IHCTPYKUIA
JJIS1 MEAUYHOT0 32CTOCYBAHHA JIKAPCHKOI0 3ac00y

JleTpoBicta
(LetroVista)

Cknao:

ditoua pevosuna: letrozole;

1 TabneTka, BKpHUTA IUTIBKOBOK 000JIOHKOIO, MICTUTB JIETPO30Y 2,5 MT;
OONOMIJICHI pewosuHU: JAKTO03a, MOHOTIIpAT; IEJI003a MIKPOKPHCTAIIYHA;
KpOXMaJlb KYKYPYI3STHUN TPEeKeaTUHI30BaHUN; HATPIIO KPOXMAJIBIIIKOJST (THIT
A); MarHito creapar; JIOKCHJ KPEMHIIO KOJIOiITHUN O€3BOTHUM;

nokputTs: rinpomenosa (E 464), tansk (E 553b), makporon 8000, TuTaHy mioKCH
(E 171), 3amiza okcu xxoBtuii (E 172)

Jlikapcbka ¢opma. TabneTku, BKPUTI ITIBKOBOK 000JIOHKOIO.

OcHosHhi @izuxo-ximiuni enacmusocmi: JKOBTi, KpyTJli, JBOOITYKJI TaOJIETKH, BKPUTI
IJTIBKOBOKO 000JIOHKOM0, 3 TUCHEHHSIM «LL9OO» 3 otHOTO OOKY 1 «2,5% 3 iHIIOTO.
dapmakoTepaneBTHYHA rpyna. 3acolu, 110 3aCTOCOBYIOTHCS JJIsi TOPMOHAIBHOT
Teparii. AHTaroHiCTM TOPMOHIB Ta aHaJOriyHi 3acoOu. [HriGiTtopu apomarasm.
Jlerpo3o.

Kox ATX L02B G04.

Dapmakonoziuni enacmueocmi.

Dapmaroounamixa.

JleTposon — HecTepoinHmii iHTIOITOpP apomarasu (1Hri6iITOp 010CHHTE3Y €CTPOTEHY),
MPOTUIYXJIMHHUN MIpernapar.

VY Bumajakax, KoJu piCT MyXJIUHHOT TKAHWHU 3aJICKUTh Bl HAIBHOCTI €CTPOTEHIB,
YCYHEHHSI OIOCEPEKOBAHOTO HUMH CTUMYJIOIOUOTO BIUIUBY € MEPeIyMOBOIO
MPUTHIYEHHS POCTY MYXJIMHU.

VY XKIHOK y TOCTMEHOTAY31 €CTPOTreH! YTBOPIOIOTHCS TIEPEBAXKHO 32 ydacTi PepMeHTY
apomaTasu, SKUH TEepEeTBOPIOE aHIPOTEHH, IO CHUHTE3YIOThCS Yy HaTHUPKOBHX
3ay103ax (HacamIiepes] aHAPOCTEHIIOH 1 TecTocTepoH), Ha ecTpoH (E1) ta ectpasmion
(E2). Tomy 3a momomororo crnernuivHoi iHriOimii GepMeHTy apomaTa3d MOXKHA
JOCSITTH TIPUTHIYCHHSI OlOCMHTE3y €CTPOTCHIB Yy Nepu(pEepUYHMX TKAHWHAX 1 B
MyXJIMHHIA TKaHUHI.

Jletpozon npurHiuye apoMaTasy IUISIXOM KOHKYPEHTHOTO 3B’ I3yBaHHS 13 CyOOTMHULICIO
1Oro (hepMeHTy — reMoM utoxpomy P450, 1110 mpu3BOIUTE 10 3HWKEHHS O10CHHTE3Y
€CTPOTCHIB Y BCIX TKAaHUHAX.

VY 310pOoBHX KIHOK y IMOCTMEHOIAy31 0JJHOpa30Ba /1032 JIETPO30Jy, sIka CTAHOBUTH
0,1 mr, 0,5 Mr Ta 2,5 Mr, 3HWXKYE PiBEHb €CTPOHY Ta €CTPAII0Iy B CHPOBATII KPOBI
(mopiBHSAHO 3 TOYAaTKOBUM piBHEM) Ha 75 % 1 Ha 78 % BianmoBigHO. MakcumalbHe
3HMKEHHS 10CATAEThCA Yepes

48-78 roauH.

VY 5KIHOK 13 TOIHUPEHOI0 (OPMOIO PaKy MOJIOYHOT 3JI03H Y TOCTMEHOIIAaY31 III0JICHHE
3aCTOCYBaHHs JIeTpo30iy y 11031 0,1 — 5 MT 3HMKY€E PiBEHb €CTPAIioNy, ECTPOHY Ta
€CTpOHY cyNb(daty y ria3mi Kposi Ha 75-95 % mopiBHIHO 3 MOYaTKOBUM piBHEM. [Ipu
3aCTOCyBaHHI penapary y 1031 0,5 mr 1 6i1bI11e y 6aratbox BUMaAKaX KOHIICHTPAIIS
€CTPOHY Ta €CTPOHY CyJb(aTy BUSBISETHCS HIKYE MEXKI UyTIMBOCTI METOY, IO
BUKOPHUCTOBYETHCS JIJIs1 BUBHAYCHHs TOpMOHIB. Lle Bka3ye Ha Te, 110 3a I0IOMOT 00



JaHUX JI03 TMperapary JIOCATaeTbcs OUIbII BHpPAKEHE MPUTHIUYEHHS CHHTE3Y
ectporeHiB. Cympecist eCTpOreHiB MiATPUMYBalacs MPOTATOM JIIKyBaHHA Yy BCiX
MaIi€HTOK.

Jlerpo3on — BucokocnenudiuHuil 1HriOITOp akTUBHOCTI apomMatasu. llopymieHHs
CHHTE3y CTE€POiJHHX TOPMOHIB Y HaJHUPKOBHX 3aJ103aX HE BUABIEHO. Y MAalli€HTOK
y MIOCTMEHOMay31, IKUM IPOBOJMIN Teparito JeTpo30JoM y 1000Bii 1031 0,1-5 mr,
KJIIHIYHO 3HAYyIIUX 3MiH KOHLEHTpAIlil y Ma3Mi KpoBi KOPTHU30I1y, allbJOCTEPOHY,
11-neoxcuxopTusoiy,

17-rigpokcumnporectepony, axpeHokopTukorponHoro ropmony (AKTI), a takox
aKTUBHOCTI peHiHy He Oyno BusiBiieHo. [Ipoenenns tecty crumyisanii AKTI uepes
6 1 12 TkHIB Tepamii JieTpo3oaoM y 1o06oBii 1031 0,1 mr; 0,25 mr; 0,5 mr; 1 mr; 2,5
MT 1 5 MI' He BUSIBWIO OYy/Ib-SIKOTO TIOMITHOT'O 3MEHIICHHSI CHHTE3Y aJIbJIOCTEPOHY YU
KopTu3ony. TakuM 4nHOM, HEMae HEOOXITHOCTI MPU3HAYATH TIFOKOKOPTHKOIIH Ta
MiHEPaTOKOPTUKOIIH.

VY 310pOBUX >KIHOK Y TOCTMEHOMAY31 MicIs OAHOPAa30BOr0 3aCTOCYBaHHS JIETPO30ITy
y mozax 0,1 mr, 0,5 Mr i1 2,5 Mr 3MiH KOHIIEHTpAIlil aHAPOTeHIB (aHAPOCTEHIIOHY
Ta TECTOCTEPOHY) Yy IJIa3Mi KpOBi HE BUSBJICHO. Y MAI[IEHTOK Y MOCTMEHOIAy31, sIKi
OTPUMYBAJIU JIETPO30J y 1000Bii 1031 0,1 —5 Mr, 3MiH piBHS aHAPOCTEHIIOHY Y
1a3Mi KpoOBi TaKOX HE BiJ3HaueHo. Bce e Bkasye Ha Te, 110 010Kaia 010CHHTE3Y
€CTPOreHIB HE MPU3BOAMTH 10 HAKONWYEHHS aHJIPOTEHIB, SIKI € MONEepeIHUKAMU
€CTPOreHiB. Y MAalli€HTOK, SIKI OTPUMYBAJIU JIETPO30JI, HE OYyJO0 BiJ3HAUYEHO 3MiH
KOHIIEHTpaLlii JtoTeiHi3ytouoro ropmony (JII') Ta Gomikya0CTUMYII0U0ro TOpMOHY
(®I') y mna3mi KpoBi, a Takoxk He OyJ0 BiJ3HA4€HO 3MiH (PYHKIIi IIUTOBHIHOI
3aJ03M, SKy OLIHIOBAIM 3a piBHAMH THUpeoTponHoro ropmony (TTI),
TPUTOATUPOHIHY (T3) Ta TUpOKCUHY (Ty).

Dapmaxoxinemuxka.

Bcmokmysannsa. JleTpo3oa HMIBUAKO 1 TOBHICTIO BCMOKTYETHCS 31 IITYHKOBO-
KMIIKOBOTO TPAKTy (CepelHs BeJIMYMHA 0iof0CTYyHMHOCTI cTaHOBHTH 99,9 %). Ixa
HE3HAYHOIO MIpOI0 3HWXKYE MIBUAKICTH abcopOmii (cepeaHe 3HAYCHHS dacy
JOCATHEHHS] MaKCHUMaJIbHO1 KOHIIEHTpaLlii JIeTPO307dy B KPOBi (tyax) CTAHOBUTH 1
TOAMHY IPY MIPUHOMI Ipenapary JeTPO30JI HATIIE i 2 TOAMHU — IIPU IPUHOMI 3 1KE0;
CepeliHE 3HAYEHHS MAaKCHMalbHOI KOHIEHTpamii JeTpo3oidy B KpoBi (Cmax)
ctaHoBuTh 129 + 20,3 HMonw/n npu npuiiomi Hatme 1 98,7 + 18,6 HMoOIIB/ 1T — nipu
npuiiomi 3 1KEr0), OJTHAK CTYIIHb BCMOKTYBaHHS JIETPO30J1y (ITPH OITIHIII 32 TIIOMIEIO
miJg KpuBOK «KoHIeHTpalis — 4dacy (AUC) He 3miHIoeThes. HesHauni 3MiHM
IIBUJIKOCTI BCMOKTYBAHHSI PO3IIHIOIOTHCA SK Taki, IO HE MalOTh KIIHIYHOTO
3Ha4YEHHS, TOMY JIETPO30JI MOKHA 3aCTOCOBYBATH HE3AJIEKHO BiJl BKUBAHHS 1KI.
Po3nooin. 38’s13yBaHHs JETPO30Jy 3 OUIKaMU IJIa3MH KPOBI CTAHOBUTH MPUOITH3HO
60 % (mepeBaxkHO 3 ambOYMiHOM — 55 %). KoHIIeHTpallis 1eTpo30J1y B EpUTPOLIUTAX—
maiixe 80 % iforo piBHs y mma3mi kposi. ITicas 3acTocysanns 2,5 Mr 14C-miuenoro
TeTpo30.1y MpudbInu3HO 82 % palioaKTUBHOCTI y MIa3Mi KPOBi MPHUMAAaio Ha YaCTKy
HE3MIHEHO1 aKTUBHOI PeuoBUHHU. TOMYy CHCTEMHUH BIUIMB METAOOMITIB JIETPO30IY
He3HayHui. JIeTpo301 MIBHIKO 1 MIKUPOKO PO3MOMIISETHCS Yy TKaHUHAX. YSBHUN
00’eM po3MoAlTy y TIepiol piBHOBAXXHOTO CTaHy jaocsarae npuommsHo 1,87 £ 0,47
JI/KT.

Memabonizm i eusedenmns. JIeTpo307 3HAYHOIO MIpOIO 3a3HAE MeTaboII3My 3
YTBOPEHHSIM (DapMaKoJIOTIYHO HEAKTUBHOTO KapO1HOJIOBOTO METa00JIITY — OCHOBHHIA



nuiax eniMinanii. Metabomiunuit kaipenc aerpo3ony (CL,,) ctanosuts 2,1 n/ron,
[0 MEHIIE 3a BEJIMYMHY TEYIHKOBOTO KPOBOTOKY (mpuOmm3no 90 n/rox). bymo
BusBiieHo, mo i3opepmentu CYP3A4 1 CYP2A6 uuroxpomy P450 3patHi
MEePETBOPIOBATH JIETPO30JI HA MOT0 METa0OJIT. YTBOPEHHS HEBEITUKOi KUTBKOCTI
IHIMUX, TIOKM 10 HE 17eHTU(IKOBAHUX METAa0ONITIB, a TaKOX BHUBEICHHS
HE3MIHEHOTO IIpernapary i3 ceuero 1 KajaoM B1JIIrpae JHIle He3HaYHY poJib y 3arajibHii
emimMiHanii serpo3ony. IIporsirom 2 THXKHIB MIiCis BBEIEHHS 3/10POBUM
NO0OPOBOJIBLISIM Y IOCTMEHOTIAY31

2,5 Mr 14C-miuenoro merposomy B ceui Oymo BmsBieHo 88,2 + 7,6 %
PaIioaKTUBHOCTI, y Kaji —

3,8 £ 0,9 %. [Ipunaiimai 75 % pamaioakKTUBHOCTI, III0 BUSIBIIIETHCS Y CEUl 3a MeP10/ 10
216 roaun (84,7 £ 7,8 % m03u IeTPO30I1y ), MPUTIAIATIO HA TITFOKYPOHIIHI KOH FOTaTh
kapOiHOJOBOro Metabomity, maibke 9 % — Ha 1Ba 1HIN HeiIeHTHU(IKOBaHI
MeTabomiTe Ta 6 % — Ha He3MiIHEHUH JIETPO30J1.

VsaBHUI KiHLIEBUH TepioJ] HAIMIBBUBEICHHA 3 IUIa3MHU KpoBi (t1/2) CTaHOBUTH

npubau3Ho 2-4 no6wu. [licns moaeHHoro npuiiomy 2,5 Mr mpemnapaTy piBHOBa)KHA
KOHIIEHTpALlisl JIETPO30Jy AOCSTaeTbCs MPOTAroM 2-6 THXKHIB, MPU LIbOMY BOHA
npuOaM3HO y 7 pa3iB BHUIA, HDK MICAS OJHOPA30BOTO MPUMOMY Ti€i XK HO3H.
Boanouyac 3HaueHHsA pIBHOBaXXHOI KOHIEHTpamii y 1,5-2 pa3u mepeBHILye Te
3HAYEHHS PIBHOBAXKHOI KOHIIEHTpAIlil, sSike MO>kKHa Oyno O 3aBOAUUTH HA OCHOBI
PO3paxyHKiB, BUXOJSYM 3 BEIMUYHH, 3aPEECTPOBAHUX MICISI MPUHOMY OJHOPA30BOi
no3u mpemnapary. Lle Bkazye Ha Te, 10 MPU LIOACHHOMY 3aCTOCYBaHHI JIETPO30ITy
y 1031 2,5 Mr ioro (papmMakokiHETHKa Ma€ AEIo HediHIHHUM xapakrep. OCKUIbKH
piBHOBa)XKHA KOHIIEHTpAILlis JETPO30Iy MIATPUMYETHCS 1]l Yac JiKyBaHHS MPOTATOM
TPUBAJIOTO Yacy, TO HAKONIMYEHHS JIETPO30JIy He Bi10yBa€ThCS.
Jinitinicmo/neniniiinicms. GapMakoKiHEeTHKA JIETPO30JTy Oyia MpoNnopLiiHO0 1031
MiCJIA 3aCTOCYBaHHs OAHOPA30BOi MepopaibHOi 103U 10 10 Mr (aiamas3oH A03—BiA
0,01 mo 30 mr), a TakOX Mmicys MoaeHHUX 1103 A0 1,0 mr (miamason go3—Big 0,1 g0
5 wmr). Iicns 3acTocyBaHHs 0JTHOPa30BOi NMepopaibHOi 1031 30 Mr crocTepiranocs
HEe3HayuHe, ajne OUIbII HiXK MpomnopiiiiHe 1031 30ubieHHs nokazHuka AUC. I[pu
3aCTOCYBaHHI HIOJACHHUX 103 2,5 Ta 5 mr 3HaueHHs AUC 3011bmmaocs npubIn3Ho
y 3,8 Ta 12 paziB 3amicTh 2,5 Ta 5 pa3iB BiIMOBIAHO PU MOPIBHIHHI 3 103010

1,0 mr/go0y. Takum uYMHOM, peKOMEHIOBaHa fo03a 2,5 Mr/mody moxe OyTu
IPAaHUYHOIO 103010, 32 $KOI HENPOINOPLIHHICTE CTa€ BUAMMOIO, TOMAI SIK IpH
3aCTOCYBaHHI J03M 5 MI/000y HEMpOMOPLIHHICTE CTa€ OUIbII BHPAKEHOIO.
HenponopuiliHicTe 1034, WMOBIPHO, € pe3yJbTaTOM HACHYECHHS MPOIECIB
MeTaboIIYHOT0 BUBeIeHHs. PIBHOBaXKHI KOHIIEHTpAIIil qocsraiucs yepes 1-2 micsii
MIPH 3aCTOCYBaHHI YCiX JOCTIIKYyBaHUX pexkuMiB fo3yBaHHs (0,1-5,0 Mr 1moaeHHO).
Dapmaxokinemuka 6 okpemux pynax nayienmis. Y A0CIIPKEHHI, K€ TPOBOANIOCS
3a y4acTio 19 100poBOIbLIIB 3 pi3HUM cTaHOM (YHKIIIT HUPOK (24-roJuHHUI KIipeHe
KpeaTHHIHY BapitoBaB Big 9 mo 116 mi/xB), Big3Havanocs, mo (hapMaKOKiHETHKA
JeTpo30Jly He 3MiHIOBamacs Imicis oaHopaszoBoi no3u 2,5 mr. Kpim Toro, y
BUIIE3a3HAYCHOMY JTOCIIHPKEHHI OLIIHIOBAIM BIUIMB MOPYIICHHS (YHKIT HUPOK Ha
JETPO30JI, aHammi3 KOoBapiaHT OyB BHUKOHAaHMI HAa OCHOBI JaHUX ABOX 0a30BUX
nochimkenb (mochimkenHs AR/BC2 Tta AR/BC3). PospaxoBanuii kiipeHc
KpeaTuHIHy (miama3oH y nocnimkenHi AR/BC2: 19-187 mn/xB; y nochimkeHHi
AR/BC3: 10-180 mn/XB) HE IPOAEMOHCTPYBAB CTATUCTUYHO 3HAYYIIOTO 3B SI3KY 3



MiHIMaJIbHUMH PIBHSAMHU JIETPO30Jy Y IUIa3Mi KpOBi y piBHOBakHOMY cTaHi (Cmin)-
binpme Toro, mani mochimkenr AR/BC2 ta AR/BC3 nmikyBanHs apyroi iHii
METaCTaTHYHOTO pPaKy MOJIOYHOI 3aJ03M MPOAEMOHCTPYBaIH  BiJICYTHICTb
HETaTUBHOTO BILIMBY JIETPO30JIy Ha KIIIPEHC KpeaTuHIHY ab0 moripimeHHs QyHKIi

HUPOK.
Takum YMHOM, KOPEKITis JO3H MAIIEHTaM 13 TOPYIICHHIMHU (YHKIIIT HUPOK (KITIPEHC
KpEaTUHIHY > 10 ma/xB) HEe moTpiOHa. [HdOpMaIis 1010 MaIieHTIB 13

TSOKKUMU  TIOpyIIEeHHSIMUA (PyHKIT HUpOK (KiipeHc kpeaTuHiHy < 10 MIi/XB)

oOMesKeHa.

VY noaibHOMY JOCTIKEHH1, MPOBEJCHOMY 32 Y4acTIO 0Ci0 3 pI3HUM CTaHOM (PYHKITIT

MeYiHKH, OyJI0 BCTAHOBJICHO, ITI0 Y MAIII€HTIB 3 IOMIPHO BUPAKECHUMU MTOPYIIEHHSIMH

¢bynkmii neuinku (kaac B 3a mkanoro Yaitnna-I110) cepenni Benmmunan AUC Oynu

Ha 37 % BUILI, HUOK y 3A0POBHUX JOOPOBOJIBIIB, alle 3aJUIIATIUCST Y MEXax TOro

Jiana3oHy 3HAYCHb, SIKI CIIOCTEpITaCA Yy TMAIl€HTIB 0e3 mopymeHb (QyHKITT

neuinku. Ilpu gocnimkeHHl (papMakOKIHETUKH OJHOPA30BOi JI03M y 8 XBOpHUX 3

IAPO30M TICHIHKH Ta THKKUMH TopymeHHsMH i1 QyHKiii (kmac C 3a mkaioro

Yaiinga-II"10) O6yno Bim3Haueno 36utbmieHHs AUC Ha 95 % Tta ty, Ha 187 %

BiJIMTOBITHO TIOPIBHSHO 3 MOKa3HUKAMU Y 3JIOPOBUX JOOPOBOJBINIB. TakuM YHHOM, Y

MAIIEHTOK 3 PAKOM MOJIOYHOI 3aJI03H Ta TSHKKUMH MOPYIICHHAMH (YHKIIT eYiHKH

OYIKYIOThCS OLIBII BUCOKI PiBHI JIETPO30JTy, HIXK Y AIIIEHTOK 0€3 TSKKOT TUChYHKIIIT

nedinkd. OTxe, mpemapaT Ciil 3 OOEPEKHICTIO 3aCTOCOBYBATH TAlliEHTKaM 3

TSOKKUMH  TIOPYIIEHHSAMH (YHKILIi TEYiHKH, 3BaXXyIOUd Ha CIIBBIIHOIICHHS

KOPHCTB/PU3HK JIJIsl KOKHOT OKPEMO1 AIlIEHTKH. Y 3B’SI3KY 3 TUM, 1110 Y TAI[IE€HTIB, SIKi

oTpuMyBau 1000Bi 1031 5—10 Mr/m00y, He criocTepiranocs 301TbIICHHS TOKa3HUKIB

TOKCHUYHOCTI, KOPEKIIis 103U y HANIPSIMKY i1 3HIKEHHS HEe 00TpyHTOBaHA, X04a TAKUM

naiieHTam notpiOHO mepeOyBaTu mijJ perenbHUM HarisaoMm. Kpim toro, He Oyio

BiJJ3Ha4Y€HO Oy/1b-SKOT0 BIUIMBY NOPYIIEHb (PYHKIIIT HUPOK (PO3paxyHKOBI 3HAUCHHS

KJIipeHCy KpeaTuHiny craHoBuian 20-50 Mi1/xB) abo nopyieHs (GyHKIIT MeYiHKH Ha

KOHIIEHTPAIIII0 JIETPO30JIY y TIa3Mi KpoBi y 359 maiieHToK 3 momupeHuMu opMaMu

paxky MoJIouHOi 3a1031. PapMaKOKiHETHKA JIETPO30JIy HE 3aJIKUTh BiJ BIKY.

Kuiniuni xapakrepucTuku.

Ilokasanns.

e A 10BaHTHA Teparlis TOPMOHOMO3UTUBHOIO IHBA3UBHOT'O paKy MOJIOYHOT 3271031
Ha paHHIX CTaJisAX y KIHOK y MOCTMEHONAay3aJIbHUNA Nepio.

e Posmmpena aj’10BaHTHA Teparlisi iIHBAa3UBHOTO PaKy MOJIOYHOT 3aJ1031 Ha paHHIX
CTaAisfX y KIHOK y IIOCTMEHONAy3aJbHUU Tepioj, SKUM Oylia MpoBeleHa
CTaHJapTHA aJ] FOBaHTHA TEpallis TAMOKCU(PEHOM MPOTATOM 5 POKiB.

e Tepanis nepuioi JiHI TOPMOHO3AJIEKHOTO MOIIUPEHOTO PaKy MOJIOYHOI 3271031
y J)KIHOK y IIOCTMEHOIaYy31.

e JlikyBaHHS MOMUPEHUX (GOPM paKy MOJOYHOI 3aJI03H Y KIHOK Y TIOCTMEHOMAY31
(mpuponHOi ab0 CIIPUUMHEHOI IITYYHO) MICI PeuuauBy abo MporpecyBaHHsS
3aXBOPIOBAHHS, SIKi OTPUMYBAJIX MOMIEPETHIO TEPAITil0 aHTHECTPOTEHAMH.

o Heoan’toBanTtHa Tepamiss y OKIHOK y TIOCTMEHOMay3i 3
TOPMOHOIIO3UTUBHUM, HER-2-HeratuBHUM pakoM MOJIOYHOI
3aJI034, IKMM He MIJIXOAUTh XIMIOTeparis 1 He TOKa3aHe HeBIKIaJHe XipypriuHe
BTPYYaHHS.

E(I)CKTI/IBHiCTB npenapary s HaI_IieHTOK 3 TOPMOHOHCTATHUBHHUM PAKOM MOJIOYHO1L
3aJ1031M HC JOBCJACHA.



IIpomunokaszanns.

e [ligBUIIEHA YYTIUBICTH JI0 AKTUBHOI PEYOBHHH 200 10 OY/Ib-SIKOTO 1HIIIOTO

KOMIIOHEHTa Ipenapary.

e EHIOKpUHHUH cTAaTyC, XapaKTepHUH JUIs IepeIMEHONay3alIbHOTO MEPioy.

e BariTHICTb, IEpioJ] TOAYBaHHS TPYIIIO.

e OKiHKM penpoayKTUBHOTO BIKY.
B3aemooia 3 inwumu nikapcokumu 3acodamu ma inuii 6uOU 63a€mMo0iil.
Metabo:1i3M J1eTpo30Jy 4acTKOBO BifOyBaeThes 3a yuyacTio CYP2A6 ta CYP3A4.
TakuM 4MHOM, Ha CHUCTEMHE BHBEJCHHS JIETPO30Jy MOXYTh BIUIUBATH JIKapChKi
3aco0wu, siki BIunBaoTh Ha pepmeHTH CYP3A4 1 CYP2A6. OueBunno, MeTaboitizm
JeTpo3oiy Mae HHU3bKy crnopinHeHicTh 13 CYP3A4, ockinbku 1eil ¢epMeHT He
HACUYYETbCS NIPU KOHLEHTPALISX, Y
150 pa3iB OLIbLIMX, HIK KOHIEHTpALis JETPO30JTy, IO CIIOCTEPIraeThCs y Iiia3mi
KPOBI y NIepioJi piIBHOBAXHOTO CTaHy 3a TUMOBUX KJIIHIYHUX YMOB.
JloTenep KIIHIYHUN JOCBIJl 3aCTOCYBaHHs Ipenapary JeTpo3os y KomOiHarii 3
ecTporeHaMu abo IHIIMMM NPOTUPAKOBUMH MpernapaTamMH, KpiM TaMOKCH(]EHY,
BiaCcyTHi. TamokcudeH, iHIII aHTHECTPOreHHI mpenapaTd abo ecTPOreHOBMICHI
JKapchKi 3aC00M MOXKYTh HIBETIOBATH (hapMaKoJIOTiUHY Jito JeTposoiy. Kpim Toro,
JIOBEJICHO, 110 y pa3i OJHOYACHOTO 3aCTOCYBAaHHS TaMOKCH(EHy Ta JIeTpO30Iy
CYTTEBO 3HIXKYIOTbCS IJIa3MOBI KOHIEHTpauii Jjerposony. Cnig yHHKaTu
OJTHOYACHOT'O 3aCTOCYBaHHSI JIETPO30JIy 3 TAMOKCHU(EHOM, IHIIMMU aHTaroHICTaMU
€CTPOreHiB a00 eCTpOreHaMu.
Jlikapcoki 3acobu, AKi MOXCYmMb NiOBUWYBAMU KOHYESHMPAyilo J1empo301y 8
cuposamyi Kpoei
Iari6itopu aktuBHOCcTi CYP3A4 i CYP2A6 MOXYyTh 3HWXKYBaTH MeTaboIi3M
JIETPO30I1y 1, TAKAUM YHHOM, ITiJIBUIYBaTH KOHIIEHTPALIiO JIETPO30J1y B IUIa3Mi KPOBI.
OnHouacHe 3acCTOCYBaHHS JIKapChKUX 3aco0iB, SKI CHWJIBHO MPUTHIYYIOTH i
depmentu (motyxHi iHriOiTopn CYP3A4 BriOuyaroTh, ajle HE OOMEXYIOThCS:
KETOKOHA30JI, ITPaKOHa30J, BOPUKOHA30JI, PHUTOHABIp, KIAPUTPOMIIMH 1
termitpominmd; CYP2A6  (Hampukiaa, METOKCAlleH)), MOXKE  ITiIBHIYBATH
eKCIO3ULII0 JIeTpo30dy. ToMy MallieHTKaM, SIKMM IOKa3aHi MOTY)XHI 1Hri0iTopu
CYP3A4 1 CYP2A6, pekomeHtyeThCsi OyTH 00epeXHUMU MPH 1X 3aCTOCYBaHHI.
Jlikapcoki 3acobu, Ki MONCYMb 3HUNCYBAMU KOHYEHMPAYiio 1empo301y 8 CUposamuyi
Kpogi
Innyxropu aktuBHOCTI CYP3A4 MOXYTh MiJBHUILYBaTH METabO0IIi3M JIETPO30Iy 1,
TaKUM YMHOM, 3HMXKYBAaTH KOHLIEHTPAILIIO JIETPO30Jly B I1a3Mi KpoBi. OHOYacHE
3aCTOCYBaHHS JIIKAPCHKUX 3aco0iB, ski ctumymooTs CYP3A4 (mampuxiaf,
¢benitoin, pudamminuy, kapbamaserid, peHoOapOiTai i 3Bipobiii 3BUUaliHuil), MOXeE
3HMKYBAaTH €KCIIO3UIIIO JIETPOo30sly. ToMy Mali€HTKaM, SKMM IOKa3aHi MOTYXHi
innyktopu CYP3A4, pexomeHayeTbcst OyTH 0OEpEeKHUMM INPH IX 3aCTOCYBaHHI.
InnyxTopu CYP2A6 HeBinoMmi.
OnHouacHe 3aCTOCYBaHHS Mpenapary JaeTpo3oin (2,5 mr) i Tamokcudeny 20 Mr oauH
pa3 Ha 100y NPHU3BOIWIO OO 3HW)KEHHS PIBHS JIETPO30Jdy B IUIa3Mi KpOBI B
cepenaboMmy Ha 38 %. KuminiuHUN MOCBiA, OTpUMaHMI Ha MiACTaBl JOCTIIKEHb
Teparii Ipyroi JiHii paky MOJIOUHOI 3aJ103U, MOKAa3ye, 110 TEPANEBTUYHUMN ePeKT
JiKkyBaHHs npenapaToM JleTpoBicTa sik 1 YacTOTa BAHUKHEHHS He0a)kaHUX peakLi,
HE 30UIbLIyBalMCs, SKIIO IMpernapar 3acTOCOBYBAJIM OJpa3y MICls 3aCTOCYBaHHS
TaMokcudeny. MexaHi3M 1i€i B3aeMO/Ii1 HEBIJOMUH.



Jlikapcoki 3acobu, cucmemui KOHYeHmMpayii AKUX Yy cUposamuyi KpoGi MOXCYymb
3MIHI08AMUCS NPU 3ACMOCYBAHHT 1€MPO30TLY

In vitro netpo3oia npurHiuye izopepmentu uuroxpomy P450 — CYP2A6 1 nomipHo
CYP2C19,

aye KIiHIYHE 3HAYEHHs IHOTO sBUINA HeBimome. [Ipore cmin AoTpuMyBaTHCS
00EepeKHOCTI NMPH OJHOYACHOMY 3aCTOCYBAaHHI JIETPO30JYy 1 JIKapChKUX 3aco0iB,
BUBEJIEHHSI sKNX TMepeBakHo 3anexuth Bix CYP2C19 i sxi MawTh BY3bKUN
TepaneBTUYHUI Jiana3oH (Hampukian, (eHitoiH, kiomigporens). CyOcTpar i3
BY3bKUM TepaneBTUYHUM AianazoHoM aisi CYP2A6 HeBigomuil.

JlochikeHHsT KIIIHIYHOT B3aeMoAii 3 HUMETUAMHOM (BigoMui Hecmenu(iaHun
iari6iTop CYP2C19 1 CYP3A4) i Bapdpapunom (uytnuBuit cyocrpar st CYP2C9
3 BY3bKUM TEpANeBTUYHUM Jialla30HOM, SIKHH YacTO 3aCTOCOBYIOTH SIK CYMYTHIN
mpenapart JJisl HiTbOBOI MOMYJISIIIT IETPO30ITy ) TTOKA3alH, IO CHUIbHE 3aCTOCYBaHHS
mpemapaTy JeTpo30 1 IUX JIKapChKUX 3aC001B HE CIIPUUYMHSE KIIIHIYHO 3HAYHMO]
TKapChKOT B3aeMOIi.

Orsin 0a3y UX KIHIYHUX JOCHIDKEHD HE BUSIBUB HISKUX JOKAa31B IHIINX KITHIYHO
3HAYUMUX B3a€MOJIH 3 IHITUMU JIIKAPCHKUMHU 3aC00aMH, 1110 YACTO MPU3HAYAIOTHCS.
Ocobueocmi 3acmocyeanns.

Topywenna ¢pyuryii Hupok

Hemae ganux oo 3acTocyBaHHS IpenapaTy JeTpo30J1 IS JTIKyBaHHs MaIlieHTOK
13 kiipeHcoM kpeaTuHiHy <10 mur/xB. Ilepen mpusHaueHHSM mpenapaTy TaKuM
MalieHTKaM CJIiJl 3BaKUTH Ha CITIBBITHOIICHHS IMMOTEHIIIMHOTO PU3UKY 1 OYIKYyBaHOTO
e(eKTy JTiKyBaHHS.

Xonecmepun

Crig po3TJIIHY TH ITPOBEACHHS MOHITOPUHTY XOJIECTEPHHY B CUPOBATII KPOBi. Y X011
JOCTIPKEHHST 13 3aCTOCYBaHHSM aJi FOBAHTHOTO JIIKYBaHHSI MOBIIOMIISLIIOCS TIPO
rinepxosuectepuHeMio y 52,3 % maIlieHToB, sKi 3aCTOCOBYBAJIU JIETPO30J Ta y 28,6
% TmalieHTOB, SIKI 3aCTOCOBYBAJM TaMOKCH(pEH. 3a KpUTEPisIMU OLIHKH CTYIIEHS
TspkKocTi mobiuHuX peakiiid (CTC) moBigoMIIssiocs po rinepxojaecTepuHemio 3-4
crynens y 0,4 % mnamieHTok y rpymi jerpo3ony T1a y 0,1 % mnamieHTOK—y rpyIi
tamokcudeny. Kpim Toro, B a1’ toBaHTHi# Teparmii 301abIeHHs >1,5 X BEepXHbOI MExi
Hopmu (BMH) 3aranpHoro xonectepuny (K MpaBUjio, HE HATIIE) CIIOCTEPIraIocs y
MAIlEHTOB, $KI 3aCTOCOBYBAJIM MOHOTEpAMil0 Ta Mald IOYaTKOBUH piBEHb
3arajJbHOTO XOJIECTEPHUHY B CHPOBATIII KpOBI1 y Mexkax HopMu (TooTo <= 1,5 X BMH)
y 151/1843 (8,2 %) y rpymi netpo3zoiy mpoti 57/1840 (3,2 %) y rpyni Tamokcudeny.
3acTocyBaHHs TIMOJIMIAEMIYHUX TpenapaTiB 0yno HeoOxiaHo 25 % mallieHTiB, SKi
3aCTOCOBYBAJIH JIETPO30J1, Ta 16 % Malli€HTiB, SKi 3aCTOCOBYBAIIM TAMOKCH(]EH.
THopywenus ¢hynxyii nevinku

VY mari€eHTiB 3 TSKKOK MEYiHKOBOIO HemocTaTHicTio (kimac C 3a mkanoro Yainna-
IT’10) cucremHa ekcro3miis Ta t]/2 JIETPO30JIy MPUOJU3HO BABIYI JOBIIMHA, HIK Y

310pOBOi JIOAUHU. Taki XBOp1 MOTPEOYIOTh OUIBII YBa)KHOTO CIIOCTEPEKEHHS.
Bnaue na xicmxku

Ockinpku JletpoBicta € mOTyXHMM mpernaparoM, IO 3HIKYE KOHIIEHTPALIO
€CTPOT€HIB, M1 Yac aJ]’ FoBaHTHOI Ta PO3IIMPEHOI aJ IOBAaHTHOI Teparii y *KIHOK 3
0CTEOTIOPO30M Ta/a00 TIepeIoMaMHy B aHaMHE31 200 THX, XTO Ma€ ITiIBUIIICHUH PU3HK
PO3BHUTKY OCTEOIMOPO3Y, HEOOXITHO OI[IHUTH MIHEpPaJIbHY IMIUIbHICTh KICTKOBOI
TKAaHWMHU JI0 TIOYAaTKy JIIKYBAaHHS, MPOTATOM JIIKYBaHHS Ta MICJIS 3aBEpIICHHS
JIKyBaHHS JIETPO30JOM. B ymoBax aja’lOBaHTHOTO JIIKYBaHHS TaKOX CIiJ



PO3MIISIIATH MOJKJIMBICTD 3aCTOCYBaHHS CXEMH IOCIHIJOBHOI Teparii (JIeTpo30i
IPOTATrOM 2 POKIB 3 MOAAJBIINM IEPEX0I0M Ha MPUHOM TaMOKCH(EHY MPOTAroM 3
POKIB) 3aJI€3KHO BiJ] podiato Oe3NeKy NamieHTKY.

Tenounim ma po3pug CyXoniCuis.

Moxe BiIOyTHCH (piKO) TEHIUHIT Ta PO3pUB CyXOoxmuis. HeoOxinHe perenbHe
OOCTEeKEHHsS TAalll€HTOK Ta 3aCTOCYBAaHHS BIAMOBIAHUX 3aXOMAIB (HANpHKIAL,
IMMOO1ITI3aLis) I YPaXKEHOTO CYXOXKWLIA y pasi motpedu (auB. po3ain «I[lo6iuni
peakii»).

Menonayzanvnuii cmamyc

V mami€eHToK i3 He3 sCOBaHUM MEHONAay3aJlbHUM CTaTyCOM HEOOXITHO J0 MOYaTKy
JiKkyBaHHs npenaparom JletpoBicta BusHauntu pisens JII', @CI ta/abo ectpazgiony.
3acTocoByBaTH MpenapaT JETPO30J1 MOBUHHI TIJIBKH JKIHKU 3 MOCTMEHOIAYy3aIbHIUM
€HJIOKPUHHUM CTaTyCOM.

Ilopywenns 1a60pamopHux noKA3HUKI8

Jlo303anexHoro BIUIMBY mpemnapary JletpoBicta Ha Oynp-siki remaTosoriuyxi abo
010XiIMIYHI TIOKa3HMKM He crocrepiranocs. I[lomipHe 3MEHIIEHHS KUIbKOCTI
TIMQOLUTIB HEBU3HAYEHOTO KJIIHIYHOIO 3HAYEHHS CIOCTEpiragocs y JesKHUX

MAII€HTIB, SIKI 3aCTOCOBYBAJIM MIpemnapar y 1031 2,5 mr. Take 3HWKEHHS KUIBKOCTI
JTIMQOLUTIB MaJIO TPAaH3UTOPHUHN XapakTep NPUOIN3HO Y MOJOBUHU MAIIEHTOK, SIKi
3a3HaJM BIUIMBY. Y JIBOX TAalllEHTOK pPO3BHUHYJACs TPOMOOLMTONEHISA, OIHAK
B3a€MO3B’ 30K 13 JOCII/PKYBaHUM ITpenapaToM He OyB 3’ sicoBaHuid. [1anieHTKY pigKo
BUXOAMJIIH 13 JOCIIDKEHHS Yepe3 MOpYyIIeHHs Ja00paTOPHUX MMOKa3HUKIB, OB’ 3aHi
YM HE MOB’sI3aHi 13 3aCTOCYBAaHHSIM Ipenapary.

Tnwi 3acmepedicenns

Crin yHUKaTH OJHOYACHOTO 3aCTOCYBAHHs Iperapary JEeTpo3os 1 TaMOKCH(]eHy,
IHIIMX AHTAroHICTIB €CTPOTr€HIB YM €CTPOr€HOBMICHHMX JIKAapChbKHX 3aco0iB,
OCKUJTBKH 11l pEUOBHMHH MOXKYTh HIBEJIIOBATH (hapMaKoOJIOTIUHY IO JIETPO30ITy.
Ockinbky mpenapar MICTUTh JIAKTO3Y, MOr0 HE PEKOMEHJIOBAHO 3aCTOCOBYBATU
MMari€eHTKaM

3 TAKUMH PIJIKICHUMH CIIaJIKOBUMH NpoOJieMaMH, SIK HETIEPEHOCUMICTh TaJlakTO3H,
TSKKA JIJAaKTa3Ha HEJOCTATHICTh 200 MasibaOCOPOLIisl MTIOKO3HU-TaJIaKTO3H.
3acmocysanns y nepioo eacimuocmi abo 200y8aHHs 2pyoo0.

JKinKu y nepumeHonay3aibHomy Cmati abo HCiHKu penpooyKmueHO20 8iKy
[Ipemapat JletpoBicrta cii 3acTOCOBYBaTH TLTBKU KIHKaM 3 YiTKO BCTAHOBJICHUM
MOCTMEHOMNAaY3aJIbHUM CTaTyCcOM. ICHYIOTh MOCTMApKETHHIOBI MOBIIOMJICHHS MPO
CMOHTaHHI a0opTH abo BPOJUKEHI aHOMallli Yy HOBOHAPOKEHUX, MaTepl SKUX
npuiiMalu npenapar JIeTpo307l.

3 ornsAy Ha MOBIIOMIJIEHHS MPO TMOHOBICHHS (YHKLII S€YHUKIB y JKIHOK Ha TJII
JiKyBaHHs npenaparoM JlerpoBicTa, He3BakaOuu Ha YiTKHI TOCTMEHONAy3albHUN
CTaTyc Ha MOYaTKy Teparnii, Jikap 3a HOTpeOr NOBUHEH OOrOBOPUTH 3 MAIlIEHTKOIO
aJIeKBaTHI MPOTHU3AILIITHI 3aCO0U.

Bazimuicmo

ITpenapar JlerpoBicta MoXe CIpUUMHATH BPOPKEHI BaJu PO3BUTKY y pa3i HOro
3aCTOCYBaHHA [ 4ac BariTHOCTI (3polIeHHs TryO, 30BHIIIHI CTaTeBl OpraHu
IPOMDKHOTO THUMY). Pe3ynbraTu AOCHiPKeHb Ha TBapuWHAaX IMOKa3ajl HasBHICTb
PenpoayKTUBHOT TOKCHUHOCTI. TOMy npenapar npoTUITOKa3aHUH JJIs 3aCTOCYBaHHS
y TepioJl BariTHOCTI.

Ilepioo eo0ysanns 2pyoor



HeBigomMo, YU €KCKpEeTyeTbCs JIETPO30J Ta HOro MeTadoJdiTH Yy TPyAHE MOJIOKO
JOAUHU. PU3HK JUIs1 HOBOHAPOIXKEHOTO HEMOBIIATH BUKIIOUUTH HE MOXKHA.
[Tpenapar JletpoBicta mpoTumnoka3zaHuil Juis 3aCTOCYBaHHS i 4ac TOAyBaHHS
IpyIIIo.

Depmunvricmo

®apMaKoJIOTiUHOIO AI€I0 JIETPO30ITY € 3HIKEHHSI IPOIyKYBAaHHS €CTPOreHY UIIXOM
iHri0yBaHHS apoMaraszu. Y XKIHOK y NpeMeHOMNay3i 1HTiOIIis CUHTE3y eCTpOreHy
MPU3BOAUTH JI0 BIJMOBIAHOTO MiABHINEHHS piBHA roHanoTpomiHiB (JII', ®CI).
[Tigsumenns piBaa @OCIT Hacammepen CTUMYIIOE picT (DOMIKYTIB, IO MOXKe
1HIyKyBaTH OBYJIALIIO.

30amuicms enaueamu Ha wWEUOKICMb pearyii npu KepyeamHi asmompaHcnopmom
abo THWUMU MEXAHIZMAMU.

Brnue npenapary JletpoBicTa Ha 37aTHICTh KepyBaTH TPAHCIOPTHUMHU 3acCO0aMU
Ta MPaIIOBAaTH 3 MeXaHi3MaMH He3HaYHUH. OCKIJIbKY MPH JIIKYBaHHI penapaToM y
XBOPHX CHOCTEpIirajgucs 3arajibHa c1a0KIiCTh 1 3a1aMOPOYECHHS, & TAKOXK B OKPEMHUX
BUIIA/IKAX—COHJIUBICTb, PEKOMEHIYEThCS OyTH OOEpeXHMMHU MiJl Yac KepyBaHHS
aBTOTPAHCIIOPTOM 200 POOOTH 31 CKIIaHUMH MEXaHI3MaMHU.

Cnoci6 3acmocyseannsa ma 0o3u.

Lopocni, y m.u. nayienmu naimHvo20 6iky. PexkoMeHIOBaHa 103a Ipenapary
JlerpoBicra cranoButh 2,5 mr 1 pa3 Ha n00y. B an’roBaHTHIN Ta po3mupeHii
aJ1’T0BaHTHIM Teparii JIikyBaHH: penapaToM MOBUHHO TPUBATH IIPOTATOM 5 POKIB 710
THUX Iip NOKH HE HACTaHEe PELMIUB 3aXBOPIOBAHH:. XBOPHUM 13 METacTa3aMU Teparito
npemnaparom JlerpoBicrta ciify mpooBXKyBaTH JOTH, TOKH O3HAKU MPOTPECyBaHHS
3aXBOPIOBAaHHS HE CTaHYTh OUYEBUAHUMU. B yMOBax aJ1’FoBaHTHOTO JIIKYBaHHSI TAKOXK
CJIiJ] pO3IJISAATH MOKIIMBICTh 3aCTOCYBaHHS CXEMH IOCIIAOBHOI Tepartii (J1eTpo30t
HPOTATrOM 2 POKIB 3 MOAAJIBIINM IEPEX0I0M Ha MPUHOM TaMOKCH(EHY MPOTAroM 3
POKIB).

B yMmoBax Heoaj’roBaHTHOTrO JIiIKyBaHHs Tepamito npenaparoMm JletpoBicra crin
MIPOIOBXKYBATH MPOTAToM 4-8 Mics1iB, 1100 AOCATHYTH ONTUMAIBHOTO 3MEHILICHHS
MyXJIUHA. SIKIIO BIAMOBIAL HA JIKYBaHHS HEAOCTATHS, CIiJ MPUIIMHUTH TEPaIiio
IpernapaToM JIETPO30J 1 NPU3HAUYUTH IUIAHOBE XIPYpriyHe BTpydYaHHS Ta/a0o
OOTOBOPHTH 3 MAII€EHTKOIO BapiaHTH MOAAJBIIOTO JiKyBaHHS.

JUist Malie€HTOK JIITHBOTO BIKY KOPEKIis 103U MpenapaTy He noTpiOHa.

Himu. JIng nikyBaHHS JiTel mpenapar He 3aCTOCOBYIOTh. besneka Ta e(peKTUBHICTh
3aCTOCYBaHHA TpenapaTy IiTAM He BcraHoBieHi. HasBHi maHi oOMmexeHi, TOMY
HEMOXJIMBO PO3POOUTH PEeKOMEHaLlii 111010 103yBaHHS.

Ilayienmku i3 nopywieHnamu QyHkyii nevinku ma/ab6o Hupox. J{ns mauieHTOK 3
YPaKEHHSIMH MEUiHKHU BiJ1 JIETKOTO JI0 CEpeAHbOro cTymneHs (knac A ta B 3a mkanoro
Yaitnna-IT’10) abo HUpOK (mpu KiipeHcl kpeatuHiHy > 10 MII/XB) KOpEKIis J103H
npenapary He nmotpioHa. HasBHI 1aHi 111010 MaIi€HTOK 13 HUPKOBOKO HEJIOCTATHICTIO
3 KJIipeHcoM KpeaTuHiny <10 Mi/XB a00 TSDKKUMHU MOPYIISHHIMH (DYHKIIT IEYiHKH
HenoctatHi. [lamieHTH 3 TSOKKMMU mopymieHHSMH (QyHKIIT nedinku (kimac C 3a
kinacudikamiero Yainaa-I11'10) moTpedyroTh peTeIsHOTO HATIISTY.

Cnocib 3acmocysanns

[Ipenapat JlerpoBicTa cnin npuitmaTt nepopaibHO, He3aJeKHO BiJ BXKMBAHHS 1XKi,
OCKIJIbKH T)Ka He BIUIMBA€E HA CTYIiHb aOCOpOIIii mpenapary.

[Ipomymieny A03y ciif NPUAHATH Onpa3y, SK TUIbKU MAIll€HTKAa 3rafia€ mpo IIe.
OpHak, SIKIIO MaIieHTKa 3rajiae mpo 1€ He3aJ0Bro 0 MPUoMYy HACTYIHOI 103U (3a



2-3 rouHM), IPOMYIIEHY 103y CJiJ MPOMYCTUTH Ta MPUHHATH HACTYIHY 7103y 3T1IHO
3 rpadixoM. He ciin npuiiMaté moABiiiHYy 103y, OCKUIBKHM HpHU MpHoMi J0O60BOI
71034, BUIIOI BiI peKOMEHJOBaHOi 2,5 MT, cliocTepirajacsi CUCTEMHA €KCIIO3UIIis,
BUIIIA BiJ] IPOIOPIIIIHOI.

Jimu.

[Ipemapatr He 3aCTOCOBYIOTH [ITSIM, OCKUIbKM €(EKTHBHICTh Ta Oe3neka HOro
3aCTOCYBaHHA JJIS L€l KaTeropii Maii€HTIB HE BHUBYAJIUCSH B MeXax KIIHIYHHUX
nociikeHb. HasiBHI gaHi 0OMeXeHi, TOMy HEMOXKJIMBO PO3pOOMTH peKOMEHallii
CTOCOBHO JI03YBaHHS.

Ilepedosyeanns.

[ToBimomsIOCs PO MOOAMHOKI BUIAJKH I€pPeI03yBaHHs Mpenapary.

Crnenudiune JTiKyBaHHS 3 IPUBOY Nepe03yBaHHs HEB1JIOME; JIIKyBaHHs TTOBUHHO
OyTH CUMITOMATUYHUM 1 MIATPUMYIOUUM.

Ho6iuni peaxuii.

3aranbHu orasa npodino 6e3nexu

Yacrory HeOaxkaHUX peakuii [uist npenapaty JletpoBicTa BU3Hauanu nepeBaxHo Ha
OCHOBI JaHHUX, OTPUMAHUX Y XOJ1 KIIHIYHUX JTOCII)KEHb.

ITpenapar 3aramoMm no0pe MEPEHOCHBCS y BCIX JOCHIUKEHHAX SK Teparis mepoi
1 Ipyroi JiHii npH JIIKyBaHHI MOIIMPEHOT0 paKy MOJIOYHOI 3aJI03H, SIK a/1’ IOBaHTHA
Teparis paKky MOJIOYHOI 3al03W—Ha paHHIX CTaJisX 1 K pO3IIMpeHa aj IOBaHTHA
Teparis paKy MOJOYHOI 3aJI03U—y KIHOK, SIKI paHillle OAEp)KyBaJld CTaHAAPTHY
a/l’I0BaHTHY Tepariio TaMokcudeHoM. Maiixe B

1/3 marieHToK, sIKi JIKyBaJHCsS IpernapaToM JETPOo30J NpU MEeTacTaTUYHHUX 1
HEO0aJ IOBAaHTHUX CTaHaX, MPUOIM3HO y 75 % MaIi€eHTOK MpH aj IOBAHTHOMY
npu3HadeHHi (00UAB1 rpy Iy MpuiiMaly i mpenapar JIeTpo30J1 1 TaMOKcH(deH, MeliaHa
JKyBaJlbHOTO mepiony craHoBuia 60 MicsamiB) 1 maibke y 80 % marieHTOK mpu
po3mupeHiit aa’oBaHTHIHM Tepamnii (i JeTpo3ona, 1 mianedo, MexiaHa JTiKyBaJIbHOTO
nepioay cranoBuna 60 MicAliB) crocTepiranucs modiuHi peakuii. B3arani mob6iuni
peaxilii, sIKi CrocTepirajucs, Majiyu MEepeBaXXHO CIAOKHI ad0 MOMIPHO BUpAXKEHUH
XapakTep 1 y OiIbIIOCTI BUNAAKIB OyiaM MOB’sA3aHi 3 Je(IiUTOM EeCTPOTEeHIB.
HaituacTtime y 3BiTax mpo KIiHIYHI JOCHIPKEHHS 3rajyBajucs MOOIYHI peakiii y
BUTJISAI TPUIUIMBIB, TiNepXoJecTepuHeMii, apTpairii, HYJIOTH, MOCUIEHOTO
MOTOBHIIJICHHS Ta CTOMJIIOBAHOCTI. J[0 BayKIIMBUX HEOAKaHUX PEaKIliil, 110 MOXYTh
PO3BHUBATHCS Ha Tl JIiKyBaHHs mpenapaToMm JlerpoBicTa, HanexaTh Taki sBHIIA 3
00Ky OIOPHO-PYXOBOTO arapary, ik OCTE0NOpo3 Ta/abo nepesoMu KiCTOK, Ta SBUIIA
3 OOKy cepleBO-CyJUHHOI cucTeMu (y TOMY YHCHI IIepeOpOoBacKyNsApHI Ta
TpoMOoemOoIiyHi sBUINA). barato moOiyHMX SBHI] MOXYTh OyTH 3yMOBIIEHI
OPUPOIHUMHU (PapMaKOJIOTTUHUMH HAcTiAKaMU JeilUTy eCTPOreHIB (HampHKIiIa,
NPUIUIMBHY, aJlONellis YW BariHalbHa KpoBOTeya). BinburicTh HeOaxaHUX peakxiii
CriocTepirajucs y nepur Kiibka THXKHIB JIiKyBaHHsS. Karteropii yactotu uist mux
HeOaxxaHUX peakliliif onucani y Tabnuui 1.

[ToGiuHi sBMINA 3a3HaueHl 3a YACTOTOI BMHUKHEHHS, MEPLIIMMH 3a3HAYAIOTHCS
HaOIbII PO3MOBCIO/KEHI. [IJI OIIHKM YacTOTH BUHMKHEHHS PI3HUX MOOIYHUX
peaxuiif BUKOPUCTOBYBAIIMCS Taki rpajanii: ayxe yacto ( > 10 %); gacro (Big > 1
% 1o < 10 %); neuacro (Big = 0,1 % 1o <1 %); pinko (Bigx > 0,01 % mo <
0,1 %); myxe pigko (< 0,01 %), gacTora HEeBiOMa (HEMOMXIIMBO OLIHUTH, BUXOISUN
3 HasBHUX JIaHUX).

Tabmurg 1



Knac cucremu opratis Yacrora [To61uH1 peakii
Indexuii Ta inBasii HEYacTo [Hdexuii ce4oBUIITBHOT CUCTEMH
Il06p0ﬂKiCHi, 3JI0IKIiCHI | HEUacTO Binb Yy MyXJIMHHUX BOTHUIAX (l)
Ta He3’SCOBaHi
HOBOYTBOPEHHH,

BKJIIOYAK04YM KiCTH Ta
NOJIinu
3 6oky KpoBi Ta HEYacTo JleiikomeHist
JimpaTuuHoi cucreMn
3 Ooky iMyHHOI cucTemMH |yacToTta AHadinakTuyHi peakuii
HEBIJJOMa
MeTta6oxiuni JTy’Ke 4acTo ['inepxonecrepuHemis
NOPYLIEHHS Ta PO3Jaan A .
4acTo HOPEKCisl, T1BUIIICHHS alleTUT
JKUBJICHHA OpCKCIA, MABHINE cTuty
4acTo Hemnpecis
3 Goxy nenxikn HEYacTo TpUBOXKHICTH (BKJIIOUAIOUN
HEPBO3HICTH), APATIBIUBICTh
4acTo ["onoBHui 6111k, 3aMTAMOPOYEHHS
HEJacTO COHIIUBICTDH, O€3COHHS,
3 GoKy HepBOBOI MIOTIPIIEHHS TIaM’SITi, TU3eCcTe3is
CHCTEMH (BKJIIOYAIOYM ITAPECTE3IIO,
rinecresiro), MOpyIeHHS
CMaKOBHX BiIUYTTiB, IHCYJIbT,
3aI’ ICTKOBUM TYHEJIbHUN CUHAPOM
3 6oky oprauiB 30py HEYacTo Karapakra, mogpasHneHHs oka,
3aTbMapeHHs 30py
3 Ooky cepust 4acTo [Tocunene cepuedburtsa(l)
HEYacTo Taxikapisi, BUTIAIKH 1mIeMii
MioKapza (BKIIOYAIOUH
BUHUKHEHHS 200 MOTIpIIEeHHS
nepediry creHoKapaii,
CTEHOKAap/IiIo, 1110 BUMArae
X1pypriyHOro BTpy4YaHHs, iH(papKT
MiOKap/a Ta imemito Miokap/a)
JyXe 4acTo [apstai mpurnmBu
4acTo AprepianbHa rinepTeHsis
HHHI NOPYIIEeHHS .
Cyn opyme HEYaCTo TpomOohaediT (BKITIOYAIOUN

TpoMO0(DIe0IT TOBEPXHEBUX Ta
IMOOKUX BEH)




piako JlereneBa em0Ooutisi, apTepiaTbHUI
TpoM003, 1IepeOpPOBACKYIAPHUN
iHpapkT
3 00Ky AUXATBHOL HeJacTo 3aauInka, Kamemiab
CHCTEeMH, TOPAKAJIbHI Ta
MediacTHHAJILHI
NOpylIeHHS
49acTo Hypora, 6iroBanHs, macnencistD,
3 oxy maynKkoBo- 3arop, jaiapesi, OiIb y )KMBOTI
KHIIIKOBOT'0 TPAKTY
HE4acTo Cromarut(D, cyxicts y pori
HEYacTo [TigBuILIEHHS PIBHS MEYiHKOBUX
bepMenTiB, rinepoiipydinemis,
3 Ooky remarodiiapHoi JKOBTAHUIIA
CHUCTEMH
4acrora I'ematut
HEBizoMa
JTy’K€ 4acTo [Tocunene noToBUALICHHS
4acTo ATnornenis, BUCUTIaHHS
(BKITIOUAIOYH €PUTEMATO3HI,
MaKyJIonamnyJisipHi, ICOpiaTHYHI Ta
BE3UKYJISIPHI BUCHIIAHHS ), CyXICTh
3 0oky mkipu Ta wKipy
NiAmMKIipHOT KIIITKOBUHU
HEYacTo CBepOix, KpOIUB’ THKA
4yacToTa TokcnyHMi emiiepManbHUR
HEBiJJOMa HEKPOJTi3, MyJIbTU(HOPMHA
epuTeMa, aHT1OHEBPOTUIHUI
HaOpsK
JTy’K€ 4acTo ApTpanris
qacTo Binb y M’s13ax, 6inb y kictkax(D,
0CTEOIOPO3, MEPETIOMH KiCTOK,
3 00Ky CKeJ1eTHO- apTpUT
M’I30BOi CCTEMH Ta T )
. HEYacT HVHIT
CIOJIYYHOT TKAHUHHI cHacro CHIT
Pigxo Po3pus cyxoxumis
4acToTa CUHIPOM «KIIAI[AI0UOTO MabIIsH»
HEBizoMa
3 00Ky Ce4oBMAIILHOI | HEYACTO [TinBumena yactora
CHCTEMH Ta HHUPOK CCUOBHITYCKAHHS
3 00Ky penpoAyKTHBHOI |4acTo Barinanbna kpoBoTeua

CUCTEMH TA MOJOYHHUX
34103




HEYacCTo BarinaneHi BuminesHs abo
CyXiCTh, O1JTb Y MOJIOUHHX 3aJ103aX
Ty>Ke 4acTo CTOMITIOBaHICTh (BKIIIOYAIOYH
ACTeHiI0, He3TyKaHHS)
) JacTo IMepudepuunnii HaOpsIK, OLIb
3araabHi po3iaaau ta pudep PAK, y
.. rpyasx
peakuii y micTi
BBEJICHHA HEYACTO [TinBUTIICHHS TEMIIEPATyPH,
CyXICTh CIIM30BUX 00OJIOHOK,
BITUYTTS CIparu, reHepaiizoBaHuil
HaOpsK
4acTo 301IBIIEHHS MacH Tija
Jocaigkenns :
HEYaCTO 3MEHIIIEHHS MacH Tijia

(D tinpkn IPY JIIKYBaHHI METaCTaATUYHOTO YPaXKEHHS
IIpo nmesiki HeOaXkaHi peakiiii MOBIIOMIISIIOCA 31 3HAYHO BIMIHHOIO YacTOTOIO B
yMOBax a1’ FOBaHTHOT'O JIIKYBaHHS.

Tabmuus 2
AJ’IOBaHTHA Teparisi JIETPO30JOM MOPIBHIHO 3 MOHOTEPAMi€I0 TAMOKCHU(PEHOM:
HeOaXxkaHi SBUIIA, YACTOTA SIKMX 3HAYYIlE BiAPI3HAIACH

JleTpo3zo, yacrora siBum | Tamokcuden, 4acToTa sBHUII
N = 2448 N = 2447
Hebasxani mooiuni TpoTsrom Yy 6yIlBjHKHH TpoTsirom Yy 6YIU>"HKHH
peakuii JIKyBaHHS 1ac et TKyBaHHs 1ac eIt
y ) panaomizaiii Y ) panaoMizaiii
(veniana (meniana 8 (veniana (meniana 8
5 pokiB) poKiB) 5 pokiB) poKiB)
[Tepenom KicTok 10,2 % 14,7 % 7,2 % 11,4 %
Octeormopo3 5,1% 5,1 % 2,7 % 2,7 %
I}i’;ﬁgow“mm 2.1 % 3.2 % 3,6 % 4.6 %
IadapkT miokapra 1,0 % 1,7 % 0,5 % 1,1 %
[Nnepmnazis
eHIOMETpist/ 0,2 % 0,4 % 2,3 % 2,9 %
pak eHJIOMETPis

[Tpumitka. [IpoTsirom iikyBanHs — BKIto4ae 30 JHIB Mics OCTaHHBOI 103U. Y Oy/Ib-

SKHI Yac — BKIIIOYA€E MEPiof] MOJANBIIOTO CIOCTEPEKEHHS MiCs 3aKiHYeHHS abo

BIIMIHH JIOCITiJI’KYBaHOTO JTIKYBaHHSI.

Pi3HuIs 3acCHOBaHA HA CIIBBITHOIMIEHH] pU3HKIB Ta 95 % MOBIpUMX iHTEpBAIAX.
Ta6murs 3

[TocninoBHe NiKyBaHHS MOPIBHSAHO 3 MOHOTEPAITI€IO JIETPO30JIOM: HeOaXKaHi SBHIIA,

YacTOTa SKUX 3HAYYIIE BiIPI3HSIIACH

MomnoTepartist
JIETPO30JIOM

Jletpo3on -
>TaMOKCU(EH

Tamokcuden-
>JI€TPO30JI

[To61uH1 peakii




N=1535 N=1527 N=1541
5 pokiB 2 poku->3 poKH | 2 pOKH->3 poKHu

[Tepenomu KicTok 10,0 % 7,7 %* 9,7 %
[TponideparuBHi
posmagum 3 OOKy 0,7 % 3,4 %p** 1,7 %**
EHJIOMETPIs
INnepxonecrepunemis 52,5% 44,2 %* 40,8 %*
lapsai npurnmBu 37,6 % 41,7 Y%** 43,9 %**
BarinanbHa 6,3 % 9,6 %** 12,7 %**
KpOBOTEUa

* 3Hauylle MeHIle, HXK y TPyIl MOHOTEpaIlii JIETPO30JI0M

** 3Hauy1ie Ouble, HIK y TPyl MOHOTepaIlli JIeTPO30J10M

[Tpumitka. Ilepiog noBigoMiIeHHs BKJIIOYae mepioA JiiKyBaHHA abo 30 1nHIB micis
MIPUTTMHEHHS JTIKYBaHHSI.

Onuc okpeMux nodiuYHUX peakiin

Hebaowcani peaxyii 3 6oky cepys

B ymoBax aj’roBaHTHOIO JIIKYBaHHS, KPIM HpPEJICTaBICHMX y TaOiuLl 2 JaHuX,
MOBIAOMJISUIOCS. TPO Takl HeOaxkaHl sABMILA Lono mnpemnapary JlerpoBicra 1
TaMoKcH(eHy BiAMOBIIHO (3 MEIiaHOKO TPHUBAJIOCTI JiKyBaHHS 60 MicsmiB mitoc 30
JIHIB): CTEHOKapis, 1m0 BuUMarae xipypriunoro jikyBanHs (1,0 % mpotu 1,0 %);
cepuesa HeoctatHICTh (1,1 % npotu 0,6 %); aprepianbHa rineprensis (5,6 % npotu
5,7 %); nopymieHHs 1epedpabHOTO KPOBOOOIry/TpaH3UTOpHA imeMivHa ataka (2,1
% mpotH 1,9 %).

B ymoBax po3mmMpeHoro aja’loBaHTHOIO JIIKYBaHHS MOBIAOMIISUIOCS IPO Takl
HeOaxaHi sBuIIa Ui npenapary JlerpoBicra (Memiana TpuBanocTi JiKyBaHHSA 5
poOKiB) 1 Tu1anedo (MeaiaHa TPUBAJIOCTI NpUOMY 3 pOKHM) BIAOBIIHO: CTEHOKap/is,
110 BUMarae xipypriusoro jikyBanHs (0,8 % npotu 0,6 %); Brepiue JiarHocToBaHa
cTeHOKapAis abo moripmenHs nepediry crenokapaii (1,4 % npotu 1,0 %); iHbapkT
miokapaa (1,0 % mpotu 0,7 %); Tpomboemboniune sBume* (0,9 % mporu 0,3 %);
iHCYBbT/Tpan3uTopHa imemiuHa ataka™® (1,5 % npotu 0,8 %).

YacroTa sBMIL, MO3HAYEHUX™, CTATUCTUYHO 3HAYYIE BIAPI3HSIIACH Y JABOX Ipymax
JKyBaHHS.

Hebaocani peaxyii 3 60Ky onopHo-pyxoeo2o anapamy

Jani 3 0e3neku Il OTIOPHO-PYXOBOTO arapary, OTPUMaHi B YMOBAax aJ]' FOBAHTHOTO
JKyBaHHS, MPeJ/ICTaBlIeH1 y TabmuIIl 2.

B ymoBax po3mmpeHoro aj’loBaHTHOIO JIIKYBaHHsS IEpPeIOMH KICTOK abo
OCTEOIOPO3 CIOCTEPITAIHUCH Y CTATUCTUYHO 3HAYYIIIE O1IBIIOT KUTBKOCTI MAIIEHTOK
IpyIH JIKyBaHHs IpernapaToM JieTpo3oi (mepenomu kictok — 10,4 % 1 octeonopos
— 12,2 %), Hix y narieHToK Tpynu 1iame6o (5,8 % ta 6,4 % BinnosinHo). Meniana
TPUBAJIOCT1 JIIKYBaHHS CTAHOBUJIA 5 POKIB JUIsl TIpenapary JIETPo30J1 IOPIBHIHO 3 3
pokamu JiIs maneoo.

Tlogioomnenns npo nioo3proeari nobiuni peaxyii

[ToBigoMieHHsT MpO MiAO3pIOBaHI MOOIYHI peakuli Micias peecTpalii JIKapChbKOro
3aco0y € BaxiuBuUM. lle no3Bossie BecTu Oe3nepepBHUI MOHITOPUHI OajaHCy
MOKa3HWKAa KOPUCTH/pH3UK mpernapaty. CHemianicTd y raixy3i OXOpOHH 3JI0pOB’s




3000B’s13aH1 MOBIIOMIISITH 4Yepe3 CUCTEMY, NMPO Oyab-sKi BUMAIKU IMiI03PIOBAHUX
MOOIYHUX pPeaKIfiil.

Tepmin npuoammuocmi.

3 poku.

YMoBHu 30epiranus.

30epiratu npu Temmepatypi He Buile 30 °C B opUriHaibHIN yaKoOBI JIs 3aXUCTY
BiJl BOJIOTH y HEOCTYITHOMY JUIsl AITEH MiCLIi.

Ynakoska.

ITo 10 Tabnerok y 6mictepi. [To 3 Giictepu y KapTOHHIM KOpOOTIi.

Kareropis Binmycky.

3a peuenTtom.

Bupoonuk.

Ciuron Xicnanis, C.JIL.

Micue3naxo/:keHHs1 BUPOOHMKA Ta aJpeca Micus NPOBa/IKeHHs HOro
IiSITTILHOCTI.

By K/Kactemno, n°1, Canr boi e Jinooperar, bapcenona, 08830, Icmanis.



