IHCTPYKIIA

IJISI METUYHOT' 0 3aCTOCYBAaHHSA JIIKapChKOT0 3aC00y

OYTACTEPHUI-BICTA

(DUTASTERIDE-VISTA)

CKnaao:
ditoua peyosuHa: oyTacTePHUL;

1 kamncyna Mictuts gytactepuny 0,5 Mr;

00ONOMIidCHi peuo8uHU: TJIilepo/ MOHOKanpujaoKanpar Tunm 1,
oyrunarigpokcuronyoin (E 321);

000/I0HKa KaIlICyJIX: JKeJIaTHH, I'IilleprH, BoJga ouHilleHa, TuTany aiokcun (E
171), 3ani3a okcung kot (E 172), TpHIriinepuau cepeaHLOro JaHIIOra,
geuuTuH coesul (E 322).

Jlikapcbka ¢popmMa. Kamncynu M’ sKi.

OcHosHI (i3uko-xiMiyHI 81acmusocmi: BULOBXKEHI HEIPO30Pi KOBTi M'SIKi KeJTaTUHOBI KaICyJHy, 110
MICTATH MaCJITHUCTY KOBTYBaTy PiIUHY.

dapMakoTepaneBTHYHA rpyna. 3acobu, 110 3aCTOCOBYIOTLCS IIPH HOOPOSKiCHIM rinepmasil
nepegMixypoBoi 3ano3u. Iuribitopu TectocTepoH-5a-peaykrasu. Kog ATX G04C BO02.

dPapmakonoeiuHi e1acmueocmi.
®apmakoduHamika.

IyTtacTepupn - mopBiiHMI iHTi6iTOP Sa-peAyKTa3H, 110 raJbMye K TUN 1, Tak i TUm 2
i30pepMeHTiB ba-penykTasu, sKi BifIOBiHaOTh 3a TEPETBOPEHHS TECTOCTEPOHY Ha Sa-
OUTiAPOTECTOCTEPOH. [JUTigPOTECTOCTEPOH - 1€ aHAPOTeH, KM, Y eIy Yepry, BigloBigae 3a
rineprnasiio TKaHWHYU [IepefAMiXypoBoi 3a103u. MakcumasbHe 3MEHIIIEHHS IUTiTPOTECTOCTEPOHY Ha
TJIi IPUUOMY AyTaCTepUAy 3a7eXuTh Bif J03u i criocTepiraetscsd y nepiri 1-2 tuxHi. [licna 1-ro Ta 2-
r'0 THXKHS 3aCTOCYBaHHS AyTacTepuay y mo6oBiH mo3i 0,5 Mr cepemHst KOHIIEHTPAIIis
OUTIOPOTECTOCTEPOHY 3MeHIIyeThCs Ha 85 1 90 % BiAmOBIgHO.

Y xBopux i3 mOGPOSIKiCHOIO TinepIIa3ieio mepeaMixypoBoi 3amo3Hy, ki oTpumyBanu 0,5 Mr
nyTacTepuny Ha moby, cepeqHe 3HUKEHHS PiBHS AUTITPOTECTOCTEPOHY cTaHOBUIIO 94 % yepes 1 pik i



93 % - yepes 2 POKHU IiKyBaHHS, CEpeNHil piBeHb TECTOCTEPOHY miaBHUIyBaBcsa Ha 19 % yepe3 11
yepes 2 POKHU.

dapmakokiHemuxka.

LlyTacTepup 3aCTOCOBYBaTU I€POPAJIbHO Y BUIJIAML PO3YMHY Y M’ IKUX XKeJIaTUHOBUX Karcynax. [licnsa
npuiiomMy pa3oBoi go3u 0,5 Mr miK KOHIIeHTpallil IpenapaTy y CUPOBaTIli KPOBi CIIOCTEPIraeThCs
yepe3 1-3 rogunan. A6comoTHa 6i0M0CTYIHICTE cCTaHOBUTH 60 % Yy pa3i 3aCTOCYBaHHS ILISIXOM
IBOTOOVHHOL BHYTPITHEOBEHHO! iH(QY3il. BiogoCcTynHICTh He 3a1eXXUTh Biff IPUUOMY 1Xi.

IyTacTepup Imiciist 0mHOPa30Boro abo 6araTopa3oBOro MPUHOMY Ma€ BeIUKHH 00'€M PO3Mominy (Bifg
300 mo 500 ). BimcoTok 3B’13yBaHHs 3 GimkaMu KpoBi - moHang 99,5 %.

[Tpu 3acTocyBaHHi y m060Bi# mo3i 0,5 Mr 65 % MOCTiHOI CTiNKOi KOHIIEHTpallii AyTacTepUOy B
CHPOBATIIi KPOBi HocsaraeThest uepe3 1 micsis mikyBaHHS i mpubnusno 90 % - yepes 3 micsmi. Crilika
IIOCTifiHA KOHIIEHTpallis AyTacTepuny mpubnu3no 40 HI/MI y CUPOBATII KPOBi AOCITAETHCS MicCIIs 6
MicAIiB TiKyBaHHS y m000Bil mo3i 0,5 Mr. 4K i y cupoBaTii KpoBi, CTiliKa KOHIIEHTPaIlis JyTaCTepPULy
y CiM’gHIU piguHi gocaraeTecd 4yepe3 6 Micsauis. ITicna 52 TUXKHIB JIiKyBaHHS CepelHS KOHILIeHTpalis
OyTacTepuay y Ccim’'sHii piguHi ctaHoBUTh 3,4 Hr/min (y Mexax 0,4-14 ur/mn). BigcoTok
PO3MOMiNneHHs AyTacTEPUAY i3 CHPOBATKY KPOBi IO CiM’sgHOI pigunu - mpubausso 11,5 %.

In vitro gytactepun MeTtabomnizyeTscsi hepmernTamu CYP3A4 nutoxpomy P450 mopguHu 0O ABOX
MOHOTiIPOKCHIILHUX MeTabOTiTiB.

3a JaHUMU CIIEeKTPOMETPHUYHOTO aHaJsli3y B CUPOBATLi KPOBi TIOAUHU BUSBIIETHCI HE3MiHEHUU
nyTacTepun, 3 TOJI0BHUX MeTabomitu (4 -rimpokcunyTactepun, 1,2-murinpomyTacTepus i 6- TigpoKCH-

nyTacTtepun) i 2 manmux Metabomitu (6,4 -gurigpokcupyTtacTepun i 15- riTpoKCUOyTaCTEPH).

IyTacTepun iHTeHCUBHO MeTa0o0J1i3yeThest. [1icisg mepopaabHOTo IPUHOMY AyTacTepudy y mo3i 0,5
mr/

moOy Bim 1 mo 15,4 % (y cepemaboMy 5,4 %) 3aCTOCOBAHOI HO3K BUBOTUTHCS 3 GeKaTisIMU y BUTTISII
He3MiHEHOTO [IyTacTepuny. Pernra 3acToCOBaHOI 03U BUBOAUTHLCS Y BUTJISAAI MeTabOMiTiB.

Y cedi BUSBNSAIOTHCS NUILE CITigu He3MiHeHOTo gyTactepuny (Menire 0,1 % 3acTocoBaHOI HO3M).
Kinnesu# nepion HaliBBUBENEHHSA AYTACTEPUAY CTAHOBUTH 3-5 TUXKHIB. 3aIUIIKU AyTaCTEPULY Y
CHPOBATIIi KPOBi MOXKYTh OyTH BUSIBIEHI Yepe3 4-6 MiCSIliB micysa 3aKiHYeHHS JTiKyBaHHS.

3a JaHMMU BUBYEeHHS (hapMaKOKiHeTHKHU Ta (hapMaKOAMHaMiKy, 3MiHIOBATH A03Y AYTaCTEPUAY
BiAITIOBigHO [0 BiKy IallieHTa He MOTPiOHO.

BB HUPKOBOI HEAOCTATHOCTI Ha (papMaKOKIHETUKY AyTacTepuAy He BUBYanu. OgHaK P IPUKUOMi
0,5 Mr gyractepupny i3 ceuero y aoguau BuBoauThca MeHue 0,1 % no3u, ToMy 3MiHIOBATU HO3Yy
malfieHTaM 3 HUPKOBOIO HEIOCTATHICTIO He TIOTPiOHO.

BrnuB mediHKOBOI HEIOCTATHOCTI Ha (hapMaKOKIiHETUKY AyTaCTepUAy He BUBYAIH (OUB. PO3Tinu
«Crmoci6 3acTocyBaHHS Ta [03u» Ta «OCOOMUBOCTI 3aCTOCYBAHHS»).

bes3neka ma KaiHi4Hi 00CAIONCEeHH .

Cepuesa HedocmamHicmb



Y 4-piyHOMY KJTiHIYHOMY JOCHiAK€EH] 3aCTOCYBaHHS AyTaCTEPUNY Y NOETHAHHI 3 TAMCYJIO3UHOM [J11
niKyBaHHS JOOPOSKiCHOI rimeprasii nepegmixypoBoi 3ano3u y 4844 4onoBikiB (HOCTimKeHHS
CombAT) yacToTa BUHUKHEHHS CEPIIEBOI HEIOCTAaTHOCTI (30ipHe MOHATTS) ¥ rpymni KoMOiHOBaHO1
teparii (14/1610, 0,9 %) Gyna BuIolo, HiXK y Oyab-gKill Tpymi MoHOTeparil myTactepumoM (4/1623,
0,2 %) abo Tamcyno3unrom (10/1611, 0,6 %).

B okpeMomy 4-piyHOMY KTiHiYHOMY IOPiBHSJIBHOMY HOCTimXKeHH] marebo 3 XiMionpodinakTukoio
nyTacTtepuaoM 3 ydacTio 8231 margieHTa BikoM Bif 50 1o 75 POKiB 3 IONEpeAHb0 HETaTUBHUM
pe3ynbTaToM 6ioIcil CTOCOBHO paKy IpOCTAaTH i moYaTKoBUM piBHeM PSA mix 2,5 ur/mn i 10,0 Hr/Mn
y 4onoBikiB Big 50 mo 60 pokiB a6o 3 Hr/mi i 10,0 Hr/M7T y 4010BiKiB BikoM Bifm 60 POKiB (MOCTimKeHHS
REDUCE) 6y0 BCTaHOBIIEHO, II[0 YaCTOTa BUHUKHEHHS CepIleBOl HEJOCTATHOCTI Y MaIli€HTiB, sAKi
npuiiManu gytactepup 0,5 mr 1 pa3 Ha go0y (30/4105, 0,7 %), Bulla MOPiBHSAHO 3 TUMHU IAI[iEHTAMH,
gKi nmputimanu mmane6o (16/4126, 0,4 %). V peTpoCIeKTUBHOMY aHasli3i IbOT0 AOCTinKeHHS
II0Ka3aHa BUIla YacTOTa CepIieBOl HEJOCTATHOCTI Yy Malli€HTiB, SKi MpHUMaiK AyTacTepun i anbda-
6mokaTop omHo4acHo (12/1152, 1,0 %), mopiBHSHO 3 cy6'eKTaMu, SIKi IpuiMainy gyTacTepup 0e3
anbda-6mokaTtopa (18/2953, 0,6 %), mnauebo i anbda-610katop (1/1399, < 0,1 %) abo mmanebdo Ge3
anba-6mokaTtopa (15/2727, 0,6 %). [IpyYMHHOTO 3B’I3KY MiXK 3aCTOCYBAHHSIM IyTaCTePUOy (OKpeMo
abo y kombiHarril 3 anbga-6710KaToOpamMu) Ta BUHUKHEHHSIM CEPIIeBOl HEJOCTAaTHOCTI BCTAHOBIIEHO He
Oyno (muB. po3nin «OcobIUBOCTI 3aCTOCYBAHHS»).

Pak nepedmixypogoi 3aa103u i HU3bK0oOu(pepeHuillo8aHi nyxAuHu

Y 4-piuHoMy OPiBHAIBHOMY [OCTiXKIEHH] Mmtare6o Ta gyTacTepuny 3 y4acTio 8231 mamieHTa BikoM
Bim 50 mo 75 POKiB 3 monepegHb0 HeraTUBHUM Pe3yJIbTaToM 0iolicii CTOCOBHO paKy IPOCTaTH i
no4yaTKoBuM piBHEM PSA mix 2,5 ur/mm i 10,0 Hr/Mn y 4onoBsikiB Big 50 go 60 pokiB abo 3 Hr/MI i
10,0 ur/mn y yonosikiB BikoM Bif 60 pokiB (mocmigxxenHss REDUCE) 6706 cy6’ekTaM Oyia mpoBegeHa
rosikoBa Oiomcis mpocTaTy (000B’sI3KOBa 3a MTEPBUHHUM IIPOTOKOJIOM), aHi SKO0i Oy/TM BUKOPHUCTAHI
IJIs aHaMi3y audepeHIlitoBaHHS 3a IKaso0 I'micona. Y mocmimxenHi 6yno BusBieHo 1517 namieHTiB 3
IiarHO30M pak npocTaTd. binbiricts myxnua npoctaTtu (70 %), BUSIBIEHUX 3a OOIOMOT0I0 6io1cii, B
000X rpymax JIiKyBaHHs, MaJli BUCOKUM piBeHb nudepeHItitoBanus (5-6 6aniB 3a mkasno I'micona).

Y rpymni gyTacTepuny 3apeecTpoBaHo Oinmbi BHCOKY YacToTy (n = 29, 0,9 %) nuspkogudepeHiiiosa-
HOTO paky mpocTatu (8-10 6amiB 3a mmKanoi [TicoHa) mMopiBHSHO 3 rpymoto miaanebo (n = 19, 0,6 %)
(p =0,15). Y 1-2-i1 poku OOCHiAXXKEHHS KiNTbKICTh ITaIli€HTIB 3 PaKOM IIepeaMiXypoBol 3a/1034 3
mudepentiroBanHIM 8 - 10 6asiB 3a mKasnoi [micoHa y Oys1a OmHAKOBOIO ¥ IPYIIi AyTacTepuny (n =
17, 0,5 %) i B rpymi nnane6o (n = 18, 0,5 %). ¥ 3-4-i1 poku gocmifxeHHs 6inbia KinbKiCTh BUTIAAKiB
pakKy nepegMixypoBoi 3ano3u 3 gudepeniitoBanasaM 8-10 OasiB 3a mKasnoio ['micona Oyna
IiarHOCTOBaHa y rpymi gyTactepuny (n = 12, 0,5 %) mopiBHSHO 3 rpymnoio mianebo (n = 1, < 0,1 %)
(p = 0,0035). Hemae maHUX PO BIUIMB Ha PU3UK PO3BUTKY PaKy IPOCTATH Y YOJIOBIKIB, IKi
IpUUMAaOTh AyTacTepUA moHan 4 poku. BigmCcoTok mallieHTiB 3 OiarHO30M paky IepeaMixypoBol 3a103u
3 nudepentiroBanHgaM 8-10 6amniB 3a mkanow [micoHa 30epiraBcs MOCTIMHKUM Yy Pi3Hi nmepiogu
pnocnigxkeHHs (1-2-i poku, 3-4-i1 poku) y rpyni agytactepuny (0,5 % y KoxeH nepiof 4acy), y TOX 4ac
SK y Tpymi nnaie6o BiICOTOK MallieHTiB i3 Hu3bKoauepeHIlilioBaHuM pakoM mpocTaTty (8-10 GamiB 3a
mKasno0 I'micona) 6yB HUKYMM y 3-4-1 poku, HiXK y 1-2-# poku (< 0,1 % i 0,5 %, BigmoBigHO) (OUB.
po3min «Ocob6nauBoCTi 3acTocyBaHHS»). He 6yo HisiKOl Pi3HUIII ¥ YacTOTi paky nepenMixypoBoi
3amo3u 3 gudepenmiroBanusm 7 - 10 6amiB 3a mKkanotw I'micona (p = 0,81).

Y 4-piuHoMy KJTiHiYHOMY OOCIigKeHHi TiKyBaHHS H0oOPOSKicHOI rimepia3sil mepeaMixypoBoi 3a103u
(Combat), me nepBuHHNM IIPOTOKOJIOM He Oyyo rnepenbadeHo 000B’s13K0BY 6ioICito, i BCi miarHo3u
paky mpocTtaTu Oy/d BCTAHOBNIEHI Ha 0iorcil 3a MoKa3aHHSIMY, YaCTOTa PaKy MepeMiXypoBol 3a/1031
3 nudepenuitoBanusaM 8-10 6aniB 3a mkasnoi [micona 6yna (n = 8, 0,5 %) - y rpyni gyTactepuny,



(n=11, 0,7 %) -y rpymi Tamcyno3uny ta (n = 5, 0,3 %) - y rpyni kom6iHOBaHOI Teparrii.

3B’sI30K MiX 3aCTOCYBaHHSM OyTaCTepULy Ta BUHUKHEHHSM HU3bKOAUGEPEHIII0BaHOT O PAKy
IIepefMiXypoBOl 3a103U 3a/IAIIAEThCS HE3 ICOBaHUM.

Paxk 2py0Hoi 3a103u y 40/108iKi8

[Ba BUIIalOK-KOHTPOJIbOBaHI eMileMioOoTriuHi JOCTigXeHHs, ogHe npoBefeHo y CIIA

(n = 339 BumapKiB paky rpyfaHol 3a03u i n = 6780 y rpymi KOHTPOJIIO), a iHIe y
Benukiit BpuTasnii (n= 398 BumaakiB paky Moso4Hoil 3ano3u i n = 3930 y rpyni KOHTPOi), He
TI0KAa3aJid HiTKOTO 30ilbIIeHHS PU3UKY PO3BUTKY PaKy I'PYAHOI 3a/103U Y YOJIOBIKiB IIpU 3aCTOCYBaHHI
inribiTopiB So-penykTasu. Pe3ymbTaTyl MEPIIOro OOCITigXKeHHs He BUSIBUNIM 3B’SI3KY 3 PaKOM T'PyIHOI

3as103u (BiMHOCHUM PU3UK y pa3i 3acTocyBaHHs ° 1 POKY IO BCTAHOBJIEHHS [iarHO3y paky
MOJIOYHOI 3a/103¥ IOPiBHSAHO 3 3acTocyBaHHAM < 1 poky: 0,70: 95 % 11 0,34, 1,45). ¥
OPYyroMy OOCHif>KeHHi BiTHOCHUY PU3UK PaKy MOJIOYHOI 3aJ103H, IIOB'sI3aHUM 3i
3aCTOCYBaHHSM iHTi0iTOPIB Sa-pefyKTa3u MOPiBHSHO 3 BiICYTHICTIO 3aCTOCYBaHHS, CTAHOBUB
1,08: 95 % 010,62, 1,87).

[IprunHHUN 3B’A30K MiXK BUMagKaMH PaKy I'PyOHOI 3a/I03U y YOJIOBIKiB Ta JOBTOTPHBAJIUM
3aCTOCYBaHHSIM [IyTacCTEePUAY He BCTaHOBJIEHO.

KrinigHi XxapaKTepHCTHKH.
Iloka3zanus.

JIikyBaHHST CUMIITOMIB CEPEIHBOTO Ta TSIXKKOT0 CTyIeHs NoOposKicHOI rineprnasii mepegMixypoBoi
3aJ1034; 3MEHIIIEeHHST pU3UKY BUHUKHEHHS I'OCTPOl 3aTPUMKH cedi Ta y pa3i Heo6xigHOCTi
XipypriyHoro BTPyUaHHS Y XBOPHUX i3 CHMIITOMaM# CEPEeIHbOT0 Ta TSXKKOTO CTYIEeHs JOOPOSKiCHOI
rinepnasii nepegMixypoBoi 3a/103H.

IIpomunoka3aHHs.

IOVTACTEPUJI-BICTA npoTunoka3aHUM XBOPUM i3 IMigBUIIEHOI YYTIUBICTIO 10 OyTaCTePULAy, IHIIUX
inri6itopiB 5a-pedyKTa3u, Coi, apaxicy a0o iHIIMX KOMIIOHEHTIB IIpelapary.

OYTACTEPUII-BICTA He 3aCTOCOBYBaTH AJ1s TIKyBaHHS KIiHOK i fiTel (QUB. po34in «3aCTOCyBaHHA Y
mepion BariTHOCTI abo TogyBaHHS TPYONIO»).

OYTACTEPUII-BICTA npoTuniokasaHu# XBOPUM i3 TSIKKOI0 IIE€YiHKOBOK HELOCTATHICTIO.

B3aemodia 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodili.
Iadopmarito mono 3umKeHH piBHIB PSA ([IpocTaTt-cnernudiyHuii aHTUTEH) Y CUPOBATIi KPOBI Iif
Yyac JiKyBaHHS OyTaCTEPUOOM, a TaK0XK iH(popMallito 1010 BUSIBIIEHHS paKy IIPOCTaTU OUB. y PO3Misi

«0Oco0IMBOCTI 3aCTOCYBaHHS».

Bnaue iHwux aikapcvkux 3acobie Ha papmakokiHemuky dymacmepudy



3acmocysanHs pasom 3 inzibimopamu CYP3A4 ma/abo P-enikonpomeiHy.

IyTacTepun nepeBaxHO BUBOOUTHCS LUISTXOM MeTabomiaMy. [locmifkeHHs in vitro IOKa3yoTh, 1110
KaTanizaTropamu Metaboni3amy € CYP3A4 i CYP3A5. Oimifiiux JOCHiAXKEHb B3aEMOii 3
aktTuBHUMH iHTiOiTOpaMu CYP3A4 He mpoBomunu. [TpoTe y MOMyIsALiHHOMY JOCTiIKeHHi
(bapMakoKiHETUKY KOHIIEHTpaIlil JyTacTepPUAy B CUPOBATII KpoBi Oynu B cepenHbomy B 1,6-1,8 pa3
BUIIIMMU Y HEBEJIMKOI KiTbKOCTI THX TAIiEHTIB, SKi OMHOYACHO JTiKyBalIuCs BepamnaMiioMm abo
nunrtiazemoM (momipHi inri6itopu CYP3A4 Ta inribiTopu P-riiKompoTeiny), HiXK B iHIMX MMAI[i€HTIB.

3a JaHUMU OOCIiAKEeHHS KJIPeHC OyTacTepUny 3MEHIIY€eThCS IIPU ONHOYAaCHOMY 3aCTOCYBaHHI 3
inriitopamu CYP3A4 Bepamaminom (37 %) i gpunriazemom (44 %). Pa3om 3 TuM, KiipeHc
OyTacTepuay He 3MEeHINYeThCs IPU 3aCTOCYBaHHI 3 aMJIOOUITIHOM, iHIIIUM aHTaroHiCTOM KaJIbI[i€eBUX
KaHaJIbIIiB.

Ockinbku myTactepun Metabonisyetscs izopepmenTom CYP3A4, KOHIIEHTpALlis AYTACTEPUAY Y
CHpPOBATIIi KPOBi MOXKe 30inbInyBaTucs y pa3i HasiBHOCTI inribitopiB CYP3A4. [ToBroCTPOKOBE
npu3HauenHs npenapaty JYTACTEPUI-BICTA 3 npenapaTaMu, siKi € CUIbHUMH iHTiGiTOpaMu
¢depmenTty CYP3A4 (TakuM SIK pUTOHaBIip, iHAMHABIP, Hede3aoH, iTpaKoHa30J1, KETOKOHA30JI, AKi
BBOJIUJIY IIePOPaibHO), MOXKe IPU3BONUTH [0 30iNbIIeHHS KOHI[eHTpallil fyTactepuny. [loganmeiie
iHribyBaHHS Sa-pemyKTa3u npu 30ibIIeHH] TPUBAJIOCTI Ail AyTacTePUAY € MaJoMMOBipHUM. AJle
MOKJIMBe 3MeHIIeHHS YaCTOTH BBEEHHS 003 OyTacTepUny y pasi po3BUTKY nobiunux edekris. Crin
Bi3HAYUTH, 110 Y pa3i IPUTHIYEHHS aKTUBHOCTI ()epMEHTY OOBTHUY I1ePiof] HalliBBUBEIEHHSI MOXKe
CTaTH 1e JOBIINM i CyIIyTHA Tepallid MOXKe y TaKOMY BUIIaIKy TPUBATH IIOHaA 6 MICALIB 0 TOTO, K
Oyme mOCSATHYTO HOBOI PiBHOBaXKHOI KOHIIEHTPaAIIii.

In vitro gytactepun He MeTtabonizyetscst CYP1A2, CYP2A6, CYP2E1, CYP2CS8, CYP2C9, CYP2C19,
CYP2B6 ta CYP2D6-i30pepmMerTamMmu cuctemu nutoxpomy P450 y monunu.

Bnaue dymacmepudy Ha papMakokiHemuky iHWux Aikapcbkux 3acobis

IyTacTepun He BIIUBa€E Ha (papMaKoOKiHeTUKY BapapuHy abo nurokcuny. Lle BKa3ye Ha Te, 110
nyTacTepun He iHTiOye/He iHOyKy€e akKTUBHICTL pepMmenTy CYP2C9 abo P-rmikomnpoTeiny-
nepeHocHUKa. [laHi mocimKeHb B3a€MOl in vitro BKa3yIOTh Ha Te, [0 IyTacTepU[ He iHTibye
dbepmentu CYP1A2, CYP2D6, CYP2C9, CYP2C19 a6o CYP3A4.

YV HeBenukoMy mociimxkenHi (N=24) TpHUBaJIiCTIO 2 TUXKHI 3 y4aCTIO 3OPOBUX YOJIOBiKiB
nytactepup (0,5 Mr Ha mo0y) He BIUTMBAB Ha (papMaKOKiHETUKY TaMCYJI03UHY a0o
Tepa303uHy. Y IbOMY [IOCTiIKEeHHI TaK0X He 0yJI0 BUSIBIEHO 03HaK (papMaKoguHaMidHOI
B3a€EMO{Iil.

HocnigxeHHs in vitro moKa3asny, 10 AyTacTepPHUA He BUTICHS€ Bap(aprH, alleHOKyMapo7l,
dbeHIpoKyMoOJI, miazenam abo ¢eHiTOIH 3i 3B’43KY 3 OimKaMu I1a3Mu, K i I1i KOMIIOHEHTH He
3aMilyoTh gyTacTepu. BuBuany B3a€MOLi0 OyTaCTEPUAY 3 TAMCYJIO3UHOM, TEePa30LUHOM,
BaphaprHOM, OUTOKCUHOM i XxojectupaminoM. KiiniyHo 3Hauy1[oi B3aeMopii BusBieHo He 0yIo.
3acTtocyBaHHA 12 T x0onecTupaMiny dyepes3 1 roguHy micias 3aCTOCYBaHHS OMHOPA30BO1 IO3U 5 MT
OyTaCTepuAy He BIIJIUBAJIO Ha (hapMaKOKiHETUKY AYTaCTEPULY.

Xoya crenudiyHUX OOCIiIXKeHb 3 BUBYEHHS B3a€EMOIl 3 iHIIMMU ITpernapaTaMy He IIPOBOIUIIH,
6m13bK0 90 % ycix malfieHTiB mif Yac KIiHIYHUX OOCTigXKeHb AyTaCTePUAy OTPUMYBaJX U iHIII
mikapchKi 3acobu. Higkux KTiHIYHO 3HAUyIMX 00iYHUX peakiliil He Oyy0 Big3HAUEeHO IIpU
OJHOYAaCHOMY 3aCTOCYBaHHI IyTacTepUAy 3 aHTUTINePiNifeMiYHNMY IpenapaTaMy, 3 iHribitopaMu



aHTi0TEH3UWHIIEPETBOPIOBAILHOTO (pepMeHTy, OeTa-afpeH00I0KaTopaMu, 6J10KaTopaMu KalblieBUX
KaHaJIiB, KOPTUKOCTEPOIAaMHy, AiypeTUKaM#, HECTEPOIAHUMHU TPOTU3alaJbHUMU IIperapaTaMu,
inribitopamu ocdomiectepasu Tuny V Ta XiHOTIHOBUMH aHTUOIOTHKAMHU.

Oco6.1ueocmi 3acmocyeaHHsl.

[ToGiyHi peaxkiiii 3 60Ky ceplieBO-CYOIUHHOI CUCTEMHU

Komb6iHOBaHy Teparliio MOKHa MIpU3HAYaTH IiCIIs PETEeNbHOI OLIHKYA KOPUCTI/PU3UKY Y 3B’I3KY 3
IIOTEHI[INHKAM MigBUIIEHHSIM PHU3UKY MOOIYHUX peakiliii (BK/II0Ual0Yu CeplieBY HeOCTaTHICTS) i mics
PO3TJIAAy anbTepHATHBHUX BapiaHTIB Teparii, BKI04Yaiuu MOHOTepariio (ouB. po3gin «Cmoocib
3aCTOCYBaHHS Ta AO3W»).

3a maHuMU 4-piyHUX KIIiHIYHUX OOCTiIXKEeHb, Y4aCTOTa BUHUKHEHHS CepIIeBOi HEMOCTAaTHOCTI (30ipHuit
TEPMiH [JI5 BCiX IIOBifOMJ/IEHD, IepeBaKHO TEPBUHHOI CEPIIEBOl HEJOCTATHOCTI Ta 3aCTiHOI CEPIEBO1
HEeJ0CTAaTHOCTI) OyJia BUINOIO cepe[ MallieHTiB, sKi JiKyBanmucs KoMOiHaIl€o gyTacTepuny 3 anbda-
6710KaTOPOM, TOJIOBHUM YHHOM TaMCYJI03WHOM, ITOPiBHSIHO 3 MallieHTaMH, SKi He OTPUMYBa TaKoi
KoMOiHalii. 3a JaHWMM LUX [BOX AOCTiAKEeHb YaCTOTa CepIlieBOl HeAOCTaTHOCTI Oyla HU3BKOIO

(= 1 %) Ta BapiabGenbHOW0 y MexKaX WX OOCIigXKeHb. [[UCIPONopIii y 4acTOTi BAHUKHEHHS CepIeBo-
CYOUHHUX MTOOIYHUX SBUII HEMAE B KOIHOMY 3 JOCIigKeHb. [[DpHYNHHOTO 3B’ I3KY MiXK
3aCTOCyBaHHSIM OyTacTepupny (okpemo abo y kom0OiHallil 3 anbha-6710KkaTopaMy) Ta BAHUKHEHHAM
CepIIeBOI HEIOCTATHOCTI BCTaHOBIEHO He Oymo («®apMaKoJOriyHi BIaCTUBOCTI»).

[TpoBemeHO MeTa-aHasi3 12 paHgoMi3oBaHMX, IJIale00-KOHTPOILOBAHUX ab0 MOPIBHIMBHUX KITIHIYHUX
nochimxkens (n 18802), B sKOMY OIiHIOBaIM PU3UK PO3BUTKY MOGIYHUX peakiliit 3 60Ky cepiieBo-
CYOVHHOI CUCTEMH IIPU 3aCTOCYBaHHI AyTacTepuny (MOPiBHSAHO 3 KOHTPOJIbHOO Ipymnoio). He Gyio
BCTAQHOBJIEHO CTiMKOT0 CTAaTUCTHYHO 3HAUYIIOT0 30i/bIIIeHHST PU3UKY ceplieBol HemocTtaTHOCTI (RR
1,05; 95 % 01 0,71, 1,57), roctporo indapkTty miokapga (RR 1,00; 95 % 10,77, 1,30) abo iHCYnbTY
(RR 1,20; 95 % 101 0,88, 1,64).

BonuB Ha npocTaTocnerudiunuii anTures (PSA)

KonnenTpanis npocratocnerudiunoro anturera (PSA) € BaXXMBUM KOMIIOHEHTOM CKPHHIHTOBOTO
IIPOIIECY AJISI BUSBIIEHHS PaKy IepeaMiXypoBol 3a/I03H.

IOVTACTEPUJI-BICTA 3gaTHUM 3HUKYBATHU PiBEHb CUPOBAaTKOBOr0 PSA y mali€HTiB y CEpegHbOMY
npubnu3no Ha 50 % yepes3 6 MicsIIiB TiKyBaHHS.

[MamienTH, sKi npuiMarTh ikapchkuit 3aci6 IYTACTEPUI-BICTA, moBHHHI MaTH HOBUM
[I0YaTKOBUM piBeHb PSA, BCTaHOBNIEHUY Yyepe3 6 MICALIB MiC/s JIIKyBaHHS LIUM IIpenapaToM. 3rofgoM
11ei piBeHb PEKOMEHIYETLCS IIEPEBIPSATH pPerynsiapHo. bynob-ske minTBepaxkeHe 36inmbineHHs piBHS PSA
Bil HAMHUXKYOT0 piBHA mif yac 3actocyBaHHd npenapaty OYVTACTEPU-BICTA moxe OyTu
CBiTYeHHSIM HasIBHOCTi paKy MepeaMiXypoBoil 3a103u abo HelOTpUMaHHS PEXKUMY JTiIKyBaHHS



nikapcbkuM 3acobom IYVTACTEPUI-BICTA i moTpebye peTenbHOT0 BUBYEHHS, HaBIiTh SKIIO

TIOKa3HUKYU PSA 3HaXOAsThCA Y MexKaX HOPMU Y YOJIOBIKiB, sIKi He MiKyBanuch iHTibiTopamu
5a-pepykrTa3su. [Ipu iHTepmpeTaril moka3HuKiB PSA y XBopux, 5IKi JiKyIOTECS IIpernapaToM

IOYTACTEPUI-BICTA, cnig 3BaXkaTy Ha HOMePeqHi TOKa3HUKA PSA Oisd MOPiBHAHHS.

3acTtocyBaHHs nikapchkoro 3aco0y IYTACTEPUII-BICTA He BIIMBa€ Ha BUKOPHUCTAHHS PiBHS PSA
IJIS1 0iarHOCTUKY paKy IepegMixypoBOl 3aJI03H IIiCJIsi BCTAHOBJIEHHS KOr0 HOBOTO II0YATKOBOT'O PiBHSA.

3arajJbHUY piBEHb CUPOBATKOBOrO PSA moBepTa€eThCs 40 IT0YaTKOBOIO PiBHS MPOTArOM 6 MiCALIB
IIiC/ISl IPUNIMHEHHS JIIKyBaHHS.

CaiBBigHOIIEHHS XK BinbHOTO PSA i 3aranbHOro piBHS PSA 3anuiia€ThCs CTalIuM HaBITh ITif 9ac
nikyBaHHS npenapaToM JYTACTEPUII-BICTA. ToMy SKIIO A1 XBOPOTO, IKUM IIpAUMAaE
OYTACTEPUII-BICTY, nikap BUPIIINTL BUKOPUCTATH K BU3HAUEHHS PaKy IlepeaMiXypoBoi 3a103u
BiZICOTOK BiibHOTO PSA, KOpUTyBaHHS MOTO 3HAUEHHS IIPOBOOUTH He MOTPiOHO.

[Tepen mo4yaTKOM KypCY JIiKyBaHHS TyTaCTEPUIOM Ta MEePioguYHO Iif Yac JTiKyBaHHS MOTPiOHO
IIPDOBOAMTH IasiblieBe peKTalbHe 00CTeKeHHS Malli€HTa, a TaK0K BUKOPUCTOBYBATH iHIII METOAN
BUSBJIEHHS PaKy IepegMiXypoBol 3al103H.

Pak mepenmixypoBoi 3a1031 Ta MYyXJIWHU BUCOKOTO CTYyIeHs Ipafalii 3a ['7icoHOM (HU3bKO-
udepeHIiioBati

Y xomi 4-piuHOTO KIiHIYHOTO AochigXKeHHd 3 y4acTio > 8000 gomoBikiB BikoM Bif 50 [0 75 poKiB 3
ToTepeaHiMIY HeTaTUBHUMHU Pe3yibTaTaMu 0ioIcii CTOCOBHO paKy IepeaMixypoBoi 3a103u Ta
novyaTKoBuM piBHEM PSA mix 2,5 ur/mn ta 10,0 ar/mn (gocnigxenas REDUCE) y 1517 6yB
[iarHOCTOBaHUY pakK IIepeaMiXypoBol 3aj03u. YacToTa BUNIAfKiB paKy IepegMixypoBol 3a1031

(8-10 3a mwkanow ['micoHa) y rpymi nauieHTiB, gKi nikyBanucs gyracrepugoM (n=29, 09 %),
Oyra BUIIOIO MMOPIiBHSHO 3 TPYIOI0, 1110 OTpUMYyBaa mianedo (n=19, 06 %). 36inbleHHs 4acTOTH
BUIIa[IKiB paKy nepegMixypoBol 3a7103H4 3a mKasoio ['micoHa 5-6 ta 7-10 He crocTepiranocs.
[IprurHHOTO B3a€MO3B 3Ky MiXK 3aCTOCYBaHHSIM OyTaCTEPULIY Ta BUCOKUMU CTALIIMU PaKy
IepeMixypoBoi 3a/1031 BCTAHOBIEHO He Oyio. KiiHiuHe 3HaYeHHS YKCII0OBOI JUCIIPOTIOPIIil HEBimoMe.
YonogikiB, sKi mikyoThcsa nikapchkuM 3acobom JYTACTEPUII-BICTA, He0oOXigHO perynsipHO
IepeBipsATH y 3B’A3Ky 3 PU3UKOM pakKy IepegMiXypoBoi 3a7031, BKIl04aoun Bu3HaueHHs PSA.

Y momaTKOBOMY IIOCJIiIOBHOMY OBOPiYHOMY [OCIIIMIZKEHHi 3 IallieHTaMH, SKi Opanu y4acTb y
[OCTiAKEeHH] i3 3aCTOCYBaHHAM [yTaCTEPHUAY B SKOCTi XiMigHOI TPOdinakTUKHU (TOCTiAKEHHS
REDUCE), 6yia BCTaHOB/IeHa HM3bKa YaCTOTa HOBUX BUITAQMIKiB PaKy MepeaMixypoBoi 3a103u (rpyma
nytactepuny [n=14, 1,2 %]) ta rpymna nnane6o [n=7, 0,7 %]) 3 BimCyTHiCTIO HOBUX imeHTH(])IKOBaHUX
BUIIQ[IKiB paKky nepegMixypoBoi 3ano3u 3 gudepeniitoBanasaM 8-10 Ganis 3a mkasnoio ['micoHa.

IoBroTpuBare mocinigoBHe (0o 18 pPoKiB) CIIOCTEPEKEHHS IMAllieHTiB 3 KIIHIYHOTO JOCTiIXKEeHH i3
3aCTOCyBaHHSM iHIIOTO iHTi0iTOpa Sa-penykrasu (hiHacTepuay) B AKOCTI XiMidyHOI TPODITaKTUKY He
TI0Ka3aJi0 CTaTUCTUYHO 3HAYYILOI pi3HUIN Mix rpynamMu ¢iHacTepuny Ta muauebo y 4acToTax
3aranmpHoro BuxkuBauHsg (HR 1,02, 95 % 11 0,97-1,08) a6o BUKMBaHHS MiCJg [iarHOCTYBAHHS PaKy
nepenMixypoBoi 3amo3u (HR 1,01, 95 % II 0,85-1,20).

Pax rpynHoi 3a103u

[ToBimoMISANK TIPO PifKiCHI BUIIQIKK paKy rPyAHOI 3aI031 Y YOJIOBIKIB ITifl Yac KITiHIYHUX [OCHiIKEeHb
Ta y IOCTMapKeTUHT0BUY nepiof. [Ipu 1poMy emifeMionoriusi JOCTigXKeHHS BKa3yloTh Ha
BiCYTHICTb IMiIBUINIEHHST PU3UKY PO3BUTKY PaKy I'PYOHOI 3a/1034 y YOJIOBIKiB IPU 3aCTOCYBaHHI



inribitopiB Sa-pemykrasu. [larieHTH TOBUHHI HeralHO MOBIAOMIIATH PO OyOb-IKi 3MiHUM Y TKaHUHI
T'PYAHOI 32103, HaIPUKJIa BUAINIEHHS i3 COCKa a00 MPUIYXJIiCTh.

HerepMeTunuHi Kancyou

Hytactepun abcopOyeThCsa Yepe3 LIKipy, TOMY XKiHKM Ta [JiTH MalOTh YHUKATHA KOHTAKTY 3
HerepMeTHYHUMH KallCcylaMHu. fKINo piguHa 3 KaICyIu IoTpanuia Ha LIKipy, 1l Cig HeraiHo 3MUTH
BOJIOI0 3 MUJIOM.

[TeyinKOBa HEIOCTATHICTD

BruB nediHKOBOI HEIOCTATHOCTI Ha (hapMaKOKiHETUKY AyTaCTepPUAy He BUBYaIu. Yepe3 aKTUBHUU
MeTab01i3M IyTacTepuny Ta 3-5- TUXKHEBUU Iepiof H0oro HamiBBUBEIEHHS JIiKyBaHHS [yTaCTEPULOM
TIALiEHTIB 3 JIETKOI0 a00 CepegHbOI0 MeYiHKOBOI HEIOCTATHICTIO CITif IIPOBOOUTH 3 06epexkKHICTIO
(muB. po3minu «Crmoci6 3acTocyBaHHS Ta 0o3u», «IIpoTunokalanHsa», «PapMaKoJIOTiuHi
BJIACTUBOCTI»).

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2py00to.
depmuabHiCMb.

[ToBimomIsiny PO BUNAHKY BIIJIUBY OyTAaCTEPULY HA XapaKTEPUCTUKU €SKYIATY (3MEHIIEeHHS
KiJIbKOCTi CTIepMaT030if1iB, 00'€eMy eKYISATY Ta PyXOMOCTi CIIepMaTO30iMiB) y 3MI0POBUX 40/I0BiKiB. He
BUK/IIOUEHUM PU3UK 3HUXKEHHS Y0JI0BiUO0l (PePTUTLHOCTI.

BazimHicmey.
IyTacTepua NPOTHNOKA3aHUH IS JIIKyBaHHSA XKiHOK.

4K i inmi inribiTopu Sa-pegykTasu, JyTaCTepU[ IepemnKoiXKae epeTBOPEHHI0 TECTOCTEPOHY Y
OUTiOPOTECTOCTEPOH, 1110 MOXKe TajlbMyBaTy PO3BUTOK 30BHIIIIHIX CTaTEBUX OPraHiB y MIoga
40J10Biu0i cTaTi. He3Ha4yHy KinbKicTh gyTacTepuny Oya0 BUSBIIEHO B €SIKYIATI Cy0’€KTiB, AKi
npuiiManu 0,5 Mr mytacTepuny Ha mo6y. HeBimoMo, uu BIIMBA€E TyTaCTEPU]I, IO TOTPAIIUB [0
OpraHi3My XiHKH 3 CiM’sIM YOJIOBiKa, IKAU JTIKYETHCS AyTaCTEPUAOM, Ha IIJIifi Y0JIOBiUOl CcTaTi (1e
PU3UK € HAUBUIIUM IIPOTSATOM IepIIuX 16 TUXKHIB BariTHOCTI).

4k iy pasi 3acTocyBaHHS iHIIKX iHTiIOITOPIB Sa-peayKTa3u, peKOMEeHAYETHCS KOPUCTYBATUCS
mpe3epBaTHBaMH, SIKIIO ApTHEPKaA MallieHTa BariTHa abo MOTEHIIINHO MOXKe 3aBariTHITH, 3 METO0
3ano0iraHHs NOTPAIISHHS CiM'Sl O OpraHi3My XKiHKH.

I'odyeaHHA 2py0010.

HeBimoMmo, Y1 TPOHUKAE AyTaCTEPUL Y TPYIHE MOJIOKO XKiHKHU.

30amHicmeu ens1ueamu HaA wWeUuodKicmo



peakuii npu KepyeaHHi asmompaHcnopmom
ab6o iHwumu mexaHizmamu.

3 ornsamy Ha ¢hapMaKOKiHETHYHI Ta (h)apMaKOOUHaMiYHi BIIaCTUBOCTI AyTaCTEPUM He BIIUBAE Ha
3MATHICTh KepyBaTH aBTOMOOiIeM Ta iHIIMMU MeXaHi3MaMHU.

Cnocid 3acmocyeaHHsi ma do3u.

[Tpemapat [IyracTepun-BicTa MoXHa Mpu3HayaTH CaMOCTiHO abo y KoMbiHallil 3 anbga-610KaTopom
tamcyno3uroMm (0,4 mr).

[TopoCIIi YOIOBIKY (BKJII0YaKYX XBOPUX JIITHHOT'O BiKY)

PexomMeH0BaHOI0 103010 JTiKapchkoro 3acoby [ytactepupn-Bicra € 1 kancyna (0,5 mMr) Ha mo0y ms
IepopaibHOro npuiiomy. Kamcyny ciifg KoBTaTH IijI010, HE BiIKpHUBATU Ta HE PO32KOBYBATH, OCKIJIbKU
IIPY KOHTAKTi 3 BMiCTOM KallCyJId MOXKJIMBe TTOAPa3HeHHs CIM30B01 000JIOHKU POTa Ta TJIOTKH.

IyTtactepun-BicTa MoxHa MpuiiMaTi He3aiexkHO Bifl puitoMy 1xi.

He3sBaxawuu Ha Te, 10 MOJIETIIEHH Bifl IPUUXOMY IIperapaTy MOXe CIIOCTEPIraTUCS Ha PaHHIu
crafii, nyst 06’eKTUBHOI OLIHKY e(eKTUBHOCTI [iii Tpemnapary JiKyBaHHS CJIifl TPOOOBXKYBaTH He
MeHIIIe 6 MicsIIiB.

HupKkoBa HeTOCTAaTHICTH

dapmMakOKiHETUKY AyTaCTEPUY Y XBOPUX i3 HUPKOBOIO HEAOCTATHICTIO HE BUBYAJIX, TOMY CJIif 3
00epexKHICTIO MPU3HAYATH XBOPUM i3 TSKKOI0 HUPKOBOIO HEIOCTATHICTIO.

ITeuiHKOBa HeJOCTAaTHICTH

dapMaKOKIHETUKY IyTacTepPUAy y MallieHTiB i3 TeYiHKOBOIO HEJOCTATHICTIO He BUBYA/IU, TOMY 3
00epexkHiCTIO CITifl 3aCTOCOBYBATH IIPH JIETKiil Ta IOMipHiil MeYiHKOBi# HeJOCTaTHOCTi. XBOPUM i3
TS2KKOIO ITIeYiHKOBOIO HEIOCTaTHICTIO ITpemnapaT MPOTUIIOKa3aHu.

Himu.

3aCcTOCyBaHHA IIPOTUIIOKA3AHO.

ITepedo3yeaHHs.

3a maHUMH KITiHIYHUX OOCIigKeHb, Y HOOPOBOJbIIIB pa30oBi o3u gyTactepuny mo 40 mMr/go0y

(y 80 pasiB BuIlli 3a TepalneBTUYHI) IPOTATOM 7 OHIB HE BUKJIMKAIU 3aHENOKOEHD 3 OTJISIY
Ha 0e3meKky iX 3acTocyBaHHs. [1if Yac KMiHIYHUX JOCTiIXKeHb 3aCTOCOBYBAJIU NO3U AYTAaCTEPHUAY 110 5
Mr/mo0y mpoTsaroM 6 MicsiiB 0e3 MOsSIBY IOMATKOBUX MOOIYHUX peakllii MOPiBHSHO 3 3aCTOCYBAHHSIM
nytactepuny y gosax 0,5 Mr/mo0y.



CHeLII/I(l)i‘-IHOI"O AHTHUOOTY HEMA€E, TOMY Y pa3i MOZKIJIMBOT'O ITepeao3yBaHHA IIPOBOOUTHCA
CHMIITOMATHU4YHA Ta HiI[TpI/IMYIO‘-Ia Tepar[i;{.

ITo6iuni peakuii.

MoHoTepalis oyTacTepunom

[Tpubnusuo y 19 % 3 2167 nmauieHTiB, AKi npuiMany OyTacTePUL y OBOPiYHUX Iarebo-
KOHTPOJIbOBAaHUX AOCTimXKeHHAX ¢a3u III, mpoTsArom mepIioro poky JTiKyBaHHS BUHUKIIY 1M0GiIYHi
peaxtii. BinpmiicTs HebaxKaHUX SABUI, 110 CIIOCTepiranucs, 0yau 1erkoi abo MOMipHOI TSXKKOCTI Ta
Bpaxkajii PENpPOAYKTUBHY CUCTEMY. [IpOTATOM HACTYNHUX 2 POKiB Y BiIKPUTUX POIMUPEHUX
MOCTiIXKEeHHSAX He 0710 BUSBIEHO XKOOHUX 3MiH y podini mo6iuHuxX sSIBUII.

Y tabnuni 1 HaBemeHO HebaXKaHi peakilii, BUSIBIIEHI MPOTITOM KOHTPOJIbOBAHUX KITiIHIYHUX
BUNIPOOYBaHb Ta y Mepiof micaspeecTpalifHoro 3actocyBants. HaBeneni HeOaxaHi siBUIlla, BUSIBIIEH]
IIPOTATOM KJIiHIYHUX BUIIPOOyBaHb, 5Ki, Ha IyMKY OOCJiIHUKIB, Oy/IM MOB’s13aHi 3 IPUIOMOM JIiKiB (3
yacToTolo Ginbitie abo piBHOIO 1 %), 3 GiNbIIOI0 YACTOTOIO CIIOCTEPiranucs y NalieHTiB, Ki mpuiiManu
IyTacTepus, IIOPiBHSHO 3 Mialle00 MPOTSATOM IEPIIOTo POKY JikyBaHHs. HebaxaHi sBuila,
3adixcoBaHi y mepiof micagpeecTpalitHoro 3aCToCyBaHHs, Oy/Iu BUSIBIIEH] ¥ CIIOHTAHHUX
micasApeecTpaliiHuX 3BiTax, TOMy CIPaBXKHS IX 4aCTOTa HeBioMa.

Knacudikartis wactotu: gyxe 9acto (> 1/10), gacto (= 1/100 go <1/10), Hewacrto (8ig 1/1000
no 1/100), pigko (Big 1/10000 mo 1/1000) ), my=xe pigko (<1/10000), yacToTa HEBiTOMa
(HEMOZKJIMBO OILIIHUTH 3 HasIBHUX MaHUX).

Tabmuns 1
CucreMa [TobGiuyHa peakilis HacToTa 3aXBOPIOBAaHHS 3a JAaHUMU KITIHIYHUX
OpraHis MOCIIiI>KEeHb
’qaCTOTa 3axXBOpIOBaHHA [HacToTa 3aXBOPIOBAHHS
[IpOTATrOM 1 POKy [IPOTATOM 2 POKY
mikyBaHHS (n=2167) nmikyBaHHS (n=1744)
3 6OKy [MIOTEHIIS 6,0 % 1,7 %
PEIPONYKTUB-HO3MmikeHe (3HUKEHE) 3,7 % 0,6 %
CHUCTEMH Ta Ti6imo *
MOJIOHMHHX 3aJ103 Po3agy eskymamil ¥ 1,8 % 0,5 %
3axBOPIOBAHHS MOJIOYHOI (1,3 % 1,3%
3aJ1031
3 OoKy AnepriuHi peaxiiii, Ouinka 3aXBOPIOBAHOCTI 3a IIOCTPEECTPaLliiHUMU
iMmyHHOI BKJIIOUAIOYM BHCHII, MaHUMHU
CHCTEMU cBepOiXK, KPDONIUBSHKY,
moKasizoBaHuM HAOPsAK [JacToTa HeBimoMa
Ta aHTiOHEeBPOTUYHUM
HaOpsK
[NcuxiuHi [lenpecis YacToTa HeBimoMa
po3anu




3 Ooky wIKipu Ta |[Anomnenis (Hacamnepen [HedacTo
MigITKipHOI BTpaTa BOJIOCCS Ha Tili),

KJTITKOBUHU rinepTpuxos

3 60Ky TecTukynsapHul 6inb Ta [JacToTa HeBimoMa
PENPONYKTUB-HOIHAOPSK

CHCTEMHU Ta

MOJIOYHHUX 327103

* T1o6iuHi peakilil, TOB’s13aHi 3 MOPYIIEHHSIM CTaTeBOl (QYHKIIil, aCOIiI0I0TLCA 3 TIKyBaHHIM
IyTacTepUAoM (BKJII0Wal0YM MOHOTepaliio Ta KoMbiHalio 3 Tamcyno3unoM). Lli mobiuni peakiii
MOXKYTh TPUBATH IiCJId IPUNUHEHHS JIIKyBaHHSA. BIIUB OyTacTepuoy Ha 1X TPUBaIiCTh HEBIIOMUM.

" BKimioyae 3MeHIIeHHS 06’ eMy CIIepMH.

|BKJ'IIO‘-IaIOT-II/I YYTIUBICTH Ta 30ibIIEHHS TPYOEH.

KombGiHoBaHa Tepamis (IyTacTepua TaMCYI03VH)

HaHi 4-pigyHoro pocnipxkeHHsT CombAT, y sKoMy IOpiBHIOBaBCS NpuioM gyractepuny 0,5 mr

(n = 1 623) ta Tamcyno3uny 0,4 mr (n = 1611) 1 pa3 Ha mo6y OKpeMo Ta B
KomOiHarii (n 1610), mokasany, 0 YacTOTa MOOIYHUX SBUII, CIIPUYUNHEHUX TPUKOMOM
IIPEeIaparis, IPOTSIrOM IIEPIIOro, APYroro, TPETHOro Ta YETBEPTOr0 POKY JIIKYBAHHS
BigmoBimHO cTaHoBUIMA 22 %, 6 %, 4 % i 2 % mns kombGiHOBaHOI Teparil
IyTacTepuaoM/TaMcysio3uHoM, 15 %, 6 %, 3 % i 2 % njisa MoHOTeparmil oyTacTepugoM, a
TakoX 13 %, 5 %, 2 % 1 2 % njs MOHOTeparmil TaMCyJ103uHOM. Bifbilla 4acTOTa BUHUKHEHHS
no0iYHUX peakilii y rpyni koMOiHOBaHOI Tepallii MPOTSATroM IEPIIOr0 POKY JTiKyBaHHS Oyia
3yMOBJIeHa OiJIbIIl BUCOKOI YaCTOTOIO MOPYIIEHD PENTPOAYKTHBHOI CUCTEMH, 30KpeMa
IIOPYILIEeHb eIKYJIALil, 10 CIIOCTePiraaucs B Liid TPYIIi.

[TpoTsiroM MepIIoro PoKy JIiKyBaHHS y gociigkeHHi CombAT 3a3HaveHi HUXKYe MOOiYHI peakiii, sKi,
Ha TYMKY JOCHiIHUKIB, ITOB'3aHi 3 MPUIXOMOM IIpenaparTis, 6y/u 3apeecTpoBaHi 3 4aCTOTOIO,
6inbIroio abo piBHOIO 1 %; YacTOTa BUHUKHEHHS IMX Peakiliii MpoTsAroM 4 pOKiB JTiKyBaHHS HaBedeHa
B Ta0uIli 2.

Tabmnuig 2
Kiac cucreMu [ToGiuHa peakIris HacTOTa BUHUKHEHHS IPOTATOM JIIKyBaHHS
OpraHiB 1-ro poky  [2-To poky  [3-ro poky  |4-ro poky
Kombinaris® (n) (n=1610) |(n=1428) |(n=1283) |(n=1200)
[lyTacTepup (n=1623) |(n=1464) |n=1325) |(n =1200)
TaMCyno3uH (n=1611) |(n=1468) |n=1281) |n=1112)




3 60Ky [MOOTEHTTIST

PENpPONYKTUBHOL Kom6iHaris® 6,3 % 1,8 % 0,9 % 0,4 %

CHUCTEMHU Ta HYTaCTepI/II[ 5,1 % 1,6 % 0,6 % 0,3 %

MOJIOYHUX 3aJI03 TaMcyno3un 3,3 % 1,0 % 0,6 % 1,1 %
3MiHa
(3HMKeHHS) NMibino”
Kombinarisa® 5,3 % 0,8 % 0,2 % 0 %
HYTBCTepI/IH 3,8 % 1% 0,2 % 0 %
TaMcyno3us 2,5 % 0,7 % 0,2 % <0,1%
[TopylieHHS eaKyALii
P 9 % 1% 0,5 % <0,1 %
Kombinamis® 1,5 % 0,5 % 0,2 % 0,3 %
Hyracrepun 2,7 % 0,5 % 0,2 % 0,3 %
TaMCyno3us
Po3nagu rpynHOL
3aJI031" 2,1 % 0,8 % 0,9 % 0,6 %
Kombinaris® 1,7 % 1,2 % 0,5 % 0,7 %
HytacTtepupn 0,8 % 0,4 % 0,2 % 0 %
TaMcyno3us

3 60Ky cepIist CeplieBa
HeIOCTATHICTD® 0,2 % 0,4 % 0,2 % 0,2 %
Kombinarig® <0,1% 0,1 % <0,1 % 0 %
HYTaCTepI/IJI <0,1% <0,1 % 0,4 % 0,2 %
TaMCyno3us

3 00Ky HEepBOBOi  [3amamopoueHHS

CHCTEMU Kombinariga® 1,4 % <0,1% <0,1% 0,2 %
IlyTactepup 0,7 % <0,1% <0,1% <0,1 %
TaMcyno3un 1,3 % <04 % <0,1% 0 %

* Kombinarrist - gyractepupn 0,5 Mr 1 pa3 Ha mo0y mmoc Tamcyno3us 0,4 mMr 1 pa3 Ha 100y.

*TTo6ivni peakuii, moB’s3aHi 3 MIOPYIIEHHSIM CTaTeBOI PYHKIIiI, aCOIil0I0ThCS 3 JIIKYBaHHAM
nyTacTepuaoM (BKJII0HWal0YM MOHOTepaliio Ta KoMbiHalio 3 Tamcyno3uHoM). i mobiyni peakiii
MOXKYTh TPUBATH IiCId IPUNIUHEHHS JIIKyBaHHSA. BIIUB OyTacTepuay Ha 1X TPUBaIiCTh HEBIIOMUM.

°BK/II0Yar4u YyTIUBICTh Ta 30ilbIIeHHS IpyIel.

d TepMmiH ceplLieBa HEOOCTATHICTh BK/I0Ya€ 3aCTiMHY CEpLIEBY HEAOCTATHICTh, CEPLIEBY HEOOCTATHICTb,

JIIBOIIUTYHOYKOBY HEOCTATHICTh, TOCTPY JIIBOLIIYHOYKOBY HEJOCTATHICTh, KapAiOreHHUY LIOK, TOCTPY
CepleBy HeJOCTATHICTh, IIPAaBOLUITYHOUYKOBY HEIOCTATHICTh, TOCTPY IIPABOLITyHOYKOBY
He[0CTaTHICTh, 3aCTIMHY KapaioMionaTiio, CepLeBO-JIereHeBy HeJOCTAaTHICTh, IIIYHOYKOBY
He[IOCTaTHICTh, CepLieBO-IeTeHeBY HEJOCTATHICTh, 3aCTiMHY KaphaioMionaTiio.

" Bro4yae 3MeHIIeHHs 06’eMy CIepMH.

[aHi gocaigXeHb



Hocnipxenuss REDUCE BusiBuio 6i/ibIl BUCOKY 9aCTOTY paKy IPOCTaTH 3 OLIHKOIO 3a IIKaJIo
I'micona 8-10 y 4omoBiKiB, sIKi mpuitManu oyTacTepup, MopiBHAHO 3 miane6o. HeBimoMo, uu BOIUHYTH
Ha pe3yJIbTaTé LBOTO HOCTIAXKEeHHs 3MeHIIeHHs 06'eMy IIPOCTAaTH YH iHIII (paKTOPH, OB’ A3aHi 3
IIPUMOMOM AyTaCTEPUAY.

3 6oky imyHHOI cucmemu

Iyxe pimKo: anepriyHi peakuii, BKJII0YalOyy BUCUIIAHHS, CBEPOiXK, KPOIIUB'THKY, JI0Kali30BaHUMN
HaOPSIK Ta aHTiOHEBPOTUYHUYN HaAOPSK.

3 6oky ncuxiku

[lyXe pigKo: menpeCUBHUN HACTPIu.

3 6oky wkipu ma niOwKipHOoi MKAHUHU

Pigko: anoneris (roJT0OBHMM YMHOM BTpaTa BOJIOCCS Ha Tifi), TimepTpUxo03.
3 60Ky penpodykmueHoi cucmemu ma 2pyo0HuUx 3a103

Iyxe pigKo: TeCTUKYIIPHUN Oinb Ta HaOPSK.

[ToBimoMIIsiNM PO BUNAAKK PaKy IPYAHOIL 3271031 Y YOJIOBIKIB ¥ KITiHIYHMX Ta IOCTMapKeTUHTOBUX
HOCTimKeHHAX (OuB. po3ain «OcoO0MMBOCTi 3aCTOCYBAaHHS»).

Tepmin npudamuocmi. 4 Poxu.

YmMmoBH 30epiranssi.

30epiraTtu B OpuriHaabHIY yIaKOBII IS 3aXUCTY Bif Bojoru mpu Temnepatypi He Buile 30 °C.
36epiraté y HEOOCTYIIHOMY IJIST OiTe# MicCIIi.

YnaxkoBka. ITo 10 karncyn y 6mictepi, mo 3 abo 9 6micTepiB y KapTOHHiN KOpOOIIi.

Kareropis Bignmycky. 3a penentom.

BupoOHUKH.

lFanenikym Xernc, C.JI.

LHHIOEA ®APMA, C.JL

Micue3Haxo/KeHHsI BHPOOHHMKA Ta aJpeca MicClsi IPOBaXKeHHsS HOr0 His/IbHOCTI.



[Tp. Kopuenna 144, 7°-1° Bynisns JIEKJIA, Ecnnyrec mge JImob6perat, bapcenona, 08950, Icnanis.

[Tonirono Iapyctpiane Eminiano Pesinna Can3, ABerina ne Arpepa, 31, OnBera, Copia, 42110,
Icmanig.



