IHCTPYKUIA
AN MeIMYHOI0 3aCTOCYBaHHS NiKapCbKOro 3acoby
AHACTPO30O/1-BICTA
(ANASTROZOLE-VISTA)

Cknap:

Aitoya peyosmHa: anastrozole;

1 TabneTtka, BKpUTa NiBKOBOK 060/10HKOK0, MICTUTb 1 MI aHacTpo30/1y;

[OMOMI>KHI PEYOBMHU: TAKTO3M MOHOTIPAT; HATPI0 KPOXMa/IbIMIKO/IAT, MOBILOH, MarHito CcTeapar;
makporon (MEI 400)*, rinpomeno3a*, TutaHy giokeng (E 171) *.

* - NONOMDKHI PEYOBUHMU, LLIO BiHOCATLCA 40 NNiBKOBOT 060/10HKM

JlikapcbKa thopma. TabneTku, BKPUTI NTIBKOBOK 060/I0HKOHO.
OCHOBHI (pi3nKO-XiMiYHi BnacTWUBOCTI: 6ini, Kpyrni, ABOONYKNi TabNeTKn, BKPUTI NAIBKOBOK 060/TOHKOH), 3 TUCHEHHAM «ANA> i «1» 3 0fHIET CTOPOHMW.

dapmakoTepaneBTUYHa rpyna. AHTaroHICT rOPMOHIB Ta criopigHeHi 3acobu. IHri6iTopy apomarasu. Kog ATX L02B GO3.

dapmMakosoriyHi BnacTmBoCTI.

PapmakonHamika.

MexaHi3m Aii Ta hapMakoAnMHaMiYHI eheKTH

AHACTPO30/1 € MOTY)XHUM Ta BMCOKOBMOIPKOBMM HECTEPOIAHWM iHTiGITOPOM apomaTasn. Y >XIHOK Yy MoCTMeHonay3alibHOMY Mepiogi ectpafionl B OCHOBHOMY
NPOAYKYETHCA LUNAXOM MEPETBOPEHHS Y MepudepiinHUX TKaHWHaX aHAPOCTEHAIOHY B eCTPOH 3a A0MOMOroH KOMMJeKCy (hepMeHTY apomatasn. ECTpoH pani
NepeTBOPIOETLCA Ha eCTPafion. 3HMKEHHS PIBHSA LMPKY/IHOKYOro ecTpadiony BUSBASE TepaneBTUYHUIA e(IeKT Y XXIHOK, XBOPUX Ha pakK MOJIOYHOI 3a/1031. Y XKIHOK Y
NnocTMeHoMay3a/ibHOMY MepioAi NPUIOM aHacTpo3ony B [060BiA A03i 1 Mr Npu3BOAMB [0 3HWXKEHHS piBHS ecTpagionny Ha 80 %, wo 6yno niaTBepmXeHo
BMCOKOYYT/IMBUM aHaNi TUHHUM TECTOM.

AHaCTPO30/1 He Mae NporecTareHHoT, aHAPOreHHOT abo eCTPOreHHOT akTUBHOCTI.

AHacTpo3on y fo60Bi f03i o 10 Mr He BN/AMBAE Ha CEKPeLit0 KOPTU30/Y Ta a/ibA0CTEPOHY, AKY BUMIpPIOBaSW Mepes i Nicns CTaHAapTHOrO TEeCTY Ha CTUMYSIALIIO
aflpeHoOKOpTMKOTPOMNHOro ropmoHy (AKTT). OTxe, Hemae NOTpebn y 3aMiCHOMY BBELEHHI KOPTUKOCTEPOIfiB.

KniHivyHa eheKTUBHICTb Ta 6e3neka

[MoLmpeHnii pak MONOYHOT 31031

Tepanisa nepLuoi NiHiT 4nd XKIHOK Y NOCTMeHonay3asbHOMY NepioAi 3 NOLUMPEHUM pakoM MOJIOYHOT 3a/1031

[Ba NoABiHMX CAINUX KOHTPONIbOBAHMNX KNiHIYHMX AOCNIMKEHHS 3 No4ioHMM au3aiHoM (gocnigpkeHHs 10331L/0030 Ta gocnimkeHHs 1033IL/0027) npoBognnncs 3
METOH OLiHKN epeKTMBHOCTI aHacTpOo30/y MOPIBHAHO 3 TaMOKCU(EHOM AK MpenapaToM MepLuoi AiHiT Ans fikyBaHHA MiCLeBO-MOLWNPEHOro abo MeTacTaTMyHOro
paKy MOJIOYHOT 3a/1031 3 NO3UTUBHMMU 200 HEBILZOMMMU MOKA3HUKAMK PELIenTopiB TOPMOHIB Y XKIHOK Y MoCcTMeHonay3aibHoMy nepiogi. 3arasiom 1021 nauieHTKy
Oyn0 paHA0MI30BaHO A1 3aCTOCyBaHHS AHACTP0o30/Yy B 03I 1 Mr 1 pa3 Ha 006y abo TaMmoKcugeHy y fo3i 20 Mr 1 pa3 Ha Ao6y. F0N10BHUMY KiHLEBUMW pe3y/ibTaTamu
B 060X AOCNIIKEHHAX Byn Yac O NPOrpecyBaHHsA NyX/INHW, YacToTa 06’ €KTMBHOT Bi4NOBIAI NYX/IMHY Ta 6e3neka.



OuiHKa ronoBHUX KIHLEBMX MOKa3HUKIB gocnimpkeHHs 10331L/0030 npofeMOHCTpyBana, WO aHaCTPo30/1 MaB CTAaTUCTUYHO 3HaYyLLy nepesary Haj TaMOKCU(EHOM
LLLOZ10 Yacy A0 NporpecyBaHHA NyXNnHU (BigHoweHHS pusunkis (BP) 1,42; 95 % posipuwnia iHTepsan (A1) [1,11; 1,82], mefiaHa yacy [0 nporpecyBaHHa 11,1 Ta 5,6
MicAus ANs aHacTpPo30/y i TamoKcuieHy BignosigHo, p = 0,006); yacToTa 06’€KTMBHOI BignoBifdi Nyx/MHWU 6yna OfHAKOBOK A5 aHACTPO30/y Ta TaMOKCU(EHY.
LocnigpkeHHsa 10331L/0027 npofeMOHCTPYBasIo, L0 YacToTa 06’ eKTUBHOT BIAMOBIAI MYX/IMHM Ta Yac 40 MPOrpecyBaHHs NyX/IUHW 419 aHAaCTPO30/1y Ta TaMOKCU(EHY
6ynu nofioHMMK. OLiHKa BTOPUHHUX KIHLEBUX NMOKa3HUKIB MigTBEpAMAa OLIHKY roNI0BHUX KIHLEBUX MOKa3HMKIB e(0eKTUBHOCTI. [LOCUTb HU3bKWIA PiBEHb NETaIbHUX
HacnifKiB y rpynax flikyBaHHA 000X JOCANiAXeHb He [aB 3MOry 3p06UTY BUCHOBKM NMPO BiAMIHHOCTI NOKa3HWKIB 3arasibHOro BMXXNBaHHS.

Tepanisa apyroi NiHii 4nd >KiHOK y NoCTMeHonay3anbHOMY Nnepioi 3 NOLMPEHUM PaKOM MOJIOYHOT 3a/1031

AHACTPO30/1 BMBYABCH Y XOAi ABOX KOHTPO/IbOBaHUX KAIHIYHMX gocnifikeHb (gocnimkeHHs 0004 Ta 0005) 3a y4yacTHO XKIHOK Yy MOCTMeHonay3asibHOMY nepiofdi 3
MOLUNPEHMM PaKOM MOJI0YHOI 3371031,

Y AKMX 3aXBOPHOBAHHSA MPOrpecysaio Micns NikyBaHHSA TaMOKCU(EHOM NOLUMPEHOr0 paky MOJIOYHOT 3a/1031 ab0 paky MOJIOYHOT 3a/103U Ha paHHil cTagii. 3arasom
764 navieHTKn Oynn paH40Mi30BaHi 41 3aCTOCYBaHHSA aHacTpo30/y B 4o3i 1 Mr a6o 10 mMr 1 pa3 Ha goby abo merecTpony auetaty y fo3i 40 mr 4 pa3u Ha fo6y. Yac
[0 MPOrpecyBaHHsA Ta YyacToTa 06’ €KTUBHOI BiAMnoBigi 6y OCHOBHUMYW MOKa3HMKaMM eeKTUBHOCTI. TakoX BU3HaYa/IM YacTOTY BUMaAKIiB MPOIOHroBaHoro (binbLue
24 TWKHIB) CTabifIbHOr0 3aXBOPKOBAHHS, YAaCTOTY NPOrPecyBaHHs Ta 3arajibHe BUXKMBaHHA. B 060X JOCIKEHHSAX 3HAUYLLMX BIAMIHHOCTEN MiDK rpynamu fikyBaHHS
L1040 Oy Ab-AKOro3 napameTpiB ePeKTUBHOCTI BUABNEHO He OY/10.

AL’t0BaHTHe NliKyBaHHA IHBA3MBHOIO paky MO/IOYHOI 3a/1031 3 NMO3UTUBHUMY NOKA3HUKaMW PELLeNnTOPIB TOPMOHIB HA PaHHIX cTagisfx

Y xopi Benmkoro gocnigpkeHHs 11 asm, wo npoBoamnoca 3a yvactio 9366 XiHOK Y NoCTMeHonay3a/ibHOMY nepiogi 3 onepabesibHUM pakoM MOMIOYHOT 3a/103U1, AKUX
NiKyBasiv NPOTAroM 5 pokKiB (AVB. HUXKYe), aHaCTPO30/1 CTAaTUCTUYHO NepeBaXkas TaMOKCU(EH OO0 MOKa3HMKa BMXMBaHHA 6e3 XBOpoou. 3Ha4HO BifbLUi nepesaru
LWOA0 NOKa3HMKAa BWKMBAHHSA 6e3 XBOPOOW CroCTepiranMcA Ha KOPUCTb aHacTPo30/ly MOPIBHAHO 3 TaMOKCU()EHOM Y MPOCMEKTUBHO BM3HAYEHI nonynauii 3
MO3UTMBHUMM MOKA3HNKaMM PELLenTopiB FOPMOHIB.

Tabnuus 1
CymapHa Tabnmus KiHUeBMX NMOKasHUKIB, OTPUMaHUX nif Yac gocnigpkeHHs ATAC:aHani3 nicnsa 3aBepLUeHHS NiKyBaHHS, WO TpMBaio 5 pokis

KinbKicTb BUNagKis (4acToTa)

KiHUeBI MOKa3HNKK

e(heKTUBHOCTI I TT-nonynauis (nonynauis 3rigHo yX/IMHa 3 NO3TUBHMMM
. MoKasHMKaMu peLenTopis
3 NPU3HAYeHNM JliKyBaHHAM) .
FOPMOHIB
AHacTpo3on TamokcueH AHacTpo3on TamokcudeH
(N=3125) (N=3116) (N=2618) (N=2598)
Bu>KnBaHHs 6€3 3aXBOPHOBAHHAR 575 (18,4) 651 (20,9) 424 (16,2) 497 (19,1)
BifHOLEHHSA pyn3nKiB 0,87 0,83
[Bo6iyHNIA 95 % Al 0,78-0,97 0,73-0,94
p-3HaYeHHA 0,0127 0,0049




. . KinbKicTb BUNagKis (4acToTa)
KiHLeBI NOKa3HNKMK
eCpeKTMBHOCTI I TT-nonynswis (nonynsuis srigHo yX/IMHA 3 NOSATUBHMMM
3 NPU3HaYeHNM NiKyBaHHAM) rlokasHinkami peLENToplB
rOPMOHIB
AHacTposon TamokcueH AHacTposon TamokcueH
(N=3125) (N=3116) (N=2618) (N=2598)
Bu>kuBaHIiCcTb 6e3
MeTacTa3syBaHHS 500 (16,0) 530 (17,0) 370 (14,2) 394 (15.2)
3aXBOPHOBAHHAD
BigHOLIEeHHSA pu3KKiB 0,94 0,93
[B06iuHMI 95 % [ 0,83-1,06 0,80-1,07
p-3HaYeHHA 0,2850 0,2838
Yac 10 HacTaHHs peLmamsyc 402(12,9) | 498(16,0) 282(10,8) | 370(14,2)
BifHOLLEHHSA py3nKiB 0,79 0,74
[Bo6iuHNiA 95 % Al 0,70-0,90 0,64-0,87
p-3HaYeHHA 0,0005 0,0002
:Z‘igg;‘:;Ta”“ﬂdpe””ﬂ“By 324 (10,4) 375 (12,0) 226 (8,6) 265 (10,2)
yBaHHSA
BigHOLIeHHsA pu3mMKiB 0,86 0,84
[B06iuHMI 95 % [ 0,74-0,99 0,70-1,00
p-3HaYeHHA 0,0427 0,0559
BOTHYLLE y KOHTpnaTepabHIv 35 (1,1) 59 (1,9) 26 (1,0) 54 (2,1)
MO/IOYHIN 3aN03i
BigHOLIEeHHSA pu3mnKiB 0,59 0,47
[B06iuHMI 95 % [ 0,39-0,89 0,30-0,76
p-3HaYeHHA 0,0131 0,0018
3arasibHa BU>KMBAHICTbE 411(132) | 420(13)5) 296 (11,3) | 301(116)
BifHOLEHHSA py3nKiB 0,97 0,97
[Bo6iyHNiA 95 % Al 0,85-1,12 0,83-1,14
p-3HaYeHHA 0,7142 0,7339

drlokasHMK BWDKMBaHHS Ge3 3aXBOPHOBAHHS BK/OYAE BCi BUMAAKW PeLMAVBIB Ta BM3HAYaETbCA AK MepLUKiA eni3of MICLEBOro pPerioHanbHOro peLuamvsy,
KOHTp/IaTepasibHIIA pak MO/IOUHOT 31031, BiflaneHunii peumans abo neTanbHWi HacnifokK (3 6YAb-AKOTNPUYMHN).

bByKMBaHHS 6Ge3 MeTacTasyBaHHs 3aXBOPIOBAHHS BU3HAYAETLCS SIK MEPLUMIi eNi30f PeLaANBY MeTacTasyBaHHs aGo NeTalbHUi HACIAOK (3 Gy/Ab-KOT MPUUMHM).

CYac no HacTaHHA peLmMaVBy BU3HAYAETLCS SIK NEPLLNIA eni3o MiCLIEBOr0 PerioHaNbHOIO PeLmanBy, KOHTpAaTePabHUIA paK MOMOYHOT 31031, BifdaneHnii peuuams
ab0 netaslbHUIA HACNILOK 3 MPUYMHK paKy MOJIOYHOT 3a/1031.

dyac fo HacTaHHs PeLMAMBY MeTAacTasyBaHHS BU3HAYAETLCA K MEPLUMIA eMi3of PeLManBY MeTAacTasyBaHHs abo NeTanbHWA HACAIOK 3 MPUUMHI PaKY MOMOYHOI



3a103u.

€KinbKicTb (%) NawieHTiB, O NOMEP/IN.

Komb6iHauis aHacTpo30/y Ta TaMOKCU(EHY He NPOAEMOHCTPYBana 6i/bLIoT eq)eKTUBHOCTI NMOPIBHAHO 3 TaMOKCU(EHOM Y BCiX NalieHTIB, a TaKoX Y rpyni nauieHTIB 3
NO3UTMBHUMM NOKa3HUKaMK peLienTopa ropmMoHy. Lis rpyna nikyBaHHs 6yna BuBefeHa 3 AOC/IIKEHHS.

3rilHO 3 OHOB/IEHNUMMW [aHUMW LLOAO MOLASbLLIOTO CrMOCTepeXKeHHs 3 MefiaHoio 10 pokiB, LOBrOCTPOKOBI eEeKTM NiKyBaHHA aHacTpPO30/I0M MOPIBHAHO 3
TaMOKCU(EHOM Y3roKYHTbCA 3 NONepeLHIM aHani30M.

AL’ OBAHTHe NiKyBaHHSA iHBA3WBHOIO paKy MOJIOYHOT 3a/1031 3 NO3UTUBHUMM MOKA3HUKAMW PELENTOPIB FOPMOHY Ha PaHHIX CTafisix Y >XKIHOK, SIKUM 6yna nposefeHa

aj’loBaHTHa Tepanig TamOoKCU{EHOM

Y xopai KniHiyHoro pocnimpkeHHs 111 dasn (Austrian Breast and Colorectal Cancer Study Group [ABCSG] 8), B Akomy 6pann ydacTb 2579 XIHOK Yy
MoCTMeHoMay3a/ibHOMY MepioAi, AKi CTpaXKAannm Ha pak MOJIOYHOI 3a/103M 3 MO3UTUBHMMM MOKa3HMKaMK peLenTopa rOPMOHY Ha paHHIX CTafisx Ta AKum 6yno
NpoBefeHO XipyprivyHe BTpyYaHHs 3 pagioTeparieto abo 6e3 Hel, asie SKMM He NPOoBOAMAM XiMioTepanito (4VB. HXKYE), NMOKAa3HMUKM BUXKUBAHHSA 6e3 3aXBOPIOBaHHS Y
rpyni nauieHTiB, SKi 6y nepeBefeHi Ha aHaCcTPO30/ MNicns 2 POKIB af’toBaHTHOI Tepanii TaMOKCU(EHOM, CTaTUCTUYHO NepeBaXkan TaKi MOKAa3HUKK y rpyni
nawieHTiB, AKi NPOAOBXYBa/IM 3aCTOCOBYBATM TAMOKCUMEH, MICNA nepiofy NoAasbLIOro CnocTepeXeHHs 3 MefiaHow 24 Micauj.

Tabnuus 2
CymapHa Tabnmua KiHUeB1X NokasHUKIB Ta pe3ynbTaTis fgocnigkeHHs ABCSG 8
. . KinbkicTb BUNagkiB (4acTtora)
KiHueBi NoKasHMKM
eheKTUBHOCTI AHacTpo3son TamokcudeH
(N=1297) (N=1282)
Bu>kuBaHIicTb 6e3 65 (5,0) 93 (7.3)
3aXBOPHOBAHHSA
BifHOLEHHSA py3nKiB 0,67
[B0o6iuHwMI 95 % I 0,49-0,92
p-3HaYeHHA 0,014
Yac [0 HacTaHHsA 6yfb-aKoro 36 (2,9) 66 (5.1)
peunansy
BifHOLEHHSA py3nKiB 0,53
[B06iuHMIA 95 % [ 0,35-0,79
p-3HaYeHHA 0,002
Yac [0 HacTaHHA peunamney 22 (1,7) 41(32)
MeTacTasyBaHHA
BifHOLWEHHSA py3nKiB 0,52
[Bo6iyHMin 95 % Al 0,31-0,88
p-3HaYeHHA 0,015




Hoswuii KOHTpraTepanbHuii 7(05) 15 (12)
pakK MO/IOYHOT 3a/1031

BifHOLWEHHSA py3nKiB 0,46

[Bo6iyHMin 95 % [l 0,19-1,13

p-3HaYeHHA 0,090

3ara/ibHa B>KMBaHICTb 43 (3,3) | 45 (3,5)
BifHOLLEHHSA py3nKiB 0,96

[1B0o6iyHMI 95 % I 0,63-1,46

p-3HaYeHHSA 0,840

[pa noganbLui nofibHi gocnimkeHHs (GABG/ARNO 95 1a ITA), B 04HOMY 3 AKUX MNaUiEHTKNU OTPUMYBa/n XipypriyHe NiKyBaHHA Ta XiMmioTepanito, a TakKoX
KoMmObiHOoBaHWiA aHani3 gocnimkeHs ABCSG 8 Ta GABG/ARNO 95 niaTBepKYHOTh i pe3ynibTaTu.

Besneka aHacTpo30/y Yy LMX TPbOX AOCAIMKEHHSX Bignosigana npodinto 6e3neku, Wo 6yB BCTAHOBMEHWIA Y XXIHOK Y NOCTMeHoNay3aslbHOMY MepioAi 3 pakom
MOJIOYHOT 3a/1031 3 MO3UTUBHUMM NOKA3HNKaMM peLenTopa ropMOHY Ha paHHIX CTagisx.

MiHepanbHa WinbHiCTh KicToK (MLLK)

Y pocnimkenHi H1/1V da3n (Study of Anastrozole with the Bisphosphonate Risedronate [SABRE]) 234 XiHKM Yy nocTMeHonay3aibHOMY nepiofi 3 paHHIM pakoMm
MOJIOYHOT 3a/1031 3 NO3UTMBHUMMW MOKa3HMKaMKN PeLenTopiB FOPMOHIB, AKUM M1aHyBasioca Npu3HayYeHHs aHacTpo30/y B 03I 1 mr/go6y, 6ynuv po3nogineHi
Ha rpynun 3 HU3bKMUM, CepeaHiM Ta BUCOKUM PU3MKOM BIAMOBIAHO A0 iCHYHOUYOro Y HUX PU3NKY BUHWKHEHHS OCTEOMOPOTUYHOIO rnepenomMy. "0NoBHMM napaMeTpom
e(heKTUBHOCTI 6yB aHani3 LLiIbHOCTI KiCTKOBOI Macy NornepeKkoBoro BiAfiny xpebTta 3 BUKOPUCTaHHAM cKaHyBaHHS DEXA. Bci nawieHTKn oTpuMmyBanu BiTaMiH D Ta
KanbLiin. MauieHTKn y rpyni 3 HWU3bKUM PU3MKOM OTPUMYBaIM TiNbKW aHacTposon (N = 42), nauieHTKu y rpyni 3i cepefHiM pu3nMKom 6ynu paH4omi3oBaHO
PO3MNOAiNeHI i oTprMyBanM AHaCTPO30/1 NJIKOC pu3eapoHaT y 403 35 Mr oauH pa3 Ha TwkaeHb (N = 77) abo aHacTpo3os nutoc nnauebo (N = 77), nayieHTKn y rpyni 3
BMCOKNM PU3MKOM OTPUMYBa/IN aHACTPO30/ NKC pu3eapoHat y fo3i 35 mr 1 pa3 Ha TvKaeHb (N = 38). [0N10BHUM KiHLEBMM MOKa3HUKOM Oyna 3miHa
LLISILHOCTI KICTKOBOI Macy NMonepeKoBoro Bia4iny xpedrta vepe3 12 MicALiB NOPIBHAHO 3 BUXIAHVM PIBHEM.

OcCHOBHMIN aHani3 yepe3 12 micAuiB NOKasas, WO Y NaUieHTOK i3 cepefHIM Ta BUCOKUM PU3NKOM BUHWKHEHHA OCTEOMOPOTUYHOIO NepesioMy He CrocTepiranocs
3MeHLLEHHS LLiNbHOCTI KICTKOBOI Macu (OLiHIOBanacs MiHepasibHa LUiNbHICTb KiCTKOBOT Macy MOMepeKkoBoro Bigainy xpedTta 3 BUKOPUCTaHHAM CKaHyBaHHA DEXA)
MpPW 3acTOCYyBaHHI aHacTpo301y Yy Ao3i 1 mMr/goby y KombiHauii 3 pusegpoHaTtoMm y fo3i 35 Mr 1 pa3s Ha TwAaeHb. Kpim TOro, sHmxeHHs MLUK, wo He 6yno
CTaTUCTUYHO 3HAYYLLMM, CNOCTepiranocs y rpyni 3 HU3bKMM PU3MKOM NPW 3aCTOCYBaHHI TiNlbKK aHacTpo3ony y Ao3i 1 mr/ao6y. Lli pesynbtaTtu 6ynum BigobpaxeHi B
[0AaTKOBIV 3MiHHIV e(heKTUBHOCTI, 3MiHi 3arasibHoi MLLK cTerHa yepes 12 micsuiB NOPiBHAHO 3 BUXiAHUM PIBHEM.

Lle gocnimkeHHs 0OBOAWTD, WO AOLINILHO PO3rNsAaTi 3aCTOCYBaHHA GichocqoHaTiB Mpy MOXK/UBINA BTPaTi KiCTKOBOT TKAHMHWN B XKIHOK Y NOCTMeHoMay3a/bHOMY
nepiogi 3 pakoM MOJIOYHOT 381031 Ha PaHHIX CTafifX, SKUM MIaHYETbCA NPU3HAYeHHs aHacTPOo30/1y.

dapmakoKiHe TVKa.

BCMOKTYBaHHS

BCMOKTYBaHHS aHaCTPO30/ly € LUBWAKAM, MaKCUMaslbHa KOHLIEHTPaLis Y Nia3mi KpoBi 3a3Buyail A0CAracTbCs NpOTArom 2 roguH (Hatie). Ka AeLio CroBifibHIoE
LUBUAKICTb, a/1e He CTYMiHb BCMOKTYBaHHSA. He3HauHi 3MiHW LUBUAKOCTI BCMOKTYBaHHS He MPU3BOAATL L0 K/TIHIYHO 3HAYYLLOro Br/IMBY Ha PIBHOBAXHI KOHLEHTpaLit
B Nn1a3mi KpoBi MpK 3aCTOCYBaHHI Tab/ieToK aHacTpo30/1y 1 pa3 Ha goby. MNpnoansHo 90-95 % piBHOBAXXHUX KOHLEHTPAL,il aHaCTPO30/1y B NasMi KPoBi
[ocArarnTbCA Nicns 7 AHIB NpuitioMy npenapaty, HaKoMuYeHHs € 3-4-KpaTHUM. Hemae BigoMOCTel Npo 3a1eXHICTb (hapMakKOKIHETUYHMX MapaMeTpiB aHacTpo3ony
Bifl Yacy abo f03Mu.

dapmMaKoKiHETMKA aHACTPO30/1y He 3a/1eXXNTb Bif BiKY XIHOK Y NOCTMeHOoMNay3a/ibHOMY Mepiofi.

Po3nogin




Tinbkn 40 % aHacTpPO30/y 3B’A3YETLCA 3 BiIKamy Niasmu.

BusegeHHs

AHaCTP030/1 BUBOAUTLCA NMOBIMILHO, Nepiog HaniBBMBEAEHHSA 3 Nnasmmn cTaHoBUTb 40-50 roguH.

I>Xa TpOXM CMOBINbHIOE LUBWAKICTb BCMOKTYBAHHS, ane He MOro CTyniHb. AHACTPO30/1 eKCTEHCUBHO MeTabosi3yeThCs B XKIHOK Y MOCTMeHOMNay3abHOMY Mepioji,
MeHLwwe 10 % [03V BMBOAUTLCSA i3 CEeYet0 Yy He3MiHeHOMY BUT/ISAI NPOTAroM 72 roAuH Micns BBeAEHHA [03u npenaparty. MeTabonism aHacTpo30/y 34iCHI0ETLCA
wnsxom N-geankinysaHHs, rigpOKCUIOBAHHA Ta FHOKYPOHi3aLii. MeTaboniT BUBOAATLCA NEPEBXKHO i3 ceyeto. Tprason, OCHOBHWUIA MeTaboniT y nnasmi KpoB.i, He
MPUrHivye apomarasy.

[MopyLeHHS MYHKLLIT HUPOK ab0 NEYiHKW

KOHUeHTpauii aHacTpo3o/ny y nniasmi KpoBi [06POBO/bLIB i3 LMPO30M MeYiHKM Oynn B MeXax fiana3oHy KOHLEHTpauiil, Lo crnocTepiraincs y 340pOBUX
N06POBONbLIB.

KoHUeHTpauii aHacTpo30/y y nnasmi KpPoBi, WO CrocTepiraimncs nijg yac LOBroCTPOKOBMX AOCNIAKEeHb e()eKTUBHOCTI Y MaLieHTIB 3 MOPYLLUEHHAMU (YHKLIT HUPOK,
3HaXoAMINCA y MeXax [ianasoHy KOHLEHTpaLiii aHacTpo30/1y Yy Mna3mi KpoBi, WO CrocTepirannca y nauyieHTiB 6e3 nopylleHb (DYHKLIT HMPOK. 3acToCyBaHHS
aHacTpo30/y nauieHTam i3 TSHXKKUMU NOPYLLUEHHAMU (DYHKLIT HAPOK NOTPebye 06epeXxHOCTI.

KniHIYHI XapaKTepuUCcTUKM.
Noka3aHHA.

- AQfL’10BaHTHe JiKyBaHHS IHBa3WBHOIO pPaKy MOJIOYHOT 3a103M 3 MO3UTMBHUMM MOKasHWKaMy PEeLEenTopiB TFOPMOHIB Ha PaHHIX CTagiax Yy >KIHOK Yy
NocTMeHomnay3aibHOMY nepiofi.

- AL’10BaHTHe NiKyBaHHA [HBA3VWBHOIO pakKy MOJIOYHOT 3a/1031 3 MO3UTMBHMMM MOKA3HUKaMWM pPeLenTopiB FOPMOHIB Ha pPaHHIX CTafiaxX Yy >XIHOK Yy
nocTMeHoMay3asibHOMY MepioAi, AKUM 6y10 NPoBeAEHO af’ toBaHTHY Teparito TaMOKCU(EHOM NPOTAroM 2—3 POKIB.

- NiKyBaHHS NOLLXPEHOr0 pakKy MOIOYHOT 3371031 3 MO3UTUBHIMM NMOKa3HMKaMM PELIENTOPiB FOPMOHIB Y XiHOK Yy NocTMeHomnay3ansHoMy nepiogi.

MpoTurnokasaHHs.
- [Tlepiog BariTHOCTI Ta rofyBaHHs rpyaato.
- Bigoma nigsuieHa vy TMBICTb 40 aHACTPO30/1y abo L0 6yAb-AKOi 3 LOMOMDKHUX PEYOBMH Mpenapary.

OcobnuBi 3axoam 6e3neKun.
ByAb-AKi HEBMKOPUCTaHI NiKapcbKi 3ac061 abo BifX0AM MOBUHHI BYTU YTWUNI30BaHI BiAMOBILAHO A0 MiCLEBUX BUMOT.

B3aemogisi 3 iHLWIMMK NikapcbKMMKM 3ac06amm Ta iHLLi BUAM B3aEMOZIN.

AHacTpo30n in vitro npurHivye gepmeHT CYP 1A2, 2C8/9 Ta 3A4. KniHivHI fOCNiAKEeHHS i3 3aCTOCYBaHHAM aHTUMNIpPUHY Ta Bap(apuHy NpoAeMOHCTPYBa/, LLLO
aHacTpo3on y Ao3i 1 Mr iCTOTHO He NPUrHivye MeTaboniam aHTUNIpUHY i R- Ta S-BapgapuHy. Taki gaHi cBiguaTh, L0 OAHOYACHE 3aCTOCYBaHHS aHaCcTPO30/y 3
IHLIMMM NiKapCbKMMM 3ac06aMmn HaBPSL Y Npr3Bese A0 KiHIYHO 3HaYYLLIMX B3aEMOLiN NikapcbKunx 3acobis, onocepeskoBaHNX epmeHTamu CY P.

depmeHTH, LLIO ONoCcepeKoBYOTb MeTab0o/1i3M aHacTPo30/1y, He 6yNn ifeHTUiIKoBaHI. LinmeTnamH, cnabkuid HecrnieungivHmia iHri6iTop depmeHTiB CY P, He BNiMBae
Ha nnasmMaTuyHi KOHLEeHTpaLii aHacTpo3ony. OaHi Npo BNAMB NOTY>XHUX iHri6iTopi CY P BigCyTHI.

BrBueHHs 6a31 gaHMX LLOA0 6e3neKkun npenapaTy, HaKoNUYeHOoT B XO4i KNiHIYHMX A0CNiAKEHb, He BUSBMIO BiAOMOCTEN NPO KNiHIYHO 3HaYYyLLYy NiKapCbKy B3aEMOAIiH0



y NauieHTOoK, AKi NpuUiMany 04HOYaCHO aHacTpPOo30/ Ta iHLWI npenapaTy, WO 4YacTo Npu3HayatoTbes. Mpo KNIHIYHO 3Hauvylwi B3aemofii 3 GicocdoHaTamy He
MoBiAOMNANOCH.

Cnif, yHMKaTK OfHOYACHOr0 3aCTOCyBaHHS TaMOKcU(eHy abo 3acobiB, WO MICTATb eCTPOreHu, 3 aHaCTPO30/10M, OCKI/IbKW Lie MOXKe NocnabuTtn (apmakonoriyHy
OCTaHHbLOr 0.

Oco61MBOCTI 3aCTOCYBaHHS.

3araibHi

AHacTpo3on-Bicta He cnif 3acTOCOBYBaTM >XiHKaM y npemMeHonaysi. MeHonay3a Mae OyTW NiATBEpAKeHa pesynbTaTaMu 6GiOXiMIYHUX AOCHimKeHb (PiBHI
NIOTETHI3yo4Ooro ropmoHny [J1I1], gonikynoctumyntorodoro ropmoHy [®CIT] Ta/abo ectpagiony) y pasi CyMHIBIB Y MeHonay3a/ibHOMY CTaTyci nauieHTKW. BigcyTHi
[aHi Woao 06r'pyHTYBaHHS 3aCTOCYBaHHSA aHaCTPO30/1y 3 aHasioraMn punisuHr-akTopa NoTeIHI3y4oro ropmony (P®JII).

Cnif, yHMKaT OJHOYACHOr0 3aCTOCYBaHHS TaMOKCW(eHy abo 3aco6iB, L0 MICTATb €CTPOreH, 3 aHacTPO30/10M, OCKIi/IbKM Lie MOXE 3HWU3UTK  (apMakonoriyHy
OCTaHHbLOr 0.

Y XIHOK 3 HasiBHOK iLIEMIYHOK XBOPO6OHD cepusd B xoai gocnipkeHHss ATAC crniocTepiranocs 3poCTaHHA 4acTOTM iLLeMIYHMX CepLEBO-CYAVHHUX MOAiA npu
3acTocyBaHHiI aHacTpo3ony (y 17 % XxBopuX, AKi npuimany aHacTpo3on, i B 10 % xBopux, AKi npuimann TamokcudeH). Heob6XiaHO 3BaXMTU PU3MKK Ta MepeBarm
NiKyBaHHSA aHaCTPO30/10M MaLieHTIB 3 HAABHOO iLLEMIYHOK XBOPO60O cepus (AMB. po3ain «MobivHi peakyii»).

BnanB Ha MiHepaibHY LLLiINbHICTb KICTOK

OCKIi/IbK/ aHaCTPO30/1 3HMXKYE PIBHI LIMPKY/HOKOYOro eCTPOreHy, Lie MOXe MPU3BECTU [0 3HMXKEHHS MiHepPasibHOI LiIbHOCTI KICTOK 3 MOXX/IMBUM 30i/bLUEHHAM
PU3NKY Nepenomy.

Y IHOK, XBOPMX Ha OCTEOMNOpPO3 4M 3 PU3MKOM OCTEOMOopo3y, CAif OLiHIOBAaTV MiHepasibHY LWi/IbHICTb KICTOK 33 AOMOMOroH LeHCUTOMETPIT KICTOK, Hanpuknag,
BUKOPWCTOBYIOUN JBOEHEPreTUUYHY PEHTreHiBCbKY abcopbuiomeTpito (AEXA), Ha mouyaTKy fliKyBaHHS Ta 3 perynspHUMU iHTepBasiaMmun nicna fikyBaHHA. Mpu
HeoOXigHOCTI cfif npu3HayaTy npenapar Ana NikKyBaHHA abo MpogifakTUKM OCTEONnopo3y Ta PeTefilbHO CrocTepiraty 3a CTaHOM MauieHTKU. 3acToCyBaHHA
crneuu@ivyHMX 3acobis, Hanpuknag 6icdocdoHartis, MOXe NPUNUHUTA NOAAILLLY BTPATY MiHepasibHOI LWifIbHOCTI KICTOK, CIPUYMHEHY aHACcTPO30/I0M Y XIHOK Yy
nocTMeHonaysi, TOMy C/if, OLiHUTK AOLiNIbHICTb TAKOr0 3aCTOCYBaHHS.

MopyLueHHs MYHKLLIT NeYiHKK

AHaCTPO301 He AOC/IAKYBaBCA Y MalieHTOK, XBOPUX HAa pakK MOIOYHOT 3a/103M Ta 3 NMOMIPHMMM ab0 THKKUMU MOPYLLUEHHAMU PYHKLIT NeYiHKA. Y NauieHToK i3
MOPYLLEHHAMW (DYHKLLIT NeYiHKM eKCno3uLis aHacTPo30/1y MOXe Oy T 306i/bLLIEHOD; 3aCTOCYBaHHSA aHaCTPO30/1y MaLieHTKaM i3 NOMIPHUMM Ta TSXKKUMU NOPYLLEHHAM
(hYHKLIT neviHkn noTpebye 06epeXKHOCTI. JTiKyBaHHS MOBUHHO 6a3yBaTUCh Ha OLiHLi CMiBBIAHOLLIEHHSA KOPUCTI Ta PU3UKY 415 KOXKHOT OKPEMOT MaLieHTKM.
MNopyLweHHA YHKLLIT HUPOK

AHaCTpO30N He AOCMIMKYBaBCA Y NaUiEHTOK, XBOPUX Ha paK MOJIOYHOT 3a/7103U Ta 3 TSHXKKMMU MOPYLUEHHAMU (DYHKLIT HUPOK. EKCno3uuis aHacTpo3ony He
36iMblyBanaca y MmauieHTOK 3 THXKKUMMU NOPYLUEHHAMU (PYHKUIT HUPOK (LWBUAKICTL Ky6oukoBol qinbTpauii [LLUK®] <30 mn/xB); 3acTOCyBaHHA aHacTpo3o/y
nauieHTKam 3 THKKUMU NOPYLUEHHAMU PYHKLIT HAPOK NOTPebye 06epeXKHOCTI.

ditn

AHacTpo30n-BicTa He NOKa3aHWI A1 3aCTOCYBaHHA AiTAM, OCKINIbKX 414 Liel rpynu nauieHTiB 6e3neka Ta epeKTUBHICTb BCTaHOB/EHI He ByNN.

MigBuLLIEHA YYT/IMBICTb A0 1AKTO3M

MpenapaT MiCTUTbL fakTo3y. lMauieHTKam i3 pPIAKUMWU CMagKoBUMK CTaHaMK, TakKUMW SK HEMepeHOCHMMICTb rafiakTo3W, nakTasHa HefocTaTHICTb Jlanma a6o
MOPYLUEHHS BCMOKTYBaHHS I/II0KO3U-ranakTo3u, He CNif, NpuiMaTy Lei nikapcbkuii 3acio.

3acTocyBaHHs y nepiog BariTHOCTI abo rofyBaHHA rpyaato.



JocnimpkeHHs Ha TBapuHaxX NPOAEMOHCTPYBa/IN PENPOAYKTUBHY TOKCUYHICTD.
[aHi npo 3acTocyBaHHA aHaCTPO30/y BariTHUM XiHKam BiCyTHi. AHacTpo30/-BicTa NpoTMNOKasaHwWia Mifg vac BariTHOCTI.
[JaHi Npo 3acTocyBaHHS aHAaCTPO30/1y B NePio rogyBaHHA rpyaato BigCyTHI, TOMY npenapat NpoTUNoKasaHWi y Leld nepiog,.

PepTUNbLHICTL
Bnnue aHacTpo30/1y Ha PEPTULHICTb NOANHN HE BUBYEHNIA.

34aTHICTb BNAMBATY Ha WBMAKICTb peakLii Nnpy KepyBaHHi aBTOTPaHCNOPTOM abo iHWMMKU MeXaHi3mamu.

AHaCTpO30/ He BMMBaE abo Mae He3HaYHWI BMIMB Ha 34aTHICTb KepyBaTy TPAHCMOPTHUMM 3acobamu Ta NpautoBaTy 3 iHLWMMKU MexaHi3mamu. OgHak 6ynv oTpuMaHi
MOBIJOMNEHHS MPO BUMAAKW acTeHil Ta COHAMBOCTI, MOB’A3aHi 3 MPUIAOMOM aHacTpo3ony. TOMy Chnif AOTPUMYBATMCA OOEPEeXHOCTI Mif Yac KepyBaHHS
TpaHCNOPTHMMK 3aco6aMm abo Po60TU 3 IHLWINMK MeXaHi3MaMK, AKLLLO CMOCTEPIraloTbCA Taki CUMNTOMMN.

Cniocib 3acTocyBaHHA Ta [403W.

AHacTpo3on-BicTa npuiimatoTb NepopasibHo.

PekomMeH0BaHa f03a Ana [0POC/MX, BKAKYaKUM XKIHOK NITHLOMO BiKy, CTaHOBUTL 1 Tabnetky (1 mr) 1 pa3 Ha fo0y.

Mpy iHBa3MBHOMY paKy MOJIOYHOT 3a/103M 3 MO3UTUBHUMM MOKa3HMUKaMW PELEnTOpPiB FOPMOHIB Ha PaHHIX CTagifax Yy >KIHOK Y MOCTMeHonay3abHOMY nepiogi
peKoMeH/oBaHa TPMBaNiCTb af’tOBAHTHOIO eHAOKPVMHHOIO NiKyBaHHSA CTaHOBUTbL 5 pPOKiB.

MopyLueHHs hyHKLIT HUPOK

MayieHTKaM i3 nerkumm abo NOMipHMUMU MOPYLLUEHHAMU (PYHKLIT HUPOK KOPUryBaTu 403y He NOTPi6HO. 3acToCcyBaHHA npenapaTy AHacTpo30/-BicTa nauieHTkam i3
TSXKKMMW NOPYLLEHHAMUN (PYHKLIT HAPOK NOTpebye 06epeXXHOCTI.

MopyLUeHHs YHKLIT NeYiHKu

MayieHTKaM i3 3aXBOPHOBAHHAMM NMEYiHKM NEerkoro CTYMNeHs TSHXKKOCTI KOpUryBaTu 403y He NoTPi6HO. MauieHTKaM i3 NOMipHUMY Ta TSXXKUMW NOPYLUEHHAMMU (YHKLLT
MeyiHKW npenapar cif 3aCTocoByBaTU 3 00EPEXHICTHO.

aiTn.
AHacTpo3on-BicTa He peKOMeHAYETLCA NpU3HAYaTH 4ITAM Yepe3 HeOCTaTHICTb AaHUX NPo 6e3rneKy Ta epeKTUBHICTb.

Nepeno3yBaHHSA.

KniHiuHWiA focBIg BUNaaKOBOro Nepeso3yBaHHA 0OMeXeHWA. Y X04i LOCNifKeHb Ha TBapUHAX aHaCTPO30/1 NMPOLEMOHCTPYBAB HU3bKY rOCTPY TOKCUMYHICTb. i yac
KMIHIYHUX JOCNifXeHb 3aCTOCOBYBa/IM Pi3Hi [03yBaHHSA aHacTpo30/y: 40 60 Mr 04HOPa30BO 340POBMM YO/0BIKaM-406p0oBO/bLUAM Ta A0 10 Mr Ha f00Y XiHKam Y
MOCTMeHONay3a/lbHOMY MepioAi 3 NOLUMPEHVMM PakoOM MOJSIOHMHOT 3a103K; Ui 03u fobpe nepeHocunucs. OfHopas3oBy 03y aHacTpo3ony, L0 NPU3BOAUTL [0
CUMMTOMIB, SIKi 3arPOXKYHOTb XXUTTIO, BCTAHOB/IEHO He By/0. CrieyungiyHOro aHTUAOTY NP Nepefo3yBaHHi He ICHYE, NiKyBaHHSA MOBUHHO OYTW CUMNTOMATUYHUM.
Mpy nikyBaHHI Mepefo3yBaHHA Chif BPax0oBYBaTU MOX/UBICTb TOrO, LIO Kiflbka PeYOBUH OyNM NPUAHATI. AKWO NauieHT He 3HEMPUTOMHIB, MOXHA BUKIUKATK
6n1t0BaHHA. MoXe 6yTU KOPUCHUM fiani3, OCKifIbKM aHaCTPO30/1 HE Ma€e 3Ha4YHOr0 3B’A3yBaHHA 3 NPOTeiHaMU. PeKOMeHAYETLCA 3arasibHe MiATPUMYKOYe NiKyBaHHS,
BK/1HOYAKOUM YACTUIA MOHITOPUHI YXUTTEBMX (DYHKLiNA, Ta peTe/ibHe CNOCTEPEXEHHS 3a NaLieHTOM.

Mo6iuHI peakuii.
Y 1abnuui 3 npeactaBneHo HebaxxaHi peakuii, Lo cnocTepiranncs y Xo4i KniHiYHUX Ta nicnsapeecTpauiiHmx gocnimkeHb abo 6ynun oTpuMaHi y BUrnsAi CNOHTaHHMX
MoBiAOM/IEHb. AKLLO He BKa3aHO iHaKLle, KaTeropii 4actoTn 6y po3paxoBaHi Ha OCHOBI KiNIbKOCTI HebaxXaHMX ABWULL, L0 CMOCTEPIraincs y BeIMKOMY AOCILKEHHI



[11 ha3n 3a yyacTo 9366 XKIHOK Y MOCTMeHoMNay3aibHOMY MepioAi 3 ornepadesibHUM pakoM MOIOYHOT 3a/1031, AKI OTPUMYBA/IM &’ tOBaHTHY Tepariito MPOTArom n’ATu

pokiB (gocnimkeHHa Arimidex, Tamoxifen, Alone or in Combination [ATAC])).

HaBegeHi Hmx4e HeGakaHI peakuil po3nojifieHi 3a 4acTOTOK Ta CUCTeMHO-opraHHuMKn Knacammn (COK). Po3nojineHHs 3a 4acTOTOH MPOBOAMIOCH 3a TakKMMU
KpuTepiamu: gyxe 4acto ( =1/10), yacto (=1/100, <1/10), HeuyacTo (=1/1000, <1/100), piako (=1/10000, <1/1000) Ta Ayxe pigko (<1/10000). HaliyacTiwe
MOBIZOMANANN NPO TaKi HebaKaHi peakwuii: ronoBHWUIA 6iflb, NPUNANBKW, HYLO0TA, BUCUNAHHA, apTpasrid, NOpYLLEHHS PYX/IMBOCTI Y cyrnobax, apTpuT Ta acTeHis.

HebaxaHi peakuii 3a knacamy COK Ta 4yacToToro

Knac cuctemu opraHis YacToTa Mo6iyHi peakuit
MopyLUeHHS 06MiHY PEYOBWH i 4acTo aHopekcis
Xap4yBaHHsA rinepxonecTepuHeMis
HeyacTo rinepkanbLiemMis (3 NigBuULLEHHSAM abo 6e3
NiABVLLEHHS PiBHA NapaTUPEOigHOro rOPMOHY)
3 60Ky HepBOBOI CUCTEMU Ly)Xe 4acTo rONOBHUIA 6iNb
4yacTo COHNUBICTb,

3an’ACTHUIA TYHENbHWUIA CUHAPOM™,
po3naau YyTAMBOCTI (BKNHOYaKOUM NapecTesito,
BTpaTy CMaKy Ta 3MiHVW CMaKOBMX Bif4yTTiB)

3 60Ky CyAMHHOI CUCTEMM [y>Ke 4acTo npunIuBn
MopyLuUeHHs 3 60Ky TpaBHOI Jy>Ke 4yacTo HyaoTa
cUcTeMm
4acTo fiapes,
61t0BaHHSA
3 60Ky renatobiniapHoi CUCTEMU | YacTo NiABWLLEHHS PiBHA NY>HOT hocdaTtasu,

afaHiHamiHoTpaHc(epasm Ta
acrapraraMmiHoTpaHchepasm

HeyacTto NigBULLEHHS piBHA rammMa-I T Ta 6inipy6iHy,
renatut
3 60Ky LLUKipK Ta NigWwKipHOT Lly)Ke 4acTo BUCUMAHHSA
KNITKOBUHY
4acTo CTOHLLIEHHA Boocca (aonewis),
anepriyHi peakuii
HeyacTo KpOnuB’aHKa
pigKo epvTema nosiiMmopdHa,

aHadinakToifgHa peakuis,

LUKIPHMI BaCKYNIT (BK/IOUAKOUM NEBHY KiNbKICTb
NOBIOM/EHb NPO BUMaAKN Nypnypu
LLIeHneiHa—I" eHoxa)* *

Tabnmus 3



LyXe pifko cuHgpom CriseHca—/[I>KOHCOHa,
aHrioHeBPOTUYHUIA HAOPSK
3 60Ky KICTKOBO-M’A30BOI Lly>Ke YacTo apTpanria/nopyLUeHHs pyxMBOCTI B cyrnobax,
CUCTEMMU Ta CMONYYHOT TKAHWUHN apTpwur,
0CTeonopos
4acTo 6inb B KiCTKax,
Mianris
HeyacTo CUHAPOM K/laLako4oro nanbLs
3 6OKY penpoLyKTUBHOT 4acTo CYXIiCTb NiXBMU,
CMCTEMM Ta MOJIOYHOT 3a/1031 BariHajlbHa KpoBoTeya* **
CuCcTeMHi NopyLUEeHHS Ta Ly>XXe 4acTo acTeHis
YCKNaHEHHS Y MICL,i BBE,EHHSA

*YacToTa BUHMKHEHHS 3an’ACTHOIO TYHe/IbHOro CUHAPOMY Oyna 6i/ibLUIOK Y NALEHTOK, AKi OTPUMYBa/IM @aHACTPO30/1 Y X041 KNIHIYHUX AOCNILKEHb, NMOPIBHAHO 3
TaKoK Yy NaLiEHTOK, AKi OTpUMyBanv TaMoKcueH. OfHaK GifblWiCTb UMX BUNALKIB BUHMKaMA Y NaLieHTOK 3 BM3HAYEHUMW (DaKTOpaMu PU3MKY PO3BUTKY LbOro
CTaHy.

**QcKinbkun y gocnigpxkeHHi ATACBMNaAKM WKIPHOro BacKyniTy Ta nypnypu LLeHneliHa—"eHOXa He CnocTepiraincs, 4actoTa X SBULL MOXE BBXATUCA PigKOO
(=0,01 %, <0,1 %) Ha OCHOBI HaMripLIOro 3Ha4eHHs TOUKOBOT OLiHKMN.

***BariHa/ibHi KpPOBOTeYi BUHWK&a/IX 4acTo, B OCHOBHOMY Y Maui€HTOK 3 MOLUMPEHUM PakOM MOJSIOYHOT 3a/103M Mif, Yac NepLumx KisibKOX TUXKHIB MICNsA 3amiHu
rOPMOHa/IbHOT Tepanii Ha JliKyBaHHS aHaCcTPO30/10M. AKLLO KPOBOTEYi MPOAOBXYHTLCSA, CNif NPOBECTU NOAA/bLLE OOCTEXEHHS.

IMig yac Benukoro gocnigpkeHHs Il a3u, nposeaeHOro 3a yyactio 9366 XKIHOK Yy MOCTMeHOoMay3a/ibHOMY Mnepiofi 3 onepabensHUM pakoM MOIOYHOT 3a/103K1, SKi
OTPMMYBaN NiKyBaHHA NPOTSAroM 5 pokiB, iLeMiYHI ABMLLA 3 BOKY CepLeBO-CyAMHHOT CUCTEMM CMOCTepiranvcs YvacTille y nauieHToK, SKi npuilmMany aHacTpo3on,
MOPIBHAHO 3 TUMW, XTO OTPMMYBaB JliKyBaHHS TaMOKCU(EHOM, X04a BiMIHHICTb He Oyna CTaTUCTUYHO 3HadyLlot. CrnocTepexxyBaHa pisHUUA Oyna 3yMoBieHa
nepeBaXkHO NOBILOMEHHAMM NP0 CTEHOKAPAIH0 Ta acovitoBaiacs 3 NiArPYnoro NawieHToK, AKi | paHille CTpaxXaain Ha iLemMivyHy XBopoby cepus.

Y Tabnuui 4 npefcras/ieHa YacToTa nonepeAHbo 3afaHnx HebakaHmx ABuILLY Y xogi gocnimpkeHHs ATAC (nepiof cnocTepeXkeHHs 3 MefiaHor 68 MicALiB) He3aneXHO
Bifl MPUYMH TX BUHUKHEHHSA, WO CMOCTEPIraucs y NauieHTOK, fKi OfepXXyBanv AOCNiAKYBaHy Tepanito, Ta NpoTaroM nepiogy fo 14 fi6 nicnd npunyuHeHHs
NiKYBaHHS.

Tabnuuga 4
MonepeHbO 3afaHi HebaxKaHi aeuwa y gocnimkeHHi ATAC
He6axari sBuLLa AHacTpo3on TamokcugeH
(N=3092) (N=3094)
Mpunnven 1104 (35,7 %) 1264 (40,9 %)
Binb/NopyLUeHHA PyX/IMBOCTI Yy cyriobax 1100 (35,6 %) 911 (29,4 %)
[MopyLUEHHSA HACTPOO 597 (19,3 %) 554 (17,9 %)
CnabkicTb/acTeHis 575 (18,6 %) 544 (17,6 %)
HypoTta Ta 61t0BaHHSA 393 (12,7 %) 384 (12,4 %)




He6akani sBMLL AHacTpo3on TamokcudeH
(N=3092) (N=3094)

Mepenomm 315 (10,2 %) 209 (6,8 %)
Mepenomu xpebTa, cTerHa abo 133 (4,3 %) 91 (2,9 %)
3an’acta/nepenom Konnica
Mepenomu 3an’acta/nepenom Konnica 67 (2,2 %) 50 (1,6 %)
Mepenomm xpebTa 43 (1,4 %) 22 (0,7 %)
Mepenomu cTerHa 28 (0,9 %) 26 (0,8 %)
KartapakTa 182 (5,9 %) 213 (6,9 %)
BariHanbHa KpoBoTeYa 167 (5,4 %) 317 (10,2 %)
IlwemiyHa xBopoba cepus 127 (4,1 %) 104 (3,4 %)
CreHoKapgist 71 (2,3 %) 51 (1,6 %)
IHhapKT MioKapaa 37 (1,2 %) 34 (1,1 %)
3axBOpHOBaHHA KOPOHapHUX apTepiii 25 (0,8 %) 23 (0,7 %)
Iwemis miokapga 22 (0,7 %) 14 (0,5 %)
BariHanibHi BULINEHHA 109 (3,5 %) 408 (13,2 %)
Byab-aKe aBuLLe BEHO3HOI TPOMO0EMOBONIT 87 (2,8 %) 140 (4,5 %)
Tpomboem60nis rMMOOKNX BEH, BK/THOHAOUM 48 (1,6 %) 74 (2,4 %)
emb0/1it0 nereHeBoT apTepii
ILweMiyHi NopyLeHHA MO3KOBOI0 KpoBOOGiry 62 (2,0 %) 88 (2,8 %)
Pak eHO0OMeTpisA 4 (0,2 %) 13 (0,6 %)

Y rpynax aHacTpo30/y Ta TaMOKCU()eHY criocTepirasnacs Taka KisibKicTb nepesiomis: 22 Ha 1000 nauieHTOK-pokiB Ta 15 Ha 1000 nauieHTOK-poKiB BiANoBigHO (nepiof
CMOCTEPeXEHHA 3 MefiaHoK 68 micauis). YacTtoTa nepenomis y rpyni aHacTpo3ony 6yna nogibHa 4o Takol, Wo cnocrepirasaca y nauieHToK BifnoBi4HOMO BiKY Y
nocTMeHonay3saibHOMY nepiogi. Yactota BMnagKis octeornopo3y craHosumna 10,5 % y nauieHTOK, AKUX NiKyBa/M aHacTpo3oioMm, Ta 7,3 % Yy MauieHToK, AKUX
NiKyBa TaMOKCU(EHOM.

He 6yno BCTaHOBNEHO, YW Bifobpaxkae yacToTa NepesioMiB Ta 4vacToTa OCTEONOopo3y, WO crnoctepiranuca y gocnipkeHHi ATAC y nauieHToK, siKi npuimanm
aHacTpo30/1, NPOTEKTOPHNIA epeKT TaMOKCU(EHY, cnelmdiuHniA edeKT aHacTpo3oy abo o6uaBa eekTu.

TepMiH NPMAATHOCTI. 4 POKW.

YMoBW 36epiraHHsA. 36epirati B opuriHa/ibHIN ynakosLi npy TeMnepatypi He BuLLe 25 °C. 36epiratv B He4OCTYNHOMY A1 AiTei MicLi.

YnakoBKa. o 14 TabneTok y 6nicTepi, No 2 61icTepy y KapTOHHI KOpoo6Lii.

KaTteropis Bignycky. 3a peuentom.

Bupo6HUK.



Bupo6HuKK, BI4NOBIAANbHI 3@ MaKyBaHHA Ta BUMYCK Cepil:
CiHToH XicnaHis, C.J1.

abo

CiHToH BB

Micue3HaxoMKeHHS BUPOGHUKaA Ta 1i0ro aipeca MicLs NPOBaIpKeHHS AisiNIbHOCTI.

Byn. K/Kactenno, n°1, CaHT boi e JInobperart, bapcenoHa, 08830, IcnaHis
Mikposer 22, HiinmereH, 6545 CM, HigepnaHam



