IHCTPYKIIA

IJIs1 METUIHOT O 3aCTOCYBAaHHSI JTIKaPCHKOT0 3aCO0y

HOBAI'PA €BPO
(NOVAGRA EURO)
Cknao:
Oitoua peuosuHa: cungeHadin;
1 TabneTka MicTUThL cunmeHadiny nuTpaTy eKBiBameHTHO 50 Mr cunpmeHadiny
abo 1 tabrmeTka MicTuTh cunpeHadiny nutparty ekBiBasieHTHO 100 Mr cunmeHadiny;

donomidxcHi peyosuHu: HATPiI0 KPOCKAPMeIl03a; Kallbllifo rimpodocdaT (murigpar); menomo3a
MIKPOKPHCTaJliuYHa; MarHilo cTeapar; TajlbK ounineHuy; Onaapi yepBonuii II 85G55231
(MicTuTh 6apBHUK [ToHCO 4R (E 124).

JIikapcbka ¢opma. TabmeTKH, BKPUTI IITiBKOBOIO 000JI0HKOIO.

OcHosHi (pizuko-ximiuHi 81acmugocmi: MyPIYPHO-4€PBOHOTO KOJIbOPY TPUKYTHOI GopMU
IBOOTYKJI BKPUTi 060710HKOI0 TabneTku 3 TUCHEHHSIM «50» abo «100» 3 ogHOTO GOKY.

dapMmakoTepaneBTHYHA rpyna. 3acobu, 1110 3aCTOCOBYIOThCS IPU €PEKTUIIbHIN AUCHYHKIIL.
Cunpenadin. Kog ATX G04B E03.

®apMaKoI0riyHi BJIaCTHBOCTI.
®apmakoOuHamika.

CunpgeHadin - 1e mpemnapar AJS IEPOPATbHOTO 3aCTOCYBaHHS, TPU3HAYECHUH IS JIIKyBaHHS
epekTunbHol guchyHkiil. IIpu ctaTreBoMy 30ymKeHHi IIperapaTt BifHOBIIIOE 3HUXKEHY €PEKTUIILHY
GbYHKIII0 IUISIXOM ITOCUJIEHHS IPUTOKY KPOBi [0 TeHica.

®dizionoriuHuii MexaHi3M, 110 3YMOBIIIOE €PEKIIil0, BKIII0Ya€E BUBIIbHEHHS OKCUAY a30Ty (NO) y
KaBEPHO3HUX Tijlax ITif 4ac CTaTeBOT0 30ymKeHHs. BUBIbHEHUN OKCUL @30Ty aKTUBYE GEPMEHT
TyaHINaTIUKIa3y, [0 CTUMYJIIOE MigBUIIeHHS PiBHS LUKIIIYHOT0 TyaHo3uHMOHOGochaTy (' M®), mo,
y CBOIO Yepry, BUKJIMKA€E PO3CcaabieHHs IagKkoi MyCKyIaTypyu KaBePHO3HUX Tijl, CIPUSIOUM ITPUTOKY
KPOB.

CunpeHadin € MOTyKHUM Ta CeJIeKTUBHUM iHTibiTopoM I’ M®-crerudiynoi pochoniecrepasu 5 (PIE
5) y KaBepHO3HUX Tinax, ne ®IIES Bigmosimae 3a po3nag nl' M®. EdekTu cunmenadiny Ha epekiiiio
HOCSATD IepudepuyHuil xapakrep. CunngeHadin He cripuuunHse 6e3M0CepeIHbOI penaKkCyydol il Ha



i30/1hOBaHI KAaBEPHO3HI TiNa MIOOWHMU, ajle TIOTYKHO IMOCHIIOE po3cnabimoouy mito NO Ha maHy
TKaHuHY. [Ipu akTuBatii metaboniuynoro usxy NO/uI'MO®, 1o BinOyBaeTbCs Ipu CTaTEBIN
ctumynsuii, inribyBanus cungeHadinom ®IE 5 mpu3BoguTh 00 MigBUINeHHS pPiBHS I MO y
KAaBEePHO3HMUX Tinax. TaKUM YUHOM, OJIsI TOTO, 100 cungeHadis BUK/IMKAB MOTPiOHMH
dbapmakosoriuaui eekT, HeoOXifnHe cTaTeBe 30yIKEHHS.

HocnimKeHHS in vitro moKa3anu CeJIeKTUBHICTh BIIUBY cungeHadiny Ha OIIE 5, mo 6epe akTUBHY
ydacTh y nporeci epektii. Edext cungenadiny Ha ®JIE 5 moTyXHIIIKK, HiXK Ha iHII Bigomi
docdomiectepasu. Llent edekT y 10 pa3 notyxHimui, HixK epekt Ha OIIE 6, mo Gepe ydacTs y
mpoiiecax poTomepeTBOPeHH Yy CiTKiBIi. [Ipy 3aCcTOCyBaHHI MaKCUMaIbHUX PEKOMEHIOBAHUX 103
cenekTuBHICTb cunpeHadiny go ®IIE 5 y 80 pasiB mepesuiye 1oro cenektuBHicTs go ®IIE 1, y 700
pagiB Buia, Hix 0o ®IE 2, ®IIE 3, ®IIE 4, ®IE 7, ®IIE 8, ®IIE 9, ®IIE 10 Ta ®IE 11. 30Kpema,
cenekTuBHICTh cunpeHadiny go ®IIE 5 y 4000 pasis nepeBuillye 10ro ceneKTuBHicTh 1o OIE 3 -
' M®-cenudivnoi isodpopmu pocdoniectepasy, 1o 6epe ydacTs y perysilii cepiieBol
CKOPOTIXBOCTI.

II71g OLiHKYU Yacy, BIPOJIOBXK SKOT'0 3aCTOCYBaHHS cufeHadily CIpu4YuHse epeKlliio y BifNoBiabh Ha
CTaTeBY CTUMYIISAi0, Oy IPOBEEHi cellianbHi KITiHIYHI HOCTimXKeHHS. Y KIiHIYHUX OOCITiIXKEeHHIX
3 y4aCTIO NallieHTiB, SIKi 3aCTOCOBYBa/M CUIfeHa(din HaTile, IpU NPOBedeHH] panomnetuaMorpadil
Me[iaHa 9acy [0 IT049aTKy epeKllil y MallieHTiB, sKi OCATIN epeKIil i3 purigHaicTio 60 % (ZocTaTHBOIO
IU1S 3[iICHEHHS CTaTEeBOT0 aKTy), CTAHOBUIA 25 XBUIMH (Y gianma3oHi 3HayeHb 12-37 xBunuH). B
iHImoMy mocnifgkeHHi Oyy0 ITOKa3aHo, 110 cuameHadin Bce e O6yB 3MaTHUN BUKJIUKATH ePEKIIiio
yepe3 4-5 roguH micis 3aCTOCyBaHHS.

CunpeHadin cipuunHse JIeTKe Ta KOPOTKOYacHe 3HUXKEHHS apTepiaqbHOTO TUCKY, IO y OinbIIoCTi
BUTIA[IKiB He Ma€ KITiHIYHUX MPOosBiB. CepegHe MaKCUMaJlbHe 3HUKEHHS CUCTOJIIYHOTO apTepialbHOTO
THCKY Y MOJI0OKEHHI MallieHTa Jlexkayu IIicJIs MepopasbHOr0 3aCTOCYBaHHS cungeHadiny y mosi 100 mr
CTaHOBUJIO 8,4 MM DPT. CT. BifgmosigHa 3MiHa [iaCTOIIYHOr0 apTepiaJbHOr0 TUCKY Y ITOJI0XKEHH]
nalfieHTa JexXayy CTaHOBUIIA 5,5 MM. pT. CT. Lle 3HMKEHHS apTepiaJbHOr0 TUCKY Y3TOOXKYEThCA 13
CyIUHOPO3IINPIOBAIbHOIO Ai€I0 CUNgeHadiy, MOXKIINBO, BHACTIOK HiABUIIEeHHS PiBHIB uI MO y
rnagkii MyckymnaTypi cygus. OmHOKpaTHe IepopalibHe 3aCTOCyBaHHS cunaeHadiny y gosax mo 100
MT Yy 3[I0POBUX MOOPOBOJIBIIB He BUKIUKAJIO XKOTHUX KITIHIYHO 3HAUYIIUX 3MiH Ha
eJleKTpoKapAaiorpami.

Y mocnifKeHHi reMoauHaMiuHUX e(DeKTiB OQHOKPATHOTO IEPOPaIbHOT0 3aCTOCYBaHHA cuigeHadiny y
mo3i 100 Mr y marrieHTiB i3 TSKKOM0 imeMiyHoio xBopo0Ooio cepiist (IXC) (3i cTeHO30M HI0OHAWMEHIIIe
OfIHi€el KopoHapHOI apTepii GinbIine Hix 70 %), cepeHili CUCTOIYHWH Ta [iaCTOMIYHUME apTepiaTbHUN
THCK y CTaHi CIIOKOI0 3MeHIIUBCA Ha 7 % Ta 6 % BigmOBiAHO BiTHOCHO MOYATKOBOTO PiBHSA. CepenHi
JIeTeHEeBUY CUCTONIYHUM TUCK 3MeHIUBCS Ha 9 %. CungeHadin He MPU3BOAUB A0 3MiHM ITOKA3HUKIB
CepIIEBOT0 BUKUAY Ta He 3MEHIIyBaB KPOBOTIK 110 CTEHO30BaHUX KOPOHAPHUX apTepisix.

2KopHuX KITiHIYHO 3HAUYIIUX BiAMiHHOCTE! He 0yJI0 TPOAEMOHCTPOBAHO [IJIT Yacy [0 BUHUKHEHHS
JiMiTy10401 CTeHOKapZil IpU 3aCTOCYBaHHi cufeHadiny IOopiBHSAHO 3 n1auebo0 y HOCTiAXKEeHHX i3
BUKOPUCTAHHSM TeCTY 3 Pi3MYHUM HaBaHTaKEHHSM 3 y4aCTIO TAlli€HTIB 3 ePEKTUIIBHOI AUCHYHKIIIEIO
Ta XPOHIYHOI0 CTabiNIbHOIO CTEeHOKAPMIE!O, SIKi MTOCTIMHO 3aCTOCOBYBAIM aHTHAHTiHAIbHI TiKapChKi
3acobu (3a BUHSITKOM HiTpaTiB).

Jlerki Ta THMYacOBi MOPYILIEHHS 30ATHOCTI PO3Pi3HATH KOJIbOPH (OIaKUTHUN/3eeH i) OyIn
BUSIBIIEHI y IeKMX IaI[ieHTiB 4yepe3 1 roguHy micns 3acTocyBaHHA cungeHadiny y go3i 100 mr. Li
e(eKTH MOBHICTIO 3HUKAJIU Yepe3 2 TOAUHY IIiC/Is 3aCTOCYBaHHA IIpenapaTy. MoXIUBUY MexXaHi3M
11i€l 3MiHM y po3mi3HaBaHHi KOJILOPiB NMOB’g3aHuii 3 iHridysanuam OIIE 6, mo 6epe y4acth y
boTomepeTBOPIOBAILHOMY KacKafli peakiiill y ciTkiBui. CungeHadin He BIJIMBa€e Ha TOCTPOTY 30py abo



KOHTPACTHY YYTJUBICTD. Y [OCTIIXKEHHSIX 3 YYaCTIO MAalliEHTiB i3 JOKYMEHTAJIbHO MiATBEPIKEHOIO
MaKyJIIpHOIO IUCTPOodi€cto 3acTocyBaHHs cungeHadiny (ogHokpaTHO y mo3i 100 MT) He BUKJIMKAJIO
OOCTOBIpHUX 3MiH y pe3ybTaTaX IPOBEOEeHUX AOCHIAXKEHb 30pY (FOCTpOTa 30py, CiTka AMcrepa,
MOMEeJTIOBaHHS PO3Mi3HaBaHHS KOIbOPiB CBiTIOhOpa, mepuMeTp XaMmdpi i poTtocTpec).

OpHOKpaTHE IepopasibHe 3aCTOCyBaHHS cumaeHadiny y 1osi 100 Mr 3mopoBrMu JOOPOBOJIBIIME He
BIIJIMBAJIO HA PyX/IUBICTh a0 MOPGOIIOrio criepMaTo30ifiB.

Y KJTiHIYHUX OOCHIAXEHHIX cuifeHadin 3aCTOCOByBalu namieHTaM BikoM Bif 19 no 87 pokis. Bynu
IIpeACTaBIIeH] Taki rpynu MalieHTiB: NalieHTH JIITHLOTO BiKY, NALlEHTH 3 apTepiaJbHOI0
rinepTeHsi€lo, MallieHTH 3 LyKPOBUM AiabeToM, illeMiuHOI0 XBOPoOOIo ceplis, rineprinigeMieio,
TpaBMaMU CIIMHHOTO MO3KY, Helpeci€lo, TpaHCYpPeTPaIbHOIO PE3EKIIiE0 TepefMiXypoBoi 3aJ103H,
PagUKaNbHOIO IPOCTAaTEKTOMiEI0. HuKyeHaBeleHi Ipynu maieHTiB He Oyu mpencTaBieHi
IOCTaTHLOI0 Mipoio ab0 He BKIIIOYAIUCS [0 KITiHIYHUX [NOCTigXKeHb: MallieHTH MiCs XipyprigyHoro
BTpy4YaHHS Ha OpraHax Ta3a, IalliEHTH IIiCJIg IPOMEHEBO] Tepallil, MallieHTH i3 TIKKO0I0 HUPKOBOIO
abo MeyiHKOBOIO HEJOCTATHICTIO Ta NAlliEHTH 3 JeSIKUMHU CePIeBO-CYOUHHUMU 3aXBOPIOBAHHSIMU.

Y mocnigkeHHSX 3aCTOCYBaHHS (PiKCOBaHOl AO3U KiNIbKICTh NAIi€HTIB, SIKi TOBIJOMIISIA IIPO
IIOKpallleHHsI epeKTuabHol PyHKIII, Oy1a BUILIOI0, HiXK Yy rpyIi maane6o. Y gocmigKeHHIX KilbKiCTb
BUIIQMIKiB BigMiHU cunpeHadiny 6yna HU3bKOO Ta IOAiIOHOI0 [0 TaKol y IpyIi miamebo.

B ycix nux gocnifxeHHAX Mal[ileHTH IOBiIOMIISAIIX NIPO MTOKPAllleHHs IIPK 3aCTOCYyBaHHI cungeHadiny
IIPU IICHXOTeHHIY epeKTUNIbHIN AUCHYHKII], 3MilllaHill epeKTUNbHIA quchyHKIil, opraHiyHin
€PEKTUIbHIN OgucYHKII, y miTHROMY Billi, Tpu yKpoBOMY HiabeTi, ilmemiuHiit XBopo6i ceprs,
rinepTeHsil, TpaHCYypeTpaJbHil pe3eKIlil TepeaMiXypoBol 3a/1034, paguKalbHil IPOCTATEKTOMil,
TpaBMaX CIIMHHOTO MO3KY, fempecii. be3neuHicTh Ta eheKTUBHICTL cunpeHadiny 6ynu miaTBepaxeHi
NaHUMU LIUX JOBIOCTPOKOBUX JOCII’KEHE.

dapmaxoKiHemuxka.

A6cop6rris. CunmeHadin mBuUAKO abcopOyeThesi. MakKCUMallbHi I71a3MOBi KOHIIeHTpallil
npemnaparty gocsaraiTbcs nIpoTaroM 30-120 xBunuH (i3 MefiaHO0 60 XBUIWH) MICISA UOTO
IIepOopabHOTO 3aCTOCYBaHHS HaTIe. CepenHs abcomoTHa 6i0MOCTYIIHICTD Mmics
IIepPOPaJbHOT0 3aCTOCYBaHHS CTaHOBUTH 41 % (3 miama30HOM 3Ha4eHb Bif 25 10 63 %). Y
PeKOMeH0BaHOMY fiana3oHi 703 (Bix 25 go 100 mr) noka3uuku AUC Ta C,,,, cunmeHadiny
IIiCJIs1 KOTO MePOPabHOTO 3aCTOCYBaHHSA MigBUINYIOTHCS IIPOIOPLIKHO [0 JO3M.

[Tpu 3acTocyBaHHi cungeHadiny mif 4ac BXKUBaHHS 1XKi CTyIiHb abcopO1lil 3HUKYETLCS i3 cepenHIM
mofoBXeHHIM T, mo 60 XxBUIMH i cepegHim 3HuKeHHAM C, ., Ha 29 %.

Posmopin. CepepHiit piBHOBaxkHUM 00’eM po3nominy (Vd) ctanoBuTh 105 miTpiB, 110 CBiTYUTH
IIPO PO3MOZLI IIperapaTy y TKaHMHaX opraHiamy. [1iciig oqHOKPaTHOTO IIepopaibHOr O
3acTocyBaHHA cungeHadiny y go3i 100 Mr cepepHsa MakCcHMallbHa 3arajabHa IIJla3MOBa
KOHIIEHTpallis cunneHadiny ctaHoBuTh mpubau3no 440 Hr/mi (KoedilieHT Bapiarii
ctaHoBUTh 40 %). OCKinbKY 3B'13yBaHHS CUIgeHa(iTy Ta H0ro rojoBHOro N-gecMeTun-
MeTaboniTy 3 6inkamu mina3Mu gocsarae 96 %, cepegHs MakcuMalbHa IJ1a3MOBa
KOHIIeHTpallid BibHOTO cunpeHadiny gocsrae 18 ur/mn (38 amonb). CTymiHb 3B’ sI3yBaHHS 3
OinKkamu IJ1a3MHU He 3aJIe’KUTh Bif] 3arajlbHUX KOHIEHTpalliil cunaeHadiy.

Y 3mopoBux m06POBOIIBIIB, SKi 3aCTOCOBYBany cungeHadin ogHokpaTHo B 7031 100 Mr, yepes 90
XBUJIMH B eAKyJaTi Bu3Hadanocs MeHie 0,0002 % (y cepepaboMy 188 HT) Bif 3aCTOCOBaHOI IO3H.



Merta6omnizmM. MeTtabomni3m cungeHadiny 3miCHIOETHCA TOJIOBHUM YMHOM 3 y4aCTIO
MiKpocoManbHUX i30pepMeHTiB medinku CYP3A4 (ronosuui muisix) ta CYP2C9
(opyropspHui msx). [oI0oBHUM HUPKYIIOI0YNi MeTa0oIIiT yTBOPIOETHCS HMUISIXOM N-
neMeTumoBaHHS cunpeHadiny. CenektuBHicTbh MeTabomniTy mono ®IIE 5 cmiBBimHOCHA 3
CeNleKTUBHIiCTIO cungeHadiny, a akTuBHiCTs MeTabomity mongo ®IIE 5 cTaHOBUTH TPUOIU3HO
50 % Bim aKTUBHOCTI BUXiflHOI pe4oBUHU. [171a3M0OBi KOHIIEHTpAIlil IIbOT0 MeTabOoJIiTy
cTaHOBIATHL Npubnu3Ho 40 % Bim KOHIIEHTPalil cunpeHadiny y mia3mi Kposi. N-
neMeTUIbOBaHUU MeTaboIiT 3a3Ha€ MOganbiIoro Metaboniamy, a mepioxn #0ro
HalliBBUBEJEHHS CTAHOBUThL IPUOTHU3HO 4 TONUHH.

EniMiHarisg. 3aranpHuM KIipeHc cunaeHadiny cTaHoBuTh 41 11/Tof, 3yMOBIIOI0YHY EPIOT KOT0
HalliBBUBE[EHHS TPUBAIICTIO 3-5 roguH. 4K micad mepopaabHOTro, TakK i micias
BHYTPIITHLOBEHHOT'0 3aCTOCYBaHHS €KCKpellisl cunneHadiny y BUTsaAi MeTaboIIiTiB
3MiMICHIOETHCS TOJIOBHUM YMHOM i3 KanoM (mpubnu3uo 80 % Bim BBeOeHOI TepopalbHOI 103K)
Ta MEHINO0I0 Mipoio 3 ceuelo (mpubnu3no 13 % Bif BBemeHOI mepopabHOl 1031).

[NanieHTH MTHBOTO BiKY. Y 3M0POBUX HOOPOBOIIBIIIB JIITHROTO BiKy (BiKOM Bif 65 poKiB) Bim3Hayanocs
3HUKEHHS KJIpPeHCy culifeHadiny, 10 3yMOBJII0BaJIO MiABUIEHHS I1Ia3MOBUX KOHIIEHTpALil
cunpeHadiny Ta ¥oro akTUBHOT0 N-IUMETHILOBAHOTO MeTabosIiTy nprbnu3Ho Ha 90 % mopiBHSAHO 3
BiIITOBIMHMMM KOHIIEHTPAIlSIMH Y 3[0POBUX H0OPOBOIBIIIB MOIOANIOTO BiKy (18-45 pokiB). ¥V 3B’3KYy 3
BiKOBMMM BiIMiHHOCTSIMHU y 3B’SI3yBaHHi 3 Oi/TkaMu IIJ1a3M¥ KPOBIi BiiMOBigHE MigBUINIEHHS I71Ta3MOBO1
KOHIIeHTPallil BinbHOTO cunmeHadiny ctaHoBumo npubmusuo 40 %.

HupkoBa HemocTaTHiCTb. Y HOOPOBOIIBLIB i3 MOPYIIeHHIMYU GQYHKIIII HUPOK JIETKOTO Ta
IIOMIPHOTO CTYIIEHS TSAXKKOCTI (KiipeHC KpeaTuHiny Bif 30 mo 80 mi/xB) papmMakoKiHeTHKa
cunpgeHadiny 3anuinanacs He3MiHHOIO MIiCJIS KOT0 OMHOKPATHOTO ITIEPOPabHOTO
3actocyBanHs y m03i 50 mr. Cepenni AUC ta C,,, N-quMeTHIb0BAaHOTO MeTabOoIIiTy
nigsuinyBanucs Ha 126 % Tta 73 % BiATIOBIAHO MOPIBHSAHO 3 TAKMMU IIOKA3HUKAMU V
noOPOBOJIBIIIB aHAIOTIYHOTO0 BiKy 6€3 mopyiieHb GyHKIil HUpPoK. OfHaK Yepe3 BUCOKY
MiXCy06’eKTHY BapiaOenbHiCTh I1i BifMiHHOCTi He O6y/M CTaTUCTUYHO 3HAUYIIUMU. Y
NOOPOBOJIBLIIB i3 TAXKKUMU NMOPYIIeHHIMU QYHKIIiI HUPOK (KJTipeHC KpeaTuHiHYy HUXYe 30
MJI/XB) KJIipeHC CUfeHa(dily 3HUXKYBaBCH, 1[0 CIPUYUHANO cepenHe migpuineHHs AUC Ta
C,.x Ha 100 % Ta 88 % BigmoBigHO MOPIiBHSIHO i3 MOOPOBOJIBIIMY aHAIOTiYHOTO BiKy 6e3
nopyineHb QyHKLil HUpoK. Kpim Toro, 3Hauyenus AUC ta C,,,, N-meMeTuIb0BaHOT 0
MeTabomiTy 3Hauyile mipBumryBanucs Ha 200 % ta 79 % BifmoBigHO.

[TeyiHKOBA HENOCTATHICTh. Y MOOPOBOJIBIIIB i3 IMPO30M IIEeYiHKHU JIETKOTO Ta IIOMipHOTO
cTtyneHs (knac A ta B 3a knacugikariero Yannpaa - [1'10) KiipeHC cungeHadiny 3HAKyBaBCH,
1o nmpu3Boauio po migsuiieHHss AUC Ha 84 % Ta C,,,, Ha 47 % TOpiBHSAHO 3 MOOPOBOIBIIMU
aHazoriyHoro BiKy 6e3 mopyieHb QyHKIM nevinku. ®apMakokiHeTuKa cungeHadiny y
MAI[i€HTIB i3 MOPYIIeHHIMU QYHKIIIM MEeYiHKU TSAKKOTO CTyIeHs He BUBYaIacs.

KriniuHi xapaKTepUCTHKH.
Iloka3anus.

JIikyBaHHS MMOPYIIEHb €PEKTUIIbHOI QYHKILI, 1110 BU3HAYAIOTHCS K HE3OATHICTh HOCATTH abo



HMiOTPUMaTH ePeKIlii0 CTaTeBOr0 4jieHa, HeoOXimHY [JIs YCIIIIHOTO CTaTeBOT0 aKTy.

Insg epekTuBHOI fil mpemnapaTty noTpibHe cTaTeBe 30yIKEHHS.

IIpomunoka3aHHs.

- TligBuIinieHa Yy TIUBICTh OO aKTUBHOI pe4oBUHU ab0 M0 OyAb-5SKO1 3 JOTIOMiXKHIX PEUYOBUH
mpenapary.

- OpHOYaCHe 3aCTOCYBaHHS i3 JOHOPAMHU OKCHAY a30Ty (TaKUMU SK aMiNHITPUT) abo HiTpaTaMu y
Oynmb-siKii (hopMi IPOTUIIOKa3aHe, OCKIIBKY BifOMO, 110 cuigeHadisn Ma€e BIUJIUB Ha MUISIXU
MeTab01i3My OKCHY a30Ty/ MUKITIYHOT0 ryaHo3uHMOHODochaTy (iI'M®) Ta moTeHIIi0e
TimoTeH3UBHUM e(QEKT HiTpaTiB.

- OpHovacHe 3acTocyBaHHs iHTiGiTopie OIIE 5 (y ToMy yucni cunpeHadiny) 3i CTUMyISTOPaMu
ryaHiaTOUKIa3yu, TAKUMHU K PionUryar, MPOTUIIOKa3aHe, OCKIIbKY MOXKe IIPU3BECTH 0
CHMIITOMATUYHOI TinoTeH3ii (uB. po3min «B3aemomis 3 iHIMIMME JTiKapChKUMU 3acobaMu Ta
iHIII BUOY B3a€EMOMIN»).

- JlikapchbKi 3acobu [ist NiKyBaHHS €pPEeKTUIIbHOI IUCOYHKIII, BKIIIOYaloyu cuamneHadin,
IIPOTUIIOKA3aHi Y0I0BiKaM, SKMM He PEKOMEH[I0BaHa CTaTeBa aKTUBHICTh (HallpUKIIa[, MalliEeHTH 3
TAKKUMHU CepLeBO-CyOUHHUMHU pO3/1aflaMi, TaKUMHU SIK HecTalilbHa CTeHOKap[is Ta ceplieBa
HEIOCTATHICTh TSIKKOTO CTYIIEHS).

- Brpata 30py Ha ofiHe 0KO BHACJIiJOK HeapTepiaabHOl IepefHbO] illleMiuHOi HelpomaTil 30p0oBOT0
HepBa, He3aJIe’kKHO Biff TOT0, YX IIOB’g3aHa 15 MaTOJIOris i3 MonepefHiM 3aCTOCYBaHHAM iHTi0iTODIB
OIIE 5.

- TTopymenHs GyHKIII TeYiHKY TSXKKOTO CTYIEHS; apTepianbHa TinoTeH3is (apTepialbHUN TUCK
Huxk4de 90/50 MM pT. CT.); HELOJABHO ITepeHeceHui iHCyIbT a0o iHdapKT Miokapaa Ta Bimomi
CIIaJKOBi MereHepaTUBHI 3aXBOPIOBAHHS CiTKiBKY, TaKi K IIIrMeHTHUYN PETUHIT (HeBelIuKa KilbKiCTh
TaKWX IAI[iEHTiB Mae reHeTUYHi po3nagu ¢ocdofmiecTepas CiTKiBKHU) - Oe3MeuHicTs cunueHadiny He
OOCIIiAXKyBajlacs y TaKuX MiATPyI IallieHTiB.

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

[ocmimxeHHs in vitro. MeTabo:i3M cunpeHadiny BinOyBa€eThCS IepeBakHO 3 y4aCTIO
i3opopmu 3A4 (ronoBHUY HUIAX) Ta i3odopmu 2C9 (mpyropapgHui msax) onuroxpomy P 450
(CYP). Tomy inribitropu 1ux i3opepMeHTIiB 30aTHi 3HUXKYBaTU KJlipeHC cungeHadiny, a
IHOYKTOPH IIUX i30(pepMEHTIB MOXKYTh IMiABUITYBaTH KIIipeHC CUIAeHadiny.

[locmimkeHHS in vivo. [TonynsauiiHuii papMakKOKiHETUYHUM aHalli3 JaHUX KJTiHIYHUX JOCHiXKEeHb
IIPOIEMOHCTPYBAB 3HUKEHHS KIipeHCy cunpmeHadiny npu #0ro OMHOYaCHOMY 3aCTOCYBaHHI 3
inribiTopamu CYP3A4 (TakKuMU SK KETOKOHA30JI, EPUTPOMIIINH, IUMeTUAUH). X04a IIPU OGHOYACHOMY
3acTocyBaHHi cungeHnadiny ta iHriditopis CYP3A4 3pocTaHHS YaCTOTH MOOIYHUX SBUII He
CIloCTepiranocs, peKoMeHioBaHa ITI09aTKOBa [03a CUIgeHadily CTaHOBUTH 25 MT.



OpuoyvacHe 3acTocyBaHH4 iHTibiTOpy BIJI-mpoTea3u puToHaBipy, AyKe NOTyxKHOTO iHribiTopy P 450,
y cTaHi piBHOBaxkHOiI KoHIeHTpatii (500 Mr 1 pa3 Ha go0y) Ta cunmgeHadiny (pa3osa go3a 100 mr),
IPU3BOAUIIO [0 migBuiieHHs C,,. cungeHadiny Ha 300 % (y 4 pa3u) Ta nigBuieHHs nna3mool AUC
cunperadiny Ha 1000 % (y 11 pasis). Yepes 24 roguHu n1a3MoBi piBHI cunpeHadiny Bce e
craHoBuM npu6nu3Ho 200 HI/MJT IOPIBHSAHO 3 piBHEM MPUONIU3HO 5 HI/MJI, XapaKTEePHUM [
3aCTOCyBaHHS cunfeHadiny 0KpeMo, Io BiANOBifae 3HAYHOMY BILINBY PUTOHABIPY Ha IMMUPOKUI
crekTp cyberpatiB P450. Cunpernadin He BIuBae Ha papMaKOKiHETHKY PUTOHABIpy. 3 OTNISAAY Ha Ii
(hapMakKOKiHeTUYHI faHi OfHOYaCHe 3aCTOCYBaHHS CUIfeHadiy Ta pUTOHABIpYy He PeKOMEHIYEThCS
(ouB. po3min «Oco0IMBOCTI 3aCTOCYBaHHS»); ¥ OyOb-IKOMY BUIIAOKy MaKCUMaJjbHa [03a CUIfeHadiny
3a XKogHUX 00CTaBUH He MOBUHHA IIEPEBUIIyBaTH 25 MT IPOTATOM 48 rofuH.

OpuoyacHe 3acTocyBaHH iHTi6iTOpy BIJI-mpoTea3u caksinaBipy, iHriditopy CYP3A4, y gosi, 1o
3abe3neyye piBHOBaxHY KoHIeHTpanio (1200 Mr tpuyi Ha go0y), Ta cungeHadiny (100 Mr pa3oso)
IPU3BOAUIIO [0 migBuinenHs C,,, cunpgeHadiny Ha 140 % Ta 36inbineHHs cucTeMHOI ekcno3utiii (AUC)
cunpgenadiny Ha 210 %. He BusiBneHo BIIKUBY cuifeHadiny Ha (hapMaKOKiHETHUKY CaKBiHaBipy (OUB.
po3min «Crocib 3acTocyBaHHs Ta 0o3u»). [lepenbavaeTscs, mo Oinbil noTyxkHi iHridiTopu CYP3A4,
TaKi SIK KETOKOHA30J1 Ta iTpakKoHa30J1, 6yayTh MaTu OiNibIll BUPaXKeHUW BIIJIUB.

[Tpu 3acTocyBanHi cungeradiny (100 Mr pa3oBo) Ta epUTPOMIIIUHY, crielupivHOTO0 iHTibiTOPY
CYP3A4, y piBHOBaxkHOMY cTaHi (500 Mr gBiui Ha 100y mpoTsiroM 5 JHIB) criocTepiranocs
TiABUINEHHS CUCTEMHOI eKcroautii cunneHadiny Ha 182 % (AUC). YV 3mopoBux J0OPOBOJIBIIB
YOJIOBiYOl CTaTi He crocTepiranocs BBy adutpominuny (500 Mr Ha go0y mpoTsarom 3 fi6) Ha AUC,
Crax Timaw KOHCTQHTY IIBHOKOCTI €JTiMiHAIIi] Ta OaNbIINY ITepion HalliBBUBENEeHHS cungeHadiny abo
110T'0 TOJIOBHOTO IIUPKY/ol04Yoro Metabomnity. Llumetunun (inribitop muroxpomy P450 Ta
Hecnelnupiuauii iHribiTop CYP3A4) y mo3i 800 Mr mpu ogHOYaCHOMY 3aCTOCYBaHHI i3 cunmgeHadinom y
mo3i 50 MT y 3m0opoBUX [0OPOBOJIBIIB TPHU3BOAUB [I0 IMiIBUILIEHHS I1JIa3MOBUX KOHIIEHTPAIli!
cungenadiny Ha 56 %.

['peiindpyToBuii cik € cnabkum inribiTopom CYP3A4 y cTiHII KUIIIEYHUKY i MOXKe BUKJIMKATH IIOMipHE
TiBUIIEHHS PiBHIB cuipeHadiny y Ija3Mi KpoBi.

OnHOKpaTHE 3aCTOCYBaHHS aHTAIMIHUX 3aco6iB (MarHiioo rigpokcuny/ amoMiHiio rinpokcuny) He
BIIMBa€E Ha OiomocTymHICTh cunmeHadiny.

Xoua gocripxeHnb crenudiyHoi B3aeMopii 3 yciMa jikapchbkuMu 3acob6aMu He IPOBOAMIIOCS, 3a
OaHUMU MOMyNSALiMHOTO (hapMaKOKiHETUYHOT0 aHali3y, apMaKOKiHETHKA CUlifeHadiny He
3MiHIOBasacs IIpHu HOro 0OgHOYACHOMY 3aCTOCYBaHHI i3 miKapchbKuMHU 3aco0aMu, 110 HaleXkaThb [0
rpymnu inri6itTopiB CYP2C9 (Ton6yTtamin, Bapdapus, dbeHnitoin), rpynu inriditopis CYP2D6 (Takux siK
CeJIeKTUBHI iHTi0iTOpU 3BOPOTHOTO 3aXOIJIEHHS CEPOTOHIHY, TPUIMKIIiYHI aHTUAEIPECAHTH), TPYIIT
Tia3UOHUX Ta Tia3UAOMOAIOHUX [iypeTHKiB, METILOBUX Ta Kasii3bepiralouux OiypeTukis, inribiTopis
aHTiOTeH3UHIIePeTBOPIOBaNbHOr0 pepmenTy (ATID), aHTAroHICTiB Kasbllito, aHTaroHiCTiB GeTa-
agpeHopelenTopiB abo iHayKTOpiB MeTabomnizmy CYP450 (Takux siK pudamminus, 6apbiTypaTh).

Y xomi mocmimKeHHS 3a Y4acTIO 3[0POBUX T0OPOBOJIBIIIB-40IOBIKiB OTHOYACHE 3aCTOCYBaHHS
aHTaroHicTa eHgoTeNiHy O0oceHTany (momipuuit iHgykTop CYP3A4, CYP2C9 Ta, Moxnuo, CYP2C19) y
piBHOBaxkHOMY cTaHi (125 Mr gBiui Ha go0y) Ta cungeHadiny y piBHoBaxkHOMY cTaHi (80 Mr 3 pa3u Ha
no6y) npussoguno go 3uuxkenus AUC ta C,,, cunpeHadiny Ha 62,6 % ta 55,4 % BigmosigHo. Tomy
OJIHOYaCHe 3aCTOCYBaHHS TaKuX MOTYyKHUX iHOAYKTOpiB CYP3A4, K pudamIiid, MoxKe IPU3BOTUTH [0
OinbII BUPaXKeHOT0 3HUKEHHS KOHIIeHTpallil cunmeHadiny B mia3Mi Kposi.

Hikopaumun sBisie co0oto ribpuj akTUBaTOPa KaabIlieBUX KaHaliB Ta HiTpaTy. HiTpaTHU# KOMIOHEHT
3YMOBJIIOE MOXKJIUBICTb MOT0 CePi03HO0I B3aeMOAii 3 cungeHadinom.



Egexmu cundeHaginy Ha iHwi aikapcouki 3acobu.

Cunpenadin - cmabkuit iHribiTop izodopm 1A2, 2C9, 2C19, 2D6, 2E1 Ta 3A4 (IK50 > 150 MKMOJIB)
muroxpoMy P450. OckinbKy MiKOBi IIJ1Ta3MOBi KOHIIEHTPaLil cCuifeHadiny fopiBHIOIOTh TpuOIn3Ho 1
MKMOJIb, BIIJIUB IIpemnapaTty Ha KJlipeHc CyOcTpaTiB 11X i30epMEHTIB MaIOMMOBIPHUIA.

BipcyTHi mani momgo B3aemopii cunneHadiny Ta Takux Hecrenudiunux iHridiTopis hocdomiecTepasy,
SIK TEO(iNITiH Ta TUIipUAaMoT.

Ockinbku BimoMmo, 1110 cunmeHadin Ma€ BIJIMB Ha MeTa00I1i3M OKCUY a30Ty/ IIUKIIYHOTO
ryano3uaMoHodochary (u'M®), 6yyi0 BCTAaHOBIIEHO, ITI0 Iei MperapaT IMOTEHINIOE TIMOTeH3UBHY Mil0
HiTpaTiB, TOMY 0ro ofHOYacHe 3aCTOCYBAHHS 3 JOHOPAMM OKCHUAY a30Ty abo 3 HiTpaTamu y OyOb-
SIKif (opMi IpoTUIIOKAa3aHe (IUB. PO3Tin «IIpOTUIIOKa3aHHS»).

Pionuryart. [JoKIiHiUHI JOCHIAXKEHHS TPOEMOHCTPYBAaIX afUTUBHUYN CUCTEMHUN e(PeKT 3HUKEHHS
apTepiaTbHOTO TUCKY IIPU OOHOYACHOMY 3acTocyBaHHi inribiTopis ®IES 3 pionuryaTom. Kminiuni
MOCTiAKEeHHS MPONEeMOHCTPYBAJIH, 110 PiOIUIYAT IIOCUITIOE TiMOTEeH3UBHY Ait0 iHTiOiTopiB ®IES. ¥
TallieHTiB, sIKi Opanu y4acTh V HOCTiAXKEHH], He CIIocTepiranocs MO3UTUBHOTO KITiHIYHOTO eeKTy
IIpY OJHOYACHOMY 3acTocyBaHHi iHribiTopiB ®IIE5 i3 pionuryaTom. [IpoTunoka3aHe ogHOYaCHe
3acToCyBaHHS piouuryarty 3 iHribiTopamu ®JIES (y Tomy yucri i3 cunmeHadinoMm) (OuB. po3min
«IIpoTUNOKa3aHHS»).

Y mesiK¥MX CXUIBHUX 0 I[bOTO MAlli€HTiB OMHOYAacCHE 3aCTOCYBaHHS cuigeHadiny Ta 6710KaTOpiB anbda-
apeHOPEIeNITOPiB MOXKe IIPU3BECTH 10 PO3BUTKY CUMIITOMATUYHOI TiMOTEH3ii, 1110 HaldacTile
BUHUKAaJa IPOTATOM 4 TOOUH IicJIst 3aCTOCYBaHHS cunmeHadiny (ouB. po3nin «Crnocib 3acTocyBaHHS
Ta J03u» Ta «OCcoOIMBOCTI 3aCTOCYBaHHS»). Y X0Mi JMOCHimXKeHb crenudigyHol B3aeMOii TikapChbKUX
3aco0iB 610KaTOP anmbda-afpeHopPenenTopiB oKca303uH (4 Mr Ta 8 Mr) Ta cungeHadin (25 mr, 50 mr
ta 100 Mr) 3acTOCOBYBajIM OMHOYACHO IallieHTaM i3 §oOPOsSKiCHOO TilepIiyia3i€lo nepeAMixypoBol
3ano3u ([II'TI3), crabinizamiss cTany skux Oyia HOCSTHYTa IIPU 3aCTOCYBaHHI IOKCA303UHY. Y IIUX
OOCIIIXKYBaHUX MOMYTISIiSIX CIIOCTEPITaNoCcs CEPeHE NONAaTKOBe 3HUXKEHHS apTepialbHOTO TUCKY Y
IIOJIOKEHHI IallieHTa exayu Ha 7/7 MM pPT. CT., 9/5 MM pT. CT. Ta 8/4 MM pT. CT., Ta CEpENHE
3HUKEHHS apTepiaJbHOTO TUCKY Yy MOJIOXKEHHI CTOAYY - Ha 6/6 MM pT. cT., 11/4 MM pT. CT., 4/5MM PT.
CT. BignoBigHo. [Ipy ogHOYaCHOMY 3aCTOCYBaHHI cunfeHadiny Ta JOKCa303UHY Yy Malli€eHTiB,
crabimizalig ctaHy sKux OyJia JOCATHYTa IIPU 3aCTOCYBaHHi OKCA303UHY, iHOAI IOBiHOMIISIIIOCS TIPO
PO3BUTOK CUMIITOMATUYHOI OPTOCTATUYHOI TiMOTEeH3il. Y IIUX MOBiIOMIIEHHSX WIIIOCS PO BUIIAAKU
3alraMOpPOYEHHS Ta IepeIHeIPUTOMHUN CTaH, ane 6e3 CHHKOTIIE.

He cnocTepiranocst K0mHUX 3HAYYIIUX B3aEMOZiM TP OMHOYAaCHOMY 3aCTOCYBaHHi cunaeHadiny (50
mr) i Ton6ytaminy (250 mr) a6o Bapdapuny (40 mr), o metabomnisyotscss CYP2C9.

Cunpenadin (50 Mr) He MPU3BOAUB [0 MOOOBXKEHHS YacCy KPOBOTEYi, CIPUUYMHEHOI 3aCTOCYBaHHIM
areTuncaIinuimoBol Kuciotu (150 mr).

Cunpgenadin (50 Mr) He OTEHIIiIOBaB TiIOTEH3UBHY Mif0 aJIKOTOJII0 3[0POBUX NOOPOBOJIBIIB ITPU
CcepefHiX MaKCUMaJIbHUX PiBHAX eTaHOoy KpoBi 80 mr/m.

Y narmienTiB, siKi 3aCTOCOBYBaju cuimeHadis, He CIIOCTepiranocs XKOOHUX BiIMiHHOCTEH ITPodinio
no6iuHux eheKTiB MOPIBHSAHO 3 mIanebo Mpyu OGHOYACHOMY 3aCTOCYBaHHI TaKUX KjaciB
rinoTeH3WBHUX JTiKapChKUX 3aC00iB, IK miypeTuku, 6;10KaTopu OeTa-agpeHopelenTopiB, iHribitopu
ATI®, anTaronicty anrioteH3uny II, aHTUrinepTeH3uBHi TiKapchKi 3aco0u (CyAMHOPO3IKUPIOBaIbHi Ta
IIeHTPaJbHOI i), 6JI0KAaTOPH afipeHepriuHuX HEUPOHiB, 0710KaTOPH KaJIblliEBUX KaHAaJIiB Ta O10KaTOpH
anbda-agpeHopelenTopiB. Y clelianbHOMY OOCHiIXKeHHI B3a€MOZil IPX OMHOYaCHOMY 3aCTOCYBaHHI



cungenadiny (100 Mr) Ta aMIOgUITIHY MAIliEHTaM i3 apTepialbHOIO TillepPTEH3IEI0 CIIoCcTepiranocs
I0JaTKOBE 3HUKEHHS CUCTOJIIYHOTO apTepiabHOr0 TUCKY Y IIOJI0KEHH] 1eXkayy Ha 8 MM pT. CT.
BigmoBigHe 3HMXKEHHS OlaCTOJIIYHOTO apTepiabHOr0 TUCKY CTAHOBHUJIO 7 MM PT. CT. Take mogaTKOBe
3HUKEHHS apTepialbHOr0 TUCKY Oy7I0 MOPiBHAHHUM 3 THM, III0 CIIOCTEPIrasocs Ipu 3aCTOCYBaHHi
nuIie cunpeHadiny y 3mopoBux foOpoBObLiB (AUB. po3min «dapMaKoIoriyHi BIaCTUBOCTI»).

Cunpenadin y mo3i 100 Mr He BI/IMBaB Ha apMaKOKiHETHYHI MOKa3HUKY iHTibiTopiB BIJI-npoTeasu,
CakBiHaBipy Ta pUTOHaBIpPY, sKi € cybcTpaTamu CYP3A4.

Y 3mopoBux 106GPOBOIIBIIB YOJIOBiYOI CTATi 3aCTOCYBaHHS cuigeHadiny y piBHOBaxkHOMY cTaHi (80 Mr
3 pa3u Ha mo0y) npusBopuno no mipuineHHs AUC Ta C,,,, 6oceHTany (125 Mr 2 pa3u Ha
no0y) Ha 49,8 % Ta 42 % BimmoBigHO.

IonaBaHHS pa30Bol #o3u cuigeHadiny 10 cakyOiTpuly/BaicapTaHy B PiBHOBaXXHOMY CTaHi y
MAIliEHTIB 3 apTepianbHOIO TilepTeH3ie0 010 0B’ I3aH0 3i 3HAYHO OiNbIINM 3HUKEHHSIM
apTepiaIbHOTO TUCKY MOPIBHSHO i3 3aCTOCYBaHHSIM CaKyOiTpuiy/BancapTaHy okpeMo. ToMy ciim 3
00epexkHiCTI0O PO3MOYNHATH 3aCTOCYBAHHS cuImeHadiny malieHTaMm, siKi OTpUMYIOTh
cakyObiTpui/BasicapTaH.

Oco6.1ueocmi 3acmocyeaHHsi.

IIo moyaTKy Tepamil ciif 3i0paT MeIUYHUM aHaMHe3 IallieHTa Ta IPOBeCTH (isuKanbHe
00CTexKeHHS [J1s MiarHOCTHKU ePeKTUIbHOI AUCOYHKIIII Ta BU3HAUYEHHS 11 MOXKJIMBUX IIPUYKH.

dakmopu pusuky cepuyeso-cyOuHHUX 3axeopiosaHb. OCKINTbKM CTaTeBa aKTUBHICTh
CYIIPOBOIXKYETHCS IEBHUM PU3UKOM 3 OOKY CepIis, IO MOYaTKy OyIOb-IKOTO JTiKyBaHHS
ePeKTUIbHOI AUCHYHKIIII JTiKkap Ma€ OLiHUTYU CTaH CePIeBO-CYAMHHOI CUCTEMH TallieHTa.
CungeHadin Ma€e CyOUHOPO3IMKUPIOBAIbHUM €(QEKT, 10 MPOSBISETHCS IETKUM Ta
KOPOTKOYaCHUM 3HUKEHHSIM apTepianbHOro TUCKY (OuB. po3min «dapmakoguHaMika»). 1o
IpU3Ha4YeHHS CUIfeHadily jTiKap Ma€ peTelbHO 3BaXKUTH, YU MOXKe TakKui e(QeKT YNHUTU
HECIPHUSTIMBUY BIIJIUB Ha IMAalli€EHTIB i3 TeBHUMY OCHOBHUMHU 3aXBOPIOBAHHSIMU, 0COOIMBO Y
KoMOiHaIril 3i cTaTeBO0 aKTUBHICTIO. [0 MAIliEHTIB i3 MiIBUINEHOI0 YYTIUBICTIO [0
Ba30UJIaTaTOPiB HajeXkKaTh NallieHTH i3 00CTPYKIIi€l0 BUBIAHOTO TPAKTY JIiBOTO IITYHOYKA
(HampuKaj, CTeHO3 a0PTH, TimepTpodiyHa 0OCTPYKTUBHA KapAioMiomaTis), Ta MallieHTH 3
PiOKiCHUM CHHOPOMOM MYJIbTUCHCTEMHOI aTpodil, ODHKUM i3 IIPOSBIB SKOI € TIKKE
TIOPYIIEHHS PErysilii apTepianbHOTO THCKY 3 O0KY BereTaTUBHOI HEPBOBOI CUCTEMHU.

[TpemapaT MOTEHIIiIOE TiNOTEeH3UBHUM e(eKT HiTpaTiB (TuB. po3min «IIpoTunoka3aHHI»).

[ToBimomusiniocs Mpo TAXKKi 00iYHi peakiii 3 60Ky cepleBO-CyOAUHHOI CUCTEMHU, BKITI0Ya0un iHpapKT
MioKappa, HecTalilbHy CTEHOKapP/ilo, PAalTOBY CEPIIEBY CMEPTS, IITYHOUYKOBY apUTMiio0,
11epeOpoBaCKyIspHi KDOBOBUIMBY, TPAH3UTOPHY illleMiuHy aTaky, apTepiajibHy rinepTeHsiio Ta
apTepianbHy TimoTeH3ilo, fKi 3a yacoM 36iranucs i3 3acTocyBaHHSAM cunmeHadiny. Y 6inbimocTi
NallieHTiB icHyBaiIu (GaKTOPU PU3UKY CEPIIEBO-CYIMHHUX 3aXBOPIOBaHb. baraTto Takux moGivHUX
peakxiiiii crioctepiranocs mig 9ac abo ogpasy IMic/is CTaTeBOTO aKTy, i Nuille KinbKa BUHUKIIO HEBOOB3i
icys 3aCTOCyBaHHA cunpeHadiny 6e3 cTaTeBol akTUBHOCTi. TOMy HEMOXKINBO BU3HAUUTH, YU
TIOB’SI3aHUY PO3BUTOK TaKuX NMOOIYHUX peakliit 6e3mocepenHbo i3 hakTopaMu pU3UKY, UM iX
PO3BUTOK 3yMOBJIEHU IHITUMY YUHHUKAMU.



ITpianiam. 3acobu s NiKyBaHHS €PEeKTUINIBHOI IUCQYHKIII, Y TOMY YUCTIi U cunpeHadin, ciig
pU3HaYaTy 3 00ePekHiCTIO NallieHTaM i3 aHaTOMIYHUMU fedopMallisiMu MeHica (TaKUMHU K
aHTYIIs1isg, KaBepHO3HUY (Hi6po3 abo xBopoba IleitpoHi), Ta malieHTaM 3i CTaHaMH, 110 CIPHUSIOTH
PO3BUTKY IIpiamniaMy (TaKUMH K CepIONOAiOHOKITITHHHA aHeMis, MHOXKMHHA MienoMa abo nerkeMis).

BesneunicTs Ta e(peKTUBHICTH OGHOYACHOTO 3aCTOCYBaHHS CUJIAeHa(iTy 3 IHIIUMYU METOZaMu
JiKyBaHHS epeKTUIbHOI AuCYHKINI He BUBYAINCS, TOMY 3aCTOCYBaHHS TaKuxX KoMOiHalliil He
PEKOMEHOYETHCS.

[Ticna Buxony cunpeHadinny Ha pUHOK IOBIIOMJISIOCS IIPO BUIIAAKU MOJOBXKEHO] ePEKIIil Ta
npianiaMy. fAKIo epekiis TpuBae JoBIIe 4 TOANH, TallieHTaM CJIiff HeTallHO 3BePHYTUCS 3a
MeIUYHOI0 JOIIOMOI 0. Y pa3i BiCyTHOCTI HeTalHOI0 JIiIKyBaHHA IIpiali3M MOXKe IPU3BECTHU [0
MOIIKOAXKEHHS TKaHUH IeHica Ta [0 CTiMKOi BTPaTH MOTEHIIil.

OdHouacHe 3acmocy8aHHs 3 iHwumu iHzibimopamu OIIE 5 abo iHwumu npenapamamu 015
niKysaHHs epekmusibHoi ducyHkuii. be3meky Ta e)eKTHBHICTh OMHOYACHOTO 3aCTOCYBaHHS
cungenadiny 3 inmumu inriditopamu OJIE 5 abo iHIIMMY TpemnapaTaMu AJIS JTiKyBaHHS
rimepTeH3il IereHeBol apTepil, 0 MiCTATh CUIAeHadin, 9u 3 iHIIMMHU IpenapaTaMu A
TMiKyBaHHS epeKTUIbHOI quchyHKIIii He BUBYANX. ToOMYy 3aCTOCYBaHHS TaKuX KOMOiHaIli! He
PEKOMEHIOBAHE.

Bnaus Ha 3ip. Hapxogumny CIOHTaHHI IOBiIOMJIEHHS IIPO BUHUKHEHHS Oe(QeKTiB 30py y
3B’93KY i3 3aCTOCyBaHHAM cungeHadiny ta inmux inribiropis ®IIE 5 (muB. po3min «ITobiuHi
peakiii»). 3i CIIOHTAaHHUX IIOBIHOMJIEHD Ta 3 Pe3y/IbTaTiB HATJISIOOBOTO JOCTIIXKEeHHS BiTOMO
IIPO BUIIaIKU HeapTepianbHOI IepefHbOl illleMigyHOl HEBPOIIaTil 30pOBOr0 HEPBA, 110 €
pioKicCHUM CTaHOM, y 3B’3KY i3 3aCTOCyBaHHSIM cuifeHadiny Ta iHmux iHriditropis ®IE 5
(muB. po3min «ITobiuni peakii»). ITamieHTiB ciig monepenuTH, 0 V Pa3i panToBOTO
IIOPYIIEeHHS 30PY 3aCTOCOBYBaHHS CUJIAEHa(iNy CIif IPUIUHUTH Ta HeTallHO 3BEPHYTUCS [0
JiKaps (ouB. po3min «IIpoTUumoKa3aHHI»).

O0HouacHe 3acmocy8aHHA 3 pumoHasipom. OgHOYaCHE 3aCTOCYBaHHS CUJAeHa(dily Ta puTOHaBIpy
He PeKOMEHYEThCS (OUB. po3fin «B3aemopis 3 iHIIMMY JTiKapCbKUMHU 3aco0aMu Ta iHIN BUAU
B3aEMOJIIN»).

O0HouacHe 3acmocyeaHHs 3 6a0kamopamu a-adpeHopeyenmopis. I1alieHTaM, K1 3aCTOCOBYIOTh
6110KaTopu anbba-agpeHopPeIenTopiB, 3aCTOCOBYBaTH cunneHadin ciig 3 06epexkHiCTIo,
OCKiJIbKM TaKa KOMOiHaIlisl MOXKe MPU3BECTH A0 CUMITOMaTHUYHOl apTepianbHOl TinoTeH3il y
OesKHAX CXUIbHUX OO0 LbOT0 MalieHTiB. CUMIITOMaTUYHa apTepiaabHa TinoTeH3id 3a3BUYai
BUHUKAE NMPOTATOM 4 TOOWH MiCNSA 3aCTOCyBaHHA cuifeHadiny. Yepe3 pu3uK PO3BUTKY
OPTOCTATHUYHOI TiMOTeH3il Tepalito cunmeHadpinoM MoXKHa PO3IMOYUHATH JTHUIIE Y
reMOJMHaMiuyHO CTa0iNMbHUX TMAIiEHTIB, SIKi 3aCTOCOBYIOThH OJTI0KAaTOPH anbda-
appeHopelnenTopiB. PeKoMeHoBaHa I0YaTKOBA [03a IJIs TAKUX MaI[l€EHTiB CTAHOBUTH 25 MT
cunpgeHadiny (ous. po3min «Croci6 3acTocyBaHHS Ta J03u»). KpiM TOro, ciig nmpoingopmyBaTu
MAI[iEHTIB, K OiATHA Y BUIIQKY IIOSBU CHMIITOMIB OPTOCTATUYHOI TMMOTEeH3il.

Bnaue Ha kposomeui. [JoCcHifKeHHS TPOMOOIUTIB TIOAWHU IPOAEMOHCTPYBaIH, 110 in Vitro
cusnmeHadin NOTeHIiI0e aHTHarperaiiliHi egekTn HaTpio HiTponpycuny. Hemae xxonHol iHdopmaii
10710 6€3MeYHOCTI 3aCTOCYBaHHS CUIgeHadiny narieHTaM i3 MOpyImeHHSIMU 3ropTaHHs KPoBi abo
TOCTPOI0 NIENTUYHOI BUPa3K00. TaKUM YMHOM, 3aCTOCYBaHHS CUILeHa(diny NalieHTaMu 1€l Tpynn
MOZKJIMBE JIMIIIE ITiCJIs PEeTEeNIbHOI OI[iIHKY CIIiBBiMHOIIIEHHS KOPUCTI Ta PU3UKIB.



[Ticns 3actocyBaHHs mo3u 100 M 3mopoBUM HOOPOBOIIBIISIM HE CIIOCTEPITaNocs BILIUBY Ha
MOP(OJIOTiI0 YU PYXOMICTh CIIepMaTo30igiB (AuB. po3nin «dapMaKoguHaMika»).

Bmpama cayxy. JlikapsiM cJlif TOpafXuTH MallieHTaM IPUINHUTYA 3aCTOCYBaHHS iHTi0iTOpIB

®IE 5, Bkmroyatouu npenapatr HOBAI'PA €BPO, Ta HeraiitHO 3BEPHYTHUCS 32 MEAUYHOI0 JOIIOMOT OO
y BUIIafIKaX PalTOBOTO 3HUKEHHS YU BTPATH CIyxy. [Ipo I1i ABuUIIa, 110 TAKOK MOKYTh
CYIIPOBOIXYBaTUCSA O3BOHOM y ByXax Ta 3allaMOPOYEHHSM, IIOBIIOMIIAIOCS 3 acolialli€lo y Jaci i3
3acTtocyBaHHSIM iHTiOiTOpiB ®IIE 5, BKiTIoYaoun npenapaT. BU3HaUYKUTH, YK 1Ii SBUIIA ITPSIMO
II0B’s13aHi i3 3acTocyBaHHgM iHribiTopiB ®JIE 5, yu 3 iHmMMU haKTOpaMu, HEMOXKIIUBO.

O0HouacHe 3acmocysaHHA i3 2inomeH3usHumMu npenapamamu. [Ipemnapat YuHUTh CUCTEMHY
CYAMHOPO3IIMPIOBAJIbHY [if0 Ta MOXKe [aJjli 3HMXKYBaTU apTepiajJbHUU TUCK Yy TAIl€HTIB, AKi
3aCTOCOBYIOTH TilTOTEH3UBHI JTiKapchKi 3aco0u. Y 0KpeMoMy OOCITiIXKeHHi TiKapCchKoi
B3a€EMOJIil Tp¥ OOHOYACHOMY 3aCTOCyBaHHI amnoguniny (5 mr abo 10 mr) Ta cungexHadiny
(100 Mr) mepopaibHO CIIOCTEPIraaocs CepefHe NOHaTKOBe 3HUKEHHS CUCTONIIYHOTO TUCKY Ha
8 MM pT. CT., AiaCTOIIYHOTO - HA 7 MM PT. CT.

3axeoposaHHs, w0 nepedarmsvCcs cmamesum wasaxoM. 3aCTOCYBaHHSA CUNgeHadiny He 3axXullae
BiIl 3aXBOPIOBaHb, IT[0 IEPEHAIOTLCS CTAaTEBUM MINTSIXOM. CIIiff IPOiHCTPYKTYBAaTH MAIliEHTIB
000 HeoOximHUX 3amo0iKHUX 3ac00iB I 3aXUCTY Bifl 3aXBOPIOBaHb, 110 MTEPENAI0ThCS
CTaTEBUM IUISIXOM, BKJIIOUAIOUH BipyC iMyHOAEDIIUTY TIOOUHH.

[TniBkoBa o6omonka Tabnetok HOBAT'PA €BPO mictuth 6apBHUK [ToHCO 4R (E 124). Moxe
CIIPUYMHSTHY allepriufi peakifil.

Lle#t mikapcbku# 3aci6 MicTuth MeHIIe 1 MMosb HaTpito (23 Mr) Ha TabeTKy, TOOTO MPaKTUYHO

BinbHUY Bif HaTpifo. [1po 1ie MOXKHa MPOiH(POPMyBaTH MAIiEHTIB, IKi JOTPUMYIOTHCS OiETH 3 HU3BKUM
BMiCTOM HaTpilo.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2py0oto.

[IpenapaT He IpuU3HaYE€HUH [JId 3aCTOCYBaHHS XKiHKaM.

30amuicmb 8niusamu Ha weudKicmbe peakyii npu KepyeaHHi aBmompaHcnopmom abo iHwumu
MexaHiamamu.

HoBarpa €Bpo Moxe MaTi He3HaYHUY BIIJIUB Ha KePyBaHHSA aBTOTPAHCIOPTOM abo iHIMMUI
MexaHizMamu. OCKilIbKY Y XOIi KIiHIYHUX MOCIiIXKEHb 3aCTOCYBaHHS CUNIIeHadiny moBiqoMIsnocs
IIPO BUIIAOKK 3allaMOPOYEHHS Ta IMOPYLIeHHS 3 00Ky OpraHiB 30py, Mepef TUM K CifaTu 3a KepMo
TPAHCIIOPTHOTO 3aco0y abo mpallfoBaTH 3 iHITMMU MeXaHi3MaMu, IalieHTaM HeoOXilHO 3'sCyBaTH,
KO0 € IXHS iHAUBifyanbHa peakilis Ha 3acTocyBaHHs mpemapaty HoBarpa €Bpo.

Cnoci6 3acmocyeaHHss ma do3u.

[Ipemapat 3aCTOCOBYBATH II€POPAJIBHO.



g epexkTuBHOI fil npenapaTty noTpibHEe cTaTeBe 30yAXKEHHS.
Hopocai.

PexomeH0OBaHa [i03a IpernapaTy CTaHOBUTH 50 MI' Ta 3aCTOCOBYEThLCS IIPHU HEOOXiTHOCTI TPUOIN3HO
3a 1 roguHy [0 CTATeBOTO aKTYy. 3ajleXkKHO Bifl epeKTUBHOCTI Ta TePeHOCUMOCTI IIpenaparTy go3y
MoxKHa 30inemmTy 0o 100 Mr ab6o 3MeHIIUTH [0 25 Mr*, MakcuMaibHa peKOMeHI0BaHa [103a
ctaHoButh 100 mr.

MaxkcumasnbHa peKOMeHI0BaHa YacToTa 3aCTOCYyBaHHS IIpenapaTy CTaHOBUTH 1 pa3 Ha mo0y. IIpu
3aCTOCyBaHHI IIpemnapaTy Iif 4ac IpUUoOMYy 1Xi [id mpemapaTy MOXKe HacTaBaTH Mi3Hille, HiX Ipu
M0r0 3aCTOCYBaHHIi HaTIIE.

ITayieHmu AiMHbO20 BIKY.
HeoOximHiCTh Y KOpPEKIIil 031 [JIs NaLi€HTIB MTHHOTO BiKYy (= 65 pOKiB) BifCyTHSI.
ITauienmu i3 HUPK0BOI HedocmamHicmio.

[l51s malieHTiB i3 HUPKOBOIO HEJOCTATHICTIO JIETKOTO Ta IIOMIPHOTO CTYIIeHs TSIKKOCTI (K/IipeHC
KpeatuHiny Big 30 mo 80 m/XB) peKOMeHO0BaHa 403a MpenapaTty € aHalloTiyHO0 [03i, HaBedeHil
BHUIIlE y po3aini «Jopocmi».

OcCKibKY y MAli€HTiB 3 HUPKOBOIO HEJOCTATHICTIO TAKKOTO CTYIIeHd (KJlipeHC KpeaTuHiHy HUX4e 30
MJI/XB) KJIipeHC CuifeHadily 3HMKEeHNM, peKOMEeHJ0BaHa [03a IIpenapaTy CTAHOBUTD 25 mr*,
3anexkHo Bifg eeKTUBHOCTI Ta IePeHOCUMOCTI IpernapaTy Ao3y MoxHa 30inbmmty go 50 mr ta 100
MT.

ITauieHmu i3 neyiHK080K HedocmamHicmio.

OcCKinbKHY y TAIliEHTIB i3 MeYiHKOBOIO HEOOCTATHICTIO (HaIpUKJIa[, IUPO30M) KITipeHC cunaeHadimy
3HUXKEHUH, peKOMeH0BaHa fo03a IpenapaTy CTaHOBUTh 25 Mr*. 3aneXHo Bifi eheKTUBHOCTI Ta
IIepeHOCUMOCTI ITpemnapaTy Ao3y MoxkHa 36inbmuTtu 1o 50 mMr ta 100 Mmr.

ITauienmu, AKi 3acmocoa8yomb iHWi AiKapcwuKi 3acobu.

AIKIIO MaIfieHTH OMHOYACHO 3aCTOCOBYIOTH iHTiOiTopu CYP3A4 (muB. po3min «B3aemMopmis 3 iHIIuMuU
JiKapChKUMH 3aco0b6aMu Ta iHIII BUOU B3a€EMOiN»), CIifl PO3TISTHYTH MOXKJIUBICTb 3aCTOCYBaHHS
II0YaTKOBOI f031 25 MI* (3a BUHSITKOM PUTOHABIPY, 3aCTOCYBAHHS SKOT'0 OOHOYACHO i3
cunpeHadisioM He peKOMEHIYETHCS, OUB. Po3ain «OcoOMUBOCTI 3aCTOCYBAHHS»).

3 MeTO0 MiHiMi3allil pu3uKy PO3BUTKY OPTOCTATAYHOIL TiIOTEeH3i1 CTaH Malli€HTiB, SKi 3aCTOCOBYIOTh
611okaTopu anbda-agpeHopelenTopis, Mae OyTu cTabinizoBaHMit 0 MOYATKY 3aCTOCYBaHHS
cungenadiny. Takox ciif po3rIgHYTH MOXKIIMBICTh 3aCTOCYBaHHS ITI0YAaTKOBOL A03U cuinaeHadiny 25
Mr* (ouB. po3pin «Ocob6nMMBOCTI 3aCcTOCYBaHHA» Ta «B3aemopis 3 iHIIMMU JIiKapCbKUMU 3aco0aMu Ta
igmI BuOM B3aEMOMin»).

* - 3acmocosysamu /iKapcvki 3acobu 3 0it0uor peuosuHor cusadeHadin y 8ionosioHOMY 003YBAHHI.

Himu.

[Tpenapar He IMOKa3aHUM 0 3aCTOCYBaHHS 0co0aM BikoM 1o 18 pokis.



Ilepedo3yeanHns.

[Tpu 3acTocyBaHHi pa3oBoi fo3u cunmeHadiny mo 800 mMr mobiuHi peakuii Oyu momiOHUMU OO THX, 110
CIIOCTepiranucs Mpy 3aCTOCYBaHHI cuigeHadiny y HUKUYUX [[03aX, ajie BUHUKAJIY YacTilie Ta 0yau
OinbIN TSXKKUMU. 3aCTOCYBaHHA cunpeHadiny y mo3i 200 Mr He IpU3BOOUIIO OO MigBUIIEHHS
e(peKTUBHOCTI, ane CIPUUUHSAIO 30ibIIeHHS KiIbKOCTi BUNIAAKiB PO3BUTKY MOOIYHUX peakiin
(romoBHOTrO 600, MPUILIUBIB, 3allaMOPOYEHHS, AUCIIEINCi], 3aKIafeHOCTi Hoca, IOpYILIeHb 3 6OKY
OpraiB 30py, onucaHux y po3mini «ITo6iuHi peakirii»).

Y Bumapky nepeno3yBaHHS HEOOXiIHO BXKUTHU 3BUYalHi MiATpuMYytodi 3axoqu. [IpruCKOpeHHS KIlipeHCy
cungeHadiny mpu reMopiai3i MaJoUMMOBIpHE Yepe3 BUCOKUY CTYIIiHb 3B’I3yBaHHS IIpenapary 3
6inkaMu 11a3MHU KPOBi Ta BiiCyTHICTD eniMiHallil cunpmeHadiny i3 ceuero.

ITo6iuni peakuii.

HattyacrTimie moBigomMIsiay Ipo Taki mo6iyHi peakiril K romoBHUM 0inb, MPUIIIMBY KPOBI, MUCIIEICis,
3aKJafeHicTh Hoca, 6inb ¥ CIIMHI, 3allaMOpPOYeHHs, HYOOTa, IIPUILINBY XKapy, IOPYIIeHHS 30Dy,
I[iaHOIICisl Ta 3aTyMaHEHHS 30py.

Yci kniniyHO 3HAuyImi Mo6ivHi peakiril, 110 CIIOCTepiraaucs Imif Yac KIIiHIYHUX JOCTiIXKeHb YacTillle,
HiX ITpY 3aCTOCYBaHHi m1ale6o, HaBeeHO HUXKYe 3a CUCTEMaMH OPraHiB Ta 3a 4aCTOTO0: TyXKe
yacTto (= 1/10), vacto (= 1/100 - < 1/10), HeuacTo (= 1/1000 - < 1/100) Ta pigko (= 1/10000 - <
1/1000). 3a yacToToio nobiyHi peakiiii HaBe#eHi y MOPAAKY 3MEHIIIEHHS 1X ITPOSIBiB.

IHpeKuitliHi ma iHB8a3UBHI 3aXBOPHBAHHA.

Hevyacmo: PuHiT.

Po3aadu 3 60Ky iMmyHHOI cucmemu.

Heuacmo: Peaxkliil TinepuyTIUBOCTI.

Po3aadu 3 60Ky Hepeosoi cucmemu.

Iyxe 4acTo: TOJIOBHHUM Oiflb,

Yacmo: 3artaMOPOYEHHS,

Heyacmo: COHJIUBICTS, TiecTe3sid,

Pi0ko: iHCy/IbT, HEIPUTOMHICTh, TPAH3UTOPHA illleMiYHa aTaka, CyqoMu*, peluguBHU CyIoM*,
CHHKOIIE.

Po3nadu 3 60Ky opaaHis 30py.
Yacmo: po37afu 30PY, MOPYIIEHHS CIPUUHATTS KOTbOPY**, 3aTbMapeHHs 30Dy,

Heuacmo: po3nagy CIbO30BUOIIEHHSI***, 0inlb B ouax, ¢oTod006is1, GOTOICis, rinepeMis ouel,
SICKPaBICTh 30Py, KOH IOHKTHUBIT,



Pioko: HeapTepiaibHa IlepefHs illleMiuHa HeUpOoIaTisi 30pPOBOT0 HepBa*, OKJII03is CyIWH CITKiBKU*,
pPEeTHHANbHUY KPOBOBUJIUB, apTEPIOCKIEPOTHYHA PETUHOIIATISA, MOPYIIeHHS 3 6OKY CiTKiBKH,
riraykoma, geeKTHU MoJis 30Py, OUIIOINis, 3HUKEeHHS TOCTPOTH 30Dy, MioOIIis, aCTEHOIIis, MlaBaloydi
TIOMYTHIHHSI CKJIUCTOTO Tijla, IOPYIIeHHs 3 00Ky paiayKHOi 000JI0HKH, Mifipia3, mosBa CAIOYUX
KPYTiB HABKOJIO [A2Kepesia CBiT/a (rajo) y mosii 30py, HabpsgK o4ell, MIPUMIyXJIiCTh 04el, MOPYIIeHHS 3
00Ky ouel, rinepeMisi KOH IOHKTHUBH, IOOPa3HeHHs 04Yel, aHOMaJIbHi Bif4yTTd B 04aX, HabpsK IMOBIK,
3He0apBlIeHHS CKJIEPH.

Po3nadu 3 60Ky opeaHie cayxy ma secmuby15ipH020 anapamy.
Hevyacmo: BEepTHUTO, IIIYM Y ByXaX,

Pioko: riyxoTta*.

Poznadu 3 60Ky cyouH.

Yacmo: TPUIIUBY XKapy, IPUIIIUBY KPOBIi 10 00IMYYsT,
Heuacmo: apTepialibHa TilepTeH3is/TinoTeHsis.

Po3znadu 3 6oky cepyA.

Heuacmo: mocuiieHe cepleOuTTs, TaXikapmis,

Pioko: indapkT MioKapza, ¢pidpunsuisa nepencepnb, IUIYHOUKOBA apuTMis*, HecTabinbHa
CTEHOKapHis, panToBa ceplieBa CMepTh*.

Posaadu 3 60Ky pecnipamopHoi cucmemu, 2py0HOI KaimKu ma cepedoCmiHHA.
Yacmo: 3aKIafeHiCTh HOCA,

Heuacmo: HOCOBa KpOBOTeYa, 3aK/1aleHiCTh IPUAAaTKOBUX Ta3yX HOCA,

Pioko: BiguyTTsl CTUCHEHHS y TOpJli, HabpsK cl130B01 000JIOHKK HOCA, CYXiCTh Y HOCI.
Po3znadu 3 60Ky WayHKOB0O-KUWKOB020 MPaKmy.

Yacmo: DUCIETICis, HYy[0Ta,

Heuacmo: ractpoe3odareanbHa pediiokcHa xBopoba, 6moBaHHs, 6iflb y BEPXHiM YaCTUHI
JKUBOTA, CyXiCTb Yy POTi,

Pi0Ko: rinecTe3is pOTOBOI TOPOXKHUHM.

Po3aadu 3 60Ky wkipu ma nidwKipHOi MKAHUHU.

Heuacmo: BUCUIIHA Ha LIKIipi,

Pioko: curpmpom CTiBeHca - [I2KOHCOHa*, TOKCHYHUM eliflepMaibHUM HeKPOoJIiz*.
Po3nadu 3 60Ky 0nopHO-pyx08020 anapamy ma cnoAy4YHOi MKAHUHU.

Heuacmo: Mmianeris, 6inb y KiHIliBKax.



Po3nadu 3 60Ky HUPOK ma ceyocmamesoi cucmemu.

Heuacmo: Trematypid.

Posaadu 3 60Ky penpodykmueHoi cucmemu ma MOA0YHUX 3d/103.

Pioko: mpiamiam*, TOgOBKEHa epeKllis, reMaToCIIepMisi, KpOBOTeUa 31 CTaTeBOT0 YjieHa.
3azanvHi po3aadu ma peakuii y micui 8e0eHHA.

Heuacmo: 6inb y TPYOSX, MigBUINIEHA CTOMITIOBAHICTh, BiTUYTTS XKapy,

Pi0oKko: mompa3HeHHS.

ObcmediceHH .

Heuacmo: TligBuIlleHa 4aCcTOTa CePIEeBUX CKOPOUEHb.

* TloBimoMIsiTIOCS JIMIIE IIifl Yac HOCigKeHHS IIiC/Is BUXOLY IIpenapaTy Ha PHHOK.

** [TopylIeHHS CIPUMHSTTS KOJIBOPY: XJIOPOIICisA, XpOMATOIICid, IIiaHOIICis, ePUTPOIICisl, KCAHTOIICi.

**+* [TopyIeHHs CITbO30BULIIEHHS: CYXiCTh B 04ax, IOPYLUIEHHS CIIbO30BUIINIEHHS Ta MigBUIEHHS CIbO30BUITICHHS.

Huxue3a3HaueHi sgBuUllla criocTepiranucsa y < 2 % [Nali€eHTiB; IPUYUHHUY 3B’930K He
BU3HauYeHUH. [T10BiTOMIEHHS BK/IOYalIu SBUIIA, 1[0 MaJId BipOTigHUY 3B’ SI30K i3
3aCTOCYBaHHSM IIpelapary. dBuilla, gKi He Oynu 3a3HadeHi, Oy NTerKuMHU, TOBiIOMIIEHHS
Oynu Oy:Ke HETOYHHUMH, 11100 MaTh 3HAUYEHHS.

3aeanvri. Habpsk o0muyus, peakilii GOTOYYTIUBOCTI, IIOK, acTeHis, Oinb, parToBe NafiHHSA,
Oi/1b y 2XKMBOTi, paIllTOBE MOIIKOIXKEHHS.

3 6oky cepueso-cy0uHHoi cucmemu: CTEHOKapHis, AB-6110kafga, MirpeHs, moctypasibHa
rimoTeHsis, imemis Miokapma, TpoM003 CyIUH I'OJIOBHOT'O MO3KY, PAIllTOBa 3yIMHKA CEPIIs,
nopyleHHd 3a pe3ynpTraTaMu EKI', kapaiomionaris.

3 60Ky WAYHK0BO-KUWKOB020 MPAKmMy: TTIOCUT, KOJIiT, mucdaris, TaCTPUT, TaCTPOEHTEPUT, e30¢arir,
CTOMAaTHUT, TIOPYIIEHHS 3a pe3yIbTaTaMH [Te4iHKOBUX P00, peKTalbHa KPOBOTEYa, TiHTIBIT.

3 6oky cucmemu Kposi ma AimpamuyHoi cucmemu: aHeMIsI, TEUKOIIEHis.

3 6oky memaboaiamy ma xapuysaHHs: CIIpara, HabpsK, mogarpa, HectabimbHUY miaber,
rimepriikemis, nepudepuyuHi HabpPSIKY, rinepypuKeMis, TinoriaikeMis, rimepHaTpiemis.

3 60Ky cKesemHo-M’ 5130801 cucmemu: apTPUT, apTPO3, PO3PUB CYXOXKUJIJISA, TEHOCUHOBIT, 6iNlb y
KiCTKaX, MiaCTeHisl, CHHOBIT.

3 6oky Hepsoeoi cucmemu: aTaKCisl, HEBPaJris, HEUPOIaTis, IapecTesisi, TPeMOop, BEPTHUTO,
memnpecisi, 6e3COHHS, aHOMaJIbHi CHOBU[IIHHS, 3HUXKEHHS pedIiekcis.

3 6oky OuxaavHoi cucmemu: aCTMa, QUCITHOE, TAPUHTIT, GapUHTIT, CHHYCUT, OPOHXIT, ITOCUTIeHE



CIIMHOBU[IJIEHHS, IIOCUJIEHHS Kalll/Ii0.

3 6oky wkipu: KPONUB'AHKA, Teprec, cBepOixk, MiTIKUBICTh, BUPA3KU LIKipH, KOHTAKTHUM JepMaTUT,
ekchomiaTUBHUM NEePMaTHT.

Cneuyueiuni 8i0uymms: paToBe 3HUKEHHS YU BTPaTa CIyxy, Oilb y ByXaX, KPOBOBUIIUB Y OKO,
KaTapakTa, CyXiCTh B O4ax.

3 60Ky ypoeeHimanvHoi cucmemu: LACTUT, HIKTypid, MiABUIIEHA YaCTOTa CEYOBUIIYCKaHb,
30i/1bIlIeHHS MOJIOYHMX 3a/103, HETPUMAaHHS Cedi, MOPYIIeHHS eIKysilil, HaOpsgK CTaTeBUX
OprasiB, aHOPra3Mis.

[ToCBiI 3aCTOCYBaHHS Iicys BUXONY Ha puHOK. [licis Buxomy cunpgeHadiny Ha pUHOK Oynu

imenTHdikoBaHiI HUK4Ye3a3HaueHi Mo6iuHi peakirii. OCKimbKY PO TakKi peakilii TOBiHOMIISIOTh
noOPOBINIBEHO, HE 3aBXKIM MOXKHA JOCTOBIPHO OLIIHUTH iX YaCTOTY Ta BCTAHOBUTH IPUUYUHHUN
3B’S30K i3 BIJIMBOM JTIiIKapChKOTo 3aco0y. Lli siBuira Oy 3a3HaueHi K yepes iXx cepio3HicTs,
YaCTOTY IOBiNOMIJIEHHS, BiICYTHICTb YiTKOTO abTEPHATUBHOTO 3B’I3KY, TaK i 4epe3 KoMOiHaIlio mux
(dhakTopis.

Cepueso-cyouHHi ma uepebposackyaapHi aeuuwia. [ToBimoMIsIocs Ipo cepiio3Hi cepIieBo-CyauHHi,
11epeOpoBacKyIspHi Ta CyqUHHI SBUIA, BK/II0Ya0UX 11epeOpOoBacKyIIpHY KPOBOTEYY,
cybapaxHoifanbHy, BHYTPIlTHLOLIepeOpaIbHy KPOBOTEUY Ta JIeTeHEeBy KpOBOTedy, 110 OyIu OB’ si3aHi
B 4aci i3 3acTocyBaHHAM cunpeHadiny. BinbmicTs nalieHTiB Maau (aKTOPU CEPLIEBO-CYIUHHOTO
pusuky. IToBimomisinocs, 1o 6araTo 3 IUX SBUI BUHUKIIU Iifl yac abo ompasy micns craTeBoi
aKTUBHOCTI, a IeKi/lbKa SBUIL BUHUKIIM Bifpa3y Iic/s 3acToCyBaHHS cunpmeHadiny 6e3 cekCyanbHOI
aKTUBHOCTI. [HIII SBUIla BUHUKIIU IPOTATOM HaCTYIIHUX T'OOVH YU [HIB IIiC/Id 3aCTOCYBaHHSA
cunpeHadiny Ta cTaTeBoi aKTUBHOCTi. HeMOXK/IMBO BCTAaHOBUTH, YU MalOTh 11i SBUIA IPSIMUYN 3B’ SI30K
i3 3acTOCyBaHHSM IIpenapary, 3i CTaTeBOI0 aKTUBHICTIO, 3 (aKTOpaMy PU3UKY, i3 KOMOiHaIi€0 IHUX
(baxTopiB 4u 3 iHIMUMU (paKTOpaMHU.

KpogoHocHa ma aimpamuyHa cucmemu: Ba300KIIO31MHUN KPU3. Y HEBEJIUKOMY 3aBYaCHO
IIPUIIMHEHOMY OOCIiAKEHH] 3aCTOCyBaHHS NpenapaTy CuigeHadiny Ais Nali€eHTiB 3
JIETEHEeBO0 apTepiaIbHOIO TilepTeH3i€10, BTOPUHHOIO II0A0 CEePIIONONi0HOKIITHHHOI aHeMii,
IIPY 3aCTOCYBaHHI cunaeHadimy mpo po3BATOK Ba300K/IIO3iMHUAX KPU3iB, 1110 MOTPeOyBanu
rocumitaisaliil, TOBifOMJISTIOCS YacCTille, HiXK IIPU 3aCTOCOBYBaHHi mane6o. KiiniuyHe
3Ha4YeHHS IIi€l iHdopMaril Ag Malli€eHTiB, SKi 3aCTOCOBYIOTh CUIeHadis 3 MeTO JTiKyBaHHS
epeKTUuIbHO1 IUCHYHKIIII, € HEBiTOMUM.

Hepsosa cucmema: TPUBOXKHICTh, TPAH3UTOPHA I'71oOasbHA aMHe3is.
Cneuuciuni giduymmas.

Cayx. Ilicng Buxony npenapary Ha PUHOK IIOBILOMIISIZIOCS IIPO BUMIAIKY PAlITOBOTO 3HUXKEHHS
YU BTPATH CIIyXy, IIOB’SI3aHi y 4aci i3 3acTocyBaHHAM cungeHadiny. Y geskux BAMagKax
ITOBIZOMJISIJIOCS PO HAsIBHICTh MEAUYHUX CTaHIB Ta iHIIMX (aKTOpiB, 10 MOTJIX BifirpaTtu
POJIb V¥ PO3BUTKY MOOIYHUX pPeakiliit 3 60Ky ciyxy. 3mebinbinoro indhopMariis momo
IIOAJIbIIOr0 MEIUYHOI'0 CIIOCTEPEXKEHH BiCYTHA. BU3HaUUTH, YU 11 ABHUILA IIPSIMO
IIOB’sI3aHi i3 3aCTOCYBaHHAM IIpenaparTy cuigeHadiny, 3 HagsBHUMHU (paKTOPaMu PU3UKY
BTpATHU CIyXy, 3 KoMOiHalieto 1ux GpakTopiB YU 3 iHIMMU GhaKTOpaMHu, HEMOKIIUBO.



3ip: TUM4acoBa BTpaTa 30py, [IOYEPBOHIHHS 04el, IeUiHHsA B 04aX, MiIBUILIEHHSI
BHYTPILTHEOOYHOTO TUCKY, HAOPSAK CiTKiBKHM, CyIWHHI 3aXBOPIOBAaHHS CiTKiBKM YM KPOBOTEYa,
BifIIIapyBaHHS CKJIUCTOTO TiJa.

[Ticns Buxofmy mpemnapaTy Ha PUHOK PiIKO MOBiHOMIISIOCS IIPO BUIIAOKKM HeapTepianbHOI MepegHboi
immemiyHOI HEBpoIaTili 30pOBOT0 HEPBA, 110 € TPUYNHOI0 3HUKEHHS 30PY, BKII0Yal0YX OCTATOYHY
BTpATY 30pYy, SIKi Oynu moB’si3aHi y 4yaci i3 3acTocyBanHsaM iHribiTopiB ®JIE 5, BKIo4a0un
cunpenadin. bararo 3 manieHTiB Manu aHaTOMiyHi a00 cyouHHI paKTOPU PU3UKY PO3BUTKY
HeapTepianbHOI TePeHbOI illIeMigYHO1I HEBPOIIAaTii 30POBOT0 HEPBA, BKIIIOYAIOUM TaKi: HU3bKE
CITiBBiTHOIIIEHHS [liaMeTpa eKCKaBallil Ta JUCKa 30POBOr0 HepBa (3aCTiMHUK OUCK 30POBOT0 HEPBA),
BiK Bim 50 pokiB, apTepianbHa rinepTeH3is, 3aXBOPIOBaHHS KOPOHAPHUX apTepil, rinepuinigemis Ta
nasiHHg. HeMoX/IMBO BU3HAYUTH, YU IIi BUINA IPSIMO OB sA3aHi i3 3acTocyBaHHSIM iHTi6iTOpiB OIE
5, 44 3 HasIBHUMU aHAaTOMIYHUMU a00 CyAUHHUMU (paKTOpaMy PU3UKY, YU 3 KOMOIHAI[IE€I0 IIUX BCiX
GbaxTopiB, UM 3 iHIIKUMHU (PaKTOpaMH.

38imyBaHHA npo nido3prosaHi nobiuHi peakuyii. 3BiTyBaHHS PO Mif03pIOBaHi MOGiYHI peakii
icJis peecTpalii TikapchKoro 3aco0y Ma€ BeuKe 3HaueHHS. Lle mae 3MOT'y IPOBOAUTH
MOHITOPUHT CIIiBBITHOIIEHHS MiXK KOPUCTIO 1 pU3uKaMy, [10B I3aHUMHU i3 3aCTOCYBaHHAM
IILOTO JTiIKapChKOro 3acoby. JIikapsaM ciif 3BiTyBaT Ipo Oy[b-sKi Migo3pioBaHi mo0ivHi
peakxiiii BiAoBigHO N0 BUMOT 3aKOHOMIaBCTBA.

Tepmin npudamuocmi. 3 POKH.

YMmoBH 30epirannsi.

30epiratu B OpuriHanbHi¥ yIaKOBIi IpU TeMIepaTypi He Buille 25 2C y HEOOCTYIHOMY IJIS OiTel
MicIi.

YnakoBka.

I[To 1 TabmeTii, BKPUTiH IJIiBKOBOIO 000JI0HKOIO, ¥ OmicTepi; mo 1 6/icTepy B KapTOHHIN KopoO1ii abo
110 4 TabeTKX, BKPUTHUX IJIIBKOBOIO 000JI0HKO0, y OmicTepi; 1o 1 abo 2 GicTepu B KapTOHHIN
KOpPOoOL1Ii.

Karteropist Bimmycky. 3a pelenToM.

Bupoouuk. IOHiK ®apmackioTukan Jlabopatopis (Bigminenus ¢ipmu «[Ix. b. Kemikans enp
dapmachroTukan3 JIta.»).

Unique Pharmaceutical Laboratories (a division of J. B. Chemicals & Pharmaceuticals Ltd.).



Micue3HaxoaKeHHsI BHPOOHHKA Ta MOro aJpeca MicCIsi IPOBaJKeHHsI Tis/IbHOCTI.
Hingaka Ne 215-219, IIxi. Au. [i. Ci. Iagactpian Epia, ITaromni - 394 116, okpyr bxapyx, [H7id.

Plot No. 215-219, G.I.D.C., Industrial Area, Panoli - 394 116, Dist. Bharuch, India.



