IHCTPYKIIA
JJISE MEIUYHOT0 3aCTOCYBAHHS JIIKAPCbKOI0 3aC00y

TYTACTEPHU/I-BICTA
(DUTASTERIDE-VISTA)

Cknao:

oitoua peyosuHa. yTacTEePUL;

1 kamncyna mictuth nyractepuny 0,5 mr;

00ONOMINCHT peuosuHy. THIIEPOa MoHOKanpuiokanpaT Tun 1, Oyrunrigpokcutonyon (E 321);
000JIOHKa KaIlCyJu: KeJIaTWH, TIIIepuH, Boaa ouumieHa, tuTany miokcun (E 171), 3amiza okcun
xoBtuil (E 172), Tpurninepuau cepeHbOro Januora, Jeuutud coesuit (E 322).

Jlikapcbka dgopma. Kancynu m’ski.
OcHosHi izuko-Ximiuni eracmugocmi: BUAOBKEHI HEMPO30pP1 KOBTI M SIKi KEJIIATUHOBI KaIlCyJd, 110
MICTSITh MaCIIIHUCTY YKOBTYBATy PIIUHY.

dapmakoTepaneBTHYHA rpyna. 3acoOW, IO 3aCTOCOBYIOThCA MpU TOOPOSAKICHIM rimepruiasii
nepeaMixypoBoi 3aio3u. [HribiTopu TecrocrepoH-Sa-peaykrasu. Kog ATX G04C B02.

Dapmakono2iuni enracmueocmi.

Dapmarxoouramixa.

Hyracrepun — nOABIHHMUN 1HTIOITOP SO-peayKTasu, Mo rajbMye siK THI 1, Tak i THI 2 i30()epMEHTIB
So-pedykTa3u, SKi BIINOBINAIOTH 3a IEPETBOPEHHS TECTOCTEPOHY Ha S0-AMTIAPOTECTOCTEPOH.
JIMriApoTeCTOCTEpOH — L€ aHJAPOIeH, KWW, y Meplly 4Yepry, BiANOBiAae 3a TinepIuia3ito TKaHUHU
nepeaMiXypoBoi 3amo3u. MakcuManbHe 3MEHIIEHHS JAMTIIPOTECTOCTEPOHY Ha T  HpUioMy
IyTacTepuay 3aleKUTh BiJ J03H 1 crocTepiraerbesa y mepin 1-2 twkui. [licns 1-ro ta 2-ro THXHS
3aCTOCYBAaHHS JyTacTepuay y Ao00oBii 1031 0,5 Mr cepeaHsi KOHIEHTpauis AUTIIPOTECTOCTEPOHY
3MeHIryeTbes Ha 85 1 90 % BiAMOBIAHO.

VY xBopux 13 J0OpOSKICHOIO TiNEpIuIa3i€lo MNepeaMiXypoBoi 3ajo3u, ski orpumyBaiu 0,5 wmr
nyTacTepuay Ha 100y, CepeHE 3HMKEHHS PIBHS IUT1IPOTECTOCTEPOHY CTaHOBUIO 94 % vepe3 1 pik i
93 % — uepe3 2 poKHU JIKyBaHHS, CEpeHIA pPiBEHb TECTOCTEPOHY MiABUIIYBaBcs Ha 19 % uepe3 1 i
4yepes3 2 poKH.

Dapmarokinemuxa.

JlyTactepu] 3aCTOCOBYBATH NMEPOPATILHO Y BUIJISII PO3UMHY Y M SKHX JKEeJTaTUHOBHX Karcynax. Ilicis
npuiiomy pazoBoi 103 0,5 MI MK KOHLIEHTpalii Ipenapary y CUpoBarTLi KpOB1 CIIOCTEPIraeThCsl Yepes
1-3 rogunu. AGcomoTHa 610J0CTYNHICTh CTaHOBUTH 60 % y pa3i 3aCTOCYyBaHHSI IIJISIXOM JIBOTOJAMHHOT
BHYTPILUIHBOBEHHOI 1H(Y31i. B104OCTYHICTE HE 3aJI€KUTh BiJ MPUHOMY TKI.

JyTtactepun micasi OAHOPa30BOro abo 06araTopa3zoBOro MPUHOMY Ma€ BEJIMKUANA 00’€M po3moaury (Bif
300 mo 500 ). BimcoTok 3B’s13yBaHHs 3 OUTKamMu KpoBi — moHax 99,5 %.

IIpu 3actocyBanHi y n0o6oBiit 1031 0,5 Mr 65 % nocTiiiHOI CTilKOi KOHLIEHTpallii JyTacTepuiy B
CHPOBATL KPOBi JocsTaeThes yepe3 1 micaup JaikyBaHHA 1 npubanszHo 90 % — yepes 3 micsui. Criiika
NoCTiifHa KOHLIEHTpALlisl AyTactepuay npuOnu3Ho 40 HI/MJI y CHpOBATIl KPOBI JOCATAETHCS Micis 6
MICSIIIB JIKyBaHHS y 1000Bii 1031 0,5 Mr. Ik 1 y cupoBaTIii KpoBi, CTiliKa KOHLEHTpAIlisl 1yTacTepUIy



y CIM’sIHIN piguHi gocaraeThest yepe3 6 micsmiB. Tlicas 52 THKHIB JTIKyBaHHS cepefHsl KOHIIEHTpaIlis
IyTacTepUy Y CiM’sIHIM piauHI CTaHOBUTH 3,4 Hr/Mi (y Mexax 0,4-14 ar/mir). BizcoTok po3noineHHs
IyTacTepUIy 13 CUPOBATKH KpPOBi 10 ¢iM’sIHOT piHu — nipubnusno 11,5 %.

In vitro myracrepun metabomizyerbesi hepmentamun CYP3A4 nuroxpomy P450 moguam 10 1BOX
MOHOTIPOKCHUIIBHIX META0OJIITIB.

3a JaHMMHU CIIEKTPOMETPUYHOTO aHali3y B CHPOBATI KPOBI JIIOJUHHM BUSBISETHCS HE3MIHEHUH
IyTacTepul, 3 TOJOBHUX MeTaboiTH (4 -TiApokcuyTactepu, 1,2-aurigpoayracTepun i 6- riapoKcu-
ayTactepun) 1 2 Mmanux meradomtu (6,4 -aurigpokcuayractepu i 15- rigpokcuyracTepun).
Jlytactepu iHTEHCUBHO MeTaboJi3yeTbes. [licims nmepopanbHoro npuitomy ayracrepuay y a03i 0,5 mr/
no0y Bin 1 no 15,4 % (y cepenubomy 5.4 %) 3acToCOBaHOI 03U BUBOJIUTHCA 3 (eKaTisIMU Y BUIJISAL
HE3MIHEHOTO JyTacTepuay. Pemira 3acTocoBaHOT 1031 BUBOAUTHCS Y BUTJISIII METAOOITIB.

VY ceul BUSBISIFOTHCS JUIIE CIiau He3MiHeHOro myracrepuny (menme 0,1 % 3acTtocoBanoi 103M).
KinneBuii mepion HamiBBUBEACHHS OyTAaCTEPHIy CTAHOBUTH 3-5 TIKHIB. 3alMIIKU TyTacTEpPHIy Y
CHPOBATII KPOBI MOXKYTh OyTH BUSBJICHI Yepe3 4-6 MICSIIIB Micis 3aKiHYSHHS JIIKYBaHHS.

3a JaHUMU BUBYCHHS (apMaKOKIHETHKH Ta (apMaKOJWHAMIKH, 3MIHIOBATH 03y IyTaCTCPUIY
BIJIMOBIAHO A0 BIKY MAallieHTa HE MOTPiOHO.

BB HEPKOBOI HEZOCTATHOCTI HA (hapMaKOKIHETHKY JyTacTepuay He BuBYain. OHAK MPH MPUHOMI
0,5 Mr myracrepuay i3 cedero y JoAuHU BUBOAUTHCS MeHmie 0,1 % 1o3u, TOMy 3MIHIOBAaTH JI03y
TMalieHTaM 3 HUPKOBOIO HEAOCTATHICTIO HE TIOTPIOHO.

BruB mediHKOBOi HEIOCTATHOCTI HAa (DAapMaKOKIHETHKY MYTACTEpUIy HE BHBYAIM (IUB. PO3ILUIH
«Cmocib 3acTocyBaHHS Ta 103u» Ta «OCOOIUBOCTI 3aCTOCYBAHHS).

besnexa ma kniniuni docnioocenns.

Cepyesa Heoocmamuicmo

VY 4-piyHOMY KJIIHIYHOMY JOCIHIJKEHI 3aCTOCYBAaHHS JYyTacCTepUAY Y MOEIHAHHI 3 TAMCYJIO3UHOM IS
JiKyBaHHSI J0OpOsiKicHOT rimeprasii mepeamixypoBoi 3amo3u y 4844 4YONOBIKIB (JIOCTIIKEHHS
CombAT) wacToTa BUHUKHEHHSI CEpIEBOi HEAOCTATHOCTI (30ipHE MOHATTA) y Tpymi KOMOIHOBaHOT
tepamii (14/1610, 0,9 %) Oyna Bumiow, HiXK y Oynb-aKiil Tpymni MoHOTepamnii gyractepuaoM (4/1623,
0,2 %) abo Tamcyno3unom (10/1611, 0,6 %).

B oxpemomy 4-piuHOMY KJIIHIYHOMY HOPIBHSJIBHOMY JIOCIIKEHHI IUTanebo 3 XiMionpo(diIaKTUKOIO
nytactepusoMm 3 ydacTio 8231 marmienTta BikoMm Big 50 10 75 poOkKiB 3 MOMNEPEIHBO HETATUBHUM
pe3yabTaToM O10TCiT CTOCOBHO paKy MPOCTATH 1 MoYaTkoBUM piBHEM PSA mix 2,5 ur/mi 1 10,0 Hr/mi
y uoinoBikiB Bix 50 nmo 60 pokiB abo 3 Hr/mu i 10,0 Hr/mMa y 4omnoBikiB BikoM BiJ 60 pokiB
(mochimxenass REDUCE) Oyno BCTaHOBIEHO, IO YAacTOTa BUHMKHEHHS CEpLEBOi HEAOCTATHOCTI y
NAIl€eHTIB, sKi npuitmanu ayracrepun 0,5 mr 1 pa3 Ha 100y (30/4105, 0,7 %), BUIIa TOPIBHSAHO 3 TUMHU
namieHTamMu, ski npuitmanu T1otane6o (16/4126, 0.4 %). Y peTpoCHeKTUBHOMY aHali3i IHOTro
JOCIIJDKEHHST TI0Ka3aHa BHUIA YacTOTa CEpPIEeBOI HEIOCTATHOCTI Yy TAIIEHTIB, SIKI TMPUAMAaIH
nyractepu/ 1 anbha-6okarop ogHouyacHo (12/1152, 1,0 %), nopiBHsHO 3 cy0'ekTaMu, K1 NpUitMaiu
nytactepuy 6e3 anbda-omokaropa (18/2953, 0,6 %), nnanebdo 1 anbda-6moxarop (1/1399, < 0,1 %) abo
mnanebo 6e3 ambda-6iaokxaropa (15/2727, 0,6 %). IlpuuuHHOrO 3B’SI3KY MIDK 3aCTOCYBaHHSIM
nytractepuny (okpemo abo y komOiHarii 3 amb(da-OjJokaTopaMH) Ta BHUHHUKHEHHSM CEpIEBOI
HEJIOCTATHOCTI BCTAHOBJICHO He 0yJ10 (UB. po3ais «Oco0IMBOCTI 3aCTOCYBAHHSY).

Paxk nepeomixyposoi 3ano3u i Hu3bK0OUGhepenyiliogani nyxiunu

VY 4-piuHOMY MOPIBHSIIBHOMY JOCHDKACHHI M1anedo Ta JyracTepuay 3 ydacTio 8231 maiieHTa BikoM
Bil 50 m0o 75 pokiB 3 MomeperHbO HEraTUBHUM pe3yJbTaToM Oiorcii CTOCOBHO pPakKy IMpOCTaTH i

noyaTtkoBuM piBHeM PSA mix 2,5 ur/min 1 10,0 ar/mn y vonosikiB Bix 50 no 60 pokiB abo 3 Hr/mi i
2



10,0 ar/min y yonosikiB BikoM Big 60 pokiB (mocmimkenass REDUCE) 6706 cy6’extam Oyiia mpoBeacHa
rojikoBa Oiorcisi mpocTaTu (000B’sA3K0OBa 3a MEPBHHHUM IMPOTOKOJIOM), AaH1 K01 OyJau BUKOPHUCTaHI
IS aHatli3y nTudepeHIitoBaHH 3a mKaitoko [micona. ¥ gocnimkenHi Oyno BusBieHo 1517 mamieHTiB 3
niarHo3oM pak npoctatu. bimpmiicts myxauH npoctatu (70 %), BUSBICHUX 3a JOMOMOTOI0 Oiomcii, B
000X rpynax JIiKyBaHHs, MaJId BUCOKUH piBeHb AudepenuitoBanns (5—6 6ainis 3a mkanoro [icona).
VY rpyni gyractepuiy 3apeectpoBaHo Oinbll BUCOKY dactoty (N = 29, 0,9 %) HusskomudepeHuiiioBa-
Horo paky npoctaru (8—10 6aiB 3a mkanoro [micona) mopiBHsHO 3 Tpymnoro miamne6o (n = 19, 0,6 %)
(p = 0,15). ¥ 1-2-ii poku HOCHIKEHHS KUIbKICTh MAIIEHTIB 3 PakoM NEPEeIMiXypOBOi 3aJI03H 3
mudepenniroBanasaM 8§ — 10 6aiiB 3a mkayoro ['micona y Oyia oJJHaKOBOK y Tpymi ayractepuay (n =
17, 0,5 %) 1 B rpymni mane6o (n = 18, 0,5 %). YV 3—4-it poku 1ociigKeHHs OiIbIIa KUIbKICTh BUMIAAKIB
paky mepenMixypoBoi 3ano3u 3 audepeHmiroBanHaM 8—10 OamiB 3a mkanoro Imicoma Oyna
JiarHOCTOBaHa y rpymi ayracrepuny (n = 12, 0,5 %) mnopiBasHO 3 rpymoto miamnedo (n = 1, < 0,1 %) (p
= 0,0035). Hemae nanux mpo BIUIMB Ha PU3HMK PO3BUTKY PaKy MPOCTATH Y YOJIOBIKIB, SKI IPUHMAIOTH
ayractepu] moHax 4 poku. BilcOTOK mMaImieHTiB 3 MiarHO30M paky MepeiIMiXypoBOi 3al03d 3
mudepenniroBanasaM 8—10 OamiB 3a mkamoro [JicoHa 30epiraBcsi MOCTIMHMM Yy pi3HI Tepioau
nocaimkenns (1-2-i poku, 3—4-ii pokn) y rpyni gyractepuny (0,5 % y KoxeH mepion yacy), y TOi dac
SK y Ipymi 1iane6o BiICOTOK MAIli€HTIB 13 HU3bKOAU(EpeHiiiioBaHUM pakoM mpoctaTtu (8—10 GaiiB 3a
mkanoro ['micona) 6yB HuxkuuM y 3-4-if poku, HiX y 1-2-i1 poku (< 0,1 % 1 0,5 %, BinnoBigHO) (AMB.
po3nin «OcobmuBocTi 3acTocyBaHHs»). He Oyno Hisikoi pi3HMII y 4acTOTI paky HepeaMiXypoBOi
3amo3u 3 audepenititopanasM 7 — 10 6aiiB 3a mkanoro [micona (p = 0,81).

VY 4-piyHOMY KJIIHIYHOMY JTOCIIKEHHI JIKyBaHHS JTOOPOSKICHOI rinepruiasii mepeamixypoBoi 3a1o3u
(CombAT), e nepBUHHUM IIPOTOKOJIOM He Oyio mepeadadeHo 000B’SI3KOBY OI0IICiIO, 1 BCi AiarHO3H
paxy mpocTatu OyJii BCTAHOBJIEHI Ha O10TICIi 32 MOKa3aHHAMM, YaCTOTa PAKy MEPEAMIXYPOBOi 3aJI03H 3
nudepenuiroBanHsaM 8—10 6aniB 3a mkanoro ['micona 6yna (n =8, 0,5 %) - y rpymni nyracrepuny,

(n =11, 0,7 %) — y rpymi Tamcyno3uny ta (n =5, 0,3 %) - y rpymi koMOiHOBaHO{ Teparii.

3B’S30K MDK 3aCTOCYBaHHSM JyTacTEepHIy Ta BHHHKHEHHSM HU3bKOAU(EPEHIIIOBAHOTO paKy
MepeIMiXypOoBOi 327103 3AIHUILIAETHCS HE3 ICOBAHUM.

Paxk epyonoi 3an03u y uonosixis

JIBa  BUNAJOK-KOHTPOJHOBAHI  €MIJIEMIONIOTIUHI  JOCHIKeHHs, onxHe mpoBeneno y  CIIA
(n = 339 BumajakiB paky rpyAHoi 3ai103u 1 n = 6780 y rpyni KOHTpoJt0), a iHme y Benukiit bpuranii
(n= 398 BumaakiB paky MOJIOYHOI 3a103u 1 n = 3930 y rpyni KOHTPOJIIO), HE MOKa3ajdu HISIKOIro
30UIBIIEHHS PU3MKY PO3BUTKY paKky TpYAHOI 3aJ03M y YOJIOBIKIB NP 3aCTOCYBaHHI 1HI1OITOPIB S0-
penykTasu. PesynbraTH mepmioro JOCHIJKEHHS HE BHUSBWIM 3B’SI3KYy 3 pPaKkoOM TPYIHOI 3aJl03H
(BLAHOCHUM PU3MK Yy pa3l 3aCTOCYBaHHS > | pOKy J0 BCTAHOBJIEHHS J1arHO3y paky MOJIOYHOI 3ajl03U
MOPIBHAHO 3 3acTocyBaHHAM < 1 poky: 0,70: 95 % JI1 0,34, 1,45). Y apyromy 10CIHiI>KEHH] BiTHOCHHI
PHU3HK paKy MOJIOYHOI 3aJI03H, MOB'S3aHUM 31 3aCTOCYBaHHSM 1HTIOITOPIB So-pelyKTa3u MOPIBHSHO 3
BIJICYTHICTIO 3acToCyBaHHs, ctanoBuB 1,08: 95 % 11 0,62, 1,87).

[TpyuunHHMN 3B’A30K MIDXK BUMNAJKaMH pPaKy TpYyIHOI 3all03M Yy YOJIOBIKIB Ta JOBrOTPHUBAIUM
3aCTOCYBAaHHSM JyTacTEpUy HE BCTAHOBJIEHO.

Kuiniuni xapakTepucTuKku.

Ilokazannsa.

JIikyBaHHSI CUMIITOMIB CEpEIHBOrO Ta TSKKOIO CTYIEHS JOOpOSKICHOI rimepruiasii nepeiaMixypoBoi
3aJ1034; 3MEHIIEHHS pU3UKY BUHUKHEHHS TOCTPOI 3aTPUMKH Ceul Ta y pa3i HE0OX1JHOCTI XIpypri4yHOro



BTPYYaHHS Yy XBOPHX 13 CHMIITOMaMH CEPEIHBOTO Ta TSKKOTO CTYIEHsI TOOpOSKICHOI Timeprurasii
epeaMiXypoBoOi 3a103H.

Ilpomunokazanuna.

AYTACTEPU-BICTA mnpoTunoka3aHuii XBOPHM i3 MiBHILEHOI YYTJIHMBICTIO O AYTacTEpUIy,
IHIUX 1HT10ITOPIB So-peayKTasu, coi, apaxicy abo IHITUX KOMIIOHEHTIB IIpernapary.
NYTACTEPUI-BICTA He 3acTocoByBaTH IS JIIKYBaHHS JKIHOK 1 JiTeH (AUB. po3Ail «3aCTOCYBaHHS
y TIEpi0J1 BariTHOCTI 200 TOyBaHHS TPYIJIIO»).

AYTACTEPU/-BICTA npoTunoka3zaHuii XBOPHM i3 TSHKKOIO MEUiHKOBOIO HEAOCTATHICTIO.

B3aemooia 3 inwumu nikapcoKumu 3acodamu ma iHuii 6UOU 63acMO0Ill.

Iadopmarito monao 3umwkeHHs piBHIB PSA (IIpocraT-cnienudiunuii aHTUTEH) y CHUPOBATI KPOBI Mix
yac JIIKyBaHHS JYTacCTEPHIOM, a TaKOX 1H(OpMaIliI0 1010 BUSBICHHS paKy MPOCTaTH IUB. Y PO3IiIi
«Oco0IMBOCTI 3aCTOCYBAHHSY.

Bnaue inwux nikapcokux 3aco0ie na hapmaxoxinemuxy oymacmepuoy

3acmocysanns pazom 3 incioimopamu CYP3A4 ma/abo P-enikonpomeiny.

Jlyractepu/ nepeBakKHO BUBOJHMTHCS LUIIXOM Meraboiizmy. JlocmimpkeHHs N Vitro mokasyroTb, 110
karamizaropamu Metabomnizmy € CYP3A4 i CYP3AS. Odimiitaux 10cimipkeHb B3aeMOIii 3 aKTHBHUMH
iridiTopamu CYP3A4 ne mpoBomwnu. Ilpore y momynmsmiiHOMYy MOCTiKeHHI (hapMaKOKiHETHKH
KOHIIEHTpAIIIi JyTacTepu Iy B CHPOBATIII KPOBi Oyiu B cepenabomy B 1,6—1,8 pa3 BUITUMU Yy HEBEITHKOL
KUIBKOCTI TUX TMAlli€HTIB, fKi OJHOYACHO JIIKYBalUCS BepamamilioM abo auiriazeMoM (MOMipHi
iribitopu CYP3A4 ta inribitopu P-riikonpoTteiny), HiXk B 1HIIUX MAIi€HTIB.

3a JaHUMU JOCHIPKEHHS KIIPEHC IyTacTepu]ly 3MEHLIYETbCS IPH OJHOYACHOMY 3aCTOCYBaHHI 3
inridiropamu CYP3A4 Bepamaminom (37 %) i1 auntiazemom (44 %). Paszom 3 TuM, KiipeHc
JIyTacCTepUy HE 3MEHIIYETHCS MPH 3aCTOCYBaHHI 3 aMJIOJUITIHOM, 1HIIIMM aHTaroHIiCTOM KaJbI[IEBUX
KaHaJIbIIIB.

Ockinbku nmyractepun Metabomizyerbes i3opepmenTom CYP3A4, koHueHTpalis ayracTepuay y
CHUpOBaTIi KpOBI MOxe 30uiblIyBatucs y pasi HasBHOCTI 1HriOiTopiB CYP3A4. JloBroctpokose
npusHaueHHa npenapary JYTACTEPU-BICTA 3 npenaparamu, $iKi € CUJIBHUMH I1HTiI0ITOpaMu
¢depmenty CYP3A4 (Takum sk pUTOHaBip, 1HAMHABIp, He(de3azoH, ITPAKOHA30J, KETOKOHA30J], SKi
BBOJIMJIM TIEpOPANIbHO), MOXE MPU3BOAMTU 1O 301IbIIEHHS KOHLEHTpauii ayracrepuny. lloganbiie
1Hri0yBaHHS So-peyKTasu MpH 30UIbLIEHHI TPUBAJIOCTI il AyTacTepUay € MaJOMMOBIpHUM. Aje
MOJKJIMBE 3MEHIIIEHHS YaCTOTH BBEJCHHA 103 JAyTacTepuay y pas3i po3BUTKY MoOiuHuX edekTiB. Crifg
BIJI3HAYUTH, L0 Yy pa3l MPUTHIYEHHS aKTUBHOCTI ()EPMEHTY JIOBIMH IEpioJl HaIlliBBUBEACHHS MOXKeE
CTaTH 11l TOBIIMM 1 CYIYTHS Teparmis MOXe y TAKOMY BHUIAJIKy TPUBATH MOHaA 6 MICSIIB O TOTO, SIK
OyJie JOCATHYTO HOBOI PIBHOBa)KHO1 KOHIIEHTpAITIi.

In vitro nayracrepun He wMertabomizyerbes CYP1A2, CYP2A6, CYP2E1l, CYP2C8, CYP2CY9,
CYP2C19, CYP2B6 ta CYP2D6-i30pepmentamu cucremu nuroxpomy P450 y mroannu.

Bnnue oymacmepudy na ¢papmarxoxinemuxy iHuwux 1ikapcoKux 3acooieg

Jlytactepun He BIUIMBae Ha (apMakOKiHETHKY BapdapuHy abo nurokcuny. lle Bkazye Ha Te, 110
aytactepu] He 1HriOye/He iHAykye akTtuBHICTH ¢epmenty CYP2C9 aGo P-rumikonpoteiny-

nepeHocHuka. Jlani gocmipkeHb B3aemojii IN Vitro BKa3yloTh Ha Te, MO AyTacTEpU] HE IiHTiIOye
depmentu CYPLA2, CYP2D6, CYP2C9, CYP2C19 abo CYP3AA4.



VY neBenukoMy nociimkeHHi (N=24) TpuBajicTiO 2 THXKHI 3 YY9aCTIO 3JJOPOBUX YOJIOBIKIB TyTacTePHI
(0,5 mr ma no0y) He BIUIMBaB Ha (apMAKOKIHETHKY TaMCYJIO3MHY a0 Tepa3o3uHy. Y I[bOMY
JOCIIIKEHH] TaKOX He OyJI0 BUABIICHO O3HAK (papMaKoJMHAMIYHOI B3a€MOJIII.

Jlocmipkenuss in - Vitro  mokasanu, 10 AyTacTepu] HE BHTICHSAE Bap(apuH, almeHOKyMapoJl,
¢dbennpokymorn, miazernam abo (eHiToiH 31 3B’SA3Ky 3 OUIKaMU IUIa3MH, SIK 1 1[I KOMIIOHEHTH HeE
3aMIlIyIOTh JyTacTepul. BuBYamm B3aeMOIil0 IyTacTepuay 3 TaMCYJIO3MHOM, TEpa3OLUHOM,
Bap(dapuHOM, JUTOKCHMHOM 1 XojectupaminoMm. KiiHIYHO 3Hauymioi B3aemojii BHUSBICHO HE OyIio.
3acrocyBanHs 12 T xonectupaMmiHy 4depe3 | roaumHy Mmicisl 3aCTOCYBaHHS OJHOPA30BOi 03U 5 Mr
JAyTacTepHy HE BILUTUBAJIO HA ()apMaKOKIHETHKY TIyTaCTEPUY.

Xova cnenu}iuHUX MOCTIPKeHb 3 BHUBUEHHS B3a€MOIi 3 IHIIUMH IIpermapataMd HE IPOBOIWIIH,
6mu3pko 90 % ycix MamieHTiB MiJ Yac KIIHIYHUX JOCTI/DKEHb AyTacTepUIy OTPUMYBAIU W iHIII
Jmikapcbki 3acobu. Hiskux KIIHIYHO 3HAYyIIMX MOOIYHMX peakuid He Oyno BiJ3HAYEHO TNpHU
OJTHOYACHOMY 3aCTOCYBaHHI JyTacTepHIly 3 aHTUTINEPIiNiJeMiYHIMH TpenapaTaMu, 3 iHribiTopamu
aHT10TEH3WHIIEPETBOPIOBAIBHOTO (pepMeHTy, OeTa-aapeHoOIoKaTopaMu, OIOoKaTOpamMH KalbI[IEBHX
KaHaiB, KOPTHUKOCTEPOIiaMH, JIiypeTUKaMH, HECTCPOIMHUMH MPOTH3AMAIPHIUMU TpenapaTamu,
iHribitopamu docdoaiectepasu Tuiy V Ta XiHOTIHOBUMU aHTUO10THKAMHU.

Ocoonueocmi 3acmocyéanns.
I100iyHi peakuii 3 OOKY CeplLeBO-CYIMHHOI CUCTEMHU

KoMm0iHoBaHy Tepamito MOKHA TPH3HAYATH TICIS PETENBHOI OIIHKA KOPHCTI/PU3HUKY Yy 3B’S3KY 3
MOTEHI[IHUM IiIBUIIEHHSAM PU3HUKY IMOOIYHUX PEaKiii (BKIIIOYAI0UM CEPIIEBY HEIOCTATHICTD) 1 MiCis
pO3MIISIly albTEPHATUBHUX BapiaHTIB Teparii, BKIIOYAOYM MOHOTepamito (auB. po3ain «Cmocid
3aCTOCYBAHHS Ta J1031»).

3a naHuMU 4-pidYHUX KIIIHIYHHUX JOCTIIKEHb, YaCTOTa BUHUKHEHHS CEpPILIEBOI HEOCTATHOCTI (301pHUI
TEpPMIH JJi BCiX MOB1IOMJICHB, [IEPEBAXKHO MEPBUHHOI CEPIIEBOI HEJOCTATHOCTI Ta 3aCTIMHOI CepIeBOi
HEJO0CTaTHOCT1) Oysa BUIIOI cepell Malli€HTIiB, AKi JIKyBalucs KOMOIHAIIEO ayTacTepuay 3 aibda-
OJI0KaTOPOM, TOJIOBHUM YHMHOM TaMCYJIO3WHOM, MOPIBHSHO 3 MalliEHTaMH, SIKI HE OTPUMYBAIH TaKol
KoMOiHarii. 3a JaHUMU IIUX IBOX JOCTIHPKEHb 4acTOTa CEPIIeBOI HEIOCTATHOCTI OyJia HU3bKOIO

(£ 1 %) Ta BapiaGenbHOW0 Y MeXaX IHMX JOCTIKEeHb. J{ucipomnopiiii y 4acToTi BAUHUKHEHHS CepIIeBO-
CyIMHHUX TMOOIYHUX SIBHI HEMAae B JKOJAHOMY 3 JOCHIKeHb. [IpUuMHHOTO 3B’A3KYy MIXK
3aCTOCYBaHHSIM JyTactepunly (okpemo abo y komOiHarlii 3 anbda-0i0kaTropamMu) Ta BUHUKHEHHSIM
CepleBOl HEIOCTATHOCTI BCTAHOBIIEHO He OyIo («PapMakoIoriuHi BIACTHBOCTI).

IIpoBeneno Meta-aHaniz 12 paHAOMI30BaHUX, IUIALE00-KOHTPOIBOBAHUX a00 MOPIBHSUIBHUX
KIIHIYHUX AocaimkeHs (n = 18802), B sKOMy OIIHIOBAJIM PU3UK PO3BUTKY MOOIYHUX peakilid 3 OOKy
CepLEeBO-CYJAMHHOT CUCTEMH NPH 3aCTOCYBaHHI AyTacTepuay (MOPiBHIHO 3 KOHTPOJIBbHOIO Ipymnoro). He
OyJ1I0 BCTaHOBJIEHO CTIMKOTO CTaTUCTHMYHO 3HAYYHIOTO 301JIBIIEHHS PU3UKY CEpLEBOi HEJAOCTaTHOCTI
(RR 1,05; 95 % AI 0,71, 1,57), roctporo indapkry miokapaa (RR 1,00; 95 % I 0,77, 1,30) a6o
iacynbty (RR 1,205 95 % M1 0,88, 1,64).

BruB Ha npocraTocnenudiunmii anturer (PSA)

Konnenrpauis npocratocnenudiysoro anturena (PSA) € BaXJIMBUM KOMIOHEHTOM CKPHUHIHTOBOTO
Ipolecy JUIsl BUSBICHHS paKy MepeMiXypoBOi 3aJI03H.

AYTACTEPU/-BICTA 3aatHuil 3HHKyBaTH piBeHb CUPOBAaTKOBOro PSA y maiieHTIB y cepeaHbOMY
npuOm3HO Ha 50 % depe3 6 MICAIIB JIIKyBaHHS.




[Tamientn, sxi npwuitmatoTe Jikapcbkuit 3aci6 JIYTACTEPUJI-BICTA, mnoBuHHI MaTh HOBUH
MMOYaTKOBUH piBeHb PSA, BCTaHOBJICHUH Yepe3 6 MICSIIIB MICHs JIIKyBaHHS UM MpPErapaToM. 3roJIoM
11eil piBeHb PEKOMEHAYETHCS MEPEBIPATH perynsapHo. bynp-ske minTBeppkene 30inbmeHHs piBHs PSA
BiJl HaifHWx4oro piBHsA mix uac 3actocyBanHs npemnapatry AYTACTEPUJ-BICTA wmoxe Oytu
CBIIYCHHSM HAsABHOCTI paKy NEpeAMiXypoBOi 3ao3u ab0o HENOTPUMAHHSA PEXUMY JIIKYBaHHS
nikapcekuM 3acobom JAYTACTEPU/I-BICTA i mnorpeGye peTenbHOr0 BHUBYEHHS, HABITh SKIIO
MOKa3HUKH PSA 3HaxomsThCs y MeEKax HOPMH Y YOJIOBIKIB, SIKI HE JIKyBaJuCh 1HTiOITOpamMu
Sa-penykraszu. Ilpm inTepmperanii mnoka3sHukiB PSA y XBopHuX, SKi JIKYIOThCS IpernaparoM
AYTACTEPU/-BICTA, cnix 3BakaT Ha monepeani mokasHuku PSA i mopiBHSIHHS.

3acrocyBanns snikapcbkoro 3aco0y IYTACTEPU/-BICTA He BiinBae Ha BUKOpUCTaHHS piBHS PSA
JUTSL TIAaTHOCTUKH PaKy MEepeIMiXypoBOi 31031 IicIsl BCTAHOBJIEHHS HOT0 HOBOT'O IMMOYaTKOBOTO PiBHSI.
3aranpHUil piBeHb CHPOBATKOBOr0 PSA moBepTaeTbcs 10 MOYATKOBOTO PIBHSA MPOTATOM 6 MICSIIB
TICIIsT TPUITMHEHHS JIIKYBaHHSI.

CriBBimHOIIEHHS X BiUTbHOro PSA 1 3arampHoro piBHs PSA 3anmmiaeTscs cTaliuM HaBIThH Tij Yac
nikyBanHs mnpernapatom JYTACTEPUI-BICTA. Tomy sKmo i XBOpPOro, SKUH NpuUiMae
AYTACTEPU-BICTY, nikap BUpIIINTh BUKOPUCTATH SIK BUSHAUEHHS paKy MepeAMiXypoBOi 371031
BiJICOTOK BiIbHOTO PSA, KOpHUTryBaHHS Or0 3HAUYEHHSI TPOBOJAUTH HE TIOTPIOHO.

[lepen mowyaTkoM Kypcy JIKYBaHHS JyTAaCTEPUIOM Ta MEPIOAWYHO TiJ Yac JIKYBaHHS IOTPiOHO
MIPOBOJIUTH TANbLEBE pPEKTAIbHE OOCTEKEHHS Ialli€HTa, a TaKOXK BUKOPUCTOBYBATH IHIII METOIU
BUSIBJICHHS PAKy IEPEIMiXypOBOi 3aJI03H.

Pak mepeamixypoBoi 3alio3W Ta MYyXJIWHU BHUCOKOTO CTyIEHs Trpajaiii 3a [JicoHOM (HU3bKO-
andepeHiiioBaHi)

VY xonai 4-piuHOrO KIIHIYHOTO HOCHiKeHHS 3 ydacTio > 8000 wonoBikiB BikoM Big 50 mo 75 pokiB 3
MOTICPEAHIMI HETaTUBHUMHU pe3yJabTaTaMH OIOICIT CTOCOBHO paKy IMEpeIMiXypoBOi 3aJI03W Ta
moyatkoBuM piBHeM PSA wmix 2,5 mr/ma ta 10,0 ar/mn (mocmimkenas REDUCE) y 1517 oys
TIarHOCTOBAHWW paK TepeaMiXypoBoi 3aio3u. YacToTa BHITAIKIB pakKy NEPeaMiXypoBOi 3aJI03H
(8-10 3a mikanoro I'imicona) y rpymi maiieHTiB, sKi JikyBajucs myracrepuaom (n=29, 09 %), Oyna
BHUIIOI0 TIOPIBHSHO 3 TPYIOI0, 1110 oOTpuMyBana riamnedo (n=19, 06 %). 361i1bleHHS YaCTOTH BUIIAIKIB
paky mepeaMixypoBoi 3anmo3u 3a Imkanor [micona 5-6 ta 7-10 He cmocrtepiranocs. [IpuunHHOTO
B3a€MO3B’SI3Ky MIX 3aCTOCYBAaHHIM JyTacTepPHUly Ta BACOKHMH CTaisIMHU paKy IepeaMiXypoBoOi 3aJ103U
BCTaHOBJIIEHO He Oyno. KiliHiuHe 3Ha4yeHHs 4YHCIOBOi JucHponopiiii HeBimome. YoJoBIKiIB, SKi
nikytoteest JikapcbkuMm 3acobom JIYTACTEPU/I-BICTA, HeoOXigHO peryiaspHO NEpeBipATH Yy
3B’SI3KY 3 PU3MKOM paKy MepeaAMiXypoBoi 3aJ1031, BKIIOYalOYH BU3HaUeHH PSA.

Y nomaTkoBOMY TOCHTIJIOBHOMY JIBOPIYHOMY JOCTI/DKEHHI 3 MallieHTamMH, sKi Opajiu yd4acTh y
JOCHIJDKEHHI 13 3aCTOCYBAaHHSAM JAyTacTepuay B SKOCTI XIMIYHOI NpOITaKTHKH (JOCHIKEHHS
REDUCE), Oyna BcTaHOBJIEHa HM3bKa YaCTOTa HOBHUX BMIIQJIKIB paKy HepeAMiXypoBoi 3ajo3u (Tpyna
nyractepuny [n=14, 1,2 %]) Ta rpyna miane6o [n=7, 0,7 %]) 3 BiACYTHICTIO HOBHX 1IeHTHU(1KOBAHUX
BUIIQ/IKIB paKy NepeaMixypoBoi 3a03u 3 audepenuitoBanHsam 8-10 Gani 3a mxkanoro [icoHa.
JoBroTpuBasne mociizoBHE (10 18 pOKiB) CIIOCTEPEKEHHS MAIIEHTIB 3 KIIHIYHOTO JOCIIIKEHHS 13
3aCTOCYBAaHHSAM 1HIIOTO 1HT10iTOpa So-penykrasu (piHacTepuay) B AKOCTI XIMIYHOI NPOUIAKTHKU HE
MOKAa3aJ0 CTATUCTHUYHO 3HAYYIIOi PI3HULI MDK TpynaMu (QiHacTepuay Ta Iuanedo y dYacToTax
3aranbHOro BrkuBaHHA (HR 1,02, 95 % I 0,97-1,08) abo BM>KMBaHHS MiCJiA J11arHOCTYBaHHS PaKy
nepeamixyposoi 3amo3u (HR 1,01, 95 % 11 0,85-1,20).

Pak rpyasoi 3a51031




[ToBimomitsii PO PiAKICHI BUTIAJKUA PaKy IPYAHOI 3271031 Y YOJIOBIKIB MiJ] 9ac KITHIYHUX JAOCTIHKCHb
Ta y TIOCTMapKeTHHroBuid mepioa. [Ilpu mpoMy emigeMionoridyHi JOCHIKEHHS BKa3ylOTh Ha
BIJICYTHICTh MiJABHILEHHS PH3UKY PO3BUTKY paKy TIpyIHOI 3aJl03M Yy YOJIOBIKIB IPH 3aCTOCYBaHHI
iHTi0iTOpIB S0-peaykrasu. llamieHTH MOBUHHI HETaiHO MOBIJOMIISITH MPO OYAb-AKi 3MIHM y TKaHWHI
IpyIHOI 3371031, HAIIPHUKJIA BUIUICHHS 13 COCKa a00 MPUITYXJIICTh.

HerepmeruyHi karcyin

Hytactepun abcopOyeThcss dYepe3 MIKipy, TOMY JKIHKM Ta JITH MalTh YHUKATH KOHTaKTy 3
HETepPMETUYHUMH Karcylamu. SIKIo piiHa 3 Karcyiiu MoTpanuia Ha MKIipy, ii Clij HeralHO 3MHUTH
BOJIOIO 3 MHJIOM.

[leyiHKOBa HEJIOCTATHICTh

BB nediHkoBOi HEOCTaTHOCTI Ha (PapMAaKOKIHETHKY IyTacTepuay He BUBYAIHM. Yepe3 akTUBHUI
MeTaboi3M ayTacTepuy Ta 3-5- TH)KHEBUH Mepio]] HOro HamiBBUBEICHHS JIIKYBaHHS TyTaCTEPUIOM
MAIIEHTIB 3 JIETKOK a00 CepeHBhOI0 MEUIHKOBOK HEJOCTATHICTIO CIiJI MPOBOJAUTH 3 00EPEKHICTIO
(muB. posmimum  «Cnoci® 3actocyBaHHs Ta go3m», «lIporumokazanus», «PapMakoyoriyHi
BJIACTHUBOCTI»).

3acmocysanns y nepiod eacimuocmi abo 200y8anHsa 2pyooro.

DepmunvHicme.

[loBimomisiM MpO BUNAAKM BIUIMBY AyTacTepUIy Ha XapaKTEPUCTUKU EAKYIATY (3MEHIIEHHS
KUTBKOCTI CLIEpMATO301/1iB, 00'€MY €SKYJSATY Ta PyXOMOCTI CIIEpMAaTO30iiB) Y 3/I0pOBUX YOJIOBiKiB. He
BHUKJIFOUCHUH PU3UK 3HWKCHHS YOJIOBIYOi (DepPTHIILHOCTI.

Bacimnicme.

JlyracTepu MpOTUITOKA3aHHUH JISI JIIKYBaHHS KIHOK.

Sk 1 iHm iHrIOGITOPH So-pelyKTa3u, AyTacTepuj MEPelIKOIKaE IMEePEeTBOPEHHIO TECTOCTEPOHY Y
JUTIAPOTECTOCTEPOH, IO MOXKE TIajJbMyBaTH pO3BUTOK 30BHIIIHIX CTaTeBUX OpraHiB y IUIOAA
4osoBiuoi ctaTi. He3HauHy KiNbKICTh OyTacTepunay Oylo BHSBIEHO B €AKYJNATI CyO’ €KTiB, sKi
npuiiManu 0,5 Mr npyractepuay Ha n00y. HeBimomo, uM BmiMBae AyTacTepu[, L0 HOTPANUB A0
OpraHi3My >KIHKH 3 CIM’SIM YOJIOBIKa, SIKMH JIIKYEThCS TyTaCTEPUJIOM, Ha IUIJI YOJIOBIUOi cTaTi (e
PHU3UK € HAllBUIIMM MPOTATOM NEPIINX 16 THKHIB BariTHOCTI).

Sk 1 y pa3l 3acTOCyBaHHS IHIIMX 1HTIOITOPIB Sa-penyKTa3H, PEKOMEHIYEThCS KOPHUCTYBATHCS
Mpe3epBaTUBaMU, SIKIIO MapTHEpKa MallieHTa BariTHa ab0 MOTEHIIIHHO MOXE 3aBariTHITHU, 3 METOIO
3ano0iraHHs NOTPAIUISIHHSA CiM s 10 OpraHi3My *KIiHKH.

T'ooysanns epyooio.

HeBinomo, un npoHUKae AyTacTepu y IpyAHE MOJIOKO JKIHKH.

30amuicms enauseamu Ha WEUOKICMb peaxyii npu KepysaHHi asmompamcnopmom ado [HWUMU
MexauizMamu.

3 ormsany Ha (apMakoKiHETHYHI Ta (papMakoIWHAMIYHI BJIACTMBOCTI JyTacTepU]l HE BIUIMBAE Ha
3/IaTHICTh KEPYBATH aBTOMOOLJIEM Ta IHIIMMHU MEXaHI3MaMH.

Cnoci6 3acmocysannsa ma 0o3u.

[Ipenapat dyractepun-BicTa MoXHa MpU3HAYaTH caMOCTiHHO abo y koMOiHaii 3 ajabda-010kaTopom
tamcyno3uHoM (0,4 mr).

Jlopoci 40IoBiKH (BKIIFOUAIOYH XBOPHX JITHEOTO BiKY)




PexomennoBanorw 103010 sikapcekoro 3acody yracrepun-Bicta € 1 kamncyna (0,5 mr) Ha 100y st
nepopajgbHOTO npuiiomMy. Karcymy citiji KoBTaTH LI, HE BIIKPUBATH Ta HE PO3YKOBYBATH, OCKUTEKH
IIPU KOHTAKTI 3 BMICTOM KaICyJIM MOJIMBE MOPAa3HEHHS CIM30BOi 0OOJIOHKU POTa Ta IIIOTKH.
Hytacrepun-Bicta MoxHa mpuiiMaTH HE3aJIEXKHO Bifl IPHIHOMY TXKI.

Hes3Baxarouu Ha Te, 10 NOJETIICHHS BiJ MPUIOMY IpenapaTy MOXe CIOCTepiraTucs Ha paHHii cTaii,
s 00’€KTUBHOI OLIHKM €(QEeKTHBHOCTI il Mpenapary JIKyBaHHS CIiJ MPOAOBXKYBAaTH HE MEHIIE
6 MICHALIB.

HwupkoBa HesrocTaTHICTD

®dapMaKOKIHETUKY yTaCTEpUAY y XBOPHUX i3 HHUPKOBOK HEJOCTATHICTIO HE BUBYAIM, TOMY CIia 3
00epeXHICTIO MMPU3HAYATH XBOPHM 13 TSHKKOI HUPKOBOKO HEJTOCTATHICTIO.
[TedyiHKOBAa HEIOCTATHICTh

®apMaKOKIHETUKY AYTacTepHIly y HAIi€HTIB 13 MEYIHKOBOIO HEJOCTATHICTIO HE BUBYAIH, TOMY 3
00EpEKHICTIO CIiJI 3aCTOCOBYBAaTH TpPH JIETKIM Ta MOMIpHIA MEYIHKOBIA HETOCTATHOCTI. XBOpUM i3
TSDKKOIO TI€YIHKOBOIO HEAOCTATHICTIO Mpenapar MpOTHIIOKA3aHUH.

Himu.

3aCTOC}/BaHHH IMPOTUIIOKA3aHO.

Ilepeoosysanns.

3a JaHWUMM KITIHIYHUX JOCTIDKEHb, Y TOOpPOBOJNBINIB pa3oBi 0o3u myracrepuny 1m0 40 mr/moOy
(y 80 pa3iB BwIIl 32 TEPANICBTUYHI) IPOTATOM 7 JHIB HE BUKIMKAIHM 3aHETIOKOEHD 3 OTJISIY Ha Oe3MeKy
ix 3actocyBanHs. [lin yac KIIHIYHUX JOCHTIKEHb 3aCTOCOBYBAIM JIO3HM AYTacCTepUIy 1O 5 Mr/mo0y
npoTsiroM 6 MicsiB 0e3 TOsSBU JIOJATKOBHX IOOIYHMX peakiiii MOpIBHAHO 3 3aCTOCYBaHHSM
nyractepuny y nosax 0,5 Mr/go0y.

CrnenudiuHoro aHTHAOTY HEMae, TOMY VY pa3i MOXJIHMBOIO MEPEAO3YBaHHS IPOBOIAUTHCS
CHUMIITOMATHUYHA Ta MIATPUMYIOYA Teparis.

Io6iuni peakuii.
MoHoTepamis IyTacTEPUIOM

[Mpubmzno y 19 % 3 2167 mnamieHTiB, sAKi NpUAMaTu JIyTacTepu] Yy JBOPIYHHX TuIane0o-
KOHTPOJIbOBAHUX JociikeHHsIX ¢(a3u III, mpoTsrom mepuioro poky JiKyBaHHS BUHHUKIM IMOO1YHI
peakii. binbmicTs HeOaXaHUX SBHUIL, 110 CIOCTepiranucs, Oyau jerkoi abo MOMIPHOI TSXKKOCTI Ta
BpaKaJIl PENpOAYKTHUBHY cucTeMy. [IpoTsAroM HacTymHUX 2 pOKIB Yy BIAKPUTHUX PO3LIMPEHUX
JOCIIJKEHHAX He OyJ10 BUSBIICHO JKOHUX 3MiH y Ipodini MOOIYHUX SBUIIL.

VYV rtabmuui 1 HaBeneHo HeOakaHi peaklii, BHUSBJIEHI NPOTITOM KOHTPOJIbOBAHUX KIIHIYHUX
BUNPOOYBaHb Ta y MEPioJ1 MICISIpEECTpalliftHOTO 3acTocyBaHHs. HaBeneHi HebakaH1 SBUIIA, BUSBIICH]
MPOTATOM KJIIHIYHUX BUIIPOOYBaHb, SIKi, HA IYMKY JOCIIAHUKIB, OyJU MOB’s3aH1 3 MPUHOMOM JIKiB (3
4acTOTO0 OlbIle a6o piBHOIO 1 %), 3 OLIBIIOI0 YACTOTOIO CIOCTEPIraintcs y Mali€HTiB, K1 NpuiManu
IyTacTepu[, TMOPIBHAHO 3 Ianebo MpoTIroM TMEpIIoro pokKy JiKyBaHHA. HebOakani sBuiia,
3adikCoBaHl y TIepioa TMICIASPEECTPALIMHOTO 3aCTOCYBaHHs, OyiMM BHSIBICHI Yy CIIOHTAaHHUX
HicIApeecTpalifHUX 3BiTaX, TOMY CIPABXHA iX 4aCTOTa HEBiAOMA.

Knacudikamist yactoru: ayxke vacro (> 1/10), gacto (= 1/100 mo <1/10), mewacro (Bix 1/1000 mo
1/100), piako (Bim 1/10000 mo 1/1000) ), nyxe piako (<1/10000), gyactoTa HeBigOMa (HEMOXKIIMBO
OIIHUTH 3 HASBHUX JIAHUX ).



Taomums 1

Cucrema [ToGiuna peakuis YacTroTra 3aXBOPIOBaHHS 32 JaHUMH KIIIHIYHUX
OpraHiB JOCTIIKEeHb
Yacrora 3axBoproBanHs | Yactora
npotsrom 1 poxky 3aXBOPIOBAHHS
nikyBaHHS (n=2167) MPOTATOM 2 POKY
nikyBaHHs (n=1744)
3 Ooky IMHOTCHHiH* 6,0 % 1,7%
pENpoOayKTUB- | 3MiHEHE (3HUKCHE) 3,7% 0,6 %
HOI cucTeMu Ta | mibigo *
MOJIOYHUX Poznamu esxymsimii * 1,8 % 0,5%
3aJ103 3axBOpIOBaHHS 1,3% 1,3%
MOJIOYHOT 3251031
O1iHKa 3aXBOPIOBAHOCTI 32 MMOCTPEECTPALIHHIMHU
3 Ooky Aneprivni peaxiiii, JTAaHUMU
IMyHHOI BKJIFOYAIOYH BUCHII, YacroTa HeBitoMa
CUCTEMHU CBEpOK, KPOUBSHKY,
JIOKaJi30BaHUN HaOPsIK
Ta aHTIOHEBPOTHYHUI
HaOpsK
ITcuxiyui Jenpecist Yacrora HEeBigOMAa
posnaau
3 Ooky mKipu | Anonenis (Hacammepen Heuacto
Ta MAMKIPHOT | BTpaTa BOJOCCS Ha TiJi),
KIJIITKOBUHU rinepTpuxo3
3 Ooky Tectuxynspuuii 6116 Ta YacroTa HeBitoMa
PENpPOAYKTUB- | HaOPSIK
HOI CUCTEMHU Ta
MOJIOYHHX
3aJ103

* TloOiyHi peaxuii, MOB’S3aHI 3 MOPYLIEHHSAM CTAaTe€BOl (YHKII, acCOLIIOIOTHCA 3 JIIKYBAHHAM
TyTacTepuJoM (BKJIIOUAIOUM MOHOTEpAIii0 Ta KOMOIHaIi0 3 Tamcylo3uHoM). LI mobiuni peakii
MO>KYTh TPUBATH MICJI IPUNMHEHHS JiKyBaHHs. BIuinB qyractepuy Ha iX TpUBAIICTh HEBIIOMUA.

" BKiTI0Ya€e 3MEHIIEHHS 06’ €My CIIEPMH.

+ BkJ1r04arouu 4yTIaUBICT Ta 301IbIIEHHS TPy IeH.

Komb6iHoBaHa Teparist (qyTacTepus + TaMCYJIO3HH)

Hani 4-piunoro pocmimkeHHss CombAT, y skoMmy mopiBHIOBaBcs mnpuiiom nayracrepuny 0,5 wmr
(n =1 623) ta Tamcyno3uny 0,4 mr (n = 1611) 1 pa3 Ha 100y okpemo Ta B kombiHauii (n = 1610),
MoKa3aJiy, 10 YacToTa MOOIYHMX SIBUIL, CIPUUYMHEHHUX MPUAOMOM IIpenapariB, MPOTATOM IEPIIOTo,
JPYroro, TPEThbOro Ta YeTBEPTOro POKY JIIKYBaHHS BIANOBIAHO cTaHoBUiIA 22 %, 6 %, 4 % 1 2 % nns
KOMOiIHOBaHOI Teparmii ayractepuaom/Tamcynosunom, 15 %, 6 %, 3 % 1 2 % nns mMoHOTeparii
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ayractepunaoM, a Takox 13 %, 5 %, 2 % 1 2 % s MoHoTeparii TaMcyJa03uHOM. binbina gacrora
BHUHUKHEHHS MOOIYHMX pEeaKkIlidi y rpymi KOMOIHOBaHOI Tepamii MpOTATOM MEPIIOro POKY JIIKYBaHHS
OyIia 3yMOBJIeHa OUIBII BUCOKOIO YaCTOTOIO MOPYIIEHb PENPOIYKTHUBHOI CHCTEMH, 30KpeMa MOpYyIIEHb
eSAKYJIAIIT, 0 CIIOCTepiraivcs B Mil TpyIi.

[Ipotsrom mepioro poky JikyBaHHS y gociimkenHi CombAT 3a3HaueHi HKYe TOOIYHI peakiii, ki,
Ha JYMKYy JOCIiJHHUKIB, TOB’S3aHI 3 MPUAOMOM IpenapaTiB, Oyau 3apeecTpoBaHi 3 YacTOTOIO,
O1nb11010 200 piBHOIO 1 %; YacTOTa BUHUKHEHHS LIUX PEaKIliii mpoTsAroM 4 pokiB JIIKyBaHHS HaBe/IeHA

B Ta0wmI 2.
Tabmmms 2
Kiac cucremu [To6iunHa peakiris YacToTa BUHUKHEHHSI IPOTATOM JIIKYBaHHS
OpraHiB 1-ro poky 2-TO POKY 3-ro poKy 4-ro poky
Kombinanis® (n) (n=1610) | (n=1428) | (n=1283) | (n=1200)
Jyracrepun (n=1623) | (h=1464) | (n=1325) | (n=1200)
Tamcyno3un (n=1611) |(n=1468) |(n=1281) | (n=1112)
3 6oky IMHOTCHI_Ii}Ib
PENpPOAYKTUBHOT Kom6inarris® 6,3% 1,8 % 0,9 % 0,4 %
CHCTEMH Ta HyracTtepun 51 % 1,6 % 0,6 % 0,3%
MOJIOYHHX 3aJI03 Tamcynosun 3,3% 1,0% 0,6 % 1,1%
3miHa
(3HMIKEHHS) ni6igo”
Kom6inarris® 53% 0,8% 0,2 % 0%
Hytactepun 3,8% 1% 0,2 % 0%
Tamcyno3un 25% 0,7% 0,2% <0,1%
[TopymieHHsT €Ky
o 9% 1% 0,5 % <0,1 %
Kom6inarris® 1,5% 0,5 % 0,2 % 0,3 %
Hytactepun 2, 7% 0,5% 0,2 % 0,3 %
Tamcyno3un
Posznagu rpyanoi
3a03u° 2,1 % 0,8 % 0,9 % 0,6 %
Kombinamis® 1,7% 12% 0,5% 0,7%
HyracTtepun 0,8 % 0,4 % 0,2% 0%
Tamcyno3un
3 OoKy cepiist CeprieBa
He,I[OCTaTHiCTBd 0,2% 0,4 % 0,2 % 0,2 %
Komb6inaris® <0,1% 0,1% <0,1 % 0%
Jlyractepun <0,1% <0,1 % 0,4 % 0,2 %
TamMcyno3un
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3 60Ky HEpBOBOI | 3amamMOpOYCHHS

CHCTEMU Kom6inamis® 1,4 % <0,1% <0,1% 0,2 %
JlyTactepus 0,7 % <0,1% <0,1% <0,1 %
Tamcyno3un 1,3% <04 % <0,1% 0%

 Komb6inauis — gyracrepun 0,5 mr 1 pas Ha 100y mmoc Tamcynosus 0,4 mMr 1 pas Ha 100y.

> o6iuni peaxiiii, TOB’s3aHI 3 TOPYIICHHSIM CTaTeBOi (YHKIII, acCOIIOITHCA 3 JIIKyBaHHIM
JTyTacTepUuIOM (BKIIFOYAIOYM MOHOTEPAITiI0 Ta KOMOiHAIli0 3 Tamcysio3uHoM). Lli moOiuni peakiii
MOJKYTh TPUBATH IiCJIsI IPUITMHEHHS JTIKyBaHHs. BIUTMB myTacTepuay Ha iX TPUBAIICTh HEBIIOMUIA.

° BKIIH0Yal0uM Yy TIMBICTh Ta 30i0bIIEHHS TPYICH.

d TepMiH ceplieBa HEIOCTATHICTh BKITIOYAE 3aCTIHHY CEpIIEBY HEOCTATHICTh, CEPIIEBY HEOCTATHICTS,

JBOILIUTYHOYKOBY HEIOCTATHICTh, TOCTPY JIIBOILIYHOYKOBY HEIOCTATHICTh, KapIiOTCHHUH MIOK,

TOCTPY CEpIEBY HEIOCTATHICTh, MPABOILTYHOYKOBY HEIOCTATHICTh, TOCTPY MPABOILIYHOYKOBY

HEJIOCTATHICTh, 3acCTiHy KapJiOMIONaTilo, CEPIEBO-JIETEHEBY HEIOCTATHICTh, ILTYHOUYKOBY

HEJIOCTATHICTh, CEPIIEBO-JICTCHEBY HEJIOCTATHICTh, 3aCTIMHY KapAioMionarito.

" BKIIIouae 3MEHIICHHS 06’ €My CIICPMH.

JlaHi TocHiKEHb

Hocmimpkenass REDUCE BusiBiiio Oi7bII BUCOKY YacTOTY pakKy HpPOCTAaTH 3 OLIHKOKO 3a INKAaJO
I'micona 8-10 y 4YoJiOBIKIB, sIKi HmpUAMaNd AyTacTepun], MOpPiBHSHO 3 Iuranebo. Hepimomo, um
BIUIMHYJIM Ha PE3YJbTaTH IbOTO JOCHIHKEHHS 3MEHIIEHHS 00’€My MpOCTAaTH 4YM iHII (haKTOpH,
OB’ sI3aH1 3 TPHUIOMOM JyTaCTEPHITY.

3 60Ky imynnoi cucmemu

Jlyxe piIKo: ajepriyi peakiiii, BKJIIOYAIOYM BHCHUIIAHHS, CBEPODK, KPOMHB’SIHKY, JOKalli30BaHUU
HaOpsK Ta aHTIOHEBPOTUYHUI HAOPSIK.

3 6oky ncuxixu

Jly>Xe piiko: IenpecuBHUI HACTPIH.

3 60Ky wiKipu ma niOwWKIipHoi MKAHUHU

Pinxo: anoneris (roJJOBHUM YHHOM BTpaTa BOJOCCS HA TUJI1), TIMEPTPUXO3.

3 60Ky penpodyKkmugHoi cucmemu ma 2pyoOHUX 3a103

Jlyxe piJIKO: TECTUKYJISIpHUHN O11b Ta HAOPSK.

[ToBiomisiny Mpo BUMAIKU paKy TPYAHOI 3aJI03M y YOJOBIKIB y KIIHIYHHUX Ta MOCTMApKETUHIOBHUX
JOCTIKEHHAX (TUB. po3ain «OcoOIUBOCTI 3aCTOCYBAHHSY).

Tepmin npuoammnocmi. 4 poxu.

YMoBu 30epiranus.

30epiraTi B OpUTiHANbHIM yMakoBLI IS 3aXUCTy BiA BoJIoTW mpu Temmeparypi He Buiue 30 °C.
30epiraT y HEAOCTYITHOMY ISl AiTEH MicClii.

Ynaxkoska. [lo 10 kancyn y 6micrepi, mo 3 a6o 9 GmictepiB y KapTOHHIN KOPOOITi.

Kareropis Binmycky. 3a penenrom.
BupoOHuku.
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lNanenixym Xenc, C.JI.
OUHAEA ®APMA, C.JI.

Micue3HaxoakeHHsI BUPOOHUKA Ta ajgpeca Micusi IPOBAZKeHHS HOro AislJIbHOCTI.

[Ip. Kopuenna 144, 7°-1° bynisns JIEKJIA, Ecutyrec ne Jino6perat, bapcenona, 08950, Icnanisi.
[Tomirono Iapycrpiane Ewminmiano Pepimma Can3, ABenima ae Arpenma, 31, Onsera, Copia, 42110,
[cnanis.
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