IHCTPYKUIA
AN MeJMYHOI0 3aCTOCYBaHHS NiKapCbKoro 3acoby

KaneuuTtabiH Amakca
Capecitabine Amaxa

Cknap:

Aitoya peyoBnHa: KaneymTabiH;

1 TabneTtka MictuTb 150 Mr a60 500 Mr KaneuutabiHy;

[ONOMI>KHI PeyoBMHY: NakTo3a 6e3B0AHa, HATPIKO KPOCKapMenosa, rinpomMesnosa, Lesito103a MiKpoKpucTanivyHa, MarHito cteapar;

nNiBKOBa 000/10HKA:

ana Tabnetok no 150 mr — Opadry |1 poxesuin 85F240015: cnupT nonisiHinosuii (E 1203), tutany giokeng (E 171), makporon (E 1521), Tanbk (E 553b), 3anisa
okeug, yepsoHuin (E 172), 3anisa okeung xostuin (E 172);

Ana Tabnetok no 500 mr — Opadry |1 poxesuin 85F240045: cnupT nonisiHinosuii (E 1203), tutany giokeng (E 171), makporon (E 1521), Tanbk (E 553b), 3anisa
oKcmpg vepBoHuii (E 172), 3anisa okeng, oBTuid (E 172), 3anisa okeug YopHuia (E 172).

JlikapcbKa thopma. TabneTku, BKPUTI NIIBKOBOK 060/10HKOHO.

OcCHOBHI (pi3MKO-XiIMiYHI BNaCTUBOCTI:

TabneTKn, BKPUTI NMIBKOBOK 060/10HKOHD, N0 150 Mr: CBIT/N10-MEPCUKOBON0 KObOPY, ABOONYK/I, 4OBracTol (opmMu;
TabneTKN, BKPUTI NNiBKOBOI 060/10HKOHD, Mo 500 Mr: NepcrKOBOro KoNbopy, ABOOMYKJIi, JOBracToi hopmu.

dapmakoTepaneBTUYHa rpyna. AHTUHEONIacTUYHI 3aco6un. AHTUMeTaboniTU. CTPYKTYpHI aHanoru nipumignHy. Kog ATX LO1B CO6.

dapmMakosoriyHi BNacTmBoCTI.

PapmakonHamika.

KanewuutabiH — HeLIMTOTOKCUYHA NOXiAHa (hTopnipuMiAMHY Kapbamarty, nepopasibHWin nonepesHUK LUTOTOKCUYHOT cnonykun — 5-gtopypauuny (5-®Y). KaneuutabiH
aKTUBYIOTb 3a [JONMOMOIOH0 AeKiNIbKOX (hepMeHTHUX eTanis. @iHanbHe NepeTBopeHHs 40 5-DY BiabyBaeTbecs Nif At TUMIAMHDOCHOPUNA3N Y TKaHUHI MYX/INHK, a
TaKOX Y 3[0pPOBMX TKaHUHAX OpraHiamy, npoTte, SAK MpaBWIo, Ha HWU3bKOMY PpiBHI. Ha Mofensx pakoBMX KCEHOTpaHCMMaHTaTiB JHOAMHKU  KaneumuTtabiH
MPOLEMOHCTPYBAB CUHEPriYHUIA epekT y KOMOIHALLiT 3 AOLETaKCeIOM, L0 MOXe 6YTW NOB’A3aHO 3 MiABULLEHHSAM aKTUBHOCTI TUMIAMH(OCKHOpUIa3n AOLETaKCeOM.
[okasm cBigyaTtb, Wo MeTaboniam 5-®Y aHaboNiYUHUM LLUAXOM B/10KYE peakLito MeTUIIOBAHHA Ae30KCUYPUANIOBOT KMCNOTY A0 TUMIAWIOBOT KUCNOTU, TAKUM YAHOM
NepeLLKOpKatoumn CUHTE3Y Ae30KCUPUBOoHYKIeTHOBOIT Kucnotn (AHK). BoygoByBaHHSA 5-@Y TakoX NpUrHivye CUHTE3 puOOHYKIETHOBOT KncnoTu (PHK) Ta npoTeiHiB.
Ockinbkn OHK Ta PHK HeobXxigHI Ana noginy Ta pocTy KAiTUH, 5-®Y MOXe CNpuUnHATU JediunT TUMIAUHY, WO Cnpuse He3banaHCOBaHOMY pOCTYy Ta 3armbeni
KNiTvH. Bnaneu Ha AHK Ta PHK 6inbLu BUpaXeHi y KNiTMHaX 3 6ibl iIHTEHCUBHOK Nponidepalieto i 3 BULMM piBHEM MeTabonismy 5-dY.

dapmakoKiHe TVKa.

dapMaKoKiHeTMKa KaneLuTabiHy 6yna Bu3HaueHa B fiana3oHi 103 502-3514 mr/m2/[o6y. MapameTpu KaneuuTabiHy, 5'-ae30Kcn-5-htopuntuauny (5'-A®LIT) Ta 5'-
Ae3okeun-5-gptopypuanny (5'-4PYP) Ha 1-i i 14-i geHb 6ynm nogi6Humun. Ha 14-ii feHb nokasHMK AUC 5-®Y 6yB Ha 30-35 % BMLMM. 3HWKEHHS [03M
KarneumTabiHy Np13BOAMIIO O 3HVXKEHHS eKcno3unuii 5-PY 6inbLue, HiXX NPONopLiiHO 4031, BHACNIAOK HENMIHIAHOT PapMakoKiHETUKM aKTUBHOTO MeTaboniTy.
BCMOKTYBaHHS



Micns nepopasbHOro Mpuinomy KaneuuTabiH LIBUAKO Ta MOBHICTHO BCMOKTYETHCH, MICNA YOro MPOXOAWTL Moro 6ioTpaHcdopMauis B Metabonitm 5-APUT i
5-APYP. Mpuiiom iXKi 3MeHLIYE LIBUAKICTb BCMOKTYBaHHSA KaneumTabiHy, NpoTe He Mae 3HA4YHOrO BMN/IMBY Ha BEIMUYUHY MOLi Mif KPMBOK «KOHLEHTpaLis—vac»
(AUC) 5-APYP i HacTynHoro metabonity 5-®Y. Mpu npusHadeHHi npenapaty nicis npuiiomy ki y aosi 1250 mr/mM2 Ha 14-it AeHb MakCUMaslbHi KOHLLEHTpaL it

Cmax Kaneuutabiny, 5-A®LIP, 5-A®PYP, 5-®Y i a-thTop-B-anaHiHy (PBAJT) ctaHoBuam BignosigHo 4,67, 3,05, 12,1, 0,95 i 5,46 mkr/mn. Yac A0CATHEHHS
MaKcUMasbHOT KOHLeHTpauUiT Tyyax Y NNasmi gopisHioe 1,50, 2,00, 2,00, 2,001 3,34 rog, aAUC - 7,75, 7,24, 24,6, 2,03 i 36,3 MKT X roA/mn BignosigHo.

Posnogin

JocnifpKeHHA niasMu NKAMHKW in Vitro NpoAeMOHCTPYBa/K, WO Y KaneuuTabiny, 5-APUT, 5-APYP i 5-PY 3B’°430K 3 6i5IKamMy (TO/I0OBHUM YAHOM 3 a/ilbOYMiHOM)
CTaHOBUTb BifgnoBigHO 54 %, 10 %, 62 % i 10 %.

MeTabonism

KaneunTtabiH meTabonisyeTbCA Yy MediHui nig Aieto kKapbokcunecTepasn o Metabonity 5-APLT, akuid noTim TpaHchopmyeTbes B 5-APYP nig Aieto
UMTUAMHAE3aMiHA3M, WO 3HAX04MTbCSA, B OCHOBHOMY, Y MeYiHui Ta NyXIMHHUX TKaHWHax. MNojanblua KatanitTuyHa aktueauis 5'-APYP BigbyBaeTbCs 3a paxyHOK
TUMIZNMHDOChoprnasn. PepmMeHTH, 3a/yUeHi Y KaTaliTUUHy akTUBaLito, 3HaX0AATLCA K Y NYX/IMHHUX TKaHUHAX, TaK i B HOPMa/IbHUX TKaHWHAX, ane 3a3Buyaii Ha
HVXYOMY piBHi. Mopanbla epmeHTHa GioTpaHcdopmMalis kKaneumTabiHy Ao 5-PY npu3BoAWTbL A0 BULLMX KOHUEHTPALin Y NyXAMHHUX TKaHUHAX. Y BUMAAKy
KOMOPEKTaNbHUX NMYX/MH 3Ha4YHa YacTuHa 5-PY N0KanisyeTbCs B CTPOMa/IbHUX KITUHAX NYXIUHW. [icns nepopasibHOro 3acToCyBaHHA KaneuuTabiHy nawieHTamuy 3
KO/IOPEKTa/IbHVM PaKOM BiJHOLLEHHS KOHLEHTpaLii 5-PY y KonopeKTanbHUX MyX/MHAX A0 KOHLUEHTpaLii y npunernvx TkaHmHax ctaHosuna 3,2 (gianasoH sig 0,9 fo
8,0). BiHOLIEHHA KOHUeHTpauii 5-PY y nyxnvHi 10 KOHUeHTpauil y nnasmi Kposi ctaHoBuio 21,4 (aianasoH Big 3,9 o 59,9, N = 8), B T0Oi Yac K BifHOLUEHHS
KOHLeHTpauil y 340p0oBUX TKaHWHaX [0 KOHUeHTpauil y nnasmi kposi ctaHoBuio 8,9 (gianasoH Big 3,0 go 25,8, N = 8). Npu BUMIpIOBaHHI aKTUBHICTb
TUMignMHpochopunasn 6yna y 4 pasv BuWA Y MNEPBUHHIA KOMOPEKTaNbHIA MyX/IUHI MOPIBHAHO 3 MPUAErIMMA HOPMalbHUMM TKaHUHaMW. 3a [aHuMu
IMYHOTICTOXIMIYHUX AOCNIMKEHb 6iNblUa YaCTUHA TUMIAMHGOCHOPMNIA3N NOKaNMI3YETLCA Y CTPOMAIbHUX KMITUHAX MYX/UHN.

MoTim 5-®PY katabonisyetbea gurigponipuMignHaerigporeHasoro (AM4) 3 yTBOPeHHAM MeHL TOKCUYHOMO Auriapo-5-ghtopypaunny (PYH,). AurigponipumignHasa

PO3LLENn/IE NipUMIANHOBE KifbLe 3 YTBOPeHHAM 5-thTopypeigonponioHoBoi kucnotn (PYTIK). KiHueBoto peakuieto € po3LuensieHHs B-ypeigonponioHason ®YTK
[0 a-gpTop-B-anaHiHy (PBAJT), L0 BUABNAETLCA B CeYi. AKTUBHICTb AWUTiLPONIPUMIANHAETIAPOreHasn 06Mexye WBNAKICTb peakuii. dediumT A1 Moxe npu3secTu
[10 3pOCTaHHSA TOKCUYHOCTI KaneuuTabiHy.

BrBeeHHA

Mepiog HaniBBUBeAeHHS (Tq/) KaneuuTabiny, 5-APLP, 5-APYP, 5-®Y i ®BAJ] cTraHosuTb BignosigHo 0,85, 1,11, 0,66, 0,76 i 3,23 roguHun. KaneuuTabiH Ta
meTaboniTv KaneumTabiHy B OCHOBHOMY BMBOASATLCA i3 ceyeto. EKcKpelis i3 ceveto — 95,5 %, 3 KaioM — 2,6 %. OCHOBHMM MeTaboniToM y cedi € DBAJ, fKuit
CTaHOBUTb 57 % Big NPUIAHATOT A03W. Mprn6an3HO 3 % NPUIHATOI 403U BUBOAUTLCS i3 CEYEHD Y HE3MIHEHOMY CTaHi.

Komb6iHoBaHa Tepanis

Y pocnigpkeHHsaX (asv | He 6yno BUABNEHO BMNVBY KaneuuTabiHy Ha (hapmakoKiHETUKY AoLeTakceny Ta naknitakceny (Cpax 7@ AUC) i BNAvBy foueTakceny Ta

nakniTakceny Ha (hapMakoKiHeTUKY KaneunTabiHy Ta 5'-APYP.

dapMaKOKIHETUKA B 0COBAMBUX KNTHIYHUX Fpynax

MonynauiliHniA hapMakoKiHETUUHUIA aHani3 6yB NPOBEAEHWIA NMicNs NikyBaHHs KaneuuTabiHoM Y ao3i 1250 mMr/m2 ggidi Ha 406y 505 nalieHTiB 3 KOMOPeKTa/lbHIM
pakoM. CTaTb, HasBHICTb YU BICYTHICTb METACTa3IB Y NeYiHLi 40 NMOoYaTKy NiKyBaHHS, iIHAEKC 3arajlbHOro CTaHy nauieHTa 3a KapHOBCbKM, KOHLEHTpaLif 3araibHoro
6inipy6iHy, CMPOBaTKOBOro anbOyMmiHy, akKTMBHICTb anaHiHamiHoTpaHcdepasn (AJ1T) i acnaptaTamiHoTpaHcepasn (ACT) He ManM [JOCTOBIPHOIO BM/MBY Ha
(hapMakoKiHeTUKy 5'-0PYP, 5-0Y | ®BAJ.

XBOpI 3 METACTATUYHUM YParKEeHHAM MeYiHKM.

3rigHo 3 AaHMMKU (PapMaKOKIHETUYHMX [AOCNI[IKEHb Y XBOPUX i3 NIErKUM i MNOMIPHUM CTyneHeM MOpPYLUEeHHS (YHKUIT neyiHKM, 00YyMOBNEHMM MeTacTasamu,




6i10f0CTYNHICTb KaneumTabiHy Ta ekcrnosuuis 5-PY MoXyTb NigBULLYBATUCA NMOPIBHAHO 3 NavieHTamy 6e3 nopyLleHb PYHKUIT NediHkK. [aHi 3 (hapMaKOKIHETUKN Y
XBOPUX 3 TAXKKMM MOPYLLEHHAM (DYHKLUIT NEYiHKN BIACYTHI.

XBOpI 3 NOPYLUEHHAM (PYHKLIT HAPOK.

Mpn pisHOMY CTyneHi (Bif NErkoro Ao TSHXKKOro) HUPKOBOI HeAOCTaTHOCTI B OHKOXBOPMX (PapMakKOKIHEeTMKa He3MiHeHOro npenapaty i 5-®Y He 3aneXxuTb Bij
KnipeHcy kpeaTuHiHy (KK). KK Bnnneae Ha BennumHy AUC 5'-APYP (36inblueHHss AUC Ha 35 % — npu 3HKeHHI KK Ha 50 %) | ®BAJT (36inbweHHs AUC Ha 114
% npu 3HMKeHHI KK Ha 50 %). PBAJ]1 — MeTaboniT, WO He Mae aHTMNPOihepaTUBHOT aKTUBHOCTI.

XBOpi NOXWUMOrO BIiKY.

3rigHo 3 gaHMMKU NONYNALIKHOIO hapMaKOKIHETUUYHOI 0 aHani3y, KW BKNKOYaB NaLieHTiB LUMPOKOro BiKOBOr0 Aiana3oHy (27-86 pokiB), 3 AKuX 234 nauieHTu (46 %
) 6ynn BIKOM MNoHafg 65 pokiB, BiK He BMAMBaE Ha (apmakokiHeTUKy 5’-APYP i 5-dY. AUC ®BAJT 36ibwyeTbca 3 BiKOM (36i/bLUeHHsA Biky Ha 20 %
cynpoBopkyBanocs 36inbweHHaM AUC ®BAJT Ha 15 %), Lo, iIMOBIpHO, 3yMOB/IEHO 3MiHOK (DYHKLIT HUPOK.

ETHIuHI dhakTOpy.

Micns nepopanbHOro 3actocyBaHHs 825 Mr/mM2 kaneuuTabiHy ABidi Ha 406y NPoTAroM 14 AHIB y NallieHTiB ANOHCLKOT HalioHanbHOCTi (N = 18) Cpyx KaneuuTabiHy

Byna H/X4oKo Ha 36 %, a AUC — Ha 24 % nopiBHAHO 3 nauieHTamn eBponeoigHoi pacu (N = 22). MauieHTn ANOHCLKOT HALIOHAIbHOCTI TaKoX Masiv Ha 25 % HuK4y
Ciax | Ha 34 % Hmkyy AUC ®BAJT nopiBHAHO 3 MmaujieHTamy €BpPOMeOifHOI pacu. KriHivHa 3Ha4YMMICTb L€l pi3HWLi HeBigoma. He cnocTtepiraetbca CyTTEBOT

Pi3HMLI B eKcno3unuii iHwmx metabonitie (5-APUT, 5’-ADPYP i 5-0Y).

KniHiYHI XapaKTepUCTUKN.

Noka3aHHA.

Pak MO/N04YHOI 3a/1031:

— MiCLIeBMIA PO3NOBCIOKEHWI YN MeTaCTaTUYHUIA PaK MOJIOYHOT 3a/1031 Y NOEHAHHI 3 [oLeTaKCce/10M Nicns HeeeKTUBHOI XiMioTepanii, Lo BK/IYaa npenaparu
aHTPaLVKNIHOBOTO PALY;

— MiCLeBUIA PO3MOBCIOMKEHNI YN MeTacTaTUUYHWIA pak MOMOYHOT 3a103M K MOHOTEpanis nicns HeeeKTMBHOI XimioTepanii, WO BKAOYana TakcaHu i npenapaTu
aHTpaLMKIIHOBOrO pAgy, abo Npu HasABHOCTI NPOTUNOKAa3aHHA [0 Tepanii aHTpaLMKIiHaMu.

Pak 06010B0O1 KULLIKWN, KONOPEK T albHWI PaK:

— pak 06010BOT KULLIKW, B a1’ tOBaHTHII Tepanii nicns xipyprivyHoro nikysaHHs paky 11 ctagii (ctagisa C 3a JblOKoMm);

— MeTacTaTUYHWI KONOPeKTaNIbHUIA pak.

Pak LnyHka:
— npenapar 415 NepLuor NiHIT NikyBaHHSA PO3MOBCIOKEHOMO PaKy LUIYHKA Y KOMOIHALIT 3 npenapaTaMy Ha OCHOBI NJIATUHMN.

lNpoTnnoKasaHHs.

inepyyTnmMBICTb A0 KaneyuTabiHy, [0 Oy/Ab-AKOroKOMMOHEHTa npenaparty abo gropypauunsny.
TSXKKI, y TOMY YAC/TTI HEOYiKYBaHI peakuii Ha NiKyBaHHA PTOpMipuMigNHOM B aHaMHE3I.
JediunT gurigponipumiguHgerigporeHasu (4M14).

BariTHiCTb Ta nepiog rogyBaHHA rpyasto.

TSXKKa NENKONeHIs, HEUTPONEHIN, TPOMOOLUTOMNEHIS.

TAKKI MOPYLUEHHA (DYHKLIT MEYIHKN.

TsXKKa HAPKOBa HeAOCTaTHICTb (KNipeHe KpeaTuHiHy < 30 M/1/XB).

OfHoYaCHWIA NPUIAOM COPUBYANHY 260 Oro CTPYKTYPHUX aHasoriB TUMy 6puByAuHY.



IMpoTunoKasaHHA 418 3aCTOCYBaHHA Oy Ab-AKOr0/1iKapcbKoro 3aco0y, Lo 3aCTOCOBYHOTL B KOMOIHaLi.

OcobnuBi 3axom 6e3neKu.
HeBukopucTaHWil Npenapat abo BUTpaTHI MaTepiann NOBUHHI NPOXOAMTW YyTUAI3aLit0 BiAMOBIAHO A0 BMMOr MiCLEBOro 3aKOHOAABCTBA. HaaX0mKeHHS NiKapCbKOro
3ac00y Y 30BHiLLIHE cepefoBuLLe HEOOXiAHO 3BECTU 0 MIHIMYMY.

B3aemogisi 3 iHLLIMMW NiKapCbKUMM 3ac06aMu Ta iHLWI BUAW B3aEMOSIN.

LocnimpkeHHs B3aeMofii 6ynn NnpoBeaeHi nvLe y JOPOCANX NaLlieHTIB.

B3aemogis 3 iHLIMMW N1IKAPCbKMMKM 3acob6amut

CybcTpaTn umToxpomy P450 2C9. [ocnifkeHHs LOAO B3aEMOAIT KaneumtabiHy Ta iHWWX npenapaTiB, WO MeTaboni3ytoTbes i3othepmeHTOM 2C9 cuctemn
umToxpomy P450, 3a BUHATKOM BapthapuHy, He NPoBOAWMCL. HeoOXigHO 3 06epeXXHICTIO NpM3HaYaTu KaneumTabiH i3 uyMun npenapataMu (Hanpukiag, (heHiToiHOM).
AHTUKOArynaHTN KyMapuHOBOro pagy. KaneumtabiH nOCUMOE edeKT! HenpsMUX aHTUKoarynsHTiB (BapapvH i (DEHMPOKYMOH), L0 MOXe MpU3BecTU [0
MOPYLLEHHS MOKAa3HMKIB 3ropTaHHSA | BUHWKHEHHS KPOBOTEY Yepe3 AekifbKa AHIB abo MicsAuiB Big novaTky Tepanii KaneyumTabiHOM, a B OKPeEMUX BUMagKax —
MPOTArOM OAHOI0 MIiCAUA NICNA 3aKiHYEHHS /TiIKyBaHHA KaneynTabiHOM. Y KAiHIYHOMY (hapMakKOKiHETUYHOMY AOCMIIKEHHI B3aEMOAIT Nic/ig 04HOPA30BOro BBeAEHHS
S-BaphapuHy B f03i 20 Mr NiKyBaHHS KareuutabiHoM npu3soauio Ao 36insweHHs AUC BaphapuHy Ha 57 % i MiXKHapogHOro HopMaslizoBaHOro CriBBIAHOLLEHHS
(MHC) Ha 91 %. Ockinbku meTaboniam R-BapdapyvHy He MOpyLUyBaBCs, BKa3aHe CBIAYMTb, WO KaneuuTabiH npurHivye isothepmeHT 2C9 Ta He BNAMBaE Ha
i3odepmeHT 1A2 Ta 3A4. Y XBOpWX, AKi OLHOYACHO MPUIAMalOTb KaneuutabiH i nepopasibHi aHTUKOArynsHTM — NOXigHi KyMapuHy, HeobXigHO MpPOBOAMTM
AeTanbHUA MOHITOPUHT NOKa3HKKIB 3ropTaHHsA KpoBi (MHC um npoTpom6iHOBMIA Yac) i NiaéupaTn 403y aHTUKOArynsHTY.

®eHiTOoiH. MNpn 0gHOYAaCHOMY 3aCTOCYBaHHI KaneuuTabiHy Ta (DeHITOTHY MOBiLOMAANOCH MPO OKPeMi BUNaAKN MiABULLEHHS KOHLEHTpaLiT (heHIiTOTHY Y nnasMi Kposi,
WO CYNPOBOAKYBAIUCA BUHUKHEHHSAM CUMNTOMIB IHTOKCUKALiT (DEHITOTHOM. Y XBOpUX, AKi NpuiiMatoTb KaneumtabiH 04HOYaCHO 3 (heHITOTHOM, peKOMEHAYETLCS
PEerynsipHo KOHTPOMOBATU KOHLIEHTPAL,it0 PEeHITOTHY Y niasmi.

doniHosa kucnoTa. KombiHOBaHI JOCIAKeHHSA KaneumTabiHy Ta (oMiHOBOT KMCMOTK MoKasann, Lo (hONiHOBA KMUC/IOTa CYTTEBO HE BM/NBAE Ha PapMaKkOKIHETUKY
KaneuuTabiHy Ta 1ioro metaboniTie. OfgHak oniHOBa KMCNOTa BM/MBAE Ha (hapMakoAuMHaMiKy KaneumutabiHy, L0 MOXe NPW3BecTU A0 36inblUeHHS TOKCUYHOCTI
KanewuuTabiHy: MakCMaibHa NepeHocKkMa f103a KanewumTabiHy B pexumi MoHoTepanii npy nepeprBYacTiil CXxemi f03yBaHHA CTaHOBUTb 3000 Mr/M2 Ha o6y, a npu
KOMGIHOBAaHOMY 3aCTOCYBaHHi 3 PONiHOBOK K1CM0TO (30 Mr nepopasbHO ABiYi Ha feHb) — iniie 2000 Mr/M2 Ha f06y. MigBuLLeHa TOKCUYHICTL MOXe MaTu MicLie
npu nepexopgi 3 5-FU/LV Ha cxemy nikyBaHHS KaneuutabiHOM. Lle TakoX MOXe crocTepiratuca npu 3acTocyBaHHI (h0MiEBOI KMCNOTU 3 METOK YCYHEHHS Aediunty
(ho/1aTiB Yepe3 CXOXICTb MXK (DO/TIHOBOK Ta (DOJTIEBOIO KUCIOTaMMU.

CopuByauH i ioro aHanorn. B HaykoBi/i niTepaTypi OnNMcaHO KAIHIYHO 3Ha4yylly B3aEMOAII0 MiXK COpMBYAMHOM Ta 5-®Y B pesynbTaTi MPUrHIYeHHS
AUrigponipumigUHAerigporeHasn copyMByAMHOM. Taka B3aEMOAIS MOTEHLIHO MOXe MPU3BECTU [0 NeTaslbHOro MOCUIEHHA TOKCUYHOCTI TOpRipuMiguHiB. Tomy
KaneyuTabiH He MOXHa 0HOYaCHO 3aCTOCOBYBATU i3 COPUBYAMHOM abo MOro CTPYKTYPHUMU aHaloraMu Ha 3pa3ok 6puByanHY (4MB. po34in «pOTUNOKa3aHHS»).
Mepiof MK NMOYaTKOM JliKyBaHHA KaneuuTabiHOM Ta 3aKiHYeHHSM fiKyBaHHS COPUBYAMHOM abo MOro CTPYKTYPHMMU aHa/loraMn Mae CTaHOBUTY LOHaliMeHLe 4
TUXKHI.

AHTaumnan. Bveyascs BB aHTauMAiB, WO MICTATb a/llOMIHIt0 Ta MarHito rigpokcui, Ha hapMakoKiHETUKY KaneuutabiHy. AHTaumamn, Wo MiCTATb altoMiHil0 Ta
MarHito rigpokcu, He3HauyHo NiABULLYHOTL KOHLEHTpaLUiT KaneynTabiHy i ogHoro metabonity (5'-4PLIP) B nna3mi; Ha Tpu 0CHOBHUX MeTabonitn (5-APYP, 5-dY i
®BA) BOHM He BMN/INBAIOTh.

AnonypuHon. CnocTepiranacs B3aEMOZiS MiXX aflonypuUHOIOM Ta 5-(hTopypaumiom 3 MOXIMBUAM 3HVKEHHAM eeKTUBHOCTI S-(pTopypauuny. Y 38’43Ky 3 UMM Chij
YHVKaTN O4HOYACHOI0 3aCTOCYBaHHSA KanewLuTabiHy Ta anonypuHony.

IHTepdepoH anbga. MakcuManbHa NepeHocMMa A03a KaneuutabiHy cTaHoBuTs 2000 Mr/M2 Ha 406y Npu KOM6iHOBaHOMY 3aCTOCYBaHHI 3 iHTep(hepoHOM anbga-2a




(3 MH MO/M2 Ha 106Y) nopiBHAHO 3 3000 Mr/M2 Ha 406y NPW 3aCTOCYBaHHI LIbOro NpenapaTy B PeXUMi MoHoTeparil.

MpomeHeBa Tepanisi. MakcuMaibHa NepeHocMMa [103a KaneuuTabiHy B pexxumi MoHOTepanii npy nepepuByacTiil cXemi f03yBaHHSA cTaHOBUTL 3000 Mr/m2 Ha f06y,
NP1 KOMGIHOBAHOMY 3aCTOCYBaHHiI 3 MPOMEHEBOH Teparielo paky npsamoi Kuwku — 2000 mr/mM2 Ha [06y npv 6Ge3nepepBHOMY Kypci MpoOMeHeBOi Tepanii um
LLLOAEHHOMY 6-TUXKHEBOMY KYPCi MPOMEHEBOI Tepanii y nepiog 3 NoHeaisIka no n’aTHALLO.

OkcaninnaTuH. Mpy KOMG6IHOBAHOMY 3aCTOCYBaHHI KaneuutabiHy i okcaninnatuHy 3 6esaunsymMabom ym 6e3 He Big3HA4YeHO KNiHIYHO 3HAYMMOT PI3HULL B eKCro3unuit
KaneuuTabiHy Ym iioro MeTaboniTis, BifIbHOI NAATUHK | CyMapHOT NaTUHK.

besaunsymab. He Bifg3HauyeHO KNiHIYHO 3HauyLlol Ail 6eBaum3ymaby Ha (apMakOKIHETUYHI napameTpu KaneumTabiHy uM MOro MeTaboniTiB 3a HasBHOCTI
OKCaNiniaTuHy.

B3aemopaist nNikapCbKuii 3acCib — Hka

Y BCiX KMiHIYHMX JOCNiMKEHHAX NauieHTn 6yn NpoiHCTPYKTOBaHi Npo npuitom npenapaty KaneuutabiH Amakca npotarom 30 XB Mic/s BXMBAHHSA DKi. OCKiIbKM
HasiBHI daHi 1oa0 6e3nekn Ta eheKTUBHOCTI 6a3ytoTbCA Ha 3aCTOCYBaHHI KaneuutabiHy 3 DKeto, PeKOMEeHAYETLCS NpUMaT NikapcbKuid 3acié 3 Hketo. Mpuiiom
KaneuutabiHy 3 DKELO CMOBI/IbHIOE LWBUAKICTb BCMOKTYBaHHS KaneuuTabiHy.

Oc06/1MBOCT i 3aCTOCYBaHHS.

ToKcMYHa fisi, WO 3ane>XWTb Bif [403u: Aiapes, OiNb Yy >XMBOTI, HyAoTa, CTOMATWUT, AOIOHHO-MIAOLWOBHUIA CUHAPOM (AONOHHO-NIAOLLIOBHI LUKIPHI peakuir,
[OMOHHO-NIJOLOBHA epuTpoAmn3ecTesif). BinblicTe HebaXaHux edekTiB 060pOTHI i He MOTPebylOTb MOBHOI BIAMIHW Npenapary, Xoya MOXe BUHUKHYTU
HeoOXIAHICTb B KOPEKLiT 031 ab0 TMMYacoBiil BiAMiHI npenapaTy.

[iapes: 3a XBOPUMM 3 TAXKKOKO [iapeeto CNif, peTenbHO CnocTepiraTy, NPoBOAAYM perigpartalito i BIGHOBMEHHSA BTPATV eNeKTPoNiTIB npu gerigpatauii. MoxyTb 0yTu
npu3HaveHi cTaHZapTHI NpoTuAiapeiHi npenapatn (Hanpuknag, nonepamia). Aiapesa Il cTyneHs 3a Kputepismy HauioHa/IbHOro OHKONOMIYHOrO IHCTUTYTY KaHaam
(NCIC CTC, Bepcis 2) BU3Ha4a€eTbCs AK 30iMbLLUEHHSA KiNIbKOCTI fedeKaliin 4o 4—6 pasiB Ha Aoby um gedekauii BHoui; giapes I cTyneHs — K 36ibleHHS KiflbKOCTI
fethekauin o 7-9 pasiB Ha f06Y UM HeTpUMaHHA Kay i Manbabcopbuis. Aiapes IV cTyneHs BU3HAYa€TbCA AK 36iMblUeHHA KinbKoCTi fedekauii = 10/006y abo
MacuBHa fiapes 3 AOMillKaMu KpoBi, ab0 HeoOXiAHICTb NpU3HAYeHHS MapeHTepasibHUX BMBaHb. Ipy HeOOXIAHOCTI A03Yy npenapary Cif 3MeHWUTH (AnB. po3ain
«Cnoci6 3acTocyBaHHA Ta [03U»).

JerigpaTalis: HeobxigHO monepeaKyBaTu PO3BUTOK Aerigpartauii Ta 3A4i/iCHIOBaTM KOpeKLito derigpatayii y pasi 1l BUHMKHeHHS. [erigpartauis Moxe LUBMAKO
PO3BMBATUCL Y XBOPUX 3 aHOPEKCIEID, aCTEHIED, HYAOTOO, 6/1H0BaHHAM UM [iapeeto. 3HEBOLHEHHS MOXE MPU3BECTU [0 rocTpol HUPKOBOT HELOCTATHOCTI, 0C06/IMBO
Y NauieHTIB 3 y>Ke HasgBHUMW MOPYLUEHHAMN (YHKLIT HAPOK abo Mpu 3aCTOCYBaHHI KaneuuTabiHy 0fHOYaCHO 3 HE(YPOTOKCUYHMMM Npenapatamu. [focTpa HUPKoBa
HeA0CTaTHICTb, A0AATKOBO 0 Aerigpatauii, € NOTeHLiiHO neTanbHOK. Mpu nossi gerigpatauii |1 cTyneHs (a6o BuLe) nikyBaHHS npenapatoM KaneunTabiH AMakca
HeOoOXiIHO HeramHo MPUNMHUT Ta MPOBECTN KOpeKUito Aerigpatauii. BigHOBNEHHS NiKyBaHHA MOX/MBE NPV afleKBaTHI KOpekuii aerigpaTauii Ta Kopekuii
/KOHTpOMI npuunH npeunniTauil (amMe. po3gin «Cnocib 3acTocyBaHHA Ta [03w»). Kopekuis [03M Yy pasi BUHUKHEHHSA MNPeumniTyBa/lbHUX MOBIYHUX SABULL
NMPOBOANTLCA Y pasi HeObXiAHOCTI.

[lONOHHO-MIAOLWOBHUIA CUHAPOM (CMHOHIMW: AO0NOHHO-NIAOLLOBHI LUKIPHI peakuil, AONOHHO-MNIJOWOBHA epuTpoamM3ecTesid, nepudepnyHa epuTema, CNpudMHeHa
ximioTepanieto). [LoNOHHO-NIJOLLIOBHUIA CUHAPOM | CTYNeHs He MOpYLUYE LWOAEHHOT aKTUBHOCTI XBOPOTO i MPOABNAETLCA OHIMIHHAM, NapecTesiamu, Au3ecTesismu,
MOKO/IOBaHHSM, 6e3601iCHUM HabpsKOM ab0 NOYEPBOHIHHAM A0M0Hb i/abo NigoLwoB i/abo AUCKOMMOPTOM.

J0NOHHO-NIAOWOBHUIA cMHAPOM |l CTyneHs NposBASETLCA 6OMICHUM MOYEPBOHIHHAM | HabpsKaMu KUCTe pykK i/abo MifowWwoB; BUKIMKAHWIA LMK NposiBaMu
AMCKOMMOPT NOPYLUYE LLIOAEHHY aKTUBHICTb XBOPOTO.

[0NOHHO-NIAOLWOBHMIA cuHAPOM 11 CTyneHst BU3HAYaETLCA SK BOOra fieCKBamaLisi, yTBOPEHHS BMPa30oK, NosiBa MyXuMpiB i rocTpuid 6ifb 40N0OHL i/abo nigoLwos i/abo
TSOKKUIA JUCKOMAOPT, WO He Aa€ MOX/IMBOCTI NaljieHTaMm npautoBaTi abo 3aiMaThCsl NOBCAKAEHHOK AiS/bHICTHO.

Y BunagKax nosiBu A0NOHHO-NIAOLWOBHOrO cuHapomy Il abo Il cTyneHs npuitom KaneyuTadiHy cAif NPUNUHATLA A0 3HUKHEHHS CUMMTOMIB ab0 X 3MEHLLEHHS Ao |



CTYMeHs; NPy HaCTYnHin nossi cuHgpomy Il cTyneHs fo3y kaneuuTtabiHy NOTPIGHO 3MeHLWMTU. XBOPUM, fKi OAHOYACHO OTPUMYIOTL KaneumTabiH i umcnnaTvH,
3aCTOCYBaHHA BiTaMiHy Bg (MipyAOKCKH) He PEKOMEHAYETbCSA 3 METOH CMMMTOMATUYHOrO Y/ BTOPUHHOIO MPOQINAKTUYHOIO NiKyBaHHA [ONOHHO-MiLOLLIOBHOIO

CUHAPOMY, OCKifIbK/ OMy6nikoBaHi faHi CBifyaTb, L0 Le MOXEe Npu3BecTV L0 3HUMXKEHHSA e(EKTMBHOCTI umucnnatuHy. ICHye pafg [0KasiB, WO [AeKCMNaHTEHO/
eheKTUBHUIA ANd NPOQIiNaKTUKK A0NOHHO-MIAOWOBHOIO CUHAPOMY Y NaUieHTIB, AKi OTpUMYyBann npenapar KaneymTabiH.

KapaioTOKCUYHICTb: CNeKTP KaphiOTOKCMYHOCTI MpWU NiKyBaHHI KaneuuMTabiHOM aHanoriyHMin TakoMy MpU 3aCTOCYBaHHI iHWMX (TOPNIPUMIAMHIB | BKIHOYaE
iH(hapKT MioKapaa, CTeHOKapAito, apuTMmil, KapAioreHHWI WOoK, panToBy CMepTb i 3MiHM EKI™ (BKtouyatoum gyxxe pigKicHI BUNagku noaoBxeHHs iHTepsany QT). L
No6iYHi eheKTM YacTille xXapaKTepHi An8 NauieHTIB 3 ilemMivyHO XBOpo60K cepus. pu 3acTocyBaHHI KaneuuTabiHy NOBIAOMASETLCA NPO BUMAAKN CEpLEBMX
apuTMIi (BK/IHOYaOUM iGPUALIKD LWNYHOUKIB, NiPYeTHY LUNYHOYKOBY Taxikaphito, 6pafukapfito), CTeHOKapAil, iHPapKTy miokapza, cepLeBoi HefOCTaTHOCTI,
Kapgiomionartii. Mpy Npu3HaveHHi KaneuuTabiHy nNauieHTaMm i3 KIHIYHO 3HaJyLLMM 3aXBOPHOBAHHAM Cepus, apuUTMiaMK i CTeHOKapAieto HeobXifAHO BUSBNSATU
06epeXXHICTb.

[ino- um rinepkasbLieMisa: Mig Yac NiKyBaHHA KaneumuTabiHOM MOBIAOMAMIOCA NPO TiMno- Yv rinepkanbuiemito. INpy NpusHaveHHI KaneumMTabiHy nawieHTam i3 rino-
yu rinepkanbLieMieto HEO6XiAHO BUABNSTN 0BEPEXHICTD.

3axBOPIOBAHHSA LEHTPaIbHOI UM NeputepuyHoT HePBOBOT CUCTEMU: NPU MPU3HAYEHHI KaneuuTabiHy nawieHTam i3 3aXBOPHOBAHHAM LIEHTPa/IbHOT YK NepudepuyHoT
HEpPBOBOI CUCTEMU, HANPUKAL MeTacTasamu B ro/I0BHWIA MO30K YM HEBpoONaTieto, HEO6Xi4HO BUABNATI 06EpeXHICTb.

LlykpoBuin fiabeT abo NopyLUeHHS PiBHS eNeKTPONITIB: NPU NpPU3HaYeHHI KaneumuTabiHy nawieHTaM i3 LyKpOBUM fiabeToM abo MopyLUeHHSM PiBHSA eNeKTPONITIB
HeobXiHO BMABATN 06EPEXHICTb, OCKI/IbKN 3aCTOCYBaHHSA KaneuutabiHy MOXe NPU3BOAMUTH L0 MOTIPLUEHHS X nepeodiry.

AHTUKOAryNaHTW — MOXiAHI KymMapuHy: Yy [OCNiJKeHHI B3aeMOAiT 3 O4HOPA30BMM 3aCTOCYBaHHAM Bap(apuHy CMocTepirasocs CyTTeBE 30i/blUeHHS CepefHbOl
BE/IMYMHM MO Nif KPUBOK «KOHUeHTpauis—4vac» (AUC) S-BapdapuHy (Ha 57 %), L0 CBIAYMTb NP0 HasABHICTb B3aEMOZii, BIPOTriAHO, B pe3yibTaTi NPUrHivYeHHs
KaneuutabiHoMm umToxpomy P450 2C9 i3odepMeHTy. Y XBOpUX, SKi OAHOYACHO NPUiIMaloTb KaneuuTtabiH i nepopanbHi aHTUKOArynsiHTM — NOXigHi KymapuHy,
HeoOXiAHO NPOBOAUTY AeTa/IbHUIA MOHITOPUHI NOKa3HWKIB 3ropTaHHsA Kposi (MHC un npoTpom6iHOBMIA Yac) i nigbupatn 403y aHTUKOarynsHTy.

MMopyLeHHsa PyHKLUIT NeYiHKW: Yy 3B’A3KY 3 BIACYTHICTIO JaHWX 3 6e3neku Ta eeKTUBHOCTI 15 XBOPUX 3 MOPYLUEHHAM (DYHKLIT NeYiHKM Mij yac 3acTOCyBaHHS
KaneynTabiHy HeoOXifHO pPeTeNbHO MOHITOPUTU CTaH MauieHTIB 3 MOPYLUEHHAM (YHKLUIT MeYiHKM Nerkoro ta CepefHbOro CTYMeHs TSXKKOCTI, He3aneXHOo Bif
HasBHOCTI YM BIACYTHOCTI MeTacTasiB y nevdiHui. AKWO B pe3ynbTarTi NiKyBaHHS KaneumMTabiHOM cnocTepiracTbea rinepbinipy6iHemis, WO NepeBULLLYE BEPXHIO MEXY
HOpMK Bifbll HDXX Y 3 pasu, abo MigBULLYETLCA aKTUBHICTb MeYiHKOBUX amiHoTpaHcgepas (AT, ACT) Binblie HiIX Yy 2,5 pa3a NoOpiBHAHO 3 BEPXHLOK MEXEHD
HOPMM, 3aCTOCYBaHHA KarneuutabiHy cnif Npu3ynUHUTK. 3acTOCYBaHHA KarneuutabiHy SAK MOHOTepanii MOXHa BifJHOBUTW MPU 3HWKEHHI PIBHA 6iNipy6inHy i
aKTUBHOCTI MEYiHKOBMX TpaHCaMiHa3 HUXKYe 3a BKa3aHi Mexi.

MopyLUeHHs (PYHKLIT HAPOK: YacToTa BUHUKHEHHS MO6iuHMX peakuiin 111 Ta IV cTyneHs y XBOpuX 3 NOPYLUEHHAM (DYHKLiT HUPOK MOMIPHOrO CTYNeHs TSXKKOCTI
(KnipeHc KpeaTuHiHy — 30-50 m/XB) NiABuLLEHa NOPIBHSAHO 3 TaKOH B 3arasibHil rpyni nawieHTiB.

JetiumT gurigponipumiguHaerigporedasn (AM4): iHo4i BHacnifok fediunty aktmsHocTi AN crnocTepiranacd HeodikKyBaHa TSXXKa TOKCUYHICTb (Hanpuknag
CTOMaTUT, [iapes, 3anasieHHs CIM30BMX 060/I0HOK, HEMTPONEHisA Ta HEMPOTOKCMYHICTB), MOB’A3aHa 3 5-hTopypaumnom (5-dY). He MOXXHa BUKNHOUMTY 3B’ 30K MidXK
3HWKEHHAM piBHIB AN Ta NOCMNEHHSAM NOTEHLIHO NeTaslbHUX TOKCUYHUX eqpekTiB 5-PY.

Y nauieHTiB 3 HU3bKO akTuBHICTIO A/ abo BigCyTHICTIO akTuBHOCTI AN hepMeHTY, AKMil 6epe yyacTb Y po3LLenIeHHI (hTopypaluy, iCHye NiABULLEHNIA pU3MK
BUHUKHEHHS TSHXKKMX, HEOGE3NeYHUX AN XUTTS abo neTanbHUX NO6IYHUX peakuiil, CnpuyYnHeHnX (Topypaumnom. Xova gediynt AL HEMOXIMBO BCTaHOBUTU
TOYHO, BIJOMO, L0 Y MaLi€HTiB 3 NEBHUMW FOMO3UTOTHUMM ab0 AeAKMMU KOMOIHOBAHMU reTepo3uroTHUMIN MyTauisiMu B reHeTUYHOMY NokKyci DPY D, siki MOXyTb
CMPUYMHUTI NOBHY ab0 NPaKTUYHO MOBHY BiACYTHICTb (hepMeHTHOI akTMBHOCTI AN/, (32 BU3Ha4YeHHAM 1abopaTopHUX aHanisis), CNOCTEPIracTbCs HaMBULLMIA PUSKK
He6e3neyHol Ans XUTTA abo NeTasbHOI TOKCUYHOCTI, | TaKMX MauieHTiB He cnifg nikyeaTu KaneumtabiHOM (AMB. po3fin «poTunoKasaHHa»). [Ans nauieHTiB 3
MOBHOHO BifCYTHICTO akTuBHOCTI A HeMae [03u 3 JOBEAEHOH0 6e3MeKoto.

MayieHTiB 3 yacTkoBMM fediuntom AL (30kpema retepo3nroTHi MyTtauii reHa DPYD) (AKLO BBaXaeTbCA, O KOPUCTb 3aCTOCYBaHHA KaneuuTabiHy nepeBaxae



PU3NKK, BPaxOBYHOUM [LOLIMIbHICTb MPU3HAYEHHS afbTEPHATMBHUX PEXMMIB XiMioTepanii He Ha OCHOBI (hTOPNipUMIAMHY) cnif NikyBaTU 3 Haf3BUYaHOO
06epeXXHICTIO Ta NPOBOAMTI YaCTUIA MOHITOPUHT i3 KOPEKLIEHD 103U 3a/1€XKHO Bifl TOKCUYHOCTI. HelocTaTHbO AaHuX, o6 peKoMeHAyBaTu NeBHY A03Yy NauieHTam 3
4aCTKOBOH aKTMBHICTIO A/, 3a pe3ynbTataMmu NPoBeLeHHSA CneunpivyHoro TecTy.

Y naui€eHTiB 3 Hepo3mni3HaHUM gediumTtom AN, AKX fikyBasv KaneyntabiHOM, MOXYTb COCTEPIraTUcs NposiBv 3arpo3nnBoi 41 XUTTA TOKCUYHOCTI, NOAI6GHI 40
rocTporo nepefosyBaHHs (AMB. po3ain «llepefo3yBaHHs»). Y pa3i rocTpol TOKCUYHOCTI -1V cTyneHs nikyBaHHS Cnif HeraHoO BiAMIHUTI [0 BMPILLEHHS cuUTYyauil,
WO BWHWUKNA. Cnif po3rnsHYTU MNUTAHHA MPO OCTAaTOYHY BiAMIHY NiKyBaHHA, 6a3ylouMCb Ha KNiHIYHIA OUiHUI BWHWKHEHHS, TPUBAIOCTI Ta TSAXKKOCTI
CNOCTepPeXXyBaHOT TOKCUYHOCTI.

O TabMONOTiYHI YCKNAaAHEHHA: CTaH NauieHTIB CNif peTeslbHO KOHTPOJIHOBATY LLOAO OTa/IbMOMONIYHMX YCKNafHeHb, TaKUX SK KepaTUT abo nopyLleHHs 3 60Ky
pOroBoi 060/10HKM, 0CO6/IMBO NPW HAsABHOCTI NOPYLLEHb 3 6OKY OpraHiB 30py B aHaMHe3i. [Mpu KAiHiYHIA HeobXiAHOCTI cif po3noyaT NiKyBaHHS NOPYLLUEHb 30pY.
TA>KKI LUKIPHI peakuil: NiKyBaHHA KaneuuTabiHOM MOXe CIPUYUHUTY TSKKI LUKIPHI peakuii, Taki K cuHapom CTiBeHCa—[>KOHCOHA Ta TOKCUYHMWIA enifepMasibHUi
Hekponi3. Cnij 0cTaTo4MHO NPUMNMHUTM 3aCTOCYBaHHS KaneuuTabiHy nawieHTam, y SKux po3BUHYINCA TSHKKI LWKIPHI peakLil NpoTAroM 3acTocyBaHHs npenapaTy.
[lONOMIDKHI PeYyoBMHW: OCKIiNbKM Mpenapar fK AOMOMIDKHY PevyoBWHY MICTUTb 0e3BOAHY  /1aKTo3y, MauieHTaM i3 BPOMKEHOK HernepeHOCUMICTHO raslakTo3m,
AediymTom naktasm Slanna, NOpyLeHHAM BCMOKTYBaHHS I/IHOKO3U-raiakTo3u He C/lif, 3aCTOCOBYBaTU KaneuuTabiH.

3acTocyBaHHs y nepiog BariTHOCTI abo rofyBaHHS rpyagato.

)KiHKam penpoayKTUBHOrO BiKy Cnif nopaguTk 3anobirati BariTHOCTI NPOTArOM NliKyBaHHA KaneyuTabiHOM. Mpu HacTaHHI BariTHOCTI MPOTSAroM NiKyBaHHS chif
PO3’ACHUTW NaLieHTLi NOTEHLiNHWIA HeraTMBHWIA BNAMB Ha Nnig. Cnig 3acTOCOBYBaTW ePEKTMBHI METOAM KOHTpaLENLii MPOTAroM NiKyBaHHS.

BariTHicTb

3acTocyBaHHsA KaneuutabiHy BariTHUM He BMBYasOCH, OAHAK MOXKHa MPUMYCTUTW, WO 3acTOCYBaHHS KareuuTtabiHy Moxe 6yTW LWKIgIMBUM Ans naofda npw
3aCTOCYBaHHI BariTHUM. Y [OCMIMKEHHAX PernpofyKTUBHOI TOKCUYHOCTI Yy TBapWH KaneuutabiH CrpuyMHAB emMO6pioneTasibHICTb Ta TepaTOreHHICTb, AKi €
OYiKyBaHUMM edheKTamm NoXigHMX pTopnipuMianHy. Y nepiod BariTHOCTI He C/lif, 3aCTOCOBYBATM KaneumuTaoiH.

["oflyBaHHA rpyaaro

HeBigomo, uM NPOHUKaE KaneuutabiH y rpyaHe MONOKO NHOAVMHW. Y TpyAHOMY MOMOLI NaKTyHUMX MULLEA Oynn BUSIBNEHI 3HAYHI KiNbKOCTI KaneuuTabiHy Ta noro
meTaboniTie. Tomy npu NikyBaHHi npenapaTom KaneuutabiH AmMakca He peKOMeHAYETbCA rofyBatu rpy At HEMOBAT.

PepTUNbLHICTL

BiacyTHi faHi npo BNAMB KaneuutabiHy Ha QepTUIbHICTb. Y 6a30Bi AOCNIAKEHHS 3aCTOCYBaHHS KaneyuTabiHy Oy BKIOYEHI TiNbKK Ti XIHKMA penpoayKTUBHOIO
BiKY Ta YONOBIKMW, AKi MOrofpKyBa/MCA 3aCTOCOBYBATW MPUAHATHI METOAN KOHTPOJIKO HapOMKyBaHOCTI A/1s 3anobiraHHs BariTHOCTI NPOTArOM AOCNI[XKEHHS Ta
BI4NOBILHWI TEPMIH NOTOMY. Y AOC/I[AXKEHHSAX Ha TBapyHaX CNOCTepiraBcsa BravMB Ha (PEePTUNLHICTb.

30aTHICTb BNAMBATM Ha LWBMAKICTb peakuii Npy KepyBaHHi aBTOTPAHCNOPTOM ab0 iHLWMMK MexaHi3Mmamu.
MpenapaT Mae He3Ha4yHWUIA abo MOMIPHWUIA BNAMB Ha 3AaTHICTb KepyBaTV aBTOTPAHCMOPTOM abo po6OoTi 3 iHWMMKN MexaHisMamu. KaneunTtabiH MoXe CrpUuYnHUTY
3anamopoyeHHs, cabKiCTb i HyAoTY.

Cniocib 3acTocyBaHHA Ta A03Mu.

MpenapaT KaneynTabiH AMakca MOXe Npu3HadaTi nwe KeaithikoBaHWin flikap, AK1A Mae [0CBi[, 3aCTOCYBaHHSA aHTUHEONMNACTUYHMX NTIKAPCbKMX 3ac06iB. s BCixX
naLieHTiB peKOMeHA0BaHWUIA PeTeIbHUIA MOHITOPUHT MPOTArOM NEPLLOro LMKAY NliKyBaHHS.

NikyBaHHA cnif, BiAMIHUTY NPU NPOrpecyBaHHi 3aXBOPIOBaHHSA ab0 PO3BUTKY HEMPUAHATHOT TOKCUYHOCTI. CTaHAApTHY Ta 3HWXKEHY 03y PO3Pax0BYHOTb Ha MOy
MoBepXHi Tina.



MpenapaT NpUnMatoTb NepopasbHO, He Mi3HiLle HiXK Yepe3 30 XBUANH NICNA BXMBaHHSA i, 3any1Baroym BOLOHO.

MoHoTepanis

Pak 06040B0T KULLKW, KONOPEKTa/IbHUIA pak Ta pak MOMOYHOT 3a/031: PEKOMeHA0BaHa NoYaTkoBa 4o3a Npu 3acToCyBaHHI KaneuutabiHy sk af’toBaHTHOT Tepanil
paKy 060/10B0i KMLLKM, METACTATUYHOTO KOMOPEKTAIbHOTO PaKy, MiCLIEBO PO3MOBCIOKEHOIO a0 METACTAaTUYHOTO paky MO/OYHOT 321031 CTaHOBUTL 1250 Mr/m2
MoBepxHi Tifa, Ky NpuiimMatoTb fBivi Ha AeHb (3paHKy i BBeuepi, 060Ba A03a CTaHOBWUTL 2500 Mr/M2 NoBepxHi Tifa), LoAHA NPOTAroM 14 AHiB, nicas 4oro po6isaTh
7-0eHHy nepepsy. PekoMeHoBaHa 3ara/ibHa TpMBaiCcTb af’ toBaHTHOI Tepanil 414 nawieHTIiB 3 pakom 06040B0T KALWKK 111 cTagii cTaHOBUTL 6 MicALiB.

Komb6iHoBaHa Tepanis

Pak MONMOYHOT 3a/10311; PEKOMEH/J0BaHa NOYaTKOBA [03a A1 NiKyBaHHS MeTacTaTUYHOTO PaKy MOMIOYHOT 3371031 CTaHOBUTL 1250 Mr/M2 2 pasu Ha 106y NpoTSrom 2
TUXKHIB 3 NOJA/IbLLIOKO TUXXHEBOO MEPEPBOID, Y MOEAHAHHI 3 OLIETAKCENOM 75 Mr/M2 pa3 y 3 TUXKHI Y BUrNsai 1-roAnHHOT BHYTPILLHLOBEHHOI iH(Y3il. MpeMeamnKaLlis
nepopasibHUMK KOPTMKOCTEpPOigaMu, TakMMK K [eKCameTa3oH, MPOBOAMTLCA Nepef BBEAEHHAM [oueTakceny BiAMOBIAHO [0 IHCTPYKUIT Ans 3acTOCYBaHHA
JoLeTakcesny nawieHTam, aki OTPMMYKOTb KOMOIHALLit0 KaneumTabiH nNoc goueTakcen.

Pak 0600801 KULLKM, KONOPEKTa/IbHWI pak Ta pak LyHKa: Yy peXXumi KOMBIHOBaHOI0 NiKyBaHHSA NMo4aTKOBY 03y KanewyuTabiHy HeobxigHo 3meHwnTn go 800-1000
Mr/M2 2 pasu Ha 406y NPOTAroM 2 TUXKHIB 3 HACTYMHOK TVXKHEBOK NePepBoto un 0 625 Mr/m2 2 pasu Ha Aoby npu 6e3nepepBHOMY 3acTocyBaHHi. Mpu Kom6iHauii 3
ipuHoTEKaHOM (200 Mr/mM2 B 1-i1 fieHb) pPeKOMeH/0BaHa No4YaTKoBa fo3a CTaHoBUTL 800 Mr/M2 2 pasv Ha 06y NPOTArOM 2 TWUXKHIB 3 NOAA/IbLLIOK TUXKHEBOKD
nepepBot0. BKIOUeHHsA 6eBaLn3ymady y cxeMy KOMOIHOBaHOM0 3aCTOCYBaHHA He BM/IMBAE Ha MOYaTKOBY 4,03y KaneuuTabiHy.

MpoTMONOBOTHI 3aco0M Ta MpemeamKalito Ana 3abe3nevyeHHs afekBaTHOT rigpartauyii NpusHavaloTb NaujieHTam, AKi OTPMMYIOTb KaneuuTtabiH y KomoGiHauii 3
LUMCNIaTUHOM YW OKCaNiniaTMHOM rMepef BBEAEHHAM UMChnnatvHy BIAMOBIAHO A0 IHCTPYKUIT AN 3aCTOCYBaHHA UMCMNATMHY Ta OKcaninnatvHy. 3araibHa
peKoMeHA0BaHa TPUBAICTb af’OBaHTHOT Tepanii 415 nawieHTiB 3 pakom 06040801 KUWKK I11 cTagii ctaHoBUTL 6 MicALiB.

[o3y kaneuutabiHy po3paxoByOTb Ha M/IOWY MOBEPXHI Tina. Y 1abnuusax 1, 2 HaBefeHi po3paxyHKW CTaHAapTHOI Ta 3HMXKEHOI J03u (amB. «Kopekuis fosu y
MPOLECi NiKyBaHHs» HUXYE) A1 NoYaTKoBol 103 npenapaty Kaneuuta6iH Amakca 1250 mr/m2 yn 1000 Mr/m2,

Tabnuyqa 1
Po3paxyHK CTaHAAPTHOI Ta 3HMXKEHOI NOYaTKOBOI 03v Npenapaty KaneuntabiH AMakcal250 Mr/mM2 3aexKHO Bifj NoLLi NoBepXHi TiNa

[03a 1250 mr/m2 (2 pasv Ha f06Y)
MoBHa fo03a KinbkicTb Tabnetok 150 3HWXKeHa f03a 3HWKeHa fj03a
1250 mr/m2 Mr i/a6o 500 MI Ha KOXeH (75 %) (50 %)
npuiiom 950 mr/m2 625 Mr/m2
(3paHKy i BBeYepI)
Mnowa Jos3aHa 1l 150 mr 500 mr [o3a Ha 1 npuitom, | [o3a Ha 1 npuitom,
MOBEPXHI TiNa, npuinom, mr mr mr
MZ
<126 1500 - 3 1150 800
1,27-1,38 1650 1 3 1300 800
1,39-1,52 1800 2 3 1450 950
1,53-1,66 2000 - 4 1500 1000




1,67-1,78 2150 1 4 1650 1000
1,79-1,92 2300 2 4 1800 1150
1,93-2,06 2500 - 5 1950 1300
2,07-2,18 2650 1 5 2000 1300

=>2,19 2800 2 5 2150 1450

Po3paxyHKM CTaHAapTHOT Ta 3HMKEHOT NoYaTKoBOT 031 npenapaTy KaneuuTa6iH AMakcal000 Mr/m2 3an1exHo Bif, NoLLi NoBepXHi Tina

Tabnuuga 2

[o3a 1000 mMr/m2 (2 pa3u Ha f106Y)
NoBHa fo03a KinbkicTb Tabnetok 150 3HMKeHa f03a 3HMXeHa f03a
1000 mr/m2 | Mr i/a6o 500 Mr Ha KoXeH (75 %) (50 %)
npuitom 750 mMr/m2 500 mMr/m2
(3paHKy i BBeYepi)
Mnowa noBepxHi [o3a 1 Ha 150 mr 500 mr [o3a Ha 1 npuitom, | [o3sa Ha 1 npuiiom,
Tina, M2 npuitom, Mr Mr Mr
<1,26 1150 1 2 800 600
1,27-1,38 1300 2 2 1000 600
1,39-1,52 1450 3 2 1100 750
1,53-1,66 1600 4 2 1200 800
1,67-1,78 1750 5 2 1300 800
1,79-1,92 1800 2 3 1400 900
1,93-2,06 2000 - 4 1500 1000
2,07-2,18 2150 1 4 1600 1050
>2,19 2300 2 4 1750 1100

KopekLis 037 Yy NpoLeci NiKyBaHHA

#ABMLLLA TOKCUYHOCTI MPKU NiKyBaHHI KaneuutabiHOM MOXHa YCYHYTM CUMMTOMAaTMYHOK Tepariecto i/abo 3MiHOK 03K KaneuuTabiHy (nepepBaBLUM NliKYBaHHSA YK
3MEeHLUMBLUN 03y Npenapaty). AKL0 403y L0BeN0cs 3MEHLNTU, Hagani ii He 36i/bLUYHOTb.

Mpn ABULAX TOKCUYHOCTI, AKi, HA AYMKY fliKaps, MasloiMOBIPHO CTaHyTb CEpPO3HMMK Yn BYLYTb 3arpoXKyBaTh XXUTTIO, HaNpuUKnag anonewis, 3MmiHa CMakoBMX
BiUYTTIB, 3MIiHW HIrTiB, 3aCTOCYBaHHS NpenapaTy MOXKHa NPOAOBXYBaTN B Tiil caMili [03i.

MauieHTiB, AKI OTPUMYIOTb NiKYBaHHA KaneuuTabiHOM, HEOOXiZHO MonepesuTy, WO NiKYBaHHA MOTPIOHO MPUMUHUTK Y pasi PO3BUTKY MOMIPHUX ab0 THKKMX
TOKCMYHUX peakLiil. AKLL0 Yepe3 TOKCMYHI fBuMLLa 6Y10 NPONYLLEHO KifbKa NpUiioMiB KaneuutabiHy, To NponyLLeHi 403K He NOTPIGHO 3aCTOCOBYBATU 104ATKOBO.
"emMaTOM0riYHa TOKCUMYHICTb

XBOpuM i3 BUXiAHUM piBHeM HelTpodinie < 1,5x10%n i/abo TpombouuTiB < 100x109/n He MOXHa Npu3HauaTK Tepanito KaneuuTtabiHom. Tepanito cnif
NPU3YMUHATK, SIKLLO Nif Yac He3anlaHOBaHOT 0 TaGOPATOPHOTO AOCIAXKEHHS BUSBMIEHO 3HUKEHHS PiBHS HeliTpodinie < 1,0x109n a6o TpomGoumTie < 75x109/7.
Huykye HaBOAATLCA peKOMeHZaLIT 418 3MiHU 031 Y BUMNAAKY TOKCUYHMX ABULL, BIANOBIAHO A0 KPUTEPIiiB 03HAK TOKCMYHOCTI, L0 YacTo 3yCTPivatoThCA Y KIiHIL.
KpuTepii po3pobneHi HauioHansHMM iHCTUTYTOM paky KaHagm (NCIC CTC, Bepcis 1).




CxeMa 3HWXeHHS Jo3u npenapaty KaneuuTtabiH Amakca
(3-TvXHeBWI LMK abo Ge3nepepBHe NiKyBaHHS)

Tabnuus 3

CTyniHb TOKCMYHOCTI 3a AaHUMu
NCIC*

3MiHM 031 NPOTAroM Kypcy Tepanii

KoperyBaHHs 031 NS HACTYMHOro
umkny (% noyaTkoBoi 403N)

CTyniHb |

[03y He 3MiHIOKTb

[03y He 3MiHIOTb

CTyniHb 11

— 3 Mepwor rosiBOK  03HaK
TOKCUYHOCTI

— 3 [Jpyron MosIBOK  03HaK
TOKCUYHOCTI

— 3 TPeTbO MOSIBOK  03HaK
TOKCUYHOCTI

MpUNUHUTY Tepanito, AOKN 03HAKW TOKCUYHOCTI He 3MEHLLIATbCSA 0 CTyneHs Ol

100 %

75 %

50 %

— 3 YeTBEPTOK MOSBOKD O3HaK
TOKCUYHOCTI

BigMiHnMTK npenapat

He 3acTOCOBYETLCA

CTyniHb 11

— 3 Mepwor MosiBOK  03HaK
TOKCUYHOCTI

— 3 [Jpyrow TosiBOK  0O3HaK
TOKCUYHOCTI

MpUNUHATY Tepanito, OKN 03HAKN TOKCUYHOCTI He 3MeHLLaTbCst 40 CTyneHs 01

75 %

50 %

— 3 TPeTbOld MOSIBOK  03HaK
TOKCUYHOCTI

BigmiH1TK npenapat

He 3acTOCOBYETLCA

CTyniHb IV

— 3 Mepwor MosBOK  03HaK
TOKCUYHOCTI

BigMiHMT npenapat abo, SKWO B iHTepecax XBOPOro NiKyBaHHS HeobXigHO
NPOAOBXUTU, NPUNUHUTKA Tepanito, LOKM O3HaKM TOKCMYHOCTI He 3MeHLIaTbCA [0

cTyneHs 0|

50 %

— 3 [Jpyron MosIBOK  03HaK
TOKCUYHOCTI

BigmiHnTK npenapat

He 3acTOCOBYETLCA

*BignoBigHO [0 3ara/ibHUX KPUTEPITB TOKCUYHOCTI (Bepcid 1) rpynu cneuianicTiB 3 KAiHIYHMX gocnifpkeHb HauioHanbHoro iHcTuTyTy paky KaHagn (NCIC CTG) abo 3ara/ibHUX KpUTepiiB OLiHKM
CTYMeHs! TSHXKKOCTI NobivyHnx peakuin (CTCAE) nporpamu ouiHku Tepanii paky HauioHanbHoro iHCTUTYTy paky CLUA, Bepcis 4,0. IHhopmauito WOA0 4ONOHHO-NILOLIOBHOIO CUHAPOMY i
rinep6inipy6iHemii guB. y po3gini «OcobaMBOCTI 3aCTOCYBaHHS».

3MiHa 1031 Y BUNAAKY BUHUKHEHHS SBULL, TOKCMYHOCTI NPW 3acTOCyBaHHI KaneumTabiHy NpoTAroM 3-TUMKHEBOrO UMKNY Yy KOMOIHAUIT 3 iHWWMKU NiKapCbKUMU

3acobamm

3MiHY 03V Y pa3i BUHUKHEHHS SBULL, TOKCUYHOCTI MPU 3aCTOCYBaHHI KaneumTabiHy npoTarom 3-TVXXHEBOTO LUKY Y KOMOIHALIT 3 IHLLIMMW NiKapCbKUMK 3aco6amu




Heo6XigHO NPOBOAWTU BIAMOBIAHO A0 Tabnuui 3 Ans KaneyuTadiHy Ta Big4nNOBIAHO A0 IHCTPYKLIiV AN MeAMYHOM0 3aCTOCYBaHHS IHLLMX NiKapCbKMX 3ac00iB.

Ha noyaTtKy Kypcy nikyBaHHS rnpy Heo6XigHOCTI BiACTPOYEHHS Tepanii KaneymTabiHOM Yu iHLLIMM NTIKAPCbKMM 3aC060M C/lij, BIACTPOYMTI TaKOXK NPU3HAYEHHS IHLINX

rnpenapartis, LOKWN He Byae MOX/IMBOCTI NPU3HAYNTY BCI KOMMOHEHTN CXEMU.

[Mpn BUHMKHEHHI TOKCUYHWUX ABWLL, Mif Yac NiKyBaHHA, AKi, HAa LYMKY Jlikaps, He MoB’A3aHi i3 3aCTOCYBaHHAM KaneuuTabiHy, Tepanito npenapatom HeobXiAHO

NPOAOBXYBaTW Ta MPOBECTU KOPEKLLit0 403U IHLLMX NiKapCbKMX 3aC06iB-KOMMOHEHTIB CXeMU BiAMNOBIAHO A0 IHCTPYKLIA ANd MeAMYHOro 3aCTOCYBaHHS.

Y pa3i HeoOXIAHOCTI BIAMIHM THLUMX NIKAPCbKMX 3aC00iB-KOMMOHEHTIB CXeMU JTIKyBaHHA KaneumtabiHOM MOXKHa MPOAOBXUTY MPY AOCATHEHHI HEOOXIAHMX YMOB ANA

MOBTOPHOI O NPU3HAYeHHS KaneunTaoiHy.

YKasaHi peKomeHfaLii CTOCYHTbCA BCIX MOKa3aHb A/19 3aCTOCYBaHHA Ta BCIX rpyn nauieHTiB.

3MiHa o3V NPU BUHWKHEHHI ABULL TOKCUYHOCTI MpuW 6e3nepepsHOMY pe>KnMi 3aCTOCYBaHHA KaneuyTabiHy y KOMOIHALIT 3 IHLLIMMK NIKapCbKMMK 3acobamu

3MiHY [031 NPV BUHWKHEHHI SIBULL, TOKCMYHOCTI Npu 6Ge3nepepBHOMY PeXMMi 3aCTOCyBaHHSA KaneuuTabiHy y KOMmOGiHauil 3 iHWUMK NiKapcbKMMK 3acobamm
HeobXigHO NPOBOAWTU BIAMOBIAHO A0 Tabnuui 3 Ans KaneymnTabiHy Ta Bif4NOBIAHO A0 IHCTPYKLIA AN MeAMYHOI0 3aCTOCYBaHHS iHLLMX NiKapCbKMX 3ac06iB.
KopekLiig 1031 B 0C061MBMX BUMAKAX

XBOpi 3 NOPYLUEHHAMN PYHKLIT NEYIHKM

[daHunx 3 6e3nekn Ta eheKTUBHOCTI ANA NaLIEHTIB 3 NOPYLIEHHAM (PYHKLIT NeYiHKM HeAoCTaTHLO AN HafaHHS peKoMeHauin 3 Kopekuil 4o3v. Hemae iH(opmaLii
Npo NopyLleHHs (YHKLIT NeYiHKM BHaCNi4OK LMpo3y abo renatuty.

XBOPpI 3 NOPYLUEHHAMW (PYHKLIT HUPOK

KaneyutabiH NpoTUNoKasaHUA XBOPUM 3 MOPYLUEHHAM (PYHKLIT HUPOK TSXKOro CTyneHs (KnipeHC KpeaTuHiHy Hwkye 30 mn/xs 3a Kokpodtom—Iontom Ha

NMoYaTKoBOMY piBHi). YacToTa BUHMKHEHHS NOBIYHMX peakuin 111 a6o IV cTyneHs y nayieHTiB 3 NMOMIPHMM NOPYLLUEHHAM QYHKLIT HUPOK (KipeHC KpeaTuHiHy 30-50

MN/XB Ha MOYaTKOBOMY piBHI) MiABULLYETLCA MOPIBHAHO 3 TakKMM Y 3araibHi nonynauii. Ans XBopuX 3 BUXIAHOK MOMIPHOK HWPKOBOK HELOCTATHICTHO

PEKOMEH/I0BAHO 3MEHLLUMTM MOYaTKOBY 103y A0 75 % BiA cTaHAapTHO! (1250 mr/m2). 1N XBOPUX 3 BUXiJHOK MOMIPHOK HUPKOBOK HEAOCTATHICTIO 3HUKEHHS

noyaTkoBoi f031 1000 Mr/M2 He noTpi6He. MallieHTaM 3 HUPKOBOK HEAOCTATHICTIO NIEFKOrO CTYMeHs TSXKKOCTI (KNipeHc KpeaTuHiHy 51-80 M//XB) KOPEKLiis

MoYaTKOBOI 031 He MOoTpibHa.

PeKOMeHAYETbCA PeTeNlbHWUIn MOHITOPUHT CTaHy MauieHTa Ta HeraiHe nepepyBaHHA NiKyBaHHSA NPU BUHUKHEHHI NobiuHmx ssuuy 11, 111 a6o 1V cTyneHiB, a Takox

nofanblia KOpekuisa fo3n BignosBigHO fo Tabnuuyi 3. Tlpy 3HWKEHHI PiBHA KpeaTuMHIHY MeHwe 30 M/XB NiKyBaHHA KaneyuTabiHOM HeoOXifHO MPUMUHUTH.

PekomeHAaaLiT LLOA0 KOPEKLIT 403V NpY NOMIPHil HUPKOBIN HeAOCTaTHOCTI OHAKOBI SIK NpX MOHOTEpanii KaneuuTabiHOM, Tak i Npy KOM6iHOBaHi Tepanii.

XBOpI MOXWNOro BiKY

KopuryBaHHS Mo4aTKOBOI 031 NMpu MOHOTepanii KarneuutabiHoM He noTpi6He. MpoTte y xBopux Bikom noHas 60 pokis ssuwa Il Ta IV CcTyneHiB TOKCUYHOCTI

PO3BMBA/INCS YacTille, HIXK Y MOMOALINX MaLieHTIB.

PeKOMeHAYETLCS PeTe/IbHUIA MOHITOPUHT CTaHy XBOPUX BiKOM MoHaz 60 pokiB. pun 3acTocyBaHHI KaneuutabiHy B KOMOGIHaLiT 3 iHLIMMK NiKapCbKMMK 3acobamu y

XBOPUX MOXW/IOro BiKy (MoHaA 65 pokiB) Bif3Havanacs Ginblua yactoTa HebaxaHux edekTis 111 Ta IV CTyneHiB TOKCMYHOCTI, AKi NPU3BeaN 40 BiAMIHW NiKYBaHHS,

MOPIBHAHO 3 XBOPYMM MOJIOALLIONO BiKY.

- KaneuuTabiH y KOMGiHaLiT 3 foueTaKCcenom: y XBopux BIKOM noHaz 60 pokiB BiA3Hayaiocs 30iNbLUEHHS 4acToTU HebaxkaHnX edekTis Il Ta IV cTyneHis
TOKCMYHOCTI. MaLjieHTam BikoM noHaz 60 pokiB Npy KOMGIHOBAHOMY JliKyBaHHI PEKOMEHAYETLCA 3MEHLUMTM MOYATKOBY 03y KaneuuTabiHy A0 75 % (950 mr/m2
ABidi Ha po6y). Mpwu BiACYTHOCTI SBULL, TOKCUYHOCTI NPW NliKyBaHHI NauieHTiB BIKOM NoHag, 60 pOKiB 3HMXXEHOH NOYaTKOBO 40300 KarneuuTabiHy y KoMbiHaL i
3 [IOLIETAaKCeNOM 103y KaneLmTabiHy MoXHa NocTynoBo 36ifbWwnTh Ao 1250 mr/M2 ABiyi Ha f06Y.

- KaneunTabiH y KOM6iHALLiT 3 ipUHOTEKAHOM: [1/11 XBOPUX BIKOM NOHa/, 60 POKiB PEKOMEHYETLCA 3MEHLLMTI NOYATKOBY 103y KaneuuTabiHy Ao 800 mr/m2 agiui
Ha [o06y.




aiTn.
besneka Ta e(heKTUBHICTb AN AiTEN He BUBYA/IUCA.

Nepeno3yBaHHSA.

CuMNTOMM TOCTPOro Nepefo3yBaHHA: HyfOTa, OMOBaHHSA, Aiaped, MYKO3WUT, NMOAPasHEHHS LUMTYHKOBO-KWLLIKOBOIO TPAaKTy Ta KPOBOTeYi, a TakoX MpUrHiYeHHS
KICTKOBOrO MO3KY. JliKyBaHHSi MOBMHHO BK/OYATU CTAHLAPTHI TepaneBTUYHI Ta MIATPUMYBa/IbHI 3aX04M 3 METOK KOPeKLii KMIHIYHUX MposBIB Ta 3anobiraHHs
MOX/IMBUX YCKNaAHEHb.

Mo6iyHI peakuii.

3arasibHuin npodinb 6e3nekn KaneunTabiHy 6a3yeTbcsa Ha OCHOBI AaHuX Ginblue 3000 nauieHTiB, AKI OTPUMYBaIM NiKYBaHHSA KaneuutabiHOM B peXXMmi MoHoTepanii
4n B KOMBIHaLiT 3 pi3HUMK cxeMamu XimioTepanii 3a Pi3HUMKU NoKazaHHAMK 19 3aCTOCyBaHHA. [Npodinb 6e3nekn MoHoTepanii kaneyuTabiHy npu MeTactaTU4HOMY
paKy MOJIOYHOI 3371031, METacTaTUYHOMY KOMOPeKTa/lbHOMY paKy Ta paky 0600BOT KMLLIKM B a4’ tOBaHTHIl Tepanii € MOPiBHAHHMM.

Hali6inbll YyacTUMK i/ab0 KNIHIYHO 3HAYUMUMUK NOBIYHUMK peakLisiMK, MOB’A3aHUMU 3 NliKyBaHHAM, 6y peakuii 3 60Ky LUMTYHKOBO-KULIKOBOrO TpakTy (diapes,
HyfoTa, 6nt0BaHHA, 6iflb Yy >KMBOTI, CTOMATWT), AONOHHO-MIAOLIOBHWIA CUHAPOM (LONOHHO-MIAOLWOBHA epuUTPOAM3ecTesis), CnabKiCTb, acTeHis, aHOpeKcCis,
KapAioTOKCUYHICTb, NPOrpecyBaHHsA MopyLUeHHA HUPKOBOT PYHKLIT Y NauieHTIB 3 HUPKOBOK HEAOCTATHICTHO, TPOMO03/eMb0nis.

Mo6iyHI peakuii, SiKi, Ha AYMKY AOCNIAHMKA, PO3rNaAanch K MOXK/IMBO YK BifJaneHOo NOB’A3aHi i3 3aCTOCYBaHHAM KaneumuTabiHy, CrnocTepiranvcs y A0CI[KEHHAX
MOHOTepanii KaneumMTabiHOM Ta B AOC/MI[IKEHHSAX 3aCTOCYBaHHS KaneuuTabiHy Yy KOMOIHauiT 3 pisHMMKW cxemamu XimioTepanii 3a Pi3HUMW MOKa3aHHAMWU AnA
3aCTOCYBaHHS.

[ns onucy yactoTy NoBiYHMX peakLiil BUKOPUCTOBYHOTLCS Taki Kateropii: gy»e vacti (=1/10), yacTi (Big =1/100 fo <1/10), HevacTi (Big =1/1000 go <1/100), pigki
(Big =1/10000 go <1/1000), ayxe pigki (<1/10000) Ta yacTtoTa HeBigoMa (Y4acToTa He MOXe OyTW OLiHeHa 3 AOCTYNHUX AaHMX). Y KOXHIl rpyni no6iyHi peakuii
npeLCcTaB/eHi B NOPALKY 3MEHLLEHHS TSAXXKOCTI.

MoHoTeparnis

Hwykue HaBefeHi MobiyHi peakuii, MOB’A3aHI 3 MOHOTEpariero KaneuntabiHOM, Ha OCHOBI 06’€HAHOIr0 aHanidy fAaHux 6e3nekun, ofepXKaHuxX i3 TPbOX OCHOBHUX
aocnimkeHb 3a yyacTio 1900 nauieHTiB (M66001, SO14695 Ta SO14796). Mo6iyHI peakLii BHeCEHI Y BiAMNOBIAHY rpyny 3a 4aCTOTOH 3rifHO i3 3ara/ibHOK YacTOTOH
B 06’€iHAHOMY aHaJli3i.

IHdpekUiT Ta iHBasiT: YacTi — reprec (BipycHa iH(eKLis), HA30(hapUHTIT, IHPEKLIT HYKHIX AUXanbHUX LUNAXIB; HEeYacTi — Cencuc, iHPeKLiT Ce4HoBMX LUNAXIB, LEeNoNiT
(3ananeHHs NyxXKoi KNiITKOBUHW), TOH3WNIT, (hapuHriT, KaHAUA03 POTOBOI MOPOXHUHM, FPUM, raCTPOeHTEpUT, rpUBKOoBa iH(eKL s, iH(eKLis, abeuec 3y6iB.
[,06pOSAKICHI, 3N05KICHI Ta HeYy TOYHEHI HOBOY TBOPEHHSA: HeYacTi — /inomMa.

3 BOKy cuMcTeMM KpoBi Ta NiMpaTWYHOI CUCTEMU: 4acTi — aHeMmis, HEMTPOMeHis; HeyacTi — (hebpunbHa HENTPOMeHis, NaHUMTOMNEHIs, rpaHynoLMTONeHIs,
TPOMOOLMTOMNEHIA, NENKOMNEHis, FeMONITUYHA aHeMis, 36iNbLUEHHS MiXXHapOAHOIo HOpMani3oBaHoro cnissigHoweHHA (MHC)/NofoBXeHHSA NPOTPOMOIHOBOIO Yacy.

3 60Ky IMYHHOT CUCTEMM: HeYyacTi — peakuil MigBULLEHOT Yy TIMBOCTI.

3 60Ky 06MiHy pe4oBuH, MeTaboniamy: Ay>Xe 4acTi — aHOPEKCIs; YacTi — AerigpaTauis, 3MeHLLEeHHS Macy Tifna; HeyacTi — LyKpOBUiA fiabeT, rinokaniemis, posnaau
aneTuTy, HeJOCTATHE XapyyBaHHS, FiNepTpUrIiLepuaemis.

McuxiyuHi po3nagu: vacTi — 6e3COHHSA, Aenpecis; HeyacTi — CNIyTaHICTb CBIJOMOCTI, FOCTPUIA TPMBOXHMIA CTaH 3 peakLieto NaHiku, AeNPeCUBHUIA HACTPIN, 3HUXKEHHS
niéigo.

HeBponoriyHi po3nagun: Yacti — ronoBHUi 6inb, 3ara/ibMOBaHiCTb, 3arMaMopOYeHHs, NapecTesii, CNOTBOPEHHS CMaKy; HevacTi — ahasis, NopyLUeHHs nam’aTi, aTakcis,
CVUHKOMe, po3/aau 6anaHcy, po3nagm YyTInBoCTi, NepudepryHa Helponaris.

3 60Ky opraHis 30py: 4YacTi — C/IbO30TOUMBICTb, KOH’ KOHKTUBIT, MOAPA3HEHHSA OpPraHiB 30pY; HEYacCTi — 3HVKEHHSA roCTpOTyM 30pY, AMNJIONIA.



3 60Ky opraHis cnyxy Ta nabipMHTYy Byxa: HeYacTi — 3anaMopOYeHHs, 6iNb y Byxax.

KapgianbHi nopyLweHHs: HeyacTi — HecTabinlbHa CTeHOKapgis, CTeHOKapis, ilwemisa Miokapaa, Qiopunsauyis nepefcepab, apuTmis, Taxikapgis, CMHYCOBa Taxikapais,
BifUYTTH cepuebuTTA.

CyOnHHI po3naguy: 4vacTi — Tpomb6og1ebiT; HeyacTi — TPOMO03 rNIMOOKMX BEH, apTepiasibHa rinepTeHsis, neTexii, apTepiasibHa rinoTeHsid, NPUANBK, NepupepuyHe
BiZUYTTH X0NoAy.

3 60Ky AnxaNbHOI CUCTEMW, OpraHiB rpyaHOT KNITKW Ta CepefOoCTIHHA: YacTi — 3aAMiiKa, HOCOBI KPOBOTEYl, Kalleflb, PUHOpes; HeyacTi — fiereHesa emo60nis,
MHEBMOTOPAKC, KPOBOXapKaHHS, acTMa, 3a1LLKa Npy (hi3MYHOMY HaBaHTaXKeHHI.

3 60Ky LLNYHKOBO-KMLLIKOBOrO TPaKTY: AYXXe YacTi — fiapes, 6/1t0BaHHS, HyA0Ta, CTOMATUT, Biflb Y XXMBOTI; YacTi — LWTYHKOBO-KULLKOBI KPOBOTEUI, 3anopu, 6inb y
BEPXHIX BifAinax XusoTa, AWUCMENCisi, METEOPU3M, CYXIiCTb Y POTI; HEYACTi — KMLLIKOBA HEMPOXigHICTb, acLUUT, EHTEPUT, racTpuT, aucdaris, 6ifb y HYKHIX Bipginax
XKMBOTA, e30(pariT, abAoMiHaIbHNIA AUCKOMOPT, racTpoesodareasibHa petitoKCHa XBopoba, KoNiT, KpoB Y deKasisix.

3 60Ky renaTobiniapHoOi cucTeMU: YacTi — rinepbinipy6iHeMis, BiAXUNEHHS PiBHSA PYHKLiOHaIbHWUX NEYiHKOBMX TECTIB; HeYacTi — XXOBTSAHULS.

3 60Ky LWKipK i NigWKIPHOT KNITKOBMHW: AYXE 4acTi — AONOHHO-MIAOLOBHMIA CUHAPOM; 4acTi — BUCWMNaHHSA, anoneyisi, eputema, CyXiCTb LUKipW, CBepOiX,
rinepnirMeHTauis WKipy, MaKynsipHe BUCUNaHHS, 3NYLLEHHS LUKIpKW, AepMaTUT, NOPYLUEHHS NirMeHTauii, NOPYLUEeHHS 3 6OKY HIrTiB; HeYacTi — YTBOPEHHS MyXMpiB Ta
BMPa30K Ha LUKipi, BUCUMNAHHSA, KPONWB’HKa, peakLii (hoToYyT/IMBOCTI, epuTeMa [O/0Hb, HAOPAK 06/1MuYs, Nypnypa, 3B0POTHUI NPOMEHEBUIA CUHLPOM.

3 GOKy OMOPHO-PYX0BOT CUCTEMM Ta CMoMy4yHOT TKaHWHW: YacTi — B6iNb y KiHUiBKax, 6ifb y CNWUHI, apTpanris; HeyacTi — Habpsk cyrnobis, 6inb y KicTKax, 6i/b
06/1M44s, pUrigHICTb OMOPHO-PYXOBOT CUCTEMMU, CAOKICTb Y M’si3aX.

3 60Ky HMPOK Ta CeyoBUAIILHOT CUCTEMU: HEeYacTi — ripoHepo3, HETPUMAaHHSA Cedi, rematypis, HIKTYpis, MigBULLEHHS PIBHA KpeaTUHIHY KPOBI.

Po3nazu penpofyKTVBHOI CUCTEMI Ta MOIOYHUX 3a/103: HEYaCTi — BariHa/ibHi KPOBOTEY.

3arasibHi posnagn: LyXe yacTi — cnabKicTb, acTeHist; YacTi — MiABULLEHHA TeMnepaTypu, nepudepuyHi Habpsku, Hesgy)XaHHS, 6inb y rpyaHinA KNiTui; HevacTi —
HabpsK, MMXOMaHKa, rpunonoAibHi CMMNTOMK, 03HOO, NiABULLEHHSA TemMnepaTypu.

Komb6iHoBaHa Tepanis

Hwxye HaBefeHi NOGIYHI peakLii, 3apeecTpoBaHi NPW 3aCTOCYBaHHI KaneuuTabiHy y KOMOIHALIT 3 pi3HUMK CXeMamu XimioTepanii npy pi3HNX NMOKa3aHHAX Ha OCHOBI
faHuX 3 6e3nekn womo 6inb HiXk 3000 nauieHTiB, 4O4ATKOBO A0 BXe 3apeecTpoBaHMX NPy MOHOTepanii i AKi CNocTepirainca 3 BMLLIOK YacTOTOK Y Oy[b-SKOMY 3
OCHOBHUX KNiHIYHMX AocnimkeHb. HevacTi no6iyvHi peakuii, Npo sKi 6yno npoiHgopmoBaHO Npy KOMGIHOBaHI Tepanii KaneyutabiHOM, BiAnoBigaTb NOGIYHUM
peakLisM, Npo fAKi 6yn10 NPoiH(HOPMOBAHO NPX MOHOTEpaniT KaneuuTabiHoM 3 KOMOIHOBaHUM areHToM (fliTepaTtypHi faHi abo KOpPOTKa XapakTepUCTMKa JTiIKapCbKOro
3acoby).

[Jeski no6ivHi peakLii YacTo cnocTepiratoTbCs NpY KOMOIHOBaHIW Tepanil (Hanpuknag, nepugepmnyHa YyTinMBa HeBpoNnaTis NMpY 3aCTOCYBaHHI AOLEeTaKceny uu
oKcaninnaTuHy, peakuil NiABULLEHOT YyTNMBOCTI MPWU 3acTocyBaHHI 6eBaum3dymaby). OfHaK He MOXHa BUK/HOYMTU MOCUNEHHSA BKasaHMX MOBIYHUX SBULL Mpu
3aCTOCyBaHHI KaneuuTabiHy.

IHbeKuiT Ta iHBasii: yacTi — onepi3yroumnin Nnwai, iHpeKuiT CeYoBUBILHNX LUNAXIB, KAHAWAO3 POTOBOT MOPOXHUHN, IHPEKLIT BEPXHIX AUXANbHUX LWASAXIB, PUHIT,
rpvn, iHeKLiT™, reprnec poToBOi MOPOXHUHMN.

3 60Ky cucTeMU KPOBi Ta NiMPaTUYHOT CUCTEMU: AYy>XKEe YacTi — HENTPOMNeHIs*, NenKoneHis™, HeMTPONeHivyHa rapsyka*, TPOMOOLUMUTONEHIA* , aHeMis* ; YacTi —
MPUrHiYeHHS KICTKOBOr0 MO3KY, (PebpuibHa HEATPOMeHis™ .

3 60Ky IMYHHOT CUCTEMM: YacTi — peakuii NiABULLEHOT Yy T/INBOCTI.

3 60Ky 06MiHY peqyoBUH, MeTabo/i3My: AyXKe YacTi — 3HUXKEHHS aneTUTy; YacTi — rinokaniemMis, rinoHaTpiemis, rinoMarHiemis, rinokasnbLiemMisi, rinepriikemis.
McvxiyHi po3nagu: YacTi — po3nagm CHY, HECMOKIiA.

HeBponoriyHi posnaau: Ay»e yacTi — napecTtesii Ta An3ecTtesii, nepudepryHa Helponaris, nepugeprnyHa YyTaMBa Helponartisi, COTBOPEHHS CMaKy, rONI0BHWUIA Giflb;
4acTi — HeMPOTOKCUYHICTb, TPEMOP, HEBPATTisA, peakLii NigBULLEHOT Yy TIMBOCTI, rinecTesis.




3 60Ky opraHis 30py: Ay>e YacTi — CIbO30TOUMBICTb; YaCTi — MOPYLUEHHSA 30pY, CYyXICTb B 04ax, 6i/lb B 04ax, NOPYLUEHHS 30pY, PO3NInMBYaTU 3ip.

3 60Ky opraHis cnyxy Ta nabipuHTYy ByXa: 4acTi — [A3BIH Y ByXax, 3HUXKEHHS CNyXY.

Kapgia/sibHi nopyLleHHs: YacTi — hibpunauis nepeacepab, ilemis/iHpapKT miokapaa.

CyOuHHI  po3nagu: [y)Ke 4YacTi — HabpskuM HWXKHIX KIHUIBOK, apTepiasibHa rinepTeHsida, Tpom603/embonisa*; yacTi — MpUNAMBK, apTepiasibHa [iNOTeH3is,
rinepTeH3nBHUIA KpK3, rinepemis, neoiT.

3 60Ky AyxanbHOT CUCTEeMU, OpraHiB rpyaHOT KNiTKW Ta CepefloCTIHHA: Ly)Xe YacTi — aHriHa, An3ecTesid rMOTKW; YacTi — rMkaBka, (papuHronapuHreasibHniA Ginb,
ANCOHIS.

3 BOKY LUMYHKOBO-KMLIKOBOIO TPaKTY: AyXXe YacTi — 3anop, AWCMENCia; YacTi — KpOBOTeYi 3 BepXHiX Bif4A4iNIB LUNYHKOBO-KALWIKOBOIO TPakKTy, BUPa3ku CM30BO1
060/10HKM POTOBOI MOPOXHMHK, racTpUT, 34YTTHA XKMUBOTA, ractpoesodareasibHa peditoKCHa XBopoba, 6ib y poTi, Aucgaris, pektasibHa KPpoBoTeuya, 0i/lb Y HUXKHIX
BiffiNax XXMBOTa, AN3ecTe3il pOTOBOT NOPOXHWMHM, NapecTe3ii POTOBOT MOPOXKHUHW, TiNecTe3is pOTOBOI NOPOXHMHM, ANCKOMGOPT Y XKMBOTI.

3 60Ky renaTobiniapHOi CUCTEMU: YacTi — BIAXUIEHHS PiBHS PYHKLiOHaIbHWUX NEYiHKOBMX TECTIB.

3 OOKy LIKipW i MIAWKIPHOT KNITKOBMHW: AyXKe YacTi — asionewis, nopyLweHHs 3 60Ky HIrTiB; YacTi — rineprigpos, eputeMaTo3Hi BUCUMAHHSA, KPOMNWB’AHKa, HiYHa
nigsuLLeHa NiTIMBICTb.

3 BOKy OMOpPHO-PYX0BOI CUCTEMU Ta CMONYYHOI TKAHWUHU: LyXe yacTi — apTpanrii, Mianrii, 6ifb y KiHUiBKax; yacTi — 6ifib y Wwenenax, M’a30Bi Crnasmu, TPU3M,
CnabKicTb y M’si3ax.

3 60Ky HMPOK Ta CeyvoBUAINbHOT CUCTEMU: YacTi — rematypis, MPOTETHYPIs, 3HWKEHHS KNiPeHCY KpeaTUHIHY HUPKaMK, AU3ypis.

3arasbHi po3nagu: Oy)Ke YacTi — MiABWLLEHHA Temnepatypy Tina, cnabkicTb, 3arasibMOBaHICTb*, YyTAMBICTb A0 MiABULLEHOT TemrepaTypu, acTeHis; yacTi —
3anasieHHs CIM30BUX 060M0HOK, 6ifb Y KiHLiBKax, 60/1b0Bi Big4yTTs, 03H00, 6inb Yy rpyaHii KNiTyi, rpunonofdibHi cCMMNToOMK, rapsayka* , iHgy3iinHi peakuii, peakuii y
MicLi BBefieHHS, 6inb y Micui iHAy3iT, 6inb Y MicLi iH kLT,

[MOLWKOAYKEHHSA (TPaBMK, paHu), OTPYEHHSA: YacTi — MOLLKOLKEHHS Bif, yaapy.

*YacToTa BK/HOYAE BCi CTYNEHI TAXKOCTI, 33 BUHATKOM NOBIYHMX peakLiii, BiA3HAYEHMX 3HAKOM «*», LL|0 BKAOUaIW e nobivHi peakuii 111-1V cTyneHis.

JocBif NOCTMapKeTUHIOBOr0 3aCTOCYBaHHS

Y nepiog NOCTMapKeTUHIOBOr0 3aCTOCYBaHHA npenapaty 6yno 3athikcoBaHO Taki Cepino3Hi No6iYHI peakwit:

3 60Ky opraHiB 30py: pifjKO — CTEHO3 C/i3HOT MPOTOKM, PO3/1afn POriBKM, KePaTUT, TOUKOBUIA KepaTuT.

KapgianbHi nopyLleHHs: piako — ibpunaLis WwWayHoUKIB, NOA0BXeHHS iHTepBany QT, nipyeTHa LyHOUYKOBa TaXikapais, bpaamkapis, Basocnasm.

3 60Ky renaTobiniapHOi CUCTEMM: PIAKO — NEYiHKOBA HEAOCTATHICTb Ta XOMECTaTUYHWIA renaTuT.

3 BGOKy LKipK i NigWKIPHOT KNITKOBUHW: PiAKO — LUKIPHUA YepBOHWIA BOBYAK; Ay)XXe PIAKO — TSKKI LUKIpHI peakuil, Taki aK cuHapom CTiBeHCa—[)KOHCOHA |
TOKCUYHWIA enifiepManibHUI HEKPOi3.

3 60Ky HMPOK Ta CeyoBUAINbHOT CUCTEMU: PIAKO — rocTpa HUPKOBA HEAOCTATHICTb BHACNILOK 3HEBOLHEHHS.

OKpeMi No6iYHI peakuii

[l0ONOHHO-NiAOLLIOBHWIA CUHAPOM

Mpu 3acToCyBaHHI KaneuutabiHy y fo3i 1250 mr/mM2 fgidi Ha 406y NPOTArom 2 TUXKHIB 3 NOAANbLLIOK TVXKHEBOH MEPepBOot0 [0/IOHHO-NIJ0LOBHUIA CUHAPOM YCiX
CTYNEHIB TSHXKKOCTI B AOCNIKEHHAX MOHOTepanii (a4’ toBaHTHOI Tepanii paky 06040BOI KULLKK, NTIKyBaHHA MeTacTa3ytuoro Ko/IOPeKTaIbHOr 0 paKy, NiKyBaHHS paky
MOJIOYHOT 3a/1031) peecTpyBaBcst Yy 53-60 % nauieHTIB Ta y 63 % XBOpPUX i3 MeTacTasylouMMm pakoM MOJIOYHOT 3a/103M Y Tpyni JliKyBaHHA KaneuutabiHOM
/moueTakcenom. Mpu 3acTocyBaHHI KaneumTtabiHy B A03i 1000 Mr/M2 figivi Ha 106y NPOTArOM 2 TMXKHIB 3 MOAa/bLLUOK TUXKHEBOK MEPEepBOID 0MOHHO-MiA0LLIOBHUIA
CUHAPOM YCiX CTYMeHIB TSHXXKOCTI crnocTepirascs y 22—-30 % XBOpuX, fKi OTpUMyBa/Ii KOMOIHOBaHE MiKyBaHHSA 3 KaneuuTabiHoM.

LJ0NOHHO-NIAOLOBHUIA CUHAPOM YCiX CTYMNEHIB TSHXKKOCTI NpY 3aCTOCYBaHHI KaneumTabiHy y pexxuMi MoHoTeparii abo KOMGiHOBAHOT 0 /liKyBaHHS 3 Pi3HUMUK CXeMami
XiMioTepanii npu pisHMX NOKasaHHAX A1 3aCTOCYyBaHHSA (pak 06040BOT KMULLIKW, KONOPEKTa/IbHWUIA pak, paK LWIYHKa, pak MOJIOYHOT 3a/1031) BUHWKaB Y 43 % XBOPUX Y




cepefHbOMY yepe3 239 fHiB MicNs noyvaTKy flikyBaHHA kaneuutabiHom (95 % A1 201-288). 3 nigBULLEHUM PUNKOM PO3BUTKY AOSIOHHO-MIAOLWOBHOIO CUHAPOMY MPU
BCIX AOCNILKEHMX KOMOIHALiAX CTAaTUCTUYHO AOCTOBIPHO 6YNK NOB’s3aHi TakKi KoBapiaHTW: 30i/bLUEHHS NOYATKOBOT 03K KaneuutabiHy (y rpamax), 3MeHLLEHHS
KYMYNATUBHOT 03U KaneunTabiHy (0,1*Kr), 36inblUeHHS BiAHOCHOT iIHTEHCUBHOCTI J03W Y NepLui 6 TVXKHIB NliKyBaHHS, 30iNbLUEHHA TPUBANOCTI NiKyBaHHSA (TVXHI),
36iNbLUEHHSA BiKY nauieHTa (MpupicT Ha 10 pokiB), XiHo4a CTaTb, 406PUIA NOYATKOBWIA 3araibHUIA cTaTyc nauieHTa (0 npotn = 1).

[iapesn

BUHVMKHEHHS fiapel nig yac NlikyBaHHSA KaneuuTtabiHOM crnoctepirann y maike 50 % xBopux. 3a pesynbTaTtaMu LOCNiMKeHb, 3 NiABULLEHUM PUSUKOM PO3BUTKY
Aiapei npu BCIX AOCMIIKEHMX KOMOIHALiIX CTATUCTUYHO AOCTOBIPHO OY/M MOB’A3aHi TakKi KoBapiaHTW: 36i/bLUEHHS MOYaTKOBOI 031 KaneuutabiHy (y rpamax),
36i/bLUEHHS TPUBANOCTI NiKyBaHHS (TWXKHI), 36i/bLUEHHS BiKY NauieHTa (MpupicT Ha 10 poKiB), XiHOYa cTaTb. 3i 3HVKEHHAM PU3MKY PO3BUTKY fiapel CTaTUCTUYHO
[OCTOBIPHO 6y NOB’A3aHi Taki KOBapiaHTW: 3pOCTaHHA KYMYNATUBHOT 03U KaneumTabiHy (0,1*Kr) Ta BifHOCHOT IHTEHCMBHOCTI L03W Y NnepLui 6 TUXKHIB NIKYBaHHS.
KapaioTOKCUYHICTb

OKpiM BKasaHWX Kapgia/ibHUX Mo6iYHMX peakuin, Oynn 3apeecTpoBaHi Taki NO6GIYHI peakuii 3 yacToTolo MeHwe 0,1 % npwu MoHOTepanii KaneuutabiHOM:
Kapaiomionarisi, cepueBa HeOCTaTHICTb, LUTYHOYKOBI EKCTPAaCUCTO/N, panToBa CMepTb.

EHuedanonaTis

OKpiM yKasaHuX No6iYHMX peakLiii, MOHOTepanis KaneyntabiHoM, 3a AaHUMK AOCAiAKeHb, acoLitoBanach i3 BUHMKHEHHAM eHuethanonaTii 3 YacToToro MeHwe 0,1 %

Mo06iYHI peakLiii B 0CO6MBUX rpynax NaLieHTiB

XBOpI NOXWUIOTO BiKy

Y nauieHTiB BikOM noHaf 60 pokis, AKi OTpUMyBasM MOHOTepanito KaneymTabiHOM Ta KOMOGiHOBaHe NiKyBaHHSA KaneumuTabiHOM Ta [oLeTakcesioM, CrnocTepirascs
NigBULEHNIA PU3NK YaCTOTU BUHWUKHEHHS MoGiYHMX peakui 11l Ta IV cTyneHs Ta ceprio3HMX NOBIYHMX peakuiil, NOB’s3aHWX i3 NiKyBaHHSAM, MOPIBHAHO 3
nalieHTamMmy BiKOM MeHLue 60 pokiB. Y GinbLUOT KifIbKOCTI MauieHTiB BIKOM NoHas 60 pokiB, AKi OTpMMyBasiM KOMOiHOBaHe flikyBaHHS KaneuuTtabiHoM Amakca Ta
[oLeTakcesioM, croctepiranocs 6inbLl paHHE NPUNMHEHHS NiKYBaHHA Y pe3y/bTaTi Mo6iYHNX peakLiil NOPIiBHAHO 3 NaLieHTaM1 BikOM MeHLUe 60 pokiB.

Y [oCnifXeHHsX YyciXx KoMOGiHauiin 3 BikOM (36inblleHHA Biky Ha 10 pokiB) crocTepiraiM CTaTUCTUYHO [OCTOBIpPHe 30i/IbLUEHHA PU3NKY PO3BUTKY
[0MI0HHO-MIAOLWOBHOIO CUHAPOMY Ta fiapel, a TaKOX 3HVKEHHS PU3NKY PO3BUTKY HEATPOMeHil.

CtaTtb

AHani3 fJaHux ycix 4ocifpKeHb NPOoAEeMOHCTPYBaB, LU0 XXiHOoYa CTaTb CTATUCTUYHO LOCTOBIPHO MOB’sA3aHa 3 NiABULLEHUM PU3NKOM PO3BUTKY [OSIOHHO-MIAOLLOBHOMO
CUHAPOMY Ta Aiapei, a TaKoX 3HVKEHHAM PU3UKY PO3BUTKY HEMTPOMEHIT.

XBOpI 3 NOPYLLEHHAM (PYHKLIT HUPOK

Y XBOpUX 3 MOPYLUEHHAM (QYHKUIT HUMPOK [0 MoYaTKy NiKyBaHHSA, AKi OTPMMYyBa/iM MOHOTepanito KaneuuTtabiHOM (3 NPVBOLY KONOPEKTASIbHOro paky),
crnocTepiranocs NigBULLEHHS YacToTn NobivHMX peakuint 1 i IV cTyneHs, NOB’s3aHUX i3 NiKYBaHHSM, MOPIBHSHO 3 XBOPUMMW 3 HOPMa/lbHOK (PYHKLiEH HUPOK (36 %
— Yy XBOpUX 6e3 nopyLueHHa PyHKLUiT HUpoK (N = 268), 41 % — y XBOPMX 3 HUPKOBOK HELOCTATHICTIO fierkoro ctyneHs (N = 257) Ta 54 % — y XBopuX 3 NOMIPHOKO
HUpPKOBOLO HepocTaTHICTIO (N = 59)). Y XBOpMX 3 NOMIPHOK HUPKOBOK HEAOCTATHICTHO YacTille BUHMKana HeOOXiAHICTb Y 3HMXKEHHI 03U (44 %), nopiBHAHO 3 33 %
Ta 32 % XBOpPUX 6€3 HUPKOBOT HEAOCTATHOCTI Ta HUPKOBOK HEAOCTATHICTIO IErKOro CTYNEeHs BiAMOBIAHO, | YacTille cnocTepiranaca nepeayacHa BigmiHa nikyBaHHS
(Y 21 % xBopuX Nif, Yac nepLumx ABOX KypCiB) MOPIBHAHO 3 5 % Ta 8 % y XBOPWX 3 BIACYTHICTIO MOPYLUEHHA PYHKLIT HUPOK Ta HMPKOBOK HELOCTATHICTIO JIerKOro
CTYMeHs.

TepmiH NpUAaTHOCTI.
30 micsuiB.



YMoBW 36epiraHHs.
36epirat npu Temnepatypi He BuLe 30 °C y HefOCTYNHOMY 415 AiTei MicLi.

YnakoBKa.
[na 150 mr: no 10 Tabnetok y 6nicTepi, N0 6 61icTepiB y KapTOHHI KOPOGL.
[ns 500 mr: no 10 TabneTtok y 6nictepi, No 12 6aicTepiB y KapTOHHIA KOpO6Li.

Karteropis Bignycky.
3a peLenTom.

Bupo6HUK.
Na6opatopioc HopmoH C.A. / Laboratorios Normon, S.A..

Micue3HaxomkeHHS BUPOOHMKa Ta oro agpeca mMicus NpoBamKeHHs 4isiNIbHOCTI.
PoHpa ae Banbpgekappico, 6, Tpec KaHToc, 28760 Magpwug, IcnaHis / Ronda de Valdecarrizo, 6, Tres Cantos, 28760 Madrid, Spain.

3aABHUK.
Amakca 1T/ AmaxaLTD.

Micue3HaxoIKeHHS 3asiBHUKa.
31 xoH Icnin CTpiT, JToHaoHSW1P 4FE, Benvika bputaHis.
31 John Idlip Street, London SW1P 4FE, United Kingdom



