IHCTPYKIIA

[JIsT MEOWYHOT'O 3aCTOCYBAHHS JIIKapChKOT0 3aco0y

HOBATPA 50
(NOVAGRA 50)
HOBATI'PA 100

(NOVAGRA 100)

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

donomidcHi peyo8uHU: Kanblliio rimpodocdart, 11en0no3a MiKpOKpUCTalliuHa, HaTpilo KpOCKapMesno3a,
TIOBiIOH, KPEeMHil0 MioKCHUM KOnoimHuM 6e3BOIHKM, MarHiio cTeapaT, iHcTakoT IC-S-091 (poxkeBuit).

JIlikapcbka ¢opma. TabmeTKH, BKPUTI IIiBKOBOIO 000JIOHKOIO.

OcHogHi ¢i3uko-ximiyHi 81acmueocmi: TabneTku 50 Mr: KpyTyi poxkeBi ABOOMIYKJIIi TaOlIeTKU, BKPUTI
ITIBKOBOIO 000JIOHKOIO 3 PO3IOAIIbY0I0 PUCKOI0 3 OMHOT0 OOKY i rmafieHbKi 3 iHIoro 60Ky;

tabnetku 100 Mr: Kpyri pozkeBi ABOONYKJIi Ta0lIeTKU, BKPUTI ITiIBKOBOIO 000JI0HKOIO, TTIAleHbKi 3
000x GOKiB.

®apMakoTepaneBTHUYHA I'pyIa.

3aco0wu, 1110 3aCTOCOBYIOThCS MIPU epeKTHIbHIM nucdyukiril. Cunmeradin. Kom ATX G04B E03.

Papmakono2iuHi e1acmueocmi.
®apmakoduHamika.

Mexaniam pmii. CungeHadin € mpemnapaToM [AJis IEPOPAIbHOT0 3aCTOCYBaHHS, IPU3HAUYEHUM [JIS
TMiKyBaHHS epeKTuIbHOI qucdyHKIi. [Ipy cekcyanbHOMY 30yOKeHHi IIperapaT BifHOBIIIOE 3HUKEHY
€peKTUIbHY (QYHKIIIO IIIIXOM IIOCUIEHHS IPUTOKY KPOBI 10 IeHica.

dizionoriyHuii MexaHi3M, 110 3yMOBIIIOE €PEKIIil0, BKII0Ya€E BUBITbHEHHS OKCcUAy a30Ty (NO) y



KaBEePHO3HUX Tilax Il 4ac cTaTeBoro 30ymKeHHs. BUBiTbHEHUM OKCUJ @30Ty aKTUBYE (hepPMEHT
TyaHINaTIUKa3y, 10 CTUMYJIIOE MigBUIIeHHS PiBHS UUKIiYHOTO TyaHo3uHMOoHObochaTy (1 M®), 110,
3i cBOro GOKY, CIpu4HHSIE Po3ciiabieHHs Tr1afleHbKOl MyCKy/IaTypXu KAaBEPHO3HUX TiNl, CIIPUAIOUH
IIPUTOKY KPOBI.

CunpeHadin € MOTyKHUM Ta CeJIeKTUBHUM iHTiGiTopoM I’ M®-crenudivunoi pochomiectepasu 5
(PIEDS) y kaBepHO3HUX Tinax, ge ®IES Binnosigae 3a po3napg ul' MO. Edektu cungeradiny Ha
epeKl1lilo HOCATh nepudepudHuil xapakrep. CunneHadin He YuHUTEL 6e3n0CEPETHBOI peTaKCyoyol fii
Ha i30/1hOBaHi KaBEPHO3Hi Tina JIOANHMY, ajie IOTYKHO IOCKITIOE po3ciiabmoBanbhHy Aito NO Ha gaHy
TKaHuHy. [Ipu akTHBatii Metaboniynoro msxy NO/uI'M®, mo BinOyBaeThCs Ipu CTaTEBIN
ctumynsuii, inribyBanus cunperadinom OIES npusBoauTs 0o migBuilieHHs piBHSA qI MO y
KAaBEePHO3HUX Tijax. TaKUM YHUHOM, IJIst TOTO, 00 cungeHadin BUSBUB HEOOXiTHMI
dbapmakosoriuaui edekT, HeoOXifmHe cTaTeBe 30yIKEHHS.

BnnuB Ha dapMakoguHaMiky. [JOCTiAKEHHS in Vitro oKa3alu CeJIeKTUBHICTh BIJIUBY CUNIOeHa)iTy
Ha ®JIE5, mo Gepe akKTHBHY y4acTh y mporeci epekii. EpekT cunnenadiny Ha ®JES noTyKHILINH,
HiXK Ha iHmi BigoMi pocdoniectepasu. Liet epext y 10 pa3iB moTyxHimui, Hixk ehekt Ha OIIEG, 1110
Oepe y4acTh y nporecax HOTONepPeTBOPEHH Y CiTKiBI. [Tpu 3acTOCyBaHHI MaKCUMalbHUX
PEKOMEHI0BaHUX 03 CeNeKTUBHICTh cuigeHadiny go ®IES y 80 pasiB mepesutiye 1oro
cenekTuBHICTh 10 ®IIE1, y 700 pa3iB nepesuinye cenektusHicTs 0o ®IE2, OIIE3, ®IIE4, ®IE7,
®IES, ®IE9, ®IE10 ta ®IE11. 30kpeMa, cenektuBHicTh cunpeHadiny go ®IIES y 4000 pasis
nepeBUIIyE H0To ceneKTuBHIicTL 1o OIE3 - nI' M®-cnenudiunoi izopopmu pocdoniecrepasu, 1o
Oepe y4acTh y perysillii cepiieBol CKOPOTINUBOCTI.

dapmMaKkoKiHemuxka.

AGcopbuis. CunpeHadin mBrgkKo abcopOyeThcsi. MakcHMaibHa KOHIIEHTpPALlis IIpenapary y Iaa3Mi
KpoBi(C,,,) mocsaraetbcs npotsarom 30-120 xsunus (i3 megianow 60 XBUIKH) MiCISA UOTO
IIepopajIbHOTO 3aCTOCyBaHHS HaTile. CepenHs a0commoTHA 6i0IOCTYIHICTD MHiC/Is TepopasbHOTO
3acTocyBaHHS cTaHOBUTE 41 % (3 miama3oHOM 3Ha4yeHb Bif 25 10 63 %). Y pekoMeHOoBaHOMY
miama3oHi go3 (Bim 25 mo 100 Mr) moka3HUKHU IO Iif hapMaKOKIiHETUYHOI0 KPUBOIO
«KoHIeHTpauisg-yac» (AUC) Ta C,,, cunpeHadiny micis ¥oro mepopaabHOTO 3aCTOCYBaHHS
MigBUIIYIOTHCS IPOIOPLINHO OO AO3MU.

[Tpu 3acTocyBaHHi cungeHadiny mig yac BXKUBAHHS 1XKi CcTymiHb abcopOilii 3HUKYETHCS i3 cepemHiM
mogoBxKeHHSIM T, mo 60 xBunuH i cepegHim 3auKkeHHsIM C, ., Ha 29 %.

Posnopin. Cepennili piBHOBaxkHUM 00’'eM po3mnoniny (V,) ctaHoBuTh 105 miTpiB, 110 CBigYUTE IIPO
PO3IOLiN npenapaTy B TKAHUHaX opraHiamy. Ilicisg ogHOPa30BOro nepopaabHOro 3aCTOCYBaHHS
cungenadiny B 7o3i 100 Mr cepenHs MakKCUMalbHa 3arajibHa I1JIa3MOBa KOHIIEHTpallid cungeHadiny
CTaHOBUTH pubau3H0 440 Hr/Mn (KoedimieHT Bapiallil ctaHoBUTH 40 %). OCKinbKY 3B’ A3yBaHHS
cunpeHadiny Ta “oro rosoBHOro N-gecMeTun-metabomniTy 3 6inkamu mia3mu gocsarae 96 %, cepegus
MaKCcuMaJlbHa IJa3MOoBa KOHIIEHTPallis BibHOTO cunaeHadiny mocsrae 18 ur/mn (38 amons). CTyIiHb
3B’s13yBaHHS 3 GiTKaMH I1JTa3MH KPOBi He 3aJIe3KUTh Bifl 3arajbHUX KOHIIEHTpALil cungeHadiny. ¥
3M0POBUX MOOPOBOIIBLIIB, SKi 3aCTOCOBYBanu cuigeHadin oquopa3oso B 0o3i 100 mr, yepe3 90 xBuIuH
B esIKynATi Bu3Hadanocs MeHie 0,0002 % (y cepenmapoMy 188 HI) 3aCTOCOBaHOI IO3H.

Biorpancdopmariisi. Metabomniam cunmeHadiny 3miiCHIOETHCS TOJIOBHUM YMHOM 3 Y4aCTIO
MikpocoMasnbHuX i30¢epMeHTiB nedinku CYP3A4 (ronoBuui nuisix) Ta CYP2C9 (opyropsApHuy MUIsx).
[onoBHUY LUPKYITIOIYUY MeTabOoJIiT yTBOPIOETHCS NUISIXOM N-IeMeTH/II0BaHHS CUNgeHadiny.
CenekTuBHicTb MeTabomity momo ®IIES mopiBHSIHHA i3 CEJIEKTUBHICTIO CuNgeHadiny, a akTUBHICTD
MeTabomity mono ®IES ctaHoBUTh nmpubiau3HOo 50 % Bifl aKTMBHOCTI MOYATKOBOI PEYOBUHH.



[Tma3mMoOBi KOHIIEHTpAIlil ITbOT0 MeTaboIiTy CTaHOBNIATh MPuONMM3HO0 40 % Bim KOHIIEHTpALliH
cunpeHadiny y mna3mi kposi. N-memeTunboBanuit MeTaboliT 3a3Ha€E MOAAIbIIOT0 MeTaboIi3My, a
mmepiop #0oro HamiBBUBENEHHS CTAHOBUTE MIPHUOIHU3HO 4 TOIUHH.

EniMinarisa. 3aranpHul KiipeHc cunpeHadiny ctaHoBUTh 41 1/roguHy, 3yMOBIIIOIOYY IIepiof 10T
HalliBBUBEEHHS TPUBAJIICTIO 3-5 rofguH. fK micisa nepopaabHOro, Tak i Miciasg BHYTPIIIHEOBEHHOI'O
3aCTOCyBaHHS €KCKpellis cunpeHadiny y BUrsai MeTaboiTiB 30iliCHIOETHCS TOJIOBHUM YHHOM i3
KanoM (mpubnu3uo 80 % Bim 3aCTOCOBaHOI IEPOPAIBHOL T03HM) Ta MEHIIIOI0 MipOIo - i3 ceyero
(mpubnu3no 13 % Bim 3aCTOCOBAHOI MEPOPAIILHOI HO3H).

dapmakokiHemuka y ocobausux 2pyn nayieHmis.

[NalieHTH NITHHOTO BiKY. Y 3M0POBUX H0OPOBOJIBIIIB JIITHLOTO BiKy (BiKOM Bifm 65 poKiB) Bim3Hayanocs
3HUXKEHHS KJIpPeHCy culifeHadiny, 110 3yMOBJII0BaIO MiABUIEHHS [1IJa3MOBUX KOHIIEHTpALil
cunpeHadiny Ta “oro akTUBHOT0 N-IeMeTUIb0BaHOT0 MeTaboiTy npubau3no Ha 90 % mopiBHAHO 3
BiATIOBiTHMMM KOHIIEHTPAISIMU Y 3[0POBUX HOOPOBOJILIIIB MOIOAIIOTO BiKy (18-45 pokiB). ¥ 3B’13Ky 3
BiKOBUMM BiIMiHHOCTSIMHU y 3B’SI3yBaHHi 3 Oi/TkaMu IIJ1la3M¥ KPOBIi BiiMIOBigHE MigBUINEHHS I71Ta3MOBO1
KOHIIeHTpallil BinbHOTO cunmeHadiny ctaHoBumo npubnusno 40 %.

HupkoBa HegocTaTHiCTh. Y m0OPOBOIBIIIB i3 mOpyIIeHHIMYU GYHKIIII HUPOK JIETKOTO Ta ITOMipHOTO
CTyIeHs TAKKOCTI (KnipeHc KpeaTtuHiny Bif 30 o 80 mi/xB) hapMakoKiHeTHKa cunpeHadimy
3anuinanacs He3MiHHOIO IIiCJig KOT0 OGHOPa30BOT0 IIePOPaIbHOI0 3aCTOCYBaHHA Y 7031 50 Mmr.
Cepepnni AUC ta C,,,, N-memeTunboBaHOro MeTaboJiTy mifBuilyBanucs Ha 126 % ta 73 % BigmoBigHO
TIOPiBHSIHO 3 TAKMMHU IMOKAa3HUKAMU ¥ HOOPOBOJIBIIB TAaKOT0 XK BiKy 63 mopyIieHb QYHKII HUPOK.
OpHak yepe3 BHCOKY iHAMBimyanbHy BapiaOenmbHICTh 11i BigMiHHOCTI He OyIM CTAaTUCTUYHO
3HAUyMUMU. Y 0OOPOBOJIBIIB i3 TIXKKUMU MOPYIIEHHSAME (QYHKII HUPOK (KJTipeHC KpeaTUHIHy HUKYe
30 mn/xB) KnipeHc cunageHadiny 3HUXKYBaBCS, 1110 TPU3BOAUIIO [0 cepenHix mippuinedb AUC ta C,,
Ha 100 % Ta 88 % BigmoBimHO MOPIiBHSIHO 3 HOOPOBOJIBIIMYU TAKOTO X BiKy 0€3 mopyieHb QyHKIIii
Hupok. Kpim toro, 3nauenus AUC Ta C,,,, N-meMeTunb0BaHOTO MeTab0MiTy 3HAUYINe IiIBUILyBaTHUCT
Ha 79 % ta 200 % BigmoBigHO.

[TeyiHKOBa HEOCTATHICTh. Y HOGPOBOBLIB i3 IIMPO30M NEYiHKM JIETKOTO Ta IOMIPHOTO CTYIIEeHS
TSKKOCTi (KnaciB A ta B 3a knacudgikanieio Yannpma-I1'10) KnipeHc cungeHadiny 3HUXKyBaBCs, 110
npuaBoauso o nippuiierHs AUC (84 %) ta C,,,, (47 %) mopiBHSIHO 3 JOOPOBOIBIIMEU TaKOTO XK BiKy
6e3 mopyens pyHKIil nevinku. ®apMakoKiHeTHKa cungeHadiny y malieHTiB i3 mopymeHHIMU
GyHKIII TeYiHKY TSIXKKOTO CTYIEHS He BUBYaIacs.

Kniniuni xapakKTepuCTHKH.
Iloka3aHnHs.

[IpenapaTt HoBarpa peKOMeHAY€ETHCA 3aCTOCOBYBATH YOJIOBIKaM 3 €PEKTUILHOIO AUCHYHKINEIO, Ka
BHM3HAYaA€EThCS SIK HE3NATHICTh HOCATTH ab0 MiATpUMaTH epeKIliio CTaTeBOro 4jieHa, HeoOXimHy At
YCIIIIITHOTO CTATEBOTO aKTy.

Insa epekTusHoi fil npenapaty HoBarpa notpibHe cekcyasnbHe 30yIKeHHS.

IIpomunoka3aHHs.



- TligBuINeHa YyTIUBICTh MO aKTUBHOI pe4oBUHM a00 00 OYOb-SKOI 3 MOTIOMiXKHUX PEYOBHUH
mpernapary.

- OpHOYacHe 3aCTOCYBaHHS i3 JOHOpaMM OKCHAY a30Ty (TaKUMHU SIK aMiTHITpUT) abo HiTpaTamu y
Oynmb-siKift (opMi MPOTHUITOKA3aHe, OCKIIBKY BiloMO, 110 cuimeHadis Ma€e BIUIMB Ha IMUISIXH
MeTabomizmy okcuamy a3oTy/ul’ M® Ta MOTEHINI0E TiMOTeH3UBHUY e(peKT HiTpaTiB.

- OpHOuYacHe 3actocyBaHHs inribiTopiB ®IES (y Tomy yucni cungenadiny) 3i ctTumynsitopamu
TyaHINaTIUKIIa3u, TAKUMU K PIOLUTyaT, IPOTUIIOKA3aHe, OCKIJIBKY MOXe [IPU3BECTH [0
CHMIITOMATHYHOI TinoTeH3il (quB. po3min «B3aeMopmis 3 iHIMMY JTiKapChbKUMK 3aC00aMu Ta iHIII BUOK
B3aEMOMIN»).

- CtaHH, IpU IKUX HEe PeKOMeHJ0BaHa CeKCyalbHa aKTHUBHICTh (HaIlPUKIaf, TSIXKKi CepLeBO-CyIUHHI
po3afu, Taki K HecTabillbHa CTeHOKapHis abo ceplieBa HEOCTATHICTh TSKKOTO CTYIIEHS).

- Brpata 30py Ha ofiHe OKO BHACJIiJOK HeapTepialbHOI IIepeHbO] illleMigHOol HeBpoIaTili 30pOBOTO
HepBa He3aJIekHO Bif] TOT0, TIOB’g3aHa 151 IaTOJIOTis 3 MonepefHiM 3acTocyBaHHAM iHribiTopiBs ®IES
YWY Hi.

- HasiBHiCTh TAaKWX 3aXBOPIOBaHb, IK IMOPYLIEHHS QYHKIII MeYiHKMU TAKKOTO CTYIIeHS, apTepianbHa
rimoTeHsis (apTepianbHub TUCK HUKYe 90/50 MM PT. CT.), HEIIOOABHO IIepeHeCceHuy iHCynbT abo
indapKT MioKapga Ta BifloMi ClTagKOBi leTeHepaTUBHI 3aXBOPIOBAHHS CiTKiBKH, TakKi SIK MirMeHTHUN
PETHHIT (HeBeNMKa KilbKICTh TaKUX MAI[iEHTIB Ma€ reHeTHYHi po3naau ¢ochomiecTepas CiTKIBKH),
OCKinbKM Ge3neka cungeHadiny He HOCHifXKYyBanacd y TaKUX IMiArpynax mamieHTis.

B3aemodisa 3 iHwumu snikapceKumu 3acobamu ma iHwi eudu e3aemoditi.
Egexmu iHwux saikapcvkux 3acobis Ha cusideHapin.

[NocnimxeHHd in vitro. Metaboni3m cunpmeHadiny BinOyBa€eThCs IepeBaxkHO 3 ydacTio i3opopmu 3A4
(ronoBHuY 1UIAX) Ta i3odopmu 2C9 (mpyropsapuuii mnax) uuroxpomy P450 (CYP). Tomy inribiTopu
II1X i30(pepPMEHTIB 3MaTHI 3HUKYBATH KJIipeHC cuifeHadiny, a iIHIYKTOpH IuX i30)epMEHTIB MOXKYTh
MiOBUILIYBATH KIIipeHC cunpeHadimy.

[ocnigxeHH4 in vivo. [Tonynsauivaui apMaKOKiHETUUYHUM aHali3 JaHUX KJTiHIYHUX JOCIiIXEeHb
IIPOIEMOHCTPYBaB 3HUKEHHS KIipeHCy cuipeHadiny npu #10ro OMHOYaCHOMY 3aCTOCYBaHHI 3
inriitopamu CYP3A4 (TakuMU SIK KETOKOHA30JI, EpPUTPOMIIINH, IIUMETUKH). X04a IIPU OMHOYACHOMY
3acTocyBaHHi cungeHadiny ta iHriditopis CYP3A4 3pocTaHHS 4acTOTH MOGIYHUX SBUIL He
CIIOCTEpITrasnocs, Clif PO3TIAHYTHA MOXKJIMBICTh 3aCTOCYBaHHS II0YaTKOBOI 103U cuIfeHadiny 25 mr.

OpHoyacHe 3acTocyBaHHS iHribiTopa BIJI-poTea3u puTOHAaBIpYy, Ay:Ke NMOTYyKHOTrO iHTri6iTopa P450,
Ta cungeHadiny (pa3osa mo3a 100 Mr) mpusBoguio mo migpuineHHs C,.. cunmeHadiny Ha 300 % (y 4
pasu) Ta mipuineHHs m1a3MoBol AUC cunpeHadiny Ha 1000 % (y 11 pasiB). Uepes 24 rogusu
171a3MOBi piBHI cunmeHadiny Bce 1ie cTaHOBUIM TPUOIKU3HO 200 HI/MJT TOPIBHSAHO 3 PiBHEM
npubIKU3HO 5 HI/MJI, XapaKTepHUM [IJ19 3aCTOCYyBaHHS cuifeHadiny oKpeMo, IIo BiAmoigae
3HAYHOMY BIUIMBY PUTOHABIpY Ha IMUPOKUY CIekTp cybcTpaTiB P450. Cungenadin He BIIUBaE Ha
(hapMakKoOKiHeTUKY PUTOHABipy. 3 OTJIAAY Ha I1i hapMaKOKiHeTUYHI JaHi OMHOYaCHe 3aCTOCYBaHHS
cunpeHadiny Ta puToOHaBipy He PEKOMEHOYEThCS; V OyIb-IKOMY BUIIQKy MaKCHUMaJlbHA 103a
cunpeHadiny 3a xkogHUX 00CTaBUH He IMOBUHHA IIEPEBUIIYBATH 25 MT IPOTATOM 48 rofiuH.

OpHouacHe 3acTocyBaHHS iHribiTopa BIJI-mpoTea3u cakBinaBipy, iHribitopa CYP3A4 y mo3i, 1o



3abe3neyye piBHOBaxHY KoHIeHTpamio (1200 mr 3 pa3u Ha fo0y), Ta cungeradiny (100 mr
OTHOPA30BO) MPU3BOIUIIO [0 migBuieHHs C, . cunmgeHadiny Ha 140 % Tta 36inbments AUC
cungenadiny Ha 210 %. He BusiBneHo BIuUBY cuifgeHadiny Ha (papMaKOKiHETHKY CaKBiHaBIipy.
[TepenbadaeTnes, 1m0 GinbIn nmoTyxkHi iHribiTopu CYP3A4, Taki sK KeTOKOHA30JI Ta iTpaKOHAa307I,
OymyTh MaT# OilbIll BUPaXKEeHUH BIIIUB.

[Tpu 3actocyBaHHi cungeHadiny (100 Mr omHOPa30B0O) Ta ePUTPOMIIIUHY, cienudiyHOro iHTi6iTOpa
CYP3A4, y piBHOBaxkHOMY cTaHi (500 Mr 2 pa3u Ha moby mMpoTsAroM 5 [HIB) CIIOCTepiramocs
nippuienss AUC cungeHadiny Ha 182 %. Y 3gopoBux qoOpOBOJIBIIB 40I0BiY0i cTATi He
crocTepirasnocst BBy asuTpoMinuuy (500 mr Ha goOy mpotsirom 3 mi6) Ha AUC, C,.., Toee
KOHCTAHTY IIBUAKOCTI eliMiHallil Ta moganbllivii epion HammiBBUBeOeHHs cungeHadiny abo #oro
T'OJIOBHOTO IIUPKYJTI0I04oro Metabonity. Llumetunun (inribitop nuroxpomy P450 Ta Hecmeuudivyumi
inri6itop CYP3A4) y mo3i 800 Mr mpu omHOYAaCHOMY 3aCTOCYBaHHi i3 cunmeHadinom y gosi 50 mr y
3[0POBUX MOOPOBOJIBLIIB TPU3BOAUB M0 MiABUINEHHS I17Ia3MOBUX KOHIIEHTpallil cungeHadiny Ha 56 %.

Y mocnimKeHHi 3a y4acTio 3M0POBUX T0OPOBOJILIIIB-40I0BIKiB OTHOYACHE 3aCTOCYBaHHS OOCEHTaHY,
0 € aHTaroHictom erporeniny (iHgyktop CYP3A4 (nomipuuii), CYP2C9 Ta, moxnuo, CYP2C19) y
piBHOBaxkHOMY cTaHi (125 Mr 2 pa3u Ha mo0y) Ta cunpeHadiny y piBHoBaxkHOMY cTaHi (80 mMr 3 pas3u
Ha mo0y) npu3soguio mo 3uuxenHs AUC Ta C,,, cunmeHadiny Ha 62,6 % Ta 55,4 % BigmoBigHo. Tomy
OJIHOYaCHe 3aCTOCYBaHHS NMOTYyKHUX iHOYKTOpiB CYP3A4, Takux SIK pudaMIiid, MoXKe IIPU3BOTUTH 10
OinbII BUPaXKeHOT0 3HUKEHHS KOHIIeHTpallil cunmeHadiny B mia3Mi Kpoai.

3acTocyBaHHs cunpmeHadiny y piBHoBaxkHoMy cTaHi (80 Mr 3 pa3u Ha mo0y) MPU3BOAUIO [0
nigsuimenHs AUC Ta C,,,, 6ocenTany (125 mMr 2 pa3u Ha mo6y) Ha 49,8 % Ta 42 %, BigmoBigHoO.

'perindpyToBuii cik € cnabkum inribitopom CYP3A4 y CTiHIII KUINEYHUKY i MOXKe BUK/IMKATU IIOMipHE
MigBUIIEHHS PiBHIB cunaeHadiny y mma3Mi Kposi.

OpHOpa3oBe 3aCTOCYBaHHS aHTALU/IB (MarHito rifpoKCHUAy/aloMiHil0 TiIPOKCUAY) HEe BIIXBAJIO Ha
6iomocTymHicTs cunmeHadiny.

Xoua mocmimkeHb crelndiunoi B3aemofiii 3 yciMa nikapchbKUMU 3aco0aMu He IIPOBOIUIIOCS, 3a
OaHUMU MOMyNSALiNHOTO (hapMaKOKiHETUYHOT0 aHalli3y, papMaKOKiHETHKA CUlIgeHadiny He
3MiHIOBaacs IPU HOro OQHOYACHOMY 3aCTOCYBaHHI 3 JTiKapChKUMHU 3ac00aMH, 1110 HajieXKaTh 10
rpynu inri6itTopiB CYP2C9 (ton6yTramin, Bapdapus, dbeHnitoin), rpynu inribitopis CYP2D6 (Takux siK
CeJIeKTUBHI iHTi0iTOpU 3BOPOTHOTO 3aXOIJIEHHS CEPOTOHIHY, TPUIMKIIIYHI aHTUAEIPECAHTH), TPYIIU
Tia3UJHUX Ta Tia3ugOMONiOHUX [iypeTHKiB, IETIbOBUX Ta Kaiii30epirarounx AiypeTHKiB, iHTibiTOpiB
aHTiOTeH3UHIIEPETBOPIOBAILHOTO (PePMEHTY, aHTArOHICTiB KasbIlifo, aHTAroHiCTiB 6eTa-
agpeHopenenTopis abo iHgykTopiB MeTabomnmizmy CYP450 (Takux sk pudamminuH, 6apOiTypaTn).

Hixopanpun siBnsie co06oto Tibpu akTUBaTOPa KabllieBUX KaHasliB Ta HiTpaTy. HiTpaTHUN KOMIOHEHT
3yYMOBITIOE MOXKJIUBICTb MOT'0 CEPHO3HOI B3aEMOI] i3 cunaeHadinom.

Bnaue cuadeHainy Ha iHwi aikapcvki 3acobu.

[NocnimxeHHd in vitro. Cungenadin - cnabkuii inribitop izodopm 1A2, 2C9, 2C19, 2D6, 2E1 ta 3A4
(IK5, > 150 mxmoms) utoxpoMy P450. OckinbKu MiKOBi J1a3MOBi KOHIIEHTpalil cungeHapiny
CTAHOBIATH NPUOIN3HO 1 MKMOIb, BIUIUB NIpenapaTy HoBarpa Ha KilipeHC CyOCTpaTiB IUX
i30(epMEHTIB MaIOMMOBIPHUH.

BipcyTHi mani mopmo B3aemogil cunpmeHadiny Ta Takux Heclienudiynux inribiTopis ¢pocdomiecrepasu
SIK Teo(isliH Ta guIipumaMorn.



[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.

Oco6.1ueocmi 3acmocy8aHHs1.

IIo moyaTKy Tepamil ciif 3i0paTy MeIUYHUIM aHaMHe3 IallieHTa Ta IPOBECTH (isuKanbHe
00CTeKeHHS [J1s HiarHOCTUKU ePeKTWIbHOI AUCOYHKIIII Ta BU3HAUYEHHS 11 MOXKJIMBUX IIPUYHH.

daxmopu pusuky cepueso-CyOUHHUX 3ax80pt08aHb. OCKINIbKY CeKCyasibHa aKTUBHICTh
CYTIPOBOMKYETHCS TIEBHUM PU3UKOM 3 00Ky CepIsl, J0 MoYaTKy Oy[b-IKOT0 JTiKyBaHHS €pPEeKTUIHHOI
nuchyHKII1 TiKap TOBUHEH OIIHUTH CTaH CePIeBO-CyAUHHOL CUCTeMU nalieHTa. CunpeHadin BUsBse
CYOUHODPO3IMUPIOBANIbHUY e(EeKT, 10 IPOSIBIIETHCI JIETKUM Ta KOPOTKOYaCHUM 3HUXKEHHSIM
apTepianbHOTO TUCKY (HuUB. po3min «dapMakogrHaMika»). [lo mpu3HadeHHs cunfeHadiny mikap
IIOBMHEH PETEeNIbHO 3BaXKUTHU, YU MOXKe TaKui eheKT MaT! HeCIIPUSATINBUY BIJIMB Ha IAIl€HTIB i3
IIeBHUMU OCHOBHUMHU 3aXBOPIOBAaHHSAMHU, 0CO6/IMBO ¥ KoMOiHalii 3i ceKcyasnbHOIO aKTHUBHICTIO. [0
NAlli€HTIB i3 MiBUIIEHOI0 YYTIXUBICTIO [0 BAa30AUIaTaTOPiB HajleXkKaTh MAI[iEHTH 3 00CTPYKIIi€0
BUBIIHOTO TPAKTY JIiBOTO IIJYHOUKA (HAIIPUKJIIa[, CTEHO3 aopTH, TinepTpodiuHa 06CTPyKTUBHA
KappaioMiomnaris) abo maieHTH 3 PigKiCHUM CHHIPOMOM MYJIbTUCUCTEMHOI aTpodii, oqHUM i3 MPOsIBiB
KOl € TSKKe IOPYIIEeHHS Peryisiil apTepialbHOT0 TUCKY 3 O0KY BereTaTUBHOI HEPBOBOI CUCTEMH.

HoBarpa noTeHI1Iito€ rinoTeH3uBHUM ePEKT HiTpaTiB (OuUB. po3min «I[IpoTUOKa3aHHSI»).

Y nmocTMapKeTHHTOBOMY TEPiofi MOBiIOMIISIIIN PO TSAXKKi MoOiYHi peakuii 3 60Ky ceplieBO-CyaquHHOI
CHCTeMHU, BK/TI0O4aouH iHapKT MioKapaa, HecTaOilbHYy CTeHOKApPilo, palTOBUM ceplieBUl Halaf,
IIJTYHOYKOBY apUTMii0, llepeOpoBacKyIsipHi KPOBOBUJIMBY, TPAH3UTOPHY illIeMiYHY aTaky,
apTepianbHy rinepTeH3iio Ta apTepianbHy TillOTEH3ilo, 10 y Yaci 36iranucs i3 3aCTOCyBaHHSIM
npenapaTy HoBarpa. Y GinbinocTi naiieHTiB (ane He y BCix) iCHyBanmu (aKTOPU PU3UKY CEPLIEBO-
CYOVHHMX 3aXBOpIoBaHb. barato Takux nmobiyHuX peakiliit crocrepiranocs mifg yac abo ompasy micins
CTATEeBOTO aKTy, i JUIIe KilmbKa TPaIMUIOCcs HeBOOB3i Micis 3acToCyBaHHS mpenapaty HoBarpa 6e3
CTaTeBOl aKTUBHOCTI. TOMy HEMOXKJIMBO BU3HAUYUTH, YU OB’ I3aHUN PO3BUTOK TAKUX IMOOIYHUX
peakxiiiit 6e3mnocepenHko i3 hakKTOpaMu PU3UKY, UM IX PO3BUTOK 3YMOBJIEHUH iHIMMMY YUHHUKAMHU.

IIpianism.

3acobu mist TiKyBaHHS ePeKTUIIbHOI AUCYHKIII, y ToMy Yuci ¥ cunmeHadin, ciig mpu3HaydaTy 3
00epexkHiCTIO MallieHTaM 3 aHaTOMiYHUMHU JedopMallisiMu TeHica (TaKUMU K aHTYIIALiS,
KaBepHO3HUM ¢idpo3 abo xBopobda I[Telpowni) abo marieHTaM 3i cTaHAMH, 110 YHHSITH PO3BUTOK
npianiaMy (TakKUMU K CepronofiOHa-KIIiTHHHA aHeMis, MHOXKMHHa MienoMa abo nerikeMis).

[Ticns Buxomy npenapaTy Ha PUHOK IIOBIOMIISNIK NP0 BUIIAAKY IIOJ0BKEHOI epekKIii Ta mpiamiamy. ¥
BUTIAKaX, KOJU ePeKIlisd TpuBa€ Oinblle HixK 4 TOOUHHU, MMalliEHTaM CJIil HerallHO 3BePHYTUCS 3a
MeOUYHOI0 AOIOMOT00. 3a BiICYyTHOCTI HETAWHOTO JIiIKyBaHHS IIpialli3M MOXKe MPU3BECTHU [0
MOIIKOAKEHHS TKaHUH IeHica Ta [0 CTiMKOl BTPaTH MOTEHIIil.

OdHouacHe 3acmocy8aHHs 3 iHwumu iHzibimopamu ®IIES5 abo 3 iHwumu npenapamamu 015
NIKYBAHHA epeKkmuabHOl OUCYHKUI.

Besneka Ta eeKTUBHICTh OHOYACHOT'0 3aCTOCYBaHHS cupeHadiny 3 iHmmmu inridiTopamu OIES
abo iHIIMMU ITperapaTaMy OJIs JIIKYBaHHS TinepTeH3ii 1ereHeBol apTepii, SKi MicTATh cungeHadin
(manpukinan, PeBanio), abo 3 iHImIKMMY ITpenapaTaMu [Jjis JTIKyBaHHS €pPeKTUIIbHOI IUCHYHKIII He



BHUBYAsNKCs. TOMY 3aCTOCYBaHHSI TaKUX KOMOiHallill He peKOMEeHI0BaHe.
Bnause Ha 3ip.

CroHTaHHI NTOBIJOMJIEHHS IIPO BUHUKHEHHS Oe(eKTiB 30py HaAXOOUJIX acOIili0BaHO i3
3aCToCyBaHHSM cungeHadiny Ta iHmux iHridiTopis ®ES (ous. po3gin «[1o6iuHi peaknii»). IIpo
BUTIAJKU HeapTepialbHOI TepeHbOI illleMigyHOI HEBPOIIAaTii 30POBOT0 HEPBA, 10 € PiIKiCHUM CTaHOM,
Ha[IXOOUIX CIIOHTAHHI ITOBIHOMJIEHHS Ta IIOBIOOMIISANIOCS y HArJSIHOBOMY OOCIiIKEHHI acolliiioBaHO i3
3aCTOCyBaHHSIM cuigeHadiny Ta iHmwux inridiTopis ®IES (ous. po3min «I1ob6iuHi peakirii»). [TamieHTiB
CJIif IOTIEpeAuTH, 110 V BUMAOKY PalTOBOTO MIOPYIIEeHHS 30PY 3aCTOCyBaHHS IIpenapaTy HoBarpa ciif
IPUNUHUTY Ta HETalHO 3BEPHYTHUCS [0 JiKaps (OUB. po3nin «[IpoTunokasaHHSI»).

O0HouacHe 3acmocy8aHHA 3 PUMOHABIPOM.

OpHOYacCHe 3aCTOCYBaHHS cuifeHadimy Ta pUTOHaBipy He peKOMEHAYEThCS (AUB. po3ain «B3aemonis
3 iHIIIMMM JTiIKapCbKUMHM 3aco0aMy Ta iHIIM BUOW B3aEMOMiM»).

OdHouacHe 3acmocysaHHA 3 biokamopamu anbgpa-adpeHopeuenmopia.

[TamieHTaM, sIKi 3aCTOCOBYIOTH 6710KaTOPH aib(a-afpeHOPEeLenToPiB, 3aCTOCOBYBATH cuiigeHadin ciin
3 00epexkHiCTI0, OCKINTbKY TaKa KOMOiHaIlisl MOXKe IIPU3BECTH 10 CUMIITOMATUYHOI TinoTeH3il y
OesIKUX CXUJIbHUX [0 1IbOT0 MallieHTiB. CuMITOMaTH4YHa TilIOTeH3is 3a3BUYall BUHUKAE IIPOTIATOM 4
TOJHUH IiCJig 3aCTOCYBaHHS cuigeHadiny. 3 MeToi0 MiHiMi3allil pU3uKy PO3BUTKY OPTOCTATUYHOI
rinoTeH3il Tepamiio cungeHadiioMm MoXKHa PO3MOYNHATH JIUIIE Y TeMOAMHAMIYHO CTabiTbHUX
TAIEHTIB, SIKi 3aCTOCOBYIOTh OJI0KATOPH anbda-agpeHopelenTopiB, iX CTaH MOTPiOHO cTabinidyBaTu
3a J0ToMOToi0 6710KaTOPiB anbdha-aapeHopelenTOPiB 10 I0YaTKY 3aCTOCYBaHHS cunngeHadiny. Takox
CJIi[T PO3TJISTHYTH MOXKJIMBICTh 3aCTOCYBaHHS 1TOYATKOBOI 703U 25 Mr (guB. po3min «Cmocid
3aCTOCyBaHHS Ta 0o3u»). KpiMm Toro, ciif npoindopMyBaTy NalLli€HTIB, IK AiiTH Y BUIAAKY IIOSBU
CHMIITOMIB OPTOCTQTUYHOI TiMOTEH3Il.

Bniaus Ha Kpo8OMBOPEHHSH.

HocmimKeHHS TPOMOOIUTIB TIOAUHY IIPOAEMOHCTPYBAJIH, 110 in Vitro cunaeHadin moTeHIi0e
aHTHarperaniiiHi ehpekTy HaTpiio HiTponmpycuny. HeMae xkonHo1 iHpopMaliil mono 6e3nexku
3aCTOCYBaHHS cunneHadiny namieHTamMu i3 MOpyIIeHHSIMU 3TOPTaHHsI KPOBi ab0 TOCTPOIO MENTUYHOO
BHMPa3K0w0. TaKUM YMHOM, 3aCTOCYBaHHS cuafeHadiny namieHTaMu 1iel TPynIy MOXKIIMBE JIUIIE IiCTs
PEeTENbHOI OI[IHKY CITiBBIAHOIIEHHS KOPUCTI Ta PU3UKIB.

[Ticns 3actocyBanHs mo3u 100 Mr 3gopoBUME HOOPOBOJIBISIME HE CIIOCTEPIranocs BIUIMBY Ha
Mopdosorito abo pyxoMicTh ciepMaTo30ifiB (AUB. po3min «dapMakoguHaMiKa»).

Bmpama cayxy. JlikapsiM CJifl mOpafuTy NallieHTaM IPUIUHUTY 3aCTOCYBaHHA iHTi6iTOpiB ®IES,
BKJIIOYAlO4X IpernapaT HoBarpa, Ta HeravHo 3BepHYTUCSA 38 MeNUYHOIO NOIIOMOI0I0 ¥ pa3i parnToBOro
3HUXKEHHS YU BTpaTHU CiIyxy. [Ipo mi ABuIla, gKi TaKOXK MOXKYThb CYIIPOBOAKYBATUCS N3BOHOM Yy ByXax
Ta 3allaMOPOYEHHSIM, IIOBIIOMIISINIM 3 acolliallielo y 9aci i3 3acTocyBaHHsAM iHTibiTopiB ®IIES,
BKJIIOYal04u npemnapat Hosarpa. BusHaunuTy, 4u 1i siBUIla IPSIMO II0B’g3aHi 13 3aCTOCYBaHHAM
inri6iTopis ®IE5 uu 3 inmuMu HakTopaMu HEMOKIIHUBO.

OO0HouacHe 3acmocy8aHHA i3 2inomeH3u8HUMU npenapamamu. HoBarpa YuHUTEL CUCTEMHY
CyIVHOPO3IINPIOBAIBHY [il0 Ta MOXKe B IOJAIbIIOMy 3HUXKYBATU apTepiaJbHUM TUCK y NAlli€HTIB, Kl
3aCTOCOBYIOTh TiIIOTEH3UBHI JTiKapchKi 3aco0u. Y oKpeMoMy [OCIiAXKeHHi TiKapCchKoi B3aeMopii
OJHOYACHe 3aCTOCyBaHHS amopuminy (5 Mr abo 10 mr) Ta cungenadiny (100 Mr) mepopanbHO
CIIOCTEpPIranocs cepeqHe NOgaTKOBe 3HUKEHHS CUCTOIIYHOIO TUCKY Ha 8 MM pT. CT. Ta



OiacTONIYHOTO - Ha 7 MM PT. CT.

3axeoprBaHHA, W,0 nepedarmucsa cmamesum WaAAXoM. 3acTOCyBaHHS npenapaTy HoBarpa He
3axulllae Bifl 3aXBOPIOBaHb, 110 IepefalnThCsa CTaTeBUM HUIAXOM. CIIif pO3TISHYTH MOXKJIUBICTh
iHhopMyBaHHS MAIli€HTIB 00 HEOOXiTHUX 3amM00iKHUX 3aX0[IiB OIS 3aXUCTY Bifl 3aXBOPIOBAHB, ITI0
IepefaloThCsA CTAaTEeBUM IUISIXOM, BKJIIOUAIOYH BipyC IMyHOOeQIUTY TIOOUHM.

Lle#t mikapcbku# 3acib MicTuth MeHIe 1 MMoib HaTpito (23 Mr) Ha TabneTKy, TOOTO IPaKTUYHO
BinbHUY Bif HaTpito. [1po 1le MOXXHa MIPOiH(pOpPMyBaTH MAIiEHTIB, IKi JOTPUMYIOTHCS OiETH 3 HU3BKUM
BMiCTOM HaTPIio.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py0010.

[Tpenapat HoBarpa He mpu3Ha4YeHuUN [JIT 3aCTOCYBaHHS XKiHKaM.

30amHicmb eniueamu Ha weudKicme peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHi3mamu.

HoBarpa Moxke MaT{ He3HaYHUI BIUIMB Ha KEPyBaHHS aBTOTPAHCIOPTOM ab0 iHIIMMU MeXaHi3MaMu.
OcCKinbKY y KIiHIYHUX OOCTIAXKEHHAX IIPYA 3aCTOCYBaHHI cuigeHadiIy MOBIqOMIISAIN IPO BUMIaAKH
3amaMOpOYEHHS Ta MOPYIIEHHS 3 00Ky OpraHiB 30py, Iepen TUM K CigaTv 3a KepMO TPaHCIIOPTHOTO
3aco0y abo mpaloBaT 3 MexaHi3MaMu, HeOOXiIHO 3’sICyBaTH iHAUBIAyaIbHY Peakiiiio Ha
3aCcTOCyBaHHS IpemnapaTy Hosarpa.

Cnoci6 3acmocyeaHHsi ma do3u.
[TpemapaT 3aCTOCOBYBATHU IT€POPATIBHO.
Ilopocai.

PekxoMeHnoBaHa mo3a npenapaty HoBarpa ctaHoBuTb 50 MT' Ta 3aCTOCOBYEThCS ¥ pa3i HeoOXigHOCTI
npuOIU3HO 3a 1 rOOUHY [0 CeKCyaabHOI aKTUBHOCTI. 3asie’kHO Bil e(eKTUBHOCTI Ta IEPEHOCUMOCTI
mpernapary [03y MoxHa 36inbmuTy 1o 100 Mr abo 3MeHIMTH [0 25 Mr. MakcuMasbHa
PeKoOMeHaoBaHa J103a cTaHOBUThE 100 mr.

YacToTa 3aCTOCYBaHHS MaKCHMaJIbHOI peKOMEHI0BAaHOI M03H IIperapaTy CTaHOBUTH 1 pa3 Ha mo0y.
[Tpu 3acTocyBaHHi nmpenapaTy HoBarpa mim 4ac BXKUBaHHS 1XKi [id IpenapaTy Moxe HacTaBaTH
Ii3Hille, HiXK Py 10T0 3aCTOCYBaHHI HaTIIE.

ITayieHmu AiMHbO20 BIK)Y.
Heo0xigHicTh y KOPEKIIil 03U MallieHTaM JiTHLOTO BiKYy BiICyTHS.
ITauieHmu 3 HUPKOBOI HedocmamHicmio.

OcCKibKY y MAlieHTiB 3 HUPKOBOIO HEJOCTATHICTIO TAKKOI0 CTYIIeHd (KJIipeHC KpeaTuHiHy HUX4Ye 30



MJI/XB) KJIipeHC cunpeHadiny 3HMKeHNM, peKOMeHI0BaHa 403a IIpeliapaTy CTAHOBUTE 25 MT.
3anexHo Bif e(eKTUBHOCTI Ta TEPEeHOCHMOCTI IpenapaTy A03y MoxHa 36inpmuty go 50 mr Ta 100
MT.

ITauieHmu 3 neviHK080K HedocmamHicmio.

OcCKinbKM y MAIliEHTIB i3 MeYiHKOBOI HEOOCTATHICTIO (HapUKJIa[, IUPO30M) KITipeHC cunmeHadiny
3HUKEHUH, peKOMeH0BaHa [03a IIpenapaTy CTaHOBUTD 25 Mr. 3ajie’kHO Bifl e(heKTUBHOCTI Ta
IIePEHOCUMOCTI ITpenapary f03y MoxkHa 30inbmmTu o 50 mMr ta 100 Mmr.

ITauienmu, AKi 3acmocoa8yomb iHWi AiKapceuKi 3acobu.

AKI1I0 MaIieHTH OMHOYACHO 3aCTOCOBYIOTH iHTibiTopr CYP3A4 (3a BUHSITKOM PUTOHABIpY,
3aCTOCYBaHHS SIKOTO OMHOYACHO i3 cunpeHadinoM He peKOMEHIYEThCS, AUB. po3ainu «Oco6IuBOCTI
3aCTOCyBaHHSI» Ta «B3aeMofiis 3 iHIMMMHU TiKapChKUMM 3acobaMu Ta iHII BUAYM B3a€EMOMil», CIIif
PO3TIISHYTH MOKJIMBICTH 3aCTOCYBaHHS ITOYaTKOBOI O3U 25 MT ).

3 MeTOI0 MiHiMi3allil MOXKIMBOT0 PO3BUTKY IIOCTYypPaJIbHOI TiOTEH3il ¥ MallieHTiB, SKi 3aCTOCOBYIOTh
6110KaTOPU anbda-afpeHOopPelenToPiB, CTaH TaKUX MAalli€HTiB MOTPiOHO cTabinizyBaTH 3a HOIOMOTOI0
6710KaTOPiB anbda-afpeHopelenToPiB [0 0YaTKy 3aCTOCyBaHHS cunigeHadiny. Takox ciif
PO3TISTHYTH MOXKJIABICTh 3aCTOCYBaHHS IMMOYATKOBOI 103U 25 MT (IuB. po3minu «OcobIuBOCTi
3aCTOCYBaHHS» Ta «B3aeMofis 3 iHIMMMY TiKapChKUMM 3ac00aMu Ta iHIII BUOM B3aEMOMiH»).

Himu.

[IpenapaT He 0Ka3aHUY i 3aCTOCYBaHHSA IOiTSIM BiKOM 10 18 pOKiB.

Ilepedo3yeanHsi.

Y mporieci KiHIYHUX JOCTiIXKeHb 3a y4acTi0 JOOPOBOJIBINB IIifl Yac 3aCTOCYBaHHS PA30BOi J03H
cunpenadiny mo 800 Mr mobiuHi peakii Oymu MOmiOHUMHU OO THUX, L0 CIIOCTEPiralucs mpu
3aCTOCYBaHHI cungeHadiny y HUKYMX J03aX, ajie 3yCcTpivanucs JacTime Ta 0y OibI TAXKKIMHU.
3acTtocyBaHHA cungeHadiny y mo3i 200 Mr He IPU3BOAUIIO [0 MiABUIIEHHS e(DEeKTUBHOCTI, aje
CIIPUYMHSIIO 3POCTAHHS KiJTbKOCTi BUMIAAKiB PO3BUTKY MOGIYHUX peakiii (rojoBHOT0 007,
IIPUIIINBIB, 3allaMOPOYEHHS, DUCIIEICil, 3aKIageHO0CTi HOoca, MopyIIeHb 3 00Ky OpraHiB 30py).

Y BunagKy nepeno3yBaHHS IIPU HeOOXiMHOCTI BOAIOTHCS 0O 3BUYAWHUX MiATPUMYIOYUX 3aX0MiB.
[TpuckopeHHS KIIipeHCy cunpeHadiny Ipu reMofianisi MajoiMOBipHEe BHACIIIOK BUCOKOTO CTyIIE€HS
3B’sI3yBaHH4 IpenaparTy 3 6iTkaMu I1a3MU KPOBi Ta BifCyTHOCTI eniMiHanii cunpenadiny i3 cevero.

ITo6iuni peakuii.

HattyacrTime moBigoMIsiiu Ipo Taki moOiyHi peakiril, Ik roOI0BHUN 0inb, IPUIIIMBY KPOBI, MUCIIEIICis,
3aKjafeHicTh Hoca, 6ifb ¥ CIIMHI, 3al1laMOpPOYeHHS, Hy40Ta, IPUILINBY XKapy, MOPYIIEeHHS 30Dy,
I[iaHOIICisl Ta 3aTbMapPEeHHS 30pYy.

[HdopMariis momgo nobiuHUX peakilii y paMKaxX TOCTMapKeTHHTOBOTO CIIOCTepeXeHHs Oyra 3i0paHa



IPOTSATOM TIEPiOAY TPUBAicTIO Oinbire HiXK 9 pokiB. OCKiNbKY MOBITOMIISITIA HE PO BCi mo0iuHi
peaxiiil Ta He Bci noOiuHi peakuii 6ynu BKIoYeHi y 6a3y ganux 3 6e3MeKu, 4acToTa TakKuX peakiiit He
MoxKe OyTH JOCTOBIpHO BU3HAY€HA.

Yci kniniuno 3Hauymni mobiyHi peakiii, 110 crocTepiranucs y KIiHIYHUX JOCTIAXKEHHSIX YacTille, Hixk
IIPU 3aCTOCYBaHHI mare6o, HaBedeHo B TaOIMIN HUXKYe BiAMOBIAHO Ho Kinacudikarrii
«Cucrema-opraH-Kiac» Ta 4aCTOTH: gyxke dacTo (= 1/10), gacto (= 100 ta < 1/10), Heyacto (= 1000
Ta < 1/100), Ta pigko (= 10000 Ta < 1/1000).

Y Mexkax KOXKHOI 4aCTOTHOI rpynu nobiuHi peakilil HaBefieHi y TOPSAKY 3MeHIIeHHS IX CEPHO3HOCTI.

[ndeKIIiliHi Ta iHBa3WBHI 3aXBOPIOBAHHSI

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

3 60Ky HEPBOBOI CUCTEMU

[yoice yacmo: TonoBHUM Gifb.

Yacmo: 3ar1aMOpPOYEHHS.

Heuacmo: COHNUBICTS, rinecTesis.

Pioko: iHCy/BT, TPDAH3UTOPHA illeMiYHa aTaka, CyqOMU*, peLlUAuBY CyIoM*, CHHKOIIE.
3 OOKy OpraHiB 30py

Yacmo: OpyILIeHHS CIPUUHATTS KOIbOPY**, po3nagu 30py, 3aTbMapeHHs 30Dy .

Heyacmo: po3naagu ClbO30BUIINTeHHS ¥, 6itb B ouax, poTodobist, poTorcis, rimepemist ouel,
SICKPaBiCTh 30pYy, KOH IOHKTHBIT.

Pioko: HeapTepiasibHa NepegHs illleMidyHa HeUpoIaTisd 30POBOro HepBa*, OKJII03isd CyAUH CITKiBKU*,
peTuHaNIbHUM KPOBOBUIIUB, apTEPIOCKIIEPOTUYHA PETUHOINATIS, TOPYIIEHHS 3 00KY CiTKiBKH,
riraykoma, 0eeKTH MoJist 30PYy, OUIIIOINis, 3HUKEeHHS T'OCTPOTH 30Dy, MioOIlis, aCTEHOIIis, MlaBaloydi
TIOMYTHIHHSI CKJIUCTOTO Tijla, OPYIIeHHs 3 60Ky paiayKHoi 000JI0HKY, Mifipia3, mosBa CAIOYUX
KPYTiB HABKOJIO [A2Kepesia CBiT/a (rajo) y mosi 30py, HabpsK o4el, MIPUIyXJIiCTh O4el, MOPYIIeHHS 3
00Ky ouel, rinepeMisi KOH'IOHKTHUBH, TIOOpPa3HeHHs o4Yel, aHOMaJbHi Bif4yTTs B 04aX, HabpsK IOBIK,
3He0apBlIeHHS CKIIEPH.

3 OOKY OpraHiB CIYXy Ta BECTHOYIIPHOTO anapaTy
Heuacmo: 3artaMOpOY€eHHs, O3BIiH y ByXax.
Pioko: royxora.

3 6OKY cepIist

Heuacmo: Taxikapfisi, TocuieHe cepreOuTTs.



Pioko: panToBa ceplieBa cMepTh*, iH(apKT MioKapAa, IUTyHOUYKOBa apuTMis*, ¢hibpunsiis
nepercepnb, HecTtabilbHa CTEHOKAPMis.

3 OOKy CynuH

Yacmo: IPUIIUBY KPOBi 10 00IMYYs, IPUILINBY Kapy.

Heuacmo: aprepianbHa rinepTeH3isd, apTepianbHa TinoTeH3id.

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

Yacmo: 3aKianeHicTh HOca.

Hevyacmo: HOCOBa KpOBOTeYa, 3aK/IafeHiCTh IPUAATKOBUX [1a3yX HOCa.

Pidko: BimuyTTsI CTUCHEHHS Y TOPJIi, HAaOPSK CI130BOi 000JIOHKK HOCA, CYXiCTh Y HOCI.
3 OOKY IINYHKOBO-KHUIITKOBOTO TPAKTyY

Yacmo: HynoTa, OUCIIEICiA.

Heuacmo: ractpoe3odareanbHa pedJroKcHa xBopoOa, 61roBaHHS, Oiflb y BEpXHill YaCTHHI JKUBOTA,
CyXICTb y POTI.

Pioko: rinecTesist pOTOBOI MOPOKHUHH.

Po3nanu 3 60Ky IIKipK Ta DigMKipHOi TKAHWUHU

Hevyacmo: BucumasHs.

Pioko: cuappoM CriBeHca-[I2KOHCOHA*, TOKCUYHUY emifilepMalbHUAM HEKPOTi3*,

3 00Ky OIIOPHO-PYXOBOT'0 anapaTy Ta CHOJIYYHOl TKAHUHU

Heuacmo: mianris, 0inb y KiHIliBKax.

3 OOKY CEeYOBHUIINTbHOI CUCTEMHU

Heuacmo: rematypis.

3 6OK§Z E)GH[!OHyKTI/IBHOI CHUCTEMHU Ta MOJIOYHHX 3aJ103

Pigko: KpoBOTeYa 3i CTaTEBOro 4YjieHa, Ipiami3aM*, reMaTOCIIEepMisi, IOAOBXKEHA ePeKIIis.
3arasibHi po3/iafy Ta pPeakliil y Miclli BBeIeHHS

Hevacmo: 6inb y Tpynsx, mifBUIleHa CTOMIIIOBAHICTh, BiMUYTTS XKapy.

Pi0Ko: mompa3HeHHS.

O6cTexeHHs

Heuacmo: migBuIieHa 4aCcTOTa CEPIIEBUX CKOPOUYEHb.

* [ToBimOMIIANIY UIIIe T Yac OOCIigXKEeHH IIiCid BUXOAY IIpernapaTy Ha PUHOK.



** [TopyleHHs CIPUAHSTTS KOJIbOPY: XJIOPOIICisl, XpOMATOIICis, iaHOIICis, epUTPOIICisi, KCAHTOIICis.

**#* [TopylIeHHS CIbO30BUAIIEHHS: CYXiCTh B 04aX, IOPYIIEHHS CIbO30BUIIIEHHS Ta HiABUILIEHHS
CIILO30BHU/iJIEHHS.

Huxye3a3HaueHi gBUllla cocTepiranucsa y < 2 % MallieHTiB y Ipolieci KOHTPOJIbOBaHUX KITIHIUHUX
OOCIIIXKeHb; IPUYNHHUY B3a€MO3B 130K He BU3HaueHU. [10BiIOMIIeHHS BKIOYa/IN SABUIIA, 1[0 MaJll
BiporifHuY 3B’A30K i3 3aCTOCYBAHHSIM Ipemnapary. fBuilla, ski He Oyu 3a3HauyeHi, Oyau IETKUMU Ta
NIOBinOMJIeHHS OyNy OyKe HeTOYHUMHU, 11100 MaTH 3HAYEHHS.

3aranbHi: HaOPSK 006TMYYs, peakilii GOTOUYTIUBOCTI, IIOK, acTeHis, 6inb, panToBe MamiHHs, Oilb v
JKWBOTIi, paliTOBe MOIIKOIKEHHS.

3 6OKy cepIieBO-CYIMHHOI CUCTEMU: CTeHOKapHis, AV-610Kafa, MirpeHb, MOCTypabHa TinoTeH3is,
imemis Miokapaa, TpomM603 CyOUH T'OJIOBHOTO MO3KY, palToBa 3yMKUHKA CEPIlS, ITOPYLUIEHHS
pe3ynbTaTtiB Ha EKI', KapaiomionaTid.

3 60Ky HIIIYHKOBO-KHUIITKOBOTO TPAKTY: TJIOCUT, KOMIT, mucdarisi, racTpuT, TaCTPOEHTEePUT, e3o0darit,
CTOMAaTHUT, TIOPYIIEHHS Pe3yIbTaTiB Te4iHKOBUX P00, peKTalbHa KPOBOTEYaA, TiHTIBIT.

3 OOKY CHCTEMU KPOBi Ta miMbaTHYHOI CUCTEeMU: aHeMis, JIeUKOoIleHid.

Po3namgu MeTaboi3aMy Ta xapuyBaHHS: ciipara, HaOpsK, mogarpa, HectabinpHui giaber,
rinepriikeMis, nepudepuyHi HaOPsIKY, TinepypuKeMis, rinornikemis, rimepHaTpiemis.

3 6OKy CKeJleTHO-M I30B0i CUCTEMH: apTPUT, apTPO3, PO3PUB CYXO0KUJLIS, TEHOCUHOBIT, OiNb
y KiCTKax, MiaCTeHisl, CHHOBIT.

3 6GOKy HEPBOBOI CHCTEMHU: aTaKCis, HEBpaTis, HEHPOIaTisi, mapecTesis, TPeMop, BEPTUTO, [ETIPECis,
0e3COoHHS, aHOMaJIbHi CHOBUIIHHS, 3HUKEHHS pedIeKcis.

3 6OKy IMXalbHOI CUCTEMU: aCTMa, OUCITHOE, JTAPUHTIT, papuHriT, CUHYCUT, OPOHXIT, MOCUIIeHe
CIIMHOBUMIJIEHHS, TOCUJIEHHS KalllJTio.

3 GOKy IIKipu: KPOIUB THKA, reprec, cBep0ixk, MiBUINEHA MiTAUBICTh, BUPA3KH IIKipU, KOHTAaKTHUN
OepMaTuT, eKCPOIiaTUBHUN TePMATHT.

CnemudiyHi BiTuyTTs: panToBe 3HUXKEHHS ab60 BTpaTa Ciyxy, 0i/ib ¥ ByxaX, KDOBOBUJIUB Y OKO,
KaTapakTa, CyXiCThb B O4ax.

3 60Ky YpOreHiTalbHOI CHCTeMM: IMCTUT, HIKTYPis, IMiiBUIIlEHA YaCTOTa CEUOBUIYCKaHb, 30iTbIIeHHS
MOJIOYHHUX 3aJ103, HETPUMAaHHS CeYi, MOPYIIeHHs esKysilii, HaOpsK CTaTeBUX OPTraHiB, aHOPra3Mis.

OCBiIl 3aCTOCYBAHHS MiCJIsT BUXOOY Ha PUHOK. [Tic/ist BUXOOy Iperaparty Ha PUHOK Oynu
inenTudikoBaHi HUXKYe3a3HaueHi mobiyHi peakuii. OCKiTbKY PO TaKi peakilii MoBiqOMIISIOTE
noOpPOBiTBEHO Ta MOBIOMIEHHS HAAXOASATh Bif OMYJIALil HEBiIOMOI YMCETbHOCTI, HE 3aBXKON MOXKHA
IOCTOBIPHO OIIIHMTH 1X YACTOTY Ta BCTAHOBUTH IPUYMHHUN 3B’SI30K i3 €KCIIO3HUIIi€I0 JIiIKapChKOTO
3aco0y. Lli sBumia Oyny 3a3HadeHi K Yepe3 1X Cepr03HiCTh, YaCTOTY MOBIOMJIEHHS, BiICYTHICThb
YiTKOT'0 aJIbTEPHATUBHOTO 3B'I3KY, TaK i yepe3 KoMOiHaIliio mux GpaKTopiB.

Cepuego-cy0uHHi ma uepebposackyaapHi ssuuid. [ToBigoMIsIM PO CEPHO3Hi CeplLeBO-CyauHHi,
11epe6POBACKYISIPHI Ta CYOUHHI SBUIA, BKITIOUAOUH 1Iepe6pPoBacKyIsIpHy KPOBOTEUY,



cybapaxHoifanbHy Ta BHYTPIIIHbOIIEpeOpaIbHy KPOBOTEUY Ta JIETEHEeBY KPOBOTEUY, 1110 OyTH
TIOB’sI3aHi ¥ 4aci i3 3acTocyBaHHSM npenapaty HoBarpa. YV 6inbinocTi natienTis (ane He y Bcix) 6ynu
HasiBHI (paKTOpH CepreBO-CyOUHHOTO PU3UKY. [ToBimoMIIsny, 1110 6araTo 3 IUX SBUILN BUHUKIIM ITif 4ac
abo Bigpasy micisi ceKcyasbHOI aKTUBHOCTI Ta [IeKifTbKa SBUII BUHUKIIM Biipa3y IicJig 3aCTOCYyBaHHS
npenapaTy HoBarpa 6e3 cekcyasibHOI aKTUBHOCTI. [HIIIi SBUIIla BUHUKJIU IIPOTSTOM HAaCTYIHUX FOJUH
Yy OHIB Micis 3acTOCyBaHHSA mpemnapaTy HoBarpa Ta cekcyanabHOI akKTUBHOCT. HeMokuBO
BCTQHOBUTH, UM LIi BUIIA TI0B’A3aHi i3 3aCTOCYBaHHAM IIperapary, i3 CeKCyaibHOI aKTUBHICTIO, 13
HassBHUMU (GaKTOpaMu PU3UKY 4M i3 KoMOiHalliero uux HakTopiB, Yy 3 iHIIUMU (aKTOpPaMH.

KposoHocHa ma aiMpamuyHa cucmemu: Ba300K/IIO3UBHUYN KPU3. Y HEBEJIMKOMY 3aBU4acCHO
IPUIIMHEHOMY [OCTiIXKEeHHi 3aCTOCyBaHHSA IpelapaTy Pesamio (cunmenadin) Asd Dalie€HTiB 3
JIETEHEeBOI0 apTepialbHOIO TiMepTeH3i€l0, BTOPUMHHOIO IIOA0 CEePIONOniOHOKIITHHHOI aHeMil, Tpu
3aCTOCyBaHHI cungeHadiny Mpo po3BUTOK Ba300KIIO3UBHUX KPU3iB, 1110 T0TpebyBasy rocmiTamilaiii
TIOBIIOMJISINIM YacTillle, HiXkK IpU 3acTocyBaHHi mianebo. Kniniune 3HaueHHs i€l indopmarii ans
TNIallieHTiB, SIKi 3aCTOCOBYIOTH IipenapaT HoBarpa 3 MeTOI0 JTiKyBaHHS €pPeKTUIbHOI AUCHYHKII,
HeBigoMe.

Hepeosa cucmema: TpuBora, TpaH3UTOPHA I1o0abHa aMHe3i.
Cneuuciuni giduymma.

Cayx. Tlicns BUXOAy IpelnapaTty Ha pUHOK 3a¢hikCcoBaHO IIPO BUIIQIKK PAITOBOTO 3HUXKEHHS a0
BTpATH CIIyXy, I0OB'A3aHl y 4Yaci i3 3aCToCyBaHHAM IIpenapaTy HoBarpa. Y meskux Bunagkax
TIOBIIOMJISINIM TIPO HAsIBHICTh MEAUYHUX CTaHIB Ta iHIINX (HaKTOPiB, 110 MOTJIU BifirpaTH pPojb y
PO3BUTKY MOOIYHMX peakiliit 3 60Ky oprany ciayxy. Y 6aratbox BUIagKax iHpopmaris momo
IIOMAJIBIIOr0 MeIUYHOT 0 CIIOCTEPeKEeHH BiCyTHA. BU3HauuTH, YU 11l ABUIA IPSAMO [10B’A3aHi i3
3aCTOCyBaHHSM IpenapaTty HoBarpa, 3 HassBHUMU (aKTOpaMU PU3UKY BTPATH CIyXy, 3 KoMOiHaIli€0
111X (aKTOPiB UM 3 iHMUMHU (aKTOPaMu, HEMOXKIIKBO.

3ip. TumMyacoBa BTpaTa 30py, IOYEPBOHIHHSA OYel, TeYiHHA B 04aX, MifBUIIEeHHS BHYTPILIHLOOYHOTO
TUCKY, HaOpsK CiTKiBKM, CyIMHHI 3aXBOPIOBAHHS CiTKiBKM a00 KpOBOTeda, BiflllapyBaHHs CKJIICTOTO
Tina.

[Ticnsa Buxofmy mpenapaTy Ha PUHOK PiIKO MOBiAOMIISIIN IIPO BUIIAAKK HeapTepiaabHOI TepegHbol
ilmemiyHOI HEBpoOIaTil 30pOBOT0 HEPBA, 1[0 € IPUYMHOI0 3HUKEHHS 30Dy, BKJII0UAI0YHU [TOCTINHY
BTPATYy 30pYy, sKi Oynu 1moB’s3aHi y 4aci i3 3acTocyBanHAM iHribiTopis ®IES, BKtoYawyy mpemnapar
Hogarpa. ¥ Garatbox natji€eHTiB (ajye He y Bcix) Oynu HasiBHI aHaTOMiuHi a00 CyouHHi GpakTOpH
PH3UKY PO3BUTKY HeapTepiaabHOl IepegHbol illleMidHOl HeBPOIIaTil 30pOBOr0 HEPBA, BKIIYal04YU
(ane He060B'13K0BO 0OMEKYIOUHCH) TaKi: HU3bKe CIIiBBiIHOIIEHHS [iaMeTpa eKCKaBallil Ta A1CKa
30pOBOr0 HEpBa (3aCTiHUU OUCK 30pOBOTO HEPBa), Bik nmoHaf 50 poKiB, apTepianbHa TrinepreHsis,
3aXBOPIOBaHHS KOPOHAPHUX apTepiu, rineprnimigemisa Ta namiHHsA. HeMOXKIUBO BU3HAYUTH, YU IIi
SIBUIIA TIPSIMO IOB’s13aHi i3 3acTocyBaHHaM iHTiOiTOpiB ®JES UM 3 HAassBHUMU aHATOMIiYHUMU abo
CYOIUHHUMM (aKTOpPaMHU PU3UKY, YX 3 KoMOiHaliewo IuxX BCix ¢pakTopiB, uu 3 iHIKUMU (paKTOpaMHu.

38imysaHHs npo nido3prosaHi nobiuHi peakuii. 3BiTYBaHHS PO Migo3pioBaHi mobiyHi peakiiii mics
peecTpallil mTiKapchbKoro 3aco0y Ma€ BaxK/IuBe 3Ha4eHHS. Lle Jae 3Mory MpoBoguTH Oe3repepBHUM
MOHITOPUHT CIIiBBIIHOIIEHHS KOPUCTIi 1 PU3UKIB, [TOB’A3aHUX i3 3aCTOCYBaHHAM LIbOTI'0 JIIKAPCHKOI'0
3aco0y. JlikapsM ciif 3BiTyBaTH IIpo OyOb-aKi Mmigo3pioBaHi mo0iYHi peaklii BigmOBiIHO K0 BUMOT
3aKOHOMIaBCTBA.



Tepmin npudamHocmi. 2 POKH.

YmMmoBH 30epirannsi. 30epiraTu B OpUTiHabHIN YIAKOBII IpU TeMIlepaTypi He Buine 25 °C.
30epiratu B HEJOCTYIIHOMY OJISI MiTe# MicCIi.

YnakoBka. [1o 1, 2 a6o 4 tabneTtku y 6mictepi; mo 1 6micTepy B KapToHHii# KopoOii. [To 4 TabneTku y
6micTepi; mo 2 GicTepu B KapTOHHIM KOPOOII.

Kareropis Bigmycky. 3a peLenTtom.

Bupoonuk. Mapkcauc ®apma JITp.

Micue3HaxoaKeHHsI BHPOOHHKA Ta afpeca MicCIsi IPoBaIXKeHHs HOro JisIbHOCTI.

Hinsuka Ne JI-82, JI-83, BepHa [ugactpian Icteiit, Bepna I'oa, IH-403 722, [apis.



