IHCTPYKIIA

IJISI METUYHOT' 0 3aCTOCYBAaHHSA JIIKapChKOT0 3aC00y

CUWIIEHA®LIT 50 AHAHTA

CAJIJEHA®LI 100 AHAHTA

(SILDENAFIL 50 ANANTA

SILDENAFIL 100 ANANTA)

Cknao:
ditoua pevosuHa: cunneHadin;

1 TabneTKa, BKpHUTa IIiBKOBOIO 000JIOHKOI0, MiCTUTh cunigeHadiny HuTpaTy eKBiBaJIeHTHO
cunpenadiny 50 mr a6o 100 mr;

0onomidCHI peuosuHU: 11eJTi0J103a MiKPOKPUCTaTiuHa, Kasblliio rinpodocdaT 6€3BOAHUMN, HATPIIO
KpOCKapMeJo3a, MarHio creapaT, Opadry II 6makutauit 31K80956 (;1aKTO3W MOHOTIApaT,
rimpomersno3a, Tutany giokcup (E 171), tpuanetus, ingurokapMin (E 132)), Opadry npo3sopuii
02K19253 (rinpomenosa, TpUalleTHH), BOa OYHUIIIEHa.

JIikapcbka ¢opma. TabmeTKu, BKPUTI IIJIiIBKOBOIO 000JIOHKOIO.
OCHOBHI (i3uKo-XiMiuHI 81aCMUBOCMI:

TabneTky 10 50 MT: cuHi KPyTiIi JBOOMYKJI Ta0IeTKY, BKPHUTI IIIBKOBOI 000JIOHKOIO, 3 THCHEHHSIM
«125» 3 ogHOTO GOKY Ta TUCHEHHSM «]» i JTiHi€I0 PO37IOMY - 3 iHIIIOTO;

tTabneTky 1m0 100 MT: cuHi Kpyrii IBOOMYKIIi TaGIeTKH, BKPUTI [IiBKOBOW 060JIOHKOIO, 3
TUCHEHHAM «126» 3 omHOT0 00Ky Ta TUCHEHHSAM «]» i JIiHi€l0 pO3/IOMYy - 3 iHIIIOTO.

®apMakoTepaneBTHYHA I'Pyma. 3aco0u, 110 3aCTOCOBYIOTHCS IIPU ePEeKTUNbHIN AucyHKIII.

Kom ATX G04B E03.

dPapmakonoeiuHi e1acmueocmi.



®apmakoOuHamika.

MexaHi3M fil. CungeHadin € mpemapaToM [Jist IePOPabHOr0 3aCTOCYBAHHS, IPU3HAYEHUM [T
TMiKyBaHHS epeKTuIbHOI qucdyHKiii. [Ipu cekcyanbHOMY 30yOKeHHi IIperapaT BifHOBIIOE 3HUKEHY
€PeKTUJIbHY (QYHKIIIO IIISIXOM IIOCUJIEHHS IPUTOKY KPOBI 10 IeHica.

dizionoriyHuii MexaHi3M, 110 3yMOBIIIOE €PEKIIil0, BKII0Ya€E BUBIIbHEHHS OKCUAY a30Ty (NO) y
KaBePHO3HUX TiJlaX IIifi 4Yac CeKCyaybHOT0 30ymKeHHs. BUBimbHEHNH OKCUL a30Ty aKTUBYE GepMEHT
TyaHinaTIKKIa3y, 1[0 CTUMYJIIOE MiABUIIEHHS PiBHS UUKIIIYHOTO I'yaHOo3WHMOHOpochaTy (I M), 110,
y CBOIO 4epry, CIpUUMHSIE PO3CcaableHHs IIagKol MyCKyIaTypy KaBePHO3HUX TiJl, CIIPUSIOUHN
IIPUTOKY KPOBI.

CunpeHnadin € MOTyKHUM Ta CeJIeKTUBHUM iHTiGiTopoM 1l M®-cemudivnoi pochomiectepasu 5
(PIOES) y kaBepHO3HUX Tinax, e ®IES Bimmosigae 3a po3nag ul’ M®. Brnus cungenadiny Ha
epexl1io Mae nepudepuyHuit xapakrep. CunneHadin He cupuyuHse 6e3mocepeHbol penaKkcyyoi mii
Ha i30/1hOBaHi KaBepHO3Hi Tina JIIOAWHY, ajie MOTYXKHO IOCUITIoE po3ciabimoouy fito NO Ha gaHy
TKaHUHY. [Ipu akTuBanii MetabosnigyHoro nuistxy NO/ul'M®, mio BinOyBaeThCs IIpH CTaTEBIi
ctumynsiii, inrioyBanus cunmeHadinom ®IES npu3BoguTh O0 HigBuileHHs piBHS UL MO y
KaBEPHO3HUX Tijlax. TaKUM YMHOM, IJISI TOTO, 1100 cuimeHadin CIPpUYUHUB HEOOXiqHUH
dbapmakosoriuaui eekT, HeoOXimHe CeKcyasbHe 30yIKeHHS.

BonuB Ha ¢papMakKogWHAMIKY. [[oCTigKeHHs in vitro moKa3alu CelIeKTUBHICTh BILIUBY
cunpeHadiny Ha ®JIE5, mo 6epe akKTUBHY y4acTh y Ipotieci epekiiil. Binus cunpenadiny sa ®IES
NOTYKHIIINY, HiXK Ha iHmi Bigomi gocdomiectepasu. Lieir epekT y 10 pasiB NOTyXKHIMNM, HiXK edeKT
Ha OJIEG, 1o Gepe ydacTs y mporecax GoTornepeTBopeHHs Y ciTkiBui. [Ipu 3acTocyBaHHI
MaKCUMaJIbHUAX PEKOMEHIOBaHUX 103 CeNeKTUBHICTh cunpeHadiny go O®IES y 80 pasiB nepeBuiiye
roro cenektusHicTh 1o ®JE1, y 700 pasis Buia, Hix go ®IE2, ®IE3, ®IE4, ®E7, ®IES, ®IE9,
®IE10 ta ®IE11. 30kpeMa, cenekTuBHicTh cunpeHadiny go ®IES y 4000 pasiB mepeBuinye 1oro
cenekTuBHIicTh 1o ®IE3 - TAM®-cnenudiunoi isopopmu pocdoniectepasy, 1o 6epe ydacTs y
perynsiiil cepiieBoi CKOPOTINUBOCTI.

dapmakoKiHemuxka.

AGcopOitig. Cungenadin mBugKo abcopOyeThesi. MakCHMalbHa IJIa3MOBa KOHIEHTPALIis Ipenapary
nocsraetbest mpoTsaroM 30-120 xBunuH (i3 MemiaHo0 60 XBUINH) ITiC/IS HOT0 IepPOPabHOTO
3acTtocyBaHHS HaTile. CepenHs a0comoTHa 6i0IOCTYIHICT IiC/Is TepopaibHOT0 3aCTOCYBaHHS
cTaHOBUTH 41 % (3 miamma30HOM 3HadeHsb Bif 25 10 63 %). Y peKoMeH0BaHOMY [fiala3oHi 103

(Bim 25 mo 100 mr) moka3uuku AUC Ta C,,,, cunpmeHadiny micis #oro mepopaabHOTr0 3aCTOCYBaHHS
MigBUINYIOTHCS IPOIOPLINHO OO A03MU.

[Tpu 3acTocyBaHHi cungeHadiny mig yac npuioMy ixi cTyninb abcopOuii 3HUKYETHCS i3 cepenHiM
mogoBxkeHHIM T, mo 60 xBunuH i cepegHim 3auKkeHHIM C, ., Ha 29 %.

Po3nopin. Cepenniii piBHOBaxkHUYM 006’eM poamnopiny (V,) ctaHoButh 105 miTpiB, 110 CBigYUTH
IIPO PO3IOALI IIpenapaTy y TKaHMHAX opradiamy. I1icis omHOKpPaTHOr O epopabHOTO0
3acTocyBaHHS cungeHadiny B mo3i 100 Mr cepefHs MakKCHMallbHa 3arajbHa IIJTa3MOBa
KOHIIEHTpallisf cunaeHadiny ctaHoBUTh Ipubau3Ho 440 Hr/Mi (KoedillieHT Bapiaril
cTaHoBUTH 40 %). OCKinbKu 3B’s13yBaHHA CUJIAEHa(DINTy Ta UOr0 TOJI0BHOTO N-IecMeTun-
MeTabomiTy 3 6inkaMu 1m1a3Mu KpoBi gocsrae 96 %, cepegHs MakCHMalbHa IIJla3MOBa
KOHIIEHTpallis BinbHOTO cunpgeHadiny gocsirae 18 ur/mn (38 amons). CTymiHb 3B'I3yBaHHS 3
Oinkamu I1a3MU He 3aJIeKUTh Bif] 3arajbHUX KOHIIEHTpallii cunneHadiny.



€ maHi, 110 Yy 3m0poBUX NOOPOBOJIBIIIB, SIKi 3aCTOCOBYBau cuageHadin ogHoKpaTHO B 0o3i 100 mr,
yepe3 90 xBunuH B eakynATi Bu3Hadanoca Menue 0,0002 % (B cepegubomy 188 Hr) Bif 3acTOCOBaHOL
[O3MH.

BiorpaHcdopmMmaliisg. MertaGomi3m cunneHadiny 3oifCHIOETLCS, TOIOBHUM YHHOM, 3 YYaCTIO
MikpocomanbHUX i30¢epMeHTiB medinku CYP3A4 (ronoHuii minsx) Ta CYP2C9 (apyropsapgHuil msgx).
['0nOBHUY IUPKYMIOIYXYM META0O0JIIiT yTBOPIOETHCS MINITXOM N-IeMeTUIIOBaHHs cungeHadiny.
CenekTuBHicTh MeTabomiTy BitHocHo ®JIES mopiBHsAHHA 3 CEJIEKTUBHICTIO cuieHadiny, a akTUBHICTh
MeTabomiTy BigHocHO ®IES cTaHoBUTDH Mpubu3Ho 50 % Bil aKTUBHOCTI BUXiTHOI PEYOBUHH.
[Tna3MoBa KOHIIEHTpAllis I[boT0 MeTabomiTy cTaHOBUTH pubau3no 40 % Bim KOHIIEHTpalil
cunpeHadiny y mma3mi KpoBi. N-memMeTunboBaHui MeTaboIiT 3a3Ha€e MOasbIIoro MerTadosnismy, a
mepion M0Oro HalliBBUBENEHHS CTAHOBUTD MPUOIM3HO 4 TOIUHM.

EnimiHanig. 3aranbHuM KJlipeHC cungeHadiny cTaHOBUTE 41 J1/Tof, 1110 3yMOBIIIOE IIEPiof
MOTr0 HalliBBUBEIEHHS TPUBAJIICTIO 3-5 TOOMH. fAK IiCJIs IepopanbHOro, Tak i micis
BHYTPILITHLOBEHHOTO 3aCTOCYBaHHS €KCKpelis cunneHadiny y Burnsmi MeTabomiTiB
3MiMCHIOETHCS, TOJIOBHUM YHMHOM, i3 KanoMm (mpubnusno 80 % Bim BBe#eHOI mepopaibHol
[I031) Ta MEHILIOI0 Mipolo - 3 cedelo (mpubau3no 13 % Bim BBeOeHOI epopaibHOi H03K).

dapmakokiHemuka 8 0cob.ausux 2pyn nauieHmis.

[larienTH AITHLOTO BiKY. ICHYIOTH [aHi, 10 Y 3M0POBUX HOOPOBOJIBIIB JIITHHOTO BiKY (BiKOM Big
65 pOKiB) Bif3HAYa/I0Ca 3HUKEHHS KIIipeHCY cuifeHadiny, 10 3yMOBIIOBAJIO HiIBUIIEHHS
TII71Ta3MOBUX KOHIIEHTpAlii cungeHadiny Ta #oro akTUBHOTO N-IeMeTH/Ih0BaHOT0 MeTabomiTy
npu6nu3Ho Ha 90 % MOpiBHSHO 3 BiAMOBIAHMMHU KOHIIEHTPALIIMHU Y 3T0POBUX J0OPOBOJIBIIB
MoJioaoro Biky (18-45 pokiB). Y 3B's13Ky 3 BIKOBUMU BifMiHHOCTSIMU Y 3B'sSi3yBaHHi 3 OinkaMu
I71a3MU KPOBI BiANOBiAHE MigBUIEHHS IIJITa3MOBO1 KOHIIEHTpallil BiIbHOTO cuigeHadiny cTaHOBUIO
npubau3ao 40 %.

HupkoBa HeJOCTATHICTL. YV MmallieHTiB i3 mOpyLUIEHHIMH QYHKIIIi HUPOK JIETKOTO Ta IIOMipHOT0
cTyneHs (kiaipeHc KpeaTuHiny Big 30 no 80 mMi/xB) hapMakKoKiHETHKa CUIfeHadiny 3anuinanacs
He3MiHEeHOI0 TIiCJIg 10T0 OMHOKPATHOI O IepOPaIbHOr0 3aCToCyBaHHA y #1031 50 mr. Cepenni AUC Ta
C,.x N-memMeTunpoBaHOro MeTaboJIiTy migBuiyBanucs Ha 126 % ta 73 % BimIoBigHO IOPIBHSHO 3
TAKMMHU TTOKa3HUKaMH ¥ HOOPOBOJIBIIB TaKOTO XK BiKy 6e3 nmopyiieHb GyHKIlI HUpoK. OgHaK yepe3
BHCOKY iHIMBifyanbHy BapiaOenbHICTh I1i BigMiHHOCTI He Oy/IM CTAaTUCTUYHO 3HAYYIIUMHU. Y
noOPOBOJIBLIIB i3 TIKKKAMHU MOPYLUIEHHIMU QYHKIII HUPOK (KIipeHC KpeaTuHiHy HUXK4e 30 M/XB)
KJIipeHC cupeHadiny 3HUKyBaBCS, 110 IPKU3BOAWIO [0 cepepnHix mippumens AUC Ta C,,, Ha 100 % Ta
88 % BiAmOBigHO MOPIBHSIHO 3 JOOPOBOJIBIAMH TAKOTO XK BiKy 0€3 mopyIieHb GyHKIIii HUpoK. Kpim
toro, 3HadyeHHsa AUC Ta C,,, N-IeMeTunb0BaHOr0 MeTaboJIiTy 3Hauylle migBuinyBanucs Ha 200 % Ta
79 % BIATIOBIOHO.

[TeyiHKOBa HEJOCTATHICTh. Y mOGPOBOIBIIB i3 IMPO30M MEYiHKH JIETKOTO Ta IIOMIPHOTO CTYTIeHS
(xknaciB A Ta B 3a knacudikauieto Yatnmga-I1'10) KiipeHc cunpeHadiny 3HUKYBaBCS, 110 IIPU3BOOUIIO0
no migsuinerHss AUC (84 %) ta C,,., (47 %) MOpiBHSIHO 3 BiAIOBiIHUMU ITOKA3HUKAMH ¥ HOOPOBOJIBIIB
TAKOTO0 X BiKy 0e3 mopyiieHb GyHKIiN nedinku. ®apMaKoKiHeTUKY cunneHadiny y maiieHTis i3
MOPYLIEHHAMHU (DYHKIIN MEYiHKU TAKKOTO CTyIIeHs He BUBYAJIN.

KniniuHi xapaKTepHCTHKH.



IToxka3auns.

[IpenapaT peKOMeHAYEThCS 3aCTOCOBYBATH YOJIOBIKaM 3 €ePEKTUIbHOIO IUCHYHKINEIO, SKa
BHM3HAYAEThCS K HE3MATHICTh JHOCATTH ab0 MigTpUMaTH epeKIliio CTaTeBOro 4jieHa, HeoOXimHy mist
YCIIIIHOTO CTATEBOTr'0 aKTy.

Ins epekTuBHOI fil mpemapaTy nMoTpiOHe ceKcyasbHe 30yIKeHHS.

IIpomunoka3aHHsA.
- IligBuineHa 4y TIUBICTh 0O aKTUBHOI pe4oBUHU ab0 OyAb-SKOI 3 JOTIOMiXKHIX PEYOBUH IIperapary.

- OpHOYacHe 3aCTOCYBaHHS i3 JOHOpPaAMM OKCHAY a30Ty (TaKUMHM SIK aMiIHITpUT) abo HiTpaTamu y
Oynmb-siki (hopMi IPOTUIIOKa3aHe, OCKIIBKY BifoMO, 110 cuigeHadisn Ma€e BIJIUB Ha MUISIXU
MeTabomi3My OKCHUIY a30Ty/IUKIIYHOT0 r'yaHo3uHMoHOpochaTy (uI'M®) Ta moTeHIIit0€
rinoTeH3UBHUM e(eKT HIiTPaTiB.

- OpHouacHe 3actocyBaHHs inribiTopiB ®IES (y Tomy yucni cungenadiny) 3i ctTumynsitopamu
TyaHINaTIUKIa34u, TaKUMU K PiOLUryaT, IPOTUIIOKAa3aHe, OCKIJIBKY MOXe IIPU3BECTH [0
CHMIITOMATHYHOI TinoTeH3il (quB. po3min «B3aeMopmis 3 iHIMMMY JTiKapChbKUMK 3aC00aMu Ta iHII BUOK
B3aEMOMIN»).

- Crany, npu SKHUX He PeKOMEHI0BaHa CTaTeBa aKTUBHICTh (HAaIPUKIIA[, TSIXKKi CEpIEeBo-
CYIWHHI po3/Iafy, Taki SK HecTabimbHa CTeHOKapmis abo ceprieBa HEIOCTATHICTh TSKKOTO
CTYIIEHS).

- Brpara 30py Ha 0fiHe OKO BHACJIiIOK HeapTepiaabHOl IepeaHbO] illeMiuHOl HelpomaTil 30p0BOTro
HepBa He3aJIeXXHO BiJ TOT0, Y TOB’sg3aHa L I1aTOJIOTid i3 momepeqHiM 3acTOCyBaHHSAM iHTi6iTOpIB
OIES.

- [TopymeHnHa GyHKIII TEeYiHKY TSAXKKOTO CTYIEHS, apTepianbHa rioTeH3id (apTepiaJbHUN TUCK
Huzxk4de 90/50 MM pT. CT.), HEI[OJABHO IlepeHeceHui iHCyIbT abo iHdapKT MioKapaa Ta Bimomi
CIIaJKOBi MereHepaTUBHI 3aXBOPIOBAHHS CiTKiBKY, TaKi K IMIrMeHTHUYN PETUHIT (HeBelIrKa KilbKiCTh
TaKWX TMAI[iEHTiB Ma€e TeHeTUYHi po3nagu ¢ocdofmiecTepas CiTKiBKHU), OCKinbKU Oe3neka cunpgeHadiny
He [OCHiAXKyBasacs y TaKuX MiATrpynax MmallieHTiB.

B3aemodisn 3 iHwumu nikapceKumu 3acobamu ma iHwi eudu e3aemoditi.
Bnaus iHwux aikapcvkux 3acobie Ha cuadeHadi.

MeTabori3M cunpeHadiny BinOyBaeThCs epeBaxkKHO 3 y4acTio i3odopmu 3A4 (TroI0BHUM IIJIIX) Ta
izopopmu 2C9 (opyropapaui muisgx) nuroxpomy P450 (CYP). Tomy inribitopu nux i3odepMeHTiB
MOXKYTh 3HUXKYBATHU K/IipeHC CUnfeHadiny, a iHOyKTOpU KX i30()epMEHTIB MOXKYTh MiIBUITyBaTH
KJIipeHC cunaeHadiny.

Byno npomeMOHCTPOBaHO 3HUXKEHHS KIiPEHCY CuifeHadiy mpu 10oro OGHOYaCHOMY 3aCTOCYBaHHI 3
inriiTopamu CYP3A4 (TakuMU SIK KETOKOHA30JI, EpPUTPOMIIINH, ITUMETUANH). X04a MIPU OMHOYACHOMY
3acTocyBaHHi cungeHadiny ta iHriditopis CYP3A4 3pocTaHHS 4acTOTH MOGIYHUX SBUIL HE
CIlocTepiranocs, peKoMeHioBaHa II04aTKOBa [03a CUNgeHadily CTAaHOBUTH 25 MT.



OpHoyacHe 3acTocyBaHHS iHribiTopa BIJI-poTea3u puToHaBipy, AyKe NOTYyKHOTrO iHribiTopa P450, y
cTaHi piBHOBaxkHOI KoHIeHTpaIril (500 mr 1 pa3 Ha mo0y) Ta cunmeHadiny (pa3osa mo3a 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
(hapMakKOKiHEeTHYHI JaHi OMHOYaCHe 3aCTOCYBaHHS CuifeHadily Ta pUTOHaBIPY HE PEKOMEHIYETHCS;
y OyOp-IKOMY BUIIAOKYy MaKCUMaJjbHa [03a CujfeHadiny 3a xKogHuX 00CTaBUH He TIOBUHHA
IIepeBUIIyBaTU 25 MT IPOTIroM 48 roguH.

OpHoyacHe 3acTocyBaHH iHribiTopa BIJI-mpoTea3u cakBiHaBipy, inribitopa CYP3A4, y mo3i, 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)
cungenadiny Ha 210 %. He BusiBneHo BINIUBY cuifeHadiny Ha apMaKOKiHETHKY CaKBiHaBIipy.
[TepenbadaeTncs, mo Ginmbin nmoTyxkHi iHridiTopu CYP3A4, Taki sK KeTOKOHA30JI Ta iTpaKOHAa3071,
OymyTh MaT# OilbIll BUPaXKeHUH BIIUB.

[Tpu 3actocyBaHHi cungeHadiny (100 Mr pa3oBo) Ta epUTPOMILIMHY, TOMipHOTO iHTibiTopa CYP3A4, y
piBHOBaxkHOMY cTaHi (500 Mr gBiui Ha MO0y MPOTATOM 5 [HIB) CIIOCTEpiranocs MigBUILIEeHHS
cucTeMHOI ekcro3utii cunpeHadiny Ha 182 % (AUC). ¥ 3mopoBux m06pOBOJIBLINB YOJIOBiYO0I CTATI He
crocTepirasnocs BBy asuTpoMinuny (500 mr Ha goOy mpotsirom 3 mi6) Ha AUC, C,.., Thee
KOHCTAHTY LIBHOKOCTI eliMiHaIll Ta moJaIbIlnui epion HamiBBUBEOEHHS cungeHadiny abo ioro
T'OJIOBHOTO IIUPKYJTI0I04oro Metabonity. Llumetunu (inribiTop nuroxpomy P450 Ta HecmeuudiyHui
inri6itop CYP3A4) y mo3i 800 Mr mpu omHOYACHOMY 3aCTOCYyBaHHi i3 cunmeHadinom y gosi 50 mr y
3[I0POBUX NOOPOBOJIBLIIB TPU3BOAUB [0 MiABUINEHHS I17Ia3MOBUX KOHIIEHTpallil cungeHadiny Ha 56 %.

['peiindpyToBuii cik € cnabkum inribitopom CYP3A4 y cTiHIII KUIIIEYHUKY i MOXKE CIIPUYUHSTU
IIOMipHe MiABUIIEHHS I1J1a3MOBUX PiBHIB cunaeHadiny.

OpHOKpaTHE 3aCTOCYBAHHS aHTAIMIHUX 3ac00iB (MarHito rigpoKcumy/anioMiHio TifpoKCcumy) He
BIIJIMBA€E Ha OiogocTymHicTh cungeHadiny.

Xoua pmocrigxkeHb creludivyHol B3aeMOofil 3 yciMa JTiKapChbKUMU 3aco0aMy He ITPOBOOUIY, 3a DaHUMHU
MONYJIALIMHOrO (hapMaKOKiHETUYHOI 0 aHali3y (papMaKOKiHeTHKa cuifeHadiny He 3MiHIOBaIacs Ipu
110TO OOHOYACHOMY 3aCTOCYBaHHi 3 JTiKapChKAMHU 3aco0aMH, 110 HajlexKaTh 40 TPYINHU iHTi0iTOpiB
CYP2C9 (tonbyTamin, Baphapus, ¢peHiToiH), rpynu iHriditopis CYP2D6 (Takux sIK CeJIeKTUBHI
iHri6iTOPM 3BOPOTHOTO 3axomseHHs cepoToHiHy (CI33C), TpUIMKITIYHI aHTUAENPECAHTH), TPYIIX
Tia3UOHUX Ta Tia3uAOMONiOHUX [iypeTHKiB, IETIbOBUX Ta Kasiii3bepirarounx AiypeTHKiB, iHribiTopis
aHTiOTEH3UHIIEPETBOPIOBAILHOTO (DePMEHTY, aHTATrOHiCTiB Kaslbllilo, aHTaroHicTiB GeTa-
agpeHopelenTopiB abo iHAyKTOpiB MeTabomnizmy CYP450 (Takux K pudamminuH, 6apbiTypaTh).

E|Y XOZIi MOCiZKeHHS 3 Y4acTIO 3M0POBUX HOOPOBOJIbLIIB-40IOBIKiB OIHOYACHE 3aCTOCYBaHHS
aHTaroHicta enpoTeniny 6oceHTany (momipuuit ingykTop CYP3A4, CYP2C9 ta, moxnuso, CYP2C19) y
piBHOBaxXHOMY cTaHi (125 Mr fBiui Ha Ho0Oy) Ta cunpgeHadiny y piBHoBaxxHOMY cTaHi (80 Mr Tpuyi Ha
no0y) npussogumno go 3uuxkenHss AUC ta C,,, cungeHadiny Ha 62,6 % ta 55,4 % BigmoBigHo. Tomy
OJHOYACHe 3aCTOCYBaHHS TaKWX MOTykKHUX iHOYKTOPiB CYP3A4 gk pudaMiiiH, MoxKe IPU3BOTUTHU [0
OinbII BUpaXKeHOoTro 3HUKEHHS KOHLeHTpalii cunmeHadiny y mma3mi Kposi.

Hikopaunun sBnsie co0oto ribpup akTrBaTOpa KalbIlieBUX KaHaliB Ta HiTpaTy. HiTpaTHUY KOMIOHEHT
3yYMOBITIOE MOXKJIMBICTb MOT'0 CEPUO3HOI B3a€EMOZIl 3 cungeHadinom.



Bnaue cuadeHainy Ha iHwi aikapcvki 3acobu.

Cunpenadin - cnabkuii inriditTop izopopm 1A2, 2C9, 2C19, 2D6, 2E1 ta 3A4 uutoxpomy P450 (IK;, >
150 mxMosb). OCKiNbKY IMiKOBI M1a3MOBI KOHIIEHTpallii cunmeHadiny qopiBHIOIOTH MPUGIN3HO
1 MKMOJIb, BIIJIUB IIpenapaTy Ha KJlipeHc cyOCcTpaTiB 1IuX i30epMeHTIB MalIoNMOBIipHUI.

BipcyTHi mani mopmo B3aemonil cunmeHadiny Ta Takux HecnenudiyHux inribiTopiB dpocdomiecrepasu
SIK TeOQisTiH Ta OUIipUIaMoT.

OckinbKu BimoMo, 1110 cuigeHadin Ma€e BIUIMB Ha MeTa0o01i3M OKCHUY a30TY/IUKIIYHOT0
ryaHo3uaMoHodocdary (uI'M®), 6yo BCTaHOBIIEHO, III0 ITperaparT MOTEHIIil0€ TiTOTEH3UBHY Mif0
HiTparTiB, TOMYy 0ro OfHOYaCcHe 3aCTOCYBaHHS 3 JOHOPaAMM OKCUAY a30Ty abo 3 HiTpaTamu y OyOb-
SKill (popMi IpOTUIIOKa3aHe.

Piomuryart. [ToKyiHiYHI JOCTiAXKEHHS NPOAEMOHCTPYBaJId afUTUBHUYN CUCTEMHUY e(eKT 3HUKEHHS
apTepianbHOrO TUCKY IIPX OMHOYACHOMY 3acTocyBaHHi iHribiTopiB ®IIES 3 piouuryatom. Kniniusi
MOCTiAKEeHHS MPOAEeMOHCTPYBAJIH, 110 PiOIUIYAT IIOCUITIOE TiMOTEeH3UBHY Aito iHTriOiTopiB ®IES. ¥
TalieHTiB, sIKi Opanu y4acTh V HOCTiAXKEeHHi, He CIIocTepiranocst MOo3UTUBHOTO KITiHIYHOTO eeKTy
IIpY OJHOYACHOMY 3acTocyBaHHi iHribiTopiB ®IES 3 pionuryaTom. [IpoTunoka3aHe ogHOYaCHE
3acTocyBaHHS piouuryarty 3 iHribiTopamu ®JIES (y Tomy uucri i3 cunmeHadinoM) (OUB. po3min
«IIpoTUIOKa3aHHS»).

OpHoYacHe 3aCTOCyBaHHS cuiifeHadiny Ta 6710KaTopiB anbda-agpeHopeLenTopiB MOXKe ITPU3BECTU
[0 PO3BUTKY CUMIITOMATUYHOI TiOTEH3i1 y JeSIKUX CXUJIbHUX [0 LIbOT0 MallieHTiB. Taka peakilis
HalyvacTile BUHUKAE IPOTATOM 4 TOOMH IIicIis 3aCTOCYyBaHHS cunaeHadiny. Y xomi oCmiaxKeHb
cnenudiyHoi B3aeMopii mikapcbkux 3aco6iB 6110kaTop anbda-agpeHopeLenTopiB JOKCa303uH (4 Mr Ta
8 mr) ta cunpgenadin (25 mr, 50 mr ta 100 Mr) 3aCTOCOBYyBaIMCA OAHOYACHO IalliEeHTaM i3
noOposKiCHOIO TinepIinasieio nepeaMixypoBoi 3a103u, crabinisalis crany sKux 6yna OoCSITHyTa Ipu
3aCTOCYBaHHI IOKCA303UHY. Y IIUX IONYJIALIAX CIOCTEPIrasocs cepefHe NONaTKOBE 3HUKEHHS
apTepianbHOTO TUCKY Y MONI0XKEHH] NallieHTa Jiexka4yu Ha 7/7 MM pT. CT., 9/5 MM pT. cT. Ta 8/4 MM PT.
CT. Ta CepefHEe 3HUKEHHS apTepialbHOr0 TUCKY V II0JI0XKEHH] CTOSAYu Ha 6/6 MM pT. CT., 11/4 MM pT.
CT., 4/5 MM DT. CT. BignoBigHO. [Ipy 0MHOYACHOMY 3aCTOCYBaHHI CUIAeHadily Ta JOKCa303UHY Y
nalieHTiB, cTabinizalisi crany sikux Oyja gOCSATHYTa IIPU 3aCTOCYBaHHI JOKCa303UHY, iHOMI
TTOBiHOMIISINIA TTPO PO3BUTOK CUMIITOMATUYHOI OPTOCTATUYHOI TiMOTEeH3il. Y 1IUX MOBiTOMIIeHHSX
HIIIOCS TIPO BUMIAJKX 3allaMOPOYEHHS Ta CTaH Iepejl HeIPHUTOMHICTIO, ane 6e3 CUHKOIIE.

He cnocrepiranocst KogHNX 3HAUYIIUX B3a€EMOZIN IIpY OAHOYACHOMY 3aCTOCYBaHHI cunfeHadiny
(50 mr) i TonbyTtaminy (250 mr) abo Bapbapuny (40 mr), mo Metabomnizyotscss CYP2C9.

Cunpenadin (50 Mr) He IPKU3BOAUB [0 IOOBXKEHHS YaCy KpOBOTeYi, CIPUYMHEHOI 3aCTOCYBAHHSAM
areTHICaIinuIoBoi Kucaotu (150 mr).

Cunpenadin (50 Mr) He NMOTEHIIi0BaB TilIOTEH3UBHY [Iil0 aJIKOTOJIIO0 ¥ 3TOPOBUX AOOPOBOJIBLIIB IIPH
CepefHiX MaKCUMaJIbHUX PIBHAX €TaHOJy B KpoBi 80 mr/mji.

Y matieHTiB, SKi 3acTOCOByBanu cuifeHadin, He CocTepiranocs XOOHUX BigMiHHOCTEHN ITPOdiio
mo6iuHuX eheKTiB MOPiBHSHO 3 myanedo Mpu 0OJHOYACHOMY 3aCTOCYBaHHI TaKUX KJIaciB
rinoTeH3WBHUX JTIKAPCHKUX 3aC00iB K miypeTuku, 6;10KaTopu OeTa-agpeHopelenTopis, iHribitopu
ATI®, anTaronicty anrioteH3uny II, aHTUTinepTeH3UBHi TiKapchKi 3aco0u (CyOAMHOPO3IKUPIOBaIbHI Ta
IIEeHTPAJIbHOI [il), 6JT0KAaTOPHU afipeHePrivHuX HEHPOHiB, 0JI0KaTOPH KaJbIliEBUX KaHAJIiB Ta OJI0KaTOpH
anbda-agpeHopelenTopiB. Y creliaJbHOMY JOCITigKeHHi B3aeMOil TPy 0OJHOYaCHOMY 3aCTOCYBaHHI
cungeradiny (100 Mr) Ta aMIOOUITIiHY MAlliEHTaM 3 apTepiabHOIO TillepPTEH3i€I0 CriocTepiranocs



NOOATKOBE 3HUKEHHS CACTOJIIYHOTO apTePialbHOTO TUCKY B IIOJI0KEHH] j1eXKadu Ha 8 MM PT. CT.
BipnoBigHe 3HUXKEHHS AiaCTOJIIYHOrO apTepiaybHOTO TUCKY CTAHOBUJIO 7 MM PT. CT. 3a BEJIMYUHOIO I
IOMATKOBI 3HUKEHHST apTepiaIbHOr0 TUCKY Oy MOPiBHIHHUMHU 3 THUMH, 1[0 CIIOCTEPiraucs mpu
3aCTOCyBaHHI nuie cungeHadiny y 3mopoBuX J0OPOBOJIBIIIB.

3acTocyBaHHS OOHOPA30BOi M03u cunaeHadiny i3 cakybiTpuaoM/BaacapTaHOM Y PiBHOBazKHOMY CTaHi
nalieHTaM 3 apTepianabHOIO TiepTeH3ielo Oyy10 OB’ g3aH0 3i 3HAYHO OiTbIINM 3HUKEHHIM
apTepianbHOTO TUCKY IMOPIBHSHO i3 3aCTOCYBaHHSIM CaKyOiTpuiy/BaicapTaHy oKpeMo. ToMy ciif 3
00epexkKHiCTIO TOYMHATH 3aCTOCYBaHHS CUJIeHadiny nalieHTaM, IKi OTPUMYIOTh
cakyOiTpui/BancapTaH.

Cunpenadin y mo3i 100 Mr He BIJIMBaB Ha (papMaKOKiHETHYHI TOKa3HUKY iHTibiTOpiB BIJI-npoTeasu,
cakBiHaBipy Ta puTOHaBipy, siKi € cybcTtpatamu CYP3A4.

Y 3mopoBux H0OPOBOJIBIIIB YOJIOBiYOI CTATi 3aCTOCYBaHHS cuiigeHadiny y piBHOBaKHOMY cTaHi (80 Mr
Tpu4i Ha f00y) npusBopuio no migBuieHHs AUC Ta C,,, 6ocenTany (125 Mr aBiui Ha go0y) Ha 49,8 %
Ta 42 % BiOmOBiOHO.

Oco06.1ueocmi 3acmocye8aHHs1.

IIo mo4daTKy Tepamil ciif 3i0paTy MeIUYHUM aHaMHe3 TallieHTa Ta IPOBECTH (i3uKanbHe
00CTeXKeHHS [J1s HiarHOCTUKU ePeKTUIbHOI AUCHYHKIIII Ta BU3HAUYEHHS 11 MOXKJIMBUX IIPUYHH.

daxmopu pu3uky cepyeso-cyouHHuUX 3axeoptosaHb. OCKIJIbKM CeKCyaslbHa aKTUBHICTh
CYTIPOBOMIXKYETHCS IIEBHUM PU3UKOM 3 OOKY Ceplisi, [0 M0YaTKy OyOb-IKOT0 JIiKyBaHHS
€PEeKTUIbHOI AUCHYHKIIII JTiKkap Ma€ OLiHUTYU CTaH CePIeBO-CYANHHOI CUCTEMH TallieHTa.
CunpgeHadin Ma€e CyOUHOPO3IIKUPIOBAIbHUM €(QEKT, 10 MPOSBISETHCS IETKUM Ta
KOPOTKOYaCHUM 3HUKEHHSAM apTepialbHOTO TUCKY. [0 Tpu3HaYyeHHS cungeHadiny mikap
Ma€ PeTeIbHO 3BaXKUTH, YU MOXKe TaKui e(peKT YHHUTY HeCIPUSITIUBUY BIIJINB Ha MallieHTiB
i3 MeBHMMM OCHOBHUMH 3aXBOPIOBAHHSIMHM, 0COONMMBO Y KoMOiHallil i3 ceKcyanbHO0
aKTUBHICTIO. []0 IAIieHTIB i3 MiABUIIEHO YYTIUBICTIO 1O Ba30AUIaTaTOPiB HajlexkaTh
NaIi€eHTy 3 00CTPYKIIi€l0 BUBIZHOTO TPAKTY JIiBOTO LIIYHOYKa (HANpUKJIIaM, CTEHO3 aOpTH,
rimepTpodiuHa 0OCTPYKTUBHA KapAioMiomnaTis) a0 mallieHT 3 PifKiCHUM CUHIPOMOM
MYJIbTUCHACTEMHOL aTPOdil, OOHUM i3 IPOSIBIB KOl € TIXKKe IOPYIIEHHS Perymsilil
apTepianbHOTO TUCKY 3 O0KY BereTaTHBHOI HEPBOBOI CUCTEMH.

[TpemapaT mOTEHILiIOE FiNOTEH3UBHUM e(eKT HIiTpaTiB.

[ToBimomIsinu Npo TSAXKKIi MOOIUHI peakiril 3 60Ky ceplieBO-CyIUHHOI CUCTEMH, BKII0Ual04ud iH(papKT
MioKappa, HecTalilbHy CTeHOKap/ilo, PalTOBY CEPIEBY CMEPTh, IITYHOUYKOBY apUTMiio0,
11epeOpPOBaCKYIIIPHI KPOBOBUIMBY, TPAH3UTOPHY illIeMiYHY aTaKy, apTepialbHy rinepTeHsiio Ta
apTepianbHy TimoTeH3il0, SAKi 3a YacoM 36iranucs i3 3acTocyBaHHAM cunmeHadiny. Y 6inbinocTi
MAIl€HTIB, ajie He y BCiX, iCHyBaIu (paKTOPU PU3UKY CEPLIEBO-CYIUHHUX 3aXBOPIOBaHb. barato Takux
moOiYHUX peakllii crocTepiranocs Imifg yac abo ofpady Mmicis CTaTeBOTo aKTy, i MuIlle KinbKa
TPANUIOCS HEBHOB3I IiC/Is 3aCTOCYBAaHHS Ipenaparty 6e3 CeKCyalbHOI aKTUBHOCTI. TOMY HEMOXKITUBO
BU3HAYUTH, YU T10B’I3aHUM PO3BUTOK TaKUX MOOIYHUX peakliil 6e3rnocepegHto 3 hakTopaMu pU3UKY,
YW 1X PO3BUTOK 3yMOBJIEHUY iHIIMMU YUHHUKAMU.

ITpianiam. 3acobu st MiKyBaHHS €PEeKTUIbHOI AUCYHKIII, v ToMy yucsi i cunmenadin, cin



mpHU3HavaTy 3 00epeXkHiCTIO MallieHTaM 3 aHaTOMiYHUMHU fedhopMallisiMu IeHica (TaKuMHu SIK
aHTYJIS1isg, KaBepHO3HUN (Hi6po3 abo xBopoba Ileitponi) abo marieHTaM 3i cTaHAMHU, IO CIIPUSIOTH
PO3BUTKY IIpianiaMy (TaKMMH K CePIONOAiOHOKITITUHHA aHeMist, MHOXKMHHA MierioMa abo nerkeMis).

[ToBigoMnsinu mpo BUIMIAAKY ITOMOBXKEHOI epeKIlii Ta mpiamiamy. JKIo epekIlis TpuBae OibIl HixK
4 rogviHM, malieHTaM CJIil HeraHO 3BEPHYTHUCS 3a MEIUYHOI0 JOIIOMOr0k0. Y pa3i BiICyTHOCTI
HEeTaWHOT0 JIIKyBaHHA IIpiali3M MoXKe MPU3BECTHU [0 MOIIKOAXKEeHHS TKaHWH IIeHica Ta [0 CTihKOl
BTPATH MOTEHIIl.

OodHouacHe 3acmocy8aHHA 3 iHwumu iHzibimopamu ®JES5 abo iHwumu npenapamamu 044 AiKYBaAHHSA
epekmusbHoi ducpyHkuii. be3neky Ta e)eKTUBHICTh OMHOYACHOTO 3aCTOCYBaHHS CUNIgeHadimy
3 inmmMmu inribitopamu OIES abo iHmKMMY IpemnapaTaMy OJIs JTiKyBaHHS TinepTeH3il
JleTeHeBol apTepil, SKi MiCTATh cunaeHadisn, 44 3 iHIMKUMY IpernapaTaMy AJis JTiKyBaHHS
epeKTuNIbHOI MUChYHKINI He BUBYanu. TOMy 3aCTOCYBaHHSI TaKuxX KoMOiHalii He
PEKOMEHTI0BaHe.

Bnaus Ha 3ip. Hagxomunu CriOHTaHHI [TOBiJOMJIEHHS IPO BUHUKHEHHS Ne(eKTiB 30py acollii0BaHo i3
3aCcTOCyBaHHSM cungeHadiny Ta iHmux inridiTopis ®ES (ous. po3gin «[1obiuHi peakmii»). IIpo
BUIIAJKU HeapTepialbHOI MepeHbOi illleMigYHOI HEBPOITAaTii 30POBOT0 HEPBA, 10 € PiIKiCHUM CTaHOM,
Ha[XOAWJIX CIIOHTaHHI ITOBITOMJIEHHS Ta IOBIJOMJISIJIA ¥ HArJIsIHOBOMY AOCIIAKEHHI K IIPO
acoIrifioBaHi i3 3acTocyBaHHSIM cungeHadiny Ta iHmwux iHridiTopis ®IES (ous. po3min «I1ob6iuHi
peaxtii»). TTalieHTiB cyif momepeuTH, 110 V¥ Pa3i parnToBOTO MOPYIIeHHS 30py 3aCTOCYBaHHS
npenaparty Cif IPUIMHUTU Ta HeTalHO 3BEePHYTUCS [0 JliKaps (guB. po3pain «IIpoTunoka3anHsg»).

O0HouacHe 3acmocyeaHHs 3 pumoHagipom. OmGHOYACHE 3aCTOCYBaHHS CUIAeHadiny Ta
PUTOHaBIpY He PEKOMEHAYETLCS (MUB. po3Min «B3aemopis 3 iHIIUMYU JTiKapCbKUMU 3aco0aMu
Ta iHII BUOM B3a€EMOMIN»).

OdHouacHe 3acmocysaHHs 3 baokamopamu a-adpeHopeuenmopieg. I1alieHTaM, SKi 3aCTOCOBYIOTh
6110KaTOPU (-adPEHOPEIENITOPIB, 3aCTOCOBYBATHU CUeHadin ciig 3 00epexkHiCTI0, OCKITbKY TaKa
KoMOiHalliss MOXke MPU3BECTH 00 CUMIITOMATUYHOI TiOTeH3il y IeIKUX CXUIbHUX A0 I[bOTO Malli€HTiB.
CuMnTomMaTHy4Ha TiOTeH3isd 3a3BUYall BUHUKAE IIPOTATOM 4 TOAMH MiC/IS 3aCTOCYBaHHS
cunpeHadiny. 3 MeTor0 MiHiMi3allil MOXK/IMBOTO PO3BUTKY ITOCTypaIbHOI TiMOTEeH3il y MaIli€eHTiB, AKi
3aCTOCOBYIOTh OJIOKATOPH (-aflPEHOPELeNTOPIB, iX cTaH MOTPi6HO cTabili3yBaT 3a MOIIOMOT 00
0JI0KaTOpiB O-aiPEeHOPELENTOPIB 0 MOYaTKy 3aCTOCYBaHHS cunpgeHadiny. Takox cifg
PO3TITHYTH MOKJIMBICTH 3aCTOCYBaHHS ITOYaTKOBOI M03U 25 MT (OuB. po3min «Crocib 3acTocyBaHHS
Ta [1o3u»). KpiM Toro, cnifg npoiHdopMyBaTy Mali€HTIB, K OiATH y pa3i M0SBU CUMIITOMIB
OPTOCTAaTUYHOI TiMmoTeH3il.

Bnaue Ha xposomeui. [JoCcHifKeHHS TPOMOOIUTIB TIOAMHU IPOAEMOHCTPYBaIH, 1110 in Vitro
cunmeHadin MoTeHIliI0e aHTHarperaiilitHi epekTu HaTpito HiTponpycuny. Hemae xxonHoi indopmarii
momo 6e3meKy 3aCTOCYBAaHHS CHImeHadiny malieHTaMm i3 mopyueHHsIMHU 3rOPTaHHSI KPoBi abo
TOCTPOI0 IENTUYHO BUPa3Kok0. TaKUM YMHOM, 3aCTOCYBaHHS CUIgeHa(dimy malieHTaM Liel rpynu
MOZKJIMBE JIAIIIE ITiCJIs PEeTEeNIbHOI OIIiIHKY CIIiBBiTHOIIIEHHS KOPUCTI Ta PU3UKIB.

[TniBkoBa 0000HKa TablIeTOK MiCTUTh JTaKTO3X MOHOTrifmpart. [Ipenapar He CJIifi 3aCTOCOBYBaTH
YOJIOBIKaM i3 TAKUMU PifIKICHUMU CIaJKOBUMU IOPYLIEHHSAMU K HEIIEPEHOCUMICTh IajlakKTO3H,
He[IOCTaTHICTh NakTa3u Jlanma a6o ManmbabcopOIris TTI0KO3U-TaTaKTO3M.

®epmusvHicme. ITicns 3acTtocyBanHs mo3u 100 M 3OpoBUME NOOPOBOJBISIMU HE CIIOCTEPIramocs
BIIJIUBY Ha MOP(QOJIOTii0 Y PyXOMiCTh CIIEpMAaTO301fiB.



Bmpama cayxy. JlikapsiM cJlif TOpafuTH NallieHTaM IPUINHUATY 3aCTOCyBaHHS iHTi0iTOopiB ®IIES,
BKJTIOYAIOYM CUJILeHadin, Ta HerauHOo 3BEPHYTUCS 3a MEJUYHOI0 AOIIOMOTO Y pa3i panToBOro
3HMXKEeHHS a00 BTpaTu ciyxy. [1po 1i siBulla, AKi TaKOK MOXKYTb CYIIPOBOMXKYBATUCS
[3BOHOM y ByXaX Ta 3allaMOPOYEeHHSM, IIOBILOMJISIM 3 aCOLialli€lo y Yaci i3 3aCTOCYBaHHAM
inribiTopis ®IIE5, BK/IO4a04yu mpenapaTu cungeHadiny. BusHaunTu, 4u MoB’si3aHi 1i SBUIIa
i3 3acTocyBanHsIM iHTibiTopiB ®IES, yu 3 iHIIMMU (haKTOpaMu, HEMOXKJIIKBO.

OO0HouacHe 3acmocyB8aHHA i3 2inomeH3usHUMU npenapamamu. CunpgeHadin YUHUTh CUCTEMHY
CyIVHOPO3IINPIOBAIbHY [il0 Ta MOXe y IOJa/IbIIOMy 3HUXKYBATU apTepialbHUM TUCK V NAli€HTIB, Kl
3aCTOCOBYIOTh TiIOTEH3UBHI JTiKapChKi 3aco0u. B okpeMoMy mocimKeHHi TiKapCchKoi B3aeMofii mpu
OJHOYAaCHOMY 3acTocyBaHHi ammopuminy (5 mr a6o 10 Mr) ta cunpenadiny (100 Mr) nmepopaabHO
CIIOCTEPIrasocs CepefHe NOLaTKOBe 3HUKEHHS CACTOIIYHOI'O TUCKY Ha 8 MM pT. CT. Ta
OiacTONMIYHOTO - Ha 7 MM PT. CT.

3axeoprBaHHA, W,0 Nepeddarmscsa cmamesum WaAAXoM. 3aCTOCYBaHHS CunfeHadiny He 3aXUIIa€ Bif
3aXBOPIOBaHb, 1110 ITepefaloThCSa CTaTeBUM WIIIXoM. Clif pPO3T/IsIHYTHA MOXK/IUBICTh iHGOPMYyBaHHS
TAIliEHTIB 00 HeoOXimHUX 3amo0iKHUX 3ac00iB [ 3aXUCTY BiJl 3aXBOPIOBAHb, 1110 ITePeaaloThCS
CTaTeBUM LIIIXOM, BKIIOYal04YH Bipyc iMyHOmeDiUTY MTIOOUHM.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2pydoto.

[IpenapaT He Ipu3HaYE€HUY [JId 3aCTOCYBaHHS XKiHKaM.

30amuicmb enausamu Ha weudKicmb peakuyii npu KkepysaHHi asmompaHcnopmom abo
I[HWUMU MexXaHi3Mamu.

[TpemapaT MOXe MaTH He3HAYHUM BIJIMB HAa KePYBAHHS aBTOTPAHCIOPTOM abo iHImUMM
MexaHidMamu. OCKiIbKM IIPX 3aCTOCYBaHHI CANAeHa)iTy MOBIHOMIISAIN IIPO BUIaAKU
3araMOpOYEeHHS Ta IOpYIIeHHs 3 00Ky OpraHiB 30py, Ilepef TUM 5K CifaTH 3a KepMO TPAHCIOPTHOTO
3aco0y abo MmpallloBaTH 3 IHIMKUMU MeXaHi3MaMH, MallieHTaM HeoOXiTHO 3’sICyBaTH, SIKOI0 € IXHS
iHOMBiAyanbHa peakilis Ha 3aCTOCYBaHHS IIpemnapary.

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

PexomeH0BaHa [i03a IipemnapaTy CTaHOBUTH 50 MT, 3aCTOCOBYBaTH Yy pa3i HeoOXimHOCTI MpHuOIM3HO 3a
TOIUHY 0 CEKCYaJIbHOI aKTUBHOCTI. 3a/eXKH0 Bif e(eKTUBHOCTI Ta MEPEHOCUMOCTI ITpemaparty go3y
MoxHa 30inbmuTy 10 100 Mr a6o 3MeHIIUTH 10 25 Mr. MakcuMasnbHa PeKOMeHI0OBaHa 103a
ctaHoBUTh 100 Mr. YacToTa 3aCTOCYBaHHSI MaKCUMaJIbHOI peKOMEHI0BaHOl 03U IIpernapaTy
CcTaHOBUTH 1 pa3 Ha moOy. [Ipu 3acToCyBaHHi ITpenapary Iif Yac IpuHoMy 1Xi Ois mpenapaTy Moxe
HacTaBaTH Ii3Hille, HiXK P 10r0 3aCTOCYBaHHI HaTIIeE.

ITayieHmu AiMHbO20 BIK)Y.



HeoOxigHicTh Y KOpPEKIIil 103U MallieHTaM JIiTHLOTO BiKy (= 65 poKiB) BimCyTHS.
ITauieHmu 3 HUPKOBOI HedocmamHicmio.

[l71s malieHTiB i3 HUPKOBOIO HEJOCTATHICTIO JIETKOTO Ta IIOMIPHOTO CTYIIeHs TSIKKOCTi (K/IipeHC
kpeaTuHiny Big 30 mo 80 MJ1/xB) peKOMeHI0BaHa [[03a IIpelapaTy € aHaJIOTiYHOK 0031, HaBeOeHil
BUllle Y po3nii «[lopoci».

OcCKibKHY y MAIi€HTIB i3 HUPKOBOIO HEJOCTATHICTIO TAKKOI0 CTYIIeHd (KJIipeHC KpeaTUHiHy HUXYe
30 mn/xB) KnipeHc cunaeHadiny 3HUXKEHUN, peKOMeHIOBaHa [03a IIpenapaTy CTAaHOBUTD 25 MT.
3anexHo Bif e(eKTUBHOCTI Ta TePeHOCHMOCTI IpenapaTy f03y MoxHa 36inpmuTty 1o 50 Mr Ta
100 mr.

ITauieHmu 3 neyiHK080K HeAocmamHicmio.

OcCKinbKHY y MAIliEHTIB i3 MeYiHKOBOIO HEOOCTATHICTIO (HAaIpUKJIa[ LIMPO30M) KITipeHC cunmeHadimy
3HUKEHUH, peKOMeH0BaHa [03a IIpenapaTy CTaHOBUTD 25 Mr. 3aJie’kHO Bifi e(eKTUBHOCTI Ta
IIepeHOCUMOCTI ITpenapaTy fo3y MoxkHa 306inbmuTu go 50 mMr ta 100 mr.

ITauienmu, saKi 3acmocoa8yomb iHWi AiKapcuki 3acobu.

PekoMeH0oBaHa II0YaTKOBA [I03a IIperapaTy nallieHTaM, gKi 3acTocoByioTh iHribiTopu CYP3A4, 3a
BUHSITKOM PUTOHABIPy, 3aCTOCYBaHHS SIKOTO Pa30oM i3 cuifeHadizioM He peKOMEHAYEThCSI, CTAHOBUTh
25 Mr.

3 MeTOI0 MiHiMi3allil pU3uKy PO3BUTKY OPTOCTATAYHOI TilOTEeH3i]l CTaH Malli€HTiB, SKi 3aCTOCOBYIOTh
61okaTopu anbda-afpeHoOPELeNTOPiB, MOTPiOHO cTabinidyBaTu [0 IOYATKY 3aCTOCYBaHHS
cunpeHadiny. PekomeHnoBaHa OoYaTKOBa f03a CUNAeHadiny CTaHOBUTH 25 M.

Iimu.

[Tpenapar He MOKa3aHUM [T 3aCTOCYBaHHS 0cofaM BikoM 1o 18 pokis.

Ilepedo3yeanHsi.

[Tpu 3acTocyBaHHi pa3oBoi no3u cunpenadiny go 800 Mr mobivyHi peakuii 6ynu momiGHUMU OO THX, IO
CIIOCTEepiranucs Mpy 3aCTOCYBaHHI cuimeHadiny y HUKYKUX [03aX, ajle BUHHUKAJY YacTimie Ta 0ymu
OinbIN TSXKKUMU. 3aCTOCOBYBaHHS cungeHadiny y mo3i 200 Mr He PHU3BOAMIIO [0 MiABUILEHHS
e(eKTUBHOCTI, ajyle CIIPUUMUHSIIO 3POCTaHHS KiJIbKOCTi BUTIAAKIB PO3BUTKY MOOIYHUX peakilii
(romoBHOTO 6010, TPUILINBIB, 3allaMOPOYEHHS, OUCIEIICi], 3aK/IafleHOCTi HOoCa, IOpPYyIIeHb 3 00Ky
OpTraHiB 30py).

Y pasi nepeno3yBaHHs, SKIO MOTPIOHO, BAAIOTHCSA [0 3BUYAMHUX MiATPUMYIOUUX 3aXO0[iB.
[TpuckopeHHS KIIipeHCy cunpeHadiny Ipu reMofianisi MaJoiMOBipHE BHACIIIOK BUCOKOTO CTyTIE€HS
3B’sI3yBaHH4 Ipenaparty 3 6iTkaMu I1a3MU KPOBi Ta BifCyTHOCTI eniMiHanii cunpenadiny i3 ceuero.

ITobiuni peakuii.



Hattuacrimie moBigoMIsiiy Ipo Taki moOiyHi peakiril SK TOOBHUM 0ib, MPUIIINBY, TUCIIETICIS,
3aKJafeHicTh Hoca, 6inb ¥ CIIMHI, 3allaMOpPOYeHHs, HYOOTa, IIPUILINBY XKapy, IOPYIIeHHS 30Dy,
I[iaHOIICisl Ta 3aTyMaHEHHS 30py.

[To6iuHi peakiii HaBegeHO HUKYE BiAMOBIgHO m0 Kiacudikallii «CrucTeMa-opraH-Kjiac» Ta YaCTOTH:
nyxe 4dacto (= 1/10), gacro (= 1/100 - < 1/10), mHeuyacTo (= 1000 - < 1/100) Ta pigko (= 1/10000 -
< 1/1000). ¥ Mexkax KOKHOI YaCTOTHOI I'pynu nobiyHi peakilii HaBeJeHO Y MOPSAKY 3MeHIIeHHS 1X
IIPOSIBIB.

IHgpexuii ma iHBasil.

HeuacTo: puHiT.

3 6oky iMmyHHOI cucmemu.

HeuacTo: rinepuyTiauBiCTs.

3 60Ky Hepsosoi cucmemu.

Ilye 9acTo: TOI0BHUH OiNb.

YacTo: 3amaMOpOYEeHHS.

HeuacTo: COHNUBICTE, TinecrTesis.

Pigko: iHCynbT, TpaH3UTOPHA illleMiYHa aTaKa, CyIOMU*, pelluanuBU CyIoM*, CHHKOIIE.
3 60Ky opaaHis 30py.

YacTo: MOpyIIeHHS CIPUUHATTS KOJIbOPY**, po3niafu 30py, 3aTyMaHEeHHS 30py.

HeuacTo: po3nagy cIb030BUAINEHHS***, Oinb B 04aX, poTodobis, ¢oToIcis, rinepeMis odew,
SICKPaBICTh 30PY, KOH IOHKTUBIT.

Pigko: HeapTepianbHa epefHs ileMiuHa HEMPOIaTis 30pOBOr0 HEpPBa*, OK/II03id CyIUH CIiTKiBKU¥,
pPeTUHAIbHUY KPOBOBUJIUB, apTEPIOCKIEPOTUYHA PETUHOIIATIS, TIOPYIIeHHS 3 00Ky CiTKiBKH,
riraykoma, 0eeKTHU MoJis 30Py, OUIIOINis, 3HUKEeHHS TOCTPOTH 30Dy, MioOIlis, aCTEHOIIis, MJlaBaloydi
TIOMYTHIHHSI CKJIMCTOTO Tijla, IOPYIIeHHs 3 00Ky paiayKHOi 000JIOHKH, Mifipia3, MosBa CIIOYUX Kif
HaBKOJIO AKepesa CBiT/a (raso) y 1moJi 30py, HabpsK odel, IPUIYXJIiCTh 04eld, TOPYIIeHHS 3 60Ky
ouel, TinepeMisi KOH IOHKTHBHY, TIOAPa3HeHHS 04Yel, aHOMaJIbHi BifuyTTd B 0o4aX, HaOpPsK MOBIK,
3HeOapBIIeHHS CKIIEPH.

3 6oky opaaHis cayxy ma eecmubyaspHO20 anapamy.
Heuacto: 3anamMopodeHHs, I3BiH Y ByXax.

Pigko: rioyxora.

3 boky cepusi.

HeuacTo: Taxikappis, mocuneHe cepueOuTTs.

Pinko: panToBa ceplieBa cMepTh*, iHpapKT MioKapaa, IITYHOYKOBa apuTMis*, dibpunsiis
nepercepnb, HecTtabibHa CTEHOKAPMis.



3 60Ky cyouH.

YacTo: NPUIIUBY KPOBi 10 00IMYYs, IPUIUBH Kapy.

HeuacTo: rinepTeHsis, rinoTeHsis.

3 60Ky pecnipamopHol cucmemu, op2aHie 2pyOHOI KAimKuU ma cepedoCmiHHA.
YacTo: 3aKiIafgeHicTb Hoca.

HeuacTo: HOCOBa KpOBOTeYa, 3aKjIafleHiCTh MPUAATKOBUX I1a3yX HOca.

Pigko: BiguyTTs CTHCHEHHS Y ropJli, HaOpsK cIM30B0i 060I0HKH HOCA, CYyXiCTh ¥ HOCI.
3 60Ky WAYHKOBO-KUWKOBO20 MPAKmy.

YacTo: Hy[OTa, QUCIIETICis.

Heuacro: ractpoe3odareanbia pediokcHa xBopoba, 6;1r0BaHHSs, 0ilh Y BePXHil YaCTHHI XKWBOTA,
CyXiCTb y POTi.

Pigxo: rinecTesisi poTOBOI IOPOXKHUHM.

3 60Ky wkipu ma nidwKipHOi MKAHUHU.

HeuacTo: BUCUNIaHHSA.

Pigko: cungpoMm CTtiBeHCa-[I:KOHCOHA*, TOKCUYHUM emifepMalbHUN HEeKPOITi3*.

3 60Ky onopHO-pyx08020 anapamy ma cnoay4Hoi MKaHuHu.

Heuacro: mianris, 6inb y KiHI[iBKax.

3 6oky ceuosudinvHOi cucmemu.

HeuacTo: remaTypis.

3 6oxy penpodyKkmueHoi cucmemMu ma MO/A0YHUX 3dA03.

Pigko: KpoBOTeYa 3i CTAaTEBOTO 4JieHa, Mpiami3M*, reMaToCIepMisi, TOMOBXKEHA €PEeKIIis.
3azanvHi po3aadu ma peakuyii y micui 8e0eHHA.

Heuacro: 6inb y rpyasix, migBullleHa BTOMIIOBAHICTb, BITUYTTS XKapy.

Pigko: mogpa3HeHHS.

ObcmedtceHHs.

HeuacTo: mifBuIlieHa 4acToTa CEpPIIeBUX CKOPOYEHbD.

* [ToBimOMIIANIY NUIIe TIif 9ac JOCTiAKEeHH MiC/Is BUXOAY CUlifeHadiny Ha PUHOK.

** TlopyIIeHHS CIPUUHSATTS KOIbOPiB: XJIOPOIICisl, XpOMATOIICis, iaHOIICisd, EPUTPOIICisA, KCAHTOICIs.



*** TlopylleHHS CIIbO30BUIINIEHHS: CyXiCTh B 04YaX, MOPYILIEHHS CIbO30BUIINIEHHS Ta MiABUIIEHHS
CJIBO30BUOiICHHS.

Huxye3a3HaueHi gBUllla criocTepiranucsa y < 2 % MalieHTiB Y X0l AOCIiIXeHb; IPUYUHHUN
B3a€EMO3B’s130K He BU3HaueHUU. [I0BifOM/IEHHS BKIIIOYAJIU ABUINA, 110 MaJly BipOTigHUY 3B'A30K i3
3aCTOCYBaHHAM cunfeHadiny. fBuina, ski He Oynu 3a3HauyeHi, Oyiu JIETKUMU Ta TOBifOMIEHHS OyIu
nykKe HeTOYHUMY, 11100 MaTy 3HAYEHHS.

3aeanvHi: HabpsgK oOnMuyuYs, peakiii GoTOUYTIUBOCTI, IIOK, acTeHis, Oifib, panToBe NagiHHg, 6inb y
JXWBOTi, PalTOBe IOMIKOIKEHHS.

3 60Ky cepueso-cyOuHHOi cucmeMu: cTeHoKapmis, AV-010Kaga, MirpeHs, MOCTypabHa TinoTeH3is,
imemis Miokapga, TpoM603 CyOuH I'OJIOBHOTO MO3KY, panToBa 3yMKUHKA CEPIS, BiIXUIIeHHS
noka3Hukis EKI', kapgioMionaTis.

3 60Ky WAYHKOBO-KUWKOB020 Mpakmy: TJIOCUT, KOJIIT, Auc(aris, raCTPUT, TaCTPOEHTEPHUT,
e30¢ariTt, CTOMaTUT, TOPYIIEHHS Pe3yNbTaTiB Ie4iHKOBUX P00, peKTalbHa KPOBOTEYa,
TIHTIBIT.

3 6oky cucmemu Kposi ma aimpamuyHoi cucmemu: aHeMist, JIeHKOIeHis.

Po3zaadu memaboaizamy ma xapuyeaHHs: clipara, HaOpsK, momarpa, HecTaOinbHUM miaberT,
rineprnikeMis, nepudepuyni HaOPsKY, TinepypukeMis, rinornikemis, rinepHatpiemis.

3 60Ky ckesemHo-M’ 30801 cucmemu: apTPUT, apPTPO3, POIPUB CYXOKUIIISI, TEHOCUHOBIT, OiNlb y
KiCTKax, MiaCcTeHisI, CHHOBIT.

3 boky Hepeoeoi cucmeMu: aTakCis, HeBpalTis, HEUPOIaTisi, TapecTesiss, TPeMop, BEPTUTO, [ETIPECis,
0e3COHHS, aHOMAaJIbHi CHOBUIIHHS, 3HUXKEHHS pedIieKcis.

3 6oky OuxaabHOi cucmemu: acTMa, BUCITHOE, TAPUHTIT, GapUHTIT, CUHYCUT, OPOHXIT, IOCUJIEHE
CIIMHOBUMIJIEHHS, TOCUJIEHHS KalIlJTio.

3 6oky wkipu: KPONUB'IHKA, reprec, cBepOixk, MTIKUBICTh, BUPA3KU LIKipH, KOHTAKTHUM JepMaTUT,
eKc(QoIiaTUBHUYU OepPMaTHUT.

CneuuciuHi 8i0uymmas: panToBe 3HUXKeHHA ab0 BTpaTa Ciyxy, 6i/ib ¥ ByxaX, KDOBOBUJIUB B OKO,
KaTapakTa, CyXiCTb B O4Yax.

3 60Ky ypo2eHimaabHOi cucmemu: UUCTUT, HIKTYPis, MifBUIIleHA YacTOTa CEYOBUITYCKaHb,
30iNTbIIIEHHST MOJIOYHHUX 3a/103, HETPUMaHHS Cedi, IOPYLIeHHS esKYIIsIil, HaOpsK CTaTeBUX OpPraHiB,
aHOprasmisd.

ITobiuHi peakuii, npo Aki Ha0xo0uau nogidomaeHHs 8i0 nonyaAuii Heeidomoi yuceabHocmi. i sBuIa
Oynu 3a3HadeHi 9K Yepes iX Cepio3HiCTh, YaCTOTY MOBiIOMIIEHHS, BiICYTHICTh YiTKOTO
arbTepHATHBHOTO 3B’SI3KY, TaK i yepe3 KoMOiHaIlito 11X (HaKTopis.

Cepuego-cy0uHHi ma uepebposackyasapHi seuuid. [ToBimoMIsIM PO CEPHO3Hi CepLeBO-CyIUHHi,
11epe0pPOBacKyIIpHi Ta CyIMHHI SIBUIA, BKITI0Ya0un 11epedpoBacKyIspPHY KPOBOTEYY,
cybapaxHoifanbHy Ta BHYTPIlIHbOIIEpeOpaIbHy KPOBOTEUY Ta JIETEHEeBY KPOBOTEUY, 1110 OyIu
IIOB’s13aHi ¥ 4Yaci i3 3acTocyBaHHsSIM cunneHadiny. Y OinbiIocTi maiieHTiB, ane He y BCix, Oy HasgBHi
(baKToOpu CeplieBO-CYIUHHOTO pUu3uKy. IloBigoMsiny, 1mo 6araTo 3 UKUX SIBUIL BUHUKIIU IIif 4ac abo
Ofpa3y Iic/s CeKCyallbHOl aKTUBHOCTI Ta [JeKijibKa SBUI BUHUKIIM Ofpa3y IiC/Is 3aCTOCYBaHHS



cunpeHadiny 6e3 cekcyalbHOI aKTUBHOCTI. [HII SBHUIIa BUHUKIIK IIPOTSATOM HACTYIHUX TOAUH ab0
OHIB IiCIIsT 3aCTOCYBaHHA cUNgeHadiny Ta ceKcyalbHOI aKTUBHOCTI. HEMOXK/IMBO BCTAHOBUTH, YU ITi
sIBUIIIA TI0B’SI3aHi i3 3aCTOCYBaHHSIM cuimeHadiny, i3 ceKCyalbHOI0 aKTUBHICTIO, i3 HASBHUMU
dbakTopaMu pU3UKY UM 3 KOMOiHaIli€lo ux GakTopiB, uu 3 iHIUMHU (PaKTOpaMH.

3 60Ky Kpo8oHOCHOI ma AimpamuyHoi cucmem: Ba300KITIO3UBHUM KPU3. Y HEBEJIMKOMY 3aBYaCHO
IPUNMHEHOMY OOCIi2KeHHI 3aCTOCYBaHHS cUIfeHadiny 3 y4yacTio MMallieHTiB i3 TeTeHeBOI0
apTepianbHOIO TillepTeH3i€l0, BTOPUHHOIO LI0J0 CEPIONOAiOHOKIITUHHOI aHeMii, ITPX 3aCTOCyBaHHi
cunmeHadiny 1po po3BUTOK Ba300KIIIO3UBHUX KPU3iB, 1110 TOTpeOyBaIy rociiTtanilallil, ToBigoOMIsAIN
yacTille, HiX IpX 3aCcToCyBaHHi myarne6o. Kniniuyne 3HaveHHs 1iel iHdopMaliii ans mallieHTiB, sSKi
3aCTOCOBYIOTH IIPeMapaT 3 MeTOI0 JIiIKyBaHHS ePeKTUIbHOI AUCHYHKIII, € HEBIJOMUM.

3 60Ky Hepsosoi cucmemMu: TPUBOXKHICTh, TPAH3UTOPHA I7I00asbHa aMHe3id.
Cneyuciuni giouymma.

3 6oky opaaHie cayxy. [ToBimOMIsAIM IPO BUMIAAKYU PAIITOBOTO 3HUXKEHHS UM BTPATH CITyXY, OB 3aHi
y 4daci i3 3acTocyBaHHSIM cungeHadiny. Y gesKuX BUagKaXxX MOBiIOMIISAIN PO HASIBHICTh MEOUYHUX
CTaHiB Ta iHIMX (aAKTOPiB, 110 MOTJIHU BifirpaTH pPojib y PO3BUTKY MOGIYHUX peakiit 3 60Ky ciayxy. Y
OaraThoxX BUMagKax iHpopMallis 1000 MOJasIbIIOr0 MEJUYHOTO CIIOCTEPEXKEHHS BiICYTHS.
BusHauuTH, M I1i ABUIA IPSMO IIOB’sI3aHi i3 3aCTOCyBaHHAM CUNIfeHadiny, 3 HagBHUMU (HaKTOpaMu
PU3HUKY BTpATH CIyXy, 3 KoMOiHaIli€o 1ux GakTopiB 4y 3 iHMKUMM (paKTOpaMHu, HEMOKIIUBO.

3 60Ky opaaHis 30py: THMYaCOBa BTpaTa 30py, IOUYEPBOHIHHS 04el, TeYiHHs B 04YaX, HiIBUIIEeHHS
BHYTPILIHbOOYHOTO THCKY, HaOpSK CiTKiBKM, CyIMHHI 3aXBOPIOBAHHS CiTKiBKM a00 KpOBOTEUa,
BifIIIapyBaHHs CKJIUCTOIO Tisa.

[ToBimoMIsiNM PO BUNIA[KK HeapTepiaabHOI IepemHboI ieMivyHOl HeBpOmaTii 30p0BOTO HEPBA, III0 €
IPUYUHOIO 3HMKEHHS 30Dy, BKJII0Yalouu MOCTiHY BTPATY 30py, sKi Oynu 1MoB’g3aHi y 4aci i3
3acTocyBaHHM iHribiTopiB ®IIEDS, BKMovatoun cungeHadin. Y 6araTbox Nalli€HTIB, ale He Y BCiX,
Oynu HasgBHi aHAaTOMi4Hi a00 CynuHHI (paKTOpU PU3UKY PO3BUTKY HeapTepiaabHOI TepegHboi
irmemiyHOI HEBpoIaTii 30pOBOT0 HEPBA, BKIIIOYAlO4H (aje He 00MeXKYI0UYNCh) TaKi: HU3bKe
CIIiBBigHOIIIEHHS fiaMeTpa eKCKaBallii Ta IUCKY 30POBOT'0 HepBa (3aCTiliHUM AUCK 30POBOT0 HEPBa),
BiK Bifm 50 poKiB, riepTeH3is, 3aXBOPIOBaHHS KOPOHAPHUX apTEPi, TilmepinigeMis Ta mamiHHS.
HeMoXMBO BU3HQUUTH, YU IIi SBUINA IPSIMO OB s3aHi i3 3acTocyBaHHSIM iHTi6iTOpiB OIEDS, un 3
HAsIBHUMH aHAaTOMIYHUMH a00 CyIMHHUMHU (HaKTOpaMy PU3MKY, YU 3 KOMOiHAIIIEI ITUX BCiX (PpaKTOpiB,
4y 3 iIHMUMH (PaKTOpaMHu.

3gimyeaHHs npo nido3piosaHi nobiuHi peakuii. 3BiTyBaHHS PO Mif03pIoBaHi mo6GiyHi peakiii micns
peecTpallil mTiKapchbKoro 3aco0y Ma€ BaxK/IuBe 3Ha4eHHS. Lle Jae 3Mory mpoBoguTH Oe3rmepepBHUM
MOHITOPUHT CIiBBiIHOIIEHHS KOPUCTI 1 pU3UKIB, [TOB’A3aHUX i3 3aCTOCYBaHHAM LIbOTI'0 JIIKAPCHKOI'0
3aco0y. JlikapsM ciif 3BiTyBaTH IIpo OyOb-iKi Mmigo3pioBaHi mo6iyHi peaklii BigmoOBiIHO 10 BUMOT
3aKOHOIABCTBa.

Tepmin npudamHocmi. 2 POKHU.

YMmoBH 30epirannsi. 30epiraté B OpuriHaabHil yIaKOBI Y HEOOCTYIIHOMY IJIS OiTeW Micli mpu
Temmepatypi He Buie 25 °C.



YnaxoBka.

[To 4 tabnetku y Gmictepi, mo 1 6micTepy B mayiri.

Kareropis Bignmycky. 3a penentom.

BupoOHUK.

AnanTa Megikeap JlimiTten.

Micue3HaxoaKeHHs1 BHPOOHHKA Ta ajjpeca Miclsi IPOBagKeHHsI HOT0 TisIbHOCTI.

Yaxk 17 MJI, Arpo ¢yg napk Poyn, PIIKO Iugactpian Epia, Yaior Bixap, [lIpiranranarap-335002
(PamxactaHn), Iamis.

3asiBHHUK.

Ananta Mepikeap JITa.

Micne3HaxomkKeHHs 3asiBHHKa Ta/a00 mpeacTaBHUKA 3asiBHHKA.

Crior 1, 2 Creumn Kopt, Imnepian Bapd, Tayumen Poan, ®ynxam, JloumoH, Benuka bpurtawnis.



IHCTPYKIIA

IJISI METUYIHOT'0 3aCTOCYBaHHA JIIKapChKOT'0 3aC00y

CUWIIEHA®LI 50 AHAHTA

CAJIJEHA®ILIT 100 AHAHTA

(SILDENAFIL 50 ANANTA

SILDENAFIL 100 ANANTA)

Cknao:
ditoua pevosuHa: cunneHadin;

1 TabGneTka, BKpUTa IUTIBKOBOIO 000JIOHKOIO0, MiCTUTD CUJIAeHadiny IuTpaTy eKBiBaJIeHTHO
cunpenadiny 50 mr abo 100 mr;

0onomigiCHI peuyosuHU: 11eJTi0J103a MiKPOKPUCTaTiuHa, Kasbllito rinpodocdaT 6€3BOIHUM, HATPIIO
KpOCKapMeJo3a, MarHio creapatT, Opadry II 6makutauit 31K80956 (;1aKTO3W MOHOTIApaT,
rimpomersnio3a, Tutany giokcup (E 171), rpuanetus, ingurokapMin (E 132)), Opadry npo3sopuii
02K19253 (rimpoMernosa, TprualleTUH), BoJa OYUIIEHa.

JIikapcbka ¢opma. TabrneTKy, BKPUTI IIJIiIBKOBOI 000JIOHKOIO.

OcHosHi (pi3uko-xiMiyHi 8 1acmusocmi:

TabneTky 10 50 MT: cuHi KPyTil JBOOMYKJIi Ta0IeTKY, BKPHUTI IIIBKOBOIO 000JIOHKOIO, 3 THCHEHHSIM
«125» 3 omHOr0 OOKY Ta TUCHEHHSM «]>» i JIiHi€I0 PO37IOMY - 3 iHIIIOTO;

TabmeTky 110 100 MT: cuHi Kpyrili ABOOMYKIIi TaGlIeTKM, BKPUTI IJIiBKOBOK 000JIOHKOIO, 3
TUCHEHHAM «126» 3 omHOT0 00Ky Ta TUCHEHHSAM «]» i JIiHi€l0 pO3/IOMY - 3 iHIIIOTO.




®dapMakoTepaneBTHYHA I'Pyma. 3aco0u, 110 3aCTOCOBYIOTHCS IIPU ePEeKTUNbHIN AucyHKIII.

Kogn ATX G04B E03.

dapmakonoeiuHi e1acmueocmi.
®apmakoduHamika.

Mexani3m gil. Cunmenadin € mpemapaToM [/ IePOPAIbHOT0 3aCTOCYBAHHS, IPU3HAYESHUM ISt
NMiKyBaHHS epPeKTUNIbHOI guchyHKIii. [Ipu cekcyanbHOMY 30yIKEHHI penapaT BigHOBIIOE 3HUKEHY
E€PEeKTUNIbHY QYHKIIII0 IMIJITXOM IIOCUJIEHHS IPUTOKY KPOBI 0 IeHica.

®izionoriyHuii MexaHi3M, 110 3YMOBIIIOE €PEKIIil0, BKIIF0Ya€E BUBIIbHEHHS OKCUAY a30Ty (NO) y
KaBEPHO3HUX Tijlax IIif 4Yac ceKCyaynbHOro 30ymKeHHs. BUBiTbHEHUN OKCUL a30Ty aKTUBYE PepMeHT
TyaHINaTIUKIa3y, [0 CTUMYJIIOE MigBUIIEHHS PiBHS LUUKIIIYHOT0 TyaHOo3uHMOHOGochaTy ([’ M®), mo,
y CBOIO Yepry, CIPUYMHSE Po3ciabaeHHs IIagKol MyCKylaTypyu KaBePHO3HUX TiJl, CIPUSIOUN
IIPUTOKY KPOBI.

CunpeHadin € MOTyKHUM Ta CeJIeKTHBHUM iHTibiTopoM I’ M®-cenudivynoi pocdoniecrepasu 5
(®E5) y xaBepHO3HUX Tinax, ge ®IE5 Bigmosigae 3a po3napg ul M®. Bnnus cunpeHadiny Ha
epex1io Mae nepudepuynuit xapakrep. CunneHadin He cupuynHse 0e3mocepemHbol peIaKkCyyoi mii
Ha i30/1hOBaHi KaBePHO3HI Tina JIIOOWHY, ajle MOTYXKHO ITOCUITIOE po3ciabimooouy mito NO Ha maHy
TKaHUHY. [Ipu akTuBanii metabomnivynoro nuistxy NO/ul'M®, mio BinOyBa€eThCs IpU CTATEBIM
ctuMynsLii, inribyBanHs cungeHadinom OIES npu3BoOuTh OO0 MigBUIIIEHHS PiBHS I MO y
KAaBEPHO3HUX Tinax. TaKUM YUHOM, IS TOTO, 1100 cungeHadin copuuyuHuB HEOOXimHUH]
dhapmakooriunui edekT, HeoOXigHE CceKCyanbHe 30YIKEHHS.

BronuB Ha ¢apMakKogUHAMIKY. [JOCTimKeHHS in vitro moKa3alu CeJIeKTUBHICTh BILIUBY
cunpeHadiny Ha ®IIES, mo 6epe akKTUBHY y4acTh y mpotieci epekiiii. Biinus cunpenadiny sa ®IES
MOTYXKHIIINY, HiXK Ha iHImi BigoMi ¢pocdopiectepasu. Lleir edhekT y 10 pasiB mOTyKHILINK, HiK ePeKT
Ha OJIE6, mo Gepe ydacTs y mmpoiiecax (poTonepeTBOpPeHH y CiTKiBIi. [1pu 3acTocyBaHHi
MaKCUMaJIbHUX PEKOMEHIOBaHUX 103 CeNeKTHUBHICTb cunpmeHadiny mo ®IES y 80 pasiB mepeBuiiye
1oro cenektusHIcTh 10 ®IIE1, y 700 pasis Buina, Hixk go ®IE2, ®IE3, ®IE4, ®IE7, ®IES, ®LIE9,
®IE10 ta ®IE11. 30kpema, cenektuBHicTh cunpeHadiny mo ®IES y 4000 pasiB mepeBuinye 1oro
cenekTuBHicTh 1o ®IE3 - HTAM®-cienudiunoi izopopmu pochoniecrepasy, 1o 6epe ydacTs y
perysiiii cepiieBoi CKOPOTINBOCTI.

dapmMaKoKiHemuxKa.

AGcop0Oirig. Cunmernadin meunko abcopOyeThest. MakcHMalbHa I1a3MOBa KOHIEHTPALlis IpernapaTy
pnocsaraetbes npotaroM 30-120 xBunuH (i3 MefiaHo0 60 XBUIMH) ITiCIA XOT0 IepPOpPasbHOTO
3actocyBaHHS Hartile. CepenHs abcomoTHa 610IOCTYIHICTE MiCIs IePOPasbHOTO 3aCTOCYBaHHS
cTaHOBUTH 41 % (3 miama30HOM 3Ha4eHb Bif 25 10 63 %). Y peKoMeHI0BaHOMY fialla30Hi 103

(Bim 25 mo 100 mr) moka3uuku AUC Ta C,,,, cunpeHadiny micis 1oro mepopalbHOT0 3aCTOCYBaHHS
MiABULIYIOTHCSA IIPOIOPLIMHO IO AO3HU.

[Tpu 3acTocyBaHHi cunpgeHadiny mif 4ac NpuoMy 1Ki CTymiHb abcopOilil 3HUKYETLCA i3 CepefHIM
mofoBXeHHIM T, mo 60 XBUIMH i cepegHim 3HUKeHHAM C, .. Ha 29 %.

Po3nomin. Cepenniit piBHOBaxkHUYM 006’eM po3mnofiny (V,) ctraHoBuTh 105 miTpiB, 1110 CBiqYUTH



IIPO PO3IOALI IpenapaTy y TKaHUHaxX oprati3my. ITicis ogHOKpaTHOIO IEPOPAILHOIO
3acTocyBaHHS cungeHadiny B mo3i 100 Mr cepepfHss MakKCHMallbHa 3arajbHa IIJla3MOBa
KOHLIEHTpalis cungeHadiny ctaHoBUTL Tpubnu3no 440 Hr/Mi (KoedilieHT Bapiatil
ctanoBuTb 40 %). OcKinbKu 3B’s13yBaHHA CUAeHadiny Ta oro rogoBHOTO N-gecMeTui-
MeTabomiTy 3 6inKaMu 1ya3Mu KpoBi gocsarae 96 %, cepegHs MaKCHMalbHa IIJla3MOBa
KOHIIeHTpallisg BinbHOTO cunmeHadiny gocsrae 18 ur/mn (38 amonb). CTymiHb 3B’ SI3yBaHHS 3
OinKkaMu IJTa3MHU He 3aJIe’KUTh Bif] 3arajbHUX KOHIIEHTpalliil cunueHadiy.

€ maHi, 10 Y 300pOBUX NOOPOBOIIBIIIB, SIKi 3aCTOCOBYBaMu cuimeHadin omHOKpaTHO B {03i 100 Mr,
yepe3 90 xBunuH B eAKynaTi BusHaudanocsa Menie 0,0002 % (B cepemuboMy 188 Hr) Bi 3aCTOCOBaHOL
MO3H.

bioTpancdopmartig. Metabonism cunneHadiny 3OifiCHIOETHCS, TOJIOBHUM YHHOM, 3 YYaCTIO
MikpocoManbHuX i30hepmeHTiB medinku CYP3A4 (romoBuuit nuisix) Ta CYP2C9 (OpyropsmHuy MIsx).
['oy10BHMI IUPKYMIOI0YUN MeTa00IiT YTBOPIOETLCS MINAXOM N-IeMeTU/M0BaHHS cuigeHadiny.
CenexTtuBHicTh MeTabomiTy BigHOocHO ®IIES mopiBHSIHHA 3 CEJIEKTHUBHICTIO cuimeHadiny, a akTUBHICTh
MeTabomiTy BigHocHO ®IIES cTaHoBUTDH Mpubnu3Ho 50 % Bil aKTUBHOCTI BUXiTHOI PEYOBUHH.
[Tna3MoBa KOHIIEHTpalis I[boro MeTabomiTy cTaHOBUTH pubau3Ho 40 % Bim KOHIIEHTpalil
cungenadiny y nmna3mi Kposi. N-meMeTUIb0BaHUN MeTa0O0MIT 3a3Ha€e MOganbIoro Metabosiamy, a
mepiof ¥Oro HaliBBHBEIEeHHS CTAHOBUTH MPUOIU3HO 4 TOTUHU.

EniMinanis. 3aranbHui KilipeHc cungeHadiny ctaHoBuTh 41 71/Tof, 110 3yMOBIIIOE TTEPiof
10r0 HaIliBBUBEOEHHS TPUBAIICTIO 3-5 TOOuH. fK MmiCIis mIepopanbHOro, Tak i micns
BHYTPILTHLOBEHHOTO 3aCTOCYBaHHS €KCKpelis cunneHadiny y BUrismi MetabomiTiB
3OiMCHIOETHCS, TOJIOBHUM YHMHOM, i3 KanoMm (mpubnusno 80 % Bim BBefeHOI mepopanbHol
M031) Ta MEHIIOI0 Mipoio - 3 cevelo (mpubnu3Ho 13 % Big BBeOeHOI ITepopaibHOI 103K).

dapmakokiHemuka 8 0cob.ausux 2pyn nayieHmis.

[larien Ty JITHLOIO BIKY. ICHYIOTE faHi, 0 ¥ 3H0POBUX OOPOBOJIBINB JIITHHOTO BiKY (BiKOM Bif
65 pOKiB) Big3Havanocs 3HUKEeHHS KIipeHCy cungeHadiny, 110 3yMOBIIOBAJIO MiABUIIEHHS
TII71Ja3MOBUX KOHIIEHTpallii cungeHadiny Ta #0oro akTUBHOTO N-IeMeTH/Ih0BaHOTO0 META00ITY
npu6nu3Ho Ha 90 % MOpiBHSIHO 3 BiANOBIAHMMYU KOHIIEHTPALIIMHU Y 3T0POBUX JOOPOBOJIBIIB
MoJioaworo Biky (18-45 pokiB). Y 3B'513Ky 3 BIKOBUMU BifMIiHHOCTSIMU Y 3B'sSI3yBaHHi 3 OinkamMu
I71a3MU KPOBI BiANOBiAHE MigBUIEHHS IIJIa3MOBO1 KOHIIEHTpAllil BUTBHOTO cuifeHadiny CTaHOBUIO
npubnusno 40 %.

HyrpkoBa HeJOCTATHICTL. V MaIli€HTiB i3 mopymeHHAMY QYHKIIII HUPOK JIETKOTO Ta IIOMipPHOTO
cTyneHs (kiaipeHc KpeaTuHiny Big 30 go 80 mMi/xB) hapMakKoKiHETHKa CUIAeHadiny 3anulnanacs
HEe3MiHEeHOI0 IiC/Is M0T0 OOHOKPATHOTO ITepopaibHOro 3acTocyBaHH y 0031 50 mr. Cepenui AUC Ta
C,.x N-IeMeTHTbOBAHOTO MeTa0oJIiTy migBuiyBanucs Ha 126 % Ta 73 % BifmoBigHO MOPIBHSHO 3
TaKHMHU ITOKa3HUKaMH ¥ HOOPOBOJIBIIB TaKOTO XK BiKy 6e3 nmopyiieHs GyHKIll HUpoK. OgHaK yepe3
BHCOKY iHAMBifyanbHy BapiaOembHICTh I1i BIAMIHHOCTI He Oy/IM CTAaTUCTUYHO 3HAYYLUMU. Y
noOpPOBOJIBLIIB i3 TSXKKUMHU MOPYIIEHHIMU GYHKINI HUPOK (KiipeHC KpeaTuHiHy HuxK4e 30 MI1/XB)
KJIipeHC cunpeHadiny 3HUKYBaBCS, 110 IPU3BOAWIO A0 cepepHix mipgpumens AUC Ta C,,, Ha 100 % Ta
88 % BiATmOBigHO MOPIBHAHO 3 JOOPOBOJBIAMH TAKOTO XK BiKy 0e3 mopymieHsb GyHKIii HUpoK. Kpim
toro, 3HaueHHs AUC Ta C,,, N-meMeTunb0BaHOT0 MeTaboiTy 3Hauyile migBuiyBanucs Ha 200 % Ta
79 % BigmoBigHO.

[leyiHKOBa HEJOCTATHICTh. Y mOGPOBOIBIIB i3 IMPO30M MEYiHKHU JIETKOTO Ta IOMIPHOTO CTYTIEHS



(xmaciB A Ta B 3a knmacudikarieio Yarnga-I1'10) kmipeHc cunmeHadiny 3HUKYBaBCs, 110 TPU3BOIUIIO0
no migBumenHss AUC (84 %) ta C,,, (47 %) TOpiBHSIHO 3 BifMIOBiZHUMH ITOKA3HUKAMM V¥ [T0OPOBOJIBIIIB
TAKOTO0 X BiKy 0e3 mopyiieHsb GyHKILiY nedinku. PapMaKOKiHETUKY cunneHadiny y mamieHTis i3
NOpYIIeHHAMY QYHKIIN MeYiHKY TSAXKKOT0 CTYIIeHS He BUBYAIIU.

Kniniuni xapakKTepuCTHKH.
Iloka3aHnHs.

[IpenapaT peKOMeHAYETHCA 3aCTOCOBYBATH YOJIOBIKaM 3 €PEKTHILHOIO AUCHYHKINEIO, SKa
BHM3HAYa€EThCS SIK HE3NATHICTh JOCATTH ab0 MiATpUMaTH epeKIliio CTaTeBOro 4jieHa, HeoOXimHy aist
YCIIIIITHOTO CTATEBOTO aKTy.

s edekTuBHOI fil TpemnapaTy NoTpiOHE ceKcyasnbHe 30yIKeHHS.

IIpomunoka3aHHs.
- TligBuIeHa YyTIUBICTh OO aKTUBHOI pe4oBUHM a00 OYyIb-5IKOI 3 JOTIOMIXKHUX PEYOBUH IIperapary.

- OpHOYacHe 3aCTOCYBaHHS i3 JOHOpPaMM OKCHAY a30Ty (TaKUMHU SIK aMiIHITpUT) abo HiTpaTamMu y
Oynmb-sKift (opMi MPOTHUITOKA3aHe, OCKIIBKY BiloMO, 110 cuimeHadis Ma€e BIUIMB Ha IUISIXH
MeTaboi3My OKCHY a30Ty/UUKIiYHOro TyaHo3uuMoHodochaTy (11I'M®P) Ta noTeHIIitoe
rinoTeH3uBHUY e(PEKT HiTpPaTIB.

- OpHOuYacHe 3acTtocyBaHHs inribiTopiB ®IES (y ToMy yucni cungernadiny) 3i cTuMmynsitopamMu
TyaHINaTIUKIa3¥, TAKUMU K PiOLUTyaT, IPOTUIIOKa3aHe, OCKiJIbKM MOXKe IIPU3BECTH [0
CHMIITOMATHYHOI TinoTeH3il (quB. po3nin «B3aeMopmis 3 iHIMMY JTiKapCchbKUMU 3aco0aMu Ta iHII BUOK
B3aEMOJIiN»).

- CtaHu, Ipu IKUX HE PeKOMEH[I0BaHa CTaTeBa aKTUBHICTH (HalpUKIaf, TAXKKi CEpLEeBO-
CYyIWHHI po3/iafu, Taki K HecTabimbHa CTeHOKapmis abo cepiieBa HEIOCTATHICTh TSKKOTO
CTYIIEHS).

- BrpaTa 30py Ha ofHe OKO BHACJIiJOK HeapTepialabHOI IEPENHBOI illleMiYHOl HelpomaTil 30pOBOTO
HepBa He3aJIekHO Bifl TOT0, UM 1OB’sI3aHa 151 IaTOJIOTis i3 monepefHiM 3aCTOCYBaHHAM iHTi6iTOPiB
®IES.

- TTopyienHs GQyHKIIII TeYiHKY TSAXKKOTO CTYIEHS, apTepianbHa rimoTeH3is (apTepialbHUM TUCK
Huxk4de 90/50 MM pT. CT.), HEIOJABHO IlepeHeceHu iHCYyIbT abo iHdapKT MioKapaa Ta Bimomi
CIIaJKOBi JereHepaTUBHI 3aXBOPIOBAaHHS CIiTKiBKY, TaKi K IMIrMeHTHUM PETUHIT (HeBelrKa KilbKiCTh
TaKUX Tal[iEHTIB Ma€ reHeTUYHi po3naau GocdoaiecTepas CiTKiBKM), OCKinbku Ge3neka cungeHadiny
He [OCiAXKyBajacd y TaKuX HiATrpynax MmalieHTiB.

B3aemodin 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

Bnaus iHwux aikapcvkux 3acobis Ha cusadeHadi.



Metabomni3m cunpmeHadiny BimOyBaeThCs IIepPeBaXKHO 3 y4acTio i3odopmu 3A4 (TOTOBHUM IIISIX) Ta
izoopmu 2C9 (mpyropsguuii uuisx) nutoxpomy P450 (CYP). Tomy inribitopu uux isodepmeHTIB
MOXKYTb 3HUKYBaTH KJIipeHC cunaeHadiny, a iHIyKTOpU IUX i30)epMEHTIB MOXKYTh ITigBUIIyBaTH
KJIipeHC cunpeHadiny.

Byno npomeMoHCTpOBaHO 3HUKEHHS KITipeHCYy cufeHadiny Ipu Woro 0HOYaCHOMY 3aCTOCYyBaHHI 3
inriitopamu CYP3A4 (TakuMU SIK KETOKOHA30JI, EpPUTPOMIIINH, IUMETUNH). X04a IIPU OMHOYACHOMY
3acTocyBaHHi cungeHadiny ta iHriditropis CYP3A4 3pocTaHHS 4acTOTH MOGIYHUX SBUIL HE
CIIOCTepiranaocs, peKoMeHi0BaHa II04aTKOBa 03a cuiigeHadiny CTaHOBUThL 25 MT.

OpHoyacHe 3acTocyBaHHS iHribiTopa BIJI-TpoTea3u puTOHaBipy, AyKe NOTYyKHOTrO iHribiTopa P450, y
cTaHi piBHOBaXkHOI KoHI[eHTpallil (500 mr 1 pa3 Ha moby) Ta cunpeHadiny (pa3oa mo3a 100 mr)
npu3Bonuio po mipsumenHs C,, cunageHadiny Ha 300 % (y 4 pasu) Ta nigBuileHHS 1a3mMoBol AUC
cungenadiny Ha 1000 % (y 11 pasis). Yepes 24 roguHu 111a3MOBi PiBHI cungeHadiny Bce Iie
craHoBuny npubnu3Ho 200 Hr/MI MOPIBHSIHO 3 piBHEM IPUONIU3HO 5 HT/MJI, XapaKTePHUM [AJIS
3aCTOCyBaHHS cuifeHadiny 0KpeMo, Io BiAOBifae 3HAYHOMY BILINBY PUTOHABIPY Ha IMUPOKUI
cnektp cybcrparis P450. Cunpmenadin He BIMBa€ Ha hapMaKOKiHETUKY PUTOHABIpy. 3 Oorisgy Ha i
(bapMaKOKiHEeTUYHI JaHi ODHOYACHEe 3aCTOCYBaHHA CUJIEeHadily Ta pUTOHABIpYy HE PEKOMEHIYEThCS;
y Oymb-sIKOMy BUINIa[IKy MaKCHUMasbHa 0o3a cuiifeHadiny 3a xXopgHUX 00CTaBUH He IIOBUHHA
IIePEeBUILyBaTH 25 MT IIPOTATOM 48 roguH.

OpHoyacHe 3acTocyBaHHS iHribiTopa BIJI-mpoTea3u cakBiHaBipy, inribitopa CYP3A4, y mosi, 110
3abe3neyye piBHOBaxHY KoHIeHTpamio (1200 Mr Tpuyi Ha go0y), Ta cungeHadiny (100 Mr pa3oso)
IPU3BOIUIIO [0 migBuieHHs C,,. cungeHadiny Ha 140 % Ta 30inbineHHsT cucteMHol ekcrno3utiii (AUC)
cungenadiny Ha 210 %. He BusiBneHo BIuBy cunpgeHadiny Ha papMaKOKiHETHKY CaKBiHaBipy.
[TepenbavaeTnes, 1m0 Ginbin moTyxkHi iHridiTopu CYP3A4, Taki sk KETOKOHA30JI Ta iTpaKOHAa307I,
OynmyTh MaTu OinbIll BUpaXKeHUH BIIUB.

[Tpu 3actocyBaHHi cungeHadiny (100 Mr pa3oBo) Ta epUTPOMILIMHY, TOMipHOTO iHTi6iTopa CYP3A4, y
piBHOBaxkHOMY cTaHi (500 Mr gBiui Ha JOOy MPOTATOM 5 [HIB) CIIOCTEpiranocs mifBUIIeHHS
cUCTeMHOI ekcro3utii cunageHadiny Ha 182 % (AUC). Y 3mopoBux m06pOBOIIBLIIB YOJIOBIiYO0I CTATI He
crocTepiranocst BBy azuTpoMinuny (500 mr Ha goOy mpotsirom 3 mi6) Ha AUC, C,.., Thwe
KOHCTaHTY IIBUOKOCTI eliMiHaIlil Ta ofaIbIIuy Iepiof HalliBBUBENeHHS cunigeHadiny ado ioro
TOJIOBHOTO IIUPKY/II0I040ro Metabonity. Llumetugus (iHriditop uutoxpomy P450 Ta HecnenudiyHui
inri6iTop CYP3A4) y no3i 800 Mr mpu ogHOYACHOMY 3aCTOCYBaHHIi i3 cunpeHnadinom y nosi 50 mr y
3M0POBUX MOOPOBOJIBLIIB TPU3BOAUB M0 IMiABUINEHHS I17Ia3MOBUX KOHIIEHTpallil cungeHadiny Ha 56 %.

['peitndpyToBuii cik € cnabkum inribitopom CYP3A4 y CTiHII KMIIEYHUKY i MOXKe CIIPUUUHSITH
IIOMipHe MiABUINEHHS I1J1a3MOBUX PiBHIB cunaeHadiny.

OnHOKpaTHE 3aCTOCYBaHHS aHTaIMAHUX 3ac06iB (MarHio rifpoKCcuay/amoMiHio rifpokcuny) He
BIIJIUBA€E Ha OiogocTymHiCcTh cungeHadiny.

Xoua gocrifxeHs crenudiyHoi B3aeMopii 3 yciMa ikapchbkuMu 3acob6aMy He IPOBOAWIIN, 38 HaHUMU
MONYJIALIMHOTO (hapMaKOKiHETUYHOI0 aHali3y (papMaKOoKiHeTHKa cuifgeHadiny He 3MiHIOBaIacs Ipu
10T0 OOJHOYACHOMY 3aCTOCYBaHHi 3 JTiKapChKHMU 3aco0aMH, 1110 HajleXKaTh 00 TPYIHU iHTi0iTOpiB
CYP2C9 (ton6yTamin, Bapdaput, ¢peHiToiH), rpynu iHriditopis CYP2D6 (Takux sIK CeJIeKTUBHI
iHribiTOpu 3BOPOTHOTO 3axomieHHs cepoToHiny (CI33C), TPpUIMKITIUHI aHTHOENpPeCaHTH), TPyIx
Tia3UOHUX Ta Tia3UOOMOIOHUX [iypPeTHKiB, IETIbOBUX Ta Kaii3bepirarounx miypeTHKis, iHribiTopis
aHTiOTEH3UHIIEPETBOPIOBAILHOTO (PePMEHTY, aHTATrOHiCTiB Kasibllito, aHTaroHicTiB GeTa-
agpeHopelenTopiB abo iHayKTOpiB MeTabonizmy CYP450 (Takux K pudamminus, 6apbiTypaTth).



[xly XOfi MOCTiIXKeHHS 3 Y4aCTIO 3M0POBUX T0OPOBOJIBIIIB-40IOBIKiB OTHOYACHE 3aCTOCYBaHHS
aHTaroHicTa eHgoTeNiHy 6oceHTany (momipuuit iHgykTop CYP3A4, CYP2C9 Ta, MoxnuBo, CYP2C19) y
piBHOBaxkHOMY cTaHi (125 Mr gBiui Ha mo0y) Ta cunmeHadiny y piBHOBaxKHOMY cTaHi (80 Mr Tpuyi Ha
no6y) npussogumno go 3uuxkeHHss AUC ta C,,, cunpeHadiny Ha 62,6 % ta 55,4 % BigmoBigHo. Tomy
OJIHOYaCHe 3aCTOCYBaHHS TaKuX MOTYyKHUX iHOAYKTOpiB CYP3A4 5K pudamiid, MoxKe IPU3BOTUTH 10
OinbII BUPaXKeHOT0 3HUKEHHS KOHIIeHTpallil cunmeHadiny y mma3Mi Kposi.

Hikopaumun siBisie co0oto ribpuj akTUBaTOPa KabIlieBUX KaHaliB Ta HiTpaTy. HiTpaTHU# KOMIIOHEHT
3yYMOBIJIIOE MOXKJIUBICTh UOT'0 CEPUO3HOI B3a€EMOZIl 3 CUNgeHadiIoM.

Bnaue cusndeHaginy Ha iHwi aikapcvKi 3acobu.

Cunpenadin - cnabkuit inribitop isopopm 1A2, 2C9, 2C19, 2D6, 2E1 Ta 3A4 mmutoxpomy P450 (IK;, >
150 mxMosb). OCKiNbKY MiKOBI 1J1a3MOBi KOHIIEHTpallil cuigeHadiny qOpiBHIOIOTH MPUOIN3HO
1 MKMoOTIb, BIIJIMB NIpenapaTy Ha KJlipeHC cyOCTpaTiB KX i30)epMeHTIB MaJIONMOBipHUI.

BipcyTHi mani mopmo B3aemogil cunpeHadiny Ta Takux Hecnenudpiynux inribiTopis ¢pocdomiecrepasu
SK Teo(iNliH Ta guIipumaMor.

OckinbKy BimoMo, 1110 cuigeHadisn Ma€e BIJIMB Ha MeTa0o0J1i3M OKCHUIY a30Ty/IUKIIYHOTO0
ryaHo3uHMoHOopocharty (uI'M®P), 6yno BCTAaHOBIIEHO, 1110 ITpenapaT MOTEHINIOE TiTOTeH3UBHY Mil0
HiTpaTiB, TOMY HOT0 OIHOYACHEe 3aCTOCYyBaHHS 3 JOHOPaMM OKCHUIY a30Ty abo 3 HiTpaTaMu y Oyab-
SKii (opMi IPOTUIIOKA3aHe.

Piomuryat. [ToKmiHiYHI HOCTigXXKEHHS MPOOEMOHCTPYBaId afUTUBHUN CUCTEMHUY e(eKT 3HUKEHHS
apTepianbHOTO TUCKY IIPU OMHOYACHOMY 3acTOCyBaHHi iHribiTopis ®IES 3 piouuryatom. Kniniusui
IOCTiAKEHHS IPOAEMOHCTPYBaIH, 110 PiOIUTYaT IIOCUITIOE TiMOTEeH3UBHY Aiio iHTribiTopiB ®IES. ¥
NallieHTiB, sIKi Opanu y4acTh y HOCTiAXKEeHH]i, He CIIoCTepiranocs MO3UTUBHOTO KITIHIYHOTO eeKTy
IIpY OJHOYACHOMY 3acTocyBaHHi iHri0iTopiB ®IIES 3 pionuryatoM. [IpoTunoka3aHe ogHOYaCHE
3aCTOCyBaHHS piouuryarty 3 iHribiTopamu ®JIES (y Tomy uuci i3 cunmeHadinom) (DuUB. po3min
«IIpoTunoKa3aHHg»).

OpHouacHe 3aCTOCYBaHHS cunfgeHadiny Ta 6;10kaTopis anbda-agpeHOPELENnTOPiB MOXKe TPU3BECTH
[0 PO3BUTKY CHMIITOMATUYHOI TiOTEH3i1 Y AesKUX CXUJIbHUX [0 LBOT0 MalieHTiB. Taka peakilis
HalyacTilne BUHUKA€E IPOTATOM 4 TOAMH IIiCIs 3aCTOCYBaHHS CuaAeHadiny. Y xomi 4OCTiaXKeHb
crerudivrOl B3aemofii TikapchKux 3aco6iB 6710KaTOP anbda-afpeHopenenTopiB JOKCa303uH (4 MI' Ta
8 mr) ta cungenadin (25 mr, 50 mMr ta 100 Mr) 3aCTOCOBYBaJIKCS OMHOYACHO IallieHTaM i3
noOpOSIKiCHOIO TinepIiasieio mepeaMixypoBoi 3a103u, cTabimisaris crany skux Oyiaa OOCATHYTa IPU
3aCTOCYBaHHI [OKCA303UHY. Y LIUX MOMYJIALIAX CIOCTEPIranocs cepefHe NOOaTKOBE 3HNKEHHS
apTepiasbHOTO TUCKY Yy IOJIOKEHH] NallieHTa Jiexkadyu Ha 7/7 MM pT. CT., 9/5 MM pT. cT. Ta 8/4 MM PpT.
CT. Ta CepefgHE 3HMKEHHS apTepiaJbHOI0 TUCKY y IIOJI0XKEHHI CTOS4YHM Ha 6/6 MM pT. CT., 11/4 MM pT.
CT., 4/5 MM pT. CT. BignosigHo. [Ipy 0gHOYACHOMY 3aCTOCYBaHHI CuIfeHadiny Ta OKCa303UHY Y
nalieHTiB, cTabinizalis cTany sKux Oyja JOCSATHYTa IIPU 3aCTOCYBaHHI JOKCa303UHY, iHOMI
MIOBiAOMJISINIA TIPO PO3BUTOK CUMIITOMATUYHOI OPTOCTATUYHOI TiMOTEH3il. Y 1IUX MOBiIOMIIEeHHSX
HIIIOCS PO BUMIAAKK 3allaMOPOYEHHS Ta CTaH Iepel HeIPUTOMHICTIO, ajie 0e3 CHHKOTIE.

He cnocrepiranocsa xX0ogHUX 3HAUYIIMX B3a€EMO[iN IPU OMHOYACHOMY 3aCTOCYBaHHI cungeHadiny
(50 Mr) i Ton6yTaminy (250 mr) abo Bapdapuny (40 mr), mo metabomizyoTscs CYP2C9.

Cunpenadin (50 Mr) He IPU3BOAUB [0 MOJOBXKEHHS YaCy KPOBOTeYi, CHPUYMHEHO! 3aCTOCYBAHHSIM
areTuICcaIinuiIoBoi Kucaotu (150 mr).



Cunpenadin (50 Mr) He MOTEHII(0BaB TilIOTEH3UBHY [Iif0 aJIKOTOJIIO0 ¥ 3TOPOBUX AOOPOBOJIBLIIB IIpU
CepefHiX MaKCUMaJIbHUX PiBHAX €TaHOJy B KpoBi 80 mr/mji.

Y narnienTiB, siKi 3aCTOCOBYBasu cunpmeHadisn, He CIIOCTepiranocs XKOOHUX BiIMiHHOCTeH Tpodinio
no6ivyHKX edeKTiB MOPIBHSIHO 3 Iyanedo IPU 0OJHOYACHOMY 3aCTOCYBAaHHI TaKuX KjIacCiB
rinoTeH3WBHUX JTIKAPChKUX 3aC00iB K fmiypeTuku, 6;10KaTopu OeTa-agpeHopelenTopis, inribitopu
ATI®, anTaronicty anrioten3uny II, aHTUrinepTeH3uBHi TiKapchKi 3aco0u (CyOMHOPO3IIKUPIOBaIbHI Ta
IIEeHTPAJIbHOI [il), 6JI0KAaTOPH afipeHeprivHuX HEHPOHiB, 07I0KaTOPY KaJbIlieBUX KaHAJIiB Ta OJ10KaTOpH
anbda-agpeHopeLenTopiB. Y crueliaJbHOMY JOCTigKeHHi B3aEMOLil TPy 0OGHOYaCHOMY 3aCTOCYBaHHI
cungeradiny (100 Mr) Ta aMIOOUITIiHY MAIliEHTaM 3 apTepiabHOIO TillepTeH3i€I0 CrIocTepiranocs
[NOOATKOBE 3HUXKEHHS CACTOJIIYHOI0 apTepiaibHOr0 TUCKY B IIOJIOXKEHH] j1eXkayu Ha 8 MM PT. CT.
BignoBigHe 3HMXKEHHS OiacTOJIIYHOTO apTepiaJbHOr0 TUCKY CTAHOBUJIO 7 MM PT. CT. 3a BEIMYUHOIO I
IONaTKOBI 3HUKEHHS apTepiallbHOT0 TUCKY OYyJiM MOPiBHIHHUMH 3 THUMH, 1[0 CIIOCTEPiraiucs mIpu
3aCTOCyBaHHI nuie cungeHadiny y 3mopoBuxX J0OPOBOJIBIIIB.

3acTocyBaHHS OOHOPA30BOi 103U cufeHadiny i3 cakybGiTpunoM/BaacapTaHOM Y PiBHOBaKHOMY CTaHi
nalieHTaM 3 apTepiaabHOIO TillepTeH3ielo 0yyI0 OB’ g3aH0 3i 3HAYHO OiNIbIINM 3HUKEHHIM
apTepianbHOTO TUCKY ITOPIBHSHO i3 3aCTOCYBaHHSM CaKyOiTpuiIy/BamcapTaHy okpeMmo. ToMy ciif 3
00epekHiCTI0O MOYMHATH 3aCTOCYBaHHA cuigeHadiny mamieHTam, siKi OTPUMYIOTh
cakyO6iTpu/BajnicapTaH.

Cunpgenadin y gosi 100 Mr He BIIMBaB Ha ¢hapMaKOKiHeTUYHI MOKa3HUKY iHribiTopiB BIJI-mpoTeasy,
CakBiHaBipy Ta pUTOHaBIpPY, sKi € cybcTpaTamu CYP3A4.

Y 3m0poBux JOOPOBOJIBLIIB YOJIOBIUOI CTAaTi 3aCTOCyBaHHs cunaeHadiny y piBHoBaxHOMY cTaHi (80 Mr
Tpuyi Ha go0y) mpu3Bonpuso mo mippuiienHs AUC Ta C,,, 6oceHTany (125 mr aBiui Ha goOy) Ha 49,8 %
Ta 42 % BiAmoBiOHO.

Oco06.1ueocmi 3acmocyeaHHsi.

o moyaTKy Teparmii cif 3i6paty MeguYHUN aHaMHe3 TallieHTa Ta MIPOBECTH (i3uKambHe
00CTeKeHHS IJIs1 AiaTHOCTUKY ePEeKTUNIbHOI AUCOYHKIII Ta BU3HaUEHHS 1i MOXK/IMBUX IPUYHLH.

dakmopu pusuky cepyeso-cyOuHHux 3axgoproeaHs. OCKIJIbBKY CeKCyallbHa aKTUBHICTh
CYIIPOBOIXKYETHCS IEBHUM PU3UKOM 3 OOKY CEpIIs, IO MOYaTKy OyIOb-IKOTO JTiKyBaHHS
€PEKTUIHHOI AUCQYHKIIII TiKap Ma€ OLHUTH CTaH CEPLIEBO-CYANHHOI CUCTEMMU ITalli€HTa.
CunpeHadin Ma€ CyIMHOPOIIIUPIOBaIbHUY e(eKT, 110 IPOSBISETLCI JETKUM Ta
KOPOTKOYaCHUM 3HUKEHHSIM apTepiaabHOro TUCKY. [[0 Mpu3HaYeHHs cungeHadiny mikap
Ma€ PeTelbHO 3BaXKUTH, YU MOXKe TakKui eheKT YNHUTHU HEeCIPUSTINBUY BIJIUB Ha MAalli€HTIB
i3 mMeBHMMM OCHOBHMMH 3aXBOPIOBAaHHSIMHU, 0COOMMBO Yy KOMOiHaIlil i3 ceKCyanbHO0
aKTUBHICTIO. [10 IaIieHTiB i3 MiABUIIIEHOI0 YYTIUBICTIO 1O Ba30AUIaTaTOPiB HaleXkaTh
HaIieHTy 3 00CTPYKIIi€l0 BUBIGHOTO TPAKTY JIiBOTO HMIIYHOYKA (HAIIPUKIIA, CTEHO3 aOPTH,
rimepTpodiyHa 0OCTPYKTUBHA KapAioMiomnaTis) abo MallieHT 3 PifKiCHUM CUHIPOMOM
MYJIbTHCUCTEMHOI aTpodil, OMHUM i3 TPOSBIB KOl € TSIKKE IMOPYIIEHHS PeryIsaiil
apTepianbHOr0 TUCKY 3 OOKY BereTaTHBHOI HEPBOBOI CUCTEMH.

[TpemapaT MOTEHIIIIOE TiMOTEH3UBHUY e(DEKT HiTpaTiB.

[ToBimomusinu mpo TSAXKKi moOiuHi peakirii 3 60Ky ceplieBo-CyIMHHOI CHCTEMH, BKII0Yal04uX iHpapKT



MioKapfa, HecTabibHy CTEHOKap/ilo, PalToBy CEPIIEBY CMEPTh, MIIYHOUKOBY apUTMilo,
11epeOpoBaCKyIsPHi KPOBOBUIMBY, TPAH3UTOPHY illleMiuHy aTaky, apTepiajbHy rinepTeHsiio Ta
aprepianbpHy rinoTeHsiio, ki 3a yacoM 30iranucs i3 3actocyBaHHAM cunfgeHadiny. Y 6inbmocTi
IAIli€EHTIB, ajie He y BCiX, iCHyBaIu (paKTOPH PU3UKY CEPLIEBO-CYINHHUX 3aXBOPIOBaHb. barato Takux
no0iYHUX peakllili crocTepiranocs mig yac abo ogpasy IMic/is cTaTeBOTro akKTy, i nuille Kinbka
Tpanuiocs HeBOOB3i MMiC/IsA 3aCTOCyBaHHS IpenapaTy 0e3 ceKcyanbHOl aKTUBHOCTI. TOMy HEMOKJIMBO
BM3HAQUNUTH, YU 0B’ I3aHUY PO3BUTOK TaKUX MOOIYHUX peaklliil 6e3mocepenHbo 3 GaKTopaMy PU3UKY,
9y 1X PO3BUTOK 3YMOBJIEHUU IHIIUMY YUHHUKAMU.

IIpiani3am. 3aco0u s NTiKyBaHHS €pEeKTUIbHOI AuchyHKIII, y ToMy uuchi i cunpgenadin, cmig
IpU3HaYaTy 3 00epPekHiCTIO NMallieHTaM 3 aHaTOMIYHUMU fedopMalliiMu NeHica (TaKuMu K
aHTyJIs1ig, KaBepHO3HUM (Hi6po3 abo xBopoba [lettponi) abo malieHTaM 3i cTaHaMHU, IO CIIPUSIOTH
PO3BUTKY IIpiamniaMy (TaKUMH K CepIONOAiOHOKITITHHHA aHeMisl, MHOXKMHHA MierioMa abo nerkeMis).

[ToBimoMIsANIM TIPO BUIAAKY IOOBKEHOI epeKii Ta mpiamiamy. AKI0 epekilis TpuBae OibII HixXK
4 TopuHM, IAallieHTaM CJIi HeTalHO 3BEPHYTHUCS 3a MeIUYHOIO JOIIOMOTI00. Y pas3i BiACYTHOCTI
HeralHoro JTiKyBaHHS IIpiami3M MoxKe IPU3BECTH [0 IMOIIKOIKEeHH TKaHUH IIeHica Ta 0 CTilKoi
BTPATH MOTEHIIl.

O0HouacHe 3acmocyBaHHs 3 iHwumu iHeibimopamu ®IIE5 abo iHwumu npenapamamu 045 AiKYBAHHSA
epekmuvHol ducpyHkuii. be3neky Ta eheKTUBHICTb OIHOYACHOT'0 3aCTOCYBaHHS culgeHadiny 3
inmuMmu inribiTopamu ®IES abo iHmuMu mpenapaTaMu AJid JTiKyBaHHS TinepTeH3il TereHeBol
apTepil, IKi MiCTSATh cunaeHadisn, 44 3 iHIIUMY IIpenapaTaMy Oy TiKyBaHHS €pPeKTHIIbHOI
nuchyHKIIl He BUBYaau. TOMY 3aCTOCYBaHHS TaKuX KOMOiHAIlill He peKOMEeHI0BaHe.

Bnaue Ha 3ip. Hagxomunu CrioHTaHHI TOBiJOMJIEHHS IPO BUHUKHEHHS Ne(eKTiB 30py acoIliioBaHo i3
3aCTOCyBaHHSIM cungeHadiny Ta iHmux iHridiTopis ®IES (ous. po3gin «I1o6iuHi peakmnii»). IIpo
BUIIQ[IK HeapTepialbHOI ITepefHbOi illleMigyHOI HEBPOIIaTii 30pOBOTO HEPBA, 110 € PiAKICHUM CTaHOM,
HAIXOOUITA CIIOHTAHHI ITOBIHOMJIEHHS Ta MOBIOOMIISIIM ¥ HATISIOBOMY [OCIIIXKEHHI SIK IIPO
acolriifoBaHi i3 3acTocyBaHHAM cuifgeHadiny Ta inumx inriditopis ®JES (mus. po3min «I[1obiusni
peaxiiii»). ITallieHTiB CyIif IOEPeuTH, 10 y Pa3i panTOBOTO MOPYIIEHHS 30PY 3aCTOCYBaHHS
npenapary CIifi IPUIXHUTU Ta HeTalHO 3BEePHYTUCS OO JliKaps (OuB. po3pain «IIpoTumnoka3aHHsg»).

O0HouacHe 3acmocysaHHs 3 pumoHasipom. OGHOYACHE 3aCTOCYBaHHS CUIAeHa(diny Ta
PUTOHABIPY HE PEKOMEHAYEThCS (OUB. po3Ain «B3aeMopis 3 iHIIMMY TiKapChbKUMU 3aco0aMu
Ta iHII BUOM B3a€EMOMIN»).

OdHouacHe 3acmocysaHHs 3 b10kamopamu a-adpeHopeuenmopis. IlalieHTaM, SKi 3aCTOCOBYIOTh
6110KaTOPU (-agPEHOPEeIeNITOPiB, 3aCTOCOBYBATH CUmeHadin ciig 3 00epexkHiCTI0, OCKITbKY TaKa
KoMOiHallis MOXKe MPU3BECTH OO0 CUMIITOMATUYHOI TiOTeH3ii y IesAKUX CXUIbHUX A0 I[bOTO MAalli€HTiB.
CuMnToMaTHyHa TiOTeH3is 3a3BUYail BUHUKAE IIPOTATOM 4 TOAMH IiC/IS 3aCTOCYBaHHS
cunpeHadiny. 3 MeTor MiHiMi3allil MOXK/IMBOTO PO3BUTKY ITOCTypPaIbHOI TinoTeH3il y maIjieHTis, AKi
3aCTOCOBYIOTh 0JIOKATOPH (-aflpeHOPELeNTOPIB, iX cTaH NOTPiOHO cTabiNi3yBaTu 3a AOMIOMOT 00
0110KaTOPiB O-aPeHOPELENTOPIB 0 MOYaTKy 3aCTOCYBaHHS cuigeHadiny. Takox cif
PO3TISHYTH MOXKJIMBICTH 3aCTOCYBaHHS ITOYATKOBOI H03U 25 Mr (OuB. po3min «Crmocib 3acTocyBaHHS
Ta [0o3u»). KpiM Toro, cnifg npoindopMyBaTy Malli€HTIB, K OiATH y pa3i MOSIBU CUMIITOMIB
OPTOCTATUYHOI TimoTeH3il.

Bnaue Ha xposomeui. [JocTifKeHHS TPOMOOIUTIB TIOAUHY TPOAEMOHCTPYBAIH, 1110 in Vitro
cunmeHadin nmoTeHIioe aHTAarperaiiiiti epekTu Hatpito HiTponpycuny. Hemae xkonHoi indopmariii
mopo 6e3nmeKy 3aCTOCyBaHHS cuifeHadiny malieHTam i3 mopyueHHsIMUA 3rOPTaHHSI KPoBi abo
TOCTPOIO MENTUYHOI0 BUPa3kKoi0. TakKMM YMHOM, 3aCTOCYBaHHS culimeHadiny malieHTaM Iiel rpynu



MOZKJIMBE JIMIIIE ITiC/IsT PETENTbHOL OLiHKY CIIiBBiIHOIIEHHS KOPUCTi Ta PU3UKIB.

[TniBkoBa 00010HKa TabIETOK MiCTUTH JIaKTO3W MOHoOTigpaT. [Ipemapar He CIIifi 3aCTOCOByBaTH
YOJI0BiKaM i3 TaKUMH PiAKICHUMU CHaJKOBUMHU MOPYILIEHHSIMU SIK HEIIEPEHOCUMICTh TalaKTO3H,
HeJoCTaTHICTh akTa3u Jlanmna abo ManbabcopOilis TII0KO3U-TalaKTO3M].

depmuavHicms. Tlicnsa 3acTocyBanHs go3u 100 MT 3MOpOBUME JOOGPOBOJIBISIME HE CIIOCTEPIramocs
BIUIMBY Ha MOP()OJIOTiI0 YU PYyXOMiCTh CIIEPMATO30iMiB.

Bmpama cayxy. JlikapsiM cJlif TOpafuTH NallieHTaM IPUIUHUTY 3aCTOCyBaHHS iHTi0iTOopiB ®LIES,
BKJTIOUAIOUX CUneHadin, Ta HeraiHO 3BePHYTUCS 3a MeAUYHOI0 JOIIOMOTO0 Y pa3i pamToBOro
3HMXKEHHS a0o0 BTpaTu ciyxy. [1po 1i siBulla, AKi TaKOK MOXKYTb CYIIPOBOMXKYBATHCS
[3BOHOM y ByXaX Ta 3allaMOPO4YeHHAM, IIOBILOMIISIM 3 aCOLjialli€lo y Yaci 13 3aCTOCYBaHHAM
inriditopis ®IIE5, BKIO4a04yy mpenapaTu cungeHadiny. BusHaunTu, 4u Mo’ si3aHi 11i SBUIIa
i3 3acTocyBanHsaM iHribiTopiB ®IES, yu 3 iHIIMMU aKTOpaMu, HEMOXKJIIKBO.

OO0HouacHe 3acmocyB8aHHA i3 2inomeH3usHUMU npenapamamu. CungeHadin YUHUTh CUCTEMHY
CyIVHOPO3IIUPIOBAIbHY [il0 Ta MOXe y IOJa/IbIIOMy 3HUXKYBATU apTepiaJlbHUM TUCK V NAlli€HTIB, Kl
3aCTOCOBYIOTH TiITOTEH3UBHI JTiKapchKi 3acobu. B okpeMoMy mocimkeHHi TiKapchKoi B3aeMOfii pu
OJHOYAaCHOMY 3acTOCyBaHHi amnoputiny (5 Mr abo 10 Mr) ta cunperadiny (100 Mr) nepopasbHO
CIIOCTepiranocs cepegHe OOAATKOBE 3HMKEHHS CUCTOJIIYHOIO TUCKY Ha 8 MM pT. CT. Ta
OiacTONIYHOTO - Ha 7 MM PT. CT.

3ax8oprBaHHA, W,0 Nepeddarmscsa cmamesum WaAAxXoM. 3aCTOCYBaHHS CUIfeHadiy He 3aXUIIa€E Bif
3axBOPIOBaHb, 110 TEPealThCs CTaTeBUM IIITXoM. CIlif PO3TISHYTHA MOXKJIIUBICTh iHPOPMyBaHHS
TAIEHTIB 00 HeoOXigHUX 3amo0iKHUX 3aC00iB I 3aXUCTY Bifl 3aXBOPIOBAHb, ITI0 ITePEeHal0ThCS
CTaTeBUM LIISXOM, BKIIOYAK0OUHU BipyC iMyHOmebIiUTy TIOOVHA.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py00H0.

[IpenapaT He Ipu3HaYEHUY [JIgd 3aCTOCYBaHHS XKiHKaM.

30amuicmb enausamu Ha weudKicmb peakuyii npu KkepysaHHi aamompaHcnopmom abo
I[HWUMU MexaHi3mamu.

[TpemapaT MoXke MaTH He3HAYHUM BIJIMB HAa KePYBAaHHS aBTOTPAHCIOPTOM abo iHImUMM
MexaHidMamu. OCKiIbKM IIPX 3aCTOCYBaHHI CUNgeHa)iTy TOBIHOMIISIN IPO BUIIaAKU
3araMOpOYEeHHS Ta OpYyIIeHHs 3 00Ky OpraHiB 30py, Ilepef TUM 5K CilaTd 3a KepMO TPAHCIOPTHOTO
3aco0y abo mpallloBaTH 3 iHIIMMU MeXaHi3MaMH, MallieHTaM He0OXiTHO 3’sICyBaTH, SIKOI0 € IXHS
iHOMBiAyabHA peakilis Ha 3aCTOCYBaHHS IIpemnapary.

Cnoci6 3acmocyeaHHs1 ma do3u.
[Tpenapat 3aCTOCOBYBATH IIEPOPAJIBHO.

Ilopocai.



PexomeH0BaHa [103a IipenapaTy CTaHOBUTH 50 MT, 3aCTOCOBYBaTH Yy pa3i He0OXimHOCTI MpuOIM3HO 3a
TOOUHY [0 CEKCyalbHOl aKTUBHOCTI. 3a/Ie’XHO Bifi eeKTUBHOCTI Ta IEPEHOCUMOCTI IIpenapary g03y
MOxKHa 30inbmuTa 0o 100 Mr ab6o 3MeHIIUTH 70 25 Mr. MakcuMaabHa PEKOMEHIOBaHa 103a
ctaHoBUTH 100 Mr. YacToTa 3aCTOCYBaHHS MaKCUMaJIbHOI peKOMEHI0BaHOl JO3H IIpernapaTy
cTaHoBUTH 1 pa3 Ha moOy. [Ipu 3acToCyBaHHi IIpenapary IIif Yac IpUHoMY 1Xi Ois nmpenapaTy Moxe
HaCTaBaTH Mi3Hillle, HiXK [IPX XOT0 3aCTOCYBaHHI HaTIIe.

ITayieHmu AiMHbO20 BIK)Y.
Heo06xigHicTh y KOPEKIIil 03U MallieHTaM JiTHLOTO BiKy (= 65 pOKiB) BigCyTHSI.
ITauieHmu 3 HUPKOBOIO HEOOCMAMHICMIO.

[l mallieHTiB i3 HUPKOBOIO HEIOCTATHICTIO JIETKOTO Ta IIOMIPHOTO CTYIIeHS TSIKKOCTi (K/IipeHc
KpeaTtuHiHy Big 30 mo 80 Mi/xB) peKOMeHI0BaHa fi03a MpelapaTy € aHalIOoTivyHOI0 0031, HaBeOeHil
BUILIE Y PO3aiii «Jopoci».

OCKinbKHY y TAI[iEHTIB i3 HUPKOBOIO HEIOCTATHICTIO TSKKOT0 CTYIIeHs (KJIipeHC KpeaTUuHIiHy HUXKYeE
30 m/xB) KiipeHC cunaeHadiny 3HUXKeHN, peKOMeHJ0BaHa [03a IIpenapaTy CTaHOBUTD 25 MT.
3anexkHo Bif eeKTUBHOCTI Ta IePeHOCUMOCTI ITpenapaTy f03y MoxHa 30inpmuty 1o 50 Mr Ta
100 mr.

ITauienmu 3 nevyiHK0800 HedocmamHuicmio.

OcCKinpKY y MAIiEHTIB i3 IeYiHKOBOIO HEOOCTATHICTIO (HaIpUKiIag LUPO30M) KITipeHC cunpeHadiny
3HUKEHUW, peKOMeHJ0BaHa [I03a IipernapaTy CTAaHOBUTH 25 MT. 3a/lleKHO Bif e(eKTUBHOCTI Ta
TIEPEHOCUMOCTI ITpemnapary f03y MoxHa 30inbumTu 1o 50 mMr ta 100 Mmr.

ITauieHmu, AKi 3acmocosyromy iHWi AiKapcvKi 3acobu.

PekoMeH[I0BaHa [T0YATKOBA [03a MpenapaTy MalieHTaM, sSKi 3acTocoByioTh inribitopu CYP3A4, 3a
BUHSTKOM PUTOHAaBIPY, 3aCTOCYBaHHS SKOr0 pa30oM i3 cunpeHadiioM He PEKOMEHAYEThCS, CTAaHOBUTH
25 Mr.

3 MeTOI0 MiHiMi3alil pu3uKy PO3BUTKY OPTOCTATUYHOI TIIOTEH3il CTaH MallieHTiB, IKi 3aCTOCOBYIOTh
611okaTOpU anbda-afpeHopelenTopiB, MoTPi6HO cTabinmidyBaTH OO TOYATKy 3aCTOCYBaHHS
cungenadiny. PekoMeHgoBaHa MoYaTKOBa 403a CUIAeHa(ily CTAHOBUTH 25 MT.

Himu.

[TpemapaT He MOKa3aHUU [JIs 3aCTOCYBaHHS ocobaM BikoM f0 18 pokis.

Ilepedo3yeanHsi.

[Tpu 3acTocyBaHHiI pa3oBoi 03U cunpeHadiny mo 800 Mr mobiuHi peakuii Oyau mOJiOHMME [0 THX, IO
CIIOCTEpIranucs Mpy 3aCTOCYBaHHI cuigeHadiny y HUKUYUX [03aX, ajie BUHUKAJIY dacTimie Ta 0yau
OinbII TSAXKKUMU. 3aCTOCOBYBaHHS cunpeHadiny y gosi 200 Mr He IPU3BORUIIO OO MiABUILEHHS
e(eKTUBHOCTI, aye CIIPUYMHSIIO 3POCTAaHHS KiTbKOCTi BUTIAKIB PO3BUTKY MOOIYHUX peakiii
(romoBHOTO 600, TPUILIMBIB, 3alTaMOPOYEHHS, OUCIIEIICi], 3aK/TafleHOCTi Hoca, IIOPYIIeHb 3 00Ky



OpTraHiB 30py).

Y pagsi nepeno3yBaHHs, SKIIO MOTPIOHO, BAAIOTHCS [0 3BUYAMHUX MiATPUMYIOUUX 3aXO0[iB.
[TpuckopeHHS KIIipeHCy cunpeHadiny npu reMofianisi MajoiMOBipHEe BHACIIIOK BUCOKOTO CTyTIE€HS
3B’sI3yBaHH4 Ipenaparty 3 6ikaMu I1a3MU KPOBi Ta BifCyTHOCTI eniMiHanii cunpenadiny i3 ceuero.

ITobiuni peakuii.

Haituacrime moBimoMsiiu mpo Taki mobiuHi peakiii SK roaoBHUM 6ib, TPUIIINBY, TUCIETICI,
3aKJafeHicTh Hoca, 6inb ¥ CIIMHI, 3allaMOpPOYeHHs, HYOOTa, IIPUILINBY XKapy, IOPYIIeHHS 30Dy,
I[laHOIICisl Ta 3aTyMaHEHHS 30py.

[ToGiuHi peakiii HaBegeHO HUXKYeE BiAMOBigHO m0 Kimacudikallii «CucTeMa-opraH-Kjlac» Ta YaCTOTH:
nyxe 4dacto (= 1/10), gacro (= 1/100 - < 1/10), meuyacto (= 1000 - < 1/100) Ta pigko (= 1/10000 -
< 1/1000). ¥ Mexkax KOKHOI YaCTOTHOI Tpynu no0iyHi peakilii HaBeJeHO Y MOPSAKY 3MeHIIeHHS 1X
IIPOSBIB.

IHpekuii ma iHeasii.

HeuacTo: puHiT.

3 6oky imyHHOI cucmemu.

HeuacTo: rinepyyTiauBicTs.

3 60Ky Hepeogoi cucmemu.

IyxKe 4acTo: TOJIOBHUM Oifib.

YacTo: 3anaMOpOYeHHs.

HeuacTo: cCOHNUBICTE, TinecrTesis.

Pigko: iHCynbT, TpaH3UTOPHA illleMiYHa aTaKa, CyIOMU*, pelluAuBU CyIOoM*, CUHKOIIE.
3 60Ky opaaHis 30py.

YacTo: IOpyILIeHHS CIPUUHATTS KOIbOPY**, po3maau 30py, 3aTyMaHeHHS 30Dy .

HewacTo: po3naau cIb030BUAINEHHS ¥, 6inb B oyax, GoTodobis, hoTomcis, rinepemis oveit,
SICKPaBICTh 30PY, KOH IOHKTUBIT.

Pigko: HeapTepianbHa NepenHs illeMiyHa HEMPOIATis 30pOBOT0 HEPBa*, OKIII03id CyIUH CITKIBKUY,
peTHHANbHUN KPOBOBUJIUB, apTEPIOCKIEPOTHYHA PETUHOIIATISA, TOPYIIeHHS 3 60Ky CiTKiBKH,
riraykoma, geeKTHu moJis 30py, JUILIOINis, 3HUKEeHHS T'OCTPOTH 30Dy, MioOIIis, aCTEHOIIis, MJlaBaloydi
IIOMYTHIHHSI CKJIMCTOTO Tijla, IOpPYyIIeHHs 3 00Ky palifyKHOi 000JIOHKH, Mifipia3, MosBa CII0YUX Kif
HAaBKOJIO [AKepeJia CBiT/a (rajo) y 1moji 30py, HaOpsK odel, IPUIYXJIiCTh 04el, TOPYIIeHHS 3 60Ky
ouel, TinepeMisi KOH IOHKTHBH, IOAPa3HEeHHS 04Yel, aHOMaJIbHi BifUyTTd B o4aX, HaOpsK MOBIK,
3HeOapBIIeHHS CKIEPH.

3 60Ky opeaHis cayxy ma ecmuby15pHO20 anapamy.



HeuacTo: 3amamMopodeHHs, A3BiH Y ByXax.
Pigko: rioyxora.

3 boky cepus.

HeuacTo: Taxikapmisi, mocuneHe cepreOuTTs.

Pigko: panToBa cepiieBa cMepTh*, iHGapKT MioKapa, IMITYHOYKOBa apuTMis*, Gibpumsiisa
mepencepnb, HecTabilbHA CTEHOKAPIis.

3 60Ky cyouH.

YacTo: MpUIMIMBY KPOBi 10 006/IMYYs, IPUIUBY XKapy.

HeuacTo: rinepTeHsid, rinoTeHsis.

3 60Ky pecnipamopHoi cucmemu, 0p2aHie 2pyoOHOI KAimKU ma cepedoCmiHHA.
YacTo: 3akafeHiCTs HoCa.

HeuacTo: HOCOBa KpoBOTe4a, 3aKIafleHiCTh IPUAATKOBUX Ia3yx HOca.

Pigko: Big4uyTTs CTHCHEHHS Yy ropJi, HaOpsK CI130B01 060JI0HKU HOCA, CYyXiCTh ¥ HOCI.
3 60Ky WAYHKOBO-KUWKOB020 MPAKMY.

YacTo: HyoTa, QUCIIEIICid.

Heuacro: ractpoe3odareanbia pediiokcHa xBopoba, 6110BaHHS, 0ib y BepXHiil YaCTHHI XKUBOTA,
CYXICTB y POTI.

Pigko: rimecTesiss poTOBOI IOPOXKHUHH.

3 60Ky wkipu ma nidwKipHOi MKAHUHU.

Heuacro: Bucunanus.

Pigko: cungpom CTiBeHCa-[I;KOHCOHA*, TOKCUYHUM emifilepMabHAN HEeKPOTi3*.
3 60Ky ONOpHO-pPYX08020 anapamy ma cnoAYy4YHOi MKAHUHU.

Heuacro: mianrisi, 6i1b y KiHIliBKax.

3 60Ky cevyosudinvHoi cucmemu.

Heuacto: remartypis.

3 60Ky penpodykmueHoi cucmemu ma MOJAOYHUX 3d/103.

Pigko: KpoBOTeYa 3i CTAaTEBOr0 4YJjieHa, Mpiami3aM*, reMaTOCIIepMisi, TOAOBXKEHA ePeKIIis.
3azanvHi po3aadu ma peakuyii y micui eBe0eHHA.

Heuacro: 6inb y rpyasix, MigBUllleHa BTOMIIOBaHICTh, BIGYYTTS XKapy.



Pigko: mogpa3HeHHs.

ObcmedtceHHs.

HeuacTo: migBuilieHa 4aCcTOTa CEPIEBUX CKOPOYEHD.

* TToBimOMIISANIM NMIE TIif 9ac JOCTiAKEeHH IiC/Is BUXOAY CUligeHadiny Ha PUHOK.

** [TopyllueHHS CIPUMHATTS KOJIbOPiB: XJIOPOIICig, XpOMAaTOIICis, LiaHOIICisl, EPUTPOIICiSI, KCAHTOIICIs.

*¥* TlopylleHHS CIIbO30BUIINIEHHS: CyXiCTh B 04YaX, MOPYILIEHHS CIIbO30BUIINIEHHS Ta MiABUILEHHS
CJIbO30BU/iJICHHS.

Huxuye3a3HaueHi fiBHUlla criocTepiranuca y < 2 % malieHTiB y X0l AOCHIiAXKEeHb; IPUYUHHUN
B3a€EMO3B’ 130K He BU3Ha4YeHUU. [I0BiqOMIEHHS BKIIOYANHU SBUIINA, [0 Malu BipOTigHUY 3B’ 30K i3
3aCTOCyBaHHSM cungeHadiny. dBuila, ki He Oyu 3a3HauyeHi, Oy/IK JIETKUMH Ta IOBifOMIEeHHS Oyu
nyKe HETOYHUMH, 100 MaTy 3HaYEHHS.

3aeanvHi: HabpgK o6nMuyuYs, peakilii POTOUYTIUBOCTI, 0K, acTeHis, Oifib, panToBe NagiHHg, 6inb y
JKWBOTi, PanTOBe MOUIKOOKEHHSI.

3 boky cepueso-cyOuHHOi cucmemu: CTeHOKapmis, AV-6110Kafa, MirpeHb, TOCTypaibHa TiOTEH3is,
imemis Miokapzga, TpomM0603 CyOuH T'OJIOBHOTO MO3KY, panToBa 3yMKUHKA CEPIs, BiIXUIeHHS
noka3HukiB EKI', kapmgiomionaris.

3 60Ky WAYHKOBO-KULLK0B020 Mpakmy: TTIOCUT, KOIIT, gucdaris, raCTPUT, TaCTPOEHTEPHUT,
e3o¢ariT, CToMaTHUT, OPYIIEHHS Pe3y/IbTaTiB MeUYiHKOBUX P00, peKTalbHa KPOBOTEYA,
TiHTIBIT.

3 60Ky cucmemu Kkposi ma aimpamuyHoi cucmemu: aHeMis, TeHKOIeHis.

Po3zaadu memaboaiamy ma xapuyeaHHs: clipara, HaOpsK, momarpa, HecTabinbHUM miaberT,
rinepriikemis, nepudepuyHi HaOPsKY, TinepypuKeMis, rinormnikemis, rimepHaTpiemis.

3 60Ky ckesemHo-M’ 230801 cucmemu: apTPUT, apTPO3, PO3PUB CYXOKUIIISI, TEHOCUHOBIT, OiNlb y
KiCTKax, MiacTeHisI, CHHOBIT.

3 60Ky Hepeosoi cucmemu: aTakcist, HeBpasIris, HeWpomarisi, mapecTesisi, TPeMOp, BEPTHUTO, IETIpPecis,
0e3COHHS, aHOMAJIbHI CHOBUIIHHS, 3HUKEHHS pedIeKCiB.

3 60Ky duxaabHOI cucmemu: acTMa, JUCIIHOE, JTaPUHTIT, GapUHTIT, CHHYCUT, OPOHXIT, ITOCUIEHe
CIIMHOBUIJIEHHS, IIOCUJICHHS KAIIUIIO.

3 60Ky wkipu: KpOIUB ' THKA, Teprec, CBepbixK, MiTNUBICTh, BUPA3KH IIKipH, KOHTAKTHUN OEePMaTHT,
ekchomiaTUBHUM NEepMaTHT.

CneuuciuHi 8i0uymmas: panToBe 3HUKEHHS ab0 BTpaTa Cciyxy, 0ilb y ByxaX, KPOBOBUJIUB B OKO,
KaTapakTa, CyXiCTb B O4Yax.

3 60Ky ypoeeHimanvHOi cucmemu: TUCTUT, HIKTYPisl, MigBUINleHa YaCTOTa CEYOBUIIYCKAHb,
30inbIIIEHHS MOJIOYHHUX 3aJ103, HeTPUMaHHS Cedi, IOPYILIeHHS esKyIsIil, HaOpsSK CTaTeBUX OpraHiB,
aHoprasmis.



ITobiuHi peakuii, npo aki Ha0xoduau nosidoMaeHHs 8i0 nonyasAyii Hegidomoi yuceavHocmi. 11i sBUILIA
Oynu 3a3HayveHi K Yepes iX CephOo3HiCTh, YaCTOTY MOBiMOMIIEHHS, BiICYTHICTb YiTKOTO
anbTepPHATHUBHOIO 3B’SI3KY, TaK i yepe3 KoMOiHaIlito 11X (HaKTopiB.

Cepueso-cyouHHi ma uepebposackyasapHi seuwid. IIoBimoMIIsSIIN PO CePHO3Hi CepreBO-CyOUuHHi,
11epeOpoBacCKyIspHi Ta CyqUHHI SBUIA, BK/II0Ya0UX 11epeOpPoBacKyIIpPHY KPOBOTEYY,
cybapaxHoifanbHy Ta BHYTPilIHbOIIEpeOpanbHy KPOBOTEUY Ta JIereHeBY KPOBOTEUY, 110 OyIu
II0B’s13aHi ¥ 4Yaci i3 3acTocyBaHHAM cunneHadiny. Y OinbiIocTi naiieHTiB, ane He y BCix, Oynu HasgBHi
(haxKTopu ceplieBO-CYIUHHOTO pu3uKy. IloBigoMsny, mo 6araTo 3 UKWX SIBUIL BUHUKIIU IIif 4ac abo
Ofpasy Mic/isl CeKCyalbHOl aKTUBHOCTI Ta [eKifibKa SBUI BUHUKIIN Ogpa3y IiC/Is 3aCTOCYyBaHHSA
cunpeHadiny 6e3 cekcyarbHOI aKTUBHOCTI. IHI ABUIIA BUHUKIIM IIPOTSATOM HACTYIHUX FOguH abo
[HIB IiC/IS 3aCTOCYBaHHSA CUIgeHadily Ta CeKCyanbHOI aKTUBHOCTI. HEMOXKTMBO BCTAHOBUTH, UM IIi
sIBUIIIa TI0B’SI3aHi i3 3aCTOCYBaHHAM CHUIfeHadily, i3 CeKCyalbHOI aKTUBHICTIO, i3 HASBHUMU
daxTopaMu pHU3UKY UM 3 KoMOiHalli€lo ux ¢akTopiB, UM 3 iHIIUMHU (paKTOpamu.

3 60Ky Kpo8oHOCHOI ma aimpamuyHoi cucmem: Ba300KITIO3UBHUM KPU3. Y HEBEIMKOMY 3aBYaCHO
IPUNMHEHOMY OOCIIiIXKeHH] 3aCTOCYBaHHS CUIfeHadiny 3 y4acTio MallieHTiB i3 TereHeBO0
apTepianbHOIO TiMepTeH3i€l0, BTOPUHHOIO 00 CEPIIONONiOHOKITITUHHOI aHeMil, TpK 3aCTOCYBaHHi
cunpeHadiny Ipo po3BUTOK Ba300KIIIO3UBHUX KPH3iB, 1110 MOTPeOyBaIu rocmiTanilallii, HoBimoMIsaIu
yacTillle, HiXK Npu 3acTocyBaHHi nanebo. Kniniune 3nauenHd miel indopmanii oy naiieHTis, ki
3aCTOCOBYIOThH IIpemnapaT 3 MeTOI0 JIiIKyBaHHS €PeKTUIbHOl AUCHYHKIII], € HEBIZOMUM.

3 60Ky Hepeosoi cucmemMu: TPUBOXKHICTh, TPAH3UTOPHA I'T00aIbHA aMHe3is.
Cneuudeiuni giduymmas.

3 60Ky opaaHis cayxy. [ToBimOMIISIH PO BUIAAKHU PAIITOBOTO 3HUKEHHS YU BTPATH CIIYXY, ITOB’sI3aHi
y 4aci i3 3acTocyBaHHSIM cunmeHadiny. Y gesiKux BuUlafgKaXx MOBITOMIISIN PO HASBHICTh MEOUYHUX
CTaHiB Ta iHIMMX (HAaKTOPiB, 1110 MOTJIN BifirpaTH POJIb ¥ PO3BUTKY IMOOIYHUX peakiliit 3 60Ky ciyxy. Y
OaraTbox BUIa[Kax iH(popMallis 00 MOAaIbIIoro MeIUYHOT0 CIIOCTEePEeKEeHHS BiCyTHS.
BusHauuTy, 4ym I1i ABUIA IPSIMO [IOB’SI3aHi i3 3aCTOCyBaHHAM CUNIeHadiny, 3 HagBHUMU (paKTOpaMu
PU3UKY BTpaTH CIyXy, 3 KoMOiHaIli€0 11X (akTopiB 4u 3 iHMKUMM (paKTOpaMu, HEMOKIINBO.

3 60Ky opaaHie 30py: THMYACOBA BTpATa 30PYy, IIOYEPBOHIHHS O4YeH, MEYiHHS B 04YaX, MigBUIIEHHS
BHYTPIIIHBOOYHOTO THUCKY, HaOpSK CiTKiBKM, CyIMHHI 3aXBOPIOBAHHS CiTKiBKM a00 KPOBOTEUa,
BifIlapyBaHHS CKJIUCTOrO Tija.

[ToBimomIsinK PO BUIIAAKU HeapTepialbHOl IepefHbo] illeMigHOol HeBPoIlaTil 30pOBOT0 HEPBA, 10 €
IPUYMHOI0 3HUKEHHS 30Dy, BKJIIOYalOUd MOCTiMHY BTPATy 30pYy, AKi Oynu 1MoB’s3aHi y vaci i3
3acTtocyBaHHSIM iHTiOiTOpiB ®IEDS, BKmouaroun cunmeHadin. ¥ 6araTteox MallieHTiB, ajle He Y BCiX,
Oynu HasgBHi aHaTOMi4Hi ab0 cynuHHI (paKTOpU PU3UKY PO3BUTKY HeapTepialabHOI TepeaHboi
ilmemiyHOI HEBpoIaTii 30pOBOT0 HEPBA, BKJIIOYalo4y (ane He 00MeXKyI04YNCh) TaKi: HU3bKe
CIIiBBigHOIIIEHHS [iamMeTpa eKCKaBallii Ta IUCKY 30POBOTr'0 HepBa (3aCTiliHUM AUCK 30POBOT0 HEPBA),
BiK Bif 50 pOKiB, rinepreH3sis, 3aXBOPIOBaHHSA KOPOHAPHUX apTepil, rineprinigemis Ta naaiHHA.
HeM0X/1BO BUSHAYUTH, YU 11i IBUIIA IPSIMO ITOB’s13aHi i3 3acTocyBaHHAM iHTiOiTOpiB ®IIES, un 3
HAsIBHUMH aHAaTOMIYHUMU a00 CyIMHHUMHU (HaKTopaMy PU3UKY, YU 3 KOMOiHAIlE€0 ITUX BCiX (paKTOpiB,
Yy 3 iHIIMU (PaKTOpaMu.

38imysaHHs npo nido3ptosaHi nobiuHi peakuii. 3BiTYBaHHS PO Migo3pioBaHi mobiyHi peakiii micus
peecTpaliil mTiKapchbkoro 3aco0y Ma€ BaxK/IMBe 3Ha4eHHS. Lle Jae 3Mory MpoBOgUTH Oe3repepBHUN

MOHITOPUHT CIIiBBIIHOIIEHHS KOPUCTI 1 PU3UKIB, [T0B’A3aHUX i3 3aCTOCYBAaHHAM LIBOI'0 JIIKAPCHKOI'0
3aco0y. JIikapsiM ciifm 3BiTyBaTH Ipo Oyb-sKi Mimo3pioBaHi Mo6iuHi peakilil BiAIOBiIHO 0 BUMOT



3aKOHOOJaBCTBaA.

Tepmin npudamHocmi. 2 POKHU.

YMmoBH 30epirannsi. 30epiraté B OpuUriHaibHil yIAaKOBIi Y HEOOCTYIHOMY IJIS OiTel Micli mpu
Temmepatypi He Buie 25 °C.

YnakoBka.
ITo 4 Tabnetku y 6micTepi, mo 1 6iicTepy B mayviii.

I[To 1 tabmetui y 6mictepi, mo 1 6micTepy B mayiri.

Kareropis Bigmycky. 3a peLentom.

BupoOHHUK.

Aptypa ®apmacsroTikan3 [1BT. JITA.

Micue3HaxoIKeHHsI BHPOOHHKA Ta ajipeca Miclsi IpoBaJIXKeHHs HOro Tis/IbHOCTI.

1505 ITopTisa Poyg, lpi Citi CE3, CetaBeny MaHnpgan, parioH Hittop - 517 588, mrat AHIXpa
IIpapem, IHmis.

3asiIBHHUK.

AnanTa Mepikeap JITa.

Micne3HaxoakKeHHsI 3asiBHHKa Ta/a00 mpeacTaBHUKA 3asiBHHKA.

Crior 1, 2 Creumn Kopt, Imnepian Bapd, Tayumen Poan, ®ynxam, JlounoH, Benuka bpurawnis.



