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IIEPEKJIATA IHCT}’YKI.IIT PO 3ACTOCYBAHHSI, KOpOTKOi |[lo peecTpanilinoro noceiggenHs

XapaKTePUCTHKH JTiKapChKOTo 3aco0y AEpIKaBHOIO MOBOKO, aBTEHTHIHICTE

SKMX IATBEPIDKEHA INANUACOM 3asBHMKA 260 YIOBHOBaXXeHOro HuMm |\

IIpE€aACTaBHUKA

mMce-@THI'OJIIMOJ, kancyau mo 0,5 mr BiN

W/ {X 4 M/ 01 O‘I;&/CTI/IHA III: THOOPMALIISA AJIST CIIOKUBAYA
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(dirronimony rinpoxmopux)

lpeicrapnenuit nucrok-BKIamum € wactmroro III TpHUCKIIanoBoi "Monorpadii mpo mpomyxr",
omy0IIikoBaHOI Ha MOMeHT, Koiu mvc-DIHT OJIIMO[JT 6yB cxBaneuwuii s npojgaxy B Kanani ta
PO3pOo0IIEHHH CIIeiaNbHO IS CLIOKHUBAYIB, JICTOK-BKIANKII — Ile KOPOTKHHA BUKIAT BiTOMOCTEH,
TOMy HE Hajae IOBHOI iHOo(popManii mpo mikapcekuit 3aci6 mmMe-OIHT'OJIIMO/] . Sxmio y Bac €

TIUTAHHS MOJO PENapary, 3BEPHIThCS 0 JiKaps a60 papmarnerTa.

IHOOPMAIIISI ITPO METUKAMEHT

st goro 3aCTOCOBYIOTH MEAUKAMEHT:

nme-PIHI'OJIIMOJT 3actocoByeTsest s TIKyBaHHS JOPOCIHX IAINEHTIB 3 PEIUIUBYIOUOIO Ta
pemityrouoo  hopmoro  poscisHoro ckneposy (PC). mmc-®IHIOJIIMOJ , six IIPaBUIIO,
PEKOMEHAyeThCst matientam 3 PC, siki He pearyBany B qocTaTHii Mipi a6o He epeHocaTs OnHY UH

Olnblne iHmIX Tepamil A1 Kopekmii PO3CiSHOrO CKIIEepO3y.

Sk nie MequxkaMenT:

mMc-PIHI'OJIIMO/] re BuitikoBye PC, ane fomomarae smenmuTi KiTBKIiCTh Hamajis (peruauBis),
IO BUHMKAIOTh, 3MEHIUMTH 3allaJleHHS B MO3KY (ypaKeHHS MO3Ky, BHUsBIE€HI Ha MPT-
CKaHyBaHHSX), Ta YHNOBUIGHUTH YCKIaAHEHHS ¢izuuHEX 1poGIeM uepe3 PC (mporpecyBanns

iHBanixHOCT).

mMc-@IHI'OJIIMOJ]  3minroe poboTy iMyHHOI cucTeMH Oprasizmy,

3MEHINYIOYH 3JaTHICTD

nmmMbonuTis BinbHO pyxaTHcs Bcepemumi opranismy. lle sHmKye xinbkicts miMpomuuTin y KpOBi i
IEPEINKO/KAE IX MOTPAIIISHHIO IO TONOBHOTO TA CIHHHOIO MO3Ky. BHacnmimok mporo Moxmuso
SMCHIIUTH 3afaICHHS Ta IOIIKO/DKEHHS HEPBIB, SIKi TPAIULIIOTECS 1Ty uac PC.

Koun He ciix BukopucroByBaTu:
Bam ve cnix npuiimaru mve-OIHT'OJIIMO/, sixmio y Bac:

* iCHyIOTH anepriuni peakuii (rimepuyTnuBicTs) mo dirromimony a6o mo 6ygﬁ§ﬁ§§gxfmim,1‘mx

IHrpeTienTIB, IepeiYennx v uiit JIUCTIBITi-BKJIA M1,
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* ocnabmeHa (IMyHOKOMIpPOMETOBAHA) IMYHHA CHCTEMa BHACJIiZIOK xg@p*g%ﬂ,&q‘%gap%%:

iMmyHOnEbinuTy) ab6o Teparmis JUKapCEKMMH  3ac06aMH  4H  CIIocod:

IPUTHIYYIOTE iMyHHY cmcTemy: HaNPHKIAN, JKapCbKi 3aco0w,
JNKyBaHHS paKy a6o TPaHCILIAHTAIT KiCTKOBOIO MO3KY;
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¢ HasjBHA BaXXKa aKTHBHA iH(eKLis a00 aKTUBHA XpoHiuHa iH(pexmis, Taka K rerrartut a6o

TyOepKyIB03.

® HasBHA aKTMBHA ¢(opmMa paky (KpiM TaKoro Tumy pPaKy IUKipH, SKuMi HpSHBArOTH

0a3aIbHOKIII THHHEM paKoMm).
® HasBHI BaXXKi 3aXBOPIOBAHHS [EYiHKH.

* HasABHHI MepeHeceHHil cepneBmil Hanan, creHoxappis, iHCYJET aGo Momepemxennst

PO MOKIMBHI IHCYJBT BHACIIZOK NMeBHUX THIIIB cepuesoi H

OCTAHHIX 6 MicsamiB.
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* HasBHi JAesKi BUIH neperynﬂpm])ro abo nopymenoro cepueburTsi (aput™is), abo y
BUNIAJKy, KO enekrpokapriorpama (EKT) moxasye momosxenns imteppary QT nepen
109aTKOM JiKyBanHs mMc-OIHTOJIIMOTT .

® 3aCTOCOBY€Te 200 HEINOJABHO BHKODHCTOBYBAJIH JIKH /Ul KOPEKIl HEPEryJIsipHOro
cepuedMTTN, Taki, fK XiHiNMH, Ausomipamin, amiomapoH a6o coTamon (BHAcTimOK
MOJIMBOTO I0JaTKOBOI'O BIUIWBY Ha MOPYIIEHUN PUTM CEPIIS).

Hxuii TepaneBTHYHW IHrPENicHT BXOAUTE 10 CKJIAMY:
®inroniMomny rimpoxnopusn

SIKi [onOMiKHI peYOBMHM BXOSTH 0 CKJIANY:
T'izpokeua amoHiro, 3ami3a OKCH JOpHHI, KaTbIio docdar nBooCHOBHUI Ge3BoxHM, JKETaTHH,
MarHiro cTeapar, IpOIiIeHIIiKOIb, [eIaKkoBa I1asyp, THTaHy XiOKCHJL Ta 3ai1i3a OKCHJ] XXOBTHIL.

B sixux jgikapcbkux GpopmMax BiH BHIYCKAETHCS:
Kancym o 0,5 mr ¢inronimony (diaromimoy TiAPOXIIOPHLY)

IHIONIEPEJ’KEHHSI TA 3ATIOBIJKHI 3AXO/IH
Bakuuna nporu BiTpsinoi Bicnu

ITawienTn, siki He mepeHecsn BITPSIHKY a60 He oTpHMaaH BAaKIMHY NPOTH BIiTPAHKM,
NII2I0TECA PH3NKY OTPHMATH Cepio3Hy Ta He(e3leuHy AJIS JKUTTH BiTpsIHY Bicmy mig gac
3aCTOCYBAHHSI JIIKAPCHKOro 3acofy mme-OIHT'OJIIMOJT, . 3adikcoBani Ayxe piakichi
BHOAAKH JIETAILHUX BHNAAKIB BiTpsHOi Bicmm cepex NauieHTiB, ki oTpuMyBaiH
dinronimony rixpoxnopua na doni xoxarkosoro 3aCTOCYBAHHSA MOPIBHAHO TPHBAJIOIO KypCy
Tepanii KOPTHKOCTEpOiTaMHu.

SIkmo BH me 3axmmeni Bix BiTpsmoi Bicnm, Bam JiKAp MOKe IOPEKOMEHIYBATH BaM
OTPUMATH BAKLHUHY 32 1 Micsub 10 OYATKY JIiKyBaHH omMc-@IHI'OJIIMO/J .

IIEPE]T BUKOPUCTAHHSIM nmc-®IHIT OJIIMO/I npoxoncyabTyiiTecs 3i cBoiv JiKapem
a00 papmaueBToMm, IKII0:

® Y Bac iCHyIOTh IpoGIeMH 3 cepleM, HanpuknaZ, BUCOKMH apTepiajbHuii THCK a6o
CHJIbHE HEJIIKOBAHE AIHOE I 9ac CHy;

® BH NpHiiMaeTe JIKH Bil mIOpymeHoro cepue6uTTH, TaKi s XIHIWH, AU30mipaMiz,
amionapoH abo coranoi (muB. po3ain «Komnu ge CJIiZl BEUKOPHCTOBYBATH);

® BH CTPRXXAAETe Bil NOBIIBLHOrO cepueOMTTS 260 BM BiKe npuiiMaere iHmi JikapcbKi
3aco0u, sIKi yNOBLIBHIONTHL cepueBmii puT™M, 260 X y Bac B aHamHe3i iCHYIOTH
IOBiXOMJIEHHSI IPO PANTOBY BTPATy CBixOMOCTI (HenpuTOMHICTE);

® Yy Bac ocrabieHa iMyHHA CHCTeMa (Yepe3 3aXBOPIOBAHHS 260 JIKH, 110 IPUTHIYYIOTh iMyHHY
cucTeMy); AR iing

® BM 3po0MIM BaKIHMHALIIO mpoTaroM 1 micsus mo II0YaTKy npnﬁOM}f{;hzécﬁHFfmIMOH
abo IiaHyeTe OTpUMAaTH BakuuHYy. Bam He cin OTpUMYBaTH nemg{'i'; 4 %Wm&m@l@@lﬁ
«KHBHMM aTTCHYHOBAaHHMH BAaKIMHAMMY») IPOTSTOM Teparii Ta 0 pMIGHINIE, i
NIPUIMHEHHS JIKYBaHHS npenaparoM nMe-OIHTOJIIMOT ; L\ T IR
BU HiKOJIM He XBODLH Ha BITPHKy a60 He GyIH IeILIeH] mpoTy BITpSHK, “?9009%C
y Bac € abo Gynm HOpyIIEHHS 30py 9H iHII O3HAKH HaOPsKIOCTI B oGﬁadff’“neHTpanLHbro
30py Ha 3anHiif JinsHIi oka (cTaH, BizoMmmuil sSK MaKyJApHHA HabpsK), 3amaneHns a6o
indexuis oxa (yBeir).

® y Bac piaGer. [liaGeT 36ijblIye pPH3UK BUHUKHEHHS MaKyJIsIpHOTO HaOpsKy ig/ qac
nikysauHs mMc-OITHTOJIIMO/] . [Inpekop ;
Y Bac pobieMu 3 neinkoro, mvue-GIHI'OJIIMO]T moxe BilmuryTH Ha po6
Y BaC HU3bKWH abo BHCOKMI apTepiallbHUIl THCK. mve-OIHI'OJIIMO h;
I IBULICHHS apTepiabHOrO THCKY. o

® Y Bac BHCOKMH DIBEHb XOJECTEDHHY a60 TPUIIIIEPH B,
TL/BAITATH PiBEHb XOJECTEPHHY Ta TPHUIIEPULIIB Y KPOBI.
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y Bac IpobyieMu 3 HUPKaMH.

* Yy Bac mpobnemu 3 muxamHsM. mMc-OIHI'OJIIMOJ] Mae He3HAUHMI BILIMB HA poboty
JIETEH]B.

®  BM BariTHi, IPHUITYCKAETe, 10 MOKETE 3aBAriTHITH 260 HAMATacTECkH 3aBariTHITH.

® BH IFOAy€Te PYAbMH.

MoniTopunr: nepex moyaTkoM JiKyBaHHS Ta IEpioMMIHO i/ yac MiKyBaHHS Ball JKap MOXKe
IIOPCKOMEHIyBaTH IPOWTH KiJbKa TeCTiB, 106 JOMOMOITH BIZICTEXKYBaTH mMmOGiumi edexTn
BHACIIiIOK 3aCTOCYBaHHS mmc-OIHI'OJIIMO/]T .

Lli TecTy BKITIOYATHMYTh: aHATi3M KpoBi (s NEePEBIPKH KiTBKOCT] JeHKOIMTIB, ByHKIiH TICYiHKH),
OLJIsS| OYeH (I MOHITOPHHTY HabpsKy MaKyiIm), TepeBipka CEpIEBOTO PUTMY Ta apTepiaibHOTO
THCKY Ta, MOXXJIMBO, JIET€HEBOT (DYHKIIIT.

IloBinbHe cepueduTTs T2 HeperyJsipHe cepuedouTTs

OiHroNiMONy TiIPOXIOPHN IIPU3BOIUTE IO YIOBIILHEHHS CEPHEGHTTS, OCOBIHBO IIPOTATOM
IEepIIoro Micsus JikyBaHHs. ®inromiMoxny TiPOXTIOPHA TAKOK MOXKE BUKIMKATH HEpETYJISIpHE
CepLEeOHTTS, OCOOIHMBO IC/A TepIIoi J03M. Heperynspue cepueburrs 3azsuyai HOPMaJIi3yeThes
MEHIIe, HiX 3a ofauH JeHb. CroBiasHEHE CepLeOUTTS 3a3BUYAll HOPMATI3yeThCA IIPOTATOM OJHOTO
micsius. Ili mopymienss cepueBoro PUTMY MOXYTh Oyru OGinmbIn IMOBIpHUMH Y mNamieHTiB i3
(hakTOpaMu PH3HKY, TAKMMHU SK 3aXBOPIOBAHHS cepus, ab0 KoM MPHHMArOTLCS MeBHI B3acMOIIIOUi
JKapChKi 3aco06u. B 0cHOBHOMY, jrozu crapimie 65 pokiB migarOThCs GinbIIOMY pHU3HKYy.

SKmo y Bac HeperyisipHe 4M HEHOpPMANBHE cepueburrs, abo B aHaMHesi icHye pamToBa BTpaTa
CBLIOMOCTi (HEIIPHTOMHICTB), BAll CTAH MOYXKE THMYACORO TOTiPIIATACS BHACHIZOK 3aCTOCYBAHHS
mve-OIHIOJIIMOJT . Ile s cTocyeThes, SKIo Y BaC HU3bKA 4aCTOTA CEPIEBUX CKOPOYEHb UM BU
IPUHAMAETE JIKH, AKi YIOBIIEHIOOTS CEpPIIEOUTTS.

SIXmo BH BimdyBaeTe Gynp-AKi CHMITOMH MOKIMBOLO NOPYINEHHS CEPLUEBOTO PHUTMY, Taki 5K
3aaMOPOYCHHS, CePUEOUTTS (BiMIyTTs IBAIKOTO PUTMY, CTYKaHHS, HEperyJIapHoi poGoTu ceprs),
HENPHTOMHICTE a60 CyOMHU B Gy Ib-SKHUif Yac iy gac JNiKyBaHHS mpenapatoM nmc-OIHT OJIIMOM,
BaM CJIi{ HETaHHO 3BEPHYTHCS JI0 JIiKaps 3 IPUBOMY LBOTO IIHUTAHHS.

Ockinbkn dinronivony rigpoxyiopua mae noGiumi edexTH Ha cepue, Bam moTpiGHO Oyne
3pobuTH enexTpoxapaiorpamy (EKT), o6 IePEBIPUTH CTaH 3X0POB’S mepex THM, SIK I0YATH
npuiimatd nmc-®IHIOJIIMO/JT . Bam JIKap NONPOCHTL BAC 3AMHIINTHCS B KJIiHIm 9
kabineri npuHaiiMui Ha 6 roguu micias npuioMy mepmoi 5o3u nvMc-OIHI'OJIMO/I 3 meroro
NepeBipKH PHTMY Cepusi TA apTepiajbHOTo THCKY IOTOAHHH TA B:KHBAHHSA BiINoOBiqHHX
3aXO/IiB, SIKIIO MOB’A3aHi i3 cepueM HACTIAKM BMHHKAIOTL Ha MOYATKY JiKyBaHHsd. Apyruii
EKT" Gyne 3poG.siennii uepe3 6 rogun micias npuiioMy nepmoi mo3m. 3anexHo Bix pe3ynbTaTiB
EKT', nepesipxu aprepiasHOro THCKY Ta TOro, K BH cebe II0YyBAETE, MOXKIIMBO, BAM 3HAJOOUTHCS
CHIOCTEpIraTHCs JOBINE, MOYIIHBO, IIPOTSIOM HOYi, B MEIMYHOMY 3akmami. Lleit xe porec
CIIOCTEPEIKEHHS MOXKE 3aCTOCOBYBATHUCS, SKIIO BH 3HOBY [OYMHAETE NiKyBaHHS IICIs TepepBH Bin
Tepanii mve-OIHI'OJIIMO/] .

Indexcuii J——

Brumis mve-®IHIOJIIMOJ] Ha IMyHHY cHCTeMy BalIOro OpraHi3My MOoxe 3HH3g£w15ify”5irhﬁﬁm;§
Goporucs 3 iHbexuismm, i BH MoxeTe nermre 3apasuTucs iHpexumieo mix uac '_,;n”pm‘f(;)My’ﬂ”ﬂihMc\ﬁ;
OIHI'OJIIMOJ (i mo 2 micsuis mics NPUIAHEHHS IPUHAOMY). SIKIIO y Bac € 1H(I)éﬁl; %RWMOMTG( P,
IIPO I JIiKaps, MepIn HiX mpuiiMaTH mve-OIHI'OJIIMO/T . Bynp-sixa indexin, gxa WBAGIBKS £y 1o
MOXe moripmuTucs. IHpexuii MoxyTs OyTH cepifosuumu Ta iHomi HEOC3METHUMH IS, KHTTA, , ’;".
Ilepmr mix moyaru npuiivare nMe-OIHIOJIIMO]T , am IKap THATBEPANTS, K € y Bl (oS40~
NEeHKOLUTIB y KpoBi. ITix yac mixyBanus npenapartom mve-@IHIOJIIMO/] , sxuio BE: AyMaeTes: 110

Y Bac HasBHA iHQEKIIis, BM MaeTe rapsuxy, BI[YyBa€TE, 10 y BAC CHUMITOMHU rpuiy, abg/0onMTh
TOJIOBA 3 PHUTIJHICTIO INHi, YYTIHBICTH /10 CBiTJa, Hy/0Ta Ta/abo 3amamo O‘ICH%I?( f02x€,/0yTH
BUKIIMKAHO CEPHO3HOI0 IPHOKOBOIO iHDEKIIE 9i CHMITOMAME KpUnTOKOKGBoTO Medturify) — B
TaxoMy BHINAJIKy HEraliHO 3BEPHITHCS 10 Nikaps. SIKmo Bu BBaxcacte, mo BEHE PC W
(Hampuxian, ciabkicTs a6o 3MiHK 30py) 4 BH IOMIYa€Te SIKiCh HOBI T /HE3BUYafiHi CHMIITOMH,
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TIOTOBOPITH 3 JIiKapeM SKOMOTa IIBHIIIE, locxinm(n 0e MOXYTh OyTH CHMITOMH piJKiCHOTO
3aXBOPIOBAaHHS ~ MO3KY, BHUKIMKAaHOTO iH(QeEKIielo, IM0 HA3WBAETHCA  IPOTPECYIOUOIO
MyJIbTH()OKATEHOIO neﬁxoeﬂue(panonaTiefo (HMJI)

3acrocyBaHHx IHIMX JIKapCBKUX MpenapatiB Ta METONIB JiKyBaHHA, fKi HPUTHIYYIOTH a6o
3MIHIOIOTB pOGOTy iMYHHOI CHCTEMH, HE PEKOMECHAYETHCS MM 9ac JiKyBaHHS IPENapaToM IIMC-
OIHI'OJIIMOJT, ockinbku Moxe OyTH HOIATKOBO 301bIIEHMH PU3KK iHDIKyBaHHS.

Maxkyasipauii HaGpsK

IIpobema 3i 30poM, ska Ha3WBAEThCA MaKy/IS[PHEM HabpSKOM, MOXE BHHMKHYTA I dac
nikyBanHs npenapatoM mMc-OIHIOJIIMOJ[. Maxynspruii HaGpsK MOXe BUKIMKATH Ti K
CUMIITOMH 30py, 1o i Haman PC (HeBpHT 30pOBOTO HEpBa), aje BH TAKOX MOXETE HE MOMITHTH
KOIHUX CHMITOMiB. MakynspHuit HaGpsK, 3a3BHYall, MOYMHAETHCS B mepur 3-4 Micsami micys
MOYaTKy HpHHOMy nmc-@IHI'OJIIMO/L. Tomy Bam mikap HOBUHEH NEpeBipUTH 3ip uepes 3—4
Micsmi micns TOYaTKy npuioMmy mmc-OIHI'OJIIMO/J] abo Gyms-sKoro pasy, KOTH BH IOMITHTE
3MiHH 30pY IiJI Yac JIiKyBaHHs.

Barr pu3uK BUHEKHEHHS HaOpAKY MaKyiIu Moxe GyTy 36iIbIIeHHM, SKIIO y Bac miaber, a6o B Bac
0y110 3ananeHHs Oka, Ke HA3UBACTLCA YBEiTOM. SIKINO B Bac € a6o Gymm mopyuIeH s 30py abo iHimi
O3HAK{ HaOPsIKy B 30Hi IEHTPAIBLHOTO 30py (MAKyJIM) Ha 3a1Hi# yacTHHi OKa, yBeiT 260 ziaber, Barm
JNiKap MOBMHEH IEPEBipHUTH 3ip, Iepur Hix movaTy npuitMary Mc-OIHT OJIIMOA.

Cynomu

Jlesixi malienTH Mamu CyTOMHI Hamaju Mix yac npuitoMy dirroniMoxy rizpoximopuay. Hesinomo,
un Oy Hamaju moB’s3aHi 3 edexroM ix PC, pinromimony rimpoxmopuay uu xomGiHamico 060X
YMHHHKIB. SIKINO ¥ Bac BUHMKIIM CyIOMHI Hallaay ITif Jac npuitomy nmc-OIHI'OJIIMO/], notpiGHo
HETalHO BUKJIMKATH JIiKaps.

Henpecis Ta cyiuuaaabHi ixei

Sk BimoMo, 3ycTpidaioThes cepen momymii nauientis 3 PC. IMamienT, ix ciM’i Ta gormsadi oci6,
AKi OTpUMYIOTh JiKyBaHHS nMc-PIHI'OJIIMO]I , moBUMHHI CIOCTEpIiraTé 3a IMMH CHMIITOMAM.
3BEpHITHCS 10 CBOTO MEIUYHOTO MPAIiBHAKA HeraiiHo, SKIIO0 BUHUKAE SKUHCH i3 HMpecTaBIeHHX
CUMIITOMIB.

Inmi monepenskeHHs, NPo sIKi Cuix 3HATH:

Brme nme-@IHI'OJIIMOJ] Ha iMyHHY cHCTeMy OpraHi3My MOXe IIJBHIIMTH PH3HMK PO3BHTKY
niMpOMHU Ta IHIIAX BUIIB PaKy, TaKuX fK pak mkipu. IToBizomisuiocs mpo simMpoMy Ta pak mKipw,
NEPEBAXHO — Oa3aIbHOKIITMHHMN paK CEpex MalieHTiB, sKi oTpuMyBaqu (iHromMomy
TiIPOXIIOPHT.

Sxmo y Bac BXe € pPOAMMKM a00 BiIKPUTI BHpa3K¥ Mepex IIOYaTKOM JIKYBaHHS IIMC-
®IHI'OJIIMO/I, 3BepHiTh yBary Ha 3MiHH iX po3Mipy, GopMH, KOIBOPY POAMMOK ab0 3aroeHHS (He
3arOIOIOTECS POTATOM KUTBKOX TmKHiB) IiCJIs TTOYaTKy JlikyBaHHS. Lle MOXyTh GyTH O3HAKH paKy
IIKipH, mpo SIKi CITiJ TIOTOBODHTH 3 JKapeM. =

V mamientiB 13 PC, axi orpumyBanu (GiHromMomy riapoxiaopu, nomLLOMmmocmrr/ 0 1?1-1 sﬁ\c
MIKipH, SKUU Ha3WBAaIOTh 0a3aJbHOKIITHHHOIO KapITHOMOIO (BKK). Ilig Jac /ni’g«inamfﬁz
OIHI'OJIIMO/JT BM NOBHHHI PpETYISPHO nepeBlpsm/I IIKipy HA HAABHICTH |
Cumnromun BKK MOXYTb BKIOYATH mmpm BY3JIUKU (HaIpUKIaJ, 6Jmcxyt¥1 ﬂ‘épmﬂwymom s
Bysnmm), MU ab0 BIAKPHUTI PaHKH, SIKi HE 3arOIOIOTHCA IPOTATOM THIKHIB. CPI mgm&angmmxf’
BHUJIIB PaKy MIKipd MOXXYTh BKIIIOYAaTH HEHOPMATHLHUM plCT abo 3MiHU IlIKlpH TaKi

Heanqanm
POIMMKH, SIKi 3 4aCOM MOXYTH 3MiHIOBATHCS y KOJIBOpl dopmi a6o posmipi. Baim TKap Takox
PETYJISIPHO IPOBOAUTHME OOCTEKESHHS MIKipH M yac jikyBanus nMc-OIHTOJIIMO/I.

Bam cnmin o6MeXWTH BIUIMB COHLS Ta YIbTPadioNeTOBHX NPOMEHIB, ONATarOuM BiAIOBiIHHIA
3aXMCHHUH OIS Ta PEryIsIpHO HAHOCSYM COHIE3AXVMCHHU KPEM i3 BUCOKHMM CTYIIEHEM 3aXHC
yIbTpadioIeTOBUX IPOMEHIB.

OupexTop
[Mianprency
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Ilicnst npunmuenss nikyBaHHs cumnToMu PC MOXKYTE TOBEPHYTHCS 1 HOTIPIIMTHCS MOPIBHAHO 3i
CTaHOM JI0 IOYaTKy Ta IiJ uac jikysamHa. IloBimomTe JIiKaps, AKIO y Bac CIOCTEPiracThCs
noripuenns cumnTomis PC micns npunusenns npuitomy mme-OIHT'OJIIMOI,

JIroau moxmioro Bixky (crapme 65 POKiB)

QiHromiMoay TiAPOXIOPH] BHBYABCS Cepenl MyxKe HE3HaYHOro Yucnia nanieHTiB 3 PC crapme 65
poxis. JlikyBanHs 3a momomorow mmc-OIHT OJIIMOJl Bumarae momatkoBoi obepexHoCcTi 'y
MALIEHTIB JTHEOTO BiKy Yepe3 BeIHKy MMOBIDHICTh BHHHWKHEHHS iHIIAX MEIHYHEX npobiiem
Joxatkoso a0 PC.

Aita Ta nigmirkn (xo 18 poxis)
nMc-PIHIOJIIMOT He i 3acTOCOBYBaTH MiTSM Ta MiJUTITKaM.

BarituicTs i ronyBanns rpymmso

Ilepur mixx posmovaru mixyBaeHs mmc-OIHI'OJIIMO/, Bam mikap Moxe TIONIPOCUTH Bac 3poOHTH
TECT Ha BariTHICTH, 1100 IICPEKOHATHCY, 10 BY HE BariTHi

By NOBHHHI yHUKATH MOXITHBOCTI 3aBATiTHITH IiJl Yac npuiiomy mMe-PIHI'OJIIMO/] ta mpotsrom
ABOX MICSIIB IICIS IPUIHHEHHS IPHHOMY Yepe3 PH3UK 3aMOJiSATH UIKOAM BALITil HEHApPOIXKEHIi
mutaHi. Ilorosopite 3i cBoiM mikapem IpO TOB’A3aHWH 3 IUM PH3MK TA IPO HAINHI MeToau
KOHTpaNenuii, sxi HeoOXiIHO BUKOPHCTOBYBATH TIix wac MiKyBaHHS Ta MPOTATOM 2 MiCAIiB Mmicis
IPUITMHEHHS JTiIKyBaHHS.

SIKIIO BU 3aBariTHiNG min yac npuiioMy mve-@IHI'OJIIMO]I, Heraiino moBimomre IIPO 1€ JIiKap4.
By Ta Bam nikap BupimmuTe, mo Haikparme 1s Bac Ta Bamoi AUTHHA. SIKINO manienTKa 3aBariThiia
mij yac nputiomy mve-OIHT'OJIIMO], JKapsM Ta HallieHTam PEKOMEHIYETHCS TTOBIXOMIISTH IIPO
Oyab-SKi pe3yIbTaTH BariTHOCTI 32 Tenedonom 1-888-550-6060.

He cnin romysatu rpymemu mix wac npuiiomy mmc-OIHI'OJIIMOJT. mmc-OIHT OJIIMOJT moxe
TICPEXONIUTH B IPY/IHE MOJIOKO 1 € PH3UK BHHUKHEHHS CEPHO3HUX MOGIUHHMX edexTiB g auTHHU
BHACIIZIOK FOJIyBaHHS Py IbMH.

KepyBanns asromoGinem Ta KePYBaHHSA MAIIMHAMM

ITicnsa mepmoi mo3u mvc-®IHT OJIIMOJI Bam motpi6HO 6yze nepeOyBatu B Kabineri jtikapst aGo
KIiHiIi npuHaiiMEi 6 ronuy, mo6 nepeBiputu cepreGuTTa. Jlikapcbkuit 3aciG Moe BIUIMHYTH Ha
Ballly 3[AaTHICTh KePYBATH ABTOMOGIIEM TA MAIIHHAMH IPOTArOM Ta, MOXJIMBO, IICIS I[BOTO

nepioxy.

B3AEMOJII 3 UM MEJJUKAMEHTOM

IoBinomre mikaps, skmo By mpuiimaere a6o HEIONAaBHO NPHUMAIIU SKMUCH i3 HABEIEHUX HIDKUE
TiKapCHKUX 3aC00iB;

MenukxamenTu xas kopexuii cepueBux npobjaemM a6o NiABHIEHOr O apTepiajbHoro
Jlikapceki 3aco6u Bix Heperyasiproro CepueOMTTs, Taki K XiHimuH, AU30Mipai
abo coranon. (aus. po3min «Koau He crin BHKOPHCTOBYBATHY) }[//
MeauxamenTu, mo ynoBiisHom0ThH cepuedHTT, Taki K aTeHOJ0I 260 Merogg’% 0J1
0noKaTopu), Taki Sk Bepamamin a6o minTiazem (3Bami 6mokaTopamu Kaﬂbui;é?{&ﬁ{g i
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Jlikn, siKi npuraivyoTs 260 Moay.II0I0TH iMyHHY cHCTeMy, BRIIOYAI0YH mmn«&{’ﬁ’éﬁ‘ép‘&rﬁ‘,mg
3aCToCoBYIOThCS /uist JikyBanua PC (Geta-imrepdepon, TIIaTHpamepy aleTar, . HaTamizymao,
MiTOKCaHTPOH, AuMeTHIpyMapar, TepudayHoMin, anemMty3ymab a6o KOpTHKdCTepOII[H) abo
JiKapceKi 3aco6u, mo 3aCTOCOBYIOTBCH ISl JIIKYBaHHS paky. mvc-OIH OJIIMO/[] me cuix
TNOUAHATH BHKOPHCTOBYBATH, SIKIIO BU NpHiMaeTe Ii MeamkamenTH. mvc-®IHT OJIIMO[J, sx
IPaBHJIO, MOXXHA IIOYMHATH HETalHO IHC/A HPUIHHEHHS 3acToCyBaHHs Gera-iHTepdfepony,
TIatapamepy anerary abo auMermndymapary 3a YMOBH, IO iMyHHI edektu Bix npd merbnis
Tepanii ycyneri. SIkmo Bu mepexomute Ha mve-®IHT OJIMOJ, 3 iammx meromis

3axBoproBaHHs Ha PC (mepepaxorani Bume), Banr Memmanmii npauiBHR W
lanpigmtTea
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KiNbKa MICSI{B, 106 3MEHIINTH MOKTHBYN 10JaTKOBHIL edexT Ha IMyHHY CHCTeMy Ta IOTEHI{AT
IS 30IMBIIEHHS PU3HKY CepHo3HuX iH(exmii. OnHak mouMHATH nikysanasa mMc-OIHIOJIIMO/T
micis aneMTy3ymMaly He PEKOMEH/TyEThCS.
Komu xoprukocTepoinu mpoTarom Kinskox mHin BUKOPHCTOBYBAIUCH [UIsl JIIKyBaHHS PELUIMBIB y
JOCTIDKEHHSIX DPO3CITHOro CKkneposy 3a ponomororo nmc-OIHI'OJIIMO/I, ne ue IIPU3BEIIO 10
36inbmenHs indexuift. OmHAK, OCKiNTBKH icHye moTenmian migBHImEnOro pu3HKy iH(biKyBaHHS,
PCKOMEHAYETHCS N0ATKOBA OOEPEKHICT IIPH 3aCTOCYBaHHI KOPTHKOCTEPOIIiB.

¢ Baxuunn. fxmo Bam morpi6HO OTpUMATH BAaKUKMHY, CIOYATKY 3BEPHITHCA A0 IiKaps.
IIpotsrom nikyBaHHs Ta 10 2 MicsIiB micis NPUNUHCHHS JIKYBAHHS IPENapaTOM IIMC-
®IHI'OJIIMOJI BBeneHHS nesKux BaKlMH, INO MICTATH JXKMBUH Bipyc (KuBi ocnabimeni
BaKIMHH), MOXe TPU3BECTH A0 iHdexuii, sKoi BaKIMHAMIS TOBMHHA Oyna 6 3amo6irty, a
IHII BaKIIMHE MOXYTh He TIPALFOBATH TOCHTE no6pe, 06 3aXMCTUTH Bac.
Ilpoturpubkosi npenaparu (HampuKa, KETOKOHA301).
AHTHOIOTHKY (HATIPUKIIAZ, €PUTPOMILIE).
Menuxamentu s nikyBanus BLJI-in¢ excuii.
Jlikapcewki 3aco6u npoTn acrvmu.

HAJIE?KHE BUKOPUCTAHHSI JAHOT'O JIIKAPCBKOI O 3ACOBY

3aBxnu npuiimaiite mme-OIHT OJIIMOJ came Tax, six Bam IOPEKOMEH TyBaB JIiKap.

3BMyaiina 1032 1151 JOpocanx:

Jlo3a CTaHOBUTH OfHy Kamcyny Ha mo6y (0,5 mr dirromimony), mo NPUAMAETECS TIEPOPAILHO
(gepes por).

Hpniimatite mve-OIHTOJIIMOJ] 1 pas Ha JeHb, B OJUH i TOH )€ Yac WIONHS, 3aNHBAIOYH 110
IIOJIOBMHI CKJIAHKH BoH. nMc-DOIHT OJIIMOJT moxHa npuiiMaTtu 3 Hxero abo 6e3 Hed,

He mpunumsiite 3acrocoByBatn mmc-®IHI OJIIMOJT a6o me 3miHmokTe no3y 6e3 momepenHBOT
KOHCYJIBTAIi] JiKapeM.

3aBxnu npuiimaiite mvc-OIHT OJIIMO[I came Tax, s1x Bam TIOPEKOMEH TyBaB JIiKap.
nmc-OIHI'OJIIMO]T 3anumarumerscs y BamIOMy oOpraHiami no 2 Micsamip micis TOTO, SIK BH
IIPUIIMHATE HOTO 3aCTOCOBYBATH, TOMY I0GiHi edexty, onucani B it JiI/ICTiBIIi-BKJI&I[I/IIHi, BCE X
MOXYTh IPOSIBIIATHCS IPOTSATOM 3a3HAYEHOTO YaCy.

Ilepeno3yBanus:

SIKIO BH MymaeTe, WO BU BXKHIM 3aHAATO Gararo oMc-@IHI'OJIIMO/I, Heraitno 3BEPHITBHCA 10
miKaps, JiKapHi IMBHAKOI JOMOMOTH a6o PEeriOHABHOTO LEHTPY KOHTPOIIIO 32 OTPYEHHSIMH, HABIThH
SKIIO CUMIITOMH BiJICyTHI.

IIponyimena nosza:
SIxmo Bu 3a6ymu 3aCTOCYBATH 03y, IPHAMITH HACTYIHY N03Y 3TilHO 3aIlIaHOBAHOTO pexumy. He
npuiMaiiTe moxBiiHy 103y, 1106 KOMIIEHCYBATH HPOIYINEHY Z03y. : ARy,

SIxmo Bu mporycTHIM 03y B OXHMH JEHS IPOTArOM IEpIKX 2 THXKHIB a60 BU npifi Hnnf:fgﬁpn\ﬁw
mme-PIHIOJIIMOJ 6insme, Hix Ha 7 nHiB IIPOTSTOM 3-r0 Ta 4-r0 THXXHIB JIIE RANHALHOUAHHO

9!

3BEPHITBCA 110 JiKapst. Bamr mikap mosxe BUPIUIMTH TPOBOJUTH CIIOCTEPEKEHHSE aYhamimaiiajigac) = |
> i f

HIPHHOMY HACTYIIHOI JO3H. \ IR Tpiggta v/

. . 2 2\ 29900900 /
JKmo BW 3HOBY nousete mpuiimMatu mvc-OIHT OJIIMOJT micns npunuuensHs: D2 “HIDKHT 260 -

Oinblue, BM 3HOBY mouHeTe mpuitmaTd mvc-OIHT OJIIMOJZI y xa6ineri a6o Kminidi Jikaps. He
BIIHOBJIIONTE caMOCTiltHO NikyBanus mMc-OIHT OJIIMOJI, micns mpHmuHeHHs Horo 3aCTOCYBaHHS
TEPMiHOM OilIBliIe JBOX THXKHIB Ge3 TIOIICPEAHBOTO 3BEPHEHHS IO JIIKaps.

IIOBIYHI PEAKIUI TA JII OO0 HUX

Hupeirop
JIK 1 CTOCOBHO BCiX JIiKapchKHX 3aco6iB, CEPEMl MALIEHTIB, SKi OTPUMYORE HiNeoDT
MOXYTb CIIOCTepiraTHCs MoGiuHi peakwii, Xoua iX 3a3Ha10TE JaJIeKo He Bei.
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Hy>xe gacTi no6iuni ehexTu (BUHUKAIOTEH 6im£me HDXK y 1 Ha 10 manienris):
e PecniparopHa BipycHa indexmis
e [onoBuwmii 6ine

o Jliapes
e bine y ciuni
e Kamens

Yacri mo6iuni edexru (BuanKaroTh Bia 1 10 10 ocib Ha xoxui 100 AIi€HTIB):

e Cunycur

I'pubxoBi ingexii, o BpaxaioTs mKipy, HIrTi a6o Bogoccs
3anamMopoueHHs

Mirpens

Cnabxkicth

Jlerke migBUINEHHS apTepiabHOrO THCKY
HlxipHi BUuCHIaHHS

Bunanauus Bosocest

Crep0ix mkipu

Brpara Baru

ITomyTHIHHES 30pY

3aguika

IToxomoBanus a6o 3aHiMiHHS

Henpecis

e bink B oyax

Heuvacri no6iuni epexru (Buaukarots Bin 1 10 10 oci6 Ha xoxui 1000 HAI[i€HTIB):

e [Ipurniyenwuii HacTpiii.
Hesinoma gacrora;

e Anepriuni peakiii, BKIIOYAIOUN CHMIITOMHE BUCHIY 200 cBepOITIKH, HAOPSK Iy6, s3rKa a6o
00MIHYYs, AKi NIBH/IIE 33 BCE, BUHUKAIOTH Y JCHb no4aTKy JikyBanHs nmc-OIHIOJIIMO.

e PinkicHe 3aXxBOPIOBaHHS T'OJOBHOTO MO3Ky, CHpHYMHEHE iH(EeKI€0, 10 HA3MBAECTHCA
IPOTrpeCyrO90I0 MYNBTH(HOKANBHOIO JIelKoeHedanonariero (IIMJI). Cummromm IIMIJT
MOXyTb OyTH moxioruMu 1o PC (manpuxian, cnabkicts a60 3Minu 30pY).

e Hynora.
e binp y M’s13ax.
e bink y cyrimobax.

Axuio 6yap-axuit 3 (X M0GiYHEX e(eKTIB CHIBHO BIUTABAE HA Bac, IOBIZIOMTE IIPO Iie JIiKaps.
SIxio BM noMiTiM Oyab-aKi iHIm mo6iumi edexTy, He 3a3HaveHi B il IMCTIBLi, TOBiTOMTE po Ie

CBOTO JiKaps abo (apmarieBra.

CEPHO3HI INIOBIYHI PEAKIIII, YACTOTA BUHUKHEHHSI TA 11O 3 IIUM POBUTH

ITosinomTe Bamoro gikaps l}pﬂygwf
3HCTOCOBYBaT]
Cumnrom/edexr JInme npu cepiiosnomy Y Oyap-sikomy _in’lé‘;rﬁcbxilnlsaci N
crani BHIAAKY Hémﬁmﬂmmmmmcgka
Meaéqubmmnqm::ozdé
Yacri 1 el i e e /
Cumnromu GpoHXiTy, Taki sk w FN eedaos

Kariesb 3 MOKpOTOIO, Oiltb y
Ipyasx, JIUXOMaHKa

i

CumnToMu racTpoeHTepury, o
TaKi sk 6I0BOTA, HyOTA,
Jiapesi, THXOMaHKa

Cumnromu omepisyrouoro v
nuaro (abo onepisyrounii
reprec), Taki sk rosiza




IyXUpiB, NEUYiHHA, CBepOiNK
abo 6isp Ha HIKipi, SK
NpaBMIIO, Ha BEPXHil YacTHHI
Tina abo o6muy4i. IHmIMu
CHMIITOMaMH MOXXYThb OyTH
JIMXOMaHKa 3 MOAAJILIIAM
3aHIMiHHAM, cBepOiHHAM a60
YE€PBOHHMH IUISIMAMH 3
CHJIbHUM (osieM

CuMnromu ynosinsHEHOro
cepuebutra (Opamukapis),
TaKi sIK BiguyTTs
3aI1aMOPOYEHHS, BTOMH,
BiUyTTS BIaCHOro
CepuebHTTS, 3HIKEHHS
apTepiaJbHOro TUCKY

Cumnromu pisHOBUIY paky
IIKipH, IKWH HA3HUBAIOThH
6a3aIbHOKITITHHHOKO
KapIHHOMOIO, L0 YacTO
BHSBJIAETBCSA NIEPIaMyTPOBUM
BY3JIMKOM, X04a BiH MO>ke
npuiiMat i iHii gpopmu

CHMNTOMH HU3BKOTO PiBHS
JICUKOILIMTIB, TaKi SIK
JIMXOMaHKa, 611k y ropii a6o
BHMPa3KH Y POTi BHACITIZIOK
indexuii

Hevacri

CuMnToMH HEBMOHIT, Taki sk
JIMXOMaHKa, KalleJs,
YTPYAHEHE OUXaHHS

CuMNTOMHU MaKyJISpHOTO
HalOpsKy (Habpsk B ob6nacti
LUEHTPAJILHOrO 30py CiTKiBKH
Ha 3a/IHi} YaCTHHI OKa), Taki
K TiHi abo ciina miama B
LIEHTPi 30pY, MOMYTHIHHS
30py, npobsiemH i3 6aueHHIM
KOJIBOPiB 260 APiGHUX
Jetanei

Posnan nedinku (cumnromu
BKJIKOYAKOTh HYAOTY a60
OMIOBaHHS, BTpaTy afeTuTy,
HaOpsik Ta / a60 6ine y
JKMBOTI, BiTUyTTs BTOMHU,
CcBepODK, MOMKOBTIHHS IIKipH
Y4 OYeH, TeMHa ceva)
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Ker

Menanoma — Tun paky mkipwy,
AKMH, 3a3BUYall, pO3BHBAETHCS
3 He3BUYHOI poauMkH. Hopi
POIUMKH 260 pOAUMKH, AKi 3
4acoM MOXKYTh 3MIHIOBATHCS B
poamipax, popmi, BucOTI a6o
KOJIbOPi, TAKOXK MOXYTh GYTH
O3HaKaMM MEJIAHOMH.
Popumin MoxyTs cBep6iTy,
KPOBOTOYUTH 260
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YTBOPIOBATH BUPA3KH. | Wﬁ

Cynomu, npunanku v
Pinxi ‘
IncynpT (cumnromu v

BKJIFOYAKOTh C1abKicTh Ta /
abo BTpaTy Bi4yTTd KiHLIBOK
49U 00MMYYS, YCKIIaqHEHHS
MOBJIEHHS, He3rpabHicTh,
3HHXKEHHS 30pYy)

Posnamu nepudeprynmx v
aprepiii (cumnromu
BKJTFOYAIOTh XOJIOJ,
XBOPOOIUBICTE, 3MiHY
3abapBiIeHHs KiHLiBKH,
naabLiB pyk abo Hir)

Cunapom 3aH0i 060pOTHOT of
eHuedanonarii (PRES)
(cuMnTOMH MOXYTB
BKJIFOUATH PANTOBUM CHIIbHMIA
rOJIOBHHIA 6ink, HyHOTY 260
O/IOBaHHS, CIUTYTaHICTh
CBiZIOMOCTi, COHJIUBiCTb,
3MiHy 0cO6HCTOCTI, Mapaiy,
HEHOPMAJIbHY MOBY, CYOMH
Ta 3MiHH 30pY)

Pak nimparuunoi cucremu 3
(miMdpoma) (cumnromu
MOXKYTbhb BKJIIOYaTH
Oes3bomicHuit HaGpsKk
JimMpaTHYHOTO By3a,
HaOpsKIIi MUrJanuHy,
JINXOMAaHKYy, 03HO0, HiYHMit
MIT, BiIUyTTs BTOMH, CBEPOIXK,
HE3pO3yMiJly BTpary Bar,
BTpATy alleTUTY, MMOCTIHHMIA
Kaienb / yTpyAHeHHs
AMXaHHA a0 HEMOMUIMBICTD
AMXaTH, TOJIOBHUI Oiib)

Hy:xe pinki ]

[TyxnuHa, noB’s3aHa 3 v
3apKEHHAM BipyCOM repriecy
JIOJMHU 8, 110 HA3UBAETHCS
capkomoro Kanouri
(CMMIITOMH MOXYTB
BKJIIOYATH ITypITypOBi,
4epBOHi 260 KOPHUUHEB] & /ﬁ GAPMACARHC \
IWIAMH a0 MyXJIMHH, K . Ykpaiva ink» =
TNPaBUJIO, Ha IIKipi Hir a6o g :
00Ty Ys) AN

Oxkpemi Bunaaku e S

Tumuacose, ane cepitosne v
NOPYLIEHHS CepUEOHTTS

Kpuntokoxoi inekuii (Tumn o

rpubkoBoi iH(beK}(i'f)., MMDJFKTOP

BKJIIOYAIOYH MEHIHTIT 3 Miprfovencran "oanw

TaKMMH CUMIITOMaMH, K

roJIOBHMH GiNlb i3 purigHoIO e, AL

LIKEIO, YyTIHMBICTh 10 CBiTJa, /,/’ / 2
/

Hy/10Ta Ta / a0 CIulyTaHicTh




CBiZOMOCTI ] ol o
IIporpecyroua v
MyJIbTH(OKATbHA

neiixoennedanomnaris ([IMJI),
pinkicHa iHdekuia Mosky
(cuMnITOMHE MOXXYTB
BKJIFOYATH CJIaOKICTh OJHOT
TIOJIOBHHY BAILOr'o TiJa,
npo6ieMHU 3 MUCIIEHHIM a60
3MiHH 30pY)

IToBepHeHHs akTHBHOCTI o
3aXBOPIOBAHHSA ITiCIIA
NPUITMHEHHS JIIKyBaHHS
(moripmenHs cumnromie PC
TNIOPiBHSHO 3i CTAHOM 10 Ta
i1 4ac JTiKyBaHHs:)

Ile He noBruit nepenik noGiunmx edexris. IIpo Oymp-ski HecrioiBani edexTr mia yac npuHoMy mmc-
®IHI'OJIMO/I 3BepHiThes 10 Tikapst 260 dbapmaresra.

SIK 3BEPITATH JIIKAPCbKHU 3ACIB :

* He Buxopucrosyiite nmmc-OIHT'OJIIMO nicns 3axinuenss TEPMiHy IIPHAATHOCTI, 3a3HAYEHOTO Ha
YIaKOoBLIi.

® 30epirat npu Temnepatypi Bix 15 10 25 ° C i 3aXHIIATH BiJ BOJIOTH.

* 306epiratu B OpHriHAIBHIMH YNIaKOBLL, 3aXMINATH Bij BOIOTH.

* 3bepiraiiTe B HeAOCTYIHOMY TS AiTeil Micii.

IoBinomienns npo noGiyni edexTH

Bu MoxkeTe nosizomisata npo 6yms-ski Mix03pu Ha noGi4Hi edekTH, OB’ A3aHi i3 BKHBAHHAM MEeUYHHX
npemnapari, 40 CyBOpo-peryistopHoro oprany Health Canada:
* Binsinaiite BeG-cTopinky s hopmyBanss 3BiTy Npo NoGiuHi peakuii
( httns://www.canada.ca/en/health-canada/services/dru,qs-health-products/medeffect-canada/adverse—
reaction-reporting.html) anst orpumanus iHdopmaii mpo Te, sk Bim3BiTYBaTH OHJIaHH, momTo abo
dakcom; ab6o
® 3arenedoHnyiite 3a 6e3KOMITOBHAM HoMepoM 1-866-234-2345,

IIPUMITKA. 3sepnimsca 0o Bawozo NiKaps, AKWO eam nompibna inghopmayis npo me, sk ynpagnsmu
ceoimu nobivnumu epexmamu. Kanaocora npozpama Haz2nady He HA0ae MeOUYHoi KOHCYIomayii,

BLIBLIE IHOOPMAIIIT
3
P (,-é,/ ‘/// Ne2 \\\::‘

JIKIIO BH XOUETE OTPUMATH HOAATKOBY indopmairo npo mMc-OIHIOJIIMO[T : 7 X

* IlpokoHcynbTyiiTecs 3i cBOIM MenMUHIM MpaLiBHUKOM .2 «BAPMACATHC \ -
. . . 2 S ST
*  3HaiiliTe NOBHY MOHOTrpadiio MpoayKTy, MATOTOBIIEHY /U1 MEAWYHUX MpaliBHURIB, {BRsiiodatody |
\ /.

IO iH(OPMALIO OO CIIOXKKMBAYIB, BiNBiAaBIH Beb-caiit Health Canada S\ Jaerndikauingd xop /
7 BN, 32900900

(https://www.canada.ca/en/health-canada.html); Be6-caiir BupoGHuKa (Www.pharmasoience.com)

a6o satenedonysasmu cnoncopy Papmacaiinc Iuk. 3a HoMepoM 1-888-550-6060. ~—

Akwo namienTka 3aBariTHiTa T yac npuiiomy nMc-OIHT'OJIIMO/, JiKapsM Ta mamieHTam
PEKOMEH/YETBCA OBIHOMIIATH PO Gyab-siki pe3yJIbTaTH BATITHOCTI 32 TenepoHom 1-888-550-6060.

Iro MUCTiBKY-BKJIaAMII M ATOTYBAIH:
®apmacaiinc [Hk. -~
Monpeans, Kanana

H4P 2T4 [MpexTap
www.pharmascience.com Mignpuencr:
OcTtaHHE OHOBNIEHHS:




MOHOI'PA®IS ITIPOAYKTY

omc-@IHI'OJIIMO/T
®dinroniMox kancynu

0,5 mr ¢inronimony (y Burasai inronimMony rizpoxmopumy)
Mognyasrop cdinrozun-1-pocharnux peuentopis

@apmacaiiuc Igk.

6111 PosnmaynT ABento, 100,
Monpeans, KseGex H4P 2T4, Kanana
www.pharmascience.com
Konrponsuuii Ne monauus: 235782
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3MmicT

YACTHHA I: THOOPMAIISI IJISI MEJJUYHUAX CIIEOIAJIICTIB
PE3IOME IH®OPMALIII ITPO TTPOIYKIIIO
ITOKA3AHHS TA KJIIHIYHE BUKOPUCTAHHS
ITPOTHUITOKA3AHHA

3ACTEPEXEHHSA TA 3AITOBDKHI 3AX0Ou
ITOBIYHI PEAKIIIT

JIKAPCBKA B3AEMO/IIS

HAO3YBAHHS TA CIIOCIB 3ACTOCYBAHHS
IMTEPEJO3YBAHHSI

BIUIUB TA KJIIHIYHA ®APMAKOJIOT' LS
3BEPI'AHHS TA CTABIIBHICTD

CIIELIAJIBHI IHCTPYKIIIT 3 BUKOPUCTAHHS
©®OPMU JIO3YBAHHS, CKJIAJI TA YIIAKOBKA

YACTHHA II: HAYKOBA IHO®OPMAIIA
®APMALEBTHYHA IHOOPMAILIS
KJIIHIYHI BUITPOBYBAHHS

HETAJIBHA ®APMAKOJIOI'IS
TOKCHKOJIOI'IA

JITEPATYPA

YACTHHA III: IHOOPMAIIS JIUISI CTIOKHUBAYA
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nmc-OIHTI'OJIIMO T
®@inronimon (y BUragzmi irronimMmony rizpoxmopuay)

YACTHUHA I: IHOOPMAIIIS JJIST MEJAYHUX CIEIIAJICTIB

PE3IOME [HOOPMALUII ITPO ITPOIYKT

lnsx BBesienns | Popma BUIycKy Ta 1034 | Bei HEMEAMKaMEHTO3Hi iHrpeicHTH
Ilepopansumii Kancynu 0,5 mr Tigpoxcun amoniro, 3amiza OKCHJ| YOPHHM, KaJIbLiIO
dinroniMony (y Burnsazi dochar  mBoocHOBHMI  GesBomHuil, XKeIaThH,
dinronimomy MAarHil0 CcTeapar, MpPOMiNeHIIiKONb, IIeNaKoBa
rizpoxnopuzuy) Tasyp, TUTaHy JIOKCH Ta 3ali3a OKCHU[ OBTHil

ITIOKA3AHHSI TA KJIHIYHE 3ACTOCYBAHHS

Hopocai

nMc-@IHI'OJIIMOJT (dinromimony TiPOXJIOPH/I) MOKa3aHUM B SKOCTI MOHOTepanis JUis JiKyBaHHA
MALEHTIB i3 PEeLHMBYFOY0-PEMITYIOHOI0 dopmoro poscistHoro ckneposdy (PC) 3 meroro 3meHmenHs
YaCTOTH KIiHIYHMX 3aroCTpeHb Ta TMONEPE/PKEHHS MpOrpecyBanHs (isuunoi iHBamimHOCTL. mMMC-
OIHI'OJIMOJ , sk mpaBuIo, PCKOMEHAYETEEA XxBOopuM Ha PC, ki manum HEaJIeKBaTHy peakilio Ha
oJnH abo Ginblue npenaparis, MPUHAYEHHX JIA JiKYBaHHS PO3CisSTHOrO CKJIepo3y abo Oyiu He B 3MO3i
NEPEHOCUTH iX.

nmc-OITHI'OJIIMO/I noBuHen NPU3HAYATHCS TIILKH HEBPOJIOTAMH, SIKi MAIOTh JIOCBIJ JTIKYBaHHS
PO3CIsHOTO CKIIEPO3Y,  TAKOXK 3HAIOTH PO eeKTHBHICTS Ta npo¢ins Gesnexu mve-OIHTOJIIMO]T y i
MOJXyTh 0OrOBOPIOBATH HOTO NIepeBary/pU3HKY 3 MAL[iEHTAMIL.

I'epiaTpuuni nauienTu (> 65 poxin)

Kniniyni pocnimxenns dinronimony TiAPOXJIOPUIY HE BKIIOYANM HOCTATHIO KLIBKICTE NaLi€eHTiB
BIKOM Bin 65 pokis i crTapme, mo6 BU3HAYWTH, Y4 BiApi3HseThcs Oesmnexka Ta edexTuBHiCTL
hiHromiMony rigpoxopumy cepen NauieHTIB JITHHOO BiKy MOPIBHSHO 3 MONOAIINMH MAIli€HTAMH.
Jlikapi, axi Bupimmmu nikysaru repiaTpUYHUX MNALi€HTIB, MOBMHHI BpaxXxoBYBaTH, IO JiKyBaHHA
nipenapartoM nMc-OIHI'OJIIMOJT B ymoBax | GimbIuoi YacTOTH BHHMKHEHHS BHMKEHMX (yHKLH
NeYiHKH, HUPOK, IMyHiTeTy, JereHeBoi Ta CePLEBO-CYAMHHOI CHCTEMH, {HIIMX CymyTHIiX 3aXBOPIOBaHbL
Ta CyNyTHbOI MEMKaMEHTO3HOT Tepartii, BUMarae obepeskHoCTi i MOXKe moTpeGyBaTi 0AATKOBOrO 260
6LIBII 4aCTOrO MOHITOPHUHTY (IKB. «[TPOTUITIOKA3AHHS»; «3ACTEPEXEHHS TA SAITIOBIXKHI
3AXOIN»). R —
Ieniarpuuni nanienTn (<18 pokis) ':‘.5'?} o Ns%\\m\@

. . 7 /
mve-@IHI'OJIIMO/T He nokasanmii maniesTam Bikom 10 18 poxis. af e APMAC 451
i 1 oM 110 18 po 12 «DAPMACAHNC \ =
> Ybpalua luk» &
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INPOTUIIOKA3AHHSA
o INauienTty 3 rinepuyTnuBicTIO 10 dinronimony rigpoxnopusy a6o 1o Oynb-sKOro iHrpesieHTa,

IO NPUCYTHiH B ckmazi mvue-OIHIOJIIMO/] y ab0 110 KOMIIOHEHTIB Karcymy (IOBHHIx TIepeliK TUB. B
poszini «®OPMH JIO3YBAHHS, CKJIAJT TA YIIAKOBKA» MoHOrpadii npoaykry).

o IlauienTd 3 NiABUINEHHM pH3HKOM ONOPTYHICTMYHMX IH(EKNiH, BKIFOYAOUM MalieHTiB 3
0CNabJIeHUM iMYHITETOM B pe3yssTaTi JiKyBaHHsS (Hanpuknan, npoTHNYXIHMHHOL, iMyHOCYTIpecuBHOT
abo iMyHOMOIyMIOKOYOT Teparii, TOTAIBHOTO TMMAOITHOTO OHpOMiHEHHs 460 TpaHCIUTaHTALi]
KICTKOBOTO MO3KY) YM 3aXBOPIOBAHHS (HampuKiIaz, CHHAPOM iMmyHonediuury).

o [TauieHTH 3 TOKKMMM AKTUBHUMM inexuiamMu, BKMOYAOUM aKTHBHI XpOHiuHi GaKTepianpHi,
rpubKoBi a6o BipycHi iHdexuii (Hanpukiaz, renaTuT, TyOepKynb03).

. ITatienTn 3 BiTOMUME aKTHBHHMH 3710SKiCHUMY HOBOYTBOPEHHSIMH, 32 BUHATKOM TNALEHTIB 3
0a3aIEHOKTITHHHOI KapLITHOMOIO.

° ITamieHTH 3 TAKKOI MEYiHKOBOIO HepmocratHicTIO (knac C 3a IIKanoro Yaiinn-IT0) (qus.
«3ACTEPEXXEHHS TA 3AITOBDXHI 3AXO/IN», «BIUIUB TA KJIIHIYHA ®APMAKOJIOT L51»).
o [lanienTn, y AKMX OPOTAroM OCTaHHIX 6 MicALiB BifOyBCs iH(apKT Miokapaa, BCTAHOBJIEHO

HECTabibHy —CTeHOKapzio, iHCYNIBT/TpaH3uTOpHY imemiuyHy araky, ACKOMIICHCOBaHy ~CeplieBa
HEJ0CTaTHICT (sKa MoTpeGye CTaliOHAPHOro NiKyBaHHA) a6o cepuesa Hexocrarhicts 111 / IV kiacis
Heto-Hopkeskoi KapioNoriyHoi acorjanii,

o Ilauientn 3 TsDKKOIO  cepLEBOrO apuTMiero, fki mOTpe6yoTH AHTUAPUTMIYHOT Tepamii
aHTHApUTMIYHUMM npenapatamu la aGo III knacy (mmB. «3ACTEPEXEHHS TA 3AIIOBDKHI
SAXOIN»).

e ITauienTy 3 aTpioBeHTPUKYIAPHOIO (AB) 6noxanoro Mo6ina II THITy, AB-6110Ka1010 TpeThoro
CTyneHs abo 3 CHHAPOMOM CIabKOCTi CHHYCOBOTO By3J1a, SIKIO y HUX HEMA€ KapioCTUMyNSTOpa (JHB.
«3ACTEPEXEHHSI TA 3AITOBIKHI 3AXOIN»).

[lauienTy 3 BuxigHum inTepBanom QTc > 500 Mcek (muB. «(3ACTEPEXEHHS TA 3AIIOBIKHI
3AXO/I»).

. BariTHi sxinku a60 xiHKu penpoayKTuBHOTo BiKY, 5IKi He BUKOPHCTOBYIOTH edexTuBHi 3aco6u
koHTpauenuii (quB. «3ACTEPEXEHHS TA 3ATIOBIKHI 3AXO[IN»). ITepex nodaTkoM JiKyBaHHS
HEOOXiHO BUKIIIOUMTH BariTHICTE, TaK AK BiHrOMIMO MO3Ke 3aBJaTH IIKOIH ILIOLy.

il femapmar
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3ACTEPEXXEHHSI TA 3AIIOBIKHI 3AX0In

Bakuubanisi nporu BiTpsinoi Bicnu

Cepen nauienTis, axi npuiiManu ginronaiMonry rizgpoxnopua (B pexomeHa0oBaHiii 03i a60 Ginbm
BHCOKHX [103aX, II0 BHKOPHCTOBYIOTHLCH B KJIIHIYHHX BUNPOOyBanusx), Gyau Ayxe pixkicui
BUIIAAKH JI€TAALHOTO HACHIAKY Bix Bipycy BiTpsinoi Bicmu (varicella zoster virus (VZV)). ITi
NANIEHTH OTPUMYBAJIM TPHBALY CYNyTHIO Tepamilo KOpTHKOCTepoinamu (Giibie 5 AHIB) A5t
JIKYBaHHA PpeUHAUBIB po3cistHOro ckaeposy. Ilepex JaikyBamHam nmce-OIHT OJIIMO Tom
nanieHTH noBuHHI GyTH nepemipeni ma ix imyHiTer mo BiTpsiHoi Bicnm. IManienTam, y sikux B
aHAMHe3i HeMa€ MiATBEPIKEeHOoT MeqUYHIM NpaniBHMKOM BiTpPsHOT Bicnu aGo AOKyMeHTAUii mpo
MOBHMH Kypc BaKUMHANI] BAKUMHOI INpoOTH BITPSIHOI BicnH, pexomengyeThes HpoiTH
TeCTYBAHHSI HAa AHTHTIIA A0 Bipycy BiTpsiHoi Bicnu (varicella zoster virus (VZV)) nepen
noyaTkoM  Tepamii  nvme-®IHTOJIMO{om. Ilepen  mouarkom JiIKyBaHHAl  mIMc-
®IHI'OJIIMO/Iom pexomenayeTses NpOATH MOBHMII Kype BaKuuHALIT OpOTH BiTpsiHOT Bicmu
AJISl DAUIEHTIB 3 HEraTHBHUMM AHTMTLIAME (axmo Bin He nporunokasanuii). Jikysanua nmc-
@®IHI'OJIIMO/IoM cJlix MOYHHATH TiALKH depez 1 micaur micns Bakummanii naugienra, mo6
3a0e3neyuTM NOBHMIL eexT BakumHauii (gue. «3ACTEPEXEHHSI TA 3AIOBIKHI
3AXO0IN»).

PE3YOME BAXJIMBUX 3AXOJIIB, SIKI CJIA OPUVHATH HEPET MTOYATKOM I I
HAC JIKYBAHHS MIMC-®IHTOJIIMOJT

Hus. posoinu «34CTEPEJKEHHS TA 3AIIOBLKHI 3AXO[Hy, «JIIKAPCKbKA B34 EMOIIAy,
«TOKCHKOJIOI'IA» ona OMPUMAHHSA Oilbul NOSHOT inghopmayii.

mve-PIHT'OJIIMO/T ciiifi BUKOPHCTOBYBATH IiJl_HarJs0M HEBpOJIOra, SKuii Mae€ JOCBiJ JiKyBaHHS
pO3CiSHOro cKkiepo3y i o3HafioMieHuH 3 Oe3nexoro Ta edekTuBHicTIO mMc-OIHT OJIMOJT . Bcim
HalieHTaM MOBUHHA 6VTH 3po6ieHa enexrpokapniorpama (EKT) no 3acTocypanus IIepLIOT 1034 i uepes
6 _rONMH mic/is BUKOPHCTAHHS Tepmioi NO3W. ITanienTiB clix peTesbHO KOHTPOIIOBATH Ha NpeaMeT
O3HAK i CHMNTOMiB GpafUapUTMii 3 IMOTOIHHHNM BHMMipOM IYJIECY Ta apTepialbHOrO THCKY IPOTATOM
AK MiHIMyM 6 COAMH Mic/s npuifoMy mepuroi JO3H.

Edexru 3 Goxy imynnoi cucremu
®@inromimMox rizpoxnopuz 3HUIKYE KiNIbKiCTh IUPKYIFOIOUHX nimMdonuTis 10 20-30% Bin BuximHOrO
piBHA 32 paxyHOK 060pOTHOT 3aTPUMKH B TIM(OTTHUX OpraHax i MOKe MiBHIHTH pu3MK iHpexwiii.
e Cuiz BigxmacT# noyaTox npuiiomy nme-OIHI'OJIIMO oM nauieHTam 3 TsHKKoro aKTHUBHOIO
iH(ekuiero 1o 1 3HUKHEeHHS.
* Tlepex nouarxom Tepanii nepesipre nosuii 3aransmuii aHaJli3 KpoBi, AKINO HeMae HeaBHiX
Pe3yIbTatiB (HAaNpUKIAL, 32 ocTauHi 6 Micsmie a6o micys NP AIIUHEHHS [IONEPeIHBOI Tepartil).
* TlonpociTs mauientis Heraitto moBi oM TH PO CUMNTOMH iHGEKNIT i uac JIiK}’B%I;gHg@;if‘ﬁ ;
NPOTArOM ABOX MICSALiB MTiC/A NPUNHHEHHS NiKyBaHHS. i ;i e
e Ilepesipre craryc antutin no Bipycy BiTpsHOT Bictu (varicella-zoster virus (VZV))fiepen =~ N\
II04YATKOM JIIKYBAaHHS, IKIIO B aHAMHE31 HeMae NiATBEPKEHHUX MEIMYHUMU nparfi BN
BUNIAZIKIB BITPAHOT BicIy a60 BaKuHMHAL{T BAKIHHOKO NPOTH BIiTPSAHOI Bicmy; B pa@iﬂéfﬂ&@ﬁw#ff ¥ E
PE3YIbTaTy pEKOMEHAYEThCA BaKUMHALLA 3 BiAK/IaAeHHIM NOYaTKY JIiKyBaHHS Ha b micgigm . oo /
nicJis BakumHanii, mo6 3a6e3neunty NPOSB IIOBHOTO e(heKTy BaKLHHALI], N ‘
¢ CrinkHe 3acTocyBaHHS NPOTUNYXIMHHUX, IMYHOCYTIPECUBHUX 260 iMyHOMOAymIOROUMX

NPenapaTiB He PEKOMEH/Y€EThCA YEpes PUIHK JOJATKOBHX e(exTiB moxo iMyHHOT crcTeMm.
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Cepuepo-cyanHHi edexTn

IouaTok sikyBanHs diHromiMomom npusBoLUTE 10 000pPOTHOTO 3HMKEHHS YACTOTH CEpLEBUX
CKOpOYEHE, & TAKOJK IOB'A3aHE 3 3aTPUMKOIO ATPiOBEHTPHKYIAPHOT (AB) nposiaHocri, BKIIOYar0un
OKpeMi BUNaJKH CIIOHTAHHOTO YCYHEeHHS MTOBHOT AB-6noxamu (mus. «3ACTEPEXEHHS TA
3ATIOBIXKHI 3AXOJIW», «ITOBIYHI PEAKILIII»).

YMOBH, NpH AKMX He MOXKHA BHKOpHCTOBYBaTH nMc-OIHI'OJIIMOT

nMc-®IHI'OJIIMOJT, He crnin BUKOPHUCTOBYBAaTH CepeJ| MALi€HTIB 3 MEPENCepIHOI0 GII0KAT0I0
cepus B aHaMHe3i abo HafBHOK B NaHMI vac, NPUCYTHIMU B aHAMHE3i MORTOPIOBAHMMH
HETIPUTOMHICTIO, CHMITOMATHYHOIO GpaauKapi€ro, 3i 3HAYHUM NONOBXEHHAM iHTepBany QT
(QTc> 470 wmcex -—ams xiHOK a6o > 450 mcex — AJSL  YONOBiKiB)  (IMB.
«I[IPOTUIIOKA3AHHSI») a6o cepes mnauientis 3 BIANOBiAHUMY  (haKTOpamu PU3HKY
NoJOBXKeHHs inTepBany QT (mampuknap, rinoxamiemis, rimomarmiemis a6o BPODKEHE
NOAOBXKEHHs iHTepBany QT) uepes pu3MK cepio3HuX TIOPYIIEHB CEPLIEBOTO PUTMY.
nMc-OIHI'OJIIMOJT  me  cnix 3aCTOCOBYBAaTM  MAUi€HTaM i3  3YNHUHKOIO cepus,
HCKOHTPOJIOBAHOI TiNepTeHsicio a60 3 BAXKHM HENIKOBAHHMM amHOS yBi CHi B aHamHes3i,
OCKUIBKM y UMX TMAalieHTiB MOYXe TOraHo IEPCHOCUTHCA BHpaXeHa Opanukapmis (IuB.
«I[IPOTUIIOKA3AHH ).

nMc-OIHI'OJIIMO/T we crin nmpusHayaru Mali€HTaM, sIKi OTPUMYIOTH napayeibHy Tepariiro
beta-6mokaTopamu, GIOKATOpAMH KambIiEBHX KaHaJliB, W10 3HIKYIOTH YacTOTy CepLEeBUX
CKOpO4€Hb, 400 iHUIMMMU PEYOBHHAMH, AKi MOXKYTH SHI)KYBAaTH 4aCTOTY CEPLIEBUX CKOPOYEHB,
OCKiJIbKM € OOMesxenuit TocBig momo CHTyalill OJTHOYACHOTO 3aCTOCYBAHHS, TOMY L€ MOXKE
OyTH MOB'SI3aHO 3 BUHMKHEHHAM THKKOT Opanukapnii i Gnokanu cepus. Skmo JiKyBaHHS IMC-
@IHI'OJIIMOJIoM BBaXkaeThCs HEOOXifHUM, clig 3BEPHYTUCA 10 KapAioyora 3a Mopanoro
HIOA0 NEPEXONY HA Mpenapat, SKi He 3HMKYIOTh YacTOTy CepLeBHX CKOpO4YEHb, ab0 s
BiJIIIOBiAHOTO MOHITOPHHTY (Hanpukmaz, NPUHANMHI, HIYHOro CIIOCTEPEXKEHHA) ITix yYac
TIOYaTKy JiKyBaHHS, AKILO TaKe IEPEBSACHHS HE MOYKE OyTu peanizoBaHo.

MowniTopunr nepumoi xo3u ¢inrorimony

Jns Beix nauienTiB notpi6uo 3poburu EKT Ta BUMIPATH apTepianbHUil THCK 0 BUKOPHCTAaHHS
MC/IMKAMEHTY H Yepe3 6 rOAUH TiC/Is 3aCTOCYBAHHS NEpIIOT 103H.
IoTpiGHo croctepiratu 3a BcimMa mamienTamu Ha NMPeaMET O3HaK | CUMNTOMIB Gpaauaputmii 3
LIOrOIMHHUM BHMIPOM IIyJbCY Ta apTepianbHOro TUCKY NPOTArOM AKX MiHIMYM 6 TOAMH MicJis
NepIIOi JO3M.
Ipu nossi cummnromis 6Gpamuapurmii a6o AB-610Kkamm motpi6Ho posmouaru BiANOBiHE
JiKyBaHHS 3 Ge3repepBHUM MOHITOPMHIOM (HampHKIIaz, Gesnepepsra EKT) 10 3HMKHeHHS
CUMIITOMIB Y
Ao nauienty notpi6Ho hapmakonoriume BTPYYaHHs MPOTATOM nepiqgfy
NepIIoi 103H, CIIil BCTAHOBUTH Ge3nepepBHuil HiuHuii MOHITOPHHT (HanpyKnaf, 6e3nepppp it
moHitopuur EKT) B Memmuniii ycraropi i nosroputn crparerito MOHITOPHAFY TEPHOT ‘Hosu
=

. o . . i N T
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Taxox norpiGen posmmpenmuii MOHITODHHT, I0NOKH He Gye NPUAHATO pileHHs ..

AIKIIO 9aCTOTA CEPUEBMX CKOPOYEHB YEPe3 6 FOAUH MiC/Is BBeAEHHs 1031 <45 yaapis 'ié;”xgnmﬁy
ab0 € HAWHWKYNM 3HAYECHHAM I1iC/15 BBEICHHS J03H,
abo

axumo EKT yepe3 6 roaun mics Nepuioi 1031 MoKa3ye MOBTOpHE BUHUKHEHHAAB-610Kka 11

APYIroro CTyNEeHs Y OiJIbI BUCOKOI0O CTyHeHs.
lwpexTop
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Axmo EKT" yepes 6 romus micis 3acTocyBaHus TnepIol 103U BUsiBNEHO intepran QTc > 500 MCEK,
MALi€HTH NOBUHHI Nepe6yBaTH 111 HATIAIOM IIPOTATOM HOU].

OQiHroniMoa MOXXe MPHUBECTH [0 MiABMIICHHS apTepiajlbHOrO THCKY. PerymspHo BUMIpIOiiTe
apTepianbHUI TUCK Y BCiX MalienTis.

Od¢ranbmosnoriuni epexrn
mMc-PIHI'OJIIMO/T Moxke BUKIMKATH HaOPSIK JKOBTOT ILISIMY 3 CHMIITOMAaMH 260 63 HIX.

¢ OdransMosnoriuna oliHKa MOBUHHA TPOBOAKUTHCA Yepes 3-4 micari micas moyatky JiKyBaHHs
BCIM TalieHTam i B Gyzp-skuii yac y Oynp-sKoro marujeHra, mo CKapKUTLCS Ha HOpPYLISHHS
30py.

o [lauienTu 3 uykposum niaGetom a6o YBEITOM B aHaMHe3i CXWJIBHI 0 HiABHIIEHOTO PH3HKY
HabpsKy XKOBTOI NJSIMH i MOBUHHI TNpoiiTi OQTanbMOJIOridHEe 06CTEKEHHS TIIEpE]] MOYaTKOM
Tepanii nmc-PIHIOJIIMO]Tom, a Takosxk PETYIAPHO MPOXOAUTH O(TATBEMOJOIYHI OIS M i
yac JikyBanHs nMc-OIHTOJIIMO [lom.

IledinkoBi epexTn
mMce-@IHT'OJIIMO T Moske 36inbIIyBaTH neyidkosi TpaHCaMiHa3u.
® BusnauTe piBHI TpaHcamiHasu Ta 6inipy6iny 10 mouaTky miKYBaHHS, SKINO Hemae HEJaBHIX
pe3ynbTaTiB(HanpuKIai, NpoOTATOM OCTaHHIX 6 MicsiuiB), KOXKHi 3 Micali mporsrom HepuIoro
POKy JIiKyBaHHS i MepioAWYHO mic/s HBOro TPH BiJICYTHOCTI CUMITOMIB 260 KONH CUMIITOMH
BKa3yIOThk HA PO3BUTOK YINKOKEHHS TEYiHKH.

BarirnicTs
e nmc-OIHI'OJIIMOJT npoTunokasaHuit BariTHEM KiHkaM a6o JKIHKaM PeNpOAYKTHBHOTO BiKY,
SIKi HE BUKOPUCTOBYIOTh e(heKTHBHI 3ac06U KOHTpaLeIii.
* OKiHKM penpoJyKTUBHOTO BiKy IOBHHHI OyTu noindopmoBai mpo cepitosnuit PHU3KK JJIS IOy
1 moxo HeoOXinHOCTI edexTrBHOT KOHTpaLeNuii 10 MOYaTKy JiKyBaHHS, mig uac Teparii i
NpOTAroM 2 MiCAUiB Mic/s JTiKyBaHHS MTiKapChKUM 3ac060M mve-DIHT OJIIMO/[] .

CepueBo-cyaunni edexrn

ITouaTox mikyBamHs GQiHroniMox moB'M3aHO 31 3HKKEHHSM 4acTOTH CEepLEBUX CKOPOUEHbD,
MONOBXKEHHAM iHTepBany PR i sarpumkoro AV-npoBinHocTi, mo Bumarae CIIOCTEPEXKEHHS 3a
MAli€HTaMH IIPOTArOM He MEHIe 6 MOAMH mics OTpUMaHHs nepwol 1o3u mmc-OIHI'OJIIMO/ y (aus.
«3ACTEPEXXEHHSA TA 3AITOBDKHI 3AXOINy). @inrosimMon Takox ACOLIOETRCS 3 MOJOBKEHHAM
inrepBany QTc (quB. «3ACTEPEXEHHS TA 3ATIOBDKHI 3AXO11).

Bpagnapurmis .,;5": yay
SHMWKEHHA YACTOTH CEPLEBUX CKOPOUEHE s A/ 6 Gk
[oyatox JnikyBaHHs QidroniMomom NPU3BOJUTE 10 OOOPOTHOrO 3HMIKEHHS “‘J‘g'é‘ ‘ﬁﬁ'wr”égépuieB 5§
ckopoueHk. Ilicist 3acTocyBamms mepmoi 703d 0,5 Mr 3HEKEHHS YaCTOTH cepueinx %%g}j%ifé“ﬁfi e”
MaxKCUMaNbHUM TIPOTATOM 6 romuu micis mpuitomy. YactoTa cepresnx CKOpUEHE O G HEBG
TOBEPTAETLCA N0 BUXIJAHOTO DIiBHS NPOTATOM NpPHUGIM3HO OJIHOrO Micsud Iif H%C'~Q§RQHiHHO‘FO
nikysanus (quB. «BITJIUB TA KJIIHIYHA ®APMAKOJIOL [1»). UCC nmxue 40 ynapis B XBUJIMHY
cnocrepiranacs pinko (aus. «[TOBIYHI PEAKIII»). Cepen nauienris, sixi nepeHecu 6paaukapauio B
KIiHIYHUX BUNPOGYBAHHAX KOHTpPOJIEOBAHOTO PO3CISIHOTO CKIEPO3y, Lei cTaH, sK NPaBHUIIO, IPOTiKaB
0e3cUMNITOMHO, alle y JeAKHX MAaIicHTIB (0,5%, sixi otpumysanu 0,5 mr inronimMony rizpoxmopuny i
0,2% mnauienris, sixi oTpumyBanu I1anedo) CrocTepiraucs CUMNITOMM Bij| JIErkoro JI0 TIOMIpHOTO,

BKJIOYAKOYM TiMOTEH3il0, 3amamMopoyeHHs, BTOMY, CepUEeOMTTA, 3aiMlIKy, apuTMii0. i/a60 6LIL uu
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AMCKOMGOPT y TpYAsX, sKi 3HHKIH IPOTATOM nepmux 24 romuH JdikysamHs (muB. «[IOBIYHI
PEAKIII», «JIIKAPCbKA B3AEMO/IIA», «BIUIUB TA KJIIHIYHA ®APMAKOJIOT I51»)

YMmoBH, npu AIKHX He MOKHA 3acTocoByBaTn nmc-®IHI'OJIIMO

Kniniyni BUNpoGyBaHHs 3a yyacTio namieHTiB 3 PO3CIsIHUM CKJIEpO30M BHKIIOYANA MAI€HTIB 3
JACKINbKOMa CEpLEBO-CYAMHHAMY 3aXBOPIOBAHHAME i / aGo dakropamu pusuky. Uepes obmexeHicTs
JIOCBily y NaiieHTiRB i3 CEPLEBO-CYIMHHAMH 3aXBOPIOBAHHAMY i / aGo dakTopamu DHY3HKY, a TAKOXK 3-
3a Biflomux edekTiB (inronimony TiIPOXJIOPHA MOXeE BIUIMBATH Ha 4aCTOTY CEpUEBUX CKOPOYEHbD i
CepueBy MpoBiAHicTh, ToMy mvc-OIHI'OJIIMO/T ue crin 3aCTOCOBYBATH Y MALI€HTIB 3 HACTYMHUMHU
CTaHaMM:

e nmc-OIHT'OJIIMOJT He ciin 3actocoByBarH Y TNaui€HTiB 3 CHHO-TIEPEACEPIHOI0 GIOKAION0
cepus B anamHesi aG0 3 HASBHICTIO CHHO-TIEpeCepHOT Gnokany, y pasi mpucyrHocTi B
aHaMHe3i IMOBTOPIOBAHMX BHIAJIKIB HENPUTOMHOCTI ab0 CHMITOMATUYHOI Opagukapnii um
3HAYHOro mnojoBxeHHs inrepBany QT (QTc> 470 mcex — y XiHOK abo > 450 mcex — y
4OJIOBIKiB) (IMB. «I[IPOTUITOKA3AHHS»), y nauienTis 3 BiNOBiAHUMH (haKTOpamMu PHU3HKY
NOOBXeHHs  inTeppany QT (manpukiaz, rinokaniemis, rinmomarsiemis a6o BPOIXKEHE
noloBxeHHs intepBany QT) uepes puzuk CEpHO3HUX MOPYWIEHb CEPLEBOTO pPUTMY. Y
nmauiedtis, sxum nmc-OIHIOJIIMOII we NPOTUIOKA3aHM) Ta NPUHHATO DillleHHS IO
NIPOBEACHHA JIIKyBaHHS, TaKi Mali€HTH MOBUHHI OyTn ob6cTesxxeni kapionorom mo HIOYaTKy
JMKyBaHHA OIS OLUHKH NPUIATHOCTI Ta BM3HAYSHHS HANGLILII BiJOBiZHOT  cTpaTerii
MOHITOPHHTY, IO MOBMHHO BiA0YBATHCA Ha hoHi ciocTepeseHHs 32 XBOPHM NPOTATOM HOYi.

e nmc-®IHI'OJIIMO/I 1e citix 3acTocoByBaTH nanienTam i3 3YIHUHKOIO ceplis,
HEKOHTPOJILOBAHOIO apTepianbHO MiepTeH3ielo a60 BaKKUM HeJIIKyBaHUM aIHoe YBi CHi B
aHaMHe3l, TaK SK y LHX MalieHTiB MOXKe MOraHo NEpEHOCHTUCS BUpaxkeHa GpaauKapis (Ius.
«I[TPOTHUITOKA3AHHS»). V nanjenrip, sxum nvc-®IHT OJIIMO/I He npoTunoKasaHuii,
AKIIO MPUAHSTO PilIEHHS PO NPOBeNeHHS JKYBaHHS, TAKWX TAL{€HTIB CJIif 00CTeXUTH, 106
OLiHUTH NPUJATHICTb i BUSHAYUTH HAMGLILI MiAXOSIY CTpaTerito CIIOCTEPEXEHHS, 1[0
TMOBMHHO Bif0OyBatncs Ha GoHi criocTeperxenHs 3a XBOPHUM NPOTATOM HOY.

* @inromimMon TriIpOXJOpUI He BUBYABCS Cepell Mal[ieHTIB 3 apuTMi€r, sKi noTpedyrOTh
JIKyBaHHSI aHTHAPUTMi4HUMH npenapatamu la knacy (Hanpuknan, XiHigun, Ausonipamin) aGo
III xnacy (mampuknan, amiomapos, coTazon). AHTHApPUTMiYHi mpemaparu Ia i 11 Kinacy Oynu
noB'A3aHi 3 Bumagkamu torsades de pointes y nauienris 3 Opanukapniero  (nus.
«[TPOTUITOKA3AHHS»).

* € oOmexeHud JOCBiI 3acTocyBaHHs dinronimMozy rimpoxmopuny Cepes MauieHTiB, sKi
OJIHOYAaCHO OTPUMYIOTH GeTa-GlokaTopw, 6JI0KaTOpU KaNbI{ieBUX KaHamiBs, Mo SHMXYIOTh
HacTOTy CepLEBUX CKOPOUCHD (HAaNpPUKIak, Bepanamin aGo AunTiazem), a6o iHW peyoBuHH, AK
MOXYTb 3HHXKYBaTM YacTOTY CEpLUEBHX CKOpPOYEHE (Hanpuknaz, nnrgmj{ﬁﬁ;ﬁiﬂﬁiﬁiiTopH
XomiHecTepasu aGo minokapmin). OCKiTBKM MOYATOK JiKyBaHHS (bwiﬁf()}fiﬁbm.lw fEalgom
TOB'I3aHMH 3 OpajguKapaiero (IMB. «3HIKEHHS YacTOTH CEpLEBUX cxgj)'ugﬂea %), OAHOUACHE
BXKMBAHHS LIMX PEYOBUH I1ifl 4aC NOYATKY NpHUiioMy nMc-(DIHI“OHIMOII_’I\;[ ﬁg? / “df%f"ir@a}io

3 BaXKOX Opamukapmiero i 610kanor cepust. Yepez noTeHuiitumii ax THBHIY 6 KT Ha

GV a0

HacToTy CepueBuX cKopoyeHb, nMc-OIHI'OJIIMOJI He cnin npH3HaYaty * TaieHTAM, 1K
ONHOYAaCHO OTPUMYIOTh Li PEYOBHHH. SIKIO JiKyBaHHS mmc-OIHI'OJIIMO]]_BBaxaeTscs
HEOOXiIHUM, CITiX 3BEpHYTHCA 10 KapJioJora 3a ropajo oI NepeXo/ly Ha MpenapaTw, sKi
HC SHIKYIOTb 4aCTOTY CEPLEBHMX CKOPOYEHb, 60 IS BiANOBIAHOrO MOHITOPHHTY (HanpuKIaz,
NpUHAWMHI, NPOTArOM HiYHOrO MOHITOPUHIY) MiJ yac moyarky JNKYBaHHA, SIKLIO YacTOTY
CCPLIEBUX CKOPOYEHB 3HMXKYIOTH TpenapaTy Ta iX He MOXKHa ckacysatu (nuB. «JIIKAPCBKA

B3AEMOIISI).
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His nauienTis 3 Gyb-IKUM 3 EPEPAXOBaHUX BHUIIE CTAHIB JiKYBAHHS CJIi/l PO3IIISAATH TiLKH B TOMY
BUIA/IKY, AKIIO OYiKyBaHi [IEPEBary NepeBaXyrOTh BilOMi pH3HKH.
MowiTopuHr nepumoi n03u dinrosiMony

* Bcim nanientamM Heo6xiamo 3po6ut EKT Ta BUMIDSITU apTepiaNbHUN THCK J0 JiKYBaHHA i
yepe3 6 roAMH Mmichs MepIuoi J03U.

e [lorpi6HO cnocrepiratu 3a BciMa marienTaMu Ha NPEIMET O3HaK i CUMITOMIB GpaguapuTMii 3
LOrO/IMHHUM BUMIpOM ITyJIBCY i apTepiallbHOTO THCKY IPOTArOM 5K MiHIMyM 6 TOJWH Micis
MepuIoi 103u.

e Ilpu nosBi cumnTomiB Gpaguaputmii a6o AB-6rokamu pO3IoYaTH BiAMOBIAHE JIKyBaHHS 3
besnepepBHUM MOHITOPMHIOM (HATPUKIAL, GesnepeperuM  Mouitopunrom EKI), moku
CUMIITOMM HE 3HHUKHYTb.

* JSlkmo nauienty norpi6uo Qapmakonoriune BTpyuanHs NPOTArOM MEPiOJy CHOCTEPEKEHHS 3a
NEPLIOI0  JI03010, CJIiJ BCTAHOBMTH Ge3MepepBHUI HiuHMiL MOHITOPHHT  (HalpUKIAL,
6esnepepsruit Monitopurr EKT) B Memmumiii YCTaHOBI, & CTPATerilo MOHITOPUHTY MepLIoi
JI03M CITiJ| IOBTOPUTH TNPH BBEEHH] APYroi 1031 dinronimony.

Takoxx moTpiGHO TPOBOAWTH po3mupenwit MOHITODHHI, IIOKH He Oyne BCTAHOBJIEHO OCTATOYHE

PIIICHHS

¢ JIKINO 4aCTOTa CEPUCBUX CKOPOYEHB Y€PE3 6 FOIMH IMiC/Is BBEACHHS 03U CTAHOBUTE <45 yaapis
B XBHIMHY a00 € HalfiMEHIIMM 3HAYeHHIM TMiCIs BBeJCHHA 103U (mpumyckarouu, Mo
MakcuMankHUi hapmakonMHaMivHuii ebekT Ha ceple wmie He NPOSIBUBCH)
abo
* saxuo EKT 4epe3 6 roau micis nepuoi xo3u BKa3ye Ha HOBUM IT0YATOK PO3BUTKY APYroro abo
Ginbi Brcokumit crynine AB-61okay.
Axwo EKT uepe3 6 roguu micns mepimoi 10su nokasye intepsan QTc > 500 Mcek, namieHTy MOBUHHI
nepeOyBaTy Iijl HATJISIOM IPOTATOM HOY.

36inbenns intepsaay PR i aTpioBenTpukyssipua (AB) 61okana

Ilouarox nikyBanHs ¢inromimomy TiAPOXJIOPUIOM GYJI0 MOB'A3aHO 3 MOJOBIKEHHSM inTepBany PR i
3aTPUMKOI0 AB-mpoBifHOCTi. MakcumansHe 36inblieHHs intepeany PR BinGyeaerscs npUOIU3HO
yepes 6 roauH micns npuitoMy npenapary. Y KOHTPONLOBAHUX KIIHIYHMX Jociimkennsx 111 dasu
qacToTa AB-6nokamu mepmoro crynens ma EKT 4epe3 6 rofuH micns mepoi gosu cknana 4,7%
Mali€eHTIB, Aki otpumyBamu 0,5 mr inronmimony rigpoxmopuz, i 1,5% NALi€NTIB, AKi OTPUMyBaNH
mnanebo, Toni sk yacrora AB 6nokamu 2-ro crynens tumy Mobin I cranosus 0,2% mis 0,5 mr
idroniMoae rigpoxnopuny Ta 0% g1 mnane6o. Ilix yac XontepiBchkoro MOHiTOpYBaHHs AB-
6iokanu 2-ro crymens 3a TunoM Mo6ina I (Benkebaxa) croctepiranacs y 3,4%:.{1‘1@%@;@, ki
otpumysanu 0,5 mr dinromimon rigpoxnopuny, i y 2% MAL{eNTIB, SIKi OTpUMyBai l?naﬁg;g(?,"ﬁom AK
AB-6nokana 2: criocrepiranacs y 1,7% NALi€eNTIB, AKi OTPUMYBaIH (biHroniMo,qi;’”ri't{poxnopHn.Q,S}N{r,
aje He cepej MaUieHTiB, AKi OTpuMyBamM miaue6o. Ilopymenms npoBiAHGOTI Pddibtbdit Gy
TUMYaCOBUMH, Oe3CHMNITOMHMMH i BHpilIyBanMCs NpOTATOM —mepiIux 24ji\go‘*iiﬁ3iﬂi?~’**ﬁ’ii’<7§iﬁé”ﬂﬁ§"f.
ToBinoms10Cs PO MOOAMHOKI BHNAAKK CKOPOMHUHYILO1, CIOHTAHHO 3HUKAOUO]T noBHOT AB-60ka M
M Yac MOCTMAPKETMHIOBOIO BUKODUCTaHHA ~(iHromimMony rigpoxiopumy (}”tgm; k(HOBIIIHI
PEAKUI», «JIIKAPCbKA B3AEMO/IIy, «BIUIMB TA KJIIHIYHA ®APMAKOJIOT L515).\

MouiTopuur nix yac noBTopHOro N04aTKY Tepanii mic/isi NpUNUHEeH s JiKyBaHHS

Axmo Tepanito @iHroniMOA NPUMHHAOTH GiMBI HK HA 2 THKHI MiCJIsL NepIIOro Micsis TiKyBaHHS,
BIUIMB Ha 4acTOTY CEpLEBMX CKOpodYeHb i AB-mpopimnicts Mosie TIOBTOPHUTHUCS TIPH NOBTOPHOMY
NpOBEACHHI JTiKyBaHHA BiHroaiMo, ToMy cig 3aCTOCOBYBATH Ti K 3aX04H GE3MEKH, 0 i [ nepuof
103u (TOOTO KOHTPOJIIOBATH CTAH TAL{EHTA HE MEHIIE 6 TOJWH I1ic/a nepiroi 1o3u). ITpoTsrom Hepumx
2 TIDKHIB JliKyBaHHS PeKOMEH/LYETHCS BBOJUTH Teplly 103y Iicis IiepepBY Ha OUH AeHb 260 6im>}me.

[Lupexrop
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IIpotsarom 3 i 4 TWIKHIB JiKyBaHHS PEKOMEHJYETHCS BBOJUTH nepuly 103y Iicis epepBy B JTiKyBaHHi
OinpIn HiX Ha 7 [HIB.

ITopos:xenns intepsanay QTe

@inroniMox NoB'a3aHuMit 3 MOTOBKEHHAM inTepBany QTc (muB. «[TIOBIYHI PEAKIII», «JIIKAPCBKA
B3AEMO/II5I», «BIUIUB TA KJIIHIYHA ®APMAKOJIOT 151»).

Ipu perenpHomy nociimxensi intepsany QT 3 BBeeHHAM 103 1,25 mr a6o 2,5 mr ¢inronimony B
CTal[iOHAPHOMY CTaHi, KOJM HeraTHBHHUI XpOHOTpoNHUK edext inroniMmoxy Bce me mpucyTHIi,
JNKyBaHHS MOX€ MPHU3BECTH A0 IOAOBKEHHS QTc I 3 BepxHpOIO Mexero 90% CI < 13,0 mc. V
JOCT[UKEHHAX PO3CIAHOr0 CKIEpo3y KJiHIYHO 3HAUYIIMX edekris Ha nonoBxenHs intepany QTc e
criocrepiranocs. OJJHAK NALIEHTH 3 PUBHKOM TI0AOBIKEHHS intepeany QT 6y BUKIIOUEH 3 KITiHIYHIX
JIOCJTi JUKEHb.

OcKiNbKK MOYaTOK JiKyBaHHs (iHroIiMOx TNIPHU3BOJUTH 10 3HMKCHHS YaCTOTH CEPLEBHX CKOPOUEHE i,
0TXe, 0 nojorxkeHHd intepsany QT, mvc-®IHI'OJIIMO] we crix BUKOPUCTOBYBATH y MALli€HTIB 3i
3Ha4YHNUM nofoBXKeHHAM iHTepBany QT (QTc> 470 mMcex — y kiHOK 260> 450 Mcek — y YONOBIKIB), a
TaKOX Cepe]l NALEHTIB 3 BilNOBIXHUMY (BakTOpaMu pusHKy monorxenHs inrepsany QT (wanpuknaz,
rinokasiemis, rinomartiemis a6o BpomKeHe MOJOBKEHHS inreppany QT). SIkmo npuiinsTo pimeHHs
TIpO NPOBENEHHS JiKYBaHHS, TAKMX MALli€HTIB MOBUHEH 0GCTEIKUTH KapJioJior 10 1oYaTky JiKyBaHHS,
06 OLHWTM NpPUAATHICTE i BM3HAYNTH HANHGiBII MiAXOMAUINYA MOHITOPHHT, SKMH MOBHMHEH
TPOBOAUTHUCS AK MiHIMYM TIPOTATOM HOYi.

®@iHroniMoz ripoXI0pK He BUBYABCA Cepes MaUieHTiB, AKi OTPUMyBa MpenapaTH, o IOJIOBXYIOTh
intepBan QT. OCKiNbKM OYiKyeThCs, w0 PMBHK TOROBXKEHHs iHTepBany QT Gyzme GinelmmM cepes
TMAL{EHTIB, Ki OTPUMYIOTE CYMyTHE JiKyBAHHS iHIIMMU NpenapaTamu, o MoAOBXKYTh inTepBan QT,
CJliZl yHHKAaTH BHKOPUCTAaHHS nmc-OIHI OJIIMOJT 3 TakuMH MeIMKAMEHTAMU. Skmo mnpuiimaeTscs
PileHHs MPO JiKYBaHHs, TAKUX NALIEHTIB CIIif OTJISHYTH KapAioJIory 0 MOYaTKy NiKyBaHHS, OLiHHTH
IX NPHJATHICTb 10 JiKyBaHHs Ta BU3HAYMTH HAMGLIBLI BifMOBL MK MOHITOPMHT, KKl IOBMHEH GyTH
3[iCHEHUM NIPUHANAMHI POTATOM HOYi.

ITinosproeTses, mo Gararo mikapchKux 3aco6iB, MO BHKIMKAIOTE nonosxenHst QT, 36ibmyroTs pU3KK
BuHyKkHeHHsA Torsade de pointes, monimMopdHoi mTyHOUKOBOT Taxiaputmii. Torsade de pointes moxe
IpoTiKaTy 6e3cHMNTOMHO a60 BifdyBaTHCS MAIIEHTOM SIK 3aIIaMOPOYEHHs, CepLUEOUTTs, CUHKOMEe a60
cyaomu. SIKino uei cran TpuBaTuMe, torsade de pointes mosxe NEePeHTH 0 ITYHOUKOBOT BibpusLii Ta
panToBOi cepleBOi cMepTi.

Edexrtun aprepianbnoro Tucky

Y KiiHiYHUX BUNPOGYBAHHAX HA PO3CiSHUIA CKIIEpO3 y MawienTiB, ki orpumysanu 0,5 Mr hinronimony
ripOXJ0pUaLy, CIOCTePIiranocs cepeHe MiABAIEHHS CHCTONYHOIo THCKY NpPUOJIM3HO HA 2. MM PT.CT.
Ta AiaCTOJIYHOTO THCKY MPHU6IU3HO Ha 1 MM PT.CT., 0 Brepiue OyJ0 BUSABICHE qigmj'i;ripﬁdgugﬂo 1
MiCsL BiZi MOYaTKy JiKyBaHHs Ta 30epiracThes TpU NPOJOBXKEHHI JTiKyBaHHS. Y, KOHTPOABOBAHMX
AOCIIUKEHHAX, B AKUX NPUAHANY ydacTs 854 XBOPHUX Ha PO3CisHUIH CKiIepo3 i3 3a§TRFq)52§WM 955;1\417
dinronimomy rigpoxmopuny Ta 511 XBOpMX HAa PO3CIHHH CKiIepo3, ski OTHUM g ﬂgx;l 31‘;1(@@601
lineprensis B skocTi moGiuHoi peakuii BigMiuanacs cepen 5% nauieHTim,\,z;n;'i_eryer,“ AKa |
3acrocoByBana Ha 0,5 Mr dinroniMmony rizpoxnopunay Ta y 3% — s nauieHTiB 'ﬁtéﬂéérbféé%éﬂiiﬁM :
niane6o. Ilin yac nikysauus [IM-OIHTOJIIMO/] crin KOHTPOJIIOBATH apTepiajbHUii THCK. .. :

ImynHi edexTn

Indexuii
OcHoBHUM (hapmaxouHAMiYHUM edextom Ginromimony TiAPOXJIOPUIY € 0303aNEIKHE 3MEHIICHHS
KinbkocTi nepudeprunnx impountis g0 20-30% Bifl 6a30BuX 3HaueHb. Lle moB’a3aH0 3 060pOTHOIO

CEeKBECTpallielo NiMGPOUMTIB y niMpOITHUX TKaHMHAX. OCKLILKH eniMidauis ¢inroniMoxy pichs
Jupextop
Mignoueuerea
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TpUNAHCHHA NPUHOMY (IHroNiMOAy riapoxiopuiy Mosxe 3aiiHATH A0 2 wMicsauis, BigHOBIEHHS
KUIBKOCTi nepugepruHux TiMOLUTIE 10 BHXiNHMX 3HAYEHD BiZGyBa€ETbCA TOCTYIOBO (JHMB. PO3AiN
«BIUIMB TA KIIHIYHA ®APMAKOJIOT [A»).  nMc-®IHIOJIIMOJI MOX€E, TaKUM YWHOM,
30inbmyBaTH pH3MK iHGIKyBaHHA, BKIOYAIOYH yYMOBHO-natorenni iHgexuii (mue. «[TOBIYHI
PEAKIII») mix uac JNiKyBaHHA Ta MPOTAroM 2 MiCALiB Micis TIPUMIMHEHHS JiKyBaHHs. [ToTpi6bHO
MPOJOBXKYBAaTH MOHITOPUHT iH(eKui y neit nepioz.

nMc-@IHI'OJIIMO]JT  npoTtunokasanuii namientam 3 MiBUIIEHNM PU3UKOM PO3BUTKY YMOBHO-
NaTOreHHHX iH(QEKUiH Ta mauieHTaM 3 BaXKUMM AKTHBHEME indekuiamu, BrMOYAIOUH aKTHBHI
XpOHiuHi GakTepianbHi, rpu6KoBi a60o BipycHi iHbexuii (qus. «[IPOTUITOKA3AHHS).

Ilepen nouarkom Ta mix €ac mikyBauHs npeénapatom nMc-OIHI'OJIIMO]L cnin Bxutu HaCTYIMHUX
3aX0/1iB 00EpEeXKHOCTI:

* Ortpumaiite nosmumit amanis kpoei mepes mouaTkoMm NiKyBaHHA, fKIIO HEMA€E OCTAHHIX
pe3ynbTaTiB (TOGTO MPOTAroM OCTAHHIX 6 MicAiB aGo micis NPUNMHEHHS TONepeAHEOT
Teparnii). Jlikyanus 3a nomomororo mvc-OIHT OJIIMOJT He citix po3nOYMHATH, KOMH KilbKIiCTS
niMdouuTiB mocTiifHO nepeGyBae HuKye HOPMH.

* JlikyBaHHS He CIIiJ NOYMHATH, KONM € O3HAKH Ta CHMITOMM Baxkkoi akTHBHOI GakTepianbHOI,
rpu6KoBOi UM BipycHOT iH(eKu;l. Hlopy4iTh maiieHTam HeraifHO moBizOMIITH PO CUMITOMM
ab0 03HaKH, 1O CBiAYATH NPO GyAb-AKY iH(eKLio, NPOTAroM JTiKyBaHHS Ta B nepiox 2 micauis
MiCs NPUIMHEHHS JIIKyBaHHS, 106 TONErIIHTH PaHHIO JiarHOCTHKY Ta PO3MOYATH BiAmOBimHi
MeTonu sikyBanns (nuB. “3ACTEPEXEHHS TA 3ATTOBDKHI 3AXOINy).

* Busnaure craryc imysizauii mns Bipycy Bapuuenn 3octep (varicella zoster virus (VZV)).
[anientie noTpi6HO oOwiHMTH 3 ormsgy Ha ix iMyHiTeT 1O Bapuuenu (BiTpAHOI Bicmm) 1m0
moyarky JikysamHa nmc-OIHIOJIIMOJ . Pexomennyerbcs, mo6 mamientH 6es
MiATBEPHKEHOrO JiKapem aHaMHe3y MOJO BIiTPAHKM a0 MOKyMeHTaLji NP0 MOBHHUH Kypc
BaKUMHALT IPOTH BITPSIHOT BicM MpoHiH TECTYBAaHHS HA aHTHTiNIa NPOTH Bipycy BapHue/u
MICPEA TUM, SIK posmouatd Tepanito nMc-OIHIOJIMO]] . Ilepen moyatkom mikyBaHHS mMc-
O@IHI'OJIIMOJT pexOMeHIyeThCs TOBHHL KypC BaKUWHALIi JUI1 aHTHUTi-HEraTUBHUX XBOpUX
Ha BaKLMHY NpPOTH BapULENH, AKIO L HE IPOTHUIIOKA3AHO (muB. “TIOBIYHI PEAKIIIi» ).
Ianientam, sxi notpeGyrors BakuMHaLii, TOYaTOK JiKyBaHHS TPENapaToM nMc-OIHI'OJIIMO/]
CHiA 3aTtpuMatd Ha 1 Micsup micis BaKUHMHALl, 06 3a6e3neunTy MOBHMI edexT Big
BakuMHauii (aus. “3ACTEPEXEHHS TA 3ATIOBDKHI 3AXOIN»).

ITix yac 24-micaynoro M1ane60-KOHTPOILOBAHOTO  KIIHIYHOTO JOCIiIKEHHST pO3CisHOTO CKJIEpO3Y
3arajbHUM MOKa3sHUK iHdekuiii cknas 72% Tta CepHo3HuX indexuiit 2% i3 cynmyTHim 3actocyBaHusaM 0,5
Mr diHroniMoay rigpoxnopumy, skuii OyB noxibHuit 10 piBHs mane6o. Oxuak 6p0H.xij.l"‘ii"a}‘:HHCq}3MOHiﬂ
dacTille 3ycTpivamucs cepel nalientis, ski JikyBamucs dinrosimonom rizlpjg')/xﬂ()’f)’myfgiéiﬁ“‘f(ngn.
«ITOBIYHI PEAKLIII» ). o N
Jlikapi NOBMHHI IPOKOHCYNBTYBATH MAL[iCHTIB OO0 MOTEHLIANy ITi JBUILEHOrO puglffl‘c‘f ff-t??ffc”r?‘éﬁﬂfﬂ Ta
HeoOXifHOT MMNBHOCTI Mix wac NiKyBamHS Ta micis NPUITUHEHHS niKyBaHHﬁkgnpéH Hé’%‘l&w fimc-
QIHI'OJIIMOJ (muB. «3ACTEPEXEHHS TA 3ATIOBDKHI 3AXOMM»). Ti TEHTARG, oy AKmX
PO3BHBAIOTECSA  CepHO3Hi  iHQekuii, cuig POSIVIAHYTH THTaHHA IIOH0 I’IpI/IHI/IH.éHH}.IHWJ‘Ii_KyBaHHH
npenapatom I[IMI'-OIHI'OJIIMOJT, a NepeBarn Ta PHU3UKH JIIKyBaHHA CIlif NEPEOLiHUTH 10
MIOBTOPHOT'O NOYATKY JIiKyBaHHS.

I'epnernyni indexnii

MBoe manuientiB nomepmu Bin FepreTHYHMX iH(eKUiH mig yac KOHTPONBOBaHUX AOCHimKeHb. Onua
CMepTh Oy/a HacHigKOM JeceMiHOBaHO! NEPBUHHOI BITpAHOI Bicmu, a iHma — Bin eHuedariry,
BUKJIMKaHOTO BipycOM MNPOCTOro reprnecy. B o6ox Bunagkax mnauientu npuiiManu o3y 1,25-mr
(inronimMoxy (Buile peKOMeHI0BaHOT 103K 0,5 mr) Ta orpumyBanu TpHBanﬁwgg(i‘J(}kme 5 IHiB) cyfiyTHIO
Tepariio KOPTUKOCTEPOIfaMu s MiKYBaHHA MiZ03p Ha pewyausyu PC. ' WAL ;m‘m«“

ANamisnra
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Cepiio3Hi, HeOesneuHi Ui XUTTA Noaii HeceMiHOBaHO] BITpAHOI BicmM Ta mpoctoro repuecy,
BKJIIOYAIOYM BUNAJKK SHUE(ANiTy Ta MyIbTHOPraHHOL HEIOCTAaTHOCTI, BifOYJIHCA i3 3acTOCYBaHHAM
dinroniMony rigpoxnopumy 0,5 wmr Y TOCTMapKeTMHToBHil mepiog. Oasa 3 1ux nomi —
PO3MNOBCIO/KEHA peaKTHBallis BipyCy BapHLENH 30CTep y NawieHTa, SKuil OTPHMYBAB TPUBAIY CYIyTHS
Teparlist KOPTUKOCTEPOINaMH, BUSBUIIACS JETATBHOIO.

Jlixapi moBuHHI GyTH MUIEHUMY MWOAO KIiHIUHKX CHMIITOMIB, 5IKi MOXYTPB CBimunTH 1O cepiiosui
reprietiddi  iHdexuii. Juceminorani repnetnyHi  indekuii moBMHEI 6yTm  BKmOueHi i ()
nu(pepeHnianbHOi AiarHOCTHKH, KOJM nauienT, Axi otpumyroTs nmc-OIHD OJIIMOJ , maioTh
arunosuii pewnus PC aGo nomiopranny HemoctaTHicts, Y BUNaJIKaX MOIUMPEHHS epHIeTHYHUX
indekuiii pexomeHgyeTHCH NPOTUBIPYCHA TEpamis Ta MPUIHUHEHHS JNiKyBaHHA mpenapatoM OMC-
OIHI'OJIIMOZ, JlikyBanus ONEPi3yI0YOro IMIIAKO BiAMOBIAATH YHHHUM KepiBHUM PEeKOMEHAALIsM,

Ilporpecyioua myasTHdoOKaIBLHA Jaefixoennedanonaris (IIM.JI)

Ilpo Bumaaku nporpecyrouoi MYJTBTU(OKANBHOT NelikoenuedanonaTii (IIMJI), nesxi 3 sxux Gyiu
CMEpPTEeJLHUMH, MOBIJOMIIANOCS B IIOCTMAPKETHHIOBHIA nepion (aus. «[TOBIYHI PEAKIII»). ITMJI —
lie yMOBHO-NATOreHHa iH(ekuis, cpuurnena Bipycom JC (JC virus — JCV), wo, sk npasuso, sunmKae
JUIIe Cepe]l MALlieHTiB, AKi MaloTh IMYHOKOMIIpOMETaLio, ToMy MosKe Oytv cMmepTensHUM abo
MPU3BECTH N0 BAXKKOI BTpATH NPALE3IaTHOCTI. B IeSKHX 3 MOBifOMICHUX BUIA/KIB BUHUKHEHHS [IMJT
CTOCTEPIraeThesl y MaLieHTiB, fKi paHiwe He JUKyBaUCA HaTaNlizyMabom, AKuil Mae BiJJOMy acomujanio
3 IIMJI, ta y naujenris, sxi pauime He npuliMani abo He NpuiiMany OIHOYACHO JKOZHHX
IMyHOCYNpECUBHHX um iMYHOMO Iy Tr01091X npenapatis. IIpo iHmi cucremui memmuni CTaHy, y
pesynprari skux 6yna mnopyieHa dyHkuis  iMyHHOT cHcTemu, y Oimpmocti BunmagkiB He
nosigomnsnocs. 11i Bunmagxu TIMJI Manu Miclie npubausHo yepes 2-3 POKM JiKyBaHHs. 3B'I30K MidK
pusukom IIMJI Tta TpueanicTio iikyBauHs He Bimomuii. YacTora 3aXBOprOBaHOCTi Ha IIMIJI
BUABIIAETECS BULIOIO JUIs NAUi€HTIB i3 SInowif; npudmnam Hapasi HeBinoMmi.

Jlikapi MOBMHHI 6yTH MUNBHUMH IOXO KITiHIYHKX CUMNTOMIB abo pesynsratie MPT, sxi MOXYTh
cBifautd npo IIMIJL Ilpu mimospi Ha TIMJT nikysanna IIM-®IHT'OJIIMOJI crix IPHU3YIHUHUTH [0
BukmoueHHst [IMJL. Tunosi cumnromu, nos’a3aui 3 IIMJ1, pisnomanitHi, mporpecytors HpOTATOM JIHIB
70 TIKHIB i BKITIOYAOTH 36LIbIIeHHs c1abKocTi Ha opHiif CTOPOHi Ti/la 460 He3rpaGHicTh KiHLIBOK,
MOPYMIEHHs 30py Ta 3MiHM MUCJIEHHS, Mam’aTi Ta Opi€HTanii, Mo MpPU3BOAITH 10 IUTYTaHUHU § 3MiH
0cO0HCTOCTI.

Pesynbratu MPT, mo cBiguyaTs npo ITMJL, MOXyTb 6yTH OYEBHAHUMM 10 MOSBH KJIiHIYHUX 03HaK 260
cumnToMiB. TTosigomnsnocs npo Bunaaku IIMJ1, niarHocToBaHMX Ha miacTapi pesyiabtatiB MPT Ta
BusaBienHs JIHK JCV B cniuHHOMO3KOBIiH piavui 3a BizcyTHOCTi KiiHiYHEX 03HAK 260 CUMITOMIB,
Xapakrepuux s [IMJI cepen nauientis, siki OTpMMYBalIK Tpenaparty ans Jikysauus PC, nos’ssani 3
IIMJ1, Bxmoyarouu ¢inronimon rigpoxnopua. Y 6arateox 3 UMX TIALiEHTIB 3rOJOM 3’SBIITHCS
cumnromu IIMJL. Tomy MOHITOPHHT 32 10TIOMOro MPT IOJI0 O3HAK, AKI MOXKYTh BiAMOBigaTH IIMUI,
MOXXe OYTH KOPHUCHHM, i Oymp-siKi BUSBIeHi Mifo3pini sBMIA MOBUHHI l'IpHSBCCTH:::;;%(Yff“f&hggI:HIOFO
JOCIIKeHHs, 106 3a6e3MeynTu paHHIO giarHoctuky IIMJL, KO e MOKIUBO. Hgf 1L/ ﬁfm NIATH
nikyBanus nvc-OIHTOJIIMOJT , nikapio noBHHeH Oytu noctynnuii ocranmiit MP. Hig wac pyTHHEO
MPT (BianosigHo 1o HauioHaNBHMX Ta MicueBux pexomenfiauii) nikapam cnipsséprétid yparil wa
cyTTeBi ypaenns ITMIL IToBizoMsnocs mpo sHmKeHHs piBHS cMepTHOCTI Ta> TOBAHOCTH A
IIMJI nicns Bigminu iHmOrO MEJMKaMeHTy Jia jikyBaHHA PC, moB’s3aHoro SH’TI”,"VX;I%EH,EZHTIBS :
Gescumnromuoro TIMJI nmopiBHAHO 3 maLieHTaMy 3 IIMJL, sixi manu xapakrepi Kniiyni 03HAaKU Ta
CHMIITOMU 1pH giarHoctuui. Hesimomo, un € ui BimMinmocti BHACJTZIOK PAaHHBEOTO BUABJIEHHS Ta
NpUNMHEeHHs ikyBaHHs PC a60 uepes BigminHoCT 3aXBOPIOBAHHA y LIMX IALlEHTIB. '

S¢S

KpunrokoxoBuii Mesinrir
TloBinommAnocs npo BUMANKH KpPUNTOKOKOBOIO MEHIHTITY B MOCTMapKeTMHIrOBOMy nepio
NpaBHJIO, NPUOJIM3HO Yepe3 2-3 POKM JIKYBaHHS, alle CHMIITOMU MOXKYTb Bnﬂgmam i panime/3B'30K
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MK PU3HMKOM BHUHHKHEHHS KPUITTOKOKOBOL inQexwii Ta TPUBANICTIO JTiKyBaHHS He BimOMMUii (nuB.
«IIOBIYHI PEAKLIIl» ). Jleaxi Bunagku KPUITOKOKOBOTO MEHIHTITYy BUSBUIIMCS CMepPTeIbHUMH.
INanjenTam i3 cuMNTOMamMM Ta O3HaKaMHM, IO BiATOBiNAIOTH KPUIITOKOKKOBOMY MEHIHTITY, CIif
NPOATH ONEpPATHBHY MialHOCTMYHY OUiHKY Ta NPU3HAYUTH BiANOBiAHE JKyBAaHHA, SKIIO
JiarHOCTOBAaHO KPUNTOKOKOBU MEHIHTIT.

Bipyc nanisiomu Jirogunan

Hosigomisanocs npo iHdikysanHs BipycoM naminomu moaunu (BIUI), Bkmoyaroun naminomy,
AuCIUIasio, 6GOpOfaBKM Ta pak, MNOB’S3aHUH 3 BIUL, nix wac sikyBamms ¢inrosiMoxom y
NOCTMapKETUHIOBUX ymoBax (muB. «[TOBIYHI PEAKIIIDy ). Hepes iMyHOCYNpecHBHI BIACTUBOCTI
dinronmimomy cming posriaHYTH BaKUMHALiO npotu BIUI no moyarky nikyBaHus npenaparoM ImMc-
OIHI'OJIIMO]I 3 ypaxyBaHHAM pekoMeHawii Mmoo BakuuHauii. O6cTexeH s Ha paK, BKIIOYAKOUH
ITAII-Tect, pexOMeHyeTECA IPOBOAMTH BiAMOBI AHO 10 CTaHIApTiB OIS Y.

Baknunanis

® 3aCTOCYBAHHS >KMBMX ATTeHYMOBAaHHMX BAKIHH nijg yac Jsikysanas [IMC-®IHT OJIIMO/JT Ta
NMPOTATOM JIBOX MICSALiB MiC/A NPUIMHEHHS TKyBAHHS He PEKOMEHIYETHCS Yepe3 PU3UK
3apaxeHHs BakuuHOK (1uB. «3ACTEPEXEHHS TA 3ATTOBIKHI 3AXOI1»).

* Baxuunanuis Moxe 6yTH MeHm e(eKTHBHOI MPOTATOM JIiKYBaHHA i B mepiof 2 Micawis micis
NPUNMHEHHS JIIKyBaHHS mpenapatoM mMc-OIHT OJIIMOJZ] (muB. «3ACTEPEXEHHS TA
SATIOBDKHI 3AXOJI», «BIUIUB TA KJIIHIYHA ®APMAKOJIOL I51»,).

* [Ilauientam 3 HeraTHBHMMY pe3yJbTaTAMH TECTy Ha aHTHuTiNa 1o IgG Ha Bipycy BirpsHoi Bictu
Yepe3 BiACYTHICTh MONEPeHBOTO NepeHeCeH s a60 BaKLMHAIT, AKi He MaIOTh MPOTHUIOKA3AHb
A0 BAaKUMHHU TEpeJ] IMOYaTKoM JiKyBaHHS npenapaToM nmc-OIHT OJIIMOJI, pexomenayeThcs
NOBHUH KypeC BakIMHALIl MPOTH BiTpstHOT Bicrm. ITouaTtox Tepanii nmc-PIHIOJIIMO]] cnix
BIZIKJIACTH Ha MicSAUp Micis BaKLMHaLii, 100 3a06€3MeunTy MOBHMii edexr Bin Bakuunanii (qus.
«3ACTEPEXXEHHS TA 3AIIOBIKHI 3AXOIN»,).

* Pexomenpauii mozgo imymnisauii (3Budaiini Ta cneunbiyni rpymu pusuky) HauiomansHoro
KOHCYJIETATUBHOTO KOMiTeTy 3 iMynisawii (NACI) (http://www.phac-aspc.gc.ca/im/is-cv/index-
eng.php) Ta MicueBuX BiANOBinANBHUX OpraHiB cix BPaxoBYBaTU 3 3ajlydyeHHsAM (axiBuiB 3
IHQEeKIIHANX 3aXBOPIOBAHb MPH OL{HII NOTPedM B IHIIMX IIEIUICHHAX Mepes MOYaTkoM Ta g
yac JliKyBaHHs mpemnaparoM nvc-OIHT OJIMO[T .

BruiuB Ha iMyHHy cucremy micas npunuHenns JIKyBaHHS

Ao NpuMHATO PilleHHs PO NPUIHHEHHS nikysannsa nMc-OIHI OJIIMOJT , JiKap i mauieHT noBuHHi
3Hath, o DIHroniMoj 3aNMIIAETHCS B KpoOBi i 3ailicHioe (apmaxonuHamiuni edekrn, Taki fx
3HIKEHHA KiNIBKOCTI NiMQOLMTIB, Ha TepMiH 10 aBOX MICALIIB MiC/s MpUOMY OCTAHHBOT HO3HL.
Kinpkicts nimdouuria, B OCHOBHOMY, NOBEPTAETCA 10 HOPMAIBHOTO Jianasony NPOTATOM: 2. MiCALB
micis NpUIMHEenHs Tepanii (auB. «BIUIMB TA KJIIHIYHA ®APMAKOJIOL [gﬁﬁﬁfi’-}xﬁiﬁg(mmmi
NOBiIOMUTH MNalLi€HTaM IPO MOTeHIiHHUIL PUBUK MiABMINEHHS iHdexuiit i n()'ﬁéonii‘ii”—IiCTﬁ\MMn
MAJIBHICTb NPOTATOM JBOX MiCSI(iB MiCIS IPUNHHEHHS nikysanHs nmMc-OIHTOJIF UMPRACATHC -
Yepes TpuBani papmakoannamiuni epexru inroniMony, mouarox inmmx Tepainj; nﬁ%xraﬁ;gwgﬁw,ibggis
TiCJIS NPUIMHEHHS ipuioMy mve-OIHT OJIIMOJI Bumarae Tux xe 3amo6ixumx ;?i@ﬂ&&,zrm@ i.cymyrtHe
nikyBauus nMc-®IHI'OJIIMO]T . BukopucraHus iMyHozenpecanTie He3abapom micHi fiitnane s
npuiiomy nvc-®IHI'OJIIMOJ] Moske NPHUBECTH 1O aJHTHBHONO edexty Ha iMyHHy “:'c'”'f/‘ICTemy, i Tomy
CIIil MOTPUMYBATHCS OOEPEHHOCTI (auB. «JIIKAPCBKA B3AEMOS», «3ACTEPEXEHHS TA
3ATIOBDKHI 3AXO0/TW»).

Dupakrop
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Iomepeane i  cymyTHe  JiKyBaHHS = DpPOTHNYXAMHHHMH, iMmyHocynpecusHumMHu 260
iMyHOMOJYTI0I0YHMMH MeIHKAMEHTAMH

CrinbHe 3aCTOCYBaHHS NPOTUIYXIMHHHUX, IMYHOIENPECHBHUX 260 IMyHOMOZY TIOIOUHX TIpEnapaTiB He
PCKOMEHAYETLCS  4€pe3 PHU3MK JOJaTKOBUX eexTiB iMyHHOi cucremu (muB. «JIIKAPCHKA
B3AEMO/II41»). 3 Tiel s NpUYHHE KOPTHKOCTEPOIAM CIiJ MPU3HAYATH OJHOUYACHO 3 obepexHicTio, a
KOHKPETHI pileHHs OO NO03YBAHHS i TPUBANOCTI CYMYTHBOrO JiKyBAHHS MOBUHHI TPYHTYBaTHCS Ha
KIiHiYHi# oninui. CrisbHe NpU3HAYEHHS KOPOTKOrO KypCy KOPTMKOCTEpOifiB (0 5 muiB BimmoBimHO
O TIPOTOKOJIB AOCIiUKEHHS) He 361IbLIyE 3araqbHy YacToTy iHdeKuil y mauieHTiB, sxi oTpuMyBau
dinronimMoa B kniniunux BUNpoGyBanHsx 11 ¢pasu, B MopiBHAHHI 3 MIaLE6o.

Ilpu 3mini Ha Tepamito, mo momudikye iHwe 3aXBOPIOBaHHA, 3 iMYHOCYNpECHBHOI abo
IMyHOMOJYTI0I0UOf il UM 3 Hei, Heo6XiHO BpaxoByBaTH nepio]] HaniBBUBEAEHHs i MeXaHiaM ii mMc-
®IHI'OJIIMOJ i inmof Tepanii, mo6 YHHKHYTH agUTHBHOIO iMyHHOTO edeKTy NpH OmHOYAaCHOMY
MiHIMi3alii pu3nKy peakTuBawii xBopoGu. Ilepes MOYATKOM HOBOTO JMiKyBaHHA TOBHHEH OYTH
MOCTYNMHUH HEIIOAABHIN 3araibHui aHani3 KpoBi, m06 nepexoHaTHCs, mo Oynp-aki iMyHHi edexru
(Hanpuknan, UMTONeHist) miC/Is NPUIMHEHOT Tepartii SHUKM.

Bera-intepdepoH, rnarupamepy anerar a6o gumetmndymapar

3acrocysanns nmc-PIHIOJIIMO]] 3a3Buuail MOKHA NOYHHATH Bi/ipasy MiC/ NPUNHHEHHS NpHHOMY
Oeta-intepdepony, rmatupamepa anerary a6o auMeTHngymapaty 3a yMOBH, WO iMyHHi edexr
(Hanpuxnan, UMTONEHIs) Bifl LINX METO/IB JiKyBaHHS 3HUK/IH.

Haranizyma6 a6o Tepidaynomin

BuBenenns naranmisymaGy 3aseuuaii 3aliMac no 2-3 micamiB micis NPUIMHEHHS mpuiiomy. Bes
NpOLEAypH TNPUCKOPEHOi eniMiHalii BUBENCHHs TepiduyHOMigy 3 DuasMu Moxe 3aifHsTH BiX
JICKINIBKOX MiCALiB (B cepeHEOMY: 8 MicaLiB) 10 2 POKiB. Yepes TpuBanuii nepios HaniBBUBEIEHHS
HaTanmizymaly abo TepidryHominy ciin noTpuMysarHcs 00EepexHOCTi MONO MOTEHIIMHIX aJUTHBHHUX
IMYHHHX e(eKTiB Npu Hepexoii NalLieHTIB B LMX METOiB nikyBanHs Ha nmc-OIHTOJIIMO]T .
PexomennyeTses peTensHa iHuBiNyaibHa OLiHKa TepMiHiB noyarky JikypaHHa nmc-OIHIOJIIMO]T .

Anemty3ymad
3rilHO 3 TeXHIYHMMHM XapaKTEPUCTUKAMH i TPHBANOCT IMyHOCYNPECHBHUX €(eKTiB ajNemMTy3ymaoy,

OmMCaHMX B Horo Momnorpadii mnpoaykTy, HoOYMHATH nikysanna nMc-OIHTOJIIMOJ]  micas
aNemMTy3ymMaby He peKOMEHIYEThCs, SKILO TLIBKU MepeBaru nikysanHa nvmc-®IHIOJIIMO/I siBHO He
NEPEBAXYIOTh PU3UKHU ISl OKPEMOTO TallieHTa.

Ileuinka / »0BY0OBUBIAHI MIIsIXK / MiIIVHKOBA 32,1032

OyHKuis neviHku Py “lag
. . o . % ‘ M 7 - § \
V malieHTiB 3 pO3CisSHUM CKIEPO30M, SKi OTpuMyBamy (iHroMIMOLY Ti APOXJIOpU I HOEINOMIATOCH JIpO

NiABUIUEHHA DiBHS IE4iHKOBUX (epMeHTiB, B OCHOBHOMY aJlaHiHaMiHOTpaF
KIIHYHUX BUNpPOOYBaHHAX 3-KpATHE IEPEBHIIEHHS BEPXHBOI MeXi HOpMH ‘]
migBuienns pisua AJIT Binbynocs y 8% NaLi€eHTIB, AKi OTpHMyBanH'O‘,.« L ME QIHroIl
riApoX;IOpHAy, B NOPiBHARKI 3 2% nauieHTis, AKki oTpuMyBami mnane6o. IlixBuue Hsl B pasiB BuIe
BEPXHBOI MEXi HOpMH crocTepiranocs y 2% mauieHTis, ski orpumyBanu 0,5 '.'\M'I"-ﬂ.,,q,)iHI‘OJIiMOIIy
rigpoxnopuay, i y 1% mnauientis, sxi oTpuMyBamu mnaue6o. Y KiriHigHmx BUIIPOOYBaHHSX IPHHOM
iHroniMORY TiZpOXMOpHAY CKAacoBYBamM, SKWO TNiABMIIEHHS nepeBuinyBano B 5 pasis BMH.
[loBropenHs migBuieHns pisaa AJIT BiAGyNOCS MOBTOPHO cepen  JAesKux Nali€eHTiB, sAKi
miATpuMyBany Tepaniio 3 QinroniMonom. Binbmicts migBMmeHs BifIby0Cs MpoTAroM 6-9 Micsnis
MIC/Is OYATKy JiKyBaHHs, a PiBHi TpaHCaMiHa3 B CHPOBATILIi KPOBi MOBEPHYJIUCA [0 HOPMH np
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NPOTArOM 2 MICSUIB MiCNA NPUNMHEHHS NpUioMy dinronimony rinpoxmopuny (mus. «TIOBIYHI
PEAKILIII»).

Hns BCiX mauieHTiB MO MOYATKY JiKyBaHHS nMc-@IHI'OJIIMO/T noBuHHI GyTd AocTymHI ocTammi
(To6T0 mpoTAroM ocTaHHiX 6 MicauiB) piBHi TpaHcaminasu Ta Ginipy6iny. ITix yac nikyBaHH:
(epMenTH MeyiHKH CHix OLiHIOBATH KOXHI 3 Micami NIPOTArOM MEPLIOro poKy i NepioAuyYHO Hajai.
SKimo piBeHb MEYiHKOBUX TpaHCAMiHA3 MEPEBUINYE BEPXHIO MEeXy HOPMH B 5 pas, CIiJi NPOBOJUTH
OiNMBII YaCTHii MOHITOPHHT, BKIFOYAIOUH BUMIPIOBAHHS piBHa Ginipy6iny i myxHoi ocdarasu (JId) B
cuposaryi. [Ipu noBTOpHOMY MiATBepIKEeHHI PIBHS MediHKOBUX TPaHCaMiHa3, IO MepeBHILyIOTh 5-
KPAaTHHH BEPXHsA Me)ka HOPMH, JIiKyBaHHS nvc-PIHI'OJIIMOJT ciin mepepBaTv i BiXHOBUTH TLTBKH
micis HopMarisanii MOKa3HUKIB MeYiHKOBHX TpaHcaminas. [lepen moBropHHM moYaTKOM JNiKyBaHHS
CJIiJl IOBTOPHO OLiHMTH TEPEBary Ta PUBHKH JIKYBAHHSL.

Ilanjentam, y AKux mif yac JiKyBaHHS PO3BMBAIOTHCS CUMIITOMHM, WO BKa3yrOTh Ha MOPYINEHHS
$yHKuil nevinku, Taki sk He3po3ymina GmoBoTa, 6ib B JKMBOTI, BTOMa, aHOPEKCis a60 KOBTAHMLA i /
abo TeMHa ceua, CHifl NepeBipuTH (epMeHTH NEYiHKH, a npuifoM nmc-OIHT OJIIMOX cnig
NPUITMHUTH, SKIIO MiATBEPIKEHO 3HAYHE NOIKOPKEHHS NeYiHKH (auB. «[TOBIYHI PEAKILIII»).
IlauienTy 3 yXe iCHYIOUMM 3aXBOPIOBAHHSM MeUiHKHU MOXYTE NiANABATHCA NiJBHIICHOMY PH3HMKY
PO3BHTKY TiJABMINEHMX (EepMEHTIB NewiHKM mmix uac nikyBauHa nMc-OIHTOJIIMOJ]  (nus.
«3ACTEPEXEHHS TA 3ATIOBDXHI 3AXO[IW» «BIUIMB TA KJIIHIYHA ®APMAKOIJIOT'IS»).

HoBoyTBOpenus
Jlns  nmauientis, saki NpuAMarOTH iMyHOZempecaHTH a60 IMyHOMOZYIITOpH, iCHye MOTEHIia
M ABUILEHOTO PU3KMKY JTiM(OM Ta iHIIUX 370AKICHUX HOBOYTBOPEHb, 0COOJUBO MIKIPHUX.

Jimpoma

Bunajxu niM¢pomMu, B 0CHOBHOMY HEXOIKKIHCBKOT JTiM(pOMHU, BKIIFOUAIOYUH SIK T-xniTuaHwi, Tak i B-
KIITHHHWH TUNH, a Takox JiMbomy LIHC, 6yin 3apEECTPOBaHi B XO/i KITiHIYHUX BUNIPOGYBaHS i B
NMOCTMApKETUHIOBUX yMOBAX 3aCTOCYBaHHs (inromimon rigpoxnopuny (mus. « TOBIYHI PEAKIIIT»

). IoBifomneni Bunaaxy 6ynu HEOTHOPIHUMHE 3a CBOEIO npupozoro. Yacrora BunajkiB mimMdomu (B-
wiitheHi i T-kniTanni) 6yna BUWIOK B KIiHiYHMX BUNPOOYBaHHAX, HIX OUiKyBaIoCs B 3arambHiii
nonysiii. Tlosigomusnocs npo mkipay T-xnitunny nimpomy (Bkmouaroun rpu6onomiHuit MiKO3)
NP npuiiomi (iHroniMoy riapoxaopuLy B NOCTMAPKETHHIOBMIA nepion.

BazanbHo-kaiTHHHA KapuMHOMAa i iHWi WKiPHi HOBOYTBOPEHHS

Y nauienris, axi otpumyBanu dinrosimosn TiIPOXJIOPU, TIOBI IOMITAIOCS TIPO 623aMbHOKITI THHHMUI pakx
Ta iHII IIKIpHI HOBOYTBOPEHHSX, BKIIOYAOYH 3MOSIKICHY MeJIaHOMY, TUIOCKOKJITHHHHUI pak,
KIiTHHHMEA pak Mepkens i capkomy Kamomi (muB. «[TOBIYHI PEAKIIIi»). IManienram, sxi
otpuMytoTh  nMc-OIHI'OJIIMOJT , pekomeHnmyeThCs MPOABNATA  NMUIBHICTS IMOKO WIKipHUX
HOBOYTBOpeHb. MeauyHuM mnpauiBHMKaM i mauieHTam PEKOMEHJyEThCS KOHTPONIOBATH I A03pili
YPaXCHHs WIKIpM MepeJ| MOYaTKOM JiKyBaHHS Ta PEryNSpHO Mij{ 4ac NiKyBaHHs IpEnaparoM TIMc-
OIHI'OJIIMOX , ocobnuBo mis mauieHTiB 3 (axTopaMyl pusMKy BHHHUKHEHHS paky mﬁlﬁhﬂﬂ%{uq
CIIOCTEPIraeThes Mifo3pisie ypaxKeHHs LIKipH, HOro cJtia HeraHo 0GCTEKUTH. g -

OCKiNIbKH iCHye MOTeHUiMHMH PU3UK 3M0SKICHOTO HOBOYTBOPEHHS IIKipH, NMal[i€HTIB, jﬁ&fﬁwﬁmm& c\:

(inromiMoz, cnin sacrepertw Bin BHIMBY COHAUHMX NPOMEHiB i ymbTpadionery, §é\x&%éﬂﬂy}o‘m
OZIATaTH 3aXMCHHMH OJIAT i BUKOPHCTOBYIOUH COHLE3AXUCHHIA KPEM 3 BHCOKHM axropos saxuery.. L.
NALEHTH HE MOBUHHI OTPUMYBaTH OIHOYacHy (oToTepanito 3 Y®- BUNPOMiHIOBAHHAM aﬁo UVA-
doroximiorepariro. e
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HespoJioriuni edbexrn

Cunapom 3aH50i 060poTHOT eHuedagonarii

[ToBiomiIsL10CS PO MOOAMHOKI BUIAAKU CHHAPOMY 3a/HBOT obopoTHoi ennedanonarii (PRES) npu
zo3i 0,5 Mr B KJIiHIYHUX BUNIPOGYBAHHAX i B NOCTMapKeTUHIOBUX yMOBax. [ToBizmomieHi cuMmmromMu
BKIIIOYA/IM PaNTOBMH IOYATOK CHIBHOTO TONOBHOTO GO0, HYLOTH, OJIIOBOTH, 3MiHy NCHXiYHOTO
CTaTyCy, NOpyWeHHs 30py i cynomu. IToBinomnsnocs npo eminenTHyHmit craryc B 3B'13ky 3 PRES.
Cumnromu PRES 3a3Buuaii o60oportHi, ane MOXYTb NEPEPOCTH B ILIEMiYHMH IHCYNBT a60 KPOBOBHIIMB
B MO30K. 3aTpuMKa B JIarHOCTHII Ta JNiKyBaHHI MOjKe TIPU3BECTH 10 HE3BOPOTHHX HEBPOJIOriUYHUM
Haciakis. Ipu ninospi Ha PRES npuiiom nmc-OIHI OJIIMOJ cnix npunuuut.

ITyxaunononiGui ypaxeHHs

HoBizomnsnocs npo BUNAAKM — MyXJIMHHHX YPaXeHb, NOB'3aHMX 3 peuuguBom PC, B
MOCTMApKETHHIOBUX yMOBaX. [Ipy BaxKMX peuuauBax HEOGXiaHO nposectd MPT nns BUKIHOUEHHS
MyXNMHHUX yTBOpeHb. [lpunmuueHHs npuitomy nmc-OIHI OJIIMOJ mae posrnsparucs niKapeM B
IHIMBIyaJbHOMY TOPSZKY 3 ypaxyBaHHIM IHIMBI TyaIbHUX TIepeBar i pH3HKiB.

IloBepHeHHsI aKTHBHOCTI 3aXBOPIOBAHHS (BinHOBAEHHS) i cepiio3ne 36iabLIeHHs inBagigHOCTI
nicis ckacyBanns @inroximosn

Ilicns  mpunuHeHss npuiiomy inromiMox  rimpoxnopuny B NOCTMapKETHHIOBUX  YMOBax
MOBiIOMJISLIOCS TIPO cepiio3He 36inbIenHs IHBAJTi IHOCTI, IO CYNPOBOKYETHCS MHOKHHEAMU HOBHMHU
BoruumamMu Ha MPT. [lauientu B Ginbmocti 3 mux 3apeECTPOBAHMX BHUNAJKIB HE MOBEPHYIHCS L0
yHKUiOHATBHOrO CTaTycy, SKMil y HUX OyB 10 MpUNMHeHHs npuiiomy dinronimony. 36inbiueHns
iHBaNAHOCTI 3a3BMyail BinGyBamocs mpotsaroM 12 THKHIB mics NPUIIMHEHHs ipuioMy diHrosiMony,
ajie MOBIAOMJIANOCS JI0 i micns 24 THXHIB mics NpUNUHEHHA npuiioMy ¢dinronimony. Tomy moxazana
O0EpeXKHICTE TPU NpPHUIMHEHH] Teparii ¢inronimonom. IMoTpi6ro CIOCTEpiraTH 3a INallicHTaMM Ha
NPEAMET PO3BUTKY BUCOKOI aKTHBHOCTI 3aXBOPIOBAHHS i CEPHO3HOro 36i/bLIeH s iHBaNigHOCTI micns
NPUIUHEHHA npuitoMy nvMc-OIHIOJIIMO/T i npu HeoGXiaHOCTI MoYHHATH Bi/JNOBifIHE JIiKyBaHHS.

Cynomu

Cutix f0TpUMyBaTHCA 0GEPEKHOCTI NPH Mpu3HAYeHH] MMc-OIHT OJIIMO/I nauienram 3 yxe
ICHYFOYHMM CY/IOMHHX PO3/a/IoM. B 0CHOBHYX HOCimKeHHsIX MOBIOMJIATIOCS IPO BUNIAJKY CYJIOM 3
OIIBIIOIO YACTOTOKO Y MALli€HTIB, sKi OTPHUMYBaNX QiHroNiMoz, B MOPiBHAHHI 3 X BiJINOBi THUMMH
KOHTpONEHUMH rpynamu (aus. «[TOBIYHI PEAKITII»). Hesinomo, uu 6ynu ui noaii nmos's3ani 3
eeKTamu TiJIbKK PO3CISHOTO CKIepo3y, dinronimMony abo ix kom6iHawi.

Odraabmonoriuni nposisu
Makynapnoi Habpsx 3 L
Maxynaproi HaGpsik (nu. «TTOBIYHI PEAKLIIT») 3 a60 6e3 pisyanpuux cumMnTomiB/Gyjin .
3apeecTpoBaHi y 0,4% nauieHTiB, ki oTpumysamm inronimony rizpoxnopun 0,5 Mr '~ " %“\ﬁ‘"

B nopiBHanHi 3 0,1% mauientis, sxi oTpuMyBamu mianeGo. Habpsix xoBroi miMu sidraocrysam
NMepeBaXXHo B mepui 3-4 Micani Tepanii. Y Aesxkux nauientis BiI3HaYanoCcs @é.qiﬁt(féimvmopycafid
SHIKCHHA TOCTPOTH 30py. TuM He MeHue, iHmi He Manu 3a3HaueHUX chnTomi‘isgtf"q-g @Kympﬂﬁﬁ
Habpsik 6yJ10 fiarHOCTOBaHO NpH 3BMYaHOMY O TaIbMOJIOTYHOMY 06CTeKEHH . %\ A :
Makynsproi naGpsik, 3a3Bnuaii, 3MeHIIyBaBcs a60 MUHAB BHACITIIOK JIiKyBaHHs a60 micis ‘CKacyBaHHS
NpUHOMY Npenapaty, aje y NeAKHMX MNal[eHTiB CTOCTEepPIiraBcs 3alMUIKOBMH posJiaz rOCTPOTH 30py
HaBiTh ICJA 3HUKHEHHS MaKyIApHOro HabpsKy. V KmiHi4HMX BHNPOGyBaHHAX NiKyBaHHs
(inronimozoM rigpoxsnopusom TpUIIMHAIA, KONM pO3BMBABCA HAOPSK JKOBTOI ILIAMM, a Tmicis
3HUKHEHHS HeDaXKAHOTO sBMIIA IM He 610 OBTOPHO NPHU3HAYEHO JIIKYBaHHS.

Lwpexrop
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OgransMonioriute 06CTeNEHHS PEKOMEHIYeThes uepes 3-4 Micsri micis N0YaTKy JiKyBaHHs, AKIIO
Nali€HTH MOBiIOMIATH MPO MOPYIIEHHS 30py B Oyap-skuit yac mijg wac Tepamii Qinronimomom
riIpoxnopuioM. B Takomy Bumaaky ciix NPOBOJUTH OOCTEIXEHHA OYHOIO JHA, BKIIOYAIOUH MaKyy,
caig npoBoautu (auB. «3ACTEPEXXEHHS TA 3ATIOBDKHI 3AXOTNy).

PexomenayeTsess npunuuuty npuitom JI3 nmc-QIHI'OJIIMOJT , sxmo y mnauienra PO3BUBAETHCS
MaKynApHUA HaOpsK. [TpooBKeHHs JiKyBaHHS MALi€HTIB 3 HabPAKOM >KOBTOI MUIAMH HE OLiHIOBAIOCS.
A pimeHHs npo Te, uM cnmig BigHOBMOBAaTH tepanio nvMc-PIHTOJIIMOJ] micis 3HUKHEHHI
MaKyJIapHOro HaGpsKy, HEOOXiHO mpuiMaTH 3 BPAaXOBYBaHHAM MOTCHUIMHUX NepeBar i pu3UKiB 1yIs
JTIOIUHU.

Maxky.asipuuii Ha6psik cepes nanienTis 3 yeitom ago XBOPHX HA HyKpOBUii xiaGer B aHaMHue3i
ITaujentu 3 yBeiToM B aHamMHe3i Ta mauicHTH 3 LyKPOBUM [ia0eTOM MalOTb IMiABUIIEHHI PH3UK
MaKyspHoro Habpsiky (auB. «ITOBIYHI PEAKIIII»). [Mauientu 3 PO3CISIHUM CKJIEPO30M Ta CyMyTHiM
IlyKpOBUM AiaGeToM OyiM BUKIIOUEHi 3 KIHIYHMX BUNIPOOYBaHe 3 GinromiMony rigpoxnopuzom. B
IHIIMX KIMiHIYHUX BUOPOGYBAHHSX hinronimon rigpoxnopuny, me BKIOYATH TALIEHTIE 3 niaberom,
4acToTa HabpAKY JKOBTOT MMM Gyna B Kigeka pasiB BUILE B NOPiBHAHHI 3 mauicHTaMHu 6e3 niaberty, a
HAaOpSK JKOBTOI MUISAMM y MALU€EHTIB, sKi OTpumyBanu (inroniMox rigpoxnsopun (maGeruuna i
HeliabeTudHa rpynu) GyB B JBa pasu 4YacTilluM B NOPIiBHAHHI 3 NalieHTaMu, AKi OTpUMYBAIH
KOHTPOJIbHE JIIKYBaHHS.

Ha nonarox no odranemonoriunoi ouwinku nepen noyarkom Tepanii mvMce-OIHTOJIIMO/] i yepes 3-4
MICALI T/ MovaTKy JiKyBaHHS PCKOMEHIYETECS PerynspHe OOCTeNEHHs MAUieHTIB 3 PO3CISHUM
CKJIEpO30M, LyKpOBUM J1iabeToM a0 yBeiToM B aHaMHesi npu oTpuMaHHi Tepanii mvc-OITHI OJIIMO]I.

Pecnipatopui edexTn

Hoso3anexne 3HIMKESHHS 06'eMy GOPCOBAHOTO BUAKXyY 3a 1 cexynny (forced expiratory volume over 1
second (FEV1)) i au¢ysnoi eMHocTi nerenip 3a MOHooKkennom Byriewto (diffusion lung capacity for
carbon monoxide (DLCO)) cnocrepiranacs Cepell Maui€eHTiB, SKi OTpUMyBaIH (inronimomy
rifpoxnopun Bxe uepes 1 Micsup micys noyarky nikyBauHs (muB. «I[TOBIYHI PEAKIIII»). 3minn
FEVI1, Ma6yte, € 060poTHHMH micns npunuHeHHs NKyBaHHS, ajleé HeJOCTATHELO iHpopmanii s
BU3HA4YEHHs 000poTHOCTI 3HMKeHHS DLCO micns NPUNMHEHHA NPUIOMY JTiKapCHKOro 3acoQy.

C1iZl IPOBOAMTY CITiPOMETPUYHY OLHKY pecniparoproi dyukuii i oninky DLCO mix uac Tepamnii nMc-
OIHI'OJIIMO/I 3a KIiHIYHUMM [TOKA3aHHIMHU.

TNanieHTH 3 PO3CiHUM CKIEPO30M Ta MOPYIIEHOO dyHxuiero quxauns (Hanpukiaz, }ibpos serenis,
AiarHo3 akTHBHOI XBOPOOM JIEreHiB, BiaXWICHHS BiJl HOPMH (YHKIIOHATBHUX TECTiB JIeTeHiB) Oynu
BUKJIFOYCHI 3 KNIIHIYHOrO BUNIPOGYBaHHS inromimony rigpoxsopuny.

nve-PIHI'OJIIMOJT cnin 3acrocoByBat 3 00EpEIKHICTIO MAIEHTAM 3 BAKKHMU pecnipaTopHUMU
3aXBOPIOBAaHHSAMHU, TAKMMM SK JiereneBuit Gidpos, momipHa i Baxkka actma aGo XPOHiYHa 06CTPYKTHUBHA
xBopoGa nerens (aus. «BITJIMB TA KJIIHIYHA DAPMAKOJIOT I51»).

Metaboaiuni ebexrn xpal,

3aranbuuii Xo/1ecTepuH, XoneCTepuH TiNONPoTEiHiB HU3bKOT WiALHOCT] T2 Tpuriinepuam2

Mijt 4ac JiKyBauus ¢iHroniMomom /o /:Ww APMAC

JIiKyBaHHs (iHroNMOZOM NPH3BOAUTE 1O MiBHILEHHS PiBHS 3araIbHOrO XoJecTepH y,%)g?%‘é
e

JITHII i Tpurniuepuais (qus. « [TOBIYHI PEAKL[IT»). Lli cnocrepexenns ciig Bpa‘)ﬁ%%ggm
"'".,W 22

.y § ey
ey, 4 <}

1110)7 S

NKyBaHHi NaUieHTiB 3 paHile icHyY0I0 rinepinizemiero, >
. . ,
aTepOCKIIEPO30M, a60 ilIemMiuHOIO XBOPO6OIO cepuys. o
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IHcuxiaTpuyHi edexTn

Jenpecis i cyiumaanbsHi gymMxn

Binomo, wio ﬂenpeciﬂ i cyiumpaneni JyMKM dacTille BUHMKAKOTH cepen momyisuii PC. 38's130k Mix
BMHMKHEHHAM Jenpecii i / abo cyiuuaansamux IlyMOK i BUKOpUCTaHHAM (I)mrommony TiApoxJopuay B
nonynﬂuu PC ne Bcranosneno. ITanienram, ix cim'ssm Ta oco6am, sKi 3MiMCHIOIOTE JOMIS 33 TAKAMH
MALi€HTaMH, CJTiJi PEKOMEHIYBATH CTEXXHTH 3a TOSBOK OYIb-SKHX CHMIITOMIB Jenpecii i / abo
CYILMAANBHUX AYMOK i MOBiTOMJIATH JiKaps MPO Le JJis ONepaTUBHOT OLIiHKH.

Cexcyannna GyHkuis / penpoayKTHBHA aKTHBHICTH
Poau Ta pospoaxyBanicTn
Hanux npo BB @iHroniMoLy Ha MOJNOTH i PO3POIKEHHS HEMAE.

Besnnigns
JlaHi JOKNIHIYHMX JOCHI[UKEHh HE nepenbauaroth, mwo Pi”HrosiMom Moxe OyTd moOB'A3aHUIl 3
MiABUIIECHMM PU3UKOM 3HKEHHS GbepTuibHOCTI.

PenpoaykTHBHA TOKCHYHICTB AJISI KiHOK
3a 1aHMMH JOCTTiZKeHb Ha TBapuHax, DiHroiMo/ rifpoXIopua NOTEHIiHO TepaToreH H il (muB.
«IIOBIYHI PEAKIIII», «3ACTEPEXEHHS TA 3AIIOBDKHI 3AXOIN»).

PenpoayKTHBHA TOKCHYHICTD IS Y0JIOBIKIiB
HasBHi naui He npunyckaroTs, mo DiHroniMOA rifpoxiopus Moxe GyTH MOB'S3anuil 3 i IBUIEHUM
PM3MKOM TOKCHYHOCTI JJIsl TUIOJIA, OTIOCEPEIKOBAHIM YOJIOBIUOIO PEHPOAYKTHBHOK CHCTEMOIO.

Ocobnuei epynu Hacenenuns

JKiHKH penpoayKTHBHOIO BiKy / KOHTpaueNnis

nmc-@IHI'OJIIMO/I npoTHunoKasaHuii BariTHUM skiHKaM abo xiHKaM 3 AITOPOJHHM MOTEHLIANOM, SKi
He BUKOPHCTOBYIOTh e(pexTvBHY KoHTpaueniio (auB. «[IOBIYHI PEAKIIII»).Tomy nepex noyarkom
NKYBaHHsIM XiHOK PENpPOYKTUBHOTO BiKy Mae OyTH HASBHUM HETATHBHMUIA pe3y/sTaT TECTy Ha
BAriTHICTh, & TAKOX HEOOXi/IHO MPOKOHCYILTYBATHCS OO CEPHO3HOTO PH3MKY A1 IUioza. JKinku 3
PENpOSYKTMBHUM MOTEHLIaIOM [OBHHHI BUKOPUCTOBYBaTH e)eKTHBHY KOHTpALETILIO Mix yac
JIleBaHHH i IpoTAroM 2 MicAuiB micyis npunuHeHHs npuiiomy nvc-GIHIOJIIMO]T , Tak sk
NiKapchKuii 3aci6 MPOTAroM LBOT0 Yacy BUBOAUTECA 3 opraHismy (mus. « BIUIMB TA KJITHIUHA
®APMAKOIJIOI'IAT»). SIkuio sKiHKa 3aBariTHie Iij 4ac 3aCTOCYBaHHS LEOTO Tpenapary, nauieHTka
TIOBMHHA 3HATU NIPO PM3UK JUIS ILIOAY.

BariThi sxinkn

nve-PIHI'OJIIMO/T  npotunokasanuit  BariTHEM a00 JKiHKaM pPenpodyKTMBHOTO BiKy, fKi He
BUKOPHCTOBYIOTh edekTHBHOI KOHTpauenuii (mus. IToGiuna gis). Hemae Bimmosimmmx i mo6pe
KOHTPOJIEOBaHUX JOC/Ii J)KEHb cepent BariTHUX. =
Hoctynni jaHi npo mnamieHTiB (MOCTMApKETMHIoBi JaHi Ta IH(bopMaum 3 peee‘fp ,..—ﬁam ocTeil)
AO3BOJIAIOTE MPUINYCTUTH, IO BUKOpHMCTaHHA PiHroniMony acowiroeTscs 3 mﬁ eHuit® pudugom
cepuo3ﬂy1x BPOKEHHUX BaJ PO3BUTKY (npubmmsHo 5%) mpu 3aCT00yBaHH1 i [ ACHBARITHOCTI B
TOPIiBHAHHI 3 MOIIMPEHICTIO, XA COCTEPIiracThes B 3araibHil nomynsuii (2-4%).s | Ypaing jus T
ITaTepH Baj pO3BUTKY, ONIMCAHUM s (I)mrommony, aHAJIOTIYHUH NaTTepHY, HIOIE) QCTEPILACTRCA, npn
3araNibHiil YHCETBHOCT] HaceeHHs; MPOTe I ABUILEHa NOIMPEHICTh TAKHX KOHKPET nx" oéHéBHHx Baj

pO3BUTKY Oynia NpUHHATOIO 0 BigoMa:

-,
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® BpokeHi Bagu cepus, Taki s nedexru MiXnepeacepaHoT NIEPErOPOIKH.
e Hupxogi anomanii
e CkeneTHO-M'A30Bi aHOMAaIT

SIKIo JKiHKa 3aBariTHina mig uyac npuiiomy nmc-OIHIOJIIMOJT , JiKyBaHHS HEOOXiqHO NPUNUHHUTH.
nMc-@IHIOJIIMOJI Heo6xiano npunvnuta 3a 2 Micaui J0 IJIaHyBaHHS BariTHOCTI. Jlixap mae
NONEpEeUTH NP0 PU3MK IUKIJVIMBOTO BIUIMBY HA IUIiA, MOB'S3aHM 3 NiKYBaHHSAM, Ta MPU3HAYMUTH
NojaIbIIe MeaMuHe obcTexeHHs (Hanpukinan, Y3]11). Takox CIIiJi BpaXOBYBATH MOMIMBICTB BaXKOTO
3aroCTpeHHs1 XBOPOOH Cepet KiHOK, KOTPi MPUIUHSIOTS nputiom nmc-®IHT OJIIMO]T uepes BaritHicTs
abo 3anaHOBaHy BariTHiCTh. IIAi€HTH MNOBMHK] TIPOKOHCYJIBTYBATUCS 3i CBOIM JiKapeM oo
MOJMCTMBUX anbTepHaTuB (auB. «SACTEPEXEHHS TA 3ATTOBIKHI 3AXOINy).

Jlocifkenns Ha TBapuHaX MOKasaM, IO DiHronimMoa BUKIHKae PENPOAYKTHBHY TOKCHYHICTB,
BIJIIOHAIOUM  BTpaTy miofa # Tepatorenuicts. [lpu TiepopanbHOMy  3acTocyBanHi DiHronimMosmy
BariTHUM IypaM B nepioz OpraHoreHesy, cnocrepiranacs niBUILEHA YacTOTa Baj PO3BHUTKY MIOAY i
MeTaNbHICTh eMOPiOHA Ta MIOAY, NOYMHAIOYY 3 703, BIANOBIAHUX ABOPA30BOMY BILIMBY y JIIOAMHU B
PeKOMeHIoBaHil no3i 0,5 mr. Haii6inem yacTumu BiCLIEPaJIbHUMHU BafaMu PO3BHTKY miIoja y mypis
Oynu posnamm aprepiansHOro CTOBOYpY Ta medieKT MiXIITyHOUKOROI neperopoaxu. Ilepopansae
BBEACHH DiHronimMoly BariTHUM KpOJuMKaMm min uac OpraHOreHe3y MNpPHU3BOAMIO [0 30iNbLICHHS
BUIIaJKIB eMOpiodeTansHOl leTanpHoCTi Ta 3aTPUMKH POCTY MIOJA, MOYUHAIOYM 3 103, AHANOIUHHIX
BILIMBY Ha NIOANHY NpH peKOMEHOBaHa 103i 0,5 Mr (quB. «TOKCHKOJIOT I5I»).

Peectp Baritanx

Icuye peectp, B sxomy Bi/ICJTIIKOBYIOTBCS Pe3yJIBTATH BATITHOCT Y KIHOK, fiKi 3a3HaJM BILIHBY IMC-
OIHI'OJIIMOX y nix wac BaritHoCTI. SIxmo min wac npuitomy nmc-OIHT OJIIMOJT marientka
3aBariTHiNa, JNiKapsM pekoMeHmyeTscs TMOBiJOMHTH TIPO WO TOAIIO, 3aTeNe()OHyBaBIIM B peecTp
BaritHux nmMc-@IHIOJIIMO/] 3a HOMepoM 1-888-550-6060.

HKinxwu, sixi rogyors rpyqsmu

®@iHro1iMoJ BUAINAETECS 3 MOJOKOM TBAPUH, AKi OTPUMYBAIX JNiKyBaHHS B nepion naktauii. Hemae
AaHUX 1OA0 BrIMBY DiHronmiMoAy rigpoxopuay Ha AMTHHY, sKa mnepeOyBac Ha IpymHOMY
BUrOJOBYBaHHi, a6o edexrn Pinromimony TipOXJIopua Ha MOJIOYHy cekpeniro. Ockinpku 6arato
penapaTiB BUAINAIOTECS 3 TPYJHHM MOJIOKOM i HCpe3 MOXIIMBICTH CEPHO3ZHHX MOGIYHUX peakuiit
®@inroniMony cepes rpymHux niTed, KxiHkam miguac npuiomy nmc-OIHT OJIIMOZ y He MoxHa
FOMyBaTH TPYAbMU.

ITeuinkoBa HegocTaTHICTL

nmc-@IHIOJIIMO [T NPOTHIIOKA3aHUH NALliEHTaM 3 TAKKOIO TeYiHKOBOIO HegocratHicTio (Yaitna-ITro
knac C) (nqus. «[TOBIYHI PEAKIIII» ). Xoua y nauieHTis Hemae HEOOXimHOCTI Kopnrygg:gpﬁﬁfiay “;“'ylpn
nerkii a6o nomipHiit meuinkoBiit HeNI0CTaTHOCT], ctifi 6yTH 06epesKHUMH Mmix yac nqﬁj}yﬁ@lﬁﬁﬂi{a
BAKOpUCTaHHAM nMc-PIHI'OJIIMO/ y y nux manienTis («BIUJIMB TA KJIIHIYHA' Y
®APMAKOJIOT I51y). -1:1”(« PAMACATC \ -
Iauienrn 3 yixe icHylounm 38XBOPIOBAHHAM NEUiHKH Gy/IM BUKIIOUEH] 3 KiiHiuHNxX, H#g"o‘gﬁfﬁaﬁ'ﬁwcgi
TOMY HE HEBiIOMO NpO BILIMB MKYBaHHS Cepel Nal{eHTIB 3 i ABUILEHUM puﬁi’ébj\{’pgs[lamky ‘
MOPYIIEHHA (YHKIiOHATBHUX NPO6 TNEYiHKH, BAXYMX YIIKOMKEHb IEUiHKH abo imﬁn~x\ﬁne6a>i<aﬂnx
ABUIL MiJ yac nikyBaHHs nmc-OIHT OJIIMOJlom cepen Takux mamjentis (muB. «3ACTEPEXXEHHS
TA 3ATIOBDKHI 3AXOI1»). '
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Hupkosa nenocraruicrs
Pexomennyerscs 3 obepexuicTio 3actocoysatd nmc-@IHI'OJIIMOJ] Cepell MALEHTIB 3 THKKUM
YPaXeHHAM HUPOK (nuB. « BIUIMB TA KJITHIYHA OAPMAKOJIOT Is]»).

IepiaTpuuni nagieurn (<18 poxkis)
nme-@IHI'OJIIMO/T He nokasanuit s BUKOPHCTaHHS Cepes neiaTpuyHmX namieHTin (nuB. «BITJIVB
TA KJITHIYHA ®APMAKOJIOT I51»).

I'epiaTpuuni nagiearn (> 65 poxis)

Kniniuni mocnimkenns ®@inroyimonry TiAPOXTOPUAY He BKIOYAIM AOCTaTHIO KiNBKICTh MaI{icHTIR y
Billi 65 poKiB i cTapime qus OLIHKHM e(eKTUBHOCTI Ta Gesnexy B Liif BikoBii rpymi. Yepe3 BUHUKHEHHS
MiABUIIEHOT YacTOTH TOTipIIeH s ByHKLji TIEYiHKH, HUPOK, iMyHiTeTy, nerens i CEepLEBO-CYAUHHOT
CUCTEMH, BHACTiIOK iHIIMX CYIyTHIX 3aXBOpPIOBaHb i CYNPOBO/KYIOYOT MeIMKaMEHTO3HO! Tepanii,
TOMY JiKyBaHHs nmc-OIHT OJIIMOTom noTpedye obepexxHocTi i MosKke BHUMAraTy JA0JIaTKOBOro abo
OinbI  gactoro CIIOCTEPEIEHHA Cepell TrepiaTpUUHUX NauieHTiB  (nus. «3ACTEPEXEHHS TA
3ATIOBDKHI 3AXO/IW», «[TOBIYHI PEAKILIII»).

Indopmanis aas nauienTis

[apopmanis mns cnoxusauis BXOMUTE B MaKyBaHHsA nmc-OIHT OJIIMOJ] Ta BUJIAETBCA MALi€HTYy.
OcoGam, aKi oTpUMYyIOTE MMC-OIHT OJIIMOJT , Takox cnin HallaT HaCTymHy iHdopmarito mig yac
KOHCYJIbTaLii 3 JlikapeM a6o dapmanesToM:

1. I'enepaneni pexomenaauii

Y3aransHuTH 1N NAvieHTiB iHpopMmaniro npo TMEpEeBary i NOTeHUiNHI pusuky JNKYBaHHS BHACIILOK

2. CepueBo-cyauuni edextu i MoHiTOPHHT nepioi 103u

IToBizomTe NalieHTaM, 10 MOYaToK JiKyBaHHS @iHroiMoa0M IIPU3BOAUTE O 3HUKEHHS YaCTOTH
CCPLEBHUX CKOPOYEHB. 3a3HauTe, mio im Oyne noTpi6HoO KOHTPOJIIOBATH YacToTy ceprieBrx CKOpOYEHb i
apTepianbHUiA THCK B KaGiHeri Jikaps a6o iHmOro menuyHoro 3aKiany NpOTAroM He MeHIIe 6 rouH
MiCIIs 3aCTOCYBaHHS TIePIIOT 03, i IO BOHH 3MyIeHi 0yayTh 3po6uru EKT NCpeN MPU3HAYEHHSM i B
KiHUi 6-rofuHHOrO nepiony MOHiTOpHHTY. Takosk HOBiZOMTE NMallieHTaM, 1o B pasi aHOMaiii EKT,
TaKUX AK Jly)e MOBIIBHE CEpLEOHTTS B Kinn 6-roauHHOrO nepiofy crocrepexenns a6o CHUMIITOMH
OpaauapurMii, ix norpi6Ho Gyne KOHTPOJIHOBATH JOBLIE, 4 MOMKIIUBO | TIPOTATOM HOYi, ITOKHU He Oynyrs
BUABJICH] ILIAXH BUPilIEHHS npo6aemu. CumMnromu OpanuapuT™ii MoxyTs BKmIOYaTH 3anaMOpOYeHHs
abo cepueburra. Iloizomre NalieHTaM, wWo mpu TNpUNKHEHH] Npuitomy ®@inronimony mpotsrom
Oinble ABOX THXHIB Ta HaCTyITHUM BiJHOBJIEHHIM NiKyBaHHA eexTu OyIyTh aHanOriYHMMU sk TS

MIHIMYM 6 TOAMH, B TOMY Yucsi 3 TEPI0MIHOIO OUIHKOIO YACTOTH CepLieBux CKOPOHERBS & 1, >
A s
. co :"f"’ 0/ - i
3. Pusuk indexniii 7
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IToBizomTe NauienTiB, 1o Y HUX MOXe 30iIbIUTHCS PHU3HK OTpUMaTH iHQ>eKui'1's
QIHI'OJIIMOJT , Tomy im crig NIPOKOHCYNIBTYBATHCS 31 CBOIM nikapem y past PO3BHTKY CUMIITOM{B
. . . ‘ } EHTGinal Ay g i on
sapaxeHHs. Ilosizomre nauienram, mo ICHY€ MOTEeHL{aN JOAaTKOBHX CPICTCMHI/’IX\_C(IK%RTIBt;ﬂMg’ﬁ‘lTeTy,
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ckacysanus Teparii. ITpokoHCynETyiiTe NaUienTiB, o He NepeHecy BITpsHY Bicny a6o paki
MPOTH BITPAHOT BicmH, moxO PeKOMeHauii BakuMHyBaTH Ix A0 mouarky jikysauHs M3,/TiMc-
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4. IlinBumen s aprepianbHoro THCKY.
IloBigomTe mauientam, mo mia yac TPMBAJIOrO JIKYBaHHA MOXE CTATHCS NiIBUINEHHS apTepiaisHOro
TACKY BHACIJOK 3aCTOCYBaHHS mmc-OIHT OJIIMOX , Tomy mMae NPOBOJUTHCS  PEryApHUIL
MOHITOPHHI apTepialbHOrO THCKY.

S. IlixBuuennst pisus (epmenTiB nevinku

IloBigomMTe nauieHTiB, o IMc-OIHI'OJIIMOJT modxe i IBUIYBaTH piBeHb (epMeHTIB newinku.
3asraure, mo GyayTh NPOBOAUTHCS PETyApHi aHaNi3K KpoBi i mo narienTam CJIi 7 3B's13aTHCA 31 CBOIM
JiKapeM, SKIIO I uac NIKYBaHHA Y HHUX BHHUKHYTb HE3pO3yMini HyxnoTa, 6:110BOTa, 6o B JKUBOTI,
BTOMa, aHOPEKCist a00 JKOBTAHUIA i / a60 TeMHa ceua,

6. Makyasipauii naGpsix

Hosinomre nauientis, mo mvc-OIHT OJIIMOJI mosxe BHKkIMKATH MaKyIsApui HabpsK, i mo v crig
3B'A3aTHCS 31 CBOIM Jikapem, SIKINO BOHM BiMMYBAIOTE Gymb-siki 3Minu y cBoemMy 3opi. IToimomre
NalienTiB 3 IYKpoBUM miabeToM aGo YBEITOM B aHaMHe3i, Mo y Hux NiBUILEHUH PH3UK HaOpsiKy
YKOBTOT IUISAMMU.

7. BILUINB Ha opranu AuxaHHs
[Topagpre mauientam 3's3atHcs 31 CBOIM nikapeM, SKIo Y HUX BIEpIN€ BHHHKHE 3aJdINKa a60
TMOTIPLIATECS JUXaHHS.

8. Pusuk guis niiona
YV nocnmimxenusx ua TBapHHaX OyJI0 MNOKazaHO, IO @ixronimon NOTEHUIHHO TepaToreHHumii,
IIpotunokazano sactocysanns xinxam PCIPOAYKTUBHOIO BiKYy, sIKi He BUKOPHUCTOBYIOTh €(eKTHBHI
3aC00M KOHTpAaUenii Ta BariTHuM,
® HeraruBHuii pesynsrar TECTy Ha BariTHICTH TMOBHMHEH OyTu minTBepmKeHHit 110 HOYaTKy
JNiKyBaHHs, i #oro cirix TIOBTOPIOBATH Yepes BiAMOBIAHI iHTepBamm.
* XKinok penpomyxtusHOro BiKy Heo0XinHo inpopmysatu n0 To4aTKy JKYBaHHA i perymspHo
TICJIS LbOTO KOHCYNBTYBATH PO Cepito3Hi pusuku dinromimony mis mnoxa.
* KiHku penponyKTHBHOro BiKy MOBHHHI BHKOPHUCTOBYBAaTH e(heKTHBHI 3aco0u KOHTpauenuii mig
4ac JiKyBaHHS i MPOTArom 2 MicAUiB micis npunuHeHHs NiKyBaHHsI.
e Ilin yac nikyBaHHA >KiHKM He TIOBUHHI BAriTHITH. Sxkmo mig yac NiKYBaHHS MallieHTKa
3aBariTHina, npuiiom nmc-OIHT OJIMOLT y meobximuo ckacysatu. Ilpu npununenni

BariTHOCTI CJij BPaxoByBaTH MOJXIMBE BiJHOBNEHHS aKTUBHOCT] 3axBoproBanHsi. Heob6xigno
TIPOBECTH MEIMYHY KOHCYJBTAIUIO 00 PU3NKY WIKIIHBOrO BHNMBY Ha IUij, HOB'S3aHOTO 3
NiKyBaHHAM @inronmiMony, a TAKOXK I BUKOHATH YJIBTPa3BYKOBE AOCIIIKEHHS.
* npuiiom nMc-PIHI'OJIIMO]] HEOOXiHO MpUIMHUTY 33 2 Micani M0 IUTaHYBAHHS BariTHOCTI,
9. Jlikapcbka B3aemois SRR ET Y
. . . “ v . 5 e, ‘ \
IoBinomTe mauientis, mo oxHouacHmif TIPYHOM JIEKHX CepuUeBHX Mpemnaparin Moxgc"aﬁrffgmﬁmhﬁ K
Opanmaputmii 3 BBemeHHAM nepmwoi Jo3u nmc-OIHT OJIIMOJZT , Tomy nqﬁpdgggg %, -HazaTy
. . . e . o o fom QTR T AT A
in(opmaniro npo Bei ik, sxi NpUHMalOThCS B JaHUiA yac. =\ Yooaiwa thtn v
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IloBinomTe mnaujentie, mo cminsme 3aCTOCYBaHHA MPOTHITYXJIMHHHX, iMyHOCYIpetUBHIX 260
IMyHOMOYTIOIOYNX Tpenapatip He PEKOMCHIYETECS Yepe3 PU3UK HOAATKOBHX edextin-Ha iMynHy
CHCTEMY. : -
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10. 36epesxenns edexrin nve-OIHT'OJIMO/ micas Biaminu npenapary

IloBigomTe nauieHris, mo nmc-OIHT OJIIMOJI 3anumaerscs B KpOBi i IPOROBIKY€E BUABAATH edeKTH,
BKIIIOYAIONH SHWKCHHS KiNBKOCTI mimMdouuris B KpOBi, mpotsirom a0 2 MiCALiB micms npuiiomy
OCTaHHBOI JO3H.

11. Pusux paky mkipu.

IloBinomTe mauientis, mo cepen mauieHTiB 3 PC, ski oTpuMyBanu ®inronimop rinpoxnopun, Gymu
3apeeCTPOBaHi BUNALKH paKy LIKiPH, TOMY NALi€HTH NOBHHH] KOHTPOJIFOBATH i MOBiTOMJIATH npo
Oyp-ski migospini ypaxemus A0 TIOYATKy JIKYBaHHS i mijx yac NiKyBaHHS ®iHromiMonoM. IMopanrte
NaiieHTaM OGMEKUTH BIUIMB COHSIYHOMO CBiTIa i ynbTpadioneTosnx TIPOMEHIB 33 JIOMOMOror0

Binl ynbTpadionery.

12. Bunaaxu IIMJI ,

IosinomTe nauientis, mo BUIANKK NPOTPECyrodoi MyasTH(OKAIEHOT neiikoeHuedanonarii I
BiOYIHCS pu6M3HO Yepe3 2-3 poKM MOHoTepanii, Xoua TowHmi] 3B'A30K 3 TPMBAJICTIO JiKyBaHHS
HEeBiOMUIA.

13. Pu3uk nosepuenns AKTHBHOCTI 32XBOPIOBAHHS i CepiO3HOro 36iNb e s inBamianocTi.
Iosinomte nanuienris, mo miciug TIpUTMHERHA NiKyBaHHs OiHroximo CHMIITOMH PO3CISIHOTO CKIIepo3y

14. Cumoromu PRES

IToBigomTe NalieHTaM, IO CHMITOMM CHHADOMY 3aJHBOI 0GOpPOTHOT eHuedanonarii (posterior
reversible encephalopathy syndrome (PRES)) moxyTs BKmIOYATH PanToOBHi MOYATOK CHIIBHOIO
TFOJIOBHOTO 60110, CIUTyTaHiCTE CBiJIOMOCTI, Cy0MH i 3MiHu 30py.

15. Pu3uk nyxauuuoro YPakeHHs

IMoinomre nauienTin npo Biporiguuii possuToK CTaHy 3 HE3BUYAMHO BEJUKUMH YPaXK€HHAMMU
TOJIOBHOrO MO3Ky, WO IOB'S3aHMii 3 PELUANBOM PO3CiSHOrO CKIIepo3y, onHak, mpo ue pigko
TOBIZOMIIANOCS cepen NaLi€HTIB, sKi OTpuMyBanu @inronimMon (craH, mo Ha3sUBAETELCSA MyXJMHHUMM

IIOBIYHI PEAKITIT

Orasin noGiuuux peakiiii Ha JiKapcLKuii 3aci6 »

SRR BT gy

B uinomy 1 703 mauienra, sxi OTpumMyBamu ®@inronimoxy rinpoxnopun (B nosi 0,5%a o’“l,&@hﬁ)
CKJIamu rpyny Gesneku B IBOX mociimkenusx 11 dazu (D2301 i D2302) g 3aTBep,q512cne HSI ,ni;gygamgé\

Cepell MAL{EHTIB 3 peMiTyroumm PO3CISIHUM  CKIIepo3om (muB. «KJIHIYHI BUIIP ﬁ&ﬁ%ljﬂ))(
i Hitie

e

/ "f,)
Hocnimxenns D2301 (FREEDOMS) sBisio coboro ABOPIYHE MIIANE60-KOHTPOIEABAHE 1
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Y upomy mocnimkeHHi HaMGinbLI CEpHO3HUMH TOGIYHMMM peakuisMu (IIP) mns pexoMeHmoBaHOT
TepaneBTHdHOl fnosu 0,5 wMr  6ymm iHpexuil, MaxkynapHuMii HaOpsk, Opaiukapnis  aGo
aTpiOBEHTPUKYNAPHA GNOKama Ha no4aTky nikysauHs (aus. «3ACTEPEXEHHS TA 3ATIOBDKHI
3AXOJIN»). Haii6inbm yactumu [TP (uactora > 10% i yacriure, Hix B Ipymi mnaue6o) npu 103i 0,5 Mr
Oynu ronosuwmit 6ins, rpum, miapes, 6inp B CIMHI, MiABUIIEHHS PiBHA (epMeHTIB MeuinKy i Kalies.
€amnnm HebaxxaHuM sBHIIEM, sKe TIpUBEJIO N0 MPUNMUHEHHA Tepamii Ginbme 1% NaLi€HTIiB, sKi
otpumyBaimu 0,5 mr ®@inronimon rigpoxnopun, 6yno nigBumeHHS PiBHS TpaHCamiHa3 y CHpOBATII
KpOBi, 110 IPUBENO J0 BiAMiHM npenapary 3,8% mnarieHTis.

Hocnimkenns D2302 (TRANSFORMS) 6ymo PiYHUM  KOHTpPONBOBAHUM JOCHIDKEHHAM 3
BUKOPUCTaHHAM iHTepQepoHy Gera-la B sKocTi 3aco0y MOpiBHHHA 3a yuacTio 1 280 NalieHTiB 3
PO3CISIHMM CKJIEpPO30M, SIKi otpumyBanu ®inronimon (849 oci6: 429 — npuiiManu @inroniMox B 103i
0,5 mr, 420 — @inronimox B 103i 1,25 Mr) a6o intepdepon Gera-la (431 oci6). V nocnimxenni D2302
Haityacriwi ITP (> 10%), cepitosui ITP i I1P, mo npussenu no TPUNIIHEHHS IPUHAOMY, B Hilomy Oymu
aHaJOri4Hi TUM, PO AKi MOBiZOMISIOCH B I1a11€60-KOHTPOJILOBAHMX AOCIIi [IDKEHHSX, 3 ypaXyBaHHAM
BIIMIHHOCTE}! B TPHBANOCTI HOCITi IKEHHS.

Kainiyni Bunpo6yBanus noGiaunx peakuii Ha Jikapcbkuii 3aci6

Ockinvku xniniyni 6UNPObYBaHHA NPoGOdsMbCs 6 Oyoice cneyugiynux ymoeax, wacmoma nobiunux
Pearyiu, wo cnocmepizacmvcs 6 kuiniuHux 8uUNpoOYBanHsx, Modice He 8iCobpasicamu wacmomu, sixi
cnocmepieaiomecs na npaxmuyi, i ue noéunna nopieniosamuca 3 uacmomoio € KuiHiuHLX
BUNPOOYBAHHSX THUI020 npenapamy. Ingopmayis npo nebancani peaxyii na nixu, ompumana ¢ x0di
KNHTYHUX  6UNpOBYBaHs, KOpUCHA Ons Gusenenns Hebadicanux asuwy, noe'szamux 3 JKapcoKumu
3acobamu, i 015 npUbNU3HO20 PO3PAXYHKY NOKA3HUKIG.

Hebaxcani sBuIna, 110 BUHUKIN B pe3ybTaTi JNiKyBaHHs, nepepaxoBaHi BiNOBIAHO 10 Knacudikarii
opraHiB Ta cucrem MedDRA.
Tabmuus 1: Io6iuni peaxuii, mo BusiIeni HiCJIs1 JIIKYBAHHSA Ta BHHHKAIOTL Y =1% nauienris B
nocixkenni D2301 i 3apeectpoBaHi ana Pinroaivony rixpoxnopuzy 0,5 mr 3 yacrororo > 1%
BHILIOK, HiZK 119 I1aneGo.

Kunac nepeunnoi OpraHHol ILnane6o ®Dinrogimon 0,5 mr
CHCTEMH Ne =418 Ne =425
Hepeaxuo fouinbuumii Tepmin (%) (%)

Indexuii

BipycHi indexuii rpuny 41 (9,8) 55 (12,9)

Bponxir 15 (3,6) 34 (8,0)

Cunycur 19 (4,5) 28 (6,6)

["actpoenreput 13 (3,1) 19 (4,5)

[TaeBMoOHis* 1(0,2) 2(0,5)

I'epnietnyni BipycHi indexuii* 33(7,9) 37 (83'7)_;3;~§;:’ !;i. . r

IHekuiiine 3ananenns Byx 6 (1,4) 16(3*;% )" WE\J{\ \

i .

Cepuei posaaau mgf ccnwwff‘ﬁ‘ﬁ.‘a".fﬂifﬁ'*’ SR :

Bpamukapis 4 (1,0) 1 5\2 , ,53)’4%,0‘??&@'@ LLES I

Po3nagn neproroi cucremn A\ 1

TonoBHuii 6ias 96 (23,0) 107 (25,2).

3anamopoyeHHs 23 (5,5) 31(7,3) -

Ilapecresis 18 (4,3) 23 (5,4) / /
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Mirpeun 6 (1,4) 20 (4,7)
HlnyHKoBo-KMImIKOBI posJjaau
Hiapes 31(7,4) 50 (11,8)

3araabui posnagu ta posnaau B
Micui 3acTocyBaHHs

Acrenis 5(1,2) 11 (2,6)
Ilopymenns 3 Goky ONOPHO-
PYX0BOro anapaTy Ta CIOJy4HOY

TKAHUHHU
binb y criuni 29 (6,9) 50(11,8)
Poznagn LIKipH Ta miJKipHIX

TKAaHHUH

Ex3ema 8(1,9) 14 (3,3)
Anonenis 10 (2,4) 15 (3,5)
Caepbizx 5(1,2) 11 (2,6)

JlaGopaTopui ananisu Ta
pe3yabTaTH o6CTe:REHHS
[TigBumenns pius

allaHIHTpaHCcaMiHa3y (AJIT) 16 (3,8) 43 (10,1)
[ligBumenns pisus ramma-

yTamintpancdepasu (I'T'T) 4 (1,0) 22(5,2)
ITinBumenHs neyiHnkoBHX

dbepmenTin 1(0,2) 14 (3,3)
SHIKEHHS Baru 14 (3,3) 20 (4,7)
[linBumenss pipus TPUIJLEpUiB

y KpoBi 5(1,2) 11 (2,6)
Hopymenus nokasuukin QyHKIT

TeYiHKK 1(0,2) 6 (1,4)

Posznaau 3 Goxy AUXAHHS,
TPYAHOT KJIITKH Ta cepefocTiHmst

Kamens 34 (8,1) 43 (10,1)

Hucninoe 19 (4,5) 34 (8,0)

IecnxiaTpuuni posnagu

Henpecis 28 (6,7) 33 (7.8)

Poznapu 3o0py

binb B ouax 6 (1,4) 11 (2,6)

Heuirkicts 30py 6 (1,4 15 (3,5)

Cyaunni posznaan

AprepiansHa rineprensis 16 (3,8) 27 (6,4)

Posnaau kpoei ta JiMmpaTuunoi

cHucTeMH D 8T

Jleiikonenis 1(0,2) 1292,8) gy N
| Timgonenis 2 (0,5) 15.3,5) N

* Biporiznmit 38’130k 3 oc i mKyBanmm JKapCEKUM 3ac060M e [ CPARVAL,

Oyia ananoriuna niane6o. Onnax GpomxiT i mueBMC
HacTILIe 3yCTPIYaIiCs y NallieHTiB, ki OTpuMyBanu Qinrosimony rinpoxmnopun (Ta6nuis 1).
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Cepen nauientis, sxi mpuitmanu inrogiMon riapoxnopux (B pexomeHmoBaHili 1031 a60 Ginbum
BUCOKHX JI03aX, 110 BUKOPUCTOBYBANMCH B KIIHIUHMX AOCTiDKEHHAX), Gyan ayske pimkicHi BUIAJKH
JIETAJILHOTO  pesynbTaTy BiA iHdexuiit Bipycy BitpsHoi Bicrm. i namientu orpumysamu TpHUBAIHiA
CYHyTHiif IpuioM KOpTHKOCTEpOixiB (6inbmre 5 AHIB) 151 TIKYBaHHS PEUUIUBIB po3cisiHoro cknepo3y.
Cnocrepiranucs gyxe piakichi BUNagKd iHmmx BipyCHUX iH(eKwuiii reprecy 3i cMeprenbHUMH
Hacniakamu. IToBizommsnocs npo aesi BUNA/IKK JUCEMIHOBaHOTO repriecy, B TOMY dYuchi 3i
CMEPTCJIEHUMH HACIIKAMH, B OJHOMY 3 SIKHX — mpu no3i 0,5 mr (mus. «3ACTEPEXXEHHSI TA
3ATIOBDKHI 3AXO/IM»).

Hosinomnsanocs npo ingikysanus BIDYCOM NAmiIOMU JIFOAUHH (BILI), Bxmouarouu NOSBY TaIiioMm,
AMCIIA3il0, OOPOJaBOK Ta paKy, MOB'I3aHOrO 3 BIUT BHanizox nixysanus ®ixronimonom B
NIoCTMapkeTHHroBoMy nepioni (aus. «3ACTEPEXXEHHS TA 3AIIOBDKHI 3AXO1).

Maxkyasipuuii na6psix

Ilig vac kninivaux BUNPOGyBaus HabpsAK XKOBTOI IIAMM (mMaxynu) Bunuk cepen 0,4% NaLi€HTIB, AKi
OTpHUMYBAN1 PEKOMEHJOBaHy 03y (iHrosimMoxny riapoxnopuny 0,5 mr, y 1,1% nanienri, sxi
OTPUMYBaH By 03y 1,25 mr, iy 0,1% nauientis, sxi OTPUMYBAIH IIaLe6o.

Binbuwticte Bunaakie B wiiHiunmx AOCIiKEHHAX PO3CIsIHOro CKJIEpO3y 3apeecTpOBaHO MPOTArOM
nepmnx 3-4 micauis tepanii. Cepen aeskux mauieHTin BiAMivanocs HewiTKicTs 3ipy abo 3HMKEHHS
TOCTPOTH 30pY, B iHIIMX He 6YI0 BUABJIEHO CUMIITOMIB, i JliarH03 6YB BCTAHOBICHMUI] TpYU 3BUYaliHOMY
0(TabMOJIOriYHOMY 0GCTesNKEHH. JlikyBanus ¢inronimMonom riipoxnopuoM 6yJ10 IpHIEHEHO y BCix

CIIOHTAaHHO MUHAB IiCJS MPUITHHEHHS NpUHOMY MeJUKaMeHTy. Pusuk PELMANBY IIiC/I OBTOPHOIO
TIPU3HAYEHHS HE OLHIOBABCS (IUB. «3ACTEPEXEHHS TA 3AITIOBDKHI 3AXOIN»).

YacToTa BUHMKHEHHs MaKyJISIpHOro HabpsAKy 36i1b1yeThes CepeJ Mali€HTiB 3 PO3CisHUM CKJIEPO30M 3
yBeITOM B aHamHe3i (mpubimsno 20% CepeJl MalieHTIB 3 yBeiTOM B aHamHues] npotu 0,6% 6e3 yseity B
aHaMHe3i).

ITauienTy 3 nykpoBuMm piaGerom Oyau BUKIOYEHi 3 KIiHiYHHXK AOCIPKeHb PO3CisHOro ckiepo3y. ITix
4ac KIHIMHUX JOCIIKEHs HUPKOBOI TPaHCIUIanTaNii, B aKki Gynu BKMOYeHi mamienty 3 IIYKPOBUM
JiabeTom, yacToTa HaOpsIKy >XOBTOT IIAMU Oyna B xigbka pasiB Bume cepen ocié 3 miaberom B
TMOPIBHAHHI 3 MAUieHTaMU, SKi He CTpaxnaioTs Ha niaber. Kpim Toro, Tepanis dinromimonom B mozax
2,5 mr i 5 Mr npusBena 1o ABOKDATHOTO 36UILIIEHHS 3aXBOPIOBAHOCT] HaGPSIKOM >KOBTOT MISIMU B 1IHX
nocrimpkensx. Tomy odikyerses, mo NAaUi€HTH 3 PO3CisHUM CKJIEpO30M i Ha WyKpoBuii miaber
MaTUMYTh BUIIMA DPUSHK HabpsKy XKOBTOT IUIssMU (muB. «3ACTEPEXEHHSI TA 3ATIOBDKHI
3AXOIN»).

Pesyneratu EKT

@idronimony TiApoXnopya 6B MoB's3aHuif 3 NONOBIKEHHSIM iHTepBaty PR, noqoBKeHHIM iHTepBaTy
QTec i 3HImKEeHHAM yacTOTH CEPLIEBUX CKOpOo4eHb (1uB. «3ACTEPEXXEHHS TA 3AITOBIXXHI
3AXOM», «BITJIMB TA KJIIHIYHA OAPMAKOJIOI IS »).

Bpaauapurmis

[MoyaTox nikyBaHHs ®inronimMony riapoxsopunom NpU3BOAUTE 10 06OPOTHOrO 3Hgg;§eéﬁmﬂa,c?0m
CCPLICBUX CKOpOYEHb, W0 TaKOXK MOXKE OYTM TOB'S3aHO 3 3aTPUMKOIO AV-géS ?ﬁ&gﬁ“&yg
3ACTEPEXXEHHS TA 3AIIOBDKHI 3AXO/IW», «BIUIMB TA KJITHIYHA OAPMAKOJIOT ISy)."

Y KnmiHiYHUX JocHimKeHHIX PO3CIsHOTO CK1IepO3y cepemue HaWGiTB BUpaXxceHe 3} mﬁ’e‘ﬁ%‘“}a&o;n :
CCPLEBHX CKOPOYEHB MIC/Is NPUIOMY MepLoi 1031 CIIOCTEPiranocs mporsrom 6 ro i Hf'@}f?f’fi’ﬁéﬁéﬁm
MO3H, 31 3HIKEHHAM CEPEAHBOI YacTOTH CEPLUEBHX CKOpOYeHb Ha 8 ymapis B XBUIMHY, 11fig50,5 Mr
dinronimon TiAPOXIOPHIY Yepe3 5 romuH micis BBCIICHHA N03U. 3MIHU CepelHbOi qa&io.m CEpLIEBHX
CKOpOYEHb 3 TONPaBKOK HA MIaLe6o Yepes 6 rogu micis BBENICHHS 103 CKJana npubimsge 13
YZAapiB B XBHJIMHY 3TifHO 24-ronuHHOMY XONITEPIBCEKOMY MOHiTOpuHry. JIpyra 5032 Mo3xe pha CTH
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A0  HEBCJIMKOrO MOJANBIIOrO 3HMXKEHHA. [lamiestu 3 Opanukapmicto, sk NIPaBHUIIO, TIPOTIKAIU
0e3cuMNTOMHO, ane Y A€AKHX NALi€HTIB CHNOCTEpPiramucs CHMIITOMU BiJl JIETKOTO 10 HOMipHOTO,
BKJIIOYAKOYH TilIOTOHIFO, 3a1aMOpOYeHHS, BTOMY, cepuedurrs i / abo 6inb B rpyasx uu JUCKOM(pOpPT y
TPYAAX, AKi 3HUKIM TNPOTArOM mepmux 24 ropuH JikyBanHa. YactoTa cepuesux CKOPOYEHb
TOBEPHYIIacs 10 MOYATKOBOTO PiBHA MpoTsroM 1 micsus micis NoCTiMHOrO npuiiomy.

Y nporpami KNiHIYHEX gocnimKeHs PO3CiSHOrO  CKJIEPO3Y AB-6nokaza mepmioro CTYIeHs
(momoBxeHuii intepsan PR ma EKT ) Oyna BusBneHa micns ovatKy mpuitomy npenapary y 4,7%
nauienTiB, Aki otpumysanu 0,5 Mr dinronimony rinpoxnopuny, y 2,8% NaLi€HTiB, AKi OTpUMyBaTH
BHYTPIlIHBOM'A30B0  iHTephepon Gera la, i y 1,5% nauienris, sxi OTpUMYBaIM IuIaLe60.
ATtpioBeHTpuKynapHa Giokana 11 CTynens Tuny MoGiu I (Benke6axa) Buspisiacs y 0,2% nauienris,
SKi oTpumyBaiy dinronimon 0,5 mr.

HE3po3ymilly cMepTh NpoTarom 24 romm micis Iepmoi no3u, wo 6ymno 3apEECTPOBaHO IiA yac
TIOCTMapKETUHIOBOTO nepioa (muB. «[TOBIYHI PEAKLIII»). Lli mogxii Oynu ycknanmeni cymytrim i /
abo paHiure icHyouuM 3aXBODIOBAHHSM, OJHAK, HE MOXXHA BUKIIOUUTH 3B'S30K 3 dinronimogom
rizpoxnopumom.

Ilopymenuns mnposigsocti, ski CHOCTEPIralOThCS AK Y KIIHIYHUX BUNPOOYBaHHAX, TaKk i B
[TOCTMapKETUHIOBOMY INepiojli, 3a3Buyait 6ymu TUMYACOBUMHM, GE3CHMIITOMHUMM 1 MUHAIH IPOTATOM
24 ropun. Xoua 6imbmiocti NAaLEHTIB B KIIHIYHUX JOCHIIDKEHHSIX He Oyno motpibHO MemuuHe
BIpy4aHHs, OOMH nauieHt B 103i 0,5 wmr OTpUMaB i30NpeHaNiH (isonmpotepenon) 3 NPUBOIY
6escumnTomuOl AB-6i0kau mo THIY MoGuTr I.

Aprepiaasuuii THCK

QiHroNiMOA TriIPOXNOpHA acolLireTbes 3i SHIOKCHHAM apTepiaNbHOTO THCKY micis nepmoi Jo3u.
XpoHiuHe JiKyBaHHS MOB'I3aHO 3 T ABUIEHHAM apTepiaibHoro THUCKY.

Y nepumii geHp JiKyBaHHS B KITiHiuHEX BUNIPOOYBAHHAX PO3CiTHOro CKIIEpo3y  ¢inromimony
ripOXOPHA acoNiloBABCS 3i SHUKEHHSM CHCTOJIIYHOTO, JiacTOIIUHOrO i CEPEAHBOrO apTepianbHOro
THCKY, IOYMHAOYH 3 | FOXMHY MiC/Is BBENIGHHS [O3H, NOCATAIOUH MaKCHMAJILHOTO 3HUIKEHHS Yepes 4-5
roauH. MaKkcuManbHe 3HIKEHHS CepeaHboro apTepiaNbHOrO THUCKY, B TNOPIBHAHHI 3i 3HAYECHHAMHU 1[0
BBCACHHA 103M, CKIalo 3,5 MM pr.cT. (5 rogus micis BBCIICHHA [I03K) B TpyIli, Jie 3acTocoByBanu 0,5
MI hiHromiMoxy TiAPOXJIOPUAY MOPIBHSHO 3 MaKCHMAJIbHUM CEpelHIM 3HIKEeHHAM Ha 1,8 MM pr.ct. (4
FOIMHY TMICIsi BBEJEHHS J03H) B rpyni mnaue6o (nus. SACTEPEXEHHSI TA 3AIIOBIKHI

SAKUA  TPOSBIAETECS NPUGIM3HO yepes 1 wmicsup micns MI0YaTKy JIiKyBaHHH.‘/);LI-P'ﬁ’ 3@igbm$HHﬂ
30epiranocs npu npoxoBiKEeHHi JMKyBaHHS. Y KOHTPOJNBOBAHHX ﬂocninnceﬂam?aW”fxga‘cT“ 854
NAlieHTIB 3 po3CisHUM CKIIEPO30M, sKi oTpumyBamu 0,5 mr dinromimony Fif oxnopuxy, 1\511
NAUi€HTIB 3 po3CciTHUM CKJIEPO30M, siKi OTpUMyBamy miane6o, rineprensis Gyna BEBHAYEHAK HO6ima
peaxuis y 5% nanientis, sixi otpumysanu 0,5 mr tinronimony rispoxmopuny, Iy 3% itaiiéitis, i
OTPUMYBaJIM Iane6o0. - ; f#\ywﬂj iR
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Cyaunni poznaau ,
[losimomnanocs npo noomuHOKi BUNAJIKA  [IIEMIYHOrO iHCYMBTY i TeMOpAriyHOro iHCYNmBTy y
MAlieHTiB, sKi OTpUMyBamM Ginronimony TIAPOXJNOpUA B  KITiHIYHUX BUNPOOYBaHHAX ]
TIOCTMapKETHHIOBOMY mepioni. 3B's30k 3 ¢inromimony TiZIPOXJOPHAOM 3aIHILAETHCS HEBH3HA e;;ufm.
Y xniniuHnx gocmimrennax 111 asu cepen nauienTin, gxi OTpuMYyBaH (pimrofiimon B ‘
Mignpuemeae "o
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2,5 pasu Ginblie peKOMEHIOBAHOL mosn) i 5,0 mr (8 10 pasie Gimpme PEKOMEHI0BaHO1 [1031),
CTOCTEepiranucs MO0 AMHOKI BUIAAKU OKITIO3MOHHONO YPaxeHHs nepudepuuHux apTepiii.

HoBoyTBopenns
[ToBizomasanocs npo Bumamku WKIPHAX = HOBOYTBOPEHb 1 BHHUKHEHHS miMpomu, npo  ski
NOBIIOMIISUIOCST B KJiHIYHMX NOCHiKEHHAX 1 B NIOCTMapKETUHIOBOMY — miepiogi  (muB.

«3ACTEPEXXEHHS TA 3ATTOBIKHI 3AXOIN» ).

basanbHokmiTHHEM pak Ta iHmi mKipyi HOBOYTBOPEHHS

B o6'eqnannx manux neox M1a1e60-KOHTPONLOBAHHX KITiHIYHIX BUNpoOyBank Il ¢asu, a came —
D2301 (FREEDOMS) i D2309 (FREEDOMS II), 6a3aisHo-KiitunHa KapurHoma Gyia 3apeectpoBana
y 14 3 783 oci6 (1,8% NauiexTiB), Ki OTpUMYyBaIM dinronimMon, i y 5 3 773 oci6 (0,6% nauienris, mo
npHiiMany miane6o.

B xozi nnane6o-kouTponsoanux Kiniummx Bunpo6ysans I11 dasu ue 0yo posxomieHs y yactoTi
MEJIAHOMH Y TAaUi€HTIB, SIKi OTpUMyBau ®@inroniMox mpotsarom ao 2 POKiB, y nopiBHAHHI 3
NALi€HTaMu, SIKi OTPUMYBaH Mmiane6o. V BIIKPUTHX KTiHI4HUX BUIIPOOYBaHHAX i B
NTOCTMapKETHHIOBUX yMOBAX MejlaHoMa 6yina 3apCECTPOBAHA y HE3HAYHOT KiIbKOCTI HaLi€HTIB, AKi
MiKyBammcs GpirosiMomom i Y SIKUX He 0y10 sBHUX (akTopis PH3HKY, O3HAK MEIAHOMH Ha [I0YaTKy
JiKyBaHHs 260 CynyTHiX 3axBoproBaHb (auB. «3ACTEPEXEHHSI TA 3ATIOBDKHI 3AXOIN»).

I1po capxomy Kanomi mosizomsiiocs g XOAi KJIiHiyHuX BUNPOOYBAHB i B OCTMAPKETHHIOBHX yMOBax
Cepell NMauieHTiB, sKi OTpUMyBamH Ginromimon, y sxux me Oyno daxropin PHU3MKY, B OCHOBHOMY
TNOB'A3aHUX 3 capkoMoro Karmomi.

Jimdoma

Hosinomnsiocs npo Bunaaku nimpomMu B Xomi KiIiHiYHHX JOCIiKEH | B TIOCTMapKETHHIOBOMY
nepioni. Buseneni Bunamxu niMpomu 6ynu HEOHOPIJHUMHU 3a CBOEIO NPHPOZIOIO, B OCHOBHOMY —
HEXOJUKKIHCEKI JiM(pOMH, BKITIOUaOun B-knituani i T-xitummi Gdopmu. Bumnagku wKipHoi T-
KIITHHHOT JiMdomu (BKmrOUaroun rpubononioHuit Miko3) CIIOCTEpiranucs B MOCTMAPKETHHIOBHX
yMOBax.

HuxanbHa cucrema

Y nauientis, sixi otpumyBasu dinronimoy rizpoxnopu, CIOCTEPIranocs 10303anexKHe SHIKEHHS
o6'emy popcoBanoro BUAMXY 3a 1 cexynny (O@BI) i RudysiitHOT eMHOCTI Jerens 3a MOHOOKCHIOM
Byrnenio (diffusion lung capacity for carbon monoxide (DLCO)) pie uepe3 1 Micsup micis noyaTky
niKyBaHHs (muB. «3ACTEPEXEHHS TA 3ATIOBDXHI 3AXOJIN»). Mo 24 micsua 3HWXXCHHS, B
MOPIBHSIHHI 3 BUXiTHUM piBHeM BincoTka TpOrHo30BaHuX 3HaueHs At ODB1, cknao 3,1% nna
AosysanHs 0,5 mMr ¢inronimony rigpoxmnopuny i 2,0% — mns nanebo, mo Bignosigae CepeNHbOMY
3HMYEHRIO 150 Mot/ ¢ i 120 mnt / ¢ Bimnosigmo . Jns DLCO SHWKEHHA, B IIOPiBHAHHI 3 BUXifHIM
piBHEM y BiJcoTkax Bin IPOrHO30BaHMX 3HAY€HB Ha 24 Micsup, ckiao 3,8% nua (j(ﬁ)ml;}o’ﬁyp_ny& .
rigpoxnopuay 0,5 mr ta 2,7% — Ans naue6o. 3minn OPB], MabyTs, 060pOTHI gtéji fﬁﬁmﬁmg
JiKYBaHHS, ajle HeJOCTATHHO indopmauii 111 BusHavenns o6opoTHOCTI 3HHKEHHS LCO micns ™
BiIMiHM Npenapary. {= “?’3’ ”M' bk
ITin yac 24-micsunoro N1a1e60-KOHTPOIEOBAHOTO JIOCITi IKEHHS poscisHoro st

cKie oay“@éﬁnﬁka
criocrepiranacs y 7,1% nauienrie, sxi otpumysam 0,5 mr dinronimon riape AOPHAY V' 4,5%
MAUIEHTIB, sKi OTpUMyBanu nnane6o. Kineka mnauienTin NPUIUHUIA  TIpHitoM _didromimony
FiZAPOXJIOPHAY Hepes He3POyMilly 3auIIKH mix dac POSLIMPEHHX (HEKOHTPONEOBAHKX) IOCIT IKeEH,

Cynomu

IHosinomnsnocs npo Bunamiu CYAOM, BKIIOYAIOYH eMiNeNTHYHuUIL CTaTyC, MNpU BUKOPHUCPAHHI
dinronimony FiapoXnopuay B KimiHigHux BUIPOOYBaHHAX i B TIOCTMapKeTHHrOBOMY nepidnj. V
27
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KNiHIYHUX BUNpPOOYBAaHHAX 4YacToTa HamafmiB ckiagana 0,9% Cepe/l MauieHTiB, sAKi OTpUMyBaIHU
dinronimon rigpoxmnopuz, i 0,3% cepen oci6, ski OTpuMyBanu rianedo. Hepinomo, uu Gynu ni moii
NOB'A3aHi 3 eeKTaMH TIJBKM PO3CiHOro CKJIEpo3y, 3aCTOCyBaHHsM (hiHrosiMox a6o »x kombGiHaIiero
uux ¢paxtopis.

Inwi noGiuni _peakuii, sixi_cmocrepiragmes mix yac HOABIHHUX CJHINUX _KOHTPOJLOBAHHX
KJIiHIYHUX BUNIPOOYBaHb JikyBauus PC

Hocnimxenns D2309 (FREEDOMS 1I) 0yn0 JBOPIYHMM MPOCIEKTHBHUM TMOMBIMHEM CiMmM
MOCTIiDKEHHAM, TPU3HAYEHUM Ul OL{HKH edexkTuBHOCTI, Gesnexu Ta NEPEHOCUMOCTI JBOX 03
dinronimony (1,25 mr i 0,5 mr) B mopiBHAHHI 3 mnaue6o Y TALi€HTIB 3 PUMITYIOUMM pO3CiSHHM
ckneposom. Le nocnimxenns 11 dasu Gyio 3aBepiIeHo mic/s cXBaleHHS 3aCTOCYBaHHA (iHromimoxry.
B pociimkenns Gyno 3anydeHo Tpu rpymnu D0CHTimKeHHS: dinronimon 1,25 mr (n = 370); ¢i"roiMos
0,5 mr (n = 358) i miane6o (n = 355). Jlani mogo Gesnexu IBOT0 IOC/IiKEHHS MOBHICTIO BiAMOBinamm
Aanum jpocnimxenns D2301. YV upoMy mocmimkenHi uacToTa 36iMbIIeHHS noGiyHuX edekTiB momo
acrapTary amiHoTpaHcdepasu 6yna BULIOK 1 dinronimony (0,5 mr), Hix s niane6o (3,1% npotu
1,4%).

IloGivni peakuii B OCTMAPKETHHIOBHIi NE€Pioj

IoBinomisiocs npo HacTynHi no6iusi peaxwii mig yac IIOCTMapKETUHIOBOTO JIOCBi/y:

Cepuesi 3axBopioBanHs:

OxpeMi NOBiZOMNIEHHSI NPO CKOPOMHHYILY, CHOHTAHHO 3HMKarouy AB-Onokamy croctepiramucs
NPOTATOM IUECTUTOJIMHHOrO MEepiOAly CIIOCTEPEKEHHs MpPU mpuitomi ¢inroniMony rizpoxsopuny.
Oxpemi mopii 3 BiACTPOYEHMM MOYATKOM, BKIIOYAIOUM MUHYLly aCHCTOJIIO i HE3pO3yMily cMepTs,
Oy 11 BUABJIEHI NIPOTArOM 24 TOMMH MiC/s 3aCTOCYBaHHs NEpIIO] 103U (inronimMoxy rinpoxaopuny. L
BUNanku Oynu yckiamHeHi cymyTHiMm mikamu i / aGo iCHYBamM paHille BHACMIZOK CYMYTHBHOTO
3aXBOPIOBAHHAM aJ1e HE MOJKHA BUKIIOYHMTH 3B'A30K 3 GiHroIIMOLOM MiIpOXIOpHIOM.

Indexuii Ta inBasii

IoBinomisnocs npo remodarouuTapHuii CHHAPOM 3 JETANBHUM HACIIJKOM MiJ Yac JiKyBaHHS
(iHronimMo0mM B KOHTEKCTi BUHUKHEHHS indexwii. [ eModarouuTapHuii CHHAPOM — 1€ piKicHui cTaH,
KU OyNO onucaHo B 3B'A3Ky 3 iHexuiamu i pisHEME ayTOIMyHHHMM 3aXBOPIOBAHHAMH, OCKLIBKH
TaKi BUNaKku 6y 3apeecTpoBaHi y mamienTis 3 PC.

Ioginomusiiiocs npo Bumanku iHdixyBaHHs yMOBHO-BIpYCHUMY (Hanpukian, Bipyc BiTpsHoi Bicmy,
Bipycom Jlxona Kanninrama (JCV), mo Bukmukamu NpOrpecyrouy MyabTH(OKaIbHY
nefikoeHnedanonario), rpu6KoBUMY 36y IHUKaMH (HAIIPUKIA, KPHUITOKOKaMH, BKJIHOUAKOUH
KPUNTOKOKOBUM MEHIHTIT) a60 GakTepiaJbHUMM MATOreHaMu (HampuKa:, aTAIIOBUMU L
MiKoOaKTepisiMu), NesKi 3 AKUX 3aKiHUMIICS JIETATBHUM pe3ynbTaToM (AMB. «3ACTEPEQKEHH;{LT A

3AITIOBDKHI 3AXOTN»). el Ml '“'“‘\‘;.R
2 «BALRAC 2
3axBoploBaHHS iMyHHOT cHcTeMH sUOVEDaiNs (iy . o
Peaxuii rinepuyTnMBocTi, BKJIIOYAKOYM BHCHIAHHI, KPOMMB'SHKY i aHrioHeBPOTMYHKH HaOpsix Ha
N04aTKY JIiKyBaHHS. "N, DHO0

1y HKOBO-KHIUKOBI po3Jaau
Hynota.

I'emaTonoriyni edexrn
TpombouuToneHis. THpexion
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JIaGopaTopHi aHai3u Ta pe3yabTaTH 06CTeREHHS
3MEHIIEeHHS Baru

Ilopyuiennst 3 6oxy onopHo-pyxoBoro anapary Ta CHOJy4YHOY TKAHMHH
Bine y M's3ax Ta cyrno6ax.

3axBOpIOBaHHSI HEPBOBOI CHCTEMH

Baxxke 3aroctpenns 3aXBOPIOBAHHS IIiCJIA BigMiu ¢inronimopn, CHHAPOM 3aJ1HBOT 060POTHOT
eHuedanonarii, CyJoMu, BKIIOYAIOUH eMiTenTHYHuUil craryc (auB. «3ACTEPEXEHHS TA
3ATIOBDKHI 3AXO/INy).

HoBoyTBopenns: no6posikicui, 3noskicui ta HEYTOYHeHi (BKJIIOYAKOYM KicTH Ta HOJIiH)
Menanoma, niockokiIiTHRHA KapiuHOMa, KapuuHOMa KitiTuH Mepkens, capkoma Kanomi, B-knituana
nmiMpoma, T-kniTuHHA diMpoMa, mivpoma ITHC, mxipua T-kmiTiusa niMpoma (BKIrOUarOYM
rpuboNoAi6HuI MiK03).

Ockinbku mpo no6iuni peaxuii, sussiewi MiA 9ac MOCTMApKETHHIOBOIrO nepioay, nosigomsersesn
HOOpPOBIILHO Bif momynsuii mamieHTis HEBHM3HAYEHOI'0 KiJIbKiCHOTO 3HAYCHHs, HE 3aBXIU MOJXKJIHUBO
Ha/IiHO OLIHMTH iX YacTOTy a60 BCTAHOBHTH NIPUYMHHUM 3B'S30K 3 BINIHBOM MEIUKaMEHTY.

AHOMAaJILHI reMaTooriyHi Ta KIiHIYHI pe3yabTaTH a”atizin

DyHxnis neyinku

Cepen nauieHTis 3 PO3CISHUM CKJIEPO30M, sKi OTpUMyBanu iHromimosy TiIPOXIOPH I, MOBiHOMIISIIOCS
npo 36iNbIIEHHS MeYiHKOBUX (epMenTin (B OCHOBHOMY mimBUIEHHS piBaa AJIT). V xniniunmx
BUNPOOYBaHHAX Cepej| MallieHTiB, sKi OTpUMyBanH inronimoxy TiAPOXJIOPH, criocTepiranocs
0E€3CHMNITOMHE i ABUILIEHHS pieuie AJIT B cupoarui KPOBi HE3aJIeKHO BiX IOBiIOMJICHS npo
HebaxaHi sBuma. Tpupasose a6o Ginbine 36i1bmenHs piBua AJIT cmoctepiranocs y 8,5% nauienris,
AKi oTpumyBamu 0,5 mr inronimoy rinpoxnopuny, s TNopiBHAHHI 3 1,7% nauienTis, axi OTPUMYBaJIH
nnauebo, B To# yac sk > S-kpathe 3pocTanHs croctepiranock y 1,9% i 1,0% nanjentis BiJITIOBiHO B
JBOPIYHOMY M1aLe60-KOHTPOIEOBAHOMY KIiHI9HOMY JOCIiKEHHi pO3CisiHOro ckiepo3y. Binpimicts
BUNAJKIB MifBHIIEHHS piBHA AJIT Binbynocs mpoTaroM 6-9 wmicsamie mics NOYaTKy JiKyBaHHA
hinronimomom rizpoxmopugom. Pesynsraru 6ynn aHaNOTIYHUMK, aje MeHi yactumu st AST i GGT.

Pieni AJIT HopmaniszyBanvics mics TNPUTTMHEHHA NpuiiomMy dinromimomy TiPOXJIOpKAY NPOTAroM
NpUOIH3HO 2 MicsALiB. YV He3HAYHOT KiNbKOCT nauienTiB (2 naujenra, sxi OTpuMyBau QinroiaiMon
TiZApOX0pHUL B 103i 0,5 Mr) 3a3Hauanocs NP0 NiIBHILEHHS PiBHS NIEYiHKOBHX TpaHcamiHa3s > 5x Big
3HAYCHHS BEPXHBOT MEXKi HOPMH i SKi NIPOJIOBXKYBAIH Teparlito (piHrosiMomxom ri,upoxnopu’gomo&uﬁafc,

pre

pieni AJIT nosepuynucs no HOPMH IPOTAToM NMPUGJIU3HO 5 MicauiB (aus. «3ACTEPE)KEHH5§ T.Aﬁi\

3ATIOBIXKHI 3AXOIN»). Y
L[ «PABMAL 2,

Xoaecrepun i Tpurainepuan ;\0 Kpaika 1k »

Ilin yac 24-micaunoro N1a1e60-KOHTPOIB0BAHOTO  KIiHIYHOro Rocmimienni D230t g -

To Yt sta)
g L0

poscisHOro ckieposy piBHi 3aranpHOrO XONECTePUHyY | TpurmiuepuniB Gyau 36inbiireri nix yac

"
-~

niKyBaHHs 103010 0,5 Mr dinromimony TiZpoXa0puay 3 2-ro no 24-i Micaup. YacroTa BHHWKHEHHS
NMOMITHUX BHCOKHMX piBHIiB Xonecrepudy (> 6,21 mmons / 1) Oyna wa pisni 39,6% nna 0,5 mr
Gbinronimony rinpoxmopuny Ta 31,9% — Al mnane6o. YacTora mOMITHO BHCOKHX piBHiB
Tpurninepuais (> 3,39 Mmmons / ) cranoBuia 13,7% ans 0,5 mr Ginronimony rifpoxnopuny ta 7,5% —
A miane6o.
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Orasn

DapmakoguHaMiugi B3aeEMoAil

IIpotvnyxnuuHi, iMyHo genpecusHi aGo IMYHOMO Iy T0¥04i JTiKapchki 3aco6u

CrinbHe 3actocyBanHs TPOTUNYXTMHHUX, IMyHOCYNIPECHBHUX 260 iMyHOMO Ly TIOIOYHX npernaparis He
PEKOMCHAYEThCSl BHACII 10K PUSHKY BUHMKHEHHS 10JATKOBUX e(eKTiB 100 iMyHHOT cucTeMu. Cnin
Takox 6yTh obepexHuMu rpu NIEPEeXO/ MalieHTiB Bia Tepanii TPUBAJIOL 1ii 3 iMyHHIM edeKToM,
HalpuKIan, 3 BAKOPHCTAHHSAM HaTallisymaly, TepidyHominy a6o MITOKCaHTPOHY (IuB.
«3ACTEPEXEHHS TA 3ATIOBDKHI 3AXON»).

CrinbHe 3acTOCyBaHHsS KOPOTKOTO KYpCy KOPTHKOCTEPOIAiB (X0 m'sTH AHIB BiAMOBiAHO KO IPOTOKOJIY
NOCTi JKeHHS) 115 JiKyBaHHS pELMANBIB 3011BLIY BAJIO 3aranbHy WBUAKICTH iH(eKuil y nauienTiB, ski
OTpUMYyBan (GiHroMIMOI B KITiHiYHUX BUNpoOysanusx 11 dasu, B TNOPIBHAHHI 3 rane6o (aus.
«3ACTEPEXEHHS TA 3AIIOBDKHI 3AXOIU», «ITOBIYHI PEAKLIII»). Mauienram i
HaraJyBaTy 1po noTeHuiaj MiaBUIIEeHOro PU3HKY iHiKyBaHHS Yepes pusHK aguTUBHUX edexrin
KOPTHKOCTEPOiNiB Ha iMyHHy cucTemy.

IIpenapatu, 110 3HIKYIOTE YacTOTY cepuenmx CKOpOYEHb
JlikyBanns ¢inronimony TiAPOXJIOPHIOM TPUZBOAUTE A0 MOAOBNKEHHA iHTepBaly PR mporsrom
MEPIIOro THXKHA | 3HMXKEHHS YacTOTH CCPLEBUX CKOPOYEHB MPOTATOM MEPUIOro MicsLs JiKyBaHHA.

OIHI'OJIIMOJT He cuin BUKOPDUCTOBYBATH OJHOYACHO 3 TpenapaTamMy, MmO 3HUXKYITb YaCTOTY
CCPLEBHUX CKOPOUEHb (HaNmpHKIal, aHTHAPUTMiYHUMH 3acobamu, 6era-6okaropamuy, Gmokxaropamu
KabLi€BUX KaHaiB) (IuB. «3ACTEPEXEHHS TA 3AITOBDKHI 3AXOIN»).

®iHroniMos BHBYaBCS B KoMbiHaLil 3 areHomomoM aGo aunriazemom. Konu OJHOpa3oBa [03a
dinronimony 5 mr / nems 3aCTocoByBanaca 3 ateHononom 50 mr / news (B crabinbHomy crani) B

AunriazeMoM 240 mr / neHb (B cTabinsHOMY crani).
nMe-OIHIOJIIMOJT we cnig NpHU3HAYaTH namieHram, ski OTPUMYIOTE  GeTa-aapeHo6iokaTopy,
GmokaTopu KanbljieBux Kananis, mo SHIDKYIOTB 4acCTOTY CEPLEBUX CKOPOYEHE (Hanpuknaz, Bepanamin
abo auntiasem), aGo iHmi PCUOBMHM, fAKI MOXYTb 3HHXKYBATH 4acToTy CEepUEBHX CKOPOYEHb
(Hanpuknan, AUrokcuH, iHriGitopn XoJliHecTepasu a6o MiJIOKAPIIiH), OCKINbKH MOXK/IHBE BUHUKHEHHS
AONATKOBUX €(eKTiB, IO BIUIMBAIOTH Ha YaCTOTy CepLEBHX CKOPOYEHb. SIKIIO NIKyBaHHS TMC-
OIHI'OJIIMO/I BBasxkaeThcs HEOOXiHuM, cif TIPOKOHCYIbTYBATUCS 3 KapAiOJIOroM MO0 nepexony
Ha JjliKapchki 3acobu, sixi He SHIDKYIOT 4acTOTy CEpLEBMX CKOPOYEHb, abo AU BIAMOBiZHOTO
MOHITOPHHTY (Hampukia, NpUHaiMHi, HiYHOTO MOHITOPHHIY) mix wyac MOYaTKy JiKYBaHHS, SKIIO
Npenapaty, ski 3HWKYIOTH 4YacTOTy CEPUCBHX CKOpOYEHb, HE MOKHA CKacyBaTH (auB.
«3ACTEPEXEHHS TA 3ATIOBDKHI 3AXON»). e pET,
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Ipenapatu, 1o oOBXYIOTE QT / \\

nve-@IHT'OJIIMOJ] moske npusectn 0 MOROBXKEHHs inTepBany QT mporsrom- gﬁ’ﬁ}f‘iﬁ%g%f@ﬂﬁﬂ
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nikysanms (mu. «3ACTEPEXXEHHS TA 3AMOBDKHI SAXONIN»). ®inronimon \ripokiopen e

STV ey |
Ay

BMBYAJIOCh Y MAL€HTIB, SKi OTpUMyBay Tpenapary, mo noaoBxyoTs inTepsan QT. PN
AHTHapuTMiuHi 3aco6u Ia Knacy (Hampukiaf, Xiuigum, Amsomipamin) i aHTHapUTMidHi. 3acobu II1

Knacy (Hampukiag, amiomapoH, corajou) MOXYTPh 30iNbuIyBaTH iHTEepBan QTc i 6yau nos'szani 3
Bunankamu torsades de pointes y nauienris 3 Opapukapzieto, Tomy wui npenapatu 6ynu BUKIIOUEH] 3

0

080

nonosxeHHs: intepBany QTc, mmc-OIHT OJIMOZ wme cnin BUKOPHUCTOBYBATH opHOYaCHO 3
Npenapatamu la a6o 111 knacy (qus. «3ACTEPEXEHHS TA 3ATIOBIDXKHI 3AXON»).
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Cuix yukaty noyatky nikyBasss mve-OIH OJIIMO/Iom cepen nmanientis, siki NPUAMAIOTh IHIII TUIH
Npenaparis, sAKi MOAOBXKYOTH inTepBan QT. Skimio NPUAHATO PillEHHS MPO NpPOBEAEHHS NiKyBaHHS,
Taki NauieHTH NOBMHHI GYTH 06CTENeHi KapAionoroM 10 moyaTky NiKyBaHHS, MO0 OLiHWUTH IX
NPUIATHICTE | BH3HAYUTH HANGIABLI MiAXONSK MOHITOPHHI, AKHH NOBHHEH IPOBOJUTHCT SIK
MiHiIMyM DPOTArOM HOYI.

Ha nonarox no antmapurmiunmx npenapartis Ia i III knacy, inmi npenapary, ki Oymu mo'saui 3
nojoxeHHsM intepBany QTc i / a6o torsade de pointes, Tex BKIIOYAIOTECS 10 nepeniky, ane He
OOMEXYIOTECSI NPUKJIAJaMU, HaBeICHUMH HIkye. Jlesaxi, xouya He 060B'SI3KOBO BCi, XiMiuHi /
(apmakonoriuni Knacu nmepepaxosaHi K wieHu Kjiacy, 1o Oyiu 3aj1y4eHi B MOMOBKEHHI QTc i/ abo
torsade de pointes:

AHTHapuT™iyHi 3aco6u 1C kmacy (Hanpukman, daexainin, nponaeHoH); HeHpOoIenTUKH (Hanmpukan,
XJIOPIPOMA3HH,  rajoNepuoN); aHTHAETIPECAHTH (Hanpuknax, —duyokcerus, TPULIMKTIYHI  /
TETPALMKIIYHI  aHTHAETIPECaHTH, amiTpunTHNiH, iminpamin, ManpoTuiiy); omioign (Hanpukiaz,
METaJIOH); MaKpOJiJHI aHTUGIOTMKH i aHaIOrH (Hampukyaz, eputpomiuuH, KIIapUTPOMIIHH,
TaKpoOJIiMyC); XiHOJOHOBI AaHTUGIOTHUKH (Hanpukaz, nunpogIoKcauy); NpoTUMANApiiiHi  3acobu
(Hanpuknaz, XiHiH, XJOpOXiH); a30/bHi IPOTUrPUOKOBI  3aco6u  (Hampukia, KETOKOHA30J1);
AOMINICPUJIOH; aHTAaroHiCTH peuentopa S-HT3 (Hanpuknaz, oHxaHceTpoH); inri6iTopu THposuHKinazH
(Hanpuknaj, cyHiTiHi6); iHribitopu ricTonpmeanerunasu (Hampuknan, BopiHocTar); arosictd Gera-2-
aPCHOPELIENTOPIB (HAMPHUKIIAL, CaaMeTepon).

Crnin 3Bepratucs o AXKEPEN MOTOYHOI 3aTBEPKEHOT iHpopManii BigHocHO HEJIJaBHO 3aTBEpKEHUX
ME/IMKaMEHTIB, fKi IOHOBXKYIOTH inrepean QT / QTc, a Takox s paHilme cXBaleHUX JiKapchKUX
3aC0i0B, AKIIO Lel edekT 6B HewmoaaBHo BCTaHOBJICHUIA.

Bakuunu
IMix yac nixyBaHHs i TepminoM mo 2 MICALIB micnst JikyBanHs mvc-DIHT OJIIMOJlom Baximuanis

MOXe OYTH MeHII e(eKTHBHOIO. Bukopucranus sxuBux areHyiopamux BaKIMH MOXe€ BOJOIITH
pu3nKoM iHDIKyBaHHA, TOMy HOro Takox ciix YHUKaTH TiJ Yac JiKyBaHHs rvc-®IHT OJIIMO[] i
TPOTArOM 2 MiCSAILiB MiCJIs1 3aBepIICHHS JiKyBaHHs mve-QTHI'OJIIMOJT (nue. «3ACTEPEXXEHHS TA
3AIIOBIKHI 3AXOJTN»).

PapmakokiHeTHuYHI B3aEMOIil

QiHronimMoJ B NepILy Yepry BHBOAMTHCS 3a AoroMororo nuroxpomy P450 4F2 moaunu (CYP4F2) i,
MOXIJIMBO, iHIMX i30depmentie CYP4F. Hocnimkenns in vitro Ha TernaTouuTax MOKa3ajH, IO
CYP3A4 moxe cnpusitu MeTabouismy dinronimony ® pasi cuasHoi imaykuii CYP3AA4,

3patHicTh dinroniMony i dinroaimony ocdary npurniuypati metabomizm CYNYTHIX JIiKiB

Hocnimxenss inri6ysanus in vitro 3 BUKODHCTAHHAM O0'€/JHAHMX MiKpPOCOM MEeYiHKH JOTMHU i
cyberpatie cnenmdidHnx MetaGoNiuHUX 30HIIE noxasand, mo ¢inrosiMox i (bi;-ipozj;li-'&dggy dochar
MAIOTh HE3HAYHY 3MATHICTh a60 He BONOJIIOTH 3aTHICTIO TNIPUTHIYyBATH aKTUBHICTHS e‘pj\'/;jeﬁq‘:‘jB CYP
(CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2ED6 CYP3'A*4/

/5 2o CYP4A9 /
11 [Tinexu dinronimon]). Tomy inromimon i pinronimony docar 3 HU3bKOIY /BiPoTilHicTIo snaTHi
3HIDKYBATH KIiPEHC JKiB, SKi B OCHOBHOMY BHBOIATHCH B pe3ynbTari Me@gio}ﬁmy‘ffbé"r‘mf;ﬂnmn
isopepmentamu CYP. X e

(AR

3natHicTh diHromiMony i diHroniMony docdary iHAyKyBatu Bnachi edexru i / 260 BINIMBATH Ha
MeTabo/1i3M CyNnyTHIX JikiB '
®inroniMo GyB HOCHiTKeHuUit Ha TMPEAMET HOro 3patHocTi imgykysatn MPHK CYP3A4, CYP1A2,
CYP4F2 i ABCB1 (P-gp a6o P-rnikonpotein) i CYP3A, CYP1A2, CYP2B6, CYP2CS, CYP2C9,
CYP2C19 i BuBati Ha aktuBHicTe CYPAF2 B IIEPBUHHMX renaTouuTax joguuu. OiHroi 0% HE
i JeM-
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Hociem. OTxe, KIIHIYHO 3Ha4ywow iHxykuil mpotectoanux Qepmentis CYP a6o ABCBI (P-gp)
(inroniMony B TepanmeBTMYHMX KOHLEHTpAUifsX He OuiKyeThcs. EXCIepUMMEHTH in Vitro He BUABWIH
innykuii CYP ¢inronimonom docdarom.

3natHicTh GiHrosimMony i dhiHroniMo ocdary NpUrHiYyBaTH aKTUBHWM TPAHCIIOPT CYNYTHIX JiKiB
[pyHTYOUMCh HAa JaHUX OCHIMKEHb in Vitro, OUiKyeThCs, IO q)mromMoz[, a Takox QiHromimMony
¢pochar HE OymyTs npurHidyBaTM NOTIMHAHHA CYNyTHIX JiKiB i / a6o Giompenapatis, sAKi
MEpeHOCATHCS OPraHiYHUMM  aHiOH-TPaHCIOPTHUMHK moninentumamu 1B1 i 1B3 (OATPIBI,
OATP1B3) abo TaypoxonatoM HaTpiro TPaHCTIOPTHHM noginentunoM (sodium taurocholate co-
transporting polypeptlde (NTCP)). TouHo Tak camo He OUiKy€eThCs, IO npe,ucraBneHI nikapceKi 3acobu
6y11yn, npurmquam BUBE/ICHHs CYNyTHIX JiKiB i / abo Gionmpemaparis, siki mepeHOCAThCS GiIKOM
cTifikocTi paky MosouHof 3amo3u (breast cancer resistance protein (BCRP)), nacocom eKcropTy coJie
xoBuHMX KucHoT (bile salt export pump (BSEP)), GinkoM 2, MOB'I3aHHAM 3 MHOKHUHHOIO TiKapChKOIO
crifikicTio (multidrug resistance-associated protein 2 (MRP2)) a6o P-rnikompoteitom (P-gp) B
TEPaNeBTHYHNX KOHLECHTpAIiAX.

Jlikapcbka B3aeMOist

OpanLHi KOHTpaLENTHBH

v BllIKpI/ITOMy JBYXNEPIOAHOMY JOCIi/DKEHH] 310pOBi XKiHKH-106poBOBLi (n = 31), ki o6panu
TIOCTIMHUA pesxum npuiiomy OpabHuX KOHTPALETITHBIB (emmnec*rpamon i neBOHopreCTpen)
OTPUMYBAIH TUIBKH MepOpabHi KOHTPAaUCNTHBH MPOTAroM 14 JHIB 3 NOAANBIIMM CHiNBHAM
BBEJICHHAM NEPOpaIbHOr0 KOHTPALENTyBY i QiHroniMony B 103i 0,5 Mr / IeHb IPOTATOM J0JATKOBHX
14 nui. CriinbHe BBEJICHHS B CTALiOHapHOMY pexcuMi (BiHroaiMomy i mepopambHOro KOHTPALENTHBY
HE BUKJIMKAJIO 6ym>->u<nx 3MiH LIOJ0 BILIMBY MEPOPaIbHUX I(OHTpaueHTHBlB BB ¢inronimony i
dinromimoy docdaty BiANOBIAAN0 AAHKM 3 TIOTEPEAHIX IOCITI IKEHD.

HociKeHHs: B3aeMoJii 3 MepopasbHUMM KOHTPalENTHBAMH, IO MICTATH iHII MNpPOTecTarcHu, He
IPOBOIMJIOCS, IPOTE BIIJIUB (PIHIOJIIMOY HE OUiKyETHCS.

IMuxaocnopuau

QapMaKoKiHETHKa O/IHOPa3oBoi /03U (iHromiMoay He 3MiHWJIACA Mij 4ac OJHOYACHOTO MpHiioMy 3
LMKJIOCIIOPMHOM B DIBHOB&XHOMY CTaHi, TaK camo 5K i cTabinbHa apMakoKiHETHKa HUKIOCIOPUHY
(cybctpar CYP3A4) He 3minmnaca mpu OZIHOPa30BOMy abo GaratopasoBomy (28 nHiB) mpuiiomi
(bmrommony Lli mani npumyckaroTs, WO (iHroiMoA BiporigHo He 3HIDKYE Ta HE 30iJbIIyE KIipeHC
npenapaTis, o0 BUBOAATECS B ocHoBHOMY CYP3A4, a Takox, I/IMOBlpHO ragemyBaHHs CYP3A4 ne
MpU3Besie 10 3HIDKCHHs KiipeHcy ¢inronimony. CuipHe mpuridenHs tpancnoprepis P-gp, MRP2 i
OATPI1B1 He BriMBae Ha po3noAin dinromiMony.

Keroxonason
Y BiAKpUTOMY JBYXNEpPiOAHOMY MNEPeXpecHOMy MAOCIi/UKEHHI 30pOBi z[o6poaonsu1 N--=_22)
OTPHUMYBaJX OJHOPA30BY JO3Y S MI (blHromMony B 1-it nenp nepuoro nepiony i KGTOKGHBEO&P»ZDO Mr
JBa pas¥ Ha JeHb NpoTAroM 9 mAHIB mig dyac Apyroro neplony OpHopasosa **'0,34 q:lri‘i“onl\nﬁbay
CTAaHOBWJIA 5 M, IO 3aCTOCOBYBajacsi Ha 4eTBEPTHIl NEHb JiKyBaHHs KeTOKOPfaQJ}pMMCHIUIHHe
NpU3Ha4YeHHs1 KeTOKOoHa3omy 200 Mr nBa pasu Ha JEHb B pmuona;xnomy CTaHi i=OAHAOPa30BOi; AO3U -
¢inronimony 5 mr npusgeno go 1,7- -KpaTHOro 30iNbIIEHHA TUIOL ITiJ KPUBOIO (Alﬁb)u(bmronmo,uy i
(blHI‘OJ'IlMO}Iy docdary 3a paxyHok mpurnivenns CYP4F2. Ile mocmimkeHHs He' ommosano BIuuB
XPOHIYHOIO OJIHOYACHOTO NpMHOMY KETOKOHa30.y, MOTyxkHoro imri6itopy CYP3A i CYP4F2, na
(apmaxokineTuky Qinronimony. Takum YHHOM, CHiJ BUSIBISATH OOEpPEXHICTH Mif yac xpouiqﬂoro
OZHOYACHOTO 3aCTOCYBAHHS MMC- -QOIHI'OJIIMOJI y i CHCTEeMHOro KETOKOHA30/y, a NAL{ieHTiB cmn
PETeIEHO MOHITOPYBATH, OCKITEKH MOXKE 3DOCTH PU3HK MOGIYHUX eEeKTiB.

Huperiop
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I3onporepenoa i arponin
Excnosuuis onxopasosoi nosu  dinronimony i dinroniMmony ¢ocdary me sminmmacs mig uac
OZHOYACHOTO 3aCTOCYBaHHI i30MpoTepeHoNy 60 aTporiHy.

Kap6amazenin

CninbHe BBenieHHs 600 mr KapbamaseniHy /Ba pasu B JEHb B PiBHOBa)XXKHOMy cTaHi i OJHOpa30Ba J103a
hiHronimMony 2 Mr sHmKyBaqd MOKA3HUKH IO i kpusoio (AUC) ¢inronimony Ta dinronimony
hocdary npubnusHo Ha 40%. Kniniuua smadmmicrs IBOro 3HMIKEHHs HEBiJJOMa; MPOTE OJHOYACHHIA
npukom Kapbamaserniny MoJKe SHU3UTH edeKTHBHICTD niKyBaHHS diHroniMony.

Jixapceko-1aGopaTopHni B3aemoii

Ockinbku BiHroNimMo 3HIKYE KibKicTh niMGOLHUTIB B KPOBi 32 paxyHOK Nepepo3noAiLy Y BIOPUHHUX
niMQOIHMX opraHax, MigpaxyHOK nmiMpouuTiB mepudepuuHoi KpoBi He MoXKHa BUKOPUCTOBYBATHU IS
OWIHKH CTaTyCy CyGnomynswii mimdouurin Y TMali€enTa, KMl 0fepIKyBaB nme-@IHIOJIIMOI.
JlaGoparopHi Tectw, moO BUMAaraoTh BUKODHCTAHHS LMPKYNIOIOYMX MOHOHYKIEAPHUX KIITHH,
BUMAraroTh BEJTUKUX 00CATiB KPOBi BHACII JOK BMEHINEHHS KLUTBKOCTI LUPKYTIOIOYUX JIMQOLMTIB.
AO3YBAHHS TA CIIOCIB 3ACTOCYBAHHSI

PeKOMeH}Jauﬁ 3 1O3YBaAHHS

Aus. posgin “3ACTEPEJXXEHHSI TA 3AIIOBIKHI 3AXOI"»: moao CepPuUEeBO-Cy TMHHUX
32XBOPIOBAHEL 200 JIsl OTPHMAHHSI NMOBHOI iH(opmanuii Npo NauienTiB 3 MeBHUMH cepueBo-
CYAHHHMMH 3aXBOPIOBAHHSIMH, NpPH SIKHX nmc-®IHIOJIIMO/L He cain BHKOPHCTOBYBATH 4H
PO TaKi, O MOXKYTh BUMATATH JOAATKOBOIO CIOCTEpesKeH .

YMoBH, NpH AKHX HE MOKHA 3acTocoByBaTH nMc-@IHI'OJIIMO/ :
e 1Mc-QIHI'OJIIMOJ] He cnix npusHauaru namieHTaMm, sKi OIHOYACHO OTPUMYIOTH OeTa-
bJ10KaTOpH, 61I0KATOPH KaNbLiEBUX KaHAJIB, 1[0 SHIXKYIOTh YaCTOTY CEpPLEBUX CKOPOYEHb, a60
iHII PEYOBHHM, SIKi MOXKYTb 3HU3HTH HacCTOTy CEpUEBUX CKOpOYeHb. SIKIIo JiKyBaHHS mMc-
OIHI'OJIIMO/Tom BBakaeThest HEOOXiAHUM, C1ix NPOKOHCYJIBTYBATHCA 3 KapHioJOroM OO0
NEPEXOly Ha MEIMKAMEHTH, SIKi He 3HIKYIOTh YacTOTy CepLEBHX CKOpOY€Hb, abo s
HAJIeXKHOTO CHIOCTEPEIKEHHS Ha MOYATKY JiKyBaHHs, AKIIO NPUHOM Npenaparis, 1o 3HIKYIOTE
HacToTy CEpLEBHX CKOPO4EeHb, HE MOXHA cKacyBarTd (auB. po3ain “3ACTEPEXXEHHS TA
3AITOBDKHI 3AXO 1N »).
e Crix yHukata 3actocyBaHHs nmc-OIHT OJIIMOJL[ y 3 menukameHtamm, ski MOJIOBXKYIOTh
inrepan QT. SIxwo npuitHATO pimerns PO NPOBEACHHA JIIKYBaHHS, TaKi NMALEHTH MOBUHHI
OyTu obcrexeni kapaiosorom o MOYaTKy JiKyBaHHA, 00 OLIHUTH NPHAATHICT i BU3HAYUTH
HaWOUIBII ONTHMAaNbHUN MOHITOPUHT, AKUH MOBHHEH NPOBOIUTHCS, NMPHHANMHI, TPOTAroM
Houi  (mmB. “3ACTEPEXEHHSI TA 3AIIOBDKHI 3AXOON», «JIIKAPCBKA
B3AEMOIS»).
HuB. posnin “3ACTEPEXXEHHS TA 3AITOBDKHI 3AXON» mns otpumanns indopmauii npo
iHIII CTaHH, IPU AKUX HE MOXKHA BUKOpHCTOBYBaTH nMc-OIHI'OJIIMO]] . N ;L{\v\
VAR e
MoniTopusr nepuiof 5o3u ¢inronximony m (et ABRAC AT

L e i
S

e Jlna Beix mamieHTiB motpi6HO 3poGutm EKT Ta BUMIPSITH  apTepiapu THCK 1T0

BUKOPHCTAHH;1 MEIMKAMEHTY | 4epe3 6 rofuH 1ic/s 3acToCyBaHHs neplioiaosy,

* [lorpibHo crocrepiraru 3a BciMa namientamu ua npeaMeT O3Hax i chnf(‘)’MjB*"GjS‘anﬁapHTMii‘
3 WOTOANHHMM BUMIPOM ITyJIbCY Ta ApTepiaibHOTO THCKY MPOTATOM SIK MiHiMyM 6 ToauH
TiCIst Iepiioi 103H.
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 Ilpu nosBi cumnTomiB Gpamuaputmii a6o AB-6roxamu MOTpiOHO po3noYaTH BiAmoBimHe

NiKyBaHHS 3 Ge3nepepBHUAM MOHITOPMHIOM (Hanpukiaz, Gesnepepsua EKT) 10 3HMKHEHHS
cumnromis (auB. «3ACTEPEXXEHHS TA 3AIIOBDKHI 3AXOI1»

HuB. posnin «3ACTEPEXEHHSI TA 3AITOBDIKHI 3AXO[I» nms OTpUMaHHS HOJATKOBHX
PexoMeHawii mozo 6inemm geTansHOro MOHITOpHHTY.

e [lauienram cIif MOBiZOMHTH, WO 3AATHICTS KepyBaTu aBTOMOOiNTEeM abo Hebe3neyHum
001aIHAHHAM MOXe GyTH IOpYIIeHa IPOTAroM NEPINOro OHS JIIKYyBAHHS.

¢ IloBTOpHE nMpusHayeHHs inronivony micns nepepsu B JNiKyBaHHI GiNbII Hix Ha 2 THOKHI
MICIIs MEPUIOro MiCsLs 3aCTOCYBAHHA MOMKE MATH TakKHil e BIIUB Ha YaCTOTY CEPLEBHX
CKOpOYEHB, INO 1 MOYaTKoBa [03a. IJali€HTH NOBHUH] nepedyBaTH MiJ HarisaoM
aHaJIOrYHO TOMY, SIK [IPU Mpuitomi nepoi 1o3u. IpoTsarom mepmux 2 TwxHiB JiKyBaHHS
PEKOMEHIYEThCA BBOAMTH NepUly AO3y INC/HA TepepBM HA OJMH JEHb a6o Oinplue.
IIporsirom 3-ro i 4-ro TwxwiB nixysanHs PCKOMCHIYEThCS BBOIOUTH MNEPIIy A03Y Micis
NepepBU B JIiKyBanHi Ginbur Hik ma 7 amiB (aus. «3ACTEPEXEHHS TA 3ATIOBDKHI
3AXOIN»).

Jlo3yBaHHg ISl 0cOGIMBHX KaTeropiii nauieuTin

Hupkosa HegocraTHicTs.

mvme-OTHI'OJIIMOJT cnin BHKODHCTOBYBATH 3 00EPEXKHICTIO Cepesl MALIEHTIB 3 TIKKOI HUPKOBOIO
HenocTaTHicTIo (uB. «BITJIVB TA KJIIHIYHA @APMAKOJIOFIfI))).

IlopywenHns: pynxuii nevinku

mvme-OIHI'OJIIMOJT NPOTUIIOKA3aHUM NaLliEHTaM 3 TSHKKOKO MEYiHKOBOIO HenocratHicTio (knac C 3a
mkanow Yaina-ITro) (aus. posmin «[TPOTHTIOKA3AHHS»). Xoua KOPUTyBaHHs 03 He MOTpiGHE
AUl NALIEHTIB 3 JIETKHAM | TOMipHUM TIOpYMIEHHIM (GyHKL{T NeYinKy, ciif BUABIATH obepexHicTh mif
4ac noyaTky nikysanusa nmc-OIHTOJIIMO om cepen X nauieHTiB (nus. «BITIMB TA KJIIHIUYHA
PAPMAKOIJIOT ISy, “3ACTEPEXXEHHS TA 3ATIOBDKHI 3AXOIN).

HepiaTpuuni nanienTu
nmc-@IHI'OJIIMO/]T ne nokazanuii mis BUKOPHCTaHHS Cepe/| NeAiaTpUYHUX mawieHTiB (1uB. «BITJIB
TA KJIIHIYHA ®APMAKOJIOI'ISy).

I'epiaTpuyni nanienTn

mve-PIHIOJIIMOJT cain 3acTocoyBaty 3 0BEpeKHICTIO cepey| NaLienTiB y Biui Big 65 POKiB i cTapiue
BHAC/Ii 10K PU3HUK GiJbLI 4acTOrO MOTripIIeHHs $YHKLT niediHKn, HUPOK, IMYHHO, JTereHeso; i CepLeBo-
CYAMHHOI CHCTEM, PO3BUTKY IHIUMX CYMyTHiX 3aXBOPIOBAHb Ta HACIIIAKIB CYIyTHBOT JTiKapchKoi Teparii
(mue. «(ITPOTHUIIOKA3AHHS», “3ACTEPEXEHHS TA 3AIIOBDKHI 3AXO/1», «BIUIMB TA
KJITHIYHA ®APMAKOJIOT IST»).

ETHiuHa npuHase:xHicTn R A Ak

A I ]
g e ~3
Kopekuis no3u mmc-®IHI'OJIIMOJ] e noTpibHa B 3al€XKHOCTI Bif eTHiYHOro »:»-ﬁolx'éﬁméﬁﬁﬂ (\11‘145.
«BITJIMB TA KJIITHIYHA OAPMAKOJIOT I5»). I "W;m EMACARNC
3 Yhpaina lyk» =

CTaTb \“ lig@vsevidiian e it vy
He notpi6He xopurysanus mosu nMc-QIHI'OJIIMO/J] B 3anexxsocTi Bix crarti (mm zi.‘«B'PIJTI/IB TA
KJITHIYHA ®APMAKOJIOIIS). N ¥ S
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IMauienTn 3 uyxpoBum aiaGeTom

mMe-OIHIOJIIMO]], crnin BHKOPHUCTOBYBaTH 3 00€pEKHICTIO cepel mamieHTis 3 LYKPOBUM niabeTom
4epe3 NOTeHUIWHMA nigBueHnit pusuk HaOpsKy KOBTOT IUIAMHU (muB. «ITOBIYHI PEAKLIID»).
TawieHTn 3 poscisuum cxnepozom Ta CYNYTHIM LYKpOBMM miabeTom Oy/u BUKIIOYEH] 3 KIiHIYHKX
BUIPOOYBaHk 3 nMc-OIHT OJIIMO/[] .

PexomennoBana n03a i kopuryeanus JA03YBAHHS
Pexomennosana n03a mmc-OIHT OJIIMOJI cranoBuTH OAHy Kamcyny 0,5 mr, mo npuitmaerses
MEpPOPAILHO OAMH P23 B JIEHS, SIKy MOXHa MPUIMATH 3 PKero a60 Ge3 Hel.

Hauientu, saxi Bxe orpumyrors Tepamnito Gera-inrepdeporom abo rlatupaMepa aueTaToM, MOXKHA
3aCTOCOBYBaTH Oe3nocepenHso 3 mmc-DIHT OJIIMO]JIom, sixuio Y HHX HE NPOSBIAIOTECA O3HAKU
MOB'A3aHUX 3 JIIKyBaHHAM aHOMAJliff, TaK¥X K UUTONeHis. Pexomennyerncs NOTPUMYBAaTHCS
00epeIHOCTI MPK MepeBeieH i NalienTin 3 Harajnizymaby a6o TepiduyHoMiny Ha nmc-DIHT OJIMOQ
. Mg otpumanHs PEKOMEH/IANli}, MOB'I3aHNX 3 NepeBeseHHsM NaLi€HTIB 3 iHmmx MoaubikyroYux
3aXBOPIOBaHHS Tepariii Ha mvc-PIHT OJIIMOJT , nuB. posain “BACTEPEXXEHHS TA 3ATIOBDKHI
3AXOIN.

Iponymena nosza

SKmo npuitom TIPONYIEHNH, TiKyBaHHS CJiJ NPOJOBKHUTH 3a JOTIOMOTr 00 HACTYMHOI 3aIIaHOBaHOT
Jlo3H. SIKIIO JIKYBaHHS NEepepHBAETHCH Ha OIMH neHb abo GinbLie mpoTsrom NEpUIMX JBOX THXKHIB
IIKYBaHHS, PEKOMEH/IyEThCS TIPOBEACHHS NPOLEAYD WIOJO0 I0YATKY 34CTOCYBaHHs mepuIol 103u (uB.
“SACTEPEXEHHS TA 3AITOBDKHI 3AXOIN»).

SIkmo tepamniro ¢inroaimMomom NPUNMHAIOTE GiNBII, HiX Ha 2 TYXKHI TiC/Is NEPLIOTO MiCAI JTiKyBaHHS,
BITUB Ha 4acTOTy CEPUEBHMX CKOPOYEHb i AB-npoBimHicTe Moxe TIOBTOPUTHCS TPH TIOBTOPHOMY

NOYaTKy JiKyBaHHs diHrosiMozom, TOMY CIlil 32CTOCOBYBATH Ti K 3axozu Gesnexu, mo i s nepuoi

ILsix 3acTocyBanus
mme-@IHIOJIIMO/T npuiimarots NICpOpankbHo, 3 1kero abo 6e3 yei.

INEPETO3YBAHHSI

Pa3oBi n03u ®@inronimony mo 40 mr (80-xparHa pexomenmoBana Ao3a 0,5 mr) nobpe meperocummcs
3I0POBUMH  IOPOCIUMH JIOGPOBOJIBIISMH. Hos3u @idronimon Bil 5 mo 40 wmr Oynu nom'szami 3
NOMIPHEM 260 MOMIpPHEM 10303aJIEXKHIM SHIXEHHAM 06’eMy (opcoBaHoro BUANXY 1. Ilpu mpuitomi
nosu 40 Mr 5 i3 6 cy6'ekris TNOBIIOMUIIY TIPO JIeTKE CTUCHEHHS Y Tpynsx abo muckomdopr, mo
KIiHI9HO BiAMOBifan0 Hepemukiii PEAaKTHBHOCTI AUXaNbHUX LIJIIXIB,

roguH. bynu noBimomuenHs PO  MOBiNBHY aTPIOBEHTPUKYIAPHY IIPOBiTHOCTh 3 ~OKpeMAMHU
NOBiIOMJICHHAMH  I[OJI0 CKODOMHHYIIOI, CHOHTAaHHO 3HHKAIOYOi MIOBHO] AB:,;Gﬁﬁ:yéﬁh'j(' B.
“3ACTEPEXEHHS TA 3ATIOBIXHI 3AXOIN»). 4 e Y
Y pasi nepenosysanus nmc-®OIHT OJIIMOJ notpiGro CIIOCTepiraTH 3a maujeHTamy « POTATOM HOY] &
6esnepepsriM MoniTopurrom EKT B MEIUYHil ycTaHoBI i PEryispHO BUMiprOBaTH ri;fro;ﬁ)nnymby’ma i®
aprepianbhuii TMck (muB. «CITIOCIE 3ACTOCYBAHHS TA NO3W» “3ACTEPEXEHHS. .TA &
3AIIOBIXKHI 3AXO/IH»). >, EaR

Hi nianis, i mnasmacgepes He IPU3BOIATE 10 BUBENICHHS (iHronimMony 3 oprasizmy, R e

{lupeiTop
Mignowkemcrna "



3 MeTOKO KepyBaHHs Ha[l ITi103p0ko NIEPENI03YBAHHS JIIKAPCHKUM 3aC060M, 3BEPHITECH 10
. | .
PErioHANLHOTO TOKCUKOJIOMYHOrO LEHTY.

BILJIUB TA KJITHIYHA ®APMAKOJIOTIS

®@idronimMox Merabonisyerses ChIHrO3UHKIHA30!0 0 aKTHBHOIO MeTaboiity ¢inronimoxy docoary.
®@inronimMon pocdar 3B'I3yeTHCH 3 BUCOKOIO CHopifHeHicTIo 3 penenrropamu 1, 3, 4 1 5 chinrosun-1-
¢ocdary (sphingosine 1-phosphate (S1P)). 38's3yBanns ¢inronimox docdary 3 peuenropamu S1P Ha
MM(OUMTAX BUKIMKAE NPUTHIYEHHS perymsuii penentopa S1P Ha niMdouurax Ta 610Kye 37aTHICTD
nimdoruTie nokuaTu miMpaTHuHi By3TH, TEM caMuM SMCHIIYIOYN KiNBKiCTH JiMbouutie B
nepudepuyHoi Kposi. MexaHism, 32 10HOMOIOI0 AKOro (iHrosiMon BusBIsLE TEPANeBTHYHY [t IpH
JiKyBaHHI po3cisHOro CKICPO3y, HE BiNOMHIL, ONHAK, MOXE BKIOYATH 3MEHIIEHHS Mirpauii
niMQOLMUTIB 0 LEHTpaTBHOT HEpPBOBOI CUCTEMH.

DapmakoauHaMika

ImyHHa cucrema

Bruiup Ha KinbKicTs iMyHHHX KITITHH B KDOBI

Y nocnimxenHi, B sixomy 12 cy6'exrip OTpuMyBanu ¢inroaimMon rigpoxmnopun 0,5 mr / nens IPOTATOM
28 nHiB, cepemHs KimbKicTs AiMGOUUTIB 3HM3MITOCS npubausHo xo 70% Bix TIOYaTKOBOrO piBHs
NPpOTArOM 4 ro;uH micns nepioi f03W i npu6nusHo 50% mnporsirom 8 romud. Ilpu mpomorxenni
[O/ICHHOTO NI03YBaHHS KiNBbKIiCTh JiMQouuTin TIPOZIOBIKYBANIO 3HIKYBATHCS NMPOTATOM 2-TIKHEBOLO
nepiofy, A0CAraYu Hajpa npub/usHo 500 kritue / MK a6o npubauszHo 30% Bix BuxigHOrO piBHSL.
Huseka kinexicts nimporurin i ATPUMYETECS TOCTIHHIM WOJEHHUM 03YBaHHSAM.

Y 2-piuHomMy M1a1e60-KOHTPOIEOBAHOMY KIHIYHOMY AOCHimKeHH] po3cisHOro cxieposy, B SAKOMY
NPUAHAIN yyacTs 425 mamieHTiB, w0 JiKyBaJHCs hinroniMoxy rigpoxmopumom B nosi 0,5 mr i 418
MAUIEHTIB OTPUMYBaNK mIane6o 0y1n0 BcTaHoBNEHO, mo 18% NaLi€HTIB, 10 NMpuitMany dinronimon
0,5 mr, Ak MiniMy™m B ONHOMY BHITQ/IKY NOCAIIIH 3HAY€HHs Hwkue 200 Kty / MK [pubnusso y 4%
NaLi€HTIB, sKi OTpuMyBanu ¢inroaimon 0,5 M, KiJIBKICTE JTiMpouuTin Oyna Hmwkde 200 KiiTHH / MK B
ABOX abo Oinbure nociinoBHux TECTaX, POSMIIEHUX NPUOIUZHO TEPMIiHOM B 3 Micsi. Jna 6insmocti
LUX NaLi€eHTIB KiNbKicTh niMmboLuTie 3anumanocs ua UbOMY piBHI He MeHure 180 amip. JlikyBanus
Oyno 3ynuHeHo, Koau cepen nauieHTiB G6yio MiATBEPKEHO, MO KilIbKICTE JTiMpOLMTIB BCTaHOBUIACS
HK4e 200 KITHH / MKJ, a Tako KiTbKicTs AiMpouuTiB yacto KOHTpOIOBanacs 10 THX Mip, MOKu
PiBHI He MoBepHyMHCS 10 3HAUEHHS 600 KJTITHH / MKJI.

Crnoctepiranocs 36insmenns Kinskocti nepudepuynnx nimMpouuTis, OYEBUIIHO, MPOTATOM AEKiIBKOX
JHIB MiCHAS NpUIMHEHHS JiKyBaHHSI dinronimonom. Ockinbku BUBCNCHHS (iHroniMony micns

3HaYeHb BiJNOyBaEThCS MOCTYNOBO. Y mauiedTiB, ski Opanu yuyacts Y KIHIYHEX [0CHiHKEHHIX
PO3CISIHOrO CKIIEpO3y, Y SIKMX BHABIEHO PE3YJIBTATH MiAPaxXyHKy TiMGOLUTIB sK B KiHL(i JIIKyBaHHS, TaK
i mpoTsrom 3-micsaHoro IHTEpBAIly MiC/s NPUIUHEHHs JKYBaHHS, KilbKicTh niM¢pouuTiB nosepuy.tacs
A0 HOPMAJIBHMX 3HAYEHb TPOTArOM 3 MicAwiB micig NPUIIMHEHHS niKyBaHHﬂ.M:Bigc;rgoqeﬂe
Bi/IHOBJIEHHS KiJIBKOCTi JiMdouutis, mo Tiepesuiye 3 micswi, 6y10 pigkicuanm i noxqgé‘fi’t/'a‘fh&;eﬁﬁiﬁﬂy
KOpeNnauilo 3 Gifbll BHCOKMMH m03amu dinronimonom, o cynposozmcysand."é}r/"'aHHd%em\I}ﬁ
KinsKocTi giMpouuTie <0,2 x 10° / 1 il 9ac JiKyBaHHS i 6igpm TPUBAJIOTO BILUBY (hinromiMoty.i 1
Xponiune BBeeHHs diHronimon TIPUSBOUTE |10 HEBENMKOTO 3HIDKEHHS Kilbke THEelTpddinin
nmpu6Gnu3Ho 10 80% Bin MouaTKOBOrO piBHA. Ha MoHOUmTH dinronimon we BrBae, “.\ s

Bnuus Ha BignoBias anTHTiN

IMyHonoriuni  peakuii 3mmKyOTECH Npy  JiKyBaHHI  iHromimomom rigpoxnopugom 0,5 wr.
Imynorennicts mimdu reMouuaniny momocka (keyhole limpet Hemocyanin (KLH)) Ta imy {31
TTHEBMOKOKOBOI  IOJlicaxapuaHoi BaKUHHK (PPV-23) ouninroBanacs 3a TuTpamMu IgM /' IgG B

b
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CTAlLliOHAPHOMY ~ PaHIOMi30BaHOMY 1aUEe00-KOHTPOIEOBAHOMY — NOCHIMKeHHI  Ha 3I0POBHX
A06poBoNbLAX. YV NOpiBHAHHI 3 MmIaue6o, TUTPH aHTAreH-crenndiuanx IgM s3HmKyBamics ua 91% i
25% y Binnosige va KLH i PPV Bianosinuo cepen cy6'exris, ki otpumyBanu 0,5 mr dinronimony
rigpoxnopuay. AHanoriuso THTPU IgG 3Hm3Mamcs nHa 45% i 50% y Bimmosine wa KLH i PPV,
BIIINOBIAHO, y cy6'ekTiB, sKi npuitManu QinronimMoxy rinpoxnopun 0,5 Mr Ha aeHb Y TOpiBHSAHHI 3
nnaue6o. Yacrora Bignosixi ma nosy 0,5 mr dinronsimony TiAPOXJIOpHY, BUMIpSHA 32 KiBKiCTIO
cy6'ekTiB 3 > 4-kpaTtHuM 36inbmennsm KLH IgG, wo nopiBHIOBaNM 3 mWIanEe6o i Ha 25% HWKYE IS
PPV-23 IgG, B To# yac sk KinbkicTs CY6'eKTiB 3 > 4-KpaTHMM 36imbmennsv KLH ; PPV-23 IgM
BinOymnocs Ha 75% i 40% MEHIIe, BiANOBiIHO, B MOPiBHSsHHI 3 rpynoro miane6o. 31aTHiCTh BUKIMKATH
LWIKIPHY peakuiio Timep4yTiuBocTi YNOBIIBHEHOTO THITy Ha 3Gy nuuk Candida i NIPaBUEBUI aHATOKCHH
3HIKyBasacs npubausHo Ha 30% cepey cy6'exTiB, ski npuiiMany ¢pinHronimMomy rigpoxiopupg 0,5 mr B
N€Hb, B MOPIBHAHHI 3 IPyIOK0 muanedo. IMyHONOTIYHA BigmOBiNE Oyna moaaTKoBO 3HIKeHa mij uyac
3acTocyBaHHs (inroniMony B mosi 1,25 mr (mpexncrapnena nosa Buime, Hix PEKOMEHI0BaHa NpH
PO3CistHOMY CKJIEpO3i).

Y npyromy nocnimxensi IMyHOT€HHICTh  BaKuuHAL|] TIPOTH  CE30HHOTO TpuIy i MNpaBLEBOro
aHATOKCUHY, IO po3noBciomKkeHi B ITiBHiuniit miskysi, oninroBanacs B 12-TmxHeBoMy CTalioHapHOMY
paHaomi3oBaHOMY T1aLe60-KOHTPOIBOBAHOMY KOG KEHH] dinronimony rigpoxnopuny 0,5 Mr cepen
NaLiEHTIB 3 PO3CisIHUM CKaepo3om (n = 136). Pisens BiIITOBI 11i yepes 3 THKHI micis BaKLMHAIL1, IKUiA
BH3HAYAETHCS SIK CEPOKOHBEPCisa abo >4-kpaTHe 36inbIeH s aHTHTIJI, CIIPMOBAHUX TIPOTH NpUHaAMHI
1 33 wrramiB rpumy, cranoBuB 54% s 0,5 mr disronimony rizpoxnopuny Ta 85% — B rpyni riane6o.
PiBens Bimnogini yepe3 3 THXKHI micis BaKUMHALl, KU BU3HAYAECTBCS SK CEpOKOHBepcis a6o > 4-
KpaTHe 30UIBLIEHHS AHTHTIN, CIPAMOBAHMX MPOTH TPaBLIEBOIO AHAaTOKCHHY, cTaHOBUB 40% s
¢inronimony rigpoxnopuny 0,5 mri 61% — B Ipyni miane6o.

Hacrora cepuesux cxopouens i pUTM

®inroniMon BUKIHMKaE 000pOTHE TMOAOBKEHHS inTepanry PR Ta 3HWKeHHS wacToTH CepLeBUX
CKOpO4eHb Ha moYarky JikyBauHs (muB. «[IOBIUHI PEAKIIIT»). Makcumanshe 3HMXKEHHS 4aCTOTHU
CCPLEBUX CKOPOYEHB CIIOCTEpIiracThCs B MEpHri 6 FOMUH Micisg BBEICHHA 203, mpu 1psomy 70%
HETaTHBHOIO XPOHOTPOMHOrO edeKTy HOCATacThCs B nepmry 106y. Yactora cepueBux ckopoues
MIOCTYTIOBO MOBEPTAETLCA 10 MOYATKOBHX 3HAYEHB IPOTAroM | MICALIA MOCTiHHOTrO JTiKyBaHHs.

Ha Beretatusni peaxuii cepus, Bxmouaroun R00OBI KOJMBAHHSA YacTOTH CEepLEBUX CKOPOYEHb i
peakwiio Ha pisnyHe HaBaHTaXKeHH, NiKyBanHs GiHroniMoIoM He BrITHBAC.

3 mouatkoM JiKyBaHHS dinronimozom crocrepiraerses 30UIBIIEHHs MepequacHux CKOPOYEHb
nepencepap, ane He 30iMBIIYETHCS YaCTOTA $ibpunanii / Tpinotinms nepeacepb, IITYHOYKOBUX
apuT™ii abo exromii. JlikyBanus inronimMooM He moB's3aHe 3i 3HKEHHIM CEpPLIEBOro BUKUAY.
3MEHIUEHHS YacTOTH CepleBHX CKOpOYCHB, BHMKIMKaHE (iHroMMOmOM, MoKe OyTH ckacoBaue
aTpOIiHOM, i30MpoTepenoom (isonpenaninom) a6o CaJIMETepOJIOM.

Perennne gocaimkenns QT

¥ 1m1a1e60-KOHTPOI50BaHOMY NOABIAHOMY crinoMy mociimkenu] 3 NapanenbHUMH IpynaMu 30poBi
AoOpoBonbIi Oynu panmomizoBaHi ams OTpuMaHHA ruiauebo (N = 55), Ginromimony B m03i 1,25 mr (N
= 33) abo ¢inronimony B no3i 2,5 mr (N = 61) npotsarom 7 nmuis. [pouenypa TNPU3HAYEHHS yapHOl
AO3H BUKOPUCTOBYBaNacs I1s Gilbul MIBHAKOTO AOCATHEHHS cTifikoro edexry. Hixyﬁéﬁﬁﬂ’é'"fog ? 035
MI' He BuBYanack. IlocnmimoBHi 3amucu EKT BUKOHYBAJIMCA NpOTAroM 12 rop n:iir/ ac é‘uximxon&
3Ha4YCHHA Ta Ha 7-i neHb. DiHroniMox acomiroBascs 3 CTaTUCTHYHO 3Hauymum ToagBxKerHnam QTc! y
BCiX TUMYacOBUX TOuUKax Ha 7-if ACHb 3 MaKkCUMalbHUM MoKasHukoM 10,9 mc (90% J1 73885 18391). %
4epes 6 roluH micys npuitomy B rpymni ¢inroniMony B 103i 1,25 mr Ta noxazuukom 11 sudMC(90% JT
7,56, 14,62) uepes 6 roauu mic/is BBeAeHHS 034 B rpymi Gidronximony 2,5 mr. i, Ee800800
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ApTepiaabHuii THCK

Foctpe BBenenHs ¢inroniMogy mpuUsBOAMIO N0 CTATHCTHYHO 3HAYUMOTO 3HWXKEHHS CHCTOJIIYHOIO i
JiaCTONYHOro apTepiaabHOro TUCKY Nalli€HTa, 10 nepebyBaB B 10I0IKSHH] CTOSYH, yepes 2-14 roa B 1
AEHB NPpUioMy. MakcuMalbHe 3HIKEHHS CHCTOJIYHOrO | AiacToJIiYHOrO apTepianbHOro THUCKY CTOSIYM
cknano -9,5 i -7,6 MM pr.cT. Bimmnosigmo Yepe3 6 rOAMH ITCNA BBENEHHS J03U B Ipyni JIKyBaHHS
Gbinromimomom 1,25 mr. JlixyBansHa no3a 0,5 Mr He BHBuYaIach,

XpOHIYHE 3aCTOCYBaHHS JI03yBaHHS MPUBOAMIO 0 CTaTUCTUYHO 3HAYYLIOrO 36iMBLICHHS
CHCTOJIIYHOrO i JiacToJiuHOro apTepianbHOro THCKYy Ha 28 1eHb (muB. «3ACTEPEXEHHS TA
3AIIOBIKHI 3AXOIy).

JlereneBa ¢Qyuuist

Pazosi nosu ¢inronimoxy > 5 mr (10-xpatHa pexomenmoBana 7103a) IOB'A3aHi 3 H0303aJEXKHUM
301MBIIEHHAM ONIOPHOCTI AUXANBHUX UITSXIB. V 14-nenHomy mocnmimkenyi 3acTocyBanHs 103 0,5, 1,25
abo 5 mr Ha geHb QiHronimony He Oyio moB'A3aHe 3 mopymeHHsM oKcureHauii a6o necaryparii
KMCHEM 0pu (i3MYHOMY HABaHTAXEHHI U{ 3 MiABAMEHHAM YyTIMBOCTI AMXATBHUX IUISXIB JI0
metaxoniny. Cy6'exTH, ki ofepKyBamm dinronimon, manu HOpManbHy OpOHXOJNIITHYHY BiANOBigL Ha
BIMXaHHA OeTa-aroHiCTiB.

ITig wac 11a1e60-KOHTPOILOBAHOTO AOCTiDKEHHS Cy6'eKTIB 3 aCTMOIO CEPEIHBOTO CTYNEHS TAXKOCTI,
ane 6e3 poscifAHOro ckieposy, siki OTpuMyBanu dinrogiMoxn B nozax 0,5, 1,25 i 2,5 mMr abo miane6o
npotsrom 10 muis (n = 9 manientis B rpymi), CHOCTePiranocs 3HaYHe CKOPOYESHHS CEePEIHEOr0 Yacy Ha
10%. Cepen maujentis, ski OTpuMyBanu inroniMox y no3i 1,25 mr (y 2,5 pasu nepesumrypana
PEKOMEHJI0BaHy J103y), CrocTepirany Imini6pani, CKOPHIOBaHi Ha BHXiJHOMY piBHi 3Hauenns AUEC
FEV1 nporsrom nepioay Bix 0 no 6 romus micis npuiiomy n03u Ha 10-i aens. Oxnak 3sminu FEV1 B
rpynax, sKki orpumyBanu QinronimMon 0,5 mr i 2,5 MI, CTaTUCTHYHO He BiAPI3HsIMCS Bif 3MiH, w0
CIIOCTEPIraloThCsl B Ipymi miane6o. ®@inronivMox 1,25 Mr 6yB mos's3anuii 3 S-KpaTHUM 36iMBIICHHIM
BUKOPMCTaHHS GeTa-aroHicTiB kopotkoi aii. HaTomicTs Yy Tpyni 3acToCyBaHHs inronimony B 103i 0,5
M CIIoCTepiranocst 2-kpaTHe 36iMblUeHHS (cratvcTHYHO HemoCTORIpHE) BUKOPUCTAHHA aroHicTiB
KOPOTKOT Mif,

PapMakokiHeTHKa

AGcopOuis

DapMaKOKiHETHYHi NapameTpu inronimony riapoxmopuay 0,5 mr micis OZIHOPa30BOro NpHiioMy Ta y
CTalioHapi HaBeeHi B TaGuMI HIDKYE.

@inrosimon @inrosimony docdar
OnHopazosa CrabinpHuii Onnopasopa Crabinpuuit
J103a CTaH J1032 CTaH
T max, TOI 12 12 6 6
Cinax, HI/MIT 0,42 3,66 0,45 1,81
AUC.24 ron, HT X roa/Mi 7,84 76,1 6,1 33,1

3HAYEHHS € CePEHIMH, KPIM Ty (Meniana)

Abcopbuia ¢inroiMoay € moBiIBHOO (Tmax CTamoBuTH 12-16
BUXOJSAYM 3 KiJIBKOCTI, 1[0 BHIIIAETHCS 3 CeYero, 1 KiIBKOCTI MeTaboiTiR B Kauti,
HECKiHYEHHICTb). OueBUAHA a6GCONOTHA 6iogoctynuicTs npu npuiiomi BCEPEUHY
IIpuitom ixi He BrMBae Ha 3Hauenns Cmax a6o excnosuuito (AUC) dinronimo
dochary. Yac mOCATHEHHS MaKCHMAIBHOL KOHILIEHTpamji

36iNbIIYeThCS PU MpHiTOMi dixronimony riapoxmopuay 3 iie
NpUAMATY He3aexHo Bif ki (xus. «CIIOCIB 3ACTOCYBAH
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CrabinbHa KOHUEHTpaLisi B KPOBi HOCATAETHCS npoTarom 1-2 micauiB micns nmpuitoMy oxun pa3 Ha
100y, a crabinbHi piBHi npubausHo B 10 pasis BHILI, HIXX IPH BUKOPUCTAHH] IT0YATKOBOT 1031,

Poznonin

®inroniMon 106pe po3MOIiIsETECS B CPUTPOLMTAX 3 YACTKOKO B KJITHHAX KpoBi 86%. ®iHrosimMony
hochar mMae MeHIe MOrMMHAHHS KIITMHAME KpoBi - <17%. ®inronimon i dinronimMony docdar
CHJIBHO 3B'A3YI0ThCA 3 Gilkamu (>99,7%). 3B'a3yBanus dinronimony i dinromimony pocoarnux 6inkin
HE NIOPYINYETHCS HUPKOBOIO 200 NEYiHKOBOIO HENOCTATHICTIO.

DiHroiMo 1 IUPOKO MOIMPIOETHCS B TKaHMHAX OpraHi3My 3 06'eMoM posnoziny 6u3sko 12002604

MeTta6onizm
Biotpancopmauis pinromivony B momunn BiIOYBAETHCA TPLOMA OCHOBHUMH IIJISIXAMHU:
¢ LUBIXOM 3BOPOTHOTO CTEPEOCENEKTUBHOTO (hochOopHIoBaHHs 10 ¢apmaxosioriuro akTHBHOTO
(S)-enantiomepy dinronimony dbocopary;
¢ UIAXOM OKHCIIOBANIBHOI GioTpancopmanii, mo KaraiisyeTscs B ocHoBHOMY CYP4F2 i,
MOXJIMBO, iHIMMH i30¢epmentamu CYPAF 3 HACTYIIHUM PO3NAAOM, TONIGHAM SKHPHHM
KHCJI0TaM, 10 HEaKTUBHHUX MeTaboiTiB;
¢ @ TaKOX LUIAXOM YTBOPEHHS (apMaKoJOTiUHO HEAKTHBHUX HETIOJSIPHUX KepaMiJHUX aHaJIoTiB
dinronimony.
Ilicns  omHopasoBoro mepopainsHoro npuiiomy [14C] dinronimony: ocHOBHUMH IOB’I3aHUMU
KOMITOHEHTaMM B KpPOBi, CYAS4H 3 iX BIUIMBY Ha nokasHuku AUC mo 816 rogun micis BBEJICHHS J03HU
BCIX paji0aKTHBHO-MIY€HHX KOMIIOHEHTIB, € BJIACHE dinronimon (23,3%), inroniMmony ¢ocpar
(10,3%), neaxruBHi Metabomiti (MeTaboiT Kap6oHOBOI kuciaoTH M3 (8,3%), merabonir uepaminy
M29 (8,9%) i metaGouit uepaminy M30 (7,3%)).

Excxpenis

Kniperc inroniMony B kpoBi cramosuts 6,3 =+ 2,3 n / ron, a cepenniii KiHueswuii nepioJ
HaniBBusenenust (T1/2) craHoButh 6-9 smie. Pismi dinronimony ¢ocdary B Kposi SHUIKYFOTBCS
napaneiasHo 3 QiHroJiMOAOM B KiHIEBiik (asi, BUSBJISIOUM aHANOr YHMET Nepioa HamiBBUBEACHHA IS
obox.

Iicns npuitomy Bcepeauny 6imssko 81% A031 TIOBINIEHO BHBOJUTECA 3 CEYEIO Y BHUIIS/I HEAKTUBHUX
MeTabouiTiB. @inronimox i dinronimony docdar BusomATECSH B HE3MIHEHOMY BUIJISII 3 ceyero, ajie €
OCHOBHi KOMIIOHEHTH, IO BUBOIATHCA 3 KAIOM B KiIbKOCTSIX, IKi CTAQHOBJIATH MeHIIe 2,5% Bix nosu
KkosxeH. Yepes 34 nHi BiAHOBJIEHHS BBEIEHOT 03U CTAHOBUTE 89%.

Ocoonusi zpynu nacenenns ma ymosu npusHavenns

HeniaTpis

nMc-@IHI'OJIIMO/I 1e 3actocoByeTses s neJiaTpUYHUX NaLiEHTIB.

I'epiaTpist :

Kniniuni nocnimkenns dinronimony TiAPOXJIOPHY He BKIFOYAIH JOCTATHIO KUTEKICTE NaLi€eHTIB y Bl
Bil 65 pokiB i crape, o6 BU3HAYUTH, Y4 Bipi3HACTHhCH Gesleka Ta e@emnmig;k}@i@xk@g;my
TiIPOXJIOpHAY y JITHIX MauiedTis B TMOPiBHAHHI 3 GiNbLI MONOAUMY TIAllieHTAMY. V.,3B'3Kk503 ODHuI

HaCTHM SHIKEHHAM (QyHKUiT NeYiHKH, HUPOK, iMyHHOT CUCTEMH, JIETEHIB i cepuenq{{:}y «%‘;ﬂ%‘i CHCTEMH,
BUHMKHEHHSM IHIUAX CYMyTHIX 3aXBOPIOBAHb i HACNiAKiB AO/IATKOBOI  MeIMKAM H;)g,gagg% ,ﬂgarm

nikyBauHs diHromiMomry TiPOXJIOPUIOM BUMArae 00epesHOCTi i Moxke MOTpeGyBaTH AOTATKOBOrO a6o

" . & . N fpevng iva i
6ibLI YACTOTO CIIOCTEPEKEHHS Cepenl replaTpUYHUX NaLi€HTIB. S\ 22900800
Cratsb : S S

Crath He BILIMBAaE Ha (apMaKOKiHETHKy dinronimony Ta dinroniMony pocpary.
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Paca
BB eTHiYHOrO moxomkeHHs Ha dapmaxoxineTuxy dinromimony i dinronimony docdary e mae
KJIiHIYHOTO 3HAYEHHS.

Ilewinxora wegocraThicTn

DapMaKoKiHeTHKa 0JHOPa30BOro npuiiomy ¢inronimony (1 abo 5 M) TIpH OLiHLI cepen cyG'ekTiB 3
JITKUMH, TOMIPHUMH 260 TSKKMMU NODYLIEHHAMH dynxuii nevinku (xacu A, B i C 3a IIKAJIOr0
Yaiina-IT0) He moxasana 3Mmin Cmax, ane 36inbIINIHCS MOKAZH3UKY AUC Ha 12%, 44 % i 103%
BianoBinHo. Ouepuaumuit Hepiof HamiBBUBENEHHS He 3MIHIOETECS IIPYU  JIETKif MeYiHKORiif
HEJI0CTATHOCTI, ane 36inbmyersest Ha 49-50% TIpY TIOMIpHIH Ta THKKiM neyinKoBii HEJOCTATHOCTI.
IIBuaKiCTs BiHOBIEHHS KijBKOCTI nim¢ouutie Gyna npubnusho p 4 Pasd MOBIIBHINIOI ceper
CYO'eKTIB 3 TAKKOO [e4iHKOBOKO HEOCTATHICTIO B NOpiBHAHHI 3 cy6'ekTamu 3 HOPMaJIbHOIO (DYHKIII€F0
neyisku. nmc-OIHIOJIIMOJ TIPOTHIIOKA3aHUA MNALiCHTAM 3 TSHKKOI MEYiHKOBOIO HeIOCTaTHICTIO
(xmac C 3a mkanow Yaiina-ITr) (mus. «[TPOTUITOKA3AHHSI», “SACTEPEXEHHS TA
3AIIOBDKHI 3AXOIN», oco6iusi Tpynu HaceneHus). mvc-OIHTOJIIMOJ cix 3aCTOCOBYBAaTH 3
00EpEKHICTIO Cepes NALEHTIB 3 TerkuM i TOMIPHUM MOpyIeHHsMH byHKIT meuinKy (xmacu A i B 3a
mkanoro Yaina-ITro). Hesimomo, um migmarorscs MAUi€EHTH 3 MOPYLICHHAM dyHKUii nedinky
NiIBUIIEHOMY PH3UKY PO3BUTKY 30iBIIEHHS NOKA3HUKIB GyHxiii newinku, 6Gimpm CEepHO3HOro
TIOINKO/PKEHHS MEYiHKK ab0 IHMMX NOOIIHMX edexTis mix yac nikysauus mMc-@IHI OJIIMO Tom.

Hupxosa HenocraTHicTs

Ilpu Tsxkil HUpKOBiH HemocTaTHOCT 3HaueHHs Cpax i AUC mopo dinronimony 301BINYIOTECS HA
32% Ta 43% BignosimgHO, a Chy i AUC dinronmimony docary — ma 25% i 14% BianosinHo.
linoreTnunmnii nepion HaNiBBUBEJCHHS HE 3MIiHIOETHCS Ang 000X aHanitiB. Brumme MeTaGonitis
irronimony 6yB momituo 30inbIIeHMH, PO 10 cRigYUTE 14-kpatHe nigBUIEHHS 3HAYEHHS AUC nns

UpOro MeTaboIiTy He Gya IIOBHICTIO BUBUEHA,

Pexomennyetscs 3 o6epesxuicrio sactocoByBath  mvc-@IHI'OJIIMOJT y nauientie 3 TAXKKOIO
HMpKOBOIO HeAocTaTHICTIO (auB. «[IOMIEPEKEHHS I 3ACTEPEXEHH»).

QapmakokineTHKa (iHroniMoay Ta iforo meraGomitis y ocif i3 HEpKOBOIO Ta Merkow HexoCTATHICTIO
HE OlliHEeHa.

3BEPII'AHHS TA CTABLIBHICTS

36epiratu npu Temneparypi Big 15 °© C 70 25 ° C B 3aXHIIEHOMY Bif BOJTOrH MicIii.
mMe-OIHIOJIIMO/] cnip 30epiraTtu B HCJIOCTYIIHOMY ISl JIiTeil MicIyi.
CIIEIIIAJIBHI IHCTPYKIIII OO0 OBITY

Hisikux oco6nuBux BuMor.

JIKAPCBKA ®OPMA, CKJIAZL I VHAKOBKA

Hoctynni nikapeski hopmu

0,5 mr: TBepmuii xemarum, po3mip Coni-Snap® Ne3, HaJlpyKOBaHi HaNMMCH YOPHHIAMH YOPHOTO
Kko/eopy 3 Harucom «FIN» Hax nosuaukoro «0,5 Mg» Ha ACKPaBO-)KOBTOMY HEIpo3op xjxoB“maq;(y i3
2 OKOBTHMH cMyramu ma 6inomy Hernpozopomy xopryci. mMc-OIHT OJIIMOJT CKaETheS
Gricrepax no 28 xancy (2 x 14). ~ /

T APMAL A

Cxnag el

TAKON HACTYMHI NONOMiXHI iHrpenientu: i apokcuy aMOHII0, 3alli3a OKCHJ| YOpHHIA, KaJibLilo pocoar
ABOOCHOBHUI O€3BOJHUI, JKENATHH, Maruiwo CTeapat, NpOIJIEHIJIIKOb, IeIaKoBa rnasyp, THTaHy
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YACTHUHA II: HAYKOBA IHOOPMAIIISA

®APMAIEBTUYHA THOOPMAIIISI

Jlikapebka cyGeranmisi

Po3mnoBcromxena Ha3Ba
XimiuHa Ha3Ba

Mouexynapua popmyna
Monekynspua maca
CrpykrypHa dopmyia

@i3uKo-xiMiuHi BIaCTHBOCTI
Onnc

Po3unHHicTh

Koncranra quconianii
kucyorH (pKa:)

®@inronimoay rigpoxmopus

2-aM1H0-2[2 (4-oxrundenin) erun] npomnas-1, 3-miony
i APOXJIOpHT

C19H33NO, » HCI

343.93 r/monp

Bimuit a6o npaxTiyso 6imuii IIOPOLIOK

Ho6pe posunanuii y Boxi

1% Bomuumit po3unn npu Temneparypi Bin 22 ° C o 25° C
JOPiBHIOE 3HAYEHHIO 4,0
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w 2419
KJITHIMHI TOCIILKEHH ST
Hopisusabne gocaixxenus GionocTynHoeT
OnHoueHTpOBe, paHIOMiz0oBaHe AOCTIKEHHS OJHOKPATHO 3aCTOCOBAHO] [IEPOpaIbHOI 103H, MOABiiiHe
crine, ABOpasoBe, AByXIepiosse, ABOTIOCITIIOBHE MEPEXPECHE JOCITi KEHHS bioekBiBaneHTHOCTI, 10
MOPIBHIOE KancCyJu «ame-@IHI'OJIIMOJZ » B gosi 0,5 mr (Pharmascience Inc.) 3 kamamchkum
CTaJIOHHUM NpoAyKToM Kancymu «PrGILENYA®» B nosi 0,5 Mr (Novartis Pharmaceuticals Canada
Inc., Kanana). Hocnimxysani TIPENapaT BBOAMIM Y BUJISAI OJHOPA30BOT 03K 1,0 Mr (2 xancynu no
0,5 mr) 24 350poBUM A0pOCTIM ManieHTaM 4OJIOBi4OI CTaTi B yMOBax roIoayBaHHs (HaTiIeceple).
Haui Giomocrynsocti 6yu BUMIpSHi, a pe3yapTaTy MiZACYMOBaHi 3riAHO JaHuX moxo 22 cy0'exTiB B
HaCTyIHi# Ta6mi;

3BeneHa Tabuuus NopiBHIHHS OiomocTynHOCTI

Ilapamerp @inrosimon
(2x 0,5 mr)
Ha ocHOBI Bumipstaux nanux
TeOMeTppmHe CcepenHe
Apudmernune cepenne (xoedinient Bapiarii CV %)
IIpenapar, mo IIpenapar CrisBinnomenns | 90% AOBipuMii inTepBan
BHNPO0OBYeThCss* | mopiBHsiHus | MizK
reOMeTPHYHHMH
cepeaHimMu

ITnowa mig 36 704,4 36849,8 99,6 92,7-107,0
KPHBOIO KiHeTHKH | 37 478.1 (20,7) 37 483,7(19,2)
KOHUEHTpauii
npenapary 0-72 h
AUCy.7,
(mixorpam-ron/mn)
IMix koHueHTpauii | 628,8 635,0 99,0 91,5-107,1
npenapary B 642,6 (21,0) 646,2 (19,2)
nasmi
Conax
(mixorpam /mu)
Tyaxe, (rom) 31,00 32,00 He 3acrocosno

(12,00-38,00) (14,00-52,00)

* «nme-®IHTOJIIMOJ » 0.5 mr kancynu, Pharmascience Inc, Montréal, QC, Canada

""GILENYA® 0.5 mr kancynu, Novartis Pharmaceuticals Canada Inc., Canada, npunGauuii B Kanani

S Bupaaerscs nume six CepeiHe apuhMETHYHE Ta Jliana30H 3HAYEHE,

3nauenus AUC; i T1/2 ue TMOBi JOMJISIFOTBCS; L TapaMeTpH He MOjHa 6yJI0 HamiiiHO OLHHTH BHACILOK TPHUBAJIOrO
nepiofy HamiBposmay dinroniMony Ta nusaitny mocnimienns.

[Lupskion
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Jdemorpadiuni xani JOCJIIPKEHHS Ta JU3aMHH JOCTiKeHH ST

Tab6anus 2: Pesrome AemMorpapiuHux JaHUX NANEHTIB ANS KIiHiHIY BHIIPOOYBaHb LIOJ0
PEMITYI040r0 po3cistHoro cmneposy(Relapsing—Remitting Multiple Sclerosis (RRMS))

Hocnimxenns Ne | uzaitn Jlo3yBanns, Cy6’extu Cepenniii Bix Cratb
JOCII IKEHHS crioci6 JOCTI KEHHS (nmiamazon)
3aCTOCYBaHHA Ta | (n = KinbKicTs)
TPHUBaNiCTh
JOCTiIPKeHHS
Hocnimxenns Panpomizosane, ®inronimMony ®@inronimony 37.1 (17-55 Yonogiku: 30,1%
D2301 NoABifHe crrire, rigpoxopus rizpoxopun POKiB) XKigku: 69,9%
(FREEDOMS) maue6o 0,5 mr a6o 1,25 0,5 mr:
KOHTpPOJILOBaHE Mr abo mmaneGo | n =425
ZOCITi I)KEeHHs OIIVIH pa3 Ha
o6y ®inronimony
(mepopantuo) riapoxsopun
1,25 mr:
2 poku n =429
JOCITi JKEHD
Inaue6o:
n=418
Hocnimxenns Pannomizosane, ®inronimMony ®inronimonmy 36.2 (18-55 Yomosiku: 32,7%
D2302 nojBiiiHe crime, 3 rigpoxnopus rifipoxnopun POKiB) Kinku: 67,3 %
(TRANSFORMS) | moasiitsimm 0,5 a6o 1,25 mr 0,5 mr;
BHKODHCTaHHAM | OJUH pa3 Ha n =429
miane6o, noby
aKTUBHE (nepopansuo) ®@inronimony
(intepdepon abo inTepdepon rizpoxopun
Gera la, 30 Mxr 1 | Gera 1a 30 MKT 1,25 mr:
Pa3 Ha THXKAEHB, | o;uMH pa3 Ha n =420

inTepdepon Gera

THXJAEHE (B / M)

la) - Intepdepon Gera
KOHTPOJILOBaHE 1 pik nocnimxens | 1a:
JOCHi [DKEHHS n=43]

Edexrusnicts inromimony rimpoxio
OL[iHIOBaIMCA 0GOBI no3u 0,5 i
ckieposoM. O6maBa mocimKeHHS

Disability Status Scale (EDSS)) Bin 0 10 5,5.

Hocaimxenns D2301 (FREEDOMS)

omi3arii a6o He Menme | KIiHig

A0 paHaoMisauii, i BOHM Maau OLIHKY 33 POSLIMPEHO MKANOI CTaT

puny Oyna mpopeMoHCTpoBaHa B ABOX JOCHIJXKECHHSAX, e
1,25 wmr cepen mopocmmx NALIEHTIB 3 pemiTyrounm pO3CistHUM
BKJIIOYANY Malli€eHTiB, y sxux Oyino He menme 2 wriHivHuX
HOr'0 peuuauBy npoTsroM 1 poxy
yey iuBaninHocti (Expanded

Hocnimkxenns FREEDOMS TIPEACTaBIIANO OGOk NBOPiUHE paHKOMiz0BaHe nojgifiHe ciine miane6o-

-

§ i 5 ¥ ¥ N . s E o BT
MICALIB 1 HE OTPUMYBAJH HaTalizymas, TIPUHaNMHI, NPOTArOM MONEpenHix 6 MiCALE: }I’éﬁ’pé-f; PiYHE
OOCTEKEHHS IPOBOAMNOCS Mif yac CKPHHIHTY, KOXHi 3 Micsi i TIPH TA03pi Ha peuH, .

#tuf. Oufitfica MPT
TMpOBOAMJIACK MiJ Yac CKPUHIHTY Ha 6, 12 | 24 Micsup. ITepeunmOO KinLEBOMO TOHKOIO Oyna: piyHa
HacToTa peunauBsis (annualized relapse rate (ARR)). = Yhpaiua ins .
Cepenniii Bik cy6’exris cxnas 37 POKiB, cepenHs TpuBamicTs 3aXBOPIOBAHHS - 6,7. POKY,:a.cepeauiit
Gan 3a mkanow EDSS Ha BUXiZHOMY piBHi — 2,0. ITpu6auzno 40% HawiexTip 0TpHM§'iB,anr3i5"fi‘if<"yBaHHﬂ

____

IHIM I MEJIUKaMEeHTaMH, SKi MOIuQiKyIOTh 3aXBOPIOBAHHS, 10 BKJIFOYEHHS B JOCIIKEHHS, pu
LBOMY iHTepdhepoH-6eTa 6YB HaMbiLILI yacTo BUKOPHCTAHMIA B AIKOCTI HONEPEHBOrO JiKyBaHHS (ioro
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BHKOPHMCTOBYBaNM 29% Bcix nauientis). Ilanientn 6ynu pangomizoBani s npuiioMmy QiHrosiMonay B
mosi 0,5 Mr (n = 425), dinronimony B 103i 1,25 mr (n = 429) a6o mane6o (n = 418) na TEpMiH Ji0 24
micsuis. Cepenili yac nmpuitoMmy mocnimKyBasoro npenapaty cknanas 717 auiB — nust 0,5 mr, 715 nuis
— s 1,25 mr i 718,5 nHiB — aas mnane6o.

IlepBuHHa KiHLIEBA TOYKA, IO MPOAHANI30BaHA 32 JONOMOTO0 PiYHOI YacTOTH pelU/uBIB, BUABHIACS
3HAYHO HKXKYOIO CePe]l MAl{€HTiB, AKi OTpuMyBanu diHromiMox TiAPOXNOPUIY, HiX y MauieHTiB, AKi
OTpUMYyBaNH IIALE60, 3 BiAHOCHUAM 3HIDKEHHSM PELMAMBIBE Ha 54% (ans manieHTis, Aki oTpUMyBaIM
inronimon rimpoxnopua B n03i 0,5 mr). Kirouosoro BTOPUHHOIO KiHLIEBOIO TOYKOI 6YB 4yac 10
MiATBEPKEHHS 3-MiCSIHOTO MPOrpecyBaHHs IHBAJII AHOCTI, sIKe BUMIpIOBANOCA 36i1bmeHHIM Ha 1 Ga
Y TOpiBHSAHHI 3 BUXifHUM piBHeM EDSS (36insmenns na 0,5 6anu ans nauiedTis 3 MOYaTKOBUM piBHEM
EDSS 5,5), mo 36epiraenocs mporsroM 3 wicsmis. UYac J0 TMOYaTKy 3-MiCAYHOro CTiliKoro
TIpOTPpeCYBAaHHA ~ HEMpane3faTHoCTi Oyno 3HAYHO BiAknameHo mpu nikyBaHHI  diHronimMoxy
TIAPOXJIOPHIOM B TOPIBHSHHI 3 IPYNO MIane6o. Hosa 1,25 Mr me mana nomaTkoBuX repesar B
TNOpiBHAHHI 3 103010 0,5 Mr. Pesynsrartu aHanizy Hamipis nikysauus (Intent to Treat (ITT)) nepBunHuX
i KJIOYOBHMX BTOPMHHUX KiHLEBHUX TOYOK nocnikeHuss FREEDOMS nokazani B Tabmuui 3 i Ha
pucyHky 1.

Ta6auus 3: Pesyabratu gocainkenns FREEDOMS

Dinronimon IInaue6o p-3HaYeHHS
riapoxnopua 0,5 mr N=418
N =425

IlepBunna xinnesa 0,18 0,40 <0.001
TOYKA

Piunuii koediuienT
penuauBy ¥

KirouoBa Bropunna
KiHUIeBa ToYka
Ouinka Kannana-
Mef/'[epa 1010 82.3(1.89) 75.9 (2.17) 0.026
BiICOTKOBOT 4acTKu
(estimate of percentage
(SE)) nauienris, y
AKHX HE OyII0
MiJTBEPAXKEHOTO
IporpecyBaHHs

iHBaJTi IHOCTI Yepes 3
Micaui o 24 micaus

O 0.70 (0.52, 0.96
CniBBigHOIIECHHS ( ) 0.024

PHU3HKIB 110
IIpOrpecyBaHHs
inBanigHOCT (95% JII)

T a (e BAPMAL T
" Ha migcrasi i ITBEPKEHHX PEeLMAMBIB. Pelaup BusHauaBcs sk HEBPOJIOTIYHI CHMITHOMM pasom i =

p' S

30inbmeHHaM > 0,5 3arajibsHoro 6any EDSS, a60 36inpmennam na 1 6an Y KOXKHIH n&gm{
6aniB QyHKLIOHAIBHOT CHCTEMU EDSS, a6o 36insmennam Ha 1sa 6anu B O mo3muii.
dyHxuionansHoi cucremu EDSS (Bukmouaroun KHMIICYHMK-CEIOBUM MiXyp a6o nepebpanbii

}yHKUiOHaNBHI cUCTeMH). P-3HaueHHs, BusHAYCHE 3 ypaxyBaHHAM HEraTHBHOI GiHOMiambHOT perpecii 3

Hupexiop
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MOMPABKOIO Ha JIIKyBaHHs, 00'€IHAHOTO HACEIEHHS, KiIbKICTh peLuauBiB 3a norepeani 2 poku i
Buxinuuii EDSS.
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I'pyna niKyBaHHS: -~---==nnmn- DiHroMiMOS MiAPOXIOPHL, 0,5 MI ==mmmmmmeme ITnaue6o

p = 0,026 m1s dinronimony TipOXJIOpHAY MOPIBHAHO 3 ALE60.

Pucynox 1: YUac o BeTanoBaeHns 3-micsunoro NiATBEPAXKEHOTr0 NporpecyBaHHs iHBAITHOCTI -
HMocnimxennst D2301 (momynsiuist ITT)

Yacy no mporpecysanHs inBaiaHOCTI 6yI10 3HAYHO Gibie npu npuiiomi dinronivony rizpoxnopuny

y MOpPiBHAHHI 3 mIane6o.

BropunHi kinuesi Touku MPT BK/IIOYaIH KilBKiCTh HOBHX i 3pOCTaroYMX (aKTHBHHX) ropymeds T2,

KIIBKICTE mopymens, wo 36impmyors T1 ragonminio (Gd) i mBuaKicTs aTpodii ronoBHOro MO3KY.

Cepenus KiNbKiCTh aKTUBHUX nopymens T2 npotsirom 24 micsuis craHoBuMIAa 2,5 nas posysamns 0,5

mr dinronimony rigpoxnopuny ta 9,8 — ana nnaue6o (p <0,001), mo npexcrasise coboro BiZHOCHE

BHIWKEHHA Ha 74%. Cepenns kinekicts Gd-mmincunenux BOTHMIN Ha 24 Micsaups ckiama 0,2 mis

hidroniMony rigpoxnopuny y nopiBHsHHi 3 1,1 st nnane6o (p <0,001), BiZHOCHE 3HIKEHHS CKIAIO0

81%. LlIBuakicts atpodii roosHOro MO3KY (Cepe/iHs 3MiHa 3arajJsHOro 06Csry roIoBHOro MO3Ky B %)

Oyna Menworo B rpyni ¢inronimony rinpoxnopuny (-0,8%), Hix B rpymni miane6o (-1,3%) npoTsrom

24 micauis (p <0,001). 3minu B 06¢s3i MO3KY Takox Gymu 3Ha4HUME 10 6 i 12 micauip.

HMociixxkenus D2302 (TRANSFORMS)

Hocnimxennss TRANSFORMS mnpexcrasisiio coGoro OJIHOpiYHE paHIOMi3oBaHe, MojBiiiHe ciime, 3
TMOJBIHHUM BUKOPHCTAaHHSM IIale60, aKTHBHE (inTepdepon Gera-1a) kouTponLOBaHE pocaimxenns 111
hasu cepen mamieHTiB 3 pemiTyrounm PO3CIIHUM CKJIEpo3oM, sKi He OTpUMYBaJi HaTanizymal
NPOTATOM nomnepeaHix 6 micsauis. Byno no3eoseno NOTIepEeIHE JIIKYBaHHs inTepdepoHomM-6eta a6o
TaTupamepa aleTaTom 0 MOMEHTY paHAoMi3arlii. PP AT
Hesponoriuni o6crexenns nposoaumcs mix gac CKPHHIHTY, KOXHi 3 Micsui, a.-Ta;sz()';K Py migospi ua
peumansu. Ouinka MPT nposomunace mig wac CKpUHIHI'Y 1 Ha 12-my 'Mfgggm;,fgmgﬂiﬂmeﬂﬂﬂ.
ITepBUHHOIO KiHILEBOIO TOYKOKO Oyna piuna yacrora peLrauBiB. pe Yhpalwa iHh» v
Cepenniit Bik cTaHOBHB 36 pokiB, cepems TPUBANICT 3aXBOPIOBAHHA — 5,9 POKY, 2. cepentiii. 6an 3a
wkanoto EDSS na Buxinnomy piesi — 2,0. IpuGiusuo 57% NaLieHTiB 0Tpnmyaanﬁ“nj;cj?i’a%ﬁﬁﬁ‘ THIHIME
BUJIAMM Teparii, mo MoAuGiKyioTh 3aXBOPIOBAHHS 10 MOMEHTY BKJIOYEHHS B JOCIiKEHHS, npu
oMy iHTepdepoH-6eta 6yB HANGLIBI YaCTO BUKOPUCTAHHH B KOCTi IIONEPEAHBOTO JiKyBaHAS (#ioro




BUKOpHCTOBYBaNM 49% Beix mnauientiB). Ilauientn Gymu PaHIOMI30BaHi 1S NpUHOMY [03M
Ginromimoxy 0,5 mMr (n = 429), 1,25 wmr (n = 420) a6o 30 wMmxkr inTepdepony Gera-la
BHYTPIIIHBOM'A30BO OZIWH a3 Ha THXKJEHb (n = 43 1) TepminoM 10 12 micsiuis. Cepenniit yac npuitomy
JOCIIiI)KYyBaHOTO NPENapaTy CTAHOBUB 365 AHIB MO0 NpuifomMy no3u 0,5 mr, 364 nHs — npu npuiiomi
nosu 1,25 mri 361 meHs — ans npuitomi inTepdepony Gera-1a.

Piuna vactora peunmaupie 6yna 3mHauHO HmKue Y MauieHTiB, ski oTpumyBau dinronimomy
TiAPOXNOPH, HIX Cepen MalieHTiB, ki OTpEMyBaiK inTephepoH Gera-1a, 3 BiIHOCHHM 3HSKEHHAM
peunnuBie Ha 52% Ui TaKUX MaLi€HTIB, sKi OTpuMyBanu diHroniMon rigpoxnopun. Jloza 1,25 Mr He
Aajla IOAaTKOBMX NepeBar B NOPiBHAHHI 3 103010 0,5 Mmr.

Kilto40BUMY BTOpMHHMME KiHLEBUMM TOYKaMmu Oynu KinbkicTe HOBHX a60 3HOBY MOCHJIEHHUX
nopywens T2 i yac 1o moyarky 3-MicsuHOro MiATBEP/KEHOr0 MPOrpecyBaHHs iHBanigHOCTI, AKMii
BUMIpIOBAJOCS SIK MiHiIMyM 3a 1 Gajiom Y TOpIiBHAHHI 3 Buximuum pisuem EDSS (36inbmenus Ha 0,5
bana 11s nanienTiB 3 nouarkoBuM pisHem EDSS 5.5) Tepminom 3 micsani. Kinbkicts HOBUX 260 3HOBY
36inbmieHnx nopymeds T2 BUABMAOCH 3HAYHO HIDKYMM  Cepell MauieHTiB, ski oTpuMyBamu
inroniMony rifpoxnopun, Hix y nawjentis, gxi OTpuMyBanH intepdepon Gera-1a. He 6yio 3HavyImof
pi3HULI B yaci g0 3-MmicsuHOro M ATBEPKEHOrO MPOTPECYBAHHS iHBANIAHOCT] Mixc nanjeHTamu, fxi
OTpuMyBanu ¢inroniMox rigpoxnopuy i Gera-la inTepdepoH uepes 1 pik. He Oy/o TakoX 3HAYHHX
BiAMiHHOCTe#H Mix no3amu 0,5 mr i 1,25 mr WON0 060X KiHIEBUX TOYOK. Pesympraru s NEPBUHHUX i
KJIIOYOBHX BTOPMHHHX KiHUEBUX TOYOK IIBOTO IOCIIIKEHHS MIOKA3aHi B Tabauui 4.
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Ta6auus 4: Pesyasraru gocaipxenns TRANSFORMS

®@inronimon InTepdepon Gera-1a p-3HaYeHHs
riapoxsaopun 0,5 mr N =431
N =429

IlepBunHa kinnena 0,16 0,33 <0.001
TOYKA

Piunuit koedinienr
peuuausy '

KmouyoBa Bropunna
KiHUeBa TOYKA

MRI

Cepenne (Menianne)
3HAaYEHHS KiJIbKOCT]
HOBMX ab0 3HOBY
301IBIICHHX NIOPYILEHb
T2 3a 12 micsuis?

1,6 2,6 (1,0) 0,002

3-micaune
niomeeposicene
npozpecyeanns
irf;a./ll)iojocmi 94,1 (1,25) 0.24
Ouinka Kannana- 92,1 (1,33)
Meiiepa éiocomka
(SE) nauienmis, y
AKUX He byno
niomeepoiicernozo 3-
MicAYHO20
npozpecysaunns
ineanionocmi oo 12-z0
Mmicays

0,71 (0,42, 1,21)

CrniBBigHOLIEHHS 0,21
PU3HKIB JI0
NporpecyBaHHs
inBastiHOCTi (95% JII)

' Ha nigcrasi MiATBEPUKEHUX PELMIMBIB. Peliaup BH3HAYaBCS K HEBPOJIOTiYHi CUMIITOMH pa3oM 3i
30inpIeHHsM > 0,5 3araapHOro 6any EDSS, a60 36insmennsm Ha 1 6an Y KOXKHi} mo3uii 3 aBox
OaniB GpyHKIIOHANBEHOT CHCTEMU EDSS, a6o 36i1bmennam Ha 18a 6amu B OJHii mo3uuii
dyHkuionaneHoi cuctemu EDSS (Bukmouaroun KUIIEYHHK-CEYOBHEA Mixyp a6o nepebpanbHi
dyHKUiOHANBHI cHCTeMU). P-3HAaYeHHs, BU3HAYEHE 3 YPaxyBaHHs;M HEraTUBHOI OiHOMianbHOT perpecii 3
TNIONPaBKOIO Ha JIIKyBaHHS, 00'eIHAHOIO HaCeJICHH, KiJIbKICTh peLIaUBIB 32 norepeHi 2 poku i
BuXigHuit EDSS.

? Cratuctmunmit amaniz 3 BUKOPUCTAHHAM HeraTHBHOI OiHOMianbHOI perpecii 3 TNONPaBKOIO Ha
NiKyBaHHSI, YUCENbHICTb, KIIBKICTh PeLMIKBIB 33 onepeaHi 2 poxu i Buxiguuit EDSS.

IHwi BTOPMHHI KiHLEBi TOYKM BKmIOYANH YacTKy MaLieHTiB, y sKuX He Gyino PeUMIMBY,. KibKiCTE
NOpyWIeHb, 1o niacumorots T1 Gd, i mBuakicTs aTpodii roM0BHOrO MO3KYy. IlaCTKaig,l‘aﬁii’?i‘é«' TiB, ¥ aKux
He OyJ10 peuuauBie yepes 12 micsuis, cknana 83% i 1o3yBanHs 0,5 Mr d)iHFOHiMéﬂ,}(i;l;ﬁﬁﬂop\ﬂg‘y
Ta 70% nna manientis, sxi oTpumysamu intepdepon Gera-la (p <0,001). Ccﬁéﬂ ipKinskiers, Gd-
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NiCHIEHMX MOPYIIEHb Ha 12-My Micswi cTaHoBmiO 0,2 s dinronimony rizpoxnopuny y nopiHsHui
3 0,5 ms inrepdepony Gera-la (p <0,001), BigHOCHE 3HMKEHHS cKiano 60%. HlIBuaxicts atpodii
TOJIOBHOTO MO3Ky (CepeiHiii % 3MiHM 3arallbHOro 06CAry TONOBHOTO MO3Ky) Oyna MEHINOK s
dinronimony rimpoxnopuay (-0,3%), mix y rpymi 3acToCyBaHHs iHTepdepoHy Gera-la (-0,5%)
npotsirom 12 micsimis (p <0,001).

OG'ennani pesynsratu nocmimkens D2301 i D2302 noxasanu mociioBHe 3HIKEHHS piuHOT YyacToTH
PeLMIKBIB y NOPIBHSHHI 3 KOMIIAPAaTOPOM B MiArpyIax, BA3HAYCHHX 3a CTarTIO, BiKOM, MONEPEHBOT
Tepartii PO3CisHOTO CKIepO3y, aKTMBHOCTI 3aXBOPIOBAHHS a60 PIBHAMH iHBaNiHOCTI HA BUXigHOMY
piBHi.

AETAJIBHI ®APMAKOJIOT'TYHI BJIACTUBOCTI

Mexanizm nii
3B'a3yBanHs QinroniMony docdary 3 peuenropamu S1P ma niM(OoUMTaX BHKIMKAE iHTEpHATI3AL{O i

dyHKuioHanbHul aHTaroHisM peuentopis SIP. Ile 3HIKYe S1P-sanexcsuit Buxin nimgorurie 3
niMGoinHUX OpraHiB, a y TBAPHH 3HIDKYE KiBKiCTH ayTOPEeaKTIBHICTh KIIITHH, sIKi IpoHuKatoth B [[HC.
JlociKeHHsT HA TBApMHAX i HOCTIMKEHHS in vitro TOKa3yIOTh, WO (QiHroaiMo] MOxKe NPOHHKATH B
ITHC, a Taxox Moxe IisTH 3a JOIIOMOTOIO B3aEMOIIT 3 peuentopamu S1P Ha HEpPBOBUX KITITUHAX.

JloxniniyHa apMakokineTHKa

®apMakoKiHeTHKa i po3noin ¢inronimosy, #oro mMeTabomiTIB i ¢inronmimony pocdary (y hopmi itoro
(S) - i (R) -enantiomepie AML629 i AML627 BI/MOBIAHO) Gyau Hociimkeni Ha Mumax, 1ypax,
Kponukax, cobakax i Maxkaxax Cynomolgus.

®@inronimon i dinromimony docdat 6ymm OCHOBHUME KOMIOHEHTAMM JTiKiB cepel DOCTiKEHb Ha BCiX
BKasaHWX BHIAX, BKIOYAIOUM JomuHy. YacTka ¢inromimony Ta ¢inromimony docdary, mabyts,
ONHAKOBA JUIA BCIiX JOCIIDKEHUX BHJIB, BKIIOYAIOUH JIOHMHY. ®@inrosimMony docdar 6ys npucyTHiii
BUKIIOYHO B dopMi (S)-enantiomepy. AGcomoTra 6i010CTyIHICTE dirroniMmony mpu mepopansHOMY
npuiioMi y TBapuH i mozeit Gyia Brcokoro a6o Maike MOBHOM0. CHCTEMHUI BILIUB ¢inronimony, K
NpaBuJIO, MPOMOpUiiHMKA f03i, 6e3 remnepHux BiaMinHOCTel. DiHromiMox HAaKOIMYyBaBCsS B
TOJIOBHOMY MO3KY IIypiB i COGaK, a TaKox B TOJOBHOMY MO3KY i JIET€HSX MaKak Cynomolgus micns
baraTopasoBoro mepopajabHOro mpuiomy. Ilicis NpUNUHEHHS npuiiomy @Di”rogiMon moBiNeHO
BMBOJUBCS 3 MO3KY IIYpiB i MaBII.

biorpancdopmanis dinronimony B TBapuH i JroguHHM BiIOyBAa€ThCs 32 TPHOMA OCHOBHUMHU
HanpsAMKamu: (i) MUIAXOM 3BOPOTHOTO CTEPEOCEIeKTUBHOIO dochopumosanns 1o (S)-enanriomepy
didronimony ¢ocdary, (ii) wUIXOM rinpoKCHITIOBAHHS KIHUEBOT METHIIBHOT TIPyNMH OKTHIBHOTO
JNaHLEora (KaTali3oBaHOro MEPEBaKHO 3a HONOMOIOI0 CYP4F2) 3 nmopansIuM MBHAKAM OKHUCIICHHSIM
H0 MeTaboJliTy KapOOHOBOI KUCIOTH, KM IMiiIaeThes biotpancdopmanii 3a paxyHox BTpaTH IBOX
BYTJICLICBUX OJMHHILb, MOAIOHMUX O B-OKUCIEHHS Ta M0 iHIIUMX METabOITIR KapboHOBUX KucIOT; (iii)
YTBOPCHHSI HETIONAPHHUX LEPaMiIMHOBUX aHANOriB ¢inronimoxmy. ITo CyTi, omHi ¥ Ti x Mera6omiTu
dinroniMony y moneit 6ynu yTBOpEHi TaK0X NPUHANMHI OHUM 3 BB TBApHH in vivo i/-a6o in vitro,
1O MiATPUMYE BUOIP TOKCUKOJIOTIYHHX TECTOBUX BHIIB. b »“ -3
®QiHroniMo/ BUBOJMBCSA NEPEBAXHO 32 PAaXYHOK OKHCHOTO MeTabomi3my (CYPéfFZl)./(Dii‘ﬁ%ni a1y
docdar, MaOyTh, yCyBacThCA B OCHOBHOMY 3a paxyHOK 3BOPOTHOTO  hoCHepmiobants’ Jo
dinroniMony. Ilpame oxucnenns dinromnimony docdary, mabyTs, He Bi,I[6yBa€TB(§Zl B YigarHil Mipi y-
Pi3HMX BHAIB, BKIIOYAIOYM JOAMHY. HupxoBa CKCKPELisl  HE3MiHEHOro - IHrOMMOY . . He
criocrepiranocs. MeKanbHi eKCKpellis He3MiHeHuX dopm dinronimony ta @inronimdﬁﬁ_@‘é&ﬁ%ﬁ“ﬁf' Oyna
HE3HAYHOIO. s 2
Yyactb Gesnmiui i3odepmentiB muToxpomy P450 B okumcienwi dinronimony mnepenbavae, o
Metaboliism (inroniMon He Moxe 6yTH MOBHICTIO NPUTHIYEHUH OJHUM CreludiyHIM iHribiTopom
CYP. ImoBipricTs mikapchkoi B3aemonii Mix dinrosimomom i CYIyTHiMH JiKamu Yepe3 depMeHTH

&

uuroxpomy P450, a Takoxx yepes nediHKOBI CHCTEMM 3aXOIUICHHS | BHUBEJICHHS, BipOTiHO, € BKOIO.
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Ouikyetbes, wo ¢inroniMon i AML629 HE GyayTs npuraiayBaTé omocepeKoBaHHMil LUTOXPOMOM
P450 merabomiunmii kjaipeHc cymyTHix npemapariB. ®inromimox HE iHoyKye dQepmenty, wo
MeTaboNi3yIOTh BJIACHI IIpeNapaTy B MediHLi, 860 GepMEeHTH MOTeH I X CYITyTHIX JIKiB.

®dapmaxkoJoris Ge3nexu
Hesenuke inribysanns hERG (25% a6o 18%) 6yio npucyTHe Ha Mexi po3uMHHOCTI (inroniMoay ado
(hapmakosioriuno axtupHOro S-eHanTiomepa (0,5 MxM abo 0,4 MKM) B cTabinbHO TpaHchiKoBaHHX
knituHax HEK293,

Y mozeni cepus kponuka 3 nepdysii no Jlanrennopdy dinromimony docdar 36inbuysaB TpuBamicTh
UMKy i 3HMKYBaB KOPOHapHy 1epdy3ito NpH MiNbOBHX KOHIIeHTpauisax Big 10 1o 100 HM.
IlepopaneHe 3actocysanHs ¢inromiMomy B 703i 10 Mr / Kr BUKIMKAI0 3HAYHE 3HIKEHHS YACTOTH
CEpPUEBMX CKOPOYEHb 1 IMiJBMIICHHA CHCTONIYHOTO Ta AiacTONIYHOrO apTEpiaNBHOrO THCKY
nepebyBalOUUX y CBiZIOMOCTI Ta TaKUX, IO BilbHO PyXaluCs, CAMIIB MaKaK Cynomolgus.
BHyTpillHEOBEHHE BBeACHHS (DApPMAKOJOTI4HO AKTHBHOIO S-enantiomepa Qinronimoxy dQocdary
SHIDKYE YacTOTy CEpLCBHX CKOPOYEHb, SHWXKYE apTepiaNbHHM THCK, TOJOBXKye iHTepBan PR i
BUKJIKAaE CHHYCOBi aput™ii B 103ax 0,01 i 0,1 MI/KT cepesl MOPCBKMX CBMHOK. SMEHINEHHS YacTOTH
CEpLEBUX CKOPOYEHL i MOJOBXKEHHs iHTepBany PR, BukImKani S-enanTiomepoMm  inronimony
ocdary, iHribysanu KaIlTIOKOBUM TOKCHHOM, IO Hepeatauae y4actb Goi/0-1oB'a3aHOTO perentopa
S1P (Goi/o-coupled S1P receptor.).

Cepen aHecTe30BaHUX IIypiB BHYTpIIHBOBEHHE BBEICHHSA Ginronivony docdary 3menmypano
YacTOTY CEPUEBUX CKOPOYCHB i BUKIMKANO CMHYCOBi aputmii mpu mo3i 0,3 mr / kr, TI0JIOBXKYBAJIO
inTepBan PR, 3MenmyBano o6csar auxaHss npu no3ax Gitsme 0,03 Mr/Kr, 3MEHITYBano XBHTHHHUIA
obcar guxanHs mpu posax 0,03 mr/xr. Tokcuu KaIToKy iHribyBaB BuKiIHKaHe QiHromimMomy
(ocaroM 3HMKEHHS YACTOTH CEPLEBUX CKOPOUEHb, MOIOBIKCHHS inTepBany PR, AV-6iokany i
3MEHIIEHHs AUXAJIBHOro 06'eMy.

3anumka, Opamuxapais ¥ mami EKT mopo CHHO-IIEpeCEpAHOI  0JIOKamy, aTpiOBEHTPUKYIISAPHOT
GiioKkaaui, pesynbTaTH, MO HArajyrlOTh GIOKafy JHBOI HiKKH nyuka [ica, nepencepaui mepeauacHi
KOMIIIEKCH 1 LITYHOYKOBI Tepe/T4acHi KOMIUIEKCH, MpucyTHi B nosax 0,1 i/a6o 0,5 mMr/kr y mypis, axum
BHYTPilIHEOBEHHO BBOMIM (papMAKOJIOTiUHO aKTUBHMI S-enantiomep dinromimoa-pocdary.

¥ cobax npu mocTynoBomy 36inbLieHHi Z06OBOT MEpOPaIBHOT 103K dinronmimony 3 0,1 o 10 Mr/kr
CIOCTEPIranoch 3HWKEHHsS YaCTOTH CEPLEBHX CKOPOYEHb i MiJBHINEHHS apTepianbHOro THUCKY, SIKi
OyJ MEHIN BUPaKEHHMH NOPIBHSHO 3 MEPOPAIBHOI0 03010 > 2,5 mr/kr B 1 gens. V cobak, sxum
nepopaisHo BBOAMIM 10 MI/Kr dinroniMozy, crocrepiramocst 36iNBIIEHHS YaCTOTH AB-6nokamu Ta
nepe4acHUX CKOPOYEHb ITyHOUKIB.

Buyrpimnbosenne Beenenns dinromsimony (3 i 10 Mr/kr) BUKINKano moMiTHe Ta TPUBANE ITiJBUILIEHHS
OIOpY IMXaNbHUX IUIIXiB y aHecTe30BaHMX IypiB. [Tomepenms o6pobka TokcuHOM B. pertussis
NIpH3BENIA N0 3MEHIICHHs rOCTPOro OPOHXOCHAsMy, IO MO3BOJISE NPUITYCTHTH, IO TOCTP edexrn,
BUKJIMKaHi (iHroiMoJ0M, BifOYBArOTECA Yepe3 CUIHANBHI LINIXH 32 yuactio Gi-GTP-38's13yrouoro
Oinka. e
Bponxocnasm, BUKIHKaHMM y aHECTE30BaHHX IypiB 3a JOIIOMOTIOIO BHyTpimﬁgﬁﬁgﬁﬁo¥im&KuiT
®inronimony, 6yB ckacoBaHuii iH'eKIi€l0 aronicTa Gera-2-a[peHopeLenTopin canpﬁ%rpﬁono‘ﬁ@@ \

TOKCHUKOJIOI'ISL . T
Hoxninidauit npodinb Gesnexn dinronivMomy oninoBaM Ha MHIIaX, mypax, cobakax i-MaBiax:""
QiHroiMOA  BOJOMIB  CepefHiM CTyMeHeM K rocTpoi TOKCHYHOCTI. CMeprs HacTymmia  micis
BHYTPIUIHLOBEHHOTO BBEJEHHS OJHOPa30BOi 103d 50 Mr/KT Mumam | > 25 Mr /[ xr pgnd
BHYTPIilIHEOBEHHO BBEJEHHS IIypaM, & TAKOX TiC/Is NePOPaIsHOr0 BBEICHHS 0aHOpa3oBoi 103w > 300
Mr/kr mypam. ITicas oAHOpasoBoro mepopanbHOro npuifomy 1000 a6o 2000 mr/kr cmepreii cepen

cobak He O6yno. O3HAKM TOCTPOT TOKCHYHOCTI CTOCYBAIUCS O PECHiPaTOPHOT, LEHTPANLHOT HEpB oi
49
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CHCTEMH ¥ IIIYHKOBO-KHMIUKOBOMY TPAaKTy, & TAaKOX BKIIOYAIM 3aMLIKY, TIOPYIIEHHS KOOpAMHAIIiT
PyXiB, TPEMOp, CyIOMH, CeaTHBHUN edeKT, 3HIKEHHA PyXOBOI aKTHBHOCTI, BHPa3Ku IILTYHKOBO-
KHIIIKOBOTO TPAKTy Cepejl rPU3yHiB, O/II0BOTY, Aiapero cepe cobax.

OCHOBHUMH OpraHaMy-MilICHSIMU B JIOCITIDKEHHSX NEPOPAILHOrO TPUHOMY MOBTOPHOrO BBEICHHS
103 Oy/IM JIEreHi Ta KPOBOHOCHI CyIMHH, IO BUSBJIEHO MPH PiBHAX 103, BBEACHHX I CHCTEMHOTO
BILIMBY Ha TBAPHH, sKi B AESKMX BUNAJKaX HE MaJli IEBHOT MeXi B MOPIBHAHHI 3 NEPOPANBHOIO 03010
ans moauny (0,5 Mr / ieHs) i MoB's13aHOro 3 UM CUCTEMHOTI'O BILIUBY.

BB Ha nimboinHy cucremy, mo Bimouae nimborneiio, niMpoinHe BUCHANKEHHS (xopu TuMyca,
cenesiHky, NiMATUUHMX BY3JNiB), a TAKOX 36GiNBIICHHS po3Mipy Ta iHTEHCHBHOCTI 3aGapBieHHA
MO3KOBOI PEYOBHHH BHIIOUKOBOI 3aJ03H, IO MOCTIHHO CHOCTEpiranocs B IIMPOKOMY [liana3oHi 103
cepesi BCIX BUIPOOYBaHMX BHJIB TBApHH, IO CyTi, € O4iKyBaHHM e(eKTOM Ha OCHOBI (apmakosorii
inronimony. BBaxkamocs, MO IMITYHKOBO-KHMIIKOBA iH(EKLIis HadmpocTime Bigobpaxae MigBHUIIEHY
CHPUMHATIMBICTE 0 iH(EKUil, BTOPUHHY N0 BiIHOMIEHHIO 10 iMyHOCyMIpecii, y MaBII, IKUM BBOIMIIH
0,5 abo 3 mr/kr. I'paHy150MAaTO3HE 3aMaNeHHS B JIereHsX MUILICH i IIHEBMOHIS, AKa CIOCTEPIracThes y
LLypiB i co6ak, Takox Moxe GyTH BTOPUHHOIO 10 BiAHOLIEHHIO /[0 iMmyHOCympecii,

Jlereni Oynum uyTIMBUM OpPraHOM-MilIEHHIO IS BCIX JOCHiIKEHHX BUJIB TBapuH. PesynsraTtu
BKJIFOUYAJIM 301IbIIEHHS Bard JIEr€Hb i HEJOCTATHICTH JIEF€HEBOTO KoJarncy abo Horo BifCYTHICTh mpu
po3tuHi. MiKkpocKomivHi 3MiHM J€reHb BKIHOYAIM rineprpodiro/rinepriasito raagxux Mm'ssis i/a6o
iHTepCTULiaNbHY KOJUIATeHi3alilo B OpOHX0ANBLBEONSIPHOMY 3'€IHAHHI; MiABMIIEHE PO3TArYBaHHS
aNbBeON; 30iNbINCHHS iHGINBTPaTiB  anbBeonspHUX MakpodariB. I[laroioriuni 3MiHM JlereHs
cnocrepiranucs npu > 0,1 Mr / kr — st wypiB, > 0,01 Mr / xr — gna cobak i > 0,5 mMr / kr — JUTISL MaBII.
[Tix yac 52-TIKHEBOro JOCHIKEHHS HA MaBIax pecnipaTopHuil aucTpec 6yB MOB'SI3aHMIA 3 BBEICHHSIM
ketamiHy B Jo3ax 3 i 10 Mr/xr dinromimony.

Backynonaris y mypis Wistar crocysanack cymun 6aratsox OpraHiB, BKJIIOYAIOUH HUPKH, CEJIE3iHKY H
Mo3ok. Haiinmkua no3a ams HactauHs edekty cxiana 1,5 mr/kr B 26-TrxHeBOMY mocuimkeHHi i 0,15
Mr/kr B 104-THKHEBOMY MOCII/DKEHHI KaHIEPOTeHHOCT. YpaxkeHHS CyauH cepud cobak, SKUM
BBOAMIIM > | MI/Kr, BBa)KaIMCs NOB'A3aHUMH 3 FeMOAMHAMIUHAMHU edexramu ¢inronimony.

ITop's3ani 3 siKyBaHHAM 3aXBOPIOBaHHS HHPOK (Hedpomaris, TyOynsapHa 6asodinis i/abo rianizosi
UMTIHAPY) SIBULIA CIIOCTEPIranycs B TOCIiKEHHAX Ha rpusyHax (5 mr/kr npotsarom 13 TixHiB i > 0,25
MI/KT IpoTAroM 104-TIKHEBHX NOCIiIKEHHb Ha MHMIIAX, 0,3 Mr/kr B 26-TXHEBOMY HOCHiIKEeHH] i
0,05 mr/kr B 104-TroxHEBOMY JOCTiIKESHHI Ha mypax).

I[Ipy BiZHOCHO BHCOKMX H03aX B HEpPBOBIH  cucTeMi cobax CTIOCTepirajaucs MaTOJIOrYHi 3MiHM.
[HdineTpaTH MOHOHYKNEApHMX KITHH a0 NEpUBACKYJISAPHI MOHOHYKJIEapHi KJIITHHH BHABJIEHI B
TOJIOBHOMY @00 CIIMHHOMY MO3KY B 103ax 10 MI/kr (26-TuskueBe nocnimkeHns) i 30 Mr/kr (4-TmkHeBe
JOCIi JDKEHHS ).

IoB's3aHi 3 JiKyBaHHAM Pe3yNbTaTH TOKCUKONOTUHUX JOCIiIKEHb 3 NIOBTOPHUMHM JI03aM# 3a3BHYaif
CBiIYMIIM NP0 MOTEHMLiHY 00O0pOTHICTE Mic/s BiAMiHM JIIKYBaHHS, X04a B IESIKUX BUIMAIKAX OJly>KaHHS
OyJI0 HEMOBHUM.

Brnue Ha nedviHky (miABMINEHHS PiBHS TpaHcaMminaz y mypis i cobak), rinodis (sakyonisawuis i/a6o
atpodis KITHH mepeaHpoi omi rimodisa y mypis i cobak), MO3KOBHIi Iuap HaJHUPKQBHX 3aJI03
(Bakyouizanis i 3MEHIIEHHs KiJbKOCTi KITiTHH, $i6po3 y cobax), LTy HKOBO-KHIUKOBHH T‘béf(’}'{(?ﬂphzm
LIIyHKa Y c06akK) B OCHOBHOMY BUHMKAIHU TIPH BiTHOCHO BUCOKHX 103aX | He criocrepiramucs TiocTitHo
Y pi3HUX BUIB. . ;;( «BAPMACAT

Y TOKCHKONOTiYHMX NOCHiKEHHSAX He 6yN0 OTpHMAHO 0 TaNbMOCKOMIYHUX ﬂa,yx},’ﬁﬁf&ﬁ”ﬁﬁﬁux 3"
niKyBaHHAM. Backynonatis Gyia NpucyTHS B mig Yac TiCTONMATONOMIYHIX ﬂOCHiﬁﬁ(@HE;-QﬁC‘ﬁ.;’Cepeﬂ

HEBEMKOTO YMCIA MiVIOCHIJHMX INYPiB, SKHM MpH3HAYAIH no3y 0,5 mr/kr B 'T-Oé}'}ir'ﬁ'ﬁé;iéBOMy

JIOCITi JUKEHHI.

Hisikux noka3iB xaHUeporeHHocTi He CIIOCTepirasocs Mif yac ABOPiYHOro Gioananisy Ha mypax npu

NEepOpaNbHUX /103aX (BiHroOMMOAY axk 10 HOCATHEHHS MAaKCHMABHO NEPEHOCUMOT 103U 2,5 MI/KT, 110

CTaHOBHUTB NPHOIN3HO 50-KpaTHYy MeXy Ha OCHOBi BM3HAYEHHS CHCTEMHOIO BILUIMBY ISt IMHH
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(AUC) npu posi 0,5 mr. Backynonaris Ta Hedponaris 6yIM OCHOBHUMHA YP2KEHHAMH, 110 CIPHSIU
30inpuwenHo cMepTHOCTI mpu gosax 0,5 i 2,5 mr/kr. ITig yac ABOPIYHOro AOCHIMKEHHS Ha MUIIAX
crocTepiranacs miIBUILEHA YacToOTa 3M0sKicHOI JiMpomu B mo3zax 0,25 MI/KT i BUIIE, IO CTAHOBHTE
npUOJIM3HO 6-KpaTHY MEXy Ha OCHOBi CHCTEMHOTO BIUIMBY Ha momury (AUC) npu mo6oBiii mo3i 0,5
MT.

®iHroaiMoz He BUABJISIB MyTareHHHMX BiacTUBOCTel y TecTi EiimMca i mix yac BUBYEHHS KIITHHHOT JIiHIT
nimpomu mumeit L5178Y B mocnmimxeHHsxX in vitro. KnacToreHHUX edekTiB in vitro B KIITHHaX
JNiereHiB KuTajickkoro xom'suka V79 Tex He crnoctepiragocs. DiHroiimMon BUKIMKAB YHMCEIbHI
(moninnoixni) xpomocomui abepauii B ki1ituHax V79 npu KOHIEHTpauisx 3,7 MKC / MI i BHIIE.
OiHroNimMOJ He BUSBMB KJIACTOTEHHOT0 e(eKTy B TECTax MiKpOsAep in Vivo Ha MHIIaX i mypax.
QiHroNimMoA He BIUIMBAB HA KiNBKICTh a00 PYXJHMBICTB CTIEpMaToO30i1iB, 8 TAKOK HA depTUnBHiCTS y
CaML{iB i caMOK 11ypiB aX JI0 MaKCUMaJIbHOT BUIPoGyBaHoi 1034 (10 MI/KT), O CTAHOBUTE npHOIU3HO
150-kpaTHY MeXy Ha OCHOBi CHCTEMHOTO BILIMBY Ha Jopuny (AUC) npu n060siit 103i 0,5 mr.
®@iHroniMoa MaB TepaToreHHy Airo mpu gozax 0,1 mr/kr aGo Bume (o BignoBizae 2-kpaTHOMYy abo
OisblIe BILIMBY Ha JIOAMHY IPH PeKOMEH/O0Bauii 103i 0,5 Mr) mix yac BBeJEHHS BAriTHUM mypam B
nepioa opraHoreHesy. HaiiGinbm yactumu BHYTpilIHIMK Bajamu PO3BUTKY Iioja Oynu ypaxxeHHs
apTepiaibHOro CTOBOYpY Ta AedeKT MIKIUTYHOYKOBOT Mmeperopoaku. Bizomo, mo peuenTtop, Ha AKUH
aie GinroniMon (peuentop cdinrosun-1-gocdary), Gepe yuacts y (GopMyBaHHi CymuH Imij 4yac
eMGpioreHesy. 30iIbIIEHHs NOCTIMIIAHTALIHHIX BTPaTH CIOCTEPiranocs cepel LIypiB mpu mo3ax 1
MI/KT i BMIIE Ta 3HIKEHHS KiJBKOCTI JKUTTE3NATHUX ILIOIIB npu 3 Mr/kr. @iHroaimMox He YHWHMB
TEPATOreHHOTO BIIMBY HA KPOJIMKIB, ajle CIOCTepiranacs MmiABHIIEHa YaCTOTa eMOPiOHANBHO-ILIOAOBOT
CMEpPTHOCTI, MOYMHAIOYM 3 A03 1,5 Mr/kr (WO BiANOBilae aHanOriyHOMy BILIMBY Ha JHOeH npu
pekomMeH0BaHiH 103i 0,5 MT), a TaKOK 3HIKYBANACs KibKiCTh JKUTTE3JATHUX TUIOJIB, 3aTpUMKa pOCTy
IUI0J1a B 103i 5 M / K.

Y wypie BHKMBaHHS HamaNKiB mokoninus F1 sumkysanacs B paHHEOMY MiCJIAMONOrOBOMY MEPiozi
NpH [103aX, 1O BBOAATHCA IiJ] Yac BariTHOCTI Ta rofyBaHHA TPYAMIO, SIKi HE BUKJIMKAIH MaTEPUHCBKOI
roxenunocti (0,05, 0,15 i 0,5 mr/ r). OnHak Ha macy Tina F1, PO3BHUTOK, NMOBEAIHKY i (epTuibHiCTE
JiKyBaHHS (iHroJIiMOJIOM He BILIUBAJIO.

@iHroniMo BUOISABCA 3 MOJOKOM JOCITI/UKyBAaHUX TBAapUH TiA yac jakramii. @idronimon i #Horo
MeTabOJIITH POHUKAIOTE Yepes TALeHTapHHuiA 6ap'ep y BariTHHX KpOJIHKIB.
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YACTHUHA III: IHOOPMAIIIS JIJISI CHHOKUBAYA

nMe-OIHIOJIIMO [T
®inronimMo/ Karcynu
(binronimony rizpoxnopun)
IIpeacrapnennit TMCTOK-BKNaguul € yactuHoro III TpHCKnamoBoi "Mownorpadii npo mpoayxr",
onyONiKoBaHOI Ha MOMEHT, koiu rMc-OIH OJIIMOJI 6yB cxBaneHuit mis npoxaxy B Kanani ta
po3pobinienuii creliankHO JUIA CrIOXKHMBaviB. JIMCTOK-BKIAIMIN — Iie KOPOTKHMI1 BUKJIAJ BiIOMOCTEH,
TOMY HE HaJlae NOBHOI iHOdopmauii npo mikapcekuii 3aci6 nme-OIHI'OJIIMO/L. Skmo y Bac €
MATAHHA OO Mperapary, 3BEpHITLCA 10 Jikaps a6o gpapmaresTa.

IHOOPMAIS ITPO METUKAMEHT

JLiIsl Y0ro 3aCcTOCOBYIOTH METHKAMEHT:

nMc-@IHI'OJIIMOJ] 3acTocoByeTbCst A NiKyBaHHS AOPOCIUX MALi€HTIB 3 pPELMIMBYIOUOI0 Ta
pemityroyoro $popmoro poscisiHoro ckieposy (PC). nme-OIHT OJIIMO/], six mpaBuIIo, pEKOMEHIYEThCS
nauientam 3 PC, siki He pearyBamu B 0CTaTHiM Mipi ab0 He MepeHOCATh OJHY YH Giblue iHIIHX
Teparii s KopeKuil po3CistHOro CKIepo3y.

Sx i€ MEAMKAMEHT:

nme-@IHI'OJIIMO/T se BunikoBye PC, ane momoMarae 3MeHIIHTH KUIBKICTh Hanamis (peunaugiB), mwo
BUHHUKAIOTh, SMCHIIUTH 3aNaleHHs B MO3KY (YpaXK€HHs MO3KY, BUSBJIECHI Ha MPT-ckanyBanusx), ta
YHOBUIHUTH ycKyiaiHeHHs BisndHux npo6riem yepes PC (porpecyBaHHs iHBaJigHOCTI).
nMc-OIHI'OJIIMO/] 3miHioe poGoty iMyHHOT crcTemu OpraHismy, 3MEHIIYIOYH 3[aTHICTh JTiM(pOLHUTIB
BIILHO pyxaTwcsi BeepefuHi opraismy. Le 3sHIKye KinbKicTs niMpouuTiB y KpoBi i mepemkomKae ix
TIOTPAIUITHHIO 10 TOJIOBHOIO Ta CIIMHHOTO MO3KY. BHACi TOK 1{bOTO MOKIIMBO 3MEHIINUTH 3aMajieHus T4
NIOIIKODKEHHSI HEPBIB, SIKi TPAIUISIOTHCS 11ig yac PC.

Ko.iu He ¢l BUKOPHCTOBYBaTH:
Bawm e cnig npuiimatu nmc-®IHT OJIIMO/], sixuro y Bac:
* iCHyIOTh anepriumi peaxuii (rinepuyTIuBicTB) 10 GinroniMmony aGo n0 Gymb-AKHX iHIUX
IHrpelieHTiB, NMepeiueHnx y Lii JIMCTIBUi-BKJIA M1
* ocnabneHa (iMyHOKOMIIDOMETOBAaHA) IMyHHAa CHCTeMa BHACIHILOK XBOpoOKM  (CHHIpPOM
imynonedinuty) aGo Tepamist mikapchMME 32c00aMH YK CIIOCOGH JIKYBaHHS, SIKi IPUTHIYYIOTH
IMyHHY CHCTEMY: HalpUKJIaJ, NiKapchki 3aco0u, 1o 3aCTOCOBYIOTHCS JUISl JTIKYBaHHS paKy a6o
TPaHCIUIaHTali] KiCTKOBOTO MO3KY;
* HajdBHA BaXKa aKTHBHA iHQexuin abo axTMBHa XpoHiuHa iH(eKuis, Taka AK remaTur ago
TyOepKyJibo3. -
® HajiBHAa aKTHBHa (opma paky (KpiM Takoro THmy paKy mikipu, s
0a3aNbHOKIIITUHHUM PaKOM). / »
® HadBHI Ba)KKi 3aXBOPIOBAHHA NEYiHKH. 2 [«@AF rikg |
® HABHHH MepeHeceHuii cepueBMil HAmaj, CTeHOKApAisl, iHCYALT 260 MOepe/DkeHHs PO
MOKJIMBHH IHCYJILT BHACHIIOK NEBHHX THIIB CePLEBO HEAOCTATHOCTI 11p(7):i"s'lf‘G OM OCTaHHIX
6 micsanis.
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HAsIBHi Jlesiki BHJM HeperyJsipHoro a6o NOpYyMmIEHOro cepueSuTTs (apuTMis), a6o y
BUNAKy, fAKIO enekrpokapaiorpama (EKI) mokasye monomxenus imtepsany QT nepen
noyatkoM JikyBaHHs mMc-OIHI'OJIIMO]] .

3aCTOCOBYeTe 2060 HENIOAABHO BHKOPHCTOBYBAIM JIiKH [JIsi KOPeKUil HeperyJsipHOro
cepueduTTs, TaKi, K XiHilWH, IU30MipaMil, aMiofapoH abo coTanon (BHACHIZOK MOXIMBOIO
AOJIATKOBOTO BILIMBY Ha NOPYLIEHUH PUTM ceplis).

-
T

SAxnii TepaneBTHYHHIA IHIPENICHT BXOAUTD A0 CKRJAY:

®ixroniMoay riapoxaopus

SIxi fonOMiKHI peYOBHHM BXOASATH A0 CKJIAAY:

l'igpoxenn amoHiro, 3aniza OKCHI YOpHHH, Kanblilo (ochaT ABOOCHOBHMI 0e3BOIHMI, KeTaTHH,
MarHiio CTeapar, IIpOIieHTTiKOJIb, eNaKkoBa Ma3yp, TATaHy MOKCH Ta 3a1i3a OKCHI JKOBTHIA.

B siknx gikapchbkux hopmax BiH BUIyCKaeTbes:

Kancyu no 0,5 mr dinronimonay (dinronimony rinpoxmnopumy)

IIOIIEPEJKEHHS TA 3AIIOBIJKHI 3AXOU

BakuuHa nportu BiTpsiHOl Bicniu

IlanienTn, siki He mepeHec/ M BITPSIHKY a60 Be OTPUMAJIH BaKIUHY NPOTH BITPAHKH, MIAAI0THCS
PH3MKY OTPHMATH CepHO3HY Ta HeGe3NevHy JJIsl JKUTTSl BITPSIHY Bicly mix yac 3acTocyBaHHS
Jikapebkoro 3aco0y nme-OIHI'OJIIMOJ . 3adikcoBani myske piakicHi BHOAAKH JeTabHHX
BHOAJKIB BITPSIHOI Bicnu cepex mauieHTiB, fiki 0TpUMyBaIH ¢inroaimoay rigpoxaopua na goui
AOAATKOBOIO 3aCTOCYBAHHS NMOPIBHSHO TPUBAJIOTO KypCy Tepanii KOpTHKOCTepoinamu.

SIkwo BU He 3axuuleHi Bi BITPsAHOI Bicnu, Bam Jikap mMosxe NOPEKOMEHAYBATH BaM OTPUMATH
BaKNuHY 32 1 mMicsiub 10 moyaTky Jikysanns nmc-OIHTOJIIMOJT .

HEPET BAKOPUCTAHHSM nmc-®IHI'OJIIMO/I npokoHcyabTyiiTecs: 3i cBoiM Jikapem a6o
dpapmaneBTom, AKINO:

y Bac iCHyIOTb NPOGJEMH 3 CepleM, HANPHKIAJ, BUCOKHIl apTepiabHuii THCK 260 CHIbHE
HeJiKOBaHe almHoe IiJ{ Yac CHy;

BH NpuiiMaETe JiKH Bil NOPYLIEHOro cepuebMTT, TaKi AK XiHixuH, Ausomipamiz, amiogapox
abo coranon (wmB. po3ain «Komau He ciiJi BAKOPHCTOBYBATHY);

BH CTpPa’KIAa€Te Bil NOBIILHOro cepueGuTTS 260 BU Bxke mpuiiMaere immi JikapebKi
3aco0H, sIKi YNOBIILHIOIOTHL cepueBMii pUTM, a60 X y Bac B aHaMHe3i icHyroTh
NOBIJOMJIEHHSI IIPO PANITOBY BTPATY CBiAOMOCTI (HEMPHTOMHICTD);

Yy Bac ocyabrneHa iMyHHa cucTeMa (Yepes 3aXBOPIOBAHHS abo JiKHM, IO MPUTHIYYIOTH iIMyHHY
CUCTEMY);

BH 3pOOMIM BaKLMHAL{IO MPOTAroM 1 micsrs 4o mouatky mpuifomy nMce-@IHI'OJIIMO]] abo
IUIAHY€Te OTPUMATU BaKUUHY. Bam He cinin oTpuMyBaTH MEBHI THIH BaKIlI/IHv‘1‘(%B;a§i3;§ZKIQBI/IMI/I
aTTCeHYHOBaHUMHM BaKUMHAMU») IPOTArOM Tepamii Ta OO 2 MicsuiB Wl;ltéﬂﬂ/ npnsnﬁhegﬂﬂ
nikyBaHHs npenapatoM nmc-OIHIOJIIMO]T ; 7
BU HIKOJIM HE XBOPi/M Ha BITPSHKY a60 He Oy WenieHi IPOTH BITPSHKH, - “"'fm iy il -
y Bac € abo OyJu NOpyLEHHs 30py YM iHIIi 03HAKM HAGPAKIOCTI B 0671acTi i@m%ﬁ?mﬁorg) éopy
Ha 3a[Hill NinAHLE oKa (CTaH, BiOMUIl SIK MaKyJIspHUIA HAGpSIK), 3aNANEHHS. 200 iHQexLis oka
(yBeiT). ~

y Bac giaber. Jliabet 30inburye pU3MK BUHUKHEHHS MAKyJIAPHOIO HaOpsAKy MiA yac JiKyBaHH

mve-OTHI'OJIIMO[T .
y Bac npobiemu 3 nediHkoio, nMc-®IHIOJIIMOJ] Mosxke BIIMHYTH Ha pobOTy nmeyiHKy.
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e y Bac HU3bKMA abo BucOkui aptepianbHuii THCK. NMc-PIHI'OJIIMO]] BukIMKae jerke
i ABUIIEHHS apTepialbHOIr0 THCKY.

® y BacC BHCOKMI piBeHb XoJecTepuny abo tpuriiuepuais. mvc-OIHI'OJIIMO/] Moxe MiABALUTH

piBEHb XOJECTEPUHY Ta TPUITILIEPUAIB Yy KPOBI.

y Bac npo0OyieMHu 3 HUPKaMHU.

y Bac npobaemu 3 quxanHaM. mMc-PIHI'OJIIMO/]] mMae He3HauHMi BIUIMB Ha po6OTY JIeTeHiB.

BM BariTHi, IPUITYCKA€ETe, 1110 MOXKETE 3aBariTHITH a00 HAMAraeTech 3aBariTHITH.

BM F'OJIy€TE IPYJBMHU.

MoHiTOpUHI: mepe] MOYaTKOM JIiKyBaHHA Ta NEPiOAMYHO MiJ dYac JIKYBaHHS Baul JKap MOXKe
NOPEKOMEH/LyBAaTH NPOWTH KijbKa TECTiB, 100 AOMOMOITH BiICTEXYBAaTH NMOOGIYHiI eekTH BHACIiZOK
3acrocyBanus nmc-OIHI'OJIIMO/T .

L{i TecTH BKIIOYATMMYTH: aHali3u KPOBi (171 NMepeBipKu KiNbKOCTI JeHKOUMTIB, QyHKIiH Neuinku),
ormsg oueil (A1 MOHITOPUHIY HabpsAKy MaKynu), MepeBipka CepLEBOr0 PUTMy Ta apTepialbHOro
TUCKY Ta, MOXKJIUBO, JIEr€HEBOT (PYHKILII.

IoginbHe cepueOUTTS Ta HeperyJasipHe cepuesuTTsI

OiHronimMoy IiApOXJIOPUI NPU3BOUTE 1O YMOBiTEHEHHS CEPLEOUTTS, 0COGIMBO MPOTATOM MEPIIOro
micsit JikyBanss. QiHronaiMoAy TiPOXMOPHI TaKOX MOXKE BUKIMKATH HEpEryispHe cepleOHTTH,
ocobamBo micis nepioi nosu. Heperynsaphe cepuebuTTs 3asBuyail HOpMalizyeTbes MeHLIE, HIXK 3a
oauH geHb. CrOBiNbHEHE CEpUEOMTTA 3a3BHYail HOPMANi3yeThCs NpPOTATOM OAHOro Micsms. LIi
MOPYWIEHHs CEPLUEBOTO PUTMY MOXYTb OyTu Ginbll iMOBIpHMMHM y MAL{€HTIB i3 (aKropamu pU3HUKY,
TaKUMM SIK 3aXBOPIOBAHHS ceplid, ab0 KOJM NpUMMAIOThCS MEBHI B3aEMOJiI0Yi JiKapchki 3acodu. B
OCHOBHOMY, JIFOIU CTapIue 65 POKiB MMiAal0TECs OiNBIIOMY PU3HKY.

Skmo y Bac HeperyjispHe 4d HEHOpManbHe cepueOHTTsa, abo B aHaMHe3 iCHye panToBa BTpaTa
CBiZOMOCTI (HENPUTOMHICTB), Balll CTAH MOJKE THMYAcOBO NOTiPIIMTHCSA BHACIIZOK 3aCTOCYBAHHS [IMC-
OIHI'OJIIMOJZ . e »* crocyeThes, SKIIO y BAaC HM3BKA YACTOTA CEPLEBMX CKOPOYEHb UM BH
NpUAMAaETe JiKH, SKi YIOBIIBHIOIOTE CEPLEOUTTS.

Slkmo Bu BigdyBaere Oy/b-fKi CHMNTOMH MOXIMBOTO IMODPYIUEHHS CEpLEBOTO PHTMY, Taki SK
3anaMOPOYCHHS, CepLEOUTTS (BIAYYTTS WIBUIKOTO PHUTMY, CTYKaHHs, HEPETYNApHOI poboTH ceprid),
HETIPUTOMHICTh 260 Cyfomu B Oynb-sKuii yac mij yac jikyBaHHs mpenapatoM mvc-OIHIOJIIMO]I,
BaM CJIiJl HETaiHO 3BEPHYTHCS JI0 JiKaps 3 MPUBOLY LLOrO MUTAHHS.

Ockinbku pinroyivony rixpoxaopua Mae mo6iuni epexrn Ha cepue, BaM noTpiGHo Gyae 3poGuTH
exekrpokapaiorpamy (EKT'), mo6 nepepiputu cTan 310poB’st mepes TUM, SIK M0YATH NPHIAMATH
nmMc-OIHIOJIMOJI . Bam gikap nompocuTs Bac 3aIMINATHCS B KJiHini uyu KabiHeTi
npuHaliMHI Ha 6 roaMH mic/as npuiiomy nepmoi 103u nvc-PIHIOJIIMO/T 3 MeTol0 nepeBipKH
pnTmy cepusi Ta apTepiajJIbHOrO THCKY WIOFOAHHH TA BXXMBAHHS BiANOBIIHHX 3aX0iB, SIKILO
MOB’sI3aHi i3 cepueM HACTIAKH BHHHKAIOTL HA NOYATKY JIleBaHHﬂ. ,Z[pymn EKT 6y)1e
3p06J1emm uepes 6 roguH micas npuiiomy mepmoi £o3u. 3anexHo Bij pesynsratiB EKT, nepemplcn
apTepialbHOro THUCKY Ta TOTO, SIK BU cefe MouyyBaeTe, MOXKIIMBO, Bam 3HaZ0GHUTBCS. cnocrep,lramcx
JOBIIE, MOXIVBO, MPOTArOM HOYi, B Meau4yHOMy 3aknaxni. Lle# ke mporec cnocrep >1(er,-m§1 ‘Moxce
3aCTOCOBYBATHCS, SKIIO BH 3HOBY IIOYHHAeTe JiKyBaHHS IIiCIsA mepepBH 31)1' Teparii nMc-

QIHI'OJIIMOL . 2 [« DAL/
= | yﬂiﬁ.:; e

Indexuii
Brmue nmc-OIHI'OJIIMOJT Ha iMyHHy cHMCTeMy BallOrO OpraHisMy MOXe SHHSI/ITI/I 3,U,aTH1CTB
bopotucs 3 iHdexuiamu, i BM MOXeTe Jeruie 3apasuTHCA iHQEKIielo mix uac nppmomy nMc-
OIHI'OJIIMOU (i mo 2 Micswir micns npunuHeHHs npuiiomy). SIkmo y Bac € iHexwis, moBizomTe mpo
ue Jjikaps, nepw Hix npuitvatu nmMc-OIHIOJIMOJT . Byne-sika indexuis, sxa y Bac BXKE€ €, MOXe
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noripmuTHes. IHGeKnii MOXyTh OyTn cepiosHUMHU Ta iHOAI HeGe3nmeuHuMu s KMTTA. Ilepm Hix
noyarn npuiiMatn mvMc-OIHI'OJIIMO]L , Bam ikap MiATBEpAUTH, YU € Y BAC NOCTATHBO JEHKOLHUTIB y
kposi. ITix yac nikyBanus npenaparom nMc-®IHIOJIIMO/L , skumio BM AyMmaeTe, IO y BAc HasBHA
iHeKUis, B MAETe rapsuKy, Bil1yBa€Te, 110 Y BAC CUMITOMH IPHILY, a60 GOIUTH roJioBa 3 PUri AHICTIO
i, YYTAMBICT /0 CBIT/A, HyZOTa Ta/abo 3amaMOpoueHHs (Le MOe GYTH BHKIHKAHO CEpHO3HOIO
rpUOKOBOIO IHQEKLIEI0 YA CUMNTOMaMU KPHIITOKOKOBOTO MEHIHTITY) — B TaKOMY BHIA[KY HeraifHo
3BEPHITBCS 10 Jikaps. SIkmo Bu BBaxkaere, mo Bam PC moripmyeTscs (Hampukiaz, ciaabkicts abo
3MiHH 30py) 4M BH TIOMiYa€Te SKiCh HOBi Ta He3BMYaliHi CUMNTOMM, TOrOBODITH 3 JiKapeM KOMOTra
IIBH/MIE, OCKIIBKM L€ MOXYTh GYTM CHMNTOMM DiIKICHOrO 3aXBODIOBAHHS MO3KY, BUKIMKAHOTO
IH(EKLIEIO, 1110 HA3UBAETECS MPOTPECYIOUOI0 MYIBTHPOKAIBHOIO IeHKOeHIIe(anonaTiero (IIMJD).
3acTOCyBaHHs iHINMX JIIKAPCHKMX NPENapariB Ta METOMIB MiKyBaHHS, K IPUTHIYYIOTE 200 3MiHIOKOTE
po0oTy iMyHHOI CHCTEMH, HE PEKOMEHYEThEA Mij Yac JiKyBaHHA npenaparom mmc-OIHT OoJIMO[I ,
OCKUIBKU MOXe 6yTH JOJaTKOBO 3611bIueHni pusKK iHdiKyBaHHs.

Makyasipauii HAOpsIK

IIpoGnema 3i 30poM, sfika HA3HBAETHCS MAKYISPHAM HAOPSKOM, MOKE BUHMKHYTH MiJ Yac JIiKyBaHHS
npenaparoM nMc-OIHI'OJIIMO/JI. Maxyaspauii HabpAK MO>Ke BUKJIMKATH Ti ) CHMIITOMH 30py, O i
Hanaft PC (HeBpuT 30poBOrO HepBa), ane BU TAKOXK MOKETE HE MOMITHTH KOMHHX CHMIITOMIB.
Makynspunii Habpsik, 3a3BUYali, MOYMHAETHCA B mepimi 3-4 micAwmi micns M0YaTKy NpUHAOMY IIMC-
®IHI'OJIIMOJL. Tomy Bam jikap MOBHHEH IepeBipuTH 3ip yepes 3—4 micsui micus TI0YaTKy Npuiiomy
nve-@IHT'OJIIMO/L a6o Gyap-s1koro pasy, KOJIH BH IIOMITHTE 3MiHHM 30Dy MiJ 4ac NiKyBaHHS.

Bau pusuk BUHMKHEHHS HAOPAKY MaKy.1i MOde 6yTH 36iNbIISHNM, SKIIO y Bac niaber, a6o B Bac 6yi10
3allaleHHs OKa, fKe HAa3MBAEThCs yBEITOM. SKmo B Bac € a6o Gymnu nopymenHns 30py aGo iHmi 03HAKK
HaOpAKY B 30Hi LEHTPAIBHOTO 30py (MaKy/nW) Ha 3aiHiil yacTuHi oKa, yBeiT a6o Aiaber, Bam nixap
TOBUHEH NEPEBIPUTH 3ip, NepIl HiX NoyaTé npuitmarn mMc-OIHT OJIIMOI,

Cyaomu

Jlesiki mauieHTH Many Cy/IOMHi Hamajy MijJ 4ac npuifoMy dinromiMoxy rizpoxnopuny. Hesinomo, uu
Oynmu Hamaau nop’ssami 3 edexrom ix PC, ¢inronimonmy rigpoxyopuay uu KombiHauielo 060X
YMHHKKIB. SIKIIO Y Bac BUHMKIM CYJOMHi HAamajgy ITij yac npuitomy nmc-OIHI'OJIIMOJL, notpi6uo
HEraiiHoO BUKJIMKATH JiKaps.

Henpecis Ta cyiumganbHi ixei

Sk Bigomo, 3ycTpidaroThes cepel nonynsuii nanientis 3 PC. [auienty, ix cim’i Ta Jornusaadi oci6, sxi
OTpUMYIOTh JIiKyBaHHs nmMc-OIHIOJIIMOJ[ , mnoBuHHI crnocTepiraTé 3a UMM CHMITTOMAMH.
3BEpHITECA 10 CBOrO MEJUYHOIO TPAlliBHUKA HEraiiHo, SKII0 BHHHUKAE SKHHCEH i3 Ipe/ICTaBIEHHX
CHMITOMIB.

Inmi nonepen:keHHsi, Npo AKi caix 3HATH:
Brnus nvc-®OIHT'OJIIMOJT Ha iMyHHy cucTeMy OpraHisMy Modke MiJBHINHTH PU3MK PO3BUTKY
niMQoOMH Ta iHIMX BUAIB paKy, TaKuX sSK pak mkipu. TToBizomssocs npo giMdomy Ta pak mKipH,
TepeBRaXHO — 6a3abHOKIITUHHUM paK cepe/ HawieHTiB, SKi OTpUMyBaIM dinronimony rinpoxnopuzn.

Ao y Bac Bxe € pOAMMKH ab0 BIAKPUTI BUPa3Ku Mepe[ MOYaTKOM nikysanHsa nMc-PIHCOJIIMO/I,
3BEPHITH yBary Ha 3MiHuM iX po3Mipy, Gopmu, KOMBOpPY pOIMMOK a6o 3aFO€HHg§;(§§;Ba'EQIQ,I\OTI;CSI
MPOTATOM KiJIBKOX THIXKHIB) MiC/Is MOYATKy JiKyBaHus. Lle MOXyTh OyTH O3HaKH pﬁﬁ(y‘fﬁxi’jﬁﬁ, nffe\ﬂxi
CJIiJl TOTOBOPHTH 3 JiKapeMm. ol APAAT AT
Y nauienrie i3 PC, sxi otpuMysamu dinroniMosy rinpoxiopua, mosizommsiocs G'Efygépg}rc};;‘luxipn,
KWK HA3MBAIOTH Ga3aibHOKIITHHHOW0 KapumHomoro (BKK). ITix uac JiKyBaHHS nmc;(i)IHF QJIIMO)I
BY NOBHMHHI PEryJISPHO MEpeBipsATH WIKIPy HA HASBHICTH HE3BMYHUX 3MIiH. Cumnromu BKK ‘MoxyTh
BKJIFOYATH ILIKIPHI BY3JIMKM (HaNpHKIaj, GNHUCKydi MepIaMyTpOBi By3NHKH), MiAMH “260. Bi i




;

{ I
i
o™ 8

PaHKH, Ki HE 3arOI0I0ThCS NpOTAroM TWKHIB, CUMIITOMH iHIIMX BUJIB paKy nncipn MO3KYTb BKJIOYATH
HeHOpMaHBHHH pict abo 3MiHM IKipH, Taki AK HE3BMYAiHi DONMMKH, fKi 3 YacCOM MOXKYTH
3MiHIOBaTHUCS Y KOHBOpl (opwmi a6o posmipi. Bam nikap Takox peryispHo NpoBOJUTHME OGCTEIKESHHS
wKipy nij yac gikyBanssa nvmc-OIHTOJIIMO/I.

Bam ciin 06MexXuTH BINIMB COHLIA Ta YNBTPaioeTOBUX NPOMEHIB, OJATat0uH BiANOBI AHAMN 3aXUCHUIH
OfAr Ta PpErylIspHO HAHOCAYM COHLE3AXMCHUWM KpeM i3 BHCOKMM CTyNEHEM 3aXMCTy BiX
yJIbTpadioneToBUX MPOMEHIB.

[Ticns npunuHeHHs meBaHH;I cumnromu PC MoxyTh TOBEPHy THCS i moripumTHcs l‘IOplBH}IHO 3i
CTaHOM [0 NOYaTKy Ta MiA 4Yac NikyBawHsa. IToBimoMTe mikaps, AKmO y Bac CroCTepiraeThes
noripuwerss cumntomis PC micns npunusenHs npuitomy nmc-®IHIOJIIMO]I,

JIroau noxuiioro Biky (crapuie 65 pokis)

QiHroIiMOozy TifPOXIOPK/, BUBYABCS CEpEJ Jyxe He3HaYHOro yucna manienTis 3 PC crapue 65 POKIB.
Jlikyanna 3a momomoror mmc-OIHI'OJIIMOJ] BuMarae m0aaTKOBOI 00epexHOCTI y mamieHTiB
JITHBOTO BiKy Yepe3 BeJMKy HMOBipHICTh BUHHKHEHHS HIIMX MeJHYHUX NpoGiieM 101aTkoBo 10 PC.

Hitu Ta nmigaiTkn (10 18 pokis)
nmc-OIHI'OJIIMO/] He cii 3aCTOCOBYBATH AiTAM Ta ITiATITKAM.

BarirnicTsb i TOAYBaHHS rPyaio

Ilepw Hix posnoyaru fikyBanHs nMc-OIHIOJIIMO/, Bam mikap Moxe TOMIPOCUTH Bac 3pOOHUTH TECT
Ha BariTHICT, 1100 NePEKOHATHCS, IO BU HE BariTHi

By 1noBHHHI YHHMKATH MOMUTMBOCTI 3aBariTHITH MiJ 4ac MpUifoMy IMcC- -OIHI'OJIIMO/] Ta mpotsrom
JBOX MiCALIB mics NPHMMHEHHS npuiomy qepea PM3MK 3alOJisATU IIKOAW Balliil HeHapomKeHm
putudi. ToroopiTe 3i cBOIM NikapeM NpO NOB’S3aHMH 3 LMM DH3HK Ta npo HafiiHi Metoau
KOHTpaLeILii, AKi HEOOXiAHO BMKOPHCTOBYBATH Mif Yac JiKyBaHHS Ta NPOTATOM 2 MiCALiB micis
NPUITUHEHHS m}cyBaHHs{

Sxwo By 3aBaritHinM nix yac npuitomy mve-®IHTOJIIMO]I, Heraiino moBigoMTe po e JuKapn. Bu
Ta Ball JIKap BHPILINTE, IO Ham(pame AJIA Bac Ta BallOi AMTUHU. SIKIIO MaliedTKa 3aBariTHina mix
yac npuiiomy nmc-®IHIOJIIMO/I, nikapsaM Ta nauieHTaM peKOMEHIYETHCS MOBiOMIISTH npo Oyne-
SAKi pesynbTaTh BariTHOCTI 3a TenedoroM 1-888-550-6060.

He cnig ropysatn rpymemu min uac mpuifomy nmc-®IHIOJIIMOJ. mmc-®IHT OJIIMOJZI moxe
NEPEXONUTH B TPYJHE MOJNOKO | € PU3UK BHHHMKHEHHS CEPHO3HMX MOGIUYHMX edeKTiB Al AUTHHH
BHACJIZIOK FOJlyBaHHs IPYAbMHU.

KepyBanusa aBTomMo6ijieM Ta KepyBaHHs MAIIHHAMH

[Ticns mepuwoi nosu nmc-®@IHIOJIIMOJL Bam motpiGHO Gyme mepeGysati B KaGiHer nikaps abo
KIiHiLi NprHakiMHi 6 rouH, 06 nepesiputy cepueduTTa. Jlikapchkuit 3aci6 Moske BIUIMHYTH Ha Baury
31aTHICTh KEPyBaTH aBTOMOOI/IEM Ta MAIIMHAMM IPOTATOM Ta, MOYJIMBO, THCIS IbOTO NEPIOAY.

B3AEMOJII 3 IIUM MEJJMKAMEHTOM

WP d

Koo oo,

IloBinomre mikaps, AKIO BYM NpHiiMacTe ab0 HEIOAABHO NpHMAaNM SKMICH i3/ HapeneHitk })xqe
JIKapChKUX 3aCO0iB: % BAPMACA S

MenukamenTH JJ1s1 KOpeKuii cepueBux npodaem a6o migBuLIEHOro apTepla.nuL r CKY; 4
Jlixapcebki 3aco6m Bix HeperyJIsipHoro cepueduTTs, TaKi K XiHiIuH, aU3omipam;
cotano. (auB. po3ain «Koau He ciij BI/IKODPICTOBVBaTI/I») i
MenuKaMenTH, WO YNOBUILHIOIOTH cepueﬁm'm, TakKi AK aTeHOJIoN abo MCTOﬂpOJIOJI (3BaHi Oera-
6Jsioxatopu), Taki fAK Bepamamin a6o minTiazem (3BaHi OnoxaTopamy KanbLi€BHX KaHaliB) a6o
JUTOKCHH.

Ap
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Jlikn, sxi npurHivyoTe abo MOAYJIOITH IMYHHY CHCTEMY, BKJIOYAIOYH iHINI Npenapartu, 1[0
3aCTOCOBYIOThest Jas jgikyBanHg PC (Oera-iHTepdepoH, riatupamepy auerar, HaTanizymao,
MITOKCAHTPOH, JAuMeTHiadyMapar, TepudiyHoMin, aneMTy3ymab abo KopTHKocTepoigd) abo
Jikapebki 3aco0H, IO 3aCTOCOBYIOTbCsl Aas JikyBaHHsi paky. nMc-®IHI'OJIIMOJI we ciix
NIOYMHATH BUKOPHUCTOBYBATH, AKINO BY NpuiiMacTe i MeaukameHTu. nmc-OIHI OJIIMO/I, six mpaBuiio,
MOJKHA [IOYMHATH HEraiftHo Micisl IPUIIMHEHHS 3aCTOCYBaHHs OeTa-iHTepdepoHy, riaTupamMepy aleTary
abo nuMeTundymapary 3a yMOBH, IO iMyHHi edexTu Bix mux Meroni Tepamii ycydeni. SIkmo Bu
nepexogure Ha nMc-OIHI'OJIIMOJL 3 iHmmMxX MeToAiB, IO 3MiHIOIOTH 3axBopioBanHs Ha PC
(mepepaxoBani BUILE), Ball MEAWYHHUH MpaliBHUK MOXE 3aXOTIiTH IMOYEKATH KinbKa MicAuis, w06
3MEHLIUTH MOMNUIMBHMI N0JATKOBUM ehekT Ha iMyHHY CUCTEMY Ta MOTEHL{an Ui 301IbLIEeHHs] PUSHKY
cepitosnmx inQexuid. Oxnax nodmHaty jikyBaHHi nMc-OIHI'OJIIMOJI micis anemrysymaby He
PEKOMEHYETHCSL.

Kosu KopTHKOCTEPOif MPOTATOM KilIbKOX HHIiB BMKOPHMCTOBYBAIMCH Ul JIIKYBAHHS PELMAMBIB y
JOCTIKEHHSIX PO3CiAHOrO CKJepo3y 3a pomnomororo mMc-®IHI'OJIIMOJI, ue He npusBeno a0
36inplienns inpexuid. Onmak, OCKiNBKM iCHye NOTEHI{al MNiABHIIEHOTO pPM3HKY iH(iKyBaHHS,
PEKOMEHYETLCA NOJaTKOBA 00EPEIKHICTh NPH 3aCTOCYBAHHI KOPTUKOCTEPOIIiB.

e Baxkuuau. SIKmo BaM mnOTPiOHO OTpUMATH BaKLMHY, CHOYATKY 3BEPHITBCS [0 JiKaps.
[IpoTsirom JiKyBaHHs Ta JO 2 MiCALIB MiCIA NPUIMHEHHS JIKyBaHHs IpenapaTroM Mc-
OIHI'OJIIMO]I BBesieHHs A€AKHX BaKLWH, LIO MICTATH >KMBHMU Bipyc (kuBi ocmabneHi
BaKLMHM), MOJKE NPU3BECTH JI0 iH(eKIil, AKoi BaKkIMHalliA NOBUHHA 6yna 6 3amobirty, a inmi
BaKIMHYU MOXYTh HE NPALOBATH AOCUTE J00pe, 00 3aXUCTUTH Bac.

IIpoTurpubKoBi npenapaTi (Hanpukiai, KETOKOHA301).
AHTHOIOTHKY (HalpUKJIAJ, EPUTPOMILIUH).
MeauxamenTu a5 gikyBanus BLI-indexii.
Jlixapebki 3aco0u NPpOTH aCTMHU.

HAJIEJKHE BUKOPUCTAHHS JAHOI'O JIIKAPCHKOI'O 3ACOBY -

3amxmu npuitvaiite nvc-PIHI'OJIIMO]T came Tak, K BaM MOPEKOMEHIyBaB JiKap.

3BuyaiiHa 1032 ISl JOPOCINX:

Jlo3a craHOBUTb OAHY Karcyny Ha 100y (0,5 mMr dinroniMony), mo npuiiMaethest mepopaibHo (depes
poT).

ITpuiimaiite nmc-OIHI'OJIIMO/L 1 pa3 Ha 1eHb, B OZIMH i TOM JKe Yyac MIOAHS, 3alIMBAIOYHM 110 TIOJIOBHHI
ckigHky Boau. nMc-OIHI'OJIIMO/I MoxxHa npuiiMaty 3 1iero abo 6e3 Hel.

He npununsiite 3acrocoByBath nMc-OIHI'OJIIMOJ] a6o ue 3mimroiite mo3y Oe3 nonepeaHbo1
KOHCYJIbTaLil JliKapeM.

3apxau npuiivaiite mvme-OIHIOJIIMO/]T came TaK, sk Bam IIOPEKOMEHIyBaB JliKap.
nmMc-@IHI'OJIIMOJT 3anviuaTiMeThcss y BallloMy OpraHismMi mo 2 MicsAuiB micis Toro, K BH
MPUIMHUTE HOTO 3aCTOCOBYBATH, TOMY MOOIYHI e(eKTH, OnMcaHi B L[l JUCTIBUi-BKIAAMIII, BCe X
MOXYTb NPOSABJATHCS NPOTATOM 3a3HAYCHOr0 Yacy.

Ilepeno3vBanus:

Skmo BM Jymaere, IO BU BXKMIM 3aHanTo Garato mvc-OIHIOJIIMO/I, HeraiHo, 3Bé’pmi}bc;1~ Vil
JiKaps, JiKapHi WBHAKOI IOMOMOrH ab0 PerioHaNbHOTO LEHTPY KOHTPOJIIO 34 mpyeﬂmmu, HaBlTB
SKIIO CUMIITOMM BiJCYTHI. i

Dupexrop
niﬂr’n;e'\,_.-“”% .
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IIponyumesa xo3a:

Axwo Bu 3a0ynu 3aCTOCYBAaTH 103y, NPUAMITH HACTYNHY N03y 3rifHO 3aIllaHOBAaHOTO pexuMmy. He
npuiiMaiite NoABikHy 103y, 06 KOMIEHCYBATHU [IPOMYLIEHY I03Y.

SIKIO BM NPONMYCTHIX JO3Y B OJQUH JEHb MPOTATOM NEpIIHX 2 THXKHIB a00 BY NPUNMHWIA NPUHOM
nmc-@IHI'OJIIMO/I Ginbiue, HiX Ha 7 AHIB NPOTAToM 3-ro Ta 4-ro TYKHIB JiKyBaHHS, HeraiiHO
3BEPHITBCS JI0 Jikaps. Bam nikap Mosxe BHUPILIHTH NMPOBOJWTH CIIOCTEPEXEHHS 3a BaMM IiJ Yac
NPUHAOMY HACTYMHOI J03H.

Sxwo By 3H0BY nounere npuiimatu nvc-OIHI'OJIIMO/T micis npunuHesHsa Ha 2 THXHI abo Ginbure,
BU 3HOBY noyHete mpuitMatu nMc-OIHI'OJIIMO]L y xabineri a6o kuniniui jgikaps. He BizHOBmIOMTE
camocTiiHo nikyBanHs nmc-OIHIOJIIMO/I micist NpUMMHEHHS HOTo 3aCTOCYBAHHS TEPMiHOM Gijblue
JBOX TIDKHIB 6€3 MONepeHBOr0 3BEPHEHHS 0 JliKaps.

MMOBIYHI PEAKIIII TA JIi IIIOJ0 HUX

Sk i CTOCOBHO BCiX JiKAapChKMX 3ac00iB, Cepej MNALi€HTiB, fKi OTPUMYIOTH mMc-OIHTOJIIMO]L,
MOXYTb CIIOCTepiraTucs noOiuHi peakiii, Xo4a iX 3a3HaIOTh JAJEeKO HE BCi.
HAy:xe vacti no6iuui edpexru (BMHUKAIOTH Oinbine HX y 1 Ha 10 namienTin):

e PecnipaTropHa BipycHa iHdpeKIis

e ['onoBHuii 6inp

o Jliapes
e binb y cnuni
e Kamenp

Yacri no6iuni epexru (BunHuKaroTh Bix 1 10 10 oci6 Ha xoxwi 100 maniexTis):
e Cunycur
['pubkoBi indexwil, Mo BpaxkaroTh WKipy, HIrTi a6o Booccs
3anamopoyeHHs
Mirpenb
CrnabkicTh
Jlerke niJBUILEHHS apTePiaNbHOTO TUCKY
HlxipHi BUCHTIaHHS
Bunapnanns Bonoces
Caep0Oix mKipu
Brpara Baru
ITomyTHiHHS 30py
3apuiika
IToxomoBanHs a60 3aHiMiHHA
Henpecis
e binb B oyax
Heyacti no6iyni epexru (BuHuKaoTh Bif 1 10 10 0ci6 Ha xoxHi 1000 HaLli€HTIB):
e IlpurniyeHuii HacTpiii.
Hesinoma vacrora: Ty
e AJiepriuHi peaxuii, BKIIOYalOUM CHMIITTOMH BHCHIlY ab0 CBEpOISUKY, Ha6pﬁié‘%%;§§§1€a\%60
00mMyYsL, SIKi IIBU/LIE 32 BCE, BUHUKAKOTH y A€Hb NOYATKY JiKyBaHHS mMc-OIf [OJIMO[I. *

v . . ¢ 3 DA 8 ¢ {
e PinkicHe 3aXBOpIOBaHHS TONOBHOTO MO3KY, CHpHuMHeHe iHdexuiero. 1o/ a31BAETHCS

NMPOrpecyrodoro MyIbTH(OKaNbLHO NefikoeHuedanonariero (ITMJT). CHMIﬁQMﬁ(ﬂMﬂ ‘Momy"n;
6ytu nonibuumu 1o PC (Hanpuiiag, ciabkicts a6o 3minu 30py). s

e Hynora.
e binp y M’s13ax.

Dupexrop
Minrpecw
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e bBinp y cyrnobax.

STk 6y ap-sIKuid 3 LIMX M0O0iYHUX e(eKTiB CUJIBHO BIUIMBAE HA Bac, MOBiIOMTE MO Lie JiKaps.
SIkio BY momiTuid Oyap-sKi iHIII Mo6iuHi edexTH, He 3a3Ha4yeHi B L JIMCTIBI, MOBIZOMTE MPO Iie
cBoro Jikaps abo ¢apmarnesTa.

CEPHO3HI INOBIYHI PEAKIII, YACTOTA BUHUKHEHHSI TA O 3 ITUM POBUTH

IoBiomTe Bamoro Jikaps MpununiTh
3aCTOCOBYBATH
Cumnrom/edexrr Jluiue npu Y Oyab-sikomy JiKapcbkmii 3acio i
cepiio3HOMY cTaHi BHIAAKY HeraiiHo 3BepHIThLCH 32

_ MEJHYHOIO OMIOMOT0I0
| Yacri : » ! ' ]

CumntoMu GpOHXITY, Taki sIK I
Kallenb 3 MOKPOTOI1O, 0iflb y
IpyIsX, TUXOMaHKa

CHUMNTOMHU raCTpOSHTEPHUTY, TaKi v
sik O11I0BOTA, HYOTA, Aiapes,
JIMXOMaHKa

CuMnToMHU Onepi3yrouoro v
yuiaro (abo onepizyrounit
reprec), Taki sk mosiBa Myxupis,
nedviHHs, cBepbix abo 6inp Ha
IIKipi, SK IPaBUIIO, HA BEPXHiil
qacTHHI Tila abo obmuyyi.
[HIIMMH CUMIITOMaMH MOXYTh
OyTH JIMXOMaHKa 3 HOAAJIBIIUM
3aHiMiHHsM, CBEpOiHHM abo
YEPBOHUMMU IIAMaMH 3 CUIIBHUM
Honem

CHMIITOMH YMOBiJIbBHEHOTO v
cepuebuTTs (Opanukapnis), Taxi
SIK BiIYYTTS 3aI1aMOPOYCHHS,
BTOMH, BiJUYTTS BIACHOTO
CepLUEOHTTS, 3HIKEHHS
apTepianbHOro THCKY

CuMITOMHU pi3HOBHIY paKy v
IIKipH, KUH Ha3UBAIOTh
6a3anbHOKTI THHHOIO
KapIHHOMOIO, 1110 YaCTO
BUSIBIISIETHCS IEPJIaMYTPOBUM
BY3JIMKOM, X04a BiH MOXe
npuiiMaTi ¥ iHwi hopMu

CuUMIITOMHU HU3BKOTO PiBHS v
JIEHKOLMTIB, TaKi SIK JTUXOMAHKA,
6isb y ropiii abo BUpa3KH y poTi
BHACJIi 10K iH(ekuil

Heuacri |

CumnToMu MHEBMOHIT, Taki sk v

JIMXOMaHKa, Kalllelb, YTPyHEHE

JMXaHHs :
CuMIITOMH MakyJISIpHOTO v N

HaOpsKy (HaOpsik B o6nacri
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LEHTPaJLHOrO 30py CiTKiBKH Ha
3a/1Hi} YaCTUHI OKa), Taki AK TiHi
a0o ciina misiMa B LEHTPi 30Dy,
IIOMYTHiHHS 30pYy, pobaemu i3
OaveHHsIM KONBOPiB a60 ApiGHMUX
Jeranei

Posnan newinku (cumMnTomMu
BKJIFOYAIOTh HYZAOTY 200
OMOBaHHS, BTPATY alleTHTY,
Habpsk Ta / abo 6iNb y KUBOTI,
BiUyTTs] BTOMH, CBEPOIXK,
MOXKOBTiHHS LIKipU Y¥ OYeid,
TEMHA ceya)

YcknagHeHe JuXaHHs;

Menanoma — THIT paKy WKipu,
AKHH, 3a3BUYail, pO3BHBAECTHCA 3
He3BUYHOI poauMku. Hosi
poauMK# abo pOIMMKH, SKi 3
4acoM MOXYTb 3MiHIOBAaTHUCS B
po3mipax, ¢popmi, BucoTi a6o
KOJBOPi, TAKOXK MOXYTh Oy TH
O3HaKaMH MeNaHoMH. Poxumiu
MOXYTb CBEPOITH, KPOBOTOYHUTH
ab0 yTBOPIOBATH BHPA3KH.

Cynomu, npumnagKu

Pinxi

[HCY BT (CUMIITOMH BKJIFOYAIOTH
cnabkictb Ta / abo Brpary
Bi4yTTs KIHIIBOK 4H 06IMY4s,
YCKJIaJHEHHS MOBJICHHS,
He3rpabHiCTh, 3HUKEHHS 30DY)

Posnanu nepudepuunnx aprepiit
(cHMIITOMM BKJTIOYAIOTH XOJIOJ,
XBOPOOJIUBICTE, 3MiHy
3a0apBIIeHHS KiHIIBKH, MAJbIiB
pyk abo Hir)

CunapoM 3a1Hb60i 060POTHOT
ennedainonarii (PRES)
(CMMIITOMH MOXYTb BKJIIOYATH
ParnTOBU CHJIBHUN T'OJIOBHHMI
6inb, HYOTY a60 GJIFOBaHHS,
CILTYTaHiCTh CBiOMOCTI,
COHJIMBICTb, 3MiHY OCOOMCTOCTI,
napajiy, HEHOPMaJlbHy MOBY,
CY/IOMH Ta 3MiHH 30pY)

Pax nimMmdaTuunoi cucTeMu
(niM¢oma) (CHMITOMH MOXYTh
BKJIIOYaTH Ge36onicHuit HabpsK
nimMpaTUYHOro By3na, HaGpsAKI
MUTJANIMHY, IUXOMAaHKY, 03HO0,
HiYHUH MiT, BiA4yTTS BTOMH,
CcBepOiX, HE3pO3yMisTy BTpary
Baru, BTPaTy aleTUTy, NOCTiHHM
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Kalenb / yTpyAHEeHHS JUXaHHS
a00 HEMOXJIMBICTh AMXATH,
rOJIOBHHIt 6iNb)

Ay:xe piaxi |

ITyxnuna, nop’s3ana 3 v
3apa)keHHSM BipycOM reprecy
JIOJIUHY 8, 1110 HA3UBAETLCA
capkomoro Kanouri (cuMnToMu
MOXYTb BKJIIOUATH IIypIypOBi,
4epBOHi 260 KOPUUHEBI IISIMH
abo MyXJIMHY, K MPaBUJIO, HA
1IKipi Hir a00 o6muyust)

Oxpemi BUDAAKH |

TumuacoBe, asne cepito3ne v
TOpPYUIEHHS CEpPLUEOUTTS

Kpunroxokosi in¢exuii (Tum v
rpubxoBoi iH¢pekuii),
BKJIIOYAIOYH MEHIHTIT 3 TAKUMHU
CUMIITOMaMH, SIK TOJIOBHUM 6111b
i3 PUTiOHOO LIHEIO, YYTIUBICTh
JI0 cBiTJia, HyoTa Ta / abo
CILUIYTaHiCTh CBITOMOCTI

ITporpecytoua mynsTudOKaIbHA v
neiikoenuedanonatis (IIMJI),
pifkicHa iHdexuUis MO3Ky
(cUMIITOMH MOXXYTh BKJIFOUATH
cabKiCTh OHOI MOJIOBUHU
BALLOTO TiJia, TPobeMH 3
MHCIIEHHSM ab0 3MiHH 30pY)

IToBepHEHHS aKTUBHOCTI v
3aXBOPIOBAHHS MiCIs
NPUNIUHEHHS JIIKYBaHHS
(moriprenns cummnromis PC
TIOPiBHSIHO 3i CTAHOM JI0 Ta Mij
4ac JIiKyBaHHS)

LTe He noBHUH nepenik mobiuHuX edekris. [Tpo Gynb-siki HecoAiBaki edexTy Tix yac npuitoMy IMc-
@IHI'OJIIMO/] 3BepHiThCst 10 Nikapst abo (apmanesra.

SIK 3BEPITATHU JIKAPCHKHUH 3ACIB

e He BukopucroByiite nmc-OIHI'OJIIMO/T miciist 3akiHYeHHs TepMiHy NPHAATHOCTI, 3a3HAYEHOr0 Ha
YIaKoBLI.
e 36epirati npu Temneparypi Bix 15 go 25 © C i 3axumaru Big Bosiory.

e 30epiraTi B OpUriHANbHIN yIAKOBI(i, 3aXUIIATH BiZl BOJOTH.
i f'i

e 30epiraliTe B HENOCTYIHOMY ISl JiTel Micli. 7 ”f;,w-‘imw &
Ye 0 W2 N
f \“«
IlosigomJennst npo nobiuyxi edpexrn g ‘«w: " S
Yhpaina i

Bu MoxeTe mosinomisTi npo Oyas-ski miao3py Ha nobiusi edexTy, 0B’ s3aui i3 B)KI/IBaHHSI Mezmq}mx
Tpemnaparis, 10 CyBOPO-peryasTopHoro oprany Health Canada: 290040
* Bigsinaiite BeG-cTopinky ams popMyBaHHS 3BiTy MIpo MoGiuHi peakii >
(https://www.canada.ca/en/health-canada/services/drugs- health-products/medeffect-canada/adverse-
reaction-reporting.html) nns orpumanns iHpopMauii npo Te, sk BiA3BITYBaTH OHINANH, NOWTO 260

L
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¢baxcom; abo
e 3ateneoHyiiTe 32 6E3KOIITOBHIUM HOMepoM 1-866-234-2345.

TIPHMITKA. 3sepnimeca 00 Bawiozo nixaps, sxujo eéam nompibna ingpopmayis npo me, six ynpasasimu
ceoimu nobiunumu egpexmamu. Kanadceka npozpama nazisidy He Hadae MeOUUHOL KOHCYIbMAyii,

BLJIBIIE ITHOOPMAIIIT

SIkIo BH X0OYeTe OTpUMATH N0AATKOBY iHdopMariio po nve-OIHIOJIMOJ :
¢ IIpokoHCynbTyiiTecs 3i CBOIM MEAUYHNM IIPALiBHUKOM
e  3uHaliTh NOBHY MOHOrpadio NPOAYKTY, NiATOTOBIEHY IS MEAMYHIX TIpalliBHUKIB, i BKIIOYAIOYY L[HO
indopmarito mozno croxusayis, Biasinasm Be6-caiit Health Canada (https://www.canada.ca/en/health-
canada.html); Be6-caliT BupoGHuKa (Www.pharmascience.com) a6o 3aTenie)OHyBaBIIN CIIOHCOPY
dapmacaiinc [Hk. 3a HomepoM 1-888-550-6060.

ko nanjenTka 3asariTHina mig gac npuitomy nmc-OIHIOJIIMO/, JiKapsAM Ta Tal[i€HTaM PEKOMEHIYEThCS
MOBIXOMIISITH NP0 6y/Ib-siKi pe3ysbTaTé BaritHOCT 3a TeneoroM 1-888-550-6060.

Lo nuCTiBKY-BKITAAKII T ArOTYBAIH:
®apmacaiinc [Hk.

Momupeans, Kanana

H4P 2T4

www.pharmascience.com

OcTaHHE OHOBJICHHS:
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IHCTPYKIISI IIPO 3ACTOCYBAHH}I JIKAPCBKOT'O
MOBOIO OPHUITHAJIY (MoBor0,
BiIMiHHOIO Bin A€pXKaBHOT), KOpPOTKa XapaKTCPUCTUKA JIIKAPCHKOro | No
3aco0y, BHKIafieHa MOBOIO opuriHany (MOBOW,  BinMiHHOO Big
ACPIKABHOI), 3aTBEp/KEHa BiAMOBiNHO AO HOPMATUBHUX BMMOT' Kpainm | i
3asBHuKa/Bupo6HuKa 3TiZHO 3 pe3ynsTaTamu KITiHIYHUX BUIIPOOYBaHb

3ACOBY, BHKJAJIEHA

nve-PTHI'OJIIMOJ, Kancyau mo 0,5 mr

Ho peecrpaniiinoro HOCBITYEHHS

___IMPORTANT:

PART III: CONSUMER INFORMATION

" pms-FINGOLIMOD
Fingolimod Capsules (as fingolimod
hydrochloride)

This leaflet is part III of a three-part "Product
Monograph" published when pms-FINGOLIMOD
was approved for sale in Canada and is designed
specifically for Consumers, This leaflet is a summary |
and will not tell you everything about pms-
FINGOLIMOD. Contact your doctor or pharmacist if
you have any questions about the drug.

ABOUT THIS MEDICATION ‘

What the medication is used for:
pms-FINGOLIMOD is used to treat adult patients
with the relapsing and remitting form of multiple
sclerosis (MS).

pms-FINGOLIMOD is generally recommended for MS
patients who have not responded well to, or cannot
tolerate one or more of the other therapies for multiple
sclerosis.

What it does:
pms-FINGOLIMOD does not cure MS, but it helps to
reduce the number of attacks (relapses) that occur, reduce
inflammation in the brain (brain lesions identified seen on
MRI scans), and slow the build-up of physical problems
due to MS (disability progression),

pms-FINGOLIMOD changes how the body’s immune
system works by decreasing the ability of lymphocytes to

move freely within the body. This lowers the number of |

lymphocytes in the blood and prevents them from reaching
the brain and spinal cord. This may reduce the
inflammation and nerve damage that happens in MS.

When it should not be used:
You should not take pms-FINGOLIMOD if you:
e are allergic (hypersensitive) to fingolimod or to any
of the other ingredients listed in this leaflet.

® immune system is weakened
(immunocompromised) due to disease
(immunodeﬁciency syndrome) or medicines or
treatments that suppress the immune system, such
as medicines used to treat cancer or bone marrow
transplantation.

* have a severe active infection or an active chronic
infection such as hepatitis or tuberculosis.

® have an active cancer (except for a type of
skin cancer called basal cell carcinoma),

® have severe liver disease,

* have had a heart attack, angina, stroke or
warning of a stroke or certain types of heart
failure in the last 6 months,

® have certain types of irregular or abnormal
heartbeat (arrhythmia), or your electrocardiogram
(ECG) shows prolonged QT interval before
starting pms-FINGOLIMOD,

¢ are taking or have recently taken medicine for
irregular  heartbeat such as quinidine,
disopyramide, amiodarone or sotalol (due to a
possible added effect on irregular heartbeat),

What the medicinal in redient is:
Fingolimod Hydrochloride

What the non-medicinal in redients are:

Ammonium Hydroxide, Black Iron Oxide, Dibasic
Calcium  Phosphate Anhydrous, Gelatin, Magnesium
Stearate, Propylene Glycol, Shellac Glaze, Titanium
Dioxide, and Yellow Iron Oxide.

What dosage forms it comes in:

Capsules: 0.5 mg of ﬁngolimqu,w"-as’ )ﬂngqlimod
hydrochloride) P S

o «DAPMACARHC
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WARNINGS AND PRECAUTIONS

Chickenpox Vaccine

Patients who have not had chickenpox or have not
had the chickenpox vaccine are at risk of having a
serious and life- threatening chickenpox infection
during treatment with pms-FINGOLIMOD. There
have been very rare fatal cases of chickenpox
infection reported in patients treated with
fingolimod hydrochloride, who also received a
relatively long course of corticosteroid therapy.

If you are not protected against chickenpox, your
doctor may recommend that You receive the
chickenpox vaccine 1 month before starting
treatment with pms-FINGOLIMOD.

BEFORE you use pms-FINGOLIMOD talk to your
doctor or pharmacist if:

. you have heart problems, such as high blood
pressure or severe untreated sleep apnea.

o yYou are taking medicines for an irregular
heartbeat such as quinidine, disopyramide,
amiodarone or sotalol (see “When it should not be
used”).

. you suffer from slow heart rate, you are
already taking other medicines that slow your
heart rate, or you have a history of sudden loss of
consciousness (fainting).

° you have a weakened immune system (due to a
disease or medicines that suppress the immune
system).

J you have been vaccinated within 1 month before
you start taking pms-FINGOLIMOD or you plan to
receive a vaccine. You should not receive certain
types of vaccines (called “live attenuated vaccines”)
during and for up to 2 months after treatment with
pms-FINGOLIMOD.

. you have never had chickenpox or have not been
vaccinated for chickenpox.
° you have or have had visual disturbances or other

signs of swelling in the central vision area at the back
of the eye (a condition known as macular edema),
inflammation or infection of the eye (uveitis).

. you have diabetes. Diabetes increases the risk of
having macular edema during pms-FINGOLIMOD
treatment.

o you have liver problems. pms-FINGOLIMOD
may affect your liver function,

. you have low or high blood pressure. pms-
FINGOLIMOD causes a mild increase in blood
pressure,

. you have high cholesterol or triglyceride levels.
pms-FINGOLIMOD may increase blood levels of
cholesterol and triglycerides.

%
=

* you have kidney problems.

e you have breathing  problems. pms-
FINGOLIMOD has a slight effect on lung
function.

¢ You are pregnant, think you may be pregnant or
are trying to become pregnant.

® You are breast-feeding.

Monitoring: Before You start treatment and periodically
during treatment, your doctor may want you to undergo
several tests to help monitor side-effects of pms-
FINGOLIMOD. These will include: blood tests (to check
your white blood cell counts, liver function), eye
examination (to monitor for macular edema), checks of
your heart rhythm and blood pressure, and possibly lung
function.

Slow heart rate and irregular heart beat

Fingolimod hydrochloride causes the heart rate to slow
down, especially during the first month of treatment,
Fingolimod hydrochloride can also cause an irregular
heartbeat, especially after the first dose, Irregular
heartbeat usually returns to normal in less than one day.

Slow heart rate usually returns to normal within one
month. These heart thythm disturbances may be more
likely in patients with risk factors, such as heart disease,

or when certain interacting drugs are taken. In general,
people more than 65 years of age are at higher risk.

If you have an irregular or abnormal heartbeat or a history

of sudden loss of consciousness (fainting), your condition

may worsen temporarily with pms-FINGOLIMOD. The

same applies if you have a slow heart rate or if you are
taking medicines which slow the heartbeat,

If you experience any symptoms of a possible heart
rhythm  disturbance, such as dizziness, palpitations
(sensation of rapid, pounding, or irregular heart beat),
fainting, or seizures, at any time during treatment with
pms-FINGOLIMOD, you should seek immediate medical
attention.

Because fingolimod hydrochloride has side effects on

the heart, yYou will be required to have an
electrocardiogram (ECG) to check the health of your
heart before you start pms-FINGOLIMOD. Your
doctor will ask you to stay in the clinic o;wfﬁ%‘éaf?r at_

least 6 hours after taking the ﬁr/sy‘}'rd&% % of~pigr 3.
FINGOLIMOD, so your heart rate af d l‘dir pPedsure o
can be checked each hour and apprppriat I '
can be taken if heart-related side ff et ﬂ@ﬁmgc
start of treatment. A second ECG ill\be #«iiéﬁ#s»
after taking the first dose, Dependi; £, Ritthedesultsiofa o
the ECG, blood pressure checks and h\®;ﬂ v u% gﬂ?)g,f
you may need to be observed for “Torge;— ossibly -
overnight, in a health care facility. The same obsérvation”
process may apply if you are starting treatment again afier

a break from pms-FINGOLIMOD therapy.




Infections

The effects of pms-FINGOLIMOD on your body’s
immune system may reduce your body’s ability to fight
infections and you may get infections more easily while
you are taking pms-FINGOLIMOD (and for up to 2
months after you stop taking it). If you have an
infection, tell your doctor before you take pms-
FINGOLIMOD. Any infection that you already have
may get worse. Infections could be serious and
sometimes life-threatening. Before you start taking
pms-FINGOLIMOD, your doctor will confirm whether
you have enough white blood cells in your blood,
During your treatment with pms-FINGOLIMOD, if
you think you have an infection, have fever, feel like
you have the flu, or have a headache with a stiff neck,
sensitivity to light, nausea, and/or confusion (these may
be caused by a serious fungal infection and may be
symptoms of cryptococcal meningitis), contact your
doctor right away. If you believe your MS is getting
worse (e.g., weakness or visual changes) or if you
notice any new or unusual symptoms, talk to your
doctor as soon as possible, because these may be the
symptoms of a rare brain disorder caused by infection
and called progressive multifocal leukoencephalopathy
(PML).

The use of other medications and treatments that
suppress or change how the immune system works is
not recommended during treatment with  pms-
FINGOLIMOD because the risk of infections can be
increased further,

Macular edema

A problem with your vision, called macular edema, can
occur during treatment with pms-FINGOLIMOD.
Macular edema can cause some of the same vision
symptoms as an MS attack (optic neuritis), but you also
may not notice any symptoms. Macular edema usually
starts in the first 3 to 4 months after you start taking
pms-FINGOLIMOD. Your doctor should therefore test
your vision 3 to 4 months after you start taking pms-
FINGOLIMOD, or any time you notice vision changes
during treatment.

Your risk of macular edema may be higher if you have
diabetes, or have had an inflammation of your eye called
uveitis. If you have or have had swelling in the central
vision area (macula) at the back of the eye, uveitis or
diabetes, your doctor should test your vision before you
start taking pms-FINGOLIMOD.

Seizures

Some patients have had seizures while taking fingolimod
hydrochloride. It is not known whether the seizures were
related to the effects of their MS, fingolimod
hydrochloride, or to a combination of both. If you have a
seizure while taking pms-FINGOLIMOD, you should
call your doctor right away.

00?7

Depression and suicidal ideation

Are known to occur in the MS population. Patients,
families and caregivers of patients being treated with
Pms-FINGOLIMOD should watch for these symptoms.
Contact your health care professional right away if any
of these symptoms occur.

Other warnings you should know about:

The effects of pms-FINGOLIMOD on the body’s
immune system may increase the risk of developing
lymphoma and other cancers such as skin cancer.
Lymphoma and skin cancer, mostly basal cel] carcinoma,
have been reported in patients treated with fingolimod
hydrochloride,

If you already have moles or open sores before starting
treatment with pms-FINGOLIMOD, pay attention for
changes in the size, shape or color of moles or the
healing of open sores (not healing within weeks) after
you start treatment. These may be signs of skin cancer
that you should talk to your doctor about,

A type of skin cancer called basal cell carcinoma (BCC)
has been reported in MS patients treated with fingolimod
hydrochloride. During  treatment  with pms-
FINGOLIMOD you should check your skin regularly for
unusual changes. Symptoms of BCC may include skin
nodules (e.g., shiny pearly nodules), patches or open
sores that do not heal within weeks. Symptoms of other
skin cancers may include abnormal growth or changes of
skin, such as unusual moles, that may change in color,
shape or size over time. Your doctor will also do regular
skin examinations during your treatment with pms-
FINGOLIMOD.

You should limit your exposure to the sun and UV rays
by wearing appropriate protective clothing and regularly
applying sunscreen with a high degree of UV protection.
After  pms-FINGOLIMOD treatment is  stopped,
symptoms of MS can return and may become worse
compared to before or during treatment, Tell your doctor
if you have worsening of MS symptoms after stopping
pms-FINGOLIMOD.

Older people (over 65 Yyears old)

Fingolimod hydrochloride was studied in very few MS

patients over 65 years old. Treatment with pms-

FINGOLIMOD requires extra caution in older patients

due to the greater likelihood of having other medical
‘W"/* p B ,H :‘“ .

problems in addition to MS, o
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Pregnancy and breast-feeding \ l,muHTls;tplmax’gllgunﬂ ks /2
Before you start treatment with %%&ulfﬁ(%@ﬁﬂ\%OD.
your doctor may ask You to have a prﬁégﬁangygtgﬂ to:

Children and adolescents (under
pms-FINGOLIMOD should not b
adolescents. /

ig

.ensure that you are not pregnant.




You should avoid becoming pregnant while taking pms- When corticosteroids were used for a few days to treat
FINGOLIMOD and in the two months after you stop relapses in the multiple sclerosis studies with pms-
taking it because of the risk of harming your unborn FINGOLIMOD this did not result in increased
child. Talk with your doctor about the associated risk infections. However, because there is the potential for
and about reliable methods of birth control that you increased risk of infection, extra caution is
must use during treatment and for 2 months after you recommended if corticosteroids are used.

stop treatment. . Vaccines. If you need to receive a vaccine, seek your
If you do become pregnant while taking pms- doctor’s advice first. During and for up to 2 months
FINGOLIMOD, tell your doctor right away. You and after stopping treatment with pms-FINGOLIMOD,
your doctor will decide what is best for you and your administration of some vaccines containing live virus
baby. If a patient becomes pregnant while taking pms- (live attenuated vaccines) may result in the infection
FINGOLIMOD, physicians and patients are encouraged that the vaccination should prevent, while other
to report any pregnancy outcomes by calling 1-888-550- vaccines may not work well enough to protect you.
6060. o Antifungal drugs (such as ketoconazole).

You should not breast-feed while you are taking . Antibiotics (such as erythromycin).
pms-FINGOLIMOD. pms-FINGOLI_MOp can pass into . Drugs to treat HIV infection,

breast milk and there is a risk of serious side effects for . Asthma drugs.

a breast-fed baby.

Driving and using machines
After the first dose of pms-FINGOLIMOD, you will ZROPER USE OF THIS MEDICATION

need to stay at the doctor’s office or clinic for at 'lc.aast 6 Always take pms-FING OLIMOD exac tly as your doctor
hours to have your heart rate checked. Your ability to has told you

drive and use machines may be affected during and Usual adult dose:
potentially after this period. The dose is one capsule per day (0.5 mg of fingolimod)

taken orally (by mouth).
SIERACTIONS WITH THIS MEDICATION Take pms-FINGOLIMOD once a day, at the same time

Tell your doctor if you are taking or have recently taken gﬁlGOii)ll\dovgt:a i g:ltfak ean wgiltis(s)r ‘;fhomaft‘:g d ps-

any of the .fcfllowmg medicines: . Do not stop taking pms-FINGOLIMOD or change your
®  Medicines for heart problems or high blood dose without talking with your doctor.

pressure. . pms-FINGOLIMOD will stay in your body for up to 2
°. ; I}’Iedncgnes for b lrregular heartbeat such as, months after you stop taking it, the side effects
quinidine, disopyramide, amiodarone or sotalol. (see described in this leaflet may still occur during that time,
“When it should not be used”)

®  Medicines that slow down heartbeat such as Overdose:

atenolol or metoprolol (called beta-blockers), such as If you think you have taken too much pms-FINGOLIMOD
verapamil, or _ diltiazem (called ~ calcium ~ channel contact your healthcare professional, hospital emergency

blockers) or digoxin, . " . ;
Lighars} .r. & department or regional Poison Control Centre Immediately,
®*  Medicines that Suppress or modulate the .
even if there are no symptoms.

immune system including other medicines used to
treat MS (beta-interferon, glatiramer acetate,

natalizumab, mitoxantrone, dimethyl fumarate, Missed Dose; p W’S_d T a3,
teriflunomide, alemtuzumab or corticosteroids) or If you forget a dose, take the nexrdose-as plannéd. Do
medicines used to treat cancer., Pms-FINGOLIMOD not take a double dose to make yp a for, flen dosg,
should not be started while you are op these If' you missed a dose on ong'«idy «durine, the, 18t\2,
medications. pms-FINGOLIMOD can usually be started weeks, or if you stop takin S-BANGO)] D for
immediately after stopping beta interferon, glatiramer more than 7 days dl.mng weeks: ¥ and'4 of ment;, .
acetate or dimethyl fumarate provided that immune contact your doctor right away\ g Wﬂ% j&n etide
effects from these therapies have resolved. If switching o observe you at the time you ta ¢ thhe.next T

to pms-FINGOLIMOD from other disease modifying If you start pms-F INGOLIMOD_ again ai’férgﬁt;?éplng for
treatments for MS (listed above), your health care 2 weeks or more, you will start* taking: pms-
provider may want to wait for several months to reduce FINGOLIMOD again in your doctor’s office or c.lmlc.
the possible added effect on the immune system and Do not restart pms—FINQOLIMOP after stopping it for
potential for increased risk of serious infections. more than two weeks without seeking advice from your
However, starting treatment with pms-FINGOLIMOD doctor.

after alemtuzumab is not recommended.




D WHAT TO DO ABQU

SIDE EFFECTS AN

treated with | pms-
effects, although not

As with all medicines, patients
FINGOLIMOD may experience side
everybody gets them.
Very common side effects (affect more than 1 in
¢ Flu virus infection
e Headache
e Diarrhea
® Back pain
* Cough
Common side effects
100 patients):
Sinusitis
Fungal infections affecting skin, nails or hair
Dizziness
Migraine
Weakness
Mild increase in blood pressure
Skin rash
Hair loss
Itchy skin
Weight loss
Blurred vision
Breathlessness
Tingling or numbness
Depression
Eye pain
Uncommon side effects
patients):
®  Depressed mood
Frequency not known:

*  Allergic reactions, including symptoms of rash or itchy
hives, swelling of lips, tongue or face, which are more
likely to occur on the day you start pms-FINGOLIMOD
treatment.

® A rare brain disorder caused by infection and called
progressive multifocal leukoencephalopathy (PML). The
symptoms of PML may be similar to MS (e.g., weakness
or visual changes).

® Nausea.

® Muscle pain.

¢ Joint pain.
If any of these side effects affects you severely, tell your doctor.
If you notice any other side effects not mentioned in this leaflet,
please inform your doctor or pharmacist,

10 patients):

(affect between 1 and 10 in every

(affect between 1 and 10 in every 1,000

Symptom / effect

SERIOUS SIDE EFFECTS, HOW
HAPPEN AND WHAT TO DO ABOUT THEM

Talk to your
healthcare
professional

OFTEN THEY

Stop taking
drug and ge
immediate

Only if
severe

In all
cases

medical
help

Common

Symptoms of | berichitis
such as cough with phlegm,
chest pain, fever

Symptoms of gastroenteritis
such ag vomiting, nausea,
diarrhea, fever

Symptoms of shingles (or
herpes  zoster) such as
blisters, burning, itching or
pain of the skin, typically on
the upper body or the face.
Other symptoms may be
fever followed by
numbness, itching or red
patches with severe pain

Symptoms of slow heartbeat
(bradycardia)  such  ag
feeling dizzy, tired,
awareness of own heartbeat,
decrease in blood pressure

Symptoms of a type of skin
cancer called basal cell
carcinoma (BCC), which
often appears as a pearly
nodule, though it can also
take other forms

Symptoms of low level of
white blood cells such as

fever, sore throat or mouth
ulcers due to infections

Sym

il
ptoms of pneumonia
such ag fever, cough, ’w‘/ ,
difficulty breathing 0 8 1],
Symptoms of macular edema " AT e T R
(swelling in the central vision y/ _ N
area of the retina at the back ,‘/ «PUPMACAAKC

of the eye) such as shadows
or blind spot in the center of
the vision, blurred vision,
problems seeing colors or
fine details

.
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Liver disorder (symptoms
include feeling nauseous or
throwing up, loss of appetite,
swelling and/or pain in the
abdomen, feeling tired,
itching, yellowing of the skin
or eyes, dark urine)

Trouble breathing

Melanoma, a type of skin
cancer that usually develops
from an unusual mole. New

moles or moles that may
change in size, shape, height
or colour over time as well,
may be signs of melanoma,
The moles may itch, bleed or
form a sore.

Convulsions, fits

R oo

Stroke (symptoms include
weakness and/or loss of
feeling of limbs or face,
difficulty speaking,
clumsiness, vision loss)

Peripheral artery disease
(symptoms  include cold,
painful, discolored limb,
fingers or toes)

Posterior reversible
encephalopathy  syndrome
(PRES)  (symptoms may
include  sudden  severe
headache, feeling nauseous
or throwing up, confusion,
drowsiness, personality
change, paralysis, abnormal
speech, convulsions and

vision changes)
Cancer of the lymphatic
system (lymphoma)

(symptoms may include
painless swelling of lymph
node, swollen tonsils, fever,
chills, night sweats, feeling
tired, itching, unexplained
weight loss, loss of appetite,
persistent
coughing/difficulty
breathing or not being able

to breathe, and headache)

Very Rar

M0

Tumour related to infection
with human herpes virus 8
called Kaposi’s  sarcoma
(symptoms may include
purple, red or brown blotches
or tumours, usually on the

skin of the legs or face)
Isolated Cases

Temporary  but  serious
abnormal heart beat

Cryptococcal infections (a
type of fungal infection),
including meningitis  with
symptoms such as headache
with a stiff neck, sensitivity
to light, feeling nauseous
and/or confusion

Progressive multifocal
leukoencephalopathy (PML),
a rare  brain infection
(symptoms  may include
weakness on one side of your
body, problems thinking, or
vision changes)

Return of disease activity
after  stopping  treatment
(worsening of symptoms of
MS compared to before and
during treatment)
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This is not a complete list of

unexpected effects while

side effects. For any
taking pms-FINGOLIMOD,

contact your doctor or pharmacist.

e HOW TOSTOREIT ]

* Do not use pms-FINGO

LIMOD after the expiry

date shown on the box.
* Storeat 15 to 25°C and protect from moisture.
e Store in the ori ginal package, protect from

moisture,

S iy
* __Keep out of the reach and sjgm%ldfgm. R

Reporting Side Effects

fax; or

information about how to

You can report any suspected
the use of health products to H
* Visiting the Web pagi
Reporting (https://’“ﬂ
canada/services/drugs-heall] )
canada/adverse-reaction—repdnin‘g:html?-gf'2,\‘ for
information on how to report onlifie;:by-mail or by

S W2 SN

“Wgne ef?% sipted-\vith
el &%fd ; -
o o “ABOUE [kdh

) \Jaawg%})z@gggmegx h-

1-products/medeffect-

e

* Calling toll-free at 1-866-234-2345,
NOTE: Contact your health professional if you need

manage your side effects. The

lfanada Vigilance Program does not provide medical

advice.




MORE INFORMATION

If you want more information about pms-FINGOLIMOD:

e Talk to your healthcare professional

* Find the full product monograph, that is prepared for
health professionals and includes this Consumer
Information by visiting the Health Canada website
(https://www.canada.ca/en/health—canada.html); the
manufacturer’s website (www.phannascience.com),
or by calling the sponsor, Pharmascience Inc. at, 1-
888-550-6060.

If a patient becomes pregnant while taking pms-
FINGOLIMOD, physicians and patients are encouraged to
report any pregnancy outcomes by calling 1-888-550-6060.

This leaflet was prepared by:

" Pharmascience Inc.

Montréal, Canada
H4P 2T4

www.pharmascience.com

Last revised:
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IMPORTANT: VEUILLEZ LIRE ATTENTIVEMENT

PARTIE III : RENSEIGNEMENTS POUR LE CONSOMMATEUR
"pms-FINGOLIMOD

Gélules de fingolimod (sous forme de chlorhydrate de fingolimod)
Le présent feuillet constitue la troisiéme et derniére partie de la monographie qui a été publiée a la
suite de P’approbation de la vente au Canada de pms-FINGOLIMOD, et il s’adresse tout
particuliérement aux consommateurs. Le présent document n’est toutefois qu’un résumé et il ne
contient pas tous les renseignements sur pms-FINGOLIMOD. Pour toute question concernant ce
médicament, communiquez avec votre médecin ou pharmacien.
AU SUJET DE CE MEDICAMENT
Raisons d’utiliser ce médicament :
pms-FINGOLIMOD est utilisé pour le traitement des adultes atteints de sclérose en plaques (SEP)
rémittente. pms-FINGOLIMOD est généralement recommandé pour les patients atteints de SEP qui ne
répondent pas de maniére satisfaisante 3 au moins un des autres traitements contre la SEP ou ne les tolérent
pas.
Effets du médicament :
pms-FINGOLIMOD ne guérit pas la SEP, mais il aide & réduire la fréquence des poussées de la maladie ainsi
que I'inflammation cérébrale (Iésions cérébrales décelées lors des examens d’imagerie par résonance
magnétique [IRM]). Il permet ¢galement de ralentir I’apparition de problémes physiques causés par la SEP
(évolution de I’invalidité).
pms-FINGOLIMOD modifie la fagon dont agit votre systéme immunitaire en réduisant la capacité des
lymphocytes de se déplacer librement dans le corps, ce qui fait baisser le nombre de lymphocytes dans le
sang et empéche ces derniers d’atteindre le cerveau et la moelle épiniére. Cette action pourrait réduire
I’inflammation et les 1ésions nerveuses attribuables 2 la SEP.
Circonstances oil il est déconseillé dutiliser ce médicament :
Vous ne devez pas prendre pms-FINGOLIMOD si vous :

* étes allergique (hypersensible) au fingolimod ou a n’importe quel autre ingrédient de pms-FINGOLIMOD
présenté dans le présent feuillet;

* avez un systeme immunitaire est affaiblj (immunodéprimé) en raison d’une maladie (syndrome
d’immunodéficience) ou d’un traitement médicamenteux ou autre qui supprime la fonction immunitaire,
comme un traitement anticancéreux ou une greffe de moelle osseuse;

* 8tes atteint(e) d’une infection évolutive grave ou chronique comme I’hépatite ou la tuberculose;

* étes atteint(e) d’un cancer évolutif (sauf s’il s’agit d’une forme de cancer de la peau appelée carcinome
basocellulaire).

* 8tes atteint(e) d’une grave maladie du foie.

® avez eu, au cours des 6 derniers mois, I’un des troubles suivants : crise cardiaque, angine, AVC ou
signes d’AVC, ou certains types d’insuffisance cardiaque.

* présentez certains types d’arythmie (battements cardiaques anormaux ou irréguliers), ou si
Iélectrocardiogramme (ECG) effectué avant le traitement par pms-FINGOLIMOD révéle une anomalie
appelée allongement de I'intervalle OT.

* prenez ou avez pris récemment un médicament pour régulariser vos battements cardiaques tels que
quinidine, disopyramide, amiodarone ou sotalol (vu le risque d’effets additifs sur les battem,

irréguliers). ) Y
Ingrédient médicinal : VL N2 AN
.2 («APMACARHC \ >

Ingrédients non médicinaux : § = Ykpaiua ink» |» |

° géxgﬁxgﬁanf:%rx%g {? L

Chlorhydrate de fingolimod

Dioxyde de titane, gélatine, gomme laque, hydroxyde d’ammonium, oxyde de fer jau
phosphate de calcium dibasique, propyléne glycol et stéarate de magnésium 'Ek,: 22900900 /
Forme posologique : N A ST
Gélules : 0.5 mg de fingolimod (sous forme de chlorhydrate de fingolimod). L
MISES EN GARDE ET PRECAUTIONS

Vaccin contre la varicelle

Les patients qui n’ont jamais eu la varicelle ni recu de vaccin contre cette maladie risquent de
contracter une forme grave de varicelle pouvant menacer leur vie durant le traitement par pms-
FINGOLIMOD. De trés rares cas d’infection par le virus de la varicelle ayant connu une issu atgle
ont été signalés chez des patients traités par le chlorhydrate de fingolimod qui avaient recu eh méme
temps un traitement relativement long par des corticostéroides.
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Si vous n’étes pas immunisé contre la varicelle, il se peut que votre médecin vous conseille de vous ~
faire vacciner contre cette maladie un mois avant de commencer le traitement par pms-
FINGOLIMOD.

Consultez votre médecin ou votre pharmacien AVANT d’utiliser pms-FINGOLIMOD si :

* vous avez des problémes cardiaques, comme de Phypertension (haute pression), ou si vous étes
sévérement atteint d’apnée du sommeil non traitée;

* vous prenez des médicaments comme la quinidine, le disopyramide, I’amiodarone ou le sotalol parce
que vous avez des battements de coeur irréguliers (voir Circonstances o il est déconseillé d’utiliser ce
médicament);

* vous avez une fréquence cardiaque lente, prenez déja des médicaments qui ralentissent la fréquence
cardiaque ou avez des antécédents de perte de conscience soudaine (évanouissements);

* votre systtme immunitaire est affaibli (par une maladie ou un traitement qui supprime la fonction
immunitaire);

* vous avez ¢té vacciné(e) moins de un mois avant de commencer le traitement par pms-FINGOLIMOD ou
si vous prévoyez vous faire vacciner. Pendant le traitement par pms-FINGOLIMOD et Jjusqu’a 2 mois par
la suite, vous ne devez pas recevoir certains types de vaccing (appelés vaccins vivants atténués);

* vous n’avez jamais eu la varicelle ni regu de vaccin contre cette maladie;

* Vous avez ou avez eu des troubles de la vue ou d’autres signes d’enflure dans la région responsable de la
vision centrale, située au fond de ’oceil (une maladie appelée oedéme maculaire), si vous présentez une
inflammation ou une infection de I’oeil (uvéite);

* vous étes diabétique. Le risque d’oedéme maculaire est plus grand chez les diabétiques qui regoivent pms-
FINGOLIMOD;

* vous avez des problémes au foie. Le traitement parpms-FINGOLIMOD peut avoir des effets sur le
fonctionnement du foie;

* votre tension artérielle est trop basse ou trop élevée. Le traitement par pms-FINGOLIMOD peut entrainer
une légére hausse de la tension artérielle;

* votre taux de cholestérol ou de triglycérides est élevé. Le traitement par pms-FINGOLIMOD peut
entrainer une augmentation des taux de cholestérol et de triglycérides;

* vous avez des problémes aux reins;

* vous avez des problémes respiratoires. Le traitement parpms-FINGOLIMOD influe légérement sur la
fonction respiratoire;

* vous étes enceinte, si vous croyez I’étre ou si vous tentez de le devenir;

* vous allaitez.

Surveillance : Avant que vous commenciez le traitement par pms-FINGOLIMOD et périodiquement durant
celui-ci, il se peut que votre médecin vous fasse passer certains tests pour surveiller les effets secondaires
possibles, notamment des analyses sanguines (pour vérifier le nombre de globules blancs, la fonction
hépatique), des examens de ’oeil (pour surveiller ’oedéme maculaire), des évaluations du rythme cardiaque,
des mesures de la tension artérielle, et, s’il y a lieu, des évaluations de la fonction respiratoire.

Fréquence cardiaque lente et battements cardiaques irréguliers

Le chlorhydrate de fingolimod ralentit la fréquence cardiaque, surtout durant le premier mois du traitement.
Il peut également rendre les battements de coeur irréguliers, particulierement aprés la premiére dose. Les
battements irréguliers se régularisent généralement en moins d’un jour, tandis que la fréquence cardiaque

Mz ™
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chez les personnes 4gées de plus de 65 ans. ‘
Si vos battements de coeur sont irréguliers ou anormaux, ou si vous vous étes déja ife)

votre état pourrait s’aggraver temporairement lors d’un traitement par pms-FINGQE, M;@Qﬂ a'd

méme si votre fréquence cardiaque est lente ou si vous prenez un médicament qui ralentit les battemerits de
coeur. W\ 22900000 X8 /-
Si vous remarquez n’importe quel symptome d’une perturbation possible du rythme cafd’iaqil'e,mpamr,px‘erﬁple,
si vous vous sentez étourdi, avez des palpitations (impression que votre coeur bat trop vite, #rop. fort ou
irréguliérement), perdez conscience ou avez des convulsions 3 n’importe quel moment pendant votre
traitement par pms-FINGOLIMOD, consultez un médecin immédiatement.

Comme le chlorhydrate de fingolimod a des effets secondaires cardiaques, on vous fera subir un
électrocardiogramme (ECG) avant le début du traitement pour évaluer la santé de votre coeur<Votre
médecin vous demandera de demeurer 3 son cabinet ou 2 la clinique au moins 6 heures a e;slg/(’)ir

pris la premiére dose de pms-FINGOLIMOD, pour qu’on puisse mesurer votre fr cardiaque
et votre tension artérielle toutes les heures et prendre les mesures nécessairgs/ﬁ vous tez des
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effets secondaires cardiaques au début du t}'aitement. Un second ECG sera réalisé 6 h.eures apreés la
prise de la premiére dose. Selon votre état, votre tension artérielle et les résultats de ’ECG, il se peut qu’.on
vous garde en observation plus longtemps, possiblement Jjusqu’au lendemain, dans un établissement de soins
de santé. Les mémes modalités de surveillance pourraient s’appliquer si vous reprenez le traitement par pms-
FINGOLIMOD apreés I’avoir interrompu.

Infections
Les effets de pms-FINGOLIMOD sur votre systtme immunitaire pourraient réduire la capacité de votre

organisme de combattre les infections, c’est pourquoi il se peut que vous contractiez des infections plus
facilement pendant que vous prenez pms-FINGOLIMOD (et Jjusqu’a 2 mois aprés I’arrét du traitement). Si
vous avez une infection, veuillez en informer votre médecin avant de prendre pms-FINGOLIMOD. De plus,
les infections que vous présentez déja peuvent s’aggraver. Les infections peuvent étre graves et peuvent
parfois mettre en danger la vie du patient. Avant de commencer 3 prendre pms-FINGOLIMOD, votre

FINGOLIMOD, si vous croyez avoir une infection, si vous faites de la fievre, si vous présentez les
symptomes d’une grippe ou si vous souffrez de maux de téte s’accompagnant d’une raideur de la nuque,

L’administration de médicaments et de traitements qui suppriment ou modifie la fonction immunitaire est
déconseillée durant le traitement par pms-FINGOLIMOD, en raison du plus grand risque d’infection quelle
peut occasionner.

OEdéme maculaire

Un trouble de la vue appelé oedéme maculaire peut survenir durant le traitement par pms-FINGOLIMOD.
L’oedéme maculaire peut causer certains des symptdmes visuels qui sont associés 3 des poussées de SEP
(névrite optique), et aussi tout autre symptome. L’oedéme maculaire se manifeste habituellement dans les 3 a
4 mois suivant le début du traitement par pms-FINGOLIMOD. Votre médecin devrait donc examiner votre
vision dans les 3 4 4 mois sujvant le début de votre traitement par pms-FINGOLIMOD, ou dés que vous
constatez une modification de votre vision durant le traitement.

appelez votre médecin sans tarder.

Dépression et idées suicidaires

La survenue d’une dépression et d’idées suicidaires est reconnue chez les personnes atteintes de SEP. Les
patients traités par pms-FINGOLIMOD, de méme que leurs familles et leurs aidants, dojvent.surveiller
I’apparition de ces symptémes. Vous devez communiquer immédiatement avec votr;; réﬁ:m el de la
santé si I’'un ou I’autre de ces symptomes se manifeste. y a
Autres mises en garde : ] - \,, -
Les effets du chlorhydrate de fingolimod sur le systtme immunitaire peuvem{ ac P‘fﬁg"}éqcrf;%ig e
lymphome et d’autres cancers, tels que le cancer de la peau. Des cas de lymphomes & %’gys{%eﬁa'ge;i
principalement de carcinome basocellulaire, ont été signalés chey des  patients\"tARK B “Brirs-
FINGOLIMOD. N &V

traitement amorcé. I po
médecin.
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peuvent comprendre des nodules cutanés (boss<‘3s d’aspect perlé et brillant sur la peau), des taches ou des
plaies ouvertes a la surface de la peau qui ne guérissent pas en quelques semaines. Les symptomes d’autres
cancers de la peau peuvent comprendre une croissance anormale ou des modifications de la peau (p. ex.,
grain de beauté dont 1’apparence est inhabituelle) qui peuvent se manifester par un changement de la couleur,
de la forme ou de la taille de la 1ésion au fil du temps. Votre médecin examinera lui aussi votre peau de fagon
réguliére pendant que vous prenez pms-FINGOLIMOD. Vous devez limiter votre exposition au soleil et aux
rayons ultraviolets en portant des vétements protecteurs appropriés et en appliquant réguliérement un écran
solaire offrant un degré de protection élevé contre les rayons ultraviolets.
Aprés Parrét du traitement par pms-FINGOLIMOD, les symptdmes de SEP peuvent réapparaitre ou
s’aggraver comparativement i ce qu’ils étaient avant ou durant le traitement. Si vous constatez une
aggravation de vos symptémes de SEP apres avoir arrété le traitement par pms-FINGOLIMOD, parlez-en 3
votre médecin.
Personnes agées (plus de 65 ans)
On a étudié le chlorhydrate de fingolimod chez un trés petit nombre de patients atteints de SEP et agés de
plus de 65 ans. L’emploi de pms-FINGOLIMOD exige des précautions supplémentaires chez les personnes
dgées, car la présence d’autres problémes de santé hormis la SEP est plus probable chez ce type de patient.
Enfants et adolescents (moins de 18 ans)
pms-FINGOLIMOD ne doit pas étre utilisé chez les enfants et les adolescents.
Utilisation durant la grossesse ou Pallaitement
Avant que vous commenciez le traitement par pms-FINGOLIMOD, votre médecin vous demandera peut-étre
de faire un test de grossesse afin de s’assurer que vous n’étes pas enceinte.
Vous devez éviter de tomber enceinte pendant que vous prenez pms-FINGOLIMOD ou durant les 2 mois qui
suivent ’arrét du traitement en raison des risques de lésions auxquels pourrait étre exposé le foetus.
Consultez votre médecin pour savoir quels sont les risques associés au traitement et quelles sont les
méthodes de contraception fiables pendant le traitement et les 2 mois qui suivent son arrét.
Si vous tombez enceinte pendant que vous prenez pms-FINGOLIMOD, prévenez votre médecin sans tarder.
Vous et votre médecin pourrez décider quelle est la meilleure solution pour vous et votre enfant. Si une
patiente tombe enceinte lorsqu’elle prend pms-FINGOLIMOD, on encourage les médecins ainsi que les
patients & signaler cet événement en communiquant au 1-888-550-6060.
Vous ne devez pas allaiter pendant votre traitement par pms-FINGOLIMOD. pms-FINGOLIMOD peut
passer dans le lait maternel et causer des effets secondaires graves chez votre enfant.
Conduite automobile et utilisation de machines
Vous devrez rester au cabinet ou a la clinique du médecin pendant au moins 6 heures aprés avoir regu la
premicre dose de pms-FINGOLIMOD, pour que I’on surveille votre fréquence cardiaque. Votre capacité de
conduire ou de faire fonctionner des machines pourrait étre réduite durant et peut-&tre méme apres cette
période.
INTERACTIONS AVEC LE MEDICAMENT
Informez votre médecin si vous prenez ou avez pris récemment les médicaments suivants :
* médicaments pour un probléme cardiaque ou I’hypertension;
* médicaments comme la quinidine, le disopyramide, 1’amiodarone ou le sotalol parce que vous avez des
battements de coeur irréguliers (voir Circonstances ou il est déconseillé d’utiliser ce médicament);
* médicaments qui ralentissent la fréquence cardiaque (bétabloquants [p. ex., aténolol ou métoprolol],
bloqueurs des canaux calciques [p. ex., vérapamil ou diltiazem], ou digoxine);
* médicaments qui suppriment ou modulent la fonction immunitaire, y cgmﬁ"ﬁég‘ﬁi,:aqgjes
médicaments contre la SEP (interféron béta, acétate de glatiramére, natalizumab, m'gm’(a -%fu ai’ét;q
de diméthyle, tériflunomide, alemtuzumab ou corticostéroides) ou médicaments en},ﬁlo' €s pour traite "le,
cancer. Vous ne devez pas prendre pms-FINGOLIMOD tant que vous recevf¢y «BslMstiddthin
Habituellement, on peut entreprendre le traitement par pms-FINGOLIMOD immédi:
’administration d’interféron béta, d’acétate de glatiramére ou de fumarate de dim",_Tio
les effets de ces traitements sur le systéme immunitaire aient été résolus. Si vous cesséz e uf
traitements de fond contre la SEP (énumérés ci-dessus) pour prendre pms-FINGOEI'Ng)-Gg,‘IQ‘,é votre
fournisseur de soins pourrait décider d’attendre quelques mois avant d’amorcer pms-FINGOLIMOD afin
de réduire I’intensification possible de leurs effets sur le systéme immunitaire et le risque accru d’infection
grave. Cependant, il n’est pas recommandé d’amorcer le traitement par pms-FINGOLIMOD apres I’emploi
d’alemtuzumab.
Dans le cadre d’études cliniques portant sur ’emploi de pms-FINGOLIMOD dans le traitement de la
sclérose en plaques, I’administration de corticostéroides durant quelques jours pour traiter des récidives de
sclérose en plaques n’a entrainé aucune augmentation des infections. Cependant, comme il est pog§ible que
le risque d’infection augmente durant la corticothérapie, on recommande I plus grande prude
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* un vaccin. Si vous devez recevoir un v;lccin, commencez par consulter votre médecin. Durant le
traitement par pms-FINGOLIMOD et Jjusqu’a 2 mois aprés son arrét, I’administration de certains vaccins
contenant un virus vivant (vaccin vivant atténué) peut causer I’infection que le vaccin est censé prévenir, et
d’autres types de vaccin pourraient ne pas étre assez efficaces pour vous protéger;
* des antifongiques (p. ex., kétoconazole);
* des antibiotiques (p. ex., érythromycine);
* des médicaments contre I’infection au VIH;
* des médicaments contre I’asthme.
UTILISATION APPROPRIEE DE CE MEDICAMENT
Prenez toujours pms-FINGOLIMOD exactement comme votre médecin vous 1’2 prescrit.
Posologie habituelle chez I’adulte :
La dose a prendre est d’une gélule par jour (0,5 mg de fingolimod), par voie orale (par la bouche).
11 faut prendre pms-FINGOLIMOD une fois par jour, toujours a la méme heure, avec un demi-verre d’eau.
pms-FINGOLIMOD peut étre pris avec ou sans nourriture.
Ne cessez pas de prendre pms-FINGOLIMOD ni ne changez votre dose sans d’abord en parler avec votre
médecin.
L’ingrédient actif de pms-FINGOLIMOD restera dans votre corps Jjusqu’a 2 mois aprés I’arrét du traitement,
et il se peut que les effets secondaires décrits dans ce feuillet surviennent pendant cette période.
Surdosage :

Si vous croyez avoir pris trop de pms-FINGOLIMOD, communiquez immédiatement avec votre
professionnel de la santé, le service des urgences d’un hépital ou votre centre antipoison régional,
méme si vous ne présentez pas de symptomes. :

Dose oubliée :

Si vous oubliez de prendre une dose, prenez la suivante comme prévu. Ne prenez pas 2 doses en méme temps
la fois suivante pour compenser la dose oubliée.

Si vous prenez pms-FINGOLIMOD depuis moins de 2 semaines et oubliez de prendre votre dose au cours

a prendre ce médicament tant que vous n’aurez pas consulté votre médecin,
EFFETS SECONDAIRES ET MESURES A PRENDRE
Comme c’est le cas pour tous les médicaments, pms-FINGOLIMOD peut causer des effets secondaires, mais
ces derniers ne touchent pas nécessairement tous les patients.
Effets secondaires trés fréquents (touchant plus d’un patient sur 10) :
* infection causée par le virus de la grippe;
* maux de téte;
* diarrhée;
* douleur au dos;

* toux.

Effets secondaires fréquents (touchant entre 1 et 10 patients sur 100) : S ‘
* sinusite; 73 ;t'g“:":“l\ﬁ .
* infection de la peau, des cheveux ou des ongles par un champignon; ,Vw "// MZON
* étourdissements; (= (e APMACATHC \ =
* migraine; il

=\ Vhpalna lnk» |
* faiblesse; (\2 . =
’ . . laaKTUdIKaWimni xop /iy
* légére hausse de la tension artérielle; W2 . 22900000/
* éruption cutanée; e
* perte de cheveux;
* démangeaisons;
* perte de poids;
* vision trouble;
* essoufflement;
* fourmillements ou engourdissements;
* dépression; .
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* douleur oculaire. |

Effets secondaires peu fréquents (touchant entre 1 et 10 patients sur 1 000) :
* humeur dépressive.
Fréquence inconnue :
* réactions allergiques, y compris symptémes d’éruption cutanée, d’urticaire, de démangeaisons ou
d’enflure des lévres, de la langue ou du visage, qui sont plus susceptibles de survenir au cours du premier
jour de traitement par pms-FINGOLIMOD;
* rare trouble cérébral causé par une infection appelé leucoencéphalopathie multifocale progressive
(LEMP) les symptomes de la LEMP peuvent étre semblables a ceux de la SEP (p. ex., faiblesse ou troubles
de la vue);
* nausées;
* douleurs musculaires;
* douleurs articulaires.
Sin’importe lequel de ces effets vous incommode gravement, informez-en votre médecin.
Si vous notez I’apparition d’un effet secondaire qui ne figure pas dans ce feuillet, veuillez en avertir votre
médecin ou votre pharmacien.
EFFETS SECONDAIRES GRAVES : FREQUENCE ET MESURES A PRENDRE

Symptome / effet Communiquez avec votre professionnel | Cessez de prendre le
de la sante médicament et
Uniquement si | Dans tous les cas consultez un médecin
Peffet est séveére immédiatement

Fréquents |

Symptémes de la bronchite tels que toux v

accompagnée de mucosités, douleur 3 la
oitrine, fievre

Symptomes de la gastro-entérite tels que v
vomissements, nausées, diarrhée et fievre
Symptomes du zona tels qu’ampoules sur la v

peau, sensation de brilure, démangeaisons ou
douleur sur la peau, touchant habituellement
la partie supérieure du corps ou le visage.
Autres symptdmes possibles : fidvre suivie
d’un engourdissement, de démangeaisons ou
de plaques rouges accompagnées d’une forte
douleur

Symptomes associés a un ralentissement de la v
fréquence  cardiaque (bradycardie) tels
ctourdissements, fatigue, conscience accrue
des battements de coeur et baisse de la tension
artérielle

Symptomes d’un type de cancer appelé v/
carcinome  basocellulaire, qui a souvent
I’apparence de nodules d’aspect perlé, bien

qu’il puisse aussi se présenter sous d’autres T
formes ﬂ}‘lﬂqe
Symptomes associés 4 une baisse du taux de 7 77w M2 N
lobules blancs (signes d’infection comme la -
tg‘lévre, les maux(deggorge ou les ulcéres dans [ «PAR, WCAHHC\“
la bouche) Yipaina {Hk.» jr
Peu fréquents 4 \ %\Wﬂ?ﬁﬁi’i" %8 /v,
Symptémes de la pneumonie tels que fiévre, 7 N \:""""‘“”
toux et difficulté a respirer N T
Symptémes d’un oedéme maculaire (enflure 7 S

de la région de la rétine responsable de la
vision centrale située au fond de Poeil) tels
qu’ombres ou taches aveugles au centre du
champ de vision, vision floue, problémes 2
ercevoir les couleurs et les petits détails
Troubles au foie (symptomes possibles : s
maux de coeur ou vomissements, perte

d’appétit, enflure et/ou douleur abdominale,
Iitigue, démangeaisons, jaunissement de Ia




peau ou du blanc des yeux, urines foncées) \
Difficulté a respirer 7
Meélanome : un type de cancer de la peau qui v/
se développe généralement & partir d’un grain
de beauté d’apparence inhabituelle. Les
signes possibles de mélanome sont : grains de
beauté dont la forme devient asymétrique ou
irréguliére ou encore dont la taille, la forme,
la hauteur ou la couleur changent au fil du
temps et apparition de nouveaux grains de
beauté. Les grains de beauté peuvent causer
des démangeaisons, des saignements ou des

ulcéres

Convulsions, crises convulsives ‘ v
Rare |

Accident vasculaire cérébral (symptémes ‘ /

possibles : faiblesse et/ou perte de sensibilité
dans les membres ou le visage, difficulté a
parler, maladresse, perte de la vue)
Artériopathie  périphérique (symptémes /
possibles : froideur, douleur ou décoloration
des doigts ou des orteils)

‘ Syndrome  d’encéphalopathie postérieure v/
~ réversible (SEPR); symptémes possibles :
apparition soudaine de maux de téte intenses,
maux de coeur ou vomissements, confusion,
somnolence, altération de la personnalité,
paralysie, anomalie du langage, convulsions
et troubles de la vue

Lymphome (cancer du systéme lymphatique); v
symptdmes possibles : gonflement indolore
des ganglions lymphatiques, enflure des
amygdales, fi¢vre, frissons, sueurs nocturnes,
fatigue, démangeaisons, perte de poids
inexpliquée, perte d’appétit, toux
persistante/difficulté ou incapacité a respirer
et maux de téte.

Trés rares

Tumeur liée a une infection par le virus de Ve
herpés humain de type 8 qu’on appelle
sarcome de Kaposi (les symptomes peuvent
comprendre des taches ou des tumeurs
violacées, rouges ou brunes, habituellement
localisées sur la peau des jambes ou du

Vi

visage) P

Cas isolés = PP RN
Anomalie temporaire mais grave du rythme %//’/g e NN
cardiaque / -
Infection cryptococcique (type d’infection v/ = “PAPVACAHHC \ =)'
fongique), 'y compris la méningite ? =\ Ykpalua lhk» |s ~
s’accompagnant de symptomes comme des %M laerudikauiiinms xog /. |/
maux de téte, une raideur de la nuque, une b\ 22900900 /.7 f
sensibilité & la lumiére, des nausées et/ou de N N “
la confusion L
Leucoencéphalopathie multifocale V4

progressive (LEMP), une infection cérébrale
rare (les symptdmes peuvent comprendre la
faiblesse d’un c¢6té du corps, de la difficulté a
enser et des troubles de la vue)

Reprise de DPactivité¢ de la maladie apres v/
PParrét  du  traitement (aggravation des
symptomes de SEP comparativement a ce
qu’ils étaient avant ou durant le traitement)




Cette liste d’effets indésirables n’est pas ethustive. Si vous ressentez quelque effet inattendu durant la
prise de pms-FINGOLIMOD, communiquez avec votre médecin ou votre Pharmacien.

COMMENT CONSERVER CE PRODUIT
* N’employez pas pms-FINGOLIMOD apres la date de péremption imprimée sur ’emballage.
* Conservez pms-FINGOLIMOD 2 une température se situant entre 15 a 25 °C et protéger de I’humidité.
* Conservez pms-FINGOLIMOD dans son emballage original, 4 I’abri de I’humidité.
* Garder ce médicament hors de la portée et de la vue des enfants.

Déclaration des effets secondaires
Vous pouvez déclarer les effets secondaires soupgonnés d’étre associé avec I’utilisation d’un produit de santé
par:

* Visitant le site Web des déclarations des effets indésirables (https://www.canada.ca/fr/sante-
canada/services/medicaments-produits-sante/medeffet-canada/declaration-effets-indesirables.html) pour vous
informer sur comment faire une déclaration en ligne, par courrier, ou par télécopieur; ou

* Téléphonant sans frais 1-866-234-2345.

REMARQUE : Consultez votre professionnel de la santé si vous avez besoin de renseignements sur le
traitement des effets secondaires. Le Programme Canada Vigilance ne donne pas de conseils médicaux.

POUR DE PLUS AMPLES RENSEIGNEMENTS

Pour en savoir davantage au sujet de pms-FINGOLIMOD, vous pouvez :
* Communiquer avec votre professional de la santé.
* Lire la monographie de produit intégrale rédigée a I’intention des professionnels de la santé, qui renferme
¢galement les Renseignements pour le patient sur le médicament. Ce document est disponible sur le site
Web de Santé Canada (https://www.canada.ca/fr/sante—canada.html), le site Web du fabricant
(www.pharmascience.com), ou en communiquant avec le promoteur, Pharmascience inc., au 1 888 550-
6060.

Si une patiente tombe enceinte lorsqu’elle prend pms-FINGOLIMOD, on encourage les médecins ainsi que

les patients & signaler cet événement en communiquant aul 888 550-6060.

Ce dépliant a été rédigé par
Pharmascience inc.
Montréal, Québec

H4P 2T4
www.pharmascience.com
Derniére révision :
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"pms-FINGOLIMOD
Fingolimod (as fingolimod hydrochloride)

PART I: HEALTH PROFESSIONAL INFORMATION

SUMMARY PRODUCT INFORMATION

A drl:i(:;::r(:t'ion Do;?f:ng?; w/ All Non-Medicinal Ingredients
Oral Capsules of 0.5 mgof = |Ammonium Hydroxide, Black Iron Oxide, Dibasic
fingolimod (as Calcium Phosphate Anhydrous, Gelatin,
fingolimod Magnesium Stearate, Propylene Glycol, Shellac
hydrochloride) Glaze, Titanium Dioxide, and Yellow Iron Oxide

INDICATIONS AND CLINICAL USE
Adults

pms-FINGOLIMOD (fingolimod hydrochloride) is indicated as monotherapy for the treatment of
patients with the relapsing-remitting form of multiple sclerosis (MS) to reduce the frequency of
clinical exacerbations and to delay the progression of physical disability. pms-FINGOLIMOD is
generally recommended in MS patients who have had an inadequate response to, or are unable to
tolerate, one or more therapies for multiple sclerosis.

pms-FINGOLIMOD should only be prescribed by neurologists who are experienced in the
treatment of multiple sclerosis, and are knowledgeable of the efficacy and safety profile of
pms-FINGOLIMOD and are able to discuss benefits/risks with patients.

Geriatrics (> 65 years of age)

Clinical studies of fingolimod hydrochloride did not include sufficient numbers of patients aged
65 years and over to determine whether the safety and efficacy of fingolimod hydrochloride
differs in elderly patients compared to younger patients. Physicians who choose to treat geriatric
patients should consider that treatment with pms-FINGOLIMOD in the context of a greater
frequency of reduced hepatic, renal, immune, pulmonary and cardiovascular function, othgp—-

JRGSANDZ .
gfh‘f «WAPVACARHC \ >
\=| Yhpaina Ink.» |r

_—(_;g—lpediatrics <18 ears of a & fk&- lnm:ﬁn‘bmmunwﬁ KOR ’
\#\. 22500800 7 *

pms-FINGOLIMOD is not indicated in patients below 18 years of age. Ny~
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CONTRAINDICATIONS

e Patients who are hypersensitive to fingolimod hydrochloride or to any ingredient in the
formulation of pms-FINGOLIMOD or component of the container. For a complete listing,
see the DOSAGE FORMS, COMPOSITION AND PACKAGING section of the product
monograph.

e Patients with increased risk for opportunistic infections, including those who are
immunocompromised due to treatment (e.g., antineoplastic, immunosuppressive or
immunomodulating therapies, total lymphoid irradiation or bone marrow transplantation) or
disease (e.g., immunodeficiency syndrome).

e Patients with severe active infections including active chronic bacterial, fungal or viral
infections (e.g., hepatitis, tuberculosis).

* Patients with known active malignancies, except for patients with basal cell carcinoma.

* Patients with severe hepatic impairment (Child-Pugh Class C) (see WARNINGS AND
PRECAUTIONS, Special Populations; WARNINGS AND PRECAUTIONS,
Hepatic/Biliary/Pancreatic; and ACTION AND CLINICAL PHARMACOLOGY,
Pharmacokinetics, Special Populations and Conditions).

* Patients who in the last 6 months had myocardial infarction, unstable angina pectoris,
stroke/transient ischemic attack, decompensated heart failure (requiring inpatient treatment),
or New York Heart Association Class I[I[/IV heart failure.

e Patients with severe cardiac arrhythmias requiring anti-arrhythmic treatment with Class Ia or
Class III anti-arrhythmic drugs (see WARNINGS AND PRECAUTIONS).

* Patients with second-degree Mobitz Type II atrioventricular (AV) block or third-degree AV
block, or sick-sinus syndrome, if they do not have a pacemaker (see WARNINGS AND
PRECAUTIONS).

* Patients with a baseline QTc interval > 500 msec (see WARNINGS AND PRECAUTIONS).

* Women who are pregnant or of childbearing potential not using effective contraception (see
WARNINGS AND PRECAUTIONS). Pregnancy must be excluded before start of treatment

as fingolimod may cause fetal harm. i, .

b Wi
M 0\\
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WARNINGS AND PRECAUTIONS

Varicella Vaccination

There have been very rare fatal cases of varicella zoster virus (VZV) infections in patients
taking fingolimod hydrochloride (at recommended dose or higher doses used in clinical
trials). These patients received prolonged concomitant corticosteroid use (more than

5 days) for treatment of multiple sclerosis relapses. Patients need to be assessed for their
immunity to varicella (chickenpox) prior to pms-FINGOLIMOD treatment. It is
recommended that patients without a health care professional confirmed history of
chickenpox or documentation of a full course of vaccination with varicella vaccine undergo
antibody testing to varicella zoster virus (VZV) before initiating pms-FINGOLIMOD
therapy. A full course of vaccination for antibody-negative patients with varicella vaccine is
recommended (if not contraindicated) prior to commencing treatment with
pms-FINGOLIMOD. If vaccinated, treatment with pms-FINGOLIMOD should only be
initiated 1 month after the patient has been vaccinated to allow full effect of vaccination to
occur (see WARNINGS AND PRECAUTIONS, Herpetic Infections).

SUMMARY OF IMPORTANT PRECAUTIONS TO BE TAKEN PRIOR TO
INITIATING AND DURING TREATMENT WITH PMS-FINGOLIMOD

Refer to the WARNINGS AND PRECAUTIONS, Immune, Cardiovascular, Ophthalmologic,
Hepatic/Biliary/Pancreatic, Special Populations; DRUG INTERACTIONS: and T OXICOLOGY
sections for more complete information.

pms-FINGOLIMOD should be used under the supervision of a neurologist experienced in the
treatment of multiple sclerosis and familiar with the safe and efficacy of pms-FINGOLIMOD.
All patients should have an electrocardiogram (ECG) performed prior to the first dose and

6 hours after the first dose. Patients should be monitored closely for signs and symptoms of
bradyarrhythmia, with hourly pulse and blood pressure measurements, for at least 6 hours after
the first dose.

Immune System Effects

Fingolimod hydrochloride reduces circulating lymphocyte counts to 20-30% of baseline values
via reversible retention in lymphoid organs and may increase the risk of infections.

* Delay the start of pms-FINGOLIMOD in patients with severe active infection until reiqlly:gd, .
)w'ii ‘_':.P & f‘H &' \:
/ Ne2 w,\

¢
N,

e Check complete blood count (CBC) before starting therapy if no recent (i.c., witly

. . . . . . ,1, . ‘\ 4
months or after discontinuation of prior therapy) result is available. *l o [« @APMACAIIHC s“ -

. : : . =\ Yhpalna Ink» |n
* Instruct patients to promptly report symptoms of infection during treatment anﬁ; fo %S’mem ) ’ ,/ .
months after discontinuation. A Y 23000000
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e Check varicella-zoster virus (VZV) antibody status before starting therapy if there is no
health care professional confirmed history of chicken pox or vaccination with varicella
vaccine; if negative, vaccination is recommended, with a delay in treatment initiation for
1 month after vaccination to allow full effect of vaccination to occur.

* Coadministration of anti-neoplastic, immunosuppressive or immune-modulating therapies is
not recommended due to the risk of additive immune system effects.

Cardiovascular Effects

Initiation of fingolimod treatment results in reversible heart rate decrease and has also been
associated with atrioventricular (AV) conduction delays, including isolated cases of
spontaneously resolving complete AV block (see WARNINGS AND PRECAUTIONS,
Bradyarrhythmia; and ADVERSE REACTIONS, Post-Market Adverse Events).

Conditions When pms-FINGOLIMOD Should Not Be Used
* pms-FINGOLIMOD should not be used in patients with a history or currently experiencing,
sino-atrial heart block, a history of recurrent syncope or symptomatic bradycardia,
significant QT prolongation (QTc > 470 msec in females or > 450 msec in males) (see
CONTRAINDICATIONS) or in patients with relevant risk factors for QT prolongation (e.g.,
hypokalemia, hypomagnesemia or congenital QT prolongation), due to the risk of serious
cardiac rhythm disturbances.

* pms-FINGOLIMOD should not be used in patients with a history of cardiac arrest,
uncontrolled hypertension or severe untreated sleep apnea since significant bradycardia may
be poorly tolerated in these patients (see CONTRAINDICATIONS).

e pms-FINGOLIMOD should not be initiated in patients on concurrent therapy with beta-
blockers, with heart-rate lowering calcium channel blockers or with other substances that
may decrease heart rate because there is limited experience in situations of concomitant use
and this may be associated with severe bradycardia and heart block. If treatment with
pms-FINGOLIMOD is considered necessary, advice from a cardiologist should be sought
regarding a switch to a non-heart-rate-lowering drug or for appropriate monitoring (e.g., at
least overnight monitoring) during treatment initiation, if such a switch cannot be
implemented.

First-dose Monitoring of fingolimod
¢ For all patients, obtain an electrocardiogram (ECG) and measure blood pressure prior to and
6-hours after the first dose of fingolimod. p—

* Monitor all patients for signs and symptoms of bradyarrhythmia, with hourly pu
blood pressure measurements, for at least 6 hours after the first dose. ‘

«DAPMACARHC \~
_ Ykpalna lnk» |» |
* If symptoms of bradyarrhythmia or atrioventricular (AV) block occur, initiate a Qg I8 e xon /.7
management, with continued monitoring (e.g., continuous ECG monitoring) until.the_ 22800000 / ~ -
symptoms have resolved. ;\"\M‘w«—‘,l.
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e Should a patient require pharmacological intervention during the first dose observation
period, continuous overnight monitoring (e.g., continuous ECG monitoring) in a medical
facility should be instituted and the first-dose monitoring strategy should be repeated when
the second dose of fingolimod is administered.

Extended monitoring, until the finding has resolved, is also required
* if the heart rate at 6 hours post-dose is < 45 bpm or is the lowest value post-dose,
or
o ifthe ECG at 6 hours after the first dose shows new-onset second-degree or higher-grade
AV block.

If the ECG at 6 hours after the first dose shows a QTec interval > 500 msec patients should be
monitored overnight.

Fingolimod may lead to an increase in blood pressure. Measure blood pressure regularly in all
patients.

Ophthalmologic Effects

pms-FINGOLIMOD may cause macular edema with or without symptoms.
¢ An ophthalmic evaluation should be performed 3-4 months after treatment initiation in all
patients, and at any time in any patient complaining of visual disturbances.

e Patients with diabetes mellitus or a history of uveitis are at increased risk of macular edema
and should undergo an ophthalmic evaluation prior to initiating pms-FINGOLIMOD therapy
and have regular ophthalmic evaluations while receiving pms-FINGOLIMOD therapy.

Hepatic Effects

pms-FINGOLIMOD may increase liver transaminases.
* Obtain transaminase and bilirubin levels prior to initiating treatment if no recent (i.e., within
the last 6 months) result is available, every 3 months during the first year of treatment and
periodically thereafter in the absence of symptoms or when symptoms suggestive of hepatic

injury develop.
Pregnancy
* pms-FINGOLIMOD is contraindicated in women who are pregnant or of childbearing
potential not using effective contraception, P
'y’.*»‘" ] %« a ’”(‘a"‘:w«,
* Women of childbearing potential must be counselled on the serious risk to theféty m&z .

need for effective contraception before treatment initiation, during, and for 2
treatment with pms-FINGOLIMOD.
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Cardiovascular

Initiation of fingolimod treatment is associated with decreased heart rate, PR interval
prolongation and AV conduction delays, requiring patients to be monitored for at least 6 hours
after receiving the first dose of pms-FINGOLIMOD (see WARNINGS AND PRECAUTIONS,
Bradyarrhythmia; PR Interval Prolongation and Atrioventricular [AV] Block; and Monitoring
During Re-initiation of Therapy Following Discontinuation). F ingolimod is also associated with
QTc interval prolongation (see WARNINGS AND PRECAUTIONS, QTc¢ Prolongation).

Bradyarrhythmia

Decreased heart rate

Initiation of fingolimod treatment results in a reversible decrease in heart rate. After the first 0.5
mg dose, the heart rate decrease is maximal within 6 hours post-dosing. The heart rate returns to
baseline progressively over approximately one month during chronic treatment (see ACTION
AND CLINICAL PHARMACOLOGY, Pharmacodynamics, Heart Rate and Rhythm). Heart
rates below 40 bpm were rarely observed (see ADVERSE REACTIONS). Patients who
experienced bradycardia in controlled multiple sclerosis clinical trials were generally
asymptomatic but some patients (0.5% receiving fingolimod hydrochloride 0.5 mg and 0.2% of
patients receiving placebo) experienced mild to moderate symptoms, including hypotension,
dizziness, fatigue, palpitations, dyspnea, arrhythmia, and/or chest pain or chest discomfort,
which resolved within the first 24 hours of treatment (see ADVERSE REACTIONS, ECG
Findings and Bradyarrhythmia; DRUG INTERACTIONS, Pharmacodynamic Interactions; and
ACTION AND CLINICAL PHARMACOLOGY, Pharmacodynamics, Heart rate and rhythm).

Conditions when pms-FINGOLIMOD should riot be used

Clinical trials in patients with multiple sclerosis excluded patients with several cardiovascular
conditions and/or risk factors. Due to limited experience in patients with cardiovascular
conditions and/or risk factors and the known effects of fingolimod hydrochloride on heart rate
and cardiac conduction, pms-FINGOLIMOD should not be used in patients with the following
conditions.

* pms-FINGOLIMOD should not be used in patients with a history or presence of sino-atrial
heart block, a history of recurrent Syncope or symptomatic bradycardia, or significant QT
prolongation (QTc > 470 msec in females or > 450 msec in males) (see -
CONTRAINDICATIONS) or in patients with relevant risk factors for QT prolongation (e.g.,
hypokalemia, hypomagnesemia or congenital QT prolongation), due to the risk of serious
cardiac rhythm disturbances. In patients for whom pms-FINGOLIMOD is not
contraindicated, if a decision is made to undertake treatment, such patients should be
evaluated by a cardiologist prior to initiation of treatment, to assess suitability and Eo»,«:pm Fa
determine the most appropriate monitoring strategy, which should be at least over 1ght: “h

* pms-FINGOLIMOD should not be used in patients with a history of cardiac ar
uncontrolled hypertension or severe untreated sleep apnea because significant i
may be poorly tolerated in these patients (see CONTRAINDICATIONS). In paj ef
whom pms-FINGOLIMOD is not contraindicated, if a decision is made to undertake._
treatment, such patients should be evaluated by a cardiologist prior to initiation of tre'h?ﬁiept; =
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to assess suitability and to determine the most appropriate monitoring, strategy which should
be at least overnight.

Fingolimod hydrochloride has not been studied in patients with arthythmias requiring
treatment with Class Ia (e.g., quinidine, disopyramide) or Class III (e.g., amiodarone,
sotalol) antiarrhythmic drugs. Class Ia and Class III antiarrhythmic drugs have been
associated with cases of forsades de Dpointes in patients with bradycardia (see
CONTRAINDICATIONS).

e There is limited experience with fingolimod hydrochloride in patients receiving concurrent
therapy with beta blockers, heart-rate lowering calcium channel blockers (such as verapamil
or diltiazem), or other substances that may decrease heart rate (e. 8., digoxin, cholinesterase
inhibitors or pilocarpine). Since the initiation of fingolimod treatment js also associated with
bradycardia (see “Decreased Heart Rate”), concomitant use of these substances during pms-
FINGOLIMOD initiation may be associated with severe bradycardia and heart block.
Because of the potential additive effect on heart rate, pms-FINGOLIMOD should not be
initiated in patients who are concurrently treated with these substances. If treatment with
pms-FINGOLIMOD is considered hecessary, advice from a cardiologist should be sought
regarding a switch to drugs that do not lower heart rate or for appropriate monitoring (e.g., at
least overnight monitoring) during treatment initiation, if the heart-rate-lowering drugs
cannot be discontinued (see DRUG INTERACTIONS).

For patients with any of the above conditions, treatment should only be considered if the
expected benefits outweigh the known risks.

First-dose monitoring of fingolimod
* For all patients, obtain an ECG and measure blood pressure prior to and 6-hours after the
first dose.

* Monitor all patients for signs and symptoms of bradyarrhythmia, with hourly pulse and
blood pressure measurements, for at least 6 hours after the first dose.

e If symptoms of bradyarrhythmia or AV block occur, initiate appropriate management, with
continued monitoring (e.g., continuous ECG monitoring) until the symptoms have resolved.

* Should a patient require pharmacological intervention during the first-dose observation

period, continuous overnight monitoring (e.g., continuous ECG monitoring) in a medical
facility should be instituted and the first-dose monitoring strategy should be repeated when
the second dose of fingolimod is administered.

W;g S———,
P “Vo“”‘*li‘

Extended monitoring, until the finding has resolved, is also required p NN \
* if the heart rate at 6 hours post-dose is < 45 bpm or is the lowest value post-d "§_@ SUSROSUIR I\~
that the maximum pharmacodynamic effect on the heart has not yet manifest | Vhpalna tnky 5 |
or -"\\ wt’ lasnTudicaylnan ko / ﬁ '
* ifthe ECG at 6 hours after the first dose shows new-onset second-degree or high ~gradgoosoo  /
AV block. N
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If the ECG at 6 hours after the first dose shows a QTc interval > 500 msec patients should be
monitored overnight.

PR Interval Prolongation and Atrioventricular (AV) Block

Initiation of fingolimod hydrochloride treatment has been associated with PR interval
prolongation and AV conduction delays. The maximum increase in the PR interval occurs at
about 6 h post-dosing. In Phase III controlled clinical trials, the incidence of first degree AV
block on ECG at 6 h after the first dose was 4.7% of patients receiving fingolimod hydrochloride

patients receiving placebo. The conduction abnormalities typically were transient, asymptomatic,
and resolved within the first 24-hours on treatment. Isolated cases of transient, spontaneously
resolving complete AV block have been reported during post-marketing use of fingolimod
hydrochloride (see ADVERSE REACTIONS, ECG Findings and Bradyarrhythmia; DRUG
INTERACTIONS, Pharmacodynamic Interactions; and ACTION AND CLINICAL
PHARMACOLOGY, Pharmacodynamics, Heart Rate and Rhythm).

Monitoring During Re-initiation of Therapy Following Discontinuation
If fingolimod therapy is discontinued for more than 2 weeks, after the first month of treatment,

QTc Prolongation

Fingolimod is associated with QTc interval prolongation (see ADVERSE REACTIONS, ECG
Findings; DRUG IN TERACTIONS, Pharmacodynamic Interactions; and ACTION AND
CLINICAL PHARMACOLOGY, Pharmacodynamics, Thorough QT Study).

In a thorough QT interval study of doses of 1.25 mg or 2.5 mg fingolimod at steady-state, when a
negative chronotropic effect of fingolimod was stil] present, fingolimod treatment resulted in a
prolongation of QTclI, with the upper limit of the 90% CI < 13.0 ms. In the multiple sclerosis

studies, clinically relevant effects on prolongation of the QTc-interval have not been observed:, 5

However, patients at risk for QT prolongation were excluded from clinical studies. W"’V 3
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Fingolimod hydrochloride has not been studied in patients treated with drugs that prolong the QT
interval. Because the risk of QT interval prolongation is expected to be greater in patients who
receive concomitant treatment with other drugs that prolong the QT interval, the use of
pms-FINGOLIMOD with such drugs should be avoided. If a decision is made to undertake
treatment such patients should be evaluated by a cardiologist prior to initiation of treatment, to
assess suitability and to determine the most appropriate monitoring, which should be at least
overnight.

Many drugs that cause QTc prolongation are suspected to increase the risk of forsade de pointes,
a polymorphic ventricular tachyarrhythmia. Torsade de Ppointes may be asymptomatic or
experienced by the patient as dizziness, palpitations, syncope, or seizures. If sustained, forsade
de pointes can progress to ventricular fibrillation and sudden cardiac death.

Blood Pressure Effects

In multiple sclerosis clinical trials, patients treated with fingolimod hydrochloride 0.5 mg had an
average increase of approximately 2 mmHg in systolic pressure, and approximately 1 mmHg in
diastolic pressure, first detected after approximately 1 month of treatment initiation, and
persisting with continued treatment. In controlled studies involving 854 multiple sclerosis
patients on fingolimod hydrochloride 0.5 mg and 511 multiple sclerosis patients on placebo,
hypertension was reported as an adverse reaction in 5% of patients on fingolimod hydrochloride
0.5 mg and in 3% of patients on placebo. Blood pressure should be monitored during treatment
with pms-FINGOLIMOD.

Immune

Infections

A core pharmacodynamic effect of fingolimod hydrochloride is a dose-dependent reduction of
peripheral lymphocyte count to 20-30% of baseline values. This is due to the reversible
sequestration of lymphocytes in lymphoid tissues. Because elimination of fingolimod after
discontinuation of fingolimod hydrochloride may take up to 2 months, recovery of peripheral
lymphocyte counts to baseline values is gradual (see ACTION AND CLINICAL
PHARMACOLOGY, Pharmacodynamics). pms-FINGOLIMOD may therefore increase the risk
of infections, including opportunistic infections (see ADVERSE REACTIONS) during treatment
and for up to 2 months after discontinuation of treatment. Continue monitoring for infections
during this period.

pms-FINGOLIMOD is contraindicated in patients at an increased risk of opportunistic infections
and in patients with severe active infections including active chronic bacterial, fungal or wirals s i,
infections (see CONTRAINDICATIONS). 3 3

Before initiating and during treatment with pms-FINGOLIMOD, the following pre
should be taken: i
* Obtain a CBC before initiating treatment if no recent (i.e., within 6 months or affeN iermsiaunnm xan /-
discontinuation of prior therapy) result is available. Treatment with pms-FINGO! T \Oﬁ?sowoo“
should not be initiated when lymphocyte counts are consistently below the norméi”f‘aﬁ?c‘.‘“;;‘;:"f i

Yhpaina lkk.»

. pep S ’/,",-
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* Treatment should not be initiated when there are signs and symptoms of a severe active
bacterial, fungal or viral infection. Instruct patients to promptly report symptoms or signs
suggestive of any infection, during and for up to 2 months after discontinuation of treatment,
to facilitate early diagnosis and initiation of appropriate treatments (see WARNINGS AND
PRECAUTIONS, Patient Counseling Information).

* Determine immunization status for VZV., Patients need to be assessed for their immunity to
varicella (chickenpox) prior to pms-FINGOLIMOD treatment. It is recommended that
patients without a health care professional confirmed history of chickenpox or
documentation of a full course of vaccination with varicella vaccine undergo antibody
testing to varicella zoster virus (VZV) before initiating pms-FINGOLIMOD therapy. A full
course of vaccination for antibody-negative patients with varicella vaccine is recommended
prior to commencing treatment with pms-FINGOLIMOD, if not contraindicated (see
ADVERSE REACTIONS). For patients requiring vaccination, initiation of treatment with
pms-FINGOLIMOD should be delayed for 1 month after the patient has been vaccinated, to
allow the full effect of the vaccination to occur (see WARNINGS AND PRECAUTIONS,
Varicella Zoster Vaccination; and WARNINGS AND PRECAUTIONS, Vaccination).

In the 24-month placebo-controlled, multiple sclerosis clinical trial, the overall rate of infections
(72%) and serious infections (2%) with fingolimod hydrochloride 0.5 mg was similar to that of

placebo. However, bronchitis and pneumonia were more common in fingolimod hydrochloride-
treated patients (see ADVERSE REACTIONS).

Physicians should advise patients about the potential for increased risk of infections and
necessary vigilance during treatment and after discontinuation of treatment with

Two patients died of herpetic infections during controlled trials. One death was due to a
disseminated primary varicella zoster infection and the other, to herpes simplex encephalitis. In

Serious, life-threatening events of disseminated varicella zoster and herpes simplex infections,..... .
including cases of encephalitis and multiorgan failure, have occurred with fingolimod qeL8lys
hydrochloride 0.5 mg in the post-marketing setting. One of these events, disseminate. :
reac.tlvatlon'of varicella zoster virus in a patient that received prolonged concomitan (o« @APMACATIHC \ >
corticosteroid therapy, was fatal. | -
. .. .. . . | Wf{?d[ﬂa tHk.» |o
Physicians should be vigilant for clinical symptoms that may be suggestive of seriougsh TDCUC et cos /.
infections. Disseminated herpetic infections should be included in the differential dia ITOSIS Wi 10900 i
patients who are receiving pms-FINGOLIMOD present with an atypical MS relapse or. s
multiorgan failure. For cases of disseminated herpetic infections, antiviral therapy and .- el
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discontinuation of pms-FINGOLIMOD treatment is recommended. Treatment of zoster should
follow current relevant guidelines.

Progressive Multifocal Leukoencephalopathy (PML)

Cases of progressive multifocal leukoencephalopathy (PML), some of which have been fatal,
have been reported in the post-marketing setting (see ADVERSE REACTIONS). PML is an
opportunistic infection caused by JC virus (JCV) that typically only occurs in patients who are
immunocompromised, which may be fatal or result in severe disability. In some of the reported
cases, PML has occurred in patients who were not previously treated with natalizumab, which
has a known association with PML, and in patients who had not previously taken or were not
concomitantly taking any immunosuppressive or immunomodulatory medications, Other
ongoing systemic medical conditions resulting in compromised immune system function were
not reported in most of these cases. These cases of PML have occurred after approximately

2-3 years of treatment. The relationship between the risk of PML and duration of treatment is not

currently unknown.

Physicians should be vigilant for clinical symptoms or MRI findings that may be suggestive of
PML. If PML is suspected, pms-FINGOLIMOD treatment should be suspended until PML has
been excluded. Typical symptoms associated with PML are diverse, progress over days to weeks,
and include progressive weakness on one side of the body or clumsiness of limbs, disturbance of
vision, and changes in thinking, memory, and orientation leading to confusion and personality
changes.

further investigation to allow for an early diagnosis of PML, if present. Before initiating
treatment with pms-FINGOLIMOD, a recent MRI should be available. During routine MRI (in
accordance with national and local recommendations), physicians should pay attention to PML

Cryptococcal Meningitis 2
Cases of cryptococcal meningitis have been reported in the post-marketing setting, g rawy’ﬂfﬁa lhk.» N'
after approximately 2-3 years of treatment, but may occur earlier. The relationship bet "%%‘5“52‘;3’6” ks /1
risk of cryptococcal infection and the duration of treatment is not known (see ADVER"S.E N A
REACTIONS). Some cases of cryptococcal meningitis have been fatal. Patients with symptoms -

and signs consistent with cryptococcal meningitis should undergo prompt diagnostic evaluation

and appropriate treatment should be initiated if cryptococcal meningitis is diagnosed,

“CAPMACARNC
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Human Papilloma Virus

Human papilloma virus (HPV) infection, including papilloma, dysplasia, warts and HPV-related
cancer, has been reported under treatment with fingolimod in the post-marketing setting (see
ADVERSE REACTIONS). Due to the immunosuppressive properties of fingolimod, vaccination
against HPV should be considered prior to treatment initiation with pms-FINGOLIMOD, taking
into account vaccination recommendations. Cancer screening, including Pap test, is
recommended as per standard of care.

Vaccination
* The use of live attenuated vaccines during pms-FINGOLIMOD treatment and for two
months after discontinuing treatment is not recommended due to the risk of infection from
the vaccine (see WARNINGS AND PRECAUTIONS, Infections).

* Vaccination may be less effective during and for up to two months after discontinuing
treatment with pms-FINGOLIMOD (see WARNINGS AND PRECAUTIONS, Immune,
Immune System Effects Following Discontinuation of Treatment; and ACTION AND
CLINICAL PHARMACOLOGY, Pharmacodynamics, Immune System).

* For patients with negative IgG antibody test results for VZV due to no previous exposure or
vaccination and who do not have contraindications for the vaccine, a full course of
vaccination with varicella vaccine is recommended prior to commencing treatment with
pms-FINGOLIMOD. Initiation of pms-FINGOLIMOD therapy should be postponed for one
month after vaccination to allow the full effect of vaccination to occur (see WARNINGS
AND PRECAUTIONS, Varicella Zoster Vaccination).

* The immunization recommendations (routine and specific risk groups) from the National
Advisory Committee on Immunization (NACI) (httn://www.bhac—asnc.,(zc.ca/im/is-cv/index-
eng.php) and local infectious disease experts should be considered when evaluating the need
for other vaccinations, before commencing and during treatment with pms-FINGOLIMOD.

Immune System Effects Following Discontinuation of Treatment

If a decision is made to stop treatment with pms-FINGOLIMOD, the physician and patient need

to be aware that fingolimod remains in the blood and has pharmacodynamic effects, such as

decreased lymphocyte counts for up to two months, following the last dose. Lymphocyte counts
typically return to the normal range within 2 months of stopping therapy (see ACTION AND
CLINICAL PHARMACOLOGY, Pharmacodynamics, Immune System). Physicians should

advise patients about the potential for increased risk of infections and necessary vigilance for up

to two months after discontinuation of treatment with pms-FINGOLIMOD. 2 A wnal, R

Because of the continuing pharmacodynamic effects of fingolimod, starting other therapies . \‘ '
during the 2 months following stopping pms-FINGOLIMOD warrants the same preganitis BYIACAANC \ =
concomitant treatment with pms-FINGOLIMOD, Use of immunosuppressants soon& atterth@aiia Ink» |-
discontinuation of pms-FINGOLIMOD may lead to an additive effect on the immuﬁj,“ 8 %@5&‘,@3‘{,‘* Kon o/
and, therefore, caution should be applied (sec DRUG INTERACTIONS; and WARNINGSAND .
PRECAUTIONS, Return of Disease Activity [Rebound] and Severe Increase in Disability Affer=~
fingolimod Discontinuation). o
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Prior and Concomitant Treatment with Antineoplastic, Immunosuppressive or Immune-
modulating Therapies

Coadministration of anti-neoplastic, immunosuppressive or immune-modulating therapies is not
recommended due to the risk of additive immune system effects (see DRUG INTERACTIONS).
For the same reason, corticosteroids should be coadministered with caution and specific
decisions as to the dosage and duration of concomitant treatment should be based on clinical
Judgment. Coadministration of a short course of corticosteroids (up to 5 days as per study
protocols) did not increase the overall rate of infection in patients treated with fingolimod in the
Phase III clinical trials, compared to placebo.

When switching to or from another disease modifying therapy with immunosuppressive or
immune modulating effects, the half-life and mode of action of pms-FINGOLIMOD and the
other therapy must be considered in order to avoid an additive immune effect whilst at the same
time minimizing risk of disease reactivation. Prior to initiating the new treatment, a recent CBC
should be available to ensure any immune effects (e.g., cytopenia) of the discontinued therapy
have resolved.

Beta interferon, glatiramer acetate or dimethyl fumarate
pms-FINGOLIMOD can

generally be started immediately after discontinuation of beta
interferon, glatiramer acetate or dimethyl fumarate provided that immune effects
(e.g., cytopenia) from these therapies have resolved.

Natalizumab or teriflunomide

teriflunomide, caution regarding potential additive immune effects is required when switching
patients from these therapies to pms-FINGOLIMOD. A careful case-by-case assessment
regarding the timing of the initiation of pms-FINGOLIMOD treatment is recommended.

Alemtuzumab

Due to the characteristics and duration of alemtuzumab immune suppressive effects described in
its Product Monograph, initiating treatment with pms-FINGOLIMOD after alemtuzumab is not
recommended unless the benefits of pms-FINGOLIMOD treatment clearly outweigh the risks for
the individual patient.

Hegatic/Biliagy/Pancreatic
‘j...--"*“_}?-
w;f‘:{ﬁ‘p . IN@ "

Liver Function 7T g N
; o . . 6/ Mz N
Increased hepatic enzymes, mostly alanine aminotransaminase (ALT) elevation, hav&/f een My

reported in multiple sclerosis patients treated with fingolimod hydrochloride. In clin{? HASHACAHHC \ o

3-fold the upper limit of normal (ULN) or greater elevation in ALT occurred in 8% of patiéitsiva (nky |- |
treated with fingolimod hydrochloride 0.5 ms, as compared to 2% of patients on plac ebQnestigiauiamn on /.
Elevations 5-fold the ULN occurred in 2% of patients on fingolimod hydrochloride O.Spmg,_a'fl‘!(f 00800

1% of patients on placebo. In clinical trials, fingolimod hydrochloride was discontinued if" tﬁE’“‘y;;ﬁ, z
elevation exceeded 5 times the ULN. Recurrence of ALT elevations occurred with re-challenge
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in some patients, supporting a relationship to fingolimod. The majority of elevations occurred
within 6-9 months of initiating treatment and serum transaminase levels returned to normal
within approximately 2 months after discontinuation of fingolimod hydrochloride (see
ADVERSE REACTIONS, Abnormal Hematologic and Clinical Chemistry Findings, Liver

Function).

For all patients, recent (i.e., within last 6 months) transaminase and bilirubin levels should be
available before initiation of treatment with pms-FINGOLIMOD. During treatment, liver
enzymes should be evaluated every 3 months for the first year and periodically thereafter. If liver
transaminases rise above 5 times the ULN, more frequent monitoring should be instituted,

including serum bilirubin and alkaline phosphat
confirmation of liver transaminases above 5 tim
should be interrupted and only re-commenced o

ase (ALP) measurement. With repeated
es the ULN, treatment with pms-FINGOLIMOD
nce liver transaminase values have normalized.

The benefits and risks of treatment should be re-assessed prior to re-initiation of treatment.

Patients who develop Symptoms suggestive of hepatic dysfunction, such as unexplained
vomiting, abdominal pain, fatigue, anorexia, or jaundice and/or dark urine during treatment
should have liver enzymes checked and pms-FINGOLIMOD should be discontinued if
significant liver injury is confirmed (see ADVERSE REACTIONS, Abnormal Hematologic and

Clinical Chemistry F indings, Liver Function).

Patients with pre-existing liver disease may be at an increased risk of developing elevated liver

enzymes during pms-FINGOLIMOD treatment

(see WARNINGS AND PRECAUTIONS,

Special Populations; and ACTION AND CLINICAL PHARMACOLOGY, Pharmacokinetics,

Special Populations and Conditions).

Neoplasm

For patients treated with immunosuppressive or

immune modulating drugs, there is potential for

an increased risk of lymphomas and other malignancies, particularly of the skin.

Lymphoma

Cases of lymphoma, mainly Non-Hodgkin’s Lymphoma, including both T-cell and B-cell types
and CNS lymphoma, have been reported in clinical trials and in the post-marketing setting with
fingolimod hydrochloride (see ADVERSE REACTIONS). The cases reported were
heterogeneous in nature. The incidence of lymphoma (B-cell and T-cell) cases was higher in

Basal Cell Carcinoma and Other Cutaneous Neoplasms
Basal cell carcinoma (BCC) and other cutaneous neoplasms, including malignant

squamous cell carcinoma, Merkel cell carcinom

02900900

cutaneous neoplasms is recommended in patients receiving pms-FINGOLIMOD. Hé%iltkfc e’
. . . . o . . . o ey, 38 >
professionals and patients are advised to monitor for suspicious skin lesions before Initiating- -~
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treatment and regularly during treatment with pms-FINGOLIMOD, particularly for patients with
risk factors for skin cancer. If a suspicious skin lesion is observed, it should be promptly
evaluated.

Since there is a potential risk of malignant skin growths, patients treated with fingolimod should
be cautioned against exposure to sunlight and ultraviolet light by wearing protective clothing and
using a sunscreen with a high protection factor. These patients should not receive concomitant
phototherapy with UV-B-radiation or PUVA-photochemotherapy.

Neurologic

Posterior Reversible Encephalopathy Syndrome

Rare cases of posterior reversible encephalopathy syndrome (PRES) have been reported at

0.5 mg dose in clinical trials and in the post-marketing setting. Symptoms reported included
sudden onset of severe headache, nausea, vomiting, altered mental status, visual disturbances and
seizure; status epilepticus has been reported in association with PRES. Symptoms of PRES are
usually reversible but may evolve into ischemic stroke or cerebral hemorrhage. Delay in
diagnosis and treatment may lead to permanent neurological sequelae. If PRES is suspected,
pms-FINGOLIMOD should be discontinued.

Tumefactive Lesions

Cases of tumefactive lesions associated with MS relapse have been reported in the post-
marketing setting. In case of severe relapses, MRI should be performed to exclude tumefactive
lesions. Discontinuation of pms-FINGOLIMOD should be considered by the physician on a
case-by-case basis taking into account individual benefits and risks.

Return of Disease Activity (Rebound) and Severe Increase in Disability After fingolimod
Discontinuation

Severe increase in disability accompanied by multiple new lesions on MRI has been reported
after discontinuation of fingolimod hydrochloride in the post-marketing setting, Patients in most
of these reported cases did not return to the functional status they had before stopping
fingolimod. The increase in disability generally occurred within 12 weeks after stopping
fingolimod, but was reported up to and beyond 24 weeks after fingolimod discontinuation.
Therefore, caution is indicated when stopping fingolimod therapy. Monitor patients for
development of high disease activity and severe increase in disability following discontinuation
of pms-FINGOLIMOD and begin appropriate treatment as needed.

Seizures

Caution should be exercised when administering pms-FINGOLIMOD to patients with prewfg#a 7

oy s
T “e

existing seizure disorder. In the pivotal studies, cases of seizures were reporte

incidence for fingolimod-treated patients compared to their respective control ' RS

ADVERSE REACTIONS, Clinical Trials Adverse Reactions). It is not known h RPMACAKHC -

events were related to the effects of MS alone, to fingolimod, inati Ybpaina ink» |5
.ﬁ lnoTucinayinyg Ko "
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Macular Edema

Macular edema (see ADVERSE REACTIONS, Macular edema) with or without visual
symptoms has been reported in 0.4% of patients treated with fingolimod hydrochloride 0.5 mg
compared to 0.1% of patients receiving placebo. Macular edema was diagnosed predominantly in
the first 3-4 months of therapy. Some patients presented with blurred vision or decreased visual
acuity, but others were asymptomatic and diagnosed on routine ophthalmic examination.
Macular edema generally improved or resolved with or without treatment after drug
discontinuation, but some patients had residual visual acuity loss even after resolution of macular
edema. In clinical trials, treatment with fingolimod hydrochloride was discontinued when
patients developed macular edema and Wwas not re-initiated when the adverse event resolved.

An ophthalmic evaluation is recommended 3-4 months after treatment initiation, If patients
report visual disturbances at any time while on fingolimod hydrochloride therapy, an evaluation
of the fundus, including the macula, should be carried out (see WARNINGS AND
PRECAUTIONS, Patient Counseling Information).

It is recommended that pms-FINGOLIMOD be discontinued if a patient develops macular
edema. Continuation of treatment in patients with macular edema has not been evaluated. A
decision on whether or not pms-FINGOLIMOD therapy should be re-initiated after resolution of
macular edema needs to take into account the potential benefits and risks for the individual
patient.

Macular Edema in Patients with History of Uveitis or Diabetes Mellitus

Patients with a history of uveitis and patients with diabetes mellitus are at increased risk of
macular edema (see ADVERSE REACTIONS, Macular edema). Multiple sclerosis patients with
concomitant diabetes mellitus were excluded from the clinical trials with fingolimod
hydrochloride. In other clinical trials with fingolimod hydrochloride that included diabetic
patients, the rate of macular edema was several-fold greater in diabetic patients compared to non-
diabetic patients, and macular edema was twice as frequent in patients treated with fingolimod
hydrochloride (diabetic and non-diabetic) compared to patients receiving control treatment.

In addition to an ophthalmic evaluation prior to initiating pms-FINGOLIMOD therapy and at
3-4 months after initiating treatment, regular follow-up evaluations are recommended for
multiple sclerosis patients with diabetes mellitus or a history of uveitis while receiving
pms-FINGOLIMOD therapy.

Respiratogx
L

Dose-dependent reductions in forced expiratory volume over 1 second (FEV1) and diffusi I <D & Ty

: : . g . o oy
ung capacity for carbon monoxide (DLCO) were observed in patients treated with fingg Ne2 e

2

: ?}&ZMACM?HC -
there is insufficient information to determine the reversibility of the decrease of DLC aftef driyd Ihti» T
discontinuation. P "“’"’5&"3333{," ko /,
Spirometric evaluation of respiratory function and evaluation of DLCO should be perfoim,ea'\\
during therapy with pms-FINGOLIMOD if clinically indicated. s
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Multiple sclerosis patients with compromised respiratory function (e-g., pulmonary fibrosis,
diagnosis of active pulmonary disease, abnormal pulmonary function tests) were excluded from
fingolimod hydrochloride clinical trials.

Metabolic

Total Cholesterol, LDL Cholesterol, and Triglycerides
Fingolimod treatment results in increased levels of total cholesterol, LDL cholesterol, and
triglycerides (see ADVERSE REACTIONS, Cholesterol and Triglycerides). These observations
should be taken into consideration when treating patients with pre-existing hyperlipidemia,
atherosclerosis, or ischemic heart disease.

Psychiatric

Depression and Suicidal Ideation
Depression and suicidal ideation are known to occur at an increased frequency in the MS
population. A relationship between the occurrence of depression and/or suicidal ideation and the
use of fingolimod hydrochloride in the MS population has not been established. Patients,
families and caregivers of patients being treated with pms-FINGOLIMOD should be advised to
monitor for the emergence of any symptoms of depression and/or suicidal ideation and report
such symptoms immediately to healthcare providers, for prompt evaluation.

Sexual Function/Regroduction

Labor and Delivery
There are no data on the effects of fingolimod on labor and delivery.

Infertility
Data from preclinical studies does not suggest that fingolimod would be associated with an
increased risk of reduced fertility.

Female Reproductive Toxicity P
Based on animal data, fingolimod hydrochloride is potentially teratogenic (see P
CONTRAINDICATIONS; and WARNINGS AND PRECAUTIONS, Special Pop/_’ ati

Pregnant Women). (.2 «DAPRACATKC \ -

{
f
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Male Reproductive Toxicity AN
Available data do not suggest that fingolimod hydrochloride would be associated with an 22900900

increased risk of male-mediated feta] toxicity. e
U1
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Special Populations

Women of Childbearing Potential / Contraception
pm-FINGOLIMOD is contraindicated in women who are pregnant or of childbearing potential
not using effective contraception (see CONTRAINDICATIONS).Therefore, before initiation of
treatment in women of childbearing potential, a negative pregnancy test result must be available,

discontinuation of pms-FIN GOLIMOD, since fingolimod takes approximately 2 months to
eliminate from the body after treatment discontinuation (see ACTION AND CLINICAL
PHARMACOLOGY, Pharmacodynamics, Immune System). If the woman becomes pregnant
while taking this drug, the patient must be apprised of the risk to the fetus,

Pregnant Women
pms-FINGOLIMOD is contraindicated in women who are pregnant or of childbearing potential
not using effective contraception (see CONTRAINDICATIONS). There are no adequate and
well-controlled studies in pregnant women. '

of fingolimod is associated with an increased risk of overall major congenital malformation
(approximately 5%) when administered during pregnancy in comparison with the prevalence
observed in the general population (2 — 4%).

The pattern of malformation reported for fingolimod is similar to that observed in the general
population; however, increased prevalence of the following specific major malformations was
noted:

* Congenital heart disease such as atrial septal defects

® Renal abnormalities

* Musculoskeletal abnormalities
If a female becomes pregnant while taking pms-FINGOLIMOD, treatment must be discontinued.

pms-FINGOLIMOD must be discontinued 2 months before planning a pregnancy. Medical

advice should be given regarding the risk of harmful effects on the fetus associated with

treatment and medical follow-up examination should be performed (e.g., ultrasonography

examination). Also, the possibility of severe exacerbation of disease should be considered in __

females discontinuing pms-FINGOLIMOD, because of pregnancy or planned pregnancyﬂi’fiig ol 8

patients should consult their physicians on potentia] alternatives (see WARNIN GS AN, st?é‘\\ Py

PRECAUTIONS, Return of Disease Activity [Rebound] and Severe Increase in Disa ";nl' -—.

fingolimod Discontinuation; and Immune, Immune System Effects F. ollowing Disco‘”/ ti u%@?%qu’m HEA”

Treatment). v Palna Ink.» L: ‘
IneNTukauitnmg kog /o
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Animal studies have shown that fingolimod induced reproductive toxicity including fetal | ss._
and teratogenicity, when given to pregnant animals, When fingolimod was administered orally fo = *
pregnant rats during the period of organogenesis, increased incidences of fetal malformations
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Pregnancy Exposure Registry

There is a registry that monitors pregnancy outcomes in women exposed to pms-FINGOLIMOD
during pregnancy. If a patient becomes pregnant while taking pms-F INGOLIMOD, physicians
are encouraged to report this event by calling the pms-FINGOLIMOD Pregnancy Registry at
1-888-550-6060.

Nursing Women

Fingolimod is excreted in the milk of animals treated during lactation. There are no data on the
effects of fingolimod hydrochloride on the breastfed child or the effects of fingolimod
hydrochloride on milk production. Since many drugs are excreted in human milk and because of
the potential for serious adverse drug reactions to fingolimod in nursing infants, women
receiving pms-FINGOLIMOD should not breast feed.

Hepatic Impairment
pms-FINGOLIMOD is contraindicated in patients with severe hepatic impairment (Child-Pugh
Class C) (see CONTRAINDICATIONS). Although no dose adjustments are néeded in patients
with mild or moderate hepatic impairment, caution should be exercised when initiating treatment
with pms-FINGOLIMOD in these patients (see ACTION AND CLINICAL
PHARMACOLOGY, Pharmacokinetics, Special Populations and Conditions).

if these patients are at an increased risk of developing elevated liver function tests, more severe
liver injury, or other adverse events during treatment with pms-FINGOLIMOD (see
WARNINGS AND PRECAUTIONS, Hepatic/Biliary/Pancreatic).

Renal Impairment
Caution is recommended when using pms-FIN GOLIMOD in patients with severe renal

impairment (see ACTION AND CLINICAL PHARMACOLOGY, Pharmacokinetics, Special
Populations and Conditions).

Pediatrics (< 18 years of age)
pms-FINGOLIMOD is not indicated for use in pediatric patients (see ACTION AND /
CLINICAL PHARMACOLOGY, Pharmacokinetics, Special Populations and Condj

Geriatrics (> 65 years of age) ¢
Clinical studies of fingolimod hydrochloride did not include sufficient numbers of pa ig
65 years and over to assess efficacy and safety in this age group. Due to the greater fre (] )
reduced hepatic, renal, immune, pulmonary and cardiovascular function, other concomitant 5o
diseases and concomitant drug therapy, treatment with pms-FINGOLIMOD merits caution and
may necessitate additional or more frequent monitoring in geriatric patients (see
CONTRAINDICATIONS; and WARNINGS AND PRECAUTIONS).
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Patient Counseling Information

Consumer Information is included in the package of pms-FIN GOLIMOD dispensed to the
patient. Patients receiving pms-FINGOLIMOD should also be given the following information
by the physician and/or pharmacist:

1.

General
Summarize for patients the benefits and potential risks of treatment with

pms-FINGOLIMOD.

Tell patients to take pms-FINGOLIMOD once daily as prescribed. Tell patients not to
discontinue pms-FINGOLIMOD without first discussing this with the prescribing
physician.

the doctor's office or other medical facility for at least 6 hours after the first dose, and that
they will be required to have an ECG performed prior to dosing and at the end of the 6-
hour monitoring period. Also inform patients that in case of abnormal ECG recording, very
slow heart rate at the end of the 6-hour observation period, or symptoms of

Risk of Infections

Inform patients that they may be more likely to get infections when taking
pms-FINGOLIMOD, and that they should contact their physician if they develop

system effects if corticosteroid therapy is required. Advise patients that the use of some
vaccines should be avoided during treatment with pms-FINGOLIMOD and for 2 months
after discontinuation. Advise patients who have not had chickenpox or vaccination with
varicella vaccine that the vaccination is recommended prior to commencing treatment with
pms-FINGOLIMOD, I

M’“’y yhpa ,HQ

Blood Pressure Increase
Advise patients that an increase in blood pressure could occur during chrong. , B6

: . atinens 4 CA,,?H
with pms-FINGOLIMOD and that regular monitoring of blood pressure shod b¥kpaiya lﬁls_f
undertaken. \

A\ l,qeummmnumnwﬁ Koq f/
WA\ 22600000

Liver Enzyme Increases RNOAN —
Inform patients that pms-FINGOLIMOD may increase liver enzymes. Advise patients that
regular blood testing will be performed and that they should contact their physician if they

" reimiares
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have any unexplained nausea, vomiting, abdominal pain, fatigue, anorexia, or Jjaundice
and/or dark urine during treatment.

6. Macular Edema
Advise patients that pms-FINGOLIMOD may cause macular edema, and that they should
contact their physician if they experience any changes in their vision. Inform patients with
diabetes mellitus or a history of uveitis that their risk of macular edema is increased.

7. Respiratory Effects
Advise patients that they should contact their physician if they experience new onset or
worsening dyspnea.

8. Fetal Risk
Fingolimod has been shown to be potentially teratogenic in animal studies. It is
contraindicated in women of childbearing potential not using effective contraception and
in pregnant women.

* A negative pregnancy test must be confirmed prior to starting treatment, and it must
be repeated at suitable intervals.

e  Women of childbearing potential must be counselled before treatment initiation and
regularly thereafter about the serious risks of fingolimod to the fetus.

*  Women of childbearing potential must use effective contraception during treatment
and for 2 months following treatment discontinuation,

* While on treatment, females must not become pregnant. If a patient becomes
pregnant while on treatment, pms-FINGOLIMOD must be discontinued. When
stopping pms-FINGOLIMOD treatment due to pregnancy or for planning a
pregnancy, the possible return of disease activity should be considered. Medical

¢ pms-FINGOLIMOD must be stopped 2 months before planning a pregnancy.

9. Drug Interactions
Advise patients that concomitant use of certain cardiac medications may increase the risk
of bradyarrhythmia with first-dose administration of pms-FINGOLIMOD and ask them to
provide information on all medications currently being taken.

Advise patients that coadministration of anti-neoplastic, immunosuppressive or s
; . I N e s QKR BT,
Immunomodulating therapies is not recommended due to the risk of additive jtf $ %
system effects. ;

f 2 «RAPMACARHC £
10. Persistence of pms-FINGOLIMOD Effects after Drug Discontinuation!|s| Ykpalua [uk »
Advise patients that pms-FINGOLIMOD remains in the blood and continué{ tQ Bavpiewymmi op /
effects, including decreased blood lymphocyte counts, for up to 2 months fo] owing fi8438p
dose. W S
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11. Risk of Skin Cancer

12. Cases of PML
Inform patients that cases of progressive multifocal leukoencephalopathy (PML) have
occurred after approximately 2-3 years of monotherapy treatment although an exact
relationship with the duration of treatment is unknown.

13. Risk of Return of Disease Activity and Severe Increase in Disability

14. Symptoms of PRES
Inform patients that the Symptoms of posterior reversible encephalopathy syndrome
(PRES) may include sudden onset of severe headache, confusion, seizures and vision
changes.

15. Risk of Tumefactive Lesions
Inform patients that a condition with unusually large brain lesions associated with MS
relapse have been rarely reported in patients treated with fingolimod (a condition called

ADVERSE REACTIONS

Adverse Drug Reaction Overview

A total of 1,703 patients on fingolimod hydrochloride (0.5 0r 1.25 mg dose) constitute%h@ﬁ, o
safety population in the two Phase III studies (D2301 and D2302) for approval in pa "ént‘aﬂwﬁiﬁ;;“ N
relapsing-remitting multiple sclerosis (see CLINICAL TRIALS). Study D2301 (FREEDOMS i \Q
was a 2-year placebo-controlled clinical study involving 1,272 multiple sclerosis paflenPaRaedAANC \ -
with fingolimod (854: 425 on fingolimod 0.5 mg, 429 on fingolimod 1.25 mg) or | ebosLai8Y, l1k.» .
W\ ReHT kat Kog 4
In this study, the most serious adverse events (AEs) for the 0.5 mg recommended tﬁe?apegi?ﬁ:%mm “

“,

. . . . . e i
dose were infections, macular edema, and bradycardia or atrioventricular blocks on treatment;;




than 1% of patients receiving fingolimod hydrochloride 0.5 mg to stop therapy was serum
transaminase elevations, leading to drug discontinuation in 3.8% of patients.

Study D2302 (TRANSF ORMS) was a 1-year controlled study using interferon beta-1a as
comparator involving 1,280 patients with multiple sclerosis treated with fingolimod (849: 429 on
fingolimod 0.5 mg, 420 on fingolimod 1.25 mg) or interferon beta-1a (431). In Study D2302, the
most frequently reported AEs (= 10%), serious AEs and AEs leading to discontinuation were
generally similar to those reported in placebo-controlled studies, taking into account the
differences in study duration.

Clinical Trial Adverse Drug Reactions
——===2aaaverse Drug Reactions

Treatment emergent adverse events (AEs) are listed according to MedDRA System organ class.

Table 1: Treatment-Emergent AEs Occurring in > 1% of Patients in Study D2301, and Reported for
Fingolimod Hydrochloride 0.5 mg at > 1% Higher Rate than for Placebo.

Primary System Organ Class Plicebo Fmgom_l_md 0.5mg
Preferred Term N=418 aled o
(%) (%)
Infections
Influenza viral infections 41 (9.8) 55(12.9)
Bronchitis 15 (3.6) 34 (8.0)
Sinusitis 19 (4.5) 28 (6.6)
Gastroenteritis 13 (3.1) 19 (4.5)
Pneumonia* 1(0.2) 2(0.5)
Herpes viral infections* 33(7.9) 37(8.7)
Tinea infections 6(1.9) 16 (3.8)
Cardiac Disorders
Bradycardia 4 (1.0) 15 (3.5)
Nervous System Disorders
Headache 96 (23.0) 107 (25.2)
Dizziness 23 (5.5) 31(7.3)
Paresthesia 18 (4.3) 23 (5.4)
Migraine 6(1.4) 20 (4.7) oz
Gastrointestinal Disorders »j’»’w.,ﬁm..%i &
Diarrhea 31(7.4) SO 8" g
General Disorders and Administration Site Conditions /
Asthenia 5(1.2) f by é@ﬂmm:{m 4
Musculoskeletal and Connective Tissue Disorders o1 Y&pataa] Ky b
Back pain 29 (6.9) 50 A 1:8)r, Iawiiad coq /7
Skin and Subcutaneous Tissue Disorders N \ 22900900] ./
Eczema 8(1.9) 14@G3) ..
Alopecia 10 (2.4) 15(335)~ ot
Pruritus 5(1.2) 1126
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Primary System Organ Class ;l:c:ll); Fmg(;vlu:(‘)‘(; g Simg
Preferred Term (%) (%)
Investigations

Alanine transaminase (ALT) 16 (3.8) 43 (10.1)

increased

Gamma-glutamy] transferase (GGT) 4(1.0) 22(5.2)

increased

Hepatic enzyme increased 1(0.2) 14 (3.3)

Weight decreased 14 (3.3) 20 (4.7)

Blood triglycerides increased 5(1.2) 11 (2.6)

Liver function test abnormal 1(0.2) 6(1.4)
Respiratory, Thoracic and Mediastinal Disorders

Cough 34 (8.1) 43 (10.1)

Dyspnea 19 (4.5) 34 (8.0
Psychiatric Disorders

Depression 28 (6.7) 33(7.8)
Eye Disorders

Eye pain 6(1.9) 11 (2.6)

Vision blurred 6(1.4) 15 (3.5)
Vascular Disorders

Hypertension 16 (3.8) 27 (6.4)
Blood and Lymphatic System Disorders

Leucopenia 1(0.2) 12 (2.8)

Lymphopenia 2(0.5) 15 (3.5) J

*  Plausible relationship to study drug

Infections

In the two-year multiple sclerosis clinical trial, the overall rate of infections (72%) and serious
infections (2%) at the 0.5 mg dose was similar to placebo. However, bronchitis and pneumonia
were more common in fingolimod hydrochloride-treated patients (Table 1).

There have been very rare fatal cases of VZV infections in patients taking fingolimod
hydrochloride (at the recommended dose or higher doses used in clinical trials). These patients

sclerosis relapses.

There have been very rare cases of other herpes viral infections with fatal outcome. Some cases
of disseminated herpes infections have been reported, including fatal cases, with one case at the
0.5 mg dose (see WARNINGS AND PRECAUTIONS, Herpetic Infections).

Human papilloma virus (HPV) infection, including papilloma, dysplasia, warts and HPV-related

cancer, has been reported under treatment with fingolimod in the post-marketing setting/(sge. p a I ,, %

WARNINGS AND PRECAUTIONS, Human Papilloma Virus). VL M2

Macular Edema

Y,

“~ s

(= («apmacannc)\ -
In clinical trials, macular edema occurred in 0.4% of patients treated with the recomm nggg alka Ihl.»

47

fingolimod hydrochloride dose of 0.5 mg, 1.1% of patients treated with the higher 1,25 fl‘féws‘é’ R

and in 0.1% of patients that received placebo.

",
L
YL D@
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The majority of cases in multiple sclerosis clinical trials occurred within the first 3-4 months of

therapy. Some patients presented with blurred vision or decreased visual acuity, but others were

Macular edema incidence is increased in multiple sclerosis patients with a history of uveitis
(approximately 20% in those with a history of uveitis vs. 0.6% without a history of uveitis).

ECG Findings
Fingolimod hydrochloride was associated with PR interval prolongation, QTc interval
prolongation, and decreased heart rate (see WARNINGS AND PRECAUTIONS,

QT Study).

Bradyarrhythmia
Initiation of fingolimod hydrochloride treatment results in a reversible decrease in heart rate that
may also be associated with AV conduction delays (see WARNINGS AND PRECAUTIONS,

In multiple sclerosis clinical trials, the mean maximum decrease in heart rate after taking the first
dose was seen within 6 hours post-dose, with a decline in the mean heart rate of 8 beats per
minute for fingolimod hydrochloride 0.5 mg at 5 h post-dosing. The placebo-adjusted change in
mean hourly heart rate at 6 h post-dosing was approximately 13 beats per minute according to
24 h Holter monitoring. The second dose may result in a slight further decrease. Patients who
experienced bradycardia were generally asymptomatic, but some patients experienced mild to
moderate symptoms, including hypotension, dizziness, fatigue, palpitations, and/or chestpaify qr, e
chest discomfort, which resolved within the first 24 hours of treatment. Heart rate rejuffﬁi‘t’%m‘
baseline within 1 month of chronic dosing, /) rd B Y
[~ [ «PAPMACARIHE \ -.
In the multiple sclerosis clinical tria] program first-degree AV block (prolonged PR3jhtefaléns Tk» s
ECG) was detected following drug initiation in 4.7% of patients receiving fingolimod\ inenmugicuunug vop /
hydrochloride 0.5 mg, in 2.8% of patients receiving intramuscular interferon beta—1"‘2\1‘.ar\l‘d\ir‘ﬂlgf;r"ST)‘%JO ‘
of patients receiving placebo. Second-degree AV block Mobitz, type 1 (Wenckebach) wﬁs\“"‘g”-r'gf'
detected in 0.2% of patients on fingolimod 0.5 mg.

mmmmmm
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Isolated reports of complete AV block during the 6-hour observation period and delayed onset
cardiac events, including transient asystole and unexplained death within 24 hours of the first
dose, have been reported during post-marketing experience (see ADVERSE REACTIONS, Post-
Market Adverse Events). These events were confounded by concomitant and/or pre-existing
disease, and the relationship to fingolimod hydrochloride cannot be excluded.

Blood Pressure
Fingolimod hydrochloride is associated with a decrease of blood pressure after the first dose.
Chronic treatment is associated with an increase in blood pressure.

associated with a decrease in systolic, diastolic, and mean arterial BP, starting at 1-hour
post-dose, reaching its maximal decrease after 4-5 hours. The maximal decrease from pre-dose
values in mean arterial BP was 3.5 mmHg (5 hours post-dose) in the fingolimod hydrochloride
0.5 mg group compared to a maximal mean decrease of 1.8 mmHg (4 hours post-dose) in the
placebo group (see WARNINGS AND PRECAUTIONS, Cardiovascular; ACTION AND
CLINICAL PHARMACOLOGY, Pharmacodynamics, Blood Pressure). Cases of syncope were
also reported after the first dose of fingolimod in the post-marketing setting.

In multiple sclerosis clinical trials fingolimod hydrochloride 0.5 mg was associated with
increases of approximately 2 mmHg in systolic pressure, and 1 mmHg in diastolic pressure

Vascular Events

Rare cases of ischemic stroke and hemorrhagic stroke have been reported in patients treated with

fingolimod hydrochloride in clinical trials and in the post-marketing setting. The relationship to

fingolimod hydrochloride remains uncertain. In phase III clinical trials, rare cases of peripheral

arterial occlusive disease occurred in patients receiving fingolimod at doses of 1.25 mg#~ + 221k , ..

(2.5 times the recommended dose) and 5.0 mg (10 times the recommended dose), ;/V// » i I N
il @

«@APMACAR C\ s
 Yhpalua lnk» |v
l?;ﬁx)ﬁyqqxghgnnﬁ KOG -’f '
22900900

S
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Neoplasms i{tz
There have been cases of cutaneous neoplasms and lymphoma reported in clinical sp
post-marketing setting (see WARNINGS AND PRECAUTIONS, Neoplasms). \?
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Basal cell carcinoma and other cutaneous neoplasms

In pooled data from the two placebo-controlled Phase III clinical trials, D2301 (FREEDOMS)
and D2309 (FREEDOMS IT), basal cell carcinoma has been reported in 14/783 (1.8%) patients
receiving fingolimod, and in 5/773 (0.6%) patients on placebo.

apparent risk factors, signs of melanoma at treatment initiation or concurrent medical conditions
(see WARNINGS AND PRECAUTIONS, Neoplasm).

Kaposi’s sarcoma has been reported in clinical trials and in the post-marketing setting in patients
treated with fingolimod who did not have risk factors commonly associated with Kaposi’s
sarcoma.

Lymphoma

Cases of lymphoma have been reported in clinical studies and the post-marketing setting. The
reported lymphoma cases were heterogeneous in nature, mainly Non-Hodgkin’s Lymphoma,
including B-cell and T-cell lymphomas. Cases of cutaneous T-cell lymphoma (including mycosis
fungoides) have been observed in the post-marketing setting,

hydrochloride as early as 1 month after treatment initiation (see WARNINGS AND
PRECAUTIONS, Respiratory). At Month 24, the reduction from baseline in the percent of
predicted values for FEV1 was 3.1% for fingolimod hydrochloride 0.5 mg and 2.0% for placebo,
corresponding to a mean decrease of 150 mL/s and 120 mL/s, respectively. For DLCO, the
reductions from baseline in percent of predicted values at Month 24 were 3.8% for P fingolimod
hydrochloride 0.5 mg and 2.7% for placebo. The changes in FEV appear to be reversible after
treatment discontinuation, but there js insufficient information to determine the reversibility of
the decrease of DLCO after drug discontinuation,

In the 24-month multiple sclerosis placebo-controlled trial, dyspnea was reported in 7.1%:of- =2

patients receiving fingolimod hydrochloride 0.5 mg and 4.5% of patients receiving glﬁf:e‘bé.p - e

Several patients discontinued fingolimod hydrochloride because of unexplained dy"@"p éa duffﬁé \
L]

{
[

the extension (uncontrolled) studies. 2 «DAFMACARNC \ -.
- &j Ytspaina tnk » Jo
Seizur €S I} * Uwrmm»lmmmuuﬂ KO ‘:'i-"
Cases of seizures, including status epilepticus, have been reported with the use of g inogpoees
hydrochloride in clinical trials and in the post-marketing setting. In clinical trials, the ‘ra°té"0f~»~;---‘~ ;
seizures was 0.9% in fingolimod hydrochloride treated patients and 0.3% in placebo treated-"
patients. It is unknown whether these events were related to the effects of multiple sclerosis
alone, to fingolimod, or to a combination of both,
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Other Adverse Events Observed During Double—Blind, Controlled Clinical Trials in MS

The D2309 study (FREEDOMS IT) was a 2-year prospective, double blind study designed to
evaluate the efficacy, safety, and tolerability of two doses of fingolimod (1.25 mg and 0.5 mg)

Post-Market Adverse Reactions
——=—arXet Adverse Reactions

The following adverse reactions have been reported during post-marketing experience:

Cardiac Disorders
Isolated reports of transient, spontaneously resolving complete AV block have been observed
during the six-hour observation period with fingolimod hydrochloride. Isolated delayed onset

Infections and Infestations

Hemophagocytic syndrome with fatal outcome has been reported with fingolimod treatment in
the context of infection. Hemophagocytic syndrome is a rare condition that has been described in
association with infections and a variety of autoimmune disease and cases have been reported in
patients with MS.

Cases of infections with opportunistic viral (e.g., VZV, JCV causing PML, HSV), fungal

(e.g., cryptococci including cryptococcal meningitis), or bacterial (e.g., atypical mycobacterium)
pathogens, have been reported some of which have been fata] (see WARNINGS AND
PRECAUTIONS, Immune).

Immune System Disorders

Hypersensitivity reactions, including rash, urticaria and angioedema upon treatment Ii/r}jt)'afﬁ’éﬁ' 8l 5

N2

R

=]

B

Gastrointestinal Disorders _ / -
Nausea. (2 «DAPMACARNC \ -
W=\ Yhpaina Ink»

Hematologic :“, P fneﬂglépl;z;alggnf;i Xop -

e 220(¢ (
Thrombocytopenia, \ \*\\ )

o

Investigations o
Weight decreased
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Musculoskeletal and Connective Tissue Disorders
Myalgia and arthralgia.

Nervous System Disorders

Severe exacerbation of disease after fingolimod discontinuation, posterior reveisible
encephalopathy syndrome, seizures including status epilepticus (see WARNINGS AND
PRECAUTIONS).

Neoplasms, Benign, Malignant, and Unspecified (Including Cysts and Polyps)

melanoma, squamous cell carcinoma, Merkel cell carcinoma, Kaposi’s sarcoma, B-cell
lymphoma, T-cell lymphoma, CNS lymphoma, cutaneous T-cel] lymphoma (including mycosis
fungoides).

Because adverse reactions identified during post-marketing use are reported voluntarily from a
population of uncertain size, it is not always passible to reliably estimate their frequency or to
establish a causal relationship to drug exposure.

Abnormal Hematologic and Clinical Chemistg Findings

Liver Function

ALT levels returned to normal after discontinuation of fingolimod hydrochloride within
approximately 2 months. In a small number of patients (2 patients on fingolimod hydrochloride
0.5 mg), who experienced liver transaminase eleyations of > 5x ULN and who continued on
fingolimod hydrochloride therapy, the ALT levels returned to normal within approximately

5 months (see WARNINGS AND PRECAUTIONS, Hepatic/Biliary/Pancreatic).

A -
p D oal R
1%;-—"""”1.&’

Cholesterol and Triglycerides &
Stefol an'd'“ v

In the 24-month placebo-controlled multiple sclerosis clinical trial D2301, total cholf
triglyceride levels were increased during treatment with fingolimod hydrochloride (/3 fn femacaibe -
Week 2 to Month 24. The incidence of notable high cholesterol levels (>6.21 mmé BDalna Ink» |»
39.6% for fingolimod hydrochloride 0.5 mg and 31.9% for placebo. The incidence af'notable agtnd nog: /-
high triglyceride levels (> 3.39 mmol/L) was 13.7% for fingolimod hydrochloride 0. g afi 00900/
7.5% for placebo. N ™

s
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DRUG INTERACTION S
Overview

Pharmacodynamic Interactions
Anti-neoplastic, immunosuppressive or immune-modulating drues

Coadministration of anti-neoplastic, immunosuppressive or immune modulating therapies is not
recommended due to the risk of additive immune system effects, Caution should also be applied
when switching patients from long-acting therapies with immune effects such ag natalizumab,
teriflunomide or mitoxantrone (see WARNINGS AND PRECAUTIONS, Immune).

Coadministration of a short course of corticosteroids (up to five days as per study protocol) to
treat relapses did not increase the overall rate of infection in patients treated with fingolimod in

Heart rate lowering drues

Fingolimod hydrochloride treatment results in PR interval prolongation during the first week and
heart rate decrease during the first month of treatment. Due to potential additive effects on heart
rate or cardiac conduction, pms-FINGOLIMOD should not be used concomitantly with heart rate
lowering drugs (e.g., antiarrhythmics, beta blockers, calcium channel blockers) (see
WARNINGS AND PRECAUTIONS, Cardiovascular; ACTION AND CLINICAL
PHARMACOLOGY, Pharmacodynamics, Heart Rate and Rhythm).

Fingolimod has been studied in combination with atenolol or diltiazem. When a single dose of
fingolimod 5 mg/day was used with atenolo] 50 mg/day (steady-state) in an interaction study in
healthy volunteers, there was an additional 15% reduction of heart rate at fingolimod treatment
initiation, an effect not seen with diltiazem 240 mg/day (steady-state).

pms-FINGOLIMOD should not be initiated in patients receiving beta-blockers, heart-rate-
lowering calcium channel blockers (such as verapamil or diltiazem), or other substances that may

necessary, advice from a cardiologist should be sought regarding the switch to a non-heart-rate
lowering drug or for appropriate monitoring (e.g., at least overnight monitoring) during; Qﬁ%%? N3y
initiation, if the heart-rate-lowering drugs cannot be discontinued (see WARNINGS & Mz

PRECAUTIONS, Cardiovascular). /

i
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Yﬂpﬁlﬂﬁ bk » }_"
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Tc-prolonging drugs
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be used concomitantly with Class Ia or Class IIT drugs (see WARNINGS AND PRECAUTIONS,
Cardiovascular, Bradyarrhythmia).

The initiation of treatment with pms-FINGOLIMOD in a patient taking other types of QTec-
prolonging drugs should be avoided. If a decision is made to undertake treatment such patients
should be evaluated by a cardiologist prior to initiation of treatment, to assess suitability and to
determine the most appropriate monitoring, which should be at least overnight.

In addition to the Class Ia and Class III antiarrhythmic drugs, other drugs that have been
associated with QTc interval prolongation and/or torsade de pointes include, but are not limited
to, the examples found below. Chemical/pharmacological classes are listed if some, although not
necessarily all, class members have been implicated in QTe prolongation and/or torsade de
Dointes:

Class 1C antiarrhythmics (e.g., flecainide, propafenone); antipsychotics (e.g., chlorpromazine,
haloperidol); antidepressants (e.g., fluoxetine, tricyclic/tetracyclic antidepressants, amitriptyline,
imipramine, maprotiline); opioids (e.g., methadone); macrolide antibiotics and analogues (e.g,,
erythromycin, clarithromycin, tacrolimus); quinolone antibiotics (e.g., ciprofloxacin);
antimalarials (e.g., quinine, chloroquine); azole antifungals (e.g., ketoconazole); domperidone;
5-HT3 receptor antagonists (e.g., ondansetron); tyrosine kinase inhibitors (e.g., sunitinib);
histone deacetylase inhibitors (e.g., vorinostat); beta-2 adrenoceptor agonists (e.g., salmeterol).

Current information sources should be consulted for newly approved drugs that prolong the
QT/QTc interval, as well as for older drugs for which this effect has recently been established.

Vaccines

During and for up to 2 months after treatment with pms-FINGOLIMOD vaccination may be less
effective. The use of live attenuated vaccines may carry the risk of infection and should therefore
also be avoided during pms-FINGOLIMOD treatment and for up to 2 months after treatment
with pms-FINGOLIMOD (see WARNINGS AND PRECAUTIONS, Immune, Vaccina’g,_on)‘

SRRy o
Pharmacokinetic Interactions P Mz N
Fingolimod is primarily cleared via human cytochrome P450 4F2 (CYP4F2) andffé

d/possibly other -\
CYPAF isoenzymes. In vitro studies in hepatocytes indicated that CYP3A4 mayj f;'?lgéfg J“}";g;ﬁf N
fingolimod metabolism in the case of strong induction of CYP3A4. { N"":"f ::m:ﬁmm . .:
A 22900000
Potential of fingolimod and fin olimod-phosphate to inhibit the metabolism of co-medications
In vitro inhibition studies using pooled human liver microsomes and specific metabolic probe’ * "
substrates demonstrated that fingolimod and ﬁngo‘limod-phosphate have little or no capacity to
inhibit the activity of CYP enzymes (CYP1A2, CYP2A6, CYP2B6, CYP2Cs, CYP2C9,
CYP2C19, CYP2De6, CYP2E], CYP3A4/5, or CYP4A9/11 [fingolimod only]). Therefore,
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fingolimod and fingolimod-phosphate are unlikely to reduce the clearance of drugs that are
mainly cleared through metabolism by the major CYP isoenzymes.

Potential of fingolimod and fingolimod-phosphate to induce its own and/or the metabolism of

co-medications
Fingolimod was examined for its potential to induce human CYP3A4, CYP1A2, CYP4F2, and

fingolimod is expected at therapeutic concentrations. f» vitro experiments did not provide an
indication of CYP induction by fingolimod-phosphate.

Potential of fingolimod and ﬁngolimod-phosphate to inhibit the active transport of co-
medications

Based on in vitro data, fingolimod, as well as fingolimod-phosphate are not expected to inhibit
the uptake of co-medications and/or biologics transported by the organic anion transporting
polypeptides 1B1 and 1B3 (OATPIBI, OATP1B3) or the sodium taurocholate Cco-transporting
polypeptide (NTCP). Similarly, they are not expected to inhibit the efflux of co-medications
and/or biologics transported by the breast cancer resistance protein (BCRP), the bile salt export
pump (BSEP), the multidrug resistance-associated protein 2 (MRP2) or P-glycoprotein (P-gp) at
therapeutic concentrations.

Drug—Drug Interactions

Oral Contraceptives

In an open label two-period study, healthy female volunteers (n=31) on a steady regimen of oral
contraceptive (ethinylestradiol and levonorgestrel) received the oral contraceptive alone for

14 days, followed by coadministration of the oral contraceptive and fingolimod 0.5 mg/day for
an additional 14 days. The steady-state coadministration of fingolimod and the oral contraceptive
did not elicit any change in oral contraceptive exposure. Fingolimod and fingolimod-phosphate
CXposure were consistent with those from previous studies.

No interaction studies have been performed with oral contraceptives containing other
progestogens, however an effect of fingolimod on their exposure is not expected.

Cyclosporine

The pharmacokinetics of single-dose fingolimod were not altered during coadministration with
cyclosporine at steady-state, nor were cyclosporine (CYP3A4 substrate) steady-state um‘.‘f“wp =
pharmacokinetics altered by single-dose, or multi-dose (28 days) fingolimod administedtio ﬁ"‘:"“*&fi N
These data suggest that fingolimod is not likely to reduce or increase the clearance ofd: gs M2 A
mainly cleared by CYP3A4 and that inhibition of CYP3A4 is unlikely to reduce thy m‘é&ﬁmmw\r
fingolimod. Potent inhibition of transporters P-gp, MRP2 and OATPIBI does not 1 y\sﬁbﬂﬂffw Mk» |»

fingolimod disposition. AT i
2200090p
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Ketoconazole

fingolimod pharmacokinetics. Therefore, caution should be exercised during chronic
coadministration of pms-FINGOLIMOD and systemic ketoconazole and patients should be
closely monitored as the risk of adverse events may be increased,

Isoproterenol and Atropine
Single-dose fingolimod and fingolimod-phosphate €Xposure was not altered by coadministered
isoproterenol, or atropine,

Carbamazepine

The coadministration of carbamazepine 600 mg twice daily at steady-state and a single dose of
fingolimod 2 mg decreased the AUC of fingolimod and fingolimod-phosphate by approximately
40%. The clinical relevance of this decrease is unknown; however, the coadministration of
carbamazepine may decrease the efficacy of fingolimod treatment.

Drug-Laboratog Interactions

Since fingolimod reduces blood lymphocyte counts via re-distribution in secondary lymphoid
organs, peripheral blood lymphocyte counts cannot be utilized to evaluate the lymphocyte subset
status of a patient treated with pms-FINGOLIMOD.

Laboratory tests requiring the use of circulating mononuclear cells require larger blood volumes

due to reduction in the number of circulating lymphocytes.

DOSAGE AND ADMINISTRATION

Dosing Considerations

See WARNINGS AND PRECAUTIONS, Cardiovascular for complete information on
patients with certain cardiovascular conditions in which pms-FIN GOLIMOD should not be
used or which may require additional monitoring.

wwwwww

Conditions When pms-FIN GOLIMOD Should Not Be Used:
¢ pms-FINGOLIMOD should not be initiated in patients on concurr
blockers, with heart-rate lowering calcium channel blockers or wi 1
may decrease heart rate. If treatment with pms-FINGOLIMOD is considered né o€
advice from a cardiologist should be sought regarding a switch to drugs that do net
heart rate or for appropriate monitoring during treatment initiation, if the heart-rate-
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drugs cannot be discontinued (see WARNINGS AND PRECAUTIONS, Cardiovascular,
Bradyarrhythmia; DRUG IN TERACTIONS, Heart rate lowering drugs).

* The use of pms-FINGOLIMOD with drugs that prolong the QT interval should be avoided.
If a decision is made to undertake treatment such patients should be evaluated by a
cardiologist prior to initiation of treatment, to assess suitability and to determine the most
appropriate monitoring, which should be at least overnight (see WARNIN GS AND
PRECAUTIONS, Cardiovascular, QTc prolongation; DRUG INTERACTIONS, QTec-
prolonging drugs).

See WARNINGS AND PRECAUTIONS, Cardiovascular, Bradyarrhythmia for other conditions
when pms-FINGOLIMOD should not be used.

First-dose Monitoring of fingolimod

* Forall patients, obtain an ECG and measure blood pressure prior to dosing and 6-hours after
the first dose.

* Monitor all patients for signs and symptoms of bradyarrhythmia, with hourly pulse and
blood pressure measurements, for at least 6 hours after the first dose.

¢ If symptoms of bradyarrhythmia or AV block occur, initiate appropriate management, with
continued monitoring (e. g., continuous ECG) until the Symptoms have resolved (see
WARNINGS AND PRECAUTIONS, Cardiovascular, Bradyarrhythmia).

See WARNINGS AND PRECAUTIONS, Cardiovascular, Bradyarrhythmia for additional
recommendations for extended monitoring,

* Patients should be advised that the ability to drive an automobile or operate dangerous
equipment may be impaired during the first day of treatment.

* Re-initiation of fingolimodafter a treatment interruption of more than 2 weeks after the first
month of treatment may produce the same effect on heart rate as the initial dose. Patients

Dosing in Special Po ulations ——
=051ng In sSpecial Populations Y

* Renal Impairment "
pms-FINGOLIMOD should be used with caution in patients with severe renal j }Wm CADN s
(see ACTION AND CLINICAL PHARMACOLOGY, Pharmacokinetics, Spe(;g :

Yipaita ltin |

° \ MaenTaibixawinmg woy /
22900000 d

Populations and Conditions).
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* Hepatic Impairment

initiating pms-FINGOLIMOD treatment in these patients (ACTION AND CLINICAL
PHARMACOLOGY, Pharmacokinetics, Special Populations and Conditions; WARNINGS
AND PRECAUTIONS, Hepatic/Biliary/Pancreatic-Liver Function).

* Pediatric Patients
pms-FINGOLIMOD is not indicated for use in pediatric patients (see ACTION AND
CLINICAL PHARMACOLOGY, Pharmacokinetics, Special Populations and Conditions).

* Geriatric Patients

and Conditions).

* Ethnicity
No pms-FINGOLIMOD dose adjustments are needed based on ethnic origin (see ACTION
AND CLINICAL PHARMACOLOGY, Pharmacokinetics, Special Populations and
Conditions).

* Gender
No pms-FINGOLIMOD dose adjustments are needed based on gender (see ACTION AND
CLINICAL PHARMACOLOGY, Pharmacokinetics, Special Populations and Conditions).

* Diabetic Patients
pms-FINGOLIMOD should be used with caution in patients with diabetes mellitus due to a
potential increased risk of macular edema (see ADVERSE REACTIONS, Macular Edema).

Recommended Dose and Dosage Adjustment

The recommended dose of pms-FINGOLIMOD is one 0.5 g capsule taken orally oncsd@ﬂyﬁﬁih
which can be taken with or without food. Ve 7 gt
@

7o g
Patients already on beta interferon or glatiramer acetate therapy can switch directlyfcl)/ aramn s N
pms-FINGOLIMOD if they do not display signs of treatment-related abnormalitie§'s cﬁf"ﬁ”b MACAH K 7”
cytopenia. Caution is advised when switching patients from natalizumab or teriflutiomidé 't/ /uf.» jr
pms-FINGOLIMOD. For recommendations related to switching patients from othe '@‘3@;&1‘;’;‘;5;“;‘35?;*

modifying therapies to pms-FINGOLIMOD, see WARNINGS AND PRECAUTIONS: Tmmune,
Prior treatment with immunosuppressive or immune-modulating therapies. Y
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Missed Dose

If a dose is missed, treatment should be continued with the next dose as planned.

If the treatment is interrupted for one day or more during the first two weeks of treatment,
first-dose procedures are recommended upon re-initiation (see WARNINGS AND
PRECAUTIONS, Cardiovascular, Re-Initiation Therapy Following Discontinuation).

If fingolimod therapy is discontinued for more than 2 weeks, after the first month of treatment,
the effects on heart rate and AV conduction may recur on reintroduction of fingolimod treatment
and the same precautions as for the first dose should apply (i.e., monitor for at least § hours after
the first dose). Within the first 2 weeks of treatment, first-dose procedures are recommended
after an interruption of one day or more. During weeks 3 and 4 of treatment, first dose
procedures are recommended after a treatment interruption of more than 7 days.

Administration

pms-FINGOLIMOD is taken orally, with or without food.

OVERDOSAGE

Single doses of fingolimod up to 40 mg (80-fold the recommended dose of 0.5mg) were well-
tolerated in healthy adult volunteers. Fingolimad doses of 5 mg to 40 mg were associated with a
mild to moderate, dose-dependent decrease in FEV]. At40 mg, 5 of 6 subjects reported mild
chest tightness or discomfort which was clinically consistent with small airway reactivity.

Fingolimod can induce bradycardia. The decline in heart rate usually starts within one hour of
the first dose, and is maximal within 6 hours, There have been reports of slow atrioventricular

AND PRECAUTIONS, Cardiovascular).

Neither dialysis nor plasma exchange results in removal of fingolimod from the body. /’f{fiu T

— . __ . Y- N
For management of a su;pgcted éir;lltgjé())lvérgf;agef ?anaét y@urregwnﬁfrﬁmm CARNC \\, o
: oison Control Centre. e \: Ypalud [uk,» I
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ACTION AND CLINICAL PHARMACOLOGY

Mechanism of Action

Fingolimod is metabolized by sphingosine kinase to the active metabolite fingolimod-phosphate.
Fingolimod-phosphate, binds with high affinity to sphingosine 1-phosphate (S1P) receptors 1, 3,
4,and 5. F ingolimod-phosphate binding to S1P receptors on lymphocytes induces S1P receptor
down-regulation on lymphocytes, and blocks the capacity of lymphocytes to egress from lymph

Pharmacodxnamics

Immune System

Effects on immune cell numbers in the blood

In a study in which 12 subjects were treated with fingolimod hydrochloride 0.5 mg/day for

28 days, the mean lymphocyte count was decreased to approximately 70% of baseline within

4 hours after the first dose and approximately 50% within 8 hours. With continued daily dosing,
the lymphocyte count continued to decrease over a 2-week period, reaching a nadir count of
approximately 500 cells/mcL or approximately 30% of baseline. Low lymphocyte counts are
maintained with chronic daily dosing.

In the 2-year placebo-controlled multiple sclerosis clinical trial in which 425 patients were
treated with fingolimod hydrochloride 0.5 mg and 418 patients received placebo, 18% of patients
on 0.5 mg fingolimod reached a nadir below 200 cells/mcL on at least one occasion,

Peripheral lymphocyte count increases are evident within days of stopping fingolimod treatment.
Because elimination of fingolimod after discontinuation of fingolimod hydrochloride may take
up to 2 months (see ACTION AND CLINICAL PHARMACOLOGY, Pharmacokinetics),

returned to normal values within 3 months of discontinuing treatment. Delayed recovery, beyond
3 months, of lymphocyte counts was uncommon and showed a potential correlation with Il}lgher e
it dnt-
£

doses of fingolimod, the occurrence of lymphocyte counts < 0.2 x 10%/L while on treatme Y e
longer duration of exposure to fingolimod. f . S N
Chronic fingolimod dosing leads to a mild decrease in the neutrophil count to approyglm T T YA
: ; i~ HOACAHEC =
80% of baseline. Monocytes are unaffected by fingolimod. il ( YDalug Ink v
e ‘ S i
“M 2\ oM DI gy

* 22900900
N

g
N
»
LN
o
o8 &

pms-FINGOLIMOD Prodyct Monograph Page 39 of 64,



905

Effect on antibody response

Immunologic responses are decreased during treatment with fingolimod hydrochloride 0.5 mg.
The immunogenicity of keyhole limpet Hemocyanin (KLH) and pneumococecal polysaccharide
vaccine (PPV-23) immunization were assessed by IgM and IgG titers in a steady-state,
randomized, placebo-controlled study in healthy volunteers. Compared to placebo, antigen-
specific IgM titers were decreased by 91% and 25% in response to KLH and PPV, respectively,
in subjects on fingolimod hydrochloride 0.5 mg. Similarly, IgG titers were decreased by 45%
and 50%, in response to KLH and PPV, respectively, in subjects on fingolimod hydrochloride
0.5 mg daily compared to placebo. The responder rate for fingolimod hydrochloride 0.5 mg as
measured by the number of subjects with a > 4-fold increase in KLH IgG was comparable to
placebo and 25% lower for PPV-23 IgG, while the number of subjects with a > 4-fold increase in
KLH and PPV-23 IgM was 75% and 40% lower, respectively, compared to placebo. The
capacity to mount a skin delayed-type hypersensitivity reaction to Candida and tetanus toxoid
was decreased by approximately 30% in subjects on fingolimod hydrochloride 0.5 mg daily,
compared to placebo. Immunologic responses were further decreased with fingolimod 1.25 mg (a
Moo dose higher than recommended in multiple sclerosis).

In the second study, the immunogenicity of Northern hemisphere seasonal influenza and tetanus
toxoid vaccination was assessed in a 12-week steady-state, randomized, placebo-controlled study
of fingolimod hydrochloride 0.5 mg in multiple sclerosis patients (n = 136). The responder rate 3
weeks after vaccination, defined as seroconversion or a > 4-fold increase in antibody directed
against at least 1 of the 3 influenza strains, was 54% for fingolimod hydrochloride 0.5 mg and
85% in the placebo group. The responder rate 3 weeks after vaccination, defined as
seroconversion or a > 4-fold increase in antibody directed against tetanus toxoid was 40% for
fingolimod hydrochloride 0.5 mg and 61% in the placebo group.

Heart Rate and Rhythm
Fingolimod causes a reversible prolongation of PR interval and reduction in heart rate upon
treatment initiation (see ADVERSE REACTIONS). The maximum decline in heart rate is seen

With initiation of fingolimod treatment there is an increase in atria] premature contractions, but
there is no increased rate of atrial fibrillation/flutter, ventricular arrhythmias or ectopy.
Fingolimod treatment is not associated with a decrease in cardiac output.

The decrease in heart rate induced by fingolimod can be reversed by atropine, isoprof .
(isoprenaline) or salmeterol. / «WAPM/;CAQM(\ -
. Yépalna Itk » |e
ThOl‘Ollgh QT Study e i\ ,5‘ laenTHdIkagyig xon /. ~,17
In a placebo-controlled, double-blind, paralle] group study, healthy volunteers were randomfz8goo00

to receive placebo (N = 55), fingolimod 1.25 mg (N = 53), or fingolimod 2.5 mg (N = 61)7?6?'7;7;«‘; 7

days. A loading dose procedure was used to enable steady-state to be reached more quickly. The - -
therapeutic 0.5 mg dose was not studied. Serial ECG recordings were performed for 12 h at
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baseline and on day 7. Fingolimod was associated with statistically significant QTc prolongation
at all time points on day 7, with a maximum effect of 10.9 msec (90% C17.88, 1391)at6 h
post-dosing in the fingolimod 1.25 mg group and 11.1 ms (90% CI 7.56, 14.62) at 6 h post-
dosing in the fingolimod 2.5 mg group.

Blood Pressure

dcute dosing with fingolimod resulted in statistically significant decreases in standing systolic
and diastolic blood pressure from 2-14 h on Day 1 dosing. The maximum decrease in standing
systolic and diastolic blood pressure was -9.5 and -7.6 mmHg respectively at 6 h post-dosing in
the fingolimod 1.25 mg treatment group. The therapeutic 0.5 mg dose was not studied.

Chronic dosing led to statistically significant increases in systolic and diastolic blood pressure on
day 28 (see WARNINGS AND PRECAUTIONS, Cardiovascular; and ADVERSE
REACTIONS, Blood Pressure).

Pulmonary Function

Single doses of fingolimod > 5 mg (10-fold the recommended dose) are associated with a dose-
dependent increase in airway resistance. In a 14-day study of 0.5, 1.25, or 5 mg/day, fingolimod
Was not associated with impaired oxygenation or oxygen desaturation with exercise or an
increase in airway responsiveness to methacholine. Subjects on fingolimod treatment had a
normal bronchodilator response to inhaled beta-agonists.

In a placebo-controlled study of subjects with moderate asthma but without multiple sclerosis
given fingolimod at doses 0.5mg, 1.25 mg and 2.5 mg or placebo for 10 days (n=9
subjects/group), a significant 10% reduction in mean time-matched, baseline-corrected AUEC
FEV1 for the period of 0 to 6 hours after dosing on Day 10 was observed in patients receiving
fingolimod 1.25 mg (2.5-times the recommended dose). Changes in FEV1 in the fingolimod

0.5 mg and 2.5 mg dose groups were, however, not statistically different from those observed in
the placebo group. F ingolimod 1.25 mg however Wwas associated with a 5-fold increase in the use
of rescue short acting beta-agonists. There was a 2-fold increase (not statistically significant) in
the use of rescue short-acting agonists in the fingolimod 0.5 mg group.

Pharmacokinetics

Absorption
The pharmacokinetic parameters of fingolimod hydrochloride 0.5 mg after a single dose and at
steady-state are displayed in the table below.

L

Fingolimod Fingolimod-P s ’En.[’-i’.f{q %
Single dose Steady-state Single dose Steady-s{dte | g N2 N\ «
Tmax h 12 12 6 6[/ ) i
— L1 . S = .
Cmax, ng/mL 0.42 3.66 0.45 L8] “WHPMACAL M \ -
AUCo-241, ng.h/mL 7.84 76.1 6.1 3UCL YApalua luk» |:

] / ‘7
\ lnoﬂmrplxawmmﬁ K04 /’;
) 22800000

{u R

Values are mean, except Tmax (median)
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Fingolimod absorption is slow (Timax of 12-16 hours) and extensive (= 85%, based on the amount
of radioactivity excreted in urine and the amount of metabolites in feces extrapolated to infinity).
The apparent absolute oral bioavailability is 93%.

Food intake does not alter Cpmay or exposure (AUC) of fingolimod or fingolimod-phosphate. The
time to reach maximum drug concentration in blood plasma (Tmax) is increased when fingolimod
hydrochloride is taken with food. F ingolimod hydrochloride may be taken without regard to
meals (see DOSAGE AND ADMINISTRATION).

Steady-state blood concentrations are reached within 1 to 2 months of once-daily administration,
and steady-state levels are approximately 10-fold greater than with the initial dose.

Distribution

Fingolimod highly distributes in red blood cells, with the fraction in blood cells of 86%.
Fingolimod-phosphate has a smaller uptake in blood cells of < 17%, F ingolimod and fingolimod-
phosphate are highly protein bound (> 99.7%), Fingolimod and fingolimod-phosphate protein
binding is not altered by renal or hepatic impairment. :

Fingolimod is extensively distributed to body tissues with a volume of distribution of about
1,200 + 260 L.

Metabolism

The biotransformation of fingolimod in humans occurs by three main pathways; by reversible
stereoselective phosphorylation to the pharmacologically active (S)-enantiomer of fingolimod-
phosphate, by oxidative biotransformation catalyzed mainly by CYP4F2 and possibly other
CYP4F isoenzymes and subsequent fatty acid-like degradation to inactive metabolites, and by
formation of pharmacologically inactive non-polar ceramide analogs of fingolimod,

Following single oral administration of [14C] fingolimod, the major fingolimod-related
components in blood, as judged from their contribution to the AUC up to 816 hours post-dose of
total radio-labeled components, are fingolimod itself (23.3%), ﬁngolimod-phosphate (10.3%),
and inactive metabolites (M3 carboxylic acid metabolite (8.3%), M29 ceramide metabolite
(8.9%) and M30 ceramide metabolite [7.3%)]).

Excretion
Fingolimod blood clearance is 6.3 +2.3 L/h, and the average apparent terminal half-life (ti2) is
6-9 days. Blood levels of fingolimod-phosphate decline in parallel with fingolimod in the

terminal phase yielding similar half-life for both,

MWW::"I;‘E;&_‘:{‘:( de N

. f:,/% T

After oral administration, about 81% of the dose is slowly excreted in the urine as inaéfiv N
metabolites. Fingolimod and ﬁngolimod-phosphate are not excreted intact in urine b sAEFMACAAHC \1", -
major components in the feces with amounts representing less than 2.5% of the dose . aah. Yifefia Jutin I

34 days, the recovery of the administered dose is 89%. . maur;sépgmals‘amm ko
. 22300000 -
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Special Populations and Conditions

Pediatrics
pms-FINGOLIMOD is not indicated for use in pediatric patients.

Geriatrics
Clinical studies of fingolimod hydrochloride did not include sufficient numbers of patients aged
65 years and over to determine whether the safety and efficacy of fingolimod hydrochloride

hepatic, renal, immune, pulmonary and cardiovascular function, other concomitant diseases and
concomitant drug therapy, treatment with fingolimod hydrochloride merits caution and may
necessitate additional or more frequent monitoring in geriatric patients.

Gender
Gender has no influence on fingolimod and fingolimod-phosphate pharmacokinetics.

Race
The effects of ethnic origin on fingolimod and fingolimod phosphate pharmacokinetics are not of
clinical relevance.

Hepatic Insufficiency

The pharmacokinetics of single-dose fingolimod (1 or 5 mg), when assessed in subjects with
mild, moderate or severe hepatic impairments (Child-Pugh class A, B, and C), showed no change
on fingolimod Crax, but an increase in AUC by 12%, 44% and 103%, respectively. The apparent
elimination half-life is unchanged in mild hepatic impairment but is prolonged by 49-50% in
moderate and severe hepatic impairment. The rate of lymphocyte count recovery was
approximately 4-fold slower in the subjects with severe hepatic impairment compared to subjects
with normal hepatic function. Pms-FINGOLIMOD is contraindicated in patients with severe
hepatic impairment (Child-Pugh class C) (see CONTRAINDICATIONS; and WARNINGS
AND PRECAUTIONS, Special Populations). pms-FINGOLIMOD should be used with caution
in patients with mild and moderate hepatic impairment (Child-Pugh classes A and B). It is not
known if patients with hepatic impairment are at increased risk of developing elevated liver
function tests, more severe liver injury or other adverse events during treatment with
pms-FINGOLIMOD.

Renal Insufficiency
Severe renal impairment increases fingolimod Cmax and AUC by 32% and 43%, respectively, and
fingolimod-phosphate Cinax and AUC by 25% and 14%, respectively. The apparent elimingtions 1, P
half-life is unchanged for both analytes. Exposure to fingolimod metabolites was magkedly™ 2
increased, as shown by a 14-fold increase in AUC for the metabolite M3, The ¢lini gl
significance of such increase in exposure is not known because the toxicity of this;‘l
not been fully characterized. '

SOARALARNC \-
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Caution is recommended when using pms-FINGOLIMOD in patients with severe renal L
impairment (see WARNINGS AND PRECAUTIONS, Special Populations). R 3‘ o
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The pharmacokinetics of fingolimod and its metabolites in subjects with mild or moderate renal
impairment have not been evaluated.

STORAGE AND STABILITY
Store at 15°C to 25°C and protect from moisture.

pms-FINGOLIMOD must be kept out of the reach and sight of children.

SPECIAL HANDLING IN, STRUCTIONS

No special requirements,

DOSAGE FORMS, COMPOSITION AND PACKAGING

Availabilitx of Dosage Forms

0.5 mg: Hard gelatin, coni-snap size # 3, ink printed in black with “FIN” over “0.5 mg” on the
bright yellow opaque cap and 2 yellow bands on the white opaque body. pms-FINGOLIMOD is
available in blister package of 28 capsules (Z2x14).

Composition

0.5 mg: pms-FINGOLIMOD contains 0.5 mg of fingolimod as fingolimod hydrochloride and the
following non-medicinal ingredients: Ammonjum Hydroxide, Black Iron Oxide, Dibasic
Calcium Phosphate Anhydrous, Gelatin, Magnesium Stearate, Propylene Glycol, Shellac Glaze,
Titanium Dioxide, and Yellow Iron Oxide.

112 «®APMACARHC \ -
W=\ Yhpaina Ink» ,}v
“ia‘“ * \ lBenTudixawy i ®on _/ g i
W2 22900900 f

™.,
N e s

> 0k ?
b e e »

pms-FINGOLIMOD Prodyct Monograph Page 44 of 64




PART II: SCIENTIFIC IN FORMATION

PHARMACEUTICAL IN FORMATION

Drug Substance

Common name: Fingolimod Hydrochloride

Chemical name: 2-amino-2[2-(4-octylphenyl) ethyl] propane-1, 3-diol hydrochloride
Molecular formula: Ci9H33NO; « HCI

Molecular mass: 343.93 g/mol

Structural formula:

Physicochemical Properties:

Description: White to practically white powder
Solubility: Freely soluble in water
pKa: 1% solution in water at 22°C to 25°Cis 4.0
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CLINICAL TRIALS

Comparative Bioavailabilig Study

A single center, randomized, single oral dose, double-blind, two-treatment, two-period, two-
sequence, crossover bioequivalence study comparing pms-FINGOLIMOD 0.5 mg capsules
(Pharmascience Inc.) to the Canadian reference product, "GILENYA® 0.5 mg capsules (Novartis
Pharmaceuticals Canada Inc., Canada). The study drugs were administered as a single 1.0 mg
dose (2x 0.5 mg capsules) to 24 healthy, adult male subjects under fasting conditions.

The bioavailability data were measured and the results are summarized on 22 subjects in the
following table:

SUMMARY TABLE OF THE COMPARATIVE BIOAVAILABILITY DATA

Fingolimod
(2% 0.5 mg)
From measured data

Geometric Mean
ArithmetiQ Mean (CV %)

)
Parameter Test" Referencet % Ra-tlo of 90% Confidence Interval
Geometric Means
AUCors 36,704.4 36,849.8
(gh/ml)  |37,478.1 20.7) | 37,4837 (19.2) i 92.7-107.0
- 628.8 635.0
(pe/mL) 642.6 21.0) | 646.2(19.2) 990 | 91.5-107.1
Toad 31.00 32.00 R
(h) (12.00-38.00) | (14.00-52.00) i

* pms-FINGOLIMOD 0.5 mg capsules, Pharmascience Inc, Montréal, QC, Canada
TPGILENYA® 0.5 mg capsules, Novartis Pharmaceuticals Canada Inc., Canada, and was purchased in Canada

$ Expressed as the median (range) only

AUCrand Ty are not reported; these parameters could not be reliably estimated due to the long half-life of fingolimod and the
design of the study
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Study Demographics and Trial Design

Table 2: Summary of Patient Demographics for Clinical Trials in RRMS

Dosage, route of .
Study # Trial design | administration S(;“:yn fl‘:lll’g;cr‘)s “;‘l::ﬁg“eg)e Gender
and duration
Study D2301 Randomized, Fingolimod Fingolimod 37.1 Male: 30.1 %
(FREEDOMS) double-blind, hydrochloride hydrochloride (17-55 years)
placebo 0.5 mg or 0.5 mg: n= 425 Female: 69.9 %
controlled study. |1.25 mg, or
placebo, once Fingolimod
daily (oral) hydrochloride
1.25 mg: n =429
2-year study
Placebo: n =418
Study D2302 Randomized, Fingolimod Fingolimod 36.2 Male: 32.7 %
(TRANSFORMS) double-blind, hydrochloride hydrochloride (18-55 years)
double-dummy, |0.5 mg or 0.5 mg: n=429 Female: 67.3 %
active (interferon | 1.25 mg once-
beta 1a, 30 mcg daily (oral), or Fingolimod
IM once weekly, |interferon beta 1a hydrochloride
interferon beta |30 mcg once- 1.25 mg: n=420
1a) — controlled weekly (IM)
study Interferon beta
1-year study la: n =431

The efficacy of fingolimod hydrochloride has been demonstrated in two studies evaluating once
daily doses of fingolimod hydrochloride 0.5 mg and 1.25 mg in adult patients with relapsing-
remitting multiple sclerosis. Both studies included patients who had experienced at least 2
clinical relapses during the 2 years prior to randomization or at least clinical relapse during the
1 year prior to randomization, and had an Expanded Disability Status Scale (EDSS) score
between 0 to 5.5.

Study D2301 (FREEDOMS)

The FREEDOMS study was a 2-year randomized, double-blind, placebo-controlled Phase III
study in patients with relapsing-remitting multiple sclerosis who had not received any interferon
beta or glatiramer acetate for at least the previous 3 months and had not received any
natalizumab for at least the previous 6 months. Neurological evaluations were performed at
Screening, every 3 months and at the time of suspected relapse. MRI evaluations were performed
at Screening, month 6, month 12 and month 24. The primary endpoint was the annualized relapse.

.,

rate (ARR). ?—;’Q‘:f,”-i.fﬁ %
M‘V

Median age was 37 years, median disease duration was 6.7 Years and median EDSS ¢ @"’%’M CAR ﬁ-\\ s
baseline was 2.0, Approximately 40% of patients had received treatment with other|di -
modifying therapies prior to entering the study, with interferon-beta being the most\et
used prior treatment (used by 29% of all patients). Patients were randomized to receive\ 22200000
fingolimod 0.5 mg (n = 425) or fingolimod 1.25 mg (n = 429), or placebo (n=418) forupto._ .
24 months. Median time on study drug was 717 days on 0.5 mg, 715 days on 1.25 mgand . 7 '
718.5 days on placebo.
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The primary endpoint, the annualized relapse rate was significantly lower in patients treated with
fingolimod hydrochloride than in patients who received placebo, with a relative reduction in
relapse of 54% for patients treated with fingolimod hydrochloride 0.5 mg. The key secondary
endpoint was the time to 3-month confirmed disability progression, as measured by a 1-point
increase from baseline in EDSS (0.5-point increase for patients with baseline EDSS of 5.5)
sustained for 3 months. Time to onset of 3-month sustained disability progression was
significantly delayed with fingolimod hydrochloride treatment compared to placebo. The

1.25 mg dose did not provide additional benefit over the 0.5 mg dose. Results for the Intent to

Treat (ITT) analysis of primary and key secondary endpoints of the FREEDOMS study are
shown in Table 3 and Figure 1.

Table 3: FREEDOMS Study Results

Fingolimod Placebo p-value
hydrochloride 0.5 mg N=418
N =425

Primary endpoint
Annualized relapse ratet 0.18 0.40 <0.001
Key secondary endpoint
Kaplan-Meier estimate of percentage (SE) of 82.3 (1.89) 75.9 (2.17) 0.026
patients free of 3-month confirmed disability
progression at Month 24
Hazard ratio of disability progression (95% CI)|  0.70 (0.52, 0.96) 0.024

T Based on confirmed relapses. Relapse was defined as neurologic symptoms together with an increase > 0.5 in the total EDSS
score, or an increase of 1 point in each of two EDSS functional system scores, or an increase of two points in one EDSS
functional system score (excluding bowel-bladder or cerebral functional systems). P-value determined by negative binomial
regression adjusting for treatment, pooled country, number of relapses in previous 2 years and baseline EDSS.
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p = 0.026 for fingolimod hydrochloride vs. placebo.

Figure 1: Time to 3-month confirmed disability progression — Study D2301 (ITT population)

The time to disability progression was significantly longer with fingolimod hydrochloride vs.
placebo.

Secondary MRI endpoints included new and enlarging (active) T2 lesion counts, T1 Gadolinium
(Gd)-enhancing lesion count and the rate of brain atrophy. The mean number of active T2 lesions
over 24 months was 2.5 for fingolimod hydrochloride 0.5 mg and 9.8 for placebo (p <0.001),
representing a 74% relative reduction. The mean number of Gd-enhancing lesions at Month 24

was 0.2 for fingolimod hydrochloride compared to 1.1 for placebo (p <0.001), a relative

reduction of 81%. The rate of brain atrophy (mean % change in total brain volume) was less with
fingolimod hydrochloride (-0.8%) than with placebo (-1.3%) over 24 months (p<0.00L A wpar,

Changes in brain volume were also significant at Months 6 and 12. yi’" M2 N
L
‘5"’ " " w _
Study D2302 (TRANSFORMS) - [ «PAPRACARNC \) :

The TRANSFORMS study was a 1-year randomized, double-blind, double—dummij%jc jilipal ia. IHhi» /s
(interferon beta-1a)-controlled Phase III study in patients with relapsing-remitting mil# G S koa
sclerosis who had not received any natalizumab in the previous 6 months. Prior treatment With

interferon-beta or glatiramer acetate up to the time of randomization was permitted. 0w
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Neurological evaluations were performed at Screening, every 3 months and at the time of
suspected relapses. MRI evaluations were performed at Screening and at month 12. The primary
endpoint was the annualized relapse rate.

Median age was 36 years, median disease duration was 5.9 years and median EDSS score at
baseline was 2.0. Approximately 57% of patients had received treatment with other disease
modifying therapies prior to entering the study, with interferon-beta being the most commonly
used prior treatment (used by 49% of all patients). Patients were randomized to receive
fingolimod 0.5 mg (n = 429) or 1.25 mg (n = 420) or interferon beta-1a 30 micrograms via the
intramuscular route once weekly (n =431) for up to 12 months. Median time on study drug was
365 days on 0.5 mg, 364 days on 1.25 mg and 361 days on interferon beta-1a.

The annualized relapse rate was significantly lower in patients treated with fingolimod
hydrochloride than in patients who received interferon beta-1a, with a relative reduction in
relapse of 52% for patients treated with fingolimod hydrochloride. The 1.25 mg dose did not
provide additional benefit over the 0.5 mg dose.

The key secondary endpoints were the number of new or newly enlarging T2 lesions and the
time to onset of 3-month confirmed disability progression as measured by at least a 1-point
increase from baseline in EDSS (0.5-point increase for those with baseline EDSS of 5.5)
sustained for 3 months. The number of new or newly enlarging T2 lesions was significantly
lower in patients treated with fingolimod hydrochloride than in patients who received interferon
beta-1a. There was no significant difference in the time to 3-month confirmed disability
progression between fingolimod hydrochloride and interferon beta-1a-treated patients at 1 year.
There were no significant differences between the 0.5 mg and the 1.25 mg doses on either
endpoint. Results for the primary and key secondary endpoints of this study are shown in

Table 4.
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Table 4: TRANSFORMS Study Results

Fingolimod Interferon-beta-1a
hydrochloride 0.5 mg 30 mcg
N =429 N =431 p-value

Primary endpoint
Annualized relapse rate! 0.16 0.33 <0.001
Key secondary endpoint

MRI
Mean (median) number of new or newly 1.6 (0) 2.6 (1.0) 0.002
enlarging T2 lesions over 12 months?

3-month confirmed disability progression
Kaplan-Meier estimate of percentage (SE) of 94.1 (1.25) 92.1(1.33) 0.24
patients free of 3-month confirmed disability
progression at Month 12

Hazard ratio of disability progression (95% CI) 0.71(0.42, 1.21) 0.21

! Based on confirmed relapses. Relapse was defined as neurologic symptoms together with an increase > 0.5 in the total EDSS
score, or an increase of 1 point in each of two EDSS functional system scores, or an increase of two points in one EDSS
functional system score (excluding bowel-bladder or cerebral functional systems). P-value determined by negative binomial
regression adjusting for treatment, country, number of relapses in previous 2 years and baseline EDSS.

% Statistical analysis using negative binomial regression adjusted for treatment, country, number of relapses in previous 2 years
and baseline EDSS.

Other secondary endpoints included the proportion of patients remaining relapse-free, T1 Gd-
enhancing lesion count and the rate of brain atrophy. The proportion of patients remaining
relapse-free after 12 months was 83% for fingolimod hydrochloride 0.5 mg and 70% for those
receiving interferon beta-1a (p <0.001). The mean number of Gd-enhancing lesions at Month 12
was 0.2 for fingolimod hydrochloride compared to 0.5 for interferon beta-1a (p <0.001), a
relative reduction of 60%. The rate of brain atrophy (mean % change in total brain volume) was
less with fingolimod hydrochloride (-0.3%) than with interferon beta-1a (-0.5%) over 12 months
(p <0.001).

Pooled results of studies D2301 and D2302 showed a consistent reduction of annualized relapse
rate compared to comparator in subgroups defined by gender, age, prior multiple sclerosis
therapy, disease activity or disability levels at baseline.

DETAILED PHARMACOLOGY

Mechanism of Action
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Non-Clinical Pharmacokinetics

Pharmacokinetics and disposition of fingolimod, its metabolites, and fingolimod-phosphate (in
the form of its (S)- and (R)-enantiomers AML629 and AML627, respectively) were investigated
in mice, rats, rabbits, dogs and cynomolgus monkeys.

Fingolimod and fingolimod-phosphate were major drug-related components across all species
including human. The fate of fingolimod and fingolimod-phosphate appears to be similar in all
species investigated including man. F ingolimod-phosphate was present exclusively in the form
of the (S)-enantiomer. The absolute oral bioavailability of fingolimod was high or up to complete

The biotransformation of fingolimod in animals and human occurred by three main pathways: (i)
by reversible stereoselective phosphorylation to the (S)-enantiomer of fingolimod-phosphate, (ii)
by hydroxylation at the terminal methyl group of the octyl chain (catalyzed predominantly by
CYP4F2), followed by rapid further oxidation to the carboxylic acid metabolite which undergoes
further biotransformation by B-oxidation-like losses of two carbon units to other carboxylic acid
metabolites, (iii) formation of non-polar ceramide analogs of fingolimod. Essentially the same
metabolites of fingolimod in humans were formed by at least one of the animal species in vivo
and/or in vitro, supporting the selection of the toxicological test species.

Fingolimod was eliminated predominantly by oxidative metabolism (CYP4F2). Fingolimod
phosphate appeared to be eliminated mainly by de-phosphorylation back to fingolimod. Direct
oxidation of fingolimod-phosphate does not appear to occur to a significant extent across species
including human. Renal excretion of unchanged fingolimod was not observed. Fecal excretion of
unchanged fingolimod and fingolimod-phosphate was minor.

The involvement of multiple cytochrome P450 isoenzymes in the oxidation of fingolimod
suggests that the metabolism of fingolimod may not be readily inhibited completely by a single
specific CYP inhibitor. The potential for drug-drug interactions between fingolimod and co-
medications via cytochrome P450 enzymes, and via hepatic uptake and efflux transport systems
appears low. Fingolimod and AML629 are not expected to inhibit cytochrome P450-mediated
metabolic clearance of co-medications, F ingolimod does not induce its own liver drug -
metabolizing enzymes or those of potential co-medications. = ji‘&u s

Safety Pharmacology ' ' p /

A slight inhibition of hERG (25% or 18%) was present at the solubility limit of fif i

the pharmacologically active S-enantiomer (0.5 meM or 0.4 mcM) in stably transf et QH Ig{%%%n xoa /.
cells. - s I
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In the Langendorff perfused rabbit heart model, fingolimod-phosphate increased cycle length and
reduced coronary perfusion at target concentrations between 10 nM and 100 nM.
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Oral fingolimod at 10 mg/kg induced significant decreases in heart rate, and increases in systolic
and diastolic blood pressure in conscious, free-moving male cynomolgus monkeys.

heart rate and prolongation of the PR interval caused by the S-enantiomer of fingolimod-
phosphate were inhibited by pertussis toxin, suggesting the involvement of a Guai/o-coupled S1P
receptor.

In anesthetized rats intravenous fingolimod-phosphate decreased the heart rate and produced
sinus arrhythmias at 0.3 mg/kg, prolonged the PR interval and decreased the respiratory tidal
volume at doses greater than 0.03 mg/kg, and decreased respiratory minute volume at

0.03 mg/kg. Pertussis toxin inhibited the fingolimod-phosphate-induced decrease in heart rate,
prolongation in PR interval, AV block and decrease in respiratory tidal volume,

Dyspnea, bradycardia and ECG findings of sino-atrial block, atrioventricular block, findings
resembling left bundle branch block, atrial premature complexes, and ventricular premature
complexes were present at 0.1 and/or 0.5 mg/kg in rats intravenously administered the
pharmacologically active S-enantiomer of fingolimod-phosphate.

Intravenous fingolimod (3 and 10 mg/kg) induced a marked and long-lasting increase in airway
resistance in anesthetized rats. Pretreatment with B, pertussis toxin resulted in a reduction of the
acute bronchoconstriction suggesting that the acute effects caused by fingolimod occur via
signaling pathways involving Gi-GTP-binding protein.

Bronchoconstriction induced in anesthetized rats by IV injection of fingolimod was reversed by
injection of the beta-2 adrenoceptor agonist, salbutamol.

TOXICOLOGY

. . . " o ‘ fi 7«‘@ .50 ;:
administration of 50 mg/kg in mice and > 25 mg/kg IV in rats, and following single do orai? o o

administration of > 300 mg/kg in rats. No deaths occurred in dogs after single oral doses,of A0 You </
or 2,000 mg/kg. Signs of acute toxicity were referable to respiratory, CNS and gastrd“intqs inal .-
systems and included dyspnea, incoordination, tremors, convulsions, sedation and decreased ©
locomotor activity and forestomach ulcers in rodents, and vomiting a

i
!
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The major target organs in repeat-dose oral studies were lungs, and blood vessels with findings at
administered dose levels and systemic exposures in animals that, in some instances, were without
a defined margin compared with the human oral dose (0.5 mg/day) and associated systemic
exposure.

2 0.5 mg/kg in monkeys. In the 52-week monkey study Tespiratory distress was associated with
ketamine administration at fingolimod doses of 3 and 10 mg/kg.

Vasculopathy in Wistar rats involved vessels in multiple organs including kidney, spleen,
mesentery and brain. The lowest effect dose levels were 1.5 mg/kg in the 26-week study and
0.15 mg/kg in the 104-week carcinogenicity study. Vascular lesions in heart of dogs
administered > 1 mg/kg were considered related to hemodynamic effects of fingolimod.

Treatment-related kidney findings (nephropathy, tubular basophilia and/or hyaline casts)
occurred in rodent studies (5 mg/kg in 13-week and > 0.25 mg/kg in 104-week studies in mice;
> 0.3 mg/kg in 26-week and > 0.05 mg/kg in 104-week studies in rats).

Pathologic changes were present in the nervous system in dogs at relatively high dose levels.
Mononuclear cell infiltrates or perivascular mononuclear cells Wwere present in brain or spinal

cord at 10 mg/kg (26-week study) and 30 mg/kg (4-week study).

Treatment-related findings in repeat-dose toxicology studies generally showed evidence of e
potential reversibility following treatment withdrawal, although recovery was incomplete';;;,‘-{iij pary.
some instances. ,;«;/ Py \\
SPACACAR ML ‘)f_-
u ?JIHd (k. ’)

Effects on liver (increased transaminases in rats and dogs), pituitary (vacuolation and/,
of anterior pituitary cells in rats and dogs), adrenal medulla (vacuolation and decrease 1
of cells and fibrosis in dogs) and gastrointestinal tract (forestomach erosion in rats, ston

S AOHT IR Kk i
2290090
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There were no treatment-related ophthalmoscopic findings in toxicology studies. Vasculopathy
was present in eyes histopathologically for a small number of treated animals at > 0.5 mg/kg in

the 104-week rat study.
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No evidence of carcinogenicity was observed in a 2-year bioassay in rats at oral doses of
fingolimod up to the maximum tolerated dose of 2.5 mg/kg, representing an approximate 50-fold
margin based on human systemic exposure (AUC) at the 0.5 mg dose. Vasculopathy and
nephropathy were the main lesions contributing to the increased mortality at 0.5 and 2.5 mg/kg.
In a 2-year mouse study, an increased incidence of malignant lymphoma was seen at doses of
0.25 mg/kg and higher, representing an approximate 6-fold margin based on human systemic
exposure (AUC) at a daily dose of 0.5 mg.

Fingolimod was not mutagenic in an Ames test and in a L.5] 78Y mouse lymphoma cell line in
vitro. No clastogenic effects were seen i vitro in V79 Chinese hamster lung cells. Fingolimod
induced numerical (polyploidy) chromosomal aberrations in V79 cells at concentrations of

3.7 meg/mL and above. F ingolimod was not clastogenic in the in vivo micronucleus tests in mice
and rats.

Fingolimod had no effect on sperm count or motility, nor on fertility in male and female rats up
to the highest dose tested (10 mg/kg), representing an approximate 150-fold margin based on
human systemic exposure (AUC) at a daily dose of 0.5 mg.

(sphingosine 1-phosphate receptor) is known to be involved in vascular formation during
embryogenesis. An increase in post-implantation loss was observed in rats at doses of 1 mg/kg
and higher and a decrease in viable fetuses at 3 mg/kg, Fingolimod was not teratogenic in the
rabbit, but an increased incidence of embryo-fetal mortality was seen starting at doses of

1.5 mg/kg (corresponding to similar exposure in humans at the recommended dose of 0.5 mg),
and a decrease in viable fetuses, as well as fetal growth retardation at 5 mg/kg.

In rats, F1 generation pup survival was decreased in the early postpartum period at doses
administered during pregnancy and lactation that did not cause maternal toxicity (0.05, 0.15 and
0.5 mg/kg). However, F1 body weights, development, behavior, and fertility were not affected
by treatment with fingolimod.

Fingolimod was excreted in the milk of treated animals during lactation. F ingolimod and its
metabolites crossed the placental barrier in pregnant rabbits,
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PART III: CONSUMER INFORMATION

"pms-FINGOLIMOD
Fingolimod Capsules (as fingolimod hydrochloride)

This leaflet is part III of a three-part "Product
Monograph'" published when pms-FINGOLIMOD
was approved for sale in Canada and is designed
specifically for Consumers. This leaflet is a
summary and will not tell you everything about
pms-FINGOLIMOD. Contact your doctor or
pharmacist if you have any questions about the
drug.

104

* jmmune system is weakened
(immunocompromised) due to disease
(immunodeﬁciency syndrome) or medicines or
treatments that suppress the immune system,
such as medicines used to treat cancer or bone
marrow transplantation.

* have a severe active infection or an active
chronic infection such as hepatitis  or
tuberculosis.

* have an active cancer (except for a type of
skin cancer called basal cell carcinoma).

* have severe liver disease.

* have had a heart attack, angina, stroke or
warning of a stroke or certain types of heart

failure in the last 6 months.
ABOUT THIS MEDICATION * have certain types of irregular or abnormal

What the mediecation is used for:
pms-FINGOLIMOD is used to treat adult
patients with the relapsing and remitting form

of multiple sclerosis (MS).

pms-FINGOLIMOD is generally recommended for
MS patients who have not responded well to, or
cannot tolerate one or more of the other therapies for
multiple sclerosis.

What it does:
pms-FINGOLIMOD does not cure MS, but it helps to
reduce the number of attacks (relapses) that occur,
reduce inflammation in the brain (brain lesions
identified seen on MRI scans), and slow the build-up
of physical problems due to MS (disability
progression).

pms-FINGOLIMOD changes how the body’s immune
system  works by decreasing the ability of
lymphocytes to move freely within the body. This
lowers the number of lymphocytes in the blood and
prevents them from reaching the brain and spinal
cord. This may reduce the inflammation and nerve
damage that happens in MS.

When it should not be used:
You should not take pms-FINGOLIMOD if you:
* are allergic (hypersensitive) to fingolimod or
to any of the other ingredients listed in this
leaflet.

heartbeat (arrhythmia), or your
electrocardiogram (ECG) shows prolonged QT
interval before starting pms-FINGOLIMOD,

¢ are taking or have recently taken medicine
for irregular heartbeat such as quinidine,
disopyramide, amiodarone or sotalol (due to a
possible added effect on irregular heartbeat).

What the medicinal ingredient is:
Fingolimod Hydrochloride

What the non-medicinal ingredients are:

Ammonijum Hydroxide, Black Iron Oxide, Dibasic
Calcium Phosphate Anhydrous, Gelatin, Magnesium
Stearate, Propylene Glycol, Shellac Glaze, Titanium
Dioxide, and Yellow Iron Oxide.

What dosage forms it comes in:
Capsules: 0.5 mg of fingolimod (as fingolimod
hydrochloride)
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WARNINGS AND PRECAUTIONS * you have kidney problems.
® you have breathing problems.  pms-

Chickenpox Vaccine FINGOLIMOD has a slight effect on lung
Patients who have not had chickenpox or have not function.
had the chickenpox vaccine are at risk of having a ® Yyou are pregnant, think you may be pregnant or
serious and life- threatening chickenpox infection are trying to become pregnant,
during treatment with pms-FINGOLIMOD. There * you are breast-feeding,
have been very rare fatal cases of chickenpox
infection reported in patients treated with Monitoring: Before you start treatment and periodically
fingolimod hydrochloride, who also received a during treatment, your doctor may want you to undergo
relatively long course of corticosteroid therapy. several tests to help monitor side-effects of pms-
FINGOLIMOD. These will include: blood tests (to
If you are not protected against chickenpox, your check your white blood cel] counts, liver function), eye
doctor may recommend that you receive the examination (to monitor for macular edema), checks of
chickenpox vaccine 1 month “before star ting your heart rhythm and blood pressure, and possibly lung
treatment with pms-FINGOLIMOD., function.,
BEFORE you use pms-FINGOLIMOD talk to your Slow heart rate and irregular heart beat
doctor or pharmacist if: Fingolimod hydrochloride causes the heart rate to slow
* you have heart problems, such as high blood down, especially during the first month of treatment.
pressure or severe untreated sleep apnea. Fingolimod hydrochloride can also cause an irregular
® You are taking medicines for an irregular heartbeat, especially after the first dose. Irregular
heartbeat such as quinidine, disopyramide, heartbeat usually returns to normal in less than one day.
amiodarone or sotalol (see “When it should not be Slow heart rate usually returns to normal within one
used”). month. These heart rhythm disturbances may be more
* You suffer from slow heart rate, you are already likely in patients with risk factors, such as heart disease,
taking other medicines that slow your heart rate, or when certain interacting drugs are taken. In general,
Or you have a history of sudden loss of people more than 65 years of age are at higher risk.
consciousness (fainting). If you have an irregular or abnormal heartbeat or a
* you have a weakened immune system (due to a history of sudden loss of consciousness (fainting), your
disease or medicines that suppress the immune condition may worsen temporarily with pms-
System), FINGOLIMOD. The same applies if you have a slow
* you have been vaccinated within 1 month before heart rate or if you are taking medicines which slow the
you start taking pms-FINGOLIMOD or you plan to heartbeat.
receive a vaccine. You should not receive certain If you experience any Symptoms of a possible heart
types of vaccines (called “live attenuated vaccines”) thythm disturbance, such as dizziness, palpitations
during and for up to 2 months after treatment with (sensation of rapid, pounding, or irregular heart beat),
pms-FINGOLIMOD. fainting, or seizures, at any time during treatment with
® you have never had chickenpox or have not been pms-FINGOLIMOD, you  should seek immediate
vaccinated for chickenpox. medical attention.
® Yyou have or have had visual disturbances or other Because fingolimod hydrochloride has side effects on
signs of swelling in the central vision area at the the heart, you will be required to have an
back of the eye (a condition known as macular electrocardiogram (ECG) to check the health of your
edema), inflammation or infection of the eye heart before you start pms-FINGOLIMOD. Your
(uveitis). doctor will ask you to stay in the clinic or office for at
* you have diabetes. Diabetes increases the risk of least 6 hours after taking the first. dose of pms-
having macular edema during pms-FINGOLIMOD FINGOLIMOD, so your hea&;ﬁfﬁ};&ﬁhﬁ%blpod
treatment. pressure can be checked each hou andmpprop{iate
e you have liver problems. pms-FINGOLIMOD may measures can be taken if hﬁ rtfrelated side., effects
affect your liver function. occur at the start of treatment.% SEORPAEEE be
* you have low or hlgh blood pressure. pms- done 6 hours after taking th(‘j ‘:l-'l»' t&'&s’éﬁ@“&péﬂ&ng fl]
FINGOLIMOD causes a mild increase in blood the results of the ECG, blood | ressprenchecks,.and how
pressure. you are feeling, you may need to'Be bs@VEI8F longer,
* you have high cholesterol or triglyceride levels, possibly.ovemight, in a health care ~fdc—ilityd,“£l:he same
pms-FINGOLIMOD may increase blood levels of observation process may apply if you “are starting
cholesterol and triglycerides. treatment again after a break from pms-FINGOLIMOD

therapy.
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Infections

The effects of pms-FINGOLIMOD on your body’s
immune system may reduce your body’s ability to
fight infections and you may get infections more
easily while you are taking pms-FINGOLIMOD (and
for up to 2 months after you stop taking it). If you
have an infection, tell your doctor before you take
pms-FINGOLIMOD. Any infection that you already
have may get worse. Infections could be serious and
sometimes life-threatening. Before you start taking
pms-FINGOLIMOD, your doctor will confirm
whether you have enough white blood cells in your
blood. During your treatment with pms-
FINGOLIMOD, if you think you have an infection,
have fever, feel like you have the flu, or have a
headache with a stiff neck, sensitivity to light, nausea,
and/or confusion (these may be caused by a serious
fungal infection and may be symptoms of
cryptococcal meningitis), contact your doctor right
away. If you believe your MS is getting worse (e.g.,
weakness or visual changes) or if you notice any new
or unusual symptoms, talk to your doctor as soon as
possible, because these may be the symptoms of a rare
brain disorder caused by infection and called
progressive multifocal leukoencephalopathy (PML).
The use of other medications and treatments that
suppress or change how the immune system works is
not recommended during treatment with pms-
FINGOLIMOD because the risk of infections can be
increased further,

Macular edema

A problem with your vision, called macular edema,
can occur during treatment with pms-FINGOLIMOD.
Macular edema can cause some of the same vision
symptoms as an MS attack (optic neuritis), but you
also may not notice any symptoms. Macular edema
usually starts in the first 3 to 4 months after you start
taking pms-FINGOLIMOD. Your doctor should
therefore test your vision 3 to 4 months after you start
taking pms-FINGOLIMOD, or any time you notice
vision changes during treatment.

Your risk of macular edema may be higher if you have
diabetes, or have had an inflammation of your eye
called uveitis. If you have or have had swelling in the
central vision area (macula) at the back of the eye,
uveitis or diabetes, your doctor should test your vision
before you start taking pms-FINGOLIMOD.

Seizures

Some patients have had seizures while taking
fingolimod hydrochloride. It is not known whether the
seizures were related to the effects of their MS,
fingolimod hydrochloride, or to a combination of both,
If you have a seizure while taking pms-FINGOLIMOD,
you should call your doctor right away.
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Depression and suicidal ideation

Are known to occur in the MS population. Patients,
families and caregivers of patients being treated with
pms-FINGOLIMOD should watch for these Symptoms.
Contact your health care professional right away if any
of these symptoms occur.

Other warnings you should know about:

The effects of pms-FINGOLIMOD on the body’s
immune system may increase the risk of developing
lymphoma and other cancers such as skin cancer.
Lymphoma and skin cancer, mostly basal cell
carcinoma, have been reported in patients treated with
fingolimod hydrochloride.

If you already have moles or open sores before starting
treatment with pms-FINGOLIMOD, pay attention for
changes in the size, shape or color of moles or the
healing of open sores (not healing within weeks) after
you start treatment. These may be signs of skin cancer
that you should talk to your doctor about.

A type of skin cancer called basal cell carcinoma (BCC)
has been reported in MS patients treated with
fingolimod hydrochloride. During treatment with pms-
FINGOLIMOD you should check your skin regularly
for unusual changes. Symptoms of BCC may include
skin nodules (e.g., shiny pearly nodules), patches or
open sores that do not heal within weeks, Symptoms of
other skin cancers may include abnormal growth or
changes of skin, such as unusual moles, that may
change in color, shape or size over time. Your doctor
will also do regular skin examinations during your
treatment with pms-FINGOLIMOD.

You should limit your exposure to the sun and UV rays
by wearing appropriate protective clothing and
regularly applying sunscreen with a high degree of UV
protection.

After pms-FINGOLIMOD treatment is stopped,
symptoms of MS can return and may become worse
compared to before or during treatment. Tell your
doctor if you have worsening of MS symptoms after
stopping pms-FINGOLIMOD.

Older people (over 65 years old) H—
Fingolimod hydrochloride was stt@e@? m}y_e‘rx.«fe;vMS
patients over 65 years old. ; reapr enty, with~pms-
FINGOLIMOD requires extra gaution in older patients -
due to the greater likelihood /¢ ) hadiua il End ibidicaT-

problems in addition to MS. | Yhpalna Ink» |+
% 5

1; lnenTalxaliuni xog ¥4
Children and adolescents (undef 18 yearsobdy -
pms-FINGOLIMOD should not be used.in_children and
L o »f .

adolescents.

Pregnancy and breast-feeding
Before you start treatment with pms-FINGOLIMOD
your doctor may ask you to have a pregnancyesi) to
ensure that you are not pregnant.

"

Pt

vt
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You should avoid becoming pregnant while taking
pms-FINGOLIMOD and in the two months after
you stop taking it because of the risk of harming
your unborn child. Talk with your doctor about the
associated risk and about reliable methods of birth
control that you must use during treatment and for 2
months after you stop treatment.

If you do become pregnant while taking pms-
FINGOLIMOD, tell your doctor right away. You
and your doctor will decide what is best for you and
your baby. If a patient becomes pregnant while
taking pms-F INGOLIMOD, physicians and patients
are encouraged to report any pregnancy outcomes
by calling 1-888-550-6060.

You should not breast-feed while you are taking
pms-FINGOLIMOD. pms-FINGOLIMOD can pass
into breast milk and there is a risk of serious side
effects for a breast-fed baby.

Driving and using machines

After the first dose of pms-FINGOLIMOD, you will
need to stay at the doctor’s office or clinic for at
least 6 hours to have your heart rate checked. Your
ability to drive and use machines may be affected
during and potentially after this period.

INTERACTIONS WITH THIS MEDICATION

Tell your doctor if you are taking or have recently
taken any of the following medicines:

®*  Medicines for heart problems or high blood
pressure.

o Medicines for an irregular heartbeat such
as, quinidine, disopyramide, amiodarone or sotalol.
(see “When it should not be used”)

®  Medicines that slow down heartbeat such as
atenolol or metoprolol (called beta-blockers), such
as verapamil, or diltiazem (called calcium channe]
blockers) or digoxin.

®  Medicines that suppress or modulate the
immune system including other medicines used
to treat MS (beta-interferon, glatiramer acetate,
natalizumab, mitoxantrone, dimethyl fumarate,
teriflunomide, alemtuzumab or corticosteroids) or
medicines used to treat cancer. Pms-
FINGOLIMOD should not be started while you are
on these medications, pms-FINGOLIMOD can
usually be started immediately after stopping beta
interferon, glatiramer acetate or dimethyl fumarate
provided that immune effects from these therapies
have resolved. If switching to pms-FINGOLIMOD
from other disease modifying treatments for MS
(listed above), your health care provider may want
to wait for several months to reduce the possible
added effect on the immune system and potential for
increased risk of serious infections. However,
starting treatment with pms-FINGOLIMOD after
alemtuzumab is not recommended.

O

When corticosteroids were used for a few days to
treat relapses in the multiple sclerosis studies with
pms-FINGOLIMOD this did not result in increased
infections. However, because there is the potential
for increased risk. of infection, extra caution is
recommended if corticosteroids are used.

* Vaccines. If you need to receive g vaccine, seek

your doctor’s advice first. During and for up to 2

months  after stopping  treatment with pms-

FINGOLIMOD, administration of some vaccines

containing live virus (live attenuated vaccines) may

result in the infection that the vaccination should

prevent, while other vaccines may not work well

enough to protect you.

Antifungal drugs (such as ketoconazole).

Antibiotics (such as erythromycin).

Drugs to treat HIV infection.

Asthma drugs.

PROPER USE OF THIS MEDICATION

Always take pms-FINGOLIMOD exactly as your doctor
has told you.

Usual adult dose:

The dose is one capsule per day (0.5 mg of fingolimod)
taken orally (by mouth).

Take pms-FINGOLIMOD once a day, at the same time
each day with half a2 glass of water. pms-
FINGOLIMOD can be taken with or without food.

Do not stop taking pms-FINGOLIMOD or change your
dose without talking with your doctor.
pms-FINGOLIMOD will stay in your body for up to 2
months after you stop taking it, the side effects
described in this leaflet may still occur during that time.

Overdose:

If you think you have taken too much pms-
FINGOLIMOD, contact your healthcare professional,
hospital emergency department or regional Poison
Control Centre immediately, even if there are no
symptoms.

Missed Dose:
If you forget a dose, take the next dose as planned. Do
not take a double dose to make up for a forgotten dose.

If you missed a dose on one day (%yﬁ@ﬁeﬁist 2weeks,

or if you stop taking pms-FING/ NODgfor there, than
7 days during weeks 3 and ? f freatment, contac your
doctor right away. Your dodtaly Fve

you at the time you take the nt 3 doSéPaita Iuk» |v
If you start pms-FINGOLIMth gain-afierstopping Tor
2 weeks or more, you wi St @Ring ~pms-
FINGOLIMOD again in your dogtor’s..office-or clinic.
Do not restart pms-FINGOLIMOD after”stopping it for
more than two weeks without seeking advice from your
doctor.
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SIDE EFFECT SERIOUS SIDE EFFECTS, HOW OFTEN THEY
HAPPEN AND WHAT TO DO ABOUT THEM
As with all medicines, patients treated with pms- Talk to your Stop
FINGOLIMOD may experience side effects, although not healthcare taking
everybody gets them. professional drug and
Very common side effects (affect more than 1 in 10 Symptom / effect Only if [ In all get
patients): severe | cases |immediat
¢ Flu virus infection e medical
e Headache help
e Diarrhea ‘Common : , .
* Back pain Symptoms of  bronchitis
¢ Cough such as cough with phlegm, v
Common side effects (affect between I and 10 in chest pain, fever
every 100 patients): Symptoms of gastroenteritis
e  Sinusitis such as vomiting, nausea, v
¢ Fungal infections affecting skin, nails or hair diarrhea, fever
e Dizziness Symptoms of shingles (or
e Migraine herpes  zoster) such as
e  Weakness blisters, burning, itching or
* Mild increase in blood pressure pain of the skin, typically on
e Skin rash the upper body or the face. s
e Hair loss Other symptoms may be
e Itchy skin fever f(?lloYved by
* Weight loss numbness, itching or red
- patches with severe pain
® Blurred vision
e Breathlessness Symptoms_of slow heartbeat
. (bradycardia) such  as
o nglmg or numbness feeling dizzy, tired, v
o Depres.51on awareness of own heartbeat,
* Eye pain ) decrease in blood pressure
Uncomm.on side effects (affect between 1 and 10 n every Symptoms of a type of skin
1,000 patients): cancer called basal cell
*  Depressed mood carcinoma (BCC), which v
Frequency not k"““_'": ) ) often appears as a pearly
* Allergic reactions, including Symptoms of rash or nodule, though it can also
itchy hives., swelling of lips, tongue or face, which take other forms
are more likely to occur on the day you start pms- Symptoms of low level of
F INGOLIMO]_D treatment. L white blood cells such as /
®  Arare b.ram dls(?rder caused by infection and called fever, sore throat or mouth
progressive multifocal leukoencephalopathy (PML). ulcers due to infections
The symptoms of PML may be similar to MS (e.g., —
weakness or visual changes). B Al
® Nausea. of pneumonia
v
e Muscle pain. such as  fever, cough,
e Joint pain. difficulty breathing
If any of these side effects affects you severely, tell your Symptoms of macular edema P =
doctor. (swelling in the central vision | /*/; L 1:5-CATN i
If you notice any other side effects not mentioned in this a;?:lh"f the) retix;la at t}}lxe dbaCk 2 .Na:w./ \\
leaflet, please inform your doctor or pharmacist. o the eye) such as shadows | .
fet, pleas Y P or blind spot in the center of .7 ( «PARMACAHYIC \ -
the vision, blurred vision, | Y&pdiua Ini» |~
problems seeing colors or °\ [Berrndixaitnmng fop 7 K
fine details . 24800900
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Liver disorder (symptoms VeryRare = T
include feeling nauseous or Tumour related to infection

throwing up, loss of appetite, with human herpes virus 8

swelling and/or pain in the v/ called  Kaposi’s  sarcoma

abdomen, feeling tired, (symptoms may  include v
itching, yellowing of the skin purple, red or brown blotches

or eyes, dark urine) or tumours, usually on the skin

Trouble breathing of the legs or face)

Melanoma, a type of skin solatediCases = T T 4
cancer that usually develops Temporary  but  serious

from an unusual mole. New abnormal heart beat v
moles or moles that may Cryptococcal infections (a

change in size, shape, height type of fungal infection),

or colour over time as well, including meningitis  with

may be signs of melanoma. Symptoms such as headache v/
The moles may itch, bleed or with a stiff neck, sensitivity

form a sore. to light, feeling nauseous

Convulsions, fits and/or confusion

iRares v Mt R Progressive multifocal

Stroke (symptoms include leukoencephalopathy (PML),

weakness and/or loss of @ rare  brain infection

feeling of limbs or face, v/ (symptoms  may include v/
difficulty speaking, weakness on one side of your

clumsiness, vision loss) b.oc.iy, problems  thinking, or

Peripheral artery disease vision changes) -

(symptoms  include cold, ¥ Returp of disease activity after

painful, discolored limb, stopping treatment (worsening

fingers or toes) of symptoms of MS compared v
Posterior reversible tobefore and  during
encephalopathy  syndrome treatment)

(PRES)  (symptoms may This is not a complete list of side effects. For any

unexpected effects while taking pms-FINGOLIMOD,
contact your doctor or pharmacist.

include  sudden  severe
headache, feeling nauseous v

or throwing up, confusion,
drowsiness, personality
change, paralysis, abnormal
speech, convulsions and
vision changes)

Cancer of the lymphatic
system (lymphoma)
(symptoms may include
painless swelling of lymph
node, swollen tonsils, fever,
chills, night sweats, feeling
tired, itching, unexplained
weight loss, loss of appetite,
persistent
coughing/difficulty
breathing or not being able
to breathe, and headache)

pms-FINGOLIMOD Product Monograph

® Do not use pms-FINGOLIMOD after

date shown on the box.

the expiry

® Storeat 15 to 25°C and protect from moisture.
® Store in the original package, protect from

moisture.

* Keep out of the reach and sight of children,

Reporting Side Effects

You can report any suspected

associated with the use of
Health Canada by:

* Visiting the Web page o

en/health-canada/servicet
products/medeffect-cana‘“‘ gdverse '
reaction-reporting.html) for inforfation Bh
mail of by fax;-or

how to report online, by

e Calling toll-free at 1-866-234-2345.

NOTE: Contact your heaith professional if you

side- effects
hegpktﬁ%mﬂlﬁt’sﬁ to -

g

€
Reporti htt /
eporting ( p\ é gﬂfl@&%ﬂa Tk »

VErsedixau i Koa

Ny

g

(]

need information about how to manage your side
effects. The Canada Vigilance Program does not

provide medical advice.
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