Ckian

0ito4a pevyosuHa: 1eTpo307;
1 TabreTka MiCTUTDH TE€TPO30IY 2,5 MT;

OONOMIJNCHI peyo8uHU: TaKT03a, MOHOTiApaT; KpoxMailb KYKyPyA3ssHUW; HaTPito
KPOXMabIJHKOIAT (THUI A); 1eJIi0103a MiKPOKpHUCTaliyHa; MarHilo creapaTt; 000JI0HKA
Onappau II 85F32410 xxoBTU#: CIUPT NOJIiBiHINTOBUY; Makporoy 3350; TajbK; TUTaHy
miokcup (E 171); 3amni3za okcup xoBtuii (E 172).

JIikapcbKa ¢popmMma

TabeTKy, BKPUTI MJIIBKOBOIO 000JIOHKOIO.

OCHOBHI (pi3uKo-XiMiuHI 81acmu8ocmi: KPyrii, ABOOMYKJIi, BKPUTI IIJTIBKOBOIO
000/I0HKOI0, TaOIETKM KOBTOT0 KOJIHOPY, 3 OOHOPiMHOIO IIOBEPXHEIO Ta
HEYIIKOIXKEeHUMHU KpasMU.

®dapMaKoTepalneBTHUYHA Irpyna

3acobwu, 1110 3aCTOCOBYIOTHCS OJI TOPMOHAJILHOI Teparlil. AHTaroHiCTu TOPMOHIB Ta
aHasoriuHi 3acobu. Iaribitopu apomarta3su. Jlerpos3osn. Kog ATX L02B GO04.

dapMakKogHHaMiKa

JleTpo3on - HecTepoimHui iHri6iTop apomMaTasu (iHTiGiTOp 6iOCMHTE3Y ECTPOTEHY);
MIPOTUIIYXJIMHHUYU ITpenapar.

Y Bunmapgkax, KOJIU PIiCT MyXJIMHHOI TKAHUHU 3aJIeKUTh Bil HasABHOCTI €CTPOTEHIB,
YCYHEHHS OIIOCEPENKOBaHOI'0 HUMU CTUMYJIIOI0YOTO BIIJIUBY € IIEPENYMOBOIO
IIPUTHIYEHHS POCTY NYXJIMHU. Y XKIHOK y IIOCTMEHOIIay3i eCTPOreHU YTBOPIOITHEC
IepeBaXKHO 3a y4acTio PepMeHTy apoMaTas3|, SKUU IepeTBOPIOE aHAPOTEeHH, 1110
CHUHTE3YIOThCS ¥ HaAHUPKOBUX 3aj103ax (y IepIly 4epry aHapPoOCTEeHOIOH i
TEeCTOCTepPOH), Ha ecTpoH (E1) Ta ectpagmion (E2). Tomy 3a momomMoroio crnenudivyHol
iHri6imii pepMeHTy apoMaTa3y MOXKHA OOCATTU NPUTHiIYeHHST Oi0CMHTE3y eCTPOTEeHIB y
nepudepruYHUX TKAHUHAX i B IIyXJIMHHIW TKaHUHI.

JleTpo30 IpUrHivye apoMarasy LUUIAXOM KOHKYPEHTHOI'O 3B sI3yBaHHSA 3
cyOoouHUIEIO0 IOTO PEepPMEHTY - TeMOM IIMTOXpoMy P450, 1110 TpU3BOAUTD A0
3HUXKEHHS 6I0CUHTEe3y eCTPOTEeHIB y BCiX TKaHWHAaX.



Y 3m00poBUX XKIHOK Y IIOCTMEHOIIay3i OMHOPa30Ba [03a JIETPO30I1y, dKa CTaHOBUTSH 0,1
mr, 0,5 mr ta 2,5 MI', 3HUXKY€ PiBEHb €ECTPOHY Ta €CTPaAioJly B CUpPOBaTIIi KPOBi
(TOpiBHSHO 3 MOYATKOBUM piBHEM) Ha 75—78 % i Ha 78 % BigmoBigHO. MakcuMaibHe
3HUKEHHS OOCATaEThCAa Yyepe3 48—78 roouH.

Y XkiHOK i3 nomupeHoio GopMOI0 paKy MOJIOYHOI 3ajJI031 y IOCTMEHOIay3i ogeHHe
3aCTOCyBaHH4 J1eTpo30iy y 1o3i Big 0,1 Mr 0o 5 Mr 3HUIXKYE PiBHI ecTpaniony, eCTPOHY
Ta eCTPOHY CynbdaTy y Ij1a3Mi KpoBi Ha 75—95 % Bim moyaTKoBoro piBHsA. [Ipu
3acToCcyBaHHi nmpenaparty y o3i 0,5 mr i 6inbire y 6araTbox BUMIagKax KOHIIEHTPAlii
€CTPOHY Ta eCTPOHY CyJibdaTy BUSABJIAIOTHCSI HUXKYE MEXIi 4YyTJIUBOCTI METOOY, 110
BUKOPUCTOBYETHCS [JIs1 BU3HAYEHHA FOPMOHIB. Ile BKa3ye Ha Te, 110 3a JOIIOMOI 00
OaHUX [03 IIpernapaTy JOCATaEThCs OiNTbII BUpaKeHe MPUTHiYeHHS CUHTE3Y
ecTporeHiB. CyIpeciss eCTpOreHiB MiATpUMYyBalacs IPOTATOM JIIKyBaHHSA Y BCiX
alieHTOK.

JleTpo3on - Bucokocmenudiyami iHri6iTop akTMBHOCTiI apomMaTa3u. [TopyiieHHs
CUHTE3y CTEPOIIHUX TOPMOHIB Y HAOHUPKOBUX 3ajI03aX He BUSIBJIEHO. Y MAIliEHTOK Yy
IMOCTMEHOIIay3i, AKMM IIPOBOAUJIN TepaIiio JeTpPo30jioM y moboBiit go3i 0,1—5 wmr,
KJIIHIYHO 3HAUyII¥X 3MiH KOHIIEHTpalliil y IJla3Mi KpOBi KOPTHU30J1y, ajlbgoCTepPoHy, 11-
OEOKCUKOPTU301y, 17-TigpOKCUIIPOreCTEPOHY, aAPEHOKOPTUKOTPOIIHOTO TOPMOHY, a
TaKOXK aKTMBHOCTI peHiHy He Oy10 BUsSBJIeHO. [IpoBeOeHHs TECTY CTUMYISIlL
aIpeHOKOPTUKOTPOIIHOTO TOPMOHY depe3 6 i 12 TuXkKHIB Teparrii 1eTpo3070M y 1000BiH
mo3i 0,1 mr, 0,25 mr, 0,5 mr, 1 Mr, 2,5 MI i 5 MI He BUSIBHJIO SIKOT'OCh ITOMIiTHOTO
3MEHIIEeHHs CUHTEe3y aJIbHOCTEPOHY YM KOPTU30Jly. TaKUM YMHOM, HEMAaE
HeOoOXigHOCTi Mpru3HaYaTU TTIOKOKOPTUKOIAN Ta MiHEPaJTOKOPTUKOIIH.

Y 3m0poBUX XKIHOK Y IIOCTMEHOIIay 31 IIiCJIg OZHOPA30BOIr0 3aCTOCYBAHHS JIETPO30JLY Y
mo3ax 0,1 mr, 0,5 mr i 2,5 Mr 3mMiH KOHIIeHTpallil aHOPOTeHiB (aHOAPOCTEHOIOHY Ta
TECTOCTEPOHY) y IIJIa3Mi KPOBi1 HE BUSIBJIEHO. Y IAIli€HTOK y IIOCTMEHONay3i, sKi
OTpPUMYBaJIHU JIeTPOo30J]1 y Ao0oBi mo3i Big 0,1 Mr mo 5 Mr, 3MiH piBHS aHOPOCTEHIIOHY
y IIJ1Ia3Mi KpOBi TaKOXK He Biil3HadeHO. Bce 1ie BKa3ye Ha Te, 1110 0/10Kaga 6i0CUHTE3Y
€CTPOT€eHiB He IPU3BOAUTH OO0 HAKOIIMYEHHS aHOPOTEeHIB, SIKi € onepegHuKaMu
eCTPOTeHiB. Y maIlieHToK, sIKi OTpUMYyBaJIu JIETPO30JI, He O0yJI0 Bim3Ha4YeHOo 3MiH
KOHIIEHTpPAIlil TI0TEIHi3ylI04oro Ta GomIiKyJI0CTUMYII0Y0Tr0 TOPMOHIB Yy MJ1a3Mi KPOBI, a
TaKO2K He OyJI0 Bim3HauYeHO 3MiH QYHKIIiM HIUTOBUOHOI 3a/103H1, IKY OIiHIOBaJIM 3a
PiBHSIMU TUPEOTPONHOTro ropMony T4 i T3.

dapMaKOKiHEeTHKA

BcmokmyeaHHA. JIeTpO30J1 MIBUOKO 1 IIOBHICTIO BCMOKTYETBCS 31 LMIJTyHKOBO-
KHIIIKOBOTO TPAKTy (CepenHs BeluunHa 6i0J0CTYIHOCTi cTaHOBUTL 99,9 %). Ixka
He3HayHOIO0 Mipoi0 3HUKYE IIBUAKICTL abCOpOIlil (CepemHE 3HaAUEHHS Yacy



OOCSATHEHHS MaKCHMaJIbHOl KOHIIEHTpallil 1eTPO30JIy B KPOBi (tmax) ctaHOBUTH 1
TOOUWHY IPU IIpuiioMi Jrikapcbkoro 3aco0y JleTpo3os-BicTa HaTIlle i 2 TOOUHU - TIPHU
IPUKOMI 3 I2Ke0; cepeqHE 3HaYeHHSI MaKCUMaJIbHOl KOHIIeHTpallil IETPO30JIy B KPOBI
(Cmax) ctaHoButh 129 + 20,3 HMOIB/1 IpU IpuKioMi HaTiecepile i 98,7 = 18,6
HMOJIb/JI - IPY IIPUMOMI 3 12K€el0), OQHaK CTYIIiHb BCMOKTYBaHHS JI€TPO30/y (IIpU OIiHIT
3a IJIOIIEIO i KPUBOIO «KOHIIEHTPALlis - 4ac») He 3MiHIOeEThCSA. He3HauHi 3MiHU
IIIBUOKOCTI BCMOKTYBaHHS PO3LIHIOITHCA K TakKi, 110 He MalOTh KJIIHIYHOTO 3HaYEeHH4,
TOMY JIETPO30JI MO2KHa 3aCTOCOBYBaTH He3aIeKHO BiJl MIPUHUOMY 1XKi.

Po3nodia. 38’s13yBaHHA 1€TPO301y 3 OiJIKaMu IJla3MU KPOBi CTAHOBUTH NIPUOIU3HO 60
% (repeBaxkHO 3 anbOyMiHOM - 55 %). KoHIleHTpallid 1eTPo30/Iy B epUTPOLIMTax
Manxke 80 % Bim voro piBHA y mja3Mi Kposi. ITicisa 3actocyBanHda 2,5 mr 14C-
MideHOT0 JIeTP030Ty Npubnu3Ho 82 % pamioaKTUBHOCTI y MJjla3Mi KPOBi IIpUIlafajio Ha
4acTKy He3MiHEeHOl aKTUBHOI pe4Y0BUHHU. TOMY CUCTEMHUM BIIJIUB MeTabOJIiTiB
JIeTPO30Jly He3HayHuu. JIeTpo30J1 MBUAKO 1 MIUPOKO POINOOUIAETHCSA YV TKAHUHAX.
YsaBHui 06’eM po3mofiny y mepion piBHOBaXKHOT'0 CTaHy gocsrae npubnusxo 1,87 +
0,47 n/kr.

Memab6oai3m i susedeHHs. JIeTpo30J1 3HAYHOIO Mipoio 3a3Ha€e MeTabomnizmy 3
YTBOPEHHAM (hapMaKOJIOTiYHO HEaKTUBHOT'O KapOiHOI0BOT0 MeTabo0IiTy - OCHOBHUM
IUIsIX eniMiHarii. MeTtabosmiuauit KiipeHc nmetpo3ony (CLm) ctanoBuTts 2,1 n/rom, m1o
MEHIIIe 3a BeJIMUYNHY IIe4iHKOBOT0 KPOBOTOKY (mpubnu3uo 90 n/ron). Byno BusiBneHo,
0 i3opepmernTu CYP3A4 i CYP2AG6 uutoxpomy P450 3gaTHI mepeTBOpOBaTH
JIETPO30JI Ha Moro MeTaboJIiTH in vitro, mpoTe 1XHS OKpeMO B3sTa POJIb Y KJIipeHCi
JIETPO30JIy in Vivo TOYHO He BCTaHOBJeHa. [IOCIimKeHHS JTiKapChKOl B3aEMOil
IoKa3aJiy, 1110 OJHOYacCHe 3aCTOCyBaHHS JliKapchKoro 3aco0y JleTpo3o-BicTa i
IIMMETUINHY, SKUU € iHribiTopoM nuiie izopepmeHTy 3A4, He CIPUYUHSIIO
MMPUTHIYEHHS KJIipEHCY JIETPO30JIy, 110 Aa€ MOXKJINBICTh 3pOOUTU BUCHOBOK IIPO
BaXJIMBY POJIb y 3arajibHOMY KJIipeHCi in vivo i3odpepmenTy 2A6. Y x0ai 1IbOro
OOCIIiOKEeHH Bil3Ha4YeHO He3HayHe 3HUKeHHA noka3dHuka AUC Ta migBuUIlleHHS
Cmax.

YTBOpEeHHS HEBEJIUKOI KiJTbKOCTI iHIIINX, ITOKHU 110 He imeHTudiKoBaHUX MeTaboIIiTiB, a
TaKOX BUBEIEHHS HE3MIHEHOI 0 IpelapaTy 3 Ce4Yelo 1 KaJloM BifirparTh JIUIIe
He3Ha4yHy POJIb Yy 3arajibHill eniMiHalii netpo3ony. [IpoTsaromM 2 THUXKHIB micis
BBEeIEHHS 3[J0POBHUM HOOPOBOJBLAM Yy ITOCTMeHoIay3i 2,5 Mr 14C-MideHOT0 1eTPO30Ty
B cedi Oyso BusiBneHo 88,2 + 7,6 % pamioakTuBHOCTI, y Kani - 3,8 = 0,9 %.
[IpurariMHiI 75 % pamioaKTUBHOCTI, 1110 BUSABISETHCSA y Cedi 3a mepiog oo 216 rooux
(84,7 £ 7,8 % Big BeMTUUYUWHU [03HU JIETPO30JIy), IIPUIIafalo Ha T'TIOKYPOHIigHI
KOH'toraTu Kap0OiHooBoro metaboiiTy, Maixke 9 % - Ha OBa iHII HeimeHTHU}IKOBaHI
MeTaboJtiT Ta 6 % - Ha He3MiHEeHUM J1eTPO3017I.



YsBHUM KiHIIeBUY IIepiof HaIliBBUBEAEHHS 3 IJIa3MU KPOBi CTAaHOBUTH NPUOIU3HO 2—4
mo6u. ITicns momeHHOr o IIpuiomMy 2,5 MT mpernapaTy pPiBHOBaXKHa KOHIIeHTpallis
JIETPO30JIy OOCSATAETHCS MPOTIATOM 2—6 TUXKHIB, IPU IIbOMY BOHA NpubIM3HO ¥ 7 pa3iB
BHUIIA, HiXK IiCJIT OMHOPAa30BOT0 IIPUNOMY Ti€l K mo3u. BogHo4dac 3HaYeHHS
piBHOBaXKHOI KOHIIeHTpalil y 1,5—2 pa3u nmepeBUlllye Te 3HaUYeHHS PiBHOBaXKHO]1
KOHIIeHTpallil, sKe MoxkHa 0y0 6 3aBOQYUTH Ha OCHOBI PO3PaxyHKiB, BUXOOSYH 3
BEJINYUH, 3apEeECTPOBaHUX MiCJIg IPUUOMY OOGHOPAa30BOl A03u Ipemnaparty. Lle BKadye
Ha Te, 1110 IIPHU IIOAEeHHOMY 3aCTOCYBaHHI JIETPO30J1y ¥ 0031 2,5 MI 1Or0
(bapmakokiHeTHMKa Ma€ Oello HeliHinauM XxapakTep. OCKiIbKM pPiBHOBaXKHa
KOHIIEHTPALid JIETPO30J1y IIiATPUMYETHCS i YacC JIIKyBaHHSA IIPOTATOM TPUBAJIOT O
4Jacy, MOKHa 3p00OUTH BUCHOBOK IIPO Te, 110 HAaKOMMUYEHHS JIeTPO30J1y He
BimOyBa€ThCH.

JIiHitiHicmb/HeaiHiliIHicmb. PapMaKoOKiHEeTHKaA 1eTPo30y OyJia IIPOoIOoPITiHOI0 O03i
Iic/Ist 3aCTOCYyBaHHS OOQHOPA30BOl IepopasbHol Ao3u A0 10 mr (miamason mo3 Big 0,01
mo 30 MrI'), a TaKOXK micis momeHHuX mo3 no 1,0 Mmr (giama3oH mo3 Big 0,1 mo 5 mr).
[Ticns 3acTocyBaHHS OOHOPAa30BOl IepopanbHol mo3u 30 MT criocTepiraaocs
He3HayHe, ajie OiybIn HiXK ITporopilifiHe go3i 30inbinenHs noka3suuka AUC. Ipu
3aCTOCYBaHHI MogeHHUX 03 2,5 Ta 5 Mr 3HaueHHss AUC 306inbuIunocs npubanusHo y
3,8 Ta 12 paziB 3amicTh 2,5 Ta 5 pasiB BinmoBigHO MOpPiBHSHO 3 103010 1,0 Mr/mo0y.
TakuM 4YMHOM, peKOMeHIoBaHa mo3a 2,5 Mr/moby Moxke OyTH rPaHUYHOIO 103010, 3a
SIKO1 HEITPOIIOPIiMHICTh CTa€E BUAMMOIO, TOMi SIK IIPU 3aCTOCYBaHHIi 103U 5 Mr/mo0y
HENPOMIOPIINHICTL cTae OiNbIl BUPaxkKeHo10. HemrpomnopiiiHicTh m03u, UMOBIpPHO, €
pPe3ynbTaToOM HaCHUYEeHHS MPolieciB MeTaboIivHOTO BUBeOeHHS. PiBHOBaXKHi
KOHIIEHTpallil mocaranucs yepe3d 1—2 Micdri npu 3aCTOCyBaHHI yCixX OOCITiAXKYyBaHUX
pexumiB go3lyBaHHdg (0,1—5,0 Mr mjomeHHO).

dapmaxkokKiHemuKa 8 oKkpemux 2pynax nauieHmis. Y OOCIiaKeHHAX, sIKi IPOBOOUJIUCH
3a y4acTio JOOPOBOIBIIB 3 Pi3HUM CTaHOM (YHKIIil HUPOK (24-TOOUHHUM KITipeHC
KpeaTUHiHYy BapitoBaB Big 9 mo 116 mi/xB), Big3Hadanocs, m1o papMaKOKiHETHKa
JIETPO30JIy Ta BUBEOEHHS 3 Ceuelo IIIOKYPOHIOHUX KOH I0raTiB Moro KapO6iHOJIOBOTO
MeTaboJIiTy He 3MiHIOBAIUCS ITiC/IsT OHOPa30Boi mo3u 2,5 mr. Kpim Toro, y
BHUIIle3a3HAYEHOMY [OOCJIiAKEeHH] OIliHIOBaJId BIJIUB NOPYIIeHHS QYHKIIl HUPOK Ha
JIETPO30JI, aHali3 KoBapiaHT OyB BUKOHAHWY Ha OCHOBi JaHUX ABOX 0@30BUX
pocaigxkeHb (mocmigkenHsa AR/BC2 ta AR/BC3). Po3paxoBaHull KJIipeHC KpeaTUHIHY
(miamma3oH y mocnigxkeHHi AR/BC2: 19—-187 mn/xB; y gocnigxenni AR/BC3: 10—180
MJI/XB) He IPOJAEMOHCTPYBaB CTaTUCTUYHO 3HAUYIIOT0 3B’I3KY 3 MiHiMaJIbHUMU
PiBHAMH 1€TPO30J1y y IJIa3Mi KPOBi y piBHOBaxkHOMY cTaHi (Cmin). Binbkire Toro, gaHi
nocnigkenb AR/BC2 ta AR/BC3 nikyBaHHS OpyToOl JIiHil METaCTaTUYHOI O PaKy
MOJIOYHOI 3aJI03U1 ITPOAEMOHCTPYBaIX BiICYyTHICTh HETaTUBHOT'O BILJIMBY JIETPO30/Iy Ha
KJIipeHC KpeaTUHiHy ab0 moripiieHHsa GyHKII1 HUPOK.



TakuM 4MHOM, KOPEKITid J03U MalliEHTaM 3 MOPYIIeHHIM (QYHKIII1 HUPOK (KIipeHC
KpeaTuHiHy = 10 M1/xB) He moTpiOHa. [HpopMallist CTOCOBHO IAIli€EHTIB 3 TAXKKUM
MMOpYyIIeHHIM GYHKII1 HUPOK (KiIipeHC KpeaTuHiHy < 10 MJj/xB) oOMexKeHa.

Y nopi6bHOMY OOCIigXKeHHi, TPOBEAeHOMY 3a Y4acTIO JOOPOBOJIBIIIB 3 Pi3HUM CTaHOM
¢yHKI1i1 Teuinku, OyJ10 BCTAHOBJIEHO, 110 B 0Ci0 3 MOMiIpHO BUpaXXeHUM IMMOPYIIEHHSIM
¢yHKIil nevinku (kKnac B 3a mikanoo Yainga-I1'10) cepenHe 3HaYeHHS IO ITif
KPHUBOIO «KOHIIeHTpallis - 4ac» (AUC) 6yno Ha 37 % BUIIMM, HiXK Y 3OPOBUX 0Cib, aje
3a/JIMIIaaocs y Mexax TOTO Aiarma30Hy 3Ha4YeHb, 1110 CIIoCcTepiraaucs B ocib 6e3
nmopyiieHb GyHKIIl nevinku. [Tpu mocmigxkeHHi papMaKOKiHETUKY OOHOPA30BO1 MO3U Y
8 XBOpHUX 3 LIMPO30M IEYiHKU Ta TSIKKUM ITOPYIIeHHSIM i1 GpyHKIII (Kinac C 3a IIKaJoio
Yaunpga-I1'10) 6ymno Bin3HadyeHo 30inbineHHs AUC Ha 95 % Ta t2 Ha 187 % mopiBHAHO
3 ITOKAa3HUKAMH y 30OPOBUX TOOPOBOJIBINB. Y 3B'SI3Ky 3 THM, II0 V MAIli€HTIB, SIKi
oTpuMyBaau mo0o0Bi go3u Big 5 Mr mo 10 Mr/meHsb, He cmocTepiranocst 30inbITIeHHS
IMOKAa3HUKIB TOKCUYHOCTI, KOPEKIIisl 03U Yy HAaNIPSIMKY il 3HM>KEeHHS He O0T'pyHTOBaHa,
X04Ya TaKUM MallieHTaM MoTpiOHOo mepebyBaTH mig peTenbHUM HarnsagoM. KpiMm Toro, He
OyJ1i0 Bim3Ha4YeHO OyOb-IKOT0 BIIJIUBY MOPYIIEeHb QYHKIII HUPOK (pO3paxyHKOBI
3Ha4YeHHS KiIipeHCcy KpeaTuHiny ctaHoBunu 20—50 Mi/xB) abo mopyiieHb GyHKIIIi
IIeYiHKU Ha KOHIIEHTpPAIlilo JIeTPO30JIy Y Ia3Mi KpPoBi y 359 nallieHTOK 3 MOLIUPEHUMU
(dopmamu paky Mosio4HOI 3a5103u. PapMaKOKiHETHKA JIETPO30JIy He 3a/JIeKUTh Bifl BiKY.

IToxa3zaHHSA

Apn’roBaHTHa Tepamisg TOPMOHOIIO3UTUBHOTO iHBa3UBHOI'O PaKy MOJIOYHOI 3aJ103U

Ha pPaHHIX CTafisax y XXKiHOK y IIOCTMeHOoIIay3aJIbHUuM Iepion.

e Po3mupeHa afg’'toBaHTHa Tepamnis iHBa3UBHOI'O PaKy MOJIOYHOI 3aJI03U Ha PaHHIX
CTaligx y XKIiHOK y IIOCTMeHOIlay3aJIbHUM IIepiof, sKuM Oysia IpoBegeHa
CTaHOapTHa af’l0BaHTHA Tepallisd TaMOKCHU(EHOM IIPOTITOM 5 POKIiB.

e Tepamis nepitoi JTiHil TOPMOHO3a/Ie2KHOT0 IIOIIMPEHOT0 PaKy MOJIOYHOI 3aJI03U Y
XKIHOK Y IIOCTMEHOIIay3i.

e JlikyBaHHS HOIUPEHUX POPM paKy MOJIOYHOI 3aJI03M Yy XKIHOK y IOCTMEHOIay3i
(mpupopHuit abo CIIPUYMHEHIN MITYYHO) ITiciid penuauBy abo MporpecyBaHHs
3aXBOPIOBaHHS, K1 OTPUMYBaJIU [IOIEPEOHIO Tepallilo aHTUeCTPOTreHaMU.

e Heoapn'toBaHTHa Teparlis y XKIHOK y IIOCTMeHOoIIay3i 3 ropmMoHono3uTuBHuM, HER-

2-HeraTUBHUM PAKOM MOJIOYHOI 3aJ103U, SKUM He MigXOoauTh XiMioTeparris i He

IIOKa3aHe HeBiOKiagHe XipypriyHe BTPy4YaHHS.

EdexkTuBHiCTh IIpenapary Ajis MalliEHTOK 3 TOPMOHOHETAaTUBHUM PaKOM MOJIOYHOI
3a103u He JoBeIeHa.

IIporunnoka3aHHs



[TigBuIleHa YyTJIUBICTh MO Aif0Y0Il pe4oBUHHU ab0 O0 OyOb-IKOI 3 HOIIOMIiXKHUX
PEYOBUH.

I[TepegMeHoOIIay3a/ibHUY €HOOKPUHHUU CTATyC.
BaritHicTs.

l'opyBauHA rpynngto.
PenpooykTuBHUY BiK Malli€EHTKH.

B3aemofisi 3 iHINIMMH JTiKapChbKHMH 3aC00aMH Ta iHIIIi BHOH B3a€EMOIin

MeTab071i3M JIeTPO30J1y YaCTKOBO BifOyBa€eThcs 3a ydacTio CYP2A6 tTa CYP3A4. Takum
YMHOM, Ha CUCTEMHE BUBEOEHHS JIeTPO30JIy MOXKYTh BIIUBATH JIiIKapChKi 3acobu, sKi
BrituBaloTh Ha pepmenTu CYP3A4 i CYP2A6. OueBugHO, MeTab0I1i3M T1€TPO30JIy Ma€e
HU3BbKY criopigHeHicTh i3 CYP3A4, ocKinbKM 11e¥ (epMEHT He HaCUYYETHCA IPHU
KOHIIeHTpaIllisax, y 150 pasiB OinbIux, HizK KOHIIEHTPAIIil JIeTPO30J1y, 110
CIIOCTEPIrarOThCs y IJ1a3Mi KPOBi y IIepiof piBHOBaXKHOI'O CTaHy 3a TUIIOBUX KJIIHIYHUX
YMOB.

Ha croropHi KiiHiYHUI OOCBif 3acTOCyBaHHS ITpemnapaTty JleTpo3omn-BicTta B KoMbiHa1iil
3 ecTporeHaMu abo iHITMMHU TPOTUPAKOBUMMU IIpeliapaTaMu, KpiM TaMoKcudeny,
BimcyTHili. TaMokcudeH, iHIIII aHTUEeCTPOreHHi npenapaTu abo eCTPOreHOBMICHI
JIiKapchKi 3acobu MOXKYTh HiBemtoBaTH (papMaKoJoTiyHy mito netpo3ony. Kpim Toro,
OOBEOEHO, III0 Y pa3i 0MHOYaCHOT 0 3aCTOCYyBaHHSA TaMOKCHU(EHY Ta JIETPO30JIy CYyTTEBO
3HUXKYIOTHCS IIJTa3MOBi KOHIIeHTpallil teTpo3ony. Crig yHUKaTH OQHOYaCHOTO
3aCTOCYBaHHS JIETPO30JIy 3 TaMOKCHU(pEHOM, iHIIMMHU aHTaroHicTaMu eCTpPOreHiB abo
eCTporeHaMu.

JIikapchKi 3aco0u, SIKi MOXKYTb IiABUIIyBaTU KOHIIEHTPAallil JIETPO30JIy B CUPOBATII
KPOBI.

Iuri6iTopu aktuBHOCTI CYP3A4 i CYP2A6 MOXYTh 3HUXKYBATU MeTab0JIi3M JIETPO30JIy
i, TAKMM YUHOM, ITiABUIIyBaTU KOHIIEHTpPAaIlil JIeTPO30JIy B IJjia3Mi KpoBi. OgHOYacHe
3aCTOCYBaHHS NiKapChbKUX 3ac00iB, SIKi CUIILHO IPUTHIUYIOTH IIi GepMeHTH (ITOTYyXKHi
inridiTopu CYP3A4 BKJII04alOTh, ajle He 00OMEXYIOThCSI: KETOKOHA30JI, iTpaKoHa30171,
BOPUKOHA30JI, pUTOHABIP, KJIapUTPOMILUH 1 TemiTpominuH; CYP2A6, Hanpukiap
MEeTOKCaJIeH), MOXKe ITifBUIyBaTU €KCIIO3UIIil0 JIETPO30Jly. ToMy MalieHTKaM, SKUM
nmokasaHi nmotyxkHi iHridiTopu CYP3A4 i CYP2A6, peKOMEHAYETHCS ITPOSBIIATH
00epeXKHICTh IPH iX 3aCTOCyBaHHi.

JIikapchKi 3aco0u, SIKi MOXKYTb 3HUKYBaTH KOHIIEHTPAllil 1eTP0o30J1y B CUPOBATIIi
KPOBI.

[npykTopu akTuBHOCTI CYP3A4 MOXKYTh HifiBUIIyBaTH MeTab0JIi3M JIETPO30J1y i, TAKUM
YUHOM, 3HUXKYBATU KOHIIEHTPALil0 JIETPO30JIy B IIJla3Mi KpoBi. OgHOYacHe



3aCTOCYBaHHS IiKapChKuX 3aco0iB, siKi ctuMmynioloTh CYP3A4 (Hanpukinag ¢heHiToiH,
pudamiiniui, kKapbaMmaseriH, ¢penobapbiTan i 3BipoOitt 3BUYaANHUIM), MOXKe 3HUKYBATHU
€KCIIO3MU1lilo JIeTPOo30J1y. ToMy IaljieHTKaM, SKUM II0Ka3aHi IOTYXKHi IHOyKTOpU
CYP3A4, peKOMeHOYETHCS MPOSIBISITU 00€PEXHICTD ITPU 1X 3aCTOCYBaHHi. [HOYKTOpPHU
CYP2AG6 HeBigoMi.

OmHOYacHe 3aCTOCYBaHHS JIiKapChKOro 3aco0y Jlerpo3on-BicTa (2,5 mr) i
TaMokcudeny 20 Mr oouH pa3 Ha A00y IPU3BOAUIIO A0 3HMUKEHHS PiBHS JIETPO30JIy B
na3Mi KpoBi B cepegHboMy Ha 38 %. KiiHiyHMM OOCBif, OTpUMaHUM Ha IIifcTaBi
OOCITim»KeHb Teparlil Apyroi JiHil paKy MOJIOYHOI 321031, TOKA3YE, 110 TepalleBTUuYHUU
edekT nmikyBaHHS npenapatoM JleTpo3on-BicTa, K i YacToTa BUHUKHEHHS HeOaKaHUX
peaxuiyi, He 30inbIyBanucs, akIio Jletpo3on-Bicta 3acTocoByBaiu ogpasy micis
TaMOKcHudeHy. MexaHi3M IIi€l B3aEMOZil HEBITOMUMN.

JIikapchKi 3aco0u, CUCTEMHi KOHIIEHTpallil AKMX B CUPOBATIIi KPOBi MOXKYTh
3MIHIOBATUCA IIiJ BIIJIUBOM JIETPO30JIy.

In vitro neTpo3omn npurHiuye isopepmentu uutoxpomy P450 - CYP2AG6 i momipHO
CYP2C19, ane kniHidyHe 3Ha4YeHHS IbOT0 sABUIlla HeBigoMe. [IpoTe crmifg
OOTPUMYyBaTHCS 00ePeKHOCTI IPU OOQHOYACHOMY 3aCTOCYBaHHi JIeTPO307y i
JIiIKapChKUX 3ac00iB, BUBEEHHS IKUX MMepeBaxHo 3anexkuTthb Bim CYP2C19 i ski MaroTh
BY3bKUM TEepameBTUYHUM Oiamal30H (Takux sK GeHiToiH, Kiomigporens). CyobcTpar 3
BY3bKUM TepaleBTUYHUM aiana3oHoM aiist CYP2A6 HeBigoMuu.

ocnigXeHHs KIiHi4YHOI B3aeEMOil 3 UMETUANHOM (BimoMui HecrenuiyHuM
inrioiTop CYP2C19 i CYP3A4) i Bapdapunom (uytnusui cyoctpart ois CYP2C9 3
BY3bKHM TepPaAleBTUYHUM Hialla30HOM, SIKHM YacTO 3aCTOCOBYIOTH SIK CYIIyTHIil
npenapar OJjis IiJIbOBOI1 IOIIYJISIlil JIETPO30J1y) IMOoKa3au, 10 CIiJibHe 3aCTOCYyBaHHA
npenapaty JleTposon-BicTa i ux jikapchbKux 3aco0iB He CIIPUYUHSIE KITIHIYHO
3HAYMMOI JIiIKapChKOl B3a€MO/Iil.

Ornsan 0a3u KX KITIHIYHUX JOCIIiMXKEeHDb He BUSBUB HisTIKUX MOKAa3iB iHINMUX KIIIHIYHO
3HAUYMMUX B3aEMOOiN 3 iHIIMMHU JTiIKapChbKUMHU 3aco0aMu, IO YacTO ITPHU3HAYAIOThCH.

Oco006/IMBOCTi 3aCTOCYBaHHS

ITopyweHHs ¢pyHKUIT HUPOK

Hemae gaHux momo 3acTocyBaHHA Ipernapaty JleTpo3os-BicTa ayis jIiKyBaHHSA
MalieHToK 3 KJlipeHcoM KpeaTuHiHy < 10 mii/xB. Ilepen npu3HadyeHHAM JIIKapChKOI'O
3aco0y TaKuM IIalliEHTKaM CIIiJl 3BaKUTH IMOTEHLIWHNYN PU3UK i O4iKyBaHUM e(PeKT
JIIKyBaHHS.

XosecmepuH



Crip po3rIsgsHYTU OOLUIBHICTE IPOBEOEHHSI MOHITOPUHTY PiBHS XOJIECTEPUHY Y
CUPOBATI KPOBL. Y X0l OOCIiIXKEeHHS 13 3aCTOCYBaHHAM all’ '0BAHTHOI' O JIIKYBaHHS
IIOBIIOMIIAJIOCS IIPO rinmepxosecTtepuHeMiroo y 52,3 % mali€eHTiB, 110 3aCTOCOBYBaJu
J1eTpo30J1, Ta 'y 28,6 % mallieHTiB, 110 3aCTOCOBYBa/JIl TaMOKCU(]EH (3a KpuTepiamMu
OLIIHKM CTyIMeHs TAXKKOCTI mobiuHux peakiin — CTC). [ToBimoMnsimocs mpo
rinepxosnectepureMito 3-4 crynens y 0,4 % maiieHTiB y rpymi jsetpo3ony tay 0,1 %
namieHTiB y rpymi taMmokcudeny. KpiMm Toro, mpu ag’'toBaHTHiM Teparlil 30iIbIIeHHS =
1,5 x BMH 3aranbHOro X0JIeCTEPUHY (K IPaBUJIO, HE HATIIE) CIIOCTEPIranocs cepexn
Mali€eHTiB, IKMM 3aCTOCOBYBA/JIM MOHOTEPAIIIIO 1 IKi Maju II04YaTKOBUU PiBEHb
3arajibHOT'O XOJIECTEPUHY B CUPOBATIIi KPOBi B Mexkax HopMH (ToOTO < 1,5 X BMH), y
151/1843 (8,2 %) B rpymi netpo3omny npotu 57/1840 (3,2 %) B rpy1mi TaMOKCu(EHY.
3acTocyBaHHS rinoninimeMiyHux npemnapariB 6yso HeoOxigHO 25 % MallieHTiB, AKUM
3aCTOCOBYBaJU JIETPO30J1, Ta 16 % malieHTiB, IKUM 3aCTOCOBYyBajil TaMOKCH((]EH.

ITopyweHHA pyHKUIT neviHKu

Y nmarieHTiB 3 TI2KKO0I0 IeYiHKOBOIO HemocTaTHicTIO (kKi1ac C 3a mkasnoro Yaunna-I1'10)
CHUCTeMHa eKCIIO3UIlif Ta Yac HalliBBUBEAEHHS J1eTPO30/Iy MPUOJIM3HO BABiIUi MOBIINH,
HixXK y 3mopoBoi moguHu. Taki XBopi noTpeOdyioTh OiJIbIll yBAsKHOT'O CIIOCTEPEKEHHS.

Bnaus Ha Kicmku

Ockinbku JleTpo3os-BicTa € HOTYyKHUM IIpenapaToM, 110 3HUKYE KOHIIeHTPallilo
€CTPOTEeHIB, ITil Yac af’ I0BaHTHOl Ta PO3MIMPEHO] af'IOBaHTHOI Tepalil mnpenapaTaMu
JleTpo3on-BicTa y X)iHOK 3 0cTeonopo3oM Ta/abo meperomMaMu B aHaMHe3i abo THX,
XTO Ma€ IigBUILEHNMN PU3HUK PO3BUTKY OCTEONOPO3y, HEOOXiIHO OLIHUTH MiHEpaJIbHY
IIiTBHICTh KiCTKOBOI TKAHUHU OO0 ITOYATKYy JIIKyBaHHS, IIPOTITOM JIiKyBaHHS Ta ITiCIA
3aBepIIEHHS JIIKyBaHHS JIETPO30JI0M. B yMoBax af’t0BaHTHOTO JIIKyBaHHSA TaKOXK CJIIif
pO3rasigaTy MOXKJIMBICTh 3aCTOCYBaHHS CXE€MH IIOCJIIMOBHOI Teparril (JIeTpo30J1
IPOTSATOM 2 POKIiB 3 MOAaIbIINM IEePEX0A0M Ha IIPUNOM TaMOKCU(PEHY IIPOTATOM 3
POKiB) 3a/eKHO Bif mpoginio 6e3neKy mallieHTKH.

TeHOuHIiM ma po3pu8 CyXO0XHCUNAS.

Moxke BUHUKHYTH (PifKO) TEHOUHIT Ta PO3PUB CyXoxXuiis. HeobxigHe peTenbHe
00CTeKeHHSs MalliEHTOK Ta 3aCTOCYBAaHHS BiIMOBIiOHMUX 3aXOMdiB (HAIpUKIIA[I,
iMMOOimni3allisg) st ypaxKeHoro CyX0XUJIISA y pa3i moTtpebu (muB. po3nin «ITobiuHi
peaxiii»).

MeHonay3aavHUlU cmamyc

Y nauieHTOK 3 He3'sICOBaHMM MeHONay3aJIbHUM CTaTyCOM HeOOXimHO A0 IT0YaTKy
JIIKyBaHHS ITpemnapaTtoM JleTpo3os-BicTa BU3HaYUTH PiBHIi JTIIOTEIHI3yI0UOr 0 TOPMOHY
(JIT"), dpomikynoctumymntowouoro ropmony (®CI') Ta/abo ectpamiony. [Tpuiimatu



npemnapart JleTpo3oi-BicTa MOBUHHI TiIbKYM XKIHKUA 3 IIOCTMEHOIIay3albHUM
€HJOKPHUHHUM CTaTyCOM.

ITopyweHHs1 1abopamopHUX NOKA3HUKIB

Ilo303asexkHOT0 BOJIMBY IIpenapaTty JleTpo3on-BicTa Ha Oyab-gKi reMaTosioTiuHi abo
0ioxiMiuHi MOKA3HUKU He CIiocTepirasnocs. [ToMipHi 3MeHIIeHHS KiTbKOCTi JTiMQOIIUTIB,
HEBU3HAYEHOI'0 KJIIHIYHOI0 3HaY€eHHs, CIIOCTEpIrajucsa y HOesKWX IIali€HTiB, IO
3actocoByBanu JleTrpo3on-Bicta y mo3i 2,5 mr. Take 3HUKEHHS KiJIbKOCTI
JTiM@OIUTIB Masio TPAH3UTOPHUM XapaKTep MPUOIU3HO Y MOJIOBUHU MAlIli€HTIB, 10
3a3HaJIu BIIJIUBY. Y OBOX IALIIEHTIB 110 3aCTOCOBYBasu JleTpo3oi-Bicta po3BuHYJaACh
TPOMOOIIMTONIEHiSA; B3AEMO3B’I30K i3 AOCIiMKyBaHUM IIperiapaToM OyB HE3 sICOBAaHUM.
Buxin maifieHTiB i3 mOoCHiAXKeHHS Yepe3 MOPYIIeHHS J1TabopaTOPHUX IMTOKa3HHUKIB, 10
Oynu moB’si3aHi i3 3aCTOCYBaHHSAM IIpemnaparTy 4M Hi, 0yB pigKuM.

IHwi 3acmepediceHHA

Crig yHMKaTyU OOQHOYaCHOI'O 3aCTOCYBaHHA npemnapaTty JleTpo3os-BicTa i
TaMOKCH((]EeHY, IHIIINX aHTarOHICTiB €CTPOTeHiB YU eCTPOT€HOBMICHUX JIIKAPChKUX
3aco0iB, OCKITbKY IIi p€YOBUHU MOXKYThb HiBeIioBaTU (hapMaKOJIOTidyHY Aif0 TIETPO30JIy.

Ockinbku TabneTKu MIiCTATH JIaKTO3Y, IIpemnapat JleTpo3on-BicTa He peKOMeHOYEThCSA
MalieHTKaM 3 TaKUMH PigKiCHUMU CIIaAKOBUMU IIpoOiIeMaMH, sIK HeIIepeHOCUMIiCTh
rajakTo3H, TsKKa JJaKTa3Ha HeJoCTaTHICTh a00o MabaObcopOIlisa III0KO3U-TaIaKTO3M.

3maTHiICTHh BIUTMBATH HA HNIBHIKICTH Peakilil mpu KepyBaHHIi aBTOTPAaHCIIOPTOM
a0o0 iHmMMHu MexaHi3ZMaMHu

JleTpo3on-BicTa Ma€ He3HaAYHMY BIJIUB Ha 3[aTHICTh KepyBaTHU aBTOTPAHCIOPTOM Ta
npaioBaTtyu 3 MexaHizMamu. OCKIJIBKY IIiff 4aC 3aCTOCYBaHHA JIETPO30J1y
CIIOCTepiragucs BTOMJIIOBAHICTh Ta 3allaMOPOYEHHS, a TAKOXK Yy PIOKICHUX BUIafgKax
MMOBIIOMJISIJIOCS TIPO COHJIUBICTH, PEKOMEHOYETHCSA OyTH 00epeKHUM IIif Yac
KepyBaHHS aBTOTPAaHCIOPTOM abo poOOTH 3 iHIIMMU MeXaHi3MaMHu.

3acTocyBaHHs y nmepioa BaritTHocTi ad0 rogyBaHHsI IPyaaio

XKiHku y nmepuMeHoIay3aJlbHOMY CTaHi ab0 XKiHKHW PEeITpOAyKTUBHOTO BiKy

JleTpo3zos-BicTa ciif 3aCTOCOBYBaTH JIMILE XKIHKAM 3 YiTKO BU3HAUYEHUM
IIOCTMEHOIIay3aJIbHUM CTaTyCOM. € MOCTMapKETHUHI OBl IIOBIHOMJIEHHS IIPO CIIOHTAHHI
abopTtu abo BpomKeHi aHOMAaJlil y HOBOHAPOAXKEHUX, MaTePi AKUX IpUManu
seTpo30l. Ilig yac j1iKkyBaHHS JIETPO30JI0M, HE3BaXkKal0UM Ha YiTKO BU3HAYEHUU
IMOCTMEeHOIIay3aJIbHUM CTaTyC Ha IT0YaTKY JIiKyBaHHS, JIikapio CIif 3a HeoOXigHOCTI



0OTrOBOPUTH 3 MAITiEHTOM BiAIIOBiIHI 3aX0Ou KOHTpPAIIEMIIii.
BaeimHicmb

Bigomo 1po IMooanHOKI BUIIaAKM BPOIXKEeHUX OedeKTiB (IJIUTTSI cTaTeBUX ryd, crtaTesi
OpraHu NPOMIiKHOTO THUILY).

JleTpo3osn-BicTa MoXKe BUKJIMKaTH BPOOXKEHI Bagu PO3BUTKY IIPU 3aCTOCYBaHHI Il 4ac
BariTHOCTI. [IOCIIiAXKEHHA Ha TBApPUHAX IPOOEMOHCTPYBaAJI PENIPOAYKTHUBHY
TOKCUYHICTh. 3aCTOCyBaHHS JIiKapCchKOTro 3aco0y JleTpo3on-BicTa mim yac BariTHOCTI
[IpOTHUIIOKAa3aHe.

I'ooysaHHsA 2pydoro

HeBimoMo, Y1 IpOHUKAE JIETPO30JI Ta MOTr0 MeTaboIiTH Yy rpyaAHe MOJIoKO. HeMOoXKIuBO
BUKJIIOUUTU PU3UK IOJI1 HOBOHAPOIXKEHUX/HEMOBIIAT i Yac TOAYBaHHS IPYLOIO0.
3acTocyBaHH4 npemnapaTty JleTpo3os-BicTa mig 4ac rogyBaHHSA TPYOAIO
IIpPOTUIIOKAa3aHe.

depmuavHicMb

dapmakosioriyHa [is JIeTPO30J1y OB’ sI3aHa 3i 3HUKEHHSIM BUPOOJIEHHS €CTPOTEHY
IIJIsIXOM iHTiOyBaHHS apoMaTa3u. Y XKiHOK Y Iepiof Iepea MeHonay3010 iHri0yBaHHS
CUHTE3y eCTPOTeHY IIPU3BOAUTH A0 3BOPOTHOI Peakliil MigBUILEHHS PiBHIB
roHagorporminy (JIT', ®CI'). ¥ cBom gepry, nigsumieHHs piBHIB O®CI" cTUMyTIOE pPicT
(otikyniB Ta MOXKe BUKJIMKATU OBYJIALIIO.

Cmocid 3acTocyBaHHs Ta M03H

HHopocri, y T. 4. TIallleHTH JIITHLOTO BiKy. PeKoOMeHIoOBaHa [03a JIETPO30JIy CTaHOBUTH
2,5 Mr 1 pa3 Ha mo0y.

B ymoBax ap’10BaHTHOI Ta PO3MIMPEHO1 aJi F0BAHTHOI Tepallil JTIiKyBaHHS JIETPO30JI0M
CJIiI MPOOOBXKYBATH IIPOTATOM 5 POKiB ab0 10 peluauBY IIyXJIMHU 3aJIe’KHO Bif TOTO,
III0 HaCTaHe paHile.

Y nailieHTiB 3 MeTacTaTUYHUM PAaKOM MOJIOYHOI 3a71031 a00 paKOM MOJIOYHOI 3a/103U
Ha IMi3HiX CTafifAX JIIKyBaHHS JIETPO30JIOM CJIif IIPOOOBXKYBATH OO IIOSABU O3HAK
IporpecyBaHHS IMyXJIMHU.

B ymoBax apg’toBaHTHOI Tepallil C/Ii TaKOXK PO3TJISHYTH MOXKJIMBICTh IIOCITiMOBHOI1
CXeMH JIiKyBaHHS (JIETPO30J IMIPOTATOM 2 POKiB, IOTIM TaMOKCHU(EH HIPOTATOM 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
0OrOBOPUTHU 3 MAIiEHTOM.

II71s1 TTAIliEHTOK JIITHBOTO BiKy KOPEKIIisi MO3u JIiKapChKOTo 3aco0y He moTpiOHa.
ITauienmku 3 nopyweHHAMuU PYyHKUiIlU neviHKu ma/abo HUpPOK

Kopekiiisg no3u npemnapaty JleTpo3os-BicTa [jisg nami€eHTiB 3 HUPKOBOXO HEOOCTaTHICTIO
3 KJTipeHcoM KpeaTuHiHy =10 M/xB He nmoTpibHa. IIJogo BunaaKiB HUPKOBO1
HeIOOCTaTHOCTI 3 KJIipeHCOM KpeaTuHiHy Huxk4e 10 MJ1/XB HasiBHI o0OMexKeHi gaHi.

Kopekiiig no3u npemnapaty JleTpo3os-BicTa fOjis namieHTiB 3 IeYiHKOBOIO
HeIOOCTaTHICTIO Bifl IerKoro Ao moMipHoro ctyneHs (kKiac A abo B 3a Hantnma-IT'10) He
nmotpibHa. IIJogo BuNaaKiB MeYiHKOBOI HEIOCTATHOCTI TsI2KKOTo cTyneHs (kiac C 3a
Yannna-I1'10) HasgBHI oOMexkeHi mani. ITamieHTH 3 Me4YiHKOBOIO HEeOOCTAaTHICTIO
TS2KKOTO cTyrneHs (kKinac C 3a Haunga-I1'10) moTpeOyioTh pETEIBHOIO HATISOY.

Cnocib 3acmocyeaHHsi

[Tpenapart JleTpo3on-BicTa ciing mpuiiMaTu IepopalbHO He3aslekKHO Bif BXKUBaAHHS 1Xi,
OCKiJIbKHM 13Ka He BIIJIMBA€ Ha CTYHiHb abcopOilil mpermapary.

[Tponymieny no3y CIIif IPUUHATU Ofpa3y, K TUIBKM NallieHTKa 3ragae npo ne. OgHak,
SIKIIIO ITalliEHTKAa 3raja€ IIpo Iie He3aJ0Bro A0 IIPUNOMY HAaCTYIIHOL Jo3u (3a 2—3
TOOWHM), IPONYIIEeHYy 003y He CIIif IpuiMaTH Ta IPUUHATH HaCTyIHY A03Y 3TiOHO 3
rpadikom. He crmig npuiiMaTy OABIMHY OO3Y, OCKIiIBKY IIPU NPHUMOMi 0O0BOI 103U,
BHIIIO] Bil peKOMEH0BaHOl 2,5 MT, ciocTepirajacs CUCTeMHa eKCIIO3HUIlisd, BUIIla Bif
IIPOIIOPIIINHO]I.

itk

[IpemapaT He IpU3HaAYEeHUN AJIT 3aCTOCyBaHHA AiTsM. be3neka Ta epeKTUBHICTD
JIiKyBaHH npenapaTtoM JleTpo3o-BicTa giTeu (BikoM 1o 18 poKiB) He BCTAHOBJIEHI.
HasiBHI maHi oOMeXeHi, TOMy HEMOKJIMBO PO3POOUTH PEeKOMEeHOallil CTOCOBHO
OO3yBaHHSI.

Ilepego3yBaHHs

[ToBigoMisAIOCS IPO OKPEMi BUIIaKU IIepeao3yBaHHA nmpenapaty JleTrpo3os-BicTa.
Cneuudiune niKyBaHHS 3 IPUBOLY IIepeno3yBaHHs HeBioMe; TiKyBaHHS Ma€ OyTHU
CHUMIITOMaTUYHUM 1 MiATPUMYIOYUM.



IToOiuHi peakmii

YacToTy HeOaxkKaHUX peaklill 1eTPo30Jly BU3HaUa/Id IlepeBaXXHOo Ha OCHOBI JaHUX,
OTPUMAaHUX Yy X0l KJIIHIYHUX OOCIiAXKEHb.

JleTpo3o5 3aranom goOpe MePeHOCUBCS Y BCiX MOCIIXXEeHHIX K Tepallis mepmioi i
OpyTol JIiHil Tpu NiKyBaHHI MOIMIMPEHOT0 PaKy MOJIOYHOI 3a/I034, IK aji'IoBaHTHA
Teparisd paKy MOJIOYHOI 3a/1034 Ha paHHIX CTafisgx i K po3lirpeHa aj’ foBaHTHa
Tepalis paKy MOJIOYHOI 3aJI034 y XKiHOK, SIKi paHillle ofepKyBaJjiil CTaHOapTHY
al’'lI0BaHTHY TepaIlriio TaMokcudeHoM. Maiixke B

1/3 nanieHTOK, AKi JIiKyBaJIuCs JIETPO30JIOM IPU MeTaCTaTUYHUX 1 Heoa[ I0BaHTHUX
cTaHax, mpubnau3Ho y 75 % mallieHTiB Mpu af’'toBAHTHOMY IIpU3HavYeHHi (00uOBi rpynu
ONpUKMally i 1IeTPo30J1, i TaMOKCU(€eH; MeiaHa JIiKyBaJIbHOTO IIepiogy cTaHoBuia 60
Mics1iB) i matixke y 80 % mallieHTiB Ipu PO3MIKUPEHiN af’'I0BaHTHIM Tepamil (i m1eTpo307I,
i mnane60; MemiaHa IiKyBaJIbHOTO Mepiomy cTaHoBuiIa 60 MicsSIiB) criocTepiranucs
nmo6iyHi peakiii. Baarami mo6iyHi peakiiii, sKi criocTepiranucs, Maau nepeBaKHO
cnabkuii abo ToOMipHO BUpaKeHUM XapaKTep i y OinbIIoCcTi BUnlagKiB OyIu OB’ s13aHi 3
nedinuTom ecTtporeHis. HaltyacrTime y 3BiTax Opo KJIiHIYHI JOCHIAXKEHHS 3ragyBaIucs
mo0iuHi peakiril y BUTTISI[i IPUILJINBIB, TillepxoJieCTepUHEMIil, apTparii, HygoTH,
ITOCUJIEHOTO IIOTOBUIIJIEHHS Ta CTOMJIIOBAHOCTI. [10 BaXKJTMBUX OHOOATKOBUX HeOaxKaHUX
peaxkiiiii, 110 MOXKYTh PO3BUBATUCS Ha (POHI JIiKyBaHHS JIETPO30JIOM, HajleXkKaThb TaKi
siBUIla 3 OOKY OIIOPHO-PYXOBOTO arapary, IK 0CTe0onopo3 Ta/abo mepenoMu KiCTok, Ta
siBUIla 3 OOKY CepIeBO-CyOUHHOI CUCTEMU (B TOMY YMCJIi IlepeOpoBacKyIsIpHi Ta
TpoMOoeMOoIiuHi sBUllla). baraTto moGiyHUX SABUIIl MOXKYTh OyTH 3yMOBIIEHi
MPUPOOHUMU PapMaKOIOTiYHMUMHY HacligKaMu OedilluTy eCTpPOreHiB (Halmpukiaz
ITPUIIJIMNBY, aJIOINelliss Y1 BariHajbHa KpoBoTeda). binbiricTs HeOakaHUX peakIlin
CIIOCTepiranucs y nepliii KiJibka TUXKHIB JIIKyBaHHS.

[To6iuHi peaxkiiil HaBegeHi 3a YaCTOTOIO IPOSABY: AyXKe yacTo: > 10 %, yacrTo: Big > 1
% mo < 10 %, HegacTo: Big > 0,1 % mo < 1 %, pigko: Big > 0,01 % mo < 0,1 %, oyxe
pinko: < 0,01 %, HeBiHOMO: YaCTOTy HEMOXKJIMBO OLIIHUTH 3 HAaABHUX OaHUX. HanbOinbil
4acTi peaklilil HaBegeHi IepUINMHU.

Tabnuisa 1

[HdexkIil Ta iHBa3il

[HDeKIisT cedyoBUBIOHUX
HeuacTo .
IJISXIB

HoBoyTBOpeHHS, MOOPOSIKiCHI, 37T0sIKiCHI Ta
HeBH3HAUYeHi (BKJIIOYHO 3 KicTaMU Ta IoJjinaMu)




HeuacTto

Bine B ginsHni nyxnuam 1

3 00Ky KpoOBi Ta niMpaTu4YHOI CUCTEMU

HeuacTto

JlelnikomeHisa

3 60Ky iMyHHOI cucTeMH

HesBigomo

AHadinakTu4yHa peakilis

3 60Ky MeTab0J1i3My Ta Xap4yBaHHS

Iye 4acTto

l'inmepxonecTepuHeMis

YacTo

3HUXKEeHHS alleTUTy,
MigBUILIEHHS alleTUTY

[IcuxiyHi TOpyILIEeHHA

Yacto Hemnpecisa
TpPHUBOXKHICT (BKJIIOYAIOUU
HeuacTto HEPBO3HICTh),
OPaTiBJIUBICTH

3 60Ky HEPBOBOI CUCTEMHU

I'onmoBHUM OiNb,

YacTto
3allaMOpPOYEeHHS
CoHJIUBICTb, O€3COHH4,
MIOPYLIEHHS aM’sTi,
ou3ecTe3is (BKIYanyu
rnmapecTesiio, rimecresiio),
HeuacTo

IIOPYIIEHHS CMaKOBUX
BIOYyTTIB, IHCYJIBT,
3aIl’sICTKOBUU TyHEJIbHUU
CUHOPOM

3 60Ky OpraHiB 30py

HeuacTto

KaTtapakTa, mogpa3HeHHS
o4el, 3aTbMapeHHS 30Py

3 60Ky cepisa

YJacTo

[Tocunene cepiedbutts(l)




Heuacto

Taxikapmis, imemidHi
ceplieBi YyCKIagHEeHHS (B
TOMY YMCJIi BAHUKHEHHS
ab0 3arocTpeHHs
CTeHOKapHil, CTeHOKap[is,
110 TOTPeOy€E XipypridvHOTO
BTPy4YaHHS, iHpapKT
MiOKapga Ta
MioKappianbHa imemis)

CynouHHI IOPYILIEHHS

Ilyxe gacTto

[Tpunnusu

YJacTo

ApTepianbHa rinepreH3sisa

HeuacTo

Tpom6odhnebiT (B TOMY
yucii Tpomoodedit
ITOBEPXHEBUX Ta T'THOOKUX
BEH)

Pigko

JlereHeBa eM0o07Tis,
apTepianbHUM TPoMOO3,
iH(apKT CyOguH IrOJI0BHOTO
MO3KY

3 OOKy muxalbHUX HIISAXiB, TPYAHOI KJIiTKU Ta

CepenoCTiHHSA

HeuacTo

3aguInkKa, Kalleiab

3 OOKy IITYHKOBO-KUIITKOBOTO TPAKTY

Hygnota, gucnemncia 1,

Yacto 3amop, 6inb B OiISHIN
KMBOTA, fdiapes, O/II0BaHHS
Heuacto CyxicTth y poTi, ctoMmaTturT 1

3 OOKYy ITeYiHKM Ta JKOBUYOBUBIOHUX MIJIAXiB

[TigBUIlleHHSA PiBHA
MMeYiHKOBUX (PepPMEHTIB,

HeuacTto . .. . .
rinepOinipybinemis,
XKOBTSTHUIIS
Hesigomo [emaTut

3 OOKY IIKipY Ta MiAIIKipHOI KIIITKOBUHU

Iyxe 4yacTo

[TigBuIIEeHEe MMOTOBUAITIEHHSI




YJacTo

Arnomnerisi, Bucumnu (B ToMy
YUCJIi epUuTEMaTO3Hi,
MaKyJIonamnyJjabo3Hi,
IcopiaTU4Hi Ta
BE3UKYJISIPHI), CYyXiCTh
LIKipHU

HeuacTto

CBepbixk, KponuB’ sTHKa

HesBigomo

AHTIOHEBPOTUYHUN
HaOPSK, TOKCUYHUH
enigepManbHUU HEKPOJTi3,

MyTbTH(GOPMHA epuTeMa

3 00Ky OIIOPHO-PYXOBOTO amapaTy Ta CIOJIy4YHOIl

TKaHHUHHAU

Iye 4acTto

ApTpanrisa

Miamnris, 6inb y KicTKax 1,

YacTto OCTEeO0IopPO03, IepeIoMu
KICTOK, apTpUT

HeuacTto TeHouHIT

Pigko

Po3puB cyxoxunns

YacToTa HeBimoMa

CHHOPOM «KJIallaHHS
anabIsa»

3 00Ky HUPOK Ta CEYOBUIIIbHOI CUCTEMU

HeuacTto

[TigBUIIIEeHHSI YaCTOTH
CE4YOBUITYCKaHHSI

3 OOKYy pENPOOYKTUBHOI CHUC

TeMH Ta MOJIOYHHUX 3aJI03

Yacto BarinanpHa KpoBOoTe4da
BariHanbHI BUOIIE€HHS,
Heuacto BariHajibHa CyXiCTh, Oi/Ib B

OUISTHIIL MOJIOYHHUX 3aJ103

3aranbHi po3j1agu Ta peakilil y MiCTi BBeJeHHA

Ilyxe gacTto

BromnioBaHICTB
(BKII04aro4u acTeHilo,
He3OyXKaHHS)

YJacTo

[NTepudepuuynuit HabOPSIK,

6inb y rpyasx




I'eHepanizoBaHuii HaOPSK,
CYXICThb CIIM30BUX

HeuacTto ]
000JIOHOK, BiUyTTS

CIIparm, JIMXOMaHKa

JlabopaTopHi Ta iHCTPyMeHTaJIbHi MOCHiIXKEeHH

YacTo [TigBUMIEeHHST MacH Tina

HeuacTto 3HUXKEeHHS MacH Tina




1 IToGiuHi peakiril Ha TiKapChbKHUM 3acib, MPO SIKi ITOBiMOMIISATIOCS TiTbKU MIPHU
MEeTacCTaTUYHOMY PaKy.

[Tpo meski moGiyHi peakirii moBimOMIIsIIOCS 3i 3HAYHO BiAMiHHOIO YaCTOTOI0 B YMOBax
am’'toBaHTHOI Teparril. Y Tabnuusgx HUXKYe IIpeacTaBileHa iHdopMallis Ipo 3HavyHIi
BiIMIiHHOCTI JI€TPO30JIy MOPiBHAHO 3 MOHOTEPAMNi€l0 TaMOKCU(PEHOM Ta JIETPO30JI-

TaMOKCHU(pEHOBOIO MTOCITiIOBHOIO CXEMOIO JTiKyBaHHS:

Tabmnuisa 2

Apn’toBaHTHa Tepallis 1eTPO30JI0M IMOPiBHAHO 3 MOHOTEPAIIi€l0 TaMOKCU(MEHOM:

nmo6iyHi edeKTH 3i 3HAYHO BiAMiHHOIO YaCTOTOIO

JleTpo3os, yacTtoTa TamokcudeH, 4yacToTa
SIBUII] SIBUII]
N = 2448 N = 2447
HebOaxaHni
N Y OyOob-aKum Y Oyob-aKum
1100iuHi peakiril [TpoTtsirom YI[. [IpoTsirom YJI'
) yac miciusa ) Yac IIicisa
JIIKyBaHHSA ] _[TiIKyBaHHS ]
] paHmoMi3ailrii ] paHImoMi3arlrii
(memgiaHa . (menmiaHa )
] (memgiana 8 ] (mepniana 8
5 POKiB) . 5 poKiB) ]
POKiB) POKiB)
[TepenoMm KicTok (10,2% 14,7 % 7,2% 11,4 %
OcTeonopo3s 5,1% 51% 2,7% 2,7 %
TpomboemOoOIiuHi
P 2.1% 3.2 % 3.6% 4,6 %
SIBUIIA
IudapkT
‘bap 1,0% 1,7 % 0,5% 1,1 %
Miokapma




lnmepnmna3sisa
€HIIoMeTpida / pak
€HIIOMeTpia

0,2%

0,4 %

2,3%

2,9 %

ITpumimka. TTpoTsrom niKyBaHHS — BKIo4da€e 30 OHIB ITicjig 3aCTOCYBaHHSI OCTaHHBOIL
mo3u. Y Oyab-IKUM Yac — BKIIIOYA€E Mepiof IMomaabIIoro CIIOCTEPEeXKEeHHS TiCs

3aKiHYeHHs ab0 BiIMiHM OOCHiAXKYyBaHOTO JIIKYBaHHS.

Pi3zHUIIg I'PYHTYETHCA Ha CIIIBBiAHOIIEHHI pU3UKiB Ta 95 % OoBipUYuX iHTEepBaiax.

Tabmnuisa 3

[TocmigoBHa cxeMa JIiKyBaHHS IIOPiBHAHO 3 MOHOTEPAIIi€I0 JIETPO30JIOM: ITO0IYHi

edeKTHU 3i 3HaYHO BiAMIiHHOIO YaCTOTOIO

Monoteparnis|JleTpo3on > [TamokcudeHn

JIeTPO30JIOM |[TaMOKCHU(EH|> 1eTPO30II
[To6iuHi peakxiiil N = 1535 N =1527 |N = 1541

5 pokis 2 POKU — 2 pokm — >3

>3 poxu POKU

[Iepenomu KiCcTOK 10,0 % 7,7 %* 9,7 %
[TpomidpepaTuBHi
po3nagu 3 60Ky 0,7 % 3,4 %** 1,7 %**
€HIIoOMeTpia
I'inepxonectepuneMmis|52,5 % 44,2 %* 40,8 %*
[aps4i mpunIuBu 37,6 % 41,7 %** 43,9 %**
BarinanrHa 6.3 % 9,6 %+ 12,7 9k
KpOBOTEYa

* 3HaYHO HUXKYe, HiXK IPU MOHOTEpPAIil JeTPO30JI0M.




** 3HayHO OinbIlle, Hi’K TP MOHOTEpPAIIil 1eTPO30JIOM.

ITpumimka. 3BiTHUM Iepion BKIOYaE nepiop mikyBaHHs abo nepion mpoTsiroMm 30 mHiB
IIiCJIs IPUIIMHEHHS JIIKyBaHHS.

Onuc okpemux nobiyHuUX peakuitl

HebOa>kaHi peakiiii 3 00Ky cepiis

[Tig yac ag’toBaHTHOI Tepamii criocTepiranucs Taki mobGiuHi eeKTH eTpo3ony i
TaMOKCHU(}EHY BiAIOBITHO (IpY CepenHiil TPUBAJIOCTI NiKyBaHHA 60 Micsaiis matoc 30
OHIB): CTeHOKapmis, 110 morpedye xipypriunoro Brpy4danHs (1,0 % mopiBusHo 3 1,0 %);
cepueBa HegocTaTHICTE (1,1 % mopiBHsiHO 3 0,6 %); apTepianbHa rinepreH3is (5,6 %
MOpiBHSAHO 3 5,7 %); yCKIagHEeHHS 3 00Ky CYyAWH I'OJIOBHOTO MO3KYy/ TPaH3UTOPHA
imemiyHa aTaka (2,1 % mopiBusHo 3 1,9 %).

ITig yac po3mmpeHol af’ I0BAaHTHOI Tepallil i3 3aCTOCyBaHHSAM JIETPO30IIy (CcepenHs
TPUBAJIIiCTh JIIKyBaHHS 5 POKiB) Ta Iyalnebo (cepegHs TPUBAJICTh JIiKyBaHHS 3 POKM)
BiITIOBigHO crocTepiramucs mpo Taki mobiyHi epekTu: cTeHOKapHis, 1110 IToTpedye
xipypriunoro Brpy4anHs (0,8 % nopiBHsiHO 3 0,6 %); BUHUKHEHHSI a00 3aroCTpeHHS
creHokapmii (1,4 % mopiBHSHO 3 1,0 %); iHdapkT Miokapaa (1,0 % mopiBusiHO 3 0,7 %);
TpoMOoembomniune yckimagHeHHs* (0,9 % nopiBasHO 3 0,3 %); iHCYTbT/ TPAH3UTOPHA
imemiuyHa aTtaka* (1,5 % mopiBasaHO 3 0,8 %).

fBuIna, mo3HadeHi *, Manu CTaTUCTUYHO 3HAYYIIy BiIMIHHICTh Y OBOX Ipymrax
JIIKyBaHHS.

HebOa>xkaHi peaxiiii 3 00Ky OIIOPHO-PYXOBOI'0 aapary

IMaHi 3 6e31eKu [AJ1s OIIOPHO-PYXOBOTO arapaTy, OTPUMaHi Iifg 4ac aj’loBaHTHOT O
JIIKyBaHHS, IpeACcTaBieHi y Tabmuti 2.

[Tig yac po3mupeHOi afi’ ’oBAaHTHOI Teparlil y 3Ha4HO OiJIbIIO0] KiJTbKOCTI Malli€HTiB, 1110
OTPUMYBAJIU JIIKYBaHHS JIeTPO30JIOM, BUHUKAJIN IIePEIOMHU KiCTOK ab0 0CTEO0II0po3
(mepenomu KicTok 10,4 % Ta octeonopos 12,2 %), MOPiBHSIHO 3 HMalliEHTaMU 3 I'PYIIH,
III0 oTpuMYyBasa mnainebo (5,8 % Ta 6,4 % BignoBigHo). CepenHs TPUBaICTh JIIKYBaHHSA
i3 3acTOCYBaHHSM JIETPO30JIy CTAHOBHUJIA 5 POKIiB, i3 3aCTOCYBaHHSM I1j1alie60 3 POKMU.

IToBigoMJIeHHS IIPO MifM03PIOBaHi MoOiuHi peakiril

[ToBigoMIieHHS IIPO Mimo3pioBaHi MoOiuHi peaxiiil micss peecTpaitiii TiKapCbKOTro
3aco0y € BaxXIUBUM. Lle MO3BOJISIE BECTU MOHITOPUHT CITiBBiIHOIIIEHHS
KOPUCTI/pU3UKY 3aCTOCYyBaHHS JTiKapchKOro 3aco0y. CrerianicTu y raay3i 0XOpOHHU
3[0pPOB’sT 3000B’sI3aHi MOBIHOMJIATH, TPO OyAb-sIKi BUMIQAKM Tig03pI0OBaHUX MTOOIYHUX



peaxiriu.

TepMiH NpHIaTHOCTI
4 poKu.

YMoBHu 30epiranus

30epiraTtu B OpuTiHanbHil yIIaKOBIIi ITpu TeMIrepaTypi He Buile 25 °C.

30epiraTty y HeJOCTYIIHOMY OJIS OiTeW MicCIIi.

YnakoBka

ITo 10 TabneTok y 6micTepi. [To 3 6micTepa y madiri 3 KapTOHY.
KaTeropist Bignycky

3a penemnTomM.

Bupo6HuK

Cingan ®apma C.P.JI.

Miciie3Haxo/dKeHHsI BHPOOHHMKA Ta HOro aJgpeca MiCIisi IPpoBaaXKeHHSI
IisTIHLHOCTI

Oyn. lona Muxanaue, 11, cektop 1, 011171, Byxapect, PymyHis.
[Ixepeso iHCTPYKIIil

[HCTPYKIIiio JTiKapChKOro 3aco0y B3siTO 3 oQillifiHOTO mkepesa — [lepKaBHOTO PEECTPY

JIiKapCchKUX 3aco0iB YKpaiHu.
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