Ckian

Oitovya pevyosuHa: apmopadiHin;
1 TabneTka MicTuth apmogadininy 150 mr;

OONOMIJCHI peuoB8uHU: JTaKTO3U MOHOTIOpaT, I[eJIl0jIo3a MiKpOKpPHUCTaJliuHa, KpoXMallb
npexenaTuHizoBaHUM, moBigoH K29/32, HaTpito KpocKapMesio3a, MarHiio cteapar.

JIikapcbKa ¢dpopMma

TabneTku.
OcHOBHI (pi3uKo-xiMiuHI 81aCMuUBOCMI.

tabmeTku 1mo 150 Mr: oBasbHi, Big 6iroro mo Mmaixke 6iJ1oro Kojabopy TabnIeTKu 3
TUCHEHHSIM 3 OOHOTO 00Ky Ta «215» 3 iHII0TO OOKY.

®dapMaKoTepalneBTHYHA rpymna

3aco0wu, 110 Oif0Th Ha HEPBOBY cucTteMy. [lcuxoaHanenTuku. [ICUXOCTUMYJISITOPH,
3aco0u, 1110 3aCTOCOBYIOTHCS IPU CUHAPOMI medilluTy yBaru 3 rinepakTUBHICTIO, Ta
HOOTpPOITHI npenapaTtu. CUMIIaTOMIMETUKY LIeHTPasIbHOl Ail. ApMonmadiHin.

Kog ATX NO6B A13.
dapMakKogHHaMiKa

Apmopadinin - e (R)-eHanTiomep MmomadiHiny, skui € cymimiio 1:1 (R)-1 (S)-
€HaHTioMepiB.

MexaHi3M, 3a SKUM apmonadiHin cnpusie nigTpuMaHHIO CTaHy 0agbOPOCTi, HEBITOMUM.
Apmopadinin Mae (papMakKoOIOTiYHI BIaCTUBOCTI, aHa/JIOTiYHiI MogadiHiny, BiAIIOBIigHO
00 pe3yJbTaTiB AOCHIAXKEeHb Y TBApUH 1 JochigxKeHs in vitro. (R)- i (S)-eHaHTioMepu
YHUHSATH OOHAKOBY (hbapMaKOJIOTiUHY Ail0 y TBApHUH.

Iiss apmopmadininy i momadininy, 1110 3yMOBIIIOE MiATPUMAaHHS CTaHy 0agbOPOCTi,
nmoxibHa mo mii cuMnaToMiMeTHYHUX 3ac00iB, BKIIOUaouu amdeTaMin i MmeTundeHigar,
X04a IXHi¥ papMaKOJIOTiYHNY NPOodink BiAPi3HAETHCS Big IPOQiTo IUX
CUMIIaTOMIMETUYHHUX aMiHiB.

ApmopadiHin - 11e HenpsSIMUM aroHicT modgaMiHOBUX pellenTopiB. 4K apMmopgadiHin, Tak
i MogadiHin in vitro 3B’s13y10ThCS i3 MEPEHOCHUKOM A0daMiHy i IPUTHIYYIOTh 3BOPOTHE
3axorieHHs godaminy. 11 mogadiHiny 111 akTUBHICTE OyJia mMoB’s13aHa in vivo 3i



3pPOCTaHHAM ITO3aKJIITUHHUX PiBHIB modaMiHy y OeIKUX 30HaX MO3KY TBapuH. Y
reHeTU4YHO MoauGiKoBaHUX MUIIEH, y SKUX OyB BifCyTHi#l modhaMiHOBUY MepeHOCHUK
(DAT), momadiHin He CIPUYMHSB CTaHy 6aAbOPOCTI, III0 CBIOYUTH IIPO Te, IO 1 Oid
3anexuTh Bim DAT. IIpoTe edeKT CIpusHHSA CTaHy 0agbOPOCTi, 3yMOBJIEHUH
MopmadiHinoM, Ha BigMiHy Bifm edekTy amdeTaMiHy, y IIypiB He HiBeTIOBaBCS
aHTaroHicToMm modaMiHOBUX pellenTopiB rajgonepunosioM. OKpiM Toro, iHribGiTOp
cuHTe3y nodaminy anbha-MeTUI-II-TUPO3UH OI0KYE mito amdeTaMiHy, IPOTe He
0JIOKY€E JTOKOMOTOPHY aKTHUBHICTb, BUKJIMKaHy MomgadiHimoM.

OkpiMm edekTy 6ambOPOCTi i MigBUIIIEHHS TOKOMOTOPHOI aKTUBHOCTI y TBapHH,
MopadiHiT MOXKe YMHUTHU IICUXO0AKTUBHY 1 e(POPHUUHY [il0, 3MiHM HaACTPOIO, BiOYYTTiB,
MHUCJIE€HHS i eMOoIIii, TUIOBI Ay iHmux ctumMmynsaTtopis LIHC y moguau. Mopadinin mae
NigKPINII00Yi BIaCTUBOCTI, SK IIe TOKa3y€ CaMOCTiiHe 3aCTOCyBaHH IIpenapary y
MaBII, TKUX OIepeaHb0 HaBYMIIM CAMOCTIHHO 3aCTOCOBYBAaTH KOKaiH; MomadiHin OyB
YaCTKOBO BU3HAUEHUH SIK MOOIOHUN IO CTUMYISITOPA.

dapMaKOKiHeTHKa

[Ticnst 3acToCyBaHHS OHOPA30BoOi1 i 6araTopa3oBUX ITEPOpPaIbHUX 103 apMonadiHin
OEMOHCTPYE JIiHIVHY, He3aJIeXKHY Bif 4acy KiHeTUKy. [limBUIIIeHHS CUCTEMHO1L
€KCITO3UIlil IPOoIopIliliHe ¥ miana3oHi mo3 Big 50 mo 400 mr. ITicns 12 TUXKHIB
3aCTOCyBaHHS JIiKapChKOT0 3ac00y He CIIOCTepirasocs 3ajie’kHol BiJl 4acy 3MiHU B
KiHeTtuwi. O4eBUOHUU PiBHOBaXKHHUU CTaH apMofadiHiny mocsaraBcs Mmicis 7 OHIB
3acTtocyBaHHA. [Ipu piBHOBaXXKHOMY CTaHi CUCTeMHa eKCrno3ulis apmogadininy y 1,8
pasa MepeBUIIYE eKCIIO3UIIiI0 Micasa ogHOpa30Bol Ho3u. IIpodini KoHIleHTpallis-4ac
s (R)-eHaHTioMepa micist 3acToCyBaHHSI omHOPa30Boi go3u 50 mr HyBigxuny® abo
100 mr mpenapaty Modavigil® [mogadinin, 1:1 cymim (R)- i (S)-enanTioMepiB]
npaktu4yHo 30iranucs. I[Ipore Cmax ta AUCO-» apmopadiHiny y piBHOBaxKHOMY CTaHi
Oynu BUIIUMU BiamnoBigHO Ha 37 % i 70 % micnsa npuiiomy 200 mr HyBigxuny ®
MMOPiBHAHO 3 BiANOBIMHMMM 3HaYEHHSAMH OJis MomadiHiny micia 3actocyBaHHSA 200 Mr
MoznadiHiTy BHACIIiAOK IIBUAIIOTO KITipeHcy (S)-eHaHTioMepa (Iepiof HalliBBUBEOEHHS
67113bKO0 4 TOOWH ) y mOopiBHSAHHI i3 (R)-eHaHTioMepoM.

BcmokmyeaHHA

HyBimxkun® MIBUOAKO BCMOKTYETHCS ITiC/IS IePOPabHOr0 3aCTOCYBaHHSA. AGCOIIOTHY
IepopasnbHy 0i0OCTYIHICTh BU3HAUUTU HE BOAJIOCh Yepe3 HEPO3UUHHICTh
apmopadiHiny y Bofi, 1110 poOUTL HEMOXKIUBUM BHYTPIIITHLOBEHHE BBEIEHHS.

Bnaus iaci

BnnuB ixki Ha nepopanbHy 6iogocTynHicTs HyBimkumy® BBaKa€eThCSI MiHiMaIbHUM;
ITPOTeE ITiCJIA IPUMOMY 1Ki Yac JOCATHEHHS I1iKoBOl KOHIIleHTpalii (Tmax) Moxe



30inpImuTHCS MPUOIU3HO Ha 2-4 roguHu. OCKiIbKY MOIOBXKEeHHS Tmax TaKoxk
IMOB’si3aHe i3 OifbIll MMi3HIMU MiTBUIIIEeHUMU KOHIIEHTPAIIISIMU Y IIJIa3Mi, TpuioM ixi
MIOTEHIIIMHO MOXKe BIIJIMBATH Ha II0YaTOK i TPUBAJIICTh (papMaKOIOTigHO]1 Hil
HyBigxuny®.

Po3noodina

HyBigxxun® mae ysaBHUM 00’eM po3mnominy npubnu3no 42 n. [JaHi mpo 3B’ si3yBaHHA
apMmopadiHiny i3 npoTelHamMu nia3Mu BincyTHi. [IpoTe MomadiHin mOMiIpHO 3B’ I3YETHCSA
i3 mpoTeinamu nna3mu (6;1u3bK0 60 %), mepeBaxHO 3 anbOyMiHamu. [ToTeHIian
B3aemopil HyBimxuny® 3 nmikapChbKUMU 3aco0aMU, sIKi aKTUBHO 3B SI3YIOTHCS 3
IpoTeiHaMu, BBAXKAETHCS MiHiMaIbHUM.

Memaboaizm

IaHi in vitro Ta in vivo moka3yoTh, 1110 apMogadiHia IPOXOOUTh TiAPOIiTHYHE
oe3aMiHyBaHHS, S-OKUCJIEHHS i TIIPOKCUIIIOBAHHS apOMaTUYHOI'O KijIbIllA i3
IIOJaJIbIIOI0 TJIIOKYPOHIZHOK KOH IOralji€lo rifpoOKCUIbOBaHUX CIIOJIYK.

AmigHUY rigposi3 € egUHUM HauOiNIbIl BaXKJIMBUM IIJITIXOM MeTab0J1iaMy, a Apyrui 3a
3HAYEHHSM - 1le YTBOPEHHS Cynb(oHy dyepe3 nurtoxpom PA450(CYP)3A4/5. Tumri
MTPOAYKTU OKUCIEHHS in vitro yTBOPIOIOTHCS 3aHA[TO ITOBiIbHO, 11100 BUSHAYUTHU
BimmoBimanbHi 3a HUX ¢pepMmeHTHU. TinbKK ABa MeTabOJIITH HOCATAIOTh 3HAYHOI
KOHIeHTpallil y nna3Mmi [(R)-mopmadininy KucmoTa i Mmogadininy cynbdoH].

Iasi npo po3noxin, Mmetaboni3M i BuBegeHHsa HyBigxkuny® BigcyTtHi. [IpoTe Mopadinin
eJIiIMiHy€ETBhCS TIepeBaKHOo IIJITX0M MeTabosi3aMy y nediniri, i menIe 10 % BuxigHol
CIIOJIyKM BUAIISAETHCA i3 ceuero. Yepe3 11 gHiB micisa 3acToCyBaHHSA O03U BU3Ha4alu
81 % BuXimHOl pafioaKTUBHOCTI, mepeBaxHo y cedi (80 % mopiBHSAHO 3 1 % y Kami).

BuseoeHHs

[Ticns mepopanbHOro 3actocyBanusa HyBigxkumny® apmopmadiHin mokasye oueBUOHE
MOHOEKCIIOHEHIIIHEe 3HUKEHHS ITIKOBUX MIa3MaTUYHUX KOHIeHTpalliin. O4ueBUOHUMN
KiHnneBui t1/2 ctaHoBuTh 671m3bK0 15 roguH. Ilepopanbauii Kinipeac HyBigxuny ®
CTAHOBUTH MPUOIHU3HO 33 MII/XB.

Oco6uBi rpynu MalieHTiB

Iimu
dapMakoKiHETHKY apMofadiHiny y OiTeld He OOCTigXKyBallu.

Bik



Y kniHiYHOMY OOCHiIXKEeHHi cCuCTeMHa eKCIIo3ullisi apMoaadininy Oyna nmpubiIn3HO Ha
15 % BUMIOO y Malli€eHTiB JITHBOTO BiKy (BiKOM = 65 pokiB, N=24), 1m0 Bigmosigamzo
nmpubnau3Ho Ha 12 % Huxk4yomy nepopanbHoMy KiipeHcy (CL/F), y mopiBHSHHI i3
MoJiogmuMu cy6’ektamu (BikoM 18-45 pokiB, N=25). CucteMHa eKCIIO3Ullis
apMmopgadiHiny kucmnotu (Metabonity) Oyna Buiiom npubnu3so Ha 61 % i 73 %
BimmoBigHO myst Cmax Ta AUCO-e y mopiBHSIHHI i3 MonmonmuMu cy6’ektamu. CucTeMHa
€KCIOo3Uulliss cynbPOHOBOTO MeTabosiTy Oysa nmpubnausuo Ha 20 % HUKYa y HalliEHTiB
JIITHBOTO BiKYy ITOPiBHSHO 3 MOJIOONIIMMM TTallieHTaMu. AHaJi3 miarpym cy0’ekTiB
JIITHBOTO BiKy IMOKa3aB, M0 Cy0’€KTH JIITHHOTO BiKy = 75 POKiB i 65-74 pokiB Manu
HUXKYUN IepopaabHUM KIIipeHC BifmoBigHo mpubnu3Ho Ha 21 % i 9 % npoTtu
MoJiogmux cyo’ekTiB. CepenHs KilbKiCTh y KpoBi Oyna npubau3no Ha 10 % Buia y
cy6’ekTiB 65-74 pokiB (N=17) i Ha 27 % Buira y cy6’ekTiB = 75 pokiB (N=7) y
MOPiBHSAHHI i3 MomoamuMu cy6’ekTamMu. 1li 3MiHM He BBaXKalOThCS KITIHIYHO
3HAYYINMMU [OJIs Halll€HTIB JIITHBOTO BiKYy, IPOTE, OCKIJIBKY AesKl CTaplll malieHTr
MalOTh BUIY CEPEeOHIO KOHIIEHTpallilo apMogadiHily y KpOoBi, O HUX CIIif
PO3TJISHYTU 3aCTOCYBaHHS HUXKYUX H03.

Cmambo

[MonynsauiiHKuY aHasi3 papMaKOKiHETUKY HE CBIIYMWTH IIPO BIIUB CTaTi Ha
(bapmakokiHeTUKy apMogadiHimy.

Pacoea npuHaaescHicmb
Bnnus pacoBol npuHaIeXHOCTi Ha PapMaKOKiHETUKY apMoaadiHily He BUBYaBCH.
ITopyweHHs ¢pyHKUIl HUPOK

Y mocnigzxenHi pa3oBol go3u 200 Mr MmogadiHiny TAXKKa XpOHidYHa HUPKOBA
HeIOOCTaTHICTSH (KiTipeHC KpeaTuHiHy < 20 MJI/XB) He BIJIMBaJia 3Ha4yIle Ha
dbapmakokineTuky MomadiHiny, mpoTe ekcrio3uiliss mogadininy KuciaoTu (MeTaboJtiTy)
3pocina y 9 pasiB. IcHye HeIoCTaTHbBO MaHUX OJIsI BU3HAUYEHHs 0e3meKu i epeKTUBHOCTI
3actocyBaHHs HyBimxkuny® (apMmopadinHiny) maiieHTaM 3i cnabKuMu, MOMipHUMHU abo
TSIXKKUMH PO3JIafaMi HUPOK.

IMopyweHHsA ¢pyHKUIl neviHKu

[TepopanbHuit KiipeHc MomadiHiny 0yB 3HUKeHUMN TpubiIn3Ho Ha 60 % y mallieHTiB i3
1Mpo30oM nevinku (kiac B abo C 3a YarinmoMm - I1'10), a KOHIIEHTpAlliss PiBHOBAaXKHOTO
cTany OyJia yaBidi BUINOIO 3a MOKA3HUKHU y 3BUYAWHUX IallieHTiB. BigmoBimHo, mo3y
HyBigxuny® mailieHTaM i3 TIKKKMMHU pO3JlafaMU MEeYiHKU CIIif 3HUXKYyBaTHu (OUB.
po3ninu «Crnocib 3acTocyBaHHS Ta mo3u», «OCcoOBIMBOCTI 3acTOCyBaHHS»). ICHYE
HeIOOoCTaTHhO OaHMX IIPOo 3acTocyBaHHA HyBigxkuny® (apMmopmadiHiny) 3aiekHO Bif
CTYIIEeHSI ypaXkKeHHS MMediHKH.



KniHiuHI 0ocaiOxceHHA

EdektuBHicTh HyBimxkuny® nOjist mokpallleHHsI CTaHy 0aabopocTi 6ysia BCTaHOBIEHA
IIPY TaKUX po3jIajiaX: CHHOIPOM OOCTPYKTUBHOTO anmHoe cHYy/rinomnHoe cHy (COAI'C),
HapKOJIEIICid 1 XpOHiYHEe MOPYILIeHHS CHY (BHACIIAOK po3/i1any LUKy «COH -
6ambopicTh») mpu mMo3MiHHIN poboTi (XIICIIP).

II7151 KO2KHOT0 KJIIHIYHOTO OOCHiAKEeHHS ITapaMeTPOM CTaTUCTHUYHOI 3HAYYIIIOCTi
BBaxkayu 3HaueHH4 p < 0,05.

CuHOpom o6cmpyKkmueHo20 anHoe cHy/2inonHoe cHy (COAIC)

EdexkTuBHicTh HyBigxKuny® gjs nigTpuMaHHS cTaHy 0aIbOpPOCTi y IAIli€EHTIB i3
HagMipHo1o coHnuBicTIO BHaciigok COAI'C Oynma BcTaHOBNEeHa V 12-TUXKHEBUX
0araToleHTPOBUX I/1alle00-KOHTPOIbOBAHUX ITOABIMHUX CITIINX OOCHiIXKEeHHSIX
rmapasieIbHUX TPyl aMOyIaTOPHUX IAIliEHTIB, sIKi BigIoBimanu KpuTepisam
MixnaapogHol kinacudikanil nopymess cHy (ICSD) gna COAI'C (aki TakoXK
BigmoBimanu KpUTepisM AMepUKaHCHKOI ICUXiaTPUYHOI acoIllialril

DSM IV-TR).

Y nepmomy mocnigzxkenHi 3021 3aranom 395 nanienTiB i3 COAI'C pangoMilyBanu s
orpuMaHHsa HyBigxuny® 150 mr/mo6y, HyBigxkuny® 250 mr/mo0y abo miaiebo.
[TamieHTH, sIKi 3acTOCOBYBanu HyBigxkun®, mokasaiau CTaTUCTUYHO 3HaAYYIE
MMOKpaIIeHHs 3[IaTHOCTI IIiATPUMYyBaTH CTaH 0ambOPOCTi MOPIBHSIHO 3 IAlliEHTaMMU, 110
npuiiManu nnane6o, 3a BuMipioBanusaM TTIB (TecTy migTpuMKu cTaHy 0agbOpPOCTi) IIpHu
OCTaHHbBOMY BI3UTI.

Y opyromy mocnimxkenHi 3025 263 namieatu 3 COAI'C Oynu paHOoMi3oBaHi A
orpuMaHHsa HyBigxuny® 150 mr/mo6y abo nnaue6o. ITamienTH, SKi 3aCTOCOBYBasiu
HyBigxkun®, BUSIBUIN CTaTUCTUYHO 3HAUYyIlle ITOKPallleHHS 30aTHOCTI MiATPUMYyBaTHU
cTaH 0agbOPOCTI ITOPIBHSHO 3 IIalliEHTaMH, 110 IPHMManu 1ianeto, 3a MIOKa3HUKaMHU
TTIB.

B ycix gocnigxxenHsx HyBigkKua® He BIJIMBaB Ha HiYHUU COH, IKMU OLIIHIOBABCS 3a
OOTIOMOT 010 IT0JTiCOMHOTpadil.

Hapxkoaencia

EdexTuBHicTs HyBigxKumy ® nisa nokpalleHHs cTaHy 0abOPOCTi y MallieHTiB i3
HaOMIpHOIO COHJIUBICTIO, aCOLIMOBAHOO 13 HAPKOJIENCi€, BCTAHOBUIN Y 12-
THUKHEBOMY 0araTolleHTPOBOMY IJ1alle00-KOHTPOJILOBAHOMY MOIABIMHOMY CJIiIIOMY
OOCITiI KeHHi ITapanejibHUX Irpyn ¥ aMmOy/IaTOPHUX Ialli€eHTiB, SKi BigmoBiganmu
Kpurtepiam MixkHaponHOI1 Kiacugikaliil mopylIeHb CHYy IIPpU HapkoJercil. 3araioMm 196
MalieHTiB paHgoMisyBasnu Ajs orpuMaHHsa HyBimxkuny® 150 mr/mo6y a6o 250



Mr/mo0y, abo mmarne6o. ITamienTH, aKi 3actocoByBanu HyBigKun®, BUABUIU
CTAaTUCTUYHO 3HAUYIIe MOKpaIlleHHS 30aTHOCTi 30epiraTtu ctaH 6agbOPOCTi MOPIBHSIHO
3 mallieHTaMu, 1o ITpuiiManu nnaiebdo, 3a mokadHukamu TIIB6.

Hysgidacun® He 8niueas HA HIYHUU COH, AKUU OUiHKHB8ABCA 3d OONOMO20H0
nosicomHozpadii.

XpoHiuHe nopyweHHs CHY (8HACAIO0K po31ady UUKAY «COH - 6badbopicmb») npu
no3aminHiti pobomi (XIICIIP)

EdektuBHicTh HyBimxuny® njst moKpallleHHsI CTaHy 0abopOCTi y IMallieHTiB i3
HagMipHOIO COHNUBICTIO, acouinoBaHow 3 XIICIIP, noka3anu y 12-tuxkHeBoMy
0araToleHTPOBOMY II1ale00-KOHTPOJILOBAHOMY MOABIMHOMY CJIIIOMY KITiHiYHOMY
OOCITimZKeHHi mapaneabHux rpyn. 3aranoM 254 nauienTu 3 XIICIIP Oynu
panpgomizoBaHi mist orpuManHsa HyBimxkuny® 150 mr/mo6y a6o mnamne6o. HyBimxun®
He BIIJINBaB Ha JeHHUU COH, SKUH OI[iHIOBABCS 3a JOIIOMOT0OI0 MOJicOMHOTrpadii.

IToxa3zaHHSA

e JIns migTpUMaHHS CcTaHy 0aObOPOCTi Yy IMalli€eHTiB 3 HAJAMiPHOIO COHJIUBICTIO IIPHU
CUHOPOMi OOCTPYKTHUBHOI'O alTHOE CHY/TIIIOIIHOE CHY (SIK MOIMOBHEHHS OO0 Tepamil
METO[OM IIOCTiMHOTO ITO3UTHUBHOIO TUCKY B AuxasnbHUX IIsaxax (CPAP-Teparril));

e [JI JIIKyBaHHS HaOMipHOI COHJIMBOCTI, ITOB’I3aHO1 3 MIOMIPHUM Ta TSIXKKHUM
XPOHIYHUM MOPYILIEHHSM CHY (BHACJIIiMOK pO3j1afy IIUKIIYy «COH - 0agbOPiCTh»)
ITpY MTO3MiHHiM po6O0Ti, Konu HedapMaKOJIOTiuHi BTpy4YaHHS € HEYCITIITHUMHU abo
HeOoIlJIbHUMU;

e /IS MiATPUMAaHHS CTaHy 0abOPOCTi Yy MAli€HTIiB 3 HAAMipPHOIO JEeHHOIO
COHJIMBICTIO, IIOB’sI3aHOI0 3 HAPKOJIEICi€l0.

IIporunnoka3aHHs

e limepuyTnuBicTh 4O MomadiHiny, apmonadininy abo mo OyOb-IKUX iIHIIUX
KOMIIOHEHTIB Ipenapary;

e JIiKAaPCHhKMM 3acib MPOTUNOKA3aHUM BariTHUM, XiHKaM, SKi MJIaHYIOTh BariTHICTb,
i kiHKaM, sIKi MOXKYTb 3aBariTHITH (IKi He BUKOPHUCTOBYIOTh epeKTUBHI 3acobu
KOHTpalenIlil, AuB. po3ain «OcobnuBoCTi 3acTocyBaHHs. EMOpiodeTanbHa
TOKCHUYHICTB»).

B3aeMmogisi 3 iHIIEMH JTiKapCHKHMH 3aCO00aMH Ta iHIII BUOIH B3a€EMOIIH

Pe3ynbraTu in vitro nmokasamnu, 1m0 apmogadinin ciabko iHaykKye akTuBHIiCTE CYP1A2 i,
MokuB0, CYP3A 3amexXHO Bifi KOHIIEHTpaIlil Ta 000pPOTHO iHTiOy€e aKTUBHICTh
CYP2C19. In vivo apmogadinin inaykye CYP2B6. ApmopadiHin He BIIUBa€ Ha iHIIL



depmentu CYP. JocnigxkeHHs in vitro moka3sarno, mo apmogadinin € cybcrtpaTtom P-
TIIKOIIPOTEIHY.

[MoTeH1itiHi B3aeMOMil 3 JTikapChbKUMU 3aco0aMu, siKi iHTiOyIOTh UM iHOYKYIOTh
izopepmenTu uToxpomy P450 ab6o MeTabomi3yioThCS i30pepMeHTaMU IIUTOXPOMY
P450 Ta iHmIMMU Ne4iHKOBUMH (pepMeHTaMHu

[cHyBaHHS YMCIEHHUX HIISXiB MeTaboniaMy apMopadiHiny, a TakoxK Tou (akT, 1110
MeTabomiYyHUY 11X, He noB’si3aHuit 3 CYP, € Haubinbi MBUAKUM Y MeTabomi3zMi
apMmopadiHiny, cBig4aTh, III0 iCHy€ HU3bKa WMOBIPHICTh 3HAYHOT'O BILJIMBY Ha
3arajabHuM (hapMakokiHeTHuHUM npodine HyBigxkuny® BHacnigok iHrioyrsanus CYP
IIPY OMHOYAaCHOMY 3aCTOCYBaHHI iHIIIMX JTiKapChKUX 3aco0iB.

[TpoTe dyepe3 yacTKOBY y4dacTh ¢pepmeHTiB CYP3A y MeTabomiyHii eniMiHalil
apMmopgadiHily ofHOYaCHUY IPUKUOM NOTYKHUX iHOYKTOPiB CYP3A4/5 (Hanpuknap
Kapbama3seniny, okckap0Oa3erniny, ¢penobapbitany, peHiToiny, pudadyTuny,
pudaMIriny i mpemapatiB 3Bipo6o10) abo inriditopiB CYP3A4/5 (Hanpukiap iHTri6iTOpiB
IpoTea3u; PUTOHABIPY, iHOUHAaBIPY, HeN(iHaBipy, CakKBiHaBipy; KJIapUTPOMIIIUHY,
epUTPOMIIIUHYy, XTopaMdeHiKoJIy, KeTOKOHA30J1y, iTpaKoHa30J1y, He(ha30[I0HY,
OuJITia3eMy i BepamaMiny) MoxKe 3MiHIOBaTH KOHIIeHTpallifo apMogadiHiny y nna3mi.

IMoTenmian HyBigxuay ® 3MiHIOBAaTH MeTa001i3M iHIIMX JiKapChKHX 3aC00iB IIISTIXOM

iHmyKIlil a6o mpurHiyeHHs GepMeHTiB

Jlikapcwvki 3acobu, w,o memaboaizyromucsi CYP3A4/5

IMaHi in vitro mokasanu, 110 MeTabosiT apmonadininy momadininy cynbdoH € cirabkum
iHmykTOpoM akKTuBHOCTI CYP3A. V KiiHiYHOMY HOCHIgKEeHHI 0OfHOYaCHe 3aCTOCYyBaHHS
HysBigxuny® 250 Mr nmpu3Besio OO 3HUKEHHS CUCTEMHOI eKCIIO3HIlil Mifa3ojaMy Ha
32 % tmicnas ogHOPa30BOol ITepopasbHol J0o3u 5 MT i Ha 17 % Imicis ogHOpa3oBol
BHYTPIIITHBOBEHHOI1 03U 2 MT. BigmoBigHO, piBeHb y KPOBi i e(PeKTUBHICTH TiKapChKUX
3aco0iB, sAKi € cyoctpaTamu pepmenTiB CYP3A (Hanmpukiag CTepOigHUX
KOHTpPALIEIITUBIB, IMKJIOCIIOPUHY, Mifja30jaMy i Tpua3ojgaMy), MOXKe 3HU3UTHUCH ITiCIId
IMo4YaTKy OOHOYAaCHOTO0 3acTocyBaHHs HyBimxkuny®, a oTke, Moxke OyTu IMOTpiOHa
KOpPEKIIlig JO3MU.

Y kniHiYHOMY OOCIHiOXKEeHHI ogHO4YacHe 3actocyBaHHA HyBimxuny® 250 Mr i3
Kapb6amaszeninoMm 400 Mr/mo0y IpuU3BEIO 00 3HUXKEHHS CepedHbOl CUCTEMHOI
eKcno3ullil Kapbama3seriny npubnu3Ho Ha 25 %. Moxke O0yTu 1oTpidHa KOpPEeKIisi mo3u
KapOaMa3seIliHy pu OOHOYAaCHOMY 3acTocyBaHHiI 3 HyBimxkumoM®, ocobMBO Ha
mo4yaTky abo IIpu NPUIIMHEHHI OOHOYAaCHOTO 3aCTOCYBaHHS IIUX JIIKAPChKUX 3aCcO00iB.

B okpeMoMy KITiHIYHOMY OOCIiAXKEHHI ogHOYacHu# npuioM HyBimxuny® 250 Mr i3
KBeTiaminoM y go6osiit mo3i 300-600 MT mpu3BiB 10 3HUXKEHHS CepeaHbOl CUCTEMHOIL



eKCIT03ullil KBeTianiny npubnu3no Ha 29 %. KoperyBaTu mo3y He noTpibHO.

[Tpu npuriomi 3 HyBigKuIoM® piBHI LUKIIOCIIOPUHY Y KPOBI MOXKYTbh 3HU3UTHUCH. [Ipu
OOHOYACHOMY ITPUMOMI IIUX JTiKapChKUX 3aCc00iB CJIil KOHTPOJIIOBATU KOHIIEHTPAIIil0
LIUKJIOCIIOPUHY Y KPOBI 1 IIPOBOAUTH BiANIOBIOHY KOPEKIIiIO O3 LIUKJIOCIIOPUHY.

Jlikapcwvki 3acobu, w,o memaboaizyromuscss CYP1A2

PesynbTaTm in vitro moka3samnu, 1o apmonadinin Ta #ioro MmetabosiT momadiHiny
cynbdoH € cnabkumu iHgykKTopamMu CYP1A2 3anekHo Big KoHUeHTpallii. [IpoTe y
KJIiHIYHOMY IOOCIIiI?)KeHHi, B IKOMY 3aCTOCOBYBAJIX SIK MapKepHU# cyocTpaT KodeiH, He
BUSIBJIEHO 3HAYYIIOTO BIUIMBY Ha aKTUBHICTE CYP1A2.

JIikapchbkKi 3acobu, 1o metabomnidyiorbcss CYP2C19

IMaxi in vitro moka3anu, 1o apmogadiHin i e 6iNbIIOI0 Mipo0 HOro MeTaboIIiT
MopmadiHiny cynbdoH € obopoTHUMH iHTiGiToOpamMu akTuBHOCTI CYP2C19. V kniHigHOMY
OOCIiaXKeHHI ogHo4YacHe 3actocyBaHHA HyBimxuny® 400 mr npussBoauso go 40 %
3pPOCTaHHS €eKCIIO3UIlil OMeNnpa30iIy MiCas OQHOPa30Bol ITepopasbHol 703U 40 MT B
pe3ynbTaTi moMipHOro npurHidveHHs akTuBHOCTI CYP2C19. OTxe, Moxe OyTHu
MoTpiOHe 3HUIKEHHS OO3U [esKUX JIiIKapChbKuX 3acobiB, sKi € cyocTtpatamu CYP2C19
(Hanpuknazn peHiTOIHY, OiasemaMy, IPONIPaHOJIONy, OMEIPa30Jily, e30Menpas3oJy i
KJIOMiIIIpaMiHy) IIpu OQHOYaCHOMY 3acTOCyBaHHI i3 HyBigxkuiom®.

Jlikapcvki 3acobu, wo memaboaizyromsecs CYP2B6

IaHi in vitro mokasanu, 110 paleMiyHud MogadiHin € cmabKuM iHOIyKTOpPOM
aktuBHOCTI CYP2B6 3a5ekHo0 Bif KOHIIeHTpalIil.

B3aemodis 3 aikapcvkumu 3acobamu, akmusHumu w,o0o ITHC

OpHouyacHe 3acTocyBaHHA HyBigXKuny® 3 KBeTialiHOM 3HUXKYBaJI0 CUCTEMHY
€KCIIO3UIIif0 KBeTialliHy.

Iani mopo cunemnudivaux B3aemopgitt HyBigxkumy® 3 iHIMMMU JTiKapChbKUMHU 3acobamu,
aktuBHuUMU Wopno LHHC, BigcyTHi. IIpoTe Ha HyBigxun® M0XKHa eKCTpanojaBaTi
Taky iH(popMariro mono mogadiHiny.

OnmHOYacHe 3acToCyBaHHS MomadiHiny i MetundeHigaty abo mekctpoaMdeTraMiHy He
BUKJIMKAJIO 3HAYYIIUX 3MiH (hapMaKoKiHeTUUHOT0 npodinio mopadininy a6o Oyab-
SIKOTO 3 IIUX CTUMYJIITOPiB, X04a BCMOKTYBaHHS MOoZaiHily HOm0OBXKyBalI0Cs
npubIM3HO Ha OOHY TOOUHY.

OpHo4YacHe 3aCTOCyBaHHA MopadiHily 3 KJIOMilIpaMiHOM He 3MiHIOBAJIO
bapmakokiHeTUuHUM ITPOQisik JKOJHOTO i3 3acobiB. [IpoTe y ogHOTO mMallieHTa i3



HapKOJIETCi€lo mig Yac JIikyBaHHSA MomadiHimom O0yn0 BUSBJIEHO IiABUIIEHHS PiBHSA
KJIOMiITpaMiHy i #0ro akTUBHOTO MeTabOoJIiTy Ae3MeTUIKIIOMIlIpaMiny.

Iani mopo B3aemonii HyBigxkuny® abo momadiHiny 3 iHribiTopamnu
MOHOaMiHoKcupaasu (MAO) BigcyTHi. OTKe, IpyU OOHOYaCHOMY 3aCTOCYBaHHI
inrioiTopiB MAO i HyBigxuny® ciig BUSABIATHA 00€pPeXKHICTh.

B3aemodia i3 P-eaikonpomeiHoM

OpHe mocrnmimkeHHS in vitro moka3zaro, mo apMmopadinin € cybcTpaToM, IIpoTe He
iHridiTopom P-rrmikomnpoTeiny. KniHiuHUM BIIJIMB IPUTHIYEHHS P-TIiKompoTeiny Ha
O0iomocTymnHicTh apMopadiHiny He BigoMuu.

B3aemo0is i3 iHwuMu AikapcvKumu 3acobamu

Iani mopo B3aemopii HyBigxkuny® i3 iHIIMMU JTiIKapChbKUMU 3aco0aMM BifCyTHi.
[TpoTte Ha HyBigxkun® MoxKHa eKCTPAIIOII0BaTU TaKy iHGopMaliilo mogo Mogaditiny.

OnmHOYacHe 3acTOCyBaHHA MomadiHiny i BapdapuHy He BUKJINKAJIO 3HAYYIIUX 3MiH
npodiniB ¢papmakokineTuku (R)- i (S)-Bapdapuny. [IpoTe, OCKINBKHU y LIBOMY
OOCITiIKeHHi 3aCTOCOBYBaJIM TiJIbKM OOQHOPA30BYy 03y BapdapuHy, B3aEMOil He
MOXKHAa BUKJIIOUUTHU. TOMY IIpU OOJHOYACHOMY 3acToCcyBaHHI HyBimxuiny® i3
Bap¢apHUHOM CIIiZl PO3TJISHYTH OilbII YaCTUM KOHTPOb ITpoTpoMbiHOBOTO Yacy/MHB.

Oco006/1MBOCTi 3aCTOCYBaHHS

ApMmopadiHin - e eHaHTiOMep palleMidHOro Mmofgadininy. [IBa eHaHTiOMepHu
MopadiHily MaroTh Pi3HYy (papMaKOKIiHETHUKY. Y JOPOCIIUX JIIOAEeH Mepion HaIliBXKUTTS
apMmopgadininy, (R)-eHaHTioMepa NpubIM3HO ¥ TPU pa3u OOBUIMHU 3a Mepiof
HamiBXKUTTA (S)-eHaHTioMepa. 3HaueHHA 1i€l papMaKOKiHETUYHOI Pi3HUIII MiXK gBOMa
3acobaMu [JIsT TPUBAJIOCTI KIIiHiWHOI [ii 3anuIiiraeThcsa HeBigomMuM. In vitro a6o in vivo
He BUSBJIEHO XKOOHMUX O3HAK B3a€EMHOTO IepeTBOpeHHs (R)- i (S)-eHaHTioMepiB
MopadiHiny.

Takum ynHOM, apMonadiHin i MmomadiHin He € 6i0eKBiBaJIEHTHUMHU, a OTKE He €
B3aeMo3aMiHHUMU (OUB. pPo3min «Crioci6 3aCTOCyBaHHS Ta JO3U»).

Ts21CKe BUCUNAHHS, BKAKOUAOYU CUHOpomM CmiseHca - [JocoHCoHa

[Tpo TsKKe BHCHUIIAHHS, III0 BUMAarajso rociiTanidallil i IpUIIMHEeHHS JTiKyBaHHS,
MOBIAOMIISIJIOCS Y OOPOCHHUX V 3B’ 3Ky i3 mpuiomMoM HyBigxuny® (apMmomadininy) i
MopmadiHiny - pamemiunoil cymimri (S)- i (R)- eHaHTiOMeEpiB.

He BuBuanu 3actocyBaHHA HyBigxkuny® rnegiaTpU4HUM IalliEeHTaM 3a Oyab-IKUX
TMOKa3aHb, i 3aci06 He 3aTBepAXKEHUMN OJIT 3aCTOCYBaHHS OiTSIM 3a OyOb-sIKUX ITOKa3aHb.



Y KniHIYHUX OOCHIAXKEeHHSAX MoJadiHily 9yacToTa BUCUIIAHHS, III0 IIPU3BOAUIIO [0
MIPUIINHEHHS JIiIKyBaHHS, cTaHoBUIa pubnu3no 0,8 % (13 namienTiB Ha 1585) y miten
(BikoM < 17 pOKiB); Ile BUCHUIIaHHS BKJII04asio 1 BUIIagOK MOXKJIMBOTO CUHAPOMY
CriBeHca - [I2)kKOHCOHa i 1 BUIIagOK MMOBIpHOI MyJIbTHOPTAaHHOI peaxiiii
rinepuytnuBocTi. Kinbka BunaakiB OyuM acollilioBaHi i3 TMXOMaHKOIO Ta iHIINMHU
MMOPYIIeHHIMHU (Hanpukian 3 O7I0BaHHSIM, JIelKomeHien). CepenHiil 4ac g0 IIOsiBU
BUCHUIIAHHS, 110 TPU3BOAUIIO [0 IPUITMHEHHS JTiKyBaHHs, cTaHOBUB 13 mi6. Cepen 380
MMalieHTiB-miTeH, siKi oTpuMyBasu Ijaledo, TaKUX BUIIAAKIB He BUSIBIIEHO. Y KIIiHiUYHUX
OOCHIAXKEeHHSIX MogadiHily y JOPOCINX BUIIAOKiB TA2KKOI'O BUCUIIAHHS TaKOX He
BusBieHO (0 Ha 4264 nallieHTH). 3a JaHUMU BCECBITHHOT'O IIOCTPEECTPALIIMHOTO
OOCBily, Y HOPOCJIUX i OiTel BUSABJIEHO PiKi BUNAAKU TSIKKOTO BUCHUIIAaHHS abo
BUCHIIaHHS, 1110 3arpOKyBajio XKUTTIO, BKJII04aouu cuHapoM CTiBeHca - [I?KOHCOHa,
TOKCUYHUU ellilepMaJbHUI HEKPOJIi3 i BUCUIIaHHS Ha IIKipi 3 e03uHOGITi€0 Ta
cucteMHuMu cumntoMamu (DRESS). IIpoTsaaroMm nepiony moCTpeECTPALiMHOTO
3acTOCyBaHHS apMomadiHily y HOpoCiIux i OmHiel IMTUHU BiI3Ha4YaIuCs BUMAOKU
cungpomy CriBeHca - [I2KOHCOHA Ta IHIIUX TSIKKWUX BUCHUIIaHb, K 1 IPU 3aCTOCyBaHHI
MozmadiHiny, BKIIOYalo4Yy IyXUpPi Ha IIKipi Ta B POTOBil IMOPOXKHUHI. [IpoTsarom
Imepiogy IMOCTPEECTPAIiMHOT0 3aCTOCYyBaHHSA apMonadiHiny crmoctepiraBcst OOuH
BUNAAOK cuHapomy CTiBeHca - [[?)KOHCOHa Yy JUTHHU. [10BigOMIIAIN IIPO OOUH
jleTaJIbHUM BUNIQAOK B pe3ynbTaTi BUHUKHEeHHSA DRESS, 1110 ciocTepirascs B TiICHOMY
4aCcOBOMY 3B’SA3KYy (2 TH2KHIi) 3 TOYATKOM JIiKyBaHHS apMomadidioM.

dakTOPU-TIPEAUKTOPHY PU3UKY HaCTaHHSA ab0 CTyIeHs TSIKKOCTi BUCUIIaHHS,
TOB’sI3aHOT0 i3 3acTOCyBaHHSAM apMopadininy abo momadininy, HeBigomi. Maiixke Bci
BUIIQOKHU TSKKOTO BUCHUIIAHHS, aCOIlilioBaHi i3 mmMu 3acobaMu, CIIOCTepiraaucs
OpoTdaroM 1-5 TUIKHIB HiciIs IOYaTKy JiKyBaHHA. [IpoTe miciss TpuBanoro JIiKyBaHHS
(Hampukiaz, 3 Micsili) TaKoXK Oy MOBiOMIIEHHS IIPO OKpPeMi BUIagKu. Takum
YHWHOM, 3@ TPUBAJIiCTIO TiKyBaHHS He MOXHa Iepeg0adyuTyu NOTEHIINHUN PU3UK, IIPO
SIKMU CBiMYUTH Ieplla I10siBa BUCUIIaHHS.

Xouya npu nputioMmi HyBimxkuny® TakKoK MOXKJIUBiI HOOPOSIKiCHI BUCUIIAHHS, HE MOXKHA
nmepen0auYmnTH, TKi BUCUIIAHHS BUSIBIISITHCS TSIXKUMU. BinmoBigHo, mpuiiom
HyBigxuny® ciig OpUOUHUATY IPU IIEPIINX O3HaKaxX BUCUIIaHHSA, OKPIM BUIAAKIB,
KOJIM BUCHUIIAHHS He II0B’si3aHe i3 3aCTOCYBaHHSM JIiKapChbKOro 3aco0y. [IpunmuHeHHs
JIIKyBaHHS MOXKeE He IIOIepequTH IepepPOoCTaHHsd BUCUIIaHHS V TaKe, 110 3arPOXKye€
KUTTIO ab0 BUKJIMKAE ITOCTiMHY iHBaJIiAM3allil0 YU CIIOTBOPEHHS 30BHIIITHOCTI
HalfieHTa.

AHeioHespomuy4Hull HAbPAK i aHapisakmoioHi peakuii

[Tpu 3acTocyBanHi HyBimxkuny® BigMidanucs aHTiOHEBPOTUYHUN HAOPSK i
rinepyyTnuBicTs (i3 BUcunauusam, gucdarieio i 6pouxocnazmom). [NalieHTam ciifg



pPafuTU NPUNUHSATY JTiKyBaHHS i HerallHO IOBiIOMIISITH JIiKapio IIpo OyOb-sKi 03HaKU
abo cuMIITOMH, IO CBiMYaTh ITPO aHTiOHEBPOTUYHUM HaOpsK abo aHadinakcito (Taki
sIK HaOpsK o6nmy4si, oued, ry0, si3uKa abo ropTaHi; TPyOHOIII IpKU KOBTaHHI abo
OVXaHHi; 3aXpPUIIIICTB).

MyavmuopeaaHHi peakuii 2inepuymausocmi

Bigmiganucsa MynbTHOPTraHHI peakilil rinep4YyTIUBOCTI, 110 BKIIOYAJIHU IIOHaMEHIIIe
OIVH JIeTaJIbHUU BUIIA[IOK IIPU IOCTPEECTPALIMHOMY CIIOCTEPEXKEeHHI, MiC/Isa IoYaTKy
3acTocyBaHHs MomadiHiny (MemiaHHUM Yac m0 BUsBIeHHS - 13 mi6; miamason 4-33).
[TogiOHUM YMHOM IIPOTATOM IIE€PiOAy MOCTPEECTPALIIMHOTO 3aCTOCYBaHH S
apMopagdiHily DOBiDOMJISAIN PO OOWH JieTaJIbHUM BUIIANOK B pe3yJibTaTi BUHUKHEHHS
DRESS. He MOXHa BUKJIIOUWTH aHAJIOTIYHUYN PU3UK MYJIbTUOPraHHUX peakIii
rirnepuyTaAnBOCTI 1000 apMomadiHity.

Xoya KinbKicTh moBigoMIieHb Oyjia oOMexkeHa, MOXKHa CTBEPXKYBATH, 110
MYJIbTHUOPTaHHI peaxliil rinepyyTIUBOCTI MOXKYTh BUKJIMKATH T'OCIIiTai3alliio abo
3arpoxkyBaTH KUTTIO. PaKTOPU-ITPEOUKTOPU PU3UKY BUHUKHEHHS ab0 CTyneHs
TSAXKKOCT1 MyJIbTUOPTaHHUX Peakliid rinepyyTIuBOCTi HeBigoMi. O3HaAKHU i CUMIITOMHA
IILOT'0 PO3y1amy Oyu pi3Hi, MpoTe mallieHTH 3BUYaWHO, X0Ua He BUKJIIOYHO, BUSIBJISIIIN
JINXOMAaHKY 1 BUCUIIaHHS, aCOL[i10BaHIi i3 ypaxKeHHSAM IHIIWX CUCTEeM OopraHiB. [HImi
aCoLi0BaHi IPOSBY BKJIIOYAIN MIOKapOUT, TeIaTUT, BiOXUIEHHS y QYHKIIIOHATBHUX
TeCTaX IIeYiHKH, TeMaTOoJIOTi4yHi BigxuneHHs (HallpuKiaag eo3nHodisTiio, TeUKOIIeHilo,
TPOMOOILIMTONEHII0), cBepbOixK i acTeHito. OCKiNNbKYM MyJIbTUOPTaHHa TinepuyTIuBiCTh
Ma€ pi3Hi IpOsSABYU, MOXKJIMBI 1HII, He OIIKCaHl TYT CUMIITOMU ypaXKeHHs IHIINX CUCTEM
Oprasis.

[Tpu migo3pi Ha MyIBTUOPTaHHI peakllil rinep4YyTInBOCTI 3acTocyBaHHS HyBigxumy ®
CJIig IPUOMHUTH. X04Ya BiACYTHI ITOBIiHOMJIEHHS IIPO BUIIAJKM IIepeXPeCcHOl ajeprii 3
IHIMMMU JTiKapChbKUMU 3acob0aMu, IKi BUKJIUKAIOTh Ied CUHOPOM, OOCBiI 0Tr0
BUHUKHEHHS IIPU IPUHOMi TiKapChKUX 3aco0iB, acolliioBaHUX i3 MyJIbTUOPTaHHOIO
Peaxlii€o rirnepuyTIuBOCTi, BKa3y€ Ha TaKy MOXKJIUBICTh.

ITocmitiHa coHausicmb

[TamieHTaM i3 aHOMa/JIbHOIO COHJIUBICTIO, AKi NpuuMarTh HyBigxKun®, cuifg
MMOBiTOMJISATH, 110 IXHiM piBeHb OAOBOPOCTi MOXKE HEe IIOBEPHYTUCS OO0 HOPMH.
[TamierTaM i3 HQAMIPHOIO COHIMBICTIO, BKIIOYAIOUU TUX, XTO NpurMae HyBigKun®,
CJIiI 4aCTO OILiHIOBATHU CTYIIiHb 1XHbO1 COHJIMBOCTI i, AKIIIO AOIIJIbHO, pEeKOMEHAYBaTU
yTPUMyBaTHUCA Bi KepyBaHHS aBTOMOOiIeM abo iHIIO0l MOTEHIIMHO HeOe3IeYHOol
misimpHOCTI. JIikapi, 1110 MaloTh ITpaBO MPHU3HAYaTH BiAIIOBIMHI JTiKapchKi 3aco0U, TaKOXK
MalOTh YCBiZOMJIIOBATH, IO MalllEHTU MOXKYTh He BU3HaBaTU CBOIO HaOMipHY
COHJIMBICTH 10 IPSAMOIr0O MUTAHHS IIPO COHJIUBICTS IIi[ YaC IIE€BHUX BUMIB OiATIbHOCTI.



Cumnmomu 3 60Ky ncuxiku

Y nepenpeecTpalliiHUX KOHTPOJILOBAHUX OOCIIAXKEHHAX 3acToCyBaHHA HyBigxKumy ®
npu Hapkorerncii, COAI'C i XTICIIP TpuBOXKHICTh, aKuTallisd, HEPBO3HICTh i
OpaTiBIUBICTh Oy/IY MPUYNHAMU NPUIIMHEHHS JTiKyBaHHS OiJlbIIl 4aCTO y MAlli€HTIB, AKi
3acTocoByBanu HyBimxun®, mMopiBHAHO 3 HalliEHTaMH, 110 IpUKXMalu Ianebdo
(HyBigxxun® - 1,2 % i mnane6o - 0,3 %). emnpecisa Takoxk OyJia 4acCTillIo0 TPUYHHOIO
IPUIIMHEHHS JIIKyBaHHA V MAli€HTIB, Kl 3acToCoByBaiu HyBimxxun®, mOpiBHAHO 3
namieHTamu, 1o npuiiManu nnanebo (Hysimxun® - 0,6 % i mmmamebo - 0,2 %). ¥
KIiHIYHUX JOCTiAXKEHHIX BimMidanucs BUIagKU CyiUOaIbHUX TYMOK.

Cnig BUABNIATU 00epPeXKHICTh IpU Npu3HadeHHiI HyBigxkuny ® nailieHTaM, SKi MaloTh B
aHaMHe3i ICUX03H, Jelpecito abo MaHito. AKio npu 3actocyBaHHI HyBimxuny ®
3’'SBJIITHCSI CUMIITOMHU 3 OOKY ICUXiKM, CJIif PO3TJISHYTU OOIiIbHICTb IPUITUHEHHS
3acTocyBaHHA HyBimxkuny®.

[To6iuHi peaxiiil 3 00Ky IICUXiKM BigMidanucs y MalliEHTiB, SKi oTpuMyBaau MmogadiHim.
Mogpadinin i apmomadirin (HyBigxun®) nyzKe COOpigHEHi CIOIyKHU. BignoBigHO,
4acToTa i TUN CUMIITOMIB 3 OOKY IICUXiKH, acollilioBaHux i3 HyBimxkumoMm®,
OUiKYIOTHCS aHAJIOTIYHUMU YaCTOTi i TUITy IIMX IIOHiM, acoLilioBaHUX i3 MomadiHiIoM.
[TocTpeecTpatiini mobiyHi peakiiii, acoilifioBaHi i3 mpuiiomoM MopgadiHiny, BKiIoyanu
MaHi0, MasiuHi igel, ramoIuHalil, cyliugalbHe MUCIEHHS 1 arpeciio, 10 B OeIKUX
BUIIQJKaX ITPU3BOOUIIN [0 rocraiTanisarii. [TocTpeecTparlitidi mo6iuHi peaxiiii,
acolliioBaHi i3 mpuitoMoM apMopmadiHiny, BKIO4Yanu CyiluaanabHe MUCIEHHS, arpeciio
i TaKOK BUIIQJKM MaHil, 110 B IeIKNWX BUIIaAKaX IIPU3BOAUJIM A0 rocmiTamisalii. barato
13 TaKWX HallieHTiB, IPOTe He BCi, MaJiu IICUXi4YHi po3/1agyu B aHaMHe3i. Y ogqHOTO
3[I0POBOI0 HOOPOBOJIBIIST YOJIOBIYOI CTATi PO3BUHYJIMCH ifel BITHOCUHHU, MapaHoigalbHi
Mas4Hi ySIBJIEHHS i CJIyXOBi rajonuHaliii micns 6aratopa3oBux go06oBux o3 600 mr
MopadiHity, acoliiioBaHUX i3 JenpuBali€io cHy. Yepe3 36 rOOUH IIiC/sA IPUNIUHEHHS
MIPUMOMY IIpelapaTy O3HaKM IICUX03y 3HUKIIN.

Cepueso-cyOuHHa cucmema

He pocnipKyBanu HOCTaTHLOIO Miporo 3acTocyBaHHA HyBimxkuny® nailieHTaM i3
HepaBHIM iHpapKTOM MioKapma B aHaMHe3i abo HecTabiTbHOIO CTEHOKAP/i€lo, OTXKeE,
TaKWX TAIliEHTIB CJIif IiKyBaTHU 3 00€pekKHICTIO.

Y kniHiYHUX OOCHigXKeHHAX MomadiHiny BigMidanucs ceplieBo-CyONHHI IT00iuHi
peakxiii, 10 BKIO4Yanu 0ifnb y rpyasax, MasblliTallilo, JUCITHOE i TPaH3UTOPHI imeMiuHi
3minu T-3y0usa Ha EKT, ki y Tppox cy0’eKTiB Oysiu acollifioBaHi i3 mposancoMm
MiTpaJibHOTO KJjlamlaHa abo rimeprpodieio miBoro mnyHodyka. Tabmetku HyBigxkun® He
PEKOMEHOYETHCSA 3aCTOCOBYBATH MalliEHTaM i3 rimepTpodi€io IiBOro IIJIyHOYKa B
aHaMHe3i abo malieHTaM i3 MpoJialcoM MiTpajibHOTO KJjlallaHa, y SKUX BimMidaBCs



CUHPOM IIPOJIAIICy MiTpaJIbHOTO KJjlallaHa IIPU HOoIlepefHbOMY IIPUUOMI CTUMYJISITOPIB
LIHC. IIpo mpomamnc MiTpaabHOIO KjlallaHa CBig4YaTh TaKi pe3yabTaTH (BKJIIOYHO i3
iHmmumMu), 9K imemiusi 3miau EKT', 6inb y rpyasx abo aputMmis. [ITpu HOBUX emizopmax
OyIOb-IKOT0 i3 IUX CUMIITOMIB CIIifl PO3TJITHYTHA MOXKJIMBICTh KapAioJIOTiYHOI OI[iHKH.

MOHITOPUHT apTepiaJbHOr0 TUCKY ¥ KOPOTKOCTPOKOBUX (=< 3 MiCAIIiB)
repegpeecTpaliiHuX KOHTPOJIbOBAHUX OOCIIAXKEHHSIX 3aCTOCYyBaHHS IIpenapary Ipu
COAT'C, XTICIIP i HapKOJIemncil ToKa3aB He3HaYHe ITiABUILEHHS CEPEOHbOTO
CHUCTOJIIYHOTIO 1 AlaCTOJIIYHOI0 apTepiaJbHOr0 TUCKY V Malli€HTIB, sIK1 3aCTOCOBYBaJIlu
HyBimxkun®, mopiBHSHO 3 IMallieHTaMU, sKi mpuiiManu raiebo (Big 1,2 go 4,3 MM pT.
CT. y Pi3HUX eKCIIepUMEeHTaIbHUX I'PyIax). TakoXK He3HayHO OilbIlla YacTKa
Malli€HTiB, sIKi 3acTocoByBanu HyBigxun®, morpeOyBajia IpU3HAYEHHS
QHTUTINEePTEeH3UBHUX 3ac00iB a0 30ibINTeHHS MO3YBAaHHS aHTUTINEPTEH3UBHUX
3aco06iB (2,9 %) y mopiBHSHHI i3 mallieHTaMu, Ki 3acTocoByBanu mnaneto (1,8 %). ¥
repegpeecTpaliiHuX KOHTPOJILOBAHUX MOCIIIXKEeHHSAX OyJI0 BUSIBIIEHO Majle, IIPoTe
cTabiflbHEe cepelHE MiABUILIEHHS YaCTOTH IIyJIbCy MOPIiBHSIHO 3 IalliEHTaMu, 110
npuiiManu nnaue6o. Lle migBuieHHs KonuBasnoch Big 0,9 mo 3,5 yoapy Ha XBUIUHY.
I71s manienTis, 1m0 oTpuMyioTh HyBinKun®, Mmoxke 6yTu mouinbHUM MoHiTOpuHT YCC i
apTepianpHOT0 TUCKY. CITif BUSBIIATU 00€peXKHICTh ITpU Mpu3HadeHHi HyBimxkumy ®
ralieHTaM i3 BioMO0 CeplieBO-CyANHHOIO0 XBOPOOOIO.

EmbpioghemasvHa mokcuuHicmo

3rigHO 3 MOCTPEECTPALliNHUMHY ITOBIHOMIEHHAIMHU apMoaadiHil MOXKe BUSBISATHU
HeraTUBHUU BIUIMB Ha IUJIi[ i IPOTUIIOKa3aHMM [AJig 3aCTOCYyBaHHS BariTHUM abo
XKIiHKaM, sIKi MOXKYTh 3aBariTHiTu (quB. po3guin «IIpoTunoka3zaHHsa», «3aCTOCYBaHHS Y
nepion BariTHoOCTi abo romyBaHHS rpyanoo»). 2KiHKH, SKi 3maTHI HapoOXKyBaTH OiTeH,
IIOBMHHI MaT¥ HETaTUBHUU pPe3yJibTaT TECTY Ha BariTHICTh IPOTATOM TUXKHSA OO0
IOYaTKy JiKyBaHHSA apMogadiHisioM. Y mocTpeecTpaliiHuX IOBIHOMIEHHIX
3acToCcyBaHHS apMopgadiHiny Imig yac BariTHOCTI OyJsio OB’ si3aHe 3 BUIIaJKaMH
CEPUO3HUX BPOOXKEHUX aHOMaJli (HanpuKia[d BPpOOXKEeHUX aHOMaJIlii ceplisd,
Mikpouedarrii).

Heo0xigHO MOBiOMIISITA BariTHUX IIPO MOXKJIUBUM PU3UK OJId miona. Crin
PEKOMeHOyBaTH KiHKaM, 3aTHUM OO OiTOHApPOOXKEHHS, BUKOPUCTOBYBaTU e(PEKTUBHY
KOHTPAIIEIIIIilo B Iepiof Teparmil apMmonadiniszioM Ta IIPOTIroM MicsIis IIiciis
NPUIIMHEHH JIIKyBaHHA apMogadiHioM.

ITauienmu (2CiHKU), WO 3aCcmoco8yomb KOHmMpauenuiro

Ilepen moyaTKOM 3acToCyBaHHA HyBimxKuny® cekcyalbHO aKTUBHUM XKiHKaM, SKi
3MaTHI HApPOIXKyBaTHU HiTel, HeoOXiAHO MoYaTU 3aCTOCOBYBAaTH 3aCcO00M KOHTPAIEIIIil.
EdeKTUBHICTh CTEPOIMHUX KOHTPAIENITUBIB (BKIII0UAIOYHY ITPOTU3AIIigHI TabmeTKy,



iMIITaHTaTH, iH €KIiMHI ITpenapaTé Ta BHYTPIIIHbOMATKOBI 3aco0u, 1110 BUBIJIbLHSIOTH
TOPMOHM) MOKe OyTu 3HUKeHa Ha poHi nmpuiiomy HyBigxkumy® i mpoTsrom gBox
MICAIIB MiCIsa IPUNIUHEHHS JIiKyBaHHSA (OUB. po3min «BlaemMopia 3 iHIIUMHU
JIiKapChbKUMHU 3aco0aMu Ta iHIII BUOM B3aeMofiti»). [Ipu mikyBaHHI HyBigxKumomM® i
IIPOTATOM OBOX MICALIB ITIC/IA MPUIIMHEHHS 3acTOCyBaHHA HyBigXKuny® mnarieHTKaM,
SIKi IPUMMAaIOTh CTEPOIOHI KOHTPAIlEeNITUBY, PEKOMEHAYETHCSI BUKOPHUCTOBYBATHU
arbTEePHATUBHI Ccrtocob6u KOHTpaleilil abo CynmyTHhO 3aCTOCOBYBaTU JOOATKOBI
crrocobu KOHTpaIlemnIii.

3ampumka pocmy naoda 8 nepiod sazimHocmi ma dimeu 2py0HO020 BIiKYy

[ToBimoMiisiyiocss IPO 3aTPUMKY BHYTPIIIHBOYTPOOHOTO PO3BUTKY Ta 3aTPUMKY
PO3BUTKY AiTel I'PyAHOIO BiKy IpM 3aCTOCYBaHHI apMopgadininy i momadininy. [itu
MOXKYTb IifgaBaTUCs BOIUBY apMomadininy abo mogadininy B mepioqg BariTHOCTi abo
[IpU TOLYBaHHI IPyanto.

I'eHomokcuuyHicmb

ApMopmadiHin mokasaB HeraTUBHUM pe3y/IbTaT TECTY Ha 3BOPOTHI MyTallil 6akTepi in
vitro Ta TecTy Ha XpoMOCOMHi abepaliii in vitro nmimdpouuTis moguau. MogadiHin
IMOKa3aB HETaTUBHUM pPe3yJIbTaT cepil TecTiB in vitro (Hampukiaz, TeCT Ha 3BOPOTHI
MyTalii 6aktepiit, Tect Ha TK (TUMiguHKiHaA3y) MuIlla4yoi g1iM¢GpoMH, TECT Ha
XPOMOCOMHi abepariii 1iMPOIUTIB TIOANHY, TECT HA TpaHCGOpMallito MUIITaYUX
eMmOpioHanbHUX KiIiTuH BALB/3T3) Ta in vivo (MiKpoHYK/IeapHUM TECT KIIiTUH
KiCTKOBOTO MO3Ky Muilen). Lli gocmiaKeHHs cBig4aTh, 110 apMogadiHil Ma€ HU3bKUN
T€HOTOKCUYHUU IIOTEeHIlial.

ITomeHuian 31083CUBAHHA 1 3anexcHOCMI

Xoda MOTEeHIIas 3JI0BXKUBaHHA apMogadiHijioM creriaJbHO He BUBYAJIM, UMOBIPHO, III0
BiH aHAJIOTIYHWUY TAaKOMY OJig MomadiHimy.

Y nrogmHM MopadiHin MOXKe BUKJIMKATU IICUXOAKTHUBHI i eipopuyHi epeKTH, 3MiHU
HaCTpPOIO, CIIPUMHATTS, MUCJI€HHS 1 BiDTUyTTiB, TUIOBI AJid iHIIKUX cTUMysaTopiB LTHC.
MopadiHin Mae MigKpirIo0Yi BIaCTUBOCTI, PO 110 CBIAYMUTh MOTO CaM03aCTOCYBaHHS
MaBIaMH, IKUX IIOePegHbO HaBUMJIM CaAaMOCTIHO 3aCTOCOBYBATH KOKalH. Y OeIKUX
OOCIiAXKeHHIX MomadiHi TaKoK 4YaCTKOBO BBaxKaju NOHiOHOIO O CTUMYJISITOpA
pedoBrHOIO. JIiKapi MaloTh yBaxKHO CIIOCTEpIiraTu 3a IallieHTaMHi, 0COOIUBO 3a TUMH,
XTO MAa€ B aHaMHe3i 3JI0BXKUBaAHHS JTiKapChKMMU 3acobaMu Ta/abo CTUMYJIATOPaMU
(mammpuknan, meTundeHimaToMm, ampeTamMiHoM ab0 KOKalHOM). 3a MalliEHTaMu CJIif
CIIOCTEepiraTu IOAO0 IMOSIBU O3HAK HEITPAaBUJIbHOTO 3aCTOCyBaHHS ab0 3710BXKMBaHHS
(Hampukiam, 30inbIIeHHsT Ho3u abo MOoBeiHKa IIOIIYKY 3aco0y).



[MToTenmian 3moBxkuBaHHA Momadirimom (200, 400 i 800 Mr) oriHIOBaIM BiZHOCHO
MeTundeHigaty (45 i 90 Mr) y mociimkXeHHi B cTallioHapPHUX YMOBaxX 3a y4acTIO 0Ci0,
III0 MaJId OOCBI 37I0BXKMBaHHS JTiKapChbKUMM 3aco0aMu. Pe3ynbTaTu LHOTO KITIHIYHOTO
OOCIiIXKeHHS MoKa3au, 110 MogadiHin Moxe BUKINKATH ICUX0AKTHUBHI i enpopuyHi
edekTH, gk i iHmi BimoMmi ctumynatopu LIHC (meTundenigar).

Bnaue Ha pe3ysabmamu n1abopamopHux mecmis

Y mocnipxeHHSIX KOHTPOJIIOBA/JIU TapaMeTpH KIIiHIYHOI XiMil, reMaToJIOoril i aHai3y
ceui. CepepHi piBHi ramma-rinyTaMinTpancdepas3u (I'TT) i myxkH01 dpocdaTtazu (JID) y
IJ1a3Mi KPOBI MiABUINYBAJIUCh ITiCJIA 3acToCcyBaHHs HyBinxuiny®, Ha BigMiHy Bif
mane6o. Y mekinbkox cy6’ekTiB piBHi I'TT i JI® nmepeBuiiuam Mexi HopMmu. He
BHUSBJISJIOCS JKOOHO] Pi3HUIIl y PiBHSX anaHiHaMiHOoTpaHchepa3u (AJIT),
acraptataminoTpaHcdepasu (ACT), 3aranbHoro 0inka, anbOyMiHy abo 3araabHOIO
0inmipy0iny, xoda Oynu pigkicHi BUumagku okpemoro migsuilieHHs piBHs ACT Ta/abo
AJIT. TTicnsa 35 mi6 nmikyBaHHS BigMiTUIM OOUH BUIIAMOK JIETKOI ITAHIIMTONEHII, sSTKa
3HMKIIA ITiCJIs MPUIIMHEHHS ITPUNoMY IIpernapary. Y KIIiHIiYHUX OOCHIiIXXeHHIX 0y
BUSIBIIEHO CJIa0Ke cepenHe 3HUXKEHHS BiJl BUXiTHOTO PiBHS IMOKA3HUKA CEYOBOIL
KHMCJIOTU Y CUPOBATIII KPOBi IMTOPiBHSIHO 3 TaKUM IIpu IpuiioMi mnaie6o. Kninigue
3HAUEeHHs BUSIBJIEHUX OaHUX HeBioMe.

IlonomidCcHI peyo8uHuU

Iauuit mikapcbKui 3acib MicTuTh nakto3ly. Tabnetku HyBimxkun® B molyBaHHi 50 Mmr,
150 mr i 250 mr MmictaTh BigmoBigHo 35,9 Mmr, 107,7 mri 179,5 Mr makTo3u
MOHorigpaTty. [TallieHTaM 3 HETIEPEHOCUMICTIO rajlakKTo3u, He@illuToOM JTaKTa3u 4u
MMOPYIIIEHHSIM BCMOKTYBaHHS I'/IIOKO3U-TaIaKTO3U HEeOOXimHO ITPOKOHCYJIBTYBATHUCS 3
JliKapeM, Iepil HiXK IpuiMaTH el TikapCcbKui 3acio.

IMTopyweHHsA ¢pyHKUII neyiHKu

o3y HyBigxkuny® HeoOXimHO 3HMKYBATHU MalliEHTaM i3 TSIXKKUMU ITOPYIIeHHSIMHU
¢yHK11il meuinku 3 abo 6e3 1upo3y (auB. po3min «Crnocid 3acTOCyBaHHS Ta JO3U»).
IcHye HegOCTaTHLO JaHUX PO 3aCTOCYBaHHSA pi3HUX A03 HyBimxkuny® (apmopadininy)
BIITIOBIOHO OO CTYIlIeHS ypaXXeHHs IeYiHKU.

IMopyweHHAa pYyHKUIT HUPOK

HepocTaTHbO maHUX A1 BU3HAUEHHS 0e3MeKy i epeKTUBHOCTI 3aCTOCYBaHH S
HysBinxkuny® (apmopadininy) maitieHTaMm 3i cnabKUMU, TOMIipHUMH ab0 TSIXKKUMU
MOpPYyIIEeHHAMHU QYHKIII HUPOK (OuB. po3gin «Crocib 3acToCyBaHHS Ta [O0O3U»).

3acmocysaHHA nayieHmam AimHb020 8IKY



Y mailieHTiB MiTHBOTO BiKy BUBeOeHHs apMopmadiHinmy Ta #ioro MeTaboIiTiB MoXke OyTH
3HuKeHuM. OTXKe, CIIif PO3TISAHYTHU 3aCTOCYBaHHS HUXKYHKX [03 1 IPOBOOUTU
peTenbHUN MOHITOPHUHT ITi€l rpymu namieHTiB (QuB. po3min «Crocib 3acToCcyBaHHS Ta
IO3U»).

3maTHiCTh BIUIMBATH HA IIBHIKICTH peakilili mMpu KepyBaHHI aBTOTPAaHCIIOPTOM
a0o0 iHmMMHu MexaHi3ZMaMHu

Xouya HyBimxkun® He BUKIMKaE QPyHKIIIOHATIBHUX PO3/1afiB, OyOb-sKi TiKapchKi 3acodu,
1110 BIinBaloTh Ha LJHC, MOXKyTh 3MiHIOBAaTH HaBUYKU KPUTUYHOTO CYIKEHHS,
MUCJIeHHS a00 MoTopuKH. [1allieHTiB ciif rmonepeakaTy Ipo HeoOXimgHICTD
yTPUMYyBaTUCh Bil KEpyBaHHS aBTOMOOisieM abo po60TH 3 iHIIMMU MeXaHi3MaMu [0
HaOyTTs BIIEBHEHOCTI, 110 JiKyBaHHS HyBigKuioM® He YMHUTUME IIKiAJINBOTO
BIUIMBY Ha 1XHIO 30aTHICTb OO TaKOl AiSJILHOCTI.

3acTocyBaHHSA y nepioa BariTHoOCTi a00 romyBaHHS IPyaaio

BaeimHicmb

3rigHoO 3 HOCTPEECTPaLliIMHUMU IIOBIAOMJIEHHSIMU Ta pe3yJibTaTaMU OOCIiAXKEHb Ha
TBapUHAX apMoaadiHil MOoxKe BUSBISTHA HETaTUBHUM BIIJIMB HA MJIiO i IPOTUIIOKAa3aHUMN
[JIs 3aCTOCyBaHHS BariTHUM a0o XKiHKaM, siKi MOXKYTh 3aBariTHITHU (OUB. pO3Oinu
«IIpotunokasaHHs», «OcoOMUBOCTI 3aCTOCYBaHHS»). BUXoOsuu 3 MoNepenHix maHux
PEECTPY BariTHUX, YaCTOTa CEPMO3HUX BPOOXKEHHUX Ba[ PO3BUTKY (HampUKIag
ceplieBUX aHOMaAJIii, MiKpouedarlil) Ipu 3acToCcyBaHHiI apMoaadininy/momadiriny
cTaHOBUTH Npubnu3Ho 17,3% nopiBHSHO 3 3% y 3aranbHii monynsdiii. [ToBimoMsnocs
PO 3aTPUMKY BHYTPIIIHbOYTPOOHOT 0 PO3BUTKY i CIIOHTaHHI abOpPTHU IPU 3aCTOCYBaHHI
apMmopgadiHiny i MmogadiHiny.

[TamieHTOK CIIif IIomepenXkaTu PO MOXKJIUBE IIiABUIIIEHHSA PU3UKY BariTHOCTI IIpU
3aCTOCYBaHHi CTEPOIMHNX KOHTPAIIEIITUBIB (BK/II0Yal04Yy IPOTU3AMIiaHI TabneTKy,
iMmIaHTaTH, iH €KIIINHI ITpemapaT Ta BHYTPIIITHbOMATKOBI 3aco0wu, 1110 BUBIJIbLHSIOTh
ropMmoHHu) i HyBimkuny®, a TaKOXK IIPOTATOM ABOX MICALIB MiCIA 3aKiHYEHHS
JIiKyBaHHS (OUB. po31ain «B3aemMopisa 3 iHIIMMY JTiKapChbKUMHU 3aco0aMu Ta iHII BUOU
B3aEMOOIN»).

I'ooysanHs 2pydoro

He Bigomo, yu nmpoHuKaooTh apMmogadinin abo #ioro MetaboJiTH y TPyaHE MOJIOKO.
['opyBaHHS Ipyani0 HEe PEKOMEHAOYETHCA IIif yac npunomy HyBimxuny®.

Cnocid 3acTocyBaHHsI Ta I03H



HyBigxun® ciig npu3HadaTy HDalliEHTaM TiIbKM ITiCJIS PETEIbHOI OIiHKM 1XHbBOI1
HaIMipHOI COHJIMBOCTI i BCTAHOBJIEHHS OiarHO3y OCHOBHOTO PO3J1afy HapKOJIEINCil,
COATI'C a6o XTICIIP BiAmmoBigHO OO OiarHOCTUYHUX KPUTEPiiB MixkHapomHOI
Knacudgikartii posnagiB cHy (ICSD) a6o [JiarHOCTUYHOTO i CTAaTUCTUYHOTO KEPiBHUIITBA
3 ricuxiaTpudyHux xBopo6 (DSM). Taka oIliHKa 3a3BuYali BKIOYa€ 30ip MOBHOTO
aHaMHe3y Ta MeOUYHUM OTJIsM i OOaTKOBO MOXKe OyTU MOTOBHEHA J1abopaTOPHUMU
TecTaMu. [lesKi malieHT MOXKYTh MaTH OiJibllle OQHOTO PO3JIafly CHY, SIKi CIIPUSIIOTH
HapgMipHi coHnmuBoOCTi (Hanmpuknag COAI'C i XTICITP ogHOYacHO B OOHOTO ITAlliEHTA).

HysBimxkun® MoxHa nNpuiiMaTH i3 i2keio abo He3asiexkHo Bif npuirioMmy ixi. [TpoTte
3aCTOCyBaHHS IIpemapaTy OQHOYaCHO 3 IPHUMOMOM I1Ki MOXKe BiICTPOYyBaTH I10YaTOK
Moro fil, a TaKOXK MPOJIOHTYBATU MOT0 [ito (AuB. po3nin «®apMaKOKiHETUKaA.
BcMmokTyBaHHA. Bonmus 1ki»).

[ITo6 yHUKHYTHU 3aTPUMKHU IMoyaTKy Aii, HyBigXkun® criig npuiiMaTy HaTIIe.

JlixyBanHA HyBigxKuaoM® Mae MOYMHATU 1 KOHTPOJIIOBATH JIiKap i3 BiAMOBIOHUM
OOCBIIOM JTiKyBaHHS PO3JIafiB CHY, SKUU Ma€ OOCTYM [0 AiaTrHOCTUYHUX 3ac0o0iB
nmabopaTopil JOoCTiAXKEeHHS CHY.

Hapkoaencisa

PekomeHnpoBaHa mo3a HyBigxuny® maliieHTaM i3 HapKOJIEIICi€l0 CTaHOBUTH 150 Mr
a6o 250 mr 1 pa3 Ha 000y BpaHIIi.

CuHOpom obcmpykmueHo20 anHoe/2inonHoe cHy (COAI'C)

[Tpu COAI'C HyBigxkun® He moKa3aHUM AJIsd JIIKyBaHHS OCHOBHOI'O 3aXBOPIOBaHHS.
AKIM0 OJig nalnieHTa MiAXOOUTh Tepamisd MeTOLOM IIOCTIMHOI0 TO3UTUBHOTO TUCKY B
nuxanbHUX mngxax (CPAP-teparrist), ciig gokjiagaTd MaKCUMaJIbHUX 3YCUIIb OIS
3actocyBaHHs CPAP-Tepamil mpoTsAroM afgeKBaTHOIO IIePiogy Yacy OO IIOYaTKy
3actocyBaHHS HyBigxKuny® npu HagMipHi COHIUBOCTI. [Ipu 3acTocyBaHHI
Hysigxuny® sk gonoBHeHHsS o CPAP-Teparil namieHTa ciif 3a0xo4yBaTy OO
3actocyBaHHss CPAP-Tepamii i mepiogu4yHo nepeBipsaTu moTpuMaHHsa pexxumy CPAP-
Teparil. Y mocmigxKeHHsAX 3acTocyBaHHA HyBimxkuny® Oyso BUSBJIEHO CIIaOKy
TEH[EHIII0 10 3HMKeHHs BuKopuctanHsa CPAP-Teparil i3 yacoM (cepegHe 3HMKEHHS
Ha 18 XxBUIWH y NaLi€HTIB, s1Ki 3acToCOBYBasiu HyBinKuja®, MOPiBHSAHO 31 3HUKEHHAM
Ha 6 XBUJIMH Y IAlli€HTIB, SIKi mpuiManu 1aiedo, Ipu cepegHbOMY BUXiTHOMY
3aCTOCyBaHHIi 6,9 roguHM 3a HiY).

PekomeHnpoBaHa go3a HyBigxuny® pgmsa naiiedTiB i3 COAI'C ctanoBuTh 150 Mr abo
250 mr 1 pa3 Ha moOy BpaHLi. Y narieHTiB i3 COAI'C go3u mo 250 mr/mo0y,
3aCTOCOBaHi SIK pa3oBa 103a, IePeHOCUINCh HoOpe, MMPOTe BiICYyTHI OQHO3HAYHI maHi,
III0 TaKi JO3U [al0Th JOIATKOBY KOPUCTH IMTOPiBHSIHO 3 003010 150 Mr/mo0y.



XpoHiuHe nopyweHHs CHY (8HACAIO0K po31ady UUKAY «COH - 6badbopicmb») npu
no3miHHill pobomi (XIICIIP)

PexomenpoBaHa mo3a Hysinxuny® nna narierTis i3 XIICIIP ctanoButh 150 Mr Ha
noOy nmpubnIu3Ho 3a 1 TOOUHY [0 mo4YaTKy pobo4oi 3MiHU.

Ilo3u 0215 oKpemux 2pyn nauieHmia

o3y HyBigxkuny® ciiim 3HMKYyBaTH MalliEHTaM 3 TSAXKKUMU NOPYLIEHHAMU (QYHKIII1
nevinku 3 abo 6e3 nupo3y. Ha cborogHi HEOCTAaTHHO AaHUX OO0 PEeKOMeHallin 3
no3yBaHHs HyBimxkuny® (apmomadiHiny) 3amezKHO Bif CTyIeHs ypazKeHHS IIeYiHKH.

Ha croropmHi HegmocTaTHBLO iH(GOpMalil oy1si BU3Ha4YeHHS O0e3meKu i eeKTUBHOCTI
3actocyBaHHs HyBimxkuny® (apMmopadininy) naiieHTaM 3i cnabKuMu, MOMipHUMHU abo
TSIKKUMU MOPYHIEHHAMU (YHKII1 HUPOK.

Y mailieHTiB MiTHBOTO BiKy BUBeOeHHs apMomadiHiny i #1oro MmetaboItiTiB Moxke OyTU
3HMIKEeHe BHACIIJOK BiKOBUX (paKTOPiB. BigmoBigHO, O/ TaKUX HAlli€EHTIB CIIif
PO3TJITHYTU 3aCTOCYBaHHS HUXKYUX O03 1 IPOBOOUTHU PETEIbPHUY MOHITOPUHT 1X CTaHy.

itk

HepocTaTHbO maHuX 111070 e(peKTUBHOCTI Ta 0€3IeKH 3aCTOCYBaHHS IIpernapary OiTsM.
Y nmauieHTiB-miTeH, SIKi OTpUMyBaiu MogadiHil, cIoCcTepirajJnucs TAXKKI BUCUIIaHHS.
ApMmomadiHin He 3aTBePAXKEHUM [JIs1 3aCTOCYBAHHS OiTSAM 3a OyOb-IKUX IMOKa3aHb.

Ilepego3yBaHHA

Y kniHiyHUX gocnigkeHHaX HyBimxkuny® He MOBIOOMIIAIOCS IIPO BUNIAOKU
nepeno3yBaHHA. CuMIiTOMHU nepenoldyBaHHsa HyBinxkuiay®, UMOBIpHO, aHaJIOTiuHl
CUMIITOMAaM Iiepefo3yBaHHsa MofadiHiny. CUMOTOMU epefo3yBaHHS y KIIIHIYHUX
OocCIimKeHHsIX MogadiHiny BKimodanu 30yaxkKeHHs abo axkuTallito, 60e3COHHS i ci1abke
YM IOMipHE HiABUIIEHHS reMOOUHaMIYHUX ITapaMeTpiB.

Ha ocHOBI nocTpeecTpalLiiHOro JoCBiAy Asis MogadiHiay He IMOBiZOMIISIOCS IPO
BUIIaAKN CMEPTEILHOTO IIepefo3yBaHHsA OOHUM MofadiHinom (mo3u go 12 r).
[Tepemo3yBaHHS ITpU NpUiioMi 6araTboX IiKapChbKUX 3ac00iB, BKIOYa0yu MomadiHin,
IIPU3BOOUIIO OO JIeTaJIbHUX HacCiaKiB. CUMITOMHY, 110 Hal4yacTille CyIPOBOAXKYIOTh
repeno3yBaHHs MomadiHiioM, okpeMo abo y KoM0OiHallil i3 iHImMMY ITperapaTaMu:
0e3COHHS, CUMIITOMU 3 OOKY LIeHTpaJiIbHOI HEPBOBO1 CUCTEMH, TaKi IK HECIIOKIiH,
Oe30pieHTallisl, CITyTaHiCTh CBigOMOCTi, 30ya2KeHHS i ramonuHallil, CUMIITOMU 3 OOKY
TPaBHOTO TPAKTY, TakKi K HyHOTa i miapes, i cuMniToMu 3 60Ky CePLEeBO-CyIUHHOI
CUCTEeMH, TaKi IK Taxikappis, Opamgukapmis, rimepreHsis i 6inb y rpyasax. CuMmnTomMu,



III0 Hal4acTillle CyIIpOBOAXKYIOTh ITepeno3yBaHHsa apMonadiniom, okpeMo abo y
KoMOiHaril i3 iHmMMu npenapaTaMu: TPUBOTra, 0€3COHHS i OUCITHOE.

Cnenudivynauit antugoT aiasa HysBigxuny ® BigcyTHiu. [Ipu nepemo3yBaHHI HEOOXigHO
3aCTOCOBYBATH B [IEPIIy Yepry CUMITOMaTUYHY Tepalilo 3 BUKOPUCTaHHSAM CepIlEeBO-
CYyOVHHOTO MOHITOPUHTY. BifcyTHI maHi 1100 KOPUCTI Alaily, DiAKUCIIEeHHS YU
MiOTy>KyBaHHS cedi OJisd MOCUIIEHHS BUBEEeHHS JIiIKapChKOTO 3aco0y.

IToOiuni peakmii

COAI'C, XIICIIP i Hapkoaencis

Besneky 3actocyBaHHAa HyBigxuny® oLiiHIOBaJIX Y OOCIIIAXKEHH] 3a y4acTIo [TIoOHa[,
1100 mamieHTiB i3 HAAMIPHOIO COHIMBICTIO, acolirnoBaHow i3 COAI'C, XTICIIP i
HapKOJIEIICIE.

Y nepenpeecTpallifHUX KOHTPOJILOBAHUX KITIHIYHUX MOCITiIXKEHHIX HaMOIIbII YaCTUMU
nmobiYHUMM peakuissMu (= 5 %) y nallieHTiB, sKi 3acTocoByBanu HyBimxkun®, 1o
3ycTpidanucs 4acTillle, HiXK y IallieHTiB, SKi 3aCTOCOByBau Ii1anebo, OyiIu roloBHUN
0inb, HymoTa, 3alTaMopo4YeHHs Ta 6e3coHHs. [Ipodins mobiyHUX peakiliti 0yB MOOiOHUM
Y BCiX OOCIIIIKEHHSAX.

Y nepenpeecTpalliiHUX KOHTPOJIbOBAHUX KITIHIYHUX AOCHigXKeHHaX 44 i3 645
namieHTiB (7 %), ki orpuMyBanu HyBimKun®, OpUNIUHUIIA IPUKXOM BHACIIIOOK
MoOiYHUX peakilii, mopiBHSIHO 3 16 i3 445 (4 %) mallieHTiB, SKi mpuiiManu 1aamebo.
Hai6inbIll 4acTo0 IPUYHMHOIO IPUIIMHEHHS MPUNOMY ITperapaTy O0yB romoBHUM 6inb (1
%).

Yacmoma y KOHMpPOAb08AHUX O0CAIOHCEHH X

Y Ttabnuili Huxk4e (Tabnuilsa 1) HaBemeHo MoOiYHI peakilii, 110 criocTepiranucs i3
4yacToToio 1 % abo Buile i Oymau OifbIl YaCTUMM Yy MAIi€HTIB, IKi 3aCTOCOBYBaJIU
HyBimxkun®, nopiBHSHO 3 MMalliEHTaMU, sIKi 3aCTOCOBYBasu Ialebo, y
nepegpeecTpaliiHuX KOHTPOIbOBAaHUX KIIIHIYHUX OOCITiAXKEHHIX.

Oco06a, 1110 MpU3Hava€ TiKapChbKUM 3acid, Ma€e yCBimOMIIIOBAaTH, 110 TOKA3HUKH,
HaBe[leHi HUXX4Ye, He MOXKHa 3aCTOCOBYBATH AJisA MepenbadyeHHsT 4acTOTH IMOOIiYHUX
peaxkiiii y Xoai 3BU4aHOl MeQUYHOl IPaKTHUKH, e XapaKTePUCTUKHU MAIli€HTiB Ta iHIIi
(bakTOPU MOKYTH BiAPI3HATHUCS Bif TaKUX IIif YacC KIIHIYHUX OOCHiaXKeHb. Tak caMo,
HaBelleHy 4aCTOTy He MOXHAa IIPSAMO IIOPIBHIOBATH 13 ITIOKA3HUKaMU iHIMUX KJIIHIYHUX
OOCIIiIZKeHb, sIKi BKJIIOYAIOTh iHIIIEe TiKyBaHHS, KOPUCTYBadiB ab0 gocmigHukiB. [IpoTe
O3HaMoMJIEHHS i3 1Ii€fo iHpopMallieto gfae ocobaM, 110 MPU3HAYAIOTh TiKapChbKUM 3acil,
OCHOBY [IJIs1 OLIIHKY BiHHOCHOTO BIIJIMBY (h)apMaKOJIOTiYHUX i He(hapMaKOJIOTi4HUX
dbakTOpiB Ha YacTOTy MOOIYHMX peaklil y HOCHiaXKyBaHil I'PYIi IaIli€HTiB.



Tabnuisa 1

[ToGiuHi peaki1rii, moB’sI3aHi i3 MiKyBaHHAM, SIKi 3ycTpidanucs 3 yacToTowmo 1 % abo
BUIIE IIPU IIPOBEeOEeHHI n1aned0-KOHTPOIIbOBAHUX KITIHIYHNX OOCTigXKeHb*
3aCTOCyBaHHS

HysBigxuny® (150 mr i 250 mr) npu COAI'C, XTICIIP i HapKoeIcil y mapaneabHUX
rpymnaxl

, ITnane6o
HysBigxun®
Krnac cucreMu oprasis % N =
(%, N = 645) |7
445)
3 60Ky cepls
2 1
ITanpmoiTanisa

3 OOKY IIIJTYHKOBO-

KHUIIIKOBOT'O TPAKTy 7 3
Hynota 4 2
Hiapes 4 1
CyxicTb y poOTi 2 0
Hucnencis 2 1
Bine y BepxHix
Bigminax >KHUBOTa

1 0
3armop

1 0
bnroBaHHS

1 0
Pigki BUTIOPpOXXKHEHHSA




3arasnbHi po3nagu Ta
peaxiiil y MicIii BBeJeHHS

BTomiroBaHiCTh
Copara

['punononi6Hi
CUMIITOMH

binb

[lipekcisa

3 60Ky iMyHHOI CUCTEMHU

Ce30HHa aneprisa

3 60Ky mabopaTOpPHUX
IIOKAa3HUKIB Ta pe3yJibTaTiB
00CTexKeHb

[TigBUIlleHHS PiBHA
raMMa-
rayTaMinTpaHcdepasu

[TinBumenus YCC

3 60Ky MeTabo011i3My Ta
Xap4yyBaHHS

AHOpeKCis

3HUXKEHHA alleTUuTy




3 600Ky HEPBOBOI CUCTEMH

17
I'omoBHUM 6inb

5
JarmaMOpOYeHHs

1
Po3nagu yBaru

1
Tpemop

1
MirpeHnsb

1
[TapecTe3isa

3 OOKY IICUXiKHU

5
Bbe3conHAa

4
TPUBOXKHICTH

2
Hemnpecis

1
AKuTalisa

1
HepBo3HICTH

1

[TpurHiveHuu HaCTpiu

3 OOKy HUPOK Ta
CEeYOBHUBIOHUX HIJIAXIB

1
ITomiypis
3 60Ky pecmipaTopHOl
CUCTEMM, OpPTaHiB rpyaHoOl
1

KJIITKU Ta CepefoCTiHHSA

HHucriHoe




3 OOKYy IIKipu Ta
ITiAIIKIpHOI TKAHUHU

Bucun

KoHTakTHUI
oepMaTuT

[TigBuIIEeHE
IIOTOBUIOIIEHHYI




* JoTupu NOABIiMHI CIIimi m1are60-KOHTPOIbOBaHI KITiHIUHI moCTigXKeHH
3acTtocyBaHHs npemnapaty npu COAI'C, XTICIIP i HapKomercii; 4acToTa OKpyrjeHa g0
HauOIMKYOro IIiJIoro YKcia. BKIoyeHo TinbKY MOOiYHI peakilil, YacToTa SKUX IIPHU
3acTtocyBaHHiI HyBimxkuny® Bullla, HiXK IIpu mmpuiioMi niaie6o.

1Y tabnuii He HaBemeHO NOOiIYHI peakilii, YacToTa IKUX IIPU 3aCTOCyBaHHI
HysBigxuny® Oymna moHaiMenIne 1 %, mpoTe mopiBHIOBasa abo OyJjia MEHIIIOI 3a TaKy
mpu npuiiomi mnane6o. i peakirii BKimo4danu: 3OyTTS XKUBOTa, 0iflb ¥ TPyasix, OpOHXIT,
Ha30(apHUHTIT, CUHYCHUT, iH(PEKIIil BepXHiX AUXalbHUX IIJISXiB, MiABUIIIEHHS PiBHSA
arlaHiHaMiHOTpaHcdepa3wu, IMiOBUIIeHHS PiBHS aclapTaTaMiHOTpaHCcdepasy,
apTpanrito, 6inb y cnuHi, opodapuHreanbHui 6inb, Kalllesb i rinepTeHsito.

Ilo303asnexcHicmb nobivHUX peaKkuill

Y nepeapeecTpalinHUX KOHTPOJIbOBAHUX KITIHIYHUX OOCIIIIXKEHHAX, III0 MTOPIBHIOBAIN
mo3u 150 mr/mo0y i 250 mr/mo6y HyBigxuny® i nnaiebo, 4o303alexxHUM XxapaKTep
TMOKa3aJu TinbKU TakKi moOiuHi peakilil: TOJIOBHUM 0iflb, BUCHUII, ETPECis, CyXiCTb y
poTi, 6e3coHHs i HymoTa. [logaTKoBY iHGopMallilo HaBeeHo y Tabnuti 2.

Tabnuisa 2

YacToTa [M0303a/1eXKHUX, ITOB I3aHUX i3 TiKyBaHHSIM ITO0IYHUX peaklIliii Ipu
ITpoBefeHHi M1aneb0-KOHTPOIbOBAHUX KITIHIYHUX OOCIiIXKeHb* 3aCTOCYBaHH S
HysBigxkuny® (150 mr i 250 mr) npu COAI'C, XTICIIP i HapKoercii y mapanenbHUX
rpymnax

HyBigxun® 250 Hysigxun® 150 HyBiI.[}KHJ?@) 0
Knac (:JI/ICTeMI/I M (%) ME (%) kKoMbiHaris (%) ([L1aneto (%)
oprasiB _1 a4 N = 445
3 60Ky IUTyHKOBO-KUIIIKOBOT'O TPAKTY
Hynota 9 6 7 3
Cyxicte y poti |7 2 4 ‘1

3 60Ky HEPBOBOI CUCTEMHU

T'omoBuuU# 6inp (23 14 17 9




3 OOKYy IICUXiKHU

be3couuga 6 4 5 1

Iemnpecis 3 1 2 1

3 OOKYy IIKipH¥ Ta MiAIIKipHOl TKAHUHU!

Bucun 4 1 2 1

* JoTtupu NOABiMHI cItimi maaiebo-KoHTpokoBaHi mocmimxkenus npu XIICITP, COATC i
HapKoJIercil.

3MiHU OCHOBHUX NOKA3HUKIB cummedisiibHOCMI Op2aHi3My

MOHITOPUHT apTepiaJbHOI0 TUCKY Yy IIepeapeecTpaliiHuX KOHTPOJIbOBaHUX
OOCIiIXXKEeHHSIX 3acTocyBaHHs npenapaty npu COAI'C, XIICIIP i HapkoJieIicil moka3aB
He3HayHe MiOBUIIEHHS CEPEOHbOI0 CUCTOJIIYHOIO 1 A1aCTOIIYHOT 0 apTepialbHOT O
THUCKY Y Halll€eHTiB, AKi1 3acTocoByBanu HyBimXKun®, ropiBHAHO 3 NalliEeHTaM¥, Kl
nmpuviManu niaiebo (Big 1,2 mo 4,3 MM PT. CT. y Pi3HUX €KCIIepUMEHTaJIbHUX I'PyIax).
Takozk He3Ha4yHO OinbIlla YaCcTKa IMallieHTiB, sIKi 3acTocoByBanu HyBigkun®,
nmorpebyBasia Mpu3HAYeHHS aHTUTiNIepTEeH3UBHUX 3ac00iB ab0 30iMbIIIeHHST JO3yBaHHS
QHTUTINEePTEeH3UBHUX 3ac00iB (2,9 %) y IOPiBHSAHHI i3 malieHTaMu, IKi m
3acTocoByBanu 1aiebo (1,8 %). Y nepegpeecTpalliitHUuX KOHTPOJIbLOBAHUX
OociigKeHHsIX Oy10 BUSBJIEHO Majle, IPOTe cTabilbHEe CepefHE ITigBUIIIEHHS YaCTOTU
MyJIbCY MOPIBHSHO 3 MalliEHTaMu, 110 npuiiManu mnane6o. Lle migBuIeHHs
KonuBasocs Big 0,9 mo 3,5 yomapy Ha XBUJIMHY.

ITocmpeecmpauitiHuti docesid

Huxx4ye BuKmameHo nobiuHi peakilil, o Oynu 3adikcoBaHi mig dac
IIOCTPEECTPALiMHOI 0 AOCBiny 3acTocyBaHHA HyBIimkKuny®.

3a yacToToi nobiuHi peakilii po3mnofineHi Ha Taki KaTteropii: gye gacto (= 1/10);
yacTo (= 1/100, < 1/10); HeuacTo (= 1/1000, < 1/100); pigko (= 1/10000, < 1/1000);
oyxe pigko (< 1/10000); HeBimoMO (HEMOK/IMBO OILIIHUTH 3a HAaABHUMU JaHUMMU).



3 60ky cepus. HacTo: mambIliTallis; Ay>Ke pigKo: CylpaBeHTPUKYJIIPHA apUTMis,
iHpapKT MioKapaa.

3aezanvHi po3anadu. YacTo: BTOMIIIOBAHICTh, TPUIIOINONiIOHI cuMnToMHU, Oinb, ITipeKkcis,
cIipara; pigKo: aHOMaJIbHi BiUyTTs, OPaTiBJIUBICTb.

3 60ky imyHHOI cucmemu. YacTo: Ce30HHA aJlepris; OyxKe PigKo: TimepuyTIuBiCTb [0
JIiIKapChbKOT0 3aco0y, aHadimaKkcis.

3 60Ky Hepsosoi cucmemu. JlyzKe 4acCTO: TOJIOBHUM 0iflb; 4aCTO: 3allaMOPOYEHHS,
po3nanu yBaru, MirpeHs, mapecresis; ayxKe PigKo: CyIOMMU.

3 60ky ncuxiku. YacTo: TPUBOXKHICTB, OEITPECisi, aXKuTallisd, IPUTHIYeHUN HACTPIiH,
0e3COHHS, HEPBO3HICTh; AyKe PigKo: rajiolluHallil, THiBIUBICTh, arpecis, nikapchka
3aJIeXKHICTh, IICUXOTUYHUM PO3Jal, CyllluaanbHi OyMKU, cupoba cyiuuay; HeBigoMo:
MaHis.

3 60Ky pecnipamopHoi cucmemu, op2aHia 2pyo0Hoi KaimKu ma cepedocminHs. [Iyxke
pimKo: BimuyTTs 3maBIOBAHHS Y TOpJli, HAOPSK ropTaHi.

3 60Ky WAYHKOBO-KUWKO0B020 mpakmy. HeBimomMo: BUpa3Ku B POTOBiM MOPOXKHUHI (y
TOMY YHUCIIi IIyXUPi Ta BUPA3KU CIU30BOI 0O0JIOHKY POTOBOI ITOPOXKHUHM).

3 60Ky wkipu ma nidwkipHoi mkaHuHuU. YacTo: BUCUI, KOHTAaKTHUN OEePMaTHT,
HigBUIlleHe ITOTOBUAIJIEHHS; OyXKe pigKo: cuHapoM CTiBeHca - [[2KOHCOHAa, ajoIellis;
HeBIiJOMO: MeIKaMeHTO3Ha peakilisd 3 e03UHOQIJIi€l0 Ta CHCTEMHUMU CUMIITOMaMMU.

TepMiH NpHIAaTHOCTI
3 POKH.
VYMoBM 30epiranHs

30epiratu npu Temmnepartypi Hux4e 25 °C, He 0X0I0oaKyBaTu abo He 3aMOPOKYBaTH.
30epiraty y HeJOCTYIIHOMY AJIS OiTeW MicCIIi.

YnakoBka
[To 7 TabneTok y Ginictepi, mo 1 6iicTepy y KOpooOiri.
KaTeropisz Bignmycky

3a penemnTomMm.



BupoOHUK
ITJIIBA XpBaTcka [.0.0.

Micue3HaxoIKeHHsI BHPOOHHKA Ta MOro ajJpeca MiCIisi IpoOBaaKeHHsI
OistIbHOCTI

[Tpinas 6apyHa ®inminosuya 25, 10000 3arpe6, XopBarTis.
[Ixepesno iHCTPYyKIil

[HCTpPYKIIito TiKapChKOTro 3aco0y B3sTO 3 o(illiiHOTO mKepesia — [lepKaBHOTO PEECTPY

JIiIKapCchbKHX 3aco0iB YKpailHu.



http://www.drlz.com.ua/
http://www.drlz.com.ua/

