SATBEPJKEHO
Haxaz MinicTepcTBa 0XOPOHH
3n0poB’st YKpaiHu
10.02.2023 Ne 271
PeecTpaniiine nocpigueHHs
Ne UA/16712/01/01
Ne UA/16712/01/02

3MIHHU BHECEHO
Haxa3z MinicTepcrBa 0Xo0poHH
300poB’st YKpainu

KO8 AOLY No A Y

IHCTPYKIIIA
AJIS MeTHIHOT0 3aCTOCYBAHHS JIKaAPCHKOro 3ac00y

Jlancyp¢e 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 pevosunu. Tpudaypuaus (trifluridine)/Tunipamun (tipiracil);

Jlancypd 15 mr/6.14 mr: 1 Tabnerka Mictuts 15 mr Tpudurypumuny Ta 6,14 Mr Tumipamary (y
BursaAi 7,065 Mr THMipaldTy TiZpOXJIOPUY);

Jlancypd 20 mr/8.19 mr: 1 tabnerka mictuts 20 Mr Tpudypuauay Ta 8,19 Mr tunmipammry (y
BUTISIAL 9,420 MT TUITIpaIULy TiIpOXJIOPHIY);

OONOMIDICHI pey08unY: NTAKTO3W MOHOTIZPAT, KPOXMalh IPEXENaTHHI30BaHMH (KyKypyA3sHui),
KHCJIOTa CTEAPUHOBA;

IUIiBKOBAa 00ONIOHKA I TabjeTok mo 15 mr/6,14 mr: rimpomenosa, makporon (8000), turamy
miokcun (E 171), margito creapar;

IUTiBKOBa 00ONIOHKA Uit Tabmerok mo 20 mr/8,19 mr: rimpomenosa, maxporon (8000), Turamy
nioxeun (E 171), 3amiza okcux yepBonuii (E 172), margito creapar;

YOPHIWIO CIpOro KOMBOPY WIS HAHECEHHS MapKyBaHHS: IIENaK, 3ajliza okcun depBonuit (E 172),
samiza oxcup kot (E 172), twrany miokcun (E 171), immuroxapMiHy amroMiHieBHH Jak
(E 132), Bick xapHayOCBKMi, TAIBK.

Jlixapceka dopma. TaGireTku, BKpUTI IIT1IBKOBOIO 0O0JIOHKOIO.

OcnogHni gizuxo-xiMiuni enacmueocmi:

Jlancypd 15 mMr/6,14 mr: apoomykia TabieTka Kpyriaoi ¢opMu, BKpUTa MIIBKOBOIO 000JIOHKOIO
. .._.6imoro Komeopy, 3 MapkyBauusMm «15» Ha omHoMmy Gomi i «102» Ta «15 mg» — Ha iHIIOMY,
HAHECEHUM CipUM YOPHHIIOM;

Jlancypd 20 Mr/8,19 mr: aBoomykiia Tabierka Kpyrioi GopMu, BKpUTa IUTIBKOBOKO 000JIOHKOIO
611 10-4EpBOHOIO KOJIBOPY, 3 MapKyBaHHSIM «20» Ha omuHoMy Oomi i «102» Ta «20 mg» — Ha
IHIIOMY, HAHECEHUM CipUM JOPHHIIOM.

. dapMaKoTepaneBTHYHA TpPyHa. AHTHHEOIUIACTHYHI 3acobu. AntmMerabomite. CTpykTypHi
ananory mipumizuny; Tpudrypumud, kom6biranii. Koqx ATX L0O1B C59.

Dapmaxonoziuni enacmugocmi.
DapmaroouHamika.

Mexanism gii. Jfo ckmany Jlancypdy BXOAMTH AHTHHEOIUIACTMYHUH THMiAMHOBHM asHaior
Hykieosumy Tpubiypumume Ta jHriGitop TuMimuHdochopumasu (TPase) Tumipanmiy
rigpoxiuopun y MoispHOMy crisBigmomenHi 1:0,5 (Macose cmiBeigHomenHsa 1:0,471). Ilicns
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[POHVKHEHHS B pakoBi KuiTeHE TputurypumuH (ocdopHIroeTbes THMIIMHKIHA30M0, IOTIM
MeTabom3yeTbess B KITHHAax y cyGerpar nesokcupubonykieinosoi xmenotu (JIHK) Ta
BOYIoBy€eThCs 6esnocepennso B JIHK, Takum wmroM nopymrye ¢yskmito JJHK Ta 3anobirae
nponidepanii xiitun. IIporTe micias HEpOPaTbHOIO 3aCTOCYBAHHS TPHQIYPHIMH IIBHIIKO
posnanaereea iy aiero TuMmiguHdochopunasy Ta mMBHAKO MeTabomisyerhcs. Uepes ne 1o
cKJIaay Ipenapary 6yio BKIOYeHO iHribitop TuMiguabocopuiazu THIIpalMILy TiAPOXIOpHI.
YV  IOKIHIYHMX JOCHIUKEHHAX  KOMOIHAIis  TprdIypuIVH/THUIIpAUIy  TiAPOXJIOPHUI
IIPOJEMOHCTPYBaa MPOTHIYXIHHHY [0 OO0 KITUHHHMX JiHI# KOJNOPEKTAbHOIO paky, SK
gy TIIMBHX 10 S-(ropypanmty (5-FU), Tak i cTiHKAX K0 HBOTO.

[[UTOTOKCHYHA AaKTHBHICTE TPHUQIYPUAMHY/THNIPAUMIY TiAPOXJIOPUAY IPOTH  KLIBKOX
KCEHOTPAHCIUIAHTATIB IYXJIMH JIOJWHH CHIGHO KOPENIOBaNa 3 KUIBKICTIO TpHQIypHIWHY,
Biurrodenoro B JIHK, mo ¢Bi{4ATH PO OCHOBHUY MEXaHI3M Jii.

dapmaxkommHaMiugi edexTH. Y XoIi BIAKPUTOrO JOCHI/UKEHHS 32 Y4YacTIO MAllieHTiB i3
HOINMPEHAMH COJiHAMHE ITyXJIMHAMH He Bi[3HAYATOCS KIiHIYHO 3Ha4yImoro BBy Jlancypdy
Ha nogoxeuds QT/QTc inTepBaty HOPIBHIHO 3 M1anedo.

Kiiniuna edexkTuBHicTs i 6e3nexa

Memacmamuynuii KonopexmanvHul pax

Panoomizoseane Odocnioxcenns Il pasu zacmocyeanns Jlancypdy y monomepanii nopiensno 3
niayebo

Kniniuna edextusHicTs i mpodine 6esneku 3actocyBanHs Jlancypdy omiHIOBanMcS B XOXi
Mi>@HApOJHOI'0, PaHAOMI30BaHOIO, MOABIMHO CIINOro, MIane60-KOHTPOILOBAHOTO JOCTIKEHHS
I ¢pasu (RECOURSE) 3a yuactio 800 Dali€HTIB 13 METACTATHYHHUM KOJIOPEKTATBHHM DPaKOM,
SIKi paHillle OTPEMYBAJIH JIKYBaHHA BOTO 3aXBOpIoBaHHs. [IepBHHHOIO KiHIIEBOIO TOUKOIO Oyia
3aranpHa BikMBaHicTE (3B), a BTOPMHHUMH KiHIIEBMMY TOYKaMH OyJIH BIDKMBAHICTH Oe3
nporpecysanns 3axBoproBants (BBII), moxa3HuK 3aranbHOI BifIIOBi/l Ta MOKAa3HHK KOHTPOJIO
3aXBOPIOBaHHs. IlalieHTH MPOJOBXKyBaIM JTIKyBAaHHA IO IOSBH IIPOTpecii 3aXBOproBaHHsA abo
BUHUKHEHHS HEOPMHHATHOI TOKCHYHOCTI (uB. po3nin «Croci6 3acToCyBaHHA Ta JIO3H»).
Buxinawit pysxmionansauii craryc (PS) 3a mxanoro Cxinaol 06’eaHanoi OHKOIOIIYHOI IPYIH
(ECOG) scix mauientiB 6yB 0 a6o 1. IlepBHHHAM ocepeKOM 3aXBOPIOBaHHS Oyid TOBCTA
xumka (62 %) abo mpsma kumka (38 %). Ha MOMEHT BKITIOUCHHS [0 HOCTIDKEHHS CTaTyC IeHa
KRAS 6yB a6o muxum (49 %), abo mytantamMm (51 %). CepefHe UmCiIO NOIEpENHIiX JIiHiH
Tepamii METACTATHYHOTO 3aXBOPIOBAHHS CTAaHOBWIO 3. VYcCiM MAai€eHTaM IOIEPeIHbO
HpOBOAMIACS XiMIiOTEpaIis HA OCHOBI QTOPIIPUMIANHY, OKCaNIUIaTHHY abo ipuHOTeKaHy. Yci
HamieHTH, KpiM 1, orpuMyBanu GeBanusymas, a BCi MallieHTH 3 MyXJIuHaMH aukoro Tuny KRAS,
KpiM 2, oTpEMyBamy nanitymymab aGo neryxcuma6. JIBi rpymu JiKyBaHHS OyIH IOPiBHAHHUMM
moxo gemMorpadiyanx Ta 6a30BHX XapaKTCPHUCTHK 3aXBOPIOBAHHS.

3a pesynpTaTamMu aHamisy Janmx 3B, orpuMaHmX B XOAmi mociimxeHHA (72 % BHIAIKIB
(574 nanienTn)), 6yja0 AOBEIEHO KIIHIYHO 3HAYyINy Ta CTAaTHCTHYHO JOCTOBIPHY NEpEBary
Jlancypdy B KoMOGiHarii 3 onTAMaNBHO0 miaTpaMykodolo tepamniero (OIIT) momo BrxHBaHOCT
HalieHTiB NopiBEAHO 3 miane6o B komGinanii 3 OIIT (BignocHumit pusuk (HR) 0,68; mosipumit
inrepsan (JII) 95 % [Bim 0,58 mo 0,81]; p <0,0001) Ta memiana 3B cranoBuna 7,1 micsmd
IOPiBHSHO 3 5,3 MicAId BiANOBiNHO, a HOKa3HUKH 1-pidHOI BIXKUBAHOCTI CTAHOBHUIIM Bi/TIOBiIHO
26,6 % Ta 17,6 %. YV naumientiB, sxi orpumyBaymu Jlancypd i OIIT, moxasHuku BBII Gymu
nocrosipao kpamumu HR 0,48; 95 % I [Bix 0,41 g0 0,57]; p < 0,0001 (qus. Tabmuigo 1).

Tabauns 1. Oninka epexruBHOCTI 32 pe3yjbTaTamu Kiinigaore gocaipxenus I pazn
(RECOURSE) y nanieHTiB 3 METACTATHYHHM KOJIOPEKTAJILHHM PAKOM

Janeypd + OIIT naunedo + OIIT
I[Moxazauk (N=534) (N = 266)
3aranbHa BHXKHBaHicTh (3B) '
Kinbkicts jeransuux unanakis, N (%) 364 (68,2) 210 (78,9)
Meniana 3B (micamis)® [95 % 118 7,1[6,5,7,8] 5,3 [4,6, 6,0]
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Jlancypd + OIIT ILnanedo + OIIT
IMoxaszuuk (N =534) (N =266)
BignocHuit puzuk (HR) [95% 1] 0,68 [0,58, 0,81}
P-3HauenHs® < 0,0001 (1-cropoHHE Ta 2-CTOPOHHE)

Busxkupanicts Ge3 nporpecyBanss 3axsoproBannsi (BBII)

KinekicTh BUNAAKIB mporpecyBaHHs abo

neTanbHuX Bunankis, N (%) 472 (88,4) 251 (94.,4)
Megiana BBII (micsuis)? [95 % J1]° 2,001,9,2,1] 1,7 [1,7, 1,8]
Bimrocuuit pusux (HR) [95 % AI] 0,48 [0,41,0,57]

P-3HaueHHS® <0,0001 (1-cTOpOHHE Ta 2-CTOPOHHE)

2 QOuiuka merogoM Kannasa - Meiiepa.
6 Meromomnoris Bpykmeiiepa Ta Kpay .
5 CrpatudikoBaHuii 10r-paHroBuii TecT (TpynHu: cratyc reHa KRAS, gac iz AiarHocTyBaHHS NIepIIOro METacTasy, perios).

PesynsraTe OHOBIEHOTO amamisy 3B, npoexemoro 3a mammvu 89 % (712 manieHTiB) BHNAMKIB,
IiTBEpMUH KIHIYHO 3HAYYIIy TA CTATHCTMYHO JOCTOBipHY mepepary Jlamcypdy B xomOinauii 3
OINT 1mo/0 BIXHBAHOCTI IAIEHTIB MOPiBHAHO 10 Iwianebo B komoiHanii 3 OITT (HR 0,69; 95 % I
[Biz 0,59 mo 0,81]; p < 0,0001) Ta mexmiana 3B craHoBwia 7,2 MicsIls HOPIBHAHO 3 5,2 MiCsI
Bi/IIOBIZHO, 2 TOKa3HWKK 1-piuHOi BIDKMBAHOCTI CTaHOBIWIM BimosigHo 27,1 % Ta 16,6 %. Amnais
JAHFX HpojeMOHCTpyBas mepesar Jlascypdy 3a mokasamkamm 3B Ta BBII B ycix momepezso
BU3HAYCHVX Mi/IPyIax, y TOMY YHCI 32 PAcO, PerioHOM reorpadiqHoro posTaulyBaHHs, BIKOM
(< 65; > 65), cTaTTIO, GYHKIIOHATEHIM cTarycoM 3a mkanoo ECOG, crarycom rera KRAS, yacom i3
MOMEHTY J[iaTHOCTyBaHHSI IEPIIOro MeTacTasy, KUIKICTIO METACTATHIHIX OCEPE/KIB Ta IIEPBUHHUM
Iyx/mHHIM ocepeakoM. [Tepeparu Jlancypdy 3a MOXa3HIKaME BIDKHBAHOCTI 30epiramics IIpy aHamisi
JAaHMX 33 BCiMA BAKIMBAMA IPOTHOCTHYHMMH (akropaMu, a caMe: 4YacoM i3 MOMEHTY
JiarHOCTYBaHHA TEPIIOro MeTacTasy, QyHKuioHansHIM cTarycoM 3a mKkano ECOG Ta KimbKicTIo
Mmertacratnarnx ocepeaxis (HR 0,69; 95 % I [sin 0,58 mo 0,81]). 61 % (485 yuacHukis) Bin ycix
PAHOMi30BaHFX MAMIEHTIB OTPUMYBaB GTOPIIPHMI/IAH SK OCHOBY IIONEPEHEOL TePaltii, NPH3HAYEHOT
iM mepex pamjoMisamicro, Ta B 455 3 Hux (94 %) Ha Toif yac Bim3Hayanack pedpaKTepHICTH O
dropripamimury. [Tepeparn Jlancypdy 3a noxasaukamu 3B 36epiramics i y max nanientis (HR 0,75,
95% JII [Bix 0,59 no 0,94]). 18 % (144 yuacHuxu) Bify ycix paHIOMI3OBaHMX TNAL€HTIB [0
paHzoMizarii oTpumyBam peropaderi6. V it rpyni manienTis Jlancyp¢ Takox IpoIeMOHCTPYBaB
repeBary 3a nokasaukavu 3B (HR 0,69, 95 % JII [ix 0,45 no 1,05]). Lie# edekr Binznagascs Takox y
IpyIIi TauieHTiB, sKi panime we orpumysam peropaderi6 (HR 0,69, 95 % I [sin 0,57 mo 0,83]).
[TOKa3HMK KOHTPONIO 3aXBOPIOBAaHHS (NOBHA BIIOBIB, YacTKOBa BiAMOBiML abo crabimizaris
3aXBOPIOBAHHS) OyB 3HAYHO BHIIMM y IAIf€HTIB, sKi 3actocoByBami Jlancypd (44 % moOpiBHSHO 3
16 %, p < 0,0001). JiixyBauas Jlancypdom y xomGimami 3 OIIT npusseno no CTaTMCTHYHO
JOCTOBIPHOTO TOJIOBXKEHHS NOKa3HuKa GyHKIioHanbHOro crarycy (PS) <2 NOPIBHAHO 3 IPYTIOLO, IO
oTpuMyBana Iwiane6o B komGinauii 3 OIIT. MegiaHa gacy 0 JOCATHEHHS [OKasHuKa PS> 2y rpymi
sixyBanEs JIancypdom i rpyri mwiane6o craHOBHIA BiAIOBIHO 5,7 Micsmis i 4,0 MiCsIUs i3 TOKA3HIKOM
HR 0,66 (95 % JI: [0,56, 0,78]), p < 0,0001).

Pandomizosane docnioocenns Il dhasu sacmocysannsa Jlancypgy v kombinayii 3 6esayusymabom
nopisusano 3 Jlancypgom y monomepanii

Kriniuay edexruBHicTs i 6e3mexy 3actocysanHs Jlacypdy y koMGimamii 3 Gesarmsymabom
nopieesEO 3 Jlancypdom y MOHOTepamii OLIHIOBATM B XOi MIKHAPOHOTO, PaHIOMI3OBAHOIO
Bigkpuroro pocmmpkerrs 11 ¢asun (SUNLIGHT) y mamicHTiB i3 MeTaCTaTUHHIM KOJOPEKTAIbHIM
paKoM, sKi paHille MpOMIIIIA MAKCUMYM /IBi IIOTIEPE/HI CXeMH CHCTEMHOI Tepallii IPOrpecyrouoro
3aXBODIOBAHHA, BKJIIOYAIOYM TEpamilo Ha OCHOBI  (TopmipEMimuHy, IpHHOTEKaHy,
oxcaninaruay, anti-VEGF Ta/a6o antu-EGFR MOHOKIOHANBHI aHTUTINA y NALi€HTIB 3
myxiuHaMu juKoro Tary RAS. TlepsuHOO KiHIeBow0 Toukowoo Oyna 3B, a BropusHoro - BBIL
3aranom 492 nanienTis 6y pangomizosani (1:1) st orpumanss Jlancypdy 3 6eBanusymadbom
(N = 246) Tta Jlancypdy y MoroTeparmii (N = 246). [lanients oTpuMyBaIH Jlancypd (mouarkosa
no3a 35 mr/m?) mepopanbHO jBivi Ha o0y y aHi 3 1-ro mo 5-Hit i 3 8-ro mo 12-mii xOXHOTO
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28-1€HHOro MKy y MOHOTepanii abo B koMOiHanii 3 6eBanu3yMabom (5 MI/KT), AKUH BBOIMIM
BHYTPIIMHLOBEHHO. IlaieHTH IPOJOBXYyBaIM TEpamito J0 MPOTrPECyBaHHs 3aXBOPIOBaHHS abo
HENPUAHATHOI TOKCHYHOCTI (mmB. posnin «Cmocib 3acrocyBamHs Ta X03W»). MoHoTeparis
O6eBanm3ymMaboM He 103BOJUIAch. ba3oBi XapaKkTEpHCTUKU OyJIM 3arajioM 3iCTABHAMH MDK JBOMAa
rpynamu. CepesiHili Bik cTaHoBHB 63 poku (mianasoH: 20 - 90), 44 % > 65 pokis i 12 % > 75 pokis,
52 % nanieHTiB 6y gomnoBikamu Ta 95% - eBporeoimmol pacu, 46 % mamm ECOG PS 0 ta 54 % -
ECOG PS 1. IlepeunHOIO JOKaIi3aIli€r0 3aXBOPIOBAHHS OyM TOBCTA KuimKa (73 %) abo ImpsMa KHIKa
(27 %). 3aranom 71 % mnamieHTiB Mamu MyTaHTHY myxymHY RAS. CepemHs TpUBATCTS JIKyBaHHS
CTaHOBWIA 5 MicsiiB y rpymi Jlancypg-Oearusymab Ta 2 micsoii B rpymi Jlancypd. 3aranom 92 %
HAIli€HTIB NPOMIUIM MaKCHMyM JABI IONEpeIHI CXEMH CHCTEMHOI Tepamii Iporpecyrodoro
3aXBOPIOBAHHA, 5 % - oMH pesxuM, a 3 % - OuIsIne BoX. YCi HAIEHTH IOMEPEIHEO OTPHMYBAIA
Tepamilo Ha OCHOBI (TOpPHipAMiANHY, ipHHOTEKAaHy Ta OKCANIUIATUHY, 72 % IIONEPETHBO
oTpuMyBaM aHTH-VEGF MOHOKIIOHANBHI aHTHTINA, 94 % NanieHTiB 3 MyXIHHAMH JUKOTO THITY
RAS nonepensso orpimyBam anTr-EGFR MOHOKJIOHAIBHI aHTHTLIA.

Jlancypd B KoMmbiHanil 3 GeBanu3yMaboM IPHU3BIB IO CTATHCTAYHO JOCTOBIPHOIO IIOJIIIIEHHS
3B ta BBII nopisasaHO 3 MoHOTepamiero Jlancyppom (auB. Tabimigo 2).

Tabuung 2. Oniaka edeKTHBHOCTI 32 pe3yIbTaTaMu KiiHiuHoro nociimkenns 111 ¢pazn
(SUNLIGHT) y nanieHTiB 3 METACTATHYHAM KOJIOPEKTAJLHEM PAKOM

Jancypp + deBaunzymab Jlancypd
Iloxasumk (N =246) (N =246)
3aransHa BuxkuBaHicTs (3B)
KinpkicTs neransHux Bunaakis, N (%) 148 (60,2) 183 (74,4)
Meaiana 3B (Micauis)® [95 % JI]° 10,8 [9,4, 11,8] 7,5 [6,3, 8,6]

Binnocunii pmsuk (HR) [95% 1]

0,61 [0,49, 0,77]

P-3pauenns®

0,001 (1-croponHiii TecT)

BrxupaHicTh 6e3 nporpecyBanHs 3axsoprworanin (BBII)

KinbkicTs BHIIaAKIB porpecyBaHss aGo
TeTansHuX BUunaakis, N (%)

206 (83,7)

236 (95.9)

Meniana BBII (micamis)? [95 % JI1°

5,6 [4,5, 5,9]

2,41(2,1, 3,2]

Bimnocawii puzuk (HR) [95 % JI]

0,44 [0,36, 0,54]

P-3nauennus®

<0,001 (1-cTopouniii Tect)

® Quinka MeroxoMm Karuiana — Meiiepa.
6 Mertononoris Bpyxmeitepa Ta Kpay.i.

B CrparuixoBanuii 10r-paHroBuii TecT (TpyI: PETioH, 4ac 3 MOMEHTY AiarHOCTYBAaHHS IICPUIOTO METACTasy, CTaTyc
RAS).

Hepepara 3a mokasHukamu 3B Ta BBII cmocrepiramacek ctaGiieHO B ycix paHIOMi30BaHHX
Ipymax Ta MONEpelHhO BHM3HAYCHHX IIATPYyNaxX, BKIIOYAIOYM CTaTh, BIiK (< 65; > 65),
JOKati3alilo IEpBHHHOIO 3aXBOPIOBAHHS (IIpaBobiyHa, JTiBOGIYHA), MOKA3HUK (YHKI[iOHATEHOTO
cratycy 3a mkanoro ECOG (0, > 1), momepemHio XipypridHy pe3ekiiro, KiIbKiCTE
MeTacTaTHYHUX ocepenkiB (1-2, > 3), cniBBigHomeHHs HefiTpodimn/mimpomura (NLR < 3, NLR
> 3), KUIBKICTh MONEePEeTHIX PEeXKHUMIB Teparlil IPOTHITYXIMHHUMH npenaparamu (1, > 2), cratyc
BRAF, craryc MSI (mixpocaresiTHOI HecTabiIbHOCTI), momepeaHio Tepanitoo 6epanu3yMmaboM Ta
HaCTyNIHY Teparilo peropadeHioom.

Memacmamuynuii pax unynka

Kitiniyaa e(beKrm;Hwa i mpodims 6esne1<1/1 3actocyBannst Jlancypdy omiHroBammca B Xoi
MI>KHApOIHOTO, PaH/IOMi30BAHOIO, MOABIMHO CHINOro, MmianeG0-KOHTPOILOBAHOTO AocmpKkeHas 111
¢azu (TAGS) 3a yuacTio 507 narieHTiB i3 HONEPEAHBO JIKOBAHMM METACTATHYHMM PakoM LIUTyHKA (B
TOMYy 4HCH IJaIli€HTiB 3 aNCHOKapIHMHOMOIO racTpoe3odareaibHoro Mmepexomy), SKi Maim
IPOIPECYBaHHs 3aXBOPIOBAHHS Ta MONEPEAHBO MPOUIUIM IMOHAWMEHINE IBa PEXMMM CHCTEMHOI
Tepani'l' BKIIFOYAOYM XIMIOTepallifo Ha OCHOBI (TOPHIpUMIMHY, IUIATHHU Ta abo TakcaHy, abo
IpMHOTEKaHy, a TaKkoX, sKmo Ie Oyno HeoOximHo, HER2 (pemerrop 2 emz[epmm,;,[om (axropa
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POCTY)-TapreTHy Tepamito. 1IepBUHHOKO KiHIEBOIO TOuKOH Oyina 3B, a BTOpMHHUMH KiHLIEBAMH
toukamu Oy BBl mokasHuk 3araipHOl BUIIOBIMI, MOKA3HMK KOHTPOJIO 3aXBOPIOBaHHSA, 4ac
IOTIipIIEHHs IOKa3HMKa yHKIIOHATBHOTO crarycy 3a mkanoro ECOG > 2 Ta skicts xutTs (QoL).
Ouinka IyXJIMH BiIIOBIIHO 10 KpHTepilB ominku Bimmosim comimewx myximH (RECIST), Bepcis
1.1, mpoBoauiacs koxHi 8 TuxkHiB. 3aranoM 507 mamieHTiB Oy paHoMizoBaHi 2:1 JUI OTPAMAaHHS
JTaucypdy (N = 337) wnoc OIIT aGo mranebo (N = 170) wmoc OIIT. osysanus Jlancypoy
6asyBaiocs Ha mromi moBepxHi Tima (IIIIT), mowarkoBa no3a craHoBWiAa 35 MI/M%/1103y.
JlocImi Ky BaHmii Ipenapar 3aCTOCOBYBAH MEPOPATHHO JIBidi HA JEHb ITiCIA PaHKOBOTO Ta BEIPHBOTO
npuiioMy Dii IpOTArOM 5 JHIB HA THYKAECHB 3 2-ICHHOIO IIEPEPBOIO IPOTATOM 2 TIDKHIB, a IIOTIM 3 14-
JICHHOIO IIEPEPBOIO, AKY IOBTOPIOBATM KOXHI 4 TixHi. [lamieHTH mpomoBXyBad JIKYBaHHS IO
IOSBH IPOIPECii 3aXBOPIOBaHHS ab0 BUHWKHCHHS HEIPHIHATHOI TOKCHYHOCTI (AMB. PO3ZLI
«Crioci6 3acTocyBaHHS Ta AO3N»).

Cepenuiit Bik 507 panjoMi3oBaHuX MAI[i€HTIB HOpiBHIOBaB 63 pokH, 73 % CTaHOBMIM YOJIOBIKH,
70 % - eBpomeoimuoi pacu, 16 % - asiatu Ta <1 % - TeMHOIIKipuMu/appoaMepHKaHI,
BUXinuui yskuionansaui craryc (PS) 3a mxanoro ECOG Bcix manientiB cranoBuB 0 abo 1.
[MepeunnuM pakom Oye pak nurysHKa (71,0 %) abo pax racrpoesodareabHOIO IEPEXOMy
(28,6 %), abo obumsa (0,4 %). CepenHe 4MCIO NONEPENHIX PEXUMIB Tepamii METaCTaTHYHOIO
3axBOpIOBaHHs craHoBwio 3. Maibke Bci (99,8 %) namieHTH IONEPEAHBO OTPUMYBAIM
dropmipumigun, 100 % oTpUMyBamk IOmEpeHIO Tepamilo IwratuHo i1 90,5 % - Tepamiro
Takcanamu. Ilpu6nusno monoBuHa (55,4 %) Nali€HTIB HOIEPEIHLO OTPHMYBala IpHHOTEKAH,
33,3 % - pamyuupymab, a 16,6 % - HER2-taprerHy tepamito. [[Bi rpynu nikyBaHHS Oyiu
HOPIBHSAHHUMH IOOA0 AeMorpadidHmxX Ta 0a30BUX XapaKTEPHCTHK 3aXBOPIOBaHHA. Pesynbrard
aHamisy mnokasHukie 3B, mnposeneHoro 3a mammmMu 76 % (384 mamienTH) BHIAAKIB,
nposeMoHcTpyBany, mo Jlancypd B xombinamii 3 OIIT npu3BiB 0 CTATHCTHYHO JOCTOBipHOIO
noninmerHs 3B mopisasHo 3 miane6o B kombGinanii 3 OIIT 3 HR 0,69 (95 % JI: 0,56, 0,85; 1- 1
2-cropouHi TectH p-3sHaueHHs cramoBund 0,0003 ta 0,0006 BimmoBimHO), IO BiAmOBiAae
3HYDKEHHIO pu3uKy cMmepti Ha 31 % y rpymi Jlancypdy. Meniana 3B cranosmia 5,7 micsns (95
% JI: 4,8, 6,2) B rpyi Jlancypdy mopisusHo 3 3,6 micsus (95 % AI: 3,1, 4,1) B rpyni mnane6o;
a TIOKA3HHKH 1-piuHoi BIOKMBAHOCTI cTaHOBANM Bixnosigmno 21,2 % ta 13,0 %. V namienTis, sxi
orpumyBaiu Jlancypd i OIIT, nokazuuxu BBII 6ymu nocroBipHo kpamumu (HR: 0,57; 95 % I
[Bix 0,47 no 0,70]; p < 0,0001) (muB. Tabmuiro 3).

Ta6aunsu 3. Ouinxa edexrusHocTi 32 pesyabraramu kiainianoro gociaimxenns III pasn (TAGS) y
NAMIiEHTIB 3 METACTATHYHHM PaKOM IIYHKA

Jlancyp¢ + OIIT ILnaue6o + OIIT
IMoxa3sHUK IN=337) N =170)
3arajabHa euzkuBaHicTs (3B)
KiiskicTs netansHux Bunaakie, N (%) 244 (72,4) 140 (82,4)
Megniana 3B (Micsuis)? [95 % 1118 5,7[4,8, 6,2] 3,6 [3,1, 4,1]
BimgnocHwuii puznk [95% JI] 0,69 [0,56, 0,85]
P-3pageHys® 0,0003 (1-croponsiit Tect), 0,0006 (2-cTOpoHHi#H TeCT)

Bu:xueaHicTh 6e3 nmporpecyBaHHs 3axeoprosanHs (BBII)

KinskicTh BUNIaIKIiB IIpOrpecyBanHA abo

neTanpaux BUnaakis, N (%) 287 (85,2) 156 (91,8)
Meaiana BBIT (Micsuis)? [95 % JI11° 2,0[1,9,2,3] 1,8[1,7,1,9]
BinnocHuit prsuk [95 % [T} 0,57 [0,47, 0,70]

P-3HagenHs® <0,0001 (1-cropomnHiit TecT Ta 2-CTOPOHHII! TECT)

2 Quinka meronom Kannana — Meitepa.
6 Mertoxooris Bpykmeiiepa ta Kpayi.

B CrparudikoBanuii Ior-paHroBuil TecT (Ipymu: perioH, Buximiuii cratyc 3a mkanoro ECOG, momepenns Teparnis

paMyupymabom).

ABaniz maEEMX NpOAEMOHCTPyBaB mnepesard Jlancypdy 3a mokasHuxamu 3B Tta BBII B ycix

rpynax pasjomizamii Ta y OUIbIIOCTI mOIEpeAHBO BH3HAYEHHX IATPYNax, y ﬁ?]\?/ yuchai 3a
YAz

70&5/.-"‘

' HavaneHuk signiny
| 3 PErynsaTOpHUX NUTaHL i
| Ta 3 ynpasniHus sikicTio Iy
i L

" " ] ¥



CTaTTIO, BIKOM (< 65; > 65 pOKiB), €THIYHHM IOXOJDKECHHSM, TIOKA3HUKOM (YHKITIOHAILHOTO
crarycy 3a mkanoro ECOG, 3 nomepennsolo Tepami€ro pamynupymMaboM, 3 IIOIEPEIHBOIO
TEpalli€l0 IPHHOTEKAHOM, 3 KiNBKICTIO HOmepeAHix pexumis (2; 3; >4), 3 MONEPEAHBOIO
racTPeKTOMIEIO, 32 NEPBMHHOIO JIOKANI3aliel0 MyXJIMHH (UUTYHKOBH; racTpoesodareaisHuii
nepexin) ta HER2-crarycom. IlokasHuk 3aranbHOi BigmoBimi (IOBHa BimmoBins + wacTkoBa
BI/IIIOBib) He OyB NOCTOBIPHO BHINMM y HALi€HTIB, siki orpumyBamu Jlancypd (4,5 % mopiBHsHO
3 2,1 %, p-3Hadenns = 0,2833), ane Noka3HUK KOHTPONIO 3aXBOPIOBAHHS (IIOBHA BiAIOBiE aGo
9acTKOBA BiNOBi/b, a00 cTabiNbHE 3aXBOpPIOBaHHA) OYB JOCTOBIpPHO BHINMI y NAIi€HTIB, fKi
orpumyBamu Jlaucypd (44,1 % nopisaszO 3 14,5 %, p < 0,0001). Meniana wacy moriprierHss
IOKa3HWKA (PyHKUIOHATHHOTO cTaTycy 3a mKanoio ECOG 1o > 2 cranoswma 4,3 Micsus st rpyma
Jlancypdy mopisrsEo 3 2,3 micsms mis rpyms mrane6o 3 HR 0,69 (95 % JII: 0,562, 0,854), p-
3HaverHs = 0,0005.
Ilemiatpygna nonyisis. €Bponeichkke AreHTCTBO 3 JHKapCEKUX 3acobiB  BiAMOBHIIOCS BiJ
3000B’s[3aHHA NOZABATH pe3yNbTaTH JOCHJUKeHs mpemapary Jlancypd y Bcix miarpymax
OeMiaTpUYHOl NONYMsIil IpE  pe)pakTepHOMY METACTATHIHOMY KONODEKTATBHOMY paKy Ta
pedpaxTepHOMy METACTATHYHOMY PaKy IILTyHKA.
Ianientn nitHBOro Biky. Jlani mono manienTis BikoM Bix 75 pokis, ski oTpumyBamu Jlarcypd, €
obmexxennmu (87 mamienTiB (10 %) y cyxkynuux gamwx pocaimxesr RECOURSE ta TAGS, 3
AKHMX 2 manientd Oymu BikoM Bif 85 pokiB). V mauienTis Bikom < 65 pokiB i > 65 pokiB edexrt
Jlaucypdy crocoBHO mokasHukie 3B 6yB mogi6HIM.
Y mocmimxeni SUNLIGHT 58 nmanientin (12 %) Gy BikoM Bin 75 pokis, 3 skux 1 mauient Gys
BIKOM BiZ( 85 pokiB. ¥ mamieHTiB BikoM < 65 pokiB i > 65 pokis edekr Jlancypdy y kombiHarii 3
GeBan3ymMaboM CTOCOBHO moka3Huka 3B 6yB momi6HuM.
Dapmakokinemuxa.
Bewmoxrysanns. Ilpm  mepopamsHOoMy 3actocyeanni Jlamcypdy i3 [Cl-prdimyprmaHOM
abcopOyBainocs monatiMente 57 % BBeAeHOro TPUGIypUIMHY i TimbKH 3 % MpHIMHSATOI J03M
BUBO/MIIOC 3 (exanismu. Ilpu mepopamsHOMy 3acrocysanui Jlamcypdy i3 ['4Cl-rmmipammty
rigpoxmnopuiom abcopbysanocs moHaiMeHIIe 27 % BBEIEHOTO THITIPAITHILY rigpoxiopuay i 50 %
3araJbHOI PafioakTUBHOI JI03M OyJI0 BUABICHO ¥ (eKarisx, 3 90ro MOYHA 3pOGHTH BHCHOBOK, IO
abcopOList THIIpaIMTy TiAPOXTOpPHAY B LUIYHKOBO-KHMIIIKOBOMY TpakTi € moMipHo. ITicis
OITHOKPATHOro (B 031 35 Mr/mM?) Ta 6araTopa3oBoro HpHHOMY Jaucypdy (B mo3i 35 mr/m%/no3y
ABi4i Ha 100y) y MAL[i€HTiB i3 MONIMPEHMMI COMLiTHIMHY Iy X TMHAME CEPENIHi TOKA3HUKH 9acy [0
IIKOBOI KOHIEHTpaii B m1a3Mi (tmax) TPUQIIYpUAMHY Ta TUIpPAIIY FiIPOXIOPHIY CTAHOBHIA
npubm3Ho 2 Ta 3 ronuHn BixnosigHo. YV dapmaxoxinermanomy (®K) amamisi 3acrocypaHHs
Gararopasopux f03 Jlancypdy (35 Mr/m*/ o3y jBiui Ha 106y mPOTArOM 5 JHIB HA TEXKIEHD 3 2-
JACHHOIO IEPEepBOI0 HPOTArOoM 2 THXKHIB 3 MOJAIBIIOI 14-IEHHOIO IEPEpBOIO, TaKa cXeMa
3aCTOCYBaHHS IOBTOPIOBAJIACH KOXHI 4 TIDKHI) IUIOImA IIiJ KPHBOI «KOHIEHTPAIiA-4ac» Bif
gacy 0 1o ocranupoi BuMipsHOi KoHIEHTpanil (AUCo-ocrans) TPUGIypuuEy Oyiia NPHGIA3HO B
3 pasu BHIIOIO, 2 MAKCHMAaTbHA KOHIEHTPALis (Cmax) Oyia IpHOIH3HO B 2 pasy BHINOIO MICist
Gararopaszosoro BBesieRHS 031 (12-i nenp wuxiy 1) Jlarcypdy, Hix micis ogHOPA30BOI O3H
(1-# mewp mukiy 1).
Onuak He Oyno HAKONMYEHHS THUIIPANMIY TiAPOXIOPUAY Ta IOJANBIIOT0 HAKOMAYEHHS
TPUGIYPHANHY T Yac TOCTiAOBHMX HUKMB (12-# nens wuknmis 2 i 3) npuitomy Jlancypdy.
Buecox  rtumipanmty —rigpoxmopumy. 3acTocyBaHHS ~ OJHOPAasOBOi  /103H Jlancypopy
(35 Mr/m*/m03y) MiABHIIYBATIO CEpeHE 3HAYCHHS AUCo-ocranns TpuGIypuavHy B 37 pasiB i Cmax
Yy 22 pasum 31 3HIKEHOK BapiaGeNbHICTIO NOPIBHSHO 3 MOHOTEPAIi€lo TPHQIYPHIMHOM
(35 Mr/m%/no3y).
Brums ixi. Ilpm omHokpatHOMy 3acrocyBanmi Jlamcypdy B mo3i 35 mr/m? 14 marientam i3
COJILIHUMH IyXJIMHAMH ITiCIs CTAaHIapTHOTO HPUIHOMY BHCOKOKAIODIHHOT i 3 BHCOKMM BMICTOM
’KHDIB IUIOMIA I1iJl KPHBOIO «KOHIIeHTpauis-9ac» (AUC) TpudiypuaiHy He 3MiHIIACS, 4 IOKA3HAKH
Crmax Tpudurypummry, Crmax Ta AUC THHIpamuIy rigpoxiopuiay 3HU3HTHCS NpuomsEo Ha 40 %
IIOPIBHSHO 3 MOKA3HUKAMM, OTPHUMAHMMH [IPX 3aCTOCYBAHHI IIpenapary Harie. Y X0zl KIHHIqHHX
; Y 12.202%
Hauanshuk signiny
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Jocmipkess npuiiom Jlarcypdy BinOyBaBcs yepe3 1 rouHy micis 3aBEpIIEHHS PaHKOBOIO Ta
BEUipHBOI'0 MPUHOMIB DK (uB. po3ait «CHoci6 3aCTOCYBaHHS Ta JO3W»).

Posnosain. 3B’ sa3yBaHHs TpUQITypruauHy 3 OLIKAMH IUIa3MH JIIOJIUHA CTAaHOBIIIO ITOHAN 96 %, npu
IbOMY TPUGIYPHUAWH 3B’ I3YBABCA T'OJIOBHUM YMHOM 13 albOyMIHOM CHpPOBATKH KPOBI JFOIMHHU.
3B’s3yBaHHS THIPAIITYy TiApoXJopHAy 3 OilkamMu 1masmu craHoBwino MeHme 8 %. Ilicos
OJHOKpATHOTo 3actocyBanus Jlarcypdy (35 mMr/mM?) B HaIli€HTIB i3 MONTMpEHUMY COIiIHIMMU
myxJuHaMu ysBHEUH 00’eM pozmonainy (VA/F) tpudurypuauHy 1 THmipamuiy TiIpoXJIOpULy
cta"oBuB 21 1 Ta 333 1 BigmOBiAHO.

Biorpanchopmanisi. Y mporeci MetabomisMy TpudIypuIuH TOJOBHAM YHHOM BHBOJAMBCS 32
JonoMoroo TuMiauHpochopunasn, Gopmyroun HeakTUBHMI MeTabomT S-[TpudTopoMeTHi]
ypamuin. AbcopboBanmit TpubimypumuH MeTaboii3yBaBCS Ta BHAUISBCA y ce€dy y BHIVIII
i3oMepiB S-[TpudTopoMeTH]| ypanuiay Ta IOKypoHiny Tpudmypuauny. Takox Oyio BUSABICHO
iHmi He3HauHi MetabounitH, S5-kapOokciypammn Ta S5-KapOOKCH-2’-Ie30KCiypHAuH, ajle IXHii
PiBEHB y IIIa3Mi Ta cedi OyB JIyXe HHM3BKHM a00 3aJTMINKOBUM. THHOIipalpuly TiApoXJopua He
MeraboiizyBaBes y ¢paxiii S9 mewinku JHOguHE a00 B KpPiOKOHCEPBOBAHUX TIeEMaTOIUTaX
moauHd. Tunipanwry riapoxiopus 6YB OCHOBHMM KOMIIOHEHTOM, a 6-TipOKCHUMETHILYpariuil
O6yB OCHOBHIM MeTabOIITOM y IIa3Mi KpOBi, cedl Ta QeKalisx JIOUHH.

Busenenns. Ilicns OararopazoBoro 3actocyBanns Jlancypdy y peKOMEHAOBaHiMt 1031 Ta 3a
PEKOMEHJJOBAHOIO CXEMOIO JIIKYBaHHSA CepefHiit mepion HamiBBuBeaeHHS (t12) TpudiypuauHy y
Jenb 1 xypey 1 Ta aess 12 xypey 1 cranoBus 1,4 Ta 2,1 romuau BigmosiaHo. CepeHi MOKa3HUKHA t12
JUIS THIIPAIAITY TipoXJiopuay B AeHb 1 Kypey 1 Ta nenp 12 xypey 1 cranopuwmu 2,1 Ta 2,4 rogusm
BimmoBizHO. Iliclis ONHOKpATHOro mnepopansHOro 3acTocyBaHHs Jlamcypdy (35 mr/m?) y
HAI[IEHTIB 3 NOIMUPEHUMH COJIITHAMHY ITyXJIHHAMU noka3Huky kiipercy (CL/F) tpudmypununy i
THIIpaIIy rigpoxnopuxy craHoBmwi 10,5 ta 109 wronx Bignosimwo. Ilicis oxHOXpaTHOTO
nepopankHOro 3actocyBanHs Jlancypdy 3 ['*C]-TpubnypumuHOM 3araibHa KyMyJIATHBHA
€KCKpEIlis palioaKTHBHOI pedyoBHHM cTaHOBHIA 60 % Bin npuitHATOl no3u. binbina yacthHa
PaAioaKTUBHOI pEYOBHHU BHBOAMIACH i3 cedero (55 % mo3u) npoTaroM 24 roavH, a BUBSICHHS 3
(ekanisMH Ta MOBITPSM, IO BUAMXAETHCSA, CTAHOBIIIO MeHINE 3 % s o6ox Bumankis. Ilicis
OHOKPAaTHOro IepopanbHoro 3acrocyBanHs Jlamcypdy 3 [MCl-ramipanmmy rinpoxmopumoM
KUJIBKiCTh BUBEJICHOI paJlioaKTUBHOI PEYOBMHU cTaHOBMIA 77 % Bia npuitHsaTol no3u, 27 % sxoi
BUBOJMIIKCA 13 ceuero Ta 50 % i3 dexanisvu.

JlinidnicTe/HeniniigicTs. Y XOHOI MOCTIMKEHHS, CIPAMOBaHOro Ha mindip mo3m (Bix 15 mo
35 Mr/M? gBiui Ha 706y), 6yJI0 IpPOAEMOHCTPOBAHO TEHAEHIIIO A0 30iMBINEHHS IUIONIL IIif
KPMBOIO «Jac-KoHIteHTpanis» Big gacy 0 g0 10 rogur (AUCo.10) Ans TpuGIIypuarHy y Olmbmmiid
Mipi, HDX O4iKyBayocs npu 30iNbIIEHH] JA03W; MPOTE MOKa3HUKH KIIPEHCY MpH IepopanbHOMY
npuitomi (CL/F) ta 06’emy po3noziny (Vd/F) tpudaypummHy nepeBaxHO HE 3MIHIOBAJIUCS MIPH
3aCTOCYBaHHI Ipemapary B mo3ax Bix 20 mo 35 mr/m?. Inmli XapaKTepuCTMKM KOHIEHTpAamii
TPUGIYPUINHY Ta THIIPAIAILY TiAPOXIOPHIY MPOJSMOHCTPYBAIH MPONOPLiHHY 3aJI€KHICTH Bif
JTO3H IIperapary.

®apMakoKiHETHKa B 0COOIMBHUX KaTEropiil marieHTiB

Bik, crars Ta paca. 3a pesyiapraramu momyisiiiiHoro @K anamizy He Oyii0 BUABICHO KIIIHIYHO
3HAYYIIOr0 BILIMBY BiKy, craTi abo pacH mairieHTa Ha (apMakoKiHETHKY TpudIypumuHy abo
THIIpanuiIy FiApOXIOpHIY.

IMopyinenns dyskiii Hupok. 3a pesyasraramu nomyJiiiitHoro @K ananizy Oyno BcTaHOBIEHO,
mo KoHueHtparis Jlancypdy y manieHTiB 3 mopymeHHEsSM (YHKIIT HHPOK JIETKOTO CTYTIEHS
(CrCl = 60-89 mn/xB) 6yna nmoxiOHOIO IO KOHIIEHTpalil y Hai€HTiB 3 HOPMAIBGHOK (QyHKIIEO
rupok (CrCl > 90 mi/xB). ¥V marrienTis 3 nopymenssM ¢yHKIi1 Hupok nomiproro crynens (CrCl
= 30-59 mu/xB) KoHHEeHTpalis Jlancypdy Oyna Ginbinoro. TeopeTnyHo po3paxoBaHUi MOKA3HUK
(CrCl) maB BHCOKY KoBapiaGelbHICTh i mepopaisHoro kiipercy CL/F B o6ox kiHIeBux
MOJeNIX TpUu(IypHAMHY Ta THIipanwiy rigpoxmopuay. Cepenue BigaomenHs nokassukie AUC
y TAL€HTIB 3 mMOpylmeHHsM (QyHKII] HHPOK Jierkoro crymeHs (38 yJacHHKIB) i MOpyHICHHIM
¢byukuii HEpoK moMipHOro cryneHs (16 y4acHHKIB) MOPIBHSIHO 3 NOKa3HMNKaMH y HAITi€HTIB i3
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HOPMAJIBHOI (YHKIiEI0 HUpPOK (84 ydacuuku) craHOBWJIO Biamosigeo 1,31 Ta 1,43 i
tpubnypumuay i 1,34 Tta 1,65 A Tamipammiy rigpoxiopumy. Y XOi  CHENialbHOro
Jocnimpxends hapMakoKiHETHKY TpuGIypuanHy Ta THIIparuiIy FiIpoXJIOpPHAY OIIHIOBAIA Y
OHKOJIOTIYHUX DAIEHTIB 3 HOpMansHOKW ¢yHkniero HApok (CrCl >90 mu/xs,:N = 12), 3
nopymenasMu Qynxuii Hupok serkoro crynens (CrCl 60—89 m/xs, N = 12), nomiproro (CrCl
3059 mw/xs, N = 11) abo tsxkoro crymens (CrCl 15-29 mu/xe, N = 8). Ilamientn 3
MOPYIIEHHSM QYHKIIT HUPOK TSDKKOTO CTYHEHS OTPHMYBAJd BIJKOPHUIOBAaHY IOYAaTKOBY HO3Y
20 mr/M? nBiui Ha m06y (3MeHIeHy 7o 15 Mr/M? aBidi Ha oGy 3anexHO Bin iHAMBIAyaIbHOL
Oe3leKd Ta IEPEHOCHMOCTI). Pe3ymsTaToM HHPKOBOI HEAOCTATHOCTI INCHS IIOBTOPHOTO
3aCTOCYBAHHs 6yno 1,6- Ta 1,4-xkpaTtHe 36iNbIICHHS 3arajJbHOI KOHIIeHTpaI_Ill TpUQITypUIUHY Y
[alieHTiB 3 TOPY IEHHAMH GyHKIii HUPOK BiAMOBIAHO IIOMIPHOTIO 'Ta TSDKKOTO CTYIIEHIB
HOPIBHAHO 3 IANICHTaAMM 3 HOPMAIBHOIO GyHKUi€0 HUPOK; Cmax 3aIUIIABCA HOMIOHMM.
3araibHa KOHIIEHTpAllis THMIpalMIy TiAPOXJIOpHAY Y HAIli€HTIB 3 HAPKOBOIO HEJOCTATHICTIO
IIOMIPHOTO Ta TSXKKOTO CTYTIEHIB MiC/Is OBTOPHOTO 3aCTOCYBaHHs Oyia BiAnoBiaHO B 2,3 Ta 4,1
pa3a BHINOK MOPIBHAHO 3 MAIliEHTaAMM 3 HOPMaIbHOIO (YHKI€I0 HUPOK; Ii¢ IIOB’S3aHO 3i
3HMKCHHAM KIipeHCy TpH 30UIbINEHHI CTymeHs TSDKKOCTI HHPKOBOI HEXOCTATHOCTI.
dapmakokiHeTrKa TpUQIyPHUAUHY Ta THIIPALMIY TiIPOXJIOPHIY He BUBYAIacs y MHAIli€HTIB 3
HEPKOBOIO HENOCTaTHICTIO B KiHmesi# cramil (CrCl < 15 mu/xB abo HeoOXiZHO IpOBEAEHHS
manisy) (auB. posmim «Croci6 3actocyBanHs Ta 103u» Ta «OCOOIHBOCTI 3aCTOCY BAHHSY).
Iopymenns dynkiil meyinky. Y maieHTiB 3 HOpYIIeHHSM GYHKIIT NEYiHKH JIETKOIO CTYIEHS
nOTpeOr B KOPHTYBaHHI MOYATKOBOI 103 HeMae (MuB. po3ain «Cooci6 3acToCyBaHHS Ta JO3H»).
3acrocoByBatn Jlancypd nauieHTaMm 3 HasSBHUM TEPe]| [I0YATKOM JIKYBaHHS [OPYINICHHIM byskIi
NEYiHKA TOMIpHOro ab0 TSDKKOTO CTYIICHS HE PEKOMEHMAYETHCS y 3B’S3KY 13 BHCOKOIO YacTOTOIO
BUHUKHEHHs TinepOiripyOinemii 3 a0o 4 crymeHs y Nalli€eHTIB 3 HasBHMM II€pell ITOYaTKOM
NMiKyBaHHA IOPYLIEHHSM G(YHKII nediHkn nomipHoro crymeHs (muB. po3ainl «Oco6mmBoCTi
3aCTOCYBAHHD).
I"acrpekroMmis. He 6ymo MOXIMBOCTI BUBYMTH BIUTMB racTtpekromii Ha OK mapamerpu Ha
mifcrasi momysmiifimoro ®K aHamizy, OCKLIBKM JIMINE /eKibka mamieHTiB Oymm micis
ractpekromii (1 % Bix 3arabHOI KiJIBKOCTI).
Hocmimxenns  mikapcbKoi  B3aemomil  in  vitro.  Tpudmypumua €  cybcrpaToM
tuMiguEpochopunasy, ane BiH He MeraGonisyerbcs ImroxpomoM P450 moxumu (CYP).
Tumipamwry rigpoxinopuj He MeTabomisyerses Hi y ¢paxnii S9 NediHKM JIOAMHH, Hi B
KPIOKOHCEPBOBaHMX TemMaToLUTaX. Pe3ynbTaTd IOCTDKEHb in Vitro CBi4aTh IPO T€, IO
TpuQIypHANH, THINPAIWIYy TCiApoXiIopua Ta S-[TpudTopoMermi] ypamul (HEaKTHBHHH
MeTabouit TpudaypumauHy) He inriGyrorh isodopmu muroxpomy CYP (CYP1A2, CYP2AS,
CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2E1 ta CYP3A4/5). locnimKeHns in
Vitro moKasand, o Tpu(IypHINH, THIIPAIITY TiAPOXJIOPHN i 5-[TpudTopoMeTHiI] ypaudn He
YHHWIA iHAyKIi#HOI Ail Ha i30dopmu muroxpomy CYP1A2, CYP2B6 a6o CYP3A4/5 monuu.
ToMy He od9iKyeThCs, IO TpUQIIYyPUANH Ta THNIPAMILY TiIPOXJIOPUT MOXKYTh CIPHYMHHUTH 200
BCTYIIUTH Y CYTTEBY JIKApChKy B3a€EMOJiI0, omocepefkoBaHy izodopmamu nuroxpomy CYP.
Ouinky TpuGIypuAWHY Ta THOIpalWiIy TiIpOXJOPUAY in Vitro NPOBOJWIN 3 BUKOPHUCTAHHSIM
TIOACHKMX IIEPEHOCHHMKIB NOITMHaHHS Ta Bixroky (Tpudmypmmus 3 MDRI1, OATPI1BI,
OATPI1B3 ta BCRP; tumipammry rigpoxmnopun 3 OAT1, OAT3, OCT2, MATE1, MDRI Ta
BCRP). 3a JauuMu JOCIIiDKEHHS in Vitro aHi TprGIIypyUarH, aHi THIIpaITy TiIpoXJIopyua He Oym
imri6itopamu abcopbuii abo cyGcrpatamMu 1S eQIFOKCHHX TpPaHCIOPTEPIB, 3a BHHSITKOM
tparcnoprepis OCT2 i MATEl. B ymoBax in vifro Tumipamwly TIigpoXaopu iHriOysas
tparcnoprepu OCT2 i MATEI, ane npu KOHUEHTpaUisX, 3Ha4HO BUIIHX 33 KOHIIEHTPAIIIIO B IUIa3Mi
kpoBi momuHM Cmax B PIBHOBXHOMY cTaHi. ToMy MaloAMOBIPHO, IIO I PEYOBMHA MOXE
CIIPHYMHHUTH B3a€MOJIIO 3 IHUIMME JIKapCHKUMY 3ac00aMH IIPH 3aCTOCYBaHHI B PEKOMEHIOBAHMX
no3ax depes inribysanns tpancroprepis OCT2 i MATEL. IlepereceHHs THIipanuily IiIpOXI0pHITY
tpascnoprepamu OCT2 i MATE1 moxe OyTH MOpYINEHO IIPH OZHOYACHOMY 3aCTOCYBaHHI
Jlancypaoy 3 inribiropamu tpancnoprepis OCT2 i MATEI.
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38’5130k Mix dapmakokineTnkoio Ta (apmakoaunamikoo. Edexrusricts i npodine Oesnexu
sactocyBanHs JlaHCypdy MU METACTATHYHOMY KOJOPEKTALHOMY PaKy IOPIBHIOBANH B Ipynax
3 BHCOKOIO (> MefiaHM) Ta 3 Hu3BKOIO (< MeliaHM) KOHIEHTpAUI€o Ha migcraBl cepenHix
smauens AUC tpudnyprauny. [Toxasuuk 3B BHSBHABCA KpalluM B TPy 3 Gi16II0I0 BETHIUHOIO
AUC TopiBHSHO 3 TakuM y Tpymi 3 Menmo Benuumaoo AUC (cepenHi MOKa3HHKH 3B
cranoBuma 9,3 Ta 8,1 Micsus BimmoBimHO). IIpoTaroM ychoro mepiofly CIOCTEPEXEHHS B yCiX
rpynax AUC mokasany Kpauli pe3ynbTaTH, HiX miane6o. Heiitporienist > 3 cTyneHs BHHHKasa
yacTime y rpymi 3 6irsmoro Bemmarnoro AUC tpudimypumuny (47,8 %), IOPIBHAHO 3 TPYHOIO 3
menrmoro penmanuow AUC tpudmypunury (30,4 %).

KainiuHi XapaKTepUCTHKH.

Iloka3aunna.

KonopekTaibHu# paKk

Jaucypd moxasammii y xomOGiHamii 3 GeBammsymaboM Iuis TiKyBaHHS JOPOCIMX MaIli€HTIB 3
METACTATHYHMM KOJOPEKTAIBHHUM DaKoM, $KI IIONEPeNHbO OTPUMYBAIHM [BA PEXKAMU
NPOTHIYXIMHHOI ~Tepamii, BKIIOYAIOYM XiMiOTepamito Ha OCHOBi dTopnipuMinuHy,
OKcCamiIaTuHy Ta ipuHOTeKany, anTi-VEGF ta/a6o antu-EGFR 3acobu.

Jlancypd mOKazaEM# SK MOHOTepamis JUis JOPOCIMX TALi€HTIB i3 MeTacTaTHIHUM
KOJIOPEKTALHMM paKoM, sKi paHilile NPOXOJWIM JiKyBaHHs ab0 sSKAM HE IOKasaHe
3aCTOCYBAHHS HASBHUX BHJIB Teparii, y TOMy 4Mcli XimioTeparmii Ha OCHOBI dTopuipuMivHY,
OKCAIIIUIATAHY Ta ipHHOTEKaHy, a TAKOX 3acrocyBaHHs aHTU-VEGF Ta antu-EGFR 3aco0iB.

Pax nuryHka

Jlancypd moKazaHMiE SK MOHOTepamis A JOPOCHHX TNAli€HTIB 3 METACTATHYHHM DPaKkoM
IIUIyHKa, B TOMY 9YHCIi TIAII€HTIB 3 aCHOKapIMHOMOKO TacTpoe3otharealbHoro mepexony, K1
IIOIepeIHbO MPOMIUIA IMOHAHMEHIE JBa PEXHMH CHCTEMHOI Tepamil, mpH IporpecyBaHHi
3aXBOPIOBAHHS.

Ilpomunoxasanna.
I iepuyTIMBiCTE /0 AiF0YEX PEIOBHH 260 o 6yIb-SKOi JOMOMIKHOI PeHOBUHM IIPENAPATY .

Bzaemodin 3 inwumu nikapcekumu 3acobamu ma inuii 6uou 63acMoOiii.

V xomi MOCTiDKEHb in vitro GylO BCTAHOBIEHO, MO TPUGIYPHIVH, THIIpAATY TiZpoXyopuy i
5-[tpudTopomerun] ypamwt (FTY) He IpurHidyBami aKTHBHICTb i30¢0pM mmroxpomy P450 mmommu
(CYP). JlochimkenHs in Vitro NOKasam, WO TPEQIYPUIMH, THIIPAIFULY [LIPOXIOPHN i FTY me
upMHWIM IHAYKTHBHOL /il Ha i30dopmu mrToxpoMy P450 smroyH# (JIMB. O3/ «DapMaKOKIHETHKA).
JIOCTIDKeHHS in Vitro TPONEMOHCIPYBAM, IO TpUIYpH/MH € CyOCTparoM TPAHCIIOPTEPIB
Hyxieosunis CNT1, ENT1 ta ENT2. Tomy ciin Gyte 00epexHIMH IpH 33CTOCYBaHHI JIKapChKHX
3aco6iB, AKi B3AEMOJIOTH i3 IMME TpaHCHOpTepamy. THIIPAIITY TipoXJIOpH/] € CyOCTpaToM UL
Tpancroprepis OCT2 ta MATE], ToMy #0ro KOHIIEHTpAIlisl MOXe 30UIBIIyBaTHCE P 3aCTOCYBaHHI
Jlancypdy omHouacHo 3 inriGitopamu Tparcroprepis OCT2 ta MATEL.

Crig 3 0GepexHIiCTIO 3aCTOCOBYBaTH JNiKapchKi 3acobu, sKi € cyOcrparamu TAMIJTUHKIHA3H
JFOMHY, HAUPUKIAZ 3umoBymuH. Taxi mikapchki 3aco6M TpW 3aCTOCYBaHHI OJHOYACHO 3
JlarCcypdoM MOXKYTH KOHKYpyBaTH 3 eheKTopoM, TpHGIypUIHHOM, 32 aKTHUBAIIIO depes3
THMigMEKiHa3y. TOMy, 3aCTOCOBYIOYM NPOTHBIPYCHI JiKapchki 3acobm, SKi € cybcTparaMu
THMiTMHKIHA3M JEOMMHE, CIIL/{ IPOBOJMTH KOHTPOIb MO0 MOXIIMBOTO 3HIDKEHHS €()EeKTUBHOCTI
NPOTHBIPyCHOTO Ipermapary i pO3IIAHYTH MOMXUIMBICTE IMIEpeXOdy JO 3acTOCYBaHHI
aJIFTEPHATHBHOTO IIPOTHBIpyCHOro 3acoly, skuii He € cybcTparoM THMIJAMHKIHA3Y JOHHY,
TAKOTO SIK JIAMIBY/IH, THAAHO3UH Ta abakasip (muB. po3nin «PapMakonrHamika»).

Hesinomo, uu Moxe Jlancypd 3HmKyBaTH ehEeKTUBHICTh TOPMOHATBHUX KOHTpanenTusiB. Tomy
XIHKaM, $Ki 3aCTOCOBYIOTH TOPMOHAIBHI KOHTPAllENTHBH, CHiJl TaKOX BHKOPHCTOBYBAaTH
6ap’€pHi 3ac00M KOHTpALEIIIii.
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Ocobnugocmi 3acmocyeaHHA.

[Mpurnigennst ¢GyHKIIT  KicTkoBoro mosky. Jlancypd copHYMHSB [TiABMINEHHS YacTOTH
BUHMKHEHHS Miejocynpecii, y TOMy uMCii aHewmii, HelTpomeHii, IeiikoneHii Ta
tpomboruronenii. [ToBHME aHami3 KpoBi CliJi IPOBOJUTH OO IIOYATKy JIKYBaHHS Ta y pasi
HEoOXiTHOCTI 3 METOI0 KOHTPOJIIO TOKCHYHOCTI, ajie HE pifire HiX Iepel I0YaTKOM KOXKHOTO
Kypcy JikyBanHa. He ciii po3moudHaTH JiKyBaHHS, SKIIO aOCONIOTHE YHCIO HEHTpOodimiB
cranoBuTh < 1,5 x 10%1, ximpkicts TpoMOOIHTIB — < 75 X 10°/1 abo SKINO Iicas OPOBEICHHS
MOTIepeIHiX KypCiB JIKyBaHHS y MallieHTa 30epiracThcs HEreMaroJoriyHa KIIHIYHO 3HadyIna
TOKCHUYHICTh 3 abo 4 cTymeHs TskkocTi. Ilicnsa nikyBanas Jlancypdom mOBiZOMIISIOCS IIPO
BUIAJKY BUHWKHEHHS cepHo3HMX iH(ekuil (muB. po3air «Ilobiuni peaknii»). 3 ormsay Ha Te,
110 OLIBIIICT 13 HUX Big3Hadaucs Ha (oHi mpurHideHHs GYHKIIT KiCTKOBOTO MO3KY, CJIiJl BECTU
peTeNbHUAN Hari 3a CTAaHOM MAlli€HTa Ta BXHMBATU BiJMOBIAHUX 3aXOMAiB 3TIHO 3 KIIHIYHUMH
OKa3aHHAMH, TaKAX SK 3aCTOCYBaHHS aHTHUMIKpPOOHMX  JiKapChbKMX  3acobiB  Ta
rpa”yJIOLMTAPHOTO KOJNOHiecTHMYyolodoro  daxropa (I-KCD). V xomi JocHiJrKeHb
RECOURSE, TAGS Ta SUNLIGHT gigmosiauo 9,4 %, 17,3 % ta 19,5 % mnamieHTiB y rpymni
nikyBanHa JlancypdoMm BigmoBimHO 3actocoByBanmm mpemapate -KC® nepeBaxkHO 3
TepaneBTHYHOI MeToro. Y mocmimpkeri SUNLIGHT 29,3 % mnamienTiB y Tpymi JIiKyBaHHS
Jlauncypdy 3 Gemammszymadbom orpumysamu [-KC®, B Tomy umcni 16,3 % 3 TepaneBTUYHOIO
METOIO.

TokcuYHMi BIJIMB Ha IUTYHKOBO-KUIMKOBHUU TpakT. JlaHcypd 30iIbNIyBaB 94acTOTy TOKCHYHHX
peaxiiiii 3 60Ky IUIyHKOBO-KHIIKOBOIO TPAaKTy, Y TOMY YHCHI HYJOTY, OJIOBaHHA Ta Aiapero.
Cuin BecTH peTeNbHUIA HATJIA 3a MAl[iEHTaMH, Y SKHX PO3BHHYIIUCS HYJ0Ta, OJIOBaHHS, Jiapes
Ta iHIi TOKCHYHI peakiii 3 60Ky ILIyHKOBO-KHMIIKOBOTO TPAKTY, i BAHMBATH 3TiTHO 3 KIiHIYHUMHA
IOKA3aHHSIMHK BiIIIOBIIHUX MPOTHOMIOBOTHHX, MPOTHAIAPEHHHUX Ta IHIIMX 3aXOJiB, TAKUX SK
BiJTHOBJICHHS BOJHO-EJICKTPOJIITHOrO OanaHcy B opraHismi. Y pasi HeOOXimHOCTI ciif 3MiHUTH
J03yBaHHS (BIIKIACTH MpHHOM Ta/ab0 3HU3UTH H03y) (auB. po3xain «Cmoci6 3acToCyBaHHS Ta
JIO3M»).

IMopymenns QYHKI] HEPOK. 3aCTOCOBYBATH Mpeapar MaieHTaM 3 HIPKOBOIO HEJOCTATHICTIO B
TepMiHaNBHIN cramil (3 ximipercom kpeatmHiHy (CrCl) < 15wr/xB abo HeoOXimHICTIO
MIPOBEIEHHS iali3y) He peKOMEHAYEThCH, ocKinbku Jlancypd He mochijpKyBaBces y 11i#i kareropil
narfieHTiB (quB. po3ain «DapMakoKiHETHKaY). 3aranbHa YaCTOTa BHHUKHEHHS JOOIYHMX peakmiit
€ momibHOl y miArpymax mari€HTiB 3 HOpManbHOO ¢yHKHieo Hupok (CrCl > 90 mir/xs), 3
nopyireHasM ¢yukmil Hupok jgerkoro (CrCl 60-89 mMi/xB) abo MOMIPHOrO CTYIEHS TSKKOCTI
(CrCl 30-59 mu/xB). IlpoTe HacTOTa BHHMKHEHHS CEpHO3HMX NOOIYHMX peakuiil, peaxmii
TSOKKOTO CTYIEHsS Ta peakiiif, sfki NpuU3BelM JO 3MIiHH [JO3YBaHHA, Ma€ TEHICHIIO 1O
IJBUINCHES NpH 30UIBIICHHI CTymeHs TSKKOCTI mopymneHHs ¢yHKmii HEpoK. KpiM Toro,
KOHIICHTpAIlisE TpUGIIyPHIMHY Ta THINpAIIUIy TiAPOXJIOPHIY B KPOBi MAIEHTIB 3 MOPYIICHHSIM
¢yHKIii HUPOK MOMIPHOTO CTyIeHs Oyia OUIBIIOIO, HIX y HANi€HTIB 3 HOPMAIHHOIO (QYHKILEO
HUPOK ab0 3  MopylieHHsM  (QYHKIIT  HHPOK  JIETKOIO  CTYNEHS  TSDKKOCTI
(muB. posain «PapmakokineTrka»). [lamientr 3 HopymeHHSM (YHKII HAPOK TSXKKOTO CTYIIEHS
(CrCl 15-29 MII/XB) Ta CKOPHIOBAHOIO HOYATKOBOIO 030t0 20 Mr/M? fBidi Ha 106y Mami npodits
Oesmexy, mo Bimmosigae mpodimo Gesmexu Jlancypdy y DaIieHTIB i3 HOPMAIHHOIO (QYHKIEO
HHpPOK 260 3 MOpyIIeHHsM GYHKITI HIPOK JErkoro CTYTEHS. IXHs Uy TIMBiCTE A0 TpHITy pHIHHy
OyJia MOJIOHOIO JI0 Takoi y MALiEHTIB 3 HOPMAIHGHOK (DYHKIIE€I0 HHUPOK, a iXHM YyTHMBICTH /IO
T PAIITY TIpoXJIopHay OyJia I IBUINEHOI0 HOPIBHSIHO. 3 MAIiEHTaMU 3 HOPMAIGHOIO (YHKIIIEO
HMPOK, 3 IOPYIICHHSMM (YHKI{ HHUPOK JIETKOTO Ta MOMIpHOro CTymeHiB (auB. po3aim «Crocid
3acToCyBaHHs Ta A03u» Ta «PapMakokineTukar»). [Ipu 3acrocysansi Jlancypdy HeOoOXiTHO YBaXKHO
CIIAKyBaTH 3a CTAHOM ITAITIEHTIB 3 TOPYIICHHsM (DYHKIII] HUPOK; CIILJ 9acTilme KOHTPOIIOBAaTH CTaH
mauieHTiB 3 nopymeHEsM (GyHKIIT HAPOK HOMIPHOTO Ta TSDKKOIO CTYIEHS IIOAO HAasBHOCTI
reMaTONOTTYHIX TOKCHYHIX PeaKIiii.

[opymenus dysxmil neginku. Jlancypd He pPEeKOMEHAYETHCS 3acCTOCOBYBAaTH IIaIli€eHTaM - i3
HasBHMM Ha MOYATOK JIKyBaHHS ITOMIPHAM ab0 TSOKKMM IOPYIICHHSM QYHKIUT MediHky (Kpurepil
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Harmionanmsroro isctutyty paxy [NCI] rpyma C i D, BusHadeHi 3araneuaM OutipyGidom > 1,5 X
BMH), ockineky BUIIa 9acToTa rinepoimipy6inemii 3 abo 4 CTyneHs CrocTepiracThCsl y MAIi€HTIB i3
BHXIiJTHIM IOMIpHAM HOPYUICHHSM (YHKINI MEediHKH, X04a Ie IPYHTYEThCA Ha JTyXKe OOMEKECHMX
JlaHuX (JuB. po3ai «DapMaKOKiHETHKAY).

[Tporeinypis. PekoMeHAyeThcs BHKOHYBAaTH aHANI3M CE€Yl 3a JOIOMOTOIO TECT-CMYXKKH INOJIO
BHSIBJICHHS TIPOTEIHYPIl SK 0 MOYATKY, TaK i MPOTAroM Iepioxy Jikysanas (muB. po3aut «Ilobigni
peaxtii»).

Henepenocumicts nakros3u. Jlancypd mictuts snakrosdy. llamienTam i3 piKICHOIO CIIaIKOBOIO
HENEPEHOCHMICTIO TajlaKTO3H, 3arajlbHOI HENOCTATHICTIO JjakTasw abo Mamsabcopbimiero
[JIFOKO3U-TAIAKTO3M HE CJIiJ 3aCTOCOBYBATH IIei Ipenapar.

3acmocysanna y nepiod eazimrocmi abo 200ysaHHA Zpyooio.

JKiHKy penpoyKTHBHOIO BIKY/KOHTpAIETIIis JUis JKIHOK Ta 4YOJOBIKIB. 3a pe3ynbTaraMu
JTOCJIIJPKEHb Ha TBApHHAX BBAXKAETHCH, IO TPU(IYPHIMH MOXKE YHHUTH MIKIATUBY IO Ha IUTLA
IIPY 3aCTOCYBaHHI BariTHUM iHKaM. JKiHkam ciij 3amoiraTu BariTHOCTI IIPOTSTOM JIIKyBaHHS
Jlaucypdom i yrmporoBx 6 MicSIliB IIiCIIA 3aKiHYeHHA JIiKyBaHHS. JKIHKH PEHpOyKTUBHOTO BiKy
TIOBMHHI BHKOPHCTOBYBAaTHM BHCOKOS(ECKTHBHI 3acOOM KOHTpAlenmil miJ 4Yac JiKyBaHHS
Jlancypdom i ynpomoBx 6 MicsIliB Iicis NpUNHHEHHS JiKyBaHHs. Hapasi HeBitoMo, i 30aTHAR
Jlancypd 3HIKyBaTH €(EeKTHBHICTE TOPMOHAIBHMX KOHTPALENITHBIB, 1 TOMY, XiHKaM, SKi
3aCTOCOBYIOTh TOPMOHAIBHI  KOHTpalelITHBHM, HEOOXiJHO JOJATKOBO KOPHUCTYBAaTHCS
6ap’epurMU 3acobamu KOHTpanenii. YoioBiky 3 mapTHEPKaMH PEIpOIyKTUBHOTO BiKy IIOBHHHI
3aCTOCOBYBAaTH ¢GEKTHBHI 3aCO0M KOHTpaUEMIii MPOTATOM JIKYBaHHA 1 YIPOJOBXK 6 MicsiiB
HicTs HOTO IPAITHHEHHS.

BaritHicTs. Jlani mono 3actocyBanHs Jlancypdy BariTHUMH XiHKaMu BiJCyTHi. 3 oDy Ha
MeXaHi3M Aii mpenapary iCHYIOTh IiZICTaBM BBaXATH, IO TPUQPIYPUAUH MOXKE CIPUUMHUTH
BpPOJDKEHI BaM PO3BUTKY IIPH 3aCTOCYBaHHI Iiji yac BariTHOCTi. JIOCTIJKEHHS Ha TBapwMHAX
MPOJIEMOHCTPYBAIA PEIPOYKTHBHY TOKCHYHICTh. JlaHncypd He cmip 3acTocoByBaTH i dac
BariTHOCTI, 3a BHHATKOM BHIIQJKIB, KOJMM KIiHIYHUHA CTaH JKIHKM BHMAara€ JIiKyBaHHS
Jlarcypdom.

["onyBanns rpymmno. HeBimomMo, au nponukae Jlancypd abo fioro MerabosiTé B rpyIHE MOJIOKO.
JlociiKeHHs. Ha TBApWHAX MPOJEMOHCTPYBAIM, IO TPUGMIYPUAUH, THIIPAAIY IiIpPOXJIOPHI
Ta/ab0 ixHI METabONiTH MPOHUKAIOTH y TPyAHE MOJIOKO. HEMOXIMBO BHKIIOYUTH PHU3UK IS
JUTUHHY, 100 3HAXOIWTHCS Ha rpyAHoMy roxyBanHi. Ilim wac mikyBaHHs mpenaparoM Jlancypd
TOJ{yBaHHS IPYIOIO CIiJI IPUIAHUTH.

@epruasnicts. Jlani mono BwmBy Jlancypdy Ha ¢GepTHIBHICTH JEOAWHE BiACyTHI. Pe3ympraru
IOCI/DKeHh HA TBapHHAX HE BKa3ylOTh Ha 31arHicTe Jlancypdy BIUmBaTH Ha (PEepTHIBHICTH
4oJIOBiKiB abo xinok. Ilepem modaTtkoMm 3actocyBaHHs Jlancypdy mnarieHTam, sKi IUIQHYFOTD
BariTHICTh, CJiJ TOPaJUTH 3BEPHYTHCS 3a KOHCYJBTAI€I0 JO PEHpPOAYKTONOra Ta IIPOBECTH
KP1OKOHCEpPBAIIi0 SHIEKITITHHN a00 CIICPMH.

30amuicme ennueamu Ha wieudKicmb peakuii npu KepyeaHHi aemompancnopmom abo
IHWIUMU MEXAHIZMAMU.

Jlancypd wmae He3HauHMii BINIMB HA 3/aTHICTh KEPyBaTH TPaHCHOPTHUMH 3acobaMu Ta
mpamoBaTd 3 iHIMAMA MexaHizMamu. Ilim 9ac JiKyBaHHS MOXYTh BHUHUKHYTH BTOMa,
3anaMmopoveHHs abo He3xyxKaHHs (AuB. po3ain «I1o6iuHi peakuii»).

Cnocib 3acmocyeanna ma 0o3u.

Jlarcypd moBHHEH MpH3HAYATH JHKAp 3 JOCBIZOM IPOBENEHHS [IPOTUITYXJIMHHO] Teparrii.

Croci6 3acrocysauns. Jlancypd mpusHadeHuit Ui HEpOpatbHOrO 3acTOCyBaHHA. TabueTKu CIIig
npuiiMatd mpoTIroM 1 roAMHY INiC/IA 3aKiHYEHHS PAHKOBOTO 49U BEdipHBOro IpuifoMy iiki,
3aIMBAIOYY CKJISHKOIO BOJIH.
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JlozyBaHHs. PexkoMeHiOBaHA TOYaTKoBa Jio3a Ipemapary Jlancypd /uis IepopalbHOro
3aCTOCYBaHHS IS JOPOCIHX TALE€HTIB, Yy MOHOTepamii abo y xombinamii 3 OeBaruzymadbomM,
CTaHOBHUTH 35 Mr/M? Biui Ha 106y y AHI 3 1-ro mo 5-uit i 3 8-ro mo 12-mif KOXHOTO 28-IEHHOTO
KYpCy, MO TpOrpecyBaHHS 3aXBOPIOBAHHA ab0 BHHHKHEHHS HEMPUHHATHOI TOKCHYHOCTI
(muB. posain «OcobmuBocTi 3acrocyBaHHs»). Ilpu 3actocyBamni Jlancypdy B xomOimamii 3
OeBanmu3yMaboM g JTIKYBaHHS METAaCTATHYHOTO KOJIOPEKTAIBHOTO paKy, no3a Oepaunuzymady
CTAHOBUTH 5 MI/KI MacH Tijia ofuH pa3 Ha 2 TwkHi. Clij 03HAHOMHUTHCH 3 IHCTPYKIUEIO UL
MEIMYHOTO 3aCTOCYBaHHS OeBaru3ymaly.

Jlo3a mpenapary Bu3HadaeTbes 3 ypaxypanHsMm [T (qus. rabmumio 4). [oza mpemapaty He
IOBMHHA nepeBuinyBaTi 80 Mr/mosy. JSlkmo mnpuifoM mpemapary Oyino mpormymeHo abo
3aTPUMaHO, AITIEHTY HE CJIiJI KOMIEHCYBATH IMPOMYINEH] A03H.

Ta6naus 4. BusHaueHHS H0YATKOBOT 03M Penapary 3 ypaxyBanHsM mwiomi nosepxui tina (IIIT)

IHouaTkoBa IIIIT Joza B Mmr KinbkiceTs TabneTok Ha 103y 3aragbHa 1060Ba
no3a (m?) (aBiui na (aBidi Ha 7006y) no3a (mr)
A00y) 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

2,15-229 75 1 3 150

>2,30 80 0 4 160

Pexomenoayii 3 xopexyii 0osyeanns. 3 Orisay Ha IHAWBIAyaJbHY IIEPEHOCHMICTH Ta IPOQiIb
Oe3mekd IpemapaTry MOXE BHHHUKHYTH HEOOXigHICTh y Kopekmii pmo3u. Jlo3Bosserscs
BHKOHYBaTH HE OLIbINE 3 3HIKEHb JO3M J0 MiHiMambHOI mosu 20 mMr/m? nsidi Ha m06y. He
JIO3BOJIAETHCS IIIABHUIYBAaTH 03y Ipemapary mmicias il 3HMKeHHd. Y pa3i BHHUKHEHHS
reMarojiorivnol Ta/ab0 HEreMaToJIOTiYHOI TOKCHYHOCTI IHalli€HTaM CliJ JOTpHUMYBaTHcs
KpHTepiiB MepepuBaHHs Ta BiHOBJICHHSA JIIKyBaHHS 1 3HMKEHHS JIO3M IIpenapary, 3a3HadcHuX y
TaOmunax 5, 6 Ta 7.

Ta6auusna 5. Kputepii nepepuBanus Ta BiTHOBJIEHHA JiKYBaHHA Y Pa3i BHHHKHCHHSA
reMAaToJIOTiYHOT TOKCHYHOCTI, OB A3aHO1 3 Mi€Jocynpecicio

ITapamerp Kpnrepii nepepuBanns Jikysanasi Kpurepii BignoBJienns JikyBanssg™
Heiitpodinu <0,5x 10%n >1,5x10%n
Tpom6GouuTy <50 x 10°/n >75 x 10%/n

* Kpurtepii BiZHOBIEHHS JTIKYBaHHA 3aCTOCOBYIOTHCS HA MOMEHT NOYaTKy HACTYIHOTO KypCy Tepamii O BCIX Malli€HTiB,
HE3aIeXHO Bif Toro, 4u 6ynu 3adikcoBani KpuTepii nepepuBaHHs JTiKyBaHHS.

Ta6auna 6. Pekomenaanii mono 3minu no3yBanns Jlancypdy y pasi po3BHTKy remMaToJIOTi9IHAX Ta
HeremMaTo/IoTiYHHX NOoGiYHKMX peakmii

IMobiuna peaknist Pexomenpanii moao 3MiHu J03yBaHHSA
e DelpwinHa HEHUTPOTICHIS e IlepepBatM 3acTOCyBaHHA [Openapary Jo
e Heiirponenis (<0,5 x 10%m) abo 3HIDKEHHSI TOKCHYHOI peakiil A0 1 cTymeHs abo
TpoMGonuTonenia (<25 % 10°n) 4 crymens 3a BHXi/IHMX IOKa3HHUKIB
xknacudikauielo CTCAE¥*, mo npuzsena 1o | ¢ Ilpu BiAHOBJIEHHI JIIKYBaHHS 3HHU3BTE JAO03Y
3aTPUMKMA ~ MOYAaTKy  HACTYyIIHOIO  Kypcy mpenapary Ha 5 Mr/mM*/mo3y Bil TONEpemHbol
JiKyBaHHA OUIBIN HiXK Ha 1 TYKICHb BesnurHM (Tabnui 7)
T 12.707;
4

HavaneHuk sigginy
3 PEeTynATOpHUX NuTaHb |~ ) »
Ta 3 ynpaeniHHs sIKicTo Vil
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Ilo6iuna peaknis Pexomennanii moxo 3MiHE NO3yBaHHA
e Heremaronoriuna mnoGiuma peakuis 3 aGo | J{oNycKaeThbCcs 3HIKEHHS J0O3H O MiHIManbHOL
4 crymens 3a kinacudikauieto CTCAE*; 3a nosu 20 mr/m¥no3y asiui Ha mo0y (abo 15
BUHATKOM HYJOTH Ta/ab0 OmroBaHHS 3 CTyIIeHs, Mmr/mM*/pgo3y nasiui Ha m00y OpH HOPYIIEHHI
IO MiJNaroTECS KOHTPOJIIO MPOTHOIIOBOTHUMM GyHKLIT HUPOK TSHKKOTO CTYIICHS)
3acobamu, abo jiapes, INO KOHTPONIOETECS | ¢ He mimsmimyiite no3y mnpemapary micias i
NpOoTH/apeHUMH JTTiKapChKUMH 3acobamMu SHIDKEHHS

* JaraneHi kpurepii TepMiHONOri] MOGITHUX ABMIL.

Tabanns 7. 3HMKEHHs J03H HPenApaTy 3 ypaxXyBaHHAM miomi nopepxni tina (IIIIT)

3HmKeHa T Jdo3za B Mr KinbxicTs Ta0/1€TOK Ha 103y 3araanHa xo6osa
mos3a (m?) (aBivi Ha (aeiui Ha 100Y) ao3a (Mr)
A06y) 15 mr/6,14 mr | 20 mr/8,19 mr
1-nii piBens 3HmKenns Ko3u: 3 35 mr/m” 1o 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
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-mii piBeHb 3HIKeHAs J03H: 3 30 Mr/m? 10 25 Mr/m>
25 mr/m? <1,10 25° 22 12 50?
1,10-1,29 30 2 0 60
1,30 - 1,49 35 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 piBeHDb 3HMKeHHs 1031 3 25 Mr/m? 1o 20 mr/m?
20 mr/m? <1,14 20 0 1 40
1,14-1,34 25° 22 12 502
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

_ ® Tlpu 3arameHiik J0GoBiH m03i 50 Mr mauienty cnii mpuifHsti 1 TaGrerky mo 20 Mr/8,19 Mr BpaHLi Ta 2 TabneTku IO
15 mi/6,14 Mr BBeuepi.

Ocob6uBi KaTeropii marieHTiB

Iopywenna_gynxyii nupox. Jns mamientis 3 mopymenusM ¢yHkiii Hupok jnerxoro (CrCl
60-89 mn/xe) abo momipHoro crynens (CrCl 30-59 mn/xe) KOpUIyBaTH IOY4TKOBY /03y He
peKoMeHayeThes (uB. po3aimu «OcobnuBocti 3acTocyBaHHsD» Ta «DapMmakokiHeTHka»). s
HaNieHTiB 3 HopymeHHsM GyHKUil HUpoK TsoKKoro crynens (CrCl 15-29 ma/xs) pekoMeHI0BaHa
[IOYATKOBA [[03a CTAHOBHTE 20 Mr/M? jiBiui Ha 100y (muB. po3aim «OCoGIIBOCTI 3aCTOCYBAHHS)

17722905 7

HauaneHhuk sigainy.
3 perynaTopHux nutaHb
Ta 3 ynpaeniHHaA AKICTIO
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Ta «DapMakokiHeTHKa»). JIOIMyCKaeThCs OHOPA30BE 3HIDKEHHS O3 0 MiHIMabHOT mosm 15 Mr/m?

JBiui Ha noOy 3 ypaXyBaHHsSM iHmMBIAyarteHO! Oesmeku Ta mepeHocuMmocTi (muB. Tabmamro 8).
[limBrineHHs A03M HE JOMYCKaeThCsl MICHA 1l 3HDKEHHA. B pa3i remaronoriyHoi Ta/abo
HEreMaToJIOTIYHOi TOKCHYHOCTI IAIiEHTaM CIiJ] JOTPUMYBAaTHUCS KpHUTEpiiB IIEpEpHBAHHS [O3H,
BiTHOBJICHHS Ta 3MCHINICHHS, 3a3Ha9CHIX Y Tabmpix 5, 6 Ta 8.

Tabnnns 8. IlouaTkoBa A03a Ta 3HHKEHHS K03H NpeNaparTy AJs NAMIEHTIB 3 mopymeHHaM GyHKIii
HHUPOK THI3KKOT0 CTYNEHs 3 ypaxXyBaHHAM IUToIni mosepxHi tina (IIIT)

3HMKEeHA IIIT Jdoza B Mr KinskicTs Tabs1eTOK Ha 103y 3araabpna go00Ba
ao3a (m?) (neiui HA (nBiui Ha K00Y) a03a (Mr)
A0by) 15 mr/6,14 mr | 20 mr/8,19 mr
IlouaTkoBa 103a
20 mr/m? <1,14 20 0 1 40
1,14 -1,34 252 22 12 502
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
3amkenns g03u: 3 20 mr/m? xo 15 mr/m?
15 mr/m? <1,15 15 1 0 30
1,15-1,49 20 0 1 40
1,50-1,84 252 22 12 50?
1,85-2,09 30 2 0 60
2,10-2,34 35 1 1 70
>235 40 0 2 80

® JIpu saraneHi#t noOORi# no3i 50 Mr mauiedty cmig npuifHatd 1 Tabnerky mo 20 mr/8,19 mr Bpanni Ta 2 Tabnerkm 1o
15 mr/6,14 Mr BBeyepi.

Tepminanona cmaoin Hupkoeoi neoocmamuocmi (CrCl nuoicue 15 ma/xe abo HeobxioHO
npogedenHsa Oianizy). 3acTOCOBYBAaTH HpelapaTr HE PEKOMEHIYETHCSA, OCKUIBKH JaHi Jus 1€l
KaTeropii namieHTiB BLACYTHI (IuB. po3ain «OcobIMBOCTI 3aCTOCYBaHHDY).

Hopyuwenns yuxyii  neuinxu. Jleeko2o cmynenss — KXOPUTYBaTH TIOYaTKOBY 103y HeE
pexomeHnyeTbes (auB. po3ain «®PapmakokineTuka»). Ilomipnozo abo msdickozo cmyneHs -
3aCTOCYBaHHS He PEKOMEH/IOBaHO IAIliEHTaM i3 HASBHUM Ha IOYAaTOK JiKyBaHHS IIOMipHEM abo
TsDKKUM TopyimeHHsM ¢yHKuii medinku (xputepii NCI rpynu C ta D, BH3Ha4YeHi 3arajsHUM
Oimipy6Ginom > 1,5 x BMH), ockineku BuINa wacToTa TimepOinipybinemii 3 aGo 4 crymens
CIIOCTEPIracThCH y HAIEHTIB 13 BHUXiJHAM IOMIPHHM ITOPYIICHHSM (YHKIT MEYiHKH, X04a e
0a3zyeTscs Ha JyXe OOMexeHuX gaHuX (muB. po3mim «OCOOMMBOCTI 3aCTOCYBaHHS» Ta
«DapMaKOKiHETHKAY).

Hayienmu nimuvozo gixy. Ilamienram BikoMm Bij 65 pokiB HeMae moTpeOM B KOPHUTYBaHHI
IOYaTKOBOI J03u mpenapary (muB. po3nima «IlobGiuni peakiiiy, «®apmakoAuHaMika» Ta
«DapmakokineTrka»). JlaHi npo eQeKTUBHICTH Ta Oe3meKy 3aCTOCYBaHHs Mpernapary MallieHTam
BiKOM MOHAX 75 POKiB € 0OMEKECHUMH.

Pacosa npunanescnicms. Hemae HeoOXiTHOCTI B KOpUryBaHHI OYAaTKOBOI JIO3H Iperiapary 3
orysigy Ha pacy mnamieHTa (auB. po3nim «®apmakopuHamikay Ta «®DapMakoKiHETHKaY).
Kinpkicts jmammx mono  3acrocyBanHs —Jlancypdy — mamieHTaM — HETpoOiHOiI  pacu
(abpoamepukaHIliB) € 0OMEXEHOI0, ale 3 0IOJIOTIYHOI TOYKM 30py HEMae IIiJICTaB OYiKyBaTH
OyIb-SIKMX BIAMIHHOCTEH IIpH 3aCTOCYBaHHI Ipemapary Kiif HiArpymi MaIi€eHTiB IOPIBHAHO 3

3aratbHOI0 MOMYJIAIIERO. ‘7 U (2. 7=

HadanbHuUK BipAiny
3 PerynsToOPHUX NUTaHb _
Ta 3 ynpasniHHa AKCTIo )
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Himu.
IIpenapar Jlancypd He 3acTOCOBYBaBCS IIiTAM Ta IIJUIITKAM 34 HOKA3aHHAMH METacTaTUYHHUH
KOJIOPEKTAIBHUH paK Ta METACTATHYHMI pax ILTyHKA.

Ilepeodosysanna.

Haiisuma no3a, B sxiit Jlancypd 3acTocoByBaBCs Il 4Yac KITHIYHMX JIOCTIKEHB, CTAHOBUIIA
180 mr/mM> Ha m00y. IloGiumi peakiii Ha mHpemapaT, Ipo sKi HOBIIOMISIIOCS y 3B’SI3KY 3
epeio3yBaHHIM, BIJNOBIIATH BCTAHOBJIEHOMY mnpodimo Oe3meku IniKapchKoro 3acody.
OcHoBHMM mepenbavyyBaHMM YCKIAAHEHHSM Yy pe3yJIbTaTi IIEpelO3yBAaHHS IIPETIapaToM €
npurHiveHHs ¢yHknii KictkoBoro Mo3ky. He icHye BimoMuxX aHTHIOTIB Ha BHIAIO0K
mepeno3yBanHs mnpemnapatoM Jlascypd. JlikyBaHHS mepemo3yBaHHS IOBHHHO BKIIOYAaTH
CTaHAAPTHY TEPANCBTHYHY Ta IiITPAMYIOYY MEIUYHY JOIOMOTrY, CIpSIMOBaHy Ha KOpUTYBaHHS
HasIBHHX KJIIHIYHHUX MPOSBIB 1 3amo0iragHs IXHIM MOTEHIIHHIM YCKJIaTHCHHSIM.

I106iuni peaxyii.
Jlo HaiOLIbIn cepifo3HUX MOOIYHMX peakiliii, 1o CIocTepiravcs y INAIl€HTIB, sIKi OTpUMYyBaH
Jlancypd, Hamexarh NpUTHIYCHHS OQYHKI KICTKOBOTO MO3KY Ta TOKCHYHI peakmii 3 OOKy
ITUTY HKOBO-KHIOKOBOI'O TPAKTy (JIUB. po3ALT «OcOOIMBOCTI 3aCTOCYBAHHSD).
Jancypgh y monomepanii
ITpodins 6esnexu Jlancypdy mpy 3acTOCYBaHHI Yy MOHOTEpaMii IPYHTYEThCSA Ha 00’ €IHAHUX JaHUX
KOHTPOJIFOBaHUX KIHIYHEUX Hociipkenb III ¢asm 3a yuactio 1114 mamieHTiB 3 METacTaTHIHUM
KOJIOPEKTATGHAM pakoM abo paxom uurynka. Hairgactime (> 30 %) cmoctepiramics Taki mobiuHi
peaxiil, sx HeiiTporeHis (53 % [34 % > 3 crynens]), Hynota (31% [1 % > 3 crynens]), Broma (31 %
[4 % > 3 crynens]) ta anemis (30 % [11 % > 3 crynens)).
HaiOinpmn mommpeHuMH TOOIYHAMH peaknisMu (=2 %), Mo IpuU3BeId OO0 NPUIHHECHHS
JTiKyBaHHS, 3HIDKCHHs JO3U IIpenapary, BiICTPOYKW mIpuiioMy mpemapary abo THMYacOBOTO
[epepUBaHHs JTIKyBaHHA, OyJi¥ HEHTPONICHis, aHeMis, BTOMa, JEUKOMEHis, TPOMOOIUTOIIEHIs,
Jiapes Ta HyJOTa.
JHarcypd) y kombinayii 3 beeayusymabom
[Ipodins OGesmexu Jlancypdy y xomOiHamii 3 OeBanm3ymMaboM IpYyHTYETBCS HAa JaHHUX
KOHTpOJoBaHoro KiiHiunoro mociimkenti III ¢asu (SUNLIGHT) 3a yuactio 246 mamieHTiB 3
METACTaTHIHHUM KOJOPEKTAILHIM PAKOM.
Haifgacriime (> 30%) coocrepiramcs Taki moOiuni peakmii, sk HefTponeHis (69% [48% > 3
crynens]), Broma (35% [3% > 3 crynens]) i gynota (33% [1% > 3 crymnens:)) .
Hait6inpm mommpeHuMu NOOIiYHMMHE peakmisMu (> 2%), gxi Opu3BeNH A0 IPANAHEHHI
NiKyBaHHA, 3HIKEHHS O3, BiICTpOUYKM mpuiioMy abo nepepuBaHHA npuitomy Jlancypdy mnpu
3acTocyBaHHi y KoMOinamii 3 OeBauusymaOoM, Oyiu HEHTpOIeHis, BToMa, TPOMOOIUTONEHIS,
HYJIOT2 Ta aHEMis.
IIpu 3acrocysanni Jlancypdy y xomOiHamii 3 GeBanumayMaboM 4YacToTa HACTYIHHUX MOOIYHHMX
peakiii 6yna BHIOIO IOPIBHAHO 3 MOHOTepamiero Jlancypbom: HeliTporneris (69% mopiBHAHO 3
53%), HeiitponeHis Tsokkoro crymnens (48% mopiBasHO 3 34%), TpomOoruroneHis (24%
mopiBHAHO 3 16%), ctomaTuT (11% nmopiBHsHO 3 6%).
Huxdye wHaBemeHo nepenik moOiYHMX peakifiii, mo croocrepiranucs y Xoai Iuiane6o-
KOHTpOJILOBaHoro Kiinignoro gocmimkenns 111 ¢pasu (RECOURSE) 3a yuacTio 533 nmamieHTiB i3
METACTATHYHAM KOJIOPEKTAJIFHUM paKoM, IIane00-KOHTPONBEOBAHOTO KIIIHIYHOTO JOCHIIKEHHS
III pasu (TAGS) 3a yuacTrio 335 mamieHTiB i3 METacTaTHYHMM DPakoM LUTyHKa Ta y XOJi
KOHTpOJIbOBaHOro Kiixiuuoro pocuimkenas III ¢pazu (SUNLIGHT) 3a yuactio 246 mamieHTiB,
ski orpumyBamu Jlancypd y Mouotepamil ta 246 mamientiB - Jlavcypd y xomOimamii 3
OeBaum3ymaboM IS JIKyBaHHS METACTaTMYHOIO  KOJOPEKTANbHOro paky. Peaxmii
xiacudikoBano 3a kinacamm cucteMm opraniB (SOC) 3 BHKOpHCTaHHSM TEpMiHIB MenudHoro
cnoBHMKa s perynstopuol misneHocTi (MedDRA) Ta IXHiX CHHOHIMIB AN ONHCY IEBHOI
peaxIii Ha JIikapchKui 3aci6 1 OB’ A3aHKX i3 HEIO CTAHIB. :

172 275
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[To6iuni peaxiii, sKi BiIOMO, IO MOXYTh BMHHKATH LpH MoHOTepamii Jlamcyppom abo
OeBanu3yMaboM, MOXKYTh BUHHMKATH mix yac KoMGiHOBaHOI Tepamil MM JiKapChbKUMHK
3acobaMu, HaBiTh KO PO HUX HE MOBIJOMIIUIOCS B KIIHIYHAX XOCIIHKEHHIX KoMOiHOBaHOT

Teparii.

0

[To6iuHi peakiii po3NOAULIEHO B IPYIM 32 YACTOTOIO iX BHHHMKHEHHS. HJacToTa BU3HAYAETHCH
TAKKM YHHOM: JyXe gacto (> 1/10); wacto (Bim > 1/100 no < 1/10), meyacro (Bix > 1/1000 mo
<1/100) Ta pimko (8im > 1/10000 mo < 1/1000). B mexax KoxmHOI Ipymu IOOIYHI peaxitii
IIPE/ICTABIICHO B IOPAIKY 3MEHINECHHS CEPHO3HOCTI.

Cucremu Ilo6iuHi peaxuii YacroTa
Oprasis 3a Monorepanis | KomOinamis 3
KIacu(piKanicro OoeBamu3ymatom
MedDRA!
Iudexmii Ta iHBasii iHdexIris HIKHIX JUXaJTbHIX 9acTo
IIUISIXiB
HEHTPOIeHIYHNH CENICHC HEYacTo
iHGeKIIis )XOBYHUX IIUIAXIB HEYacTo
iHdeKIis HEYacTo 4acTo
indeKIis ceYOBHBITHUX NUIIXiB HEYACTO HEYacTo
GaxrepianbHa iHeKIis HEJACTO
KaHIuI03Ha iHpeKis HEYacTo
KOH IOHKTHBIT HEYAaCTO
onepizyroumnii ymait (herpes HEYacTo
zoster)
TPHIL HEYACTO
iHGeKIis BepXHIiX AUXATBHUX HEYacTo
IUISXiB
iHheKmifinuil EHTEpUT piaKo
CENTHIHMIA MoK pifiKo
TiHTIBIT piako HEYACTO
rpuOKOBE ypaXKeHHs MKIPHA CTOI piaKoO
HoBoyTBopeHHs OHKOJIOTTYHM 0116 HEYacCTO
JI0OpOsKiCHI,
3JI0SAKICHI Ta
HEBU3HAYCHI
(BKITFOYAOYH KiCTH Ta
IIOJIIITH )
3 60Ky cucTeMHI aneMis Oy’Ke JacTo IyXK€e 4acTo
KpOBIi Ta HeHTpOIeHis JyXe 9acTo JIy’K€ 9acTo
nmiMpaTHIHOT JIEHKOIICHIS JIyKe 9acTo 4acTo
CHCTEMH TPOMOOIIMTOIIEHI S Iye 4acTo JTyK€ 4acTo
dbebpuapHa el TPOoIeHIs 4acTo HEYaCTO
simdorneHis YacTo 4acTo
MAHIATONECHIA HEYacTo HEJACTO
E€PUTPONEHIs HEJaCTO
JICHKOIUTO3 HEYaCTO
MOHOITUTOIEHiS HEYJacCTO
MOHOITATO3 HEJACTO
IpaHyJIOIHUTOICHIsA PiIKO
3 Ooxy oOMiHy 3HIDKCHHS alleTUTY JTyK€ 4acTO JTy>Ke 4acTo
pEYOBHH i rinoajgnL0yMiHeMist JacTo HEYAacCTO
MeTabomizmy HEYACTO

3HCBOJAHCHHA

HauanoHuk Bigginy TL1Z202Z
3 perynaropHux NUTaHb :
Ta 3 ynpageniHHs AkicTio
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TiIeprIKeMis HEJacTo HEJacTo
rilepKaieMis HEYacTo
TiTOKATBIIEMis HEYACTO
rimOKaTieMis HEYacTo
rinoHarpiemist HEYacTo
rimodocdaremis HEeJacTo
rojarpa piako
rinepHaTpieMis piJKo
3 60Ky ICHXIKHI TpUBOTa HEYacTo
0e3CcoHHS HEJacTo
3 60Ky HEpBOBOL JIUCTEB31s 4acTo 4acTo
CHUCTEMH 3amaMOpOYCHHS HEYacTo JacTo
TOJIOBHUI Oi1b HE4acTo 4acTo
nepudepuyHa Hefiponaris HEYaCTO HEYaCTO
mapecresis HEJacTo HEJacTo
JIeTaprisa HEYaCTO
HEUPOTOKCHYHICTh HEJacTo
BiIUYTTS METiHHSL piako
I3ecTesis piIKo
rimepecresis piaKo
rimoecresis pizko
HEIIPHTOMHICTH (syncope) piaxo
3 GoKy oprauiB 30py | KaTapakra piaxo
JUATLIONIS PiIKO
CyXicTb oueit PLIKO
po3Mute OadeHHs piaxo
3HHKEHHS TOCTPOTH 30Dy DPiZKO
3 Ooky opraHiB cIyXy | BEPTHIO HEYacTo
Ta BECTHOYJIAPHOTO BiUyTTH JUCKOMOOPTY Y ByXax piaxo
amapary
3 6oky cepus CTEHOKapHis HEYacTo
apuTMis HEYACTO
naJbmiTanis HEYacTO
3 60Ky CcyauH apTepiaibHa rinepreHsis HEYacTO JacTo
IPHIUTMBY KPOBi (ITOYEPBOHIHHSA HEYacCTO
IIKIPH)
aprepianpHa rinoTeH3is HEeYacTo
eM0oJIist PiIKO
3 Goxy muxambHOT 3aTUIIKa 9acTo 9acTo
CHCTEMH, OpraHiB JTereHeBa eM6ois’ HEJacTo
TPYAHOI KIITKH Ta auchoHis HEYaCTO HEYacTo
CEPENOCTIHHS Kalesb HEYacTo
HOCOBA KPOBOTEYA HEJACTO
pUHOpES piako HEYacTO
OLIB Y HOCOIJIOTIII pigxo
IICBPAILHUHN BHIIIT PiOKO
3 60Ky IUTyHKOBO- niapest JTyKe 9acTo JTyKe 4acTo
KHIIKOBOTO TPAKTY GJITOBaHHS JTyKe JacTO IyXKe€ 4acTo
HYZIOTa JyXe 9acTo JTyXKe 9acTo
6116 B aGIOMIHANBHIN AUTSHII 9acTo 9acTo
CTOMAaTHT . YacTO JIy € 9acTo

Havanbhuk singiny
3 PErynaTopHux nuTaHs
Ta 3 ynpaeniius akicTio
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3amop JacTO 4acTo
KHIIKOBA HEMPOX1AHICTh HEYacTo
ITUTY HKOBO-KHIIIKOBA KPOBOTEYA HEJacTo
KOJIT HEJacTo HEYacTo
BHPAa3K{ B POTOBIH MOPOKHUHI HEYacTo 4acTo
ypaXXeHHS POTOBOI HOPOKHUHHK HEJACTO 9acTo
3y TTSI )KABOTA HEJacTo HEJacTo
3anajieHHs aHAIBHOTO OTBOPY HEYacTo HEJaCTO
JIUCHENCIs HEYacTo HEJacTo
METEOpU3M HEYacTo HEJacTo
racTpuT HEYaCTO
ractpoe3ogareansHa pedrokcHa HEYacTo
XBopoba
TJIOCHT HEYacTo
MTOPYIIEHHS BUIIOPOXKHEHHS HEYacTo
IIUTYHKa
HOTST 0 OJFOBaHHS HEeJacTo
ypaxkeHHs 3y0iB HEeJacTo
acHuT plako
rOCTpU TaHKpeaTHT piaKo
YacTKOBA KMIIKOBA HEIPOXIIHICTh PiIKO
3amax i3 pora pizko
OykaynpHU# moJin pizmKo
reMOpari9Huil eHTEPOKOIIT pinKo
KPOBOTOYHBICTb SICEH piako
e3odarir piako
IEPiONOHTUT pinko
IIPOKTAIT1S piaKo
pedIIOKCHUHA racTpuT piako
3 6oky rinepOuripy6iHemis 9acTo 4acTo
renato6iniapHol reNaTOTOKCHYHICTh HEYacTo
CHCTEMH PO3IIMPEHHS KOBYHUX MPOTOK piaxo
3 60Ky mKipwu i aJnomnertis 9acTo 4acTo
MiIIKIPHOT CYXiCTh HIKipH 4acTo 4acTo
KJIITKOBHHH cBepOik 9acTo HEYacTo
BHUCHITAHHA 9acTo HEJaCTO
ypaXeHHS HiITiB HEJACTO HEYacTo
CHH/IPOM JIOJIOHHO-ITI/TOIIOBHOT HEJacTo HEYacTo
EPUTPOIU3ECTER I
aKHe HEYacTo
rineprigpos HEYacTo
KpOIIHAB’ THKA HEeJacTo
Iy XHpi piaxo
epureMa PLIKO |
peaxiis hOoTOYYTIHBOCTI piako
excdomaris mKipu PIZIKO
3 60Ky OIIOpHO- apTpairis HE4acTo 9acTo
PYXOBOI CHCTEMH Ta | MiaJris HEYacTo 4acTo
CIIOJyYHOI TKaHWHH | M’g30Ba CIAOKiCTh HEJaCTO HEYacTo
6isb v KiHIIBKax HEeYacTo HEYacTo
OiIb y KicTKax HEYacTo
A7 20=5
. HauanbHuK Biaginy LL
3 perynsaTopHUX NUTaHb § &d
, . Ta 3 ynpaBniHHs AKICTIO i EHko 1.5
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TUCKOMOPT Y KiHIiBKaX HEYaCTO

M’SI30Bi CIa3Mu HEYacTo

HaOpsK cyriobiB piIKo
3 6oky POTEIHYpist 4acTo HEYacTo
CEYOBHALIBHOI HUPKOBA HEIOCTATHICTH HEJacTo
CHCTEMH remMaTypis HEYacTo

NOPYIIEHHS CEYOBHUITY CKAHHS HEYacTo

HeiH(eKuiiaui MHCTUT P1IKO

JNEHKOUMTYpis PLIKO
3 60ky MOPYIIEHHS MCHCTPYAIBHOIO pimko HEJacTo
PENpPOIyKTUBHOI IAKITY
CHCTEMH Ta
MOJIOYHHX 32103
3araibHi po3nany Ta | BTOMa JTy K€ 4acTo JIYKE 9acTo
peaxuii B micri IipeKcis 9acTo HEYacTo
BBEJICHHS 3anajieHHs CIM30B0i 000JOHKH 4acTo HEYacTo

HE3XyKaHHS 9acTo

HaOpsK JacTo

3arajbHe MOTIPUICHHS CTaHy HEYacTo

3JI0pOB’ A

6inb HEYacTo HEYacTo

BITIyTTS 3MiHH TEMIIEPATYPH Tijia HEYacTo

KCEPO3 pinko
Pesynbraru 3HIDKCHHSA MacH Tila 4acTo 9acTo
1abopaTtopHuX Mi(BUINEHHS PiBHS MEYiHKOBUX 9acTo 9acTo
JOCIIJKEHB (bepMeHTiB

I BUINEHHS PiBHS JIyKHOL 9acTo HEYAaCTO

dbocdaraszu B KpoBi

IiJBUINCHHSA PiBHS HEJacTo

JIAKTaTAETiApOreHasu B KPoBi

IIiIBUIIEHHS PiBHS HEYacTo

C-peaxtuBHOTO 6iNIKa

IIiABUINCHHS PiBHS KPEaTHHIHY B HEYacTo

KpOBI

IiBUIIEHHS PiBHS CCYOBUHYU HEYacTo

KpOBi

3MEHIIEHHS BEJTHIMHA HEYacTo

r€MaTOKPHTY

301IbIIEHHS] MIXKHAPOIHOTO HEYacTo

HOPMaJIi30BaHOTO

CIiBBiTHOIIICHHS

301iNbIICHHS aKTHBOBAHOIO pinko

YaCTKOBOI'O TPOMOOILUIACTHHOBOIO

gacy

noaoBxeHHA QT-iHTepBary Ha piako

EKT

3HIDKCHHS PIBHSA 3araiILHOTO Olka PiKO

' Pisni TepMminu cnosuka MedDRA, mo BBaXaiOThCs NOMIOHMMH 3 KNiHI4HOI TOYKM 30py, GYJIO 2a3HAYEHO I OJHAM

TEpMiHOM.

2 TToBiZOMIISTOCS TIPO NETAILHI BHITAIKH.
3 TonoHEO-NiOIMOBHYH CHHAPOM.
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[MamienTH JMiTHLOrO Biky. V mamieHTiB BikoM Bim 65 pokiB siki oTpumysamu Jlancypd y
MoHoOTepanil dactime BuHEKATH (> 5%) HacTynHi moGiumi peaxmii moB’s3aHi 3 JiKYBaHHIM
OpIBHSHO 3 TallieHTaMH BikoM Jo 65 pokiB: Heiitpomernis (58,9 % mnopisusuo 3 48,2 %),
HelfTporenis Tskkoro ctynens (41,3 % mopisusHO 3 27,9 %), anemis (36,5 % NOpiBHAHO 3
25,2 %), aHemis Tsoxxoro crymens (14,1 % mopisHsHO 3 8,9 %), 3HmkenHs anmetuty (22,6 %
mopiBHAHO 3 17,4 %) Ta TpomGonuToneHis (21,4 % mopisasno 3 12,1 %).

IIpu 3acTocysanni Jlancypby y xombinauii 3 GeBaii3ymMaboM y NallieHTIB BIKOM Bif 65 yacTile
ciocrepiranuch (> 5%) HacTynHi moGidni peaknii HOB’s3aHi 3 JIKyBaHHSM IOPIBHSHO 3
nanieHTaM# BikoM M0 65 pokiB: meiitponewis (75,0 % mopiBHsHO 3 65,1 %), HeHTpONeHis
tsokkoro crymensi (57,0 % mopisasHO 3 41,8 %), BTOoMa (39,0 % mnopiusgHO 3 32,2 %),
TpoMGonuTonesis (28,0 % nopisHsHO 3 20,5 %) Ta cromatuT (14,0 % nopisHsHO 3 8,9 %).
Iudexuii. V xoai mmane60-KoHTponboBaHUX KiIiHiueMX Aocmimxens 11 dasu imdexuii, mo
BUHAKAIX Ha GOHi JIKyBaHHs, YacTille Bif3HAIaINCS Y MAIi€HTIB, IKi 3aCTOCOBYBAIIA Jlarcypd
(5,8 %), mopiBHSHO 3 DamieHTamu, ski orpumysamu manebo (1,8 %). V KIIHITHOMY
OCHiKeHHl KoMOiHarili 3 OeBamu3ymMaboM YacTOTa BHHUKHCHHS iHpekuil MOB’s3aHUX 3
JTiKyBaHHSM y IIAIiEHTIB, ki orpuMyBain Jlancypd 3 6epamusymadom (2,8 %) Oyia moJIiOHOIO 3
4aCTOTOIO BHHUKHEHHS y TAII€HTIB, ki otpuMyBamu Jlancypd (2,4 %).

[poreinypis. Y nnane60-KOHTPOIEOBAHUX kriaigEAX pociaimkerusx Il ¢asu y marienTis, ski
sacTocoByBamu Jlancypd, gacrime (1,8 %) BUHMKaNa HOB’A3aHa 3 JIKyBaHHSIM npoteinypis 1
a60 2 CTYIeHS THKKOCTi MOPIiBHSHO 3 Tari€HTamy, ski oTpumypamm mwiane6o (0,9 %) (mus.
poszin «OcobmuBocTi  3acTocyBaHHs»). Y KIHHIYHOMY — JOCHIZUKeHHi KoMOiHamii 3
GeBaiu3yMaboM y ONHOTO MaiieHTa, sKuil oTpuMyBaB Jlamcypd 3 OGepanmsymabom (0,4 %),
BiZ3HAYANacs OB S3aHa 3 JIKYBaHHAM IPOTEIHypis 2 CTYIeHS i XOIHOI cepes MalieHTiB, fKi
orpuMyBany Jlancypd y MoHOTepanii (zuB. po3ain «OcobIMBOCTI 3aCTOCY BaHHSD).

ITpomenepa Tepamist. ¥ xoxi gocnimkenas RECOURSE y marieHTiB, sKi paHiIle IPOXOIUIH
IIPOMEHeBY TEpamilo, [emo YacTille BHHHAKATM 3araibHi TeMaToNorivHi mobiuni peaknii Ta
no6GiqHi peaxilii, moB’s3aHi 3 mpHrHideHHsM GyHKNIT KiCTKOBOTO MO3Ky, MOPIBHSHO 3
nanieHTam, SKi paHime He oTpuMyBay paxioTepanii (54,6 % mopisHsHO 3 49,2 % BIANOBIKHO).
Bapro 3ayBaxurtH, mo y rpymni 3actocysanHs Jlancypdy ¢eOpmisHa HEWTPOIEHis JacTime
po3BHBanacs y TAIi€HTiB, fKi paHille IIPOXOMMIHM TPOMEHEBY Tepalliio, TIOPiBHAHO 3
NanieHTaMH, sIKi He OTPHMYBAIH TAKOTO JiKyBaHHs. Y KIiHIYHOMY JOCHi/UKeHHi KoMOGiHaii 3
Gepanu3yMaboM He BigMiganocs MiJBHINEHHS YACTOTH 3arajbHUX TEMATOJIOTIYHUX 1 OB’ A3aHAX
3 Mienocymnpeciero MOGiYHMX peaxiiif y INali€HTiB, AKi MONEPeNHBO OTPHUMYBAH IIPOMEHEBY
Tepamilo TOPIiBHAHO 3 TANi€HTaMy Oe3 IomepeNHbOl NMPOMEHeBOi Tepamii B 000X Trpymax
SUNLIGHT: Jlarcypd 3 Gesamusyma6om (73,7 % mopisasHO 3 77,4 %) Ta y Nali€HTIB, fKi
otpumysam Jlancypd (64,7 % nopisrsHo 3 67,7 %).

TlocBia micnspeecTpaliiHOr0 3acTOCYBAHHS Mpenapary y TaIieHTiB i3 HeouepabensHUM
HOmMpeHuM 260 PEIMIMBHAM KOJOPEKTATBLHAM pakoM. lIoBioMianocs TIpo BHIAIKH
BHHUKHEHHS {HTEPCTHIIANBHOT JIeTeHEROI XBOPOOH y MallieHTiB, siKi 3acTocoByBamm Jlancypd.
3BiT mpo mino3proBani nobiuni peaxidi. IToBinoMmnenHs npo moGidni peaxmii micas peectparii
JMKapchKoro 3acofy Mae BaXIMBE 3HadeHHA. ILle Ja€ 3MOTYy TIPOBOJMTH MOHITOPHHT
CITiBBiZHOIICHHS KOPHCTS/PU3NK NPH 3aCTOCYBAHHI IIBOTO JIKapChKoro 3aco0y. MemudHuM Ta
(hapManeBTHYHIM MpAiBHEKAM, 8 TAKOX IarieHTaM abo IXHIM 3aKOHHMM HPeCTaBHHKAM cIig
IOBIIOMIIATH PO yCi BUIA/KY MiO3PIOBAHMX MOOIYHUX Peakiill Ta BiACy THOCTI edeKTHBHOCTI
JiKapchKoro 3acoly depe3s aBTOMAaTH30BaHy iH(OpMamiiHy cucreMy 3 (apMakoHarigy 3a
nocunanusM: https://aisf.dec.gov.ua.

Jins orpuMaHHS OyAb-sxoi iHpopmauii MO0 JKapChKOTO 3ac00y IPOCHMO 3BEPTATHUC IO
TOB «Ceps’e Ykpaina» 3a tein. (044) 490 3441, daxc: (044) 490 3440.

Tepmin npudamnocmi. 36 Mics1is.
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3 PerynaTopHuX nuTars |
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YMoBH 30epiranus.
He norpebye ocoGnuBux yMoB 30epiranns. 36epiraTst y HeJOCTyITHOMY JJIA iTeH MicIi.

YnakoBka.
ITo 10 Tabnerok y OmicTepi 3 amoMminieBoi (oJBErH Ta amOMiHIEBOI IUNBKH 13 JaMiHOBaHAM
BOJIOTOIIONIMHAYEM (KaJIBIIiF0 OKCH); TI0 2 abo 6 OmicTepiB y KopobIli 3 KApTOHY MaKyBaIbHOTO.

Kareropis Bignycky.
3a perentom.

Bupoonuk.
JIa6opatopii Ceps’e Inmactpi/Les Laboratoires Servier Industrie.

MicuesnaxoKeHHsI BHPOOHHKA Ta aApeca MicHs MpoBaKeHHS Horo JigabHOCTI.
905 pyT ne Capan, 45520 XKini, ®pannis/905 route de Saran, 45520 Gidy, France.

Bupoonuk.
Ceps’e (Ipnanais) Inpacrpic JItn/Servier (Ireland) Industries Ltd.

Micne3HaxoKeHH BHPOOHHKA TA ajpeca Micls NPoBa/KeHHS Horo AisILHOCTI.
Topeii Poyn, Apknoy, Ko. Bixioy, Y14 E284, Ipnannis/Gorey Road, Arklow, Co. Wicklow,
Y14 E284, Ireland.

3asBHHUK.
JIe JTaGoparyap Cepn’e/Les Laboratoires Servier.

Micue3Haxo KeHHS 3ABHHKA.
50, pro Kapno, 92284 Ciopen Cenekc, @paniis/50, rue Camnot, 92284 Suresnes Cedex, France.

JlaTa 0CTAHHBOTO Hepersiay.

Havanshuk Biaginy
3 PerynaTopHUX nuTaHb
Ta 3 ynpasniHHAa sKicTo

ITywneHko J1.b.



