Ckian

Oito4a peuosuHa: letrozole;
1 TabreTka, BKpUTa IJIiBKOBOIO 000JIOHKOIO, MiCTUTh JIETPO3011y 2,5 MT;

OONOMIJCHI peuoB8uHU: JTaKTO3a, MOHOTIApaT; [eJIf0jI03a MiKpOKpHUCTallidHa; KpoXMalb
KYKypPYA3SHUU NpexKelaTUHI30BaHUW; HATPiI0 KPOXMAaJIbIIIKOIAT (TUII A); MarHiio
cTeaparT; ODiIOKCUI KPEeMHil0 KOJIOImHUM Oe3BOOHUM’;

nokpummas: rinpomerno3a (E 464), tanek (E 553b), makporon 8000, Tutany AioKcup
(E 171), 3ani3a okcup xkoBtuii (E 172)

JIikapcbKa ¢opMma

TabeTKy, BKPUTI MJIIBKOBOIO 000JIOHKOIO.

OCHOBHI (pi3uko-xiMiuHi 81acmu8ocmi: JKOBTi, KPYTJIi, ABOOIYKJIi TaOIeTKHU, BKPUTI
IIJIIBKOBOIO 000JI0HKOIO, 3 TUCHEHHAM «L.9OO» 3 ogHOTO O0KY i «2,5» 3 iHIIIOTO.

®dapMaKoTepalneBTHUYHA Irpyna

3acobwu, 1110 3aCTOCOBYIOTHCS OJI TOPMOHAJILHOI Teparlil. AHTaroHiCTu TOPMOHIB Ta
aHasoriuHi 3acobu. IuribiTopu apomaras3u. JIeTpo307I.

Koo ATX L02B GO04.
dapMaKoauMHaMiKa

JleTpo3on - HecTepoimHuM iHribiTop apoMaTas3u (iHribiTop 6i0CMHTE3Y €CTPOTEHY),
NIPOTUIIYXJIMHHUYU ITpenapar.

Y Bumapgkax, KOJIM PiCT TYXJIMHHOI TKAHWHU 3aJIeKUTh BiJl HAsSBHOCTi eCTPOT€eHiB,
YCYHEHHS OIIOCEPEegKOBaHOTO HUMHU CTUMYJIIOI0YOT O BILJIMBY € IePeayMOBOIO
MIPUTHIYEHHS POCTY MYyXJIUHU.

Y XKiHOK y IOCTMEHOIIay3i eCTPOreH! YTBOPIOIOTHCS IIePEBaXKHO 3a y4acTi pepMeHTy
apoMaTa3sy, IKHUU IIePEeTBOPIOE aHAPOTEHH, 1110 CUHTE3YIOThCS Y HAAHUPKOBHUX 3aj103ax
(HacaMmepeq aHOPOCTEHOIOH i TecToCcTepOH), Ha ecTpoH (E1) ta ectpagion (E2). Tomy
3a mormoMoroio crelmdivHol iHribimil hepMeHTy apoMaTa3u MOXKHa JOCITTH
NMpUTHiYeHHs 0I0CUHTEe3y eCTPOreHiB y mepupepuyHuX TKaHWHAX i B MyXJIUHHIN
TKaHHHI.



JleTpo30J1 IPUTHiIUYy€E apoMaTa3y UIJIZXOM KOHKYPEHTHOI'O 3B s13yBaHH4 i3
cyO0onMHUIEI0 TbOT0 GepPMEHTY - TeMOM ITUuToxXpomy P450, 110 mpu3BOOUTH [0
3HUXKEHHS 0I0CUHTEe3y eCTPOTeHiB y BCiX TKaHWHaX.

Y 3mopoBuX XKIHOK Yy MIOCTMEHOIIay3i OJHOpPa30Ba J03a JIETPOo30iy, iKa cTaHoBUTH 0,1
mr, 0,5 Mr Ta 2,5 MI', 3HUXKY€E PiBEHb €CTPOHY Ta €CTpaniosly B CUPOBaTILli KPOBIi
(TOpiBHSHO 3 MOYaATKOBUM piBHEM) Ha 75 % 1 Ha 78 % BignoBigHO. MakcuMasbHe
3HUXKEHHS JOocCAraeThCca yepes 48-78 roguH.

Y XiHOK i3 momupeHoi0 GOoPMOI0 paKy MOJIOYHOI 3aJI03U Y IIOCTMEHOIIay3i IogeHHEe
3aCToCyBaHH4 J1eTpo30iy y 0o3i 0,1 — 5 Mr 3HMXKye piBeHb eCTPaAiosly, eCTPOHY Ta
€CTPOHY Cynb(daTy y mia3mi Kposi Ha 75-95 % NOpiBHSAHO 3 TOYaTKOBUM piBHEM. [1pu
3acTocyBaHHi nmpenaparty y Ao3i 0,5 mr i 6inbire y 6araTb0x BUMIagKax KOHILIEHTPALlis
€CTPOHY Ta eCTPOHY Cy/IbdaTy BUSABJISETHCI HUKUYE MeXKi YyTIIMBOCTI METOAY, II0
BUKOPUCTOBYETHLCS [JI1 BU3HAYEHHS rOPMOHIB. lle BKa3ye Ha Te, 110 3a 0OIIOMOI'0O0
OaHUX 03 IIpelapaTy J0CATa€EThC OiNbIIl BUpaXKeHe MPUTHIYeHHSI CUHTE3Y
ecTtporeHiB. Cynpeciss eCTPOTreHiB IIiATPUMYyBajiacsa IPOTATOM JIIKYBaHHA Y BCiX
MAIllEHTOK.

JleTpo3on - Bucokocrenudigyaui iHribiTop akTUBHOCTI apoMaTa3u. [TopylieHHs
CUHTE3y CTEPOIOHUX TOPMOHIB Y HQOHUPKOBUX 3ajI03aX He BUSBJIEHO. Y MAIliEHTOK Yy
IMIOCTMEHOIIay3i, SKUM ITPOBOOUJIN TepPaIliio JIeTP0o30JioM y 0o06oBit mo3i 0,1-5 mr,
KJIiHIiYHO 3HAYYIIMX 3MiH KOHIIeHTpaIlil y IJITa3Mi KPOBi KOPTU30J1y, aJIlbAOoCTEPOHY, 11-
OEeOKCUKOPTHU30Iy, 17-TimpOKCUIIPOTECTEPOHY, aAPEHOKOPTUKOTPOIIHOIO TOPMOHY
(AKTT'), a TaKOX aKTUBHOCTI peHiHy He Oyno BusiBiIeHO. [IpoBemeHHS TEeCTY
ctumynsaiii AKTT yepe3 6 i 12 TukHIB Teparril 1eTpo3onomM y mobosi mo3i 0,1 mr; 0,25
mr; 0,5 mr; 1 Mr; 2,5 Mr i 5 MTr He BUSIBUJIO OyOb-IKOTO IIOMIiTHOT'O 3MEHIIIEeHHSI CUHTE3y
aJIbIIOCTEPOHY UM KOPTU30/1y. TaKUM YMHOM, HeMa€ HeoOXimHOCTI mpu3HavaTH
TIIOKOKOPTHUKOIAU Ta MiHEPaJIOKOPTUKOIH.

Y 300poBUX XKIHOK Y IIOCTMEHOIIay3i iCJIg OGHOPa30BOro 3aCTOCYBaHHSA JIETPO30J1y Y
mo3ax 0,1 mr, 0,5 Mr i 2,5 Mr 3MiH KOHIIEHTpallil aHAPOTeHiB (aHAPOCTEHIIOHY Ta
TECTOCTEPOHY) y IIJIa3Mi KPOBi He BUSBJIEHO. Y IAIliEHTOK Yy IIOCTMEHOIIay3i, AKi
OTPUMYBAJIU JIETPO30J1 y Ho60Bitt 1o3i 0,1 —5 Mr, 3MiH pPiBHA aHAPOCTEHIIOHY Y IIJa3Mi
KPOBi TaK0OXK He Bifjl3HaueHO. Bce 11e BKa3ye Ha Te, 1110 O710Kama 6ioCMHTEe3y eCTPOTeHiB
He MPU3BOOUTH OO0 HAKOIIMYEHHS aHOPOTreHiB, sKi € MoepegHuKaMu €CTPOreHiB. Y
MMalliEHTOK, IKi OTPUMYyBaJu JI€TPO30JI, He Oy/I0 Big3HauyeHOo 3MiH KOHILIEHTpallil
moTeiHisyiodoro ropmony (JIT') Ta domnikynoctumymniogoro ropmony (OI') y nnasmi
KPOBi, a TakK0XK He OyJ/10 Big3HayeHO 3MiH QYHKIIII IIMTOBUOHOL 3a/103U, SIKY OILIiHIOBAJIN
3a piBHAMHU THpeoTpomnHoro ropMony (TTT), TputoaTupoHiny (T3) Ta Tupokcuny (T4).

®dapMaKOKiHeTHKa



BcmoxkmyeaHHA. JIeTpO30J1 MIBUOKO i IIOBHICTIO BCMOKTYETHCS 31 HIJTyHKOBO-
KHIIIKOBOTO TPAKTy (CepenHs BeluunHa 6i0goCTyMHOCTI cTaHOBUTL 99,9 %). Ixa
He3HaYHOIO0 Mipo0 3HUKYE IBUOKICTL aOCopOIIil (CepemHe 3HAUEHHS Yacy
OOCSITHEHHSI MaKCUMaJIbHOI KOHIIEHTPallil 1eTpo30/y B KPOBi (tmax) ctaHoBUTH 1
TOOUWHY IPHU IIPUNOMI TpelapaTy JIeTPO30JI HaTIle i 2 TOOUHHU - TIPU NPUNOoMi 3 1Kelo;
cepenHeE 3HAYEHHS MaKCHMMaJIbHOI KOHIIeHTpallil IeTp0o30Ji1y B KpoBi (Cmax) CTaHOBUTH
129 + 20,3 emosw/n npu npurioMi Hatuie 1 98,7 + 18,6 HMOJIB/JI - IpU IpUoMi 3
DKe), OOHaK CTYyIIiHb BCMOKTYBaHHS JIETPO30J1y (IIPH OILIHII 3a IUIOMIEI0 i KPUBOIO
«KOHIIeHTpalisa - 4ac» (AUC) He 3MiHIOEThCSI. He3HauHi 3MiHU IIBUOKOCTI
BCMOKTYBaHHS PO3LIHIOIOTHCA K TakKi, 110 He MalO0Th KJIIHIYHOI0 3HAYEHHS, TOMY
JIETPO30JI MOXKHa 3aCTOCOBYBATH He3aJIe2KHO BiJl BJKUBaHHS 1XKi.

Po3nodia. 3B’s13yBaHHS 1€TPO30i1y 3 OiTKaMu Ij1a3MU KPOBi CTAHOBUTH IPUOIU3HO 60
% (mmepeBaxHO 3 anbOyMiHOM - 55 %). KoHIleHTpallist 1eTpo301y B
eputpouuTax—Manxe 80 % unoro piBHA y nna3Mmi Kposi. Ilicisa 3acTocyBaHHA 2,5 MT
14C-miueHoro yneTpo3o0iy npubau3Ho 82 % pafioaKTUBHOCTI y MJIa3Mi KpPOBi
[IpUIagaio Ha 4aCTKy He3MiHEHOl aKTMBHOL pe4OBUHU. TOMY CUCTEMHUY BIIJIUB
MeTabOoIiTiB 1eTPO30/1y He3HaYHUM. JIeTPO30J1 MIBUIKO i IIIMPOKO PO3MOIOINSETHCS Y
TKaHWHaX. YSIBHUMN 00’€M PO3MOAiNY y Hepion piBHOBaXKHOTO CTaHy AOCSTaE
npubnusuo 1,87 £ 0,47 n/Kr.

Memab6oai3m i sBusedeHHs1. JIeTpo30J1 3HAYHOIO Mipoio 3a3Ha€ MeTabomizmy 3
YTBOPEHHSAM (apMaKOJIOTiYHO HEaKTUBHOTO KapOiHOJIOBOTO MeTaboliTy - OCHOBHUM
IIISIX eniMiHalii. MeTabosiuauit KiripeHc neTpo3oiny (CLm) ctanoButs 2,1 n/ropm, mio
MEHIIIe 3a BeJINYNHY MeYiHKOBOT0 KPOBOTOKY (mpubiu3Ho 90 s/ron). Byno BusiBneHo,
1o i3opepmenTu CYP3A4 i CYP2AG6 nmutoxpomy P450 3gaTHI mepeTBOpOBaTH
JIETPO30JI Ha Moro MeTabosIiT. YTBOpEeHHS HeBeJIMKOI KiTbKOCTI iHIINX, IIOKH III0 He
imenTudikoBaHUX MeTabOIIiTiB, a TAaKOXK BUBEIEHHS HE3MiHEHOT O IIpenapary i3 cedero
i KaJioM Bifiirpa€ nuille He3HAYHY POJIb y 3arajbHil eniMiHallil netpo3ony. IIpoTsrom 2
TUZKHIB MiCJII BBEIEeHHS 3T0POBUM AOOPOBOIBIISIM Y ITIOCTMeHomay3i 2,5 mr 14C-
Mi4eHOTro JIeTPOo30J1y B cedi Oysio BusiBieHo 88,2 + 7,6 % pamioakTuBHOCTI, y Kaii - 3,8
+ 0,9 %. IlpunauimMHi 75 % panioaKTUBHOCTI, 10 BUABJISIETHCS y Ccedi 3a nepion mo 216
roguH (84,7 = 7,8 % mo3u n1eTpo30J1y), IIpUIlagalo Ha TTIOKYPOHIOHI KOH IoraTu
KapObiHosioBoro MeTabornity, Mmatixke 9 % - Ha OBa iHIII HeigeHTUdiKOBaHI MeTaboiTH
Ta 6 % - Ha He3MiHEHUU JTeTPO30II.

VsaBHUM KiHIIeBUY IIepiof HaliBBUBEOEHHS 3 IIJ1a3MU KPOBi (t1/2) cTaHOBUTH
nmpubnau3Ho 2-4 mobu. ITicns mogeHHOro npuiioMy 2,5 MI IIpemnapaTy piBHOBaXKHa
KOHIIEHTPAllid JIETPO30J1y JOCATaEThCA MPOTATOM 2-6 THUXKHIB, IPU IIbOMY BOHa
nmpubIn3HO y 7 pa3iB BUIIA, HiXK MiC/IsT OMHOPA30BOT0 MPUMOMY Ti€l K mo3u. BogHo4ac
3HAYEeHHS PiBHOBaXKHOI KOHIIeHTpalil y 1,5-2 pa3u nepeBUIllye Te 3HaYEHHS
piBHOBaXKHOI KOHIIEHTpallil, sKe MOoKHa O0yo 6 3aBOa4YUTH Ha OCHOBI pO3paxyHKIB,



BUXO[SIYM 3 BEJINUNH, 3aPEECTPOBAHUX ITiCJIS IPUMOMY OOQHOPA30BOl JO3U IIpemapary.
Lle BKa3ye Ha Te, 110 IIPU LIOJEHHOMY 3aCTOCYBaHHI JIETPO30J1y y 4031 2,5 MI 10T0
(bapmakokiHeTHMKa Ma€ Oello HeiHinHuM XxapakTep. OCKiIbKM pPiBHOBaXKHa
KOHIIEHTPALid JIETPO30J1y IIiATPUMYETHCS i YacC JIIKyBaHHS IIPOTATOM TPUBAJIOT O
4acy, TO HaKOIIMYEeHHS JIETPO30JIy He BimOyBa€ThLCH.

JIiHitiHicmb/HeaiHiliHicmb., PapMaKoOKiHEeTHKA 1eTPo30iy OyJia IIPOIOPITiHHOI0 O03i
IiCJIg 3aCTOCYBaHHS OQHOPa30BOl mepopaibHol fo3u mo 10 mMr (miana3oH mo3—Big 0,01
mo 30 MI'), a TaKOXK IIicisa moneHHuX o3 o 1,0 mr (mianas3oH mo3—-Bim 0,1 mo 5 Mr).
[Ticnst 3acTOCyBaHHS OQHOPA30BO1 mepopasibHol mo3u 30 MI cmocTepiraaocss He3Ha4He,
asie OinbIN HiXK IpomnopliiHe mo3i 30inbieHHs nmoka3duuka AUC. [1pu 3acTocyBaHHi
IoAeHHUX o3 2,5 Ta 5 Mr 3HaueHHs AUC 30inbmusocs npubau3Ho y 3,8 ta 12 pasis
3aMmicTh 2,5 Ta 5 pasiB BignmoBimHO mpu MOpPiBHSIHHI 3 103010 1,0 Mr/moby. Takum
YMHOM, PEKOMeHI0BaHa mo3a 2,5 Mr/mo0y Moxke OyTH IPaHUYHOIO 103010, 3a SIKO1
HEeITPOIIOPIIiMHICTh CTA€ BUAUMOIO, TOMi K ITPU 3aCTOCYBaHHi 103U 5 MT/mo0y
HEeNIPOMIOPIIiNHICTL cTae OiNbIl BUPaxKeHo1o. HemmpomnopiHicTk m03u, UTMOBIpPHO, €
pe3ynbTaToOM HaCHYeHHS MPolieciB MeTaboIigYHOTO BUBEeOeHHs. PiBHOBaXKHi
KOHIEHTpallil Jocsaranucsa yepes 1-2 micsIli Ipu 3aCcTOCyBaHHI yCiX DOCHIIXKYBaHUX
pexumiB go3yBaHHSA (0,1-5,0 MT IIIOOEHHO).

dapmakokKiHemuKa 8 oKkpemux 2pynax nauieHmia. Y gOoCiiaKeHHi, SKe IIPOBOOUIIOCS
3a y4dacTio 19 moO6poBoJIbIIiB 3 Pi3HUM cTaHOM (PYHKIII HUPOK (24-TOOUHHUM KIIipeHC
KpeaTHHiHYy BapitoBaB Bif 9 o 116 mMi/xB), Big3Ha4anocs, 1o ¢papMaKOKiHETHKA
JIETPO30JIy He 3MiHIOBajiacs IIicas ogHOpPa30Bol mo3u 2,5 mr. Kpim Toro, y
BHUIle3a3HAaUEHOMY OOCJIiA2KEeHH] OI[iHIOBaJIX BILJIMB NOPYIIeHHS (QYHKIIil HUPOK Ha
JIETPO30JI, aHaJIi3 KoBapiaHT OyB BUKOHAHUIM Ha OCHOBI JaHUX ABOX 0a30BUX
pocaigxkeHb (mocmimkeHHsa AR/BC2 ta AR/BC3). Po3paxoBaHuli KlIipeHC KpeaTuHIHY
(miamasoH y mochigxkeHHI AR/BC2: 19-187 mn/xB; y gocnigxkenHi AR/BC3: 10-180
MJI/XB) He IPOJEMOHCTPYBaB CTaTUCTUYHO 3HAUYIIOr0 3B’5I3KY 3 MiHiMaJIbHUMU
PiBHSIMU JI€TPO30J1y Y IIJIa3Mi KPOBi y piBHOBaxkHOMY cTaHi (Cmin). Bineie Toro, gaHi
nocrnigkeHb AR/BC2 ta AR/BC3 nikyBaHHS OpyTOl JIiHil METAaCTaTUYHOT O PaKy
MOJIOYHOI 3aJI03¥ IIPOAEMOHCTPYBAJIX BiICYTHICTh HETaTUBHOI'O BILJIMBY JIETPO30JIy Ha
KJIipeHC KpeaTUHiHy ab0 moripiieHHs GYHKIII HUPOK.

TakyM 4YMHOM, KOPEKIIisl M0o3M IalliEHTaM i3 IMopyIIeHHIMU QPYyHKIII HUPOK (KITipeHc
KpeaTUHIHY = 10 min/xB) He nmoTpiOHa. [HGopMallis U100 MaIli€eHTiB i3
TSKKUMU NOPYLIEHHAMU (QYHKII HUPOK (KilipeHC KpeaTuHiHy < 10 MJj/xB) oOMeXeHa.

Y nopgiGbHOMY mOCHiIXKEeHHi, TPOBEAeHOMY 3a y4acTio 0Cib 3 pi3HUM cTaHOM (GYHKIIi]
nme4viHku, OyJI0 BCTAHOBJIEHO, IO Y IAIli€HTIB 3 TOMipHO BUPAXXEHUMU MOPYIIeHHSIMHA
¢dynk1il meuinku (knac B 3a mkanoro Yaunga-I1'10) cepenni Benuuuau AUC Oyniu Ha
37 % Builli, Hi2K y 370POBUX AOOPOBOJIBIIIB, ajie 3aINuIIaJICA Y Me¥KaX TOTO0 [iana30Hy



3Ha4YeHb, AKi CIlocTepiranucs y mnaiieHTiB 6e3 nmopyueHs GyHKIii medinku. [1pu
OOCHigKeHHi papMaKOKiHETUKY OOHOPA30BOl J03U Y 8 XBOPUX 3 IUPO30M II€UiHKU Ta
TSKKUMU HopylneHHAMHA 11 ¢pyHKIIl (kimac C 3a mKkanow Yatnmoa-I1't0) 6ysio Bim3HaYeHO
36inbmenHss AUC Ha 95 % Ta t¥2 Ha 187 % BiamoBigHO MOPiIBHSHO 3 MOKA3HUKAMHU Y
3M0pOBUX OJOOPOBOMIBIIB. TaKMM YMHOM, y IAIliEHTOK 3 paKOM MOJIOYHOI 3aJI034 Ta
TSIKKMMHU TMOPYIIEeHHAMU QYHKIII MediHKM 04iKyI0ThCs OilbIl BUCOKI PiBHIi 1eTpPO301y,
HiXK y maiieHTok 0e3 TaXKKoi auchyHKIil newinku. OTXKe, Ipenapar ciif 3
00epexKHiCTI0O 3aCTOCOBYBATH IMAalliEHTKAM 3 TSIXKHUMU ITOPYIIEeHHIMU QYyHKITII
MMe4YiHKY, 3BaXKyIO4YU Ha CIiBBiJHOIIEHHS KOPUCThH/PU3UK MJIsI KOXKHOI OKpeMoi
MalieHTKU. Y 3B’SI3Ky 3 TUM, 10 y IMalli€HTIB, AKi oTpuMyBasnu go0oBi mo3u 5-10
Mr/go0y, He cmocTepiranocs 30iTbIIeHHS ITOKa3HUKIB TOKCUYHOCTi, KOPEKIIisl HO3U Y
HaIpsMKY il 3HUKEeHHS He oOTrpyHTOBaHa, X04a TaKUM IallieHTaM ITOTPiOHO
nepeOyBaTH IIif peTenbHUM HarnspoM. KpiMm Toro, He 6yy0 Bif3HaueHO OyOb-IKOTO
BIJIMBY HOPYIIEHb PYHKIIl HUPOK (PO3paxyHKOBiI 3HAYEHHS KIIIPEHCY KpeaTUuHIHY
ctanoBunu 20-50 min/xB) abo nmopyllneHb QYHKITII ITeYiHKY Ha KOHIIEHTPAIlilo JIETPO30JIy
y 11a3Mi KpoBi y 359 malieHToK 3 MomupeHuMu opMaMu pakKy MOJIOYHOI 3aJI03MU.
dapMakOKiHEeTHKa JIETPO30J1y He 3aJIeKUTh Bifl BiKY.

IToka3aHHSA

Apn’roBaHTHa Tepamnisg TOPMOHOIIO3UTUBHOTO iHBa3UBHOT'O PAaKy MOJIOYHOI 3aJ103U

Ha paHHIX CTafisaxX y XKiHOK y ITIOCTMEeHOoIIay3aJIbHUM I1epiof.

e Po3mupeHa ag’'toBaHTHa Tepamnisi iHBa3UBHOTI'O paKy MOJIOYHOI 3aJI03U Ha paHHiX
CTaligx y XKIiHOK y ITIOCTMeHoOIlay3aJiIbHUM Iepiof, sskuM Oysia IpoBegeHa
CTaHJapTHa af l0OBaHTHA Tepalisd TaMOKCU(EHOM IIPOTATOM 5 POKIiB.

e Teparisa nepiol JIiHil TOPMOHO3aI€KHOTO0 IIOIIUPEHOT0 PaKy MOJIOYHOI 3aJI03U Y
XKIHOK Yy IIOCTMEeHOIIay3i.

e JlikyBaHHS HMOIIUPEHUX POPM paKy MOJIOYHOI 3aJI03U Yy XKIiHOK y TOCTMEeHOoIay3i
(mpupomHoi ab0 CITPUYMHEHOI IIITYYHO) Iic/sa peuuanuBy abo IIporpecyBaHHSs
3aXBOPIOBaHHS, K1 OTPUMYBaJIU [IONEPEqHIO TePallilo aHTUeCTPOTreHaMHU.

e Heoan'toBaHTHa Tepamisa y XIHOK y IIOCTMeHOIIay3i 3 ropMoHOono3uTuBHuM, HER-
2-HeraTUBHUM PaKOM MOJIOYHOI 3aJI03H, SIKUM He IIigX0auTh XiMioTeparis i He
IIOKa3aHe HeBifKJlaJHe XipypriyHe BTpy4YaHHS.

e E(pekTuBHICTSL IpenapaTy Ay MalliEHTOK 3 TOPMOHOHEraTUBHUM PaKOM MOJIOYHOI

3aJ103U He JOBeOeHa.

IIporunoka3aHHs

e TTigBHUINlEHA YYTIUBICTDL 40 aKTUBHOI pe4YOBUHHU ab0 A0 OyOb-IKOT0 iHIIIOTO
KOMIIOHEHTa ITpelapary.
e EHIOKPUHHUM CTATyC, XapaKTEPHUU [Jid IlepeqMeHOoIay3aJbHOro nmepiony.



e BariTHicTh, mepiog rogyBaHHS I'PYAOIO.
e KiHKU PENnpOayKTUBHOTO BIKY.

B3aeMoqisi 3 iHIIHMH JTiKapCLKHMH 3aCO00aMH Ta iHIII BHIHM B3a€EMOIiN

MeTab071i3M J1eTPO30J1y 4aCTKOBO BifOyBa€eThcs 3a ydacTio CYP2A6 tTa CYP3A4. Takum
YHWHOM, Ha CUCTEMHE BUBEOEHHS JIETPO30JIy MOXKYTh BILJIUBATH JIiIKapChKi 3acobu, sKi
BriuBaioTh Ha pepmenTu CYP3A4 i CYP2A6. OueBugHO, MeTabo0J1i3M JI€TPO30JIy Ma€e
HU3BbKY criopigHeHicTh i3 CYP3A4, ocKinbKu 1ie¥ pepMEeHT He HaCUUYETHCS IPU
KOHIIeHTpalisax, y 150 pasiB 0inbIux, HizK KOHIIEHTPAIlis 1IeTPO3011y, 110
CIIOCTEPIra€eThCA y IJIa3Mi KPOB1 y IIepiof PIBHOBAXKHOTO CTaHy 3a TUIIOBUX KIIIHIYHUX
YMOB.

IloTenep KIiHIYHUM OOCBiZ 3aCTOCYBaHHS IIperapaTy J1eTpo30 Y KoMOiHalliil 3
ecTporeHaMu abo iHITMMHU ITPOTUPAKOBUMHU ITperapaTaMu, KpiM TaMoKcudeHy,
BimcyTHi#. TamMokcudeH, iHIIi aHTUEeCTPOTeHHi IpenapaTty abo eCTPOTreHOBMIiCHi
JIiKapchKi 3aco01 MOXKYTh HiBentoBaTH (papMaKoJoOTiyHy mito netpo3ony. Kpim Toro,
OOBEMEHO, III0 Yy pa3i 0MHOYaCHOT0 3aCTOCYyBaHHS TaMOKCU(EHY Ta JIETPO30JIy CyTTEBO
3HUKYIOTBHCS MJIa3MOBi KOHIIEHTpAaIlil 1eTpo3ony. Ciig YHUKAaTh OQHOYAaCHOTO
3aCTOCYBaHHS I€TPO30JIy 3 TaMOKCU(EHOM, iHITMMM aHTaroHicCTaMu eCTPOTeHiB abo
eCTporeHaMu.

JIikapcoki 3acobu, siKi MO®Cymsb nidsuuLygamu KOHUEHMpAauito 1empo301y 8
cuposamui Kposei

Iari6iTopu aktuBHOCTI CYP3A4 i CYP2A6 MOXYyTh 3HUXKYBAaTU MeTab0JIi3M JIETPO30JIy
1, TaKMM 4YUHOM, HigBUIIyBaTU KOHIIEHTPALilO JIETPO30J1y B my1a3Mi KpoBi. OgHo4acHe
3aCTOCYBaHHS JiKapChKUX 3aC00iB, SIKi CUJILHO IPUTHIUYIOTH IIi GepMeHTH (ITOTyXKHi
inridiTopu CYP3A4 BKJII04alOoTh, ajle He 00OMEXYIOThCSI: KETOKOHA30J1I, iTpaKoHa30171,
BOPUKOHA30JI, pUTOHABIP, KJIapUTPOMIIIUH i TemiTpominuH; CYP2A6 (Hanpuknag,
METOKCaJIeH)), MOXKe ITiABUIIYBaTH €KCIIO3UIIiI0 JIeTPO30iy. ToMy namieHTKaM, SKUM
nmoka3aHi nmotyxHi iHriéitopu CYP3A4 i CYP2A6, peKoMeHAYyeThCSI OyTH 00epeRHUMU
IIPM 1X 3aCTOCYBaHHI.

JIikapcvki 3acobu, AKi MO}#CYmMb 3HUIHCYBAMU KOHUEHMPAUilo 1empo301y 8 cCuposamui
Kposi

IngykTopu akTuBHOCTI CYP3A4 MOXYTh ITiIBUIIyBaTH MeTab0J1i3M JIETPO30J1y i, TAKUM
YWHOM, 3HUXKYBaTU KOHIIEHTPALil0 JIETPO30J1y B IJIa3Mi KpoBi. OfHOYaCcHEe
3aCTOCYyBaHHS NiKapChKuX 3aco0iB, siKi ctuMmynioloTh CYP3A4 (Hampuknag, GeHiToiH,
pudamirinini, KapbaMaserriH, GpenobapbiTan i 3BipoOitt 3BUUYANHUIM), MOXKe 3HUKYBATHU
€KCIIO3MUIIil0 IeTP0o30J1y. ToMy IaljieHTKaM, SKUM II0Ka3aHi HOTYXKHi IHOyKTOpU
CYP3A4, pekoMeHOy€eTbCS OyTH 00epeKHUMHU IIPU 1X 3aCTOCYBaHHI. [HOyKTOpU



CYP2AO6 HeBigoMi.

OpmHo4YacHe 3aCTOCyBaHHS mpenapaTty J1eTpo30i (2,5 Mr) i Tamokcudeny 20 Mr ogus
pa3 Ha moOy IPU3BOOUIIO OO0 3HUXKEHHS PiBHS JIETPO30JIy B I1JIa3Mi KPOBi B cEpeIHbLOMY
Ha 38 %. KniniuHui mocBif, oTpuMaHUM Ha IiACTaBi HOCHiAXKEeHb Tepalril Apyroi JiHil
pakKy MOJIOYHOI 3aJI03H, ITOKa3YeE, II0 TepalleBTUYHUYM e(eKT JTiKyBaHHS IIpernapaToM
JleTpoBicTa siK i YacTOoTa BUHUKHEHHS HeOaxkKaHUX peakliiii, He 30iJIbIIyBauCs, SIKIIIO
mpenapaT 3aCTOCOBYBaJId Opa3y MHiCIsa 3aCTOCYyBaHHSI TaMOKcHUdeHy. MexaHi3M IIi€l
B3a€EMO[il HEBITOMUMU.

Jlikapcoki 3acobu, cucmeMHi KOHUeHmpauii asKux y cuposamu,i Kposi Mox#Cymb
3MIHKOB8AMUCA NpuU 3aCMOCYBAHHI 1empo301y

In vitro netpo3on npurHiyye i3opepmenTu nquroxpomy P450 - CYP2AG6 i momMipHO
CYP2C19,

ajle KJIiHiYHe 3Ha4YeHHs IbOI'0 sIBUIlla HeBigoMe. [IpoTe ciim 1oTpuMyBaTUCS
00epeKHOCTI ITPU OMHOYACHOMY 3aCTOCYBaHHIi 1IeTPO301y i JlikapChbKUX 3aco0iB,
BHUBEIEHHS SKUX IMepeBaxKHO 3a1exXkuTh Big CYP2C19 i gKi MailoTh By3bKUU
TepaneBTUYHHUM Aiamal30H (Hampukiaan, GeHiTolH, Kiomigporens). CydcTpaT i3 By3bKUM
TepaneBTUYHUM aiana3oHoM s CYP2A6 HeBigoOMUM.

[MocnigKeHHs KIiHIi9YHOI B3aEMOil 3 MUMETUANHOM (BimoMuiu HecrenuiaHUMN
inrioiTop CYP2C19 i CYP3A4) i Bapdapunom (uytnusuit cyoctpart myiss CYP2C9 3
BY3bKUM TepalleBTUYHUM [ialla30HOM, IKUU 4aCTO 3aCTOCOBYIOTH SIK CYIIYTHIU
Impernapar [AJjis [iTbOBO1 MOMYJISIIil JIETPO30J1y) MOKa3aJlu, II0 CIIiJibHe 3aCTOCyBaHHSI
mpernapary JIETPO30JI i IIUX JIIKapChKUX 3aC00iB He CIIPUYUHSE KITIHIYHO 3HAQUHUMOI
JIiKapChKOl B3aeMofil.

Ornan 0a3u UX KIIIHIYHUX JOCIIIMXKEeHb He BUSBUB HiIKUX DOKA3iB iHINUX KJIIHIYHO
3HAYMMMX B3a€EMOiN 3 iHIMMMU JTiIKapChbKUMU 3aco0aMu, 1110 YaCTO ITPU3HAYAIOTHCS.

Oc006/1MBOCTi 3aCTOCYyBaHHSA

INopyweHHsA ¢pyHKUITI HUDOK

HeMmae gaHux miogo 3aCTOCyBaHHS IperapaTy JIeTPO30JI AJIA JIiKyBaHHSA MalllEHTOK i3
KiipeHCOM KpeaTuHiHy <10 mii/xB. [Iepen npr3HadyeHHSAM IIpernapaTry TaKuM
rallieHTKaM CJIiJl 3BaKUTU Ha CIIIBBIAHOIIEHHS IIOTEHILIIMHOTO PU3UKY 1 O4IKyBaHOTO
edeKTy IiKyBaHHS.

XosecmepuH

Crig po3risgsHyTU IPOBENEHHS MOHITOPUHTY X0JIECTEPUHY B CUPOBATIII KPOBi. Y xoxi
OOCIIIOXKEeHHs i3 3aCTOCYBAaHHSAM afl ' F0BaHTHOTO JIIKYBaHHS ITOBIOOMIISAJIOCS IIPO



rinepxosnectepuHeMito y 52,3 % mani€eHTOB, sIKi 3aCTOCOBYBaiu 1eTpo3oi Ta 'y 28,6 %
MaIliEHTOB, SIKi 3aCTOCOBYBAIM TaMOKCHU(EH. 3a KPUTEPISIMHU OLIIHKU CTYHEHS TSKKOCTIL
nobiunmx peakiiiti (CTC) nmoBimomMiisiyiocs mpo rinepxosyecrtepuneMiio 3-4 ctynens y 0,4
% mariieHToK y rpyi netpo3ony Tay 0,1 % nanieHTOoK-y rpymi Tamokcudpeny. Kpim
TOT'O, B @i’ TOBaHTHi# Teparril 36inbineHHs =1,5 X BepxHbol Mexki HopMmu (BMH)
3arajibHOTO XOJIECTEPUHY (AK IIpaBUJIO, He HaTIe) CIIOCTEPIrajgocs y Mali€HTOB, SIKi
3aCTOCOBYBaJIM MOHOTEPAITiI0 Ta Majii ITI0YaTKOBUU PiBEHb 3arajibHOTO XOJIECTEPUHY B
cupoBaTli KpoBi y Mexkax HopMH (ToOTO <= 1,5 X BMH) v 151/1843 (8,2 %) y rpymi
netpo3oiy npotu 57/1840 (3,2 %) y rpyni TaMokcudery. 3aCTOCyBaHHS
rinomninigeMiyHux nmpenapartiB O0yno HeoOximHOo 25 % mallieHTiB, siKi 3aCTOCOByBaJn
71eTpo3071, Ta 16 % mauieHTiB, Ki 3aCTOCOBYBaIM TaMOKCU(]EH.

IMopyweHHsA ¢pyHKUIl neviHKu

Y marrieHTiB 3 TAXKKOIO IIeYiHKOBOIO HepocTaTHicTIO (kiac C 3a mkanoo Yannga-I1'to)
CuCTeMHa eKCIo3ullia Ta t1/2 neTpo3ony npubIM3HO BABiUi JOBIINH, HiXK ¥ 3TOPOBOI1
moauHu. Taki XBOpi mOTpPeOyIoTh OilbIll YBasKHOTO CIIOCTEPEKEHHS.

Bnaus Ha Kicmku

Ockinbku JleTpoBicTa € IOTYyKHUM IIperiapaToM, 10 3HUXKYE KOHIIEHTPALilo
€CTPOT€eHiB, i 9yac af’I0BaHTHOl Ta PO3MIMPEHO] aJ I0BAHTHO1 Tepalril y XKiHOK 3
0CTEeOoIopPo30M Ta/abo mepejoMaMu B aHaMHe3i a00 THX, XTO Ma€ MigBUIIEHUN PU3UK
PO3BUTKY OCTEOIIOPO3Y, HEOOXiAHO OIIHUTH MiHepalbHY UIiJIbHICTh KICTKOBOI TKAHUHU
[0 IOYATKYy JIIKyBaHHS, IPOTATrOM JIIKyBaHHS Ta IIIC/IA 3aBepIIeHHS JIIKyBaHHSA
JIeTPOo30JI0M. B ymMoOBax af'loBaHTHOTIO JIIKyBaHHS TAKOXK CJII PO3TJIsfaTh MOXKIIUBICTh
3aCTOCyBaHHS CXeMMU IIOCJIiJOBHOI Teparil (JIeTpo30JI IPOTATOM 2 POKiB 3 ITOAaIbIIIUM
IIepexogoM Ha IPUMOM TaMOKCHU(EHY ITPOTATOM 3 POKiB) 3ajIe2KHO Bifl Tpodisio
0e3meKu ImalliEHTKH.

TeHOUHIM ma po3pu8 CyXOHCUAAA.

Moxe BigOyTUCH (PigKO) TEHOAUHIT Ta PO3PUB CYX0XKUJIIsa. HeobximHe peTenbHe
00CTeKeHHS MalliEHTOK Ta 3aCTOCYBaHHS BiONOBIAHUX 3aXOAdiB (HalpuKIam,
iMMoOimnizallist) st ypaxkKeHoro CyX0XUJIIsa y pa3i moTrpebu (muB. po3min «ITobiuHi
peaxkiii»).

MeHonay3aavHUl cmamyc

Y nanieHTOK i3 He3’ICOBaHUM MEHOIIay3aJIbHUM CTATyCOM HEOOXiTHO 10 MoYaTKYy
JIiKyBaHHS nmpemnapaToM JleTpoBicTa Bu3dHauutu piBens JII', ®CI" Ta/abo ecTpagmioy.
3acToCcoByBaTH Ipenapar JIETPO30JI IIOBUHHI TiJIbKY XKIHKW 3 IOCTMEHONIay3aJIbHUM
€HOOKPUHHUM CTaTyCOM.



ITopyweHHs 1abopamopHUX NOKA3HUKIB

ITo303asexxHOT0 BOJIUBY IIpenapaty JlerpoBicTa Ha Oyab-sKi reMaTosioriuHi abo
OioxiMiuHi MOKa3HUKU He crocTepiranocs. [ToMmipHe 3MeHINTeHHS KiTbKOCTi TiMPOIUTIB
HEBU3HAYEHOI'0 KJIIHIYHOTI0 3HaUYeHHS CIIOCTEpIrajyiocs y OesdKUX Ialll€eHTiB, sIKi
3aCTOCOBYBaJU IIpemapaT y go3i 2,5 Mr. Take 3HUKEHHS KiJIbKOCTI JTiM(OLUTIB MaJso
TPAaH3UTOPHUM XapaKTep NPUOJIM3HO Y IIOJIOBUHU ITAIIEHTOK, SIKi 3a3HaIU BIIJIUBY. Y
IBOX ITAIliEHTOK PO3BUHYJIACs TPOMOOLIMTOIIEHIsI, OOJHAK B3a€EMO3B’SI30K i3
OOCITim»KyBaHUM TIpelapaToM He OyB 3’'sscoBaHUM. ITallieHTKY PigKO BUXOOUIIH i3
OOCITiIKeHHs Yepe3 MopylleHHs 1abopaTOpHUX ITOKa3HUKIB, OB’ I3aHi 4YM He
II0B’sI3aHI1 13 3aCTOCYBaHHAM IIpenapary.

THwi 3acmepediceHHsA

Cnig yHUKaTH OOQHOYAaCHOT0 3aCTOCYBaHHS IIpelapaTy JIeTPO30JI i TaMOKCU(EHY,
iHIIMX aHTATrOHICTiB eCTPOTEHIB UM eCTPOT€HOBMICHUX JIiIKapChKMUX 3aCc00iB, OCKiIbKHU
IIi peYOBMHU MOXKYTh HiBeIi0oBaTH (apMaKOJIOTiUHY HOil0 1eTPO30Iy.

OckinbKy mpemnapaT MICTUTh JIaKTO3Y, HOT0 He PEeKOMEHI0BaAaHO 3aCTOCOBYBaTU
MaljileHTKaM

3 TAKUMHU PiIKiCHUMHU CIIAOIKOBUMH ITPo0IeMaMu, SIK HeIIePeHOCUMICTh raJlaKTO3H,
TSI2KKa JJaKTa3Ha HegoCTaTHICTh abo ManbaObCcopOIlisi TTI0KO3U-TaIaKTO3H.

3maTHiCTH BIUIMBATH Ha HIBHIKICTHh peaklil mpu KepyBaHHiI aBTOTPaHCIOPTOM
a0o0 iHMMMHu MexaHi3ZMaMHu

BnnuB npenaparty JleTpoBicTa Ha 3maTHICTh KepyBaTH TPAHCIOPTHUMHU 3acob0aMu Ta
IpaloBaT 3 MexaHi3MaMu He3HauHuu. OCKIJIbKM IIPHU JIiKyBaHHI IperapaToM y
XBOPUX CIIOCTepiranucs 3arajgbHa Cc/Ia0OKiCTh i 3allaMOpPOY€eHHS, @ TAK0XK B OKPEMUX
BUIIaAKaX—COHJIUBICTh, pPEKOMEHOYEThCSA OyTU 00epeKHUMU Mifl YaC KepyBaHHA
ABTOTPAHCIIOPTOM abo poOOTH 3i CKIIaAHUMHN MeXaHi3MaMH.

3acTocyBaHHSA y nepioa BariTHoOCTi a00 rogmyBaHHsI IPyaaio

2KiHKU y nepumeHonay3aabHOMY cmati abo J#CiHKU penpooyKmueHO20 B8iKy

[Ipenapart JleTpoBicTa cJiig 3aCTOCOBYBATU TiJILKU XKiHKaAM 3 YiTKO BCTaHOBJIEHUM
IIOCTMEHOIIay3aJbHUM CTaTyCOM. ICHYIOTh IIOCTMapKETHUHI OBl IOBIAOMJIEHHS IIPO
CroHTaHHI abopTu abo BpOaKeHi aHOMaJIil Y HOBOHAPOOXKEHUX, MaTepi SIKUX
Ipu¥MaJliy npenapar JIeTPO30JI.

3 ornsigy Ha MOBIMOMJIEHHS ITPO MOHOBJIEHHS (PYHKII1 SEYHUKIB Y XKIHOK Ha TIIi
JIiKyBaHHS npenapaTtoM JleTpoBicTa, He3BaXkKal4u Ha YiTKHUM NOCTMeEHOIay3aJlbHUU



CTaTyC Ha II0YaTKy Teparlii, mTikap 3a noTpedu MOBUHEH OOTOBOPUTHU 3 IAIliEHTKOIO
aJleKBaTHI IPOTHU3aMJIigHiI 3aco0H.

BaeimHicmb

IIpenapart JleTpoBicTa MOXKe CIPUYUHATH BPOAKEHI Bagu PO3BUTKY y pa3i Moro
3aCTOCYBaHHS ITifl Yac BariTHOCTI (3polleHHs r'y0, 30BHIIIHI CTaTeBi opraHu
IIPOMIKHOTO TUIly). Pe3ynbTaTil JOCHIOXKEeHb Ha TBapUHaXxX II0Ka3aJid HasgiBHICTh
PEnpPOnOyKTUBHOL TOKCUYHOCTIL. TOMy IIpenapaTt NpOTUIIOKa3aHUY OJis 3aCTOCYBaHHS y
nepion BariTHOCTI.

ITepiod 200ys8aHHA 2py00t0

HeBimoMo, YM eKCKPETYETHCS JIETPO30JI Ta MOTr0 MeTaboIiTh Yy TPyaHEe MOJIOKO
JIIOAVHU. PU3KK O/ HOBOHAPOAXKEHOT'0 HEMOBJISATH BUKJIIOUUTH HE MOXKHA.

[Ipemapart JleTpoBicTa npoTuUioKa3aHUM [AJIg 3aCTOCYBaHHS IIiJl Yac rogyBaHHS
rpynnzo.

depmuavHicMb

®apMakKoJIOTiYHOIO [i€10 JIETPO30JIy € 3HUXKEHHS IIPONYKYBaHHS €CTPOTreHYy LIJIIXOM
iHriOyBaHHS apoMaTa3u. Y XIiHOK y IIpeMeHoIay3i iHTribillis CHHTe3y eCTPOTreHy
OIPU3BOOUTH OO0 BiAMIOBIOHOIO IIiABUIIEHHS PiBHA roHamorponiuis (JII', ®CI').
[TigsumenHsa piBHa OCI' HacaMIiepeq CTUMYJIIOE PicT GOIiKyJIiB, 10 MOXKe IHOAYKyBaTH
OBYJISIIiIO.

Cmocid 3acTocyBaHHs Ta M03H

Lopocai, y m.4. nauieHmu AimHb020 8iKy. PeKOMeHoBaHa [o3a npernapary
JleTpoBicTta ctanoBuTh 2,5 Mr 1 pa3 Ha mo0y. B am’toBaHTHIN Ta pO3IMIUpeEHik
af’'t0OBaAHTHIM Teparmil JIIKyBaHHSA IpelapaToM MOBUHHO TPUBATU NPOTATOM 5 POKiB IO
TUX IIip IOKM He HaCTaHe PelMONB 3aXBOPIOBaHHS. XBOPUM i3 MeTacTa3aMHu Tepallito
npemnapatoM JleTpoBicTa ciig IpogoBXKyBaTU OOTH, JOKM O3HAKU IIPOrpeCcyBaHHSA
3aXBOPIOBAHHS He CTaHYTh OYEeBUOHUMU. B ymMOBax af’l0BaHTHOI'O JIIKYBaHHS TaKOXK
CIIii PO3TJIAgaTy MOXKJIUBICTh 3aCTOCYBaHHS CXEMHU IIOCIIiIOBHOl Teparril (JIeTpo30J1
IPOTSATOM 2 POKiB 3 ITOAAJIBIIINM IEPEX0I0M Ha IPUKMOM TaMOKCHU(EHY IPOTATOM 3
POKiB).

B ymoBax Heoan't0BaHTHOTO JIIKyBaHHSA Tepallito npemnapaTtoM JleTpoBicTa crig
ITPOAOBXKYBaTH MIPOTATOM 4-8 MicA1IiB, 11100 HOCATHYTU OIITUMAIbHOTO 3MEHIIIEHHS
NYyXJINHYU. ZKIMO BIOIOBIAL HA JIIKYBaAHHSA HEOOCTaTHS, CJIIO IPUIIMHUTU Teparlito
IIperapaToM JIETPO30JI i IPU3HAYNTHU MJIaHOBE XipypriuHe BTPy4YaHHS Ta/abo
0OrOBOPHUTHU 3 IMAIiEHTKOIO BapiaHTHU MOOAIbIIOrO JTiKyBaHHS.



II71s1 TTaIlieHTOK JIITHLOTO BiKYy KOPEKIIisl MO3u IIpenapaTy He moTpidHa.

Himu. [Ins nikyBaHHS OiTeu IIpelapaT He 3aCTOCOBYIOTh. be3neka Ta e()eKTUBHICTh
3aCTOCYBaHHS IIpernaparTy OiTsSM He BCcTaHOBNeHi. HasiBHI maHi oOMexkeHi, ToMy
HEMOXKJIMBO PO3PO0OUTH peKOMeHallil II[0[I0 JO3yBaHHA.

ITauieHmKu i3 nopyweHHsAMU pYHKUii nedyiHKku ma/abo HuUpokK. [I7s mallieHToK 3
ypaxKeHHSIMHU IIeYiHKHU Bif JIETKOT0 OO CEPEeOHbOro CTyIeHs (Kinac A Ta B 3a mkasnoro
Yaiinpma-I1'10) abo HUPOK (Ipu KitipeHci kpeaTuHiny 3 10 MJ1/XB) KOpeKIIis mo3u
Impemnapary He nmotpidHa. HasBHI gaHi 111010 mallieHTOK i3 HUPKOBOIO HEIOCTATHICTIO 3
KJIipeHCOM KpeaTuHiHy <10 MJ1/xB a00 TSKKUMU IMOPYIIEHHAMU QYHKIIi]l TeUiHKU
HemocTaTHi. [lallieHTH 3 TAXKKUMU ITOPYIIeHHAMU QYyHKIIII nedinku (knac C 3a
Knacugikarmieio Yainga-I1'10) noTpebyIOTh PETENBHOTO HATJIAOY.

Cnocib 3acmocy8aHHs

[Ipenapart JleTpoBicTa ciig npuiiMaTy IepopalbHO, He3a/leXKHO Bifl BXKMBaHHS 1Xi,
OCKIiJTbKHM 13Ka He BIIJIMBA€E Ha CTYyHiHb abcopOilil mpemapary.

[TponymieHy m03y CIifg IPUUHATHA OApa3y, SK TUIbKM MallieHTKa 3ragae€ mnmpo ne. OgHak,
SIKIIIO TIAIliEHTKA 3rafa€ mpo Iie He3aJ0Bro A0 IPpUKXOMYy HAaCTyIHOI o3 (3a 2-3
TOOVHM), IPONYIIEHY O03y CJIi IPONYCTUTU Ta IPUNHATU HACTYIIHY OO03Y 3TigHO 3
rpacdikomM. He criig mpuiMaTy MOABIMHY 03y, OCKIIbKY IIPU ITPUKOMi m0O0BO1 1034,
BUIIOI Bil peKOMEHI0BaHol 2,5 MTI', CIIOCTepirajzacs CUCTeMHa eKCIIO3UIIisd, BUIIIA Bif
MIPOMHOPIIINHOL.

itk

[IpenapaT He 3aCTOCOBYIOTH HiTSIM, OCKinbKU e(peKTUBHICTh Ta 6e3meKa Moro
3aCTOCYBaHHS OJid Ili€l KaTeropil malieHTiB He BUBYAJIUCS B MeJKaX KITiHIYHUX
mocrimkeHb. HasiBHiI maHi oOMexkeHi, TOMy HEMOXKJIUBO PO3POOUTH pPeKOMeHaaIlil
CTOCOBHO JO3yBaHHS.

Ilepeno3yBaHHA

[ToBimoMisiyiocst MPO MOOOUHOKI BUITAOKYU ITepeno3yBaHHs IIpenapary.

CrnenudivHe JIiKyBaHHS 3 IPUBONY IIepeqO3yBaHHS HEBioOMe; JIIKyBaHHS IOBUHHO
OyTH CUMIITOMATUYHUM i MiATPUMYIOUUM.

IToOiuni peakii

3aranbHuM orysam npodinio 6e3neku




YacToTy HeOaXKaHUX peaklliil ojis npenaparty JleTpoBicTa Bu3Havaau mepeBaxKHo Ha
OCHOBI JaHWX, OTPUMaHUX y XOM1 KJIIHIYHUX OOCIIiOXKEHb.

[IpemapaT 3aranoM goOpe IepPeHOCUBCS Y BCiX MOCHIAXKEHHSAX SIK Tepallis IepiIol i
OpyTol JIiHil Tpu NiKyBaHHI NOIMIMPEHOT0 PaKy MOJIOYHOI 3a7i034, IK aji'IoBaHTHA
Tepalis paKy MOJIOYHOI 3a/103M—Ha PaHHiX CTafisaX i K po3lKupeHa af’ toBaHTHA
Tepalis paKy MOJIOYHOI 3a/I03U—Y XKIiHOK, SKi paHille ogepKyBaJiid CTaHOapTHY
al’'lI0BaHTHY TepaIlriio TaMokcudernoM. Maitixke B 1/3 mallieHTOK, SIKi JTiKyBaJIUCs
ImpenapaToM JIeTPO30JI IIPU MeTaCTaTUYHUX i Heoal'ToOBaHTHUX CTaHaX, IPUOIU3HO y
75 % mallieHTOK IpHU ajJ I0BAHTHOMY ITpU3Ha4YeHHi (00MABi Ipynu IpuiManu i
Ipenapar JIeTpPOo30JI i TaMOKCcU(€eH, MefjiaHa JIiKyBaJIbHOTI 0 IIepiogy ctaHoBuia 60
Mics1iB) i matike y 80 % mallieHTOK IIpu pO3IIMpPeHil af’ toBaHTHIN Teparmil (i
JIeTpo307a, i mnanebo, MefiaHa JIiKyBaJbHOTO Iepiony ctaHoBuia 60 MicsIIiB)
crmocTepiranucs nob6iuHi peakilili. Barasmi mo6iuHi peaxiiil, SIKi cmocTepiraaucs, Maau
rmepeBaxKHO crnabkuii abo IMMOMipHO BUPaXKeHUM XapakTep i y 6inbuIocTi BUunankiB 0ymau
OB’sA3aHi 3 medinuToM ectporeHiB. HatgacrTiile y 3BiTax IIpo KIIiHIYHI OOCTiAXKEHHA
3ragyBanucs MoOiYHi peakliil y BUTJIAA1I MPUIIIUBIB, TinepxojiecTepruHeMil, apTpanirii,
HYOOTH, ITOCUJIEHOT 0 TIOTOBU/IIEHHST Ta CTOMJITIOBAHOCTI. [10 BaXX/IMBUX HeOaKaHUX
peaxkiiiy, 1110 MOXYTh PO3BUBATUCS Ha TJIi JIIKyBaHHA IpeniapaToM JleTpoBicTa,
HaJIexkaTh TakKi siBuila 3 O0KY OIIOPHO-PYXOBOT0 amnapary, SIK OCTeOoII0po3 Ta/abo
IepeJyIoMH KiCTOK, Ta SBHUIIa 3 00Ky CeplieBO-CyOUHHOI cucTeMu (y TOMY YHCIIi
11epeOpoBacKyIsAPHI Ta TpoMOoeMOoTiuHi siBuila). barato moGiYyHUX SBUIL MOXKYTh
OyTH 3yMOBJIEHI MPUPOAHUMM (PapMaKOIOTiYHUMH HacligKaMu OedilluTy eCTPOTeHiB
(HammpuKIam, IIPUILIUBY, aJIoNelliss UM BariHajlbHa KpoBoTeda). Binbiricte HebaxkaHUX
peaxIiil cnocTepirajancs y Nepimi KilbKa TUKHIB JTiKyBaHHA. KaTeropil yactotu gjs
X HeOaxkaHUX peakiliit onucaHi y tTabmuiri 1.

[ToGiuHi sBUIIa 3a3HaYeHi 3a 4aCTOTOI0 BUHUKHEHHSI, IePHIMMH 3a3Ha4YaloThCs
HaMOiNIbII po3moBCcIOAXKeHi. [I71s OIiHKK YaCTOTU BUHUKHEHHS Pi3HUX MOOIYHUX
peakxiliii BUKOPUCTOBYBaJIMCSA TakKi rpapartil: nyzxke gacto ( 2 10 %); gacto (Big 3 1 % mo
< 10 %); HeuacTo (Big 2 0,1 % oo < 1 %); pigko (Big 2 0,01 % mo < 0,1 %); omyXe pigKo
(< 0,01 %), yacTtoTa HeBimoMa (HEMOKJINBO OI[IHUTH, BUXOOAYHU 3 HAIBHUX JAHUX).

Tabmnuisa 1

Kiac cucremn ..
] YacToTa ITo0iuHi peakmii
oprasis

Indexkrii Ta iHBa3ili |HeYacTo IH(deKIIil ce4oBUOiTbHOI CUCTEMU



[Mo6posKicHi,
3JIOSIKICHI Ta
He3’'sicoBaHi
HOBOYTBOPEHHS,
BKJIIOYAIO4U KiCTHU
Ta MOJIINHu

HeYacCTo

Bine y nyxnuHHUX BOrHUIIAx (1)

3 OOKy KpOBi Ta
miMbaTHYHOI
CUCTEeMU

HEeYdacCTo

JlenikomeHis

3 60Ky iMmyHHO1
CUCTEMHU

yacToTa
HeBimoMma

AnHadimakKTUYHI peakiril

MeTabostiuHi
MIOPYIIEeHHS Ta

OyzKe 9acTo

NnepxonecrepuHeMis

pO3JIany KUBJIeHHs |1aCTO AHOpEKCis, MiABUILEHHS alleTUTy
4acTo Henpecisa
3 OOKYy ICUXiKu TpUBOXKHICTH (BKII0OYAIOYU HEPBO3HICTH),
He4acTO ) )
OpPaTiBIUBICTD
4acTo 'onoBHUM 6inb, 3arIaMOPOYEHHSA
. CoHnuBiCcTb, 0€3COHHSI, TIOTipPIIeHHS ITaM sTi,
3 OOKy HEPBOBOI ] .
ou3ecTe3isa (BKIII0UalyM IIapecTesilo,
CUCTEMH He4YacTO ] i . :
rirmecTesiio), MOPYIIEHHS CMaKOBUX Big4yTTiB,
IHCYTIBT, 3all’ICTKOBUU TyHEJIbHUU CUHOPOM
) KaTapakTa, mogpa3HeHHS OKa, 3aTbMapeHHA
3 OOKy OpraHiB 30py |HEe4acTo
30py
4acTo [Tocunene cepuedbuttsi(l)
Taxikappmisi, BUIlagKu immeMil Miokapmda
(BKJTIOYAOYW BUHUKHEHHS a00 IOTripIiIeHHs
3 GoKy cepus . .
HedacTo repebiry cteHoKapmil, CTeHOKap[iio, 1110

BHMarae€ XipyprigyHoro BTpy4aHHs, iHpapKT
MiOKapma Ta ileMiio Miokapmga)

CynvHHI IOpyILIEeHHSA

OyzKe 49acTo

['aps4i npUunInBU

qacTo

ApTepianbHa rinepreH3sis

HeYacCTo

Tpom6odnebiT (BKItoUaioyu TpomMOodiediT
IIOBEPXHEBUX Ta ITUOOKUX BEH)

pioKo

JlereneBa eM0o0J1isl, apTepianbHUM TPOMOO3,
11epeOpPOBaCKyIAPHUN iHPapPKT




3 00Ky guxajibHOL
CUCTEMH,

TOpakKasbHi Ta HEe4acTO 3aguiika, Kalleab
Me[iaCTUHAabHI
IIOPYIIEHHS
HynoTta, 6/mtoBaHHs, gucnencisi(1), 3amop,
3 OOKy LITYHKOBO- |9acCToO : . .
miapesi, 6i51b y KUBOTI
KHUITKOBOTO TPAKTy ) i
HeYacTo Ctomatut(1l), CyxicTh y pOTi
[TigBUIllEHHS PiBHS II€4YiHKOBUX (DEPMEHTIB,
3 OOKy HeJacTo . . .
o . rinepbinipy6iHeMisi, ;KOBTSIHUIIS
remnaTtobimiapHoil
4acToTa
CUCTEMHU . ['emmatur
HeBioMa

OyzKe 49acTo

I[TocuneHe MOTOBUMOITIEHHS

AJIoIIeIlisi, BUCUIIaHHS (BKJII0OYal04n

) 4acTo epuUTEeMaTO3Hi, MaKyJIOIamlyasapHi, ICcopiaTU4YHi
3 OOKY IIKipu Ta . : .
) . . Ta BE3UKYJIIPHI BUCUIIAHHS), CYXiCTh MIKipH
MiOIMIKIipHOL :
: He4yacTo CBep0OixK, KPOIIUB’ THKA
KJIITKOBUHU
TOKCUYHUU enlifepMaTbHUU HEKPOJIII3,
4acToTa . .
] MyJIbTA(POPMHA epUTEMa, aHTIOHEBPOTUYHUMN
HeBizmoMa
HaOPsAK
OyXKe 4acCTo ApTpasnrisa

Binb y Mm’sa3ax, 6inb y KicTkax(1), ocTeomnopos,

4acTo .
3 60Ky CKeJIeTHO- IIepejsioMu KICTOK, apPTPHUT
M’s1I30BOl CUCTEMHU Ta He4acTo TenguHIT
CIIOJIyYHOI TKAaHUHY |pigKo Po3puB Cyx0XKuUIsa
4acrToTra
) CUHOPOM «KJIallar04yoro Iajblisa»
HeBlooMa
3 OoKy
CEYOBUOIIBHOL HeYacTo [ligBuIlieHa YacTOoTa CEYOBUIIYCKaHHSA
CUCTEMU Ta HUPOK
3 OOKYy .
. 4acTo BarimanpHa KpoBOoTeua
pPenponyKTUBHOIL
CUCTEMHU Ta BarinanbHi BumineHHs abo cyxicTb, Oilb y
He4yacTo

MOJIOYHHX 3aJI03

MOJIOYHHUX 3aJI03aX

3arasbHi po3maau Ta
peaxtil y MicTi
BBEEHHS

OyzKe 9acTo

CTOMIIIOBAHICTS (BKJIIOYAIOYHM ACTEHIIO,
HEe3OyXKaHHS)

qacTo

[Tepudepuunuit HabpsAK, Oinb y rpyOsax




[TinBuIlieHHA
TeMIepaTypH,
CyXIiCTb

CIIN30BUX
He4dacTo 000JIOHOK,
BIOYyTTA

CIIpary,
reHepaai3oBaHUU
HaOpsK

YacTo 30iIbIIIeHHS MaCHU Tijla

HocaimKeHHs

He4dacCTo 3MeHIIIeHHsI MaCH Tijla

(1) - TinpKU IpU JTiKyBaHHI MeTaCTaTUYHOI0 YpaXeHHS

[Ipo mesiki HebOazKaHi peakxiiil TOBIHOMIISIIIOCS 3i 3HAUYHO BiMMiHHOIO YaCTOTOI0 B YMOBax

an’I0BaHTHOTO JIiKyBaHHS.

Tabnuisa 2. Ag’'toBaHTHA Tepallist 1eTP0o30JI0M ITOPiBHSIHO 3 MOHOTEPaIi€n
TaMOKcudeHoM: HebaXKaHi SBUIla, YaCTOTa SKUX 3HaYyllle Bigpi3Hsanach

TaMmokcudgeHn, yacrora
JIeTpo30JI, YaCcTOTA SIBHUIIL
SIBHIIL
N = 2448 N = 2447
HeOaxkaHi mooiuni
Y Oyab-sIKHH Y Oyab-sIKHH
peakxkmil IIporsirom . IIporsirom .
. yac micias . yac micas
JIiKyBaHHSA . ...| TKyBaHHS .
. paHgoMmi3ailril . paHgoMi3aIril
(megiaza b5 . (megiaHa b5 .
. (mMeniana 8 . (mMeniama 8
POKiB) ] POKiB) ]
POKiB) POKiB)
[IepenoM KiCTOK 10,2 % 14,7 % 7,2 % 11,4 %
OcTeonopo3s 51 % 51% 2,7 % 2,7 %
TpomboeMOomiuHi
P 2,1 % 3,2 % 3,6 % 4,6 %
SIBUIIIA
IndapkT Mmiokapza 1,0 % 1,7 % 0,5 % 1,1 %
lNnoepnnasisa
eHOoMeTpis/pak 0,2 % 0,4 % 2,3 % 2,9 %
eHOOMETPiA

ITpumitka. [IpoTsiroM JTiKyBaHHS — BKIo4Yae 30 OHIB IiCJIT OCTAaHHBOI mO3U. Y OyOb-sIKUM 4ac —
BKJIIOYAE TIEePiof MOOaIbIIoro CIIOCTePEeKEHHS ITiC/Id 3aKiHYeHHS a00 BimMiHM OOCHiOXKyBaHOTO




JiKyBaHHS.

Pi3HUIIg 3aCHOBaHa Ha CIIiBBiIHOIIIEHHI pU3UKiB Ta 95 % OoBipuyux iHTepBalax.

Tabnuus 3. ITocnigoBHe MiKyBaHHS MOPIBHSIHO 3 MOHOTEPAITI€I0 JI€TPO30JI0OM:
HeOaXkaHi ABHUIIA, YaCTOTA AKUX 3HAaUyIle BiIpi3HAIach

MoHoTepamis JIeTpo30iI - Tamokcudgen-
JIeTPO30JIOM | >TaMOKcHu(deH >J1eTpOo30J1
ITo6iuni peaxirii N = 1535 N = 1527 N = 1541
5 pokiB 2 p::;;>3 2 poKu->3 poKHu

[TepenoMu KiCTOK 10,0 % 7,7 %* 9,7 %
e 07 % 3.4 %+ L7 %
NnepxonectepuHeMis 52,5 % 44,2 %* 40,8 %*
laps4yi npunInBu 37,6 % 41,7 %** 43,9 %**
BariHanbHa KpoBOTeYa 6,3 % 9,6 %** 12,7 %**

* 3HayvyIe MeHIle, HiXK y IpyIli MOHOTepaIlil 1eTPo30I0M
** 3Hauyine 6inbIlle, HiXK y TPyIIi MOHOTEepaIil JIeTPO30I0M

ITpumiTka. ITepiom noBigoMIeHHs BKIOYaE nepion nikyBanHs abo 30 gHIB micis npUnuHEeHHS
JIiKyBaHHS.

Onuc oKpeMux NoOiYHUX peakIlii

Heb6aocani peakuii 3 60Ky cepus

B ymoBax afi’t0oBaHTHOTO JIiIKyBaHHsI, KpiM ITpefcTaBIeHUX y TaOnmulli 2 maHux,
MMOBiIOMJISIJIOCS TIPO TaKi HeOaxkaHi siBuIla 11070 npemnaparty JlerpoBicTa i
TaMOKCH((EeHY BiAIIOBIOHO (3 MeaiaHOIO TPUBAJIOCTI NiKyBaHHSA 60 Micsaiis matoc 30
OHIB): CTEHOKapAis, 110 BuMarae xipypriuuoro nikyBaHHA (1,0 % npotu 1,0 %);
cepueBa HegoctaTHICTE (1,1 % npotu 0,6 %); apTepianbHa rinepTeH3ia (5,6 % npoTtu
5,7 %); nopyiieHHs 11epebparbHOr0 KPOBOOOITy/TpaH3uTOPHa imemiuHa aTtaka (2,1 %
npotu 1,9 %).

B yMoBax po3IIMPEHOro aji’toBAHTHOTO JIiKyBaHHS ITOBiHOMIISIZIOCS ITPO TaKi HebGaxXaHi
siBUIA 014 npenapaty JleTpoBicTa (MefiaHa TPpUBaIOCTi JTiKyBaHHS 5 POKIB) i
rianebo (MediaHa TPUBaJIOCTI IPpUOMY 3 POKHU) BiATIOBIAHO: CTEHOKAPMis, 110
BUMarae xipyprigsoro nikysBaHHS (0,8 % npotu 0,6 %); Briepille giarHOCTOBaHa
CcTeHOKapmis abo moripiieHHs nepebiry crenokapaii (1,4 % npotu 1,0 %); iHdapkT
miokapma (1,0 % opotu 0,7 %); TpomboeMmbommiune sBuie* (0,9 % mnpotu 0,3 %);



IHCYJIbT/TPaH3UTOPHaA imeMiyHa aTtaka* (1,5 % npotu 0,8 %).

YacToTa sBUIl, IO3HaYEeHUX*, CTaTUCTUYHO 3HAUYyIlle BipIi3HAIACh Yy OBOX I'pylax
JIIKyBaHHS.

HebaowcaHi peakuii 3 60Ky 0NOpPHO-pyxo8020 anapamy

IlaHi 3 Oe3neKu OJid OIOPHO-PYXOBOT0 anapaTy, OTpUMaHi B yMoBax aj l0BaHTHOT'O
JIIKyBaHHS, IPeACcTaBieHi y Tabmuti 2.

B yMoBax po3mInpeHoro ag’ toBaHTHOTO JIiIKyBaHHS IIepeioMU KiCTOK abo 0CTeOIIOpo3
CIIOCTEPIrajauch ¥y CTaTUCTUYHO 3HAUYyIIe OilbIol KiTbKOCTI IMalliEHTOK Py
JIIKyBaHHS IpenapaToM JIeTpo30J (mepenomu KicTok - 10,4 % i ocTteomnopos - 12,2 %),
HiX y mallieHToK rpymnu miaiebo (5,8 % ta 6,4 % BigmoBimHO). MepmiaHa TpUBaoOCTi
JIIKyBaHHS CTaHOBUJIAa 5 POKIB I mIpenaparty JIeTPO30JI IIOPIBHAHO 3 3 pOKaMU OJIs
rane6o.

ITogidomaeHHs1 npo nido3prosaHi NObiUHI peakuii

[ToBimoMiieHHS PO Mimo3pIoBaHi M0OiIYHI peaxiiii micias peecTpaliii TiKapchKOTo
3aco0y € BaxkIuBUM. Lle mo3BoJisie BeCcTu Oe3rnepepBHUM MOHITOPUHT OalaHCy
IMOKa3HWKa KOPUCTH/PU3UK npenapaTy. CoelianicTu y rajay3i OXOpPOHU 300POB’s
3000B’s13aHi IMOBiHOMIIATH Yepe3 CUCTEMY, ITPO OyOb-siKi BUITQAKU MiT03pI0OBaHUX
MoOiYHUX peakiIliii.

TepMiH NpUIATHOCTI
3 POKHU.
YMoBHu 30epiranus

36epiratu nmpu Temnepatypi He Bunie 30 °C B opUTriHaIbHIN YIIAKOBIIi IJIs1 3aXUCTY Bif
BOJIOTH Y HEAOCTYITHOMY [JIs1 OiT€U MiCIi.

VYnakoBka

ITo 10 TabneTok y 6sicTepi; mo 3 61icTepu y KapTOHHIM KOPOOIIi.
KaTeropis Bignycky

3a penemnTomM.

Bupo6HuK



CinToH Xicnanisa, C.JI.

Micue3HaxoIKeHHsI BHPOOHHKA Ta MOro ajJpeca MiCIisi IpoOBaaXKeHHsI
IJistIbHOCTI

Byn. K/Kactenno, nol, Cant boi me JInobperart, Bapcemnona, 08830, Icmanis.
[Ixkepesto iHCTPYKITil

[HCTpyKIIifo TiKapChKOTro 3aco0y B3aTO 3 0illiiHOTO mKepesia — [lepKaBHOTO PEECTPY

JIiIKapChKHX 3ac00iB YKpalHu.
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