IHCTPYKUIA
AN MeIMYHOI0 3aCTOCYBaHHS NiKapCbKOro 3acoby

KaneunTabiH-BicTa
(Capecitabine-Vista)

Cknag:

Aitoya peyoBmHa: KaneyntabiH;

1 TabneTka, BKp1Ta M1iBKOBOK 060/10HKOK, MICTUTL KaneuutabiHy 150 mr a6o 500 wr;

[ONOMI>KHI peYOBMHK: HATPIO KpOCKapMenosa, Lesntonosa MikpokpuctaniydHa PH 101, uentonosa mikpokpuctaniyda PH 200, rinpomenosa 5¢P, KpeMHIin KONoTAHWIA
6e3sofHuiA (E 551), marHito cteapart (E 470b);

cknag 060/0HKK: rinpomenosa 5¢P, TutaHy giokeng (E 171), Tanbk (E 553b), makporon 400, 3aniza okcug vyepBoHunia (E 172), 3anisa okeng xosTui (E 172).

JlikapcbKa thopma. Tabnetku, BKPUTI NTIBKOBOK 060/IOHKOIO.

OCHOBHI (pi3MKO-XiMiYHi BNacTMBOCTI: TabneTku, BKPUTI NiBKOBOK 060/10HKOK, OBa/lbHOI (HOPMM, CBITNO-NEPCUMKOBOrO KO/bOPY, 3 rpaBitoBaHHSM «150» 3 OfHOr0 GOKY.
MpunbnnsHi posmipn 11,4 MM X 5,9 Mm;

TabneTKN, BKPUTI NNiBKOBOK 060/10HKOHD, fOBracTol (oopMu, NePCMKOBOIO KO/bOPY, 3 rpasitoBaHHAM «500» 3 ogHOro 60ky. MpubnunsHi posmipm 17,1 MM X 8,1 Mm.

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

dapmMakosoriyHi BnacTmBOCTI.

PapmakognHamika.

KaneunTabiH — HeLUMTOTOKCMYHA NoXigHa (hTopnipuMiAnHy KapbamaTty, nepopasbHuUiA NonepeaHNK LMTOTOKCUYHOT cnonykn S-thtopypaunny (5-®Y). KaneyutabiH
aKTUBYETLCA B [eKiNbKa (hepMeHTHUX eTanis. PiHasbHe NepeTBOpeHHsA L0 5-PY BigbysaeTbcd Nif Ai€t0 TUMIAUHGOCKHOPUNAsN Yy TKaHWHI NYX/INUHU, & TaKoX Yy
340pPOBUX TKaHMHaxX opraHiaMy, npoTe, fK NpPaBu/io, Ha HW3bKOMY PiBHI. Ha Moaensx pakoBMX KCeHOTPaHCMNIAHTATIB JIOAUHM KaneumutabiH nNpojeMOHCTpyBaB
CUHEPriYHMIA epeKT Yy KOMOIHaLIT 3 foLeTaKceneM, Lo MOXe 6yTI NOB’A3aHO 3 NiABULLEHHAM aKTUBHOCTI TUMiAMH(OCHOopKasn goueTakcenem.

[okasm cBigyartb, o meTaboniam 5-®Y aHaboNiYHUM LLUIAXOM B/10KYE peakLito MeTUIIOBAHHA Ae30KCUYPUAWNIOBOT KMCNOTY A0 TUMILWIOBOT KUCNOTU, TAKUM YAHOM
nepeLLKoMKatoun CUHTE3Y [1e30KCUPMOOHYKNETHOBOT Kucnotn (HK). BoyaoByBaHHs 5-®Y Takoxk npurHivye cuHte3 PHK Ta npoteinis. Ockinbkn AHK Ta PHK
HeoOXIiAHI A4Na AiNEHHA Ta POCTY KNITUH, 5-PY MOXe CNPpUUMHATA LediunT TUMIAMHY, WO Cnpuse He3banaHCcoBaHOMY pocTy Ta 3arnbeni kKniTuH. Bnaven Ha AHK Ta
PHK 6inbLu BUpaXxXeHi y KNiTUHaX 3 6i/bl iIHTEHCUBHOK Nposiidiepalieto i 3 BULMM piBHEM MeTabonismy 5-®Y.

dapmakoKiHeTVKa.

dapMaKoKiHeTMKa KaneumTabiHy 6yna BU3HaueHa B AianasoHi 103 502-3514 mr/m2/n06y. MapameTpy KaneumtabiHy, 5'-ae3okcu-5-gropuntuauty (5-APLT) Ta 5'-
ne3oken-5-gtopypuanny (5'-4PYP) Ha aeHb 1-i i 14-ih 6ynu nofioHumun. Ha geHb 14-i nokasHuK AUC 5-®Y 6yB Ha 30-35 % BULLMM. 3HUXKEHHSI [03M
KaneumTabiHy NpU3BOAMIIO JO 3HUXKEHHS eKCno3unLii 5-PY 6inbLue HiXX NPOMopLiiHO J03i BHACNILOK HeNiHINHOT (hapMaKOKIHETUKM aKTUBHOIO MeTaboniTy.
BCMOKTYBaHHS

MMicng nepopasibHOro NpuitomMy KaneuuTtabiH LBUAKO Ta MOBHICTHO BCMOKTYETLCA, MICAS 4Oro NMPOXOAWTL MOro GioTpaHcgopmauis y MeTabonitn 5'-ae30Kcu-5-
¢propuntnaunH (5'-APUT) i 5-APYP. Mpuiiom DKi 3MeHLLYE LIBMAKICTb BCMOKTYBaHHA KaneuutabiHy, NpoTe He Mae 3HA4YHOro BMMBY Ha BENMYMHY NIOLL Mif
KpUBOI «KOHLEHTpaLlisi-4ac» (AUC) 5'-A®YP i HacTynHoro meta6onity 5-®Y. Mpy npusHaueHHi npenapaty y 4o3i 1250 Mr/mM2 nicis npuitomy ixi Ha 14-ii fieHb



MaKCUMasibHi KOHLEeHTpauUii Cyax KaneumTabiny, 5-APLUP, 5'-APYP, 5-dY i ®BAJ] ctaHoBUAM BignosigHo 4,67, 3,05, 12,1, 0,95 i 5,46 MKr/Mn. Yac [JOCATHEHHA
MaKCUManbHOT KOHLEHTpaUiT T ey SOPIBHIOE 1,50, 2,00, 2,00, 2,00 i 3,34 roanHn, aAUC - 7,75, 7,24, 24,6, 2,03 i 36,3 MKr x rog/mn BiAnoBifgHO.

Posnogin

JocnifpkeHHA nnasmu NI0AVHK iN Vitro NPOAEMOHCTPYBa/N, WO AN KaneyumTabiny, 5-APUT, 5'-APYP i 5-PY 38’°430K 3 6inikamy (F0/I0BHUM YAHOM 3 a/ibOyMiHOM)
CTaHOBWTb BiANOBIAHO

54 %, 10 %, 62 % i 10 %.

MeTabonism

MeTaboni3yeTbCs y NeviHui nig gieto kapbokcunectepasun go metabonity 5'-APUT, akuin notim TpaHcopmyeTbesa Yy 5-APYP nig gieto uutnanHaesamiHasm, Wwo
3HaXOAUTLCSA B OCHOBHOMY Y MeyiHui Ta NyXJMHHUX TKaHWHax. MNofanblia KatanituyHa aktmeauia 5-APYP BigbyBaeTbcs 3a paxyHOK TUMIAMH(OCHopniasm.
depMeHTH, 3a1y4eHi y KaTalliTUdHy akTuBaLito, 3HAXO4ATbCS fK Y MYXIMHHWUX TKaHWHax, TakK i B HOPMabHUX TKaHWHax, afe 3a3Buyali Ha HUXKYOMY PiBHi.
Moganblia epmeHTHa GioTpactopmalis KaneuutabiHy go 5-®Y npussoaUTb L0 BULLMX KOHUEHTpaUid y MyX/IMHHUX TKaHUHAX. Y BUNafKy KOOpPeKTa/lbHUX
MYX/IMH 3HaYHa YacTHa 5-PY NoKani3yeTbCa y CTPOMaIbHUX KNITUHAX MYXMHW. Iicns nepopasibHOro 3acTOCyBaHHA KanewmTabiHy nalieHTaMu 3 KONOPEKTaIbHUM
PaKOM BIAHOLUEHHA KOHUEHTpauil 5-®Y y KonopekTabHUX MyX/AMHaX [0 KOHUeHTpauii y npunernMx TKaHWHax cTaHoBuna 3,2 (gianasoH Big 0,9 po 8,0).
BifHOLWEHHA KOHUEHTpauil 5-®Y y NyxnmHi A0 KOHUEeHTpauii y nnasmi Kposi ctaHoBuno 21,4 (gianasoH Big 3,9 40 59,9, N=8), y Tol 4ac $IK BifHOLLEHHS
KOHLEHTpaUil y 340pOBMX TKaHMHaX [0 KOHLEHTpauii y nnasmi Kposi ctaHoswio 8,9 (giamasoH Big 3,0 go 25,8, N=8). lMpy BUMIpIOBaHHI aKTUBHICTb
TUMignHGpochopmnasn 6yna y 4 pasv BulA Y MEPBUHHIA KONOPEKTa/bHIA MyXMHI MOPIBHAHO 3 NPWUMErIMMU HOPMalbHUMK TKaHWHamu. 3a AaHuMu
IMYHOFICTOXIMIYHUX JOCNIAKEHb Biflblua YacTMHa TUMIgUHDOCHOPUIA3N NOKaNi3yeTbCA Y CTPOMAIbHUX KNITUHAX MYX/VHN.

MoTim 5-®PY katabonisyetbea gurigponipumignHaerigporeHasoro (4M4) 3 yTBOPeHHAM MeHL TOKCUYHOTO Aurigpo-5-ghTopypaunny (PYH,). QurigponipumignHasa

PO3LLEN/IOE MIPUMILMHOBE KiflbLie 3 YTBOPEHHAM 5-hTopypeigonponioHoBoi kucnotn (PYTIK). KiHueBoK peakuieto € po3LuenneHHs B-ypeigonponioHason ®YTK
[0 O-tbTop-B-anaHiny (PBAJI), WO BUABNSETLCA B CeYi. AKTUBHICTb AUrigponipumigvHAaerigporeHasy oomMexxye WenaKicTb peakuii. Aediuynt A1 MoXKe npu3BecTy
[0 3pOCTaHHA TOKCUYHOCTI KaneuutabiHy.

BrBeaeHHA

Mepiog HaniBBUBeAeHHA (Tq/) KaneuuTabiny, 5-APLP, 5-APYP, 5-®Y i ®BAJ] cTtaHoBuTb BignosigHo 0,85, 1,11, 0,66, 0,76 i 3,23 roguHun. KaneuuTabiH Ta
meTaboniT KaneumTabiHy B OCHOBHOMY BMBOASTLCA i3 ceueto. EKckpelis i3 ceveto — 95,5 %, 3 kaioM — 2,6 %. OCHOBHMM MeTaboniToM y cedi € DBAS, sKuit
CTaHOBUTb 57 % Bif NPUIAHATOT 403K. MprbnnsHo 3 % NPUAHATOT 403K BUBOAMTLCS i3 CEYEHD Y HE3MIHEHOMY CTaHi.

Komb6iHoBaHa Tepanis

He 6yno BusABneHo BNivBY KareuuTabiHy Ha (apmakokiHeTuKy fouetakceny ta naknitakceny (Cpgx 7@ AUC) Ta BhMBY foLeTakceny Ta nakiitTakceny Ha

(hapMaKOKIHEeTUKY KaneuutabiHy Ta 5-APYP.

dapmakoKiHe TVKa B 0COBMMBUX KNIHIYHUX rpynax

MonynauiliHWiA hapMakoKiHETUUHMIA aHaNi3 6yB BUKOHaHWIA Nicns NiKyBaHHs KaneuuTabiHOM y A03i 1250 mr/m2 Agidi Ha go6y 505 naLieHTiB 3 KOMOPEKTa/bHIM
pakoM. CTaTb, HassBHICTb Y/ BiACYTHICTb MeTacTasiB y MeyiHKy [0 noyaTKy NikyBaHHS, iHAEKC 3araibHOro cTaHy nauieHTa 3a KapHOBCbKM, KOHLEHTpaLis 3araibHoro
6inipy6iHy, CMPOBAaTKOBOro a/lbdbyMiHy, akTUBHICTb AJIT i ACT He Manun 4OCTOBIPHOMO BMMBY Ha (hapMakoKiHeTUKY 5-[APYP, 5-®Y i ®BAI.

MayieH TN 3 MeTacTaTUYHUM YPAXKEHHAM MeYiHKU. 3rigHo 3 JaHUMK (PapMaKOKIHETUYHUX LOCNI[KEHb Y NAUIEHTIB i3 NErKUM i MOMIPHUM CTYMeHeM MOpPYLLEHHS
(OYHKLIT NeYviHKK, 3yMOBNEHUM MeTacTasaMu, 6i040CTYMHICTb KaneumutabiHy Ta ekcrnosumuis 5-®Y MoXyTb MigBuULLYBaTUCA MOPIBHSAHO 3 TakKOK Yy NalieHTIB 6e3
MopyLLEHb PYHKLIT NeYiHKKX. [aHi 3 hapMaKOKIHETUKY LOA0 NaLIEHTIB i3 TAXKUM MOPYLUEHHAM (OYHKLIT NeYiHKW BIACYTHI.

MayieHTn 3 NopyLeHHAM (OYHKLIT HUPOK. Mpy pisHOMY CTyneHi (Bif IErKOro A0 TAXKOro) HUPKOBOT HEAOCTATHOCTI B OHKOXBOPUMX (PapMaKOKiHETMKa HE3MIHEHOTO
npenapaty i 5-®Y He 3anexuTb Bif KnipeHcy KpeaTuHiHy (KK). KK BnnuBae Ha BenimumnHy AUC 5-APYP (36inblieHHss AUC Ha 35 % — npu 3HMkeHHI KK Ha 50 %)



I PBAJ (36inbLueHHA AUC Ha 114 % npm 3HKeHHI KK Ha 50 %). PBAJT — MeTaboniT, Lo He Mae aHTUMPO/TihepaTUBHOT aKTUBHOCTI.

JIiTHIR BIK. Basytouncb Ha fJaHUX NoNyNALIMHOIo hapMakoKiHETUYHOIO aHani3y, WO BK/OYaB NalieHTIB LUMPOKOro BiKOBOro fiana3oHy (27-86 pokiB), 3 ikux 234
nauieHTn (46 %) 6ynu BiKoM Bif 65 poKiB, BiK He BN/MBae Ha (hapMakoKiHETUKY 5’-APYP i 5-dY. AUC ®BAJ 36inbluyeTbCs 3 BiKOM (36inbLUeHHS BiKy Ha 20 %
cynpoBokyBanocs 36inbweHHAM AUC ®BAJT Ha 15 %), Lo, iIMOBIpHO, 3yMOB/IEHO 3MiHOK (DYHKL,IT HUPOK.

ETHiuHi chakTopu. Micns nepopanbHOro 3acTocyBaHHs 825 Mr/M2 KaneuuTtaGiHy ABiYi Ha 406y NPOTArom 14 AHiB y MaujieHTiB SNOHCLKOI HaljioHanbHOCTi (N=18)
Crax KaneuutabiHy 6yna HmK4Yo Ha 36 %, a AUC — Ha 24 % nOopiBHAHO 3 TakoK Y MaLieHTIB eBporneoigHoi pacn (N=22). A Takox gna ®BAJI, nauieHTu
ANOHCHKOI HALUIOHaILHOCTI M Crax KamneuutadiHy Hk4y Ha 25 % i AUC Hukuy Ha 34 % NOpIBHAHO 3 MauieHTaMn €BponeoifHoi pacu. KniHiuHa 3HavyLicTb
L€l pi3HMLI HeBigoMa. He cnocTepiraeTbesi CyTTEBOI Pi3HMLI B eKCrno3umuiT iHWwmx metaboniTie (5'-4PUT,

5-0PYPi 5-0Y).

KniHIYHI XapaKTePUCTUKWN.

lNoka3aHHA.

Pak 06010801 KMLLIKW, KONOPeK T aNlbHUIA pak:

- pak 0600BOI KMLIKK, B 8 OBaHTHIl Tepanii nicns XipypriyHoro nikysaHHs paky 11 ctagii (cTagis C 3a [iblokom);

- MeTacTaTUUYHWIN KONOPEKTaIbHUIA pak.

Pak wnyHkKa:

— npenapar 414 NepLuoi NiHii NiKkyBaHHSA PO3MOBCIOAXKEHOI0 paky LLUIYHKa, y KOMOIHALIT 3 mpenapaTaMuy Ha OCHOBI MAaTUHW.

Pak mono4Hoi 3a1031:

- MiCLLeBUIA PO3MOBCIOMKEHNIA ab0 MeTacTaTUUYHMIA pakK MOJIOYHOT 3a/1031, Y MOEAHAHHI 3 [OLEeTaKCcenoM nicnsa HeeheKTUBHOI XiMioTepanil, Lo BKIOYae
rnpenapaTy aHTPaLMKIiHOBOIO pPAY;

- MiCLLEBMIA PO3MOBCIOPKEHMI ab0 MeTacTaTUYHMIA pak MO/IOYHOT 3a/1031, AK MOHOTepanis nicns HeeheKTUBHOT XiMioTepanil, Lo BK/KOYAE TakcaHu | npenapaTu
aHTPaLMKNIHOBOr0 pagy, abo Npu HasABHOCTI MPOTMNOKA3aHHA [0 Tepanii aHTpauuKiiHamu.

MpoTuUNoKasaHHs.

TsXKKI, Y TOMY 4YMCNi HeouikyBaHi peakuil Ha NiKyBaHHA (TOPMipUMIAVHOM B aHamHesi. [inepyyTiuBiCTb [0 KaneumTabiHy abo [0 Oy[b-AKOro KOMMOHeHTa
npenapary, abo gropypauunny. Bigoma noBHa BigCyTHICTb akTUBHOCTI AurigponipumignHaerigporeHasu (AM4) (ave. po3ain «Oco6MBOCTI 3aCTOCYBaHHS»).

Mepiog BariTHOCTI abo rofyBaHHS rpyaato.

TsKKa NeNKOMeHisA, HEMTPONeHis, TPOMOOLUTONEHIS.

TKKI NOpyLIeHHS QPYHKLIT NeYiHKK.

Ts)KKa HAPKOBa HEAOCTATHICTb (KNipeHe KpeaTuHiHy < 30 M/1/XB).

HewlloaaBHe abo CynyTHE NliKyBaHHA G6puByAnHOM (AMB. po3finy «Oco6/MBOCTI 3aCTOCYBaHHA» Ta «B3aemogia 3 iHWWMK NTiIKapCbKUMK 3acobamu Ta IHLWiI BUAM
B3aEMO/iT» 3 MPUBOAY B3aEMOAIT 3 IHLLIMMM NTiIKaPCbKUMIK 3acobamn).

[MpoTunoKasaHHA 418 3aCTOCYBaHHA Oy Ab-AKOr01iKapcbKoro 3acofy, L0 3aCTOCOBYOTb Y KOMOIHALIT.

Oco6/1m1Bi 3ax0au 3 Ge3NeKun.

YTunizauisa HeBUKOPUCTAHOro npenapaTy Ta npenapaTy i3 NPOCTPOYEHNM TEPMIHOM NPUAATHOCTI: HAAXOLXKEHHS /TIKAPCbKOro 3aC00y Yy 30BHILLHE CepefoBuLLe
HeoOXIiHO 3BeCTM A0 MiHiMyMy. JlikapCbKWiA 3acib He cnif BUKMAATK Yy CTiYHI BOAM | nobyTosi Bigxoan. Ans yTunisauii Heo6XiAHO BUKOPUCTOBYBATW TaK 3BaHY
«cucTemy 360py BigxoaiB» Npu HasBHOCTI TaKoI.



B3aemogis 3 iHLUMMKM NiKapcbKMMKM 3acobamm Ta iHLi BUAW B3aEMOAINA.

JocnimpkeHHs B3aeMOfiT 6y BUKOHaHI /LU Yy OPOC/IMX NaLUieHTIB.

B3aemogisa 3 iHLWIMMY iKapCbKMMU 3ac06amu

BpuByanH

OnucaHa KNIHIYHO 3HayMMa B3aEMOAIA MiX OpuBYyAMHOM Ta qropnipumiguHamu (Hanpuknag, KaneuuTabiHOMm, S-hTopypaumnom, Teragypom) y pesynbTaTi
NPUrHIYeHHs AuUrigponipumignH-gerigporeHasu 6pmByAnHOM. Lia B3aeMofisi, WO CNPUYMHSE NiABWLLIEHHS TOKCUYHOCTI (hTOPMipUMIAMHY, NOTEHLIAHO MOXe
NpU3BeCTU A0 NeTalbHOro Hacnigky. TakuM 4YMHOM, OGPMBYAMH He MOXHa 3aCTOCOBYBAaTM OAHOYACHO 3 KareuutabiHoM (AMB. po3finv «lMpoTunokasaHHS» Ta
«Oc06/MBOCTI 3aCTOCYBaHHS»). MOBUHeH ByTU Nepiog, 04iKyBaHHS LWOHaMeHLLIE MPOTAroM 4 TVXHIB MiX 3aKiHYeHHAM NiKyBaHHS 6pMBYAMHOM Ta NOYaTKOM Tepanii
KaneuuTabiHoM. JliKyBaHHSA 6pUBYANHOM MOXHa po3noyaTti Yepes 24 roguHu nicns npuinomy oCTaHHbLOT 03K KaneumTabiHy.

CybcTpaTu umToxpomy P450 2C9.

JocnifpKeHHs Wo0 B3aEMOAIT KaneumuTabiHy Ta iHWKX npenapaTis, Wo mMeTabonisyoTbes izoepmeHToM 2C9 cuctemmn uutoxpomy P450, 3a BUHATKOM BapdapuiHy,
He npoBoAuan. HeobXigHO 3 06epeXxHICTIO Npu3HavaTy KaneymTabiH i3 UMy npenapaTamu (Hanpuknag 3 OeHiTOIHOM).

AHTUKOArynsaHTU KyMapuHOBOI 0 psjy.

KaneymnTabiH NoCuIoe ePeKTU HENPAMUX aHTUKOArynsaHTIB (BapdhapuH i (heHNMPOKYMOH), L0 MOXe NPU3BECTUN A0 NOPYLUEHHS NOKa3HWUKIB 3ropTaHHs i BUHUKHEHHS
KPOBOTEY Yepe3 feKifibka [AHIB abo MicsAuiB Bif noyaTky Tepanii KaneyuTabiHOM, i B OKpPeMMX BMMagkax — NpoTaroM 1 Micsus nicns 3akiHYeHHS NiKyBaHHSA
KaneuutabiHOM. Y K/iHIYHOMY (PapMaKOKIHETUYHOMY LOC/IIKEHHI B3aEMOZIT MiCnsa O4HOPA30BOro BBEAEHHA S-BapgapuHy B 031 20 Mr fliKyBaHHS MpenapaTom
KaneymnTabiH-Bicta npmussoguno go 36inbweHHs AUC BapgapuHy Ha 57 % i MHO Ha 91 %. Ockinbkun metaboniam R-BapgapvHy He nopyLlyBaBCs, BKa3aHe
CBIfUMTb, WO KaneumTabiH nNpurHidye izoepmeHT 2C9 Ta He Bh/MBaE Ha izodepmeHTn 1A2 Ta 3A4. Y nauieHTiB, AKi 0gHOYACHO NpUAMaloTb KaneuutabiH i
nepopasibHi aHTUKOArynsHTU — MOXiAHI KyMapuHy, Heo6XigHO MPOBOANTM [AeTa/lbHWI MOHITOPMHI MOKa3HWKIB 3ropTaHHA KpoBi (MiXHapoaHWiA KoedilieHT
HopMani3aLii un NPoTpPomBiHOBMIA Yac) i Nigbmpatn o3y aHTMKOoarynsHTa.

PeHITOIH.

Mpn ogHoYacHOMY 3acTocyBaHHI nNpenapaTy KaneymTabiH-BicTa Ta Ta QleHiTOTHY NOBIAOMAANN NPO OKPeMi BUNAAKN MiABULLEHHS KOHLEHTpaLiT (PEHITOIHY Y niasMi
KPOBI, WO CYyNPOBOMKYBA/INCA BMHUKHEHHAM CUMMTOMIB iHTOKCMKALiT (DeHITOTHOM. Y nauieHTiB, AKi NpuiAMaroTb KaneuymTabiH OAHOYaCHO 3 (DEHITOTHOM,
PEKOMEHAYETLCA PEryNAPHO KOHTPOKOBATU KOHLEHTPaLito (heHITOTHY Y niasmi KPOoBi.

doniHoBa kucnoTal/toniesa KACNOTA.

doniHoBa KMCNOTa CYTTEBO HE BM/IMBAE Ha (PapmMakOKiHETUKY KaneuutabiHy Ta ioro metabonitie. OfHak (po/iHOBa KMCOTa B/MBAE Ha (PapmakoAMHaMiKy
npenapaty KaneuutabiH-BicTa, Wo MOXe Mpu3BecTM [0 36iNblUEHHA TOKCUYHOCTI KaneuuTabiHy: MakcuMMma/ibHa MepeHocMMa Ao3a KaneuutabiHy Yy pexumi
MOHOTepanii Nnpu nepepuBYacTiii CXemi A03yBaHHs CTaHOBUTL 3000 Mr/M2 Ha 06y, a NPX KOMGIHOBAHOMY 3aCTOCYBaHHI 3 (H0NIHOBOK KMC0TO (30 M nepopanbHoO
ABiYi Ha go6y) — nuie 2000 Mr/M2 Ha Ao6y. MMifBULLIEHA TOKCUYHICTbL MOX/IMBA Npu nepexofi 3 5-FU/LV Ha cxemy NiKyBaHHs KaneuuTa6iHOM. Lle TakoX Moxe
cnocTepiratucs nNpu 3actocyBaHHiI (00MIEBOT KUCMOTU 3 METOK YCYHEHHS Ae(hiumTy (PONIEBOT KUCNOTU Yepe3 CXOXKICTb MidK (PONIHOBOKD Ta PONIEBOKD KMCIOTaMW.
AHTauman.

BuByanu BNAMB aHTauuAiB, WO MICTATb a/IlOMiHIO Ta MarHit0 rifpoKcug, Ha (hapMakOKIHETUKY KareuutabiHy. AHTauuauM, WO MICTATb a/IloOMiHil0 Ta MarHito
rigpoKcua, He3HaYHO NiABULLYIOTb KOHLUEHTpaLT KaneynTabiHy i ogHoro inoro metabonity (5-A®LP) y nnasmi KpoBi; Ha Tpu OCHOBHUX MeTabonitn (5'-4PYP, 5-
®Y i PBA) KaneynTabiHy BOHW He BN/INBAKOTb.

AnonypuHon.

CnocTepiranaca B3aeMOZIS MK afionypyvHOIOM Ta 5-(hTopypauuiom 3 MOXIMBUM 3HUMXKEHHAM eqeKTUBHOCTI S5-(hTopypauuniy. Y 3B°A3Ky 3 UMM CRif YHUKaTK
0[JHOYaCHOI 0 3aCTOCYBaHHA KarneuuTabiHy Ta anonypuHosy.




IHTepepoH anbia.

MakcumasibHa nepeHocKMMa f103a NiKapcbKoro 3acoby KaneuuTabiH-Bicta ctaHoBWUTb 2000 Mr/M2 Ha o6y nNpu KOM6iHOBAaHOMY 3aCTOCYBaHHI 3 iHTep(epoHOM
anbha-2a (3 MaH MO/M2 Ha go6y) nopiBHsAHO 3 3000 Mr/mM2 Ha 406y NPV 3aCTOCYBaHHI KaneuuTabiHy y pexKumi MoHoTepani.

MpomeHeBa Tepanis.

MakcvMasibHa NepeHocKMa f103a KanewuuTabiHy y peXxumi MOoHoTepanii npu nepepuBYacTiii CXeMi 03yBaHHS cTaHOBUTL 3000 Mr/M2 Ha o6y, NPy KOM6iHOBaHOMY
3aCTOCYBaHHi 3 MPOMEHEBOIO Tepanieto paky NpsMol KUKy — 2000 Mr/mM2 Ha o6y npu Ge3nepepBHOMY Kypci NpoMeHeBol Tepanii abo LoeHHOMY 6-TUXXHEBOMY
Kypci NpoMeHeBO1 Tepanii y nepiog 3 noHeginKa no n’aTHuLo.

OkcaninnaTuH.

Mpn KOMB6IHOBAHOMY 3aCTOCYBaHHI KaneuuTabiHy Ta okcaninnaTuHy 3 abo 6e3 6eBaL3yMabdy He Bif3HauYeHO K/TiHIYHO 3HA4YMMOT Pi3HMLL B eKCMO3ULiT KaneymnTabiHy
4m 1oro MeTaboniTis, BiSIbHOT MNATUHK | CYMapPHOT NAATUHW.

besauuzymab.

He Big3HauyeHO KAiHIYHO 3Hauywoi fil 6eBaum3yMaby Ha (apMakKOKiHETMYHI MapameTpu KaneuuTabiHy i Moro MeTaboniTiB NPUCYTHOCTI NPW HasiBHOCTI
OKCaNiniaTuHy.

B3aemopaist nikapcbkuii 3acib — Hka

OCKiNnbKK HasiBHI AaHi Wo40 6e3nekn Ta epeKTUBHOCTI 6a3ytoTbCA Ha 3aCTOCYBaHHI KaneumntabiHy 3 DKEL0, peKoMeHAYeTbCs NnpuinvaTi npenapat KaneunTabiH-Bicta
3 Xeto. Mpuiiom nikapcbKoro 3acoby KaneymtabiH-BicTa 3 ket Npr3BOAWTL A0 CMOBINIbHEHHSA LUBMAKOCTI BCMOKTYBaHHS KaneuutabiHy.

Oco61MBOCTI 3aCTOCYBaHHS.

ToKcn4Ha fis, LWo 3a1eXKUTb Bif 403K,

TOKCMYHa fid, WO 3a1eXWTb Bif 4031, BUPAXAETbCA Y Aiapel, 60110 Y XUBOTI, HYAO0Ti, CTOMATUTI, AONOHHO-MiAOWOBHOMY CMHAPOMI (A0NOHHO-NIAOLLIOBHI LUKIpPHI
peakuii, LJONOHHO-NILOLIOBHA epuTpoamM3ecTesis). BifblWicTb NO6GIYHUX peakuii 060pOTHI i He NOTPebyHOTb NOBHOT BIAMIHM Mpenapary, Xo4ya MoXe BUHUKHYTU
HeoOXIiAHICTb Y KOPeKLiT 1031 abo TUMYacoBili BigMiHi npenapary.

[iapes. 3a XBOpPVMM 3 TAXKKOK [iapeeto CMif yYBaXXHO CrocTepirati, NPOBOAAYM M perigpartauito i BIAHOBMEHHS BTPaTWU eNIeKTPONITIB Npu ferigpatauii. MoxyTb
OyTW Npu3HayveHi cTaHZapTHI NpoTuAiapeiHi npenapaty (Hanpuknag, nonepamig). Oiapes Il cTyneHs 3a Kputepismy HauioHasbHOr0 OHKOMOMIYHOIO IHCTUTYTY
KaHnagn (NCIC CTC, Bepcis 2) BU3Ha4aeTbCA 5K 36iNbLUEHHS KiNIbKOCTI Aedekallin 10 4-6 pa3iB Ha 100y abo gedekauii BHoui; giapes Il cTyneHs — SK 36iNbLLEHHS
KifIbKOCTI fedhekauii fo 7-9 pasiB Ha f06y abo HeTpUMaHHS Kany i Masibabcopbuis. [iapesi 4 CTyneHs BU3HAYaeTbCA K 30iMbLUEHHS KiNbKOCTI geekauin >10/000y
abo MacuBHa fiapes 3 [OMilLKaMu KpoBi, abo HeO6XiAHICTb Npu3HaYeHHs MapeHTepasibHUX BAMBaHb. Mpy HeOOXiAHOCTI [03Yy npenapaTy Cnif 3MeHWUTn (amB.
po3in «Crnoci6 3acTocyBaHHA Ta L03U»).

[erigpaTauisa. HeobxigHO nonepeakyBaTn po3BUTOK Aerigpatauil Ta 34iACHIOBATN KOpeKUito aerigpatauii y pasi il BUHMKHEHHS. [erigpatauis MoXe LUBMAKO
PO3BUMHYTUCH Y NaLliEHTIB 3 aHOPEKCI€EL0, aCTEHIED, HYAOTO, 6/1H0BaHHAM abo fiapeeto. [erigpatayis MoXKe CrpUYNUHUTI TOCTPY HUPKOBY HEOCTaTHICTb, 0C06MBO
Y NaLieHTIB 3 Y)Ke ICHYHUYMM NOPYLLEHHAM (PYHKLIT HAPOK abo SKLLO KarneunTabiH 3aCTOCOBYBATM OAHOYACHO 3 /TIKAPCbKMMM 3aCc06aMU 3 BiJOMOKO HEDPOTOKCUYHOKD
pieto. ocTpa HMPKOBa HeAOCTaTHICTb Y pe3ynbTarTi gerigpartauii Moxe 6yTW MOTEHUiAHO NeTanbHOW. Mpw nossi gerigpatauii 1l cTyneHs (abo BuLye) Tepanito
KaneumTabiHOM Cnifi HeramHo NPUMNWHUTKA Ta MPOBECTM KOpPeKLito Aerigpatauii. BigHOBNEHHS NiKyBaHHS MOX/MBE MpPW afleKBaTHIN Kopekuil Aerigpartayii Ta
KOpeKUiT/KOHTPpONI NpuyunH npeuunitauii (Ame. po3gin «Cnoci6 3acTocyBaHHA Ta 403U»). Kopekuito f03K1 Y pa3i BUHWKHEHHS MPeuuniTyroumx nobivyHUX ABuL,
NPOBOANTM Y pa3si HeObXiAHOCTI.

[l0NOHHO-NiJOLLIOBHWIA CUHAPOM

J0NOHHO-NIAOWOBHWIA CUHAPOM TaKOX BIAOMUIA K AONOHHO-NIAOLWOBHI LWKIPHI peakLii abo A0M0HHO-NIAOLIOBHA epUTPOAM3eCTesis, abo nepudepuyHa eputema,
CNpuUYMHeHa XimioTepanieto. [O0MOHHO-MIAOWOBHUIA CUHAPOM | CTYyrMeHs He MOpyLUYe WOAEeHHOT akKTUBHOCTI NauieHTa i NPOoSBASETLCA OHIMIHHSAM, NapecTesiamu,



AMN3ecTe3iamu, NOKONHOBaHHAM, 6e360/1iCHUM HabPSAKOM abo NOYEpPBOHIHHAM [0/1I0Hb 1/a60 NiLOLLOB i/ab0 ANCKOMGOPTOM.

[ONOHHO-NIAOWOBHUIA cuHApom Il CcTyneHsi NposBASETLCA GOMICHUM MOYEPBOHIHHAM | HabpskaMu KUCTI pPyK i/abo MifgoLWOB; BUK/IMKAHUA LMW MPOosiBaMU
ANCKOMMOPT NOPYLLYE LLIOAEHHY aKTUBHICTb XBOPOTO.

[0noHHO-NiAoWOBHWMIA cuHapom 1 CTyneHs BU3Ha4YaETbCA SIK BOMOra AecKBaMallis, yTBOPEHHS BUPa30K, NosiBa NyXMpiB i rocTpuii 6inb A0NoHb i/abo nigoLwos, i/abo
TSOKKAA ~ JUCKOM(IOPT, WO He [ae MOX/IMBOCTI MauieHTam npautoBatv abo 3aiMaTucs MOBCAKAEHHOK  Aif/bHICTIO. [lepcucTyroumini abo  TSHXKKWIA
[0NOHHO-NIAOLLOBHUIA CUHAPOM (CTYrNeHs 2 ab0 BULLE) MOXKE 3PELLTOO NPUBECTU [0 BTPATU BIAGUTKIB NasbLiB, L0 MOXE BIAVHYTU Ha iAeHTU(IKaLito nayieHTa. Y
pasi NosiBM A0MIOHHO-NIZOWOBHOIO cuHApomy Il abo 111 cTyneHs npuitom kaneuutabiHy cnif NPUNVHUTLA A0 3HUKHEHHS CUMNTOMIB ab0 X 3MeHLIeHHS A0 | CTyneHs;
Npv HacTynHin nossi cuHgpomy Il cTyneHs o3y KaneuuTtabiHy NOTPIGHO 3MeHWMTW. MauyieHTam, SiKi OAHOYACHO OTPUMYIOThL KareumTtabiH i umcnnatuH,
3acToCyBaHHA BiTaMiHy Bg (MipWAOKCMH) He PEKOMEHAYETLCA 3 METOH CUMMTOMAaTUYHOIO abo BTOPMHHOIO MPOMiNakTUYHOrO NiKyBaHHA 40MOHHO-MIAOLOBHOIO

CUHAPOMY, OCKiNIbKX 0ny6iKoBaHi AaHi CBigYaTb, L0 Lie MOXe NPU3BECTU A0 3HMKEHHS epeKTUBHOCTI uucnnatuHy. Jeski gaHi cBigyaTth Npo Te, WO AeKCnaHTeHoN
eheKTMBHUIA ANs NPOGINaKTUKIN AONOHHO-MNILOWOBHOr0 CUHAPOMY Y NaLieHTIB, IKi OTPUMYBa/IN KaneunuTabiH.

KapaioTOKCUYHICTb.

CnekTp KapAiOTOKCUYHOCTI MpW NiKyBaHHI KaneyuwTabiHOM aHanoriyHuWiA TakoMy MpW 3aCTOCYyBaHHI IHLIMX (hTOPMipMMIAMHIB | BK/KOYaE iH(apKT MiokKapaa,
CTEHOKapAito, apuTMii, KapAioreHHWn LWOoK, panToBWiA NeTanbHUIA HacNifoK, 3yNMHKY cepus, CepueBy HeAoCTaTHICTb i 3MiHM EKI (BKnrouaroum ayxe pigKicHi
BUMNaAKM MOAOBXEHHS iHTepBanty QT). LLi no6iyHi edeKTn yacTille XapaKTepHi Ans NauieHTIB 3 ileMiYHOK XBOPO6OK cepud. Mpu 3acTocyBaHHI KaneuutadiHy
NOBIAOMNANN NPO BUNAAKM CEpLEBUX apuTMIld (BKNOYarouM ibpuasaLito LWAYHOUKIB, MipyeTHY LUNYHOUKOBY Taxikapdito, 6pagukapaito), CTeHoKapAil, iHpapKTy
Miokap/a, cepLeBol HeaoCTaTHOCTI, Kapdiomionartii. [py npu3HadveHHi Tepanii KaneynTabiHOM nawieHTaM i3 KNiHIYHO 3HaYYLLMM 3aXBOPHOBaHHSM CepLs, apUTMisiMK
| CTEHOKap/i€eto HeO6XiAHO BUABNATM 06EPEXHICTb.

[ino- abo rinepkanbLiemis.

[Mig yac nikyBaHHSA KanewuuTabiHOM NOBiJOM/SANM NPO Tino- abo rinepkaibLiemito.

3axBOpIOBaHHA LieH T pasibHOT ab0o nepuepryHOT HepBOBOT CUCTEMM.

Mpn npu3HayeHHi nikapcbkoro 3acoby KaneyuTabiH-BicTa nauieHTam i3 3aXBOPKOBaHHAM LeHTpasibHOT abo nepugepuyHol HepBOBOI CUCTEMW, Hanpukniag,
meTacTasamu y rosioBHWUIA MO30K Y/ HEBPONATIED, HEOOXiAHO BUSBNATN 0OEPEXHICTD.

LlyKpoBuii fiabeT abo NopyLUeHHs piBHA eNeKTPoNiTiB.

Mpn npusHaveHHi npenapaty KaneuutabiH-BicTa nauieHTam i3 LyKpoBMM AiabeToM abo MOPYLUEHHAM PIBHS €NIeKTPONITIB HEOO6XiAHO BUABNATU 0O6EPEXHICTb,
OCKi/IbK/ 3aCTOCYBaHHA KanewuuTabiHy MoXe Npu3BoAUTM 40 NOTipLUeHHs TX nepeoiry.

AHTUKOAryNAHTW — NOXigHI KyMapuHy.

Y pocnifpkeHHi B3aEMOfii 3 OAHOPA30BMM 3aCTOCYBaHHAM BapgapuHy CrocTepiranocs CyTTeBe 30i/IbLUEHHS CepeAHbOol BeMMUMHM MAOWi Nif KPUBOHD
«KOHLeHTpauif-yac» (AUC) S-BapdapuHy (Ha 57 %), L0 CBIAYMTL MPO HAsABHICTb B3aEMOAIT, BIpOrigHO, Y pe3ynbTaTi MPUTHIYEHHA KanewmTabiHOM i30(hepMeHTOM
2C9 cuctemu umtoxpomy P450. Y nauieHTiB, SKi 0AHOYACHO NpUiiMatoTb KaneumuTabiH i nepopasibHi aHTUKOArynsHTM — NOXiAHI KymapuHy, He06XiAHO NPOBOAUTM
AeTanbHUA MOHITOPUHI NOKa3HKKIB 3ropTaHHs KPoBi (MiXKHapoHe HopMasli3oBaHe CMiBBiAHOLLEHHS ab0 NPOTPOMGIHOBWMIA Yac) i NigbupaT 403y aHTUKOArynsHTY.
BpuByavH

BpvBYyAMH He MOXKHa OIHOYACHO 3aCTOCOBYBATKM 3 KaneumutabiHOM. icns Takoi NiKapcbKoi B3aeMO/iT NOBIAOMAANM NP0 NeTasnbHi BUNaAKW. MNMoBuHEH ByTy nepiog,
OYiKyBaHHS LLOHaMeHLUe MOTAroM 4 TUXKHIB MK 3aKiHYEHHAM NiKyBaHHSA OpVBYAMHOM Ta Mo4vaTKOM Tepanii kKaneuuTabiHOM. JlikyBaHHS 6pMBYAMHOM MOXHA
po3noyaTy Yepes 24 roguHu nicns NpUitoMy O0CTaHHLOI 03K KaneuuTabiHy (auB. po3ainu «MpoTunoKasaHHs» Ta «B3aemogis 3 iHWMMKM NiKapCbKMMKU 3acobamm Ta
iHLWI BUAW B3aEMOLiI»).

Y pasi BMNagKoBOro NpuiioMy OpvBYAMHY NauieHTam, SKi OTPUMYHOTb JliKyBaHHA KaneumutabiHOM, CNif BXWUTU e(EKTUBHMX 3aX0AiB 3 METOK 3MeHLUEeHHS
TOKCMYHOCTI KaneumTabiHy. PekoMeHAyeTbCA HeraviHa rocnitanisayis. Cnig po3noyaTy yci HeobXxiAHI 3axXx0An 3 METOK MOMNepPeMKEHHS CUCTEMHUX iHMEKLIA Ta



Jerigparauii.

MopyLUeHHS OYHKUIT MeYiHKW.

Y 3B’A3KYy 3 BIACYTHICTIO AaHUX 3 6e3nekn Ta e(DeKTUBHOCTI Y MauieHTiB 3 MOPYLUEHHAM (YHKLiT MeYiHKM 3aCTOCYBaHHA KarneuuTtabiHy HeoOXifHO peTenbHO
MOHITOPUTM Y NaUi€HTIB 3 MOPYLUEHHAM (DYHKLIT NeYiHK/A IErKoro Ta CepefHbOro CTYMeHs TSXKKOCTI He3asIeXXHO Bif HasBHOCTI abo BifACYTHOCTI MeTacTasiB Yy
MeviHKy. FAKWO B pe3ynbTaTi NiKyBaHHS KaneyuTabiHOM CrocTepiraeTbCs rinepoinipy6iHeMisi, WO NepeBULLLYE BEPXHIO MeXY HOpMK 6inbll HiX y 3 pasu, abo
MigBULLYETLCA aKTUBHICTb NMeYiHKoBMX amiHoTpaHcdepas (AJ1T, ACT) 6inbLue HIX Y 2,5 pa3a NMOPIBHAHO 3 BEPXHBLOK MEXEH HOPMU, 3aCTOCYBaHHA KaneumTabiHy
CNig NPU3ynuHUTK. JTiKyBaHHA KaneuuTtabiHOM IK MOHOTeparieto MOXHa BiAHOBUTY NPY 3HMXKEHHI PiBHA 6ifipy6iHY Ta aKTUBHOCTI NEYiHKOBUX TpaHCaMiHa3 HK4e
3a BKasaHi Mexi.

MopyLUeHHs (hyHKLIT HUPOK.

YacToTa BUHWKHEHHSA NO6iyHMX peakuin Il Ta IV cTyneHst y nauieHTiB i3 MOPYLIEHHAM (YHKLIT HUPOK NMOMIPHOro CTYMNeHs TSHXKOCTI (KNIpeHC KpeaTUHIHY —
30-50 mMn/xB) NifABuLLEHA NOPIBHAHO 3 TaKOK Yy 3ara/bHild rpyni nawieHTiB.

JetiunT aurigponipumiguHgerigporedasu (AM4).

IHoAi BHAcnigoK AedhiunTy akTMBHOCTI AN cnocTepiranacs HeodiKyBaHa TsXKKa TOKCUYHICTb (Hanpuknag, CTOMaTWUT, Aiapesi, 3anaieHHs CM30BMX 00O0/OHOK,
HEMNTPOneHia Ta HEMPOTOKCMYHICTb), NOB’A3aHa 3 5-propypayuiom (5-dY).

Y nauieHTIiB i3 HU3bKOK akTuBHicTiO AN/ a6o BigcyTHicTiO akTuBHOCTI AN, hepmeHTa, KMl 6epe y4yacTb Y po3LLensieHHi Topypauuny, icHye NigBULLEHWI
PU3NK BUHWKHEHHSA TSXKUX, HEOE3MeYHUX A5 XUTTA abo NeTabHUX NOBIYHMX peakuiid, CnpuymMHeHux qTopypauyumnom. Xoda gediunt AL HEMOXIMBO
BCTAHOBUTY TOYHO, BIZJOMO, LU0 Y MALIEHTIB i3 MEBHUMY FOMO3UTOTHUMM 860 AeAKMMN KOMOIHOBAHUMY FeTEPO3UTOTHUMM MYTaLiiMK B FTeHETUYHOMY NToKyci DPY D
(Hanpuknag, DPYD*2A, c. 1679T>G, c. 2846A>T Ta c. 1236G>A/HapB3 Bapiauit), iKi MOXYTb CIPUYUHUTI NOBHY ab0 NPaKTUYHO MOBHY BiACYTHICTb )epMEHTHOT
akTMBHoOCTI N[ (3a BM3HaYeHHAM NabopaTopHMX aHanisiB), COCTEPIracTbCA HaMBULLMIA PU3UK HEOEe3MeYHOT ANa XUTTA abo NneTasbHOI TOKCUYHOCTI, | TakuM
nawieHTaMm He Cnif NpusHavaTy Tepanito KaneumTabiHOM (AUB. po3gin «poTUnoKasaHHA»). [N nayieHTiB 3 MOBHOK BiACYTHICTIO akTUBHOCTI A1/, Hemae [o3u 3
[0BeIeHOK0 BEe3MeKOH0.

Byno npoAeMoHCTPOBaHO, L0 NauieHTH 3 BigoMumMu reteposnrotHuMn DPY D Bapiavismu (3okpema, DPYD*2A, c. 1679T>G, c. 2846A>T Ta c. 1236G>A/HapB3
Bapiauii) MaroTb NiABMLLEHWI PU3MK TAXXKOI TOKCMYHOCTI Y pasi NiKyBaHHS i3 3aCTOCYBaHHSM KaneuuTabiHy.

YacToTa reteposurotHoro DPY D*2A reHotuny B DPYD reHi y naujieHTiB €BponeoigHoi pack CTaHOBUTb, 6nn3bko, 1 %, 1,1 % ansa c. 2846A>T, 2,6-6,3 % ans C.
1236G>A/HapB3 Bapiaujii Ta 0,07-0,1 % anqa c. 1679T>G. PeKoMeHAYETbCA NPOBEAEHHSA FTEHOTUNYBaHHA AaHWX aneniB 3 METOK BUABNEHHS NaLiEHTIB, SKi MalOTb
NiABWLLEHNIA PU3MK BUHUKHEHHSA TSXKKOT TOKCMYHOCTI. [aHi wogo yactotv gaHux DPY D Bapiauii y pisHUX Nonynsuisx eBponecigHoi pacu obmexxeHHi. He cnig
BUK/IHOYATH, L0 iHLWI PigKi Bapiauii TaKOX MOXYTb 6TV NOB’A3aHi 3 MigBULLEHUM PU3NKOM BUHUKHEHHS TAXKKOT TOKCUYHOCTI.

MayieHTiB i3 yacTkoBMM gediumtom AN, (30kpema 3 retepo3uroTHUMK MyTauismy reHa DPY D) i AKLWWO Nlikap BBaXKae, L0 KOPUCTb 3aCTOCYBaHHA KaneuuTabiHy
nepeBaXkae pU3nKM (BpaxoBYrOUM JOLINbHICTb NPU3HAYEHHS aflbTePHATUBHUX PEXMMIB XiMioTepanii He Ha OCHOBI ITOPMipUMIAMHY), CNif NiKyBaTU 3 HaA3BUYANHOO
06epPeXXHICTIO Ta NPOBOANTI YaCTUI MOHITOPUHT i3 KOPEKL,IE 4031 3a/1eXKHO Bifl TOKCUYHOCTI. CAif, po3rnsHyTU MOX/IUBICTb 3HMXXEHHSA MOYATKOBOI 403U A/ TaKnX
MauieHTIB 3 METOK YHWKHEHHS| BUHWKHEHHS! Cepiio3HOT TOKCUYHOCTI. ICHye HeaocTaTHbO [aHuX, W06 peKoMeHAyBaTV MeBHY [A03Yy MauieHTam 3 4acTKOBOH
akTuBHicTio AN 3a pesynbTataMu NpPoBeAeHHs cneumdivyHoro tecty. Mosigomnsanu, wo DPYD*2A, c. 1679T>G Bapiauii npn3BoAsaTh A0 6ifbLUOro 3HMXKEHHS
(hepPMEHTHOI aKTUBHOCTI 3 BULLUM PU3UKOM PO3BUTKY NOGIYHMX peakLiil MidXX iHLIMMKY BuAamu Bapiayiidi. Brive 3MeHLLeHHS 4031 Ha ePEKTUBHICTb Ha faHWIl MOMEHT
HeBM3HaYeHW. TakuM YMHOM, Y pa3i BiICYTHOCTI CEepMO3HOT TOKCMYHOCTI fj03a Npenaparty Moxe 6yTu nigsuLLeHa 3a YMOBM PeTe/IbHOr0 KOHTPO/IKO CTaHy MauieHTa.
MauieHTn, AKi Manv HeraTMBHWUIA pe3ynbTaT TECTY Ha aneni, SKi BKasaHi BULLE, OfHaK BCe e MOXYTb MaTh PU3NK BUHUKHEHHS TSHXKKMX NOBIYHNX peakLild.

Y nauieHTIiB 3 Hepo3ni3HaHMM gediumTom AN, AKX NMikyBasv KaneumtabiHOM, a TaKoX Y MauieHTIB 3 HeraTMBHUM Pe3y/ibTaTOM TeCTY Ha HasBHICTb CneunpivyHnX
DPY D Bapiauiin MoXyTb CNOCTePIiraTucs NposiBu 3arpo3nBOoT A1 XXUTTA TOKCUYHOCTI, NOAIBGHI 40 rocTporo nepefo3ysaHHs (AMB. po3ain «epefo3yBaHHA»). Y pasi
rocTpoi TOKCMYHOCTI II-1V cTyneHs nikyBaHHS CMif HeraniHo BigMiHUTK. Cnif po3rnsHyTU NUTaHHSA NPO OCTATOYHY BiAMiHY JliKyBaHHS, 6a3yt0unCh Ha KITiHIYHIN



OLIHLi BUHUKHEHHSA, TPUBAIOCTI Ta TAXXKOCTI CNOCTEPEXYBAHOT TOKCUYHOCTI.

O TanbMonoriyHi yCKnagHeHHs.

CTaH naujieHTiB c/if, peTeNbHO KOHTPO/HOBATY WOAO OTa/IbMOONYHMX YCKNAAHEHb, TaKMX K KepaTUT abo nopyLueHHs 3 60Ky poroBoi 060/10HKKN, 0CO6AMBO NpU
HasBHOCTI NopyLUeHb 3 60Ky opraHiB 30py B aHaMHe3si. Mpy KNiHiYHilA Heo6XigHOCTI CMif po3noyaTu NiKyBaHHS MOPYLLEHb 30pY.

TAXKKI LLKIPHI peakuii.

3acTocyBaHHsA npenapaty KaneuutabiH-BicTa MOXe CPUUMHUTU TSXKKI LWKIPHI peakuii, Taki Sk cuHapoM CTiBeHCa—[)KOHCOHa Ta TOKCUMYHMIA enigepManibHUi
Hekponi3. Cnij 0CcTaTOYHO NPUMMHUTY 3aCTOCYBaHHA KaneuuTabiHy nauieHTaMm, y AKUX PO3BUHYNNCA TSXKKI LLKIPHI peaku i’ MpoTAroM 3acTOCyBaHHS npenapary.
TabneTkn npenapaty KaneuutabiH-Bicta He cnig nogpibHioBaTn abo pospizaTu. Mpu KOHTaKTI NauieHTa abo fgornsgava 3 nogpioHeHMMKU abo po3pizaHMMK
Tabnetkamu npenapaty KaneuutabiH-Bicta MOXyTb BUHMKATK NOBIYHI peakuil (auB. po3ain «MobiuHi peakLii»)

MaHKpeaTUT.

Y niTepatypi € NOBILOM/IEHHA NPO BUMNAAKMN NMaHKPeaTUTy NiC/A 3aCTOCYBaHHSA KaneuuTabiHy.

3acTocyBaHHs y nepiof, BariTHOCTI abo rogysaHHs rpyaato.

YKiHKM penpoayKTUBHOIO BiKY/KOHTpaLLENL,is Y Y0N0BIKIB Ta YKiHOK

)KiHKam penpoAyKTUBHOrO BiKy Cnif nopaguTn 3anobirati BariTHOCTI NPOTATOM JliKyBaHHA KaneyuTabiHOM. Mpu HacTaHHI BariTHOCTI MPOTAroM NiKyBaHHS Cij,
PO3’ACHUTW NaUieHTL NOTEHUIAHWIA HEraTUBHWIA BNAUB Ha Nnifd. Cnif 3acTocoBYBaTW eIeKTUBHI METOAM KOHTPALENLiT NPOTArom NikyBaHHs Ta NPOTArom 6 micsuis
nicns NPMOMy OCTaHHLOT A03K1 KaneuuTabiHy.

3 ornsagy Ha pesynbTaTu AOCNIKEeHb HA FeHOTOKCUYHICTb, MalieHTaM 40/10BIYOI CTaTi i3 napTHepKaMu PenpofyKTMBHOIO BiKY Chif, 3aCTOCOBYBaTW e(EKTMBHI
METOAM KOHTpaLEenuii NpoTArom NikyBaHHA Ta NPOTAroM 3 MicALiB Micas 0CTaHHbLOI J03M KaneuuTabiHy.

BariTHicTb

3acTocyBaHHs KaneumTabiHy BariTHAM He BUBYa/IN, OHaK MOXKHa NPUMYCTUTH, L0 3aCTOCYBaHHA npenapaty KaneyuTabiH-BicTa MoXe 6yTuy LWKIAMBUM 4115 Nnoja
Mpu 3acTOCyBaHHI BariTHUM. Y [OCMIIKEHHAX PenpoLyKTUBHOT TOKCUYHOCTI Y TBapUH KaneuuTtabiH CNpUYMHAB emOpioneTasibHICTb Ta TepaTOreHHICTb, AKi €
OuiKyBaHVMMM edheKTaMm NoXigHMX PTopnipuMignHY. Y nepiog BariTHOCTI HE CNif 3aCTOCOBYBaTW NikapcbKuii 3aci6 KaneuutabiH-BicTa.

Mepiof rogyBaHHSA rpyaato

HeBigoMO, YM NpPOHMKaE KaneuuTtabiH y rpygHe MOMOKO NOAMHW. [OCnifjpKeHHs LWOAO0 BNAMBY KaneuuTabiHy Ha naktauito abo MpMCYTHOCTI KaneuuTabiHy Yy
rpyAHOMY MOJIOL IOAUHM HE NMPOBOAMAN. Y TPYAHOMY MOJOLI NaKTYHOUMX MULLER 6y BUSIBNEHI 3HAYHI KifIbKOCTI KaneumTabiHy Ta Moro metaboniTiB. OCKiflbKu
NOTEHUiHa LWKoAa A1 HEMOBNAT, SKi OTPUMYIOTb FpyAHe rofyBaHHS, HEBIAOMa, CMif MPUMUHUTL rOLyBaHHA TPYAAH0 Mif Yac NiKyBaHHA KaneuutabiHOM Ta
NPOTAroM 2 TUXKHIB MiCNsA NPUIAOMY OCTaHHbLOT [03M.

PepTUNbLHICTL

BigcyTHiI gaHi npo BNAvB KaneuutabiHy Ha (epTUbHICTL. Y 6a30Bi AOCNIIKEHHS 3aCTOCYBaHHA npenapaTty KaneuuTabiH-BicTa Oynn BKAKOYEHI TINbKN Ti XKIHKM
PenpoLyKTUBHOMO BiKy Ta YO/IOBIKW, SIKi MOrOM4XKyBaIMCs 3aCTOCOBYBATU MPUIAHATI METOAM KOHTPOMIO HapOKyBaHOCTI Ans 3anobiraHHA BariTHOCTI MPOTArom
AOCNiMKEeHHS Ta BiANOBIAHWIA TEPMIH NOTOMY. Y AOCNIAXEHHSAX Ha TBapMHaX CNOCTepiraBcs BB Ha PepTUNLHICTb.

34aTHICTb BNAMBATY Ha WWBMAKICTb peakLii Nnpy KepyBaHHi aBTOTPaHCNOPTOM abo iHWMMKU MeXaHi3mamu.
MpenapaT Mae He3Ha4YHWIN a60 NMOMIPHWIA BNUB Ha 3[4aTHICTb KepyBaTW TPaHCMOPTHUMK 3acobamuy Ta MpautoBaTy 3i CKagHUMKM MexaHismamu. J1ikapcbKuid 3acio
KaneuuTabiH-BicTa MOXe CNPpUYMHATK 3aramMmopOYeHHs, CNabKicTb | HyLOTY.

Cnocib 3acTocyBaHHA Ta [03Mu.



Nikapcbkuid 3aci6 KaneumTabiH-Bicta Moxe npusHayaty nnile KeanihikoBaHWI nikap, AKUA Mae LOCBIf 3aCTOCYBaHHA aHTUHEOMNACTUYHUX NKAPCbKMX 3acO0iB.
[nd BCiX NauieHTiB peKOMeH0BaHWI PeTeIbHNUIA MOHITOPUHI NPOTArOM MEPLLOro LMKAY NiKyBaHHS.

NikyBaHHA cnif BIAMIHUTY NPU NPOrpecyBaHHi 3aXBOPIOBaHHA a0 PO3BUTKY HEMPUNHATHOI TOKCUYHOCTI.

MpenapaT KaneyuTabiH-BicTa y TabneTkax npuiimMati nepopasibHO LinnMMK, He MisHiwe HiXK vyepe3 30 XBUAWH NIiCAs BXUBaHHS XKi, 3anuBatoyy BOAOK. TabneTku
npenapaty KaneyutabiH-BicTa He cnif noapibHoBaTK abo po3pisaTyl.

Oco6/m1Bi 3an06i>KHI 3ax04n Npu yTunizauii Ta iHLWi 0co6N1BOCTI NOBOAXKEHHS i3 MpenapaTom

Cnip [oTpuMyBaTUCA NpoLeayp 6e3MeyHOro NOBOAXKEHHS 3 LUTOTOKCUYHUMU NIKAPCbKNUMM 3acobamu.

MoHoTeparnis

Pak 0600BOI KMLLKW, KONOPEKTaNbHIA pak Ta pak MONOYHOI 3an031. PekoMeHAoBaHa noyaTkoBa fo6oBa fo3a npenapaTy KaneumTabiH-BicTa SiK af’tOBaHTHOT
Tepanii cTaHoBUTL 2500 Mr/M2 NoBepxHi Tina. 3aCTOCOBYBATU Y BUTNAAI TPUTUXKHEBUX LIMKNIB: NPUIAMATY LLIOAHS NPOTArOM 2 TUXKHIB, NMiC YOro PO6UTM TUXKHEBY
nepepsy. CymapHy 4060BYy /103y KaneuuTabiHy po3noginaTv Ha 2 npuitomn (Mo 1250 Mr/m2 noBepxHi Tina 3paHKy i BBeuepi). PeKOMeH/J0BaHa 3arasibHa TPUBanicTb
afl’toBaHTHOI Tepanil y nayieHTiB 3 pakoM 06040801 KMLwKK 111 cTagil CTaHOBUTL 6 MiCALLIB.

Komb6iHoBaHa Teparnis

Pak MONoYHOI 3a/1031. Y KOMOIHaLii 3 1oLeTaKCe/IoM peKOMeHA0BaHa NoyaTKoBa 103a A1 /IiKyBaHHA MeTacTaTUYHOro paky MOIOYHOT 3a/1031 CTaHOBUTL MO 1250 mr
/M2 2 pa3u Ha o6y NPOTAroM 2 TUXHIB 3 NMOAa/bLLIOK TUXKHEBOK MepepBoto (Y MOEAHaHHI 3 AoLETaKCenoM 75 Mr/M2 1 pa3 Ha 3 TUXHi Yy BUr/sAj BHYTPILLIHBOBEHHOT
IHy3ii). Mpemegmkalito nepopasibHUMN KOPTUKOCTEPOigaMu, TaKUMU AK JeKCcameTa3oH, MPOBOAUTM Nepes BBEAEHHAM AoueTakceny BiAnoBiAHO A0 IHCTPYKUIT Ans
3aCTOCYBaHHSA foLeTakceny nauieHTam, SKi OTPUMYHOTb KOMOIHaLito KareuuTabiH natoc goueTakcer.

Pak 000[0BOi KULIKW, KOMOPEKTa/bHWA pakK, pak LWayHKa. Y peXxumi KOMOIHOBAHOrO NiKyBaHHA MOYaTKoOBY A03Yy KaneuutabiHy HeobXigHO 3MeHWWUTU [0
800-1000 mr/mM2 2 pa3n Ha 406y NPOTAroM 2 TUXKHIB 3 NOJA/ILLLIO TVXKHEBOK NepepBoto abo o0 625 Mr/m2 2 pasu Ha [0y Npu 6e3nepepBHOMY 3aCTOCyBaHHI. Mpu
KoMGiHaLiT 3 ipuHoTekaHoM (200 Mr/mM2 y fieHb 1-i1) peKOMeHAO0BaHa MoYaTKoBa f103a CTaHOBUTL 800 Mr/M2 2 pasn Ha [06Yy NPOTATOM 2 TUXKHIB 3 MOAA/bLLOK
TUXKHEBOIO MepepBoto. BKoUeHHs 6eBaum3ymMady y cxemy KOMBGIHOBAHOI O /liKyBaHHA He BMN/IMBAE HA MOYaTKOBY 03y KaneuuTtabiHy.

MpoTnbNtoBabHI 3aC06M Ta NpeMeaMKaLlito Ans 3abe3nevyeHHs agekBaTHOT rigpaTauii Npyu3HayaTy nayieHTam, SKi OTPUMYHOTh Tepanito KaneyutabiHoM y KombiHauit
3 yMcnnatMHoOM abo OKcaninnaTMHOM Mepes, BBEAEHHAM LMCNIATUHY Bi4MNOBIAHO [0 IHCTPYKUIT A4/1A 3aCTOCYBaHHS LMCMNIATUHY Ta OKcasliniaTuHy. 3arasibHa
peKoMeHA0BaHa TPUBaICTb af)’ FOBAHTHOT Teparii y nauieHTiB 3 pakom 06040801 KAWKK 111 cTagii cTaHOBUTL 6 MicALiB.

[o3y npenapaty KaneuutabiH-BicTa po3paxoByBaTy 3a/1eXKHO Bif, MO0LL NOBEPXHI Tina.

Y Tabnuuax 1, 2 HaBefeHO po3paxyHKM CTaHAAPTHOI Ta 3HWKEHOI (AMB. «KopeKLuis f03K Y MPOLECi NliKyBaHHSA») NOYaTKOBOT 403K npenapaty KaneunTtabiH-BicTta
1250 mr/m2 ym 1000 Mr/m2.

Po3paxyHKu CTaHJapTHOT Ta 3HUXKEHOT MOYATKOBOI 1031 NTiKapCbKOro 3acoby KaneuuTa6iH-Bicta 1250 Mr/m2 3aneXHo Bifj NOLLi NOBEPXHi Tina

Tabnuus 1
[l03a 1250 mr/m2 (2 pasv Ha f106Y)
MoBHa Ao3a KinbkicTb Tabnetok 150 mr i/abo 3HWKeHa 103a 3HWKeHa [03a
500 Mr Ha KOXXeH Npuiiom (75 %) (50 %)
1250 mr/m2 (3paHKy i BBEUEpI) 950 mr/m2 625 Mr/m2
Mnola NoBepxHi Tina, M2 [lo3a Ha 1 npuiiom, mr 150 mr 500 mr [lo3a Ha 1 npuiiom, mMr [o3a Ha 1 npuiiom, mr
<1,26 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

Po3paxyHKu CTaHJapTHOT Ta 3HUXKEHOT MOYATKOBOI 1031 NliKapCbKOro 3acoby KaneuuTabiH-Bicta 1000 Mr/m2 3anexHo Bifj NOLLi NOBEPXHi Tina
Tabnuus 2
[03a 1000 mr/m2 (2 pasu Ha f106Y)
MoBHa fo3a KinbkicTb Tabnetok 150 mr i/abo 3HMXKeHa fo3a 3HMXeHa f03a
500 Mr Ha KOXKeH npuiiom (75 %) (50 %)
1000 mr/m2 (3paHKy i BBeuepi) 750 Mr/m?2 500 mr/m2
MnoLua noBepxHi Tina, M2 | [losa Ha 1 npuiiom, Mr 150 mr 500 mr [03a Ha 1 npuiiom, Mr [03a Ha 1 npuiiom, 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

Kopekuis 4o3v y npoLeci nikyBaHHA

3aranbHi pekomeHgau it

#ABMLLa TOKCUYHOCTI NPKU 3aCTOCYBaHHI KaneumTabiHy MOXHa YCYHYTM CUMMATOMAaTUYHOO Tepanieto i/abo 3miHOK 03K npenapaTy KaneymTabiH-BicTa (nepepsasLun
NiKyBaHHA ab0o 3MeHLUMBLUN A03Y npenapary). AKLL0 L03Y [O0BEe0CH 3MEHLLUTW, Hagai ii He cif 36ibLyBaTtn.

Mpn sBMLLAX TOKCUYHOCTI, AKi, Ha AYMKY Nikaps, MalOAMOBIPHO MOXYTb OYyTW CEpMO3HMMM abo MOXYTb 3arpoXKyBaTW XWTTHO, Hanpuknag, anonewis, 3MiHa
CMaKOBMX BifuyTTiB, 3MiHM HIrTiB, 3aCTOCYBaHHS MpenapaTy MOXKHa MPOJOBXYBaTW B Tili caMili [03i, HE MepepuBarouM NiKyBaHHS Ta He 3MEHLLYHYM [03Y
npenapary.

MayieHTiB, SKi OTPUMYHOTL NiKyBaHHA nNpenapaToM KaneuntabiH-BicTa, He0bXiAHO NnonepeanTy, WO NiKyBaHHS MNOTPIGHO NPUNUHUTIA Y pa3i PO3BMTKY NOMipHUX abo
TSXKKMX TOKCUYHMX peakuii. FAKWO Yepe3 TOKCMYHI fBuMLLa 6yn0 NponyLeHo KislbKa NpuiioMiB KaneuuTtabiHy, TO MPOnyLeHi 4031 He NOTPIGHO 3acTOCOBYBAaTH
[0aTKOBO.

"emMaTOM0riYHa TOKCUMYHICTb

MaujieHTaM i3 NoYaTKOBMM piBHEM HeiTpoginis <1,5 x 10%n i/a6o Tpom6oumTie <100 x 1091 He MOXHa NpusHayaTK Tepanito KaneuuTtaGiHom. Tepanito cnif
MPU3YNUHNTK, SKLLIO Y XO/i NiKyBaHHA Nif yac no3an/iaHoBKX NabopaToOpPHUX AOCNIAKEHb BUSBNEHO 3HIKEHHS PiBHA HeliTpoginis <1,0 x 109/n a6o Tpom6oUUTIB



<75 x 109/n.

Hwukue HaBOAATLCS pekoMeHAauil Woao 3MiHU 403K Y pasi TOKCUYHKX SBULL BigNOBIAHO A0 KPUTEPITB 03HAK TOKCUYHOCTI. Kputepii po3pobneHi HauioHanbHUM
oHKonoriyHum iHcTuTyToM KaHagn (NCIC CTC, sepcis 1).

CxeMa 3HMKEHHS 1031 NiKapcbKoro 3acoby KaneuutabiH-BicTa (3-TvxXHEBMIA LnKN abo 6e3nepepBHE NiKyBaHHS)

Tabnuus 3
CTyniHb TOKCUYHOCTI* 3MiHM 1031 NPOTAroM Kypcy Tepanii KoperyBaHHs f0o31 4719 HaCTYMNHOro UuKny
(% noyaTkoBOT 103K)

CTyniHb | 103y He 3MiHIOBaTH [03y He 3miHIOBaTK

CTynius I

— 3 MNepwow nosfBOK  03HaK 100 %
TOKCUYHOCTI

— 3 [Opyroo MosBOK  03HaK| [MpunuHWUTK Tepanito, NOKN 03HaKW TOKCUYHOCTI HE 3MEHLLATbCA [0 CTYMNeHs 75 %
TOKCUYHOCTI 0-1

— 3 TpeTbO  MOABOK  O3HaK 50 %
TOKCUYHOCTI

— 3 YeTBepTOK MOABOK O3HaK| BigMiHUTK npenapat He 3aCTOCOBYBaTU
TOKCUYHOCTI

CTyniub 11

— 3 Tepworw nofABOK  03HaK 75 %
TOKCUYHOCTI MpunuHUTK Tepanito, MOKN 03HaKM TOKCUYHOCTI He 3MEHLLATLCA A0 CTYMeHs

— 3 [ppyroio nossol  o3Hak| O-1 50 %
TOKCUYHOCTI

— 3 TpeTbO MOSABOK  O3HaK| BigMiHUTK npenapat He 3aCTOCOBYBaTU
TOKCUYHOCTI

CTyniHb IV

— 3 [Mepworw nosBoK  03HaK| BigMiHMTK npenapaT abo, AKWO B iHTEpPecax XBOPOro JiKyBaHHA HeOoOXiAHO 50 %
TOKCUYHOCTI MPOAOBXUTU, NPUNUHUTK Tepanito, 4OKM 03HAKM TOKCUYHOCTI He 3MEeHLLAaThbCA

Ao cTyneHsa 0-1

— 3 [pyrol nosfBOKW  O3HaK| BigmiHuTv npenapart He 3aCTOCOBYBaTU

TOKCUYHOCTI

*  BIANOBIAHO [0 3ara/lbHUX KpUTEPITB TOKCUYHOCTI (Bepcia 1) rpynu cneyianicTis 3 KAiHIYHUX focnig>KeHb HauioHanbHoro iHcTuTy Ty paky KaHagn (NCIC CTG)
ab0 3aranbHNX KpUTEPIiB OLiHKM CTYNEH TAXKKOCTI nobiyHmx peakuin (CTCAE) nporpamu ouiHKM Tepanii paky HauioHanbHoro iHcTuTy Ty paky CLLA, Bepcis
4.0. IHhopmaLito WoA0 A0NOHHO-MNILOWOBHONO CUHAPOMY i rinep6inipybiHemil amB. y po3aini «Oco6AMBOCT i 3aCTOCYBaHHS».

3MiHa 03K Y pasi BUHWKHEHHS SBULL TOKCMYHOCTI NPK 3aCTOCyBaHHI KaneuuTabiHy NpoTAromMm 3-TUXKHEBOI0 LMKY Y KOMOGIHALIT 3 IHLIMMK NiKapCbKMKU 3aco6amm



3MiHY [031 MPU BUHUKHEHHI ABWLL, TOKCUYHOCTI MPW 3aCTOCYBaHHI KaneuuTabiHy npoTArom 3-TUXKHEBOro LMK/Y Yy KOMOIHALIT 3 IHLWNMMK NiKapCbKMMK 3aco6amu
HeoOXiHO NPOBOAUTY BIAMOBIAHO 40 Tabnuui 3 AN KaneumnTabiHy Ta BigNOBIAHO A0 IHCTPYKLIN AN MeAMYHOr0 3aCTOCYBaHHSA IHLLIMX NIKapPCbKMX 3ac00iB.

Ha nouaTky Kypcy nikyBaHHsA Npy HeoOXifHOCTI BigTepMiHyBaHHA Tepanii npenapaTtom KaneuutabiH-BicTta abo iHWNM NiKapcbKMM 3ac060M Cnif BiATepMiHyBaTy
TaKOXX NPM3HaYeHHS IHWKNX NpenapaTis 4o nepiogy MOX/IMBOCTI NPU3HAYEHHS BCIX KOMMOHEHTIB CXEMMU.

Mpn BMHMKHEHHI TOKCUYHMX SBWLW, Mif 4ac NiKyBaHHA, fKi, Ha [AYMKY Jikapsi, He MOB’A3aHi i3 3acToCyBaHHAM KaneuuTtabiHy, Tepanito npenapaTom
KaneunTabiH-Bicta Heo6XigHO NpPOAOBXYBaTW Ta MPOBECTM KOPEKLit0 [03M [HLWMX NiKapCbKMX 3ac06iB-KOMMOHEHTIB CXemMy BIiAMNOBIAHO 4O IHCTPYKLiA Ans
MeAMYHOro 3aCTOCYBaHHS.

Y pasi HeoOXiAHOCTI BIAMIHM THLLMX NIKAPCbKMX 3aC006iB-KOMMOHEHTIB CXEMU NTiIKyBaHHS KaneumuTabiHOM MOXXHa NPOAOBXUTY NPY AOCATHEHHI HEOOXIAHMX YMOB AN
MOBTOPHOIO Npu3HayveHHs npenapaty KanewymTabiH-BicTa.

YKa3zaHi pekoMeHAaLii CTOCYHOTbCA BCiX NOKa3aHb /1 3aCTOCYBaHHS Ta BCIX rPyn NauieHTIB.

3MiHa 03V NP BUHUKHEHHI SBULL, TOKCUYHOCTI Npu 6e3nepepBHOMY PeXKMMi 3aCTOCYBaHHA KaneunTabiHy y KOM6iHaLii 3 iHWMMK nikapCcbKuMy 3acobamu

3MiHY [031 NPV BUHWKHEHHI SBULL, TOKCMYHOCTI Npu 6Ge3nepepBHOMY peXmMi 3aCToCyBaHHA KaneuuTabiHy y KomOGiHauil 3 iHWUMK NiKapcbKMMKn 3acobamm
HeobXiHO NPOBOAUTY BIAMOBIAHO A0 Tabnuui 3 AN KaneumuTabiHy Ta BiANOBIAHO A0 IHCTPYKLIN AN MEAMYHOI0 3aCTOCYBaHHS IHLLIMX NiKapCbKMX 3ac006iB.
KopekLis fo3v B 0C06MBMX BUMAJKaX

MauieHTy 3 NopyLEeHHAMN OYHKLIT NeYiHKN

[aHnx 3 6e3nekn Ta eEKTUBHOCTI ANA NaUieHTIB 3 MOPYLUeHHAM (YHKUIT NeYiHKM HefoCTaTHbO ANS HafaHHS PeKOMeHAauil LoAo KOopekuil go3n. Hemae
IH(hopmaLLii MPO MOpYLUEeHHS PYHKLT NMeYiHK/ BHACNIAOK LMpo3y abo renatuty.

MauieHTy 3 NopyLeHHAMN (YHKLIT HUPOK

KaneuutabiH npoTunokasaHuii nalieHTam 3 MOpyLUeHHAM (DYHKUIT HAPOK TSHXKKOMO CTyneHs (KnipeHc KpeaTuHiHy Hwbkde 30 m/xB 3a Kokpodtom—IonTtom Ha
MoYaTKOBOMY PiBHI). YacToTa BUHWKHEHHS MOGIYHMX peakuii 3 abo 4 CTyrneHiB y NauieHTiB 3 MOMIPHUM MOPYLUEHHAM (OYHKLUIT HAPOK (KNipeHC KpeaTuHiHy
30-50 m/I/XB Ha NOYATKOBOMY PiBHI) MiABULLYETLCA NOPIBHAHO 3 TaKUM Y 3arasibHiv nonynauii. s nauwieHTiB 3 N0YaTKOBOK NOMIPHOK HUPKOBOK HeOCTaTHICTIO
PEKOMEH/I0BAHO 3MEHLLIMTI NMOYaTKoBY 403y A0 75 % Big cTaHaapTHOI (1250 Mr/m2). [ns NaLlieHTiB 3 MOYaTKOBOK NMOMiPHOK HUPKOBOK HEOCTATHICTIO 3HUKEHHS
rnoyaTkoBoi A031 1000 Mr/mM2 He MOTpPiGHe. MaljieHTaM 3 HUPKOBOK HEAOCTATHICTHO NErkKoro CTyMNeHs TSHXKKOCTI (KMipeHc KpeaTuHiHy 51-80 MNI/XB) KOpeKLiis
MoYaTKOBOI 031 He MOTpPibHa.

PeKOMEHAYETLCA PeTeNilbHUIn MOHITOPUHI Ta HeraiHe MepepuBaHHA NiKyBaHHA MPU BUHUKHEHHI MOGIYHMX fBUW, 2, 3 a0 4 CTyneHiB, a TakoX Mojanblue
KOpUryBaHHs 031 BignoBiaHO A0 Tabnuui 3. Mpu 3HMKEHHI PiBHSA KpeaTUHIHY MeHLwe 30 MA/XB Tepanito KaneumutabiHOM cnif npunvHUTU. PekomeHaauil womio
KOpeKLUii 4031 Npu NOMipHiA HUPKOBI HeAOCTaTHOCTI OAHAKOBI SIK NPU MOHOTEpanii KaneuuTabiHOM, TaK i NP1 KOMGIHOBaHI Tepanii.

MauieHTW NiTHLOrO BiKy

KopuryBaHHSi NO4aTKOBOT 031 NPy MOHOTepanii KaneuutabiHoM He noTpi6He. MpoTe y nayieHTiB BiKOM = 60 pokiB NobiyHi peakuii 3 Ta 4 CTyneHiB, NOB’sA3aHi 3
NiKyBaHHAM, PO3BMBA/INCA YacTiLle, HDXK Y MOIOALIMX MaLieHTIB.

Mpn 3acTocyBaHHI KaneunuTabiHy B KOMOGIHaLIT 3 iHWMMK NiKapCbKUMK 3acob6amim Y NawieHTIB MiTHLOro BiKy (= 65 pokiB) Big3Havanacs 6ifblua yactoTa No6iYHNX
peakuii 3 Ta 4 CTyNeHiB TOKCUYHOCTI, SKi NpU3Bean 4O BigMiHM NliKyBaHHSA, NMOPIBHSAHO 3 NawieHTamy MOMOALIOrO BiKy. PEKOMEHAYETLCS PETENbHWUIA MOHITOPUHT
CTaHy navieHTiB BiKOM = 60 poKiB.

Mpu nikyBaHHi npenapaToM KaneunTabiH-BicTa y Kom6iHaUii 3 goLeTaKcenoM y nauieHTiB BikoM MoHag 60 pokiB BiA3Hauyanocs 36i/bLUEeHHS YacTOTUM NO6IYHNX
peakuiin 3 Ta 4 CTyneHiB TOKCUMYHOCTI. MaljieHTam Ljiel BIKOBOI kaTeropii npy KOM6iHOBaHI Tepanii KaneynuTabiHoOM Ta [OLeTakce/loM PeKOMEHAYETbCA 3MEHLLNTM
rnoyaTKoBy 103y npenapaty KaneumTa6iH-Bicta go 75 % (950 mMr/mM2 fgivi Ha go6y). Mpu BiaCYTHOCTI SBMLL, TOKCUYHOCTI NPK NiKyBaHHI NaLlieHTiB BikoM = 60 pokiB
3HVKEHOH NMOYATKOBOIO /103010 KaneuuTadiHy y KoMGiHaLlii 3 JoLIeTaKceIoM o3y KaneumTabiHy MoXXHa NocTyrnoBo 36inbwnTh Ao 1250 mr/M2 ABidi Ha f06y.



aiTn.
besneky Ta epeKTUBHICTb KaneuuTabiHy A5 AiTei He BUBYAIN.

Nepeno3yBaHHSA.

CuMNTOMM TOCTPOro Nepefo3yBaHHA: HyfOTa, OMOBaHHSA, Aiaped, MYKO3WUT, NMOAPasHEHHS LUMTYHKOBO-KWLLIKOBOIO TPAaKTy Ta KPOBOTeYi, a TakoX MpUrHiYeHHS
KICTKOBOrO MO3KY. J1iKkyBaHHA MOBWHHO BK/HOYMATW CTaHLAPTHI TepaneBTUYHI Ta MITPUMYHOUI 3aX04W 3 METOK KOPeKLii KNiHIYHMX NposBiB Ta 3anobiraHHs
MOX/IMBUX YCKNaAHEHb.

Mo6iyHI peakuii.

Pe3tome npodinto 6e3neku

3aranbHuil npodinb 6e3nekn 6as3yeTbCA Ha OCHOBI AaHMX 6Ginblwe 3000 MauieHTiB, AKi OTPUMYBa/IM NliKyBaHHS KaneuutabiHOM Yy pexxumi MoHoTepanii abo y
KOMGIHaUiT 3 pi3HMMK cxemamu XimioTepanii ANns pi3HMX MoKasaHb 418 3acTocyBaHHA. Mpodinb 6e3nekn MoOHOTepanil KaneuuTabiHOM Npu MeTacTaTUYHOMY paKy
MOJIOYHOT 3a/1031, MeTaCcTaTUYHOMY KOJIOPEKTa/IbHOMY paKy Ta paky 06040B0i KULLKW B af1’FOBAHTHIN Tepanii € NOPIBHAHHNM.

HaivacTilwmmmn Ta/abo KNiHIYHO 3HAYyLLMMK MOBGIYHUMU peakLisMu1, NOB’A3aHUMKU 3 NiKyBaHHAM, 6ynn peakuii 3 60Ky LUIYHKOBO-KWULLIKOBOrO TPaKTy (aiapes,
HyfoTa, 67t0BaHHSA, 6iNb Y >XMBOTI, CTOMATWT), [AONOHHO-MIAOLIOBHMIA CUHAPOM (LONOHHO-MIAOLIOBHA epuMTPOoAM3ecTesis), CnabKicTb, acTeHis, aHOPEeKCis,
KapAioTOKCUYHICTb, NPOrpecyBaHHs NOPYLUEHHS HUPKOBOT PYHKLIT Y NauieHTIB 3 HUPKOBOK HEAOCTATHICTHO, TPOM603/eMb0nis.

Mo6iyHi peakuil, AKi, Ha JYMKY AOCNIAHUKA, PO3rnagjany aK MOXMBI, IMOBIPHO abo BifAaneHo MOB’A3aHi i3 3acTocyBaHHAM npenapaty KaneyuTabiH-BicTa, 6ynm
OTPUMaHI Yy KNiHIYHUX JOCNIIKEHHAX MOHOTepanii KaneumMTabiHOM Ta B KNIHIYHUX AOCMIIKEHHAX 3aCTOCYBaHHA KaneynTabiHy Yy KOMOiHaLiT 3 pi3HUMU CXemamu
XimioTepanii g1 pi3HUX NMoKasaHb 15 3aCTOCYBaHHS.

[na onucy 4acToTh NOGIYHUX peakLili BUKOPUCTOBYHOTLCA HACTYMHI KaTeropii: gyxe yacTi (=1/10), yacTi (8ig =1/100 go <1/10), HeyacTi (Big =1/1000 fo <1/100),
piaki (Big =1/10000 go <1/1000), ay>ke piaki (<1/10000). Y KOXHiil rpyni 3a 4acTOTOH NMoGIYHI peakLil NpeAcTaBneHi y NOpsAKY 3MEHLLUEHHS TSXKKOCTI MPOsiBiB.
MoHoTepanis kaneumTabiHOM

Hwvykue HaBefeHO NOGIYHI peakuiT, NOB’sA3aHi 3 MOHOTepanieto KaneymMTabiHOM, Ha OCHOBI 06’€fiHAHOIO aHasidy AaHux 6e3neku, ofepXKaHUX y X041 TPbOX OCHOBHUX
aocnimkeHb 3 yyacTro 1900 nauieHTis (M66001, SO14695 Ta SO14796). MobiyHI peakLii BHeCEHI Y BiAMNOBIAHY rpyny 3a 4aCcTOTOH 3rifHO 3 3ara/ibHOK YacTOTOH B
06’eiHaHOMY aHai3i.

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 MiXXHapOAHOI0 HOPMani3oBaHoro cnisBigHoweHHA (MHB)/NoAoBXeHHSA NPOTPOMOGIHOBOIO 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, HefOIAaHHA, rinepTpUraiLepuaeMis.

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

3 GOKy HepBOBOI CUCTEMM: YacTi — rONOBHWIA GiNb, 3arasbMOBaHICTb, 3aNaMOpPOYEHHS, NapecTesii, CNOTBOPEHHS CMaKy; HeyacTi — aasis, NopyLUeHHA nam’aTi,
aTakcis, CMHKone, NOPYLLEHHS piBHOBaru, YyT/MBI po3naau, nepudepryHa HeiponaTis; Ay>e PifKo - TOKCUYHa NelikoeHLuedanonaTis.

3 60Ky opraHiB 30py: 4YacTi — C/IbO30TOUMBICTb, KOH FOHKTUBIT, NOAPA3HEHHSA OPraHiB 30pYy; HeYacTi — 3HVKEHHSA rocTpoTn 30pYy, AUNONIS; PIAKO — CTEHO3 C/i3HOT




MPOTOKM, MOPYLLEHHSA (DYHKLIT pOriBKW, KepaTuT, TOYKOBUIA KEPATHUT.

3 60Ky opraHis cnyxy Ta nabipuHTY ByXa: HeYacTi — 3arnaMopOYeHHs, 6iNlb y Byxax.

KapgianbHi nopyLueHHA: HeyacTi — HecTabiflbHa CTEHOKapAisi, CTeHOKapAis, iwemis/iHthapKT miokapaa, idpunauia nepeacepab, aputMis, Taxikapgais, cvMHycoBa
Taxikapgis, BigUyTTs cepuebuTTs; pigko — ibpunauia WayHOUKIB, NOA0BXeHHS iHTepBany QT, nipyeTHa LWIYyHOYKOBa Taxikapais, bpagukapais, Basocrnasm.

3 BOKy CyauH: 4YacTi — TpoM60thnebiT; HevacTi — TPOMOO3 INMOGOKMX BeH, apTepiasibHa rinepTeH3is, neTexii, apTepiasibHa FinoTeH3is, NpuInBK, nepudepuyHe
BIZUYTTH XONOAY.

3 60Ky AMxanbHOI CMCTEMM, OpraHiB rpyaHOl KNiTKM Ta CepefoCTIHHA: YacTi — 3aaMilKka, HOCOBI KPOBOTeuYl, Kalle/b, PUHOPes; HeyacTi — fereHeBa emooris,
MHEBMOTOPAKC, KPOBOXapKaHHS, acTMa, 3a1LLKa Npy (hisMYHOMY HaBaHTaXKeHHI.

3 6OKy LLNYHKOBO-KWMLLIKOBOTO TPaKTY: AYXKe YacTi — fiapes, 6/1t0BaHHSA, Hy[0Ta, CTOMATUT, Bi/lb Y XMBOTI; YacTi — LLTYHKOBO-KULLKOBI KPOBOTEUI, 3arnopu, 6inb y
BEpPXHiX Bigginax »mMBoTa, ANCMENCIs, METEOPU3M, CYXICTb Yy POTI; HEYaCTi — KULIKOBA HEMPOXIAHICTb, acLUMT, eHTEPUT, racTpuT, Aucaris, 6inb y HUXHIX Bigainax
XMBOTa, e30¢hariT, abaoMiHaNbHWI ANCKOMMDOPT, racTpoe3odareanbHa peatoKcHa XBopoba, KoNiT, KpoB Y (hekanisix.

3 60Ky renaTobiniapHOi cuCcTeMun: YacTi — rinepbinipybiHemis, BiAXWUNEHHS PiBHA (DYHKLIOHa/IbHUX MEeYiHKOBUX TECTIB; HEYacCTi — XOBTAHULSA; PiAKO — NeviHKoBa
HeAOCTaTHICTb Ta X0/1eCTaTUYHUI renaTuT.

3 GOKy LWKipK i NiALWKIPHOT KNITKOBUHKW: AyXe YacTi — CUHAPOM [LONOHHO-MIAOLWOBHOT epuTpoAm3ecTesii (Ha OCHOBI MOCTMapKETUHIOBOr0 JOCBiAY, NePCUCTYOUNIA
ab0 TSHKKWIA CUHAPOM A0NOHHO-NIAOLWOBHOI epUTPOAM3ECTESIT MOXKE 3PELLTO NPU3BECTM A0 BTPaTK BiaOMTKIB NanbuiB (auB. po3ain «Oco6MBOCTI 3aCTOCYBaHHS»);
yacTi — BUCUMNaHHSA, anonewis, eputemMa, CyXiCTb LIKipK, CBepOiX, rinepnirMeHTauis LWKipW, MakKynsipHe BUCUMNAaHHSA, 3MYLLEHHS LUKIipW, AepMaTUT, MOPYLLEHHS
nirMeHTaLii, NOPYLUEHHS 3 BOKY HIrTiB; HEYaCTi — YTBOPEHHS MyXUPIB Ta BUPa30K Ha LUKIpi, BUCUMAHHA, KPOMWB’AHKa, peakLii poTouyTAnBOCTI, epuTemMa LOJOHb,
Habpsk 06nMyus, nypnypa, 060pPOTHUA NMPOMEHEBUIA CUHAPOM; PIAKO — LUKIPHUA 4epBOHMI BOBYAK; AY)XKEe PIiAKO — TSKKI LUKIPHI peakuii, Taki SK CUHAPOM
CriBeHca->KOHCOHa | TOKCUYHWIA enifiepManbHUn HEKPOi3.

3 BOKy OMOpPHO-PYX0BOT CUCTEMU Ta CMONYYHOI TKaHWUHU: 4YacTi — 6inb y KiHUIBKaX, 6ifib Y CMWHI, apTparis; Hevacti — HabpsK cyrnobis, 6ifib y KicTKax, 6ifb
0671448, pUrigHICTb OMOPHO-PYXOBOT CUCTEMMU, CAOKICTb Y M’s3aX.

3 60Ky HMPOK Ta CeyoBUAIIbLHOT CUCTEMU: HeYacTi — rifpoHepo3, HETPUMAaHHSA Cedi, rematypis, HIKTYpis, MigBULLEHHS PIBHA KpeaTUHIHY KPOBI.

3 60Ky penpoayKTVBHOT CUCTEMU Ta MOMIOYHMX 3a/103; HeYacTi — BariHa/ibHi KpOBOTeuI.

3aranbHi po3nau: oy>e YacTi — CnabKiCTb, acTeHis; YacTi — rinepTepmis, nepudepuyHi HabpsKK, He3ay>KaHHS, Biflb Y rPyAHIA KNiTLUI; HevacTi — HabpsK, rapsayka,
rpunonoAibHi cMMNTOMK, 03HO6, NIABULLEHHSA TeMNepaTypu Tifa.

Y [aHOMY KOHTEKCTIi «4acTi Nob6iyuHi peakuii» y nigposaini «MoHoTepanis KaneynTabiHOM» BKa3aHi TshKKi Mo6iYHI peakuii Ta/abo nobivHi peakLil, WO 3arpoxyoTb
XUTTIO (3-4 cTyneHs), abo MeanYHO 3HauyLLi MOBIYHI peakuil.

KombiHoBaHa Tepanis

Hwykue HaBefeHi MoGiyHi peakuil, 3apeecTpoBaHi NPV 3aCTOCYBaHHI KaneumutabiHy y KOMOIHaLiT 3 pisHUMK cxemamu XimioTepanii npu pi3HUX MOKa3aHHSX A0
3aCTOCyBaHHA Ha OCHOBI AaHuX 3 6e3neku Bif 6inbll HiX 3000 MauieHTIB, 4OAATKOBO [0 BXE 3apeeCcTpoBaHUX MPW MOHOTepanii i/abo crnocTepiranvcs 3 BULLOKO
4acTOTOH Y OYb-KOMY 3 OCHOBHUX KNiHIYHUX AOCNIAKEHb.

[eaki no6iyHi peakuil 4yacTo crnocTepiratoTbCca nNpu XimioTepanii (Hanpuknad, nepuepuyHa 4yTaMBa HeBponaTisi NpPW 3acToCyBaHHI foueTakceny abo
oKcaninnaTuHy, peakuii NigBULLEHOT YyTAMBOCTI NpK 3acTOCyBaHHI 6eBaun3ymMady). OfHaK He MOXKHA BMKIHOUMTM NOCUMIEHHS BKa3aHWX MOGIYHMX peakuiin npu
3acTocyBaHHi npenapaTy KaneyuntabiH-BicTa.

IHbeKuiT Ta iHBa3il: YacTi — onepizyBas/IbHUA NLWalA, IHPEKLIT CeYOBMBIAHMX LUNAXIB, KaHAUA03 POTOBOI NOPOXHUHW, IHPEKLIT BEPXHIX ANXaIbHUX LUMSXIB, PUHIT,
rpvn, iHpekLii*, reprnec poToBOT MOPOXXHUHN.

3 60Ky cucTeMM KpPoBi Ta NiMaTUYHOT CUCTEMU: Ay>XKe YacTi — HENTPOMNeHIs*, NenKoneHis™, HeMTPOneHivyHa rapsyka*, TPOMOOLUMUTONEHIA* , aHeMis* ; YacTi —
MPUrHiYeHHS KICTKOBOI0 MO3KY, (PebpuibHa HEATPOMeHis™ .



3 60Ky IMyHHOT CUCTEMM: YacTi — peakuii MigBULLEHOT Yy TIMBOCTI.

3 60Ky 06MiHY peyoBuH, MeTaboniamMy: Ay>Ke YacTi — 3HVXKEHHS aneTuTy; YacTi — rinoKasiemis, rinoHaTpiemis, rinomarHiemis, rinokansLiemis, rinepriikemis.
McuxivHi posnagm: vacTti — po3nagn CHY, HECMOKIiA.

3 60Ky HepBOBOI CUCTEMU: Ay>Xe YacTi — napecTesii Ta An3ecTesii, nepugepuyHa Heiponaris, nepugepuyHa YyTInBa Helponartisi, COTBOPEHHS CMaKy, rO/I0BHWIA
6iNb; YacTi — HEMPOTOKCUYHICTb, TPEMOP, HEBPA/ITis, peakLil NigBULLEHOT Yy TAMBOCTI, rinecTesis.

3 60Ky opraHis 30py: Ay>e YacTi — C/IbO30TOUMBICTb; YacTi — NOPYLLEHHS 30pY, CYXIiCTb 04eit, 6inb B 04ax, NOPYLLEHHS 30pYy, PO3NMBYATICTb 30pY.

3 60Ky opraHis cnyxy Ta nabipuHTy ByXa: YacTi — A3BiH Y ByXaX, 3HVKEHHS CyXY.

KapgianbHi nopyLueHHs: vacTi — Qibpunsyis nepeacepap, ileMis/iHhapKT Miokapaa.

3 BOKY CyauH: [y>Ke YacTi — HAOPAKM HUKHIX KiHLiBOK, apTepiasibHa rinepTeHsis, TpoM603/eMbonia*; yacti — NpunvBK, apTepiasibHa rinoTeHsis, rinepTeH3MBHUI
Kpu3, rinepemis, gnebiT.

3 60Ky AnxanbHOI CUCTEMU, OpraHiB rpyAHOT KNITKM Ta cepefOCTIHHA: AyXKe YacTi — aHriHa, AM3ecTesia rMOTKW; YacTi — rmKaBka, hapuHronapuHreasbHuiA 6inb,
ANCHOHIS.

3 BOKY LUMYHKOBO-KULLIKOBOIO TPaKTY: AyXe 4yacTi — 3anop, AUCNencis; YacTi — KpoBOTeYi 3 BEPXHiX BIAAINIB LUNYHKOBO-KULLIKOBOIO TPaKTy, BUPa3ku CM30BO1
060/10HKM POTOBOI MOPOXHWHK, racTpUT, 34YTTHA XUBOTA, racTpoesodareasibHa peitoKCHa XBopoba, 6i/b y poTi, Auctaris, pektasibHa KPpoBOTeYa, Oi/lb Y HMXKHIX
BififiNax XXMBOTa, AN3ecTe3il POTOBOT NOPOXHWMHM, NapecTe3ii POTOBOT MOPOXKHUHW, FiNeCcTe3is pOTOBOT NOPOXHUHM, ANCKOMGOPT Y XKMBOTI.

3 60Ky renaTobiniapHOi CUCTEMU: YaCTi — BIAXWUNEHHS PiBHA (DYHKLIOHA/IbHUX NEYiHKOBUX TECTIB.

3 60Ky LUKIpU i NIALWKIPHOT KNITKOBUHU: AYy>Ke YacTi — asionewis, nopyLleHHs 3 60Ky HIrTiB; 4acTi — rineprigpos, epuTeMaTo3Hi BUCUMAaHHA, KPONUB’AHKA, HIYHA
nifBuLLEHa NITANBICTb.

3 BOKy OMOPHO-PYX0BOT CUCTEMU Ta CNONYYHOI TKaHWUHWU: Ay>XKe 4vacTi — apTpanrii, mianrii, 6ifb y KiHUiBKax; 4YacTi — 6ifb y wenenax, M’s30Bi crnasMmu, TPU3M,
CnabKicTb y M’A3ax.

3 60Ky HMPOK Ta Ce4yoBMAINbHOI CUCTEMU: 4acTi — rematypis, NPOTEIHYPIA, 3HVKEHHS KIPeHCY KpeaTWHIHY HWpKamu, AM3ypis; piAKO — roctpa HUPKOBa
HeOCTaTHICTb BHACNIAOK 3HEBOAHEHHS (AUB. po3ain «OcobAMBOCTI 3aCTOCYBAHHSA).

3aranbHi posnagu: Ay>Ke 4vacTi — MiABULLEHHA TeMnepaTypu Tina, cnabkicTb, 3arasibMOBaHICTb*, YyTAMBICTb A0 MNIABULLEHOT TemrepaTypu; 4acTi — 3anaseHHs
CNM30BUX 000MIOHOK, GiNb Y KiHUiBKax, 60/1b0BI BiguyTTS, 03HO6, 6inb Yy rPYAHIA KNIiTWi, FPMNONOAIGHI CMMNTOMMK, rapsyka*, iHY3iHI peakuii, peakuii y micui
BBELEHHSA, 6i/1b Y Micui iHY3IT, 6i1b Y Micyi iH’eKUIT,

MoLKoA>KEHHS (TpaBMU, paHn), OTPYEHHS: YacTi — 3a6ili.

*YacToTa BK/OYAE BCi CTYMNEHI TSHXXKOCTI, 38 BUHATKOM MOBGIYHMX peakLiid, BiA3HAYEHNX 3HAKOM «*», LL|0 BKIKOYaIM NnLe NOGIYHI peakuii 3—4 cTyneHs.

Okpemi Nob6iYyHI peakuii

[L0NIOHHO-NiJOLLIOBHWIA CUHAPOM

Mpu 3acTOCyBaHHI KaneumTabiHy y Ao3i 1250 Mr/m2 ABidi Ha 06y NPOTAroM 2 TVXKHIB 3 NOJA/ILLLIOK TVXKHEBOK MEPEPBOID A0/IOHHO-MIAOLWOBHUIA CUHAPOM YCiX
CTYMEHIB TSXKKOCTI B JOCNIIKEHHAX MOHOTepanii (af’toBaHTHOT Tepanii paky 06040BOT KALLIKW, NiKyBaHHA METacTaTUYHOr0 KO/IOPEKTa/IbHOr0 paKy, NiKyBaHHS paKy
MOJIOYHOT 3a/1031) PEECTPYBABCA Y

53-60 % nauieHTiB Ta Y 63 % XBOpUX i3 MeTacTaTUYHWM PakoM MOJSIOYHOI 3a/1031 Y Tpyni JiKyBaHHA KaneyuTabiHom/goueTtakcesnioMm. py 3acToCyBaHHI
KaneuuTabiHy B 403i 1000 Mr/mM2 ABidi Ha 406y NPOTArOM 2 TVXKHIB 3 MOAA/bLLIOK TUXXHEBOKO MEPepBOt0 [0IOHHO-NIAOLLOBHUIA CUHAPOM YCiX CTYNEHiB TSHXKKOCTI
crnocTepirascs y 22-30 % nauieHTiB, AKIi OTPUMYBa/IM KOMBIHOBaHE NiKyBaHHA 3 KarneuuTabiHoM.

MeTaaHani3 gaHux, oTpumaHux Big noHag 4700 nauieHTiB y Xo4i 14 KNiHIYHKUX OCMifpKEHb, NPOAEMOHCTPYBaB, L0 A0MOHHO-MILOLWOBHUIA CUHAPOM YCiX CTYMNEHIB
TSXKKOCTI MPU 3aCTOCYBaHHI KaneuutadiHy y peXxumMi MoHoTepanii abo KOMOGIHOBAHOrO fliKyBaHHS 3 Pi3HUMKU cxXxemaMu XimioTepanii Npu pisHMX MOKa3aHHAX A/1s
3acTocyBaHHS (pak 06040BOT KMLLKK, KOMOPEKTaNbHUIA paK, pak LAYHKa, paK MOIOYHOT 3an1031) BUHMKaB Y 43 % (2066) nauieHTiB y cepefHboMy yepe3 239 AHiB




micna noyaTtky NikyBaHHA KaneuutabiHom (95 % [l 201-288). 3 MmigBULEHMM PU3UKOM PO3BUTKY [LO/IOHHO-MIOLLIOBHONO CMHAPOMY MpY BCIX AOCHIIKEHUX
KOMGiHaLisX CTaTUCTUYHO AOCTOBIPHO GYNK NOB’s3aHi HACTYMHI KoBapiaHTW: 36i/bLUEHHS NOYaTKOBOT 03K KaneunTtabiHy (y rpamax), 3MeHLUEHHS KYMYNATUBHOI
Ao3n kaneyutabiHy (0,1*Kr), 36ibLUEHHA BiJHOCHOT IHTEHCUBHOCTI [031 Y MepLli 6 TMXKHIB NiKyBaHHS, 36i/IbLUEHHA TPMBANOCTI NiKyBaHHSA (TUXKHI), 36iNbLUEHHS
BiKy navujieHTa (npmpicT Ha 10 pokiB), XiHo4a cTaTb, 406pWIA NOYaTKOBMIA 3aranbHKin cTaTyc nauieHTa (O npoTtn = 1).

[iapesn

BUHVMKHEHHS fiapei nifg vac Tepanii KaneumTabiHOM crniocTepirann y maibxke 50 % xBopux. 3a pesy/bTatamy MeTa-aHai3y faHuX, OTpUMaHuUX Bif 6ibl HiX 4700
nauieHTiB y Xoai 14 KNiHiYHUX AOCNIIKEHb, 3 MIABULLEHNM PU3NKOM PO3BUTKY Aiapel Npu BCiX AOCNIMKEHNX KOMOIHALisSX CTATUCTUYHO [OCTOBIPHO Oy NOB’A3aHi
HaCTYMHI KoBapiaHTW: 36i/bLUEHHS NMOYaTKOBOI 031 KaneunTabiHy (y rpamax), 36i/bLUEHHSI TPMBANOCTI NiKyBaHHSA (TVXKHI), 36iNbLUEHHS BiKY NauieHTa (MpuUpicT Ha
10 pokiB), XiHo4ya cTaTb. 3i 3HMKEHHSAM PU3MKY PO3BUTKY Aiapel CTaTUCTUYHO AOCTOBIPHO Oy MOB’A3aHi HACTYMHI KOBapiaHTW: 3pOCTaHHA KYMYIATUBHOT [03M
KaneuunTabiHy (0,1*Kr) Ta BiAHOCHOT IHTEHCUBHOCTI 031 Y NepLui 6 TUXKHIB NiKyBaHHS.

KapaioTOKCUYHICTb

OKpiM BKaszaHWMX KapgiaslbHUX NOGIYHNX peakLiid, 6ynu 3apeecTpoBaHi HACTynNHI No6iyHI peakuii 3 yactoToo MeHwe 0,1 % npu MoHOTepanii KaneyuTabiHoOM Ha
OCHOBI 06’€iHAHOr0 aHasi3y JaHuX 3 6e3nekun, oTpuMaHuX Bifd 949 nauieHTiB — yYaCHUKIB 7 KNiHIYHMUX gocnimpkeHb (2 — dasm I i 5 — thasu |l npn meTactaTUyHOMY
KONOPEeKTa/lbHOMY paKy Ta MeTacTaTM4HOMY paKy MOJIOYHOI 3a/1031): KapAiomionartisi, cepueBa HeJoCTaTHICTb, LWIYHOYKOBI EKCTPAaCUCTONM, PanTOBUIA NeTabHWIA
HacnifgokK.

EHuedanonaTis

OKpiM yKazaHMX NOGIYHMX peakLiil, MOHOTEepanis KaneyMTabiHOM Ha OCHOBI 06’€HAHOr0 aHani3y faHWX 3 6e3neKkun, OTPUMaHKX Y XO4i 7 KNiHIYHMX AOCNI[XKEHb,
acouitoBanachb i3 BAHUKHEHHAM eHLedanonaTil 3 4acToToro MeHLwe 0,1 %.

KoHTaKT i3 noapibHeHMMK abo pospizaHMMmn TabneTkamu kaneyyTabiHy

Y pasi KOHTaKTy 3 NoApiGHeHMM abo po3pizaHMK TabneTkamm KaneyuTabiHy NoBiAOMAAAM NPO HACTYMNHI NOGIYHI peakuii: NoApasHEHHSA oYeld, HabPAK ouei, B1UCKN
Ha LUKipi, ronoBHWIA 6inb, NapecTesis, diapes, HyA0Ta, NoAPa3HEHHS LLMYHKa Ta 6/110BaHHS.

Mo6iuHi peakwii B 0CO6MBUX rpynax NaLieHTIB

MauieHTW NiTHLOro BiKY. Y nauieHTiB BiKOM =60 poKiB, fKi OTpUMyBa/IM MOHOTepanito KaneuyuTabiHOM Ta KOMOIHOBaHe JiKyBaHHA KaneuutabiHOM Ta
[OLeTakce/ioM, CrocTepirascs MigBULLEHNIA PU3NK YaCTOTV BMHUKHEHHA MOGIYHMX peakuin 3 Ta 4 CTyneHs Ta CEpPUMO3HMX MOBGIYHMX peakLiid, NoB’s3aHuX i3
NiKyBaHHAM, MOPIBHAHO 3 mauieHTamMy BiKOM <60 poKiB. Y GiNbLUOT KiIbKOCTI MawieHTiB BIKOM =60 pOKIB, AKi OTPMMYBasiM KOMOIHOBaHe /liKyBaHHSA KaneuutabiHoM
Ta [JoLeTaKceIoM, cnocTepiranocst 6ibL paHHE NPUMNUHEHHS NiKyBaHHA BHACMIAOK MOBGIYHMX peakLiin MOpPIiBHAHO 3 nauieHTaMmn BikoMm <60 poKiB.

MerTa-aHani3 gaHux Bif 6ifblw HidXX 4700 nauieHTiB — y4YaCHMKIB 14 KAIHIYHUX JOCNi[KEHb MPOAEMOHCTPYBAB, WO Y AOCNIIKEHHAX YCIX KOMOIHaLin 3 BiKOM
(36inblueHHa BiKy Ha 10 pokiB) cnocTepiraiy CTaTUCTUYHO AOCTOBIpPHE 36i/bLUEHHS PU3UKY PO3BMTKY [AOMIOHHO-MIAOWOBHOIO CMHAPOMY Ta Aiapel, a TakoX
3HUDKEHHS PU3NKY PO3BUTKY HENTPONEHIT.

Ctatb

MeTa-aHani3 faHunx Big noHag 4700 nayieHTiB — y4aCHUKIB 14 KNiHIYHMX JOCNIAXKeHb Npn 06°eAHaHHI JaHNX YCiX AOCNiMKeHb NPOAEMOHCTPYBaB, LU0 XiHoYa CTaTb
CTaTUCTUYHO [OCTOBIPHO MOB’A3aHa 3 MiABWLLEHNM PU3NKOM PO3BMTKY [ONOHHO-MIAOLWOBHOINO CUHAPOMY Ta fiapei, a TaKoX 3HUKEHHAM PU3UKY PO3BUTKY
HENTPOMeHii.

MauieHTy 3 NOpYLUEHHAM (PYHKLIT HUPOK

Y nauieHTIB 3 MOPYLUEHHAM (YHKUIT HMPOK [0 MoyaTKy NiKyBaHHA, fKi OTPMMyBa/M MOHOTepanito kaneumtabiHOM (3 MPMBOAY KOJIOPEKTa/IbHOrO paky),
crnocTepiranoca NigBULLEHHSA YacTOTU NOGIYHMX peakuiil 3 i 4 CTyneHs, NOB’A3aHMX i3 iKyBaHHAM, NMOPIBHAHO 3 NavieHTaMy 3 HOPMasibHOK (DYHKLIiEr0 HUPOK (36 %
— Y nauieHTiB 6e3 nopyLueHHs (yHKLUIT HUpoK (N=268), 41 % — y nauieHTiB 3 HUPKOBOK HEAOCTATHICTIO nerkoro ctyneHs (N=257) Ta 54 % — y nauieHTIiB 3
MOMIPHOI0 HMPKOBOK HefocTaTHicTO (N=59)). ¥ nauieHTIiB 3 MOMIPHOK HUPKOBOK HELOCTATHICTHO YacTille BUHWMKaa HeOOXIAHICTb Y 3HVXKEHHI [03n (44 %)



nopiBHAHO 3 33% Ta 32 % nauieHTiB 63 HMPKOBOI HEAOCTATHOCTI Ta HUPKOBOK HEAOCTATHICTHO JIerkoro CTyneHs Bi4NOBI4HO, Ta 4acTile crocTtepirasacs
nepefyacHa BigmiHa nikyeaHHA (y 21 % nauieHTiB Nif Yac NepLumx ABOX KypciB) MNOPiBHAHO 3 5% Ta 8 % Yy NauieHTIB 3 BiACYTHICTIO MOPYLUEHHS PYHKLIT HUPOK Ta
HMPKOBOIO HEAOCTATHICTIO IErkKoro CTyMneHs.

TepmiH NpUAATHOCTI.
3 poku.

YMO0BW 36epiraHHs.
36epirati npu Temnepatypi He BuLe 30 °C y HeLOCTYNHOMY ANs AiTel micLi.

YnakoBKa.
no 10 TabneTok y 6nictepi; no 6 6nictepis (4ns f4o3yBaHHA 150 Mr) a6o no 12 6nictepis (4na fo3ysaHHA 500 Mr) y nayi 3 KapToHY.

Karteropis Bignycky.
3a peLenTom.

Bupo6HUK.
Pemepika /T4

Micue3HaxomkeHHs BUPOOHMKa Ta agpeca MicLsi NPoBagKeHHS A0ro 4isifIbHOCTI.
Byn. AxapHoH, Jlimacon IHgacTpian EcTeiT, 6yaisns 1-ronoBHa, 6yaiBna 2-neHiunmniHn, 6yaisna 4-uedanocrnopuHun, 6yaisns 5-ropm. Ta KopT., 6yaisna 10-
MPOTUNYX/IMHHI, IMyHOMOAY totoui, Slimacon, Kinp, 3056



