BupooHuKk

CiutoH Xicnauis, C.JI.

Micue3HaxoIKeHHsI BHPOOHHKA Ta aJpeca MicIlsi MIPOoBaIXKeHHsI HOI' 0
OistIBPHOCTI.

Byn. K/Kactemnno, n°1, CanT Boi me JIno6perart, Bapcenona, 08830, Icnasis.
Karteropis Bignycky

3a penenTomMm.

YnakoBka

ITo 10 TabneTok y 6iicTepi, mo 3 OicTepu y KapTOHHIM KOPOOIIi.

VYMoBM 30epiranas

30epiratu npu Temnepatypi He Bunle 30 °C B opUTiHaIbHIN YIIAKOBIIi [JIs 3aXUCTY Bif
BOJIOTH Y HEOOCTYIIHOMY AJIs OiTeW MiCIii.

TepMiH npuIaTHOCTI
3 POKH.
IToGiuni epexTn

YacToTy HebOaxkKaHUX peaklill 1eTPo30Jly BU3HaUa/IU IlepeBaXXHOo Ha OCHOBI TaHUX,
OTPUMAaHUX y X0l KJIIHIYHUX OOCIiAXKEHb.

JleTpo3o075 3aranom goOpe MepeHOCUBCS Y BCiX MOCIIIIXXEeHHIX K Tepallis mepuroi i
OpPyTrol JIiHil Tpu MiKyBaHHI MOIMIMPEHOT0 PaKy MOJIOYHOI 3a/I034, IK aji’ IoBaHTHA
Teparlisd pakKy MOJIOYHOI 3a/J1034 Ha paHHIX CTafisx i K po3lirpeHa aj ' loBaHTHa
Teparlis paKy MOJIOYHOI 3a/I034 y XKiHOK, SIKi paHillle ofilepKyBaJjii CTaHOapTHY
al'I0OBaHTHY Teparlriio TaMokcuderHoM. Maitixke B 1/3 mallieHTOK, SIKi TiKyBaJIuCs
JIETPO30JIOM IIPU MeTaCTaTUYHUX i Heoa[ I0OBaHTHUX CTaHax, Npubau3Ho y 75 %
MalieHTiB IIPpU af IOBaHTHOMY IIpU3HaYeHHi (00uOBi rpynu npuiiManu i 1eTpo3o7, i
TaMOKCHU((}eH; MefiaHa IiKyBaJbHOTIO IIepiogy ctaHoBuiaa 60 micsaiiB) i manke y 80 %
MAITiEHTIB ITPU PO3IINPEHiN af t0oBaHTHiNM Teparril (i meTpo3o7, i mnamebdo; MmeniaHa
JIiIKyBaJIbHOTO epiony ctaHoBuia 60 micsIliB) criocTepiranucs 1modidyHi peaxiiil.
Bzarami noGiuHi peakiiii, siki criocTepiranucs, Masau IepeBaxXHo cj1abKui abo moMipHO



BUpaXKeHUM xapakTep i y OinbiocTi BunagkiB 0ynu nmoB’sizaHi 3 gedinuToM
ecTporeHiB. Hattuacrimie y 3BiTax npo KJIiHiYHI HOoCTigKeHHs 3rafyBanucs mobdiuni
peaxiril y BUTISIi IPUIIJIMBIB, TillepxojleCTepuHeMil, apTpasrii, HyoZoTH, IIOCUIEHOT0
IIOTOBUIJIEHHS Ta CTOMJIIOBAHOCTI. [10 BaXKJIMBUX MOOATKOBUX HeOaxKaHUX Peakilii,
110 MOXKYTh PO3BUBATHUCSA Ha (OHI JIIKyBaHHS JI€TPO30JIOM, HajieskaTh TaKi SBUIIIA 3
00Ky OIIOPHO-PYXOBOT'O amapary, SK OCTEONOopPo3 Ta/abo mepenoMu KiCTOK, Ta sIBUIIA 3
OOKYy CeplieBO-CYAMHHOI CUCTEMHU (B TOMY YHCIIi 11lepeOpoBacKyIsApHi Ta
TpoMOoemOotiuHi siBuilla). baraTto nmo6iyHMX SABUI MOXKYTh OyTH 3yMOBJIEHI
NPUPOOHUME (papMaKOIOTIYHMMU HacCligKaMu OediluTy eCTpOoreHiB (HalmpuKiag
MIPUILJINBY, aJIONelliss Y1 BariHaJbHa KpPoBoTeYa). binpimicTh HebaxkaHUX peakKIii
CIIOCTepiraaucs y Nnepiii KijlbKa TUXKHIB JIIKyBaHHS.

[To6iuHi peaxkiiii HaBeOeHi 3a YaCTOTOIO IPOSBY: AyXKe YacTo: > 10 %; yacro: Big > 1
% mo < 10 %; HewacTo: Big > 0,1 % mo < 1 %; pigko: Big > 0,01 % mo < 0,1 %; oyxke
pinko: < 0,01 %; HeBigOMO: YaCTOTy HEMOXKJIMBO OLIIHUTHY 3 HasIBHUX maHuX. HanOinbIm
YacTi peakilil HaBegeHi IepIIuMHU.

Tabmnuisa 1

IHekuil ma iHeasil

Heuacto [H(peKIisT Ce4OBUBIOHUX MITISAXIiB

HosoymeopeHHs, 000pOAKICHI, 3105KiCHI ma Heau3HayveHi (8K/A0UHO 3 KicmamMmu ma
nosainamu)

Heuacto Bine B QUIAHI OYyXJIUHUA 1

3 6oky Kpoei ma aimpamuyHoi cucmemu

HeuacTo JleukomneHisa

3 60Ky iMyHHOI cucmemu

Hesigmomo AHadinakTu4YHa peakilis




3 60Ky mMmemaboai3My ma xapyyeaHHs

Iyxe gacTto

NnepxonectepuHeMis

Yacto

3HUKEHHS allIeTUTy, HigBUILEHHS alleTUTy

IIcuxiyHi nopyweHHA

YacTto

Hemnpecisa

HeuacTto

TpUBOXKHICTH (BKII0YalO4YU HEPBO3HICTH), OIPATiBIUBICTH

3 60Ky Hepsosoi cucmemu

Yacto ['osmoBHUM 6iNtb, 3aTaMOPOYEHHS
CounuBicTb, 6€3COHHS, IIOPYLUIEHHS ITaM’siTi, AU3ecTe3is
Heuacto (BKJTIOUAIOYM ITapecTesilo, rirnecTesil), MOPyIIeHHS CMaKOBUX

BiOIYyTTiB, iIHCY/IbT, 3all’ICTKOBUM TYHEJIbHUU CUHOPOM

3 60Ky opaaHis 30py

Heuacto

KaTapakTa, mogpa3HeHHs o4el, 3aTbMapeHHs 30Py

3 6okKy cepus

YacTto I[Tocunene CepIJ;e6I/ITTH(1)
Taxikappgis, illleMiuHi cepleBi yCKIagHEHHS (B TOMY YHMCIIi
BUHUKHEHHS a00 3aroCTpeHHs CTeHOKap/il, CTeHOKap[is, 1110
HeuacTto

notpebye XipypriuyHoro BTpy4aHHs, iH(papKT MioKaphda Ta
MioKapmianbHa immemis)




CyOuHHI nOpyweHHA

Iyxe gacTto

[Tpunnusu

YacTo ApTepianbHa rinepTreH3sisa
- Tpom6GodnebiT (B ToMmy uucii TpoM60diebiT moBepxHEeBUX Ta
e4acTo
TJINOOKUX BEH)
pi JlereHeBa eM0o0J1isi, apTepianbHu TPOoMOO03, iHGAPKT CyoUuH
imKo

T'OJIOBHOT'O MO3KY

3 60Ky OuxanbHUX Wasaxia, 2pyOHOI KAIMKU ma cepedoCmiHH

HeuacTto

3aguInKa, Kallejiab

3 60Ky WAYHKOBO-KUWKOB020 MpAKmy

YacTto

1

HynoTa, gucnercis -, 3anop, 6i5b B OiNsgHI )KUBOTAa, miapes,

OJII0OBaHHSA

Heuacto

CyxicTb y pOTi, CTOMaTUT 1

3 60Ky nediHKU ma 2co8408UBi0HUX W1sXi8

Heuacto

[TinBuilleHHS PiBHS IMeYiHKOBUX (DEPMEHTIB, Tinepobinipybinemis,
JKOBTSAHUILISA

HeBigomo

l'ematur

3 60Ky wKipu ma nioOwkKipHoi KaimKo8uHu




HyXe gacTto

ITlinBUuIIleHEe IIOTOBUMOIJIEHHS

Aromneniss, BUCUNN (B TOMY YHKCJIi epuTEMaTO3Hi, MaKyJI0nanyjIbo3Hi,

Yacto . . . . .
IICOpiaTU4HI Ta BE3UKYJISIPHI), CYXiCTh IIKipHU
Heuacto CBep0Oixk, KPOIUB’ THKaA
) AHTiOHEBPOTUYHUY HAaOPSK, TOKCUYHUM ellifepMalbHUN HEKPOIIi3,
HesBimomo

MyJIbTU(OPMHa epuTeMa

3 60Ky 0NopHO-pyx08020 anapamy ma cnoaAy4yHoi MKAHUHU

IyXxe gacTto

ApTpanrisa

1

Yacto Mianris, 6inb y KicTKax ~, 0CTe0nopo3, IIePEJIOMU KiCTOK, apTPUT
HeuacTto TerguHIT

Pigko Po3puB cyxoxunns

Hesigmomo CUHOPOM «KJlallaHHS MalabIlsa»

3 60Ky HUPOK ma ceyosudiibHOI cucmemu

Heuacto

[TimBUIlleHHS YaCTOTU CEeYOBUITYCKaHHS

3 60Ky penpodyKmueHOi cucmemu ma MO/A04YHUX 3d/103

YacTto

BarinasnbpHa KpoBOoTeda

Heuacto

BarinanbHi BUOiNIeHHs, BariHalbHa CyXiCTb, Oillb y OiSHIII
MOJIOYHUX 3aJ103




3aezanvHi po3aadu ma peakuii y micui 88e0eHHA

Hy>Xe gacTo BToMmioBaHICTh (BK/IIOYAIOUX aCTEHiI0, HE3OyKaHHS)

YacTto [Tepudepuunuii HaOpAK, Oinb y TPyAsax

I'eHepanizoBaHUM HaOPSK, CYXiCTh CIIM30BUX 000JIOHOK, BiMUyTTS

Heuacto
cIpary, TuxoMaHKa

JlabopamopHi ma iHcmpymeHmMaabHi 00CAIOHCEeHH A

YacTto [TigBUIIIEeHHsI MacH Tijla

Heuacto 3HUXKEHHS MacCH Tijla

1 MoGiuni peakuii Ha aikapcvKuil 3acib, npo AKi nog8i0oMaA510Cs MiAbKU npu

Memacmamu4yHoMmy paky.

[Tpo peski moGiyHi peakilii MOBimOMIISAIOCS 3i 3HAYHO BiAMiHHOIO YaCTOTOIO B YMOBax
am’'toBaHTHOI Teparril. Y Tabnuusgx HUXKYe IIpeAcTaBieHa iHdopMallis Ipo 3HaYyHIi
BiMMiHHOCTI IpU Teparil 1eTPo30JI0M IIOPiBHSIHO 3 MOHOTEpaIlielo TaMOKCU(EeHOM Ta
JIETPO30JI-TaMOKCH(EHOBOIO MOCITiMOBHOIO CXEMOIO JTIKYBaHHS.

Tabnuisa 2

Ap’toBaHTHA Tepalrisi 1eTPO30JIOM ITOPiBHSIHO 3 MOHOTEPAIi€l0 TaMOKCHU(pEHOM:

mobiuHi epeKTH 31 3HAYHO BiIMiHHOIO YaCTOTOIO

JIeTpo30J1, YaCTOTa SBUII] TamokcudeH, YacToTa SBHII]
Hebaxani mobiuHi

peaxiril
N = 2448 N = 2447




Y Oynob-akun Y Oynb-akun
. [Tpotsarom .
[TpoTsirom Yac IIicas i Jac IIicas
. . . ... [JIIKYBAHHS .
JIiKyBaHHS (MefiaHa |paHOoMi3alrii i paHgoMizaririi
. : (meniaHa 5 .
5 pOKiB) (mepniaHa 8 ] (meniaHa 8
. POKiB) .
POKiB) POKiB)
[Iepenom KiCTOK 10,2 % 14,7 % 7,2 % 11,4 %
OcTeomnopo3s 51 % 51 % 2,7 % 2,7 %
TpomMmboemObOomiuHi
P 2.1 % 3,2 % 3,6 % 4,6 %
SIBHIIA
I[ndapkT miokapma |1,0 % 1,7 % 0,5 % 1,1 %
lNnoepnnasia
eHOOMEeTPidA / paK 0,2 % 0,4 % 2,3 % 2,9 %
eHOOMEeTPisA

ITpumimka. ITpoTAarom nikyBaHHS — BKJIIo4a€e 30 OHIB miciIs 3aCTOCYBaHHS OCTAHHBOI
mo3u. Y OyOob-IKUM Y4ac — BKIIIOYAE IIEePiofl ITOOanbIlIor0 CIIOCTEPERKEHHS ITiCIIs
3aKiH4eHHs a00 BiIMiHM OOCIiOKyBaHOTO JIiIKyBaHHS.

Pi3HuIs I'pyHTYETHCS Ha CIIIBBiOHOLIEHH] pu3uKiB Ta 95 % moBipuYux iHTepBasax.
Tabnunsa 3

[TocmigoBHa cxeMa JIiKyBaHHSI IIOPiBHSAHO 3 MOHOTEPAIIi€I0 JIETPO30JI0M: ITOOiuHi
edeKTH 3i 3HaYHO BiOIMiHHOIO YaCTOTOIO

MonoTepanis JleTpo3zon > TamokcudeH >

JIeTPO30JIOM TaMoKcudeH JIeTPO30JI
[ToGiuHi peaxkiril

N = 1535 N = 1527 N = 1541




. 2 POKu — > 3 2 POKu — > 3
5 poKiB
POKU POKU

[IepenoMmu KiCTOK 10,0 % 7,7 %* 9,7 %
[TponidepaTuBHi po3nagu 3

_ 0,7 % 3,4 %** 1,7 %**
00Ky eHToMeTpis
lNmepxonectepuHeMmis 52,5 % 44,2 %* 40,8 %*
['apsi4i IpuUnIuBu 37,6 % 41,7 %** 43,9 %**
BarinanpHa KpoBOoTeUa 6,3 % 9,6 %** 12,7 %**

* 3HaYHO HUXKYe, HiXK IPU MOHOTEpPaIil JeTPO30JI0M.
** 3HauHO OinbIlle, Hi2K ITPU MOHOTEPAIIil JIETPO30JIOM.

ITpumimka. 3BiTHUM IIepiof BKIOYa€ nepion mikyBaHHs abo nepion nmpoTtsarom 30 OHiB
Micyis NPUIIMHEHHS JIIKyBaHHS.

Onuc okpemMux nobivHUX peakuill.

Heb6aocani peakuii 3 60Ky cepu.

[Tig vac ag’roBaHTHOI Tepallil cmocTepiranucs Taki mobiuHi epekTn netpo3omny i
TaMOKCHU(QEHY BiAMOBIAHO (IpY cepedHiil TpuBaiIoCTi nikyBaHHSA 60 MicsiliB matoc 30
OHIB): cCTeHOKapHis, 1o nmotpedye xipypriunoro Brpy4danss (1,0 % mopisasiHO 3 1,0 %);
cepiieBa HegoctaTHICTE (1,1 % mopiBHSAHO 3 0,6 %); apTepianbHa rinepteH3sisa (5,6 %
MMOPiBHSHO 3 5,7 %); YCKIagHEHHS 3 00Ky CYIWH I'OJIOBHOTO MO3KY / TPAH3UTOPHA
imemiuHa ataka (2,1 % nopiBHsHO 3 1,9 %).

[Tig yac po3mnpeHol afi ToBaHTHOI Teparii i3 3aCToCyBaHHSM JIeTPO301y (CepenHs
TPUBAJICTh JIiIKyBaHHSA 5 POKiB) Ta malebo (cepemHs TPUBAJICTh TiKyBaHHS 3 POKH)
BiITIOBigHO cmocTepiramucs Taki mobiyHi epekTH: cTeHOKapHis, 1110 ToTpedye
xipypriunoro Brpy4danHs (0,8 % nopiBusiHO 3 0,6 %); BUHUKHEHHS a00 3arOCTPEHHS
cteHokapmil (1,4 % mopiBusHO 3 1,0 %); iHdapkT Mmiokapaa (1,0 % nmopiBasHO 3 0,7 %);
TpomboeMOoniuHe yckinagHeHHS* (0,9 % mopiBusHO 3 0,3 %); iHCYIbT / TPAH3UTOPHA
imemiuHa ataka* (1,5 % mopiBasgHO 3 0,8 %). fABuIlla, mo3Ha4YeHi *, Maau CTaTUCTUYHO



3HA4yIy BiIMIiHHICTh y OIBOX Ipylax JiKyBaHHS. HebaokaHi peakuyii 3 60Ky onopHo-
pyxog8o20 anapamy.

IMaHi 3 6e31eKu OJIs1 OTIOPHO-PYXOBOTO alapaTy, OTPUMaHi mig 4yac aj’loBaHTHOTO
JIIKyBaHHS, IpPeCcTaBJieHi y Tabnuti 2.

[Tig yac po3mupeHol af’ IoBaHTHOI Tepamnil y 3Ha4YHO OisbInol KiTbKOCTI Malli€HTIB, 110
OTPUMYBAJIH JIiIKyBaHHS JIETPO30JIOM, BUHUKAJIU IIEPEJIOMU KiCTOK ab0 0CTEeoInopo3
(mepenomu kictok 10,4 % Ta octeonopos 12,2 %), MOpiBHAHO 3 MalliEHTaMu 3 TPYIH,
I1I0 OTpuMYyBasa mnanet6o (5,8 % ta 6,4 % BignoBimHo). CepenHs TPUBAIICTh JIIKYBaHHS
i3 3acTOCYBaHHSAM JIETPO30JIy CTAHOBUJIA 5 POKIB, i3 3acTOCyBaHHAM Ijtanebo — 3
POKH.

ITogi0oM1eHHA npo nido3prosaHi nobiuHi peakuii.

[ToBigoMmIieHHS IIPO Mimo3pIoBaHi MoOiuHi peaxiiil micss peecTpaitiii TiKapCcbKOTro
3aco0y € BaxXKJIMBOIO IIpoienypoio. Lle mo3Bosie MpoaoBKyBaTH MOHITOPUHT
CIIiBBiTHOIIEHHS «KOPUCTL/PU3UK» OJIS BiAMOBIMHOIO JIiKapChKOro 3aco0y. MeguyHuM
ImpalliBHUKaM HeoOXigHO IMOBimOMISATH IIPo Oymb-sAKi Mimo3pioBaHi mobiyHi peakirii
yepes JepKaBHY CUCTEMY (hapMaKOHATIsIOy.

Ilepemo3yBaHHs

[ToBigoMIIsIsIOCS PO OKPEMi BUNaAKM IIepeno3yBaHH JieTpo30iy. Crenudigae
JIIKyBaHHS 3 IIPUBOAY NIepeno3yBaHHS HeBiloMe; JIIKyBaHHSA Ma€ OyTu
CHUMIITOMaTUYHUM 1 MiATPUMYyBaJIbHUM.

Cnocid 3acTrocyBaHHs Ta J03H

Ilopocai, y momy yucai nauieHmu AiMHb020 BIiK)).

PexomeHn0OBaHa mo3a J1eTPO30JIy CTaHOBUTH 2,5 Mr 1 pa3 Ha molOy. B ymoBax
an’'toBaHTHOI Ta PO3IUIMPEHO] af IOBaHTHOI Teparlil JIiKyBaHHS JIETPO30JIOM CIIifI
ITPOMIOBKYBATHU MPOTATOM 5 POKiB ab0 OO0 peluanBy NyXJIUHU 3ajIeKHO Bifl TOTO, 1110
HacTaHe paHiie.

XBopuM i3 MeTacTa3aMM Tepalliio JikapcbkuM 3acobom Jletpoz3on-Bicta AC crin
MIPOOOBXKYBaTHU OOTH, JOKHU O3HAKU IIPOTPeCyBaHHS 3aXBOPIOBAHHS HE CTaHYTh
O4YEeBUOHUMHU.

B ymoBax afi’toBaHTHOI Tepalril C/Iifi TaKOXK PO3TJISTHYTU MOKJIMBICTh MOCITiHOBHOI
CXeMH JIiKyBaHHSI (JIETPO30JI ITPOTATOM 2 POKiB, ITOTIiM TaMOKCHU(EH ITPOTATOM 3
POKIiB).



B ymoBax Heoa[ ' r0oBaHTHOI Teparil JIIKyBaHHS JIETPO30JIOM CJIiZl IPOJOBXKYyBaTH Bif 4
0O 8 MICALIB 3 METOI BCTAHOBJIEHHS OIITUMAaJIbHOIO 3MEHIIEHHS IIyXJIMHU. K10
BITIOBIOL Ha JIIKYBAHHSA He € OOCTaTHHOIO, JIIKyBaHHS JIETPO30JIOM CJIi[ IPUIUHUTHU Ta
3arIaHyBaTHU XipypriyHe BTpy4YaHHS Ta/abo iHIII BapiaHTHU JIiIKyBaHHS, SKi CIIif
00TrOBOPUTH 3 MaIliEHTOM. [IJI MaIliEHTOK JIiITHBOTO BiKy KOPEKIIisl JO3HU JIiIKapChKOTO
3aco0y He mmoTpibHa.

ITauieHmku 3 nopyweHHsaMU PYyHKUIU nevyiHKu ma/abo HUPOK.

Kopexkitiist mo3u nikapckkoro 3aco0y JleTpo3on-Bicta AC mis nmaiieHTiB 3 HUPKOBOIO
HEeIOOCTaTHICTIO 3 KjIipeHcoM KpeaTuHiHy = 10 mi/xB He nmoTpibHa. [llomo BumankiB
HUPKOBOI HEJOCTATHOCTI 3 KJIipeHCOM KpeaTuHiHYy HUXK4e 10 MJI/XB gaHi 0OMeXkKeHi.

Kopekuist mo3u nikapcbkoro 3aco0y JleTpo3on-Bicta AC gns maui€HTiB 3 Te4iHKOBOIO
HeIOOCTaTHICTIO BiJl IeTKOTo A0 moMipHoro ctyneHs (kKinac A abo B 3a mkanoro Yatinma-
IT'10) He noTpibHa. [Iomo BUMTAOKiB MeYiHKOBOI HEOOCTATHOCTI TSIXKKOT'O CTyIIeHs (KJac
C 3a mkanorw Yawnga-I1'10) maHi oOMezkeHi. [1amieHTH 3 Ie4iHKOBOIO HEIOCTATHICTIO
TSKKOTO cTyrneHs (kKinac C 3a mkanow Yarnnga-I1'10) moTpedyioTh peTeIbHOTO
Hariasagy.

Cnocib 3acmocy8aHHs.

JleTrpo3on-Bicta AC crifg npuiiMaTy IIepopajJbHO He3aJIe’KHO Biff BAKUBAHHS 1XKi,
OCKIiJIbKHM 13Ka He BIUIMBA€E Ha CTyHiHb abcopOirii JlikapchbKoro 3acoly.

[Iponyiieny mo3y CIIifg OPUUHATU OOpa3sy, sSK TiJIbKM MallieHTKa 3ragac npo 1e. OgHak,
SIKIIIO TIAIliEHTKa 3rafa€ Mpo Ile He3aJ0BIo A0 NIPUMOMY HACTYITHOIL Jo3u (3a 2—3
TOAWHM), IPONYIIEHY 003y He CIIif IpuiMaTu Ta IPUUHATU HaCTyIHY A03Y 3TiOHO 3
rpadikomM. He crig mpuiMaTyé MOABIMHY M03Y, OCKITbKY IIPU ITpUKoMi mo60BO1 1034,
BHUIIIO1 Bil peKOMEHI0BaHOl 2,5 MT, CIIOCTepirasnacs CUCTeEMHa €KCIIO3UIlis, BUIIla Bif
MIPOMHOPIIINHOL.

Iimu.

JlikapcbKui 3acib He TpU3HaAYEeHUM OJIsI 3aCTOCYBaHHS OiTsaM. besmneka Ta
e(peKTUBHICTD JTiKyBaHHS JIETPO30JIOM HiTel (BikoM mo 18 poKiB) He BCTaHOBJIEHI.
HasiBHI maHi oOMexkeHi, TOMy HEMOXXJTMUBO PO3POOUTH PeKOMeHOallil CTOCOBHO
OO3yBaHHI.

Oco006/1MBOCTi 1010 3aCTOCYBaHHSI

ITopyweHHsA ¢pyHKUIT HUDOK.



HeMmae gaHux m1ogo 3aCTOCyBaHHS JIETPO30IIY OJI JIIKyBaHHS IAILlIEHTOK 3 KIIipEeHCOM
KpeaTuHiHny < 10 m/xB. [Tepen nmpusHavYeHHSIM JIiKapChKOT0 3aCO00y TaKUM
NalieHTKaM CJIil 3BaXKUTH IIOTEHI[IMHUYU PU3UK 1 OUiKyBaHUU e(PEKT JIiKyBaHHS.

XosecmepuH.

Crig po3rasgsHyTHU OOLUIBHICThE IPOBEAEHHS MOHITOPUHTY PiBHS XOJIECTEPUHY Y
CUPOBATL KPOBi. Y X0l OOCHiAXKEeHHS 13 3aCTOCYyBaHHAM afl'I0OBAaHTHOT' O JIIKyBaHHS
MIOBIOOMIIAATIOCS PO rinepxoyiecTepureMioo y 52,3 % nallieHTis, 110 3aCTOCOBYBaIu
J1eTpo30J1, Ta 'y 28,6 % mallieHTiB, III0 3aCTOCOBYBaIM TaMOKCHU(]EH (3a KpuTepiamMu
OLIIHKM CTyIeHs TAXKKOCTiI mobiunux peaxkiin — CTC). IToBigomisinocs mpo
rinepxonectepuHeMmiio 3-4 cryness y 0,4 % maiieHTiB y rpymi jsetpo3ony tay 0,1 %
nalieHTiB y rpyni TaMokcudeny. KpiMm Toro, npu apg’ioBaHTHIU Teparril 30ibIIEeHHS =
1,5 x BMH (BepxHS MeKa HOPMHM) 3arajbHOT0 XOJIECTEPUHY (SIK ITPaBUJIO, HE HATIIE)
CIIOCTepirasocs ceper Ialli€HTiB, SKUM 3aCTOCOBYBaJId MOHOTEpPAIIO 1 AKi Masu
IIOYaTKOBUU PiBEHBb 3arajibHOI0 XOJIECTEPUHY B CUPOBATIII KPOBi B MexKaxX HOPMU
(TobTo = 1,5 x BMH), y 151/1843 (8,2 %) B rpymi netrpo3omny npotu 57/1840 (3,2 %) B
rpyni TaMokcudeHy. 3acToCyBaHHS TiloOninigeMigyHUX JTiIKapChKUX 3ac00iB OyJIi0
HeoOximHo 25 % mallieHTiB, SKMM 3aCTOCOBYBaIH JIETPO30J1, Ta 16 % mallieHTiB, SKUM
3aCTOCOBYBaJId TaMOKCHU(EH.

IMTopyweHHA ¢pyHKUII neyiHKU.

Y narieHTiB 3 TSI2KKOIO IEe4YiHKOBOIO HegocTaTHicTIO (Kimac C 3a mikasnoio Yannga-I1'10)
CHUCTeMHa eKCIIO3UIlif Ta Yac HalliBBUBEAEHHS JI€TPO30/1y MIPUOJIM3HO BABiUi MOBIINH,
HiXK y 300poBO1 TIoAuHU. Taki XBopi mOoTpeOyioTh OiNbIll yBaKHOTO CIIOCTEPEXKEHHH.

Bnaus Ha Kicmku.

Ockinbku Jletpo3os-Bicta AC € IOTyKHUM JIiKapChbKUM 3aC000M, 1110 3HUKYE
KOHIIEHTPAIlil0 eCTPOTEHIB, i Yac aj'I0BaHTHOl Ta PO3IINPEHO] af I0BAHTHOI Teparril
y XKIHOK 3 0CTEOIIOpPO30M Ta/abo IepeioMaMy B aHaMHe31 YU TUX, XTO Ma€
MTiABUIIEHUN PU3UK PO3BUTKY OCTEOIIOPO3Y, HEOOXiAHO OIliHIOBATU MiHEepaIbHY
IIiITBHICTh KiCTKOBOI TKAHWHU [0 TOYaTKY JIIKyBaHHS, IPOTATOM JIiIKyBaHHS Ta MiCls
3aBepIIeHHS JIIKyBaHHS JIeTPO30JI0M. B yMOBax af’toBaHTHOT'O JIIKyBaHHS TaKOXK CIIif
PO3rnsigaTH MOXKJIMBICTh 3aCTOCYBaHHS CXE€MHM IIOCJIiMOBHOI Teparril (JIeTpo30J1
MIPOTSTOM 2 POKIiB 3 MOAaIbIINM IePeXoqoM Ha IIPUNOM TaMOKCU(EHY IIPOTATOM

3 POKiB) 3ayiekHO Bim npodinio 6e3meKku mallieHTKH.

TeHOUHIM ma po3pu8 CyXOHCUAAAL.

Moxxe BUHUKHYTH (pPifKO) TEHOUHIT Ta po3puB CyxoxXkunnsga. HeoOxigHe peTenbHe
00CTeKeHHS MalliEHTOK Ta 3aCTOCYBaHHS BiIMOBiOHMUX 3aXOMdiB (HAIpHUKIIa[,
iMMoOOimnizallist) st ypaxKeHoro CyX0XUJIIsa y pa3i moTpebu (muB. po3nin «ITobiuHi



peaxkiii»).
MeHonaysHuu cmamyc.

Y nailieHToK 3 He3’sICOBaHUM MEHOIIay3HUM CTaTyCOM HeOOXiTHO A0 mo4YaTKy
3acTOCyBaHHS JIiKapchKkoro 3acoby Jlerpo3on-Bicta AC BU3HAYUTH PiBHI
moTeiHisyiodoro ropmony (JIT'), domikynoctumymniorogoro ropmony (®CI') ta/abo
ectpapiony. I[IpuiitmaTtu JleTpo3on-Bicta AC mMoBUHHI TiJIbKU XKIHKHU 3
IIOCTMEHOIIay3HUM €HIOKPUHHUM CTaTyCOM.

ITopyweHHs 1abopamopHuUX NOKA3HUKIB.

I10303as1e’kHOT0 BIJIMBY JIETPO30J1y Ha OyOb-siKi remaTosoriuti abo 6ioximMiuHi
IIOKAa3HUKU He crocTepiranocs. [TomipHi 3MeHIIeHHS KiTbKOCTi TiMQOIIUTIB,
HEeBU3HAYEHOI'0 KJIIHIYHOTO 3HaYeHH4, CIIOCTEPIraiuCs y OesIKUX Ialll€eHTIB, 110
3aCTOCOBYBAIX I€TPO30 ¥ mo3i 2,5 Mr. Take 3HUKEHHS KiJIbKOCTi T1iMQOIIuTiB Maso
TPaH3UTOPHUMN XapaKTep MPUOJIM3HO yV IOJIOBUHU MAIiE€HTIB, 1110 3a3HaJIX BIJIUBY. Y
OBOX MAITiEHTIB 110 3aCTOCOBYBAJIM JIETPO30JI, PO3BUHYJIACh TPOMOOITUTOIIEHIST; 3B’ 130K
i3 mocnimXXyBaHUM IIpenapaToM He OyB 3’sscoBaHMM. Buxif mallieHTiB i3 moCHigKeHHS
yepe3 MOPYIIeHHs TabopaTOPHUX MOKAa3HUKIB, 110 OyJiM MOB’si3aHi i3 3aCTOCYBaHHSAM
JIiIKapCchKOTO 3aco0y, uu Hi, OyB pimKuM.

IHwi 3acmepediceHHA.

Cmig yHUKaTH OOHOYaCHOTO 3acTocyBaHHS JleTpo3omny-Bicta AC i Tamokcudeny,
iHIIIMX aHTArOHICTiB eCTPOTeHiB YN eCTPOTeHOBMiCHUX JTiIKapChKUX 3aC00iB, OCKiTbKU
IIi peYOBUHM MOXKYTh HiBeII0OBaTU (papMaKOJIOTiYHY Hif0 1eTPO301y.

Baotcauea iHgpopmauis npo OONOMIidHCHI pedoBUHU.

Ockinbku TabneTKu MiCTATH J1aKTo3y, JIeTpo3osn-Bicta AC He peKOMEHOYETHCSA
MalieHTKaM 3 TaKUMHU PiAKiCHUMU CIaJKOBUMM IpobjieMaMH, SIK HEIIEPEeHOCUMICTh
rajlakTo3H, Ts2KKa JJaKTa3Ha HeJoCTaTHICTh ab0o MarbabCcopOIlis III0KO3U-TaIaKTO3M.

3acmocysaHHsA y nepiod sazimHocmi abo 200y8aHHs 2py0010.

2KiHKU Yy nepumMeHonay3HomMy cmaHi abo HCiHKU penpoOyKMuBHO20 BiKYV.

Jletpo3on-Bicta AC cifg 3aCTOCOBYBaTH JIMIIE XKiHKaM 3 YiTKO BU3HAYEHUM
IIOCTMEHOIIay3HUM CTaTyCOM. € MOCTMapKETHUHI OB ITOBIIOMJIEHHS ITPO CIIOHTaHHI
abopTtu abo BpomKeHi aHOMAaJlil y HOBOHAPOAXKEHUX, MaTePi AKUX IIpUManu
seTpo30l. Ilig yac j1iKkyBaHHS JIETPO30JI0M, HE3BaXkKal04UM Ha YiTKO BU3HAYEHUU
ITOCTMEHOIIay3HUM CTaTyC Ha IT0YaTKYy JIiKyBaHHS, JTiKapio CJIif 3a HeoOXimHOCTI
0OTOBOPUTH 3 IAlliEHTOM BiNIIOBiHI 3aX0Ou KOHTPAIIEMIIil.



BaeimHicmb.

Bigomo 1po ImooanHOKiI BUIaAKM BPOIXKeHUX nedeKTiB (ITUTTSI cTaTeBUX ryd, craTesi
OpraHu NPOMIiKHOTO THUITY).

JleTpo3zon-Bicta AC MOXXe BUKJIIMKATU BPOIXKEHI BaJgyu PO3BUTKY IIPU 3aCTOCYBaHHI Iif
4ac BariTHOCTI. [oCiaKeHHs Ha TBapUHaXxX IIPOAEMOHCTPYBaJId PEIPOOYKTUBHY
TOKCHUYHICTh. 3aCTOCYBaHHS JIiKapchKoro 3acody JleTpo3omn-Bicta AC mimg gac
BariTHOCTI IIpoTHUIIOKa3aHe. [ 00y8aHHA 2py00io.

HeBimoMo, uu IIpOHUKAE JIETPO30JI Ta MOTr0 MeTabOoIiTH Y TPyaAHE MOJIOKO.
HeMOXK/IUBO BUKIIOYUTHU PU3HUK OJIsI HOBOHAPOAKEHUX/HEMOBIIAT IIif] Yac TOgyBaHHS
rpynnio. 3acToCyBaHHS JTiKapchKoro 3aco0y JleTpo3on-Bicta AC mipg yac rogyBaHHS
rpyOnio NpoTUIIOKa3aHe.

depmusibHIiCMb.

dapMakoJioTiyHa Hisi JIETPO30J/1y OB’ si3aHa 3i 3HMKEHHSIM BUPOOJIEHHSI €CTPOTEHY
IIIJIIXOM iHTiOyBaHHSI apoMaTas3u. Y XKiHOK y Iepiof mepen MeHOoIlay3010 iHriOyBaHHSA
CUHTE3y eCTPOTEeHY IIPU3BOOUTH A0 3BOPOTHOI Peakliil MigBUINIEHHS PiBHIB
roHagotpomniny (JII', ®CT’). Y cBow depry, nigsuilieHHs piBHIB ®CI' cTUMYIIIO€ PiCT
($oiKyiB Ta MOXKe BUKJIMKATU OBYJISLIIIO.

30amHicmb enausamu Ha weudKicmb peakuii npu KepysaHHi aemompaHcnopmom abo
[HWuUMuU mMexaHiamamu.

JleTpo3zon-Bicta AC Mmae He3HAaYHUM BIIJIUB Ha 3[1aTHICTh KepyBaTu aBTOTPAHCIOPTOM
Ta IIpanwBaTy 3 MexaHidaMaMu. OCKIJIBKY ITiJ] YaCc 3aCTOCYBaHHSA JIETPO30JIY
CIIOCTepiraaucs BTOMJIIOBAHICTh Ta 3allaMOPOY€EHHS, a TAKOXK Yy PiAKiCHMX BHUIIagKax
ITOBiTOMJISIJIOCSI TIPO COHJIMBICTH, PEKOMEHIOYETHCS OyTH 00epPeKHUM IIif Yac
KepyBaHHS aBTOTPAaHCIOPTOM abo poOOTH 3 iHIIUMU MeXaHi3MaMHu.

ITporunoka3aHHs

[TigBulleHa YyTJIMBICTh OO Ail0YOl pe4OBHUHU ab0 A0 OyAb-AKOI 3 HOIIOMiXKHUX
PEYOBUH.

[lepegMeHoOnay3HUY €HOOKPUHHUM CTATyC.
BariTHicTs.

l'opyBaHHA rpynato.
PenponyKTuBHUM BiK MalLliEHTKH.



B3aemonisi 3 iHIIIMMH JIiKapCHKHMH 3aC00aMu Ta
iHmi Bunou B3aemMmomnii

MeTabo01i3M JIeTPO30JIy YaCTKOBO BimOyBa€eThcs 3a yuyacTio CYP2A6 ta CYP3A4.
TakuM YMHOM, Ha CUCTEMHE BUBEIEHHS JIETPO30JIY MOXKYTh BIJIUBATH JIiIKapChKi
3acobu, sKi BrmuBaloTh Ha pepMmernTr CYP3A4 i CYP2A6. OueBuaHO, MeTabo1iaM
JIETPO30JIy Ma€ HU3bKY CropigHeHiCcTh i3 CYP3A4, oCKinbKH 1iel pepMeHT He
HaCHUYYETHCS IPHU KOHIIeHTpalisax, y 150 pasiB OinbInx, HizK KOHIIEHTpPAIlil JIETPO30JTy,
II10 CIIOCTEPIraroThCA y IJIa3Mi KPOBL y IIepiof pIBHOBAXXHOTO CTaHy 3a TUIIOBUX
KJIIHIYHUX YMOB.

Ha choropgHi KiiHiYHUM OOCBi 3aCTOCYBaHHS JIETPO30JIy B KOMOiHallil 3 eCTporeHaMu
abo iHIIMMU TPOTUPAKOBUMM IIpenapaTaMu, KpiM TaMOoKcudeHy, BiiCyTHil.
TamoxkcudeH, iHIIII aHTHEeCTPOTreHHi JIikapCchbKi 3acob6u ab0 eCTPOTreHOBMIiCHI TiKapCchKi
3acobu MOXKYTh HiBemOBaTU (papMaKoJIOTiuHY fAifo meTpo3oiny. KpiM Toro, moBemeHo,
III0 Y Pa3i 04HOYaCHOTO0 3aCTOCYBaHHS TaMOKCHU(EHY i IeTPO30J1y CYTTEBO
3HUIKYIOTBHCS MJIa3MOBi KOHIIEHTpaIlil 1eTpo3ony. Ciig YHUKAaTh OOHOYAaCHOT O
3aCTOCYBaHHS JI€TPO30J1y 3 TaMOKCU(EeHOM, iHIITMMM aHTaroHiCTaMu eCTPOTeHiB abo
eCTpOreHaMHU.

JIikapcoki 3acobu, siKi Moacyms nidsuuiygamu KOHUeHmMpauii 1empo301y 8
cupoesamuyi kposi. Iuri6itTopu aktTuBHOCTi CYP3A4 i CYP2A6 MOXKYTh 3HUXKYBATH
MeTabo0JIi3M JIeTPOo30J1y i, TAKMM YHHOM, MiIBUIITyBAaTH KOHIIEHTpPAIIil JIeTPO30/Iy B
ra3Mi KpoBi. OmHO4YacHe 3aCTOCYBaHHS JIiKapChKUX 3aC00iB, SIKi CUJIPHO MPUTHIYYIOTH
11i pepmeHTH (1MOoTykHi iHri6iTopu CYP3A4 BKITI0YalOTh: KETOKOHA30JI, iTpPAaKOHA3017I,
BOPUKOHA30JI, pUTOHABIP, KJIapUTPOMILUH 1 TeniTpominuy; CYP2A6, Hanpukiap,
MEeTOKCaJieH), MOXKe IIiABUIIlyBaTH €KCIIO3UIIiI0 IeTP030Jy. ToMy namieHTKaM, SKUM
nokasaHi notyxkHi iHridiTopu CYP3A4 i CYP2A6, peKOMEHAYETHCS MTPOSBIIATH
00epexXHICTh IPHU iX 3aCTOCYBaHHi.

JIikapcvki 3acobu, sKi MO}#CYmMb 3HUNCYBAMU KOHUEHMpAauii sempo3oay 8 cuposamui
kposi. IngykTopu akTuBHOCTI CYP3A4 MOXYyTh HifBUILIIyBaTU MeTab0J1i3M JIeTPO30Iy i,
TAaKWM YMHOM, 3HMXKYBaTU KOHIIEHTPALIil0 JIETPO30J1y B IJyIa3Mi KpoBi. OmHOYacHe
3aCTOCYBaHHS JIiKapChKUX 3aco0iB, gKi ctTuMynioioTh CYP3A4 (Hamnpukian QpeHiTOIH,
pudamminyH, KapbaMma3serliH, ¢peHobapbiTan i 3BipoOili 3BMYalHU), MOXKe 3HUKYBaTHU
€KCIIO3UIIil0 JIeTPO030J1y. ToMy maljieHTKaM, SKUM IT0OKa3aHi IIOTYXKHi iHOYKTOpHU
CYP3A4, peKOMeHOYETHCS MIPOSBISATA 00€PEKHICTh IPU IX 3aCTOCYBaHHi. IHOyKTOpPU
CYP2AG HeBigoMi.



OmHOYacHe 3aCTOCYBaHHS JIeTPo30y 2,5 Mr i Tamokcudeny 20 Mr oouH pa3 Ha Oo0y
IIPU3BOOUIIO OO 3HUKEHHS PiBHA JIETPO30JIy B IIJIa3Mi KPOBi B cepegHboMy Ha 38 %.
Kriniyau#i OCBiA, OTPUMaHUM Ha MiACTaBi OOCIiAXKEeHb Tepalil Apyrol IiHil paky
MOJIOYHOI 3aJI03H, TOKAa3Yye, 110 TepaleBTUuYHUM edeKT JIIKyBaHHS JIETPO30JIOM, SK i
4aCcTOTa BUHMKHEHHS HeOaXKaHWX peaklii, He 30ibIIyBanucs, sIKIIo JIeTPO30J1
3aCTOCOBYBa/IM ofgpa3y IIicisa TaMoKcudeHy. MexaHi3M IIi€el B3aeEMO/Iil HEBITOMMIA.

Jlikapcvki 3acobu, cucmeMHi KOHUeHmpauii sKux 8 cupogamu,i Kposi Moxcymso
3MiHIOBamucA nio 8nau8om nempo3oay. In vitro n1eTpo30 NIPUTHidye i3opepmMeHTH
nutoxpoMmy P450 — CYP2AG6 i nomipro CYP2C19, ane KiiHiYHe 3Ha4YEHHS LILOT'O
siBuIla HeBimome. [IpoTe ciif moTpuMyBaTHUCS 00€pPEeKHOCTI IIPU OJHOYACHOMY
3acTOCyBaHHIi TeTPO30Jy i TiKapChKUX 3ac00iB, BUBEAEHHS SKUX IIePEeBaKHO 3aJI€XKUTh
Bim CYP2C19 i sKi MartoTh By3bKUU TepalleBTUYHHNY Oiana30H (TakKuxX sSK QEeHiTOolH,
Knonigporens). CyGocTpaT 3 BY3bKUM TepaneBTUYHUM fOiama3oHoM aiiss CYP2A6
HeBimoMuii. [JociimXeHHs KJIIHIYHOI B3a€EMOil 3 IMMEeTUONHOM (BimoMui
Hecrnienmdiuuuy inriditop CYP2C19 i CYP3A4) i BapdapuHoM (UyTnuBuM cyocTpaT Ois
CYP2C9 3 By3bKHMM TepaleBTUYHUM Aiana30HOM, SKUKW 94aCcTO 3aCTOCOBYIOTh K
CYNIyTHil JiKapCchKuUM 3acid AJis HiTbOBOI MOMYJIALil JIeTPO30I1y) MoKa3aJliy, 110 CyMicHe
3aCTOCYBaHHS JIETPO30JIY i IIUX JIIKapChbKUX 3aC00iB He CIIPUYUHSIE KITIHIYHO 3HAYUMOI
JiKapchkol B3aeMogmii. Ornsg 6a3u Mux KITiHIYHUX JOCIIiIKeHb He BUSIBUB HiIKUX
OOKa3iB iHMIMX KITIHIYHO 3HAUYMMMUX B3aEMOMIN 3 iHINIMMHU JIiIKapChbKUMHU 3acobaMu, 110
4aCTO IPU3HavYaroThCH.

IToxa3aHHSA

[I71a ag’toBaHTHOL Tepamil TOPMOHOIIO3UTUBHOTO iIHBA3WUBHOTO PaKy MOJIOYHOL

3aJI03¥ Ha PaHHIX CTaOisaX y XKIHOK y ITIOCTMEHOIIay3HUY I1epiofn.

e JI71s1 pO3IIMPEHO] af IOBaHTHOI Teparil iHBa3UBHOT'0 PaKy MOJIOYHOI 3aJI03U Ha
paHHiX CTagisix y XKiHOK y ITIOCTMEHOTay3HUM nepion, sKuM OyJsia mpoBegeHa
CTaHOapTHa af l0oBaHTHA Tepallisi TaMOKCU(pEHOM IIPOTATOM 5 POKIiB.

e JI1s1 Teparlil mepiIol JIiHil TOPMOHO3aJIe3KHOT'0 IMOIITUPEHOT0 PaKy MOJIOYHOI1
3aJI03U y XKIHOK y IOCTMeHOoIIay3i.

e JIms1 JTiKyBaHHS MOMIMPEHUX (OPM PaKy MOJIOYHOI 3aJI03M Y KIiHOK Y
IMOCTMeHOoIay3i (IpupogHul ab0 CIIPUYUHEHIN MITYYHO) ITicJId peuauBy abo
[IpOrpecyBaHHs 3aXBOPIOBAHHA, 1K1 OTPUMYBaJIU IOIIEPENHIO TepPaIllito
aHTHECTPOreHaMuU.

e JI7s1 Heoad ' FOBAHTHOL Tepamil y XKIiHOK y IOCTMeHONay3i 3 TOPMOHOIIO3UTHUBHUM,

HER-2-HeraTuBHUM PaKOM MOJIOYHOI 3aJI031, SKUM He IMigXOOuTh XiMioTeparris i

He IIOKa3aHe HeBifKJlaJHe XipypriyHe BTPy4YaHHS.



EdexkTuBHICTh MiKapChKOro 3aco0y [ MalliEHTOK 3 TOPMOHOHETaTUBHUM PakKOM
MOJIOYHO!L 3aJI03U He JOBeOeHa.

®apMaKoOJIOridyHi BJIaCTHBOCTI

dapmakoduHamika.

JleTpo3on — HecTepoimHui iHribiTop apomMaTasu (iHTiGiTOp 6iOCMHTE3Y €CTPOTEHY);
MIPOTUIIYXJIMHHUY JTiIKapChKUMU 3acib.

Y Bunapgkax, KOJIM PIiCT OYXJIMHHOI TKAHWHU 3aJIeKUTh Bill HAIBHOCTL €CTPOT€HIB,
YCYHEHHS OIIOCEPEOKOBAaHOTO HUMU CTUMYIIOBAJIbHOTO BIIJIUBY € IIE€PEOYyMOBOIO
IPUTHIYEHHS POCTY NYXJIUHU. Y XKIHOK Yy IIOCTMEHOIIay3i eCTPOT€HU YTBOPIOIOTHCS
ImepeBaXkKHO 3a y4acTio PepMeHTy apoMaTas3y, SKUW IePeTBOPIOE aHAPOTEHH, 1110
CUHTE3YIOThCS Y HAHUPKOBUX 3aji03ax (y Imeplly 4epry aHgpOCTEHIIiOH i
TEeCTOCTepPOH), Ha ecTpoH (E1) Ta ectpagmion (E2). Tomy 3a mommomMoroi cunenudidyHol
iHri6inii pepMeHTy apoMaTa3y MOXKHA OOCATTU NPUTHiIYeHHST Oi0CMHTE3y eCTPOTEHIB y
nepudepruyHUX TKAHUHAX 1 B IIyXJIMHHIU TKaHUHI.

JleTpO30J NPUTHiYy€e apoMaTa3y LUIAXOM KOHKYPEHTHOI'O 3B’I3yBaHHS 3
cyboguHUIEI0 ILOoTOo PepMEHTY — reMoM IuToxXxpomy P450, 1110 Ipu3BOAUTD A0
3HUXKEHHS 6I0CUHTEe3y eCTPOTEeHiB y BCiX TKaHWHAaX.

Y 3m0poBUX XKIHOK Y IOCTMEHOIIay3i OQHOPa30Ba [03a JIETPO30J1y, dKa cTaHOBUTSH 0,1
mr, 0,5 mr ta 2,5 MI', 3HUXKY€ PiBEHb €CTPOHY Ta €CTPafiosly B CUpPOBAaTIIi KPOBi
(mopiBHSAHO 3 ITOYATKOBUM PiBHEM) Ha 75—78 % i Ha 78 % BignmoBimHO. MakcuMalbHe
3HUKEHHS JOCATaEThCAa Yyepe3 48—78 rogu.

Y XKiHOK i3 momupeHo0 GOopMOI0 paKy MOJIOYHO] 3aJI031 y HOCTMEHONay3i IIoieHHe
3aCTOCYyBaHH4A J1eTpo30iy ¥ no3i Big 0,1 Mr mo 5 Mr 3HUXKYE PiBHI ecTpaniony, eCTPOHY
Ta eCTPOHY CyJbdaTy y Ij1a3Mi KpoBi Ha 75—95 % Bifg moyaTKoBOro piBHA. [Ipu
3acTOCyBaHHIi miKapchKoro 3acoby y go3i 0,5 mr i 6inbire y 6araTbox BUMIagKax
KOHIIEHTpallil eCTPOHY Ta €CTPOHY CyIbdaTy BUABISAIOTHCA HUXKYE MEeXKi 4y TIUBOCTI
MeTO[y, 1110 BUKOPUCTOBYETHCA [J11 BU3HaYEeHHS I'OPMOHIB. Lle BKa3ye Ha Te, 1110 3a
OOIIOMOT 010 3a3HaYEeHUX 03 JIIKapChKOTO 3ac00y AOCSATaeThCS OiNbIl BUpaxkKeHe
IIPUTHIYEHHS CUHTE3y eCTporeHiB. CyIpecisa eCTpOreHiB nigTpuMyBajacs IIPOTATOM
JIIKyBaHHS Y BCiX IAIllEHTOK.

JleTpo3on — BUCOKOcCIenupiuHuM iHri6iTOp aKTUBHOCTI apoMaTa3u. [TopyiieHHs
CUHTE3y CTEPOIOHUX TOPMOHIB Y HQAHUPKOBUX 3ajI03axX He BHUSBJIEHO. Y MAIliEHTOK Yy
IIOCTMEHOITIay3i, SKUM ITPOBOUJIN Tepaliio JIeTPo30sioM y moboBiit go3i 0,1—5 mr,
KJIIHIYHO 3HAUyIUX 3MiH KOHIIEHTpAalliil y IJIa3Mi KPOBI KOPTU30J1y, ajlbgoCTepony, 11-
OEOKCUKOPTU301y, 17-TigpOKCUIIPOTreCTEPOHY, afPEHOKOPTUKOTPOIIHOIO TOPMOHY, a



TaKO0XK aKTUBHOCTI pPeHiHy He Oy0 BUsSBJIEHO. [IpOoBemeHHS TECTY CTUMYISINL
aIPEeHOKOPTUKOTPOIIHOTO TOPMOHY depe3 6 i 12 TuXKHIB Teparrii 1eTpo300M y 1000BiHk
mo3i 0,1 mr, 0,25 mr, 0,5 Mmr, 1 Mr, 2,5 Mr i 5 Mr He BUSIBUJIO SIKOT'OCh IIOMITHOTO
3MEHIIEeHHS CUHTEe3y aJbOgOCTEPOHY YM KOPTU30Jly. TaKUM YMHOM, HEMAaE
HeOoOXiTHOCTI Mpu3HaYaTH I'IIOKOKOPTUKOIAM Ta MiHEPaJIOKOPTUKOIAH.

Y 3m0poBUX XKIHOK Y IIOCTMEHOIIay3i IIiC/Ig OOZHOPA30BOIr0 3aCTOCYBAHHS JIETPO30JIY Y
mo3zax 0,1 mr, 0,5 Mr i 2,5 Mr 3MiH KOHIIEHTpallil aHAPOTeHiB (aHOPOCTEHOIOHY Ta
TECTOCTEPOHY) Y IIJIa3Mi KPOBi1 He BUSIBIEHO. Y IAIli€HTOK y IIOCTMEHONIay3i, sIKi
OTPUMYBAJIU JIeTPO30J1 V¥ Ao0oBi mo3i Big 0,1 Mr mo 5 Mr, 3MiH piBHS aHOPOCTEHIIOHY
y IIJ1a3Mi KpOBi TaKOXK He Bil3HadeHO. Bce 1ie BKa3ye Ha Te, 1110 6/10Kaga 6i0CUHTE3Y
€CTPOTeHIB He IIPU3BOOUTH OO HAaKONNYEHHS aHAPOTEHIB, SKi € molepegHuKaMu
eCTPOTeHiB. Y MaIlieHTOoK, sIKi OTpUMYyBaJIX JIETPO30JI, He 0yJI0 Bim3Ha4YeHOo 3MiH
KOHIIEHTpAIli¥ JII0OTEIHI3yI0490oro Ta (POJIiKyJI0CTUMYJII0YOT0 TOPMOHIB y IIJTa3Mi KPOBI, a
TaKO2K He OyJI0 Bim3HaueHO 3MiH QYHKIIiM HIUTOBUOHOI 321031, SIKY OIIiHIOBaJIM 3a
PIBHAMU TUPEOTPOIHOI'O TOPMOHY T 4 i T3.

dapmakoKiHemuka.

BcmokmyeaHHA. JIeTpo3011 MIBUOKO 1 IIOBHICTIO BCMOKTYETECS 31 MITyHKOBO-
KHMIIIKOBOTO TPAKTy (CepefHs BeaudyuHa 6i0g0oCcTynHOCTi cTaHoBUTE 99,9 %). Ixxa
He3HaYHOIO0 Mipo0 3HUKYE IMBUOKICTL aOCopOIIil (CepemHe 3HAUEHHS Yacy
OOCSATHEHHS MaKCHMalIbHOl KOHIIEHTPAllil 1eTPO30JIy B KPOBi (tmax) CTaHOBUTH 1
TOOUWHY IPHU IIPUNOMI HaTIle i 2 TOOUHU — IIPU IIPUNOMI 3 1Kel0; cepeHeE 3HaYeHHS
MaKCHMaJIbHOl KOHIIEHTpPallil 1eTPO30JIy B KPOBI (Cmax) cTaHOBUTH 129 = 20,3
HMOJIb/JI IPpU IpurioMi HaTmiecepiie i 98,7 + 18,6 HMOJB/T — OpU IPUNOMI 3 13Kel0),
OOHAK CTYIIiHb BCMOKTYBaHHS JIETPO30JIy (IIPU OIHII 3a IJIOIIEI0 IIif KPUBOIO
«KOHIIEHTpAllisd — Yac») He 3MiHIOEThCS. He3HauHi 3MiHM MIBUAKOCTiI BCMOKTYBaHHS
PO3LIHIOITHECA K TaKi, 110 He MaloTh KJIIHIYHOI0 3HaYEeHHS, TOMY JIETPO30JI MOXKHAa
3aCTOCOBYBaTU He3aJIesKHO Biff IpUUOMY 1XKi.

Po3nooia. 3B’a3yBaHHS N1€TPO30y 3 OiJIKaMu 11a3MU KPOBi CTaHOBUTH ITPUOIU3HO

60 % (mepeBaxHO 3 anbOyMiHOM — 55 %). KOHIIEHTpallisl TE€TPO30JIy B ePUTPOIIUTAX
Mauxke 80 % Bim voro piBHA y ma3Mi Kposi. [Ticisa 3acTtocyBaHHA 2,5 MT 14¢C_mivenoro
sieTpo30ity npubau3Ho 82 % pafioaKTUBHOCTI y MJIa3Mi KPOBi ITpunamasao Ha YacTKY
He3MiHeHOl aKTUBHOI Pe4OBUHU. TOMY CUCTEMHUU BIJINB MeTabOIIiITiB 1€ TPO301y
He3HayHMuM. JIeTP030JI MIBUAKO i IIMPOKO PO3MOMiNAEThCI Y TKaHUHAX. YSIBHUMN 00’ €M
PO3MOiny y Iepion piBHOBaXKHOT'O CTaHy mocsarae npubnui3so 1,87 = 0,47 n/kr.

Memaboaizm i susedeHHs1. JIeTpo30J1 3HAYHOIO Mipoio 3a3Ha€e MeTabosiamMy 3

YTBOPEHHSIM (apMaKOJIOTiYHO HEaKTUBHOTO KapOiHOI0BOr0 MeTaboIiTy — OCHOBHUM
IIISIX eniMiHalii. MeTabomiyHuM KITipeHC TeTPO30ITy (CLm) CcTaHOBUTH 2,1 51/rog, 110
MEHIIIE 3a BEJINYUHY MEeYiHKOBOTO KPOBOTOKY (mpubnu3no 90 n/ron). Byno BusiBnexo,



1o i3opepmenTu CYP3A4 i CYP2A6 mutoxpomy P450 3gaTHiI mepeTBOpioBaTU
JIETPO30JI Ha Moro MeTaboJIiTu in vitro, MpoTe iXHSI OKPeMO B3siTa POJIb V KIIipeHCi
JIETPO30JIy iNn Vivo TOYHO He BCTaHOBJIeHa. [OCTiAKeHHS TiKapChKOl B3a€EMOil
IMoKa3asH, 1110 OOHOYaCHe 3aCTOCYBaHHS JIETPO30JTY i MUMETUAUHY, IKUM € iHTi6iTOpOM
nuiie i3opepMeHTy 3A4, He COPUYMHSAIIO IIPUTHIYEHHS KJIIPEHCY JIeTPO30J1y, 10 Ja€
MOZKJIUBICTb 3PpOOMTH BUCHOBOK IIPO BAXKJIMBY POJIb V 3araJlbHOMY KJIiPEHCi in vivo
i3odepMmeHTy 2A6. Y x00i IILOTO AOCHIAKEHHS Bif3HaUeHO He3HAYHe 3HUKEHHSA

noka3Huka AUC Ta nigBuIlieHHS Cmax'

YTBOpEHHS HEBEJIMKOI KiTbKOCTIi iHIIIUX, TIOKU 110 He imeHTUudikoBaHUX, MeTaboIIiTiB, a
TaKO2K BUBEOEHHS He3MiHEeHOrO JIikapChKOro 3aco0y 3 cedelo i KaJioM BifirpaimoTh
JIMIlle He3Ha4YHy POJIb Y 3arajbHil ejiMiHallil jeTpo3oiy. IIpoTarom 2 TUXKHIB ITicad
BBEJIEHHS 3[I0POBUM IOOPOBOJILISAM YV IIOCTMEHOTay3i 2,5 MI 14c_mivenoro J1eTPO30J1y
B ceui O6yso BusiBieHo 88,2 £ 7,6 % pamioakTuBHOCTI, ¥ Kami — 3,8 = 0,9 %.
[TpurarMHi 75 % pamioaKTUBHOCTI, 1110 BUSBIISIETHCA Y Ccedi 3a nmepiofg go 216 rogus
(84,7 = 7,8 % Big BeIUUYHWHU [03HU JIETPO30JIy), IIPUIlafao Ha I'JIIOKYPOHIOHI
KOH'IoraTu Kap06iHOo/I0BOro MeTabomiTy, Maixke 9 % — Ha ABa iHIII HeigeHTH}iIKOBaHi
MeTabosiT Ta 6 % - Ha He3MiHeHU JIeTPO30]I.

YsaBHUM KiHIIeBUY IIepio[ HaIliBBUBEOEHHS 3 IJIa3MU KPOBi CTAaHOBUTH NPUOIU3HO 2—4
mo6u. ITicns momeHHOoro mpuioMy 2,5 Mr 1ikapchbKoro 3aco0y piBHOBaXKHa
KOHIIEHTpAllifd JIETPO30J1y JOCATa€EThCA IPOTATOM 2—6 TUXKHIB, IIPU [[bOMY BOHa
npubIN3HO y 7 pa3iB BUIIlA, HiXK MiC/IsT OMHOPA30BOr0 MPUMOMY Ti€l K mo3u. BogHoYac
3HAa4YEeHHS PiBHOBaXKHO1 KOHIIEHTpalil y 1,5—2 pa3u mepeBUlllye Te 3HaUYEeHHSI
PiBHOBaKHOI KOHIIEHTpPAIlil, sKe MoxKHa 0y0 6 3aBOAaYUTH Ha OCHOBI PO3PaxyHKIB,
BUXOOSYM 3 BEJIMUYWH, 3aPEECTPOBAHUX ITiCJIA IPUHMOMY OJHOPA30BOl JO3M JIiIKApPChKOT O
3aco0y. Lle BKa3ye Ha Te, 110 IIPH IIIOJeHHOMY 3aCTOCyBaHHi 1eTPO30iy y O03i 2,5 Mr
noro papMakKOKiHETHKA Ma€ HOello HeliHiMHUYA XxapakTep. OCKiTbKHU piBHOBaXkKHa
KOHIIEHTpPALid JIETPO30J1y IMiATPUMYETHCS i YacC JIIKyBaHHSA IIPOTATOM TPUBAJIOT O
4Jacy, MOKHa 3p00UTH BUCHOBOK IIPO Te, 110 HAKOMMUYEHHS JI€TPO30J1y He
BimOyBa€ThCH.

JIiHitiHicmb/HeaiHiliHicmb. PapMaKOKiHEeTHKA 1eTPo30y OyJia IIPOIOPITiHOI0 O03i
Iic/Isl 3aCTOCYyBaHHS OOHOPA30BOl ITepopasbHol Ao3u A0 10 mr (miamasoH mo3 Big 0,01
mo 30 MT'), a TaKOXK micis momeHHuX mo3 no 1,0 Mmr (giama3oH mo3 Bim 0,1 mo 5 mr).
[Ticnss 3acTocyBaHHS OQHOPa30BO1 mepopasibHol Ho3u 30 MT cmocTepirajaocs He3Ha4yHe,
asie OLIBIN HiXK IIponopliiHe m03i 30inbieHHs nmoka3d3auka AUC. [Ipu 3acTocyBaHHI
IofeHHuX 0o3 2,5 Ta 5 Mr 3HaueHHsa AUC 36inbmmusocs npubnu3sHo y 3,8 ta 12 pasiB
3aMmicThk 2,5 Ta 5 pasiB BinmoBigHO MOPiBHSHO 3 103010 1,0 Mr/mo0y. TakKuM 4YHUHOM,
peKoMeHaoBaHa mo3a 2,5 Mr/gody Moxke OyTH rPaHMYHOIO J03010, 3a SIKOl
HEeITPOIIOPIIiNHICTh CTAa€ BUAUMOIO, TOMi K IIPU 3aCTOCYyBaHHi 103U 5 MT/mo0y
HENPOMIOPIINHICTL cTae OiNbIl BUPaxKeHo10. HempomnopIiiiHicTk m03u, UMOBIpPHO, €



pe3ynbTaToOM HAaCHUYEHHS MPolieciB MeTaboIivHOTO BUBeOeHHS. PiBHOBaXKHi
KOHIIEHTpallil mocaranucs depe3d 1—2 micsari npu 3aCTOCyBaHHI yCiX OOCITiAXKYyBaHUX
pexuMiB go3lyBaHHAg (0,1—5,0 Mr mjogeHHO0). PapMakoOKiHemukKa 8 oKkpemux 2pynax
nauieHmis. Y OOCHiIXKeHHSX, SIKi ITPOBOAUINCH 3a y4aCTIO HOOPOBOJIBIIB 3 Pi3HUM
cTtaHoM (pyHKIIil HUPOK (24-TOOUHHUY KJIipeHC KpeaTUHiHy BapitoBaB Big 9 mo 116
MJI/XB), Bil3Ha4anocs, 10 ¢apMaKOKiHETHKA JIETPO30JIy Ta BUBEJEHHS 3 Ce4Yel0
TJIIOKYPOHIAHUX KOHIOTaTiB MOro Kap6iHOIOBOT0 MeTaboJIiTy He 3MiHIOBAIUCS ITiCTIA
OOHOPa30Bol1 mo3u 2,5 Mr. KpiMm Toro, y Bumie3a3HadyeHOMY AOCHIAKEeHHi OILliHIOBalIn
BILIMB MOpPYIIeHHS QYHKIII HUPOK Ha JIeTPO30JI, aHajli3 KoBapiaT OyB BUKOHaHUU Ha
OCHOBI JaHuX OBOX 0a30BUX HociaimkeHb (mocrimxkenuss AR/BC2 ta AR/BC3).
Po3paxoBaHu# KilipeHC KpeaTuHiHy (Oiama3oH y gocaigxkeHHi AR/BC2: 19—187 Mmi/xB;
y pocmigxkenHi AR/BC3: 10—180 M/XB) He TPOAEMOHCTPYBaB CTATUCTUYHO
3HAQUYIIOro 3B’A3KY 3 MiHIMaJIbHUMU PIBHAMU JIETPO30JIy Yy IIJ1a3Mi KPOBi ¥
PIBHOBaxXHOMY CTaHi (Cmin)' ITo Toro Xk paHi pociigxens AR/BC2 ta AR/BC3
JIIKyBaHHS OPYTOl JIiHil METaCTaTUYHOI'O paKy MOJIOYHOI 3aJI03U IPOOEMOHCTPYBalu
BiICYTHiCTh HETaTUBHOI'O BIJIUBY JIETPO30J/Iy Ha KJTipeHC KpeaTUHiHy ab0 MOoTipIIeHHS
(pyHKIIiIl HUPOK.

TakuM 4MHOM, KOPEKITid J03U MalliEHTaM 3 MOPYIIeHHSIM (QYHKIII1 HUPOK (KIipeHC
KpeaTuHiHy = 10 My1/xB) He nmoTpiOHa. [HpopMallist CTOCOBHO IAIli€EHTIB 3 TAXKKUM
MMOopyIIeHHIM GYHKII1 HUPOK (KiIipeHC KpeaTuHiHy < 10 MJj1/xB) oOMexKeHa.

Y nopibHOMY OOCIigXKeHHi, TPOBEAeHOMY 3a Y4acCTIO JOOPOBOJIBIIIB 3 Pi3HUM CTaHOM
¢yHK1Iil meuinku, OyJ10 BCTAHOBJIEHO, 110 B OCi0 3 MOMiIpHO BUpaXXeHUM IMOPYIIEHHSAM
¢yHKIil neuinku (knac B 3a mikanoo Yainga-I1'10) cepenHe 3HaYeHHS MIIOMII ITif
KPHUBOIO «KOHIEeHTpalliss — gac» (AUC) 6yno Ha 37 % BHUIIUM, HiXK y 3J0POBUX 0Ci0,
ajie 3aJIMMIAJIOCS ¥ MeXKaX TOT0 Aialla30Hy 3Ha4YeHb, 1110 CIIocTepiraaucs B ocib 6e3
nmopyiieHb GyHKIIl nevinku. [Tpu mocmigxkeHHi papMaKOKiHETUKY OOHOPA30BO1 MO3U Y
8 XBOpHUX 3 LIMPO30M IEYiHKU Ta TSIKKUM ITOPYIIeHHSIM i1 GpyHKIIl (Kinac C 3a IIKasoio
Yainpga-I1'10) 6ymno Bin3HadyeHo 30inbiieHHss AUC Ha 95 % Ta t,, Ha 187 % nopiBHAHO 3
IMOKAa3HUKAMHU Y 3TOPOBUX MOOPOBOJILIIIB. ¥ 3B’SI3KYy 3 TUM, II0 V IAIli€HTIB, sSKi
oTpuMyBaau mo0oBi go3u Big 5 Mr mo 10 Mr/meHsb, He cmocTepiranocs 30inbIITIeHHS
IMTOKAa3HUKIB TOKCUYHOCTi, KOPEKIIisl 03U Yy HANIPSIMKY il 3HM>KEeHHS He O0Tr'pyHTOBaHa,
X04a TaKUM MallieHTaM MoTpiOHOo mepebyBaTH mig peTenlbHUM HarnsagoM. KpiMm Toro, He
OyJ1i0 Bim3Ha4YeHO OyIOb-IKOTO BIIJIUBY MOPYIIEeHb QYHKIII HUPOK (PO3paxyHKOBIi
3HAa4YeHHS KJIipeHCy KpeaTuHiny ctaHoBunu 20—50 mMi/xB) abo mopyuieHb QPyHKITi1
IIeYiHKU Ha KOHIIEHTpPAaIlil0 JIeTPO30JIy Y Ia3Mi KpPoBi y 359 nallieHTOK 3 MOLIUPEHUMU
(dopmamu paky Mosi04HOI 3a5103u. PapMaKOKiHETHKA JIETPO30JIy He 3aIeKUTh Bifl BiKY.

®dapMaKoTepaneBTHYHA Irpymna



3acobwu, 1110 3aCTOCOBYIOTHCS OJIA TOPMOHAJILHOI Teparllili. AHTaroHiCTu TOPMOHIB Ta
aHasoriuHi 3acobu. Iaridiropu apomarasu. JIeTpo3or.

Komg ATX L02B GO04.
JIikapcbKa ¢dpopmMa

TabmeTKy, BKPUTI MJIIBKOBOIO 000JIOHKOIO.

OcHOoBHI ¢i3uko-ximiuHi 81acmueocmi: 2KOBTi, KpyTJii, ABOOMYKJIi TaOIeTKU, BKPHUTI
IJIIBKOBOIO 000JIOHKOIO, 3 TUCHEHHSAM «L.900O» 3 omHOT0 OOKYy i «2,5» 3 iHIIOTO.

Ckiapn,

Oitoua peuosuHa: letrozole;
1 TabneTka, BKpUTa IJIiIBKOBOIO 0O0JIOHKOIO, MiCTUTB IETPO30Jy 2,5 MT;

OONOMIJICHI pe4oB8UHU: JTaKTO3a, MOHOTIApAT; eIl0jI03a MiKpOKPUCTaJliYHa; KpOXMallb
KYKYPYO3sgHUU IIpexXelaTUHI30BaHUM; HaTPil0o KPOXMaJbIJIiKOIAT (TUI A); MarHito
CTeapaT; KPeMHiI0 JioKCHU[ KOJIOImHUM Oe3BOOHUM;

nokpummsi: OPADRY® 03F32518 Yelow (rimpomenno3a (E 464), tanek (E 553b),
Mmakporosn 8000, Tutatany giokcup (E 171), 3aniza okcupg xkoBTtuii (E 172)).



