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3ATBEP/IKEHO
Haxka3 MinicTepcTBa 0XOpOHH
3M0POB’ YKpaiHn
10.02.2023 Ne 271
PeecTpaniiine nocBigaeHHs
Ne UA/16712/01/01
Ne UA/16712/01/02

3MIHHU BHECEHO
Haka3 MinicrepcTBa 0XOpOHH
310poB’st YKkpainn

A9 09 AOL32 N 1710

IHCTPYKIIA
IJIS MEMYHOrO 3aCTOCYBAHHS JiKapchKOro 3acody

Jancypde 15 mr/6,14 mr (Lonsurfe 15 mg/6.14 mg)
Jlancypde 20 mr/8,19 mr (Lonsurfe 20 mg/8.19 mg)

Cknao:

Oitoui pevogunu: TpudurypunuH (trifluridine)/runipanun (tipiracil);

Jlaucypd 15 mr/6.14 mr: 1 Tabnetka mictuth 15 Mr TpudmypuauHy Ta 6,14 Mr tamipamury (y
Uil 7,065 Mr THIIpaIy TiXPOXJIOPUAY);

Jlancypd 20 mr/8,19 mr: 1 Tabnetka MicTuth 20 Mr Tpuduypuauny Ta 8,19 Mr THmipanmiy (y
BUIIAAL 9,420 Mr THUImIpauiIy TiApOXIOPULY);

OONOMIDICHE pevo6uny; NTAKTO3U MOHOTIZpAT, KPOXMalb HpeXeNaTHHI30BaHuH (KyKypyI3sHui),
KHCJIOTa CTeapHHOBA;

WIiBKOBa OOOJIOHKA U TabneTok mo 15 mr/6,14 mr: rimpomernosa, makporon (8000), Turany
miokeun (E 171), marHito cTeapar;

wriBkoBa oboyoHKa I Tabnerok mo 20 mr/8,19 mr: rimpomenosa, makporon (8000), Turamy
mioxcuy (E 171), saniza okcup gepBonuii (E 172), marwiro creapar;

YOPHKIIO CipOTO KOJNBOPY IS HAHECCHHS MapKyBaHHS: INENAaK, 3ami3a okcun depBonui (E 172),
samisa oxcun xoBtuit (E 172), turanmy mioxcup (E 171), inmuroxapMmiHy amOMiHICBHH JaK
(E 132), Bick kapHayOCHKHIi, TJIBK.

Jlikapenka popma. TabaeTku, BKPUTI IITIBKOBOIO 000JOHKORO.

Ocnogni Qizuxko-XimMiuni 61aCMusocmi:

Jlancypd 15 mr/6.14 mr: aBoonykia TabiueTka Kpyrioi GopMH, BKPHTA IITiBKOBOIO 000JOHKOIO
6ioro xomeopy, 3 MapkyBaHHsM «15» Ha omHomy 6Gomi i «102» Ta «15mg» — Ha iHIIOMY,

HaHECEHHUM CipHM YOPHIIIOM;
Jlaucypd 20 mr/8.19 Mr: gBoONyKiIa TabieTKa KPyrioi GopMu, BKpHUTA IJIIBKOBOI 0OOIOHKOIO

6J1i10-4epBOHOro KONIBOPY, 3 MapkyBaHHAM «20» Ha omHoMmy Gomi i «102» Ta «20 mg» — Ha
iHIIOMY, HAHECEHHUM CIpHM YOPHHIIOM.

@dapmMaKoTepaneBTHYHA Tpyna. AHTHHEOIIaCTH4HI 3aco0H. AnTHMeTabomitu. CTpyKTypHi
aHanoru mipuMmiguny; tpudirypuaud, kom6inamii. Koqx ATX LO1B C59.

DapmakonoziuHi enracmueocmi.

Dapmaxoounamika.

Mexanizm _gii. Jlo ckaamy Jlancypdy BXOAWTH aHTHHEOIUIACTHYHHH THMIJIMHOBME aHAIOT
HyKkiaeo3uny Tpudnypumue Ta  iHriGirop TuMmigumaGochopmmazn (TPase) Tumipaumity
rigpoxmopuy y MoispHOMy criBBimHomeHHI 1:0,5 (MacoBe cmiBimHomenHs 1:0,471). Ilicns




NPOHMKHEHAS B pakoBi Kiitued TpubiypuauH (GochOpPUIIOETECA THMIAMHKIHA30H0, IOTIM
MeTaboNi3yeThcss B KINTHHaX y cybcrpar nesokcupuboHykieiHoBoi kuciota (JHK) Ta
BGyOByeThcs Gesnocepenuso B JIHK, Takum umnoMm mopymrye ¢ynkuito JJHK Ta 3amobirae
nporidepanii xmiTun. [lpoTe miCHs MEPOpasbHOrO 3aCTOCYBaHHS TPUGIIYPUAMH LIBHAKO
posmajaeThea mim Aicro TuMizpHQocdopHIasM Ta MBHAKO MeTabosisyerscs. HUepes me 10
cKiIajly npenapary OyJio BKIxoueHo iHribitop tuminuadochopuasy THIipanuy TipoXIOpHA.
V  JOKNiHIYHAX JOCHLDKEHHSX KOMOiHalis  TpuGIypuIuH/THIIpAIy  TiAPOXIOPHL
IIPOJEMOHCTPYBaJa MPOTHIYXJIMHHY [if0 0 KITHHHHX JiHIH KOJOPEKTaJIbHOTO paKy, sK
9y TIMBUX 10 S-hTopypanmty (5-FU), Tak i cTilikux 10 HBOTO.

LIMTOTOKCHYHA AKTUBHICTh TPHGIYPHANHY/THIIPAMIY TiApPOXJIOPHAY TIPOTH KUIbKOX
KCEHOTPAHCIIAHTATIB IMyXJWH JIOJAWHA CHJIBHO KOPENIoBajia 3 KiNBKiCTIO TpudIypuiuHy,
BxmoueHoro B JIHK, mo cBiquuTh Ipo OCHOBHHH MEXaHi3M [ii.

Mapmakomguaamiuni edextn. Y XoAi BIIKPHTOrO JOCHIUKEHHS 32 YYacTIO MNAIli€HTIB i3
TIONTAPEHUMI CONiTHAMH Iy XJIMHAMHE HE BiA3Hawanocs KIiHiuHO 3Hadymmoro BImBy Jlancypby
Ha nonosxeHHs QT/QTc inTepBaty MopiBHSHO 3 1anedo.

Krniniuna edekTuBHicTh i Oe3nexa

Memacmamuunuii xonopekxmanoHutll pax

Kriniyga edexTuBHicTs i mpodine Gesmexu 3acrocyBanHs Jlancypdy ouiHIOBamMCsS B XOAL
MDKHAPOZHOTO, PaHI0Mi30BAHOTO, MIO/BIHHO CIHIIOro, MIaneb0-KOHTPOIEOBAHOIO JOCIIKEHH
III pasu (RECOURSE) 3a yuyactio 800 Halli€HTIB i3 METACTATHYHAM KOJIOPEKTabHUM DPaKoM,
AKi paHillle OTPAMYBAIM JIIKYBaHHsI IbOTO 3aXBOPIOBaHHA. IIepBUHHOIO KIHIIEBOIO TOYKOIO OyIia
sarajpHa BXuBaHicTh (3B), a BTOpDMHHMMH KiHIIEBUMM TOYKaMHM OyiJM BH)XKMBAaHICTh Oe3
nporpecyBanns 3axBoproanHs (BBII), moka3sHUK 3arajgbHoi BiAIOBII Ta MOKa3HAK KOHTPOJIO
3axBOpIOBaHHA. [lallieHTH TPOJOBKYBAIK JIKYBAaHHS A0 MOSBH HPOrpecii 3axBoproBaHHs abo
BUHHKHCHHS HENPHHHATHOI TOKCHYHOCTI (muB. po3fin «Croci® 3acTocyBaHHS Ta JO3U»).
Buxinauit dyskuionansauii craryc (PS) 3a mkamoo CxigHol 06’€HAHOI OHKOIOITYHOI IPYIH
(ECOG) Bcix nanientie 6yB 0 abo 1. IIepBHHHEM OCEpEIKOM 3axXBOPHOBaHHS Oynu TOBCTA
xumka (62 %) a6o mpsama kumka (38 %). Ha MOMEHT BKIIFOYEHHS 10 NOCIIDKEHHS CTaTyC IeHa
KRAS 6yB abo muxum (49 %), abo mytantaum (51 %). Cepenne [mcno HomepeaHiX JNiHIH
Tepamii METACTATMYHOIO 3aXBOPIOBaHHSA CTaHOBWJIO 3. VYCIM IIalieHTaM MOIEPEAHBO
IIPOBOJMIACS XiMiOTepamisi Ha OcHOBI GToOpuHipUMiIMHY, OKCaTiIIaTHHY abo ipuHOTeKaHy. Yci
nauieHTH, KpiM 1, oTpumyBanu GeBann3ymab, a BCi HauieHTH 3 myxiIuHamu Jukoro tuiry KRAS,
KpiM 2, OTpEMYyBaIM maHiTymymal abo uerykcuma6. JIBi rpymu JiKyBaHHs Oy NOPIBHIHHAMH
moxo aemMorpadivyaux Ta 6a30BUX XapaKTEPHUCTUK 3aXBOPIOBAHHSL.

3a pesynpraTaMd aHanisy gamux 3B, orpuManux B Xoai JocmimkeHHs (72 % BHIAAKIB
(574 nauientn)), Gyno MOBEJEHO KIHIYHO 3HAYYIly Ta CTATHCTUYHO JOCTOBIPHY IepeBary
Jlancypdy B KoMOiHAaii 3 onTUMAaNBEHOIO miaTpuMyrouoko Tepaiero (OIIT) mono BmwxuBaHOCTI
IaI€eHTIB HOPiBHAHO 3 Mianebo B komGinanii 3 OIIT (BimHocHmii pmsuk (HR) 0,68; mosipunit
intepsan (JII) 95 % [Bix 0,58 mo 0,81]; p<0,0001) Ta Meniana 3B cranoBuna 7,1 micsus
IOPIiBHSHO 3 5,3 MicsIs BiAIOBIAHO, @ TOKa3HUKHA 1-piuHOI BHKMBAHOCTI CTAHOBHIIM BiJIOBIHO
26,6 % Ta 17,6 %. Y mnauienri, sxi orpumysamu Jlancypd i OIIT, noxasmmku BBII Gynu
JOCTOBipHO Kpamumu (BimHocuuit pusuk 0,48; 95 % I [Bix 0,41 mo 0,57]; p < 0,0001
(muB. Tabmuo 1).

Ta6auns 1. Ouninka edpekTHBHOCTI 32 pe3yabTaTamu KiaiHiuHOro gocaimkenns I1I ¢pazu
(RECOURSE) y nanicHTiB 3 METACTATHYHHM KOJIOPEKTAJILHUM PAKOM

Jlancypg + OIIT Hnane6o + OIIT
IMoka3Huk (N =534) (N =266)
3arajbHa BHxxuBaHicTh (3B)
KinpkicTs netanpHux Bunanakis, N (%) 364 (68,2) 210 (78,9)
Meniana 3B (MicsauiB)® [95 % JI1]° 7,1[6,5,7,8] 5,3 [4,6, 6,0]
Bignocuwmii pusuk [95% 1] 0,68 [0,58, 0,81]
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Jlaucypg + OIIT Mnauedo + OIIT
IHoxa3zHuk (N =534) (N =266)

P-3nHaueHHS" < 0,0001 (1-cTOpOHHE Ta 2-CTOPOHHE)

BuzkupaHicTh Ge3 mporpecyBaHHs 3axBoplopaHns (BBII)

KinskicTh BUIIaAKiB HporpecyBaHHs abo

netansHux Bunaakis, N (%) 472 (88,4) 251 (94.4)
Meniana BBII (Micsamis)? [95 Y% JI11° 2,071,9,2,1] 1,7 [1,7, 1,8]
BigsocHwuit puzuk [95 % ] 0,48 [0,41, 0,57]

P-3HaueHH" <0,0001 (1-cTOopoHHE Ta 2-CTOPOHHE)

2 Quiuka meroaom Kanana - Meliepa.
6 Meronosoris Bpykmeiiepa ta Kpayi.
® CrpaTudikoaHuii Tor-panrosuii Tect (rpymu: craryc rena KRAS, yac Bin aiarHocTyBaHHs [EPLIOrO METACTa3y, pErioH).

PesyibTaTd OHOBIEHOTO aHalizy 3B, mposeneHoro 3a fammmu 89 % (712 mallieHTiB) BANIG/IKIB,
MiATBEpFUTA KIIHIYHO 3HAYYINy Ta CTATHCTHYHO AOCTOBipHy mepepary Jlancypdy B xomGiHauii 3
OI1T 1010 BHMKUBAHOCTI MAIIEHTIB HOPIiBHAHO 10 wianebo B koMbOinauii 3 OINT (BiaHOCHMIA pU3HK
0,69; 95 % JII [Bixg 0,59 mo 0,81]; p < 0,0001) Ta mMexiarna 3B craHOBMIa 7,2 MiCAILS TIOPIBHSHO 3
5,2 MiCsiIIst BiTIIOBITHO, a OKA3HKKYU 1-pidHOI BIXKMBAHOCTI CTAHOBWIIM BimoBimHO 27,1 % Ta 16,6 %.
AHani3 faHEMX mOpojeMoHCTpyBaB mepesarw Jlascypdy 3a mokasmmkamm 3B Ta BBII B yeix
NOIEPE/HBO BH3HAYEHMX IATPymax, y TOMy 4MCHi 3a pacolo, PperioHom  reorpaditHoro
po3TarIyBaHHs, BikoM (< 65; > 65), cTarTio, pyHKIiOHATEHIM cTaTycoM 3a lkanoro ECOG, crarycom
resa KRAS, gacoM i3 MOMEHTy MiarHOCTYBAHHs MEPIIOrO METacTasy, KUIbKICTIO METacTaTHYHHX
OCEpe/KiB Ta MNEPBUHHHM IyXMHHEM ocepenkoM. IlepeBarm Jlancypdy 3a MOKasHHKaMH
BIDKMBAHOCTI 30epiramucs Mpy aHalli3i JaHuX 32 BCiMa BAKIMBAMH IIPOTHOCTHYHMME (axropamu, a
caMe: YacoM i3 MOMEHTY JiarHOCTYBaHHS HEpLIOro MeTacTasy, (GyHKIIOH&ILHMM CTaTycoM 3a
mxanoro ECOG Ta KiTbKICTIO METACTAaTMYHHUX Ocepekin (BimHocHuit pusuk 0,69; 95 % JII [Bix 0,58
10 0,81]). 61 % (485 yyacHuKiB) Bix yciX paHfOMi30BaHMX NANI€HTIB OTPHMYBaB (GTOPIIPUMIIUH 5K
OCHOBY TIOTIEpETHEOT Tepaliii, PU3HAYEHO] M Hepes paHoMisaliero, Ta B 455 3 rux (94 %) Ha TO#
yac Bim3Hauanack pedpaxTepHicTh g0 Qropuipuminuiy. Ilepearu Jlancypdy 3a noxasuukamu 3B
36epiramacs i y Imx namienTiB (imHocHmit pusuk 0,75, 95% /I [Bin 0,59 mo 094]). 18 %
(144 yuacHuKmH) Bl yciX PaHIOMI30BAHVX NAIEHTIB 10 paHmoMisamii oTpuMyBami peropadeHio. ¥
wiit rpymi mamienTis Jlancypd TaxoX IIPOXEMOHCTPYBaB IlepeBary 3a IokasHukamu 3B (BigpOCHMH
pusuk 0,69, 95 % JII [ix 0,45 10 1,05]). Lleii edexr Bif3HaYaBCs TAKOK Y IPYTI NAIHEHTIB, sKi paHiie
He OTpHMyBamu peropadeni6 (BimsocHmit pusuk 0,69, 95% I [Bix 0,57 mo 0,83]). Ioxasuk
KOHTPOJIIO 3aXBOPIOBAHHS (TIOBHA Bi/IOBiIb, YaCTKOBA BiITOBITL a00 CTabimi3alis 3aXBOPIOBAHES)
6yB 3HAYHO BHIIMM Y TAIEHTIB, sKi 3acTocoByBam Jlaucypd (44 % mnopisrsHo 3 16 %, p < 0,0001).
JlixyBauus Jlancypdom y xomGixanii 3 OIIT mpu3Beno 0 CTATHCTMYHO JOCTOBIPHOIO IOJOBIKCHHS
[IOKa3HWKa (yHKI[OHATEHOro crarycy (PS) <2 NOpIBHSHO 3 IpyIoo, IO OTpUMyBaa Iauebo B
xomGinargi 3 OIIT. Meniana gacy /10 JOCSTHEHHs MoKa3uuka PS > 2 y rpymi nikysarss Jlancypdom i
TPy I1ane6o CTAHOBMIIA BIMOBLIHO 5,7 Micsiis i 4,0 Micsist i3 MOKa3HUKOM BiTHOCHOTO pu3iKy 0,66
(95 % MI: [0,56, 0,78]), p < 0,0001).

Memacmamuunuii pak winynka

Kiiniuna edexruBricTs i mpodime Oesmexu 3actocyBamms Jlamcypdy omiHroBamcs B XOAi
MI>KHAPOIHOTO, PAHIOMI30BAHOTO, HOABIMHO CIIIOro, IUIANe60-KOHTPOIbOBaHOro Hocmimpkents I
dazu (TAGS) 3a yuacTro 507 naui€eHTIB i3 IOMEPEHBO JIKOBAHIM METACTATHYHMAM PAKOM LILTYHKa (B
TOMy YHMCTi TAIEHTIB 3 &JCHOKAPUMHOMOIO TIacTpoe3odareambHOro MEPEXomy), SKi Mam
JIpOrpecyBaHHs 3aXBOPEOBAHHS Ta IOIEPEAHBO NMPOHILIM INOHAMMEHINE /B2 PEXUMH CHCTEMHOI
Teparii, BKTFOUAIOYM XimioTepamito Ha Gasi ¢ropmipuMimuHy, naTmHM Ta abo Taxcady, abo
ipuHOTeKaHy, a TakoX, sKIO e Oyno HeobximHo, HER2 (penentop 2 emizepManbHOro ¢axropa
pocTy)-TapreTHy Teparito. [lepBUHHOIO KiHIEBOO TOUKOIO 6yna 3B, a BTODAHHMMHA KiHICBUMH
toukamu Oyym BBII, HOKasHMK 3arajbHOI BiJIOBLII, IOKa3HMK KOHTPOJIO 3aXBOPIOBAHHSA, 4ac
TOTIPLIEHHS TIOKA3HYKA (yHKIIOHABHOTO cTatycy 3a mkatoro ECOG > 2 Ta skicTs xurrs (QoL).
OwuiHKa MyXJIHH BiANOBiMHO MO KpHTEpIiB OniHKM Bigmoiai comimuux myxma (RECIST), sepcis




1.1, mpoBoamnacsa KoxHi 8 TrKHiB. 3araom 507 nanienTiB Gy paHnoMizoBaHi 2:1 i OTpUMAHHS
Jaucypdy (N = 337) mmoc OIIT abo mratedo (N = 170) mmoc OIIT. [osysauns Jlancypdy
6asyBanocs Ha mwiomi mnosepxHi Tima (ITIT), mowarkoBa go3a craHoBuna 35 MI/M?/103y.
JTocTi DKy BaHHIA IpenapaT 3aCTOCOBYBAIM IIEPOPAILHO /ABidi Ha JICHb ITC/Is PAHKOBOTO Ta BETipHBOIO
npuioMy DKi OpoTATOM 5 JIHIB Ha TUXK/IEHD 3 2-JACHHOIO NIEPEPBOIO MPOTATOM 2 THXKHIB, & TIOTIM 3 14-
JICHHOIO TIEpEpBOIO, 5Ky IOBTOPIOBAM KOXHI 4 TroxHi. IlamieHTH IpogoBXyBanu JIIKYBaHHSA O
IOSIBM IPOTpPECii 3aXBOPIOBaHHS a00 BUHUKHCHHS HENPUHHATHOI TOKCHYHOCTI (MHMB. PO3JLN
«Cnocib 3acToCyBaHHS Ta JO3W»).

Cepenniii Bik 507 panoMi30BaHMX NALi€HTIB JOPiBHIOBAB 63 POKH, 73 % CTaHOBMIIM YOJIOBIKY,
70 % - eBpomeoimaoi pacu, 16 % - asiatu Ta <1 % - TeMHOIIKipuMH/adpoaMepHKaHIL,
BUXifHMI QyHKuioHansHmMi cratyc (PS) 3a mkanoro ECOG Beix mamientiB cranosus 0 abo 1.
IleppunnuM pakom Oy pak mutyHka (71,0 %) abo pak ractpoesogareabHOro Mepexomny
(28,6 %), ab6o obumsa (0,4 %). CepentHe 4uCIO IONEPEAHIX PEXHMIB Teparlii METaCTaTHIHOIO
3aXBOPIOBaHHs CTaHOBWIO 3. Maibke Bci (99,8 %) mamieHTH NONEPEAHBO OTPUMYBAIH
dropmipumigun, 100 % oTpuMyBand IONEpeAHIO Tepamio ImatuHoro i 90,5 % - Tepaniro
takcaHamH. [lpu6musno nonosuHa (55,4 %) NAli€HTIB IONEPEAHBO OTPHMYBala IPHHOTEKAH,
33,3 % - pamymupyma6, a 16,6 % - HER2-tapretHy Tepamito. J[Bi rpynm JikyBaHHs Oyiu
TIOPIBHSHHAMHE 00 AemMorpadivaux Ta 6a30BHX XapaKTEPHCTHK 3aXBOPIOBAHHS. Pesyisrat
aHam3y ToKasHWKiB 3B, mpoBemeHoro 3a faHuMd 76 % (384 malienTH) BHUAJKIB,
posieMoHCTpyBany, mo Jlancypd B komGinauii 3 OIT npu3BiB 0 CTATHCTUYHO JOCTOBIPHOTO
noninmenHs 3B nmopisasaHo 3 mwiane6o B koMmGinamii 3 OINT 3 BigHocHMM pu3ukoM (HR) 0,69
(95 % HI: 0,56, 0,85; 1- i 2-croponni Tectd p-3HadenHs cranoBmam 0,0003 Ta 0,0006
BiZIMOBiHO), M0 BiANOBiNac 3HWKEHHIO pU3UKY cMepTi Ha 31 % y rpymi Jlancypdy. Meniana 3B
cranopmia 5,7 micsug (95 % Jl: 4,8, 6,2) B rpyni Jlaucypoy nmopiBasaso 3 3,6 micans (95 % I
3,1, 4,1) B rpyni miane6o; a MOKa3HUKK 1-pivHOI BIKHBAHOCTI CTAHOBHIIM BifnoBiaHo 21,2 % ta
13,0 %. V manienTiB, ski orpumysanu Jlancypd i OIIT, nokasuuku BBII 6ymu mocrosipHo
kpammMu  (BimHocHmit pusuk (HR): 0,57; 95% JI [Bim 0,47 no 0,70]; p < 0,0001)
(muB. Tabmuio 2).

Ta6anus 2. Oninka edpeKTHBHOCTI 32 pesyabTaTamu KiiniuHoro goctimkenns III pasn (TAGS) y
NAMIEHTIB 3 METACTATUMHAM PAKOM HLTyHKA
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Jlancyp¢ + OIIT Ilnanedo + OIIT
Ioka3zunk (N=337) (N=170)
3aransHa BWKMBaHicTHL (3B)
KinbkicTh eTaibuux BUnaakie, N (%) 244 (72,4) 140 (82,4)
Meniana 3B (micsuis)® [95 % HI]° 5,7 [4,8, 6,2} 3,6 [3,1, 4.,1]
Bignocuuit pusux [95% ] 0,69 [0,56, 0,85]
P-3HaueHHs"® 0,0003 (1-croponniii Tect), 0,0006 (2-cTOpoHHii TECT)

BmxusaHicTh 6e3 nporpecyBaHHs 3axsopiosanust (BBIT)

KinekicTs BUmaaxis nporpecyBaHHs abo

neTaabHuX Bumankis, N (%) 287 (85,2) 156 (91,8)
Mepiana BBIT (micauis)? [95 % J1]° 2,0[1,9,2,3] 1,8 11,7, 1,9]
BigsocHwuii puzuk [95 % II] 0,57 [0,47, 0,70]

P-3Ha4yeHHS® <0,0001 (1-cTopoHHi#i TecT Ta 2-CTOPOHHIH TecT)

2 Quinka mMetonoMm Kannana — Meliepa.
6 Meromomnoris Bpykmeiiepa ta Kpayi.

B Crparudikopannii JOT-paHroBuif TecT (Ipymld: perioH, BEXigHME cratyc 3a mkanow ECOG, momepess Teparis
pamyurpymabom).

AHayti3 JaHEX NpoAeMOHCTpyBaB mepesarm Jlancypdy 3a moxassmkamu 3B Ta BBII B ycix
rpynax paHaoMizamii Ta y GLIbIIOCTI [ONEpeJHbO BU3HAYEHHX HiArpynax, y TOMY YHCIi 3a
cTarTio, BikoM (< 65; > 65 pOKiB), eTHIYHMM NOXO/UKEHHSM, IOKA3HUKOM (yHKIIIOHAIBHOTO
crarycy 3a mkanoro ECOG, 3 momepefHBOIO TEpami€lo pamylupyMaboM, 3 MONEpPEIHBOO
Tepamiclo IpMHOTEKaHOM, 3 KUIBKICTIO IONEepeAHiX pexumis (2; 3; 24), 3 NOnepeaHbOIo



racTPEKTOMI€10, 32 MEPBHHHOIO JIOKAII3aUi€l0 IyXIWHH (ILTyHKOBHH; racTpoe3odarearbHuH
nepexin) Ta HER2-crarycom. IlokasHuk 3araibHOL BigmoBimi (TOBHA BiXIOBiAL + YacTKOBA
BiAIOBizB) He 6yB JOCTOBIPHO BHIIMM Y TAIIEHTIB, sxi orpumyBamn Jlancypo (4,5 % nOpiBHSIHO
3 2,1 %, p-3uauenns = 0,2833), ajie MOKa3HUK KOHTPOJIIO 3aXBOPIOBAHHS (moBHa BifnoOBiAL abo
4aCTKOBA BiAMOBI/b, a60 cTabiLIbHE 3aXBOPIOBaHHS) OYB HOCTOBIPHO BHUIMA Yy MALi€HTIB, K1
orpumyBams Jlaucypd (44,1 % mopiBHsHO 3 14,5 %, p < 0,0001). Menjiana Yacy MOripIiCHH
TI0Ka3HuKa QyHKIiOHATBEHOTO cTarycy 3a mkanoi ECOG mo > 2 craHoBWia 4,3 MicsII IS TPYyNH
Jlascypdy nopiBESHO 3 2,3 MiCAIS JUisl TPYIH IWIAnebo 3 simsocHuM pusuxom (HR) 0,69 (95 % [I:
0,562, 0,854), p-3uagenns = 0,0005.

[lemiaTpuyra momyisimis. €BpoINeiicbke areHTCTBO 3  JHKApChIMX 3acobiB  BiMOBWIOCS BiJ
3060B’S3aHHS [OIABATH Ppe3yJIbTaTH JOCHIDKEHb Iperapary Jlancypd y Bcix miarpymax
negiaTpuuEOl momyssmiii mpu  pedpakTepHOMY METACTATUMHOMY —KOJNOPEKTAILHOMY  paKy Ta
pe(pakTepHOMY METACTATHYHOMY PaKy LUTyHKa.

[TamiesTn NiTHBOrO Biky. JlaHi MO0 MAIEHTIB BIKOM BiJl 75 POKIB, SKi OTPAMYBAIHA Jancypd, €
oomexxerumu (87 nmauienTiB (10 %) y CyKynHHX JaHHX nocrmimkerb RECOURSE ta TAGS, 3
sKuX 2 marienTy Gy BikoM Bin 85 pokis). V mamieHTiB BikoM < 65 poxiB i > 65 pokiB edexT
Jlarcypdy cTocoBHo noxasHukis 3B 6yB monibHAM.

DapmMaKkoKiHeMuKa.

BcMOKTYBalHs. IIpM  HepOpalbHOMY —3aCTOCYBaHHI Jlamcypdy i3 [“Cl-tpudiypumarom
abcopbyBasiocss moHaiiverme 57 % BBEJICHOIO Tpudypammny 1 TiekE 3 % NpHAHSTO] 03U
susomwiocs 3 Qexamisvu. Ilpu mepoparbHOMY sactocyBanni Jlancypdy i3 [“C]-rumipatmty
rizpoxsopuoM abcopbyBanocs moHaimerIne 27 % BBEIECHOIO Tanipampty Tigpoxnopuay i 50 %
3aranbHOl pajlioakTHBHOI 1031 OyJI0 BUABJIEHO Y dexatisx, 3 4Oro MoykHa 3poOUTH BUCHOBOK, IO
abcopOuiis THMIpalMay TiPOXIOPUIY B HLTYHKOBO-KHIIKOBOMY tpakti € momipHoro. Ilicis
ojHOKpaTHOrO (B 1031 35 mr/m?) Ta Gararopasosoro npuiiomy Jlancypdy (8 1o3i 35 Mr/M*/mo3y
ABi4i Ha 00Y) y TAIIEHTIB i3 IOIMAPEHUMHE COJIHKMY Iy XJIHHAMA cepe/Hi NOKa3HHKH 4acy A0
MiKOBOT KOHIIEHTpAMii B mwiasMi (tmax) TPHQIypUANHY Ta THIIIPAUAILY TiAPOXJIOPUIY CTaHOBUIIH
npu6mM3HO 2 Ta 3 TOXMHM BiANOBIXHO. Y dapmaxoxinernuromy (PK) ananisi 3acTocyBaHHS
Gararopaszosux 103 Jlancypdy (35 Mr/M2/103y ABiui Ha 106y NPOTATOM 5 IHIB HA TIK/ICHH 3 2-
JIEHHOO IIePEPBOIO TIPOTSTOM 2 TIKHIB 3 TOAAIBIIOI 14-JCHHOIO IEPEpBOIO, Taka CXeMa
3aCTOCYBAHHS IOBTOPIOBAJIACH KOXHI 4 TYDKHI) ILTOIIa i KPHMBOIO «KOHIEHTpAIlif-4ac» Bill
yacy 0 0 OCTaHHBOT BUMIPSHOI KOHIIEHTPALIil (AUC-ocrannn) TprITyprmHy Oyna npubiusHO B
3 pa3u BHIIOIO, 2 MAKCHMaIbHA xoHueHTpanif (Cmax) Oyia NpuOIM3HO B 2 pasyl BUIIOK micTs
GaraTopasoBoro BBeAeHHs 03H (12-i JCHb LUKITY 1) Jancypdy, Hix micis ogHOpa3oBoi J03U
(1-it mens muKiTy 1).

Onmak He OyJO0 HAKOMWYEHHS THIIpalMiIy T[iAPOXIOPHAY Ta MOAAIBIION0 HAKOMMHYCHH
TpUdIypUAMHY MiJ Hac MOCTifoBHUX WukiiB (12-H feHb muronB 2 i 3) npuitomy Jlancypdy.
Buecok  THNipamuiIy CiApoxnopujiy. 3acToCyBaHH: ommHopasoBoi  mo3m  Jlancypby
(35 Mr/mM%/1103y) MiABAIIYBATO CEPEIHE 3HAYCHHS AUCo-ocranss TpE@aypunuty B 37 pasi i Cmax
y 22 pasu 3i 3HWKECHOIO BapiabenbHICTIO IOPiBHAHO 3 MOHOTEpAII€0 TPUQIYPHIMHOM
(35 mMr/mM%/m03y).

Bmms ixi. Ilpu omHoKpartHOMy 3acTocyBamHi Jlamcypdy B no3i 35 mr/mM? 14 mamientam i3
CONIIHVMMY ITyXJTMHAMH MICIsl CTAHAAPTHOrO NPUAOMY BHCOKOKAJIOPifHOI 1i 3 BUCOKMM BMICTOM
JKUpIB TUIOMIA 1l KPHBOKO «KOHIEHTPALlis-4ac (AUC) tpudtypuuHy He 3MIHMIACS, 8 OKa3HAKM
Crmax Tpudypumuay, Cmax Ta AUC THmipammaty rifipoXiopuly 3HASHINC npubmzHo Ha 40 %
HIOPIBHAHO 3 HOKa3HUKAMH, OTPUMAHUMHU TIPH 3aCTOCYBAHHI Nperapary HaTiie. Y XOJi KIIHIYHUMX
nocriokens npuiiom Jlaucypdy BinOysascs depes 1 rommmHy micisg 3aBepIIeHHS PaHKOBOTO Ta
BeuipHBOro TpuioMiB bii (auB. po3ain «Croci6 3acTocyBaHHs Ta JIO3U»).

Posmojtin, 38’ s3yBanHs TpUQIIypuarHy 3 OinKamy 1II1a3Mu JIOAMHN CTAHOBUIIO HIOHAN 96 %, npu
HEOMY TPUQIYPHIUH 3B’ A3yBaBCS OJIOBHAM YHHOM i3 amp6yMiHOM CHPOBATKM KpOBI JIFOXAUHH.
3B’sA3yBaHHs THUIpalWIy TiAPOXJIOPHAY 3 Gurkamu 1UiasMu craHoBuiao MeHme 8 %. Ilicis
OJXHOKpaTHOTO 3acrocysanHs Jlamcypdy (35 MI/M?) B NAIi€HTIB i3 MOMIMPEHUMH COJiJHMMH




nyxauHaMM ysBHHEH 06’eM posmozpiny (VA/F) Tpubmypuaudy i THmiparmiy TigpOXJOpUny
cranoBHB 21 ;1 Ta 333 i BigOBiAHO.

Biorpauncdopmanis. V mporeci MerabonizMy TpHQIypuAMH TOJOBHHM YMHOM BHMBOJIHUBCS 3a
ZOIOMOrol0  THMiguH(ocdopraasy, GOopMyrOYHd HEAaKTHBHHH MeTabommiT S-[Tpudropomerwi]
ypammwt. AGcopbosanuii TpudurypuanH MeTabolidyBaBCS Ta BHAUIABCA y Cedy y BHIVIAM
i3omepiB 5-[TpudTopomMeTHIT] ypanuiy Ta DIFOKypoHiny Tpudrypumuny. Takox 6yno BASBICHO
innn He3HawHi MerabomiTa, S-kapbokciypammn Ta S5-kapOoKCH-2’-Ie30KCiypHIMH, ane iXHik
piBeHb y IurasMi Ta ceui OyB Ayke HU3BKUM abo 3amuImKoBuM. Twmipanuiy rifpoxinopuz He
MmetabonisyBaBcs y ¢pakmil S9 neyiHku oguHM ab0 B KPIOKOHCEPBOBAHHMX TelaTOLUTAX
moauey. Tumipanuny rigpoxsiopus 6yB OCHOBHEM KOMIIOHEHTOM, & 6-TiIPOKCHMETHITYPAIli
6yB OCHOBHMM MeTa00JIiTOM y IUIa3Mi KpoBi, cedi Ta GeKalisax JOIUHH.

BuBenenns. Ilicia GaratopasoBoro 3actocyBamHs Jlancypdy y peKOMeHIOBaHiH 1031 Ta 3a
PEKOMEH/IOBAHOK) CXEMOIO JTiKyBaHHS CepefHiil nepiof HamiBBUBeAeHHA (ti2) Tpudypuauuy y
menb 1 kypey 1 Ta aens 12 kypey 1 cranosus 1,4 Ta 2,1 rogusn BigmoBigHo. CepeaHi IOKa3sHAKY ti/2
JUIA THIpAIEILy TiIpOXIOpUAY B AeHs 1 xypey 1 Ta aens 12 kypey 1 cranoswm 2,1 Ta 2,4 rouHu
Bimmosimmo. Ilicis oaHOKparHOro IepopamsHoro 3acrocyBanHs Jlamcypdy (35 Mr/m?) y
IAIi€HTIB 3 IIOMMPEHAMHE COJIIAHAMY MyXJiMHamu moxa3Huky Kiipency (CL/F) tpudrypuauny i
TUHipanmIy rigpoxiopuay craHopmwin 10,5 Ta 109 5/rox Bigmosigmo. Ilicas oaHOKparHOro
nepopasbHOro 3actocyBaHHs Jlancypdy 3 [“C]-TpudnypuanEOoM 3araipHa KyMyJISITHBHA
EKCKpellis pajlioaKTUBHOI pedoBHHH craHOBUIA 60 % Bij mpuitHATOI n034. binbma yacthHa
palioaKTUBHOI PEYOBUHH BHBOMIIACH i3 cedero (55 % 031) NpoTAroM 24 ro/fH, a BUBSICHHS 3
deKariaMu Ta HOBITPAM, IO BHAMXAETHCS, CTAHOBUIO MeHIIe 3 % mns o6ox Bumankis. Ilicis
OJJHOKPATHOIO IEPOpatpbHOro 3acrocyBaHHs Jlancypdy 3 [1*C]-Tumipamwty TigpoxopuaoM
KiJbKiCTh BUBEICHOI PalioaKTUBHOI pedoBHMHE cTaHOBMIA 77 % BiX npuiHATOI Ho3M, 27 Yo Kol
BUBOIMIIKCS i3 ceuero Ta 50 % i3 pexanisamu.

JlinitigicTe/HeninifHicT,. YV XO4l HOCTIIKEHHS, COpsAMOBaHOro Ha migbip gosm (Bim 15 mo
35 mMr/M®> aBigi Ha m06y), OyI0 IPOJEMOHCTPOBAHO TEHIEHIIIO A0 30LIBIIEHHS IUIOIIi IIij
KPMBOIO «dac-KoHIeHTpamis» Bix gacy 0 xo 10 rogur (AUCo-10) ans Tpubaypumny y Oinbiuii
Mipi, HiXk o9iKyBasocs IpH 301NBLUICHHI TO3H; IPOTE MOKA3HMKHU KIIPEHCY IPH NEPOPATHLHOMY
npuitomi (CL/F) Ta 06’ emy posnoainy (VA/F) tpudnypuauHy nepeBaxkHo HE 3MIiHIOBAIKCS MPU
3aCTOCYBaHHI mpemapary B mo3ax Bif 20 10 35 mr/m®. IHIIi XapakTepHCTHKH KOHIEHTpAmii
TprdITypHANHY Ta THIIPALMILY TiAPOXIOPULY IPOAEMOHCTPYBAIH IPOIOPIIAHY 3aNEKHICTh Bil
JIO3H TIperapary.

MDapMaKOKiHETHKA B OCOOIMBHX KATETOPIN NALIEHTIB

Bixk, crath Ta paca. 3a pesynbTaTamu nomyssiniiiHoro @K axanizy He OyJo BHSBIECHO KIiHIYHO
3HAYYIIOro BILIMBY BiKy, cTari abo pacu mauieHta Ha (apMakoKiHETHKY TpHQIypuauHy abo
THITIPAIAITY TIAPOXIOPUIY.

[opyienns GyHKIIT HUpoK. 3a pesynsTaramu nonyisiiiaoro ®K apanizy 6yno BCTaHOBJIEHO,
Mo KoHIeHTpauis Jlancypdy y maiieHTiB 3 mopymeHHSM (YHKIIi HMPOK JIETKOrO CTYICHS
(CrCl = 60—89 m1/xB) 6yi1a NOAIGHOI 10 KOHIEHTpAL[i y Hali€eHTiB 3 HOPMAILHOW (QYHKIIE0
Hupok (CrCl > 90 mn/xB). V mamienTis 3 nopyurenssM ¢yHxuii Hupox nomipaoro crynens (CrCl
= 30-59 mu/xB) koHueHTpauis Jlancypdy Oyna 6inbmoro. TeopeTHYHO po3paxoBaHuUil MOKa3HUK
(CrCl) maB BHCOKy KoBapiabenbmicts mius nepopaibHoro kiipency CL/F B o0ox KiHLEBHX
MojeNsX TpudIypUuaIuHy Ta THIipaiiy rigpoxiaopuny. Cepeane BinHomenHs nmokasaukis AUC
y NAL€HTIB 3 MOpYyIIeHHAM (YHKUil HHPOK yierkoro cryneHs (38 ydJacHMKIB) 1 MOPYIIECHHSM
dyHKuii HEpok momipHoro crymens (16 yuacHHKIiB) HOPIBHSHO 3 MOKa3HHKAaMH y HALi€HTIB i3
HOPMaJIbHOIO (DYHKIi€r0 HUpoK (84 ydacHMKM) craHOBHIIO Bimmosimwo 1,31 ta 1,43 nns
tprbaypumuay i 1,34 Ta 1,65 s THmipamuty rigpoxiopuay. Y XOni  CIEMIAIBHOTO
JOCIiKeH s (apMaKoKiHeTuKy TpubIypUauHy Ta THIIPANMIY TiJpOXIOpHIy OIIHIOBAIA Yy
OHKOJIOTIYHHX TIAllieHTiB 3 HopManbHOW ¢(ynkuieto Hupok (CrCl >90 mw/xs, N = 12), 3
nopymrenHsamMyu GyHkiii Hupok nerkoro crynets (CrCl 60-89 mu/xs, N = 12), momipuoro (CrCl
30-59 m/xe, N = 11) a6o tsxkoro crymeds (CrCl 15-29 mu/xB, N = 8). Ilamientn 3
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HOpyIIEeHHAM (QYHKIII HUPOK TSDKKOTO CTYIEHS OTPHMYBAIM BiJIKOPMIOBaHY MOYarTKOBY 03y
20 mr/m? nBiui Ha 106y (3MeHmeRy g0 15 mr/m? nBidi Ha 10Gy 3ajeXHO Bl iHIMBidyambHOT
Oe3lmeKd Ta HEPEeHOCHMMOCTI). Pe3ynbraToM HHPKOBOI HEZOCTATHOCTI IMICJIA IIOBTOPHOTO
3acTocyBaHHs 6yno 1,6- Ta 1,4-KparHe 301nbIIEHHS 3arajbHOI KOHLEHTpaUii Tpudaypuansy y
HalieHTiB 3 HOPYIICHHAMH (YHKIil HHAPOK BIQIOBIAHO MOMIPHOIO Ta TAXKKOTO CTYIEHIB
MOPIBHSHO 3 MAIlicHTAMHM 3 HOPMAIBHOK GYHKIi€0 HHUPOK; Cmax 3aIMIIABCA TMOMIOHHM.
3aranpHa KOHIEHTpALis THINpAIMIY TiZpOXJIOPHAY y HALI€HTIB 3 HUPKOBOIO HENOCTATHICTIO
HOMIpHOTO Ta TSXKOTO CTYIMEHIB IIic/isl IOBTOPHOIO 3aCTOCYBaHHS Oynia BiAnosiano B 2,3 Ta 4,1
pasa BHINOK TOPIBHAHO 3 TAIE€HTAMH 3 HOPMAIBHOKO (GYHKIEI0 HHPOK; II€ HOB’S3aHO 31
SHIDKEHHSM KIIipeHCy IpH 30iNbIIeHHI CTymeHs TSDKKOCTI HHPKOBOI HEZOCTAaTHOCTI.
dapMaKOKiHeTHKa TpU(IyPHIMHY Ta THIpAUWTy TiAPOXIOpHAYy HE BUBYAnacs y NAINEHTIB 3
HHUpPKOBOIO HemocTatHicTio B Kimnesiit cramii (CrCl < 15 mi/xB a0 HEOOXIHO MPOBEACHHS
miamizy) (muB. posainu «Croci6 3acTocyBanHs Ta 103u» Ta «OCOGIMBOCTI 3aCTOCYBAHHS»).
Hopymenns GyHKHil neyiHky. Y NAIi€HTiB 3 MOpPyMICHHAM (YHKMIT MEYiHKK JIETKOTO CTYIICHS
IoTpe6y B KOPMIYBAHHI MOYATKOBOI 1031 HeMmae (AuB. po3min «Croci6 3acToCyBaHHS Ta JO3H»).
3acrocoByBaty JlaECypd TarieHTaM 3 HAIBHMM IIepe II0YaTKOM JIiKyBaHHS MOPYIICHHSM (yHKIL
HEUiHKH TOMIpHOTO a0 TSDKKOTO CTyIEeHsS HEe PEeKOMEHYEThCSA y 3B’S3KY i3 BHUCOKOIO YacTOTOIO
BHHHKHEHHs TinepOitipy6inemii 3 a6o 4 cTymeHs y TNallieHTIB 3 HAasBHAM IEPE] [OYaTKOM
NiKyBaHHS TOpYIIEHHSM (YHKI{i MeviHku HoMipHOTo crymens (muB. posfin «OcobmuBocTi
3aCTOCYBAHHS).

TactpekTomia. He Oyno MOXJIMBOCTI BHBYMTH BIUIMB ractpekromii nHa @K mapamerpu Ha
migctaBi nomymsmiitroro ®K aHamizy, OCKiIbKM JMIIe JEKilbKa mNalieHTiB Oymm micis
ractpektomii (1 % Bix 3aranbHOI KIJTBKOCTI).

Hocmipkenns  Jlikapchkoi  B3aemomii  in  vitro.  Tpubnypuama €  cybcrparoMm
tuMimuHbOCchOpHIasy, ane BiH He MeTabomisyeTbes muToxpomom P450 momumu (CYP).
Tuniparmny rigpoxmopun He Merabomizyerbes Hi y dpakuil S9 medinku monmeu, Hi B
KPiOKOHCEPBOBAHMX TeNaTOLHTaX. Pe3yiabTaTd NOCIDKEHb in Vifro CBiIYaTh HpoO Te, IO
TpudIIypUaMH, THIIpamMiIy TiAPOXTOpHA Ta S-[TpudTopomeTwi] ypamwi (HeaKTHBHHUHA
MeTabGoyiT TpudypuauHy) He inriGyrots izopopmu muroxpomy CYP (CYP1A2, CYP2AS,
CYP2B6, CYP2CS8, CYP2C9, CYP2C19, CYP2D6, CYP2E1 Ta CYP3A4/5). JlocmpKeHHs in
Vitro TIoKa3anu, mo TpHQIIypUANH, THIHpAIITY Tiapoxaopus 1 S-[TpudropomeTni]| ypauui He
YUHWIK iHAyKUikHOI Aii Ha isodopmu muroxpomy CYP1A2, CYP2B6 abo CYP3A4/5 monunu.
ToMy He ouiKyeThcs, MO TPUGIYPHAKH Ta THIIPALUITy IiAPOXIOPUI MOKYTh CIIPHYMHATH 200
BCTYIIUTH Yy CYTTEBY JIKApChKy B3a€MOIiI0, oIocepenkoBaHy izopopmamu muroxpomy CYP.
Ouinky TpuGIypuIuHy Ta THUIIpalMIy TiAPOXJOPUAY in Vitro NPOBOAMIU 3 BHKOPUCTAHHAM
JIOACHKUX TEpeHOCHUKIB MOTIMHAHHS Ta BiaToKy (Tpudnypuaue 3 MDRI1, OATPIBI,
OATP1B3 ta BCRP; Tunipamuiy rigpoxiaopug 3 OAT1, OAT3, OCT2, MATEI, MDR1 Ta
BCRP). 3a gaHuMu JOCTiHKEHHS in vitro aui TpuGITypUIUH, aHi THIIpaIMTy TiApoXIopu He Oyim
inriGiTopamu abcopbuii abo cybcrparamu UIs  eIFOKCHMX TPaHCHIOPTEPIB, 32 BHHITKOM
tpancioprepis OCT2 i MATEL. B ywmoBax in vitro THIpamuily TiIpoXJiopuj iHribysaB
tpancnoprepr OCT2 i MATE1, aye Ipy KOHUEHTpALSX, 3HAYHO BUIIMX 33 KOHIEHTPAIIIO B IIa3Mi
KpoBi mMOmuHY Cmax B pPIBHOBOXHOMy CTaHi. ToMy MAalOMMOBIPHO, IO Ll PEYOBHHA MOXKE
CIIPHYMHATH B3a€MOJIIO 3 IHINMMMY JHKApCHKUMH 3ac00aMM TIPH 3aCTOCYBAHHI B PEKOMEH/IOBAHHX
no3ax uepes inribysanns Tpancrioprepis OCT2 i MATEI. IlepenecenHs THIIPaIlAILy TUIPOXIIOPHITY
tpancrioprepamu OCT2 i MATE1 moxe GyTH NOpYHIEHO NpH OJHOYACHOMY 3aCTOCYBAHHI
Jlancypdy 3 inridiropamu Tparcnoprepis OCT2 i MATEL.

3B’ 130K MiXK (hapMakokiHeTHKow Ta Gapmakoaunamikoro. EdextuBHicTs 1 mpodine Ge3nmeku
3actocyBaHHs JIaHCYpdy IpH METaCTATHYHOMY KOJIOPEKTAILHOMY paKy HOPIBHIOBAIH B Irpynax
3 BHCOKOIO (> MeiaHu) Ta 3 HHU3BKOK (< MeliaHM) KOHIEHTpALi€lo Ha TiJCTaBi CEpemHiX
snadens AUC tpudurypuauny. [Tokasnuk 3B BUSBHBCS KpalluM B Ipymi 3 OLIBLIOKO BETHYHHOIO
AUC mopiBHSHO 3 TakuMm y rpym 3 MeHmowo BenumunHoro AUC (cepemni moxasmvku 3B
cranoBwid 9,3 Ta 8,1 micsrs Biamoimso). [IpoTAroM yceoro mepiogy CIOCTEPEXEHHS B YCIX
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rpynax AUC mokasany Kpali pe3yibTaTi, Hix miane6o. HeTponeHis > 3 cTynets BHHMKAna
yacTime y rpymi 3 6inpmoro Benuuunnoro AUC tpudaypuauny (47,8 %), MOPIBHAHO 3 IPYIOLO 3
menmoo BenmunHo AUC tpudypununy (30,4 %).

Kuniniuni XapaKTepHCTHKH.

Iloka3anna.

Komopekransauii pak

Jlancypd mokasaHMM SK MOHOTepalis [UIi JOpPOCIMX TAali€HTiB i3 MeTacTaTHYHHM
KOJNOPEKTAILHAM paKoM, $Ki paHille IPOXORMIM JiKyBaHHS abo SKAM HE IIOKa3aHe
3aCTOCYBaHHS HASBHMX BHIIB Tepamii, y ToMy 4HCii XiMioTepamii Ha OCHOBi @TopmipuMiauHy,
OKcaIIUIaTAHY Ta ipHHOTEKaHy, a Takox 3actocyBanHs anTd-VEGF 1a antu-EGFR 32ac06iB.

Pak mrynka

Jlarcypd mokazaHui SK MOHOTEpamis IS NOPOCIMX IAIli€HTIB 3 METacTaTHYHHUM pPaKoM
LUTYHKA, B TOMY 9HCTi MAIi€HTIB 3 aleHOKapIUHOMOIO IacTpoe30(areanbHOro Mepexony, ki
HOLepe b0 MPOMILIM MIOHAKMEHIIe ABA DPEXUMH CHCTEMHOI Teparii, IpH [IporpecyBaHH1
3aXBOPIOBAHHI.

IIpomunoka3zanua.
[inepdyTIMBICTB 10 Aif0YHX PedoBHH a60 10 OyIb-AK0l JOMOMIXHOI peYOBHHH Ipenapary.

B3aemodia 3 inmumu AiKapcoKumu 3aco6amu ma inuwi 6uou 63acmooiil.

V Xoii JOCTpKeHb in Vitro Gyno BCTAHOBJIEHO, IO TPUGIIYPHIHH, THILPAIATY TiIpOXJIOpua i
5-[tpudropomermn] ypauwt (FTY) He IpUrHidyBami akTHBHICTB i30¢opM mmtoxpoMy P450 somwmm
(CYP). JlocimimkeHns in vitro Tokasamy, 110 TpudIypumaH, Tamipamty rigpoxnopun i FTY e
YMHATY {HAYKTHBHOI il Ha i30hbopmu muToxpoMy P450 oy (mB. po3fin «DapMakoKiHETHKa).
JIOCIIKEHHSL in Vitro TIPOJEMOHCTPYBANH, IO TPUQIypHIMH € CyOCTpaToM TpaHCIOPTepiB
Hykireozugis CNT1, ENT1 ta ENT2. Tomy cnif Gyt 00epesKHMMH TIPH 3aCTOCYBAHHI JIKApCHKUX
3aco0iB, SKi B3a€MOIIOTH i3 IMMH TpaHcroprepamu. THIparmily rifpoxiopus € cybcrparoMm Wi
tpanucnoprepiB OCT2 ta MATEI, ToMy #Oro KOHIIEHTpALlist MOe 30UIbLIyBATACH [PH 3aCTOCYBaHH1
Jlancypdy omHouacHo 3 inribitopamu tparcnoprepis OCT2 ta MATEL.

Crizy 3 0GepeXHIiCTIO 3aCTOCOBYBATH JIKapchKi 3acobH, sKki € cyGcTpaTamu TAMiAMHKIHA3H
JIOJMHY, HAUPUKIA[ 3uM0ByauH. Taki nikapchki 3aco6u HpH 3aCTOCYBaHHI OJHOYACHO 3
JlancypdoM MOXYTh KOHKypyBaTd 3 e(deKkTopoM, TpUGIypHIMHOM, 32 aKTHBAILUIO Yepes
TuMimmHEKiHasy. ToMy, 3aCTOCOBYIOYM NpPOTHBIpYCHI IikapchKi 3acobu, siKi € cyGcrparamu
THMiIMHKIHA3Y JIEOAMHH, CIIiJl TTPOBOAMTH KOHTPOJb IIOAO MOK/IABOTO 3HIDKEHHS eEKTHBHOCTI
NPOTHUBIpyCHOTO Mperapary 1 pO3LIAHYTH MOXJIHMBICT NEPEXOAy [0 3aCTOCYBaHHS
aIBTEPHATHBHOTO MPOTHBIPYCHOrO 3aco0y, sKuil He € CyOCTparoM THMIiAMHKIHA3M JIFOAHHH,
TAKOTO SIK JTaMiBYIHUH, TUJaHO3MH Ta abakasip (auB. po3ain «PapMakoIuHAMIKA»).

Hesinomo, un Moxxe JIaHCypd 3HMXKyBaTH eEKTUBHICTE TOPMOHAIBHUX KOHTpAUENTHBIB. ToMy
KiHKaM, SKi 3aCTOCOBYIOTh I'OPMOH&IBHI KOHTPAICITHBH, CJiJi TaKOX BHUKOPHCTOBYBAaTH
Oap’epHi 3ac00U KOHTpaNEIIIii.

Ocobusocmi 3acmocyéanHAa.

[MpurnivenHs (QyHKIii KicTkoBoro Mo3ky. Jlancypd CHpUYMHSB TNiJBUINEHHA YacTOTH
BUHHKHEHHs Mienocynpecii, y Tomy umcii asemii, Hefitponenii, selikoneHii Ta
TpoMGoumToneHii. TToBHMI aHanis KpoBi CHiA HIPOBOAMTH O MOYATKY JIKyBaHHA Ta y pasi
HEeOOXiTHOCTI 3 METOI0 KOHTPOJIO TOKCHYHOCTI, ajle He DiliNe HiX IEpel MOYAaTKOM KOXKHOIO
Kypcy JiikyBasHs. He ciiji po3nodMHATH JIKYBAaHHS, SKIIO abCONIOTHE YMCIIO HEUTPodiniB
cranoBuTh < 1,5 % 10%/71, KinpKicTs TpoMbomuTiB — < 75 X 10°/1 a6o SKIIO Hics NMPOBEACHHS
OIepeHiX KypCiB JIKYBaHHS y MHali€eHTa 30epiracThCsi HETeMaToJOTidHa KIIHIYHO 3HadyIla
ToKcHuHicTh 3 a60 4 crymens Taxkocti. Ilicnst mixyBanus Jlancypdom MOBIIOMIISIOCS PO
BHUIAJKH BUHUKHEHHS cepiio3uux indexuiit (quB. po3ain «Ilobivni peakuii»). 3 orisgy Ha Te,




10 GiIBIIiCTD i3 HUX BigzHavamucs Ha GoHi mpuraideHHs GyHKIIT KiCTKOBOTO MO3KY, CJIiJf BECTH
peTebHUM HATIs 33 CTAHOM TMAI[€HTA Ta BXXMBATH BiIIIOBIIHHUX 3aXOJiB 3TifHO 3 KIHIYHUMH
HOKa3aHHAMH, TAaKUX SK 3aCTOCYBaHHS AaHTHUMIKpOOHHMX  JIKapchbKHX 3aco0iB  Ta
IpaHyJONUTapHOrO KojoHiecTumyioodoro dakropa (I-KC®). VYV xomi JOCTiKEHB
RECOURSE Tta TAGS Binnosiggo 9,4 % ta 17,3 % mauientiB y rpymi nikyBausas Jlancypdom
BiMOBIAHO 3acTocoByBayu npenapatu [ -KC® nepeBaxHO 3 TEPalEBTUYHOIO METOIO.
ToxkcuuyHMit BIUIMB HA NUTYHKOBO-KMINKOBHE TpakT. Jlancypd 3011bplnyBaB 4acToTy TOKCHYHHX
peaxiiit 3 60Ky MITyHKOBO-KHLIKOBOIO TPaKTy, Y TOMY HYHCIi HyHOTy, O/IOBaHHS Ta Jiapero.
Criz BeCTH peTeNnbHHMIA HArIIS 38 NAli€HTaMH, y IKUX PO3BHHYJHCS HY/0Ta, ONOBaHHS, Hiapes
Ta iHIIi TOKCHYHI peakiii 3 60Ky NLIyHKOBO-KHIIKOBOIO TPAKTY, 1 BXXHBATH 3TiHO 3 KIIHIYHMMHU
HOKA3aHHAMH BiJIOBIIHUX IPOTUOIIOBOTHHX, OPOTHIiapeWHUX Ta IHIIMX 3aXOMiB, TAKHX AK
BiJIHOBJICHHS BOAHO-EJIEKTPOITHOro 6GajaHcy B opraismi. ¥ pasi HEOOXiTHOCTI CIiJ 3MiHHTH
J03yBaHHS (BiAKIacTH mpUitoM Ta/abo 3HM3UTH H03y) (auB. po3ain «Cmoci6 3acTocyBaHHS Ta
JIO3U»).

[Topymenns byHKiT HAPOK. 3aCTOCOBYBATH MPENAapaT Mali€HTaMm 3 HIPKOBOIO HEAOCTATHICTIO B
TepMiHanbHIK cramii (3 wiipencom kpeatuHiny (CrCl) <15mm/xB abo HeoOXimHiCTIO
IpPOBEIEHHS Jlialli3y) He pEKOMEH/Iy €Thest, OCKLIbKH JlaHcypd He JocmimKyBaBes y Wil kareropii
HanieHTiB (IuB. po3ain «PapmakokineTHKay). 3aranpHa YacTOTa BUHUKHEHHs NOOIYHMX peakiiii
€ TMOmiOHOIO y MiArpymax ImamieHtis 3 HopMmanpHOW ¢yHKkuiero HEpok (CrCl > 90 Mi/xB), 3
nopymenaaM ¢ynkuii mupok aerkoro (CrCl 60-89 mir/xB) abo MOMIPHOTO CTyNEHs TSKKOCTI
(CrCl 30-59 mi/xB). IlpoTe d9actora BHUHUKHEHHS CEpHO3HMX MOOIYHMX peaKilii, peaxiii
TSDKKOTO CTyNEHs Ta peakiid, ski Npu3Benw IO 3MiHM MO3YBAaHHS, Ma€ TEHIACHIIIO [0
MiJBUIIEHHS IIpH 30iIbIIEHHI CTYIEHS TSXKOCTI mopymeHHs @ysxuii mupok. Kpim Toro,
KOHIIEHTpallis TpUQIypuMHy Ta THIIpAIIy TiAPOXJIOPUIY B KPOBi MAIEHTIB 3 HOPYUICHHIM
dyHKITI HEPOK TIOMIpHOTO CTymeHs Oyia OLIBLIOIO, HiX y MHAIliEHTiB 3 HOPMATBLHOK (yHKIE
HHPOK ab0 3  mTopymeHdsM  QyHKUii  HHPOK  JIEFKOTO  CTYNEHS  TSKKOCTI
(muB. po3ain «DapMakokiHeTHka»). [lamieHTH 3 MOPYIIEHHAM QYHKIII HMPOK TSDKKOIO CTyICHS
(CrCl 15-29 MiI/XB) Ta CKOPHIOBAaHOIO OYATKOBOIO 103010 20 Mr/m? ngidi Ha 106y Mami npodiias
Gesmexy, mo Biamoginae mpodimo 6Gesnexu Jlancypdy y NaIleHTIB 13 HOPMANLHOIO (QYHKINECIO
HHUPOK a00 3 MOpYyIIeHHAM (PyHKIIIi HUPOK JIETKOTO CTYIICHS. Ixms1 gyTmBicTs 10 TpHGITYpUIUHY
OyJ1a MOJIOHOI0 70 TAaKoi y TAIEHTIB 3 HOPMAIHHOK (YHKIIEIO HUPOK, a iXHA YyTIHBICTH JIO
THIIPAIDTY TiApOXJIOpHLY 6yia IIiBUIIEHO HOPIBHSHO 3 HAllieHTaMK 3 HOPMATBHOIO (QyHKILIE0
HHUpOK, 3 TOPYIIEHHAMH (QYHKIi HHPOK JIETKOTO Ta IOMIPHOro cTyneHiB (fmB. po3aim «Crnocib
3aCTOCYBaHHS Ta J03uW» Ta «Papmaxokinetuxa»). IIpu 3actocyBani Jlancypdy HeoOXiqHO yBaXHO
CTIiIKyBaTH 3a CTAHOM TIAIIEHTIB 3 HOPYIUEHHSM (YHKIIT HUPOK; CIIiJ| 9acTille KOHTPOJFOBATH CTaH
NAI[EHTIB 3 NOPYIIEHHAM (YHKIi HHPOK MOMIPHOTO Ta TSDKKOrO CTYNEHs IIOAO HAaABHOCTI
reMaToJIOTiYHUX TOKCHYHMX PEaKIIii.

IMopymenus dyaxnii meuinku. JlaHcypd He PeKOMEHIYETHCS 3aCTOCOBYBATH IIallieHTaM i3
HasIBHUM Ha II0YaTOK JIIKyBaHHS IIOMipHMM a00 TSDKKUM MOpyLIeHHsM QyHKIIT nedinku (kputepii
Hamnjonaneroro inctutyTy paky [NCI] rpyma C i D, Bu3HadeHi 3aransHuM Oimipy6iHom > 1,5 X
BMH), ocKiJEKH BHINA 4acTOTa rinepbinipybinemii 3 aGo 4 cTymeHs CIocTepiracTsCs y NAllieHTiB i3
BHUXi[HUM IOMIPHMAM IOPYIIEHHAM (QYHKIIl HE4iHKH, XOUa e IPYHTYEThCA Ha JyXKe OOMEKEHHX
JaHuX (TUB. po3auT « DapMaKOKIHETHKA).

ITpoteinypis. PeKoMeHIy€ThCS BUKOHYBAaTH aHANI3M Cedi 3a JOIOMOTOKO TECT-CMYXKH IIOZO
BUSIBJICHHS TIPOTETHYPii AK JI0 M0YaTKY, TaK i IPOTAroM IHepiofy JiKyBaHH: (uB. po3ain «[loGidmi
peaxmii»).

HenepenocumicTh jtakTo3H. Jlancypd micturs sakro3dy. IlamieHTaMm i3 pifKiCHOIO CHIaAKOBOKO
HEIIEpEHOCUMICTIO TalaKTO3H, 3arajbHOi HEIOCTaTHICTIO JakTasd abo MambabcopOuiero
FIIFOKO3U-TAIAKTO3M He CJIiJ 3aCTOCOBYBATH LieH Npemnapar.
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3acmocysanna y nepioo eazimuocmi abo 200y6aHHA 2pyOOro.

Winky penpoAyKTHBHOIO BIKY/KOHTpALEMIlis JUls JKIHOK Ta 4YOIOBIKiB. 3a pe3yiabTaTamMu
JOCIIZKEHb Ha TBapUHAX BBAXAECTHCS, 10 TPUGIIypUIUH MOXKE YHHHTH INKiTHBY 0 Ha IUILY
IIpH 3aCTOCyBaHHi BariTHUM xinkam. JKiHKam cif 3amo6iraTé BariTHOCTI IPOTATOM JIiKyBaHHS
JlarcypboM i ynponoBx 6 MicsIliB micis 3aKiHdeHHs JTiKyBaHHS. JKiHKH penpoIyKTHBHOTO BIKY
[OBHHHI BHKOPHCTOBYBaTH BHCOKOS(hEKTHBHI 3aco0M KOHTpallenmil I dac JHKyBaHHS
JlancypdoM i yrnpomosx 6 Micsuis micis mpunuHeHHS JikyBaHH:. Hapasi HeBinoMo, un 30aTHui
Jlancypd 3HIKYBaTH e(eKTHBHICTD TOPMOHAIBHAX KOHTPALCNTHBIB, i TOMy, XiHKaM, sKi
3aCTOCOBYIOTh ~TOPMOHAJIBHI  KOHTPAIleNTHBH, HEOOXiAHO  JOJATKOBO  KOPHUCTYBaTHCS
Gap’epHAMH 3acobamu KoHTpaueniii. YonoBiky 3 napTHepKaM¥ PENPOTYKTHBHOTO BiKy MOBUHHI
3acTOCOBYBaTH e(eKTHBHI 3ac00M KOHTpAUCHI{i MPOTAroM JiKyBaHHA i yHPOAOBXK 6 MiCAUiB
IicisA #0ro NpUIUHEHHS.

Baritricte. Jlani moao 3actocyBanHs Jlancypdy BariTHUMHM >KiHKaMH BiCyTHi. 3 OIJIiAy Ha
MEXaHi3M J[ii Ipenapary iCHYIOTh IMiJICTABHM BBaXKATH, IO TPHQIYyPHIMH MOXE CHPUYAHATH
BpOKEHI Baj¥ PO3BUTKY NPHM 3aCTOCYBaHHI Mif 4yac BariTHOCTi. JIOCHiMXEHHS HA TBapHHAaX
IPONEMOHCTPYBAIM PENPOIYKTABHY TOKCAYHicTh. JlaHCYpd He CIifl 3aCTOCOBYBAaTH Wi 4ac
BAariTHOCTi, 3a BHHATKOM BHIAJKIB, KONM KIHIYHMM CTaH >KiHKM BHMarac IiKyBaHHS
Jlancypdom.

[oayBanng rpyano. Hesizomo, un nponrkae Jlaacypd abo #oro MeTaboIIiTH B IPYAHE MOJIOKO.
Joci/KeHHs HA TBAPUHAX MPOAEMOHCTPYBAIH, WO TPUGIypHANH, THIIpaUIy TiAPOXIOpH
Ta/ab0 ixHi MeTaboNiTH MPOHUKAIOTHL y TpydHE MOJIOKO. HEMOXIMBO BHUKIIOYHTH PHU3UK IS
IWTHUHMY, 10 3HAXOMUThCA HA IpyJHOMY roaysanui. ITig yac mikyBaHHs npemaparoM Jlaacypg
rOAyBaHHS TPY/AIO CIIJ IPUITMHUTH.

deprmbHicT. Jlani mono BwmBy Jlancypdy Ha GepTHIBHICTH HOAMHM BiACyTHi. Pesynsratu
JOCTI/UKEHh Ha TBAapHHAX HE BKasyloThb Ha 3aarHicTs JlaHcypdy BIUmBatH Ha (EPTHILHICTH
YOJIOBIKIB 200 XKIiHOK.

30amuicmv ennuseamu Ha wieudOKicmb peakyii npu Kepy8aHHi asmompancnopmom abo
IHWUMU MexaHizmamu.

Jlancypd Mae He3HAyHWH BIUIMB Ha 3[aTHICTH KEPyBaTH TPAaHCHIOPTHUMH 3acobaMu Ta
[pamoBaTd 3 IHIMKAMH MexaHisMamu. Ilig dYac JliKyBaHHA MOXYTh BHHUKHYTH BTOMa,
3amaMopodeHHs a0o He3yxauHs (auB. po3ait «llobiuri peakmii»).

Cnoci6 3acmocysanna ma 003u.

Jlaucypth noBHHEH IPH3HAYATH JKAP 3 JOCBIOM MPOBEIEHHS NPOTHITY XJIMHHOI Teparil.

Croci6 3acrocyBanHs. Jlancypd npusHaYeHHH U NEPOPATBHOrO 3acToCyBaHHs. TabneTku cuif
NpUAMATH HPOTATOM 1| rOAMHM Iicis 3aKiHYeHHs DPAHKOBOrO 9H BEWipHBOTO Ipuiiomy ixi,
3alMBAIOYH CKJISTHKOIO BOIH.

JlosyBaHHs. PekoMeHJoBaHa [O4YaTKOBa J03a Ipemapary Jlancypd s mepopaibHOro
3aCTOCYBAHHI [UISl IOPOCIIMX TIAIli€HTIB CTAHOBUTH 35 Mr/M? ABii Ha 106y y Hi 3 1-ro mo 5-mif i
3 8-ro To 12-Hif KOKHOTO 28-I€HHOIO KypCy, JOKH Bi3HAYA€THCSA KOPHCTD BiJl JiKyBaHHs abo
JI0 BUHUKHEHHS HENPHHAHATHOI TOKCHYHOCTI (IMB. po3ain «OcobmuBocTi 3acTocyBanHs»). Jlosa
npenapary BuzHadaeTbes 3 ypaxysBaHHaM [IIIT (auB. Tabnumio 3). Jlo3a npenapaty HE IOBHHHA
nepesumyBatd 80 mMr/mo3y. Skmo mnpuitom npenapary Oyo mnpormyimeHo abo 3aTpuMaHo,
HAIiEHTY HE CJTiJ] KOMIIEHCYBaTH MPOIyIIEH] JO3H.

Ta6anus 3. BusHaYeHHs NOYATKOBOI [103H NPENAPATy 3 ypaXyBaHHsIM nuomi nopepxHi Tina (IIIIT)

TlouaTkoBa T Jdo3a B Mr KinbkieTs Ta01€TOK HA A03Y 3aransna 1o6oBa
no3a (m?) (aBivi Ha (aBiui na 100y) A03a (mMr)
A0by) 15 mr/6,14 mr | 20 mr/8,19 mr
35 mr/m? <1,07 35 1 1 70
1,07 -1,22 40 0 2 80




1,23 -1,37 45 3 0 90
1,38 -1,52 50 2 1 100
1,53 - 1,68 55 1 2 110
1,69 — 1,83 60 0 3 120
1,84 —1,98 65 3 1 130
1,99 -2,14 70 2 2 140
2,15-2,29 75 1 3 150

>2,30 80 0 4 160

Pexomenoayii 3 kopexyii 003yeéanns. 3 Orsdy Ha iHAMBILyanbHY IEPEHOCHMICTH Ta IPOdiib
Ge3nexy IpemnapaTy MOXE BHHHUKHYTH HeEOOXigHicTh y Kopekuii mosu. J[lo3BomseTscs
BUKOHYBaTH He Oiiblne 3 3HIKEHb JO03M N0 MiHiManbHOi no3u 20 mr/m? mBigi Ha noby. He
J03BOJIAETHCS HiJBUINYBATH 03y Ipemapary Icis 11 3HIDKEHHA. Y pasi BUHHMKHEHHS
remMatoioriugol Ta/abo HEreMaToJIOTIUHOlT TOKCHYHOCTI IaIlliEHTaM CJiJl JOTpUMYBaTHCS
KPUTEPIiB IEpepUBaHHs Ta BIAHOBJICHHS NiKyBaHHA 1 3HW)KEHHs JJO3M [Iperiapaty, 3a3Ha4eHuX y
tabunsx 4, 5 ta 6.

Ta6auua 4. Kputepii nepepuBanns Ta BiTHOB/IeHHs JiKyBaHHS y pa3si BAHHKHEHHS
reMaToJIorigHoT TOKCHYHOCTI, HOB’A3aH0] 3 Mi€JI0CyNIpecicro

Ilapametp Kpurepii nepepuBaHHs JIiKyBaHHS Kpurepii BinnoB/IeHH JiKyBaHHA*
Heiitpodinu < 0,5 x 10%n >1,5x10%n
TpombouuTn <50 x 10%n > 75 x 10%/n

* KpuTepii BiJHOBIEHHS /likyBaHHS 3aCTOCOBYIOTBCS HAa MOMEHT IIOYATKY HACTYIHOTO Kypcy Tepariii 1o BCIX IMaIi€HTiB,
HE3AEXHO Bij Toro, 4d 6ysm 3adikcoBani KpuTepil nepepuBaHHs NiKyBaHHS.

Ta6auus 5. Pexomenaanii moao sminu nosysanns Jlancypdy y pasi po3BHTKY reMato/IoriYHux Ta
HereMaToJIOriYHNX NOoOIYHHX peaKuii

ITo6iuna peaxuis Pexomenganii mo10 3MiHH 103yBaHHdA

e @eOpuiibHA HEHTPOIIeHis o IlepepBaT 3acToCyBaHHA Ipemapary A0

e Heitrponenis (<0,5 x 10%n) a6o 3HIKEHHS. TOKCHUHOI peakuii 1o 1 cTyneHs abo
TpoMGoumToneHis (<25 x 10%/n) 4 crynens 3a BUXi/IHUX TIOKa3HUKIB
wnacudixanielo CTCAE*, wo mnpussena o | e Ilpu BiJHOBJEHHI JiKyBaHHA 3HH3bTC 03y
3aTPUMKHA ~ MOYAaTKy  HACTYHNHOIO  Kypey npenapaTy Ha 5 Mr/M*/mo3y BiA nomepenHsoi
JiKyBaHHs OUIBLI HK Ha 1 THXKACHB BenuyuHU (Tabauws 6)

e Heremaronoriuna mobiuna peakuis 3 aGo | ® J[OmMyCKAaeThCs 3HKMKEHHS 03U [0 MiHIMalbHOT
4 crynens 3a kiacudikauieto CTCAE*; 3a go3u 20 mr/m*posy ngiui Ha moby (abo 15
BUHATKOM HyAOTH Ta/abo GnroBaHHA 3 CTyneHd, Mr/mM*/po3y fABiui Ha m00y mpH NOPYLIEHHI
IO MiJJal0ThCA KOHTPOIO MPOTHOIIOBOTHUMHU dyHKLIT HIPOK TXKKOTO CTYIICHS).
sacobamm, abo Jliapei[, 10 KOHTPOJKETHECS | ¢ He HiIIBPIIIIyﬁTC 03y Tpernapary micas 11
NpOTHAIapeiHUMH JTiIKapCBKUMU 3aco0aMu SHIKEHHS

* 3aranpui KpUTEpil TepMiHONOril MOOIYHKX ABMIL.

Ta6auns 6. SHHKeHHS J03H NPENAPATy 3 ypaxXyBaHHAM miomi nosepxui Tiaa (IIIT)

3amnxena IIT Jo3a B Mr Kinbkiers T201€TOK Ha 103y 3arannHa 1060Ba
no3a (m?) (nBidi HA (aBiui Ha 100Y) no3a (Mr)
no6y) 15 mr/6,14 mr | 20 mr/8,19 mr
1-nii piBennb 3HIKEeRAs A03u: 3 35 mr/m? 10 30 Mr/m’

30 mr/m? < 1,09 30 2 0 60
1,09 -1,24 35 1 1 70
1,25 -1,39 40 0 2 80
1,40 - 1,54 45 3 0 90




L

1,55-1,69 50 2 1 100

1,70 — 1,94 55 1 2 110

1,95-2,09 60 0 3 120

2,10-2,28 65 3 1 130

>2,29 70 2 2 140

2-nii piBenn 3umxenns ao3u: 3 30 mr/m* no 25 mr/m?

25 mr/m? <1,10 25° 22 1? 50°
1,10-1,29 30 2 0 60

1,30 -1,49 35 1 1 70

1,50 -1,69 40 0 2 80

1,70 - 1,89 45 3 0 90

1,90 —2,09 50 2 1 100

2,10-2,29 55 1 2 110

>2,30 60 0 3 120

3-iii piBennb 3uMKenHs 1030: 3 25 mr/m? 1o 20 mr/m’

20 mr/m? <1,14 20 0 1 40
1,14-1,34 25° 28 12 50?

1,35-1,59 30 2 0 60

1,60 —1,94 35 I 1 70

1,95 -2,09 40 0 2 80

2,10-2,34 45 3 0 90

>2,35 50 2 1 100

+ [Ipu 3araneHili 1060BiH A03i 50 Mr mauicnry cnmig npuiHsTe 1 Tabmerky mo 20 mr/8,19 mr Bpamui Ta 2 tabnetkn mno
15 mr/6,14 mr BBeuepi.

Oco6iuBi KaTeropii MamieHTiB

Hopyuenns yuxyii nupox. Jnsa nanientis 3 mopymieHHsaMm ¢yHkuil Hupok nerkoro (CrCl
60-89 ma/xs) abo momipuoro crynens (CrCl 30-59 mn/x¢) KOpHIyBaTH IOYaTKOBY J03y He
peKoMeHAyeThea (muB. po3nimi «OcobmuBocTi 3acTocyBaHHS» Ta «®apmakokineTnkar). [l
HarieHTiB 3 nopymennam yHkuii Hupok Tspxkoro crynens (CrCl 15-29 ma/xe) peKOMeHi0OBaHA
[10YATKOBA 71032 CTaHOBUTH 20 Mr/M> jBidi Ha 100y (nmB. po3aimu «OcoBIMBOCTI 3aCTOCYBAHHM»
Ta «@DapMakoKiHeTHKa»). JIOITyCKaeThCs OHOPa30Be 3HIDKECHHS 1034 JI0 MiHIMAIBHOL 1031 15 Mr/Mm>
mBidi Ha 706y 3 ypaXyBaHHsM iHJMBIOyaIbHO! Ge3NeKd Ta IEPeHOCHMOCTi (muB. Tabmamo 7).
[TiBuIeHHS [O3M HE JIONMYCKAETHCA INCisA 11 3HIDKEHHS. B pasi remaronorigsoi Ta/abo
HEreMaroJIOTiuHO] TOKCHYHOCTI TallieHTaM CJIiJl JOTPUMYBATHUCA KpUTEpiiB NEpepUBaHHS JO03H,
BiZTHOBJIEHHS Ta 3MEHIIIEHHS, 3a3HaueHuX y Tabmursix 4, 5 ta 7.

Ta6anng 7. [TouaTkoBa 7032 Ta 3HAYKEHHsI 03H NPENapaTy AJf NAMICHTIB 3 nopymennam GpyHkuii
HHPOK TSKKOI0 CTYHeHs 3 ypaxyBaHHAM nuiomi nosepxsi Tina (IIIT)

3HmKeHa T Ho3a B Mr Kinbkicts TabseToK HA 103y 3aranbna no60Ba
032 (M%) (aBiui Ha (asiui na xoby) ao3a (Mr)
A00y) 15 mr/6,14 mr | 20 mr/8,19 mr
ITouaTxoBa x03a
20 mr/m? <1,14 20 0 1 40
1,14-1,34 252 2° 1@ 50?
1,35-1,59 30 2 0 60
1,60 — 1,94 35 1 1 70
1,95 -2,09 40 0 2 80
2,10-2,34 45 3 0 90
>2,35 50 2 1 100




3umkenns go03u: 3 20 mr/m? 1o 15 mr/m?

15 mr/m? <1,15 15 1 0 30
1,15-1,49 20 0 1 40

1,50-1,84 25? 22 1# 502

1,85-2,09 30 2 0 60

2,10-2,34 35 1 1 70

>2,35 40 0 2 80

s TIpu 3aransHiit 106oBiM m03i 50 Mr nauienty cnin npuiibsta 1 TaGnerky mo 20 mr/8,19 mr Bpanui Ta 2 Tabnerkn mno
15 mr/6,14 Mr BBeuepi.

Tepminansha cmadis nupkosoi nedocmamuocmi (CrCl uuoicue 15 mn/xe abo HeoOXiOHO
nposedenna Oianizy). 3aCTOCOBYBATH IIpeliapaT He PEKOMEHIYETHCA, OCKUIBKH JlaHi Ui miel
KaTeropii manieHTie BiacyTHi (auB. po3ain «OcobIMBOCTI 3aCTOCY BAHHAY).

Hopywenns  dyuxyii _neuinxu. Jlezkoeo cmynewsa — KOPHI'YBaTH IIOYaTKOBY 103y HeE
pexomenayeTbesa (auB. po3nin «®DapMmakokineTuka»). Ilomipnozo abo msducxozo cmynens -
3aCTOCYBaHHS HE PEKOMEHIOBAHO MAl[i€HTaM 13 HasBHHM Ha IIOYATOK JTiKyBaHHs MOMipHAM abo
TSOKKAM TIopyineHHsM ¢yHkmii meuinku (kpurepii NCI rpymu C ta D, BH3Ha4eH] 3arajbHUM
6imipy6irom > 1,5 x BMH), ockinbk#t Buma yacToTa rinepbimipyGinemii 3 abo 4 cTymeHs
CIOCTEpiraeThesd y MAIiEHTIB i3 BUXIAHMM IIOMIPHEM IOPYIIEHHAM (QYHKIIT ME4iHKH, X04ya Le
fasyeTbcs Ha JyKe OOMEXeHHMX HaHuX (auB. po3faimu «OcobMMBOCTI 3acTOCyBaHHS» Ta
«DapMaKOKiHETHKA»).

Hayicumu aimnvozo _eixy. IlamienTam BikoM Bij 65 pokiB Hemae IOTpeOM B KOPHIYBaHHI
Mo4aTKOBOI 03 mpenapaty (muB. po3mima «IloGiuni peakmii», «®apmakonuHamika» T2
«®apmakokineTnka»). Jlami npo edeKTUBHICTE Ta Ge3eKy 3aCTOCYBaHHs NpPEMapary mnanieHTam
BiKOM moHax 75 poKiB € 0OMEKEHUMH.

Pacosa npunanescuicmy. Hemae HEOOXIQHOCTI B KOpUTYBaHHI [TOYATKOBOI O3 IIpENapary 3
orsmy Ha pacy mamiedta (muB. posaind «@PapmaxoguHaMika» Ta «DapMakoKiHETHKa»).
Kinpkicte fgaEmx moAo 3acrocysanHs Jlancypdy — maimieHTam — HerpoifHoi — pacu
(adpoaMepHKaHIiB) € 0OMENKEHOW0, ane 3 GiONOTidHOI TOUKM 30py HEMae MiICTaB OYIKyBaTH
Oyop-AKMX BiIMiHHOCTEH TpH 3aCTOCYBaHHI IperapaTy Wil HiArpymi MallicHTiB MOPIBHSHO 3
3arajlbHOIO TIOMYJISIIELO.

Mimu.
ITpenapar Jlancypd He 3aCTOCOBYBAaBCS AITSAM Ta IiJUTITKAM 3a MOKAa3aHHSAMH METAaCTaTHYHUH
KOJIOPEKTIBHUH pak Ta METaCTaTHYHUM paK IIITyHKa.

Ilepeoo3yeanna.

Haiteuma mo3a, B skiit Jlacypd 3actocoByBaBcs MM dYac KIHIYHHX JOCIIDKEHb, CTAaHOBHIIA
180 Mr/m?> Ha f06y. IloGiumi peakiii Ha mpemapaT, Hpo sKi MOBIXOMIANOCA y 3B S3KYy 3
Iepeno3yBaHHAM, BiANOBifAIA BCTAHOBICHOMY Mpodimo 6e3neKku JiKapchkoro 3acofy.
OCHOBHUM IepeAOavyBaHUM YCKJIAQIHEHHSM Yy pe3ylbTaTi IEpeJo3yBaHHs [pernapaTtoM €
IpUrHideHHs (QYHKIIT KicTkoBoro mo3ky. He icHye BiloMHMX aHTHIOTIB Ha BHIAJOK
nepemosyBadns mnpemnaparoM Jlancypd. JlikyBaHHS I€peo3yBaHHS [OBHHHO BKJIIOYATH
CTaHJApTHY TEPANEBTHYHY Ta MiATPAMYIOUYy MEIMYHY JOIOMOIY, CIPSIMOBaHY Ha KOPHUIYBaHHS
HAIBHUX KJIIHIYHUX IPOABIB i 3a000iraHHs IXHIM MOTEHIIIHHAM yCKIIaJHEHHSIM.

Ilo6iuni peaxuyii.

Jlo Hal6IBII cepifo3HMX TOGITHIX peakiili Ha TiKapchKuil 3aci6, MO CIOCTepiraucs y NalieHTiB,
sixi orpumyBam Jlascypd, Hanexars IpurHideHHs $yHKHil KICTKOBOTO MO3KY Ta TOKCHYHI peaKuii 3
60Ky  ILTyHKOBO-KHIIKOBOTO  TpakTy  (muB. po3min «OcobmuBocTi  3acTocyBanus»). Ilpu
3acTocyBanHi Jlancypdy y mamienTis Haityactime (> 30 %) criocTepiramcs Taki moGI4Hi peakuii, MK
Hefitponenia (53 % [34 % >3 crynens)), Hynota (34% [1 % > 3 crynens]), Broma (32 % [4 %
> 3 crynens]), auemist (32 % [12 % > 3 crynens]).
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Hait6inpir mommperuME TO6iYHIMHU peakiismu (> 2 %) IpH 3aCTOCYBaHHI JIIKAPCBHKOTO 3aco0y
Jlancyp®, 1o IpU3BeNd IO IPHIMHEHHS JiKyBaHHS, 3HIDKEHHS JO3U NPENapary, BiCTPOUKH
npuifoMy mpemapaTy a6o THMYAcOBOTO IepepHBaHHS NiKyBaHHsA, Oyid HEHTpOmeHis, aHeMis,
JNeRKOTIeHis, BTOMa, TPOMOOIUTOIEH s, HyoTa Ta Aiapes. Hukde HaBeaeHO Mepetik moGigHux
peakiif Ha JikapChKui 3aci6, mo crocTepiraucs y XoAi mianebo-KoHTpOIE0BAHOTO KIiHIYHOTO
nocmimxenns 1l ¢asm  (RECOURSE) 3a yuwactio 533 mamiedTiB 13 MeTacTaTHYHUM
KOJOPEKTANGHEM pakoM Ta IuaneGo-KOHTpOIBOBaHOro Kiinidnoro jocrmijpkedHs III ¢pasu
(TAGS) 3a yuacTio 335 marieHTiB i3 MeTacTaTHIHHM pakoM IUTyHKa. Peaxuil knacugixosaHo 3a
knacamu cucteM opramiB (SOC) 3 BHKOPHCTaHHSIM TepMiHiB MEAMYHOrO CIOBHHKA JULL
peryistoproi  gisuterocTi (MedDRA)!' Ta ixmix cuHOHIMIB [ ommcy TeBHOI peakuii Ha
JiKapchKHMit 3aci6 1 OB’ sI3aHUX i3 HEIO CTaHiB.

[To6iuni peakuii Ha nikapchbKuii 3aci® PO3MOINEHO B IPyNH 33 YaCTOTOK iX BHHMKHEHHS.
YacToTa BM3HAYAETHCS TAKMM YHHOM: Ayxe wacto (> 1/10); gacro (Bix > 1/100 mo < 1/10) Ta
Heuacto (Bim > 1/1000 mo < 1/100). B Mexax KoxHOI IpynH MoGiuHi peakilii MpeACTaBICHO B
HOPAAKY 3MEHILEHHS IXHBOI Cepio3HOCTI.

[adekuil Ta iHBazii: gacTo: iHdeEKUis HIKHIX IUXATHHUX NUIAXIB; HEYACTO: CENTUYHUA 0K,
iHQeKuifiHui eHTepHT, NereHeBa iH(exuis, iHGEKUis >KOBYHHX IUIAXiB, rpum, iHpexuis
CEUOBMBIAHMX WUISXiB, TiHTIiBiT, ONEpi3yrouWii Juuai, rpuOKOBE ypaKeHHS MIKIPH CTOI,
KaHIUIo3Ha iHbexiis, GakTepianpHa indekuis, indekmis, HeWTponeHiuHME cencuc, iHbeKIis
BEPXHIX JUXATbHUX NUISIXiB, KOH IOHKTHBIT.

HosoyTBOpeHHs J0ODOSKICHI, 37OSKiCHI Ta HeBM3HAuYeHi (BKIIOYAIOUM KICTH Ta TIOJNINH):
HEYaCTO: OHKOJIOTIYHMH 6111b.

3 Goxy cHcTeMH KpoBi Ta nimMbaTHuHOI CHCTEMH: Ay’Ke 4YacTo: HEWTpOIeHis, IeHKONeHis,
aHeMis, TpoMmOoUHMTONEHis; wacto: QeOpuipHa HEUTpONeHis, HimMQomeHis; HEYacTo:
IaHI[ATOIEHis, [PaHyJIOMUTOIEH]sl, MOHOIUTOIEHIS, ePUTPOIEHIS, JICHKOLKMTO3, MOHOLIUTO3.

3 OGoky oOMiHY pedoBHH 1 MeTabomi3My: YK€ 4YacTo: 3HIDKCHHS ameTUTy; dYacTo:
rinoans0yMiHeMis; HEYACTO: 3HEBOJHEHHs, TiNEprUIiKeMis, Timepkamiemis, rinokamieMis,
rinogocaremis, rinepHarpiemis, rinoHaTpiemis, TinoKanblliemis, Moaarpa.

3 6OKY ICHXiKM: HEUacTO: TPUBOra, O€3COHHA.

3 60Ky HEpBOBOI CHCTEMH: 4YacTo: JuCreB3is, mnepudepudHa HeHpomaris, HEYacro:
HEHPOTOKCHYHICT, U3ECTE3is, rinepectesis, rinoecresis, HEIPUTOMHICTS, apecTesis, BifIyTTs
HeuiHHs, JIETapris, 3aI1aMOPOYEeHHSI, TOJIOBHHH O1IIb.

3 GoKy opramis 30py: HEYacTO: 3HIDKEHHS TOCTPOTH 30Dy, HEYITKICTB 30pYy, AUILIONIA,
KaTapakra, CyXiCTb O4eH.

3 GOKY Opragis CIyXy Ta BECTHOYIISIPDHOIO aapary: He4acTo: BEPTHIO, BITUyTTSI AMCKOM(OPTY y ByXax.
3 GOKy cepiisi; HedacTo: CTEHOKap/isi, apUTMis, IPUCKOPEHE CEPLEOUTTS.

3 GOKY CyIMH: HedacTo: eMOOJis, aprepiaibHa TillepIeH3is, aprepianbHa MiNOTEH3is, TPUILMBK KPOBI
(TIOYEPBOHIHHS IIIKIPH).

3 GOKY [MXaILHOI CHCTEMU, OPraHiB IPYHOI KIITKY Ta CEPeIOCTIHHS: YacTO: 3aMIIKa; HEYacTo: JlereHeBa
eMOOJTis, IIEBPATLEII BUIIT, pUHOpes, McdoHist, GUIb y HOCOTTIOTIN, HOCOBA KPOBOTEYA, KallieIb.

3 GoKY IUTYHKOBO-KMIIKOBOTO TPAKTY: Ay’K€ YacTo: Jiapes, HyAOTa, OJIIOBaHHS; JacTo: OLIb B
abnoMiHaNBHIM AUMAHIE, 3a00p, CTOMATHT, YPaXEHHsS pPOTOBOI IIOPOKHUHH; HEYacTo:
reMOpAariyHuii E€HTEPOKOJIT, HUTyHKOBO-KMIIKOBA KpOBOTEYA, TOCTPUM IaHKPEATHT, AacluT,
KHIIKOBA HENPOXiJHICTh, YaCTKOBA KHMIUKOBA HEIPOXiAHICTH, KOJIT, TacTpUT, pedirokcHui
racTpHT, €30(ariT, HOPYIICHHS BUIIOPOXKHEHHS LIUTyHKa, 34y TTS XUBOTA, 3allaJICHHs aHATIbHOTO
OTBODY, BUPa3KH B POTOBiil MOPOKHMHI, IUCIEICIs, racTpoe3odareanbna pedmokcHa XBopoda,
IPOKTAILis, TOMIN NIOKH, KPOBOTOYHBICTH SCEH, TTIOCHT, HEPIOOHTHT, ypaXeHHs 3y0iB, MOTAT
110 GIIFOBAaHHSI, METEOPHU3M, 3aI1ax i3 poTa.

3 Goky remarobiniapHoi cHCTeMH: HacTo: rinepOiripy6iHeMis; HEHYacTo: IenaTOTOKCHYHICTD,
PO3UIMPEHHS KOBYHUX IIPOTOK.
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3 Goky MIKipH i mimKipHOT KIITKOBHHH: 9aCTO: CHHJIPOM JOJOHHO-ITIIOIIOBHOT EPUTPOM3ECTESIT,

BUCHIIAHHS, alONemis, cepbix, CyxicTs wwKipu; Hedacto: ekcdomiamis MIKipH, KpONHWB’SIHKA,
peaxitist POTOUY TIIMBOCTI, EpUTEMA, AKHE, FiIepriapo3, MyXHUpi, ypaKEHH HIlTiB.

3 GOKY ONOPHO-PYXOBOI CHCTEMHM Ta CIIOIYHHOI TKAHMHM: HEYaCTO: HAOPAK CyrIo0iB, apTpairis,
6B y KicTKaX, Mialris, KicTKOBO-M S30BUH Oiib, M’s30Ba cHabKicTh, M’s30Bi crasmu, OUIb y
KiHI[IBKaX.

3 6OKY CeuOBH/IiIbHOI CHCTEMH: 4YacTO: HPOTEIHYpis; HEYacTo: HUPKOBA HENOCTATHICTh,
HeiH(beKIifHuit HCTHT, TOPYLIEHHS CEUOBHITY CKaHHS, TEMATYPisl, TCHKOLUTYPisl.

3 6GOKY PenpoIyKTHBHOI CUCTEMH T4 MOJIOYHHX 3aJ103: HEYACTO: NOPYIIEHHS MEHCTPY AIHOIO IHKITY.
3araibHi po3Mamy TA peakilii B MicIi BBeJIEHHS: Jy’Ke YacTo: BTOMa; 4acTo: IipeKcis, HaOpsK,
3amaneHHs CIM30BOl 0GOJOHKH, He3MyKaHHS; HEYacTo: 3araibHe NOTIpIICHHs CTaHy 3IO0pPOB i,
6inb, BiIyTTs 3MiHH TeMIEpaTypH Tiia, Kcepo3, JUCKOMGOPT.

Pesynprard J1abOPATOPHHUX JOCHIDKEHb: YacTO: IIJBHINCHHS DiBHSA MEYiHKOBHX (EPMEHTIB,
[iZBMINCHHS piBHA JNyXHOi (ocdarasu B KpOBi, 3HHPKEHHS MacH Tila; HEYacTo: Mi/[BUICHHS
piBHS KpeaTuHiHy B KpoBi, momopxenHs QT-intepsany ma EKI', 30inbimients MiXHapOJHOTO
HOPMAJTIi30BaHOT O CIIiBBiJHOIIEHHS, 301ILIIEHHS AKTUBOBAHOI'O YaCTKOBOT'O
TPOMGOIIACTHHOBOTO ~ 4acy, IiBHUICHHS DIiBHS CEYOBMHH KpOBi, Ti/[BUINEHHS DIBHS
JNTAKTATACTiPOTeHas B KPOBi, 3HIDKEHHS piBHS 3aranpHOro Oinka, HiJABAINEHHs DIBHS
C-peaxkTuBHOro 6isKa, 3MEHIICHHS BEIHYMHM T€MATOKPHTY .

! Pisui Tepminu cnosHuka MedDRA, mo BB@KaiOTHCA MORIOHMMM 3 KITiHiYHOT TOYKM 30pY, OYJIO 3a3HAYCHO Mg ofHMM
TEepMiHOM.

2 [MoBixOMJISUIOCS TIPO JETATBH] BUMAIKH.

3 J10I0HHO-NIIOUIOBHHUI CHHAPOM.

[lauienTa NiTHROro Biky. Y HAaIi€HTIB BiKOM Bin 65 POKiB IOPIBHAHO 3 HAIliCHTAMH BIKOM [0
65 pOKiB JacTile BAHUKAIH TaKi peaKiii:

Mmemacmamuunuti konopexmansuuti pax (RECOURSE): nefitponenia 3 abo 4 crymens (48 %
nopieHIHO 3 30 %), aHemis 3 crynens (26 % mnopiBHAHO 3 12 %), nelikoneHis 3 abo 4 cTyneHs
(26 % nopiBHAHO 3 18 %) Ta TpoMGonuToneHis 3 abo 4 crynens (9 % nopisaano 3 2 %),
Mmemacmamuyunuti pax winyuka (TAGS): 3umxenHs ducia Hefitpodinis 3 abo 4 crymens (17 %
IOpiBHAHO 3 6,6 %), 3HWKeHHs aneTuty (37,3 % nopiBaro 3 31,9 %), acrenis (22,2 %
nopisHsAHO 3 17 %) Ta cromatuT (7,2 % nopiBHAHO 3 2,2 %).

Iadexiii. V xomi xninigamx nociimkens 11 dasu indexuii, mo suHuKam Ha QOHI JIKyBaHHS,
yacTilne Big3HawagMcs y NalieHTiB, ski 3actocoByBamu Jlancypd (5,8 %), mopiBHsHO 3
HanieHTaMH, aKi orpumyBanu mianedo (1,8 %).

IIpoteinypis. V mamienTis, ski 3actocoByBanu JlaHcypd, gactime (1,8 %) BuHMKana 0B’ s13aHa 3
JiKYBaHHSAM TIpoTeinypist 1 a60 2 CTyIeHs! TSHKKOCTI IOPIiBHAHO 3 NAIi€HTaMy, SKi OTPHMYBAIIK
mnane6o (0,9 %) (auB. po3ain «OcobIMBOCTI 3aCTOCY BAHHSA).

Ipomenesa Tepamigs. Y xom mocnigxenas RECOURSE y mauieHTIiB, sKi paHillle IPOXOXHIIH
IIPOMEHEBY TEpAMilo, JEN0 4YacTille BMHHMKAIM 3arajibHi reMartoioriusi mobGiyni peakuil Ta
no6iuni peakuii, MoB’s3aHi 3 mpUrHiYeHHsM GyHKNil KiCTKOBOrO MO3KY, IIODIiBHSHO 3
nanienTamu, sKi paHille He OTpEMYBaTd pajioTeparii (54,6 % nopisusaHo 3 49,2 % BiAOBIAHO).
Bapro 3ayBaxuTH, mo y Tpymi 3acrocyBanHs JlaHcypody ¢eOpHibHA HEHTpOIEHis YacTime
pO3BHBANACS Y WAINEHTIB, $Ki paHille NPOXOMMIM IIPOMEHEBY TEpaIilo, MOPIBHIHO 3
HaLli€HTaMM, SKi HE OTPUMYBAIH TAKOTO JIIKYBaHHS.

JlocBin micasipeecTpaniifHOro 3acTOCYBaHHS Mpenapary Yy [NamieHTiB i3 HeonepadelbHAM
[OMMpPEHNM a0 pEelMAMBHEM KOJOPEKTAJIbHUM pakoM. IloBimomisnocs mpo BHIATKH
BUHHKHEHHs iHTEpCTHITIATBHOT JIereHeBoi XBOpoOH y MalieHTiB, ki 3actocoByBanu Jlancypd.
3BiT mpo migo3prosani mobiuni peakmii. ITopimomienns npo moGiuni peakuil micns peectparii
nikapcbkoro 3acofy Mae BaxUMBe 3HaYeHHsA. Lle Ja€ 3MOTy MpPOBOJMTH MOHITOPHHL
CIIiBBiJJHOINEHHS KOPUCTE/PHU3HMK [PH 3aCTOCYBaHHI IBOTO JiKapcpkoro 3aco0y. MemudHuM Ta
dapMaIleBTHYHEM IIpariBHAKAM, & TAaKOX NauieHTaM abo iXHiM 3aKOHHHUM MPEICTABHUAKAM CIIiN
IOBIZOMIISTH IIPO YCi BANAIKM ITiZ03PIOBAHEX MOGIYHMX Peakiiit Ta BiICYTHOCT] €heKTHBHOCTI
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JTKapchKOro 3aco0y uepe3 aBTOMaTH30BaHy iHGopMamiiiHy cucreMy 3 (apMakoHArIsimy 3a
nocwianusaMm: https://aisf.dec.gov.ua.

Jlna orpuManHs Oyas-sxoi indopmanii momo nikapchkoro 3acofy IIPOCHMO 3BEPTATHCH IO
TOB «Ceps’e Ykpaina» 3a tein. (044) 490 3441, daxc: (044) 490 3440.

Tepmin npuoamnocmi. 36 Mics1iB.

YmoBu 30epiranns.
He notpebye ocobnmuBux yMoB 30epirasns. 36epiraTd y HEAOCTYITHOMY JUIA AiTe# MicI.

YnaxoBka.
ITo 10 Tabnerox y Omicrepi 3 amominieBoi (oNBrM Ta ATOMIHIEBOI IUIBKH i3 JaMiHOBaHMM
BOJIOTOIIOTIHHAYEM (KalbIilo OKCH); o 2 abo 6 6iictepiB y KopoObii 3 KapTOHY IaKyBaILHOTO.

Kareropis Bigmycky.
3a penenToMm.

BupoOHuk.
JIaGoparopii Ceps’e Inpactpi/Les Laboratoires Servier Industrie.

Miclie3HaX0JKeHHs BUPOOHHKA TA apeca Miclsi MIPOBaX)KeHHH Horo JisJIbHOCTI.
905 pyT ae Capan, 45520 Xini, ®panuis/905 route de Saran, 45520 Gidy, France.

BupoOHuk.
Ceps’e (Ipnaumis) Iumactpic JIta/Servier (Ireland) Industries Ltd.

Micne3HaxokeHHs BUPOOHMKA TAa agpeca Miclsl IPOBa/IKeHH Horo JisJbHOCTI.
Topeit Poya, Apkioy, Ko. Bikioy, Y14 E284, Ipnanzis/Gorey Road, Arklow, Co. Wicklow,
Y14 E284, Ireland.

3asgBHUK.
JIe JTaGopatyap Cepn’e/Les Laboratoires Servier.

Micue3sHaxoKeHHsI 3asIBHHKA.
50, pro Kapno, 92284 Cropen Cenexc, @panis/50, rue Carnot, 92284 Suresnes Cedex, France.

JlaTa 0CTaHHBOTO MeperJsiay.
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