3ATBEP/I’KEHO
Haxa3 MinicreperBa OXOpOHH
3a0poB’st YKpaiuu

No
Peecrpauiiine nocsiadeHHs
Ne
Ne

THCTPYKUIS

JJIst MeJIHYHOTI 0 3aCTOCYBAHHSH J]ixapcmcoro 33006}’

Jlaneypda 15 mr/6,14 mr (Lonsurfi 15 mg/6.14 mg)
Jlancypda 20 mr/8,19 mr (Lonsurfs 20 mg/8.19 mg)

Cknao:

oitoui pevosunu: tTpudypuaud (trifluridine)/Tunipanua (tipiracil):

Jlascypd 15 mr/6.14 mr: 1 tabnerka mictuTh 15 Mr Tpudaypuausy ta 6,14 Mr tunipauuiy (y
BUrIsAAi 7,065 Mr TUnipauuay ripoxaopuay);

Jaucypd 20 mr/8.19 mr: 1 Tabnerka mictuth 20 Mr Tpudrypuauny ta 8,19 Mr tunipawuainy (y
Burnsai 9.420 Mr Tumipanuay riipoxIopuay):

QONOMIJICHT peyosuHY.; NAKTO3W MOHOTIAPAT, KPOXMaslb NPEeKeNaTHHI30BaHUH (KyKYpYyA3sHUM),
KHMCJIOTa CTeapuHOBa;

miBkoBa 060NOHKa s Tabnerok 1o 15 mr/6,14 mr: rinpomenosa, maxporon (8000), Turany
nioxeun (E 171), marHito creapar,

miBkoBa oGosoHKa s Tabnerok 1o 20 mr/8,19 mr: rinpomenosa, maxporoa (8000), turany
niokeun (E 171), 3aniza oxcun yepsonuit (E 172), marnito creapar;

YOPHUIIO CIPOTO KONBOPY /Ul HAHECEHHs MapKyBaHHs: LiejaK, 3aliza oxcua depsonuit (E 172).
3aniza okeua koetii (E 172), turany nmiokcun (E 171), imgurokapmidy amoMmiHieBHH Jak
(E 132), Bick kapHayOChKHH, TaJIbK.

Jlikapeska ¢popma. TaGneTkn, BKPUTI MI1iBKOBOIO 000I0HKOIO.

Ocnogni hizuxo-ximivni eracmugocmi.

Jlancypd 15 Mr/6.14 Mr: asoonykia Tabnerka Kpyrioi ()opMH, BKPHTaA IUTIBKOBOIO 000JOHKOIO
6inoro kosbOpy, 3 MapkyBaHHsSM «15» Ha ogHomy Oomi i «102» Ta «15 mg» — Ha iHmOMY,
HaAHECEHHUM CipHMH YOPHHUIIAMH,

Jlancypd 20 mr/8.19 mr: asoomnykiia Tabnerka Kpyriioi GopMH, BKpUTa MIIBKOBOK 000JOHKOK
6n1i10-4epBOHOIO KONLOPY, 3 MapKyBaHHAM «20» Ha ogHOoMy Oomi i «102» Ta «20 mg» — Ha
IHIIOMY, HAHECEHUM CipMMH YOPHHJIAMH,

dapmakorepaneBTH4YHA rpyna. AHTHHeorUuactuyuHi 3acobu, antumerabomiti. Kox ATX
LO1BC59.

Dapmarkono2ivni eracmusocmi.

Dapmarodunamira.

Mexanizm ail. Jo cknany Jlancypdy BXOAMTH aHTHHEOIUIACTHYHHN TUMIIMHOBHH aHajaor
Hykiaeosuay — Tpuduiypuaud Ta iHriditop tumizmapocdopunasu (TPase) — Tumipanmmy
rigpoxJjopuz y moisipiomy cnipinnomenni 1:0.5 (macoBe cniBpignowmenns 1:0,471). Ilicna
NPOHHKHEHHS B PaKoBi KIITHHH TpHQIypHIHH (POCHOPUIIOETHCS THUMIAMHKIHA3010, IOTIM
MeTabomi3yeTbess B KIiTHHax y cyOcrpar ae3okcupuOonykneinoBoi kucnoru (JHK) Ta
BOynoByeThest Oesnocepennbo B JIHK, Takum umHom nopymye ¢ynkuiro JIHK ta 3anoGirae
npomidepanii kmitun, Ilpore, micns nepopaibHOrO 3acTOCYBaHHS TPUQIYPHAHH MIBHAKO
posmazaeThes mig mielo TumiauHdocdopunazum Ta mBHIKO MeTabonidyerbcs. Uepes me 10
cKIlamy rpenapary Oyso BKJIIOYeHO iHriGitop TuminuHochopusasu, THIipanuty riIpoXI0pui.
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V xoii AOKIHIYHEX AOCTDKeHb KOMOiHamis TPU(GIYPHAMHY Ta THNIpALMIY TiAPOXJIOPHAY
NPOJAEMOHCTpYBala  NPOTHMYXJAMHHY A0 1O  BiIHOWEHHIO [0  KIITHHHHX NiHi#
KOJIOPEKTATIBHOTO PaKy. sK YyTIMBHX 10 S-¢ropypammny (5-FU), Tak i CTIHKMX 10 HBOTO.
LluroTokenuna Ais koMmGinauii TpHQIYpUAMHY Ta THIIPALUATY TiIPOXJIOPHIY BIIHOCHO 0
JEKIIBKOX KCCHOTPAHCILIAHTATIB TYXJIMHH JIOAUHA Mac BUCOKHMIl PiBEHb KOPESLl 13 KiIbKICTIO
tpudpaypuanny, BOyaosasoro y JHK. Lle 103Bossie 3po0HTH BMCHOBOK, 1O 1€ i € OCHOBHHI
MeXaHi3M Aii.

dapmaxonuuamiuni _edektd. V Xomi BiKPUTOro MOCHIUKEHHS 3a YYacTiO NAIU€HTIB i3
MOLIMPEHNMH COJTIIHMME MyX/IHHAMH HE BiJ3HAYANOCs KIiHIYHO 3HAYYLIOro BILIMBY Jlancypdy
na nonosxenHs QT/QTc inTepBanry nopiBHIHO 3 IUIALEDO.

Kiiniuna edexruBuicts i Oe3nmexa. Knimiuma edexrusricts i mpodims Gesnexu Jlancypdy
OLiHIOBAMMCS B XOAI MIKHAPOJHOTO, PaHIOMI30BAHOro, TOABIHHO ciinoro, Tanebo-
xoHTpossoBanoro pociimkenns 111 gasn (RECOURSE) 3a yyacTio NaIi€HTIB i3 METACTATHIHUM
KOJIOPEKTATbHUM PAKOM, SIKi paHillle OTPEMYBAN JTiKyBaHHs 11bOT0 3aXBOproBaHHs1. I1epBHHHOIO
KIHLIEBOIO TOUKOIO eexTuBHOCTI Oyia 3aranbHa BukuBaHicTs (OS), a BTOPHHHAMH KiHLEBHMH
ToYyKamMH e)eKTHBHOCTI Oy/M BHKMBaHICTh Ge3 mporpecysanHs 3axpoprosanns (PFS), nokasHuk
saranapHoi Biamosiai (ORR) Ta mokasuuk kontpomo 3axsopioBanas (DCR). 3aramom Oyio
paniomizoano 800 nauienTis y cniBBiaHomeHHi 2:1: onHa rpyna (534 yyacHUKH) OTpUMYBaia
Jlancypd) Ta onTMMAnBHY MiATPUMYIOYY Tepamiio, a iHma (266 yuachuki) — mniaunedo Ta
onTUMaisHy miarpumytody teparito (OI1T). }Zlosa Jlancyp@y BusHavanacs 3 ypaxysauusm [T
i BeIMUMHH TOYATKOBOi /03K 35 Mr/mM°/mosy. Ilamientd npuiitMaiu npenaparfnnaueﬁo
NepopaNbHO JBiui Ha 706y, mMicas paHKOBOi Ta BEYipHBOI 1M, YHPOMOBX 5 AHIB THXKHS i3
2-JIEHHOIO TepepBOI0, NpOTATOM 2 THXKHIB, IcHs SKHX HACTymana mepepsa y JiKyBaHHI
tpuBanictio 14 muip. Taka cxema IiKyBaHHs 3acTOCOBYBanach KoxHi 4 mwokai. IlamienTtn
NPOJOBKYBATH TIKYBaHHS 710 TIOSBH TIPOTPECii 3aXBOPIOBAHHS a00 BUHUKHEHHS HENPHHHSATHOI
TOKCHYHOCTi  (1uB. po3ain «Cnoci® 3acrocyBaHHs Ta J03u»). Ilpoine panaomi3oBaHHX
nanienTis (800 yuacHHKIB): Me/iaHa BiKy cTaHOBMIa 63 poxu, 61 % cTaHOBMIIM YOJIOBIKH, 58 %0
HATEKATH 10 €BpomeoinHoi pacu, 35 % a0 MoHronoiaHoi (asiatu) ta 1% 10 HerpoiaHoi
(adypoamepukanIi) pac; npu 1LOMY BUXiAHUA QyHKUioHaMbHEI cTaTyc (PS) 32 mkanoo CXiaHoi
006’ eananoi onxonoriunoi rpynu (ECOG) Beix nauientis OyB 0 aGo 1. [lepBMHHMM OCEPEAKOM
3axBoproBanHs Oyiu ToBcTa KHika (62 %) abo npama kumka (38 %). Ha MOMEHT BKIIOYECHHS
10 nocniukenns crarye rena KRAS 6ys ato quxnM (49 %). abo myrantauMm (51 %). Cepenne
YHENI0 MONEPEAHIX Niniif Tepanii MeTacTaTHYHOTO 3aXBOPIOBAHHS CTAHOBMIIO 3. YCiM nauieHTam
nonepeaHbo MPOBOAWIACS XiMioTepamisi Ha OCHOBI (TopmipuMiamHy, okcaminnaTudy abo
ipuHoTekany. Yci, 3a BUHATKOM | mamieHTa, oTpuMmyBanu OeBauusymad, a Takok yci, OKpim
2 manieHTiB i3 nyxaMHam#e i3 aukuM TumnoM reHa KRAS, orpumyBanu nasitymymad abo
neTykeumab. 3 Touxku 30py AeMorpadiuHuX 1 BUXIJHHX XapaKTepHUCTUK 3aXBOPIOBAHHS 2 IPynH
niKkyBaHHS OynH 3icTaBHMMH. 3a pe3yibTaTaMH aHanizy AaHuX 3aranbHoi Bmkusanocti (OS),
OTPHMAHHX B XOAi pociimkenHs, (72 % sumaaki (574 nauientn)) Oyno AOBEACHO KIiHIYHO
3Hauylly Ta CTAaTHCTHYHO JOCTOBipHY nepesary Jlancypdy B xomOiHauii 3 OnTHMaIbHOIO
niarpumyiouoro tepamieo (OINIT) mono BHIKMBAHOCTI TALIEHTIB MOPIBHAHO 10 Iuianebo B
koMOiHALIT 3 ONTHMAIBHOIO MiATPEMYIOUOIO Tepamniero (Bianocuuit pusuk (HR): 0,68: nosipunii
inrepsan (CI) 95 % [AI] [Bia 0.58 ao 0.81]; p<0,0001) Ta Mexiana 3aranbHOi BMKHBAHOCTI
cragoBuna 7.1 micauiB mopiBHsHO 3 5,3 MicsAuiB, BIANOBIZHO, @ TNOKA3HUKK 1-piuHOf
BHIKHMBAHOCTI CTAHOBMJIM BianosinHo 26,6 % Tta 17.6 %. Y nauienTis, ski orpumysany Jlancypd
i ONTHMAJbHY MATPHUMYIOYY Tepamilo. NOKa3HHKH BHIKHBAaHOCTI 0€3 mporpecyBaHHs
3aXBOPIOBAHHS OyJIM JIOCTOBIPHO Kpaummu (BixsocHui pusuk: 0,48; 95 % JII [Bin 0.41 no 0,57];
p <0.0001 (aus. Tabauwo 1).




Ta6muus 1: PesyasTaTi ouinkn eeKTHBHOCTI 32 Pe3y/IbTATAMH KAIHIYHOT0 A0CTIIKeH S T dasn

(RECOURSE)
Jlaneypd + ONT Inauedo + ONT
(N =534) (N =266)
3aranbua BiHBanicrs (08)
KinbkicTs netansHux Bunaakis, N (%) 364 (68.2) 210 (78.9)
Meniana OS (micsiuis)* [95 % JIIT° 7.1 6.5, 7.8] 5.3 [4.6, 6.0]

Binxochuit pusik [95% 1]

0,68 [0.58, 0.81]

P-3nauenns”

<0,0001 (1-cTOpOHHE Ta 2-CTOPOHHE)

Buzkusanicts 03 nporpecysanns saxsopiogains (PFS)

KinbkicTh BUNAAKIB NporpecyBaHHs ado

netansHUX Bunankis, N (%)

472 (88.4)

251 (94.4)

Meniana PFS (micsauis)* [95 % [1]°

2,0[1,9,2,1]

1,7 [1,7, 1.8]

Binuochnii pusuk [95 % 1]

0,48 [0,41, 0,57]

P-3Hauenus” <0,0001 (1-CTOPOHHE Ta 2-CTOPOHHE)

* Ouinka meroziom Kanaana-Meiicpa

" Meroaoioris Bpykmeiicpa ta Kpay.i

® Crparudpikosanuit 1or-panrosuit reer (erparn: crarye rena KRAS, wac sia diarnocerysanns nepuioro Meracrasy. perion)
Pe3y/bTaTH OHOBJIEHOTO AaHAMI3y 3aralbHOi BIDKMBAHOCTI. TNpOBENEHOro 3a jaHuMu 89 %
(712 naiieHTiB) BANAKIB. MiATBEPIMIN KIHIYHO 3HAUYLIY T4 CTATHCTHYHO OCTOBIPHY IepeBary
Jlancypdy B xomGinanii 3 onTumansHO0 mixTpumyiodoro Tepariero (OINT) monxo BxuBaHOCTI
NMALGEHTIB NOPIBHAHO 70 Tanedo B KoMOiHAUil 3 ONTHMATBHOIO ITITPHMYIOUO TEpartieio
(BimHocHmii pusnk: 0,69: 95 % I [Bix 0,59 mo 0.81]; p < 0,0001) Ta MeziaHa 3arabHOl BUKMBAHOCTI
craHoBUNa 7.2 MiCALIB MOPIBHAHO 3 5,2 MiCAI{B, BiATNOBIIHO, a MOKA3HMKM 1-piuHOi BHJKHABAHOCTI
CTAHOBWIH BianoBimHo 27.1 % Ta 16,6 %. AHaii3 qaHux mpojeMoHCTpyBas nepesard Jlancypdy 3a
NMOKA3HMUKAMH 3araibHOl BIVKMBAHOCTI Ta BIXKMBAHOCTI G€3 MPOrpecyBaHHs 3aXBOPIOBAHHA B YCIX
[ONEPe/IHbO  BU3HAUEHMX IArPYNax, y TOMY WYHCI 3a pacolo, perioHoM reorpadiutoro
PO3TALIyBAHHS, BIKOM (< 65; > 65), cTarTio, (pyHKIioHATEHUM cTaTycoM 3a wikanow ECOG, crarycom
reda KRAS. yacoM i3 MOMEHTY JarHOCTYBaHHs IICPIIOTO METAacTasy, KiJbKICTIO METaCTaTHIHMX
ocepeiKiB Ta IEPBHHHMM NyXJMHHMM ocepeskom. [lepesarn Jlancypdy 3a mnoxasHukamu
BIDKMBAHOCTI 30epiraiies npH aHali3i JaHuX 3a BeiMa BIMBAMH NPOTHOCTHYHUMH (pakTopamu, a
came, 4acoM i3 MOMEHTY JiarHOCTYBaHHs NEpLIOro Meracrasy, (YHKIIOHAIBHMM CTaTycoM 3a
mxatoro ECOG Ta KinbKicTIO MeTacTaTH4HKUX ocepelkis (BigHocHui pusuk: 0.69; 95 % I [Bix 0.58
a0 0.81]). Illictaecsr omuu Bimcotok (61 %. 485 yyacHMKIB) BCIX pPaHJIOMi30BaHMX MALEHTIB
OTPUMYBAB (DTOPIIPUMIJIMH B SIKOCTI OCHOBH IIONEPeAHBOI Tepamil, MNpH3HAYeHol iM Inepex
paHzoMizauiero, Ta B 455 3 Hux (94 %) Ha Toii yac BiA3Ha4anach pe)pakTepHiCTh 0 (TOpHipUMiINHY.
IlepeBaru Jlancypdy 3a nokazHMKaMy 3araibHOl BHXKMBAHOCTI 30epiranmcs 1 cepel UMX Nalli€HTiB
(BimHocHuit pusuk: 0,75. 95% [I [Bin 0.59 no 0.94]). Cepen ycix paHIOMi30BaHMX NALEHTIB
BiciMHaATh BificoTKiB (18 %, 144 yyacHuku) 10 paHaomisauii orpumysanu peropadenio. [l miel
rpynu  nauieHTiB  JlaHcypd Takoxk TNpOAEMOHCTpYBAaB MEpeBaru 3a [OKAa3HUKAMH 3aralbHOI
BikuBaHoCTi (BimHOCHMH pu3uk: 0.69, 95 % I [Bia 0.45 no 1.05]). Leii edekT BiasHadascs Takox y
rpymi namieHTiB. ki pasiile He orpuMyBaiu peropadenit (BiaHocHuit pusuk: 0,69, 95 % I [Bin 0,57
1o 0.83]). Tloka3sHHMK KOHTPOMIO 3axXBOPIOBaHHsA (IIOBHA BIiANOBiAb, 4YacTKOBA BLINOBIAL a0
crabimizanis 3axBopioBaHHs) OyB 3HAUHO BMINMM Y MalieHTIB, sKi 3actocoByBanu Jlancypd (44 %
nopiusiHo 3 16%, p < 0,0001). JlikyBauus Jlancypdom y xomOiHamii 3 ONTHMAIBHOIO
NIATPUMYIOUOKO TEpari€lo TPHU3BEIO IO CTAaTUCTHYHO JIOCTOBIPHOTO [TOJOBXEHHsSI MOKAa3HMKa
¢ynkiionansHoro crarycy (PS) <2 mopiBHsHO 3 rpymnoio, 1o OTpuMyBasa mialedo B KoMOiHawii 3
ONTUMANBLHOIO MIATPUMYIOHOIO Teparnieto. Meiana yacy 0 AOCArHeHHs nokasHuka PS > 2 y rpymi
mikysadHs Jlancypdom i rpyni muanebo craHoBWiA BimmosigHo 5.7 micsumiB 1 4.0 micsaui i3
IMOKa3HUKOM BitHOCHOTO pusuky 0.66 (95 % I: [0.56. 0.78]). p <0.0001).

[TanienTH JiTHLOrO Biky. KinbKicTs 1aHHX. OTPHMaHKX Y NaIieHTiB BikoM 75-84 pokis (60 ocif).
¢ oomexenoro. Y mociimxerni RECOURSE i pocnimkenni 2 ¢asu, nposeaeHoMy B SAnowii, He
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OpaB yyacTi oJeH mauieHT BikoM 835 pokis abo crapuue. V nauienTis BikoM < 65 pokiB i
> 65 poxis edext Jlancypdy Ha NOKa3HUKH 3arajbHOI BHKHBAHOCTI OyB MOIOHMM.
Dapmaroxinemura.
BemokTyBanus. [lpu  mepopaisHoMy —3actocyBamni Jlameypdy i3 [MC]-T}JH(])IIypHﬂHHOM
abcopOyBaiocsi LloHaiMeHuie 57 % BBEACHOTO TpHC])'IVpHI!.HHy i Tineka 3 % r1 HIfHATOI 103U
BuBOIIOCS Yepes (ekanii. TIpu mepopaibHomy 3actocysansi Jlancypdy i3 [ CJ-runipaunny
rinpox;opuoM aGeopOysanocs moHaiivenine 27 % BBEACHOTO THITIpaLiy rigpoxmnopuny. i 50 %
3arajabHOI pamoalcmnﬂm 1031 6yJ10 BUSABJIEHO Y (heKasisx, 3 4Oro MOXHa 3poOHTH BHCHOBOK. LIO
abcopbuis Tunipawty TiAPOXIOPHIY B ULTYHKOBO-KHLUKOBOMY tpakti € nowmipHowo. [licis
onHokparHoro npuitomy Jlancypdy (B 1031 35 Mr/m?) y Nali€HTiB 13 MOUTHPEHHMA COJITHUMH
MyXJIMHAMH cepemn IOKA3HHKH Yacy [0 MikoBOi KOHLEHTpauil B miasMi (tmax) TPHQIYpUIHHY
Ta THNIpalMIy TiAPOXJIOPUIY CTAHOBHIH NPHOMM3HO 2 Ta 3 rOAMHH BIANOBIIHO. 3a
pe3yapTaTaMu (])apmalcoxmemqﬂoro (PK) ananisy AaH#X, OTPUMAHHX Micis oaraTopaaosoro
3acmcyaamm Jlancypdy (35 Mr/M’ /no3y. nBiui Ha A0OY MPOTAroM 5 JHIB HA THXKACHDB i3
2-JIeHHOIO TIEPePBOIO  YNPOJIOBXK 2 THXKHIB, IMicas SKUX HacTynana mnepepsa y .TIlI(yBaHHl
TpuBanicTiO 14 nHIB; Taka cxema JiKyBaHHs 3aCTOCOBYBalach KOJKHI 4TH)KH1) rIoma Iij
KPUBOIO «KOHIEHTpaulis — yacy Bia 0 g0 ocranuboi BuMipiosanoi koHuenTpauii (AUCo.jaq) 1A
tpudaypuauny Gyma npubauzHo BTpudi Ginbmolo i MakcumambHa KoHUeHTpauis (Cpa) Oyia
npubmM3HO BABiui OGinbwoio micas Gararopasosoro 3actocysanus Jlancypdy ([ensb 12
Kypey 1). mix micns ommokparroro mpuitomy ([enb 1 Kypey 1). Onxax, npu mociiIoBHHX
Kypeax sactocypanns Jlancypdy ([enb 12 KypciB2 Ta 3) He Bim3Hayanocs akyMmyJsiii
THNIPALAIY  TiAPOXJIOPHAY. @ TaKoXkK MOJaIbIIO] axyuy'mui'l' tpudunypuauny. Ilicis
Gararopaszosoro 3acrocyBanus Jlancypdy (B 1031 35 MrfM“f,uozy nBiui Ha g00y) y MamieHTiB i3
MOIIMPEHHMH COJIIHUMH TyXJIMHAMH Cepe/Hi MOKa3HHKH Hacy 0 MNiKOBOi KOHILEHTpauii B
mnasmi (tyay) TPUQIYPHANHY Ta TUMIPALKIY TiAPOXIOPULY CTAHOBHIIM NPUOIHM3HO 2 FOHHH Ta
3 roAMHY BIANOBIIHO.
Brous  THnmipanuiay  riApOXJIOPHAY. I'ipH 0JIHOKPAaTHOMY 3aCT00yBaHHi Jlancypdy
(35 Mr/™M*/mo3y) ccpcnmn noka3sHuK AUCq.jast 1 Cmax Ul TpuQIypuausy 301abmuincs y 37 ta
22 pasu  BIANOBIAHO 31  3MEHUICHOIO BapiaGeNpHICTIO TNOPIBHSHO [0  3aCTOCYBaHHS
TpudIypHaAMHY Y MOHOTEpanii (35 Mr/M/1103y).
Brums ixi. I[lpm opHoxparsHomy 3actocysanni Jlancypdy B 1031 35 mr/M® 14 nauientam i3
COJIIHMMH IyXJIMHAMH I1iCJIsi CTAHAAPTHOTO NPUHOMY BHCOKOKAIOPIIfHOI 1Ki 3 BUCOKHM BMICTOM
XKUPIB, IUIOMIA I KpuBOKO «KoHueHTpauis-uacy (AUC) mns tpudunypuausy He 3MiHMiacs, a
nokasHUKH Cphae Tpubmypumuny, Cpo T@ AUC ans Tunmipamuiy riapoXJOpHAY 3HH3HIINCH
npuOIN3HO Ha 40 % MOPIBHIHO 3 MOKA3HHKAMM, OTPUMAHMMM TIPH 3aCTOCYBAHHI Npenapary HaTule.
YV xozi kninidHnx gociaipkens npuiiom Jlancypdy Bindysascs yepes 1 roauHy ITicis 3aBepIUCHHS
PAHKOBOI'O T4 BeUipHBOro rpuitomie ki (auB. po3ain «Cnocib 3acTocyBaHHS Ta JI031»).
Posnozin. 38’ s3yBanns Tpu(IypuanHy 3 OlKaMu N1a3MH JIIOJMHK CTAHOBHIIO NOHaN 96 %, npu
1bOMY TpH(ITYPHANHE 3B A3yBaBCs FOJIOBHUM YHHOM 13 albOYMIHOM CHPOBATKH KPOBI JIOJMHHU.
3B’sA3yBaHHA THIIpPAIMIY TiAPOXJIOPHAY 3 61311(aMH miasMi craHoBuio MeHwe 8 %. [licns
OZIHOKpaTHOro 3actocyBauns Jlancypdy (35 Mr/m®) B mamientis i3 MOUIMPEHHMHU COJITHUMU
nyxjauHamu, ysBHHH 06°em posnoainy (VA/F) tpudnypuauny i tunipaumiay rigpoxiopuay
cTaHoBUB 21 11 Ta 333 11 BiANOBIHO.
biorpancdopmanis. ¥ npoueci mMerabonizmy Tpu(IypuAHH TOJIOBHHM YHWHOM BHBOAMBCH 34
JIONOMOT0K0 TUMiHH(OChopHIasy, (opMyoud HEaKTHBHHIT MeTadouiT, S-[TpudTopomerni]
ypauui. AGcopboBanuit TpudaypuauH MerabosidyBaBcs Ta BHAUIABCA Yy cedy Yy BHIVISAI
i3omepiB S-[TpudropomMeThi] ypauuay Ta rIOKypoHiay TpHGIypHanHy. Takox 0yi0 BUSBIECHO
iHmi He3HauyHi MeTabomiTH. S-kapOokcuypaumn Ta S-kapOOKCH-2’-1€30KCHYPUIMH, ane IXHiH
piBeHb y muasmi Ta ceui OyB Jyxe HM3bKAM a00 ocTaToOMHMM. THmipaluIy TiZpoxJIOpuil He
merabouizyBaBest y (pakuii S9 nediHku moauHM ado B 3aMOPOXKEHHMX TIENaTOUMTaXx JIHOAMHH.
Tunipaumny rigpoxiaopua GyB OCHOBHUM KOMIIOHEHTOM. @ G-TiAPOKCHMETHIIypali OyB OCHOBHHM
MeTaboIiTOM V T1a3Mi KpoBl. ceui Ta (heKasisx JTOAHHH.




Bupesenns. [licns GaratopasoBoro 3actocysanns Jlancypdy y pekomenzmoBaHiii 103i Ta cxemi
niKyBaHHs cepeHiil mepion HaniBBuBeaeHns (ty2) Tpudaypumny y Jens 1 Kypey 1 ta Jlens 12
Kypey 1 cramosus 1.4 Tta 2.1 romuun. simnosigno. Cepeisi NMOKasHMKH tjp IS THIipaLuiy
rizpoxsiopuay B Hdens 1 Kypey 1 ta Jlens 12 Kypey 1 cranosuim 2.1 Ta 2.4 roauHu, BiANOBIIHO.
[Ticns ommoxpatnoro 3acrocysamis Jlancypdy (35 Mr/M°) y nNauieHTiB 3 HOMMPEHHMH
CONIIHMMH TyXJAMHAMH TMOKa3HMKM KiipeHcy mnpu mnepopansHomy npuifomi (CL/F) s
TpudaypuanHy i THnipanuay rigpoxnopuay cranosuan 10,5 Ta 109 a/roa. sinmosiamo. Ilicas
OJIHOKPATHOTO TEpPOpaNbHOro 3actocyBaHHs Jlancypdy 3 ["*C]-rpudaypuannom 3arambha
KYMYJISTHBHA EKCKpellis paaioakTuBHOT peyounn cranosmia 60 % six npuitaaroi n03u. bitsima
YaCTHHA PaTiOAKTHBHOI PEUOBHHH BHBOIMIAcs i3 ceueio (55 % no3m) mportaroM 24 roamH. a
BUBEICHHS 3 (eKalisiMM Ta TOBITPAM, LIO BHMXAETHCS, CTAHOBMIO MeHe 3 % B 000X
BUMazKax. ITic/st OJHOKPaTHOro InepopaibHoro sacrocyBanns Jlancypdy 3 ["C)-timipammy
TiIPOXJIOPHIOM KiIbKICTh BABEAEHOI PafioaKTHBHOI PedoBHHH cTaHOBHU/A 77 % BiJ NPHHHATOL
n03u. 27 % sxoi BuBoaunmcs i3 ceuero ta 50% i3 dexaniamu.

JliniiinicTs/HeninifigicTs. YV Xo4i AOCHIKEHHS. CHpsIMOBAHOrO Ha miadip no3u (Bix 15 1o
35 mr/m® aBiui Ha 706y), 6y710 NPOAEMOHCTPOBAHO TEHIEHILi A0 30iiblIEHHS IO Tia
KPHBOIO «dac-KoHIenTpauis» Bia gacy 0 g0 10 romus (AUC. o) s Tpudurypuauny y Oimbuiiii
Mipi. HiX ouikyBasocs Ipy 30LIbIICHH] J03K; NPOTE MOKA3HUKH KIIPEHCY MpPH MEepOpaibHOMY
npuitomi (CL/F) Ta o6’emy posnoainy (Vd/F) tpudaypuansy roioBHUM YHHOM Oyiu
HE3MIHHHMH IIPH 3aCTOCYBaHHI mpenapaty B ao3ax Bia 20 xo 35 Mmr/m. [HII XapakTepyuCTHKH
KOHLIEHTpail Tpu(IypuaAMHy Ta THIIpawUiy TiAPOXIOPHIY MPOAEMOHCTPYBAIM IPONOPLIKHY
3a/IeXKHICTh BIJl 71034 Npernapary.

DapMakoKiHETHKA B OCOOIMBIX KAaTEropisX MalieHTIB

Bik. crarh Ta paca. 3a pesyabraramu nomnyssiniiinoro ®K ananisy, He 0ys0 BHABICHO KJIIHIYHO
3HA4YIIOrO BIUIMBY BiKY, cTati abo pacu Ha (apMakoKiHETHKY Tpu(aypuauny abo THHipanuiy
TIPOXJIOpUAY.

Iopymenns ¢yukuii mupok. I3 533 yuacuukis nocrimkennss RECOURSE, sxi orpumysain
Jlancypd, y 306 (57 %) nauientiB ¢yukuis mHupox Oyma B Hopmi (CrCl>90 mu/xs.), 178
(33 %) nauienTis Oyiu 3 nopyieHHsM QyHKLUIT HUpok Jerkoro cryness (CrCl 60-89 mn/xs.) Ta
47 (9 %) — 3 nopyweHasM Qynxuii Hupok nomiproro cryness (CrCl 30-59 Mi/xB.), Ipu ULOMY
He Oy/j0 OTPUMAHO AaHMX CTOCOBHO 2 mauieHTiB. IlanieHTH i3 mopymeHHsM (yHKUII HHPOK
TSDKKOTO CTyNeHss He OyJiM BKJIOYEHI y JOCHipkeHHs. 3a pesyibTaTaMH HOIyJsLiiHOro
@K ananizy Oyyno BCTaHOBJIEHO, 10 KoHueHTpauis Jlancypdy y namieHTiB 3 nopylIeHHSIM
¢ynxuii Hupok jgerxoro crymnens (CrCl=60-89 mn/xB.) Oyna moaiGHOIO 10 KOHIEHTpalil y
naumieHTiB 3 HopMasibHOWO (yHkuicilo HUpok (CrCl> 90 ma/xB.). ¥ naui€HTIB 3 NOPYIICHHAM
¢Gynxuil Hupoxk nomipHoro crynens (CrCl = 30-59 ma/xB.) xonuentpauisi Jlancypgy Oyia
Oinpworo. Teopernuno pospaxosanui nokasHuk (CrCl) maB BHCOKY KoBapiaOenpHiCTb A
nepopaisHoro kiaipenca CL/F B 00ox KkiHIeBHX Mozensx TpU(IYPHAHHY Ta THIIpalnIy
rigpoxiopuay. Cepeanc sianomenHs nokasHukis AUC y nauieHTiB 3 nopyiueHHsM (QyHKLiT
HUPOK Jierkoro crymneHs (38 yyacHukiB) 1 nopyueHHsM (yHKIIT HUPOK MOMIPHOTO CTYNEHs
(16 yyacHMKIB) TIOPIBHSHO JI0 TOKa3HUKIB Nalli€HTIB i3 HOPManbHOK (YHKIIE HUPOK
(84 yuacuuku) cranosuno Bianosigno 1,31 ta 1.43 mnsa tpudaypuanny, i 1,34 ta 1,65 ans
THNipauuay riapoxaopuay. @apMakokiHeTuka Tpr(GIYPHANHY Ta THIIIPALMITY TIAPOXJIOPHIY HE
BMBYAJACs Y NALI€HTIB 13 MOpYMEHHAM (YHKUIT HUPOK THKKOro CTymeHs abo HUPKOBOIO
HEZIOCTATHICTIO B KiHLEBiH cTazii (auB. po3ain «OcodauBOCTI 3aCTOCYBaHHSAY).

[lopymenns ¢QyHkuii neuinku. 3a pesyapTatamu nomynsuifinoro @K ananizy 0Oyio
BCTAHOBJIEHO, 10 MOKa3HWUKH (yHKkuil newiHku, y Tomy umcii jgyxHa ¢ocdaraza (JID, 36-
2322 On/n), acnaprataminorpancdepasa (ACT, 11-197 On/n), ananinaminorpancgepasa (AJIT,
5-182 On/n) Ta 3aranbHui 6inipy6in (0,17-3,20 mr/an) He Manu 3HaYHOI KoBapiabenbHOCTI IS
@K napamerpis Tpudaypuauny abo tumipanmiy rigpoxiaopuay. byno BusiBieHo, 1m0 anbOymiH
CHPOBATKHM KPOBi 3Ha4HO BILIMBAE Ha KJipeHC TpH(IypHANHY 3 HEraTHBHOIO Kopelsiuiero. [pu
HU3bKMX TOKa3HUKax aisOyminy Bix 2.2 no 3.5 r/ul. BIONOBIMHI MOKAa3HUKH KIipeHcy
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konuBatoThest Bia 4.2 10 3.1 n/roa. Y cnenianbHOMY JOCHIKEHHI 3 BUBYCHHS (hapMaKOKiHETHKH
TpudTypHAMHY Ta TUIpALAILY TiIPOXIOPHIY 3a YYACTIO OHKOJIONYHMX MALICHTIB 3 NOPYIICHHSM
yHKiii neuinku nerkoro aGo momipHoro crymeHs (rpymn B i C BianosizHo 10 Kputepiis
Haujosansoro iscrutyry paky., CIIA) Ta nauientiB i3 HOPMaJbHOK (YHKII€IO NMEYiHKH HE
Bi3HAUANOCS KIIIHIYHO 3HAYYIIOI PI3HMLI y TOKA3HHKY CepelHbol KOHLeHTpauii. ¥ m'ati 3 6
TNAIEHTIB 3 TOpYIeHHsM (YHKUIT [e9iHKH TIOMIPHOrO CTYIeHs Ta y ABOX 3 8 NauieHTIB 3 rpynu
KOHTPOMIO CIOCTEpIiranocs mifBuieHHs pisug OutipyGiny 3 abo 4 crynens. Kopemsuii mix K
xapakrepuctukamu ta pisieM ACT Tta/abo 3aransHoro 0inipyOiHy B KpoBi aHi a7ist TpU(IypUanHY.
aHi JUIS  THIIPALMIY TiApoXJopuiay BerTanopneno He Oyno. CrmiBpimHomeHHs —rnepioay
HANIBBHREICHHS (1)) Ta AKyMYJISUil TpU(IYPUARHY 1 THITPAIITY TiAPOXJIOPHIY OyIH CXOKHMH
JUIsl TIALIEHTIB 3 nopyleHHsM (YHKIT nediHki NoMipHOro abo JIErKOTo CTYNEHs Ta NAIieHTiB i3
HOPMATLHOI (DYHKIICIO NeYiHKH. Y NalieHTiB 3 NOpYyIIEHHAM (YHKILT NEUiHKM JIErKOro CTyNeHs
noTpeGH B KOPUIYBaHHI NOYATKOBOI 71034 Hemae (auB. po3ain «Cnocid 3acTOCyBaHHS Ta JI03U»).
3actocoByBaty JlaHcyp() y NALIEHTIB 3 HASBHUM MEpel TIOYATKOM JIiKYBAHHS NOPYLIEHHAM (yHKIIT
NEeYiHKH MOMIpHOro abo TSHKKOIO CTYIEHS HE PEKOMEHIYEThCS Y 3B SI3KY i3 BHCOKOI 4acTOTOO
BUHHKHEHHS rinepOinipyGinemii 3 aGo 4 crymeHs y NauieHTiB 3 HasgBHUM IEPEJ M0YATKOM
NiKyBaHHSI TOpYIIEHHSIM (QYyHKUIi neyinku mnomipHoro crymens (auB. po3zain «OcoliamBocTi
3aCTOCYBaHHS» ).

lactpextomis. He 6yno moskiamBocti BuBuMTH BIutB ractpektomii Ha OK mapamerpn Ha
migcraBi nomynsuiiinoro ®OK anamisy, OCKiNBKM JHINe JeKinbka TnauieHTiB Oymu micis
racrpektomii (1 % Bix 3aranbHOl KITBKOCTI).

JlocnijukeHHst  jikapchkol  B3aemopii  in  vitro.  Tpudmypuamn €  cybcrparom
maminuadochopunasu. ane BiH He Merabomisyerbes umtoxpomoM P450 mommnn (CYP).
Tunipawuny rigpoxiopua He MeradomizyeThes aHi (pakuieio SO mnediHKM JHOAMHHU, aHi
3aMOPOJKEHMMH TenaTouuTamMH. PesynbTaTd [OCHLKEHb in Vilro cBig4aTh NpO Te, IIO
TpudIypUAKH, Tumipauuay rigpoxiaopua Tta  S-[Tpudpropomernn] ypauun (HEAKTHBHHH
meraboumiT Tpuaypuauny) He iHridye izopopmm mmroxpomy CYP (CYPIA2, CYP2AG6,
CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2EI1 ta CYP3A4/5). locnimkenus in
vitro nokasand, 1o TpuQIypHANH, THIIpaAWMIy riapoxjiopu i 5-[tpudropomernin] ypauun He
YHHWIM iHAyKUidHOT il Ha i30hopmu mwaToxpomy CYP1A2, CYP2B6 abo CYP3A4/5 moaunn.
Tomy He 0YiKYeThCs, O TPUQIYPUANH Ta THIIPALAIY TLAPOXJIOPHI MOXKYTh CIPHUHHHATH abo
BCTYIIMTH Y CYTTEBY JIKapChKy B3a€MOJilo, onocepeakosany izopopmamu muroxpomy CYP. V
AOCIIDKSHH] in Vifro OoLiHIOBaIH abcopOuilo TpudyuiypHauHy Ta THINpALuIy TiAPOXJIOpHAy Ta iX
BIUIMB Ha edunokcHi TpaHcnoprep (tpudnypumus i3 MDRI1, OATPIBI1, OATPIB3 ta BCRP;
tunipauuny rigpoxyopun i3 OATI1, OAT3, OCT2. MATEL, MDRI1 ta BCRP). 3a nanumu
JOCHKEHHS in vifro, ani TpuuypuanuH, aHi THHipauwiy rigpoxnopua He Oymu iHriditopamu
abcopbuii abo cyberparamu ia eIIIOKCHHX TPAHCIIOPTEPIB, 38 BHHATKOM TpaHcnoprepis OCT2 1
MATEI. B ymoBax in vitro tanipauwty rizpoxiaopua iHridysas tpancnoprepy OCT2 i MATEL,
ajle Npy KOHUEHTpalisX. 3HA4YHO BHIUMX 3a KOHLEHTpauUilo B IutasMi KpoBi MOAMHH Cpa B
PIBHOB)KHOMY cTaHi. Tomy. ManoiiMOBIPHO. IO 1Ll PEUOBHHA MOYKE CHPHUYHHHTH B3aEMOJIIO 3
IHIIMMHM JIIKQpChbKMMHM 3aco0aMi MPH 3aCTOCYBaHHI B PEKOMEHIOBAaHMX J103aX uepe3 iHriOyBaHHs
tpancrioprepiB OCT2 i MATEL. Iepenecenns turipauuny riapoxnopuay tpancrnoprepamu OCT2 i
MATE] moxe Oyt nopymeHo npM OJHOYACHOMY 3acTocyBaHHI Jlancypdy 3 inribitopamu
tpancnoprepiB OCT2 i MATEL.

3B’s30K MK (apMakokiHeTHKOIO Ta (dapmakomnHamikor. EdexTuBHicTh 1 npodins Oesnexn
Jlancypdy nopiBHIOBaJM MK TpynaMH 3 BHCOKOIO (> MeaiaHM) Ta 3 HH3bKOIO (< MeniaHH)
KOHIIEHTpaui€lo Ha migcrasi cepeanix 3Havens AUC nns tpudnypuauny. IlokasHuk 3araabHoT
BIDKMBAHOCTI BUSBHBCS KpallMM B rpymni 3 0inbmon BenuuuHo AUC nopiBHSHO 10 Ipynu 3
MeHmow BenuunHo AUC (cepeaHi NMOKasHUKH 3aralbHOT BH/KMBAHOCTI cTaHoBMiM 9,3 Ta
8.1 micsuiB. BianoBigHo). Ha eTani nmoaansuoro CrnocTepekeHHs NMOKa3HUKKH Oy/IM KpalluMmu B
ycix rpynax AUC nopiBHsHO 3 rpynoio miaanedo. Helftpornenis > 3 crynens BUHHKAIA YacTilne
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y rpyni 3 6inpmoro BeanunHow AUC tpuduypununy (47,8 %), MOPIBHSHO 3 FPYNOKO 3 MEHILOKO
sennunHo0 AUC tpudaypuauny (30.4 %).

Kainiuni xapakrepucTuky.

Hokrazanns.

Jlancypd noxasanmii ajisi JIKyBaHHs JOPOCINX TAI[€HTIB i3 METACTATHYHUM KOJIOPEKTAIbHHM
paKoM. sIKi paHillie IPOXOAuIH JiKyBaHHs a00 SIKHM He 0Ka3aHe 3aCTOCYBaHHs HaiBHHUX BUIIIB
Teparii, y ToMy uucIli XimMioTeparnii Ha OCHOBI (TOPIIpUMIiIHHY. OKCATIIIATHHY Ta IPUHOTEKAHY.
a Takox 3acrocysanus antiu-VEGF ta antu-EGFR 3acobiB.

Ipomunorazanna.
[inepuyT/MBICTh 10 AiI0UNX PedOBHH ab0 10 Oy/1b-sKOi J1ONOMIKHOI PEYOBHHH Nperapary.

B3aemodin 3 inwumu aikapcoKumu 3acodamu ma iHui 6uou 63acmooiii.

YV xozi jocniukeHb in vitro Oyj0 BCTAHOBJIEHO, 1O TPU(GIYPUIMH., TUIIpalUAIy TiAPOXIOPHA i
5-[rpudpropomernn] ypawn (FTY) He npurnidyBanu akTHBHICTS i30¢opm nutoxpomy P450 mommnu
(CYP). Jocnimxenus in vitro noxasand, mo Tpudiypuans, Tumipamty rigpoxiaopua i FTY ue
YHHHIM 1HAYKTHBHOI 1ii Ha i30dopmu muroxpomy P450 mommnu (uB. po3zin «PapMaKoKiHETHKA).
JIoC/IKEH s in Vifro TpOAEMOHCTPYBaIM, WO TPUQIYPHAMH € CyOCTpaToOM TPaHCIOPTEPiB
nyxineosuais CNT1, ENTI ta ENT2. Tomy, ciix Gyti oSepesKHHMH TIPH 3aCTOCYBAHHI JIKApChKHX
3aco0iB, SKi B3a€MOZIIOTH i3 IIMMH TpaHCHopTepaMy. TUMIpaTy riAPOXIOPUL € CyOCTPaToM JUis
tpancnoprepis OCT2 ta MATE], Tomy if0ro KoHUEHTpawis Mojke 30LIbLIyBaTHCh TIPH 3aCTOCYBaHHI
Jlancypdy omHouacHO 3 iHriditopamu tpancnoprepis OCT2 Ta MATEL.

Cnin 3 0GepekHICTIO 3aCTOCOBYBATH JIKAapchKi 3aco0H, $IKi € cyOcTpaTaMM THMiAMHKIHA3H
JIOIMHKA, HANpPHKIa, 3uAoByAuH. Taki jikapchbki 3acoOH IpH 3acTOCYBaHHI OJHOYAcHO 3
Jlancyppom MOXKYTh KOHKYpyBatH 3 eQektopoMm, TpU(IypHIMHOM, 3@ aKTHUBALIIO Yepes3
THMiMHKIHA3y. ToMy. 3aCTOCOBYIOUH TpPOTHBIPYCHI nikapceki 3acodu, ski € cybderparamu
TUMIJIMHKIHA3K JIIOJIMHK, CJIiJL TPOBOJAMTH KOHTPOJbL HA INPEIAMET MOMKIHBOIO 3HHIKEHHS
e(eKTUBHOCTI TMPOTUBIPYCHOrO Mpenapary, 1 pO3MJISHYTH MOJMIHMBICTH TEpexoay 0
3aCTOCYBAHHS albTEPHATHBHOIO MPOTHBIPYCHOTO 3ac00y, AKMii He € cy0CcTpaTOM THMIAMHKIHA3H
JIIOMHH, TAKOro SIK JaMiBYIMH, 3aJIbLMTA0IH, JH1aHO3HH Ta abaxaBip
(nuB. po3ain «DapMakoauHaMiKay).

Hesinomo, i Moske Jlancypd 3HMKyBaTH e)EeKTHBHICTH FTOPMOHAILHHX KOHTpAlenTHRIB., Tomy,
)KiHKaM. $IKI 3aCTOCOBYIOTh TOPMOHAIBHI KOHTPALENITHBH, CIiJI TaKOXX BHKOPHCTOBYBATH
Oap’epHi 3aco0M KOHTpallenii.

Ocoodnueocmi sacmocyeann,

Ipurnivenns Qynkuii kictkoBoro Mmo3ky. Jlancypd CcHpUuMHSIB NiABHMILEHHS YacTOTH
BUHMKHEHHs Mienocynpecil, y TOMy 4MCiai aHeMmil, HeWTponenii, Jeilikonenii Ta
tpomGouuTonenii. [ToBHuit ananiz KpoBi cnif MPOBOANTH M0 NOYATKY JIKYBaHHsl Ta, y pasi
HEOOXITHOCTI. 3 METOI0 KOHTPOJIO TOKCHYHOCTI, ajle He piJiiie HiX nepes MovyaTKoOM KOIKHOTO
Kypey niKyBaHHs. He cniil po3noudHaTH NMIKYBaHHs. SKIIO adCOMIOTHE YHCIO HEHTpodiniB
crasosuth < 1,5 % 10° /1, Kinbkicts TpomGounTi — < 75 x 10° /1 abo sKmo micas npoBeaeHHs
MONepeaHiX KypeiB JIIKyBaHHs y mailieHTa 30epira€TbCs HEreMaTosIoriyHa KIIHIYHO 3Haudyula
ToKcHuHicTh 3 abo 4 crynenst Tspkkocti. [licns nikyBanns Jlancypdom mnosizomisiiocs mnpo
BUIIAJIKH BUHUKHEHHS cepilo3Hux iH(exuii (aus. pos3ain «[lobiuni peakuii»). Bpaxosyrwouu Te,
110 OiNBLIICTD 13 HUX BiA3Ha4YanHcs Ha (POHI MpUrHiYeHHs (YHKUIT KICTKOBOTO MO3KY, €11 BECTH
peTeNbHUI HarsA/q 32 CTAHOM TAllEHTa Ta BXKMBATH BiANOBIIHMX 3aXOAIB 3TiIHO 3 KIIHIYHUMH
MOKa3aHHAMHM, TaKMX $K  3aCTOCYBAHHS  aHTHMIKpOOHMX  JiKapchkuX  3aco0iB  Ta
rpaHyJIOLUTAapHOro  KosloHiectumymolodoro (akropa (I'-KC®). VYV  xomi jgocmiukeHHs
RECOURSE 9,4 % nauienTip y rpyni JjikyBanHs Jlancypdom sacrocoBysaiu npenaparu I'-
KC® ronoBHUM YHHOM y TepaneBTHUHHX HLIAX.
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Toxcuunuii BIUIMB HAa LIIYHKOBO-KMINKOBHMII TpakT. Jlancypd 30inbiiyBaB 4acTOTY TOKCHYHHX
peakiiii 3 GOKy HILTyHKOBO-KHIUKOBOIO TPaKTy, y TOMY HHCHi HYZOTY. OIIOBaHHS Ta JIapeio.
Cu1i BeCTH peTebHHMi HArIA/ 32 NALIEHTAMH, Y AKHX PO3BHHYJIHCS HY/10Ta, OIOBAHHS, Alapes
Ta iHWi TOKCHYHI peakuii 3 GOKY HUIYHKOBO-KMIUKOBOTO TpPaKTy, i BiKMBaTH, 3riAHO 3
KIiHIUHAMM TTOKA3aHHSIMHA, BIANOBIAHUX IPOTUO/IIOBOTHMX. IPOTHAIAPEHHMX Ta IHIIHX 3aXO0MiB.
TAKUX SK BiJHOBIEHHsS BOAHO/eNeKTponiTHOro Ganancy B opraHismi. 3a HeoOXimHOCTI il
AMiHMTH 03yBaHHs (BimkmacTH mpuitom Ta/aGo 3HmsuTH 103y) (mus. posain «Cnocid
3aCTOCYBAHHS Ta J1031»).

[opyienss (yVHKIIT HHPOK. 3aCTOCOBYBATH Mpenapar y MAli€HTiB 3 HOPYILIEHHSM (QYHKLIT
HHPOK TSIKKOTO CTyMeHs ab0 3 HHPKOBOK HENOCTATHICTIO B KiHLeBiH ctazii (3 KiipeHCOM
kpearuniny (CrCl) <30 mu/xB. aGo HEOOXIAHICTIO NPOBEJEHHs Jianiy, BiANOBIAHO) HE
peKOMEH/IyeThest, ockimbku Jlancypd He JocimijukyBaBcs y il KaTeropii mnauieHTiB
(wB. posain «Dapmakokineruka»). Y MNaiieHTiB 3 NOPYMIEHHSM (YHKUi HUPOK MOMIPHOrO
crynens okkoeti (CrCl 30-59 mi/xs.) wactime (3 pisHuielo woHaliMenme 5 %) Bii3HA4AINCH
noGiuni peakiii 3 cTyneHs THKKOCTI Ta BULLE, Cepifo3Hi MoGiuHi peakuii i TAKMM nalieHTaM yacTiiue
BiIKJIATany 3acTOCYBAHHs Mpenapary Ta 3HIKYBAIM HOro 03y TNOPIBHAHO 3 MNali€HTaMH 3
HopManbHOIO (ynKuico HUpoK (CrCl > 90 mu/xB.) abo nauieHTamMy 3 NOpYIIEHHSM (QYHKUIT HUPOK
nerkoro crynens Tskkoeri (CrCl 60-89 mi/xs.). KpiM Toro, xoHueHTpauis Tpu(ypuauHy Ta
THIIPALIIIY B KPOBi MALEHTIB 3 NOpyleHHsM (QyHKUIT HEPOK TOMipHOro cTyneHs Oyna GibIon
HDK Y TAIIEHTIB 3 HOPMAIbHOK (YHKILEIO HUPOK abo 3 mopyeHHsM (yHKIIi HHPOK JErkoro
CTYTEHS TSKKOCTI (B, posain «PapMakokineTka»). Clijl yactilile KOHTPOMOBATH CTaH MALEHTIB
3 mopymeHHaM (YHKUil HHPOK MOMIPHOTO CTYMNEHsS HA NpPEAMET HASBHOCTI NeMaroOriuHHX
TOKCHYHHX PeaKILii.

[lopymenns QyHKii neuinku. He pekomeHayeTbes 3acTtocoByBaTé Jlancypd y mnaumieHTiB 3
HASBHUM TIEpeJl TOYaTKOM JIKYBAaHHS IOPYIICHHSM (YHKIHT NeyiHKH MoMipHOro ado THAKKOIO
crynedss (rpymu C i D Bianosimso mo xpurepiiB Hauionamsnoro incruryty paky, CIIA)
(mB. po3ain «PapMakoKiHETHKAR).

[Tporeinypist. PexoMenayeThesi BAKOHYBATH aHAII3H cedi 3a JIOOMOIOIO TECT-CMYKKH Ha NIpeiMeT
BUSIBJICHHA TPOTETHYPIT K JI0 MOYATKY, TaK 1 IPOTAroM nepioay jikyBaHHs (auB. po3ain «Ilobiuni
peaxiiin).

HenepenocuMicTh aakto3u. Jlancyp() mictuth jnakrosy. Ilaiientam i3 piakicHOIO craaKoBOIO
HeNepeHOCHMICTIO rajlakTo3u, HejgocratHicTio nakrasu Jlanma abo mansabcopOuieio rmoKo3u-
raJlakTO3H He CJIiZ] 3aCTOCOBYBATH L€ Mpenapar.

3acmocyeanna y nepiod ea2imuochii abo 200Y8aHHA 2pyooro.

XKiHKH penpoiayKTHBHOIO BiKY/KOHTpauemniis ais KiHOK Ta 4doioBikiB. Ha mixcrasi gaHumx,
OTPHMAaHHX 3a pesylbTaTaMH ,HOCHiIl}KeHL Ha TBapHHaXx, BBaacTbCA, 100 TpHCl)J'I)’pH,ZLHH MOIKE
YUHHUTH LIKIJUTHBY IO Ha IAIJ NPH 3aCTOCYBaHHI Y BariTHUX JKiHOK. JKiHKaMm chij 3anofiratu
BariTHOCTI MpoTAroMm JikyBaHHs Jlancypdowm ¥ ynpoox 6 MicsuiB no 3akiHYeHHi JiKyBaHHS.
ToMy. XIHKH penpoayKTHBHOIO BiKy NOBMHHI BHKOPHCTOBYBATH BHCOKOE(EKTHBHI 3aco0n
KoHTpauenuii mijg uac jikyBanHsi Jlancypdom 1 ynpomoBx 6 MiCsiB Micis NPUITHHEHHS
nikysanHs. Hapasi HeBizomo. un 3xathuii Jlancypd 3umxyBaTH e(eKTHBHICTH FOPMOHATBHHX
KOHTPALENTHBIB. 1 TOMY, JKiHKaM, SIKi 3aCTOCOBYIOTh TOPMOHAJIEHI KOHTpAlENTHBH, HEOOXiIHO
JI0aTKOBO KopHucTyBatucst Oap’epHuMu 3acobamu koHTpauenuii. YonoBiku 3 mapTHepKaMu
PENnpoJyKTHBHOTO BiKY TOBMHHI 3acTOCOBYBaTH e(eKTHBHI 3aco0M KOHTpauenuii npoTsrom
JIKYBAHHS 1 yIpoAoBiK 6 MicsIiB micsst HOro NpUITHHEHHS.

Baritnicts. Jlani mozao 3acrocyBaHHs Jlancypdy BariTHUMH kiHkamu BiacyTHi. BpaxoByroun
MeXaHi3M il mpenapary, iCHYIOTh NiJCTaBH BBaKaTH. 110 TPHU(IYPHAHH MOXKE CIOPHYHHHTH
BPOJUKEHI BaJl PO3BHUTKY IPHU 3aCTOCYBaHHI mia wac BaritHocti. JlocmizykeHHS Ha TBapuHAax
MPOAEMOHCTPYBAIN PENPOAYKTUBHY TOKCHYHICTb. JlaHcypd He ciia 3acToCOBYBaTH Iij 4ac
BariTHOCTI, 3a BUHITKOM BHUMNAJKIB, KOIM KIIHIYHMI CTaH O>KIHKM BHMarae JIiKYBaHHS
Jlancypdom.




Tonysanus rpyumo. Hesizomo. un nponnkac Jlancypd abo iforo metaboniTu B rpy/iHe MOJIOKO.
JlocTi/DKeH s HA TBAPMHAX MPOAEMOHCTPYBAIH, WO TPU(IIYPHANH, THHIPALMIY TiAPOXJIOPHIL
1a/abo TXHi MeTabONITH MPOHMKAIOTH Y TPYAHE MOJOKO. HEMOXKIMBO BUKIIOYHTH PH3HK UL
JUTHHA, [0 3HAXOMMTHCS Ha rpyAHOMY roaysansi. Ilix wac jikyBanns npenaparom Jlancypd
rOJlyBaHHs TPYJUIIO CITi/l IPHITUHUTH.

®eprunbHicTh. Jani mogo BwmBy Jlancyppy Ha (epTuiabHiCTh moauHM BiaCyTHI. Pesynbratn
JOCTi/PkeHb HA TBapMHAX HE BKa3yloTh Ha 3jartHicTh Jlancypdy BrumBatH Ha (epTHIBHICTD
40JI0BIKiB 200 JKIHOK.

30amuicmy enaueamu Ha MWEUOKICMb Peaxkwii npu KepyeanHi agmompaHcnopmom aoo
[HUUMU MEXAHIBMAMU.

Jlancypd Mae He3HauHMH BIUIMB HA 37AaTHICTH KepyBAaTH TPAHCTIOPTHHMM 3acodamu Ta
yrpaBisTH MexaHizmamu. I1ia yac niKyBaHHS MOXKYTh BUHMKHYTH BTOMA, 3alaMOpOYeHHs abo
He3ayxkanus (auB. pozain «ITo6iuni peakuiin).

Cnocio sacmocyeanns ma 0o3u.

Jlancyp) NOBHHEH NpU3HAYATHCS JHKApsMH. SIKI MAIOTh JIOCBiJl TPOBENCHHS MNPOTHILYX/IHHHOI
Teparil.

Croci6 3actocypanns. Jlancyp() npu3HadeH i Ulsl IEPOPAIBHOTO 3acToCyBaHHs. TabneTky ¢
npuiMaTH MPOTATOM | FOAMHHM TICHs 3aKiHYEHHsS PAaHKOBOTO UM BEUIPHBOTO MpHiomy ixi.
3aMABAIOYN CKIISTHKOIO BOJIN.

JlosyBauns. PexomenjoBaHa mouarkoBa Jo3a mnpenapaty Jlancypd aius mnepopaibHOro
3aCTOCYBAHHS Y JOPOCIHX IALIEHTIB CTAHOBHTD 35 Mr/M* 1Biui Ha 106y y aHi 3 1-ro no S-uii i 3
8-ro 1o 12-uit KokHOro 28-1€HHOT0 KYPCy, JI0KH BiI3HAYAETHCS KOPHCTH Bij JiKyBaHHS abo 10
BUHUKHEHHS HeNpHHATHO! TOKCHYHOCTI (JuB. po3ain «OcobauBoCcTi 3acrtocyBaHHs»). Jlosa
npenapaty BH3HAYA€ThCs 3 ypaxyBaHHsM mnony nosepxHi tina (III1T) (auB. Tabmuo 2). Jlo3a
npenapaty He nMoBHHHA niepeBuiyBatu 80 Mr/no3y. Skmo nputiom npenapary 0y10 MpOIYIEHO
abo 3aTPUMAaHO, MAli€HTY HE CJIiJl KOMIIEHCYBATH NPOIYIIEH] 03H.

Tabimus 2: Busnadenns no4aTKoBol 1034 nNpenapary 3 ypaxysauuam niomti nosepxui rina (ITT)

IMouarkosa l'll'l,T Jo3a B mr Kisnskicrs Tadierok Ha 103y 3arannbua pobosa
103a (m7) (aBiui na (asiui Ha 100y) no3a (mr)
R00Y) 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 85 ] 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

22,30 80 0 4 160

Perxomenoayii 3 koperyit 0ozyeanis. BpaxoBylouH iHAWBIAyalbHy NEPEHOCHMICTh Ta Npodiisb
Oesneku npenapary, MoOXKe€ BHHHUKHYTH HeoOXimHicTh Y kopekuii jo3u. Jl03BonsieThes
BUKOHYBAaTH He Oiiblie 3 3HWKeHb 031 10 MinimanbHOi no3u 20 mr/m’ asiui Ha nody. He
JI03BONISIETHCS MiJBMILYBAaTH 103y npenapary micas il 3HmOkeHHs. Y pasi BUHUKHEHHS
reMaToJIOriyHoi Ta/abo HereMaToNOTiYHOI TOKCHYHOCTI MaLi€HTaM CliJl AOTPUMYBATHCS
KPHTEpIiB nepepuBaHHs Ta BiJIHOBJIECHHS JiKyBaHHS i 3HMKEHHS /103U Ipenapary, 3a3HaueHnx y
Tabanuax 3, 4 Ta 5.




Tabanus 3:

Kpurepii nepepuBanus Ta BilHOBJICHHS JIKYBAHHS Y Pa3i BHHHKHEHHS

reMaTo 0T unol TOKCHUHOCTI, 0B 3207 3 MieIoeynpecielo

Iapamerp Kpurepii nepepnBanist JikyBaH s Kpurepii BiiHOB/IeHHS JIKYBAHHS*
Heitrpodinu <0.5 % 10" /n > 1,5 % 107 /n
TpomGouuTH <50 x 107 /n >75x 10” /n

# Kputepil BIAHOBIACHHS JIIKYBRHHA 30CTOCOBYIOTLCS HA MOMCHT HOYATKY HACTYIHOIO Kypey repanii 20 Beix nauienTis.
HE3AISHKHO Bi TOro. 4 Gyau 3aikconani kpuTepii nepepuBanus JikyBanis.

Ta6auns 4: Pexomenaauii moao 3vinn gosyeanns Jlancypdy y pasi po3sBHTKY reMaro.10ri4HuX Ta

HEreMaToJIOriYHIX NoGiMHuX peakuiii

IToGiuua peaxuin

Pexomenaauil 1010 3MinH 103yBaHus

Debpunbha HelATponeHis

HeiirponeHis (<0.5 % 10" /n) abo
TpombouMTOneHia (<235 x 10° /n) 4 cTynens 3a
knacudikauiero CTCAE*, wo npussena 1o
3aTPUMKM  TOYATKY ~ HacTYMHOro  Kypey
NKYBaHHS OiNbLI HDK HA | TUIKAEHD
Heremaronoriuna noGiuna peakuis 3 abo
4 crynens 3a  wiackndikauicio CTCAE: 3a
BHHATKOM HYA0TH Ta/abo OntoBaHHaA 3 CTyneHs,
WO MiANATLCA KOHTPOIO NPOTHONIOBOTHHMM
sacobamu, abo aiapesi, WO KOHTPOJNIOETHLCS
NpOTHAIAPEHHUMHM JIIKapCbKUMHU 3aco0amu

[lepepBati  3acTocyBaHHs  npenapary 10
3HWKEHHS TOKCHYHOI peakuii 10 1 ctynens ado
BUXIZHUX NOKa3HUKIB

[pn BiaHOBAEHHI JIKYBaHHA 3HH3BTE JA03Y
npenapaTty Ha S Mr/M>/103y BiA nonepeaHboi
BEIUUMHM (Tabnuus 5)

JlonycKacTbes 3HMIKEHHS /103U A0 MiHIMaabHOI
1031 20 Mr/m*/a03y aBiyi Ha n0GY.

He ninsuutyiite no3y npenaparty nicas i
3HUIKEHHS

* Baransii kpurepii TepMinoaorii noGIMHUX ABHLL

Tabanua 5: 3HmzKenust 1031 NpenapaTy 3 ypaxyBauusm miomi nosepxni riaa (IITIT)

3HuKeHA nmnT Ho3a B Mr Kinskicrs Tabjierox na a03y 3araasbua j000Ba
no3a (m%) (aBivi na (aBiui na 700y) posa (mr)
2905 15 /6,14 mr | 20 Mr/8,19 mr
1-nii piBenn 3umxenns 103n: 3 35 mr/v’ a0 30 mr/v’
30 mr/vw’ < 1,09 30 2 0 60
1,09 - 1,24 35 1 ] 70
1,25 -1.39 40 0 2 80
1.40 — 1.54 45 3 0 90
1,55 - 1.69 50 2 ] 100
1,70 - 1.94 55 1 2 110
1,95 -2,09 60 0 3 120
2,10-2.28 65 3 ] 130
> 2,29 70 2 2 140
2-wii piBenn 3umzKkenns 203u: 3 30 Mr/m’ 10 25 mr/m’
25 mr/m’ <1,10 25° 2* P 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

/0,



3-iii piBens 3umKkenus 103u: 3 25 mr/v’ 10 20 mr/m’

20 mr/m’ <114 20 0 1 40
.14 -1.34 25° 2 1 50°

1.35-1.59 30 2 0 60

1.60 — 1.94 35 | | 70

1,95 -2,09 40 0 2 80

2,10—-2,34 45 3 0 90

>2,35 50 2 1 100

® Tlpu saraabuiii aoGorif 1031 50 mr nauienry cnia npuiinsti 1 tabaerky no 20 mr/8.19 mr Bpanili Ta 2 TabueTku 10

13 Mr/6.14 mr Beeuepi.

OcobamBi KaTeropii naieHTiB

Hopvuwenns_gyuryii_nupox. Iopywenns (ynryii nupox nezkozo (kiipenc kpeamuniny 60-
89 ai/xe.) abo nomipnozo (knipenc xpeamuniny 30-59 ma/xe.) cmynens. Y TauieHTiB 3
nopyiueHHsM QYHKIIT HUPOK Jierkoro abo MoMipHOro CTYIEHS KOPUI'YBAaTH [104YaTKOBY 103y HE
PEeKOMEHAYeThCS.  (1uB. po3ainu «OcoOiuBoCTi  3acTOCyBaHHS» Ta  «DapMaKOKIHETHKAY).
Hopywenns gyuryii nupox masickoeo cmynens (kuipenc kpeamuniny nudicye 30 am/xe.) a6o
Kinyeea cmadis Nupko6oi nedocmamnocmi. 3acTOCOBYBaTH Mpenapar |y IaUi€HTiB 3
nopymenusM (QyHKIIT HHPOK TAKKOrO CTyHeHs ab0 3 HUPKOBOK HEJOCTATHICTIO B KiHIEBii
craaii He PpEKOMEHIYEThCS. OCKIILKM fJaHi s 1€l kareropii mailieHTiB  BiACyTHI
(auB. po3ain «OcoGauBOCTI 3aCTOCYBAHHSAN).

Hopywenns _gyuxyii_nevinku. IHopyutenns (yuxyii nevinku neexo2o cmynens. Y Tali€HTIB 3
nopyueHHsM  (DYHKLIT TI€YiHKM JIETKOro CTYNEHS KOPUI'YBarW [OYaTKOBY /103y He
pexomenjyerses (auB. posain «®apmaxokineTukay). Iopyuenna Qynxyii newinku nomipno2o
abo madckozo cmynens. 3aCTOCOBYBATH NpernapaT y Nali€HTIB 3 HasBHUM Mepe] M0YaTKoM
JKYBaHHS NOPYIIEHHSM (DYHKUIT e4iHKU MOMIPHOTO abo TSIKKOTO CTYIIEHs HE PEKOMEHYETHCS
(nuB. po3ainu «OcobnuBOCTI 3acTocyBaHHs» Ta «DapMAKOKIHETHKAD).

Hayicumu aimnvozo eiky. TlanieHtam BikoMm Big 65 pokiB Ta crapuie Hemae norpedbu B
KOPHUT'YBaHHI [104aTKOBOT IO3H npemnapary (auB. posainu «IToGiuni peaxiii,
«®apmakonuHamikay Ta «@apmakokiHeTukar). Jlani npo edexkrtuBHiCTH Ta Oe3neky
3aCTOCYBAHHS TIpenapary B HalieHTiB crapiue 75 pokiB € 0OMemKeHUMH.

Pacosa npunanedcnicms. Hemae HeoOXiZIHOCTI B KOPUTYBaHHI NOYATKOBOI [03M Ipenapary 3
orasay Ha pacy mnaunienta (amB. posainm «®apmakoguHamikay Ta  DapMakoKiHETHKa»).
KinbkicTh  JaHMX 1100  3acToCyBaHHS JlaHcyp()y B MallieHTiB  HErpoigHoOl  pacu
(apoamepukanliB) € oOMex)eHO10, ane 3 0i010riYHOT TOUKM 30py HEMA€ MiACTaB OUiKyBaTH
OyAb-AKHX BIAMIHHOCTEH NpH 3aCTOCYBaHHI Ipenapary B Wi¥f HiArpyni Hali€HTiB NOPIBHAHO 3
3araJbHOIO TIOMYJIALIELO,

Himu.
[Ipenapar Jlancypd He 3acTocoByBaBcs y AiTeil Ta MiUITKIB ISt JIIKyBaHHSI METACTaTHYHOTO
KOJIOPEKTAILHOTO PaKy.

Ilepeoosysanna.

HaiiBuiia nosa, B sxiii Jlancypd 3actocoByBaBes IiJ 4ac KJiHIYHHX JOCIiZKeHb, CTAHOBHIIA
180 mr/m> ma moby. IloGiumi peaxuii Ha npemapar, mpo SKi NOBIXOMIAIOCS Y 3B’S3KY 3
Nepe/lo3yBaHHAM, BIANOBiA@IN BCcTaHOBIeHOMY mpodimo Oe3neku Jikapchbkoro 3aco0y.
OcHoBHUM nependavyBaHMM YCKJIaAHEHHAM Y pe3yibTaTi INepelo3yBaHHs IpernaparoM €
npurdivenHs (GyHkuii kictkoBoro Mmo3ky. He icHye BiZOMHX aHTHAOTIB Ha BHIAJO0K
nepelo3yBaHHs [penapaToM Hchyp(]). JlikyBaHHs Inepelo3yBaHHS MOBUHHO BKJIIOYATH
CTAHJAPTHY TEPANeBTHYHY Ta mm"pnmyloqy MEJH1HY I0OMOTY, CIPAMOBAHY HA KOPHIYBaHHS
HAsIBHUX KJIIHIYHMX NPOSBIB 1 3an00iranHs IXHIX MOTEHIIHHUX YCKJIaHEHb.




ITobiuni peaxuii.

Jlo HaiGinbI cepiio3HUX TOGIUHMX peaktill Ha nikapesKuii 3aci0, WO cnocTepiramics y NAlieHTIB,
siki oTpuMyBasy JIaHcyp(. HaexkaTb NPATHIYEHHS (hYHKLUT KICTKOBOrO MO3Ky Ta TOKCHYHI peaxuii 3
GOKY  IUIYHKOBO-KMIIKOBOrO  Tpakty  (auB. po3ain «OcobmuBocTi — 3actocysanus»). Ilpu
sactocyeaHi Jlancypdy y nauientis naiiuacriwe (> 30 %) cnocrepiramics Taki moGivHi peaKiii, K
Heitrponienis (54 % [35% > 3 crynens]), Hyzora (39 % [1 % > 3 crynens]), Broma (35 % [4 % 2
3 erymens]). anemist (32 % [13 % > 3 crynens]) Ta neiikonenis (31 % [12 % 2 3 crynens]).
HaitGinbly NOIMPEHAMH TIOGIYHMMM peaKuisMM TpH  3aCTOCYBaHHI JIKApChbKoro 3acoly
Jlancypd, MO MPU3BETH 0 NPUIMHEHHS JIKYBAHHS, 3HIDKEHHs JO3M [perapary. BiACTPOYKH
npuiioMy mpernapary abo THMYACOBOTO MEpEepUBAHHS JiKyBaHHs. Oy.IM HEHTpOMNeHis. 3araibHe
MOTIpIICHHS CTaHy 30pOB’s. aHemis. (eGpuibHa HelTponeHis. BTOMA. jiapes Ta 3aAHIIKa.
Huokue HaBeneHO mepeslik noGiuHMX peakiiii Ha jikapchKuii 3acib, 110 crocTepiranucs y Xol
niane60-KoHTpoIboBanoro  kiiniunoro gociimkenHs Il gasy (RECOURSE) 3a yuactio
533 mauieHTiB i3 METACTATHIHUM KOJIOPEKTAILHUM ~ PaKOM, axki orpumysamu Jlancypd y
nouaTkosili 1031 35 mr/m’. Peakuii kmacu(ikoBaHO 3a KjacaMH CHCTEM opramB (SOC) 3
BUKOPHCTAHHAM Tepmmonoru MeIuHHOTO CIOBHHKA IS perynﬂTopHm IiSUTBHOCTI (MedDRA)
JUISL ONHCY TIEBHOI peakiii Ha Jikapchkuii 3aci0, i CHHOHIMIB Ta TIOB’SI3aHHUX i3 HEIO CTaHIB.
[Mo6iuni peakuii Ha Jikapcbkuil 3aci® posmomizeHi B TPynH 3a YacTOTOIO IX BHHHKHEHHS.
UYacToTa BU3HAYAETHCS TAKMM YMHOM: Ayxke dacto (= 1/10); yacro (Bix = 1/100 no <1/10) ta
Hewacto (Bim > 1/1000 go < 1/100). B Mexax KOXHOI Tpynu mobidHi peakiii npeicTasieHi B
[OPSIKY 3MEHIIEHHs IX cepiHo3HOCTI.

ladexuii Ta iHBasii: yacTo: iHpEKUis HIKHIX AMXAIbHUX UUISAXIB, IH(EKIs BEPXHIX AUXaTbHUX
HIISXIB: HewacTo: CenTHUHMH oK. iH(eKiiifHui eHTepuT. nereHesa iHQexuis, iHpexuis
JKOBUHHMX LIIAXIB, FPHIL, iH(QEKIs CeYOBHBIIHUX LIISXIB, iH(EKIia sceH, onepisyounil uiai,
rpuOKOBE ypaskeHHs LIKIPH CTOI, KaHAn103, dakrepiaibHa iH(peKuis, indexuis.

HoBoyTBOpeHHsl 100pOsIKicHI. 3J0sKiCHI Ta HeBU3HAYeHi (BKIIOYAIOYM KICTH Ta [OJIINH):
HEYacTo: OHKOJIOTIYHHI O11b.

3 6oKy cHcTeMH KpoBi Ta JiM(aTHYHOI CHCTEMH: AY)KE YacTO: HEeMTpOIeHis, JeiKoneHis,
aneMis, TpombouTONeHis; Yacto: (hebpuibHa HeHTponeHis, 1iM(OneHid, MOHOLHTO3; HEYacTo:
NIaHLMTOTICHIS, TPAaHyJIOLUTOIICH S, MOHOLIUTOIICHIS, EPUTPOIICHIA, JEHKOLMTO3.

3 0oxy ©OMIHY pedoBHH 1 MeTaboni3My: Jy)Ke€ 4YacTo: 3HMIKEHHS aneTUTy, 4YacTo:
rinoaybOyMiHeMid; He4acTo: 3HeBOJAHEHHs, Trinepriikemis, rinepkauieMmis, rimoxamemis,
rinogocdaremis, rinepHarpieMis, rinoHaTpieMis, rinokajibLiemis, Hogarpa.

3 Doky ncUXiKy: yacTo: Oe3COHHS; HEYacTO: TPUBOra.

3 OOKy HEpBOBOi CHCTEMH: 4YacTo: AucreBsiss, nepudepuyna Helponaris, 3anamMOpoOYyeHHS.
rOJIOBHHIT Oinb; HewacTo: HEHPOTOKCHYHICTh, [OM3ECTe3is, rimepecrtesis, rimoecresis,
HEeNPUTOMHICTE, ITApecTe3is., BiAUyTTs Ne4iHHs, JeTaprisi.

3 GoKy oOpraHiB 30py: HEYAacTO: 3HMKEHHS TFOCTPOTH 30pY, HEUITKICTh 30py, IUILIONIs,
KaTapakTa, KOH IOHKTHBIT. CYXiCTh OYeii.

3 GOKy Oprasis ¢JIyXy Ta BeCTHOY/ISPHOIO anapary: HeYacTo: BEPTHIO, BIAYYTTs ANCKOMDOPTY y ByXax.
3 OoKy cepusi: HEYacTO: CTCHOKAPAis, apuTMisl, IPUCKOPEHE CepLeOUTTS.

3 GOKy CY[IMH: 4acTO: IIPHWIMBH KPOBI: HEYacTo: eMO0JIist, apTepiaibHa rineprensis, aprepiaibHa rIoTeHsis.

3 DOKY IMXaIbHOI CHCTEMH. OpPraHiB I'PY/HOI KIITKH T CEPEAOCTIHHSI: YacTO: 3aIMIIIKA, Kallle/Ihb, HeYacTo:
sniereHena eMOO0JIisl, IUIeBPATBHUIT BUITIT, pUHOpest, AMcoHist, OLIb y HOCOITIOTIH, HOCOBA KPOBOTEYA.

3 Goky IITYHKOBO-KHIIKOBOIO TPAKTY: AYy)Ke 4HacTo: jalapesi, HyJ0Ta, OIIOBaHHs; 4acTo: Oiib B
abAoMiHANBHIA  AUISHIU, 3amop. CTOMATHUT, YPaXeHHS POTOBOI MOPOKHHMHM: HEYacTo:
reMopariyHuii €HTEepOKOJIIT, IUTYHKOBO-KHIIKOBA KPOBOTEYA, IOCTPHH MaHKpPEeaTHT, AacluT,
KHIIKOBA HENPOXIJHICTh, YACTKOBA KHMINKOBA HEMPOXIAHICTb, KOJIT, racTpHT, pedIroKCHHMH
racTput, e30(arit, NOPYLIEHHs BUIIOPOXKHEHHS ITYHKa, 3AYTTS KHBOTa, 3anajeHHs aHaJIbHOTO
OTBOpY. BHPa3Ki B POTOBIH NMOPOKHUHI, AMCHENCis, racTpoesodareaibta pediokcHa XBopooa,
NPOKTAITis, MOJIN LOKH, KPOBOTOYMBICTE SCEH, INIOCHT, NEPIOJIOHTUT, YPaKEHHs 3yOiB, MOTAr
10 GIIOBaHHS, METEOPH3M, 3anax i3 poTa.




3 Goky renmarobiniapHoi cuctemu: ¥acto: rinepOinipyGiHeMis; HEWacTo: rermaTOTOKCHYHICTD,
PO3LIKMPEHHS )KOBUHHMX MPOTOKIB. "
3 Goxy miKipy i miAKipHOT KIIITKOBMHH: YacTO: CHHAPOM JIOJOHHO-TIIOIOBHOI €pUTPOIIM3ECTesIl .
BHCHIIAHHS, aiomels, cBepbiX, cyxicTh wIKipu; Hewacto: excoiiamis MIKIPH, KPOIKB SHKA,
peakiiist JoTOUYTIMBOCTI, epUTEMa, aKHE. TiNepriapo3, MyXupi, ypaKeHHs HirTiB.

3 GOKY OIOPHO-PYXOBOI CHCTEMM Ta CIIOJIYYHOI TKAHHHH: HEYacTo: HaOpsK cyrio0iB, apTpairis.
Ginp y KicTKax, Mianris, KicTKOBO-M'si30Buil Oisib, M’s30Ba ciiaOKicTh, M'S30B1 cnasMu, Oilb y
KIHI{IBK@X. BIT4YTTS TSIKKOCTI.

3 GOKY CEUOBMIIIBHOI CHCTEMH: 4YacTo: NpOTEiHypis: HE4YacTo: HUPKOBA HEAOCTATHICTb.
HeiH(eKIiiHUHA MCTHT, MOPYIIEHHS CEUOBUITYCKAHHS, TeMaTypis, JeHKOLUTYPIs.

3 GOKY penpoAyYKTHBHOI CHCTEMHM T4 MOJIOYHHX 3a7103: HEYACTO: MOPYLIEHHS! MEHCTPYAILHOIO LIHKITY.
3arajibHi po3sajy Ta peakiii B Miclli BBEJIGHHS: Jy)Ke HacTO: BTOMA; 4HacTo: ITpeKcis, HaOpsK.
3aMaNeHHs CIIM30B0T O0OJIOHKH. HE3My)KaHHA. HEYacTo: 3arajbHe MOTipLIEHHS CTaHy 3/0pOB i,
Oi1b, BiAYYTTS 3MiHM TeMIIepaTypH Tijla, KCepos.

Pesynbrati 1a00paTOPHUX JOCHIDKEHb: YacTO: IMiABHMINCHHS DiBHS INEYiHKOBHX (DepMEHTIB,
MiJIBUIEHHS PIBHA JIyXKHOI (ocdarasd B KpOBi. 3HMIKGHHs MacH Tilla; HEYacTO: IiJABHINCHH
piBHSI KpeatuHiHy B KpoBi. nomomxeHHs QT-intepsany na EKI', 30inblueHHs MiXKHapoaHOro
HOPMaJli30BaHOTO CIiBBi/IHOILIEHHS. 30iIb1IeHHS aKTHBOBAHOTO 4acTKOBOTO
TpoMOOIIACTUHOBOIO  4Yacy, MiABMIIEHHS PIiBHS CEYOBHMHM KpOBi, MiABMIIEHHA piBH
JAKTaTIEri[poreHasd B KPOBi, 3HW)KEHHS PIiBHS 3arajbHOro OiNka, MiABHILIEHHS pPiBHS
C-peaktuBHOro 0iJIKa, 3SMEHIICHHS BEJTHYHHA FeMaTOKPHTY.

' Pisni repminn crosnmka MedDRA. mo BBakalothes noaiGumMm 3 kainiunoi Touku 3opy. Gyno 3a3HaueHo nia oaHuM
E'C_p!\ﬂfll)!\i_ )

t TTosiaomasiiocs Npo ACTa/lbHl BHITAILKH.

T JI00OHHO -1 A0IOBHHKI CHHIPOM.

[TanieHTH JITHHOrO BiKY. Y Mali€HTIB BIKOM BijJl 65 pOKiB MOPIBHAHO IO MALIEHTIB MOJIOJIIIE
65 poKiB yacTille BUHUKAIM HACTYNHI peakuii: HeliTponeHis 3 ado 4 crynens (48 % nmopiBHSHO 3
30 %). asemis 3 crynens (26 % mnopiBuano 3 12 %), neiikoneniss 3 abo 4 crynens (26 %
nopisHsHO 3 18 %) Ta TpomOouTonenis 3 abo 4 crynens (9 % nopisusizo 3 2 %).

Indexuii. ¥V xoni kiainiynoro gociimkenns 111 gpasu (RECOURSE) indexuii, 110 BUHHKaIH Ha
(oni nixyBaHHs, wacTille Big3HavamHcs y TNauieHTiB, ski 3acrocoBysamu Jlancypd (5,6 %),
TIOPIBHSHO 3 NallieHTaMH, sKi OTpuMyBain mwianedo (1,9 %).

[Iporeinypia. ¥ xoni kainiunoro pociaimkennss RECOURSE y nanieHTis, siKi 3aCTOCOBYBAJIH
Jlancypd. uacrime (2.8 %) BuHHMKana nporeiHypis 1 abo 2 cTymeHsl TSXKKOCTI MOPIiBHAHO 3
namieHTamu, siki orpumysanu nuanedo (1.5 %) (aur. pozain «OcobIUBOCTI 2aCTOCYRAHHS ).
[Ipomenena Tepanis. ¥ xoxi nocmimkenss RECOURSE y nmauienTis, ski panime mpoxoauin
POMEHEBY Tepamilo, JEHO 4acTille BHHUKAIM 3araibHi remarojoriyni noGiuni peakmil Ta
noOivHi peakuii, MOB’#3aHi 3 NpPUrHiYeHHSM (YHKUIi KIiCTKOBOTO MO3KY, TOPIBHSHO 3
nanieHTaMM, sKi pasime He oTpuMmyBanu paniorepamii (54.6 % mopiBHsHO 3 49,2 %.
BIANOBIAHO). Bapro 3ayBakuTH. 1m0 cepea mauieHTis, siki npuiimanu Jlancypd. ¢ebpunbHa
HEHTPONeHis YacTillle po3BMBaIacs y NaLIEHTIB, SKI paHille INPOXOAHIN ITPOMEHEBY TEpAMio,
MOPIBHAHO 3 MALIEHTAMH, SIKi HE OTPHMYBAJIN TAKOIO JIKYBaHHS.

JocBin nicngpeecTpauiifHoro 3acrocyBaHHs npenapary Yy [allieHTIB i3 HeomepabeJbHHM
NOUIUPEHUM 200 PElMANBHUM KOIOPEKTAILHUM pakoM. B SInouii nosinomissiocs npo sunaaxu
BUHMKHEHHS IHTEPCTULLIA/IbHOT JIereHeBOT XBOPOOH y NauieHTiB, ski 3actocoByBainu Jlancypg.
3BiT mpo mizospioBani moGiuni peaknii. 3BiTyBaHHs npo mizo3proBaHi MOGIUHi peakiii y
micnspeecTpauiiinoMy nepioai Jikapchkoro 3aco0y € BaxiauMBAM. Lle mae 3Mory BecTH
OesnepepBHMIt MOHITOPMHI CIHiBBiJIHOLICHHS KOPHCTI/PH3MKY 3aCTOCYBaHHsS IHperapary.
CrewiazicTy B rajy3i OXOpoHH 310pOB’st 30008 s3aHi [OBIIOMJIATH Yepe3 HaLliOHAIbHY CHCTEMY
3BITHOCTI TIpO Oy/b-AKi BUMAIKH J03PIOBAHUX TTOGIYHUX peaKiliil.
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Tepmin npuoammuocmi. 36 Mics1iB.

Ymosu 30epiranns.
He notpebye ocobnupux ymoB 30epirants. 30epirati y HEOCTYHOMY ISl UTEH MICLL.

YnakoBka.
Ilo 10 Tabnerox y Gmictepi 3 amominieBoi (onbrH Ta amoMiHieBOI NIIBKM i3 JaMIHOBaHHM
BOJIOrONIOTIHHAYEM (KaibLilo okcun); mo 2 ado 6 GiictepiB y Kopodili 3 KapTOHY MaKyBaIbHOTO.

Kareropis Bianycky.
3a peLenTom.

Bupobuuk.
JlaGoparopii Ceps’e Inzacrpi/Les Laboratoires Servier Industrie.

Micue3Haxo/1zKeHHst BHPOOHIKA Ta agpeca Micus NpPoBaJKeHHs Horo AsJbHOCTI.
905 pyt ne Capan, 45520 XKini, ®panuia/905 route de Saran, 45520 Gidy. France.

3asBHHK.
Jle JTaboparyap Ceps’e/Les Laboratoires Servier.

Micue3Haxo KeHHsl 3asiBHHKA.
50, pio Kapno, 92284 Ciopen Cenexc, ®@panuis/50. rue Carnot, 92284 Suresnes Cedex, France.

IIpeacTaBHUK 3asiBHHKA B YKpaiHi.
TOB «Cepg’e Ykpaina».

Micue3naxoaReHHs PEACTABHUKA 3asiBHHKA.
Byn. Bynbeapro-Kyapsieeska, 6. 24, m. Kuis, 01054, Ykpaina,
ren.: (044) 490 3441, ¢akc: (044) 490 3440.

ﬂ‘d"l"d OCTAHHBLOI'O NeEpersay.
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