IHCTPYKUIHA
AN MeJMYHOI0 3aCTOCYBaHHS NiKapCbKoro 3acoby

PEMOCTOH® KOHTI
(FEMOSTON® CONTI)

Cknag:

AIH0YI PEYOBUHU: eCcTpagion; AUAPOrecTepoH;

1 TabneTka MiCTUTb €CTpagiony reMirigpary, MiKpoHi30BaHOr0, LLL0 EKBIBa/IEHTHO eCcTpagiony 1 Mr; AMAPOrecTepoHy, MiKpOHI30BaHOro 5 wr;

[OMOMI>KHI PEYOBMHU: NaKTo3a, MOHOrigpaT; rinpomenosa (HPMC 2910), Kpoxmanb KyKypyA3SHWIA, KPEMHIIO LiOKCUA KONOIAHWIA 6e3BOLHNIA, MarHito cTeapar;
MNiBKOBe MOKPUTTS: 3MilaHe nnaiskoBe NokpuTta Orange | (nonietuneHrnikons 400, rinpomeno3a (HPMC 2910), 3aniza okcug »xoBtuid (E 172), 3aniza okcug,
yepBoHUiA (E 172), Tutany aiokeng (E 171)).

JlikapcbKa thopma. TabneTku, BKPUTI NTIBKOBOK 060/I0HKOHO.
OCHOBHI (Di3nKO-XiMiYHi BNACTMBOCTI: Kpyrna ABOONYKNa, BKPUTA MiBKOBOK 060/I0HKOK OpPaHXXEBO-POXEBOr0 KO/bOPY TabneTka 3 MapKyBaHHAM «379» 3 0HOro
6oky. liameTp 7 MM i Maca TabneTku — Npuban3HO 144 mr.

dapmakoTepaneBTMYHa rpyna. MNpenapatu 415 NikyBaHHA 3aXBOPIOBaHb CEYOCTATEBOT CUCTEMW Ta CTaTeBi FOPMOHW. MporectareHn B KOMOiHALLiT 3 eCTporeHamu.
AunpporectepoH Ta ectporeH. Kog ATX GO3F A14.

dapmMakosoriyHi BNacTnBOCTI.

PapmakofnHamika.

Ectpagion

AKTVBHUIA KOMMOHEHT 17R-ecTpagion XiMiyHO Ta 6ionoriyHo MNoLiGHUIA [0 MPUPOLHOro XKIHOYOro CTaTteBoro ropMoHy ectpagiony. BiH 3amillye BTpaty
MPOAYKYBaHHSA BMIACHOI0 eCTPOreHy Y XIiHOK Yy Mepiof MeHonay3m Ta Noerwye CMMNTOMM MeHonaysu.

EcTporeHu 3anobiratoTb BTpaTi Macy KiCTKOBOI TKaHWHM Mic/s MeHoMay3u abo 0BapieKToMil.

AvpporecTepoH

[vaporectepoH — Lie akTUBHUIA NPy NepopasibHOMY MPUIAOMI MporecTareH, Ais AKOro nopiBHsAHa 3 Ai€r0 NPOrecTepoHy, WO BBOAUTLCS NapeHTEPasIbHO.

Y 3B'A3KYy 3 TUM, LIO eCTPOreHW CTUMY/IOKTb PICT eHAOMETPIA, AKLO0 He 3aCTOCOBYETLCA MPOrectareH, BOHW MiABULLYIOTH PUSUK rinepnasii eHgoMeTpis i
KapumHomu. [lofaBaHHs 40 Tepanii nporectareHy 3Ha4HO 3HWXKYE iHAYKOBaHWN eCTpOreHaMmn pusinK rinepnnasii eHAOMeTPIs Y XKIHOK 3i 36epeXXeHO0 MaTKOH.

JaHi KNiHIYHUX JoCNipKEeHb

3MeHLUEHHA CMMNTOMIB AeiunTy eCTPOreHiB i MONIMLWEHHA NPOMINt0 KPOBOTEY.

3MeHLUEHHS CUMMTOMIB MeHoMNay3u CrocTepiranocs nif yac nepLumx AeKinbKoX TVDKHIB NiKyBaHHS.

AmeHopes (6e3 KpoBOTeY Ta KPOB’AHUCTUX BUAiNEHb) criocTepiranacb y 88 % XiHOK npotarom 10-12-ro micsAuiB NikyBaHHSA. HeperynapHi KpoBoTeui Ta/abo
KPOB’SIHUCTI BUAINEHHA 3’ ABSAUCL Y 15 % XIHOK NpOTAroM nepumx 3 MicsuiB nikyBaHHA Ta'y 12 % —y 10-12-i micsui nikyBaHHS.

IMpoinakTnka 0cTeE0NOPoO3y

[ediynT ecTporeHiB nicns HaCcTaHHS MeHornay3u MoB'A3aHUI 3 MiABULLEHHAM Pe30p6Lii KiCTKOBOT TKaHWHW | 3MEHLUEHHAM KiCTKOBOT Macu. BnivMB ecTporeHis Ha




WiNbHICTb KICTKOBOT TKAHWHW € [0303a/1eXXHUM. 3aXUCHUIA etheKT eCTPOreHiB i€ TiNbKW Mig Yac iX 3acTocyBaHHA. MMicns NPUNUHEHHA 3aMiCHOT FOPMOHaNbHOI
Tepanii (3I'T) WBMAKICTb 3MEHLLEHHS KICTKOBOT Macu € TaKO X, AK i Y XIHOK, fKi He 0AepXXyBa/iv 3a3HaveHy Tepanito.

Oaxi pocnipkeHHs WHI (Women Health Initiative) i MeTaaHanis iHWWX LOCMIAKEHb CBifyaTb MpPo Te, WO 3acTocyBaHHA 3T nepeBaXKHO 340POBUM XXIHKaM Yy
BUrNALI MOHOTepanii eCTporeHoM abo B KOMOIHaALIT i3 nporectareHOM 3HWXKYE PU3NK MepesioMiB CTerHa, Xpebuis Ta iHWKX BUAIB NEpesioMis, WO BUHUKAKOTb
BHacnigok octeonopo3y. 3I'T TakoX MoXe 3anobiratv nepesiomMmam y XIiHOK 3 HU3bKOK LWiIbHICTHO KICTKOBOI TKaHWHW Ta/abo AiarHOCTOBaHMM OCTEONOPO30M, ase
[aHi Mpo e 06MeXxeHi.

Micna of4HOro poKy NiKyBaHHSA NpenapaToM LiIbHICTb KICTKOBOT TKAHUHW Y MOMepeKoBOMY BifAini xpebrta 3pocTtana npubnmsHo Ha 4,0 % + 3,4 % [cepeaHe
3HaYeHHs + cTaHAapTHe BiaxuneHHs (CB)]. Y 90 % nauieHTOK LiNbHICTb KiICTKOBOT TKaHWHM 3pocTana abo 3anumiianacb He3MiHHOK Ha Ti NiKyBaHHS.
GEMOCTOH®KOHTI TakoX BMNMBaB Ha LiNIbHICTb KICTKOBOT TKaHWHM CTErHOBOI KiCTKM. Micns ogHOro poky nikyeaHHa npenapatoM ®EMOCTOH®KOHTI
LWINbHICTb KICTKOBOI TKaHWHW LUMIAKK CTerHa ctaHoBuna 1,5 % * 4,5 % (cepefiHe 3HaueHHs + CB), ansa Beptnora — 3,7 % + 6,0 % (cepeaHe 3HayeHHs = CB) i ana
TPUKYTHUKa Bapaca — 2,1 % £ 7,2 % (cepefHe 3HayeHHsA + CB).

BificOTOK XIHOK, Y SIKMX crniocTepiranmcsa 36epedxXeHHst abo 36i/bLUeHHS LWiSIbHOCTI KiCTKOBOI TKAHWHW B LMX TPbOX AiNAHKaX CTErHOBOT KIiCTKM MICNsA NliKyBaHHA
npenapatom ®EMOCTOH®KOHTI ,cTaHoBumB 71 %, 66 % Ta 81 % BignoBigHO.

dapmakoKiHeTVKa.

EcTtpagion

BCMOKTYBaHHS

BCMOKTYBaHHS ecTpagiony 3a1eXunThb Bif, PO3Mipy HYacTOK: MiKPOHi30BaHWiA eCTpagion WBWUAKO BCMOKTYETLCS 3i LUMYHKOBO-KMLLIKOBOMO TPAKTY.

Y T1abnuui npeactaBneHO cepefiHi MOCTIMHI (hapMakOKiHETUYHI MokasHUKK ectpagiony (E2), ectpoHy (E1) Ta ecTpoHy cynbgaTy (E1S) ans KOXXHOI [03u
MiKPOHi30BaHOro ecTpagiony.

[aHi npeacrasneHi sk cepegHi (SD).

EcTpagion 1 mr

E2 El MapameTpu E1S
Crnax (nr/mn) 71 (36) 310 (99) Crnax (Hr/mn) 9,3(3,9)
Chnin (nr/mn) 18,6 (9,4) 114 (50) Crnin (Hr/Mn) 2,099 (1,340)
Cq (nr/mn) 30,1 (11,0) 194 (72) Cqy (Hr/mn) 4,695 (2,350)
AUCq.o4 (nr.rog/mn) 725 (270) 4767 (1857) | AUCq.o4 (Hr.rog 112,7 (55,1)
/mn)

Po3nogin

EcTporeHn MoxXyTb 3yCTpivaTucs y He3B’si3aHOMY ab0 3B’13aHOMY CTaHi. bn3bko 98—-99 % 03K ecTpagiony 3B’A3yETbCA 3 MPOTEIHaMM Nia3Mu KPoBi, 3 ikux 30-52
% — 3 aIbdyMiHOM Ta 6/113bK0 46—69 % — 3 rNo6yNiHOM, WO 3B’ A3ye cTaTeBi ropmoHu (M3CIN).

BioTpaHchopmaLis

[icns nepopasibHOro 3aCTOCYBaHHA eCTPafion akTUBHO MeTaboni3yeTbCs. OCHOBHMMM HEKOH’HOrOBaHMMM Ta KOH’OrOBaHMMM MeTabosliTaMu € eCTPOH Ta eCTPOHY
cynbhaT. LLi MeTaboniT MOXyTb rpaT posib B CTPOreHHili akTMBHOCTI 6e3nocepefHb0 abo Nicns NepeTBOPEHHS Ha ecTpaaion. ECTpoHy cynbdat MOXe NpoXoAnuTH
yepes eHTeporenaTuyHy LMpKynauito.

BuBegeHHA




Y ceui OCHOBHUMM CMOMyKaMU € TIHOKYPOHIAM eCTPOHY Ta ecTpagiony. lMepiof HaniBBMBeAeHHS cTaHOBUTL Bif 10 A0 16 roguH. ECTporeHn NpoHMKakoTh Yy rpyfaHe
MOJIOKO.

3anexHICTb Bif [03M Ta Yacy

Mpy WOoAEeHHOMY NepopanbHOMY NPUInOMI NpenapaTy KOHUEHTpaLis ecTpagiony Aocarae PiBHOBaXHOMO CTaHy NpUOAM3HO yepe3 5 AHIB. Y 6inblUOCTI BMNafKiB
KOHLLEHTpaLiT piBHOBaXXHOr0 CTaHy A0CAratoTbCA Y NPOMiXKKY Big 8 A0 11 AHS npuitomy.

AnaporecTepoH

BCMOKTYBaHHS

Micna nepopasibHOro 3acTOCYBaHHA AUAPOreCTepoH LUBUAKO BCMOKTYETHCA 3 Tpax MK 0,5 Ta 2,5 roguHu. AbcontoTHa 6i0f0CTYNHICTb AUAPOrecTepoHy
(nepopanbHa go3a 20 Mr NOPIiBHAHO 3 BHYTPILUHLOBEHHOLO iH(Y3i€t0 7,8 Mr) CTaHOBUTL 28 %.

Y HacTynHiin Tabnuui NpefcTaBneHo cepefHi NOCTilHI BCTAHOB/EHI (hapMaKOKIHETUYHI NOKa3HMKKN auaporectepoHy (4) Ta gurigpogmnaporectepoHy (A 4). AaHi
npeacTaBneHi Ak cepefHi (SD).

[vpporecTepoH 5 mr

A ArA
Cax (Hr/mn) 0,90 (0,59) 24,68 (10,89)
AUCq (Hr*roa/mn) 1,55 (1,08) 98,37 (43,21)
AUC;4¢ (Hr*rog/mn) - 121,36 (63,63)

Posnogin

MMicng BHYTPILLHbOBEHHOIO BBEAEHHS AMAPOreCTepOHY PiBHOBAXHWIA 06’€M PO3MOAINY CTaHOBUTL NpubansHo 1400 n. AuaporecTepoH Ta A6/, 38’A3yH0TbCA 3
6inkamu nnasmm KpoBi 6inbLl HiXK Ha 90 %.

BioTpaHcdopmalis

Micna nepopabHOro BBELEHHA AMAPOreCTepoH LUBUAKO MeTabonisyeTbCd 3 yTBOpeHHAM [AI[.  PiBHi  OCHOBHOro akTMBHOro Metabonity 20a-
aurigpoamaporectepony (A 4) gocsraoTb nika NpubnnsHo yvepes 1,5 roavHu nicns npuinomy. PiBHi A4 y nnasmi KpoBi B OCHOBHOMY BWLLi MOPIBHAHO 3i
CcrnopigHeHnM nikapcbkum 3aco6oMm. BigHoweHHs AUC Ta Cyax A Ta anaporectepoHy ctaHoBnATb 6113bKo 40 Ta 25 BignosigHo. CepefiHild KiHLEBUI Nepiog,

HaniBBMBeAEHHA anaporecTepoHy Ta Al KonneaeTbea Mk 5-7 ta 14-17 rognHamu BignoBigHO.

3arasibHOK0 B/1ACTMBICTIO BCIX METabonNiTiB € 36epexkeHHs 4,6-AieH-3-0HOBOI KOHIrypauii no4aTkoBol CMOMyKW Ta BiACYTHICTb 170-rifpoKCUItoBaHHA. Lium
MOACHKOETLCSA BIfCYTHICTb ECTPOreHHOr0 Ta aHAPOreHHOr0 ePEKTIB ANAPOreCTepoHy.

BuBegeHHA

Micns nepopasibHOro NPUInOMY MiYeHOro AMAPOrecTepoHy B cepefHbOMY 63 % [03U BUBOAWUTLCA 3 Ceyeto. 3arasibHWiM M1asMoBUMiA KNipeHe CTaHoBUTL 6,4 N/XB.
[MoBHe BUBEAEHHS 3L4INCHIOETLCA MPOTAroM 72 roguH. A 4, NpuCyTHIN y cedi NepeBaXXHO Y BUTNALI KOH'OraTy 3 r/ItoKyPOHOBOK KUC/IOTOHO.

3anexHICTb Bif 03K Ta Yacy

dapMaKoKiHETVKa Npu 0AHOPa30BOMY Ta 6araTtopa3oBOMY 3aCTOCYBaHHI Ma€ NiHiHWUIA XapaKTep y diana3oHi nepopanbHnx Ao3 Big2,5 ao 10 mr. MopiBHAHHS
KIHETUKW 0ZHOPa30BOI Ta 6araTopasoBMX [03 NMOKa3ye, L0 PapmMakoKiHeTUKa auaporectepoHy Ta A [l He 3MIHIOETLCS Y pe3y/bTaTi NOBTOPHOI0 3aCTOCYBaHHS.
PiBHOBaXKHWIA CTaH gocsiraBcs nicnsg 3 AHiB NiKyBaHHS.

KniHiYHI XapaKTepUCTUKN.



lNoka3aHHA.

3amicHa ropmoHanbHa Tepanis (31 T) 4ns yCyHeHHs CMMNTOMIB, 3yMOB/IEHUX Ae(hiiMTOM eCTPOreHIB Y XIHOK Y MeHOoNay3HWI Nepiog, He paHille HidXX Yepe3 12 micauis
3 MOMEHTY OCTaHHbOT MeHCTpYaLlil.

MpodinakTKa 0CTEONOPo3y Yy XiHOK Y MOCTMeHOMay3HUiA Nepiof Npy BUCOKOMY pu3mnky nepenomis. ®EMOCTOH® KOHTI cnij, 3acTOCOBYBaTU NaL,ieHTaM niLLe Yy
pasi HernepeHOCMMOCTi abo HasBHOCTI MNPOTWMOKa3aHb [AN51 3aCTOCYBaHHA IHLIMX JNiKaPCbKUX MpenapaTtiB And npoginaktukym octeonoposy (AvB. po3fdin
«OC06/1MBOCTI 3aCTOCYBAHHSA»).

[ocBia NikyBaHHA XiHOK BiKOM NoHaf 65 poKiB 06MeXXeHUI.

MpoTurnokasaHHs.
- [liarHocTtoBaHuii y MUHYIOMY, HassBHMIA abo Nif03ptoBaHNIA pak MOMIOYHUX 3a/103;
- BCTaHOB/IeHI ab0 Mif03proBaHi eCTPOTeHYYTAIMBI NYX/IMHW (HaNpUKIaz pak eHLAoOMETPIs);
- BCTaHOB/EHI ab0 Nifo3ptoBaHi NporectTareHYyTAMBI NyXAMHU (HanpUKnag MeHiHrioma);
- BariHaJlbHi KPOBOTEYI HE3’ACOBAHOIO reHesy;
- HenikoBaHa rinepnnasis eH4OMeTpIs;
- BeHO3Ha TpoMb0oemMbonis, HasiBHa 3apa3 abo B aHaMHe3i (TPOM603 rMMO60KMX BEH, TPOMOOEMOONIS
NereHeBUX apTepii);
HasBHICTb TPOMO6OMINIYHMX po3nafiB (Hanpuknag aeqiunt npoteiHy C, npoTeiHy S abo
aHTUTPOMOGIHY, AMB. po3ain «OcobANBOCTI 3aCTOCYBAHHSA);
- rocTpe abo HeflaBHO nepeHeceHe TPOMBOEMOONiYHE 3aXBOPHOBaHHS apTepiii (HanpuKnag CTeHOKapais, iHhapKT Miokapaa);
- TOCTpe 3aXBOPHOBaHHA NeYviHKM abo 3aXBOPHOBAHHSA NEYiHKN B aHaMHe3i, SKLLO MOKa3HVKM PYHKLIT NeYiHK1 He HopMai3yBaiucs;
- nopaipis;
- Bifoma rinepyyT/MBICTb 40 AiF0UMX PeYOBUH ab0o 40 6yab-AKOT 3 4ONOMIXKHUX PEYOBUH
NiKapcbKOro 3acooy.

B3aemogis 3 iHLLIMMW NiKapcbKUMM 3ac06aMu Ta iHLi BUAW B3AEMOSIA.

JocnimpKeHHs NiKapCbKMX B3aEMO/iin He MPOBOANIN.

EheKTUBHICTb ECTPOreHiB Ta NPOrecTareHiB MOXKe NopyLyBaTUCS.

— MeTab0ni3m eCTporeHiB (Ta NporecTareHis) MoXe NocuIOBaTUCA NPV OAHOYACHOMY 3aCTOCYBaHHI PEYOBMH, AKI 34aTHI IHAYKYBaTV PepMeHTH, WO 6epyTb yyacTb
y MeTaboni3Mi nikapcbkmx 3acobiB. Lle 30kpema cTocyeTbcs (hepmeHTiB P450 2B6, 3A4, 3A5, 3A7. [10 TaKMX PeyvyoBWMH BiAHOCATLCS MPOTMCYAOMHI 3acobm
((beHobapbiTan, kapbamaseniH, PeHITOIH) Ta aHTMOaKTEPiaIbHI/NPOTUBIPYCHI 3ac06M (Hanpuknag, pudamniuuH, pugabyTrH, HeBipaniH, edaBipeHL).

— HesBaxatoun Ha Te, LLO PUTOHABIP i HendiHasip Bigomi AK NOTYXHi iHriGiTopn CYP450 3A4, A5, A7, BOHM HacnpaBii MalTb iHAYKYHUUA eqekT npu
OAHOYaCHOMY 3aCTOCYBaHHI 3i CTEPOiAHMMUN FOPMOHAMU.

— PocnuHHI npenapaTt, KOMMOHEHTOM AKUX € 3BipoGii nepdoposaHuii (Hypericum perforatum), MOXyTb TakoXX MOCWIOBATW MeTaboniam ecTporeHis (Ta
nporecrareHis) npv npoxoxeHHi yepe3 CY P450 3A4.

— KniHiyHo, nigsuLLeHnin MeTabo/i3M eCTPOreHiB Ta NPOrecTareHiB MOXe BUpaXaTnucs 'y 3HMXKeHHI e)eKTUBHOCTI i 3MiHi Npogino KpoBoTeu.

ECTporeHn MoXyTb NepeLlKompkaT MeTaboismy iHLWNX NiKapCbKMX 3aC06iB

EcTporeHn MoxyTb npurHivysatu gepmeHT CY P450, o 6epyTb yyacTb Y MeTaboi3Mi NikapCbKmx 3aco6iB, LWASAXOM KOHKYPeHTHOT iHribiuii. Lle ocobnmeo cnig




BPaxoBYyBaTW CTOCOBHO /1IKAPCbKMX 3aC00iB 3 By3bKUM TeparneBTUUYHUM IHLEKCOM, TaKnX fAK:

- Takponimyc i ymknocnopuH A (CY P450 3A4, 3A3);

- (heHTaHin (CY P450 3A4);

- TeoiniH (CYP450 1A2).

KniHiYHO ue MOoXKe Npu3BecTn A0 30i/IbLUEHHS M1a3MOBUX PIBHIB TaKMX PEYOBUH A0 TOKCUYHUX KOHLEHTpaLiil. TakuM YMHOM, MOXe ByT1 NOTPIOHWIA peTesibHWiA
MOHITOPUHT PiBHA NiKaPCbKKX 3aC06iB MPOTArOM TPUBAIOr0 MEPIOAY, & TaKOX 3MEHLLIEHHS L0311 TaKPOiMyCy, (DEHTaHINY, LUMKIOCNOPUHY A Ta TeodiniHy.

Oco6MBOCTI 3aCTOCYBaHHS.

[N nikyBaHHA CUMNTOMIB AeiUnTy eCTPOreHiB y XIiHOK y Mepiogi nocTMeHonay3u, fikyBaHHA 3a 4ornomoroto 3I T cnif po3noynHaTy, TilbKK AKLWO Ui CUMATOMU
3HAYHOH MIPOHD HECMPUSATIMBO BM/IMBAKOTL Ha AKICTb XUTTA. PerynsipHo HeobXifHO NPOBOAUTIN PeTeNbHY OLiHKY KOPUCTI Ta pu3nkKiB 3T, AK MiHIMYM LLOPIYHO, i
NiKyBaHHA [OLUiNIbHO NPOAOBXYBATU, Ti/IbKN AKLLO KOPUCTb NEPEBULLYE PUSUKN.

[aHi woao pusukis, nos’a3aHuMx i3 31T npu NikyBaHHI nepegYacHoi MeHonaysu, oomexeHi. OfHaK 3aBAAKM HU3bKOMY PIiBHIO abCOMKOTHOrO PU3MKY Y XKIHOK
MOJIOALLOrO BiKy CMiBBiAHOLLIEHHS KOPUCTI Ta PU3KKIB Y TaKMUX XIHOK € 6ifibLL CPUSATAMBUM, HIX Y XKIHOK CTapLUOro BiKY.

MeanyHe 06CTeXXEeHHA/NOAANbLLIE CMIOCTEPEXKEHHS

Mepep noyvatkom 31T abo y pasi HEO6XiAHOCTI NOHOBAEHHA 31 T nicns NnepepsBn HEOOXIAHO 3'ACYBATV NOBHWUIA MeAUYHWIA aHaMHe3 (BK/IHOUaKouM CIMEHWNIA aHaMHE3).
®i3nKasibHe 06CTEXEHHSA (BK/OYAOUM TIHEKONOTiYHE OOCTEXEHHA Ta OOCTEXEHHSI MOJIOYHWUX 3a103) HeoOXifHO NPOBECTW, BPaxOBYHOUM [aHi aHaMHesy,
NPOTUMOKa3aHHS Ta 3aCTEPeXXeHHs1 [0 3acToCyBaHHA. Iifg yac NikyBaHHS peKOMEHAYETbCA MPOBOAWUTU PErynspHi Ornisau, YactoTa i 06CAr SKMX BU3HAYAETLCH
iHAMBIAYyanbHO. XKIHOK cnif NoiHGopMyBaTK, NPO AKI 3MiHM Y MOIOYHUX 3a/103aX HEOOXIAHO MOBIAOMIATI NlikapeBi abo MeAnYHiin cecTpi (AMB. PO3aiN HMXKYe «Pak
MOJIOHYHOT 3a/103K»). OBCTEXEHHS, BKIKOYaKuM BignoBigHI MeToAu Bisyasnisauil, Hanpuknag mamorpadito, cnif NpoBOAWUTU BiAMOBIAHO A0 ICHYHOUOT NMPaKTUKK
CKPVHIHTY, MOAMMDIKOBAHOI 3a/1€XKHO Bif, IHAMBIAYaSIbHUX KNIHIYHMX NOTPeO.

3axBOpOBaHHA, NPU AKMX HEO6XiAHO CNoCTepiraTi 3a CTaHOM NaLieHTOK

Mpy HasBHOCTI Oy[b-AKOro i3 3a3HaYeHMX HMXKYE 3aXBOPKOBaHb Y AaHWiA MOMEHT, Y MUHY/MOMY Ta/abo TX NOriplieHHi y nepiofd BaritTHOCTI abo nonepeaHbOl
ropmMOHasIbHOT Tepanii, nauieHTkam cnif nepedysaTu Mig peTenbHUM CNoCTepeXXeHHAM. HeobXigHO MaTh Ha yBasi, WO Ui CTaHW MOXYTb peuuauByBaT abo 1X
nepe6ir noripuysaTncs nig yac nikyBaHHs npenapatoM ®EMOCTOH® KOHTI. [lo HUX HafexaT:

8§ nieilomioma (Mioma maTku) abo eHA0METPIO3;

8§ hakTopy pM3MKY TPOMBOEMOOIYHMX 3aXBOPHOBAHb (LUB. HUXKYE);

8§ (hakTOpW PU3MKY eCTPOreHUYTMBUX MYX/INH, HANPUKNaL NepLUnii CTyMiHb CNagKoBOI CXMbHOCTI [0 paKy MOJIOYHOI 3a/103M1;

§ apTepiasibHa rinepreHsis;

8§ 3aXBOPHOBAHHSA MEeYiHKM (Hanpukiag, afjeHoma neyiHku);

8§ LUyKpoBWiA fiabeT i3 CYAUHHUMWN YCKNafHeHHAMU abo 6e3 HuX;

8 )KOBUYHOKaM'AHa XBOP06a;

8§ MirpeHb abo (CUbHWIA) TONOBHUIA Biflb;

8§ CUCTEMHWIA YePBOHWIA BOBYAK;

§ rinepnsasis eHAOMETPIA B aHaMHE3i (OUB. HUXKYE);

§ eninencis;

8 6poHXxianbHa acTma;

8 OTOCK/1epo3;

§ MeHiHrioma.




[MprYMHM ANa HeraHoOro NPUNUHEHHs Tepanii

3aMicHY ropmMoHa/IbHy Teparito HeobXigHO NPUNUHUTY HeranHoO Y BUNafKy BUAB/IEHHSA NPOTUMOKA3aHHS, & TaKOX Y TaKMX CUTyaLifax:

8§ M0siBa >XOBTAHULI 260 MOPYLUEHHA (DYHKLIT NEeYiHKY;

8§ 3HaYHe NiABULLEHHS apTepialbHOro TUCKY;

8§ nosBsa BrnepLle MirpeHenoibHoro rofioBHOro 60so;

8§ BariTHICTb.

Minepnnasig eHAOMETPIs Ta KapLMHOMA

Y XKIHOK 3 HEBMAA/IEHOK MAaTKOK PU3NK BUHWMKHEHHS Tinepnnasii eHAoMeTpis Ta KapuuMHOMY NigBuLLyeTbea npu Tpusani 3T Tinbky ecTporeHamu. MomiyveHe
3pOCTaHHA PU3MKY pPaKy eHAOMETPIsA cepef XIiHOK, SKi NpUiiMatoTh TiNbKK NpenapaTy eCTPOreHy, KONMBaETbCA Bif 2 A0 12 pasiB NOPIBHAHO 3 TUMW, XTO He NpUIMae
X, 3a/1e)KHO Bifl TPUBANIOCTI NiKyBaHHS Ta 403U ecTporeHy (AuB. po3ain «IMobiyHi peakuii»). Micns NpUNMHEHHS NiKyBaHHA PU3MK MOXKe 3a/IMLLIaTUCA NiABULLEHUM
npuHariMHi npoTtarom 10 pokis.

LimkniyHa KoMGiHaLis npenapaTy eCTPOreHy 3 nporectareHoM MNPOTArOM MpuHaMHI 12 AHIB Ha MicAub/Ha 28-AeHHWIA UMK abo 6Ge3nepepBHa KOMGIHOBaHa
eCTporeH-rnporecTareHoBa Tepanis y XIiHOK 3i 36epeXkeHOr0 MaTKO 3anobirae HagMipHOMY pU3KKY, acoLinoBaHOMY i3 3aCTOCYBaHHSAM Ti/IbK1 ECTPOreHy.

MpoTArom nepLUnx MicALiB NiKyBaHHA MOXYTb BUHMKATM NPOPVBHI MATKOBI KPOBOTEYi a0 KPOB’AHWUCTI BUAINEHHSA. AKLLO0 BOHW BUHUKAKOTL Yepe3 AesKunii Yac nicns
noyaTtKy nikyBaHHs abo TpvBalOTb NICAA MPUMUHEHHA Tepanii, Heob6XigHO 3'AcyBaTh TX MPUYUHY. Lle MOXKe BK/OYaTy GIiONCit0 eHAOMETPIA AN BUK/IHOYEHHS
3N0SIKICHUX HOBOYTBOPEHb.

PaK M0/I04HOT 3a/103U

YCi HasiBHI [aHi MoKasytoTb MifABWLLEHWNIA PU3MK PaKy MOJMOYHOT 3a/103U Y XKIHOK, SKi NpuiMaroTb KOMOGIHOBaHY ecTporeH-nporectareHoBy 3T abo TinbKu
ectporeHoBy 3I'T. Lleli pu3uK 3anexuTb Bij TPUBANOCTI 3aCTOCYBaHHS.

KombiHoBaHa eCTporeH-nporecTareHosa Teparnis

AK paHAoMmi3oBaHe nsaLeb0-KOHTPONbOBaHe AOCNIMKEHHSA «lHILiaTMBKX 3apagn 340poB’s XiHoK» (Women's Health Initiative Study — WHI), Tak i meTaaHanis
MPOCMEKTUBHUX enifeMioNIoriYHUX [OCNIMKEHb Y3rO[KEHO NOKa3ain MifBULLEHWNIA PUSNK BUHWKHEHHS paky MOJIOYHOT 3a/1031 Y >KIHOK, SIKi 3aCTOCOBYHOTb
KOMbiHOBaHY ecTporeH-nporectareHoBy 3 T. [MiABULLEHNIA PU3MK CTae BUAUMUM NpunbamsHo nicnsa 3 (1-4) pokis (aue. po3ain «Mo6iyHi peakLii»).

MoHoTeparisi eCTPOreHoM

JocnipkeHHs WHI He BUSBMIO MiABULLEHHS PU3NMKY BUHWKHEHHS paKy MOJIOYHOT 3a/1031 Y XIHOK Micns ricTepekToMmil, ski npuiiMatoTb 31T i3 3aCTOCYBaHHAM
TilbKN eCTporeHy. B ekcnepyMeHTasIbHUX LOCNI[KEHHAX MePeBaXXHO MOBIJOM/IANOCA NPO He3HauyHe MiABULLEHHS PU3UKY [AiarHOCTYBaHHSA paky MOIOYHOI 3a/103U,
AKWI € CYTTEBO HXKUMM, HXX Y MaLiEHTOK, AKi NpUiiMatoTb KOMOIHaLiT eCTPOreHiB Ta nporectareHis (4uB. po3ain «Mo6iyHi peakLii»).

Pe3ynbTaTv MacLUTabHOro MeTaaHani3y nokasanu, Wo nicas NPUNMHEHHS NiKyBaHHSA NiABULLEHWIA PU3MK 3 HAaCOM 3HU3UTLCSA, a Yac, HeOOXiAHWIA AN NOBEPHEHHS A0
MoYaTKOBOIO PiBHSA, 3a/1eXKUTb Bif TPUBaNOCTI NonepeAHbOro 3actocyBaHHs 3 T. Y Bunagkax, kKonm 3T 3acTocoByBasiaCb NPOTAroM Ginblue 5 pokiB, pU3MK MOXe
36epiratucsa npotarom 10 pokie abo fosule. JlikyBaHHsA 3a gonomoroto 3T, 0co6/MBO KOMGIHOBaHA eCTpOreH-nporectareHoBa Tepanis, MiABULLYE LWiNIbHICTb
MamorpagivyHnX 306paXkeHb, L0 MOXE HEraTUBHO BNIMHYTU Ha PafionoriyHe BUABNEHHS paKy MOJIOYHOT 3a/103M.

PaK A€4YHUKIB

PaK f€EYHWKIB BMHMKAE 3HAYHO pifLle, HIX pak MOJIOYHOI 3a71031. EMigemionorivyHi AaHi, OTpYMaHi B pe3ynbTaTi LUMPOKOro MeTaaHanisy, 3acBifuvny [eLlo
NiABWLLEHNIA PUNK Y XIHOK, SSIKMM 3aCTOCOBYIOTb MOHOTEpanito eCTporeHoMm abo KOMOGiHaLLit0 eCTPOreHy 3 MPorecTareHOM K 3aMiCHY ropMOHa/lbHYy Tepanito; Lew
PU3UK NPOSABNAETLCA NPOTArOM 5 POKIB 3aCTOCYBaHHA Ta 3MEHLLYETLCA 3 YaCOM NICNsA NPUMNMHEeHH: Tepanii. [eski iHWi JocnigkeHHs, 30Kpema focnigkeHHs WHI,
CBifyaTh, LLL0 3aCTOCYBaHHSA KOMOIHOBaHMX 3 T MOXe ByTI NMOB’A3aHe 3 TaKMM CaMUM ab0 [ELL0 HKUYMM PUSUKOM (AMB. po3ain «[o6iuHI peakLii»).

BeHO3Ha TpOMbB0oemMb0is

3I'T nos'aA3aHa 3 1,3-3pa3oBuM MiABULLEHHAM PU3NKY PO3BUTKY BEHO3HOI Tpomboembonii (BTE), TO6TO Tpomb0o3y rMO60KMX BeH abo eMOOoNiT fIereHeBUX CyAuH.




BVWHWKHEHHS  Takoi natonorii  Haibinbll  BiporigHe MpPOTArOM MNepworo poky npoeedeHHs 3T, aHbk  nisHiwe (amMB. po3gin  «[o6iyHi
peakuii»).

MauieHTKn 3 BigOMUMM TPOMOOMINIYHUMIN YCKNAAHEHHAMU MatoTb NigBuweHniA pusnk BTE, i 3T MoXe A04aTKOBO 36inbllyBaTV Leid pusnk. ToMy 3amicHa
ropmMoHasibHa Teparnis NpoTunoKasaHa ANs Liel rpynn nauieHToK (AMB. po3ain «MpoTUNnoKasaHHN»).

3ara/lbHOBM3HaHMMK haKTopaMu pU3mnKy po3BUTKY BTE €: 3aCTOCYBaHHS eCTPOreHiB, CTapLUWiA BiK, BENMKI XipyprivHi BTpyYaHHs, TpMBana iMMoo6inisauis, OXXupiHHSA
(IMT > 30 kr/mM2), BariTHiCTb/MiCNANONOrOBUIA NEPiof, CUCTEMHUIA YepBOHMIA BoBYaK (CUB) i pak. E€auHOI AYMKU LOAO PONi BAPUKO3HOFO PO3LLUPEHHS BEH Y
po3BUTKY BTE He icHye. AK i Ansa BCix nicnsonepayiiHuX nawieHTiB, HEOOXIAHO BXMUTIN 3arobiXKHi 3axoam ans nonepefxeHHss BTE nicnsa xipypriyHoro BTpy4YaHHs.
AKWO nicnsa nNaaHoBOI onepawil O4iKyeTbCsA TpMBasa iMMOOGINi3aLis, peKOMeHAYeTbC TMMYacoBe npunuHeHHs 3T 3a 4-6 TUMXXHIB [0 OMepaTMBHOIO BTPYYaHHS.
JlikyBaHHSA MOXXHa NMOHOBNHOBATH, Ti/IbKN KON XKiHKA NMOBHICTHO BiJHOBUTb CBOK PYX/IMBICTb.

)KiHkam 6e3 BTE B aHaMHe3i, aie 3 HasBHICTIO Y POAMYIB NepLIOro CTyneHs POAVUHHOIO 3B’A3KY TPOM603Yy B MOMI0AOMY BiLli, MOXKHa 3anponoHyBaTh CKPUHIHT Nicns
peTeslbHOro 06roBOpPeHHs oro 06MexXeHb (MY CKPUHIHTY BUABNAKOTL TiNIbKWU YaCTUHY TPOMOOMINiuHMX po3nasis).

AKLLO ieHTM(iKOBAHO BPOAXKEHWI TPOMOOMiNIYHMIA po3nag, AKUA CynpoBOAKYETLCS TPOMOO30M Y UneHa CiM’i B aHamMHe3i ab0 AKLLO po3naf € TSHKKUM (Hanpuknag,
HeOoCTaTHICTb aHTUTPOMOIHY, NpoTeiHy S abo npoTeiHy C abo KoMbiHaLis po3nafis) — 3 T NpoTUNOKa3aHa.

Y XIHOK, fIKi BXXe NpuiiMatoTb NOCTIMHY aHTUKOarynsaHTHY Tepanito, CNifJ peTeNbHO 3BaXMTU KOPUCTb Ta PU3MKK 3acTocyBaHHsA 3 T.

Akwo BTE po3smBaeTbecs Nicnsg noyvatky Tepanii, npenapaT Tpeba HeramHo BigMIHUTK. TauieHTOK cnig nonepeanTy NpPo HeobXiAHICTb HeraHO 3BEPHYTUCA [0
niKaps nNpy NosiBi NOTEHLIMHUX CMMNTOMIB TPOMGOeM6ONIT (Hanpuknag, 601iCHOT HABPAKIOCTI HOrW, PanToBOro 600 Y FPYAHIV KNITLi, 3a4ULLKN).

IwemiyHa xBopoba cepus (1XC)

Hemae oTpuMaHMX y paHA0Mi30BaHNX KOHTPO/IbOBaHMX AOCNIIKEHHSX [OKa3iB 3aXUCTY Bif iHPapKTy MiokapAay Y XiHOK 3 abo 6e3 IXC, ski npuiiMany KOM6iHOBaHY
ecTtporeH-nporectareHoBy 3I'T a6o 3T Ti/ilbKM eCTPOreHoM.

KombiHoBaHa eCTporeH-nporecTareHoBa Tepanis

BigHOCHWI pu3nK BMHUKHEHHA IXC Ha Tni 3acTOCyBaHHA KOMOGiIHOBaHOI ecTporeH-nporectareHoBol 3T € fewo nigsuweHnM. OcKifbku 6a30BMil aGCONOTHUIA
pu3unk IXC 3HaYHOI MIPOKO 3aN1eXUTb Bif BIKY, Ki/IbKICTb J0AATKOBUX BUMNaaKiB IXC, 3yMOB/IEHMX 3aCTOCYBaHHAM €CTPOreHiB Ta MPOrecTareHis, AyXxe mana y
3[10POBUX XIHOK Y 6/1M3bKOMY 0 MeHONay3u BiLli, ane 6yze 3pocTaTi y 6ifibll CTapLIOMY Billi.

MoHoTepanis eCTPOreHom

[aHi paHAOMi30BaHNX KOHTPONbOBaHWMX AOCAIMKEHb HE MNOKasaivM MiABULLEHOrO puanKy IXC y XKIHOK nicns ricTepekToMmil, SiKi NpuiiMatoTb MOHOTepanito
€CTPOreHoM.

ILLeMiIYHWIA iHCYNbT

Komb6iHoBaHa ecTporeH-nporectareHoBa Tepanis Ta MOHOTepanisi eCTPOreHOM acoLitorTbCA 3 MiABULLEHHAM PU3UKY iLLEMIYHOIO iHCYbTY Ao 1,5 pasa. BigHocHWi
PU3UK He 3MIHIOETHCA 3 BIKOM 260 YacoM, L0 MUHYB MNiCNsi HACTaHHA MeHonay3u. MpoTe, OCKiNbKK 623081l aGCONKOTHUIA PUMK IHCYIbTY 3HAYHOK MIPOIO 3a/1EXKNUTH
Bif, BiKY, 3arajisHuin pu3nK iHCYNbTY Y XIHOK, fKi npuiimatoTb 3T, 3pocTaTume 3 BiKOM (4MB. po3ain «o6iuHi peakLii»).

[HLWI CTaHW

8 ECTpOreHy MOXKYTb CMIPUYMHATA 3aTPUMKY PigUHN, | TOMY HEOOXIAHO YBaXXHO CNifKyBaTW 3a CTAHOM NauieHTIB, AKI MatoTb MOPYLUEeHHSA (YHKLIT cepusd abo
HMPOK.

8 XKiHKM 3 HasfBHOK paHille rinepTpuraiLepuaemicto MaoTb OyTu Mif PeTeNbHMM CMOCTEPEXEHHAM Mif Yyac NPOBEAEHHA 3aMiCHOI Tepanii ecTporeHamu abo
rOPMOH&a/ILHOT 3aMICHOT Tepanii, OCKI/IbKN PIAKO Y XXIHOK 3 LLIEH0 NMaToMOriero piBeHb TPUTNILEPUAIB Y M1asMi KPOBI 3HAYHO 36i/1bLUYBABCA Mif Yac NiKyBaHHS
ecTporeHamu, L0 NPU3BOAUIIO L0 NaHKpeaTuTy.

8 EcTporeHun 36iblWyOTb PiBEHb TUPOKCMH3B A3yHO4oro rnobyniny (T3, npu3Boasyn 4O 36iNblUEHHS LMPKYOKUYNX FTOPMOHIB LMTOBUAHOT 3a1031, SKWA
BI3HAYalOTh 3a PiBHEM 3B's3aHOr0 3 6inkom iogy (V13B), pisHsMu T4 (Mpu aHanisi 3 BAKOPUCTaHHAM KOMOHOK abo pajioiMyHHOMY aHanisi), abo pisHamMmM T3




(3a ponomororo padioiMyHHOro aHanisy). 3axonneHHs TPUAOATUPOHIHY (T3) 3MeHLWeHe B pe3ynbTaTi MigsuileHnx piBHiB T3I. KoHUeHTpauii BilbHMX
TpUoATUPOHIHY (T3) | TMPOKCUHY (T4) He 3MIHIOIOTLCA. PiBHI IHLLMX 3B’A3YHOUMX BINKIB Y CMPOBATLi KPOBI, KOPTUKOIA3B A3yto4oro rnobynidy (K3 ta
rnobyniHy, wo 3s'a3ye cratesi ropmoHn (CI3I), MoxyTb MigBULLYBATUCH, WO NPU3BOANUTL A0 36i/bLUEHHS KOHLEHTpaL T KOPTUKOCTEPOILiB I CTaTeBMX
FOPMOHIB Yy KpoBi. KOHLeHTpauil BilbHUX ab0 6i0M10riYHO aKTUBHUX FOPMOHIB He 3MIHIOTLCA. MOXYTb 3p0CTaTh KOHLUEHTpauil iHWKX 6ifKiB nnasmm
(aHrioTeH3uH-peHiH cybeTparty, anbga-l-aHTUTPUNCUHY, LePYNonaasMiHy).
8 3I'T He Moninwye KOTHITUBHMX (PYHKUiA. Bynu oTpuMaHi Aeski AaHi Npo NiABULLEHWIA PU3MK PO3BUTKY MOX/IUBOT AeMeHLIT Y XKIHOK, fKi NOYMHaloTh
3aCTOCYyBaHHSA TpMBaol KOM6IHOBaHOT abo TiflbKu ecTporeHosol 3 T y BiLi NoHaf 65 pokKiB.
e [NauieHTKaM 3 PiAKICHUMW CMafKOBUMYW 3aXBOPHOBAHHAMM, TaKUMW SIK HEMEPEeHOCUMMICTb rafiakTo3u, HefoCTaTHICTb naktasu flanna abo manbabcopouis
[MOKO3U-ranaKTo3n, He C/if 3aCTOCOBYBATU Liei npenapart.
e ®DEMOCTOH® KOHTI He HanexuTb [0 3aC06iB KOHTpaLenLil.

3acTocyBaHHs y nepiog BariTHOCTI abo rofyBaHHSA rpyagto.

BariTHicTb

®EMOCTOH®KOHTI He MoKasaHWil Ans 3aCTOCYBaHHS Y Nepioj BariTHOCTI. FKLO BariTHICTb HacTana nif yac nikyBaHHs npenapatoM ®PEMOCTOH®KOHTI,
npuiiom nNpenapary cnif HeraHO NPUNUHUTN.

JocTaTHiX fJaHUX W00 3aCTOCYBaHHA ecTpasiony/4naporecTepoHy XXiHKam y nepiog BariTHOCTI HEMaE.

Y niTepaTypi NOBIAOM/IANOCH, L0 3aCTOCYBaHHA [AesKMX nporectareHis 6y10 NoB's3aHe 3 NigBULLEHNM PU3MKOM PO3BMTKY rinocnagii. OgHak vepes 3millaHi haktopu
nifJ, Yac BaritTHOCTi, He MOYXHa OCTATOUYHO BU3HAUMTMCA LLLOAO CMIPUAHHA NPOrecTareHiB po3BUTKY rinocnagii.

Ha gaHuii yac pesynbTaTyt 6ifbLIOCTI enigeMioNnoriyHmMX LOCNipKeHb BIAHOCHO BUMAAKOBOMO BM/MBY Ha Nij KOMOiHALiT eCTPOreHiB Ta NporecTareHis BKasytoTb Ha
BIZICYTHICTb TEPATOreHHOr o p13nKy abo TOKCUYHOIO PU3MKY A1 MIo4a.

["oflyBaHHA rpyaaro

GEMOCTOH®KOHTI He nokasaHuii Ans 3aCTOCYBaHHS Y Nepiog, rofyBaHHS rpyaato.

BnanB Ha 30aTHICTb 3aBariTHITU.

®EMOCTOH® KOHTI He noKasaHwui1 Ans 3aCTOCYBaHHSA KiHKaM PenpoayKTUBHOTO BiKY.

30aTHICTb BNAMBATM Ha LWBMAKICTb peaku il Npy KepyBaHHi aBTOTPAHCNOPTOM ab0 iHLWMMU MexaHi3Mmamu.
®EMOCTOH® KOHTI He BnMBae a60 Mae He3HAYHWIA BNVB Ha 3[aTHICTb KepyBaTy aBTOMOGiIeM ab0 NpaLtoBaT 3 MexaHiamamm.

Cnocib 3acTocyBaHHA Ta A03Mu.

®EMOCTOH®KOHTI 3acT0OCOBYBATU NEpopasibHO LLOAHSA BiAMNOBIAHO A0 6e3nepepBHOro KOMGIHOBAHOMO PEXMMY Tak, SIK OMUCAHO HIDKYE.

MpuiimaTi No 1 TabneTyi WoAHA BNPOAOBXK KOXHOI0 28-AeHHOro LuKy. KoxeH 6/1icTep Npu3HaveHnii 4ns NikyBaHHS NpoTarom 28 AHiB. MMicns ubsoro cnif HeraiHo
NOYMHATI HOBMIA UMKN. Taki LMKAW NiKyBaHHS, WO CNiAyt0Tb OMH 3a OHUM, 6e3repepBHi.

[ns nikyBaHHA AeiunTy eCTPOreHiB Y XIHOK Yy MOCTMeHOoMNay3HWIA Nepiog B AKOCTI MOYaTKOBOI Ta NiATPMMYHOYOT 403U CAifL NPUAMATI HAMHKYY eqieKTUBHY A03Y, a
TpUBaNiCTb Nepiogy NikyBaHHs Mae 6y TN SKOMOra HaiKopOoTLIMM (TaKOX AMB. po3Ain «OcobanBOCTI 3aCTOCYBaHHS»).

BesnepepBHe KOMGIHOBaHe NiKyBaHHs MOXKHa po3noyaty npenapatoM PEMOCTOH®KOHTI 3anexHo Bif yacy, L0 MUHYB Bif, NOYaTKy MeHoMay3mn Ta TSHXKKOCTI
CUMNTOMIB. XKiHKM, Y AKX MeHoMnay3a HacTynuia npupogHL0, MOXYTb PO3MOYaTH JliKyBaHHS MpenapaTom yepes 12 micauis micas 0CTaHHLOI MeHCTpyaLii. XKiHKu, y
AKMX MeHoMay3a HacTynuaa BHacNiJOK XipypriyHoro BTpyYaHHs, MOXYTb pO3MoYaTy NiKyBaHHSA HeraHo.

[o3y cnig nigbupatu iHAMBIAYaIbHO 3a/1€XKHO Bif, KNIHIYHOT BIAMNOBIA.



Y XIHOK, AIKi He 3aCTOCOBYHOTb 3aMiCHY FOPMOHa/IbHY Tepanito, abo y XXIHOK, AKI MepexoadTb 3 6e3rnepepBHOI KOMOIHOBaHOI 3aMICHOT TOPMOHa/ILHOT Tepanii,
NiKyBaHHSA MOXHa po3rnoyaTu y 6yab-aKui 3pyYHUA feHb. Y XKIHOK, SiKi Nepexogatb 3 UMKAIYHOT abo 6e3nepepBHOT NOCNILOBHOT 3aMICHOI FOPMOHa/IbHOT Tepanirl,
NiKyBaHHA CNif NOYMHATM 04pa3y 3 HACTYMHOIO AHA MiCNSA 3aBePLUEHHS NOMNepeLHbOro LMKIY.

AKLWO NpuitoM [031 NPOMyLUEHOo, T CNij NPUAHATA SKOMOra WwBuaLe. AKLWO NPOWLWNo Bifblue, HX 12 roAWH, NiKyBaHHS PeKOMEHAYETLCSH NPOAOBXYBATU 3
NPUIAOMY HaCTyNHOT TabneTkn, He NpuiAMaoYn NPonyLleHy TabneTky. Y Takux BUMagkKax nponyuieHoi TabneTkn Moxe MigBWLLYBATUCS IMOBIPHICTb NMPOPUBHOI
KpoBOTeYi ab0 KPOB’AHUCTUX BUAIMEHD.

GEMOCTOH®KOHTI Mo)XHa NpUiAMaT HE3aNEXHO Bifl NpuiioMy iXi.

aiTn.
NikapcbKuii 3aci6 He NPU3HaAYEHNI ANS 3aCTOCYBaHHSA AITSM.

Nepeno3yBaHHS.

Ak ecTpagion, TaK i AWAPOreCTepOH € PeYOBUHAMU 3 HWU3bKOK TOKCUYHICTIO. IMpy nepefo3yBaHHi MOXYTb BUHMKATW TakKi CUMMTOMU AK HyAOTa, 6/110BaHHS,
YyT/IMBICTb MOJIOYHMX 3a/103, 3arMaMOPOYeHHs, 6iflb Yy XKMBOTI, COHMBICTL/BTOM/IHOBAHICTL Ta KPOBOTEYa BiAMiHW. ManoiMOBIpHO, L0 Npu nepenosyBaHHi 6yae
noTpibHe 6yab-sike cneumgiyHe abo cMNTOMaTUYHe NlikyBaHHA. OnuncaHa BULLE iH(hopmaLis BIiAHOCUTLCA TaKoXX A0 BUNaAKiB Nepefo3yBaHHSA Y fiTel.

Mob6iyHI peaku,ii.

HaiyacTilwmMmn noGivyHMMM peakuissMn y NauieHTiB, SKMM 3aCTOCOBYBa/M Tepanito ecTpadionom/anaporecTepoHoM nif Yac NPOBEAEHHS KNIHIYHUX AOCNIAKEHb,
Oy roNoBHWIA 6iNb, 6iNb Y XMBOTI, 6i/1b/4YTAMBICTL MOMOYHUX 3a/103 Ta 6iflb Y NOMEPEKY.

[Mig vac KNiHIYHKMX gocnimkeHb (N = 4929) cnocTepirannca Taki No6iYHI peakLuii 3 yKa3aHOK HKYe YacTOTOH:

Tabnuus 1
Knacu cuctem opraHiB | ly»ke 4acTo, YacrTo, HeuacTo, Pigko,
3rigHo 3 MedDRA > 1/10 > 1/100, > 1/1000, < /100 >1/10000 0 <1
< 1/10 /1000
IHekuiT Ta BariHasibHWi1 LimctuTnogi6Hmi
napasuTapHi KaHAnA03 CUHAPOM
3aXBOPOBAHHS
HoBoyTBOpeHHS 36i/bLLUEHHS PO3Mipy
L06POAKICHI, 3/10AKICHI MioMK
Ta HEYTOYHEHI
3 60Ky c1cTeMu KpoBi "emoniTnyHa
Ta NiMMaTuyHoI aHemis*
CUCTEMM
3 60Ky IMyHHOI inepuyTnmBICTb
cUcTeMm
3 60Ky NCUXIKM [Oenpecis, Bnnme Ha ni6igo
HepPBO3HICTb




Knacu cuctem opraHis | ly»ke 4acTo, YacTo, HeuacrTo, Pigko,
3rigHo 3 MedDRA > 1/10 > 1/100, > 1/1000, < /100 >1/10000 g0 <1
< 1/10 /1000
3 60Ky LeHTpasibHOI F0noBHWIA 6inb | MirpeHs, MeHiHrioma*
HepBOBOI CUCTEMN 3anamMopoYeHHs
3 60Ky opraHiB 30py 306i/bLUEHHSA
KPWBWU3HW POTiBKU*,
HemnepeHoCK-MiCTb
KOHTaKTHUX JTiH3*
3 60Ky cepus IHapKT miokapaa
CyauvHHI po3nagn BeHo3Ha IHCYNbT*
Tpom6oembonis**,
apTepianbHa
rinepTeHsis,
3aXBOPHOBAHHS
nepuepuyHNX CyavH,
BapuKo3
3 6oKy Binb y XnBOTI Hypnorta, Auncnencis
LLTYHKOBO-KMLLIKOBOI O OntoBaHHS,
TpakTy MEeTeopu3Mm
3 60Ky renatobiniapHoi MopyLUeHHS PYHKLIT
cuctemu neyiHKM (y LesKmx
BUMaAKax y
KOMOiHaUii 3
YOBTAHMLEHO,

acTeHieto abo
He3fy)XXaHHAM i 60/1em
Y XUBOTI),
3aXBOPHOBAHHS
YXOBYHOr0 Mixypa

3 60Ky LWKipKn Ta
MiALWKIPHOT
KMITKOBMHN

ANepriyHi WKipHi
peakuii
(Hanpuknag
BUCUMAHHSA,
KpPONuB’AHKa,
cBep6iIX)

AHTIOHEBPO-TUYHNI
HabpsiK,

By3/yBaTa
eputema*, CyanHHa
nypnypa; xnoasma
abo menasma, SiKi
MOXYTb 36epirarucs




Knacu cuctem opraHis | ly»ke 4acTo, YacTo, HeuacrTo, Pigko,

3rigHo 3 MedDRA > 1/10 > 1/100, > 1/1000, < /100 >1/10000 0 <1
< 1/10 /1000
npu BigMIHI
NiKyBaHHsA*
3 60Ky Bifb y CnnHi CyLOMU HUXKHIX
CKe/IeTHO-M’A30BOT KiHLiBOK*
CUCTEeMW Ta CMoyYHOI
TKaHVHN
3 6oKy Binb MopyLueHHs 36i/bLLUEHHS
PenpoAyKTUBHOT /9yTNN-BiCTb MEHCTPYa/IbHOro MOJIOYHUX 32103,
CUCTEMW Ta MOJIOYHUX | MONIOYHUX 3a/103 | LMKy nepeaMeH-CTpyabHUIA
3a103 (BK/IHOYaoUm cuHgpom (MMC)
MOCTMeHO-Nay3Hi
KPOB’AHUCTI
BUAINEHHS,
MeTpoparito,
MeHoparito, oniro-
/ameHopeto,
HeperynsapHi
MeHCTpYyauii,

ANCMeHopero) 6inb
y AinaHui Tasa,

LiepBiKa/IbHi
BUAINEHHSA
3arasibHi po3nagu Ta ACTEeHIYHI cTaHn
peakuii y micui (acTeHis, BTOMa,
BBeLEeHHS rnoraHe
camonouyyTTs),
nepudepryHNiA
HabpsK
BigxuneHHs Big 36i/bLUEHHA Mac | 3MEHLLUEHHS Macu Tina
HOPMW, BUSIBMIEHI Y Tina

pe3ynbTaTi 06CTEXEHHSA
*[Mo6iyHi peakuii, Npo AKi NOBIAOMAANOCSA 3i CNOHTAHHMX NOBIAOMAEHb, SKi He CNoOCTepiranncs nif Yac KAiHiYHMX AoCnigKeHb, A0AAHO B YaCTOTY «PifgKo».
** [loKNafHiLle ANB. HUXKYe.

Pun3uK paky MOM04YHOT 3a/1031




MoBigOMNAETLCA NPO NiABULLEHUIA [0 2 pa3iB PU3MK AiarHOCTYBaHHA paky MOJIOYHOT 331031 Y XKIHOK, SKi MPUMaroTb KOMOIHOBaHY ecTporeH-nporectareHoBy 3T
npoTArom 6inbLue 5 pokis..

MiABULLEHNIA PU3KK Y XKIHOK, AKI NpUiiMatoTb MOHOTEpanito eCTPOreHOM, € HXKYMM, HXK Y TUX XIHOK, SKi NPUiAMatoTb KOMGIHOBaHY eCTpOreH-nporectTareHoBy
Tepanito.

PiBeHb PU3NKY 3aMeXXUTb Bif TPMBANOCTI 3aCTOCYBaHHA (AMB. po3Ain «Oco6MBOCTI 3aCTOCYBaHHS»).

Hwuxye npeactaBneHo OLUiHKY abCoMOTHOrO pU3KUKyY 3a pesy/bTaTaMu HaibifbLIoro paHA0Mi30BaHOr0 NnalLe60-KOHTPObOBaHOMO focnigpkeHHs Women's Health
Initiative (WHI) Ta Hail6inbLIOro meTaaHanisy NPOCNEKTUBHNX eMiAeMiONOrivYHNX AOCNIAKEHD.

Hainbinbwunii MeTaaHani3 NPOCNEKTUBHMX eNifAeMioNoriyHmnX AoCNiAXeHb

Po3paxoBaHuii J0AaTKOBWIA pU3MK paKy MOIOYHOI 381031 MiCNs 5 POKiB 3aCTOCYBAHHS Y XiHOK 3 iHAEKCOM MacK Tina 27 (Kr/m>2)

Bik Ha noyatky 3I'T | KinbKicTb BMnaakis Ha 1000 BigHoLweHHs KinbKicTb 104aTKOBUX
(pokn) XIHOK, AIKI HIKONN He PU3NKY BUNaaKiB Ha 1000 XIiHOK, AKi
3actocoByBam 3 T,3a  5- 3actocoByBan 3T, uepe3 5
piuHuii nepiog (50-54 poku)? pokiB
3I'T i3 3aCTOCYBaHHAM TifIbKN €CTPOreHiB
50 | 13,3 | 1,2 | 2,7
3I'T i3 3acTOCYyBaHHAM KOMOiHaLiT eCTPOreHy Ta nporecrareHy
50 | 13,3 | 1,6 | 8,0

MpyMIiTKa: OCKiflbKM 3aXBOPHOBAHICTb Ha pakK MOMOYHOT 3871031 BifPI3HAETLCS Y KOXHIl KpaiHi EC, KiNbKiCTb
[0aTKOBMX BUNaAKIB paKy MO/I0YHOT 3a/103M TaKOX MPOMOPLLIAHO 3MIHUTLCS.

1 B3ari B/l 6a30BMX MOKa3HMKIB 3aXBOPIOBAHOCTI B AHIITY 2015y XiHOK 3 iHAeKCOM Macy Tina 27 (Kr/m2).

Po3paxoBaHuii 0AATKOBMIA PU3MK paKy MO/IOYHOI 3371031 Nicnsi10 POKiB 3aCTOCYBaHHS Y XiHOK 3 iHAEKCOM Macu Tina 27 (Kr/m>2)

Bik Ha noyatky 3I'T | KinbkKicTb BMnagkis Ha 1000 BigHoLweHHs KinbKicTb J0AaTKOBUX
(pokwn) XIHOK, AKi HIKOIN He PU3NKY BMNaaKis Ha 1000 XiHOK, AKi
3actocosyBann 3T 3a 10- 3actocosyBanu 3T yepes 10
piuHmii nepiog (50-59 pokis)l POKIB
3I'T i3 3acTOCYBaHHAM Ti/IbK/ ECTPOreHiB
50 | 26,6 | 1,3 | 7,1
3I'T i3 3acTOCYyBaHHAM KOMOiIHaLiT eCTPOreHy Ta nporecrareHy
50 | 26,6 | 1,8 | 20,8

1 Basri Bi/} 6a30BMX MOKA3HWKIB 3aXBOPIOBAHOCTI B AHIITY 2015 Yy XiHOK 3 iHAeKCOM Macy Tina 27 (Kr/m2).
MpuMiTKa: OCKINIbKW 3aXBOPHOBAHICTb Ha paK MO/IOYHOI 3371031 BiAPI3HAETLCSA Y KOXKHIN KpaiHi EC, KifbKiCTb
[0JaTKOBMX BUNALKIB paKy MOSIOYHOT 3371031 TaKOX NPOMOPLLIAHO 3MIHUTLCS.

LocnipkenHs WHI y CLUA — noaaTkoBuiA pu3mnK paky MOMOYHOI 3a1031 Micis 5 poKiB 3acTOCYBaHHS



Bikoswit giana3oH (poku) | KinbkicTb Bunagkis Ha 1000 | BigHOLLEHHS KinbKicTb [01aTKOBMX
XIHOK Yy rpyni nnaue6o pu3nKy Ta 95 % BMnNaakis Ha 1000 XiHOK, AKi
NpoTArom 5 pokiB [0BipYyoro 3actocosyBanm 3I'T

iHTepsany (4l) npotarom 5 pokis (95 %
Al)

3amicHa ropmoHanibHa MOHOTepanis ectporeHoMm KKE

50-79 [ 21 10,8(0,7-1,0) | -4 (-6-0)2

KKE + MT1A KoMb6iHoBaHa ecTporeH-nporectareHoBa 3I'T
50-79 | 17 | 1,2 (1,0-1,5) | +4 (0-9)

T Mpwy 06mexxeHHI aHani3y XiHkamu, sKi He 3actocoByBann 31T L0 NOYATKY LOCAIAKEHHSA, ABHOTO PU3NKY NMPOTATOM
nepLumnx 5 pokiB NikyBaHHA He COCTepirasock: Nicas 5 pokis pusnk OyB BULLMM, HX Y TUX, XTO He npuiimas 31 T.

2 \WHI [OCNIPKEHHA Y XKIHOK 3 BiCYTHbOI MaTKOH, IKi He NoKasav 36i/bLLUEHHSA PUSNKY PO3BUTKY paKy MOSIOUHOT
3a/1031.
KKE — KOH’toroBaHuii KiHCbKnin ectpored, MIMA — MepOKCMNPOrecTepoHy auertart

Pu3MK paKy eHAOMETpis

JKiHKM y Mepiofi N0CTMeHonays3u 3i 36epexkeHor MaTKOK

PU3KnK paKy eHAOMETpIst CTaHOBUTbL 6/1M3bKO 5 BMNafKiB Ha KOXKHY 1000 XiHOK 31 36epeXxeHOo0 MaTKOHO, SiKi He npuiiMaroTs 3 T.

JKiHKam 3i 36epeXxeHO0 MaTKOK He pekomeHAyeTbcA 3T i3 3aCTOCYBaHHAM TiflbK/ €CTPOreHy, OCKIfIbKW Le NiABULLYE PU3NK paky eHAoMeTpid (AvB. po3ain
«OC0o6MBOCTI 3aCTOCYBaHHA»). 3aneXHO Bif TPUBANOCTI NPMIOMY MOHOTepanii eCTPOreHOM Ta [03W eCTPOreHy nifABULLEHHS PU3NKY paKy eHAOMeTpis B
enieMioNIoriYHnX AOCNIIPKEHHAX KOMBaNOCH Big 5 A0 55 nopaTtkoBmnx BUNAAKIB, AlarHOCToBaHMX y KOXHOT 1000 »iHOK Bikom Bifg 50 g0 65 pokis.
JofaBaHHA nporecTareHy 4O MOHOTepanii eCTPOreHoM MPOTAroM NPUHaMHI 12 AHIB Ha UMKN MOXKe 3anobirTh Takomy MiABULLEHHIO PU3MKY. Y AOCHIIKEHHI
Million Women Study 3acTocyBaHHSi MpOTAroM 5 pokiB KoM6iHOBaHOI (NOCNIA0BHOI UK NocTiHOT) 3T He NiABMLLYBaNO PU3MK pakKy eHAOMETpPIs [BigHOLLEHHS
pu3nky 1,0 (0,8-1,2)].

PaK A€4YHUKIB

3actocyBaHHA 3T TiNbKK ecTporeHoM abo KOMGIHOBaHOT ecTporeH-nporectareHoBoi 3T acouitoBanochk 3 Aello NigBULLEHUM PU3UKOM paKy SEYHUKIB (4MB.
po3in «OcobnMBOCTI 3aCTOCYBaHHS»).

B faHuMx MeTaaHanisy, oTpvMaHux 3 52 enifemionoriyHmMx [OchifXeHb, MOBILOMASNOCL NPO MiABULLEHWUIA PU3MK PO3BUTKY pPaKy SEYHUKIB Y XKIHOK, AKi
3acTocoByBan 3I'T, NOPIBHSAHO 3 XXiHKaMW, SKi HiKonu He 3acTocoByBanv 31T (BigHOLEHHS pu3nKy 1,43, 95 %; posipunii iHTepsan (41) 1,31-1,56). Y XiHOK BIKOM
Bif 50 fo 54 pokiB, siKi 3acTocoByBain 3T NpoTAromM 5 pokis, Le cnpuunHano 1 goaatkosuii BUNagok Ha 2000 XIHOK. Y )KiHOK BikoM Big 50 go 54 pokiB, SiKi He
3actocoByBaM 31 T, paK SEYHUKIB AiarHOCTYETLCA NPUBAN3HO y 2 Ha 2000 XIiHOK NpoTAroM 5 pokis.

Pn3nK BEHO3HOT TPOMOOEMOONIT

3I'T nos’aA3aHa 3 1,3-3-pa3oBMM NiABWLLEHHAM BIZHOCHOrO PWU3NKY PO3BUTKY BeHO3HOI Tpomb6oembonii (BTE), T06TO Tpom603y rnmnboKMx BeH abo embonii
nereHeBoi apTepil. BUHMKHEHHS Takoro seBuwa € 6ifbl IMOBIPHUM Yy Meplumin pik 3actocyBaHHA 3IT (amB. po3pin «Oco6AMBOCTI 3acTOCyBaHHSA»). Hukuye
npesACTaB/IeHO pe3ynbTat JocnimkeHb WHI.

LocnipkeHHs WHI: gogaTkosuii pusvk BTE npoTsrom 5 pokiB 3aCTOCyBaHHS



BikoBwuii giana3oH KinbKicTb BUNaJKiB Ha BigHowweHHA pu3unky | KifbKicTb 404aTKOBUX
(pokwn) 1000 »xiHoK y rpyni Ta BUNAAKIB Ha
nnauebo NpoTaArom 5 [95% Al 1000 »iHOK, AKi
POKiB npuiimatoTb 3FT
npotarom 5 pokis (95 %
Al)
MNepopanbHa 3aMicHa ropMoHasibHa MOHOTepanisi ecTporeHom3
50-59 | 7 | 1,2(0,6-2,4) | 1(-3-10)
MepopanbHa 3I'T KOMOGiHaL et ecTporeH/ nporecrareH
50-59 | 4 | 23(1,2-4,3) | 5(1-13)

3 JocnimpkeHHs 3 y4acTHo XIHOK 3 BifJICYyTHbOK MaTKOH0.

Pu13uK illemMivyHOi XBOPOOW cepLs

PuU3KK ilIeMiYHOT XBOpPOOKM cepus Aeulo MiABULLEHWNIA Y XKIHOK, SiKi NpuiiMatoTb KOMOGIHOBaHY ecTporeH-nporectareHoBy 3T y Biui Big 60 pokiB (AnB. po3din
«OC06/1MBOCTI 3aCTOCYBAHHSA»).

PU3KMK iLLEMIYHOIO IHCYIbTY

3acTocyBaHHA MOHOTepanii eCTPOreHoM Ta KOMBIHOBaHOT eCTporeH-nporectareHoBoi 3 T acouit0eTbCA 3 NiABULLEHHAM BIAHOCHOIO PU3MKY iLLEMIYHOrO iHCY/bTY [0
1,5 pa3a. PU3unK remoparivyHoro iHCy/bTy He 3pOCTae Ha T/i 3actocyBaHHs 31 T.

BifHOCHWI pU3KNK He 3a1eXMWTb Bif BiKy ab0 TPMBAIOCTI 3aCTOCYBaHHSA, ase OCKiflbKM 6a30BMIN PU3MK € 3HAYHOK MIPOHD 3a/1IEXXHUM Bif, BiKY, 3ara/lbHUin pU3NK
IHCYNbTY Y XIHOK, fKi npuiimatoTs 31T, 3pocTaTMe 3 BiKOM (aMB. po3ain «Oco6/MBOCTI 3aCTOCYBaHHS»).

O6’eHaHi AaHi gocnimpkeHs WHI: 10AATKOBWIA pU3UK iLLIEMIYHOTO iHCYIbTY# NPOTAroM 5-piYHOro 3aCTOCYBaHHS
BikoBuit gianasoH KinbkicTb BUnagkis Ha 1000 | BigHOLIEHHS KinbKicTb 404aTKOBUX
(pokiB) XIHOK Yy rpyni nnaue6o pu3nky Ta 95 % | BMnaakis

npoTArom 5 pokis Al Ha 1000 XIHOK, fiKi
npuinmaroTb 31T NpoTAarom 5
pokiB (95 % Al)

50-59 8 1,3 (1,1-1,6) 3 (1-5)

4 Pi3HMLi MiX iLLEMIYHMM Ta remoparivyHuMm iHCybTOM He 6yno.

IHLWI NO6IYHI peakLii, NPo AKi NOBIAOMASNOCA Y 3B'A3KY 3 eCTPOreH/nporecTareHoBo Tepanicto (BKNYaun ecTpamion/amaporecTepor):

- HOBOYTBOPEHHA A0OPOSAKICHI, 3N05IKICHI Ta HEeBM3HAYEHOT eTIONOrii: eCTPOreH3aneXKHi HOBOYTBOPEHHS, SIK A0OPOSKICHI, TakK |1 3M05KICHI, HanpuKnag pak
EHIOMETPIA Ta paK AeUHMKIB. 36i/bLLUEHHSA PO3MIpY NporecTareH3aIeXXHMX HOBOYTBOPEHb (HanpuKag MeHiHrioMn);

- 3 60Ky IMyHHOT CUCTEMW: CUCTEMHMIA YepBOHWIA BOBYaK (CUB);

- 3 060Ky 0O6MiHY PeyOBVH Ta XxapyyBaHHA: rinepTpUrniLepuaemis;

- 3 00Ky LeHTpa/bHOI HEPBOBOT CUCTEMU: MOXK/IMBA iEMEHLIS, XOPes, 3arOCTPeHHS enifencit;

- 3 00Ky CyuH: apTepiasibHa TpoMb60oeMb0nis;




- 3 OOKy LUYHKOBO-KMLLIKOBOrO TPaKTY: NaHKPeaTUT (Y >KIHOK 3 y>Ke ICHYHUOHO TinepTpuriLepuaemicto);

- 3 00Ky LWKipy Ta NiAWKIpHOT KNiTKOBUHW: MYNIbTU(OPMHA epuTeMa;

- TOpPYLUEHHS 3 6OKY HUPOK Ta CeYOBMBILHUX LLUNAXIB: HETPUMAaHHSA Ceui;

- 360Ky penpoayKTMBHOT CUCTEMM Ta MOMOYHMX 3a103: (PIGPO3HO-KICTO3HI 3MiIHW Y MOJIOYHUX 3a/103aX, ePO3ist LUNAKN MATKW;
- BpPOAKeHi Ta CrnafKoBi reHe TUYHI po3naau: noripleHHs nepebiry nopgipir;

- BIAXUNEHHS Bif, HOPMU, BUSBNEHI Y pe3yNbTaTi 06CTEe>XKEHHS: NiABULLEHWNIA 3arabHWi piBEHb FOPMOHIB LLITOBUAHOT 3a/1031.

TepMiH NpUAATHOCTI.
3 POKMW.

YMoBM 36epiraHHs.
36epiratv B opuriHanbHiin ynakosui npn Temnepatypi He Buwle 30 °C. 36epiratv y HeOCTYMHOMY AN AiTel MicLi.

YnakoBKa
Mo 28 Tabnetok y 6nictepi, no 1 abo 2, abo 3 6nicTepn B KOPOOLI.

KaTteropis Bignycky. 3a peyentom.
BupobHuk. A660TT Bionogxkikan3 b.B./ Abbott BiologicalsB.V.

Micue3HaxomkeHHSA BUPOOHMKaA Ta A0ro agpeca Micua NPoBagKeHHS LisiNIbHOCTI.
Beepser 12, 8121 AA OnbcT, HigepnaHgn/ Veerweg12, 8121 AA Olst, The Netherlands.



