IHCTPYKIIA
AJIS1 MEIUYHOI0 32CTOCYBAHHS JIKAPCHKOI0 32C00y

JIETPO30JI-BICTA AC
(LETROZOLE-VISTA AC)

Cknao:

oioua peuosuna. letrozole;

1 TabGieTKa, BKpHUTA IUTIBKOBOK 000JIOHKOIO, MICTUTB JIETPO30y 2,5 MT;

00ONOMIDICHI  peuouHu: JIAKTO3a, MOHOTIIpAT; LENI0JI03a MIKPOKPHUCTATIIYHA, KpPOXMallh
KYKYPYJ3SHUW TPEXKETaTHHI30BAHUM, HATPIIO0 KPOXMAIBIJIKOIAT (TUI A); MarHiro creapar;
KPEMHIIO JIOKCH]I KOJIOiTHUI 0€3BOTHUIA;

nokpumms. OPADRY® 03F32518 Yelow (rimpomemnosa (E 464), tansk (E 553b), makporosn
8000, Turatany miokcun (E 171), 3amiza okcun sxoBtuii (E 172)).

Jlikapcbka ¢gopma. TaGieTku, BKPUTI TITIBKOBOKO 000JIOHKOIO.
OcHosHi ¢izuxo-ximiuni eracmusocmi. KOBTi, KpyTJli, TBOOIYKJi TaOJETKH, BKPUTI ITIJIIBKOBOIO
000110HKO10, 3 TUCHEHHIM «L90OO» 3 ogHOTO O0KY 1 «2,5%» 3 IHIIOTO.

dapmakoTepaneBTHYHA rpyna. 3aco0H, IO 3aCTOCOBYIOTHCS JUISI TOPMOHAJIBHOI Tepartii.
AHTaroHicTd TOPMOHIB Ta aHaJIOT14HI 3acoOu. [HriGiTopH apomarasu. Jlerpo3our.
Kox ATX L02B GO04.

Dapmakonoziuni eracmueocmi.

DapmaroourHamixa.

Jletpozon — HectepoimHuii iHriOiTOp apomarasu (iHriGiTOp OIOCHMHTE3y €cTpOTeHy);
MPOTUIYXJIMHHUMN JIKapCchKuit 3aci.

VY Bumajakax, KOJHM PICT MyXJIMHHOI TKAHWHU 3aJIEKHUTH BiJl HAsBHOCTI €CTPOTEHIB, YCYHEHHS
OIIOCEPEIKOBAHOIO HUMH CTHUMYJIIOBAJIBHOIO BIUIMBY € IE€PEIyMOBOIO INPUTHIYEHHS POCTY
NyXJIMHU. Y )KIHOK y MMOCTMEHOIAY31 €CTPOTE€HH YTBOPIOIOTHCS TIEPEBAKHO 32 YUACTIO PepMEHTY
apomarasy, IKUi NepeTBOPIOE aHIPOTEHH, 1110 CUHTE3YIOThCS Y HATHUPKOBUX 3aj103ax (y mepury
4yepry a”ApOCTEHIIOH 1 TecTocTepoH), Ha ecTpoH (E1) ta ectpanion (E2). Tomy 3a gornomMoroto
cneuniyHoi 1HriOimii QepmMeHTy apomara3u MOKHA JOCSAITH MpPHUTHIYEHHS OlO0CHHTE3Y
€CTPOT€HIB y nepu(epruuHrX TKaHUHAX 1 B MyXJIMHHINA TKaHUHI.

JleTpo3os MpUTHIYY€e apomarasly LUIIXOM KOHKYPEHTHOTO 3B’S3yBaHHS 3 CyOOJMHUIICIO I[bOTO
dbepmenTy — remom nutoxpomy P450, 1110 mpu3BoaUTh A0 3HUKEHHS O10CHHTE3Y €CTPOTEHIB Y
BCIX TKaHUHAX.

Y 310poBUX KIHOK y TIOCTMEHOIIAay31 OJTHOPa30Ba 703a JETPO30iy, ska ctaHoBuTh 0,1 mr, 0,5 mr
Ta 2,5 Mr, 3HI)KY€E PIBEHb €CTPOHY Ta €CTPaioidy B CHPOBATL KPOBi (TOPIBHSHO 3 MOYATKOBUM
piBaem) Ha 75-78 % 1 Ha 78 % BigmoBigHO. MakcuMaibHE 3HIKEHHS JOCSTAETHCS Uepes3
48—78 roguH.

Y KIHOK 13 TMOMIUPEHOW (POPMOIO paKy MOJIOYHOI 3aJlo3d Y TIOCTMEHOMAay3i IIOJACHHE
3aCTOCYBaHHS JIETPO30J1y Yy 1031 BiZ 0,1 MI 10 5 MI 3HMKY€E PiBHI €CTpaioy, ECTPOHY Ta €CTPOHY
cynsdary y mia3mi kpoBi Ha 75—95 % Bix modatkoBoro piBHs. [Ipu 3acToCyBaHHI JiKapChKOTO
3aco0y y 1031 0,5 Mr 1 6inbIie y 6araTboX BUMaIKkax KOHIIGHTpallii ECTPOHY Ta eCTPOHY CcyJsbdary
BUSIBJSIFOTBCSL  HMDKYE MEXKI UYTIMBOCTI METOMYy, IO BHKOPHCTOBYETHCS Ui BHU3HAYCHHS
ropmoHiB. Lle Bkasye Ha Te, 1110 3a JOITOMOT'0I0 3a3HaYE€HUX J103 JIIKAPChKOT0 3aC00Y 0CIATaeThCs
OUTbII BUpa)K€HEe MPHUTHIYEHHS CHUHTEe3y ecTporeHiB. Cympecis ecTporeHiB HiATpUMYyBayiacs
IPOTSTOM JIKYBaHHS Y BCIX MAI[iEHTOK.

Jletpo3zon — BHcoOKocnenu(piYHUA 1HTIOITOP aKTUBHOCTI apomaraszu. [lopylieHHs cuHTe3y
CTEpOiTHUX TOPMOHIB y HATHUPKOBHUX 3aJ103aX HE BUSABJICHO. Y MAaIll€EHTOK Y HOCTMEHONAY31, SKUM
MPOBOJIUIIM TEpAIiio JIETPO30JoM y A000Bid m031 0,1-5 wMr, KIIHIYHO 3HAYYIIMX 3MIH



KOHIIGHTpaIlid y TUIa3Mi  KpPOBI KOPTU30Jdy, albIoCTepoHy, 11-aeokcukoptuzony, 17-
T1IPOKCUIIPOT€CTEPOHY, aAPEHOKOPTUKOTPOITHOTO TOPMOHY, a TAKOXK aKTHBHOCT1 PeHiHY He 0yI1o
BUSIBJICHO. [IpOBEICHHS TECTY CTUMYJIALIT aJpeHOKOPTUKOTPOITHOTO TOPMOHY uepe3 6 1 12 THKHIB
Tepartii JieTpo3ooM y 1o6oBii 1031 0,1 mr, 0,25 mr, 0,5 Mr, 1 Mr, 2,5 MT 1 5 M He BHSIBUJIO SIKOTOCh
MOMITHOTO 3MEHIIECHHS CHHTE3Y albJOCTEPOHY 4YH KOPTHU30Jly. TakuM 4YHMHOM, HEMae
HEOOXITHOCTI MPU3HAYATH TTIIOKOKOPTUKOIIN Ta MiHEPATOKOPTUKOIIH.

VY 3710poBUX KIHOK y IOCTMEHOIAy3i MICIsi OJHOPAa30BOTO 3aCTOCYBaHHS JIETPO30Jy Y J103aX
0,1 mr, 0,5 Mr i 2,5 Mr 3MiH KOHIEHTpamii aHAPOTreHiB (aHAPOCTEHAIOHY Ta TECTOCTEPOHY) Y
J1a3Mi KpOB1 HE BUSBIJICHO. Y MAIllEHTOK y TTOCTMEHOIIAY31, sIKi OTPUMYBAJIH JIETPO30JI Y JOOOBIH
1031 Bij 0,1 Mr 0 5 Mr, 3MiH piBHS aHAPOCTEHIIOHY Yy IJIa3Mi KPOBi TAKOK HE Bi3Ha4YeHO. Bcee 11e
BKa3ye Ha Te, II0 0JIOKaJa 010CHHTE3y €CTPOTEHIB HE MPU3BOJUTH JI0 HAKOIMTUYEHHS aH/IPOTCHIB,
K1 € TIOTIePEeTHUKAMU €CTPOTCHIB. Y Malli€HTOK, SIKI OTPUMYBAIIU JIETPO30JI, HE OYJI0 BiI3HAYCHO
3MIH KOHIICHTpAIlI{ JIIOTEIHI3yI0uoro Ta (OIIKYyJIOCTUMYIOYOr0o TOPMOHIB y IIa3Mi KpOBi, a
TakoX He OyJ0 BIJ3HAYEHO 3MiH (PYHKIIM IIMTOBUIHOI 3aJI03H, SKY OI[IHIOBAJIM 3a PIBHAMU
TUPEOTPONTHOTO TOPMOHY T4 1 Ts.

Dapmaxokinemuxa.

Bemoxmysanns. JIeTpo30a MIBUAKO 1 MOBHICTIO BCMOKTYETHCS 31 IIUTYHKOBO-KUIIIKOBOTO TPAKTY
(cepemHss BeNMUMHA Oi0MOCTYHMHOCTI CTaHOBHTH 99,9 %). Dka HesHauHOIO MipoOIO 3HIKYE
HMIBUAKICTH abcopOrii (cepeaHe 3HAUEHHS 4Yacy JAOCSATHEHHS MAaKCHMAallbHOT KOHIIEHTparlil
JIETPO30ITY B KPOBI (tmax) CTAHOBUTH | TOJMHY MPH MPHUIOMi HATIIE i 2 TOMUHA — MIPH MIPUAOMI 3
DKEr0; cepe/IHE 3HAYCHHSI MAKCUMAIIbHOT KOHIIEHTPAIIi1 IeTp0o30J1y B KPOBi (Cmax) CTAaHOBUTH 129 +
20,3 HMoIB/1 TIpH TIpuiioMi HaTiiecepie 1 98,7 + 18,6 HMob/1 — Mpu MpukoMi 3 HKE), OHAK
CTYITiHb BCMOKTYBaHHS JISTPO30.1y (TIPH OIIHIII 32 MJIOMICIO i KPUBOIO «KOHIICHTPAITISl — 9ac))
He 3MiHI0€eThCS. He3HauH1 3MiHU MIBUKOCTI BCMOKTYBAHHS PO3LIHIOIOTHCS SIK TaKi, 10 HE MalOTh
KJIIHIYHOTO 3HAYEHHSI, TOMY JIETPO30JI MOKHA 3aCTOCOBYBATH HE3aJIEKHO BiJl IPUIHOMY 1Ki.
Po3nodin. 3B’s3yBaHHA NEeTpo30ily 3 OUIKaMU IUIa3MH KpOB1 CTaHOBUTH mnpubmmuzHo 60 %
(mepeBaxkHo 3 anmbOyMinoM — 55 %). Konnenrpariist rerpo3oiy B eputporutax maixe 80 % Bi
itoro piBHa y m1asmi kposi. ITicns 3actocysanns 2,5 mr *C-miueHoro netrposomny npubmusuo 82 %
PamTioaKTHBHOCTI y IUIa3Mi KPOBI MPHIIAIal0 HA YaCTKy HE3MIHCHOI aKTUBHOI PeYOBHHH. Tomy
CHUCTEMHHMI BIUIMB METa0ONITIB JEeTpo30Jly He3HayHuid. JleTpo3onm MIBUAKO 1 MIMPOKO
PO3NONIIAETHCS Y TKAaHUHAX. YSIBHUI 00’€M pO3MOAUTY Y Mepioj PIBHOBAXKHOIO CTaHY J0CSTae
npubsmzno 1,87 + 0,47 n/kr.

Memabonism i eusedenns. JleTpo30a 3HAUHOI MIpOI0 3a3HA€ MeTado0N3My 3 YTBOPEHHSIM
(dapMaKoJIOTIYHO HEAKTUBHOIO KapOiHOJIOBOTO MeTaloJiTy — OCHOBHUH HUIAX eIiMiHaLii.
Mertabomiunuii kimipeHc jaetpo3ony (CLm) cranoButh 2,1 7/roj, IO MEHIIE 3a BETUYHHY
MEYiHKOBOTO KPOBOTOKY (mpubnm3no 90 n/rox). byno Busieno, mo izodpepmentu CYP3A4 i
CYP2A6 nnroxpomy P450 31aTHi mepeTBOprOBaTH JISTPO30JI Ha Horo metaboiTu in Vitro, mpore
iXHS OKpeMO B3sATa pOIb Yy KIIpeHCI JeTpo3ody IN VIVO TOYHO HE BCTaHOBICHA.
JocniakeHHs TiKapcbkoi B3aEMOJIi TMOKa3aliM, IO OJHOYAaCHE 3acCTOCYBaHHS JIETPO30Jdy 1
HUMETUMHY, SKUH € 1Hribitopom muime i3opepMeHTy 3A4, He CHPUYMHAIO MPHUTHIYEHHS
KIIIPEHCY JIETPO30I1y, L0 J1a€ MOXKJIMBICTh 3pOOUTH BUCHOBOK PO BAXJIMBY POJIb Y 3arajJlbHOMY
KIIipeHci in vivo i3odepMenTy 2A6. Y X0i I[bOT0 TOCIHIKEHHSI BiI3HAYEHO HE3HAUYHE 3HIKEHHS
nokaszHuka AUC Ta miaButieHHsT Cmax.

YTBOpEHHSI HEBETUKOI KIJTBKOCTI 1HIIUX, MMOKU IO HE iMeHTU(IKOBAaHUX, METAOOTITIB, a TaAKOK
BHUBEJICHHS HE3MIHEHOTO JIIKapChKOT0 3ac00y 3 ceuero 1 KaJioM BiAIrparoTh JIMIIE HE3HAUYHY POJTh
y 3arajbHii eniminanii serpo3oiy. [IpoTsrom 2 THXHIB MiciIst BBEIEHHS 3/J0POBUM JOOPOBOIBIISIM
y moctmeHonaysi 2,5 mr *C-miuenoro nerpozomy B ceui Oysno BusBieHo 88,2 * 7,6 %
pamioaktuBHOCTI, ¥ Kaii — 3,8 = 0,9 %. [punaiimui 75 % pagioakTHBHOCTI, IO BUSBISIETHCS Y
cedi 3a mepiox no 216 roaun (84,7 £ 7,8 % Bix BeTWMYMHU JO3M JICTPO30JIy), TIPHUIAAI0 Ha
[JIIOKYPOHIIHI KOH’IoraTu KapOiHOJIIOBOro Merabomity, Mmaibxke 9% — Ha aBa iHuI
HelgeHTUdiKoBaH1 MeTaboiTu Ta 6 % — Ha HE3MIHEHUH JIETPO30I.



VaBHUHN KIHIIEBUH TIEpioJ] HAMIBBUBEACHHS 3 IIa3MU KPOBI CTAaHOBUTH MPHOIU3HO 2—4 100WM.
[Ticns moaeHHOro MpHiioMy 2,5 MT JIIKapchbKOro 3aco0y piBHOBa)KHA KOHIIEHTpAIIisl JIETPO30ITY
JIOCSTAETHCSI MMPOTATOM 2—6 THIKHIB, IPU IIbOMY BOHA MPUOJIM3HO Yy 7 pasiB BUIIA, HDK IICIA
OJTHOPA30BOTr0 MpUUOMY Ti€l K J03u. BomHouac 3HaueHHS pPIBHOBAXHOI KOHIEHTpalii Yy
1,5—2 pa3u nepeBuiye Te 3HAUCHHSI PIBHOBAKHOI KOHIIGHTpaIlii, ke MOkHa OyJyio 6 3aBOaUuTH
Ha OCHOBI PO3paxyHKiB, BUXO/SAYH 3 BEIMYHH, 3aPEECTPOBAHMX ITICIIA IPUIIOMY OJTHOPA30BO1 JO3H
Jikapcebkoro 3aco0y. Lle Bka3ye Ha Te, 110 IIPH 110IEHHOMY 3aCTOCYBaHHI JIETPO30I1y y 1031 2,5 MI
fioro (hapMakoKiHETHKa Ma€ JIeIIo HeNiHiitHui xapakTep. OCKUIbKM PiBHOBa)KHA KOHILIEHTPALIis
JETPO30Jly HIATPUMYETHCS MiJ 4ac JIIKYBaHHS MPOTArOM TPUBAIOIO Yacy, MOXKHa 3pOOUTH
BUCHOBOK TIPO T€, 1110 HAKOIIMYEHHS JIETPO30Jy HE BiIOYBAETHCA.

Jinitinicmo/neninivinicms. ®OapMaKkOKiHETHKA JIETPO30Jy Oyja NPOMOPLIHHOK 031 TiCis
3aCTOCYBaHHS OJTHOPA30BO1 nepopaibHOi 7031 g0 10 mr (aiamazon 103 Big 0,01 1o 30 Mr), a Takoxk
micist moeHHux 103 10 1,0 mr (miamazon 103 Bix 0,1 mo 5 mr). [Ticis 3acTocyBaHHsS 0qHOPA30BOi
nepopanbHoi 703u 30 Mr cmocTepirajocs HE3HayHe, aje OuIbIl HDX MpOHopIiiHe 1031
3outbmenHs nokasHuka AUC. Ilpu 3acTocyBanHi moaeHHMX 103 2,5 Ta 5 mr 3HaueHHs AUC
30ibImmIIocs npubnusHo y 3,8 Ta 12 pasiB 3amicTb 2,5 Ta 5 paziB BiANOBITHO HOPIBHIHO 3 103010
1,0 mr/no0y. TakuM 4rHOM, pEKOMEHI0BaHa /1032 2,5 Mr/q00y Moke OyTH TpaHHYHOIO 103010, 32
SKOI HEMPOIOPIIHHICTh CTAa€ BUAMMOIO, TOJMI SK TPU 3aCTOCYBaHHI 03U S Mr/moly
HENPOMOPIINHHICTE cTae OLIbII BUpaXxkeHOw. HenponopiiifHicTh 1034, HMOBIPHO, € pe3yIbTaToOM
HAaCHYCHHS TPOLECiB METabO0JIYHOTO BUBEACHHS. PIBHOBa)KHI KOHIIEHTpALii JOCSTAINCS Yepe3
1-2 micsui nmpu 3acTOCYBaHHI yCiX JOCTIAKYyBaHUX pexuMiB no3yBaHHs (0,1—5,0 Mr moaeHHo).
Dapmaxokinemuka 8 OKpemux epynax nayienmie. Y NOCTIIKEHHSX, SKi IPOBOJAMUIIMCH 32 YUaCTIO
JOOPOBOJIBIIIB 3 PI3HUM cTaHOM (pyHKIIIT HUPOK (24-TOAMHHMIA KIIIPEHC KpeaTHHIHY BapitoBaB BiJl
9 nmo 116 mu/xB), Big3Hayaynocs, MmO (papMaKOKIHETHKA JIETPO30JIYy Ta BHBEICHHS 3 CEYCIO
[NIIOKYPOHIIHUX KOH'IOTaTiB  Horo KapOiHOIOBOTO METaloJiTy HE 3MIHIOBAIMCA —MicCIs
OJIHOPa30BOi J103u 2,5 mr. Kpim Toro, y BuUIIe3a3HAYEHOMY JOCIIJDKEHHI OI[IHIOBAJIM BILIHB
nopyuieHHs GyHKIIT HIPOK Ha JIETPO30JI, aHAIIi3 KoBapiaT OyB BUKOHAHUI Ha OCHOBI JJaHUX JABOX
6azoBux nmocuimkens (mocmimkeHHs AR/BC2 ta AR/BC3). Po3paxoBanuii kimipeHC KpeaTuHiHy
(mianmazoH y mocmimkenHi AR/BC2: 19—187 mn/xB; y nocmimxenni AR/BC3: 10—180 min/xB) He
IPOJEMOHCTPYBAaB CTATUCTMYHO 3HAUYIIOTO 3B’SI3KY 3 MIHIMAJIbHUMHU PIBHAMHU JIETPO30IYy Yy
1a3Mi KpoBi y piBHOBaxHOMY cTaHi (Cmin). o Toro sk nani gocuimkens AR/BC2 ta AR/BC3
JIKyBaHHS APYTOi JiHIl METaCTaTUYHOTO PaKy MOJIOYHO]T 3aJ103H MPOJIEMOHCTPYBAJIU BIJICYTHICTh
HEraTUBHOT'O BIUIMBY JIETPO30JIy HA KIIPEHC KpeaTHHIHY a00 HoripiieHHs (YyHKIIi HUPOK.
TakuM 4MHOM, KOPEKIIisl 03U Malli€HTaM 3 MOpPYIIEHHSM (DyHKLII HUPOK (KJIIPEHC KPeaTHHIHY
> 10 mu/xB) He noTpiOHa. [HopMallis CTOCOBHO MAIEHTIB 3 TSKKUM MOPYIIEHHSAM (QYHKIIT
HUPOK (KJIipeHc kpeaTuHiHy < 10 Mil/XB) oOMexeHa.

VY noaiGHOMY JOCHIJKEHHI, TPOBEACHOMY 3a Y4acTIO TOOPOBOJBIIB 3 PI3HUM CTaHOM (YHKIIi{
NEeYiHKHU, OyJI0 BCTAHOBJIEHO, 1110 B OCI0 3 MOMIPHO BUPAXEHUM IMOPYIICHHAM (DYyHKIIT MEYIHKU
(xmac B 3a mkanoro Yaitnna-I1°10) cepenne 3Ha4eHHsI MO il KPUBOIO «KOHIIEHTPALIIST — Yac»
(AUC) 6yno Ha 37 % BumuM, HIXK Yy 3J0pOBUX 0CI0, alie 3aJUIIAIOCA Y MEXax TOro Jiarna3oHy
3Ha4yeHb, IO cIrocTepiraiucs B oci®6 0e3 mopymeHb (QyHKUii neuiHku. [Ipu pociimkeHHi
(apMaKOKIHETHKHU OJTHOPA30BOi 1031 y 8 XBOPHUX 3 IUPO30OM IEUIHKHU Ta TSHKKUM IMOPYLIEHHSIM 11
¢byukuii (k1ac C 3a mkanoro Yainna-I110) Oyno BigznaueHo 36inpmenas AUC Ha 95 % T1a ty; Ha
187 % MOpiBHIHO 3 TIOKa3HUKAMH y 370POBUX TOOPOBOIBINB. Y 3B 53Ky 3 TUM, IO Yy MAII€HTIB,
K1 OTpUMYBaIH A000BI1 1031 Bif 5 Mr 10 10 Mr/1neHs, He criocTepiranocs 301TbIIeHHS TOKa3HUKIB
TOKCUYHOCTI, KOPEKIIisl 103U Y HAPAMKY i1 3HH)KEHHS HE OOTPYHTOBaHa, X04ya TAKUM MHallleHTaM
notpiOHO mepeOyBaTu mij peTeabHUM HarisgaoM. Kpim Toro, He Oyio Bia3HaueHO OyJb-SKOTO
BIUITMBY MOpYIIEHb (YHKIIT HUPOK (PO3PaXyHKOBI 3HAUEHHS KJIIPEHCY KpeaTHUHIHY CTaHOBUIIU
20—50 mu1/xB) a00 mopyIIeHb (PYHKIIT MEYiHKY Ha KOHLEHTPAIIII0 JIETPO30I1y y T1a3Mi KpoBi 'y 359
NAIIEHTOK 3 MOMIKUPEHUMH (OopMaMu paKy MOJIOUHOI 3ajo3u. dapMaKOKIHETHKA JIETPO30Iy HE
3aJIeXKHUTh BiJ BIKY.



KuiniuHi xapakTepucTuKm.

Ilokazannus.

— Jlng am’toBaHTHOI Tepamii TOPMOHOIIO3UTHBHOTO 1HBa3WBHOTO pPaKy MOJIOYHOI 3all03U Ha
PaHHIX CTaAIAX Y )KIHOK Y TIOCTMEHONAay3HUH Mepio.

— Jlns po3mmpenoi a1’ 'oBaHTHOT Tepartii iHBa3MBHOTO paKy MOJIOYHOI 3aJI031 Ha PAHHIX CTaIisuX
y KIHOK y MOCTMEHOIAay3HUN MepioJl, sKUM Oyiia MpoBeAeHa CTaHIapTHA aj IOBaHTHA Teparis
TaMOKCH()EHOM IPOTITOM 5 POKIB.

— Jlns Tepamii nepiioi JiHii TOPMOHO3JICKHOTO MOMIUPEHOTO PAKy MOJIOYHOT 3aI03H Y JKIHOK Y
MMOCTMEHOTAY31.

- Jlia nikyBaHHA momMpeHux ¢GopM paky MOJIOYHOI 3aJl03M y KIHOK Yy IOCTMEHOIay31
(mpupoHUit a00 CIPHYUHEHIN IITYYHO) MICI PEUUANBY a00 MPOrpecyBaHHS 3aXBOPIOBAHHSA, SIKi
OTPUMYBAJIM MOMEPEHIO TEPAIilo aHTHECTPOTEHAMH.

- Jlyist Heoa 1’ FOBAaHTHOT Teparii y KIHOK y TIOCTMEHOIIay31 3 ropMoHono3utuBauM, HER-2-
HETaTUBHUM pPaKOM MOJIOYHOI 3aJI03M, SKMM HE MiJXOAWUTh XiMmioTepamis 1 HE IOKa3aHe
HEBIJIKJIQJIHE XIpypriyHe BTpyJYaHHSI.

EdexTtuBHICTh TiKapchKoro 3aco0y Mjisi TAIiEHTOK 3 TOPMOHOHETATHBHUM PaKOM MOJIOYHOT
3aJI034 HE JJOBEJICHA.

IHpomunoxazanns.

- [ligBuieHa 9y TIMBICTh 10 iF0Y0i peYOBUHU a00 A0 OyAb-AKO1 3 TOTIOMIKHUX PEUOBHH.
- [lepeamenonay3Huil eHAOKPUHHUIN CTATYC.

- BaritHicTs.

- l'opyBanHs rpynto.

- PenpoiyKTHBHMIA BiK MAI[iEHTKH.

B3aemooia 3 inmumu nikapcoKumu 3acovamu ma iHuwii 6u0u 63a€Mo0ill.

MeTab60:113M J1€Tpo30i1y 4acTKOBO BiiOyBaeThes 3a yuacTio CYP2A6 ta CYP3A4. Takum unHOM,
Ha CHCTEMHE BUBEICHHS JIETPO30JIy MOXKYTh BIUIMBATH JIIKApChbKi 3aCO0M, SIKI BIUIMBAIOTH HA
depmentu CYP3A4 i CYP2A6. OueBuaHo, MeTa00I113M JIETPO30JIy Ma€ HU3bKY CIOPIIHEHICTS 13
CYP3A4, ockinbku 1iel pepMEHT He HAaCUUY€eThCs MPU KOHLIEHTpalisaX, y 150 pa3iB Ou1bINX, HIK
KOHIIEHTpALlii JIETPO30JTy, 10 CIIOCTEPIraloThCs Y MIa3Mi KpOB1 y Mepio]i pIBHOBaKHOTO CTaHy 3a
TUMOBUX KIJIIHIYHUX YMOB.

Ha cporonHi KiiHIYHMM JOCBIJ 3acCTOCYBaHHS JIETpO30dy B KoMOiHalii 3 ecTporeHamu abo
IHIIMMH TPOTUPAKOBUMHU IpenaparaMmu, KpiM TamokcudeHy, BijacyTHid. TamokcudeH, iHII
AHTUECTPOTeHHI JIIKapchKi 3aco0n abo eCTPOreHOBMICHI JIIKAPChKI 3aCO0M MOXKYTh HiBEJIIOBATH
dbapmakosoriyny it JieTpo3oiry. Kpim Toro, 10oBeACHO, M0 y pa3l OJJHOYACHOTO 3aCTOCYBAHHS
TaMOKCcH(EeHy 1 JIeTpo30Jly CYTTEBO 3HIXKYIOTbCSA IIJ1a3MOBI KOHILEHTpAIl JIeTPO30JTy.
Cril yHUKAaTH OJHOYACHOTO 3aCTOCYBaHHS JIETPO30JTy 3 TAMOKCU(EHOM, IHIIIMMH aHTaroOHICTaMHu
€CTPOreHiB a00 eCTPOreHaMHu.

Jlixapcoki 3acobu, sKi Modcymov niosuwiysamu KOHYeHmpayii 1empo3ony 8 CUupo8amyi Kposi.
Inri6iropu aktuBHOCTI CYP3A4 1 CYP2A6 MOXYTh 3HMKYBaTH MeTa00J113M JIETPO30ITY 1, TAKUM
YUHOM, MIIBUIYBAaTH KOHLEHTpalli JeTpo3osy B IutasMi KpoBi. OpHOYAacHE 3acCTOCYBaHHS
JIKapChKHUX 3ac00iB, fKI CHJIBHO MPUTHIUYIOTH LI (epMeHTH (moTyxkHi iHriditopu CYP3A4
BKJIIOYAIOTh: KETOKOHA30JI, 1TPAaKOHA30J], BOPHUKOHA30J, PHUTOHABIp, KJIAPUTPOMILIUH 1
tenitpominue; CYP2A6, Hanpukiiaa METOKCaIeH), MOXKe TIABUINYBATH €KCIIO3HUIIII0 JIETPO30IY.
Tomy mamieHTkaMm, sikuM rnokaszai notyxHi iHriditopu CYP3A4 1 CYP2A6, pexoMeHayeThes
NPOSIBIIATH 00EPEXKHICTh MPH 1X 3aCTOCYBaHHI.

Jlixapcoki 3acobu, sAKi MOXCYmb 3HUNCYBAMU KOHYEHMPAyii 1empo30ay 6 cuposamyi Kposi.
Innyxropu aktuBHOCTI CYP3A4 MOXYTh HiABUIIYBaTH METa00i3M JETPO30IIY 1, TAKAM YHHOM,
3HI)KYBATH KOHIIEHTPAINIO JIETPO30dy B TIa3Mi KpoBi. OHOUYacHE 3aCTOCYBaHHSI JIIKAPCHKHUX
3ac00iB, ki ctuMmymoTsh CYP3A4 (nanpuknan QeHiToiH, pudamminuH, KapOamaseriH,
¢denobapOitan 1 3BipoOid 3BHYAWHUI), MOXKE 3HHKYBATH EKCIIO3ULIIO  JIETPO3OIY.
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Tomy mamieHTKaMm, siIkuM TokazaHi notyxHi iHaykTopu CYP3A4, peKOMEHIyEThCS TIPOSBIIATH
o0epexHicTh TpH iX 3acTocyBanHi. [HaykTopu CYP2A6 HeBigomi.

OpnHoyacHe 3aCTOCYBaHHS JIETPO30iy 2,5 Mr 1 Tamokcudeny 20 Mr oiuH pa3 Ha 400y NPU3BOIUIO
710 3HIDKEHHS PIBHS JIETPO30JIy B IUIa3Mi KpoBi B cepeanbomy Ha 38 %. Kuiniunuii nocsin,
OTPUMAaHHMI Ha MiACTaBl JOCIIKEHb Teparii Ipyroi JiHil paKy MOJIOYHOI 3a703H, TOKa3ye, 110
TEpaneBTHYHUHN e(EeKT JTIKYyBaHHS JIETPO30JIOM, 5K 1 YaCTOTa BAHUKHEHHS HEOKaHUX peaKiliil, He
30UTBITYBAIMCS, SKIIO JICTPO30JI 3aCTOCOBYBAIM OJpa3zy Micis TaMoKcudeHy. MexaHi3Mm 1€l
B3a€MO/I11 HEBITOMUH.

Jlixapcoki 3acobu, cucmemmi KOHYeHMpPayii AKUX 8 CUpo8amyi Kposi MOA*CYyMmb 3MIHIOBAMUCS NiO
snaueom nemposony. I Vitro nerpo3on npurniuye izopepmentu muroxpomy P450 — CYP2AG6 i
nomipHo CYP2C19, ane kiiHiuHe 3HaUYEHHS 1IHOTO SBUIIA HEeBigoMe. [IpoTe citig qoTpuMyBaTucs
00epeKHOCTI MPU OJTHOYACHOMY 3aCTOCYBaHHI JIETPO30JIY 1 JTIKAPCHKUX 3ac001B, BUBEICHHS SKHX
nepeBaxHO 3ai1ekuTh Bim CYP2C19 1 sxi MaroTh BY3bKUM TEpaNeBTUYHUN J1alla30H (TaKUX SK
deniToin, xiomigporens). CyOcTpaT 3 BY3bKHUM TepameBTHUHUM aiamazoHoMm st CYP2A6
HeBimoMui. JlocmipkeHHs KIIHIYHOI B3a€MOii 3 HMUMETUAMHOM (BiAOMHM HecmenudiyHun
iariditop CYP2C19 i CYP3A4) i Bapdapunom (uyrmnuBuii cydcrpat it CYP2C9 3 By3pkum
TEparneBTUYHUM [1alla30HOM, KU 4YacTO 3aCTOCOBYIOTH SIK CYIYTHIM JIKapchbKuil 3aci0 s
[IJThOBOI TOMYJISAIIT JIETPO30JTy) TOKa3aiH, IO CYMICHE 3aCTOCYBAaHHS JIETPO30Jy 1 IIHX
JIKapChKUX 3aCc00IB HE CIPUYHMHSIE KIIHIYHO 3HAYMMOI JIIKapchKoi B3aeMoxii. Orisan 6azum 1mux
KIIHIYHUX JIOCHIJPKEHb HE BUABHMB HISKUX JOKAa3iB 1HIIMX KIIHIYHO 3HAYMMHUX B3aEMOMINA 3
IHITMMH JIIKapChKUMU 3ac00aMHu, 1110 YaCTO MPU3HAYAIOTHCS.

Ocoonueocmi 3acmocyganns.

Topywenns ¢hynrkyii HUpox.

Hemae nanux oo 3acTocyBaHHs JIETPO30Jy VIS JTIKyBaHHS Malll€HTOK 3 KIIIPEHCOM KPEaTUHIHY
<10 mu/xB. Ilepen mnpu3HAYEHHSM JIIKAPCHKOTO 3acO00y TaKUM TMAIllEHTKAM CJiJ 3BaXHUTU
NOTEHLIWHUN PU3UK 1 OUiKyBaHUHN eEeKT JTIKyBaHHS.

Xonecmepun.

Crig po3risiHYyTH JIOLIIBHICTh TPOBEIECHHS MOHITOPUHTY PiBHS XOJECTEPUHY y CUPOBATII1 KPOBI.
Y xoal JOCHIPKEHHS 13 3aCTOCYBaHHSIM aJ] FOBAaHTHOT'O JIIKyBaHHS TMOBIIOMIISIIOCS IIPO
rinepxonecTepuHeMito y 52,3 % marieHriB, 110 3aCTOCOBYBAJIH JIETPO30J], Ta y 28,6 % MaIli€HTiB,
110 3aCTOCOBYBAJIM TaMOKCH(EH (32 KPUTEPISIMU OLIHKH CTYNEHS TAXKKOCTI MOOIUHUX peakLiid —
CTC). Ioinomusnocs npo rinepxonectepuHemito 3—4 crtynens y 0,4 % mnauieHTiB y rpymi
netpo3ony Ta y 0,1 % marienrtiB y rpymni Tamokcudeny. Kpim Toro, npu aa’roBaHTHIM Tepamii
30inpienns > 1,5 x BMH (BepxHs Meka HOpPMH) 3arajJbHOTO XOJECTepUHY (SK MpPaBHIIO, HE
HATIE) CIOCTEpIralocs Cepell MAIll€EHTIB, SKAM 3aCTOCOBYBAJM MOHOTEpamito 1 sKi Malu
NOYaTKOBUH PiBEHb 3arajibHOTO XOJECTEPUHY B CHPOBATIII KPOBI B MekaX HOpMH (ToOTO < 1,5 X
BMH), y 151/1843 (8,2 %) B rpymni netpo3ony npotu 57/1840 (3,2 %) B rpyni TaMOKcHbpeEHY.
3acTocyBaHHsI TIMOJMIMIAEMIYHUX JIKapChKUX 3aco0iB Oyno HeoOXimHO 25 % MaIli€HTiB, SKUM
3aCTOCOBYBAJIH JIETPO30J1, Ta 16 % MallieHTiB, SKMM 3aCTOCOBYBAJIU TAMOKCHU(]EH.

THopywenns ¢hynxyii nevinku.

VY nariieHTiB 3 TSHKKOIO MEYiHKOBOIO HepocTaTHiCcTO (kiac C 3a mkanoro Yaiinaa-I11"10) cucremua
€KCIIO3UIlIs Ta Yac HamiBBUBEICHHS JETPO30Jly MPHUOIM3HO BIBIYI JOBIIUN, HIXK Y 3J0pOBOI
mroauHu. Taki XBOpi MOTPeOYIOTH OUIBII YBa)KHOTO CIIOCTEPEKEHHS.

Bnaue na xicmku.

Ockinbku Jlerposon-Bicta AC € MOTY)XHUM JIIKapChbKUM 3aCO00M, IO 3HUKYE KOHIIEHTPALiO
€CTPOTEHIB, M1/l Yac a1’ FOBAaHTHOI Ta PO3LIMPEHOI aJ] FOBAaHTHOI Teparii y KIHOK 3 OCTE€OIOPO30M
Ta/abo mepenoMaMM B aHaAMHE31 YM THUX, XTO Ma€ MiJBUIIEHUI PU3UK PO3BUTKY OCTEOINOPO3Y,
HEOOXITHO OIIHIOBAaTH MIHEPAJIbHY MIIJIBHICTh KICTKOBOI TKAaHWHHU JO IOYATKy JIKyBaHHS,
OPOTSTrOM JIIKYBaHHS Ta MICJs 3aBEpILEHHs JIKyBaHHS JIeTpo30joM. B ymoBax aji’toBaHTHOTO
JTIKYBaHHS TaKOX CIIJ PO3TJISAATH MOXJIHMBICTh 3aCTOCYBaHHS CXEMH TIOCIITOBHOT Tepartii



(JteTpo30J1 MPOTATOM 2 POKIB 3 MOJAIBIIUM MEPEXOJAOM HAa MPUHOM TaMOKCHU(EHY MPOTIroM
3 POKiB) 3aJI€KHO BiJl MPOo(iaro Oe3MeKy Mali€HTKH.

Tenounim ma po3pus cyXoxHCULIAL.

Moke BUHUKHYTH (pIAKO) TEHIUHIT Ta PO3pUB CyXOxwmuit. HeoOXinHe peTenbHe 0OCTEKEHHS
MaIi€HTOK Ta 3aCTOCYBaHHS BIAMOBIAHUX 3aXOJliB (HaMpUKIad, IMMOOUTIZAIl) I YPaKEHOTO
CYXOXUJUIA y pasi notpedu (muB. po3ain «IloOiuni peakiii»).

Menonaysnuii cmamyc.

VY mamieHTOK 3 He3’SCOBAaHMM MEHOIAY3HHM CTaTyCcOM HEOOXIJHO A0 MOYaTKy 3aCTOCYBAaHHS
nikapcbkoro 3acoOy Jlerposzon-Bicta AC Bu3HauuTu piBHI JIFOTEiHI3YO4Uoro ropmony (JIIN),
domnikynoctumyordoro ropmony (PCI') ta/abo ecrpaniony. [Ipuiimaru Jlerposzon-Bicta AC
MOBHMHHI TUTBKH JKIHKH 3 TOCTMEHONIAY3HUM CHJIOKPUHHHUM CTaTyCOM.

Topywennsa 1abopamopHux noKA3HUKIS.

J10303a71€KHOTO BIUIMBY JIETPO30J1y Ha Oyjb-sKi reMaToJIoriyHi abo 010XiMi4HI IMOKa3HUKH HE
cnocrepiranocs. IloMipHi 3MeHIIEHHS KUIBKOCTI JIM(OIUTIB, HEBU3HAYCHOTO KIIHIYHOTO
3HAYCHHSI, CIIOCTEPITalucs y NESKUX MAalli€HTIB, IO 3aCTOCOBYBAIM JIETPO30J Yy 1031 2,5 M.
Taxe 3HIKEHHS KUTBKOCTI JIM(OIMTIB Majlo TPAH3UTOPHUH XapakTep MPUOJIM3HO Yy MOJIOBHHU
MAI[IEHTIB, 110 3a3HAJIM BIUIUBY. Y JIBOX MAIli€HTIB L0 3aCTOCOBYBAIIM JIETPO30JI, PO3BUHYJIACH
TPOMOOIIMTOIEHIS; 3B’ A30K 13 AOCIIPKYBAaHUM IpenapaToM He OyB 3’sicoBaHUM. Buxin marieHTiB
13 JOCHI/DKEHHS dYepe3 IMOpYIICHHS 1a00paTOpHUX TMOKAa3HHUKIB, IO Oynu TmOB’si3aHl 13
3aCTOCYBaHHSM JIIKQpPCHKOTO 3ac00y, YH Hi, OyB PIIKUM.

Tnwi 3acmepedicennsi.

Cnin yHukatu oxHouyacHOTO 3actocyBaHHs Jlerposomy-Bicra AC 1 TamokcudeHy, iHIINX
AQHTAroHICTIB €CTPOreHIB YW €CTPOTCHOBMICHHMX JIIKAPCHKUX 3ac00iB, OCKUIBKH IIi PECUYOBHHHU
MOXYTb HIiBEIIIOBATH (hapMaKOJIOTIUHY IO JIETPO30ITy.

Baowcnusa ingpopmayis npo oonomiogichi pewosunu.

OCKUTBKM TaOJIETKU MICTATH JIakTo3y, JleTtpo3on-Bicta AC He peKOMEHIYEThCS MAIliEHTKaM 3
TAKUMU PIJIKICHUMH CIIaJKOBUMH MPOOJIEMaMH, SIK HETIEPEHOCHMICTh TaJlaKTO3H, TSKKA JIaKTa3Ha
HEJOCTaTHICTh 200 MaTbabCoOPOITis TIIFOKO3U-TATAKTO3H.

3acmocysanus y nepiod sacimnocmi abo 200y8amHHus 2pyooro.

JKinKuy y nepumeHonay3sHomy cmaui abo HCiHKu penpoovKmusHo20 GiKYy.

Jlerpozon-Bicra AC ciijt 3acTOCOBYBATH JIMIIIE KIHKAM 3 YITKO BU3HAYEHUM TOCTMEHOIIAy3HUM
cTaTycoM. € MOCTMapKEeTUHIOBI IOB1IOMJICHHS ITPO CIIOHTaHH1 a00OpTH a00 BPOKEH1 aHOMAJII] y
HOBOHApO/DKEHHUX, Marepl SKUX MpuiiManu jerpo3od. Ilin dvac JiKyBaHHS JIETPO30JIOM,
HE3Ba)KAal0UH Ha YiTKO BU3HAUEHUH TOCTMEHOMAy3HHH CTaTyC Ha NOYATKY JIKyBaHHS, JiKapIo Cil
3a HEOOX1JHOCTI OOTOBOPHUTH 3 TAIIEHTOM BIMOBIIHI 3aX0/IM KOHTPAIICTIIIIi.

Bacimuicme.

BinomMo npo mooAMHOKI BUMAAKH BPODKEHUX AEPEKTIB (3IUTTS CTaTeBUX I'y0, CTaTeBl OpraHu
HNPOMDKHOTO THUILY).

Jlerpo3zon-Bicta AC Moke BUKIMKATH BPOJKEHI BaJud PO3BUTKY IPH 3acCTOCYBaHHI MiJl 4Yac
BariTHocTi. JloCHi/pkeHHs Ha TBapuHaX MPOAEMOHCTPYBAIN PENPOAYKTUBHY TOKCHYHICTb.
3actocyBaHHs JiKapchkoro 3aco0y Jlerposon-Bicta AC ming yac BariTHOCTI MPOTHIIOKA3aHE.
Loodysanns 2pydoio.

HeBimoMo, uYm mpoHUKAE JIETPO30Jd Ta HOTrO MeETaboNiTH y TPyAHE  MOJIOKO.
HeMmox/IMBO BUKIIIOUUTH PU3MK JJIs1 HOBOHAPOPKEHUX/HEMOBJIAT MiJ Yac TOJyBaHHS TPYJIIO.
3actocyBaHHs Jikapcekkoro 3aco0y Jlerpozon-Bicra AC mim dac TOAYBaHHS TPYIIIO
IIPOTUIIOKA3aHE.

Depmunvricme.

dapmakoJoriuHa Jdisi JETPO30dy IMOB’A3aHa 31 3HIKEHHSIM BHPOOJIEHHS €CTPOreHYy IUIIXOM
1Hr10yBaHHS apoMaTtasu. Y KIHOK y Iepioj] Iepe]] MEHOIay3010 1HT10YBaHHS CUHTE3Y €CTPOreHy
IPU3BOJMTS JI0 3BOPOTHOI peakiii miABuIIeHHs piBHIB roHanoTporiny (JII', ®CI). Y cBoto uepry,
nigsuiieHHs piBHIB @CI" ctumyintoe picT QoaikyIiiB Ta MOKe BUKIUKATH OBYJISILIIO.




30amuicms enaugamu Ha WBUOKICMb peakyii npu Kepy8aHHi A8MOMpPAHCHOPMOM ab0 IHUUMU
Mexarnizmamu.

Jlerpo3on-Bicta AC mae He3HayHMI BIUIMB HAa 3/aTHICTb KEpyBaTH aBTOTPAHCIIOPTOM Ta
npamoBaTH 3 MexaHi3mMamu. OCKIIBKM MiJ 4Yac 3acTOCyBaHHS JIETPO30JIy CIIOCTEpIiraaucs
BTOMJIIOBAHICTh Ta 3alaMOPOYEHHS, a TAaKOX Yy PIAKICHUX BUNAAKaX TMOBIIOMIISIIOCS PO
COHJIMBICTB, PEKOMEHIYEThCSI OYTH OOEPEIKHHM IT1]] Yac KepyBaHHS aBTOTPAHCIIOPTOM ab0 poOOTH
3 IHIIUMU MEXaHi3MaMH.

Cnoci6 3acmocyeanns ma 003u.

Ilopocni, y momy uucni nayiecHmu 1imHb020 BiK) .

PexomenioBana o3a JeTpo30iy CTaHOBUTH 2,5 Mr | pa3 Ha 100y. B ymoBax aj’roBaHTHOI Ta
PO3IIMPEHOT a1’ FOBAaHTHOI Tepallii JIKyBaHHS JIETPO30JIOM CJIiJl IPOAOBKYBATH MPOTATOM 5 POKiB
a00 70 penuIuBY MyXJIMHU 3aJI€KHO BiJI TOTO, IO HACTAHE PaHilIe.

XBOpHUM 13 METacCTa3aMHM Tepalliro JiKapchKuM 3acoboM Jlerpozoin-Bicta AC ciig mpoaoBKyBaTH
JOTH, TOKH O3HAKH MTPOTPECYBAHHS 3aXBOPIOBAHHS HE CTAHYTh OYCBUIHUMU.

B ymoBax an’toBaHTHOI Tepamii CliJl TakOX PO3TJISHYTH MOKJIMBICTh IMOCTIIOBHOI CXEMHU
JiKyBaHHS (JIETPO30JI MPOTATOM 2 POKiB, MMOTIM TaMOKCH(EH MPOTATOM 3 POKiB).

B yMoBax Heoa/1 10BaHTHOI Tepartii JIikyBaHHS JIETPO30JIOM CJIiJI MPOIOBXKYBATH Bill 4 10 8 MicsIiB
3 METOIO0 BCTAHOBJICHHS ONITUMAJIHLHOTO 3MEHIIICHHS ITyXJIMHU. SIKIIO BiJNOBIb HA JIIKYBaHHS HE
€ OCTaTHBOIO, JTIKYBaHHS JIETPO30JIOM CJiJI IPUIUHUTHU Ta 3alUIaHyBaTH XipypriyHe BTpy4YaHHS
Ta/a0o 1HIII BapiaHTH JIKyBaHHS, SKi CJIi7] 0OrOBOPHUTH 3 TAI[i€EHTOM. [[JIsI MaIli€eHTOK JTITHBOTO BIKY
KOPEKIIisl 103U JIKapChbKOro 3aco0y He MoTpiOHA.

Tayienmxu 3 nopywenuamu QyuKyii neyinku ma/abo HUpox.

Kopekuiss go3u mikapcekoro 3acoOy Jlerposzon-Bicta AC nns maiieHTiB 3 HHPKOBOIO
HEJOCTATHICTIO 3 KJIipeHCOM KpeaTtwHiHy > 10 mu/xB He moTpiOHa. llogo BUMaakiB HUPKOBOI
HEJOCTAaTHOCTI 3 KIIIPEHCOM KpeaTuHiny Hrkdye 10 mMi/XB 1aHi oOMexeHi.

Kopekuis mo3um mikapcekoro 3aco0y Jlerposzon-Bicta AC i maimi€eHTiB 3 TEYIHKOBOIO
HEJOCTATHICTIO BiJl JIETKOTO 10 MoMipHOro ctyneHs (kiac A abo B 3a mkanoro Yaitnga-I11"10) He
noTpiOHa. [llogo BUMaAKiB MEUiHKOBOI HEAOCTATHOCTI TSHKKOTO cTymeHs (knac C 3a mKajioro
Yaiinga-I1'10) nani oomexeni. [lamieHTH 3 MEYiHKOBOIO HEIOCTATHICTIO TSHKKOTO CTYTEHS (Kiac
C 3a mxanor Yainma-I1"10) notpedyroTh peTeaTsHOTO HATIIALY.

Cnocib 3acmocysanns.

Jlerpo3zon-Bicta AC cnin npuiiMaTty nepopajibHO HE3aJIEKHO BiJl BXKUBAHHS 1K1, OCKIIBKHU 1Ka HE
BIUIMBAE HA CTYIiHb a0COpOLii TiKapchbKOro 3aco0y.

[Ipomymieny m03y ciij MPUWHSTH O/Apasy, SK TIUIbKH Talll€eHTKa 3rajae mpo 1e. OIHak, SKIIo
MaIieHTKa 3rajae npo 1e He3aJA0Bro 0 MpUiioMy HAacTymHOI 103U (3a 2—3 TOJIMHU), TPOMYIIEHY
703y HE CJi IpuiiMaTé Ta NPUNHATH HACTYNHY J103y 3rigHO 3 rpadikom. He ciin npuiimatu
MOJBIMHY /103y, OCKIJIBKM TpU TpUiioMi JT000BOI 103U, BUINOI Bifl PEKOMEHJIOBaHOI 2,5 MT,
crocrepirangacsi CHCTEMHa €KCIO3UILisl, BUIIA B1Jl IPONOPLINHHO].

Jimu.

Jlikapcekuii 3aci0 He MpU3HAUYEHUH 17151 3aCTOCYBaHHs HiTsM. be3neka Ta eeKTUBHICTD JIIKyBaHHS
JIETPO30JI0M JIiTeH (BikoM 110 18 pokiB) He BcTaHOBIEHI. HassBHI 1aHi 0OMeXeH1, TOMY HEMOKJTHBO
PO3pOOUTH PEKOMEH/IAIliT CTOCOBHO JI03YBaHHS.

Ilepeodosysanna.
[ToBimomisITOCS TIPO OKpeMi BHMAAKK TEepeno3yBaHHsS JieTpo3ony. Crenudiuae ikyBaHHS 3

IPUBOJY MEpe103yBaHHS HEBIIOME; JIIKYBaHHS Ma€ OyTH CUMITOMATUYHUM 1 MIITPUMYBaJIbHUM.

Il06iuni peaxuii.



Yacrory HebaxaHUX peakKiliid JICTPO30Jy BU3HAYAIHM TIEPEBAKHO HA OCHOBI JIAaHUX, OTPUMAHHUX Y
X0l KJIHIYHAX JOCIIKEHD.

JleTposon 3aranoM g00pe MEPEHOCUBCS Y BCIX JOCTIIKEHHAX SK Tepallisl mepiioi i apyroi JiHii
IpY JIIKYBaHHI TOMIMPEHOTO PaKy MOJIOUHOI 3aJi03H, K aj IOBaHTHA TEpallis paKy MOJOYHOI
3aJI03M Ha PaHHIX CTaisIX 1 K pO3IIUpEeHa aJi’ FOBAaHTHA TEpallis paKy MOJIOYHOI 3aJI03H Y XKIHOK,
SKI paHille OJepXKyBajlM CTAaHAAPTHY aJ IOBAaHTHY Tepamilo TaMOKCHU(peHoM. Maiibke B
1/3 marieHToK, SKi JIKyBaaHCs JICTPO30JOM IPH METACTATHYHUX 1 Heoaa IOBAaHTHHX CTaHaXx,
npubimsHo 'y 75 % mauieHTIB mpU a1 IOBAaHTHOMY IpH3HA4YeHHI (0OMIBI Ipynu NpUiMamu i
JIETPO30J1, 1 TaMOKCH(EeH; MeiaHa JIIKyBaIbHOTO mepioay ctaHoBuiIa 60 micsiiB) i maibke y 80 %
NAIE€HTIB IPU PO3IIMPEHii a’ toBaHTHIN Tepamnii (1 1eTpo301, 1 mane6o; Meaiana JiKyBalbHOTO
nepioay craHoBuia 60 MicsIliB) crocTepiraiaucs mooivHi peakiii. B3aram moGiuHi peakiii, siki
CIOCTEpIraucs, Mall MEepeBaKHO clabkuii a0 MOMIpHO BUpaXEHUH XapakTep 1y OLIbImIOCTi
BUITQJIKIB Oynu MOB’s3aHi 3 jaedinuroM ectporeHiB. Haifuacrime y 3BiTax Ipo KIIHIYHI
JOCIIJDKCHHST 3TaJyBajICs MOOIYHI peakiii y BHIVIAAI NPUIUIMBIB, TiNEPXOJIECTEPUHEMI,
apTpairii, HyI0TH, TIOCKJICHOTO MOTOBUAIJICHHS Ta CTOMIIIOBAHOCTI. 10 BAXKIIMBUX JOJATKOBUX
HeOa)XaHUX peaKIliid, 0 MOXYTh pPO3BUBATHCA Ha (POHI JIKyBaHHS JIETPO30JIOM, HAJIEKATh TaKi
sIBUIIA 3 OOKY OIMOPHO-PYXOBOTO arapary, sk 0CTEONopo3 Ta/ado mepeaoMu KiCTOK, Ta SBHIIA 3
00Ky CepLeBO-CyIMHHOI CHCTEeMH (B TOMY YHCII IIepeOpoBacKyJsipHI Ta TpomOoeMOoiuHi
aBuIla). barato moOIYHUX SABHI MOXYTh OyTH 3YMOBJIEHI MPUPOJHUMHU (PapMaKOIOTTUHUMU
HacIiAKaMH 1e(iluTy eCTPOTeHiB (HapUKJIIal MPUILTHBH, aJIONEIlis YU BariHaJbHa KPOBOTEYA).
binpuricTs HeOaXkaHUX peakilii CriocTepiraaucs y nepiii Kijibka TUKHIB JIIKyBaHHS.

[To6iuHi peakirii HaBeIeH1 32 YaCTOTOO MPOSIBY: Ayxke yacto: > 10 %; gacto: Big> 1 % mo < 10 %;
Hevacto: Big > 0,1 % no <1 %; pinko: Big > 0,01 % no < 0,1 %; myxe pinko: < 0,01 %; neBigomo:
YacTOTY HEMO>KJIMBO OL[IHUTH 3 HasBHUX JaHuX. HalO1mbmn yacTi peakiii HaBeeH1 mepmmH.

Tabnuus 1

Ingpexyii ma ineasii

Heuacro ‘ [HdeKIist ce4OBUBIAHUX NUIAXIB

Hosoymeopenns, 000posiKicHi, 3105KICHI MaA HEBU3HAUEHI (BKIIOUHO 3 KiCmamu ma noiinamu)

Heuacro | Binb B ginsHIi myxmmHm ©

3 6oky Kkposi ma nimgpamuunoi cucmemu

Heuacto \ JleiikoneHist

3 60Ky imyHHoi cucmemu

Hesinomo ‘ AHadiIaKTHYHA peaKIis

3 6oky memabonizmy ma xap4yeanHs

Jyxe gacrto ['inepxoyecTepuHeMis

Yacto 3HMKEHHS alleTUTY, M1JIBULLICHHS alleTUTy

lcuxiuni nopywenns

Yacto Henpecis

Heuacro TpuBOXKHICTH (BKIIIOYAaIOYM HEPBO3HICTB), APATIBIUBICTh

3 60Ky Hepsosoi cucmemu

Yacto ["onoBHuU# 61J1b, 3a11AMOPOYEHHS

Heuacto CoHNHBICTh, 0€3COHHS, MOPYIIEHHS MaM’SITi, TU3eCTe3is
(BKJIIOYAIOUM MapecTesito, recTe3i0), HOPYIIEeHHS! CMaKOBUX
BIJTUYTTIB, IHCYJIbT, 3a1l’ ICTKOBHH TYHEIbHUN CHHIPOM

3 b6oky opzanis 30py

Heuacto | KatapakTa, moJipasHeHHs 04eil, 3aThMapeHHs 30py

3 boky cepuyst

Yacro Iocunene cepreoutTs®

Heuwacro Taxikapnis, 1lIeMi4HI CepleBl YCKIaJHEHHS (B TOMY YHCII
BUHHKHEHHS a00 3arOCTPEHHS CTEHOKAP/Ili, CTEHOKaP/Iisl, 10




notpelye XipypriyHoro BTpy4yaHHs, iHpapKT Miokapaa Ta
MiOKapIiajgbHa i1emis)

Cyounni nopywenns

Jyxe gacTto [Tpumisu

Yacrto AprtepianpHa rinepTensis

Heuacto TpomOodhaediT (B TOMY umcii TpoMO0(hIeOIT MOBEPXHEBHUX Ta
NIHOOKUX BEH)

Pinko Jlerenesa em001J1is1, apTepialIbHUI TPOMOO03, 1IHDAPKT CyIUH

TOJIOBHOTO MO3KY
3 6oky JuxanvHux wisxie, 2pyOHol KIimKU ma cepeooChinHs

Heuacto ‘ 3aguinka, Kamesib

3 60Ky WLIYHKOBO-KUWKOBO20 MPAKMY

Yacro Hypnora, qucnencis Y 3arop, OUIb B IUISHIII )KUBOTA, Jiapes,
0JIFOBaHHS

Heuacto CyxicTb y pOTi, cTOMATHUT !

3 boky neuinku ma Hco840BUBIOHUX ULISXIE

Heuwacro [TigBuieHHs piBHS MEYiHKOBUX (PEpPMEHTIB, TinepOimipyOiHemis,
YKOBTSIHUIIS

Hesinomo ['enatut

3 boky wiKipu ma niOwKIipHoi K1imKosuHu

Jyxe gacTto [TinBuIIEHE TTOTOBUIIIICHHS

Yacro ATorientis, BUCUIH (B TOMY YHCIIl €pUTEMAaTO3H1, MaKyJIOMAIyJIbO3Hi,
NICOPIaTHYHI Ta BE3UKYJISIPHI), CYXICTh IIKIpH

Heuacto CBep0ixk, KpOnHB’sIHKA

Hesigomo AHT10HEBpOTHYHHI HAOPSIK, TOKCUYHUH erliJiepMalIbHUI HEKPOJIi3,
MyJIbTU()OPMHA epUTEMa

3 boky onopHo-pyx06020 anapamy ma Cnoiy4Hoi mKaHuHu

Jyxe gacro Aptpanris

YacTto Mianris, 66 y KicTKax %, ocTeonopos, HepesoMu KiCTOK, apTPHUT

Heuacto Tenaunit

Pigko Po3puB CyX0oKUIUIsA

Hesigomo CHUHAPOM «KJIAIlaHHS TaJIBIIS

3 60Ky HUPOK ma ceyo8udiNbHOI cucmemu

Heuacro | [ligBHILEHHS YACTOTH CEYOBHITYCKAHHS

3 60Ky penpodyKmugHoi cucmemu ma MOJIOYHUX 34103

Yacto BarinanpHa KpoBoTeua

Heuacto BarinanbHi BUIUJICHHS, BariHAJIbHA CyXiCTh, OUTb y NUISHII

MOJIOUHHUX 347103
3azanvHi poznadu ma peakyii' y micyi 66e0eHHs

Hyxe gacto BromittoBaHICTh (BKIIIOYAIOUH ACTEHII0, HE3yKaHHS)
Yacro [Tepudepuyunnii HaOpsIK, OLIb y TPYAIX
Heuacro I"'enepainizoBaHuii HaOPSK, CyXICTh CIM30BUX O0OJIOHOK, BITUYTTS

crparu, JIJNXOMaHKa

Jlabopamopui ma incmpymenmanbHi Q0CAIOHCEHHS

Yacto [TigBUIIEHHS MacH TijIa

Heuacto 3HMKEHHS MacH Tijia

L [o6iuni peaxyii na nixapcoxuti 3aci6, npo aki NOGIOOMIAIOCS MiNbKU NPU MEMACMAMUYHOMY DAK).

[Ipo nesxi moOIYHI peakilii MOBIAOMISIOCS 31 3HAYHO BIJAMIHHOK YacTOTOO B YMOBax
aJ’IOBaHTHOI Teparii. Y TaOauIsaX HIbK4Ye MpeacTaBieHa iHpopmailist mpo 3Ha4YyIli BiAMIHHOCT1



MpU  Tepamii JIETPO30JIOM TIOPIBHSHO 3 MOHOTEpami€l0 TaMOKCH(GEHOM Ta JIETPO30Ji-
TaMOKCH()EHOBOIO TIOCIIITOBHOIO CXEMOIO JTIKYBaHHSI.

Tabmuus 2
An’t0BaHTHA TEpaIlis JIETPO30JIOM MOPIBHSHO 3 MOHOTEPAITI€I0 TAMOKCU(EHOM:
no0iyHi eeKTH 31 3HAYHO BiIMIHHOK YaCTOTOIO
Heb6axani mo6iuHi JleTpo3oi1, yacToTa SIBUIIY Tamokcuden, yactora siBUIY
peakiii N = 2448 N = 2447
[IpoTsarom VY Oynb-saxuit [IpoTsirom VY Oynb-saxuit
JKyBaHHS qac micins JTIKyBaHHS qac micins
(memiana 5 panomizarii (Memiana 5 panomizarii
POKIB) (memiana 8 POKiB) (Meniana 8
POKIB) POKIB)
[Tepenom KiCTOK 10,2 % 14,7 % 7,2 % 11,4 %
Ocreonopos 51% 51% 2,7% 2,7%
Tpomboemb0:114H1 2.1% 3.2 % 3.6 % 4.6 %
SIBUIIA
IndapkT Miokapaa 1,0 % 1,7% 0,5% 1,1%
[neprnasis
eHgomeTpist / pak 0,2 % 0,4 % 23% 29%
SHJIOMETist

Ipumimxka. IpoTsrom nikyBaHHS — BKurodae 30 THIB TICIsT 3aCTOCYBaHHS OCTaHHBOT 103U. Y OYIb-SIKUil
yac — BKJIIOYAE TIEPIOJ MOAAJBIIOIO CIIOCTEPEIKEHHsI MICHs 3aKiHYCHHS a00 BiMIHU JOCIIKYBaHOTO
JIKyBaHHS.
Pi3Hu1IS IpYHTY€EThCS Ha CHIBBITHOIICHH] PU3HKIB Ta 95 % NOBipUMX iHTEpBajax.

Tabmuis 3
[TocnmimoBHa cxema JiKyBaHHS MOPIBHSHO 3 MOHOTEpAIi€l0 JETPO30JIOM: MOoOiuHI edekT 31
3HAYHO BiJIMiHHOIO YaCTOTOIO

Momnortepartist JleTpozon Tamokcuden
[ToGiumi peaxnii JIETPO30JIOM > TaMmoKcudeH > JIETPO30JI
N = 1535 N = 1527 N =1541
5 pokiB 2 poku — >3 poku | 2 pokH — > 3 poKHu
[Tepemomu KiCTOK 10,0 % 7,7 %* 9,7%
[TponideparuBHi
po3nanu 3 60Ky 0,7 % 3,4 %** 1,7 %**
€HJIOMETis
['imepxoecTepruHeMist 525% 44 2 %* 40,8 %*
["apsiyi npumnIMBU 37,6 % 41,7 %** 43,9 Yp**
Bariabia 6,3 % 9,6 %** 12,7 %
KpOBOTEYA

* 3HaYHO HIKYE, HIXK MPU MOHOTEPAITIi JIETPO30JI0M.

** 3Ha4qHO OLNIbIIIe, HIXK IIPH MOHOTEPAITi1 JIETPO30JIOM.

IIpumimxa. 3BiTHHI TIepio]] BKIIIOYAE MEpioA JTiKyBaHHS abo nepioa npotaroM 30 AHIB Micas NPUIMHEHHS
JKyBaHHS.

Onuc okpemux noOiuHux peaxyiil.

Hebaorcani peaxyii 3 60Ky cepysi.

[Tin gac ang’roBaHTHOI Tepamii criocTepiraiucs Taki moOiuHI edeKTH JeTpo30dy 1 TaMoKcudeny
BIJIMOBIAHO (TIpU cepeHii TpuBajocTi JikyBaHHS 60 micsauiB ruioc 30 AHIB): CTEHOKapis, L0
notpedye xipypriudoro BTpydanss (1,0 % nopisusano 3 1,0 %); cepueBa nemocratHicts (1,1 %
nopiBasHO 3 0,6 %); aprepiangbpHa rinmeprensis (5,6 % mopiBHAHO 3 5,7 %); yCKITagHEHHS 3 OOKY
CYZMH TOJIOBHOTO MO3KY / TpaH3UTOpHA imemiyHa araka (2,1 % mnopiBusHo 3 1,9 %).
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[Tix gac po3mmpeHoi aj’toBaHTHOI Teparii i3 3aCTOCYBaHHSM JICTPO30dy (CepeaHsl TPUBAIICTh
JiKyBaHHA 5 pOKiB) Ta Iuianebo (cepemHsi TPHUBAJICTH JIIKYBaHHS 3 POKH) BiJIOBIIHO
criocTepirajaucss Taki MmoOidHi edeKTH: CTEHOKapais, 10 MOoTpedye XIpypridyHoro BTpyYaHHS
(0,8 % mopiasiHo 3 0,6 %); BUHUKHEHHs a0o 3aroctpeHHsi creHokapnil (1,4 % mopiBHSHO 3
1,0 %); indapkt miokapaa (1,0 % nopiBusazo 3 0,7 %); TpomOoemboniune yckiaaanenusa™ (0,9 %
nopiBHsAHO 3 0,3 %); iHCYNIBT / TpaH3uTopHa imemiyHa araka® (1,5 % nopisustao 3 0,8 %). SBuia,
MO3Ha4YeHI *, MaJM CTaTUCTUYHO 3HAYYIIY BIJIMIHHICTH Yy JBOX Ipynax JiKyBaHHA. Hebaoicani
peaxyii’ 3 60Ky OnOpHO-pyX06020 anapamy.

Jani 3 Oe3neku JIsl OMOPHO-PYXOBOTO amapary, OTPUMaHi IiJ Yac aj FOBaHTHOTO JIIKyBaHHS,
npeCTaBieHi y Tabmui 2.

[Tim vac pos3mupeHoi aa’OBAaHTHOI Tepamii y 3HA4YHO OUIBIIOI KUIBKOCTI MAIliEHTIB, IO
OTPUMYBAJIM JIIKyBaHHS JIETPO30JIOM, BUHUKAIM TEPEIOMU KICTOK ab0 OCTeonopo3 (mepenoMu
kictok 10,4 % Ta ocrteonopo3 12,2 %), mOpiBHSAHO 3 Mall€eHTaMH 3 TPyIH, IO OTpUMYyBaja
wiane6o (5,8 % Tta 6,4 % BianoBigHo). CepenHs TPUBATICTh JIKYBAaHHS 13 3aCTOCYBaHHSIM
JIETPO30JIy CTAHOBHJIA 5 POKIB, 13 3aCTOCYBaHHSM IUTae00 — 3 pOKH.

Tlosioomnennsa npo nido3prosani nobiuHi peakyii.

[ToBimoMieHHsT MpO MiAO3pIOBaHI MOOIYHI peakuii Micas peecTparii JTKapchbKOro 3acoly €
BOXIMBOIO Tmpoueayporo. Lle 1mo3Boisie MpOAOBXKYBAaTH MOHITOPHHT  CIiBBiTHOIICHHS
«KOPUCTB/PU3UK» AJIA BIAMOBITHOTO JIIKAPCHKOTroO 3aco0y. MeauuyHuM mpaiiBHUKaM HEOOX1IHO
NOBIIOMIISATH Tpo Oynap-sKi MiZO3pIOBaHI MOOIYHI peakiii depe3 JAep)KaBHY CHCTEMY
(bapMaKoOHATIISATY.

Tepmin npuoamnocmi. 3 poku.

YmoBu 36epiranns. 36epiratu npu temmneparypi He Buie 30 °C B opuriHanbHIi yrmakoBii 1Jis
3axXHCTY BiJl BOJIOTH Y HEJOCTYITHOMY JUTSI IITEH MiCIIi.

YnakoBka. [To 10 Tabnerok y Giictepi, 1o 3 6icTepu y KapTOHHIH KOpOOITi.
Kareropis Binmycky. 3a peuenrom.

BupoOnuk.
CintoH Xicnanis, C.JI.

Micue3naxonxeHHs BAPOOHHKA TA ajpeca Micls NPOBAIKeHHS HOro AiJIbHOCTI.
Byn. K/Kacremno, n°1, Cant boi ge JIno6perar, bapcenona, 08830, Icranis.
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