3ATBEPDKXEHO
Haka3 MinicrepcrBa 0XOpoHHU
300pOB’d YKpaiHu
17.12.2019 Neo 2488
Peecrpaniitne mocBiq4eHHA
Ne UA/4769/01/01

IHCTPYKIIA
JJISE MEIMYHOT0 3aCTOCYBAHHS JIIKAPCHKOI0 3aC00y

APOMA3HMH
(AROMASIN®)

Cknao:

Oitoua peuoguna: exemestane;

1 TabneTka MICTHTh €K3eMECTaHy 25 MT;

oonomixcHi pevosunu: MaHitT (E 421), rinpomenosa, momicopoar 80, KpoCHOBIIOH, KPEMHIIO
TIOKCUJ KOJIOIIHWI BOJHUM, LET0I03a MIKPOKPUCTATIYHA, HATPII0 KPOXMAaTbIIIKOST
(tum A), MarHilo creapar; IIykpoBa o0O0o0JOHKa (TimpoMeno3a, eMYyJbCii CHMETHKOHY,
makporosn 6000, caxapo3a, MarHilo KapOoHaT Jserkui, Tutany aiokcun (E 171),
Metuanaparigpokcuoensoat (E 218), cnupT moniBiHUIOBUN, BOCKY HETHJIOBI €(ipH, TaJbK,
BICK KapHayOChKHIi); YOpHWIO: IIenak, 3aiiza okcun (E 172), turtany okcun (E 171), cnupr
€TUJIOBUH, CIIUPT 1300yTHUIIOBHIA.

Jlikapcbka gopma. TabieTku, BKpUTI IIYKPOBOKO 0O0JIOHKOIO.

Ocno6Hi  @i3uxo-ximiuni 6racmuocmi: KpYyrii JBOONYKII TaOJNETKH, BKPUTI IYKPOBOIO
000JI0HKO10, BiJl Maiike 01710T0 /10 3JIeTKa CIpyBaTOTO KOJIBOPY, A1aMETPOM MPUOTU3HO 6 MM 3
HanmucoM nudpamMu 7663 YOPHUM YOPHUIIOM 3 OJTHOTO OOKY.

®apmakoTepaneBTHYHA rpyna. AHTaroHiCTd TOPMOHIB Ta aHaJoOriuHi 3acobu. IHribiTopu
apomataszu. Kon ATX LO2B GO06.

DapmakKono2iuni eracmueocmi.

Dapmaxoounamixa.

Mexanizm Oii.

Ex3zemecran € HEOOOPOTHMM CTEpOiNHUM IHTIOITOPOM apomarasu, MOAIOHUM 3a CBOEIO
CTPYKTYPOIO JI0 MPUPOJHOI PEYOBHHHU aHAPOCTEHIAIOHY. Y KIHOK y TEpioJl MOCTMEHOMNAY3!
€CTPOTeHHU MPOAYKYIOTHCS MEPEBAXKHO IUIIXOM MEPETBOPEHHS aHAPOTEHIB HA €CTPOreHH ITiJT
BIUTMBOM (EepMEHTY apomara3u y mepudepruuHuX TKaHWHAX. bIIOKyBaHHS YTBOpPEHHS
€CTPOreHIB MIJIAXOM 1HTIOyBaHHS apoMara3d € €e(EeKTUBHUM 1 CEJICKTUBHUM METOJIOM
JIKYBaHHSI TOPMOHO3AJIEKHOTO paKy MOJIOYHOI 3aJI031 Yy JKIHOK Y IepioJ] MOCTMEHOoMNay3H. Y
JKIHOK y TIEP10JT TOCTMEHOIIAay31 €K3eMECTaH CYTTEBO 3HMUKYBAB KOHIICHTPAIIIIO €CTPOTCHIB Y
CUpPOBATIll KPOBi, TOYMHAIOYH 3 JO3M 5 MT; MakCUMayibHe 3HIKeHHS (> 90 %) mocsraeThes
pHu 3acTocyBaHHI 103U 10-25 Mr. Y marfieHTiB y mepioa MOCTMEHONAay3u 3 JIarHO30M pPak
MOJIOYHOI 3aJI03H, SIKi OTpUMYBAJIM 25 MI Ipenapary I0JeHHO, 3arajJbHUI piBeHb apoMaTa3u
3HMKYBaBcs Ha 98 %.



Ex3emectan He Mae NpPOrecTOreHHOI Ta €CTPOreHHOi akTUBHOCTI. HeBenmka anaporeHHa
aKTUBHICTb, IMOBIpHO MOB’s13aHa 3 17-TigponepuBaTUBOM, CIOCTEpiragacs roJIOBHUM YHHOM
MIPHU 3aCTOCYBaHHI Mpemnapary y BUCOKHX fo3ax. [1ig yac mociimpkeHs TPUBAJIOTO MIOACHHOTO
3aCTOCYBaHHS €K3€MECTaH HE BIUIMBAaB Ha OlOCHHTE3 TAaKMX TOPMOHIB, SIK KOPTH30J abo
albJAOCTEPOH B HAIHMPKOBHX 3aj03aX, PIBEHb SKUX BHUMIpPIOBaBCS Tepen abo Micis TECTy
AKTI (anpeHOKOPTHUKOTPOIMHHM TOPMOH); UM Oyiia NPOJEMOHCTPOBAHA CENEKTUBHICTD
CTOCOBHO IHIIUX ()EPMEHTIB, IO OEPYTh y4acTh Y CTEPOIMTHOMY OOMIHI.
VY 3B’A3Ky 3 HIMM HEMae HEOOXIJHOCTI y 3aMiCHIM Tepamii TJIIOKOKOPTHKOINAMH Ta
MiHepalokopTuKoizamu. He3naune, He3ajexHe BiA  J03M  NIABUINEHHA  PIBHIB
TIOTE{HI3YI040ro Ta (OJIKYJIOCTUMYIIOI0YOT0 TOPMOHIB y CHPOBATIi KPOBI BiJI3HAYAETHCS
HaBiTh TPHU HHU3BKUX [03ax; Ied e(deKT, omHaK, € OYIKyBaHMM I TIpenapariB Ili€i
(apMaKoIOri4HOT TPYIH; IMOBIPHO, BiH PO3BUBAETHCS 32 MPUHIIUIIOM 3BOPOTHOTO 3B’SI3KY, Ha
piBHi rinodiza, B pe3yabTaTl 3HWKEHHS KOHIIEHTpAIll €CTPOTEHIB, 0 CTUMYJIIOE CEKPEIlio
rino¢i3oM roHaJ0TPOMIHIB (TaKOX 1 Yy )KIHOK Y MepioJ TOCTMEHOTAY3H).
KniniyHa eekTUBHICTD Ta O€3MEYHICTb.
A0 roeanmna mepanis paky MOI0YHOI 3a103U PAHHIX CMAQIU.
Y 0GararoneHTpoBOMY pPaHIOMI30BaHOMY TOABIHHOMY ciinmomy pnocmimkenni (IES -
MDKTPYIIOBE JIOCHIDKEHHSI €K3eMECTaHy), sKe MPOBOAMIN 3 ydacTio 4724 XiHOK y mepion
MOCTMEHONAay31 3 TIEPBUHHUM PAaKOM MOJIOYHOI 3aj03M 3 TO3UTUBHOIO NpoOOI0 Ha
€CTPOTeHOBI pelenTopu abo MEePBUHHUM PaKOM MOJIOYHOI 3aJ03U 3 HEBU3HAUYEHOIO MPOOOI0
Ha €CTPOreHOBI PELENTOpH, MAI[IEHTH, Y SKUX HE CIOCTEpIiranocs BUHUKHEHHS PEIUIUBY
micys aj’toBaHTHOI Tepamii TaMoKcueHOM HpoTsSroM 2-3 pokiB, OynM paHIOMI30BaHi Ul
3acTocyBaHHA mpenapaty ApomasuH (25 mr/mo0y) abo tamokcudeny (20 ad6o 30 mr/mody)
npoTsroM 3—2 poKiB AJIsl MPOXOKEHHsI MMOBHOTO KypCy TOPMOHAJIBHOI Teparii TpUBaTiCTIO
5 poKiB.
Iooanvwe cnocmepedxcennss 3 medianow 52 micayi y MidCCPYROBOMY  OOCHIONCEHHI
eK3emMecmanty.
PesynbraTi cmocTtepekeHb 3 MeENiaHOI TPUBAJIOCTI JiKyBaHHS Onu3pko 30 micsuiB Ta
MEJiaHOI0 TPUBAJIOCTI MOAAIBIIOTO CIIOCTEPEKEHHS OJIM3BKO 52 MICSIIIB MPOAEMOHCTPYBAJIH,
10 TMOJAJIbIIE JIIKYBAaHHS IpenapaToM ApOMasuH Micas 2—3 poKiB ajJ’IOBaHTHOI Teparii
TaMOKCH()EHOM aCOIlIOBAJIOCS 3 KIIHIYHO Ta CTAaTUCTUYHO 3HAYYIIUM IOKPAIICHHSIM
NOKa3HUKa BIKMBAHOCTI 0e3 o3Hak 3axBoproBaHHA (DFS) mopiBHSHO 3 NpOIOBXKEHHIM
JiKyBaHHS TaMokcueHoM. Pe3ynbTaTi moka3an, 10 IpOTIroM CIOCTEPEKYBAHOTO TEPIOAY
JOCITIJDKEHHST ApOMa3uH 3HMXKYBaB PH3UK PELUIMBY paKy MOJIOUHOi 3amo3u Ha 24 %
MOPIBHSHO 3 TaMmokcudeHoM (cmiBBimHOMmEHHs pusukiB — 0,76; p=0,00015). bigbm
NO3UTHUBHUHN €(QEeKT 3aCTOCYBaHHS €K3€MECTaHy MOPIBHIHO 3 TAMOKCH()EHOM BiJIOBIIHO JIO
MOKa3HUKA BIXKMBAHOCTI 0€3 O3HAK 3aXBOPIOBaHHS OyB OYEBUIHUM, HE3AJICKHO BIJ CTaTyCy
TiMpaTHYHUX BY3JiB a00 MOmepeHbOro MPOXoKeHH Kypey XimMioTepanii.
3actocyBaHHs Tpernapary ApoMasuH TaKOoX 3HAYHO 3HUKYBAJ0O PHU3UK PO3BUTKY
KOHTpaJIaTepAIbHOTO PaKy MOJIOYHOI 3a1103H (cIiBBigHOLIEHHS pu3HKiB — 0,57; p = 0,04158).
VY 3aranpHIA MOMyJNSIil TOCTIPKEHHS] TEHIEHIIIS 0 TOKPAIIeHHS 3arajlbHOi BHIYKWBAHOCTI
criocTepiranacsi MpH 3acTOCYBaHHI ek3eMecTaHy (222 neTalbHUX HACTIAKW) TMOPIBHIHO 3
TaMOKCH(EHOM (262 neTanpbHUX HACJI K1) 31 CIIBBIJHOIIICHHSIM PH3HKIB
0,85 (nmorapudmiunmii panrosuii kpurepiit: p =0,07362), 1m0 CTAaHOBWIO 3HUKECHHS PU3UKY
JeTanbHOro Hacuiaky Ha 15 % Ha kopucTh exk3emectany. CTaTUCTUYHO 3HAUyIlE 3HM)KEHHS
PU3UKY JETaIbHOTO HACTIAKY Ha 23 % (CIiBBITHOLICHHS PU3MKIB JJIs 3aralbHOT BIPKUBAHOCTI
0,77; Tect xi-kBagpar (tect Bampma): p =0,0069) cmoctepiramocsi mpu 3acTOCYBaHHI
€K3eMEeCTaHy TOpIBHSIHO 3 TaMOKCH(EHOM IMpU KOPUTYBaHHI IOMEPENHBO 3aTaHUX
MPOTHOCTUYHHUX (PaKkTOPiB (TOOTO MPOOH HAa €CTPOTEHOBI PELETITOPH, CTATyCy JTiM(paTUIHUX
BY3JIiB, MOMEPEIHBOTO MPOXOJUKEHHSI KypCy XiMioTeparii, 3aCTOCYBaHHS T'OPMOHO3aMiCHO{
tepamnii Ta 6ichochoHaTiB).
OcHosHi _pe3yibmamu_OyiHKU _egeKmusHocmi Y 6Cix nayicnmie (nonyiayis nayicumis,
chopmosana 8iONnoGiOHO 00 NpU3HAYEHO20 JIKY8AHHA) ma Y NAYIEHMI8 3 pAKOM 3
HO3UMUBHOI0 NPOOOI0 HA ecMPO2eH08I peyenmopu yepes 52 micayi




Ta0mums 1.

Kinnesa Touka Ex3emecran Tamoxcuden EEEE;E%HH 13) I;aqu-
Momymsmis | SAsuma/N (%) SAsumma/N (%) (95 % JII) -

BmxuBaHicTh 6€3 03HAaK 3aXBOPIOBaHHS “

Yci namientu | 354/2352 (15,1 %) | 453/2372 (19,1 %) | 0,76 (0,67-0,88) | 0,00015

EP+ nmanientu | 289/2023 (14,3 %) | 370/2021 (18,3 %) | 0,75 (0,65-0,88) | 0,00030
KoHTpanaTepaibHHUil pak MOJIOUHOI 3aJ1031

Yci namientu | 20/2352 (0,9 %) 35/2372 (1,5 %) 0,57 (0,33-0,99) | 0,04158

EP+ namienTn | 18/2023 (0,9 %) 33/2021 (1,6 %) 0,54 (0,30-0,95) | 0,03048
BrokuBaHicTh 6€3 paKy MOJIOYHOT 3271031 °

Yci namientu | 289/2352 (12,3 %) | 373/2372 (15,7 %) | 0,76 (0,65-0,89) | 0,00041

EP+ mamienTn | 232/2023 (11,5 %) | 305/2021 (15,1 %) | 0,73 (0,62—0,87) | 0,00038
BwxuBaHicTh 6€3 CHCTEMHHUX PEIUIUBIB °

Yci namientu | 248/2352 (10,5 %) | 297/2372 (12,5 %) | 0,83 (0,70-0,98) | 0,02621

EP+ namienTu | 194/2023 (9,6 %) | 242/2021 (12,0 %) | 0,78 (0,65-0,95) | 0,01123
3arajibHa BHOKMBAHICTB °

Yci namientu | 222/2352 (9,4 %) | 262/2372 (11,0 %) | 0,85 (0,71-1,02) | 0,07362

EP+ nmanienTtn | 178/2023 (8,8 %) | 211/2021 (10,4 %) | 0,84 (0,68-1,02) | 0,07569

* Jlorapudmiunuii panroBuii kputepii; EP+ mamieHTH = mamieHTH 3 MO3UTUBHOIO MTPOOOIO Ha
€CTPOTEHOBI PEICTITOPH.

? BukuBaHICTh 0€3 03HAK 3aXBOPIOBAHHS BU3HAYAETHCS SIK MEPIIUI BUMAIO0K MIiCIIEBOTO abo
CHCTEMHOTO pPEIHIUBY, KOHTpPAIAaTEepaIbHOTO pPaKy MOJOYHOI 3ajio3u abo JIETaIbHOTO
HACIIAKY 3 OyAb-KOi IPUYMHU.

® BikuBaHicTh 6€3 paKy MOJOUYHOI 3a1031 BU3HAYAETHCS SK TEPUINA BUTIAJOK MicIIEBOro a6o
CHCTEMHOI'O pPElMIUBY, KOHTpPAIAaTEpaIbHOTO paKy MOJOYHOI 3ajo3u abo JIeTaJbHOTO
HACJIJKY BiJl paKy MOJIOYHOI 3aJI03H.

® BiwkuBaHicTh 06€3 CUCTEMHUX PELUAMBIB BU3HAYAETHCS K MEPUIMHA BUMAJO0K CHCTEMHOTO
peuuauBy abo JETATBHOTO HACIIIKY BiJl paKy MOJIOYHOT 3aJ103H.

" 3aranpHa BIKMBAHICTh BU3HAYAETHCS SK HACTAaHHS JIETATHHOTO HACHIAKY 3 Oymb-sKOi
NPUYHHH.

3a pe3yibTaramMM JOJATKOBOTO aHAJI3y MIACPYNU TAI[i€HTIB 3 TO3UTHBHOK abo
HEBU3HAYEHOIO MPOOOI0 Ha €CTPOTEHOBI PEIEITOPH HECKOPUTOBAHE CITiBBIIHOIICHHS PHU3UKIB
JUIs  3araibHOi  BWKMBaHOCTI cTaHoBwio 0,83 (morapudmivuamMii paHroBUW KpUTEpiH:
p = 0,04250), o0 € KIiHIYHO 1 CTATUCTUYHO 3HAYYIIMM 3MEHLICHHAM PH3HUKY JIETaJIbHOTO
Haciaky Ha 17 %.

PesynpTatu 40JaTKOBOTO JOCTIIKEHHSI CTaHY KICTKOBOI TKAaHWHHU Y paMKax MIKTPYIOBOTO
JIOCJTIJDKEHHS €K3EMECTaHy TMOKa3alld, M0 Y KIHOK, sIKI 3aCTOCOBYBJIM ApPOMa3uH Iicis 2—
3 pokiB JIIKyBaHHS TaMOKCHU(EHOM, CIOCTepirajocs IOMipHE 3HUKEHHS MiHEpaJbHOI
IIUTBHOCTI KICTOK. Y 3araJbHOMY JOCIIKEHHI YacTOTa IEPEeIOMIB, IO CTAJKMCS TIiCIA
NOYaTKy JIKyBaHHS, SIKa OL[IHIOBAJIACS MPOTATOM Mepioy JiKyBaHHs TpuBalicTio 30 MicsiB,
Oyna BHIIOI Yy TAIIEHTIB, SKI 3aCTOCOBYBAJIM ApOMa3WH, MOPIBHSHO 3 TaKOK y Tpymi
3acTrocyBaHHs TaMokcugeny (4,5 % ta 3,3 % Bignosinxo, p = 0,038).

PesynpraTti, oTpHMaHi y JA0JATKOBOMY JOCIHIDKEHHI CTaHy CEHIOMETpPIS y paMKax
MDKTPYIIOBOTO  JTOCTI/DKEHHSI ~ €K3eMeCTaHy, CBiA4yaTh, IO Ticias 2 pPOKiB JIKyBaHHS
CIIOCTEpIrajgocsi 3MEHIICHHS TOBIIMHM €HIOMETpis 3 Memianoto 33 % y maiieHTiB, sKi
3aCTOCOBYBaJIM ApOMa3uH, MOPIBHAHO 3 BiJCYTHICTIO MOMITHOI 3MIHM Yy Malli€HTIB, fKi
3acTocoByBaiM TamMokcudeH. IloToBHIEHHS eHIOMETpis, 3apeecTpoBaHEe Ha MOYATKY
3aCTOCYBaHHSA JOCHIDKYBaHOTO TIIpenapary, IMOBepHyJocs a0 HopMu (<5MM) y 54 %
TMaIli€HTIB, K1 3aCTOCOBYBaIM ApoMa3uH.

Ilooanvwe cnocmepedsicenuss 3 medianoro 87 micayie y Midicepynogomy OO0CHiONCEeHHT
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eK3emMecmanty.
PesynbraTi cmocTtepekeHb 3 MeENiaHOI TPUBAJIOCTI JiKyBaHHS Onu3pko 30 micsuiB Ta
MEJiaHOI0 TPUBAJIOCTI MOAAIBIIOTO CIIOCTEPEIKEHHS OJIM3BKO 87 MICSIIIB MPOAEMOHCTPYBAJIH,
0 TMOoJalblle JIKYBaHHS €K3eMeCTaHOM micias 2-3 poKiB  ajJ IOBaHTHOI  Tepamii
TaMOKCH(EHOM aCOIIIOBAJIOCS 13 KIIHIYHO Ta CTAaTUCTUYHO 3HAUYYIIMM IOKpAIICHHSIM
NOKa3HUKa BM)KMBAHOCTI 0€3 03HAK 3aXBOPIOBAHHS IMOPIBHSHO 3 MPOJOBKEHHSM JIKYyBaHHS
tamokcueHoMm. Pesynbprath mokasaid, IO MPOTATOM CIOCTEPEKYBAaHOIO MEPIOAy
JOCIIJKeHHST ApOMa3rH 3HAYHO 3HM)KYBAaB PU3UK PELUINBY paKky MOJIOYHOI 3a51034 Ha 16 %
MOPIBHSHO 3 TaMOKcu(peHoM (criBBigHOIIeHHS pu3ukiB 0,84; p = 0,002).

3aramoM OunblIa KOPHCTH BiJl 3aCTOCYBAaHHsS €K3e€MeCTaHy MOpPIBHSHO 3 TaMOKCcH(eHOM
BIJIMOBIIHO 10 TIOKa3HWKA BWIKMBAHOCTI 0€3 O3HAK 3aXBOpIOBaHHSA Oyja OYEBUIHOIO,
HE3AJIEXKHO BIJ CTarycy JdiM(aTHYHHUX BY3JiB a00 MONEpPEeIHBOr0 IMPOXOHKEHHS KypCy
xiMmioTepanii abo ropmMoHanbHOI Teparmii. CTaTUCTUYHA 3HAUYYIIICTh HE Oyja BHUsBJICHA B
JIeKIIBKOX MIArpynax 3 MajJeHbKOI BHOIpKO. BOHM mpoaeMOHCTpyBalM TEHIEHIIO Ha
KOPHUCTh €K3EMECTaHy y TAaIli€HTIB 3 OUIbII HK 9 MO3UTUBHUMH By31aMH a0o0 IMoINepeaHiMm
NPOXO/KEHHAM Kypcy Ximioreparii 3a cxemoro CMF (umukinodocdan + merorpekcar +
S5-ropyparui). YV mamieHTiB 3 HEBIJIOMUM CTaTyCOM BY3JiB, IHIIUM TOMEPEIHIM KypCOM
ximioTreparmii, a TaKOX HEBIZOMUM/BIACYTHIM CTaTycOM IOIEPEIHbOI TOPMOHAIBHOI Teparii
criocTepirajgacs CTaTUCTUYHO HEe3HAUYII[a TCH/ICHIIIS Ha KOPUCTh TAMOKCU(EHY.

Kpim Toro, exzemecTaH TakoX 3HaAYHO MOJOBXKYBAB BIDKUBAHICTh 0€3 paKy MOJIOYHOI 3aJI031
(cmiBBimHOMmEHHsT pu3ukiB — 0,82; p = 0,00263) Ta BUXKUBaHICTh 0€3 CUCTEMHUX PEIUIUBIB
(cmiBBigHOIEHHS pusukiB — 0,85; p = 0,02425).

ApOMa3HH TaKoX 3HMKYBaB PU3HK KOHTpaJaTepajIbHOTO paKy MOJIOYHOI 3aJ1031, X04a e(eKT
BXKe HE OyB CTAaTUCTUYHO 3HAYYIIMM I/l 4ac IIbOTO MEPioJy CIIOCTEPEKEHHS Y JOCIIIKEHHI
(cmiBBimHOMmEeHHsT pu3ukiB — 0,74; p=0,12983). VYV 3aranpHiil mOMyNIsMii JTOCTIIKCHHS
TEHJIGHI[IS O TOKpAIlleHHS 3arajJbHOi BMKMBAHOCTI CIIOCTEpiraizacs Npu 3acTOCYBaHHI
exk3eMmectany (373 ymeranbHi HacCHiAKWA) TOPIBHAHO 3 TaMokcudeHoMm (420 neraabHuUX
HACIIAKIB) 31 CHiBBIOHOMIEHHSAM pus3ukiB — 0,89 (JorapudmiuHuil paHroOBUl KpHUTEpiii:
p =0,08972), mo CTaHOBWJIO 3HW)KEHHS PU3UKY JIETAbHOTO HacaiaKy Ha 11 % Ha KOpHUCTbH
ex3eMecTany. llpu KopHryBaHHI NMONEPEAHbO 33aJaHMX IMPOTHOCTHYHHX (pakTopiB (TOOTO
npoOM Ha €CTPOTEHOBI PEIENTOpH, CTATycy JiM(ATHUYHUX BY3IIB, IONEPEIHHOTO
OPOXO/KEHHS  Kypcy  XimioTepamii, 3acTOCyBaHHS TIOpPMOHO3aMiCHOI  Tepamii Ta
OicdocoHaTiB) CTATUCTUYHO 3HAUYIE 3HWKEHHS PHU3UKY JETaJbHOro Hacmiaky Ha 18 %
(CTIiBBiOHOIICHHS PHU3UKIB s 3araabHoi BrkuBaHOCTI — 0,82; TecT xi-kBagpar (TecT
Banmpna): p=0,0082) cnoctepiragocsi TpW 3aCTOCyBaHHI €K3€MECTaHy IIOPIBHSHO 3
TaMOKCHU()EHOM Y 3arajibHii MOMYJISLii JOCTIKSHHS.

3a pe3yibTaramMM JOJATKOBOTO aHAJI3y MIACPYNH TAIliE€HTIB 3 TO3UTHBHOK abo
HEBU3HAYEHOIO MPOOOI0 Ha €CTPOTEHOBI PEIEITOPH HECKOPUTOBAHE CITiBBIIHOIICHHS PU3UKIB
JUIs 3araibHOi BWKMBaHOCTI cTaHoBwio 0,86 (sorapudmiuHmMii paHrOBUN KpUTEpIH:
p =0,04262), 1m0 € KIiHIYHO 1 CTATUCTUYHO 3HAYYIIMM 3MEHLICHHAM PH3HUKY JIETaJIbHOTO
Haciaky Ha 14 %.

PesynbraTtH, oTpuMaHi y 101aTKOBOMY JOCIIPKEHH] CTaHy KICTKOBOi TKAHWHH, CBIYaTh, 1110
3aCTOCYBaHHS €K3E€MECTaHy TMpOTAToM 2-3 pOKIB TICHsS 3acTOCYBaHHS TaMOKCHU(DEHY
npoTsiroM 3—2 pOKiB TMpHU3BENO 110 301IbIIEHHS BTPATH KICTKOBOI MacH MiJ dYac IbOTO
mikyBaHHS (cepenHiii % 3MiHM MiHepanbHOI mIUIbHOCTI KicTok (MILIK) mopiBHAHO 3
BUXIIHUM piBHeM uepe3 36 micsauis: -3,37 (xpeber), -2,96 (CTerHO NOBHICTIO) TMpH
3aCTOCYBaHHI ek3eMmecTtaHy Ta -1,29 (xpeber), -2,02 (CTETHO MOBHICTIO) MPU 3aCTOCYBAHHI
tamokcugeny). Ilpore mix kiHeup nepiomy micis JIKyBaHHS TPHUBAIICTIO 24 Micsli 3MiHa
sHaueHHss MIIIK mopiBHSHO 3 TOYAaTKOBHUM piBHEM B 000X Tpymax JiKyBaHHS Oyra
MiHIMaJIbHOW, KiHIeBe 3MeHIneHHs 3HaueHHs MILK y rpyni tamokcudeny Oyno Tpoxu
OlmpImMM I BCiX IinsHOK (cepemniit % 3minm MIIK dyepe3 24 micsami mopiBHSIHO 3i
3HaYeHHAM Ha I[oYaTKoBOMy piBHI: -2,17 (xpeber), -3,06 (CTerHO TOBHICTIO) TpH
3aCTOCYBaHHI €K3eMecTaHy Ta -3,44 (xpeber), -4,15 (CTErHO MOBHICTIO) MPU 3aCTOCYBAaHHI
TaMOKCHU(EHY).



KinpkicTh ycixX mepesnoMiB, 3apeeCTpOBAaHUX IMPOTITOM MEPIOJIiB JIIKYBaHHS Ta MOAAIBIIOTO
CTIIOCTepEXKEHHS, Oyla 3HAYHO OUIBIIOID y TpyHi JIKYyBaHHS €K3€MECTaHOM IOPIBHIHO 3
rpynoto JikyBaHHs Tamokcudenom (169 (7,3 %) nopisusivo 3 122 (5,2 %); p = 0,004), ane He
Oyno BHUSBICHO BIAMIHHOCTI y KIJIBKOCTI TEPEJIOMiB, 3apeeCTPOBAHUX SK HACIIIOK
0CTEONOpPO3Yy.

JiKysanHAa nowupeno2o paxky MoJI04Hol 3a103U.

Y  paHIOMiI30BaHOMY TOPIBHSUIBHOMY KOHTPOJIbOBAHOMY  KIIIHIYHOMY  JOCIIJKEHHI
3aCTOCYBaHHS TpemapaTy ApoMasuH B T000Bii 7031 25 MT' MPOJIEMOHCTPOBAHO CTATUCTUYIHO
3HauyIIe 30UTbIIEHHS TIEPioy BHXKMBAHOCTI, Yacy J0 MPOTPECYBaHHS 3aXBOPIOBAHHS, Yacy
710 KOHcTaTalii BIZICYTHOCTI €(eKTy JIKyBaHHS MOPIBHSAHO 31 CTAHIAPTHUM T'OPMOHAJIBHUM
JIKYBaHHSIM 13 3aCTOCYBaHHSIM METECTpOJIy aleTaTy B JKIHOK 3 MOUIMPEHUM PaKOM MOJIOYHOI
3aJI03M B TEpioj] TOCTMEHOMNAy3H, SKHH IporpecyBaB Imicias abo TMif Yac JIKyBaHHS
TaMOKCH(EHOM, SKHH 3aCTOCOBYBAJIM SK aJi IOBAaHTHY Tepario abo Teparrito mepuioi JiHii
HOLIMPEHOTO PaKY.

Dapmakokinemuxa.

AbcopOitis.

[Ticns mepopasibHOrO TpUHOMYy TaOJIETOK Tpenapary ApoMaswH, €K3eMeCTaH IIBUIKO
abcopOyeTbesa. YacTuHa /103U, 1O MOTJIMHAETHCS 31 MUTYHKOBO-KHIIKOBOTO TPAaKTY, BUCOKA.
AOcomroTHa OioJIOTiYHA JOCTYMHICTH y JIOJMHA HE BH3HAYEHA, XO0Ya OYIKYETHCA, IO
PO3MOBCIO/KEHHST Mae OyTH OOMeXeHO e(eKTOM NepIIoro MpOoXOKeHHS. AHAJIOTTYHUM
e(eKT MPU3BOIUB JI0 TOTO, IO MOKA3HUK a0COJIOTHOI 610J0TIYHOT AOCTYIMHOCTI y IIypiB Ta
cobak craHoBuB 5 %. IIpu omHOpazoBOMy mpuiioMi J03U 25 MI' cepelHii piBeHb y IUIa3Mi
JOCSiTa€ MAaKCUMYMY 4Yepe3 2 TOJWHU 1 CcTaHOBUTH 18 Hr/my. OmHOYacHE 3aCTOCYBaHHS
npenapary 3 iKero migBuInye Horo 6iogocTynHicTh Ha 40 %.

Posnodin.

O6’em po3nofily ek3emectaHy 0e3 KOpeKlii Ha HepopayibHy Oi0JIOCTYNHICTh CTaHOBHTH
npuoimzHo 20 000 1. dapmakokiHeTHKa €K3eMeCTaHy € JIHIHHOI 1 KIHIIEBUH 4Yac
HaIliBBUBEICHHS MpenapaTy CTaHOBUTh 24 roAuHU. 3B’A3yBaHHsS 3 OLIKaMM IIa3MU KpOBI
ctaHoBUTh 90 % 1 He 3anmexuTh BiJ KOHIEHTpamii. Ex3zemectan i1 Horo meTabomiTH HE
3B’A3YIOTBCS 3 e€pUTpOoLUTaMU. Ex3eMecTaH He KyMYIIO€ThCS HerependadyyBaHUM IIISIXOM
MICJIsI 3aCTOCYBaHHSI IOBTOPHUX J103.

Busedenns.

Ex3emectan MeTabomI3y€eThCs NUIIXOM OKHCHEHHS METHJICHOBOI rpymnu (6) 3a JOMOMOTOIO
i3opepmenty CYP3A4 ta/abo mnuisixoM BiJHOBIGHHA |7-KeTorpymu 3a JIOIIOMOTOIO
albJIOKETOPEYKTa3u 13 TOJANBIIO KOH foramiero. KiipeHc ek3eMecTaHy CTaHOBHUTh
npubmu3Ho 500 y1/ron 6€3 KopeKIlii Ha mepopaibHy 010I0CTYITHICTb.

[[loqo iHriOyBaHHS apoMara3u Il MeTa0ONiTH a00 HEaKTHUBHI, a00 MEHII aKTHUBHI, HIXK
BUXiJHA crioiyka. KiIbKiCTh mpenapary y He3MiHEHOMY BHUIJISI, 110 BUIUISIETHCS 13 cevero,
cranoBuTh 1 % no3u. OnnakoBa KinbkicTh (40 %) ek3eMecTaHy, MiueHOro izotomom *C,
BUJIUTSIIIACS 13 CEUCO Ta KaJIOM MPOTATOM THXKHSI.

CrienianpHi TPYIH.

Bixk.

CyTTeBOT KOpEIii M’k CHCTEMHOIO €KCIIO3HIIIEI0 MpernapaTy ApoMasuH 1 BIKOM MAaIli€HTIB
HE CIIOCTEPIranocs.

Ilayienmu 3 nopywenHsam QyHKYii HUPOK.

VY mnari€eHTiB 3 ypaxeHHSIM HHpPOK TskKoro crymeHs (CLe <30 mi/XB) piBeHb CHCTEMHOI
eKCIIO3HIIT eK3eMecTaHy OyB BJIBIYl BUIIMM MOPIBHIHO 3 TAKUM Y 3JIOPOBHUX JTOOPOBOJIBIIB. 3
orysay Ha nmpodiss 0e3MeYHOCTI eK3eMecTany, KOPUTyBaHHS /103U He MOTpiOHe.

Tayienmu 3 nopywennsam QyHxkyii newinku.

VY mamieHTIB 3 ypaKEHHSM IEUYIHKU CEpeIHbOT0 ab0 TSKKOTO CTYINEHS PIBEHb EKCIO3MIIii
eK3eMeCTaHy y 2—3 pa3u BUIIUN MOPIBHIHO 3 TAKUM Yy 3I0POBHX JOOPOBOJIBIIIB. 3 OTJISALY Ha
npodinb 6e3MeyHOCTI eK3eMecTaHy, KOPUT'YBaHHS JI03H HE MOTpiOHE.

KuiniuHi XapakTepucTHKH.



Ilokazanns.

An’toBaHTHaA Tepamis y >XKIHOK 3 IHBAa3MBHHUM DPAaKOM MOJIOYHOI 3aJI03M paHHIX CTaaid 3
MO3UTUBHOIO TIPOOOIO HA €CTPOTCHOBI PELETITOPH Y MEPiol MOCTMEHONAay3H Ticis 2—3 poKiB
NOYaTKOBOT a1 FOBAaHTHOI Teparlii TaMOKCHU(PEHOM.

JlikyBaHHSI MOMIMPEHOTO PaKy MOJOYHOI 3aJI03M y KIHOK 3 MPUPOJHUM YU 1HIYKOBAHUM
MOCTMEHOTIAY3HUM CTaTyCOM, Y SIKHX BHSIBICHO MPOTPECYBaHHS XBOPOOHW TMicCIsl Teparii
antuectporenamu. He Oyna mpomemoHcTpoBaHa €(EKTHUBHICTh Y TAIlIEHTOK 3 HETaTHMBHOIO
pOOOI0 HAa ECTPOTCHOBI PELICTITOPH.

Ilpomunokaszanna.

ApoMaszWH TIPOTHIOKA3aHUM TAlliEHTaM 3 BIJIOMOIO TINEPUYYTJIMBICTIO JO aKTHBHOTO
iHTpenieHTa npenapary abo 10 OyIb-sIKOTo 1HIIOIO KOMIIOHEHTA Ipernapary, 3a3HaueHoro B
posaini «Cxmam». I[lpemapaT TakoX NPOTUIIOKAa3aHUM JKIHKaAM y IepeaMeHONay3albHOMY
nepioii, )KiHKaM y TiepioJ1 BariTHOCTI a0 rolyBaHHs TPYIIIO.

B3aemooia 3 inwumu aikapcokumu 3acodamu ma inuii 6uou 83aEmooiil.

PesynbTaTty mociimKeHs in vitro oka3aid, o Iei nmpenapaT MeTa0oi3yeThCs M1 BILTHBOM
utoxpomy P450 (CYP3A4) ta anpaokeropenykras (auB. po3ain «DapMakoKiHETHKa») 1 HE
1HT10Y€ sx0H0TO 3 ocHOBHUX CYP-130depmentis. [lix yac kmiHiYHOrO (hapMaKOKiHETUYHOTO
JOCIIJKeHHsI OyJI0 BCTaHOBIIEHO, 110 cnenudiune inridyBanus CYP3A4 xeTokoHa3o0oM He
YHHHUTH 3HAYHOTO BIUIMBY Ha ()apMaKOKiHETHKY €K3EMECTaHY.

VY nocnimkeHH1 B3aeMoii 3 pudamminuHoM, TOoTyXHUM iHAYyKTopoM CYP450, y mo6oBiif 1031
600 mMr Ta pa3oBiif 1031 €K3eMecTaHy, 10 CTaHOBUTH 25 mr, 3HadyeHHs AUC ek3emecraHy
3MeHIIUI0Ch Ha 54 %, a Cnax — Ha 41 %. OCKiTbKH KJTIHIYHA 3HAYYIIICTh JAHOI B3a€MOIIi HE
BUBYCHA, OJHOYACHE 3aCTOCYBaHHS TaKWX JIKApChKUX 3aco0iB, sK pudamIiuH,
NPOTHCYIOMHI 3aco0u (Hampukiax ¢eHiToiH Ta kapbamasemniH) Ta Qitompenapartis, IO
MICTATh 3Bip0o0ill 3BUYAMHHM, 5Ki, K Bimomo, 1HAYKYIOTh CYP3A4, MOXyTh 3HWKYBaTH
e(eKTUBHICTH IpenapaTy ApomMasuH.

ApomasMH CHIiJI 3aCTOCOBYBaTH 3 OOCpPEXKHICTIO 3 JIKApCBKUMHU 3aco0aMu, IO
meTabomizyroThcsi CYP3A4 Ta MaroTh BY3bKMH [iama3oH TepameBTuuHOi mii. JlocBin
OJTHOYACHOTO KIIIHIYHOTO 3aCTOCYBaHHS Ipernapary ApoMa3uH 3 iHITUMH MPOTUTYXJIMHHUMH
JTIKapChbKUMU 3aC00aMHU BiJICYTHIM.

ApoMazuH He CJIiJ] 3aCTOCOBYBATH 3 JIKAPCHKUMHU 3ac00aMH, 1110 MICTSITh €CTPOTEH, OCKUIBKU
IpY OJTHOYACHOMY 3aCTOCYBaHHI iX (papMaKoJIOTi4Ha Jisl HiBETIOETHCS.

Ocobaueocmi 3acmocy8amnns.

ApoMma3uH He Ciijl MPU3HAYATH KIHKaM 13 TPEMEHONay3HUM €HIOKPUHHUM CcTaTycoM. Tomy
y TOpUHHATHUX KIIHIYHAX BHIAJKaX HEOOX1HO BCTAHOBUTH TIOCTMEHONAY3HUH CTaryc
nursixoM orfinku piBHiB JII', ®CI Ta ectpamiony.

ApomaszuH ciiJl 3 00epeXHICTIO MPU3HAYATH MAIlieHTaM 3 MOPYIIEHHAMH (YHKLINA MEeYiHKU
ab0 HHUPOK.

Tabnerkn ApomasuH MICTATh caxapo3sy, iX He MO)KHA MPU3HAYATH MAaLi€HTaM 13 PiIKICHUMH
CMagKOBUMH (OpMaMH HEMIEPEHOCUMOCTI (PPYKTO3H, MalTbaOCOPOITI€0 TIIOKO3U Ta TAIAKTO3U
a00 HEJOCTATHICTIO caxapaszu-i30MaIbTa3H.

Tabmerku ApoMa3MH MICTATh METHJINAPATiIPOKCUOCH30aT, SKUH MOXE CIPUIUHATH
aJIeprivyHi peakiii (MOXKIIMBO, BIICTPOUECH]).

ApomasuH € TmpernapaToM, SKUW CHJIBHO 3HIDKYE PIBEHb €CTPOTEHIB; CIOCTEPIraiocs
3MCHILIEHHS MiHEpaabHOI MIUIBHOCTI KICTOK Ta 30UIbIIEHHS YacTOTH MEPENIOMIB ITiCIs
3acToCyBaHHs Tpemnapary (muB. posaun «®PapmakomuHamika»). Ha mouaTky am’toBaHTHOI
Tepamii ImpernapaToM y SKIHOK, SIKI CTPaXJalTh HAa OCTEONOpOo3 ab0 MaloTh PU3HMK HOTO
BUHHUKHEHHS, CJI1]] OI[IHUTH MiHEpaJIbHY IIUIBHICTh KICTOK Ha MTOYaTKOBOMY PiBHI, 0a3yI04HCh
Ha MOTOYHUX KJIIHIYHMX PEKOMEHIALifAX Ta MpakTHKax. MiHepalbHy MIUIBHICTh KICTOK Yy
TMAII€HTIB 3 TOMHUPEHUM 3aXBOPIOBAHHSM CJIiJ] OLIHIOBATH B 1HAUBIAyaTbHOMY MOPSIKY.



Xoya HeEMae JOCTAaTHIX JaHUX CTOCOBHO BIUIMBY Tepamii Mg 4Yac JIKyBaHHS BTpaTH
MiHEepaIbHOI IIJIBHOCTI KICTOK, CHPUYMHEHO] NpernapaTtoM ApoMas3uH, HEOOXiTHO MTPOBOIUTH
MOHITOPMHT CTaHy TIAIlI€HTIB, $KI 3aCTOCOBYIOTH MpemapaT ApOMasWH, Ta pPO3MOYaTH
JiKyBaHHS a00 MPO(DITAKTHKY OCTEONOPO3Y y NAIlIEHTIB ITPYIU PUBHKY.

Jlo mouaTky JiKyBaHHsI 1HT101TOpaMu apoMaTasu CJIiJl MPOBECTH 3BUYAHE OLIHIOBAHHSI PIBHIB
25-rigpokcu-MeTadomiTiB BiTaMiHy D, OCKUIBKM Yy IHOK 3 pakOM MOJIOYHOI 3aJI03M PaHHIX
cTafiii yacTto BHUHHMKae TsoKKuK nedimur Bitaminy D. Xinku 3 gedinurom BiTaminy D
MOBHMHHI OTPUMYBATHU HOT0O 101aTKOBO.

3acmocysanus y nepioo eazimnocmi abo 200y8aHHsA epyO0io.

Bacimnicms. KniHiuHI JaH1 1010 3aCTOCYBaHHS MperapaTty ApoMaswH BariTHUM JKIHKam
BiACyTHi. JlOCHi/DKEHHS Ha TBapuWHAX IIOKA3aJd pPENpPOIYyKTUBHY TOKCHYHICTb, TOMY
ApoMa3uH NPOTUIIOKA3aHUM [Tl 3aCTOCYBAHHS BariTHUM JKIHKaM.

T'ooyeanns epyoorw. HeBiioMo, 4 MPOHMUKAE €K3E€MECTaH Yy IpyIHE MOJOKO. ApOMasuH He
CJI1/1 3aCTOCOBYBATH JKIHKaM Y IMEpi0j TOAYBaHHS TPYIIO.

JKinku y nepumenonaysaivHomy nepiodi abo HCiHKu penpoOyKmueHo20 GiK).

Jlikap Mae oOroBopuTH HEOOXITHICTH BIAMOBIIHOI KOHTpAIENIli 3 XIHKaMH, SKI MOXYThb
3aBariTHITH, a TAKOX 13 )KIHKaMH, SIK1 3HAXOJATHCS Y IEpUMEHONAay3aIbHOMY a00 HEIl0/1aBHO
MepelIuIn y MOCTMEHOMNAay3adIbHUN TIEPioJl, TTIOKU 1X TMOCTMEHOIay3aJbHUN CTaTyC HE CTaHE
NOBHICTIO  BCTaHOBIeHWH  (muB. posaim  «lIporumokazanus» Ta  «OcobmuBOCTI
3aCTOCYBaHHS»).

30amuicmy  enausamu Ha WBUOKICMb peakyii npu KepysamHi A8mMOmMpaHcnopmom ado
[HUWUMU MEXAHIZMAMU.

[Tixm gac 3acTocyBaHHS TMpenapary MOBILAOMIISIIOCS PO COHJIMBICTH, COMHOJICHIIIIO, aCTEHII0
Ta 3armamopoyeHHs. [lamieHTaMm ciig TOBITOMHUTH TpPO TE€, IO B pa3i BUHUKHEHHSA IHX
CHUMIITOMIB MOJKJIMBE TOPYIICHHS iXHIX (DI3MYHMX Ta/a00 MCHXIYHUX PEaKIlid, HeOOXiTHUX
JUISL yIIpaBIliHHS aBTOMOO1IEM a00 IHIIMMU MeXaHi3MaMH.

Cnoci6 3acmocysannsa ma 0o3u.

Hopocni ma nayienmu 1imns020 BiKy.

Apoma3uH peKOMEHIYeThes puiiMaTh 1o 25 Mr 1 pa3 Ha 100y OACHHO, Oa)kaHO MICHS 1.
VY mamieHTiB 13 pakoM MOJIOYHOI 3ajJ103W PaHHIX CTaJlii JIKYBaHHS TpemapatoM ApoMasuH
HEOOXIJTHO TPOJOBXKYBATH JI0 3aBEPIICHHS I’ SITUPIYHOI KOMOIHOBAHOI IOCIIZOBHOI
aJ’FTOBaHTHOI TOPMOHAIBHOI Tepamii (MpOoJOBXKEHHS Teparii mpenapatoM ApoMasuH IiCHs
3aCTOCYBaHHS TaMOKCU(eHY) a00 10 BUHUKHEHHS PEIUINUBY ITyXJIMHU.

VY marieHTiB 3 TOMMUPEHUM PAKOM MOJIOYHOI 3aJI03M JIIKYBaHHS MpernapaToM ApoMasuH CIIiJl
MPOJIOBXKYBATH, MMOKU MPOTPECisi MyXJIMHA OYECBHTHA.

[TamieHTam 13 HeOCTATHICTIO (YHKIIIT MEUIHKH a00 HUPOK KOPEKIIis 1031 HE MOTpiOHa (quB.
po3nin «®apMakoKiHETHKAY).

Iimu.

[Ipenapat He peKOMEHIYEThCS sl 3aCTOCYBAHHS IITSM.

Ilepeoo3ysanns.

Byno mpoBeneHo KIIiHIYHI JOCHTIKEHHS 3aCTOCYBaHHS IMpenapary ApoMasuH y pa3oBii 1031
10 800 MT 3710pOBUM JTOOPOBOJIBIIM KIHOUOT cTaTi Ta B 7031 70 600 Mr Ha 100y XKiHKaM y
nepioJ] MOCTMEHOIAY3H 3 MOIIMPEHUM PaKOM MOJIOYHOI 3aJI03U; JaHi JOCTIKEHHS CBiA4aTh
npo a00py mnepeHocuMicTh IUX A03. OaHOpa3oBa Jo03a mpenapaty ApoMasuH, 0 MOXeE
CIPUYUHUTH TOSBY HEOE3MEUHUX ISl KUTTS CHUMIITOMIB, HE BCTaHOBIEHa. B mocmigax Ha
TBapUHAaX JIETAIbHICTh peeCTpyBaiacs MICJsg BBEICHHS OJHOPA30BOi MEPOPaANbHOI 103U, L0
ekBiBaneHTHa BigmosizHo 2000 i 4000 pekoMeHmOBaHOi MIOACHKOI 103M B  MI/M.
CrnernudiuyHuX aHTHJIOTIB TPH TEpPe03yBaHHI HE ICHYE; CJiJ MPOBOAWTH CHUMIITOMATUYHE



nikyBaHHs. [lokazaHe 3arajibHE MIATPUMYIOYE JIIKYBAHHS, Y TOMY YHCIII YaCTUHA MOHITOPHHT
OCHOBHHX IOKa3HUKIB XUTTEASUTBHOCTI OpraHi3My Ta peTeIbHHI Harjs 3a Mali€eHTaMu.

Il06iuni peaxuii.

ApoMa3uH 3arajoM IEPEHOCUBCS N00pe B YCIX KIHIYHUX JOCHTIUKCHHSX IMPH 3acCTOCYBaHHI
CTaHAapTHOI 703U 25 Mr/no0y; HeOakaHi sSBHIA 3a3BUYail Oyau Bia cIabKOro 10 MOMIPHOTO
CTyHEHs TSHKKOCTI. HacToTa MpUIIMHEHb JIIKyBaHHS yepe3 HeOaxaHi siBua ctaHosuia 7,4 % y
NAIli€HTIB 13 paKOM MOJIOYHOI 3aJI03M PaHHIX CTaAii, SKi OTPUMYBAIM aJ IOBAHTHY TEpAIliio
npenaparoM ApoMasuH IICIs CTapTOBOI aj’toBaHTHOI Tepamii Tamokcudenom. HaituacTime
NOBIIOMJISIIOCST NP0 Taki HeOaxkaHi sBuIa, sk npurumsu (22 %), aptpanris (18 %) Tta
MiIBUIIIEHAa BTOMJTIOBaHICTH (16 %).

Yacrora mpuUNMHEHHS JIIKyBaHHS uepe3 HeOakaHi sBHIa craHoBmia 2,8 % y 3aranbHii
MOMYJIALI XBOPUX 13 MOIMTUPEHUM PaKOM MOJIOYHOI 3a103u. HaluacTime moBigomMisuiocs mpo
Taki HeOakaHi sBHINa, sk puriuBy (14 %) ta mygora (12 %).

binbmiicte HeOakaHUX SBHIN MOXXE OYTH TOSCHEHO HOPMAJIbHUMH (PapMaKOJIOTIIHUMHU
HACJIIIKaMH OJIOKYBaHHS €CTPOTeHY (HAIIPHUKIIA]] TPUTLITHBH).

[To6iuni peakirii, 3apeecTpoBaHl MPOTATOM KIIHIYHUX JIOCTIDKEHb Ta MOCTPEECTPAIIITHOTO
3aCTOCYBaHHS TIperapary, HaBEJACHO HIIKYE BIAMOBIMIHO A0 KIJACIB CHCTEM OpraHiB Ta
YacTOTH.

[Toka3HHKYM YaCTOTH BU3HAYAIOTh TAKUM YMHOM: Ayxe 4yacto (> 1/10), wacro (Big > 1/100 go
< 1/10), mevacro (Big > 1/1000 go < 1/100), piako (Bixg > 1/10000 mo < 1/1000), myxe piako
(< 1/10000), gyactoTta HEBigOMa (HE MO’KHA BCTAHOBUTH HA MIJICTaBl HASIBHUX JaHUX).

3 6oky cucmemu Kpogi ma nimgamuunoi cucmemu: TyXKe 4acTO — JEHKOMEHis ; 4acTo —
TpOMGOHHTOHeHiH**; YacTOTa HEBIJIOMA — 3HIKEHHS KIJIBKOCTI niM(bounTiB**.

3 60Ky imyHHOI cucmemu: HEIACTO — TINEPUYTIIUBICTb.

Memaboniuni ma animenmapti po3naou: 9acTo — aHOPEKCisl.

3 60Ky ncuxixu: JTyxe 4acTo — Aemnpecis, 0e3COHHS.

3 boky Hepgosoi cucmemu. TyXe 4acTO — TOJIOBHUH 0171k, 3a[1aMOPOYEHHS; YaCTO — CHHIPOM
KapIaJbHOTO KaHaIly, MapecTe3is; piJko — COMHOJICHIIIS.

3 60Ky cyoun: Tyxe 4acTo — MPUILIUBY.

3 60Ky WNYHKOBO-KUWKOB8020 Mpakmy: IyKe€ YacTo — OUIb y JKMBOTI, HYJIOTa; 4YacTo —
OJIFOBaHHS, Jllapest, 3armop, JUCTIETICIsL.

3 boky eenamobiniapnoi cucmemu: JyKe YacTO — IIJIBUIICHI PiBHI MEYIHKOBUX (DEPMEHTIB,
HiABHILEH] piBHI OUTipyOiHy B KpOBi, HiABUIIEHI piBHI JIy>XHOI (ocaTasu B KpOBi; PiIKO —
TeaTHT , XOJeCTaTHYHHI reraTuT .

3 6oxy wxipu ma niOWKIpHOI KIIMKOSUHU: AYXKe 4acTO — MiJABUIICHA MITIHUBICTH, YacTO —
ajioTeIlisi, BUCUIIAHHS, KPOIMHB’SHKA, CBEpODK; PIAKO — TOCTPUH TeHEpali30BaHUHN
eK3aHTEMATO3HUH MyCTynbo3'.

3 60Ky onopno-pyxo8oco anapamy ma Kicmok. Iye 4acTo — Oib y cyrio6ax Ta M’s30BO-
CKeJIETHHH OiNb ; 4acTo — MEPesIoM, OCTEOIOPO3.

3acanvni posnaou ma peaxkyii y Mmicyi 66edeHHA: NYyXKE YacTo — OuIb, TiJBUIICHA
BTOMJIIOBAHICTb; 4acTo — nepudepruuHuii HaOpsK, aCTEHisL.

* Biirouae apTpairiio Ta pigme Oilb y KiHIBKAaX, OCTE€OAPTPHT, Oilb y CIHHI, apTpWT,
MIaJITiI0 Ta CKYTICTh CYTJI00iB.

VY mami€eHTiB 3 TOMMPEHUM PaKOM MOJIOYHOI 3aJI03M BUMAIKH TPOMOOIMTOIEHII Ta
JeiikomneHii peectpyBanucs piako. [lepioguyHe 3HMKEHHS  KUIBKOCTI  JTiM(OIHUTIB
cnocrepiraigocs npubauzHo y 20 % mnaimieHTiB, SKi OTpUMYyBaIM ApOMa3HH, 30KpemMa y
NAIl€HTIB 3 YK€ HasgBHOIO JiMponeHiero. OaHaK, cepeiHi 3Ha4eHHs KUIBKOCTI JTIM(OIUTIB y
[IUX TAIEHTIB 3 TepediroM 4Yacy 3HAYHO HE 3MIHIOBAIMCS Ta BiIMOBIIHOTO IIiABUIICHHS
4acTOTH BipyCHHX iH(]eKii He crioctepiranocs. Lli epexktu He crocrepiranucs y Mami€eHTiB,
K1 OTPUMYBAJIU JTIIKYBaHHSI Y JOCTIDKEHHSAX paKy MOJOYHOI 3aJI03U PaHHIX CTaJIii.

" Yacrora, po3paxoBana 3a npasuiom 3/X.



VY Tabnuii 2 HaBEAEHO MOKAa3HUKH YaCTOTH TOMEPEIHHO BH3HAYCHUX IMOOIYHMX pEeakIlii Ta
3aXBOPIOBAaHb Y MIKIPYIOBOMY JIOCIIPKEHHI €K3e€MECTaHy y MAIli€eHTiB 3 PaKOM MOJIOYHOI
3aJI03M paHHIX CTajiid, HE3aJeXHO BiJ NPUUYUHHOI 3YMOBJICHOCTI, 3apEECTPOBAHUX Y
NAIli€HTIB, SKI OTPUMYBAJIX TEPAIiio JOCTIKYBAaHUM IPENapaToM Ta MPOTATOM Mepioay 10
30 gHiB micis ii 3aBepIICHHS.

Tabmmms 2.

[To61uHi peakirii Ta Ex3emecran Tamoxcuden
3aXBOPIOBaHHS (N =2249) (N =2279)
[Mpurnusu 491 (21,8 %) 457 (20,1 %)
[TizBuIIeHA BTOMIIFOBAHICTh 367 (16,3 %) 344 (15,1 %)
INonmoBHUl O11b 305 (13,6 %) 255 (11,2 %)
besconns 290 (12,9 %) 204 (9,0 %)
[TizBuIIeHA MITIUBICTH 270 (12,0 %) 242 (10,6 %)
I'iHeKkooTiuH1 3aXBOPIOBAHHS 235 (10,5 %) 340 (14,9 %)
3anamMopovYeHHS 224 (10,0 %) 200 (8,8 %)
Hynora 200 (8,9 %) 208 (9,1 %)
Ocreonopo3 116 (5,2 %) 66 (2,9 %)
BarinanbHa kpoBoTeua 90 (4,0 %) 121 (5,3 %)
[HImMiT nepBUHHUE pak 84 (3,6 %) 125 (5,3 %)
biroBanHs 50 (2,2 %) 54 (2,4 %)
[opymenss 30py 45 (2,0 %) 53 (2,3 %)
TpomboemOomist 16 (0,7 %) 42 (1,8 %)
Ocreonopo3Huii nepeaom 14 (0,6 %) 12 (0,5 %)
[adapkT Miokapaa 13 (0,6 %) 4 (0,2 %)

Y MIDKTpynoBOMY JIOCHIPKEHHI €K3eMEeCTaHy dYacToTa sBHI imleMii Miokapaa y Tpynax
JIKYBaHHS €K3€MeCTaHOM Ta TaMOKcHudeHoMm ctanoBuia 4,5 % ta 4,2 % BianosiaHo. XKogHnx
3HAYYIIUX BIIMIHHOCTEH ISl OyAb-SKUX OKPEMHUX CEpLEBO-CYAMHHUX SIBUIL, Y TOMY YHCII
aprepianbHoi rineprensii (9,9 % nopisHsHO 3 8,4 %), iHpapkTy Miokapaa (0,6 % MOpiBHSAHO 3
0,2 %) ta cepueoi HenocTaTHOCTI (1,1 % mopisusHO 3 0,7 %), HEe crocTepirasocs.

Y MIKTPYIOBOMY JTOCHIIPKEHHI €K3€MEeCTaHy 3aCTOCYBAaHHS €K3E€MECTaHy CYMPOBOHKYBAIOCS
BUIIIOI0 YaCTOTOIO TiMEPXOJIECTEPUHEMIl MOPIBHAHO 3 3aCTOCYBaHHSAM TaMokcudeny (3,7 %
nopiBHSHO 3 2,1 %).

B okpemomy MonaBIHHOMY CIHINOMY pPaHJOMi30BaHOMY JOCIHIPKEHHI 3a y4acTIO JKIHOK Yy
nepio/; MOCTMEHOMAY3U 3 PAKOM MOJIOYHOI 3aJ103U PaHHIX CTaJlid y TPy HU3BKOTO PHU3UKY,
AKi OTpUMYBaJIM JiKyBaHHA ek3emectaHoM (N =73) abo mmaue6o (N =73) mnporsirom
24 MicsIIIiB, 3aCTOCYBaHHS €K3€MECTaHY acOLIIOBAJIOCS 31 3HHWKEHHSM PIBHIB XOJECTCPUHY
JIIIBII y ruta3mi KpoBi B cepeHbOMY Ha 7—9 % MOpiBHSAHO 3 miABUIIEHHSM Ha 1 % y rpymi
iane6o. Takox crocTepiranocsi 3HM)KEHHS piBHIB amnosinonpoteiny Al Ha 5-6 % y rpymni
JIKYBaHHS €K3€MECTaHOM IOPIBHAHO 31 3HIKEeHHIM Ha 02 % y rpymi rane6o. BruiB Ha Bci
IHIII TpOaHaII30BaHl MapaMeTpu JMiAiB (piBHI 3arajJlbHOrO0 XOJIECTEPUHY, XOJECTCPUHY
JITTHILI, TpurminepuaiB, amoyimonporeiny-B i mimonporeiny-a) OyB aHAJIOTIYHHM Y JIBOX
rpynax jgikyBaHHs. KiliHiuHa 3HaUyNIICTh TUX PE3yJIbTATIB HEBIIOMA.

Y MDKTpyrnoBOMYy AOCIIIKEHHI €K3eMeCTaHy BHpa3Ka IIIyHKa CIocTepirajacs 3 OUIBIIO0
4acTOTOIO y TPYIIi JIKyBaHHS €K3€MECTaHOM IOPIBHAHO 3 TPYIMOIO0 JIIKYBaHHS TAMOKCH(EHOM
(0,7 % mnopiBusiHo 3 < 0,1 %). BinbuiicTe Maii€eHTIB, sIKI 3aCTOCOBYBAJIM €K3€MECTaH 1 Maju
BUPA3Ky HUTYyHKA, TAKOK OJHOYACHO 3aCTOCOBYBAJIM HECTEPOIAHI MPOTH3aNaIbHI MpenapaTu
Ta/ab0 3aCTOCOBYBAJIM iX paHiIle.

Tlosioomnenns npo nido3piosani nobiuHi peaxyii.



[ToBimomyIeHHST TIPO MiO3PIOBaHI MOOIUHI peakIlii micist peecTparii JIKapchbKOro 3acoly €
BOKIUBUM 3axonoM. lle mae 3mory 3mailicHioBatH — Oe3lepepBHUII  MOHITOPUHT
CIIBBITHOIIICHHS] KOPHCTH/PU3UK 3aCTOCYBaHHS JIIKApChKOTO 3acoly. JlikapiB mpocsTh
HOB1IOMJISITH ITPO OyIb-sIKi Ii03pIoBaHi MOOIYHI peaKiii.

Tepmin npuoamnocmi. 3 poxu.

YmoBu 30epiranns.

36epiratu npu Temneparypi e puiie 30 °C.

30epiraty B HEIOCTYITHOMY JUJIsl TITEH MicCITi.

YnakoBka.

[To 15 tabnerok y Omictepi, mo 2 OmicTepu B KapTOHHIM KOpoOIi abo mo 20 Tabimerok y

omicTepi, o 5 GicTepiB y KapTOHHINA KOPOOIIi.

Kareropis Biznycky.
3a perenTom.

Bupoonuk.
[aiizep Iranis C.p../Pfizer Italia S.r.l.

Micue3naxonxeHHsI BHPOOHUKA Ta agpeca Micusi NPOBAKeHHsI HOro AislJIbHOCTI.
Jlokamita Mapino aenp Tponto — 63100 Ackomi Iliceno (AIT), Itamis/Localita Marino del
Tronto — 63100 Ascoli Piceno (AP), Italy.
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