Ckian

Oitoua peuvosuHa: sildenafil;

1 tabneTka MicTuTh cuageHadiny HUTPaTy B riepepaxyBaHHi Ha 100 % cunpmeHadin
100 Mr;

OONOMIJICHI pedyo8UHU: JTaKTO3a, MOHOTIApAaT; MarHilo IJIIOKOHAT; IIyApa IIyKPOBa;
KaJbllil0 cTeapaT; apoMaTtu3aTtop «JIumMoH»; 6apBHUK TapTpa3uH (E 102).

JIikapcbKa ¢opMma

TabneTku.

OcHOoBHI (pi3uKo-xiMiuHi 81acmMuBoCMi: OIBOOIIYKJIIi TaOIeTKH )KOBTOI0 KOJIHOPY abo
JKOBTO-KOPUYHEBOI'0O KOJILOPY 13 BKpalJIeHHSIMU 3 PUCKOIO Ha OOHIN CTOPOHI.

®dapMaKoTepalneBTHYHA rpymna

3aco0u, 1110 3aCTOCOBYIOThCS [JIS JIIKyBaHHS epeKTunbHol aucdyHkIlil. Kog ATX G04B
EO03.

dapMakogHHaMiKa

Mexani3m gil. CungeHadin - jikapcbKui 3acib A1 mepopasbHOTO 3aCTOCYBaHHS,
Mpu3Ha4YeHUU O JIiIKyBaHHS epeKTUJIbHOl gucdyHKIlii. [Ipu cekcyanbHOMY
30yoKeHHi mperapaT BigHOBITIOE 3HUXKEHY €PeKTUJIbHY QYHKIIO MIJITXOM ITOCHUJIEHHS

IIPUTOKY KPOBI [0 IIeHica.

dizionoriyHuM MexaHi3M, 110 3YMOBJIIIOE €PEKIIi0, BKJII0Ya€E BUBIJIbHEHHSA OKCUAY a30Ty
(NO) y KaBepHO3HUX TillaxX Miff 4ac ceKcyaabHOro 30ymxkeHHs. BuBinbHenut NO
aKTUBYE (pepMeHT ryaHilaTUuKIa3y, 110 CTUMY/IIOE MiABUIIEHHS PiBHSA LUKJIIYHOTO
ryasHo3maMoHodocdaTty (GI'M®), 110, 3i cBoro 60Ky, BUKJIMKAE pO3CiabieHHs TIagKol
MYCKYJIaTypPX KaBE€PHO3HUX TiJI, CIPUSIOYU IIPUTOKY KPOBI.

CunpeHadin € IOTYKHUM Ta CEJIEKTUBHUM iHTiOiTopoM Ul M®-crienmdignoi
dochomiectepasu 5 (OPIIES) y KaBepHO3HUX Tinax, ge ®IES BiamnoBigae 3a po3mnan
ul'M®. BonuB cungeHadiny Ha epekilito Mae nepudepudyHui xapakrep. CunmeHadin
He YUHUTH 0e3M0ocepeaHbol pelakCyoUol il Ha i30/1boBaHi KaBEePHO3Hi Tijla TIOOWHHU,
ajie TIOTY2KHO ITOCUJIIOE po3ciiabmioouy aito NO Ha maHy TKaHUHY. [Ipu akTuBallii
MeTabomigyHoro usaxy NO/uI'M®, o BinOyBa€eThCA IPU CEKCYalIbHIN CTUMYISLIII,
inrioyBanus cungeradinom OIES npu3BoguTh [0 OigBuIleHHs PiBHA I MO vy
KaBEePHO3HUX Tijtax. TaKuM YMHOM, [JIs1 TOTO, 100 cungeHadisn BUKJIMKAB MOTPiOHUM



dbapmakomnoriuauit epekT, HeoOXigHe cekcyasbHe 30yIXKeHHS.

BonuB Ha dapMakogmHaMiky. [lochigKeHHs in vitro mpogeMoOHCTPyBaJlH, 110

cunpgeHadin € cenektuBHUM o PIIES, 1m0 6epe akKTUBHY y4acCTh y IPOIECi epeKIIil.
BnnuB cunpeHadiny Ha ®IIES noTyXHimuy, HiXK Ha iHII BimoMi pocdopgiecTepasu.
Llei edekT y 10 paziB moTyxKHimuu, HizK epeKT BruBy Ha OJIIEG, 1m0 6epe y4acTs y
npoiecax GoTonepeTBOPEHHS Yy CiTKiBLi. [Ipu 3acTOoCyBaHHI MaKCUMaIbHUX
PEKOMEHI0BaHUX O03 CeleKTUBHICTh cungeHadiny go ®IES y 80 pasiB mepeBuiiye
uoro cenexktusHicTh 0o ®IIE1, y 700 pasis Buiia, Hixk go ©®IIE2, OIIE3, ®IIE4, OIIE7,
®IE8, ®IE9, ®OE10 ta ®OE11. 30Kpema, CeneKTUBHICTh cunaeHadiny mgo ®IOES y
4000 paziB mepeBullye 1oro cenekKTuBHIiCTh 0o OPIE3 - TAM®-crienmdivHol i3odhopmMu
docdomiecTtepasu, o 6epe y4acThb y peryisilil cepieBol CKOPOTJINBOCTI.

dapMaKkoKiHEeTHKA

AGcop61isi. CungeHadin mBUAKO abcopOyeThcsi. MakcuMaibHa MIa3MOBa
KoHIleHTpallis (Cmax) mikapchbKoro 3aco0y mocsaraeTbcs npoTsarom 30-120 xBunuH (i3
MepniaHOo 60 XBUJIMH) MIC/Is WOT0 IIepOopabHOTO 3aCTOCyBaHHA HaTtile. CepenHs
abcosroTHAa 0i0HOCTYITHICTE MiCJIs ITIePOPaIbHOT0 3aCTOCYBaHHs CTaHOBUTDL 41 % (3
miarma30HOM 3Ha4deHb Bif 25 mo 63 %). Y peKkoMeHOoBaHOMY fialia3oHi o3 (Big 25 o
100 Mr) mokKa3HUKH IIJIOIIA IIif KPUBOIO «KOHIleHTpallisg-dac» (AUC) ta Cmax
cunpeHadily micas Moro IepopaabHOr0 3aCTOCYBaHHS MiABUIIYIOTHCS IIPOIOPLIINHO
OO OO3H.

[Tpu 3acTocyBaHHI cunpgeHadiny Mg Yac BXKUBaHHS 1Ki CTyIiHb abCOpOIlil 3HUKYETHCS
13 cepepnHiM nomoBxkeHHIM Tmax 0o 60 XBUIUH i cepenHiM 3HUXKEeHHAM Cmax Ha 29
%.

Posnogin. Cepennit piBHOBaxkHUM 00’eM po3mnoxniny (Vd) cranoButs 105 11, 1110
CBIUUTH IPO PO3MOMALN IpernapaTy B TKaHMHaX opraHi3dmy. [licisa ogHOpa30BoOro
IIepopajbHOro 3acTocyBaHHS cunpgeHadiny B mo3i 100 mr cepegnus Cmax cungeHadiny
CTaHOBUTH MpuOM3HO 440 Hr/mn (KoediltieHT Bapiatlii ctaHoBUTb 40 %). OcKinbKu
3B’s13yBaHHS cuingeHadiny Ta #oro rojoBHoro N-mecMeTun-MeTabomniTy 3 6inkamMu
IJIa3MHU KPOBi gocsarae 96 %, cepengnst Cmax BinmbHOTO cungeHadiny mocsirae 18 Hr/mn
(38 umorb). CTyminb 3B’sI3yBaHHSA 3 OiTKaMu MJjla3MM KPOBi He 3a/1€XKUTh Bifl
3araJbHUX KOHIEHTpalii cungeHadiny.

Y 3p0poBuUX DOOPOBOIBIIIB, SIKi 3aCTOCOBYBalu cunmeHadin omHopa3oBo y mo3i 100 mr,
yepe3 90 xBUIMH B esAKy/ATI BU3Havasnocs MeHuie 0,0002 % (y cepenaromy 188 Hr)
3aCTOCOBaHOI JO3MU.

BioTpancdopmartisi. Metabomni3Mm cunpeHadiny 3miiCHIOETHCS TOJIOBHUM YHMHOM 3a

y4acTio MikpocoManbHUX i30pepmenTiB nedinku CYP3A4 (rojioBHUU WINISIX) Ta



CYP2C9 (gpyropsimHu migax). I'0TOBHUN HUPKYITIOI0OYUN MeTab0oJIiT YTBOPIOETHCS
nuisixom N-meMeTunoBaHHs cunmeHadiny. CeneKTuBHiCcTb, MeTabority momo ®IES
MMOpPiBHsSIHHA 3i CEJIEKTUBHICTIO cuiigeHadiny, a akTuBHICTh MeTabomity 1momo ®IIES
CTAaHOBUTH NMPuOMM3H0 50 % aKTUBHOCTI BUXiIHOI pedyoBUHHU. [171a3MoBa KOHIIEHTPAITis
1IbOT0 MeTaboJiTy cTaHOBUTH Mpubnu3Ho 40 % KoHIeHTpallil cungeHadiny y mia3mi
KpoBi. N-meMeTunr0BaHUYM MeTaboJIiT 3a3Ha€ MOoaasbIIoro MetabosiaMy, a nepioq
MOro HamniBBUBEOEHHSI CTAHOBUTh MPUOIN3HO 4 TOOUHU.

EnimiHamisga. 3araapHui KilipeHC cungeHadiny ctaHoBUTh 41 1/roguHy, 3yMOBIIOIOYHN
rnepion ¥Oro HalliBBUBEOEHHS TPUBAIICTIO 3-5 roguH. AK micasa mepopajabHOro, Tak i
Iic/si BHYTPIIIHBOBEHHOT'O 3aCTOCYBaHHS €KCKpelisa cungeHadiny y BUTIsAnOl
MeTabOoIiTiB 3MiICHIOETHCS TOJIOBHUM YMHOM i3 KanoMm (mpubnu3uo 80 % BBemeHOl
IMepopaabHOI J031) Ta MEHIIIOI Mipoio i3 ceueto (mpubnu3Ho 13 % BBemeHOl
[IepopajIbHOl JO3H).

dapmakoKiHemuka y ocobiugux 2pyn nauieHmis.

[ManieHTH TiTHHOTO BiKy. Y 300pOBUX HOOPOBOIIBIIIB JIITHROTO BiKy (BiKOM Biff 65 POKiB)

Bil3Ha4asiocs 3HUKEHHS KIIipeHCy cungeHadiny, 110 3yMOBJIIOBAIO ITiABUILIEHH ST
I1JIa3MOBUX KOHIIEHTpALliil cuigeHadiny Ta ¥oro akTuBHOro N-IeMeTHUIb0BaHOT O
MeTabomiTy npubnu3Ho Ha 90 % MOpPiBHSHO 3 BiAOBIOHUMU KOHIIEHTPAIISIMU Y
3IO0POBUX AOOPOBOJIBIIIB MOIOAIIOrO BiKy (18-45 pokiB). ¥ 3B’I3KY i3 BiIKOBUMHU
BiIMiHHOCTSIMU y 3B’sI3yBaHHi 3 OiTKaMu IJTa3MM KPOBi BilIIOBimHE IMigABUIIIEHH ST
I1JIa3MOBO1 KOHIIEHTpPallil BilbHOTO cunpgeHadiny cranoBuino npubnusxo 40 %.

HupkoBa HEJOCTATHICTh. Y HOOPOBOJIBIIIB i3 MOpylIeHHAMU (QYHKIIl HUPOK JIETKOTO Ta
MMOMIpHOTO CTyIeHs (KiipeHc KpeaTuHiny 30-80 Mi/xB) (papMaKOKiHETHKA

cunpeHadiny 3anuinanacs He3MiHEeHOO IIiCJIg B0r0 OOHOPa30BOT0 IIE€POPaIbHOTO
3actocyBaHHs y 103i 50 mr. Cepenui AUC Ta Cmax N-meMeTuIb0BaHOTO MeTaboIIiTy
BIIIOBIOHO IIiABUIIYBAJIMCI MaKCUMyM Ha 126 % Ta 73 % IOpPIBHAHO 3 TaKUMU
IMOKa3HUKaMHU y HOOPOBOJIBIIIB TAKOT'0 XK BiKy 0e3 mopylieHb QyHKIl HUpoK. OgHaK
4yepe3 BUCOKY iHOWBiAyanbHy BapiaOenbHICTh i BiAMiHHOCTI He OyJIM CTaTUCTUYHO
3HAYYIIUMU. Y 0OOPOBOJIBIIIB i3 TIAXKKUMU MMOPYIIEeHHAMU QYHKII1 HUPOK (KITipeHc
KpeaTuHiHy HuUxK4e 30 MJI/XB) KJTipeHC cungeHadiny 3HMKYBaABCS, 1110 IPU3BOOUIIO OO
cepepHix nigBumienb AUC ta Cmax BigmoBigHo Ha 100 % Ta 88 % mnopiBHSIHO 3
DoOPOBOMBIIIMU TAKOTO XK BiKy 6e3 mopyieHs ¢pyHKIIl HUpoK. KpiM Toro, 3HaueHHs
AUC ta Cmax N-geMeTunbr0BaHOT0o MeTaboIIiTy 3Hauyile nigpuIyBanucsa Ha 200 % ta
79 % BiOOOBIOHO.

[TeuyiHKOBa HEOOCTATHICThL. ¥ HOOPOBOJIBIIIB i3 IIUPO30M IMEYiHKU JIETKOTO Ta IIOMipHOTO

cTyrneHs (kKmaciB A Tta B 3a knacudikarmiero Yaunga-I1'10) kinipeHc cungeHadiny
3HMIKYBaBCH, 110 npu3Boauiao oo nigsuieHHs AUC (84 %) ta Cmax (47 %) MOpPiBHSIHO



3 BiITTOBiAHMMM MOKa3HUKaMU Y MOOPOBOJIBIIIB TAKOTO XK BiKy 0€3 ImopyiieHb GyHKITiHi
neuvinku. PapMakKOKiHeTHKa cuifeHadisy y Hami€eHTiB i3 DOpymIeHHAMH (QYHKIIi1
MIEeYiHKM TSAXKKOTO CTyIIeHSI He BUBYasacs.

IToxa3aHHSA

Epocumn pekoMeHOyeThCA 3aCTOCOBYBaTH Y0JIOBIKaM i3 epeKTUJIbHOIO AUCPYHKITIEIO,
siKa BU3HAYAETHCS SIK HE3[ATHICTh MOCSITTH abo MigTpUMaTH ePeKIIil0 CTaTeBOT O
4yjieHa, HeoOXigHY [ YCIIIIHOTO CTaTEBOTO aKTy.

IInsa edbekTuBHoi Ail Epocuny nmorpibHe cekcyanbHe 30yaKEeHHS.
IIporunoka3aHHs

e [limBUIllleHa YyTIUBICTH OO cungeHadiny abo mo iHIIMX KOMIIOHEHTIB IIpernapary.

e OgHOYAaCHe 3aCTOCyBaHHS 3 JOHOPaAMHU OKCULY a30Ty (TaKMMU K aMiJTHITPUT)
abo HiTpaTamMu y Oyab-sKi ¢popMi, OCKiJIbKY BimoMo, 110 cungeHadisn Ma€e BIIJIUB
Ha OUJIAXA MeTaboIi3My OKCUAY a30Ty/UUKIIIYHOTO T'yaHO3uHMOHOopochaTy
(mI'M®) Ta moTeHIiI0€ TimOTeH3UBHUY epEKT HiTpaTiB.

e OpmHOYacHe 3acTocyBaHH iHTi6iTOPiB ®IIES (Y ToMy uucni cunpmeHadiny) 3i
CTUMYJISATOPaMU I'yaHIIaTLIMKIIa3u, TaKUMHU SIK piloLUryaT, IPOTUIIOKa3aHe,
OCKiJTbKM MOK€e ITPU3BECTH 10 CUMIITOMATHUYHOI TrinoTeH3il (quB. po3min
«B3aeMomist 3 iHmIMMH TiKapChbKUMH 3acoO0aMu Ta iHIII BUOU B3aEMOMI»).

e CTaHy, Ipu IKUX HEe PEKOMEHIOBaHa CeKCyajlbHa aKTUBHICTh (HallpUKJIIaf, TAXKKI
ceplieBO-CYOWHHI po3/1ajy, Taki K HecTabislbHa cTeHOKap#ais abo ceplieBa
HEOCTATHICTh TSIKKOTO CTyIEeHS).

e BTpaTa 30py Ha OgHE OKO BHACJIOOK HeapTepialbHOl IIepeqHbOl IIIeMidYHOo1
HeBpoIIaTil 30pOBOr0 HepBa He3aJlIesKHO Bifl TOTO, IIOB’I3aHa ISl ITaTOJIOoTis i3
ronepenHiM 3acTocyBaHHSM iHTioiTopiB ®IIES um Hi.

e HasiBHiCTh TaKHMX 3aXBOPIOBaHb, K MOPYIIEHHS PYHKIIi1 TEeUYiHKM TAXKKOTO
CTYIIeHS, apTepianbHa rinoTeHsisa (aprepianbHu TUCK HUXKYe 90/50 MM pT. CT.),
HeIloJlaBHO ITepeHeceHul iHCynbT abo iHpapKT MioKapma Ta BimoMi criagKoBi
OereHepaTHBHI 3aXBOPIOBaHHS CiTKiIBKHU, TakKi SIK IIIrMEeHTHUU PETUHIT (HeBeJIUKa
KiNTBbKiCTh TAaKUX ITAIIIEHTIB Ma€ reHeTU4YHi po3nagu pocdomiecTepas CiTKiBKH),
OCKinbKM Oe3meka cusigeHadiny He OOCIiaXKyBajlacsd Y TaKUX MiArpynax
MIalll€HTIB.

B3aemofisi 3 iHINIMMH JTiKapChbKHMH 3aC00aMH4 Ta iHIIII BHOH B3a€EMOIin

Bnaus iHwux aikapcekux 3acobie Ha cusideHadi.



IocnigzkeHHs in vitro. MeTtabomniaMm cungeHadiny BigOyBaeTbCs ImepeBaxkKHO 3a Y4acTIo
izopopmu 3A4 (romoBHUH 1UIIAX) Ta i3odpopmu 2C9 (APYTrOpAOHUN IIISAX) IUTOXPOMY
P450 (CYP). Tomy inribiTopu 1mx isopepMeHTiB MOXKYTh 3HUKYBATU KITipEHC

cunpeHadiny, a iIHOYKTOPHU IUX i30pepMEHTIB MOXKYTh HiABUIIyBaTHU KJIIPEHC
cungeHadimny.

HocnigxKeHHs in vivo. [laHi OOCIiaXKeHb IPOAEMOHCTPYBaJId 3HUXKEHHS KIIIPEHCY
cunnmeHadiny mpu #¥oro oMHOYAaCHOMY 3acTOoCyBaHHi 3 iHridiTopamu CYP3A4 (TakuMu

sIK KETOKOHA30JI, EPUTPOMIIIMH, IUMETUANH). X049a IIPXU OOJHOYaCHOMY 3aCTOCYBaHHi
cunpgenadiny ta inriditopis CYP3A4 3pocTaHHS 4aCTOTH ITOOIYHUX SIBUII] HE
CIIOCTepirasnocs, Clifi PO3TrISHYTH MOXKJIUBICTh 3aCTOCYyBaHHS IT0OYaTKOBOIL J0O3U
cungeHadiny 25 mr.

OpmHouacHe 3acTocyBaHHSA iHribiTopa BIJI-mpoTea3u puToOHaBIpYy, AyKe MOTYKHOTO
inribiTopa P450, y craHi piBHOBaxkHOI KoHIeHTpallil (500 Mr 1 pa3 Ha mo6y) Ta
cunpeHadiny (pa3osa mo3a 100 Mr) mpu3Boguso Ao migBuileHHsa Cmax cungeHadiny
Ha 300 % (y 4 pa3u) Ta nigBuineHHsa nna3MmoBoi AUC cunmenadiny Ha 1000 % (y 11
pa3siB). Yepes 24 roguHM 11a3MOBUM PiBeHb cuigeHadiny Bce Ille CTaHOBUB
mpu6nu3Ho 200 HI/MIT ITIOPiBHSHO 3 piBHEM ITPUOJIM3HO 5 HI/MJI, XapaKTEPHUM I
3aCTOCyBaHHS cuigeHadiny OKpeMo, 0 Y3roAXKYyeThCSA 3i 3HaYHUM BIIJINBOM
PUTOHABIPY Ha IMUPOKUM crieKTp cyoctpatiB P450. Cunmenadin He BIJIMBa€E Ha
(bapmMakoOKiHETHMKY PUTOHAaBIPy. 3 OrISAAY Ha IIi papMaKOKiHETHYHI JaHi OmMHOYaCHe
3aCTOCyBaHHA cuigeHadiny Ta pUTOHaABIpy HE PEKOMEHAYEThCS (AUB. PO3ALIT
«OCcoOIMUBOCTI 3aCTOCYBaHHSA»); B OyOb-IKOMY BUIIaAKy MaKCUMaJibHa J03a
cunpgeHadiny 3a )KogHUX 00CTaBUH He ITOBUHHA MEPEBUIYBATU 25 MT IIpoTsaroMm 48
TOOUH.

OnmHouyacHe 3acTocyBaHHs iHri6iTopa BIJI-mpoTea3u cakBiHaBipy, iHridiTtopa CYP3A4,
y Oo3i, 1m0 3abe3mevye piBHOBaXKHY KoHIleHTpalito (1200 mr 3 pa3u Ha Oo0y), Ta
cungeHadiny (100 Mr ogHOPa30BO) IIPUI3BOAUIIO A0 ImiaBulleHHA Cmax cungeHadiny
Ha 140 % Ta 30inbmenHss AUC cungeradiny Ha 210 %. He BUSIBI€HO BILIUBY
cunmeHadiny Ha ¢papMakKOKiHETHUKY cakBiHaBipy. [TepemOada€eThcs, 110 OinbII ITOTYXKHI
inridiTopu CYP3A4, Taki IK KeTOKOHA30JI Ta iTpaKoHa30J1, 6yayTh MaTu OiIbIl
BUPaXXEHUU BILJIVB.

ITpu 3actocyBanHi cungexadiny (100 Mr ogHOPa30BO) Ta EPUTPOMIIIUHY, ITIOMIPHOTO
inridiTopa CYP3A4, y piBHOBaxkHOMY cTaHi (500 Mr 2 pa3u Ha o0y IPOTSTroM 5 IHiB)



croctepiranocs nigsuiieHHss AUC cunmeradiny Ha 182 %. ¥ 3mopoBux moOPOBOJIBLIIIB
YOJIOBiYOI CcTaTi He criocTepiranocs BIUIUBY a3uTpoMinuHy (500 Mr Ha o6y IpOTSIroM
3 mi6) Ha AUC, Cmax, Tmax, KOHCTaHTy IIBUAKOCTI eJriMiHallil Ta momanbIInui Iepion
HalliBBUBeOeHHS cungeHadiny abo 1oro roJoBHOTO IIUPKYJIIOI0YOT0 MeTaboIiTy.
LHumeTtupun (iHridiTop mutoxpomy P450 ta Hecnnenudiunuii inriditop CYP3A4) y mosi
800 Mr mpu 0ogHOYACHOMY 3aCTOCYBaHHI i3 cungeHadinom y mo3i 50 Mr y 3mopoBuUX
n0OPOBOJIBIIB ITPU3BOAUB [0 MiABUIIIEHHS IJTa3MOBOI KOHIIEHTpaIlil cugeHadiny Ha 56
%.

I'peutndpyToBui cik € cnabkum inriditopom CYP3A4 y CTiHIII KHIIEYHUKY i MOXKe
CIIPUYUMHSATU IOMipHE IMiOABUIIEHHS PiBHA culgeHadiny y mia3Mmi Kposi.

OpHOo4YacHe 3aCTOCYyBaHHS aHTaAlLMIB (MarHiloo rifpoKcuny/aatoMiHilo TiZPOKCUOY) He
BILIMBAJIO Ha OiomocTymHicTh cunmeHadiny.

Xoya mocnimxkeHb crienudivHol B3aEMO/Iii 3 yciMa JTikapCcbKUMU 3aco0aMu He
MIPOBOOUIIOCS, € AaHi, 10 PapMaKOKiHeTHKa cuigeHadiy He 3MiHIOBalacs IpUA UOT0
OOHOYACHOMY 3aCTOCYBaHHI 3 TiKapChKMMU 3acob0aMu, 110 HajlexkKaThb A0 I'PyIu
inridiTopiB CYP2C9 (Tonbyrawmin, BapdapuH, ¢peHiToiHn), rpymnu iHrioitopiB CYP2D6
(TakuX SIK CeJIEKTHBHI iHTi6iTOPM 3BOPOTHOT'O 3aXOIJIEHHSI CEPOTOHIHY, TPULMKITIYHI
aHTHUMEIIPeCcaHTH), TPYIHU Tia3UOHUX Ta Tia3UOOMOOiOHUX MiyPeTHKiB, IIeTIbOBUX Ta
Kanit30epiramoyux OiypeTUkis, iHriOiTOPiB aHTiOTEH3UHIIEPETBOPIOIOYOr0 EePMEHTY
(AT1I®), anTaroHicTiB Kasbllil0o, aHTArOHICTiB B-ampeHoOpelenTopiB abo iHOYKTOPiB
MmeTaboniamy CYP450 (Takux K pudamiinme, 6apbiTypaTtu).

Y npoiieci gocniaKeHHs 3a y4acTiO 3[OPOBUX YOJIOBiKiB-HOOPOBOIIBIIB OOHOYACHE
3aCTOCYBaHHS aHTaroHicta eHmoTesliny 6oceHTaHy (moMipHui iHmykTop CYP3A4,
CYP2C9 Ta, moxmnuo, CYP2C19) y piBHOBaxkHOMY cTaHi (125 mMr 2 pa3u Ha gody) Ta
cunnmeHadiny y piBHoBaxxkHoMYy cTaHi (80 Mr 3 pa3u Ha go0y) IIPU3BOAUIIO [0
3unxkeHHdI AUC ta Cmax cungeHadiny Ha 62,6 % Ta 55,4 % BignoBigHO. TOoMy
OOHOYaCHEe 3aCTOCyBaHHS TaKuX NOTYKHUX IHOYKTOpiB CYP3A4, aK pudamiiid, Moxe
MIPU3BOOUTHU [0 OiNbIll BUPaXKE€HOTr0 3HMKEHHS KOHIIeHTpallil cungeHadiny y mna3mi
KPOBI.

Hikopaupun sBjsie cobolo ridpua akTUBaTOpPa KasblliEeBUX KaHalliB Ta HiTpaTy.
HiTpaTHUY KOMIOHEHT 3yMOBJIIOE MOXKJIUBICTh MOT0O CEPUO3HOL B3a€EMOIl 3i
cungeHadinom.

Bnaue cusndeHaginy Ha iHWi aikapcvki 3acobu.

HocnigkeHHs in vitro. CunpeHadin - cnabkuu iHriditop idodopm 1A2, 2C9, 2C19,

2D6, 2E1 ta 3A4 uutoxpomy P450 (IK50 > 150 mkMo7b). OCKIZIBKY ITIKOBIi I1a3MOBI
KOHIIeHTpallil cuigeHadiny OJOpiBHIOIOTH IPUOIM3HO 1 MKMOJIb, BIIJIMB IIpenapary



Epocun Ha KiipeHc cyOCcTpaTiB 1ux i30pepMeHTiB MaJIOMMOBIpHUM.

BigcyTHi mani momo B3aemoqii cunmenadiny Ta Takux HecnenudivHUX iHTiGiTOPIB
docdhomgiecTepasu, K TeodiniH Ta OUITipUIaAMOII.

IMocnigzKeHHs in vivo. OCKinbKH BimoMo, 1110 cuigeHadis Ma€ BOJIUB Ha MeTab0J1i3M
NO ul’'M®, 6yno BCTaHOBJIEHO, 10 CUJIAeHadilI MOTEHIIIIO€E TiMOTEeH3UBHY [il0 HiTPaTIB,
TOMY MOT'0 OTHOYAaCHe 3acTocyBaHHS 3 foHOopamMu NO abo 3 HiTpaTaMu B OyOb-sIKil

¢opmi npoTtunokazaHe (OuB. po3ail «I[IpoTunokasaHHg»).

Piouuzyam. IToBigOMISANYN IIPO aAUTUBHUU CUCTEMHUMN e(PEKT 3HUKEHHS
apTepianbHOTO TUCKY ITPU OOHOYACHOMY 3acTOCyBaHHI iHribiTopis ®IIES 3
pionuryatoM. [laHi JOCIiAXKeHb CBiqYaTh, 0 PlOoLUryaT IIOCUJIIOE TIIIOTEH3UBHY [i0
igrioiTopiB ®IIES5. VY nalieHTiB, sKi Opaau y4acThb y OOCHIAXKEHHI, He cocTepiramsocs
MMO3UTHUBHOTO KITiHIiYHOTO eheKTy IIPHU OOMHOYACHOMY 3aCTOCyBaHHI iHribiTopis ®IES 3
pionuryaTtom. [IpoTunoka3saHe ogHOYAaCHE 3aCTOCYBAHHS pionuryary 3 iHribiTopamu
®IES, y Tomy umcii i3 cungeradinom (ouB. po3min «IIpoTUIIOKa3aHHS»).

OmHOoYacHe 3aCTOCyBaHHS cuigeHadiny Ta 6JI0KaTOPiB a-aJpeHOPELENTOPiB MoXe
MMPU3BECTH OO0 PO3BUTKY CUMIITOMATUYHOI TMOTEH3il Y OeIKUX CXUJIbHUX [0 IIbOTO
naiieHTiB. Taka peakiliss Ha4dacCTillle BUHHUKAasa IPOTIroM 4 TOOuH Hicis
3acToCyBaHHS cungeHadiny. Y mpoieci gocnigkeHsb crieliudigyHol B3aEMOMil
JIiIKapChKUX 3ac0o0iB 6JI0KATOP K-aApPeHOPeIlenTOPiB JoKca303uH (4 Mr Ta 8 Mr) Ta
cunpgeHadin (25 mr, 50 mr ta 100 Mr) 3acToCOByBaJi OOJHOYACHO ITalliEHTaM i3
DoOPOSKICHOIO TiTneprasieio nepeamMixypoBol 3ano3u, ctabisisallig ctaHy ssKux Oyia
OOCSAATHYTa IIPU 3aCTOCYBaHHI JOKCA303UHY. Y LIUX IIONYJIALIsIX CIIOCTepiraaocs
cepedHe OJogaTKOBe 3HUIKEHHS apTepialbHOTO TUCKY Y MOJIOKEHHI MallieHTa 1exKadu
Ha 7/7 MM pPT. CT., 9/5 MM pT. CT. Ta 8/4 MM DPT. CT. Ta CepefHE 3HUKEHHSA
apTepiajJbHOr0 TUCKY V IIOJIOKEHHI MalliEHTa CTOs4YX Ha 6/6 MM pT. CcT., 11/4 MM pT.
CT., 4/5 MM pT. CT. BignoBigHO. IIpu ogHOYaCHOMY 3aCTOCYBaHHI cungeHadiny Ta
OOKCa303WHY Y Ialli€eHTiB, cTabini3alis ctany aKux OyJjia DOCATHYTa IIPU 3aCTOCYyBaHHi
OOKCa303WHY, iHOA1 MOBIAOMJISJIOCS IIPO PO3BUTOK CUMITOMAaTUYHOl OPTOCTAaTUYHOL
rimoTeH3sii, a TaKOXK MPO BUIIAAKU 3allaMOPOYEHHS Ta IIepPeOHEeIIPUTOMHUN CTaH, aje
0e3 CUHKOIIE.

He cnocTepirasocs xX0OHUX 3HAYYIIINX B3a€EMOLIN IPU OOHOYACHOMY 3aCTOCYBaHHI
cungenadiny (50 mr) i Tondytaminy (250 mr) abo Bapdapuny (40 Mmr), 1110
MeTabomnisyroTbess CYP2CO.

Cunpenadin (50 Mr) He IpU3BOOUB A0 IIOAOBXKEHHS Yacy KPOBOTEYi, CIPUYNHEHO]1
3aCTOCYBaHHSM alleTHUICAIIIuI0Bo1l KUCIoTH (150 Mmr).



Cunpenadin (50 Mr) He IOTEHIIIIOBaB IIIIOTEH3UBHY [il0 aJIKOTOJII0 Y 300POBUX
OOOPOBOIIBIIIB ITPU CEPEIHOMY MaKCUMaJIbHOMY PiBHi eTaHONy B KpoBi 80 Mr/mjI.

Y mairieHTiB, sIKi 3aCTOCOBYBasu cuiageHadin, He CIOCTepiranocsa XKOOHUX
BimMiHHOCTEM mTpodinio mobivHuxX eeKTiB MOPIBHSIHO 3 IjTalie0o IIpu OQHOYaCHOMY
3aCcTOCyBaHHi TaKUX KJIaCiB rilMOTEeH3UBHUX JIIKAPChKUX 3aC00iB, SIK OiypeTUKH,
0s10KaTOpHU PB-ampeHopelienTopis, iHridiTopu AII®, aHTaroHicTu

aHriotTeH3uny II, anTurinepTeH3uBHi NiKapchKi 3acobu (CyIUHOPO3IIUPIOBAJIbHI Ta
IleHTPaJIbHOI mil), 6;T0KaTOPU aIpeHepPriyHuX HEeUPOHiB, 6JI0KaTOPU KaslbIiEBUX
KaHaJIiB Ta OJI0OKAaTOPU O-agpeHOopelenTopiB. Y mociimxeHHi B3aeMoil npu
OOHO4YACHOMY 3acTocyBaHHIi cungeHadiny (100 Mr) Ta amaoguIliHy IaljieHTaMm i3
apTepiajibHOIO TIlIePTEH31€0 CIIOCTEPIrasocsa No0gaTKOBE 3HUXKEHHS CUCTOJIIYHOTO
apTepiaJbHOr0O THUCKY B IIOJIOKEHHI Jlexka4yu Ha 8 MM PT. CT. BignoBigHe 3HUXKEHHS
OiaCTOJIIYHOI0 apTepiaJbHOTO0 TUCKY CTAHOBUJIO 7 MM PT. CT. 3@ BEJIMUUHOIO IIi
OOMATKOBI 3HUXKEHHS apTepialbHOTO TUCKY OyJIM ITOPiBHAIHHUMHU 3 TUMH, 110
CIIOCTepiranucs IIpu 3aCTOCyBaHHI nullie cungeHadiny y 3mopoBux oOpPOBOJIBITB (OUB.
po3min «®apMaKOJIOTigHiI BIaCTUBOCTI»).

Cunpenadin y go3i 100 Mr He BnuBaB Ha (papMaKOKiHETUYHI ITOKAa3HUKY iHTiGiTOPIB
BIJI-mpoTea3u cakBiHaBipy Ta pUTOHaBipy, siKi € cyocTpaTamu CYP3A4.

Y 3p0poBuX MOOPOBOIIBIIB YOJIOBIUOI CTATi 3aCTOCYyBaHHS cuigeHadiny y
piBHOBaxkHOMY cTaHi (80 Mr 3 pa3u Ha mo0Oy) npusBoauso o minBuineHHss AUC Ta
Cmax 6oceHTany (125 mr 2 pa3u Ha go0y) Ha 49,8 % Ta 42 % BiAIoOBigHO.

Oco00/1UBOCTi 3aCTOCYBaHHSA

ITo mouaTKy Teparii ciifg 3i0paTu MEOUYHUN aHaMHe3 ITalliEHTa Ta IIPOBECTHU
(disukanbHe 00CTEeXKEHHS /IS OiarHOCTUKYM €PEKTUIbHOI AUChYHKIII Ta BU3HAYEHHS 11
MOXKJIUBUX ITPUYMH.

dakmopu pu3uky cepueso-cCyOuHHUX 3ax8opto8aHb. OCKINTbKU CeKCcyalbHa aKTUBHICTD
CYIIPOBOMXKYETHCS IEBHUM PU3UKOM 3 OOKY ceplisi, 40 IT0YaTKy OyOb-IKOTO JIiKyBaHHS
€pPEeKTUIbHOI OUCHYHKIII JTiKap Ma€ OLIIHUTHU CTaH CEPLIeBO-CYOANHHOI CUCTEMHU
namieaTa. CungeHadin YMHUTE CYOUHOPO3IMIUNPIOBAJIbHY [il0, IO IPOSBIISIETHCS
JIETKUM Ta KOPOTKOYaCHUM 3HUKEHHSM apTepiabHOTO THUCKY (OMB. PO3AiN
«@apMakoguHaMika»). [1o mpu3HadyeHHs CUlgeHadiny JIiKap Ma€ peTelbHO 3BaXKUTH,
41 MOXKe TaKui epeKT HECHIPHUATIIMBO BIIJINBATH Ha MAIli€HTIB i3 IEBHUMU OCHOBHUMU
3aXBOPIOBAaHHSIMM, 0COOIMBO Y KoMOiHallil i3 cekcyabHOI0 aKTUBHICTIO. [10 MallieHTiB
i3 MigBUIIIEHOI0 YYTIMBICTIO A0 Ba30AMIaTaTOPiB HajlexkaTh HNAIliEHTH 3 0OCTPYKIIIEIO
BHUBIJHOTO TPAKTY JIIBOTO IIIYHOYKa (HaOpUKIa[, CTEHO3 aOpTH, rinepTpodiuHa
OOCTPYKTHBHA KapaioMiomaTis) Ta MalliEeHTH i3 PigfKiCHUM CUHIPOMOM



MYJIbTHCUCTEMHOIL aTpodil, OODHUM i3 IIPOSABIB AKOI € TSIKKe IMOPYIIEeHHS PeryJsilil
apTepiaIbHOTO TUCKY 3 O0OKY BereTaTUBHOI HEPBOBOI CUCTEMMU.

Epocun nmoTeHLioe rinoTeH3uBHUYN €peKT HiTpaTiB (OuUB. po3ain «IIpoTUIIOKa3aHHI»).

[MoBimoMsiniu TIPO TSAXKKi MOOiIYHI peakiiili 3 60Ky cepieBOo-CYIUHHOI CUCTEMH,
BKJIIOUal04¥ iHpapKT MioKapaa, HeCcTabilbHy CTEHOKapilo, paiTOBy CEPLIEBY CMEDPTH,
IIJTYHOYKOBY apUTMilo, 11epeOpoBacKyIsIPHiI KPOBOBUJIMBY, TPAH3UTOPHY illIeMiuHY
aTakKy, apTepiajbHYy TillepTeH3iio Ta apTepianbHy riloTeH3io, sIKi 3a YacoM 30iranucs
i3 3acTocyBaHHAM cunpmeHadiny. Y OinbIIOCTi MallieHTIB, ajie He y BCiX, iCHyBanmu
bakTOpU PU3UKY CEPIIEBO-CYOINHHUX 3aXBOPIOBaHb. baraTto Takux moOiYHUX peakirii
criocTepirasnocs mig 4ac abo oapa3ly Iicas CTaTeBOTO aKTy i JuIle KijilbKa TPaluiaocs
HEeBIOB3i IIicyia 3acTocyBaHHA Epocuny 6e3 ceKcyalbHOL aKTUBHOCTL. ToMy
HEMOXKJIMBO BU3HAYUTH, UM OB’ I3aHUN PO3BUTOK TAaKUX MOOIYHUX peakIlii
Oe3nocepenHbO i3 haKTOpaMu PU3UKY, UM IX PO3BUTOK 3yMOBJIEHUH iHIINMU
YUHHUKaAMHU.

IIpianizm. 3acobu Oy JIiIKyBaHHS €PEeKTUJIbHOI OIUCQYHKIIII, Y TOMY YUCIIi U
cunpeHadin, ciig npu3HadyaTu 3 00epeKHICTIO IalliEHTaM i3 aHaTOMiYHUMU
nedopMallisiMu meHica (TaKUMHM SIK aHTYs1isI, KaBepHO3HUM Hibpo3 abo xBopoda
[TetipoHi) abo mallieHTaM 3i cTaHaMH, 110 CIIPUYMHSIOTh PO3BUTOK IIpianiaMy (TaKUMU
SIK CEPIIONONiOHOK/IITUHHA aHeMisi, MHOXWHHA MiejloMa abo J1elKeMmis).

[ToBigoMIsiiu PO BUIIQAKHU MOOOBXKEHOI epeKIiil Ta mpiami3aMy. AKINO epeKIilisi TPUBa€e
Oinbire HiK 4 TOOWHMU, MalliEHTaM CJIii HerallHO 3BEPHYTHUCS 3a MEIUYHOIO
OOIIOMOTO0. 3a BiACYTHOCTI HEraHOr0 JIiIKyBaHHS IIpiali3M MOxKe IIPU3BECTU [0
MIOIIKOMKEeHHSA TKaHWH IeHica Ta OO0 CTiMKOl BTpaTU MOTEHIIl.

O0HouacHe 3acmocyB8aHHs 3 iHwumu iH2ibimopamu ®ES5 abo iHwumu npenapamamu
0414 NiKYyBAHHA epeKmuibHOl ducyHkuil. be3neka Ta epeKTUBHICTL OODHOYACHOTO
3acToCcyBaHHs cunmeHadiny 3 iHmuMmu iHriditopamu ®IE5S abo iHIIMMUY TiKapChbKUMU
3acobaMu [ JIIKyBaHHS TillepTeH3il mereHeBol apTepil, SKi MicTATh cunmeHadin
(manpuknazn, PeBanuo), 9ym 3 iHIIMMHU IpenapaTaMy O JTiKyBaHHS €pPEeKTUIbHOI
oucyHKIII He BUBYAIUCs. ToMy 3aCTOCYBaHHS TaKuX KOMOiHallill He peKOMeHJOBaHe.

Bniug Ha 3ip. Bynu NOOOWHOKI ITOBIZOMJIEHHS PO BUHUKHEHHS Oe(hEeKTiB 30py
acolioBaHO i3 3acToCyBaHHSIM cunmeHadiny ta inmmux inridiTopiB ®IES (quB. po3min
«ITobiuHi peakirii»). ITpo BUIIagKW HeapTepialabHOI IIepemHbol illeMiyHol HeBpomaTil
30pPOBOT0 HEPBAQ, 1110 € PIOKICHUM CTaHOM, HaAXOOUJIX CIIOHTAHHI ITOBIIOMJIEHHS Ta
MIOBIOOMIIAAJIOCS Yy HATrJIIJOBOMY OOCJIIIZKEHH] K IIPO acollilioBaHi i3 3aCTOCyBaHHAM
cunpgeHadiny Ta inmwux iHri6itopis ®IIES (guB. po3nin «I1o6iyHi peakiiii»). [TauieHTiB
CJIif TIOIIEepPEeIuTH, 110 y pa3i parToBOro HOPYIIEHHS 30PY 3aCTOCOBYBAHHSA IIpelapary
Epocun cnig npunuHUTU Ta HEralHO 3BEPHYTHUCS [0 JIiKaps (OWB. PO3Oin



«ITpoTUIOKa3aHHSI»).

O0HouacHe 3acmocyB8aHHA 3 pumoHasipom. OgHOYaCHe 3aCTOCyBaHHSA cungeHadimy
Ta PUTOHaBIPY HEe PEKOMEHAYEThCS (OUB. PO3Oin «B3aeMofisa 3 iHIIMMU JTIKAPCHKUMHU
3aco0aMu Ta iHIIi BUOM B3AEMOMIIN»).

OOHouacHe 3acmocyeaHHA 3 610kamopamu a-a0peHopeuenmopis. IlalieHTaMm, sKi
MMpUUMaloTh OJIOKAaTOPU Q-agpeHOPEeLeNTOPiB, 3aCTOCOBYBaTU cungeHadin ciing 3
00epekXHICTIO, OCKIJIbKM TaKa KOMOiHalIlisi MOXKe IIPU3BECTU OO0 CUMIITOMATUYHOI
rinoTeH3sil y AesIKuX CXUJIbHUX OO0 IIbOTO IalieHTiB. CUMOTOMaTU4YHAa TioTeH3id
3a3BUYal BUHUKAaE NPOTATOM 4 TOOUH MiC/Ig 3aCTOCyBaHHS cuigeHadiny. 3 MeTo
MiHiMi3allil MOKJIMBOTO PO3BUTKY IMOCTYpPaJIbHOI TiIOTEeH3il y Malli€eHTiB, sKi
3aCTOCOBYIOTH OJIOKaTOpPHU 0-aApPEeHOPENenTopiB, X cTaH MOTPIOHO
cTabinizyBaTu 3a HOIOMOT0I0 6JI0OKATOPIB

0-agpeHOPENenTopiB OO0 M0YaTKy 3aCTOCyBaHHA cuigeHadiny. Takox ciifn
PO3TISTHYTH MOXKJIMBICTh 3aCTOCYyBaHHS MOYaTKOBOl go3u 25 mr. Kpim Toro, crin
mpoiHgopMyBaTH IMAlli€EHTIB, SIK OisiTH Y pa3i MOsIBU CUMIITOMIB OPTOCTAaTUYHOL
rinmoTeHaili.

Bnaue Ha kposomeui. [TocmigKeHHsT TPOMOOLUTIB JTIOOUHYU TPOOEMOHCTPYBaIH, 110 in
vitro cunmeHadin IIOTEHIIiIOE aHTHATrperallilidi epeKTu HaTpilo HiTponpycuny. Hemae
XKomHol iHdopmarrii momgo 6e3rmeku 3aCTOCyBaHHS cuigeHadiny malieHTamMu i3
MMOPYIIEHHSMHU 3rOPTaHHS KPOBi ab0 rOCTPOI0 MENTUYHOI0 BUPA3K0l0. TaKUM YUHOM,
3acTOCyBaHHS cunmeHadiny maiieHTaMu Ii€l TPy MOXKJIMBE JIMIIIE MiCIIsi PeTelbHOl
OLIIHKHY CIIIBBIOHOIIIEHHS KOPUCTI Ta PU3UKIB.

[TpenapaTt Epocui MiCTHTH JIaKTO3Y, TOMY He CJIiJl 3aCTOCOBYBATH HOT0 YOJIOBiKaM i3
TAaKUMHU PiTKiCHUMU CIIaTKOBUMHU MIOPYIIIEHHSIMHU, TK HEIIePEeHOCUMICTh raJIaKTO3H,
He[OoCTaTHICTh JJakTa3u Jlamma a6o ManbabcopOIlisi III0KO3KU-TalaKTO3H.

[Ticns 3actocyBauHusa mo3u 100 Mr 3mopoBUMU AOOPOBOJIBISIMU HE CIIOCTEpPiranocs
BILIMBY Ha MOpP(O0JIoTito ab0 PyXOMiCTh CIIepMaTOo301aiB (OUB. PO3Iin
«®apMaKoOrHaMiKa»).

Bmpama cayxy. JlikapsM ciif nopagyuTy HaljieHTaM NPUIIMHUTY 3aCTOCYBaHHS
inribiTopiB ®IIEDS, BKItoyaioyu nmpenapaTt Epocurn, Ta HerailHO 3BEpHYTHUCS 3a
MEOUYHOI'O JOIIOMOIOI0 y pa3i parToOBOTIO 3HUXKEHHS YU BTpaTHu ciyxy. [Ipo 1i aBua,
sIK1 TAKOXK MOXKYTh CYIIPOBOXKYBaTUCS A3BOHOM y ByxXaX Ta 3allaMOpPOYEHHSM,
MMOBiIOMJISIJIOCS 3 acollialli€elo y daci i3 3acTocyBaHHsaM iHTiOiTOpiB ®IIES, BKiTIoYaouu
npenapat Epocusn. BuzHauuTH, 94U 11l ABUIA IIPSIMO [IOB’ s13aHl 13 3aCTOCYBaHHAM
inribiTopiB ®IES5 abo 3 iHmuMu hakTopaMu, HEMOXKIIUBO.



OO0HoOYacHe 3acmoCyB8aHHA 3 2inomeH3uBHuUMU npenapamamu. CungeHadin Y4MHUTH
CHUCTEMHY CYOUHOPO3MIUPIOBAJIbHY [il0 Ta MOXKE B II0aJIbIIIOMYy 3HUXKYBaTU
apTepianbHUM THUCK y HAIi€HTIB, Ki 3aCTOCOBYIOTH TiIOTEH3UBHI JIiKapChKi 3acobu. ¥
OOCITiIKeHHi TiKapCchKOl B3a€EMOIil IPHU OJHOYACHOMY 3aCTOCYBaHHI aMJIOOUIIiHY (5 MT
a6o 10 mr) ta cunpmeHadiny (100 Mr) nepopasibHO CIIOCTEpPIrazocs cepegHe TogaTKOBE
3HU2KEHHS CHUCTOJIIYHOTO TUCKY Ha 8 MM PT. CT. Ta OiaCTOIYHOIO - Ha 7 MM PT. CT.

3ax80prB8aHHA, W,0 nepedarmubCca CIMamesuM WaAAXoM. 3aCTOCYBaHHS ITpenaparTy
Epocun He 3axuiiae Bif 3aXBOPIOBaHb, 110 IePeaalThCsa CTaTeBUM IasaxoM. Crifg
PO3TIISHYTH MOXKJIUBICTh iHpOpPMyBaHHS IAIliEHTIB 1010 HEOOXiAHUX 3aIl00iKHUX
3axO0[iB [IJIA 3aXUCTy Bill 3aXBOPIOBaHb, 110 IepefaloThCs CTaTEBUM IIJIAXOM,
BKJIIOYAK4¥ BipyC iMyHOOedIilUTYy JTIOOMHU.

3maTHICTH BIUTHBATH Ha MIBHIKICTH peakiIiii NIpH KepyBaHHi aBTOTPaHCIIOPTOM
a00 iHImMUMMHU MexaHiZMaMHu

Epocun Mmoxke MaTy He3HAYHUM BIIJIMB Ha KePYBaHHS aBTOTPAHCIOPTOM abo0 iHITUMU
MexaHidMamu. OCKiTbKM y IPOIIECi DOCTiAXKeHb 3aCTOCYBaHH cuingeHadiny
ITOBiTOMJISIJIOCS TIPO BUIMIAJKU 3allaMOPOYEHHS Ta IOPYIIEeHHS 3 00Ky OpraHiB 30py,
repen TUM SIK CijaTU 3a KePMO TPAaHCHOPTHOTO 3aco0y abo ImpalfoBaTU 3 iHIIUMU
MexaHi3MaMU nallieHTaM HeoOXigHOo 3’sicyBaTH, SIKOIO € 1XHS iHOUBiOyasbHa peakllis Ha
3acToCcyBaHH4 npenapaty Epocui.

3acTocyBaHHs1 y niepion BariTHoOCTi ad00 rogyBaHHs IPyaaio
Epocun He npu3HayeHUM OJ11 3aCTOCYBAHHS XKIHKaMU.
Cmocid 3acTocyBaHHsS Ta I03H

Hper{apaT 3dCTOCOBYIOTH II€POPAJIBHO.

Ilopocai. PekomeHgoBaHa go3a npenapaty Epocun ctaHoButhk 50 Mr Ta
3aCTOCOBYETHLCA ¥ pa3i HeoOXimHOCTI NpUOIU3HO 3a TOOUHY A0 CEKCyaJIbHOl
aKTUBHOCTI. 3a/IeKHO BiZl epeKTUBHOCTI Ta IePEeHOCHUMOCTI IIperapaTy 403y MOXKHa
30inbmuTH 0o 100 Mr ab6o 3HU3UTHU 00 25 Mr. MakcuMayibHa peKOMeHIoBaHa J03a
crtaHoBuTh 100 Mr. HacToTa 3aCcTOCyBaHHS MaKCHUMaJbHOI PEKOMEHIOBAaHOl 03K
npenapaTy cTaHOBUTH 1 pa3 Ha goOy. [Ipu 3acTocyBanHi Epocuny min yac BXKUBaHHSA
1XKi mis mperapaTy MOXKe HacTaBaTH ITi3Hillle, HiK IIPpU MOro 3aCTOCYBaHHI HaTIIIE.

ITauieHmu aimHbo20 8iky. HeoOXimHiCTh y KOpeKIIil 403U IallieHTaM JIiTHbOTO BiKy (=
65 pOKiB) BiOCyTHA.



ITauienmu i3 HUpKogo HedocmamHicmtio. [171s1 TTAIliEHTIB i3 HUPKOBOIO HEMOCTATHICTIO
JIETKOTO Ta IIOMIPHOTO CTYIIE€HS TSIKKOCTI (KiipeHC KpeaTuHiny 30-80 mI1/xB)
PEKOMeH0BaHa [J03a IpelapaTy € TaKOI X, K HaBeeHO BUIlle Y PO34iil «Iopocii».

OCKinbKY y NaLi€EHTIB 3 HUPKOBOIO HEJOCTATHICTIO TAXKKOI'O CTyIleHs (KJIipeHC
KpeaTuHiHy < 30 MJI/XB) KilipeHC cunpgeHadiny 3HUKEHUU, CIIifl PO3TIISTHYTH
MOKJIMBIiCTh 3aCTOCYBaHHS [03U 25 MT. 3ajieKHO Bifg e(peKTHUBHOCTI Ta IIePEeHOCUMOCTI
npenaparty Ipu HeoOXigHOCTI 403y MOXKHa 30inbmuTH nocTynoBo mo 50 mr ta mo 100
MT.

ITauienmu i3 neyiHko80t HedocmamHicmioo. OCKIIbKM y MAlli€HTIB i3 IT€4iHKOBOIO
HeOOCTaTHICTIO (HallpuKiaf, i3 HUPo30M) KJIipeHC cuigeHadiny 3HUKEeHUH, CIIifg
PO3TJISHYTH MOXKJIMBICTh 3aCTOCYBaHHS A03U 25 MT. 3ajieKHO Bifl e(peKTUBHOCTI Ta
IIePeHOCUMOCTI ITperapaTy Ipu HeoOXimHOCTI M03y MOKHa 30iIBIITUTH ITOCTYIIOBO [0
50 mr ta go 100 wmr.

ITauienmu, siKi 3acmoco8yomy iHWI AiKapcuKi 3acobu. AKIO MalieHTH OQHOYaCHO
3acTocoByioTh iHTi6iTopu CYP3A4 (3a BUHATKOM PUTOHABIpPY, 3aCTOCYBaHHS SIKOTO
OOHOYACHO i3 cunpgeHadiioM He PEKOMEHOYETHCS, AUB. PO3Ainu «B3aeMomisa 3 iHIIUMHU
JIiIKapChKUMHU 3aco0aMM Ta iHII BUOU B3aEMOiti» Ta « OCOOIUBOCTI 3aCTOCYBaHHS»),
CJIif PO3TJISHYTH MOXKJIMBICTh 3aCTOCYBaHHS MOYAaTKOBOl J0O3U 25 MT.

3 MeTOI0 MiHiMi3allil MOXKJIMBOTO PO3BUTKY MOCTYpPaJIbHOL TiIOTEH3il y Malli€HTiB, SKi
3aCTOCOBYIOTh 0JIOKATOPU a-adpPeHOPELeINITOPiB, CTaH TaKUX IalliEHTiB ITOTPiOHO
ctabiisyBaTu 3a JOIOMOT 010 6JTOKAaTOPiB -aApPEHOPELIETITOPIB 1O TOYaTKY
3acTocyBaHHS cungeHadiny. TakoxXK Ciiff pO3TISHYTU MOXKJIMBICTh 3aCTOCYBaHHSA
IMOYaTKOBOI 103U 25 MT (OuB. po3minu «B3aemomis 3 iHIIMMU TiKapChKUMHU 3acoO0aMu
Ta iHII BUOM B3aeEMoi» Ta «OcoOIMBOCTI 3aCTOCYBaHHSI»).

itk
[IpenapaTt He MOKa3aHUM [OJig 3aCTOCYyBaHHA HallieHTaM BiKOM A0 18 pokis.
Ilepemo3yBaHHs

Y nporieci mocnimkeHb 3a y4acTiO DOOPOBOJIBIIIB ITifT YaC 3aCTOCYBAaHHS Pa30BOl 03U
cungenadiny mo 800 mr nmobiyHi peakiii 6ysnu mogiOHUMM OO TUX, IO CIIOCTEPIraaucs
IIPY 3aCTOCyBaHHI cunpgeHadiny y HUXKYUX O03aX, ajie 3yCcTpidanucs 4acrTiile Ta Oynu
OinbI TSAXKKUMU. 3aCTOCYBaHHSA cungeHadiny y mo3i 200 Mr He IPpU3BOAUIIO IO
MigBUIIEHHS e(PEeKTUBHOCTI, ajle CIPUYUHSAIIO 3POCTaHHS KiJIbKOCTI BUIaJKiB PO3BUTKY
nmobOiYHMX peakxIlii (roJoBHOro 00JII0, IPUIIJIMBIB KPOBi, 3aIaMOPOYEHHS, OUCIIEICIl,
3aKJIageHOoCTi Hoca, MopyIlleHb 3 O0OKY OpTraHiB 30py).



Y pa3si nepeno3yBaHHS IIPU HEOOXiMHOCTI BOAIOTHLCS MO 3BUYANHUX HiITPUMYIOUYUX
3axomiB. [IpuCcKOpeHHS KIIipeHCy cunmeHadiny IIpu reMofianili MaJouMOBIipHE
BHACJIiJOK BUCOKOTO CTYyIIeHs 3B’sI3yBaHHS Ipelapary 3 OinkaMu Ij1a3Mu KPOBi Ta
BiICYTHOCTI enimiHaliil cungeHadiny i3 ceyeio.

IToOiuni peakmii

Haityacriiie moBimoMiIsiiocs PO Taki mob6iuHi peakxiiil, K TOJIOBHUM 0ifib, IPUIIIIUBU
KPOBIi, IMCIIEICisl, 3aK/IaJleHiCTh Hoca, Oilb y CIUHI, 3allaMOPOYEHHSs, Hyd0Ta,
IPUIIJINBY JKapy, IOPYIIEHHS 30Dy, LIiaHONICiA Ta 3aTbMapeHHs 30Dy.

[ToGiuHi peakilil HaBegeHO HUXKYe BiAnmoBimHO mo Kinacudikailili «CucreMa-opraH-Kiaac»
Ta 4aCcTOTH: OyxKe 4dacTo (= 1/10), vacto (= 1/100 - < 1/10), HeyacTo (= 1000 - <
1/100) Ta pigko (= 1/10 000 - < 1/1000). ¥ Mexkax KOXKHOI 4aCTOTHOI Ipynu mobiuHi
peakiiil HaBeeHO y NOPAOKY 3MEHIIEHHS 1X CEPUO3HOCTI.

IH¢eKuii ma iHea3ii: HeYacTo - PUHIT.
3 60Ky iMyHHOI cucmemu: He4acTO - TiIepYyTIUBICTE.

3 60Ky Hepsosoi cucmemu: OyKe 4acTo - TOJIOBHUM 0ifib; 4aCTO - 3allaMOPOYEeHHS;
HeyacTO - COHJIUBICTH, TinecTesis; pigKo - iIHCy/IbT, TPAH3UTOPHA illleMiYyHa aTaka,
CyooMu*, peliluauBU CYyOOM*, CUHKOIIE.

3 60Ky opaaHie 30py: 4aCTO - MOPYIIEHHS CIPUUHSATTS KOJIbOPY**, po3manu 30py,
3aThMapeHHs 30pYy; HeYacTO - pO3JIafy CJIbO30BUMIIEHHS***, 6inb B o4ax, poTodobis,
(oTorcis, rinepemis odeu, iICKpaBiCTh 30py, KOH IOHKTHUBIT; PiAKO - HeapTepialbHa
IepenHs illleMiyHa HEMPOIaTisd 30pOBOT0 HepBa*, OKJII03is CyAuH CiTKiBKU*,
peTUHATbHUMN KPOBOBUIUB, apTEPIOCKIIEPOTUYHA PETUHONATIS, MMOPYIIEHHS 3 O0KY
CiTKiBKH, r1ayKoMma, fedeKTHU OJId 30Py, OUILIOINis, 3HUKEHHS TOCTPOTH 30py, Miomif,
aCTeHOIIis, IJIaBaloyi MOMYTHIHHS CKJIMCTOTO Tijla, MOPYIIeHHS 3 00Ky pangyKHO1
000/I0HKM, Mifipia3, mosiBa CSAI0YUX KPYTiB HABKOJIO AXKepeJa CBiTna (rajo) y moii
30py, HAOPSK O4el, MPUNYXJIiCTh O4Yel, MOPYIlIeHHSA 3 00Ky Oo4el, rinepeMis
KOH'IOHKTUBHY, IIOOPAa3HEHH 04Yel, aHOMaJllbHi BiTUyTTSA B 04aX, HaOpPSK IOBIK,
3He0apBIEHHS CKJIEPH.

3 60Ky opaaHis cayxy: HEYacCTO - BEPTUTO, A3BiH y ByXaX; PigKo - TJIyXoTa.

3 60Ky cepueso-cyOuUHHOI cucmeMu: 9acTO - IIPUIIIUBY KPOBi J0 OOIUYYS, TPUIIJIUBU
XKapy; HeYacTo - Taxikap[is, mocusieHe cepueOuTTs, apTepiaabHa
rirnmoTeH3isi/rinmepTeH3is; pimKo - parToBa cepieBa cMepTh*, iHdapKT MioKapaa,
IIJTYHOYKOBA apuTMis®*, ¢pibpunsiis nepencepnb, HecTabilbHa CTEHOKAPIis.



3 60Ky OuxasnbHOI cucmemu: 4acTo - 3aKJIageHiCTh HOCa; HeYacCcTO - HOCOBa
KpOBOTeYa, 3aKJlafeHICTh IPUOATKOBUX I1a3yX HOCA; PiAKO - BIOUYTTS CTUCHEHHSA Y
ropii, HabpsSK cIM30BO1 000JIOHKHM HOCA, CYXiCTh y HOCI.

3 60Ky mpasHo20 mpakmy: 94aCTO - HyooTa, OUCIIEIICisd; HeYacTo -
ractpoe3odareasnbHa pedIoKCHa XxBopoOa, O/10BaHHs, Oilb y BEPXHil 4YaCTUHI
KHBOTA, CYXiCTb Y POTi; PiKoO - rirmecTe3is poTOBOI IIOPOXKHUHU.

3 60Ky wKipu ma niOwWKIipHOi MKAHUHU: HeYaCTO - BUCUIIAHHS; PiIKO - CUHIPOM
CriBeHca-[lKOHCOHa*, TOKCUYHUU enifepMaJbHUN HEKPOIIi3*.

3 60Ky Kicmko80-M’513080i cucmemu: HedacTo - Mianris, 6ib y KiHIliBKax.
3 60Ky ceyosulinbHOI cucmemu: HeYacTO - TeMaTypid.

3 60Ky penpodykmueHOi cucmemu: PigKo - KpOBOTeYa 3i CTAaTEeBOro YJjieHa, mpiamizm*,
reMaTOoCIIepMisi, IIOMOBXKeHa epPeKITis.

3aezanvHi po3anadu: HevyacTo - OiNTb y IPyOsax, MigBUIlleHa CTOMIIOBAHICTD, BimUyTTsI
JKapy; PiOKo - mogpa3HeHH].

JlabopamopHi noKa3HUKU: He4acTO - HMifBUIIIeHa YaCTOTa CepPIleBUX CKOPOUYEHb.
* TToBimoMIsAyIOCS NHllle ITif Yac OOCIiIKEeHHS.
** [TopyllleHHS CIPUUHATTS KOJIBOPY: XJIOPOIICisA, XpPOMATOIICis, I[iaHOIICisl, EpUTPOIICisSA, KCAHTOIICid.

*#* [TopylieHHS CIIbO30BUIINIEHHS: CyXiCTh B O04aX, IOPYIIEHHS CIIbO30BUOIIEHHS Ta IMiABUIIEHHS
CIIbO30BUIIIIEHHS.

Huxxdyes3asHaueHi sBullla criocTtepiranucsa y < 2 % Iali€eHTiB y IpoLecCi JOCIiAXKeHb,
IIPUYMHHUY B3a€EMO3B’A30K He BU3HaueHUU. [1oBiqOMIIEHHS BKJIIOYaAJIU ABHUILA, 110
MaJIu BiporigHUM 3B’SI30K i3 3acTOCYBaHHSAM cunmeHadiny. fdBuira, siki He Oynu
3a3Ha4veHi, Oy/Iu JIETKUMU Ta ITOBiIOMJIEHHST OY/IU IyKe HETOYHUMH, 11100 MaTu
3HAYEHHI.

3aezanvHi nopyweHHsA: HabpsAK 00IUYYs, peakilil GOTOUYTIUBOCTI, IIOK, aCcTeHis, Oinb,
parToBe MamiHHsa, 0i/ib ¥ 3KMBOTI, parToBe ITOIIKOIXKEHHS.

3 60Ky cepueso-cyOuHHOI cucmemu: CTeHOKapmisi, AV-6jioKama, MirpeHs, ITocTypaibHa
rimoTeHsis, immemiss miokapaa, TpoM003 CyOUH IOJIOBHOTO MO3KY, pPalToBa 3yIUHKA
cepus, BinxuneHHda noka3dHukis EKI', kapagiomionaTid.

3 60Ky mpasHo20 mpakmy: TIIOCUT, KOJIT, gucdarisi, racTpUT, TaCTPOEHTEPUT,
e3odarit, cToMaTuT, IMMOPYIIEeHHS pe3yIbTaTiB IIeYiHKOBUX P00, peKTajibHa
KpOBOTEYa, TIHTIBIT.



3 60Ky cucmemu Kposi ma aimgpamuyHoi cucmemu: aHeMisI, TeNKOIeHis.

3 6oky mMemaboaizmMy ma xap4iyeaHHsi: cipara, HaOpsK, mogarpa, HecTabinbHUMN
miabert, rinepriikeMisi, mepudepuyHi HaOPSAKY, TirlepypuKeMisi, rirnoriikemis,
rimepHaTpieMis.

3 60Ky Kicmkog0o-M’ 30801 cucmemu: apTPUT, apTPO3, POIPUB CYXOKUJIIIS,
TEHOCHHOBIT, 0ilIb y KiCTKaXx, MiaCTeHisI, CHHOBIT.

3 60Ky Hepsosoi cucmemu: aTakCisi, HeBpaJrisi, HelpomnarTisi, mapecTesisi, TpeMop,
BEPTUTO, elpeciss, 6e3COHHS, aHOMaJIbHi CHOBUOiIHHS, 3HUXKEHHS pedrieKciB.

3 60Ky OuxasnvHOi cucmemu: acTMa, OUCIHOE, JJAPUHTIT, GapuHTIT, CHHYCUT, OPOHXIT,
MIOCHUJIeHe CIIMHOBUIJIEHHS, ITIOCUJIEHHS KalIlIio.

3 60Ky wWKipu: KPOIuB’THKa, Tepruec, cBepOixK, migBuIlleHa IiTIUBICTh, BUPA3KHU LIKipH,
KOHTAKTHUU JepMaTuUT, eKChOoIiaTUBHUN OepMaTur.

3 60Ky opeaHie uymms: paliTOBe 3HUXKEHHS UM BTpaTa CJyxy, 06i5ib y Byxax,
KPOBOBUJIMB Yy OKO, KaTapakTa, CyXiCTh B O4ax.

3 60Ky ceuosulinbHOI cucmemu: TUCTUT, HIKTYypis, mimBUIlleHa YacTOTa
CEeYOBUITYCKaHb, 30U/IbIIIEHHSI MOJIOYHUX 3a/I03, HETPUMaHHS Cedi, HOPYyIIeHHS
essKynsiii, HaOpsK cTaTeBUX OpTaHiB, aHOPTra3Mis.

[To6GiuHi peaxIiii, Mpo SIKi HAOAXOOWIU MOBIMOMIIEHHS Bif MOMYJsIlii HeBimoMoi
yncenbHOCTI. LIi siBuia Oy 3a3HaveHi sIK yepe3 iX cepio3HiCTh, YaCTOTY
IIOBIIOMJIEHHS, BiICYTHICTh YiTKOI'O aJIbTEPHATUBHOI'O 3B’A3KYy, TaK i yepes
KoMOiHallifo 11X pakTOopiB.

Cepueeso-cyOuHHi ma uepebposackyasipHi seuw,a. ITOBimoMIsiiy PO TSIXKKi ceplieBo-
CynuHHi, 11epeOpoBacKyIsIpHi Ta CyAUHHI SBUIllA, BKIIIOYalO4YM 11epeOpPOBaCKYIISIPHY
KpOBOTeYy, cybapaxHOifaibHy Ta BHYTPIlIHbOLIEpeOpalbHy KPOBOTEYY Ta JIETE€HEBY
KpOBOTeuy, 1110 OyJiu IMOB’si3aHi y 4aci i3 3acTocyBaHHSAM cunpgeHadiny. ¥ 6inbirocTi
MallieHTiB, ajie He y BCixX, Oynu HasiBHi (haKTOPU CEPIEeBO-CYTUHHOTO PU3HUKY.
[MoBimoMmusinu, 110 6araTo 3 IIUX SIBUII] BUHUKIIY ITifT Yac abo Bigpa3y micisa
CeKCyaJibHOl aKTMBHOCTI Ta AeKijibKa SIBUII] BUHUKJIX Biipa3y Hiclisg 3aCTOCyBaHHS
cunnmeHadiny 6e3 ceKcyaabHOI aKTUBHOCTI. IHIII ABUIlA BUHUKIIN IIPOTSITOM
HACTYIIHUX TOOUH a00 OHIB ITIic/isg 3aCTOCyBaHHSA cuingeHadiny Ta ceKCcyaabHOl
aKTUBHOCTi. HeMOXK/IMBO BCTaHOBUTH, YU IIi IBUIlA [1OB’A3aHI i3 3aCTOCYBaHHAM
cungmeHadiny, i3 cekCcyarbHOIO aKTUBHICTIO, i3 HasBHUMM (paKToOpaMu PU3UKY abo i3
KoMOiHalli€ro 1ux GpakTopiB, UM 3 iHIIMMU (PaKTOPaMMU.

KPOBOHOCHCI ma ﬂiMd)amuqHa cucmemu: 8a300K/1103UBHUU Kpus.



Y HeBenIMKOMY 3aBUaCHO IIPUIIMHEHOMY OOCIiAXKEeHHI 3aCTOCyBaHHSA cungeHadimy
ralli€eHTaM i3 JIerTeHEeBO0 apTepialbHOIO TillepTeH3i€:0, BTOPUHHOIO 1100
cepnonofiOHOKIIITUHHOI aHeMil, ITpU 3aCTOCyBaHHi cunmeHadiny mpo po3BUTOK
Ba300K/II03UBHUX KPU3iB, 110 MOTPeOyBasu roclriTaisallil, ToOBiMOMIIsIIIOCS YacCTillle,
HiXK ITpM 3acToCcyBaHHI manebo. KitiHiuyHe 3HaueHHS 1Ii€l iHgopMallil ojis mali€eHTis,
sIKi 3aCTOCOBYIOTh IIpemnapaT Epocun 3 MeToI0 JIiKyBaHHSI €PeKTUIbHOI OUCHYHKIII],
HeBimoMme.

CneuugiuHi giduymms.

Cayx. TloBimoMIsay IPO BUIIAAKHU PAIlITOBOTO 3HUXKEHHS ab0 BTpaTu CIIyXy, IIOB’s3aHi
y 4aci i3 3acToCcyBaHHAM cuilgeHadiny. Y gesakux BUIlagKaX IIOBIOOMIISIN IIPO
HasIBHICTh MEAWYHUX CTaHIB Ta iHIINX (haKTOPiB, 0 MOTJIX BifirpaTu pPojib ¥ PO3BUTKY
mo6iyHUX peakiriil 3 60Ky cnyxy. Y 6araTbox BUIlagKax iHdopMallis 100 ITOAaJIbIIOT0
MEOVYHOI'O CIIOCTEePEeXKEeHHS BiACyTHs. BU3HAUYUTH, YU LI ABUIIlA IPSIMO I10B’3aHi i3
3aCTOCYyBaHHAM CuiIfgeHadiny, 3 HaABHUMM (PaKTOpaMU PU3UKY BTPATH CIIyXYy, 3
KoMOiHaliero 1ux pakTopiB abdo 3 iHmMMH GpaKTopaMu, HEMOKIIUBO.

3ip. TuMmyacoBa BTpaTa 30py, IOYEPBOHIHHSA O4el, ITeYiHHA B O4aX, MiABUILEHHS
BHYTPIIIHBOOYHOTO TUCKY, HAOPSK CiTKiBKY, CyOUHHI 3aXBOPIOBAHHS CiTKiBKU 4M
KpPOBOTeYa, BifglllapyBaHHSA CKJIUCTOTO Tisa.

[MToBigoMsiiu MPO BUIIQAKKU HeapTepialbHOl IepegHbol ieMiuHOl HeBpomaTil
30POBOTO HEPBA, 110 € IPUYUHOK 3HUXKEHHS 30Dy, BKIIIOYAK4YU NOCTIUHY BTPATy 30Dy,
siKi Oy7iu TOB’si3aHi y 4aci i3 3acTocyBaHHsaM iHTi6iTOpiB ®IIES, BKIIoYawouu
cungeHadisn. Y 6aratbox Ialli€eHTiB, ajie He Yy BCixX, Oynu HasBHI aHaTOMiuHi abo
CYOWHHIi (aKTOpHU PU3UKY PO3BUTKY HeapTepiaabHOI IEePEeaHbO] illleMiuHO01 HEBPOIIATil
30POBOT'0O HEPBA, BKJII0YAl04M (ajie He 00MeXXYIOYHNCh) TaKi: HU3bKe CITiBBiIHOIIIEHHS
miaMeTpa eKCKaBallil Ta IHUCKa 30pPOBOro HepBa (3aCTiMHUM OMCK 30POBOT0 HEPBA), BiK
noHap 50 poKiB, apTepiaibHa rinepTeH3isi, 3aXBOPIOBaHHS KOPOHAapPHUX apTepiu,
rimepsimigeMisa Ta naidiHHEA. HeMOX/IMBO BU3HAUYUTH, YU 1Ii SBUIIla IPSAMO I10B s3aHi i3
3acTocyBaHHaM iHri0iTOpiB ®IIES, 41 3 HasIBHUMU aHAaTOMIYHMMHU a00 CYIUHHUMU
dbakTopamMu puU3UKYy, UM 3 KOMOiHAIIi€IO IIUX BCiX (haKTOPiB, UM 3 iHIIMMU (aKTOpPaMHU.

38imyeaHH A npo ni0o3pro8aHi nobiuHi peakuii.

3BiTyBaHHS IIPO ITigo3pioBaHi mMoOiUHi peakilil micyis peecTpailiil JTikapcbKOro 3acoly
Ma€ BaXK/IUBe 3HaueHHs. Lle mae 3Mory nmpoBoauTu 6e3mepepBHUN MOHITOPUHT
CIIIBBIIHOIIIEHHS KOPHUCTI 1 pU3UKIB, ITOB’A3aHUX 13 3aCTOCYBaHHAM LIbOT'0 JIIKAPCHKOT'O
3aco0y. Jlikapsam ciifg 3BiTyBaTu npo OyAb-Ki ITiZo3ploBaHi MOOiYHI peakiiil BiAIIOBIiAHO
IO BUMOT 3aKOHOOaBCTBa.

TepMiH NpUIATHOCTI



3 POKH.
VYMoBHM 30epiranus

30epiraTtu B OpuriHanbHil yIaKOBIIi ITpu TeMIepaTypi He Buile 25 °C.

30epiraty y HeZOCTYIIHOMY AJIS OiTEeU MicCIIi.

YnakoBka

ITo 1 TaGneni y 6micTepi; mo 1 6micTepy y KOpoO1li 3 KapTOHY.
Karteropis Bignycky

3a penemnTomMm.

BupooHuK

TOB «<ACTPA®APM», YKpaiHa.

Micie3Haxo/dKeHHsI BHPOOHHMKA Ta HOro aJgpeca MicIisi IpoBaJaXKeHHSI
IisTIHLHOCTI

08132, KuiBcbka 00751., KueBo-CBATOMMHCHKUY p-H, M. Builinese, Bys. KuiBcbka, 6.
[Ixepeso iHCTPYyKIil

[HCTPYKIIito TiKapChKOro 3aco0y B3sTO 3 oQilliiiHOTO mkepesia — [lepKaBHOTO PEECTPY

JIIKapChbKUX 3aC00iB YKpalHH.
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