IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

IHomerakcen AMakca

Docetaxel Amaxa

CKknao:
ditoua pe4oB8uHa: mOIEeTaKCEeTT;
1 M1 KoHIIeHTpaTy MiCTUTh 20 MI' JOLleTaKCeIy;

donomidxcHi pevosuHu: mosmicopbat 80, eraHon 6e3Bomuui, KucioTta nuMmonHa (E 330).

Jlikapceka opMma. KoHIIEHTpaT Oj1d pOo34uHy AN iHy3ii.

OcHoeHi (i3uko-ximiuHi 8;1acmueocmi: Mpo3opa MaC/ISTHUCTA pPifUHA Bif 2KOBTOT'0 10 XKOBTO-KOPHYHEBOT 0 KOJILOPY.

dapMakoTepanmeBTHYHA Ipyna. AHTHHeOITacTHYHi 3acobu. Kog ATX LO1C DO02.

dapmakonoeiuHi e1acmueocmi.
®apmakoduHamika.

HomeTakcen AMakca € aHTHHEOIJTaCTUYHUM ITperapaToM, MeXaHi3M [il SKoro 6a3yeThCst Ha TOMY, 1110
Ipernapar CIpUsie HaKOMUYeHHI0 TyOy IiHy y MiKpoTpy0OoUYKax KJiTHH Ta IepelIKoaKa€e X po3naay,
1110 Befle 0 3HAYHOT0 3HUKEHHS PiBHA BiMbHOTO TyOyIiHY. 3B'I3yBaHHS OOLIETAKCEIy 3
MiKpOoTpyOOUKaMu He 3MiHIO€ KiJTbKiCTh TPOTOGinaMeHTiB.

HocmifKeHHS in vitro IpogeMOHCTPYBalH, 110 [OIleTaKCe IOPYIIy€e MiKpOTYOyIApPHY MEPeXy y
KJIiTUHAX, gKa Bifirpa€ BaxK/MBY pOJb [JIs peasi3allil JKUTTEBO BaXK/INBUX QYHKIIN KIITUHU IK IIifT
yac MiTo3y, Tak i B inTepdasi. KimoHOTeHHUM aHajli3 in vitro mokasaB IUTOTOKCUYHICTD OOIETAKCEIy
IIIOJI0 Pi3HUX MUIIAYHUX Ta JOACHKUX JIiHIN MYXJIMHHUX KJIITUH, & TaKOXK OO0 KJIITHH IOWHO BUOAJIEHUX
IyXJIVH JoguHu. [loneTtakcesn AMakca JocsArae 3HaYyHUX KOHLEHTpalil Y MIXKKITITUHHIN piguHi 1
3abe3neyye BUCOKY TPUBAICTh KUTTS KIiTUH. KpiM TOT0, moIleTaKkCcen BUSBISE€ aKTUBHICTD 00
IesKux (xo4a i He 10 BCiX) KJIiITHHHUX JTiHi#, y SKUX BiIOYBa€THCS €KCIIPECis P-TIiKOMPOTEIHY, 10
KOIYETHCS TeHOM MeIMKaMeHTO3HOI IMOJTipe3uCTEHTHOCTI. Y OOCHiIKeHHSX in Vivo BUSBUIIOCS, 110 Hist
foLeTakCesy He 3a/eXHUTh Bifl pe2XKMMY 3aCTOCYBaHHS Ta IIPOSBIISETHCS IMUPOKUM CIIEKTPOM
IPOTUIYXJIMHHOI aKTUBHOCTI 100 MOMIMPEHNX MIyXJIMH: K eKCIIePUMEHTAaIbHUX MTYXJIMH MUIIEX, TaK
1 mpUIenIeHuX JIIOACHKUX ITyXJIUH.

®apmakoKiHemuxka.



AGcopbuisa. PapMaKOKiHETHKA JolleTaKCely BUBYanacs B HOCTiAKeHHAX | (ha3u y malieHTiB, XBOpUx
Ha pak, micisd npusHadeHHs 20-115 mr/m’ npenapary. ®apMakOKiHEeTHYHKE IPOQIIE HOLeTakKCey He
3a1eXKuUTh Bif] JO3M i BiNOBinae TpuKaMepHiu (hapMaKOKiHEeTHYHIN MOJeNi 3 lepiogaMu
HalliBBUBEJEHHS [ -, B- Ta y-dha3 4 xB, 36 xB Ta 11,1 romuuu, BigmoBigHO. Taka TPUBAMICTh IIbOTO
TIOKa3HUKa IJIST OCTAHHKOI (ha3u 4aCTKOBO 3yMOBJIeHa BiTHOCHO ITOBiIIFHUM BiITOKOM 3 nepudepiiHoi
KaMepHu.

Poanogin. Ilicng 3actocyBansas go3u 100 MT/M’, III0 BBOTHUIIACS iH(dy3iHO npoTtsarom 1 roguny,
cepenHs IMiKoBa KOHIIEHTpallid IIpelaparTy y mia3Mi Kposi - 3,7 MKr/Mi - Oyjla oTpuMaHa 3
BignosigHoio AUC 4,6 MKr/mi/ropuny. CepeqHi MOKa3HUKYU 3arajibHOTO KJIIpEHCY Ta
PiBHOBAXKHOT0 06’€My PO3MOfiIy IpenapaTy CTaHOBUIIM, BilmoBifHO, 21 1/M°/romguny Ta 113
7. MixiHguBigyanbHi BiTMiHHOCTI 3araibHOTO KiIipeHcy gocsrany npubnusuo 50 %.
IoreTakcen 3B’a3y€eThCcs 3 O6inKamu IIa3Mu KPoBi 6inbil HizK Ha 95 %.

BuBeneHHS. 3a y4acTio TPhOX XBOPUX Ha pak 0yjI0 MpoBefeHO NOCTiAKeHHS i3 3aCTOCYBaHHAM
pagioizoTomy '“C-gomerakceny. ITicis okucHOro MeTaboi3My TpeT-6yTrunoBoi edipHOI rpyny Iif fmieko
utoxpoMy P450 moreTakcen BUBOOUBCA SIK 13 cedero, Tak i 3 KajJioM IIPOTATOM 7 OHIB; eKCKpeLid i3
ceuero cTaHoBuia 6 %, 3 KanoM - 75 % KinbKocTi BBefieHOro papioizoromy. IIpubmusno 80 %
paaioi3oTomny, 110 MiCTUBCS Y KaJli, BUBOOUJIOCS IIPOTArOM Nepluux 48 roguH y BUTJISANL OQHOTO
OCHOBHOT'0 HEaKTHUBHOI'0 MeTa0OoJIiTy, TPhOX APYTOPSANHUX MeTaboiTiB Ta Ay:Ke Masiol KiTbKOCTi
Ipernapary y He3MiHeHOMY BUIJIAML.

Oco06nuBi TPyIY Nalli€HTIB

Bik ma cmamo. IlonynguiiHuil aHasi3 GpapMaKOKiHEeTHKHY OOIeTaKCcelly IIPOBOAUBCS 3a y4acTio 577
naiienTiB. ®apMaKOKiHEeTUYHI ITOKa3HUKH, 1[0 OI[iHIOBAJIACS 3a [OIIOMOTOI0 Iiiei Mofieni, Oyu oyxe
nofiOHi o THX, AKi Oynu oTpuMaHi mif 9ac gocnigkeHs | pa3u. Ha papmakokiHeTHKy mpenaparty He
BIIMBAJIX aHi BiK, aHi CTATh MAlli€HTIiB.

ITopyweHHA pyHKUil nevyiHKU. Y HeBEJIMKOI KiIbKOCTi nalieHTiB (n=23), y IKUX 3a JaHUMHU
6ioximMiuHOTO aHasni3y KpoBi O6ynu Jerki Ta MoMipHi mopyueHHs GyHKIII mevinky (piBHi
anaHiHaMiHoTpaHcdepa3su (AJIT), acnmaprataminorpancdepasu (ACT) y =1,5 pa3u Bullli 3a BEPXHIO
Mexy HopMmu (BMH) pa3oM 3i 3pocTaHHSAM piBHA NyXKHOI ¢ocdaTasu y =2,5 pa3u Bulle 3a BMH),
3arayibHU KJIipeHC IIpenapaTy 3HUXKYBaBCs B cepefnHboMy Ha 27 % (muB. po3nin «Crocid
3aCTOCYBaHHS Ta JO3W»).

3ampumka piduHu 8 opaaHizmi. KiipeHc molleTakcey He 3MiHIOBABCS Y XBOPUX 3 JIETKOI0 abo
IIOMIPHOI0 3aTPUMKOI0 PiIVHYU B OpraHi3Mi; JaHUX PO KJIIPEHC J0LeTaKCely Y XBOPUX 3 TAXKKOI0
3aTPUMKOIO PiIVHYU B OpraHi3Mi HeMae.

KoMbinoBaHa Teparmisg

IlokcopybiyuH. [Ipu 3acTocyBanHi y KOoMOiHallii 3 iHIIMMYU mpemapaTaMu [0IeTaKCes He BIIMBAB Ha
KJTipeHC HOKCOpyOiluHy Ta piBeHb JOKCOPYOinuHYy (i ioro MeTabortiTiB) ¥ maa3Mi KpoBi. CynyTHE
3aCTOCYBaHHS HOLIeTaKCelNy, MOKCOPYOiuHy i muknodochaminy He BIIHBaIO Ha papMaKOKiHETHKY
IaHUX JTiKapChKUX 3ac00iB.

Kaneuumabix. Kniniune gocmipxenHs I ¢asu, B SKOMY OLIHIOBABCS BIUIMB KanenuTabiHy Ha
(bapMakoKiHETHKY [OIeTaKCeNly Ta HaBIaKy, He BUSBUIIO Hi BIJIUBY KanenuTabiny Ha
(dhapmakokineTuky gonertakceny (C,,., Ta AUC), Hi BIIUBY AolLieTakceny Ha papMaKOKiHETUKY
BifmoBigHOTO MeTabomiTy kanenuTtabiny - 5’-DFUR (5’-me30kcu-5-GTopypuguny).



Llucnaamut. KiipeHc golieTakceny, 110 3aCTOCOBYBaBCs y KoMOiHallil 3 nucniaTtuHoM, 6yB
ofi0HUI 10 TOTO, IO CIIOCTEPIraBCcs IPU MOHOTeparii gouerakcemoM. apMaKOKiHETUYHUM
npoinb 1uCIIaTHHY, BBEIEeHOT0 oapa3y micns indys3ii goueTtakceny, € IOgiOHUM 10 TOTO, 110
CIIOCTepiraBcs IMPW MOHOTEPATil IUCIITaTHHOM.

LucnaamuH ma 5-¢mopypayua. KombGiHoBaHe 3aCTOCYBAHHS [OIETAKCENY, IIUCIIATUHY Ta 5-
dbTopypauuny y 12 naii€HTiB 3i CONgHUMYU MyXJIXHaMU He 3MiHIOBaNO (papMaKOKiHETHUKY KOTHOTO 3
OaHWX JTiKapChKUX 3aco0iB.

IIpedHizoH ma dekcamemasoH. BIIIUB IpefHi30HYy Ha (hapMaKOKiHETUKY [OIeTaKCey Iics
CTaHJapTHOI TpeMenuKallil JeKkcaMeTa30HOM BHBYaBCs Y 42 natieHTiB. He cmoctepiranocs
Oymb-sIKOTO BIUIMBY IIPEHI30HY Ha (hapMaKOKiHETUKY OOLleTaKCey.

KriniuHi xapaKTepUCTHKH.
Iloka3annus.

Pak moaouHoi 3aa03u. [lonieTakcen AMakca B KoMOiHaIlil 3 JOKCOPYOilMHOM Ta
iukodochaminom npru3HaAYEeHUH 71 afi IOBAaHTHOI Tepallil XBOpux 3:

. onepabebHUM PAKOM MOJIOYHOI 3271031 3 YpaXKeHHIM J1iM(pOoBY3iB;
. ornepabenbHUM PaKOM MOJIOUHOI 3a/103U 0e3 ypaxKeHHS 1iM(OBY3JIiB.

XBopuM 3 onepabenbHIM PaKOM MOJIOUHOI 3a103u 6e3 ypaxkeHHS IiMGOBY3JIiB aji IOBaHTHY Tepallio
OTPiOHO MPOBOAUTH, SIKIIO MAlliEHTH MigIAralTh XiMioTeparrii BillTOBIqHO M0 MPUNHSITHAX
MiKHapOJHUX KPUTEPIiB [/1s IEPBUHHOI Teparil paHHiX CTafil paKy MOJIOYHOI 3a/I03H.

HomeTtakcen Amakca B KoMOiHaIlil 3 JOKCOPYOilIMHOM NpU3HaYeHUH [J1S TiKyBaHHS MAI[iEHTIB 3
MiCIIeBOIIporpecyodyrM ab0 MeTaCTaTUYHUM PAKOM MOJIOYHOI 3a/I03H, SKi paHillle He OTPUMYBaIH
IIUTOTOKCUYHY Tepallil0 JaHOT0 3aXBOPIOBaHHS.

oueTakcen AMakca sIK MOHOTepaIlisl Ipr3HaYeHu [J1s TiKyBaHHS Ialli€HTiB 3
MiciieBonporpecyrouuM abo MeTaCTaTUYHUM PAKOM MOJIOYHOI 3aj103H Micysl HeeheKTUBHOI
IIMTOTOKCUYHOI Teparii, sKa BK/I04asa aHTPaUUKIIiH abo anKimyBaabHi 3aco0u.

HomeTtakcen AMakca B KoMOiHaIlil 3 TpacTy3yMaboM mpu3HAvYeHUM IS JIIKYBaHHS Malli€HTiB 3
MeTacTaTUYHAM PaKOM MOJIOYHOI 3a1034 3 MigBUIIEeHO0 eKcipecielo HER-2 nyxnMUMHHUMY KITiTHHAMY,
sKi paHillle He OflepXKyBaJIk XiMioTepallito 3 IPUBOAY MeTacTasiB.

HomeTtakcen Amakca B KoMOiHallil 3 KanenuTabiHoM mIpu3HaYeHui s JTiKyBaHHS MallieHTiB 3
MicIleBoIIporpecyiourM abo MeTacTaTUYHUM PaKOM MOJIOUHOI 3a/103U Iicjisg Hee(peKTUBHOI
IIMTOTOKCUYHOI XiMioTeparrii, ika BK/II04Yalia aHTPAUKITiH.

HeOpibHokaimuHHUl pak aezeHis. [loreTakcen AMakca Mpu3HavYeHuH OIS JTiKyBaHHS MAIli€HTIB 3



MiCIleBOIIporpecyodruM abo MeTacTaTUYHUM HepiOHOKIITUHHUM PaKOM JIeTeHiB micis HeeeKTUBHOI
xiMmioTeparmil.

IomeTtakcen AMakca B KoMOiHallil 3 IIUCIIIaTUHOM ITPU3HAYEHUN OJIs TiKyBaHHS IAlliEHTIB 3
HeomepabeTbHUM, MiCIIeBOIIPOTPeCcyYnM ab0 MeTaCTaTUYHUM HeIPiOHOKTITHHHUM PAKOM JIereHiB,
SIKIIO TIOIePeaHs XiMioTepalis 3 IPUBOAY LbOT0 CTaHy He IIPOBOAUIIACS.

Pak nepedmixyposoi 3a.103u. [loueTtakcen AMakca B KoMmOiHarii 3 mpemHi3oHOM ab0 IpegHi30I0HOM
IIOKa3aHUU [JId JTiKyBaHHS MMalliEHTiB 3 MeTaCTaTUYHUM, CTIMKKM [I0 KacTpallil pakoM IepeaMiXypoBol
3aJI03H.

HomeTtakcen Amakca y kKoMm0OiHallil 3 aHgporeH-IenpuBaliiHoi Tepamnieio (AIT), 3 mpenHizoHOM ab0
IpegHi30I0HOM UM 6e3 HUX, II0Ka3aHUM IJIs JIiIKyBaHHS Malli€HTiB i3 MeTaCTaTUYHUM
TOPMOHOYYT/IMBAM PakKoOM IIepeiMiXypoBol 3a103H.

AdeHokapuuHoma wayHKY. Jonetakcen AMakca B KoMOiHallii 3 HACIIIaTUHOM Ta 5-GTOpPypauuiomMm
IIpU3HAYEeHUU 714 JIIKyBaHHS MallieHTiB 3 MEeTaCTaTUYHOI0 aleHOKapLXHOMOIO LIIYHKY, BKIYal4u
aJleHOKapPIIMHOMY TacTpoe3odareanbHOrO0 BiffIiny, sSIKi MOMepeaHb0o He 0flepPKyBaJik XiMioTeparrito 3
IIPUBOLY MeTacTasiB.

Paxk 20s108u ma wui. [TouieTakcen AMakca B KoMOiHallil 3 HUCIIaTUHOM Ta 5-PpTopypaununioMm
IpHU3HAYeHUH [y iHAYKIIIKHOI Tepallii XBOPUX 3 MiCIIeBOIIPOrPECYI0UO0I0 MTOCKOKITiTUHHOIO
KapIMHOMOIO TOJIOBH Ta IIHI.

IIpomunoka3aHHs.

linep4yyTnuBiCTh A0 Aif040i pedoBHUHU ab0 [0 Oymb-sIKOI 3 JOTIOMiXKHUX PEYOBUH IIperapary.
Buxiguuii piBens HeiTpodinis <1500 kmitur/MM’. TaXKi mopymeHHEs QYHKII MediHKY (IUB. PO3MiNK
«OcobnuBoCTi 3acTocyBaHHS» Ta «Croci0 3acToCcyBaHHS Ta go3u»). Cllif BpaxoByBaTU TaKOXK
IIPOTUIIOKA3aHHS [IJIs 3aCTOCYBaHHS iHIIMX JTiKapChKUX 3ac00iB, sKi Mpu3HayaoThCs B KoMOiHaIlil 3
OOIIETaKCEIIOM.

Oco0.1uei 3axo0u 6e3nexu.

IToueTakcen AMakca € aHTHHEOIIIAaCTUYHOI PEUYOBUHOIO; 5K 1 3 iIHIIMMU MOTEHIIINHO TOKCUYHUMU
CIIOTyKaMH, CIIiT IPOSBIATH 00epexkHiCTh IPHU ITOBOMXKEHHI 3 ITperapaToM Ta MPUTOTYBaHHI PO3UUHY
goreTakcesny. PeKoMeHAYEThCS BUKOPHUCTOBYBATH PYKaBAUKM.

[Tpu moTpanasgHHI KOHIEHTPATY OOolleTaKCeNy, BiTHOBIEHOT0 PO3UKnHY ab0o pO34YuHy As iHQY3il Ha
IIKipy CJIif HeTalHO Ta PETEIbHO IPOMUTH ypaXKeHy HOiNSHKY BOAO0 3 MuaoM. [1pu moTpanisHHi
KOHIIEHTPATY [A0IeTaKCey, BiTHOBIEHOT0 po34uHy abo po3uuHy A iHdy3iit Ha c1u30Bi 0007I0HKH
CJIif HeraHO Ta PETEeJIbHO IPOMUTHU YpaXKeHy AUISHKY BOLOIO.

ITideomoska 0o BHyMpiwWHbOBEHHO20 B8€0€HH A

[IpyuroTyBaHHSA PO3YUH 115 iHdy3in

HE 3ACTOCOBYBATH ixmri mikapceKi 3aco0u, 110 MiCTSTh [IOI[eTAaKCes Ta CKIagalThCs 3 2 (IaKOHIB
(KOHIIEHTPAT Ta PO3YMHHUK), 3 TAHUM JIiKapChbKUM 3aco0oM. [oreTakces AMakca, KOHIIEHTPAT [



po3uuny mns iHdysii, HE IIOTPEBYE po3BeneHHsT pO3YMHHUKOM Ta Bipa3y IOTOBUM [JIST MOJaBaHHS
no iHdy3iitHOro po3unHy. KoxeH ¢hakoH Mpu3HadeHuH OIS ODHOPa30BOT0 BUKOPHUCTAHHS Ta
TIOBUHEH OyTH BUKOPUCTAHUM HeraiHo. AKIo ¢hrakoHu 30epiraroThCs Y X0IOOUIbHUKY, TIepe[
BUKOPUCTaHHSIM KOopoOKku 3 [orieTakcenoM AMaKkca, KOHIIEHTPATOM [AJIST PO3UMHY s iHDy3iH,
TIOBUHHI ITOCTOSITY MPOTSTOM 5 XBUIUH IIpu Temmepatypi 20-25 °C.

Ilnst omepzKaHHS [034, HEOOXiIHOI OIS OOHOTO TMallieHTa, MOXKe OyTH BUKOPHUCTAHO OifbIlle OOHOTO
dbmnakoHa mpemapary Jomerakcen AMakca. HeoOxifHy KinbKiCTh HolleTaKCENTy aCeITHYHO BUIYYalOTh
3a JOTIOMOTOI0 KajTibpoBaHOro mImpuila 3 royikoo 21 kanibpy. HeoOxigHuit 06’eM moleTakceny
TIOBUHEH OyTH BBEIEHUI 3a IOIIOMOT010 OfiHi€l iH'eK1ii (0gHe HaTUCKaHHS) B iHGY3iitHUM MilIok abo
IAmKy 250 M1, 0 MicTUTh 5 % po3uuH rioko3u abo 9 mr/mi (0,9 %) po3yrH XJIOPUAY HATPI0 I
ingysiii. fAkuio notpibHa Ko3a nepesuiye 190 Mr moreTakcemy, CJIifi BAKOPHUCTOBYBATH OiNbIINi
00’eM pimuHM O iHGY3ii, 11100 KOHIEHTpAIlis golieTakceny He mepesulnyBana 0,74 Mr/mi.
KonuBanpHUME pyxaMy IIepeMIMIyloTh BMICT iH(y3iiiHOr0 nakeTa 4u (aakoHa. [HQy3iHNN TaKeT i3
PO3UYMHOM MOBHHEH OyTH BUKOPHUCTAHUY MIPOTSATOM 8 TOOMH IIPU TeMrepaTypi Huxye 25 °C,
BKJ/IIOHAIOYHX OJIHY TOOMHY TPHBanoCTi iHPy3il. Xo4ya yac KOHTAKTy € [yxkKe KOPOTKUM, K 3an00iKHUM
3axifi peKOMeHOYIThCS BUKITIOYHO [IBX-TpyOKU Ta 3aco0u BBEOEHHS.

4k i Bci mapeHTepanbHi npenapaty, [Jomerakcen AMakca MoTpibHO BidyalbHO OTTISIHYTH IIEpef
BUKOpPUCTaHHSIM. Po3umHuy, 1110 MicTSTh 3a0pynHeHHS abo ocafi, Ciif yTummidyBaTu. byab-saKuii
HEBUKOPHUCTaHMUY IIpenapaT abo BiIXOAu MOBUHHI IPOXOAUTH YTUJIi3allilo BigIOBIIHO IO BUMOT
MICLIEBOTO 3aKOHOaBCTBa.

B3aemodia 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodili.

KinpkicTh CIUPTY, 110 MiCTUTHCSI B JAHOMY JIiKapChKOMY 3aco0i, MOzKe 3MIHUTH [it0 iHITIHMX
JiKapCchKuX 3aco0iB.

HocmimKeHHS in vitro IpogeMOHCTPYBaIH, 1110 MeTaboIi3M JoIeTakKCceny MoXe 3MiHIOBaTHUCh MTPU
OOHOYACHOMY BBe[IeHHI ITpemnaparTiB, sKi iHOYKYIOTh, IPUTHIYYIOTE a00 MeTaboJIi3yI0ThCS Mif Hi€0
muToxpoMy P450-3A (MOXYyTh IPUTHIUYBaTH (hepMEHT KOHKYPEHTHUM CITI0COO0M), TaKUX SIK
IIUKJIOCIIOPUH, KETOKOHA30J1, ePUTPOMILIMH. fK pe3ynbTar, HeoOXimHO 3 00epekHiCTIO TpU3HaYaTH
OfHOYaCHe JIiKyBaHHS LIMMHU IIperiapaTaMy, OCKiJIbKY iCHY€E TIOTEHI[iiHa MOXKJIUBICTh 3HAUYIIO1
B3a€EMOZil.

[Tpu 3acTocyBaHHi y KoMmbiHaliil 3 iHribiTopamu CYP3A4 yacToTa noOigyHUX peakilili Ha folieTaKce
MOXKe MiIBUIIUTUCH B Pe3Y/IbTaTi YIIOBiIbHEHHST MeTab0mi3aMy. I1py HEMOKITUBOCTI YHUKHEHHS
3acTocyBaHHS Yy KoMOiHalii 3 notyxHumu iHriditopamu CYP3A4 (TakuMuU K KETOKOHA30J,
iTpaKOHAa30J1, KIapUTPOMIlMH, iHIWHAaBip, Hega30I0H, Hell(iHaBip, pUTOHABIpP, CAaKBiHAaBIp,
TeJIiTPOMIIIMH i BOPHKOHA30J1) IOTPiOHO rapaHTyBaTU peTejibHe KIIiHiuHe crocTepexeHHs. [1if yac
3aCTOCyBaHHS MOTYXKHUX iHTi6iTOopiB CYP3A4 moLinbHO KOPUTYBATH 03y AOLieTaKCceny (OUB. PO3Min
«OcobmMBOCTI 3aCTOCYBaHHS»). Y papMaKOKiHETUYHOMY HOCiIKEHHi 3a y4acTio 7 MallieHTiB
OJHOYACHe BBEIEHHS JOIeTaKCely Ta MoTykHoro iHribitopa CYP3A4 KeTOKOHA301y IIPU3BETIO [0
3HAYHOTI'0 3HUXKEHHS KJIipeHCY fgoleTakceny Ha 49 %.

dapmMakOKiHETUYHI BIaCTUBOCTI OLIeTaKCey IPY HasIBHOCTI MPEIHI30HY AOCIiAXKYBaIUCh 3a Y4aCTIO
TAlliEHTIB 3 METAaCTaTUYHUM PaKOM IepeaMixypoBoi 3ano3u. [Jometakcesn metabomnizyerscst CYP3A4,
a IIpepHi3o0H, K BimoMo, iHaykKye CYP3A4. He cniocTepiranocs XKOQHOI'0 3HAUYYIIOTO BILJIUBY
IIpeHiI30HY Ha (hapMaKOKiHEeTUYHI TIOKa3HUKYU [OoLleTaKCeny.



IomeTtakcen AMakca IeMOHCTPY€E BUCOKHM PiBeHb 3B'I3yBaHHS 3 OiTKaMu Ia3Mu KpoBi (>95 %).
Xoya NOTeHLiVHa B3a€MOis JOoLeTaKCey in vivo 3 O0HOYaCHO NIPU3HaYEeHUMH JIiIKapCbKUMU
3acobamu hopMabHO He HOCTiAKyBajach, B3a€MOis in vitro 3 mpemnapaTaMy, SKi IeMOHCTPYIOTh
BHCOKMH CTYITIiHb 3B’sI3yBaHHS 3 OiIKaMM, TaKUMU SK ePUTPOMIlLIMH, gudeHTimpaMiH, MpoIpaHoior,
npomnadeHoH, GeHiToiH, caminunaTy, cyibdaMeToKCa30 i HaTpilo BalbIIpoaT, He BIJIMBaja
HeraTUBHO Ha 3B’43yBaHHA AolleTakcesy 3 Oinkamu. Kpim Toro, mekcaMeTa30H He BIIJIMBaB Ha
3B’s1I3yBaHH4 [olleTakceny 3 Oimkamu. JlolleTakCen He BIIMBAB Ha 3B’sI3yBaHHA 3 OinKaMu
OUTITOKCHUHY.

CymyTHE 3aCTOCYBaHHS IolLleTaKCely, JOKcopyOiluuy i nuknodochaminy He BIITHBAIO Ha
(bapMaKOKiHETHKY IIMX JTiKapchKuxX 3ac06iB. O6MexkeHi maHi, omepKaHi B HEKOHTPOJIEOBAHOMY
MOCTiIKEeHH], JaBaIyu 3MOTY IIPUIYCTUTH B3a€EMOZII0 MiX [OIleTaKCeIoM i KapOomnaTuaoM. [1pu
KoMOiHallii 3 moIeTakcesoM KilipeHc KapbOomiaTuHy 6yB npubau3Ho Ha 50 % OinbiivM 3a BETHYKUHH,
PO SIKi paHillle MOBiIOMIISANN NIPU 3aCTOCYBaHHI KapOonIaTuHy K MOHOTEpAIIii.

Oco06.1ueo0cmi 3acmocyeaHHsi.

[TamieHTaM i3 pakKOM MOJIOUHOI 3aJi03¥, HeOPiOHOKIITUHHIM PaKoM JiereHiB 3a BiiCyTHOCTI
IIPOTUIIOKA3aHb MOXKHA ITPOBOIUTH IIPEMENUKALIi0, SIKa IOISATa€ B IEPOPATbHOMY IMIPUMOMi
KOPTHKOCTEPOIiB, TAKUX SIK IeKcaMeTas30H, Y 0o3i 16 Mr Ha noOy (Hampuknaz, 8 Mr 2 pasu Ha moly)
IPOTATOM 3 [HIB, MOUYMHAIO4H 3a 1 IeHb OO0 BBEeIeHHS OOIeTaKCelNy, 10 MOXe 3MEHIIUTHA YaCTOTy
PO3BUTKY Ta BUPaXKEHICTh peakliil TinepyyTIUBOCTI. Y IallieHTiB i3 paKoM IIPOCTaTU IpeMeauKalis
IIPOBOJUTHLCS IIePOpaJIbHUM IIpelapaToM JeKcaMeTa30H y 7o3i 8 mr 3a 12 ropus, 3 rogusu Ta 1
TOOUHY [0 iHQYy3ii foueTakceny (ouB. po3gin «Crmocib 3acTocyBaHHS Ta HO3U»).

CeMaTosOriyHi 3MiHM IPU 3aCTOCYBaHHI NpenapaTy. HelTponeHis - HaOinbi momrpeHa mobivHa
peaxtiis mpu JIiKyBaHHi foleTakcenoM. HaltHuKuni piBeHb HEUTPOGIsIiB CIIOCTEPITaeTHCS B

cepegHLOMY Ha 7-U meHb TiKyBaHHS, ajle yac JOCSATHEHHS IiKa HeHTpomneHii Moxke 6yTy KOPOTIIUM Y
NallieHTiB, SKi paHille HEOGHOPa30BO OTPUMYBaIX KypCH IPOTUNYXIMHHOI Tepalil. YciM nauieHTam,
SIKi TPUUMAIOTh IOIIeTaKCesl, HeoOXigHO MPOBOIUTH PETEIbHUN MOHITOPUHT KaPTUHH ImepPuGePUIHOl
KpoBi. [TanlieATaM MOXKHa BiIHOB/IIOBATH JIIKYBaHHS OOLETAKCEJIOM Y CKJIa[i HOBOT'O LIUKILY
XiMioTepartil Nuiile micis TOTo, K KiMbKiCTh HEUTPOPisiB Micis 3aBepIleHHs I0NePegHbOro IUKITY
BimHOBHUTBCA [0 =1500 kimitun/MM° (guB. po3ain «Cmoci6 3aCTOCYBaHHS Ta JO3W»).

SAK110 Ha T JTiKyBaHHSA [0LIETAKCEJI0M PO3BUBAETHCS TSXKKa HeUTpomeHid (<500 KITiTUH/MM
npoTsaroM 7 gHIB i 6inbine), peKOMeHAYETLCS 3MEHIIUTH N03y IIpenapaTy B HaCTYITHOMY IUKJTi
ximioTeparii abo 3aCTOCyBaTH BigIIOBigHE CUMIITOMATAYHE JIiKyBaHHS (OuB. po3min «Cmocid
3aCTOCYBaHHS Ta JO3U»).

Y matieHTiB, 9Ki oTpuMyBanu KOMOiHOBaHYy Tepalliio JolleTaKCeloM, IUCIIJIaTUHOM Ta 5-
dropypauunom (TCF), hbebpunbHa HEUTPOIIEHiS Ta HEUTPONeHiuHi iHdeKii po3BUBaNKCS piflre,
SIKIII0 3aCTOCOBYBABCS TPaHy/IOLUTapHUN KOoNoHiecTuMymiolouuii paktop (I-KCP). INauienTu, ki
nikytoTbcs TCF, nisi 3HUKEHHST pU3UKY YCKIagHEHUX HEUTponeHin (heOpuibHOi HelTporeHil,
TPUBAJIOl HEUTPONEeHil a60 HEUTPOIEHIUHUX iH(EKIIiN) MaloTh OTpuMyBaTH npodinakTuyro I-KCO.
[MamienTu, ski mikytotbcsd TCF, moBuHHI nepeOyBaTH IIif TUILHUM HarnsgoM (ouB. po3minu «Crocio
3aCTOCYBaHHS Ta J03u» Ta «I100iuHi peakIrii»).

Y narienTiB, sIKi OTpUMYyBaIM TiKyBaHHS HolleTaKceloM y KoMOiHallil 3 JoKCcopyOiluHoM i
mukiopochamigom (TAC), pebpuibHa HEUTPOIIEeHis Ta/abo HeHTPONeHiYHa iH(EKIlisT BUHUKATIN
pigiie, SKIIO MalliEHTH TPOXOOUIIY MEPBUHHY NMPOodinakTUKy 3a gornomoroio [-KC®. VY maiieHTis, sKi



OTPUMYIOTE afi t0BaHTHY Teparito TAC 3 TpuBOAy paKy MOJIOYHOI 3271034, OOLITEHO PO3TISHYTH
MOXKIUBICTh epBUHHOI npodinakTuku [-KCO nna 3HUKEHHS PU3UKY YCKIIafHEHOl HeUTPOIeHil
(ebpunbHOI HEUTPOIIEHII, TPOJIOHTOBAHOI HEMUTPOIIEHIl Yu HeHTpomeHiuHoi iHdeknii). 3a cTaHOM
nalienTiB, sKi omepxkyoTh TAC, HeoOXiIHO peTeNnbHO CrocTepiratu (OuB. po3minu «Crocio
3aCTOCyBaHHS Ta [03u» Ta «I106iuHi peakIrii»).

Peakiiii 3 60Ky IIIYHKOBO-KUIIKOBOTO TPaKTy (IIIKT). PeKoMeHO0BaHO 3aCTOCOBYBATH 3 00€pEeXKHICTIO

nalieHTaM 3 HeUTpoIleHielo, 0COOIMBO 3a HasBHOCTI MigBUIIIEHOT0 PU3UKY yCKIIafHeHb 3 60Ky IIIKT.
Xoua GinbIIiCTh TAKMX BUIMAAKIB CIIOCTePiranacs IpoTsIroM Mmepiioro abo Apyroro MUKy XiMioTeparii
3 IOIIETAKCEJIOM, EHTEPOKOJIITH MOXKYTh PO3BUHYTHUCS V OyIb-IKHUN Yac Ta MOXKYTh ITPU3BECTH [I0
JIeTAJIbHOT'0 HACJIIKY BXKe B [IePIIUY AeHb [iC/Isd BUHUKHEHHS. 3a NallleHTaMU CIIifl yBaXHO
CIIOCTEepiraTH IOMI0 paHHIX 03HAK CEPHO3HUX BUIIANKIB raCTPOTOKCUYHOCTI (OUB. PO3MiNK
«Ocob6nuBOCTi 3acTocyBaHHS» (migpo3mdin «['emMaTonoriyHi 3MiHM IIPU 3aCTOCYBaHHI IpemnapaTy»),
«Crmocib 3acTocyBaHHS Ta fo3u» Ta «[100iyHi peakii»).

Peaxkiiii rinepuyTrnusocti. He0OXiTHO peTeIbHO CIIOCTEPIiraT 3a CTAHOM ITAIliEHTIB 11010
PO3BUTKY Peaklii TinepyyTInBOCTi, 0COOIMBO Iif Yac Mepioi Ta Apyroi indysii. Peaxiil
TimepyYyTIUBOCTI MOXKYTh BUHUKHYTHU B IEPII XBUNIUHY iHDY3il foLieTakCcemy, TOMy IIOBUHHI
OyTu mocTynHi 3acobu, HeoOXifHI Oy NTiKyBaHHS apTepialbHOI rinoTeH3il Ta 6poHX0CIa3My.
SKI10 pO3BUHYJIKCH TaKi JIETKi IPOSBU peakilil rinepuyTIUBOCTi, IK IOYEPBOHIHHSA 91
MiClleBi IIKipHi peakiiil, HeMa€e HeoOXigHOCTI y BifiMiHi mikyBaHHS. OfHaK TAXKKi peakiil,
HaIIpUKJIa[ BUPaXKeHa apTepiajbHa TilmoTeH3is, 6porxocna3M abo reHepasnizoBaHi
BHUCHUIIaHHsI/epuTeMa abo y OyxKe pigKiCHUX BUITafKaX IMOTEHINNHO JeTalbHa aHadinakcis,
BHMMaralTh HETaWHOT0 IPUNIMHEHHS BBEIEHHS 0lleTaKCeNy i Mpr3HauyeHHS BigIIOBigHOI
Teparil. He 03BONSETHCS TOBTOPHO 3aCTOCOBYBATH AOLETAKCEN NAIliEHTaM, Y IKUX
CIIOCTepiranach TSAXKKa peakllid rinepyyTIUBOCTI Ha Lieu Ipemnapart. [lalieHnTy, y SKux
paHillle cIiocTepiraaucs peakilil rimepuyTAXBOCTI 10 IaKJIiTaKCeNly, MaloTh PU3UK PO3BUTKY
peaxllili rinepuyTIUBOCTI 10 MOlIeTaKCey, BKITIoYaoyy OinbI TsSKKi mposiBu. Crin
MOHITOPUTH CTaH TaKMX IAI[iEHTIB Ha ITOYaTKY Tepallil JoIleTaKCEeJIOM.

Peakii 3 60Ky mikipu. Bynu BUagKyu pO3BUTKY J10KaJ1i30BaHOl €PUTEMH IIKipH KiHIIIBOK (Ha
MOJIOHSIX Ta IIiMOIIBAX CTOI), III0 CYIIPOBOAXKYBaacs HaOPSIKOM Ta IOaIbIIO0
JecKBaMalli€to emiTenito. [ToBIgOMIIAIOCS TaKOXK MPO BUMIAOKU TAXKKUX CUMIITOMIB,
HaMpPUKIa[ MOMMPEHUX IIKIPHUX BUCHAIIaHb 3 MOOAIbIIOK JeCKBaMalli€l0 emiTenito, IKi
00yMOBJTIOBaNK HEOOXiMHICTh TepeprUBaHHS MiKyBaHHS AolleTaKceIoM a0 MOBHOI BigMiHU
npenapaty (OuB. po3nin «Crocid 3aCTOCYBaHHS Ta [IO3U»).

[Tpu niKyBaHHI JolleTaKCeIoM MOBiTOMIISANIOCS PO TAXKKi MKipHi M0OiYHI peakil, Taki 9K CHUHAPOM
CriBeHca-[I:KOHCOHa, TOKCUYHUM elliflepMaJIbHUU HEKPOJIi3 Ta TOCTPUY reHepai30BaHUu
€K3eHTeMaTO3HUH MyCTynb03. [lalieHTiB ciig iHhopMyBaTH IIPO 03HAKU Ta CUMIITOMHU CEPHO3HUX
IIPOSIBIB Ha IIKipi Ta yBaXXKHO CJIIAKYBaTH 3a 1X CTaHOM. KO0 3'BASIOTHCS 03HAKU Ta CUMIITOMH, 110
CBig4aTh Ipo IIi peakilil, CNiJ PO3TIAHYTHA MOXKJIHUBICTh IPUNIMHEHHS IPAMOMY [OLleTaKCeny.

3aTpyMKa piguHu B opraHiaMi. HeoOximHO peTerbHO KOHTPOJIIOBATY CTaH IMAIiEHTIB 3 TIKKOIO
3aTPUMKOIO PIAVHU B OpraHi3Mi, HaIlpUKJIa[ y BUTJIAML [JIEBPAJIbHOT0 BUIIOTY, IEpUKAPIiaIbHOIO
BUTIOTY U aCLHUTY.

Pecmipatopsi po3nagu. [I0BiZOMIAIOCS IIPO BUIIAAKU TOCTPOTO PECIIIPaTOPHOI0 OUCTPEC-
CUHAPOMY, IHTEPCTHUIiaTbHOI THEBMOHI1/TTHEBMOHITY, iIHTEPCTHUIIaIbHOTO 3aXBOPIOBAHHS
nereHiB, Gpibpo3y mereHiB Ta gUXaabHOI HEOOCTATHOCTI, SIKi MOXKYTh OyTH JI€TaIbHUMHU. Y



[TAlll€HTIB, K1 OTPUMYBAJIX CYIIYTHIO IPOMEHEBY TEPAILilo, CIIOCTEPIraJuCcsa BUIAOKHU
IIPOMEHEBOT'0 ITHEBMOHITY.

[Tpy BUHUKHEHHI HOBUX JIET€HEBUX CUMIITOMIB a00 IMOCHJIEHH] BXKe iCHyI0UUX Heo0XigHO 3a0e3neyuTu
IUIBHUY HATJISM 3a MallieHTOM, HeBifKIagHe 00CTeXKEeHHS Ta HajleXKHe JIiKyBaHHs. [0 BCTAHOBJIEHHS
[iarHO3y Tepalriio JoIeTakCceIoM PeKOMEHIYEThCS MPUNMHUTH. PaHHE 3aCTOCYBaHHS 3aco0iB
MigTPHMYyBa/IbHOI Tepalil MOXKe AOIOMOI'TH IMOKPAIIATH CTaH naljieHTa. Ciif peTenbHO OLiHUTHI
KOPUCTB Bif] TIOHOBJIEHHS TepaIllii JoleTakCceIoM.

[NarmienTy 3 mopyieHHAME GVHKINI nedinky. [1amiedTy, y SKUX Ha T/ MOHOTEpaIil [oLleTaKCeIoM Y

103i 100 Mr/M® BU3HAYAIOTHCS MiOBHUIIEH] piBHi Tpancamina3z (AJIT i/abo ACT) 6inbine HiX y 1,5 pasu
nopiBHsiHO 3 BMH i nyHoi ¢ocdartasu 6inbire HixK y 2,5 pa3u nopiBHgHO 3 BMH, MatoTh 6inbin
BUCOKHM PU3UK PO3BUTKY TAKKHUX MOOIYHUX PeakKiliéi, TAKUX SK JIeTalIbHUN HACIIIOK V pPe3ybTaTi
TOKCHUYHOI [il IpenapaTy, B TOMY YKCIIi BHACIIOK CEIICHUCY Ta IIIYHKOBO-KUIIKOBOI KPOBOTEYi, a
TaK0X (ebpuIbHa HEUTPOIEHis, iHGeKIil, TPOMOOLKUTONEHIsT, CTOMATUT Ta acTeHisd. Y 3B’SI3Ky 3 IUM
PEeKOMeHI0BaHa f03a AOoLleTaKC ey [AJIs Malli€eHTiB 3 MigBUALIEHUMHU PiBHAMU MEYiHKOBUX (PEPMEHTIB
CTAQHOBUTH 75 MT/M’; piBeHb TeYiHKOBUX (epMeHTiB HeoOXifHO BU3HAYATH Ieper] II0YaTKOM
JiKyBaHHS Ta Iepef KOXKHAM HOBHMM LIMKJIOM XiMioTepamil (quB. po3min «Cmoci6 3acTocyBaHHS Ta
mo3u»). [ malieHTiB, ¥ SKUX CIOCTEPIraeThCs MigBUIIEHHS CHPOBATKOBOTO PiBHS Oinipy0iny
(>BMH) i/a6o AJIT i ACT 6inb Hix y 3,5 pa3u nopiBasiHO 3 BMH, 1110 CynpoBOIKy€ETHCS
IiBUIIIEHHAM PiBHS ykKHOI pocdaTtasu Oinblie HixX y 6 pa3is mopiBHsHO 3 BMH, 3MeHIIEHHS 103U
He PeKOMEHYETHCS, ajle JolleTaKCell B3araji He CIIifl 3aCTOCOBYBAaTH, SKILO HeMa€e HarajabHOl
moTpebH.

B omopHOMY KJTiHiYHOMY JOCIigKeHHi molleTakceny B KoMOiHallil 3 HUCIIaTHHOM i 5-pTopyparmnom
y TaIiEHTIB 3 afleHOKApLKXHOMOIO LIIYHKY ONHUM i3 KpUTEPiiB BUKIIIOUEHHS TallieHTiB Oynu
nigsueHi piBai AJIT i/abo ACT 6inbin HiX y 1,5 pa3u nopisasiHO 3 BMH, acorifioBanuMu 3
IiABUIIEHNMU PiBHAMU JTyXKHOI PocdaTasu - Ginblre HixXK y 2,5 pa3u nopiBEgHO 3 BMH Tta 6inipy0iny
- Oinbire BMH; BigmoBifgHO, [ TaKUX MAllieHTiB 3MEHIIEHHS 103U JOlleTaKCely He Moxke 6yTu
PEeKOMeH0BaHe, IIpenapaT B3arasli He CJIiJ 3aCTOCOBYBATH ILill KaTeropil MallieHTiB, AKIIO HeMae
HarajbHOI MOTpe6u. [JaHuX PO 3aCTOCYBAHHS JolleTakcenny Y KOMOiHOBaHiM Teparril mpy iHImMx
IIOKa3aHHSIX XBOPUM i3 mopyIIeHHIMHU (QYHKIIII TeYiHKY HEMAE.

[NanieHTH 3 MOpylIeHHAMU QYHKINI HUPOK. HeMae maHuX 11000 JIiKyBaHHS [0IIeTaKCEJIOM IalliEHTiB 3

TSKKUMU [TOPYIIEHHAMHU QYHKII HUPOK.

HepgBogra cucrema. PO3BUTOK TAKKOI NepudpepudHol HEUPOTOKCUYHOCTI MOTPebye 3HUKEHHS
mo3u (ouB. po3min «Crocid 3aCTOCYBaHHS Ta MO3U»).

Kapmiotokcuyna mis. CepiieBa HeOCTATHICTh CIIOCTEpIiraaach y NalieHTiB, K1 ofepkKyBasiu
moleTakcen y kom0iHatlii 3 TpacTy3ymaboM, ocobmuBo Mmicnst ximioTeparii, mo MicTuna
IIpenapaTy IPyNy aHTPaUXKIIiHiB (HOKCcOpyOiluH abo emipy0inuH). CeplieBa HEOOCTATHICTD
MoOKe OyTH ITOMipHOI0O ab0 TSKKOIO i acoIlil0oBaTHCh 3 BUCOKUM PHU3UKOM CMEPTI (OUB. PO3Min
«[Tob6iuHi peakirii»). AKIo € HeoOXimHICTh 3aCTOCOBYBATH HOIleTaKCcesN y KoMOiHaIlil 3
TpacTy3yMaboM, malieHTaM HeoOXigHO ITPOUTH 00CTEXKEHHS CEPIeBO-CYOUHHOI CUCTEMHU [I0
mo4aTky Teparii. Hamani HeoOXigHO MPOBOOUTH MOHITOPUHT (PYHKIIiM ceplld (HallpuKiaf,
KOXHi 3 Mics1li) oy BUSIBJIEHHS IAIli€HTIB, V SKUX MOXK€e PO3BUHYTHUCS CeplieBa OUCPYHKITiS.
Binbi getanbHa iHGoOpMalis MiCTUTHCS B iHCTPYKIIil TpacTy3ymaoy.

[ToBimomIsNIOCS PO NUTYHOYKOBI @apUTMil, BKII0YAl0YX IUIYHOUYKOBI Taxikapmil (iHoZ4i 3 neTarbHUMA
HaCJIiiKaMu) y NaLi€eHTiB, SKi TiKyBanucs KoMOiHOBaHOO Tepalli€eio OoleTakCeny 3 JOKCOpyOinuHoOM,



5-pTopyparnunom Ta/abo nuknopochamigom (muB. po3min «ITobiuHi peakiii»). PeKoMeHOYyEThCS
npoBoauTH 6a30BY KapAioNOTiuHy OLiHKY [0 MOYAaTKY JTiKyBaHHS.

Po3namy 3 60Ky opraHiB 30py. Y MallieHTiB, SKi OTpUMYBaJIX OOIETAKCEl, CIIOCTEPIralucs BUTagKU
Kicronogni6uoro Habpsky makynu (KHM). [Tauientam i3 nmopyueHHIME 30py HE0OXimHO 3pobuTtu
HeBifKIagHe Ta IoBHe odTanmbMosioriuHe o6cTexkeHHs. Y pasi giaruoctyBanus KHM HeoOximHO
BiIMIiHUTH HolleTaKces i po3noyaTu BifMoBigHe iKyBaHHSA (OUB. po3nin «[1o6iuHi peakmii»).

,ﬂpyre IIepBUHHE 3JI0SKiCHE HOBOYTBOPEHH. IToBigommsinocs IIPO BUIIaAKKW BUHUKHEHHS OPYIroro

TIEPBUHHOTO 3JI0SKiCHOT'0O HOBOYTBOPEHHS IIPU KOMOiHOBaHOMY 3aCTOCYBaHHi OIleTaKCeny 3
IPOTUNIYXJIMHHOIO TEPAIIi€lo, A K01 BifoMUM 3B’I30K 3 BUHUKHEHHSM JIPYTOTr0 IePBUHHOTO
3JI0IKICHOTO HOBOYTBOPEHHS. [Ipyre mepBUHHE 3I0IKICHE HOBOYTBOPEHHS (BK/II0YAI0UYM IOCTPUMN
Mi€JIOITHUY JTIENKO03, MIETOOUCIITIACTUYHUYN CUHIPOM Ta HEXOMIXKKIHCHKY TiMGOMY) MOKEe BUHUKHYTH
yepes KifbKa MicsA1iB abo pokiB micis niKyBaHHS i3 3aCTOCYBaHHSM AoreTakceny. Ciif mpoBORUTH
MOHITOPUHT CTaHy MNali€HTIB I[0J0 MOXKJIUBOTO PO3BUTKY APYTOr0 IEPBUHHOIO 3JI0AKICHOTO
HOBOYTBOpPeHHS (OuB. po3xin «[1o6iuHi peakii»).

CHHOPOM JIi3UCY NYXIKH. [ToBigOMIIAIOCS PO CUHAPOM JIi3UCYy MyXJIMH IIPU 3aCTOCYBaHHI
IoIleTaKCeNy Micys mepioro abo APyroro MUKy JiKyBaHHS (OUB. po3nin «[To6iuni peakiii»).
[TarmienTH, IKUM 3arpoKye CUHAPOM JIi3UCY MYXJIMHY (HalpUKIIaf NalieHTaM 3 MOpPyLIeHHIM QyHKIIi1
HUPOK, Tinepypukemieio, 00’eMHUMY MTyXJITMHAMM, IIBUOKUM IIPOTPECYBAHHSM) CIIif OyTH Imif
peTenbHUM KOHTpoeM. Kopekilisi 3HeBOgHEHHS Ta JIiKyBaHHS BUCOKOTO PiBHSI C€YOBOI KMCIOTH
PEKOMEHAYEThCA Ieper I0YaTKOM JIiKyBaHHS.

[m1mi 3acTepexennsi. KOHTpallenTHBHI 3aco0M HEOOXiMHO 3aCTOCOBYBATH SIK YOJIOBiKaM, TakK i
JXKIHKaM MPOTSTOM YChOT'0 IEePioAy JiKyBaHHS Ta AJIS YOJIOBIKIB IiCg IPUNUHEHHS Tepatnil

I11e IPOTATOM II0OHaWMeHIIe 6 MicAIliB (IUB. PO3Tin «3aCTOCyBaHHS Y Iepiof BariTHOCTI abo
TOAYyBaHHS I'PYATIO»).

Crig yHMKATH OOHOYACHOTO 3aCTOCYBaHHS folleTaKceny 3i cunbHUMH iHTibiTopamu CYP3A4, Takumu
SIK KETOKOHA30J1, iTpaKoHa30J1, KJTapUTPOMIIH, iHAWHaBip, Heda30moH, HendiHaBip, pUTOHABI,
CakBiHaBip, TeIITPOMILMH i BOPUKOHA307 (IUB. po3ain «B3aeMofis 3 iHIMUMU TiKapChKUMU 3acobaMu
Ta iHII BUOU B3a€EMOMINA»).

IomaTKOBi 3acTepezKeHHS IPU 3aCTOCYBaHHI B aJl IOBaHTHIM Tepalil paKy MOIOYHOI 3271031

YcknadoHeHa HelimponeHisA. [I714 TalieHTiB, y SKUX PO3BUBAETLCA YCKIagHEeHa HEUTPOIeHis (TpuBaia
He#TpomeHis, pebpunbHa HEUTPOMEHisa abo iHdeKIil), i po3TISHYTH HOIIBHICTE 3aCTOCYBaHHS -
KC® Ta 3MeHIIEHHS 03U [IolleTakceny (AuB. po3min «Crocib 3acTOCyBaHHS Ta JO3U»).

Peaxkuii 3 60Ky wayHK080-KuwKo8020 mpakmy. Taki CHMIITOMH, K Gifb ¥ JKMBOTi, YyTIUBICTE Ta
OomicHicTh XXKMBOTa IIPU Majblallii, raps4ka, giapes (Ha TJIi HelTpomeHii uu 6e3 Hel), MOXKYTh OyTH
PaHHIMM IIPOSIBaMM CEPHO3HOI racTPOiHTECTHHAIBHOI TOKCUYHOCTI i BUMaraloTh HeTaliHOTO
00CTeXKeHHS Ta JIiKyBaHHS.

3acmitiHa cepuyesa Hedocmamuicmy. CHif CcIIoCTepiraTé 3a CTaHOM TMAILEHTIB A/ BUSBICHHS
MOXKJIMBUX CUMIITOMIB 3aCTiltHOI cepiieBol HegocTaTHOCTI (3CH) mipm 4ac nmikyBaHHS i B mpo1ieci
MIOAAJIbIIOr0 CIIOCTEePekKeHHs. Bysio moKa3aHo, 1110 y IallieHTiB, SKi OTPUMYIOTh Tepallilo 3a CXeMOI0
TAC 3 npuBOay paKy MOJIOYHOI 321031 3 MeTacTa3aMH y TiMbaTHyHi By3/lH, IPOTSATOM IIEPIIOr0 POKY
icIs JIIKyBaHHS MiABUINYETHCSA PU3UK PO3BUTKY 3CH (muB. po3ginu «dapMaKoJIOriyHi BIaCTUBOCTI»
Ta «I1o0iuHi peakirii»).



[TauieHmu 3 memacmasamu 8 =4 nimpamuyni 8y3au. OCKIJIbKY TIepeBary, sKi CocTepiranucs y
TaIfieHTiB 3 MeTacTa3aMu y 4 i 6inbiie niMboBy3iB, He Oy/TM CTATUCTAYHO 3HAYYIIUMU OJIS
6e3penunuBHOI BuxkuBaHOCTI (BPB) Ta 3aranbpHoi BuKMBaHOCTI (3B), B ocTaToOuHOMY aHami3i
He OyJI0 TOBHOIO MipOI0 ITPOJIEMOHCTPOBAHO IMO3UTUBHE CIIiBBiIHOIIEHHS KOPUCTh/PU3UK
cxemu Teparmil TAC y TakuXx Mali€HTiB (QUB. po3ain «PapMaKOIOTiuHi BTaCTUBOCTI»).

ITauienmu aimHbo20 B8iKY. AHai3 maHuX 3 Oe3IeKU y NallieHTiB BikoM Bif 60 POKiB, IKi OTpuMyBasu
KoMOiHallif0 moreTakcesn KamneluTalil, ToKa3aB 30i/IbIIeHHS BUMAAKIB MMOOIYHUX SBUIL CTYIIECHS
BUPaXXeHOCTi 3-4, 0B’ A3aHUX 3 JIIKyBaHHSIM, CEPHO3HUX MOGIYHUX SBUIL, TIOB’I3aHUX 3 JTIKYBaHHSIM,
Ta PaHHLOI BiTMiHU IIpenapaTty yepe3 MoOiuHi sBUINA MOPIBHSIHO 3 MallieHTaMu BikoM 10 60 pokiB.

3acTepekeHHs IOJI0 3aCTOCYBaHHS IIif 9ac afi'l0BAaHTHOI Tepailil paKy MOJIOYHOI 3aJI03H.
IlaHi Mpo 3aCTOCYBaHHS [oIleTaKCeny B KoMOiHarii 3 JokcopyOilmHoM Ta 1uknodocdamigom ocobam
BikoM Bif 70 pPOKiB BiICYyTHI.

3acTepexKeHHS 100 3aCTOCYBaHHS TP KaCTPallilHO-pPe3UCTEHTHOMY PaKy IepeMiXypoBol
3ayo3u. [3 333 mallieHTiB, SKi OTPpUMYyBaJIU JOLeTaKCesl KOXKHI TPU TUXKHI y JOCHIAXKEHH] 3 BUBYEHHS
paKky nepegMixypoBoi 3ano03u, 209 namieHTiB 6ymu BikoM Bifm 65 pokiB, a 68 marieHTiB OyIu BiKOM Bif
75 pokiB. Cepe[ nalLi€HTIB, IKi OTPUMYBaJIX AOLETAKCESI KOXKHI TpU TUXKHI, I0B’43aHi 3 JIiIKyBaHHAM
3MiHHU Y HIITSX y IAI[i€HTIB BiKOM Bifi 65 poKiB peecTpyBanu Ha =10 % 4gacTie, HiXK ¥ MOJIOALIAX
nalieHTiB. 3yMOBIIeHi TiKyBaHHSIM BUIMIAAKU MiBUIIIEHHS TeMIepaTypH Tina, giapei, BigCyTHOCTI
aneTuUTy Ta nepudepnyHUX HaOPSIKiB BUHUKAJIM Y MAli€HTiB BiKOM Bif 75 pokiB Ha =10 % uacriie,
HiX y ITallleHTiB BIKOM [0 65 POKiB.

3acTepexkeHHs 00 3aCTOCYBaHHS IIPY TOPMOHOYYTIMBOMY paKy IepeaMixypoBoi 3amo3u. 13 545
Malli€HTiB, SKi OTPUMYyBaJIU JOLleTaKCeNl KOXKHi 3 TUXKHI B AOCHIAKEHHI TOPMOHOYYTIIUBOTO pPaKy
nepenMixyposoi 3anmo3u (STAMPEDE [CucTeMHa Tepartist Iporpecyodoro abo MeTacTaTUYHOT'0 PaKy
IIPOCTATH: OIliHKa e(peKTUBHOCTI NiKapchKux 3aco0iB]), 296 marrienTiB Oyu BikoM moHapn 65 PokKiB, a
48 nauieHTiB Oynu BiKoM Biff 75 poKiB. YV OinbIIOCTi mallieHTiB BikoM IIOHaA 65 pOKiB y rpymi
3aCTOCyBaHHS folleTaKcelny OyJid 3ape€eCcTpoBaHi peakilil rinepuyTIUBOCTI, HEUTPOIIEHis, aHeMid,
3aTpUMKa PiI¥HY B OpPraHi3Mi, 3aJUIlIKa Ta 3MiHa HIrTiB IOPIBHAHO 3 MallieHTaMu BiKOM [0 65 POKiB.
Kopse 3 1ux 30inbiieHb 4acToTH He Hocsario 10 % pisHulli y mopiBHSIHHI 3 KOHTPOJIBHOIO I'PYII00. Y
ITAIiEHTIB BIKOM Bifl 75 POKiB MOPIiBHIHO 3 MOJIOAIINMH ITalliEHTaMXA HEHTPOIIEHisI, aHeMis, Aiapes,
3apMIlKa Ta iH(peKIlisd BepXHixX AuXaJbHUX IUISXIB PeECTpyBalucs 4acTime (moHanuMene Ha 10 %
qacrTime).

3acTepeXeHHs LIOAN0 3aCTOCYBaHHA IIPU afleHOoKapuuHOoMI tyHKa. Cepen 300 marrieHTiB (221
MalliEHT y YaCTUHI gociimkeHHs B paMKax Il ¢pa3u i 79 nauieHTiB y 4aCTUHI JOCTiAKEeHHS B paMKax
IT dba3u kJiHIYHOTO BUBYEHHS IIperapary), SKi OTpUMyBaju AolleTaKceln y KoMOiHallil 3 HUCIIaTHHOM
i 5-pTopyparmnoM y mociifKeHHi 3 BUBYEHHS paky UUIyHKA, 74 nalieHTu Oynu BiKoM Bif 65 pokiB, a
4 manieHTH - BiKOM Bifl 75 poKiB. YacToTa BUHUKHEHHS CepPHO3HUX MOOIYHUX peakllii y MallieHTiB
cTapuIoro Biky OyJia BUIIOI0, HiXK y MalliEHTiB MOJIOAIIOTO BiKy. Y mamieHTiB BikoM Bif 65 pokiB Ha
=10 % yacrime, HiXK y MOJIOIIIMX Talli€EHTiB, BAHUKAIHU TakKi mobiuHi peakmii (ycix cTymeHiB
BHPAXKEHOCTI): B'SIJIiCTh, CTOMATHUT, HEUTpPONeHiuHa indexkuid. [Tpu 3acTocyBanHi komOinanii TCF crmipg
3a0e3MeYuTy peTeIbHUN HarJIA[ 3a IallieHTaMU JIITHBOTO BiKY.

3acTepexkeHHs IOI0 OOMOMiXKHUX peyoBuH. [lel mikapCchKui 3aciO MiCTUTh €TUIJIOBUM CIIHPT,
KiNIbKiCTb SKOT0 cTaHOBUTE 50 % 3aranbpHOro 06’emMy KoHueHTpaty, To0To 1o 0,395 r (0,5 M) Ha 1 Mn
JiKapchKOro 3aco0y; 3a KiNbKiCTi0 cIUPTY Iie eKBiBaseHTHO 10 My muBa abo 4 My BuHa. [IpenapaTt
IIKiAIMBUY O MAlli€eHTiB, SKi CTPaXkaalTh Ha alKOT0JIi3M.



Cnipm OpaTu o yBaru BMICT CIIMPTY y IIpenaparTi y pa3i Ipu3HauyeHHs M0T0 BaTiTHUM XKiHKaM
abo XiHKaM, SKi TOOyIOTh TPYAMI0, @ TAKOXK MiTSIM i JOPOC/IUM TallieHTaM 3 TPYIl BUCOKOTO
PU3UKY, HAlIPUKJIa[ MallieHTaM i3 3aXBOPIOBaHHAMU IeUiHKY abo eminernciero. Heobxinto
BPAxXOByBATH MOKJIUBUY BILJIUB IIpemnapaTy Ha HEeHTPAJIbHy HEPBOBY CUCTEMY.

KinbkicTh CIUPTY, II0 MiCTATHCS y aHOMY JTiKapChKOMY 3aco0i, MOxKe BIIJIUBAaTH Ha e(eKTUBHICTh
iHIMMX NMiKapCchKUX 3ac00iB Ta Ha 3MaTHICTh KePyBaTU aBTOTPAHCIIOPTOM Ta IIPAallOBaTH 3 iHIIUMU
MeXaHi3MaMu.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHH0O 2py001o.

Baeimuicmpb. JaHux nIpo 3aCTOCYyBaHHS OOLleTAKCeJly BariTHUM XiHKaM HeMae. B ekcriepuMeHTax Ha
TBapUHAX JOLeTaKCel BUSBIAB eMOPIOTOKCUYHUY Ta PEeTOTOKCUYHUY BIIJIUB; KPiM TOTO, Y MallOKiB
3aCTOCYBaHHS IIpenapaTty IPU3BeJIo N0 3HUXKEHHS QepTUNBbHOCTI. [JoneTakcen MOXKe 3aloniiTu
IIKOAY IIJIOAY IIPY 3aCTOCYBaHHI BariTHUM XKiHKaM, TOMY IIpelapaT He CJIi IPU3HadyaTyu XiHKaM y
1epiof BariTHOCTI, 3a BUHATKOM BUIIafIKiB, KOJIM iCHy€ HaraibHa moTpeda. 2KiHkaM penponyKTHBHOTO
BiKy, fKi OepXKyI0Th JOIeTaKCesl, peKOMEeHIOBAHO 3amnodiraTy BariTHOCTI, a y pa3i 1l BUHUKHEHHS
CJIif HeTraWHO IIOBINOMUTH JIiKaps.

EdekTrBHI METOIM KOHTpPAIIEMNITil HeoOXiqTHO BUKOPUCTOBYBATH MPOTITOM YChOT'0 IePiofy JiKyBaHHS.

®epmusabHicmb. Y TIpolieci HOKIIHIYHUX JOCIiAXKEeHb NolleTaKCell YUHUB TeHOTOKCUYHY [i10 1 BIIJIMBaB
Ha GEepPTUNLHICTh JOCTiIfHUX TBAPUH-CaMIIiB. TaKUM YMHOM, YOJIOBiKaM, SKi OTPUMYIOTh [OLIeTaKCeI,
PEKOMEH[IYEThCS 3aCTOCOBYBATH HaJlexKHi 3aco0M KOHTpALETIlii TPOTATOM Iepioay MiKyBaHHS i
BIIPOAOBXK 6 MiCSAIIIB MiCJIg 3aBepILIEHHS JIiKyBaHHS Ta PO3TJISIHYTHA MOXKJIMBICTh KOHCEPBAIlil ClIepMHU
Ieper No4aTKOM JIIKyBaHHS.

T'odysanHs 2pyddi. [lo1eTakcer € ninodinbHoo cyOCTaHINED, OMHAK HEBIOMO, YU TPOHUKAE
BiH y rpygHe MO0KO. Yepe3 MOXKIUBHY PO3BUTOK MOGIYHUX peakiliii y HeMOBIST HEOOXiTHO
NPUNMHUATY FONYBaHHS IPYLAI0 Mif Yac Teparii oueTaKkCceloM.

30amuicmb 8niusamu Ha weudKicmb peakyii npu KepysaHHi aamompaHcnopmom abo iHwumu
MexaHi3mamu.

IocmimXeHHs 100 BIIMBY Ha 3MaTHICTh KEPYBAaTH TPAHCIOPTHUMHU 3aC00aMM Ta BUKOPUCTOBYBATU
iHIII MexaHi3MU He TPOBOAUIHUCE. KiTbKICTh CIIUPTY, 110 MICTUTHCS B AOLIETAKCEi, MOXe
IIOPYIIyBaTU 3[4aTHICTH MallieHTiB KEPyBaTHA aBTOTPAHCIIOPTOM Ta IIpalfoBaTy 3 IHIIUMHU MeXaHi3MaMi
(ouB. po3minu «Oco6auBOCTI 3acTOCyBaHHSI» Ta «I100iuHi peakirii»). TakuM YMHOM, IALi€HTIB CIIix
TIOTIEPEUTH TIPO MOTEHIIIHUY BIIJIUB BMICTY CIIUPTY B TiKapchKoMYy 3aco0i Ta mobiunux edekTis
IILOTO JTIKAPCHKOTO 3ac00y Ha 3JaTHICTh KePyBaTH aBTOTPAHCIIOPTOM abo iHIMMMU MeXaHi3MaMHu, a
TAKOXK HE PEKOMEHIyBaTH IM KEPyBaTH aBTOTPAHCIOPTOM a0o0 iHIIMMHM MeXaHi3MaMu, SKIIO0 B HUX
BUHUKAIOTH 11i MOOiYHi peakuii mig yac nikyBaHHS.

Cnocid 3acmocyeaHHsi ma do3u.

3acTocyBaHHS [I0IleTaKCely TOBUHHO 00MeKYyBaTUCS BifiineHHSIMH, 110 CIIelliasi3yloThCs Ha



IIMTOTOKCUYHIM XiMioTepalrii, i MpOBOAUTHCS BUKIIIOYHO IIif HATJISIOOM JTiKaps, SKUM Ma€ OOCBif
3aCTOCYBaHHS IIPOTUPAKOBOI XiMioTeparmii (muB. po3min «OcobnuBi 3axoau Oe3meKun»).

PexomennoBaHi mo3u. [Ipu niKyBaHHI paKy MOJIOYHOI 3a71034, HEIPiOHOKIIITUHHOTO PaKy JIETEHIB,
paky IUIYHKY, paKy rOJI0BH Ta IIKXI MOXKHa 3aCTOCOBYBATH (SKILO He MPOTUIIOKA3aH0) TpeMeuKalliio
KOPTHKOCTEPOImaM¥u [IJis IepOPaIbHOTO 3aCTOCYBaHHS, TAKUMHU SIK leKcaMeTa30H 16 Mr Ha mo0y
(Hampuknan, 8 Mr 2 pa3u Ha f00y) IpoTsAroM 3 [OHIB; Mepilla [03a BBOAUTHCS 3a 1 IeHb 10 IepIIoro
BBe[IeHHS [lolleTakceny (AuB. po3nin «OcobIUBOCTI 3aCTOCYBAHHSI»).

[l miKyBaHHSI METaCTaTUYHOT0 KaCTPaLliiHO-PE3UCTEHTHOTO PaKy IepeaMiXypoBol 3a103H,
BPaxoOBYIOUM OOHOYACHEe 3aCTOCYBaHHS IIPegHi30HY a0o NMpeHi30I0Hy, peKOMeHIOBaHUM PEXUM
IpeMefuKallil oJArae y nepopajbHOMY 3aCTOCYBaHHI lekcaMeTa30Hy 8 Mr 3a 12 rogus, 3 ronuHM Ta
1 roguny mo movaTKy mnepimoi indy3ii momerakceny (muB. po3min «Oco6IUBOCTI 3aCTOCYBAHHS»).

[Tpu miKyBaHHI METACTaTUYHOTO TOPMOHOUYYTIIMBOI0 PaKy IePeIMiXypoBoi 3a/1031, peKOMEHIOBAaHUM
pexXuM IpeMeuKallil mepopajbHUM OeKCaMeTa30HOM, He3aleKHO Bil 0O0HOYACHOTO 3aCTOCYBaHHS
IIPEeOHI30HY YU IIPEeAHI30JI0Hy, Ma€ BKIII0YaTH MPUKXOM 8 MT Iipenaparty 3a 12 ropus, 3a 3 TOOUHU Ta
3a 1 roguny 1o iHQy3ii moretakceny (auB. po3min «OcoONMMBOCTI 3aCTOCYBAHHS»).

[I71s1 3MeHIIeHHs PU3UKY TeMaTOJIOTiYHUX IIPOSBiB TOKCHUYHOCTI 0ILleTaKCeny MOXKHa MPoQiTaKTUUYHO
npuiimatu ['-KCO. [Touetakcen AMakca BBOOUTHCS iH(Y3iiHO MPOTAroM 1 TOOUHU KOXKHI 3 TUXKHI.

Pak Mono4Hoi 3amo3u. [Ipu afi’'toBaHTHIN Teparrii onepabeTbHOT0 PaKy MOJIOYHOI 341031 3
ypaXKeHHAM NiMpaTUUYHUX BY3JIiB Ta 663 HHOI'0 peKOMEHJ0BaHa [103a JolleTaKCelly CTAHOBUTD 75
MT/M’, 110 BBOOUTHCS depes 1 TOIOUHY IIiC/IsT 3aCTOCYBaHHS JoKcopyOinuny (50 MT/M%) Ta
ukinodocdaminy (500 Mr/M°) KoxHi 3 THXHi npoTsaroM 6 nukiis (cxema TAC) (quB. mimpo3ain
«Kopexis [o3u mif 4ac JiKyBaHHS»).

I miKyBaHHS TAIliEHTIB 3 MiCI[eBOIIPOrpecyioyrM abo MeTacTaTUYHUM PAKOM MOJIOUHOI 3a/1031
peKoMeHJoBaHa fi03a AolieTaKCceny [Jig MOHOTeparil ctaHoBuUTh 100 Mr/M’. SIK Tepamiio mepruoi JiHii
mouetakcen 75 mr/m* 3aCTOCOBYIOTh y KoMOiHarlil 3 gokcopyOinuaoM (50 MT/M°).

IloleTakcen 3aCTOCOBYIOTh KOXHIi 3 TUXKHI ¥ peKOMeHoBaHi# 1o3i 100 MT/M y KoMmbiHaIril 3
TpacTy3ymaboM, KU Tpu3HayvaloTh MIOTUXKHS. B 0TOpHOMY KITiHIYHOMY JOCifZKEHHi folleTaKCceny
mepiiia iHdy3ig po3nounHanach HaCTYIIHOTO [HS ITiC/Is BBEIEHHS MEPIIoi 403U TpacTy3yMaby. Y pasi
SIKIIIO TIAIIiEHT HoOpe MepeHic momepeaHio o3y TPacTy3yMaly, HaCTYIHI 03U [0IeTaKCeny
BBOJIUJIMCH HETaWHO IIiCyIs 3aBepileHHs iHPy3ii TpacTy3ymady. s ogepkaHHs iHdopMallil Ipo
MO3yBaHHS Ta BBEOEHHS TpacTy3ymMaly AUBIThCA «3aranbHy XapaKTEPUCTUKY JIiKAPChKOTO 3aco0y»
TpacTty3ymaby.

Y xoMmb6inarriil 3 KanenuTabiHOM HolleTaKCel 3aCTOCOBYIOTh ¥ PEKOMEHIOBaHil mo3i 75 MT/M* KOXKHi 3
TUXKHI; KaneuuTabiH npu 1boMy BBOASATH y [03i 1250 mr/M* 2 pas3u Ha o0y (He mi3Himte HixXK yepe3 30
XB TIiCJIS BXKMBAHHS 1Ki) MPOTSIToM 2 THUXKHIB 3 ITOAAJBIIO0 OTHOTUXKHEBOIO IIepepBoio. [Iiis
BM3HAYEHHS 03U KarneluTaOiHy BiMOBIIHO [0 IO TOBEPXHi Tisla MOTPiOHO 3BEPHYTHUCS [0
«3arajpHOi XapaKTepHUCTHUKY JTIKapChKOro 3acoby» KamenuTadiny.

HenpiGHOKMITUHHNY pak nereHiB. [Ipy miKyBaHHI NallieHTiB 3 HEAPIOHOKIIITUHHUM PaKOM JIETeHiB, SKi
paHillle He OTPUMYBaJIX XiMioTepariio, peKOMeHI0BaHa [03a 0IeTaKCely CTaHOBUTE 75 Mr/M’,
ofpa3y IiC/Is 90ro BBOMUTHCA MUCIIATUH (75 Mr/M”) npotsarom 30-60 xB. 74 TiKyBaHHS NAIi€HTIB, y
SKWX paHille xiMioTeparisa npenapaTaMyi Ha OCHOBI IJIaTUHU BUSIBUJIACS HEYCIIIIIHO,
PeKoMeHj0BaHa MOHOTepalisa AoueTakCcejaoM y 1031 75 Mr/M.



Pak npoctaTtu

MemacmamuyHull kacmpauitiHo-pe3ucmeHmHull pak nepedmMixyposoi 3a.s103u. PekoMeHoBaHa 003a
MoIleTaKCeIy CTaHOBUTE 75 Mr/M’. TIpH 1boMy Ge3nepepBHIM KypCOM IPU3HAYAIOTh TAKOX
npegHi3oH a00 mMpegHi30IoH 5 MT 2 pa3u Ha go0y mepopanbHo (guB. po3min «PapMakoguHaAMiKa»).

MemacmamuuHull 20pMOHOYymMAUBUlU pak nepedmixypoeoi 3a.103u. PeKoMeHI0BaHa 03a
OLleTAKCeNTy CTAHOBUTh 75 MI/M’ KOXKHI 3 THXKHI IPOTAroM 6 mukis. [IpenHi3oH aGo IpenHi30noH
MOXKYTh IpUMMaTHUCS 6€3MEePEPBHO 110 5 MT' IEPOPaIbHO 2 pa3u Ha #oly.

AneHoKapI@HOMA IIIYHKY. PeKoMeH0BaHa 03a HOLEeTaKCely CTAHOBUTD 75 MI/M’, 110 BBOOUTHCS
iHQY3iliHO poTATrOM 1 TOMUHY, HiCIA [OT0 BBOAATE MUCIUIATHH y [03i 75 Mr/M° iHdy3iitHO TPOTATOM
1-3 ropun (o6uOBa MpenapaTy TPU3HAYAIOTE TibKY B 1-# IeHb), HETANHO ITiC/Is 3aKiHUeHHS
BBe[IeHHs IUCIUIATHHY HOYMHAITE iHQy3i 5-gpropypamuny (750 Mr/M’ Ha go0y), Ky IPOAOBKYIOTh
6e3nepepBHO MPOTATOM 5 [1i0. JIiKyBaHHS IIOBTOPIOIOTh KOXKHi 3 TvXHi. [TamieHTaM HeoOXifmHO
IIPOBOAUTY IIPpEMeMKAIlil0 aHTHeMEeTUUHUMY (IIPOTHO/MI0BaIbHUMHU) 3ac00aMy Ta BifMOBioHY
rigparatiio (BXKKWBaHHS AOCTATHHOI KiTbKOCTI PiAMHM) Ha TIi BBeOEHHS HUCIIaTUHY. [IpodinakTuyHO
HeoOXxigHo npu3HavaTu [-KCO® [t 3HUKEHHS PU3UKY PO3BUTKY T€MATONIOTiYHUX ITPOSIBIB
TOKCUYHOCTI (OuB. migpo3ain «Kopekuis qo3u mif 4ac JIiKyBaHHS»).

Paxk romoBu Ta mmwi. [TanieHTamM HeoOXigHO TPOBOOUTH IPEMENUKALII0 aHTUEMETUUHUMHU
IpernapaTaMy Ta BigIOBiAHY rigpaTatio (0o Ta Iic/is BBeJeHHS IUCILIATUHY). [I7151 3MeHIIIeHHS
PHU3UKY reMaTOJIOTiYHUX MIPOSBiB TOKCUYHOCTI XiMioTeparil MoXKHa IPoQinakTUYHO MpUUMaTH [ -
KC®. Ycim nauiesTaM, SKi OTpUMyBaJI JIIKyBaHHS [OLIETAKCEJIOM, Y IPOLieCi JOCTIIAXKEeHb Y CKIIafi
rpymn TAX 323 Ta TAX 324 npodinakTU4HO BBOAUIN aHTHOIOTHUKH.

. [apyKIifiHa XiMioTepalis 3 MoAanblIo IpoMeHeBoio Teparmielo (TAX 323). g iHAyKLUikHOTO
JiKyBaHHS HeomnepalelbHOI MiCIIeBOIIPOTPeCy0Y0l CKBaMO3HOKIITUHHOI IIJIOCKOKITITHHHOI
KapruHomu rojoBu Ta mui (CKKI'II) pekoMeH0BaHa [03a JOLleTaKCely CTAHOBUThH 75 MT/M’, 1110
BBOOUTHCS iHQY3iHO MPOTATOM 1 TOOUHY 3 ITOAAJIbIINM BBEJEeHHSIM y IEPIUINY JeHb IUCIIIaTUHY B
mo3i 75 mr/m” mpotsiroM 1-3 romus, 0fipa3y Iicjs 40ro BBOAATH S5-hTOpypauun y mo3i 750 MT/M* Ha
noOy unsxom 6e3mepepBHOI iHPy3ii mpoTarom 5 gHiB. 110 cxemy JiKyBaHHS IIOBTOPIOIOTh
KOXHi 3 TuXkHi mpotsarom 4 mukimiB. ITicns ximioTeparmii marjieaTaMm HeoOXigHO TPU3HAYUTHU
IIPOMEHEBY Teparli.

. [HayKUiliHa XiMioTepalis 3 IoAasbIlIo XiMiompoMeHeBow Teparmieto (TAX 324). [Ins
inmykmiiiHoi XiMioTepamii mictieBonporpecyiodoi CKKI'II (TexHiuHO HEpe3eKTaOeabHOi, 3 HU3bKOIO
iMOBIpHiCTIO TPOBeMIeHHS XipypPriuHOro JIiKyBaHHS a00 HeoOXimHICTIO 3aCTOCYBaHHS
oprano30epiraio4oro migxony) peKoMeH0BaHa 403a [0LeTaKCeay CTaHOBUTE 75 MT/M’, 10 BBOTUTHCS
ingysiitHo mpoTsarom 1 roguHy; ogpasy micis iHdy3il monetakceny B 1-i feHb BBOASATH LUCIIATUH Y
no3i 100 mr/m’ ingysiiino nporsrom 0,5-3 roguH 3 HACTYIHOK Ge3IepepBHOIO iHdy3iew, 3 1-ro mo 4-
i meHb 5-propypauuny B go3i 1000 mr/m’ Ha go6y. JaHy cXeMy JiKyBaHHS MOBTOPIOITH KOXHI 3
TUXKHI TpoTarom 3 uukiis. [Ticns ximioTepanii nmartienTaM He0OXiIHO IPU3HAYUTH XiMiopafioTeparito.
II71s1 KOpeKIIil mo3 IUCIITIaTUHY Ta 5-PpTopypaliuiny HeoOXimHO IUBUTUCS BiAMOBigHI iHCTPYKIIl.

Kopexiiig 1o3u mig yac AiKyBaHHS

3azanvHi npuHyunu. JomeTtakcen AMakca HeoOXiHO ITpU3HAYaTH TiNMbKY IIPU PiBHI HEUTPODisiB
=>1500 knitun/mm’. [TaliedTaM, y SKUX Ha TJIi Tepailil goleTakcenoM abo po3BUBAETHCS peOpuIbHa
HeMTpOIeHis, a0 KibKicTh HeHTpodiniB cTanoBuTh <500 KIiTHH/MM® IPOTAroM Gimbme 1 THXKHS,
a00 BUHMKAIOTh I'OCTPI TSIXKKi UM MTOCTYIIOBO HApOCTa0Ui KyMy/IsITUBHI peakilil 3 60Ky ImKipu, abo



3HAYHO BUpaXkeHa nepudepiiiHa HelpomarTis, J03y AoleTakcely Cif 3MeHmuTH 3i 100 go 75 mr/m’
i/a6o 3i 75 mo 60 mMr/m°. dxImo nomiOHi peakliil cocTepiralTeCA i Ha TIIi IpUioMy go3u 60 Mr/m’,
TiKyBaHHS HEOOXIIHO MPUITUHUTH.

A0Q’r08aHmHa mepanis paky Moao4Hoi 3an03u. [I71s1 TALI€EHTIB, AKi OTPUMYIOTH af] FOBAHTHY
Tepallilo JoreTakcenoM, fokcopyOinmuoM i nukmopochaminom (cxema TAC), ciif 3BaXKUTU
Ha [OLIIbHICTh IePBUHHOI IPodinakTuKu 3a gomoMoroio [-KC®. [TamienTam, SKi MaioTh
(beOpunbHy HEUTPOIIEHiI0 Ta/abo HEUTPOIeHIYHY iH(EeKIIii0, He0OXiIHO 3HU3UTHU HO3Y
moreTakceny o 60 Mr/M’° B yCix HaCTYIHHUX IUKIax (AUB. po3ninu «Oco6IuBOCTi
3acTocyBaHHS» Ta «[106i4yHi peakirii»). 171 MallieHTiB, SKi MalOTh CTOMATUT 3 ab0 4 CcTymeHs
TSKKOCTI, 103y IIOTPiOGHO 3HU3UTH A0 60 Mr/Mm’.

Y kombiHauii 3 yucnaamuHom. IlatienTam, sIKi ofilepKyBaIu II0YaTKOBY 103y AolleTakceny 75 MT/M y
KoMOiHaIlil 3 IUCIIaTUHOM i B SIKMX HaWHUKYUYM PiBEHB KiTbKOCTi TPOMOOITUTIB IIPOTSTOM
TnonepeHix Kypcis Teparil cTaHoBuB <25000 KIiTuH/MM’, @ TAKOXK MaIlieHTaM, SKi MalTh GeOpUILHY
HEeUTPOIEHi0, a0 MmalieHTaM 3 TSXKKUMH IIPOsSIBAMHU HETeMaTOJIOTiYHOI TOKCUYHOCTI 103y
moleTaKCesy M Yac MOoOasbIInX KypciB xiMioTeparii moTpi6HO 3MEHIIUTH 00 65 mr/m?. Tns KOPEKIIil
103 IUCIIJIATUHY HEOOXiMHO AUBUTHUCS IHCTPYKILIO IUCIJIAaTUHY .

Y kombiHauii 3 kaneyumabiHom. [ KOPeKIIii 103 KaneuuTabiHy HeoOXiqHO OUBUTHCS iHCTPYKIIiIO
KarmernuTa0iny.

. [MamieHTaM, y SKMX BIepIe PO3BUHYJIACh TOKCUYHICTh II cTymeHs, 110 30epiraeThcst oo
HACTYITHOTO ITUKITY JIiKyBaHHS JolleTakceoM/KanenuTabinoM, HeoOXiqHO BiTK/IaCcTH JTiKyBaHHS 10
3MeHIIeHHSI TOKCUYHOCTI 0 0-I cTymneHs, a mOTiM MOHOBUTH i3 3acTocyBaHHAM 100 % moyaTkoBOl
OO03H IIperaparis.

. [MamieHTaM i3 mposiBamMu TOKCHYHOCTI II cTymeHs Bopyre abo 3 mepIimuM BUSBIEHHIM
TOKCUYHOCTI III cTyneHs B 6yAb-KKAY Yac IPOTITOM LUKITY JIiKyBaHHS HEOOXimHO BiKIacTH
JIIKYBaHHS 10 3MEHIIIEeHHS TOKCUYHOCTI 10 0-I CTyneHs, MOTiM BiTHOBUTH JIIKYBaHHS JOLETAKCEJIOM Y
1o3i 55 mr/m’.

. [Tpu Oyab-IKUX MOAaIbIINX MIPOsSBaX TOKCUYHOCTI ab0 Py TOKCUYHOCTI IV cTymeHs: HeoOXigHO
IIPUIIMHUTY BBE[EHHS NOLleTaKCey.

Ins Kopekiiil mo3u TpacTy3yMaby HeoOXiqHO AUBUTHCS iHCTPYKIIIO TpacTy3yMaoy.

Y kombiHauii 3 yucnaamuHom ma 5-¢pmopypauusiom. LKIO, He3BaXKal4du Ha 3aCTOCyBaHHA [-
KC®, criocrepiraeTrscst pebpuiibHa HEUTPOIIEHis, IPOJIOHTOBaHa HeUTpoIeHis abo 1oB’si3aHa
3 HEUTPOTEeHi€0 iH(eKis, 403y HolleTakceTy HeoOXimHO 3MeHIuUTH 3i 75 0o 60 MT/M°, [Tpu
TIOJaJIbLIi} T0SIBi BUMIAKiB YCKIIaiHEHOI HENUTPOIIEeHil 103y AolieTaKcenny HeoOXimHO
3MeHIuTH 3i 60 1o 45 mMr/m°. ¥V pasi TpoMmOonuToneHil IV cTyneHs TSXKKOCTi 03y
IoleTakceny HeoOXigHO 3MeHIIUTH 3i 75 go 60 mr/m’. TlamieHTaM He CIIif IpU3HAYaTH HOAAIbII
IIMKJIY Tepallil IoIleTaKCeIoM I0TH, DOKU PiBeHb HEUTPODiNiB He BimHOBUTHCS 0o >1500 KJTiTHH/MM’,
a KinmbKicTh TpOMOOIUTIB mocsarHe piBHS >100000 KTiTHH/MM®. K10 CUMIITOME TOKCUYHOCTI
30epiraloThCs, JTiKyBaHHS HEOOXimHO TPUNUHUTH (OUB. po3in «OcoBIMBOCTI 3aCTOCYBAHHS»).

Tabnuis 1

Kopex1is pekoMeHI0BaHUX [03 y pPa3i IPosBIB TOKCUYHOCTI Y MAIi€HTIB, AKi OTPUMYIOTh [JOLIETaKCel
y KoMOiHallii 3 nucIIaTuHOM Ta 5-propypauuiom (5-OY)



[IposiBY TOKCAYHOCTI Kopexkuis no3

Hiapes III ctynens TsaxkocTi [lepmui enizon: 3Hu3uTU 703y 5-OY Ha 20 %. [Ipyruii emison:
3HU3UTU [03y AoueTtakceny Ha 20 %.

Hiapes IV ctynens TaxkkocTi [Iepmuit eni3on: 3HU3UTH [03U fgoueTakceny i 5-OY Ha 20 %.
I pyruii eni3opn: IPUIIMHUTY JTIKYBaHHS.

CromaTtut/myko3ur III [Tepwmnii enizon: 3HU3UTH 003y 5-OY Ha 20 %. [pyruu emnizon:
CTYIIEHS TAKKOCTL [IPUIIMHUTY BBe[eHHA TUIBKY 5-OY B yCiX mogaipInmx NUKIax.

Tperiu enizon: 3HU3UTH [03Y HolLeTakceny Ha 20 %.
CromaTtut/myko3urt IV [Tepuminii eni3on: IPUNUHUTY BBEeEHHS TiNIbKU 5-QY B ycix
CTyIEHS TAKKOCTI [OAANbIINX UUKIIaX. [Ipyrui enizon: 3HU3UTH 03y

nouetakceny Ha 20 %.
I71s KOpeKIlil 03 IUCIIIaTUHY Ta 5-PpTopypaliuiny HeoOXimHO IUBUTUCS BiAOBigHI iHCTPYKIILl.

B onmopHOMYy KTiHIYHOMY [OCTiAKEeHHI JoIleTaKCely mallieHTaM, y AKux Ha Tii Tepanii CKKI'TII
pO3BUBAJacs yCKIaAHEHa HEUTPOIIEHIS (B TOMYy YMCIIi TpUBajia HEUTPOIeHisd, peOpuibHa
HelTpomeHis abo iHeKIiliHI 3axBopioBaHHs), Oy710 peKOMEHJ0BaHO 3aCTOCOBYBATH IPO(DiTaKTUUIHO
[-KC® (manpuknag, i3 6-i mo 15-y moby uKiy) B yCix HACTYyIHUX LKKJIAX XiMioTeparmil.

Oco06IuBi TPy MAITIEHTIB

ITauienmu 3 nopyweHHAMU (pyHKUii nevwiku. 3TiTHO 3 HAHUMU BUBYEHHS ()apMaKOKIHETUKH
oIleTaKCey B yMOBAaX MOHOTepaIlil UM IpernapaToM y fo3i 100 mr/m’, AJis naiieHTis 3
migBUIEeHUM piBHeM TpaHcaMiHa3s (AJIT i/abo ACT) Ginbie Hixk y 1,5 pa3u MOPiBHSAHO 3
BMH, a Takox nmyxkHoi ¢ochaTasu - GinbIre HiX y 2,5 pa3u nopiBHsHO 3 BMH,
PEKOMEHI0BaHa [103a J0LeTaKCely CTaHOBUTD 75 mr/M* (TUB. po3minu «dapMakOKIiHETUKa»
Ta «OcoBIMBOCTI 3aCTOCYBaHHA»). [I151 TMAIli€HTIB, ¥ SKUX CIIOCTEPIra€ThCS MigBUIIEHHS
cUpOBaTKOBOro piBHS 6inmipy6iny (>BMH) i/a6o AJIT i ACT 6inbIn HiX y 3,5 pa3u IOPiBHSHO 3
BMH, 1110 CyIIpoBOMXKY€EThHCSA MiABUINIEHHSAM PiBHS MyXKHOI ocdhaTasu Oinblle HiX y 6 pasiB
nmopiBHSHO 3 BMH, 3MeHIlIeHHS 003U He PEKOMEHOYEThCS, ajie AolleTaKCell B3araji He CIIif
3aCTOCOBYBaTH, IKIIIO HeMa€ HarajabHOI MOTPEOH.

B onopHOMYy KJTiHiYHOMY HOCTiIXKeHH]i folleTakceny B KoMOiHallil 3 nucIIaTuHoOM i 5-propyparuiom
y XBOPHX 3 aJieHOKapLUUHOMOIO IIJTYHKa OOHUM i3 KpUTePilB BUK/TIOUEHHS MallieHTiB OyNu MmigBUIeHi
piBHi AJIT i/a6o ACT 6inbi HiX y 1,5 pa3u nopiBHsgHO 3 BMH, 1110 CynIpoBOAXKY€ETHCS MigBUIIIEHUMU
piBHAME TyxKHOI pocdaTasu - Ginblle HiXK y 2,5 pa3u nopiBHgHO 3 BMH Ta 6inipy06iny - 6insiie BMH;
BiITIOBigHO, [JI TaKUX IAIli€HTiB 3MEHIIEHHS O03U JOIleTaKCely He MoXe OyTH peKOMeHOoBaHe, i
Ipemnapar B3arali He CJIifl 3aCTOCOBYBATH IIili KaTeropil XBOPUX, SKIIO HEMAE HaraJlbHOI MOTPeOH.

IaHux Mpo 3aCTOCyBaHHA [JOLleTaKCeNIy Y KOMOiHOBaHi Teparii mpy iHIIMX IT0Ka3aHHSIX Y XBOPUX i3
NOpYIIeHHAMY (YHKIII TeYiHKY HEMAE.

ITauieHmu aimHb020 BiKY. 3 OTNISANY Ha HaHi hapMaKOKIiHETUYHUX [OCIIIXKEHb MOXKHA CTBEPAXKYBATH,
110 [J1S MALi€HTIB JIITHLOTO BiKY HEMAE CIelliaTbHUX BKa31BOK [JIs 3aCTOCYBaHHS IIpenapary. Y
kKoMOiHarii 3 kamenuTaOiHOM 151 JTiIKyBaHHS IallieHTiB BikoM Bif 60 poKiB peKOMEHI0BAaHO 3MEHILIUTH
II0YaTKOBY 03y KaneluTtabiny m0 75 % (guB. iHCTPYKIIiio AJIsT MEIUYHOTO 3aCTOCYBaHHS
KarmenuTa0iny).

Himu.

HomeTtakcen AMakca He peKOMEHIOBaHUY IJI1 3aCTOCYBaHHS [iTIM Yepe3 00MexKeHY KiTbKiCTh



IOKa30BUX OaHUX 1070 Oe3meku i/abo e(eKTUBHOCTI 3aCTOCYBaHHS IIpenapaTy AJis Ii€l KaTeropil
XBOpUX. Pe3ynbraty mocnigKeHb Mof0 epeKTUBHOCTI Ta 6e3MeK 3aCTOCYBaHHS NOIETAaKCey s
JIIKYBaHHA [iTe’ He OTpUMaHi.

besneky Ta eeKTUBHICTh 3aCTOCYBaHHS OOIETAKCENY AJIS JTiKyBaHHS KapLUXHOMU HOCOTJIOTKY Y
niteu BikoM Bif 1 Micsaug no 18 pokiB goTenep He BCTAHOBIEHO. BifnoBigHe 3aCTOCyBaHHSA
IolleTaKCesy [Jsl Teparlii paKy MOJIOUHHMX 3aJ103, HeAPiOHOKIIITUHHOT'O pPaKy JIereHiB, paKy IIpoCcTaTH,
paky LIIyHKa, paKy TOJI0BU Ta IINi, He BK/IIOUAI0YX MeHII AudepeHIliiioBaHy KaplXuHOMY HOCOTJIOTKH
II ta III Tumis, y nalieHTiB QUTAYOTO BIKY BIICYTHE.

Ilepedo3yeanHs.

IcHyE KinbKa MOBiIOMJIEHD IIPO BUNIAOKY [Iepel03yBaHHS IIpenapary. AHTUOOT, IKUU MoxkHa 6yIo 6
3aCTOCyBaTHU IIpU Iepeno3yBaHHI JolleTaKCelly, HEBifoMuu. Y pa3si iepeno3yBaHHs IallieHTa
HeoOXiTHO IIepeBeCTHU y CIellialli3oBaHe BifflifIeHHS i peTeIbHO KOHTPOJIIOBAaTH IIOKa3HUKH
KUTTEMISABHOCTI. Y pasi nepeno3yBaHHS MOXKHA OYiKyBaTH MigCUJIEHHS MOOIYHUX pPeakiiil.
Hacamnepen nepen6adaeThCsl pO3BUTOK TaKUX PO3JIafiB, K Cympecis GyHKIil KiCTKOBOT'O MO3KY,
nepudepuyHi HeMPOTOKCUYHI IMOPYIIEHHS Ta 3allaJieHHs CIU30BUX 000710HOK. [Ticis BCTaHOBIEHHS
bakTy nepemo3yBaHHs MOTPIOHO SKHAWIIBUAIIE BBECTH IMAIliEHTY TepaneBTUYHI go3u [-KC®. dkimo €
HeOoOXiOHICTb, BXKUBAIOTH IHINNX HEOOXIMHUX CUMIITOMATUUYHUX 3aX0MiB.

ITo6iuni peakuii.
KopoTka indopmairig npo npodins 6e3meku Oisi yCix mokKa3aHb
[ToGiyHi peakiiii, 3B’930K IKUX 3 [OII€TAKCEJIOM € MOXKJIUBUM ab0 BipOTigHUM, CIIOCTEPIraiucs y:

1312 ta 121 nanieHTa, gKi orpuMyBanu 100 mr/m’ Ta 75 Mr/m foLeTakcesy IK MOHOTeparlio
BiIIIOBiOHO;

258 marieHTiB, SIKi OTpUMYBaIM fiolleTakcen Y KoMOiHalii 3 HOKCOpyOilnHOM;
406 maIlieHTiB, IKi OTPUMYBaJIU AOlleTaKCceN Y KoMOiHallil 3 IHUCIITaTUHOM;
92 nauieHTH, SKi OTpUMYBaIu OolleTakcen y KoMOiHallil 3 TpacTy3ymabom;
255 marrieHTiB, SIKi OTPUMYBaIH JoIleTakcen y KoMOiHallii 3 KamermuTa0iHOM;

332 nanienTa (TAX 327), ki oTpuMyBau folleTakcen y KomOiHallii 3 mpegHi3oHoM abo
IPegHi30JI0HOM (HaBeOeHOo KITiHiYHO 3HauyIi moOiuHi peakirii, TOB’s13aHi 3 JTiKyBaHHSIM);

1276 nanienTiB (744 ta 532 nauienTty y gocuigxenHsax TAX 316 ta GEICAM 9805 BigmoBigHO),
SIKi OTPUMYBaJIU AolleTaKcesn y KoMOiHalli 3 JoKcopyOiuHOM Ta IuKIodochamiqom (HaBegeHo
KJIiHiYHO 3Hauymi no0iuHi peakilil, TOB’A3aHi 3 JIiIKyBaHHIM);

300 mauieHTiB 3 afeHOKAapLUUHOMO LITYHKY (221 mallieHT 3 YaCTUHU OOCTiAXKeHHS y paMKax [II
(da3u gocmifKeHHS Ta 79 MallieHTiB 3 YaCTUHU AOCTIgXEeHHS y paMKax Il ¢as3u), ki oTpuMyBanu
moleTakces y KoMOiHalil 3 HUCIIaTUHOM Ta 5-GTopypauuioM (HaBedeHO KIiHiuHO 3HauyIi mobiuni
peaxiiii, ToB’g3aHi 3 JTiKyBaHHSAM);



174 ta 251 manieHTa 3 paKoM T'OJIOBH Ta IIIHI, SIKi OTPUMYBaIu OolleTaKceln y KoMOiHaIlril 3
IIUCIIJIATUHOM Ta 5-GpTopypaluiaoM (HaBedeHo KITiHiYHO 3HAuyImi mobivHi peakilii, moB’sg3aHi 3
JIIKYBaHHSIM);

545 namienTiB (nocnigxennss STAMPEDE), siki oTpuMyBanu goueTtakcen y komOiHarii 3
mpenHi3oHoM abo mpepHi3onoHoM Ta AIIT.

Hani peakuii 6ynu onucaHi 3 BUKOPUCTaHHSM 3aranbHuX KputepiiB TokcuuHocTi NCI (National
Cancer Institute) (cTynias BupaxenocTi 3 = G3; cTyniab Bupax)eHOCTi 3-4 = G3/4; cTymiHb
BUpaxeHoCTi 4 = G4), CHMBOJIIB KOAYBaHHS [JIg CIIOBHUKA TepMiHiB mobiunux peakiiiit COSTART ta
TepMiHiB MeIUYHOT0 CJIOBHMKA HOPMATUBHO-IIPaBoBol mistnbHOCTI MedDRA. YacToTa BUHUKHEHHS
moOiYHUX peakllii BU3HAYAEThCSI TaKMM YMHOM: IyKe 4yacTo (=1/10), wacto (=1/100, <1/10);
HevacTo (=1/1000, <1/100); pigko (=1/10000, <1/1000); my=xe pigko (<1/10000); yacToTa HeBigoMa
(HeMOKJIMBO OIIIHUTY Ha OCHOBi JOCTYNIHUX JaHUX). Y MexKaX KOXKHOI 4aCTOTHOI rpynu nobiuHi
peaxtii Oyu mpeacTaBieHi B TOPSAKY 3MEHIIEHHS TSKKOCTI.

HattuacTimmi no6iyHi peakiiii, 10 BUHUKAIX Ha TJIi MOHOTEpPAIil foleTakKCeIoM: HeHTPOIeHis (Mae
000pOTHUY Ta HEKYMYISITUBHUYN XapaKTep; B CePeNHbOMY IIiK 3HUXKEHHS KilTbKOCTi HeUTPOoQisiB y
KPOBIi CIIOCTepiraeThes Ha 7-y mo0y; cepenHs TPUBaiCTh TAXKOI HelTponesii (<500 Kmitus/MM®)
CTQHOBUTH 7 OHIB), aHEMis, ajionelis, HygoTa, 671l0BaHHS, CTOMATHUT, Aiapes, acTeHis. BupaxeHicTsb
mo6iYHUX peakilii, 00YyMOBJIEHUX 3aCTOCYBAHHSIM HOIETAaKCEIy, MOXKe 3POCTaTH NPy KOMOiHYBaHHi
mpernapary 3 iHmuMu 3acofaMu [ XiMioTeparrii.

[Tpu 3acTocyBaHHI KoMOiHalil goueTakceny 3 TpacTy3yMaboM no0iuHi peakiiil (0ygp-gIKOro CTyIeHs)
croctepiranucs y =10 % marrienTi. [TopiBHSIHO 3 MOHOTEpAIIIEIO IOIIeTaKCeJIOM, TaKa KOMOiHallis
30imbIIyBaa 4acToTy cepro3Hux nobiunux peakirii (40 % mpotu 31 %) Ta yacToTy mobiyHuX
peakuiu IV ctynens (34 % npotu 23 %).

Haituacrimi (=5 %) no6iuni edpekT KoMOiHaIlil molieTakceny 3 KaneluTabiHOM, 10 CIIOCTepiranucs y
KiiHiyHOMY pochigkeHHi III ¢asu y maifieHTiB 3 paKOM MOJIOYHOI 321034, Y SIKUX IIONEPeHs Teparis
aHTpaIMKIIiHaMU BUSIBUJIacsl Hee(PeKTUBHOIO, IPefiCTaBlieHi B iHCTPYKIIil KaneuuTabiny.

st komOinanii 3 AIIT Ta 3 mpenHizoHOM abo npenHizononoM (mocmimxkenas STAMPEDE)
IIpefCcTaBiIeHo Mo0iYHi peakilil, 1110 BUHUKAIOTh MIPOTATOM 6 ITMKIIiB JTiKyBaHHS [OIETAaKCEJIOM Ta
PEECTPYIOTHCS II[OHaWMeHIIe Ha 2 % YacTillle B TPYIIi JTiKyBaHHS [0I[eTaKCEeI0M IOPiBHSHO 3
KOHTPOJIbHOIO TPYTIO00, 3 BUKOPUCTaHHAM mIKanu omiHioBaHHsI CTCAE (3arambHi KpuTepil
TepMiHoJIoril g Kinacudikaril mo6iYHUX peakiiit).

[Tpu 3acToCyBaHHi jolleTaKCely HalyacTile crocTepiranucs Huxk4e3a3HadyeHi mo0iuHi peakil.

VpaxkeHHs iMyHHOI cucTeMu. Peakilil rinepyyTAMBOCTI 3a3BMYal PO3BHUBAIUCS MIPOTITOM
IEeKiIbKOX XBUJIMH IIiCJIA Mo4YaTKy iHGy3ii foleTaKkceny i 3a CTylleHeM TSIKKOCTi KOJIUBAJIUCS
Bifl JIETKUX OO IOMipHUX. HanvacTile moBigoMIAI0CS PO TaKi CUMIITOMHU, K IOYEPBOHIHHS
IIKipu, BUCUIIAHHS (3i cBepbekeM IIKipu abo 0e3 HbOT0), BiUYTTS CTUCHEHHS y Tpynasx, 0inmb
y CIIMHI, 3auIlKa, Tapsg4yka a0o 03H00. TsKKi mo0iuHi peakilii MPOSBIAINCS Y BUTISAII
apTepianbHOi rimoTensii i/abo 6porxocma3mMy a0o reHepani30BaHOr0 BUCUIIAHHS/€PUTEMU
(ouB. po3pin «OcoBIUBOCTI 3aCTOCYBaHHI»).

VpaxkeHHs HEPBOBOiI cucTeMu. PO3BUTOK TSAKKUX NepU(PePiiHUX HEUPOTOKCUYHUX PeaKIlin
BHMMarae 3MeHIIeHHS 003U IpemnapaTy (AuB. po3minu «Crocid 3acToCyBaHHS Ta A03U» Ta
«[Tob6iuni peaxirii»). [TposiBM HEMPOCEHCOPHUX Peakliiil IerKoro Ta MOMipHOTO CTYTIEHIB




BKJII0YaJIM IapecTesito, au3ecTesio abo 00IbOBi BigUyTTS, B TOMY YHCIIi Bif4yTTS MEYiHHS.
HelipoMOTOPHI peaxilii MPOoSIBNISITIACS 3arajibHOIO CITabKiCcTio.

YpaxeHHd IMKipy Ta MigMmKipHoI KAiTKoBuHHU. CriocTepiranucs o00poTHI peakiiil 3 60Ky MKipH, AKi 3a
TSIKKICTIO 3a3BU4ai Oyu nerkumu abo nmoMipaumu. Li peakiii mposBIsIIACS BUCUIIAHHSIM, B TOMY
YUCJIi JIOKaJTi30BaHUM Ha CTOIAaX Ta KUCTAX PYK (BKIYAIOUU TSIXKKUU JOJIOHHO-IIAOMIOBHUN
CHHIPOM), a TaKOXK Ha pyKax, 061u44i abo rpyaHii KIiTIl, SIKe 4acTO CYIIPOBOIKYBaJIOCs
cBepOexeM. Haltyacrilile BUCUTIAHHS 3'SIBJISAIOCS IIPOTSATOM THKHS ITicys iHQY3ii goueTakceny.
Pigmre 3ycTpivanucs TSXKKi IIPOsIBY, HAIIPUKJIAL BUCUIIAHHSA 3 IIOAAJIBIIO0 JeCKBaMalll€lo emiTellito,
110 iHoAi 00yMOBITIOBAJIO HEOOXigHICTh IIEpPEePUBAHHS JIiIKyBaHHS YU ITOBHOI BigMiHM OIleTaKCeny (OuB.
po3ginu «Oco6IuBOCTI 3aCTOCYBaHHS» Ta «Croci0 3acToCcyBaHHS Ta 103u»). Cepio3Hi ypaxkeHHsS
HIiT'TiB IPOSIBIISIINCS TillO- YU TilepIirMeHTalli€lo, a B JesIKUX BUMaAKax - 00JIeM Ta OHiX0JTi3uCoM.

[TopyIieHHs 3araabHOTO XapaKTePy Ta MiclieBi peakirii. Peakiril y Miciii BBefileHHs mpemapaty 0yu
IlepeBaXxHO JIETKUMU Ta MPOSBIISINCA TilepHirMeHTali€o, 3amnaleHHsaM, I0YePBOHIHHAM YU CYXiCTIO

mKipu, ¢paebiToM Y1 KpOBOBUIMBAMY Ta HaOPSIKOM BEHHU, Yepe3 Ky IIpPoBoauiacs iHdysis
mpenapary.

Bumapku 3aTpUMKH PifyHE B OpraHi3Mi BKITIOYaIU TaKi peaktii, Sk nepudepuyHi HaOpsKy, pintre -
TIJIeBpaibHUM YU NleprKapiaibHUM BUIIIT, aCUXT Ta 306inmbIneHHS MacH Tina. [lepudepuyni HaOpsAKU
HalyacTillle MOYMHAJIKACS 3 HUXKHIX KiHITIBOK Ta MOTJIM CTaBaTU reHepali30BaHUMHU, 00yMOBIIOIOYN
3POCTAHHS 3arajbHOi Macu Tina Ha 3 KT i Ginbie. 3aTpUMKa PiguHU Ma€ KyMYJIATUBHUM XapaKTep i
IIIOI0 YACTOTH PO3BUTKY Ili€l m0GIiYHOI peakiril, i 1010 CTymeHs ii BUpaXKeHOCTi (OUB. PO3Min
«Oc06IUBOCTI 3aCTOCYBaHHS»).

Tabmnuig 2

[To6iuHi peaxiiii, 3apeecTpoBaHi y MallieHTiB TPy MOHOTEPAIlili paKy MOJIOYHOI 3aJ103H JIiIKapChKUM
3aco6om JloneTakcen Amakca B go3i 100 mr/m”

Knacu cucteM oprasis |[lyxke 4acTo HacTto Heuacto
BigmoBimHO Mo MedDRA

[HbeKIIilHI Ta [HbeKITiiHI [H(eKIIil, TOB’sI3aHi 3

[mapas3uTapHi 3aXBOPIOBAHHSA HerTponeHiewn G4

3aXBOPIOBAHHS (G3/4: 5,7 %, Bkimrouaroun |(G3/4: 4,6 %)

CEeIICUC Ta IIHEeBMOHIIO,
netanbHiy 1,7 %

BUIIAJKIB)

3 60Ky KpOBi Ta HeliTponeHis [TpomMOoIUTOIE IS

miMbaTtuunol cucteMu |(G4: 76,4 %); aneMis (G4: 0,2 %)
(G3/4: 8,9 %); pebpunbHa
HEUTPOIIEHIsS

3 60Ky iMyHHOI Peax1ii rinep4yT/INBOCTI

CHCTEMU (G3/4: 5,3 %)

MeTabortiuHi Ta AHOpeKCist

HYTPUTUBHI pPO3JIafu

3 60Ky HEPBOBOI [TepudepuyHa ceHCOpPHa

CHICTEMH Herpornartis (G3: 4,1 %);

neprdepruyHa MOTOPHA
Herpornartis (G3/4: 4 %);
mucreB3ida (TSXKKA:

0,07 %)




3 00Ky cepliist Aputmist (G3/4: 0,7 %) CepueBa

HEeIOCTaTHICTh
3 00Ky CyOouH ApTepiasibHa TioTeH3is;
apTepiaibHa TillepTeH3sis;
reMopariyHi yCKJIafHeHHS
3 60Ky pecnipaTopHoi [3apguinka (Tsxka: 2,7 %)
CHCTeMU, TPYLHOL
KIIiTKH Ta
CepemoCTiHHS
3 OOKY IILITYHKOBO- Cromatut (G3/4: 5,3 %); [3amop (tsaxkuii: 0,2 %); |E3odarit
KUIIIKOBOI'O TPAKTy niapest (G3/4: 4 %); 0inb y KUBOTI (Tsixkuu: 0,4 %)
HynoTa (G3/4: 4 %); (Tsakkuii: 1 %);
osroBaHHSA (G3/4: 3 %) [II7TYHKOBO-KUIIIKOBI
KpoBoTeui (Tsaxkuil: 0,3
%)
3 OOKy LIKipu Ta ATTomersis;

MigIKipHOi KiTKOBUHU|MKIpH] peakmii (G3/4: 5,9
%); 3MiHH HIrTbOBUX
MIJIACTUHOK

(Taxxki: 2,6 %)
YpaxkeHHS OIIOPHO- Mianris (Taxka: 1,4 %) |ApTpanris
PYXOBOTO amapary Ta
CIIOJTy4YHOl TKAaHUHU

3arasnbHi IOPYIIeHHT |[3aTpUMKa piguHM (TsaxXKa: [Miclesi peakiil micis

Ta MiCLeBi peakiiil 6,5 %); BBELleHHS IIpernapary;
acteHis (Tsxkka: 11,2 %); [Hekapmianbuui 6inb y
6inb rpynsax (tsxxuii: 0,4 %)

PesynbTaTu G3/4 nigBUIlleHUY PiBEHb

MOCTTiIKEeHb Oinipy6iny KpoBi (<5 %);

G3/4 nmigBUIlleHUY PiBEHb
myxkHOo1 hocdaTasu (<4
%);

G3/4 nigBUIlleHUY PiBEHb
ACT (<3 %);

G3/4 nmigBUIlleHUY PiBEHb
ATIT (<2 %)

YpaowceHHs kposi ma aimpamuunoi cucmemu. Pigko: KpoBoTedi ab0 KPOBOBUJIMBH Ha TIIi
TpoMmbouuToneHii III/IV cTymens.

YpaowceHHs Hepsosoi cucmemu. BigoMi gaHi om0 060pOTHOCTI ypaXKeHHsI HEPBOBOi cucTeMu y 35,3
% Tali€HTiB, y AKX BOHO PO3BUHYJIOCS IiC/IsI MOHOTepaIlil fonetakcenoM y nosi 100 mr/m’. 11i
po37aay CIIOHTAHHO 3HUKIIK MPOTATOM 3 MiCSIIiB.

YpaoswceHHs wkipu ma nidwkipHoi kaimkoguHu. [ly*e pigKo: ONWH BUIIAagOK PO3BUTKY HEOOOPOTHOTO
o0nuCiHHA B KiHII JocmimxkeHHS. 73 % peakuiil 3 00Ky IKipu 0y 060POTHUMM i 3HUKAIU IPOTITOM
21 moOmu.

3azanvHi nopyweHHA ma micuesi peakuii. CepefHs KyMy/IsTUBHA 403a [0 IPUIMHEHHS Teparil
craHoBuia Ginpire Hixk 1000 Mr/M*, a cepefHii 4ac [0 060POTHOTO PO3BUTKY 3aTPHMKH PilUHH
cTaHOBUB 16,4 TuXKHA (B miama3oHi Big 0 mo 42 TUXKHIB). YCKIIagHEHHS, II0B’s13aHe i3 3aTPUMKOIO0
pifuHM, HacTae mi3HilIe (CepelHs KyMyIaTHBHa f03a - 818,9 Mr/M”) y mamieHTiB, 9Ki IPOXOguUIH
IpeMearKalliio, IOPiBHIHO 3 IalliEHTaMH, SIKi He TPOXOAUIIY TPeMeuKallilo (CepeqHs KyMyJsaTABHA
mo3a - 489,7 mr/M*); omHAK IOBiIOMIISIIOCH [IPO BUIIaAKY 3aTPUMKU PiIUHU y OeSKUX MalLli€HTIB Ha



PaHHiX eTamnax Teparii.

Tabmuig 3

[ToGiyHi peaxiiii, 3apeecTpoBaHi y MallieHTiB TPy MOHOTePallii HegPiOHOKTITUHHOTO PaKy JeTeHb
nmikapchKuM 3acoboM JlonieTakcen AMakca B o3i 75 Mr/M

Knacu cucrem oprasis
BigmoBigHO o MedDRA
[adexKIIiiiHi Ta mapa3uTapHi
3aXBOPIOBAHHS

3 60Ky KpOBi Ta nmimMbaTu4HOoi
CUCTEMU

3 00Ky iMyHHOI CUCTEMHU

MeTaboJtiyHi Ta HyTPUTHUBHI
po3nanu
3 60Ky HEPBOBOI CUCTEMU

3 OOKy cepiist

3 00Ky CynuH

3 60Ky IITYHKOBO-KHUIIKOBOT'O
TPaKTy

3 0OKYy LIKip# Ta HifImKipHOi
KJIITKOBUHU

3 60Ky OIIOPHO-PYX0BOTO
amapary Ta CIIOJy4YHOI
TKaHUHU

3arajbHi IOPYLIEHHS Ta
MiCIIeBi peakiil

PesynvraTy mocnigxeHb

Ilyxe 4yacTto

[ndeKIIiiiHI 3aXBOPIOBAHHS
(G3/4: 5 %)

Hentponenis (G4: 54,2 %);
aneMis (G3/4: 10,8 %);
tpomOonuTomnenis (G4: 1,7 %)

AHOpeKcis

[TepudepuyHa ceHCOpHa
Herpomnaris (G3/4: 0,8 %)

Hymnota (G3/4: 3,3 %);
cromatut (G3/4: 1,7 %);
omroBanHa (G3/4: 0,8 %);
miapes (G3/4: 1,7 %)
Arnornenis;

mKipHi peakirii (G3/4: 0,8 %)

Acrtenia (Taxxka: 12,4 %);
3aTpUMKa PigUHU B OpraHi3Mi
(Tsxka: 0,8 %); 6inb

YacTto

deOpunbHa HEUTPOIIEHIs

limepuyTnusicTsh (KpiMm
TSIKKO])

[TepudepuyHa MOTOpPHA
Heupomaris (G3/4: 2,5 %)
AputwMmist (KpiM TSIKKOI)
ApTepianbHa TinoTeH3iqa
3amop

YpaxeHHS HIrTiB (TSIXKi:
0,8 %)
Mianris

G3/4 TligBuIlleHHS PiBHSA
6inmipy06iny KpoBi (<2 %)

Tabmnuig 4

[ToGiyHi peaxiiii, 3apeecTpoBaHi y MallieHTiB Ipu Tepallil paky MOJIOYHOI 3a71031 JTiIKAPCHKUM 3aC000M
HoueTakcen AMakca B f03i 75 Mr/m” y KoMGiHaril 3 JOKCOpyOGiluHOM

Knacu cucrtem
OpraHiB BiiTIOBIAHO

[lye 4acTo

YacTo

HeuacTto

no MedDRA

[HeKITiHI Ta [H(eKITiVHI 3aXBOpIOBaHHS
Mapa3uTapHi (G3/4: 7,8 %)
3aXBOPIOBAHHS

3 60Ky KpOBi Ta

Heutponenis (G4: 91,7 %);
nmiMbaTtruHol cucteMulaneMis (G3/4: 9,4 %);
(heOpuIbHA HEUTPOIIEHiS;

TPOMOOILIMTOIIEHisT
(G4: 0,8 %)




CHCTEMHU

Herponartis (G3: 0,4 %)

3 00Ky iMyHHOI Peakiii

CUCTEMU Cinep4YyTIUBOCTI
(G3/4: 1,2 %)

MeTabommiuHi Ta AHOpEeKCis

HYTPUTUBHI pO3J1agu

3 60Ky HEPBOBOI [lepudepryHa ceHCOpHA [lepudepnyna

MOTOPHA HEUpOonaTis
(G3/4: 0,4 %)

3 00Ky cepis

CepiieBa
HeOOCTaTHICTh;
ApUTMid (TAKKUX He
Oy10)

3 00Ky cynouH

ApTepianibHa
TiIIOTEH3ig

3 60Ky LIIYHKOBO-
KHUIITKOBOTO TPAKTY

Hymota (G3/4: 5 %);
crtomatut (G3/4: 7,8 %);
miapest (G3/4: 6,2 %);
omroBanua (G3/4: 5 %);
3aI0pH

3 OOKy IIKipu Ta
MigIIKipHOI
KJIITKOBUHU

Aronerris;

YpaXKeHHS HIrTiB (TAXKKi:
0,4 %); mwKipHi peakiril
(Ts2KKUX He 6yI10)

3 OOKY OTIIOPHO-
PYXOBOTO amapary Ta
CITOJTy4YHOI TKaHUHU

Mianris

3arasbHi IOPYIIEeHHS
Ta MiCIleBi peakiril

AcTenis (Taxka: 8,1 %);
3aTpUMKa PiguHYU B
oprani3Mi (Tsaxkka: 1,2 %);
0inb

Mic1esi peakiiii micis
BBE[ICHHS ITpemnapary

Pe3ynbpTaTu
IOCJIiIKeHb

G3/4 TlinBunieHuu
piBeHb Oinipybiny
KpoBi (<2,5 %);
G3/4 ninBuUIIEeHUN
PiBeHB JTy2KHOI
dhochartasu (<2,5 %)

G3/4 TlinBunieHuu
piBeHb ACT (<1 %);
G3/4 nimBuIIeHUN
piBeHb AJIT (<1 %)

Tabmuig 5

[To6iuHi peaxiiil, 3apeecTPoBaHi y mallieHTiB npu Teparii HegPiOHOKIITUHHOTO PaKy JereHb
nikapchLKUM 3aco6oM JlomeTakcen AMakca B 03i 75 Mr/M° y KoMOiHaLii 3 IUCIIaTHHOM

Kiacu cucrem [lyke 4acTo HacTo HeuacTo

OpraHiB BiilIOBITHO

no MedDRA

[HbeKITiMHI Ta [HbeKITiHI

[Mapas3uTapHi 3aXBOPIOBAHHSA

3aXBOPIOBAHHS (G3/4: 5,7 %)

3 60Ky KpOBi Ta HeliTponeHis DebpubHa

miMmdatuynoi cucteMu|(G4: 51,5 %); HEUTPOIEHisq
anemis (G3/4: 6,9 %);
TPOMOOLIUTOIEeHis
(G4: 0,5 %)




3 00Ky iMyHHOI
CUCTEMHU

Peaxl1iii rinepyyTIuBOCTi
(G3/4: 2,5 %)

MeTabortiuHi Ta
HYTPUTUBHI pO3J1agu

AHOPEKCis

3 60Ky HEPBOBOI
CUCTEMHU

[lepudepryHa ceHCOpHA
Herponartis (G3: 3,7 %);
nepudepruyHa MOTOPHA
Herponartis (G3/4: 2 %)

KHUIITKOBOT'O TPAKTY

omroBauusa (G3/4: 7,6 %);
niapes (G3/4: 6,4 %);
ctoMatut (G3/4: 2 %)

3 00Ky cepis ApuTMis CeplieBa
(G3/4: 0,7 %) HeOOCTaTHICTh
3 00Ky cynouH ApTepianbHa
TiIIOTEeH3ia
(G3/4: 0,7 %)
3 60Ky LIIYHKOBO- Hynora (G3/4: 9,6 %); 3amop

3 OOKy IIKipu Ta
MigIIKipHOI
KJIiITKOBUHU

ATonenis; ypaxkeHHs
HirTiB (TsaxkKi: 0,7 %);
MKipHI peakiil
(G3/4: 0,2 %)

3 OOKY OTIIOPHO-
PYXOBOTO amapary Ta
CITOJTy4YHOI TKAaHUHU

Mianrig (Taxka: 0,5 %)

3arasbHi IOPYIIEHHS
Ta MiCIleBi peakiril

AcTeHis (Taxka: 9,9 %);
3aTpUMKa PiguHYU B
oprani3Mi (Tsxkka: 0,7 %);
rapsuka (G3/4: 1,2 %)

Mic1esi peaxkiiii micis
BBEJIEHHS IIpernapary;
0inn

Pe3ynbpTaTu
IOCIIiIKeHb

G3/4 TlinBumieHuun
piBeHb OinipyOiHy KpoBi
(2,1 %);

G3/4 nminBumMeHUM

piBerb AJIT (1,3 %)

G3/4 TlinBunieHuu
piBers ACT (0,5 %);
G3/4 nimBuIIeHUN
PiBeHB JTyKHOI

ocdaraszu (0,3 %)

[To6iuHi peaxiil 3apeecTpoBaHi y mallieHTiB pu Teparii paky MOJIOYHOI 3a/103U JiKapChKUM 3ac000M

Ionerakcen AMakca B 1o3i 100 Mr/M* y koMGiHamil 3 TpacTy3ymMmaboMm

Kmnacu cucrtem oprasis

Ilye 4acTo

BimmoBimHO H0 MedDRA

3 00Ky KpoOBi Ta nmiMdpaTuyHO1

CHCTEMH

MeTaboriyHi Ta HyTpU
po3nanu

3 0OKY IICUXIKH

3 00Ky HEpPBOBOI CUCTe

3 00Ky OpraHiB 30py

Heutponenis (G3/4: 32 %);

(hebOpunbHa HEUTPOIIEHIA (Y TOMY YHUCIIi
HEUTPOIIeHis, acoliiioBaHa 3 raps4ykoxo i
IPUKAOMOM aHTHOIOTHKIB) a00 HEUTPOIIEeHIYHUY

CEeIICHUC
TUBHI  AHOpeKcis
besconnsa
MU

rimecresis

[TapecTeais; ronoBHul OiNlb; OUCTEB3Is;

JlakpuMallisi; KOH FIOHKTUBIT

Tabmnuig 6

YacTto




3 OOKy cepis

3 00Ky CynuH

3 00Ky pecnipaTOpHOi
CHCTEeMH, OpraHiB TPyHHOL
KJIITKY Ta CepenoCTiHHSA

3 OOKy IIJTyHKOBO-KUIIIKOBOTO
TPaKTy

3 0OKy LIKipU Ta HiAIKipHOi
KJIITKOBUHU

3 OOKy OIIOPHO-PYXOBOTO
amapaTy Ta CIIOJIy4HOl
TKaHUHU

3arajpHi NOpYyILIeHHS Ta
MiclieBi peakiril

PesynrraTy mocnigxeHb

CepiieBa
HeIOCTAaTHICTb
Jlimpoemema
HocoBi kpoBoTeui; hapuHTonapuHTeanbHUN
0inb; Ha30(apUHTIT; 3aUIIKA; KAIIEeb;
puHOpEs
Hynorta; miapes; 6/i0BaHHS; 3al0p; CTOMAaTHUT;
mucnerncist; 0inb y XKUBOTI
Aronenisi; epuTeMa; BUCUIIaHHS; ypaXKeHHS
HIrTiB
Mianrisi; aptpanris; 6ib y KiHIiBKax; 0inb y
KicTKax; Oilb y ciuHi

AcreHis; nepudepuyHu HaOPSK; TapsIyKa;
BTOMJIIOBAHICTh; 3allajieHHs CIIM30BUX
000710HOK; 0ifib; TOCTPE pecIipaTopHe
3aXBOPIOBaHHS; Oinb y IPyASX; 03HOO
30inbIeHHs MacHu Tinla

JleTaprisa

YpaowcenHs kposi ma aimgpamuuHoi cucmemu. [Iyxe gacTto. ['emaTonorigia TOKCUYHICTh
KOMOiHOBaHOI Teparii TpacTy3ymaOdoM Ta [0IleTaKCeJI0M 3pOcTalia IOPiBHSIHO 3 MOHOTEPAIIEI0
nouetakcesoM (32 % BUNAAKiB po3BUTKY HeuTpomnewii III/IV crynmens npotu 22 %, SIKIIO0
BukopuctoByBatu Kputepil NCI-CTC [National Cancer Institute - Common Toxicity Criteria;

3aranpHONPUMHSATI KpUTepil ToOKcuuHOCTI HamnioraneHOro iHCcTUTYTY paky CIIIA]). HacToTa po3BUTKY
IIbOT0 TT0OIYHOTO0 SIBUILA Y NaHOI KaTeropii mamieHTiB Moxke OyTH HeIOOLiHeHO0, OCKIIbKY HaBiTh IPH
MOHOTepaIrii goietrakcesnom y no3i 100 Mr/M HEUTPOIIeHis, 3TiAHO 3 iCHYIOUUMU OaHUMHU, BUHUKAE Y
97 % natuieHTiB, mpu UbOMY Y 76 % - IV cTyneHs (BiANOBIZHO 40 MiKOBOTO 3HUKEHHS PiBHSA
HeUTpodiniB y KpoBi). YacToTa po3BUTKY (peOpuibHOI HEUTPOIIEHil a00 HEUTPOIIEHIYHOTO CEIICUCY
TAKO0XK 3POCTA€E Y MaLi€HTIB, SKi MpuitMaloTh KOMOiHAIliI0 TepLENTUHY Ta foueTakceny (23 % mpotu
17 % mopiBHSHO 3 MaIliEHTaMU, SIKi 3HAXOASThCSI Ha MOHOTEpAIIil I01leTaKCeIoM).

YpaoceHHs cepys. CUMITOMHA ceplieBa HEOOCTATHICTh Oyya BusiBiieHa y 2,2 % MallieHTiB, gKi
npuiimMany KoMOiHalio TpacTy3yMaly Ta goleTakceny, MOpiBHAHO 3 0 % BUMAMKIB IbOTO IO0OIYHOTO
sIBUILlA Y TAI[i€HTIB, SKi 3HAXOOUJIKACS Ha MOHOTepallil. Y Irpymi JOCTigXKeHHs, B SKil IpU3Hadanacs
KoMOiHallig foleTakcesy Ta TpacTty3yMaby, 64 % mallieHTiB y monepenHix Kypcax JTiKyBaHHS
OTPUMYBaJIX @aHTPALUKIIIHY K afi' F0BAHTHY Tepallilo, TOAi K y TPYIIi, B IKil Npu3Hadaaacs
MOHOTEepAaIis oleTaKCeIoM, aHTPaluKIIiHi OTpuMyBaiu 55 % mallieHTiB.

Tabnuis 7

[ToGiyHi peaxkiiii, 3apeecTpoBaHi y MallieHTiB IpU Tepallil paKy MOJIOYHOI 3a7103H1 JIiKapChKUM 3aCc000M
ToueTakcen AMakca B f03i 75 Mr/m’ y KoMGiHail 3 KanenuTabiHoM

Knacu cucteM OpraHiB HacTo
BimmoBimHO Mo MedDRA

[HdeKiliHi Ta Tapa3uTapHi

[lyke 4acTto

KaHaumo3 cu30B0i 000I0HKH

3aXBOPIOBAHHSA nopoxHUHM poTa (G3/4: <1 %)
3 00Ky KpoOBi Ta mimMpaTugHol Heutponenis (G3/4: 63 %); TpomOouuToneHist (G3/4: 3 %)
CHCTEMU aneMis (G3/4: 10 %)

MeTaboJTiyHi Ta HyTPUTHBHI Anopekcis (G3/4: 1 %); 3ueBomuenHs (G3/4: 2 %)
po3nagu BHUKEHHS aleTUTy

3 60Ky HEPBOBOI CHCTEMU

ucressis (G3/4: <1 %);
mapectesis (G3/4: <1 %)

3ammaMOpOYEeHHS;
royioBHUY 011k (G3/4: <1 %);

neprudepruyHa HeUPOoIaris




3 00Ky opraHiB 30py

JTakpuMatiist

3 00Ky pecnipaTOpHOi CHCTEMH,
IPYOHOL KJIITKM Ta CEPEefOCTiHHS

dapuHTONMapUHTeanbHUM 6ib
(G3/4: 2 %)

Sagumka (G3/4: 1 %);
Kamenb (G3/4: <1 %);
HOCOBI KpoBoTedi (G3/4: <1%)

3 60Ky LITYHKOBO-KHUIITKOBOTO
TPAKTY

Ctomatut (G3/4: 18 %);
miapes (G3/4: 14 %);

HynmoTa (G3/4: 6 %);
6moBanHs (G3/4: 4 %); 3amop
(G3/4: 1 %); 6inb y KUBOTI
(G3/4: 2 %); gucnencisa

Bifb y BepXHiX Biffinax XXUBOTa;
CyXiCTb y POTi

3 00Ky LIKipH Ta MiAImKipHOl
KJIITKOBUHU

[1OJIOHHO-TIiJOIIIOBHUY CUHAPOM
(G3/4: 24 %);

astonenis (G3/4: 6 %);
ypaxeHHs HIrTiB (G3/4: 2 %)

[lepMaTuT;

epUTEMaTO3Hi BUCUIIaHHSA
(G3/4: <1 %);

3MiHa KOJIbOPY HIT'TiB;
onixomizuc (G3/4: 1 %)

3 00Ky OIIOPHO-PYX0BOTO
amapary Ta CHOJIyYHOI TKAHUHU

Miamnrist (G3/4: 2 %);
aptpanrig (G3/4: 1 %)

binb y KiHniBkax (G3/4: <1 %);
6inb y cimHi (G3/4: 1 %)

3arasbHi IOPYILIEHHS Ta MiCLEBi
peaxiil

Actenisa (G3/4: 3 %);

rapsuka (G3/4: 1 %); nigBuieHa
BTOMJIIOBAHICTh/ 3arajibHa
cnaoxkicTth (G3/4: 5 %);
nepudepuyHni Habpsak (G3/4: 1
%)

JleTapris; 0inb

Pe3ynbTaTé OOCTIIXKEHD

30iNbIIIeHHST MacH Tifna;
ninBUllleHUN piBeHb Ginipybiny
KpoBi (G3/4: 9 %)

Tabmnuig 8

[ToGiyHi peaxiiii, 3apeecTpoBaHi y MallieHTiB IpU Teparil MeTaCTaTUYHOT0 KacTpalifHo-
PE3UCTEHTHOI0 paKy InepeaMixypoBoil 3a103H1 JlikapChbkuM 3aco0oM [lotieTakcen AMakca B 1o3i 75
Mr/M° y KoMGiHaIii 3 mpeaHi30HoM a60 IpeHi30I0HOM

Knacu cucrem opraHis
BigmoBigHO mo MedDRA
[ndekKIiiiHi Ta mapa3uTapHi
3aXBOPIOBAHHS

3 60Ky KpOBi Ta nmimMbaTruyHOoi
CHUCTEMU

3 00Ky iMyHHOI CUCTEMHU

MeTaboJtiyHi Ta HyTPUTUBHI
po3nanu
3 00Ky HEPBOBOI CUCTEMU

[lyxe yacTto

[Tepudepnyna ceHcopHa
Herpomnartisa (G3/4: 1,2 %);

[HdeKIIiiHI 3aXBOPIOBAHHS
(G3/4: 3,3 %)
Henirponenis (G3/4: 32 %);
anemis (G3/4: 4,9 %)

Yacto

TpombomuToneris (G3/4: 0,6 %);
(heOpubHA HEUTPOIIEHisS

Peaxkuii rimepuytnusocTi (G3/4:
0,6 %)

Anopekcis (G3/4: 0,6 %)

oucre3sisa (G3/4: 0 %)

3 60Ky opraHiB 30py
3 6OKy cepIist

3 60Ky pecnipaTOpHOi
CHCTEMH, OpraHiB rpyaHOl
KJIITKY Ta CepenoCTiHHSA

[TepudepuyHa MOTOpPHA
Herpomnarisa (G3/4: 0 %)

JTakpumarnis (G3/4: 0,6 %)
[ToripmenHs QyHKIIi1 TiBOTO
nutyHouKa (G3/4: 0,3 %)
Hocogi kpoBoteui (G3/4: 0 %);
3aguinka (G3/4: 0,6 %);
Katesb (G3/4: 0 %)




3 00Ky HIIyHKOBO-KuIKoBoro HymoTta (G3/4: 2,4 %);
TPaKTy miapes (G3/4: 1,2 %);
CTOMaTUT/(papuHTiT
(G3/4: 0,9 %);
omoBaHuS (G3/4: 1,2 %)
3 00Ky IIKipu Ta MigImKipHOI  AJomelis; ypaXKeHHS HIrTiB  BucumnasHS 3i 37ylyBaHHAM

KJIITKOBUHHU (TsRKUX He 6y0) (G3/4: 0,3 %)

3 OOKy OIIOPHO-PYXOBOTO Aptpanris (G3/4: 0,3 %);
amapary Ta CIIOIy4YHOI mianris (G3/4: 0,3 %)
TKaHUHHI

3arasibHi IOPYIIEHHS Ta [TigBuIIIeHa BTOMJIIIOBAHICTh

MiclieBi peakiril (G3/4: 3,9 %);

3aTpUMKa PifUHU B OpPraHi3Mi
(Tsaxxka: 0,6 %)

Tabmuig 9

[To6iuni peaxiiii, 3apeeCTPOBaHI y MaIliEHTIB 3 MicIleBonoupeHuM (abo0 MeTaCTaTUYHUM
TOPMOHOYYTIMBUM PaKOM II€pPeAMiXypoBOl 3a/I031 3 BUCOKUM CTyII€HEM PU3UKY IIPU Teparril
nikapcskuM 3aco6oM JloneTakcen AMakca y fo3i 75 Mr/m’ y KoMGiHail 3 mpenHi3oHoM abo
npenHizononoM Ta AIIT (gocnigxenus STAMPEDE)

Kracu cucrtem oprasis Ilyxe gacTto Yacto
BigmoBigHO 10 MedDRA
3 60Ky KpoBi Ta nimpaTtuunoi Hewrponenis (G3/4: 12 %);

CUCTEMH aHeMist; ¢peOpuIbHA
HeuTponeHisa (G3/4: 15 %)
3 6oKy iMyHHOI cucTeMu Peakuii rinepuytnusocTi (G3/4:
1 %)
3 60Ky eHIOKPUHHOI CUCTEMU Lykposuit miabet (G3/4: 1 %)
MertabomniyHi Ta HyTPUTUBHI Brpara anetury
po3naau
3 OOKY MCHUXiKH Be3conus (G3: 1 %)
3 60Ky HEPBOBOI CUCTEMU [TepudepuyHa cCeHCOPHA 3alraMOpOYeHHS
Helponatisa (=G3: 2 %)%
TOJIOBHUH 0inb
3 OOKy opraHiB 30py HeuiTkicTs 30py
3 OOKy cepis lnootensisa (G3: 0 %)
3 00Ky pecnipaTOpHOi 3agumka (G3: 1 %); ®apusrit (G3: 0 %)
CHCTEeMHU, OpTaHiB TPymHOL kamrensb (G3: 0 %); indexkiii
KJIITKY Ta CepenoCTiHHA BEPXHIX OUXANbHUX IIIAXIB
(G3: 1 %)
3 00Ky unyHKoBO-KuIKOBOro [liapes (G3: 3 %); cromatutr  bmioBanHs (G3: 1 %)
TPaKTy (G3: 0 %); 3amop (G3: 0 %);

Hypnota (G3: 1 %); gucnerncis;
6inb y &KuBOTi (G3: 0 %);
MEeTEe0pPU3M

3 60Ky WIKip¥ Ta MAWKipHOI  Asomeris (G3: 3 %)% 3miup ~ BHCHIAHHS
KJIITKOBUHU HirTiB (G3: 1 %)

3 60Ky OIIOPHO-PYX0BOTO Mianris

amapary Ta CIIOJy4YHOI

TKQHUHU



3aranbHi nopymeHHs peakiiil BJletapris (G3/4: 2 %), JInxomanka (G3: 1 %); KaHaumo3
MICI]i BBEe[leHHS rpunononibHi CUMITOMU POTOBOI IOPOKHUHY;
(G3/4: 0 %); actenisa (G3: 0 %);rinokanbirieMis (G3: 0 %);
3aTpUMKa PiguHU B opraHi3Mi rimogocdartemis (G3/4: 1 %);
rinokamiemisa (G3: 0 %)

i3 mocnminxenus GETUG AFU15

Tabmuns 10

[ToGiuHi peakiiii, 3apeeCcTpoBaHi IpX afi' FOBAHTHIM Teparlil paky MOJIOYHOI 321031 3 METaCTa3aMU B
nimpaTuyni Bysnu (TAX 316) ta 6e3 Hux (GEICAM 9805) mikapcekum 3acobom [Jorietakcen AMakca B
mo3i 75 mMr/m” y KoMGiHarii 3 jokcopy6inuHoM Ta nukiodocdamizoM - 06’efHaHi gaHi

Kmnacu cucrtem oprasis [lyxe 4acTo YacTto Heuacro
BimmoBigmHO 00 MedDRA
[Hdexkmilai Ta [HdexkIiliHi 3aXBOpIOBaHHS
mapa3uTapHi (G3/4: 2,4 %);
3aXBOPIOBAHHA HeUTpoIeHiuHa iHndekisa
(G3/4: 2,6 %)
3 00Ky KpOBi Ta Anewmis (G3/4: 3 %);
nmimpaTtuynoi cucteMu HewutporneHis (G3/4: 59,2 %);
TPOMOOLIUTOIIEHIS

(G3/4: 1,6 %);
(hebpunbHa HEUTPOIIEHIS
(G3/4: nemae maHUX)

3 00Ky iMyHHOI1 Peaxiril
cucremu TiepYyTIUuBOCTI
(G3/4: 0,6 %)

MertabortiuHi Ta Anopekcis (G3/4: 1,5 %)

HYTPUTUBHI pPO3JIafgu

3 00Ky HEPBOBOI Iucressis (G3/4: 0,6 %); [Tepudepuyta Cunkomne (G3/4:

CACTEMU neprudepruyHa CEHCOPHa MOTOpHa HeupomnaTig0 %);

Herpomnartisa (G3/4: <0,1 %) (G3/4: 0 %) MIPOSIBU

HEUPOTOKCUYHOCTI
(G3/4: 0 %);
COHJIUBICTH

(G3/4: 0 %)
3 6oky opraHiB 30py  Kon'toHkTuBiT (G3/4: <0,1 %)Jlakpumarris (G3/4:

<0,1 %)
3 00Ky ceplis Aputmis
(G3/4: 0,2 %)
3 00Ky CynuH BiguyTTs «IPUIUBiB» AprepianbHa Jlimdpoenema (G3/4:
(G3/4: 0,5 %) rirmoTeH3is 0 %)

(G3/4: 0 %);
bmebit (G3/4: 0 %)
3 00Ky pecmipaTopHOi Kamens
CHUCTEeMHU, OpTaHiB (G3/4: 0 %)
TPYOHOIL KITiTKM Ta
CEepemoCTiHHA



3 OOKy IIIyHKOBO- Hynota (G3/4: 5,0 %); Bins y xkuBoti (G3/4:
KUIITKOBOT'0 TPAKTy ctoMmatut (G3/4: 6,0 %); 0,4 %)
omoBaHuA (G3/4: 4,2 %);
miapes (G3/4: 3,4 %);
3amop (G3/4: 0,5 %)
3 OOKy LIKipu Ta Amnoneuis
MigIKipHOI KIiTKOBUHY (CTitiKa: <3 %);
IIKIPHI IPOSIBU TOKCUYHOCTI
(G3/4: 0,6 %); ypaxeHHS
HirTiB (G3/4: 0,4 %)
3 OOKy OIIOPHO- Miamnrist (G3/4: 0,7 %);
pyxoBoro anapaty Ta apTtpanrisa (G3/4: 0,2 %)
CIIOJIyYHOI TKAaHUHU
3 6oKy-penponykTuBHOI AMeHOopes (G3/4: HeMae
CHCTEMM i MOJIOYHUX  HAHUX)

3aso3
3arasnbHi nopymeHnass  ActeHig (G3/4: 10,0 %);
Ta MiCIIeBi peaxiril rineprepmis (G3/4: Hemae
OAaHUX);
nepudepuyHi HabpIKU
(G3/4: 0,2 %)
PesynrraTu 30inbIIeHHS Macu
OOCIiMXeHb Tina (G3/4: 0 %);

3MeHIIeHHs MacH
Tina (G3/4: 0,2 %)

YpaowcenHs Hepeosoi cucmemu. Y pocnimxkenni TAX 316 nepudepruHa CEHCOPHA HeWpomaTis
pos3moyanacs IIif Jyac JiKyBaHHS Ta 30epiranacs IpoTSIroM IMOAAJIBIIOro CIIOCTepekeHHs y 84
nanieHTiB y rpymni 3actocyBanHs cxeMu TAC (11,3 %) ta y 15 namieHTiB y Irpylli 3aCTOCyBaHHSA CXeMU
FAC (xombiHanis 5-pTopyparuny, fokcopybinuny ta nuknodpochaminy) (2 %). Hanpukini
IIOJAJIBIIIOTO CIIOCTePeXeHHs ((pakKTuYHa cepenHs TPUBAIICTh MOCHIMXKEHHS IIiCJIsl Tepallil CTAaHOBUTh
8 pokiB) nepudepuyHa CEHCOPHA HeXpomaTisa crocTepiranack y 10 maiieHTiB y rpymi 3aCTOCyBaHHS
cxemu TAC (1,3 %) Ta y 2 mamieHTiB y rpymi 3actocyBauts cxemu FAC (0,3 %).

V mocnimxkenni GEICAM 9805 nepudeprudHa ceHCOpHa HelpoIaTisa po3mnoydasacs Mif 4ac
NiKyBaHHS Ta 30epiranacs mIpoTATroM IMOOAJbIIOTO CliocTepexkeHHsd ¥ 10 mallieHTiB y rpymi
3actocyBanHs cxemu TAC (1,9 %) Ta y 4 matlieHTiB y rpymi 3actocyBaHHs cxemu FAC (0,8 %).
Hanpukiniii moganbiIoro croctrepexkeHnHs (pakTUyHa cepemHs: TPUBATICTb JOCTIIKEeHHS MiCIIs
Tepamil ctaHoBUTh 10 poKiB i 5 MicsuiB) neprudepruyHa CEHCOPHA HEUPOIaTis cocTepiranach y 3
malieHTiB y rpymi 3actocyBanHs cxeMu TAC (0,6 %) Ta B 1 naiiedTa y rpymi 3aCTOCYyBaHHS CXEMHU
FAC (0,2 %).

YpaxcenHs cepys. V pocmimxenni TAX 316 y 26 marienTis (3,5 %) y rpymi 3aCTOCyBaHHS CXeMU
TAC iy 17 mauienTis (2,3 %) y rpymi 3actocyBanHsa cxemu FAC possunynacsa 3CH. B ycix
TaITi€EHTIB, 3a BUHSTKOM OHOTO TallieHTa B KOxHil i3 rpyn, 3CH 6yo giarHocToBaHO Yyepes
6inpiI Hik 30 OHIB micad mOYaTKy JTiKyBaHHA. 2 TMallieHTH B rpymi 3acTocyBaHHs cxeMu TAC i
4 mauieHTH B rpymi 3acTocyBaHHSA cxeMu FAC nomepsu yepes ceplieBy HEJOCTATHICTb.

Y pmocnigxenni GEICAM 9805 nif yac nepioay mopanbLUIoro cnocTepexkeHHd y 3 nauieHTok (0,6 %) B
rpymi 3actocyBanHs cxemu TAC iy 3 namienTok (0,6 %) B rpyti 3acTocyBaHHs cxemu FAC
po3sunynacs 3CH. HanpukiHii mofanblIioro CocTepekeHHs (hakKTUUHa CepefHs TPUBAIiCTh
OOCIiXKeHHS micys Teparii ctaHoBUTh 10 pokiB i 5 micsaniB) 3CH He cmocTepiranach y Nali€HTiB B
rpymi 3actocyBanHs cxemu TAC Ta croctepiranacek B 1 maliesTa B rpylli 3acTocyBanHs cxemu FAC



(0,2 %). OgHa mallieHTKa B TpyIIi 3acTocyBaHHs cxemu TAC moMepria yepes gunaTalinyHy
Kapzmiomionarito.

Posaadu 3 60oky wkipu ma nidwkipHoi kaimkoauHu. Y mocmigxenni TAX 316 anormeriis, 1o TpuBaia
micis 3aBepieHHs ximMioTeparmii, 6yna 3apeectpoBana y 687 i3 744 manientis (92,3 %) y rpymi
3actocyBaHHs cxemu TAC Tta 'y 645 3 736 narienTiB (87,6 %) y rpymi 3acTtocyBanHsa cxemu FAC.

Hanpukinni gocnigxKeHHs micns Teparnil (pakTuyHa cepeqHs TPUBAJIiCTh OOCTIIKEeHHS IiC/Is Teparil
CTaHOBHJIa 8 POKIiB) aJlomellisl cocTepiranack y 29 maifieHTiB y rpymi 3actocyBaHHs cxemu TAC (3,9
%) Ta B 16 margieHTiB y rpymi 3actocyBaHHs cxeMmu FAC (2,2 %).

Y nocnigxenni GEICAM 9805 amomerris, 1110 po3moyvanacs IIif yac xiMioTeparii Ta TpuBaia micis
3aBeplleHHs ximioTeparii, 6yna 3apeectpoBaHa y 49 nattieHTiB (9,2 %) y rpyImi 3aCTOCyBaHHS CXeMU
TAC Ta y 35 nanienTis (6,7 %) y rpymni 3actocyBanHs cxemu FAC. Anonenis, nos’s3aHa i3
3aCTOCYBaHHSIM [IOCTiIKYBaHOTO MTpemnapary, movasnacs abo mocunusiacs mif 4ac mepiogy
IIOAAJIbIIOro crocTepexkeHHs y 42 nauieHTiB (7,9 %) y rpymni 3actocyBanasg cxemu TAC iy 30
naifieHTiB (5,8 %) y rpymi 3actocyBanHs cxeMu FAC. HanmpukiHIli TomasbIIoro CioCTepexkeHHs
(pakTHYHA cepenqHs TPUBAICTh OOCIIAXKEHHS Iic/Is Teparril cTaHoBuna 10 pokiB i 5 MicsIriB)
aJsiomelnis cuocrepiranace y 3 mamieHTiB y rpymi 3actocyBaHHs cxeMmu TAC (0,6 %) Ta B 1 maijieHTa B
rpyni 3actocyBaHHs cxeMmu FAC (0,2 %).

Po3nadu 3 60Ky penpodykmueHoi cucmemu i Mo104HUX 3a103. Y mocnigxkernHi TAX 316 ameHopes,
110 Po3MoyYarsacs Iif Yac nepioxy JiKyBaHHS Ta TpXBaJla IIiCig 3aBepIIeHHS XiMioTeparril,
crioctepiranacsa y 202 marieHTiB i3 744 y rpyni 3actocyBaHHs cxeMmu TAC (27,2 %) tay 125
nanieHTiB i3 736 y rpymi 3actocyBanHus cxemu FAC (17,0 %). Hanpukinii nogaibiioro
criocTepexeHHs (QpakTUYHa cepemHs TPUBANICTh MOCIIiIKEeHHS MiCIs Tepallil cTaHOBUIIa 8 POKiB)
amMeHopes cnocTepiranack y 121 namienTa i3 744 y rpymi 3actocyBanHs cxemu TAC (16,3 %) ta 'y 86
nauieHTiB y rpymi 3actocyBaHHa cxemu FAC (11,7 %).

Y pnocnigxenni GEICAM 9805 ameHopes ciocTepiranach IPOTATOM Ta IIicis JTiKyBaHHSA y 18
nauieHTiB y rpymi 3actocyBaHHs cxeMu TAC (3,4 %) Ta y 5 nalLieHTiB y Ipymi 3aCTOCYBaHHS CXeMU
FAC (1,0 %). Hanpukinii gociigkeHHs micns Teparil (pakTHuHa cepeHsT TPUBAJICTh NOCITiIXKEHHS
nicnsa Tepamnil ctaHoBuaa 10 pokiB i 5 Mics1iB) aMeHOpes ciocTepiranach y 7 Mali€eHTiB y rpymi
3actocyBaHHS cxemu TAC (1,3 %) Ta B 4 manieHTiB y rpymi 3actocyBanHsa cxemu FAC (0,8 %).

ITopyweHHsA 3a2a1bH020 Xapakmepy ma peakuii y micui egedeHHa npenapamy. Y nocnigxerHi TAX
316 moBimoMmisiiocs mpo nepudepryHui HaOPSK, 10 TPUBAB ITiC/IS 3aBeplneHHs XiMioTeparii, y 119
narfieHTiB i3 744 y rpymi 3actocyBanHsg TAC (16,0 %) Ta y 23 mariieHTiB i3 736 y rpymi 3aCTOCyBaHHS
FAC (3,1 %). HanpukiHIi momanbplioro CrnocTepexeHHs (pakTUyHa cepemHs TPUBANICTh HOCTiIXKEHHS
micys Teparii cTaHOBHMIa 8 POKiB) nepudepudHuil HaOPsK crocTepirascd y 19 marieHTis y rpymi
3actocyBaHHA cxeMmu TAC (2,6 %) Ta B 4 manieHTiB y rpymni 3actocyBarHs cxeMmu FAC (0,5 %).

Y mocnipxenHi TAX 316 Gyno moBigomMneHo npo miMbaTHYHUY HaOpSK, IKUU PO3M0OYaBCs Mif yac
niKyBaHHS Ta 30epiraBcs BIIPOAOBXK MEPiofy MOAAJBIIOT0 CriocTepexkeHHs, y 11 mauieHTiB i3 744 y
rpymi 3actocyBaHHs TAC (1,5 %) Ta y 1 nauienTa i3 736 y rpymi 3actocyBarHs FAC (0,1 %).
Hampukiniii mogansIoro cnocTepexeHns (hakTHYHA CepeaHs: TPUBAJiCTh OCTiMXKEeHHS MTiCs
Teparil cTaHoBUJIa 8 POKiB) miMdaTuuHUM HAOPSK CIIOCTepiraBcs y 6 MallieHTiB y TPYyIi 3aCTOCYBaHHS
cxemu TAC (0,8 %) Ta y 1 nanienTa B rpymni 3actocyBanHsg cxemu FAC (0,1 %).

Y mocnipxenni TAX 316 mpo acTeHilo, sika po3nodanacs IIif 9ac JIikyBaHHs Ta 30epiranacs
BIIPOZOBXK I1ePiofly IOJa/IbIIOr0 CIIOCTePEXKEHHS, OBigoMIanocs y 236 i3 744 nauieHTiB y rpyi
3actocyBaHHs TAC (31,7 %) ta y 180 mauienTis i3 736 y rpymi 3actocyBanHs FAC (24,5 %).



HanpukiHIli mofanblIoro CocTepexkeHHs (hakTHYHa CepelHs TPUBAICTh HOCTIAXKEHHS Micsg
Teparil cTaHOBUJIA 8 POKiB) aCcTeHis crocTepiranacs y 29 manieHTiB y rpyIi 3acTocyBaHHS cxemu TAC
(3,9 %) Ta y 16 mamienTiB y rpymi 3actocyBarHs cxemu FAC (2,2 %).

Y mocnipxenni GEICAM 9805 noBigomnsinocst npo nepudepuynHuit HaOpSIK, IKUHM ToYaBcs Iif Jac
niKyBaHHS Ta 30epiraBcs BIPOMOBXK II€Piofy MONAJBIION0 CIIOCTEPEeXEHHS ¥ 4 TallieHTiB y rpymi
3acrocyBaHHS TAC (0,8 %) Ta y 2 namienTiB y rpymi 3actocyBarHsg FAC (0,4 %). Hanpukiumi
TIOMIAJIBINIOTO CIIOCTepPeXeHHs (pakTUUHA CEepelHsT TPUBAIICTh HOCITIIXKEHHS IiCTIs Tepallil CTaHOBUIIa
10 pokiB i 5 micsniB) mepudepuynuii HabpPSIK crocTepiraBcs y 1 maifieHTa B rpyIi 3aCTOCYBaHHSA
cxemu FAC (0,2 %) Ta He OyB BUSIBJIEHUY Y MallieHTiB y rpymi 3actocyBanHs cxemu TAC (0 %).

JlimpaTtuynui HaOpsK, SKUM PO3MOYaBCS Iif Yac JTiKyBaHHS Ta 30epiraBcs BIPOLOBXK Iepiomy
TIOJIaJIBIIIOTO CIIOCTEPEXKEeHHs, Oy10 BUSIBIIEHO y 5 marlieHTiB y rpymi 3actocyBants TAC (0,9 %) Ta'y 2
naiieHTiB y rpymi 3actocyBanHs FAC (0,4 %). HanpukiHIi moganbiioro CoCTepekKeHHs
nmimbaTuyHuM HabpsK crocTepirascs B 4 natieHTiB y rpyni 3actocyBanHs cxemu TAC (0,8 %) tay 1
naijieHTa B rpymni 3actocyBanHs cxeMmu FAC (0,2 %).

AcreHis, siKa po3nodanacs Iif yac JgikyBaHHS Ta 30epiranacs BIPOIOBXK MePiony MomaIbiIioro
CIIOCTepeXkKeHHs, criocTepiranacsa y 12 marieHTiB y rpymi 3actocyBanHs TAC (2,3 %) Ta y 4 nauieHTiB
y rpymi 3actocyBanHsa FAC (0,8 %). HanpuKkiHIli moganblUIoro CiocTepexKeHHs aiMbaTuyHuN HabpsIK
criocTepirascs y 2 mauieHTiB y rpymi 3actocyBaHHs cxeMu TAC (0,4 %) Ta y 2 malieHTiB y rpymi
3acrocyBaHHs cxemu FAC (0,4 %).

T'ocmputl netikod/mieaoducnaacmuyHull cuHOpoM. [IpoTsarom 10 poKiB OAANBIIOTO CIIOCTEPEXKEHHS
y pamkax gocripxkenHs TAX 316 roctpuit neiko3 6yB Businenuit y 3 i3 744 (0,4 %) mauieHTiB y rpymi
3acrocyBaHHs cxeMu TAC iy 13 736 (0,1 %) mamienTiB y rpymi 3actocyBaHHs cxeMmu FAC. 1 namiesT
y rpymi 3actocyBanHsa cxeMu TAC (0,1 %) ta 1 namienT y rpymi 3actocyBanHasa cxemu FAC (0,1 %)
IIOMEPJIN Bifl TOCTPOT0 Mi€no01acTHOTO NerK03y (PpaKTuyHa cepeqHs TPUBAJICTh JOCTIXKEHHS iCs
Teparlii cTaHoBuIa 8 PoKiB). MiemomucnmacTUUHUN CUHAPOM OYyB fmiarHocToBaHuu y 2 i3 744 (0,3 %)
nanieHTiB y rpymni 3actocyBanHs cxeMu TAC iy 13 736 (0,1 %) nauieHTiB y rpyIi 3aCTOCyBaHHS
cxemu FAC.

[Ticns 10 pokis mogansinoro cunoctepexkeHHs B 1 i3 532 (0,2 %) mauienTiB y rpymi TAC y mpoueci
pocnigxenasas GEICAM 9805 BuHUK rocTpuii 1eiko3. HeMae oBigoMieHs PO BUIIaAKK FOCTPOrO
JIenKo3y y nauieHTiB rpynu FAC. ¥ XKogHOT0 maljieHTa 3 yCiX I'pyIl JIiKyBaHHS He [iarHOCTOBAHO
Mi€JIOAUCIINIaCTUYHOT O CUHPOMY.

HetlimponeHiuHi yckaa0HeHHsA. Y Tabnumi 11 moka3aHo, 1110 YaCTOTa BUHUKHEHHS HelTpomeHii IV
cTyneHs, ¢eOpuIbHOI HeUTPOIeHil Ta HeUTponeHiyHol iH(eKIIii B MaIlieHTiB, IKi IPOXORUIA
nepBuHHYy npodinakTuky [-KC®, 3HM3UNACH MiCNS TOTO, K Taka IpodinakTuKa cTajia 000B’I3KOBOIO
y rpyui TAC (mocnigxeruss GEICAM).

Tabmuisg 11

HeiliTponeHiuHi ycKIagHeHHS y MaIli€eHTiB, aKi omepxkyBanu TAC 3 abo 6e3 060B’13K0BO1
npodinaktuku I-KCO (mocmipxenus GEICAM 9805)

Be3 nepBUHHOI

. 3 mepBUHHOIO NPOGinakTUKowo -
npodinakTuKu 3a

VCKITagHeHHS ponomoro I'-KCO KCiD 421
(n=111) (n = 421)
n (%) n (%)

Hetitponenis (ctymins IV) 104 (93,7) 135(32,1)



®ebOpunbHa HEUTPOTIEHIS 28 (25,2) 23 (5,5)
Hewtponeniuna iHbexkis 14 (12,6) 21 (5,0)
HeiiTponeniuna index1is

(cTymins TaxkKoCTi II1/1V) 2(1,8) 5(1,2)

Tabmuig 12

[ToGiyHi peakiiii, 3apeecTpoBaHi y MaI[i€HTIB IIpH JIiKyBaHHI afeHOKaPIIMHOMHY IITYHKY JTiIKapChKHAM
3aco6oM JloneTakcesn AMakca B f03i 75 Mr/m’ y KoMGiHallii 3 HUCIIATHHOM Ta 5-GTOpypaLiIoM

Krac cuctem opraHis Ilyxe 4acTto Yacto
BigmoBigHO mo MedDRA
IHdexkuilni Ta mapa3utapHi HelTpomnewniuHi iHbeKii;
3aXBOPIOBAHHS iHgexkmiHi 3axBopioBaHHA (G3/4:
11,7 %)
3 60Ky KpOBi Ta Anewmig (G3/4: 20,9 %);
niMpaTUYHOI cCUCTEMHU HeuTtponewisa (G3/4: 83,2 %);
TPOMOOLIUTOTIEHIST
(G3/4: 8,8 %); pebpunbHa
HEUTPOTEeHis
3 00Ky iMyHHOI cucteMu  Peakiii rimepuyTauBoCTi
(G3/4: 1,7 %)
MerTaboriyHi Ta HyTpuTHBHIAHOpPEKCis (G3/4: 11,7 %)

po3nagu

3 00Ky HepBOBOi cucTeMu [leprudepuyHa ceHCOpPHa 3amamopouenHs (G3/4: 2,3 %);
Herpornartis (G3/4: 8,7 %) neprudepruyHa MOTOPHA

Herpornaris (G3/4: 1,3 %)

3 00Ky opraHiB 30py JTakpumarnis (G3/4: 0 %)

3 OOKy OpraHiB CITyXy Ta [ToripiieHHs CIIyxy

piBHOBaru (G3/4: 0 %)

3 OOKy cepiist Aputmis (G3/4: 1,0 %)

3 00Ky LIIIYHKOBO- Hiapes (G3/4: 19,7 %); 3amopu (G3/4: 1,0 %);

KHUIITKOBOT'O0 TPAKTy HynoTa (G3/4: 16 %); 6inb y xkuB0Ti (G3/4: 1,0 %);
croMmatut (G3/4: 23,7 %); e3odarit/ogucdaris/
omroBanHAa (G3/4: 14,3 %) omunodaris (G3/4: 0,7 %)

3 OOKy LIKipu Ta Anoneria (G3/4: 4,0 %) Bucumnanss 3i ceepbexem

MigIKipHOI KITiTKOBUHU (G3/4: 0,7 %);

ypaxeHHs HIrTiB (G3/4: 0,7 %);
IIOCHUJIEHE 3JTyIIyBaHHS IIKipHOTO
eliTeniioo
(G3/4: 0 %)
3arasibHi IOPYIIEHHS Ta Jletapris (G3/4: 19,0 %);
MiclieBi peakiril rapsiuka (G3/4: 2,3 %);
3aTpUMKa PiguHu
(TsIxKa/Hebe3neuHa oIt KUTTA:
1 %)

YpaocenHs kposi ma aimgpamuuroi cucmemu. ®ebpunbHa HEUTPOIIEHis Ta HeUTponeHiuHi iHeKIIil
po3BuBanuca y 17,2 % ta 13,5 % nalieHTiB BiATIOBIAHO, SKIII0 HEe BPaXOBYyBaTH, YU 3aCTOCOByBaBCd [-
KC®. I'-KC® npr3HayaBcs 3 MeTOI0 BTOPHHHOI TpodinakTuku y 19,3 % marienTis (10,7 % Bcix
IIPOBEEeHUX LUKIIIB XiMioTeparmii). ®ebpubHa HEUTPOTIEHiS Ta HEUTPOINEeHiYHi iH(DeKIlil pO3BUHYIUCS
BigmoBigHO ¥ 12,1 % Ta 3,4 % naiieHTiB, ki orpuMyBanu [-KC®, i B 15,6 % Ta 12,9 % nauieHTis,
kUM npodinaktuka 3a gonomoroio I[-KC® He mpoBopunacs (ous. po3nin «Crmocid 3acTocyBaHHS Ta



OO3MU»).
Tabnuus 13

[ToGiyHi peaxiiii, 3apeecTpoBaHi y MallieHTiB IIpH JTiKyBaHHI paKy I'0OJIOBU Ta IIHI IiIKapChKUM 3aC000M
IomeTtakcen Amakca B [o3i 75 Mr/m’ y KoMOiHallil 3 IUCIIaTHHOM Ta 5-pTopypanuioM

[HpyKIiiHa XiMioTeparis 3 moganbllo IpoMeHeBoio Tepamieio (TAX 323)

Krnacu cucrtem oprasis Hyxe 4acTo Yacto HeuacTto
BigmoBigmHO Mo MedDRA
[ndexkriitHi Ta [HdexKIinHI
ITapa3uTapHi 3aXBOPIOBaHHSA
3aXBOPIOBAHHS (G3/4: 6,3 %);
HEUTPOIEHIYHI
iHdexil
[MTyxnuun: moOpOosKicHi, Bine, cipuunHeHUN
3JI05IKiCHI Ta HEBU3HAYEHI 3JI05IKICHOI0 NTYXJIMHOO
(BKJTIOUAIOYH KiCTH i (G3/4: 0,6 %)
IIOJIiIM)
3 60Ky KpOBi Ta HetiTponeHis ®ebpunbHa HEUTPOTIIEHIS

niMbaTHIHOL CUCTEMU (G3/4: 76,3 %);
aHeMist (G3/4: 9,2 %);

TPOMOOLIMTOIIEHisT
(G3/4: 5,2 %)
3 00Ky iMyHHOI CHCTEMHU Peaxk1iil rimep4yTnuBOCTI
(TsKKUX He OyI10)
MeTaboriyHi Ta AHOpekcis

HYTPUTHBHI PO3/1agu (G3/4: 0,6 %)

3 60Ky HepBOBOi cucTeMu [lucreBsisi/mapocmisi; 3amaMOpPOYeHHS
nepudepuyHa
CEHCOpHa HeupomnaTisa
(G3/4: 0,6 %)

3 60Ky opraHiB 30py JlakpuMmatiis;
KOH'IOHKTHBIT
3 00Ky OpraHiB CITyXy Ta [ToripieHHs CIyxy
piBHOBaru
3 6OKy cepIist Imemis miokapga Aputmis (G3/4: 0,6
(G3/4: 1,7 %) %)
3 00Ky CynuH YpaxkeHHS BeH
(G3/4: 0,6 %)
3 6OKy IITYHKOBO- Hynora (G3/4: 0,6 %); 3amop;
KUIIKOBOTO TPaKTY CTOMaTUT e3odarit/gucdaris/
(G3/4: 4,0 %); omuHo(aris
miapest (G3/4: 2,9 %); (G3/4: 0,6 %);
OJII0OBAHHSA 0is1b y KUBOTI;
(G3/4: 0,6 %) OUCIEICis;

IITyHKOBO-KUIIIKOBI

KpoBoTeui (G3/4: 0,6 %)
3 0OKy LIKipu Ta Anonenis BucunanHus 31
migmkipHoi Kimitkopuau — (G3/4: 10,9 %) cBepbexeM;

CyXiCTb ILIKIpH;

IIOCHJIeHE 3MyIIyBaHHS

LIKIPHOTO EMiTeio

(G3/4: 0,6 %)



3 OOKy OIIOPHO-PYXOBOTO
amapaTy Ta CIIOJIy4HOl
TKaHUHU

3arajpHi NOpYyILIeHHS Ta
MiclieBi peakiril

PesynrraTy mocnigxeHb

Mianris (G3/4: 0,6 %)

JleTaprisa

(G3/4: 3,4 %);
rapsiuka

(G3/4: 0,6 %);
3aTpUMKa PiIUHYU B
opraHismi; HabpsKu

30i/IBIIeHHST MacU Tijla

[HoyKUifiHa XiMioTeparis 3 IoAablIoi XiMiompoMeHeBow Teparmieio (TAX 324)

Kiacu cucTeM opraHiB [ly>Ke 4acTo YacTto Heuacto
BigmoBigHO 0o MedDRA
[HdekmilHi Ta Tapa3uTapHi [[HbeKinHi HetiTponeHiuni
3aXBOPIOBaHHSA 3aXBOPIOBaHHSA iHpeKIIil
(G3/4: 3,6 %)
[TyxmuHU: JOOPOSIKICHI, bBinb, CIpUYMHEHUN
3JI0KICHI 1 HEeBU3HAYEH] 3JI0SKICHOIO IIyXJIMHOI0
(BKJIIOYAIOYM KicTH i (G3/4: 1,2 %)
[OJIiNN)
3 60Ky KpOBi Ta HewTponeHis
miMdaTryHOI cucTeMU (G3/4: 83,5 %);
aHewmis (G3/4: 12,4 %);
TPOMOOIIUTOIIEHisS
(G3/4: 4,0 %);
(hebpunpHa
HEWTPOIEeHis
3 00Ky iMyHHOI CUCTEMHU Peaxrii
rinepyyTIuBOCTI
MeTabomniuHi Ta AHOpEeKCist
HYTPUTUBHI PO3/1afu (G3/4: 12,0 %)
3 00Ky HepBOBOi cucTeMu |[Jucres3ig/napocMis |3amamMopodyeHHS
(G3/4: 0,4 %); (G3/4: 2,0 %);
mepudepruyHa neprdepruyHa MOTOPHA
CeHCOpHa HeulpomaTid |HeXdpomnaris
(G3/4: 1,2 %) (G3/4: 0,4 %)
3 00Ky oprasiB 30py JTakpuMaliis KOH'IOHKTHUBIT

3 00Ky OpraHiB CITyXy Ta
PIBHOBAaru

[lopyIllIeHHS CIIyXy
(G3/4: 1,2 %)

3 6OKy cepIst

Aputmis (G3/4: 2,0 %)

[teMist MiokKapga

3 00Ky CynuH

YpaxXeHHd BEH




3 00Ky LIIYHKOBO-
KUIITKOBOTO TPAKTY

Hynota

(G3/4: 13,9 %);
CTOMATHUT

(G3/4: 20,7 %);
0JII0BAHHSA

(G3/4: 8,4 %);
miapest (G3/4: 6,8 %);
e3odarit/gucdaris/
onuHOMaris

(G3/4: 12,0 %);
3amnop (G3/4: 0,4 %)

TTucnencis

(G3/4: 0,8 %);

0i71b y KUBOTI
(G3/4: 1,2 %);
[11JIYHKOBO-KUIIIKOBI
KpPOBOTEUi

(G3/4: 0,4 %)

3 00Ky LIKipu Ta
MigIIKiPHOL KITITKOBUHU

AjTonienis
(G3/4: 4,0 %);
BUCUIIAHHSA 31

CyXiCTb LIKIpY;
mecKkBaMallis

MiClleBi peakiril

(G3/4: 4,0 %); rapsiuka
(G3/4: 3,6 %);
3aTPUMKA PiIVHYU B
opraHi3Mi

(G3/4: 1,2 %);

Habpsk (G3/4: 1,2 %)

cBepbOexeM
3 60Ky OIIOPHO-PYX0OBOTO Mianris (G3/4: 0,4 %)
amaparty Ta CIIOIY4YHOL
TKaHUHU
3aranbHi IOPYILIEHHS Ta JleTapris

Pe3ynbpTaTé OOCIIIXKEHD

3MeHIIIeHHS MacH Tina

30iIbIIIeHHS MacH
TijTa

[TocTMapKEeTUHT OBUM JOCBIT

ITyxauHu: 006POAKICHI, 3/105KICHI | He8U3HAYEHI (8KA0Uaryu Kicmu ma nosinu). Ilputiom
moneTakcesny B KoMOiHallii 3 iHmuMy XiMioTepaneBTUYHUMU ITperapaTaMy 3 BifOMUM MOTEHIiaioM
IIIOMO iHIMX OOHOYACHUX 3JI0SKICHUX HOBOYTBOPEHb OYB ITOB’I3aHUM 3 BUIagKaMU TaKMX OOHOYACHUX
3JI05IKiICHMX HOBOYTBOPEHbD (4acToTa HeBigoMa), BKIII0Yal0YX HEXOMKKIHCBHKY JTiMpoMy.

[ToBimOMIIANIOCS PO BUMAAKUA PO3BUTKY IOCTPOr0 Mi€IOIEUKO3Y Ta MI€ETOOUCIIIACTUYHOTO CUHAPOMY
(He4YacTo) y OIIOPHOMY KIIiHIYHOMY [OCTigKEHHI y IaIli€HTiB 3 paKOM MOJIOYHOI 3a/103H, SIKi
OTPUMYBAaJIX JIiKyBaHHA 3a cxemoi0 TAC.

YpaosicenHa kposi ma aimpamuunoi cucmemu. IToBimoMIAI0CS TPO NPUTHIYEeHHST (QYHKII KiCTKOBOTO
MO3KY Ta iHIIi remartonoriyni mobiyHi peakuii. Bysy TakKoXK MOBiIOMIIEHHS PO PO3BUTOK CUHAPOMY
[IMCEMiIHOBAHOT'0 BHYTPIIIHHOCYIMHHOT'0 3rOPTaHHS KPOBi, YaCTO MOB’A3aHi 3i cerncucoM abo
MIOJIIOPraHHO HEJOCTATHICTIO.

YpaosiceHHs imyHHOI cucmemu. 3apeecTPOBaHi OBiMOMIIEHHS PO AeKilbKa BUIAMKiB
aHa(inakTUYHOTIO IIOKY, iHOML TeTanbHOTr0. [T0BifOMIISI0CS PO BUHUKHEHHS peaKIlii
rinepyyTIUBOCTI 3 HEBIOMO YaCTOTOIO y MALlieHTIiB [IpY JIIKyBaHHI AOLleTaKCeIoM, Kl B aHaMHe3i
MaIOTh IIPOSBYU TiePUYyTIUBOCTI OO IaK/IiTaKCeny.

YpaowcenHs Hepsosoi cucmemu. OKpeMi BUTTaKX CyoM ab0 TUMYaCOBOI BTpPATH CBimOMOCTI
CIIOCTepiranucs Ipu BBefeHHI poieTakceny. i peakiii iHOAl 3'ABAAIOTHCA Mif 4ac iHdy3il
JiKapchKOro 3aco0y.



YpaoicenHa opeanie 3opy. TloBigoManocss Ipo gyXKe PiOKiCHI BUMTafKU TUMUYACOBUX IOPYIIEHb 30Dy
(cmanaxu, MUTOTIHHS CBiTJIa Tepef OYKWMa, CKOTOMHU), 1[0 3a3BHMYall PO3BUBANNUCA Mif dac iHdy3il
Ipernapary i CyIpoOBOAXKYBaJIACS PeaKLisiMU TinepuyTauBocTi. Li po3magu caMOCTIMHO IPOXOOUIN
micys NpunuHeHHd iHQy3ii. Bynu noBimoMeHHs PO PifKiCHI BUMaAKM JaKpUMallil 3i CymyTHIM

KOH IOHKTHBITOM a00 6€3 HbOTO, II0 PO3BUBAJIKCS K HACIIMOK 00CTPYKIIil C/Ti3HOI TPOTOKH Ta
00yMOBJTIOBaJIN MTOCUJIEHY CIIO30TEYY. Y Malli€HTiB, SKi OTPUMYBaIH [OIeTaKCeJ, CIIOCTePIramucs
BUTIAOKY KicTonmomioHOro HaOpsky Makynu (KHM).

YpaoicenHa opeaHis cayxy ma pigHogazu. 3apeeCTpOBaHO PifKiCHI BUITaAKU OTOTOKCHUYHOCTI,
noripieHHs Ta/abo BTpaTH CIyXy.

Ypascenns cepya. Croctepiranucs nooAuHOKI Bullafky iHdapkTy Miokappaa. [ToBimoMmsnocs mpo
BUIIa[IKU IIIYHOUYKOBOI apUTMil, BKJII0Ual04¥ IIJIYyHOYKOBY TaxikKappilo (4acToTa HeBigoMa), iHOfi 3
JeTayibHUM HaCJIiIKOM, y TallieHTiB, gKi JikyBamucs KoMOiHOBaHOIO TEPAIIi€lo IOIeTaKCemy 3
mokcopyb6inuHoOM, 5-bTopypaluaoM Ta/abo nukiopochamigom.

YpaowcenHs cyoun. TToBimomnsinocs IPo PifgKiCHI BUIagK¥u PO3BUTKY BEHO3HUX TPOMO0eMOOTiYHUX
TIOPYIIEHb.

YpasiceHHns pecnipamopHoi cucmemu, epyoHoi Kaimku ma cepedocmiHs. [T0BITOMIIAIOCS IIPO
PiAKiCcHI BUMTagK¥ TOCTPOT0 PECIiPaTOPHOTO AUCTPEC-CUHAPOMY, iIHTEPCTHUIIINHOL
ITHEeBMOHii/TTHEBMOHITY, iHTEPCTHLIMHOTO 3aXBOPIOBAHHS JiereHb, (pibpo3y JereHs Ta
OVXaJbHOI HEOOCTATHOCTI, SIKi iHOMi OyIu neTanbHUMHU. Y MAIli€HTIB, SKi OTPUMYBaIH
CYIIYyTHIO IPOMEHEBY Tepallilo, CIIOCTEPIrajIuCs PifKiCHI BUNAJKU IPOMEHEeBOI0 ITHEBMOHITY.

YpascenHns mpasHoi cucmemu. T1oBigOMIIAI0CS PO PiOKiCHI BUNIAHKW €HTEPOKOJIITIB, BKITIOYAI0UN
KOJIITH, illIeMiYHi KOIITH Ta HEUTPOIIEHIYHI EHTEPKOJIITH 3 MOTEHIIMHUM JIeTaIbHUM HACJIiIKOM
(dacToTa HeBimoMa). 3apeeCcTPOBAHO MOOAMHOKI BUIIaAKKU 3HEBOOHEHHS BHACIIOOK LITyHKOBO-
KHMIIKOBUX PO3JIafliB, BKII0Yal0UX eHTEPOKOJIITH Ta racTPOiHTeCTUHAJbHI Tepdoparii. Bynu
IIOBiIOMJIEHHS IIPO PigKiCHI BUMIAAKM PO3BUTKY KUIIKOBOI HETIPOXiAHOCTI Ta OOCTPYKI[il KUILIEUHUKY .

I'enamobiniapHi ypadxceHHs. [lyxe pigKo crocTepiranucs BUNAOKK TeMaTUTY, iHOMI IETAIbHOTO,
nepenyciM y Malli€eHTiB i3 TopyleHHAME (YHKII] IeYiHKA.

YpasceHHs wkipu ma nidwkipHoi mkaHuHu. [lyKe pifKo Iif Yac NiKyBaHHS AOIleTaKCeIoM Oyu
3apeeCcTPOBaHi CHCTEMHUY YePBOHUY BOBYAK i BUIAAKU TSAXKKUX IMIKIPHUX MOOIYHUX peakllili, Taki K
cuapapoM CriBeHca-II;)KOHCOHA, TOKCUYHUY ellilepMaIbHUY HEKPOJIi3 Ta TOCTPUY reHepasli3oBaHu
eK3eHTeMaTO3HU MyCTyNb03. IHOMI PO3BUTOK KX MOOIYHUX Peakilii MOrIu 0OyMOBIIOBATH CYIYTHI
daxTopu. [ToBigOMIISITIOCS TaKOXK IPO PO3BUTOK Ha TJIi IPUHOMY HOLIETAKCETy CKIIepPOAEePMOIIONiOHUX
ypaXeHb, IKUM IiepenyBaa nepudepuyta niMmdpoenema. 3adikcoBaHO BUIMIQKU CTiMKOI anomelrii
(gacToTa HeBigoMma).

YpasceHHs Hupok ma cevosugioHux wsxia. IIoBiqoMIISIIOCH IPO PO3BUTOK HUPKOBOI HEOOCTATHOCTI
Ta ypaxeHHs HUPOK. [Tpubnusno y 20 % nux BumapkiB He 0yJI0 BUSBIEHO KOOHUX (PaKTOPiB PU3UKY
PO3BUTKY IrOCTPOI HUPKOBOI HEJOCTATHOCTI, TAKUX SIK CYIIyTHE 3aCTOCYyBaHHSI HE(PPOTOKCUYHUX
JiKapCchKuX 3aco0iB a0 MITyHKOBO-KUIIKOBI pO3/1aniu.

3azanvHi nopyweHHA ma micuesi peakuii. [ToBimoMIIsIOCS PO PifKiCHI BUMlagKu MOSBU HeHOMEHY
TIOBEPHEHHS IPOMeHeBO1 peakiril. CriocTepiranucs MOBTOPHI peakiiil (penuauB MWKIiPpHUX peakllii Ha
MiCIIi TToTIepeIHbOI TeMaTOMH ITiC/Is BBeIEHHS JOIIeTaKCely B iHIIOMY MicCIli) Ha MicCIli moepegHbOTo
BBeIeHHS (YacTOTa HEBifoMa). 3aTpMMKa PiIMHYU B OpraHi3Mi He CyIIPOBOOKYBanacs rOCTPUMHI
emnisomaMu onirypii abo aprepianbHoi rimorenaii. I[ToBigoMIIsIIOCs PO PifKiCHI BUMTAKKA PO3BUTKY



3HEBOJHEHHA Ta Ha6p;{Ky JIeT€Hb.

MemaboaiuHi ma HympumueHi po3aadu. Hagxomunu MOBiTOMIEHHS PO MOPYIIEHHS eJIeKTPOJTiTHOI
piBHOBaru. [ToBifoMIsANOCS PO BUMAAKHU TilTOHATPiEMil, TOJIOBHUM YMHOM acCoILili0BaHOI i3
merigparati€io, 671I0BaHHSAM Ta ITHEBMOHi€0. CriocTepiranucs rimokanieMis, rimoMaraieMis ta
rinokanblieMisi, 3a3BUYail MpU UIITYHKOBO-KUIITKOBUX PO3JIafiaX, 0COOIMBO MpH miapei.
[ToBigoMIIsIIOCS PO CHHAPOM JIi3UCY IyXJIKH, IOTEHLIMHO JIeTalbHUM (4acToTa HeBigoma).

YpastceHHs onopHo-pyxosozo anapamy. IT0BiTOMIISNIOCS PO MiO3UT Y 3B’SI3KY i3 3aCTOCYBaHHAM
noueTakceny (4acToTa HeBifoMa).

38imysaHHs npo nido3prosaHi nobiyHi peakuii

3BiTyBaHHS IO Migo3pioBaHi moOiYHi peakuii micis peecTpatii mTiKapchbKoro 3acoby € BaXKIMBUM.
BoHO fla€ 3MOTy IPOAOBXKYBAaTH MOHITOPHHT CITiBBiTHOIIIEHHS KOPUCTh/PU3UK JTIKapChKOT0 3aco0y.
MepuuHi npalliBHUKY OBUHHI 3BiTyBaTH PO Oyb-gKi Mifo3pioBaHi Mo6iuHI peakiii.

Tepmin npudamuocmi.
3ameuaTaHuil H1akKoH 30epiraeThCs 2 POKH.

[Ticna BigkpuTTa dhinakoHa. PnakoH MprU3HAYEHUH [JIST OQHOPA30BOT0 BUKOPHCTAHHS. 3
MiKp00ioI0oTiYHOI TOUKHU 30Py IPOAYKT ITOBUHEH OyTH BUKOPUCTAHUM HeralHo. JAKI0 MPOAYKT He
BUKOPUCTaHKU HeralHO, 3a Yac Ta YMOBH 1Woro 30epiranHs BiAmoBigae KopucTyBad. TepMiH
30epiraHHg 3a3BU4all CTaHOBUTH He Oinblie 24 roguH npu TeMnepatypi Big 2 mo 8 °C. XimiuHa Ta
¢bizmyna crabinbHicTh 36epiramach mpoTaroM 4 TUXKHIB Ipu TemnepaTypi Bix 2 mo 8 °C.

[Ticnsa momaBaHHS IpelnapaTy B PO3YMH 04 iHGY3ii. 3 MiKpo6ionoriyHol TOYKY 30py Ipemnapar CJIif

BUKOPUCTATH HETalHo. fAKI0 mpenapaT He 6YB BUKOPHUCTaHUM HeTallHO, 3a Yac Ta YMOBU HOTO
30epiranHg BifmoBigae KopucTyBad. TepMiH 30epiraHHs 3a3BU4ail CTAaHOBUTH He Oinbiie 24 rogux
mpu TeMmepartypi Big 2 mo 8 °C, Ko po3BefieHHS He 3MifCHIOBAJIOCh Y KOHTPOJIHOBAHUX
TIepEeBipEHUX aCEeNTUYHUX YMOBaX. XiMiyHa Ta (isuyHa cTabinbHiCTh 30€epiranack npu BUKOPUCTAHHI
11071i0epiHOBUX MAKETIB IIPOTITOM 72 TOOUH IIpU TeMnepaTypi Bif 2 mo 8 °C Ta mpoTsarom 8 roguH
npu temnepatypi 25 °C. Po3uuH gis iHQy3iii € BUCOKOHAaCUYEHUM, TOMY 3 4aCOM MOXKe
KpUCTai3yBaTUCh. Y pa3i Kpucrasisallil po34uH He MOXKHa BUKOPUCTOBYBATH, HOTr0 IOTPiOHO
YTUIi3yBaTH.

YMmoBH 30epirannsi.

30epiraTtu B OpuriHanbHi{ yIIaKOBIi I 3aXUCTY Bif CBiT/Ia IIpu TeMIepaTtypi He Buie 25 °C.
30epiratu B HEAOCTYIHOMY AJS AiTed Micli. He 3aMopoxXyBaTu.

VYnaxoBka.

[To 1 mm, 4 mn abo 8 mn y ¢dnako#i; mo 1 ¢pnakoHy B KAapTOHHIN KOPOOIIi.



Kareropis Bigmycky.

3a peLemnToM.

BUpPOOHHK.

AxkBiga I'm6X/AqVida GmbH.

Micue3HaxoIKeHHsI BUPOOHHKA Ta ajipeca MicIsi IpoBaIKeHHs HOro Tis/IbHOCTI.

Kaiizep-Binsrensm-Itp. 89, 20355 'amOypr, Himeyunna/Kaiser-Wilhelm-Str. 89, 20355 Hamburg,
Germany.

3asiBHHUK.

Awmaxkca JITo/Amaxa Ltd.

Micue3HaxoaKeHHsI 3asiBHHKA.

31 Ixow Icnin Crpit, JToumon SW1P 4FE, Benuka Bputanisi/31 John Islip Street, London SW1P 4FE,
United Kingdom.



