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3BiT npo kainiune BHNIPOOYBaHHS

F
1. Ha3Ba nikapcrkoro 3aco0y (3a HasgBHOCTI - ®
HOMEp peecTpalliiinoro MOCBiTUEHHs ) EBPICII (EVRYSDI )
I ©.Xodpdmanu-JTs Pow JIty
i J ['pensaxepurrpacce 124, 4070 basens, [seiinapis =
@.Xopdpmanu-Jls Pow Jlty
‘&Bﬂp DORHK lgypmicaer, 4303 Kaiicepayrer, [LIBeiitapis

4. llpoBeneni nocrimkenus:

I C ]

_|

TaK Hi AKIIO Hi, 06IpyHTyBaTH

]

) Tn nikapeskoro 3aco0y, 3a AKMM npoBoaMIacs
abo nnaHyeTbes peectpartis

Jlikapchkuii 3aci6 3a nopuum

J0ChE (aBTOHOMHE J10ChE).
[Hwmii nikapebkuii 3aci6,

Hoea  nitoua peuoBnHa  (IP).  OpwurinanbHuii
(iHHOBaUiiiHKiT) nikapcekuii  3aci6 (Monekyna wue
MIpeACTaBlieHa Ha puHKY Vkpainu) ans NiKyBaHHs
piaKicHOro 3axBoproBamms 3TiAHO MyHKTY 10 (mianmyHkry
10.1) posainy V [Mopsnky Hakasy MO3 Ykpainu pig 23
\tns 2015 poky Ne 460).

B 1

5. TloBna wasBa kniniuHOro BUNPOOYBaHHs,
KOJI0BaHHH HOMep KiiHiuHOoro BUIpPOOYBaHHs:A

|

Iportokon Ne NP39625.

3acninnene s
,ElOCJ'Ii,IIHHKa/,L'{OCHiﬂ)KyBaHOT ocobu, paHjomizoBane,
M1a1ed0-KOHTPOIbOBaHe NOCHIDKEHHS 3  BHUBYEHHS
Oesneku, NEpeHOCHMOCTI,  dapmakokiHeTMkH Ta

(apmakoquHamiky OJHOpa3oB
3/10POBHX SITTOHIIIB.
38iT Ne 1078093, ueprens 2018 poKy

ux 103 RO7034067 y

E. @a3a KiHiYHOro BUIIPOOYBaHHS

”@Hiqﬁe noctimxeHHs | (bazu

|

-

7

Ni

- Ilepioa nposeenns kniniunoro BUIIPOOYBaH

Bxmouenns nepmoro nauienTa: 22 motoro 2017 poxﬂ

Hs(|OcTauHii Bi3UT ocTaHHBOrO nauienta: 02 sxoeths 2017
POKy
8.  Kpaiuu, ge nposoaunocs  kainiune|[Collaborative Neuroscience Network, LLC
BUIIPOOYBaHHs 2600 Peonsio aBenro, JIonr biu, Kanigopuis 90806

9. KinbkicTs JOCTIKYBaAHUX

" __|

jBTumaHoaaHo: 24 ocobu (18 OTpumyBatu RO7034067; 6

— M1aue6o)
Britoueno: 24 ocobu (18 ot
nnanebo)

pumyBat RO7034067; 6 —

10. Mera ra
BHUIIPOOYBaHHs

BTOPMHHI  Wini  KJiHiYHOrO

-

[lepBunHi wini

*  Oxapakrepusypary apmakokineruky
OZIHOPA30BHX nepopanbHux 103 RO7034
ATOHLLIB.

* BuBuutH Gesneky Ta NEPEHOCUMICTL  OZHOpPa30BHX
fIepopajibHix 103 RO7034067 y 3n0posux snoHwjs.

BTopunni mini
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* BuBuutu  dapmakoguuamiuni (@)  edextu
ONHOPA30BHX  nmepopanabHuX 103 RO7034067 ua
Momikauiio cruiaiicuury MatpuyHoi PHK (MPHK) reny
BHIKHBaHHS MOTOHeHpOHiB 2 (SMN2).

* Hocnigury 38'130k OK/®]] oxHopazosux 3pOCTarOyUX
nepopanbHux 103 RO7034067.

3acainnene s AOCi AHUKA/ J0Ci 1KY BaHOT oco0u,
PaHIoMi30BaHe, M1a1e60-KOHTPOILOBAHE 10CTi ke HHS
1. Tuzaitu kniniunoro BUNPOOYBaHHA 3 BUBYCHH Oe3MeKH, MepeHoCUMOcTi, (bapmakokinetHku

Ta apmMakoauHAMiKK OnHOpasoBuX 103 RO7034067 y
L 3/I0POBHUX AMOHILIB.

310poBi YOIOBIKH YK sKiHKH (simoHi) Bikom Biz 18 1o 60
pokiB i3 IMT Bin 18 10 30 kr/m2

20 mr US PGB: cepis GEX0061-0]

120 mr US PGB: cepis GEX0062-01

120 mr US PGB: cepis GEX0117-01

OpanbHuii nuTHUil PO3YUH, IO MICTUTE 2, 6 260 12 Mmr
- R0O7034067, sacrocoBysascs HAaTLIE K 0/IHOpa30Ba J103a

[Tnaue6o nns 20 mr US PGB: cepis [IGEX0077-01
[1nane6o ans 120 mr US PGB: cepis GEX0078-01
[lepopanbuuii muTHwii PO34YHH niae6o

EZ. OcHoBHI KpuTepil BKMoYeHHS J

13. Tocnimxypanmuii niKapchkuil 3acif, cnoci
3aCTOCYBaHHS, CHJIa 1if

14. " Tlpenapar  nopisHsius, no3a, cnoci6
3aCTOCYBaHHA, CUa il

Ik 3aranbHe npaswuito, CYNMYTHS Teparlis He 103B0JIs1aCh,
38 BUHATKOM JliKapChKUX 3acoBiB s NiKyBaHHsA
Hebaxcanux sBuiw (HST), 3a BumsTKOM BHUIA/KIB, KOIU
OOIpyHTYBaHHS BHHATKY Oy/n0 0OroBopeHo Ta uiTko
3a/I0KyMEHTOBAHO MIDK JOCHiAHUKOM Ta K HIYHUM
(apmakonorom Pouu,

I5. CynyTus tepanis

@apMaKoKiHeTHKa:

Konuentpauii RO7034067 y niasmi kposi Ta ceui
BM3HAYalNCh 32 J0mOMOrow  crenudiunoro  Ta
BATiIOBAHOIO METONY piAMHHOL Xpomarorpadii-mac-
crekTpomerpii  (LC-MS/MS). [leppunnumun  OK
napamerpamu RO7034067 6ynu Ciax i AUCint. Vei inmi
@K napameTpu BBa)kanuchk BTOPMHHUMH Ta BKIIIOYAIIH:
Tmax,  AUCps, AUCo.24n, AUCo.72n, nepioj
HanieBuBeeHHs, CL/F, CLr, Ae i Fe.
DapMakoKiHeTHKa:

Kinbkicuuii meton MOJIIMePasHOT NaHIoroBo| peakuii
(ILUIP) y pesxumi peanshoro 4acy 3acTOCOBYBaBcs Jisi
BUSHAYCHH3 in vivo Ta ex vivo Moaudikawii CrTaifcuHry
MPHK SMN (SMN, noeHoposmipruii SMN2 i SMNA7)
Y 3paskax UiibHOT KPOBI, B3ATHX 40 Ta micis JI03YBaHHS.
KiliniuHe reHoTunysanus:

16. Kpurepii ouinku edexrusnocri
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I'enoTunysanus SMN 6yno BrkoHaHe ¥y 3paskax UijbHOT
KPOBI, B3ATHX B JIeHb | 3 METOIO BU3HAYCHHS YMCIa KON
redis SMN1 i SMN2.

OnuTYBaHHA 11010 CMaKYy:

Cmak  opanbHOro  posumHy JiKapeceKOro  3acoby
OLHIOBABCS MOLIYKOBHUM METOLOM LIIAXOM 3a110BHEHHS
dHKETH 100 cMaKy wuepes 1 xBunuHy micns
nepopansHoro npudomy RO7034067/nnaue6o B news 1.

Ouinka Ge3nekH Ta mepeHOCHMOCTi ckaajanacs 3
MOHITOPUHTY HebGaXaHUX sBMII (H51), wmenmunoro
AHAMHE3Y; BH3HAYEHHS 1abOpPAaTOPHUX MNOKA3HMKIB 3

17. Kpurepii ouinku 6e3nexu Oesnexkn  Ta  pe3ysbTaris esieKTpokapaiorpadii,
BU3HAYCHHS OCHOBHMX MOKAa3HHUKIB IKUTTEMIAIBHOCTI
opratismy, ¢izukanbHOrO o0CTeNKEHHS Ta

0 TanBEMOIOrIYHOr0 06CTEKEHHS.

Amnani3 Gesneku

Crincku, 3seneni Tabauui ta rpadiku Gyu CTBOpEHi /s
OUHKKM Oe3reKd Ta MepeHoCHMOCTI, 3a HEeOoOXiHiCTIO.
Ouinka Oe3nexu BKJIIOYANA MOHITOPHHI i
Hokymentyeanua  HH, cepitosumx HS (CHSI),
HECEPHO3HMX HeO@KAHMX ABMLI, WO CTAHOBIATEH
0CODJMBMI  iHTEepec;  BU3HAYEHHs JlabopaTopHux
MOKA3HMKIB; OCHOBHHUX MOKA3HMKIB IKUTTEiSTLHOCT
opranismy, EKI', nokymeHTyRaHHs CYMyTHBOI Tepanii,
PE3yJIbTaTIB  OpTaALMONOTIYHOrO Ta  (i3HKANBLHOMO

obcTexeHHs.

@K ananis

QopmanbHe  OGYHCIEHHA  BEIMYMHMU BUOIpKH  He

MPOBOAUIIOCK.,

Oxpewmi Ta cepenni KoHLenTpaLii B masmi KPOBI B KOXKEH
18. Cratuctnuni metoau MOMEHT Bigbopy 3paskie mi1  RO7034067 Oyu

NPEJCTaBIEHI Yy BUIISAI CIUCKIB T4 OMUCORO] 3BeIeHOT
CTaTHCTHKH, BKIIOMAIOMHM CEPE/HI 3HAYEHHS, CepejiHi
FEOMETPHYHI  3HAYEHHS, JianasoHu, CTaHAApTHI
BIAXMIEHHS Ta KoedillienTy Bapiauir. bynu noGymoani
rpadiku 3a1e5KHOCTI OKpeMHX Ta cepeHix KOHLEHTpaLlii
BiJl Yacy Ha niHiitHiii Ta HaniBrorapuMivniii mranax.

Craructnunuii  ananis Ha ocHoBi ®K napameTpis

(AUCint i Cma) OyB BMKOHAHMII /I BHBUYEHHS
npomnopuiitHocTi 1031. ®K BUBYANAck 411 BCTAHOBICHHS
Oymp-akoi  BiaMiHHOCTI,  3ymOBNeHOi  eTH{uHOIO
MPHHANEXKHICTIO,

Oxpim ToOro, nocnimkyeanock, uu BapiabenbHICTh Mixk
OKPEMHMH 0CODaMM BiJPI3HAETHCA Yy SAMOHLIB Ta oci6
€BpOMNEoiHOT pacu (mocnimkeHHs BP29840).

(D1 ananis

. o B
- : - r
_ /,;j/g/,g;;/a’c’w;_/ B )

2N -
,////;Z/?%’« l '_./é/{.{ g é/



000139

Yei oxpemi ®J] nanmi Ta NapamMeTpu MpeacTasieHi y
BUTJISII CIIUCKIB Ta OMMCOBOT 3BeNCHOT CTaTUCTHKH 3a
Tpynamu nosyeanHs abo koropramu. ®J] aawi Oynu
npecTaB/ieH] rpadiuno y BUTJIA piBHIB
excnpecii/koHueHTpauii okpemoi MPHK NOPIBHAHO 3
4acoBUMHM  npodinamu. PiHi  ekcrpecii OKpeMoi
MPHK/konuenrpauii  SMN1, SMN2 FL, SMNA?7,
SMNRG (pedepencroro reny SMN) mPHK i 6inka SMN
Y KOMEH MOMEHT 4acy BiaGopy 3paskiB HaBeieni s
CIHUCKaX pasoM i3 3BENCHOID CTATUCTHKOW NAHHX
3aNeHHO Bill NIKYBaHHS, BKJIIOYAIOYM cepe/iHi  JaHi,
MeliaHu, cepenHi FeOMETpHYHI  JaHi, gianasouwm,
CTaHJIAPTHI BIAXMJICHHS Ta KoedilieHTH Bapiallii.

19. Jlemorpadiuni nokazuuku n0¢1i Ky Banoi|[UooBiky abo KIHKH (SMOHL) Bikom Bia 18 10 60 pOKiB
nonysuii (crath, Bik, paca, TOLLIO) ___|[ra3 IMT Bin 18 1o 30 kr/m?

DapMakoKiHeTHYHI pesyapTaTi

Ilicns  npuiiomy OAHOpa3oBHX 103 RO7034067
ATNOHLAMYH MaKcMMallbHa KOHUEHTpALS B Ma3Mi KpOBI
(Cimax) i 3aranbHa niasmosa ekcnosuis (AUCing) 3pociu
NponopuiiiHo 103i Bia 8,50 Hr/mn (14,1 %) ang no3u 2 mMr
1o 54.6 wur/mn (17,6 %) ana nosu 12 Mr i Big 332
roa-Hr/mn (12,8 %) ans no3m 2 mr no 2180 roa-Hr/mn
(17,5 %) nna nosu 12 mr BiAMOBIIHO,

Hopmanizosani 3a 103010 ®K napameTpu Ciax, AUCprTa
t1/2 3aranom 6yau nomiGuumu NS pi3HUX 7103 1 mid
AMNOHIIIB Ta 0cio €BpPONEOIIHOT CTAaTi.

Hacrka npuiinsroi qosu (Fe) BUBeseHa 3 ceuero Y BUrJsai
RO7034067 nporsrom 72 roauu nicas A03yBaHHs Oyna
HH3LKOIO, MPH LIbOMY CEpeHbOr€OMETPHYHE 3HAYEHHS
BapioBano  Bix 3,39% g0 5,10% 'y pianasoni
20. Pesynbrary edexrupnocTi JOCJIJDKYBAHUX J103.

KymynsituBuuii Bincorok BHUBE/ICHOI B He3MiHeHOMY
BUTIIALI MpuitHATOT 103m (F) i HUpKOBHH KitipeHc (CLR)
Y ANOHUIB 3aranom GyB MOAIGHUM YHHOM MOPiBHSJIBHUM
3 PE3y/IbTaTaMH, L0 CIOCTEPiraiuck y oci €BPONeoigHoT
pacu B siochipkenni BP29840, mio CBIJUMTE NP0 Te, 110
paca He Mae 3HaYMMOro BMIMBY Ha EKCKpeLito
RO7034067 3 ceuelo.

DapmMakoaMHAMIYHI pe3yIBTaTH

MPHK SMN in vivo

Ilpuiiom oaHOpazoBux nepopajbHux 103 2-12 wmr
RO7034067 ne snnusas na pisai MPHK SMNI. Pigui
MPHK SMNA7 smenumrysanucs 3i 3POCTaHHAM J103H, i3
MaKCHMAJIbHHM 3HHIKCHHSIM Y CepeIHOMY MpPHGIH3HO
Ha 20 % npu npuifomi y 103i 2 wmr, npubIN3HO Ha 53 %
MpH NpuHOMi y J103i 6 Mr | npuGausHo 64 % MpH Npuiiomi

P R
(/P & ‘

, Vs ; e
.,-"/f 4 . A e
7/;///744; %aa‘gz«x&’d . 5/



000140

Y 1031 12 mr, Binnosiawo, npu usomy pieHi MPHK SMN2
FL  spocranu 3 makcumansuum 3POCTaHHAM  y
CEPEAHBOMY MPUOIH3HO Ha 24 % npu npuiiomi y Ao3i 2
Mr, Ha 28 % npu npuifomi y 103i 6 mr i Ha 70 % npH
npuiiomi y 103i 12 mr Bignosijmo.

®J1 edexru RO7034067 Y SNOHLIB Bianosiganu
PE3yJbTaTaM, IO CHOCTEpirajiuch y oci6 €BPOMeoiaHOT
PacH, y TOMy 4HCJIi CNiBBiAHOIEHHS Mo Mijg KPUBOIO
eexty (AUE)o-24n MPHK SMN2 FL/SMNAT7 Ta 38’5130k
3 AUCo.24h.

binok SMN

He cnocrepiranucs cyrresi sminu KOHLEeHTpauii Gijky
SMN 'y KkpoBi nopiBHAHO 3 BHXigHHM piBHeM abo Mix
TPYNamH JI03yBaHHS MiC/Is 0AHOPA30BOrO NePOPanbHOro
Ao3zyBaHHA RO7034067 y snouuis Ta oci6 €BpOneoigHol
cTari.

Pesynbratu onutyeanns mwosno cmaky

Hesane:xno  Bin KOropt  no3ysaHHs y  ocif
cnocrepiranack  TEHAEHUis 10 nomipHoro  —
IHTEHCHBHOTO  cMaKy JOCITIKYBAHOTO npenapary,
HIPHEMHOTO  CMaKy COJOAKOro Big momipHoro o
CHJIBHOTO, ONHAK HE METalivHOro uu Kucioro. Jleski
0co0u BKa3yBa/u Ha iHTEHCHBHMI (6anu=4) ripkuii cmak
Y Koroptax 103 RO7034067 6 mr i 12 mr. ['ipkoTa Gyna
MEHLI iHTEHCHBHOK B KOFOPTi 1034 2 M. XKonua 3 oci6
¥ KoropTi naaue6o He 3a3Hayana npo OyAb-AKuii ripkuii
CMaK.

OnHopasosi nepopansni 1031 RO7034067 jno6pe
IEPEHOCUIIUCE  yCiMa KoropTamu AocnimkyBanux. He
Oyno Tsokkux H4, BHNAAKIB cMmepreit, CHS abo
nepedacHoro BHMOYTTS 3  JOCHimKeHHS uepes HA.
3aramom 7 AOCHIDKYBAHUX TOBIIOMMITH npo 12 H4.
Haii6ineiu uacro nosigommennmu HS Oym nopyiuenHs
3 00Ky opratis 30py (10 sBu y 6 ocib), aki BkIOYaTH
SHIKEHHS rOCTPOTH 30Dy (5 0cib), katapakTy (2 0cobu) i
PO3MUTICTE 30py (1 0coba) Ta crocTepiraauce y oci6, sxi
21. Pesyastaru 6e3nexu OTPUMYBA/lM aKTUBHE JiKyBaHHS Ta riaue6o. Yei H
Oyau  nerkoro  cryneus TAKKOCTI, 32 BUHATKOM
MOMipHOTO FaCTPOCHTEPHUTY Ta KatapakTu 060X oueii (3
AKNX KaTapakTa 1paBoro oka 0yzia cepeHboro CTyNeHs
TKKOCTI). [Tpo HA, siki cranoBASTS 0cO6 HBMIT iHTepec,
HE noBijomnsnocs. 3aratom 6 H y 35 oci6
PO3LIHIOBANMCE  JOCIIAHMKOM sk NoB’A3aHi 3
AOCTIKYBAHUM  JIIKYBAHHAM 1 BKJIHOYAIN 3HUKEHHS
rocTpoTH 30py (4 ocobu [2 ocobu y rpyni 1o3yBanHs 12
Mr RO7034067 i 2 ocobu y Ipyni nnaue6o)) i katapakra

=2 Wecens! 2 A Lpovd
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(0box owueii; 1 ocoba Y Tpymi Jao3yBaHHA 6 wmr
RO7034067). 3aramom ssuma 3 Goky opraHiB 30py
BUHUKAIH Yy 0ci® y rpynax akTUBHOro NiKyBaHHS Ta
n1auedo i pe3ynsTaTH ONTHYHOT KOrepeHTHOT Tomorpadii
Oymn B Mexkax HOPMH MpoTsrom AOCTIKEHHS. B yCix
oci6. Takum 4uHOM, sBMma 3 Goky opraHiB 30py He
CBIZMaTh MPO TOKCHYHICTH s CITKIiBKM, W0 paHiie
CIOCTEpiranoch B AOKMIHIYHOMY A0CiIKEHH] Yy Masn
abo Oyab-sKoro mnoB’s3aHoro 3 JKAPCBKUM  3ac060M
MiJBHLEHHAM PH3HKY MOpYLIEHD i3 Goky oprauis 30py.
Ha mincrasi  nepmoro  nosizomuenoro BUNAIKY
kaTapakTi 00ox oueii y 1 0co6u y rpymi JI03yBaHHA 6 MmT,
CKCNEpTHAa paja MEMMYHOro 3aKiaay MOroAMIach i3
AYMKOK NOC/IIHHKA He [1iABMLILYBaTH no3y RO7034067
Y Koropri 3 Buwie 1o3u 12 mr.

* Opnopasosi mepopanehi go3u RO7034067 Oynu
OesrneuHumMu Ta 106pe nepeHocHInCE.,

* ©K mapametpu y nnasmi kposi Ta y ceui Oymu
NOAIOHUMH MK ANOHIAMH Ta 0cOGAMM €BPOMNEOIIHOT
pacu.

* @] epexrn RO7034067 na MPHK SMN i 6itoxk SMN
M00pe  y3romKyBaiuCh MiK SIOHUAMM Ta ocoGamu
EBPOMNEOITHOT pacH.

22. BucHoBok (3aKTI04EeHHs)

3asBHUK (BJIACHUK PeECTpaLifHOrO MOCBiYeHHS)

®.Xopdmanu-JIa Pow Jitg

[Tignuc [Mianuc

Jleiina Jlictep Karanina Poxac

Bianin 3 mixknaponuux PeryJISTOpHMX MUTAHD Bianin 3 mixknapoganx peryJjiiTOPHHX MUTAHb
©.Xopdmanu-JIs Pour JIrn @ Xoddmann-Jla Powr Jitg

basens, lgeiinapis basens, [seiinapis
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Clinical Trial Report

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

EVRYSDI®

2. Applicant

F.Hoffmann-La Roche Ltd
Grenzacherstrasse 124, 4070 Basel, Switzerland

3. Manufacturer

F.Hoffmann-La Roche Ltd
Wurmisweg, 4303 Kaiseraugst, Switzerland

4. Trials conducted:

yes C no If not, substantiate

1) type of the medicinal product, by
which registration was conducted or

Medicinal product with complete dossier (stand-alone dossier). Other
medicinal product. New active substance (AS). Original (innovative)
medicinal product (the molecule is not presented on the Ukrainian
market) for treatment of rare disease according item 10 (sub-item 10.1)

planned

of section V of the Procedure of Order of the Ministry of Health of]
Ukraine dated 23.07. 2015 Ne 460.

5. Full name of the Clinical Trial,
clinical trial code

Assessment of the in vivo metabolism of [*C]-RO7034067:
Metabolism in man following single oral (18 mg) administration to six
healthy volunteers.

Report No. 1076764. 20 September, 2018.

L6. Clinical trial phase I

[Elploratow study

7. Period of the clinical trial

From: No data available.
Study completion date: 20th September 2018.

8. Countries where the clinical trial

In life phase: The Netherlands.
Metabolite patterns: United Kingdom.

was conducted

Iﬂealthy volunteers. l

‘2. Number of study participants
10. Goal and secondary objectives of]

the clinical trial

Objectives
To study the major metabolic pathways of RO7034067 in humans

after a single oral dose (18 mg of [12C/ "C]-RO7034067), by analysis
of metabolite patterns in plasma, urine and feces.

11. Design of the clinical trial

The in vivo metabolism in six healthy human volunteers was
investigated in plasma, urine and feces after a single oral dose of 18 mg
['2C/C]-RO7034067.

Plasma samples were pooled across subjects, and metabolic profiles
were acquired after 1, 4.5, 12, 24 and 48 hours. Feces and urine
samples collected from each subject when available up to 168 hours.

Recovery of radioactivity during sample workup was determined

12. Main inclusion criteria

)

using LSC analysis
Healthy male volunteers. *l

13. The investigational medicinal
product, method of administration,

strength

Test substance ['2C/'*C]-RO7034067.
Dose po.: 18 mg; 20 uCi.
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Formulation [12C/1*C]- RO7034067 at 1 mg/mL as an oral drinking
solution consisting of a solvent solution containing a citrate buffer,
ascorbic acid and disodium edetate.

administration, strength

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

[1 5. Concomitant therapy

J( Not applicable. |

16. Efficacy evaluation criteria Nat applicable.
|17. Safety evaluation criteria JrNot applicable. |
[18. Statistical methods N ]

etc.)

19. Demographic characteristic of| No data available.
study population (gender, age, race,

20. Efficacy results

Following oral administration of ['>C/"*C]-RO7034067 the majority
of the radioactivity was recovered in the feces (mean recovery 53.2%),
with approximately half the amount of the dose recovered in the urine
(28.2%), the cumulative mean recovery of radioactivity following
administration (0-840 hours) was 81.4%. The pattern of elimination of]
radioactivity was broadly similar between the subjects (15.6 to 33.7%
of the dose in the urine and 44.7 to 62.1% of the dose in the feces).

Parent drug (RO7034067) was the major drug-related component in
plasma, accounting for 94, 87, 87, 80 and 80% of the radioactivity at
1, 4.5, 12, 24 and 48 hours after administration, respectively. The N-
oxide metabolite M1 (RO7112063) was identified as the most
abundant circulating metabolite and accounted for between 5 and 18%
of the plasma radioactivity after administration (1-48 hours).
RO7034067 and metabolite M1 accounted for 83 and 14% of the
AUCo4sn of the total drug-related material in plasma, respectively.
Additionally a number of low abundance metabolites (M2, M7, M9
and M26; all resulting from biotransformation of the piperazine
moiety) were identified in plasma, with no individual component
accounting for more than 3.3% of the radioactivity in any single time-
point.

The major component of the drug-related material in feces was
parent drug (RO7034067), accounting for 33% of the radioactivity and
14% of the dose (0-168 hours). The most abundant metabolites in feces
were M5 and M7, both resulting from metabolism of the piperazine
moiety; the metabolites accounted for 3.0 and 4.1% of the dose,
respectively.

The major component of the drug-related material in urine was
parent drug (RO7034067), accounting for 34% of the radioactivity and
7.7% of the dose (0-168 hours). The most abundant metabolite in urine
was M7 accounting for 1.8% of the dose.

r21. Safety results

I : J
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The in vivo metabolism in six healthy human volunteers waE’
investigated in plasma, urine and feces after a single oral dose of 18 mg
['*C/'*C]-RO7034067.

Plasma:

* Parent drug was the major component found accounting for 83% of
drug related material in circulation (percent of AUCj4g5). M1 (N-
oxidation, RO7112063) was identified as the major circulating
metabolite and represented 14% of AUCq.s.

Four additional low level metabolites (M2, M7, M9 and M?26), all
resulting from biotransformation of the piperazine moiety were
observed in plasma but relative to the AUC of total drug-related
material in plasma no individual metabolite accounted for greater than
2.2%

Excreta:

* Excretion of total []4C]-radioactivity was consistent across the
subjects.

Approximately 53% of the dose was excreted into feces and about
28% into urine within 35 days. For metabolite identification feces and
urine were pooled across subjects up to 168 hours.

* In feces, parent drug was the main drug-related component,
accounting for 14% of the dose. M5, M7 (both resulting from
biotransformation of the piperazine moiety) and M 10 (carboxylic acid
metabolite), were the most abundant metabolites accounting for 3.0,
4.1 and 2.2% of dose, respectively. A number of low level metabolites
were observed in feces (mainly involving biotransformation of the
piperazine moiety), but no single component accounted for more than
1.5% of the dose.

* In urine, parent drug was the main drug-related component,
accounting for 7.7% of the dose. The most abundant metabolite was
M7, accounting for 1.8% of the dose. Additional low level metabolites
were observed in urine (mainly involving biotransformation of the
piperazine moiety), but no single component accounted for more than
L 1.0% of the dose.

22. Conclusion

Applicant (Marketing Authorization Holder)

F. Hoffmann-La Roche Ltd

0 QU . JM W

F. Ho ‘r\n;jn-La Roche Ltd F. Hoffmann-La Roche Ltd
International Regulatory International Regulatory
Basel, Switzerland Basel, Switzerland

Leyla Lister Catalina Rojas
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3BiT mpo kainiune BHNIPOOYBaHHS

1. Ha3pa nikapcbkoro 3aco6
HasABHOCTI - HOMep

y (3a |

EBPICJII (EVRYSDI®)

—

PEECTPaLiHHOro NoCEi TueHHs) |

2. 3asBHUK . Xoppmann-JIs Porm JItn o
__|I'pensaxepurtpacce 124, 4070 bases, [1Beiinapis

3. Bupo6uuxk ©.Xopdmann-Jls Pour Jity

Bypwmicser, 4303 Kaiicepayrer, [setiuapis

EL I1poBeneni nocnimkenus:

I TakK Hi AKIIO Hi, 00IPYHTYBaTH

]

1) Tun nikapcekoro 3aco0y, 3a
AKHM NpPOBOIMUIACS abo
TUIAHY€EThCA peecTpallis

Jlikapcekuii 3aci6 sa NOBHUM JI0CBE (ABTOHOMHE
NiKapceKuii 3aci6.

Hoga nitoua peuosuna (ZIP). OpwurinanbHuii (iHHOBawiiHuit) nikapchkuii
3aci6 (Mosiekyna He NMpelicTaBieHa Ha PUHKY YKpaiuu) ais JIKyBaHHs
PIAKICHOTO 3aXBOPIOBAHHS 3riaHo nyHkry 10 (miamyHkry 10.1) po3ainy
V Ilopsiaky Hakazy MO3 Ykpainu Bia 23 nmunus 2015 poky Ne 460,

nocke).  [Himumii

5. TloBHa HasBa KiiniyHOro
BUINPOOYBaHHs, KOJI0BaHwuit
HOMEp KJIIHIYHOrO BUNIPOGYBaHHS

Ouinka in vivo meta6onizmy ['“C]-RO7034067: Metabonizm Y JIOAUHHU
micas npuitomy OIHOPa30BOT nepopanbhoi (18 mr) nosu y ulectu
100poBoIBIIiB.

3BiT Ne 1076764. 20 Bepecus 2018 POKY.

[KJliHiYHe BUNPOGYBaHus

6. Daza KJIiHIYHOrO :
[TomykoBse gocnimkenHs
BUNPOOyBaHHS |
7. [lepion NpoBe/ieHHs |(3: JaHUX HeMace.
KiHIYHOro BUIPoGYBaHHs J1aTa 3aBepienns nocimkenus: 20 BepecHs 2018 poky.
8. Kpaiuu, ze nposoammocs %mi KutTs: Hinepnanau.

OcobnuBocTi Metaboismy: Bennka Bpuranis.

-

EKiﬂbKiCTL AOCIT JPKYBaAHUX

6 310pPOBHX 106POBOIBLIIB.

10. Mera Ta BropumHi i
KJIHIYHOrO BUIPOGYBaHHs

[Lini

BuBuMTH OCHOBHI miaaXH merabonismy RO7034067 y nioaunu nicuis
NpUHOMY 0THOPa30BOT MepopanbHOT 103H (18 mr ['*C/™C]-RO7034067),
LJIAXOM aHalisy mpodinto MeTabouliTy B n1asmi Kposi, ceyi ta kai.

11, Hu3zaiin KJIiHIYHOTO

BUNPOOyBaHHA

MetaGonism in vivo Y LIECTH 310poBHX 106
Tiasmi Kposi, ceui ta kani i
['2C/'*C]-RO7034067.
| 3pasku  miasmu AOCTKYBaHUX  of'e/iHyBaiH Ta OTpUMYBaJH
MeTaboutiuni npodini uepes 1, 4,5, 12,241 48 ropun. 3pasku Kajy Ta ceui
OTPHUMYBAIU 1151 KOJKHOTO JOCTiKYBAHOr0 (3a MOXKIHBOCTI) MpoTsIrOM
10 168 roaun.
BinHosnenus

POBOJIBLIB BUBYABCA y
CJIsl OAHOPA30BOi MepopanbHOT 1031 18 Mr

pasioakTuBHOCTI

MA  yac obcTexReHHS 3pasKiB

[BU3HAYAJI0Ch 3a gonomMororo LLSC aHasnisy. i

@. OcHoBHi kpuTepii BKJ]}O‘JCHHH—‘ 3710poBi HOJIOBIKH-106pOBOIBL, T
ij%;(.é??c’(é}’;{/ ﬁ(,/zé*gfzw’

£
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13. MocnimpkyBanuii nikapcekuii
3aci0, cnoci6 3acTocyeanus, cuna
aif

BunpoGosysana peuosuna ['2C/*C]-R07034067.

Jloza qns nepopansHoro npuitomy: 18 mr; 20 MxKi.

@opma sunycky ['2C/"*C]- RO7034067 y no3i 1 mr/mn Y BHITIA
OpaNbHOr0 MUTHOTO PO3YMHY, [0 CKIady SKOIO BXOIMTH PO3YUH
PO3HHMHHHKA, WO MICTHTH LWMTPaTHUI Gydep, ackopGiHOBY KMCIOTY Ta
JUHATPIKO efeTar.

14. Ilpenapat nopiBHAHHA, 103a,
cnoci6 3actocyBaHHs, cuna mii

He 3actocogHo.

f15. CynyTHs Teparis

“ He 3acrocoBHo.

16. Kpurepii OLLIHKH

e(eKTHBHOCTI

He 3actocorHo.

IH. Kpurepii ouinku Gesnekn

]LHe 3aCTOCOBHO.

|1 8. CratucTuuHi MeTon

-

19.  Jlemorpadiuni nokasHuku
JOCIIIKYBaHOT Oy Asuii (crars,
BIK, paca, To1wo)

MaHni BiacyTHi.

20. Pesyneratu edexruBHOCTI

[Micnis nepopansroro npuiiomy [12C/1C]-R0O7034067 Ginbwma yactina
panioakTMBHOCTI BUALAIACK i3 Ka10M (cepenne BuBeneHHs 53,2 %), npu
LBOMY NpPHUOIM3HO TIOJAOBMHA [03M BHUBOAMIACH i3 CEuero (28,2 %),
KYMYIATHBHE Cepe/iHE BUBE/ICHHS Pali0aKTUBHOCTI micis npuitomy (0—
840 roaun) cranosuno 81,4 %. Xapaktep BUBEICHHS Pali0akTUBHOCTI B
uinomy 6yB noaiGHuil Misk ocobamu (15,6-33,7 % no3u B ceui ta 44,7—
62,1 % no3u y kani).
Buxinauuii nikapcekuii 3aci6 (RO7034067) 6yB 0OcCHOBHMM NOB’s13aHUM
i3 NIKapCHKUM 3aC060M KOMMOHEHTOM y nasMmi Kpoei, mo ckiagas 94,
87, 87, 80 Ta 80 % pamioakTHBHOCTI uepes 1, 4.5, 12, 24 ta 48 roaun
micis npuioMy BianosiaHo. N-okcua MetaGosit M1 (RO7112063) 6ys
ineHTHdIKOBaHUI K HAlGIIBL MOLIUPEHUH LUPKYIIOIOYHIA MEeTaboIT i
CTaHOBMB BiJ 5 1o 18 % panioakTusHOCTI y masmi KpOBi micJis npuiimy
(1-48 roaun). RO7034067 i meraGomit M1 crarosuim 83 i 14 % AUCy.
48h CYMapHOTO MOB’A3aHOrO 3 JiKapChKUM 3ac060M Matepiany B niasmi
KpoBi BiAnosigHo. OKpiM Toro, y miasmi KpoBi OyJ10 ineHTU(iKOBaHO psia
MeTaboniTiB y HeBenukii Kinbkocti (M2, M7, M9 i M26; yci Gynu
pesyiabTatoM Giotpancopmanii ninepasuHosoro ¢parmenra), npu
LbOMY OKPEMHUI KOMIIOHEHT CTaHOBHB He Ginbiue 3,3 % patioakTHBHOCTI
y Oyab-sikuii okpemuii MomeHT acy.
OCHOBHMM  KOMIIOHEHTOM OB SI3aHOrO 3 JIKapChbKUM  3ac000M
Matepiany B kami OyB BuXiaHwii Jikapcekuii 3aci6 (RO7034067), mo
craHOBMB 33 % papgioaktuBHocTi Ta 14 % n03m (0-168 rogun).
Haiibinbiw nowmpeni metaGonitn y kani (M5 i M7) 6ynu pesynsrarom
MeTa0o1i3My ninepa3uHoBoro dparMeHTa; MeTaGoTITH CTAHOBUAM 3 |
4,1 % nosu BianosiHo.

OCHOBHMM  KOMIOHEHTOM MOB’S3aHOrO 3 TiKapcbKUM  3aco6om
Marepiany B cedi GyB BuXiauuil nikapchbkuii 3aci6 (RO7034067), wio

P v K =
/@z%%% AJJ{ e . /‘_4
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CTaHoBuB 34 % papioakTuBHOCTI T2 7,7% nmosu (0-168 rOJIUH),
HaiiGinpim Nowrpenuit meraboit y ceui M7 cranosus 1.8 % nosu.

{@Peaynwaﬂd Oe3nexu ‘]L - j

Mera6oaism in vivo Y WECTH 310pOBHX 10GPOBONBLIR BHBYARCH B

M1a3Mi KpoBi, ceui Ta kani micng OIHOPa30BOI NepopatbHOi 1031 18 Mr
['*C/"*C]-RO7034067.
[Tnazma:

* Buxignwit  gikapcekuii  saciG OyB  OCHOBHUM  BusBIEeHUM
KOMIMOHEHTOM, 1110 cTaHOBHB 83 % B KPOB’iHOMY pycai (BizcoTok AUC,.
48). M1 (N-oxucnenns, RO71 12063) 6yB 11eHTHOIKOBAHHI 0CHOBHMM
MeTaboJ1iToM i cranosus 14 % AUCo.4s.
Yotupu aoparkosi HH3bKOPiBHEBI MeTaBo.TiTu (M2, M7, M9 i M26),
SIKI Oy pesynstatom ioTpancdopmauii HinepasuHOBOro (parmenTa,
CHOCTEpiragnch y muasmi KpOBi, OiHaK cTocoBHo AUC CYMapHoOro
NOB’A3aHOro 3 MKApCEKUM 3ac060M marepiany B miasmi KpOBI KoaeH
OKPEMHii MeTabolIiT He cTaHOBUB Ginpie 2,2 %.
Ekckper:
* Ekckpenist cymaphoi ['*C]-panioaktunocti Oyna ogHopinHoTO cepen
YCIX ocninKyBanux oci6.
92, BueHORGK (sakmoueHs) [pu6nusno 53 % J103H B!:*IBO)IHHO.CB is.jcanoru i 6]1{435}(0 28 % —i3 cedeio
fporsirom 35 nwuie. {as LAeHTUDiKaLi] MeTtabonity kam Ta ceya yeix
AOCTIUKYBaHUX 0Cif, 3i0paHi npotarom o 168 rouH, Oymu 06’ eHanui,
* Y kani Buximuuii MKapehbKuii 3aci6 GyB 0cHOBHMM MOB’A3aHUM i3
NIKapCLKUM 3aco6oM KOMMNOHEHTOM, cTaHOBAs4YM 14 % nosu. M5, M7
(o6unBa  Hymu Pe3yaLTaToM  GioTpanchopmarii ninepazMHOBOro
(bparmenTa) i M10 (MeTabounit kapGoHoBOT KMCI0TH) Oynu Halbiabm
Mowmnpenmu  Metabomitamu, 1o CraHOBHIM 3, 4,1 i 22% no3u
BianoBiaHo. V kani CIOCTEPIraBes psj HU3BKOPiBHEBUX metaboitie (B
OCHOBHOMY K  pesyibTar GiotpaHchopmarii ninepasMHOBOro
parmenTa), oanak sonen OKpeMHH KOMIOHEHT CTAHOBHB He Gijbie
1.5 % no3m.
* YV ceui Buxiguuii MiKapchbKuii 3aci6 GyB 0CHOBHHM MOB’A3aHUM i3
MKAPCEKUM 3ac080M KOMIIOHCHTOM, CTaHOBAA4M 7,7 Y% 1031, Haii6insm
Nolupenni mMerabonit M7 cranorus 1.8 % Ao3u. JlonatkoBo y ceui
Oyau BusBneHi HU3BKOpIBHEBI MeTabo1iTH (MepeBakHO 5K pesy.ibTar
biotpanchopmauii ninepasunosoro (parmenra), osHaxk ko en OKpeMHuii
L KOMITOHEHT CTaHOBMB He Ginbiue | % 1031,

—

3asBHHK (BNacHUK peectpaniitnoro TOCBI/14eHHs1)

®.Xoddmann-J1s Pow Jlta

[Tinmuc [lignuc

Jleiina Jlicrep Katanina Poxac

Binnin 3 mixxHapoanmnx PEryNATOPHUX MMHTAHb Binnin 3 misknaponunx PEryasiTOPHUX MHUTAHB
®.Xobdpmann-JIs Powr Jita ®.Xopdmann-JIs _Poul Jrn

basens, llIseiiuapis Basens, Il1Beiinapis

—
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Clinical Trial Report

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

EVRYSDI®

2. Applicant

F.Hoffmann-La Roche Ltd
Grenzacherstrasse 124, 4070 Basel, Switzerland

3. Manufacturer

F.Hoffmann-La Roche Ltd
Wurmisweg, 4303 Kaiseraugst, Switzerland

4. Trials conducted:

! yes

no If not, substantiate

1) type of the medicinal product, by
which registration was conducted or
planned

Medicinal product with complete dossier (stand-alone dossier). Other
medicinal product. New active substance (AS). Original (innovative)
medicinal product (the molecule is not presented on the Ukrainian
market) for treatment of rare disease according item 10 (sub-item 10.1)
of section V of the Procedure of Order of the Ministry of Health of]
Ukraine dated 23.07. 2015 Ne 460.

5. Full name of the Clinical Trial,
clinical trial code

Exploratory Assessment of In Vitro Protein Binding of RO7034067 in
Plasma Samples of Infants and Older Children.
Report No. 1077760. 22 January, 2018.

[6. Clinical trial phase

—“Exploratory Assessment

7. Period of the clinical trial

Study 1: from 1 July 2016 till 1 July 2017.

Studies 2 and 3: BP39055: first patient enrolled in Part 1: 19 Oct 2016
BP39056: first patient enrolled in Part 1: 23 Dec 2016
Cut-off date: 9 November 2017 for both studies.

8. Countries where the clinical trial
was conducted

Switzerland

9. Number of study participants

Study 1: plasma samples from 75 subjects were collected and screened.
Study 2 and 3: According to the protocol, plasma samples were
collected from SMA patients during the screening visit of studies
BP39056 and BP39055.

10. Goal and secondary objectives of]
the clinical trial

Objectives
In vitro plasma protein binding of RO7034067 was measured in

plasma samples from cord blood and plasma samples from non-SMA
children from birth to the age of 12 years (study 1), and from SMA
patients up to 25 years-old (studies 2 and 3).

11. Design of the clinical trial

Plasma Protein Binding (PPB) of RO7034067 was assessed in vitro
on plasma samples of children of various ages in three parallel studies:

1. Study 1: Non-SMA pediatric patients: A study entitled: “Plasma
protein binding of SMN2 splicing modifiers — a cross-sectional study
in plasma samples of infants and older children” was set up in
collaboration with the Universitats-Kinderspital beider Basel (UKBB)
to collect pediatric plasma samples in non-SMA patients including

cord blood.




2. Study 2: Plasma protein binding was measured as part of the
screening procedure in Type 1 SMA patients aged 1-7 months at
screening (BP39056 (Firefish) — cut-off date 9th November 2017).

3. Study 3: Plasma protein binding was measured as part of the
screening procedure in Type 2 and Type 3 SMA patients aged 2-25
years (BP39055 (Sunfish) — cut-off date 9th November 2017).

The extent of protein binding and recovery was calculated using the

following equations:

C buffer compartment
Fraction unbound (%) = L - i x100
C protein compartment

C protein compartment+C buffer compartment « 100

R $ =
ecovery (%) C protein pre-dialysis

where Couffer compartment, Cprotein compartment and Cpmtein pre-dialysis are
concentrations of the analyte in the buffer, sample at the end of]
dialysis, and in the spiked sample before dialysis, respectively.

For diluted plasma, a corrected free fraction was calculated using v«
following equation:

fu= (@ fu)/(1-[fu(1-a)])

where fu is the corrected free fraction, fu'is the apparent free fraction,
and o is the dilution factor.
In addition, mean, standard deviation and coefficient of variation
were calculated.
The 75 clinical samples of study 1 were tested in nine distinct
experiments, while clinical samples of study 2 or 3 were tested in
smaller batches, usually one or two samples for experiment.

In each experiment, as a control, together with clinical samples,
RO7034067 and diazepam were spiked and dialyzed in human adult
control plasma (diluted and undiluted) and in rat control plasma.

12. Main inclusion criteria

Study 1. Infants and children between birth and the age of 12 years,
of both genders and all ethnic backgrounds, undergoing blood
sampling for diagnostic purposes.

Study 2 and 3. According to Study protocols BP39055 and BP39050. |

strength

13. The investigational medicinal|lconcentration of 3330 ng/mL. The final concentration of RO7034067
product, method of administration, after spiking in plasma diluted with Soerensen buffer (pH 7.4) with a

RO7034067 was dissolved in DMSO to a concentration of]
0.1 mg/mL and further diluted with DMSO to a final nominal

dilution factor of three was 33.3 ng/mL taking into account that the
amount of DMSO added was kept constant at 1% of the final sample
volume (v/v) of plasma/protein solution.

administration, strength

14. Comparator, dose, method of]

Diazepam (used to check the integrity of the dialysis experiment)
was dissolved in DMSO to a concentration of 1 mg/mL and further
diluted with DMSO to a final nominal concentration of 16700 ng/mL.
The final concentration in plasma samples was 167 ng/mL.
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15. Concomitant therapy

’L Not applicable.

—

16. Efficacy evaluation criteria

The equilibrium dialysis procedure was adapted to the low volume
of samples available and applied to the three studies.

Each dialysis study was conducted in triplicates using plasma or
diluted plasma (1:3). Before use, the pH of the plasma was checked
and, if necessary, adjusted to pH 7.4 with diluted phosphoric acid or
diluted sodium hydroxide.

The concentrations of RO7034067 and diazepam were quantified in
each plasma and buffer compartment by LC-MS/MS. The lower limit
of quantification was 0.250 ng/mL for RO7034067. The calibration
range was from 0.250 ng/mL to 250 ng/mL for RO7034067.

For these investigations, the following acceptance criteria were used
as indicative information but were not considered as criteria to rejecta
run. The back-calculated concentrations should preferably not differ
from the nominal concentrations by more than 15% for calibrators and
quality control samples, and 20% for lower limit of quantitation
(LLOQ) level.

D?. Safety evaluation criteria

Iwot applicable

18. Statistical methods

Per protocol of study 1, a linear regression model
yYi=a+ fiI X agei + &

was considered, where y; denotes the logarithm of FU [%] (as measure
for PPB) of patient i, and &; is the residual error which is assumed to be
independent and normally distributed with mean 0 and variance o2.
In order to enable an integrated assessment of all FU values across all
studies, the data from study 1 was combined with the FU data obtained
from studies BP39055 (study 3, ‘Sunfish’, age 2-25 years) and
BP39056 (study 2, ‘Firefish’, children 1-7 months at screening).

The linear model

Yei=0 + % + feage; +y X age; + &

was applied to the combined data, where yx; denotes the logarithm of
standardized FU[%] of patient i in Study &, 7 is a factor for 'Study' and
TX age is the interaction term.
Again, &; denotes the residual error which is assumed to be independent
and normally distributed with mean 0 and variance o2.

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

In study 1, four cohorts were defined as per protocol in addition to
the cord blood samples: cohort I (0-6 months), cohort II (6 month—
1 year), cohort III (1-2 years) and cohort IV (212 years).

In studies 2 and 3, Type I SMA patients 1-7 months of age at
screening (study BP39056) and Type II and III SMA patients 2-25
years of age (BP39055).

20. Efficacy results

In study 1, the overall fu% mean value was 9.7% (SD 2.8). In plasma
collected from babies of cohort I (0-6 months), cohort IT (6 month—
1 year), cohort III (1-2 years ) and cohort IV (2—12 years) mean fu%
was 11.3 (SD 3.2), 11.4 (SD 1.2), 10.4 (SD 1.9), and 8.0 (SD 1.7)




respectively. In previous experiments a free fraction of 11% was
measured in adult plasma (RDR1066030).

Results of study 1 have been also analyzed together with data
generated in study 2 and 3. There was no statistically significant age
effect on FU [%] at the a = 0.05 level for the pooled data set of studies
1, 2 and 3, based on all data available to date.

Total protein and albumin concentrations were measured in 52
subjects of study 1, when a sufficient volume of sample was available.
A strong association between fu of RO7034067 and albumin or total
protein concentration was not observed.

Diazepam protein binding was measured as additional control of the
dialysis experiment. In diluted control plasma fu% of diazepam was
considerably lower than in undiluted plasma, the same effect was not
observed for RO7034067.

An association between fu% of diazepam and fu% of RO7034067
was not observed. In subjects where a significantly higher fu% of
diazepam was measured, fu% of RO7034067 did not follow the same
trend.

[2 1. Safety results

- |

22. Conclusion

Based on protein binding measured in human plasma from cord
blood, neonates and children (non-SMA and type I, II, and III SMA
patients), there is no age dependency of RO7034067 plasma protein
binding.

Applicant (Marketing Authorization Holder)

F. Hoffmann-La Roche Ltd

FHo n@éLé(c P%ﬂ
International Regulatory

Basel, Switzerland
Leyla Lister

fpa. L, ) U

F. Hoffmann-La Rcdhe Lit
International Regulatory
Basel, Switzerland
Catalina Rojas
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3BiT npo kuiniune BHIIPOOYBAHHA

1. Hasea nikapcekoro 3acofy (3a
HAaABHOCTI - HOMep peecTpaLiiiHoro

MOCBIA4EHHs)

2. 3adABHUK

EBPIC/II (EVRYSDI®)

®.Xodpdmanu-JIs Powr Jitx
I'pensaxepiurpacce 124, 4070 basens, IlIseliuapis

3. Bupo6uuk

@.Xopdmanu-JIs Pow JTtg

]

Bypwmicser, 4303 Kaiicepayrer, IIBeiiuapis

4. INpoBeaeni gocnimkennsa:

I nax i SIKILO Hi, 0BrpyHTYBaTH

1) Tun nikapeskoro 3acoby, 3a gkum

Jlikapcbkuit 3aci6 3a noBHUM
NiKapceKHii 3acif.
Hosa pnitoua peuosuna (JIP).

JOChe (aBTOHOMHe a0che). [Himmii

Opurinanbuuii  (iHHOBauiiiHMI)

BUNIPOOYBAHHA, KOJOBAaHMIl HOMep
KJIiHIYHOrO BHIIPOGYBAHHS

fpoBojutacs  abo  nmamyeTses||TikapebKuii 3aci6 (Monekyna He npejicTaBiena Ha PHHKY YKpaiuu) ams

peecTpaitis NiKyBaHHS piaKicHOro 3aXBOPIOBaHHS 3riJHO MyHKTY [0 (mianynkry
10.1) pozginy V Iopsaaxy nakasy MO3 Yxpainu Bin 23 aunus 2015
poky Ne 460,

5. TloBwa wasa  kjiHiunHoro [lomykoBa ouinka in vitro 3B’s13yBaHHs 3 Ginkom RO7034067 y

3paskax IJasMu HEMOBJIAT Ta iHIIMX JiTeH.
3BiT Ne 1077760. 22 ciuns 2018 pOKY.

L6. ®asza kaiHiuHOro BHHpOﬁyBaHHH—’[IOLIJyKOBa OLliHKa

7. Tlepion nposenenns wainiyHOro
BUIIPOOYBaHHs

L_

_,
Hocninxenns 1: 3 1 aunus 2016 poky no 1 sunus 2017 poky.
Hocnimxenns 2 i 3: BP39055: NEpUIMH MaLieHT, BKIOYEHUI vy
dactudy 1: 19 xostH 2016 poky
BP39056: nepumii nauieur, pkmouenuit y
dactuny 1: 23 rpyans 2016 poky
Jlata 3aBepiuenns 300py naHux: 9 nuctonana
2017 poky s 060X A0CimKEHD.

8. Kpaiuu, ne nposoaniocs kiiniune
BUNIPOOYBaHHs

Ulselinapis

9. Kinbkictb gocnimiyBanux

Hocnimxkenns 1: 3pasku nmnasmu KpoBi 75 oci6 Oyau 3ibpani Ta
nepesipeHi.

Hocaimkenns 2 i 3: Bianosigno 1o MPOTOKOJY 3pa3sKu MiasMu KpoBi
Oynu 3i6pani y nauientis 3i cninansuoto M’530B010 atpodieio (CMA)
Mi/1 Yac CKPUHIHIOBOro Bi3uTy gocaimkens BP39056 i BP39055.

10. Mera Tta BrOpHHHI
KJIHIYHOrO BUNIPOGYBaHHS

it

Lini

38’s3yBanns 3 Ginkamu riasmu RO7034067 in Vilro BUMIpIoBanocs
Y 3paskax [1a3MH KPOBI 3 NMyNOBHHHOT KPOBI Ta Na3Mu KpOBi JiTei
0e3 CMA Bix HapomkenHs 10 BiKy 12 pokis (gocnimkenns 1) i niteii

i3 CMA Bikom 10 25 PokiB (nocnikenns 2 i 3),

=7 5 g s |
/ ¥ j///'//.(‘/(_éd,( '/ 2‘/,,.45/(4'['/
L I'd -
/. 7, 7 I3 ] P 7
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3B’a3yBaHHa 3 6inkamu masmu RO7034067 ouixroeanock in vitro B
3paskax MiasMu Kposi oci® pisHOrO BiKy B TPLOX mNapaneabHUX
JOCTIPKEHHSX :

1. Hocnimxenus 1: pgitu 6e3 CMA: gochipKeHHS 3a HA3BOO:
«3B’s13yBanHs 3 Oinkamu nnasmu moaudikatopis craiicunry SMN2
— OJITHOMOMEHTHE JIOCTIi/DKEHHs B 3pa3Kax IJ1a3MH KPOBi HEMOBJIAT Ta
AiTel cTapioro Biky» npoBoamiock npu chiBmpaui 3 Universitits-
Kinderspital beider Basel (UKBB) 3 meroto 360py 3paskiB miasmu
KpoBi y aiteil 6e3 CMA, y ToMy umc/li 3pa3K 1ynoBMHHOT KPOBI.

2. Jlocnimxenns 2: 3p°a3yBaHHs 3 Oi/IKAMHM MIa3MU BU3HAYAIOCE SIK
4acTHHA MPOLENYPH CKPUHIHTY Y mauieHTiB i3 CMA 1 tuny Bikom 1—
7 Mmicsiuie Ha MomeHT ckpuuinry (BP39056 (Firefish) — nara
3aBepLieHHs 300py aanHux 9 nuctonana 2017 poky).

3. ocnimxenns 3: 38’ s13yBaHHs 3 GiKaMH MIa3MH BU3HAYAIOCH K
4aCTHHA MPOLEAYPH CKPUHIHTY y nauieHTiB i3 CMA 2 ta 3 Tumy Bikom
2-25 pokis (BP39055 (Sunfish) — nara 3aBepienns 36opy anux 9
auctonaza 2017 poky).

CryniHp 3B°A3yBaHHA 3 GiJKaMu Ta BUBEICHHS 00YHCIIIOBANKCH 34
JOTIOMOrOK HACTYTHHUX PiBHSAHb:

C bygheprozo komnapmmenmy "

Hesg zana paryis (%) =

100

C binkosoeo komnapmmenmy

El, Huzaiin KAiHIYHOrO
BUNpoOyBaHHA C binkosozco komnapmmenmy+C 6vgheprozo komnapmmenm
poby Bugeoenna (%) = P — 2 - ¢ P E Y x 100
C Ginka npedianiz
pits Cﬁy(bepﬁoro KOMIAPTMEHTY s Coiaxosoro KOMIAPTMEHTY i Céima npegianiz €

KOHLEHTpaLisiMK aHaniTy B Gydepi, 3pasky B kinui mianisy i B 3pasky
[0 fiajtiszy 3 A0faBaHHAM CHOJIYKH, L0 BU3HAYANACS, BiATIOBIAHO.

Jnsi possenenoi mnasMu BiAKOpUroBaHa BikHa (pakiis Oyna
o0uucIIeHa 32 I0MOMOTOKO HACTYITHOTO PiBHAHHS:

Ju=(a e fw)/(1- [fu~(1-a)])

oe fu € BiIKOpMrOBaHOW BiNBbHOW (pakuiclo, fu' € O4eBMAHOI
BUILHOIO ()pakLi€ro i o € KoeillieHTOM po3BeaeHH.

Oxpim Toro OynM oOuMCIEHI cepeiHe 3HauYeHHs, CTaHAapTHe
BiJIXW/IEHHA Ta KoediuieHT Bapiauii.

75 KniHIYHUX 3pasKiB jgocnimkenHs 1 BuBuanmca B 9 okpemux
EKCIepUMEHTaX, NpH LbOMY KIIHIYHI 3pa3sku AocaiaxeHs 2 abo 3
BMUBYAIMCE B MEHIIHMX CepiX, 3a3BuUuaii ojuH abo aBa 3pasku a7
€KCIIEPHUMEHTY.

Y KOXKHOMY €KCNEPUMEHTI, y SKOCTi KOHTPOJIO, pasoM i3
KIIHIYHUMA 3paskamu, RO7034067 i nmiazemam Gynu BBegeni Ta
Aiani3oBaHi y KOHTpONbHill numasmi mopociaux oci6 (posseaeHi i
HEPO3Be/IeHi) Ta y KOHTPOJIBHIHN I1asmi iypis.
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12. OcHoBHi kpurepii Bkmouenns

Hocnimkenns 1. Hemornsta Ta fiTh Bikom Bil HAPOKEHHS 10 12
POKiB 060X crateii Ta ycix eTHiunmx rpyn, AKMM MpPOBO/MBCA 3abip
KPOBI 3 1iarHOCTMYHOI METOIO.

Hocnimxenns 2 i 3. Bignosiano mo NPOTOKOMIB  JOC/IIPKEHD
BP39055 i BP39056.

I3. Nocnimkysanuit  nikapcokuii
3acib, cnocib 3actocyBanus, cuna aif

RO7034067 possomuses B mametuncynspokenai (DMSO) a0
KOHLEeHTpauii 0,1 Mr/ma i gani po3BoamBes 3a 10MOMOromw0 DMSO a0
3AKIIOYHOT  HOMiHANBHOT  KOHUeHTpauwii 3330 mr/ma. 3aKjo4Ha
KoHueHTpaiis RO7034067 nicis BeeaeHHs B [1asMy, po3Be/ieHa 3a
Aonomoroto Oydepa Soerensen (pH 7,4) i3 KoedilieHTOM posunHeHHs,
O [OpiBHIOBAB TPHOM, CTAHOBMJA 33,3 Hr/mn, Bpaxomyioum, wo
KibKicTh g0aaHoro DMSO YTPUMYBajoCk Ha ctabinbHomy piBHi 1%
3aKJIFOYHOr0 06°eMy 3pasky (ChiBRiAHOLICHHS 3a 00'eMOM) po3unHy
nJ1a3ma/6inok.

14. Tlpenapar MOPIBHAHHSA, [03a,
cnoci6 3acrocyBanus, cuna aii

Miazenam  (BukopucToByBaBCS  jUIN MEPEBIpKH  LiTiCHOCTI
CKCIICPUMENTY Jianisy) 6y posseaenuii y DMSO 10 KOHLeHTpaii |1
Mr/Mit i jmani possoamBes DMSO 10 sakmounoi HOMiHAJIBHOT
KoHueHTpauii 16700 ur/ma. 3akmouna KOHLEHTpallis y 3paskax
T1a3MH CTaHOBMJIA 167 Hr/mJ.

Ll 5. CynyTHs Tepanis

WL He 3acTocogno.

16. Kpurepii ouinku edexrusnocri

[Ipouenypa pisnosaxctoro Jianisy Gyna agantoBaHa 10 HM3BKOTO
00’eMy HasBHHX 3pa3KiB i 3aCTOCOBHA 110 TPBOX JIOCTiIXKEHb.

Koxne nocnimkenus nianisy MPOBOJMJIOCE Y TPHOX MOBTOpax i3
3aCTOCYBaHHAM mjasMu abo po3BefeHOT maasMu (1:3). Tlepen
3aCTOCYBaHHAM mepeipsiioch pH niasmu i 3a notpe6u pH 7.4 6yno
BIZIKOPHTOBAHO PO3BEAEHOID hocopHoi kucaotH abo possenenum
riAPOKCHIOM HATPIiO.

Konuenrpauii RO7034067 i Aiazenamy BH3HAYaNach KiJbKiCHO B
KOKHOMY KOMMapTMEHTI Mia3sMu Ta Gydepa 3a A0MOMOro0 MEeToy
piaMHHOT Xpomatorpadii 3 Mac-CreKTPOMETpier0/Mac-CrIieKTpoMeTpii.
HwxuHs meka kinekicHoro BU3HAY€HHA cTaHoBuaa 0,250 ur/mn ans
RO7034067. [lianason xani6pysanns cranosus Bia 0,250 ur/ma po
250 ur/ma nis RO7034067.

Hns  uux  gocnimpkens 3aCTOCOBYBANIMCA ~ HACTYNHI  KpuTepii
MPUAHATHOCTI Y SIKOCTi OpieHTOBHOT iHopMmaLil, 0HaK He BBaXKAMHCEH
KPHTEPIAMH 1/ BiAXHIEHHS cepii  BUMPoGyBaHb. Konuenrpauii,
PO3paxoBaHi 3a pesy/bTaTaMu BHMIpIOBaHS, NePeBaskHO HE MOBHHHI
BIAPI3HATHCA BiJ| HOMIHATBHUX KOHLIEHTpaLii Oinblue Hixk Ha 15 %
Ans KaniGpatopie Ta 3paskiB KOHTPOMO sKocTi, i 20 % ans HUKHBOT

17. Kputepii ouinku 6esnexu

]L He 3actocosno.

MeXi KiJ'[l:KiCHOFO BU3HAYEHHS.

18. Craructiuni metoau

-

3rigHo mpoToKoMy AOCHiMKEHHS | BUKOPHUCTOBYBAlack MOe/b
niHiliHOT perpecii

Yi=a+ B xage; + ¢

;f""/ 5 P =
( //////4 L2 Lt prdy
B [ / . P
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A€ yi 03Haqae norapudm FU [%] (s Mipa IS 3B’ A3YBaHHS 3 OiiKkamu
1a3MK) NawienTa i, i g e 3QJTHIIKOBOO [OMHIIKOIO, SIKA BBAXKAECTLCS
HE3AIeKHOI | HOpPMalbHO posnofiieHoo |3 cepesHiMm 0 Ta
po3bixkHicTIO 62,

3 METOK MOMKIHBOCT] iHTerpoBaHoi ouinKy ycix sHauenp FU B ycix
JOCIIKEHHAX JiaHi, OTPHUMaHi B a0c/imkeHH] 1, Oynu 06 ’eanani 3
AaHumu FU, otpumanumy B aocaimkeHHsx BP39055 (zocnimxenns 3,
«Sunfish», Bik 2-25 pokiB) i BP39056 (mocnimkenns 2, «Firefishy,
AitH BikoM 1-7 micauip NpH CKPUHIHTY).

Jliniiina mozens

Oyna 3actocoBana 451t 06’ e qHaHKX JaHMX, e Vi; 03Hayae Jorapugm
CMAHOapMu306an020 FU[%] nauienta i B JOCHiKeHHi k | 7 ¢
KoediuieHtom g1 «HOCIIIKEHHAY i T X gix € edexrom Bzaemonii.

[ 3HOBY ¢&; € 3anumKOBOIO TOMUIIKOIO, 11O BBAKAETHCSA HE3aNEIKHOIO Ta
[HOPMaJIbHO PO3MOAIIEHOIO i3 cepennim 0 Ta po36ikuicTio 62,

Yhi=@ + 7+ B eage; +y e Xage; + g

BiK, paca, TOLLI0)

AONATKOBO 110 3pa3KiB MyMOBHHHOT KpoBi: koropra I (0-6 MicsiliB),
koropta II (6 micsiuis—I pik), koropra IIT (1-2 poku) i koropra IV (2—
12 pokis).

19. Nemorpadiuni  nokasumku
AOCTIKYBaHOT  Momyaswii (crars,

Ha MOMEHT CKPHHIHIY (10chimkeHHs BP39056) i nauientu is CMA [1

Y nocnimkenni 1 6ynu usHaueni HOTHPH KOTOPTH 3a MPOTOKOJIOM

Y pocnimkennsx 2 i 3 narienty i3 CMA I tuny sikom 1-7 micsuin

i Il tuny Bikom 2-25 pokis (BP39055). el

20. Pesynbratu edexrnprocTi

[y Aocnipkenti | saransHe fu% CEPE/IHE 3HAYEHHA CTaHOBMIO0 9,7 Y%
(cTaHDapTHe BigxuieHHs 2,8). V nasmi kposi aiteit Koroptu | (0-6
Micswi), koropru II (6 micauis—1 pik), koropru I (1-2 poku) i
koroptu IV (2-12 poxku) cepente fu% cranosuno 11,3 (cTanpaprHe
BiaxuneHns 3,2), 11,4 (crannaprHe Bigxunenns 1,2), 10,4 (cranpaprue
BiXuaenna 1,9) i 8 (cTannapTHe Bigxunenws 1,7) Bianogigno. VY
NONEPE/IHIX eKCNEPUMEHTAX BimbHa bpakuis 11 % BUMiploBasiace y
M1a3Mi KpoBi JIopocnx (RDR1066030).

OTpUMaHUMH y aochimkennsx 2 i 3. He CIOCTepiranoch CTaTUCTHYHO
3HaYUMOro BIUIMBY Biky Ha FU [%] mpu a = 0,05 w1 06’ enuanux
JAAHHX, OTPUMAHMX Y JOC/Ti IIKEHHAX 1,213, na nigcragi YCIX HagBHHX
Ha CbOrOJHI JaHUX.

JOCTIKYBaHUX OCi6 y focstimKeHH] I, xomu 6yB HasBuuil nocTaTHii
00’eM 3pasky. He CHOCTEPIraBcs CUIBHMIA 3B’ 130K Mik fu RO7034067
i KOHLEHTpaLiElo ane0yMiHy abo 3arajbHoro Oinky.

KOHTPONIL eKcrnepuMeHTy 3 piamizom. V PO3BECHOMY KOHTpOJI
miasmu fu% niasenamy Bpacapcs MCHIIHM HDK Yy HeposBejeHiii
[71a3Mi, aHaNOriYHui edekT He cnoctepiraBes a1 RO7034067.

Pesynnratu nocnimkenns 1 takos aHaIi3yBaIuch pasoM i3 JaHUMH,

Konuentpauii saransioro 6inka ta ans0yMiHy BU3Hauammch y 52

3B’s3yBaHHs liazenamy 6inkamMu BM3HauaTOCH AK JIOJATKOBHIA

S 3P rrl W =
) Z{Zzaﬂ e ol ‘i/ﬂ:-afaz;-y
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T 38’A30k Misk fu% Aiasenamy Ta fu% RO7034067 ne crocTepirabes.

Y ocif, y saxux fu% Aiazenamy 6yB cyTTeBo BHIIKM, fu% RO7034067
HE IEMOHCTPYBAB aHANOrIYHOT TEHJIEHLIT,
21. Pesynbratn Gesneku jL E

T Ha mnigcrasi 3B’S3YBAHHA 3 GiKom, BH3HAYE€HOr0 B masmi
MYNOBUHHOT KPOBi JIFOMHU, HEMOBJIAT | niTeli 0e3 CMA Ta nauienrip
22. BucHoBok (3aKmouenHs) y P HEHEL A ( =

i3 CMA I, I1 i III THITY) He CIIOCTEPIranoch 3a1eKHOCT] BiJl BiKy s
3B’ s13yBanHs RO7034067 3 Ginkamu MIa3MH.

=

3afABHHUK (BJaCHHK peecTpaniiiHoro nocsiguenms)

®.Xopdmann-Jls Pow Jita

[Minnuc
Jleiina Jlicrep

Binnin 3 misknapoguux PeryIaTOpHHUX MHTAHB
®.Xopdmann-JIa Powr Jity
bazens, Iligeiiuapis

IMianuc
Karanina Poxac

Bimnin 3 mixnapoasnx PETYIATOPHHX HTAHL
®.Xopdmann-JIs Pow Jity
Bazens, Llseiiuapis

/’. ) ) e
L creesr o &z /zQ;_f Zsdy

f‘/%v}_ - j(./za(/za/z .
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Clinical Trial Report

1. Name of the medicinal product

available)

(number of registration certificate, if

EVRYSDI®

2. Applicant

Mﬁ{offmann-La Roche Ltd

3. Manufacturer

Grenzacherstrasse 124, 4070 Basel, Switzerland

Wurmisweg, 4303 Kaiseraugst, Switzerland

4. Trials conducted:

no If not, substantiate

F

planned

1) type of the medicinal product,
which registration was conducted or

Medicinal product with complete dossier (stand-alone dossier). Other
medicinal product. New active substance (AS). Original (innovative)
medicinal product (the molecule is not presented on the Ukrainian
market) for treatment of rare disease according item 10 (sub-item 10. 1)
of section V of the Procedure of Order of the Ministry of Health of]
Ukraine dated 23.07. 2015 Ne 460).

F.Hoffmann-La Roche Ltd
by

clinical trial code

5. Full name of the Clinical Trial,

Population Pharmacokinetics, and Pharmacokinetic-
Pharmacodynamics Analyses of Risdiplam for Studies BP29840,
BP39054, BP39055, BP39056 and BP41361 in Healthy Subjects or
Patients with Spinal Muscular Atrophy.

Report No. 1102770. June 2020.

(6. Clinical trial phase

E |

7. Period of the clinical trial

Version 0.1: 25 May 2020
Final: 12 June 2020

]
7

——

was conducted

8. Countries where the clinical trﬁ'

F.Hoffmann-La Roche Ltd

9. Number of study participants

A total of 10,222 plasma risdiplam concentrations collected from 525
subjects (61 healthy subjects and 464 SMA patients) participating in
either of the five clinical studies BP29840, BP39054, BP39055,
BP39056 or BP41361 were included in the population PK modelling.

_

the clinical trial

10. Goal and secondary objectives of

The objective of this work was to describe risdiplam PK and PKPD
relationship in SMA patients who participated in Studies BP39054,
BP39055 and BP39056 and specially to:

- Develop a population PK model using risdiplam plasma
concentration data (starting from the reference PPK mode] developed
for the data set available as of 24th of April 2019).

- Derive secondary PK parameters (AUCo24n, Cimax and Cay) of]
individual patients for investigation of PKPD analysis and exposure-
efficacy and -safety analyses.

- Explore PKPD relationship between risdiplam PK and the
pharmacodynamics markers SMN protein and SMN2 mRNA.

|11. Design of the clinical trial

TL Not applicable.

[& Main inclusion criteria

j] Population PK Modelling




i

Jprotein and SMN2 mRNA were included in the analyses.

All patients with at least one observation with adequate dosing and
sample collection information were included in the analysis.

Pharmacokinetics and Pharmacodynamic Analysis

All patients with sufficient risdiplam dosing history and at least one
adequately documented and quantifiable sample collection for SMN

13. The investigational medicinal
product, method of administration,

TRisdiplam.

strength J

Oral, once daily administration.
Dosage according to Clinical Study Protocols BP29840, BP39054,
BP39055, BP39056 and BP41361.

14. Comparator, dose, method o
administration, strength

F\Iot applicable.

E Concomitant therapy J@ot applicable. J
\TG. Efficacy evaluation criteria erot applicable. J

17. Safety evaluation criteria J[ Not applicable J

18. Statistical methods

Statistical assumptions inherent in the employed methodology, »._.
NONMEM. NONMEM version 7.4 and FOCE-I estimation method
were used throughout the analysis.

The population PK model previously developed on a total of 3478
PK observations from venous and capillary blood from 151 SMA
patients and healthy volunteers available as of 24th of April 2019
served as the reference population PK model. The reference model
comprises a three transit compartment absorption model connected to
a systemic linear two-compartmental PK model. Inter-individual
variability (ITV) was estimated for the absorption transit rate (ktr), the
apparent clearance (CL/F) and the apparent central volume of]
distribution (V¢/F). Proportional residual errors were separately
estimated for venous and capillary samples. Time-varying body weight
(power model structure with estimated allometric exponents) and age
(maturation function with sigmoid model structure) were included as
covariates of the model. The reference model was applied to the new
data set and the parameter estimates, precisions, shrinkage, goodne~~

of-fit plots (GOFs) and prediction-corrected visual predictive cheex
(pe-VPC) were reviewed to examine adequacy of the model to the new
data set. Covariate analysis was performed by 2 steps starting with
bootstrap generalized additive modelling (GAM) followed by stepwise
covariate analysis. Upon covariate analysis, the selected final PK
model was used for estimation of secondary PK parameters for PKPD
analysis for the pharmacodynamic (PD) marker SMN protein,
exposure-efficacy and -safety analysis. The other PD marker
SMN2mRNA (i.e.. SMN2FL mRNA and SMNA7 mRNA) were
analyzed for relationships with time-matched plasma risdiplam
concentrations. For SMN2 mRNA, a direct PKPD model was
developed.
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etc.)

!TQ. Demographic characteristic of
study population (gender, age, race,

The demographics of 527 subjects, consisting of 61 healthy subje&E‘
(BP29840 and BP41361) and 466 SMA patients (BP39054, BP39055
land BP39056) were included in the population PK analysis.

20. Efficacy results

—

[ Atotal of 10,222 plasma risdiplam concentrations collected from 525
subjects (61 healthy subjects and 464 SMA patients) participating in
either of the five clinical studies BP29840, BP39054, BP39055,
BP39056 or BP41361 were included in the population PK modelling.
The reference model was considered adequate to this new data set,
confirmed by good precision of parameter estimates, no obvious bias
in GOFs and satisfactory pc-VPC. In addition to the body weight and
the maturation effects already accounted for in the base model, the
covariate analysis identified healthy subject on CL/F as the only
additional statistically significant and clinically relevant covariate
(52.4% higher CL/F than SMA patients) and this was included in the
final PK model. The estimated AUCo.24n using the post-hoc PK
parameters of the final PK mode] was approximately 2000 ngsh/mL
(range of mean values per study: 1740-2070 ngeh/mL) in SMA
patients between 2m and 61y with body weight range from 4.1 to 109
kg across the therapeutic studies, BP39054, BP39055 and BP39056.
Graphical PKPD analysis showed exposure-dependent increase in
SMN protein of approximately 2-fold in average at the pivotal dose.
No obvious differences in PK-SMN protein relationship was seen
among types of SMA nor with versus without previous treatment. The
SMN2FL mRNA and SMN2A7 mRNA were positively and negatively
correlated with plasma risdiplam concentrations, respectively.

’g] . Safety results

| : =

22. Conclusion

The population PK modelling indicated that the selected dosing]
regimen with 0.2 mg/kg for patients <2 years, 0.25 mg/kg for patients
=2 years with a body weight of <20 kg, and 5 mg for patients >2 years
with a body weight >20 kg achieves the targeted mean exposure of an
AUCq.24n of approximately 2000 ngeh/mL.

PKPD analyses show that risdiplam exposure is correlated with
changes on SMN2 mRNA splicing and subsequent production of

e/

functional SMN protein.

e

Applicant (Marketing Authorization Holder)

F. Hoffmann-La Roche Ltd

S

F. Hoffm

A

s

nn—LéQch% Ltd

International Regulatory

Basel, Switzerland

Leyla Lister

2

/’\ ‘
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F. Hoffmann-La Roche Ltd
International Regulatory
Basel, Switzerland
Catalina Rojas
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iT npo kiHiuKe BUNpOGyBanus

1. Haspa nikapcbkoro 3acofy (3a

HasABHOCTI - HOMEp peecTpaLiiHoOro EBPICII (EVRYSDI®)
TMOCBIAYEHHs1)

®.Xoddpmann-Jla Pow Jity
2 JAABRHK ["pensaxepiurpacce 124, 4070 basess, 1lIBelinapis
. Bt ®.Xoddmann-JIa Pow Jita

Bypwmicser, 4303 Kaiicepayrer, Ieiitapis

4. [NpoBeeni nocmimxeHus:

TaK Hi

SAKLIO Hi, 00rpyHTYBaTH

1) Tn nikapcekoro 3aco6y, 3a sKum

Jlikapcbkuii 3aci6 3a mosHuM 0chHE (aBTOHOMHe j0CKE). IHIMiIA
nikapcbkHii 3acif.

Hosa nitoya peuoBuna (AP). OpwrinansHuit (iHHOBaLIHHMA)

BUNPOOYBaHHS, KO0BaHHH HOMep
KJIIHIYHOTO BUIIPOGYBaHHS

fipoBoaunaca  abo  muaHyeTbes |mikapebKuii 3acio (MosieKy1a He npe/icTaBleHa Ha PUHKY Y Kpaiuu) nas
peecTpauis MIKYBaHHS Pi/IKICHOrO 3aXBOPHOBAHHS 3rigHO nynkty 10 (nianynkry
10.1) posniny V Mopsaaxy Hakazy MO3 Ykpaiuu Big 23 nunug 2015
L poky Ne 460.
AHallis  nonynsuiiiHoi  (papmakokineTnku Ta dapmakoannamiku
5. IloBHa Ha3ga  KniHiuHoro pucaunnamy  aas  pocnimkeHs BP29840, BP39054, BP39055,

BP39056 i BP41361 y 3n0poBux oci6 a6o mauientip 3i CMiHAIBHOIO
M’5130B010 atpodiero.
3BiT Ne 1102770. Uepeenn 2020 pOKY.

f6. ®a3sa kiaiHiYHOrO BHHpOﬁyBaHHﬂ—l

:

1. Ilepion mposenenns wiiniunoro
BHIIPOOYBaHHs

Bepcis 0,1: 25 tpasus 2020 poky
3aBepuienns: 12 yepens 2020 poky

8. Kpainu, 1e nposoaunocs kniniune
BUNpPOOYyBaHHA

@.Xohdmann-JIs Powr Jitn

9. KinbkicTs gocimkyBanmnx

—

3aranom 10222 kouueHTpauiii pucaunnamy B nnasmi kposi Gynu
3i0paHi Bix 525 oci6 (61 310poBuX ocib i 464 nauientip 3i CMA), ski
Opasin yuacTs y n'aTH KIiHIYHUX 10CTiDKeHHIX BP29840, BP39054,
BP39055, BP39056 a6o BP41361 Oy BKMoueHi B monynsiiiite ®K
MO/IE/IIOBAHHS.

10. Meta Ta BropuHHI
KJiHIYHOTO BUIIPOOYBaHHSI

i

Meroro uiei po6otu 6ya0 onucatu ®K pucauniamy Ta 3B's30k OK-
©J1 y nauientis 3i CMA, siki 6pasin y4acTb y fjocnipkeHusx BP39054,
BP39055 ta BP39056 i 30kpewma:

- po3pobutd nonynsuiiiny ®K mozens 3a JOMOMOTOK  JTAHUX
KOHLEHTpauii pucaumriiamy B miaswi KpoBi (mouuHaroum 3
pedepentHoi nonynsuiiinoi ®K MOJeN, po3pobiieHol nus naHmx.
HasABHHX Ha 24 kBiTHs 2019 poky).

. -—-.3'/ il A
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- OTpumati BTopunHi ®K napamerpu (AUCoasn, Coa i Cav) mns
OKpEeMUX MNaUi€HTIB U1 BHBYEHHS ananizy ®K i ®J Ta aHalizy
CKCIIO3MILIT, epeKTHBHOCTI Ta Gesneky.

= BHBYMTH 3B'W30k @K | O] mix OK pucauniamy Ta
(apmakoanHamiyHHMH Mapkepamu 6i1ok SMN i MPHK SMN2.

11. Hu3zaiin KJIHIYHOro

He 3actocogHo.
BUINPOOYBaHHS

llonyasuiiine @K monentosanHs

B ananis 6ynu Brmoueni yci nauientu is IOHAKMEHILIE OZHUM
CMOCTEPEIKEHHAM 3 iHOPMALED NMPO HaNeKHe A03yBaHHA Ta 36ip
3pasKis.
12. OcHoBHi kpuTepii BKOUEHHS AHani3 hpapMakoKiHeTMKY Ta bapMaKoIHHaM K1

B ananis Gynu Bkmoueni yei nauientu 3 JOCTAaTHBOK iCTOpi€ID
AO3YBAHHA PHCIMNIAMY Ta WIOHAMMEHIIE OJHUM HANEKHHM YMHOM

33/I0KyMCHTOBAHHM | KiJlbKiCHO BUMiploBanbHuM st Ginka SMN i
MPHK SMN2,

Pucurnnam.,

13. Jlocnimkysannii  nikapcokuii llepopanbro omun paz na 100y.

3acib, cnocib 3actocypanus, cuia aii MlosyBaHHs 3a mpoTokomamMM  KJiHIYHKX nochimxens BP29840,
BP39054, BP39055, BP39056 ta BP41361.

14. Tlpenapat MOPIBHAHHA, 034, He 3acTOCOBHO.
Ccnocib 3acrocyBaHHs, cuia aii

BS. CynyTus Tepanis ]LHe 3aCTOCOBHO. 7
@. Kpurepii oninku edexrusrocri HJIe 38CTOCOBHO. ]
|17. Kpurepii ouinku Gesnexu 1@6 3aCTOCOBHO. I

W CraticTMuHi  npunyuieHHs,  BracTuBi AN 3acTocoBaHOl
MeTooJorii, To6to NONMEM. B xoni aHali3y BUKOPHCTOBYBAJIKMCE
NONMEM Bgepcii 7.4 i metoa ouinku FOCE-L.

[onynsuiiina ®K monens, paHille po3poGiiena 3arajoM Ha OCHOBI
nanux 3478 ®OK crocrepeskers 3 BeHO3HOT Ta KamiaspHoi kposi 151
natienta 31 CMA i 3n0posux N0OpOBOIbLIB, HAABHHX Ha 24 KBiTHS
2019 poxy, wo cnyrysanu pedepentHoo nonynsuiiinorn  ®K
Mojenmo. PedepentHa Mozmens ckiaganacs is TPBOXKOMIIAPTMEHTHOT
TPaH3UTHOT Mozeni abcopbuii, nos’s3auol i3 CUCTEMHOIO niHiliHO0O
18. Cratucruuni metoau ABOXKOMMapTMeHTHOO ~ DK mopeno. MixinausinyansHa
BapiabenpHicts (I1V) Gyna po3paxoBaHa /s IBUAKOCTI TPAH3UTHOT
adbcopbuii  (ktr), ouesuaHOroO kaipency (CL/F) i oueBumHOro
LCHTpanbHOro 06’emy posnoainy (Vc/F). [Tponopuiiini 3anumkosi
NOMUIIKM  OyNIM  pospaxoBaHi OKpEMO /Ui 3pa3KiB BEHO3HOT Ta
KariaspHoi Kpoei. 3anexHa Bin 4acy Maca Tina (CTpykrypa Mmojeni
MOTYXHOCTI 3 PO3paxyHKOBUMH AIOMETPHYHHMM MOKA3HUKAMM) i BiK
(byHnkuis no3pisanus i3 curmoizanbHo CTpYKTYporo Mozeni) Gyau
BKJIFOYEHI sK KoBapiaTh mojen. Pedepentna mopens Gyna
34CTOCOBAHA /151 HOBOrO Habopy JaHMX i po3paxoBaHux napameTpis,

&Y A recrmar Y.
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jTO‘IHOCTi, YCaIKu, rpadiku KpuTepito agekBaTHOCTI (GOFs) i ouinka
CKOPMIOBAHOI 33 MPOrHO30M MPOrHOCTHYHOT 3ATHOCT] Mojeni (pe-
VPC) 6ynu npoananizosaui Ha NpeAMET aneKBaTHOCTI Mojeni a0
HOBOro HaGopy jgaWmx. Amanis koBapiar OyB BHKOHaHMil 3a
AOMOMOroK 2 ertamiB, MOYMHAKOUH 3 nodynoen  Gyrctpen
EHepani3oBaHol  agMTMBHOT  Mojei (GAM) i3 wactynHum
MIPOBC/ICHHAM  MOKPOKOBOTO  KoBapialiiiHoro aHanizy. [licns
KoBapiauiliHoro — awanizy BUOpana 3akmouyna OK  mozens
BUKOPHUCTOBYBaacs Aist 004HCICHHA BTOPUHHIX DK napameTpis as
aHanisy ®K ta ®JI ana papmakoausamivmoro (@) mapkepy 6inka
SMN, ananizy CKCMO3HULLIS—e(eKTUBHICTb i aHamisy Gesneku. [HiMii
Mapkep @/ MPHK SMN2 (to6To: MPHK SMN2FL i MPHK SMNA7)
aHallizyBaBcs Ha mpeaMer 3B'A3KY 3 Y3rO/DKEHMMH 33 4acom
KOHUEHTPALisIMH PHCAWNAAMY B I1a3Mi kpoi. Jlns MPHK SMN2 6yi1a
pospobiiena Gesnocepeaus Moaens OK i DJI.

19. [lemorpadiuni  nokasuuxu Hemorpadiuni aani ans 527 oci6, wo CKIIagammce i3 61 3mopopux
AoCiKyBaHol nonyasuii  (crarth, [oci (BP29840 i BP41361) Ta 466 nauieutis 3i CMA (BP39054,
[BiK, paca, Toio) BP39055 i BP39056) 6yu Bktoueni y nonysauiiinuii ®K ananis.

3aranom 10222 konuentpauiit pucaumIamy B mniasmi kposi 6yam
3i6pani y 525 oci6 (61 3710poBa ocoba Ta 464 nauienta 3i CMA), sxi
Opaiiy yyacThb y ' STM KMiHIYHHX 10C/TIKEHHAX BP29840, BP39054,
BP39055, BP39056 Ta BP41361, Oynu BKMIOYeHi y nonyasuiiine ®K
MoaemosatHi. Pedepentna Mozens BRaxamack anekpaTHOM 118t
LBOro HOBOTO Hadopy [daHMX, IO MATBEPIKYETBCH  XOPOLIOHO
TOYHICTHD  OLHKH MapaMeTpiB,  BiICYTHICTIO  OueBMIHMX
cHCTEMATHIHUX nomuiok y GOFs i sagosinerum pe-VPC, Oxpim
BILIMBY MacH Tija Ta edpeKTy 103piBaHHsL, SKi Bike BpaxoBaHi B 6a30Biii
Mozneni, KoBapiauiiiHui auanis izenTudikyBas 3noposy 0coby Ha
CL/F sk eIuHy 10JaTKOBY CTATHCTHYHO JOCTOBIpPHY 1 KiHiuHO
3Ha4YMMy KoBapiaty (Ha 52,4 % suiy CL/F wix y nauienrie 3i CMA)
20. Pesyabratu epexrisHoCTi i LIe 6yJ10 BKJIIOUEHO B sakmouny OK mozens. Pospaxynkosa AUC).a4,
3a lonomororo anoctepiopunx @K napamerpis saxmounoi ®K mouei
cranoBuna 2000 wrerog/mn  (gianason CEepe/IHIX 3HaueHb Yy
nocipkenni: 1740-2070 Hreroz/min) y nauieHris 3i CMA Bikowm Bij 2
MicALiB 10 61 poky 3 AiamazoHom macu Tina Big 4,1 1o 109 kr B
TCpaneBTHYHUX JociKkeHHax BP39054, BP39055 i BP39056.

I'pagiunnit ®K i ®J ananis nokasae sanesxne Bl ekcrosuuii
30iabIIeHHs Ginka SMN npubAM3HO BABIYI B CepPeIHEOMY MpH
3aCTOCYBaHHI OCHOBHOI 1034, He crioctepiranoch xomHux OYEBUIAHMX
BiAMiHHOCTEIH 17151 38’13Ky OK-6inox SMN npu pisuux Tunax CMA, a
TakOJ K Y MOpiBHAHHI 6e3 nonepeaHboro nikyBanus. MPHK SMN2FL i
MPHK SMN2A7 nosutiBHo Ta mHerarusmo KopeoBaiu 3
KOHLIEHTPALISIMH PUCANIIIAMY B M/1a3Mi KPOBI Bi/MOBI1HO.

21. Pesynbtatu 6e3nexu TL = T
/

4
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[onynsuitine ®K monenoanus crigunts npo Te, 1o obpaHuii
PeXKUM 103yBaHHA 0,2 MI/Kr 1715 NalieHTiB BikoM < 2 pokiB, 0,25 mr/kr
A1 NaLi€HTIB BiKOM > 2 pokiB i3 macowo Tina < 20 KT, i 5 Mr s
MALEHTIB BiKOM > 2 pokiB i3 Macoio Tina > 20 kr 3abesnevye UinboOBY
cepeanto excnosuuiro AUCo24n ipubansso 2000 Hreron/mi.

AHaniz OK i ®]] nokasas, wo excrosuiis PUCIHILIAMY KOpenoe 3i
3MiHaMK  critaiicuiry MPHK SMN2 i nonansmi BUPOOJICHHAM
dyukuionansHoro 6inka SMN.

22. BucHOBOK (3akmoueHHs)

3asBHUK (BJIACHHK peecTpaliiiiHoro MOCBIIYEHHs)

®.Xodpdmann-JIa Powr Jity

IMignuc [Mignuc

Jleiina Jlictep Karanina Poxac

Binain 3 Mixkuapoganx PEryasaTOpHUX MUTAHD Biaain 3 mixkHapoauux PeryIsTOpHUX MUTAHb
@ Xoddpmauu-JIa Pow Jita ®.Xoddmanu-JIs Powr Jitx

basens, IllBeiinapis basess, lIBeiiuapis
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Clinical Trial Report

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

F.Hoffmann-La Roche Ltd
Grenzacherstrasse 124, 4070 Basel, Switzerland

F.Hoffmann-La Roche Ltd
Wurmisweg, 4303 Kaiseraugst, Switzerland

2. Applicant

3. Manufacturer

4. Trials conducted: I ves Z no If not, substantiate

Medicinal product with complete dossier (stand-alone dossier). Other
medicinal product. New active substance (AS). Original (innovative)
medicinal product (the molecule is not presented on the Ukrainian
market) for treatment of rare disease according item 10 (sub-item 10.1)
of section V of the Procedure of Order of the Ministry of Health of
Ukraine dated 23.07. 2015 Ne 460.

Protocol No. BP39055 (SUNFISH). A Two-Part Seamless, Multi-
Center, Randomized, Placebo-controlled, Double-blind Study to
Investigate  the Safety, Tolerability, Pharmacokinetics,
Pharmacodynamics and Efficacy of Risdiplam in Type 2 and 3 Spinal
Muscular Atrophy Patients.

Primary CSR, Report No. 1099250. February, 2020

Update CSR, Report No. 1101749. June, 2020.

6. Clinical trial phase _|[Phase /i |

First Patient Enrolled in Part 1: 19 Oct 2016
Last Patient Enrolled in Part 1: 06 Jul 2017

1) type of the medicinal product, by
which registration was conducted or
planned

5. Full name of the Clinical Trial,
clinical trial code

7. Period of the clinical trial First Patient Enrolled in Part 2: 09 Oct 2017

Last Patient Enrolled in Part 2: 04 Sep 2018
Clinical cut-off date (CCOD): 15 Jan 2020

Part 1: 5 investigational sites across 4 countries (Italy [2], Germany
[1], France [1], Belgium [1]).

8. Countries where the clinical trial
was conducted Part 2: 42 investigational sites across 14 countries (Japan [10], France
[5], Italy [5], Spain [4], Belgium [3], Canada [3], Poland [3], China
[2], US [2], Brazil [1], Croatia [1], Russia [1], Serbia [1], Turkey [1]).
Part 1 (2:1 active placebo): planned: minimum of 36 patients; actual:
51 patients (35 initially to risdiplam; 16 to placebo).

9. Number of study participants
Part 2 (2:1 active placebo): planned: 168 patients; actual: 180 patients
(120 to risdiplam; 60 to placebo).

10. Goal and secondary objectives of Primary objectives of the study:
the clinical trial Part 1




(To evaluate the safety, tolerability, pharmacokinetics, and

pharmacodynamics of risdiplam in patients with Type 2 and Type 3
(ambulant or non-ambulant) SMA, and to select the dose for Part 2 of]
the study.

Part 2

To evaluate the efficacy of risdiplam compared with placebo in terms
of motor function in patients with Type 2 SMA and non-ambulant
Type 3 SMA, as assessed by the change from baseline in the total score
of the Motor Function Measure (MFM) at 12 months.

Secondary objectives for Part 2:

- To investigate the PK/PD relationship of risdiplam by PK/PD
modeling (PD to include SMN2 mRNA and SMN protein).

- To investigate the efficacy of 12-month treatment with risdiplam in
terms of motor function as assessed by the Hammersmith Functional
Motor Scale Expanded (HFMSE), Revised Upper Limb Module
(RULM), and responder analyses of the MFM.

- To investigate the efficacy of 12-month treatment with risdiplam in
terms of respiratory function as assessed by Sniff Nasal Inspiratory
Pressure (SNIP) and, in patients aged 6 years and older, by maximal
inspiratory pressure (MIP), maximal expiratory pressure (MEP),
forced vital capacity (FVC), forced expiratory volume in the first
second (FEV1), and peak cough flow (PCF).

- To investigate the proportion of patients who experience a pre-
specified disease-related adverse event by Month 12.

- To investigate the efficacy of 12-month treatment with risdiplam in
terms of global health status as assessed by the Clinical Global
Impression of Change (CGI-C).

- To investigate the efficacy of 12-month treatment with risdiplam in
terms of patient-reported and caregiver-reported independence, as
measured by the SMA Independence Scale (SMAIS).

- To investigate the safety and tolerability of risdiplam treatment.

11. Design of the clinical trial

=

Study BP39055 is a two-part, seamless, multicenter, randomize?,
double-blind, placebo-controlled study to investigate the efficacy,
safety and tolerability, PK, and PD of risdiplam in patients with Type
2 and Type 3 SMA.
Part 1 is a double-blind, placebo-controlled, randomized (2:1
risdiplam : placebo), dose-finding study in patients with Type 2 and
Type 3 (ambulant and non-ambulant) SMA.

Part 2 was designed to investigate the efficacy and safety of risdiplam
over a 24-month treatment period, in patients aged 2-25 years with

Type 2 and non-ambulant Type 3 SMA.

12. Main inclusion criteria

J Confirmed diagnosis of 5g-autosomal recessive SMA.

Patients with Type 2 and Type 3 SMA aged 225 years.
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-

Ambulant and non-ambulant patients were included in Part 1. Part 2
includes non-ambulant, with ability to sit independently, patients only.

13. The investigational medicinal
product, method of administration,
strength

s

Risdiplam.
Oral, once daily administration.
Part 1 initial doses: 0.02, 0.05, 0.25 mg/kg (2-11 year old patients),
and 3 and 5 mg (12-25 year old patients).

Patients in Part 1 switched to the pivotal dose after the dose selection
decision: 5 mg (BW > 20 kg) and 0.25 mg/kg (BW < 20 kg). The
pivotal dose was used in Part 2.

14. Comparator, dose, method of
ladministration, strength

Matching placebo oral solution.
Oral, once daily administration.

15. Concomitant therapy

In Part 1, all 51 patients received concomitant medications. Thirty
one patients (60.8%) received salbutamol, and 3 patients (5.9%)
received magnesium. Apart from these typical medications given to
Type 2 and 3 SMA Dpatients, agents administered for the eye
examination (e.g., tropicamide [51 patients], phenylephrine [3
patients]), homeopathic nos (4 patients), the majority of other
concomitant medications were reported in 1-2 patients.

In Part 2, 113 patients (94.2%) in the risdiplam arm and 57 patients
(95.0%) in the placebo arm received concomitant medications. The
most frequently reported concomitant medication was budesonide
(RIS:9.2%, PLB: 16.7%), followed by tropicamide (RIS: 15.0%: PLB:
6.7%) and cyclopentolate (RIS: 6.7%: PLB: 10.0%). Salbutamol was
taken by 7.5% of patients in the risdiplam arm and 10.0% of patients
in the placebo arm. Sixteen patients (13.3%) in the risdiplam arm and
13 patients (21.7%) patients in the placebo arm received sodium
chloride supplementation for different reasons. Apart from amoxicillin
antibiotics, paracetamol and ibuprofen, all other concomitant
medications were reported in fewer than 10% of patients in both

treatment arms.

16. Efficacy evaluation criteria

Exploratory efficacy outcomes measures for Part 1 were:
* Motor Function
- Motor Function Measure-32 item version (MFM32);
- Hammersmith Functional Motor Scale-Expanded (HFMSE);
- Revised Upper Limb Module (RULM)
* Respiratory Function
- Forced vital capacity (FVC);
- Forced expiratory volume in the first second (FEV1);
- Peak cough flow (PCF);
- Sniff nasal inspiratory pressure (SNIP);
* Disease-related Adverse Events (AEs)
* PedsQL 4.0 Generic Core scale; PedsQL 3.0 Neuromuscular
module (up to 12 months, Week 52 visit only)

Efficacy outcome measures for Part 2 were:




[« Motor Function
- MFM32; HEMSE; RULM
» Respiratory Function
- FVC; FEV1; PCF; SNIP; maximal inspiratory pressure (MIPY;
maximal expiratory pressure (MEP)
« Discase-related Adverse Events (AEs)
« Clinical Global Impression of Change (CGI-C)
« SMA Independence Scale (SMAIS)
« Taste assessment

PK and PD (mRNA and SMN protein in blood) analyses will be

J reported in a separate PK-PD report.

17. Safety evaluation criteria

Safety assessments consisted of monitoring and recording AEs,
including  serious AEs (SAEs); laboratory  assessments,
electrocardiograms  (ECGs), vital  signs, ophthalmological,
neurological and anthropometric examinations, Tanner staging,
suicidal ideation behavior and attempts (C-SSRS) and nutrition.

=

18. Statistical methods

For Part 1, exploratory efficacy analyses (except disease related AEs)
are mainly based on the all exposure to risdiplam treatment period
using an adjusted baseline (defined as the last measurement prior to the
first dose of risdiplam treatment at any dose). Efficacy data are
summarized descriptively by time point, for the overall population and
by patient age group (2-11 and 12-25 years).

For Part 2, the primary analysis was the Mixed Model Repeated
Measure (MMRM) analysis performed on the change from baseline in
the total MFM32 score using all data collected to 12 months. To adjust
for multiple testing in the comparison of risdiplam versus placebo for
the primary and the six key secondary efficacy endpoints a hierarchical
testing was performed.

All available safety data up to the CCOD are summarized.

etc.)

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

The patient population of this study consisted of pediatric and adult
patients (2-25 years) with SMA.

In Part 1, 27 patients (53%) were female. At screening, the median
age of all patients was 7.0 years (range: 2-24 years); 20 patients (39%)
were 12 years or older. The majority of the population were White (48
patients [94.1%]), and of non-Hispanic or Latino ethnicity (50 patients
[98.0%]).

In Part 2, 91 patients (50.6%) were female. At screening, the median
age of all patients was 9.0 years (range: 2-25 years); 68 patients
(37.8%) were 12 years or older. The majority of the population were
White (RIS: 66.7%; PLB: 68.3%), and of non-Hispanic or Latino
ethnicity (95.0% in each arm).

20. Efficacy results

Part 1
Part 1 of the study clearly demonstrated that the clinically
meaningful improvements in motor function with risdiplam treatment
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observed at Month 12 were maintained or improved upon at Month 24,
as assessed by two different measures of motor function, the MFM32
and the RULM. Improvements were observed independent of motor
function baseline score, duration of disease, and age. Importantly, for
patients with later onset SMA, benefit can be seen both as
improvement of motor function, as well as stabilization. The data from
Part 1 show improvement or stabilization in motor function from
baseline to Month 24 with risdiplam treatment across this broad Type
2 and ambulant and non-ambulant Type 3 SMA population.

For Part 1 of this study, all efficacy endpoints are exploratory. Key
efficacy findings from Part 1 of Study BP39055 (SUNFISH) at Month
12 are described in the previous interim CSR (Report No. 1088216,
July 2019); efficacy findings from Month 24 are summarized below.

- The mean (SD) change from baseline in MFM32 total score (n=43,
excludes patients who performed the MFM20 at any time point)
following 24 months on treatment was 2.74 (4.88). Overall, 58.1% of
patients achieved an improvement of >3 on the MFM32 and 81.4% of
patients achieved a change from baseline in MFMB32 total score of >0
after 24 months on treatment with risdiplam, indicating clinically
meaningful improvement or stabilization in motor function in the
majority of patients. Improvement from baseline was observed in
patients of all ages and regardless of SMA type or ambulatory status.

- Consistent with the MFM32 results, data from the RULM showed
stabilization or improvement in upper-limb function after 24 months
of treatment with risdiplam. At Month 24, the mean (SD) change from
baseline in RULM total score was 2.48 (3.38). Overall, 58.0%
achieved an improvement in RULM total score 22 and 82.0% of
patients achieved a change from baseline =0.

- The mean (SD) change from baseline in HFMSE at Month 24 was
0.60 (4.34); better outcomes were observed in younger patients aged
2—11 years, while minimal change was observed in patients aged 12—
25 years.

- While there was a small decline in the FVC by best percentage
predicted value, stable spirometry results (FVC, FEV1 and PCF) were
observed when assessing absolute values (L) which overcomes the
confounding factor associated with the accuracy of patients’ height
measurement by using the ulna length as a surrogate.

Part 2

The primary and the following key secondary endpoints were met,
indicating improvement or stabilization in this broad SMA population:

- Primary endpoint: Improvement in the MMRM analysis of the
change from baseline in the MEM32 total score at Month 12 with
risdiplam compared to placebo was both clinically meaningful and
Lstatistically significant (treatment difference: 1.55; p=0.0156).




- Secondary endpoint: A greater proportion of patients in the
risdiplam arm (38.3%) than in the placebo arm (23.7%) had a clinically
meaningful and statistically significant improvement in MFM32 total
score >3 points (odds ratio [95% CIJ: 2.35 [1.01, 5.44]; unadjusted
p=0.0469; adjusted p=0.0469).

- Secondary endpoint: Improvement in the MMRM analysis of the
change from baseline in the RULM total score at Month 12 with
risdiplam compared to placebo was both clinically meaningful and
statistically significant (treatment difference: 1.59; unadjusted
p=0.0028; adjusted p=0.0469).

The next two endpoints in the hierarchy (HFMSE scale and FVC)
did not achieve statistical significance, therefore, these and other
subsequent secondary endpoints in the hierarchy (SMAIS and CGI-C)
are considered exploratory.

Improvement in the MMRM analysis of the change from baseline in
the HFMSE total score at Month 12 was numerically greater with
risdiplam compared to placebo (treatment difference: 0.58; unadjusted
p=0.3015; adjusted p=0.3902), despite low median HFMSE scores at
baseline in this patient population.

Likewise, a numerically greater improvement in the MMRM analysis
of the change from baseline in both caregiver-reported SMAIS
(treatment difference: 2.55; unadjusted p=0.0022; adjusted p=0.3902)
and patient-reported SMAIS (treatment difference: 1.45; p=0.1773) at
Month 12 was observed with risdiplam compared to placebo.

A small numerical decline from baseline in best percentage predicted
EVC at Month 12 was observed in patients in both the risdiplam and
placebo arms, however, this was not clinically relevant (treatment
difference: -2.05%; unadjusted p=0.3804; adjusted p=0.3902).

The proportion of patients whose global health improved from
baseline, as assessed by the CGI-C, was 47 .5% in the risdiplam arm
and 40.0% in the placebo arm at Month 12 (treatment difference: 1.38,;
unadjusted p=0.3544, adjusted p=0.3902).

A greater proportion of patients in the risdiplam arm (69.6%) than in
the placebo arm (54.2%) had an improvement in the exploratory
secondary endpoint of change from baseline in MEM32 total score >0
points, demonstrating improvement or stabilization of disease with
risdiplam treatment.

Subgroup analysis showed that the greatest response in the MFM32
with risdiplam compared to placebo was observed in the youngest
patients (aged 2-5 years). Importantly, improvements in RULM and
disease stabilization by the MFM32 were also achieved in the oldest
patients (aged 18-25 years), an important goal of treatment in older
SMA patients with more advanced disease.

These results confirm the effect of risdiplam treatment on motor
function, which is clinically meaningful to confer benefit for patients’

daily function.




000170

| Part 1

In Part 1 of the study, up to the CCOD of 15 January 2020, risdiplam
was well tolerated. In the All Exposure to Risdiplam Treatment period,
the median duration of exposure to risdiplam was 970 days (min—max:
287-1183 days) for all patients. Median exposure to the pivotal dose
was 799 days (min-max: 287—1050 days). The overall exposure in Part
1 was 136.1 PY.

- During the All Exposure to Risdiplam Treatment period, 737 AEs
were reported in 49 patients (96.1%).

- The most commonly reported AEs (220% of patients) occurred in
the SOCs Infections and infestations, General disorders and
administration site conditions, Gastrointestinal disorders, and
Respiratory, thoracic and mediastinal disorders.

- The most commonly reported AEs that occurred in >15% of all
patients by preferred term (PT) were pyrexia (54.9%), cough (35.3%),
vomiting (33.3%), upper respiratory tract infection (3 1.4%),
nasopharyngitis (23.5%), oropharyngeal pain (21.6%), gastroenteritis
(17.6%), and headache (17.6%) AEs had resolved for the majority of
patients. Fourteen patients had 29 unresolved AEs.

- Analysis of the SOCs which include AEs representing possible

effects on epithelial tissues showed that there was no pattern
suggestive of epithelial effects of risdiplam.
21. Safety results - Eight AEs in the SOC Eye disorder were reported in 7 patients.
These AEs were single cases of blepharitis, corneal infiltrates, dry eye,
eczema eyelids, eye allergy, and vision blurred, and 2 cases of ocular
hyperaemia. These events were not suggestive of risdiplam-induced
effects and all resolved without change of treatment with risdiplam.

- Twelve patients (23.5%) reported 22 AEs related to study
treatment.

- The majority of AEs were Grade 1-2 in severity. Fourteen Grade
3-4 AEs were reported in 9 patients. Each of these AEs resolved with
the exception of the 1 case of decreased appetite. All of these were
reported as SAEs except for the 1 case of hypoglycemia. No Grade 5
AEs were reported.

- No deaths were reported.

- Fifteen patients (29.4%) reported a total of 23 SAEs. The SAEs
pneumonia and femur fracture were reported in 3 patients and 2
patients, respectively. All other SAEs were reported by 1 patient.

-No AEs led to withdrawal from treatment. Overall, 11 AEs that led
to modification (interruption) of study treatment were reported in 7
patients during the All exposure to risdiplam treatment period. These
events all resolved and did not recur after re-initiation of risdiplam,

- Review of all available laboratory results, vital signs, ECGs, and
ophthalmological assessments did not show any clinically significant
b o adverse findings compared with baseline.




Part 2

In Part 2 of the study up to the CCOD of 15 January 2020, the median
duration of exposure to risdiplam was 540 days (min—max: 100-807
days).

_The incidence of AEs was comparable to that observed in Part 1 of
the study.

- Analysis of the SOCs which include AEs representing possible
effects on epithelial tissues showed that there was no pattern
suggestive of epithelial effects of risdiplam.

Fourteen AEs in the SOC Eye disorder were reported in 12 patients
(6.7%). The AEs were each single cases of conjunctivitis allergic, eye
discharge, eye pruritus, eyelid disorder, lacrimation increased, macular
cyst, vision blurred and visual impairment; and two AEs each of dry
eye, eye pain, and ocular hyperaemia. The AEs coding to the primary
SOC of Eye disorder were not suggestive of risdiplam-induced effects
given ophthalmological assessments did not reveal any significant
findings.

- Twenty-one patients (11.7%) reported 28 AEs which were
considered related to study treatment. All but 2 resolved without
change to study medication.

- The majority of AEs were Grade 1-2 in severity. Thirty-three
patients (18.4%) had a Grade 3—4 AE. The Grade 3—4 AEs reported
included pneumonia (Grade 3, n=8; Grade 4, n=2), gastroenteritis
(Grade 3, n=2), presyncope (Grade 3, n=2), and upper respiratory tract
infection (Grade 3, n=2).

- No deaths were reported.

- At the time of the CCOD, 37 patients (20.7%) had reported 67
SAEs. All SAEs were reported as unrelated to study treatment and all
SAEs resolved despite ongoing treatment, except for 1 case of partial
seizures.

_ No AE led to withdrawals from treatment. Overall, 13 patients
reported 17 AEs that led to modification of study treatment. Each of
the reported AEs resolved and did not recur following re-initiation of
study treatment.

_ Review of all available laboratory results, vital signs, ECGs, and
ophthalmological assessments did not show any clinically significant

adverse findings compared with baseline.

22. Conclusion

As of the CCOD of 15 January 2020, the clinically meaningful
improvements in motor function with risdiplam treatment already
observed at Month 12 were further maintained or improved upon by
Month 24, illustrating consistent longer-term efficacy of risdiplam
therapy.

Improvements were achieved across a broad and heterogeneous
population of later-onset SMA patients (Types 2 and 3).

Based on review of all available safety data, risdiplam was well

tolerated without any adverse findings associated with risdiplam
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treatment. None of the nonclinical safety findings were observed in
these patients with later-onset SMA.

Overall, in the absence of any identified risks and with evidence of
clinically meaningful benefits maintained across 24 months of
treatment, the benefit-risk profile of risdiplam remains favorable.
These longer-term efficacy and safety data provide important
evidence of the benefit of risdiplam in the continued management of

this chronic and debilitating disease. ]

Applicant (Marketing Authorization Holder)

F. Hoffmann-La Roche Ltd
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3BiT npo kiiniyne BUNPOOYBaHHS

——

1. Ha3sga nikapcrkoro 3aco0y (3a r

HasjABHOCTI - HoMep peectpauitinoro EBPIC/II (EVRYSDI®)
MOCBI TYEHH1)

E.XO(beMaHHmHﬂ Por JItp
E’ e 'pensaxepurrpacce 124, 4070 bazess, llgeiiuapis

®©.Xoddpmann-JIa Pour JItn
Bypwmicser, 4303 Kaiicepayrer, Il seiinapis

B. Bupobuuk

4. TlpoBeneni nocaimkenus: ! TaK E  Hi AKLLO Hi, 06IpyHTYBaTH

ﬁkap%fcuﬁ 3aci0 3a MOBHMM f0CBE (aBTOHOMHE J0ChE), IHLHIE‘
JKapcbKuit 3aci6,

1) Tun nikapcskoro 3aco0y, 3a skum|Hora  niroua pevoBuHa  (JIP).  Opurinansuuii (iHHOBaNiiHMiT)
fipoBoaunacs  abo  muamyerscs JNiKapchbKuii 3acio (Monekyna He npejcTasnena na PHHKY YKpainu) ans

peectpalis MiKYBaHHS pifKicHoro 3aXBOPIOBAHHS 3TiJHO MyHKTY 10 (mianyHkTy
10.1) pozainy V Hopaaky nakasy MO3 Ykpaiuu Bin 23 nunus 2015
poky Ne 460,
IIpotokon Ne BP39055 (SUNFISH). Besnepepsne, GaraToueHTpoBe,
paHaomizoBane, N71aueb0KOHTPOIbOBaHE, nozBiliHO-c1ine
5 JOCIIUKEHHS. 3 JIBOX wacTHH 3 MCTOK BMBYEHHA Oe3mnekw,
5. TloeHa mHasea  kniniunoro s : :
w” MEePEeHOCUMOCTI, (papmakokineTuku, tapmaxo iunamiku Ta
BUNPOOYBaHHS, KOIOBaHWI HOMEp

edexTuBHOCT PHCAMIUIaMY y MauieHTiB 3i cniHANBHO0 M’A30BOIO
arpodiero 2 i 3 Tuny.
Hepeunnuit 3K]T, 3Bit No 1099250 Jltotuii 2020 poky.

KIiHIYHOro BUNpOGyBaHHs

| Ouonennit 3K]1, 38iT Ne 1 101749. Yepsens 2020 POKY.
E(Dam KJIHIYHOrO Bnnpoﬁyaaﬂua@&a LI/II ‘]
[ Iepunii nauient, Bxmouenuii y Hactuny 1: 19 sxostas 2016 poky

p

Ocranniii nauieHT, Bkmoyenuii Yy yactuny 1: 06 nunus 2017 pOKy
7- Iepion mposeenns kniiunoro [Mepuunit nauient, Bmoyenuis y yacTuHy 2: 09 soBTHS 2017 pOKy
BUIPOOYBaHHs i ; % i

Ocranniii mauienr, Bkmouennii Y uactuhy 2: 04 Bepechs 2018 POKy
Hara 3aBepuenns 300py KAiHIYHUX gaHux (CCOD): 15 ciynsa 2020
POKY

Hactuna 1: 5 nocnigHuipbinx UCHTPIB y 4 kpainax (ITanis 2],
Himeuunna [1], ®panuis [1], Benbrisa [1]).

8. Kpainwu, 1e nposoaunocs kii s ; .. ;
Kpailiu, 1 nposogusiocs kriniune Yactuna 2: 42 pocnignumpski UeHTpu B 14 kpainax (Snomuis [10],
BUNPOOYBaHHSA

®panuis [5], Itanis [5], Icnanis [4], Beasris [3]. Kanana [3], [Tonsma
[3], Kuraii [2], CILUA [2], Bpasunis [1], Xopearis [1], Pocis [1],
| CepbGis [1], Typeuuuna [1]).
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9. Kinekicts nocnimkysanux

-

Yactuwa 1 (2:1 akTusHe nnauedo): saniaaHoBaHO: MiHIMyM
36 nauienris; (GakTHuna Kinekicts: 51 nauieHT (35 nouaTkoro
OTPHUMYBAIIH JIIKYBAHHS pUCAMIIAMOM; 16 — miaue6o).

Yactnua 2 (2:1 aktuBHe niauedo): sannanosaHo: 168 NALIEHTIB;
(akTuuna xinekicts: 180 nauieHtis (120 otpumysanu NiKyBaHHs
pucanniamom; 60 — naane6o).

10. Mera Ta BropuuHi
K/IiHIYHOrO BHIIpoOyBaHHs

uii

Iepsunni uini rocaixxenns:

Yacruna |

Ouinutn  Gesneky, NEePEHOCUMICTD, (bapmakokivetnky  ra
thapmakoguHamiky puCAunaamy y nauientis 3i CMA 2 i 3 tuny
(ambynaropni a6o HeaMOyziatopHi) Ta o6patu 03y AJIA YAaCTHHM 2
JOCI JUKEHH.

Yacruna 2

Ouinnti  edekTuBHicTH pucauniamy MopiBHSHO 3 mnane6o
CTOCOBHO pyxoBoi (yHKuil y nauienris 3i CMA 2 THIY Ta
HeaMOynaTopHux naujentis 3i CMA 3 THIlY, O OLIHKBAIOCE 3a
3MIHOIO 3arajibHOi  OLiHKH BUMIPIOBAHHA PyXOBOT (yHKLiT BiJ
BHXIi/IHOTO piBHsl uepes 12 micsuis.

Bropunni nixi ans vacruny 2:

- BuBuuTH 3B'130k  DOK/O]] pucanniamy wasxom OK/D]]
MojemoBanns (O] skaouae MPHK SMN? i 6iok SMN).

- Hocnigutu epexrusnicts 12-micsunoro NKYBaHHS PUCIUNIIAMOM
CTOCOBHO PYXOBOT (YHKLIT 32 OLIHKOK 33 JI0MOMOroio posuIpeHof
WKatM  OWIHKM  pyxoBoi  dyHKuii Xammepemita  (HFMSE),
MEPETIIAHYTOr0 MOJYMI0 BEpPXHBOT KiHLIiBKH (RULM) i ananizy
PECNOHACHTaAMH BUMIPIOBAHHS PYXOBOT (hyHKIIIT.

- Hocninutu epextushicts 12-micsunoro NiKYBaHHSI PUCINIIIAMOM
CTOCOBHO auxanbHOi (yHKUIT 33 ouinkor0 THCKY NPH BIMXY HOCOM
(SNIP) i y nauientis Bikom BIL 6 pokiB, 3a 0MmoMorow
MaKCHMalibHOro TUCKy rauxy (MIP), makcumanbHoro TUCKY BUIUXY
(MEP), ¢opcosanoi skurteroi emuocTi nerede (FVC), o06’emy
opcopanoro Bumuxy 3a nepiwy cexyHay (FEV1) i makcumanshoi
IBUIKOCTI BUAKXY MpPH Kaiii (PCF).

- Hocninutu uactky maujentis, Y AKHX PO3BMHYNOCS MONEPENHBO
BM3HA4YEHE OB s3aHe i3 3aXBOPIOBAHHAM HeOaskale ABHLIE 10 MicsLs
12

- BuBuuth edekrupnicts 12-micsunoro MIKYBAaHHS PUCIMUIIAMOM
HON0 CTaTycy 3arajbHOTO 370POB’S Ha OCHOBI 3arajibHof OLIIHKH
MKapeM 3MiHH cTaHy (CGI-C).

- Hocaiantu epexruBHicts 12-Micsunoro JUKYBAHHS PUCAUIIIAMOM
MO0 caMOCTIHHOCTI, mOBiOMIEHOT namieHTOM Ta 0cobor, 1110
AOIIANAE 33 NALLIEHTOM, 33 WIKANOK CaMOCTIHHOCT] npu CMA

((SMATIS).
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L 1 - BuBunrh Gesneky Ta nepenocumicts JiKYBAHHS PHCAMIIAMOM. —I

Hocnimxenns  BP39055 — Oesnepepshe, OararoneHTpose,
paHI0Mi30BaHe, n1aneboKoHTpoIBOBaHE, noagiiHo-cine
JOCHIDKEHHA 3 [BOX 4YacTHH 3 MeTowo BUBYEHHA Oe3mexw,
NEePEHOCUMOCTI, (apmakokineTuku, (bapmakoaunamiku Ta
edextuBHOCTI PHCIHMIAMY y NaLi€HTIB 3i CMiHANBHOKW M’S30BOIO
atpodiero 2 i 3 Tuny.

11. Ju3aiin KniniyHoro| Yacruma | @ — no/BiiHO-cine, n1aue00KOHTPOILOBaHE,

BUIIPOOYBaHHA panzomisosaue (2:1 pucauniam : nauebo) aocnimkenus 3 MOyKy
A03M y mauieHTiB 31 CMA 2 | 3 THNy (amOynaropHux Ta
HeaMOy1aTopHuX).

Yactuna 2 6yna po3pobieHa and BUBYEHHs edekTuBHOCTI Ta
Oesnexu pucauniamy NMPOTATOM 24-MicsiHHOro nepio sty NiKyBaHHA y
nauieHTiB BikoM 2-25 pokie 3i CMA 2 THIY Ta Y HeaMOynaTopHuX
nauientis 3i CMA 3 tuny.

IlinTBep mkenuii niarnos Sq-ayTocoMHo-petiecHBHOT CMA.
[Mauienty 31 CMA 2 i 3 Tuny Bikom 2-25 pOKiB.

12. OcHoBHi kpuTepii BKmouenHs AmOGynarophi Ta HeamOynaTopHi naujenTm Gynu  BKIIOUYEH] y
Hactuhy 1. YV wacTuny 2 6ynm Bkmoueni nue HeamOynaTtopHi
L NALIEHTH, SKi MOTJTH CUIITH caMoCTIHHO.
Pucannnam.

Jns nepopansHoro NpUIHOMY OJHMH pa3 Ha 106y.
YacTuna 1, noyarkosi 1o3u: 0,02, 0,05, 0,25 mr/kr (nmawieHTH Bikom
2—11 pokiB), i 3 Ta 5 Mr (nauieHTH BikoMm 12-25 pokis).
[Mauientn y wactuni 1 Oynu nepeseneni Ha OCHOBHY 103y micis
pilenns npo BuGip 103u: 5 mr (mMaca Tina > 20 kr) i 0,25 mr/kr (maca
Tifa < 20 kr). V yactuni 2 34CTOCOBYBajack OCHOBHA J1034.
14,

4. Tlpenapat nopisHsiHusS, A03a, || Bianosinuuii nepopasnsuuii PO34HH nuaue6o.
criocib 3acTocyBaHHs, chia aif Jlnst nepopanshoro NPUHOMY OJIHH pa3 Ha J100y.

(13. Hocnimkypanuii NiKapChKMi
3acib, crnocio 3aCTOCyYBaHHA, CHa il

Y wactuni | yei 51 nauienr OTPUMYBANM CYNyTHIO Tepamnito. 31
nauient (60,8 %) orpumysanu canpbytamon i 3 nauientn (5,9 %)
OTpUMYBaIM MarHesito. OKpiM LUMX TUMOBUX NiKapchKUX 3ac00iB, sk
3aCTocOByBanuch mauieHtamu 3i CMA 2 i 3 THITY, TaKoX
3aCTOCOBYBAIUCH MpenapaTH s orsay oueit (30kpema Tponikamiz
[51  nauient], (eninedpun |3 Nali€eHTH]),  HeyTOYHeHMii
FoMeonaTHYHUi  nikapchkuit 3aci6 (4 MALIEHTH), MPO CynyTHe
3aCTOCYBAaHHS [HWIMX JIiKApCHKUX 3acoGiB noBiAOMAANOCE y 1-2
NaLieHTiB.

YV uactuni 2: 113 nmanientis (94.2 %) y rpyni pucauriamy ta 57
nmauientis (95 %) y rpyni naaueGo OTPUMYBAH CYMYTHIO Teparito.
Haituacrime 3actocoBysanum CYNYTHIM JiKapChbKUM 3acoBom OyB
OynecoHin (pucaunnam: 9,2 %, nnauebo: 16,7 %), Tponikamin
(pucaunnam: 15 %; niauedo: 6,7 %) i LHKIO(EeHTOaT (pUcaumiam:
6,7 %; nnaue6o: 10 %). CansbyTamon OTpuMyBamu 7,5 % nauieuTis y
rpyni pucaumiamy ta 10 % nauientin Yy rpymi nnane6o. 16 nauicHris

15. Cynytus Tepanis
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(13,3%) y rpyni pucaunnamy ta 13 nauieyrip (21,7%) y rpyni
niauedo orpumysaiu HATPIIO XJOpUA i3 pisHux npuimH. Okpim
aHTUOIOTHKY AMOKCHLIMITiHY, fapaueramony Ta iGynpodeny, npo
CYNYTHil npuiiom ycix iHummx MpenapaTis noBiZOMAAI0CE MeHIIe Hisg
Iy 10 % nauienrip Yy 000X rpynax nikyBaumus.

—[ [TowykoBumu KpUTEPisMHU oLiHKH edeKTHBHOCT] y yactuni | 6ymu:

* PyxoBa dynkuis
- Busnauenns pyxoror (yHkuiT — Bepcis Ha ocuogj 32 nokasHukis
(MFM32);

- Posmmpena wmkana OLIHKH pyXoBoi GyHKuiT XammepcemiTa

(HFMSE);

- [epernanyruii MOZYyJ1b BEPXHBOT KiHLIIBKU (RULM)
* Juxanbua ¢yukuis

- QopcoBaHa KUTTERA emuicTy Jerews (FVQ);

- O6’em opcosanoro BUIMXY 3a nepury cexynny (FEV1);

- Makcumasnpha LIBH/IKICTE BHAMXY npu kawni (PCF);

- [uxanbHa Gynkuis 3a ouinkoio THCKY Npu Buxy Hocom (SNIP);
* IloB’sa3aHi i3 38XBOPIOBaHHAM HebaXkaHi sBuIa (HAD)

* l'enepruna  ochoBua lukana PedsQL 4.0; PedsQL 3.0
16. Kpurepit ouinku eexruHocTi HEHpOM’ A30BHit Moy 1B (10 12 micsuis, nume Bisur pa THXHI 52)

Kpurepismu ouinku eeKTHBHOCT y yacTuni 2 Oynu:
* PyxoBa ¢yukiis
- MFM32; HFMSE; RULM
* MuxanbHa hyHkis
- F¥C; FEVI: PCF; SNIP; MaKCHManbHUH THUCK BAMXy (MIP);
MAKCHMAaNbHUI THCK BH Xy (MEP)
* IloB’sa3aHi i3 3aXBOPIOBaHHAM HebaxkaHi SBuIa (HA)
* 3aranbHa owuinka JIKapeM 3MiHu crany (CGI-C)
* Ilkana camocriiinocti CMA (SMAIS)
* Ouinka cmaky

AHani3 nanux 3 ®K ta O (MPHK i 6inok SMN Y KpoBi) Oyne
ﬁl!ﬂninomneﬂuﬁ B OKpemMomy 3BiTi npo OK-D]. ]

muiuka Oesnexn BKImOuYana AOKYMEHTYBAaHHS HeOakaHMX sBMIL
' (HAD), Bxmouaroyn cepiiosni HSI (CHSI); naboparopi o0cTexeHHs,
CekTpokapaiorpamy (EKI® ), OCHOBHI MOKa3HMKM HKUTTEAISUTBHOCTI
17. Kpurepii oninku 6esnexu OpraHismy, odransMonoriyge 00CTeKEeHH s, HEBPOJIOriyHi  Ta
aHTPONOMETPUYHI  0BcTekeHns, OUIHKY 3a wKkanorw Tanuepa,

CYILMaanbHy HanpasaenicTs MUCJICHHS, cpoGu Cyiuumy (C-SSRS) ta
@Tyc XapuyBaHHs,

-
Y uactuni 1 MOLIYKOBMH aHani3 edexrupHocT

(32 BUHATKOM

: NOB’S13aHUX i3 3axBoproBanHsM HS) g OCHOBHOMY IDYHTYeTbCS Ha

18. Cratuctuyni METO/H . o s .
YCeOMY  niepiofi  ekcnosumuii JUKYBaHHS  pucauniamom i3

[3aCTOCYBAHHAM BiKOPHIOBAHOTO [TOYATKOBOTrO piBHA (BH3HAYECHOIO

Gz cent Ge A eeeey
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AK OCTAHHE BUMIPIOBAHHS [IEPe] OTPUMaHHAM NepUIOT /103K JliKyBaHHS
pucMniamMoM y  Oyae-akii  gosi). Jlani wmomo eekTuBHOCTI
PE3OMOBaHI OMMCOBO 32 MOMEHTOM Hacy JUis CyMapHol nomymsiii ta
32 BIKOBOIO rpynoto nauientis (211 i 12-25 POKiB).

Y uactuni 2 nepBUHHMM aHanizoMm Oyna 3Miwana mozens
MOBTOPHOro BuMiptoBaHHs (MMRM), wo 3aCTOCOBYBanachk L1010
3MiHM  3arasibHOi  ouinku MFM32 BiJl BHUXiJHOTO piBHS 3
BUKOPHCTAHHAM yCiX aHuX, OTPUMaHHX 3a 12 micauis. Hns kopexuii
Ha 6araToKpaTHe TeCTyBaHHs NPy MOPIiBHAHHI pUcMIIaMy 3 M1ane60
A MEPBUHHUX T4 WIECTH KIOYOBHX BTOPUHHHX KiHLEBHX TOUOK
ebexTHBHOCTI 6yN0 BMKOHAaHe iepapXiuHe TecTyBaHHs.

Hageniene pesiome ycix naspaux nauux 3 Gesmexu 1o CCOD.

—\ Ho cknany nonmyasuii namientis mporo AOCHIKEHHS YBIHLIM AiTH
Ta fopocii (Bik 2-25 pokis) 3i CMA.,

Y wvactuui 1: 27 nauientip (53 %) Oynu >inkamu. Ha moment
CKPUHIHTY cepeiHiil Bik yciX nauienTis cranoBus 7 pokiB (nianazon:
2-24 poxn); 20 nauienris (39 %) Gynu Bikom Bin 12 pokis. Binbimicts
AOCIiKYBaHOT monynauii Gy €BpONeoiaHOi pack (48 mauieHTiB
[94.1 %]) i He icnanckkoro a6o JIATHHOAMEPHUKAHCHKOTO MOXOKEHHS
(50 nauientis [98,0%]).

Y gactuni 2: 91 nauient (50,6 %) Oynu xinkamu. Ha moment
CKPHMHIHTY Cepe/iHiii Bik yciX nauieHTiB cTanosup 9 POKiB (aianason:
2-25 pokiB); 68 nauicHTiB (37,8 %) 6ynu Bikom Big 12 POKiB.
binbwicte  pocnimkysanoi nonynsuii Gyanm  esponeoinuoi pacu
(pucounnam: 66,7 %; miaueto: 68,3 %), i He icmancekoro ado
JATUHOAMEPHKAHCHKOrO noxomkeHHs (95,0 % y koskHiit rpymi).

19.  Jlemorpadiuni  nokasuuku
AOCTIKYBAHOT momynsuii (cTats,
BiK, paca, ToIo)

Yacruna |

Hactuna 1 gocrimkenns uitko MPOJEMOHCTpPYBANa, 0 KIiHiYHO
3HAUUME MOKpalleHHA pyXxoBoi (yHKUIT y pesynsrari JiKyBaHHSA
PHCIMILIAMOM, 110 cnocTepiranocs yepes 12 micswuis, 30epiranock abo
Jlalii NoKpaysanock 10 24 Micaus, 3a OLIHKOIO JIBOX Pi3HMX METOiR
BU3HAYCHHA pyxoBoi ¢yHkuii (MFM32 i RULM). Tlokpaienns
CMOCTepiraqnch He3anekHO Big BUXIIHOrO MOKa3HUKAa pyXoBoi
$yHKuii, TpuBanocTi 3aXBOPIOBaHHA Ta BiKy. Baxkmiso Binznaunry, y
NauieHTiB i3 Ginbw misHiM  nouatkom CMA KOPHCTh  MOXe
20. Pesynbrat eexrusHoCTi CMOCTEPIraTich y BUIJISAI MOKpalieHHs PYX0BOT QyHKIIiT, a Takox
crabinisauii. aui, otpumani B yactuni I, nokasyiote noxpaiuenus
abo crabinizauiio pyxoBoi ¢yHkwii Bin BUXIJHOTO PiBHA 10 24 Micans
NPH JIIKyBaHHI PUCAMIIAMOM JaHOT LIMPOKOT MONyasuil nawieHTis 3i
CMA 2 tuny ta amGynatopHux i HeaMOynaTopHux nauienTis 31 CMA
3 Tumy.

Y yactuni 1 uporo mocnimpkenns YCi KiHUEBi TOYKM eheKTHBHOCTI €
nouwrykoBuMu. OCHOBHI pesynbraté 3 ebekTUBHOCTI, OTpuMani B
yactuni 1 gocnimkennss BP39055 (SUNFISH) uepes 12 micsuis.
OMHCAHI B MONepeHLOMY NPOMIDKHOMY  3BiTi 18 KiiHiuHOrO
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JOCHIJKeHHS  (3BiT No 1088216, nunensr 2019 PoKy); pesiome|
Pe3yabTatiB moa0 edekTHBHOCT] uepe3 24 micsui HaBeneHe HusKye,

- Cepenns (cTangaprHe BIIXMICHHS) 3MiHa 3arajpHoi OLIHKH

MFM32 Bin Buxiauoro piBHA (n=43, 3a BuHATKOM NaLieHTIB, AKUM
fpoBounoce MFM20 B 6yap-sikuii MomenT uacy) nicns 24 micauis
NIKYBaHHS CTAHOBMIIO 2,74 (4,88). 3aranom ¥ 58,1 % nauientin Oyso
AOCATHETe nokpainenHs MFM32 na >3 j y 81,4 % nauientis Gyna
AOCATHYTA 3MiHa 3aranbHoi ouinku MFM32 20 Bia BuXigHOrO piBHs
nicsist 24 micsiuis JIKYBaHHS PHCAMILIAMOM, L0 CBi1YMTH PO KiHiuHO
SHauMMe nokpatueHHs a6o crabinizaniro pyxoBoi GyHKUiT y GinbiocTi
nauientis. [Tokpamenns Bil BHXiZHOrO piBHs crocrepiranocek y
MALIEHTIB yCiX BiKOBMX rpyn i HesanexHo Bin tuny CMA a6o
amOynaTtopHoro crarycy.
- Wo y3sromkyerscs 3 pesynapratamu MFM32, nawi RULM
- NpPOAEMOHCTpYBaMH cTabinizauio abo MOKpalleHHs PyHKUiT BepxHix
KIHLiBOK micns 24 micsauis JKYBaHHS PUCIUIIAMOM. Yepes 24 micsuj
CepenHs (cTtaHaapTHe BI/IXHJIEHHS) 3MiHa 3ara/ibHof ouinku RULM gig
BUXIi/JIHOTO PiBHS CTAHOBHIA 2,48 (3,38). 3aranom y 58.0 % namnienTin
Oyno AOCATHYTE NMOKPAIIEHHS 3aranpHoi ouinku RULM na >2 j y
82,0 % nauienris crocTepiranack 3Mina Bix BuxigHoro piBHs >0,

- Cepenus (cTanpapthe BIAXHCHH) 3Mina HFMSE BiJl BUXiZHOrO
piBHSA 4epes 24 wmicsuj cTanosuna 0,60 (4,34); kpauii pesynbTaTtu

| CIOCTEpiraiuch y mamieHTis Mojoaworo Biky (2-11 pokis), npu
LUBOMY MiHiManbHi 3MiHK CrOCTEPIraiuch y MauieHTIiB Bikom 12-25
POKiB.

- Hespaxaioun Ha nesnaupe SHWKeHHA FVC 3a  maitkpaium
BIZICOTKOM 04iKyBaHOIo 3HAYCHHA, NpU OUiHLi abCOMOTHUX 3HAYEHE
(L) cnocrepiramuce cradimnyi pesyabTaty criipomerpii (FVC, FEV] i
PCF), mo nonae CHIOTBOPIOKOYHH (aKTop, MoB’s3aHumii i3 TOYHICTIO
BHMIDIOBAHHS POCTY nauicnta 3a Z0TIOMOTOI0  JIOBXKHMHH JIIKTHORO]
KICTKH 51K Cyporary.

Yacruna 2

[lepBunna Ta nactynmi kmouos BTOPHHHI KiHLIEBi TOYykH Oynu
JAOCATHYTI, U0 CBiguUTE PO ToKpawmenns abo crabinizauiio B i
WUPOKiH NOMyNA1ii nauienTis 3 CMA:

- Ilepeunna kinuesa Ttouka: NOKpalleHHsa pesynbTaris aHajisy
MMRM ans sminm Bin Buxiznoro 3araibHot ouinkn MFM32 vepes 12
MICALIB JiKyBaHHs PHCAMIIAMOM  TIOPiBHAHO 3 maneGo Oyno
KIHIYHO  3Hauyium | CTATHCTHYHO  10CTOBIpHUM  (pi3Huug B
JiKyBaHHi: 1,55; p=0,0156).

- Bropunna kinuesa Ttouka: Y Oinbiiol yacTki nawuienrip y rpyni
pucauniamy (38,3 %) Hix y rpyni nnaueoo (23,7 %) cnoctepiranock
KIHIYHO  3Hauyme 7Ta CTATUCTHYHO  IOCTOBipHE  nOKpalLeHHs
3arajabHol ouiHkn MFM32 > 3 Gaxig (BiHOIIEHHS 1maHCiB [95% MI]:
2,35 [1,01, 5,44); Heckopurosane p=0,0469; ckopurosaue p=0,0469).
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- BropuHHa KiHlleBa TOYKAa: MOKpALUEHHA pe3yJbTaTiB aHali3y
MMRM 3minu 3aranshol ouinkd RULM Big BUXIOHOTO MOKa3sHHKA
yepe3 12 MicALlB JiKyBaHHA PHCAMIIIAMOM TMOPIBHAHO 3 MJaledo
Oy/n0 KJIiHIUHO 3HAUYIIMM | CTATUCTMYHO JOCTOBIPHMM (pi3HMLSA
nikyeanHs: 1,59; neckopurosane p=0,0028; ckopurosane p=0,0469).

Hacrynui agi kinuesi Touku B iepapxii (3a wkanoro HFMSE i FVC)
HE JOCAMTIM CTATMCTMYHOI 3HAYYLIOCTi, TOMY Li Ta iHIII HACTYMHi
BTOpMHHI KiHueBi Touku B iepapxil (SMAIS i CGI-C) BaxatoTbes
MOIIYKOBUMH.

[ToxpaieHHs pesy/braris aHanisy MMRM 3Minu 3aranbHOT OLLIHKH
HFMSE Bia BuxinHoro nokasHuka 4epes 12 MicauiB 0yno yMcenbHO
OULIBIIMM [PM 3aCTOCYBaHHI PUCAMILUIAMY MOPiBHAHO 3 Iuiauedo
(piznuua nikyeanHaA: 0,58; Heckopuroane p=0,3015; ckopuropaHe
p=0,3902), He3BaxarOuM Ha HU3bKI cepeHi BuxiaHi ouinku HFMSE y
ii nonmynsauiil nauieHTis.

Takox cnocrepiranock YMcenbHO OiNbLIE MOKPALLEeHHs pe3y/bTaTiB
aHanisy MMRM s3miuu Bin BuXigHOro piBHA 3HaueHb SMAIS 3a
MOBIIOMICHHAMM 0cCi0, fAKi JOTAANAOTH 3a NallieHTaMH, (pi3HMLA
nikyBaHHa: 2,55; HeckopurosaHe p=0,0022; ckopurosane p=0,3902) i
SMAIS 3a noBiIOMJEHHAMH MAaUi€HTIB (pi3HULA JiKyBaHHS: 1,45;
p=0,1778) wuepe3 12 MicAlliB nNpU 3aCTOCYBaHHI pHUCAMILIAMY
NOPiBHAHO 3 nauedo.

HeBenuke wuucenbHe 3HWKEHHS HaMKpauloro MNporHO30BaHOTO
Biacotka FVC Bin BuxigHoro piBHs uepes 12 MicsALiB criocTepiranochk
y MaLE€HTIB y rpynax pucauruiamy Ta ruiauebo, oaHak ue He 0yio
KIiHIYHO 3HauymuM (pi3HuuA nikyBaHHA: -2,05 %; HeckopurosaHe
p=0,3804; ckopurosane p=0,3902).

UacTka MauieHTiB, y SKUX 3arajibHUil CTaH 3710pOB’s MOKPALIMBCA
MOPiBHAHO 3 BUXiJHUM cTaHOM, 3a oliHkoto CGI-C cranosuna 47,5 %
y rpyni pucauruiamy Tta 40,0 % y rpyni nnauebo uepes 12 micsuis
(pisnuug nikyBanus: 1,38; neckopuroBane p=0,3544, ckopuropaHe
p=0,3902).

Y Oiabloi YacTKM MalieHTiB y rpyni pucauniaamy (69,6 %)
NOpiBHAHO 3 rpynoto naauebo (54,2 %) crnoctepiranocs NOKpaueHHs
3a MOUIYKOBOIO KIHIIEBO TOUKOO 3MiHa 3arajibHoT ouiHkd MFM32 Ha
> (0 GaniB Bijl BUXiHOrO MOKa3HUKA, 1110 AEMOHCTPYE MOKpaIeHHs abo
cTabiizauio 3aXxBoproBaHHs Ha GOHI JTiKyBaHHS PUCINIIIAMOM.

AHani3 miarpyn nokasas, Wo Hal0ibwa Bijnosiae 3 Goxky MFM32
TpH 3aCTOCYBAHHI pUCAUNIAMY NMOPIiBHAHO 3 nianebo crnocTepiranach
Yy HaliMOJIOAIIMX MauieHTIB (BikoMm 2—5 pokiB). Ba)kiMBO BiA3HAUYMTH,
o nokpawmeHHs RULM i crabinizaiisi 3axBoproBaHHS Ha MiACTaBi
MFM32 Ttakox Oyiu aocsarHyTi y Hailcraplumx naijieHTiB (Bikom 18—
25 pokiB), BaKJIMBa MeTa JiKyBaHHS y cTapiuux naiicHTis 3i CMA 3
OibLI MOLIMPEHUM 3aXBOPIOBAHHSM.

/-
/

( Z’ EEXELLYY ¢ Z/ Ué




000180

Lli pesyabraTd MiATBEPUKYIOTH BIUIMB PUCAMILIAMY HA PYXOBY
GyHKUIlO, WO € KIHIYHO 3HaYUMHUM Ui HaJaHHA KOPHUCTI /s
IO AEHHOT KHTTEAISITILHOCT] MALiCHTIB.

Yactuna 1

VY vactuni 1 gocaimxenns 1o CCOD 15 ciuns 2020 poky pucauniam
Aobpe nepeHocuBca. Y nepioa  yci€i  eKCrnosMuii  JiKyBaHHs
PMCAMNIAMOM  CEPEIHs TPHUBAMICTh EKCMO3MLIT pUCAMIIAMOM
craHoBuia 970 aHiB (MiHiManbHa—MakcumanbsHa: 287—1183 nuiB) as
ycix nauieHTiB. CepeiHs eKCIO3MLLisi OCHOBHOIO 103010 CTaHOBMJIa 799
aHiB  (MiHiManeHa-makcumanbHa:  287-1050  gmis). Cymapha
eKcno3uuis B yacTuHi | cranoBuna 136,1 nauieHro-poky.

- Mij yac nepiony yciel eKcro3uLil MiKyBaHHS pUCAUMIaMoM OylIo
nosigomneHo 737 HA y 49 nauienria (96,1 %).

- Haiibinew uyacto nosigomiaeHi HA (=20 % nauientis) Gyau 3
k1aciB cuctem opradiB (KCO) indexuii Ta ixBasii, cucTemHi
MOPYLIEHHA Ta CTaH MicCLi BBEICHHS, MOPYLIEHHs 3 00Ky TpaBHOI
cHCTeMHM | nopyluieHHs 3 OOKy OopraHiB AWXaHHS, MPYAHOI KJIITKM Ta
CepeaoCTiHHA.

- HaiibinbI yacTo noeizomaeHumu HSL, sxi BuHuMKIn y > 15 % ycix
MalieHTiB 32 TEPMiHOM MEPEeBaKHOTO BUKOPUCTAHHs, Oy/IH
nmigBuiieHHs Ttemreparypu (54,9 %), kamens (35,3 %), GaoBaHHs
(33,3%), indekuin BepxHix guxaneHux wAxie (31,4 %),
HasogapuHrit (23,5 %), 6inb y porornorui (21,6 %), ractpoeHTEpUT
21. PesynabraTu Oe3nexku (17,6 %) i ronosuuii 6ineb (17,6 %). HA pospiwunnuce y Ginbimocti
nauieHtis. 14 nauientis manu 29 HS, mo He pospiwniuce.

- Ananiz KCO, skuit Bkmouas HA, wo npeactaBnsiore MoKIHBHIHA
BJIMB Ha eMiTeniajbHi TKAHMHM, MOKa3aB BiACYTHICTH XapaKTepHOro
BILUIMBY PUCAMIIIAMY Ha eriTeialbHi TKAHUHH.

- Bicim HS y KCO [lopywenns 3 6oky oprauis 3opy Oyiu
nosigomneni y 7 nauientis. L{i HY Oyau ogMHMYHUMM BUMagKamu
Onedaputy, iH}inbTpaTiB pOriBKM, CyXOCTi Ovel, €K3eMH TMOBIK,
aneprii ouell i posmurocti 30py Ta 2 Bumaaku rinepemii oueit. Lli
ABMIIA HE CBIIUUIM PO iHAYKOBaHi pucauniamom edekTd Ta yci
ABUIIA PO3PIILIHIKCE 0e3 3MiHM JIiKYBaHHS PUCAMILIAMOM.

- 12 nauienTie (23,5 %) noigomunu npo 22 HSI, nos’sasani 3
JOCI PKYBAHHUM JTIKYBaHHSM.

- Oinpwicte HA G6yanm 1-2 ctynenst tsokkocri. Tpo 14 HST 34
CTYNEHs TSKKOCTI noBifiomasnock y 9 nauientis. Koxkne 3 uux HS
PO3pPILMIKCE 332 BUHATKOM | BMNajKy 3HMKEHHS anetuty. [Ipo yci 3
HUX nosijomsnock sk mpo CHSA 3a Bunstkom | Bumaaky
rinornikemit. [Tpo HS S cTynens TsSKKOCTI He MOBi1OMAANOCE.

- [Ipo BUMaaku cMepTi He MOBIIOMIIAIOCE.

- 15 nauienriB (29,4 %) nopigomunu 3aranom npo 23 CHA. CHA
MHEBMOHISl Ta MepesoM CTerHa MOBIIOMISIKCE ¥ 3 Ta 2 NalieHTiB
BiAnoBiaHo. Yci inmwi CHS 6ynu noizomieni 1 nauieHtom.
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- Koane HS He mpusseno no NepeyacHoi BiAMIHM JiKyBaHHI.
3aranom 11 HS npusenu g0 Moaudikauil  (nepepuBaHHA)
JOCTTKYBAHOrO NiKyBaHHA y 7 mawieHTiB mig uac nepiogy yciei
CKCTIO3MLIT iKyBaHHA pucauniaMom. Yci ui seuma PO3pILIKIKCE i
3HOBY HE BUHWKITH MICIISl BiAHOBCHHS NiKYBAHHA PHCANMIAMOM.

- AHani3 ycix HasBHUX pe3ynbTaTiB 1abopaTopHUX JAOCHIIKEHB,
OCHOBHHX TMOKAa3HUKIB JKWTTEMis/IbHOCTI opranisamy, EKI[ Ta
OTaNBEMONOriYHOr0 0GCTEKEHHS He MoKa3ap AKHX-HEOYIb KIIiHIYHO
3HAYYIMX HeOAKaHUX ABMIILY MOPIBHAHO 3 MOYATKOBHM piBHEM.

Yacrunua 2

Y vactuni 2 nocnimkenns 1o CCOD 15 ciuns 2020 POKY cepeHs
TPUBANICTE  €KCMO3HUIT puUCIMMIaMOM  cTaHoBWia 540 JHIB
(mMiniManbHa-MakcumansHa: 100—807 JIHIB).

- Yactora HA Gyna nopiBHsibHa 3 TaKoo, IO CrocTepiranace y
4acTuHi | gocimkeHHs.

- Ananiz KCO, ski sxnrouanun HSI, wo NPe/ICTABIATE MOXKIIMBHIL
BILIHB Ha eniTe/liaibHi TKAHWHHM, N0Ka3aB BIICYTHICTH XapaKTepHOro
BIJIMBY pUCAMIIAMY Ha eniTelliadbHi TKAHUHU.

- 14 HA y KCO Ilopyenns 3 Goky OprasiB 30py OyJiM noBigoMeHi
y 12 nauienriB (6,7 %). Lli HA OynH ONMHHYHHUMH BHUMALKAMM
aNepPriyHoro KoH'IOHKTUBITY, BHAINCHHA 3 o4eil, cBepbiky B ouax,
posnany 3 00Ky MoBiK, nocuieHoi cipo3oTeui, MaKyJIspHOI KicTH,
PO3MHTOCTI 30py Ta NOpYLIEHHS 30py; | ABA BUMAAKH KOKHOMO 3 HS
CYXiCTh B 0Ouyax, OiJib B ouax i rinepemisi ouer. HS, 3akooani B
ocHosuuii KCO [lopymenns 3 6oky oprauis 30py, He CBIAYMIU Mpo
iHYKOBaHI  pHcaMIIaMoM ebekTd i3 BpaxyBaHHAM TOro, MmO
oraneMonoriuHa oLiHKa He BUSBHIA AKHX-HEOYIb CYTTEBUX 3MiH.

- 21 nauienr (11,7 %) nosigomus npo 28 HSl, aki BBaxamuchk
MOB’SI3aHUMH 3 AOCHIGKYBAaHHUM  JTiKYBAHHSIM. Vi, okpim 2 HA,
pO3piIManCh 6e3 3MiHHM 10T 3Ky BaHOrO NiKYBaHHS.

- Binbwicts HA 6ynu 1-2 crynens Tskkocti. 33 nauientu (18,4 %)
Mama HST 3-4 crynens tsxkocti. oizomuneni HS 3-4 CTyMneHs
TAKKOCTI BKJIIOYA/TH THEBMOHIIO (3 CTYNEeHs TAKKOCTI, n=8; 4 cTynens
TAKKOCTI, n=2), ractpoentepur (3 CTYMCHsI TAKKOCTI, n=2),
NpecHHKone (3 cTyneHs TskKocTi, n=2) Ta iHdekwio BepxHix
AUXAIBHHX WIAXIB (3 cTyneHs TAKKOCTI, n=2).

- Ipo Bunamku cmeprti He MOBiKOMIsIOCH.

- Ha moment CCOD 37 nauienris (20,7 %) nosigomunu npo 67
CHL. Yei CHA 6ynu noBizomieni sk Hernos’s3ani 3 JOCTIKYBAaHUM
nikysanHam i Bci CHS pospimmnuce Hessakaroun na NiKyBaHHs, 10
TPUBAJIO, 32 BUHATKOM | BUNajKy napuiansHoro npunazKy.

- XKomne HA wue MPU3BEJIO 10 MEpe4acHOl BiAMIHM JiKyBaHHSL.
3aranom 13 nauientis mosizommau npo 17 HS, saxi npussenu o
MoauiKkauii nociimkyBaHoro mikysanus. Koxue nosigomaene H$
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po3piliMaock i He  BMHHKIO 3HOBY  Micias  BiJHOBJEHHS
J0CiKYBAHOTO NiKyBaHHS.

- AHali3 ycix HasBHUX pe3yabTarip nabopaTopHUX [ochipKeHs,
OCHOBHMX  MOKa3HHUKIB IKUTTEAis/IbHOCTI opranismy, EKI Ta
OTaTBEMONONYHOr0 0BCTEKEHHS He NOKa3as SIKUX-HEOY b KJIiHIUHO
3HAYMMHUX HEOaKaHHX ABMILY NOPIBHAHO 3 MOYATKOBHM piBHeM.

Ha moment CCOD 15 ciyns 2020 POKY KNiHIYHO 3HauyLie
MOKpALUCHHA pyXxoBOl (yHKUiT Ha Qoni nikyBauus pHCAMIIAMOM
crocTepiranock yske Ha 12 micsani ta 30epirammcs 4i NOKpaLuiInch 10
24 micaug, mwo aemoucTpye OZIHOPI/IHY NI0BrOCTPOKOBY e(heKTHBHICTD
Tepanii pucaAUmIaMom.

[Toxpamenns Gy nocsaruyti s WIMPOKiii | reTeporeHHiii nomysuii
nauieHTiB i3 nisHiM nouarkom CMA (213 Tuny).

Ha nincraei ycix maspuux ganmx is Gesmeku pucaumiaM no6pe
NepeHocuBes  Oe3  AKuUX-HEOYb HECTIPUATIMBUX  3HAXiJOK,
acoLIfOBaHHMX i3 JiKyBaHHAM PHCAMILIAMOM. KomHa 3 pokniHiuHMX
3HAXIOK i3 Ge3nekn He criocrepiranack Y UMX NauieHTiB i3 nisHiM
noyarkom CMA.

3arasnowm, 3a BigcyTHocTi SKHX-HeOY 1b i1eHTHDiKOBAHUX PU3MKIB Ta
38 HAABHOCTI KIIIHIYHO 3HA4yWOi KOpHCTI, 1110 30epiranack nporarom
24 wmicauis  nikypawms, npoQine  KOPHCTh-PU3KMK pucaumiamy
3a/IUIIAETBCS CIPHATIUBUM.,

[li noeroctpokoBi aami 3 epekTMBHOCTI Ta Gesrekd HaawTh
BAKIIMBI JJOKa3M KOPHCTI PMCAHIIaMY NpH NOAANBIIOMY JiKyBaHHi
L LILOT0 XPOHIYHOTO Ta BUCHAMKIHBOIO 38XBOPIOBaHHSI.

22. BHCHOBOK (3aKI04eHHs)

3asBHHK (BJIaCHUK PeeCTpaLiiHOro NocBigyeHHs)
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Clinical Trial Report
1. Name of the medicinal product |
(number of registration certificate, if EVRYSDI®
available)

'F_.Hoffmann-La Roche Ltd
Grenzacherstrasse 124, 4070 Basel, Switzerland

F.Hoffmann-La Roche Ltd
Wurmisweg, 4303 Kaiseraugst, Switzerland

4. Trials conducted: T yes C no If not, substantiate

2. Applicant

3. Manufacturer

Medicinal product with complete dossier (stand-alone dossier). Other
medicinal product. New active substance (AS). Original (innovative)
medicinal product (the molecule is not presented on the Ukrainian
market) for treatment of rare disease according item 10 (sub-item 10. 1)
of section V of the Procedure of Order of the Ministry of Health of|
Ukraine dated 23.07. 2015 No 460,

Protocol No. BP39054 (JEWELFISH). An Open-label Study to
Investigate the Safety, Tolerability, and
Pharmacokinetics/Pharmacodynamics of Risdiplam in Adult and
Pediatric Patients with Spinal Muscular Atrophy.

Interim CSR, Report No. 1100549, June, 2020.

EClinical trial phase ”&ase II W

7. Period of the clinical trial First Patient Enrolled: 3 Mar 201 7
) Clinical cut-off date (CCOD): 31 Jan 2020

9 countries (24 investigational sites):

8. Countries where the clinical trial Belgium (2 sites), France (5 sites), Germany (2 sites), Italy (5 sites),
was conducted the Netherlands (1 site), Poland (1 site), Switzerland (1 site), the
United Kingdom (3 sites), US (4 sites).

A total of 180 patients were planned per Protocol version 3 in effect at
the CCOD.

Enrolment was completed with a total of 174 patients on study. Of]
these,

- 13 patients previously treated with R0O6885247 in Roche study
BP29420 (MOONFISH).

- 76 patients previously treated with nusinersen (SPINRAZA®),

- 71 patients previously treated with olesoxime in Roche study
BN29854 (OLEOS).

- 14 patients previously treated with AVXS-101 (ZOLGENSMA®).

The primary objectives of this study are to evaluate the safety,
10. Goal and secondary objectives of|tolerability, pharmacokinetics (PK), and pharmacodynamics (PD) of]
the clinical trial risdiplam in adult and pediatric patients with spinal muscular atrophy
(SMA).

1) type of the medicinal product, by
which registration was conducted or
planned

5. Full name of the Clinical Trial,
clinical trial code

9. Number of study participants
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Data on the PK and PD objectives are not presented in this interim
Clinical Study Report (CSR) and will be reported in a separate PK-PD

J report.

-

11. Design of the clinical trial

L

—

Multi-center, exploratory, non-comparative, and open-label study to
investigate the safety, tolerability, PK, and PK/PD relationship of]
risdiplam in adults, children and infants with SMA previously enrolled
in Study BP29420 (Moonfish) with the splicing modifier RO6885247
@previously treated with nusinersen, AVXS-101, or olesoxime.

12. Main inclusion criteria

Males and females aged 6 months to 60 years inclusive (at
screening).

Confirmed diagnosis of 5g-autosomal recessive SMA.

Previous enrollment in Study BP29420 (MOONFISH) with the
splicing modifier RO6885247 or previous treatment with any of the
following: nusinersen, olesoxime, AVXS-101.

13. The investigational medicinal
product, method of administration,
strength

=

|
—

| Risdiplam is given orally,

once daily.

At the start of Study BP39054 (per Protocol version 1), the dose of]
risdiplam for all patients (12-60 years) was 3 mg.

Following the completion of the dose-finding Part 1 of study
BP39055 and confirmation by the independent Data Monitoring
Committee (iDMC) of the use of a higher dose in Study BP39054, the
dose for patients 2 to 60 years was changed to 5 mg for patients with a
BW >20 kg and to 0.25 mg/kg for patients with a BW <20 kg.

For patients aged 6 months to <2 years (infants), the dose is

0.2 mg/kg.

14. Comparator, dose, method
administration, strength

rNot applicable.

_
i

15. Concomitant therapy

&

| Examples of allowed medications include the following, except those
that are OCT-2 or MATE substrates:

- Chronic treatment with oral salbutamol or another Po-adrenergic
agonist taken orally is allowed as long as treatment has been introduced
for at least 6 weeks before enrollment and the patient has shown good
tolerance.

- Use of inhaled p:-adrenergic agonists (€.g., for the treatment of]
asthma) is also allowed.

- Inhaled corticosteroids.

_ Other inhaled drugs for obstructive airways diseases (e.g.,
anticholinergics and anti-allergic agents).

- Other systemic drugs for obstructive airways
leukotriene receptor antagonists).

- Laxatives and other drugs for functional gastrointestinal
- Occasional use of analgesics, including opioids
hydromorphone or codeine).

- Any antibiotics.

- Antihistamines.

- Proton pump inhibitors.

diseases (e.g.,

disorders.
(e.g.,

.
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- Concomitant medications which are CYP3A4 substrates are in
general permitted if required; however, as per usual clinical practice,
potential toxicities should be monitored carefully, in particular for

. medications with a narrow therapeutic window.
16. Efficacy evaluation criteria Exploratory efficacy measures are not presented in this interim CSR.
' y PK and PD analyses will be reported in a separate PK-PD report. -3

Safety and tolerability endpoints included the following: incidence
of adverse events (AEs) (overall, by severity and by relationship to
study medication); incidence of serious adverse events (SAEs);
incidence of death; incidence of treatment discontinuations due to
AEs; incidence of laboratory abnormalities; incidence of
electrocardiogram (ECG) abnormalities; incidence of vital sign
abnormalities; incidence of clinically significant findings on
ophthalmological examination: incidence of clinically significant
findings on neurological examination; incidence of suicidal ideation or
behavior (C-SSRS): anthropometric examination including weight,
height, head and chest circumference; results of nutrition check; results
| of Tanner staging.

17. Safety evaluation criteria

The sample size was determined by practical considerations and not
based on statistical power calculations.

The target sample size was up to 180 patients with SMA. With 180
patients exposed to risdiplam, there would be a 92% chance to detect
an AE in at least 1 patient, if the true underlying AE rate is 1.4%.

All patients who received at least one dose of risdiplam, whether
18. Statistical methods prematurely withdrawn from the study or not, were included in the
safety population.

All safety analyses were based on the safety analysis population. All
available safety data for each endpoint were summarized descriptively.

Safety data were summarized by previous treatment (RO6885247,

: olesoxime, nusinersen, and AVXS-101 ) and the overall population (all
18 patients).

Overall, 54.6% of the patients were male; the majority of the patients
were white (82.2%); and the majority of the patients were of non-
Hispanic or Latino ethnicity (87.9%). Forty-eight (27.6%) of the
patients were 2—12 years of age, 58 (33.3%) were 12—17 years of age,
35 (20.1%) were 18-25 years of age, 19 (10.9%) were 26-44 years of
& age, and 9 (5.2%) were 45-60 years of age.

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

Exploratory efficacy measures specified in the study protocol are not
presented in this interim CSR. This is because a sj gnificant number of
patients were recruited in the last few months of enrolment and only
20. Efficacy results 14 out of 173 patients (8.1%) in the safety-evaluable population had
been treated for more than one year at the CCOD. Efficacy data will
be analyzed once all patients have completed at least 12 months of
risdiplam treatment.




21. Safety results

Up to the CCOD, risdiplam has been well tolerated. Treatment

duration ranged from 0 to 32.8 months with 43 of 173 patients (24.9%)
being exposed for at least 6 months. The majority of patients had no
missed doses, and no partial doses. One patient had an overdose for a
single day and there were no dose adjustments for safety reasons.
There were no deaths.
Overall, 125 out of 173 (72.3%) patients reported at least 1 AE. A
total of 468 AEs occurred up to the CCOD. The majority of AEs were
mild to moderate in intensity, resolved without change to study
treatment, and were reflective of the underlying disease.

Twenty-five serious AEs (SAEs) were reported in 14 patients (8.1 %),
all of which had resolved at CCOD with the exception of 1 SAE of
Kyphoscoliosis. The majority of AEs were of Grade 1-2 highest
severity. With respect to the highest intensity Grade experienced,
overall, 13 patients experienced 27 Grade 3 AEs; and 1 patient
experienced 1 Grade 4 AE; 19 of the Grade 3 events were serious. No
Grade 3 and 4 events were related to study drug treatment, and all
resolved at CCOD. .

There were isolated shifts from baseline in laboratory parameters,
ECG and vital signs, but no trends over time were observed.

There have been no safety findings in patients reflective of potential
risks previously identified from nonclinical toxicology studies (effects
on epithelial tissues, retinal toxicity or hematological effects).

22. Conclusion

The safety profile of risdiplam is reflective of the underlying disease
and age of patients and consistent with the known safety profile thus
far in treatment naive patients in studies BP39056 (FIREFISH) and
BP39055 (SUNFISH). Risdiplam was well tolerated in a wide range
of patients who had received previous treatment with either nusinersen,
or AVXS-101, or Roche’s previous Investigational Medicinal Products
RO6885247. or olesoxime. No risks were identified following the
review of the type and frequency of adverse events as well as vital
signs, physical examinations, ECG and safety laboratory data.

Efficacy will be fully assessed once all patients have completed at
least 12 months of risdiplam treatment.

The current results from this study provide additional key safety data,
which fully support the overall benefit-risk profile for risdiplam for

the treatment of SMA.

Applicant (Marketing Authorization Holder)

F. Hoffmann-La Roche Ltd
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£ Hoffmann-La Roche Ltd
International Regulatory
Basel, Switzerland
Leyla Lister
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E. Hoffmann-La Roch i.td
International Regulatcry
Basel, Switzerland
Catalina Rojas
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3BiT npo KaiHiuHe BHNPOOYBaHHS

1. HasBa nikapcekoro 3aco0y (3a
HAsBHOCTI - HOMep peecTpauiiitoro EBPICII (EVRYSDI®)
\Locsiﬂqeﬂnﬂ)
@.Xoddmann-Jla Por Jitg
SRR T ["pensaxepiurpacce 124, 4070 baseib, IBeiiuapis
3. Bupo6inx HXO(I)(I)M&HH-HH Pow Jltp
P Bypwmicger, 4303 Kaiicepayrcr, [lpeiinapis

4. llposeneni nocnimkenns: I C Hi AKIIO Hi, 06IpyHTYBaTH

|

= = : -
Jlikapcbkuii 3aci6 3a noBHuMm AOChE (ABTOHOMHE [0Che). |Himuii
JNiKapChKuii 3acib.

1) Tun nikapeekoro 3aco0y, 3a skum|HoBa aitoua peuosuHa (IP). OpuriHansuuii (iHHOBaWiHHMIT)
fipoBoaumacs  abo  ruianyeTses NiKapChKHii 3aci6 (Monekyna He npeJicTaBiena Ha PHUHKY Y Kkpaiuu) ans

peectpariis JIKYBaHHS PiaKiCHOrO 3aXBOPIOBAHHA 3TiAHO MyHKTY 10 (mianyHKTy
10.1) pozuiny V [opanky nakasy MO3 Ykpaiuu Bia 23 nunus 2015
Ipoky Ne 460.
TH]I)OTOKOJ‘I Ne BP39054 (JEWELFISH). Binkpure nocnimkenus 3
. BUBUEHHS Oe3nexwu, MEPEHOCUMOCT Ta
5. TloBHa wa3Ba  kiimiuHOro

thapmakokiHeTHKH/hapmako aMHAMI Ku pucauniIamy y aopociux Ta
AiTeid 31 criiHaTbHOW M’ 1308010 aTpodiero.

[pomikuuii it npo kniniune AochiukeHHs, 3BiT Ne 1100549,

BUMPOOYBAHHS, KOJOBaHMI HOMep
KJ1iHiYHOro BUNpOGYBaHHs

Yepsens 2020 poky.
I6;.CDa3& KJIIHIYHOro BHHpOﬁ}’BaHH}L-‘m baza —]
7. Tlepion mposeners KﬂiHi'-{HOQ [Tepiumii nauient BI04 EHMUii: '3 6epesns 2017 poky - .

Jara 3aBepinenns 300py KniHiUHMX aaHMX (CCOD): 31 ciyug 2020
BUNpPOOyBaHHs
L poky
[ 9 kpaiu (24 nocnigHuLbKi LEHTpH):

benbris (2 uenrpu), ®panuis (5 uentpis), Himeuuuna (2 LIEHTPH),
ITanis (5 wenrpis), Higepnanmu (1 uewtp), IMonbiua (1 uentp),
[seiiapia (1 ueHTp), Benmnka Bpurauis (3 wenrpm), CLIA (4
LEHTPH).

8. Kpaiuu, 1e nposoamiocs kiiniune
BUMPOOYBaHHSA

3aranom mnanysanocs 180 nauientis aa NpOTOKOAOM Bepcii 3, sika
Oyna ynHHOW Ha naTy 3aBEPIICHHS 300py KIIHIYHUX JJaHUX.

Habip GyB 3aBepuienuit i saranom 174 nauientn 6yno Bkmoveno
AOCIIKEHHS. 3 HUX,

- 13 nauienris panime OTpuMYyBanu JikyBanus RO6885247 y
fociukeHHI Komnaii Pom BP29420 (MOONFISH).

- 76 nauienris, ski pauiume OTPUMYBANH JIIKYBaHHS HyCiHepceHoM
(SPINRAZA®).

9. KinekicTe J0CTTI DKy BaHUX
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;/ %{Z/&Z/idfé‘{:f’) ‘_‘/"V f«é{z-’-/
¥ r /. ;

e

ey /,._‘“/‘ / //,4\ |



000188

- 71 mauient, sKi paHille OTpUMYBanM NiKyBaHHS 0J€COKCIMOM y
aocripkenni komnanii Powr BN29854 (OLEOS).

- 14 nauientis, Aki paniwe oTpumypanu mikyBanus AVXS-101
(ZOLGENSMA®),

[lepeunni  wini wporo jocmigkKeHHs — OLIHWTH Oesmnexy,
NepeHOCUMICTh, (apmakokiHeTuky (DK) i (bapmakoaunamicy (DJI)
puCaUNIaMy y 10POC/IMX Ta AiTeH 3i CNiHATEHOIO M’5130B0t0 aTpodieto
(CMA).

Jani wono @K ra ®JI uineil ve npenctasieHi B pomy MPOMiIKHOMY
3BITi PO KNiHiYHE JOC/iuKEHHS Ta 6YAyTh MOBiOMIEH] B OKpeMOMY
OK-D]] 3BiTi.

baratouenTtpoBe, nomykoBe, HemopiBHsNBEHE Ta BiJKpHUTE
JOCNIUKEHHS. 3 BHBYEHHs Oe3neky, nepeHocumocti, ®K i 38’s3Ky
11. Huzaiin KniHiYHOro|@K/®J] ans pucaunnamy y 10pociaux, Aitell Ta HEMOBIST 3i CMA,
BUMPOOYBaHHs paHimle BKIIOYEHHX [0 JOCHimKkeHHs BP29420 (Moonfish) i3

Mozudikatopom cradicunry RO6885247 aGo pamime mikoBaHHX
HyciHepceHoM, AVXS-101 a6o onecokcimom.

10. Mera Ta BrOpuMHHI uini
KIiHIYHOTO BUNPOOYBaHHS

Honosiku Ta KiHku Bikom Big 6 micsuis 10 60 pokiB BKIOUHO (Ha
MOMEHT CKPHHIHIY).

[TinTBepmKennii niarnos 5q-ayTocomHoi perecusroi CMA.
12. OcHoBHI KpuTepii BKIIOUEHHS [onepenuiii nalip no mocnimkenns BP29420 (MOONFISH) i3
Moamdikatopom crnaticunry RO6885247 a6o nonepenne NIKyBaHHA

Oyab-IKMM i3 HACTYIHUX MpenapaTis: HyciHepceH, osiecokcim, AVXS-
101.

Pucnuniam sactocosyBascs nepopaibHo oH pa3 Ha 106y.

Ha mouyarky nocnimkenns BP39054 (3a npotokonom Bepcii 1) nosa
pucauniamy ajis Beix nauientie (12-60 pokiB) craHoBua 3 Mr.

[Ticns 3aBepuienns wactunu 1 gocmimkenns BP39055 3 NOIYKY
[03H | MiATBEP/UKCHHS HE3AEHKHUM KOMITETOM i3 MOHITOPHHTY AaHHX
(iDMC) 3acTocyBaHHs BUILOT 1034 B J0C/iKEHH] BP39054, noza nis
MmaLieHTis Bix 2 10 60 pokis Gyna 3mMiHeHa Ha 5 MT A5 MALUEHTIB i3
Macow Tina > 20 kr i go 0,25 MI/Kr s mauieHTiR i3 Macow Tina
<20 «kr.

Jns nauientis Bikom Big 6 Micsuis 10 < 2 pokis (HemoBJATa) 1032
craHoeuna 0,2 mr/kr.

13, JMocnimxkyBauuii  nikapcbkuit
3aci0, cnocib 3actocyBanus, cuna aii

14. Tlpenapat nopisusHHs, n03a,|| He 3acToCOBHO.
Ccnoci6 3actocyBanus, cuna it

[lpukiann no3BoneHux nikapchKMX 3aco6iB BKIKOYAIOTH HacTymnHe,
3a BUHATKOM THX, fKi € cydctparamu OCT-2 a6o MATE:

- TpuBase nikypanust nepopanbHum caabGyTamonom a6o iHIIHM B2-
a[IpeHEPri¥HuM aroHicToM Jisi IEPOPaIbLHOTO MPUHOMY J03BONANIOC,
SIKILO JIIKYBaHHA OyJI0 po3noyare MPOTAroM MOHAHMEHINE 6 THIKHIB
/10 Habopy Ta nauieHT NPOAEMOHCTPYBAB J06pY NEPEHOCHMICTh.

15. CynyTHs Tepanis

j;%/f ety s



000189

- Takosk  nmo3Bonsuioch 3aCTOCYBaHHS IHrIALIHHHX Ba-
aJIpeHEPriYHMUX aroHicTip (30KpeMa st nikyBaHHS acTMH).

- Iuransuiiini KOPTHUKOCTEPOiau.

- I inransuiiini tikapeski saco6u s JKYBaHHS 06CTPYKTHBHMX
3aXBOPIOBAaHb MXabHUX IIAXIB (30Kpema, aHTHXOJIIHEPriYHi Ta
NpOTHANEPriuHi mpenapaty).

- IHwi cuctemni nikapeeki 3aco6u s MKYBaHHS 06CTPYKTHBHUX
3aXBOPIOBAHb NHXa/IBHUX LILTAXIB (30KpeMa, aHTaroHicTH peuenTopis
JIEHKOTpieHY).

- IIponocHi nikaperki 3aco6u Ta inmi 3aco6u BiZl GyHKIiOHATBHMX
LITYHKOBO-KHIIKOBHX PO3JIa/iB.

- Enizoaunune 3actocysauus AHANBIeTHKIB, Yy TOMY YMCHi Omioinin
(T06TO rinpomopdon abo KOJETH).

- byab-ski antubiornku.

- AHTHTICTaMiHHI 3ac00H.

- Inribiropu nportonnoro Hacocy.

- CynytHs Tepanis cyberpatamun CYP3A4 3aranom 103eossuiach 3a
noTpebu; ojaHaK BiAMOBIZHO 10 3BHYAHOT KIIHIYHOT MpaKTHKH
HeoOXinHO 3ailicHIOBaTH MOHITOPUHI MOTeHUIiHOT TOKCHUHO] ait,
30KpeMa AiA MPENaparis i3 By3bKUM TEPANEeBTHYHUM Jiana30HOM.

[TouryxoBy kputepii owjirku e(eKTMBHOCTI He Npe/icTaBneHi LbOMY
16. Kputepii ouinkn edexrupnocri MPOMIKHOMY 3BiTi Mpo KiiHiune JIOCJTi KEHHS.

®K i ®J] ananizu 6y1yTs nosizomueni OKpemMoMmy 3BiTi 3 DK-D]].

KiHuesi Touku 3 Gesnexu Ta MEPEHOCUMOCTI BKJIIOUYAIIH HACTYMNHe:
yacToTa HebakaHux sy (HT) (3aranom, 3a TAKKICTIO Ta 3B’ I3KOM i3
JI0CJTi JUKY BAHUM NiKyBaHHAM); yacToTa CepHO3HUX HeOaKaHUX SBMIL
(CHAT); wacrora cwmepreii; uactora MEPENYACHOr0 MPUIUHEHHS
nikyBanus yepes HS; wactora Binxunens 1abOPaTOPHUX MOKA3HUKIB;
1acToTa MOpyIICHb Ha e/leKTpoKapaiorpami (EKT'); uacrora Bigxunens
OCHOBHHX MOKA3HUKIB JKUTTEAiATBHOCTI Opramiamy; 4acToTa KJIiHiuHO
3HAYYLIMX 3HAXIZOK MpH odransmooriuHOMy o0crexeHHi; yactota
KTHIYHO 3HAYYIIMX 3HAXinOK MPH  HEBPOJIOTiYHOMY OOGCTEKEHHI;
4acToTa BHNAJAKIB CyTIMAAILHOIO MUCJIEHHA Ta CYiUMIalIbHOT
noeainku (C-SSRS); AHTPOTIOMETPUYHE OOCTeIKEHHS, BKIIOYAIOYH
Macy Tijla, pocTy, OKpYKHOCTI FOJIOBH Ta TPYIHOT KJIITKH; pe3ynbTaT
NMEPEBIPKM CTATYCy XapuyBaHHs; Pe3yabTaTH OUIHKH 10 ImKai
Tannepa.

17. Kputepii ouinku 6e3nexu

’_FO3Mip BHOIpky OYB BU3HAYEHHIT HA OCHOB] NPAKTHYHUX MiPKYBaHb
i He 6a3yBaBCs HA OBUHCIIEHHI CTATHCTHYHOT MOTYKHOCTI.

LlinboBuii po3mip BuGipku ctanosus 10 180 nauientis 3i CMA. [Tpu
ekcnosuuii pucaunnamonm 180 nanientis Oyne matu micue 92 % wanc
BUABUTH HS wmonaiiMene y | nauienra, sikmo ictunua ¢onora
uactora HS cranosurs 1,4 %.

18. CratucTuyni metoau
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Yci nauienty, siki oTpuManu wonaiiMeHme OZHY 1103y pUCIMILIaMY,
HE3ANEKHO  BiA nepeauacHoro BuOYTTA 3 AOCHiKeHHsI, OyJu
BKJTIOYEHI B MOMYJIALIIO 3 Ge3nekH.

Yci ananisu 3 6esneku ryprysanuch Ha nonynauii aHanisy 3 6eznexu.
VYci HasBHI nani 3 Gesnexu ATl KOKHOI KiHUEBOT TOYKM Oynu
PE3IOMOBaHI OMUCOBUM METOI0M.

Hani 3 Gesneku Gynu pestomosani 3a MONEPeHIM JiKyBaHHAM
(RO6885247, onecokcim, HyciHepceH i AVXS-101) Ta 3arazpHoro
norny L€t (yci nauientu).

3aranom 54,6 % nauieHTis Oy yonoBikamu; GinbluicTs namienTis
Oynu espomeoinHoi pacu (82,2 %); i GinbwicTh NamiedTip Oynu He
icnaHcekoro a6o JTaTHHOAMEPHKAHCBKOTO MOXOKeHHs (87,9 %). 48
(27,6 %) nauientis 6ynu Bikom 2—12 pokiB, 58 (33,3 %) Gyau Bikom
12-17 poxis, 35 (20,1 %) 6y.u Bikom 18-25 pokis, 19 (10,9 %) 6ynu
BikOM 26—44 pokis i 9 (5,2 %) Oynu Bikom 45-60 poxkis.

[lourykoBi pesyapTaTu €(DEKTHUBHOCTI, 3a3HaueHi B MPOTOKOJIi
JIOCITiJUKEHHS, HE HABE/EHi B LIEOMY MPOMIKHOMY 3BITi MPo KITiHi4YHEe
nocnimkeHHs. Lle 3ymoBnene THM, IO 3HAYHE YHCJIO mauieHTiB 6yno
BKIIOYEHE B OCTaHHi Kilbka MicauiB waGopy i gume 14 i3 173
20. Pesynbraty eextuHOCTI nauientis (8,1 %) B momysisuii, mwo nigsrana OUiHLi 3 Oe3neku,
OTPUMYBAIIH JIIKyBaHHA MPOTArOM GilbLIE OJHOTO POKY Ha MOMEHT
3aBEPIIECHHA 300py KiaiHiYHMX namux. Jaui 3 edbexTuBHOCTI GyayTh
aHani3yBaTHCs, KOM yCi NaLieHTy 3aKinyaTh LoHakiMeHe 12 Micauir
JIKYBaHHS PUCIUIIAMOM.

19.  Jlemorpadiuni  mokasuuku
JOCIKyBaHOT monyasuii (ctars,
BiK, paca, ToI0)

Ha nary sasepuienns 36opy aimiuHux nannx pucauniaam aobpe
neperocuses. Tpusanicts nikyBsanHs papitoBaia iz 0 10 32,8 Micsis,
Mpu usoMy 43 i3 173 mauientis (24,9 %) OTPUMYBAJIU JTiKYBaHHS
MpOTArOM wIoHaliMeHue 6 Micsuis. Binblwicts manieHTis He Manu
MPOMYIIEHNX 103 i HE MaiM YaCTKOBMX 103. ONMH MAlieHT Map
1ICPELO3YBAHHSA TPOTATOM OJHOTO JHSA, KOPEKLis 103M 3 MpuumnH
Oesneku He npoBoaMaack. Bunaskis cMmepTeii He Gyro.

3aranom 125 i3 173 (72,3 %) nauientiB nosizomMuIu npo
lwoHaimenie 1 HA. ¥V uinomy 468 Hs BiAOynMCs Ha jaTy
3aBEPLICHH 300py KIiHIYHUX AaHuX. Binpmicts HY Oynu nerxkoro yu
21. Pesynbraru 6esneku MOMIPHOTO  CTYNEHS  TSIKKOCTI, pospimuinces  Ge3  3minu
JOCIIIDKYBAHOTO JTIKYBAHHS Ta BiZ00pakaiu OCHOBHE 3aXBOPIOBAHHS,

25 cepitosuux HSI (CHS) nosigomasiuce y 14 nauientis (8,1 %),
YCi 3 HUX pO3pilIHInCh Ha Aaty 3aBeplIeHHs 300py KIIHIYHUX HaHUX
3a BuHATKOM | CHA kidockonios. Binbwicts HS manu HaHBUIILY
TOKKICTb -2 cTynens. CTocoBHO HaifBHILOro CTYNEHS TAKKOCTI,
3aranom y 13 mauientie Bunukno 27 HS 3 CTYNeHs TAKKOCTI Ta y |
nauienta — HS 4 crynens tsokkoeri; 19 3 Hux Oynm cepitosnumu HY 3
crynes Taxkocti. XKoawe HSL 3 i 4 crymens Tmkkoeri me Oyno
MOB’A3aHE 3 JI0C/IiIKYBAHUM JTIKYBAHHAM, YCi 3 HUX po3piluiInch Ha
AaTy 3aBEPLICHHSA 300pY KIIIHIYHUX JaHHX.
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Cnocrepiraiucs okpemi 3MiHH BiJ BHXiZHOrO MOKA3HMKA L0/10
nabopatopHux  nokasuukis, EKI i OCHOBHMX  [MOKA3HHUKIB
KUTTEAIANBHOCTI  OpraHisMy, OfHaK 3 4acom TEHJICHUiH He
CIOCTEPiranock.

He Oyno BusBieHo 3Haxizok 3 Gesmexu y nauieHris, ski 6
BLIOOpakanu moTeHuiliHi  pusmkw, paHime igeHTH(ikoBaHi B
JOKJHIYHUX TOKCHKOIOTTYHUX J0C/TiIKEHHSX (BMIMB Ha enitenianpyi
TKaHHHH, TOKCHYHICTb ANIst CITKIBKM 200 reMaTooriuni edexTn).

[podineb Gesnexn pucannnamy Binobpaxae BuxinHe 3aXBOPHOBAHHS
| BiK MallieHTIB Ta y3ro/KyeThesl 3 BiZOMUM Ha ChOTOJIHILIHIH JeHb
npodinem Gesneku y nauieHTis, ki paHille He OTPUMYBalH
NiKyBaHHS, y gociiukennsx BP39056 (FIREFISH) i BP39055
(SUNFISH). Pucauninam no6pe nepesocuses Y LWIMPOKOro Jiana3oHi
MAL{EHTIB, AKi OTPUMYBAH MOMEPEIHE JliKyBaHHs a00 HyciHepceHOM,
abo AVXS-101, aGo mnonepeHim AOCHIDKYBAaHUM  JTIKYBAHHSM
Komnawii Pom RO6885247, a6o onecokciMoMm. Pusuku He Oynu
ineHTU(iKOBaHI Mic/s aHani3y TUITY Ta 4acTOTH HeGakaHUX ABULL, a
TAKOXX OCHOBHHX IOKa3HHUKIB JKMTTEiAIbHOCTI OpraHiamy, IaHux
disukansHoro obcrexenns, EKT i N12D0paTOPHUX JaHUX 3 De3neKu.
EdexTupHicTh Gy/1e MOBHICTIO OLIHIOBATUCE TOJli, KOJIH yCi mawieHTy
3aBeplIaTh lMOHaHMeHIe 12 MicsliB JiKyBaHHA pucaumIamMoM.
[lotouni pesynerat uporo mocnimkenHs HazaroTh JI0JIaTKOBI
KITFOYOBI JaHi 3 Oe3neku, sKi MOBHICTIO MiATBEPIKYIOTh 3arajibHuUil
NpOGiIb KOPUCTB-PH3UK PUCANILIAMY MPH aikyBanHi CMA.

22. BucHOBOK (3aK0ueHHs)

3asBHUK (BIACHUK peecTpalliifHoro MOCBi{4EHHS)

@ . Xobdmanu-JIs Pom Jitx

[Mianuc [Tianuc

Jleiina Jlictep Karanina Poxac

Binnin 3 miskHapoaHux peryastopHux nutans Binnin 3 MixkHapoaHHX perynsaTopHUX muTaHb
@.Xoddmann-JIs Pouwr JItn @ . Xobppmanu-JIa Pow Jitg

Basesne, lIseiinapis basens, Iseiinapis

- - /l -
C/ ,/42//4425{(// é;/’/{/’;.» o

- /_ e i
2 Oy,

A L

7 L



000192

Clinical Trial Report

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

EVRYSDI®

2. Applicant

F.Hoffmann-La Roche Ltd
Grenzacherstrasse 124, 4070 Basel, Switzerland

3. Manufacturer

F.Hoffmann-La Roche Ltd

Wurmisweg, 4303 Kaiseraugst, Switzerland

4. Trials conducted:

no

I yes

If not, substantiate

1) type of the medicinal product, by
which registration was conducted or
planned

Medicinal product with complete dossier (stand-alone dossier). Other
medicinal product. New active substance (AS). Original (innovative)
medicinal product (the molecule is not presented on the Ukrainian
market) for treatment of rare disease according item 10 (sub-item 10.1)
of section V of the Procedure of Order of the Ministry of Health of
Ukraine dated 23.07. 2015 Ne 460.

5. Full name of the Clinical Trial,
clinical trial code

Protocol No. BP39056 (FIREFISH). A Two-Part Seamless, Open-
Label, Multi-Center Study to Investigate the Safety, Tolerability,
Pharmacokinetics, Pharmacodynamics and Efficacy of Risdiplam in
Infants with Type 1 Spinal Muscular Atrophy.

Interim CSR, Report No. 1087161. July 2019.

Primary CSR, Report No. 1100385. April 2020.

|g Clinical trial phase

|[Phase 11/111

7. Period of the clinical trial

First Patient Enrolled in Part 1: 23 Dec 2016
Last Patient Enrolled in Part 1: 21 Feb 2018

First Patient Enrolled in Part 2: 13 Mar 2018
Last Patient Enrolled in Part 2: 19 Nov 2018
Clinical cut-off date (CCOD): 14 Nov 2019

8. Countries where the clinical trial
was conducted

Part 1: 7 investigational sites across 5 countries (Belgium [1], France
[1], Italy [2], Switzerland [1], and the United States [2]).

Part 2: 14 investigational sites across 10 countries (Croatia [1], France
[1], Italy [4], Poland [1], Russia [1], Brazil [1], China [2], Japan [1],
Turkey [1], and the United States [1]).

Part 1: planned: 8-24 (minimum and maximum); actual: 21 patients.

9. Number of study participants

Part 2: planned: 40; actual: 41 patients.

10. Goal and secondary objectives of!
the clinical trial

The primary objectives for the study are as follows:
Part 1: To evaluate the safety, tolerability, pharmacokinetics, and
pharmacodynamics of risdiplam in infants with Type 1 spinal muscular
atrophy (SMA), and to select the dose for Part 2.

Part 2: To assess the efficacy of risdiplam measured as the proportion
of infants sitting without support after 12 months of treatment, as

assessed in the gross motor scale of the Bayley Scales of Infant and
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Toddler Development — Third Edition (BSID-III) (defined as sitting
without support for 5 seconds).

The secondary objectives for Part 2 of the study are as follows:

. To assess the safety and tolerability of oral treatment with
risdiplam.

- To assess the pharmacokinetics of risdiplam.

- To assess the pharmacodynamic effects of risdiplam (survival of]
motor neuron-2 [SMN2] mRNA, SMN protein).

- To evaluate at 12 months of treatment with risdiplam the effect on
motor development milestones, such as head control and rolling, as
measured in the BSID-III gross motor scale.

- To evaluate at 24 months of treatment with risdiplam the effect on
sitting without support for 5 seconds and further motor development
milestones, such as sitting without support for 30 seconds, crawling,
standing alone, and walking, as measured in the BSID-III gross motor
scale. .

- To assess the achievement of motor milestones at 12 and 24 monu=
of treatment with risdiplam, as measured by the Hammersmith Infant
Neurological Examination Module 2 (HINE-2).

_ To evaluate the proportion of infants who achieve a score of 40 or
higher in the Children's Hospital of Philadelphia Infant Test of
Neuromuscular Disorders (CHOP-INTEND) at 12 months of]
treatment.

- To evaluate the proportion of infants who achieve an increase of at
least 4 points on their CHOP-INTEND score from baseline at 8 and 12
months of treatment.

- To evaluate the proportion of infants who achieve head control at
8, 12, and 24 months of treatment (defined as a score of 3 or higher for
item 12 of the CHOP-INTEND).

- To assess the change from baseline in the total raw score of the
BSID-III gross motor scale at 12 and 24 months of treatment.

- To assess the proportion of infants who achieve a reduction of at
Jeast 30 degrees in phase angle at 12 months of treatment measured ~ -
respiratory plethysmography (RP). =

- To evaluate the proportion of infants who do not require invasive
or non-invasive respiratory support at 12 and 24 months of treatment.

_To assess at 12 and 24 months of treatment the proportion of infants
who are alive without permanent ventilation, as defined by 216 hours
of non-invasive ventilation per day or intubation for >21 consecutive
days in the absence of, or following the resolution of, an acute
reversible event or tracheostomy.

- To assess the impact of treatment with risdiplam on time to event
(death, permanent ventilation).

- To evaluate the proportion of infants with the ability to feed orally
at 12 and 24 months of treatment.
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Study BP39056 is an open-label, single arm, multicenter clinical
study to investigate the safety, tolerability, pharmacokinetics,
pharmacodynamics, and efficacy of risdiplam in patients with Type 1
SMA. The study is conducted in two parts.

Part 1 is an open-label, dose-escalation study in infants with Type 1
11. Design of the clinical trial SMA aged 1 to 7 months (at the time of enrollment).

Part 2 is an on-going open-label, single-arm study in patients with
Type 1 SMA aged 1 to 7 months (at time of enrollment) to assess the
efficacy of risdiplam, at the dose selected based on the results from
Part 1, over a 24-month treatment period, with the primary endpoint
analyzed at 12 months of treatment.

This study includes infants with Type 1 SMA aged >1 month and <7
months at the time of enrollment. For the first 3 patients enrolled in
Part 1, age was between 5 and 7 months inclusive, and a minimum
body weight of 7 kg was required for the first patient only.

12. Main inclusion criteria

Risdiplam is given orally, once daily.

Part 1 Dose Escalation:

PK monitoring was planned per protocol in this dose-finding part of
the study, and the dose was adjusted throughout Part 1 based on the
emerging data.

- Starting dose (for the first enrolled patient only): single dose at
0.00106 mg/kg.

- Dose Level 1: target exposure of mean area under the curve from
time 0 to 24 hours at steady state (AUCg-24n,ss) of 700 ngeh/mL.

- Dose Level 2: target exposure of AUC ¢-24n,ss 2000 ngeh/mL (mean).
13. The investigational medicinal|| Data from Part 1 of the study were used to determine the starting dose
product, method of administration,||levels for Part 2.
strength Part 2 Starting Dose Levels:

- Infants >1 month old and <3 months old at enrollment: 0.04 mg/kg.

- Infants >3 months old and <5 months old at enrollment: 0.08 mg/kg.

- Infants =5 months old at enrollment: 0.2 mg/kg.

Upon review of the individual PK data for each infant enrolled in
Part 1 and Part 2, the dose was adjusted to 0.2 mg/kg for all patients,
in order to reach the target exposure defined in the protocol as a mean
AUC of <2000 ngeh/mL.

As of the CCOD of the CSR for primary analysis (14 November
2019), all patients in Part 1 are >2 years of age and receive a dose of
0.25 mg/kg.

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

Part |

A total of 21 patients (100%) received prior and ongoing medications
15. Concomitant therapy (i.e., that were started prior to onset of risdiplam treatment and that
were ongoing at the date of first dose). The most common medications,
by medication class, were antispasmodics and anticholinergics
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(16 patients, 76.2%); adrenergics/sympathomimetics (14 patients,
66.7%); and herbal, homeopathic, and dietary supplements (6 patients,
28.6%).

Twenty patients (95.2%) received concomitant medications for AEs
on or after the date of the first dose of risdiplam.

Eleven patients (52.4%) received concomitant medications for
prophylaxis (defined as those within the medication classes of
Vitamins and Minerals or Vaccines, Toxoids, and Serologic Agents).

Twelve patients (57.1%) received other concomitant medications
(i.e., medications not taken for AEs or prophylaxis) on or after the date
of the first dose of risdiplam. The most common medications, by
medication class, were antispasmodics and anticholinergics (6
patients, 28.6%) and herbal, homeopathic, and dietary supplements (5
patients, 23.8%).

Part 2

Twenty-seven patients (65.9%) received prior and ongoing
medications. The most common medications, by medication class,
were antispasmodics and anticholinergics (17 patients, 41.5%),
vitamins and minerals (Ll patients, 26.8%), and
adrenergics/sympathomimetics (10 patients, 24.4%).

Thirty-eight patients (92.7%) received concomitant medications for
AEs on or after the date of the first dose of risdiplam.

Twenty-two patients (53.7%) received concomitant medications for
prophylaxis (defined as those within the medication classes of
Vitamins and Minerals or Vaccines, Toxoids, and Serologic Agents).

Twenty-one patients (51.2%) received other concomitant
medications (i.e., medications not taken for AEs or prophylaxis) on or
after the date of the first dose of risdiplam. The most common of these
other medications, by medication class, were antispasmodics and
anticholinergics (15 patients, 36.6%).

16. Efficacy evaluation criteria

Efficacy outcome measures were as follows:

- Motor milestones achieved as assessed by the gross motor scale of
the BSID-III

- Motor milestones achieved as assessed by HINE-2

- CHOP-INTEND

- Respiratory inductive plethysmography (RP)

- Disease-related AEs

- CMAP

- Level of respiratory support

- Ventilation-free survival

- Ability to swallow and to feed orally

- Change in height and weight

- Healthcare utilization

- Clinician-reported global impression of change (CGI-C) in

respiratory function and ability to swallow.
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The parent/caregiver-reported outcome measure for this study is as
follows: Parent/caregiver-rated infant health status and impact on the
parent/caregiver, as measured by the ITQOL.

PK and PD (SMN2 mRNA, SMN protein) analyses will be reported
in a separate PK-PD report.

Safety assessments included AEs, laboratory assessments, ECGs,
17. Safety evaluation criteria ophthalmological examinations, anthropometric examination, and
vital signs.

No formal hypothesis testing was planned for Part 1 of the study. All
analyses are descriptive in nature. Efficacy data from Part 1 are
summarized descriptively at each timepoint by cohort and overall
using the ITT population.

The ITT population was the primary analysis population for all
efficacy analyses, with the exception of weight-for-age and
length/height-for-age percentiles, which were analyzed based on the
safety population. All safety analyses were based on the safety
population.

Efficacy results from Part 2 were compared to, and put into context
with, data describing the natural history of untreated infants with Type
1 SMA. These natural history data were used to define objective
performance criteria, against which the efficacy of treatment was
assessed.

The primary endpoint for the confirmatory Part 2 of the study was
the proportion of infants who were sitting without support after 12
months of treatment, as assessed by Item 22 of the BSID-III Gross
Motor Scale. :

18. Statistical methods The pre-defined performance criterion for the primary endpoint was
5%. An exact binomial test was performed to test the hypothesis that
the proportion of infants who sit on treatment (p) is:

Ho: p £ 5% (null) versus Ha: p >5% (alternative).

If the one-sided p-value was <5% (Type 1 error rate), then the null
hypothesis was rejected. If the lower limit of the two-sided 90%
confidence interval was above the 5% threshold, then the primary
objective of the study was considered achieved.

All secondary endpoints (except for time-to-event) were summarized
by timepoint for the ITT population using descriptive statistics. Time-
to-event endpoints are presented graphically using Kaplan-Meier
curves.

When a pre-defined performance criterion could be determined for a
secondary endpoint, hypothesis testing was performed. To control for
multiplicity across the different endpoints, a hierarchical testing
approach was implemented including the primary endpoint and four
key secondary endpoints.

All available safety data up to the CCOD are summarized for the
safety evaluable populations for Part 1 and Part 2 separately.
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19. Demographic characteristic of
study population (gender, age, race,
etc.)

Of the 21 patients enrolled in Part 1, 15 were female (71.4%). The
majority of patients were White (17/21; 81.0%) and 4 (19.0%) were
Asian; none were of Hispanic or Latino ethnicity. Overall, patients in
Part 1 were on the older end of the permitted age range, with a median
age of 6.7 months (range: 3.3-6.9 months) at enrollment. The mean
age of patients was higher in Cohort 1 (6.8 months) than Cohort 2 (5.6
months), which reflects the staggered approach to enrollment during
the dose-selection period and the inclusion criterion that the first 3
patients enrolled in Part | had to be at least 5 months old.

Of the 41 patients enrolled in Part 2, 22 were female (53.7%). The
majority of patients were White (22/41, 53.7%) or Asian (14/41,
34.1%); race was reported as unknown for 5 patients (12.2%). Five
patients (12.2%) were of Hispanic or Latino ethnicity. Patients in Part
2 had a median age of 5.3 months (range: 2.2-6.9 months) at
enrollment.

20. Efficacy results

Part 1 (exploratory)

An overview of efficacy findings has shown that risdiplam treatment
was associated with clinically meaningful changes in patients with
Type 1 SMA.

- Clinical efficacy data from at least 12 months of risdiplam treatment
for patients in Part 1 of the study indicate that 33.3% (7/21) of patients
achieved sitting without support for 5 seconds or more, as assessed by
Item 22 of the BSID-III gross motor scale. All of the patients who
reached this milestone at 12 months were in Cohort 2 (7/17, 41.2% in
Cohort 2) and received risdiplam at the target exposure of mean AUCo.
24h,ss <2000 ngeh/mL (the pivotal dose). This is a significant deviation
from the well-established expected natural history for patients with
Type 1 SMA, who will never sit without support.

- Motor milestone development was also further confirmed by the
HINE-2, as a second independent assessment; at Month 12, 66.7% of
patients (14/21) were classified as motor milestone responders
(defined as having more milestones that showed improvement than
showed worsening) as assessed by the HINE-2.

- Treatment was also associated with an improvement in motor
function. At Month 12, 52.4% of patients achieved a CHOP-INTEND
total score of 40 or higher, and 85.7% of patients (including all patients
who were alive at Month 12 except for 1 patient who was
uncooperative at that visit) achieved an increase of at least 4 points in
their CHOP-INTEND score from baseline. These results are markedly
different compared to natural history.

In general, patients in Cohort 2, who received the selected pivotal
dose (at a higher target exposure than Cohort 1) of risdiplam within the
first 12 months of treatment, had better efficacy outcomes compared
with patients in Cohort 1.

As of the CCOD, 3 patients (14.3%) in Part 1 had died and the

remaining 18 patients (85.7%) were alive without permanent
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ventilation. Of the 3 deaths, two occurred before Month 12 and one
occurred after this visit (on Days 21, 236, and 387, respectively).
Therefore, the proportion of patients alive without permanent
ventilation at Month 12 was 90.5% (19 patients).

At Month 12, 18 patients (85.7%) had the ability to feed orally, and
no patient had lost the ability to swallow at the time of analysis as
determined by parent interview and clinical evaluation.

Improvements in muscle electrophysiology were observed, with
61.9% of patients achieving an increase of at least 0.3 mV from
baseline in their CMAP negative peak amplitude after 12 months of
treatment. All of the patients who achieved this increase at 12 months
were in Cohort 2 (13/17, 76.5% in Cohort 2).

Part 2

The primary efficacy endpoint for this study was met. After 12
months of treatment with risdiplam, 29.3% of patients in Part 2 were
sitting without support, as assessed by Item 22 of the BSID-III gross
motor scale. This proportion is significantly higher than the pre-
defined performance criterion of 5% based on natural history data
(p<0.0001).

The results of the secondary and exploratory efficacy endpoints
supported the primary endpoint, showing that risdiplam treatment was
associated with clinically meaningful improvements in patients with
Type 1 SMA.

- At Month 12, 56.1% of patients achieved a CHOP-INTEND total
score of 40 or higher, and 90.2% of patients achieved an increase of at
least 4 points in their CHOP-INTEND score from baseline. These
results are significantly higher than the pre-defined performance
criteria of 17% based on natural history data (p<0.0001 for each of
these endpoints).

- Motor milestone development was further confirmed by the HINE-
2, as a second independent assessment; at Month 12, 78.0% of patients
were classified as motor milestone responders (defined as having more
milestones that showed improvement from baseline than showed
worsening) as assessed by the HINE-2. This proportion was
significantly higher than the pre-defined performance criterion of 12%
based on natural history data (p<0.0001).

- At Month 12, 85.4% of patients were alive without permanent
ventilation. This proportion is significantly higher than the pre-defined
performance criterion of 42% based on natural history data
(p<0.0001).

- At Month 12, 92.7% of patients were alive. This proportion is
significantly higher than the pre-defined performance criterion of 60%
based on natural history data (p=0.0005).

- At Month 12, 82.9% of patients had the ability to feed orally.
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- At Month 12, a total of 9 patients (22.0%) could either stand with
support (2 patients) or support weight (7 patients) when assessing the
standing item, and 1 patient (2.4%) could bounce when assessing the
walking item according to the HINE-2.

21. Safety results

Part 1

In Part 1 of the study up to the CCOD of 14 November 2019,
risdiplam has been well tolerated. An overview of safety results is as
follows:

- Twenty patients (95.2%) reported at least one AE which were
mostly of mild or moderate intensity and resolved without change to
study treatment.

- AEs occurring in >210% of patients were pyrexia (66.7%); upper
respiratory tract infection (47.6%); cough, diarrhea, and vomiting
(each 28.6%); nasopharyngitis, respiratory tract infection, and teething
(each 23.8%); constipation, ear infection, and pneumonia (each
19.0%); and eczema, erythema, nasal congestion, rhinitis, upper
respiratory tract inflammation, and viral infection (each 14.3%).

- All AEs were reported as unrelated to study medication with the
exception of 3 AEs in 2 patients (macule and neutropenia in one patient
and diarrhea in another patient) which all resolved despite ongoing
treatment with risdiplam.

- Four patients (19.0%) died due to SMA-related respiratory
complications; of these, two died before Month 12, one died between
Months 12 and 24, and one died during the safety follow-up period
(approximately 3.5 months after stopping treatment due to withdrawal
by subject).

- Thirteen patients experienced a total of 31 SAEs. SAEs that
occurred in more than | patient were pneumonia (19.0%) and
respiratory tract infection, respiratory tract infection viral, acute
respiratory failure, and respiratory distress (each 9.5%).

- One patient (who subsequently died) had study treatment
discontinued because of a Grade 5 respiratory tract infection viral, and
1 patient had study treatment interrupted for 1 day due to an SAE of
Grade 4 hypoxia. Both events were considered unrelated to study
treatment by the investigator.

A review of all available safety laboratory results, vital signs, ECGs,
and ophthalmological assessments did not show any clinically
significant adverse findings as compared with baseline.

No individual or cohort stopping rules, as defined in the protocol,
have been met.

Part 2

In Part 2 of the study up to the CCOD of 14 November 2019,
risdiplam has been well tolerated, and the current safety profile is in
keeping with that observed previously. An overview of safety results

is as follows:
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- All of the patients in Part 2 reported at least one AE, which were
mostly of mild or moderate intensity and resolved without change to
study treatment.

- AEs occurring in >10% of patients were upper respiratory tract
infection (46.3%), pneumonia and pyrexia (39.0% each), constipation
(19.5%) and nasopharyngitis and rhinitis (12.2% each).

- All AEs were reported as unrelated to study medication with the
exception of 12 AEs in 7 patients who were enrolled at study sites in
China. The most common AEs that were considered by the investigator
as related to study medication were maculo-papular rash, skin
discoloration, and constipation (in 2 patients each [4.9%]).

- Three patients (7.3%) died due to SMA-related respiratory
complications within the first 3 months of treatment (2 patients with
Grade 5 pneumonia and 1 patient with Grade 5 acute respiratory
failure).

- Twenty-four patients (58.5%) experienced a total of 48 serious AEs
(SAEs). SAEs that occurred in more than 1 patient were pneumonia
(31.7%) and bronchiolitis, respiratory failure, and hypotonia (4.9%
each).

- No AEs led to discontinuation of study treatment. Two patients had
study treatment interrupted due to AEs (interruptions of 1 day for 1
patient with an SAE of Grade 4 pneumonia and 9 days for 1 patient
with non-serious Grade 1 pyrexia). The investigator considered the
events to be unrelated to risdiplam.

A review of all available safety laboratory results, vital signs, ECGs,
and ophthalmological assessments did not show any clinically
significant adverse findings as compared with baseline.

No individual or cohort stopping rules have been met.

22. Conclusion

The clinical outcome data for patients treated with risdiplam in the
FIREFISH study provide convincing evidence of the benefit of
risdiplam oral solution in infantile-onset SMA.

Both in Part 1 and Part 2 of the study, risdiplam treatment was
associated with a clear gain of clinically important motor milestones
including the Part 2 primary endpoint of sitting without support, which
are milestones that would never be achieved in patients with Type 1
SMA without treatment. Patients who received risdiplam also had
important improvements in motor function and maintenance of their
bulbar function (particularly swallowing), clearly diverging from the
natural history of untreated Type 1 SMA patients. Additionally, the
high proportion of risdiplam treated patients who achieved ventilation-
free survival at Month 12 of treatment represents a significant
deviation from the expected natural history trajectory of survival in
infantile-onset SMA (Type 1) consistently described across a number
of natural history studies.

Risdiplam was well tolerated in patients with infantile-onset SMA
(Type 1) in both Part 1 and Part 2 of the study. No risks were identified
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following the review of the type and frequency of AEs as well as vital
signs, physical examinations, ECG, ophthalmological assessments,
and safety laboratory data. None of the nonclinical safety findings
(effects on epithelial tissues, hematological effects, and retinal
toxicity) were observed in these patients with infantile-onset SMA.
The totality of data presented, together with the available PK and PD
data reported separately, thereby support an overall positive
benefit/risk evaluation for the use of risdiplam at a dose of 0.2 mg/kg
as an orally administered disease-modifying therapy for infants
between 2 months to 2 years of age with infantile-onset SMA.

Applicant (Marketing Authorization Holder)

F. Hoffmann-La Roche Ltd

International Regulatory
Basel, Switzerland
Leyla Lister
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F. Hoffmann-La Roche Ltd
intarnational Regulatory
Basel, Switzerland
Catalina Rojas
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3BiT npo KJiHiYHE BHNIPOOYBaAHHA

1. Hasga nikapcekoro 3acofy (3a
HassBHOCTI - HOMEpP peecTpaLiiHoro
MOCBiUEHHS)

EBPIC/II (EVRYSDI®)

2. 3a9BHHK

@. Xoddmanu-JIs Pow JIta
["'pensaxepiutpacce 124, 4070 bazeuns, Lseiinapis

3. Bupobuux

@.Xoppmann-Jis Pow Jitx
Bypmicser, 4303 Kaiicepayrer, llseiinapis

4. TlpoeeseHi gocaigxeHus:

TaK Hi

AKLIO Hi, OOTpyHTYBaTH

1) Tun nikapcekoro 3aco0y, 3a SKuUm
npopoaunacs  abo  MIAHyEThCs
peecTpatlis

Jlikapcbkuii 3aci6 3a mMOBHMM JOCKE (AaBTOHOMHE A0CHE). |HIIMiA
NiKapcbKHii 3acio.

Hosa pitoua pevouna (JIP). Opurinanehuii  (iHHOBaUiiHMiA)
JliKapebKHii 3aci6 (MoneKy.1a He npe/cTaBieHa Ha puHKY YV Kpainu) s
JNIKYBaHHS PijJIKICHOrO 3aXBOPIOBaHHs 3riaHo myHKTy 10 (mianmyHKTY
10.1) poszniny V Iopsaky Hakazy MO3 Vkpainu Big 23 munus 2015
poky Ne 460.

II5. KJIIHIYHOTO
|BUNpOOyBaHHS, KOJZOBaHWUI HOMep

|

|

|KIIHIYHOTO BUITPOOYBaHHA
|

[loBHa  Hazsa

IIporokon Ne BP39056 (FIREFISH). Besnepepsue, simxpure,
GaraToleHTpoBe JOCHIKEHHS 3 /BOX YaCTMH 3 METOK) BHBUCHHS
Ge3nexku, nepeHocHMOCTi, (hapMaKOKiHETHKHM, (apMaKogHHAMIKKU Ta
€(PEeKTHBHOCTI PUCAMIIIAMY Y HEMOBIAT 3i CMiHAABHOI M’S30BOIO
arpodiero 1 Tumy.

[pomickuuii 3BiT npo KniniuHe pociimxenns, 3eir Ne 1087161,
Jlunens 2019 poky.

[lepBuHHuMii 3BIT npo wiiniuHe pocmimkeHHs, 3BiT Ne
Kgitens 2020 poky.

1100385.

[6. ®asa KAiHIYHOrO BUITPOOYBaHHS |

(LT gasa |

7. llepion npoBeneHHsA KIiHIUHOrO
BUIIPOOYBaHHS

[lepiunit nauient, Bkmouennii y uactuy 1: 23 rpyaus 2016 poky
OcranHiii nauieur, skrouennit y yactuny 1: 21 motoro 2018 poxy

[Tepiunii nauient, Bkmouennit y yactuny 2: 13 6epesus 2018 poky
OcranHiil nauienT, BKaovennii y vactidy 2: 19 nucronaga 2018 poky

Jlata 3aBepiienns 30opy kaiHiunux gasux (CCOD): 14 nucromana
2019 poky

8. Kpainwu, 1e npoBoauiocs KiiHiuHe
BUIPOOYBaHHs

Hactuna 1: 7 nocaiiHMLbKuX LeHTpiB y 5 kpainax (Bensris [1],
®pauis [1], Itania [2], ILseiivapis [1]1 CILIA [2]).

Yacruna 2: 14 pocnianunekux ueHtpis y 10 kpainax (Xopgaris [1],
Opanuis [1], Itania [4], TTonswa [1], Pocis [1], Bpasunis [1], Kuraii
[2], Snonis [1], Typeuunna [1] i CLLA [1]).
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Yactuna 1: 3armnanoBano: 8—24 (MiHiMyM i MakcuMyM); akTHuHO: 2 1
9. KibKicTh AOCIIXKYBaHHX Mali€eHT.
Yactuna 2: 3annasopado: 40; dakruyHo: 41 nauieHr.

[MepBuHHI 1l gochipKeHHs OylH HACTY MTHUMMU:

Yactuna 1: Ouinutu 6e3neKy, nepeHOCHMMICTh, GapMaKOKiHETUKY Ta
(hapMakoIMHaMIKy PUCIMILIAMY Y HEMOBJIAT 31 CMiHAIBHOK M’ S30BOO
arpodieto | Tuny (CMA) Ta oGpatu 103y AJIst HACTUHH 2.

Yactuna 2: OuiHuTH eeKTUBHICTb PHUCAMIIIAMY, IO BUMIipIOBalach
AK 4YacTKa HEMOBJAT, AKi CHAIAM 0€3 MiATPUMKH micaa 12 micsAuis
JiKYBaHHs, 3a 1IKaJ00 PO3BUTKY HEMOBIAT belini — Tpere BUIaHH:
(BSID-IIT) (Bu3HayeHo sK cuaiHHA 0e3 MIATPUMKH npoTArom 5
CEKYHI).

BTopuHHI wini yacTUHM 2 JOCTIMKEHHA OYJIH HACTYITHHMH:

- Ouinurn Oe3neky Ta MEPEeHOCHMICTh MEPOPATBHOrO JiKyBaHHA
PUCIUIIaMOM.

- OUiHUTH (papMaKOKIHETHKY pUCIMMIAMY.

- Ouinutu papmakoauHamiuni edektu pucauniamy (BHKUBAHICTh
MPHK moTtoneiiponis-2 [SMN2], 6inox SMN).

- BUBUMTH BNIIMB NIKyBaHHA PUCIMIIAMOM BIPOAOBK 12 MicsALliB Ha
PO3BUTOK pyXoBOi (YHKLIl, 30KpeMa yTpUMYyBaHHA Ta oOepTaHHs
rOJIOBH, OLLIHEHOIO 3a JONOMOIoI0 LIKaiu KpynHoi motopuku BSID-
I11.

- BuBunTH BrMB NiKyBaHHA PUCAMIIIAMOM BIPOAOBK 24 MiCsALIB Ha
CHAiHHA 03 MiATPUMKU NPOTATOM 5 CEKYHJ, Ta MoJajbIINKi PO3BUTOK
pyxoBoi GYHKLIi, 30kpemMa CUAiHHA 0e3 niaTpumku mnpotsrom 30
CCKYH/, [OB3aHHs, CaMOCTiiiHE CTOAHHS Ta XOJa, OILHEeHi 3a
JOMOMOT 010 LIKaIu KpynHoi Motopuku BSID-IIL.

- OuiHuTH J0CATHEHHA B pyXoBidl QyHkuii micns 12 i 24 wmicaui
NIKYyBaHHSl ~ PUCOMIUIAMOM 33  JIONOMOrOK)  HEBPOJIOriYHOrO
obcTexneHHs: HeMOBAT 32 XammepeMmiToM, Moayis 2 (HINE-2).

- OLiHUTH YACTKY HEMOBJIAT, Y AIKMX AocsarHyTo 40 abo Ginbine Ganis
y Tecti autsauoi nikapui @inanensgii 11s ouiHku pyxoBux (yHKuiH
Npy HEHpOM A30BHX 3aXBOPIOBAHHAX Y HOBoHapomkenux (CHOP-
INTEND) nicna 12 micsiis nikyBaHHs.

- OUIHUTH YacTKy HEMOBIAT, y SKHMX JOCSATHYTO 30i/bILIEHHS
uoHaiimeniie Ha 4 6amu 3a wkanoww CHOP-INTEND mnicns 8 i 12
MICSILIIB J1iIKyBaHHA MOPIBHAHO 3 BUXiJHHM MOKA3HUKOM.

- OUiHMTH YACTKYy HEMOBIAT, Y SKHX [IOCATHYTO YTPUMYBaHHS
rojioBu mnicas 8, 12 i 24 MicaAuiB nikyBaHHs (BU3HAYEHO AK KiJAbKICTb
OaniB = 3 abo Ginbwe i nyHkry 12 mkanu CHOP-INTEND).

- OWiHMTY 3MIHYU BiZl BUXiJHOTO PiBHA B CyMapHiil BUXiAHii OLiHLi
3a wikanow KpynHoi motopuku BSID-III micns 12 i 24 wmicsuis
NiKyBaHHA.

10. Mera Ta BTOPUHHI  Wiji
KJiHIYHOro BUIIpOoOyBaHHs
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- OUIHUTH YACTKY HEMOBJIAT, y AKUX micis 12 MicsiiB aiKyBaHHS
AOCATHYTO 3MeHIIeHHs uoHakiMeniue Ha 30 rpaayciB y azoBomy KyTi
Mpu pecnipatopHiii nierusmorpadii.

- OUiHUTH YaCTKY HEMOBIIAT, sIkUM He Gyna noTpiGHa iHBaskBHa abo
HeiHBa3MBHA MiATPUMKA AMXaHHs nicas 12 i 24 micauis nikyBaHHs.

- Ouinuty nmicng 12 i 24 Micaui nikyBaHHs 4acTKy HEMOBJIST, SIKi
KUBYTh 0€3 MOCTiHHOT BEHTWNAUIl JereHb, IO BM3HAYANOCH SAK
HEiHBa3MBHA BEHTUJIALIIA JereHb MpoTsIroM > 16 roauH 3a 100y abo
inTybanis nmpotaroM > 21 aHiB nocnine 3a BiacyTHocTi abo micis
po3pilleHHs rocTporo 060pOTHOIO ABKULIA a00 TPAXeoCTOMIT.

- OUIHKTU BIUIMB JiKyBaHHS PUCIMUIIIAMOM HA 4ac 0 BHHHKHEHHS
noAii (cMepTh, NocTiiHA BEHTHIALA J€TreHb).

- OLIHKTH YaCTKy HEMOBJIAT, AKi MOXKYTh OTPHMYBATH NEpopasbHe
rofyBaHHs micas 12 i 24 micsui JiKyBaHHs,

Hocnimxenns  BP39056  ue  Biakpure,  HEKOHTpOIbOBaHE,
OaraToLeHTpOBe KJiHIYHE JOCHIKEHHS 3 METOKO BUBYEHHSA OE3MeKH,
NepeHoCUMOCTI, (hapMakoKiHeTHKH, (apmakoaMHaMiKu Ta
edexkTuBHOCTI pucaunIamMy y mnauieHTiB 31 CHNiHANBHOIO M’S30BOIO
atpodiecto | Tuny. JlocaimKeHHs CKIaanoch i3 ABOX YaCTHH.

Yactuna 1 — BigkpuTe aocnikeHHs 301MbLUICHHS 103H Y HEMOBIAT
11, Jluzaiin KIiHiYHoro||Bikom Bia 1 g0 7 micsuis 3i CMA | Tuny (Ha MOMEHT BKJIFOUEHHS B
BUIPOOYBaHHSA JOCTIDKEHHS ).

YactuHa 2 — BiIKpUTE HEKOHTPOILOBAHE I0CIIiPKEHHSI, 1[0 TPHBAE,
y nauieHTiB 3i CMA | tuny Bikom Bix 1 10 7 MicsuiB (Ha MOMeHT
BK/IFOYEHHA B  JOCIHIKEHHS) 3 METOK OLIHKH e(eKTHBHOCTI
pucaMmiamy y 103i, oOpaHiii Ha miAcTaBi pe3ynsTariB yacTUHM 1,
MpoTATOM 24-mMicAYHOro nepiofy JiKyBaHHsS 3 aHalli30M MEPBMHHOL
KiHLeBOT TOUKH micst 12 Micsauir niKyBaHHs.

Lle pocnimxenus Bkmouano Hemosast 3i CMA | tuny Bikom > 1
Micaus i <7 MicflliB HA MOMEHT BKJIIOYEHHs B AoCiimeHHs. s
12. OcHoBHI KpuTepii BKIIOUEHHS  |[MepIuuX 3 nauieHTis, BKIOUEHHX y uacTHHY |, Bik Bia 5 10 7 Micsuis
BK/IIOYHO Ta MiHIMaJlbHa Maca Tila 7 Kr BMMAarajMch JidLie JJIs
MepILOro nauieHra.

Pucaunnam 3acTocoByeThes nepopanbHO OJHH pas Ha 100y.

YactuHa | «ITinBuILIEHHS 1031Y:

Monitopunr @K mnnaHyBaBcs 3a npoTOKOJIOM Yy Lili uyacTuHI
AOCIIIPKEHHA 3 111 IBULIEHHS 1031 i 103y Gy/10 CKOPHTOBAHO MPOTATOM
YacTUHU | Ha MiACTaBi HOBUX JAHUX.

13.  MocnipkyBanuii  fikapchKuii|| - nouaTkoBa 103a (JiMLIE I8 NEPLIOr0 BKAIOUYSHOrO B A0C/i/KEHHS
3acib, croci6 3acTocyBaHHs, cuna Ail|nauienta): oqHopasosa go3a 0,00106 mr/kr.

- piBeHb J03YBaHHS |: LiJBOBa €KCIO3MLIIA CEPEHBOT MO mij
KPUBOK 3aJIEKHOCTI KOHUEHTpauil Big wacy Big 0 go 24 roauu y
pisHoBaxkHOMY cTaHi (AUCo.24ns5) 700 Hreroa/man.

- piBeHb J03yBaHHA 2: winboBa ekcrnosuuis AUC o24nss 2000
HIr*rojy/mi (cepeaHs).

i
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Haui, oTpumani B 4acTuHi | JociipkeHHs, BAKOPUCTOBYBAIKCh IS
BH3HAYCHHA MOYaTKOBOI 03M 4aCTHUHH 2.

Yacruna 2 «PiBHi M04YaTKOBOI 103HM»:

- HEMOBJIATA BiKOM > | Micsg i < 3 MicsILiB HA MOMEHT BKJIIOUEHHS
B gocaimkenns: 0,04 mr/kr.

- HemoBnsiTa BikoM > 3 MicawiB i < 5 Mica1liB Ha MOMEHT BKJIFOYEHHS
B gociimkenns: 0,08 mr/kr.

- HemoBnsta BikoM >35 MicdliB Ha MOMEHT BK/JKYEHHS B
npociprenns: 0,2 Mr/xr.

[Ticas ananizy inauBiayansHux ©K naHux a71s KOKHOTO HEMOBJIATH,
BKJIIOYEHOI'0 B yacTuHH | 12, 103y Oyno ckopurosano 10 0,2 Mr/kr ajis
yCiX Maui€eHTiB, 3 METOKO JOCATHEHHS LiTHOBOT €KCIIO3ULLiT, BU3HAUYEHOT
B nnpotokoi sk cepeans AUC <2000 Hreroa/mi.

Ha CCOD 3iry npo kiiHiuHe AOCHIJKEHHS A/ TEepBHHHOTO
aHanizy (14 aucromazma 2019 poky) yci nauieHtd B yactuni 1 6yiu
BIKOM > 2 pokiB i oTpumyBasin 103y 0,25 Mr/Kr.

14. [lpenapatr nopiBHAHHA, A03a,| He 3actocosHo.
crocib 3acTocyBaHHs, cuia ail

Yactuna 1

3aranom 21 nauient (100 %) oTpumyBaB nonepeaHe Ta MOTOYHE
NiKyBaHHs (TOOTO po3moYate 10 MOYATKY JiKYBaHHS PUCAMIIAMOM i
Te, 10 TPUBAJO Ha JaTy OTpMMaHHA mnepuioi no3u). Haiibinbiw
MOUIMPEHUMHU JIIKApChbKUMH 3aco0amu (32 KJIacoM JiKapChbKoro
3acoby) Oyau aHTHcnasMaTH4HI Ta aHTUXOJIiHepriuHi 3acobu
(16 nauientis, 76,2 %); anpeHepriuHi 3acobu/cumnaromiMeTuku (14
nauieHrie, 66,7 %); Ta ¢itonpenapaTi, roMeonaTH4Hi JiKapceKi
3aco0u Ta xapuoBi qo6aBku (6 naiieHris, 28,6 %).

12 nanjenTis (95,2 %) oTpumyBanu cynyTHio Tepanito 3 npusoay HS
B J€Hb D0 Mic/s AHA OTPUMAHHA NEepLIOT 1031 PUCAUIIaMY.

11 nauientiB (52,4 %) OTpuUMyBaiu CYMyTHIO TEpamild 3 METOH
npodinakTHKK (BU3HAYeHI SK Taki Kiach JiKapCchbKMX 3aco0iB K
15. CynyTHs Tepanis BiTAMIHM Ta MikpoeqeMeHTH a00 BaKLUMHHW, AaHATOKCHMHM abo
cepoJiorivni 3acobu).

12 nauientis (57,1 %) oTpuMyBaiiy iHIIY CYNyTHIO Tepaniko (To6To
npenapar, siki He mpuiimManuce yepe3 H abo 3 metoro npodinaxruku)
y JeHp abo micis JHA OTpUMaHHA Mepuoi [03M PUCAUIIaMY.
Haiibinbw nowmpeHumu  JikapcbkuMH 3acobamu  (3a  KIacoM
nikapcbKoro 3aco0y) OyiM aHTHCNa3MaTH4YHI T4 AHTMXOMIHEpPrivHi
zacobu (6 nauientie, 28,6 %), dironpenaparu, romeonaTH4Hi
nikapcebki 3aco0u Ta xap4oBi qo6asku (5 nauienris, 23,8 %).

Yactuna 2

27 nauieHTiB (65,9 %) oTpuMyBaaM [OMEpeiHE TA TOTOYHE
nikyBaHHsl. HaliGineln nomupeHuMd Jikapchkumu 3acobamu  (3a
K1acoM  Jikapcbkoro  3aco0y) OyaM  aHTHCmasMaTM4Hi  Ta
aHTUXoJliHepriuni 3aco6u (17 nauientiB, 41,5 %), Bitaminu Ta
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mikpoenementd (11  namientiB, 26,8%) Ta  agpenepriuHi
sacobun/cumnaromiMeruku (10 nauienris, 24,4 %).

38 nauienTis (92,7 %) orpumysaiu cynyTHo Tepanito depes HA B
JeHb abo Micis AHS OTPUMAaHHS MEepLIoT 1031 PUCAUILIAMY.

22 nauientu (53,7 %) oTpuMyBanu CyNyTHIO TEpamilo 3 METOIO
npodinakTHKU (BM3HAYEHi K TaKi KJIAacH JiKapchbKHUX 3acoliB fK
BiTAMiHM Ta MikpoeJleMeHTH ab0 BaKLMHH, aHATOKCHHM abo
cepoJioriuni 3aco0m).

21 nauient (51,2 %) oTpumyBaB iHuIY cynyTHKO Teparito (ToGTO
nikapceeki 3acobu, ski He 3acTocoByBanucs uyepe3 HS abo 3 meroro
npoditakTHKM) B JeHb abo micis AHS OTPUMAHHS MepLIoi /103U
pucauniaamy. HaitGinpi nomupeHuMu cepes UMX iHIMKX JTiKapChKUX
3aco0iB (3a KJ1lacoM JiKapchKOro 3aco0y) OyjiM aHTHCha3MaTH4HI Ta
aHTUXOJliHepriuHi 3aco0u (15 naiienris, 36,6 %).

Kputepil ouiHk eeKTHBHOCTI Oy HACTYTTHUMHU:

- [TokpateHHs pyXxoBoi (pyHKLIT 32 OLIHKOK KPYMHOT MOTOPUKH 32
wkanoro BSID-III

- [Tokpatenns pyxoBoi ¢pyHkuii 3a ouinkoro HINE-2

- CHOP-INTEND

- Pecnipatopna inaykrusHa ninerusmorpadis (RP)

- [Tor’s13aHi i3 3axBoproBanHsaM HA

- CMAP

- PiBeHb MiATPUMKH TUXaHHA

- BikuBaHicTh 6€3 WTYYHOT BEHTHIIALIT
16. Kputepii ouiHky eeKTHBHOCTI || - 31aTHICTH KOBTATH Ta NPHHMATH 1KY MEPOPaIbHO

- 3MiHa pOCTy Ta MacH Tina

- Buxopucranns pecypciB 0XOpoHHU 310pOB’s

- 3arajbHa ouiHka nikapem 3minu ctany (CGI-C) y pecnipaTopuiii
(GyHKLUIT Ta 31aTHICTH KOBTATH.

Kpurepii edexruBHocTi 3a OLIHKOIO OaTHKiB/OMIKYHIB y LBOMY
JOCHiUKeHHI OyaM HACTYHMMH: CTaH 3JI0pOB’s HEMOBJISTH 3a
OLIHKOK 0aThKiB/OMiKYHIB i BIUIMB HA OAaThKiB/OMIKYHIB 33 OLIIHKOK
ITQOL.

Ananis ganux ®K ta ®J] (MPHK i 6i0x SMN) 6y e nosigomieHuii
B OKpemoMmy 3BiTi npo ®K-D]I.

Ouinka Oesmeku Bkmoyana HeOaxani ssuma (HAA), owuinky
naboparopuux nokasuukis, EKI, odransmonoriube obcTeskeHHs,
AHTPOMOMETPHYHE  OOCTEeIKEHHS  Ta OCHOBHI NOKa3HUKH
KHUTTEIANBLHOCTI OpPraHizMy.

17. Kputepii ouinku 6e3nexu

Konna dopmanbHa rinoresa He IUlaHyBajack /I8 4YacTHHU |
pochiaxenHs. Yei aHanizu 0ynu onucoBuMmu. Jlaui 3 epexrusHocTi 3
YaCTHHH | pe3toMOBaHi OMMCOBO B KOXKEH MOMEHT Yacy 3a KOropTOH
Ta 3arajaom 3a gonomoroto nonyasuii ITT.

[Monymsuis ITT 6yna nonynsuicro nepBUHHOrO aHanizy ans ycix
aHai3iB e()eKTUBHOCTI, 38 BUHATKOM MPOLIEHTHIIIB BiAHOLIEHHS MacH
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Tila 40 BiKY Ta BifHOLICHHS JOBXKUHW/POCTY /10 BiKy, sKi
aHanisypanuce Ha migctasi nomynauii 3 Gesnexku. Yci ananizu 3
Oesneku rypTyBaluch HA MONYIALT 3 Ge3nexu.

Pesynbrati 3 edexTuBHOCTI 3 wacTMHM 2 MOpIBHIOBANNMCH 3 | B
KOHTEKCTI 3 IaHMMH, 1110 OMUCYIOTh MPUPO/HIil nepedir HeTiKoBaHuX
HemoBJAT 3i CMA 1 Ttuny. Lli AaHi womo npupoaHBOro nepediry
BHKOPUCTOBYBAJHCH //Iss BCTAHOBIICHHA KPUTEpilB e)eKTHBHOCTI, 3
AKMMH OLiHIOBAOCH e()eKTHBHICTD JIIKYBaHHS.

[TepBMHHOIO KiHLEBOIO TOUKOI /sl MiATBEPIKYIOUOi YAaCTHHH 2
J0cIli ukeHHs OyJ1a yacTKa HEMOBIIAT, AKi cUiNM 6e3 MiATPUMKH micas
12 micAuiB niKyBaHHA 32 OLIHKOK 3a MYHKTOM 22 INKAJIM OL{HKH
KpynHoi Motopuku BSID-III.

IlonepenHbo Bu3HaueHuil KpuTepiil eeKTUBHOCTI M1 NEPBUHHOT
KiHLEBOT Touku cTanoBuB 5 %. Tounuil GinomianbHuii KpuTepiii
3aCTOCOBYBABCA JUIsi BUIIPOOYBaHHS inOTe3w, W10 MOsrana B TOMY,
IO YacTKa HEMOBJIAT, XTO CUAMTH MiJ Yac NiKyBaHHs (P), CTAHOBUTS:

Ho: p <35 % (nynwosa) mpotu Ha: p >5 % (ansTepHaThBHa).

JIKIO  OAHOCTOPOHHE p-3HAuYeHHA CTaHOBHAO <5 % (vacToTa
NOMUIKK | THmy), ToAi HyaboBa rimoresa Gyna Bigxuiena. SIKiio
HUIKHS Mea ABOCTOPOHHBOTO 90 % noBipworo intepsany Oyna Bulle
Mexi 5 %, Tozi BBaXalOCh, O MEPBMHHA MeTa JOCTiIKeHHs Gyia
JOCATHYTA.

Yci BTOpUHHI KiHLEBI TOUKH (3@ BMHSTKOM Yacy 10 BMHUKHEHHS
nozii) 6y pesroMoBaHi 3a KiHLEBOK Toukow Ast nonysiuii ITT 3a
AOIOMOTO0 ONKCOBOT CTATHCTHKK. KiHLIEBI TOUKH Yac 10 BUHUKHEHHS
nofii npexacraBneni rpadivHO 3a JOMOMOTOHO kpuBux Kannana-
Meiiepa.

Komn MoxnuBo 6yn0 BU3HAUMTH TMOMEPeIHBbO 3aMaHMil KpUTEpiii
eeKTMBHOCTI 118 BTOPUHHOI ~KiHLEBOI TOYKH, MPOBOAMIOCK
TECTYBAHHA rinoresmu. I[nﬂ KOHTPOJIIO MHOXKHHHOCTI 1A pISHI/lX
KIHUEBMX TOYOK OyB IMILUIEMEHTOBaHMH MijXix iepapXiuHOro
TECTYBAHHA, BKIIOYAKOYM TMEPBMHHY KiHIEBY TOYKY Ta YOTHPH
KIIHOUOBI BTOPHUHHI KiHIEBI TOYKH.

VYei HasBHI nani 3 6esnexku no CCOD pe3toMOBaHi 18 nonyJsaLil,
OLiHIOBAHOT Ha npeameT Oe3neku, s yacThi | i 2 Bianosiano.

I3 21 nauienta, BKmtOueHoro B uactuhy 1, 15 Gymm kinkamu
(71,4 %). BinbiicTe nauientis Oynu esponeoinnoi pacu (17/21;
81,0%) i 4 (19,0 %) Gynu asiatamu; mauieHTIB icNaHCLKOro abo
/IATHHOAMEPHKAHCLKOrO MOXOKEeHHs He Oyno. 3arajoM nauieHTH B
19.  Jemorpadiuni  nokasHuku|[uactumi I Gymd B KIHLI J03BOJIEHOTrO Jiana3oHy BiKy, i3 cepeanim
nocniKyBaHOT monyasuii  (cTaTk, |[Bikom 6,7 Micsus (nianazon: 3,3-6,9 micsaLs) Ha MOMEHT BKJIIOYEHHS,
BiK, paca, TOlI10) Cepe,uHm BiK nauientie 6y 6inbwum y koropti 1 (6,8 MICHLI,H) HIK Yy
Koropti 2 (5,6 MicsLt), wio BinoGpaskae cTymiHYaTHl miaxia 10 Hadopy
B JIOCHi/UKeHHS mij  yac neploﬂy BUOOPY 103 Ta KpHTEpitO
BKIIOYCHHA, IO BiK MepuMX 3 MailieHTiB, BKIIOYEHHX y yacTHHY |,
NMOBMHEH OYTH LOHAIMEHIIIE 5 MicALiB.
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I3 4] nanienTa, BKIOYEHOTO B 4acTHHY 2, 22 Oy IKiHKaMH
(53.7 %). Binbwicte nauientis Oyau eBponeoinnoi pacu (22/41,
53,7 %) abo asiatamu (14/41, 34,1 %); paca Oyna mosimomieHa sk
Heijoma y 5 mauientiB (12,2 %). 5 nauienrie (12,2 %) OGynu
icnaHceKkoro abo 1aTHHOAMEPHUKAaHCHLKOTrO MOXOMmKeHHA. [lauicHTH B
4acTUHI 2 Manu cepeaHiii Bik 5,3 micaua (aiamason: 2,2-6,9 Micaus)
Ha MOMEHT BKJIIOYEHHS B A0C/iKEHHS,

YacTtuna 1 (nowykosa)

Ornan nanux 3 eeKTUBHOCTI MOKA3aB, 1O NiKYBaHHs PUCIAUNIAMOM
acoliloBajIoCk i3 KJIHIUHO 3HAYYIIMMH 3MiHaMHK Y nauieHTis 31 CMA
1 Tumy.

- Jlani 3 kniHiuHOT edekTHBHOCTI 3a wWOHaliMeHue 12 Micauis
NiKyBaHHS PUCAMIUIAMOM MAl[€HTIB y 4YacTuHi | jgociimKeHHs
cBiguath, o 33,3 % (7/21) nauieHTiB HOCATIH MOKJIMBOCTI CHIITH
0e3 MATPUMKM mpoTaroM 5 cexyHj abo JOBLIE, 32 OLHKOK 3a
nyHkToM 22 mKkand kpyrnHoi motopuku BSID-III. Vci nmauientu, y
AKHMX CIIOCTepiranock Le AocarHeH s nicis 12 micsuis, Gynu B koropri
2 (7/17, 41,2 % B koropTi 2) i oTpUMYBald PHCAMIIAM B LiJIbOBIH
excrniosuuii cepenHs AUCo.24nss <2000 Hreron/mia (ocHoBHa 103a). Lle
CYTTEBE BiJXMJIEHHA BiJ ONHCAHOrO OYiKYBAHOTO MPUPOIHLOTO
nepediry y nauientis 3i CMA 1 tumy, siki Hikonu He GyayTh CHAITH
0e3 MiATPHUMKH.

- JlocArHeHHA B pPO3BUTKY pyXoBOl (QyHKUil Takox Oymu
nigTBep/KeHi 3a gonomororo HINE-2, sik Apyroro HesanesHOro
OUiHIOBaHHSA; micis 12 wmicsui, 66,7 % mnauienrie (14/21) 6ynu
Kiacu(ikoBaHi sK NaLieHTH, y AKUX OYyJ10 JOCSATHYTE MOKPAIIEHHS
20. Pe3ynbraTi eheKTUBHOCTI pyxoBoi (yHKUIT (BM3HA4YeHO #AK OiNblle KOHTPOJBHHUX TOYOK i3
MOKPALIEHHAM, HiX i3 moripienHsam) 3a ouinkoro HINE-2.

- JlikyBaHHs TaKoXk acoLitoBan0Cs 3 MOKPALICHHAM PyX0BOi (yHKLi.
[Ticns 12 micauiB y 52,4 % nauientis 6ys1a 3aransHa ouinka 3a CHOP-
INTEND Ha pisni 40 abo Buiiia ta 85,7 % nauieHTis (BKIOUAIOUH YCiX
nalieHTiB, AKi Oyau xuBi nicas 12 Micauis 3a BUHATKOM | nauienTa,
AKMH BIJIMOBMBCS BiJl CMiBNPaLLi i/ 4ac LbOTO Bi3UTY) CrIOCTEpiranoch
MiJIBUIIEHHA OLiHKH 3a wkaiow CHOP-INTEND Bij BuxiaHoro pisHs
Ha 4 Ganu. Lli pesynbraTin cyTTEBO BiIpIi3HSIOTHCS BiJ NMPUPOIHBOIO
nepediry 3axBOprOBaHHS.

3arajoM y MauieHTiB y KOropTi 2, siki OTpUMyBain 00paHy OCHOBHY
103y (npu BULIIH 1iNbOBIH eKcro3uuil, HiX y koropti 1) pucaunaamy
npotarom nepmux 12 micAuiB sikyBaHHs, crocTepiranucs Kpaiii
pe3ynbTaTH eheKTUBHOCTI MOPIBHAHO 3 MALi€HTAMH B KOropTi 1.

Ha CCOD 3 nauientu (14,3 %) y uactusi 1 nomepiu, a inmi 18
nauientie (85,7 %) Oyau xuBi 6e3 noctiiiHol BeHTUAALIT NereHs. 13 3
cMepTed JBi BiaOyaucs 0 12 Micsls Ta 0JHA CMEPTH — MIiC/A LBOIO
Bisuty (y aui 21, 236 i 387 simnosigHo). ToMy 4YacTka KHMBUX
nauieHTis  0e3 nocTiiiHOi BeHTWIAWIT JereHb nicas 12 micAuis
ctanoBuia 90,5 % (19 naiieHTiB).
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[licna 12 wmicsauiB 18 nauientis (85,7 %) Maiu MOXIMBICTD
MepopaibHOro NpuioMy 1Ki Ta YKOACH NALi€HT He BTPATHB 31aTHICTb
KOBTATH Ha 4ac aHanisy, mo Oy/0 BMU3HAYEHO MIifl Yac OMNMTYBAHHS
0aThKiB Ta NPU KIAiHIYHOMY O],

Criocrepiranocs nokpaileHHs eaekTpodizionorii M’ a3is, npu LEOMy
y 61,9 % nauieHTiB 0ys10 g0CArHYTE MiABUILEHHS OHANMEHIIIE HA 0,3
MB Bij BUXijHOrO piBHA B ammuiiTy i HeratusHoro niky CMAP micns
12 micauis nikysauua. Yci nauiedtd, y sxkux 6ya0 JocarHyTe ue
miABuLIEeHHs micas 12 micsiuis, Gynu B koropri 2 (13/17, 76,5 % y
Koropri 2).

Hacruua 2

IleperHHa KiHueBa Touka epeKTHBHOCTI LBOTO A0C/TidkKeHHA Gyna
nocaruyra. [Ilicns 12 wmicauiB nikyBanus pucaunnamom 29,3 %
MALEHTIB y 4acTHHI 2 cuzinm Ge3 NiATPUMKH 3a OLIHKOIO 32 TYHKTOM
22 wkanu kpynHoi motopuku BSID-III. 15 yacTka € CyTTEBO BHIIOIO
HiZK IoNepe1HbO BU3HAYEHUH KpuTepiii eekTuBHOCTI 5 % Ha mizcTasi
JlaHKX i3 IpUpoHBOro nepebiry 3axsopiosanns (p<0,0001).

PesynbTary  BTOPUHHHX Ta [MOIWIYKOBUX  KIiHLUEBMX TOYOK
e(peKTUBHOCTI, 10 MiATPUMYIOTH TEPBUHHY KiHUEBY TOUKY,
[NEMOHCTPYIOTh, WO JiKyBaHHS PHUCAMILIAMOM AacoOLIOBalOCh i3
KIHIYHO 3HAYYIIMM NOKPALICHHAM y nauienTis 31 CMA 1 Tumy.

- Iicna 12 micauiB y 56,1 % nauientis Gyna 10cArHyTa 3arajibHa
ouinka 3a CHOP-INTEND Ha pisni 40 aGo suma Ta y 90.2 %
MaLieHTiB 6yJ10 IOCATHYTE MiABUILEHHS OLIHKM 3a wkanoro CHOP-
INTEND wmonaiiMenuie Ha 4 6anui MOpiBHAHO 3 BUXiZHUM piBHeM. Lli
PE3YNBTATH € CYTTEBO BHLIMMU HiK MOMEPEAHBO BU3HAYEHI KpUTEpii
edextuBHOCTI 17 % Ha OCHOBI JaHMX NPUPOAHKEOTO nepediry
(p<0,0001 114 KOXKHOT 3 LMX KiHLEBMX TOUOK).

- Iokpaiienns pyxoBoi (yHKLiT 101aTKOBO GyJ10 NiATBepIKeHe 3a
nonomoror HINE-2, sk apyroi HesanesxHoi owinku; nicas 12 micsuis
78 % mauientis Oynu knacudikoBaHi sK NALi€eHTH, Y AKUX OyJ10
JOCATHYTE MOKPALIEHHs pyxoBoi (YHKIIT (BU3HAYEHO AK Oijblie
KOHTPOJIBHUX TOYOK i3 MOKpPaLIeHHAM, HiX i3 noripiuieHHsM) 3a
ouinkoto HINE-2. s uacTka 6y.1a 3Ha4HO GibLIOIO HijK NONEpeiHbO
BCTaHOBJ/IeHUI KpuTepili edexruBHoCcTi 12 % Ha OCHOBI naHMX Mpo
npupoanii nepedir (p<0,0001).

- Ilicia 12 wmicsauis 85,4 % nauientis 6yau xuBi 6e3 mocriiHoi
BeHTHJISLIT nerenb. Llg yacTka € cyTTeBo Ginbliolo Hisk nonepeHbo
BCTAHOBJIEHWH KpuTepil edextuBHocTi 42 % Ha miacTaBi gaHMX
npupoaHsoro nepediry (p<0,0001).

- IMicns 12 micsui 92,7 % nanjentip 6ynu sxuei. s uactka Oyna
3HaYHO Oi/BWIOI  HIDK MOMEepeJHbO BCTAHOBJCHMI  KpUTEpiii
edekruBHOCTI 60 % Ha OCHOBI JaHMX nNpo npupoaHiii nepeGir
(p=0,0005).
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- Ilicns 12 micsuis 82,9 % nauientis Manu 3Mory oTpumyBaty iy
nepopaiLHo.

- Ilicna 12 micauis 3aranom 9 nauienTis (22 %) MOrIM CTOATH 3
miATPUMKOIO (2 nauientu) abo yTpumysard Bary (7 nauieHTie) npu
OUiHII 3a MyHKTOM cTosHHs Ta | nauient (2,4 %) 3mir ctpudaru npu
OLIHLI 33 MYHKTOM X0/a BianoiaHo a0 HINE-2.

Yactuna |

B wactuni 1 pocnimkenns no CCOD 14 nucronaza 2019 poky
pucauniam no6pe nepeHocuBca. Oriisj pe3yabTaTiB 3 Oesleku €
HACTYITHHM:

- 20 nauientis (95,2 %) noBigoMuaM npo moHaiimene ogune HSI,
SIKE 3arajoM Oy/0 JIErKOro YM CepelHbOro CTYMeHs THKKOCTI Ta
po3pitmmiocs 6e3 3MiHM 10CiPKYBAHOTO JiKYBaHHSI.

- Hi, saxi Bunmxou y >10% nauientis, Oynu nigBuuieHHs
Temnepatypu Tina (66,7 %): iHdekiis BepXHiX AMXaIbHUX LIAXIB
(47,6 %); xawens, aiapes Ta OGmoBaHHA (KoxkHe 1o 28,6 %);
Ha30(apuHIiT, iH(EKLis AMXanbHUX MUIAXiB i NpopisyBaHHs 3y0iB
(koxue no 23,8 %); 3akpern, iHpeKUis ByX i MHEBMOHis (KOKHE 110
19 %); Ta exsema, epurema, 3aKnaiaeHicTh Hocy, PHHIT, 3anajeHHs
BEPXHIX AMXAIbHUX IIAXIB | BipycHa iHbekuis (koxkHe no 14,3 %).

- Yei HA Gynu nopinommeHi sk Henos’s3adi 3 10CimKyBaHHM
niKyBaHHsM 3a BuHATKoM 3 HSl y 2 naujenris (Makyna Ta Helirponenis
Y OJIHOTO MaljieHTa Ta Jiapes B iHIIOTO MauieHTa), AKi PO3PilIMIMChH
HEe3BaXKalO4M HA JIiKYBaHHS PUCAMILIAMOM, 110 TPUBAJIO.

- 4 nauientun (19,0 %) nomepnu uyepez nor’s3ami 3i CMA
YCKIaAHEHHs 3 GOKY AMXaibHOT CHCTEMU; 3 HUX ABOE nomepau 1o 12
MiCsiLLs, OZMH nomep y mepioa Mixk 12 i 24 MicAugMu Ta oAHH Momep y
Mepioj crnocrepexents 3 Gesnekn (MpubAN3HO Yepes 3,5 Micsaus nics
MPUMHHEHHS JIIKYBaHHS Yepe3 nepejauacHe BUOYTTA 3 A0CiKEHHS 3a
pilleHHAM nalienTa).

- ¥V 13 nauienris 3aranom sunukno 31 CHS. CHS, siki Bunukiu
Ginbiwe Wik 1 y nauienta, Oynn nHeBMonis (19 %) ta indekwis
AMXaNbHUX ULIAXiB, BipycHa indekuis auxansHux wisxie, roctpa
AMXajlbHa HEIOCTATHICTD i PECMipaTOPHUIA AUCTPEC-CHHAPOM (KOXKHE
no 9,5 %).

- Y ojiHOro nauieHTa (KM y nogansLioMy momep) A0ciIKyBaHe
MiKyBaHHs Oy10 mepeauyacHo BiaMiHeHe uepes BipycHy iHdexijio
AUXabHMX LIAXiB 5 cTymeHs Ta y 1 nauienra JOCTIIKYBaHe
nikyeanus Gy10 nepepeane Ha 1 gens uepes CHS rinokcii 4 crynens
TsDKKOCTI. OGu/1Ba ABULIA BBAXKAIUCH JOC/IAHHKOM HE MOB’ A3aHUMH 3
J0CHiKYBaHUM JTiKYBaHHSM.

AHani3 ycix HasgBHHX pe3y/bTaTiB 1abopaToOpHUX AOCHIKEHDb i3
Oe3MeKH, OCHOBHUX MOKA3HHUKIB KUTTENiAILHOCTI opraHismy, EKI" ta
O(TaNbMOIOrYHOr0 0GCTEKEHHS HE NPOJEMOHCTPYBAB SKHX-HEOY I
KIHIYHO 3HAYYIMUX HeGakaHMX 3HAXiIOK MOPIBHAHO 3 BUMXiAHHM
piBHEM.

21. PesyabraTi 6e3neku
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JKoaui mpaguna npunMHEHHA Y4acTi B AOCAIMMKCHHI AMA OKPeMHX
MauicHTIB a00 KOTOPTH, K BU3HAYEHO B MPOTOKOT, HE Oy BUKOHAHI.

Yacrtuna 2

B wactuni 2 pocaimkenns no CCOD 14 nucronana 2019 poky
pucaumiaMm 100pe MNepeHOCHBCS Ta MOTOYHHH npodine Gesneku
criBnajae 3i cnocrepexyBsanum pariiue. Orisa pe3ynsTatie 3 Gesnexu
€ HACTYITHUM:

- Yci nauienTy B yacTUHi 2 NOBiAOMUAK LIOHANMEHILE npo oaxe HA,
SKi 3arajom Oy/iM JE€rKOro 4Yu MOMIPHOTO CTYMEHS TAKKOCTI Ta
po3pimunancs 6e3 3MiHK J0CIiPKYBAHOTO JIiKyBaHHSL.

- HA, sxi sunukiu y >10 % nauientis, Oynu indekuis BepXHix
JMXaJIbHUX LIAXIB (46,3 %), MHEBMOHIs Ta NiABUILEHHS TEMIIEpATypH
Tina (39 % koxkue), 3akpen (19,5 %) Ta nasopapunrit i punit (12,2 %
KOXHE).

- Yei HS nopigomnsauck fK HEMoB’s3aHi 3 10CTiIKyBaHHM
JKYBaHHAM 3a BUHATKOM 12 HS y 7 nauientis, siki Gynu BKiroueHi
LueHTpH pociimkenns B Kurai. HaiiGinem nomwmpenumu HS, ski
BB@KAIUCH IOC/TITHUKOM SIK OB’ s13aHi 3 JOC/I 1KY BAHUM JTIKYyBaHHSM,
Oyau Makyno-nanyibo3He BHCHMNAaHHS, 3HeGapBieHHA IIKipH Ta
3akpen (koxHe y 2 nauientis [4,9 %]).

- 3 nauientd (7.3 %) nomepnd uepes nor’s3aHi 31 CMA
yCKnagHeHHs 3 O0KY AMXaNbHOT CUCTEMH MPOTATOM MEPIIMX 3 MicALiB
NiKyBaHHA (2 MallieHTH 3 NHEBMOHIEK 5 CTymeHs TsHKKocTi Ta |
MALEHT i3 FOCTPOIO AMXATBHOIO HEJOCTATHICTIO 5 CTYNEHS TAMKKOCTI).

- ¥ 24 nauientip (58,5 %) Bunnkio sarazom 48 cepiiosaux HS
(CHA). CHAL, sxi BMHMKanu Ginblue HiX y OAHOTO mamienTta, Gy
nHeBMOoHis (31,7 %) Ta OpoHXIT, AMXalbHA HEAOCTATHICTE i MMOTOHIS
(4.9 % xoxue).

- XKoane HS ne mpu3seeno 10 nepeauacHoi BiAMiHN JOCI 1K YBAHOTO
JMiKyBaHHA. Y JIBOX TAaUi€HTIB AOCTi[KyBaHe JiKkyBaHHS 6YI10
nepepeane yepes HA (nepepupanns Ha | neus ans 1 nauienra iz CHS
MHEBMOHisl 4 cTyneHs TAKKocTi Ta 9 HiB y | nalieHTa 3 Hecepiio3HUM
MiABUIIEHHAM TeMnepaTypu Tina | crynens). JocniaHuk po3uinue uj
ABMILIA AK HEMOB’ A3aHi 3 PUCAUIIAMOM.

AHani3 ycix HasBHHUX pe3y/ibTaTiB JabopaTOPHUX AOCHiKEHb i3
Oe3neKkH, OCHOBHHX MOKA3HUKIB HUTTE 1iAIBHOCTI oprauizmy, EKI" Ta
0(TaNnbMOIONYHOr0 0GCTENEHHS HE MPOAEMOHCTPYBAB AKMX-HeGY b
KIHIYHO 3HAuylIMX HeGakaHMX 3HaAXiZoK MOPIBHAHO 3 BHXiZHHUM
piBHEM.

JKoawi npaBuia npunuHeHHs ydyacti B A0CTIDKEHHI 115 OKpeMHX
nauieHTiB 860 KOrOpTH, Ik BU3HAYEHO B MPOTOKO, He OYJTH BHKOHAHI.

Kniniuni pesyabtatd aisi mauieHTis, ski oTpuMyBamM JiKyBaHHs
pucaunnamom B socaimkenni FIREFISH, nagaiots nepexonauei
JOKa3H KOPHCTI 3aCTOCYBAaHHA PHUCIAMIUIAMY Yy BHIVISAI OpanbHOrO
po3uuHy 1pu CMA 3 iHQaHTHIEHHUM M0YAaTKOM.

22. BucHOBOK (3aK/IHO4EHH)
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B ofox wactunax 1 i 2 nocnijpkeHHsS NiKyBaHHS PHCIMIIAMOM
acowiloBaNOCk i3 WITKHM JOCATHEHHAM KJIHIYHO 3HAYYLIOrO
MOKPALLEeHHsl pyX0Boi (PyHKLIT, BKIOYAIOUHN [IEPBUHHY KiHLIEBY TOUKY
YaCTHMHM 2, CHJiHHA 0e3 MIATPUMKH, YOro HIKOMH HEMOKIHUBO
nocsaruyTd y nauieHTiB 3i CMA 1 tuny 6e3 nikysauns. [TauienTs, ki
OTPUMYBAIM PUCAMIIIAM, TAKOXK MaIM BaXKIHBI MOKPAILEHHS PyXOBOT
yHkuii Ta nigrpumanns GynsGapHoi GyHkuil (30kpeMa KOBTaHH:),
MO 4YiTKO BiAPI3HAETBCA Bill MPUPOAHLOrO mepebiry HeniKOBaHHUX
mauientis 3i CMA 1 tuny. Okpim Toro, 6inblia yacTka nawieHTis, Aki
OTPUMYBAIM JiKYBaHHS DPUCIMIIAMOM Ta y fIKMX Oyjla JOCATHYTa
BH)KHBaHICTh 0e3 BeHTHALl nereHs micas 12 wmicauis nikyBaums,
MpeACTaB/Isi€ CYTTEBE BIAXMIGHHA BiJ O4YiKyBaHOT JWHAMIKM
BMXKWBAHOCTI NpH npupoaHeoMy nepebiry CMA i3 iHbaHTHABHUM
noyarkom (1 Twm), 1O OJHOPIJHO OMHCYETHCS B A J0CHiIKEeHb
MPUPOAHBOrO nepediry.

Puciunnam  nobpe mepeHocuscs namjentamu 31 CMA 3
iHdaHTHIEHUM nouyaTkoM (1 Tun) y 1 Ta 2 YacTHHAX AOC/iKEHHS,
JKoxui pusukn we Oyam igenrudpikosani micnas aHanizy Tumy Ta
yactotd HA, a Takok OCHOBHHX IMOKa3HUKIB IKUTTELiSIBHOCTI
Opratismy, JaHHUX dizukanbHOTO 00CTEKEHHS, EKT,
orranbMoIorigHOro obeTeKeH s Ta 1a60paToOpHUX AaHKX 3 Ge3MneKu.
Konna 3 nokniHiuHMX 3Haxigok 3 Gesneku (BIUTHB Ha emiTelianbHi
TKaHHHH, IeMaTto/oriyHi e(eKkT Ta TOKCHUHICTB AN CIiTKIiBKM) He
CHOCTEPiramuch y UMX nauiedTis 3i CMA 3 iHpaHTUIBHUM OYaTKOM.

CyKynHICTh HABEIEGHUX JAHUX PA30M i3 HAABHUMM MOBIIOMICHUM K
okpemo @K Ta ®JI naHuMH MiATBEpPKYIOTH 3arajibHy MNO3WTHBHY
OL{HKY KOPUCTH/PH3HK IIOJ0 3aCTOCYBAHHS PUCIMIIaMy B 1031 0,2
MI/KT y BUPJISII NepopanbHOi Moandikyrouoi nepebir 3axBopioBaHHs
Tepanii HeMOBJATAM BikoM Bix 2 Micsuis 10 2 pokiB 3i CMA 3
iHQaHTUIBHUM NOYATKOM.

3adBHUK (BJIACHUK PEECTPAL[IHHOrO MOCBi TUEHHS)

@ . Xopdmanu-Jla Pow JIty

[Tianuc [Tianuc

Jleiina Jlictep Karanina Poxac

Biaain 3 MbKHapoOAHHX PeryisiTOPHUX MUTAHb Biaain 3 MixKHapoOAHMX PEryJIATOPHUX MUTAHb
®.Xopdpmann-Jis Pow Jita @ . Xoddmann-Jlsa Pour Jlta
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