IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

Hysimxun®

(Nuvigil®)

Cknao:
ditoua pevosuHa: apMmonadiHis;
1 Tabnetka mMictTuTth apmopadininy 50 mr ab6o 150 mr, a6o 250 wmr;

0onoMidCHI peuoBUHU: TAKTO3W MOHOTIPAT, IIe/Ii0/103a MiKpOKpUCTaIigYHa, KpoxXxMailb
IpexenaTuHi30BaHUM, MOBiMOH K29/32, HaTpito KpocKapMeso3a, MarHito creapar.

Jlikapcbka ¢popma. TabneTku.
OcHosHI (i3uko-xiMiyHi 81acmusocmi.

Tabnerku mo 50 Mr: Kpyrii, Big 6inoro go Maixke 6inoro Kojabopy TableTKu 3 TUCHEHHSIM | 3 ogroro
6oky Ta «205» 3 iHmoro GOKY;

TabneTky mo 150 MT: oBasbHi, Bif 6imoro mo Maixke 6isToro KONMbOPy TabIETKHU 3 TUCHEHHSIM %] 3
omHOro 60Ky Ta «215» 3 iHimoro OOKY;

tTabneTku mo 250 Mr: oBajbHi, Bif 0inoro mo mMatizke 6i10T0 KOJIbOPY TabNETKYU 3 TUCHEHHAM %] 3
omHOTO 60Ky Ta «225» 3 iHmoro 00Ky.

dapMakoTepaneBTHYHA rpymna. 3acobu, 1110 Ail0Th Ha HEPBOBY cucTeMy. [IcuxoaHanenTUKHY.
[TcuxocTUMYNATOPH, 32C0O0H, 1110 3aCTOCOBYIOTHCS IIPU CUHAPOMI NedilluTy yBaru 3 rinepakTUBHICTIO,
Ta HOOTPOIIHI mpenapaTtu. CUMIIaTOMIMETHKHY IIeHTPaIbHOI mil. Apmomadini.

Komg ATX NO6B A13.

Papmakono2iuHi e1acmueocmi.
dapmakoOuHamika.
Apmopadinin - ue (R)-eHanTioMmep Mopmadininy, skuit € cymimmmo 1:1 (R)- i (S)-eHaHTiOMeDiB.

MexaHi3M, 3a KUM apMofadiHin cipusie migTpuMaHHIO CTaHy 6agbopoCTi, HeBimoMuit. ApMopmadinin
Mae (hapMaKOJIOTi4yHi BIaCTUBOCTI, aHa/IOTi4yHi MofadiHiny, BiATIOBIIHO OO0 Pe3yIbTaTiB AOCIIXKEHb Y



TBapUH 1 JociifxKeHs in vitro. (R)- i (S)-eHaHTioMepH YUHATH OOHAKOBY (hapMaKOIOTiuHY Hif0 y
TBapHH.

His apmopmadininy i Momadininy, 110 3yMOBIIIOE MiATPUMAaHHS CTaHy 0agbopoCTi, momiOHa mo mil
CHMIIAaTOMiIMETHYHHUX 3ac00iB, BKII0Yaouu ampeTaMin i MeTundeHigar, xoda ixHi# ¢hapMaKoIOTiyHUN
mpodink Bigpi3HsIeThCS Bif ITPOQinio IUX CUMIAaTOMIMETUYHUX aMiHiB.

Apmopadinin - 11e HenpsIMUM aroHict modamiHOBUX penenTopiB. AK apmomadiHin, Tak i MogadiHin in
Vitro 3B’SI3yI0ThCS i3 IEPEHOCHUKOM f0(aMiHy i IPUTHIUYIOTh 3BOPOTHE 3aXOIIeHHS modaminy. s
MopadiHiny 118 akTUBHICTH Oyj1a 1MOB’g3aHa in vivo 3i 3poCTaHHSM M03aKJIiTHHHUX PiBHIB fodaMiHy y
IessKUX 30HaX MO3KYy TBapHH. Y TeHETUYHO MOU(IKOBaHUX MUIIEH, ¥ SKUX OB BiICyTHi
notdaminosuit nepenocuuk (DAT), MomadiHin He CIPUUMHSAB CTaHy 6aIbOPOCTI, 0 CBITUYUTH
IIpo Te, 110 1S mis 3amexuTh Big DAT. [IpoTe edeKT cupusiHHS cTaHy 6aabOpPOCTi,
3yMOBJIeHUU MofadiHiioM, Ha BiIMiHY Bifl edeKTy amMmdeTaMiHy, y IIypiB HE HiBEIOBAaBC
aHTaroHicToM HogaMiHOBUX PELeNTOPiB ranomnepumoaoM. OKpiM Toro, iHTi0iTOp CUHTE3Y
nodaMiny anbda-MeTUNI-I-TUPO3UH OJ0KYE [it0 aMmdpeTaMiny, IpoTe He O6JI0KY€E JIOKOMOTOPHY
aKTUBHICTh, BUKJIMKaHy MofgaQiHiIOM.

Oxkpim edekTy 6agbOPOCTi i MigBUIIIEHHS TOKOMOTOPHOI aKTUBHOCTI Y TBapuH, Mofadinin Moxe
YUHUTHU [ICUXO0AKTUBHY i e(POPUUHY [il0, 3MiHU HACTPOIO, BiAUYTTiB, MUCJIEHHS i €MOIIill, TUIIOBI OIS
inmmx ctuMynsatopis LHIHC y moguan. Mopadinin Mae migKpinio0di BIaCTUBOCTI, K Lie I0Ka3ye
CaMOCTiVHe 3aCTOCYBaHHS IIpelapaTy y MaBll, IKUX IIOIepefHb0 HaBYUJIM CaMOCTIMHO 3aCTOCOBYBATH
KOKaiH; MomadiHin 6yB 4aCTKOBO BU3HAYEHUM SK MOMIOHUM O CTUMYJISITOPA.

dapmakokiHemuka.

[Ticns 3acTocyBaHHS OOHOPa30BOi i 6araTopa30BuX IepopaabHUX 003 apMonadiHin geMoHCTpYe
TiHINHY, He3aJleXHy Bif Yacy KiHeTUKYy. [ligBUIEHHS CUCTEMHOI eKCII03HUllil IPOTIOpIliliHe y
miama3oHi mo3 Big 50 mo 400 wmr. ITicms 12 THXKHIB 3aCTOCYBaHHS JTIKAPCHKOTO 3aC00y He
CIIOCTepiranocs 3ajekHol Bif 4acy 3MiHM B KiHeTHIli. OueBUIHUY PiBHOBaXXHUYU CTaH apMopadiHiny
nocsAraBcd Iicid 7 OHIB 3aCTOCyBaHHA. [Ipy piBHOBaXKHOMY CTaHI CUCTEMHA €KCII03ULisA
apMmopadininy y 1,8 pasa nepeBuinye eKCIO3UIIi0 Mic/Is 0MHOPa30Boi fo3u. [Ipodini KoHIEHTpallis-
yac 14 (R)-eHaHTioMepa Iicig 3aCTOCyBaHHS OMHOPa30Boi 7o3u 50 Mr HYBiII}KI/IJ'[y@ a6o 100 mr

penapary Modavigil® [Momadinin, 1:1 cymim (R)- i (S)-enanTioMmepiB] mpakTUYHO 30iranucs.
[Tpore C,,,, Ta AUC, . apmopnacdiHiny y piBHOBaKHOMY CTaHi Oy BUIUMU BifmoBigHo Ha 37 % i 70 %
micns nputiomy 200 Mr HyBimxumy® mOpiBHSHO 3 BiNOBITHAMY 3HaYEHHAMH OJ1s MopadiHiny micis
3actocyBanHs 200 Mr MopmadiHiny BHACIINOK IIBUAIIOrO KilipeHcy (S)-eHaHTioMepa (mepiof
HaliBBUBEOEeHHS OTM3bKO0 4 TOOUH ) Y MOPiBHSAHHI i3 (R)-eHaHTiOMEPOM.

BcmoxkmyeaHHA

Hysigxun® IMBUOKO BCMOKTYETHCS ITICIIS TIEPOPATIBbHOTO 3aCTOCYBaHHS. AGCOMIOTHY
nepopanbHy 0i0lOCTYIIHICTh BU3HAYUTH HE BOAJIOCh Yepe3 HEPO3YMHHICTh apMogadininy y
BOfIi, II10 POOUTL HEMOXKJIMBUM BHYTPIIITHbOBEHHE BBEIEHHS.

Bonus ixi

BrnuB ixi Ha nepopainbHy 6iofocTynHicTs HyBigKumny® BBaxka€eThCA MiHiMalIbHAM; IPOTe Hicns
IPUAOMY IXi Yac JOCATHEHHS MiKoBoi KoumeHTpariii (T,,x) MoXKe 30inbImuTiCS Ipubiu3Ho Ha 2-4

roguHu. OCKibKY MOAOBXKEeHHS T, .. TaK0X IIOB'si3aHe i3 OiIblI Ni3HIMU NiIBUIIIEHUMHA

max



KOHIIEHTPAI[iIMU Yy TIJIa3Mi, IPUIOM 1XKi MMOTEHI[INHO MOXKe BIIJIMBAaTH Ha MOYaTOK i
TPUBAJICTh (apMakosoriunol mil Hysimxuny®.

Po3nodin

Hysimxun® Mae ysaBHuE 06’€M po3mnofiny npubnusno 42 1. [aHi mpo 3B’s13yBaHHsA apMomadiHiny i3
IIpoTeiHaM¥ Iy1a3Mu BigcyTHi. [IpoTe MopmadiHin moMipHO 3B’43y€THCS i3 MpOTEiHAMMU I1Ia3MHU
(6u3pK0 60 %), mepeBaxkHoO 3 anbOymigamu. IToTennian B3aemopii Hysimxuny® 3 miKapchbKUME
3acob6aMu, IKi aKTUBHO 3B’SI3yIOTHCS 3 IPOTeIHaMU, BBaKA€ETLCA MiHIMaTbHUM.

Memab6oaizm

IaHi in vitro Ta in vivo 0Ka3yo0Th, 10 apMoaadiHi MIPOXOAUTE TiAPOJiTUYHE Ae3aMiHyBaHHS, S-
OKUCJIEHHS i TIPOKCUIIIOBAaHHS apOMaTUYHOTO KiJIbIld i3 ITOAAIBIIO ITII0OKYPOHIIHOK KOH T0rali€to
TiOPOKCHIIbOBAHUX CIIOIYK.

AMigHuU# Tifponi3 € eIMHUM HaWOiIbIl BaXKTUBUM LIUITXOM MeTa0oJIi3aMy, a IpyTuil 3a 3HAUEHHSIM -
11e YTBOPEHHS CyNbpoHy dyepe3 uuToxpoMm P450(CYP)3A4/5. [HII TpogyKTH OKUCIEHHS in Vitro
YTBOPIOIOTHCS 3aHAITO MOBINBbHO, 1100 BU3HAUMTH BifIIOBiganbHi 3a HUX epMeHTH. TiNbKu IBa
MeTaboJIiTH HOCSIralTh 3HaYHOI KOHIeHTpalii y mma3mi [(R)-Mogadininy Kkucnora i Mogadininy
cynbQoH].

Hani mpo posmopin, Meta6oiaM i BuBenenns: Hysimxuny® BincyTsi. [IpoTe MomadiHin eniMiHyeThCS
nepeBaXxHO IUITX0M MeTabomi3aMy y neuinti, i menne 10 % BUXigHOI CIIONYKY BUOINSETHCSA i3 ceUelo.
Yepes 11 gHiB micnsa 3acTocyBaHHS 003U BU3Ha4danu 81 % BUXiIHOI palioaKTUBHOCTI, TIEPEBAXKHO Y
cedi (80 % mopiBHSAHO 3 1 % y Kauni).

BusedeHHs

ITicns mepopanbHOro 3actocyBanHs Hysigxuny”® apmogadidin mokasye odeBunHe
MOHOEKCIIOHEHI[IHe 3HMXEHHs IMKOBUX IIa3MaTUYHUX KOHIIEHTpalii. OueBUgHUN KiHIeBUd t1 /2

CTAaHOBUTH 6/1M3bKO 15 romuH. ITepopanbuuit Kiiperc HyBimxumy® cranoBuTs npuGIu3Ho
33 MJI/XB.

Ocob.au8i epynu nauieHmia

Himu

d®apMaKOKiHETUKY apMonadiHiny y miTeir He JOCHiIXKyBallu.
Bik

Y kJiHiYHOMY OOCHigKeHHi CHCTeMHa eKCIo3ullis apMopadininy Oyna npubnusHo Ha 15 % Buioo y
TAIi€HTIB TTHLOTO BiKy (BikoM = 65 pokis, N=24), 1110 BifnoBigano npubnu3uo Ha 12 %
HAXKYOMY IlepopaibHOMy KitipeHcy (CL/F), y mopiBHsHH] i3 Momogummu cy6’eKTaMu (BikoMm 18-45
pokiB, N=25). CuctemHa ekcrno3ullisg apmopmadininy kucmotu (MeTaboiTy) 6yia BUIIO0 TPUOIH3HO
Ha 61 % i 73 % BigmosigHo mis C,,,, Ta AUC()-c0 Yy TOPiBHAHHI i3 MOnOAIIIUMHY CY0’EKTAMHU.
CucteMHa eKCIo3ullis cynbhoHOBOTO MeTabomiTy Oya mpubnu3Ho Ha 20 % HUXK4Ya ¥
Nalli€HTIB JIITHBOTO BiKYy MOPiBHSHO 3 MOJIOAIIMMY TMallieHTaMu. AHami3 miarpyn cy6’ekTiB
JITHBOTO BiKy II0Ka3aB, 110 Cy0 €KTH ITHHOTO BiKy = 75 POKiB i 65-74 pOKiB Manu HUKYUM
IepopaibHuY KiTipeHc BignmoBigHo nmpubnu3Ho Ha 21 % i 9 % mpoTy MOIOALMINX Cy0’EKTIB.



CepepHs KinbKicTh y KpoBi Oyna mprubau3Ho Ha 10 % Buina y cy0’ekTiB 65-74 pokiB (N=17) i
Ha 27 % Buia y cy6’ekTiB = 75 pokiB (N=7) y mopiBHsAHHI i3 Momofmumu cy6’ektamu. 11i 3MiHu He
BBAXKAalOTHCA KJIIHIYHO 3HAUYIMMU [JIS [Al[i€HTIB JIITHLOI'O BiKY, IIPOTE, OCKUIBKY OesAKi CTapIii
Nali€eHTH MaIOTh BUIy CepefHI0 KOHIIeHTpallilo apMofadiHiny y KpoBi, 41 HUX CIIifl PO3T/ISHYTU
3aCTOCYBaHHS HUXKYUX M03.

Cmamb

[MonynsauiiitHui aHami3 papMakOKiHETUKY He CBiIYUTH IIPO BIJIUB CTaTi Ha (hapMaKOKiHETUKY
apmopgadininy.

Pacosa npunanescHicms
BB pacoBoi IprHAaNekHOCTi Ha ¢papMaKOKiHETUKY apMofadiHiny He BUBYABCH.
ITopyweHHA PYHKUII HUPOK

Y mocnigxeHHi pa3oBoi go3u 200 Mr MogadiHiny TsSKKa XpOHiYHAa HUPKOBA HEIOCTATHICTE (KJTipeHC
KpeaTHHiHYy < 20 MJI/XB) He BIIJIMBaJia 3Hayylle Ha (papMaKOKiHETUKY MofadiHily, IpOoTe eKCIO3uULlis
Mopadininy kucnotu (MetabosiTy) 3pocina v 9 pasiB. IcHye HeIOCTaTHRO HAaHUX [JIg BU3HAUEHHS
Oe3neku i eeKTUBHOCTI 3aCTOCYBaHHS Hy'BiJI}KI/IJ'Iy® (apmopadininy) maiieHTaMm 3i c1abKuMH,
OMiIpHUMU a00 TSIKKUMHU PO3TagaMu HUPOK.

ITopyweHHA pyHKUII neviHKu

[TepopanbHul KinipeHc Mofadininy 6yB 3HUXKeHUY MprubIu3HOo Ha 60 % y mallieHTiB i3 Iupo3om
neuinku (kKnac B a6o C 3a YainmoM - [1'10), a KOHIIEHTpaIlid PiBHOBaXKHOT0 CTaHy Oysa yaBigi
BUILOIO 3@ IIOKA3HMKH y 3BUYAlHUX NalLieHTiB. BigmosigHo, o3y Hysimxuny® namiesaram i3
TSIKKAMU PO3JIaflaMU TIEeYiHKY CIIifl 3HUKYBaTH (AUB. po3minu «Crmocib 3acTocyBaHHS Ta
no3u», «Ocob0IMBOCTI 3aCTOCYBaHHS»). ICHYEe HEOCTATHLO JlaHUX ITPO 3aCTOCYBaHHS
Hysimxuny® (apMonadiHiny) 3a1eKHO Bifl CTYIIeHS ypaXKeHHs IeYiHKHY.

KiHiyHI doci0xCceHHA

EdexTusricTs HyBigxuny® As NOKpallleHHs cTaHy 6agbopocTi Oyia BCTAaHOB/IEHA IPU TaKKUX
po3Jafiax: CHHAPOM 00CTPYKTUBHOTO anHoe cHy/rinomnHoe cHy (COAI'C), HapKoJIencis i XxpoHiuHe
TIOPYIIeHHS CHY (BHACIIOK pO3/Iafly IIUKIIY «COH - 0aAbopicTh») Ipu mo3MiHHi# poboTi (XIICIIP).

[I7151 KO2KHOT'0 KJTIHIYHOTO OOCHiXKEeHHS ITapaMeTPOM CTaTACTHUYHOl 3HA4YYILIOCTi BBaXKald 3HaUYeHHS
p = 0,05.

CuHOpom obcmpykmugHo20 anHoe cHy/einonHoe cHy (COAIC)

EdekruBHicTs HyBimxuny® s miaTpuMaHHs cTaHy 6afbOpPOCTi y NAIi€HTIB i3 HagMipHO0
connueicTio BHacnigmok COAI'C Gyra BcTaHOBNIeHa y 12-THKHEeBUX 6araToleHTPOBUX I1alebo-
KOHTPOJIbOBAHUX MOABIMHUX CIIIMUX AOCTIAXKEHHSX ITapasie/IbHUX TPyl aMOyIaTOPHUX TAllieHTiB, AKi
BifgmoBiganu KpuTepisM MixHaponHoi Knacudikanii mopymens cHy (ICSD) mnss COAT'C (gki Takoxk
BifimoBiganu KpuTepiaM AMepUKaHCHKOI IICUXiaTPUYHOI acomialiil

DSM IV-TR).

Y nepmomy pocnipgxkerHi 3021 3aranom 395 nanienTis i3 COAI'C panpoMi3yBanu Ajis OTPUMaHHS
Hysimxuny® 150 mr/go6y, Hysimxuny® 250 Mr/mo6y a6o muane6o. [TalieHTH, SKi 3aCTOCOBYBaIK



Hysimxun®, moka3aay CTaTHCTHYHO 3HAYyIle MOKPalleHHs 30aTHOCT MifTPUMyBaTH CTaH
0agbOPOCTi MOPIBHSAHO 3 MallieHTaMu, IT0 MpuiiMany manedo, 3a BuMmipioBanHsaM TTIB (TecTy
HiATPUMKM CTaHy 6afibOPOCTi) IPX OCTAaHHHOMY Bi3UTi.

Y npyromy mocnigxkenni 3025 263 martientu 3 COAI'C 6ynu paHmoMi3oBaHi IJIst OTPUMAHHS

HYBiI[}KI/IJ'Iy® 150 mr/mo0y abo marie6o. [amienTy, ki 3acTocoByBany Hysimxkun®, BUSIBUIIN
CTaTUCTUYHO 3HAUYIIe MOKpallleHHs] 30aTHOCTI MATPUMYyBaTU CTaH 6aibOPOCTi MTOPIBHSIHO 3
HallieHTaMu, 0 IpUiiMany maiebo, 3a moka3uukamu TIIB.

B ycix mocnmimxennsax Hysigxun® He BIIMBAB Ha HiYHUHU COH, SIKMH OLIHIOBABCS 3@ JOIIOMOI0I0
mmoicoMHorpadii.

Hapxkoaencia

EdekTuBHiCcTh HyBiJI}KI/IJIy® [IJIs TOKpallleHHs cTaHy 6ailbOPOCTi y MallieHTiB i3 HaIMipHOIO
COHJIUBICTIO, aCOLIiOBAHO i3 HAPKOJIENCi€l0, BCTAHOBUTY ¥ 12-TuXKHEBOMY 06araTorieHTPOBOMY
n1a1e00-KOHTPOJIbOBAHOMY TIOABIMHOMY CIIIIOMY OCTiAKEHH] IapaieIbHUX TPyl y aMOyIaTOPHUX
NallieHTiB, SKi BiAmoBiganu KpuTtepiaM MixXHapo#HOI Kiiacu@ikalil MOpyIIeHb CHy IPU HapKOJIENCil.
3aranom 196 manieHTiB paHmoOMi3yBanu s oTpuManHs Hysimxuny® 150 mr/mo6y aGo 250 mMr/mo6y,
a6o mnaneGo. [NaienTy, sKi 3acTocoByBany HyBimxun®, BUSBUIA CTATUCTHYHO 3HAYYIIE
TIOKpallleHHs 30aTHOCTI 30epiratu ctaH 6aibOPOCTi MOPIBHSAHO 3 MallieHTaMH, IO IPUAMaIK
m1anebo, 3a nokasuukamu TII6.

Hysimxun® He BIIJIMBAB Ha HiYHWK COH, IKKH OI[iHIOBABCS 3a [OIIOMOTO0I0 IoricoMmHorpadii.

XpoHiuHe nopyweHHs CHY (8HACAIO0K po3aady UUKAY «COH - badbopicmb») npu NO3MIiHHIlU pobomi
(XTICIIP)

EdexTusricTs HyBimxuny® njs NOoKpalljleHHs cTaHy 0agbOpOCTi y Mal[i€HTiB i3 HafMipHOIO
COHNUBICTIO, acolitioBanoo 3 XIICIIP, noka3anu y 12-TuxkHeBOMY OaraTolleHTPOBOMY IIjaiebo-
KOHTPOJIbOBaHOMY IOABIMHOMY CJIIIIOMY KJTiHIYHOMY AOCTiAKEeHHI TapaiebHUX I'PYyIl. 3araaom 254
nanienty 3 XIICIIP Gymu paggoMizoBaHi A oTpuManHs Hysimxuny® 150 mr/moby a6o mname6o.
HyBigxun® He BIJIMBAB HA MeHHWI COH, SKUU OI[iHIOBABCS 3a JOIIOMOTI0I0 IOTicOMHOTpadii.

Kniniuni xapakKTepuCTHKH.
Iloka3zaHHA.

- [Ins migTpuMaHHA cTaHy 6aIbOPOCTi y MAaIli€HTiB 3 HAIMiPHOIO COHJIUBICTIO IIPU CUHAPOMi
O0OCTPYKTHBHOT'0 allTHOE CHY/TIlOMHOE CHY (4K [OIOBHEHHS [0 Tepallil MeTOAOM IIOCTiMHOTO
MTO3UTHUBHOTO TUCKY B guxanbHux muisxax (CPAP-Teparmil));

- IO JTiIKyBaHHS HafMipHOI COHJIMBOCTI, IIOB’'513aHO1 3 TOMIPHUM Ta TSXKKUM XPOHIYHUM IOPYLUIEHHSIM
CHY (BHACJIIIOK pO3/afdy LUKy «COH - 6afbOPiCTh») IPHU MO3MiHHiM PoOOTi, KOIu HepapMaKoIoTiuHi
BTPY4YaHHS € HEYCHIITHUMY ab0 HelOLiIbHUMUY;

- OIS MATPUMAaHHS CTaHy 6abOPOCTi y MAlli€HTiB 3 HAAMIPHOIO NEHHOIO COHJIMBICTIO, TIOB’SI3aHOI0 3
HapKOJIEMNCIe.



IIpomunoka3aHHs.
- l'imepuyTtnusicTh Ko Momadininy, apmomadininy abo 1o Oyop-SKUX iHIIMX KOMIIOHEHTIB IIpemnapary;

- NMiKApChKUM 3acib MPOTUIIOKAa3aHUM BariTHUM, XKiHKaM, SIKi IIJIaHYIOTh BATiTHICTh, i XKiHKaM, sKi
MOXKYTh 3aBariTHITH (IKi He BUKOPHUCTOBYIOTH e(eKTUBHI 3aC00M KOHTPAIENIlii, OUB. PO3Min
«OcobnuBocTi 3acTocyBanHs. EMOpiodeTanbHa TOKCUUHICTE»).

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

PesynbTatu in vitro mokasanu, 1mo apmopadinin cinabko iHgykye aktuHicTs CYP1A2 i, MOXIHNBO,
CYP3A 3anexHo Bif KOHIIeHTpallil Ta 000poTHO iHriOye akTuBHiCTE CYP2C19. In vivo apmomadinin
inmykye CYP2B6. Apmonadinin He BunuBae Ha inmi pepmerTtu CYP. [JoCcHigKeHHS in vitro
TIoKasaJio, 1o apmopadinin € cyocrpaTom P-rikomporeiny.

ITomeHuitiHi 83aemo0ii 3 nikapcvkumu 3acobamu, ki iH2ibyromb yu iHOyKyrOmMb i3opepmeHmu
uumoxpomy P450 abo memaboaizyrombsca idopepmeHmamu yumoxpomy P450 ma iHwumu
neviHKkosumu (pepmeHmamu

[cHyBaHHS YMCIEHHUX MIIAXiB MeTabonizmMy apMonadiHiny, a Takox Toi# GakT, 110 MeTabomiaHun
misx, He 1oB’sg3anuit 3 CYP, € Haubinbi mBUAKAM y MeTabomi3aMi apmofadininy, cBigdaTs, 110 icHye
HM3bKa MMOBIPHICTh 3HaYHOTO BIJIMBY Ha 3araibHUi papMakoKiHeTH4HuI npodins Hysimxumy®
BHacinox inrioysanus CYP mpu ogHOYacHOMY 3aCTOCYBaHHI iHIIMX JTiKapChKUX 3aC00iB.

[TpoTe uepes yacTKoOBY y4acTh pepmenTiB CYP3A y meTa6omiuniii enmiminanii apmomadininy
OOHOYACHUM mpuiioM noTyxkuuX iHAyKTOopiB CYP3A4/5 (Hanmpuknag KapbaMa3zeliny, oKCKapOa3eriy,
dbenobapbitany, dheniToiny, pudabytuny, pudaMminy i mpenapaTiB 3Bipo6oi0) abo iHTiGiTOPIB
CYP3A4/5 (manmpukiap inri6iTopiB mpoTeasu; puTOHABIPYy, iHAUHABIpY, HenpiHaBipy, CakBiHABIpY;
KJIapUTPOMILIMHY, EPUTPOMILIMHY, XJTOpaM(peHiIKOTy, KETOKOHa3011y, iTpaKoHa3011y, Heha30q0Hy,
OuITia3eMy i BepamaMiny) MOXKe 3MiHIOBaTH KOHIIEHTPalilo apMofadiHiny y mia3Mi.

Iomenuian Hysidacuny® smiHiosamu mema6oi3m iHWUX AiKAPCbKux 3acobis waaxom iHOykyii abo
npuzHiyeHHs pepmeHmis

Jlikapcuki 3acobu, w,o memaboaizyromsvca CYP3A4/5

Hawi in vitro moka3asnu, 10 MeTaboiT apMomadininy MomadiHiny cynbhoH € clabKuM iHTyKTOPOM
aktusHOCTI CYP3A. V x71iHiYHOMY [OCTiAXeHHi ofHoYacHe 3acTocyBanHs Hysimxumy® 250 mr
IIPU3BEJIO 10 3HUKEHHS CHCTEeMHOI eKCIOo3ullii Mifa3zonaMy Ha 32 % Micyig 0qHOPa30BOi TepopaIbHOl
mo3u 5 Mr i Ha 17 % micnig ogHOPa30BOl BHYTPIIIHEOBEHHOL [03U 2 MT. BinnoBifHO, piBeHb y KPOBI i
e(heKTUBHICTh JTiIKapChbKUX 3aco6iB, sKi € cyocTpatamu ¢pepmenTiB CYP3A (Hampukiag cTepoigHux
KOHTPAaLeNTUBIB, IUKIOCIOPUHY, Mifa30/1aMy i Tpra30JjiaMy), MOXKe 3HU3UTUCH MICIId T0YaTKy
OIHOYACHOTr0 3aCToCyBaHHsa HyBimxumy®, a oTXxe, Moxe OyTH HOTpiGHA KOPEKIIis HO3H.

V KIiHIYHOMY [OCTifXeHH] ofHoYacHe 3acTocyBaHHs Hysimxuny® 250 Mr i3 kap6amaszenizom 400
Mr/mo0y IpU3BeJo [0 3HUKEHHS CepeHbOl CUCTEeMHOI eKCIo3ullii KapbaMa3eminy npubau3Ho Ha
25 %. Moxe OyTu notpibHa Kopeklis qo3u KapbaMa3emniny Mpyu 0qHOYaCHOMY 3aCTOCYBaHHI 3
HysimxunoM®, 0co6IMBO Ha MOYATKy af0 Py IPUIKHEHHI OJHOYaCHOT0 3aCTOCYBAHHS IUX
JiKapChKUX 3ac00iB.



B 0KpeMoMy KJIiHi9HOMY HOCIIiIXKEeHHI OqHOYacHuH mpuitoM HyBimxkuny® 250 Mr i3 KBeTiamiHoM y
no6oBi#t no3i 300-600 Mr npu3BiB 10 3HUKEHHS CEePeOHbOl CHCTEMHOI €KCIT03UIlil KBeTialiHy
npubnu3Ho Ha 29 %. KoperyBatu go3y He moTpibHO.

IIpu npuitomi 3 HyBigKumom® piBHi MKIOCIOPHHY Y KPOBi MOXYTh 3HU3UTHUCh. IIpH OHOYACHOMY
IPUHOMI IUX JTiKapChKUX 3aC06iB CITifi KOHTPOJIIOBAaTH KOHIIEHTPAIIi0 IIMKIJIOCIIOPUHY Y KPOB i
IIPOBOLUTH BIAIOBIAHY KOPEKIIII0 JO3U LUKJIOCIIOPUHY.

Jlikapcuvki 3acobu, wo memaboaizyromucs CYP1A2

PesynbTatu in vitro mokasan, 1o apMopadinin Ta #oro metabonit Mmogadininy cynbhoH € cnabKuMu
inmykTopamu CYP1A2 3anexHo Bim KoHIeHTpaIlii. [TpoTe y KIiHiYHOMY JOCTIIKEHHi, B IKOMY
3aCTOCOBYBaJIM SIK MapKepHUM cy0cTpaT KodeiH, He BUSBIEHO 3HAYYIIOTO BIJIUBY Ha aKTUBHICTh
CYP1A2.

Jlikapcuki 3acobu, w,o memaboaizyromscsa CYP2C19

Hawi in vitro moka3any, 110 apMopaadiHin i me 6inbInoo Mipoio “oro MeTaboJiT MofadiHiny cynbdoH €
obopoTHuMY iHTiOiTOpamu akTuBHOCTI CYP2C19. V KniHiuHOMY mOCTioXKeHHi omHOYaCHe
3aCTOCYBaHHSA HyBix[}KHny® 400 mr npusBoguio o 40 % 3pocTaHHSA €KCIIO3UIlil OMeIpa3oy Iicis
OIOHOPA30BOi mepopanbHoi qo3u 40 Mr B pe3ynbTaTi moMipHOTo mpurHiueHHs aktuBHOCTi CYP2C19.
Ot1xe, Moxke OyTH MOTPiOHE 3HUKEHHS NO3U OesKUX JiKapChKuX 3acobiB, siKi € cy6cTpaTaMu
CYP2C19 (nanpuknan peHiTOiHY, mia3emaMy, IPOMPAHOIOIY, OMEIpPa30ly, e30Memnpasoy i
KJIOMiIpaMidy) IpH OfHOYACHOMY 3aCTOCYBaHHi i3 HyBimxumom®.

Jlikapcuki 3acobu, w,o memaboaizyromscs CYP2B6

HaHi in vitro moka3amn, 10 paueMiuynui Momadinin € cnabkum ingykTopom akTrBHOCTI CYP2B6
3a/1ekKHO Bifl KOHIIEHTpAIIil.

B3aemo0is 3 nikapcvkumu 3acobamu, akmusHumu w000 [[HC
OpHovacHe 3acTocyBaHHA HyBimkuny® 3 KBeTialiHOM 3HMKYBAI0 CUCTEMHY eKCIIO3MIIiI0 KBeTiamiHy.

[aHi moao cnenu@iyHUX B3aEMOin HYBiJI}KI/IJ'Iy® 3 iHIMMMH JTiKapChbKUMU 3aC00aM¥, aKTUBHUMHU
mono LIHC, BigcyTHi. [Ipote Ha HyBigxun® MoxXHa eKCTPaNoN0BaTH TaKy iHpOopMaIliio o0
Mopmadininy.

OpHoYacHe 3acTOCyBaHHS MofadiHiny i meTundenigaty abo rekctpoamMdpeTaMiHy He BUKINKAJIO
3HAYyLIMX 3MiH (papMakoKkiHeTHYHOTO mpodimo MomadiHiny a6o 6yab-KOTO0 3 LIUX CTUMYJIATOPIB,
X04a BCMOKTYBaHHS MofadiHimy mogoBxKyBanocs mpubaInu3Ho Ha ONHY TONUHY.

OpHoYacHe 3aCTOCyBaHHS MofadiHiny 3 KJIoOMillpaMiHOM He 3MiHIOBaloO (GapMaKOKiHETUUHUN
podinb xKomgHOTO i3 3ac06iB. [IpoTe y omHOro MallieHTa i3 HapKOoIeI ieo M Yac JTiKyBaHHS
Mopadininom Oyso BUSIBIIEHO MigBUINEHHS PiBHS KJIOMilTpaMiHy i #1070 aKTUBHOTO MeTa0O0IiTy
ne3MeTUJIKJIOMIpaMiny.

Tani mono B3aemopii Hysigxuny® abo mopadininy 3 inriGitopamu MoHoaMiHoKcupasu (MAO)
BimcyTHi. OTXe, IpU OMHOYACHOMY 3acTOCyBaHHi iHTiOiTOopiB MAO i HYBi,'E[}KI/IJ'Iy® CJIi BUSIBJISITHU

00ePeXKHICTD.

B3aemoois i3 P-enikonpomeiHom



OpHe mocHmifizKeHH in vitro mokasasno, o apMopadiHin € cydocTpaToM, poTe He iHribiTopom
P-rnikomporeiny. KniniuHuii BiiiuB npurHideHHs P-rioikompoTeiny Ha 6iomocTynHicTs apMopmadininy
He BiTOMHUI.

B3aemo0is i3 iHwumu AikapcvKumu 3acobamu

Hani momo B3aemopii Hysimxkuny® i3 iHImMMu JTikapchbkuMu 3acoGamu BifcyTHi. [TpoTe Ha HyBimxum®
MOXKHa €KCTPAaIloJIIoBaTU TaKy iHGopMaliio moao MogadiHiny.

OpHOoYacHe 3acTOCyBaHHS MogadiHiny i BapdaprHy He BUKIMKAJIO 3HAYYIIKUX 3MiH IIPoQisiB
dapmakokinetuku (R)- i (S)-Bapdapuny. IIpoTe, OCKiNbKY ¥ IbOMY OOCTiAKEHHI 3aCTOCOBYBaIn
TiTBKY OJTHOPA30BY 403y BapdapuHy, B3a€MOLil He MOXKHa BUK/IIOYUTHA. TOMY IIpU
OOHOYACHOMY 3aCTOCyBaHHI Hysimxwuny® i3 BapbapuHOM CIIif PO3TIISHYTH GBI 9aCTHHl KOHTPOIIb
npotrpombiHoBoro yacy/MHB.

Oco6.1ueocmi 3acmocyeaHHsi.

ApMopadinin - e eHaHTiOMep paneMidHoro Mopadininy. [IBa eHaHTioMepu MofadiHiTy MamTh Pi3HY
(dhapMakoKiHETUKY. Y HOPOCTIUX JII0feH Iepiof HamiBXuTTSA apMopadininy, (R)-eHanTioMepa
npuOIM3HO Y TPY PasH JOBIIKH 3a mepiof HamiBXUTT (S)-eHaHTioMepa. 3HaUeHHS Ii€l
dhapMaKOKiHeTUYHOI Pi3HHUII MiXK JBOMa 3aco0aMu IJIs TPUBAJIOCTI KITiHIYHOI il
3aJIMIIAETLCS HEBIOOMUM. In vitro abo in vivo He BUSIBIIEHO KOJHUX 03HAaK B3aEMHOIO
nepetBopenHs (R)- i (S)-eHaHTiOMepiB MomadiHimy.

Takum urHOM, apMonadinin i Momadinin He € 6i0eKBiBaIEeHTHUMHU, a 0TKe He € B3aEMO3aMiHHUMHU
(muB. po3min «Crocib 3acTOCYyBaHHS Ta HO3U»).

TA%MCKe 8UCUNAHHA, BKANOYAKOYU CUHapOM CmiseHca - [[oCOHCOHA

[Tpo TsXKe BUCHUIIaHHS, 1[0 BUMAaraso rocliTaii3allil i IpunuHeHHS JIiKyBaHHS, IIOBIJOMIISIIOCS Y
IOPOCIIUX y 3B’513KYy i3 mpuitomoM Hysigxuny® (apmopmadininy) i Mogadininy - pauemiusoi cymimi (S)-
i (R)- eHaHTiOMEDIB.

He BuBuanu 3acTocyBaHHs HyBimxkumy® megiaTpuuHUM TallieHTaM 3a OyOb-IKUX IOKA3aHb, i
3acib He 3aTBEpPAKEHUN 19 3aCTOCYBaHHS AiTAM 3a OyIb-IKUX [T0Ka3aHb.

Y KniHIYHUX OOCTigXeHHSAX MofgadiHily YacToTa BUCUIIAHHS, 1[0 ITPU3BOAUIIO A0 IPUITUHEHHS
niKyBaHHS, cTaHOBUIa mpubmu3Ho 0,8 % (13 marienTiB Ha 1585) y mitelt (BikoMm < 17 pokiB); 1ie
BUCHUIIAHHA BKJII04aso 1 BUMlagoK MOXKIMBOro cuaapomy CriBeHca - [I;K0oHCOHa i 1 BUunamok
MMOBIpPHOI My/IbTHOPTaHHOI peakilii rinepuyTnuBocTi. Kinbka Bunaakis Oynx acoliioBaHi i3
JIMXOMAHKOIO Ta iHIIMMU NOpYyIIeHHAMY (HampuKiaz 3 O0BaHHSM, JieliKoneHielo). CepenHiit 4ac 0o
IIOSIBY BUCUIIAHHS, 1[0 IPU3BOAMIIO OO0 MPUIIMHEHHS JTiKyBaHHs, cTaHOBUB 13 mi6. Cepen 380
TAIiEHTIB-IiTeH, SAKi OTPUMYBaIH IIale00, TaKUX BUIAIKIB HE BUSBIIEHO. Y KITiIHIYHUX JOCTIIXKEHHIX
MopadiHiNny y JOPOCIUX BUMNAAKIB TSXKKOT0 BUCUIIAHHSA TaK0X He BUsABNIEHO (0 Ha 4264 mallieHTH). 3a
OAaHUMU BCECBITHBOTO ITOCTPEECTPALIIMHOIO HOCBiNy, Y AOPOCTUX i [iTel BUSBIEHO PiAKi BUMIaAKU
TS2KKOTO BUCHIIaHHSA a00 BUCUIIAHHS, IO 3arp0XKyBajio XKUTTIO, BK/IIoUaloyu cuHapoM CTiBeHca -
[I>KOHCOHa, TOKCUYHUY ellifiepMaNbHUAM HEKPOJIi3 i BUCUIIaHHSA Ha IIKipi 3 e03uHOPii€0 Ta
cuctemauMu cuMmnromamu (DRESS). [TpoTsirom nepiony mocTpeeCcTpaliiHOro 3aCTOCyBaHHS
apmopgadiHiny y JOpOCHuX i ONHIEl AUTHHY Big3Havanucs Bullagku cuHgpoMy CTiBeHca - [[2KOHCOHaA
Ta iHIINX TSIXKUX BACHUIIAHb, K i IPH 3aCTOCYBaHHI MofadiHiny, BK/II0Yal4y IMyXUpi Ha IIKipi Ta B



POTOBiY TOpoxkHUHI. [IpOoTAroM mepiony MOCTPeeCTPaLitHOTO 3aCTOCYBaHHS apMopadiHimy
CIIOCTepiraBcsl OOUH BUIIafoK cuHApoMy CTiBeHca - [I)KOHCOHa y gUTUHU. [I0BifOMIIsAIN IPO OOUH
JleTaJIbHUM BUIIQIOK B pe3ysbTaTi BUHUKHEHHS DRESS, 110 ciocTepirascs B TICHOMY 4aCOBOMY
3B’S3KYy (2 THXKHi) 3 TOYATKOM JIiKyBaHHSA apMogadiHimom.

®akTOpU-TIPEIUKTOPH PUIUKY HACTaHHS ab0 CTYIEeHS TSXKKOCTi BUCUIIAHHS, IIOB’I3aHOTO i3
3acTocyBaHHSIM apMmopnadininy abo Mmomadininy, HeBimomi. Maiixke BCi BUIIAgKM TSXKKOTO BUCUIIAHHS,
acoIrifioBaHi i3 MU 3aco0aMu, CIIOCTepiranucs NpoTaroM 1-5 TUXKHIB micyd MOYaTKy JiKyBaHHS.
[TpoTe micnsl TpuBanoro NiKyBaHHS (HampuKiag, 3 Micslli) TakKoX Oyu MOBigOMJIEHHS IIPO OKpeMi
BUIAAKK. TaKUM YMHOM, 32 TPUBAJIICTIO JIIKYBAaHHS HE MOXKHA NMepen0ayuTy MOTeHIINHUE PU3KK, TTPO
SIKAU CBIIYMUTH IepIlla [10siBa BUCUIIaHHS.

Xoua mpu npuiioMi HyBigxkuny® TakoxX MOXKIUBI HOOPOSKICHI BUCUIIAHHS, He MOXHA Iepen0aynTy,
SIKi BUCHIIaHHS BUSBJIATLCS TAKKUMH. BifnosigHo, mpuiiom HyBigxuny® ciiif IpUIUHATH IPH
IIepIInX O3HaKaxX BUCUIIaHHS, OKPIM BUNAMKIiB, KOJIM BUCUIIAHHS He II0B’sI3aHe i3 3aCTOCyBaHHAM
niKapchKOro 3aco0y. [IpunuHeHHs TiKyBaHHS MOXKe He MONEepeIUTH IIePepOCTaHHS BUCUIIAHHS Y
Take, 1[0 3aTPOXKYE KUTTIO a00 BUK/IMKAE MOCTIMHY iHBaIiIKX3aIlilo Y1 CIIOTBOPEHHS 30BHIIITHOCTI
MMaIjieHTa.

AHzioHespomuuHull HabpsK i aHapinakmoioHi peakuy,ii

IIpu 3acTocyBanHi HyBigxuny® BigMidaaucs aHTiOHEBPOTHYHMN HAOPSK i rimep4yTauBicTs (i3
BHCUIIAHHAM, fucdarieto i 6porxocnasmom). IlalieHTaM CIifl pafuTy MPUNHHATY TiKyBaHHS i
HeralHo MOBiOMIIATH JIiKapio Ipo Oyab-sKi 03HAKM ab0 CUMIITOMH, 1[0 CBiYaTh IIPO
aHTiOHeBPOTHYHUY HabpsaK abo aHadinakciio (Taki sk HaOpsIK 001n94s, oyel, ry0, g3uka abo
rOpTaHi; TPYHOHOII TPY KOBTaHHI ab0 AUXaHHi; 3aXPUILTICTh).

MyavmuopeaHHi peakuii 2inepuymaugocmi

BigMidanucs MynabTHOpPraHHI peakiiil rinepyyTIuBOCTi, 0 BKIIOYAJIHU IIOHaMeHIIIe ONUH JIeTaTbHUAN
BUIIQ[IOK IIPU IIOCTPEECTPALiINHOMY CIIOCTEPEXEHHi, IiC/s MoYaTKy 3aCTOCyBaHHS MofAadiHiny
(MemianHUM Yac mo BusBiaeHHS - 13 mib; miama3on 4-33). [TogiOHMM YUHOM IIPOTSTOM Iepiony
IIOCTPEECTPALIITHOT0 3aCTOCYBaHHA apMofadiHiTy MOBiIOMIISAIN IIPO OAWH JIeTaJbHUN BUIIQIOK B
pe3ynbraTi BuHUKHeHHS DRESS. He MoXKHa BUKJIIOUUTY aHANIOTIYHUN PU3UK MYIbTHOPTaHHUX
peakliy rinepyyT/INUBOCTI I0A0 apMogadiHimy.

Xoua KinbKicThb moBioMeHb Oyla 0OMekKeHa, MOXKHA CTBEPKYBATH, 1[0 MyIbTUOPTaHHi peakiril
rinep4yTINBOCTI MOXKYTh BUKJIMKATH rocIiTasnisaliio abo 3arpoxkysaT KUTTIO0. PakTOpH-
IPeJUKTOPY PU3UKY BUHUKHEHHS a00 CTYIeHS TSIKKOCTI MyJIbTUOPTaHHUX peaklilili TinepyyTarnBOCTi
HeBigoMi. O3HaKY i CUMIITOMU 11OT0 Po371any Oynu pi3Hi, MpoTe MallieHTH 3BUYalHO, X04a He
BUKJIFOUHO, BUSIBJISJIM JIMXOMAHKY 1 BUCUIIaHHS, aCOLi0OBaHI i3 ypaxKeHHAM IHIIUX CUCTEM OPTaHiB.
[HIIi acoriiioBaHi IPOSIBY BKIIIOYaIl MiOKapOUT, TellaTUT, BigXUJIeHHS Y QYHKIIIOHAIbHUAX TECTax
MeYiHKY, reMaToJIOTiuHi BigxuneHHs (Hampukian eo3uHodisio, neiKkoneHio, TpoMOOIIUTOIIEHi0),
cBepOixX i acTeHio. OCKiIbKM MyJIbTHOPTaHHa Tiep4yyTAUBICTh Ma€ Pi3Hi IPOSIBY, MOXKJIMBI iHII, HE
ONMCaHI TyT CUMIITOMU yYpaXKeHHS IHIIKUX CUCTEM OPraHiB.

IIpu mimo3pi Ha MyJIETMOPTaHHi PeakIlil rinepuyTIUBOCTI 3acToCcyBaHHs HyBimxumy® ¢
IPUNUHUTH. X04a BifCYTHI IIOBifOMJIEHHS IIPO BUIAAKY [IePeXPeCHOl anepril 3 iHMUMHU JIiKapCbKUMU
3aco6aMu, STKi BUKJIMKAIOTh I[eH CUHAPOM, JOCBif 0T0 BUHUKHEHHS IIPU NPUUOMI JTiIKapChKUX
3aco00iB, acouioBaHUX i3 MyJIbTHOPTaHHOIO PEAaKINi€0 rinepyyTauBOCTi, BKa3y€e Ha TaKy MOXKJIUBICTE.

ITocmitliHa coHausicmb



[TarrienTaM i3 aHOMaJIbHOIO COHJIUBICTIO, Ki IPUUMAIOTh Hy'BiJI}KI/IJ'I®, CJIif TIOBiMOMIISITH, IO IXHiH
piBeHb 0amBLOPOCTi MOXKe He MOBEPHYTHUCS [0 HOpMU. [larieHTaM i3 HaMipHOI COHJIUBICTIO,
BKJIIOYAOYH THX, XTO IpuiMae HyBigxun®, ciif 4acTo OIiHIBaTH CTYIiHb IXHBOI COHIMBOCTI i, SIKIIIO
IOIIIPHO, PEKOMEHIYBATH YTPUMYBATHUCS Bifl KepyBaHHS aBTOMO0OinieM abo iHIOi MOTEHLINHO
Hebe3meyHol mistimbHOCTI. JIikapi, 10 MaioTh IpaBo IPU3HAYATH BiOIOBigHI TiKapChKi 3aC00H, TAK0OXK
MalOTh YCBIOMJIIOBATH, 110 NAI[lEHTY MOXKYTh HE BU3HABATU CBOI HAIMIPHY COHJIUBICTH [0 IIPSAMOI0
MIUTaHHS [P0 COHJIUBICTH ITifl YacC MEeBHUX BUMIB OisIIbHOCTI.

Cumnmomu 3 60Ky ncuxiku

Y nepeppeecTpalliiHUX KOHTPOJIbOBAHUX [OCIIIAKEHHSAX 3aCTOCYBaHHSA HYBi,'E[}KI/IJ'Iy® TP HAPKOJIEICil,
COATC i XTICTIP TpuBOXKHICTb, aXKUTallisi, HEPBO3HICTh i APaTiBIUBICTH Oy MPUYUHAMU
NpPUIVHEHH JTiKyBaHHSA OilbII 9aCTO y NAIi€HTIB, 9Ki 3acTocoByBanu HyBimxun®, IopiBHAHO 3
narieHTaMy, o npuitMany miane6o (Hysigxun® - 1,2 % i mnane6o - 0,3 %). [enpecis Takox Gyma
YaCTilIo0 IPUYMHOK IPUIMHEHHS JiKyBaHHS y HAlLli€HTiB, AKi 3acTocoByBany Hysimxumn®,
TIOPiBHSHO 3 MaljiedTaMy, o npuiiMany nnane6o (Hysigxun® - 0,6 % i mnamne6o - 0,2 %). ¥V
KJTIHIYHUX JOCTIiIKEHHIX BifMidanucs BUIAagKK CYIIUOATbHUAX TYMOK.

Crif BUSABNIATY 00epeXHiCTh Ipy npu3HadeHHi HyBiqxuny® namieaTam, siKi MaloTh B aHaMHe3i
TICKXO03H, Iempecio abo MaHilo. SKIio npu 3acTocyBanHi HyBigxKuny® 3'aBIATbCS CUMITOMH 3 GOKY
TICUXIKH, CJIifi PO3IJISHYTH HOLIIbHICTL MPUIKMHEHHS 3aCToCyBaHHs HyBigxumy®.

[To6iuHi peaxiiil 3 00Ky ICUXIKM BigMidanucs y Nali€HTiB, gKi oTpuMyBanu Mogadinin. Mogadinin i
apmopgadinin (Hy'BiJZ[}KI/IJI®) OyzKe CIIOpigHEeHi CIoMyKu. BigmoBigHo, YacToTa i TUNI CUMIITOMIB 3 OOKY
TICUXiKH, aconifioBanux i3 HyBimxumoM®, 04iKylOThCS aHATIOrYHUMH YaCTOTI i THITy KX IIOMIH,
acoritoBanux i3 mogacdininom. [Toctpeectpauiiini mobiuHi peaxiiii, acouifioBaHi i3 mpuiioMom
MopadiHiny, BKIIOYaIu MaHilo, Masg4Hi igel, rajionuHaliil, CylnumaabHe MUACIIEHHS i arpeciio, 1o B
ImesKuX BUIAKaX IPU3BOIUIIM [0 TocmiTasmizaliii. [TocTpeecTparriiini mobiunHi peakirii, acomiioBaHi i3
npuioMoM apMonadiHiny, BKtoYanu CyilluaaabHe MUCJIEHHS, arpeciio i Tak0X BUIAgKK MaHii, 110 B
OesKUX BUIAKaX IPU3BOIUIIM [I0 TOCIHiTami3allii. baraTo i3 Takux maIi€HTiB, IPOTe He BCi, Manu
TICHXiYHi po3/Tafgu B aHaMHe3i. Y 0qHOT0 3I0POBOTr0 HOOPOBOJIBIIS YOIOBIUOl CTATI PO3BUHYIUCH imel
BiIHOCUHM, TTapaHoifabHi MasTuHi ySIBIIEeHHS 1 CIyXO0Bi raironuHalii micas 6araTopa3oBux J060BUX
no3 600 Mr Mmogadininy, acomifioBaHux i3 genpuBaii€e cHy. Yepe3 36 roguH IiCs IPUNUHEHHS
IPUUOMY IIperniapaTy O3HaKU [ICUX03Y 3HUKIIU.

Cepuego-cyOuHHa cucmema

He pmocrigzKyBanu [O0CTaTHLEOK Mipoxo 3acTocyBaHHsa Hysimxkumy® namieHTam i3 HefaBHIM iHGapKTOM
MioKapya B aHaMHe3i abo HecTabiTbHOIO CTEHOKAP/Ai€l0, 0TKe, TAKUX IMAallieHTiB CIif /TiKyBaTH 3
00epexKHICTIO.

Y kniHiYHUX JOCHiAXKeHHSIX Momadininy BigMiyanucs cepleBo-CyOuHHI MoGiuHI peakiiii, 110
BKJ/TI04asy Oifb y Tpyasx, asblliTalliio, JUCIHOE i TpaH3UTOPHI imeMiuHi 3Minu T-3y6us Ha EKT, aki
y TpboX Cy0’€KTiB Oy/IM acolliiioBaHi i3 mpojancoM MiTpalbHOTO KjlanaHa abo rineptpodieio niBoro
nutyHouKa. TabneTku Hysimxun® He peKOMEHIY€EThCS 3aCTOCOBYBATH MallieHTaM i3 rinepTpodieio
niBOTO IITYHOYKa B aHaMHe3i abo mallieHTaM i3 mposiarncoM MiTpalbHOTO KJlalaHa, Y SKUX BigMidaBcs
CHHAPOM IIPOJIallCy MiTpaJbHOI0 KjlanaHa Ipu nonepegaboMmy npuroMi ctumynsaTopis LHTHC. [Ipo
IIPOJIAliC MiTPalbHOTO KjlalaHa CBigqYaTh TaKi pe3ylIbTaTH (BKJIIOYHO i3 iHIIMMU), K ilIeMidHi 3MiHI
EKT, 6inb y rpynsx a6o aputmis. [Ipu HOBUX emizomax OyOb-SKOTO i3 IIUX CHMIITOMIB CJIifi PO3T/ISHYTH
MOXKJIMBICTh Kap/ioIOTiYHOI OIIiHKH.

MOHITOPUHT apTepiaJbHOr0 TUCKY ¥ KOPOTKOCTPOKOBUX (< 3 MicALiB) NepeapeeCcTpalliiHuX



KOHTPOJIbOBaHUX AOCTiAKEHHSAX 3acTocyBaHHA npemnapaty npu COAI'C, XTICIIP i HapkoneIncii
II0Ka3aB He3HaUHe IMiABUILEHHS CePeOHbOr0 CUCTOIIYHOTO i JiaCTOIIYHOTO apTepPialbHOT0 TUCKY Y
Malli€HTIB, SIKi 3aCTOCOBYBaIU HyBi,E[}KI/IJ'I®, MOPiBHSIHO 3 MalliEeHTaMH, SKi mpuitManu nmanebo (i 1,2
1o 4,3 MM pT. CT. V Pi3HUX eKCIIePUMEHTaIbHUX I'Pynax). Takoxk He3HAuyHO Oifbllla YacTKa MallieHTiB,
sIKi 3acTocoByBanu Hysimxun®, norpebysasna Ipu3HaYeHHS aHTUTIIEPTeH3UBHUX 3ac00iB abo
30inbIIIeHHS NO3yBaHHS aHTUTINePTeH3UBHUX 3aco0iB (2,9 %) y nmopiBHAHHI i3 nalieHTaMu, AKi
3actocoByBanu 1naiebo (1,8 %). Y mepenpeecTpaniiHiux KOHTPOJIOBAHUX JOCTiAKEHHSAX 0YI10
BUSIBIIEHO MaJle, IpoTe cTabibHe cepenHeE MigBUILIEHHS YaCTOTH MyIbCy MOPIiBHSHO 3 MallieHTaMu,
o npuiManu nnanebo. Lle nigpuients Konusanock Bix 0,9 no 3,5 ymapy Ha xBununy. s
TaIi€HTIB, M0 0TpUMYIOTh HyBimxun®, Moxke OyTu gouiasHuM MoHiTopuHT YCC i apTepiaapHoro
THCKY. CIlif BUSIBJISITH 00€PeXKHICTh IIPK MpU3HaUYeHHI Hysigxuny® marienTam i3 BioMoo
CepleBO-CYAMHHOI0 XBOPOOOI0.

EmbpiogpemasvHa mokcuyHicmb

3rigHO 3 ITOCTPEECTPALIINHUMY MTOBIMOMIEHHAMY apMofadiHil MOXKe BUSIBISATU HETaTUBHUM BIIJIUB Ha
TUTiT i MpOTUIIOKa3aHuii o151 3aCTOCYBaHHS BariTHUM a0o0 KiHKaM, SKi MOXKYTh 3aBariTHITH (OUB.
po3minu «IIpoTuoka3aHHsa», «3aCTOCYBAHHS y IePiof BariTHOCTI abo romyBaHHS rpyanio»). 2KiHKH,
SKi 30aTHI HApOAXKyBaTH AiTel, IOBUHHI MaTU HETaTUBHUY Pe3yJIbTaT TECTy Ha BaTiTHICTh IPOTATOM
TUKHS [0 I0YaTKy JTiKyBaHHS apMopadiHiioM. Y mocTpeecTpaliiiiux MoBiIOMJIEHHSX 3aCTOCYBaHHS
apmopmadininy mig yac BariTHOCTI 0yJ10 ITOB’si3aHe 3 BUIIafiKaM{ CEPUO3HUX BPOMXKEHUX aHOMaTil
(HampuKIlaf BPOMXKEHUX aHOMaJIii cepllsd, Mikponedaril).

Heo0xigHO MOBiqOMISITY BariTHUX IIPO MOXKJIMBUM PU3UK 74 mwiofa. Crif peKoMeHIyBaTH XKiHKaM,
30aTHUM [0 OiTOHAPOMXKEHHS, BUKOPUCTOBYBaTU e(eKTHUBHY KOHTpAIENI[il0 B Iepiof Teparil
apMmopgadiHiioM Ta IPOTATOM MiCAILS MiCA IPUIUHEHHS TiKyBaHHS apMofadiHioM.

ITauieHmu (CiHKU), W,0 3aCMOCOBYIOMb KOHMPAU,enyito

ITepen moyaTkoM 3acTocyBaHHs Hysimxkumny® cekcyanbHO akTMBHHM XKiHKaM, sKi 30aTHi
HApOXKyBaTH [IiTel, HeoOXigHO IMOYaTH 3aCTOCOBYBATH 3aco0M KOHTpalentii. EGeKTUBHICTH
CTEePOITHMX KOHTPAIIENTHUBRIB (BK/II0YAOYH IPOTU3AILIiNHI TabIeTKY, iMIIJTaHTaTH, iH €KIiiHI
IperapaTy Ta BHYTPIIIHbOMATKOBI 3aC00H, 1110 BUBIIbHSIOTE TOPMOHM) MOxKe OyTH 3HUXKeHa Ha (OoHi
IPUUOMY HyBiJI}KI/IJ'Iy® i IpOTATOM [ABOX MICALiB iC/IS IPUIIMHEHHS JIiKyBaHHS (OUB. PO3Min
«B3aemogis 3 iHIIMMY JTiKapCbKUMH 3aco0aMu Ta iHIII BUAY B3aeMofit»). [Ipu mikyBaHHI
HysimxunoM® i IpOTATOM [ABOX MICALIB MiC/Is NIPUIMHEHHS 3aCToCyBaHHs HyBimxkuny® marieHTKaM,
SKi IPUUMAalOTh CTEPOifHI KOHTPaleNTUBY, PEKOMEHYEThCSI BUKOPUCTOBYBAaTH albTepPHATHBHI
cnocobu KoHTpatenii abo CyIyTHbO 3aCTOCOBYBATH JOOATKOBI CIT0COOU KOHTpALIeIii.

3ampumka pocmy nsaoda 8 nepiod sazimHocmi ma dimet 2pyo0HO20 BiKY

[ToBimoMISANIOCS IPO 3aTPUMKY BHYTPIITHEOYTPOOHOTO PO3BUTKY Ta 3aTPUMKY PO3BUTKY HiTEH
TPYOHOTO BiKy IIPH 3aCTOCyBaHHI apMopadininy i Mmogadidiny. [IiTM MOXKYTh MigfaBaTUCS BILIUBY
apmopadininy abo momgadininy B mepion BariTHOCTiI abo TPy TOAyBaHHI I'PYAIIO.

I'eHomokcuyHicmb

Apmopadinin mokasaB HeraTUBHUN pe3yIbTaT TECTy Ha 3BOPOTHI MyTallil 6akTepiit in vitro Ta Tecty
Ha XpoMOCOMHi abepatrtil in vitro mimporuTiB mogunu. MogadiHin mokasaB HeraTUBHUN PE3yIbTaT
cepil TecTiB in vitro (HampuKiaf, TeCT Ha 3BOPOTHI MyTalii 6akTepiit, TecT Ha TK (TUMiguHKiHAa3Y)
MHUIIa4oi 1iM¢pOoMH, TECT Ha XPOMOCOMHi abeparrii miMoIKTIB MIOOUHYU, TECT Ha TpaHChopMalliio
Muiayux emOpioHanbHux KiituH BALB/3T3) Ta in vivo (MiKpOHYK/IeapHUH TECT KIiTUH KiCTKOBOTO



MO3KY muiner). Lli mocnmigkeHHs cBig4aTh, M0 apMongadiHil Mae HU3bKUN I'eHOTOKCUYHUY MTOTEHITial.
ITomeHuiaa 3408H#CUBAHHA | 3d/1eHCHOCMI

XoyYa IMOTeHIIial 37I0BXKKWBaHHS apMonadiHiioM cIellianbHO He BUBYAJIA, UMOBIPHO, 1110 BiH
aHaJIOTiYHMN TaKOMYy [Jd MofadiHiny.

Y moguau MomadiHin MOKe BUKIMKATHU IICUX0AKTHUBHI i efidopruyuHi edeKTH, 3MiHM HACTPOIO,
CIIPUUHSTTS, MUCJIEHHS 1 BiTUyTTiB, TUMOBI g iHmux ctumynaTopiB LIHC. Mopadiuin mae
MigKPIMII00Yi BIaCTUBOCTI, PO 110 CBIAYKTH MOr0 CaM03aCTOCYBaHHS MaBIlaMU, SKUX IOIEePEIHbO
HaBYMIM CaMOCTIMHO 3aCTOCOBYBaTH KOKaiH. Y JeSKUX OOCIIIXKeHHIX MofadiHil TaK0XK 9aCTKOBO
BBaXKaJiu MOAi6HOIO 10 CTUMYJISITOPA PEYOBHHOIO. JIiKapi MaloTh YBaXKHO CIIOCTEpPIraTy 3a
malfieHTaMu, 0COOIMBO 3a TUMH, XTO Ma€ B aHAMHe3i 3JI0BXKHUBaHHS JTiIKapChbKUMHU 3aco0aMu Ta/a0o
CTUMYISITOpaMHu (Halpukian, MeTundeHigaToM, amperaminoM abo KoKaiHOM). 3a MallieHTaMu CIIif
CIIOCTepiraTH odo MOsiBY 03HAK HEIPaBUILHOTO 3aCTOCYBaHHS a00 31I0BXKUBaAHHS (HalpUKIIA[,
30inmbIneHHs 003U abo MoBefiHKa MOIIYKY 3aco0y).

[ToTenmian 3moBxkuBaHHg Momadininom (200, 400 i 800 Mr) omiHioBanu BigHOCHO MeTundeHigaty (45
i 90 Mr) y mocmigKeHHi B CTallioHAPHUX YMOBaX 3@ Y4acTIO 0Ci0, 1110 Majid HOCBiT 3710BXKUBAHHS

nmiKapChKUMU 3aco0aMu. Pe3ybTaTyl IbOr0 KIiHIYHOTO JOCTiIXKeHHS [T0Ka3asy, 1o Momadinin Moxe
BUKJIMKaTH [ICUXO0AKTUBHI i eliopuyHi epekTH, §K i iHmi Bigomi ctumynartopu LHHC (Metundenigat).

Bnaue Ha pe3yabmamu nabopamopHux mecmis

Y mocnipKeHHSIX KOHTPOJIIOBAJIX TapaMeTpH KJTiHIYHOI XiMil, reMaTtosoril i aHami3y cedi. Cepensi
piBHi ramMMa-riayTaminTpancdepasu (I'TT) i myxkHo01 dhocdaTazu (JIQ) y nmma3mi KpoBi miABULTYBaIACH
IIiC/ISl 3aCTOCYBaHHSA HYBiJI}KI/IJ'Iy®, Ha BimMiHy Bip mmane6o. ¥ mekinbkox cy6’ekTiB piHi [TT i JI®
TIepeBUIININ MeXi HopMu. He BUSIBNISINIOCS XKOMHOI Pi3HUII Y piBHAX alaHiHaMiHOTpaHchepasn
(AJIT), acmapraTtaminorpancdepasu (ACT), 3aranbHOro 0inka, ans0yminy abo 3aranpHOro 0inipy0iny,
xo4a Oynu pigkicHi Bumagku okpeMoro miguineHHs piBHs ACT Ta/a6o AJIT. ITicnsa 35 mib mikyBaHHS
BiIMITU/IM OOVH BUNQOK JIETKOl IAHIUTOIEHI], IKa 3HUKJIA MiC/Is IPUIMHEHHS IPUNOMY IIpenapary.
YV kmiHiYHUX JOCHimXKeHHSIX 0y710 BUSIBIIEHO cllabKe cepeqHe 3HUKEHHS Bifl BUXiTHOTO PiBHS
IIOKa3HUKa Ce40BOl KUCJIOTH Y CUPOBATIIi KPOBi MOPIiBHSIHO 3 TaKUM IIpu mpuiiomi miarebo. Kiiniute
3Ha4YEeHHS BUSBIIEHUX JaHUX HEBiToMe.

JonomidxcHI peyosuHu

Iauuii TiKapChKHUiA 3aci6 MiCTUTh 1akTo3y. Tabnerku Hysinxun® B mosysarHi 50 mr, 150 Mr i 250 Mr
MicTaTh BignosigHo 35,9 mr, 107,7 mr i 179,5 Mr makTo3u MoHorigpary. [lanieatam 3
HEeNePeHOCUMICTIO TalakTo3H, AediluToM JIaKTa3! Yy NOPYLUIEHHSIM BCMOKTYBaHHS
TJII0KO3U-TaJIakTO3U HeoOXiIHO IPOKOHCYIbTYBaTHCS 3 JIiKapeM, MepIl HiX NpuiiMaTy Len
nmiKapchKuy 3acib.

ITopyweHHA pYyHKUII neviHKu

To3y Hysimxuny® HeoOXigHO 3HMKYBaTH Nalli€cHTaM i3 TAXKAMH HOPYIIeHHIMH QYHKIIil IediHKu 3
abo 6e3 uupo3y (muB. po3min «Crocid 3acToCcyBaHHSA Ta 103U»). [CHYe HeJOCTaTHRO JaHUX IIPO
3aCTOCYBaHHA pi3HUX [03 Hysimxuny® (apmogadininy) BifHOBIIHO [0 CTYIEHS ypaXKeHHs IediHKH.

ITopyweHHA pYHKUII HUPOK

HepocTaTHBO aHUX OJ151 BU3HaUeHHS 0e3MeKy i eeKTUBHOCTI 3aCTOCYBaHHS HYBiJI}KHHy®
(apmopadininy) maitieHTaMm 3i c1abKUMHU, MOMIipHUME a00 TSXKKUMY IMOPYIIEHHSIMY (QYHKII HUPOK



(muB. po3min «Crocib 3acToCyBaHHS Ta [03U»).
3acmocy8aHHA nauieHmam AimHv020 BiKy

Y matieHTiB NTiTHHOTO BiKYy BUBEeHHS apMopadiHiny Ta #1oro MeTaboIiTiB MoxKe OyTH 3HUKEHUM.
OTxke, CTIif PO3T/ISHYTH 3aCTOCYBAHHS HUXKYUX 03 i MPOBOOUTHU PETEIbHUN MOHITOPHUHT Ifi€l TPyIu
malfienTiB (quB. po3min «Cmocib 3acTOCyBaHHS Ta JO3U»).

3acmocyeanns y nepiod eazimHocmi abo 200yeanHsi 2pydoio.
BazimHicmb

3rigHO 3 OCTPEECTPALiIMHUMY [TOBINOMJIEHHSIMYU Ta Pe3yJabTaTaMU AOCIIIXKEHb Ha TBApUHAX
apmopgadiHim MoXe BUSIBISITY HETaTUBHUY BIJIMB Ha IIJTif i IPOTUIIOKA3aHUM M1 3aCTOCYBaHHS
BariTHUM abo XKiHKaM, SIKi MOXKYTh 3aBariTHiTH (OuB. po3ginu «IIpoTunokasanHusa», «OcobIUBOCTI
3aCTOCYBaHHS»). Buxopmsium 3 monepenHix JaHNUX PEECTPY BariTHUX, 4YaCTOTa CEPUO3HUX BPOAKEHUX
BaJl PO3BUTKY (HaIpHUKIIap CepleBUX aHOMaJlil, MiKpoledaril) Ipyu 3aCTOCyBaHHI
apMmopadininy/mMonadiHiny cTaHOBUTE npubnu3Ho 17,3% mopiBHAHO 3 3% y 3arasibHiil MOMYJISIIil.
[ToBimoMISANIOCS IPO 3aTPUMKY BHYTPIITHEOYTPOOHOTO PO3BUTKY i CIIOHTaHHI abopTH IIpu
3acTocyBaHHI apmognadininy i Mmogadisiny.

[TarieHTOK CIIif ITOIlepenzKaT IP0 MOXKIIUBE IiABUIIeHHS PU3UKY BariTHOCTI IIPU 3aCTOCYBaHHI
CTepOIMHUX KOHTPAILENTHBIB (BK/IIOYAIOYH TPOTU3AIITiAHI Ta0IeTKy, iMIIaHTaTH, il eKITifHI
npenapaTy Ta BHYTPIIIHEOMATKOBI 3aC00H, 110 BUBIILHAIOTE TOPMOHHK) i HyBimxkuny®, a Takoxk
IIPOTATOM [IBOX MICSIIB IiCIIs 3aKiHYeHHS JiKyBaHHS (OUB. po3ain «B3aemMopis 3 iHIUMHT
JiKapChKUMU 3aco0aMu Ta iHIIi BUAKM B3aEMOIiN»).

I'odyeaHHA 2py00to

He Bimomo, 41 mpoHMKaioTh apMopadinin abo oro MeTaboJIiTH y TPyAHE MOJIOKO. ['ooyBaHHS TPYIII0
He PeKOMEH/YEThLCA i yac mpuiioMmy Hysimxumy®.

30amuicmb enaueamu Ha weudkKicmob peakuii npu KkepyeaHHi asmompaHcnopmom a6o
iHwumu mexanizmamu.

Xoua Hysigxun® He BUKIIHKa€E QYHKITIOHATBHUAX PO3/IafiB, OyOb-sIKi TiKapChKi 3aC00H, ITI0
BIMBa0Th Ha LITHC, MOXyTh 3MiHIOBaTH HaBUYKU KPUTUYHOTO CYIKEHHS, MUACIIeHHS ab0
MOTOPUKHU. [1allieHTiB CITif monepenxkaTy PO HeOOXiIHICTh yTPUMYBATHUCH Biff KEPYBaHHS
aBTOoMO00OineM ab6o poOOTH 3 iHIIMMM MeXaHi3MaMu 10 HaOyTTs BIIEBHEHOCTI, III0 JIiIKyBaHHS
HysimxunoM® He YMHUTHME LIKiAJIMBOTO BIJIMBY Ha IXHIO 30aTHICTH [0 TAKOi AisJIbHOCTI.

Cnocib 3acmocyeaHHsi ma do3u.

Hysimxun® ciif Ipu3HadaTy Nali€eHTaM TibKH HiC/Is PeTeNIbHOl OIiHKY IXHBOI HafMipHOI COHIMBOCTI
i BCTaHOBNIEHHS [iarHO3y OCHOBHOTO po3nany Hapkosnerncii, COAT'C a6o XTICIIP BinmoBigHO 10
IiarHOCTUYHUX KpUTepiiB MixkHaponHol kKinacudikanii posnafis cHy (ICSD) a6o [iarHOCTAYHOTO i
CTATHCTUYHOTO KEePiBHUIITBA 3 IcuxiaTpuyHux XxBopob (DSM). Taka orjiHKa 3a3Bu4ait BKItoyae 30ip



IIOBHOTO aHaMHe3y Ta MeJUYHUM OTJISAL i HOAAaTKOBO MoXkKe OyTU JOTOBHEHA J1abopaTOPHUMU
TecTaMi. [lesKi malieHTH MOXKYTh MaTH Gibille OMHOTO PO3/Iafly CHY, SIKi CIIPUSIIOTH HaAMipHiN
counuBocTi (Hanpuknam COAI'C i XTICIIP omHOYaCHO B OMHOTIO TAIliEHTA).

Hysimxun® MOXKHA IpUHMaTH i3 ixeio abo He3amexkHo Bif mpuiioMy ixi. IIpoTe 3acTOCyBaHHS
ImpenapaTy OOHOYACHO 3 MPUMOMOM IXKi MOXKe BiCTpOYyBaTH IIOYATOK MOTO [il, @ TaKOXK
IIPOJIOHTYBATH KMOr0 Aifo (AuB. po3pin «®apMakoKiHeTHKa. BCMOKTyBaHHS. BiiuB 1XKi»).

[ITo6 yHUKHYTH 3aTPUMKHM IIOYATKY Aii, HYBUI}KI/IH® CTIif MpPUKMaTH HaTIIe.

JIikyBaHHSA HYBiH}KI/IJ'IOM® Mae€ IMOYMHATU 1 KOHTPOJIIOBATH JIiKap i3 BifOBIIHUM JOCBIAOM JIIKyBaHHS
PO3IafiiB CHY, AKMUI Ma€ OOCTYI [0 AiarHOCTUYHUX 3aco0iB mabopaTopil focifiKeHHS CHY.

Hapxkoaencis

PekoMeHoBaHa fo03a Hysimxuiy® namieHTaM i3 HapKoJIemncieo ctanoBuTh 150 Mr a6o 250 mr 1 pa3s
Ha 700y BpaHII.

CuHOpom obcmpykmugHo20 anHoe/zinonHoe cHy (COAI'C)

IIpu COAT'C HyBimxun® He IIOKa3aHHUi /15 JTiKyBaHHS OCHOBHOTO 3aXBOPIOBAHHS. SIKIIO AJIs
nalieHTa MiAXOOUTh Tepalis MeTOLOM IOCTIMHOT0 IO3UTUBHOTO TUCKY B AuxanbHUX mnsaxax (CPAP-
Tepamisi), CIif JOKIafaTy MaKCHMalIbHUX 3yCUIb O1s 3acTocyBaHHA CPAP-Tepamil npoTarom
aJIeKBaTHOTO IEePiofly 4acy [0 MOYaTKy 3acToCyBaHHA HyBimxuny® mpu HagMipHii COHIUBOCTIL. IIpn
3aCTOCYBaHHI HYBiJI}KI/IJIy® gK pornoBHeHHS 70 CPAP-tepamil namiesTa i 3a0X04yBaTu [0
3actocyBaHHsI CPAP-Teparrii i nepioguyuHo mepeBipsAT foTpuMaHHs pexumy CPAP-Teparmii. ¥
OOCIIIAKEHHAX 3aCTOCYBAaHHSA HYBiI[}KI/IJIy® Oy70 BUSIBIIEHO CJIa0Ky TeHEHIII0 10 3HUKEHHS
BuKopucTtaHHgI CPAP-Tepamil i3 yacom (cepenHe 3HUKEHHS Ha 18 XBUNIMH y MAli€HTIB, SIKi
3acTocoByBanu HyBigxun®, OPiBHAHO 3i 3HUKEHHAM Ha 6 XBUJIMH Y NAIEHTIB, SKi IpUiMan
nnane6o, Ipu cepegHbOMY BUXiTHOMY 3aCTOCYBaHHi 6,9 roguHu 3a Hiv).

PekomenyoBaHa fo3a Hysimxuny® nng nanienTis i3 COAI'C ctaroBuTh 150 Mr a6o 250 mr 1 pa3 Ha
noOy BpaHmi. Y nmanienTis i3 COAI'C mo3u mo 250 mMr/mo6y, 3acToCOBaHi SIK pa3oBa {033,
IIepeHOCUNIUCh o6pe, TPOTe BiACyTHI OMHO3HAYHI [aHi, 1110 TakKi M03U Hal0Th JOOATKOBY KOPUCTh
IIOPiBHSHO 3 103010 150 Mr/mo6y.

XpoHiuHe nopyweHHs CHY (8HACAIO0K p031ady UUKAY «COH - 6badbopicmb») npu NO3MIiHHIlU pobomi
(XIICIIP)

PekoMeHmoBaHa q03a Hysimxumny® nis namienTis i3 XIICIIP cranoBuTs 150 Mr Ha moGy npubIu3HO 3a
1 roguHy 10 MoYaTKy poO0oU0i 3MiHMU.

lo3u 014 okpemux 2pyn nayieHmis

To3y Hysigxuny® ciif 3HHXKyBaTH NallicHTaM 3 TAKKUMH HOPyIIeHHAMH QYHKIII Hedinku 3 abo 6e3
nupo3y. Ha chorofmHi HegoCTaTHLO JaHUX MION0 PeKOMEeH allill 3 fo3yBanHsa Hysimxumy®
(apMopadiHiny) 3amekHO Biff CTyIIeHS YpaXKeHHS MTeYiHKHU.

Ha crorogui HemocTaTHbO iH(OpPMaIlil a1 BU3HaueHHs 0e3meky i eeKTUBHOCTI 3aCTOCYBaHHS
Hysigxuny® (apmopadininy) namieaTaM 3i crabKuMy, IOMIpHUME a60 TSKKMME HOPYIIEHHIME
GyHKIII HUPOK.



Y matieHTiB JIiTHHOTO BiKy BUBeleHHS apMopadiHiny i 10ro MeTaboJIiTiB MoXKe OyTH 3HUXKEHE
BHACJIiOOK BiKOBUX (haKTOpiB. BigmoBigHO, A7IST TaKUX MAIliEHTIB CIIif PO3TISHYTU 3aCTOCYBaHHS
HUXKYHUX 103 i IPOBOJUTY PETEIbHUM MOHITOPHUHT 1X CTaHY.

Himu.

HepocraTHbo maHux mono eeKTUBHOCTI Ta 6e3MeKy 3aCTOCYBaHHS IpenapaTy HiTaM. Y naiieHTiB-
OiTel, sIKi OTpUMyBaIu MofmadiHis, cocTepiranucs TSXKKi BUCUNIaHHA. ApMopadiHin He
3aTBePAXKEHU [7Ig 3aCTOCYBaHHS OiTSAM 3a OyIb-IKUX ITOKa3aHb.

Ilepedo3yeanns.

Y kniHIYHUX OOCHiIXKEeHHIX HYBiJI}KI/IHy® He IIOBiIOMJISIJIOCS IIPO BUNIAKY Iepeno3yBanHs. CUMITOMU
IIepeno3yBaHHSA HYBiI[}KI/IJ'Iy@, MMOBIPHO, aHAJIOTiYHi CUMIITOMaM Ilepefo3yBaHHSI MogadiHiny.
CuMrToMu Iepefo3yBaHHS Y KIiHIYHUX OOCTiIXKeHHAX MofgadiHiny Bkimodanyu 30ynxKeHHSI abo
axuTalito, 0e3COHHS i crmabke Yu MOMipHE MiIBUINEHHS reMOJUHAMIYHUX ITapaMeTpiB.

Ha ocHOBIi nocTpeecTpauitHOro fOCBiAy i MofgadiHiny He MOBIfOMIIANIO0CS IPO BUTagKU
CMepTeNbHOT0 Tepef03yBaHHs ogHUM MofadininoM (mo3u no 12 r). [lepemo3yBaHHS IPU IPUHOMI
OaraThbox JTiKapchbKHUX 3ac00iB, BKIOYauu MofgadiHin, mpru3BOAKIIO 10 JeTalbHUX HACITIOKIB.
CumnToMuy, 1110 HalyacTillle CyIPOBOMXKYIOTh Ilepefo3yBaHHs MofadininoM, okpeMo abo y KoMmOiHarril
i3 iHmuMu penapaTamMu: 6e3COHHS, CUMIITOMHU 3 OOKY LIeHTPaIbHOI HEPBOBOI CHCTEMH, TaKi SK
HECIIOKIil, le30pieHTallisl, CIIyTaHiCTh CBiIOMOCTI, 30y/I:KeHHS i raioluHalii, CAMIITOMHU 3 OOKY
TPaBHOT'0 TPAKTy, TaKi K HyHOTa i giapes, i cCKMITOMH 3 OOKY CeplieBO-CyOAUHHOI CUCTEMHU, TaKi K
Taxikappisg, Opagukapmis, rinepTeHsid i 6inb y rpygax. CUMITOMHY, 110 HadacTillle CyIPOBOAXKYIOTh
nepeno3yBaHHs apMopadininoM, okpeMo abo y komOiHarii i3 iHImMMYU IpernapaTaMu: TPUBOTA,
0e3COHHS i QUCITHOE.

CrneuudiyHui aHTUOOT OJI4 Hy’BiJI}KI/IJ'Iy'® BifcyTHiii. [Ipu mepeno3yBaHHI HEOOXigHO 3aCTOCOBYBAaTH B
IepIly Yepry CUMIITOMAaTU4YHy Tepallilo 3 BUKOPHCTAaHHSM CEPLEeBO-CYAMHHOTO0 MOHITOPHHTY.
BifcyTHi maHi 040 KOPUCTI Hiani3y, MigKUCIeHHS YU IiJIy>KyBaHHSA Ceyl [JId [I0CUJIEHHS BUBEeHHS
JIiKapChKOT0 3aco0y.

ITo6iuni peakuii.
COAI'C, XIICIIP i Hapkosencia

Besneky 3acTocyBaHHS HyBiJI}KI/IJIy® OLIiHIOBa/IM Y OOCifkKeHHi 3a y4acTio noHap 1100 mamieHTiB i3
HaAMipHOI0 COHJHUBICTIO, acotiioBaHoio i3 COAI'C, XTICTIP i HapKomneImci€ro.

Y nepenpeecTpamifHuX KOHTPOIOBAHUX KIIHIYHUX MOCITIIXKEHHAX HaWOiTbIll YaCTUMU TOOIYHUMU
peakuiaMu (= 5 %) y nami€eHTiB, sKi 3aCTOCOBYBaJlu HYBiJI}KI/IJ'I@, 110 3yCTpivasucy 4YacTille, HiX y
TallieHTiB, SIKi 3aCTOCOBYBaM Iialedo, Oyiu rooBHUY 0iflb, HyOTa, 3allaMOPOYEeHHS Ta 0€3COHHS.
[Tpodindb mobiuHuUX peakiriii 6yB mOmiOHUHN Y BCiX JOCTiIXKEHHSX.

Y nepeppeecTpalliiHUX KOHTPOIbOBAHUX KIIHIYHUX AOCHigKeHHAX 44 i3 645 natieHTiB (7 %), aki
oTpuMyBani HyBigxun®, IpUIUHANE IPUIOM BHACIIIAOK M0GIYHKMX peakI(ii, HopiBHAHO 3 16 i3 445



(4 %) nauienTis, ki mpuitmanu nnane6o. Haibinbi 4acTow NPUYNHOIO IPUIIMHEHHS IPUUOMY
npenapaty 0yB rojoBuuii 6inb (1 %).

Yacmoma y KOHMPO/b0BAHUX O0CAIOHCEHH X

Y tabmuni Huxk4e (Tabnuilsg 1) HaBegeHo mMoOivyHi peakiril, 110 criocTepiranucs i3 yactorow 1 % abo
Bullle i Oynu GiNbIll YaCTUMHU Y TMalliEHTiB, SKi 3aCTOCOBYBaIN HYBiJ:[}KI/IJ'I@, TOPIBHSHO 3 MalliEHTaMu,
SIKi 3aCTOCOBYBaJIH IIale6o, y mepeapeecTpaliiftHux KOHTPOIbOBAaHUX KITIHIYHUX HOCTIIXKEHHSX.

Oco0a, 110 Tpru3HavaE JiKapChKUM 3acib, Ma€ yCBimOMIIIOBATH, 10 MIOKA3HUKY, HaBeleHi HUXK4e, He
MO2KHa 3aCTOCOBYBaTH [ijIsl Tepef0ayeHHs YaCTOTH MOGIYHUX peakiiit y xodi 3BudaiiHoi MEOUYHOI
IIPAKTUKY, [Ie XapaKTEePHUCTUKY IAIli€HTIB Ta iHIIi (haKTOpU MOXKYTh BifpPi3HATHCS Bifl TAaKUX IIif 4ac
KJIIHIYHUX [OCHiAXKeHb. Tak caMo, HaBeeHy YaCTOTY He MOXKHa IIPSMO IIOPiBHIOBATHU 13 ITIOKa3HUKaMU
iHIMMX KITiHIYHUX JOCIifKeHb, IKi BKJTI0YAIOTh iHIle JTiKyBaHHS, KOPUCTyBadiB ab0 [OCTiIHUKIB.
[TpoTte o3HalioMIIeHHS i3 1ieto iHPopMalieo gae ocobam, 110 TPU3HAYAIOTh JTiIKapChKUM 3aci0, 0CHOBY
[JIs1 OLIHKY BiTHOCHOTO BILIMBY (papMakoIorigyHuX i HepapMaKonaorigHUX (PaKTOpiB Ha 4aCTOTY
no0iYHUX peaklidl y OOCTifXKYyBaHiy rpymi marieHTis.

Tabnuis 1

[TobiyHi peakiiii, moB’sI3aHi i3 NMiKyBaHHSM, gKi 3ycTpiganucs 3 yacToToio 1 % abo Bullle Ipu
IIPOBeMeHHi mane60-KOHTPOIbOBAHUX KITIHIYHUX HOCTiIKEeHb* 3aCTOCYBaHHS

Hysimxuny® (150 Mr i 250 mr) mpu COAI'C, XIICIIP i Hapkoserncii y mapanenbHux rpymnax’

KJlac CHCTEMH OpraHiB Hysigxun® [Tname6o
(%, N = 645) (%, N = 445)
3 6oKy cepus
[TanpmiTanisa 2 1
3 60Ky W1YHKOBO-KUWKOBO20
mpakmy
Hynota 7 3
Hiapes 4 2
CyxicTp y poTi 4 1
I[ucnoerncis 2 0
Binb y BepxHix Biggimax |2 1
PKBOTA
3armop 1 0
brnioBaHHSA 1 0
Pigki BUIOPOXKHEHHSA 1 0

3azanvHi po3snadu ma peakuii y
Micui 88e0eHH A

BrommoBaHiCTh 2 1
Cmpara 1 0
['pumnomnoni6Hi cummntomu |1 0
Bine 1 0
[Tipekcis 1 0

3 60Ky iMyHHOI cucmemu
Ce30HHa aneprisa 1 0




3 60Ky 1a60pamopHux
NOKA3HUKIB ma pe3y/ibmamis
obcmediceHb

[TigBuIleHHS PiBHSA 1 0
ramMma-TiyTaminTpaschepasu

[Tigsumenuas YCC 1 0
3 6oky memaboaizmy ma
Xap4yB8aHHA

AHOpeKcis 1

JHUXKEHHS alleTUTy
3 60Ky Hepeosoi cucmemu

['omoBHUM 6inb

3araMOpOYeHHSA

Po3nangu yBaru

Tpemop

Mirpensb

[TapecTesisa
3 60Ky ncuxiku

be3conHs

TpUBOXKHICTH

Hemnpecisa

AKuTaIia

HepBo3HiCTD

[TpurHidyenuii HaCTPin
3 60Ky HUPOK ma ceyosusioHUX|
waAxie

[Toniypis 1 0
3 60Ky pecnipamopHoi
cucmemu, op2aHia 2pyoHOl
KAimKu ma cepedoCmiHHA

IucmoHoe 1 0
3 60Ky wkipu ma nidwkipHoi
MKAHUHU

Bucun 2

KOHTaKTHUY JepMaTUT

[TiguieHe 1

MIOTOBU[IIIEHHS
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* YoTupu TIOABIHHI crimi miaie60-KOHTPOIbOBaHI KITiHiUHI OCTiI>KEeHHS 3aCTOCYBaHHS IIpenapaTy
npu COAT'C, XTICIIP i HapKoJiemncil; 9acToTa OKpyTjieHa J0 HauOIuKYOoTo IiIoro Yyrcia. BkimodeHo
TinbKY N06IYHI peakiii, yacToTa SKMX IpH 3acTocyBaHHI HyBimxumy® BUINa, HiX Ipy IpuioMi
mtane6o.

'V Ta6nuni ve HaBeeHo moGiuHi peaxuii, yacToTa SKuX npu 3actocysansi HyBimxuny® 6yia ImoHaiMeHIIe
1 %, mpoTe mopiBHIOBasa ab6o OyIa MEHIIOIO0 3a TaKy Ipu mpuiioMi mmane6o. Li peakirii BKIo4amu:
3OYTTS XKUBOTA, Oilb y TPyAsx, OPOHXIT, Ha30(papPUHTIT, CUHYCHUT, iHGEKIIl BePXHIX TUXaTbHUX
IISXiB, MiOBUINEHHS PiBHS allaHiHaMiHOTpaHChepas3H, MiIBUINEHHS PiBHS
acrnaprataMiHoTpaHcdepasu, apTpanriio, 0inb y cnuHi, opodapuHreanbHuil 0ib, Kaens i
rinepreHsio.

ITo303aneacHicmy nobiYHUX peakuitl



Y nepenpeecTpaliiHuX KOHTPOJIbOBAHUX KITIHIYHUX OOCIiOKEHHAX, 1110 ITOPiBHIOBAIM 103U

150 Mr/mo6y i 250 mMr/mo6y Hysimxuny® i nnamne6o, 0303aleXHUN XapaKTep MOKa3ald TiMbKHE Taki
no0iuHi peakuii: rojoBHUY 6iNlb, BUCHI, JETIPECis, CYXiCTh ¥ POTi, 6€3COHHS i HygoTa. [logaTKOBY
indopmarrito HaBefeHO y TaOIuUII 2.

Tabmuig 2

YacToTa 10303asieXKHUX, TIOB’I3aHUX i3 JTiKyBaHHSIM MOOIYHUX peakliil Ipyu IPoBeneHHi miare6o-
KOHTPOJIbOBAHMUX KIIIHIYHUX JOCTiAXKeHb* 3acTocyBanHs Hysimxumy® (150 mr i 250 mr) mpu COATC,
XTICTIP i HapKoneIcil y apajieIbHUAX TpyIax

Knac cucremu  [Hysimxun® Hysimxun® HyBimxun" [1nanebo
oprasis 250 Mr 150 mr KOMOGiHaIis (%)
(%) (%) (%) N = 445
N = 198 N = 447 N = 645
3 60Ky WIYHKOBO-KUWKOB020 MPAKMY
HypoTta 9 6 7 3
CyxicTb y poTi 7 2 4 ‘1
3 60Ky Hepeosoi cucmemu
Tonosuuii Gins |23 [14 [17 9
3 60Ky ncuxiku
Be3CoHHSA 6 4 5 1
[enpecis 3 1 2 ‘1
3 60Ky wkipu ma nidwKipHOi MKAHUHU
Bucun 4 [1 [2 [1

* YoTupu MOABiHHI ciimi mnane6o-KoHTponboBaHi mocmigxkenHs npu XIICITP, COAI'C i Hapkosemncii.

3MiHU OCHOBHUX NOKA3HUKIB HCUMMEODIAALHOCMI 0P2aHIZMY

MOHITOPUHT apTepiasbHOTO TUCKY Y IepeApeecTpaliiHuX KOHTPOJIbOBAaHUX AOCIIAKEHHX
3acTocyBaHHs npenapaty npu COAI'C, XTICIIP i HapKosencii ToKa3aB He3HaYHe
MifBUILIEHHS CePeqHbOr0 CUCTOIIIYHOrO i AlaCTOIIYHOTO apTePiaibHOr0 TUCKY Yy MHalll€HTIB,
Kl 3aCTOCOBYBaJIA HyBiJI}KI/IJ'I®, IIOPiBHSHO 3 IMalliEHTaMu, SKi nmpuiiManu mnnanebo (Big 1,2 mo
4,3 MM PT. CT. y Pi3HUX eKCIIepHMEHTaJIbHUX Tpynax). TakoX He3HayHO OinbIlla 4YacTKa
TMalieHTiB, 9Ki 3acTocoByBanu Hysimxun®, norpebysaa Npu3HayeHHs aHTUTIIEePTeH3UBHAX
3ac06iB abo 36ibIIeHHS N03yBaHHS aHTUTINIePTEeH3UBHUX 3aC00iB (2,9 %) y MOpiBHSHHI i3
nmaljieHTamu, Ski m 3acTocoByBanu nnauebo (1,8 %). Y nepenpeectpaliiiuux
KOHTPOJIbOBAHUX [OCTiIKEHHAX OyJI0 BUSIBIIEHO Majle, IpoTe cTalilbHe CepenHe
IiABUIIEHHS YaCTOTH IYJIbCY MOPIiBHSHO 3 MAlliEHTaMH, 110 TpuiiMany mianebo. Lie
MigBUILEHHS KONMuBanock Big 0,9 go 3,5 yoapy Ha XBUJIUHY.

[TocTpeecTpallivHUK OOCBIL

Huxue BuKnageHo noOiuHi peaxiiii, mmo 6ymu 3adikcoBaHi ITifg 9ac MOCTPEECTPAIIINHOTO HOCBIOY
3acTocyBanHs HyBigxumy®.

3a yacToToro moOiuHi peakiril po3moineHi Ha Taki KaTeropii: myxe gacrto (= 1/10); gvacto (= 1/100,
< 1/10); HeuacTo (= 1/1000, < 1/100); pimko (= 1/10000, < 1/1000); myxe pigko (< 1/10000);



HEeBiIOMO (HeMOXKJIMBO OLIIHUTHU 3a HaABHUMU NAHUMHU).
3 boky cepus. YacTo: manbIiTallis; oyKe pigKo: CyIpaBeHTPUKYISPHA apuTMis, iHpapKT MioKapaa.

3aeanvhi po3aadu. HacTo: BTOMIIOBAHICTh, TPUIIONONIOHI cuMIITOMH, Oinb, IMipeKcis, cupara;
PiOKO: aHOMAJIbHI BiIUyTTS, OPATiBIUBICTS.

3 6oky imyHHOI cucmemu. HacTO: ce30HHa anepris; OyXKe PimKo: TrinepuyyTINBiCTh J0 JTiKapChKOTO
3aco0y, aHadinakcis.

3 60Ky Hepsosoi cucmemu. JIyzKe 4acTO: TOJIOBHUH Oiflb; YAaCTO: 3amaMOpOYEHHs, PO3JIafy YBary,
MIrpeHb, IIapecTesis; AyXke pigKo: CyLOMHU.

3 6oky ncuxiku. YaCTO: TPUBOKHICTh, HEMPECis, aXKUTallis, MPUTHIYEHUN HACTPil, 6€3COHHS,
HEPBO3HICTh; AyKe PifKO: rajouuHalii, THiBIUBICTh, arpecis, MiKapcbKa 3ajIeKHICTh, ICUXOTUYHUN
po3iaf, cyilumanbHi IyMKH, cripoba cyinuay; HeBimoMo: MaHis.

3 60Ky pecnipamopHoi cucmemu, opaaHia 2pyoHoi Kaimku ma cepedocminHs. [lyxKe pigko: BiTayTTs
3MaBJIIOBAHHS Y TOPJIi, HAOPSK ropTaHi.

3 60Ky w.ayHKoB8o-Kuwkoso2o mpakmy. HeBimomMo: BUpa3Ku B POTOBIY OPOXKHUHI (Y TOMY YUCIIL
IIyXUpi Ta BUPA3KU CIU30BO1 000JIOHKM POTOBOI ITOPOXKHUHMU).

3 6oky wkKipu ma niowkipHoi mkaHuHu. YaCcTO: BUCUII, KOHTAKTHUYU JePMaTUT, IigBUIIEeHE
IIOTOBUMIIEHHS; AyXKe pifKo: cuagpoM CTiBeHca - [[2KOHCOHa, ajiomnelLis; HeBiioMo:
MeauKaMeHTO3Ha peaklis 3 e03UHOPIIIEI0 Ta CUCTEMHUMU CUMIITOMaMH.

Tepmin npudamHocmi. 3 POKH.

YmMmoBu 30epirannsi. 30epiratu npu TemnepaTypi Huxk4e 25 °C, He 0X0I0AXKYyBaTH ab0 He
3aMOpOXKyBaTHU. 30epiraTv y HEJOCTYIIHOMY s MiTe# MicIi.

YnaxkoBka. [1o 7 TabneTok y 6micTepi, o 1 6mictepy y Kopoobui (asst tabnetok mo 150 mMr ta 250 mr);
no 10 tabneTok y 6mictepi, mo 3 GricTepu y KopoOi (s TabneTok o 50 mr, 150 Mr ta 250 mr).

Kareropis Bignmycky. 3a peremnrtom.

Bupoonuk. ITJIIBA XpBartcka [1.0.0.

Micue3HaxoaKeHHs1 BHPOOHHKA Ta ajjpeca Miclsi IPoBagKeHHsI HOT0 TisIbHOCTI.



[Tpina3 6apyua @iminosuya 25, 10000 3arpe6, XopsarTisi.



