3ATBEPKEHO
Haxka3 MinicTepcTBa 0XOpPOHHU
310pOB’sl YKpaiHu
11.01.2022 Ne 43
PeecTpaniiine nocBigueHHs
Ne UA/15747/01/01
Ne UA/15747/01/02
Ne UA/15747/01/03

3MIHU BHECEHO
Haxka3 MinicTepcTBa 0XOpOHU
310pOB’sl YKpaiHu
28.05.2022 Ne 895

IHCTPYKIIA
AJI51 METHYHOTO 3aCTOCYBAaHHSI JIIKAPCHKOI0 3aC00y

IBPAHC
(IBRANCE®)

Cknao:

ditoua pevoguHa: majadouKio;

1 karicyna mictuth 75 mr, 100 mr a60 125 Mr nanGonukiioy;

O0ONnoMidCcHl ~ peuosuHu. 1ENI0NI03a  MIKPOKpHUCTalliyHa, JIAaKTO3W MOHOTIApAT, HATpiko
KPOXMAaJBITIKOJAT (TUM A), KpEeMHIIO 110KCH/I KOJIOiTHHI, MarHito cTeapar, *KeJlaTHH, 3aj113a OKCHUJL
yepsonuii (E 172), 3aniza okcun xostuii (E 172), Turany miokcun (E 171), menaky Glaze 45%
pPO3YMH B €TaHOJI, CIUPT I30MPOIMIOBUH, amMoHito Tigpokcun 28 %, crnupt N-OyTHIOBUH,
MPOMIJIEHTIKOIb, CHMETHKOH.

Jlikapcbka ¢popma. Kancynn.

OcHo6HI i3uK0-XIMIUHI 81ACMUBOCI:

KamcyJau 1o 75 mr:

HEIpo30pi1 TBEPA1 Karcyau po3mipy Ne 2 3 KOpIyCcOM CBITJIO-IIOMAapaHUYEBOI0 KOJILOPY (3 HAMUCOM
6imoro xonbopy «PBC 75») Ta KpHUIIKOIO CBITIO-OMapaH4Ye€BOro KOJIHOPY (3 HAmMCOM OL10TO
koJ1bopy «Pfizer»); karcya MiCTUTH MOPOIIOK BiJl Maiike 6i710T0 10 )KOBTOr0 KOJIBOPY;

karcyiu o 100 mr:

HEMpOo30pi TBEP/II Karcyix po3mipy Ne 1 3 KOpIycom CBITIIO-TTIOMapaHIE€BOTO KOJBOPY (3 HATUCOM
ouroro xospopy «PBC 100») Ta kpuIIKor0 KapaMeIbHOTO KOJIHOPY (3 HAMKMCOM OLIOTO KOJBOPY
«Pfizer»); karcysa MicTHTh IOPOIIOK BiJT Maike OLIIOTO 70 )KOBTOTO KOJIBOPY;

Karcyyiy no 125 mr:

HEnpo30pi TBepi Karncyau po3mipy Ne 0 3 KopIycoM KapameabHOTO KOJIbOpY (3 HamucoM 011010
koJ1bopy «PBC 125») Ta KpUIIKOI0 KapaMeIbHOTO KOJIBOPY (3 HamucoM 01710ro koabopy «Pfizery);
KarcyJjia MiCTUTb IMOPOIIOK Bijl Maifxe O1J10T0 J10 )KOBTOTO KOJIHOPY.

dapmakoTepaneBTHYHA Ipymna.
AHTHHeomnacTiuHi 3acobu. [uridbiropu nukninzanexnoi kinazu (CDK). Komn ATX LO1E FO1.

Dapmakonoziuni eracmueocmi

DapmaroounHamixa

Mexani3m ail

ITan6Gouukii0 € BUCOKOCEIEKTUBHAM 000pOTHUM iHrioiTopoM mukirin3anexnoi kinasu (CDK) 4 ra
6. Huxmina D1 ta CDK4/6 € xommoHeHTaMM 0araThbOX HH3XiIHHMX CHTHAJIBHHX IIISXIB, SIKI
aKTUBYIOTH KIITHHHY NPOJTidepartiro.

dapmakoarHaMiuHi ePEeKTH




Uepes npurnivenas CDK4/6 man6onukii® 3HMXKYE mpoJtidepaliito KIiTHH, OJOKYHOUH Mepexia
kiituH Big ¢a3um Gl go das3u S xriTuHHOTO NUKIY. TecTyBaHHS ManOOMUKIIOy Ha JIHISX KIITHH
paKy MOJOYHOI 3aJ103U 3 11eHTU(IKOBAHUM MOJIEKYISIPHUM PO QUIeM MOKa3aau BUCOKY aKTHUBHICTh
MPOTH JIIOMIHAJIBHOTO PaKy MOJIOUHOI 3251031, 0c00mBO ER-1103UTHBHOTrO paky MOJIOYHO 32J1031 .
VY npoTecToBaHUX KIITUHHHX JIiHIAX BTpaTa peTuHoOsactomu (Rb) Oymna mop’s3aHa 3 BTpaToro
aKTUBHOCTI man6o1uknioy. OHaK y X011 HOAANBIIOr0 JOCHIIKEHHS Ha CBIKUX 3pa3Kax MyXJIMH He
OyJ0 BHSIBIEHO >XOJTHOTO 3B’sI3Ky MDK ekcrpeciero RB1 ta Bimmomigmio myxyimHH. Takox He
CHOCTEPIranxocs KOIHOTO MPUIMHHO-HACTIIKOBOTO 3B’ 3Ky IPH BUBUYCHHI BIZNIOBI/lI HA TIKY BAaHHS
na0oIMKIiOOM IN VIVO Ha MOJENsX KCEHOTPAHCIUIAHTATIB MyXJIWH, OTPUMAHUX Y MAI[i€HTIB
(monmeni PDX). HasBHi wiiHiuHI JaHi npejcTtaBieHo Hikue (auB. KiriHiuHA €(EKTHBHICTH 1
Oe3meka).

Enexrpodiziosorisa cepus

Brmus nan6ouukinioy Ha inTepsan QT, kopuroBaHuii BiAMIOBITHO 0 YaCTOTH CEPLIEBUX CKOPOUYECHB
(QTec), ouintoBanu 3 BUKopucTaHHsIM enekrpokapaiorpamu (EKID'), migidpanoiza yacom, HIJIsIXOM
OI[IHIOBAHHS 3MIH Y MOPIBHSIHHI 3 TOYaTKOBUMU 3HAUEHHIMHU 1 BIATOBIIHUX (papMaKOKIHETUIHHUX
JaHUX, OTPUMaHMX y 77 MaIli€eHTIB 3 MOLIUPEHUM PAKOM MOJIOYHOI 3ano03u. [lanGonukni6d He
noioBxKyBaB QTC y KIiHIYHO 3HAUYIINX MEXKax y pasi 3acTOCyBaHHS PEKOMEHI0BaHOI 1031 125 Mr
OJIMH pa3 Ha JeHb (pexum 3/1)

Knigiyna edeKTUBHICTE 1 Oe31eka

Panoomizosane oocnioscennsn 3 pasu PALOMA-2: Iopanc y kombinayii 3 1empo301om
EdexTuBHicTh 3acTocyBaHHS NalOONMKIIOY Yy TMOEIHAHHI 3 JIETPO30JIOM TIOPIBHAHO 13
3aCTOCYBAaHHSAM JIETPO30Jy Ta IUlanebo OLIHIOBaJW B MDKHApOJHOMY PpaHIOMI30BaHOMY
MOJBIMHOMY  CJIMOMY  IUIAaie00-KOHTPOJIHLOBAHOMY  0araTOIeHTPOBOMY  JOCHIDKEHHI 3
napajgelbHUMH TPYyTaMu, IPOBEICHOMY 3a y4acTio *kiHOK 3 ER-no3utuBauM, HER2-HeraTuBHuM
MICLIEBO MOIIMPEHUM PAKOM MOJIOYHOI 3aJI03M, SIKUH He MiJAaeThbesl pe3ekiii abo mpoMeHeBii
Teparlii 3 JIIKyBaJIbHOIO METO10, 200 32 y4acTIO )KIHOK 3 METACTaTUYHHUM PaKOM MOJIOYHOI 321031,
K1 paHille He OTPUMYBaJIM CUCTEMHOT'O JIIKyBaHHS MTOIIMPEHOr0 3aXBOPIOBAHHS .

3arasiom 666 XIHOK B mepioj miciisi MeHomnay3u Oyjo paHIoMi30BaHO 2:1 B rpymy JIIKyBaHHS
naxoourKIiOOM Ta JIETPO30JI0M a0 Iaedo Ta JIeTPO30JIOM i CTpaTH(IKOBAH O 32 TOKaTi3ali€ero
3aXBOPIOBaHHS (BiCIIENISIPHE B MOPIBHSHHI 3 HEBICIICISIPHHUM ), TIEpiog0M 0€3 03HAK 3aXBOPIOBAHHS 3
MOMEHTY 3aKiHYeHHs (He0)a 1 IOBaHTHOI Tepalrlii 10 peluAnBY 3aXBOproBaHHs (MeTacTazu de novo
<12 wmics1iB B MOPiBHAHHI 3 MeTacTa3amu (e NOVO >12 MicsI1iB), a TAKOK 32 THIIOM TOTIEPEIHBOT
(Heo)aa FOBaHTHOI MPOTHITYXJIMHHOT Tepamii (HasBHICTh MOMEpPEeIHbOT TOPMOHAIBHOI Tepamii B
MOPIBHSAHHI 3 BIJCYTHICTIO HONEpeAHbOI ropMoHalbHOI Tepamii). [lamieHTH 3 mporpecyodyum
CUMITOMATUYHHUM BiCLEISPHUM 3aXBOPIOBAHHSAM 3 PU3HKOM HEO€3MEUHUX IS KUTTA YCKIaTHEHb
B KOPOTKOCTPOKOBIH MepCreKTHBi (y TOMY YHCi XBOP1 3 MACUBHUM HEKOHTPOJbOBAaHUM BUIIOTOM
[mmeBpu, mepukapaa, O4YEPEBUHH |, IETCHEBUM JIIM(AHTITOM 1 YpaKeHHSM MEYIHKH OUTHIIT HDK Ha
50 %) He mornu OyTH 3aJIy4eHi Yy JOCIIHKEHHS.

[TanieHTH NpPOIOBXKYBaJIM OTPUMYBATH MIPU3HAYEHE JIIKYBAaHHS 10 00’ €KTUBHOTO MPOTPECyBaHHA
3aXBOPIOBAHHS, MOTIPIICHHS CUMOTOMIB, HEIPUHHATHOT TOKCUYHOCTI, CMEpTi 200 BIIKIUKAHHA
3roM y4acTiy pocnimkeHHi. [lepexpecHa 3MiHa JTiKyBaHHS y TPyTax He JO3BOJISIACS.

[TamienTn Oyiu peTeabHO PO3MOALIEHI 32 TOYATKOBUMH JeMOTpadiuHUMH Ta MPOTHOCTUIHUMU
XapaKTePUCTUKAMH y TPYITy JIIKYBaHHS MaJOOMKIIOOM Ta JIETPO30JIOM 1 TPYyIYy JIIKyBaHHS I1aredo
Ta JIETpO30J0M. MemiaHa BIKy MAaIli€HTIB, BKIIFOUCHUX B 1€ JOCTIIKCHHS, CTAaHOBWIA 62 POKH
(miamazon 28-89), 48,3 % mnamieHTiB oTpHMyBajM Ximiorepamito i 56,3 % oTpumyBanu
AHTUTOPMOHAJIBHY TEpamilo y CcKiaal (Heo)a] FOBAaHTHOTO JIKYBaHHA JO JiarHOCTYBaHHS
MOUIUPEHOTO PaKy MOJOYHOI 321034, a 37,2 % MalieHTiB HE OTPUMYBAJIH HIIKOI MOTIEPEIHBOT
CHUCTEeMHOI Teparii y ckiaji (Heo)a FOBAaHTHOrO JIiKyBaHHs. Y OubmocTi nauieHTiB (97,4 %) 6ynu
METacTa3u B MIOYAaTKOBOMY CTaHi, 23,6 % maIlieHTiB Mallk TUTHKU KiCTKOBE 3aXBopioBaHHs 149,2 %
MALIE€HTIB MaJy BiCIeJIsIpHE 3aXBOPIOBAHHS.

[lepBUHHOIO KIHIEBOIO TOYKOIO JOCHKEHHS Oyja BHXKUBAHICTh 0€3 MporpecyBaHHA
3axBoproBaHHsa (BBII), Bu3HaueHa 3a KpuTepisIMH OI[IHKM BIATOBIZI Y TMAIEHTIB 13 COJIJIHUMU
nyxauHamu (RECIST) v1.1, 3a ouinkoro nocnigHuka. BTopuHHI KiHIIEBI TOYKH €(EKTUBHOCTI
BKJII0YAJIH 00’ €KTUBHY BiIMOBIAb, KIIIHIYHY BiIOBI/b, 0€3MEKY Ta 3MiHY SKOCT1 KHUTTS.




Ha naty nmpoBenenns 3pizy ganux 26 arotoro 2016 p. mociiaKeHHs T0CATIIO CBOEI OCHOBHOI METH —
BCTAHOBJICHHS TOJIMIIEHHS BIKMBAHOCTI 0€3 porpecyBaHHs 3axBopioBaHHS. CriocTepexyBaHe
BiJIHOIIEHHST pu3KKiB cTtaHoBMIO 0,576 (95 % nmosipuwmii intepsan [I]: 0,46, 0,72) Ha KOpUCTH
3acTocyBaHHA nanOouukniOy Ta  Jerposony, p-3HadeHHs <0,000001 oxgHOOiIyHOTO
cTpaTu(iKOBAaHOTO JOT-paHroBoro kpurepiro. Ilicas gomatkoBoro 15-micsyHOTO mEpioay
MOAANBIIOTO CIOCTEpEeKeHHs (AaTa mpoBeAeHHs 3pizy aAaHux — 31 TpaBHs 2017 p.) BUKOHAHO
OHOBJICHMI aHaji3 MEPBUHHOI 1 BTOPMHHHUX KIHIIEBUX TOYOK. 3arajioM OyJi0 3apeecTpOBaHO
405 sBum BBIT: 245 siBum (55,2 %) y rpymi man6onukinioy i merpo3ony ta 160 ssum (72,1 %) y
rpyni npemnapary mopiBHSHHsS. Pe3ynbraTé BUBUEHHS €(EKTUBHOCTI Ha OCHOBI NMEPBUHHOTO M
OHOBJICHOTO aHAIII3IB 3 ypaxyBaHHIM JaHux pociuimkenas PALOMA-2, 3a omliHkaM# 0 ClTiJHUKA
Ta HE3aJIE)KHOTO EKCIIEPTHOTO KOMITETY, HaBe/IeHO B Tabnuii 1.

Taomuusa 1.  Jocnimkenus PALOMA-2 (BuOipka «IaiieHTH, SKUM IPU3HAYCHO JTIKYBaHHS ):
PesynbraTn OIIHKM €(QEKTUBHOCTI Ha JaTH MPOBEJEHHS 3pi3y JaHUX i
NEPBUHHOTO i OHOBJICHOT'O aHAJIi31B

IlepBuHHUI aHaTI3 OHoBJIeHU aHAJI3
MMoka3Huk (maTa 3pizy naHux — (maTa 3pizy maHux —
26 aoToro 2016 p.) 31 tpaBus 2017 p.)
IBPAHC Iaanedo IBPAHC Ilaanedo
I C 10 C 10 C I C
JIETPO30.1 JIETPO30.1 JIETPO30J1 JIETPO30.1
(N =444) (N =222) (N =444) (N =222)
Bu:xxuBaHicTh 6€3 MporpecyBaHHs 32 OLIHKOIO 10 CJi/THUKA
Kinpkicts Bunazkis | 194 (43,7) 137 (61,7) 245 (55,2) 160 (72,1)
(%)
Meniana BBIT | 24,8 (22,1, 14,5 (12,9; 27,6 (22,4; 14,5 (12,3;
[micsis (95 % J1)] HO) 17,1) 30,3) 17,1)
CIiBBiIHOLIEHHS 0,576 (0,463;0,718), 0,563 (0,461;0,687),
pusukiB [(95 % JII) p <0,000001 p <0,000001

Ta P-3HAYCHHS]
Bu:kuBaHicTh 0e3 nporpecyBaHHs 32 OIIHKOI0 He3aJ1e5KHOT0 KOMITeTy

KinbkicTh BHNAIKIB 152 (34,2) 96 (43,2) 193 (43,5) 118 (53,2)
(%)
Meniana BBII 30,5 (27,4; 19,3 (16,4; 35,7 (27,7; 19,5 (16,6;
[Micsmis (95 % JII)] HO) 30,6) 38,9) 26,6)
CriBBiIHOIIIEHHS 0,653 (0,505; 0,844), 0,611 (0,485;0,769),
pusukiB (95 % /) i p=0,000532 p =0,000012
OqHOOIuHE p-
3HAYEHHS
OB* [% (95 % A1)] 46,4 (41,7, 38,3(31,9; 47,5 (42,8; 38,7(32,3;
51,2) 45,0) 52,3) 45,5)
OB* (mposiu | 60,7 (55,2; 49,1 (41,4; 62,4 (57,0; 49,7 (42,0;
3aXBOPIOBaHHS, 110 65,9) 56,9) 67,6) 57,4)
MOXYTh OoyTHn
BHUMIPSIHI)
[% (95% AD)]
YKB™* [% (95 % JI)] 85,8 (82,2; 71,2 (64,7; 85,6 (82,0; 71,2 (64,7;
88,9) 77,0) 88,7) 77,0)

N — xinbkicTs mamientis; I — nosipuwmii inTepBan; HO — He mignaerbes oninoBanHiO; OB —
00’extuBHa Biamosigb, UKB — uwacrora xminiunoi Bigmosimi; BBIl — BmxuBanicTh 0€3
MPOTPECyBaHHS.

*BTopuHHI KiHIIEBI TOYKH €(EKTUBHOCTI HA IMJICTaBl MIATBEPIKCHUX 1 HEMATBEPKEHUX
Binnosinei sriqao 3 RECIST 1.1.



byno nposeneno cepii ananizie BBII Bcepenuni miarpym Ha migcTaBi MPOTHOCTUYHUX (HAKTOPIB 1
MOYaTKOBUX XapaKTE€PHUCTUK JJISI TOCIIKEHHs] BHYTPINIHBbOI CTaOUIBHOCTI €eKTy JiKyBaHHS.
3HIDKEHHSI PU3UKY MPOTPECYBaHHS 3aXBOPIOBAHHSA 200 CMEpPTi HA KOPUCTH TPYIH 3aCTOCYBAHHS
najxbouuKiIiOy Ta JIeTPo30y CIOCTEPIraiocs B yCiX OKpEMHUX MIArpyNax Nali€HTiB, BU3HAUCHHX 32
daxkropamu ctpatudikamii 1 TOYaTKOBUMH XapaKTEepHUCTUKAMH, MPO IIO CBITYaTh pe3yJbTaTh
MIEPBUHHOTO 1 OHOBJIEHOTO aHAIi3iB.

Ha nmatry mpoBenenns 3pizy manux 31 Tpasas 2017 p. 11e 3HWKEHHs] pU3UKY Ha KOPUCTHh TPYyIH
3aCTOCYBaHHS MajJOONMKIiIOy Ta JETPO30Jy W Hajaji crocTepirajocs B Takux miarpymnax: (1)
namieHTH 3 Bicuepanbaumu metactazamu (CP 0,62 [95 % J11: 0,47; 0,81], meniana BUKUBaHOCTI Oe3
nporpecyBanHs [MBBII] 19,3 micsus nopiBHsHO 3 12,3 Micsiis, abo 6e3 BiciepalbHUX MEeTacTa3iB
(CP 0,50 [95 % AI: 0,37; 0,67], MmBBII 35,9 micsis mopiBHsHO i3 17,0 Mmicsiis) Ta (2) marieHTu
TUTBKH 13 3aXBoproBaHHAMU KicTOK (CP 0,41 [95 % [I: 0,26; 0,63], MmBBII 36,2 micsiis nopiBHSHO 3
11,2 micsis) abo MaIienTH i3 3aXBOoproBaHHIMHY He TUThKH KicTok (CP 0,62 [95 % MI: 0,50; 0,78],
MBBII 24,2 micaus nopiBastHO 3 14,5 micsus). AHaNIOTIYHO 3HM)KEHHS PU3UKY HPOTpPECyBaHHS
3aXBOPIOBaHHSA a00 cMepTi B IpyMi NaaOonukiIioy B KOMOIHAIIT 3 JI€TPO30JIOM CHOCTepiranocs y
512 namieHTiB, y IKUX OyJI0 OTPUMAaHO MO3UTHUBHHM pe3ynbTaT imyHorictoxiMiuHoro (II'X) anamizy
MyXJIMHA Ha ekcmpecito Oiutka Rb (CP 0,543 [95 % Ml: 0,433; 0,681], MBBII 27,4 micsus
nopiBasiHO 3 13,7 micsans). g 51 mamienta 3 BiacyTHicTIO ekcnipecii Rb, miaTBepmkenoro 1T'X
JTOCTIKCHHSIM, PI3HHISI MK TpymaMu Tepanii mandonukiiooM B KoMOIHAMIT 3 JIETPO30JI0M Ta
iane6o B koMOiHallii 3 1eTpo3oiioM He Oyia cratuctuydo 3Hauymoro (CP 0,868 [95 % J1: 0,424;
1,777], MmBBII 23,2 mopiBHsHO 3 18,5 Micsis).

JlomaTkoBl Moka3HUKU €(PeKTUBHOCTI (00’ €KTUBHA BIAMOBIAB 1 YaC 0 MEPIIOT BIAMOBIAI My XJIUHU

[UIIB]), siki o1fiHIOBaJIKCA B MIATPYTIax MaII€HTIB 3 BiCIIEpaJIbHUM 3aXBOPIOBaHHSIM a00 0e3 HbOTO,

CTAHOM Ha JIaTy NMpoBeeHHs 3pi3y naHux 31 TpaBHa 2017 p. HaBeieHO B TabIMII 2.

Tabnuns 2.  Pesynpratu pocnimxeHHs PALOMA-2 mono e(ekTUBHOCTI y MallieHTiB 3
BiCIIepaJIbHUM Ta HeBicIiepaJbHUM 3aXBopioBaHHsM (mamientu Intent-to-Treat, cranom
Ha JaTy NpoBeaeHHs 3pi3y nanux 31 tpasus 2017 p.)

BicuepaJsibHe 3aXBOpIOBaHHSA Hesicuepaabhe
3aXBOPIOBAHHS
IMoxa3nuk IBPAHC Ilnameoo IBPAHC Ilnaneoo
LTI C TLTIO C JIETPO30J1 LTI C TLII0C
JIETPO30.1 (N =110) JIETPO30J1 JIETPO30J1
(N =214) (N =230) (N=112)
OB [% (95 % M1)] 59,8 46,4 36,1 31,3
(52,9;66,4) (36,8;56,1) (29,9;42,7) (22,8;40,7)
YIIB, wmemiana [micsiiB 5,4 5,3 3,0 5,5
(miamazon)] (2,0;30,4) (2,6;27,9) (2,1;27,8) (2,6;22,2)

N — xinbkicTh marientiB; I — mgoBipuuii iHTepBasn; OB — 00’€kTHBHA BIANOBIAL Ha MiACTaBi
MiATBEpUKEHUX 1 HemiaATBepkeHux Bignosiaei 3rigno 3 RECIST 1.1.; YIIB — vac mo mepuioi
BIJIMIOBI/I My XJTUHU.

CraHoMm Ha 1aTy IpOBEJICHHS OHOBJICHOTO aHalI3y MeJiaHa yacy Bil paHaoMi3alii 1o Apyroi Jdinii
Mo aNIbIIO0T Tepamii cTaHoBmwiIa 38,8 MicsId B TPy MagOonuKiIiOy B KOMOIHAII 3 T€TPO30JIOM 1
28,8 Micsmg B rpymi torane6o B komOiHaiii 3 serpososiom, CP 0,73 (95 % M1: 0,58;0,91).

Panoomizosane oocnioscenns 3 pazu PALOMA-3: lopanc y kombinayii' 3 pyneecmparmom
EdexruBHicTh 3acTocyBaHHS ManOouukniOy y NO€qHAHHI 3 (yJIBECTpPAHTOM MOPIBHSAHO 13
3aCTOCYBaHHIM (yJIBECTpaHTy Ta Iuianebo OIIHIOBAIM B MDKHAPOJHOMY DPaHIOMI30BaHOMY
MOABIHHOMY CIIIITOMY 0araToleHTPOBOMY JIOCIIIKEHHI 3 TapajieIbHUMU TPyIaMu, TPOBEICHOMY 32
y4acTio kiHOK 3 HR-mosuruBanM, HER2-HeraTMBHUM MiCIIEBO MOIIMPEHUM PAKOM MOJIOYHOI
3a51034, SAKMH HEe MiJJaeTbcs pe3ekiii abo MpoMeHeBid Teparii 3 JIKyBaJbHOIO METOI0, abo 3a
Y4acTIO )KIHOK 3 METaCTaTUYHHUM PAaKOM MOJIOYHOT 3271031 HE3aJIEXKHO BiJ] CTATyCy MEHONay3H, y
KX MPOTPECyBao 3aXBOPIOBAHHSA IIICJIS paHillle IPOBEAEHOT rOPMOHAIBHOT Tepamii y cKiail
(Heo)an’roBaHTHOI Teparii a0o mpu MeTacTaszax.



3aramom 521 xiHKy B TepioJ mpe/mepu- Ta MOCTMEHONAy3H 3 MPOTPEeCyBaHHSIM 3aXBOPIOBAHHS
npoTsroM 12 micsiiB abo 1o 3aBepIICHHIO a1’ FOBAHTHOI TOPMOHAIBHOI Teparrii, a0o mpoTsrom 1
Micsitsg abo Mmicist 3aBepIIeHHs MONePeaHbOT TOPMOHAIBHOI Teparlii MOITUPEHOTO 3aXBOPIOBAHHS
OyJI0O paHIOMI30BaHO y cCHiBBiAHOMmEHHI 2:1 [0 Tpymu 3acToCyBaHHS NanbomukiiOy Tta
¢bynBectpanty abo mmanebo Ta QynBectpanty. Ilamientku Oynu cTpatudikoBaHi 3a
3aI0KyMEHTOBAHOIO Yy TJIMUBICTIO 10 MOMEPEIHHOT TOPMOHATBHOI Teparii, CTaTyCOM MEHOMay 31 Ha
MOMEHT BKIIOUCHHS y IOCHIIDKCHHS (B MEepioa mpe/mepu- ad0 MOCTMEHOIAY3HW) Ta HasSBHICTIO
MeTacTa3iB y BHyTpilIHi opranu. XXiHKU B iepio npe/mepumMenonays3u orpumyBainu aronict JIIPT
rozepenid. IlamieHTH 3 MOpOrpecyrovYrM/METACTaTUYHUM CHMITOMAaTHYHUM BICHEISPHUM
3aXBOPIOBAHHSAM 3 DPHU3UKOM HEOE3MEUHHUX M KUTTA YCKIAZHEHb B KOPOTKOCTPOKOBIM
MepcreKkTuBi (y TOMY YHCIi XBOP1 3 MACUBHUM HEKOHTPOJIbOBAHUM BUIIOTOM [IUIEBPH, IEpUKApA A,
OYEPEBUHH |, TET€HEBUM JIIM(DAHTITOM 1 ypaXeHHSIM MeuiHku Oubi Hik Ha 50 %) He Morau OyTH
3QJIyUeHIi Y JOCIIIKEHHS.

[TanieHTH NPOOBKYBaIU OTPUMYBATH MPU3HAYEHE JIKyBaHHS 10 00’ €KTUBHOTO MPOTPECyBaHHA
3aXBOPIOBAHHS, MOTIPIIEHHS CUMOTOMIB, HEMPUHHATHOT TOKCHYHOCTI, CMEPTi a00 BIAKIMKAHHSA
3roJi¥ Ha y4acTh y JociimxkenHi. [lepexpecHa 3miHa iKyBaHHS y Tpynax He J03BOJISLIACS.
[TamienTn O6ynu peTeabHO PO3MNOJUICHI 32 MOYATKOBUMH JAeMOrpadiyHUMHU 1 MPOTHOCTUYHUMHU
XapaKTEepHUCTHKAMH y TPYIIH MAJIOONHUKIIOY Ta (hyIBECTpaHTy 1 Tpymy Iiamne6o ta G yaBeCTpPaHTY.
MeiaHa BiKy BKJIIOUYCHHUX B JOC/IKCHHS MaIll€HTIB CTAHOBMIIA 5 7 poKiB (Aiana3oH Bix 29 o 88).
binpuricTe y4acHUKIB JOCHIMIKEHHS HaJeXaldu J0 €BPOIEOIAHOI pacH, Majdu 3apeecTPOBaHY
YYTJHBICTH J0 MOIMEPETHbOI TOPMOHAIBHOI TEparii Ta Oyiu B iepioii mocTMeHonay3u. [Ipubnusno
20 % mnarmienTiB Oynu B mepioi mpe/epuMeHonay3u. Bel mamieHTH mnomnepeaHbo OTpUMYBaH
CHUCTEMHY Teparito, 1 OUIBIIICTh MAIIEHTIB KOXKHOI TPYIH JIIKyBaHHS MOMEPEIHBO OTPUMYBAIH
XIMIOTeparmio 3 MPUBOAY MEPBHHHOTO MiarHO3y. bimbmn HiX mojioBuHa maiieHTiB (62 %) manu
¢ynkionanenuii ctatyc 3a ECOG PS 0, y 60 % narnieHTiB Oy MeTacTas3u y BHyTpPIlIHI OpTaHH 1
60 % mnamieHTiB OTpUMaIH OUTBII HIX 1 Monepe HI0 TOPMOHAIBHY TEPAIIiio 3 TPUBOAY HEPBHUHHOTO
J1arHO3Y.

[lepBUHHOIO KIHIIEBOIO TOYKOI JIOCHI[DKEHHS Oyjia BIKHBaHICTL 0€3 NporpecyBaHHA
3axBoproBaHHs, Bu3HaueHoro 3a kpurepissmu RECIST 1.1, 3a ouninkorw mocmigauka. J[ogaTkoBi
aHanisu BBII Oyno BuM3HAaueHO Ha MIACTaBl OIIHKM HE3aJIEKHOI HEHTPAJIBbHOI pamioforiyHol
eKCIepTH3u. BTOpUHHI KIHIIEBI TOYKH BKIIOYANIM OO0 ’€KTHBHY BIAMOBiJb, YACTOTY KIIHIYHOL
BIJIMOBI1, 3arajbHy BWKHBaHICTh (3B), Oe3mneky 1 yac g0 MOTIpIIEHHS CUMITOMIB 3a KiHIIEBOIO
TOYKOIO IHTEHCUBHOCTI O0JIIO.

JlocaimKeHHs TOCSTIIO CBO€ETI OCHOBHOT KiHIIEBO1 TOukH — TpuBajoi BBII 3a ominkamu qociigHuka
pu NpoMiKHOMY aHani3i 82 % 3armanoBanux nanux BBII; pe3ynapTaté Oysiu BUIIUMU 3a3/aJ1€riab
BU3HaUeHOT Mexi edekruBHocTi Xeitdbirtna — [leto (o =0,00135), neMoHCTpyIOUH CTATUCTUYHO
3HAYyIIe TOJOBXKCHHS BM)KMBAHOCTI 0€3 MPOTpEeCcyBaHHS 3aXBOPIOBAHHS 1 KIIHIYHO 3HAYYIIUN
edekr TikyBaHHS.

Binbm neranbry iHpOpMaIiro moa0 eeKTHBHOCTI HABEJAEHO y TaOmuIi 3.

[Ticas momaybIIoro CrocTepexeHHs (cepennid yac — 45 micsiiB) OyB NpOBEICHUNH OCTATOYHHUN
ananiz 3B Ha ocnoBi 310 Bunazakis (60 % pangomizoBaHUX maiieHTiB). PisHuns B meaianuiit 3B
cTaHoBWia 6,9 MicsIs MK rpynoro nanOonukiIidy B koMOiHaMii 3 (yaBeCTpaHTOM Ta IPYIOI0
miamne6o B koMOiHaIii 3 QynaBecTpaHTOM; 1€l pe3yiabTaT HE OyB CTATUCTUYHO 3HAYYIIUM
BIJIMTOBITHO JIO TOTIEPEIHHO BHU3HAYEHOTO (0qHOOIYHOTO) piBHA 3HauymocTi 0,0235. YV rpymi
mwiane6o B koMmOiHamii 3 Qynsectpantom 15,5 % paHIOMiI30BaHUX MALIEHTIB OTPUMYBAIU
nagOonuKIio Ta IHII 1HTIOITOPW IUKIIH3AJIEKHOI KIiHA3W SIK TOJaibIIe JIKYBaHHS ITICIIS
MpOTpECyBaHHS 3aXBOPIOBAHHS.

Pesynpratn mono BBII, omiHtoBaHOT MOCTIAHUKOM, Ta OCTAaTO4YHI AaHi moa0 3B, oTpumani B
nocaimkerari PALOMA-3, npencraBieHo B Tabauili 3.



Ta6nuns 3. PesyneraT momo epekruBHocTi, nociipkeHass PALOMA-3 (3a o1iHKOIO TOCTiTHUKA,

namieHTH Intent-to-Treat)

OHoBjieHU# aHAJI3 (1aTa 3aKiHYEeHHS

IMoka3Huk 300py nanux — 23 koBTHs 2015 poky)
Iopanc + Inauedo +
(pyasecTpanT ¢yaBecTpanT
(N=347) (N=174)
BwmxuBanicts 63 nporpecysanns (BBII)
KingeskicTh Bumna ki (%) 200 (57,6) 133 (76,4)
Meniana [micsiis (95 % J1)] 11,2(9,5;12,9) 4,6 (3,5;5,6)

Binnomenns pusukis (95 % J11) 1 p-3HaueHHs

0,497 (0,398; 0,620), p<0,000001

BTopuHHI KiHIIEBI TOYKU €)EeKTUBHOCTI

06’ extuBHa Bianosiab [% (95 % JI)]

26,2 (21,7;31,2)

13,8 (9,0;19,8)

OO0’ exTHBHA BiNOBIIb (MPOSBU 3aXBOPIOBAHHS, SKi
i11a10Thest BUuMipioBauuio) [% (95 % JII)]

33,7 (28,1;39,7)

17,4 (11,5; 24.8)

YacroTa ki1iHigHOT Bignosii [% (95 % J1I)]

68,0 (62,8;72,9)

39,7 (32,3;47,3)

3araabHa Bu:kuBaHicTh (3B), ocTaTouni 1ani
(naTa 3pizy nanux — 13 kBiTHs1 2018 p.)

KinbkicTs Bunaakis (%)

201 (57,9)

109 (62,6)

Mepmiana [micsii (95 % JD)]

34,9 (28,8;40,0)

28,0 (23,6; 34,6)

0,814 (0,644; 1,029)
p = 0,0429+"

CnisigHomeHHs pu3ukiB (95 % /1) i p-3naueHHs '

UKB — gactoTta kniniuHoi Bianosiai; I — noBipuuii intepsan; N — KinbKkicTh naiienTis; OB —
00’€KTUBHA BIAIIOBIIb.

BropuHHi KiHIEBI TOYKHA €(GEKTHUBHOCTI HA IJICTAaBl IMNIATBEPIHKEHUX 1 HEHIATBEPIHKEHUX
Binnosined srigao 3 RECIST 1.1.

* He Mae CTaTUCTUYHOT 3HAYYIIIOCTI.

f OnHoOiyHe pP-3HAYEHHS, OTPHMAaHE HAa OCHOBI JOTapu(MIYHOTO PAHTOBOTO KPUTEPIIO, 3i
cTpaTudIKaIicio 33 HAsSBHICTIO BICIEPAJbHUX METACTa3iB Ta YYTIUBOCTI [0 MOIEPEAHBOI
€HJIOKPUHHO]I Teparii Ha MOMEHT paHAoMi3alil.

3HIDKEHHSI PU3UKY MPOTPECyBaHHs 3aXBOPIOBaHHS 200 CMEpTi HA KOPUCTH TPYNH 3aCTOCYBAaHHS
nanbouukiaidy Ta (QynBecTpaHTy CIOCTEpirajocs B YyCIX OKpPeMHX MiArpynax Malli€eHTiB,
BU3HAUYCHUX 3a MOKAa3HHKaMU cTpartudikamii i MOYaTKOBUMH XapakTepuctukamu. Edekr Oys
MMOKa30BUM y JKIHOK y mpe/mepumenomnaysi (CP 0,46 [95 % MI: 0,28; 0,75]) i xiHOK y
noctmenomnay3si (CP 0,52 [95 % JII: 0,40; 0,66]), a Tako’X y MaIieHTIB 3 METacTa3aMH Y BHY TPIlIHI
oprauu (CP 0,50 [95 % JI: 0,38; 0,65]) i mamientiB 6e3 meTacta3 y By Tpimrai oprauu (CP 0,48
[95 % AI: 0,33;0,71]). Kopucts Takox criocTepiranach He3ajJeXHO BiJ JiHIN OoNepeaHbpoi Tepaii
3a HasiBHOCTI MeTacTasiB ipu 0 (CP 0,59 [95 % J11: 0,37;0,93]), 1 (CP 0,46 [95 % J1: 0,32, 0,64]),
2 (CP 0,48 [95 % AOI: 0,30; 0,76]) ado >3 miniii (CP 0,59 [95 % [I: 0,28; 1,22]). HonaTkosi
noka3Huku edexkruBHocTi (OB 1 UIIB), siki oImiHIOBaNM B MiArpymnax MaIll€HTIB 3 BICIEISPHUM
3aXBOPIOBAaHHSM 200 O€3 HhOTO, MOKAa3aHO B Ta0JIHII 4.

Ta6nuns 4. Pesynsratu nocmimkenas PALOMA-3 mono eeKTUBHOCTI pH BicLiepaTbHOMY Ta
HEBICIEpAIHLHOMY 3aXBOproBaHHi (marienTu Intent-to-Treat)

BicuepasipHe 3aXBOPHOBaHHs HesicuiepaibHe 3aXBOPIOBaHHS
Iopanc + [Tnane6o + I6panc + [Tnane6o +
[Tokazauk dbynBecTpaHT dbynBecTpaHT ¢dbynBecTpanT | QyJIBECTpaHT
(N=206) (N=105) (N=141) (N=69)
OB [% (95 % AD)] 35,0(28,5;41,9) | 13,3(7,5;21,4) |13,5(8,3;20,2) |14,5(7,2;25,0)
YIIB, meniana [MicsIiB 3,8(3,5;16,7) | 5,4(3,5;16,7) | 3,7(1,9;13,7) | 3,6(3,4;3,7)
(miama3on)]




N — kinpkicTh mamieHTiB; I — moipuwmii inTepBan; OB — 00’exkTHBHA BIIMOBIAL Ha MiACTaBi
MIATBEPDKEHUX 1 HEMIATBepKeHUX Binnosiaen Bignosiguo 10 RECIST 1.1; UIIB — wac go nepmoi
BIJIMOBIA1 Ty XJTUHH.

Byno 3i0pano iHpopMalito Npo CUMITOMH, PO SKi MOBITOMIISIIN MALIEHTH, 1 TPOBEICHO 3arajibHY
OI[IHKY SIKOCTI J>KUTTSI 3 BUKOPUCTAHHAM aHKETH, PO3po0JeHOi €BpOMEHCchKOI OpTaHi3alli€ro
nociuikess 1 JikyBaHHsa paky EORTC QLQ-C30, i moayns nis paky MojouyHux 3aino03 EORTC
QLQ-BR23. 3aranom 335 nmami€eHTiB 13 TpYTH 3aCTOCYBaHHS NaJ00MKIIO0y Ta GynBecTpanTyi 166
MAIEHTIB 13 TPy MOHOTEpaMii (yJIBECTPAHTOM BIATIOBUIN HA AaHKETY Ha MOYATKY JOCIHIIKEHHS 1
NpUHAWMHI i) 9ac 1-To BI3UTY MICIs HOTO MOYaTKY .

Yac no moripuieHHs OyB 3a3[ajierilb BCTAHOBJICHUH SK yac MDK IMOYATKOBUM piBHEM OO0 i
MepIIMM BUHUKHEHHSAM 3011blieHHs > 10 GaniB y MOpiBHSIHHI 3 MOYATKOBUM CTaHOM 3a LIKAJO0
001b0BOTO CUMNITOMY. BKiTIoOueHHs man0onukiioy 10 cXeMu JTiKyBaHHS (PyJIBECTPAaHTOM 3HAYHO
3aTPUMYBAJIO Yac JI0 MOTIPIIEHHS CUMITOMIB 0OJII0 B MOPIBHAHHI 3 3aCTOCYBaHHAM IUTaedo ta
dbynBecTpanTty (B cepeausomy 8,0 micsiia mopiBasHo 3 2,8 micsiyt, CP 0,64 [95 % [1:0,49; 0,85];
p<0,001).

€Bporeiicbke areHTCTBO 3 OI[IHKH JIKapChKUX 3aCc001B BIAXMINUIO BUMOTY HaJlaBaTH Pe3yJIbTaTH
nocaiaKeHb npenapaty [0paHc B ycix cyOnonyisiisx neaiaTpuaHUX Nall€HTIB IPH JIIKyBaHHI paKy
MOJIOYHOT 3aJ103¢ (AUB. iHPOPMAIIIIO PO 3aCTOCYBaHHS IITAM Y po31iu «Criocib 3acToCyBaHHS Ta
T03U»).

DapmakoKiHemuka

dapMaKoKIiHETUKY MaT00UUKIIOY OLIHIOBAIH y MALIEHTIB 13 COJIITHUMU My XJIMHAMHU, B TOMY YHCIT 1
3 MONTUPEHUM PaKOM MOJIOYHOI 321031, T Y 3[I0POBHX JOOPOBOIIBIIIB.

AOGcopOiris

Cepenne 3HaueHHS Cpa NanbonukiIiOy 3a3BUYail JgocATaerbcs uvepes 6—12 roauH micis
nepopairbHoro 3actocyBaHHsA. CepemHs aOcoioTHa OI0JOCTYIHICTh NaJOOMMKIIOY ITiCIIs
IepoPaIbHOI0 3aCTOCYBaHHS 1031 125 Mr cTanoBuTh 46 %. I[Ipu 3acTocyBaHHI 103 Yy Jiana30Hi BT
25 Mr nmo 225 mr mioma mig kpuBok (AUC) ta Chpa 3pOcTaiud B IUIOMY MPOIOPLIHHO J03i.
PiBHOBakHMIT cTaH qOCATaBCS MPOTATOM 8 1i0 MicIs 3aCTOCYBaHHS MIpemapary OJIMH pas Ha 100Y.
[Tpu moBTOpPrOBaHOMY 3aCTOCYBaHHI OJIMH pa3 Ha OOy Man0OMHUKIIi0 HAKOTIMYYBABCS 13 CEpeTHIM
KoedirienTom Kymysiii 2,4 (aiamazon 1,5-4,2).

Brutus ki

AOGcopOmiss Ta eKCrmo3uiis Maja0oUMKIi0y MpU 3aCTOCYBAaHHI HATINE OYyJHM Ay)Ke HU3BKHMH
npubnu3no y 13 % mamientiB. IlpuiioMm TKI MiABHINYBAaB €KCIO3UII0 MAJIOOIUKIIOY y il
HEBEJUKIM MATpYyMi NAaIli€HTiB, aje He MPHU3BOAMB 10 KIIHIYHO 3HAYYIIUX 3MIH EKCHO3MUIii
NagOoNMKIIOy y pEIITH MAIIEHTIB.

[TopiBHSIHO 13 3acTOCYBaHHAM ManOoOIMKIiOy 3pankKy Hatiie, cepeani 3HadeHHs AUC Ta Chax
nanoonuknioy 30insmumrchk Ha 21 % T1a 38 % mpu 3acTocyBaHHI 3 KEO 3 BACOKUM BMICTOM XKUY,
Ha 12 % ta 27 % npu 3acTOCyBaHHI 3 €10 3 HU3LKUM BMICTOM *)upy TaHa 13 % Ta 24 %, skmio
DKy 3 MOMIpHUM BMIiCTOM XHUPY HpHiiMany 3a | roauHy 10 Ta yepes 2 TOJUHU IICHs 3aCTOCYBaHH S
no3u manbouuknidy. KpiMm Toro, mpuiiom DKi 3HAYHO 3HU3UB MDKCYO’€KTHY Ta
BHYTPINIHBROCYO €KTHY BapiaOeNnbHICTh eKcno3uiii nanbonuktioy. Ha migcTasi nux pe3ylibTaTiB
na00MUKIIO CITi/T 3aCTOCOBYBATH MMij yac iau (auB. po3ain « Crocid 3acToCYBaHHS Ta JO3U»).
Posmoin

3B’s3yBaHHs NAJOOIMKITIOY 3 OLTKaMU TI1a3MU KPOBI JTIOAMHU IN Vitro cTaHOBUTE ~85 % He3aneKHO
BiJ KOHIIEHTpalii mpemnapary. CepenHe 3HaueHHS iHAEeKCY (pakiii He3MiHeHOTo mandonukiIioy (fy)
y I1a3Mi KpOBi JIFOAWHH IN VIVO MigBHINYBajdach IHKPEMEHTAIbHO MPH MOTIpHICHHI (yHKIIi
nmedinkd. YITKO1 3ajeXHOCTI MDK cepedHIM 3HAa4YeHHSIM IHJAEKCY (pakiii HEe3MIHEHOTO
nanbormknioy (f,) y mnasmi kpoBi JroguHu N VIVO Ta moripmeHHsSM (QYHKIIi HAPOK HE
BCTaHOBJIEHO. IN Vitro mornuHaHHs Ma0ONUKIIOY B TeaTONUTAX JIFOJMHU BiZI0YBA€ETHCS FOJIOBHUM
YUHOM 32 JonoMoroto nacuBHoi 1udys3ii. [Tanbonukmnid e € cyoctpatom OATP1B1 1 OATP1B3.
Biorpancdhopmartis

Jlocmimkerns in Vivo Ta in VIitro mpoaeMoHCTPYBaIH, 10 Y JIOIMHH IMaJ00MUKIi0 MeTab0 I3y €ThCs
y neuinii. [Ticas mepopanbHOTO 01HOpPa30BoOro 3actocyBanHs [14C] manbonukmioy y 1031 125 Mr y
JIOJIMHA OCHOBHUMU METa0O0TIYHUMHU NUISIXaM U MaJI00 K10y Oy OKUCICHHS Ta CyIb()yBaHHS, a
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JOTIOMDKHAMH TUISIXaMWd — alWJIIOBAaHHS Ta TIIOKypoHyBaHHS. [lamboruknid y mima3smi OyB
OCHOBHOIO IIUPKYJTIOI0Y0I0 PEYOBUHOIO, III0 BUBLIBHUIACH 3 JIIKAPCHKOTO 3aC00Y.

binemia vactuHa npenapaty OyJia BUBEI€HA y BUTJIAI1 MeTa0OMITIB. Y KaJli OCHOBHUM METa00JIITOM
JKapCchKOTO 3ac00y OyB KOH 'IOraT CyJib()aMiHOBOI KUCIOTH Ta MaJ00UUKIiOy, HA HhOTO MPHUITAIATIO
25,8 % 3actocoBanoi mo3u. JlocmimpkeHHst IN VItro i3 3acToCyBaHHSAM T€MATOIMTIB JIFOUHH,
MEYiHKOBUX LUTO30JbHUX Ta S9 ¢paxmiii i pekomOiHaHTHUX (PepMeHTiB cyibdoTpaHchepasu
(SULT) npoaemonctpyBaiu, o B ocHoBHOMY CYP3 A ta SULT2A1 6epyTh yuacts y MeTaboTi3Mi
naa0oouKIioy.

BuBeaenHs

Cepenne reomeTpudHe ysBHOTO 3aranbHoro kinipency (CL/F) man6onuknidy cranoBuio 63 n/rof,
CepelHE TeOMETPHUYHE MEepioJly HaIMIBBUBEACHHS 3 IJIa3MU KPOBI CTaHOBWIO 28,8 TOIMHU Y
TMAIIEATIB 13 MOIIUPEHUM PAKOM MOJIOYHO1 3aJ103U. Y 6 30pOBHX JOOPOBOJIBIIIB YOJIOBIY0T CTATI,
SKi OTpUMalid OJHOPa30By mepopainbHy no03y [14C] manboumknioy, y cepeanbomy 92 %
3aCTOCOBAHOI PaJl0aKTUBHOI 403U OYyJIO BUBEAEHO MpoTArom 15 ni6 mepeBaxkHo 3 KajioM (74 %
no3u), 17 % no3u — 3 ceuero. BuBeneHHs He3MIHEHOTO MagOOIMKIIOY 3 KaJIOM 1 C€4er0 CTaHOBHIIO
2 %17 % Bix BBeAEeHOI 103U BIAMOBIIHO.

In vitro manGorukmi6 He € inrioiropom CYP1A2, 2A6, 2B6, 2C8, 2C9, 2C19 ta 2D6, He €
maykTopom CYPIA2, 2B6, 2C8 ta 3A4 y KIiHIYHO 3HAYYITUX KOHIICHTPAITIIX.

O1iHIOBaHHS, 10 TPOBOIWIOCS IN VItro, mpoaeMOHCTPYBaIo, 110 Mad0OIMKII0 Mae HHU3bKHH
MOTEeHIIan 1Hri0yBaHHA aKTHBHOCTI TpaHcmoptepa opraniunux anioHiB (OAT)l, OAT3,
TpaHcnoptepa opra"iuHux kaTioHiB (OCT)2, TpaHCIOPTHOTO MOJINENTUAY OPTaHIYHUX aHIOHIB
(OATP)1B1, OATP1B3 Ta TpancnopTHHX OUIKIB )0BYHMX coJjicii (BSEP) y kiniHiuHO 3HaUyIIMX
KOHIICHTPAIIisiX.

Oco0uBi mony sl

Bix, cmamv ma maca mina

3a pe3ynbpTaTaMH MOMyJALIKHOTO aHanizy dapmakokineTuku y 183 marientiB i3 pakom (50
4y0JI0BIKIB Ta 133 iHku BikoM Bix 22 10 89 pokiB Ta 3 Macoro Tina B aiana3oHi Big 38 mo 123 kr)
CTaTh HE BIUIMBaJIa HAa €KCMO3ULII0 Na10o1uKIi0y, BIK 1 Maca TUla HE Majlu KIIHIYHO BaXXJIMBOTO
BIUTMBY Ha €KCIO3UIIIO MaTOOIHKIIOY .

Himu

dapmakokiHeTHKa NaJ00UUKIIOY Y MalieHTiB BIKOM < 18 poKiB He OIliHIOBAJIaCh.

Topywenns ¢hynxyii neuinku

Jani, oTpuMaHi y AOCHIIXEeHHI (apMaKOKIHETUKU 32 y4YacTIO CyO’€KTIB 3 PI3HUMH PIBHSAMU
(GyHKIIT MEYiHKK, CBIIUATh MPO 3HIKCHHS €KCMO3UIlll He3MIHEHOTO NMalOonuKiIioy (He3MiHEHUA
AUCir) Ha 17 % y cy0’€ekTiB 3 TeTkuM nopyieHHsM (yHkii medinku (k1ac A 3a Haitngom — I[1°10)
Ta migBuieHHa Ha 34 % 1 77 % y cy6’ektiB 3 nomipHuM (ki1ac B 3a Yaitngom — [1°10) 1 TsKKHM
(xmac C 3a Yanngom — II’t0) mopymieHHsM GYHKIIl MEYiHKKA BIANOBIAHO, y TMOPIBHSIHHI 3
cy0’€eKTaMu 3 HOPMATBHOO (DYHKITIEIO TIeUiHKH. MakcuMalpHe 3HAYCHHS €KCTIO3MIIIT HE3MIHEHOTO
nag0onuKIioy (He3MiHEHHUH Cmax) TiABUITYBaOCh Ha 7 %, 38 % Ta 72 % npu IeTKOMY, IOMIpPHOMY
Ta TSHKKOMY MOPYIISHH] ()YHKIIIT TeYiHKH BIATIOBIAHO, y MOPIBHSHHI 3 Cy0’€KTaMU 3 HOPM albHOI
¢byHkuiero nedinku. Jlo1aTkoBo, 3a pe3ybTaTaMu MOMyJALIHHOTO aHani3y (apMaKOKIHETHUKH 3a
yuacTio 183 malieHTiB 3 MOIIUPEHUM pakoMm, 3 sSkux y 40 mamieHTiB OyB JICTKMH CTYHiHb
nopyieHas GyHKIIT medinku 3a kiacudikamiero HamioranpHOTO iHCTUTYTY paky (NCI) (3aranpHumit
O1nipy0OiH < BepXHBOT MEKi HOpMH Ta acmapraraminoTpancdepasa (ACT) > BepXHbOT MEK1 HOPMH
a0o0 3aranpHuii 0imipy6iH >1,0 g0 1,5 Bepxub0i Mexi HopMu Ta Oy ab-saxuit ACT), nerkuit cTymniHb
nopyuieHHs GpyHKIIii MeYiHKK HE BIUTUBAB Ha (papMaKOKIHETHKY NaI0O0IHUKITiOY.

Topywenns ¢hynxyii Hupok

JaHi, oTpuMaHi y IOCHIIKEHHI (hapMaKOKIHETHKHA 3a YJacTHO CyO0’€KTiB 3 PI3HUMH PIBHIMH
(dyHKIIIi HUPOK, CBIIYATH PO MiBUICHHS 3araibHOI eKCTIO3uIlil manoorukinioy (AUCiy) Ha 39 %,
42 % ta 31 % npu nerkomy (60 mi/xB < kiripeHc kpeatuniny < 90 miu/xB), momipaomy (30 mur/xB <
KJIipeHC KpeaTuHiHy <60 MJI/XB) Ta TsDKKOMY (KiTipeHc kpeaTuHiny < 30 MJ1/XB) mopyieHHi §yHKIl
HHUPOK BIAIOBIAHO, y IOPIBHAHHI 3 Cy0’€KTaMH 3 HOPMAJIbHOK (YHKIIE HUPOK (KIIPpEeHC
kpeaTuHiny > 90 mi1/xB). MakcuMaibHe 3HaUYCHHS €KCITO3UIIIT MaI00UKI10Y (Cmax) TIABUIYBaJIOCH
Ha 17 %, 12 % Tta 15 % npu nerkomy, MOMIpHOMY Ta TSDKKOMY HOpYIIEHHI (DYHKIIT HUPOK
BIZINIOBIIHO, Yy TOPIBHAHHI 3 CyO’€KTaMH 3 HOPMaJIbHOIO (YHKIi€0 HUPOK. JlogaTKoBO, 3a
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pe3yabTaTaMu MOMYJIAIIMHOTO aHai3y (hapMaKOKIHETHKH 3a y4acTio 183 mallieHTiB 3 MOMMUp e HUM
pakoM, 3 SKHX y 73 mamieHTiB OyB JIETKUI CTYIIIHb MOPYIICHHS (DYHKIIT HUPOK Ta y 29 maIieHTiB
OyB TOMIpHHI CTYTiHb TOPYIIEHHS (DYHKIII HUPOK, JIETKHI Ta MOMIPHUN CTYIIHb MOPYIICHHS
(G yHKIIIi HUPOK HE BIUIMBAB Ha (papMaKOKiHETUKY manbonukiioy. @apMakoKiHETHKA MaI0ONUKIIOy
HE JIOCIIKyBanacs y Halli€HTiB, SKi MOTPpeOyIOTh reMoiami3y .

Emmniuna npunanesxcnicmeo

VY nocnimkeHHI hapMaKOKIHETHKH 33 y4dacTio 310poBux 100poBoJbIliB 3HAaUCHHSI AUCins 1 Chax
nan0ooIuKIiOy Michs 3acCTOCYBaHHS OJHIEl 103U nepopanbHo Oynu Ha 30 % i1 35 % Bummmu y
100pOBOJIBILIB 3 SIMOHIT B NOPIBHAHHI 3 TAKUMHU Y T0OPOBOJIBLIIB Hea31iChKOTO moxomakeHHs. [IpoTe
JaHl CIIOCTEPEKEHHS HE BIITBOPIOBAJIUCH 3aKOHOMIPHO Y HACTYIHHUX JOCIHIJKCHHAX 32 YYacTIo
nauienTis 3 Snowii Ta A3ii 3 pakoM MOJIOYHOT 321031 IIPH 3aCTOCY BAHHI KUTBKOX J103. [ pyHTY0UKCh
Ha aHali3l KyMYJSTHBHOI ()apMakOKIHETHKH, NIaHUX 3 Oe3MeKku Ta e(QEeKTHUBHOCTI cepen
MOHTOJIOITHOT Ta HEMOHTOJIOITHUX MOTMYJIALINA, KOPUTYBAaHHS JO3M JUIS MAII€HTIB MOHTOJIOiTHOT
pacH He BBaXKa€ThCs NOTPIOHUM.

Kuiniuni xapakTepucTHKH

Iloka3zanunusa

[6panc moka3zaHWi NS JIIKyBaHHS TrOopMOH-penentop-no3utuBHoTo (HR-mo3uTuBHOTO),
HEraTUBHOTO 3a peIenTopoM emimepmanbHoro (akropa pocry moawmau 2 (HER2) wmicueso
MOIIHUPEHOTO a00 METACTATUYHOTO PAaKy MOJIOYHOT 3aJ103H:

. B KOMOiHaIIii 3 iHri0iTOpOM apomarasu;

. B KoMOiHamii 3 (yJIBeCTpaHTOM Y >KIHOK, SIKI MOTEPEAHBO OTPUMYBAlU EHIOKPUHHY
Tepariro (IuB. po3aut « DapMakoJUHAMIKA ).

VY XKIHOK B IpeMeHoNay3i i MepuMeHOTay31 eHIOKPHHHY TepaItito CIliJ MPOBOJUTH Y KOMOiHAIiT 3
aroHICTOM JIIOTE€iHI3y040ro ropMoH-puiizuHroBoro ropmony (JII'PT).

Ilpomunoka3zannsa

['inepuyTauBICTh A0 aKTUBHOI pe4OBUHH a00 A0 OyJb-5SKOi 3 JOMOMDKHUX PEYOBUH Ipenapary.
3acTocyBaHHS MPeENapaTiB, 10 MICTATh 3Bip00iil (TUB. po3aii «B3aeMois 3 IHIIUMY JTIKAPChKUM H
3aco0aMH Ta iHIII BUU B3aEMOIIIN»).

Ocoonuei 3axoou d6e3nexu
Bynp-sikuii HeBUKOpHUCTAaHUH ITpemnapar abo ymakoBKy CJIiJ] yTHIII3yBaTH BIATIOBIAHO 10 MICIIEBHX
BHMOT.

B3aemooia 3 inmumu nikapcoKumu 3acodamu ma inuti 6uoU 63a€mo il

[Tan6omukni6 MeTaboiizyerbesi TOJOBHUM uYuHOM 3a jgomomoroto CYP3A Ta depmenty
cynbdorpanchepazu SULT2AL. In vivo man6onukiio € cmabkum inrioitopom CYP3 A, akTHBHICTH
SIKOTO 3MIHIOETHCS y Yaci.

Brius iHmux npenapartis Ha hapMaKOKIHETHKY TaJI00IUKIIOY

Bnaus inzcioimopie CYP3A

OpnouacHe Oararopa3oBe 3aCTOCYBaHHS 03U iTpakoHa3oay 200 Mr IIOJHS Ta OJHOPa30Be
3acTocyBaHHS 125 mr manOomukiniOy migBuinye 3aranbHy ekcrno3uilito (AUCq) Ta MaKCHMaIbHY
koHIeHTpamiio (Cna) mandonukmridy mpubnauszHo Ha 87 % Ta 34 % BIANOBIAHO, TOPIBHSIHO 3
0THOPa30BUM 3aCTOCYBaHHSIM ManOonukiioy y 1o3i 125 mr okpemo.

Crnix yHMKaTH OJJHOYACHOTO 3aCTOCYBaHHS 3 MOTYKHUMH iHTiOITOopamu CYP3 A, B TomMy 4ucii 3
KIIQPUTPOMIIMHOM, 1HAWHABIPOM, ITPAKOHA30JIOM, KETOKOHA30JIOM, JIOMIHABIPOM/PUTOHABIPOM,
HedazogoHOM, HeldiHABIPOM, MTO3aKOHA30JI0M, CAaKBIHABIPOM, TEIAMPEBIPOM, TEIITPOMIIIUHOM,
BOPHKOHA30JI0M Ta Trpeindpyramu abo rpedndpyToBuM cokoMm (auB. posninum «Crocid
3aCTOCYBaHHA Ta 1031» 1 « OCOOIUBOCTI 3aCTOCYBAHHS).

IIpu 3acTocyBaHHi 31 cnabkumu a6o noMipauMH iHriditopamu CYP3 A kopekuis 1031 He TOTpiOHa.
Bnaue inoykmopie CYP3A

OnHouacHe 3acToCyBaHHs OaraTopa3oBux 103 600 Mr prdamitiHy Ta pa3oBoi 403U MaI00 MUKI10y
125 mr 3amkyBano mokasHukH AUCiy Ta Chax manborukinioy Ha 85 % Ta 70 % BIiAMOBiIHO,
MOPIBHSHO 3 MOHOTEPaIi€ero Nan0onuKiIioom B 1031 125 mr.




Crnin yHMKaTH OJHOYACHOTO 3aCTOCYBaHHS 3 MOTYXHUMHU iHAYyKTOopamu CYP3A, B ToMy uuci 3
KapOamMaszemniHoM, eH3anyTamigoM, GeHITOIHOM, pudaMIiHOM Ta 3BIpOOOEM MPOIPSIBICHUM (JIHB.
po3ainu «[IpoTunoka3zantsy Ta « OcoOITHBOCTI 3aCTOCYBAaHHS).

CywmicHe 6araTopasoBe 3acTocyBaHHs nmoMipHoro iHaykropa CYP3 A monadininy B 1031400 Mr ta
pasoBoi 1o3u npenapaty [6panc 125 mr 3umxyBano AUCiyTa Chax nanoouukinidy npubiau3Ho Ha
32 % Tta 11 % BinMOBIAHO, MOPIBHAHO 3 OJJHOPA30BUM 3aCTOCYBAaHHSAM J103U npemnapaty lopaHc
125 mr okpemo. [Ipu omHOUAaCHOMY 3acTOCyBaHHI 3 moMipHUMU 1HAYKTOpamu CY P3 A kopuryBaHHs
1031 He TOTpiOoHE (IuB. po3ain « OCOOIMBOCTI 3aCTOCYBAHHSY).

BB nmikapchbKuX 3ac00i1B, SKI 3HIDKYIOTH KUCIOTHICTD

3a yMOBH CYMICHOTO 3aCTOCYBaHHS MICJHs OpUHOMYy ki (BXKHBaHHS MOMIPHO XHPHOI 1%Ki)
OJHOPa30BOi 403H npemnapaty [opanc 125 mMr Ta 6araTopa3oBHX 403 IHTIOITOPY IPOTOHHOT MOMIIH
(ITTIT) pabemnpazony 3HMKYBAIIO Ca manbonukiaiOy Ha 41 % 1 mano oOmexenuii BB HAa AUCjps
(3amkeHHs Ha 13 %) MOPIBHSIHO 3 0THOPA30BUM 3aCTOCYBAaHHSM JIO3U MpernapaTy [opaHc.

CymicHe 3acTOCyBaHHS HATIIE OJHOPA30BOi M03M mpemapary IOpanc Ta Garatopa3oBuX 103
1HTI0ITOPY MPOTOHHOI omMu pabenpazony HaTiie 3HWKYBaIO0 AUC s Ta Chax Ha 62 % Ta 80 %
BIJIMIOBIJTHO, TOPIBHSHO 3 OJTHOPA30BHUM 3aCTOCYBaHHsAM Ipenapary [0panc okpemo. Tomy I6panc
Cli mpuUMaTH 3 XapuyoOBMMHU MpOAYKTaMH, Kpamie mig vac igum (quB. posauin «Cnocid
3aCTOCYBaHHs Ta 1031» Ta « DapMaKOKIHETHKAY).

3 ormany Ha 3MeHIIeHWH BIUTMB Ha pH nuryHka aHTaroHictiB pernentopiB H2 Ta micmeBux
aHTAIlU[IB, TOPIBHSIHO 3 IHTI0ITOpaMU MPOTOHHOT MOMITH, OYIKY€THCS, 10 BIUTUB IIUX JIIKAPCHKHUX
3ac001B Ha EKCITO3UILIIO MAIOOIMKIIOY 32 YMOBH 3aCTOCYBaHHS MICJIs iy Oy A€ BIACYTHIM.

Broius nan6onuuknioy Ha hapMaKOKIHETHUKY IHIIUX OPENapaTiB

[Tan6omukmi6 € cmabkum gaco3asexauM iHridiTopoM CYP3 A 3a yMOBH npuiioMy mOAEHHOT 1031
125 mr y piBHOBaxkHOMY cTaHi. OmHO4YacHe OaraTopa3oBe 3aCTOCYBaHHS MAJIOONMKIIOY Ta
Minazonamy miaBumryBaio 3HadeHHs AUCy Ta Chax Migazonamy Ha 61 % Ta 37 % BiAnoOBiAHO,
MOPIBHSHO 13 32CTOCYBaHHSIM MiJa30JaMy OKPEMO.

Moske OyTH noTpiOHE 3HIKESHHS 1031 9y TIUBUX cyOcTpaTiB CYP3 A i3 By3pKUM TepaleBTHYHUM
iHAeKCcOM  (Hampukiaj —al(eHTaHUly, N[HKIOCIOPUHY, [HTIApPOEproTamiHy, eproTamiHy,
eBepoJliMycy, GeHTaHLTY, MIMO3UIY, XiHIIUHY, CHPOJIIMYCY Ta TAKpOJIIMYCY ), OCKUIbKH Tpenapar
[6panc Moske MiABUIYBATH TX HIO €KCTIO3HIIIIO.

Mo>kIuBI JiKapChKi B3a€EMO 111 Mk MaI00MKII00M 1J1ETPO30JI0M

JlaHi, oTpuMaHi y KIIHIYHOMY AOCIIIKCHHI 32 YYacTIO MAIliEHTIB 13 pakKOM MOJIOYHOI 3aJ103H,
MPOJAEMOHCTPYBAIHM BIACYTHICTh B3a€EMOJIii MK MaJIOONMKIIOOM Ta JICTPO30JIOM IPU iIXHBOMY
CYMICHOMY 3aCTOCYBaHHI.

Brius TamMokcud ey Ha €KCIIO3HUIII0 TAJIOOMUKIIOY

JlaHi mocCHmiJKeHHS 3a Y4acTIO 3J0pPOBHUX J0OPOBOJBIIB-YOJIOBIKIB MOKAa3alu, IO E€KCIO3HUIIis
nasOonuKIIOy MpW OJHOYACHOMY 3aCTOCYBaHHI OJHIET 703 ManOONUKIIOy 3 6araTopa3zoBUMU
J103aMH TaMOKcH(eHy OyJIa 31CTaBHOIO 3 OTPUMAHOIO ITPU MOHOTEparii maa0onukiIioom.

JlikapchKi B3aeMo a1l MK Taa00nuKIi00M 1 hyJIBECTPAHTOM

Jlani, oTpuMaHi B KIIHIYHOMY JOCIIJPKEHHI 32 y4acCTHO MAI[iEHTIB 3 PaKOM MOJIOYHOI 3all03H,
MPOJAEMOHCTPYBAJIH, 110 KITHIYHO 3HAYYIIA B3aEMOIisI MIXK MaT00IMKITIOOM Ta QyIBECTpaHTOM NpU
0JTHOYACHOMY 3aCTOCYBaHHI IUX JIKAPCHKUX 3aCO01B BIICYTHS.

Mo>xiIuBi1 J1KapChKi B3aeMO A1l MK MaJI00MKIIOOM 1 ITepOopaILHIMIA KOHTPAIlEITUBAMUI
JlochimkeHHsT JKapChKUX B3a€MOJIH MamOoONMKIi0y 3 MepopaJibHUMH KOHTpAIENTMBaMH HE
MPOBOIMITHUCS (IMB. pO311T «3acTOCyBaHHs y EPioj BariTHOCTI a00 rolyBaHHS IPY IO ).
JoCTiKeHHS 3aCTOCYBAHHS 3 TPAHCIIOPTE paMH in Vitro

Ha ocHoOBI 1aHuXx, OTpUMaHUX y iN Vitro JOCTiIKEHHSX , 0UiKyETHCS, 1[0 TATOOIUKIII0 TPHUTHIYYE
aKTUBHICTh TpaHcnopTepiB P-rinikonporeiny (P-gp) y KulleyHHKy Ta OiJika pe3UCTESHTHOCTI paKy
MosouHoi 3ano3u (BCRP). Tomy 3acTocyBanHsS manOOMUKIIOy 3 JIIKApCHKUMH 3aCc00aMu, SIKi €
cyocTparamu P-gp (Hanpuknan 3 TUTOKCUHOM, nabirarpanoM, kouxinuHom) ado BCRP (nanpukman
3 MPaBaCTaTHHOM, PO3yBaCTaTHHOM, CyJib(acaniasMHOM), MOKE 30UTbIITYBATH TX Hil TepareBTHYHH i
edekr 1 moO1vH1 peaxiii.

Ha migcraBi manux in Vitro, nan0onukiid Mo)e MPHUIHIYYBAaTH TOTJIMHAHHSA TPAaHCIOPTEPIiB
opraniunux kaTioHiB OCT1, a moTimM — 301IbIIIYBaTH €KCTIO3UIIIIO JIIKAPCHKHUX 3aC00IB — cyOCTpaTiB
X TPAHCTIOPTEPIB (HAPHKIIAT METHOPMIHY ).
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Ocoob1ueocmi 3aCmocy8aHHs

JKiHku B npe/mepuMeHoay3HOMY epioai

OgapianbHa abnsauis abo cympecis aronictom JII'PIT € 060B’s3K0BOI0 yMOBOIO JUISl KIHOK B
npe/mepruMeHonay3HoMy Iepiofi, SKUM MPU3HAYCHO JIIKyBaHHS npenapatoM [Opanc B koMOiHaIii 3
iHTI0iTOPpOM apomarasu, 0 00yMOBJIEHO MEXaHI3MOM il iHTi0iTOpiB apomaTtasu. JlociKeHHS
MMPOBOJIMJIMCH JIMIIE JJIsi KOMOIHOBaHOI Tepamii mamOomukiiooM Ta (ynaBEeCTPAHTOM JKIHOK B
npe/mepuMeHoIIay3HoMy Tiepiofi y moenHanHi 3 aronictom JITPI.

Kputnuse BicliepaibHe 3aXBOPIOBAHHS

be3neka 1 epeKTUBHICTh 3aCTOCYBaHHS MAJIOOUMKIIOY Mali€eHTaM 3 KPUTUYHHUM BiCIEISPHUM
3aXBOPIOBAHHIM HE JOCIIIKYBATUCH (IHUB. po3/i «DapMakomHaMiKa).

I"'emMaToJI0TI4HI DOPVIIEHHS

VY pasi po3BUTKYy HeWTpomeHii crtymeHs 3 abo 4 PEKOMEHIYEThCS TUMYACOBE MPUITMHEHHS
3aCTOCYBaHHS Ipenapary, 3HKEHHS 1031 a00 BIATEPMIHYBAaHHS MOYATKy LUKy JiKyBaHHA. Ciifg
3IHCHIOBATH BIAMOBIIHUM KOHTPOJb (IMB. po3ainu «Crnocid 3actocyBaHHs Ta 103u» 1 «[1o6iuHi
peaxiii»).

IaTrepcTrinaneaa xBopooOa gereus (1XJ]) / mHEBMOHIT

Tsoxxki, HeOe3meuHi I )KUTTS a00 neTanbHi Bunaaku [XJI Ta/abo mMHEBMOHITY MOXYTh BUHUKATH y
MAIiEHTIB, SKI OTPUMYIOTH penapat [0panc y komOiHaIlii 3 €eHIOKPHHHOIO TEPAITIELO.

VY kniniyaux pociaimkeHHsx (PALOMA-1, PALOMA-2, PALOMA-3) y 1,4 % mnamieHTiB, sKi
oTpumyBainu [0panc, 6y 3apeectpoBani [ XJI/mHEBMOHIT Oy 1b-sIKOTO cTYTIeHs TsDKKOCTI, y 0,1 % —
3 cTymneHs, a SBUNl 4 CTyINEeHs YU JIeTaJbHUX BUNAAKIB HE criocTepiranocs. Kpim Toro, BUnaaku
[XJI/nHeBMOHITY, y TOMY YHCII JI€TaJIbH1, OyJIM 3ape€ecTpOBaHi B MicisipeecTpaliiHuil nepion (AuB.
po3ain «[1o06iuHi peakiii»).

HeoOxigHo cmoctepiratv 3a CTaHOM MAIlI€HTIB JJISI CBOEYACHOTO BHSIBICHHS CUMIITOMIB 3 00Ky
JIeTeHb, K1 BKa3y1oTh Ha [XJI/MTHEBMOHIT (TaKuX SIK TMOKCIs, KallleNb, 3aIUIIKa). SIKI0 y maiieHTa
3’ SIBUJIMCS HOB1 200 MOCHIIMITMCS BXKE ICHYIOY1 pecTipaTOpHi CHMIITOMH ¥ MiJ03PIOETHCS PO3BUTOK
[XJI/nHeBMOHITY, ciaiJ HErallHO MPU3YNHUHUTU 3aCTOCYBaHHS npenapary lOpaHc Ta HampaBUTH
narienTa Ha oocTexeHHs. [lanientam i3 Tsxko1o [XJI a0 MHEBMOHITOM 3aCTOCYBaHHS Ipenapary
[opaHc HEOOX1THO OBHICTIO IPHUITUHUTH (IKB. po3ai « Criocid 3aCTOCYBaHHS Ta JT03H»).

IHdexii

Ockutbku [6paHC YMHUTH MIETOCYNPECUBHY 110, MOXKJIMBA CXHMJIBHICTH IMAIIEHTIB 10 PO3BUTKY
TH}EKITi.

[ToBimoMiIsIOCs PO BUILI PiBHI IHPEKLIN y MAII€HTIB, K1 OTpUMYBasu [OpaHC B paHIOMI30BaHUX
KITIHIYHUX JOCHIIKCHHSX, Y TOPIBHSIHHI 3 MAIlIEHTAMHU BIATOBIIHOT Tpy iy opiBHSHHS . [Hekii 3 i
4 crTyneHs BUHUKaJIM BIIMOBIAHO y 5,6 % 10,9 % nartienTis, siki orpuMyBanu [IOpaHc B Oy 1b-sKiii
koMmOiHaii (auB. po3ain «[lo6iuni peaxiin).

Heo0OxigHO KOHTpOIIOBAaTH CTaH MAII€HTIB MO0 BUHUKHEHHS CUMIITOMIB iH(EKIIi Ta JTiKyBaTH
BIJITOBIAHO 10 pekoMeHnaalii (auB. po3aii « Criocid 3acTOCyBaHHS Ta JO3H).

Jlikapi moBUHHI iHPOPMYBATH NAIIEHTIB IPO HEOOX1IHICT, HETAHHOTO MOBIIOMIJICHHS PO Oy b -SK1
BUIAIKHA TUXOMAaHKH.

IMopyiieHss dyHKIIT IEYiHKA

OckuThbKH JaHi BiACYTHI, [OpaHC ciif 3aCTOCOBYBAaTH 3 OOCPEKHICTIO MAIllEHTaM 3 TIOMIPHUMH 1
TSOKKUMHU TOPYIICHHAMH (yHKUIT medinku (auB. po3aumm «Crocid 3acTocyBaHHSA Ta JO3M» 1
«DapMaKOKIHETHKA ).

IHopyurerss dyHKIII HUPOK

Ockinbku AaHi BincyTHi, [OpaHc cmig mpusHavyaTu 3 OOEPEKHICTIO MAIlEHTaM 3 TSIKKUMU
nopymeHHsiMu  QyHkuii Hupok (auB. posaimu  «Crocid 3acTocyBaHHA Ta  J03M» 1
«DapMaKOKIiHETHKA ).

OpxnouacHe 3acTOCYBaHHs 3 iHTi0iTopamu abo inaykropamu CYP3 A4

IToTy>xHi inri6itopu CYP3A4 MOXyTh NPU3BECTH 0 MiJIBULIEHHS TOKCUYHO CTi Ipenapary (AuB.
po3ain «B3aemois 3 IHIIMMHU JIKApCHKUMHU 3aC00aMu Ta 1HIII BHIHM B3aeMOii»). Ciix yHUKATH
OJHOYACHOTO 3acTocyBaHHsS MNOTYXHUX 1HTIOITOpiB CYP3A 3 manbGomukmniobom. OmHOYacHE
3aCTOCYBaHHS CJIJI PO3MIISAATH TUIBKH IMICJS PETENIbHOI OLIHKU MOTEHUIHHOI KOPHCTI 1 pU3HKY.
SIKIIO HEMOJKJIMBO YHHKHYTH OJIHOYACHOTO 3acCTOCYBaHHA mpemnapary IOpaHC i3 MOTYXHHM
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iridiTtopom CYP3A, no3y npenapary I6panc ciig 3HU3ATH A0 75 MT oauH pa3 Ha no0y. ITicms
MIPUIIMHEHHS 3aCTOCYBAaHHS MOTYKHOTO 1HTIOITOPY 103y mpenapaty Iopanc ciig 30iabpmuTH (110
3akiHueHHI 3-5 mepioAiB HamiBpo3manxy iHTIOITOPY) A0 Ti€i A03M, Ky MPUHMAaNH J0 TOYaTKY
3acTocyBaHHA MOTYXHOTO iHri6iTopy CYP3A (nuB. po3nin «B3aemonis 3 iHIIMMHU JTiKapChKUMU
3aco0aMH Ta iHIII BHIU B3aEMOIII»).

Opnnouache 3actocyBaHHs iHIYKkTOpiB CYP3 A Mosxe nmpuBecTu 10 ocnabnenHs nii manbomnukiily, a
3T0JIOM — J10 BTpaTH €(peKTUBHOCTI. TOMY CJIil yHUKAaTH OJTHOYACHOTO 3aCTOCYBAaHHS MATOOIUKITIOY
3 moryxuumu iHnykropamu CYP3A4. KopuryBanHs 103u He MOTpiOHE HpH 3aCTOCYBaHHI
nanboruknidy 3 momipaumu iHAYKTopamu CYP3A (muB. posmin «B3aemonis 3 iHIIUMH
JIKapChKUMHU 3aCO0aMHU Ta IHIII BUJIA B3AEMO I ).

JKiHKM penpoayKTUBHOIO BiKy 400 IXHI IapTHEPH

Kinku penpoayKTHBHOTO BiKy a00 iXHI TapTHEPU-YOJIOBIKM TIOBHHHI BHKOPUCTOBYBATH
BUCOKOC(EKTHBHI METOJM KOHTpAIEMIli MPU 3acTOCYyBaHHI mpemapary lOpaHc (quB. po3Min
«3acTocyBaHHS y MepioJ1 BariTHOCTI a00 TOAYBaHHS Py IO ).

JlakTo3a

Leit nmikapchkuid 3aci0 MICTUTBH JIAKTO3Y. Woro me cuin MpU3HAYaTH Talli€eHTaM 3 PiIKICHUMH
CTIaJKOBUMH TIOPYIICHHSIMHU TOJIEPAHTHOCT1 0 TAJIAKTO3H, 3araJIbHOIO JTAKTa3HOK HEJOCTATHICTIO
a00 TITI0K030-TaTaKTO3HOK Majiba0dCcopOITi€ro.

Hartpiii

Leit nikapchkuit 3aci0 MICTUTh MEHII HIX 1 MMOJIb (23 Mr) HaTpiro HA Karcy1y, TOOTO IPaKTUYHO
HE MICTUTb HATPIIO.

3acmocysanna y nepioo eacimnocmi abo 200y8anHs 2py00io

JKiHKM penpoayKTHUBHOIO BiKY/KOHTPAIEHIis )KIHOK 1 Y0JIOBIKIB

XiHKM penpoyKTUBHOIO BIKY, Ki OTPUMYIOTb LI€H JIiKapChKHii 3aci0, ab0 iXHI Hap THEPU-YOIOBIKHA
MOBUHHI BUKOPUCTOBYBATH HaJiiHI METOAM KOHTpalenuii (Hampukiaa, MoABIHHUNA Oap’epHUi
METOJI KOHTpAIeNIlii) MmiJ 4Jac Tepamii i BOPOJOBXK HE MEHII 3 TIWXKHIB a00 14 TWXKHIB IMiCIIsA
3aBEpUICHHS Tepamii Jis *IHOK 1 YOJIOBIKIB BIANOBIIHO (IuB. po3nainl «Bzaemonis 3 1HIIUMH
JIKapChKUMHU 3aC00aMU Ta IHIII BUIH B3AEMOTI» ).

BaritHicTh

JlaHi mom0 3acTocyBaHHS ManOOUMKIIOy BAariTHUM JKIHKaM BiJICYTHI a00 HasiBHI y OOMeKeHil
KUTbKOCTI. JloCTiKeHHS Ha TBapUHAX MPOIEMOHCTPYBATH PENPOIy KTUBHY TOKCUYHICTh. [OpaHC He
PEKOMEHIY€EThCSI 3aCTOCOBYBATH BariTHUM 1 IHKaM PEenpoOIyKTUBHOTO BiKy 0€3 BUKOPHCTaHHS
MPOTH3AILITITHUX 3aCO0IB.

T'ogyBanHs rpy 10

He npoBoaunucs nociimkeHHs BIUTUBY Nad00UUKII0y HAa BUPOOIESHHS MOJIOKa y JTIOJel 1 TBapHH,
HOro MPUCYTHOCTI B TPYJAHOMY MOJIOI a00 HOTO BIUIMBY Ha HEMOBIIAT, SIKI 3HaXOJMSITHCS HA
rpyJAHOMY BHTOJ0BYyBaHHI. HeBioMo, un nmpoHHKae maa0onukiid y rpyiHe Moaoko. ['oqyBaHHs
Tpy/AI10 3200POHEHO MaI€EHTaM, SIKI OTPUMYIOTh JIIKY BAHHSI TTaJ100ITUKIT100 M.

DepTHIBHICTH

Y AOKTIHIYHUX JOCHIAKEHHAX PENpOAYKTHUBHOCTI HE BHUSBJICHO BIUIMBY Ha €CTpajibHUN UK (Y
caMHIIb IIypiB) 260 criaproBaHHs Ta PEePTUIBHICTS Y Y pPiB (4010Bi1Y0T ab0 kiHOYoi cTaTi). [IpoTte
KITIHIYHMX JaHUX 11010 BIUIMBY NAJIOOIMKIi0OY Ha GepTUIBHICTS y IIoel HeMae. | pyHTyI09uCh Ha
JaHMX I0J0 BIUIMBY Ha PEMPOIYKTHBHY CHCTEMY Yy CaMIIB (JIeTeHepallis ciM’ SHUX KaHaJbIliB,
eniauauMalbHa TIMOCIepMisi, 3HIDKEHA KOHIICHTpAIliS Ta PYXJIUBICTh CIIEPMATO3011iB, 3HIKEHA
CEKpeEIlis MPOCTATH), OTPUMAHUX y JTOKITHIYHUX TOCTIKEHHAX Oe3neku, GepTUIbHICTh Y CaMIIiB
MOKe OyTH TOpYyIIeHa IpH 3acTOCyBaHHI manbouukiniOy. TomMy 4oJOBIKaM Clii PO3TIASHYTH
JTOUUIBHICTh KOHCEPBAIIii CIIEpMH 10 TTOYATKy 3aCTOCYBaHHS Ipemnapaty [0panc.

30amuicme énaueamu Ha WEUOKICMb peakyii npu Kepy8aHHi a8MOMpAaHCNOPpmMoM abo iHuUUMU
MexaHizsmamu

IIpenapat IOpaHc Mae He3HaUHUH BIUIMB Ha HIBUAKICTh PEAKLii IPU KEPYBaHHI aBTOTP aHCTIOPTOM
a60 po6o0Ti 3 IHIIKMU MexaHi3Mamu. [Ipore yepe3 pu3uK BUHUKHEHHS BTOMJIIOBAHOCTI MPOTATOM
JiKyBaHHS TpernapatoM lOpaHc ciifi peKOMEHAYyBaTH MallieHTaM OyTH OOEpeXHHUMHU i 4Yac
KepyBaHHS aBTOTPAHCTIOPTOM a00 poOOTH 3 IHITUMHU MEXaHI3MaMHU.
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Cnocio 3acmocyeanna ma 003u
JlikyBanHs npenapaToM [OpaHc Mae 1HILIIOBATUCH Ta TPOBOAUTHUCS M1/ HATIIAIOM J1Kaps, SIKUH Ma€e
JIOCB1J1 32CTOCYBAaHHS MPOTUIMYXJIMHHUX JIIKAPCHKUX 3aCO0IB.

031
PexoMmenmoBaHa 103a cTaHOBUTH 125 Mr manbouukinioy nepopanbHo 1 paz3Ha 100y npoTsarom 21
JTHSI TIOCTILTB 13 TTOTAJIBIIO0 7-AE€HHO0 TTepepBoo (pexum 3/1), o0 yTBOPUTH HOBHUM MUKI 3 28
nuiB. JlikyBaHHS mpemapaTtoM IOpaHC ciin mMpomOBXKyBaTH JOTH, JOKH 30epiraerbcs KiIiHIYHA
e(eKTUBHICTH Teparlii, a00 10 MOsIBU HOTO HEMPUWHATHOI TOKCHYHOI Jii.
IIpu oqHOYAaCHOMY 3aCTOCYBaHHI 3 MAJ0OIMKIIOOM IHTIOITOP apoMarTasu CIIijl 3aCTOCOBYBATH 32
CXEMOI0, 3a3HAYEHOI0 B IHCTPYKIIIi 171t METUYHOTO 3aCTOCYBaHHSI LILOTO JiKapChKOTOo 3aco0y. [Ipu
JIIKyBaHHI )KIHOK B TIpe- a00 MepuMeHOIIay3HOMY Mepioai KoMOIHOBaHY TEpallito Naja0onuKIiooM Ta
1HTIOITOPpOM apomarasu CJij 3aBx1u moeaHyBaTu 3 arorictom JITPT (quB. po3nin « Ocob6iuBOCTI
3aCTOCYBaHHS).
ITpu onHOYACHOMY 3aCTOCYBaHHI 3 MATOOIMKII00M peKOMEHI0BaHa J103a (yJIBECTPAHTY CTAHOBUTD
500 Mr BHYTpPIIIHEOM *130BO, SIKY 3aCTOCOBYIOTH B 1-1, Ha 15-11 1 29-i1 neHp nikyBaHHS, a moTim — 1
pa3 Ha Micsnpb. s oTpuMaHHs OUTbII eTanbHOT IHQOpMALIi AUB. IHCTPYKIIIO I MEIUYHOIO
3acTocyBaHHs (QynBecTpaHTy. JKiHKaM B Ipe/mepuMeHOIIay3HOMY MEepioi Mepe ] MOYaTKOM Ta i
gac KOMOIHOBAHO1 Teparnii naxoonukiIiooM Ta QyiBecTpaHTOM cltin 3actocoByBaTu aroHicTu JII'PT
BiJIMIOBITHO 710 JTOKAaJbHUX CTAaHAAPTIB KIIHIYHOT IPAKTUKH.
[TamienTam ciig peKOMEHIyBaTH NMpUMaTH 103y mnpenapary [oOpaHc nmpuOIW3HO B OJMH 1 TOM
CaMHi 4yac KOXKHOTO JHs. SIKIIO y mallieHTa BUHHUKIO OJIOBaHHS a0o0 BIH HPOMYCTHUB J03Y,
J0AATKOBY /103y NMpUHMaTH He noTpiOHO. HacTynHy npu3HayueHy 103y ciliJi NPUHHATH Y 3BUYalHUN
Jac.
3mina 0o3u
PexomeHy€eThcs 3MIHIOBATH JO3yBaHHs Npenapary [opaHc 3 orisay Ha iHIUBIAYyaJIbHI IOKa3HUKHU
0e3MeKH Ta MePEHOCUMOCTI.
JlikyBaHHS JCSKUX MOOIYHMX pEakiiii MO)Ke BHMaraTh THMYacOBOIO MPU3YNMUHCHHs Teparii/
BIITEPMIHYBaHHsS 3aCTOCYBAaHHSA J03M Ta/ab0 3HMKEHHS J103M Npernapary abo OCTaTOYHOTO
NPUIMMHEHHS IPUIOMY MpenapaTy BiZIIOBIIHO 10 CXEM 3HWKEHHS /1031, HaBEJCHUX B TAONHUIAX 5,
617 (nuB. po3aiau «OcobmBocTi 3acTocyBaHHs» 1 «[100idHI peakirii»).

Tabnuns 5. PexomennoBana Moaudikamis 1031 npenapaty lopaHc y pa3i BAHUKHEHHS MOOIYHIX
peakiii

PiBenn n03m Ho3a
PexomennoBaHna 103a 125 mr/no0y
[Tepmie 3HWKCHHS 103U 100 m1/mo0y
Jlpyre 3HIKEHHS 103H 75 mr/mooy*

* SIkio HeoOXiTHE Mo AabIie 3HIKSHHS 103U (Hrk4de 75 Mr/m00y), CJ1if MPUIMMHNATH JTIKY BAHHS.

Jlo movaTKy JIiKyBaHHS npenapaTtoM [OpaHc Ta Ha TOYaTKy KOYKHOTO ITUKITY, a TAKOK HA 15-1 neHp
nepuux 2 UMKIIB Ta 'y pasi KIiHIYHOT OTpeOu HeoOX1AHO TPOBOAUTH 3araJIbHUM aHai3 KPOBI.
[TartienTam, y SIKMX CIIOCTEPIra€ThCsi HEUTPOIIEHISI MAaKCUMYM CTyTIeHs 1 abo 2 mpoTsarom nepumx 6
IUKIIIB, CJiJ MPOBOJMTH 3araJIbHUN aHalli3 KPOBI A1 HACTYIHHX IMKIIIB KOXKHI 3 MIcCsI, Tepen
MOYATKOM IUKITY a00 y pasi KIiHIYHOI HOTpeOu.

Pexomenayerbcsa 3acTocoByBaTH mpemnapaT lOpanc, sikmio aOcoiioTHa KUIbKICTh HeHTpodinis
(AKH) >1000/mMm3 i pom6GormTie >50000/Mm3.

Tabnuns 6. Monudikanis no3u npenapary I6panc i mikyBaHHs. [ 'eMaTosiorivHa TOKCUYIHICTH

CtymiHb TSKKOCTI 32 Moaudikarii 1o3u
CTCAE
Crymisb 1 260 2 Kopexkiis 1031 He TOTPiOHA.
Crymins 32 Tlepmuii neHL MUKITY
[TpusynuHUTH 3aCTOCYBaHHS MpenapaTy [opaHc 10 BiTHOBICHHS 10 CTAHY
31 CTYIIEHEM TSDKKOCTI peakiiiii <2 Ta MOBTOPHO BUKOHATH 3arajabHUi
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aHaJi3 KpoBi mpoTsrom 1 TwxkHs. [Ticns BiTHOBIEHHS A0 CTaHy 31 CTYIIEHEM
TSDKKOCTI peakiliv < 2 po3novyaT HAaCTYITHUN ITUKJ, 3aCTOCOBYIOYH MAK)
camy 003y.

15-i geHp nepiux 2 MUKIIB

[Ipu ctaHi 31 cTyneHeM TsHKKOCT1 peakiliid 3 mpo OBKUTH 3aCTOCYBaHHS
npenapary I6paHc B MOTOUHIH 1031 10 3aBEPILICHHS IIUKIY Ta TOBTOPUTH
3araJIbHUW aHai3 KpOBi Ha JICHB 22.

[Ipu ctaHi 31 cTyneHeM TSDKKOCT1 peakiiid 4 Ha JeHb 22 1uB. Mou(iKaIiio
JI03U 1151 CTyIIeHs 4.

Caix po3riasHy TH MOKIUBICTB 3HWKESHHS 031 Y IeHb | HACTYITHUX IIUKJIiB
y pa3i TpuBanoro (>1 THXHs) BIAHOBIEHHS IICJIsI HEUTPOTIEHIi CTyneHs 3
a00 peNMIUBHOT HEUTPOIICHII CTYIIeHS 3.

Crymins 3 B Oynb-skwmii yac:
AKHP (<1000 no [TpunuHUTH 3acTOCYBaHH Npenapaty [0paHc 10 BITHOBICHHS CTaHy 31
500/mm3) 3 CTYTIICHEM TSDKKOCTI peakiiii < 2. BiTHOBHTH 3aCTOCYBaHHS Ha PiBHI

TuXxoMaHkoro > 38,5 °C|HacTynHO1 61161 HU3BKOT 103H.
Ta/a00 iH(eKis

Cryminb 42 B Oynb-saxwuii yac:

[TpunuuuTH 3acTOCYBaHHA Ipenapaty [6paHc 10 BiTHOBIEHHS CTaHY 31
CTYTIEHEM TSDKKOCTI peakiiid < 2. BigHOBUTH 3aCTOCYBaHHs Ha PiBHI
HACTYIHO1 OUTHIII HU3BKOT T03H.

Busnauenns crynens BignosigHo 1o CTCAE 4.0.

AKH — a6comnrorna kinbkicTh HelTpod11iB; CTCAE — 3aranbHi kpuTepii TepMIHOJIOTIT 1715
kinacugikanii modiunux peakuiii; HMH — HikHS Meka HOpMH.

2 CTOCY€ThCS BCIX FeMaTOIOrYHUX NOOIYHUX peakii, kpiM iMdoreHii (Ko BOHA He OB’ si3aHa
3 KIIHIYHUMH SIBUILIAMH, HAIPUKJIaJ OTOPTYHICTUHYHUMH 1H( EKIISIMU).

b AKH: crymins 1: AKH < HMH — 1500/mm3; ctymins 2: AKH 1000 — < 1500/mm3;

ctyminb 3: AKH 500 — < 1000/mm3; ctyninb 4: AKH <500/mm8.

Ta6nuns 7. Moaudikanis 1o3u npenapary Iopanc 1 gikyBaHHs. HeremaToaoriaHa TOKCHYHICTh

Cryminb TskkocTi 33 CTCAE Mo nudikarii 103u
Cryminb 1 260 2 Kopexiis 7031 He TOTpiOHA.
HeremaroJioriaaa TOKCUYHICTh [IpunmMHUTY 3aCTOCYBAaHHS, TOKH CUMITTOMH HE BITHOBJISATHCS
crymnens > 3 (skujo 30epiraerscs, 10:
HE3BaKAIOUH Ha JIIKyBaHHS ) e cryneHa<l1;

e crymneHs <2 (K0 HE BPaXOBYBaTH (PaKTOp PUUKY
JUTS TIAITIE€HTA)
BinHoBuTH 3acTOCYBaHHS Ha piBHI HACTYMHOI OB HU3bKOT
JI03U.

Busnauenns crynens BignosigHo 10 CTCAE 4.0.
CTCAE — 3aranbHi kputepii TepMiHOJIOTII 17151 Kiaacuikamii mo6iuHUX peakiii.

[TamienTam 13 TsDKKkEMU GopMaMH IHTepCTHIIATBHOT XBopoOu merenp (IXJI)/ mHEBMOHITY
3aCTOCYBaHHs Ipemapary IOpaHc ciai MOBHICTIO NpUNUHUATH (AuB. po3aia «OcoOIMBOCTI
3aCTOCYBaHH).

Oco06uB1 Moy sl

Hayienmu nimnvozco 8iKy

JlitHiM manienTaM (y Biui Big 65 pokiB) KOpeKIis 103U npenapary IopaHc He noTpiOHa (IuB. po 31T
«DapMaKkoKiHETHKAY).

THopywenns (pynxyii neuinku

[MamienTaM 3 mopymeHHAMH (QYHKIII NediHKHA Jlerkoro abo momipHoro ctyneHs (ki1ac A i B 3a
Yaiingom — [1’10) xopekuis no3u npemnapary lopanc He motpiOHa. [larieHTam 3 mopyIIeHHIMU
¢byHkuii neyinku Tsokkoro crymnens (kiac C 3a Yaitngom — I1°10) peKoMeHI0BaHO 3aCTOCOBYBATH
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no3y 75 mr 1 pa3 Ha geHp 3a cxemoro 3/1 (muB. po3ain «OcoOIMBOCTI 3aCTOCYBaHHS» Ta
«®DapMaKOKiHETHKA ).

Topywenns ¢hyukyii Hupox

[MTamieHTaM 3 HUPKOBOIO HEJOCTATHICTIO JIETKOTO, MOMIPHOTO ab0 TSHKKOTO CTyIeHs (KIipeHc
kpeaTuHiny [CrCl] > 15 mu1/xB) kopekiis 103yBaHHA penapaty [Opanc He noTpibHa. JlaHux 1is
HaJaHHS PEKOMEH/ a1l 11010 KOPEKIil 03U Mpenapary naiieHTam, SskuM MoTpioHuii reM o aiamnis3,
HEA0CTaTHBO (IMB. po3/aia « OcobaMBOCTI 3aCTOCYBaHHSD» Ta «DapMaKOKIHETHKA ).

Coocib 3acToCyBaHHA

[6panc npusHaueHuii Ayt nepopaibHOro 3actocyBanus. [Ipenapat ciin npuiimaru 3 kero, 6axxaHo
3 Ti€to, sika O 3a0e3meunia CTIKy eKCIO3UIIiIo Maa0ouukiIioy (1uB. po3aia « PapMakOKiHETHKa» ).
Crnin yHUKaTH IpUAOMY Naji0onuKITioy 3 rpeindpyToM abo rpeindpyToBUM COKOM (JUB. PO3I1JI
«B3aemoist 3 IHITUMU JTIKAPCHKAMHU 3aC00aMH Ta 1HIII BUIH B3aEMOII#»).

Kancynu [6paHc ciin koBTaTH HUTMMU (HE PO3KOBYIOYH, HE JIAMAlOUH Ta HE BIIKPUBAIOYH iX MEepe]]
POKOBTYBaHHAM). He ciil npuiiMaTu Karncyiu, SKII0 BOHU 3J1aMaHi, TPICHYTI a00 MaloTh iHIII
MTOTIKOIKESHHS.

Himu.
besneka Ta eeKTUBHICTB 3aCTOCYBaHHs npenapary [0panc aiTsam i miptitkam (Bikom < 18 pokiB)
He BCTaHOBJEHI. /[aHi BiICyTHI.

Ilepeoo3ysannsn

VY pasi nepenosyBaHHS NaiOOIUKIIOOM MOXYTh BHHUKATH HUTYHKOBO-KHILIKOBI (HampuKIan,
HY/10Ta, OJIFOBaHHS) 1 TeMaTOJIOTYHI TOKCHYHI e eKTH (Hanpukiaa, Heiitponenis). Ciif mp oBeCTH
3arajbHy MiATPUMYIOUY TEpaIlito.

Ilooiuni peakuii

KopoTtkuii orasta npodiaro 6e3neKku

3aranpHuil npo¢ine Oe3nexu npenapaty IOpaHc IpyHTYyeTbCsl Ha 00’ €IHAHUX JaHHUX, OTPUMAaHHUX
BiJl 872 MaIieHTiB, SKi OTPUMYBaIX NATOOMKIIO Y MOENHAHHI 3 TOPMOHAIBHOIO Teparieo (N =
527 B xoMmOiHaii 3 geTpo3osuoM 1 N = 345 B xkomOiHawii 3 GpyIBEeCTpaHTOM) B PaHIOMI30BaHUX
KITHIYHUX JpocaimkeHHsx mnpu HR-mosutuBHOMy, HER2-mHeratuBHOMy mnommupeHoMy abo
METaCTaTUYHOMY PaKy MOJIOYHOI 3aJI03H.

Haitbimem momupeni no6iuni peakiii (>20 %) Oyab-IKoTro CTyNeHs, o Oyau 3apeecTpoBaHi y
MALIEHTIB, SIKI MPUAMAaTH MATOOIUKII0 B pAaHIOMI30BaHUX KIIHIYHUX JOCTITKCHHSIX, BKIFOYAITN
HEUTpOIEeHito, 1H(eKIii, TeKoneHito, MiBUIIEHY BTOMIIOBAHICTh, HYJOTY, CTOMAaTHUT, aHEMIIO,
miapero, aornerito i poMbonuToneHio. Haioinpir nomupeHuMy mooiuHuMu peakmismu (>2 %) 3
CTymeHs a00 BHIIE MPHU 3aCTOCYBaHHI MaJ00nUKIiOy OyJIu HEHUTPOTIEHIs, JIEHKOTeHis, 1HQEeKITi,
aHeMis, 30UTbIIEHHsT piBHA acmaprataMmiHoTpaHcdepasu (ACT), migBuiieHa BTOMIIIOBAHICTSH 1
301UIbIIeHHS piBHS anaHiHaMiHoTpaHcepasu (AJIT).

3HmkeHHs abo moaudikaiis A03U BHACTIIOK BUHUKHEHHS OYyAb-IKHX MOOIYHHMX peakuid Oynu
noTpioHi 38,4 % mnarieHTiB, ki OTpUMYyBaiu [6paHc B paHIOMi30BaHUX KIIIHIYHUX IO CT1KEHHIX
HE3aJIEXKHO Bl KOoMOIHAI].

3acTocyBaHHs IpenapaTy 0yJa0 0CTaTOYHO MPUMTMHEHO BHACIIIOK BUHUKHEHHS MOOTYHUX PeaKIlii y
5,2 % marieHTiB, ki oTpUMYyBau [OpaHC B paHIOMi30BaHUX KITTHIYHHUX JOCTI)KEHHAX HE3al €KHO
BiJ1 KOMO1HAI{].

Ta0nuyHuN omIAn MOOIYHUX PEAKIIT

B Ttabmumi 8 HaBeaeHo MOOIUHI peakilii, Ipo SKi MOBIIOMIISUIOCS B XOJi 3 paHJIOMI30BaHHMX
TOCIIKeHb. Me/iaHa TPUBAJIOCTI JIIKyBaHHS MaJI0OIMKII00M 32 JTaHUMH 3BE€HOr0 HAaOOpy JaHUX
Ha MOMEHT IPOBEJICHHS OCTATOYHOr0 aHai3y 3arajibHoi BuxxuBaHocTi (3B) ctanosuina 14,8 micsiis.
VY tabnumi 9 HaBeneHI BIIXWIICHHS JIaOOpAaTOPHUX MOKA3HHKIB, SKi CHOCTEpiraaucs y Xoxdi 3
PaHIO0MI30BaHMX JOCIIIKEHb.

[To614H1 peakiii HABOASATHCS 3a KIIAaCOM CUCTEMU OPraHiB 1 4acToTor. YacToTa BU3HAYAETHCA fAK:
nysxe nomupeni (>1/10); momupeni (>1/100,<1/10) i venomupeni (>1/1000, <1/100).
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Tabnunsa 8. [1oOiuni peakiii, Mpo sKi MOBIAOMIISUIOCS B XOJ1 3 paHIOMI30BAaHUX JOCIIIKEHD

(N=872)
Kitac cucremu opraniB Bci cryneni, Crymins 3, Crymins 4,
Yacrora n (%) n (%) n (%)
[ToGiuHa peakiisi®
Idekmii Ta iHBa3il
Llyorce nowupeni
IHpexii® 516 (59,2) 49 (5,6) 8(0,9)
[Topymenns 3 60Ky KpoBi i JiMpaTHIHOT
CUCTEMH
Llyoice nowupeni
HefiTpomnenis® 716 (82,1) 500 (57,3) 97 (11,1)
JletikomeHis® 424 (48,6) 254 (29,1) 7(0,8)
AHnewmis® 258 (29,6) 45 (5,2) 2(0,2)
TpomGouuToneHis® 194 (22,2) 16 (1,8) 4(0,5)
Towupeni
DeOprTbHA HEUTPOTICHIS 12 (1,4) 10(1,1) 2(0,2)
Po3naau meTabomizmy Ta XxapayBaHHS
lyoice nowupeni
3HUKECHHS alleTUTY 152 (17,4) 8(0,9) 0(0,0)
[TopymreHns 3 00Ky HEPBOBOi CHCTEMH
Howupeni
Jlucressis 79 (9,1) 0(0,0) 0(0,0)
[TopyuieHHs 3 60Ky OpTaHiB 30py
Howupeni
HeuiTkicTs 30py 48 (5,5) 1(0,1) 0(0,0)
[TixBuIIEHE CIHO30BHIIICHHS 59 (6,8) 0(0,0) 0(0,0)
CyxicTh o4ei 36 (4,1) 0(0,0) 0(0,0)
[TopymeHHs 3 00Ky TUXaTbHOI CUCTEMH,
OPTaHiB TPYHOT KIIITKH 1 CEPEJOCTIHHS
Towupeni
HocoBa kpoBoTeua 77 (8,8) 0(0,0) 0(0,0)
IXJI/naeBmowniT™ ! 12 (1,4) 1(0,1) 0(0,0)
11y HKOBO-KHUIIIKOBI pO3J1aiu
Jyorce nowupeni
Cromarurd 264 (30,3) 8(0,9) 0(0,0)
Hynora 314 (36,0) 5(0,6) 0(0,0)
Hiapes 238 (27,3) 9(1,0) 0(0,0)
broBanHs 165 (18,9) 6 (0,7) 0(0,0)
[Topymenns 3 60Ky IIKIpH 1 MiAIIKIPHOT
KJIITKOBHHHU
Jyorce nowupeni
Bucum” 158 (18,1) 7(0,8) 0(0,0)
Anomnenis 234 (26,8) H/3 H/3
Cyxa mkipa 93 (10,7) 0(0,0) 0(0,0)
Henowupeni
IIkipHuii YepBOHMI BOBYAK 1(0,1) 0(0,0) 0(0,0)
3aranbHi po3J1aiu 1 CTaH HA JUISHII
3aCTOCYBaHHS
lyorce nowupeni
BromitoBanicTh 362 (41,5) 23 (2,6) 2(0,2)
AcrTeHis 118 (13,5) 14 (1,6) 1(0,1)
[Tipekcis 115 (13,2) 1(0,1) 0(0,0)
JlaGopaTopHi JIOCTiKSHHS 92 (10,6) 18 (2,1) 1(0,1)
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Hyoice nowupeni 99 (11,4) 25(2,9) 0(0,0)
[Tinpumenns pias AJIT
ITigumenns piBast ACT
AJIT — ananinaminorpancdepasa; ACT — acmaprataminoTrpancdepasa; [XJI — inTepcTumianpaa
xBopoba seredb; N(N) — KinbkicTh mamienTis; H/3 — He 3acTOCOBY€ETHCS.

*Tlo6iuna peakiiis Ha nikapcbkuit 3aci6 (ITPJI), 3apeecTpoBana y micisipeecTpaliitHui mepio.

2@ 3aznaueno nepesaxki Tepminu (I1T) nns sy Bignosinao 1o MedDRA 17.1.

b Bei 1T, 110 CTOCYIOThCS KITacy CUCTEMHU OpTaHiB: iHpeKiil 1 iHBasii.

¢ V¥V T.4.: HEUTpOTICHIs, 3HIKCHA KUTBKICTh HEUTPOQLITIB.

dV 1.4.: 1eKONEHIs, 3HIKEHA KIJIBKICTb JIEHKOIUTIB.

¢V T.4.: aHeMisl, 3HI)KEHHS P1BHS FeMOTI001HY, 3HI)KEHHS P1BHS TeMaTOKPUTY.

TV 1.4.: TpoMOOIIHTOICHIs, 3HUKEHA KUTBKICTH TPOMOOIIHTIB.

9V 1.4.: adpTO3HUI CTOMATUT, XEUJIT, NIOCUT, TJIOCOJICHISI, BUPA3KH Y POTOBIl MOPOKHUHI,
3amajJIeHHs CJIM30BHX OOOJIOHOK, Oi1b y POTOBIM MOpPOKHUHI, opodapHHTreabHuil AUCKOMDOpT,
opodapuHreaabHui O171b, CTOMATHT.

NV T.4.: BHCHII, MaKyJOIAMyJIbO3HUN BHCHII, BUCHII 31 CBEpOEKEM, €PUTEMATO3HUI BHCHII,
NanyJbO3HUNA BUCHUII, A€PMATHUT, BYyIpenoiOHHIA 1epMaTuT, TOKCHYHI IIKIpHI BUCUITAHHS.
Bunagku [XJ/MHEBMOHITY BKIIOYAOTh Oy/Ab-sKi 3apeecTPOBaHI MOBIIOMIICHHS, 3a3HA4YCHI
nepeBakKHUMHU TepMiHaMu ciioBHHKa MedDRA 3a cTaHgapTH30BaHUM 3alTUTOM «iHTEpPCTUI1aTbHA

XBOpo0a jereHby (By3bKUM MOIIYK).

Tabnuis 9. BinxuneHHs 1aboparopHUX MOKA3HUKIB, SIKi CIOCTEPIraucs y X011 3 paHI0Mi30BaHUX
nociikern (N=872)

BigxuneHss [OpaHc 3 teTpo3osiom abo ['pynu nopiBHAHHSA™*

nabopaTopHUX dynBecTpaHTOM

MOKa3HUKIB Bcei Crynins 3 | Crymnins 4 Bei Cryniap 3 | Crymnins 4
CTYTEHI % % CTyTEHI1 % %

% %

SHIKEHHS 97,4 41,8 1,0 26,2 0.2 0.2

qucIia

JICHKOINTIB

SHIKEHHS 95,6 57,5 11,7 17,0 0,9 0.6

qucia

HEeUTpodiIiB

AHeMmis 80,1 5,6 H/3 42.1 2,3 H/3

3HIKEHHS 65,2 1,8 0,5 13,2 0,2 0,0

qrcna

TPOMOOIIUTIB

[TigBuIeHHs 55,5 3,9 0,0 43,3 2,1 0,0

piBust ACT

ITigBuienas 46,1 2,5 0,1 33,2 0,4 0,0

piBHs AJIT

ACT — acnaprataminorpancgepasa; AJIT — ananinaminoTpancdepasza; N — KUIbKICTh MAlI€HTIB;
H/3 — HE 3aCTOCOBHO.

[IpumiTKa: CTyMiHb TSDKKOCTI BiAXWieHHS Bu3HaueHo BinmoBigHo no mkanu CTCAE 4.0.
Hamionansnoro inctutyTy paky CLIA (NCI)

* Jlerpo3on abo ynaBecTpaHT.

Omnc okpeMux MOOIYHUX peAKIIN

3arajgoM Mpo HEWTPOTEHi Oyab-IKOTro cTymeHs moBimomisuiock y 716 (82,1 %) naitienTis, ski
oTpuMyBasu [OpaHC He3anekHO BiJ KOMOIHAIIi, PO HEHUTPOIEHi0 3 CTYNEHs MOBIIOMIISIIOCH Y
500 (57,3 %) narienTiB i mpo HeiTponeHito 4 ctynens noBigomisiiock y 97 (11,1 %) xBopux (1uB.
Tabauio 8).
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B 3 panmomizoBaHMX KIIHIYHUX JOCTIIKEHHSIX MeIiaHa yacy J0 MEepIIoro em3oay HEUTpomeHii
Oyap-aKoro cTymnens cranopwia 15 guiB (13-317), Meaiana TpuBanocTti HelTpomneHii 3 cTymneHs i
BUIIE — [ THIB.

IIpo BunukHeHHs (peOpunpHOI HelTpomneHii noBigomisnoca y 0,9 % mnamieHTis, ki OTpUMYBaIU
[6panc y moennanHi 3 ¢ynaBectpanToM, 1y 1,7 % mnaiieHTiB, ki OTpUMyBajIu NanbouUUKIiO B
KOMO1HAaII{ 3 T€TPO30JIOM.

[Ipo BunHukHeHHs (eOpunbHOi HelTponeHii moBigomisaocs y 2 % NalieHTiB, Ki OTPUMYBAIH
[6panc mpoTATOM yCi€l KIIHIYHOT TPOTPaMH.

IToBiTOMIEHHS PO MiA03pIOBAHI ITOOIYHI peaKiil

[ToBimoMIIeHHsST MpO Mig03pIOBaHI MOOIYHI peakiii Micias peecTpalii JiKapchKOro 3acol0y Mae
BaknuBe 3HaueHHS. lle 3a0e3meuyye MOCTIMHMI MOHITOPHWHT CITIBBIIHOIICHHS KOPHUCTH/PUHK
Jikapcbkoro 3acoOy. JlikapsM cumin 3BiTyBaTH mpo Oyab-sKi Migo3pioBaHi MOOIUHI peakiii
BIJIMOBIIHO 10 BUMOT 3aKOHO/1aBCTBA.

Tepmin npuoamnocmi. 3 poku.

YmoBu 30epirannsi. 30epiraTv B HEAOCTYIHOMY JJIsl AiTeH Micii. 30epiraTu mpu TemIiepaTypi
Hmwxkue 30 °C.

YnaxkoBka. [Io 7 kanicyn y 6urictepi, mo 3 6iicTep y KapTOHHIM KOPOOIIi.
Kareropis Biznycky. 3a peuentom.

BupooHuk.
[paiizep Mentopexuaypunr Hoiunenn ['moX / Pfizer Manufacturing Deutschland GmbH.

Micue3Haxo/a:keHHsI BHPOOHH KA Ta HOr0 ajpeca Miclsi NPOBaAKeHH T isAJIbHOCTI.
Berpidmrerre @paitdypr, Mycpambsaans 1, 79090 OpaitGypr, Himequnna/
Betriebsstatte Freiburg, Mooswaldallee 1, 79090 Freiburg, Germany.

JaTta octanHboro neperasiay. 28.05.2022
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