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IHCTPYKIIA

i MEIHYHOTI'0 3ACTOCYBAHHA HiKapCbROI'O 3acuﬁy

Hyni,uam.ﬂ®
(Nuvigil®)

Cknao:

oito4a pevoeuna: apmopadiin;

1 Tabnetka micTuth apMoaadinixy 50 mr, abo 150 mr, abo 250 mr;

OONOMIDICHI  pe4o6uHU: TTAKTO3M MOHOTIApAT, NeToI03a MIKPOKPHCTAIYHA, KpPOXMalb
npexenatuHizopannii, nosizon K29/30, natpiro kpockapmesnosa, MarHiio creapar.

Jikapcbka gopma. Tabnerkn.

Ocno6Hi Qi3uKo-XimMiuHi 61aCMUBOCII.

Tabnemru no 50 me: xpyrii, Bix 6inoro 1o Maiike 6ioro xomsopy Tabnerku 3 TucHeHHsM (G
Ha OJIHI# cTopoHi i “205” Ha iHmiif cTOpoHi;

mabaemxku no 150 m2: oBanbHi, Bi 6ioro 10 Maiixe 6inoro konsopy TadieTky 3 TucHeHHAM [(E]
Ha OJHi# cTOpPOHI i “215” Ha iHwWii cTOpPOHI;

mabGaemku no 250 mz: oBabHi, Bia 6i0ro 10 Maiixe 6inoro komsopy Tabnerku 3 TucHeHHM (G
Ha O/iHii cTOpoHi i “225" Ha iHImiil CTOPOHI.

dapmakoTepaneBTHYHA rpyna. 3aco0u, mo Ai0Th Ha HEPBOBY CHCTEMY. IIcHXOaHAIEITHKH.
IlcuxocTuMynaTOpH, 3acO0H, 1110 3aCTOCOBYIOTBHCS TIPH CHH/IPOMI aedilnTy yBaru 3
riNepakTHBHICTIO, Ta HOOTPOIHI npenapaTi. CHMIaTOMIMETHKH HEeHTPAIBHOT Ail. Apmoaadinii.
Kox ATX NO6B A13.

Dapmaronoziuni enacmugocmi.

DapmaroouHamixa.

Apmonadinin — ne (R)-enantiomep Mogadininy, sxuii € cymimmmo 1:1 (R)- i (S)-enanTtiomepis.
Mexanism, 3a sxuM apmonadiHin cHpHse NIATPUMAHHIO CcTaHy 6aJbOpOCTi HEBiOMHIL.
Apmonadinin Mae ¢apMakosoriyHi BIACTUBOCTI, aHanoriudi momadidiny, BixnmosigHo 10
pe3yNbTaTiB JOCHI/DKEHb Y TBapHH 1 JocmikeHb in vitro. (R)- i (S)-eHaHTiOMepH YHMHATH
O/IHAaKOBY (apMakKoJIOriyHy Aik0 Y TBAPHH.



His apmoznadininy i Monadinimy, o 3yMOBIIOE MIATPEMaHHS CTaHy 6a1bopocTi, oi6Ha /10 il
CHMIIaTOMIMETHYHHX 3aco0IB, BKIOYarouyd amderamin 1 Merundenigar, xoya ixuiif
(dapmakooriuamii npo@ink BiAPI3HIETHCS BiA Mpodinio MUX CUMIATOMIMETHYHHX aMiHIB.
Apmonadinin — ne HenpaAMHH aronict aodaMmiHOBHX peuenrtopiB. Sk apmomadimin, Tak i
mofadinin in vitro 3B’A3YIOThCA 13 NEPEHOCHHKOM Jod)aMiHy i TPHrHIYYIOTH 3BOPOTHE
3axomieHHs godaminy. s Mogadininy us akTHBHICTE Oyna 1moB’si3aHa in vivo 31 3pOCTaHHAM
MO3aKIiTHHHUX PiBHIB JodaMiHy y JESKHX 30HaX MO3KY TBapHH. Y I'eHeTHYHO MOAH(IKOBAHHX
MHUIIIEH, y dKuX OyB BiACyTHIH nodaminosuit mepenocHuk (DAT), mozadinin He CnpuyYHHAB
crany 6anbopoCTi, IO CBIIYUT NPO Te, WO 1 Aist 3anexkuts Bix DAT. ITpore edext cnpusaus
crany GanbopocTi, 3yMoBIeHHH MonadinizoM, Ha BiaMiHy Bix edekty amderaminy y mypis He
HIBEJTIOBABCS AHTAroHicTOM J0(aMiHOBHX penenTopis ramonepuaonom. OKkpiM Toro, iHriGiTop
cuntesy nodaminy anbda-MeTHI-N-THPO3UH ONOKye a0 amderaminy, npore He OJIOKye
JIOKOMOTOPHY aKTHBHICTh, BUKIHKaHY MoaadiHiioM.

Oxpim epexTy 6aab0pOCTi 1 MiZBUIIEHHS JJOKOMOTOPHOI aKTHBHOCTI Y TBapHH, MoAadinin Moxe
YHHATH TICHXOAKTHBHY 1 ei(opuYHy Ail0, 3MiHH HACTPOIO, BiYYTTIB, MHMCJICHHS 1 €MOLii,
THHOBI g iHmuX cTumyasTopis ITHC y moxwan. Moaadinin Mae miaxpinimoodi BIacTHBOCTI,
SK 1€ IOKasye CaMOCTiHE 3acTOCYBaHHSI Npenapary y MaBI, SKHX IONEPEIHBO HABYHIIH
CaMOCTIHHO 3aCTOCOBYBaTH KOKaiH; Mojadinin OyB 4YacTKOBO BH3HAYEHUH fK NOMIOHHN 10
crumyisTtopa (muB. posain  «OcoGmuBocTi 3actocyBaHHA. [loTeHmian 3JI0BXKHBaHHS i
3aJIeKHOCTI»).

DapmaKoKinemuxa.

ITicng 3acTocyBaHHA OHOPa30Boi 1 OaraTopa3’oBHX NepOpalbHUX 103 apMoaadiHin JeMOHCTpYE
NiHifHY He3aneXHy B 4acy KiHeTuky. IlinBHIneHHs cHcTeMHOI eKcros3umii mpomopiiiine y
nianaszoni 703 Bix 50 g0 400 mr. ITicms 12 TwkHIB 3acTOCyBaHHS JKapchKOro 3acoby He
CIIOCTEpITaIocs 3alieKHOi BiJ wacy 3MiHM B KiHerHii. OueBuAHMH pIBHOB@XKHHH CTaH
apmonadiHidy gocsraBcst micias 7 AHIB 3acTocyBaHHS. IIpy piBHOBaKHOMY CTaHi CHCTEMHA
excrniosuilis apmoaadininy y 1,8 paza nepepuiirye eKCros3uiito mcis ogaopa3osoi A03u. ITpodini
KoHIeHTpauis-4ac Juis (R)-enaHTiomepy micisi 3acTOCYBaHHSA OJHOpasoBoi jo3M S50 Mr
Hysimxuny® a6o 100 wmr mnpemapary Modavigil® [Momadinin, 1:1 cymim (R)- i
(S)-enantiomepiB] npaktuuno 306iranmmcs. IIpore, Cpax Ta AUC).. apmomadiminy vy
PIBHOB2)XHOMY cTaHi Oynu BuImuMH BianosiaHo Ha 37 % i 70 %, micns npuitomy 200 Mr
Hyaimxmy@ MOPIBHAHO 3 BIANOBIAHAMH 3HAYeHHSAMH IS MomadiHimy micias 3acTocyBaHHs
200 Mr Mozjadininy BHACHOK IIBHILIOTO KIipeHcy (S)-eHaHTioMepa (Iepio/] HaniBBUBEICHHS
013bK0 4 roauH ) y nmopiBHSAHHI 13 (R)-eHanTiOMEPOM.

Bemoxmyeanns

HyBimkun® MBHAKO BCMOKTYEThCA THCAS NEpOPATBHOrO  3aCTOCYBAHH. AbcomoTHy
nepopaibHy 610J0CTYNHICTh BH3HAYHTH HE BAATOCH YePe3 HEPO3YHHHICTh apMoadininy y Boi,
IO POOHTH HEMOKJIMBHM BHYTPIIIIHLOBEHHE BBEJICHHS.

Brums ki

B ixi Ha nepopansay Giomoctynsicts Hysimkimny® BBakaeTses MiHIMATEHEM; npoTe micjist
npuiioMy ki dac JOCSATHeHHs MmiKoBoi KoHUeHTpauil (Tpax) MOXKe 30iLibmHTHES TPHOIN3HO Ha
2-4 romunu. OCKITBKH TMOAOBKEHHS Tmax TAKOXK TOB’si3aHe i3 Oinbll Ni3HIMH NiZBHILEHHMH
KOHIIEHTPALIIAMH y TJ1a3Mi, IpHHOM T’Ki MOTEHIHHO MOKe BIUTMBATH HA 1OYATOK 1 YacoBHil
nepebir hapmakonoriasol aii Hysi,u}fmny®.

Po3znooin

Hypimxun® Mae ysBHHH 00°em posmoniny npubmuzno 42 n. Jlani mpo 3B’s3yBaHHS
apmojadininy i3 mpoTeinamu miasmu BiacyTHi. Ilpore mopadinin momipHO 3B’s3yeThCH i3
nporeiHamMu 11asMH  (Onusbko 60 %), nepeBaxkHo 3 ansbymimamu. Ilorenmian B3aemoil
Hysimxnny® i3 JKapChKUMHU 3aco0aMu, sIKi aKTHBHO 3B’SI3YIOTHCS i3 NPOTEIHAMH, BBAXKAECTHCS
MiHIMQJIBHHM.

Memabonizm



Jaui in vitro Ta in vivo moxasyioTh, 10 apmMoaadiHin IpoXoauTh TiAPOTITHYHE Je3aMiHyBaHHS,
S-okHMCeHHs | TiAPOKCHIIOBaHHSA apOMAaTHYHOTO KilbLs, i3 NOJANBIION THOKYPOHIAHOIO
KOHFOrawi€io I'iIpOKCHILOBAHUX CITONYK.

AMIZHER TiIPOM3 € €IMHEM HalONbIl BaXJIMBHM ILISIXOM MeTabonisMy, a Apyruii 3a
3HAYCHHSAM — 1€ YTBOpeHH:A cyabhoHy depe3 mutoxpoMm P450(CYP)3A4/5. Immi nmpomykTu
OKHCJICHHS in Vifro YTBOPIOIOTHCS 3aHAQJATO TOBIBHO, 1100 BH3HAYMTH BiINOBiJANbHI 3a HHUX
(epmenty. Tinbku 18a METabOTITH TOCATAIOTH 3HAYHOI KOHLEHTpauii y mnasmi [(R)-momadininy
KHCoTa 1 Mogadinity cynsdon].

Jlani mpo posmozin, meraGonism i Busemenns Hysimxmny® simcyrni. Ilpore, mozxadimin
eTIMIHYETbCS TEPEBAKHO IUIAXOM MeTabomi3My y mewinni, i menme 10 % BHXimHOI croaykn
BHALIIETbCS 13 ceyero. Yepes 11 mHiB micist 3actocyBaHHS J103H, B 1ilOMY, BH3Hauamn 81 %
BUXi/THOT pa/lioakTHBHOCTI, 1epeBaxkHO y cedi (80 % mopisusHo 3 1,0 % v kaii).

Bueeoenns

ITicns nepopalbHOro  3acTOCYBaHHS Hygimxnny®,  apmozadinin HOKa3ye OYEBUIHE
MOHOEKCTIOHEHIIIfHEe 3HMKCHHS MIKOBHX IUIa3MaTHYHUX KOHIEHTpauiii. OueBuaHMIH KiHeBHii
tin craHoBHTH Grm3bko 15 romms. Ilepopanshuii kiipenc Hysimkumy” cTaHoBHTE mpHOIH3HO
33 mu/xs.

Ocobaugi epynu nayicumie

JHimu

dapmakokiHeTHKY apMoAadinilty y aiTell He J0CIiHKYBaIH.

Bik

VY KIIHIYHOMY JOCTI/UKCHHI CHCTEMHA eKcro3uuis apmozadininy 6yna npubamsno Ha 15 %
BHIIOIO Y MNALI€HTIB JITHBOTO BiKY (BIKOM > 65 pokiB, N=24), mo Bimnosizano npubiauzHo Ha
12 % nmxuomy opanbHomy KiipeHcy (CL/F) y nopiBHsHHI i3 MonoammMu cy6’exTamMu (BikoM
18-45 pokis, N=25). CucteMHa ekcro3uIis apMozadininy kuciaoru (merabonity) Gysa BHIOIO
npubmmsHo Ha 61 % i 73 %, BignoBimHO, WA Chpax Ta AUC., y NOPIBHAHHI 13 MOIOAIIUMH
cy6’exramu. CHcTeMHa eKCro3ullis cyab(onoBoro Merabonity Gyna npubmusno na 20 % Huxua
y HAIEHTIB JITHBOrO BIKY IOPIBHSHO 3 MONOAIIMMH NamieHTamMu. AHami3 miarpyn cy6’exris
JITHBOTO BiKy TI0Ka3aB, IO Cy0'€KTH JITHBOTO BIKYy > 75 poKiB i 65-74 pOKiB MamM HMKuUHil
opanbHMH KiIipeHc, BiamoBimHO, npuOmmsHo Ha 21 % i1 9% npor MonoAmHX CyO’eKTiB.
Cepe/Hsa KiBKICTB Y KpoBi Oyna npu6msso Ha 10 % Buma y cy6’extiB 65-74 pokis (N=17) i Ha
27 % Buma y cy6’extiB > 75 pokiB (N=7), y nopiBHsHHi i3 MonoammmMu cy6’extamu. 11i 3mian
HE BBAXKAIOTHCS KJIIHIYHO 3HAYYINMMH JUIA TAli€HTIB JITHBOTO BiKY, MPOTE, OCKLILKA AEsKi
CTapili NalieHTH MaroTh BHILY CEPEIHIO KOHUECHTPALiK apMonadinizy y KpoRi, Uit HHX CITi
PO3IIITHYTH 3aCTOCYBAHHSA HHKYHX J103.

Cmamyp

Honynsuiiinuii anani3 GpapMakoKiHETHKHM HE CBIIYHTH IPO BIUIMB CTaTi Ha (apMakOKiHETHKY
apmozaadininy.

Pacosa npunanescricme

Briue pacoBoi npuHanexXHOCTI Ha papMakoKiHeTHKY apMojadininy He BUBYABCH.

Hopywennsa ¢hynxyii HUpox

Y nocnimkenHi pasoBoi mozum 200 Mr mozadiiny TskKa XpoOHIYHA HHUPKOBAa HEIOCTATHICT
(kmipenc KpeaTusidy <20 MJI/XB) He BIUIMBaJIa 3HaYyule Ha (apMaxkokiHeTHKY momadinimy,
IpoTe eKcno3uiis Moxadininy kucmorH (Mmerabomity) 3pocna y 9 pasis. IcHye HemocTaTHBO
J@aHUX JUIA BU3HAuYeHHs Gesneku i epextuBHocTi HyBimkmny® (apmonadininy) y narieHTis i3
criabKUMH, MOMIPHUMH ab0 TSHKKAMHE PO3JIaaMi HHPOK.

Hopywenns gynxyiit nevinku

Ilepopaneruit knipenc Monadininy OyB 3HIKeHHH npubaH3HO Ha 60 % y namieHTIB i3 HMPO30M
nevinku (knac B ab6o C 3a Yaiinnom-IT"10). a KoHNeHTpanis piBHOBaXkHOro crany 6yna yiasidi
BUINOIO 3a NOKAa3HMKM 3BHYAHHMX mNamieHTiB. BiamomimHo. mosy Hysinxnny® namieHTaMm i3
TAUKKHMH PO371aZIlaMH NICHiHKHA I 3HHIKYBaTH (JMB. po3aimm «Croci6 3acTocyBaHHS Ta 031,




«OcobmBocTi 3acTocyBaHHs»). ICHye HeIOCTaTHBO JAHMX Tpo 3actocysBamHs Hysimkmmy™
(apmonadininy) 3aneKHO Bijl CTYNEHS YPOKEHHS MEUiHKH.

Kniniuni 0ocniocenns

Edexrupnicts Hyimkuny® s nokpaimenss crany Baxropocti Oyna BCTAHOBIEHA NMPH TAKUX
posnajgax: CHHAPOM OOCTPYKTHBHOro amsoe cHy/rinonsoe cHy (COAI'C), mapkonencis i
XPOHIYHE MOPYIIEHHS CHY (BHACIIZOK PO3Maly HHKIY «COH — GambopicTh») MpPH MO3MiHHIlH
poborti (XTICIIP).

JInst KOXHOro KIHIYHOTO JOCTI/UKCHHS NapaMeTpoM CTaTHCTHYHOI 3HAYYIIOCTI BBAXKAIH
3HayeHHs p < 0,05.

Cunopom oﬁcmpy.\muenoeo annoe cuy/einonnoe cny (COAI'C)

Edexrupnicts Hysimxuny™ s NIATPHMaHHA cTaHy 0afbOpocTi y mamieHTiB i3 HaaMipHOO
connuBicTio BHacnigok COAI'C Gyna BcraHOBIeHa Y 12-THKHEBUX OGaratoueHTpoBHX Iuianebo-
KOHTPOJIbOBAHUX MOABIMHHX CHIMHX JOCHIKEHHAX TNapalelbHUX TIpyn amOy/IaTopHMX
TNAIIEHTIB, SKi BiAMOBiAam KpuTepisM MixHapoanoi kinacudikauii mopymens cay (ICSD) mns
COAI'C (sxi TakoX BIMOBINATH KPUTEPISIM AMEpPHKAHCHKOI IICHXiaTpU4HOI acolanii
DSM IV-TR).

Y nepmomy JIOCJII,II)KGHHI 3021, B mimomy, 395 nameH'nB 13 COAI'C panjiomizyBanu st
OTPHMaHHA Hymmxlmy 150 Mr/no6y, Hyeimxmny® 250 Mr/n00y abo BiAmoBigHOTO Manedo.
[TanienTH, sKi 3aCTOCOBYBAIH Hymmm@, NOKa3alli CTAaTHCTHYHO 3HAYYILE I[OKpPALICHHS
3/IaTHOCTI MATPUMYBATH CTaH 0abOPOCTi MOPIBHAHO 3 MAIEHTAaMH, [0 NMpuiiMany nianebo, 3a
BuMiptoBanHsM TIIB (Tecty miaTpuMKH cTany 6aﬂb0pOCTi) TIPH OCTAHHBLOMY Bi3HTi.

v )Ipyromy jpocmijkenni 3025, 263 nauientie 3 COAI'C panjpomizyBanu s O'I'pHMaHl{H
Hygimxany® 150 mr/n06y a6o mnane6o. [lanienTw, sxi 3acTocoBysamu Hysimkun®, Bussuim
CTATUCTHYHO 3HAYYINE MOKPAIIECHHS 3JaTHOCTI MIATPUMYBATH CTaH 0GaabopoCTi MOPIBHSHO 3
namieHTaMH, 1o npHuiiMany rianedo 3a noxasaukamu TIIB.

B yeix mocmimkernsax Hysixun® He BIIHBAB HA HIYHMIA COH, KM OLIHIOBABCS 3a JOTIOMOTOIO
noJiicoMHorpadii.

Hapronencia )

Edexrusricts Hysimkumy® 118 mokpamieHHs crany 0agpopocTi y mauieHTiB i3 HaAMipHOIO
COHJIMBICTIO, ACOIIHOBAHOIO i3 HAPKOJIENCIE€I0, BCTAHOBIWIHM Y 12-THKHEBOMY 6araroleHTpoBOMY
n1aued0-KOHTPOILOBAHOMY —TNOABIHHOMY —CHINOMY JOCTI/DKEHHI NapaiejbHUX TPyl Y
aMOyJaTOpHHEX Nali€eHTiB, AKi BiANOBiZamM Kputepism MixHapoauoi knacudikanii mopymeHs
CHy mpu Hapkonencii. B ninomy, 196 mauieHTiB paHmoMi3yBamu uis OTPHMAHHS Hysimkuny®
150 Mrf'noﬁy abo 250 wmr/noby ym BimmoimHoro mirauebo. IlamieHTt, sKi 3aCTOCOBYBATH
Hygimxnn®, BHSBHIH CTATHCTHYHO 3Ha4yIle NOKpPAIICHH 371aTHOCTI 30epirat cTan 6aabopocTi
NOPIBHAHO 3 Nalli€HTaMy, 110 npuiiMany mranebo, 3a nokasaukamu TI16.

HyBimkun" He BIUIMBaB Ha HivHUi COH, AKMIi OIHIOBABCS 32 JIOMIOMOTOK nonicoMHorpadii.
Xponiune nopywenns cuy (6Hacnioox po3nady yukiy «con — 6advopicmvy) npu nosMinuiil
pobomi (XTICIIP)

Edexrupricts Hysimkuny® s nokpamenss craHy 0aabopocTi y NAlli€HTIB i3 HAaAMipHOIO
connmBicTio, acouioBagoro 3 XIICIIP, nmokasamn y 12-TmxmHeBOMY OararoneHTpOBOMY
11a11e00-KOHTPOJILOBAHOMY TIOABIHHOMY CIIOMY KITIHI9HOMY J0CIII/UKEHHI napaielbHuX IPYIL.
B mninomy, 254 mnamientn 3 XIICIIP Gymm panjomizoBani mis orpumanus Hysimkumy®
150 Mr/no6y a6o mmane6o. Hysimkun® He BIIMBAB HA JeHHHMIl COH, SKHMil ONIHIOBABCHA 3a
JIOTIOMOTOFO ToJTicoMHOrpadii.

Kainiuni xapakrepHcTHKa.

Iokaszanna.

— Just miarpuManss ctany 6a1b0pOCTi y MalieHTiB 3 HAZIMIPHOIO COHJIMBICTIO IIPH CHH/POMI
OOCTPYKTHBHOTO alHOE CHY/TINONHOE CHY — K IONOBHEHHS /10 TEpaIlii METOIOM HOCTIHHOTO
MO3HTHBHOI'O THCKY B AHXanbHHX muiaxax (CPAP-tepanii);



— JUlsl IIKyBaHHS HaZIMipHOT COHJIMBOCTI, OB’ S3aHOT 3 IOMIPHHM Ta BaKKHM XPOHIYHHM
NOPYIIEHHAM CHY (BHACIII0K po3ialy IHKITY «COH — 6anbopicThb») NpH M03MiHHIH pobOTi, KOIu
He(]apMaKoJIoriyHl BTpyYaHHs € HeYCHIUIHUMH ab0 HEIOUiIbHHMH;

— JUIsl NIATPUMaHHS cTaHy 6abopocTi Y MAIEHTIB 3 HAIMIPHOIO JIEHHOIO COHJIMBICTIO,
NI0B’3aHOIO 3 HAPKOJIETICIEL0.

Hpomunokasanna.
— I'inepuytusicTs 10 MonadiniTy, apmonadinimy abo 10 Oyab-sKMX KOMIIOHEHTIB IIpenapary;
— BariTHICTB.

Bsaemoais 3 inmmMu JikapcsKUMH 3ac00aMH TA iHIII BH/IH B3a€MOIiii.

Pesynbrati in vitro nokasamu, mo apmonadinin cnabko imgykye aktupHicte CYP1A2 i
moxnBo CYP3A y crocib, 3anexHwmil Bif KOHUEHTpauii, Ta 06OpPOTHO IHribye aKTHBHICTDH
CYP2C19. In vivo apmonadinin inaykye CYP2B6. Apmonadinin ve BiumMBae Ha inmi gepMenTH
CYP. Jlocnimkenss in vitro nokasano, mo apmoaadinin € cyberparom P-riikonporeiny.
Tlomenyiuni 63aemo0ii 3 nikapcokumu 3acobamu, axi ineibyiomo wu iHOYKyIomb i3ogepmenmu
yumoxpomy P450 abo memabonisyiomvcs izogepmenmamu yumoxpomy P450 ma inwumu
nevinkosuMu epmenmamu

IcHyBanHs uucineHHMX NUIAXiB MeTabonisMy apmonadinimy, a Takoxk ToM (akt, 1m0
metabomiyaui musx, He mnow’ssaHuii 3 CYP, € Haii0imem mBuakuM y MeTabomizmi
apmozadinimy, cBiaYaTh, LI0 iCHYE HH3BKa HMOBIPHICTh 3HAYHOTO BIUIMBY HA 3arajbHH
(bapmaxomnemqnnn npodiin Hymmmny depe3 iHriOyBanas CYP 1npu omHOYacHOMY
3aCTOCYBAaHHI 1HIINX JIIKApCHKUX 3ac00iB.

[Ipote, gepe3 wacTkoBy yuacTh (pepmentie CYP3A y meraGomiumniii eniminauii apmonadininy,
OHOYACHWH mpuiioM mOTYXHHX iHAyKTopiB CYP3A4/5 (manpuxian, xapGamaseminy,
okckapbaseniny, henobapbitany, denitoiny, pudabytuny, pudamminy i npenaparis 38ipo60i0)
abo imribitopiB CYP3A4/5 (mampuknaz, iHriGiTopiB mnpoTeasu; pUTOHABIpy, iHAMHAaBipYy,
HendinaBipy, cakBiHaBIpY: KIAPHTPOMINHHY, epHTPOMILIEHY, XJI0paM(EHiKOTy, KETOKOHA30IY,
iTpakoHasoy, Heda3oqOHy, MMNTIazeMy i Bepamaminy) MoOXKe 3MiHIOBaTH KOHIEHTpALilo
apMozagininy y rrasmi.

Iomenyian Hysioocuny™ smintosamu memabonizm inwux nikapcvkux 3acobis wnaxom iHoykyii
abo npuenivenns epmenmie

Jlikapcoki 3acobu, wjo memabonizyiomovca CYP3A4/5

Hani in vitro mokasaimi. 1Mo MeTadboiiT apM0ﬂa¢JiHiny Monahininy cynbhoH € crabkum
lHle}Cl"OpOM aktuBHocTi CYP3A. V KiIiHIYHOMY JOCHI/DKEHHI OJIHOYACHE 3aCTOCYBAHHS
Hysimkuty® 250 mr IIPU3BEJIO JI0 3HHXEHHS CHCTEMHO] eKCcno3uii Minasonamy Ha 32 % micis
OJIHOpa30BOi HepopanbHol 1034 (5 Mr) 1 Ha 17 % micas ogHOPa30BOi BHYTPIIIHEOBEHHOI 031
(2 Mr). BigmosimHo, piBeHb y KpoBi i edeKTHBHICTB JiKapchkux 3aco0iB, sKi € cyGcrpaTamu
¢epmenTis CYP3A (Hanpukiai, CTEPOIIHHX KOHTPALENTHBIB, MKJIOCIOPHHY, Migazonamy i
TpHA30J1aMy) MOJKe 3HM3HTHCH I1iC/Isl IOYATKY OJTHOYACHOTO 3acTocyBanus Hysimkuny®, a oTxe
Moske OyTH nmoTpibHa KOpeKLis J03H.

Y kiIiHI9HOMY J0CHiKeHH] oHOYacHe 3actocyBanns Hysimxmny® 250 mr i3 KapbamaszeninoM
(400 mr/no6y) mpu3BenO 10 3HI)KCHHS CEpe/HBOI CHCTEMHOI €KCrosuiii kapbamasemiHy
npubausHo Ha 25 %. Moxe Oytn morpibHa Kopekuist 1031 kapbamaserniny MpH 0HOYaCHOMY
3actocyBaHHi 3 HyBimkunom , ocoGmmBo Ha moyarky abo NpW NPHIMHEHHI OHOYACHOTO
3aCTOCYBaHHS IIHX JIBOX 3aC00iB.

B okpemOMy KIiHIYHOMY JOCHiKeHHi onHOouacHmii npmiiom Hysimxuny® 250 mr i3
KBeTianigoM (106oBa 103a 300-600 Mr) npu3BiB 10 3HMKEHHS CEPEHBOT CHCTEMHOT eKCIIO3MILiT
KBETiariHy npnﬁnmﬂo Ha 29 %. KOpEI‘yBaHHﬂ J1034 HE noTpibHO.

Ilpu npwifomi 3 Hysimkunom® piBei mukiocropuny y KPOBI MOXKYTb 3HHM3UTUCH. [Ipu
OJIHOYAaCHOMY NpHHOMI 1HX JBOX 3aco0iB ¢TI KOHTPOIIOBATH KOHLEHTPALll HUKIOCIOPHHY Y
KPOBI i MPOBOJMTH BiZANOBIIHY KOPEKILIO 103H LISl HHKIOCTIOPHHY.



Jlikapewvxi 3acobu, wo memabonizyiomocs CYPIA2

Pesynpraru in vitro moxasamu, mo apmonadinin Ta jioro meraGomit momadininy cymspon €
cinabkumu inaykropamu CYP1A2 y cnoci6, 3anexunii Bia koruenTpauii. [Tpote, y kniniunomy
JIOCTi/KEHHI, e B SKOCTI MapKepHOro CyOCTpaTy 3acTOCOBYBamM Ko(eiH, HEe BHSBICHO
3HAYYIIOro BIUIMBY Ha akTuBHICTHE CYP1A2,

Jixapcvki 3acobu, wo memabonizyiomocs CYP2C19

Hani in vitro noxaszamm, mo apmozadinin i me Ginpmor Mipow #oro MeraGomit Monacbiﬂiny
cymb(on € oﬁopomnmu 1Hr161'ropaMH aktuBHOCTI CYP2C19. V xuiniuHOMY ZOCHIIKEHH]
OZIHOYACHE 3aCTOCYBAHHS Hysimkuny” 400 mr npmssogmio g0 40 % 3pocTanHs eKcrnosuuii
OMeINpasojly Micjs OJHOPa3oBOi IepopatbHOi 103 (40 Mr), B pesyibTari MOMipHOTO
npuraidenns aktuBHocTi CYP2C19. Otxe, Moxke OyTH NOTpiGHE 3HMIKEHHS MO3M ACSKHX
miKapcekux 3acobiB, siki € cyGerparamu CYP2C19 (mampukian ¢emiToiny, miasemamy,
OPONPAHOJIONY, OMENPa30Ily, €30MeNpasoiy i KIOMINpamiHy) IPH OJHOYACHOMY 3aCTOCYBAaHHi
13 HyBimxunom™.

Jlikapcoki 3acobu, wo memabonizyromocs CYP2B6

Haui in vitro noxkazami, mo paueMiunuii mMozadinin € crnaGKuM IHZYKTOPOM aKTHBHOCTI
CYP2B6 y 3anexHuii BiJi KOHIEHTpallii croci6.

Bsaemoodis 3 nikapcekumu 3acobamu, akmusnumu wooo [JHC

OpnodacHe 3acTOCYBaHHS HyBimKPmy® 3 KBETIaNiHOM 3HIKYBAJIO CHCTEMHY EKCIO3HIIIIO
KBeTiaminy.

Hani mono crnenuigaux Mmcnpenapamux B3aEMOI1i Hyal,uxcvmy 3 IHIDUMHU JIKapCHKHMHU
3acobamu, aktuBHEMH 110,10 [THC, Bmcy'rm ITpore, 1o Hyalnxcnny MO’KHa 3aCTOCYBAaTH TaKy
iH(opMalliio Ipo MiXNpenapaTHy B3aeMOIir0 Moaadininy.

Onnouacre 3actocyBanHs Mozadininy i Metrindeninary abo aexcrpoamderaminy He BUKIHKAIIO
3HAYYIMX 3MIH (apMakokiHeTHuHOro mnpodimo mozadininy abo Oyas-gKoro 3 MHUX
CTHMYJISTOPIB, X04a BCMOKTYBaHHS MOJadiHITy 3aTpUMYBaIOCh IPUOIM3HO HA OJIHY FO/IMHY.
OnmouacHe 3acTocyBaHHs MojadiHiMy 3 KIOMimpamiHOM He 3MiHIOBaNO (apMakoKiHeTHuHMil
npodins xkoaHOro i3 3acobis. IIpoTe, y oxHOro mauienTa i3 Hapkosencielo mia gac JiKyBaHHS
MozadiniioMm Oyno BUSBIEHO BHIANOK MiJBHLICHHS PiBHSA KJIOMinpamidy i #oro akTHBHOro
MeTabomniTy Ae3METHIKIOMIIpaMiny.

JaHi moao MiknopenapaTHOI B3aeMOil HyBi.umn}f@ abo mopmadininy 3 iHriGiTopamu
MOHoamHoxcnnam (MAO) Bincyrni. OTxe, IpH 0OJHOYaCHOMY 3acTOCYBaHHi iHribiropis MAQO
i Hysimkuny® ciia BussisTa 00epeKHICTB.

Bzaemoois iz P-2nikonpomeinom

Onue nocrifukenHs in vitro moxasano, mo apmoaadinin € cyberparoM, mporte He iHTIGiTOpOM
P-rnixonporeiny. Knimiuamii BmmB npursidenHs P-riikonporeiny Ha GiomocTymHICTH
apMoadiHiny He BiIOMHIA.

Bzaemooia i3 inwumu aikapcoxumu 3acobamu

Jlani mono Mixnpenapathoi B3aemomii Hysimkwmry® i3 iHumamu JKapChbKUMH  3acobamu
BincytHi. Ilpore, 10 HyBiﬂ)KHHy® MOYKHa 3aCTOCYBAaTH TaKy iH(OPMAIIO IpOo MiKIpenapaTHy
B3aeMoiio Moadininy.

OmnouacHe 3acTocyBaHHs MoAadiHimy i BapdapHHy He BHKIHMKAJIO 3HAYYMIMX 3MiH Tpodinis
¢papmaxoxinetuxu (R)- i (S)-papdapuny. IIpote, OCKIIBEKH Y BOMY J0CII/DKEHHI 3aCTOCOBYBAIIH
TUIBKH OHOPa30BY 103y BapdapuHy, B3a€MOil HE MOKHA BHKIIOUMTH. ToMy, IIpH
OJIHOYaCHOMY 3acTOCYBaHHI Hy3i,uxcnny® i3 BapdapMHOM CITia pPO3IMISHYTH OijbIl YacTHii
KOHTPOJIb IpoTpoMOiHoBoro yacy/MHB.

Ocobnugocmi 3acmocyeana.

Apmogadinin — ne esanTiomep panemigHoro Mmogadininy. Jlpa enantiomepn Moaadininy MalOTh
pisHy ¢apmakokimeTHky. VY JOpociMX ImOZedl mepion  HamiBkuTTS  apMopjadimiiy,
(R)-ecnanTiomepa npuGiaM3HO Yy TPU pasu JOBIIMHA 3a Nepioj HaniBkurTs (S)-eHaHTiOMEpa.
3HauenHs niel GpapMaKOKiHETHYHOT PI3HALI MiXk JIBOMa 3acobaMH Juls TPUBATOCTI KIiHIYHOT il



3aIMINAcThCs HEBIIOMUM. [n vitro abo in vivo He BHSBIEHO JMXOJHHMX O3HAK  B3aEMHOTO
neperBopeHHsd (R)- 1 (S)-enanrtiomepir monadininy.

Takum gunoMm, apmopadinin 1 Moxadinin He € OloeKBIBaJIEHTHHMH, a OTKE HE €
B3a€MO3aMiHHHUMH (MB. po3ain «Crocib 3acTocyBaHHs Ta JI03H»).

Taoicke 6ucunanns, exniovaioyu cunopom Cmisenca-Horconcona

IIpo TsKKe BHCHIIAHHS, 110 BUMArajo TocmiTamizamil i MpHIHHeHHs JiKyBaHHS, TOBIIOMIIAIOC
y JIopociuX y 38°s3Ky i3 npuiiomom Hysimkuny® (apmonadininy) i mMozaadinity — paneMiynol
cymimi (S)- i (R)- enanTiomepis.

He BuBHamm 3acTocyBaHHs Hyai;mmny® neiaTpHYHUM NauieHTaM 3a Oyap-SKHX TOKa3aHb i
3acib He 3aTBep/KEHMIT U1 3aCTOCYBAaHHS AITAM 3a OyIAb-SIKHX I10Ka3aHb.

V KIHIYHEX JOCTIDKeHHSX MojadiHITy YacTOTa BHCHIIAHHS, L0 BHKIMKANO IPUIIHHEHHS
JiKyBaHHs, craHoBHaa npubmsno 0,8 % (13 nauientiB Ha 1585) v maumiedrtis-gited (Bikom
< 17 pokiB); 1le BHCHIIaHHs BKJIFOYAI0 1 BHIIAJ0K MOXKIHBOTO chHApoMy CriBeHca-J[KoHCOHa i
1 BUmazox HMOBIPHOI MYJIBTHOPIaHHOI peakiii rinep4y TIHBOCTI.

Kinbka Bunajkis Oynam acouiiioBaHi i3 JTHXOMAHKOIO Ta IHIIMME IOPYIICHHSMH (HAIPHKIA 3
OmoBaHHAM, JICHKOIEHIE10).

Cepenniii 9ac 0 MOABH BHCHIAHHS, IO NPHU3BOIWIO [0 NPUNHHEHHS JIKyBaHHS, CTaHOBHB
13 ni6. Cepen 380 mauieHTiB-aAiTeH, Ki OTpUMYyBanH IU1anebo0, TAKUX BUNAJKIB He BHSBIEHO. Y
KITIHIYHHX JOCIIDKEHHAX MOJadiHLTy Y JOPOCITHX., BHMAJKIB TsXKKOTO BHCHIIAHHS TAKOXK HE
BusBiIeHO (0 Ha 4264 mamieHTH). 3a JAHUMH BCECBITHBOIO NMOCTMAPKETHHTOBOTO JOCBINY, Y
JIOPOCIMX 1 JiTell BHUSBACHO PIIKI BHIAAKH THKKOIO BHCHIIaHHS ab0 BHCHIIAHHA, MIO
3arpoXyBasio JKHMTTIO, BKIIodaloun cuujapom CriBeHca-/[)KOHCOHA, TOKCHYHMIT erigepMaibHHMil
HEKpOJi3 1 BHCHINAHHA Ha IIKipi 3 eo3uHOdimicl0 Ta cucreMHumH cumnromamu (DRESS).
TIpoTarom mepiojty MOCTMapKETHHTOBOTO croctepexenns Hysimkany” y mopociux Bussieni
BHIIQJKH TSJKKOTO BUCHIIAHHS, SK 1 TP 3aCTOCYBaHHI MoJadiHiTy, BKIKOUAOYH ITyXHPi IIKIpH i
POTOBOT NOPOXKHHHH.

@QakTOpH-PeIMKTOPH  PU3HKY HacTaHHs ab0 TSKKOCTI BHCHMIIAHHS, TIOB’S3aHOTO 3
3acToCyBaHHAM apMmozadininy abo Momadininy, He Bimomi. Maiike BCi BUNANKH THKKOTO
BHMCHIIaHHs, acolliffoBaHi i3 NMMHU 3acobaMy, MalH Micle IpoTAroM 1-5 THXKHIB micis moyarky
nikysanns. Ilpore, micns TpuBamoro nikyBaHHS (Hampukman, 3 Micsmi) Takox Oynu
HOBIIOMJIEHHS PO 1301bOBaHi BUNAAKH. TakuM YHHOM, TPHBATICTh JIIKYBaHHS He MOXe OyTH
3aco0oM nepedayeHH s MOTEHIIIHOTO PU3HKY, TIPO SIKUii CBIAYMTL NepIla MosBa BUCHITAHHS.
Xoya npu npuifomi H}*Bi,u)xuny® TaKOX TPAIUIIIOTHCS JOOPOSKICHI BUCHITAHHS, HEMOJKIHMBO
nependavyuTH, AKI BHCHIIAHHS BHSBIATHCS TSOHKKHMH. Bimmosinno, npuiiom HyBin}KHny® CIIin
NPUIIMHUTH PH NEPIIMX O3HAKaX BHCHIIAHHS, OKPIM BUNAJIKIB , KOJIH BUCHITAHHS HE I10B’s3aHe
13 3aCTOCYBaHHSIM JIKapchKoro 3acoOy. [IpunuHeHHS IiKyBaHHS MOXKE HE IIONEPETHTH
NEePEepOCTaHHsl BHCHIAHHA Y Take, LIO 3arpokye OKUTTIO, ab0 MO BHKIMKAE ITOCTIHHY
IHBAJTTU3aLiI0 YH CIIOTBOPEHHS 30BHIIIHOCTI MAlli€HTa.

Aneioneepomuynuil Habpsxk i anaginakmoioni peaxyii

Ipu 3actocyBanni Hysimkuny® Biamivanucs AHT10HEBPOTHUYHHHA HaOpsiK i rinmepuyTiusicTs (i3
BHCHIIAHHAM, qucdariero i OporxocnasMonm). IlanieHTam cnif pagduTé NPUNHHATH JTIKYBaHHS i
HeraifHO TNOBIIOMJIATH JiKapio Npo Oyab-ski O3HaKH abo CHMITOMH, [0 CBiAYaTh TIPO
aHrioOHeBpOTHUHHHN Habpsk abo aHadinaxcito (Hanpukian, HaOpsk oOnuyus, oyeii, ry6, A3mKa
abo ropTaHi; TPyHOLII IIpH KOBTaHHI ab0 JUXaHHI; 3aXPUILTICT).

Mynvmuopeanni peaxyii 2inepuymaueocmi

MynbTHOpransi peaxiii TrinepuymIMBOCTI, IO BKIHOYAIH LIOHAWMEHINE OJMH JIeTAILHHI
BUNAJ0K IPH NOCTMAapPKETHHIOBOMY CIIOCTEPEKEHHI, BIIMIYAIACA B 4aCOBOMY CITiBBiJIHOLIEHH] 3
1I0YaTKOM 3acTOCyBaHHS MozaadiniTy (MenianHuit yac 10 BusiBienHs 13 ai6: mianason 4-33). He
MOKHA BHMKITIOYMTH aHAJOTIYHMII PH3MK MYJNBTHOPIaHHHX peakuiil rinepuyTIuBOCTI Ui
apmoaadininy.

Xoua KUIBKICTE NOBIIOM/ICHDL Oyi1a oOMerKeHa, MyJIbTHOPraHHi peakilii rinepuayTIHBOCTI MOKYTh
BHK/JIHMKaTH Trocmitanizanilo abo 3arpoxyBaTd OKHTTIO. DaKTOPHU-TIPEIUKTOPH  PH3HKY



BUHHKHEHHS ab0 TSKKOCTI MYJILTHOPraHHHX peakuiii rinepuyriampocti He Bimomi. O3Haku 1
CHMIITOMH 1ILOT0 PO371aay OyIH pi3Hi; NPoTe Nali€HTH 3BUYaHHO, X0Ua HE BUKIIOYHO, BHABIIIHA
JTMXOMAHKY i BHCHIIAHHS, acOLiifoBaHi i3 ypaKeHHsM IHIIMX CHCTeM opraiB. IHmi aconifioBani
NPOSIBH BKJIIOYANH MIOKapjWT, TeNaTHT, BIAXMICHHS Yy (QYHKIIOHATLHHX TecTax MNediHKH,
reMaToJIOriuHi BiAXWICHHA (Hanpukiaj, eo3uHo(dLNio, elKomenito, TPOMOOLHTONEHIIO),
cBepOik 1 actenito. OCKUIBKH MyIbTHOpraHHa rinepqy'mHBocrb Mae pi'sﬂomanimi TIPOSIBH,
MO3KYTh MATH MicIie iHMIi, He OIMCcaHi TYT CHMIITOMH 1 03HAKH 1HIIHX CHCTEM OPTraHiB.

IIpu mino3pi Mynbmopraﬁum peakiuii Trinep4yTIHBOCTI 3aCTOCYBAHHS Hym,uxcmy crin
NPUNUHATA. X0yYa BiJICYTHI NOBIJOMIEHHS NPO BHOAIKM IEPEXpecHOi aneprii 3 iHIIAMH
JKApCHLKUMH 3ac00aMH, SIKi BUKJIHKAIOTh 1lell CHHAPOM, JOCBiJ HOro BHHHKHEHHS IpH npHHoMi
JIKApCHKUX 3aco0iB, acOUiHOBaHMX i3 MYTBTHOPraHHOIO PEaKIIcl0 TiNepyyTIHBOCTI, MOXKe
BKa3yBaTH Ha TaKy MOXIJIMBICTb.

Hocmiuna connugicms

ITanienTaMm i3 aHOMAJIBHOK COHJIMBICTIO, SKI NMPHIAMAIOTH HyBiI.DKHH®, CH1JT TOBIIOMIISATH, IO
iXHili piBeHb GagBLOPOCTI MOXE HE IOBEPHYTHCS [0 HOPMH. Y TNAII€HTIB i3 HaJMIPHOIO
COHJIMBICTIO, BKITFOYAIOYH THX, XTO IpuUiiMae HyBiHXQHﬂ@, CJIiJ1 YaCTO OIIHIOBATH CTYIMiHb IXHBOI
COHJIMBOCTI 1, SKIO JONLILHO, PEKOMEH/IyBaTH YTPHUMYBATHCS Bijl KepyBaHHs aBToMobineM abo
inmoi morenniino Hebesneunoi misnmbHOCTI. JliKapi, 110 MalOTh MpaBO MPH3HAYATH JKAPCHKI
3ac00H, TaKOX MAIOTh YCBIZJOMIIOBATH, II0 IALIEHTH MOXYTh HE BH3HABAaTH CBOIO HAAMIPHY
COHJIMBICTB /IO MPSIMOTO MHTAHHS PO COHJIMBICTD I1iJl Yac ITEBHHX BHIB AiSIBHOCTI.

Cumnmomu 3 60Ky ncuxiku

y nepenpeecmaumnﬁx KOHTPOIbOBAaHHX JIOCII/UKEHHSX 3aCTOCYBaHHS Hysimkmty® mpu
napkoerncii, COAI'C i XIICIIP, TpHBOKHICTb, @XHTallisl, HEPBO3HICTh 1 ApaTiBIMBiCTH Oyiu
OPAYHHAMH TPUITAHEHHS JTiKyBaHHS O1IbID YacTO y MAIlI€HTIB, 5;1(1 3CTOCOBYBaIH Hysimxan®™
HNOPIBHAHO 3 MAali€HTAMH, W0 OpuiiManu manebo (l-Ime}KHn 1,2% 1 mnane6o 0,3 %).
Jenpecis Takoxk Oyna 4acTimoro MPHYHHOI MPHIHHEHHS JIKYBaHHsS Yy TAIl€HTIB, suu
sactocoByBam Hysimkun", nopmmmo 3 mamieHTaMm, mo npuiivams miane6o (Hysiminn®

0,6 % 1 nmnane6o 0,2 %). YV KIHIYHHX MOCTIDKEHHSX BIAMIYAIMCS BHNAAKH CYIMIAIBHMX
JIYMOK,

Cltijt BUSBIATH 0GepexkHicTh py npusHauenni Hysimxmmy”™ nameHTaM AKi MalOTh B aHaMHe3i
NCHX03H, Aempeciio abo Mawifo. SIKImo mpu 3actocyBanHi Hyimxumy® 3°SBIAThCS CHMITOMH
3 OOKY NCUXiKH, CITiJ PO3TJISHYTH NPUIHHEHHS 3aCTOCYBaHHS Hyla1,?1}1(1;«1J1\/C'—3J

[To6iusi pealcml 3 0OKy TCHXIKH alnmqa.nnca y MAIi€HTiB, SKI OTPUMYBaIH MozadiHiL
Mo,uadnmn i apmo,aa(bmm (Hysimkun®) ayxe cropigHeni STOTYKH. BiznoBiiHo, yacToTa i THII
CHMIITOMIB 3 GOKY ICHXiKH, acomiifoBannx i3 Hysimkmmom®, o4iKyrOThCS aHATOMYHIMH YacTOTi
i THmy uMx mnoAid, acomiiioBanux i3 MojadiHimoM. IlocTmapkeTHHroBi mnoGiuHi peaxiii,
acomiifoBani i3 mpuitfoMoM MozadiHily, BKIIOYATH MaHilo, MasyHi igei, ramonuHaumii,
cyiuujalbHe MHCICHHS 1 arpeciio, MO B JAEIKMX BHIAJKaX MPH3BOAWIMA JO TocHiTamizaiii.
bararo i3 Takux MNali€HTiB, NPOTe HE BCl, MaIM NCHXI4YHI po3/laa¥ B aHaMHe3i. Y OJHOTO
3I0pOBOroO A0OPOBOJIBILS YOJIOBIHOT cTaTi PO3BHHY/IMCH el BiTHOCHHM, MapaHOialbHi MasyHi
ysIBJIEHHS 1 cIyXoBi ramonuHamii micns GaratopazoBux mo6oBux 103 600 mMr mopadinity,
acomiifoBaHux i3 jaenpuBaiicio cHy. Yepes 36 roawH micis DpUIMHEHHS NPHHOMY Npenapary
O3HAKH IICHX03Y 3HUKIIA.

Cepyeso-cyounna cucmema

HyBimkui®© He JOCTIDKYBaIH i HE 3aCTOCOBYBAIH JIOCTATHHOIO MipOIO Y MAIEHTIB i3 HEaBHIM
indapkToM Miokapaa B aHaMHe3i ab0 HecTablIbHOIO CTEHOKAPIIE0, OTXKE, TAKMX NAIliEHTIB CITij
JIKYBaTH 3 00EpeKHICTIO.

V kiiHiYHEX JoCHiKeHHsSX MoaadiHimy BiaMiuamucs cepueBo-CyauHHI moOiuHi peakii, mo
BKIIOYAny Oink y Tpyasx, HanbliTaliio, AUCITHOE i TPAH3UTOpHI imemiuni 3miEu T-3y6ns Ha
EKT, ski y Tphox cy6’exrtiB Oymm acomiiioBani i3 nponanccaM MITpaJIbHOTO KjamaHa abo
rineprpodicio sgiBoro mutynouka. TaGnerxkn Hysimxua~ ne PEKOMEHIYCTLCS 3aCTOCOBYBATH
namieHTam i3 rineprpodico niBOro NUTyHOUYKAa B aHaMHe3i abo mamieHTaM i3 NpoJancom



MITPQJILHOIO KijlanaHa, y SKHX BIIMIYABCS CHHIAPOM IIpOJIANCY MITPAjJbHOIO KiamaHa IpH
nonepeaasoMy npuioMi ctumystopis IIHC. Tlpo nponarnc miTpansHOTO KiianaHa cBijdaTh Taki
pe3ynbTat (BKIIOYHO 13 iHIIMMHE), Ak imemiyni 3mMinn EKI, 6inb y rpyasx abo apurmis. Ilpn
HOBHX emnizofax OyJb-SKOro i3 IMX CHMIITOMIB CHiZ PO3IJISIHYTH MOXJIMBICTH KapAioJOrigHOl
OIIIHKH.

MOHITOPHHT apTepiajlbHOrO0 THCKY Y KOPOTKOCTPOKOBHX (<3 MICSIIB) nepeapeccTpaliinmx
KOHTPOJIBOBaHMX JOCIiKeHHsX 3actocyBanns npenapaty npu COAI'C, XTICIIP i napkonencii
[I0Ka3aB He3HauyHe CepeHE IIIBUIIEHHS CepeAHLOr0 CHCTOJIYHOrO 1  JIacTOJIYHOIo
apTepiaybHOTO THCKY Y HALI€HTIB, SK1 3aCTOCOBYBAIH HyBi,u)chn® NOPIBHAHO 3 MaIlICHTAMH, SK1
npuiiManu wranebo (Bia 1,2 1o 4,3 MM PT. CT. y PI3HHX eKCIIEpHUMEHTANLHHUX rpynax). Takox
He3HayHOo OuIbIa YyacTKa Malli€HTiB, AK1 3aCTOCOBYBAIN HYBi,E[}KHJI®, norpedyBana npu3HauCHHA
AHTUTINEPTEH3UBHUX 3ac00iB 200 30iMbIIeHHS 103YBaHHS aHTHTINEPTEH3UBHUX 3aco0iB (2,9 %)
y TOpiBHSAHHI i3 mamieHTamMH, gKi 3actocoByBanu Inanebo (1.8 %). V nepenpeecrpauiiinux
KOHTPOJIbOBAHUX JOCII/DKEHHAX OyI0 BHABICHO Maie, MpoTe cTablibHEe CepeaHe IiABHIIECHHS
YaCTOTH ITyJIbCY MOPIBHSHO 3 Halll€HTaMH, 10 npuiiMamu miane6o. Lle nigBHIeHHs KOJIUBAIOCh
Bix 0,9 no 3,5 ynmapiB Ha xBunuHy. J[18 DaUi€HTIB, IO OTPUMYIOThH HyBi,ﬂ)K}dﬂ@, Moxe OyTH
nouineHUM MosiTopunr YCC i aprepianbHOoro Ttucky. Cnix BusiBIsSTH 00epexHIiCTh NpH
npusnavenni Hysimkuny® namientam i3 BiIoMOIO cepreBo-CyaIHHHOIO XBOpPoOOIO.

TIayienmu (rcinku), wjo 3acmoco8yionv KOHMpayenyio

[Tepen nouaTkom 3actocyBaHHs HyBDKHITY  CeKCyalbHO aKTHBHI XKIHKH PENPOAYKTHBHOTIO BiKY
MAaroTh PO3N0YATH NPOrpaMy KOHTpPAIeTTHBHAX 3aX0/IiB.

EdexTHBHICTE CTEpOIIHUX KOHTpALENTHBIB MoXe OyTH 3HMXKeHa Ha (QOHI mpuiiomy
HyBiJI}KHny® 1 IPOTATOM OJIHOTO MICSIIA MICIA NPUNHHEHHS JTIKyBaHHS (IHB. po3ait «B3aemois
3 IHIIMMM JIIKapChKUMM 3acobamMy Ta iHINI BHAM B3aeMojiii»). Ilpu cynmyTHbOMY JiKyBaHHI
Hysimkmiom® i NpOTAroM OHOTO MiCALS Mic/is NPHIIHHEHHS 3aCTOCYBAHHS HyBiﬂ.}Knﬂy®
naiieHTkaM, [0 NPHAMAIOTh CTEPOiAHI KOHTPAUENTHBH (HANPHKIAA, ETHHLIECTpaaion),
PEKOMEH/IYIOTCS allbTePHATHBHI ab0 CymyTHI cnoco0M KOHTpaLeNIlii.

I'enomoxcuunicme

ApMojiadiHin ImoKa3aB HeraTHBHHUI pe3y/ibTaT TECTY Ha 3BOPOTHI MyTamii GakTepiit in vitro Ta
TECTy Ha XpoMOcoMHi abepaii in vitro nimbounTis moauan. Mogadinin nokasas HeraTUBHHN
pe3yibTar cepil TecTiB in vifro (HalpHUKIaJ, TECT HA 3BOPOTHI MyTauii OGakrepiii, Tect Ha TK
(TMMIMHKIHA3y) MAIIa4oi J1iM(OMH, TeCT Ha XpoMocoMHi abepanii JIM(OIHUTIB JTIOIMHH, TECT
Ha TpaHchopmanito Mumaynx eMopionanbHuX KinitHH BALB/3T3) Ta in vivo (MiKpoHYKIeapHuii
TECT KJIITHH KICTKOBOrO MO3Ky MHimeit). Ili mocmimkenHs cBimuarts. mo apmozadiHin mae
HU3LKUH FeHOTOKCHYHHI NMOTEHIiall.

THomenyian 3n08axcusansi i 3anexcnocmi

Xoua moOTeHNian 3710BKHBaHHA apMOAadiHIIOM CheliadbHO He BHBYAIH, HMOBIPHO. IO BiH
aQHAIOTTYHHN TAaKOMY U1 MoaadiHiny.

Y moaunu MozadiHil MOKe BUKIMKATH TICHXOAKTHBHI i eliopuuni edekT, 3MiHH HACTPOIO,
CNIPUIHATTSA, MHMCIEHHS 1 BIA4yTTiB THMOBI Juig iHmuX ctumymnstopie [IHC. Mopadinin mae
MIAKPIILUIIOKYl  BIACTHBOCTI, PO IO CBIAYMTH HOTO C€aMO3aCTOCYBAHHS MaBIaMH, SKHX
MONepeIHbO HABYMIIM CAaMOCTIHHO 3aCTOCOBYBATH KOKaiH. Y JESKMX JOCTIIKEHHSX Momadiin
TAKOK YacTKOBO BBaXKalW MOMAIOHOIO O CTHMYJSATOpa pedoBHHOIO. Jlikapi MaioTh YBaXHO
CIocTEpiraTH 3a Malli€HTaMH, OCOOJNMBO 3a THMH, XTO MAa€ B aHaMHE3l 3JI0BXKHBAHHS
JIKapchbKUMH 3acobamu Ta/abo cTHMynATOpaMH (HampHKnax, MeTwideHizaroMm, amderaMinoM
abo kokaiHOM). 3a DalieHTaMM CIiJl CIOCTEpiraTd IMOJO MNOABH O03HAK HENpPaBHJILHOIO
3acTocyBaHHA abo 3/10BXKMBaHHs (HAmpuKiaa, 30iMbIIeHHS A03W abo TOBEIHKA IOIIYKY
3aco0y).

[Torenuian 3noxuBaHHs Moxadiautom (200, 400 1 800 wmr) ouniHoOBaIH  BIAHOCHO
metuiadeninary (45 1 90 Mr) y nocniukeHHI B cTallioHapHUX YMOBAX 3a y4acTiO 0cCif, 1Mo mMaiu
JI0CB1J 37I0BXKHMBaHHA JIKapchbKUMH 3aco0amu. Pesynpraté 1BbOro KIiHI9HOTO JOCIIIKEHHs



10Ka3aiM, 110 Moaadiniia MoKe BUKIIMKATH NCHXOAKTHBHI 1 efipopuuni edexTn, K 1 11 BAOMI
crumyistopu LTHC (metundeniaar).

Bnnug na pesyriomamu 1abopamopHux mecmie

V jochigKeHHSX MOHITOPYBAIM IapamMeTpd KIiHIYHOI XiMmii, remMatosiorii i asamizy cedi.
Cepenni pisui ramma-raytaminrparcdepasu (ITT) 1 myxnoi docharasu (JIP) y miasmi kposi
MiABMINYBAIUCh Micas 3acTocyBaHHs Hysimkuny , Ha Biaminy Bix iuvtaue0o. VY AeKIIbKOX
cy0’extiB pieui I'TT i JIO nepesuimman Mexi HopMmu. He BHSIBISI0CS %KOAHOT Pi3HHI Y PIBHAX
ananigaminorpancdepasu (AJIT), acnapraraminorpancdepasu (ACT). sarampHoro Oinxa,
ansOyminy abo 3aransHOro 6imipy0iHy, Xoua OyaH piaKicHI BUIAIKH 13071b0BAHOTO ITiBUIEHHS
pieas ACT Tta/a6o AJIT. Ilicns 35 ni6 nikyBaHHS BIAMITHIM OJWH BMIAJOK IErkoi
DAHIMTONEHIT, sIKa 3HUK/IA MCIIS MPUITHHEHHS TpUifoMy npernaparty. Y KIHIYHHX J0CTiHKEHHSIX
Oyno BusBIEeHO ciabke cepelHE 3HWIKEHHS Bl BHUXIJHOrO piBHS JUI CEYOBOI KHCJIOTH Y
CHpOBATIIi KPOBI TNOPIBHAHO 3 Tali€HTaMH, fKi npuiiMand 1wiane6o. Koiniyne 3HaveHHs
BHSIBJICHHX JIJAHUX HEBiIOME.

3acmocysanns npu nopywlennsx QyHKYiu nevinku

Jlozy Hysimxuny® HeoOXiIHO 3HHKYBATH MAIICHTAM i3 TSUKKHMH TOPYIICHHSIMH (YHKIH
neuiHkd, 3 abo 6e3 mupo3y (muB. po3ain «Cnocid 3acTocyBaHHS Ta J03U»). ICHYE HEIOCTAaTHBHO
JAaHUX IIPO 3aCTOCYBaHHS PI3HHUX 103 Hyaimxuny® (apmomadininy) BIAMOBIIHO OO CTYNEHS
YP@KEHHS NEYIHKH.

3acmocysannsn npu nopyuleHHAx QYHKYiu Hupox

IcHye HeIOCTaTHLO JaHMX JUIs BH3HA4YeHHS Oe3nexkn 1 edeKTHBHOCTI HyBimery®
(apmomadininy) y mamieHTiB i3 cnabKUMH, NOMIpHUMH ab0 TSKKHMH TOPYLICHHAMH (YHKIIH
HHPOK (JuB. po3ain «Cnocib 3acTocyBaHHS Ta J03H»).

3acmocysanns nayicumam 1imHb020 8Ky

V mnamieHTiB JITHROTO BiKY BHBeAeHHS apMojadininy Ta Horo MetaboniTiB Moxe OyTu
3HmwkeHHM. OTKe, CJiJl PO3MIISHYTH 3aCTOCYBaHHS HWKYMX JI03 1 IPOBOJWTH pPETEIbHHMN
MOHITOPHHT 1€l rpyny namieHTiB (JIuB. po3ain «Crocib 3acToCyBaHHS Ta I03HY).

3acmocysanna y nepioo eazimuocmi abo 200Y8anHA 2pyooio.

Bazcimnicme

AnexBarHi i 106pe KOHTPOJIBLOBAH] JOCTIKEHHS 3aCTOCYBAHHS HyBiokiny”® BariTHEM BiaCyTHi,
ToMy 3aci® mnporumokazaHui y mnepioa BariTHocTi. IloBimommsuiocs TIpO  3aTPUMKY
BHYTPIIHBOYTPOOHOrO PO3BHTKY 1 CHOHTaHHI aboOpTH mpH 3acTocyBaHHI apMojadinimy i
Momadininy y moauan. He Bimomo, uu Bumanku, BiaMideHi mis apMmozadininy, mos’s3aHi i3
TIPAHOMOM IILOTO 3aco0y.

IMawieHTOK CoTi monepe/pkaTH PO MOXKITHBE MiABHIIEHHS PH3HKY BariTHOCTI MPH OJHOYACHOMY
3aCTOCYBaHHI CTEPOIAHUX KOHTpALENTHBIB i Hysimmny‘g, a TaKOK MPOTArOM OJHOTO MicCALs
micys 3aKkiH4eHHsS JiKyBaHHsS (auB. po3ain «B3aemozis 3 iHIOMMH JiKapcbKHMH 3aco0aMu Ta
1HII BHJIH B3aEMOJIII»).

TI'oodysanns epyoorw

He Bimomo, um mnponHkaioTh apmopadinin abo iforo merabomiTH y TIpyAHE MOJOKO.
IToBimoMIsIOCs MPO 3aTPHMKY POCTY Yy HEMOBISAT IPH 3aCTOCYBaHHI apMozadiHiiy B mepiof
roJlyBaHHs TPYLO. |'0fyBaHHS IPY/IIO He PEKOMEHIYeThes mix "ac mpuitomy Hysimkmuy®.
Apmopadinin cmia 3acTOCOBYBAaTH B MEpiojl IOAYBAHHS TPYULIO JIMINE Y BHIAAKY, SKIIO
MOTEHIIHHa KOPHCTh BUIIPABIOBYE MOTEHIIHHUI PH3UK 3aTPHMKH PO3BHTKY JUTHHH.

30amuicmy ennueamu Ha WEUOKICMb peaKuii npu KepyeawHi AgmMOmpaHcnopmom abo
[HUUMU MEXAHIZMAMU.

Xoua Hyimkun® He BukIMKac (GYHKUIOHATBHHX pO37amiB, Oymb-siki Jikapchki 3acoGH, IO
rBaioth Ha [[HC, MOXyTh 3MiHIOBaTH HaBHYKHA KPHTHYHOIO CYIIKCHHS, MHCICHHs abo
MOTOpHKH. llamieHTIB caia nonepe/kaTH yTPUMYBAaTHCHL BiJl KepyBaHHs apToMoOizem abo
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po0OTH 3 IHIIMMM MeXaHi3Mamu 10 HaOyTTs BIEBHEHOCTI, mo Jikysanus HysimkuioMm® He
YUHUTHME LIKIUIMBOIO BILUIMBY Ha IXHIO 3/IaTHICTH JI0 TAKOT AisSIIbHOCTI.

Crocio 3acmocyeanna ma 003u.

HyBiukun® 3aCTOCOBYIOTH [EPOPaIbHO.

Hysimxuan® ciia IpU3HAYaTH TMali€HTaM TUIBKM MICNA PETeNbHOI OIIHKM IXHBOI HaAMipHOI
COHJIMBOCTI 1 BCTAHOBJICHHS iarHo3y OCHOBHOrO poszjany Hapkonencii, COAI'C a6o XIICIIP
BIZMOBI/HO 10 AIarHOCTHYHUX KpHTepiiB Mixkuapoanoi knacudikauii posnaais cuy (ICSD) abo
JliarHoCTHYHOrO i CTATHCTHYHOrO KepiBHWITBA 3 NCHXiaTpuunux xBopod (DSM). Taka ominka
3a3BHYall BKMIOYac 30ip IMOBHOrO aHaMHE3y Ta MEAMYHHI OILLI, 1 J0MATKOBO MOke OyTH
ZIoNIOBHEHA J1ab0paTOpHUMH TecTaMH. JlesKi MalieHTH MOKYTh MaTH Gilblie OJHOrO po3namy
CHY, SIKi CNpHAIOTH IX HaaMipHi#i corymBocti (Hanpukian, COAI'C i XIICIIP oanouacHo B
OJIHOTO TIAI[iCHTa).

HyBimkun" MoKHA TIpHIAMATH i3 TKeio abo He3anexKHO Bi npuitomy ixi. [Ipote, 3acTrocyBanHs
npenapary OJHOYACHO 3 INpPHIOMOM iXi MOMKe BiZICTpOUYYBAaTH MOYATOK HOro ii, a Takox
IIPOJIOHTYBaTH HOro Airo (auB. po3ain «PapmakokineTnka. BemMokTyBanns. Brms ixki»).

11106 yruKHYTH 3aTpHMKH TouaTky if, Hysimkui® cria npuiimaTy Hate.

Jlixypanns Hypimxmiom® mae nounsaty i KOHTPOJIFOBATH JIiKap i3 BiAMOBIZIHHM JOCBiZIOM
NKyBaHHA pO3NamiB CHy, SKH Mae JOCTY 10 JiarHOCTHYHHMX 3acobiB sjaGoparopil
JIOCITI/DKEHHS CHY.

Hapxonencis

Pexomenosana 03a Hysimkuiy® s mamientiB i3 mapkonenciero cranosuts 150 mr a6o
250 mr 1 pa3 Ha noOy BpaHiii.

Cunopom obempykmusnozo annoe/2inonnoe cny (COAI'C)

IIpu COAI'C, Hygimkun" He mokasaHmii A1s JiKyBAaHHS OCHOBHOTO 3axXBOPIOBAHHA. SIKIIO UIs
Naiie€HTa MiIXOAXTh Tepamis METO0M IMOCTIHHOrO MO3HTHBHOTO THCKY B AMXAIbHHX IUISXAX
(CPAP-tepanist), cnia JOKIanaTH MaKCHMaIbHHX 3yCWIb JUisi 3acTocyBanus CPAP-tepanmii
MPOTATOM aJIeKBATHOIO Mepiojly 4acy A0 NMOYATKY 3aCTOCYBAaHHS Hy3imm«my® HpH HaJMIpHIN
commuBocTi. IIpy 3actocyBanni Hysimkmny® sk gonosmenmst 10 CPAP-repanii, naniesra ciig
3a0X04yBaTH 10 3actocysaHHs CPAP-Tepanii i mepiogudHO NMepeBipsATH AOTPHMAHHS PEKHMY
CPAP-repanii. ¥ nocnimkennsx 3actocysanns Hysimxuny™ 6yi1o BHABICHO clabKy TEHACHLIO
Ao 3HMKeHHs BHKopuctaHHs CPAP-tepanii i3 yacom (cepeiHe 3HMKEHHS Ha 18 XBHIMH y
nauienTis, sixi 3acTocosysamn Hysimkun®, MOPIBHIHO 31 3HHKEHHSIM Ha 6 XBUJIHH y NaIi€HTIB,
sIKi npuiiMani mane6o, npH CEpETHBOMY Buxmﬁomy 3acTocyBaHHi 6.9 roMHyu 3a HiY).
PexomenioBana no03a Hymnmmy ans nauieHTiB i3 COAI'C cranouts 150 Mr a6o 250 mr
ozuH pa3 Ha 100y Bpanui. Y nauientis i3 COAT'C no3u 10 250 Mr/a06y, 3actocoBani K pazoBa
71033, NEPEHOCHIIUCH J00pe, MpOTe BiACYTHI OHO3HAYHI JaHi, IO Taki J03H JAIOTH J0JaTKOBY
KOPHCTB TOPIBHSHO 3 7103010 150 Mr/mo6y.

Xponiune nopywenns cuy (8Hacniook po3nady yukiy «con — 6advopicmvy) npu NOIMIiHNIL
pobomi (XIICIIP)

PexomennoBana no3a Hysimxuny® s nauiestis i3 XIICIIP crasosuts 150 Mr mHa 00y
npubaK3HO 3a 1 roauHy 10 noyatky poboyoi 3MiHH.

Ho3u ona okpemux 2pyn nayicnmie

Jo3zy Hyaimmny@ CITJI 3HMXKYBATH Y NALI€HTIB 3 TSOKKMMH NOPYLIEHHAMH (YHKIIH nedinku, 3
abo 0e3 1 goay Ha Tenepimmmiii 9ac HE0CTATHHO JAHMX MIONO PEKOMEHJALIN 3 J03yBaHHS
Hymnmmy (apmonacpmmy) 3aJIe;KHO BiJl CTYNEHS YPaKeHHS TeYiHKH.

Ha Tenepimmniii 4vac He/I0CTATHBO lHCbOp’\daJlll JUld BHU3Ha4eHHs Oe3neku i edeKTHBHOCTI
nosysanns Hysimkany® (apmonadiminy) y mauienTiB i3 crabkmvu, MOMIPHAMH a00 TSKKHMH
HNopyleHHsIMH GYHKIIH HUPOK.

¥ nauienTiB niTHHOrO BiKy BHBeeHHs apMoaadiniiy i Horo MeTabomiTiE Moke 6yTH 3HHKCHE
BHACJIIJOK BIKOBHX hakTopis. BifnoBinHo, 1/ TAKMX NAWIEHTIB CITi/l PO3IIIAHYTH 3aCTOCYBaHHs
HHKYHX J103 1 IPOBOJIMTH PETEIbHUN MOHITOPHHT iX CTaHy.



Himu.

HezoctaTibo ganux moj0 eeKTHBHOCTI Ta Ge3IeKy 3acToCyBaHHs Npenapary JiTsaM (IHB.
po3ain «OcobanBocTi 3acTocyBanHs. TskKe BUCHIAHHS, BKIIOYaroun cunjpom Crisenca-
JlxoHcOHay). ¥V nauieHTiB-aiTel, SKi OTpuMyBamu MoaadiHil, CriocTepirammucs TSHKKi
BUCHIIAHHSI.

Hepeoosysanna.

VY KaiHIYHEX JochipxeHHSX HyBipkui g HE TIOBLIOMIISIIOCH PO BHMAIKH MEPE/I03YBAHHS.
CumnTomyn nepemosyBauns Hysimxuny, HMOBlpHO. aHaJIOTI¥HI CHMITOMaM Iepe/03yBaHHS
mozadininy. CHMNTOMH Tepelo3yBaHHS y KIIHIYHHX AOCTi/UKEHHAX MonadiHily BKIOYaIH
30ymkenHs abo axuTamilo, Oe3cOHHs, i cnabke YW MOMIpHE MiABHIIEHHS TIeMOJHHAMIYHHUX
napamerpis.

Ha OCHOBI MOCTMapKeTMHIoBOro JAOCBimy /Uit MoAadiHimy He MOBIAOMIANOCS TPO BHIAIKH
CMEPTEJILHOTO Tepe/io3yBaHHs OAHHM Moxadininom (mosu no 12 r). Ilepenosysanns npu
NpHiioMI OaraTboX IKapchKHX 3aco0iB, BKIOYAIOYH MozadiHii, NpU3BOAMIO A0 JETaTbHHX
HacmKiB. CUMITOMH, IO HalyacTille CYMPOBOUKYIOTH TIepe0o3yBanHs MoaadiHiioM, okpeMo
abo y xomOinawii i3 iHmMMHU npenaparaMu: 6€3COHHS, CHMIITOMH 3 6OKY IEHTPaTbHOT HEePBOBOT
CHCTEMH, TaKi K HECIOKiH, Je30pi€HTAlis, CILUTYTAHIiCTh CBIiJOMOCTi, AKUTALI, TPUBOTa,
30y/DKeHHsI 1 ramouuHanii, cMMOToMH 3 OOKy TPaBHOrO TpakTy, Taki sK HyZOTa i miapes, i
CHMITOMH 3 OOKY CeplEeBO-CYIMHHOI CHCTEMM, TaKi SK Taxikapzis, Opaaukapiis, rineprensis i
0111 y IpyJsx.

Cnemudivnmit antmpor ams Hysimxumy™ incyrmiii. Ilpn nepenosysamdi  HeobximmHo
3aCTOCOBYBATH B IIEpLIY YEPry CUMIITOMAaTHYHY TEPAMiio, 3 BAKOPUCTAHHSIM CEPLEBO-CYIMHHOIO
MOHITOpHHTY. BincyThi fani momo KopucTi aiamisy, miJKUCIEHHS YH MiUTYKYBaHHS ceui [uis
IIOCHJICHHS BHBE/ICHHS JIIKAPChKOTO 3ac00y.

ITob6iuni peaxuyii.

COAI'C, XTICIIP i Hapxonencis

Besnexy sactrocysamns Hysimxuny® omimioBanmm y JocmimkeHHi 3a y4acTIO [OHAaL
1100 nauieHTiB i3 HAMIPHOKO COHJIMBICTIO, acowiiioBanoo i3 COAI'C, XIICIIP i HAPKOJIETICIEIO.
Y nepenpeecTpalliiiHUX KOHTPOJBOBAHMX KIIHIYHHX JIOCHIUKEHHSX HAWOLIbII yYacTHMH
N0GIYHUMH peakilisMu (> 5 %) y namienTis, ski 3acTocoByBanmu Hysimkun®, mo 3yCTpivaiHcs
yacTille HiX Y TallieHTiB, fAKi 3acTocoBYBamM muanebo, Oymu TronoBHHI 6inb, HymoTa,
sarmramopoyenss Ta 6esconns. [Ipodine nobiynux peakiiii 6yB momiGHuUI y BCiX A0CTIUKSHHSX.
Y mepeapeecTpauifiHuX KOHTPOILOBAHMX KIIHIYHHX JOCTiUKeHHAX 44 i3 645 nauientis (7 %),
K1 OTPUMYBATH H)’BiJI}KHJl®, NPUNTHHAIIA TIPHHOM BHACIIJIOK OOIYHUX peakilii, mopisHsHO 3 16
i3 445 (4 %) nauienTis, sxi npuitMany mwiane6o. Hal6inbi 4acTOK MPHYMHOK0 MPHIHHEHHS
npuiiomy npenapaty 6ys ronosuuit 6ins (1 %).

Hacmoma y KoHmponb06anux 00CHiONCEHHAIX

YV tabnuni Huokde (Tabmuns 1) HaBexeHo mobivHi peakiii, o Manu Micie i3 yactoroo 1 % ado
BHINE i HacTimle CHOCTepirammch y NamieHTiB, siki 3acTocoByBamu Hysimkun® nopisHsHO 3
MaIieHTaMy, AKi 3aCTOCOBYBamM muianebo, y HepeapeecTpalifHiX KOHTPOIbOBAHHX KIHIYHUX
JIOCITI/KEHHAX.

Ocoba, mo npu3Havae JKapchbKui 3acib, Mae yCBiZOMITIOBATH, IO nudpH HaBeIeH! HUXKYE HE
MOJXKHa 3aCTOCOBYBATH /Uil TepeldavyeHHs 4YacTOTH NOOIYHMX peakmiii y Xxozai 3Buuaiinol
MEINYHO1 IPAaKTHKH, JIe XapaKTePUCTHKH MAallieHTIB Ta iHmi (aKTopy MOXYTh BiJpi3HATHCS BiJT
TaKHX [ 4Yac KIIHIYHMX JOCTi/KeHb. Tak caMo, HaBeJEHY 4YacTOTy He MOKHA NPSIMO
NOpPIBHIOBATH 13 UH(pamMu IHIMX KIIHIYHHX JOCTIDKEHB, AKi BKIIOYAIOTH iHINE JIKYBaHHL,
KopHcTyBauiB abo nocmiauukis. Ilpore, o3HaiiomiieHHs i3 Ii€l0 YacTOTOIO jaac ocobam. 1o
[PHU3HAYAIOTh JIKapchKHH 3acif, OCHOBY s OLIHKHM BiIHOCHOTO BHECKY ()apMaKoJIOIiuHMX i
HehapmakonoriyHuX GaxTopiB y yacToTy nMOOGIYHMX peakuiil y J0CTiKYBaHiM IpyIi MamieHTiB.
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Tabnuns 1

[1oGiuni peaxnii, mos’s3ani i3 JiKyBaHHAM, fAKI 3ycTpivamucs 3 yactotoio 1 % abo Bume, npu

MIPOBE/ICHHI

nnanebo-KOHTPOILOBaHUX

KJIIHIYHUX

JIOCIIKEHB* 34CTOCYBAHHA

Hysimxuny” (150 mr i 250 Mr) npu COAT'C, XTICIIP i mapkosencii y napanensaux rpynax’

Kiac cucremn oprasis

HyBimkmn

(%, N = 645)

[Tnanebo
(%, N = 445)

3 60Ky cepysn
[MTanemiTanis

2

1

3 60Ky WNYHKOGO-KUUIKOBO20
mpakmy

Hynora

Hiapes

Cyxicts y poTi

Hucnencis

Binb y BepxHix Bimminax
JKHBOTA

3arnop

BmoBanus

Piziki BHIOpOXKHEHHS

(S

it

]

o O

3azanvni posnaou ma peaxyii
Y Micyi 66e0enns
BrommoBaHicTh
Cnpara
['punononibni cummromMu
bins
ITipekcisi

e e el & |

SO OO -

3 boxy imynnoi cucmemu
Ce3onHa anepris

3 boky nabopamoprux
NOKA3HUKIE Ma pe3y1bmamie
obcmedrcens
[TixBumeHHs PpiBHSA
ramma-riyramiaTpancdepasu
ITigeumenns YCC

3 boky memabonizmy ma
xXap4ysamHsi

AHoOpekcis

3HUKEHHS aNeTUTy

—

o o

3 boxy nepsosoi cucmemu
I"onoBHwuit 61716
3anamMopoueHHs
Poznamm yBaru
Tpemop
Mirpens
[Tapecre3is

—
-~

— Uy

CO OO NWY

3 boky ncuxiku
besconns
TpuBoXxHICTD
Henpecis
AskuTaris
HepBo3suicTth
IIpurnivenuii HacTpiii

— == N b

OO OO =
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3 boky HUPOK ma
CeYOBUBTONUX UUIAXIG
[oniypis 1 0

3 boxy  pecnipamopnoi

cucmemu,  opeanié  2pyoHoi

KATMKU ma cepedoCcmints
Jlicnioe 1 0

3 6oky wkipu ma niowxipHoi
MKAHUHU
Bucun 2 0
KonTaktauii nepmaTut 0
[TixBumene 1 0
MOTOBHILIEHHS

a—

* Yorupu mozgiiini cini niane6o-KoHTPoONLOBaHI KIHIYHI TOCTIIKeHHs 3acTocyBaHHa npenapaty npy COATC,
XIICIIP i Hapkozencii; 4acToTa OKpyriieHa 10 HalGMMK4Oro Winoro 4ucna, Brmouero Tinbku noGiuni peakuii,
yacrora akux ana Hysimkmny® Brma 3a niaue6o.

'V Tabnuui He HaBeneno noGiuHi peakuii, yacToTa AKAX npy 3actocysansi Hysimxumy® Gyna monaiivenme | %,
npote aopiHioBana abo Gyna menme 3a mnanefo. Lli peakuii BKIOUAnH Take: 3MyTTA KMBOTA, Ginb y rpymax,
OpomXiT, ~ HasoQapuHrit, cuHycHT, iHQeKWii BEpPXHIX  AMXaIbHMX  WUNAXiB, MiABMIIEHHS  piBHA
alaHiHAMIHOTpaHC(hepasn, NiABMUIEHHA piBHA acmapraTtamiHoTpaHcdepasu, aprpanriio, G6ims y  crmmi,
opotapuHreansHuii 611k, Kamens i rineprensito.

Hososanesicnicmy nobiunux pearyii
YV nepenpeectpamiiHIX xom‘ponboaanm KJIIHIYHUX JOCTIIKEHHSX, 0 IOPIBHIOBAIH I03H
150 mr/no6y i 250 Mr/,uoﬁy Hyamxmny 1 nuane6o, 10303aeKHHN XapaKTep NOKa3aiy TilbKH
HacTynHi noGi4Hi peakuii: ronoBHuit 6inb, BUCHII, AeNpecis, CyXicTb y poTi, 6e3coHHS i HyI0Ta.
JonarkoBa iHdopmanis HapeneHa y Tadbmuiti 2.

Tabmaus 2
YacroTa 10303a1€KHHX, OB A3AHUX i3 JIKYBaHHSIM 1T0GIYHMX peakIliii 3a 103010 Ta 3a
mlcyBaHHaM TPH IPOBE/ICHHI M1a1e00-KOHTPOILOBAHMX KITIHIYHHX JIOCIIJUKEHB* 3aCTOCYBaHHS

Hysimiuny™ (150 Mr i 250 mr) npu COAI'C, XTICIIP i napkoxnerncii y na ga.ﬂem;nux rpynax
Knac cucremu Hymnxcun® Hme}mn® Hygsimkun [Tnane6o
Oprasis 250 mr 150 mr KoMmOiHaris (%)
(%) (%) (%) N =445
N =198 N =447 N = 645
3 OOKY WAYHKOB0-KUUK0B020 MPAKMY
Hynora 9 6 7 3
CyxicTb y porTi 7 2 4 <1
3 boky Hepeosoi cucmemu
T'onopuwuii 6ims | 23 14 | 17 9
3 boxy ncuxixu
be3conns 6 4 5 1
Jenpecis 3 1 2 <1
3 60Ky WKIpU ma NIOWKIPHOT MKAHUNU
Bucun ] G ] 1 [ 2 <1

* Yorupu noasiitHi cini niaue6o-kouTponsosani aocnimkenns npu XI1CIP, COATC i napkonencii

3MIHU OCHOBHUX NOKASHUKIG HCUMMEDIANLHOCIT OPeaAHiZMY

MoHRITOPHHT apTepialbHOro THCKY Y IepeApeecTpalifHuX KOHTPONLOBAHHX JOCIIKEHHSIX
3actocyBanns npenapary npu COAI'C, XIICIIP i mapxonerncii moka3aB He3HayHe CepeHE
IiZABULICHHS CEPETHHOTO CHCTONYHOrO i JIacTONYHOr0 apTepialbHOro THCKY Y TAIi€HTIB, sKi
3aCTOCOBYBAH Hysimxun® NOPIBHAHO 3 NalliEHTaMH. sKi npHiiManu nnamnedo (8ix 1,2 1o 4,3 MM
PT. CT. Y Pi3HHX excnepumeﬂranmmx rpynax). Takox He3HauHO OijblIa YacTKa MALICHTIB, SKi
3actocoByBau Hygimkun®, norpedyBana TNPH3HAYEHHS AHTHUTINEPTEH3UBHMX 3aco0iB abo
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301IbIIEHHs 03yBaHHs aHTHIiNePTeH3HBHUX 3ac00iB (2,9 %) y nopiBHAHHI i3 mamieHTaMH, SKi
3actocoByBany mianedo (1.8 %). ¥V nepeapeecTpalliiHuX KOHTPOIBOBAHHX JOCIIKCHHAX OyI10
BHSBJICHO Maje, TNpoTe CTablibHE cepefHe MiJBUIICHHS YaCTOTH MYJbCY IOPIBHAHO 3
nalieHTamu, mwo npuiMans niane6o. Ile mizBumenns komusanoch Bia 0,9 mo 3,5 yaapis Ha
XBHJIHHY.

IlocTMapKeTHHIOBHI HOCBia

Huxdye Buknazeno moGiumi peakuil, mo Oymu 3adikcoBani mij 4Yac NMOCTMApPKETHHIOBOTO
nocsimy 3actocysanns Hysimxuny®.

3a yacTororo mobiyni peakuii po3noaineni Ha Taki kareropii: wacto (1/100 no < 1/10); HewacTo
(1/1000 1o < 1/100); pizko (1/10000 mo < 1/1000): xysxe piako (< 1/10000).

3 6oky cepys. Yacto: mambnitamis. Jlyke pifKo: CyNpaBeHTPHKYJSpHA apUTMis, iHMapKT
Miokapza.

3azanvui posnadu. YacTo: BTOMIIOBAHICTh, IPHIONONIOHI CHMITOMH. 6inb, mipexcis, cnpara.
Pinko: anoManbHi BiTuyTTS, IpaTiBIMBICTD.

3 Goky imyunoi cucmemu. Yacto: cesonHa anepris. Jlyxke pifKo: TilepuyTIHBICTH 0
JiKapcbKoro 3acoby, anadinakcis.

3 6oky nepeosoi cucmemu. Jlyxke 4dacto: ronoBHHH Gimb. YacTo: 3amaMOpOYeHHS, pO3NIanH
YBaru, Mirpess, napecresis. Jlyxe piako: cyaomu.

3 6oky ncuxiku. HacTo: TPHBOKHICTB, JENpecis, aKWTallis, NPUTHIYeHHH HacTpiil, Ge3coHHs,
HepBo3HicTh. Jly’ke piako: ramoumHamii, THIBIMBICTH, arpecis, JiKapchbka 3aJekKHICTB,
NCUXOTHYHMHI po3aj, cyinuaanbai 1yMKH, cipoba cyiunay. Hepigomo: mawis.

3 6oxy pecnipamopnoi cucmemu, opzanié 2pyoHoi Kiimxku ma cepeoocminus. JIyxe pimko:
BIIYYTTS 3/IaBIIOBaHHS Y TOPJI, HAGPsAK ropTasi.

3 6oxy wxipu ma niowkipnoi mkanuny. Yacto: BUCHI, KOHTAKTHHN AEPMATHT, IliJBHIICHE
noropuainenns. Jyxe pigko: cuHapom CriBeHca-J[KoHCOHa, anomenis. Hesizomo:
MEIMKaMEHTO3Ha peakilis 3 €03UHO(IIIEI0 Ta CHCTEMHUMH CHMIITOMAMH.

Tepmin npuoamuocmi. 5 poxis.

Ymosu 30epiranns. 36epiratu npu Temneparypi Hukde 25 °C, B 3aXHINEHOMY Bij CBiT/ia Ta
BOJIOTH Micli. 36epiraTi y HEAOCTYITHOMY JUIS JiT€H MicIi.

¥Ynakoska. ITo 10 Tabnerok y 6ricrepi, o 3 6xictepu B Kopobi.
KaTreropis Biamycky. 3a peuentom.

Bupoouuxk.
TIJIIBA XpBarcka /1.0.0.

MicuesnaxoakeHHst BAPOOHHKA Ta ajpeca Micus NpoBaIKeHHs HOro AisVIbHOCTI.
[Ipinas Gapyna ®ininosuua 25, 10000 3arpe6, Xopsaris.

JlaTa 0CTAHHBLOIO MepPerisiay.



