IHCTPYKIIA
AJIS1 MEIUYHOI0 32CTOCYBAHHS JIKAPCHKOI0 32C00y

EK3EBIHK
(EXEVINC)

Cknao:

ditoua pevoguna: exemestane;

1 TabGneTKa, BKpHUTA IUTIBKOBOK 000JIOHKOIO, MICTUTh €K3EMECTaHy 25 MT;

donomidichi pevosunu: Manitoln (E 421), rinpomeno3a, KpocnoBiioH, moiicopbat 80, 1emnrono3a
MIKPOKPHCTAJIIYHA, HATPII0 KPOXMAJIBIJIIKOJIAT, MarHilo cTeapar, KpeMHII0 JTIOKCH KOJOiTHUN
0e3BoHMIA, HaTpit0 KapOokcumeTuienonosa (E 466), ManbTonekcTpyH, IIIIOKO3W MOHOT1IpaT,
tutany giokcup (E 171), creapunoBa kucnora (E 570), 3amiza okcup xotuii (E 172), Boga
OUUIIICHA.

Jlikapcbka ¢gopma. TabieTku, BKPUTI TITIBKOBOKO 000JIOHKOIO.
Ocnogni ¢hizuko-ximiuni enacmueocmi: >KOBTI JBOOIYKJi, KPYIJli TaOJE€TKH, BKPUTI ITIBKOBOIO
000JI0HKOI0, 3 TpaBitoBaHHAM «EOMT» 3 omHOro 60Ky 1 «25» — 3 iHIIOTO.

dapmakoTepaneBTHYHA Tpyna. AHTaroHiCTH TOPMOHIB Ta aHajoriyHi 3acobu. I[HribiTopm
apomatasu. Kog ATX L02B G06.

Dapmakono2iuni enracmueocmi.

Dapmakoounamika.

Mexanizm 0ii

Ex3zemecran € HEOOOPOTHHM CTEpOiTHMM iHTIOITOpOM apomMarasu, MOMIOHMM 3a CBOEIO
CTPYKTYPOIO JI0 NPHUPOJHOI PEYOBUHHU AHAPOCTEHIIOH. Y JKIHOK Y Mepioj] NOCTMEHOHay3u
€CTPOTeHH TMPOIYKYIOTHCS TMEPEBAXKHO NUIIXOM IEPETBOPEHHS aHJIPOTCHIB HAa €CTPOTEHH IIij
BIUITMBOM (epMEHTY apoMaTas3u y nepudepuyHux TKaHUHaX. bIoKyBaHHs yTBOPEHHS €CTPOTeHIB
IUIIXOM 1HTIOyBaHHA apoMaTa3d € €QEKTUBHUM 1 CEJIEKTUBHUM METOJOM JIKyBaHHS
TOPMOHO3AJICKHOTO PAKy MOJIOYHOT 3aJ103H Y JKIHOK Y Mepioj] TOCTMEHOMAay3H. Y *KIHOK y Mepioj
MIOCTMEHONAY3H €K3€MECTaH CYTTEBO 3HMXKYE KOHIIEHTPAIll0 €CTPOTeHIB Y CHpOBATIl KpOBI,
MOYMHAIOYH 3 103U 5 MI. MakcuManbHe 3HKeHHs (> 90 %) nocsiraeTbest pu 3aCTOCYBaHHI 103U
10-25 wmr. Y mamieHTok y TepioJ] MOCTMEHOMAy3HW 3 JJiarHO30M pakK MOJIOYHOI 3aJI03H, SIKi
OTPUMYBAJIM 25 MI' €K3eMecTaHy I10/IeHHO, 3arajJbHUI PiBEeHb apoMaTaszy 3HMWKyBaBcs Ha 98 %.
Ex3zemMecTraH HEe Mae TPOTECTOTeHHOI Ta E€CTPOTeHHOI aKTWBHOCTI. He3HauHa aHaporeHHa
aKTUBHICTb, IMOBIPHO MOB’s13aHa 3 17-TipoiepUBaTUBOM, CIIOCTepiraiacs roJl0BHUM YHHOM IpU
3aCTOCYBaHHI €K3€MECTaHy y BHCOKHMX Jo3ax. [li1 yac mocnikeHb TPHUBAJIOrO IIOJEHHOIO
3aCTOCYBaHHS €K3eMEeCTaH He BIUIMBaB Ha OIOCHMHTE3 TakKMX TOPMOHIB K KOpTHU301 abo
albJIOCTEPOH, pIBEHb SKHUX 3MiHIOBaBcs mniepen abo micia Ttecty ACTH; uum Oyna
IPOJIEMOHCTPOBAaHA CEJEKTHBHICTh MO0 IHIIMX (epMeHTiB, sKi OepyThb y4acTb Yy
TOPMOHAJIBLHOMY OOMIiHI. Y 3B’s3Ky 3 IIUM HeMae HEOOXIAHOCTI B 3aMiCHIM Tepamii
IJIFOKOKOPTUKOIIaMU Ta MiHEPaJIOKOPTHKOITaMH.

He3naune minBumieHHs piBHS JOTeiHI3yroduoro ropmoHa (JII') Ta domikymocTuMyror0d0ro
ropmoHa (PCI') y cupoBaTIli KpoBi CHOCTEPIraeThCsl HaBITh NMPH HU3BbKHUX A03ax. Llelt edexT €
OUIKYBaHHUM JUIsl TperapariB i€l (apMakoJOTiyHOi TpyIH; IMOBIPHO, BiH PO3BUBAETHCS 3a
IOPUHIUIIOM 3BOPOTHOTO 3B’S3KYy Ha pIiBHI Tinmodi3a: 3HWKEHHS KOHLEHTpAIil ecTpOreHiB
CTUMYJIIOE CEKpelito rinogizoM roHaJOTPOIIHIB (TaKOX 1 B JKIHOK y MEpioJ] MOCTMEHONAY3H).
Kniniuna eeKTUBHICTh Ta Ge3meka.

A0 ’rveanmna mepanisa paky MOJIO4YHOI 341034 PAHHIX CIAOTU.

Y GararoueHTpOBOMY paHIOMi30BaHOMY MO/BiiHOMY ciinoMy fociikenHi (IES — Mixrpymnose
JOCTIIPKEHHS €K3€MECTaHy), iK€ MPOBOJIWIM 3 y4acTio 4724 XIHOK y Iepioj] MOCTMEHOMay3u 3




MEePBUHHUM PAKOM MOJIOYHOI 3aJ103U 3 MO3UTHBHOIO MPOOOI0 HA €CTPOTECHOBI perentopu ado
NEPBUHHUM PAKOM MOJIOYHOI 3aJ03M 3 HEBHU3HAYEHOK MPOOOI0 HAa ECTPOTCHOBI PELENTOpPH,
NAaIli€HTH, Yy SKUX HE CIOCTepiraiocs BUHMKHEHHS pPEUUIUBY IMicis aj IOBaHTHOI Tepamil
TaMOKCU(EHOM IPOTATOM 2—3 POKiB, OyJIM paHI0Mi30BaHi JIJIs 3aCTOCYBAaHHS €K3eMecTany (25 Mr
Ha 100y) abo tamokcudeny (20 mr ad6o 30 mMr Ha 700y) IPOTATOoM 3—2 POKIB JJI IPOXOKEHHS
MIOBHOTO KyPCY TOPMOHAJIBHOI Teparii TPUBAIICTIO 5 POKIB.

Tooanvue cnocmepesicenus 3 medianor 52 micayi y Miscepynosomy 00CHioNHceHHI eK3emMecmany.
PesynbraTi crioctepexeHb 3 MEIIaHOI TPUBAIOCTI JiKyBaHHsA npuOmu3Ho 30 MicsmiB Ta
MEJIIaHOIO0 TPUBAJIOCTI MOJAIBIIOTO CIIOCTEPSKEHHS MTPUOIU3HO 52 MicCsIll MTPOJIEMOHCTPYBAIIH,
10 TMOAAJIbINE JIIKYBaHHS €K3€MeCTaHOM Ticiisi 2—3 poKiB aJi FOBaHTHOI Teparlii TaMOKCH(EeHOM
acOLIIIOBAJIOCS 3 KJIIHIYHO Ta CTATUCTUYHO 3HAUYIIUM MOKPAIICHHSIM OKa3HUKA BIXKUBAHOCT1 6€3
o3Hak 3axBoproBaHHs (DFS) mopiBHsAHO 3 MPOJOBKEHHAM JIIKyBaHHS TAMOKCH(peHOM. Pe3ynbTatn
MOKa3aJiy, 110 MPOTATOM CIIOCTEPEKYBAHOTO MEPIOy TOCIIHKEHHS €K3€MECTaH 3HIKYBAB PU3UK
PEIUINBY paKy MOJIOUHOI 3271031 Ha 24 % MOpiBHSHO 3 TAMOKCU()EHOM (CITiBBIIHOIIICHHS PU3HKIB
— 0,76; p = 0,00015). binpmr MO3UTUBHUN €(PEKT 3aCTOCYBaHHS €K3E€MECTaHy IOPIBHSHO 3
TaMOKCH()EHOM BIAMOBIAHO 1O TIOKAa3HMKA BW)KMBAHOCTI 0€3 O3HAK 3aXBOPIOBaHHS OyB
OUEBUJHUM, HE3aJEKHO BiJ CcTaTycy JiM(aTUYHUX BY3JiB a00 MOMEPEAHHOTO MPOXOIKEHHS
Kypcy ximioTepamii.

3acToCcyBaHHS €K3€MEeCTaHy TaKOX 3HAYHO 3HIDKYBAJIO PU3HK PO3BUTKY KOHTpAIaTepalbHOTO
paKy MoJI0OuHOI 3aj103u (criBBigHomeHHs pusukiB — 0,57; p = 0,04158).

VY 3aranpHiid MOMyJSii JAOCTI/PKEHHS TEHACHIIS 10 TOKpAaIleHHS 3arajlbHOl BHKHUBAHOCTI
criocrepiranacs Mpu 3acTOCyBaHHI ek3eMecTaHy (222 neranpbHUX HACHTIJIKH) TOPIBHSIHO 3
TaMOKCH(peHOM (262 JIeTaIbHUX HACIJKHU) 31 CHiBBIIHOMIEHHAM pu3ukiB 0,85 (morapudmivyauii
panroBuii kputepiii: p = 0,07362), 010 CTAaHOBWIJIO 3HM)KEHHSI PU3HKY JICTAIBHOTO HACIIAKY Ha
15% na xopucth ex3emectany. CTaTUCTHUHO 3HAYYIIE 3HMKEHHS PU3HKY JIETATBHOTO HACIIIKY
Ha 23 % (CHiBBiIHOIICHHS PU3UKIB JUIS 3arajibHOi BYkuBaHOCTI — 0,77; TecT Xi-kBajapaT (TecT
Banmpga): p = 0,0069) cnoctepiraiocss mOpuU 3aCTOCYBaHHI €K3€MECTaHy MOPIBHSIHO 3
TaMOKCH()EHOM MPpHU KOPUTYBAaHHI MOMEPEAHBO 33/IaHUX MTPOrHOCTUYHHUX (PaKTOPiB (TOOTO mpodu
HAa €CTPOTEHOBI pelEnTOpH, CTaTycy JiM(paTUYHUX BY3IiB, ONEPEAHBOIO MPOXOIKEHHS KypCy
XiMiOoTeparii, 3acCTOCyBaHHsI TOPMOHO3aMICHOI Teparii Ta 6icochoHaTiB).
OcHosHI__pe3ynbmamu__ OUiHKU _epexmusHocmi _y  8CiX nayienmis (nonyisuis nayieHmis,
chopmosana 6i0n08iOHO 00 NPUBHAYEHO20 JNIKVEAHHS) MA Y NAYIEHMIE i3 PAKOM 3 NOZUMUBHOIO
npoboI0 HA ecmpo2eH06l peyenmopu yepes 52 micaui

. Bignomenus
Kinnesa Touka Ex3emecran Tamokcuden PH3HKIB D-3HaueHHs*
] o0 0
[Honynawis Asumma/N (%) SAsuma/N (%) (95 % JII)
BuxuBaHicTh 6€3 03HAK 3aXBOPIOBAHHS 2
. . 453/2372 0,76
0 H
Yci manieHTu 354/2352 (15,1 %) (19.1 %) (0,67-0,88) 0,00015
. 370/2021 0,75
0 H
EP+ marienTn 289/2023 (14,3 %) (18.3 %) (0,65-0,88) 0,00030
KoHTpanarepanbHuid pak MOJIOYHOI 3371031
. . 0,57
0 0 :
Vi marieHTi 20/2352 (0,9 %) 35/2372 (1,5 %) (0,33-0,99) 0,04158
. 0,54
0 0 :
EP+ manienTn 18/2023 (0,9 %) | 33/2021 (1,6 %) (0,30-0,95) 0,03048
BrknBaHicTh 6€3 paKy MoIo4Hoi 3a1031 °
. . 373/2372 0,76
0 1
Yci marieHTu 289/2352 (12,3 %) (15.7 %) (0,65-0,89) 0,00041
. 305/2021 0,73
0 1
EP+ nauientu 232/2023 (11,5 %) (15,1 %) (0,62-0.87) 0,00038
BwxuBaHicTh 0€3 CHCTEMHHX PEIUANBIB *




. . 297/2372 0,83
0 H
Yci narieHTu 248/2352 (10,5 %) (12,5 %) (0,70-0,98) 0,02621
. 242/2021 0,78
0 1
EP+ mamientn 194/2023 (9,6 %) (12,0 %) (0,65-0,95) 0,01123
3arajgpHa BHOKMBAHICTB °
. . 262/2372 0,85
0 H
Vci narienTa 222/2352 (9,4 %) (11,0 %) (0,71-1,02) 0,07362
. 211/2021 0,84
0 H
EP+ manientn 178/2023 (8,8 %) (10.4 %) (0,68-1,02) 0,07569
* Jlorapudmivauit panroBuit kputepiit; EP+ narieaTn = mamieHTH 3 MO3UTHBHOIO MPOOOI0 Ha €CTPOTEHOBI

pELenTOpPH.
? BxuBaHICTh 0€3 03HaK 3aXBOPIOBaHHS BU3HAYAETHCS SIK MEPLIMK BUMAJ0K MiCLIEBOTO a00 CHCTEMHOTO
peUnaNBY, KOHTpaNIaTepalbHOIO PaKy MOJIOYHOI 3a7031 a00 JIeTaIbHOTO HACHiAKY OyAb-SK01 NPUYNHHOT
3YMOBJICHOCTI.

°BikuBaHicTh 63 paKy MOJIOYHOT 381031 BU3HAYAETHLCS K MEPIIMI BUIAJ0K MiCIIEBOTO a60 CHCTEMHOTO
peunanBY, KOHTpaJIaTepalbHOTO paKy MOJOYHOI 3ayi03u a00 JIETaJTbHOrO HACHiAKY BiJl paKy MOJOYHOI
3aJI03M.

* BrokuBaHICTh 6€3 CHCTEMHUX PEIUINBIB BU3HAYAETHCS K MEPIIHA BUITAJOK CHCTEMHOTO PEIUINBY abo
JIeTaNbHOTO HACTIIKY BiJl paKy MOJIOYHOT 3aJI03H.

"3arajbHa BUKUBAHICTh BU3HAYAETHCS K HACTAHHS JICTAIBHOTO HACIHIAKY 3 Oy/b-SIKOT IPHYHHH.

3a pe3ysbraTaMu JIOJAATKOBOTO aHATI3y IMIArPYIH MAII€HTIB 3 TTO3UTHBHOI a00 HEBU3HAYCHOIO
npo0o0 Ha €CTPOreHOBI PELeNnTOpu HECKOPUIOBAaHE CIIBBIAHOIIEHHS PU3MKIB JJs 3arajibHOl
B KMBaHOCTI cTraHoBmiIO 0,83 (sTorapudmiunmii panroBuii kputepiit: p = 0,04250), o € KITiHIYHO
1 CTAaTMCTUYHO 3HAYyIIMM 3MEHIICHHSM PHU3UKY JIeTalbHOro Hachiaky Ha 17 %. Pesynbratu
JOJJATKOBOTO JIOCHIJKCHHSI 3 BHBUEHHSI CTaHY KICTKOBOI TKAaHMHM Y pamMKax MIiKIpymnoBOro
JOCTIIPKEHHSI €K3eMeCTaHy MOoKa3ajH, IO Y >KIHOK, SKi 3aCTOCOBYBAJlM €K3eMecCTaH micis 2—3
POKIB JIIKyBaHHS TaMOKCH()EHOM, CIIOCTEPIrajocsi MOMipHEe 3HIKEHHS MIHEpPaJTbHOI IMiIJIBHOCTI
kictok (MILK). ¥V 3aranpHOMY AOCHIIKEHHI YacTOTa MEPeOMiB, IO CTAIUCS MICJS MOYaTKY
JIKyBaHHS, Ka OLIHIOBATACS MPOTATOM MEpioAy JiKyBaHHS TpuBalicTio 30 MicswiB, OyJia BUIIIO0
y TAIli€HTIB, fKI 3aCTOCOBYBAJIM €K3€MECTaH, MOpiBHAHO 3 Tamokcupenom (4,5 % ta 3,3 %
BimoBiHO, p = 0,038).

PesynbraTi, OTpuMaHi y 101aTKOBOMY JOCIHI/PKEHHI 3 BUBUEHHS CTaHy E€HAOMETpIs y paMKax
MiXrpynoBoro JIOCHIJDKEHHS €K3eMecTaHy, CBlAYaTh, IO IICAS 2 POKIB JIKyBaHHS
CIOCTepIirajgocs 3MEHIIeHHS TOBIIMHU eHAoMeTpis 3 MeniaHoro 33 % y mhalieHTiB, SKi
3aCTOCOBYBAJIM €K3€MECTaH, MOPIBHSHO 3 BIJACYTHICTIO MOMITHOI 3MIHM Yy TaLI€HTIB, SKI
3aCTOCOBYBaJIM TaMoKcugeH. IlOTOBIIEHHS €HIOMETpis, 3apeecTpoBaHe Ha  IOYaTKy
3aCTOCYBaHHS €K3eMeCTaHy, NOBepHyJocs g0 Hopmu (<5 mM) y 54 % mamieHTiB, sKi
3aCTOCOBYBAJIM €K3€MECTaH.

Ilooanvuwe cnocmepedsicennss 3 medianoro 87 micayie y Midcepynogomy 00cCnioNHceHHi
eK3emMecmamy.

PesynpTaTi cnocrepekeHb 3 MeNIaHOK TPHUBAIOCTI JIKyBaHHA HpubmusHo 30 MmicsAuiB Ta
Me/11aHOI0 TPUBAJIOCTI MOJANBIIONO CHOCTEPEXKEHHS MPUOIU3HO 87 MICSIIB IPOJEMOHCTPYBAJIH,
10 TIOJAJIbIIIe JTIKYBaHHS €K3€MECTaHOM ITicis 2—3 POKiB a1’ FOBaHTHOI Teparii TaMoKcupeHoM
ACOIIIOBAIOCH 13 KIIIHIYHO Ta CTATHUCTHUYHO 3HAYYLIUM MOKPALICHHAM MOKa3HUKAa BM)KWBAHOCTI
0e3 03HaK 3aXBOPIOBaHHS MOPIBHSHO 3 MPOJOBXKEHHSAM JIKyBaHHS TaMOKcHu(peHOM. Pesynbratu
MOKa3aJiy, 1110 MPOTATOM CIIOCTEPEKYBAHOTO IEP101y TOCIIIPKEHHS €K3eMeCTaH 3HaYHO 3HUKYBaB
PHU3HK PEIUIUBY PaKy MOJIOYHO1 3aJ1031 — Ha 16 % MOpiBHIHO 3 TAMOKCH(EHOM (CITiBBIAHOIIEHHS
pusukiB 0,84; p = 0,002).

3aranoM Oilblla KOPUCTh Bl 3aCTOCYBaHHS €K3€MECTaHy IOPIBHSHO 3 TaMOKCH(EHOM
BIJITIOBIJTHO JI0 TIOKAa3HMKA BIJKMBAHOCTI 0€3 03HAK 3aXBOPIOBAHHS Oyjia OYEBHJIHOIO HE3AJICKHO
BiJl craTycy JiM(paTHYHUX BY3JiB a00 MOMEpeaHbOr0 MPOXOIKEHHS Kypcy XimioTeparii abo
ropMoHanpHOi Tepamii. CTaTUCTUYHA 3HAUYLIICTh HE OyNia BUSBJIECHA B JEKIIBKOX MIArpymHax 3



MaJeHbKOIO BHOIpKOW. BOHM NpOAEeMOHCTpYBadu TEHIEHIII0O Ha KOPHCTh E€K3EeMECTaHy Y
MAIieHTIB 3 OUTBII HIK 9 TO3UTHBHUMH By3JIaMH a00 TOMEPEIHIM MPOXOHKCHHSIM Kypcy
ximioteparii 3a cxemoro CMF (nmknodochan + merorpekcar + S-dropyparmn). Y mami€eHTiB 3
HEBiJIOMHUM CTaTyCcOM BY3I]iB, IHIIMM TONEPEAHIM KypcoM XimioTepamii, a TakKoxX
HEBIJIOMHUM/BIJICYTHIM  CTaTyCOM TIIONEPEAHhOT TOPMOHAJIBLHOI  Tepamii crocTepiragacs
CTaTUCTHYHO HE3HAUYIA TEHACHLIIS HAa KOPUCTh TAMOKCH(]EHY.

Kpim TOro, ex3emecrtaH TakoX 3HAYHO IOJIOBKYBaB BIKMBAHICTh 0€3 paKy MOJOYHOI 3aJl03U
(cmiBBimHOmeHHa pu3ukiB — 0,82; p = 0,00263) ta BmxkHBaHICTh 0€3 CHCTEMHHX PELUIUBIB
(cmiBBigHOmenHs pusukis — 0,85; p = 0,02425).

Ex3eMecTan Tako 3HI)KYBaB PU3UK KOHTPAIATEPATbHOTO PaKy MOJIOYHOI 3aJI03U, Xo4ya e(eKT
B)K€ HE OyB CTATUCTUYHO 3HAYYIIUM ITiJI Yac I[bOTO MEPioay CIOCTEPEIKEHHS Y TOCIIKEHHI
(cmiBBigHOIEHHS py3HKiB — 0,74; p = 0,12983). V 3aranpHiil NOMyJISIii TOCTIHKCHHS TSHICHIIIS
0 TOKpAllleHHs 3arajbHOi BHIKMBAHOCTI CIOCTepirajgacsi MHpU 3aCTOCYBaHHI €K3EMECTaHy
(373 neranpHi  HACHiAKK) TMOPIBHAHO 3 TamMokcudenom (420 JeTaqbHUX HACHIAKIB) 3i
criBBigHOIICHHSIM pu3ukiB — 0,89 (norapudmiunuii panrosuii kpurepiii: p = 0,08972), mo
CTAaHOBWJIO 3HIDKCHHS PHU3UKY JIETAIBHOTO Hachiaky Ha 11 % Ha KOpPUCTH €K3eMecTaHy.
[Tpu xopuryBaHH1 NONEPEIHbO 33JaHUX MTPOTHOCTHYHUX (PaKTOPiB (TOOTO MpoOU HA ECTPOTEHOB1
penenTopu, cratycy JiM(paTHYHUX BY3JIiB, TOMEPEAHBOIO MPOXOKEHHS Kypcy XiMmioTeparii,
3aCTOCYBaHHS TOPMOHO3aMiCHOI Tepamii Ta OichochoHaTIB) CTATUCTUYHO 3HAUYIIE 3HIKEHHS
PHU3HKY JIETATBHOTO HAcHiAKy Ha 18 % (CHiBBIIHOIICHHS PU3HKIB JUIsl 3araJIbHOT BHYKUBAHOCTI —
0,82; Tect xi-kBaapat (Tect Banpaa): p = 0,0082) cnocrepiranocs npu 3aCTOCyBaHHI €K3eMECTaHy
MOPIBHSHO 3 TAMOKCHU(EHOM Y 3arajibHil MOMyJIALIi JOCTIKeHHS. 3a pe3yabTaTaMi JOAaTKOBOTO
aHali3y MATPYNH NAIli€EHTIB 3 IMO3UTUBHOK a00 HEBHU3HAUEHOK MpPOOOI0 Ha €CTPOreHOBI
pelenTopy HECKOPUTOBAHE CITIBBIIHOIICHHS PU3WKIB JUIS 3arajbHOi BYDKMBAHOCTI CTaHOBHIIO
0,86 (;morapudmiuamii panroBuii kputepii: p = 0,04262), mo € KIHIYHO 1 CTATUCTUYHO
3HAYYIIMM 3MEHIICHHSIM PHU3MKY JIeTaJbHOTO Hachiaky Ha 14 %. Pesympratn, oTpumani y
JOJTATKOBOMY JOCTIP)K€HHI 3 BUBYCHHSI CTaHy KICTKOBOI TKaHWHU, CBiAYaTh, 110 3aCTOCYBaHHS
€K3€MEeCTaHy MPOTATOM 2—3 POKIB IMICHIsl 3aCTOCYBaHHS TaMOKCH(EHy mpoTsaroM 3—2 poKiB
MPU3BEJO 0 30UIbIICHHS BTPaTH KICTKOBOI MacH IiJl 4ac IbOro JIKyBaHHs (cepenHiit % 3MiHU
MILIK nopiBHSHO 3 MOYaTKOBUM piBHEM uepe3 36 wmicsamiB: -3,37 (xpebert), -2,96 (crerno
MOBHICTIO) TIPU 3aCTOCyBaHHI ek3emectany Ta -1,29 (xpebet), -2,02 (CTerHo MOBHICTIO) MpHU
3acTocyBaHHI Tamokcudeny). [Ipore mia KiHEeIs nepio Ly Micis JIKyBaHHS TPUBAIICTIO 24 MicCsIIl
3miHa 3HadeHHsd MIIK mopiBHSHO 3 MOYAaTKOBMM pIiBHEM B 000X Tpymax JiKyBaHHS Oyia
MiHIMaJIbHOO, KiHIIeBe 3MeHIIeHHs 3HaueHHss MILIK y rpyni Tamokcugeny 0yno Tpoxu OUIbIINM
Uit Beix AusiHOK (cepenniit % 3minum MIIK uepes 24 micsii MOpiBHSHO 31 3HAYEHHSIM Ha
MOYaTKOBOMY piBHI: -2,17 (xpebeT), -3,06 (CTErHO MOBHICTIO) MPHU 3aCTOCYBAHHI €K3€MECTaHy Ta
-3,44 (xpe0ert), -4,15 (cTerHo NOBHICTIO) MPH 3aCTOCYBaHHI TaMOKCU(EHY).

KinpkicTh ycix mHepenoMiB, 3apeecTpOBAHUX MPOTATOM MEPIOAIB JIKyBaHHS Ta MOJAIbIIOTO
CIOCTEpPEXXEHHS, OyJia 3HaYHO OUTBIIOI0 Y TPYIi JIKYBaHHS €K3€MECTaHOM MOPIBHSHO 3 IPYIIO0
nikyBaHHSL TamokcudeHoM (169 (7,3 %) nopiusHO 3 122 (5,2 %); p = 0,004), ane He Oyno
BUSIBJICHO BIJIMIHHOCTI Yy KUIBKOCTI IE€PENIOMIB, 3apeeCTPOBAHMX K HACTIIOK OCTEONOpPO3y.
Jlikysannsa nowupeno2o paxky Moi04Hoi 3a103U.

VY paHi0Mi30BaHOMY MOPIBHAJIBHOMY KOHTPOJIBOBAHOMY KIIIHIYHOMY JIOCIII>KEHHI 3aCTOCYBaHHS
eK3eMecTaHy B JI00OBiil 7031 25 MI' MPOJAEMOHCTPOBAHO CTATHUCTHUYHO 3HAUYIE 30UTbIICHHS
nepioy BUKUBAHOCTI, 4acy J0 MPOrpecyBaHHs 3aXBOPIOBAHHS, Yacy /10 KOHCTATAIlil BiICyTHOCTI
e(eKTy JIIKYBaHHS IMOPIBHSHO 31 CTAHAAPTHUM TOPMOHAJIBHUM JIIKYBaHHSIM 31 3aCTOCYBaHHSIM
METeCTpOJIy aleTaTy B )KIHOK 3 MOLIUPEHUM PAKOM MOJIOYHOI 3aJI03U B MEPioj] MOCTMEHOIAay3H,
KU IporpecyBas micist abo i 4ac JIKyBaHHS TaMOKCU(EHOM SIK aJi FOBaHTHOI Teparii abo sk
Teparnii nepIuoi JiHii MOMUPEHOro paKy. PapmakoKiHemuKa.

Abcopoyia. Tlicns mepopalbHOTO TPUHOMY €K3eMeCTaH IMBHAKO abcopOyerbes. Jlo3a, mio
MOTJIMHAETHCS 31 IMITYHKOBO-KUIIKOBOTO TPAKTY, BUCOKA. AOCOIIOTHOT 610JI0T1YHOI JOCTYIHOCTI
HE BCTAHOBJIEHO, XOuYa PpO3IMOBCIOPKEHHS IIOBUHHO OyTH OOMEXEHO e(pEeKTOM MepIIoro




npoxopkeHHs. [Ipu oqHOpa3oBOoMy mpHitoMi 103U 25 MT cepeIHIN PiBEHbB Y IJIa3Mi KpOBI JOCsATae
MaKCUMyMy uepe3 2 TOAWHU 1 CTaHOBHUTH 18 Hr/mu. OgHOYACHE 3aCTOCYBaHHS €K3EMECTaHy 3
DKero miaBuIIye Horo 6iogocTynHicTh Ha 40 %.

Posnooin. O6’em po3moxaily ek3emecTaHy Oe3 KOpeKlii Ha TmepopaibHy O0i0J0CTYIHICT
ctanoBUTh Tpubau3HOo 20 000 1. PapMaKOKIHETHKA €K3eMECTaHy € JIIHIMHO, KIHIIEBHH Mepio/
HaITIBBUBEICHHS €K3€MECTaHy CTaHOBUTH 24 ToAWHU. 3B’SA3yBaHHS 3 OUIKaMH IUTa3MHU KpPOBI
ctanoBUTh 90 % 1 He 3a7IeKUTh BiJ KOHIIEHTpallii. Ek3emecTaH 1 1oro MeTaboJIiTH He 3B’ A3YIOThCS
3 eputpouutamu. Ek3emecTaH HE aKyMyJIOETbCA HemepeA0adyBaIbHUM HUIAXOM IICHS
3aCTOCYBaHHS MOBTOPHUX J03.

Memabonism ma exckpeyis. ExzemecTaH MeETa0OJI3ye€ThCS HUIAXOM OKHCHEHHS METHJICHOBOT
rpymnu (6) 3a qonomororo 13opepmernTa CYP3A4 ta/abo nuisixom BiZHOBJICHHs 17-KEeTOTpymnH 3a
JIOTIOMOT 010 allbOKETOPEIyKTa3! 3 MOAAJIbIIO KOH [oraiiero. KiipeHe ekzemectany CTAaHOBUTD
npuosmzHo 500 n/rom Ge3 Kopekiii Ha mepopaibHy OlomocTymHicTh. 11[0g0 iHriOyBaHHS
apomaTtasu I MeTaboJiTH ab0 HEeaKkTUBHI, 800 MEHII aKTHBHI, HI’ BHXiqHA crioiyka. KiUIbKiCTh
eK3eMecTaHy, 0 BUAUIAETHCS 31 CeUet0 y He3MIHEHOMY BUTUIAI, cTaHOBUTH 1 % no3u. OnHakoBa
KiIbKicTh ex3emecTany (40 %), Miuenoro isoronom *C, Buainsmnacs 3i cedero Ta KaoM MpoTAroM
THXKHSL.

Cneyianvni epynu.

Bik.

CyTTeBOi KOpemsmii MiK CHCTEMHOIO €KCIIO3MIIIEI0 EK3eMeCTaHy 1 BIKOM IIalliEHTOK He
CIIOCTepiraaocs.

Tayienmu 3 nopywenusamu yHKYii HUpoK.

VY mamieHTiB 3 ypakeHHAM HHPOK TsKKoro crymeHs (CLe <30 Mi/XB) piBeHb CHCTEMHOT
eKCIOo3HIIii ek3eMecTaHy OyB B/BiU1 BUIIHIA TOPIBHSHO 31 3I0POBUMH JJOOPOBOJIBISIMA. bepyun 110
yBaru npodiab OEe3MeYHOCTI eK3eMecTaHy, KOpPUTYBaHHS H03u He ToTpiOHe. [layiecnmu 3
nopyuweHHAMU QYHKYIL nevinKu.

VY mamieHTiB 3 ypaXXCHHSIM MEYiHKH CEpPEelIHbOr0 abo0 TSHKKOTO CTYINEHS PIBEHb EKCHO3MIIIT
€K3eMeCTaHy y 2—3 pa3u BHUIIMI MOPIBHSIHO 31 3M0pOBUMH J00pOBOIbLsIMU. bepyun no yBarm
npodink 6€3NEYHOCTI eK3eMeCTaHy, KOPUTYBaHHS 103 HE MOTPiOHE.

Kuiniuni XapakTepucTHKH.

Ilokazannus.

An’toBaHTHaA Tepamis y JKIHOK 3 1HBAa3UBHUM pPaKOM MOJIOYHOI 3aJ03M pPaHHIX CTajiil 3
MO3UTUBHOIO MPOOOI0 HAa €CTPOreHOBI PELENTOpPU y Mepioj MOCTMEHONay3u micis 2-3 pokiB
MOYaTKOBOT a/1 FOBAaHTHOI Teparii TAMOKCHU(EHOM.

JlixyBaHHS TOLIMPEHOTO paKy MOJOYHOI 3aJI03U Yy KIHOK 3 MPUPOJHUM YU I1HAYKOBAaHUM
IOCTMEHONIAY3HUM CTaTycoM, Y SKHX BHSBJICHO NpPOTrpecyBaHHs XBOpoOW Ticis Teparii
anTuectporeHamu. He Oyna mpopeMoHCTpoBaHa €(EKTHBHICTh y MAIIEHTOK 3 HETaTUBHONO
po0oI0 Ha eCTPOreHOBI PELENTOPH.

Ilpomunokaszanns.

Jlikapcbkuit 3aci6 Ex3eBiHK MPOTHINOKA3aHUM MAIIEHTKAM 13 TIMEPUYYTIUBICTIO O €K3EMECTaHY
a60 110 Oy/1b-SIKOTO 1HIIIOr0 KOMIIOHEHTA JIKapchKoro 3aco0y. [Ipenapar Takox mpoTunokazaHui
KIHKaM y TiepeIMeHOoIay3albHOMY Mepiol, )KIHKaM y IepioJ] BariTHOCTI ab0 TOAYBaHHSA TPy IIO.

B3aemooia 3 inmumu nikapcoKumu 3acodoamu ma inuwii 6UOU 83a€Mo0iil.

Pesynbprati mociipkeHs IN Vitro mokasanw, mo JikapchKuii 3acid Ex3eBiHK MeTa0o0mi3yeThCs Mg
BIUIMBOM 1uTOXpoMmy Paso 3A4 (CYP3A4) Tta anpnokeropeaykra3 1 He OJOKYe KOJIHOTO 3
ocHoBHUX CYP-i30depmenrti. Ilig yac kimiHiYHOTO (hapMaKOKIHETHYHOTO JOCITIJDKEHHs OYJ0
BCTaHOBJIeHO, M0 cnernudiune iuriOyBaHHs CYP3A4 keTokoHa300M HE BIUIMBAE Ha
(apMaKOKiHETUKY €K3eMECTaHy.



VY nocnimkenHi B3aemoiii 3 pudamminuHoM, MoTykHuM iHIyKTopoM CYP450, y no6oBiit 1031 600
MI Ta OJHOPA3OBil 1031 €K3eMeCTaHy, IO CTaHOBUTh 25 Mr, 3HAUEHHS IUJIONI ITiJ
(hapMaKOKIHETUIHOIO KPHUBOKO «KOHIIeHTpallis-yac» (AUC) ekzemectany 3MeHmiocs Ha 54 %,
a 3Ha4YeHHs MakcuMaiibHOT KoHIeHTpaii (Cmax) — Ha 41 %. OCKUIbKYM KIIiHIYHA 3HAYYLIICTh JaHOT
B3a€MOJIIi HE BHBUYEHA, OJIHOYACHE 3aCTOCYBaHHS TaKHX JIIKAPCHKUX 3ac00iB K puQaMIIilUH,
IPOTHCYIOMHI 3aco0m (Hampukia, GeHiToiH Ta kapOamasemnin) Ta (iTomnpenaparis, IO MICTATh
3BipoOil 3BHYAWHMM, 5Ki, K Bigomo, 1HAYKYIOTh CYP3A4, MOXyTh 3HIKYBaTH €(EKTHBHICTD
JiKapchKoro 3aco0y Ex3eBiHK.

Jlikapcbkuit 3aci6 Ex3eBiHK cltijl 3 00E€pEeKHICTIO 3aCTOCOBYBATH 3 JIIKAPCHKUMH 3ac00amMu, 110
MeTabomi3yroThcst CYP3A4 Ta MatoTh BY3bKUH Jliania30H TEpareBTUYHOI ii. JIocBix 0JHOYaCcHOTO
KJIIHIYHOTO 3aCTOCYBaHHS JIIKApChbKOro 3aco0y EK3eBiHK 3 1HIIMMH NPOTHIYXJIMHHUMHU
JTIKapChKUMU 3aC00aMHU BiJICYTHiH.

Jlikapcbkuii 3aci6 Ex3eBiHK HE CIiJiI 3aCTOCOBYBAaTH 3 JIKAPCHKUMHU 3aco0aMu, IO MICTATh
€CTPOreH, OCKIJIbKU MPH OJJHOYACHOMY 3aCTOCYBAaHHI BOHHM YMHATH HETaTUBHY (hapMaKOJIOTIYHY
1.

Ocobaueocmi 3acmocy8anns.

Jlikapcekuid 3aci0 EK3eBiHK He CITiJ] MpU3HAYaTH JKIHKaM 13 MPEMEHONay3HUM ESHIOKPUHHHUM
ctatycoM. Tomy y NpUHHATHUX KITIHIYHUX BUMAAKaX HEOOXiTHO BCTAHOBUTHU IMOCTMEHOIAY3HUI
craryc nuisixom orinku pisus JII', @CI Te ectpaxmiomny.

Jlo moyaTKy JIiKyBaHHs 1HT101TOpaMu apoMaTa3u MOTPiOHO MPOBOJAUTH OIIIHKY PiBHS 25-TiApOKCH
BiTamiHy D B oprani3mi, OCKUIBKM YacTO BHHUKAE TSDKKUU Je(iluT, NOB’S3aHUIN 3 paHHIMHU
CTafisIMHU paKky MoJIouHOi 3aio3u. JKiHkam i3 aedinurom BitamiHy D HEOOXiJIHO OTpUMYyBaTH
J01aTKOBO BiTamiH D.

Jlikapcbkuii 3aci0 Ex3eBiHK ciaif 3 OOEpEeKHICTIO MPU3HAYATH MAIlEHTaM 13 MOPYIICHHAMU
¢byHKii nedinku a00 HUPOK.

Ex3eBiHK € JiKapChbKUM 3ac000M, SIKUH CHJIBHO 3HHDKYE DPIBEHb €CTPOTEHIB; CIIOCTEPIrasocs
smermeHHss MIIK Ta 3011bIIeHHS 9acTOTH TIEPEIOMIB IiCisl 3aCTOCYBAaHHS €K3eMECTaHy (JIMB.
po3ain «®PapmakoauHamika»). Ha modarky ajm’roBaHTHOI Teparlii JiKapcbKUM 3ac000M Y KiHOK,
AK1 CTpaXKIaroTh Ha OCTEONOPO3 ab0 3 PU3MKOM Horo BUHMKHEHHS, ciif ominutu MILK Ha
[IOYaTKOBOMY PiBH1, 6a3yl0UMCh Ha IOTOYHHUX KIIHIYHUX peKOMeHalisax Ta npaktukax. MIIK y
MaIli€HTIB 3 TOMIUPEHUM 3aXBOPIOBAHHSM CJiJ] OIIHIOBAaTH B 1HJIUBITYyaJIbHOMY TIOPSJIKY.
Xoua HEMae JOCTaTHIX MJaHMX II0J0 BIUTUBY Tepamii mif vac mikyBanHs BTpatn MIIK,
CIPUYMHEHOI €K3€MECTaHOM, HEOOXIJHO TPOBOJUTH MOHITOPUHI CTaHy MAIlI€EHTIB, SKI
3aCTOCOBYIOTh JiKapchkuil 3aci6 Ek3eBiHK, Ta po3moyaTtd JiKyBaHHS a0o0 NpodiTakTHKY
OCTEOMNOpPO3Y y MAllIEHTIB IPYIH PU3UKY.

Jlikapchkuit 3aci6 Ex3eBiHK MOYKE YUHHUTH M’ Ky MTPOHOCHY Hif0.

Baowcnusa ingpopmayis npo donomigicHi pewosunu.

VY pa3i BCTaHOBJIEHHS HENEPEHOCHUMOCTI JESIKUX ILYKpiB HEOOXITHO MPOKOHCYJIbTYBAaTHUCS 3
JKapeM, Mepil HiX NpuiMaTH el JiKapchbKui 3acio.

3acmocysanns y nepiod sacimuocmi abo 200y8anus 2pyooro.

Bazimuicme.

Kiiniuni gaHi 11010 3aCTOCYBaHHS €K3€MECTaHy BariTHUM JKIHKaM BiACYTHI. JloCHiPKeHHs Ha
TBapUHAaX MOKa3alld PENPOAYKTUBHY TOKCUYHICTh, TOMY JIIKAPChKHIA 3aCi0 MPOTHITIOKA3aHHM st
3aCTOCYBaHHS BariTHUM >KIHKaM.

Buxoasiuu 3 pe3ynbpTaTiB JOCTIKEHb Ha TBApUHAX Ta MEXaHI3MY i, eK3eMeCTaH MOXe YHHUTU
eMOpPIOTOKCHYHY [0 MPHU 3aCTOCYBaHHI Yy TEpioja BariTHOCTI. Y MOCHIDKEHHSX HAa TBapHHAX
BBEJICHHS €K3€MECTaHy BariTHUM IIypaM Ta KPOJSM CIPUYHHSIIO MiJBUIICHHS 9acTOTH abOpTiB
Ta emOpio-peTanpbHy TOKCHYHICTh. BariTHuX IKIHOK, SKAM TIPU3HAYEHO 3aCTOCYBaHHS
eK3eMecTaHy, HeoOXigHO TmpoiHGOpMyBaTH IIOAO MOXJIMBOTO PHU3UKY [N TUIOAA.
JKiHOK penpoyKTUBHOTO BIKY CJiJ MOMEPEAUTH MPO HEOOXITHICTh 3aCTOCYBAaHHS €(EeKTUBHOI



KOHTpAIEIIii i Yac 3aCTOCYBaHHS JIIKapchkoro 3aco0y Ex3eBiHK Ta mpoTsirom 1 micsis micis
3aKiHUEHHS IPUIOMY JIIKapCHKOTO 3ac00y.

Ilepioo eooysanns epy0oio.

HeBigomo, un mpoHHKae ek3eMecTaH y rpyaHe Moioko. Jlikapchkuil 3aci6 Ex3eBiHK He ciif
3aCTOCOBYBATH JKIHKaM y Mepioj rolyBaHHs TPYIIO.

JKinKku y nepimeHonay3anibHoMy nepiooi abo 3 NOMeHYiaioM HapoOICy8amu

Jlikap Mae 0OroBOpUTH HEOOXINHICTh Yy BIJIIMOBIIHIA KOHTpalemnmii 3 >KiHKaMH, sSKi MOXYThb
3aBariTHITH, & TAKOX 13 XKIHKAaMH, SKi 3HAXOAATHCS Yy MEPUMEHOIAy3aTbHOMY a00 HEII0JaBHO
Nepelliuin y MOCTMEHONAay3aJlbHUN Tepiojl, MOKH iX MOCTMEHOIay3albHHI CTaTyCc HE CTaHe
MOBHICTIO BCTaHOBJIEHUH (auB. po3ainu «[Ipotumnokazanus» ta «OCOOIUBOCTI 3aCTOCYBAaHHS).

30amuicms enaugamu Ha WEUOKICMb peakyii npu Kepy8aHHi A8MOMpPAaHCHOPmMoM abo iHuUMU
MEXAHIZMaAMU.

[Tix wac 3acTocyBaHHS JIKapchbKOro 3aco0y EK3eBiHK NOBIIOMIISUIOCS TPO COHIIUBICTD,
COMHOJICHIIIO, aCTEHI0 Ta 3amamMopodeHHs. IlamieHTaM cCIij MOBIIOMUTH MPO Te, IO B pasi
BUHUKHEHHS LIUX CHMIITOMIB MOJJIMBE MOPYHICHHS iX (i3MyHHX Ta/ab0 MCHUXIYHUX PEaKIlii,
HEOOX1IHUX JIJIS YIIPaBIiHHS aBTOMOO17IeM a00 1HITUMU MEeXaHI3MaMH.

Cnocio 3acmocysanna ma 0o3u.

Hopocni, 8 momy uucni nayieHmxu 1imHb020 BiKY.

Jlikapcohkuit 3acid Ex3eBiHK pekoMeHAyeThcs mpuiiMatd mo 25 mr 1 pa3 Ha 100y, 1I0JEHHO,
OakaHo micis igu. Y Mami€HTOK i3 PakOM MOJIOYHOI 3aJI03M Ha paHHIX CTadisX JIKyBaHHS 3a
nornomororo Ek3eBiHK HEOOXIJHO MPOJOBXKYBATH O 3aBEPUICHHS II'STUPIYHOI MOCIIIOBHOI
a’TOBaHTHOI TOPMOHaJbHOI Tepamii (mpomoBkeHHs Tepamii EK3eBiHK micis 3acTOCyBaHHS
TaMoKcu(eHy) a0o 10 BUHUKHEHHSI PELIUUBY Iy XJIMHH.

VY mamieHToK 3 MOMMPEHWM PaKOM MOJIOYHOI 3aJI03W JIIKYBaHHS IpenapaTtoM EK3eBiHK ciin
IPO/IOBXKYBAaTH, IOKH IIPOTPeCis MyXJIUHU OYEBHHA.

[TamieHTKaM 13 HEAOCTATHICTIO (PYHKIIIT MEUiHKH a00 HUPOK KOPEKIIis JO3U HE MOTpiOHA.

Jimu.

Jlikapchkuit 3aci0 HE pEeKOMEHAYEThCS JJIsl 3aCTOCYBAHHS JIITSAM.

Ilepeoosysanns.

Byno mpoBeaeHO KIiHIYHI JOCHIPKEHHS 3aCTOCYBaHHSI €K3€MECTaHy B OJHOPa30Bid 1031 10
800 mr y 310pOBHX J0OPOBOJIBLIB KIHOUOT cTaTi Ta B 4031 10 600 Mr Ha 100y B KIHOK y HepioJ
MOCTMEHOTAY3H 3 MOMTUPEHUM PAKOM MOJIOYHOT 3a103H. J[aHi OCTiHKeHHS CBITYaTh PO 100py
nepeHocuMicTh IMX J03. OjpHOpa3zoBa J03a €K3eMEeCTaHy, L0 MOXE CHPUYMHUTH MOSIBY
HeOe3NeUHUX IS JKUTTS CHUMITOMIB, HE BCTaHOBJEHA. B mociigax Ha TBapuHax JE€TaJbHICTh
peecTpyBaiacsi miclisi BBEJCHHS OJHOPA30BOi MEPOPaIbHOI T03H, 110 €KBIBAJCHTHA BiJINOBITHO
2000 i 4000 pexoMeHI0BAHOT JFOICHKOT 103U B MI/M?.

CrenudiuHUX aHTHIOTIB NpH TNepelo3yBaHHI HE ICHYE, CIiJ MPOBOAUTH CHMIITOMAaTHYHE
JTKyBaHHS.

[Toka3ane 3arajgbHe MIATPUMYIOYE JIKYBaHHS, Yy TOMY YHCII YacTHHl MOHITOPUHI OCHOBHHX
MOKA3HUKIB JKUTTEAISUIBHOCTI OpraHi3My Ta peTebHUIN Harjsia 3a MalieHTaMH.

Ilo6iuni peakuii.

Jlikapcbkuit 3aci0 Ex3eBiHK 3aragom mepeHoCHBCs 100pe B YCiX JOCHIIPKEHHSX MPH 3aCTOCYBaHHI
1034 25 Mr Ha 100y, T0014H1 peakiii 3a3Bruyail Oysu Bij CIaOKOTo 10 MOMIPHOTO CTYTEHS TSAKKOCTI.
YacToTa NpUNMHEHH JIIKyBaHHs Yepe3 No01uH1 peakiii ctanoBuia 7,4 % y MalieHTOK 13 pakoM
MOJIOYHOT 3aJI031 Ha PaHHIN CTajli, sIKI OTPUMYBAJIHU aJ]’ FOBAaHTHY Teparilo eK3eMEeCTaHOM MicIs
MOYaTKOBOI aJ’fOBaHTHOI Tepamii TamokcudenoMm. HalmommpeHimyuMu nobiyHUMH peakLisiMu
Oymu mpurmuBu (22 %), aptpanris (18 %) ta migBumieHa BromioBaHIicTh (16 %). YacTtora



NPUIMHEHHS JIIKyBaHHS yepe3 MoOi4yH1 peakiii ctaHoBmia 2,8 % y 3araibHiil Tpyni XBOpux i3
NOLIMPEHUM paKOM MOJIOYHOI 3aio3u. HalmommwmpeHimmmu MoOiyHUMHU peakiisiMu  Oynu
npuruueH (14 %) ta vynora (12 %).

Binpmiicte mMOOIYHMX peakUid Moxke OYTH TMOSICHEHO HOPMAJIbHUMH (HapMaKoIOTIYHUMH
HacCJIiAKaMH OJIOKYBaHHS €CTPOreHY (HAIpUKIIAl, IPUILIABH).

[ToGiuni  peakmii, 3apeecTpoBaHi MPOTATOM  KIIHIYHMX  JOCHIPKEHb Ta  JOCBIAY
MOCTPEECTPAIIHHOTO 3aCTOCYBaHHSI JIIKAPCHKOTO 3ac00y, HABEJACHO HIKYE BIIMOBIIHO JI0 KJaciB
CUCTEM OpraHiB Ta 4acToTH. [[0Ka3HHKM Y4acTOTH BH3HAYAIOTh HACTYITHUM YHMHOM: YK€ YacTO
(> 1/10), gacro (Big > 1/100 mo < 1/10), Hewacro (Big > 1/1000 mo < 1/100), piako (Big > 1/10000
o < 1/1000), ayxe pinko (< 1/10000), gvactora HeBioMa (He MOXKHA BCTAHOBHUTH HA IIiJICTaBl
HasBHUX JIAHUX ).

3 60Ky cucmemu Kpogi ma nimgpamuyHoi cucmemu:

Jy’Ke 4acTo — JeHKOMeHisd |

YacTO — TPOMOOIUTONIEHIS |

4acTOTa HEBIJOMA — 3HMKEHHS KUIBKOCTI niM(bouHTiB**.

3 6oky imynnoi cucmemu:

HEYaCTO — T1MePUyTIUBICTb.

Memaboniuni ma arimenmapHi po3naou:

4acTO — aHOPEKCIsl.

3 6oxy ncuxixu:

Jy>Ke 4acTo — JAerpecisi, 0e3CoHHS.

3 6oxy nepsosoi cucmemu:

Jy>Ke€ 4acTO — rOJIOBHUH O1J1b, 3a[IaMOPOYCHHS;

4acTO — CHHAPOM KapIrajbHOTO KaHAITy, apecTe3is;

PIJIKO — COMHOJICHITS.

3 6oky cyoun:

Ty>Ke€ 4acTO — MPUILIIUBH.

3 60Ky WLIYHKOBO-KUWKOBO20 MPAKMY:

Jy>Ke 4acTo — OUTb y )KUBOTI, HY/10Ta;

4acTo — OJIFOBaHHSA, Jiapes, 3a1op, JUCTIETICIS.

3 60oky ecenamobiniapnoi cucmemu:

Jy’K€ 4acTO — MiJBUILEHI PIBHI NEYIHKOBUX (PEPMEHTIB, MiJBUILEHI piBHI OUTIpyOiHY B KpOBI,
HiABMILEH] piBHI JIy>KHOI ocaTasu y KpoBi;

pinko — rematut’, XonecTaTH4HMH renmatyut’ .

3 60Ky wKipu ma niOWKIpHOI KNIIMKOBUHU!

JTy>K€ 4acTO — T1JBUILIEHA MITIUBICTb;

4acTo — aJONellisl, BACUIIAHHSI, KPOIHB’ sTHKA, CBEpO1K;

PiJIKO — TOCTpHii TeHepani3oBaHHil eK3aHTEMATO3HUI MyCTyIbo3 .
3 6oxy onopHo-pyxo6020 anapamy ma KiCmok:

Jy’Ke 9acTo — Oib y Cyrao6ax Ta M’s30BO-CKEIETHHH Oib |
4acTO — IEPETIOM, OCTEOIIOPO3.

3azanvui poznaou ma peakyii' y micyi 66e0eHHs.

Jy>Ke 4acTo — OiTb, MiABUIIIEHA BTOMIIIOBAHICTb;

4acTo — nepudepuIHuil HaOpsIK, aCTEHisl.

“Bxirouae apTpairito, pizie — 6i1b y KiHI[IBKaX, OCTE0apTPUT, O1JIb Y CIIMHI, apTPUT, MIaJITikO Ta CKYTiCTh
Cyri00iB.

“V namicHTiB 3 NOMIMPEHMM pPaKOM MOJIOYHOI 3a03M BUIIAAKM TPOMOOLMTONEHIi Ta IeHKOIeHil
peectpyBanucs pigko. Ilepionnyne 3HWKEHHS KITBKOCTI JTiMOIUTIB criocTepiranocs npuoiuzao y 20 %
MAli€HTIB, SKi OTPUMYBAJIM €K3€MECTaH, 30KpeMa y Tali€HTiB 3 BX€ HAsIBHOIO JiMQOIEHI€E.
OnHak cepeiHi 3HA4YeHHS KITBKOCTI JIM(MONIHMTIB y IMX TAIi€HTIB 3 MepediroM yacy 3HA4YHO He
3MIHIOBAJIMCS T2 BiJIOBITHOTO MiJIBUIIICHHS YacTOTH BipycHUX iH(Dekuii He croctepiranocs. Lli edextu
HE cIlocTepirajgucs y Mali€HTiB, SKi OTPUMYBAJIN JIIKYBaHHS y JOCHIPKEHHSIX PaKy MOJIOYHOI 3aJ103U
paHHiX CTajii.



T Yacrora, po3paxoBaHa 3a IpaBujIoM 3/X.

VY Tabauii HUXKYE HaBeIEHO MOKA3HUKU YaCTOTH MONEPEeIHHO BU3HAYCHUX MOOIUHUX peaKIliil Ta
3aXBOPIOBaHb Y MIKIPyITOBOMY JOCIIIKEHH] €K3eMECTaHy y Malli€HTIB 3 PAKOM MOJIOYHO] 3aJI03H
paHHIX CTaJild, HE3aJeKHO BiJl MPUYMHHOI 3YMOBJICHOCTi, 3apEECTPOBAHMX Yy MALI€HTIB, SKi
OTPUMYBAJIM TEPAITiIO JOCTIIKYBAaHUM JIIKAPCHKUM 3acO000M Ta MpOTATOM mepioay a0 30 mHiB

micJis ii 3aBepIICHHS.

[To614Hi peakIlii Ta 3aXBOPIOBAHHS Exsemecran Tamoxcuden
(N = 2249) (N =2279)
[pummBu 491 (21,8 %) 457 (20,1 %)
[TigBuIIIeHa BTOMJIFOBAHICTh 367 (16,3 %) 344 (15,1 %)
["ostoBHHMIA Oib 305 (13,6 %) 255 (11,2 %)
besconns 290 (12,9 %) 204 (9,0 %)
[TingBuIICHA MITIUBICTH 270 (12,0 %) 242 (10,6 %)
['iHEKOJIOTIYHI 3aXBOPIOBAHHS 235 (10,5 %) 340 (14,9 %)
3amaMopovYeHHS 224 (10,0 %) 200 (8,8 %)
Hynora 200 (8,9 %) 208 (9,1 %)
Octeonopo3 116 (5,2 %) 66 (2,9 %)
BarinaipHa KpoBOTEYa 90 (4,0 %) 121 (5,3 %)
[HIHM# TIEPBUHHUI paK 84 (3,6 %) 125 (5,3 %)
baroBaHHS 50 (2,2 %) 54 (2,4 %)
[TopyuieHHs 30py 45 (2,0 %) 53 (2,3 %)
TpombGoemOboTist 16 (0,7 %) 42 (1,8 %)
OcCTeonopo3Hui mepesiom 14 (0,6 %) 12 (0,5 %)
Indapkr miokapaa 13 (0,6 %) 4 (0,2 %)

Y MikrpynoBomy J0CTiPKEHHI €K3eMeCTaHy YacTOoTa SBHUIIL 1IIeMil MioKap/ia y TpyTnax JiKyBaHHS
eK3eMeCcTaHOM Ta TamMokcudeHoM ctaHoBmia 4,5 % Tta 4,2 % BiamoBimHO. YKOMHUX 3HAUYIIHX
BIIMIHHOCTEH JUIsl OyAb-IKUX OKPEMHUX CEpLEBO-CYJMHHUX SIBUIL, Y TOMY YHCIi apTepiajbHOi
rineprensii (9,9 % mnopiBusano 3 8,4 %), iHdapkry miokapaa (0,6 % mopiBasiHO 3 0,2 %) Ta
cepueBoi HenoctatHocTi (1,1 % mopiBHsAHO 3 0,7 %) He cmocrepiranocs. Y MiXrpynoBomy
JOCITIJKEHHI €K3eMeCTaHy 3aCTOCYBAaHHS €K3€MECTaHy CYMPOBOJUKYBAIOCS BHIIOK YaCTOTOIO
rinepxoiecTeprHeMii MOPIBHSHO 3i 3acTocyBaHHIM Tamokcudeny (3,7 % nopiBHsHO 3 2,1 %).

B oxpemomy mnonBiiiHOMY CIIIOMY paHIOMI30BaHOMY JOCIHIDKEHHI cepel KIHOK Yy Iepioj
IOCTMEHONAy3d 3 PakoM MOJIOYHOI 3aJl03M paHHIX CTaiiil y Tpyni HU3BKOIO PHU3HUKY, SKi
OTpuUMYyBaJIK JiKyBaHHS ek3emectaHoM (N = 73) abo mutane6o (N = 73) npotarom 24 wmicsiis,
3aCTOCYBaHHS €K3€MECTaHy acoIiFoBAIOCs 31 3HWXKEeHHAM piBHA xonectepuny JIIIBII y mia3mi
KpoBi B cepenHboMy Ha 7-9 % mopiBHAHO 3 miaBHImIeHHAM Ha | % y rTpymi miame6o.
Takox crioctepiranocst 3HWXKEHHs piBHA amosminonporeiny Al Ha 5-6 % y rpymi JiKyBaHHS
€K3€MEeCTaHOM TIOpPIBHAHO 31 3HWKeHHAM Ha 0-2 % y rpyni muane6o. BrmmB Ha Bei iHMII
[poaHaji30BaHl MapaMeTpu JiMiAiB (piBHI 3arajJbHOro XoJiecTepuHy, xosectepuny JITTHILL,
TPUTJIILEPUIIB, amnojinonporeiny-B 1 mimonmporeiny-a) OyB aHaJOTIYHUM Yy JBOX TIpynax
nikyBaHHs. KiiHIUHA 3HaYyLIICTh IUX pE3yJIbTaTiB HEBIAOMA.

Y MiXrpynoBoMy IOCHIJPKEHHI €K3eMeCTaHy BHUpa3Ka IIIyHKa crocrepirajgacs 3 OUIBIIO0
YacTOTOI0 Yy TPYMi JIKyBaHHS €K3€MECTAaHOM IOPIBHSIHO 3 IPYIOI0 JIKYBaHHS TaMOKCH(EHOM
(0,7 % mopiBasiHO 3 < 0,1 %). BimbImicTh MaIiEHTIB, SKi 3aCTOCOBYBAIM €K3EMECTaH 1 Malii
BUPA3Ky MUTyHKA, TaKOX OJHOYACHO 3aCTOCOBYBAJIM HECTEPOINHI MPOTH3AMajibHI IMpernapaTu
Ta/ab0 3aCTOCOBYBAJIHM iX paHille.

llogidomnenns npo nido3proeani nodiuni peakyii

[ToBimomneHHs mpo MOOIYHI peakiii Micas peecTpauii JIKapchbKOro 3aco0y Mae BaKIIUBE
3HaueHHs. lle 1ae 3Mory NpOBOAWTH MOHITOPUHI CHIBBIJIHOIIEHHS KOPUCTBH/PU3UK TNpU
3aCTOCYBaHHI IbOTO JIIKAPCHKOTO 3ac00y. MeauuHuM Ta (papMarieBTHIHUM IpaIliBHUKAM, a TAKOX




narieHTaMm ado X 3aKOHHUM TIPEJICTABHUKAM CJIi]] TTOBIJJOMJISATH MPO yCl1 BUTIAJKH M1A03PIOBAHUX
NOOIYHUX peakIii Ta BiACYTHOCTI €(pEeKTHBHOCTI JIIKAPCHKOTo 3aco0y depe3 ABTOMATH30BaHY
iHopmMmariiHy cucteMy 3 (hapMaKkoHArIsAy 3a nmocuiaanHsaM: https://aisf.dec.gov.ua

Tepmin npuoamnocmi. 3 poku.
YMoBu 30epiranus.
30epiraTu B OpUriHaJbHIN yIIaKOBLI B HEJOCTYITHOMY JuIi AiTed Micii. He morpedye ocobnmBux

yMOB 30epiraHHs.

YnakoBka.
[To 10 Tabmerok y Guicrepi; mo 3 GicTepu B KApTOHHIM KOPOOIIi.

Kareropis Binnycky.
3a perenTom.

Bupoonuk.
Cinron Xicnanis, C.JI.

Micue3naxonxeHHs1 BAPOOHUKA Ta ajpeca Micls NPOBAKeHHS HOro AiIbHOCTI.
Byx. K/Kacremno, n°l, Cant boi ge JInooperar, bapcenona, 08830, Icnamis.



