IHCTPYKUIA
AN MeIMYHOI0 3aCTOCYBaHHS NiKapCbKOro 3acoby

HyBipxkun®
(Nuvigil®)

Cknag:

Aitoya peyosuHa: apmogagiHin;

1 TabneTtka micTuTb apmogadiHiny 50 mr a6o 150 mr, abo 250 mr;

[ONOMI>KHI PEYOBMHU: NAaKTO3M MOHOriApaT, Lentoo3a MiKPOKpUCTaiyHa, KpoXMasb npexenaTuHizoBaHUI, nosigoH K29/32, HaTpito KpockKapMenosa, MarHito
creapar.

Jlikapcbka hopma. Tabnetku.

OcCHOBHI (pi3MKO-XiMiYHi BNacTWBOCTI.

Tabnetku no 50 Mr: KpyrAi, Bif 6i10ro 4o Mavixe 6i10ro Konbopy TabneTku 3 TucHeHHsMEE 3 ogHoro 6oky Ta «205» 3 iHLLIOTO GOKY;
Ta61eTKM N0 150 Mr: 0BasibHi, Bif 6i510ro A0 Maiixe 6inoro Konbopy Taénetku 3 TucHeHHaM & 3 ogHoro 6oky Ta «215» 3 iHLIOrO 6OKY:;
Ta61eTKu No 250 Mr: 0BasbHi, Bif 6is0ro 40 Maiixe 6inoro KonLopy Tabnetkun 3 TucHeHHam & 3 ogHoro 6oky Ta «225» 3 iHLLOrO 60OKY.

dapmakoTepaneBTMyHa rpyna. 3acobu, Wo AitoTb Ha HEPBOBY cucTemy. lcuxoaHanenTuku. MNcuxocTUMynaTopy, 3aco6u, L0 3aCTOCOBYHOTLCA NMPU CUHAPOMI
JediumnTy yBaru 3 rinepakTMBHICTIO, Ta HOOTPOMHI npenapat. CUMNATOMIMETUKN LIEHTPanbHOT AiT. ApmogadgiHin.
Kog ATX NO6B A13.

dapmMakosoriyHi BnacTmeoCTI.

PapmakofnHamika.

ApmopadiHin — ue (R)-eHaHTiomep MogadiHiny, akuii € cymiwiwto 1:1 (R)- i (S)-eHaHTiomepiB.

MexaHi3m, 3a AK1UM apMogadiHin cnpuse NiATPMMaHHIO CTaHy 6afbOpOCTi, HeBiAOMUIA. ApmogdadiHin Mae apmakoiorivyHi BNacTUBOCTI, aHanoriuHi MogadiHiny,
BIAMOBIAHO [0 Pe3ynbTaTiB AOCMIIKEHb Y TBAPUH i AocnifKeHb in vitro. (R)- i (S)-eHaHTiOMepY YMHATL OAHAKOBY (hapMaKo/oriyHy fit0 y TBapuH.

[isa apmogadiHiny i MogadiHiny, WO 3yMOBOE MIATPUMAHHA CTaHy 6afbopocTi, nogibHa Jo AiT cMMNaTOMIMETUYHMX 3aco6iB, BK/IKOYalOuM amdeTamiH i
MeTWUNDeHIfAT, Xoua IXHIl hapMakonoriyH1iA Npodinb Bigpi3HAETLCS Bif NPOMI0 LUX CUMNATOMIMETUYHMX aMiHIB.

ApmogadiHin — Le HenpsMKUIA aroHicT godaMiHOBUX peLenTopiB. AK apmogadiHin, Tak i MogadiHin in vitro 38’A3yt0TbCA i3 NEPEHOCHUKOM AoghamiHy i NPUTrHIYYOTb
3BOPOTHe 3axOomn/eHHs fogamiHy. [na mogadiHiny Uus akTMBHICTL Byna NoB’A3aHa in vivo 3i 3pOCTaHHAM MO3aKNITUHHUX PIBHIB AodaMiHy Yy AeAKMX 30HaX MO3KY
TBapUH. Y reHeTUYHO MOAN(IKOBAHNX MULLIEA, Y IKUX OYB BIACYTHIi fohamiHOBUIA nepeHOCHUK (DAT), MmogadiHin He CNpUYNHAB CTaHy 6aab0pPOCTi, L0 CBIAYNTb
npo Te, Wo us Aia 3anexuTtb Big DAT. MpoTe eeKT CnpusHHA cTaHy 6aAbOopOoCTi, 3yMOBMEHNA MOAagiHINOM, Ha BIAMIHY Bif epeKkTy amgeTaMiHy, y LypiB He
HiBe/IFOBaBCA aHTaroHiCTOM A0haMiHOBMX peLenTopis ranonepuaoniom. OKpiM Toro, iHri6iTop cuHTe3y foamMiHy anbda-MeTUN-N-TUPO3NH 6/10KYE Aito amdeTamiHy,
npoTe He 6/I0KYE NOKOMOTOPHY aKTUBHICTb, BUK/IMKaHY MoAadg)iHifIoM.

OKpiM eekTy 6aab0pocTi i NiABWLLEHHA IOKOMOTOPHOT aKTUBHOCTI Y TBapWuH, MOAAMIHIN MOXe YMHWUTU MCUXO0AKTUBHY i eA(hOpUYHY Aito, 3MiHM HACcTPOHo,
BifUYTTiB, MUCMEHHS i emoLiiA, TunoBi Ansa iHwux ctumynatopie LLHC y nogvHn. MogadiHin Mae Migkpinaowdi BNacTMBOCTI, SK Le MOKasye caMOCTiiHe
3aCTOCYyBaHHS Mpenapaty y Masm, AKMX MNONepefHbO HaBYWM CaMOCTIMHO 3acTOCOBYBATM KOKaiH; MofadiHin OyB 4aCTKOBO BW3HAYeHWn AK NOAIGHWA [0



CTUMyNATOpa.

PapmakoKiHe TuKa.

IMicns 3acTocyBaHHS 04HOPA30BOI i 6araTopasoBux nepopasibHUX 403 apmogadiHin 4eMOHCTPYE NiHilHY, He3aneXHy Bif Yacy KiHEeTUKY. MigBULLEHHS CUCTEMHOI
eKcnosuuii nponopuinHe y aianasoHi o3 Big 50 go 400 mr. Micns 12 TMXKHIB 3aCTOCYBaHHS NiKapCbKOro 3acoby He CNOCTepiranocs 3aeXHoi Bif vacy 3MmiHU B
KiHeTuLi. OueBMAHWIA PIBHOBAXXHWUI CTaH apMogadiHiny gocarascst nicns 7 AHiB 3acTocyBaHHS. Mpy piBHOBaXXHOMY CTaHi CUCTEMHA eKcrno3unuis apmogadiHiny y 1,8
pasa nepeBuLLLYE eKCMo3uLito Micns 0fHOPa30Boi 403u. Mpodini KoHUeHTpaLis-yac Ans (R)-eHaHTiomMepa nicns 3acTocyBaHHs 01HOPa30Boi A03u 50 mMr Hysimxuny®

a6o 100 mr npenapaty Modavigil® [MopgadpiHin, 1:1 cymiw (R)- i (S) eHaHTiomepiB] npakTU4HO 36iranmcs. MpoTe Cyga Ta AUCH_ o apMogadiHiny y piBHOBaXKHOMY

CTaHi 6y BULLMMM BifnoBiaHO Ha 37 % i 70 % nicns npuiiomy 200 mr HyBigpknny® nopiBHSHO 3 BiANOBIAHMMYN 3HAYEHHAMMW ANsS MoAadiHiNy nicns 3acTocyBaHHS
200 mr mogadpiHiny BHacMiAoK WBUALIOrO KAipeHcy (S)-eHaHTiomepa (nepiof HaniBBMBeAeHHS 6/1M3bKO 4 rofivH ) Yy NOPiBHAHHI i3 (R)-eHaHTiOMepOM.
BCMOKTYBaHHS

HyBipmen® LUBWAKO BCMOKTYETLCA NICNS MepopasibHOro 3acTocyBaHHA. AGCOMOTHY nepopasibHy 6i0A0CTYMHICTb BU3HAYUTU He BAAIOCH Yepe3 HepPO3UMHHICTb
apmogadiHiny y Boai, LWo pobuTb HEMOX/IMBUM BHYTPILLHbOBEHHE BBEAEHHS.

Bnave ixi

Bnaus i Ha nepopanbHy 6iofocTynHicTb HyBigpkuny® BBaXkaeTbCs MiHiManbHUM; NPOTe Micns NpUitoMy HKi Yac AOCATHEHHS MiKOBOT KOHLEHTPaLiT (Tmax) MOXeE
36iNbLUNMTUCA NPUOBN3HO Ha 2—4 roauHN. OCKINbKY NMOJOBXEHHSA T g TAKOX NOB’A3aHe i3 6i/bLL Mi3HIMW NiABULLIEHMMY KOHLEHTpaLiaMKU Y 1aasmi, NpUitoM ixi

MOTEHLLiiHO MOXE BMN/IMBATM Ha MOYaTOK i TPMBANICTb (hapMakonoriuHoi aii Hysigpkuny®.

Posnogin

HyBimkun® mae ysiBHMIA 06°eM po3noginy npuéausHo 42 . [aHi npo 38’s3yBaHHs apmogadiHiny i3 nmpoTeiHamu niasmu BigcyTHi. MpoTe MogadiHin nomipHo
3B’A3yEThCA i3 MpoTeiHamy nnasmu (6nm3bko 60 %), nepeBakHO 3 anbOyMiHamu. IMoTeHuian B3aemogii HyBimkuny® 3 nikapcbKuMy 3aco6amu, siKi aKTUBHO
3B’A3YI0TbCA 3 NPOTETHAMU, BBAXKAETLCA MiHIMa/IbHUM.

MeTabonism

[aHi in vitro Ta in vivo NOKasyloTb, WO apMogadiHin npoxXoAuTb rigponiTuyHe [e3aMiHyBaHHS, S-OKUCMEHHS i TiJpOKCWOBaHHA apoMaTUYHOro Kinbus i3
NoJasIbLLIOO FIHOKYPOHIAHOK KOH toraui€to rigpoKCcniboBaHMX CrONyK.

AMIHWI TigpoNi3 € €AMHUM HaNBINbLL BaXXIMBUM LUNSXOM MeTabosi3My, a ApYruii 3a 3Ha4eHHAM — Lie YTBOPEHHSA Cy/b(hoHYy Yepe3 uutoxpom PAS0(CY P)3A4/5.
[HLLUI NPOAYKTU OKMCMIEHHS iN Vitro YTBOPHOKTHLCA 3aHaATO NOBIMbHO, W06 BU3HAUNTY BIAMNOBIAaNbHI 38 HUX (hepMeHTW. TiNbKK ABa MeTaboniTh focAratoTb 3Ha4YHOI
KOHUeHTpauiTy nnasmi [(R)-mogadiHiny kucnota i MogadiHiny cynbgoH].

[NaHi npo po3nogin, meTa6oniam i BuBeAeHHs Hyimpkuny® BigcyTHi. MpoTe MoaadiHin eniMiHyeTbCA NEPEBAXKHO LLIAXOM MeTaboni3My Y nediHui, i MeHwe 10 %
BUXIZHOT CNONYKM BUAINAETLCA i3 ceyetro. Uepes 11 AHIB nicns 3acTocyBaHHA 403K BU3HaYann 81 % BUXIAHOT pafioaKTUBHOCTI, NepeBaxHO Y cedi (80 % nopiBHSAHO 3
1%y kani).

BvBeaeHHA

Micns nepopanbHOro 3actocyBaHHs — HyBimkuny® apmogaiHin nokasye oueBMHE MOHOEKCMOHEHLIiHE 3HVDKEHHS MIKOBMX MMa3MaTUUHMX KOHLEHTpaLild.
OueBUAHWIA KiHLIEBNIA t1/o CTAHOBUTL 6/113bKO 15 roguH. MepopanbHuii knipeHe HyBigxnny® ctaHoBUTb Npn6AN3HO 33 MAI/XB.

Oco6u1BI rpynu NALIEHTIB

LiTn

dapMaKkoKiHETUKY apmogadiHiny y AiTeil He 4OCNigKYyBaW.
Bik




Y KNIHIYHOMY [OCNIMKEeHHI CMCTeMHa eKcrno3umuis apmogadiHiny 6yna npnbnnsHo Ha 15 % BULLOK Yy MauieHTIB NITHLOrO BiKy (BiKOM = 65 pokis, N=24), wo
BiAMNOBIAaN0 NPMOAN3HO Ha 12 % HmxYoMy nepopanbHoMy KnipeHcy (CL/F), y nopiBHAHHI i3 Monogwmmn cy6’ektamm (Bikom 18-45 pokiB, N=25). CuctemHa
eKcrnosunuis apmogadiHiny kucnotn (metabonity) 6yna BuLO Npubnns3Ho Ha 61 % i 73 % BignoBigHO And Chax Ta AUC(H.o Y MOPIBHAHHI i3 MOMOALLVMK

cy6’ekTamn. CUCTEMHA EKCro3uLLis CynbPOHOBOro MeTabonity 6yna npméansHo Ha 20 % HMKYa Y NauieHTiB NiTHLOrO BiKY MOPIBHSAHO 3 MOMOALINMM NaLieHTaMK.
AHani3 nigrpyn cy6’eKTiB NiTHLOr0 BiKy NMoKasas, L0 Cy6’eKTU NITHLOr0 BiKy = 75 pOKiB i 65—74 pOKiB Ma/lv H/XUUIA NepopasibHUIA KNipeHc BiAMOoBiAHO NPUOIN3HO
Ha 21 % i 9 % npoTu MmonoALwmnx cy6’ekTiB. CepefiHs KiNbKIiCTb Yy KpoBi 6yna npnbnmsHo Ha 10 % Buwa y cy6’ekTiB 65—74 pokiB (N=17) i Ha 27 % BuLLa Y Cy6’eKTiB
> 75 pokiB (N=7) y nopiBHsAHHI i3 MonoAwNMK cy6’ekTamu. Lii 3MiHM He BBXKatOTbCA KMiHIYHO 3HAYYLWMMK 419 NauieHTiB NiTHLOrO BiKYy, NPOTe, OCKINbKN AesKi
CTapLUi NaLieHTU MatoTb BULLYY CEpeAHI0 KOHLeHTpaLito apMogadiHiny y KpoBi, 419 HUX CAif pO3rNsaHYTU 3aCTOCYBaHHA HMXKUYMX [L03.

CtaTtb

MonynAuiinHWiA aHani3 papMakoKiHETUKM He CBIZUYMTb NPO BNAMB CTaTi Ha (hapMakOKiHETUKY apmogadiHiny.

PacoBa npuHa/ieXXHICTb

Bnave pacoBoi NpvHaNeXxHoCTi Ha papMakoKiHEeTUKY apmogadiiHiny He BUBYABCH.

MopyLueHHs hyHKLIT HUPOK

Y pocnipkeHHi pa3oBol fo3n 200 Mr mopgadiHiny TsXKa XpPOHiYHAa HUPKOBA HeAOCTaTHICTb (KNipeHC KpeaTwHiHy < 20 M//XB) He BMMBasia 3Hadylle Ha
(papMakoKiHeTUKY MofadiHify, NpoTe ekcnosuuia MogadiHiny kucnotn (Metabonity) 3pocna y 9 pasiB. ICHYe HefOCTaTHbO AaHWUX A/1F BM3HAYeHHSA Ge3rneku i
etheKTUBHOCTI 3acTocyBaHHA HyBimkuny® (apmopaadiHiny) nawieHTam 3i cnabKumm, NOMipHUMM a60 TSHXKKMMW PO3N1afaMn HUPOK.

MopyLueHHs QYHKLIT NeYiHKK

MepopanbHWUiA KNipeHe MogadiHiny 6yB 3HWKeHWUI NpMbAn3HO Ha 60 % Yy nauieHTiB i3 UMpo3oM nediHkn (knac B a6o C 3a Yainngom — M°10), a KOHUEHTpauis
PIBHOBaYKHOIO CTaHy Gy/a yABiUi BULLLOKO 3a MOKA3HWKM Y 3BMYaHKX NauieHTiB. BignosigHo, ao3y Hysimkmuny® nauieHTam i3 TXKKUMU po3nafamMu nediHkv chif
3HWXKyBaTU (AMB. po3ginu «Croci6 3acTocyBaHHS Ta A03u», «OCOG/MBOCTI 3aCTOCYBaHHsi»). ICHYE HeAOCTaTHbO AAHMX MPO 3acTocyBaHHS HyBimkuny®
(apmopadiHiny) 3anexkHo Bif, CTYNeHs YparKeHHs NeYviHKu.

KniHiYHI JocniaXXeHHs

EdekTuBHicTb HyBimkuny® a1 nokpalleHHs cTaHy 6afbopocTi 6yna BCTAHOB/IEHA MPW TaKWUX PO3/afax: CUHAPOM OGCTPYKTUBHOTO arnHOEe CHY/TiMOMHOe CHY
(COATIC), Hapkonencis i XpoHiuHe NopyLleHHs CHY (BHACNiLOK po3naay LMKNY «COH — 6aab0picTb») Npy No3miHHiK poboTi (XICIIP).

[N19 KOXXHOTO0 KNIHIYHOTO AOCNiPKEHHA NMapamMeTPOM CTaTUCTUYHOT 3HaYYLLOCTI BBaXKasv 3Ha4eHHs p < 0,05.

CuHApoM 06CTPYKTUBHOMO anHoe cHy/rinonHoe cHy (COAIC)

EdekTnBHiCTb HyBimpknuny® ansa nigTpumaHHs cTaHy 6aabopocTi Y mauieHTiB i3 HagMipHO COHAMBICTIO BHacnigok COAIC 6yna BcTaHOBNEHa Y 12-TUMXKHEBUX
6araToueHTPOBUX NNaLe6o-KOHTPONbOBAHNX MOABINHMX CAINUX AOCAIMKEHHAX MapanenbHUX rpyn ambynaTopHWX NauieHTiB, SKi BiAnNOBigann KpuTepism
MiHapoaHoi Knacudikayii nopyLueHs cHy (ICSD) gnsa COAIC (aKi TakoX BiANoBiganv Kputepiam AMepuKaHCbKOI NCMxXiaTpuUUHOI acouiauii

DSM IV-TR).

Y nepwomy gocnimpkeHHi 3021 3aranom 395 nauieHTiB i3 COAIC paHgomisyBann A1 oTpumaHHa Hysimkuny® 150 mr/go6y, Hysimpkuny® 250 mr/noby a6o
nnaue6o. MauieHTn, ski 3actocoByBann HyBimpkun®, nokasaim CTaTUCTMYHO 3HAYYLLE MOKPALLEHHs 3[4aTHOCTI NiATPUMYBATU CTaH 6abOPOCTi MOPIBHAHO 3
nawieHTamu, Wo npuiiMany nnauebo, 3a BuMiptoBaHHAM TTB (TecTy NigTPMMKKM cTaHy 6abopoCTi) NPy OCTaHHLOMY Bi3WTi.

Y apyromy gocnigpkeHHi 3025 263 nauieHTn 3 COAIC 6ynu paHLoMi30BaHi Ans OTPYMaHHSA HyBi,q>K|/|ny® 150 mr/pgo6y abo nnauebo. MayieHTw, AKi 3aCTOCOBYBaIn

HyBi,q>K|/|n®, BUSBUAM CTATUCTUYHO 3HaYyLLEe MOKPALLEeHHS 34aTHOCTI NIATPMMYBATW CTaH 6afAbOpOCTi MOPIBHAHO 3 MauieHTaMu, WO npuiimanu nnaue6o, 3a
nokasHukamu Tr16.

B ycix gocnigpkeHHAaX HyBi,q>KV|n® He BM/IMBAB Ha HIYHWIA COH, KM OLiHIOBABCS 3a A40NOMOr O NoAiCOMHOrpadii.




Hapkonencis

EdekTuBHicTb HyBimkuny® a1 nokpalleHHs cTaHy 6aAbOpocCTi Yy MalieHTiB i3 HaAMipHOK COH/MBICTIO, acoLilioBaHO i3 HAPKOMEMNCielo, BCTaHOBUAN Yy 12-
TWKHEBOMY 6araToLeHTPOBOMY Mnale60-KOHTPO/IbOBaHOMY MOABIMHOMY CMiNOMY AOCAIMKEHHI NapanenbHUX rpyn y amOynaTopHUX NauieHTiB, AKi Bignosiganm
KpuTepiam MixkHapogHoT Knacudikalii nopyLleHb CHY Npu Hapkonencii. 3aranom 196 nauieHTiB paHgomisyBany ans oTpumaHHs Hysigpkuny® 150 mr/goby a6o 250

mr/po6y, abo nnaue6o. MNawieHTn, AKi 3aCTOCOBYBa/IU HyBi,u,>KV|n®, BUABW/IM CTAaTUCTUYHO 3HaYyLLe NOKpaLLEeHHS 34aTHOCTI 36epirat cTaH 6aAb0opOoCTi NOPIBHAHO 3
nawieHTamu, Wo npuiiMany nnauebo, 3a nokasHnkamu TI1b.

HyBi,q>KV|n® He BM/IMBaB Ha HiYHWIA COH, AIKWIA OLIHKOBABCA 3a A0MOMOrOoH NoiCOMHOrpadii.

XPOHiYyHe NopyLIeHHs CHY (BHaCNiA0K po3nagy LMKy «COH — 6aibopiCTb») NpW NO3MiHHIA po6oTi (XMCIP)

EdekTuBHicTb HyBimpknny® 118 nokpalleHHs cTaHy 6abopocTi Yy MaLieHTiB i3 HaZIMiPHOK COHNMBICTIO, acoliiioBaHoto 3 XICIP, nokasanu y 12-TXHeBOMY
6araTtoLeHTPOBOMY  N/iaLeb0-KOHTPONbOBAHOMY MOABIMHOMY CiNOMY K/iHIYHOMY AOCNIMKEHHI napanenbHux rpyn. 3aranom 254 nauieHtn 3 XIMCMP 6ynu

PaHAOMi30BaHi ANA OTpUMaHHs HyBimkuny® 150 Mr/go6y a6o nnaue6o. Hysipkun® He BNAMBaB Ha feHHWI COH, fIKMiA OL|iHIOBABCA 3a [OMNOMOIOI0
rnosiicOMHorpadii.

KniHiYHI XapaKTepUCTUKN.

lNoka3aHHS.

— [Ans nigTpuMaHHs cTaHy 6aAbopocTi Y NauieHTIB 3 HAAMIPHOK COHMMBICTHO MPWU CUHAPOMI 06CTPYKTMBHOIO anHoe CHY/rinornHoe cHy (K A0MOBHEHHS A0 Tepanii
MEeTOZOM NOCTINHOIo NO3UTUBHOIO TUCKY B AnxanbHuX wnsxax (CPAP-Tepanii));

— ANd NiKyBaHHA HaAMipHOT COH/IMBOCTI, NMOB’A3aHOT 3 NMOMIPHUM Ta TXXKUM XPOHIYHUM NOPYLUEHHAM CHY (BHACNILOK po3nafy LMK/Y «COH — 6aabopicTb») Nnpu
MO3MiHHI po60Ti, KoNn HethapMaKoNoriyHi BTPYUaHHS € HEYCMiLUHMMMW a60 HeIOUiTbHUMU;

— ANA NiATPUMaHHA cTaHy 6aAbopOoCTi Y NauieHTIB 3 HAAMIPHOK AEHHOK COHMBICTIO, NOB’A3aHOK0 3 HAPKONEMNCIEH.

IMpoTnnoKasaHHA.

— [inepuyTnmBICcTb 0 MogadiHiny, apmogadiHiny abo Ao 6yab-AKMX IHLMX KOMMOHEHTIB npenapary;

— NIKapCbKMIA 3aci6 NPOTUMOKAa3aHWIA BariTHUM, XIiHKaM, Ki NIaHYTb BariTHICTb, i XIiHKaM, SiKi MOXYTb 3aBariTHITU (Ki He BUKOPUCTOBYHOTb eeKTUBHI 3ac0o6m
KOHTpaLenuii, AnB. po3ain «OcobmMBOCTI 3aCTOCYBaHHA. EMOpiotheTabHa TOKCUYHICTbY).

B3aemogis 3 iHLUMMUM NiKapCbKMMM 3aco6amMu Ta iHLWI BUAM B3aEMOSIMN.

PesynbTatyi in vitro nokasann, Wo apMogadiHin cnabko iHaykye aktusHiCTb CYPLA2 i, moximso, CYP3A 3aieXH0 Bif KOHLUEHTpauii Ta 060pOTHO iHribye
akTuBHicTb CY P2C19. In vivo apmogadiHin iHaykye CY P2B6. ApmogadiHin He BNivBae Ha iHWi depmeHT CY P. [locnigKeHHs in vitro nokasasno, Lo apMogadiHin
€ cybcTpaToM P-riikonpoTeiHy.

Mo TeHLiHI B3aeMOLIT 3 NiKapCbKuMu 3acobamu, sKi IHFiGYITb YK iHAYKYTb i30(epMeHTV LuTOoXpomy P450 abo MeTab0ni3ytoThesa i30(epmMeHTaMy LT OXpomy
P450 Ta iHWMMKN NeYiHKOBMMUN DepMeHTamMm

ICHYBaHHS YMCNEHHUX LWINAXIB MeTaboniaMy apMogaiHiny, a TaKoX TOW (hakT, Wo MeTaboMiuHNIA Wwnsx, He NoB’a3aHunii 3 CY P, € HainbinbL WBUAKUM Y MeTaboni3Mi
apmogadiHiny, csigyatb, L0 iCHYE HU3bKa AIMOBIPHICTb 3HAYHOTO BNAMBY Ha 3arafbHuUii (hapmMakoKiHeTUUHWI npodinb HyBimkuny® BHacnigok iHribysaHHs CY P
Mpu 04HOYaCHOMY 3aCTOCYBaHHI IHLIMX /TIKaPCbKNX 3aCO6iB.

MpoTe Yepe3 yacTKOBY y4acTb epmeHTiB CYP3A y mMeTaboniyHiv eniMmiHauii apmogaiHiny ofgHo4YacHUIA nNpuiioMm NOTYXXHMX iHAYKTopiB CY P3A4/5 (Hanpuknag
Kap6amaseniHy, okckapbaseniny, eHobapbiTany, eHIiToHy, pudadbyTuHy, pugamniHy i npenapartiB 3Bipo6oto) abo iHridiTopie CY P3A4/5 (Hanpuknag, iHribiTopis



npoTeasu; pUTOHaBIPY, IHAWMHABIPY, HendgiHaBipy, CakBiHaBIpY; KNapUTPOMILMHY, epUTPOMILMHY, X/TI0PaM(EeHIKOMy, KETOKOHAa30/y, ITPaKoHa3ony, HedasonoHy,
AnnTiazemy i Bepanamisny) Moxe 3MiHKOBATV KOHLEHTpaL,ito apmogadiHiny y nnasmi.

MoTeHuian Hysig>knny® 3MiHOBaTY METa60Mi3M iHLIMX NiKAPCLKIX 3aC06iB LLNSXOM iHAYKLiT 260 NPUrHiYeHHs hepMeHTiB

Jikapcbki 3acobu, Wwo meTabonisytoTbest CYP3A4/5

[aHi in vitro nokasanu, Wwo MeTaboniT apmogdadiHiny mogadiHiny cynbgoH € cnabkum iHAYKTOpom akTuBHOCTI CYP3A. Y KiHIYHOMY AOCNifXeHHI 0gHOoYacHe
3acTocyBaHHs HyBimkuny® 250 Mr NpusBesno [0 3HWKEHHS CUCTEMHOT eKcro3uLiT Migazonamy Ha 32 % nicns 04HOPa3oBOol NepopanbHOT 403K 5 Mr i Ha 17 % nicns
0[JHOPa30BOT BHYTPILLUHLOBEHHOT 03K 2 Mr. BignoBigHo, piBeHb Y KPOBI i ePEKTUBHICTb NiKapCbKUX 3aco6iB, siKi € cyocTpatamm hepmeHTiB CY P3A (Hanpuknag,
CTEPOIAHNX KOHTPaLEeNTUBIB, LIMKMOCMOPUHY, Mifja3onamy i Tpuasonamy), MOXe 3HU3UTICh MiCNs NoYaTKy oHOYACHOr0 3acTocyBaHHS HyBimkuny®, a oTxe, Moxe
Oy TV NOTPi6Ha KOPeKLia 403K.

Y KNiHiYHOMY [OCAiKeHHi OAHOuacHe 3acTocyBaHHA Hysimkuny® 250 mr i3 kap6amaseniHom 400 Mr/no6y Npu3Beno [0 3HUXKEHHS CepefHbOl CUCTEMHOI
eKcrnosuLii kapbamaseniHy Npu6n3HO Ha 25 %. Moxe 6yTv NOTPiGHA KOPEKLLif 103V Kap6amaseniHy Npy 0fHOYaCHOMY 3aCTOCyBaHHi 3 HyBimkunnom®, oco611Bo Ha
noyartky abo npu NPUMNUHEHHI 0HOYACHOr0 3aCTOCYBaHHSA LIUX NIKAPCbKMX 3aC00iB.

B oKpemoMy KniHiYHOMY [OCNiJpKEeHHI ofHouYacHWii npuiiom Hysimkuny® 250 mr i3 kBeTianiHoM y 060Bii 103i 300-600 Mr Npu3BiB [0 3HUXEHHS CepeiHbLOI
CUCTEMHOI eKCno3unLiT kBeTianiHy Npnbam3Ho Ha 29 %. KoperysaTu 03y He NOTPIGHO.

Mpu npuiiomi 3 HyBigpknnom® piBHi LMKIOCMOPUHY Y KPOBI MOXYTb 3HWU3UTUCH. [py OAHOYACHOMY MPUIAOMI LMX NiKAPCbKMUX 3ac06iB C/lif, KOHTPO/OBATY
KOHLIEHTPaL,it0 LIMKMIOCNOPUHY Y KPOBI | MPOBOANTY BIANOBIAHY KOPEKLit0 403U LIMKIOCTIOPUHY.

Nikapcobki 3acobm, wo meTadonizyroTbes CYPLA2

Pe3ynbTaTu in Vitro nokasanu, wWo apmogadiHin Ta horo Metabonit mogadiHiny cynbtoH € cnabkumm iHgyktopamu CY P1A2 3anexHo Bif KOHUeHTpauii. MpoTe y
KNIHIYHOMY AOCNIIKEHHI, B SKOMY 3aCTOCOBYBa/IN K MapKEPHUIA Cy6CTpaT KOETH, He BUABIEHO 3HAYYLLLOMO B/IMBY Ha akTUBHICTb CY P1A2.

Nikapcobki 3acobm, wo meTadonizytoTbes CYP2C19

[aHi in vitro nokasanu, Wo apmogadiHin i we 6inbWo MipoK Moro metabonit MogadiHiny cynboH € 060poTHMMK iHriGiTopamn akTmeHocTi CYP2C19. Y
KNiHIYHOMY [IOCNi[KEHHI 0AHOYacHe 3acTocyBaHHsa HyBimkuny® 400 mr npussoaunno 4o 40 % 3pocTaHHA eKCno3uLii omMenpasony nicns 0AHOPa30Boi NepopasbHO|
o3 40 mr B pesynbTati MOMIPHONO NPUrHivYeHHs akTuBHOCTI CYP2C19. OTxe, MOXe O6yTU NOTPiOHE 3HWXKEHHS [03N [esKMX NiKapCbKMX 3acobiB, AKi €
cyoctpatamm CYP2C19 (Hanpuknag (eHiTOIHY, Aiazenamy, NponpaHonony, oMenpasony, e3oMenpasony i KaominpamiHy) npyv 0gHOYaCHOMY 3acTOCYBaHHI i3
HyBipkunnom®.

JNikapcbki 3acobu, Wo meTabonizytoThcsd CYP2B6

[JaHi in vitro nokasanu, Wo pauemivHuin mogagiHin € cnabkum iHAYKTopom akTMBHOCTI CY P2B6 3a1eXXHO Bij KOHLEHTpaLii.

B3aemogis 3 nikapcbkummn 3acobamu, ak TuBH1UMM Wwogo LIHC

OpiHovacHe 3acTocyBaHHA HyBimpknny® 3 KeTianiHoOM 3HVKYBAIO CUCTEMHY €KCMO3WLLIH0 KBETianiHy.

NaHi woao cneuyudiuHmx B3aemogii Hysimpkuny® 3 iHWMMK nikapcbkuMy 3acobamiu, akTMBHUMK wogo LIHC, BiacyTHi. MpoTe Ha HyBimkun® MoxHa
eKCTpanonoBaTK Taky iHpopmaLlito Woao MogadiHiny.

OpfiHoYacHe 3acToCyBaHHA MogadiHiny i MeTundgeHigaTy abo fekcTpoampeTaMiHy He BUKIUKaIO 3HaYYLLMX 3MIH (hapMakKoKiHETUYHOro npoginto mogadiHiny abo
0y /fib-AKOro3 Umx CTUMYNATOPIB, X04a BCMOKTYBaHHSA MoJadiHiny NoL0BXyBasocs Nprban3HO Ha O4HY rOAMHY.

OfHoYaCHe 3aCTOCyBaHHA MofadiHifly 3 KNOMiNpamiHOM He 3MiHIOBa/I0 (PapMakOKiHETUYHWMIA Npodinb >XOAHOro i3 3acobis. lMpoTe y oAHOro nauieHTa i3
HapKO/encieto Nif vac NikyBaHHA MogadiHifoM 6y10 BUSBNEHO NiJBULLEHHS PIBHA KOMiNpamiHy i MOro akTMBHOro MeTabosiTy fe3MeTUNKIOMINpaMiHy.

[aHi wopo B3aemogii Hysimkuny® a6o mogadiHiny 3 iHriGitopamy moHoamiHokenaasu (MAO) BiacyTHi. OTxe, Npy 0AHOYaCHOMY 3acTOCyBaHHi iHriGiTopiB MAO i
HyBipkuny® cnig BUSBNATH 06epeXXHICTB.



B3aemogis i3 P-rnikonpoTeiHom

OpfiHe pgocnifpkeHHs in vitro nokasano, Wo apmogadiHin € cybcTpaTom, NpoTe He iHri6iTopom PraikonpoTeiHy. KniHiYHMIA BNAUB NPUIHiYeHHA P-rnikonpoTeiHy Ha
6iofoCTynNHICTL apmogadiHiny He Bi4OMMA.

B3aemogis i3 iHWMMK niKapCbKuMK 3acobamu

OaHi wopno B3aemogii HyBimkuny® i3 iHWMMKM nikapcbkuMy 3acoGamiy BiAcyTHi. MpoTe Ha HyBimkun® MoxHa ekcTpanonoBaTh Taky iH(opMaLlito oA
mogagiHiny.

OpfiHoYacHe 3acToCyBaHHA MogadiHiny i BapgapuHy He BUKIMKaNO 3HauyLmMx 3miH npodinis gapmakokiHeTukK (R)- i (S)-BapthapuHy. MpoTe, OCKINbKA Y LbOMY
[OCNIPKEHHI 3aCTOCOBYBa/IM TiNbKX OJHOPA30BY 03y BapdapuHy, B3aEMOAii He MOXHa BUKIHOUMTM. TOMY MPU OAHOYACHOMY 3acTocyBaHHi Hysimkuny® i3
BaphapuHOM Cnif PO3rNsHYTK BiNbLL YacTWIA KOHTPO/b NPOTPOM6GiHOBOrO Yacy/MHB.

Oco6MBOCTI 3aCTOCYBaHHS.

ApmogadiHin — Le eHaHTIOMep pauemiyHoro mogadininy. [lga eHaHTioMepy MogadiHiny MatoTb Pi3HY (hapMakOKIHETUKY. Y A0POCAMX NHoAen nepiod HaniBXuTTA
apmogadiHiny, (R) eHaHTiomepa NpubAU3HO Y TpY pasv AOBLUMIA 3a Mepiof HaniBXUTTA (S)-eHaHTioMepa. 3HayYeHHs Liel (papMakoKiHETUYHOT Pi3HMLI MK ABOMa
3aco6amMu Ang TPMBATIOCTI KNIHIYHOT AiT 3a/MWaeTbes HeBiZOMUM. In vitro abo in Vivo He BUSB/IEHO XXOLHNX 03HAK B3aEMHOrO0 rnepeTBopeHHs (R)- i (S)-eHaHTiOMepIB
mogadiHiny.

Takum ynHOM, apMogadiHif i MogagiHin He € 6I0eKBIBA/IEGHTHUMU, @ OTXKE He € B3aEMO3aMiHHUMK (AMB. po34in «Cnocib 3acTocyBaHHS Ta A03n»).

TS>KKe BUCUMNaHHS, BKIKOYaruy cuHapoM CTiBeHca — [I>KOHCOHa

Mpo TAXKKE BUCUMNAHHS, L0 BUMAarano rocnitanisauii i NPUNMHeHHS NiKyBaHHS, NOBIJOMISNOCS Y JOPOCAUX Y 3B’A3KY i3 npuiiomMom HyBimkuny® (apmopgadiHiny) i
MogadiHiny — pauemivHor cymiui (S)- i (R)- eHaHTiOMepiB.

He BMBYa/iM 3aCTOCYBaHHA HyBip,>KV|ny® nefiaTpyyHUM nauieHTam 3a Oy[b-AKWUX NOKasaHb, i 3acib He 3aTBEpPKEHWI ONA 3aCTOCYBaHHA AIiTAM 3a OyAb-AKMX
MoKa3aHb.

Y KNIHIYHUX OOCIMKEHHAX MofadiHiNy YacToTa BUCMNAHHSA, L0 NPU3BOAMIIO A0 NPUMUHEHHS NiKyBaHHA, cTaHoBWAa npnbnmnsHo 0,8 % (13 nauieHTiB Ha 1585) y
aitein (Bikom < 17 pokiB); Lie BUCMNaHHS BKAKOYano 1 BMMAAOK MOXAMBOrO cuHapoMy CTiBeHca — [PKOHCOHa i 1 BMMafoK MMOBIPHOT MyNbTMOPraHHOI peakuit
rinepyyTnmBocTi. Kinbka BUNagkKis 6ynun acouiiioBaHi i3 MXOMaHKO Ta iHWMMK MOPYLUEHHAMU (Hanpuknag 3 610BaHHSAM, NieikoneHieto). CepeaHiii yac 4o nosisu
BMCMNaHHS, WO NPU3BOAMNO A0 NPUNMHEHHS NiKyBaHHA, cTaHoBMB 13 ai6. Cepep 380 nauieHTiB-AiTei, aki oTpuMmyBanm nnauebo, Takux BUNagKiB He BUSIBNEHO. Y
KNIHIYHUX  JOCNIKEHHAX MOAaiHiNy y A0poc/iMX BUMAAKIB TSXKKOr0 BMCUMAHHA TakoX He BuasneHo (0O Ha 4264 nauieHTu). 3a AaHMMK BCECBITHLOIO
MOCTPeECTpaLiiHOro 4ocBigy, Y AOPOCAMX i AiTeil BUSBMEHO PiAKi BUNALKN TSXKOro BUCMMaHHA ab0 BUCUMAHHS, LLLO 3arpoXKyBasio XUTTHO, BK/KOYAOUN CUHAPOM
CriBeHca — [)KOHCOHa, TOKCUYHWIA eniepMasibHUIA HEKPONI3 | BUCUMAHHSA Ha LUKIpi 3 eo3uHoinieto Ta cuctemHmmn cumntomamn (DRESS). MpoTtarom nepiogy
NOCTpeecTpaLiiHOro 3acTocyBaHHA apMmofadiHiny y A0pocauX i OAHIET AMTUHM BiA3Ha4Yanmcs Bunadky cuHgpomy CTiBeHca — [PKOHCOHA Ta IHLIMX TSXKKMX
BMCMNaHb, SK i MpW 3acTocyBaHHI MofadiHiny, BKIOYaKOUM MyXMpi Ha LWKIpi Ta B POTOBI MOPOXHWHI. [poTArom nepiofy NOCTPEECTPaLiiHOro 3acToCyBaHHA
apmogagiHiny cnocTtepirascs oavH BUNagoK cuHApoMy CTiBeHca — [PKOHCOHA Yy AUTWUHW. TOBIJOMAAAN NPO OAWH NeTaNbHUA BUNaAoK B pe3y/bTaTi BAHUKHEHHS
DRESS, w0 crnocTepirascsi B TICHOMY 4aCOBOMY 3B’53KY (2 TWXKHI) 3 NOYATKOM NliKyBaHHS apModadiHiioM.

dakTOpU-NPeaNKTOPY PU3MKY HacTaHHA abo CTYMEeHS TSHXKKOCTI BUCUMAHHA, NOB’A3aHOr0 i3 3aCTOCyBaHHAM apmogadiHiny abo mogadiHiny, HeBigomi. Maiixe BCi
BUMAAKM TSHKKOrO BUCMMNaHHS, acouiinioBaHi i3 UMM 3acobamm, cnocTepiranmca npotarom 1-5 TWKHIB Micnsa noyaTtky NikyBaHHS. [poTe nicns TpUMBasioro NikyBaHHS
(Hanpwuknag, 3 Micsui) TakoX 6yny NOBIAOMIEHHSA MPO OKPeMi BUMaAKN. Takum YMHOM, 3a TPMBANICTHO NiKYBaHHSA He MOXHa nepeabdaynT NOTEHUINHWUIA PU3NK, NPO
SKWI CBIAYMTb NepLua NosiBa BUCUNaHHS.

Xoua npu npuiiomi HyBimknny® TakoX MOXMBI JOBPOAKICHI BUCUNAHHS, HE MOXHaA NepeadadunTy, SKi BUCUMAaHHS BUSBATLCA THKKUMK. BignosigHo, npuitom
HyBimkuny® cnig npunuHUT Npu NepLUMX 03HaKax BUCKMAHHS, OKPiM BWUMAafKiB, KOMM BMCUMAHHS He MOB’S3aHe i3 3aCTOCYBaHHsSM JiKapcbKoro 3acoby.



MPUNYHEHHA NiKYBaHHSA MOXKe He MornepeauTy NepepocTaHHA BUCUMAHHA Y Take, LU0 3arpoXye XXMTTIO abo BMK/IMKAE NOCTINHY iHBaNiAM3aLito UM CNOTBOPEHHS
30BHILLIHOCTI NaLjieHTa.

AHTIOHEBPOTUYHMIA HAOPSAK | aHaiNaKTOILHI peakuil

Mpu 3acTocyBaHHi HyBimkuny® Bigmiuanucs aHrioHeBPOTUYHMIA HABPSIK i FinNepuyTAMBICTb (i3 BUCMMAHHAM, Aucdarieto i GpoHxocnasMom). MawieHTam cnif paguTy
NPUNUHATK NiKYBaHHS | HEraiHO NOBIJOMASATU NiKapko NPo 6yab-AKi 03HaKM abo CMMNTOMM, L0 CBigYaTh NPO aHriOHEBPOTUYHNIA HAOPSIK abo aHadinakcito (Taki K
HabpsK 06/1Muus, oyeld, ry6, A3uka abo ropTaHi; TPYAHOLLI NPU KOBTaHHI abo AnXaHHI; 3aXpunnicTb).

MynbTUOpraHHi peakuii rinepyy TAnBOCTI

Bigmivanmca mynbTuMopraHHi peakuii rinepyyTnBOCTI, WO BKAOYaIM LOHaIMEHLIe OAWH NleTa/lbHWUIn BUNaAoK NP NOCTPEECTPaLiiHOMY CMOCTEPEeXeHHI, Micns
noyaTKy 3acToCyBaHHSi MogadiHiny (MefiaHHWIA Yac A0 BUsBNEHHA — 13 ai6; gianasoH 4-33). lMogdibHMM 4YMHOM NPOTArOM nNepiogy NOCTPeecTpaLiiHoOro
3aCTOCyBaHHSA apmMofadiHiny nosigoMAsAM Npo OAWMH NeTa/lbHWUIn BUNaLOK B pe3ynibTaTi BUHWKHEHHA DRESS. He MOXHa BUMKIOUUTU aHAOTIYHUA PU3UK
MY/NbTUOPraHHWX peakLiii rinepyyTaMBOCTI LWOLO apMofadiHiny.

Xoya KifbKiCTb MOoBifOM/IEHb Oynia 06MeXeHa, MOXKHa CTBEpKYBaTW, WO My/bTUOPraHHi peakuii rinepyyTaInMBOCTI MOXYTb BUKIMKATK rocnitanisauito abo
3arpoXKyBaTh XUTTHO. PaKTOPU-NPeANKTOPU PUSUKY BUHUKHEHHS 260 CTYMNeHs TSHXKKOCTI My/IbTUOPraHHWX peakLii rinepyyTamBocTi HeBigoMi. O3HaKu i CUMNTOMY
LbOro po3nagy 6ynu pisHi, NpoTe NawlieHTN 3BMYaliHO, X04a He BUKJTOUHO, BUSIBASM IMXOMAHKY | BUCUMAHHS, acoLii0BaHi i3 ypaXKEHHAM iHLIMX CUCTEM OpraHis.
IHWI acouioBaHi NPOSBA BKKOYA/IN MiOKapAUT, renaTuT, BiAXWNEHHS Y PYHKLIOHa/IbHUX TecTax NeYviHKW, reMaTosioriyHi BigXuneHHs (Hanpuknag eo3uHoqinito,
NeNKONeHito, TPOMOOLMTONEHI0), CBepOIX i acTeHit0. OCKiNIbKM MynbTUOPraHHa rinepyyTANBICTb Mae Pi3Hi MPOSABK, MOXMBI iHLUI, He OnWcaHi TYT CUMNTOMM
YPaXXeHHS IHLNX CUCTEM OpPraHiB.

Mpwn Nigo3pi Ha MyNbTUOPraHHI peakLii rinepyyTANBOCTI 3acTOCyBaHHA HyBimkuny® cnif npunuHuTiA. Xoua BiACyTHI NOBIAOMNEHHS NPO BUMAAKM MEPEXPecHol
aneprii 3 iHWUMM NiKapcbKUMK 3acob6amu, SKi BUKIMKAKOTb LE CUHAPOM, [OCBIA MOro BUHMKHEHHS NPW MNPUIAOMI NMiKapCbKMX 3aco6iB, acouiioBaHWMX i3
MY/IbTUOPraHHOK peakLi€eto rinepyyTIMBOCTI, BKA3Ye Ha TaKy MOX/IMBICTb.

MocTiiHa COHNMBICTb

MaujieHTaM i3 aHOMa/IbHOK COHNMBICTIO, AIKi MpUIAMatoTb HyBigkmun®, cnif NoBigoMAsATY, WO TXHill piBeHb 6aOPOCTi MOXE He NMOBEPHYTUCA A0 HOPMU. MalieHTam
i3 HAZAMIPHOIO COH/MBICTIO, BK/OUAOUM TUX, XTO npuiimae Hysimxkun®, cnig yacto oujiHIOBaTK CTYMiHb IXHLOT COHMMBOCTI i, SKLIO [OLLIILHO, PEKOMEHAYBATH
yTpUMyBaTUCA Bif, KepyBaHHS aBTOMOGiNeM abo iHLLOI NOTeHUiMHO He6e3neyHol AisnbHOCTI. Jlikapi, Wo MatoTb NpaBO NpU3HayaTh BiANOBIAHI NiKapCbKi 3acoou,
TaKoX MarTb YCBIJOM/IOBATU, IO MALEHTX MOXYTb He BM3HABaTW CBOK HAAMIPHY COH/IMBICTb A0 MPAMOro MWTaHHSA MPO COHMMBICTb Nif 4ac MEBHUX BUAIB
LIANBHOCTI.

CumnTOMM 3 6OKY NCUXIKN

Y nepeapeecTpaLiiHuX KOHTPOMbOBaHMX AOCiMKEHHAX 3acTocyBaHHs HyBimpkuny® npu Hapkonencii, COAIC i XICIP TpUBOXHICTb, aXuTallis, HEPBO3HICTb i
APaTiBAMBICTL OYNM NPUUMHAMU MPUTIMHEHHSA NiKYBaHHS 6iNblU 4acTo Y MaLlieHTiB, AKi 3acTocoByBaiM HyBimkun®, nopiBHAHO 3 MaLlieHTamu, WO NpuiiMamn
nnaue6o (Hysimkun® — 1,2 % i nnaue6o — 0,3 %). [lenpecisi TakoX 6y/a YacTiLloK NPUUMHOK NPUNMHEHHS NiKYBaHHSA Y NawieHTiB, sKi 3acTocoByBany HyBigpkun®,
MOPIBHAHO 3 MaLlieHTamu, Wo npuiimann nnaue6o (Hysimkun® — 0,6 % i nnaue6o — 0,2 %). Y KAiHIYHUX JOCHIAKEHHAX BigMiuanuca BUNAAKU CYILMAANbHUX
[AYMOK.

Cnip, BUABNATM 06EPeXHICTb Npu npusHadeHHi HyBimkuny® nauieHTam, SKi MalOThb B aHaMHe3i MCUX03W, fenpecito abo MaHito. FKL0 Mpu 3acTOCYBaHHi
HyBimxkuny® 3’aBnsSTbCs CUMNTOMU 3 GOKY NCUXIKK, CMif PO3rNAHYTY AOLiNbHICTb MPUNMHEHHS 3acTOCYBaHHS HyBimxuny®.

Mo6iuHi peakLii 3 60Ky MCUXiKU Bigmiyanuca y nauieHTiB, sKi oTpumyBanu mogadiHin. MogadiHin i apmopadiHin (Hysipkun®) gyxe criopifHeHi cnonyku.
BignosigHO, YacToTa i TMN CUMNTOMIB 3 GOKY MCUXiKM, acouiiioBaHuX i3 HyBimKkunomM®, oUikyloTbCs aHaIOriYHUMKM YacToTi | TUNY LMX MOAiiA, acoLiiioBaHUX i3
mogadiHinom. MocTpeecTpaliviHi No6ivHi peakLii, acowiioBaHi i3 NpUioMOM MogadiHiNy, BKOYaNM MaHito, MasuHi igel, ranioumHauii, cyiynganbHe MUCNIEHHS i
arpecito, WO B AesKUX BuNagkax MNpu3BoAMAM A0 rocniTanizayii. MNocTpeecTpauinHi No6ivHi peakLil, acouiioBaHi i3 nNpuiioMOM apmogadiHiny, BKIOYaIu



cyiumaanbHe MUCIEHHSA, arpecito | TakoX BUNaAKM MaHil, WO B AeAKUX BUMagKax NpuU3BOAUIN 4O rocniTanizayii. barato i3 Takux nauieHTiB, NpoTe He BCi, Main
MCUXIYHI po3naaM B aHaMHesi. Y O[HOro 30poBoro [o6poBO/bLSA YOMOBIYOT CTaTi PO3BUHYNUCH i€l BiJHOCMHW, NapaHOigasibHi MasyHi YSBMEHHS | CMyXOBI
ranroumHaLii nicns 6aratopasoBux go6osux fo3 600 Mr mogadiHiny, acouiioBaHux i3 genpusauieto cHy. Yepes 36 rogmH nicns NpUnUHEHHS Npuinomy npenapaty
03HaKM MCUX03Y 3HUKIIN.

CepueBo-CyanHHa cucTema

He focnigpKyBasn 40CTaTHLOK Mipoto 3acToCyBaHHS HyBimkuny® nauieHTam i3 HeflaBHiM iH(apKTOM MioKap/a B aHamMHe3i a60 HecTabiNIbHOK CTEHOKap/iet, OTXE,
TaKWX NaLieHTIB CNif NiKyBaTu 3 06ePeXHICTIO.

Y KNiHIYHUX [OCNIMKEHHAX MogadiHiny Bigmivanncsa cepLeBO-CYAMHHI NO6IYHI peakuil, WO BKIYanM 6inb y rpyaax, nanbnitauito, AUCNHOE | TPaH3WUTOpPHI
ileMiyHi 3mMiHK T-3y6us Ha EKI, AKi y Tpbox cy6’eKTiB Oynu acouiioBaHi i3 Npoiancom MiTpaibHOro KnanaHa abo rinepTpodieto MiBOro LWAyHouKa. TabneTku
HyBimxkun® He pekomeHAyeTbCA 3aCTOCOBYBATM NaljieHTaM i3 rinepTpodiecto NiBOro LWAyHOUYKa B aHaMHe3i ab0 MallieHTaMm i3 MpofancoM MiTpaibHOro KianaHa, y
AKUX BigMiYaBCA CMHAPOM Mponancy MiTpasibHOro KnanaHa npy nonepegHLoMy npuiiomi ctumynatopis LIHC. Mpo nponanc MiTpaibHOro KianaHa cBifvaTb Taki
pe3ynbTaTy (BK/OYHO i3 THWKMK), K iwemivHi 3MiHKM EKT, 6inb y rpyasx abo aputMmis. Mpu HoBMX enizofax OyAb-SKOro i3 uyx CUMMTOMIB CNif PO3r/ISHYTH
MOX/IMBICTb KapAio/IoriYHOT OLLIHKN.

MOHITOpPUHT apTepialbHOro TUCKY Y KOPOTKOCTPOKOBUX (< 3 MiCALLIB) nepeApeecTpaLiiHX KOHTPOIbOBaHMX JOCNILKEHHSAX 3acTocyBaHHA npenapaTy npu COAIC,
XMCIIP i HapKonencii NoKasas He3HauHe NifABULLEHHS CepeHbOro CUCTONIYHONO i AiaCTONIYHOr0 apTepiaNbHOro TUCKY Y NaLlieHTiB, sKi 3acTocoByBain HyBigpkun®,
MOPIBHAHO 3 NavieHTamMu, fKi npuiiMany nnaue6o (Big 1,2 1o 4,3 MM pT. CT. Y Pi3HUX eKCrnepuMeHTasibHUX rpynax). TakoX He3HauyHOo Biflblua YacTka nauieHTiB, ki
3acTocoByBaM HyBimkun®, notpebysana MPU3HAYEHHS aHTUTINEPTEH3UBHUX 3ac06iB ab0 36iMbLUEHHA [J03YBaHHA aHTUIiNepTeH3MBHUX 3acobiB (2,9 %) y
MOpPIBHSAHHI i3 NavieHTaMu, fKi 3actocoByBaiv nnauebo (1,8 %). Y nepefpeecTpauiiHAX KOHTPOIbOBaHUX AOCNIKEHHAX OY/0 BUABMIEHO Mase, NpoTe cTabinbHe
cepeAHe NiABULLEHHA 4acTOTU MynbCy MOPIBHAHO 3 MalieHTamu, Wo npuiiMann nnauebo. Lie nigsuiieHHs Konmeanocsk Big 0,9 fo 3,5 yaapy Ha XBUAMHY. Ons

nauieHTIiB, WO OTPUMYIOTb HyBi,q>K|/|n®, MoXe OyTu fouisibHuMm MoHiTopuHr YCC i apTepianbHOro TUCKy. Cnif BUSABNATU OGEPeXHICTb MpWU MPU3HAYEHHI
Hysimxknny® natieHTam i3 BiOMO0 CepLEeBO-CyANHHOK XBOPOBOHO.

EmM6piohe TaslbHa TOKCUYHICTb

3rigHo 3 nocTpeecTpauinH1MK MOBILAOMIEHHAMY apMogadiHin MOXKe BUSIBNATA HeraTMBHWIA BMAMB Ha MAif i NPOTUMNOKAa3aHUA ANs 3aCTOCYBaHHSA BariTHUM abo
XIHKaM, AKI MOXYTb 3aBariTHITU (4MB. po3ainv «poTUnoKasaHHA», «3aCTOCYBaHHA y Nepiof BariTHOCTI abo roAyBaHHA rpyaao»). XKiHKY, AKi 34aTHI Hapo4KyBaTu
[iTei, MOBMHHI MaTU HeraTMBHUIA pe3ynbTaT TeCTY Ha BariTHICTb NPOTArOM TVXKHS 40 MOYaTKy NiKyBaHHA apMoZadiHifoM. Y nocTpeecTpauiiHiX MOBiJOMIEHHAX
3acTocyBaHHA apmogadiHiny nif 4ac BariTHOCTI Oyno MOB’si3aHe 3 BMMNaAKaMu CEpPMO3HUX BPOMPKEHUX aHOMasii (Hanpuknag BPOMKEHUX aHOManii cepus,
Mikpovedanit).

HeobxigHO NOBIAOMAATM BariTHUX MPO MOXAMBUIA pU3UK AN nnoga. Chif peKoMeHALyBaTyu XiHKam, 34aTHUM A0 LiTOHapOLKEHHS, BUKOPUCTOBYBATU e(heKTUBHY
KOHTpaLenLito B nepiog Tepanii apMogadiHiiom Ta NPOTArom micaus nicng NPUNUHEHHS NiKyBaHHA apMogagiHINoM.

MayieHTn (>KiHKKM), WO 3aCTOCOBYHOTb KOHTpaLenLito

Mepes, MoyaTKOM 3acTocyBaHHA HyBimkuny® cekcyanbHO aKTMBHUM >KiHKaM, fKi 3AaTHi HapofKyBaTh [iTeil, HeobXigHO MoyaTW 3aCTOCOBYBATU 3acO6M
KOHTpauenuii. EQeKTUBHICTb CTEpOigHMX KOHTpauenTuBiB (BK/IOYaOuM NpoTu3ansifHi TabneTtku, iMnnaHTatw, iH’eKUiiHI npenapatyM Ta BHYTPILLUHbOMATKOBI
3ac00M, L0 BMBIMIbHAIOTL FTOPMOHU) MOXe GYTU 3HMKeHa Ha (hoHi npuitomy Hysimkuny® i npoTarom ABOX MiCALiB MiCs NPUNUHEHHA NiKyBaHHA (AWUB. Po3gin
«B3aemofist 3 iHLLIMMM NiKAPCbKMMK 3aco6amit Ta iHLLT BUAY B3aEMOAiI»). Mpu nikyBaHHI HyBimknnomM® i npoTarom ABox MicALiB Nicis NPUNUHEHHS 3aCTOCYBaHHS
HyBimxkuny® nauieHTkam, siKi NpuiiMatoTb CTEPOIfHI KOHTPALIENTUBM, PEKOMEH/YETLCS BUKOPUCTOBYBATW anbTEPHATUBHI CMOCOOM KOHTpauenLii abo cynyTHbO
3aCTOCOBYBATU A0OAATKOBI CNOCOOW KOHTpaLenLil.

3aTpumKa pocTy nnofa B nepiof BariTHOCTI Ta AiTel rpyaHOro Biky



MoBigomMnAN0oca NPo 3aTPUMKY BHYTPILLUHbOYTPOOGHOI0 PO3BUTKY Ta 3aTPUMKY PO3BUTKY AiTel rpyAHOro BiKy Npu 3acTocyBaHHI apmogadiHiny i mogadgininy. it
MOXYTb MiggasaTuncs BnavMeBy apMmogadiHiny abo mogaiHiny B nepiog BaritTHOCTi abo Npw rofdysaHHi rpyaato.

TeHOTOKCUYHICTb

ApmMogadiHin nokasaB HeraTVBHWIA pe3y/bTaT TECTY Ha 3BOPOTHI MyTalii 6akTepiil in vitro Ta TeCTy Ha XPOMOCOMHI abepauii in vitro nimounTiB NOANHN.
MogadhiHin nokasaB HeraTUBHWUIA pe3ynbTaT cepil TeCTiB in vitro (Hanpuknad, TeCT Ha 3BOPOTHI MyTauii 6akTepiil, TeCT Ha TK (TUMIAWHKIHA3Yy) MULLIAYOT NiMpomu,
TECT Ha XPOMOCOMHI abepaLii NiMouuTiB NOANHK, TECT Ha TpaHChopMaLilo MULWaYnx emopioHabHUX KNiTuH BALB/3T3) Ta in vivo (MiKpOHYK/ieapHUWiA TecT
KNiTUH KiCTKOBOro MO3Ky muLueit). LLi gocnigpkeHHs cBigyath, WO apMoadiHin Mae HA3bKMIA FeHOTOKCUYHMIA NOTeHLian.

MoTeHLian 3N0BXKMBaAHHSA | 3a1eXKHOCTI

Xoua noTeHuian 310BXUBaHHS apMoadiHiziom crelianbHO He BUBYa/IM, MMOBIPHO, WO BiH aHANIOTiYHWIA TakoMy AN ModadiHiny.

Y nognH1 ModadiHin MOXe BUK/IMKATA MCUX0AKTUBHI | eMOPUYHI edeKTI, 3MIHN HAacTPOKD, CNPUAHATTA, MUCNEHHS | BIAYYTTIB, TUNOBI ANS iHWWUX CTUMYNATOPIB
LIHC. MogadiHin mae nigkpinatotodi BNacTMBOCTI, NPO WO CBiAYMTb Oro Camo3acToCyBaHHSA MaBnamu, SKUX norepeAHbO HaBYWM CaMOCTIHO 3aCTOCOBYBATK
KOKalH. Y Aesakux JocnifKeHHAX MogadiHin TakoX 4aCTKOBO BBaXXaM MOAIGHOK A0 CTUMYNATOPA PeHOBUHOD. Jlikapi MatoTb YBaXKHO CnocTepirati 3a nawieHtamu,
0c06MBO 3a TUMK, XTO MaE B aHaMHe3i 310BXUBaHHSA NiKapCbKMMKM 3acobamm Ta/abo cTuMynsTopaMmu (Hanpuknaa, MeTungeHigaToM, ametTamiHOM abo KOKaiHOM).
3a nauieHTamu cnif crnocTepiratu WOAO0 MOSBU 03HAK HEMpaBWIbHOIO 3aCTOCYBaHHA ab0 3/10BXMBaHHA (Hanpuknag, 36ifbleHHsa 03K abo noBefiHKa MOLUYKY
3acoby).

MoTeHuian 3noBxmBaHHA mogadiHinom (200, 400 i 800 mr) ouiHoBasIM BIAHOCHO MeTungeHiaaty (45 1 90 Mr) y focnigpKeHHI B CTaliOHapHUX YMOBax 3a y4acTio
0Ci6, W0 Manu A0CBIf 3M10BXMBaHHSA NIKAPCbKMMM 3aCc06aMu. Pe3ynbTaTy LLbOro KAiHIYHOIo AOCNIKEHHS NOKas3aiu, LWo MoAadiHi MOXe BUKIMKATU NCUXOAKTUBHI i
endopnyHi epekTn, AK i iHWI Bigomi ctumynatopu LLHC (meTundeHigar).

Bnave Ha pe3ynbTaTyn N1abopaTOopHUX TECTIB

Y [ocnimKeHHAX KOHTPO/IOBa/IM NapameTpy KNiHIYHOT XiMmil, rematosnorii i aHanisy ceui. CepefHi piBHi ramma-rnytamintpaHcgepasu (I'TT) i nyxHoT hocthaTasu
(1®) y nna3mi KpoBi NiABULLLyBasnCh Nicns 3acTocyBaHHs HyBimxkuny®, Ha BigMiHy Bi nnaue6o. Y Aekinbkox cy6’ekTis piBHi I T i /1P nepeBMLMAM MeXi HOPMM.
He BMABNAMOCA XOAHOI Pi3HULI Yy PiBHAX anaHiHamiHoTpaHchepasn (AJIT), acnaptatamiHoTpaHchepasn (ACT), 3arasibHOro 6inka, abbyMiHy abo 3arajibHOro
6inipy6iHy, Xo4ya 6ynn pigKicHI BMNafKM oKpemMoro nigsuileHHs pisHs ACT Ta/abo AJIT. Micna 35 fi6 nikyBaHHS BigMITUAN OAMH BMNALOK NErKol NaHUMTOMEHIT,
fKa 3HMKNA Micns NPUNMHeHHs Npuitomy npenapaty. Y KNiHiYHKUX JocnigppKeHHAX 6y10 BUSABNEHO Cnabke cepefjHE 3HUXKEHHS Bifl BUXiAHOMO PiBHS NMOKa3HMKa CEYOBOI
KMUCNOTW Y CUPOBATLLi KPOBI MOPIBHAHO 3 TaKUM Npwv Npuiiomi nnaue6o. KniHivyHe 3Ha4YeHHs BUSBNEHMX AaHUX HEBIAOME.

LlonoMi>KHI peyoBuHU

[JaHunii nikapcbkuii 3aci6 MicTUTb NakTo3y. Tabnetkn HyBimkun® B gosysaHHi 50 Mr, 150 Mr i 250 Mr micTaTh BignosigHo 35,9 mr, 107,7 mr i 179,5 Mr naktosu
MOHorigpaty. MNauieHTaM 3 HeNepeHOCKUMICTIO rafiakTosu, AediluUTOM N1aKTasn Ym NOpyLUEHHAM BCMOKTYBaHHSA IIOKO3UranakTo3n HeobXifHO MPOKOHCYbTYBaTHCA
3 NniKapeM, nepLl HXX NPUAMATK el NiKapcbKunia 3acio.

MopyLUeHHs YHKLIT NeYiHKu

[o3y HyBimpknny® HeobxifHO 3HKYBATM MaLjieHTaM i3 THKKUMI NOpyLIEHHAMU QYHKLT nedyiHky 3 a6o 6e3 LUmpo3y (AuB. po3ain «Cnocib 3acTocyBaHHs Ta f0311»).
ICHY€e HeJoCTaTHbLO AaHKX MPO 3aCTOCYBaHHSA Pi3HKX 403 HyBimpkuny® (apmogadiiHiny) BianoBigHO [0 CTYNEHS YPaXKEHHS MeYiHKN.

MopyLUeHHs PYHKLIT HUPOK

HenocTaTHbO AaHUX ANs BU3HAUYeHHS 6e3nekn i edeKTMBHOCTI 3acTocyBaHHa HyBimkuny® (apmogadiiHiny) nauieHTam 3i cnabKumu, NMOMipHUMM a60 TSHKKUMU
NOPYLLEHHAMW (OYHKLIT HUPOK (AUB. po3ain «Cnoci6 3acTOCyBaHHSA Ta [03M1»).

3acTocyBaHHs nauieHTam NiTHbOro BiKy

Y nauieHTiB NiTHLOIO BiKy BUBEAEHHS apMogadiHiny Ta noro MetaboniTie MoXxe 6yTu 3HMKeHUM. OTXe, CNif PO3rNSHYTIN 3aCTOCYBaHHS HUMKUMX A03 i MPOBOAUTM
peTeIbHNIn MOHITOPWHT L€l rpynu nauieHTiB (4uB. po3ain «Cnocib 3acTocyBaHHSA Ta [4031»).



3acTocyBaHHSA Y nepiof BarimTHOCTI abo rofyBaHHs rpyaato.

BariTHiCTb

3rifHO 3 MOCTpeecTpauinHMMKN MOBIJOMEHHAMM Ta pe3y/nbTaTaMu AOCAIMKEHb Ha TBapuMHax apMogaiHin MOXe BUSBNSTA HEraTUBHWIA BNIMB Ha NAig i
NPOTMNOKa3aHWI AN15 3aCTOCYBaHHSA BariTHUM abo XiHKaMm, Ki MOXYTb 3aBariTHITU (AUB. po34inn «poTunokasaHHs», «OCco6IMBOCTI 3aCTOCYBaHHS»). Buxoasun 3
nonepesHiX [aHWX PeecTpy BariTHUX, 4acToTa CEeprO3HWX BPOMKEHWX BaL PO3BUTKY (Hanpukiag cepueBux aHomanii, Mikpouedanii) npy 3acToCyBaHHI
apmogadiHiny/mopadiHiny ctaHoBUTb NpM6an3HO 17,3% nopiBHAHO 3 3% Yy 3arasbHiin nonynauii. MoBigomasnocs npo 3aTpyMKy BHYTPILUHbOYTPOBHOIr0 PO3BUTKY i
CMOHTaHHI abopTKM NpK 3acToCyBaHHI apMmogdadiiHiny i MmogadiHiny.

MawieHTOoK cnif nonepeapkaTi NPo MOXK/IMBE NIABULLEHHSA PU3NKY BariTHOCTI MPWU 3aCTOCYBaHHI CTEPOIAHNX KOHTPaLEenTUBIB (BK/IOUYaOUM NPoTU3ansigHi TabneTku,
IMMIaHTaTK, iH’eKLiiHI NpenapaTty Ta BHYTPiLLHbOMATKOBI 3aC06U, LL|O BUBIMbHATL FOPMOHN) i HyBimxunny®, a Takox NpoTarom ABOX MIcsLB NiCNs 3aKiHUeHHS
NiKyBaHHA (auB. po3ain «B3aeMogis 3 iIHLMMK NiKapCbKMMK 3ac06aMm Ta iHLLI BUAW B3aEMOLIN»).

["ofyBaHHA rpyaato

He BiZIoMO, UM NPOHUKAOTL apMofadiiHif abo oro MeTaboniTh y rpyHe MoioKo. FolyBaHHSA rpy A0 He PeKOMeH/AYETLCA Nif vac npuiiomy Hysimpkuny®.

30aTHICTb BNAMBATW Ha LUBUAKICTb peakLii Npy KepyBaHHI aBTOTPAHCMOPTOM abo iHLIMMM MexaHiamamu.

Xoua HyBi,u,>KV|n® He BUKIMKae (PYHKLiOHaNbHWX po3nafis, OyAb-siKi MikapcbKi 3acobu, wo BnaveBatoTb Ha LIHC, MOXyTb 3MiHIOBaTM HaBUYKM KPUTWMYHOIO
CY[PKEHHS, MUCNEeHHA abo MOTOpPWMKW. [lauieHTiB cnif nonepemkaTv Mpo HeobXigHICTb YTPUMYBATUCh Bif KepyBaHHSA aBTOMO6GifieM abo poboTy 3 IHLIMMU

MeXaHi3MaMu 40 HabyTTs BNEBHEHOCTI, LU0 NiKyBaHHA HYBiMK1IoM® He UNHUTUME LLKiJ/IMBOTO BMIMBY Ha IXHIO 34aTHICTb /10 TaKOi AisNbHOCTI.

Cnocib 3acTocyBaHHA Ta [03W.

HyBimxun® cnig npusHayaTh natieHTam TiflbKy NicNs PpeTeNbHOT OLLiHKU TXHBOT HaIMiPHOT COHNMBOCTI i BCTAHOB/EHHS AiarHO3y OCHOBHOIO pO3/ady HapKOMencit,
COAIC abo XICIIP BignoBifHO A0 [AiarHOCTUYHUX KpuTepiiB MidXHapoAHOT Knacudikauil posnagis cHy (ICSD) abo [iarHOCTUYHOrO i CTaTUCTUYHOIO
KepiBHMLTBA 3 NcuxiaTpuyHnx xBopob (DSM). Taka ouiHKa 3a3BMYail BK/KOYaE 36ip MOBHOMO aHaMHe3y Ta MeAWMYHWIA Ornag i 4oAATKOBO MOXe OyTW [OMOBHEHA
nabopaTopHMMK TecTamn. [esiKi NauieHTV MOXYTb MaTh Oinblue OJHOro po3nagy CHY, SKi CNpusOTb HaAMIpHIA coHnmBocTi (Hanpuknag COAIC i XIMCIP
0fHOYaCHO B OAHOrO0 NaLieHTa).

HyBi,q>K|/|n® MOXHa NpuiMmaTiy i3 Xxeto abo HesaneXxHo Big nNpuiioMy iXi. MpoTe 3acToCyBaHHA Npenapary 04HOYacHO 3 NPMIOMOM XKi MOXKe BiZICTPOYYBaTIN NOYaTOK
oro Aii, a TaKoX NPOMOHIyBaTK 0o Aito (AnB. po3ain «PapMakoKiHETNKA. BCMOKTYBaHHS. BuB iXi»).

LLL06 YHUKHYTW 3aTPUMKK NoYaTKy aii, HyBimpkun® cnig npuiimatin HaTlwe.

NikyBaHHs HyBigpknnom® Mae nounHaTV i KOHTPO/OBATM NiKap i3 BiANOBIAHUM [OCBIfIOM NiKyBaHHS PO3NafiB CHY, KW Mae AOCTYM [0 AiarHOCTUYHKX 3ac06iB
nabopaTopii AOCNIAKEHHS CHY.

Hapkonencis

PekomeHzaoBaHa Ao3a HyBipkuny® natieHTam i3 Hapkonencieto ctaHoBUTb 150 Mr a6o 250 mr 1 pa3 Ha 406y BpaHLii.

CuHApom 06CcTpYyKTUBHOTO anHoe/rinonHoe cHy (COAIC)

Mpu COAIC HyBimkun® He nokasaHuii 41 NiKyBaHHS OCHOBHOFO 3aXBOPIOBAaHHA. SKLIO Ans NallieHTa MigxoAuTb Tepanis MeTofoM MOCTiiHOrO MO3UTUBHOIO
TUCKY B auxanbHuX wnaxax (CPAP-Tepanis), cnif AoKnagatv MakCUManbHUX 3ycunb ans 3actocyBaHHA CPAP-Tepanii NpoTArom ageksaTHOro nepiogy yacy Ao
noyaTKy 3acTocyBaHHs HyBimxkuny® npu HagmipHiii coHnmeocTi. Mpu 3acTocyBaHHi HyBigpkuny® ak gonosHeHHs Ao CPAP-Tepanii naLieHTa c/if 3a0XouyBaTii 10
3acTocyBaHHs CPAP-Tepanii i nepiognMyHo nepeBipsaTY A0TPUMaHHS pexxumy CPAP-Tepanii. Y A0CHiIKeHHSX 3acTocyBaHHs HyBimkuny® 6yno BUSBNEHO CnabKy



TEH/AEHLi0 10 3HVKEHHS BUKopucTaHHs CPAP-Tepanii i3 yacom (cepeHE 3HWKEHHSI Ha 18 XBUMMH Y MaLlieHTiB, AKi 3acTocoByBain HyBigpkun®, nopiBHaHO 3i
3HVDKEHHSIM Ha 6 XBUIMH Y NauieHTiB, AKi npuiiMany nnauebo, npu cepeaHbOMY BUXigHOMY 3aCTOCYBaHHI 6,9 roAnHM 3a Hiv).

PekomeHzoBaHa fo3a Hysigpkuny® ans nauieHTiB i3 COAIC cTaHoBUTL 150 Mr a6o 250 mr 1 pa3 Ha 106y BpaHLi. Y nauieHTiB i3 COAIC 1o3u [0 250 mr/go6y,
3aCTOCOBaHi SK pa3oBa [103a, NepeHocunncb fobpe, NpoTe BiACYTHI 04HO3HAYHI JaHi, WO Taki 103K Jal0Th [04aTKOBY KOPUCTb NOPIBHAHO 3 03010 150 mMr/ao6y.
XPOHiYHe NopyLUeHHs CHY (BHACNiAO0K po3nagy LMKy «COH — 6aibopiCTb») NpW No3MiHHIA po6oTi (XMCIP)

PekomeHzaoBaHa ao3a Hysimpkuny® ang nauieHTis i3 XMCIP cTtaHoBMTL 150 Mr Ha 06y NPMGIU3HO 3a 1 roAnHY A0 NnoyaTKy po6oyoi 3MiHM.

Llo3n Ans okpemMux rpyn nayieHTiB

No3y Hysimkuny® cnif 3HWKyBaTW NaLieHTam 3 TSHKKUMU NOPYLUEHHAMMN YHKLiT nedviHKu 3 a60 6e3 Lypo3y. Ha cborofHi HeoCTaTHLO AaHMX 00 PEKOMEHAALLi
3 no3yBaHHs HyBimkuny® (apmoaadiHiny) 3a1exHo Bif CTYNeHs ypaxKeHHs NeviHKu.

Ha cborofHi HegocTaTHLO iHAOPMAaLLiT ANs BU3HAYEHHs Ge3neKn i edheKTUBHOCTI 3acTocyBaHHs HyBimkuny® (apmopgadiHiny) nauieHTam 3i cnabkumm, noMipHUMU
ab0 THKKMMU MOPYLUEHHAMM PYHKLIT HUPOK.

Y naujieHTiB NiTHLOrO BiKy BMBEAEHHA apMogadiHiny i noro metaboniTie MoXxe ByTun 3HUKEHEe BHACNILOK BiKOBMX (hakTopiB. BignoBigHO, Ans Takux NawieHTiB chij,
PO3NIAHY TN 3aCTOCYBAHHS HUMXKUMX 03 | MPOBOANTY PETENIbHUIA MOHITOPUHT TX CTaHy.

aiTn.
HepocTaTHbO JaHUX LWOAO ePeKTMBHOCTI Ta 6e3nekn 3acTOCyBaHHSI npenapaTy AiTAM. Y nauieHTiB-fAiTel, aKi oTpuMyBanv MofadgiHifi, cnocTepirainca TsxKKi
BUCMNaHHSA. ApMogadiHin He 3aTBepAKeHWI ANa 3aCTOCYBaHHSA AiTAM 3a 0y/b-AKMNX MOKa3aHb.

Nepeno3yBaHHA.

Y KniHiuHux pocnimkeHHsx Hysimkuny® He nosifomnsnocs npo Bunagky nepefos3yBaHHs. CUMNTOMU nepefo3yBaHHs HyBimkuny®, iMOBIpHO, aHanorivHi
CUMMTOMaM repeao3yBaHHA MogadiHiny. CUMATOMM Mepefo3yBaHHA Y KNIHIYHUX AOCNIIKEHHAX MOAaiHiNy BKIOYanM 30ymKeHHA abo axuTalito, 6e3COHHS i
cnabke un NomipHe NiABULLEHHSA reMOoAVHaMIYHMX NapameTpiB.

Ha ocHOBI nocTpeecTpauiiHOro Aocsigy Ans MogadiHiny He NOBIAOMASNOCA NPO BUNAAKN CMEPTENIbHOrO nepefo3yBaHHA OAHUM MogadiHinom (gosm go 12 r).
Mepefo3yBaHHS NMpy NpUiAoMi 6araTboX /iKaPCbKMX 3aco6iB, BK/OYarouM MofadiHin, npu3BoAMN0 A0 NeTafbHMX Hacnigkis. CMMNTOMM, WO HalvacTille
CYNpPOBOLXYHOTb Mepefo3yBaHHs MOAaiHINIOM, OKpeMo abo y KOMGIHaLiT i3 IHWKXMK npenapaTaMu: 6e3COHHSA, CUMNTOMU 3 BOKY LIeHTpa/ibHOT HEPBOBOI CUCTEMMU,
Taki SK HECnoKil, Ae3opieHTauis, CnayTaHICTb CBIAOMOCTI, 30YMKEHHS i rantoumHauii, CMMNTOMM 3 6OKY TPaBHOMO TPaKTY, Taki SiK HyfdoTa i Aiapes, i cumnToMm 3
60Ky CcepLeBO-CYAUHHOT CUCTEMW, Taki AK Taxikapais, 6paavkapgis, rinepTeHsisa i 6inb y rpyasax. CUMOTOMM, WO HalvacTille CynpoBOMKYHOThL Nepeao3yBaHHs
apmogadiHinom, okpemo abo y KoM6iHaLii i3 iHW1MY npenapaTamu: Tpueora, 6e3COoHHS | AUCMHOE.

CneundiyHnii aHTMaoT ans Hysimpkuny® BigcyTHiid. Mpy nepeno3yBaHHi HeOGXiAHO 3aCTOCOBYBATY B MepLUy Yepry CUMNTOMATUYHY Tepanito 3 BUKOPUCTAHHSAM
CepLeBo-CyANHHOI0 MOHITOPUHTY. BiACYTHI faHi Wo40 KOPUCTI Aianisy, MiAKUCNEHHS Y NiLNYXYBaHHA Cedi 419 NOCUIEHHA BUBELEHHSA NIKApPCbKOro 3acoby.

Mo6iuHi peakuii.

COAI'C, XTICIIP i Hapkonencis

Be3sneky 3acTocyBaHHsa HyBimkuny® ouiHoBaM y JOCNipKEHHI 3a y4acTio noHaz 1100 nauieHTis i3 HaAMIpHOK COHNMMBICTIO, acoLifioBaHoto i3 COAIC, XMCIMP i
HapKO/encieto.

Y nepeapeecTpaLiiHuX KOHTPOMbOBAHUX KNiHIYHUX JOCNIAKEHHAX HABiNbLLI YacTUMM NOGIYHUMM peakLisaMm (= 5 %) y naLieHTiB, fKi 3acTocoByBanin HyBimpkun®,
L0 3yCTpiYaINCS YacTille, HXX Y nayieHTiB, SKi 3acTocoByBan nnauebo, 6ynu ronoBHUin 6inb, HY[0Ta, 3anamopoyeHHs Ta 6e3COHHSA. Mpoginb NoBIYHMX peakLiii
6yB NOAIGHNIA y BCIX AOCNIIKEHHSX.



Y nepeapeecTpaLiiHnX KOHTPOMbOBAHMX KNiHIYHUX AOCAIMKEHHAX 44 i3 645 nauieHTiB (7 %), ki oTpumyBann Hysimpkun®, npunuHUAM npuiiom BHACiAOK
No6IYHNX peakLi, NOPIBHAHO 3 16 i3 445 (4 %) nauieHTiB, SKi NpuiiMany nnaue6o. HainbinbLL YacToH NPUYMHOK NPUNMHEHHS NPUItOMY NpenapaTty 6yB rON0BHWUI
6inb (1 %).

YacToTa y KOHTPO/IbOBaHUX LOCIAXKEHHAX

Y Tabnuui Hk4Ye (Tabnuua 1) HaBeeHO MOGIYHI peakLil, WO crnocTepiranmcs i3 4acToTor 1 % abo BuLle i 6ynm 6ifbll YaCTMMK Y NaLieHTIB, SKi 3aCTOCOBYBa/N
HyBipknn®, nopiBHAHO 3 NaLjieHTaMu, SKi 3aCTOCOBYBaNN NaLe6o, y NepeapeecTpaLiniHuX KOHTPOMbOBAHMX KNiHIYHUX JOC/IPKEHHSX.

Oco6a, WO npu3Hayae MikapCcbKWin 3aci6, Mae yCBiOM/IIOBATH, O MOKA3HUKW, HaBefeHI HKYe, HE MOXHA 3aCTOCOBYBATW AJ1 NepefdayeHHs YacToT! NOGIYHUX
peakLii y Xog4i 3Bu4aliHOi MeUYHOT NPaKTUKK, e XapaKTePUCTUKN NALIEHTIB Ta iHLWI (haKTopu MOXYTb BigPI3HATUCA Bif TaKMX MNif Yac KNiHIYHUX JOCNigpKeHb. Tak
camo, HaBefleHy 4acTOTy He MO)KHa MPAMO MNOPIBHIOBATW i3 MOKa3HMKaMM IHLIUX KAIHIYHMX LOCNIMKeHb, AKi BKIHOYalOTb iHLWIE NiKyBaHHSA, KOpUCTyBadiB abo
pocnigHukie. TpoTe 03HallOMNeHHS i3 Ui€l0 iH(opmalieto aae ocobam, WO MNpPU3HaYaloTb NiKapCbKMIn 3aci6, OCHOBY [Ans OLUIHKM BIAHOCHOrO BM/UBY
(hapmakonoriyHmx i HepapMakonoriyHMX PakTopiB Ha HaCTOTY NOGIYHMX peakLiil y [OCNiLKYBaHIN rpyni nawieHTiB.

Tabnuus 1
MoGiyHi peakuii, NoB’A3aHi i3 NiKyBaHHAM, fKi 3ycTpivasmcs 3 4acToTor 1% abo Buule NpU NPoBefeHHI Mnaueb0-KOHTPONbOBAHUX KNIHIYHUX A0CNIIKEHb*
3aCTOCYBaHHS
Hysigpkunny® (150 mr i 250 mr) npu COATC, XICIIP i Hapkonencii y napanebHux rpynaxt

Knac cuctemu opraHis Hysipkun® Mnaue6o
(%, N = 645) (%, N = 445)
3 60Ky cepus
ManbniTayis 2 1
3 60Ky  LUIYHKOBO-KMLLKOBOIO
TpakTy
HypoTta 7 3
[Oiapes 4 2
CyxicTb y poTi 4 1
Ancnencis 2 0
Binb y BepxHix Bigainax 2 1
XnBOTa
3anop 0
bntoBaHHA 1 0
PifKi BUNOPOXKHEHHS 1 0
3aranbHi po3nagnm Ta peakuil y
MicLi BBEIEHHS
BTomntoBaHiCTb 2 1
Cnpara 1 0
["punonogi6éHi cumnTomMu 1 0
Binb 1 0
[Mipekcis 1 0




3 60Ky iMYHHOT cMCTEMM
Ce30HHa anepris

3 60Ky nabopaTOpHMX
MOKa3HWKIB Ta pe3ynbTaTiB
06CTeXKEHb
MigBULLEHHS piBHA
ramma-rniytaminTpaHchepasn
MigsuwieHHs UCC

3 6oky wmeTabonismy Ta
XapyyBaHHs

AHopekcis

3HWXEHHA aneTuTy

B

o O

3 60Ky HepBOBOT CUCTEMU
"0N0BHWIA 6iNb
3anamopoyeHHs
Posnaawn yBaru
Tpemop
MirpeHb
MapecTesisa
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3 6OKY MCUXikm
be3CoHHA
TPVBOXHICTb
[Oenpecis
AxnTauis
HepBo3HicTb
MpUrHiveHnin HacTpiin

PR ERNAMO

OO OOr

3 BOKY HMPOK Ta Ce4yoBWBIAHUX
LUNAXIB
Moniypis

3 BOKy pecnipaTOpHOI cucTemu,
opraHiB rpygHoi KniTkM Ta
CepefoCTiHHA

AuncnHoe

3 60Ky LWKipM Ta NigWKIpHOI
TKaHVHM
Bucun
KoHTaKTHUIA gepmaTuT
MigsuiieHe

RN

o oo




NOTOBUAINEHHS |
* YoTupw MoABiliHi cnini nnaue60-KOHTPONboBaHi KNiHiYHI AocnigpkeHHs 3acTocyBaHHS npenapaty npu COAIC, XICIP i Hapkonencii; yactoTa OKpyr/ieHa A0 HabAMXYoro Linoro yucna.
BK/OYEHO TiNbKK No6iYHi peakLil, yacToTa KX Npy 3acTocyBaHHI HyBimxuny® BuLLa, Hixk Npu npuitomi nnaue6o.
ly TabNWLLi He HaBeAeHO NOGiYHI peakLii, YacToTa AKUX Npu 3acTocyBaHHI Hysigxknny® 6yna wioHaimeHLe 1 %, npoTe AopiBHIOBaIa a60 6yna MEHLLIOKO 3a TaKy npu npuitoMi niaue6o. Lli peakuii
BK/IOYANN: 3AYTTH KMBOTA, 6inb y rpyaax, OPOHXIT, HA30(apWHIiT, CUHYCUT, iH(eKUii BepxHiX AuxXanbHUX LWNAXiB, MigBULLEHHA PIBHA anaHiHaMiHOTpaHC(epasn, MifBULLEHHS PiBHS
acrapTaTamiHOTpaHcgepasm, apTpanrito, 6ib y CNvHI, opodapuHreanbHWiA 6iflb, Kallesnb i FinepTeH3ik.

[10303a1e>KHICTb NOGIYHMX peaKL il

Y nepeapeecTpaliiHNX KOHTPOMbOBAHMX KNiHIYHUX JOCNIMKEHHSAX, L0 nopiBHIOBaIM A03u 150 mr/aoby i 250 mr/no6y Hysimkuny® i nnaue6o, [0303aneXHWii
XapaKTep Nnokasaaun TiflbKW Taki No6iYHI peakuii: rofoBHUIA 6inb, BUCWI, Aenpecis, CyXicTb Y poTi, 6e3COHHA | HyaoTa. [10AaTKOBY iH(hopMaLlito HaBefeHO Y Tabnumui
2.

Tabnuus 2
UacToTa [0303aneXHNX, NOB’S3aHMX i3 NiKyBaHHAM MOGIYHMX peakuil mpy NpoBeAeHHI MNaue60-KOHTPONbOBAHUX KNiHIYHMX A0CAIAKEHb* 3aCTOCYyBaHHS

Hygigpkuny® (150 mr i 250 mr) npu COAIC, XICIIP i Hapkonencii y napanenbHuxX rpynax

Knac cuctemm Hysigpxun® Hysimpxun® Hysimpxun® Mnaue6o
opraHis 250 mr 150 mr KOMOiHaL, s (%)
(%) (%) (%) N =445
N =198 N =447 N =645
3 60Ky LLNYHKOBO-KMLLIKOBOTO TPaKTY
HypoTta 9 6 7 3
CyXiCTb Y poTi 7 2 4 <1
3 60Ky HepBOBOT CUCTEMU
["0M10BHWI 6iflb 23 14 17 9
3 6OKY MCUXiKM
be3CoHHA 6 4 5 1
[Oenpecis 3 1 2 <1
3 60Ky LUKipK Ta NigLWKipHOT TKaHUHK
Bucun | 4 | 1 | 2 | <1

* YoTupK noggiiiHi cnini nnaue60-koHTPonboBaHi gocnigpkeHHs npu XIMCIP, COAIC i Hapkonencii.

3MiHN OCHOBHWUX NOKA3HWKIB YXUT TEAISNbHOCTI OpraHiamy

MOHITOPUHT apTepiaibHOro TUCKY Y nepeapeecTpaLimHNX KOHTPOMbOBaHMUX AOCNIMKEHHAX 3acTocyBaHHA npenapaty npn COAIC, XTCIP i Hapkonencii nokasas
He3HaYHe MiBULLEHHS CepeJHbOro CUCTOMIYHONO i [iaCTONIYHOro apTepialbHOro TUCKY Y MalieHTiB, fKi 3acTocoByBanv HyBimkun®, nopiBHAHO 3 naljieHTamu, AKi
npuiimany nnaue6o (Big 1,2 Ao 4,3 MM pT. CT. Y Pi3HUX eKCepUMEHTaNIbHMX rpymnax). TakoX He3HaUHO Ginblia YyacTKa NalieHTiB, siki 3acTocoByBain HyBigpkun®,
noTpebyBasia NPU3HAYEHHS aHTUTIMNEPTEH3NBHMX 3ac00iB ab0o 30i/bLUeHHS [03YBaHHA aHTUTINEPTEeH3MBHUX 3aco6iB (2,9 %) y MOpPIBHAHHI i3 nauieHTamu, AKi
m 3acTocoByBanv nnauebo (1,8 %). Y nepegpeectpayiiHUX KOHTPONbOBAHUX AOCNIKEHHSX 6YN0 BUSBNEHO Mase, NpoTe cTabiflbHe cepefHE MiABULLEHHS
4aCTOTW MY/NbCY MOPIBHAHO 3 MaLiieHTamu, Lo npuinmanu nnaue6o. Lie nigsuieHHs konueanocsk Big 0,9 fo 3,5 yaapy Ha XBUNKHY.

MocTpeecTpaLiiHuii AOCBIf,




Hwxye BUKNaieHo NoGiuHi peakwii, Lo 6y 3adikcoBaHi Mif Yac NocTpeecTpaliiHoro JocBify 3actocyBaHHs Hysimkuny®.

3a yacToTOor No6IYHI peakLii po3nogineHi Ha Taki KaTeropii: gy»xe yacto (= 1/10); yacto (= 1/100, < 1/10); HeyacTo (= 1/1000, < 1/100); pigko (= /10000, < 1
/1000); ay>ke pigko (< 1/10000); HeBiZOMO (HEMOXX/IMBO OLIHATK 3@ HAABHUMW JaHUMW).

3 60Ky cepud. YacTo: nanbnitauis; gyxe pifko: CyrnpaBeHTPUKYNAPHA apuTMIs, IHapKT MioKapaa.

3aranbHi po3nagun. YacTo: BTOM/IOBaHICTb, FPUMNonoAibHi cumnTomu, 6inb, Nipekcisa, cnpara; pigko: aHoManbHi BiguyTTs, ApaTiBNMBICTb.

3 60Ky IMyHHOT cMcTemMun. YacTo: ce30HHa anepris; Ay>ke pifKo: rinepyyTamBICTb A0 NiKapcbKoro 3acoby, aHaginakcis.

3 60Ky HepBOBOT cUCTEMU. [ly>e 4acTo: rofIoBHUI 6iNb; YaCcTO: 3anaMOPOYeHHSs, PO3/1afn yBaru, MirpeHb, Napecrtesis; Ay>Xe pigKo: CyaoMu.

3 60Ky ncuxikn. Yacto: TPUBOXHICTb, Aenpecis, axuTauis, NPUrHiYeHWn HacTpiii, Ge3COHHA, HEepPBO3HICTb; AYXKEe PIiAKO: rantouuHauii, rHiBAUBICTb, arpecis,
NniKapcbKa 3aNeXHICTb, NCUXOTUYHWIA po3nag, cyiumaanbHi AyMKKU, cnpoba cyiuuay; HeBiAOMO: MaHis.

3 60Ky pecnipaTOopHOT CUCTEMM, OpraHiB rpyAHOT KNiTKKU Ta cepefoCTiHHSA. [lyXKe pigKo: BiAvyTTS 30aBNHOBaHHA Y rop/i, HabpsK ropTaHi.

3 BOKY LUTYHKOBO-KMLLKOBOTO TPakTy. HeBifloMO: B1pa3Ky B POTOBI MOPOXHUHI (Y TOMY YMCAi MyXMPi Ta BUPA3KU CIM30BOI 060/IOHKN POTOBOT MOPOXKHUHN).

3 6OKY LUKipW Ta NiALWKIPHOI TKaHWHW. YacTo: BUCKN, KOHTaKTHUIA AepMaTuT, NigBuLLeHe NOTOBUAINEHHS; AyXe piako: cuHapom CTiBeHca — DKOHCOHa, anonewis;
HeBIZOMO: MeANKaMeHTO3Ha peakLisi 3 e03MHOMINIEND Ta CUCTEMHUMK CUMNTOMAaMMU.

TepMiH NpMAATHOCTI. 3 POKMK.
YMmoBu 36epiraHHsA. 36epiratv npy Temnepatypi HMx4Ye 25 °C, He 0X0N04KyBaTabo He 3aMOpoXKyBaTU. 36epiraTti y HeJOCTYNHOMY ANs AiTein Micui.

YnakoBka. o 7 Tabnetok y 6nictepi, no 1 6nictepy y kopobui (ans tabnetok no 150 mr ta 250 mr); no 10 Tabnetok y 6nictepi, no 3 6nictepu y kopobui (4na
Tabnetok no 50 mr, 150 mr Ta 250 mr).

Karteropis Bignycky. 3a peLenTom.
Bupo6bHuk. MNJTIBA Xpsartcka 4.0.0.

Micue3HaxomKeHHs BUPOOHMKa Ta agpeca Micusa NPoBafpKeHHS 0ro AisifIbHOCTI.
Mpina3 6apyHa Pininosmya 25, 10000 3arpeb, Xopsaris.



