaTH Mia Yac NPUrOTYBaHHS 103yBaHHA. BMICT KOXKHOTO makery
HeoOX1/1HO 3MimaTH i3 He Menme 30 Mu pinunHH (BOAa, MONOKO, (PYKTOBHIA cik) abo i3 3 crosoBHMH
TI0XKKaMH HamiBpiakoi ixi (Horypt abo aGmynesuii coyc). [Tepea 3acTOCYBAHHAM MPUTOTOBIEHY 103y
HeoOXinHo no6pe nepemimary. Kinbkicts piaunm aGo HamiBpiakoi ki mokxe GyTH 36inbiena B
3aJ1eXKHOCTI Bijl yrofo6aus nauienTa. I1alieHTH MOBMHHI BKHTH IOBHY J103Y.

[HCTPYKUIT m0/10 BIATBOPEHHS MEAHYHOTO MPOAYKTY TIEpel 3aCTOCYBAHHAM HaBeeHi B pozaini 6.6.

4.3 I[Iporunokasanus

[inepuytupicts 10 aktuBHOI cyGeranuii aGo 10 Gyab-KOi JOMOMIKHOI pedoBMHM i3 mepeniky,
HaBeJICHOTOo y po3ii 6.1.

OznHo4acHe 3aCTOCYBaHHA BHYTPILIHLOBEHHUX aMIHOMTTIKO3MAIB (MB. po3inu 4.4 Ta 4.5).

4.4 OcobauBi nonepe/ZKeHHs TA 3aCTEPEKEHHSI MI0/10 32CTOCYBAHHSN

[MauieHTn 6€3 HOHCEHC-MYTALLiT

Y nauieHTiB OCHOBHOIO MPUYHHOIO 3aXBOPIOBAHHS Mae GyTH NMPHCYTHICTh HOHCEHC-MYyTaUl auctpodin
reHa, WO BU3HAYCHA IeHETHYHHM aHanli3oM. [lauieHTn Ge3 HoHceHC-MyTalii He MOBMHHI OTpUMYyBaHi
aTajtypeH.

[TopymienHs dyHKLUIT HHPOK
Hns nauientis i3 nopymenHsam byHKUIT HUPOK HEOOXIAHHI peTeNbHMIt MOHITOPHHT.

3MiHM ainigHoro npodimo

Ockinbku npy KJIHIYHKX BHOPOOYBAHHAX JUIA JIEKIIBKOX MALi€HTIB CHOBIlAIN npo 3MiHM JHiMigHOro
npodinto (nigsumeHH Tpnrmuepnms Ta X0JIECTEPHHA), Y MALIEHTIB 3 M’ 308010 Jmc:Tpoc])uo Hiomenna
npH HOHCeHc-MyTauii (nmDMD), saKi OTpUMYIOTH aTamypeH, peKOMEHAYEThCs IIOPIYHMIA KOHTPOJIb
3aranpHoro xonecrepuna, LDL, HDL 1 Tpuraiuepuaip abo 3a HeoOXiaHICTIO wacTiule, BiAMOBIAHO 10
KJIIHIYHOro CTaHy NaiiexHTa.

[inepTeH3is i3 0/IHOYACHUM 3aCTOCYBAHHAM CHCTEMHHX KOPTHKOCTEPOIiB

OCKIJ'IBKH [pH EUIIHI‘-IHHX BH!‘IpOGy’BaHHﬂ\ an# HSKIHBI\OX I'Ia.IHEHTlB I'IOB],[[DMHHI[H Ipo FII'ICPTCHBIIO I'IPH
O/IHOYACHOMY 3aCTOCYBAHHI CHCTEMHHMX KOPTUKOCTEpOifiB, s nmDMD nauicHTie, ski OTPUMYIOTD
atalypeH OJHOYaCHO 3 KOPTHKOCTEPOiAaMM, PEKOMEHIYETbCS MOHITOPMHT CHCTOJIYHOrO Ta
NIacTONYHOr0 THCKY B IOKOI KOXKHI 6 MicaAuiB abo 3a HeoOXigHicTIO yacriuie, BIANOBIAHO [0
KJIIHIYHOTO CTaHy nauieHTa.

MouitopuHr dhyHKILT HUPOK

OckislbkH B KOHTPO/IOBAHHMX JIOCIIUKEHHSAX CIIOCTEPIraiu MiBUILIEHHS CePeIHix piBHIB KpeaTHHiHa
CHpOBATKH, a30Ty ce4oBHHH B KpoBi (BUN) Ta uucrarina C, ans nmDMD nauientie, ki OTPUMYIOTh
aTalypeH, PEeKOMEHY€EThCs MOHITOpHHI‘ BUN Ta uucrarina C koxHi 6-12 micauis abo 3a HeoOXianicTIO
'-lﬂGTII.l.I& BIIITIOBII[HD pile] KIiHIYHOrO CTany I'IaU,lEIHTa.

[loTenuiiina B3aeMOis 3 IHITUMHA MEAUYHUMU NPOIYKTAMH ;;:”

'x, NN
HeoGxiana oGepekHicTh NpH 0JHOYACHOMY 3aCTOCYBaHHI aTanypeHa i3 Me,nuqnumu npo,zxyKTaMH
inaykropamu UGT1A9 a6o cy6erpatamn OAT1, OAT3 a6o OATP1B3 (pnsmn 4.5).




AMIHOITIKO3U M

[Toka3saHo, 110 aMiHOIIIKO3MAM 3MEHILYIOTh aKTHBHICTb aTallypeHa in vitro. Kpim Toro, 3HaiiieHo, 110
atajlypeH MiACH/IIOE HEe(PPOTOKCHYHICTh BHYTPIIIHBOBEHHMX aMiHOrnikosuAis. Cnin  yHMKaTtH
3aCTOCYBaHHS WX MEAWYHUX MPOAYKTIB OJHOYACHO 3 atamypeHoM (po3ain 4.3). OcKinbKi HeBizoMMii
MeXaHi3M, 3a AKMM aTalypeH MificHIeE HePOTOKCHYHICTE BHYTPIIIHBOBEHHHX aMiHOMJIIKO3HIIB, He
PEKOMEH/IYETBCS 3aCTOCYBAHHA IHIIMX HEPPOTOKCHYHMX MEAMYHUX MPOAYKTIE PA30M 3 aTaqypeHOM.
SIKIIO 1BOrO He MOXKHA YHHKHYTH (HanpHKIaJ, BaHKOMILMH MpH JiKyBaHHi MRSA), peKoMeHIy€eThes
peTenbHuit MOHITOpUHT GYHKUIT HUPOK (po3ain 4.5).

4.5 B3aemo/1ist 3 iHIIUMH MeAHYHHMH NPOAYKTAMH T2 inui Gpopmu B3acmoii

AMIHOTIKO3UIHN

ATalypeH He CJliJl BHKOPHUCTOBYBAaTH OJHOYAaCHO i3 BHYTPINIHbOBEHHWMHM aMiHOTJIIKO3HIAMH,
BPAXOBYIOYH BHMA/IKH Jenpecii GpyHKIii HHPOK, 110 CHOCTEpPIiraauch MpH KIHIYHUX BUIPOOYBAHHAX Y
nauientis 3 nmCF (po3ain 4.3).

[linBuiienHs KpeaTHHiHAa CHPOBaTKM BHHHMKAIO y aeKibkox nmCF nanientis, mo oxepxyBatu
atajypeH Ta BHYTpPIUHbOBEHHI aMiHOIJIKO3MIM Pa3’oM 3 iHIIMMH AHTUGIOTMKAMM MPH 3arocTpeHHi
MyKoBicuuao3a (kuctosHoro ¢ibposa). ITinBuieHHS KpeaTHHiHa CHpPOBaTKM NPOXOAHNO B YCIX
BHNaJKax Oe3 NPUIHMHEHHA BBEJCHHA BHYTPIUIHBOBEHHHX AaMiHOIVIIKO3M/IB, Ta NPUIHMHEHHS abo
NpooBXKeHHs 3acTocyBanHs Tpancnapra. Lli maHi miaTBepKylOTh, IO OJHOYACHE 3aCTOCYBAHHS
Tpancnapna Tta BHYTPILIHBOBEHHMX aMIiHOTJIIKO3HIIB MOXeE MOTEHIIIOBATH HE(POTOKCHUHHI eeKT
amidornikosuaie. Tomy, 3a HeOOXiZHOCTI JiKyBaHHS BHYTPIIUHBOBEHHMMH aMiHOTTIKO3MIAMH,
3acTocyBaHHs TpaHciapHa Cllifl NPUIIMHUTH Ta MOHOBUTH Yepe3 2 JIHi Mic/s 3aKiHYeHHs NpHiiMaHHSA
amiHOT/IiKo3uAiB. Edektd 01HOYAcCHOro BXHMBAHHA aTalypeHa 3 IHIUMMH He(POTOKCHUHUMH
MEJIHYHUMHU NPOJAYKTaMH HEBiIOMI.

VY Takux BHNajAKax Aeriaparaiuis moxe OyrH nonatkoBum ¢akrtopom. [Ipu npuiimanni atamypena y
nauieHTa HeoOXIAHO MIATPUMYBATH aJeKBaTHY riaparauito (posmin 4.4).

Bnnue inwuux meouunux npooykmie Ha GapmMakokinemuxy amanpena

Buxoasuu 3 pes3ynbTaTiB JOCHiIKEHb in vitro, atanypedH € cyberpatom UGTI1A9. OpHouacHe
3aCTOCYBaHHsA pidpamrilmHa, MOTY)KHOrO iHAYKTOpa MeTaGomniuHux depmenTis Bimouno 3 UGT1A9,
3MEHUIYE EeKCNO3MLil0 ataiypeHa Ha 29%. 3HauyeHHS LUMX pe3yJAbTaTiB JUId JIIOJHHH HEBiZoMe.
HeobxinHa obepeskHICTh MpH OJHOYACHOMY BKHMBAHHI aTalypeHa i3 MEIMYHMMH TPOAYKTAMH, IIO €
ingykropamu UGT1A9 (nanpuknian, pidaMninusom).

Bnnue amanypena na ghapmaxoxinemuxy iuux MeOuYHUX NPOOYKMIe
Buxonsuu 3 pesyneTatie JOCHiDKeHb in vifro, atanypeH 3jatHuii inriGyeatu UGT1A9, opramiummii
aHioHnui Tpancmoprep | (OATI1), opraHiuxuii aHioHHuil Tpancrmoptep 3 (OAT3) Ta OpraHiuHuH
aHioHHW TpaHcnoprylouuii noninentun 1B3 (OATPIB3). CymicHe 3acTocyBaHHs antapeHa 3
MikopeHonar MOQETIIOM Yy 3A0pPOBUX CYO €KTIE He BIUIMBATO Ha EKCHO3HIII0 HOro AKTMBHOIO
Metabosita, MikodeHoniHoBol kucioth (cyderpata UGT1AY9). [1pu cymicHOMY BKHBaHHI ataiypeHa 3
MEAMYHUMH NPOAyKTamy, AKi € cyoctpatamn UGT1A9, Hemae notpebu y koperyBansi 103. Heobxinna
00epesKHICTD MpH CYMICHOMY BIKMBAHHI aTalypeHa 3 MEJMYHHMH IPOAYKTAMH, fKi € cyOcTpaTamm
OATI abo OATPIB3, 4epe3 pH3MK MiABHIIEHHs KOHUEHTpauii LUMX MPOAYKTIB (HanpHKIaL,
OCe/ITaMHBIp, alMKIOBIp, KanTonpin, ¢ypocemin, GymeraHin, BajicapraH, npaBacTarii, pocyBacTari,
aToOpBACTATIH, MMITABAaCTaTiH).

5
Heobxiana obepexHicTs NMpu CyMiCHOMY BXHBaHHI aTalypeHa 3 MEIMYHHMHM [POAYKTAMH, fAKi €
cyberpatamn OAT3 (nanpuknaja, uunpodiokcauun), ocodnuo i3 cyberpatavu OAT3 i3 By3bkuM
«TepaneBTHYHUM BIKHOM». Y KJIIHIYHOMY JOC/i/UKEHH] eKCMO3HLIiA A0 unnpocb;1onccaHL3_nHa 6yna na 32%
BHILC B MPHCYTHOCTI atanypena. B iHIOMY KliHiYHOMY AOCTI/KEHHI eKCROZHUIA [0 aﬂecpompa Oyna
Ha 60% Bue B npucyTHOCTI atanypena. Heobxiana oGepexHicTs npu cw&ﬂntﬁi} BXK _ peHa
3 aehoBipoM. T *\




Buxozasun 3 pesynbratip J0CHiUKEHB in vitro, He cli} O4YiKYBATH, WO atainypen Oyae iHribysatu
TPAaHCHOPT 4epes p-gp Ta MeTabonisM 3a yyacTio uuroxpoma C. AHANOri4HO, He BBAKAETHCA, IO
araiypeH in vivo 6ye iHAyKTOpoM i30pepmeHTiB uuToxpoma P450.

CymicHe 3acTocyBaHHA KOPTHKOCTEpOiiB (nedrasokopr, NpeaHi3oH abo NMpeaHiz0noH) 3 atanypeHoM
He BNITMBAE Ha KOHLEHTpauii atatypena B miasmi. [Tpu cymicHomy 3acrocyearHi KOPTHKOCTEpOIiaie 3
aTallypeHOM He CHOCTEPIraeThes KAIHIYHO 3HAYYIHX 3MiH KOHLCHTpaLlii KOPTHUKOCTEPOIAIB B I11a3Mi.
i nani He cBimuare npo CyTTEBY MIKApPChKY B3aEMOMII0 Mixk KOPTHKOCTEpOIlaMH Ta aTanypeHoM, i
KOperyeaHHs 1X /103 He noTpibHe.

Meauuni npoyKTH. 110 BIVIMBAIOTE HA P-ITiKOMPOTEIHOBHI TPAHCIIOPT

Atanypen in vitro He € CyGCTPaTOM s P-IIKONPOTETHOBOrO TpaHcnopty. ManoiiMoBipHO, 110 Ha
(hapmMaKkoKiHeTHKY aTtalypeHa BIUIMBAIOTH MEINYHI MPOAYKTH, WO iHriOYIOTH P-riIiKOnpoTeiHOBHMI
TPaHCIOPT

4.6 ®epruabHiCTD, BATITHICTH TA JaKTALiS

BaritnicTs

Hemae anekBaTHuX JaHMX MPO BUKOPHCTAHHS aTalypeHa y BAMiTHHX KiHOK. JIOCTiKEHHSA y TBapHH
MOKasai penpoyKTHBHY TOKCHYHICTh JIHMIIE NPH J103aX, WO € TOKCHYHUMH JUIA MaTepi (po3ain 5.3).
K 3axiz nonepeKeHHs PeKOMEH/YEThCA YHHKATH 3aCTOCYBAHHS aTtajypeHa [pu BariTHOCTI.
lonyBaHHg rpyumio

Hepitomo, uu  BMBOAMTBCA  aTamypeH/meraGomith B rpyaHe  MoJoko.  BimnosigHi
(hapMakoaAMHAMIYHI/TOKCHKONOTIHI JaHi V1A TBApHH MOKA3a/IM BUBEICHHS artainypeHa/mMeTaboiTis B
MOJIOKO (po3ain 5.3). He MOXHa BUKIOYHTH PH3HK 171 HOBOHAPOKEHUX/ TiTeii.

[1pu nikyBaHHi aTamypeHOM roAyYBaHHA IPY/UIIO CJIiJ IPHITMHHTH.

DepTUIILHICT

3a He KIIHIYHMMH JaHUMHM CTAHAPTHOTO JOCTIKEHHA (GePTHIBHOCTI Ha CaMIAX i caMKax LypiB He
BCTAHOBJICHO HeOe3MeKH 1A MOAuHH (po3ain 5.3).

4.7 BiuiMB HA 31aTHICTH 10 KEPYBaHHSA ABTO TA BAKOPHCTAHHS TeXHIYHHX 32C00iR

Bruns aramypena Ha 37aTHiCTR 40 KepyBaHHS aBTO, MOTOLMKIA abo Ha BUKOPHCTAHHA TeXHIYHMX
3aco0iB He Aociimkena. [TauienTn, sKi BIA4YBalOTL 3aMaMOPOYEHHS, MOBMHHI OyTH oBepexHUMH NpH
BOZIHHI aBTO, MOTOMKJIA 400 Ta BUKOPUCTAHHI TEXHIYHUX 3aC00iB.

4.8 Hebaxani edpextn

Pesiome npodimo Gesnekn

[Tpodine Gesnekn aTamypeHa rpyHTYEThCA Ha y3aralbHEHMX JAHHX JBOX PaH/JI0Mi30BaHMUX, MOABIHHHX-
CiNuX, nane6o-KOHTPOILOBAHUX 48-THIKHEBHUX 0CIiIKeHb, 110 npoereneHi 2aranom vy 232 nauicuris
4OJIOBIOT cTaTi i3 M’'s30BoI0 aucTpodito Jliowenna (nmDMD), mwo BukiIMKaHa HOHCEHC-MYTalli€lo,
AKHX JIKYBaIH PEKOMEHI0BaHMMM 03aMu 40 mr/mr/zens (20, 10, 20 Mr/kr; n=172) abo nozoro 80
mr/kr/nens (20, 20, 40 Mr/kr; n=60) y nopiBHSHHI 3 rpymnoro ruianedo (n=172).

Haiinommpenimuvy  moGiynumu  peakuismu y 2 M1aueGo-KOHTPOIBOBAHMX I0C/TIKEHHAX OYIIH
OmoBoTa, aiapesd, HyA0Ta, FONOBHHIA Giflb, Ginb Y BEpXHiii IiisHLI 5KMBOTA Ta METEOPU3M, 1110 BUHUKAIH
y 2 5% BCIX NauieHTiB, MpOJiKOBaaHHX aTanypeHoM. B o6ox mocimkenusx 1/232 (0.43%) nauienris,
NpPONKOBAHUX aTalypeHOM, MPUIMHKIN A0CHiIKEHHS uepe3 noldivHy peakuilo 3akpimy, a B rpymi
nnauedo 1/172 (0.58%) nauienTi npunMHHIM JiKyBaHHA Yepes moGiuHy peaxiiilo mporpecyBaHHs
XBOpOOH (BTpaTa 31aTHOCTI XOJAUTH).

[ToGiuni peakuii Gyan 3a BaxkicTio, B HinoMy, c1abkumu a6o MOMIPHUMH; Y LMX 2 JIOCTIKEHHSX He
Oy/10 MOBiAOMAEHb MPO TOB’S3aHi 3 JiKyBaHHAM cepifo3Hi noGiuni sBuma Y MNalieHTIB, JIKOBaHUX
aTaypeHoM.

TabynboBanuit nepenik moGiyHUX peakiiii st f

Y Tabanui 1 npexcraBieHo no6iuHi peakiii y nauieHTis i3 nmDMD; riponikoBaHiX peKoMeH

nobosoro 103010 40 Mr/Kr/geHs atanypeHa y 2 1aLeb0-KOHTPOIbOBAHIUX ,uoc;b&ke'ﬂna'
g AT i
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peakuii, npo sKi nopizoMusan y > 1 nauierTa B rpyni 40 Mr/Kr/ieHb 3 GUIBLIOI HaCTOTOIO, HIK B TPy
miane6o, npezacraeieHo 3a MedDRA Kiacamu CHCTEM opraunie, TepMiHamMH Ta 4acTtoToio. Hactora B
rpynax BU3HA4eHa 3a 3acTyNHUM NMPHHLMIIOM: IyHke nowmmpeni (>1/10) ta nommpeni (=1/100 10 <1/10).

TaGnuus 1. TloGiumi peakuii, mpo ski mopizomunu y >1 nauienris i3 nmDMD, npoikoBaHHX
aTamypeHoM, 3 JacTOTIO OiibLIOk, HIXK B rpyni miaue6o, B 2 mianedo-KOHTPOILOBAHHX JIOCITKEHHAX
(y3araTbHCHHIH aHani3)

Kuaac cucrem opraHis Jyxe Mommnpeni YaecroTa HEBiAOMA
nourMpeHi

TIopyuenss mMetabonizmy i 3HHKEHHS ANETUTY, 3MiHH M IHOro

TPaBJIEHHS rineprpuriinepizemis npodimo (MiaBHILEHHS
TPUIIiLEpHIIB Ta
XOJIeCTepHHA)

TopymenHs 3 60Ky HEPBOBOT TonosHuit 6116

CHCTEMH

CyauHHI OpYIIEHHA [inepreHsis

PecnipaTopHi, TopakajibHi Ta Kauiesns, HOCOBa

MeIiaCTHHAILHI MOpYIIEHHS KpoBOTEYa

LLLTyHKOBO-KHILKOBI nopymenns | baoBota Hyzota, 6inb y BepxHii
JiNAHL KHBOTA,
MeTeopu3M, IuckoMpopt
y KMBOTI, 3aKpiM

[MopyuieHHs 3 OOKY WIKIpH Ta EpureMaTo3HHil BUCHI

MiAKIpHIX TKaaHUH

M’ s130B0CKENIETHI NOPYLIEHHS Ta Binb y KiHUiBKax,

nopymeHHs 3 GOKy MO€IHyBAILHOT M’'30BOCKeIeTHHIT O11b

TKaHUHU rpyasax

TMopymeHHs 3 G0KY HUPOK Ta [emarypis, eHypes 3MiHH [IOKA3HUKIB

CEYOBOTO MiXypa GdyHKUIT HEPOK
(nmigBUILIEHHA
KpeaTHHiHa, a30Ty
CEUOBUHH Y KPOBI,
mucratina C)

3araibHi MOPYIIEHHS Ta CTaH [ineprepMis, 3SHHKEHHA

MiCIlsi BBEIEHHS Baru

V 48-TH)KHEBOMY BiIKPHTOMY PO3LIHPEHOMY focTi/uKeHHi y nauientis i3 nmDMD (Xoasuux i He
xoasuMx) nokazaHo nonaioHui npodiny Ge3nexH. Jlani BHMBYEHHsS JOBrOTPMBAIOI Ge3MeYHOCT
HEJOCTYITHI.

Omuc okpeMHx NoGIYHIX peakiiii (aHomanii 1a60paTopHUX aHaNi3iB)

Jiniou cuposamxu

[Tpu panjoMi3oBaHOMY, M1aLed0-KOHTPOJILOBAHOMY pocaimkenti nmDMD BHXiaHI cepeHi 3HaYEHHS
3arajbHOr0 XOJIeCTepHHa Ta Tpurililepuis Oy y HOpPMi Ta Ti/IBULLYBaINICh, JAOCATAIOYH BKpail
BHCOKMX 260 BMCOKMX 3HadeHb. PiBHI nimigie 3cyBamuch Bil BHXIIHHX HOPMATbHMX JIO BHCOKHX
(BUILKX 32 BEPXHIO MexKy HOpMH) Ha Twkaens 48 TpoXH Binblie y NauieHTiB, 1O OTPUMAH aTalypeH,
MOPIBHAHO 3 THMH, SKi OTPHUMYBAJH nnanebo (3aranbHuit  xonectepuH 15.1% mnopis. 6.1%,
tpurninepuan 21.1% mnopis. 13.4%, Bianoeiauo). ¥ jocaipKeHHi Oyna TeHaeHuis a0 craGimizauii
[OKA3HHKIB, i HAAATI BOHHM HE MiBHILYBATHCE NIPH POJOBXKEHHI JIKYBAHHS.

Tecmu ¢yukyii HUPOK
[Ipy  panAOMi30BaHOMY, M1alEe00-KOHTPOIbOBAHOMY JOCITI/DKEHHI  CIIOCTEpiranock  HEBEJIMKe
MiIBUIIEHHS CePeIHiX 3HauYeHb KpeaTuHina cuposatky, BUN Ta uucTaTipg G Y HectmKeHHi

Gysia TeHjeHLis A0 CTaGimizauii MOKA3HMKIB, i Hajal BOHM He nigﬁﬁ@{ﬁé’nncb
NiKyBaHHS. /)72,




[ToBiOM/IEHHS PO NiI03PIOBAIBH] 100i4HI peakuil

BaykIMBO MOBIZOMJISTH TMPO No0iyHi peakuil micas peectpailii MEHYHOTO TPOAYKTY. Ile mo3Bosse
MPOJIOBKHTH MOHITOPHHT GanaHcy KOPHMCTB/PU3HK MEIHYHOTO MPOAYKTY. daxiBiiB OXOPOHH 310pOB’4
MPOCATH MOBIIOMIATH PO NOGi4HI peaxilii, 10 MiZO3PIOIOTHCS, Yepe3 HALIOHAIbHY CHCTEMY HArALy
(JTonatok V).

4.9 llepenosyBanus

V 370poBUX 106POBOBLIB, AKI OTPUMATH OIMHHYHY OpailbHy 103y 200 Mmr/kr atajnypeHa, BUHHKAIH
TPaH3MTOPHI CUMIITOMHU TOJIOBHOTO GO0, HYIOTH, 6IIOBOTH Ta jiapei. Y UMX ocif He CrocTepiraiuch
cepitosHi moGiuHi peakuii. Y BHMNaAKY MMi03pH Ha Mepefo3yBaHH4, CIIil BKHTH MiATPUMYIOU] MEAUYHI
3aX0/H, BKJIIOYHO 3 KOHCY/IbTalielo ¢axiBus Ta yBaXHHM CIOCTEPEKCHHAM 3d KJIIHIYHEM CTaTyCOM

natjieHTa.
5. GAPMAKOJOITYHI BJJACTHUBOCTI

5.1 ®dapmaKoIHHAMIYHI BJAACTHBOCTI
(bapmakoTepaneBTH4HA rpyna: [Himi 3aco6u, WO 3aCTOCOBYIOTHCA NpH MaToJoriiX OMNOPHO-PYXOBOr0O

anapaty, ATC kox M09AXO03

Mexanizm aii
Homncenc myTauis 8 DNA NpH3BoAuTh 10 MepeadacHol 3ymuHKH KOJ0Ha B mRNA. Taka nepeayacHa

3yMuHKa KojoHa B MRNA BHK/IMKAE 3aXBOPIOBAHHA HCPE3 MPUITHHCHHA TpaHCIALIT 18 YTBOPEHHA
6Ky 3 MOBHOIO [OBKHHOW. ATATYPEH CNpHAE piGocomMHoMy mposesieHHio B mRNA, mo MICTHTB
TaKHUil KOJIOH, PU3BOAAYM 10 YTBOPEHHSA MOBHOLIIHHOTO BIIKY.

dapmakoauHamivHi eGexu

HekotiHiuni eKCrIepHMEHTH in Vitro i3 KIITAHHMMHA aHATi3aMU HOHCEHC MyTauiif Ta 3 THYMHKamMu puo B
PO3YMHI aTajypeHa [OKasald, [0 aTalypeH poOUTE MOMJIMBUM PpibocoMHEe NpOBEACHHA 32
n3BoHMKOBMM  (iHBeproBana-U Qopma) B3a€MO3B A3KOM, 3aICHKHO Bia KoHueHTpauii. IcHye
NPHUITYLIEHHS, 110 A0303aTeXKHICTb in vivo MOXKe TaKOK MaTH A3BOHUKOBY opmy, ane paHi in vivo gyxe
oGMeKeHi, 1106 MiATBepAUTH Lo rinotesy Ams nmDMD B Mo/l Ha MHLIAX T Y JHOAHHH.

Hekiniuni eKcrnepuMeHTH in Vitro MIATBEPAWIH, IO A MakKcHMaJizalil aKTMBHOCTI MOXe OyTH
BaKJMBA TPMBAJA eKCMO3HLIA aTajlypeHa, Ta IO BILUIHB aKTHBHOI cyOcTaHMil M0/J0 MepeayacHo
3YMHHEHOro KOJIOHA € IIBMIKO 3BOPOTHIM MiC/Is BiIMiHH aTalypeHa.

Kniniuna edexTrBHicTb Ta Ge3neka
Edextupnicts Ta Gesnexy TpaHcrapHa OLIHIOBATH Y 2 paHI0Mi30BaHHX, Miaueb0-KOHTPOJIOBAHUX
nociimkerHsx npu nmDMD. OCHOBHOKO KIHIEBOKO TOUKOIO eexTBHOCTI B 000X BHNPOOYBaHHIX
Gyna 3mina J{ucranuii Xoan 3a 6 xeuiuH (6MWD) Ha Twkaens 48. [HIIHMH KIHLIEBUMH TOYKAMH B
060X BUMpoOyBanHsx Gy yac 1o crabizizauii 10% noripuenns 6MWD, 3mina uacy npoGiry/xoau Ha
10 merpis Ha TwkaeHs 48, 3MiHa uyacy CXO/DKeHHs Ha 4 CXOAMHKH Ha Twxnens 48 Ta 3MiHa 4yacy
cnyeky 3 4 cxomusok Ha Twkaens 48. Tlauientam HeoOXigHO Oy/n0 MaTH JAOKYyMEHTalIbHE
[iATBEpKEHHS IPUCYTHOCTI HOHCEHC-MyTallil B aucTpodiH reHi, 110 BU3HAYCHA CEKBEHYBAHHAM rEHY.
V nocnimkenni 1 ouixioBann 174 malieHTiE 4omoBiuoi crati Bikom Bimx 5 a0 20 pokis. Bin Bcix
NAUieHTIB TPH CKPUHIHIOBOMY TECTYBaHHI Juctannii Xoam 3a 6 xsuwiuH (6MWD) Bumaranach
37aTHICTb MPOMTH BijACTaHb >75 MeTpiB Ge3 JOMOMiKHHX npHcTpoiB. BiibLIiCTh MallieHTiB B YCIX
rpynax nikyauus Oym Kaekasusmu (90%). [TauieHTiB paHJOMI30BAaHO PO3MOALIANH B TPYIH Y
crieizsomensni 1:1:1, i Bonu oTpuMmyBay atanyper abo nuanedo Tpudi Ha, ieHb_(BpaHLLi, MOnomyIHi
Ta BBeuepi): 57 otpumysann 40 mr/kr/nenb aramypena (10, 107 20-wr/xr), 60, orpamysain 80
Mr/kr/aeds atanypena (20, 20, 40 Mr/kr) Ta 57 nauieHTis OTpuMyBAiiM TIANe60. - |
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Y nocnippkenni 1 ananis AMHaMiKi OCHOBHOT KiHLIEBOT TOYKH MOKa3as, mo Ha TwkiacHs 48, MOPiBHAHO
i3 BUXiAHMM 3HAuYeHHsAM, BiAGyBanoch 3MeHieHHAs 6MWD, y cepemnbomy. Ha 12.9 meTpiB Ta 44.1
METpH y Maui€eHTiB, sKi oTpumyBanu 40 Mr/kr/aeHs aranypeHa Ta miaueGo, sinnopigno (PucyHok 1).
Takum gurom, cepenni sminn 6MWD Bin Buxinux sHauenb 10 Twkus 48 Gynn Ha 31.3 merpu
Kpawumu B rpyni 40 mr/kr/aenb atamypeHa, HiK y rpyni nnaneSo (p=0.056). He BcranoBlieHO
BiIMiHHOCTE# MiX rpyrmamu 80 Mr/Kr/aeHs atanypeHa Ta nianeto.

Lli pesynbraTi NMokasyloTh, 1o 40 MI/Kr/menn aTatypena yrnoBiLHIOIOTE BTpaTy 34aTHOCTI J0 XOAH Y
nmDMD nauieHTis.

Pucynok 1. Cepenni sminu Iucranuii Xoau 3a 6 xeunun (Jlocaimkerns 1)
20
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40 * Placebo (N=57) =~ o
-50
1
Baseline 6 12 18 24 30 36 2 48

Weeks
Ananiz auHamiki Hacy Jo crabinizauii 10% noripwenns 6MWD nokasae, wo MporpecyBaHis
BinGyBanock y 26% nauienTiB B rpyni 40 Mr/kr/aens atanypena na TwkaeHs 48, nopiBHAHO i3 44% B
rpyni niaanebo (p=0.0652) (Pucynok 2). He BcTaHoBiIeHO BigMiHHOCTEN Mik rpynamu 80 Mr/kr/neHs
aranypesa ta nauedo. Lli pesynbTaTi BKasyloTh, IO cepe/l MalieHTiB, wo oTpumyBanu 40 Mr/Kr/ieHs
atajiypena, noripmenns 6MWD 3a 48 THXHIB CrIOCTepiracTbCs JIHILe B Pi/AKICHUX BHMAKAX.

Pucynok 2. Kpusa Kannauna-Meiiepa uacy 10 craGinizauii 10% noripmerns 6MWD (Jocnimxenns 1)
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[lpu vacoBux QyHkuionansuux tecrax (TFTs), Tecrax TepMiHy npoﬁiryfxonu Ha 10 wmerpiB, uacy
CXO/KEHHS Ha 4 CXOJHHKH Ta Hacy cmycky 3 4 CXOJIMHOK y nauleums




CXOMHKM Ta 4acy CHyCKy 3 4 CXOIAMHOK, LIO BKa3y€ Ha YNOBiMbHEHHsS nporpecyBanHs nmDMD,
MOpiBHAHO 3 Mmaueso.

Cepeani 3minu yHKUIOHAIBHUX TECTIB Bil BUXiTHMX 3HaueHb 10 Tuskia 48 Gy kpammu B rpymi 40
MI/KI/[IeHb ataiypena, Hix B rpymi niauebo, y Tectax Tepminy npoGiry/xoau Ha 10 merpis (kpaule Ha
1.5 cexyH), yacy cXo/uKeHHs Ha 4 CXOIMHKH (Kpalle Ha 2.4 CeKyH[H) Ta 4acy CIIYCKY 3 4 CXOOMHOK
(kpauie Ha 1.6 cexkyHn), PucyHok 3.

Pucynok 3. Cepenni 3miny yacoBux (yHkuionansuux tectis (JJocimxkenns 1)

0 10m Run/Walk 4-Stair Climb 4-Stair Descend

-1.5s

-16s

Worsening

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

Change from Baseline (mean | SE, seconds)
i<

A 4

6MWD pesyibTaTi y NaUi€eHTIB i3 BUXiAHUM 3Ha4YeHHAM 6MWD < 350 meTpis.

V nauientip i3 puxigHum 3HaueHHaM 6MWD < 350 metpie cepenni 3Minu Bu3HadcHux 6MWD Bin
euxianux g0 Twxna 48 Gynu va 68 merpie kpawumu B rpyni 40 mr/kr/ness aTanypeHa, HiX B rpyi
nnanedo (p=0.0053).

Y LHMX MaUi€HTiB cepe/Hi 3MiHH 4acoBHX (YHKIiOHaTbHMX TeCTiB BiA BUXiauux no Twkus 48 Gymm
Kpaummu B rpymi 40 Mr/Kr/aeHb aTaiypeHa, HiXK B rpymi miaueo, y Tectax TepMminy npo6iry/xoam Ha
10 meTpie (kpaiue Ha 3.5 CeKyH), 4acy CXOJUKEHHS Ha 4 CXOAMHKHM (Kpaule Ha 6.4 ceKyHau) Ta qacy
CIYCKY 3 4 cX0auHOK (Kpaule Ha 5.0 cexkyHn).

Y nocniwkenti 2 ouiniosann 230 nauieHTiB 4o0Bi4Ol cTati Bikom Bia 7 mo 14 pokis. Bix Beix
MalieHTiBE BHMaraidm 3JaTHICTL MpoiTh Biactans >150 merpis 3 McHie 80% nporioszom 0es
JIONOMKHMX MPHCTPOIB MPH CKPUHIHrOBOMY TecTyBaHHi 6MWD. Binblicts nauientis B 060X rpynax
nikypauHs Oymn  Kaekasusmu  (76%). [IlauientiB  pangomizopaHo po3nofinsam B TpYnH y
cniBeigHomenHi 1:1, i Boun orpumysanu 40 mr/kr/aeHs atanypena (n=115) ado niane6o (n=115) Tpnui
Ha JIeHb (BpaHUi, MONOIYIHI Ta BBEYepi).

Y naujieHTis, MKOBaHHX aTaypeHOM, BiI3HAYEHO KJIIHIYHHMIA yCIIiX, OLiHEHHUI 32 Pi3HHIIEI0 YHCIEHHHX
rnepesar MopiBHAHO 3 MIalebo 3a OCHOBHOK Ta BTOPHHHHMH KiHLIEBMMH TOYKaMH e(DeKTHBHOCTI.
OckiflbKM 111 OCHOBHOT TOYKH (3MiHM 6MWD Bia BHXigHHX 3HaueHb 10 THKHA 48) He JOCArHYTO
craTHCTUYHOI 3Ha4ymocTi (p<0.05), Bei iHIi p-3HaYeHHS MOBMHHI PO3rIISAATHCh SK HOMIHATBHI.

B ITT nmomynsnii pisuuus cepeanix sminn 6MWD Bia Buxiguux snavens 10 Twkus 48 Mik rpymamu
aTaiypeHa Ta miauedo Oyna Kpaioro Ha 15.4 metpu B rpyni 40 Mr/kr/ieHb atanypeHa, HiX B rpyii
nnanebo. ¥ CTaTHCTHYHIA MOJeNi BCTAHOBJEHA Cepe/Hs pisHMLUA craHouna 13.0 merpie (p=0.213),
Pucynok 4. Binpus atanypena Bia miaue6o Bunmkas Ha TuskzaeHs 16 i TpuBae 10 KiHUS JOCITIKEHHS.
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Pucynok 4. Cepeani sminu Jlucranuii Xoau 3a 6 xsuann (JlocimKeHns 2)
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40

48

Ilporsirom 48 TwxkHiB y mauieHTiB, MPONIKOBAHMX AaTaTypeHOM. BCTAHOBICHO MEHIUe 3HMSKCHHS
M’A30BOT (YHKLUIT, 1O BUSBNSETLCA y 3MEHLICHH] MiJBUIUCHHS TepMiHy npodiry/xoau Ha 10 merpis,
“4acy CXO/DKCHHA Ha 4 CXONMHKH Ta 4Hacy CHYCKy 3 4 CXOAMHOK B Ipymi aTanypeHa, MOPIBHSHO 3
miauedo. BinminnocTi nepearm aranypena nepen miaaue6o 3a Cepe/IHiMH 3MiHAMHM YacOBMX
¢yHKuioHabHUX TecTiB Ha Tuxkaeno 48 B ITT MOMyNALIT AOCATaNn MeXi KIHIYHO 3HAYYIINX
BiIMiHHOCTeH (3MiHHM Big ~ 1 10 1.5 cekynn).
Cepenni 3MiHM 9acoBHX (QYHKUIOHAILHUX TECTIB BiJl BUXIAHHX 3HaueHb 10 THKHS 48 Oym Kpalue B
rpymi 40 Mr/kr/aeHs atanypeHa, HiK B rpyni miane6o, 3a MOKa3HUKAMM TepMiHy nipobiry/xoam Ha 10
Merpie (kpame Ha 1.2 cekynau, p=0.117), qacy mimidomMy Ha 4 CXOJAMHKH (Kpauie Ha 1.8 cekymn,
p=0.058) Ta yacy cnycky 3 4 cXOAMHOK (Kpaie Ha 1.8 cexkyn, p=0.012), Pucynox 5.

Worsening

Pucynok 5. Cepenni 3minn yacoBux ¢ynkuionansuux tectis (Jlocniukenns 2)

0 10m Run/Walk 4-Stair Climb

| O Placebo (N=114)

Change from Baseline (mean + SE, seconds)
¥

4-Stair Descend

-1.8s

M TRANSLARNA 10, 10, 20 mg/kg (N=114)
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Yac 10 10% noripmenns 6MWD Bu3HaYeHHH AK ocTaHHiit uac, komm 6MWD Gyna He ripmoio 3a 10%
Bi/l BUXiHOrO 3HAYCHHS.

B ITT nonynsiii HeOe3nedHe CIiBBIHOLIGHHS /1A aTamypeHa, MopiBHAHO i3 nnane6o, cranosuio 0.75
(p=0.160), wo BixnoBizac 25% 3MEHIICHHIO PU3HKY 10% noripueaHs 6MWD.

[TepiaTpuyHa MOMyJIALLIs
Csponeiicbka Men4Ha AreHlis He B3sia 10 yBarn 3000B’s3aHHA HajaTH Ha pO3MIAA pe3y/nbTaTH

NOCiKeHb atajlypeHa y ABOX rpynax nmDMD neaiaTpuuHOT NOMyIALIT: Bl HAPOKEHHA 10 28 anis
ta Big 28 AHIB 70 MeHuIe 6 MiCALIB, K y3rOJUKEHHH TOKa3 3a [InaHoM TmegiaTpUYHHX AOCIHIIKEHb
(indpopmallito OO0 3aCTOCYBAHHS B reiaTpil AuB. po3ziin 4.2).

€gponeiicbka MeauiHa AreHuis BiTKITaNa PO3rIs/l 30008 A3aHHA HAJATH [UIA €KCIIEPTH3H pe3y IbTat
JOCIi/IKeHb aTaTypeHa B OfIHiii rpymi nmDMD neaiaTpudHOT nomysuii BiKoM Bij 6 MicAILIiB 10 MEHLIIE
5 pokip, SK Y3ro/UKeHHi MOKa3 3a [lnaHoM mMeiaTpHYHUX JOCITIUKEeHb (indopmanito 010
3acTOCYBAHHs B MeiaTpii AUB. pO3LI 4.2).

[leit Meau4HMI MPOAYKT 3apecCTPOBAHMA 3a CXEMOIO, TaK 3BaHOrO, «yMOBHOTO norokeHsm». Lle
03HAuYae, WO I8 [BOr0 MEIUYHOro MPOAYKTY O4iKYIOTbCS HACTYMHI pPO3’ACHEHHA. €pponeiicbKa
Meauuna Areduis Oyae posrisiaaTti HOBY indopmalLito 1010 UBOro MPOAYKTY [OHalMEHIIIE ILOPIHHO,
ta 3a HeobximgHocTi 1e Pestome (SmPC) Oyze neperasHyTo.

5.2 PapMaKoKiHeTHYHI BJAACTHBOCTI

Bee/eHHs aTaTypena 3a PUHIIMIIOM KOPHIyBaHHA Ha Bary (MI/KT) MPU3BOAMIIO /10 MOAIGHOT eKCro3uLii
y piBHOBaKHOMY CTaHi (AUC) y niTeii Ta nigniTkis 3 nmDMD npd LHPOKOMY nianasoHi Bary Tijia.
Xoua arajypeH MpakTHYHO HEPO3UMHHKH Y BOJI, aTalypeH y BUIJIAAI CYCNEH3iT JIErKO BCMOKTYETBCS
mic/is OpaJbHOro BBE/ICHHA.

3araibHi XapaKTePUCTUKHM aTaypeHa Micis BBeICHHA

Beaoxmyeanns

[likoBi piBHi aTaTypeHa B Ma3sMi 10CAral0TECA npu6IM3HO 3a 1.5 rouH Mic/A BREACHHS cy0’exTaM, AKi
OTpUMAIH MEIMYHHIT NPOIYKT MPOTArOM 30 xpwMH micas ki, TIpu J0CHiUKeHH] OQMHHYHOT 103U
pajio-MideHoro arajiypeHa 3a JaHuMH pajliocakTHBHOCTI cedl opaibHa fiogoCcTynHICTh arajaypeHa
cTaHOBHTH >55%. KouuenTpauii aramypeHa B niasMi y PIBHOBHKHOMY CTaHi MiABHILYIOTBCS
MPOMOPLIHO MiABHILEHHIO J03H. PiBHOBAXKHI KOHIEHTpALi B [U1a3Mi 030-NPOMOPUiHI MpH 103aX
atanypena iz 10 10 50 Mr/kr, a Ipy NOBTOPHOMY BBE/ICHH He crocTepiraeThesl HAaKOMH4EHHA.
Po3nooinenns

In vitro atanypen Ha 99.6% 3B’A3y€Thcs 3 OLIKAMH IU1a3MH JIOAHHH, Ta 3B’S3yBaHHSA HE 3A1EXKUTb Bijl

KOHLGHTpallii 1asMu. ATalypeH He PO3MOIINAETHCS Y YEPBOHMX KIIITHHAX KpPOBi.

Biompancgopmayis

Atanypen  merabojisye  LLIIXOM xon’ioralii  4epe3  (epMEeHTH  YPHIiH nipocdar
[TOKYPOHO3UATpaHpepasH (UGT), nepeaxno UGT1A9. y MeviHili Ta KAIIEYHUKY.

In vivo micsis OpanbHOTO BBEACHHS pajio-Mi4eHOro aranypeHa eanHUM MeTaboIiTOM, 1110 BU3HAYAETHCS
B nnasmi. Oye aranyped-O-1f-aumnn [TIOKYPOHiZ; eKCro3uuis 0 MbOro meraboniTa CTaHOBH/IH
npubauszHo 8% AUC aranypena B niasmi.

Bueeoenusn

V nnasmi nepiojl HariB-BUBEICHHSA aTalypeHa CTaHOBHTDL 2-6 roAMH Ta He 3aleKHThb Bil 1031 abo

[IOBTOPHOTrO BBEJeHHsA. BUBENCHHS aTalypeHa, CKoOpillle BCOTO, 3aleXKUTh Bill Me4iHKOBOT 1 KMIIKOBOT

rIIOKYpOHijaLii ataimypeHa 3 HACTYIHOT eKCKPELIi€io OTPUMAHOr0o ITIOKYPOHIAHOTO meTtabostiTa.

[Micis ONMHMUHOI OpATbHOT 034 Pajio-MiYEHOro aTalypeHa r_lpliﬁﬁ/'@,_z_ﬁg_{ "ﬁ_ﬁn_gsnua BBEJICHOT
i3 gevero. Y ceqi'*-i’aﬁljbrr He3MiHEeHOro

palioaAKTHBHOCTI BMBOJMTECH i3 KAJIOM, a 3a/THILOK BHUBOJIMTBCA 13
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arajypeHa Ta alMl IIIOKYpOHiAHOro MetaGonita ouiHioeTses sk <1% Tta 49% BeeneHoi 103m.
BIJMOBIAHO.

Jintunicmo/ne ninitinicme

PiBHOBakHi KOHUEHTpaLLT B n1a3Mi 1030-nponopuiliHi npu 103ax aramypena eia 10 1o 50 mr/kr, Ta npu
[IOBTOPHOMY BBE/ICHHI HE CrioCTepiracThes HakonuyeHHs. Ha nizcraei ganux, mio orpumani y 3JI0POBHX
100poBOIBLIE, BiiHOCHA Gi0AOCTYMHICTE atanypena Ha 40% Hiskye Y PIBHOBR)XHOMY CTaHi, HIXK ITiC/s
No4aTKoBOI [J03U. BCTaHOBJEHO, IO MPOABH 3HHMKEHHS BiJHOCHOT 0IOAOCTYIMHOCTI BUABIAIOTHCA
npubau3Ho 3a 60 rouH micid nepuwoi 1034. PiBHOBaKHMIA CTaH BCTAHOBTIOETHCA NpUOJH3HO Yepe3 /1Ba
THKHI JI03YBaHHS TPHYi HA [€Hb.

Xapakrepucruka crieundiynux rpyn cy6’ekTiB a60 nauieHTis

Bix

Ha ochosi nanux mna cy6’extiB Bikom B 5 10 57 pokiB, He BHSBIEHO CYTTEBOrO BIJIMBY BiKYy Ha
CKCIO3HLIIO aTanypena B niasmi. He BUMaraeTbest KOpUryBaHHS 103H 100 BIKY.

Cmamy

JKinku e Gpanu yyacTs y KJIiHIYHHX A0ciikeHHSX nmDMD. OfHak B iHIIHX nonyJssilisx He Oymno
3HAQYHOTO BIUIMBY CTaTi HA EKCMO3MLIO aTallypeHa B [I1a3Mi.

Paca

MaroiiMoBipHo, 1m0 Ha (apMakoKiHETHKY aTtalypeHa CYTTEBO BILIMBAE momiMopdism UGT1A9 y
nomynsuii Kaskasuis (6imux). Yepes manmy KinbKicTh NpeaCTABHHMKIB iHIINX pac y KIiHIYHHX
BUMPOOYBAHHAX, HEMOKIIMBO 3pOOHTH BUCHOBOK Npo BB UGT1A9 B iHIIMX eTHIYHUX rpymnax.
Iopywenus ¢pyuxyii nupox

He nposesero pocnimkens Tpancaapha y nauieHTis i3 nopywennamu dysxuii HUPOK. JIna mauieHTis i3
NOpYUICHHAMH (PYHKUIT HUPOK HEOOXiTHHIT CYBOPHi MOHITOPHHT.

Hopywenns gynryii nevinku

Ha ocHoBi dapmakoKiHeTHUHOT OLIHKH, NPOBEIEHOT B rpynax i3 clabKumu, MOMIpHHMH ab0 BaKKMMH
nopymeHHsIMH (QyHKUIT neviHkn y nopisHsHHi 3 mianeGo Hemae moTpeGH B PerymoBaHHI 031 s
MauieHTiB i3 mopyweHHsMun (yHKUil nevinku Gyap-sKoro crymenio. He CIIOCTEPIraeThes 3HAYHUX
BIIMIHHOCTEH 3arajbHOI eKCIO3HUIT aTalmypeHa B rpynax KOHTPOIIIO Ta cIabKUX Ta BaXKHMX MOPYILEHb
Gynkuii newinku. BigHaueHe i rpynu 3 NOMIpHMMH TpPpYIIEHHSAMM npudnusHo 40% 3HUKEHHS
CEPE/IHBOI  3ara/lbHOl EeKCMO3MLIT aTalypeHa MOPIBHAHO 3 KOHTPOJNEM [10B's3aHe, BiporigHo, 3
HEBEJIMKHM PO3MIpOM IpYIH Ta BapiGebHICTIO.

He xo0aui

He Bcranoeneno smaunux BiAMiHHOCTeH piBHOBaXHOI BiZHOCHOT GiogocTymHOCTI aBo icTHHEM
KIIPEHCOM Yepe3 BTPATy 3[aTHOCTI 710 Xoau. J1st nanienTis, sKi cTanm He XOJ4HUMH, HEMAE NOTpeOu B
peryJiroBaHHi 403u.

5.3 JMokainiuni qani moao 6e3nexn

He niniyni mani KoHBeHLiOHAMBHHX AoCHimKeHb (apMakomorii Gesrmekd Ta FeHOTOKCHUHOCTI He
nokasaau oco0HBOT HeOe3NeKH 1S MONUHH.

Hoctynuuii crannapTHHIT NAaKeT JOCIiKeHb PenpoAyKTHBHOT TOKCHYHOCTI. He CIIOCTEePIranock BILIUBY
Ha (GEPTHILHICTb caMIliB i caMOK, ae eeKTH 100 DePTHALHOCTI IOBEHITBHOrO NiKYBaHHs B Mepioa
Z0pOCHilIaHHsA HE BUBYATHChL. Y LIYPIiB Ta KPOJIIB 32 MAaTePHHCHKOI TOKCHYHOCTI BHSBJIEHO emOpio-
(heTanbHy TOKCHYHICTH (HaNpPUKIAZ, MiABMIUEHA pPaHHA pe3opOLif, MOCT-iMMTAHTALIHH] BTpaTH,
SHHJKEHA BIKMBAEMICTh MJIOAIB) Ta O3HAKH 3aTPUMKH pPO3BUTKY (ITiZABMILEHI CKeleTHi 3MIHH).
Excrnosulis Ha piBHI, NpH AKOMY He CHOCTEpiraeTbes MOGIYHMIL eext (NOEL) 6yna amanoriuna
(kposi) abo y 4 pasu BUILOIO (UIypH) 33 CHCTEMHY EKCTIO3MLIIO Y JTH0/eit (40 mr/kr/nens). Jlna pauio-
MIYEHOro arajypeHa y HIypiB MOKa3aHO [UIALCHTAapHE MEpeHEeCeHHS. [lpu opuHM4HOMY TecTyBaHHi
Bi/IHOCHO HH3BbKOT MAaTCPHHCBHKOT 1031 30 Mr/Kr/aens KOHLIEHTpaLLis p;ni_ﬁﬁﬁﬁnpf’t@cji oy 6yna <27%
MaT€pMHCLKOI KOHUEHTpaulii. Y wuypiB B TOKCHKOJIOIiYHHX _{i.gigg_ﬁnﬁ(m ﬁpg!npcma*r BHOTO

PO3BUTKY IMpPH €KCITO3ULII, 0 Y 5 pa3iB nepeBuIyBanta eKCIO3UHIK/Y MQAHHH, CIIQL Ug¥ 3HaYHa
i Wl
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MaTepHHChKA TOKCHYHICTh, @ TaKOXK BIUHB HA Bary Tijla IPATITIOAY Ta PO3BUTOK PYXOBOT AKTHBHOCTI.
MarepuHCbKa CHCTEMHA eKCIIO3MIis Ha piBHI  BiACYTHOCTI MOGIYHMX edexrie (NOEL) vy
HOBOHAPOJUKEHMX Oyna BTPHYi BHILOKO 32 ekcrosuuito y moauHu. [Ipu OAMHUYHOMY TecTyBaHHI
BiIHOCHO HM3BKOT 71031 s mMaTepi 30 mr/kr/ieHb pajioMiyeHoro arajypeHa HaiBuiua KOHIIEHTpaLis
pajlioaKTHBHOCTI MJI0J1y B Mmoo uypiB craHoBmia <37% Bil MaTepHHCHKOT KOHIEHTpauli B ruasMi.
[TpucyTHiCTL paTioaKTHBHOCTI B [1a3Mi LIypAT MiATBEP/UKYE BCMOKTYBAHHS 3 MOJIOKA.

V jociifpkeHHi MOBTOPHOTO Opa(BHOIO BBECIIT MHLIAM BUHWKaJa HUPKOBAa TOKCHYHICTb MpPH
CHOTCMHIH eKcrio3uuii, mo expisareHTHa 0.3 PiBHOBAXKHOIL AUC y mauientis, sKi OTpUMYBajH
TpanciapHa BpaHii, TOMOJIY/AHI Ta BBeUEpi, BiMOBIIHO, B 1032X 10-, 10- i 20 Mr/KT Ta BHLUHKX.

YV 26-THXKHEBIH Mojeli BHBYCHHA KaHIIEPOreHHOCTI Yy TPAHCTeHHHUX MHILEl He 3HaiJeHo O3HaK
KaHLeporeHHocti. ¥ 2-piyHOMY JOCTi/KeHHI KAHLEPOTreHHOCTI Ha UIypax BHJABIEHO OIHMH BHNALOK
ribepaomu. Kpim TOrO, MpH eKCIIO3MILIT, 110 3HAYHO [MEPEeBHILYE TaKy Y nanieHTis, BCTAHOBJIEHO
MiZBMIICHHA (3pifKa) MyXJIHH CEYOBOro MyXHpA. 3HAYYLIiCTh 3HAXIAKM MyXJIHH CEYOBOTO MyXHpA JUIA
TOIMHH PO3TTSAAIOTH K MANOMMOBIPHY.

B oxHOMY 3 /BOX 26-THIKHEBHX JOCTIDKEHb IOBTOPHHX BBE/ICHb, PO3NOYaTOMY Ha HIypax Bikom 4-5
THIKHIB, BCTAHOBJIEHO [10303a/1¢KHE NiiBMIICHHS BHIIAAKIB 370AKICHOT ribepHOMH, PiAKICHOT /LA urypis
nyxauad. KpiM TOro, OIMH BHIAZIOK 3105IKicHOT riGepHOMM 3HaiiieHo y 2-pidHOMY JoCiKeHH]
KaHLIEPOreHHOCTi Ha 1ypax. OGrpyHTOBaHICTh BUNAJIKIB MYXJIHH UBOrO THITY Y 1ypiB, SK i 418 JTOAeH,
Ay)Ke HU3bKa, i MexaHi3M iX BMHHKHEHHS Y JOCII/DKEHHSX Ha IIypax (BKJIIOYHO i3 BiHOLICHHAM /10
NiKyBaHHA aTalypeHoM) HEBIIOMUH. 3Ha4YILICTh /1S JIOMHH HEBiIoMa.

V 1-piusomy nociipkenni Ha 10-12 THKHEBHX cofakax MOKa3aHo 3MiHM B HaJHMPKOBi 32103
(hokanbHe 3ananeHHs Ta jereHepatlis y perionax KipkoBoro wiapy, o npoaykyroTh FIFOKOKOPTHKOTH)
Ta cnaGke MOpYLIEHHs YTBOPEHHS KOpTizoia [micas eHAOTeHHOI CTUMYNSLIT a/[peHOKOPTUKOTPOITHAM
ropmonoM. Lli 3Haxiaku criocTepiranich y cobak npH CHCTeMHil ekcrosuuil, mo exsiBaienTHa 0.8
pisosaxuoi AUC vy nauienTiB, AKi OTpumyBand TpanciapTa BpaHlli, MomomsyaHi Ta BBEYepi,
BifmoBiaHO, B g03ax 40 Mr/Kr/AeHb Ta pUmIiX. Y JIOCTi/DKEHHI PO3NOIICHHA Y WYpiB criocTepiranach
BMCOKA KOHIEHTpAllis aTaypeHa B HaAHHpHHUKAX.

Kpim 3ragaHux BUILE edyekTiB, Y AOCTIUKEHHAX INPH NPOBTOPHOMY pRe/ICHHI BCTAHOBJIEHO JIEAKI MEHII
BUpAKEHI no6iuni edekTH, 30KpeMa, 3HHKCHHA HaGopy Baru Tina, 3MEHLICHHS CIIOKHBAHHA DKi Ta
nizBUIIEHHs BarW nevinku Oe3 ricTosioriygoi Kopeasuii ta 3a HE3pO3YMINoT KIIHIMHOL 3HAYYLIOCTI.
Takox y AOCHIDKEHHAX Y mypis i cobak Mokasami 3MiHHM mimigiB  masMu o (XoecTepuH  Ta
TPHIIIiLEpH/IH), IO MiATBEPIKYE 3MiHH JKMPOBOrO MeTab0i3Ma.

6. ®APMAIEBTHYHI OCOBJIHUBOCTI

6.1 IMepeik A0NMOMiZKHUX pe1OBHH

[Moninexcrposa (E1200)

Maxkporoi

ITosnokcamep

Masnit (E421)

Kpocnopizon

i IpOKCHeTHIILENION03a

BaHiibHAI apoMaTH3aTop: MAIBTOACKCTPHH, WTY4HI ApOMATH3aTOPH Ta MPONIACHTIIKOMb.
KpemHito JioKcHa konoinuuii 6e3poanuit (E551)

Marsiio creapar

6.2 HecymicHicThb
He 3acTocoBY€ETHCA

6.3 Tepmin npuAATHOCTI
4 pokH
KoskHa 103y HaiiKpallle BBOAUTH Opasy nicsisd MpUroTyBaHHs.




[TpuroroBana 103a mae OyTH 3HHIEHa, 4K 1T He 3aCTOCYBallH MpOTAroM 24 TOoaMH mMicns
NPUrOTYBaHHSA Npu 30epiranui y xonoamibuuky (2-8 °C), a6o mpotsrom 3 romum Npy KIMHaTHi#
Temneparypi (15-30 °C).

6.4. Cnenianbhi 3acrepeskenns mwoj1o 36epiranus
J1s Liboro MeaMYHOro NPOAYKTY HE BHMAracThes CleLiaTbHuX YMOB 36epiradus.
YMoBH 36epiraHns 11ic/is po3BeIEHHS MEMUHOrO NPOAYKTY BUKJIA/EH] B po3aini 6.3.

6.5 Iloxo/zKeH sl TA BMICT YNIAKOBKH

Tepmoseapeni naketu 3 naminoBaHo! amominieBoi osbru: nonierunen teperanar (3axuct Big giteit),
nomieTunen (sabapGienns Ta 38’130k noniedip/ponsra), amominiesa ¢onbra (6ap’ep Bix Bonorn), kieit
(knacy nosiyperaua), conosimMep eTijleHa Ta METAKPHIOBOT KMCIOTH (cMona-repMeTHK A8 1iMicHOCTI
YITAKOBKH).

VnakoBka 3 30 maxeTis.

6.6. Cnenianbni BKa3iBKH 010 yTHI3aNIT Ta iHIIKX 32X0XIB i3 NOBO/KeHHsI

[TakeT HeOOXiAHO BiAKpURATH JHINE Mg yac NPHUrOTYBaHHA 03yBaHHs. [ToBHHIT BMicT KoXKHOrO nakeTy
ci1ia 3MilwatH i3 He Merwe 30 Ma pianHK (BoAa, MOJIOKO, (pyxToBHii cik) a60 i3 3 cTONOBUMY JIOIKKAMHU
HarniBpizKkoi ixi (Horypt aGo s6iyHeruii coyc). I[epen 3actocyBanHsM [PUTOTOBJICHY /103y HeoOXiIHO
nobGpe nepemimaru. Kinbkicts piauuu a6o HaniBpinkoi ki moske OyTu 30inblIeHa B 3ane)HOCTI Bin
ynoao6aHb nauieHTa.

Hepukopucraunii  Meauunuii  npoaykr a6o 3a0pyaHeHHi  Matepian HeoOXiawo yrunizyBat y
BIAMOBIZAHOCTI 3 MiCLIEBUMH BUMOTaMH.

7. BJACHUK MAPKETHHI OBOI JIIEH3I{
[ITC Tepansiotike Intepuemmenan Jlimitex

5 noeepx

3 I'pann Kanan [nasa

Bepxwus I'pann Kanan Crpit

Hy6nin 4

JI04EE70

Ipnannis

8. HOMEPU MAPKETHHI'OBOI JIIIIEH3IT
Tpancnapha 125 Mr rpanyiu 11s opanbHOT cycreHsii
EU/1/13/902/001

Tpancnapna 250 Mr rpanym 118 opansHoT cycneHsil
EU/1/13/902/002

Tpanciapna 1000 mr rpany/u 7151 opasibHOT CycCrieHsii
EU/1/13/902/003

9. JATA IIEPIIOI PE€CTPALII/IIEPEPEECTPAIIIT
Hara nepuoi peectpauii: 31 aunus 2014
Hlata ocrannboi nepepeectpauii: 16 uepsus 2017

10. TATA IIEPETJISI1Y TEKCTY

Heranena indopmariis npo ueit mMeguunmii NPOAYKT JocTynHa Ha BeGcaiiti €Bponeiicbkoi Meguunoi
Arenuii http://www.ema.europa.eu.




JOJATOK II

A. BUPOBHUK, 1110 BIIITIOBIJA€ 3A BUITYCK CEPIi
B. YMOBH ABO OBMEKEHHSI CTOCOBHO MOIIUPEHHS TA 3ACTOCYBAHHS
C. THIIIT YMOBM TA BUMOT'A MAPKETHHT OBOi PEECTPAILIT

D. YMOBH ABO OBMEKEHHS H[O/10 BE3IIEYHOI'O TA EOEKTUBHOI'O
3ACTOCYBAHHA

E. OCOBJIMBI 30508’ SI3AHHS /1151 3ABEPIIEHHS MICJISI-PECCTPAIIITHUX
3AXO/IIB JIUISI YMOBHOI MAPKETUHI'OBOT PEECTPAIIIT




A. BHPOBHUK, IO BIAITOBIIA€ 3A BUITYCK CEPIN
Ha3sga ta anpeca BupoOHMKa. 10 BiANOBifa€e 3a BUIIYCK cepii

Anmak ®apma Cepgices Jlta.
Ciroy Inpactpian Icreitt
Kpeiirason

Co. Apma BT63 5VA,
BeankoOpuranis

ITTC Tepanstorikc Intepremenan Jlimiten
5 noeepx

3 I'pang Kanan [Tnaza

Bepxus I'pann Kanan Crpit

Jlvoniu 4

JI04EE70

[pnannis

HP)’KOB&HHH JTHCTOK-BKJIalKa MEJUYHOI0 MPOAYKTY Mae MiCTHTH Ha3By Ta aJpecy BHPOOHHK& mo
BIHHOBI,H,&E 3d BHITYCK BI,HHOBI,H,HHX CCplPl

B. YMOBHU ABO OBMEXXEHHS CTOCOBHO ITOUIUPEHHS TA 3ACTOCYBAHHS

Meauunnii npoaykT ans obMmexeHoro mpusHadeHHs (mus. Jlomatok [ Pesiome XapaKTepUCTHK
POAYKTY, po3ain 4.2).

C. IHIII YMOBH TA BUMOI'H MAPKETUHI'OBOI PEECTPAIIIT
- [lepioanuno onoBoBani 38iTH 3 6esnexkn (PSUR)

Bumoru nnd nojaHHs nepiofMuHO OHOBIIFOBAHOTO 3BITY 3 GE3MEKM A LBOrO MEIMYHOrO MPOAYKTY
BCTaHOBJIEH] nepenikoM pedenthux ganux €C (EURD) y Bianosiguocti a0 Crarri 107¢(7) JupekTuen
2001/83/EU Ta BMKJa/leHi y HACTYNMHHX OHOBJIEHHSX, LIO OMyGJiKOBaHi Ha E€BPOMNMENCEKUX MEJIHYHHUX

BeO-mopranax.
Biacnuk mapkeTnHropoi miueHsii Mae nogatv neprumii NEepIOAHMYHO OHOBJIIOBAHMH 3BIT 3 Oe3MneKH

NpoTAroM 6 MICsALIB Micis peecTpauil.

D. YMOBH ABO OBMEXEHHSI IIIOJA0 BE3INEYHOI'O TA EOPEKTUBHOI'O
3ACTOCYBAHHS

- [lnan ynpasainus pusukamu (ITVP)

3asgBHUK Mae 3/iHCHIOBATH HeoOXiaHi Ail Ta BTpydYaHHs 1010 cpapmaxonamsmy K1 JeTasni3oBaHi y
noroukeHomy ITYP, nananomy y Moayni 1.8.2, Ta 6yab-aki HacTynHi onoBienns [TYP.

Onoenenuii [TYP Mae HanaBaTHCh:

Ha Bumory €gponeiicbkoi Meanunoi Arenuii
SIKII0 cHCTeMa YNIPaBIliHHS PU3MKAMM 3MIHIOETHCS, 30KpeMa BHACIZI0K OTPUMaHHA HOBOT
indopmarii, sika MOKe MPU3BECTH 0 3HAYHUX 3MiH npodnlmo KOPHCTB/PH3HK ab0 BHACIIZIOK BaXK/IMBOTO

€TanHoro JocArHeHns (hapmakonariany abo MiHiMizauii pusuky).

HAxuto yac nonanHs PSUR Ta oHoenenns [TYP 36iraeTbes, iX MOKHA Mo1aBaTH OﬂHOHaCHO




E. OCOBJIMBI 3050B’SI3AHHAA JIJISI BABEPIIEHHS I'[ICJIfI—PEGCTPALIIﬁHI/IX
3AXO/IIB 1J151 YMOBHOI MAPKETHHI'OBOI PEECTPALLII

Lle € ymoBHa peecTpallis, Ta 3asBHHK Ha nincraei Crarri 14(7) Ipaeuna (EU) Ne 726/2004 nosuHeH
3aBEPIINTH Y BCTAHOBICHUH nepiosl yacy HacTYIHi Aii:

Onuc Tepmin RBHKOHAHHS

Ha nigTeepkenHs epekTuBHOCTI Ta esneurocti aranypena npu | [lounen 6yTH HajaHKH
MKYBaHHI XOASYMX MALiEHTIB i3 nmDMD vy Biui 5 pokis i cTapiue, KiHLeBii 3BIiT Ipo
3asBHMK TpOBEJAE Ta HANACTh PE3YNbTATH MYJIBTHLEHTPOBOrO, JOCITIPKEHHS.
paHI0Mi30BaHOTO, nozagiiiHoro-cainoro, 18-Mica4HOro, nnauedo- | TepMiH BUKOHAHHSA:
KOHTPOJILOBAHOTO  JOC/IIUKEHHS, 3 HACTYITHOK 18-micsunow | Bepecenb 2021 poky
MPOJIOHTALI€I0 y BIAMOBIAHOCTI 10 NOr0KEHOro NpOTOKOILY.




JIMCTOK-BKJIAJIKA [10 YIAKOBKH

Tpancaapua 125 Mr rpany i 115 0pajibHOI CycHensii

Tpancaapua 250 Mr rpany.ia AJ1si 0paabHOI cycnensii

Tpaucaapua 1000 mr rpany./in 1715 0paabHOL cycnensii

arajaypes

¥ Lleii MeQu<HAN TIPOAYKT € NPEAMEIOM AONATKOBOrO MOINTOPHHTY. Lle 103BOMMTE HIRWIIKE RCTAHOBJICHHS
1oBoi iHdopMmallii mono Geneunocti, Bi MoxkeTe J0MOMOITH, MOBiIOMHBLIN PO Oyb-AKi MOGIYHI peakilii, 1o
MOXYTb BUHHKaTH y Bac. [Lloao ¢opmu nosizoMnens npo nodiuni epexti 38epTaifTecs 10 po3aity 4.

ITepea mMOYATKOM 3aCTOCYBAHHI UBOrO MpeNapary yBaKHO NPOYHTAHTE UEH JHCTOR-BKIAIKY,
OCKIIbKH BiH MicTHTBL Bazkausy Aas Bac indgopmauiso.

- 3Gepiraiite ueit TMCTOK. Bac Moje 3HaOGMTHCH NEPEYUTATH HOrO 3HOBY.
- Axmo y Bac € J04aTKOBI MUTaHH, 3BEPHITHCA 10 TiKaps abo ¢apmaue3’ra

- Lleii npenapat npusHauenuii e 1is Bac. He nepenapaiite ioro inmmm ocobam. Lle Moke OyTu
HeOe3MeyHo TS HUX, HABITh SKIO Y HHX € OJIHaKOBi 3 Bamu 03HaKku XBOpoOH.
- ko y Bac euHuKH noGivni edexTH, croBicTiTh Bamoro nikaps abo ¢apmaueera. Lle crocyeTbes i
6y/1b-SKHX 1106i4HMX eeKTIB, 10 He 3a3Ha4EeHi Y UbOMY JIUCTKY. JIuB. posnin 4.

Lo MicTHTH Lell JHCTOK-BKJIAAKA

I1lo Take TpanciapHa Ta sIK MOro 3acTOCOBYBATH

[1{o HeoOXimHO 3HATH Mepea 3acTocyBaHHAM TpaHciapHa
Sk npuiimatu TpaHciapHa

Mosnei noGidHi eekTH

Ak 36epiratu TpancnapHa

BmicT ynakoBky Ta iHua inpopmaLis

OF Bhoks BRI

1. Illo Take TpancaapHa Ta siK HOro 3aCTOCOBYBATH

TpanciapHa € TiKapchKUM 3ac000M, 110 MiCTUTh aKTHBHY cyGCcTaHLilo aramypeH.

TpaHciapHa 3acTOCOBYIOTH TNpH JIiKYBaHHI M A30BOT Jmcrpotbn JliowieHHa, $Ka € HacIiJIKoM
crerdigHOT0 FeHeTHYHOro Ae(eKTy, O BIIMBAE HA HOPMAJILHY M A30BY (byHKuio.

TpaHciapHa 3aCTOCOBYIOTh JUIA JIIKyBaHHA MAallieHTiB BIKOM Bif 5 POKIB i cTapue. AKi 37aTHI XOAUTH.
Iepen mouatkom jikyeauHs Tpanciapha Bu abo Bama autuna NOBHHHI OyTH OIJIAHYTI JiKapeMm Ha
MiITBEPUKEHHS TOTO, 110 XBOPOOa BiAMOBIIA€ JIIKyBaHHIO LIUM TPENapaToM.

Sk nie Tpancaapua?
M’ A3IOBY ,ElHCTpOCbIIO ﬂlomeuua BHKJIHKAIOTL IeHeTHUHI 3M1HH qaKi € HECH!RKO\-{ AHOMATT M I30ROI0

GiNKY, 110 HA3HBAECTHCS AUCTPOGIHOM, HEOOXIIHOTO /1S IIPABHIBHOT pOGOTH M A3iB.
TpanciapHa 31aTHa NPOIYKYBATH IPALIOIOUHI AMCTPOPIH Ta oromaraTH BipHii poSoTi M's3ie.

2. Ilo HeoOGxiano 3HaTH nepej 3acrocysanusim TpancaapHa

He npuiimaiite Tpaucnapﬂa
- SIkuio y Bac anepris 1o atanypena aGo 10 Gy/b-AKOro 3 iHrpelieHTIB LBOro npenapary (HaBeIeHi y

po3zii 6)
- Slxkumo Bu npoxoaute ﬂleBaHHH [eBHUMM aHTUOIOTMKAMM, TAKUMHU SK FeHTaMillMH, ToOpamiluH abo

CTpf:I']TOMILIHH. AKi BBOJIATLCH iH eKLiHHO Y BEHY.

Honepegmceunﬂ Ta 3acTepeReHHs
Bam jikap MOBMHEH [POBECTH aHalli3 KpOBi Ha MiATBEPIUKEHHsS TOrO, um *{BOpoGa mnomﬂae

HleBaHHI{) Tpanciapra. Skuo y Bac icHywoTs npobiemu 3 HHPKamu, mgap MOBUHEH per }’HHPHO
rnepeBipaT GyHKIIO HUPOK. flsf =




Koxkui 6-12 wMicsuip nikap Gyme aHamisyBaTH piBHi JimigiB (KMpiB, TakuX $K XONECTEPHH |
Tpuriiuepuan) y Bawiit kposi Ta dynxuilo Hupok. Kokui 6 micauis nikap 6yne KOHTPOMOBAaTH THCK
KpOBI, AKIIO BH npuiiMaeTe KOPTUKOCTEPOI/IHI NpenapaTy.

JiTa Ta nigaiTkn

He naaiite 1eif npenapar AiTAM, MOJIOIIINM 6 POKiB, OCKIMIBKH BiH HE AOCHUDKCHHH nauieHTiB i€l
[pYLH,

Inwi npenapari i Tpancnapua

[Torinomte Bamoro sikaps, skmio Bu npuiimaete, HewoaaBHO npuiimain abo MOXKeTe po3rovaTH
npuiiMati Oynb-ski iHmi npenapatn. OcobiuBo, He 3acTocoByiTe TpaHcnapHa 3 aHTHOIOTHKaMH,
TAKMMM SIK FEHTaMillMH, TOOpaMillMH abo CTPENTOMILIMH, AKI BBOJAATHCA iH'€KUIAHO y BeHy. Lle Moxe
BIUIMHYTH Ha QYHKIIO HHPOK.

[ToBizomTe Baworo nikaps, axuo Bu npuiiMaere Oyab-gKMii 3 HACTYMHUX JIIKAPCKUX MpENapis:

IIpenapar 3BHualiHO NPH3HAYAKTH 15!

ALMKJIOBIp JlikyBaHHs BITpsAHOI BicnH (Bapiuejuia)

A nedoeip JlikyBaHHs XpoHiuHoro renatuta B ta/a6o BIJI

ATopBacTaTHH 3HMKEHHS JIMiJIiB

BeHsuneHinumig Baxxki indexuii

bymerain Jlikypanns abo nonepe/pkeHHs 3acTiiHOT ceplieBOl HeIOCTATHOCTI

Kanronpin JlikyBaHHs ab0 rmornepe/KeHHs 3acTiiHOT ceplieBOi HeI0CTATHOCTI

Llunpodnokcaunx JlikyBaHHs iH(eKUifHAX CTaHiB

damoTH/1iH JIikyBaHHs aKTUBHOT BUpa3KH |2-1ajioi KUIIKH, LLTyHKOBO-
CTpaBoOXifHOTO peduiokca

Dypocemin JlikyBanHs abo nonepe/pKeHHs 3acTiliHOl cepLeBol He10CTaTHOCTI

MeTtoTpekcat PeBMaToifH1i apTpUT, 1icopias

OnmecapTaH EceHuianbHa rinepTeHsis y 10pociux

OcenTaMHuBip [TpodinakTuxa rpuny

MdenobapbiTan CHoJiiliHe, nonepe/PKEHH CyI0M

[TitaBactarin 3HWKEHHS JIMiiB

[IpaBacrarin 3HIDKEeHHS JTinigiB

Pidamniunn JlikyBaHHs TYOEPKYIb03Y

PocyBacratin 3HMKEHHS JiMiiB

CitarainTiH Hiaber 2 Tuny

Tenmicapran JlikyBanHs abo nomnepe/DKeHHA 3acTiifHOT cepleBOoi HeOCTaTHOCTI

BaJicaprtan Jlikysanna abo nornepe/KeHHA 3acTiinol cepueBol HeAOCTaTHOCTI

Jlesiki 3 UMX npenapatie He AOCIIKyBamMch pasoM i3 Tpancinapha, i Baw sikap Moxke BHPIIIHTH
MPOBOAUTH MMOBHHI KOHTPOJIb.

BarituicTb i rogyBaHHs rpyaii0

Slkiio Bu Barithi aG0 rojyeTe rpy/ulio, BBaXkaeTe, 1o MoxeTe OyTH BariTHOIO abo niaHyeTe BariTHICTb,
repesl BKHBAaHHAM LIOTO MPENapary 3BEpHIThCA 3a MOpajIolo 10 nikaps. fkuo Bu 3aBaritHiaM mija yac
3acTocyBanHs TpaHciapHa, HeraHO MPOKOHCY/IBTYHTECh 3 JiKapeM, OCKIIbKH 1111 4ac BariTHOCTI abo
ro/LyBaHHs rpyuiio BxkuBaHHa TpaHciapHa He peKOMEH/Y€EThCA.

KepyBanssi aBT0 Ta TeXHIYHHUMH 3acobamu
Skmo Bu  BigdyBaeTe 3amaMOpOYeHHs, HE BJaBaiTech 0 KepyBaHHﬂ aBm‘ mowma abo
BHKOPHCTAHHS TEXHIUYHUX 3aC00iB.




3. SIk npuiimatu Tpancnapua
3aBxkId NpUiimMaiiTe Led npenapaTt TOYHO Y BiAMOBIHOCTI 710 peKoMeH.allil Jikaps ado ¢apmailesTa.
[TopaabTech i3 HUMH, SKIIO Bi He BrieBHEHI.

TpaHcaapHa J0CTYITHA Y NAKeTax i3 HACTYNHUMH J03yBaHHAMH: 125 mr, 250 mr ta 1000 mr aTanypesa
B naxerax. Jlikap abo dapmaneBT BKaXyTh, AKY TOUHY KiTBKICTb U4KETIB Ta AKC JO3YBaliis CIiJ
3aCTOCOBYBATH KOXHOTI'O paay

Jloza TpanciapHa 3anexuTh Biji Barn Baworo Tizia. PekoMeH/108ana 71032 CTAHOBHTL 10 Mr/kr Baru Tijia
ppauiii, 10 Mr/Kr Baru Tija MonoyAHi Ta 20 Mr/kr Bard Tina Beeuepi (3aranbHa 1060Ba 103a 40 Mr/Kr
Baru Tina).

[Ipenapat NpUAMAIOTH Yepe3 POT, mic/s nepeMilyBaHHs y piAnHi abo y HamiBpiAKii DKi.

[TakeT ciii BiAKpMBATH TUIBKM MiJ 4ac NpHiiMaHHA Mpenapary Ta BUKOPHCTOBYBATH MOBHHH BMICT
nakery. [ToBHHMiT BMICT KOXKHOTO MakeTy HeoOXiaHO sMimaTH i3 He MeHe 30 M1 piauHK (BOZA, MOJIOKO,
dpykToBHii cik) abo i3 3 CTONOBUMH JIOKKAMH HaniBpizkoi ki (Horypr aGo abaynesuit coyc). [lepen
3aCTOCYBAaHHAM MPUIOTOBJIEHY 03y HeoOXiAHO 100pe nepemimary. Kinskicts piunu abo HaniBpiakoi
ki MOske GyTH 36ibIIEHa B 3a/IeXKHOCT Bij Bammx ynoao6aHs.

Tabnuus 103yBaHb

Mexi KinbkicTh NakeTiB
Bary Panok IMoayaenn Beuip
125 250 1000 125 250 1000 125 250 1000
(kr) Mr Mr M Mr Mr Mr Mr Mr Mmr
naker | maker | mAaKeT | MAKET | MAKeT | NAKeT | MAaKeT | MaKeT | makeT
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 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
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 ] 0
40 44 1 1 0 1 1 0 l 3 0
45 46 0 2 0 0 2 0 | 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 1 1 0 1 1 0 2 2

[Npuitmaiite TpaHciapHa uepe3 poT TPUYi Ha JICHB! BpaHIli, monoayaHi Ta Beedepi. Heobxinno, mob
MpOHILLIO 6 rOAMH MK J103aMH BpaHLL Ta MonosIyHi, 6 TOAMH MiXK 03aMH HONOY/HI Ta BBeyepi Ta 12
FOJIMH MK BEYipHBOIO 103010 Ta MEPILOIO0 03010 HACTYIHOTO AHA.

Hanpunaz, Bu moxere npuitnsati Tpanciapha o 7:00 Bpanwi i3 cHizankom, o 13:00 3 oGigom 12 0

19:00 i3 Beuepelo.
[Ipu pxuBanni TpaHciapHa peryJigpHoO NUHTe BOAY a6o iHIi piMHK, 100 YHAKATH JeriapaTauii.

Sixuo Bu npniinsin Tpancaapua diabue, HiK NOBHHHI
Skmo Bu npuitHsanau Oiibuly 3a peKOMEHI0BaHy 103y TpasucnapHa, 3BepHi

Thes 10 Bamoro sikaps: Ba
MoJKeTe BiauyBaTy cabkuii ro0BHHMI Oib, OM0BOTY abo aiapeto. ' )
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SIlkmo Bu 3a6yan npuiinaTa Tpanciapna

Slkio Bu 3ani3HUIMCH MEHIIe, HiZK Ha 3 TOJAMHH, Mic/d paHilHboi abo nmoayaeHHoi go3u abo MeHle,
HiK Ha 6 FOAMH, TiC/S BewipHBOI J03M, He Tpuitmaiite i a03M. OJHAK BYACHO NMPHIMITE HACTYIHY
103y.

He nipuitMaitTe moBiiiny 103y /uis KOMIIEHCALT MPOMYIIeHOT 1034, Tpanciapha Moxe He MaTH edexTy
MpH JiKyBaHHi Baummx CHMIITOMIB, AKIIO 3aCTOCOBYBATH Oi/LLIC 32 PEKOMECH/0BAHY [03Y.

SIkmo Bu npununnan npuiimata Tpancrapua

He npunuusiire gxnBanns TpaHciapha Ge3s KOHTaKTyBaHHA 3 BaluM jikapeM.

Skmo By MaeTe iHIIi MATAHHS CTOCOBHO BUKOPUCTAHHS MPENapary, 3BEpHITLCA /10 JliKaps.

4. MoxauBi nodiuHi epexTH

[Toxi6HO 10 BCiX MiKapchKMX 3aco0iB, el npenapat MoKe BUKJIMKATH NMo0ivHi e(eKTH, X0ua He KOJKHA
MO/IMHA X BIYYBaE. ‘

[Ticst npuitmanus TpancnapHa y Bac Moxe GyTH 0/MH UM Gifblie 3 HACTYIHUX MOOIYHUX edeKTiB:

Jlyske nomupeni no6ivui egekr (MoKyTh BUHMKaTH y Olnbwe 1 3 10 moaei):
- bmoBota

[Momupeni nodiuni edextn (MOXkKyTh BUHMKATH 10 1 3 10 mozei):
- 3HWKEHHS areTUTy

- BHCOKHMIA piBeHb TPUIIIILIEPH/IIB Y POBI

- roJIOBHHIH Oi/lb

- XBOpOO/IMBHIt CTaH

- BTpara Baru

- BUCOKHIT KPOB SIHMI THCK

- Kalenb

- HOCOBa KpOBOTEYa

- 3aKpir

- METEOpH3M

- JAUCKOMQOPT Y IITYHKY

- Oinb y UUTYHKY

- BHCHII

- Oinb y pykax abo Horax

- Oinb y rpyasx

- MHMORIIbHE CEHOBUITYCKaHHA

- KpOB Y ceui

- JIMXOMaHKa

YacTtoTa HeBizioMa (dacToTa He MOyke OyTH BCTAaHOBJ/IEHA 3a JOCTYITHHMH JIaHHMH )
- MiJABHLIEHHA JiMiiB Y KpOBi

- MiBMILEHHS OKa3HUKIB TecTy (hyHKLUIT HUPOK

IMoBigomnenus npo nodivuHi epexTH

Slkmo By Bimuymu Gyab-ski moGiuni edexr, mosizomre Bamoro sikaps abo Qapmauesra. Lle
CTOCYEThCA OYy/Ib-1KOro modiyHOro edekTy. WO He BKa3aHWH y LbOMY JHCTKY. Bu Takox Mokere
MOBiZOMHTH TIPo MoGiuHi eekTH GesnocepeHbO Yepes HauioHanbHy cuctemy Harainy ([Joaarok V).
[loBizommsioun npo nobiuni edektn, Bu moxere AomoMortu orpumatu Gimbuie iHdopmauii woao
fe3nexu LBOro npenapary.

5. SIk 30epiraTu Tpanciapua
36epiraiiTe ueii npenapar no3a BUAHMOCTI Ta JOCTYNHOCTI /1 AiTeH.




He BHKOPHCTOBYBATH LieH Mpenapar nicis 3aKiH4eHHA TepMiHy NPHIATHOCT, WO BKA3aHHil Ha Kopooui
ta nakeri. TepMiH MPHAATHOCTI BIAHOCHTBCS A0 OCTAHHBOTO AHA micsud. [[ns uporo npemapaty He
noTpiGHi crienianbHi yMOBM 30epiraHHs.

[IpurotopaHa mo3a Mac OyTH 3HMILEHa, SKIIO il HE 3aCTOCYBalH MPOTArOM 24 roguH micias
[pUroTyBaHHs npu 30epiraHHi y XonoaunbHuky (2-8 “C), abo mpoTArom 3 roauH npuH KiMHaTIIH
temneparypi (15-30 °C).

He Bukuaatu 6yap-sKuif mpenapar i3 31uBaMH Boau abo noOyToBUM cMiTTaM. 3anuTaiTe (hapMaLeBTa,
K YTHII3yBAaTH [penapaT, fKi BXke He BHKOPHCTOBYIOTHCH. [1i 3axoaH JOMOMOXYTH 30€peKeHHIO
JIOBK1/LIIA.

6. BmicT ynakosku Ta inma ingopmauis

IIlo mictuTe Tpanciaapua

TpanciapHa AOCTYIHA Y 3-X JI03YBaHHSX, SKi MICTATH 125 mr, 250 mr Ta 1000 Mr axTHBHOT cyOcTaHLUil,
1[0 HAa3MBAETHCS aTanypeH. IHuaMy iHrpeaieHTamu € noniaekcrposa (E1200), makporo, monokcamep,
manit (E421), KpOCHOBiIOH, TiJIPOKCHETHIILIEI01033, BaHITLHMH apomarusarop (MalbTOACKCTPHH,
WITY4Hi apOMATH3aTOPH Ta IPOMiJIEHITIKOMb), KpeMHiro aioken Konoiauuii 6Gespoanuii (E551), marnino
creapar.

SIk Burasgae TpancaapHa Ta BMIiCT yIIAKOBKH

TpanciapHa seise coboro rpaHy/iu 6110ro 10 MPaKTHIHO 6inoro KoabOpy IS OpaibHOI cycneHsii y
nmaKkerax.

TpaHcaapHa NPONOHYETLCS B YIAKOBKAX M0 30 naxeTis.

BiiacHHK MapKeTHHTOBOT Jinensii

[1TC Tepansiotike [HTepremenan Jlimiten
5 nosepx

3 I'panp Kanan [1nasa

Bepxus ['pana Kaunan Ctpit

Jy6nin 4

JI04EE70

[pnanais

Bupobuuk

Anmak ®Dapma Cepgices JITa.
Ciroy Inpacrpian IcTeiT
KpeiiraBon

Co. Apma BT63 5VA,
BesmkoOpuTaHis

[ITC TepansioTike InTepaeuenan Jlimiten
5 noBepx

3 I'panp Kanan [1naza

Bepxus I'pana Kanan Ctpit

Hy6nin 4

JI04EE70

Ipnanais




Ileii 1MCTOKR-BKIAAKY BOCTAHHE MEPErasiHyTo

Leit Mexuunuit mpoayKT OTpHMAB «YMOBHY peectpamito». Lle o3Hauae, mio E€sponeiickka Meauyina
Arenuis Oyae nepernaaati HOBY iH(OpPMALIO WOAO UBOTO NPOAYKTY He pijure pasy Ha pik, Ta 3a
HeoOXifHOCTI 1eii IncToK-BKIaaKa Oyle OHOBIIOBATHC.

Meraibha indopmanis mpo ueil MeAMYHMI MPOAYKT AOCTYIHA HA BeOCANT €sponeiicbkol Meanynoi
AreHuii http:/www.ema.europa.cu. Tam € TakoXK TNOCHNAHHA HA iHIN caiiTH npo  piakicHi
3aXBOPIOBAHHA Ta JIKYBaHHS.




[HCTPYKISi PO 32CTOCYBAHHS JIKAPCHKOro 3ac00y
1o Peectpaniiinoro nocsiguenns Ne
Haxka3z MO3 Ne Bil 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.

2 ;
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The first dose should be taken in the morning, the second at midday, and the/ jd’ n the eveﬁrﬂi \
Recommended dosing intervals are 6 hours between morning and midday doses, 6 hours between: \!

midday and evening doses, and 12 hours between the evening dose and the; first dose’on the-miext ‘da;;
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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(akge 125 mg | 250 mg 1::::] 125mg | 250 mg 1:;0 125 mg | 250 mg l:l[:]
sachets | sachets sachets sachets | sachets cachets sachets | sachets Sicheks
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 I 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
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
s o 1 1 0 1 1 0 1 2
: 0 1 1 0 | 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
4.4). 27 * VRO G

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 efficacy of Translarna in children aged 6 months to 3 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.
43 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.
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Renal function monitoring RS~
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Because small increases in mean serum creatinine, blood urea nitrogen (BUN), qﬁd'(;ys;t_aﬁ_.p C w} )
observed in the controlled studies of nmDMD, it is recommended that serum cregtinine, BUN; and*.. }
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Potential interactions with other medicinal products

Caution should be exercised when ataluren is co-administered with medicinal products that are
inducers of UGT1AS9, 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

Aminoglvcosides

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 |
(OATI), 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
UGT1AS9. 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 atalureri is co-administered .
with adefovir. /4 e\ \




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 reccommended 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 recom mended 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, cr—=e.
nausea, headache, upper abdominal pain, and flatulence, all occurring in >5% of all ataluren-tre i\’e}jdP YKD&

p e -_h,

patients. In both studies, 1/232 (0.43%) patients treated with ataluren discontinued due to ar___n_;‘_c_tjéfs
reaction of constipation and 1/172 (0.58%) placebo patients discontinued treatment due to an-adve
reaction of disease progression (loss of ambulation). TR 4 ’ -
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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 reactions

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 n mDMD 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

disorders

Rash erythematous

Musculoskeletal and
connective tissue disorders

Pain in extremity,
musculoskeletal chest pain

Renal and urinary disorders

Haematuria, enuresis

Change in renal
function tests
(increased
creatinine, blood
urea nitrogen,
cystatin C)

General disorders and

administration site conditions

Pyrexia, weight decreased

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. Llpld TP "

levels shifted from normal at baseline to high (above the upper limit ofnormal) at Week 48 in sl :
higher percentages of patients receiving ataluren compared to those receiving placebo (total "
cholesterol 15.1% vs. 6.1%, triglycerides 21.1% vs. 13.4%, respectively). The values tended tb* %
stabilize early in the study and did not increase further with continued treatment. Hiiuy




Renal function iests

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 t0 ..
persistent 10% worsening in 6MWD, change in time to run/walk 10 meters at Week 48, change‘@xf*\f; * Ykpa;
time to climb 4 stairs at Week 48, and change in time to descend 4 stairs at Week 48. Patient.;gﬁg}'e”
required to have documented confirmation of the presence of a nonsense mutation in the dystrophin_
gene as determined by gene sequencing. HENERUE T T




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 6 MWD 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 6MWD over 48
weeks.




Figure 2. Kaplan-Meier Curve of Time to Persistent 10% 6MWD Worsening (Study 1)
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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 6MWD <350 meters, the mean change in observed 6MWD 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 ch:;tng‘;cﬂs‘i_r_J.r_“.ﬂ.:_~

timed function tests at Week 48 in the ITT population reached the threshold for a clinically m/egtﬂg@f-— YronoN,

difference (changes ~1 to 1.5 seconds). /A ;\\
V& ;

The mean change in timed function tests from baseline to Week 48 was better in the ata]ur;‘é”h. ' - ', IE i
40 mg/kg/day arm than placebo in observed time to run/walk 10 meters (better by 1.2 seconds, ., "Ll 00 e




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 usc).

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-staje======:=
exposures (AUC) among children and adolescents with nmDMD over a broad range of body Wéflg/ht& — e
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-1p-acy! 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-—===x.
clinical studies, no conclusions can be drawn on the effect of UGT1A9 in other ethnic groups A Yo




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.
[n 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 theg.; ”‘5:":” i B
tumours in the rat studies (including its relation to ataluren treatment) is unknown. The mgmﬁcapée S x\
for humans is not known. ; i

A 1-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 _
i

Sachets should only be opened at the time of dose preparation. The full contents of each sachet shafd;d'-’”“‘“w o

be mixed with at least 30 ml of liquid (water, milk, fruit juice), or 3 tablespoons of semi-solid jfa/od’ = \ N\

(yoghurt or apple sauce). The prepared dose should be mixed well before administration. The?-:;ax‘_;ibuntf,;-‘ ;

of the liquid or semi-solid food can be increased based on patient preference. E | “. £ L -
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Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER

PTC Therapeutics International Limited
Sth 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.
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ANNEX II
MANUFACTURER RESPONSIBLE FOR BATCH RELEASE
CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

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 : 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;

. 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 thg‘fsgn
time. 7



E. SPECIFIC OBLIGATION TO COMPLETE POST-AUTHORISATION MEASURES

FOR THE CONDITIONAL MARKETING AUTHORISATION

I'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.

- [f 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

o R R o S

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 youare allergic to ataluren or any of the other ingredients of this medicine (listed in seggmn @)ﬁ
- If you are receiving treatment with certain antibiotics, such as gentamicin, tobrarnyc:n,{)r’ (WIS * Vi

A

streptomvcm by 1n5 ection into a vein.




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 chol esterol 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 slrength 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 wei ght 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 5 250 1000 = 1000 1000
G0 | mp | mo | me |Gme| sl me | ZSNE|NOTE) m
sachets | sachets | sachets sachets sachets
E37 -' 1 0 0 1 0 0 0 1 0
T15 | L1 1 0 0 1 0 0 1 1 0
178 | o 1 0 0 1 0 0 I 0
EE2ss o 1 0 0 1 0 1 1 0
24| 26 0 I 0 0 1 0 0 2 0
A ELL 1 0 0 1 0 1 2 0
320 |83, 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
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 | 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

T
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Take Translarna by mouth 3 times per day; in the morning, midday and evening. There s g
6 hours between morning and midday doses, 6 hours between midday and evening dos;_-_" Al

between the evening dose and the first dose on the next day. For example, you ake



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 duse 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 (frequency 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. Tlow 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
Sth 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.curopa.cu. There are also links to other websites about rare diseases and treatments.




