IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

Ex3emecran-Bicta AC

(Exemestane-Vista AC)

CKnao:
Jitoua peyosuHda: eK3eMeCTaH;
1 TabneTka, BKpUTA IUTIBKOBOX 000JI0OHKOI0, MiCTUTh €K3eMeCTaHy 25 MT;

donomidicHi pevosuHu: KPEMHIN KOOImHUYM 0€3BOOHKM, KPOCIIOBIMOH, rimpomeso3a 5¢cP, MarHiio
cTeapaT, MaHIT, I1eJ110JI03a MiKpokpucTaiiuHa (PH 102), momicopOat 80, narpio
KPOXMaJbrmiKoaaT (Tum A);

ckaao obosoHKu: TimpoMeno3a 5¢P, makporon (PEG 400), Tutany miokcun (E 171), Tanbk, MaKporo
(PEG 600).

JIikapcbka ¢opma. TabmeTku, BKPUTI IIJTiBKOBOIO 000JIOHKOIO.

OcHogHi ¢izuko-ximiyHi 81acmueocmi: Oini KpyTii ABOOMYKJI TabIeTKU, BKPUTI ITiBKOBOIO
000JI0HKOIO.

dapMakoTepaneBTHYHA Ipyna. AHTaroHiCTU TOPMOHIB Ta aHanoriyHi 3acobu. IuribiTopu
apomartasu. Kog ATX L02B GO06.

dapmakonoeiuHi e1acmueocmi.
®apmakoduHamika.
Mexanism 0ii.

Ex3emecTaH € HeOOOPOTHUM CTEPOITHUM iHTi6iTOpOM apoMaTa3u, MOmiOHMUM 3a CBOEI0 CTPYKTYPOIO [0
IIPAPOAHOI PEYOBMHU aHAPOCTEHAIOH. Y XKIiHOK y Iepio IOCTMEHOIIay3U eCTPOreHH IPOAYKYIOThCS
IIepeBaXHO LIITXOM IIePeTBOPEHHS aHAPOreHIiB Ha eCTPOreH i BIJINBOM (epMEHTY apoMaTa3u y
nepudepuyHUX TKaHNHAX. bJI0OKyBaHHS YTBOPEHHS €CTPOTeHiB IIJITX0M iHTi0yBaHHS apoMaTasy €
e(EeKTUBHUM i CEJIEKTUBHUM METOIOM JIiKyBaHHS TOPMOHO03aJIe2KHOT'0 PaKy MOJIOYHOI 3aJI031 Y XKiHOK
y IIepiof mMOCTMeHOoMNay3Hu. Y XKiHOK y IIepiof IOCTMEHONay3u eK3eMeCTaH CyTTEBO 3HUXKYE
KOHIIEHTpALlil0 eCTPOTEHIB y CHPOBATLi KPOBi, TOYKWHAIOYHY 3 [O3U 5 MI. MaKcUMallbHe 3HUKEHHS



(> 90 %) mocsiraeThCs IpuU 3acTOCyBaHHI fo3u 10-25 Mr. Y maIfieHToK y nepiof mocTMeHonay3u 3
[iarHO30M pakK MOJIOYHOI 3a7103H, SIKi OTPUMYBaJX 25 MI' eK3eMeCTaHy II0fIeHHO, 3arajIbHUM PiBeHb
apoMaTa3su 3HUXKYyBaBcs Ha 98 %.

Ex3eMecTaH He Ma€ IPOTeCTOreHHOI Ta eCTPOTeHHOI aKTUBHOCTi. He3HayHa aHApOoreHHa aKTUBHICTD,
iMOBipHO, I0B'A3aHa 3 17-rigpoepuBaTUBOM, CIIOCTEpIrasacs roOJI0BHUM YMHOM IIPU 3aCTOCYyBaHHI
eK3eMeCTaHy y BUCOKUX fo3ax. [1if yac gocigKeHb TPUBAJIOTO LUI0JEHHOI0 3aCTOCYBaHHS
eK3eMeCTaH He BIIMBaB Ha 0i0CMHTE3 TaKUX TOPMOHIB K KOPTU30JI a00 albIOCTEPOH, PiBEHDb TKUX
3MiHIoBaBcs nepeq abo micns tecty ACTH; num Oyia mpomeMOHCTPOBaHa CeeKTUBHICTh 00 iHIIKX
(bepMeHTiB, gKi 6epyTh y4acTh Y TOPMOHAILHOMY 00MiHi. ¥ 3B’SI3Ky 3 IUM HeMa€e HeoOXigHOCTi B
3aMicHil Teparil ITIOKOKOPTUKOITaMU Ta MiHEPaIOKOPTUKOITaMHu.

He3HayHe migBUIleHHS PiBHSA NMIOTEIHI3yt04oro ropmMona (JII') Ta ¢omiKynoCTUMYII0I0490T0
ropmoHa (OCT’) B cupoBaTli KpOBi Bif3Ha4a€ThCA HaBiTh TP HU3BKUX A03aX. Llei epekT €
O4YiKyBaHUM [JId IIpernaparTiB Iiel (papMaKoIOTiyHOI TPyIH; iMOBIpHO, BiH PO3BUBAETHCS 3a
IIPUHIIAIIOM 3BOPOTHOIO 3B’SI3Ky Ha PiBHI rimogisa: 3HNKEHHS KOHIIEHTPaIlil eECTPOTEeHIB
CTHUMYJIIOE CEKpelilo rinodizoM roHaJoTPOIIHIB (TAaK0X i B XKIiHOK y IIepiof TOCTMEHONay3u).

KniHiuHa eeKTUBHICTEL Ta 6e3neka.

AQ’108aHMHA mepania paky MO/A0YHOI 3a103U PAHHIX cmadill.

Y GaraToueHTPOBOMY paHAOMi30BaHOMY MOABiMHOMY ciinoMy pociifxeHHi (IES - Mixrpymnose
OOCIIIXKEeHHSI eK3eMeCTaHy), IKe IPOBOOUIIU 3 y4acTio 4724 XKIiHOK y Iepiof IOCTMEHOIIay3H 3
IIEPBUHHUM PaKOM MOJIOUHOI 32103 3 ITIO3UTUBHOI0 ITP000I0 Ha €CTPOTEeHOBI perientopu abo 3
IIePBUHHUM PaKOM MOJIOYHOI 3aJ1031 3 HeBU3HAYEHOI0 TP000I0 Ha eCTPOreHOBI PELIeNTOPH, MallieHTH,
y SIKUX He CIIOCTepiranocs BUHUKHEHHS PEeLUONBY IicIis aj I0BaHTHOI Tepallii TaMoKcudeHoM
npoTsaroM 2-3 PokiB, Oynu paHAOMi30BaHi [y 3aCTOCYyBaHHS eK3eMecTaHy (25 Mr/mo0y) abo
tamokcudeny (20 abo 30 mMr/go0y) mpoTsarom 3-2 POKIiB [ TPOXOOKEHHS IIOBHOTO KYPCy
TOPMOHAJIBHOI Teparil TPUBAJIICTIO 5 POKIB.

IToOanvwe cnocmepedtceHHA 3 MediaHOow 52 micAui y Midcepynosomy 00CAI0HCeHHI
eK3emMecmaty.

PesynbraTu criocTepekeHb 3 MeiaHOI0 TPHUBAJIOCTI JTiKyBaHHS 671u3bK0 30 MicAIIiB Ta MefiaHO0
TPUBAJIOCTI ITOJABIIOTO CIIOCTEPEXKEHHS OIM3bK0 52 MicsIIiB MPOIEeMOHCTPYBAIH, 110 IOAaIbIIe
JIiIKyBaHHSI eK3eMeCTaHOM ITic/Isl 2-3 POKiB af I0BaHTHOI Tepallil TaMOKCHA(PEHOM acOIliloBanocs 3
KJIIHIYHO Ta CTaTUCTUYHO 3HAYYLIUM IIOKpPAllleHHSIM [T0OKa3HUKa BUXKUBAHOCTI 6e3 03HaK
3axBopioBaHHs (DFS) nopiBHAHO 3 TPOJOBXKEHHSM JIiKyBaHHS TaMOKCU(peHOM. Pe3ynbraTu nokasany,
1110 IIPOTATOM CIIOCTEPEeXKYBAaHOI0 epiofy AOCIIAXKEeHHS eK3eMeCTaHy 3HUKYBaB PU3UK PELUAUBY
paKy MOJIOYHOI 3a103u Ha 24 % MOpiBHAHO 3 TaMOKCU(pEHOM (CHiBBiIHOIIEHHS PU3UKIB - 0,76;

p = 0,00015). Binbm no3utuBHEUY €(PEKT 3aCTOCYBaHHS €K3eMeCTaHy IIOPIBHSHO 3 TaMOKCU(DEHOM
BiAITIOBigHO [I0 ITOKa3HMKA BUKUBAHOCTI 6€3 03HAK 3aXBOPIOBAHHS OyB 0YEBUIHUM, He3aJleXKHO Bifl
craTycy niMpaTHYHUX BY31iB ab0 MonepeHbOro MPOXOKEeHH KypCy XiMioTepartil.

3acToCcyBaHHS €K3eMeCTaHy TaK0XkK 3HAUHO 3HMXKYBAJIO PU3UK PO3BUTKY KOHTPAJATEPAbHOTO PaKy
MOJIOUHOI 3a7103% (ciiBBimHOIMEHHS pu3ukKiB - 0,57; p = 0,04158).

Y 3aranbHi¥ ONymsIil JOCHiIXKeHHS TeHIeHIis J0 MOKpallleHHs 3arajlbHol BUXKUBAHOCTI
CIlocTepiranaacs IIpy 3aCTOCyBaHHI eK3eMecTaHy (222 neTalbHUX HACMIIKN) IOPIBHIHO 3
TaMOKCcH(peHOM (262 meTanbHUX HACIAKM) 3i CiBBimHOINEHHM pu3uKiB 0,85 (morapudmiynuii
panrosuu Kputepiu: p = 0,07362), 1110 CTAHOBUJIO 3HUKEHHS PU3UKY JIeTaJIbHOI0 HACIigKy Ha 15 %



Ha KOPUCTh ek3eMecTaHy. CTaTUCTAYHO 3HAUYIIe 3HUXKEHHS PU3UKY JIeTalbHOro HacaigKy Ha 23 %
(crriBBigHOIIEHHST PU3UKIB AJIST 3arajibHOL BUKUBAHOCTI - 0,77; TecT xi-kBagpart (Tect Banbpa):

p = 0,0069) criocTepiranocs npu 3aCTOCYyBaHHI eK3eMeCTaHy IOPiBHAHO 3 TAMOKCU(MEHOM IIPU
KOPUTYBaHHi ITOIEPEIHbO 3afaHUX MPOrHOCTUYHUX (HaKTOPiB (TOOTO MpoOH Ha eCTPOTEeHOBI
PELlenTOpH, CTAaTyCy NiMpaTUUYHUX BY3JIiB, TOIEPEIHbHOT0 TPOXOMKEeHHS KypCy XiMioTepartii,
3aCTOCyBaHHS FOPMOHO3aMiCHOI Teparii Ta 6icdocdoHaris).

OcCHOBHI pe3yabmamu ouiHKU edpekmusHOCMI Y 8Cix nauieHmis (nonyaauisa nauieHmis, choopmosara
8i0N0B8i0HO 00 NPU3HAYECHO20 AiKYB8AHHS) Md Y NAUiEHMI8 3 PAKOM 3 N03UMUBHOK NPoboI0 Ha
ecmpoeeHo8i peuenmopu yepes 52 MicAui.

. BigHOmeHHS

KiHneBa To4ka Ex3emecTan Tamokcuder e —— p-3HAveHHT*
3 0, 0,

[Tomynsiis Asuia/N (%) ABua/N (%) (95 % III)
BukuBaHiCTh 6€3 03HAK 3aXBOPIOBAHHS *
Vi mamienta (315;‘,/12:3/32 ?15;/12%2 0,76 (0,67-0,88) [0,00015
EP mamienTs (2184?/32(0)/02)3 (3173)/:,)29/02)1 0,75 (0,65-0,88) [0,00030
KoHTpanaTepanbHuil pak MOJIOYHOI 3271031
Vel namienTy 2072352 (0.9 %) B5/2372 (15 %) 10.57 (0.33-0.99)]0.04158
EP Hamicats 18/2023 (0.9 %) |33/2021 (1.6 %) [0.54 (0,30-0.95) [0.03048
BuxuBaHiCTL 6€3 paKy MOJIOYHOI 3a71031 °
Vi mamienta (255/323’/05)2 (31753/72527)2 0,76 (0,65-0,89) 10,00041
EP mamiesTs (21312’{32‘(?/3)3 ?f;’f%l 0,73 (0,62-0,87) [0,00038
BuKuBaHICTh 063 CUCTEMHUX PELUIUBIB”
Vei namienTa (214(%25/32 (21927{32%2 0,83 (0,70-0,98) [0,02621
EP mamienTs 194/2023 (9.6 %) (21422/029/02)1 0,78 (0,65-0,95) [0,01123
3arajibHa BUKMBAHICTD®
Vei namienTa 222/2352 (9.4 %) (21612/02%2 0,85 (0,71-1,02) 0,07362
EP mamienTs 178/2023 (8.8 %) (211()12((3/3)1 0,84 (0,68-1,02) |0,07569

* JlorapudMiuHu paHroBul Kputepili; EP maiieHTy namiesTy 3 MO3UTUBHOIO TP0000 Ha eCTPOTEHOBI
PeLenTopH.

* BuuBaHiCTh 0€3 03HAK 3aXBOPIOBAHHS BU3HAYAETHCS SK MEPIINKA BUIIALOK MicleBoro abo
CHCTEMHOTO PeIUANBY, KOHTpajaTepaabHOT0 PaKy MOJIOYHOI 3a71031 ab0 1eTanbHOTr0 HacHiAKy Oyab-
KOl IPUYHUHHOI 3yMOBJIEHOCTI.

° BuKWMBaHICTh 0e3 pPaKy MOJIOYHOI 3aJ1031 BU3HAYAETHCS SK MEPIINH BUIAJ0K MiclieBOoro abo
CHCTEMHOTO PEeIUOuBY, KOHTPaIaTepPaabHOT0 PaKy MOJIOYHOI 3a1031 a00 JIeTalbHOT'0 HACIIKY Bif
PaKy MOJIOYHOI 3aJI03H.

" BUKHMBaAHICTh 0€3 CUCTEeMHUX peI_II/II[I/IBiB BH3HAYAETHCA AK nepmnﬁ BUIIAAOK CUCTEMHOT'O PEeTUONBY
abo eTaabLHOTO HaCJ'IiJIKy BifI PaKy MOJIOYHOI 3aJI03H.



"3arasbHa BUXKMBAHICTh BU3HAYAETHCS SIK HACTAHHS JIETATBHOTO HACTIAKY 3 OyIOb-SKOi MPUYUHMU.
3a pe3ynabTaTaMu OOJATKOBOTO aHANi3y MiATPYIH MAIli€eHTiB 3 MO3UTUBHOIO a00 HEBU3HAYEHOIO
1po6010 Ha eCTPOTEHOBI pellelITOPU HECKOPUTOBAHE CIIiBBiIHOLIEHHS PU3UKIB A1 3arabHOl
BUKMBAHOCTI cTaHoBuo 0,83 (nmorapudmiunuii panropui Kputepiii: p = 0,04250), 1m0 € KITiHIYHO i
CTAaTUCTUYHO 3HAUYILIMM 3MEHIIEHHSAM PU3UKY JIeTAJIbHOTO HAcliaky Ha 17 %. Pe3ynbratu
IOOaTKOBOTO JOCIi?KeHHS 3 BUBUEHHS CTaHy KiCTKOBOI TKAaHMHU Y paMKaxX MiXKTpymoBoro
OOCIIIXKEeHHSI eK3eMeCTaHy IT0Ka3ay, 110 y KIiHOK, SKi 3aCTOCOBYBa/IM €K3eMeCTaH IiCisg

2-3 POKiB NiKyBaHHS TaMOKCU(EHOM, CIIOCTEPiraaocs noMipHe 3HUKEHHS MiHepasbHOI L[iTbHOCTI
KICTOK. Y 3arajibHOMy AOCJIiI>KEeHH] YacToTa [1epPeJIOMiB, 110 CTAJIUCA IiCIId [T0YaTKY JIIKyBaHHS, Ka
OLIiHIOBAIACS MPOTSATOM Iepiofy NTiKyBaHHS TpuBaicTio 30 Micsii, Oyia BUINO0 y MAIEHTIB, SKi
3aCTOCOBYBaJI €K3eMeCTaH MOPiBHAHO 3 TaMokcudeHoM (4,5 % ta 3,3 % BignosigHo, p = 0,038).

PesynbTaTy, OTpMaHi y OAATKOBOMY HOCTIIXKEHHI 3 BUBYEHHS CTaHy €HIOMETPis y paMKax
MixXrpynoBoro DOCIiAKEeHHS eK3eMeCTaHy, CBiq4YaTh, 1110 Mic/IA 2 POKIB JIiKyBaHHS CIIOCTEPIranaocs
3MEHILIEHHS TOBILIMHU eHAoMeTpid 3 Mefianot 33 % y mallieHTiB, SKi 3aCTOCOBYBa/ €K3eMeCTaH,
IIOPiBHSHO 3 BifICYTHICTIO TOMITHOI 3MiHM Y IAILli€eHTIB, IKi 3aCTOCOBYBaIu TaMOKcu(eH. [I0TOBIIeHHS
€HIIOMeTpis, 3apeeCcTpoBaHe Ha I0YaTKy 3aCTOCYBaHHS €K3eMeCTaHy, IOBEPHYJIOCS J0 HOPMU

(< 5 MM) y 54 % mallieHTiB, SIKi 3aCTOCOBYBa/Iu €K3eMeCTaH.

IToOdanvwe cnocmepediceHHA 3 mediaHow 87 MicAuie y Midcepyno8omy 00CAI0HCeHHI
eK3eMecmaHy.

Pe3ynbTaTu criocTepekeHb 3 MeiaHOI TPUBAJIOCTI TiKyBaHHS 0113pK0 30 MicslliB Ta MeLiaHOIO
TPHUBAJIOCTI MOAJIBIIIOTO CIIOCTEPEXKEHHS 0M3bK0 87 MiCsIIiB MPOIEeMOHCTPYBAIH, 110 IOHAJIbIIe
JIIKyBaHHSI €K3eMeCTaHOM IIicya 2-3 POKiB af I0BaHTHOL Tepallil TaMOKCH(EeHOM acoLioBanocs i3
KJTIHIYHO Ta CTaTUCTUYHO 3HAYYIIUM ITOKpAIlleHHSM IIOKa3HMKa BUXKUBAHOCTI 6€3 03HAK
3aXBOPIOBAHHS ITOPIBHSIHO 3 IIPOMOBXKEHHAM JIIKYBaHHSI TaMOKCHA(peHOM. Pe3ynbTaTl IoKa3aiH, 110
IIPOTATOM CIIOCTEPEKYBAHOTO MIEPioy AOCIIIXKEHHS eK3eMeCTaHy 3HaYHO 3HUXKYBaB PU3UK
PeluanBy paKy MOJIOYHOI 3a/1034 Ha 16 % mopiBHAHO 3 TaMOKCU(EHOM (CITiBBigHOIIEHHS PU3UKIB
0,84; p = 0,002).

3arasioM OinbIlla KOPUCTD Bifl 3aCTOCYBaHHSA €K3eMeCTaHy MOPiBHSIHO 3 TaMOKCHU(EHOM BifIIOBIgHO 10
TIOKa3HWKa BUXKUBAHOCTI 6e3 03HaK 3aXBOPIOBaHHS Oy/la 0YeBUIHOI0 HE3aJIeXKHO Biff CTaTyCy
niMmbaTHYHUX BY3/iB a0 monepeqHbOTro IPOXOaKeHHS Kypcy XiMioTeparii abo ropMoHaIbHOI Teparrii.
CraTtucTuyHa 3HAYYILIiCTh He OyJia BUSB/IEHA B IeKi/IbKOX MIArpyIax i3 ManeHbKOI0 BuOipKoi0. BoHu
IIPOJIEMOHCTPYBAJK TeH/IEHI[iI0 Ha KOPUCTh eK3eMeCTaHy Y MallieHTiB 3 OibIl HiXK 9 MO3UTUBHUMU
By3/laMu a0o IonepefHiM MPOXOXKEHHIM Kypcy ximioTeparrii 3a cxeMmoio CMF (1iuknodocdan
MeTOTpeKcaT S5-propyparun). Y nalieHTiB i3 HEBiIOMUM CTaTyCOM BY3JIiB, iHIIUM IIOIIEPEeIHIM KypCcOM
XiMioTeparil, a Tak0XkK HeBiIOMUM/BIICYTHIM CTaTyCOM IIOIIepPeNHBOI TOPMOHAJIBHOI Teparil
CIloCTepiranacs CTaTUCTUYHO He3Hauyllla TEHOEHI[ig Ha KOPUCTh TaMOKCU(EHY.

Kpim ToTr0, eKk3eMecTaH TaKOXK 3HAYHO IIOJ0BXKYBaB BUXKUBAHICTL 663 paKy MOJIOYHOI 3271031
(cmiBBigHOMeEHHS pu3ukKiB - 0,82; p = 0,00263) Ta BUKKUBaHICTh 663 CUCTEMHUX PEIUIUBIB
(cnmiBBimHOIMEHHS pU3uKiB - 0,85; p = 0,02425).

Ex3eMecTaH TakKOX 3HMXKYBaB PU3UK KOHTPalaTePaIbHOI0 paKy MOJIOYHOI 3aj103H, X04a e(peKT BxKe
He OyB CTaTHCTUYHO 3HAQUYIIUM IIifl 4ac I[bOT0 IEePiofy CIIOCTePeKeHHs ¥ OOCTinKeHHi
(cmiBBimHOIIEHHS pu3ukKiB - 0,74; p = 0,12983). VY 3aranbHii MOyl HOCTIAXKEHHS TeHOEHIISA H0
IOKpallleHHS 3arajibHOI BUKKBAHOCTI CIIOCTepiranacs mpu 3aCTOCyBaHHI ek3eMecTaHy (373 neTanbHi
HACJIiIKK) MOPiBHSAHO 3 TaMOKcudeHoM (420 neTanbHUX HACIIOKIB) 3i CIIiBBiIHOLIEHHSAM PHU3UKIB -
0,89 (morapudmiynuii paHrosuit Kputepiu: p = 0,08972), 1110 CTaHOBUIIO 3HUKEHHS PUIUKY



JIeTabHOTO HACHiAKy Ha 11 % Ha KOpUCTh eK3eMecTaHy. [Ipy KOpUryBaHHi ITOMepeaHbo 3aJlaHux
IIPOTHOCTUYHUX (PaKTOPiB (TOOTO IMPoOU Ha eCTPOreHOBI PELeNITOPH, CTATyCy TiM(paTUUYHUX BY3JIiB,
IIOTIIePeHBOT0 NMPOXOAKEHHS KypCy XiMioTepartil, 3aCTOCyBaHHS TOPMOHO3aMiCHOI Teparril Ta
6icdochoHnaTiB) CTAaTUCTUUHO 3HAUYIIE 3HUKEHHS PU3UKY JIeTaIbHOT0 HACTiAKy Ha 18 %
(criBBigHOIIEHHST PU3UKIB [JIsT 3araibHOI BUKMBAHOCTI - 0,82; TecT xi-kBagpat (Tect Bambma):

p = 0,0082) cmocTepiranocs mpu 3aCTOCYyBaHHI eK3eMeCTaHy ITOPiBHSAHO 3 TaMOKCH(EHOM y
3arajbHil MOMYIAIll JOCTigXKEeHHS. 3a pe3yabTaTaMy NOOATKOBOI'0 aHali3y MiArpyny Malli€eHTiB i3
IIO3UTUBHOI0 a00 HEBM3HAYEHO0 MP000I0 HAa eCTPOTeHOBI PeleNTOPY HECKOPUTOBaHe
CITiBBiTHOIIIEHHST PU3UKIB [JIs 3arajibHOl BUXKUBAHOCTI cTaHOBHUIO 0,86 (morapudMiuyHUN paHTOBUMN
Kputepin: p = 0,04262), 1m0 € KJIiHIYHO i CTAaTUCTUYHO 3HAYYIIUM 3MEHIIEHHSIM PU3UKY JIETaIbHOTO
Hacmigky Ha 14 %. Pe3ynbTaTH, OTpUMaHi y JOJaTKOBOMY HOOCTioXKeHHi 3 BUBYEHHS CTaHy KiCTKOBOI
TKAHWHU, CBi4aTh, 1110 3aCTOCYBAaHHS €K3eMEeCTaHy IIPOTATOM 2-3 POKIB ITiC/Is 3aCTOCYBaHHS
TaMOKcU(DeHy TPOTATOM 3-2 POKiB MPU3BENIO A0 36iIbIIeHHS BTPATH KiCTKOBOI MacCH IIifi Yac 1bOTOo
JIiKyBaHHS (CepefnHiil % 3MiHM MiHepanbHOI IiMbHOCTI KicToK (MIIIK) nopiBHAHO 3 TOYaTKOBUM
piBHEM 4Yepe3 36 MiCSAIIiB:

-3,37 (xpeber), -2,96 (cTerHo MOBHICTIO) ITPX 3aCTOCYBaHHI ek3eMecTaHy Ta -1,29 (xpebeT),

-2,02 (cTerHo mMoOBHICTIO) IPHU 3aCTOCYBaHHI TaMoKcudeny). [IpoTe mig KiHelb nepioay micis
JiKyBaHHS TPUBAJICTIO 24 Micsni 3MiHa 3HaueHHs MIIK mopiBHSIHO 3 MOYaTKOBUM pPiBHEM B 000X
rpymax jJiKyBaHHS Oyja MiHiManbHOMO, KiHIleBe 3MeHIIeHHS 3HaueHHsT MIIK y rpymi Tamokcudeny
Oy70 Tpoxu GiNbIIMM M7 BCiX OiNsAHOK (cepenHiit % 3minu MIIIK depes 24 micsii mopiBHIHO 3i
3HAUYEeHHIM Ha I10YaTKOBOMY piBHi: -2,17 (xpebeT), -3,06 (CTeTrHO OBHICTIO) IPX 3aCTOCYBaHHI
ek3eMecTaHy Ta -3,44 (xpeber), -4,15 (CTerHo MoBHiCTI0) IPH 3aCTOCYBaHHI TaMOKCH(eHy).

KinexicTh yCIX IIepesioMiB, 3apeECTPOBAHUX IPOTATOM IIEPIOAIB JIIKYBaHHSA Ta [10HAJIbIIOTO
criocTepexeHHs, 6yyia 3Ha4HO GibIO0 y TPYII TiKyBaHHS €K3eMeCTaHOM MOPIBHSIHO 3 IPYIIO0
nikyBaHHS TaMokcudeHoM (169 (7,3 %) mopiBHsHO 3 122 (5,2 %); p = 0,004), anme He OyI0 BUSIBIEHO
BIIMIHHOCTI Y KIJIBKOCTI IIePEeJIOMiB, 3ape€eCTPOBAHUX AK HACIIIAOK 0CTeOonopo3y. JIiKky8aHHA
NOWUPEH020 PaKy MOAOYHOIL 3d103U.

Y pargoMi30BaHOMY MOPIBHAIBHOMY KOHTPOJIBOBAHOMY KITIHIYHOMY HOCIIIAXKEHHI 3aCTOCYBaHHSA
eK3eMecTaHy B 10060Bii 703i 25 MI TPOAEMOHCTPOBAHO CTATUCTUYHO 3HayyIIe 36inbIIeHHs Iepiony
BUJKMBAHOCTI, Yacy [0 IPOrpeCcyBaHHS 3aXBOPIOBAHHS, Yacy 40 KOHCTATallil BiICyTHOCTI eheKTy
JIIKyBaHHS MOPIBHAHO 31 CTaHZapPTHUM rOPMOHAJIBHUM JIIKYBaHHSAM i3 3aCTOCYBaHHSIM MErecTpOIy
aleTaTy B KiHOK 3 IIOIMUPEHUM PakKOM MOJIOYHOI 3aJI034 y Iepiofl TOCTMeHOIay3u, KUl
nmporpecysas Iicis abo mif yac nikyBaHHS TaMOKCU(EHOM Y SKOCTi afi loBaHTHOI Tepartlii abo B IKOCTi
Teparlil mepImoi NiHil MOUIKPEeHOTO PaKy.

dapmakoKiHemuxka.

Abcopbuis. TTicns mepopaabHOT0 MPUHOMY eK3eMeCTaH IBUIKO abcopOyeThes. [1o3a, 110
IIOTJIMHAETHCA 31 IITYHKOBO-KUIIIKOBOTO TPAKTY, BUCOKa. AOCOJIIOTHOI 6i0/10TiYHOI JOCTYIIHOCTI He
BCTAHOBJIEHO, X04Ya PO3MOBCIOMIXKEHHS ITOBUHHO OyTH 00MeKeHO e(heKTOM IIepPUIOTO IPOXOMKEHHS,
[Ipu opHOpa30BOMY NIPUMOMI 103U 25 MI' CepelHil piBeHb Y IJIa3Mi KPOBi fOCATaE MaKCUMyMy 4epe3
2 roguHu i cTaHoBUTE 18 Hr/Mi. OgHOYACHE 3aCTOCYBaHHSA €K3eMeCTaHy 3 12Kel0 MiIBUIIYE WOro
6iomoctynHicTs Ha 40 %.

Po3nodin. O6’eM posmnopiny ek3eMectany 6e3 KOpekilil Ha IepopasbHy 6i0l0CTYIIHICTh CTAHOBUTD
npu6nusno 20000 1. ®apmMakoKiHeTHKa €eK3eMeCTaHy € JIiHINHOI0, KiHIIeBUY Iepiof HalliBBUBENEHHS
eK3eMeCTaHy CTaHOBUTH 24 TOOWHU. 3B’93yBaHHA 3 GiTKaMu Iy1a3Mu KpoBi cTaHoBUTH 90 % i He
3aJ1eXXuTh Bif KOHIIeHTpalil. Ek3eMecTaH i #10r0 MeTaloliTh He 3B’ A3YIOThCI 3 EPUTPOIIUTAMU.



Ex3eMecTaH He dKYMYJIIOETECA HeHepeI[6a‘-Iy'BaHBHI/IM [IJITXOM ITiC/Is 3aCTOCYBaHHS IIOBTOPHUX O03.

Memaboaiam ma exckpeuis. Ex3emecTad MeTaG0i3yEThCS MIISIXOM OKMCHEHHS METHIIEHOBOI
rpymnu (6) 3a monomoroto i3opepmerTa CYP3A4 ta/abo muisixoM BimHOBIIEHHST 17-KeTOrpymnu 3a
LOIIOMOT 00 aJIbIOKEeTOPEAYKTa3! 3 I0AaJIbIIO KOH oranieto. KitipeHc ek3emMecTaHy CTaHOBUTh
npubnusno 500 51/rox 6e3 Kopekliiii Ha nepopanbHy 6iomocTynHicTs. [lomo iHriOyBaHHS apoMaTasu IIi
MeTaboiT abo HeaKTHBHI, a00 MeHIII aKTHBHI, HiXK II0YaTKOBa CIOJyKa. KibKicTh eK3eMecTaHy, 110
BUTINAETHCA 13 CeUero y He3MiHeHOMY BUTTIAAL, cTaHOBUTH 1 % mo3u. OgHaKoBa KilbKIiCTh
ex3eMecTany (40 %), MiueHoro izotonom "*C, BUAiNANACS i3 cedero Ta KaJoM IPOTATOM THXKHS.

CneuianvHi epynu.

Bik. CyTTeBoi KOpessIlil MiK CHCTEMHOI0 €KCITO3UIIIEI0 eK3eMECTaHy i BiIkOM IMallieHTOK He
crocTepiranocs.

ITauieHmu 3 nopyweHHAM (PYHKUil HUPOK.

Y namieHTiB 3 ypaxXeHHIM HUPOK TSIKKoro ctyneHs (CL, < 30 mMii/xB) piBeHb CUCTEMHOI €KCIIO3UIIil
ek3eMecTaHy OyB BOBiUi BUIIMI IOPiBHSAHO 3i 3MopoBUMU [00poBobLUIMU. bepyun [0 yBaru npodinb
0e3medHOCTi eK3eMecTaHy, KOPUTYBaHHS 003U He TOTpi0OHe. [TayieHmu 3 NopyweHHAM QyHKUil
NeyviHKU.

Y mairieHTiB 3 ypaxKeHHSIM IeYiHKU CepefHbOro abo TSKKOTO CTYIEHS PiBeHb €KCIIO3UIIii
eK3eMeCTaHy y 2-3 pa3u BUIIKY MOPIiBHIHO 3i 3M0poBUMU 106poBOIbLSMU. Bepyun 10 yBaru npodinb
0e3neYHOCTi eK3eMeCTaHy, KOPUTYBaHHS 003U He IOTPibHe.

Kniniuni xapakKTepuCTHKH.
Iloka3aHHA.

Apn’'toBaHTHa Teparisl y XKiHOK 3 iHBa3MBHUM PaKOM MOJIOYHOI 3a/1031 paHHIX CTafli#l i3 MO3UTUBHOIO
1po00I0 Ha eCTPOTEHOBI PEIENITOPH ¥ IIePiof MOCTMEeHOay3HU Micis 2-3 POKiB T04aTKOBOI
af't0BaHTHOI Tepallil TaMOKCHU(EHOM.

JIikyBaHHS MOMMPEHOTO PaKy MOJIOYHOI 3aJ1031 y KiHOK i3 MpHUpORHiM abo iHAyKOBaHUM
TIOCTMEHOIAy3HUM CTATyCOM, Y SIKMX BHUSIBJIEHO IIPOI'PEeCyBaHHS XBOpoOu micis Teparii
aHtuecTtporeHaMmu. He Gyna npomeMoHCTpoBaHa e()eKTHUBHICTD ¥ MAlliEHTOK 3 HETATUBHOIO MP000I0 Ha
€CTPOTEHOBI PELIENITOPH.

IIpomunoka3aHHsA.

ExsemecTtan-Bicta AC npoTunoka3aHuii nallieHTKaM 3 TillepuyTIUBICTIO 0O eK3eMecTaHy abo [0
Oymb-sIKOTO iHIIOr0 KOMIIOHEHTa JIikapchKoro 3acoby. Ek3emecTan-Bicta AC TakoXK IMPOTUIIOKa3aHUAN
XiHKaM y IepeIMeHoOnay3albHOMY mepiofi, XKiHKaM y nepiof BariTHoOCTi abo romyBaHHS TPYOAIO.

B3aemodisn 3 iHwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemoditii.



PesynbTaTu mocmigXKeHs in vitro mokasaiu, I0 el JiKapCchKui 3acib6 MeTaboi3yeThCS il BIIMBOM
muToxpomy P,;, 3A4 (CYP3A4) ta anbnokeTopenykras (IuB. po3nin «dapMakokineTuka») i He OII0Kye
2KomHOTO 3 ocHOBHUX CYP-i30depmenTis. ITig gac KmiHigHOT0 (hapMaKOKIiHETUUYHOTO JOCIiIXKEeHHS
Oy70 BCTaHOBIEHO, 110 cremnudpiyHe iHridyBanHg CYP3A4 KeTOKOHA30JI0M He BIIJINBA€ Ha
(bapMaKOKiHETUKY eK3eMeCTaHy. Y OOCIigKeHHi B3aeMofil 3 pupaMIiuHOM, IOTYKHUM iHAYKTOPOM
CYP450, y mo6oBi#t mo3i 600 Mr Ta pa30Bili [03i eK3eMeCTaHy, 110 CTAHOBUTh 25 Mr, 3HaueHHss AUC
eK3eMecTaHy 3MeHIIUoCch Ha 54 %, a C,,, - Ha 41 %. OCKinbKM KITiHiYHa 3HAYYLIiCTh JaHOL
B3a€EMO[il He BUBUYEHa, OOHOYAaCHE 3aCTOCYBaHHS TaKuX JIiIKapChKUX 3ac00iB K pudaMminms,
IPOTUCYOOMHI 3acobu (Hanmpukiap ¢eHiToiH i kapbama3zemnin) Ta piTompenaparis, 110 MiCTSATh
3Bipo6iit 3BUYaHUM, gKi, gK BigoMo, iHAyKy0Th CYP3A4, MOXKYTh 3HUKYBaTH €)EeKTUBHICTh
nikapcbKoro 3acoby Ex3emecran-Bicta AC.

Exsemecrtan-Bicty AC crif 3acTocoByBaTH 3 00€peXKHICTIO 3 TiKapChbKUMU 3acobaMHu, 110
MeTabomnizyoTbcst CYP3A4 Ta MaioTh BY3bKUI [lianla30H TepaleBTUYHOI Ail. [JoCBifl 0mHOYaCHOTO
KJIIHIYHOT'0 3aCTOCYBaHHS JTikapchbkoro 3aco0y Ex3semectaHn-Bicta AC 3 iHIIMMYU MIPOTUNYXJIMHHUMHI
JIiKapChKUMU 3aco0aMu BifiCyTHil.

ExsemecTtaH-Bicty AC He criff 3aCTOCOBYBaTH 3 JIiKapCbKUMU 3aco0aMu, II10 MiCTSITh €CTPOT€EH,
OCKiJIbKYM IIPY 0OJHOYaCHOMY 3aCTOCYBaHHi 1X (hapMaKoOJIOTidHa [Iis HiBEeTIOEThCS.

Oco06.1ue8ocmi 3acmocyeaHHsi.

Jlikapcekuii 3aci6 Ek3emectan-Bicta AC He ciig mpu3HavaTH XKiHKaM i3 TpeMeHOomay3HUM
€HJOKPUHHUM CTAaTycoM. TOMYy y IPUNHSATHUX KITiHIYHUX BUTTafKaX HEOOXiTHO BCTAaHOBUTH
IIOCTMEHOIIay3HUM CcTaTyC misaxoM ominku piBHA JIT', O®CI' Te ecTpapmiomny.

IIo moyaTKy JiKyBaHHS iHTiOiTOpamMu apoMaTa3u MOTPiOHO MPOBOJUTH OIIIHKY PiBHS 25-Timpokcu
BiTaMiHy D B oprasi3Mi, OCKiIbKM 4aCTO BUHUKAE TAXKKUU AedinuT, 0B’ A3aHUM 3 PaHHIMU CTafdiiMu
paky MojIo4HOi 3a103u. 2KinkaMm 3 gedinutoMm Bitaminy D HeoOXigHO OTPUMYBaTH LOOATKOBO BiTaMiH
D.

Exsemecrtan-Bicty AC criif 3 00epeXHiCTI0 Ipu3HadyaTy MallieHTaM 3 MOPYIIeHHIMU QyHKITN
neviHKy® a0 HUPOK.

Exsemecrtan-Bicta AC € nmikapcbkuM 3aco00M, SKUM CUILHO 3HUXKYE PiBEHb ECTPOTEHIB;
CIIOCTEpiramocst 3MeHIIeHHS MiHepaabHOI IIiITBHOCTI KiCTOK Ta 30ibIIIeHHS YaCTOTH ITePeIoMiB Mmiciis
3aCTOCYBaHHS eK3eMecTaHy (auB. po3min «dapMakogrHaMika»). Ha mo4yaTky af'tl0BaHTHOI Teparril
JiKapCchKUM 3ac000M y XKiHOK, SKi CTpaXKgaioTh Ha 0CTEONOpP03 abo 3 PU3UKOM MOT0 BUHUKHEHHS,
CJIi[ OIIiHMTH MiHepalbHY IIJIbHICT KiCTOK Ha IT0YaTKOBOMY PiBHi, 0a3yI04uCh Ha IIOTOYHUX
KJIIHIYHUX PEKOMEHalligX Ta IpakTUKaX. MiHepaabHy IIiIIBHICTS KICTOK Y IALIEHTIB 3 MIOLMIUPEHUM
3aXBOPIOBaAHHSAM CJIif] OL[IHIOBATH B iIHOUBIAyaIbHOMY MOPSIOKY.

Xoua HEMAa€E AOCTaTHIX JaHWX CTOCOBHO BIINBY Tepallil i yac JiKyBaHHS BTpPATH MiHepaabHOl
IIiTBHOCTI KiCTOK, CIIPUYMHEHO] eK3eMeCTaHOM, He0OXiIHO MMPOBOAUTY MOHITOPUHT CTaHY IMalli€HTiB,
SIKi 3aCTOCOBYIOTH JlikapchKuit 3aci0 Ek3emecran-Bicta AC, Ta po3moydaTy J1iKyBaHHS ab0
IpoGiTaKTUKY OCTEONOPO03Y Y Nalli€HTIB y 30HI PU3HUKY.

Jlikapcekuii 3aci6 Exk3emectan-Bicta AC MoxXe YMHUTH M'SIKY IIPOHOCHY [ifO.

Baoicausa iHgpopmauisa npo 00ONOMINCHI pe4o8UHU.



e nikapchbkuit 3aci6 MicTuTh MeHIre 1 MMoIb (23 Mr)/mo3y HaTpito, TOOTO MPaKTUYHO BiTbHUM Bif
HaTpito.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2py00ro.

Baeimuicmey. KniHivHI gaHi 1000 3aCTOCYBaHHS €K3eMeCTaHy BariTHUM XiHKaM BiICYTHI.
HocrnigXeHHs Ha TBapUHAX [10Ka3aJld PENPOAYKTUBHY TOKCUUYHICTh, TOMY €K3eMeCTaH
IIPOTUIIOKA3aHUU [IJI1 3aCTOCYBaHHS BariTHUM XKiHKaM.

T'odysarHs epydoro. HeBimoMo, 4 MPOHUKAE eK3eMeCTaH y TPyIHe MOJIOKO. JlikapCchKuii 3acib
He CJIi[l 3aCTOCOBYBATU XKiHKaM y Mepiof TomyBaHHS I'PYLAIO.

2XKiHKu y nepumeHonay3aavHomy nepiodi abo KHciHKu penpodykmueHo20 8iKy. JIikap Mae 00r0BOPUTH
HeoOXiIHICTh BiIITOBiMHOI KOHTpaIenIlil 3 XKiHKaMu, sIKi MOXKYTb 3aBariTHITH, a TaKOX i3 KiHKaMu,
SIKi 3HaXOMSThCS Y epuMeHoIay3aJibHoMy ab0 HEeIlogaBHO MePeUIIN y II0CTMeHOIay3aIbHUuN
1epiof, TOKM IX IIOCTMeHOTay3alIbHUM CTaTyC He CTaHe IIOBHICTIO BCTAHOBNIEHUN (OUB. PO3Minu
«IIpoTunoka3aHHs» Ta «OCOOIUBOCTI 3aCTOCYBAHHSI»).

30amuicmb 8niusamu Ha weudKicme peakyii npu KepysaHHi aBmompaHcnopmom abo iHwumu
MexaHiamamu.

[Tig yac 3acToCcyBaHHS JIiIKapChKOT0 3ac00y IOBIgOMIISITIA ITPO COHJIMBICTh, COMHOJIEHIII0, aCTeHiio Ta
3amaMopoyeHHs. [lamieHTaM CIif TOBIiTOMUTH PO Te, 110 B pa3i BUHUKHEHHS [IUX CUMIITOMIB
MOZKJIMBe TIOPYIIeHHS iX (i3nyHUX Ta/ab0 MCUXiYHUX peakiliii, HeoOXimHUX OJIs YIIpaBIIiHHSA
aBToMO00izeM abo iHIMMMH MeXaHi3MaMH.

Cnoci6 3acmocyeaHHs1 ma do3u.

Llopoci, 8 momy Yucai NnauieHMKU AIMHbO20 BIKY.

Ex3emecrtaHn-Bicta AC peKoMeHOy€eThCs puiiMatu 1mo 25 Mr 1 pas Ha mo0y, momeHHo, 6axkaHo mics
igu. Y maIfieHToK i3 pakoM MOJIOYHOI 3aJ1031 Ha PaHHIX CTafdisX JTiKyBaHHS 3a AOMIOMOI00
nikapcbKoro 3aco6y Ex3emecrtan-Bicta AC HeoOXimHO TPOOOBXKYBATH N0 3aBEPIIEHHS I’ ATUPIYHOI
TIOCIiMOBHOI afi' T0OBAHTHOI TOPMOHAILHOI Teparrii (mpomoBxkeHHs Teparii Ek3emectanoM-Bictoo AC
micysa 3aCTOCyBaHHS TaMOKcH(peHy) abo 0 BUHUKHEHHS PElUANBY MIyXINHH.

Y naiieHTOoK i3 MoImMpeHuM pakoM MOJIOYHOI 3a/103H JIiKyBaHHS JlikapChKUM 3aco0oM Exk3emecTaH-
Bicta AC crif IpomoBXKyBaTH, IOKU NIPOrPeCis MyxXJIMHU 0YeBUAHA.

[TamieHTKaM i3 HegocTaTHiCTIO QyHKIII MediHku ab0 HUPOK KOPEKIIis 03U He MOoTpiOHa.

Himu.

Jlikapcbkui 3acib He peKOMEHYEThCS IJIs1 3aCTOCYBAHHS HiTSM.



Ilepedo3yeaHHsi.

Byno npoBefeHo KiIiHIYHI JOCTiIXKEeHHS 3aCTOCYBaHHS €K3eMeCTaHy B pa30Bii [03i 1o 800 Mr y
3mopoBuX NOOPOBOJIBIIIB XKiHOYOI cTaTi Ta B 103i 1o 600 Mr Ha 7o0y B KiHOK y Iepiof IOCTMeHOIay3u
3 IOUIMPEHUM PAaKOM MOJIOYHOI 3aJ103H; [IaHi MOCTiIXKEeHHS CBiTYaTh PO HOOPY IePeHOCUMICTD ITUX
0o3.

Cumnmomu. OgHOpPa30Ba N03a eK3eMeCTaHy, 1110 MOXKe CIIPUYUHUTY IO0SIBY HeOe3MeUHUX IS XKUTTS
CUMIITOMIB, He BCTaHOBJIeHa. B fociigax Ha TBapuHaX JIeTaJIbHICTh PEECTPyBalacs IiCJis BBeIeHHSA
OJTHOPA30BOi ITepopasbHOl N03H, 110 eKBiBameHTHa BignmoBigHOo 2000 i 4000 peKOMeHI0BaHOI TIOICHKOI
03U B MT/M’.

JlixysanHA. CrenuiyHUX aHTUOOTIB IIpY Nepefo3yBaHHi He iCHYE; CJIifi IPOBOOUTYU CUMITOMATUYHE
nikyBaHHS. [loka3aHe 3arajbHe HMigTPUMYyl04e JTiKyBaHHS, Y TOMY YKCIIi YaCTUX MOHITOPHHT
OCHOBHUX MMOKA3HUKIB XKUATTEISIBHOCTI OPraHi3My Ta peTeIbHUM HaTJIbL 3a IMallieHTaMu.

ITo6iuni peakuii.

Ex3emecTaH 3araioM IepeHOCUBCS Ho0pe B YCiX OOCigKeHHSIX IIPU 3aCTOCYyBaHHI 7031

25 Mr/go0y, HeGaxaHi siBUIlla 3a3BUYai Oynu Bif c1aOKOT0 [0 IIOMipHOTO CTYTIEHS TSKKOCTI.
YacToTa MpUNUHEHHS JIiIKyBaHHS yepe3 HeOaxkaHi siBUIlla cTaHOBUIA 7,4 % y MallieHTOK i3
PaKoM MOJIOYHOI 3a/1031 Ha PaHHil CTafill, IKi OTpUMYyBaH afi I0BaHTHY TepaIlliio
€K3eMeCTaHOM ITiC/Isl TOYaTKOBOI afi T0OBAHTHOI Tepalil TaMokcudperoM. HaunommpeHimumu
HeOaXaHUMHU SIBUIIaMu Oynu npunnusy (22 %), aptpanris (18 %) Ta migBuieHa
BTOMJTIOBaHICTh (16 %). HacToTa IpUIIMHEHHS JTiKyBaHHS Yepe3 HeOaXkaHi SBUIla CTAHOBUJIA
2,8 % y 3araibHill IpyIli XBOPUX i3 MOMKUPEHUM PAKOM MOJIOYHOI 3a/I03H.
Haiinouupenimumy HebaxkaHuMU sgBuiiamMu 6ynu npunnusu(14 %) ta aygoTa (12 %).

BinbmmicTs HeGaxkaHUX SBUIL MOXKe OYTH MOSICHEHO HOPMAJTbHUMU (apMaKOJIOTiYHUMU HaCiIKaMu
6710KyBaHHSI €CTPOTeHY (HalpUKJyIaf, IIPUILJIUBY).

[To6iuHi peaxiiil, 3apeecTPOBaHi MPOTATOM KITiHIYHUX HOCTIXKEHb Ta HOCBiy MOCTPEECTPALiHOTO
3aCTOCYBaHHS JIiIKapChKOT0 3ac00y HaBeleHO HUXK4Ye BifIIOBIMHO M0 KJIaCiB CHCTEM OpraHiB Ta
4acTOTH IposBiB. [[0OKa3HMKM YaCTOTH BU3HAYAIOTh HACTYIIHUM YMHOM: AyXKe 4dacTo (= 1/10), gacTo
(Bim = 1/100 mo < 1/10), mewacro (Big = 1/1000 mo < 1/100), pigko (Big = 1/10000 mo < 1/1000),
nyxe pigko (< 1/10000), yactoTa HeBifoMa (He MOXXHA BCTAHOBUTH Ha IiCTaBi HAABHUX JaHUX).

3 6oky cucmemu Kposi ma Aimpamuuxoi cucmemu: TyKe 4acTo - JIeHKOIEeHid ;

4aCTO - TPOMOOLUTOIEHIS ;

4aCTOTa HeBifloMa - 3HUKEHHS KiIbKOCTi JIiMpOnuUTIB .

3 boky imyHHOI cucmemu:

HeyYacTo - rinepyyT/IUBICTh.

MemaboaiuHi ma asimeHmapHi po3aadu:



YacTO - aHOPEKCis.

3 boky ncuxiku:

IyKe 4acTo - Jernpecis, 6e3COHHS.

3 60Ky Hepeosoi cucmemu:

IyKe 9acTo - TOJIOBHUM 0i/lh, 3alIlaMOPOYEHHS;
YacTO - CHHAPOM KapIaJbHOI'0 KaHay, TapecTe3is; pidko - COMHOJIEHIIis.
3 60Ky cyOuH:

IyXke 4acTo - MPUILIUBH.

3 60Ky WAYHKOBO-KUWKOB020 MpaKmy:

IyKe 4acTo - Oinb y KUBOTI, HYOOTa;

yacTo - O/II0BaHHS, fiapes, 3amop, JUCIIENCis.
3 6oky eenamobiniapHoi cucmemu:

[ykKe 4acTo - MigBUILEHI PiBHI meyiHKoBUX GepMeHTIB, nifBuieHi piBHi 6inipyOiHy B KPOBI,
migBHUILEeHi piBHI TykHO1 hocdaTas3u B KPOBi;

PIfIKO - TelaTHT , X0JeCTaTUYHMUI IelaTuT .
3 6oky wkipu ma niOwKipHOi KAIMKOBUHU:
OyZe 4acTo - MiBUIlleHa [IiTIUBICTh;

YacTo - aJIoNellisi, BUCUIIaHHs, KPOIIMB SHKa, CBepOiXkK; PiKo - ToCTpull reHepasi3oBaHuii
eK3aHTEeMAaTO3HH MyCTyIL03 .

3 60Ky 0nNoOpHO-PYX08020 anapamy ma Kicmok:
MyZe 4acTo - 6inb y cyrnobax Ta M’s30B0-CKeNeTHHUI Oifb ;
YacTo - EePEJIOM, OCTEOIIOPO3.

3azanvHi po3aadu ma peakuyii y micui e8e0eHHA: OyxKe 4acTo - 0ifb, MigBUIlleHAa BTOMIIOBAHICT;
4acTo - nepudepuIHu HabPSK, acTeHis.

"Bxroyae apTpariio Ta pifme 6ilb y KiHIIBKaX, 0CTE0apTPUT, Oilb y CIIKHI, apTPUT, MiaJriio Ta
CKYTIiCTh CyTJI00iB.

"V nauieHTiB 3 IOMMPEHNM PaKOM MOJIOYHOI 3aJI031 BUIAAKX TPOMOOIMTOIEHII Ta IeiiKoneHii
peecTpyBanucs pigko. [TepioguuHe 3HUKEHHS KiTbKOCTIi TiM(GOIUTIB CIIOCTEPIranocs NpubInu3Ho y
20 % mauieHTiB, SIKi OTPUMYyBaJIi €K3eMeCTaH, 30KpeMa y MAali€HTIiB 3 y&Ke HasgBHOIO JIiM(DOIEHi€0.
TuM He MeHIIle, cepefHi 3HaUYeHHS KiTbKOCTi JTiM(OIUTIB y KX MaIlieHTiB 3 epebiroM yacy 3Ha4HO
He 3MIiHIOBAJIMCS Ta BiOIIOBIGHOTO MifBUIIEHHS YaCTOTHU BipyCHUX iH(DeKIii He cnocTepiranocs. Lli
eekTH He criocTepiranucs y MalieHTiB, SKi OTpUMyBasH JIIKyBaHHS y HOCTIIKEHHSIX PaKy MOJIOYHOI



3a/103¥1 paHHIX CTafii.

"YacroTa, po3paxoBaHa 3a mpasuioM 3/X.

Y Tabmnuili HUK4Ye HaBeeHO IMOKa3HWKK YaCTOTH IONEePeIHbO BU3HAYEHNX TOOIYHUX peakIlii Ta
3axBOPIOBaHb ¥ MiXKTPyIoBOMY [IOCIIi[IXKEHHI €K3eMeCTaHy y MalliEeHTiB 3 paKOM MOJIOYHOI 3271031
PaHHiX cTafilil, He3aJekHO Biff IPUYMHHOI 3yMOBJIEHOCTI, 3apPEECTPOBAHUX Y MAIiEHTIB, AKi
OTPUMYBAJIM TEPAIi0 OOCTiIXKYBaHUM JIiKapChKUM 3ac000M Ta MPoTsAroM mnepiony mo 30 mHiB michs ii

3aBEPILEHHS.

[ToGiuHi peaxilii Ta 3aXBOPIOBAHHS EK3emecTan Tamoxcuden
(N = 2249) (N = 2279)
[Ipunnusu 491 (21,8 %) 457 (20,1 %)
[TigBHIIeHA BTOMJIIOBAHICTD 367 (16,3 %) 344 (15,1 %)
["ooBHUH 0iNTh 305 (13,6 %) 255 (11,2 %)
be3conns 290 (12,9 %) 204 (9,0 %)
[TigBHIeHA IiTINUBICTD 270 (12,0 %) 242 (10,6 %)
['iIHEeKOJIOTi4Hi 3aXBOPIOBaHHS 235 (10,5 %) 340 (14,9 %)
3amamMopo4YeHHS 224 (10,0 %) 200 (8,8 %)
HypoTta 200 (8,9 %) 208 (9,1 %)
OcTeonopo3s 116 (5,2 %) 66 (2,9 %)
BariHasnbHa KpoBOTEYa 90 (4,0 %) 121 (5,3 %)
[HIMY TEPBUHHUN pPakK 4 (3,6 %) 125 (5,3 %)
BrroBaHHS 02,2 %) 54 (2,4 %)
[TopymeHHS 30py 52,0 %) 53 (2,3 %)
TpomboemOboITist 16 (0,7 %) 2 (1,8 %)
OCTeonopo3Huil IepPenoM 4 (0,6 %) 2 (0,5 %)
[HbapKT MioKapma 3 (0,6 %) 4 (0,2 %)

Y MiXTpynoBOMy AOCTiAKEHH] eK3eMeCTaHy 4acToTa SIBUIL immeMil MioKapha y Tpynax JIiKyBaHHS
eK3eMeCTaHOM Ta TaMOoKcudenoM ctaHoBmia 4,5 % ta 4,2 % BignosigHo. 2KOOHUX 3HAUYIIUX
BigMiHHOCTEM ISl OyOb-IKUX OKPEMUX CEPIIEBO-CYIMHHUX SIBUII, Y TOMY YMCIIi apTepiarbHOI
rineprensii (9,9 % nopiBHsgHO 3 8,4 %), iHbapkTy Miokapaa (0,6 % nopisHsiHO 3 0,2 %) Ta cepleBoi
HepocTaTHOCTI (1,1 % nopiBHsaHO 3 0,7 %) He crocTepiranocs. Y MiKrpynoBoMYy OOCHiAXKeHH]
eK3eMeCTaHy 3aCTOCyBaHHS eK3eMeCTaHy CYIIPOBOAXKYBAJIOCS BUIIOK YaCTOTOO
rinepxonecTepuHeMil TOPIBHSAHO 3 3aCTOCYBaHHSAM TaMOKcudeRy (3,7 % nopisasaHO 3 2,1 %).

B okpemoMy OABIMHOMY CJIIIIOMY PaHIOMi30BaHOMY OOCIIiIXKEHHI cepef XKIiHOK y 1epiof
IIOCTMEHOIIay3u 3 PAaKOM MOJIOYHOI 3aJI03¥ PAHHIX CTafill y IPyIi HU3bKOTO PU3HKY, SKi OTPUMYBaIN
nikyBaHHs ek3eMecTaHoM (N = 73) ab6o mnarebo (N = 73) npoTtsrom 24 micsiliB, 3aCTOCyBaHHS
eK3eMeCTaHy acoLiioBasocs 3i 3HUXKEeHHIM piBHIB xonectepuny JIIIBII] y my1a3Mi KpoBi B cepegHbEOMY
Ha 7-9 % mopiBHAHO 3 migBuIneHHIM Ha 1 % y rpymi mmane6o. TakoXk CIOCTepiranocs 3HUKeHHS
piBHiB anosinonpoTteiny Al Ha 5-6 % y rpymi TiKyBaHHSI €K3eMeCTaHOM IOPIiBHSHO 3i 3HUKEHHSAM Ha
0-2 % y rpymni nmnaue6o. Briue Ha Bci iHII mpoaHasnizoBaHi mapaMeTpu mimigiB (piBHI 3araabHOTO
Xonectepuny, xonectepuny JITTHII, Tpurninepupis, anosinonpoTreiny-B i nimompoTteiny-a) 6yB
aHaJIOTIYHUM Y [BOX I'pynax JiKyBaHHs. KjliHiYHaA 3HAYyILiCTh TAKUX Pe3yJIbTaTiB HEBiIOMa.

Y MiXKTpynoBoMy JOCTiAKeHHI eK3eMeCTaHy BUpa3Ka IITyHKa CIiocTepiranacs 3 Oi/IbII00 4acTOTOIO
y TPYIIi JIiIKyBaHHSI eK3eMeCTaHOM IOPIiBHSHO 3 TPyNoi0 JiKyBaHHS TaMoKcudeHoM (0,7 % MOpiBHSAHO
3 < 0,1 %). BinpmIicTe mami€eHTiB, SKi 3aCTOCOBYBAIA €K3eMeCTaH i Majid BUPa3Ky IIJIyHKa, TaKOXK



OOTHOYAaCHO 3aCTOCOBYBaJIA HeCTGPOiJIHi HpOTI/ISaHaJ'IbHi IpernapaTtu Ta/abo 3aCTOCOBYBaJIu ix paHiH.Ie.

IIogidoMaeHHA npo nido3pro8dHi nobiyHi peakuii.

[ToBimomneHHs mpo mob6iuHi peakilil micis peecTpallii TikapchKoro 3aco0y Ma€ BaXK/IuBe 3HaAYEHHS.
Lle nae 3MOry IPOBOAUTYU MOHITOPUHT CIIIBBiIHOIIEHHS KOPUCTH/PU3UK IIPU 3aCTOCYBaHHI IIbOTO
JIiKapCchKOro 3aco0y. MeguuHUM Ta (apMalleBTUYHUM IIpalliBHUKAM, a TaKOX IallienTaM abo ix
3aKOHHUM ITPeCTaBHUKAM CJIiT IOBiTOMJISITH IIPO YCi BUITAAKHK Mi03PI0BAaHUX MOOIYHUX Peakilii Ta
BimcyTHOCTI epeKTHUBHOCTI iKapchKoro 3aco0y mo [IepKaBHOTO eKcrepTHOro neHTpy MO3 Ykpainu
3a nocunaHHaM: https://aisf.dec.gov.ua/

Tepmin npudamHocmi. 3 POKW.

YMmoBH 30epiranssi.

He noTpe0ye crernianbHux yMoB 30epiranus. 36epiraTy B HeIOCTYIIHOMY [JIs [iTel MicIii.

YnakoBka.

ITo 10 TabmeToxk y GmicTepi; Mo 3 6icTepu y mayili 3 KapTOHY.

Kareropis Bigmycky.

3a perenTom.

BupoOHUK.

Pemenika JITno

Micue3HaxoKeHHsI BUPOOHHKA Ta afipeca Micis MpoBaIXKeHHS HOTr0 Tis/TbHOCTI.

ByJ. AxapHoH, Jlimacon Iugactpian EcteiT, 6ymiBnis 5-TopMOHYU Ta KOPTUKOCTepoinu, Oyxisms 10-
aHTHHEOIIaCTHUYHI Ta iIMyHOMOOYy 004l npenapaty, Jlimacon, 3056, Kimp.



