Mepexkaan yKpaiHCHKOK MOBOI0, ABTEHTHYHICTL $IKOrO niaTeepaxkena 3asipHukom abo #oro
YIIOBHOBAKEHOI0 0C0DO0I0, IHCTPYKUIl PO 3aCTOCYBAaHHS JIKAapCLKOro 3acody abo indopmauii npo
3aCTOCYBAaHHS JTIKApchKOro 3acoly, 3aTBepaAeHol BIANOBIAHO 10 HOPMATHBHHX BHMOr KpaiHu
3asiBuuka/Bupo6unka a0 KpaiHM, pery/siTOpHMi OpraH siKOl KepyeTbCst BHCOKHMH CTaHJAapTamH
SIKOCTi, WO BIAMOBIZAOTHL CTaHAapTaMm, pekomenaosanum BOO3, Ta/abo 3riqno 3 pesyibTaTamu
KIIHIYHAX BunpoGyBaHb, 3acBiluenHii MIANHCOM YNORHOBAKeHOI 0CO0H, WO BUCTYNAE Bin imeni
3asiRHHKA

1o Peecrpauiitnoro nmocsizuennsi Ne
Hakaz MO3 Ne 30| p.

¥ Lleit MeauuHMil NPODYKT € MPEAMETOM JIONATKOBOTO MOHITOPHHTY. Lle 103BOIMTL IBMAKE BCTAaHOBICHHA
HOBOT iH(popMaLii moxo Gesneurocti. MaxiBLiB OXOPOHH 30POB’S NPOCATH TOBIIOMJISITH TIPO MOGIYHI peakiii,
L0 MMi03PIOIOTHCA.

1.  HA3BA MEJMYHOI'O NPOAYKTY

TpaucmapHa 125 Mr rpaHy/IH i OpajIbHOI CycreHsii
Tpancnapna 250 Mr rpasyIH /Ul OpajibHOL CyCrieH3il
Tpancnapua 1000 Mr rpany/u Ui OpaibHOT cycrneHsii

2.  SIKICHUM TA KIJIbKICHHH CKJIA/
Tpancnapua 125 Mr rpaHy/u Ui OpajibHOT CyCHeH3il
KoskeH nakeT MicTUTh 125 Mr aranypeHa.

Tpancnapna 250 Mr rpaHyIH TS OpalbHOI CyCIeH3iT
KosxeHn naket MicTuTh 250 Mr aranypeHa.

Tpaucnapra 1000 Mr rpay/u U OpaibHOT CyCreH3ii
Kosken naker mictuth 1000 Mr atanypeHa.

[ToBHuit nepesik JOMOMDKHUX PEYOBHH HaBEeACHHH y po3aini 6.1.

3. JIIKAPCBKA ®OPMA
['paHyu 7 OpATBHOT CyCneHsii.
['panynu 6i0ro 10 NPaKTUYHO GLIOro KOJIBOPY.

4. KJITHIYHI OCOBJIMBOCTI

4.1 TepaneBTHYHI IOKA3H

TpanciapHa npu3HayeHa Ul JiKyBaHHS M’s30BOi AuCTpodii JlomeHHa, wo € HACJIiIKOM HOHCEHC-
MyTawii B UcTpodiH redi y XoAs4nX NaUieHTIB y Billi BiZl 5 POKiB Ta cTapiue (IHE. po3ain 5.1). [Ins He
XOASYMX MalieHTiB ePEeKTHBHICTH HE MOKa3aHa.

[TpucyTHICTH HOHCEHC-MyTaii B AMCTPOdIH reHi HeOOXi/IHO BU3HAYATH FEeHETHYHHM aHasi30M (pOo3/in
4.4).

4.2 lo3yBaHHs Ta €noci0 3acTOCyBaHHS

JlikyBanua TpaHciapHa MOBHHHO PO3MOYMHATHCH JIHIUE ITIArOTOBICHUM nikapeM i3 JIOCBiZOM
nikyBaHHa M’ 30801 muctpodii Tromenna/bekepa.

03YBaHHA _
AHaypeH ¢l npuiMaTi OpaibHO KOXHMIA IEHb, TPhOMA J03yBaHHAMH



[lepmy nosy cnin npuitMaTi BpaHIi, Apyry — MOMOMY/HI, a TpeTio BBeuepi. PekoMen i0BaHi iHTepBau
A03yBaHb CTAHOBJATH 6 rOJMH MK J03aMH BpaHLi Ta MONOJIYHI, 6 FOAMH MIX /103aMM MOMOJYIHI Ta
BBeYepi Ta 12 rojauH MiXK BEUipHBOIO 03010 Ta MEPLIOIO 03010 HACTYITHOIO JHS.

Pexomennosana 103a craHoBHTL 10 Mr/kr Bary Tina BpaHui, 10 Mr/kr Baru Tina nonosyaHi ta 20 mr/kr
Rary Tina BBeyepi (3araabHa 1000Ba 103a 40 MI/Kr Baru Tina).

Tpancnapna nponoHyerbes B nakerax mo 125 mr, 250 mr a6o 1000 mr. [lani B Tabauui HajaHa
iHpopmauis mpo Te, makeT 3 AKAM BMiCTOM BHKOPHCTOBYBATH VIS MPUIOTYBAHHS PEKOMEHI0BAHOT
J103H, BUXO44YH 13 MEK Bard Tina.

Me:xi KiabkicTs nakeris
Baru Panox IMonoayaui Beuip

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

NaKeT | MaKeT | MaKeT | MAKeT | MaKeT | maKer HaKeT | NaKeT | maKer
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
24 126 |0 1 0 0 1 0 0 2 0
27 31 0 1 0 0 1 0 1 2 0
32 |35 1 1 0 1 1 0 1 2 0
36 39 1 1 0 1 1 0 0 3 0
40 44 1 1 0 1 1 0 1 3 0
45 46 0 2 0 0 2 0 1 3 0
47 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 |8 |0 3 0 0 3 0 0 3 1
87 93 0 0 1 0 0 1 0 3 1
94 105 |10 0 1 0 0 1 0 0 2
106 [ 111 | O 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

3ampumra abo nponywenns 003y6anns

SIKuto 3aTpuMKa B MpHitMaHHi aTaypeHa CTaHOBUTh MEHIIIE 3 TOMH I1iC/IS BPaHilHEOT 260 MOMyAEHHOT
11031 abo MeHIIe 6 FOAMH MiC/s BEYipHBOT A03H, CITijl NPUHHATH 103y Ge3 3MiHM HAacTYMHOro rpadiky
J103yBaHb. SIKLIO 3aTPUMKa y NPUAMAaHHI aTalypeHa CTaHOBHTH Oinbliie 3 roJuH micjis BpaHimHboT abo
NoMyIeHHOT 1031 abo Oinbuie 6 roauH Micas BevipHBOi MO3M, He CIij NpUHMATH 103y, Ta MallieHT
TIOBHHEH MOBEPHYTHCH 0 3BHYaWHOro rpadiky A03yBaHb. 3a MpPOMYIUEHHS AO3YBaHHsA MNAllicHT He
MOBHHEH NpUIMaTH MOJBIHY abo MiABHIIEHY 103y. BaXIMBO AOTPHMYBAaTHCh NpaBUIBLHOT J03H.
[lixBuiieHHA 1031 BITHOCHO PEKOMEH/I0BAHOT MOJKE CYMPOBOKYBATUCH 3HHKEHHAM e(DeKTHBHOCTI.

Oco6siuBi nonyasLii
Jlimui moou
Jloci He BcTaHOBNIEHO Ge3nedHicTh Ta eeKTHBHICTE aTajlypeHa y nail HQH"IJB:)’-—BIIH 63 POKIB Ta CTapLIMX

S LILEED

(zuB. po3ain 5.2). 0 P LT _\
Iopywenns ynxyii nupox ‘,’ 7 A
Be3neuHicTh Ta eheKTHBHICTD aTalypeHa y NalieHTIB i3 nopymeﬂ' o cpymcun HHpbK HC BHOBHCHO
(auB. posain 4.4). o




Hopywenns (pynxyii newinxu

Jns nauienTis i3 crabKuMu, moMipHUMH a60 BaKKMMH NOPYIIEHHAMH (GYHKLIT MeyiHKH HeMae notpedu
B KOPHMI'YBaHHI J103yBaHb (auB. Po3ain 5.2).

Ieoiampuuna nonyasayis

He Bcranosneno GesneunicTb Ta eeKTHBHICTh aTaypeHa /s JiTei BikoM Bij 6 micsauis 10 5 POKiB.
JlocTynHi naui RijicyTHi.

Cnioci6 3acTocyBaHHS

Tpaucnapua cnix npuiimati opanbHO Mic/is nepeMmiuryBaHHA ii 10 CTaHy cycrieHsii y piauHi abo y
HamiBpizKii Dxi. [laker ciix BiAKpHBaTH NI Yac MPUrOTYBAaHHS JO3yBaHHS. BMiCT KOKHOTO Makery
HeoOXi/iHO 3MimaTth i3 He Menme 30 M pinnHU (Boga, MONOKO, GpyKTOBHIA cik) aGo i3 3 cTOMOBMMM
JI0)KKaMH HamiBpiakoi ixi (Horypt abo aGmynesuii coyc). ITepei 3aCTOCYBaHHAM MPUTOTOBIEHY 03y
HeoOXinHo nobpe mepemimaru. Kinbkicts piamam aGo HamiBpiakoi ki moxke GyTH 36iibweHa B
3aJI)KHOCTI BiA ynoo6aHp nauieHTa. ITalieHTH OBUHHI BXKUTH MOBHY 7103y.

[HCTpYKUIT 11010 BIATBOPEHHS MEAHYHOTO MPOAYKTY Tepel 3aCTOCYBAHHAM HaBeIeHi B pozaini 6.6.

4.3 IIpoTunokazanus

inepuytiuicts 10 akTuBHOI cy6cTanuii aGo 10 Gyab-9KOi AOMOMIKHOI pedoBHHH i3 nepeniky,
HaBeZIeHoro y posiii 6.1.

OznHo4acHe 3aCTOCYBaHHA BHYTPIIIHLOBEHHUX aMiHOMTIIKO3MAIB (B, po3inu 4.4 Ta 4.5).

4.4 OcobuiuBi nMonepe/IKeHHs! TA 3aCTEPEKEHHs! MI0/10 32CTOCYBAHHS

TauienTu 6€3 HOHCEHC-MYTALLiT

Y nauieHTiB OCHOBHOIO MPUYHHOIO 3aXBOPIOBAHHSA Mae GyTH MPUCYTHICTh HOHCEHC-MyTaLil auctpodin
eHa, WO BU3HAYCHA EHCTHYHHM aHajlizoM. [lauieHTn Ge3 HOHceHC-MyTalii He MOBMHHI OTpHUMyBaHi
aTajypeH.

[Topyurenns GbVHKILT HUPOK
At mauienTiB i3 nopymeHHaM QYHKUIT HHPOK HeOOXiIHUM peTeNbHUH MOHITOPHHT.

3MiHu ainigHoro mpodinto

Ockinbku npy KJIHIYHUX BHOPOOYBAaHHSAX JUIA JIEKITbKOX MALi€HTIB CHOBIlIAIN PO 3MiHM JIiMiAHOrO
npodimo (MiJBUIIEHHS TPUIITILEPHAIB Ta XOIECTEPUHA), Y NALICHTIB 3 M’ S30B0I0 auctpodiro Jromenna
npu HOHCeHC-MyTauii (nmDMD), siKi OTpUMYIOTH aTamypeH, peKOMEHAYeThCs MIOPIYHUM KOHTPOJIb
3aranpHoro xonecrepuHa, LDL, HDL i Tpuraiuepuzip abo 3a HeobXiaHicTIO yacTiuie, BiAMOBiAHO 10
KJIIHIYHOrO CTaHy NalieHTa.

[inepren3is i3 0JIHOYACHHM 3aCTOCYBAHHAM CHCTEMHHX KOPTHKOCTEPOIiB

Ockisbku npy KAiHIYHUX BUMPOGYBAHHAX JUIs AEKLIBKOX MAUi€HTIB MOBIiIOMIISIIH 11pO rinepreHsiro npu
O/IHOYaCHOMY 3aCTOCYBAaHHI CHCTEMHHMX KOPTHUKOCTEpOIfiB, juis nmDMD nauicHTiB, ski OTPUMYIOTh
aTalypeH OJHOYaCHO 3 KOPTHKOCTEPOilaMM, PEKOMEHIYETbCS MOHITOPMHT CHCTOJIYHOTO Ta
JIacTONYHOrO THUCKY B IMOKOI KOXKHI 6 MicsuiB abo 3a HeoOXigHicTIO yacrilie, BIAMNOBIAHO 0
KJIIHIYHOrO CTaHy matieHTa.

MonitopuHr dhyHKILT HUPOK

OCKiTBKH B KOHTPOJIbOBAHUX JOC/IIKEHHAX cnocmpiraﬂu MIIBULIEHHS CEePENHiX PiBHIB KpeaTHHiHa
CHpOBATKH, a30Ty ce4oBHHH B KpoBi (BUN) Ta uucrarina C, ans nmDMD nauientie, ski OTPUMYIOTh
aTamypeH, peKOMEH1Y€EThCS MOHITOpHHF BUN Ta mucrarina C koxHi 6-12 micauis abo 3a HeoOxignicTIO
'-{RCTII.UC BIIHIOBIIIHO ao KJIIHIYHOrO cTany naulema.

[loTeHuiliHa B3aeMO/Iis 3 IHITMMH MEIHYHUMM MPOAYKTAMHU
HeoGxinna obepexkHicTh Npyu 0JHOYACHOMY 3aCTOCYBAHHI aTamypeHa i3 Mc,amﬂumu I'IpO}.ly}(TaMH
inykropamu UGT1A9 aGo cyGerparamu OAT1, OAT3 a6o OATP1B3 (po:smn 4. 1) '




AMiHOTTIKO3UIH

[TokazaHo, 10 aMiHOrTiKO3MIM 3MEHIIYIOTh aKTUBHICTb aTalypeHa in vitro. KpiM Toro, 3raiifeHo, 1o
aTajypeH [MiACHIIOE HEPPOTOKCHYHICTh BHYTPIUIHBOBEHHMX aMiHOrIikosuiis. Chix  yHHKaTH
3aCTOCYBaHHS LIMX MEAMYHMX MPOAYKTIB OJHOYACHO 3 atainypeHoM (po3ain 4.3). OCKinbKH HeBizoMHuii
MeXaHi3M, 3a SKUM atainypeH MificHIine HePOTOKCHYHICTE BHYTPIIIHLOBEHHHX aMiHOMJIIKO3HIIB, HE
PEKOMEH/IYETBCS 3aCTOCYBAHHSA IHIIMX HEPPOTOKCHYHHX MEIMYHMX IMPOAYKTIB PazoM 3 aTalypeHOM.
SIKIIO UBOro He MOXKHA YHHKHYTH (HarnpHKIa[, BAHKOMILMH MpH JiKyBaHHi MRSA), peKoMeHIy€eThes
peTenbHuit MOHITOPUHT GYHKUIT HUPOK (po3ain 4.5).

4.5 B3aeMo/1ist 3 iHIIMMH MeIHYHHMH NPOJAYKTAMH Ta iHmi ¢popmu B3acmoii

AMIHOIIIKO3M M

ATallypeH He CJliJl BHKOPHUCTOBYBAaTH OJHOYAaCHO i3 BHYTPILIHbOBEHHHMH aMiHOTIIKO3ZHZAMH,
BPAXOBYIOYH BHIA/JKH Jenpecii GpyHKUiT HUPOK, 110 COCTEpPIiraaich NpH KIIHIYHUX BUIPOOYBaHHSX Y
nauientis 3 nmCF (po3ain 4.3).

[TinBuiienHs KpeaTHHiHA CHPOBaTKM BHHHMKAIO y aekinbkoX nmCF mnauienti, mo oxepxyBaiu
atajlypeH Ta BHYTPILUIHbOBEHHI aMiHOINIKO3MIM Pa3oM 3 iHIIMMH AHTUGIOTMKAMM TPH 3arOCTPEHHi
MyKoBicuua03a (kuctosHoro ¢(i6posa). ITiIBHMIIEHHA KpeaTHHIHA CHPOBAaTKM TMPOXOAMIO B YCIX
BHMajkax Oe3 NpPUIMHEHHS BBEJCHHA BHYTPIIIHBOBEHHMX AMIHOIUIIKO3MAIB, Ta MPUIHHEHHS abo
NpoOBXKEeHHs 3acTocyBaHHs Tpancnapra. Lli maHi miaTBepuKYIOTH, 1O OJHOYACHE 3aCTOCYBAHHS
Tpancnapna Tta BHYTPILIHBOBEHHHX aMiHOTIJIIKO3HIB MOXeE MOTEHLIIOBATH HE(POTOKCHUHHI epeKT
amidornikosunie. Tomy, 3a HeoOXiZHOCTI JiKyBaHHS BHYTPIlIHBOBEHHMMH aMiHOTITIKO3MIaMH,
3actocyanHs TpaHcnapHa CiIiJ NPUITMHHTH Ta [OHOBUTH Yepe3 2 JHi Mic/s 3aKiHYeHHs NpUAMaHHA
amiHOrniko3uaiB. Edektd 0AHOYAcCHOro BXHMBaHHA aTalypeHa 3 IHIUMMHM HedPOTOKCHUHHMH
MEJIMYHUMU MPOJAYKTaMH HEBiIOMi.

VY Takux BHMNajaKax Aeriaparanis moxe Oyrtu jnonatkoBum ¢akrtopom. [Ipu npuitmanni atanypeHa y
nauieHTa HeoOXIHO MIATPUMYBATH aleKBaTHY riaparauito (posmin 4.4).

Bnnue inwux meouynux npoOykmie Ha apmMakoxiHemuxy amanypena

Buxoasuu 3 pesynbTaTiB A0CHiIKeHb in vitro, atanypeH € cyGerpatoMm UGTI1A9. Opnouacke
3aCTOCYBaHHsA pid)amIlilunHa, IMOTYKHOro iHAyKTOpa MeraboniuHux ¢epmenTis Bkmouno 3 UGT1A9,
3MEHUIYE EeKCHO3MLiI0 atatypeHa Ha 29%. 3Ha4YeHHS LMX pPe3yJAbTATIB 1A JIIOJHHH HEBiZoMe.
HeoGxinHa 0bGepeskHICTh MPH OJHOYACHOMY BKMBAHHI aTallypeHa i3 MEAMYHMMH TPOAYKTAaMH, IIO €
inaykropamu UGT1A9 (nanpuknan, pidamninuaom).

Bnnue amanypena na gpapmaxoxkinemuxy iHuux MeOUdHUX RPOOYKMIe
Buxonsuu 3 pe3ynsTaTiB JOCHI/KeHb in vitro, aTamypeH 31aTHUii iuriGyeatu UGT1A9, opra”iuHMi
adionuuii Tpancroprep 1 (OATI1), opraniunuii aHionHuii TpaHcmoptep 3 (OAT3) Ta OpraHiuHHH
aHiOHHMii TpaHcnoprylouuii noninentun 1B3 (OATPIB3). CymicHe 3acTocyBaHHs antapeHa 3
MikopeHonat MOQETiIOM Yy 370pOBHX CYG'€KTIE He BIUIMBAIO Ha EKCNO3MIIO HOro AKTHBHOIO
merabosita, MikopeHOnIHOBOI Kuca0TH (cydcTpaTta UGT1A9). [Ipu cymicHOMy BKMBaHHi atanypeHa 3
MEAHYHHMH NPOAyKTamu, sKi € cyoctpatamn UGT1A9, Hemae notpebu y koperyBanHi 103. Heobximna
00epesKHICTh MPH CYMICHOMY BJKMBAHHI aTalypeHa 3 MEJMYHHMH IPOAYKTaMH, fiKi € cyGcTpaTamm
OATI ab6o OATPIB3, uepe3 pHM3MK [MiABMIUEHHs KOHUEHTpaWii LMX MpPOAYKTIB (HANpHKIAL,
OCeJTaMHBIp, alMKIOBIp, KanTomnpin, dypocemin, Gymeranin, BaicapraH, npapacTarii, pocyBacTarti,
aTOpBACTATIH, ITITABACTATIH).

5
HeobxinHa oGepexHicTs NMpu CyMICHOMY BXKHMBaHHI aTalypeHa 3 MeIMYHHMHM [POAYKTAMH, fAKi €
cybcrpatamu OAT3 (Hanpuman, uunpodiokcanut), ocobauBo i3 cyberparamu OAT3 i3 By3bKUM
«TeparneBTUYHUM BIKHOM». Y K.mmlmomy JOCIiIKeHH] eKCIO3MIis 10 uunpocbno;\caunna Oyna Ha 32%
BMILE B MPUCYTHOCTI aTaslypeHa. B iHImIOMY KIiHI4HOMY JOCIHi/KEHHI eKC /J;O;Hmn it a,aetbompa Oyna
Ha 60% BuIIE B MPUCYTHOCTI atanypeHa. HeobXinHa oGepexHicTs npu cﬂw}nﬂ) B)KF{B&HHI a peHa
3 aeoBipoM.




Buxozsun 3 pesynbratie A0CHiUKeHB in vitro, He CNil O4WiKyBaTH, WO atanypeH Oyae iHribysaTtu
TPaHCIOPT 4epe3 p-gp Ta MeTabouisM 3a yyacTio uuroxpoma C. AHANOTiYHO, HE BBAKAETHCA, IO
ataiypeH in vivo Gyjie iHIyKTOpoM i30(pepMeHTiB uuToxpoma P450.

CymicHe 3acTocyBaHHA KOPTHKOCTEpOiiB (aedaasokopr, MpeHi30H abo NMpeaHi30/I0H) 3 aTaqypeHoM
He BIUIMBAE Ha KOHLEHTpauii atanypena B miasmi. [Ipu cymicHomy 3actocysanmi KOPTHKOCTEpOIniB 3
aTalypeHOM He CIIOCTEePiraeThes KIHITHO 3HAYYIMX 3MiH KOHIEHTpALLii KOPTHUKOCTEPOIAIB B I/1a3Mi.
Lli naui He cBimuaTh npo CyTTEBY MiKApCHKY B3aEMOMII0 Mix KOPTHKOCTEPOIJaMH Ta aTajlypeHoM, i
KOperyBaHHs iX /103 He oTpibHe.

Meauuni mpoAyKTH. 0 BIVIMBAIOTE HA P-IIiKOMPOTEIHOBHI TPAHCIIOPT

ATanypeH in vitro He € cyGCTpaTOM 18 pP-IIiKOMpPOTEiHOBOrO TpaHcnopty. MasnoiiMoBipHo, 1m0 Ha
(apmakokiHeTHKy artajypeHa BIUIMBAIOTH MeIHYHI MPOAYKTH, IIO iHriOYIOTH P-IIiKONpPOTETHOBHI
TPaHCIOPT

4.6 ®epTHILHICTD, BATITHICTH TA JAKTALIS

Barithicts

Hemae apexkgarthux JaHux nmpo BHKOPHCTAHHA aTalypeHa y BAriTHHX KiHOK. JlocmiKeHHS Y TBapuH
TOKA3a/li PenpoOAYKTHBHY TOKCHYHICTb JIHLIE TP JI03aX, IO € TOKCHYHUMH IS Matepi (poanin 5.3).
SIK 3axi1 nonepe/KeHHs PeKOMEH/ycThCs YHUKATH 3aCTOCYBaHHS aTajypeHa [1pu BariTHOCTI.
[onyBaHHs 1 IO

Hepitomo, uM  BHBoaMTBCA  aTamypeH/MertaGoniTH B rpyaHe  Monoko.  BiamorigHi
(hapmakoaMHAMIYHI/TOKCHKOIOTiHI JaHi /UIs TBapHH MOKA3alM BUBEICHHS aTtanypeHa/MeTabomiTiB B
MOJIOKO (po3aii 5.3). He MOXHa BUKIIOYHTH PH3HK /1 HOBOHAPOIKEHUX/diTei.

[1pu nikyBaHHi aTanmypeHOM rofyBaHHs IPYJUTIO CIIi IPHITHHUTH.

DepTUIILHICTE

3a He KIIHIYHMMM JaHUMH CTAHJAPTHOTO JOCTIKEHHA (GePTHIBHOCTI Ha CaMUSX i caMKax IypiB He
BCTaHOBJICHO HeOE3NeKH 1A MOAUHH (po3ain 5.3).

4.7 BnuiMB Ha 3JaTHICTB 10 KePYBAHHS aBTO Ta BHKODHCTAHHA TeXHIYHHX 32C00iR

Brune aranypena Ha 31aTHiCTB 4O KepyBaHHS aBTO, MOTOLMKIA a00 Ha BUKOPHCTAHHS TeXHIYHUX
3aco0iB He Aociimkena. [TanieHTn, ki BII4yBalOTh 3aMaMOPOYEHHS, MOBHHHI OyTn obepexHUMH TNpH
BO/IIHHI aBTO, MOTOLHMKJIa a00 Ta BUKOPHCTaHHI TeXHIYHUX 33C00iB.

4.8 Hebakani edpextn

Pestome npodinto 6e3nekn

[Ipodine Gesneku ataypeHa rpyHTYETbCS Ha y3aralbHEHHX JAHUX BOX paHIOMi30BaHKX, MOABIHHHX-
CINMUX, M1aneGo-KOHTPOIBOBAHUX 48-THIKHEBHX I0CIIIKeHb, 1110 npogeseHi zaranoM y 232 nauicuris
4OJIOBIYOT cTaTi i3 M’s130Bo0 aucTpodito Jlfomenna (nmDMD), o BukIMKaHa HOHCEHC-MYTalli€l0,
AKHX JIIKYBalM peKOMEHIOBaHMMH n03amu 40 mr/mr/zens (20, 10, 20 Mr/kr; n=172) ado noszoro 80
mr/kr/nens (20, 20, 40 mr/kr; n=60) y NOpiBHAHHI 3 rpynoo mianedo (n=172).

Hafinoumpenimmmn  noGiynuMu  peakiisMi y 2 mmaue6o-KOHTPONBOBAHUX 10C/IUKEHHSX Oynu
0JIH0BOTa, Jliapes, Hy/10Ta, FONIOBHHUI i, 6i/b Y BepXHill AUIAHLI KUBOTA Ta METEOPH3M, 1110 BUHUKAIIH
y = 5% BCIX Malli€HTIB, MPOJIiKOBaaHUX aTanypeHoM. B 060x mociimkennsx 1/232 (0.43%) nauienris,
NPOJIIKOBAHUX aTAIyPEeHOM, MPUIMHUIN AOCIiIKEHHS uepe3 nolivHy peakiiio 3akpimy, a B rpymi
nnane6o 1/172 (0.58%) nauienTi npunuMHMIM JiKyBaHHS Yepes moGidHy peaxiilo nporpecyBaHHs
XBOpOOM (BTpaTa 3J1aTHOCTI XOIHTH).

[ToGiuni peakuii Gyan 3a BaxkicTio, B HinoMy, c1abKuMu a60 MOMIPHUMHU; Y UMX 2 OCTIUKEHHSX He
OyJ10 MOBiAOMJIEHb MPO TOB’S3aHi 3 JIIKYBAaHHAM cepifo3Hi MOGiuHi sBMmA y TaUieHTIB, JIKOBaHHX
aTaypeHOM.

TabynpsoBanuii nepenik noGiuHMX peakiiii A LI
Y Tabmmui 1 npeacrasieno no6iuui peakuii y nauienTis i3 nmD VID; 1fpO1ikOBaHIX pEKOMEH JOBAHOIO
Ao6oBoro 103010 40 MI/Kr/AeHb aTaqypeHa y 2 nane6o-KOHTPOIbOBAHKX  10CTi KeHHax// [ToGiuni
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peakilii, npo gKi mopizomasam y > 1 nauienTa B rpyni 40 Mr/Kr/IeHb 3 GUIBLIOIO HacTOTOIO, HIK B TpyTI
nianebo, npexacraeieHo 3a MedDRA KiacaMu CHCTEM opranip, TepMiHaMH Ta wacToTolo. HactoTa B
rpynax BU3Ha4eHa 3a 3acTyHUM NPUHLMIOM: JyXKe nomupeni (>1/10) ta mommpeni (=1/100 10 <1/10).

TaGnuust 1. IMoGiuni peakiii, mpo fKi MOBIOMHIM Y >] nauiertis i3 nmDMD, npoikoBaHHUX
aTaNypeHoM, 3 4acTOTIO GiiiblIok0, HIXK B rpyni rmiaue6o, B 2 mianebo-KOHTPOILOBAHIX JOCTIKEHHAX
(y3aranpHCHHUI aHali3)

Kiac cucTeM Oprasis Jyxe Mommpeni YacroTa HeBiZloMa
nmourMpeHi

TopyuieHHs MeTabonizmy i 3HHKEHHS AleTUTY, 3MiHH JIiITIHOr0

TpaBJIEHHS rineprpuriinepizemis npodimio (MiABUIIEHHS
TPUITIiLEpHIIB Ta
X0JIeCTepHHA)

Topymenns 3 60Ky HEPBOBOT TonosHuit 6inb

CHCTEMHU

CyauHHI NOpYILEHHA [inepreH3is

PecrnipaTopHi, TopakasbHi Ta Kamens, HocoBa

MeJliacTHHAJIbHI TTOPYIIEHH KpOBOTEUa

LLL1yHKOBO-KHMILIKOBI nopymenns | baoBora Hynota, Ginb y BepxHiii
JIAHLI JKMBOTA,
MeTeopH3M, IncKoMpopT
y JKHBOTI, 3aKpil

TTopyueHHs 3 OOKY LWIKipH Ta EpuremarosHuii BUCHTI

MiLKI pHIX TKaaHUH

M’ a30BOCKeNIeTHI MOPYIIEHHS Ta Binb y KiHLiBKax,

rnopymeHHs 3 GOKY NOEIHYBAILHOT M’'s130BOCKeNeTHHIT B61Tb y

TKaHHHH rpyAsx

[MopymeHHs 3 OOKY HHPOK Ta [emaTypis, eHype3s 3MiHK MOKA3ZHHKIB

CEYOBOTO MiXypa byHKUiT HIPOK
(nizBULIEHHS
KpeaTHHiHa, a30Ty
CEYOBHHH Y KpPOBI,
mucratina C)

3arasibHi MOPYLIEHHSA Ta CTaH [ineprepMis, 3HHKEHH

MicliA BBe/ICHHA Baru

V 48-THXHEBOMY BiAKPHTOMY PO3LUAPEHOMY JOCITI/UKeHHI y MauieHTiB i3 nmDMD (xomsuMx i He
xoASUMX) MOKazaHo nonioHui mpodiny Ge3nexH. Jlani BMBYEHHsS JIOBrOTpHBANOI Ge3neyHOCT

HEIOCTYITHI.

Onuc OKpeMHX MOGIUHMX peakiliii (aHomaii 1abopaTopHUX aHai3iB)

Jiniou cuposamxu

I[Ipu paH0Mi30BaHOMY, I1aLLe00-KOHTPOILOBAHOMY nocigkedHi nmDMD BHXiaHI cepesiHl 3Ha4YCHHS
3araqbHOrO XOJecTepvHa Ta TPUIJilepHaiB Oyid y HOpPMi Ta TiIBHIIYBaJICh, AOCATAlOYM BKpai
BHCOKMX aB0 BHCOKHMX 3HaueHb. PiBHi JiMigiB 3cyBalMCh Bill BHUXIZHMX HOPMAJbHHX JIO BHCOKHX
(BUILKX 32 BEPXHIO MexKy HOpMH) Ha TixaeHb 48 TpOXH Oinblue y NauieHTiB, IO OTPUMAJH aTalypeH,
MOPIBHAHO 3 THMH, AKI OTPUMYBAJH nnauebo (3aranbHuit xonectepuH 15.1% mopis. 6.1%,
tpurniuepuad 21.1% mnopis. 13.4%, BigmosimHo). ¥V gociimkenHi Oyna TeHaeHIis o crabimizamii
[OKA3HHKIB, i HAJAI] BOHH He MiBHILYBATHCh NIPH MPOJOBXKEHHI JIKYBaHHS.

Tecmu gynkyii HUPOK
[lpy  panaOMi30BaHOMY, MUIALE60-KOHTPOILOBAHOMY JOCITi UKeHH1 S;LQQ’LQE&I;?J‘[OCB HeBelnKe

NiABMILIEHHS cepe/iHiX 3HaYeHb KpeaTuHiHa cuposaTku, BUN Ta uHCTaTLHﬁ{Q’.KY'@}m\ESHHi criougtKy
UCh “HPH MIIPOJIOB ’ HHI

Gyia TeHueHuis 10 craGimisauii MOKa3sHMKIB, i Hajall BOHM He MigEMIyBa
£.0 07
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[ToBiIOMIEHHS M1PO Mi03PIOBaIbHI MOOiuHI peaKiLii

BajkIMBO MOBIZOMJISTH Mpo MoGiYHi peakuii micis peecTpauii MeANYHOro Npoaykry. Lle 103BOJISE
MPOJIOBKHTH MOHITOPHHI GanaHcy KOPHMCTB/PU3HK MEIHYHOIO MPOAYKTY. daxiBiiB OXOPOHH 310pOB’4
MPOCATH MOBiOMISATH HpPO MOGI4HI peaxitii, o MiAo3pioloThes, Yepes HaLOHAJIbHY CHCTEMY Harmisay
(Jlonatok V).

4.9 IlepenosyBanus

V 370poBUX JOOPOBOJIBLIB, AKI OTPUMATH OJMHHYHY OpajlbHy 103y 200 Mr/kr ataitypeHa, BHHUKaJIN
TPaH3MTOPHI CUMIITOMHU TOJIOBHOTO OO0, HYJOTH, 6FOBOTH Ta jiapei. Y uux oci6 He CrocTepiraiuch
cepitozHi noGiuHi peakuii. Y BUMaAKY MiZ03pH Ha Mepeo3yBaHHs, CIIi/I BKUTH MiATPUMYIOU] MEIUYHI
3aX0/M, BKJIIOYHO 3 KOHCY/IbTalielo ¢axiBus Ta yBaXHHM CIOCTEPEKCHHAM 3d KJIIHIYHAM CTaTyCOM
nauieHra.

. ®APMAKOJIOTTYHI BJACTUBOCTI

5.1 ®apmakoIHHAMIUHI BJIACTHBOCTI
(dapmakoTepaneBTH4Ha rpyna: [Hmi 3aco0H, WO 3aCTOCOBYIOTHCA MPH MaToJorifX ONOPHO-PYXOBOrO

anapaty, ATC kon M09AXO03

MexaHnizm aii

Honcenc mytauis 8 DNA npu3BoJuTh 10 nepenyacHoi 3ynuHkM kofona B mRNA. Taka nepeayacHa
3yMmMHKa KojoHa B MRNA BHK/IMKA€ 3aXBOPIOBAHHA UCPE3 MPUITHHCHHA TpaHCIALIT 18 YTBOPEHHS
GiNKy 3 MOBHOIO [OBKHHOWO. ATATypeH CIpHSE pibOCOMHOMY TPOBEACHHIO B mRNA, 1[0 MICTUTb
TaKuit KOJIOH, PU3BOAYH 10 YTBOPEHHS MOBHOLIHHOTO OINIKY.

dapmakoauHamiyHi eGexTu

Hek/TiHiuHi eKCIIePUMEHTH in Vitro i3 KJIITHHHAMH aHANi3aM HOHCEHC MyTalliif Ta 3 THYMHKaMH puo B
PO34YMHI aTalypeHa [OKasalM, L0 aTalypeH poOUTE MOMJIMBUM PpibOCOMHE NPOBEACHHA 32
n3BoHMKOBMM  (inBeproBana-U —Qopma) B3a€MO3B’A3KOM, 3aICHKHO Biag KoHueHTpauii. IcHye
PUITYIIEHHSA, 1O J0303aNEKHICTD in Vivo MOKE TaKOXK MaTH I3BOHUKOBY hopmy, ale 1ai in vivo Jyxe
oOMeskeHi, 1106 miaTBepaAMTH Lo rinoTesy s nmDMD B MOJIeNi Ha MHILAX Ta Y JIIOJAUHH.

HekiHiuHi eKCepUMEHTH in Vitro MIATBEPAHIH, WO A MakcHmanizaiii aKTUBHOCTI MOe OyTH
Ba)KIMBA TPHMBAJA KCMO3MLiA aTalypeHa, Ta IO BIUIHB aKTHBHOI cyOcTaHUil 1mO0J0 MepeayacHo
3yMHHEHOro KOJIOHA € IIBMIKO 3BOPOTHIM Mic/Is BiIMiHH aTalypeHa.

Kniniyna edexTrBHICTb Ta 6e3rneka
Edextupnicts Ta Gesnexy TpaHciapHa OLIHIOBATM y 2 paHIOMi30BaHMX, Maleb0-KOHTPOIbOBAHHX
nociukennsx npu nmDMD. OCHOBHOIO KiHLEBOIO TOUYKOKO eexTuBHOCTI B 000X BMUMPOOYBaHHSX
Oyna 3mina J{ucranuii Xoau 3a 6 xpuianH (6MWD) na Twkaenb 48. [HIIMMH KiHUCBMMH TOYKaMH B
060X BHIPOOYBaHHAX Oy yac 10 crabinizauii 10% noripmenns 6MWD, 3mina yacy mpoGiry/xoau Ha
10 merpie Ha TwxaeHb 48, 3MiHa Yacy CXO/DKCHHS Ha 4 cxoauHku Ha Twknenp 48 Ta 3MiHa yacy
cnyeky 3 4 cxommHok Ha Twkaens 48. Tlamientam HeoOXifHO Oy/i0 MaTH JIOKYMEHTalbHE
[i/TBepKEHHS IPUCYTHOCTI HOHCEHC-MYyTallii B nucTpodiH reHi, 1o BU3HAYEHA CEKBCHYBAHHAM TEHY.
V nocnimkendi 1 owuimoBann 174 maiieHTiB 40710BiHOT crati BikoM Bia 5 10 20 pokie. Bix Bcix
NauieHTiB TPH CKPUHIHFOBOMY TECTYBaHHI Iucrannii Xoau 3a 6 xswiMH (6MWD) Bumaranace
37aTHICTH MPOWTH BiacTaHb =75 MetpiB 6e3 JIOTIOMIKHHX MPUCTPOiB. BiibluicTh MalieHTiB B yCIX
rpynax jikysauus Oymn Kaekasuamu (90%). [TauieHTiB paHIOMI30BaHO PO3MOMALIANM B TPYNH Y
cnisBigHomenni 1:1:1, i BOHM oTpuMyBaH atajiypen abo miauebo Tpa: i Ha, Jjenk_(BpaHLLi, MONotyHi
Ta BBeuepi): 57 oTpumyBamn 40 mr/kr/zens atanypena (10, 107 20~ Mi/xr); 060, orpumysamu 80
Mr/kr/neds atanypena (20, 20, 40 Mr/kr) Ta 57 nauieHTiB OTpumya_é’h;y'l nuane6o. \‘*l,\';__ \




Y nocnifpkenHi 1 aHani3 IMHAMIKH OCHOBHOT KiHLIEBOT TOYKH I10Ka3aB, mo Ha TwkacHs 48, MOpPiBHAHO
i3 BUXiIHMM 3HAYeHHsM, BiAOYBaIOCh 3MeHUWEHHs 6MWD, y cepeaHbomy, Ha 12.9 metpiB Tta 44.1
METpH y Mali€eHTIB, AKi oTpuMyBanu 40 Mr/Kr/aeHs aranypeHa Ta miaueGo, sianopigHo (Pucynok 1).
Takum wnroM, cepenni sminn 6MWD Bin BuximHux sHauenb 10 Twkus 48 Gymu Ha 31.3 merpu
Kpamumu B rpyni 40 mr/kr/aenb atamypeHa, HiK y rpynmi mianeGo (p=0.056). He BcTaHOBIEHO
BiIMiHHOCTE# MiX rpynamu 80 Mr/Kr/AeHb aTanypeHa Ta nianeto.

Lli pesynbraTi NoKasyloTh, o 40 MI/KI/AeHDh aTatypena yrnoBilLHIOIOTE BTpATy 3JaTHOCTI JI0 XOAH Y
nmDMD narieHTis.

Pucynox 1. Cepenni 3sminu Iucranuii Xoau 3a 6 xeunun (Jlocnimkerns 1)
20!

10

Meters (+SE)
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0 aseine & 12 18 24 30 % 4 4
Weeks
AHaniz JWHaMIiKH Hacy Jio crabinizauii 10% noripuenns 6MWD nokasae, wmwo MporpecyBaHHs
BinbGyBanock y 26% nauienTiB B rpyni 40 mMr/kr/aens aranypena na TwkaeHs 48, NOPIBHAHO i3 44% B
rpyni niaanebo (p=0.0652) (Pucynok 2). He BctaHOBIEHO BiaMiHHOCTEN Mik rpynamu 80 Mr/kr/meHs
aranypeHa Ta nuauedo. Lli pe3ynbTaTi BKasyloTh, IO cepe/l MauieHTiB, Wo oTpumyBanu 40 Mr/Kr/ieHs
atanypeHa, noripwerts 6MWD 3a 48 TrkHIB criocTepiraeThbes JMile B PiIKiCHUX BHIAIKAX.

Pucynok 2. Kpusa Kannana-Meiiepa uacy 10 craGinizauii 10% noripmenns 6MWD (Mocnimxenns 1)
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[Ipu vacoBux ¢ynkuionansuux tecrax (TFTs), Tecrax TEPMiHY npoﬁ:ryfxonn Ha 10 merpiB, yacy
CXO/UKCHHS Ha 4 CXOJMHKM Ta 4acy CIYCKYy 3 4 CXOJMHOK y NalieHTiB,

MIOKa3aHO MEHIIE 3POCTaHHA TePMiHIB, 110 HeoOXiaHi Juid npomryfx_onu Ha 17)“7«4:;}'9‘13 i HoMmy Ha 4
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CXOIMHKM Ta 4acy CIyCKYy 3 4 CXOJMHOK, IO BKa3y€ Ha YIOBIIbHEHHsS mporpecyBanHs nmDMD,
NOpiBHAHO 3 muanedo.

Cepeani 3Minu QyHKUIOHAIBHUX TECTIB Bil BUXiTHUX 3HayeHb 10 Twskis 48 Gyam kpammmu B rpymi 40
MI/KI/IeHb aTamypeHa, Hixk B rpymi muane6o, y Tectax Tepminy npo6iry/xoau Ha 10 METpiB (Kpauie Ha
1.5 cexyHa), 4acy cXo/uKeHHs Ha 4 CXOAMHKH (Kpalle Ha 2.4 CeKyHH) Ta yacy CITYCKY 3 4 CXOOHHOK
(kpawe Ha 1.6 cexynn), PucyHok 3.

Pucynok 3. Cepenni 3Miny yacoBux yHkiioHansuux Tectis (JJocmimkenns 1)

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

Worsening

I Translarna 10, 10, 20 mg/kg (N=57)
[ Piacebo (N=57)

Change from Baseline (mean + SE, seconds)
i <9

A 4

6MWD pesysibTaTi y NauieHTIB i3 BUXiAHUM 3Ha4YeHHAM 6MWD < 350 meTpis.

V nauientip i3 puxiguum sHaveHHsM 6MWD < 350 metpis cepenni 3Minu BH3HadcHUX 6MWD Bin
BUXigHUX 710 Twkns 48 Gymu na 68 metpiB kpawmmu B rpyni 40 Mr/Kr/aens atanypena, HiK B rpymi
nnaue6o (p=0.0053).

Y IHMX MaUi€HTIB Cepe/Hi 3MiHM 4acoBMX (YHKUiOHATBHMX TeCTiB BiA BUXiaHuX 10 Twxkua 48 Gymm
Kpalnmy B rpymi 40 Mr/Kr/AeHb aTajiypeHa, HiXK B rpyni mianeo, y Tectax TepMmiHy npoGiry/xoau Ha
10 meTpie (kpaiue Ha 3.5 CeKyH), 4acy CXOJUKEHHS Ha 4 CXOAMHKHM (Kpaile Ha 6.4 ceKyHaH) Ta qacy
CIYCKY 3 4 cX0aMHOK (Kpauie Ha 5.0 cexkyHn).

Y nocnmimkenHi 2 ouinioanu 230 nauieHTiB 4o0BivOi cTati Bikom Bia 7 mo 14 pokie. Bix Beix
MalicHTiBE BHMarajim 3JaTHICTL npoitn Biactanb >150 mertpis 3 MeHme 80% nporiosom 0e3
JIONIOMIKHHX TIPUCTPOTB [PH CKPMHIHIOBOMY TecTyBanHi 6MWD. BinbwicTs naiiesTiB B 060X rpymax
nmikyBaHHs Oyin  Kaskasusmu (76%). TlauieHTiB  paHIOMi30BaHO PpO3NOAINANIM B rpymd vy
criBBigHomenHi 1:1, i Bouu otpumysanu 40 mr/kr/1eHs atanypena (n=115) a6o niane6o (n=115) Tpnui
Ha JIeHb (BpaHUi, MOMOIYIHI Ta BBEYEpi).

Y nauienTis, 1iKOBaHMX aTalypeHOM, BiA3Ha4YeHO KIIHIYHUHA yCiX, OUiHEHHHT 3a PI3HULEIO YHCTEHHHX
nepesar MOpiBHAHO 3 Malebo 3a OCHOBHOK Ta BTOPMHHMMH KIiHLEBMMH TOYKaMH e(EKTHBHOCTI.
Ockinbku 11 OCHOBHOT TOYKH (3Minu 6MWD Bia BHXigHUX 3HaueHb 10 THKHA 48) He JOCATHYTO
CTaTUCTUYHOI 3HauymocTi (p<0.05), Bei iHIIi p-3HAaYeHHA MOBMHHI PO3rIISAaTHCh SK HOMIHAIBH.

B ITT nmomynanii pisanus cepeanix sminn 6MWD Bin Buxiguux snadenb 10 Tukus 48 ik rpymamu
aTalypeHa Ta Iauedo Oyna kpaworo Ha 15.4 MeTpu B rpyni 40 Mr/Kr/ieHb atanypeHa, HiX B rpyi
nnane6o. Y CTaTHCTHYHINA MO/e/i BCTAHOBJIEHA cepeiHs pi3HMUA cTaHoBuia 13.0 metpi (p=0.213),
PucyHok 4. Binpus atanypena Bia niane6o Buanukas Ha TuskzaeHs 16 i TpuBae 10 KiHUs JOCITiKEHHS.
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Pucynok 4. Cepeani sminu J{ucranuii Xoau 3a 6 xeuann (JlocimKeHns 2)
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[lporsirom 48 TwXKHIB y mauieHTiB, MPOTIKOBAHMX AaTaTypeHOM, BCTAHOBIEHO MEHILe
M’A30BOT (YHKIIT, 110 BUABJIAETbCA Y 3MCHIUCHHI IiABMILEHHA TepMiHy npobiry/xomu Ha 10 MeTpiB,
Hacy CXO/UKCHHS Ha 4 CXOIMHKHM Ta 4acy CIycKy 3 4 CXOJAMHOK B IpyIi aTaiypeHa, MOPIBHAHO 3
miauedo. BinMinHOCTI nepearu aramypena mnepen raue6o 3a Cepe/IHiMH 3MiHAMH YacOBHX
¢ynkuionaneaux Ttectie Ha Twkaens 48 B ITT nomymsuil gocaranm Mexi KiIiHidHO 3HAYYIIUX
BiMiHHOCTe# (3MiHHM Big ~ 1 10 1.5 cekynn).
Cepenni 3MiHM 9acoBHX ()YHKUIOHAILHUX TECTiB BiJl BUXIAHMX 3HaueHb 10 THKHS 48 Oynm Kpaiue B
rpyni 40 Mr/kr/aeHs atanypeHa, HiK B rpyni miane6o, 3a MOKa3HHKAMU TepMiHy npobiry/xoam Ha 10
MeTpiB (kpawie Ha 1.2 cexynmu, p=0.117), yacy nigiioMy Ha 4 CXOIMHKHU (kpawe Ha 1.8 cekynz,
p=0.058) Ta yacy cnycky 3 4 cXoAHHOK (Kpaie Ha 1.8 ceKyH, p=0.012), Pucynox 5.

Worsening

Pucynok 5. Cepenni sMinu yacoBux yHKuioHaIbHUX TecTin (Jocmikenns 2)

Change from Baseline (mean + SE, seconds)

4-Stair Descend

- 10m Run/Walk 4-Stair Climb
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Yac g0 10% noripwenns 6MWD BH3HAYECHMIT K OcTaHHil yac, kot 6MWD Oyna He ripwoto 3a 10%
Bijl BUXiJHOIO 3HAYCHHA.

B ITT nonysmsiuiil HeGe3neuHe CIiBBIAHOLIEHHS /1 aTalypeHa, OpiBHAHO i3 nnane6o, cranoeuino 0.75
(p=0.160), wo BianoBinac 25% 3MEHLICHHIO PU3NKY 10% noripuesHs 6MWD.

[legiaTpuuHa MOMyJ/IALis

Ceponeiicbka Meau4Ha AreHlid He B3fTa 0 yBaru 3000B’s3aHHA HajaTH Ha pO3MJBIA pe3yJ/IbTaTH
JOCIiKeHb atajlypeHa y ABOX rpynax nmDMD neaiaTpuuHOT NOMyJIALIT: BiJl HAPOKEHHA 10 28 auis
ta Bin 28 mHIB 70 MeHuIe 6 MiCALIB, K y3roJUKEHHMH TMOKa3 32 [InaHoM TeiaTpUYHHX AOCIIDKEHD
(indopmattito OO 3aCTOCYBaHHS B rmeiaTpil AUB. po3niin 4.2).

€pponeiickka MeuiHa AreHis RiKNIANa PO3rIs/l 30008 A3aHHS HAJaTH [UIA €KCIIEPTH3H pe3ylIbTat
JOCIiIKeHDb aTaTypeHa B OfHiii rpymi nmDMD neaiaTpudHOT nomyJisiii BiKoM Bilt 6 MiCALIB 10 MEHLIE
5 pokiB, sSK Y3ro/UKCHHH TMOKa3 3a [lraHoM nejiaTpMYHEX JOCIiDKeHb (iH(popMmallilo 110710
3acTOCYBaHHS B MeAiaTpil AMB. po3ain 4.2).

[le#t Meau4HUAN MPOLYKT 3apecCTPOBAHMA 3a CXEMOIO, TaK 3BaHOrO, «yMOBHOTO noroxeHHs». Lle
03HaYae, WO /U LbOro MEAWYHOrO MPOIYKTY O4iKYIOTbCS HACTYMHi pPO3’ACHEHHA. €sporneiicbKa
MeauuHa AreHuis Oyae posrisiaaTti HOBY indopMaLLiio OO0 UBOro MPOAYKTY LOHalMeHI1le IOePIYHO,
ta 3a HeoOxianocTi ue Pestome (SmPC) Oyae neperiasHyTo.

5.2 ®apMaKoKiHeTHYHI BJIACTHBOCTI

BBeeHHs aTajypeHa 3a PUHIMIIOM KOPHIyBaHHA Ha Bary (Mr/Kr) mpH3BOAKIIO 110 noAiGHOT eKCIO3HLIT
y piBHOBKHOMY CTaHi (AUC) y niteii Ta nigniTkis 3 nmDMD np LHPOKOMY nianasoHi Bary Tijia.
Xoua atajypeH MpaKTHYHO HEepO3UMHHHI Y BOJI, aTalypeH y BUIJISAZI CYCTEH3il JIErKO BCMOKTYETBCS
miclist OpaJbHOro BBE/ICHHA.

3arajibHi XapaKTepUCTUKM aTalypeHa [ic/id BBEACHHA

Bemoxmyearins

[likoBi piBHi aTaTypeHa B MUIa3Mi 10CAra0TECA npuGau3HO 3a 1.5 TOJMH Mics BREACHHS cy0’exTaM, AKi
OTpUMAIN MEIHYHHIA MPOIYKT MPOTArOM 30 xBumH micas DKi. TIpu JOCTiUKeHH] OIMHHYHOT 1031
pajlio-Mi4eHOro arajiypeHa 3a JaHuMH pa/liocaKTHBHOCTI cedl OpajibHa 6ioa0CTYNHICTL aTajaypeHa
cTaHOBUTH >55%. KouueHnTpauii aramypeHa B niasMi y PIiBHOBOKHOMY CTaHi MiABHULYIOTBCS
MPONOPLIHHO MiABULIEHHIO JI03H. PiBHOBaXKHI KOHIEHTpALii B MUIa3Mi 1030-NPOMOpUiiHi MpH 033X
atanypena Bix 10 10 50 Mr/kr, a Mpy MOBTOPHOMY BBEICHEHS HE CHOCTEPIracThesl HAKOMMYECHHS.
Po3znooinenns

In vitro atanypeH Ha 99.6% 3B’S3YETbCA 3 GinKaMH IU1a3MHU JTIOMHM, Ta 3B A3yBaHHS HE 3aJIEKUTDH BiJ
KOHLIGHTpallil r1a3Mu. ATallypeH He PO3MOAIIAETECS Y YEPBOHUX KJIITHUHAX KPOBI.

Biompancgopmayis

Atanypen  Merabosisye  LLLAXOM kon’ioralii  4epes  (epMeHTH  YPHIIH nipocdar
rimokyponosuitpardepasu (UGT), nepepakHo UGT1AD9, y nediHili Ta KHILICYHUKY.

In vivo niciisi OpalbHOrO BBEACHHA paio-Mi4eHOro atajaypeHa eanHUM MeTaboJIiTOM, 1110 BU3HAYAETHCA
B nasmi, Oye araryped-O-1f-aumn [TIOKYPOHiJ; eKCMO3uUis 70 MbOro mMeTabomita CTaHOBUJIM
npubausso 8% AUC atanypeHa B nuasMi.

Bugeoenns
V nnasmi nepiofl HamiB-BUBECHHS aTanypeHa CTaHOBHTH 2-6 roaMH Ta He 3aleKHTb Bil 103d ab0

OBTOPHOTO BBEJCHHs. BUBECHHS aTalypeHa, CKOpillle BChOro, 3aJIe)KHTh BiJl MEUiHKOBOI i KMLIKOBOT
rIFOKypOHiaLii ataimypeHa 3 HACTYTHOT eKCKPELi€lo OTPUMAHOr0 rﬂmxypogj,ggqgg_mem(ionira.
[licns OJMHUYHOI OpalbHOI [A03H panio-Mi4eHOro atanypeHa ﬂpﬂﬁ,ﬁ/lj}_‘fﬂgj MONOBHHA BBEJEHOT

paﬂ.ioaKTHBHOCTi BUBOAMTHCH i3 KaJoM, a 3aJIMIIOK BUBOJHUTECA 13 qéqefd Y Ce‘]‘l‘BMI\CT HE3MIHEHOr0
g0 /0 N\
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arajypeHa Ta auul [IOKYypOHiAHOro MeraGonita ouiHioeTbes K <1% Ta 49% BBeaeHOT 03M.
BiJMOBIAHO.

JMinitnicmo/ne niniunicme

PiBHOBakHi KOHUEHTpaLLT B 11a3Mi 1030-npornopuiitHi npu 103ax atamypena Bia 10 1o 50 mr/kr, Ta npu
NOBTOPHOMY BBEJICHHI He CrocTepiracThes HakomuueHHs. Ha migctaei gaumx, mo orpumani Y 3JJ0pOBHUX
N0OPOBOIIBLIB, BiIHOCHA Gi00CTYIHICTE atanypena Ha 40% HKde y PIBHOBa)KHOMY CTaHi, HiX mics
MO4aTKOBOT J103H. BCTaHOBIICHO, MO MpPOABM 3HHXKCHHA BiHOCHOI GIONOCTYMHOCTI BHSBISIOTHCA
npubau3Ho 3a 60 romH mic/is nepwoi 1034. PiBHOBaXHMIA CTaH BCTAHOBTIOETHCA NpHOIH3HO Yepes aBa
THXKHI JIO3YBaHHS TPHUYi HA JEHb.

XapakrepucTuka cneludidyHuX rpyn cvo’ekTiB a60 nauieHTis

Bix

Ha ocHoBi nanux ana cy6’ekTiB BikoM Bin 5 10 57 pokiB, He BHsBIEHO CYTTEBOIO BILIMBY BIiKy Ha
GKCIO3HULIIO aTanypena B niasMi. He BUMaraetbest KOpUryBaHHS 103H LIOJO BiKY.

Cmamwp

Kinky He Gpamy yyacTh y KJIIHIYHHX gocTiakeHHsX nmDMD. OnHak B iHIIHX MONyJIsILisX He 0ys0
3HAQYHOTO BIUIMBY CTaTi HAa EKCMO3MILIIO aTallypeHa B [1a3Mi.

Paca

MasoiMoBipHO, 0 Ha (apMaKOKIHETHKY aTajypeHa CYTTEBO BILTHBAE noniMopdism UGTI1A9 y
nomyssiuii Kaekasuis (6imux). Yepes mamy KilbKicTh NpPeICTABHHMKIB iHIINX pac y KJIiHIYHHX
BUIIPOOYBAHHAX, HEMOXKIIMBO 3pOGHTH BUCHOBOK 11po BijiMB UGT1A9 B iHIIMX eTHiYHUX rpymnax.
Hopywenns gynryii nupox

He nposezeno pocnimkens Tpanciapna y nauieHTis i3 nopymennamu dyHkuii HUPOK. J[14 nauieHTiB i3
MOpYIWEHHAMH (PyHKUIT HUPOK HEOOXiTHHIT CYBOPHIi MOHITOPHHT.

Hopywenus gynxyii nevinku

Ha ocHoBi dapmakoKiHeTHUHOT OLIHKH, MPOBEIEHOT B rpynax i3 claGKuMu, MOMIpHUMH ab0 BaKKHMH
MOPYIICHHAMA (QYHKUIT Ne4iHKH y MOpiBHAHHI 3 muiaue6o Hemae MoTpeGu B perynroBaHHI 103U Uis
MauieHTiB i3 mopymweHHAMH (YHKUIl NMeyinku Oyap-sKoro crymenio. He CIIOCTEPIraeThCs 3HAYHUX
BIIMIHHOCTEH 3arajbHOI eKCIO3HUIT aTanypeHa B rpynax KOHTPOJIIO Ta cIabKUX Ta BaXKHMX MOPYILIEHb
$yukuii nevinku. BigHaveHe mis rpynu 3 MOMipHUMM nppyweHHaMu npubnuszno 40% 3HUKEeHHS
CEPE/IHBbOI  3arallbHOl EKCIO3MLIT aTalypeHa MOPIBHAHO 3 KOHTPOIEM NOB’A3aHe, BIpoOriiHO, 3
HEBEJIMKHM PO3MIPOM IpyIH Ta BapiOesbHICTIO.

He xo0aui

He BcraHoBneHO 3HAYHMX BiAMIHHOCTEH pPIBHOBaKHOI BiAHOCHOT GiomocTynHocTi 260 icTMHUM
KJipEHCOM 4epe3 BTPATy 3AaTHOCTI 10 Xoau. JIis mawieHTiB, sKi cTany He XOAAYMMH, HEMAE MOTpeOH B
peryJ/oBaHHi 103H.

5.3 lokainivHi naHi moao 6e3nexkH

He wiiniyni mani KOHBEHLIOHAMBHHX AOCITiZKeHb (apMaKonorii GesnekH Ta reHOTOKCHUHOCTI He
noKasaa oco0aMBOT HeOe3MeKH IS JIOAMHH.

HocTynuuii craHaapTHHI NTAKeT JOCIiKeHb penpoayKTHBHOT ToKcHYHOCTi. He CIIOCTEPIraaoch BIUIHBY
Ha (PEPTHILHICTD caMIliB i caMOK, e eeKTH OO0 HePTHILHOCTI FOBEHITBHOrO JIIKyBaHHA B Iepioj
JOpOCHilIaHHs HE BUBYATHMCh. Y LIYpiB Ta KPOJIB 32 MAaTEPHHCHKOT TOKCHYHOCTI BHSBJIEHO emOpio-
(eraneHy TOKCHYHICTH (HampuUKIax, MiABMINEHA paHHS pe3opOuis, nocT-iMIUTaHTaliiHi BTpaTH,
3HHJKEHA BIDKMBAEMICTh IUIO/IB) Ta O3HAKM 3aTPUMKH PO3BUTKY (IiABHMILEHI CKeIeTH] 3MiHH).
Excnosuiis Ha piBHI, IpU AKOMY He CHOCTEpiraeThbes MOGIYHMiL eext (NOEL) Gyna amanoriuna
(xpomni) abo y 4 pasu BUILOIO (UIypH) 3a CHCTEMHY EKCTIO3MLIIO Y JTHO/ei (40 mr/kr/nens). Jlns panio-
MI4€HOro atajlypeHa y HIypiB MOKa3aHO [UIALlEHTAapHE MEpPEHEeCEHHS. [Ipu opunMuHOMY TecTyBaHHi
BIAHOCHO HM3bKOT MaTCPHHCBKOI 1031 30 MI/KI/AeHb KOHUEHTpaLis panio’ﬁﬁ"ﬁp”‘mc\n miony 6yna <27%
MATEPUHCLKOT KOHUEHTpauii. Y uiypiB B TOKCHKONOTIMHMX AOCAHGKEHHRX - Hpe/mocTHATAABHOrO

i - . " 4 N
PO3BHUTKY INPH €KCIO3MIIIL, IO Y D pasiB nnepeBULIYBaia EKCIO3HHIK/Y JIFOIUHH, CIo¢ 3Ha4yHa
¥ 24 e A
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MaTepHHChKa TOKCHUHICTh, @ TAKOX BIUIWB HA Bary Tifla MPUIIOY Ta PO3BUTOK PYXOBOT AKTHBHOCTI.
MarepuHCbKa CHCTEMHA eKCIIO3MI[is Ha piBHI  BiACYTHOCTI MOGIYHHX edexrie (NOEL) vy
HOBOHAPOJUKEHMX Oyna BTPHYi BHMILOKO 32 ekcrosuiito y moauHu. [lpu OAMHHYHOMY TecTyBaHHi
BIHOCHO HHM3bKOI 1034 Ans Matepi 30 mr/kr/aeHb pajioMiueHOro atanypeHa HaiBHla KOHILIEHTpaLis
palioaKTHBHOCTI IIOJ1y B Mmoo uypiB craHomia <37% Bia MaTepHHCHKOIT KOHIEHTpaUli B riasMi.
[TprCyTHICTh paXioaKTHBHOCTI B [1a3Mi LypAT MiIATBEPDKYE BCMOKTYBAHHS 3 MOJIOKA.

YV jociifpkeHHi MOBTOPHOrO OpaIBHOIO BBEICII MHIIAM BUHWKaJla HMUPKOBAa TOKCHMYHICTH MpH
CHCTEMHill eKCro3MIii, IO eKBIBAJICHTHA 0.3 pisaosaxsoi AUC vy mauieHTis, AKi OTpUMYBAIH
TpasciapHa BpaHLi, MONOTY/HI Ta pBeuepi, BiMOBiAHO, B 103ax 10-, 10-1 20 Mr/Kr Ta BULIKX.

V 26-TWKHEBi Mojesi BUBYCHHA KaHIIEpPOreHHOCTI Yy TPAHCIEHHHUX MUIlEll He 3HalHJeHO O3HaK
KaHLeporeHHocTi. ¥ 2-piyHOMY OCTIKeHH]I KAHIEPOreHHOCTi Ha UIypax BHBICHO OJHMH BHMALOK
ribepaomu. Kpim TOrO, INpH eKCITO3MIIIT, 110 3HAYHO IMEPEeBHUILYE TaKy Y MalieHTiB, BCTAHOBJIEHO
MiZBMLICHHA (3pifKa) MyXJIMH Ce4OBOT0O MyXHPA. 3HauyIiCTh 3HAXIAKM MyXJHH CE4OBOrO MyXHps A
TOMHH PO3IISAAIOTH K MATOHMOBIPHY.

B ogHoMy 3 ABOX 26-THIKHEBHX JOCHIKEeHb TIOBTOPHUX BBE/JCHb, PO3NOYATOMY Ha MLlypax Bikom 4-5
THKHIB, BCTAHOBJICHO 10303a/ICKHE MTIABUILCHHA BUMAAKIB 3M0SAKICHOT riGepHOMH, PIAKICHOT /1A 1LypiB
nyxausu. KpiM TOro, OJMH BHITAJ0K 310SKICHOT TiOEpPHOMM 3HANJEHO Y 2-piYHOMY JOCITiDKEHHI
KaHIIEPOreHHOCTi Ha Iypax. OGrpyHTOBAHICTh BUNAJIKIB MYXJIMH LUBOrO THITY Y 1ypis, SK i 4718 JoAeH,
NyXe HU3bKa, | MEXaHi3M iX BMHMKHCHHA y JOCTKEHHSX Ha IIypax (BKIIOYHO i3 BIAHOWICHHAM J0
NiKYBaHHA aTalypeHoM) HEBIIOMHH. 3HaYYIICTh /U1 JIIOMHH HEBiIOMa.

V 1-piusomy nociimkenni Ha 10-12 THKHEBUX coGaKax MOKa3aHO 3MiHH B HaJHMPKOBiil 3a/103i
(hokanbHe 3ananeHHs Ta jlereHepallis y perionax KipkoBoro mapy, o npoayKyroTh FTIFOKOKOPTHKOTIH)
Ta cnabke MOpYLIEHHs yTBOPEHHs KOPTi30ia micas €HJ0reHHO! CTHMYJALIT aJpeHOKOPTHKOTPOITHMM
ropmonoM. Lli 3HaXiJIKH criocTepiranich y codak npH cHCTeMHil ekcro3uilii, mo exsianentna 0.8
piposaxHoi AUC y namieHTiB, fKi oTpumysamd TpaHcnapTa BpaHlli, MOMOIyIHI Ta BBEYEpi,
BiAMOBiAHO, B A03ax 40 MI/Kr/aeHb Ta pUIiX. ¥ J0CiDKEHH] pO3NOJiIeHHA Y LypiB criocTepiraiach
BMCOKA KOHIIGHTPAllis aTalypeHa B HaIHUPHUKAX.

Kpim 3raganux BUILE edeKTiB, y AOCTIKEHHSX MPHU [POBTOPHOMY BReIeHHI BCTAHOBJICHO JIeAKI MEHII
BUpaKeHi MoOi4Hi epeKTH, 30Kpema, 3HHKEHHS HaGopy Baru Tija, 3MCHIUCHHSA CIOJKHBAHHA TKi Ta
MiZBHMIIEHHS BArW MEdiHKK Oe3 ricToNoriuHofl KopensLii Ta 3a He3pO3yMLIOl KJIHIYHOI 3HAYYLIOCTI.
Takox y HOCHIIKEHHAX ¥ nrypie i cobak [oKa3aHi 3MiHM NimigiB [1asMu  (XONEeCTCpUH Ta
TPUTIILEPHH), IO MATBEPIKYE 3MiHH JKHPOBOTO MeTaboi3Ma.

6. ®APMAIEBTAYHI OCOBJIHUBOCTI

6.1 Iepetik 10NMOMIKHHX peOBHH

[Toninexcrposa (E1200)

Maxkporoi

[Tosokcamep

Masnit (E421)

Kpocnopizion

[i1pOKCHETHIILIETI0N03a

BaHibHHUI apoMaTH3aTOp: MAIBTONCKCTPHH, WTY4Hi apOMaTU3aTOPH Ta TPOIiJICHT TIIKOIb.
KpeMHiio 1iOKCHL KOJIOIAHHH 6espoauuii (E551)

Marsito creapar

6.2 HecymicHicThb
He 3acTocoBY€EThCA

6.3 Tepmin npuAATHOCTI
4 pokH
KoskHa 103y HaliKpalle BBOJAUTH 01pa3sy 1ic/is MpUroTyBaHH.




[TpurotoBana n03a mae OyTH 3HHILNEHa, SKIo 1T He 3aCTOCYBallM MpoTiaroM 24 roaMH rmicis
MPUrOTYBaHHA Npu 30epiraHdi y xonoamwibHuKy (2-8 °C), aGo mpotsrom 3 romum NPy KIMHaTHi#
Temneparypi (15-30 °C).

6.4. Cnenianbhi 3acrepeskenns mwoj1o 36epiranus
Jn1s horo MeAMYHOro NPOAYKTY HE BHMAraeThes CHelliaTbHUX YMOB 30epirasus.
YMoBu 30epiraHHs micis po3BeaeHHS MEIMUHOrO NPOAYKTY BUKIIA/IEHI B po3ini 6.3.

6.5 Iloxo/keHHsl TA BMICT YIAKOBKH

Tepmo3eapeHi nakeTH 3 1aMiHOBaHOT aMIOMiHIEBOT osbru: nonieTunen Tepedranar (3axucr Bia aireii),
nosieTuneH (3agap6iieHHs Ta 3B’ 430K nonieip/dponera), amominiesa pomnbra (6ap’ep Bix Bonoru), kieit
(xnacy nosiyperaua), conosimMep eTiieHa Ta METAKPHIOBOT KMCIOTH (cMona-repMeTHK /1S 1iMicHOCTI
YIIaKOBKH).

VYnakoeka 3 30 nakeris.

6.6. Cnenianbni BKa3iBKH W0/10 yTHII3ANIT TA iIHIIKX 32X0iB i3 NOBO/I:KEHH S

[TakeT HeOOXigHO BifIKpUBATH JHIIE NI Yac TNPHUrOTYBaHHA 103yBaHHs. [I0BHHIl BMiCT KOXKHOrO nakeTy
CIIi 3MimaTH i3 He MeHie 30 M piaMHH (BOAA, MOJIOKO. ¢pykToBHii cik) a6o i3 3 CTONOBMMH J10KKAMHU
HamiBpizkoi ki (Horypr abo sGmynernii coyc). Ilepen 3actocyBanusM MPUrOTOBIEHY 103y HEOOXiTHO
nobpe nepemimaru. Kinbkicts piauuu a6o HamiBpizkoi ki moske OyTu 30inblICHA B 3aeXKHOCTI Bix
yno/006aHp nauieHTa.

HeBukopucranuit memuunuii npogykt a6o 3abpyameHuii Matepial HeoOXiIHO yTunizyBaTH y
BIAMOBIAHOCTI 3 MICLIEBUMH BUMOTaMH.

7. BIACHUK MAPKETHHI OBOI JIIIEH3IT
IITC Tepansiotike IHTepHemenan Jlimitexn

5 nmoeepx

3 I'pann Kanan [1naza

Bepxns I'pannx Kanan Crpit

Hy6nin 4

JI04EE70

Ipnannis

8. HOMEPU MAPKETHUHI OBOI JIILIEH3IT
Tpanciapna 125 Mr rpanysn A1 opanbHOT cycreHsii

EU/1/13/902/001

Tpancnapna 250 Mr rpanysn A1 opanbHOT cycneHsii
EU/1/13/902/002

Tpanciapra 1000 Mr rpaHyiu 7151 OpajibHOT CyCreHsii
EU/1/13/902/003

9. IATA IEPIIOI PEECTPALII/IIEPEPEECTPAIII{
Harta nepwoi peectpauii: 31 aunus 2014
Hlata ocrannboi nepepeectpauii: 16 yepsus 2017

10. TATA IIEPETJISITY TEKCTY

Heranena indopmauis npo ueit MeguuHmi NpOAYKT J0CTynHa Ha BeGcaiiti €Bponeiicbkoi Meuunoi
AreHuii http://www.ema.europa.eu.




JOJATOK II

A. BUPOBHUK, 1110 BIIITIOBIJIA€ 3A BUITYCK CEPIi
B. YMOBH ABO OBMEKEHHSI CTOCOBHO ITOIIUPEHHS TA 3ACTOCYBAHHS
C. THIIII YMOBH TA BAMOT'H MAPKETHHI'OBOI PEECTPALIIT

D. YMOBH ABO OBMEKXEHHS I[O/10 BE3IIEYHOI'O TA EOCEKTUBHOI'O
3ACTOCYBAHHA

E. OCOBJIMBI 30B0B’SI3AHHS JUISI 3ABEPINEHHS MICJIA-PECCTPAIIMHUX
3AXO/IIB JIJIS1 YMOBHOI MAPKETHHI OBOI PEECTPAIIIT




A. BUPOBHHUK, 110 BIITOBIJA€ 3A BUIIYCK CEPIH
Ha3sga ta anpeca Bupo6GHMKa, 110 BiAIIOBi1a€ 3a BUIIYCK cepiii

Anmak ®apma Cepsices JlTa.
Ciroy Ingactpian Icteitt
Kpeiiragon

Co. Apma BT63 5VA,
BenaukoOpuranis

ITTC Tepanstorikc Intepuemenan Jlimiten
5 noBepx

3 I'pann Kanan [1naza

Bepxusa I'pannx Kanan Crpir

Jy6niu 4

JI04EE70

[pnannis

JlpyKoBaHmi JTMCTOK-BKJIaZKa MeIMYHOrO MPOAYKTY Mae MICTHTH Ha3By Ta a[pecy BHPOOHHKa, WO
BiJMOBi/Ia€ 32 BUMYCK BiMOBIAHUX CEpiii.

B. YMOBHU ABO OBMEXEHHSI CTOCOBHO ITOIIUPEHHS TA 3ACTOCYBAHHS

Menuiuuii MpOAYKT i OOMexeHoro mnpusHauenHs (muB. Jloxatok I: Pesiome XapakTepHCTHK
POAYKTY, po3ain 4.2).

C. IHIII YMOBH TA BUMOI'H MAPKETUHI'OBOI PEECTPAIIILL
- [lepioanuno onoB.oBani 38iTH 3 Ge3nexkn (PSUR)

Bumoru a1 nojaHHs nepioMYHO OHOBIKOBAHOIO 3BITY 3 GE3MEKM A LBOrO MEIMYHOrO HOpPOJYKTY
BCTaHOBJICH] nepeikom pepertrux aanux €C (EURD) y Bianosianocti g0 Crarti 107¢(7) Iupextusu
2001/83/EU Ta BHKJIajieHi y HACTYMHUX OHOBIEHHAX, IIO OMyOJIKOBaHi Ha €BPOMEHCHKUX MEIMYHUX

BeO-ropranax.
Brachuk mMapkeTHHroBoi JileH3il Mae MoJaTH NepuIHii MepiofAHYHO OHOBIIOBAHMH 3BiT 3 Oe3MeKH

MpOTAroM 6 MICSLIB Mic/s peecTpauii.

D. YMOBH ABO OBMEKEHHSI IIIOJ0 BE3IIEYHOI'O TA EOEKTUBHOI'O
3ACTOCYBAHHA

- Ilnan ynpasainns pusuxkamu (ITYP)

3asBHUK Ma€ 3/ilCHIOBATH HeoOXiaHi il Ta BTpydaHHs w010 (apMakoHariaay, ski AeTanizoBaHi y
noropkeHomy IIYP, napanomy y Moayni 1.8.2, ta 6yap-aki HacTynHi oHoBenns [TYP.

Onosnennii [TYP mae HanaBaTHCh:

Ha Bumory €Bponeiicbkoi Meanunoi Arenuii

Ao cucrema ynpas/iHHS PU3HKaMHU 3MIHIOETBCS, 30KpeMa BHACIJOK OTPHMAHHS HOBOT
iH(opmaii, sKa MOKE MPU3BECTH /10 3HAYHUX 3MiH MPODIMIO KOPHUCTH/PHU3HK a60 BHACTINOK BAKIMBOTO
€TaNHOro JocAruen s (papmakonarisay abo MiHimizauii pusuky).

HAxuio yac noganHs PSUR Ta oHoenenns [TYP 36iracTbes, iX MOKHA MOaBaTH OHOYACHO.

.




E. OCOBJIUBI 3050B’SI3AHHA JIUIsI 3SABEPIIEHHS HICJI{I-PEECTPALIIFIHHX
3AXO/IB JJ1s1 YMOBHOI MAPKETHHI'OBOI PEECTPAIIIL

Lle € ymoBHa peecTpallis, Ta 3asBHHK Ha mincraei Crarri 14(7) INpasuna (EU) Ne 726/2004 nosuHeH
3aBEPIIUTH Y BCTAHOBJICHUH nepio 4acy HaCTYTIHI Ail:

Onuc Tepmin BHKOHAHHS

Ha nigTeep/kerHs epeKTHBHOCTI Ta Gesneunocti aranypena npu | [loBunen OyTH HagaHUH
nikyBaHHi Xonsgunx nauientis i3 nmDMD y Bili 5 poKiB i crapuie, | KiHLeBiH 3BiT po
3agBHUK TpOBEJE Ta HAAacTh pPe3ylbTaTh MYIbTHLEHTPOBOIO, JOCIiIKEHHS.
paHI0Mi30BaHOrO, nozgiiiHoro-cainoro, 18-Micsa4HOro, nnanedo- | TepMiH BUKOHAHHS:
KOHTPOJILOBAHOTO  IOCHI/UKEHHs, 3 HACTYIHOK 18-micaunoro | Bepecenb 2021 poky
MPOJIOHTALI€I0 y BIAMOBIAHOCTI 10 NOrO/KEHOro MPOTOKOILY.




JIHCTOK-BKIAIKA 10 YIIAKOBKH

Tpancaapua 125 Mr rpany/i A/1s 0pa/ibHOI Cycrensii

Tpancaapua 250 Mr rpany.iu AJIst 0pa/ibHOI cycnensii

Tpauncaapua 1000 mr rpany./in 1715 OpanabHOL cycnensii

arajypeH

¥ Lleii MEOM4HHA TPOAYKT € NPEAMEIOM AONATKOBOTO MOINTOPHHIY. Lle 103BOMMTE MIRWIKE RCTAHOBJICHHS
noBoi iHdopmanii woao GenevHocti. Bu MoxeTe 10MOMOITH, MOBIIOMHUBLIH [P0 Oyas-aki o6IUHI peakii, 110
MOXYTb BUHHKATH y Bac. [1loao opmu nosizoMnens npo noGiuni epextu 38epTaTech 10 po3aity 4.

Ilepea MOYATKOM 3aCTOCYBAHHI IBOrO MPENapary yBa/KHO NPOYHTAHTE UEH JHCTOR-BKIALKY,
OCKIIbKH BiH MicTHTBL BaskauBy Aas Bac ingopmauiio.

- 36epiraiite Leit mcTok. Bac Moxe 3HaNOOMTHCH IEPEYUTATH HOTO 3HOBY.

- Axmo y Bac € 101aTKOBI NUTaHHA, 3BEPHITLCA 10 JiKaps ado (apmalieBTa.

- Lle#t npenapat npusHadenuit mume ana Bac. He nepenagaiite foro iHmuMm ocobam. Ile mMoxe OyTH
HeGe3MeYHo UTA HUX, HABITh AKIIO Y HAX € OTHaKOBi 3 Bamu 03HaKu XBOPOOH.

- Slkmo y Bac puuukM no6iuni edexty, cnosicTite Bamoro sikaps abo ¢apmaiiesra. Lle crocyeThbes i
Oy Ib-SKHX OGIYHMX eeKTiB, 10 He 3a3HaueHi Y UbOMY JUCTKY. JluB. po3ain 4.

[I{o MicTHTH Hel JHCTOK-BKIAAKA

[1{o Take TpaHciapHa Ta K HOTO 3aCTOCOBYBATH

[1{o HeoOXifHO 3HaTH Mepea 3acTocyBaHHAM TpaHciapHa
Sk npuitmatu TpaHcnapHa

MoskinBi noGidHi eeKTH

Sk 36epiratun TpancrnapHa

BwmicT ynakoBk# Ta iHia inpopmauis

O L L

1. Illo Take TpaHc1apHa Ta IK HOro 3aCTOCOBYBAaTH

TpanciapHa € NiKapchKUM 3ac000M, 1110 MiCTHTh aKTMBHY CYOCTAHLLIIO aTalypeH.

TpaHciapHa 3acTOCOBYIOTh NpH JliKyBaHHi M’si30BOi aucTpodii J[llomeHHa, ska € HaCJIKOM
crierdigHOro reHeTHYHOro Ae(eKTy, O BILIHBAE HA HOPMAJIbHY M S30BY (byHKILiO.

TpaHC/IapHa 3aCTOCOBYIOTh JUIf JIIKYBaHHs MaLieHTIB BIKOM Bial 5 POKIB i cTapiue, sKi 34aTHi XOUTH.
[lepen modyaTkom JikyBaHHs Tpancmapra Bu aGo Bama uTHHa noBuHHI OyTH OIJIAHYTI JliKapeMm Ha
MiITBEpUKEHHs TOTO, 110 XBOPoOa BiANOBiNa€ JIKyBaHHIO LM TPENapaToM.

Sk nie Tpancaapua?

M’asosy amcrpodio Jlomenna BHKIMKAIOTE FeHeTHUHI 3MiHM, SKi € HAC/IJKOM aHOMAil M’S30BOTO
BisKy, 10 HAa3HBAETHCA AUCTPODIHOM, HEOOXIAHOrO 115 PaBUIIBHOT pOGOTH M S31B.

TpancnapHa 31aTHa MIPOIYKYBaTH NPALIOIOUMi TUCTPODIH Ta 10MOMaraTH BipHiH poBoTi M 53iB.

2. IIlo neoOxiano 3HaTH Nepea 3acTocyBanusam Tpancaapha

He npuiimaiite Tpanciapua

- Slkmo y Bac anepris 0 atanypena a6o 10 Gyab-KOro 3 iHIpei€HTIB LBOro Ipenapary (HaBezeHl y
po3aii 6)

- SIkumo By mpoxoauTe JiKyBaHHs MeBHMMH aHTHOIOTMKAMH, TaKMMH K FeHTaMillMH, TOOpamiliH abo
CTPENTOMILIMH, SIKi BBOJAATBCS iH EKUIAHO Yy BEHY.

IlonepexkeHHs TA 3aCTEPeKEHHA o N
Bam nikap MOBHHEH MPOBECTH aHali3 KpOBi Ha MiATBEPUKCHHA TOro, IO ;(Bopoﬁa‘mgbgiﬂae

nikyBauHio TpauciapHa. Skmo y Bac icHyioTe mpoOneMu 3 HHPKaMH, niKap MOBUHEH pe\i*')';!j_‘iﬁpuo
repeBipaTH GyHKLIIO HUPOK. [ ._ ]
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Koxui 6-12 wMicauip nikap Oyne aHanisyBaTd piBHI JimigiB (KMpiB, TakuX SK XONECTEpUH i
Tpuriinepuan) y Bauwiii kposi Ta ¢yHkuilo Hupok. KoxHi 6 micauis nikap Gyae KOHTPOMOBAaTH THCK
KpOBI, AKIIO BH npuiiMaeTe KOPTHKOCTEPOIIHI penapaTy.

JiTu Ta nigaiTka

He naBaiite 1eif mpenapar QiTAM, MOJOAIINM 6 POKiB, OCKITTBKM BiH He JOCTIUKEHHH Y MALlieHTIB i€l
[PYLH,

Inmi npenapari i Tpancrapua

[lorinomte Baworo nikaps, sxmo Bu npuiimaerte, HewoaaBHO npuiMand abo MOXKETE pO3MOYaTH
npuiiMati Oyab-ski iHmi npenapatn. Oco6iauBo, He 3acTocoByiTe TpaHciapHa 3 aHTHOIOTHKaMH,
TaKUMH K TE€HTaMIillKMH, TOGpaMilMH abo CTPEeNnTOMIllMH, SIKi BBOAAThCS iH’eKUiiHO y BeHy. Lle moike
BIUIMHYTH Ha (DYHKLIIO HHPOK.

[ToBimomTe Bamoro nikaps, skuio Bu npuiiMaete 6yab-AKuii 3 HACTYIMHHX JIIKAPCKHX Mpenapis:
ITpenapar 3BHYAIHO NPH3HAYAKOTH JIA:

ALIMKIIOBIp JlikyBaHHs BiTpsHOI BicIH (Bapilesuia)

Anedogip JlikyBaHHs XpoHi4Horo renatuTa B Ta/a6o BIJI

ATOpBacTaTUH 3HUKEHHS JIMiiB

beH3uneHiuIin Baxki indexuil

bymeTain JlikyBanHs abo monepeKeHHs 3aCTIHHOT CeplIeBOi HEIOCTATHOCTI

Kanronpin JlikyBauHs abo rornepeKeHHs 3acTiiHOT ceplieBOi HeIOCTATHOCTI

Llunpodokcaux JlikyBaHHs iH(eKUifHAX CTaHIB

damoTH1iH JIikyBaHHs aKTHBHOI BUPa3KH 12-naoi KHIIKH, LUTYHKOBO-
CTpaBOXiHOTO peduiokca

DypoceMin JlikyBaHHs ab0 nornepe/KeHHs 3acTiiHOT ceplieBOi He/IOCTaTHOCTI

MeTtoTpekcaT PeBMaToiIH1il apTPUT, TIcopias

OnmecapTas EceHlianbHa rinepTeHsis y J10poCcinx

ITpodinakTHka rpumy
CHojtiliHe, nonepe/HKEHHS CYJI0M

OcenTaMuBip
MdenobapOiTal

[TiTapacraTiH

SHMKEHHA TR

[IpaBacraTtin

SHHKEHH JINIJIIB

Pidamninun JlikyBaHHs TYOEpKY/Ib03Y

PocyBacrariH 3HHKCHHS JIMiiB

CirarninTus HiaGer 2 tuny

Teamicapran JlikyBanHs abo nomnepe/KeHHA 3acTiifHOT cepleBOi HeIOCTAaTHOCTI
Basicapran JlikyBanna abo nonepeuKeHHA 3acTiiHol cepUeBol HeAOCTATHOCTI

Jlesiki 3 UMX npenapatis He A0CHiDKyBamtuch pasoM i3 Tpaucnapha, i Baw sikap moxe BUPILIMTH
MPOBOAMTH IMOBHHHI KOHTPOJIb.

BarithicTb i rogyBaHHs rpyair0
SIkio Bu BaritHi aG0 rolyeTe rpy/ulio, BBaXaeTe, 1o MoxeTe GyTH BariTHOIXO abo NiaHyeTe BariTHICTb,

repesl BKMBAHHAM LILOTO MPENapaTy 3BepHIiThCA 3a Mopajoko /10 Jikaps. SKuo Bu 3asariTHiIHM mij 4ac
3acTocyBaHHA TpaHc/iapHa, HEPalHO MPOKOHCY/IBTYHTECH 3 JliKapeM, OCKiIbKH 1111 4ac BaritHocTi abo
ro/lyBaHHs rpyulio BXnBaHHA TpaHciapHa He peKOMEHY€EThCA.

KepyBaHHsi aBTO T2 TeXHIYHHMH 3ac00aMu
Slkmo Bu BindyyBaeTe 3anaMOpOueHHs, He BIABAaHTECh [0 KepyBaHHA aBIoc MOTOWMKIA abo
BMKOPHCTAHHS TeXHIYHUX 3acC00iB. ot N
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3. SIk npuiimatu Tpancinapua
3aBKad npuiiMaiiTe Lel npenapar TOYHO Y BiAMOBIAHOCTI 710 pexoMeHfalil ikaps abo ¢apmaresTa.
[TopaabTech i3 HUMH, SKIIO BU He BIIEBHEHI.

TpaHcnapHa J0CTYITHa Y NaKeTax i3 HaCTYIHUMH A03yBaHHAMH: 125 mr, 250 mr ta 1000 mr aTanypeHa
B nakerax. Jlikap abo ¢dapmaieBT BKaXyTh, AKY TOUHY KiZBKICTb 114KETIB Ta AKC AO3YBAIHS CIiJ
3aCTOCOBYBATH KOKHOIO pasy.

Jlo3a TpanciapHa 3a1eXkuTh Bijl Bard Bauoro Tisa. PeKOMeH/I0BaHa 71032 CTAHOBUTH 10 MI/KT Baru Tija
pauiti, 10 MI/KT Baru Tija MonoyAHi Ta 20 Mr/kr Baru Tina BBeuepi (3araibHa 1060Ba 103a 40 MI/Kr
Baru Tija).

TIpenapat NpuUHMAIOTh Yepe3 PoT, Mic/s nepeMmilIyBaHHs y pinHi abo y HamiBpiAKi# DKi.

[lakeT ciia BiAKpMBaTH TLMbKM MiA Yac MPMAMAHHA MNpenapary Ta BUKOPHCTOBYBATH MOBHHI BMICT
nakery. [ToHHit BMICT KOXKHOTO MaKeTy HEOOXiIHO 3mimaTy i3 He Menme 30 M1 piauHyU (BOJ@, MOJIOKO,
dpykToBHit cik) abo i3 3 CTONOBUMH JIOKKAMHU HaniBpiakoi ki (Horypt aGo sbaynesuit coyc). Ilepen
3aCTOCYBAaHHAM MPUIOTOBJIEHY 03y HEOOXIJHO nobpe nepemiuary. Kinpkicts piannu abo HamiBpijiKol
i MOske GyTH 36iTbIIEHa B 3aIEXKHOCT Bif Bammx ynoao6ans.

Tabnuusa 103yBaHb

Mexi KinpkicTh makeTiB
BarM Panok Iloayaens Beuip
125 250 1000 125 250 1000 125 250 1000
(Kr) Mr M MT Mr Mr Mr Mr Mr Mr
naker | maker | maKeT | MAKeT | MAKET | NaKeT | MaKeT | MaKeT | maker
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 ) 0
36 39 1 1 0 1 1 0 0 3 0
40 44 1 1 0 1 1 0 1 3 0
45 46 0 2 0 0 2 0 1 3 0
47 55 0 2 0 0 2 0 0 0 1
56 62 0 2 0 0 2 0 0 1 1
63 69 0 3 0 0 3 0 0 1 1
70 78 0 3 0 0 3 0 0 2 1
79 | 86 0 3 0 0 3 0 0 3 1
87 93 0 0 I 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 TpU4i Ha JCHb! BpaHIli, monoayaHi Ta Beedepi. Heobxinno, o6
MpPOMLLIO 6 FOAMH MK 03aMH BPaHLi Ta MONoJTy/Hi, 6 TOAMH MiX 103aMH MONOJY/HI Ta BBeyepi Ta 12
TrOJIMH MK BEUYipHBOIO JI03010 Ta MEPIIOKO 1030F0 HACTYITHOrO JIHA.

Hanpukiaz, Bu moxkere npuitnsati Tpanciapha o 7:00 Bpanwi i3 cHizankom, o 13:00 3 oGigom Ta 0
19:00 i3 Beuepero.

[Ipu pxuBanni TpaHciapHa peryJispHO NUATE BOTY a6o il piaMHHU, OO YHHKATH AeriapaTauil.

Y.WiB «# '\‘1\?\
A

Sixuwo Bu npniinsiin Tpanciapua Giabume, HiK NOBHHHI

Skmo Bu npuitHanau Oinbuly 3a peKOMEHI0BaHy 103y TpaHcinapHa, 3BepHITLCA g.d""'BaLuoro niuapa‘}.,’\B’Iﬁ.__

MoJKeTe BiuyBaTH c1abKkuii roloBHMIM Gib, OMOBOTY abo niapeto.
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SIkmo Bu 3a6yau npuiinsaTa Tpanciapua

SIkio BH 3ami3HMIMCH MEHILe, HDK Ha 3 TOAMHH, IICIs paHiliHboi abo monyaeHHoi 1031 abo MeHlie,
HiK HA 6 TOAMH, TiC/A BedipHBOI J03H, He mpuitmaiite Wi A03u. ONHAK BYACHO NPHHMITE HACTYIHY
103y.

He nipwitmaiite mozsiliny 403y /Uisi KOMIEHcalii mponymieHol 1034. TpanciapHa Moxe He MaTH eexTy
MpH NiKyBaHHi Baumx CHMITTOMIB, KIIIO 3aCTOCOBYBATH Oi/LLIC 32 PEKOMEH/I0BAHY [03Y.

SIkmo Bu npununanan npuiimata Tpancrapua

He npunuusiire BxxaBanus TpaHcapha Ge3 KOHTaKTyBaHHA 3 Balum jikapem.

SIkmo By MaeTe iHIIi MATAHHS CTOCOBHO BUKOPUCTAHHS MPernapary, 3BepHITbCS /10 JiKaps.

4. MoxauBi nodiuHi epexTn

[Toxi6HO 10 BCiX JMiKapchKMX 3aco0iB, el npemnapat MoKe BUKJIMKATH MoOiYHI e(eKTH, X0ua He KOJKHA
MOJMHA IX BiAYyBa€. f

[Ticns npuitmanus TpancnapHa y Bac Moske GyTH oJMH UM Ginblle 3 HACTYIHHUX MOOIYHUX edeKTiB:

Jlyke nommpeni no6ivdi epekt (MOKyTb BUHMKaTH y Olabie 1 3 10 moaei):
- bmopora

[Tommupeni no6iuni edextn (MOXKyTh BUHMKATH 10 1 3 10 miozei):
- 3HWKEHHS aleTHTY

- BHCOKMI piBEHb TPUIIIILIEPH/IIB Y POBi

- roJIOBHHIH Oi/1b

- XBOpOO/IMBHIt CTaH

- BTpaTa Baru

- BUCOKHM KPOB’AHHI TUCK

- Kaleb

- HOCOBa KpoBOTE4Ya

- 3aKpiI

- MEeTEeOpU3M

- auckoMdopT Yy MUTYHKY

- Oinb y LWITYHKY

- BHCHII

- Oinb y pykax abo Horax

- 6inb y rpyasx

- MHMOBITbHE CEYOBUITYCKaHHA

£ KpOB Yy ceui

- JIMXOMaHKa

YacToTa HeBizioMa (4acToTa He MoKe OyTH BCTaHOBJ/IEHA 3a JOCTYITHUMH JTaHHMH )
- MiJBHIIEHHS JiMiiB Y KPOBi

- NiBHILEHHS TIOKa3HUKIB TeCTy QYHKUIT HUPOK

IToBigomnenns npo nodivHi epexTH

Slkmo Bu Bimuymm 6yae-ski moGiuni edekrH, mosizomre Bamoro sikaps abo dapmauesra. ILle
cTocyeThest Oy/Ib-AKOro noGiyHoro edekTy, WO He BKA3aHWH y LBOMY JHCTKY. B Takok Moxkere
NOBiZOMHATH TIPo MOGiuHI eekTH GesnocepeHbo Yepes HauioHanbHy cucteMmy Hariay (Jozarok V).
[ToBizomnstoun npo noGiuni ebexrH, Bu MoxeTe A0MOMOrTM OTpUMarH Ouiblue iHpopmauii moa0
Oe3neku LBOro npernapary.

5. 51k 30epiraTu Tpanciaapua
36epiraiite Leii npenapar no3a BUAMMOCTI Ta JOCTYNHOCTI 1A JiTeH.




He BHKOPHCTOBYBATH LieH Mpenapat nicis 3aKiH4eHH TepMiHy NPUIATHOCTI, IO BKa3aHHii Ha Kopooui
Ta nakeri. TepMiH MPHAATHOCTI BIAHOCHTBCS A0 OCTAHHBOTO AHA micsud. [ns uporo mpemapary He
noTpiGHi crelianbHi YMOBU 30epiraHHs.

[IpurotoBaHa mo3a Mae OyTH 3HHMILEHa, SKIIO il HE 3acCTOCYBalH MPOTArOM 24 roguH micis

npuroTyBaHHs npu 3GepiraHHi y xonoaunbHuky (2-8 °C), abo mpoTArOM 5 LOIHMH TpH KiMHATIIH
temneparypi (15-30 °C).

He Bukuaati Oyp-SKuif mpenapar i3 31uBaMH Boju abo MmodyToBUM cMiTTaM. 3anuTaiiTe papmaleBTa,
SK YTHIi3yBaTH [MpenapaTH, fKi BXKe He BHKOPHCTOBYIOTHCS. [li 3axoau JIOMOMOXKYTH 30€peKEHHIO
JIOBK1JLJIA.

6. BmicT ynakoBku Ta inma ingopmauist

IIlo mictuTe Tpanciapua

TpancnapHa JocTynHa y 3-X A03yBaHHSAX, gKi MicTaTe 125 mr, 250 mr ta 1000 Mr akTUBHOI cyOcTaHMUil,
[0 HA3MBAEThCS aTaTypeH. IHuaMy iHrpeicHTamu € nomiaekcrposa (E1200), makporo, mojnokcamep.
maniT (E421), KpOCIOBiIOH, TiAPOKCHETHIILEI0I03a, BaHIIBHUM apoMaTH3aTtop (MajabTOAEKCTPHUH,
IITY4YHi apOMATH3aTOPH Ta IPOMiJIEHITIKOMb), KpeMHiro tiokens Konoiauuii 6e3poanuii (E551), marnino
creapar.

SIx Burasaae Tpancaapua Ta BMIiCT yNIaKOBKH

TpasciapHa sBIs€ cO6OK TpaHy/IM Giloro A0 MPaKTHYHO OLIOro KOIbOpY s OpasibHOI cycneHsii y
naxkerax.

TpaHc/1apHa NPONOHYEThCS B YIIaKOBKax 1o 30 naxeTis.

BiiacHHK MapKeTHHIOBOI Jinen3ii

[1TC Tepansiotike IHTepremenan Jlimitexn
5 nosepx

3 I'panpn Kanan [lnaza

Bepxus 'pang Kanan Ctpit

Jly6nin 4

JI04EE70

Ipnanais

Bupobuuk

Anmak ®apma Cepgices JITa.
Ciroy Inmactpiai IcTeit
KpeiiraBox

Co. Apma BT63 5VA,
BesukoOpuTaHis

[ITC TepansioTike InTepueuenan Jlimiten
5 noBepx

3 I'panpg Kanan [11aza

Bepxus ['panz Kanan Ctpit

JyGnin 4

J04EE70

Ipnanmis




Ileii AMCTOK-BKIAAKY BOCTAHHE NEPErIsiHyTO

Lleil MexuuHuMit MpoyKT OTPHMAB «YMOBHY peectpaiiio». Lle o3Hauae, mio E€sporneiiceka Menuyna
AreHuis Oyxe neperasnatd HoBY iH(OPMALiIO MOAO LBOTO MPOAYKTY He pinme pasy Ha pik, Ta 3a
HeOOXiHOCTI 1el IMCTOK-BKIIaAKa OY1e OHOBJIOBATHCE.

Meranbha indopmanis npo ueil MeAUUHMIA MPOIYKT JIOCTyNHA Ha BedcaiTi €Bponeiicekol Meauunoi
AreHuii http:/www.ema.europa.ecu. Tam € Tako) MOCHIAHHS HAa iHmi CaliTH npo piakicHi
3aXBOPIOBAHHS Ta JIIKYBaHHS.




[HCTPYKIISi PO 32CTOCYBAHHS JIKAPCHKOro 32c00y
1o Peectpauiiinoro nocsiqyenns Ne
Haka3z MO3 Ne 30| p.

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

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

2.  QUALITATIVE AND QUANTITATIVE COMPOSITION

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

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

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

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Granules for oral suspension.

White to off-white granules.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

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

Efficacy has not been demonstrated in non-ambulatory patients.

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

4.2 Posology and method of administration

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

Posology

Ataluren should be administered orally every day in 3 doses. =
The first dose should be taken in the morning, the second at midday, and thehirdin the even\rg_. \
Recommended dosing intervals are 6 hours between morning and midday ck:((sqsf 6 hours between:
midday and evening doses, and 12 hours between the evening dose and the/first Gose'dn the-mext day,
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The recommended dose is 10 mg/kg body weight in the morning, 10 mg/kg body weight at midday,
and 20 mg/kg body weight in the evening (for a total daily dose of 40 mg/kg body weight).

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

Number of sachets
Weight Morning Midday Evening
R(T‘ge 125 mg | 250 mg 1[[::] 125 mg | 250 mg 1::;0 125 mg | 250 mg l:l[;o
sachets | sachets sachets sachets | sachets dnchets sachets | sachets shohads
1 0 0 1 0 0 0 1 0
1 0 0 1 0 0 1 1 0
0 1 0 0 1 0 0 1 0
0 1 0 0 1 0 1 1 0
0 1 0 0 1 0 0 2 0
0 1 0 0 1 0 1 2 0
1 1 0 1 1 0 1 2 0
1 1 0 1 1 0 0 3 0
1 1 0 1 1 0 1 3 0
3 0 2 0 0 2 0 1 3 0
17 0 2 0 0 2 0 0 0 1
0 2 0 0 2 0 0 1 1
0 3 0 0 3 0 0 1 1
0 3 0 0 3 0 0 2 1
6 0 3 0 0 3 0 0 3 1
0 0 1 0 0 1 ] 3 |
0 0 1 0 0 1 0 0 2
0 0 1 0 0 1 0 1 2
11 0 1 1 0 1 | 0 1 2
- 0 1 1 0 1 1 0 2 2
Delayed or missed dose

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

Special populations

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

section 5.2).

Renal impairment

Safety and efficacy of ataluren in patients with renal impairment has not been established.(see section
4 A CEALTIN
o @

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 5 years have not yet been
established. No data are available.

Method of administration

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

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

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

4.4 Special warnings and precautions for use

Patients who do not have a nonsense mutation

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

ataluren.

Renal impairment

Patients with renal impairment should be closely monitored.

Changes in lipid profile

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

Hypertension with use of concomitant systemic corticosteroids

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

Renal function monitoring /

s
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Because small increases in mean serum creatinine, blood urea nitrogen (BUN), a.f:IdéystaImC wer \
observed in the controlled studies of nmDMD, it is recommended that serum cre’ﬂ,tfx_ni’né;ﬁl"{b{,? and?.,. |
cystatin C be monitored every 6 to 12 months in nmDMD patients receiving ata ‘k‘:eq or.more” (/]

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



Potential interactions with other medicinal products

Caution should be exercised when ataluren is co-administered with medicinal products that are
inducers of 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 1
(OAT!), 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
UGT1A9. 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 Eb’-%ddmihﬁ‘iﬁé‘téi‘\gq
with adefovir. ot \AY
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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

Pregnanc

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 recommended dose of

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

The most common adverse reactions in the 2 placebo-controlled studies were vomiting, diarrhoea, o=

nausea, headache, upper abdominal pain, and flatulence, all occurring in 25% of all atal uren-tggf:f{@ Jkhai
patients. In both studies, 1/232 (0.43%) patients treated with ataluren discontinued due to ané/dv fsg
reaction of constipation and 1/172 (0.58%) placebo patients discontinued treatment due to an-advey

reaction of disease progression (loss of ambulation). (S,




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

Tabulated list of adverse reactions

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

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

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

System Organ Class Very common Common Frequency not
known
Metabolism and nutrition Decreased appetite, Change in lipid
disorders hypertriglyceridaemia profile
(increased

triglycerides and
cholesterol)

Nervous system disorders

Headache

Vascular disorders

Hypertension

Respiratory, thoracic, and
mediastinal disorders

Cough, epistaxis

Gastrointestinal disorders

Vomiting

Nausea, upper abdominal

pain, flatulence, abdominal
discomfort, constipation

Skin and subcutaneous tissue Rash erythematous

disorders

Pain in extremity,
musculoskeletal chest pain

Musculoskeletal and
connective tissue disorders

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

cystatin C)

Renal and urinary disorders

General disorders and Pyrexia, weight decreased

administration site conditions

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

Description of selected adverse reactions (laboratory abnormalities)

Serum lipids

During the randomised, placebo-controlled studies of nmDMD, mean total cholesterol and
triglycerides were normal at baseline and increased, reaching borderline high or high values. L1p1d
levels shifted from normal at baseline to high (above the upper limit of norma]) at Week 48 in sli tlﬁ é

higher percentages of patients receiving ataluren compared to those receiving placebo (total Jrf‘:.“-f'/ ,\ N
cholesterol 15.1% vs. 6.1%, triglycerides 21.1% vs. 13.4%, respectively). The values tended fb* / AW
stabilize early in the study and did not increase further with continued treatment. 16




Renal function tests

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

Reporting of suspected adverse reactions

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

4.9 Overdose

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

5.  PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

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

Mechanism of action

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

Pharmacodynamic effects

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

Nonclinical in vifro 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 (6MWD) at Week 48. Other endpoints included in both trials were time to e

persistent 10% worsening in 6 MWD, change in time to run/walk 10 meters at Week 48, chang@,i;{fﬁ-f}_{i <
time to climb 4 stairs at Week 48, and change in time to descend 4 stairs at Week 48. Patients/Wete =
required to have documented confirmation of the presence of a nonsense mutation in the dysttophin

gene as determined by gene sequencing. EERY,




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 6 MWD (Figure 1). Thus, the mean change in observed
6MWD from baseline to Week 48 was 31.3 meters better in the ataluren 40 mg/kg/day arm than in the
placebo arm (p=0.056). In a statistical based model the estimated mean difference was 31.7 meters
(adjusted p=0.0367). There was no difference between ataluren 80 mg/kg/day and placebo.

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

Figure 1. Mean Change in 6-Minute Walk Distance (Study 1)
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A post-hoc analysis of time to persistent 10% worsening in 6MWD showed that 26% of patients in the
ataluren 40 mg/kg/day arm had progressed at Week 48 compared to 44% in the placebo group
(p=0.0652) (Figure 2). There was no difference between ataluren 80 mg/kg/day and placebo. These
results indicate that fewer patients receiving ataluren 40 mg/kg/day worsened in 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 6SMWD < 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=1 15) 3 times per
day (morning, midday, and evening).

Ataluren-treated patients experienced clinical benefit as measured by numeri cally favorable
differences versus placebo across the primary and secondary efficacy endpoints. As the primary
endpoint (change in 6 MWD 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 m g/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 changesin....

timed function tests at Week 48 in the ITT population reached the threshold for a clinically m%ﬂ{:@ Ve

difference (changes ~1 to 1.5 seconds). /A 55N\
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The mean change in timed function tests from baseline to Week 48 was better in the atal ur.jé’n- {"%d D, \3

40 mg/kg/day arm than placebo in observed time to run/walk 10 meters (better by 1.2 seconds i, L7 A
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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 6MWD was defined as the last time that 6MWD was not 10% worse than
baseline. In the ITT population, the hazard ratio for ataluren versus placebo was 0.75 (p=0.160),

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

Paediatric population

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

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

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

necessary.

5.2 Pharmacokinetic properties

Administration of ataluren on a body weight-adjusted basis (mg/kg) resulted in similar steady-state .
exposures (AUC) among children and adolescents with nmDMD over a broad range of body wélg/}}ts_ KXo\
Although ataluren is practically insoluble in water, ataluren is readily absorbed after oral 7/«
administration as a suspension.

£




General characteristics of ataluren after administration

Absorption

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

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

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

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

Elimination

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

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

Linearity/non-linearity

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

Characteristic in specific groups of subjects or patients

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

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

on ataluren plasma exposure in other populations.

Race

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

g




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

Hepatic impairment

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

Non-ambulatory

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

5.3 Preclinical safety data

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

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

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

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

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

malignant hibernoma was found at the highest dose in a 2-year rat carcinogenicity study. Background
incidence of this tumour type in rats as well as humans is very low and the mechanism causing thﬁ;:;:?f"{il- N
tumours in the rat studies (including its relation to ataluren treatment) is unknown. The significapéé: -~
for humans is not known. 1 E e

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 wei ght without
a histological correlate and of unclear clinical significance. Also rat and dog studies showed changes
in plasma lipid (cholesterol and triglycerides) suggestive of changes in fat metabolism.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Polydextrose (E1200)

Macrogol

Poloxamer

Mannitol (E421)

Crospovidone

Hydroxyethyl cellulose

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

Magnesium stearate

6.2 Incompatibilities
Not applicable

6.3  Shelf life

4 years

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

6.4  Special precautions for storage

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

6.5 Nature and contents of container

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

integrity).

Pack of 30 sachets.

6.6  Special precautions for disposal and other handling

Sachets should only be opened at the time of dose preparation. The full contents of each sachet 5h£ﬂ
be mixed with at least 30 ml of liquid (water, milk, fruit juice), or 3 tablespoons of semi-solid fé’od/ )
(yoghurt or apple sauce). The prepared dose should be mixed well before administration. Thq’pgjéunt"-: g

of the liquid or semi-solid food can be increased based on patient preference. HEl 4,




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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EFFECTIVE USE OF THE MEDICINAL PRODUCT

SPECIFIC OBLIGATION TO COMPLETE POST-AUTHORISATION MEASURES
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A. MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

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

Seagoc Industrial Estate
Craigavon

Co. Armagh BT63 SUA
United Kingdom

PTC Therapeutics International Limited
5th Floor

3 Grand Canal Plaza

Grand Canal Street Upper

Dublin 4

D04 EE70

Ireland

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

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

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

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

e  Periodic safety update reports

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

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

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

e Risk Management Plan (RMP)

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

An updated RMP should be submitted:

° At the request of the European Medicines Agency:;

. 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.

8 SN

If the submission of a PSUR and the update of a RMP coincide, they can be submitted at tl}gf:silrj;ef / H\ N

time. ~)



E. SPECIFIC OBLIGATION TO COMPLETE POST-AUTHORISATION MEASURES

FOR THE CONDITIONAL MARKETING AUTHORISATION

This 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

[ R R S 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

streptomycin by injection 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 cholesterol and triglycerides) in your blood and
your kidney function every 6 to 12 months. Your doctor will monitor your blood pressure every
6 months, if you are taking a corticosteroid medicine.

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

Other medicines and Translarna

Tell your doctor if you are taking, have recently taken, or might take any other medicines. In particular
do not take Translarna with the antibiotics gentamicin, tobramycin, or streptomycin given by injection.
These may affect your kidney function.

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

Medicine Usually prescribed for

aciclovir treatment of chickenpox [varicella]

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

benzylpenicillin severe infections

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

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

olmesartan essential hypertension in adults

oseltamivir prevention of influenza

phenobarbital sleep-inducing, prevention of seizures

pitavastatin lipid-lowering

pravastatin lipid-lowering

rifampicin treatment for tuberculosis

rosuvastatin lipid-lowering

sitagliptin type 2 diabetes

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

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

Pregnancy and breast-feeding

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

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




3 How to take Translarna

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

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

at each time.

Your dose of Translarna depends on your body weight. The recommended dose is 10 mg/kg body
weight in the morning, 10 mg/kg body 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
R(:;&ng%e 125 250 1:}00 125 mg | 250 mg l::w 125 mg | 250 mg 1600
mg mg g sachets | sachets g sachets | sachets mg
sachets | sachets | sachets sachets sachets
12 a1 0 0 1 0 0 0 1 0
E15% 1 0 0 1 0 0 1 1 0
E178 0 1 0 0 1 0 0 1 0
o1k 0 1 0 0 1 0 1 1 0
m 0 1 0 0 1 0 0 2 0
27031 0O 1 0 0 1 0 1 2 0
35 1 1 0 1 1 0 1 2 0
1 1 0 1 1 0 0 3 0
400 1 1 0 [ 1 0 1 3 0
' 0 2 0 0 2 0 1 3 0
0 2 0 0 2 0 0 0 1
0 2 0 0 2 0 0 1 1
0 3 0 0 3 0 0 1 1
0 3 0 0 3 0 0 2 1
0 3 0 0 3 0 0 3 1
0 0 1 0 0 1 0 3 1
0 0 1 0 0 1 0 0 2
0 0 1 0 0 1 0 1 2
0 1 1 0 1 1 0 1 2
0 1 1 0 1 1 0 2 2

Take Translarna by mouth 3 times per day; in the morning, midday and evening. There sho
6 hours between morning and midday doses, 6 hours between midday and evening dose
between the evening dose and the first dose on the next day. For example, you yafght take



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

- Arm or 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. Ilow 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
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Craigavon BT63 5QD
United Kingdom

PTC Therapeutics International Limited
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Dublin 4

D04 EE70

Ireland




This leaflet was last revised in

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

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

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




