[HCTPYKIIIA

711 MEOUYHOTO 3aCTOCYBaHHS JIIKapChKOT0 3aco0y

HOBATPA 50
(NOVAGRA 50)
HOBATI'PA 100

(NOVAGRA 100)

Cknao:
ditoua pevosuHa: cunneHadin;
1 TabneTka MicTuTh cunmeHadiny nuTpaT, eKBiBaneHTHO cunmeHadiny 50 mr a6o 100 wmr;

donomidcHi peyo8uHU: Kanblliio Timpodocdart, 11en0no3a MiKpOKpUCTalliuHa, HaTpilo KpOCKapMesno3a,
IIOBiMOH, KPEMHII0 TiOKCHM KOJIOImHUY 0e3BOIHMY, MarHiio cteapart, iHcTakoT IC-S-091 (poxkeBwuii).

JIikapcbka ¢opma. TabmeTKy, BKPUTI IITiBKOBOIO 000JIOHKOIO.

OcHogHi ¢i3uko-ximiyHi 81acmueocmi: TabneTku 50 Mr: KpyTii poxkeBi ABOOMIYKIIi TaOlIeTKU, BKPUTI
TITiIBKOBOIO 000JTOHKOIO 3 PO3IOMiTbY0I0 PUCKOIO 3 OOHOTO OOKY i I/TafieHbKi 3 iH1I0T0 GOKY;

tabnetku 100 Mr: Kpyryi poxkeBi ABOONYKJIi Ta0lIeTKU, BKPUTI ITiIBKOBOIO 000JI0HKOIO, TTIaIeHbKi 3
000x GOKiB.

®apMakoTepaleBTHUYHaA I'pyIa.

3aco0bwu, 1110 3aCTOCOBYIOTHCS IIPU epeKTHIbHIM aucdyukiil. Cunmeradin. Kog ATX G04B E03.

dPapmakono2iuHi e1acmueocmi.
dapmakoOuHamika.

MexaniaMm pmii. CungeHadin € mpemnapaToM AJs IEPOPaATIbHOr0 3aCTOCYBaHHS, IPU3HAYEHUM [JIS
TiKyBaHHS epeKTuIbHOI qucdyHKii. [Ipu cekcyanbHOMY 30yOKeHHi IIperapaT BifHOBIIIOE 3HUKEHY
€PeKTUJIbHY (QYHKIIIO IIIXOM IIOCUIEHHS IPUTOKY KPOBI 10 MeHica.

dizionoriyHuii MexaHi3M, 110 3yMOBIIIOE €PEKIIil0, BKII0Ya€E BUBITbHEHHS OKCcUAy a30Ty (NO) y
KaBePHO3HUX TiJlaX IIifl 4ac cTaTeBOro 30ymKeHHs. BUBITbHEHUN OKCH[ a30Ty aKTUBYE (epMeHT



TyaHinaTHIUKIa3y, [0 CTUMYJIIOE MiABUIIEHHS PiBHS UUKIIIYHOTO I'yaHO3WHMOHOpochaTy (I M®), 110,
3i cBoro 60Ky, cipuuuHsi€e Po3cnabiieHHs TafleHbKOI MyCKYIaTyPy KaBEPHO3HUX TiJl, CIIPUSIOUN
IIPUTOKY KPOBI.

CunpeHadin € MOTyKHUM Ta CeJIeKTUBHUM iHTiGiTopoM I’ M®-cremudivnoi pochomiectepasu 5
(POED) y kaBepHO3HUX Tinax, ge ®IIES Bipmosigae 3a po3nag ul’ M®. Edektu cungenadiny Ha
epexKIlilo HOCATh nepudepudHuil xapakrep. CunneHadin He YMHUTL 6€3M0CEPETHBOI PelaKCyoUol fii
Ha i30/1hOBaHi KaBEPHO3Hi Tina JIIOAWHMY, ajie MOTYXKHO ITOCUJITIOE po3ciiabmioBanbHy Aito NO Ha gaHy
TKaHUHY. [Ipu akTuBanii MetabomnigyHoro nuisixy NO/ul'M®, mio BinOyBaeThCs IIpU CTaTEBIl
ctuMynsii, inribyBanus cungeradinom ®IES npu3BoguTh O0 MigBUllleHHS PiBHS I MO y
KaBePHO3HUX Tilax. TaKUM YMHOM, IJISI TOTO, 100 cuimeHadin BUSBUB HeOOXimHUMN
dapmakosoriuaui eekT, HeoOXifmHe cTaTeBe 30yIXKEHHS.

BnnuB Ha dapMakoguHaMiky. [JOCTiAKEHHS in Vitro oKa3aau CeJIeKTUBHICTh BIJIUBY CUNOeHadiny
Ha ®JIE5, mo 6epe akTHBHY y4acTh Y mporeci epekiii. EdexT cunpernadiny Ha ®IES noTyKHIIImMH,
HiXK Ha iHmi BigoMi pocdogmiectepasu. Lleu edpexrt y 10 pasiB notyxHimuy, Hix epekt Ha OIE6, mo
Oepe ydacTh y nporecax ¢GoTolepeTBOPEHHS Y CiTKiBIli. [Ipu 3acTOCyBaHHI MaKCUMaJIbHUX
PEKOMEHI0BaHUX 03 CeJeKTUBHICTh cunfgeHadiny go ®IES y 80 pasiB mepeBuiiye 1oro
cenekTuBHICTh 10 O®IIE1, y 700 pasis nepesuinye cenektuBHicTs 1o OIE2, ®IIE3, ®[1E4, OIIE7,
®IES, ®IE9, ®IE10 ta ®IE11. 30kpeMa, cenektuBHicTh cunmeHadiny mo ®IES y 4000 pasis
IIepeBUINYE KOT0 CeeKTUBHICTh 10 ®IE3 - n'MO-cneuudiuxol izodopmu dhocdopiectepaswy, o
Oepe y4acTh y perysillii cepiieBoi CKOPOTIUBOCTI.

dapmaxkoKiHemuxka.

AGcopbuis. Cunpenadin mBugko abcopbyeThcsi. MakCcHMabHa KOHIIEHTpPALlis IIpernapary y Iaa3Mi
KpoBi(C,,,,) mocsaraerbcs npoTtsaroM 30-120 xBunuH (i3 MemiaHoo0 60 XBUINH) ITiCIS HOT0
IIepopajIbHOTO 3aCTOCyBaHHS HaTie. CepenHs a0commoTHa 6i0OCTYIHICTD MHiC/Is TepopasbHOr0
3acTocyBaHHSI CTaHOBUTE 41 % (3 miama3oHOM 3Ha4yeHb Bif 25 10 63 %). Y pekoMeHgoBaHOMY
miama3oHi go3 (Bim 25 mo 100 Mr) moKa3HUKHU IO i hapMaKOKIiHETUYHOIO0 KPUBOIO
«koHIeHTpanisg-yac» (AUC) ta C,,, cungeHadiny micnis Woro nepopajbHOro 3aCTOCYBaHHS
HiABUILIYIOTHCSA IIPOIOPLIMHO [0 AO3HU.

[Tpu 3acTocyBaHHi cungeHadiny mig yac BXKUBaHHS 1Ki CTymiHb aOcopOiil 3HMKYETLCA i3 cepenHiM
nmofoBxXeHHIM T, mo 60 XxBUIuH i cepegHim 3HuXKeHHAM C, .. Ha 29 %.

Posnopin. Cepennilt piBHOBaxkHUM 00’'eM po3mnoniny (V,) ctaHoBuTh 105 miTpiB, 110 CBigYUTE IIPO
PO3IOIiN MpelapaTy B TKaHWHAX opraHi3my. ITic/isi ogHOPa30BOTO MePOpPaIbHOr0 3aCTOCYBaHHS
cunpeHadiny B go3i 100 Mr cepenHsl MakCcuMaslbHa 3arajibHa IJla3MoBa KOHIIEHTpalisd cungeHadiny
CTaHOBUTH Mpubmu3n0 440 Hr/Mn (KoedimieHT Bapialil ctaHoBUTH 40 %). OCKinbKY 3B’ I3yBaHHS
cunpeHadiny Ta “oro ronoBHOro N-gecMeTun-metaboniTy 3 6inkamu mia3mMu gocsrae 96 %, cepemgHs
MaKCHUMaJbHa I1Jla3MOoBa KOHIIeHTpallid BinbHOTO cunpgeHadiny gocsirae 18 ur/mi (38 HMomb). CTymiHb
3B’s13yBaHHA 3 OilkaMu IJIa3MU KPOBi He 3aJIe’KUTh Bif] 3arajlbHUX KOHIEHTpAllil cungeHadiny. ¥
3MOPOBUX MOOPOBOIIBLIIB, SIKi 3aCTOCOBYBanu cumeHadin oguopa3oBo B fo3i 100 mr, yepe3 90 xBumuH
B esiKynsATi Bu3Hadanocs menie 0,0002 % (y cepeguboMy 188 HT) 3aCTOCOBaHOI IO3H.

Biorpanchopmarris. Metabomniam cunmeHadiny 3miiCHIOETHCS TOJIOBHUM YMHOM 3 Y4aCTIO
MikpocoManbHUX i30¢epmMeHTiB nedinku CYP3A4 (ronoBuui nuisx) Ta CYP2C9 (opyropsApgHuy MIsx).
[o7oBHUY LUPKYITIOIYUY MeTa0OoJIiT yTBOPIOETHCS NUISTXOM N-IeMeTH/II0BaHHS cuigeHadiny.
CenexrtuBHicTs MeTabomiTy mono ®IES nmopiBHSIHHA i3 CEIEKTHUBHICTIO cuifeHadiny, a akTUBHICTh
MeTabomity momo ®IES cTanoBuTh mpubdnu3Ho 50 % Bil aKTUBHOCTI MIOYATKOBOI PEYOBHHH.
[11a3MoBi KOHIIEHTpALil IIbOT0 MeTabO0JIiTy CTAaHOBIATh MPUbIN3HO 40 % Bifl KOHIIEHTpALiN



cunpeHadiny y mma3mi KpoBi. N-memMeTunboBanuil MeTaboIiT 3a3Ha€ MOAbIIOro MeTaboniaMy, a
nepion #oro HamiBBUBEIEHHS CTAHOBUTD ITPUOIN3HO 4 TONUHHU.

EniMinaris. 3aranpHul KilipeHc cunfeHadiny ctaHoBUTh 41 1/roguHy, 3yMOBIIOIOYY IIepiof H0oro
HaliBBUBEOEeHHS TPUBAJICTIO 3-5 TOOUH. fIK micid nepopabHOTrO, TaK i Micias BHYTPIITHEOBEHHOT O
3aCTOCYBaHHS €KCKpellis cunmeHadiny y BUrsai MeTaboiTiB 30iliCHIOETHCS TOJIOBHUM YUHOM i3
KanoM (mpubmu3uao 80 % Bim 3aCTOCOBaHOI IEPOPAIBHOL T03HM) Ta MEHIIIOI0 MipoIo - i3 ceyero
(mpubnu3no 13 % Bim 3aCTOCOBAHOI MEPOPAIILHOI HO3H).

d®apmakoKiHemuka y ocobausux 2pyn navieHmias.

[NanieHTH MTHHOTO BiKY. Y 3[M0POBUX HOOPOBOJIBIIIB JIITHLOTO BiKy (BiKOM Bim 65 poKiB) Bim3Hayanocs
3HUKEHHS KJIpPeHCy cuiigeHadiny, 10 3yMOBJII0BaIO MiABUIEHHS 1Ia3MOBUX KOHIIEHTPALil
cunpeHadiny Ta ¥oro akTUBHOT0 N-IeMeTUIbOBaHOT0 MeTaboriTy npubau3uo Ha 90 % mopiBHAHO 3
BiIIIOBIDHMMM KOHILIEHTPAIliSIMYU Y 3[0POBUX TOOPOBOJIBIIIB MOIOAIIOTO BikKy (18-45 pokiB). Y 3B’S3Ky 3
BiKOBMMHM BiIMiHHOCTSIMHU y 3B’SI3yBaHHi 3 OijTkaMu IJ1Ta3M¥ KPOBIi BifiMOBigHE MigBUINEHHS I71Ta3MOBOI
KOHIIeHTPallil BinbHOT0 cunmeHadiny ctaHoBumo npubnusuo 40 %.

HupkoBa HeOoCTaTHICTh. Y m0OPOBOIBIIIB i3 mOpYyIIeHHIMHU GYHKIII HUPOK JIETKOTO Ta ITOMIipHOTO
CTyIeHs TAKKOCTI (KimipeHc KpeaTtuHiny Big 30 go 80 mi/xB) hapMakoKiHeTuKa cunmeHadimy
3anuinanacs He3MiHHOIO IIiCJig KOr0 OGHOPa30BOT0 IIePOPaIbHOI0 3aCTOCYBaHHA y 7031 50 Mmr.
Cepepnni AUC ta C,,,, N-memMeTunboBaHOro MeTaboriTy migBuiilyBanucs Ha 126 % ta 73 % BigmoBigHO
TIOPiBHSTHO 3 TAKMMHU MMOKAa3HUKAMU ¥ HOOPOBOJIBIIB TAaKOT0 X BiKy 6e3 mopyIIeHb QYHKIII HUPOK.
OpHak yepe3 BHCOKY iHAMBiyanbHy BapiabenbHICTh 11i BiTMIiHHOCTI He OYIU CTAaTUCTUYHO
3HAUYIMUMU. Y 0OOPOBOJIBIIB i3 TIXKKUMU IOPYIIEHHSIME QYHKIII HUPOK (KJTipeHC KpeaTUHIHy HUKYe
30 m1/xB) KiipeHC cunaeHadiny 3HUXKYBaBCS, 110 IPU3BOAUIIO H0 cepenHix miauieHs AUC Tta C,,,
Ha 100 % Ta 88 % BignoBigHO MOPiBHSIHO 3 TOOPOBOIBLISIMYU TAKOTO X BiKy 0e3 mopyiieHb QyHKIIil
Hupok. Kpim toro, 3nauenus AUC Ta C,,,, N-meMeTunp0BaHOT0 MeTaboMiTy 3HaUyIle HiIBUITyBaTUCST
Ha 79 % Ta 200 % BiAmoBigHO.

[TediHKOBA HEIOCTATHICTEL. Y 0OOPOBOIBIB i3 IMPO30M MEYiHKY JIETKOT0 Ta IOMIPHOTO CTyIEeHs
TSIKKOCTi (KnaciB A ta B 3a knacudikanieio Yannma-I1'10) KnipeHc cungeHadiny 3HuXKyBaBcs, 110
npu3Bopuso po mippuinerHs AUC (84 %) ta C,,,, (47 %) mopiBHSIHO 3 JOOPOBOIBIIME TaKOTO XK BiKY
0e3 nopymens QyHKII nevinku. PapMakokiHeTHKa cungeHadiny y Mali€eHTiB i3 mopymeHHIMHI
GyHKIIII TeYiHKY TSXKKOTO CTYIEeHS He BUBYaacs.

KrinigHi xapaKTepHCTHKH.
Iloka3anus.

[IpenapaTt HoBarpa peKOMeHAY€EThCA 3aCTOCOBYBATH YOJIOBIKaM 3 €PEKTUILHOIO AUCHYHKINEIO, SKa
BHM3HAYAEThCS K HE3MATHICTh JOCATTH ab0 MiATpUMaTH epeKIliio CTaTeBOro 4jieHa, HeoOXimHy mist
YCIIIIHOTO CTATEBOT'0 aKTYy.

Ins epekTusHoOi fil npenapaTty HoBarpa notpiOHe cekcyanbHe 30yIKeHHS.

IIpomunoka3aHHs.

- TligBuINeHa Yy TIUBICTh 0O aKTUBHOI pe4oBUHM a00 M0 OyAb-5SKOI 3 OTIOMiXKHUX PEUYOBUH



permapary.

- OpHOYaCHe 3aCTOCYBaHHS i3 JOHOPAMHU OKCHAY a30Ty (TaKUMU SK aMiNnHITPUT) abo HiTpaTaMu y
Oynb-aKiil HopMi IPOTUIIOKAa3aHe, OCKIIBKY BiOMO, II0 CUIfeHadin Ma€e BIIKUB Ha LUIAXU
MeTabomizmy okcuay a3oTy/ul’ M® Ta moTeHIi0e rinoTeH3UuBHUM edeKT HiTpaTiB.

- OpHouacHe 3acTocyBaHHS iHTiOiTOPiB ®IIES (Y TOMY uncini cungeHadiny) 3i CTUMynsiTOpaMu
TyaHINaTIUKIa3u, TaKUMU K PIOLUTyaT, IPOTUIIOKA3aHe, OCKIJIBKY MOXe IIPU3BECTU [0
CHMIITOMATHYHOI TimoTeH3ii (IuB. po3ain «B3aeMopisa 3 iHIMKUMY TiKapchKUMK 3ac06aMu Ta iHII BUAK
B3aEMOMIN»).

- CtaHH, IpU IKUX HEe PeKOMeHJ0OBaHa CeKCyalbHa aKTUBHICTh (HalIPUKaf, TSIXKKi CepLeBO-CyAUHHI
po3Ianu, Taki ik HecTabillbHa CTeHOKapHis abo ceplieBa HEIOCTATHICTD TSKKOTO CTYIIEHS).

- BrpaTa 30py Ha ofgHe OKO BHACJIiJOK HeapTepialabHOI IEPEeNHbOI illleMiYHOl HEBPOIaTil 30pPOBOTO
HepBa He3aJIekKHO Bifl TOT0, TIOB’g3aHa 151 IaTOJIOTis 3 MomepefHiM 3acTocyBaHHAM iHribiTopi ®IES
YW Hi.

- HasiBHiCTh TaK¥X 3aXBOPIOBaHb, IK IMOPYILIEHHS QYHKIII MeYiHKM TSKKOTO CTYIIeHs, apTepianbHa
rinoteH3isa (apTepianbHuii TUCK HUKYe 90/50 MM PT. CT.), HEIIO[aBHO ITepeHeCceHn iHCYIbT abo
iH(papKT MioKapaa Ta BifoMi CIagKOBi ereHepaTUBHI 3aXBOPIOBAHHS CIiTKiBKY, TaKi IK MIrMeHTHUU
PETUHIT (HeBeNKKa KinbKiCTh TaKUX Malli€HTiB Ma€ reHeTUYHI po3nanu ¢ocdomiecTepas CiTKiBKY),
ocKkinbku 6e3neka cungeHadiny He HOCTigXKyBanacs y TaKUX MiATpyax NalieHTiB.

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemoditi.
Egexmu iHwux aikapcvkux 3acobis Ha cusideHapin.

[MocnimxeHHs in vitro. Metaboni3m cunpmeHadiny BinOyBa€eThCs IepeBaxkHO 3 y4acTio i3opopmu 3A4
(romoBHMI mUIsSIX) Ta i3odopmu 2C9 (mpyropspuuit muisx) nutoxpomy P450 (CYP). Tomy iuri6iTopu
11X i30pepMEHTIB 3aTHI 3HUKYBATH KJIipeHC cuigeHadiny, a iHIYKTOpH X i30)epMEHTIB MOXKYTh
IiABUIIYBATU KJIipEHC CUIgeHadimy.

[locnimxeHnHsd in vivo. [Tonynsauiiaui GapMaKOKiHETUYHUYN aHalli3 JaHUX KITiHIYHUX OOCHiIXeHb
IIPOIEMOHCTPYBAB 3HUKEHHS KIipeHCy cunpeHadiny npu #10oro OMHOYaCHOMY 3aCTOCYBaHHI 3
inriitopamu CYP3A4 (TakuMH SIK KETOKOHA30JI, EpPUTPOMIIINH, IIUMETUANH). X04a ITPU OMHOYACHOMY
3acTocyBaHHi cungeHadiny ta iHriditopis CYP3A4 3pocTaHHS 4aCcTOTH MOGIYHUX SBUIL HE
CIIOCTEpIrasnocs, Cllif PO3rIAHYTHA MOXKJIHABICTh 3aCTOCYBaHHS II0YATKOBOI 103U cufeHadiny 25 mr.

OpHoyacHe 3acTocyBaHHS iHribiTopa BIJI-poTea3u puTOHABIPY, AyXKe NOTYyKHOTrO iHTribiTopa P450,
Ta cungeHadiny (pa3osa go3a 100 Mr) nmpusBoguino go nigsuineHHs C,.. cunpeHadiny Ha 300 % (y 4
pasu) Ta nigeunieHHs nna3mMoBol AUC cunpeHadiny Ha 1000 % (y 11 pasis). Uepes 24 rogunu
171a3MOBi piBHI cunmeHadiny Bce 11e cTaHOBUIM IPUOIKU3HO 200 HI/MJT TOPIBHSHO 3 PiBHEM
npubNIKU3HO 5 HI/MJI, XapaKTepPHUM [IJig 3aCTOCYyBaHHS cufeHadiny oKpeMo, 1o Bifmoigae
3HAYHOMY BIUIMBY PHTOHABIpY Ha IMMPOKUY CIeKTp cybcTpaTiB P450. Cungenadin He BIIMBa€ Ha
(dhapMakKoOKiHeTUKY PUTOHABipy. 3 OTJIAAY Ha I1i hapMaKOKiHeTUYHI JaHi OMHOYaCHe 3aCTOCYBaHHS
cunpeHadiny Ta puTOHABipy HE PEKOMEHOYEThCS; V Oymb-IKOMY BUIIQKy MaKCHMaJlbHA [103a
cunpeHadiny 3a xkogHUX 00CTaBUH He MMOBUHHA IIEPEBUIIYBATH 25 MT IIPOTSATOM 48 rofuH.

OpHovacHe 3acToCyBaHHS iHribiTopa BIJI-mpoTea3u cakBinaBipy, iHribitopa CYP3A4 y mo3i, 110
3abe3neuye piBHOBaxHY KOHIIeHTpario (1200 mMr 3 pa3u Ha mo6y), Ta cungeHadiny (100 mr



OJIHOPA30BO) MPU3BOAUIIO [0 migBuiieHHs C,,. cungeHadiny Ha 140 % Ta 36inbmenns AUC
cungenadiny Ha 210 %. He BusiBneHo BInuBy cuipgeHadiny Ha apMaKOKiHETHKY CaKBiHaBipy.
[TepenbavaeTnes, 1m0 Ginbln nmoTyxkHi iHridiTopu CYP3A4, Taki sk KETOKOHA30JI Ta iTpaKOHA307I,
OynmyTh MaTu OinbIll BUpaXKeHUH BIIUB.

[Tpu 3actocyBaHHi cungeHadiny (100 Mr omHOPa30BO) Ta ePUTPOMIIIUHY, crieludidyHOro iHTi6iTOpa
CYP3A4, y piBHoBaxHOMY cTaHi (500 Mr 2 pa3u Ha go0y IpPOTATOM 5 [IHIB) CIIOCTepiranocs
nigsuinenHs AUC cungernadiny Ha 182 %. Y 3mopoBux oOPOBOIBIIB YOI0BiUO0l CTATi HE
crocTepiranocst BBy asutpoMinuny (500 mr Ha goOy mpotsirom 3 mi6) Ha AUC, C,.., Thwe
KOHCTaHTY IIBUAKOCTI eliMiHaIlil Ta ofaIbIIuy Iepiof HalliBBUBENeHHS cunigeHadiny ado ioro
TOJIOBHOTO IIUPKYII0I040ro Metabonity. Llumetugus (iHriditop uutoxpomy P450 Ta HecnenudiyHu
inribitop CYP3A4) y mo3i 800 Mr mpu 0mHOYACHOMY 3aCTOCYyBaHHi i3 cunmeHadinom y gosi 50 mr y
3M0POBUX MOOPOBOJIBLIIB TPU3BOAUB M0 IIiABUINIEHHS I17Ia3MOBUX KOHIIEHTpalliX cungeHadiny Ha 56 %.

Y mocmimkeHHi 3a y4acTio 3M0POBUX T0OPOBOIILIIIB-40IOBIKiB OMHOYACHE 3aCTOCYBaHHS OOCEHTaHY,
0 € aHTaroHictom erporeniny (iHgykrop CYP3A4 (momipuuii), CYP2C9 Tta, moxnuso, CYP2C19) y
piBHOBaxkHOMY cTaHi (125 Mr 2 pa3u Ha mo0y) Ta cunmeHadiny y piBHoBaxkHOMY cTaHi (80 Mr 3 pas3u
Ha go0y) mpu3Bopuio po 3uuxkeHHs AUC Tta C,,,, cunpeHadiny Ha 62,6 % Ta 55,4 % BigmoigHo. ToMy
OJIHOYaCHe 3aCTOCYBaHHS MOTYyKHUX iHOAYKTOpiB CYP3A4, Takux K pudaMIlid, MoxKe IIPU3BOTUTH 10
OinbII BUPaXKeHOT0 3HUKEHHS KOHIIeHTpallil cunmeHadiny B mia3Mi Kposi.

3acTocyBaHHs cunmeHadiny y piBHoBaxkHOMY cTaHi (80 Mr 3 pa3u Ha mo0y) MPU3BOAUIO O
nigsuimenHs AUC Ta C,,,, 6ocenTany (125 mMr 2 pa3u Ha no6y) Ha 49,8 % Ta 42 %, BimmoBigHoO.

['peiindpyToBuii cik € cnabkum inribitopom CYP3A4 y CTiHII KUIIIEYHUKY i MOXKe BUKJIMKATH IIOMipHE
IiABUIEHHS PiBHIB cunmeHadiny y maa3Mi Kposi.

OnHOpa30Be 3aCTOCYBaHHSA aHTALXMIB (MarHi riApoKCUAY/aliOMiHiI0 TiAPOKCHUAY) He BIIMBA/IO Ha
6iogocTymHiCTb cunpmeHadiny.

Xoua pocrifxeHb creludivyHol B3aeMOfil 3 yciMa JlikapChbKUMHU 3aco0aMu He ITPOBOAMIOCS, 3a
OaHUMU MOMyNSALiHHOTO (hapMaKOKiHETUYHOT0 aHali3y, papMaKOKiHETHKA CUIImeHadiny He
3MiHIOBajacs MpY HOTO OMHOYACHOMY 3aCTOCYBaHHI 3 IiIKApCbKUMU 3aco0aMu, 1110 HalexkaThb [0
rpymnu inriéiTopiB CYP2C9 (tonbyTramin, Bapdapus, dbeHnitoin), rpynu inribitopis CYP2D6 (Takux siK
CEeJIeKTUBHI iHTi0iTOpU 3BOPOTHOT'0 3aXOIJIEHHS CEPOTOHIHY, TPUIMKITIYHI aHTUAEIPECAHTH), TPYIIU
Tia3UOHWX Ta Tia3uAOMONiOHUX [iypeTHKIB, IETIbOBUX Ta Kaiii30epirarounx AiypeTHKiB, iHTibiTOpPIB
aHTi0TEH3UHIIEPETBOPIOBAIbHOTO (PePMEHTY, aHTaTrOHiCTiB Kaslbllilo, aHTaroHiCTiB GeTa-
agpeHopenenTopi abo iHgykTopiB MeTabommizmy CYP450 (Takux sk pudamminuH, 6apOiTypaTn).

Hikopaunun sBnsie co0oto ribpup akTrBaTOpa KalbIlieBUX KaHalliB Ta HiTpaTy. HiTpaTHNUI KOMIOHEHT
3yYMOBITIOE MOXKJIUBICTb MOT'0 CEPHMO3HOI B3aEMOII i3 cunpgeHadinom.

Bnaue cuadeHainy Ha iHwi aikapcvki 3acobu.

[NocnimxeHHd in vitro. Cungenadin - cnabkui inribitop izodopm 1A2, 2C9, 2C19, 2D6, 2E1 ta 3A4
(IK5, > 150 MmxMmomb) rutoxpoMy P450. OckinbKu MiKOBIi J1a3MOBi KOHIIEHTpalil cungeHadiny
CTaQHOBIATEL NIpuONMU3HO 1 MKMOJIb, BIIJIUB IipenapaTty HoBarpa Ha KiipeHC cyOCTpaTiB 1IuX
i3ohepMeHTIB MaTOMMOBIPHU.

BipcyTHi mani mopmo B3aemogil cunmeHadiny Ta Takux HecnenudiyHux inribiTopiB ¢pocdomiecrepasu
SIK TeOQisTiH Ta OUIipUuaaMoT.



[ocnigzkeHHs in vivo. OCKiNbKY BioMo, 1110 cunigeHadin mae BrauB Ha MeTabomniam NO/ (1l MO, 6yrno
BCTaHOBJIEHO, 1110 LIEeY Mpenapar NOTeHI[if0€ TITOTeH3UBHY Ail0 HiTpaTiB, TOMY OT0 OGHOYaCHE
3aCTOCYBaHHS 3 MOHOPaMU OKCHUAY a30Ty abo 3 HiTpaTamu y Oymb-siKiii (opMi MpoTHUIIOKa3aHe (IUB.
po3min «[IpoTUnoKa3aHHSI»).

Piomuryat. [ToKyIiHiYHI HOCTigXKEHHS MPOOEMOHCTPYBaId afUTUBHUN CUCTEMHUY e(eKT 3HUKEHHS
apTepianbHOTO TUCKY IIPU OMHOYACHOMY 3acTOCyBaHHi iHribiTopie ®JIES 3 piouuryatom. Kniniusui
MOCTiAKEHHS IPOAEMOHCTPYBaIH, 110 PiOIUTyaT IIOCUITIOE TiMOTEeH3UBHY Aiio iHTriOiTopiB ®IES. ¥
TallieHTiB, SIKi Opanu y4acTh y HOCTiAXKEeHH], He CIIoCTepiraau MO3UTUBHOTO KTIHIYHOTO edeKTy IIpu
OOHOYACHOMY 3acTocyBaHHi iHribiTopiB ®IES 3 pionuryarom. [IpoTunokasaHe ogHOYacHE
3aCTOoCyBaHHS pionuryarty 3 iHribiTopamu ®IIES, y ToMy umchi i3 cunmenadinoM (OUB. Po3min
«ITpoTUTIOKa3aHHS»).

OpHoYacHe 3aCTOCyBaHHS cunaeHadiny Ta 6710kaTopiB anbda-agpeHopeLenTopiB MoxKe ITPU3BECTH
[0 PO3BUTKY CHMIITOMATH4YHOl apTepialbHOl TiMOTeH3il y IeIKUX CXUIbHUX [0 IIbOT0 Malli€HTiB. Taka
peakilig Han4acTille BUHMKAaJa IPOTAroM 4 TOAMH MiC/IsA 3aCTOCyBaHHA CUNgeHadiny (IUB. po3min
«Crmocib 3acTocyBaHHS Ta fo3u» Ta «OcoONMMBOCTI 3acTOCYyBaHHA»). Y mpoteci 3 HocmifKeHb
crenudigHol B3aEMOIii TikapchKux 3aco6iB 0710KaTOp anbda-agpeHopeLenTopiB HOKCa303uH (4 MT Ta
8 mr) Ta cunpgenadin (25 mr, 50 mMr ta 100 Mr) 3aCTOCOBYBalIMCS OOMHOYACHO IAlliEHTaM i3
noOposIKiCHOIO TinepIiasielo mepeaMixypoBoi 3a103u, crabinisaris crany skux Oyna OCSATHYTa IPU
3aCTOCYBaHHI OKCA303UHY. Y IIUX NONYJIALIAX CIOCTEPIrasocs cepefHe NOOaTKOBE 3HUXKEHHS
apTepiasbHOTO TUCKY Y NOJIOKEHHI NallieHTa Jiexkayd Ha 7/7 MM pT. CT., 9/5 MM pT. CcT. Ta 8/4 MM pT.
CT. Ta CepefHE 3HUKEHHS apTepiabHOr0 TUCKY V II0JI0KEHH] IallieHTa CTOSYu Ha 6/6 MM pT. CT.,
11/4 MM pT. cT., 4/5 MM pT. CT. BigmoBigHO. ITpu 0omHOYACHOMY 3aCTOCYBaHHi cunpmeHadiny Ta
IOKCa303UHY MallieHTaM, cTabinizaris ctany sikux Oyna JOCATHYTa IPU 3aCTOCYBaHHI JOKCA303UHY,
iHOMi ITOBIMOMIISINIM IIPO PO3BUTOK CUMIITOMATUYHOI OPTOCTATUYHOI TrinmoTeH3il (BUnagKu
3alaMOpPOYEHHS Ta CTaH Iepeq HeTPUTOMHICTIO, ajle 6e3 CHHKOIIE).

He cnocrepiranyu xXogHUX 3HAYYLIAX B3a€EMOil IPU OMHOYACHOMY 3aCTOCYBaHHI cuigeHadiny
(50 Mr) i TonbyTaminy (250 mr) abo Bapdapuny (40 mr), mo metabomnizyiotscs CYP2C9.

Cunpgenadin (50 Mr) He IPU3BOAUB A0 IMOOOBXKEHHS YaCy KPOBOTEYi, CIPAUYMHEHOI 3aCTOCYBaHHAM
areTuscaIinuinosol kuciaoty (150 mr).

Cunpenadin (50 Mr) He MOTEHII(0BaB TiIOTEH3UBHY [Iif0 aJIKOTOJII0 3[[0POBUX JOOPOBOJIBIIB IIPU
CepefHiX MaKCUMaJIbHUX PiBHAX eTaHOoIy KpoBi 80 mr/m.

Y namieHTiB, sIKi 3aCTOCOBYBaJIX CUIfeHadis, He CIOCTepiranocs KONHUX BiIMiHHOCTEHN ITPOQiIio
no0iYHKX eeKTiB OPIBHSAHO 3 IJIanebo Ipu 0gHOYAaCHOMY 3aCTOCYBaHHI TaKuX KjlaciB
TilTOTeH3UBHUX JIiIKAPChKUX 3ac00iB K AiypeTuku, O1okaTopu OeTa-agpeHOpelenTopiB, iHribiTopu
ATI®, anTaronicTu anrioteH3uny II, aHTUTiEePTEH3UBHI JIiKapCchKi 3ac00H (CYIMHOPO3IIKPIOBAJILHI Ta
IIeHTPaIbHOI [Oii), 67T0KaTOpU afpeHepriYHUX HEeHPOHiB, 671I0KAaTOPHU KaJIbI[iEBUX KaHAIB Ta 6710KaToOpu
anbda-agpeHopelenTopiB. Y cleliafbHOMY OOCHIAKEeHHI B3a€MOZil IPKX OMHOYaCHOMY 3aCTOCYBaHHI
cungeHadiny Ta aMJIOOUIIiHY IAIliEHTaM 3 apTepialbHOIO TiepTeH3i€l0 CIIoCcTepiraaocs [ogaTkoBe
3HUXKEHHS CHUCTOJIIYHOT0 apTepiaJibHOTO TUCKY B ITOJI0KEHHI J1eKadyu Ha 8 MM PT.CT. BignosigHe
3HUKEHHS AiaCTOIIYHOT0 apTepialbHOTO TUCKY CTAHOBUJIO 7 MM.PT.CT. 3a BEIMYMHOIO I[i 4OAATKOBI
3HUKEHHS apTepialbHOr0 TUCKY Oy/IM MOPiBHIHHUMHY 3 THMH, III0 CIIOCTEPIraaucs mIpu 3aCTOCYyBaHHi
nuiie cunpeHadiny y 3mopoBux noOpoBObIiB (OUB. Po3main «dapMaKoIoriyHi BIaCTUBOCTI»).

Cunpgenadin y gosi 100 Mr He BIIMBaB Ha hapMaKOKiHeTUYHI MOKa3HUKY iHribiTopiB BIJI-mpoTeasy,
CakBiHaBipy Ta pUTOHaBIpy, 110 € cyocTpatramu CYP3A4.



Y 3mopoBux H06GPOBOJIBIIIB YOJIOBiYOI CTATi 3aCTOCYBaHHS cuigeHadiny y piBHOBaKHOMY cTaHi (80 Mr
3 pas3u Ha go0y) mpusBomauio mo mippumenHs AUC Ta C,,, 6oceHTany (125 Mr 2 pa3u Ha mo0y) Ha
49,8 % Ta 42 % BinmoBimHO.

IomaBaHHS pa30Boi mo3u cuaeHadiny no cakybiTpuiy/BancapTaHy B piBHOBaXKHOMY CTaHi y
TIAllieHTIB 3 apTepialbHOIO TinepTeH3ieio Oyo 0B I13aH0 3i 3HaYHO OiNbIIMM 3HUKEHHSIM
apTepianbHOTO TUCKY IOPIBHSHO i3 3aCTOCYBaHHSIM CaKyOiTpuiy/BaicapTaHy oKpeMo. ToMy ciif 3
00epekXHICTIO PO3MOYMHATH 3aCTOCYBaHHS CUIgeHadiny mamieHTam, siki OTPUMYIOTh
cakyb6iTpun/BajsicapTaH.

Oco06.1ue8ocmi 3acmocyeaHHsi.

IIo moyaTKy Teparmii ciif 3i0paT MeIUYHUIM aHaMHe3 IMalliEeHTa Ta IPoBeCTH (isukanbHe
00CTexK€eHHS [1s MiarHOCTUKU €PeKTUIbHOI IUCHYHKIIII Ta BU3HAYEHHS 11 MOXKJIMBUX ITPUYHH.

daxmopu pu3uky cepueso-CyOUHHUX 3ax8opto8aHb. OCKINbKU CeKCyallbHa aKTUBHICTh
CYTIPOBOMIZKYETHCS TIEBHUM PU3UKOM 3 OOKY CepIIsi, IO MOYaTKy Oyab-IKOT0 JIIKyBaHHS €PEeKTUIIbHOI
nucGyHKIII TiKap MOBUHEH OLIHUTH CTaH CepIeBO-CyAUHHOI CuCTeMU nallieHTa. CunpmeHadin BusBise
CyIUHOPO3ILINPIOBAIbHUN e(EKT, 110 NPOSIBIIETHCS JIETKUM Ta KOPOTKOYACHUM 3HUKEHHSIM
apTepianbHOro TUCKY (AUB. po3nin «®apmMakoguHaMika»). [lo mpu3HadeHHS cUIfeHadiny nikap
IIOBUHEH PETEJIbHO 3BaXKUTH, YU MOXKe TakKui e(heKT MaTU HECIPHUSAT/IUBUY BIIJIUB Ha MAl€HTIB i3
IIeBHUMU OCHOBHMMHU 3aXBOPIOBAHHSIMHU, 0COOTHMBO ¥ KoMOiHalii 3i ceKcyasnbHOIO aKTUBHICTIO. [0
TIAIiEHTIB i3 MiBUIIIEHOI0 YYTIHUBICTIO 10 BA30AUIaTaTOPiB HajleXkaTh MAI[iEHTH 3 00CTPYKIIi€t0
BUBIJHOTO TPaKTYy JIiBOTO IIJTyHOYKa (HAIPUKJIa[, CTEHO3 aoOpTH, rinepTpodiyHa o6CTpyKTUBHA
KapaioMionartis) abo nauieHTH 3 pigKiCHUM CHHOPOMOM MYJIbTUCUCTEMHOI aTpodil, OqHUM i3 IPOSIBiB
SIKOI € TSIZKKe MOPYIIEeHHS Perysilil apTepiaJbHOr0 TUCKY 3 60Ky BEereTaTHBHOI HEPBOBOI CHCTEMH.

HoBarpa moTeH1if0€ TinoTeH3UBHUM e(eKT HIiTpaTiB (quB. po3min «IIpoTunoKa3aHHSI»).

Y nocTMapKeTHHTOBOMY IIE€PiOfii TOBiAOMIISIM IIPO TSKKi 00iYHi peakiii 3 60Ky cepleBO-CyOUHHOI
CHCTEMHM, BK/II0Yaouu iHpapKT MioKapaa, HecTabimbHy CTeHOKAPMilo, ParTOBUM CeplieBUl Hamaf,
IIJTYHOYKOBY apUTMii0, lepeOpoBacKyIspPHiI KPOBOBUJIMBY, TPAH3UTOPHY illIeMiYHY aTaky,
apTepianbHy rinepTeH3ilo Ta apTepianbHy TiMoOTeH3ito, 10 y Yaci 36iranucs i3 3aCTOCYyBaHHSIM
npernapaty HoBarpa. ¥ GinbirocTi naitieHTiB (ane He y BCix) icHyBanmu GaKTopu PU3UKY CepIeBo-
CYOMHHUX 3aXBOpPIOBaHb. baraTo Takux MoOiYHUX peakliil criocTepiranocs mig yac abo ogpasdy micis
CTaTeBOTO aKTy, i JIKIIe KibKa TPamuiIocs HEBOOB3i Mic/ig 3acToCyBaHHS Ipenapaty HoBarpa 6e3
CTaTeBOl aKTUBHOCTi. TOMYy HEMOXKIIMBO BU3HAYUTH, UM ITOB’I3aHUYN PO3BUTOK TaKMUX MOOIUHUX
peaxiiii 6e3nocepenHbo i3 pakTOpaMu PU3UKY, YU iX PO3BUTOK 3YMOBJIEHUH HITUMY YNHHUKAMHU.

IIpianism.

3aco0u Oy JiKyBaHHS €PeKTUIIbHOI AUCPYHKIII, y TOMY YUCHi ¥ cunpeHadin, ciifg npu3HadaTy 3
00epexkHiCTIO MallieHTaM 3 aHAaTOMIYHUMHU JedopMallisiMu MeHica (TaKUMU K aHTYIISIiS,
KaBepHO3HUM Pi6po3 abo xBopoba [1eiponi) abo maiieHTaM 3i cTaHAMH, III0 YUHSITH PO3BUTOK
npiamniaMy (TakKUMU K CepronofiOHa-KIiTUHHA aHeMis, MHOXKMHHA MienoMa abo nerkeMmis).

[Ticrs BUXoAy mpemnapaTy Ha PUHOK IOBIAOMIISINIM IPO BUIIAKX IMOOOBKEHO] epeKIlil Ta npiamiamy. ¥
BUIIQ[IKaX, KOJIM epeKIlis TpuBae Oinbllle HiX 4 TONUHMY, MalliEHTaM CJIifl HeraHO 3BEPHYTHUCS 3a
MeIUYHOIO JOIIOMOTI00. 3a BiACYTHOCTI HETalHOT0 JIIKyBaHHA IIpiamni3M MOXe IIPU3BECTH [0
MIOIKOMKEHHS TKaHUH IeHica Ta [0 CTiMKOi BTpaTH MOTEHIIil.



OdHouacHe 3acmocysaHHs 3 iHwumu iHzibimopamu ®IIES5 abo 3 iHwumu npenapamamu 05
/NIKYBAHHA epeKkmuabHOl OUCYHKUII.

Besmnexka Ta e()eKTUBHICTh OMHOYACHOTO 3aCTOCYBaHHS cufeHadiny 3 iHmuMu inriditopamu OIES
abo iHmMMY penapaTaMu A7 JTiKyBaHHS TinepTeH3il 1ereHeBoi apTepii, ki MicTATh cunpeHadin
(mampukinan, PeBario), abo 3 iHIIMMY IIpenapaTaMu [Jjis JTIKyBaHHS €PEeKTUIIbHOI TUCHYHKIII He
BHBYaIKCsA. TOMy 3aCTOCyBaHHS TaKuxX KOMOiHallii He peKOMeHIoBaHe.

Bnaue Ha 3ip.

CrnoHTaHHI TOBIAOMJIEHHS PO BUHUKHEHHS Je(eKTiB 30py HaOXOOUJIX acOoLif0BaHO i3
3aCTOCyBaHHSIM cungeHadiny Ta iHmux inridiTopis ®ES (ous. po3nin «I1obiuHi peakmnii»). TIpo
BUIIAIKU HeapTepialbHOI MepeHbOi illeMigyH0l HeBPOIIaTii 30POBOT0 HEPBA, IO € PiIKiCHUM CTaHOM,
Ha[IXOOUJIY CIIOHTAHHI IOBIAOMJIEHHS Ta IIOBIOOMIISIOCS y HArJIsigOBOMY OOCiIXKEHH] acoliiloBaHO i3
3aCTOCYBaHHSM cuifeHadiny Ta iHmux inri6itTopis ®IIES (guB. po3min «Ilobiuni peakirii»). ITalieHTiB
CJIifl TIOTIePeduUTH, 110 Y BUIIaAKY PaIllTOBOTO MOPYIIEHHS 30py 3aCTOCYBaHHS IpemnapaTy Hosarpa ciif
IPUNUHUTY Ta HETalHO 3BEPHYTUCS [0 JiKaps (AuB. po3min «[IpoTunokasaHHSI»).

O0HouacHe 3acmocyB8aHHs 3 PUMOHABIPOM.

OpHOYacHe 3aCTOCYBaHHS cunmeHadiny Ta pUTOHaBIpy He peKOMEHOYETLCS (OUB. po3min «B3aemomist
3 iHIMMMHY JTiKapChKUMK 3ac00aMu Ta iHIII BUAY B3aEMOMiM»).

O0HouacHe 3acmocysaHHs 3 610Kkamopamu anbga-adpeHopely,enmopis.

[TamieHTaM, 5IKi 3aCTOCOBYIOThH 0JI0KaTOPH aib(a-afpeHOpPeLeTOPiB, 3aCTOCOBYBaTH cuigeHadin ciin
3 00epexkHiCTIO, OCKIIbKY TakKa KoMOiHallis MOxKe IIPU3BECTH [0 CUMIITOMATUYHOI TinoTeHsii y
IesKUX CXUJIBHUX [0 LbOro nalieHTiB. CUMITOMaTUYHa Ti0TeH3isa 3a3BU4ail BUHUKAE IIPOTATOM 4
TOMMH IIiCII 3aCTOCYBaHHS cunaeHadiny. 3 MeTO MiHiMi3allil pu3uKy PO3BUTKY OPTOCTATUYHOL
rinoTeHaii Tepamiio cunpeHadinioMm MoxKHa PO3MOYUHATH JIUIIE Y TeMOAUHAMIYHO CTabiTbHUX
NallieHTiB, SIKi 3aCTOCOBYIOTH OI0KAaTOPH anb(da-agpeHopPelenTopiB, iX cTaH NOTPiOHO cTabinidyBaTu
3a JOTOMOTO0I0 6JI0KaTOPiB anbda-afpeHopeleTOPiB 10 I0YaTKy 3aCTOCyBaHHSA cungeHadiny. Takox
CJIifl PO3TJITHYTU MOXKJIMBICTh 3aCTOCYBaHHS MOYaTKOBOI 703U 25 Mr (guB. po3ain «Croci6
3aCTOCYBaHHS Ta 0o3u»). KpiMm Toro, ciif npoiHdopMyBaTH Malli€HTIB, IK AiiTH ¥ BUIAAKY IIOSIBU
CUMIITOMIB OPTOCTATUYHOI TiMmoTeH3il.

Bniaue Ha Kpo8OMBOPEHHA.

HocmimkeHHST TPOMOOIIUTIB TIOOUHY IIPOAEMOHCTPYBAIH, 110 in Vitro cunpgeHadin moTeHIli0e
aHTHarperaniiHi ebpekTy HaTpito HiTpompycuny. Hemae xonHoi iHbopMariil momo 6e3mexku
3aCTOCyBaHHS cunfeHadiny mamieHTaMu i3 MOPYIIEeHHSIMHU 3ropTaHHsS KPOBi a00 rOCTPOI0 MEeNTUYHOIO
BHpa3Ko0i0. TaKuM YHWHOM, 3aCTOCYyBaHHS CHJIAeHadiny namieHTaMu 1iei rPynyu MOXKJIMBE JIHUIIe TiCis
peTenbHOl OIiHKY CIIiBBiIHOIIEHHS KOPUCTi Ta PU3UKIB.

[Ticns 3acTtocyBanHs fo3u 100 Mr 3mopoBUME 0OOPOBOIBISIMU HE CIIOCTEPIranocs BIIMBY Ha
Mop@osorito abo pyXoMiCTh CIIEpMaTO301MiB (AUB. po3ain «dapMakoguHaMiKa»).

Bmpama cayxy. JlikapsiM cJlif TOpafuTH MallieHTaM IPUIUHUATYA 3aCTOCyBaHHs iHTi0iTopiB ®IIES,
BKJIIOYAlO4U npemnapaT HoBarpa, Ta HeraiHo 3BEPHYTUCS 3a MEAUYHOI0 NOIIOMOI0I0 ¥ pa3i panToBOro
3HUXKEHHS YU BTpaTU Ciyxy. [Ipo mi ABulla, gKi TaK0X MOXKYThb CYIIPOBOAKYBATUCS O3BOHOM Yy Byxax
Ta 3allaMOPOYEHHSIM, IOBIOMJISANIM 3 acolliallieio y Jaci i3 3actocyBanHsaM inribiTopis ®IIES,
BKJI04aroyu npenapat Hosarpa. BuzHauuTy, un 11i 9BUIlla IPSAMO II0B’3aHi 13 3aCTOCYBaHHAM
inri6iTopis ®JIES uu 3 inmuMu pakTopaMu HEMOKITUBO.



OO0HouacHe 3acmocy8aHHA i3 2inomeH3u8HUMU npenapamamu. HoBarpa Y4uHUTE CUCTEMHY
CyIUHOPO3IINPIOBAIbHY [Iil0 Ta MOXKe B IOJaIbIIOMy 3HUXKYBATU apTepiaJbHUM TUCK Y NAIi€HTIB, Kl
3aCTOCOBYIOTh TiIIOTEH3UBHI JTiKapchKi 3aco0u. Y oKpeMoMy [OCIigKeHHi JTiKapCchKoi B3aeMopii
OJHOYACHe 3aCTOCyBaHHS amopuminy (5 mr abo 10 mr) Ta cungenadiny (100 Mr) mepopanbHO
CIIOCTEepPiranocs cepeqHe NOOaTKOBe 3HUKEHHS CUCTOIIYHOI'O TUCKY Ha 8 MM pT. CT. Ta
OiaCTONMIYHOTO - Ha 7 MM PT. CT.

3axeoprosaHHA, W,0 nepedarmucsa cmamesum WaAAXoM. 3acToCyBaHHS npenapaTy HoBarpa He
3axyllaE€ Bifl 3aXBOPIOBaHb, 110 IepefalThCA CTaTEBUM LUIIAX0M. CIIifi pO3T/IAHYTA MOXKJIUBICTH
iHhopMyBaHHS MalliEHTIB 00 HEOOXiAHMX 3am00iKHUX 3aX0/iB IJI 3aXUCTY Bifl 3aXBOPIOBaHb, 1110
IepenamThCs CTaTeBUM LIISXOM, BKIIIOYAl0YX Bipyc iMyHOmeDiuTy MIOOUHM.

Lleit mikapcbku# 3aci6 MicTuTh MeHIIe 1 MMosb HaTpito (23 Mr) Ha TabeTKy, TOOTO MPaKTUYHO
BinbHUY Bif HaTpifo. [1po 1le MOXKHa MPOiH(POpPMyBaTH MAIiEHTIB, IKi JOTPUMYIOTHCS OiETH 3 HU3BKUM
BMiCTOM HaTpilo.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py0oto.

[IpenapaTt HoBarpa He npu3HaYyeHUH [Jid 3aCTOCYBaHHS XKiHKaM.

30amHicmb enaueamu Ha weudKicme peakuii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHiamamu.

HoBarpa Moxe MaTu He3HaYHUH BIUIMB Ha KepyBaHHS aBTOTPAHCIOPTOM abo iHIMKUMU MeXaHi3MaMu.
OCKinbKY y KIIiHIYHUX OOCTIXKEHHAX IIPXA 3aCTOCYBaHHI CUNIgeHadiny MOBIqOMIISAIN IPO BUMIaAKH
3alaMOpPOYEHHS Ta IOpPYIIeHHs 3 00Ky OpraHiB 30py, Ilepef TUM 5K CifaTH 3a KepMO TPAHCIOPTHOTO
3aco0y abo mpalfoBaTy 3 MexaHi3aMaMH, He0OXiIHO 3'iCyBaTH iHAMUBiAyaIbHY peakiiiio Ha
3aCTOCyBaHHS mpemnapaTy HoBarpa.

Cnoci6 3acmocyeaHHss ma do3u.
[Tpemapat 3aCTOCOBYBATH IIEPOPAJIBHO.
Hopocai.

PexomeHfoBaHa fio3a npenapaty HoBarpa cTaHoBUTh 50 MI' Ta 3aCTOCOBYETBLCS ¥ pa3i HeoOXimHOCTi
npubnIu3HOo 3a 1 TOOUHY [0 CeKCyanbHOlI aKTUBHOCTI. 3a/ie’kKHO Bifi e(eKTUBHOCTI Ta IIEPEHOCHMOCTI
mpenapary mo3y MoxHa 306inpmutu 1o 100 Mr abo 3MeHIUTH 00 25 MT. MakcuMaibHa
peKomMeHoBaHa f03a CTaHOBUTH 100 Mmr.

YacToTa 3aCTOCYBaHHS MaKCHMaJIbHOI pEKOMEHI0BaHOI 03U IIpenapaTy CTaHOBUTH 1 pa3 Ha mo0by.
[Tpu 3acTocyBaHHI Ipenapaty HoBarpa mif 9ac BXKUBaHHS 1XKi [ig IpemnapaTy MOxXe HacTaBaTU
i3Hille, HiXK IIPU UOr0 3aCTOCYBaHHI HaTILIE.

ITayieHmu AiMHbO20 BIKY.



HeoOxigHicTh y KOpPEKIIil 03 MallieHTaM JTiTHBOTO BiKy BiICyTHS.
ITauieHmu 3 HUPKOBOIO HEOOCMAMHICMIO.

OCKibKY y MAI[iEHTIB 3 HUPKOBOIO HEIOCTATHICTIO TAKKOT0 CTyIIeHd (KJlipeHC KpeaTuHiHy HUX4e 30
MJI/XB) KJlipeHC cunpmeHadiny 3HMKeHNM, peKOMeHI0BaHa 403a IIpelapaTy CTaHOBUTE 25 MT.
3anexkHo Bif eeKTUBHOCTI Ta IePeHOCUMOCTI IpemnapaTy A03y MoxkHa 30inbmmTty go 50 mr ta 100
MT.

ITauieHmu 3 neviHKko080K HedoCcmamHicmio.

OCKinbKY y Malli€eHTiB i3 Me4YiHKOBOI HeIOCTaTHICTIO (HapuKIIaf, IUPOo30M) KiIipeHc cunaeHadiny
3HUXKEHUH, peKOMeHI0BaHa f03a IIpenapaTy CTaHOBUTD 25 Mr. 3aJie’kHo Bifl e(eKTUBHOCTI Ta
IIepPeHOCUMOCTI IpemnapaTy K03y MoxkHa 306inbimuTu go 50 mr ta 100 mr.

ITauienmu, AKi 3acmocoa8yomb iHWi AiKapcouKi 3acobu.

ZAKII0 mamieHTy 0gHOYAaCHO 3aCTOCOBYIOTH iHTibiTopu CYP3A4 (3a BUHSATKOM PUTOHABIPY,
3aCTOCYBaHHS SIKOTO OMHOYACHO i3 cunmeHadinoM He peKOMEHAYEThCS, AUB. po3ainu «Oco6IuBOCTI
3aCTOCyBaHHS» Ta «B3aeMofiis 3 iHIMMMHU TiKapChKUMM 3acobaMu Ta iHII BUAYM B3a€EMOMil», CIIif
PO3TISTHYTH MOXKJIUBICTh 3aCTOCYBaHHS IIOYATKOBOI I03U 25 MT ).

3 MeTOI0 MiHiMi3alil MOXKIMBOr0 PO3BUTKY IIOCTYpPasIbHOI TilOTEH3il ¥ MallieHTiB, SAKi 3aCTOCOBYIOTh
611o0kaTOpU anbda-aApeHOopPelenToPiB, CTaH TaKUX MallieHTiB MOTPiOHO cTabinizyBaTH 3a HOIOMOTOI0
6110KaTOPiB anbda-aApeHopelenToOPiB 10 IOYaTKy 3aCTOCyBaHHS cunaeHadiny. Takox ciif
PO3TIISHYTU MOXKJIMBICTh 3aCTOCYBaHHS IT0YaTKOBOI 03U 25 MT (OuB. po3ginu «Oco0auBOCTI
3aCTOCYBaHHS» Ta «B3aeMofis 3 iHIIMMU TiIKapChKUMU 3ac00aMu Ta iHIII BUOYM B3aEMOMiH»).

Himu.

[IpenapaT He 0OKa3aHUY [jid 3aCTOCYBaHHSA IiTIM BiKOM 10 18 pOKiB.

Ilepedo3yeanHsi.

Y mporieci KTiHIYHUX OOCHIIKEHb 3a y4acTio JOOPOBOIBIIB IIif Yac 3aCTOCYBaHHS pPa30Bol 03U
cunpeHadiny mo 800 mMr mobiuHi peakii Oyu mMOmiOHUMHU OO THUX, L0 CIIOCTEPiralucs mpu
3aCTOCYBaHHI cungeHadiny y HUKYMX J03aX, ajie 3yCcTpivanucs JacTimte Ta 0yu OiTbIn TAXKKIMHU.
3actocyBaHHA cungeHadiny y mo3i 200 Mr He TPU3BOAUIIO [0 MiABUIIEHHS €(DEeKTUBHOCTI, aje
CIIPUYKHSIIO 3POCTAHHS KiJTbKOCTi BUMIAAKiB PO3BUTKY MOOIYHUX peakiliii (rooBHOr0o 007,
IIPUIIIMBIB, 3allaMOPOYeHHS, QUCIIEINCil, 3aKIafeH0CTi Hoca, TOPYyIIeHb 3 60Ky opraHiB 30py).

Y BUnDapKy nepeno3yBaHHS IIPU HeOOXiMHOCTI BOAIOTHCS 0O 3BUYAWHUX MiATPUMYIOYUX 3aX0MiB.
[TpuckopeHHS KIIipeHCy cunpeHadiny npu reMofianisi Majo#MOBipHe BHACIIIOK BUCOKOTO CTyTIEHS
3B’sI3yBaHH4 NpenapaTy 3 6iTkaMu I1a3MU KPOBi Ta BiCyTHOCTI eniMiHanii cunpenadiny i3 ceyero.

ITo6iuni peakuii.

HattuacTime moBigoMIsiIu IPo Taki moOiyHi peakiril, K rOI0BHUN 0ib, IPUIIIMBH KPOBI, MUCIIEICis,



3aKJIafieHiCTh HOCA, Oib y CIIMHI, 3allaMOPOYEeHHS, HYOO0Ta, IPUTLINBY XKapy, IOPYIIEHHS 30Dy,
I[iaHOIICisl Ta 3aTbMapEeHHS 30Dy .

[HdopMariis momgo nobiYHUX peakllil y paMKaxX TIOCTMapKeTHHTOBOTO CIIOCTepeXeHHs Oyra 3i0paHa
IIPOTSITOM IIepiomy TpuBaicTio Oinbie Hixk 9 pokiB. OCKiNbKY MTOBIIOMIISIIM He PO BCi moOiuHi
peaxiiil Ta He Bci noOiuHi peakuil 6ynu BKIoYeHi y 6a3y nanux 3 6e3MeKn, 4acToTa TakuxX peakiliii He
Moxke OyTH JOCTOBIpHO BU3HAYEHa.

Yci kniHiyHO 3Hauymi Mo6ivHi peakilii, 110 crocTepiranucs y KIiHIYHUX DOCTIIXKEHHSIX YacTilre, Hix
IIPY 3aCTOCyBaHHI mane60, HaBedeHo B TaOIMIl HUXKYe BiMOBIAHO 0o Knacudikarrii
«Cucrema-opraH-Kiac» Ta 4aCTOTH: gyxke dacTo (= 1/10), gacto (= 100 ta < 1/10), HewyacTo (= 1000
Ta < 1/100), Ta pigko (= 10000 Ta < 1/1000).

Y Mexkax KOXKHOI 4aCTOTHOI rpynu 1nobiuHi peakilil HaBefieHi y MOPSAOKY 3MeHIIeHHS IX CEpHO3HOCTI.

[ndeKIIiiiHi Ta iHBa3WBHI 3aXBOPIOBAHHSI

Heuacmo: puHiT.
3 6OKy iMyHHOI cucTeMu
Hevacmo: rinep4yTIuBiCTb.

3 60Ky HEPBOBOI CUCTEMU

[yoce wacmo: TonoBHUM Oifb.

Yacmo: 3artaMOpPOYEHHS.

Heyacmo: COHNIUBICTS, rimecTesid.

Pioko: iHCynbT, TPDAH3UTOPHA illleMiYyHa aTaka, CyqoMu*, peLUAUBY CyIoM*, CHHKOIIE.
3 60Ky OpraHiB 30py

Yacmo: opyIlleHHs CIPUUAHATTS KOIbopy**, po3naau 30py, 3aTbMapeHHs 30pY.

Heuacmo: po3naau CIb030BUAIEHHI***, 0iib B 049ax, poTodo0is, PoTorncis, rinepeMis oudel,
SICKPaBICTh 30PY, KOH IOHKTUBIT.

Pioko: HeapTepianbHa IlepefHs illleMiuHa HeUpoIaTisi 30pPOBOT0 HepBa*, OKJII03is CyIWH CITKiBKU*,
pPEeTHHANIbHUY KPOBOBUJIUB, apTEPIOCKIEPOTHYHA PETUHOIIATISA, TOPYIIeHHS 3 60Ky CiTKiBKH,
riaaykoma, geeKTHu MoJis 30Py, OUIIOINis, 3HUKEeHHS T'OCTPOTH 30Dy, MiOIIis, aCTEHOIIis, MJlaBaloydi
TIOMYTHIHHSI CKJIMCTOTO Tijla, IOPYIIeHHs 3 00Ky paiayKHoi 000JI0HKH, Mifipia3, mosiBa CAIOYUX
KPYTiB HABKOJIO A2Kepesia CBiT/a (rajo) y mosi 30py, HabpsgK o4ell, IPUMIyXJIicTh 04el, MOPYIIeHHS 3
00Ky ouel, rinepeMisi KOH IOHKTHUBH, IOOPa3HeHHs 04Yel, aHOMaJIbHi Bif4yTTS B 04aX, HabpsK IMOBIK,
3He0apBIIeHHS CKIEPH.

3 OOKy OpraHiB CIyXy Ta BeCTHOYIIPHOIO anapaTy
Heuyacmo: 3artaMOpoYeHH, O3BIiH y ByXax.

Pioko: rnyxora.



3 00Ky ceplis

Heyacmo: Taxikapisi, mocuiieHe cepueOuTTs.

Pioko: panToBa ceplieBa cMepTh*, iHapKT MioKapAa, IIyHOUYKOBa apuTMis*, ¢hibpunsiis
nepencepnb, HectabinbHa CTeHOKAPHis.

3 OOKY CynuH

Yacmo: TPUILIUBY KPOBi 10 00IMYYs, IPUILINBY Kapy.

Heuacmo: aprepianbHa TinepTeH3is, apTepianbHa TinoTeH3id.

3 60Ky pecnipaTOpHOi CHCTEMH, OPTaHiB I'PYIHOI KIITKK Ta CEPEeNOCTiHHS

Yacmo: 3aKnafeHiCTh Hoca.

Hevyacmo: HOCOBa KpOBOTeYa, 3aKIafleHiCTh IPUAATKOBUX I1a3yX HOCca.

Pioko: BiguyTTsl CTUCHEHHS y TOpJli, HabpsK CI130B01 000JIOHKK HOCA, CYXiCTh y HOCI.
3 OOKY IINYHKOBO-KHUIITKOBOTO TPAKTY

Yacmo: HynoTa, OUCIIEICis.

Heuacmo: ractpoe3odareanbHa pedJIokcHa xBopoba, 61roBaHHS, 0i/lb y BEPXHil YaCTHHI XKUBOTA,
CYXiCTh y POTI.

Pi0ko: rinecTesisi poTOBOI IOPOXKHUHU.

Po3nany 3 60Ky MIKipy Ta migMKipHOI TKAHWHU

Heuacmo: BucumnanHs.

Pioko: cuapmpoM CriBeHca-JI2KOHCOHA*, TOKCUYHUY emifepMalbHUuM HEKPOTi3*.
3 60Ky OIIOPHO-PYXOBOTO amapary Ta CIOAYYHOI TKaHUHU

Heuacmo: Mianris, 6inb y KiHIliBKaXx.

3 6OKY CEeYOBUIINTbHOI CUCTEMHU

Heuacmo: rematypis.

3 6OK§Z QGHQOEyKTI/IBHOi CHUCTEMHU Ta MOJIOYHHX 34JI03

Pigko: KpoBOTeYa 3i CTAaTEBOTr0 4YJjieHa, Mpiami3aM*, reMaToOCIIepMisi, IONOBXKEHA ePEeKIIis.
3aranbHi po3nagy Ta peakilil y Miclli BBeleHHS

Heuacmo: 6inb y TpyAsix, MigBUIleHa CTOMITIOBAHICTh, BiT4yTTS Kapy.

Pi0oKo: mompa3HeHHS.

O6cTexeHHS



Heuacmo: mifBullleHa 94acTOTa CepPleBAX CKOPOYEHb.
* [ToBimOMIISANIY JIUILE TIif Yac OOCTiAKEHH MiC/Is BUXOAY IipenapaTy Ha PUHOK.
** TlopylleHHS CIPUUHATTS KOIbOPY: XJIOPOIICisS, XPOMATOIICisl, IiaHOIICisl, epPUTPOIICis, KCAHTOIICi.

*#*k TlopylleHHS CIIbO30BUIIJIEHHSA: CyXIiCTh B 04YaX, IOPYLIEHHS CJIbO30BUIIJIEHHS Ta IiABUILIEHHS
CJIbO30BHU/iIEHHS.

Huxue3a3HaueHi fBHUlla criocTepiranuca y < 2 % IaljieHTiB y IpoLeci KOHTPOJIbOBAHUX KITIHIYHUX
OOCHIiIXKEeHb; IPUYMHHNM B3a€MO3B 130K He BU3HaueHWU. [T0BimOMIIeHHS BKIIOYAlU SBHUIIA, 10 Malu
BiporigHui 3B’430K i3 3aCTOCyBaHHSM IIpenapary. fABuiia, gKi He Oy 3a3Ha4eHi, OyIu JTerKUMu Ta
TOBiOMIEHHS Oy/IH [y2Ke HeTOYHUMH, 100 MaTH 3HAYEHHS.

3aranbHi: HaOpsAK 06/1KMYYs, peakiii GOTOUYTANBOCTI, IIOK, acTeHis, 6ifb, panToBe NapiHHs, Oilb y
JKMBOTI, ParTOBE MOIIKOIXKEHHS.

3 OOKY CcepIieBO-CYOIUHHOI CUCTeMU: CTeHOKapAis, AV-6510Kkafia, MirpeHb, IOCTypasibHa TiloTeH3is,
imemist miokappa, TpoM603 CyIMH I'OJIOBHOTO MO3KY, PAaIlTOBa 3yIMHKA CEPIIs, IOPYIIEHHS
pe3ynbTaTiB Ha EKI', Kapaiomionatis.

3 60Ky IIIYHKOBO-KHUIITKOBOTO TPAKTY: TJIOCUT, KOMIT, mucdaris, racTpuT, TaCTPOEHTEPHUT, e30darit,
CTOMATHUT, TIOPYIIEHHS Pe3y/IbTaTiB TeYiHKOBUX P00, peKTalbHa KPOBOTEYA, TiHTIBIT.

3 60Ky cucTeMH KPOBi Ta miMbaTHYHOI CUCTEMHU: aHEMis, TeHKOIIeHis.

Po3nagu meTabosiaMy Ta XapuyBaHHS: Clipara, HaOpsK, mogarpa, HectabinbHUM miaberT,
rineprinikemis, nepudepuyni HaOPsKY, TinepypukeMis, rinornikemis, rinepHatpiemis.

3 GOKY CKeleTHO-M g30B0i CUCTEMU: apTPUT, apTPO3, PO3PUB CYXOKUJIISI, TEHOCUHOBIT, Gifb

y KICTKax, MiaCTeHis, CHHOBIT.

3 60Ky HEepBOBOiI CHCTEMHU: aTaKCisi, HeBpasris, HeMpoImarTis, IapecTesis, TPeEMOP, BEPTUTO, HeTpecis,
0e3COHHS, aHOMaIbHi CHOBUIHHS, 3HUXKEHHS pedIieKciB.

3 OOKY OuXalbHOI CHCTEMH: aCTMa, JUCITHOE, JTAPUHTIT, GapuHTIT, CUHYCUT, OPOHXIT, TOCUTIEHE
CIVMHOBUIJIEHHS, TIOCUJIEHHS KalIlJIo.

3 OOKy LIKipH: KpOIMB IHKA, Teprec, cBepOixK, mifBuilleHa MiTIUBICTh, BUPA3KU IIKiPH, KOHTAKTHUM
IepMaTuT, eKCholiaTUBHUN JepMaTuT.

Cnemuodivni BigTuyTTd: panToBe 3HUXKEHHST ab0 BTpaTa CIyxy, 0i/ib y ByxaX, KDOBOBUJIUB Y OKO,
KaTapakTa, CyXiCThb B 04aX.

3 6OKY YporeHiTanbHOI CHCTEMU: IIUCTHUT, HIKTYPis, MigBHUIeHa YaCTOTa CEYOBUNTYCKaHb, 301/IbIIEHHS
MOJIOYHUX 3aJ103, HETPUMaHHS Cedi, TOPYIIeHHs eaKyslil, HabpsSK cTaTeBUX OpraHiB, aHOPra3Misd.

OCBi[l 3aCTOCYBaHHS MiC/Isl BUXOOY Ha PUHOK. [lic/isi BUXOAy IpemnapaTty Ha pUHOK Oynu
inenTudikoBaHi HUXKYe3a3HaueHi moOiuHi peakii. OCKiIbKY PO TaKi peakilii MoBiqoOMIISIOTE
moOpOBiMTBEHO Ta MOBIIOMIEHHS HAAXOASATh Bif MOMYIALil HEBiTOMOI YMCETbHOCTI, HE 3aBXKON MOXKHA
NOCTOBIPHO OI[IHUTH 1X YaCTOTY Ta BCTAHOBUTY IIPUUYMHHUM 3B’I30K i3 €KCIIO3HUILII€I0 TIKapChKOTO
3aco0y. Lli sBumia Oyny 3a3HadeHi K yepe3 X Cepio3HiCTh, YaCTOTY IOBiOMIIEHHS, BiICYyTHICTDb
YiTKOT0 aJbTEPHATUBHOTO 3B’A3KY, TaK i 4epe3 KoMmObiHaIlio ux (paKTopis.



Cepueso-cyouHHi ma uepebposackyasapHi ssuw,d. TToBimOMIISIIN IIPO CePHO3Hi CepreBO-CyOUuHHi,
11epe6pPOBaCKYIIIPHI Ta CYIMHHI SIBUIA, BKITIOYA0UK 11epe0poBaCKyISPHY KPOBOTEYY,
cybapaxHoimanbHy Ta BHYTPIlIHbOIIEpEOpaTbHy KPOBOTEUY Ta JIeTeHeBY KPOBOTEUY, 1110 OyIu
TIOB’s13aHi ¥ 4Yaci i3 3acTocyBaHHAM npemnapaTy HoBarpa. Y 6inbinocTi naifieHTiB (ane He y Bcix) Oynu
HasiBHI (paKTOpHU CeprieBO-CyOUHHOTO PU3UKY. [ToBimoMIIsANY, 1110 6araTo 3 IUX SBUILI BUHUKIIM IIifT Yac
abo Bigpasy micis ceKcyaslbHOI aKTHBHOCTI Ta [IeKifbKa SBUII BUHUKIIM Biipa3y IicJig 3aCTOCYyBaHHS
npenapaTty HoBarpa 6e3 cekcyanbHOI aKTUBHOCTI. IHIII SBUIla BUHUKIIY IIPOTSITOM HAaCTYIHUX TOOUH
YW OHIB ITiCJI 3aCTOCYBaHHS IpemnapaTy HoBarpa Ta cekcyasbHOI akKTUBHOCTi. HEMOXKIINBO
BCTAHOBUTH, YU IIi ABHUILA [I0B’SI3aHi i3 3aCTOCYBaHHAM IIpenapary, i3 CeKCyalbHOI aKTUBHICTIO, i3
HasIBHUMH (aKTOpaMHU PU3UKY UM i3 KoMOiHaIliero mux ¢pakTopiB, uu 3 iHIIUMHU (PaKTOpaMu.

KposoHocHa ma aimpamuyHa cucmemu: Ba300KTIO3UBHUY KPU3. Y HEBEIMKOMY 3aBYacHO
IPUNUHEHOMY OOCIiXKeHHi 3aCTOCyBaHHS npemnapaty Pesario (cungeHadin) ois namieHTiB 3
JIETEHEBOI0 apTepiaNbHOO TiMepTeH3i€l0, BTOPUHHOIO IIOA0 CEPIONONiOHOKIITUHHOI aHeMil, Tpu
3aCTOCyBaHHI cungeHadiny Mpo pO3BUTOK Ba300KIIO3UBHUX KPU3iB, 1110 T0TpebyBasy rocmiTamilarii
TIOBIIOMJISINIM YacCTille, HiXK MPU 3acToCyBaHHi mianebo. Kniniune 3HaueHHs wiei indopmarii ms
IallieHTiB, SIKi 3aCTOCOBYIOTH IIpenapaT HoBarpa 3 MeTOI0 TiKyBaHHS €PEKTIWIbHOI AUCHYHKIIIL,
HeBizoMe.

Hepeosa cucmema: TpuBora, TpaH3uTOpHa rinobanbHa aMHe3is.
Cneuudeiuni giduymmas.

Cayx. TTicnst BUX0My ImpenapaTy Ha pUHOK 3a¢hikKCOBaHO PO BUMIAKK PAITOBOTO 3HUKEHHS abo
BTpaTH CJIyXy, IIOB’sI3aHi ¥ 4aci i3 3aCToCyBaHHAM IpenapaTy HoBarpa. Y meskux BumnagkKax
MIOBIAOMJISINIA IPO HasIBHICTh MeIUYHHUX CTaHIB Ta iHIMX (HaKTOPiB, 1110 MOTJIM BifirpaTu PoJb y
PO3BUTKY IOOIYHUX peakiliii 3 60Ky oprany ciyxy. Y 6aratbox BUIaikax iHpopMalris 1momo
IIO[AJIBIIOr0 MEOUYHOTO CIIOCTEPEKEHH BIICYTHA. BU3HAUUTH, YU LIl ABUIIA IPSIMO [10B'A3aHi i3
3acToCyBaHHSM IipenapaTy HoBarpa, 3 HassBHUMU ()aKTOpaMHU PU3UKY BTPATH CIyXy, 3 KOMOiHaIli€0
X GakTopiB uu 3 iHMKUMU HaKTOpaMu, HEMOKIIUBO.

3ip. TumMyacoBa BTpaTa 30py, IOYEPBOHIHHSA OYel, TeYiHHSA B 04aX, [MifBUIIEHHS BHYTPIIIHEOOYHOT O
TUCKY, HaOpSK CiTKiBKM, CyOUHHI 3aXBOPIOBAHHS CiTKiBKM a00 KpOBOTeYa, BifIlIapyBaHHS CKJIUCTOTO
Tina.

[Ticns Buxomy npenapaTy Ha PUHOK PifKO MOBIAOMJISIN PO BUNIAAKKU HeapTepiaabHOI TepegHbol
imeMiyHOI HEBPOIAaTil 30pOBOT0 HEPBA, 10 € IPUYNHOI 3HUKEHHS 30Dy, BKJIIOUAI0YHU [TOCTINHY
BTpATy 30pYy, sKi Oynu 1moB’si3aHi y 4aci i3 3acTocyBaHHsAM iHribiTopiB ®IIED, BKIII0OYa04yu mpemnapar
Hosarpa. Y GaraThox maifi€HTiB (ajie He y Bcix) Oynu HasgBHi aHaTOMiuHi abo cynuHHI pakTOopU
PU3UKY PO3BUTKY HeapTepialbHOI IepefHbO] illleMigHOol HeBpoIaTil 30p0BOT0 HEPBA, BKITI0YAI0UN
(anme He0OOB'sI3KOBO 00MEXKYI0UNCh) TaKi: HU3bKe CITiBBiIHOIIEHHS [AiaMeTpa eKCKaBallil Ta Jucka
30pOBOT0 HEPBa (3aCTiHUY OUCK 30pOBOT0 HEPBa), BiK moHax 50 pPOKiB, apTepianbHa rinepTeH3sid,
3aXBOPIOBaHHS KOPOHaApPHUX apTepiy, rineprninigeMisa ta namdiHHA. HeMOXKIUBO BU3HAYUTH, YU Il
SIBUIIA IIPSMO IIOB’g3aHi i3 3acTocyBaHHsAM iHTiOiTopiB ®JEDS 4y 3 HASBHUMM aHAaTOMiYHUMU ab0
CYOUHHUMM (paKTOpaMHU PU3HUKY, YX 3 KoMOiHalielo KX BCix ¢pakTopiB, UM 3 iHIIUMHU (PaKTOpaMH.

38imysaHHs npo nido3ptosaHi nobiuHi peakuii. 3BiTYBaHHS PO Migo3pioBaHi mobiyHi peaxiiii micus
peecTpallil TiKapchKoro 3aco0y Ma€ BaxK/IuBe 3Ha4eHHS. Lle Jae 3Mory MpoBOgUTH Oe3repepBHUN
MOHITOPHHT CIIiBBIIHOIIEHHS KOPUCTI 1 PU3UKIB, [T0B A3aHUX i3 3aCTOCYBAaHHAM LIBOI'0 JIIKAPCHKOI'0
3aco0y. JlikapsMm crif 3BiTyBaTH mpo OyOb-sKi migo3pioBaHi mobiuHi peakii BigmoBigHO 10 BUMOT
3aKOHOMIAaBCTBa.



Tepmin npudamHocmi. 2 POKH.

YmMmoBH 30epirannsi. 30epiraTé B OpUTiHaJbHIN YIAKOBII IpU TeMIlepaTypi He Buine 25 °C.
36epiratu B HEJOCTYIIHOMY OJISI MiTe# MicIi.

YnakoBka. [1o 1, 2 a6o 4 tabnetku y Gmictepi; mo 1 GicTepy B KapToHHI# KopoOi. 1o 4 TabneTku y
6micTepi; mo 2 GicTepu B KapTOHHIM KOPOOII.

Kareropis Bignmycky. 3a penentom.

Bupoonuk. Mapkcanc ®apma JITp.

Micue3HaxoakKeHHsI BUPOOHHKA Ta ajipeca MicCIsi MPOBaIXKeHHsI HOro Tis/IbHOCTI.

Hinsuka Ne JI-82, JI-83, Bepna Iugactpian Icteut, Bepna I'oa, IH-403 722, Tupis.



