Ckian

Oitoua pevyosuHd: oyTacTepum;
1 Kanicyna M’sska MicTuTh gytactepuny 0,5 mr;

OONOMIJCHI peuoB8uHU: THillepuHY MOHOKaIpuiokamnpart Inwitor 742,

Oy TUNTiIPOKCUTOIYOII

(E 321), xenatuH, riainepuH, Tutany giokcun (E 171), 3amisa okcup xkostuui (E 172),
Boma ouuinieHa, 6apBHUK Opacode Black Printing Ink NS-78-17821,
KaIlpUJIOBOI/KaIPUHOBOI KUCIOTHU Tpuriinepun Miglyol 812N.

JIikapcbKa ¢opMma

Kancynu m’axi.

OCHOBHI (pi3uKO-XiMIiUHI 8/1aCMUBOCMI: HEITPO30Pi, TBMAHO-2KOBTOTO KOJILOPY M’SIKi
KeJIaTUHOBI KaIlCyJId DOBracTol (OpMH, III0 MiCTSITh ITPO30PY PiAUHY 3 HAAIINCOM
«DUTAQ5» 4OpHUM ICTiBHUM YOPHHUJIOM.

dapMaKoTepaneBTHYHA I'Pyla

3aco0bu, 1110 3aCTOCOBYIOThCS IIPU HOOPOSIKiCHIM rinmepriiasii mepegMixypoBoi 3a103u.
IuribiTopu TecTocTepoH-5a-penykra3u. Kog ATX G04C B02

dapMaKoauMHaMiKa

IlyTacTtepup - moABi¥HuM iHTi0iTOP ba-pemykTasu, 10 rajJabMye sIK THUO 1, Tak i T 2
i30pepMeHTiB Sa-peayKTa3H, SKi BiAIOBigalOTh 3a IepPeTBOPEHHSI TECTOCTEPOHY Ha Da-
OUTIAPOTECTOCTEPOH. [JUTiOPOTECTOCTEPOH - 1le aHAPOTeH, AKNH, V IIEePIIy 4Yepry,
BiZiTlOBiga€ 3a rimepruialito TKAHUHU ITepeaMiXypoBol 3amo3u. MakcuMabHe
3MEHIIeHHs OUTIAPOTEeCTOCTEPOHY Ha TJi nmpunoMy IIpocTiny 3asieXXuTh Bif O034 i
crioctepiraersca y nepimi 1-2 tuxHi. [Ticnsg 1 Ta 2 TuxKHA 3acTocyBaHH4a [IpocTiny y
mo0oBitt mo3i 0,5 MI cepenHsi KOHIIEHTPAllist AUTiAPOTEeCTOCTEPOHY 3MEHIIYEThCS Ha 85
1 90 % BigmoBigHO.

Y nanieHTiB i3 HOOPOSKiICHOIO TilepIiia3i€lo mepeaMixypoBol 3aj103H, SIKi OTpUMYyBallu
0,5 Mr gyractepuny Ha go0y, cepeqHE 3HNKEHHS PiBHS OUTIAPOTECTOCTEPOHY
cTaHoBUJO0 94 % yepe3 1 pik i 93 % - yepe3 2 poKU JIiKyBaHHS, CepeHil piBEeHb
TEeCTOCTEPOHY migBuiryBaBcsa Ha 19 % udepes 1 i uepes 2 poku.

dapMaKOKiHEeTHKA



IyTacTepuq 3aCTOCOBYBaTHU II€POPAIbHO ¥ BUTJIAOLI PO3UYUHY Y M’ IKUX KEeJTaTUHOBUX
Karcymnax. I[Ticiasa npuiiomy pa3osol go3u 0,5 Mr miK KOHIIeHTpallil Ipemnapary y
CUPOBATIIi KPOBi criocTepiraetrbcs yepe3 1-3 rogunu. AGcontoTHa 0i0gOCTYIIHICTD
ctaHoBUTH 60 %. BiomocTynHIiCTh He 3a/IeXKUTh Bif IPUHUOMY 1XKi.

IlyTacTepup micjs ogHOPa30BOro abo 6araTopa3oBOro NPUHMOMY Ma€ BETUKHUU 00'€M
poznominy (Bim 300 mo 500 51). BimcoTok 3B’si3yBaHHs 3 Oinkamu - moHam 99,5 %.

ITpu 3acTocyBaHHi Yy 0o0OoBit mo3i 0,5 Mr 65 % MOCTiMHOI CTiMKOI KOHIIeHTpaIlil
OyTacTepuay y CUPOBATIIL KPOBi JocCsITaeThCcs yepe3d 1 Micsalb miKyBaHHS i mpubInu3HO
90 % - uyepe3 3 micsaui. CtabiibHa KOHIIEHTPAallid AyTacTepuny npubnaui3no 40 Hr/MIT y
CUPOBATIIi IOCATAETHCA ITicas 6 MicsIIiB TiKyBaHHS y mo0OoBiu mo3i 0,5 mr. Ak iy
CUpPOBAaTILi KPOBi, CTiiKa KOHIIEHTpallisgd OyTacTEepUNy y CiM’AHIN pinyHi DOCATa€ETHCSA
yepe3 6 Micauis. ITiciasa 52 TUXKHIB JIiKyBaHHSA CepenHs KOHIIEHTpallisd AyTacTepuny y
ciM’siHiY pigmHi cTaHOBUTH 3,4 Hr/Mi (y Mexkax 0,4-14 ur/mi). BigcoTok po3nonineHHsa
OyTacTepuay i3 cupoBaTKU KPOBi OO ciM’sTHOI pimuuu - npubnusso 11,5 %.

In vitro nytactepupn metabonidyetbcsi pepmernTamMu CYP3A4 nutoxpomy P450 nmoguHu
IO OBOX MOHOTiAPOKCUJILHUX MeTa0O0JIiTiB.

3a JaHMMU CIIEKTPOMETPUYHOI'0 aHasli3y y CUPOBATIi KPOBi TIOOWHU BUSABJISAETHCS
He3MiHeHUWH OyTacTepu, TPU roJloBHUX MeTabomitu (4 -rimpokcumyrtactepun, 1,2-
OUTimpomyTacTepun i 6-rimpokcumyTacTepun) i 2 manux metabositu (6,4 -
OUTrigpoKcuayTacTtepup i 15- rigpokcugyTacTepun).

IlyTacTtepupn iHTeHCUBHO MeTabomi3yeThcs. [1icia mepopanbHOTO IPUHUOMY
nyTtactepuny y mo3i 0,5 mr/mo6y Big 1 go 15,4 % (y cepemubomy 5,4 %) 3acTOCOBaHOL
D034 BUBOOMTHCSA 3 peKaJlisiMM y BUTJIAAI HE3MiIHEHOT0 AyTacTepuny. Perira
3aCTOCOBAHOI JO3U BUBOOUTLCS Y BUTISAAI MeTabOJIiTiB.

Y cedi BUSBAAIOTHCSA NUIIE CIigu He3MiHeHOTOo gyTactepuny (meniuae 0,1 %
3acTocoBaHol mo3u). KiHleBu# mepion HalliBBUBEIEeHHS OyTaCTEPUOY CTaHOBUTH 3-5
TUZKHIB. 3aJIUIIIKY OyTaCTEPUOY Y CUPOBATIIi KPOBi MOXKYyTh OyTH BUSIBIEHI yepe3 4-6
MICSLIIB [iCJIA 3aKIHYEHH JIIKyBaHHS.

3a maHMMU BUBYEHHS (papMaKOKiHETHKHU Ta (papMaKOOWHaMiKU, 3MiHIOBATU 03y
OyTacTepuay 3rigHO 3 BiKOM ITalliEHTa He IOTPiOHO.

BrninuB HUPKOBOI HEAOCTAaTHOCTI Ha (JapMaKOKIiHETUKY AyTaCTEPUAY HE BUBYAIIH.
Opuak npu npuriomi 0,5 Mr gyTacTepupy i3 cedero y TIOOUHU BUBOOUTHCSA MeHIe 0,1
% mo3u, TOMYy 3MiHIOBaTH A03y MalliEHTaM 3 HUPKOBOIO HEOOCTATHICTIO He MMOTPiOHO.

Bnnus rediHKOBOI HEIOCTATHOCTI Ha (papMaKOKiHETUKY AyTacTepUAy He BUBUAJIHN
(muB. po3minu «Cmocib 3acTocyBaHHS Ta m03u» Ta «OCOOGIMBOCTI 3aCTOCYBAaHHS»).



Be3nexa ma KAiHiYHI OOCAIOHCEHHA.

Cepuesa HedocmamHicmp

Y yoTupupiyHOMY KIIIHIYHOMY OOCJII?KEeH] 3aCTOCYBaHHA OyTaCTEPULY B IOENHAHHI 3
TaMCYJIO3UHOM [IJI51 JIIKyBaHHS HOOPOSIKiCHOI TrimepIiya3il mepeaMiXypoBol 3a103u y
4844 vonogikiB (mocmigxkeHHsT CombAT) yacToTa BUHUKHEHHS CEepPIieBOl
HeOoCTaTHOCTI (30ipHe MOHSTTA) V rpyni KomOiHOBaHOI Teparii (14/1610, 0,9 %) OGyna
BHUIIIOIO, HiXK Y OyOb-sIKilt rpyIti MoHOTeparril mytactepunoMm (4/1623, 0,2 %) abo
Tamcyno3uHoMm (10/1611, 0,6 %).

B okpeMOMYy YOTUPUPIYHOMY KITiHIiYHOMY MOPiBHSIIBHOMY OOCiAXKEeHHI Iaiebo 3
XiMmionpo@inakKTUKOIO OyTacTepuaoM 3 ydyacTio 8231 dosnoBika BikoM Big 50 mo 75
POKiB 3 IOIlepegHbO HETaTUBHUM pe3yIbTaTOM 0iOIICil CTOCOBHO paKy IIPOCTaTH i
no4yaTkoBuM piBHeM PSA mix 2,5 ur/mmn i 10,0 Hr/mMn y 9osnoBikiB Big 50 o 60 pokis
a6o 3 ur/mn i 10,0 Hr/Mn y 9osnoBikiB BikoM Bifm 60 pokiB (mocnigxkenuss REDUCE) 6ymio
BCTAHOBJIEHO, 110 YaCTOTa BUHUKHEHHS CEepPlLeBOl HEJOCTAaTHOCTI y Halli€HTIB, AKi
npurManu gytactepup 0,5 mr 1 pas Ha gesb (30/4105, 0,7 %), Bullla HOPiBHSAHO 3
nalfieHTaMHu, siKi mpuiiManu miaiebo (16/4126, 0,4 %). Y peTpoCcrieKTUBHOMY aHai3i
IIbOT'0 JOCJIIAKEHHS I0Ka3aHa BHUIlla YacToTa CeplieBOl HeJOCTaTHOCTI y Malli€HTiB, SIKi
mpu¥Manu gyTactepur i anbda-6mokaTop ogHodacHo (12/1152, 1,0 %), mopiBHSHO 3
cy0’ekTamMu, sIKi mpuiiMasnu gyractepun 6e3 anbda-6mokatopa (18/2953, 0,6 %),
miane6bo i anbda-610kaTop (1/1399, < 0,1 %) abo mnaredo 6e3 anbda-61o0KaTopa
(15/2727, 0,6 %). [IpuuymHHOTO 3B’SI3KYy MiXK 3aCTOCYBaHHSIM OyTacTepuny (okpemo abo
y KoMmOiHalil 3 anbda-6710KaTOpaMu) Ta BUHUKHEHHSIM CepIlieBOl HEJOCTAaTHOCTI
BCTAHOBJIEHO He 0yJo (auB. po3min «Oco6IMBOCTI 3aCTOCYBaHHSI»).

Pak nepedmixypoeoi 3a103u i HU3bKoOupepeHyillo8aHi nyxAuHu

Y yoTupupivHOMY MOPIBHSAIBPHOMY OOCIiAXKeHHi niaiebo Ta OyTacTepPUOY 3 y4acTIO
8231 yosnoBika BikoM Bif 50 mo 75 pOKiB 3 IIoepeaHbO HETaTUBHUM PE3yJIbTaTOM
GiorIcil CTOCOBHO paKy IIPOCTaTH i moYaTKOBUM piBHeM PSA wmix 2,5 Hr/mmn i 10,0 Hr/Mn
y 4onoBikiB Bifg 50 go 60 pokis abo 3 ur/mn i 10,0 Hr/M7 y 940I0BiKiB BikoM Bifg 60
pokiB (mocnigxkernHsa REDUCE)

6706 cy06’ekTaMm Oyya mpoBefeHa roilkoBa 6iorcisa npoctaTtu (060B’sI3KOBa 3a
IIEePBUHHUM IIPOTOKOJIOM), TaHi K01 Oy/Iu BUKOPUCTAHI /I aHali3y
nudepeHIitoBaHHA 3a IKasnoio [micoHa. Y mocnimkeHHi Oysio BusiBineHo 1517
Mali€eHTiB 3 AiarHO30M pak npocTtaTu. BinbilicTes nyxnauH npoctatu (70 %), BUABIEeHUX
3a gonoMoroo 0iorcii, B 000X rpymnax JIiKyBaHHS, Ma/Id BUCOKUU PiBEHb
nudepeHiitoBanHs (5-6 6aiB 3a mkano I'icoHa).

Y rpyni gyracTepumy 3apeecTpoBaHo OinbIll BUCOKY YacToTy (n=29, 0,9 %)
HU3bKogudepeHIiioBaHOro paky npoctatu (8-10 6aniB 3a mikaso ['sricoHa) B



MOPiBHSHHI 3 rpymoro miarebdo (n=19, 0,6 %) (p=0,15). ¥ 1-2-i1 poku OoCIigKeHHSs
KinbKiCTh MAIliEHTIB 3 pakKoM IepeaMixypoBoi 3amo3u 3 nudepeHiiroBanHsaM 8-10 O6anis
3a 1mKarsnoro I'sricoHa y 6yJia omHakKoBOIO B IrpyIi gyractepuny (n=17, 0,5 %) i B rpymi
manebo (n=18, 0,5 %). ¥ 3-4-i1 poku gociinKeHHs Oinbilla KinbKiCTh BUIAAKIB PaKy
nmepeaMixypoBol 3amo3u 3 audepeniroBanasaM 8-10 OasiB 3a 1mKasoo [1icoHa Oyna
miarHoCToOBaHa y rpymi mytactepuny (n=12, 0,5 %) mopiBHSIHO 3 rpynoo 1miamnebo
(n=1, <0,1 %) (p=0,0035). Hemae maHUX IpO BIJINB Ha PU3UK PO3BUTKY PaKy
IIpOCTaTH Y YOJIOBIKiB, K1 MIPUUMalOTh OyTacTepup moHan 4 poku. BimCOTOK maljieHTiB
3 OiarHO30M pakKy IepeaMixypoBoi 3aimo3u 3 audepenilitoBanasaM 8-10 6aniB 3a
1rkasoio ['JricoHa 30epiraBcs MOCTiMHUM B Pi3Hi nepiogu mocrimxkenHs (1-2-1 pokwH,
3-4-i1 poku) y rpyui gyrtactepuny (0,5 % y KoXKeH mepion 4acy), y TOX 4ac K y I'pyIi
manebo BilCOTOK IalliEHTIB i3 HU3bKOAU(pepeHLiioBaHUM pakoM mpocTtaTu (8-10
OasiB 3a mkasnoio ['micoHa) OyB HUXKYUM y 3-4-U POKH, HiXK y 1-2-i1 poku (< 0,1 % i0,5
% BigmoBigHO) (OuB. po3min «OcobMUBOCTI 3acToCcyBaHHSA»). He Oyn0 HisIKOI pi3HUIIL B
4acCTOTi paKy IepeaMixypoBoi 3a103u 3 nudepeHiitoBaHHaM 7-10 6asiB 3a MIKamIo0
I'micona (p=0,81).

Y yoTupupiuHOMY KITiHiYHOMY OOCIiAXK€EHHI JTiIKyBaHHSA HOOPOSKiCHOI rinepna3sii
nepenmixypoBoi 3aso3u (Combat), me mepBUHHUM ITPOTOKOJIOM He 0yJi0o mependadeHo
000B’s13KOBY 0ioricito, i BCi giarHo3u paky nmpoctaTu OyJIM BCTaHOB/IEHi Ha 6iorcii 3a
IMOKa3aHHSIMHU, 4YaCTOTa PaKy IIepeaMixXypoBoOl 3a103u 3 gudepeHrniroBanHIM 8-10
6amiB 3a mkanoto I'micona 6yna (n=8, 0,5 %) - y rpyni oyractepuny, (n=11, 0,7 %) -y
rpyni Tamcyno3uny ta (n=>5, 0,3 %) - y rpymi KomOiHOBaHOI Teparrii.

3B’sI30K MiXK 3aCTOCYBaHHSIM OyTaCTePUOy Ta BUHUKHEHHSM
HU3bKOOU(EPEHIIIIOBAHOTO PAKy IIePeaIMiXypOBOl 3a/I03U 3aIUNIIAETHCSI
He3'ICOBaHUM.

Pak e2pyOHoi 3asn103u y 40108iKi8

IIBa BUIIaJOK-KOHTPOJIbOBaHI €IifeMioJIoTiuHi JOoCiaXKeHHs, ogHe nmpoBegeHo y CIIA
(n=339 BumagKiB paKy rpyaHol 3aj1034 i n=6780 y rpyni KOHTPOJIO), a iHIlle y
Benukiu Bpurasnil (n=398 BunaznkiB paky Moyio4HOl 3an03u i n=3930 y rpymi
KOHTPOJII0), He TOKa3aJiyi HigKOoTo 30i/blIeHHS PU3UKY PO3BUTKY paKy IPyoHOI 3a/103u
Yy YOJIOBIiKiB IIpU 3aCTOCYBaHHi iHTiGiTOpPiB Sa-peaykTa3u. Pe3ynbTaTu 1epIioro
OOCITimKeHHs He BUSBUJIM 3B’ 3Ky 3 paKOM I'PYOHOI 3aJ103U1 (BiMHOCHUY PU3UK Y pa3i
3acTtocyBaHHA 3 1 pOKy 00 BCTAHOBJIEHHS AiarHO3y pPaKy MOJIOYHOI 3a/I03U IIOPiBHSIHO 3
3acTtocyBaHHAM < 1 poky: 0,70: 95 % [OI 0,34, 1,45). Y opyromy mociigxKeHHi
BiMHOCHMYM PU3UK PaKy MOJIOYHOI 3aJI03U, OB’ sI3aHUM i3 3aCTOCYBaHHSM iHTi0iTOPIB
Sa-peayKTa3u IMOPIBHAHO 3 BiICYTHICTIO 3acTOCyBaHHs, cTaHoBuB 1,08: 95 % 11 0,62,
1,87).



[TpuyuHHUY 3B'30K MiXK BHUIIafKaMH{ paKy I'PyAHOI 3aJI03U Y YOJIOBiKiB Ta
OOBrOTPUBAJIMM 3aCTOCYBaHHSM OyTacTepuOy He BCTAHOBJIEHO.

IToxa3zaHHSA

JIikyBaHHSI CHMIITOMIB CEpEeOHbOT0 Ta TAXKKOTO CTyIIeHs JOOPOSAKiCHOI rineprnasil
IIepeaMixXypoBOl 3a/I03U; 3MEHIIIEHHS PU3UKY BUHUKHEHHS I'OCTPO1 3aTPUMKM Ccedi Ta y
pa3zi HeoOXiAHOCTI XipyprivHOTr0 BTPYYaHHS V MAIliEHTIB i3 CUMIITOMaMM CEPEeOHBbOTO i
TS2KKOTO CTYyIIeHsI NOOPOsIKiCHOI rinepmninasii mepeaMixypoBoi 3aj1031.

IIporunnoka3aHHs

[IpocTim nmpoTUOKa3aHUM HalliEHTaM 3 MiOBUILEHOIO YYTJIMBICTIO IO AyTaCTEPUAY,
iHmwux iHri6iTOpiB Sa-pemyKTasu, coi, apaxicy abo iHIIINX KOMIIOHEHTIB IIpernapary.

[TpocTig He 3aCTOCOBYBATHU [JId JTiKyBaHHS KIiHOK i giTel (OUB. PO3Oin «3aCTOCyBaHHS
y mepiop BariTHOCTi abo rogyBaHHS I'PYAOIO»).

IIpocTig mpoTUNOKa3aHUM HalliEHTaM i3 TSIKKOIO Me4YiHKOBOI HEJOCTATHICTIO.
B3aeMmopisi 3 iHIIEMH JTiKapCHKHMH 3aCO00aMH Ta iHIII BHOIH B3a€EMOIiH

IHdopmariito mogo 3uMKeHHSA piBHIB PSA (ITpocTaT-cienudiyHuii aHTUTEH) ¥
CHUPOBATII KPOBI ITiZ 4ac JIiKyBaHHS OyTaCTEPHUAOM, a TaKOXK iHdOopMallito 11040
BUSBJIEHHS pPaKy IIPOCTATU OUB. Y po3aini «OcoOIMBOCTI 3aCTOCYyBaHHS».

Bnaue iHwux snikapcvKux 3acobie Ha ¢papmakokiHemuky dymacmepuoy
3acmocysaHHs pa3om 3 iHeibimopamu CYP3A4 ma/abo P-eaikonpomeiHy

IlyTacTepup rmepeBaxkKHO BUBOOUTHLCS IIJISIXOM MeTaboini3my. [locrmimkeHHs in vitro
IMOKa3yIoTh, 110 KaTajisaTopamu MeTtabomniamy € CYP3A4 i CYP3AS5. Odimitaux
OOCITim»KeHb B3aeMofil 3 akTuBHuMU iHTiOiTopamu CYP3A4 He nmpoBomunu. IIpoTe y
MONyJIALINHOMY AOCIiAXKEeHHi (hapMaKOKiHETUKU KOHIIEHTpallil fyTaCTEPUAY B
CUPOBATIIi KPOBi Oy/Ix B cepeaIHbOMY B

1,6-1,8 pa3a BUIIUMM y HEBEJIMKOI KiJIbKOCTI THX IAIi€HTIB, IKi OMHOYACHO
JIIKyBanucs BepanaminoMm abo gunTtiazeMoM (momipHi iHri6itopu CYP3A4 Ta iHriditopu
P-rnikonpoTeiny), HiXK B iHIIIUX IaIliEHTIB.

[Tpu TpuBasoMy 3aCTOCyBaHHI KoMOiHallil ;yTacTepuay 3 JikapCbKUMHU 3acob0aMu, sSKi
€ cunbHOpitouuMHu iHribiTopamu pepmeHTy CYP3A4 (Hanmpukian, puTOHABIp,
iHOuMHaBip, Heda3040H, iTpaKOHA30JI, KETOKOHA30J1, IKi BBOOUIU IepPOpasbHO),
KOHIIEeHTpallis AyTacTepuny B CUPOBATIIL KPOBI MOXKe HifgBUIllyBaTUCs. Ilomanbliine
iHribyBaHHS Sa-penyKTa3u Mpu 30iblIeHHI TPUBAIOCTI il gyTacTepuny €



MaJIOUMOBIpHUM. AJle MOXKJIMBEe 3MEHIIIEeHHS YaCTOTH BBEOEHHS 03 OyTaCTepPUny y
pa3i po3BUTKY 1mobiuHux edpekTiB. Ciig Bin3HAUYUTH, 1110 V pa3i IpUTHIYEeHHS
aKTUBHOCTI (pepMEHTY JOBTHUH IIepPiof HaAIliBBUBEJAEHHS MOXKe CTaTH Iie JOBIIUM i
CYIIyTHS Tepallisi MOoxKe y TaKOMYy BUIIaJKy TPUBATH ITOHAM 6 MiCSIiB OO TOTO, sIK OyOe
OOCSITHYTO HOBOI PiBHOBaXKHO1 KOHIIEHTpPAIIil.

3acTocyBaHHs 12 T XomecTupaMiHy Yyepe3 1 roguHy ITiCJIsd 3aCTOCYBaHHSI OHOPa30BO1
OO3M 5 MT' AyTaCTEPUAY He BIIJINBAJIO Ha (papMaKOKIHETHUKY OyTaCTEPUIY.

Bnaue dymacmepudy Ha ¢papmakokiHemuky iHwWux AikapcbKux 3acobis

IlyTacTepupq He BIJIMBa€ Ha (papMaKoOKiHeTHUKY BapdapuHy abo gurokcuny. Lle Bka3ye
Ha Te, III0 AyTacTepup He iHTiOye/He iHOyKy€e akTuBHICTh pepmeHTy CYP2C9 abo P-
TJIiKOMMPOTEIHY- ITepeHOoCHUKa. [laHi JocmigKeHb B3a€EMO/il in vitro BKa3yoTh Ha Te, 110
nyTtactepup He iHrioye pepmentu CYP1A2, CYP2D6, CYP2C9, CYP2C19 a6o CYP3A4.

Y HeBenukomy pocrigxkeHHi (N=24) TpuBaJIiCTIO 2 TUXKHI 3 y4acCTIO 3TOPOBUX
yoJsoBikiB gyTactepup (0,5 Mr Ha mo0Oy) He BI/IMBaB Ha (apMaKOKiHETUKY
TaMCYJI03UHY ab0 Tepa303uHy. Y IIbOMY OOCIiAXKEeHHi TaKOXK He O0yJI0o BUSBIIEHO O3HAK
dapmakoguHaMiuHOI B3aeMOIil.

Oco00/1MBOCTi 3aCTOCYBaHHSA

Kom0iHOBaHy Teparllito MOXKHa NpPHU3Ha4YaTU MiCJIsS PEeTEeNIbHOI OIliHKY KOPUCTI/PU3UKY Y
3B’SI3KYy 3 MOTEHIIINHUM TiABUIIIEHHSIM PU3UKY ITOOIYHUX peaklliii (BKIII0o4adun
cepleBy HEIOCTATHICTH) i IMiCIs po3TJsAny albTepHAaTUBHUX BapiaHTIB Teparrii,
BKJIIOUAlO4¥ MOHOTeparlio (ouB. po3fin «Cmocid 3acToCyBaHHS Ta JO3U»).

ITo6iuHi peakirii 3 60Ky cepleBO-CYOUHHOL CHCTEMH

3a JaHMMHU YOTUPUPIYHUX KITIHIYHUX OOCHiAXKEeHb, 4aCTOTa BUHUKHEHHS CepIieBOol
HeIOOCTaTHOCTi (30ipHUM TePMiH IJIs1 BCiX ITOBiOMJIEHDB, ITIEPEBAXKHO MEPBUHHOI
ceplieBOl HeJOCTAaTHOCTI Ta 3aCTiMHOI CeplieBOl HEJOCTATHOCTI) OyJia BUILOIO cepeq
Malli€eHTiB, SKi JTiKyBanucs KOMOiHAIli€l0 AyTacTepUny 3 ajabda-0I0KaToOpOM, TOJTIOBHUM
YWUHOM TaMCYJIO3MHOM, MMOPIiBHSHO 3 MalliEHTaMH, SIKi He OTPUMYBaJIM TaKol
kKoMOiHaIrii. 3a maHUMM IIMX OBOX OOCIIiI?)KeHb YaCTOTa CepPIeBOl HeJOCTAaTHOCTI Oyia
HU3BKOIO (= 1 %) Ta BapiabenbHOIO ¥ Me¥Kax IIUX MOCIiAXKeHb. [Iucrpomnopliii y 4acToTi
BUHUKHEHHS CEPIEBO-CYIUHHUX MOOIYHUX SIBUI] HEMAE B XKOTHOMY 3 IOCIiIKEHb.
[TpuYuHHOTO 3B’A3KYy MiXK 3aCTOCYBaHHSM OyTacTtepuny (okKpeMo abo y KomOiHalril 3
anbda-610KaTOpaMu) Ta BUHUKHEHHSIM CEPLIEBOl HETOCTAaTHOCTi BCTAHOBJIEHO He OYJI0
(«®apMaKOIOTriyHi BIaCTUBOCTI»).

[TpoBemeHo MeTa-aHasni3 12 paHmoMizoBaHUX, MJ1alle00-KOHTPOJILOBaHUX abo
MOPIBHSABHUX KIIIHIYHUX OOCTigKeHb (n=18802), B AKOMY OILIiHIOBAJIN PU3UK



PO3BUTKY ITOOIYHUX peakiliii 3 00Ky ceplieBO-CyOUHHOI CUCTeMHU MPU 3aCTOCYBaHHI
gyTacTepuny (MOPiBHSHO 3 KOHTPOJIbHOIO I'PyII0i0). He 6y10 BCTAHOBIEHO CTiMKOTO
CTAaTUCTUYHO 3HAUYHIOTO 30inbIlIeHHS pu3uKy cepiieBoi HegocTaTHOCTI (RR 1,05; 95 %
10,71, 1,57), roctporo ingapkTy miokapaa (RR 1,00; 95 % 11 0,77, 1,30) a6o
incynbTy (RR 1,20; 95 % [O1 0,88, 1,64).

Brnus Ha npoctaTtocnenudiuynuil antures (PSA)

KonnenTpatnisa npoctatocnenudigyaoro antureny (PSA) € BaxXKIuBUM KOMIIOHEHTOM
CKPUHIHTOBOTO IIPOLIECY [JIS BUSBJIEHHS pPaKy MepeaMiXypoBOl 3aI103M.

[TpocTip 3gaTHUY 3HUKYBaTU PiBEHb CUPOBATKOBOTO PSA y XBOpUX Y CEPETHBOMY
npubnu3Ho Ha 50 % yepe3 6 MicsIliB miKyBaHHS.

[MTagienTy, sgki npurMarTh [IpocCTifd, TOBUMHHI MaTU HOBUM MOYaTKOBUU pPiBeHb PSA,
BCTAQHOBJIEHUU Yepe3 6 MICALIB micid JIiKyBaHHSA [IUM IIpelapaToM. 3rooM liel piBeHb
PEKOMEHYETHCS IIEPEBIPSATHU PETYIIAPHO. Bynb-sgKe minTBepaxKeHe 30iIbIIIeHHS PiBHSI
PSA Big HalHMIKYOI'O PiBHA IIif Yac 3acToCyBaHHA [IpocTiny Moxe OyTH CBiZ4eHHAM
HasIBHOCTI paKy nepeaMixypoBoil 3ajio3u abo HeJOTPUMaHHS PeXXUMY JTiKyBaHHS
[TpocTigoMm i moTpebye peTenbHOTO0 BUBYEHHS, HaBiTh SIKIIIO MOKa3HUKUA PSA
3HAXOOSATHCS Y MeXKaxX HOPMHU y YOJIOBIiKiB, sIKi He JiKyBamucs iHribitopamu bSa-
penykTa3u. [Ipu iHTepnpeTallil noka3HUKiIiB PSA y xBopux, fKi JIiKyioThCs [IpocTigoM,
CJIi 3BazKaTH Ha MoliepenHi moka3Huku PSA fisa nopiBHAHHS.

3acTocyBaHHs [IpoCTiny He BIIJIMBa€ Ha BUKOPUCTaHHA piBHA PSA fis miarHOCTHUKU
paKy ImepeaMixypoBoOi 3aJI03H ITiCJII BCTAHOBJIEHHS MOTO HOBOTO IOYAaTKOBOT'O PiBHS.

3arajipHUY piBeHb CUPOBATKOBOIO PSA moBepTa€eThCs OO IOYATKOBOI'O PiBHS IIPOTATOM
6 MiCAIiB HiC/Is IPUIIMHEHHS JIIKyBaHHS.

CriBBigHOILIEHHS XK BiIbHOTO PSA i 3aranbHoro piBHA PSA 3anumiaeTsCcs cTajauM
HaBITH IIif Yac jikyBaHHA [IpocTtigoM. ToMy SIKIIO OJI1 XBOPOTO, IKUU ITPUNMAE
[TpocTin, nikap BUPIIIUTL BUKOPUCTATHU SIK BU3HAUEHHS pPaKy IIepeaMiXypoBoi 3ao3u
BiICOTOK BinmbHOTO PSA, KOpUTYBaHHS MOT0 3HAUEHHS IIPOBOAUTH HE ITOTPiOHO.

[Tepen moyaTKOM KypCy JIIKYBaHHSA OyTaCTEPUAOM Ta IEePiOOUYHO IIif Yac JIIKyBaHHSI
MOTPiOHO IIPOBOAUTM MaliblieBe PEKTaIbHE 00CTEeKEHHS IalliEHTa, a TAKOXK
BHKOPUCTOBYBATH iHIIII METOOYW BUSBJIEHHS pPaKy IIepPeaMixXypoBOl 3aJI03H.

Pak nmepeaMixypoBol 3aj1031 Ta NYXJIMHU BUCOKOI'O CTYHNEeHs rpapgaliil 3a I'micoHoM

(Hu3bKO-mudepeHIifioBaHi)

Y xofi 4OTUPUPIYHOT O KIIIHIYHOTO AOCHIAXKeHHs 3 ydacTio > 8000 40JI0BiKiB BiKOM Bif
50 mo



75 POKiB 3 monepegHiMU HeraTUBHUMU pPe3yJibTaTaMU 0ioIICil CTOCOBHO paky
IepeaMixXypoBOl 3a/103U Ta MOYaTKOBUM piBHeM PSA mix 2,5 #r/mn ta 10,0 Hr/mMn
(mocnigxenuss REDUCE) y 1517 6yB miarHOCTOBaHUM pak IIepeaMixypoBoil 3aJ103H.
YacToTa BUIAIKiIB paKy nmepeamixypoBoi 3amo3u (8-10 3a mikasnoio ['1icoHa) y rpymi
XBOpUX, sKi nmikyBanucs [Ipoctigom (n=29, 09 %), Oysa BUILOIO TOPIiBHSIHO 3 TPYIIOIO,
110 oTpuMYyBasa maamne6o (n=19, 06 %). 36inbIlIeHHsT YaCTOTH BUIIAOKiB paKy
mepegMixypoBol 3a71034 3a mKanoi ['micorHa 5-6 ta 7-10 He cnocTepiranocs.
[TpruyvHHOIrO B3a€EMO3B’A3KYy MiX 3aCTOCyBaHHAM [IpocTiny Ta BUCOKUMU CTaOisIMU
paKy ImepeaMixypoBoi 3aj1031 BCTaHOBIEHO He Oyino. KiiHiuHe 3HaYeHHS YHUCII0BOI
OUCIIporopilii HeBimoMe. YomoBiKY, AKi NTiKyioThCs IIpoCcTimoM, TOBUHHI PETYJIISIPHO
MepeBIPATHUCH ¥ 3B’ 3Ky 3 PUSUKOM PaKy NepeaMiXypoBol 3aji03M, BKIII0Yal04dHn
BU3HaueHHs PSA.

Y mopmaTKoOBOMY ITOCJIiIOBHOMY OBOPIiYHOMY OOCIiAXKEHHI 3 rmalieHTaMu, siKi Opanu
y4acTh Y OOCIiAXKEHHI i3 3aCTOCYBaHHSIM OyTaCTePUAYy B SKOCTI XiMi4HOI
npodinaktTuku (gocaimxkenus REDUCE), Oyna BcTaHOBJIeHA HM3bKa YaCTOTa HOBUX
BUIIaAKiB paKy IlepeaMixypoBoi 3ai103u (rpyna gyracrtepuny [n=14, 1,2 %]) ta rpyna
mnane6o [n=7, 0,7 %]) 3 BincyTHiCTIO HOBUX imeHTU(IKOBaHUX BUIIAAKIB PaKy
repeaMixypoBoi 3aso3u 3 gudepeniropanusaM 8-10 6asiB 3a mKkarsnoio ['micoHa.

[oBrorpuBase nociaigoBHe (mo 18 pokiB) criocTepekeHHs MalliEHTiB 3 KIIIHIYHOTO
OOCITimKEeHHs i3 3aCTOCYBaHHSM iHIIOTO iHribiTOopa Sa-penykTa3u (¢piHacTepuny) B
SIKOCTi XiMiuHOl TpodiTaKTUKU He MOKa3asio CTATUCTAUYHO 3HAYYIIOl Pi3HUII MixK
rpynamu ¢piHacTepuny Ta Iaiebdo y yacToTax 3aranbHoro BuxkuaHHs (HR 1,02, 95 %
01 0,97-1,08) abo BuKMBaAHHS ITiCJIS MiarHOCTYBAHHS PAKy IepeaMiXypoBoi 3a103H1
(HR 1,01, 95 % 11 0,8-1,20).

Pak rpymHol 3a103u

[ToBimoMisiniu IIPO PigKiCcHI BUIIaAKX paKy I'PyOHOI 3a/103U V YOJIOBIKiB mif 4ac
KJIIHIYHUX OOCIIOXKeHb Ta y IOCTMapKEeTUHTOBUM 1iepioa. ITpu npoMy emimeMionoriyHi
OOCITimKeHHS BKa3yIOTh Ha BiICYTHICTH IMiABUILEHHS PU3UKY PO3BUTKY pakKy I'pyaoHOI
3aJI03U Y YOJIOBIKiB IIpM 3acTOCyBaHHi iHTiGiTOPiB Sa-penykTa3u. [TallieHTH NOBUHHI
HeraHO MMOBiMOMIIATH NP0 OyAb-IKi 3MiHM Yy TKaHWHI I'PYOHOI 3a71031, HalTpUKJIam
BUOiJIEHHS i3 cOCKa ab0 IIPUMYXJIiCTh.

HerepMmeTun4Hi Kanucyau

IIytacTtepun abcopOy€eThCS yepes IIKipy, TOMY XKIiHKU Ta OiTH MalOTh YHUKATHU
KOHTAKTYy 3 HerepMeTUYHUMHU KallcyjlaMu. fKIo piavHa 3 KalucCyJju noTpamnuia Ha
IIKipYy, 1l CJIif HerallHO 3MUTU BOOOI0 3 MUJIOM.

ITeuiHkKOBa HEOOCTATHICThH




BrninuB mme4iHKOBOI HEIOCTATHOCTI Ha (papMaKOKiHETUKY OyTaCTEPUAY He BUBYAIIU.
Yepes3 akTUBHUM MeTabO0IIi3M OyTacTepUOy Ta 3-5-TUXKHEBUH I1epion #oro
HaIliBBUBEEeHHS JIIKyBaHHS OyTaCTEPUAOM MalIli€HTiB 3 JIETKOI0 abo CepemHbOI0
MMeYiHKOBOIO HEeJOCTATHICTIO CJIig MPOBOOUTH 3 00epexkHicTio (muB. po3minu «Cmoocid
3aCTOCyBaHHA Ta go3u», «IIpoTunokasaHHsa», «®apMaKOJIOTi4Hi BIaCTUBOCTI»).

3maTHiCTh BIUIMBATH Ha IIBHIKICTH peakilili Mpu KepyBaHHI aBTOTPAaHCIIOPTOM
a00 iHImMMMMHU MexaHiZMaMHu

3 ornsAny Ha papMaKOKiHETHMYHi Ta (papMaKogWHaMidHi BIaCTUBOCTI AyTacTepuad He
BIIJIUBA€E Ha 30aTHICTh KEpyBaTH aBTOMOOileM Ta iHIIMMU MeXaHi3MaMu.

3acTocyBaHHs y nepioa BaritTHocTti ad0 rogmyBaHHsI IPyaaio

IyTacTepung OpOTUNOKa3aHUM OJIs JIIKYyBaHHS 2KiHOK.

3acToCyBaHHS V IIepiod BariTHOCTI

Ak i inmi inriéiTopu Sa-pegyKTasu, OyTacTEPU IIePEUIKOXKaE TePETBOPEHHIO
TECTOCTEPOHY Y OUTIOPOTECTOCTEPOH, 110 MOXKe raJIbMyBaTy PO3BUTOK 30BHIIIHIX
CTaTeBUX OpPraHiB y mioma 4osioBidoi ctaTi. He3aHauHy KinbKicTh gyTacTepumy OyIio
BUSBJIEHO B €IKYIATiI Cy0’€KTIiB, siKi mpuiimanu 0,5 Mr gyracTepuny Ha mooy.
Hesimomo, 4yu BOjiMBa€ gyTacTepup, 110 IOTPAIIUB OO0 OPraHi3My KIHKHU 3 CiM’'IM
40JIOBiKa, IKUU JIIKYy€ETHCSA AyTaCTEPUIOOM, Ha IIJIif 4YOJIOBi4Ol cTaTi (1ilefi pu3uK €
HaWBUIIUM IIPOTATOM IIepIIuX 16 THUXKHIB BariTHOCTI).

4k iy pasi 3acTocyBaHHS iHIIUX iHTIGITOPIB Sa-peyKTa3u, peKOMEeHOYEThCS
KOPUCTYBaTUCS ITpe3epBaTUBaMU, SIKIIO MapTHEPKa MallieHTa BariTHa abo IMOTeHIIiHO
MO2Ke 3aBariTHITH, 3 METOIO 3aro0iraHHs IOTPAaNJISHHS CiM’S 0 OpraHi3aMy XKiHKH.

3acToCyBaHHs V IIepion rogyBaHHsa I'PYOLI0

HesBigoMmo, 4u IIpOHUKAE OyTacTepun y TpyaHe MOJIOKO.

QOepTUNILHICTD

[ToBimoMIIsANIHM PO BUIIAOKY BIIJIMBY AYTAaCTEPUAY Ha XapPaKTEPUCTUKU €SIKYIIATY
(3MeHIIIeHHS KiJIbKOCTi CIIepMaTo30i1f4iB, 00'eMy eIKYyIsITy Ta PyXOMOCTI
CIIepMaTOo30i[iB) ¥ 3MOPOBUX YOJIOBiKiB. He BUKIIOUEeHUN PU3UK 3HUKEHHS Y0JI0BiYO01
bepTUILHOCTI.

Cmoci0 3acTocyBaHHS Ta IO3H



ITpocTim MOoKHa MpPHU3HaYaTU CaMOCTiMiHO abo y KoMOiHa1lil 3 anbga-610KaTopom
taMmcyno3uHom (0,4 mr).

IDopocii 4oI0oBiKM (BKJII0OYAIOYH MAIIEHTIB JIITHHOT'O BiKY)

PexkomeHnpgoBaHot0 003010 IIpocTiny € 1 karncyna (0,5 Mr) Ha o0y A1 mepopaibHOTrO
npuromy. Karcyny ciif KoBTaTH Lijiol0, He BifKpUBATHU Ta HE PO32KOBYBaTU, OCKIJIbKU
ITPY KOHTAKTi 3 BMICTOM KalCyJu MOXKJIUBe ITOAPa3HEeHHS CJIN30BO1 0O0JIOHKM poTa Ta
TJIOTKHU.

[TpocTig MOKHa IMpUMaTH He3aleKHO Bifl MPUHAOMY 1XKi.

He3Baxkawuu Ha Te, L0 NOJIETIIEHHS Bi IPUUOMY IIpelapaTy MOXe CIIOCTepiraTucs
Ha paHHIi# cTafil, Ajig 06’€eKTUBHOI OLiHKYU e(eKTUBHOCTI Ail mMperapaTy JiKyBaHHS
CJIif IPOAOBXKYyBaTU HEe MEHIIEe 6 MiCALB.

HupkoBa HeJOCTATHICTh

dapMaKOKIiHETUKY AYyTaCTEPUOAY Y XBOPHUX i3 HUPKOBOIO HEOOCTATHICTIO HE BUBYAJIH,
TOMY CJIiff 3 00epekHiCTI0O MpU3HaYaTHU NalliEHTaM 3 TSIXKKO0I0 HUPKOBOIO
HemoCTaTHICTIO.

IleyiHKOBa HEOOCTATHICTh

dapMakKOKIHETUKY AYTACTEPULY Y XBOPUX 13 IIE€YIiHKOBOIO HEOCTATHICTIO HE BUBYAJIY,
TOMY 3 00€epPeXKHICTIO CJIifl 3aCTOCOBYBATHU ITPH JIETKiM Ta TOMipHil mediHKOBi#
HeOOCTaTHOCTi. XBOPUM 3 TAKKOIO I€YiHKOBOIO HEOOCTaTHICTIO IIpenapar
IIPOTUIIOKA3aHUMN.

itk
3acToCyBaHHS NPOTUIIOKA3aHO.
Ilepeno3yBaHHsA

3a JaHMMU KIiHIYHUX JOCTiAXKeHb, Y TOOPOBOJIBIIIB pa3oBi mo3u ayrtactepuny go 40
Mr/go0y (y 80 paziB BUIIli 3a TepaleBTUYHi) IPOTATOM 7 OHIB HEe BUKIIUKAIIU
3aHEII0OKOEHD 3 OTJIsIAy Ha 0e3IeKy iX 3acTocyBaHHsA. ITig yac KITiHIYHUX DOCIiIXeHb
3aCTOCOBYBAJIH MO3M OyTAaCTEPUMY I10 5 MI/mo0y mpoTATroM 6 MicsiliB 6e3 mosiBu
OOMATKOBUX MOOIYHUX peakliiii MOPiBHSIHO 3 3aCTOCYBaHHSIM AyTacTepuny y mo3ax 0,5
Mr/oo0y.

CnenudidHOro aHTUOOTY HEMAE, TOMY V pa3i MOXKJIMNBOTO Iepeno3yBaHHSA
MTPOBOAUTHCS CUMIITOMATUYHA Ta MiATpUMYyI0Ya Teparris.



IToOiuHi peakmii

MoHoTepamnis gyTacTepuaoM

[MTpubnusHo y 19 % 3 2167 nauieHTiB, AKi IpuiManyd OyTacTEPU y OBOPIUHUX
1a11e60-KOHTPOIbOBAHUX OOCHimXKeHHsIX da3u III, mpoTsarom mepuioro poky
JIIKyBaHHSI BUHUKJIM 1T00iYHI peakiii. binbimicTs HeOaxkKaHUX SBUII, 110
criocTtepiranucs, Oynu 1erkoi abo mMoMipHO1 TSKKOCTi Ta BpaxKajlu PernpoayKTUBHY
cuctemy. [IpoTSAroM HaCTYIIHUX 2 POKiB y BiAKPUTHUX POIUIUPEHUX OOCTIAKEHHIX HE
OyJ10 BUSIBJIEHO KOOHUX 3MiH y Mpodini mo6iyHuxX SBUIII.

Y tabnuili 1 HaBegeHOo HeOaxkaHi peakilil, BUSIBIEHI ITPOTATOM KOHTPOJILOBAHUX
KIiHiuHUX BUNIpoOyBaHb. HaBemeHi HeOakaHi siBUIlla, BUSIBIEHI IIPOTATOM KITIHIYHUX
BUIIPOOYyBaHb, SIKi, Ha OIYMKY OOCJIiHHUKIB, Oy/Iu MOB’sI3aHi 3 MPUMOMOM JIiKiB (3
4acToTOI0 Oinbirie abo piBHOIO 1 %), 3 OiNBIIIOI0 YAaCTOTOIO CIIOCTEPIrajancs y Malli€HTIB,
SIKi IpUMMalIi OyTacTePu, MOPiBHSIHO 3 Ij1aried0 MPOTSITOM MIEePIIOTr0 POKY
JIIKyBaHHS.

Knacudikaris gactotu: gy=xke gacto (> 1/10), gacto (= 1/100 mo <1/10), HeuacTo (Bix
1/1000 go 1/100), pigko (Bim 1/10000 mo 1/1000), onyxke pinko (<1/10000), vacToTa
HeBigoMa (HEMOZKJIMBO OIIIHUTHU 3 HAsIBHUX MAaHUX).

Tabmuisa 1
YacToTa 3aXBOPIOBAaHHS 3a
OJAaHUMH KIIHIiYHHX OOCIigKeHb
YacToTa
YacTtora
. . . 3aXBOPIOBAHHSA
CucremMma opranis IToGiuHa peakiis p 3aXBOPIOBAaHHSI
nporsirom 1
IIPOTAroM 2 POKY
POKY .
. JIiKyBaHHSI
JIiKyBaHHSI
(n=1744)
(n=2167)
MIIOTEHIIis 0 0
I Iiss* 6,0 % 1,7 %
3MiHeHe (3HUXKeHe)
3 Goxy s 3,7 % 0,6 %
PerpoayKTUBHOI nmi6ino
CHUCTEeMH Ta Posnagm eskynamir*”™ 1,8 % 0,5 %
. 1,3 % 1,3 %
MOJIOYHOI 3aJI03u+




ArnepriuHi peaxkiii], : .
O1iHKa 3aXxBOPIOBAHOCTI 3a
BKJIIOYalO4YX BUCHII, -
_ . ) ) MIOCTPEECTPALIMHUMU JaHUMU
3 60Ky iMyHHOI cBepOiK, KPONIUB'STHKY,
CUCTEMHU JIOKaJli30BaHUM HAOPSK i
QHTiOHEBPOTUYHUU YacToTa HeBigoMa
HaOpsK
[IcuxiuHi po3nagu |[dempecis YacToTa HeBigoMa
3 OOKy IIKipu Ta Anonernisa (Hacamnoepen
MiAIIKipHOL BTpaTa BOJIOCCs Ha Tini), |HedacTto
KJIITKOBUHU rinepTpuxos
3 OOoKy
penpoOyKTHUBHOIL TecTtukynspuuit 6inb Ta )
YacToTa HeBigoMa
CHCTEMH Ta HaOpsK
MOJIOYHMX 3aJI03

*3a3HaueHi HebOaxaHi gBUIlla 3 00Ky CTaTeBOl CUCTEMHU, IIOB’I3aHi 3 JIIKyBaHHSAM
OyTacTepuaoM (BKIII0OYaloYW MOHOTEpPaIlilo Ta KoMOiHallilo 3 TaMCcyn03uHoM). HaBegeHi
1mo6iyHi peakilii MOXKYTh TPUBATH i ITiCIs MPUMTMHEHHS NiKyBaHHs. Ponb myTacTtepuny y
IIi¥ CTIMKOCTI HeBimoMa.

~ Bkirouae 3MeHIIIeHHST 00’eMY CIIEPMH.
+ Bkiiouae 4yTAuBICTh Ta 30iNIblIEHHS IPpyOen.

ITpocTig y KoMmOiHalril 3 aabda-0JI0KaTOPOM TaMCYJIO3MHOM

[ani yoTupupiunoro gocuigxeHHss CombAT, y sKoMy IOpPiBHIOBaBCS IIPUUOM
oyTtacTepuny

0,5Mr (n =1 623) Ta tamcyno3uny 0,4 mr (n = 1611) 1 pa3 Ha JeHb OKPEMO Ta B
KoMOiHaIrii

(n = 1610), moka3asu, 1110 YaCTOTa NOOIYHUX SBUII], CIPUYNHEHUX ITPUHAOMOM
IIpernaparis, IPOTATOM IIEPIIOro, APYroro, TPETHOr0 Ta YETBEPTOI'0 POKY JIIKYBaHHA
BigmmoBigHO cTaHoBuma 22 %, 6 %, 4 % i 2 % onsg KkomOiHOBaHOI Teparril
oyTacTepugoM/TaMcyno3uHoM, 15 %, 6 %, 3 % i 2 % O MoHOTeparmil AyTacTeEPUAOM,
a TakoX 13 %, 5 %, 2 % i 2 % gms MoHOTepamil TaMcyno3uHOM. binbilla 4acTtoTa
BUHUKHEHHS IMOOIYHUX peakiliil y rpymi KoMOiHOBaHOI Tepamil MpoTsATroM IIepIIoTro
POKY JiKyBaHHs OyJjia 3yMOBJieHa Oi/lIbIIl BUCOKOIO YaCTOTOIO MOPYIIEeHb
PENPOAYKTUBHOI CUCTEMHU, 30KpEMaA MOPYIIEeHb eIKYIsIlil, III0 CIIOCTepiranucs y i

rpyIi.



[TpoTsiroM IepIIoro poky nikKyBaHHSA Y mochigkeHHI CombAT 3a3HavdeHi HUXKYeE
mobiuHi peakirii, sKi, Ha AyMKY OOCJIiIHUKIB, TTOB’s13aHi 3 IpUMOMOM IIpenapariB, Oyu
3apeecTpoBaHi 3 4acToTOl0, OinbIo0 abo piBHOIO 1 %; YacToTa BUHUKHEHHS ITUX

peaxiliii IpoTSITOM YOTHUPLOX POKiB TiKyBaHHS HaBedeHa B TaOmulli 2.

Tabnuis 2
. YacToTa 3aXBOPIOBAHOCTI IPOTATrOM nepiogy
IToGiuna .
. JIIKyBaHHSI
peaxkmis
Pix 1 Pik 2 Pik 3 Pik 4
K
Tac CHCTOMHI k om6inauis (n) (n=1610) |(n=1283)  |(n=1283)  |(n=1200)
oprasis
ymacmepuo |(n=1326) |(n=1325) (n=1325) (n=1200)
Tamcyao3uH (n=1611) |(n=1468) (n=1281) (n=1112)
3araMOpOYeHHs
3 GOKy HEPBOBOI Kom0inatris 1,4 % 0,1 % <0,1% 0,2 %
cucTeMu HyTtactepun 0,7 % 0,1 % <0,1% <0,1%
TaMcyo3uH 1,3 % 0,4 % <0,1% 0 %
CepueBa
HeOOoCTaTHICTh 02 % 04 % 02 % 02 %
3 Goky cepa  |[KOMOIHAMIT 140 019 <0,1% 0%
fMyracrepun g 1 o <0,1% 0,4 % 0,2 %
TamMcyno3uH
36 IMooTeHIisa
oKy ) 6,3 % 1,8 % 0,9 % 0,4 %
PelPpOAyKTUBHOLK ombGiHAIiS
CHUCTEMHU Ta 51% 1,6 % 0,6 % 0,3 %
MOJIOYHHUX HyracTepun
0] 0] [0) 0]
S— 3,3 % 1,0 % 0,6 % 1,1 %
TamMmcyno3uH




3MiHEeHE

(3HHXKEHEe)

71i6ino 5,3 % 0,8 % 0,2 % 0%
KomMb6iHamis 3,8 % 1,0 % 0,2 % 0 %
IyTacTepup 2,5% 0,7 % 0,2 % <0,1%
TamMmcyno3uu

[lopymienHs

eAKRyIALLL 9,0 % 1,0 % 0,5 % <0,1%
KombiHalris 1.5 % 0.5 % 0.2 % 0.3 %
Hyracrepua 1 7 o, 0,5 % 0,2 % 0,3 %
Tamcyno3un

3axBOpOBaHHSA

MOJIOYHUX

3a5103 2,1% 0,8 % 0,9 % 0,6 %
Kombinaris 1,7 % 1,2 % 0,5 % 0,7 %
IyTracTepup 0,8 % 0,4 % 0,2 % 0 %
TamMmcyno3uu

TepMiH npuIaTHOCTI
3 pokKw.
VYMmoBHu 30epiranHs

30epiraTtu B opuriHambHiM yrmakoBIli mpu TeMiepatypi He Buie 30 °C. 36epiratu y
HEeOOCTYyIIHOMY IJIs OiTeu Micji.

YnakoBka

ITo 10 kancyn y 6micTepi; mo 3 6micTepy B KapTOHHIN KOPOOIIi.



KaTeropist Biagnnycky
3a penemnTomMm.
BupooHuK

OniB Xenckep.

Micie3Haxo/dKeHHsI BHPOOHHMKA Ta HOro aJgpeca MiCIisi IpoBaJaXKeHHSI
IisIIHLHOCTI

FO#iT 2, ITnoTt 163/2, Maxatma I'anzi Yoior Harap, [Iabxens Binenx, Hani [laman, 396
210, Inngisa.

[Ixepeso iHCTPYyKIil

[HCTpYKIIito TiKapChKOro 3aco0y B3sTO 3 oQilliiHOTO mKepesia — [lepKaBHOTO PEECTPY

JIIKapChbKUX 3aC00iB YKpalHH.
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