IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

IMPOCTI

(PROSTID)

CKn1ao0:
0il04a peyoBUHA: TyTaCTEepPHUL;
1 Kamcyma M’sika MiCcTUTh AyTactepuny 0,5 mr;

0onoMidCcHI peuoBuHU: TillepuHy MOHOKanpunokanpart Inwitor 742, Oy TUATiIPOKCUTOTYON

(E 321), xenatuH, rniunepuH, Tutany giokcupn (E 171), 3amiza okcup xkotuii (E 172), Boma ouulleHa,
6apsauk Opacode Black Printing Ink NS-78-17821, KampuIoBoi/KanpruHOBOI KUCIIOTH TPUTITILIEPHT
Miglyol 812N.

JlikapcbKka popma. Kancynu m'siki.

OcHOBHI (pi3uKo-XiMiYHI 81aCMUBOCMI: HEIIPO30Pi, THMIHO-XKOBTOT'0 KOJILOPY M'SIKi JKeJTaTUHOBI
KaIICyJId JOBracTol popMH, 110 MiCTATh IP030py pigunHy 3 HagnucoMm «DUTAQS5» YOpHUM ICTiBHUM
YOPHUIIOM.

®apmakoTepaneBTHYHa rpymna. 3acobu, 1o 3aCTOCOBYIOTHCS IIPH A0OPOSIKiCHi# Timepria3ii
nepegMixypoBoi 3ano3u. Iuribitopu TectocTepoH-5a-penykrasu. Kog ATX G04C BO02.

®Papmako102iuHi 8 1acmueocmi.
®apmakoOuHamika.

IyTtactepupn - moaBiiHuUM iHTi0iTOp Sa-peAyKTasy, Io rajJbMye K TUI 1, Tak i THI

2 i3odepmenTiB Sa-penyKTa3y, sKi BiIIOBiAAIOTh 3a IEPETBOPEHHS TECTOCTEPOHY Ha
Da-AurigpoTeCTOCTEPOH. [IUTiAPOTECTOCTEPOH - 1€ aHAPOTeH, IKUH, V IIEePIIIy 4Yepry,
BiTIOBifa€ 3a rinepiasio TKaHUHU IePeIMiXypoBol 3a103u. MakcuMasbHe 3MEeHIIeHHS
OUTiIAPOTECTOCTEPOHY Ha Tl mpuiiomy IIpocTigy 3ameXuTh Bif JO3U i CIIOCTEPIraETHCA Y
nepuri 1-2 TuxHi. I[Ticnsa 1 Ta 2 TuXHS 3acTocyBaHHS [IpocTigy v mo6oBi# mo3i 0,5 Mr
CepelHs KOHIEHTpalisi OUTiIpOTEeCTOCTEPOHY 3MeHIyeThCd Ha 85 1 90 % BimmosigHO.

Y nauieHTiB i3 §OOPOSIKiCHOO TilepIIa3i€io mepefMixypoBoi 3amo3H, ki orpumyBanu 0,5 Mr
nyTacTepuny Ha mo0y, cepeqHe 3HUKEHHS PiBHSA OUTiHPOTECTOCTEPOHY CTaHOBUIO 94 % depes



1 pik 1 93 % - 4yepe3 2 poKu IiKyBaHHS, CEPELHil PiBEHb TECTOCTEPOHY MifABUIyBaBCS Ha 19 % yepe3s
1 i yepe3 2 poku.

dapmakokiHemuxka.

IlyTacTepun 3aCTOCOBYBaTH II€POPAIbHO Y BUTTIAL PO3YUHY Y M'AKUX XKeJlaTUHOBHUX Karcynax. [licna
mpuitoMy pa3oBoi go3u 0,5 MT miK KOHIIeHTpallil IpenapaTy y CHPOBaTIIi KPOBi CIIOCTEPIraEThCS
yepe3 1-3 roguHu. A6comoTHa 6iogoCcTymHiICTh cTaHOBUTEL 60 %. BiogoCcTymHICTh He 3a7eXKUTh Bif
IPUUOMY 1XKi.

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

[Tpu 3acTocyBaHHi y m0o60Biit 7o3i 0,5 Mr 65 % moCTilHOI CTiliKOI KOHLIEHTpallil AyTacTepuny y
CHPOBATIIi KPOBi mocsaraeThest uepe3 1 micsip nikyBauHs i mpubnusno 90 % - uepes 3 micsiri.
CrabinbHa KOHIIEHTpAllisg AyTacTepuny mpudnu3no 40 Hr/MI y CHPOBATIIi AOCITAEThCS MiCIIS

6 MicsuiB NiKyBaHHS ¥ o00Bi# 7o03i 0,5 Mr. fIK i y cupoBaTIli KpOBi, CTiliKa KOHIIEHTpallis
OyTaCcTepuay y CiM’gHii pifuHi gocaraetbcsd dyepes 6 micsanis. ITicig 52 TUXKHIB JIiIKyBaHHS CepenHs
KOHILIEHTPALlid OyTaCTepUay y CiM'gHii pifuHi CTaHOBUTH 3,4 HI/MI (y MeXax

0,4-14 ur/min). BigcoTok po3nofiieHHs OyTaCTEPUOY i3 CUPOBATKU KPOBi OO CiM'SHOI PiiUHY -
npubmu3so 11,5 %.

In vitro mytactepun MeTtaboidyeTscst pepmernTamMmu CYP3A4 mutoxpomy P450 mroguHM [0 IBOX
MOHOTiIPOKCHUILHUX MeTabOTiTiB.

3a JaHUMU CIIEKTPOMETPUYHOTO aHaJli3y y CUPOBATL KPOBI JTIIOOUHY BUSABJISETHCSI HE3MIHEHUN
NyTaCTepum, TPU IoJIOBHUX MeTabomitu (4 -rimpokcupyTtactepun, 1,2-murigpomyTacTepun i
6-rimpokcugyTacTepum) i 2 manmux metabonityu (6,4 -OUrigpoKCUmyTacTePHUS i

15- rimpokcuayTacTepun).

IyTtactepun iHTeHCHBHO MeTa0oi3yeThcs. [licg nmepopaabHOTO IPUOMY AyTacTepuny y go3i 0,5
Mmr/oo6y Bim 1 mo 15,4 % (y cepemabomy 5,4 %) 3aCTOCOBAHOI 031 BUBOAUTLCS 3 DeKamisiMu y
BUTJISIAI HE3MiHEHOT0 AyTacTepuny. Pemra 3acTOCOBaHOI 1031 BUBOAUTHCS Y BUTTISAAI MeTa0OiTiB.

Y ceui BUSBNSIOTHCS NUIIE CITigu He3MiHeHOTo gyTactepuny (Mmenie 0,1 % 3acToCcoBaHOI HO3H).
Kinuesuii nepion HamiBBUBENEeHHS OyTaCTePUAY CTAHOBUTH 3-5 TUXKHIB. 3a/IUIIKU OyTaCTePUAY Y
CUPOBATIi KPOBi MOXKYTh OyTH BUSBIIEH] uepe3 4-6 MiCAIiB Mic/g 3aKiHUeHHS JIiKyBaHHS.

3a maHMMU BUBYEHHS (hapMaKOKiHETHKM Ta (apMaKOOUHAMIKM, 3MiHIOBATH HO3Yy AyTaCTEPHUAY 3TimHO
3 BiKOM ITaIli€eHTa He MOTPiOHO.

BrnuB HUPKOBOI HEOOCTATHOCTI Ha (hapMaKOKiHETUKY AyTAacTepuAy He BuBYaJIu. OOHAK IPU IPUHAOMi
0,5 Mr gyTacTepupmy i3 cedero y moguHu BUBoguThCS MeHIe 0,1 % mo3u, ToMy 3MiHIOBaTH 03y
malieHTaM 3 HUPKOBOIO HEJOCTATHICTIO He TOTPiOHO.

BruB nediHKOBOI HEIOCTATHOCTI Ha (hapMaKOKiHETUKY OyTacTepUay He BUBYaIH (OUB. PO3TiIU
«Crmoci6 3acTocyBaHHS Ta 0o3u» Ta «OCOONMMBOCTi 3aCTOCYBAHHS»).

besneka ma kaiHiuHi 00CAI0NCEeHHA.

Cepuesa HedocmamHicmb

Y yoTupHpiYHOMY K/IIHIYHOMY [OCTIiOXKEHI 3aCTOCYBaHHS AyTaCTePUAY B IO€OHAHHI 3 TAMCYJIO3UHOM



[JIs TiKyBaHHS JOOPOSIKiCHOI rinepiiasil nepeaMixyposol 3amo3u y 4844 4onoBikiB (HOCTigXKeHHS
CombAT) yacToTa BUHUKHEHHS CEPIIEBOI HEIOCTATHOCTI (30ipHe MOHATTS) Y rpymi KoM6GiHOBaHOI
teparii (14/1610, 0,9 %) 6yna BuIoro, HiXxk y Oyab-aKil rpymi MoHOTeparil gyTactepumoM (4/1623,
0,2 %) abo Tamcynosutrom (10/1611, 0,6 %).

B okpeMoMy YOTUPUPIYHOMY KITiHIYHOMY ITOPIBHSIBHOMY HOCTiIXKeHH] mtare6o 3
XimMionpoginakTuKOI AyTacTepupoM 3 yyacTio 8231 gonosika BikoM Bif 50 [0 75 POKiB 3 MONEpPenHbO
HeTraTUBHUM pe3ylabTaToM 6i0Icii CTOCOBHO paKy MPOCTATH i MOYaTKOBUM piBHeM PSA mix 2,5 Hr/mn
i 10,0 ur/™mn y 4yonogikiB Big 50 go 60 pokiB abo 3 ur/mm i 10,0 HT/M7 y 40/10BiKiB BikoM Biff 60 poKiB
(mocnimxxenuss REDUCE) 6yJ10 BCTAHOBJIEHO, II0 YaCTOTa BUHUKHEHHS CepIieBOi HENOCTAaTHOCTI y
nauieHTiB, gKi npuiiManu gytactepur 0,5 mr 1 pa3 Ha geHb (30/4105, 0,7 %), Bullla TOPiBHIHO 3
malfieHTaMu, sKi mpuiManu miane6o (16/4126,

0,4 %). Y peTpoCceKTUBHOMY aHaJli3i I[bOro [OCIiIXKEeHHS IT0Ka3aHa BHUIIla YaCTOTa CEPIeBOl
HEeJOCTaTHOCTI y MAIliEHTIB, AKi MpuiiMaau gyTacTepun i anbda-61okaTop ogHovacHo (12/1152, 1,0
%), IOPiBHSIHO 3 Cy0’€KTaMu, IKi IpuiiMany gyTactepup 0e3 anbda-6mokatopa (18/2953, 0,6 %),
nnane6o i ansda-610katop (1/1399, < 0,1 %) abo mnanebdo 6e3 anbda-610kaTopa (15/2727, 0,6 %).
[TpuuKrHHOTO 3B’SI3KYy MiXK 3aCTOCYBaHHSIM AyTacTepupny (okpemo abo y kom0OiHarii 3 anbda-
6710KaTOpaMH) Ta BUHUKHEHHSM CEpIlIeBOi HeIOCTAaTHOCTiI BCTAHOBIEHO He Oy/10 (IUB. pO3Min
«Oc0o0IMBOCTI 3aCTOCYBaHHS»).

Pax nepedmixyposoi 3a103u i HU3bKoOupepeHUillo8aHI NYXAUHU

Y yoTupupiYHOMY NTOPiBHAIBHOMY [OCIIXKEeHHI Iylane6o Ta gyracTepuny 3 ydactio 8231 4omoBika
BikoM Bif 50 [0 75 pOKiB 3 ONEpeIHbO HETAaTUBHUM pPe3yIbTaTOM 6iOICil CTOCOBHO pPaKy IIPOCTATH i
1I04aTKOBUM piBHeM PSA mix 2,5 ur/mn i 10,0 ur/mn y yonogikis Big 50 go 60 pokiB a6o 3 Hr/mi i
10,0 ur/mn y 9onosikiB BikoM Bif 60 pokiB (mocmigxernHs REDUCE)

6706 cy6’ekTaMm Oysia mpoBefeHa rojikoBa 6iomncis mpoctaTu (060B’I3K0Ba 3a TEPBUHHUM
IIPOTOKOJIOM), aHi 9K0i OyIM BUKOPUCTaHi A aHammi3y AudepeHIlifoBaHHS 3a IIKajo ['micoHa. ¥
mocripkeHHi 0yo BusBieHo 1517 namieHTiB 3 fiarHO30M paK MPOCTaTH. BiNbIIiCTL MyXJIMH IPOCTaTH
(70 %), BUusiBNIEHUX 3a HOMOMOTOI0 6Giorcii, B 000X rpymnax jgiKyBaHHS, Mali BUCOKUI PiBEHb
mudepentiroBauHs (5-6 6asiB 3a mKkanoo I'micoHa).

Y rpymi gyTactepuny 3apeecTpoBaHo OilbIl BUCOKY YacToTy (n=29, 0,9 %)
HU3bKOOU(DepeHIIiioBaHOTO paky npocTtaTu (8-10 OaiB 3a mkanoio [7icoHa) B IOPiBHSAHHI 3 TPYIIOI0
nnanebo (n=19, 0,6 %) (p=0,15). ¥ 1-2-# poku mocigKeHHS KinbKiCTb MallieHTiB 3 pakoM
nepefMixypoBoi 3amo3u 3 audepeHnuitoBanHaM 8-10 6aniB 3a mkanoio ['micoHa y 6yna 0IHaKOBOIO B
rpymi gytactepuny (n=17, 0,5 %) i B rpymi nnanebo (n=18, 0,5 %). Y 3-4-i1 poku JOCHifXKEHHS
OinbIna KibKiCTh BUNIAAKIB paKy IepeIMixypoBol 3ao3u 3 fudepeHruitoBanHaM 8-10 6aiB 3a
mkasot ['micona Oyna miarHocroBaHa y rpyni gytactepuny (n=12, 0,5 %) mOpiBHSAHO 3 TPYIIOI0
nnamne6o (n=1, <0,1 %) (p=0,0035). Hemae gaHux mpo BIIJIUB Ha PU3UK PO3BUTKY PaKy IPOCTATH Y
YOJIOBIKIB, SIKi IPUUMAaIOTh AyTacTepup noHan 4 poku. BiICOTOK Nali€HTiB 3 fiarHO30M paKy
nepeMixypoBoi 3ao3u 3 gudepeHnuitoBanHaM 8-10 GaniB 3a mKasnoio ['micoHa 36epiraBcs MOCTIHHUIM
B pi3Hi nepiopu pocmigxeHH (1-2-11 poku, 3-4-i poku) y rpyni gyractepuny (0,5 % y KoxeH nepion
Yacy), y TO¥ 4ac SK y rpymi miaie0o BigCOTOK MAalli€HTiB i3 HU3bKOAU(pEPEHIIIHOBAaHNM PAKOM
npocratu (8-10 GamniB 3a mKkanoi ['micoHa) 6yB HUXKUUM Y 3-4-# poky, HiXK y 1-2-%1 poku (< 0,1 % i
0,5 % BigmoBigHO) (muB. po3min «OcobIuBOCTI 3acToCcyBaHHS»). He OyI0 HisiKOI pi3HUII B 4aCTOTi
paKy mnepegMixypoBoi 3an03u 3 gudepenitiioBanHsaM 7-10 GaniB 3a mkasoi 'micona (p=0,81).

Y yoTupupivHOMY KIiHIYHOMY HOCTiAXKeHH] JTiKyBaHHS H0OpPOsSKicHOI rinepinasii mepeamixyposoi
3ano3u (Combat), me nepBUHHUM IIPOTOKOJIOM He Oyyo nepenbadeHo 000B’s13K0BY 6iomcito, i Bci
IiarHO3U paKy npocTaTy Oynau BCTaHOBIEHi Ha 0ioImcii 3a MoKa3aHHAMU, YaCTOTa PaKy



mepenMixypoBoi 3amo3u 3 nudepeHitoBanHsaM 8-10 OaiB 3a mkanoio ['micorna 6yna (n=8, 0,5 %) -y
rpyni gyractepuny, (n=11, 0,7 %) - y rpyni Tamcyno3uny ta (n=>5, 0,3 %) -y rpymni kom6iHoBaHOi
Teparril.

3B’SI30K MiX 3aCTOCYBaHHSIM [IyTaCTEePUAY Ta BUHUKHEHHSIM HU3bKOOM(EPEHIIII0BaHOTO PaKy
IepegMixypoBol 3a103U 3a/IMIIAETHCS HE3 SICOBAHUM.

Pak epyoHoi 3a103u y 40108iKi8

[IBa BUNAJOK-KOHTPOJIbOBAHI eIifieMioJIoriuHi AoCHIiAXKEeHH, OfHe npoBeneHo y CIIA

(n=339 BumagkiB paky IpyAHoi 3am03u i n=6780 y rpyni KoHTposo), a inine y Benukit bpurasii
(n=398 BunapkiB paky MoJyio4Hol 3a1034 i n=3930 y rpymi KOHTPOJIO), He ToKa3alu HiIKOT0
36inbIIEHHS PU3UKY PO3BUTKY paKy IPYAHOI 3a7103U Y YOJIOBIKiB IIPH 3aCTOCyBaHHi iHTiGiTOPiB S
penmyKTa3u. Pe3ynbTaTé Mepuoro SOCTIAXKEHHS He BUSBUIN 3B'A3Ky 3 PAKOM I'PYOHOI 321034
(BimHOCHMIT PU3UK Y pa3i 3acTocyBaHHs 3 1 POKY 0 BCTAHOBIEHHS OiarHO3y paKy MOJIOYHOI
3aJ1034 IIOPIBHSAHO 3 3acTocyBaHHAM < 1 poky: 0,70: 95 % 11 0,34, 1,45). Y opyromy
MOCIiIXXKEeHH] BiTHOCHUY PU3UK paKy MOJIOYHOI 3271034, TIOB’I3aHUM i3 3aCTOCYBaHHIM
inribiTopiB So-penyKTa3u MOPIiBHSIHO 3 BiICyTHICTIO 3acTOCyBaHHs, cTaHoBuB 1,08: 95 % [II
0,62, 1,87).

[IprunHHUN 3B’30K MiXK BUMAagKaMH PaKy I'PyOHOI 3aJI03U y YOJIOBIKiB Ta JOBTOTPUBAIAM
3aCTOCYBaHHSIM IyTacCTEePUAY He BCTaHOBJIEHO.

KiiHiuHi XapaKTepHuCTHKH.
Iloka3anus.

JIikyBaHHSI CUMIITOMIB CEPEHBOTO Ta TSIKKOTO CTyIEeHsS NoOPOsSKicHOI rineprnasii mepegMixypoBoi
3aJ1034; 3MEHIIIEeHHS PU3UKY BUHUKHEHHS I'OCTPOl 3aTPUMKH Cedi Ta y pa3i HeoOXigHOCTi
XipypriyHoro BTpyYaHHS Y MAIli€HTIiB i3 CUMITOMaM# CEPETHBOTO i TSKKOTO CTYIEeHS JOOPOSIKiCHOI
rinepmnasii nepegMixypoBol 3a/103H.

IIpomunoka3aHHsi.

[TpocTig mpoTUIIOKa3aHUY MallieHTaM 3 MigBUINEHO0I0 YYTIUBICTIO OO0 AyTaCTepUny, iHImX iHribiTopis
5a-peflyKTa3Hu, coi, apaxicy abo iHIIMX KOMIIOHEHTIB IIpemapary.

[TpocTim He 3aCTOCOBYBATH AN JTIKyBaHHS XKiHOK 1 fiTe# (AUB. po3Iin «3acTOCyBaHHS Y Mepiof
BariTHOCTi ab0 rofyBaHHS TPYOOI0»).

[IpocTig IpOoTUIIOKA3aHU NALlieHTaM i3 TAKKOI ITe4iHKOBOX HEOOCTaTHICTIO.

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

[HpopMmanito mopo 3umKeHHS piBHIB PSA ([IpocTtaT-crienudiyaui aHTUTEH) ¥ CUPOBATLi KPOBI IIif
Yac JiKyBaHHS OyTaCTEPUOOM, a TaK0XK iH(popMallifo 100 BUSIBIIEHHS paKy IIPOCTATU OUB. Y PO3Tisi
«0Oco0IMBOCTI 3aCTOCYBaHHS».



Bnaue iHwux nikapcvkKux 3acobis Ha papmakokiHemuky dymacmepuody
3acmocysaHHs pa3om 3 iHeibimopamu CYP3A4 ma/abo P-enikonpomeiny

IyTacTepup rnepeBaxHO BUBOAUTHCS LIIAXOM MeTabosiaMy. [ocmigKeHHs in vitro MoKa3yooTh, 10
KaTanizaropamu Metaboniamy € CYP3A4 i CYP3A5. OdinifiHux qocigKeHb B3aEMOii 3 aKTHBHUMHU
inribiTopamu CYP3A4 He mpoBogumu. [TpoTe y MOMyIALitHOMY [OCTiXKeHHI (hapMaKOKiHETUKH
KOHIIEHTpallil IyTacTEPUAY B CUPOBATII KPOBi Oy B CEPEIHbOMY B

1,6-1,8 pa3a BUIIUMU Y HEBEIUKO! KiTbKOCTI THX ITAIli€HTIB, SKi OMHOYACHO JIiKyBaJIUCS BepalaMiioM
abo gunriazemom (rmomipHi inribiTopu CYP3A4 Ta inribitopu P-riikonpoTeiny), HiX B iHIIHMX
MMAllieHTiB.

[Tpu TpuBasoMy 3acTOCyBaHHI KoMOiHallil iyTacTepuay 3 MiKapChKUMM 3acobaMu, SIKi €
cunbHOMitourMH iHTiOiTOpamu depmenTty CYP3A4 (Hampukiiaf, pUTOHABIp, iHOUHAaBIp, Heha30MdoH,
iTpaKOHAa30J1, KETOKOHA30J1, IKi BBOOUJIX I1I€POPaJIbHO), KOHLIEHTpAllif AyTacTepPUAY B CUPOBaTLi KPOBi
MoXKe migBuiyBaTucs. [logansine iHribyBaHHS Sa-pefyKTa3u Ipu 30iNbIIeHHI TPUBAIOCTI Ail
OyTacTePUAy € MaJIOMMOBIpHUM. Ajle MOXKIIMBE 3MEHILIEHHS YaCTOTHA BBeIeHHS 003 AYyTaCTEPUAY V
pasi po3BuTKy mobivHux edekTiB. Ciif BiI3HAYUTH, 110 Y pa3i MpUTrHiYeHHsS aKTUBHOCTI GepMeHTy
[OBTUM IIepiof HalliBBUBEAEHHS MOXKE CTaTH Ie JOBIINM i CYyIIyTHS Tepallisd MOXe y TaKOMY BUIIaIKy
TPUBATH IIOHAM 6 MiCSIIiB IO TOTO, K OyOe OOCSATHYTO HOBOI pPiBHOBaXKHOI KOHIIEHTpAlil.

3actocyBaHH4 12 r xonectupaMiny dyepes3 1 roguHy micias 3aCTOCYBaHHS OGHOPA30BO1 JO3U 5 MT
OyTaCcTepuAy He BIJIUBAJIO Ha (papMaKOKiHETUKY AYTaCTepPULy.

Bnaue dymacmepudy Ha (papmakokiHemuky iHWux Aikapcvkux 3acobia

IyTacTepup He BIIMBa€E Ha (papMaKOKiHETHKY BapdapuHy abo furokcuny. Lle Bka3ye Ha Te, 110
nyTacTepun He iHriOye/He iHayKye akTUBHICTH pepmenTy CYP2C9 abo P-riikomnpoTeiny-
nepeHoCHMKa. [laHi mocmimKeHb B3aEMO/Iil in vitro BKa3yIOTh Ha Te, 1110 AyTaCTepH[ He iHTi6ye
depmentu CYP1A2, CYP2D6, CYP2C9, CYP2C19 a6o CYP3A4.

Y HeBenuKoMy pmocmigkeHHi (N=24) TpuUBaIiCTIO 2 TUXKHI 3 y4aCTIO 30OPOBUX YOJIOBIKiB JyTaCTEPUN
(0,5 mr Ha no0y) He BIIMBaB Ha papMaKOKiHETHKY TaMCYJI03UHY ab0 Tepa30o3uHy. Y IIbOMY
IOCTimKeHH] TaKoXK He 0ys10 BUSIBIIEHO 03HAaK (hapMaKOoguHaMigHOI B3aEMO[Iii.

Oco6 1ueocmi 3acmocyeaHHsi.

KoM6iHoBaHy Teparmiio MOXXHa MpU3HavYaTH IiCJIs PETEIbHOI OLiHKY KOPUCTI/PU3UKY Y 3B'SI3KY 3
TIOTEHUIMHUM ITiABUIIEHHSIM PU3UKY TOOIYHUX peakiliil (BK/II0Yalouu CeplieBy HEIOCTATHICTS) i micns
PO3TIIANY anbTepHATHBHUX BapiaHTIB Tepartii, BKII0Yauyu MOHOTepariio (ouB. po3nin «Cmocid
3aCTOCYBaHHS Ta JO3W»).

[ToGiyHi peakirii 3 6OKY ceplieBO-CYIUHHOI CUCTeMU

3a JAaHUMHU YOTUPUPIYHUX KITIHIYHUX JOCTiAXKeHb, YaCTOTa BUHUKHEHHS CepIleBol HEJOCTATHOCTI
(30ipHuUi TEpMiH [OJIS BCiX ITOBigOMIIEHD, IEPEBAXKHO ITIEPBUHHOI CEPIIEBOl HEAOCTATHOCTI Ta 3aCTilHOI
CepIeBOi HelOCTaTHOCT) OyJia BUIIOI0 cepef MallieHTiB, sKi TikyBanucs KoMOiHallielo fyTacTepUay 3
anbda-010KkaTOpOM, F'OJIOBHUM YMHOM TaMCYJIO3MHOM, ITOPiBHSHO 3 MallieHTaMH, SIKi He OTpUMYBau
Takol KoMOiHalril. 3a JaHUMU IIUX OBOX JOCIIifIKEHb YaCTOTa CEpIIeBOi HeIOCTATHOCTI Oya HU3bKOIO
(= 1 %) Ta BapiabenbHO0 y MexKaX LIUX OOCIigKeHb. [UCIPOnopIii y 4acTOTi BAHUKHEHHS CepIeBo-



CYOIUHHUX MOOIYHUX SBUII HEMA€E B KOTHOMY 3 JOCITiIXKeHb. [I[PpHYUHHOTO 3B'SI3KY MiK
3aCTOCYyBaHHSIM OyTacTepumy (okpemo a6o y komOiHatii 3 anbha-610KkaTopaMu) Ta BUHUKHEHHSIM
CepleBoi HeIOCTAaTHOCTI BCTaHOBIEHO He O0yio («PapMaKoJIOTiuHi BTaCTUBOCTI»).

[TpoBeneHO MeTa-aHami3 12 paHIOMi30BaHUX, Male00-KOHTPOIbOBAaHUX a00 OPIBHANIBHUX KITIHIYHUX
nocrimxkenb (n=18802), B SKOMY OIIiHIOBa/IM PU3UK PO3BUTKY MOGIYHUX peakiriii 3 60Ky cepleBo-
CYIMHHOI CUCTeMU IIPU 3aCTOCYBaHHI OyTacTepuay (IOPiBHSHO 3 KOHTPOJIBHOIO I'pymoio). He Gyro
BCTQHOBJIEHO CTiMKOTO CTAaTUCTHYHO 3HAUYIIOT0 30i/bIIIEHHS PU3UKY ceplieBol HemocTtaTHOCTI (RR
1,05; 95 % 01 0,71, 1,57), roctporo indapkTty miokapga (RR 1,00; 95 % [O1 0,77, 1,30) abo iHCynbTY
(RR 1,20; 95 % 01 0,88, 1,64).

By Ha npocTaTocnelndiuyauii anTurex (PSA)

KonnenTpanis npocratocnernudiuaoro antureny (PSA) € BaXX/IMBUM KOMIIOHEHTOM CKPHHIHTOBOTO
IIPOIIECY AJISI BUSBIIEHHS PaKy IepeaMiXypoBol 3a/I03H.

[TpocTip 3maTHUM 3HUKYBATH PiBeHb CUPOBATKOBOTO PSA y XBopux y cepeqHboMy mpubau3Ho Ha 50
% 4yepe3 6 MiICALIB JIIKyBaHHS.

[TanienTy, sgki npuiiMatoTs [IpOCTiA, IOBUHHI MaTh HOBUY [10YaTKOBUY piBeHb PSA, BCTaHOBIEHUN
yepe3 6 MICALIB Micd JIiKyBaHHS LIUM IIpernapaToM. 3rogoM Lied piBeHb PEKOMEHOYETHCS NIEePEBIPATI
perynspHo. Bynb-sike migTBepaKeHe 30inbiieHHs piBHSA PSA Big HalHMKYOTO PiBHA IIif Yac
3actocyBaHH4 [IpocTifny MoxXe OyTH CBifUeHHSIM HasiBHOCTI paKy IeperMiXypoBoi 3a103u abo
HeJOTPUMaHHS pexXuMy JiKyBaHHS [IpocTiqoM i moTpedye peTenbHOTr0 BUBYEHHS, HaBiTh IKIIO
O0Ka3HUKM PSA 3HaX0#sATHCS y MeKaxX HOPMHU Y YOJIOBIKiB, SIKi He JliKyBaiucs iHribitopamu Sa-
penykTasu. [Ipu iHTepupeTallil moka3HukiB PSA y xBopux, siki nikyiThcsa [IpocTigom, cmif
3BaXKaTHU Ha IIoNepenHi MOKa3HUuKU PSA nis mopiBHIHHS.

3actocyBanH4 [IpoCTify He BI/IMBaE€ Ha BUKOPUCTaHHA PiBHA PSA [ig giarHOCTUKM paky
IepeIMiXypoBOl 3aJ103H IiC/sl BCTAHOBJIEHHS KOT0 HOBOTO II0YaTKOBOTO PiBHA.

3arajibHUY piBeHb CUPOBATKOBOTO PSA moBepTaEeThCS 00 MOYATKOBOTO PiBHA MPOTATOM 6 MiCALiB
IiCJIs IPUNIMHEHHS JIIKYBaHHA.

CriBBigHOIIEHHS XK BinbHOT0 PSA i 3aranbHOro piBHS PSA 3anullla€ThCs CTaIKMM HaBiTh I Yac
nikyBaHHA [IpocTigoM. ToMy SIKILIO A1 XBOPOro, AKuM npurMae IIpocTin, mikap BUPIMIUTE
BUKODPHUCTATHU K BU3HAUEHHS PaKy IIepeaMiXypoBol 3a/I03U BifCOTOK BUTbHOTO PSA, KopuryBanus
H0T0 3HAYEHHS IIPOBOMUTH He MOTPiOHO.

[Tepen moYaTKOM KypCY JIiKyBaHHS TyTaCTEPHUIOM Ta MMEPiOgUYHO IIif Yac JTiKyBaHHS MOTPIOHO
IIPOBOOMTH IaJIblieBe PEKTalbHe 00CTeXKEHHS MAIliEHTa, @ TAKOXK BUKOPUCTOBYBATH iHIIII METOAM
BUSIBJIEHHS paKy IepeaMiXypoBoi 3a7103H.

Pak mepeaMixypoBOi 3a7103U Ta NYXJIWHU BUCOKOTO CTYIIEHS rpafaillil 3a ['TicOHOM (HU3BKO-
nrdepeHIiiioBaHi)

Y xomi yoTHpupiYHOTO KIiHiYHOTO mocmigxkenHs 3 yyacTio > 8000 9omoBikiB BiKoM Bif 50 1o

75 POKiB 3 moTIepeNHiMU HEraTUBHUMHY Pe3yIbTaTaMu 6ioIcii CTOCOBHO paky mepemMixypoBoi
3a71034 Ta M04aTKoBUM piBHeM PSA mix 2,5 Hr/mn ta 10,0 Hr/mn (mocnigxenHs REDUCE) y
1517 6yB miarHOCTOBaAHUY pak IMepemMixypoBol 3a103u. YacToTa BUIAIKIB pakKy
nepenMixypoBol 3ano3u (8-10 3a mkamno ['micoHa) y rpyIi XBOpHX, SKi JTiKyBalIUCs
[TpocTtimoM (n=29, 09 %), Gyna BUIIOI0 TOPiBHSIHO 3 I'PYIIOI0, III0 OTPUMYBaa Iaiedo



(n=19, 06 %). 36inbIlIeHHS YaCTOTU BUIAMKiB PaKy IIepeaMixypoBOl 3a/1031 3a LIKaJI0l0
I'micora 5-6 Ta 7-10 He cnocTepiranocs. [IpyuuHHOr0 B3a€MO3B 43Ky MiX 3aCTOCYBaHHAM
[IpocTingy Ta BUCOKMMH CTafisIMU paKy IepeaMiXypoBoi 3a71031 BCTaHOBIIEHO He OYII0.
KniniyHe 3Ha4eHHS YMCIOBOI JUCIPOIOPIIil HeBimoMe. YomoBiKY, sKi MiKyl0ThCs IIpocTifom,
IIOBUHHI PETyJISIPHO MEPEBIPSATUCH Y 3B’'SI3KY 3 PU3UKOM paKy IepegMixypoBol 3a103H,
BKJIIOYalO4M BU3Ha4YeHHS PSA.

Y momaTKoBOMY ITOCJIiIOBHOMY OBOPiYHOMY [OCIIMIZKEHHi 3 MallieHTaMu, SKi 6panu y4acTb y
MOCTiAKEeHH] i3 3aCTOCYBaHHAM [yTaCTEPHUAY B AKOCTi XiMiuHOI TPodinakTUKHU (TOCTiIKEeHHS
REDUCE), Gyna BcTaHOB/IeHa HA3bKa YaCTOTa HOBUX BUIIQMIKiB paKy nepegMixypoBoi 3ai03u (rpymna
nyractepuny [n=14, 1,2 %]) ta rpyna mnane6o [n=7, 0,7 %]) 3 BiACyTHiCTIO HOBUX ifeHTH(}IKOBaHUX
BUIIQ[IKiB paKy rmepegMixypoBoi 3an03u 3 nudepeniitoBanHsaIM 8-10 OaiB 3a mkasoo ['micoHa.

IoBroTpuBare mocinigoBHe (00 18 pPokiB) CIIOCTEPEKEHHS IMAlli€HTIB 3 KIIHIYHOTO JOCIIIXKEeHH i3
3aCTOCyBaHHSM iHIIOTO iHTi0iTOpa Sa-penykrasu (hiHacTepuay) B AKOCTI XiMiuHOI TPODiTaKTUKY He
II0Ka3aJI0 CTaTUCTUYHO 3HAYYIol Pi3HUI MiX rpynamu ¢iHacTepugy Ta Ianedo y 4acToTax
3aranbHoro BuxkuBaHHg (HR 1,02, 95 % [I1 0,97-1,08) abo BuKMBaHHS MicJIsl OiaTHOCTYBaHHS PaKy
nepepMixyposoi 3anmo3u (HR 1,01, 95 % I 0,8-1,20).

Pak rpymHoOi 3a103u

[ToBimoMIsANY NP0 PigKiCHI BUMIaKK paKy rPyAHOI 3a103U Y YOJIOBIKIB Iifl Yac KITiHIYHUX JOCHTiAXKEeHb
Ta y IOCTMapKeTUHT0BUY nepion. [Ipu 1ipoMy emnifeMionoriysi JOCIigXKeHHs BKa3yTh Ha
BiICYTHICTh MigBUIIEHHS PU3UKY PO3BUTKY paKy IpyIHOI 3aJI03U Y YOJIOBIKiB IPU 3aCTOCYBaHHI
inribiTopiB Sa-penykTasu. [1arieHTH IOBUHHI HeralHO MOBIHOMIISITH PO OyOb-IKi 3MiHM Y TKaHUH]
TpyOHoOI 321031, HAIPUKJIIa[ BUIIEHHS i3 COCKa ab0 MPUIYXJIiCTh.

HerepmeTnusi kancynu

OyTtactepun abcopOyeThCs Yepes MIKipy, TOMY XKIiHKHU Ta [JiTH MalOTh YHUKATH KOHTAKTY 3
HeTepMEeTHYHUMH KarcylaMu. fAKIo piguHa 3 KalCyJy oTpaluiia Ha IKipy, 11 C/Iif HeraHo 3MUTH
BOJIOIO 3 MHJIOM.

[TeuyinKoBa HEOOCTATHICTh

BnnuB ne4yiHKOBOI HEIOCTAaTHOCTI Ha (h)apMaKOKiHETHUKY AyTacTEPUAY He BUBUYAIU. Yepe3 aKTUBHUMI
MeTaboi3M myTacTepuny ta 3-5-TUKHEBUH Iepiof #oro HaliBBUBEAEHHS JTiKyBaHHS JyTaCTePUIOM
MAIliEHTIB 3 JIETKO10 a00 CepeiHbOI0 MeYiHKOBOIO HeIOCTATHICTIO CJIil TPOBOOUTH 3 00EPEKHICTIO
(muB. po3minu «Cmocib 3acTocyBaHHS Ta m0o3u», «[IpoTUMOKa3aHHI», «®apMaKoJIoTiuHi
BJIQCTUBOCTI»).

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2py00io.

IyTtacTepun IpOTUIIOKA3aHUM [JId JIIKyBaHHS KIHOK.

3aCTOCYBaHHS V IIepiof BariTHOCTI

4K i iHmi inribiTopu Sa-pegyKTasu, yTaCTepU[ epenKoaXKae IepeTBOPEHHI0 TECTOCTEPOHY Y
[UTiAPOTECTOCTEPOH, 110 MOXKe rajJbMyBaTH PO3BUTOK 30BHIIIHIX CTAaTeBUX OPTaHiB y IJIOfa
40JI0Biu0i cTaTi. He3Ha4yHy KiNbKicTh OyTacTepuny 0ya0 BUSBIIEHO B €IKYIATI Cy0’€KTiB, AKi
npuiimManu 0,5 Mr gytacrepuay Ha 0oOy. HeBimomo, uu BIJIMBA€ OyTaCTEPHUI, 110 ITOTPAIUB [0
OpraHi3aMy XiHKHU 3 CiM’IM 4YO0JIOBiKa, IKUM JTIKy€EThCS OyTaCTEPUAOM, Ha Il YOJIOBiYOl CTaTi



(e pU3UK € HAUBUIIKM IIPOTATOM MepPIKX 16 TUKHIB BariTHOCTI).

4K iy pasi 3acTocyBaHHSs iHIIMX iHTi6ITOPIB SA-peayKTa3u, PEKOMEHAYETHCS KOPUCTYBATUCS
IIpe3epBaTHBaMU, SKIIO TapTHEPKa MallieHTa BariTHa ab0 IOTEHI[INHO MOXKe 3aBariTHITH, 3 METOI0
3amobiraHHs MOTPAIISHHS CiM'SI O OpraHi3My XKiHKH.

3acTOCYyBaHHS y Iepiod TOOyBaHHS TPYILI0

HesigoMo, 4u IpoHUKa€E OyTacTepUrn y rpyaHe MOJIOKO.

DepTUNLHICTD

[ToBimomIsiny PO BUNAAKY BIIJIUBY OyTaCTEPUNY HA XapaKTEPUCTUKHU €AKYIATY (3MEHIIEHHS
KiJIbKOCTi CIIepMaT030if1iB, 06’eMy eSIKYJIITy Ta PyXOMOCTi CIIepMaTo30ifliB) ¥ 3HOPOBUX YOJIOBiKiB. He
BUK/IIOUEHUM PU3UK 3HUXKEHHS Y0JI0BiUO01 (PePTUTLHOCTI.

30amHicmb 8niusamu Ha weudKicme peakuii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHi3mamu.

3 ornApy Ha ¢papMaKOKiHETHYHI Ta (h)apMakKOAMHAaMiYHi BTaCTUBOCTI AyTaCTEPHUA He BIIMBAE Ha
3[aTHICTh KepyBaTU aBTOMOOiIeM Ta iHIIMMHU MeXaHi3MaMH.

Cnoci6 3acmocyeaHHss ma do3u.

[TpocTig MOoXKHa MpU3HAYaTH CAMOCTiHHO abo y KoMOiHairil 3 anbda-610kaTopom Tamcyno3uaoM (0,4
MT).

Iopoci 40a0BiKY (BKIIOUAOYHM MAIIEHTIB JIITHEOTO BiKY)

PexomeHmgoBaHo10 103010 IIpocTiny € 1 Kancyna (0,5 Mr) Ha o6y [ IepopPaIbHOTO IPUHOMY.
Karcyny ciig KoBTaTH 1111010, HE BiIKpUBATU Ta He PO3XKOBYBaTH, OCKIJIbKY IIPU KOHTAKTI 3 BMICTOM
KaIlCy/I¥ MOXKJIMBE MTOipa3HeHHS CIM30B01 060JI0HKHU POTa Ta TJIOTKHU.

[TpocTig MoXkKHa TpUMaTH He3aiexkHO Bifl MpuitoMy 1xi.

He3Baxarouu Ha Te, 1110 TIOJIETIIEHHS Bifl IPUIXOMY IIpellapaTy MOXKe CIIOCTepiraTucs Ha PaHHIN
cTapii, ayst 06’eKTUBHOI OLIIHKY e(eKTUBHOCTI [iii Tpemapary JiKyBaHHS CJIifl TPOOOBXKYBaTH He
MeHIIIe 6 MicsIliB.

HupkoBa HENOCTATHICTEL

dapMakOKiHETUKY AyTaCTEPUY Y XBOPUX i3 HUPKOBOIO HEOCTATHICTIO HE BUBYAJIX, TOMY CJIif 3
00epeKHICTIO MPU3HAYATH MaIliEHTaM 3 TSIKKO0I0 HUPKOBOIO HENOCTATHICTIO.

ITeuiHKOBa HEIOCTATHICTh

dapmMakOKiHETUKY AyTaCTEPULY Y XBOPHUX i3 IEUiHKOBOO HEOCTATHICTIO HE BUBYAJIA, TOMY 3
00epexkKHiCTIO CITiff 3aCTOCOBYBATH IIPH JIETKil Ta MOMIpHil MeYiHKOBiM HEJOCTATHOCTI. XBOPUM 3
TSKKOIO [TIeYiHKOBOIO HEIOCTATHICTIO IIpenapaT IPOTUIIOKAa3aHUM.



Himu.

3aCTOCYBaHH${ IIPOTHUIIOKA3dHO.

Ilepedo3yeanHs.

3a maHUMU KIiHIYHUX OOCIigXKeHb, Y HOOPOBOJIBIIB pa3oBi go3u myTactepuny mo 40 mr/mo6y (y 80
pasiB BUIIi 3a TepaneBTUYHI) IPOTIToM 7 OHIB He BUKJIMKAJIM 3aHETIOKOEHD 3 OTJISIAY Ha 6e3MeKy ix
3actocyBaHHS. [1if 4ac KIiHIYHUX HOCTiAXKEHb 3aCTOCOBYBAJIA J03U AyTaCTEPUAY 10 5 MT/mo0y
IIPOTSATOM 6 MicsilliB 0e3 MOSIBY ONATKOBUX MOOIYHNX peakllii MOPiBHAHO 3 3aCTOCYBaHHSIM
nytactepuny y go3ax 0,5 mr/mo0y.

CHeLII/I(l)i‘-IHOI"O AHTHAOOTY HEMAE, TOMY Y pa3i MOKJIUBOT' O ITI€EPEeJO03yBaHHA IIPDOBOOUTHCA
CHMIITOMATHU4YHA Ta Hi)Z[TpI/IMYIO‘-Ia Tepar[i;{.

ITo6iuni peakuii.
MoHoTepalid ayTacTepUumoM

[Tpubnu3no y 19 % 3 2167 malieHTiB, gKi npuiimManu OyTacTepun Y ABOPIYHUX ITare0o-
KOHTPOJIbOBAHUX AOCTimXKeHHAX ¢a3u III, mpoTsArom mepIioro poky JTiKyBaHHS BUHUKIIK MMOGiIYHi
peaxtii. BinpmiicTs HebaxKaHUX SABUIL, 110 CIIOCTepiranucs, 0yu nerkoi abo IMOMipHOI TSXKKOCTI Ta
BpaxKkajii PENpPOAYKTUBHY CUCTEMY. [IpOTATOM HACTYNHUX 2 POKIB Y BiIKPUTUX POIMUPEHUX
MOCTIIXXKEeHHSX He 010 BUSBIEHO XKOOHUX 3MiH y podini moGiuHuxX sSTBUII.

Y tabnuni 1 HaBemeHO HebaXKaHi peakilii, BUSIBIEHI MPOTITOM KOHTPOJIbOBAHUX KITiIHIYHUX
BunpoOyBaHb. HaBeneHi HeOaxaHi sIBUIIA, BUSBIIEHI MPOTITOM KITiHiYHUX BUTPOOYBaHb, 5Ki, Ha
IYMKY OOCJimHUKIB, OyNy MOB’s13aHi 3 mpuioMoM JIiKiB (3 wacToToI0 Oinbire abo piBHOIO 1 %), 3
Oi7TbIII0I0 YACTOTOIO CIIOCTEPIramucs y MallieHTiB, AKi MpuiitMany OyTacTepPu, IOPIiBHSIHO 3 mIaledo
IIPOTSATOM IIEPIIOT0 POKY JIiKyBaHHA.

Knacudikartris wactotu: myxke gacto (> 1/10), gacto (= 1/100 mo <1/10), mewacrto (8ig 1/1000
no 1/100), pizko (8ig 1/10000 mo 1/1000), myxe pigko (<1/10000), yacToTa HeBigoMa
(HEeMOKJIMBO OIIIHUTH 3 HasIBHUX TaHUX).

Tabnuis 1



CucteMa oprawxiB [[To6iuHa peakiris HacToTa 3aXBOPIOBAaHHS 3a TaHUMU
KJIIHIYHUX JOCIIiIXKeHb

HacTtoTa HacToTa
3aXBOPIOBAHHS 3aXBOPIOBAHHS
[POTAroM 1 poKy [IPOTSATOM 2 POKY
mikyBaHHS (n=2167) [mikyBaHHS (n=1744)
3 6OKy [MIOTEHIIIS 6,0 % 1,7 %
PENPORYKTUBHOI [3minene (3uuxkene) midino |3,7 % 0,6 %
CUCTEMH Ta Po3nafy esSKyIAIil 1,8 % 0,5 %
MOJIOYHHX 3aJI03 -
3aXBOPIOBAHHSI MOJIOYHOL 1,3 % 1,3 %
3aJI03U
3 Ooky iMmyHHOI  |AnepriuHi peaxiiii, OriHKa 3aXBOPIOBAHOCT] 3a
cucTeMu BKJIIOUAIOYM BUCHII, L
i , MMOCTPEECTPAIIINHUMY OaHUMHU
cBepOixXK, KPOIIUB'THKY,
mokasnizoBaHuY HAOPSIK i JacToTa HeBigoMa
AQHTIOHEBPOTUYHUYN HaOPSK
[NcuxiuHi [lenpecis JacToTa HeBimoMa
po3manu
3 60Ky wIKipu Ta [Asomnelis (HacaMmepen HeuacTto
MigIIKipHOI BTpaTa BOJIOCCS Ha Tii),
KITITKOBUHU rimepTpuxos
3 60Ky TecTukynsspHUH 6inb Ta JacToTa HEBiOMa
PENPONYKTUBHOI |[HAOpPSIK
CHCTEMH Ta

MOJIOYHHUX 3aJI103

"3a3HaueHi HebaxKaHi TBUIIA 3 60Ky CcTaTeBOl CUCTEMH, TI0B’sI3aHi 3 JTiIKyBaHHSIM AyTacTEPUOOM
(BKITIOYAIOUM MOHOTEpariio Ta KoMOiHalio 3 TamMcy1o3uHoM). HaBeeHi no0iuHi peakilii MOXKYTh
TPUBATH i MiC/Is IPUNIMHEHHS JTiKyBaHHS. PoIb gyTacTepuay y Lill CTIMKOCTI HEBigoMa.

" BKmoyae 3MeHIIeHHs 06'eMy CIIEPMH.

Bkitoyae 4yTIUBICTh Ta 30iNbIIIEHHS I'PYOEH.

[Mpoctin v kombGiHariii 3 anb¢a-6110KaTOPOM TaMCYII03UHOM

Hani yotupupiunoro gocnigxeHHsa CombAT, y SKoMy ITOPiBHIOBABCS IPUUOM AyTaCTEPULY

0,5 mr (n = 1 623) Ta Tamcyno3uny 0,4 mr (n = 1611) 1 pa3 Ha eHb OKpeMO Ta B KoMOiHaIril

(n = 1610), moka3anu, 10 YacTOTa MOOIYHUX SBUIN, CIPUYMHEHUX IPUHOMOM IIPeaparis, IPOTATOM
IIePIIOro, PYIroro, TPETHOT0 Ta YETBEPTOr'0 POKY JIIKyBaHHSA BiflloBigHO cTaHOBUIA 22 %, 6 %, 4 % 1
2 % nns KoMOiHOBAHOI Teparii gyTacTepumoM/TamMmcyino3utoM, 15 %, 6 %, 3 % i 2 % mns MoHOTeparii
nyTacTepunoM, a Takox 13 %, 5 %, 2 % i 2 % nnmg MoHOTepanil TaMCcyn03uHOM. binbila yactota
BUHUKHEHHS MOGIYHUX peakiliil y rpyni koMOGiHOBaHOI Teparlii IPOTATroM IEePIIOro POKY JIiKyBaHHS
Oyna 3ymMoByeHa OibIl BUCOKOIO YaCTOTOIO IIOPYIIEeHb PEPORYKTUBHOI CUCTEMH, 30KpeMa IIOpYIIeHb
esIKyJISLil, [0 CIIOCTePiraaucs y il Ipyi.

[TpoTsiroM IepIIoro poKy JiKyBaHHS y mociimkeHHi CombAT 3a3HaueHi HUXK4e m06ivHi
peaxiiil, fiKi, Ha OyMKY [OCJigHHUKIB, TTOB’s13aHi 3 MPHIIOMOM IIpenapariB, 0y/iu 3apeecTpoBaHi
3 yacToTo1, OinbInoio abo piBHOIO 1 %; YacToTa BUHUKHEHHS IIUX peaklIliil IPOTITroM
YOTUPHOX POKIB JIiKyBaHHS HaBefeHa B TaOIuUIli 2.



Taonus 2

Knac cucremu [TobGiuHa peakilis HacToTa 3aXBOPIOBAHOCTI IIPOTATOM IIE€Piony
OpraHiB JIiIKYBaHHSA
Pik 1 Pik 2 Pik 3 Pik 4
Komb6inaris® (n) (n=1610) |(n=1428) |[(n=1283) |(n=1200)
Ilytactepun (n=1623) |(n=1464) |[(n=1325) |(n=1200)
TaMCyno3us (n=1611) |n=1468) [(n=1281) |n=1112)
3 60Ky HEPBOBOi  [3amaMoOpoYeHHS
CUCTeMU KombiHaris® 1,4 % 0,1 % <0,1 % 0,2 %
IytacTtepup 0,7 % 0,1 % <0,1 % <0,1 %
TaMcynosun 1,3 % 0,4 % <0,1 % 0 %
3 00Ky cepiist CepileBa HEIOCTATHICTh
(3aranpHa Ha3Ba")
Kombinarisa® 0,2 % 0,4 % 0,2 % 0,2 %
IytacTtepun <0,1% 0,1 % <0,1 % 0 %
TaMcyno3us 0,1 % <0,1 % 0,4 % 0,2 %
3 6oKy [MIoTeHITis”
PENPORYKTUBHOI KombiHaris® 6,3 % 1,8 % 0,9 % 0,4 %
CHCTEMH Ta IlyTacTepus 5,1 % 1,6 % 0,6 % 0,3 %
MOJIOHHEX 387103 ™ T Mmcynosun 3,3 % 1,0 % 0,6 % 1.1%
3MiHeHe (3HUXKeHe)
1i6imo°
KombiHaris® 5,3 % 0,8 % 0,2 % 0 %
HytacTtepup 3,8 % 1,0 % 0,2 % 0 %
TaMCyno3us 2,5 % 0,7 % 0,2 % <0,1 %
[TopyIeHHs eaKynamil’
Kombinariga® 9,0 % 1,0 % 0,5 % <0,1 %
Iytactepup 1,5 % 0,5 % 0,2 % 0,3 %
Tamcyno3un 2,7 % 0,5 % 0,2 % 0,3 %
3aXxBOpPIOBAHHS MOJIOYHUX
3a7103"
Kom6inaris® 2,1 % 0,8 % 0,9 % 0,6 %
IytacTtepup 1,7 % 1,2 % 0,5 % 0,7 %
TaMmcyno3un 0,8 % 0,4 % 0,2 % 0 %

*Kombinamis: gyractepun 0,5 Mr 1 pa3 Ha moby mmoc Tamcyno3us 0,4 mr 1 pas Ha mo0y.

b 3aranpHUM TepMiH «CeplieBa HeOCTaTHICTh» BKJIOYAE 3aCTiMHY CeplieBy HEJOCTATHICTh,
CepLieBYy HEIOCTATHICTH, JIIBOLIIIYHOYKOBY HEIOCTATHICTh, TOCTPY CEPLIEBY HENOCTATHICT,
KapioreHHU! 10K, TOCTPY JIiBOLUITYHOYKOBY HEOCTATHICTh, IPABOLITYHOYKOBY
HEe[OCTaTHICTh, TOCTPY IIPaBOIUIYHOUYKOBY HEOCTATHICTD, IIIJIYHOYKOBY HEJOCTAaTHICTB,
CepLEeBO-JIeETeHEBY HENOCTATHICTh, 3aCTiMHY KapioMionaTito.

‘ HaBepmeni mo6iuHi peakiiii 3 60Ky cTaTeBOi CHCTeMHU ITOB’SI3aHi 3 JIIKyBaHHSM JyTaCTEPUIOM
(BKIIO4aOUM MOHOTEpaIiio Ta KoMOiHalliio 3 Tamcyno3uHoMm). HaBemeHi mo6iuHi peakirii MOXYyThb

TPUBATH IiC/s IPUNIMHEHHS JIiKyBaHHs. Poib myTacTepuny y Uil CTIMKOCTI HEBigoMa.

¢ BJTIoya€e 4yT/IUBICTh Ta 30iNbIIeHHS IPyeil.



" BKmoyae 3MeHIIeHHS 06'eMy CIIEPMH.

Iu1mi mawi

Hocninxenas REDUCE BusiBuio 0i/ibII BUCOKY 4aCTOTY PaKy NPOCTATH 3 OI[iHKOIO 3a IIKAJI0K
[nicona 8-10 y 4onoBiKiB, fIKi MpuiMany OyTaCTEPHA, MOPiBHIHO 3 mane6o. HeBigomo, YU BOUHYIN
Ha pe3yJIbTaTH L[bOT0 OOCTiIXKEeHHs 3MeHIIeHHST 00'eMy IPOCTATH UM iHII (HaKTOpH, MOB’s13aHi 3
IPUUOMOM OyTacTepupay. [1oBifoOMIIsIoCs PO BUMIAAKU BUSIBIIEHHS PaKy I'Pydeu y Y0IOBiKiB (OUB.
po3min «Ocob6IMBOCTI 3aCTOCYBaHHS»).

Tepmin npudamHocmi. 3 POKH.

YMoBH 30epiranHs. 36epiraTu B OpUriHaabHiN yIakoBLi mpu Temmnepatypi He surme 30 °C.
30epiraTy y HEJOCTYITHOMY OIS [iT€H MiCIIi.

YnakoBka. ITo 10 karncyn y 6mictepi; o 3 6micTepu B KapTOHHi#M KOPOOIIi.

Kareropis Bigmycky. 3a peruemnTtom.

Bupoonuk. Oyi Xeckep.

Micue3HaxoKeHHsI BHPOOHHKA Ta aijpeca MicCIsi IPOBaIXKeHHs MOro Tis/IbHOCTI.

HOwir 2, IInot 163/2, Maxatma 'armi Yaior Harap, Ha6xens Binemx, Haxi Jamasn, 396 210, [umis.



