IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

Kanmenuradin AMakca

Capecitabine Amaxa

CKn1ao0:
ditoua pevyosuHa: KamnenuTaoin;
1 tabnetka mictuth 150 Mr a6o 500 mMr KaneuuTtabiny;

0ONOMIJCHI peyo8uHU: nakTo3a 6e3BOIHA, HATPII0 KPOCKApMeso3a, rilmpoMesno3a, IeIa03a
MiKpPOKpPHCTaJligYHa, MarHilo CTeapar;

I/1iBKOBa 00OJIOHKA:

miist Tabmetok mo 150 mr - Opadry II poxesuit 85F240015: cnupt momniBininosuit (E 1203), TuTany
miokcup (E 171), makporon (E 1521), tansk (E 553b), 3ami3a okcuy yepBouunii (E 172), 3ami3a okcum
xkoBtui (E 172);

nnst Tabmetok mo 500 mr - Opadry II poxesuit 85F240045: cniupt momnisininosuit (E 1203), Tutany
miokcupn (E 171), makporon (E 1521), tanek (E 553b), 3aniza okcun yepsonutii (E 172), 3asmiza
okcup xoptui (E 172), 3amiza okcup gopHuii (E 172).

JIikapcbka ¢opma. TabmeTKH, BKPUTI IIiBKOBOIO 000JIOHKOIO.
OcHosHI (i3uko-xiMiuHi 81acmu8ocmi:

TabJIeTKH, BKPUTI IIiBKOBOIO 000JI0HKOIO, 10 150 MT: CBiT/I0-IEPCUKOBOT0 KOJIbOPY, ABOOMIYKIII,
moBracTol popmy;

Ta0JeTKH, BKPUTI IIiBKOBOIO 000710HKOI0, 10 500 MT: IepCUKOBOTr0 KOJIbOPY, ABOOMYKIIi, JOBracTol
dbopmu.

®apmakoTepaneBTHYHA rpyma. AHTUHEOIJIaCTAYHI 3aco0u. AHTUMeTab0iTh. CTPYKTYPHI
anasnoru nipuMminuny. Kog ATX LO1B CO06.

dPapmakonoziuHi e1acmueocmi.

®apmakoOuHamika.



KaneuuTabin - HeIIUTOTOKCUYHA MOoXifmHa QTopmipuMiguHy KapOaMaTy, IepopaibHUM MTOMePeqHUK
ITUTOTOKCUYHOI CIIONYKHU - S5-propypanuny (5-OY). Kaneuutabin akTUBY€EThCS B JeKiTbKa
(dbepMeHTHUX eTamiB (OuB. po3ain «PapMakokiHeTHKa»). PiHanbHe IEPETBOPEHHS 0 5-OY
BimOyBa€eThCs mmif mieto TuMiguHochopunasy y TKaHUHI MyXJIUHY, @ TAKOXK Y 3T[0POBHUX TKAaHMHAX
OpraHiaMy, IpoTe 3a3BU4Yail Ha HU3bKOMY piBHi. Ha Mopensax pakoBuUX KCEHOTPAHCIJIAHTATIB JIIOAUHU
KamenuTa0iH IPOOeMOHCTPYBaB CHHEPTiuHui edekKT y KoMOiHallil 3 [OoIleTaKCeIoM, 1[0 MOXKe OyTH
IIOB’I3aHO 3 IMiIBUINEHHSM aKTUBHOCTI TUMiTUHGOCGHOPHUIA3u NOLIEeTAKCETIOM.

IJoka3u cBiguath, 110 MeTabosiaM 5-OY aHaOoiYHUM LIIAXOM OI0KY€E peakilito METHIIOBaHHS
OEe30KCUYPUAUIOBOI KACIIOTH 10 TUMITHUIIOBOI KMCJIOTHY i TAKMM YMHOM IIEPEIIKOAKAE CUHTE3Y
ne3okcupubonykieinosoi kucnotu ([JHK). BéymoByBanHs 5-OY Tak0XK IPUTHIYYE CUHTE3
pubonykieinosoi kucnotu (PHK) ta nporeiniB. Ockineku [JHK Ta PHK HeobxigHi ois mominy Ta
pocCTy KiiTuH, 5-OY MoxKe CIpUUUHATH AeQillUuT TUMIAUHY, 0 CIIpHsie He30alaHCOBAHOMY POCTY Ta
3arubeni knituH. Bunus Ha [IHK Ta PHK 06inbin BupaxeHud y KIiTUHAX 3 OiIblI iHTEHCUBHOIO
nporidepalii€o i 3 BUIIUM piBHEM MeTabomizMy 5-DY.

dapmakoKiHemuxka.

dapMakKoOKiHeTHKa KanenuTabiHy Oya BU3Ha4YeHa B fiama3oHi no3 502-3514 mr/m*/moby. [lapamMeTpu
KarmenuTabiny, 5'-me30kcu-5>-propuutupuny (5'-OOLT) Ta 5'-me30kcu-5-propypununy (5'-IOYP) Ha 1-
1 i 14-i1 mens Oynu momiOHuMu. Ha 14-11 meHb MOKa3HUK IO il papMaKOKiHETUYHOIO KPUBOIO
«koHIeHTpatisg-gvac» (AUC) 5-0Y 6yB Ha 30-35 % BUILIUM. 3HUKEHHS NO3U KaleluTaoiHy
IIPU3BOIUIIO 10 3HUKEHHS eKcrno3uilil 5-OY GinbIre, HiXK ITPONOPLiiHO [03i, BHACTINOK HeTiHilHOI
(dhapMakKoOKiHeTUKY aKTUBHOT'0 MeTa0O0IIiTy.

BcmoxkmyeaHHA

[Ticns mepopanbHOTO NMPUOMy KaneluruTabiH MIBUAKO Ta MOBHICTIO BCMOKTYETHCS, MiCIIST 4OTO
IPOXOOUTE Moro 6ioTpancdopmaris B Metabosmitu 5'-OOIT i 5'-[®VP. BxxuBaHHS iKi 3MeHIIyE
IIBUKICTH BCMOKTYBaHHS KanenuTtabiny, mpote He Mae 3HayHOro BBy Ha AUC 5'-[TOYP i
HaCTyIHOTro MeTaboniTy 5-®Y. [Ipu mpu3HaueHHi Ipenapary micas BXKUBaHHA iki y 7o3i 1250 mMr/m”
Ha 14-i neHb MaKcUMaJilbHa KOHI[eHTpallis y mna3Mi Kposi (C,gx) Kaneuutabiny, 5'-0IOLP, 5'-IOVP,
5-0Y i a-prop-p-ananiny (PBAJI) cranoBuna Bignosigso 4,67, 3,05, 12,1, 0,95 i 5,46 Mkr/mi. Yac
IOCATHEHHST MaKcuMasbHOI KoHIeHTpaliil (T,gx) y mna3mi kposi mopisuioe 1,50, 2,00, 2,00, 2,00 i

3,34 romuuu, a AUC - 7,75, 7,24, 24,6, 2,03 i 36,3 MKI'XTOL/MJI BiIIOBIIHO.
Po3nodin

HocmimKeHHS MIa3Mu JIIOOUAHHU in Vitro IpoeMOHCTPYBay, 1o s Kanenurabiny, 5'-IOLT, 5'-
OOVYP i 5-OY 3B’5130K 3 OinkaMu (TOJIOBHUM YMHOM 3 anbO0yMiHOM) CTaHOBUTH BifinoBigHO 54 %, 10 %,
62 %i10 %.

Memabonizm

KaneuuTabin MeTabomi3yeThes y medinIli min miero kapOokcunectepasu mo Metabomity 5'-IOLT,
SIKUY TOTiM TpaHchopmyeThes B 5'-IOYP mig miero nuTUAMHAE3aMiHa3H, 110 3HAXOOUTHCS, B
OCHOBHOMY, y IIEYiHI[l Ta NyXJIMHHUX TKaHWHaX. [loganbina KaTaniTuyHa akTuBauisa 5'-IOYP
BimOyBa€eThCS 3a paxyHOK TuMinuHpochopunazu. PepMeHTH, 3a/lydeHi y KaTaliTUUYHY aKTUBAIliio,
3HaAXOMOATHCSA SIK Y NIYXJIMHHUX TKAHMHAX, Tak i B HOpMaJbHUX TKaHMHAX, ajie 3a3BU4Yall Ha HUXKYIOMY
piBHi. [Toganbiia dpepmeHTHa 6ioTpaHchopMaiiis KaneruTabiny go 5-OY npu3BogUTh OO BULIUX
KOHIIeHTpallill Y MyXJIMHHUX TKaHNHaX. Y BUIIaAKy KOJIOPEeKTalbHUX IyXJIMH 3Ha4YHa 4acThHa 5-OY



JIOKAJIi3yETLCS B CTPOMAJIbHUX KIIiTUHAX MyXIUHMU. [Ticis mepopanbHOT0o 3aCTOCYBaHHS KameluTabiny
malieHTaMHU 3 KOJIOPEKTaIbHUM pPaKOM BiIHOLIEHHS KOHIEHTpallil 5-®Y y KoopeKTanbHUX MyXINHAX
[0 KOHI[eHTpallil y IpUJieruX TKaHuHaX cTaHOBUIO 3,2 (miana3oH Bifg 0,9 go 8,0). BimHoueHHS
KOHIIeHTpalil 5-OY y myxiuHi 0 KOHLIeHTpallil y my1a3Mi KpoBi cTraHOBuUO 21,4 (giama3oH Bif 3,9 mo
59,9, N=8), y Tou 4ac sk BifHOLIEHHS KOHIIEHTpallil y 3MOPOBUX TKaHWHAX 0O KOHIIEHTpalil y mia3Mi
KpoBi ctarHoBuno 8,9 (miama3o# Big 3,0 mo 25,8, N=8). [Ipu BUMiploBaHHI aKTUBHICTb
tuMiguHpochopunasu 6yna y 4 pasu BUllla y IEPBUHHIM KOIOPEKTalbHil MyXJIUHI TOPIBHSAHO 3
IPUIETITUMU HOPMaJbHUMU TKaHMHAMU. 3a JaHUMHU iMyHOTICTOXIMIiYHUX OOCIigKeHb OibIna
yacTuHa TUMiguH(ochHOpPHUIa3u JT0Kali3yeETLCA ¥ CTPOMAIbHUX KITITUHAX ITYXJIUHU.

[Totim 5-®Y KaTabomi3yeThcs gurigponipuMiguHperigporexsasoro ([II1]) 3 yTBOPEHHSIM MEHII
TOKCUYHOTO JUTiApo-5-¢propypauuny (PVH,). [JurigponipuMiguHasa po3LIENIIOE MipUMiqUHOBE
KifbIle 3 YTBOPEHHSM 5-(TopypeifonpomnionoBol kuciaoTu (OYIIK). KiHieBoio peakili€ro €
posiemnieHHs B-ypeigonpomnionason OYIIK no ®FBAJTI, 1m0 BUIBIAETLCA B cedi. AKTUBHICTD [II1]]
oOMexye mBUAKICTh peakiril. HedimuT AT Moxke IPU3BECTH [0 3POCTaHHS TOKCHUYHOCTI
KarnenuTabiny (ouB. po3minu «IIpoTunoka3anHs» Ta «OCOOIUBOCTI 3aCTOCYBAHHS»).

BusedenHs

[lepion nanisBuBenenH4 (T,,) kanenutabiny, 5'-OOLP, 5'-IOVP, 5-OY i ®EAJI cTaHOBUTH BigIOBIOHO
0,85, 1,11, 0,66, 0,76 i 3,23 roguuu. Kaneuurtabin Ta MeTabosiT! KanenuTabiHy B OCHOBHOMY
BUBOMSTHCS i3 ceuero. EKckpetis i3 ceuelo - 95,5 %, 3 kanmoMm - 2,6 %. OcHOBHUM MeTabomiToM y ceui
€ ®BAJI, sikuit cTaHOBUTD 57 % Bifg nmpuiHATOL 103u. [Tpubau3Ho 3 % IPUHUHSTOI 403U BUBOOUTHCS i3
cedero y He3MiHeHOMY CTaHi.

KombinoBaHa Teparmis

Y mocnipxeHHsX pa3u [ He Oy10 BUSBIIEHO BIINIMBY KanenuTabiHy Ha papMaKOKiHETUKY HolleTaKCcemy
abo makmitakceny (C,., Ta AUC) i BInmuBy pmoleTakceny abo makmiTakceny Ha GapMaKOKiHETUKY
KarnenuTabiny ta 5'-[JOYP.

dapMakoKiHeTHKA B 0COONMBUX KIiHIYHUX IrpyIax

[MTonynsauiiitaui papMaKOKiHETUUHUM aHali3 OyB IPOBeeHNH IiCs JTiKyBaHHS KaleluTa0iHOM y 031
1250 Mr/M° 2 pa3u Ha go6y 505 malieHTiB i3 KonopeKTanbHUM pakoM. CTaTh, HasgBHICTB a60
Bi[ICYTHICTb MeTacTa3iB y eYiHIli 70 I04YaTKy JIiKyBaHHS, 3ara/IbHUN CTaH [allicHTa 3a
ingekcoM KapHOBCHKI, KOHIIEHTpAllis 3arajabHOro 6imipybiHy, CHpOBaTKOBOTO ajlb0yMiHY,
aKTUBHICTh anaHiHaMiHOTpaHcdepasu (AJIT) Ta acrmapraTaMiHoTpaHchepasu (ACT) He Mamu
IOCTOBIPHOTO BIIJIUBY Ha (hapMakoKiHeTuKy 5'-[IOYP, 5-OV i ®BAJIL.

X80opi 3 Memacmamu4yHUM YPaX#CeHHAM NeviHKU

3rigHo 3 JaHUMH (apMaKOKIHETUYHUX [OCTIAXKEHb Y XBOPUX i3 JIETKUM i IOMIPpHUM CTyII€eHEM
NopylIeHHs QYHKINI IediHKK, 00yMOBIIEHMM MeTacTa3aMu, 0iogoCcTynHiCcTh KanenuTabiny Ta
ekcro3utis 5-OY MoXKyTh MiABUIIYBATUCS ITOPIBHSHO 3 MallieHTamMu 6e3 MopylleHb PYHKIII MeyiHKu.
Ha#i 3 hapMaKoKiHETUKY Y XBOPUX 3 TAKKUMHU NOPYIIeHHAMU (DYHKII] TeYiHKY BifCyTHI.

X80pi 3 nopyweHHAMU pYyHKUiIl HUPOK

[Tpu pi3HOMY CTyIe€Hi (Biff TETKOT0 [0 TSIKKOIr0) HUPKOBOI HEJOCTAaTHOCTI B OHKOXBOPHUX
(dhapMakoOKiHeTHKa He3MiHeHOro npemnaparty i 5-OY He 3amexkuTh Bif KiipeHcy KpeaTuHiHy (KK). KK
BriuBae Ha BemuuuHy AUC 5'-[OYP (36inbmennus AUC Ha 35 % - npu 3uuxkenHi KK Ha 50 %) i



®BAJI (36inpuentss AUC Ha 114 % mpu 3uuxkenHi KK #Ha 50 %). ®BAJI - MeTaboJIiT, 1110 He Mae
QHTUIPOIihePaTUBHOI aKTUBHOCTI.

X80opi NiMHb020 BiKY

3rigHO 3 JAHUMHU MOMYIAIINHOTO PapMaKOKiHETUUHOTO aHali3y, SKUM BK/II0YaB IAIli€HTIB IIKXPOKOTO
BiKOBOTO miama3oHy (27-86 pokiB), 3 skux 234 maitieHTH (46 %) Oynu BikoM Big 65 pokiB, BIK He
BI/IMBA€E Ha papMakokiHeTUKy 5'-IOYP i 5-OY. AUC OBAJI 36inbiryeThCs 3 BIKOM (30i/IbIIeHHS
Biky Ha 20 % cymnpoBomxyBanocs 36inbmierassM AUC ®BAJI Ha 15 %), 1110, iMOBipHO, 3yMOBJIEHO
3MiHOI0 (DYHKIIil HUPOK.

EmHiuni pakmopu

ITicas mepopanbHOro 3acTocyBaHHA 825 Mr/M’ KamenutabiHy 2 pa3u Ha Bo0y IpoTAroM 14 gHiB y
TIAI[iEHTIB AMOHCHKOI HarioHanbHOCTI (N=18) C,., KameuuTtabiny Oyna HuxK4Y0w0 Ha 36 %, a AUC - Ha
24 % mopiBHSHO 3 malfieHTaMu eBponeoinHol pacu (N=22). ITalieHTH SI0HCHKOI HalliOHAIbHOCTI
TaKOXK MaJjiu Ha 25 % Huxuy C,.. i Ha 34 % Hmxay AUC OBAJI nopiBHSHO 3 Mali€eHTaMu
eBpomneoinHol pacu. KiniuHa 3HaYUMICTh i€l pi3Hulli HeBifoMa. He cocTepiraerscs cyTTeBOL
pi3HuIi B ekcro3utlil iHmux metabomirtis (5'-OOIT, 5'-IOVP i 5-0Y).

KiiniuyHi XxapaKTepHUCTHKH.
Iloka3aHnHus.

Pax M0104HOI 3a103U:

- MiClleBHY PO3MOBCIOMZKEHUY YK MEeTAaCTaTHYHUM paK MOJIOUHOI 3aJI03H ¥ ITOEAHAHHI 3
IoleTaKCceJIoM Iicnis HeeeKTUBHOI XiMioTepartil, 1110 BKJIl0Yasia IpernapaTyé aHTPaUUKIiHOBOTO PAAY;

- MicIIeBUH PO3MOBCIOIKEHUHN UM METAaCTaTUYHHUHM PaK MOJIOYHOI 3aJT03U SIK MOHOTEpAIlis micis
Hee(eKTHBHOI XimMioTepartil, 1110 BKJl0Yaja TaKCaHH i MpenapaTy aHTPaLUKITiHOBOTO psiny, abo mpu
HasIBHOCTI IIPOTUIIOKA3aHHS [I0 Tepallii aHTpaluK/IiHaMH.

Pak 06000801 KUuWKU, K010peKkmaabHull pak:

- pak 0600BOI KMIIIKY, B afi TOBAHTHiM Teparii micnsg xipypriunoro nikyBaHHs paky III cramii (cTamis
C 3a [IniokoMm);

- MeTaCTaTUYHUY KOJIOPEKTaJIbHUU pPak.

Pax wayHka:

- TIpenaparT [Jig IepImoi JiHil TiKyBaHHS PO3MOBCIOMZKEHOT0 PaKy IUTyHKa y KoMOiHallil 3
IperapaTaMy Ha OCHOBI IIJIaTHHU.

IIpomunoka3aHHsA.

[TigBuileHa YyTIUBICTL N0 KaneuuTabiny, Mo OyOb-IKOT0 KOMIIOHEHTA IpenapaTty abo ¢pTopypalumny.



TaxkKi, y TOMY YKCIIi HeO4iKyBaHi peakliii Ha JTiKyBaHHS (GTOPIipUMIIXNHOM B aHaMHe3i.

Bimomuit noBHuUi medinut gurigponipuMigunpgerigporenasu (II11) (muB. po3min «Ocob6IuBOCTi
3aCTOCYBaHHS»).

BariTHiCcTh Ta mepiof rogyBaHHSA I'PYLIIO.

TsiKKa JTeMKOIeHisT, HEeUTPOIeHiss, TPOMOOITUTOIEHis.

TsKKi opyIeHHsT PYHKIil TeYiHKHU.

Ts2kKka HUPKOBa HEeIOCTAaTHICTh (KJlipeHC KpeaTHHiIHY < 30 MJI/XB).

HemrogaBHe abo CymyTHE JTiKyBaHHS OpUBYAMHOM (OUB. PO3Minu «B3aeMopmist 3 iHITUMU JTiKapChKUMU
3acobaMu Ta iHIIi BUOU B3aeMomili» Ta «OCoBIMBOCTI 3aCTOCYBaHHS» 11010 B3aEMOI1 3 iHIIUMU
JiKapChKUMHU 3aco0aMu).

[TpoTHUITOKA3aHHS /IS 3aCTOCYBaHHS GyIb-KOT0 JTiKapChKOro 3acoly, 10 3aCTOCOBYIOTh Y
KOMOiHaIril.

0Oco00 1uei 3axodu 6e3nexu.

HeBukopucrtanui npemnapaTt abo BUTPaTHI MaTepianu MOBUHHI MPOXOOUTH YTUIi3allilo BiATIOBITHO [0
BHMOT MiCIIEBOTO 3aKOHOHaBCcTBa. HaixomkKeHHS JTiKapChbKOT0 3aco0y Y 30BHIIIHE CepeoBUIlle
HeoOXiTHO 3BECTH [I0 MiHIMyMy.

B3aemodia 3 iHwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodili.

HocnigxkeHHs B3aeMofiii 6y/u MPOBeMieH] JIUIlle y TOPOC/IMX MallieHTiB.

B3a€MOEiH 3 IHIMUMHU HiKaQCLKI/IMI/I 3acobaMu

BpusyouH. OnucaHa KIiHiYHO 3Ha4yIlla B3aEMOfisd MiK OpuByOuHOM Ta GTOPHipUMiTUHaAMHU
(Hanpuknag, kaneiurtabinom, 5-OY, Terapypom) y pe3ynbTarti npurHidenss OI1]] 6puByguHoM. Taka
B3aEMOJisl CIPUYNHSE MiABUIIEHHS TOKCUYHOCTI (TOPIIPUMIANHY Ta MOTEHLIINHO MOXKe IPU3BECTU
IO JIeTaJbHOT0 HACiAKy. TakuM YuHOM, OPUBYIKH IIPOTUIIOKA3aHO 3aCTOCOBYBATH OJHOYACHO 3
KamenuTabiHoM (muB. po3pinu «I[IpoTunokasanHs» Ta «Oco6IUBOCTI 3acTOCyBaHHS»). [Iepiom Mix
3aKiHYeHHSM JTiKyBaHHS OpUBYOMHOM Ta ITOYATKOM JIiKyBaHHS KaleluTa0iHOM Ma€ CTAHOBUTH
moHalmeHIne 4 TuxkHi. JIikyBaHHA OpUBYIMHOM MOXKHa PO3M0YaTy yepe3 24 TOOUHY MiCs IPUoMy
OCTaHHKOI 103K KanenuTabiny.

Cyb6cmpamu yumoxpomy P450 2C9. [locnimxeHHs U000 B3aeMOfii KanenuTabiHy Ta iHIIKX
mpernaparis, 10 MeTaboi3yThcs i3ohepmernToMm 2C9 cuctemu 1utoxpomy P450, 3a BUHATKOM
Bapdapuny, He mpoBoauIKCch. HeoOxXigHO 3 06epekHICTIO MpU3HaYaTH KamenuTalil i3 numu
mpenapaTaMy (HalpUKIaf, i3 GeHiTOIHOM).

AHMuKoazyaaHmMu KyMapuHosozo pady. Kaneuurtabid mocuitoe eheKTH HeIpsMux
AHTHUKOAryJISHTIB (BapdapuH i GeHIPOKYMOH), 1[I0 MOXKe IIPU3BECTU [0 MOPYUIEHHS MOKa3HUKIB
3ropTaHHA i BUHUKHEHHS KPOBOTEY yepe3 AeKinbka AHiB abo MicsIiB Bif moyaTKy Teparmil



KamenuTabiHOM, a B OKpEMHUX BUIAJKaX - IPOTITOM OGHOTO MicSLd Iicysa 3aKiH4eHHS JIiIKyBaHHS
kanenurabinoM. V KiiHiuHOMY dapMaKOKiHETUYHOMY [OCTigXEHHI B3aeMOii micys OIHOPa30BOTO
BBEIEHHS BapdapuHy B 003i 20 Mr MiKyBaHHS KamenuTabiHoM mpu3Bogumio a0 30impmenus AUC S-
Bapbapuny Ha 57 % i MizkHapogHOTro HOpManidoBaHoro BigHomeHHs (MHB) Ha 91 %. Ockinbku
meTabonizm R-Bapdapuny He mopyiryBaBcs, BKa3aHe CBiTYUTh, 110 KameuuTabil mpurHiyye
i3opepmenT 2C9 Ta He BIuBae Ha i30pepMenTy 1A2 Ta 3A4. VY xBOPHX, IKi OMHOYACHO IPUUMAIOTh
KamenuTa0iH i mepopaibHi aHTUKOATYISHTH - IOXigHI KyMapuHy, He0OXiTHO TPOBOAUTH [eTalbHUAN
MOHITOPUHT IIOKA3HUKIB 3ropTanHs Kposi (MHB a6o mporpom6iHoBuit yac) i migbupaTu o3y
QHTUKOATYJIAHTY.

deHimoiH. [Tpu ogHOYAaCHOMY 3aCTOCYBaHHi KanenuTabiHy Ta GeHiTOIHY IOBiLOMISAIOCH IPO OKpeMi
BUTAOKY IigBUILIEHHS KOHIIEHTPallil (eHiTOIHY y IIJTa3Mi KPOBI, 110 CYyIPOBOMXKYBaIUCS BUHUKHEHHIM
CHMIITOMIB iHTOKCHKaIlil (eHiTOIHOM. Y XBOPUX, SIKi IPpUUMalOTh KameluTabiH 0OqHOYACHO 3
(beHiTOIHOM, PEKOMEHAYETLCS PETYIIPHO KOHTPOJIIOBAaTH KOHIIEHTPAIlio (GeHIiTOIHY y M1a3Mi KPOBi.

®dosiHosa Kucaoma/poiesa kucisoma. KomOGiHOBaHI gocmigKeHHs KaneuuTabiny Ta ¢GomiHOBOI
KHMCJIOTY ITOKa3aiy, o (HOIiHOBa KACIOTa CyTTEBO He BIIMBAE Ha (apMaKOKiHETUKY
KarnenuTabiny Ta #oro MetabomiTiB. OfHaK ¢GoTiHOBa KHCIIOTa BIJIMBAE Ha
dbapmakoguHaMiKy KanenuTabiHy, 110 MOXKe MPU3BECTHU 0 30iTbIIEeHHS TOKCUYHOCTI
KamenuTabiHy: MaKCUMaJjbHa IepeHocuMa f03a KanenuTabiHy B peKuMi MOHOTepatil mpu
TepepUBYACTiil cxeMi Mo3yBaHHA cTaHOBUTL 3000 Mr/M” Ha 00y, a Ipu KOMOGIHOBAHOMY
3acTocyBaHHi 3 GosiHoBOIO Kuca0To0 (30 MI mepopaibHO 2 pa3u Ha mo0y) - nutre 2000
Mr/M° Ha fo0y. IlifBuIeHa TOKCHYHICTh MOKe MaTH Miclie IIpU Iepexofi 3 5-®Y/neiikoBopuH
Ha CXeMy JIiKyBaHHS KameuuTabiHoM. Lle TakoK MOXKe CIIOCTEpIraTHUCS MPU 3aCTOCYBaHHI
(bomieBO1 KUCIOTH 3 METOI0 YCYHEHHS AediuTy ¢GoaTiB uepe3 cX0XKiCTh MiXK (oJIiHOBOIO Ta
($HOITiEBOI0 KMCIIOTAMHU.

AHmayudu. BuByaBCs BIJIUB aHTAIIUAIB, 110 MiCTSATH a/lIOMiHiI0 Ta MarHiio TiTpoKcum, Ha
(dhapMakoKiHeTUKY KanenuTabiHy. AHTAIIUAY, 0 MiCTATh allOMiHil0 Ta MarHilo TiTpOKCU[, He3HAYHO
HiIBUIIYIOTH KOHIIEHTPalliio KaneuuTabiny ta ogHoro Merabosity (5'-I®1IP) B mia3mi KpoBi; Ha Tpu
ocHoBHUX MeTabosmitu (5'-IPYP, 5-OY i ®EAJI) BOHM He BIIUBAIOTh.

AsonypuHoa. CriocTepiranaacs B3a€EMOZiSA MiX alonypuHOIOM Ta 5-OY 3 MOXKIUBUM 3HUKEHHAM
eekTuBHOCTI 5-QY. V 3B’43KYy 3 I[UM CJIii yHUKATH OMHOYACHOTO 3aCTOCYBaHHS KamenuTabiHy Ta
aJIONyPUHOILY.

InmepgepoH anbpa. MakcuManbHa IepeHocuMa f03a KanenuTabiny cTaHoBuTh 2000 Mr/M” Ha 706y
Tpy KOMOIHOBAHOMY 3aCTOCYBaHHi 3 iHTeppepoHoM anbda-2a (3 MaH MO/M’ Ha g00y) HOpPIBHAHO 3
3000 mr/m° Ha f00y IpH 3aCTOCYBaHHI ILOTO IIPenapaTy B peXiMi MOHOTeparil.

IIpomeHesa mepanis. MakcuMabHa IIepeHoCUMa [103a KameluTabiHy B pexXuMi MOHOTeparii
TIpY TIepepHUBYAaCTiil cxeMi fo3yBaHHS cTaHoBUTL 3000 Mr/M* Ha 00y, IpU KOMGiHOBAaHOMY
3aCTOCYBaHHI 3 IPOMEHEBOI0 Tepamiclo paKy npsamoi Kumky - 2000 mr/M° Ha fo6y mpu
Oe3mepepBHOMY KYpPCi TPOMeHEBOI Tepallil 4¥ I0AeHHOMY 6-THKHEeBOMY KypCi TpoMeHeBO1
Tepalril y nepiop 3 MOHEOiNKa M0 I’ ATHUITIO.

Oxcaninaamun. [Tpu KoMOiHOBaHOMY 3aCTOCyBaHHi KarneluTabiHy Ta OKCaliliaTUHy 3 uu 0e3
OeBauu3ymaly He Bifl3HaYeHO K/TiHIYHO 3HAYMMOI Pi3HHUIII B €KCIO3UIlil KarmenuTabiny abo ioro
MeTaboJTiTiB, BiIbHOI MJIATUHY i CyMapHOI IJIaTUHU.



Bbesauus3ymab. He Big3HayeHo KIiHiYHO 3HauyII0i fii 6eBanu3yMady Ha hapMaKOKiHETUYHI
napaMeTpu KamenuTabiny uu #oro MeTaboiTiB 3a HasSIBHOCTI OKCalilIaTHHY.

Bzaemogmis mikapchkui 3acib - izka

Y BCixX K/TiHIYHUX OOCTiAKEHHSX MallieHTHA Oy MPOIHCTPYKTOBaHi IIPO MPUiiOM IIpemnapary
KaneuuTabin Amakca npoTsarom 30 XB micysg BxKuBaHHS i2ki. OCKiNbKY HasiBHI faHi 1010 6e3meku Ta
edekTuBHOCTI 6a3yIOTHCS HA 3aCTOCYBaHHi KamenuTaliHy 3 12Kei0, peKOMEHIYETLCS TPUAMATH
nmikapchKu# 3acib 3 ixkerw. [IpuitoM KamernuTabiHy 3 i2Kel0 CIIOBiJIbHIOE MIBUOKICT BCMOKTYBAHHS
KarmenuTabiny (IuB. po3nin «PapMaKOKiHETHKA»).

Oco06.1ueocmi 3acmocye8aHHs.

TokcuyHa 0is, u,o 3anexcums 8i0 do3u. TOKCUYHA [id, 110 3aJIEKUTH Bifl 03U, BUPAXKAETLCH Y
miapei, 000 ¥ KMBOTI, HYJIOTi, CTOMaTHTi, OJIOHHO-MiJOIIOBHOMY CUHAPOMI (JOIOHHO-
ITiTOIIOBHI ITKipHi peakiiii, TOJIOHHO-IIIONIIOBHA ePUTPOAU3eCcTe3ist). BinmbiricTs mobiuHUX
peaxiiiit 060pOTHI i He MOTPeOYIOTH TOBHOI BiIMiHU ITpemnapaTty, Xoua MOXe BUHUKHYTU
HeoOXigHICTh B KOPEKIii 4031 abo TMMYacoBill BigMiHi ITpemnapary.

Liapes. 3a XBOPUMHU 3 TAKKOIO [iapee€ro CIIif peTeIbHO CIIOCTepiraTy, MPOBOOIYM perifpaTalito i
BiIHOBIIEHHS BTPATH €JIEKTPOJIITIB IpH AerimpaTallii. MoxyTh OyTu NMpuU3Ha4YeHi CTaHOAPTHI
IpOTHUAiapelHi npenapaTy (Hanpukiag, nonepamin). [iapes Il cTrynens 3a Kpurepiamu
HamionansHoro orkonoriynoro iHctutyty Kanagu (NCIC CTC, Bepcis 2) BU3HA4Ya€THCSA K
30inbIIeHHS KiMbKOCTI medekariit 1o 4-6 pasiB Ha fo0y abo medexariii BHoUi; giapes III cTynens - Sk
30inmbIneHHS KiNMbKOCTI medekariit ;o 7-9 pasiB Ha mo0y uu HeTPUMaHHS Kany i ManbabcopoOiris.
Hiapes IV cTymens Bu3Hada€eThCs K 30inbieHHs KinbKocTi gedexanit = 10/moby ab6o MacuBHa
miapesi 3 mOMilIKaM¥ KpPOBi, a60 HeoOXigHICTh IpU3HAYeHHS TapeHTepalIbHKUX BIMBaHb. 3a IOTPe0u
Mo3y IpemnapaTy Clif 3MeHIMUTH (OuB. po3[in «Crocib 3acTOCyBaHHS Ta [03U»).

I[Teeiopamauis. HeoOXigHO monepeaKyBaTy PO3BUTOK AeTifpaTalil abo 3hilicHIOBaTH
KOPEKIIilo flerifpaTaliil y pa3i ii BUHUKHeHHS. [lerigpaTallis MoXe IIBUIKO PO3BUBATUCH Y
XBOPHUX 3 aHOPEKCi€lo, acTeHi€w, HynoTow, OmoBaHHIM abo miapeero. [lerimpaTariist Moxe
IIPHU3BECTH [I0 TOCTPOI HUPKOBOI HEIOCTAaTHOCTI, 0COOJIMBO Yy MAalli€HTIB 3 YK€ HasgBHUMU
OPYyIIeHHAMYU (QYHKIII HUPOK abo Ipu 3aCTOCyBaHHi KarnelnuTabiHy omHOYaCHO 3
JMiKapChKUMU 3acobaMu 3 BimoMo0 HePpOTOKCUYHOIO Ai€r0. ['0cTpa HUPKOBA HEMOCTATHICTH,
K pe3yNbTaT ferigpaTallil, Moxke OyTU MOTEHLIWHO JleTanbHOoI0. [Ipy mosBi gerigpaTatii 11
ctyneHns (abo Buile) HeoOXigHO HETANHO IPUIIMHUTH JIiIKyBaHHS IpenapaTtoM KameruTtabin
AMakca Ta IIpOBeCTH KOPEKIIilo AerigpaTaliil. BifTHOBIEHHS JTiKyBaHHS MOXKIINBE IIPH
aJleKBaTHiM KOPEeKIIil merifpaTallii Ta KOPEKIIil/KOHTPOJIi IPHUYMH MPeLuIiTalll (IuB. po3min
«Crocib 3acToCyBaHHS Ta M0o3u»). KOpekKIlis m03u y pa3i BUHUKHEHHS IPENUIIiTyBaTbHUX
m0OIYHUX SBUII TPOBOAUTHCS, SKIIO € TOTpeda.

[1010HHO-Ni00WOBHUL CUHOPOM (CUHOHIMU: O0/N10HHO-NIOOWOBHI WKIPHI peakuii, 0010HHO-NIOOWOBHA
epumpodu3decmesis, nepupepuyHa epumemda, CnpuyuHeHa ximiomepaniero). [10NOHHO-TIIOIIIOBHUMN
CHHOPOM | CTyTieHs He MOPYIIyE IMIOAEeHHOl aKTUBHOCTI XBOPOTO i IPOSIBISIETHCS OHIMIHHSAM,
napecrTesi€io, qu3ecTe3i€lo, MOKOII0BaHHAM, 0e300icHUM HabpsiKoM ab0o IOUYEepPBOHIHHSAM [0JI0HDb
i/abo migomoB i/abo guckoMdopToM.



onoHHO-TigomoBHNM CUHAPOM II cTyneHs MpOSBNSIETHCS OOJICHUM ITOYEePBOHIHHAM i HaOpsAKaMu
KHUCTeH PyK i/ab0 MifgoIIoB; BUKJIMKAHUN [UMU IIPOSBaMU AUCKOM@OPT MOPYIIYE MOAEHHY aKTUBHICTb
XBOPOTO.

HonouHo-migomoBHUM cUHAPOM III CTyneHsI BU3HAYA€ETHCSA K BOJIOTa JeCKBaMallisl, YTBOPEHHS
BMPA30K, IT0sIBa IMyXUpiB i rocTpuii 6inb mon0Hb i/abo mimoIrnoB i/abo TsxKuM ArcKoMGOpT, 110 He [aE
MOXKJIMBOCTI TallieHTaM IIpalioBaTy abo 3aliMaTHCs MOBCIKAEHHOIO HisnbHicTIO. [TepcucTyouuit abo
TSKKUU OOJIOHHO-TifomoBHUY cuHAPOM (II cTyneHs abo BUIlle) MOXKe 3PEIITO0 TPU3BECTH [0 BTPATH
BimOWTKIB MasblliB, IIJ0 MOXKe BIUIMHYTU Ha ifeHTH(iKaLio mallieHTa. Y BUNagKax MOSBU LOJIOHHO-
migoroBHOro cuHmpomy II a6o III crynens mpuitoM KamenuTaOiHy CIIif MPUIMHUTH 00 3HUKHEHHS
CUMIITOMIB a60 ix 3MeHIIeHHs [0 [ CTyneHs; Ipu HAaCTYyIHiN mosiBi cuHapomy III cTymeHs mo3y
KarmenuTa0iHy MOTPiOHO 3MEHIIUTH. XBOPUM, SKi OMHOYACHO OTPUMYIOTh KaneuuTabiH i IUCIITaTHH,
3aCTOCyBaHHS BiTaMiHy B (MipuaoKCUH) He PeKOMEHYETHCS 3 METOI0 CUMIITOMATUYHOTO abo
BTOPUHHOTO MPOMITAKTUYHOTO JIiKyBaHHS [OJIOHHO-IIIAOIIOBHOI'0 CUHIPOMY, OCKiNTbKY OIMy0ITiKOBaHi
[aHi CBiA4aTh, 110 Ile MOXKe NMPU3BECTHU OO0 3HUKEHHS e(DeKTUBHOCTI HUCIINTaTUHY. [lesdKi gaHi
CBif4aTh PO Te, IO AEKCIaHTeHON e(PEeKTUBHUY IS MPOQiTaKTAKKA TOJIOHHO-IIiOOIIOBHOTO
CUHMIPOMY V TAIli€HTIB, sIKi OTpUMYyBasu npemnapat Kamnennurabin Amakca.

Kapodiomokcuunicms. CTIEKTP KapaiOTOKCUYHOCTI IIPH JTiKyBaHHiI KaneluTa0iHOM aHaOTiYHUM
TaKOMY IIPY 3aCTOCYBaHHI iHIIUX QTOPHiIpUMIAUHIB i BKIo4ae iHpapKT MioKapaa,
CTeHOKap[iio, apuTMil, KapOiOTeHHHU 10K, PAllTOBY CMEPTh, 3YIIUHKY CePIls, CEPIIeBy
HEe[OCTaTHICTh 1 3MiHM Ha eIeKTpOKapAiorpaMi (BKJII0Yaryy OyKe pPigKiCHI BUMagKu
nogoBxkeHHs iHTepBany QT). Lli mobiuni peakmii yacTime xapaKTepHi [JIs MALi€HTIB 3 ieMiYHOIO
xBopo6o1o cepus. [Ipu 3acTocyBaHHi KanenuTabiny MOBiMOMIISETHCS PO BUMAIKU CEPLIEBUX apUTMIl
(Bkmroyarouu GiOpumAIio NIIYHOUKIB, MpyeTHY IMITYHOYKOBY Taxikapmito, OpafuKapiio),
CTeHOKapnil, iHpapKTy MioKappa, ceplieBoi HelOCTaTHOCTI, KapaioMionarii. [Ipu mpu3HadyeHHi
KarenuTa0iHy malieHTaM i3 KIiHIi9YHO 3HAYYIIMM 3aXBOPIOBAaHHSAM CEpIid, apUTMI€I0 i CTeHOKapi€io
HeoOXigHO BUSBNSATU 00epeXHIiCTh (IuB. po3min «ITob6iuHi peakii»).

['ino- abo zinepkasavuiemia. Tlig yac nikyBaHHS KamenuTabiHOM MOBIMOMIISIIOCS TIPO Timo- abo
rinepkansiieMito. Crif nposBasAiTy 00€peXKHICTh NallieHTaM i3 HasBHOIO Tino- abo rinepkanblieMieo
(muB. po3min «I[To6iuni peakii»).

3axeopre8aHHA LeHmpaibHoi abo nepugepuyHoi Hepgosoi cucmemu. ITpy Tpu3HaYeHH]
KareluTabiHy mallieHTaM i3 3aXBOPIOBaHHSIMH LIeHTPaIbHOI a0 nepudepruyHol HePBOBOI
CUCTeMHU, HallpUKJjaJ MeTacTa3aMH B FOJIOBHUY MO30K YU HEBPOIIATi€l0, HEOOXiMHO BUSIBIISTH
obepexHicTh (muB. po3min «ITobiuHi peakirii»).

[lykposuti diabem abo nopyweHHs pigHs esekmpoaimig. [Tpy Tpu3HavyeHHi KamenuTabiny
nalieHTaMm i3 IyKpoBUM fiabeToM a0 MOpPyIIeHHSIM PiBHS €JIeKTPOJIITiB He0OXiqHO BUSBIIATH
00€epexkHICTb, OCKITbKM 3aCTOCYBaHHS KalelnTabiHy MOoxKe IPU3BOOUTH [I0 IOTipIIeHHS iX
nepe0iry.

AHMUuKoaz2yaaHmMu - noxioHi KymapuHy. Y 0ociigKeHHi B3aeMoil 3 0OHHOPa30BUM 3aCTOCYBaHHSIM
BapdapuHy CIIOCTEPiranaocs CyTTeBe 30imbleHHs cepenHboi Benuuuuu AUC S-Bapdapuny (Ha 57 %),
110 CBiYMTH PO HASBHICTh B3a€MOIil, BipOTifHO, B pe3ylbTaTi MPUTHiYEeHHS KanenuTabinom
isopepmenty 2C9 cucremu nutoxpomy P450. ¥ xBopux, sKi omHOYACHO MPUUMAaIOTh KanenuTa0in i
nepopasbHi aHTUKOATYJISIHTH - IIOXiIHI KyMapuHy, HeoO0XigHO TPOBOOUTH AeTabHUN MOHITOPUHT
II0Ka3HUKIB 3ropTaHHs KpoBi (MHB abo npoTrpoM0OiHOBHY Yac) i migbupaTu 103y aHTUKOATYISHTY
(muB. po3min «B3aemogmis 3 iHIIUMY JTiIKAapPCLKUMHK 3aco0aMu Ta iHIN BUOU B3aEMOIIN.»).



BpusyduH. BpuByouH MPOTUIIOKAa3aHO 3aCTOCOBYBaTH OfHOYACHO 3 KamneruTabinoM. ITicns
TaKOIl JTiKapChKOl B3aEMOIil MOBIIOMIISIOCS MIPO JIeTajbHi Hacigku. [Tepion o4ikKyBaHHS
TIOBMHEH CTAHOBUTH IIOHAMMeEHIIe 4 TUXKHI MiXK 3aKiHUYeHHSIM JIiKyBaHHS OPHBYOUHOM Ta
II0YaTKOM Teparril KanenuTtabinoM. JIikyBaHHS OpUBYIMHOM MOXKHa PO3MOoYaTy yepes 24
TOOUHY IiCIg IPUHROMY OCTaHHBOI 103U Kaneuutabiny (quB. po3minu «IIpoTunoka3aHHSI» Ta
«B3aemoqist 3 iHIIMMM JTiIKapCbKUMM 3ac00aMu Ta iHII BUTHU B3a€EMOMIIN»).

Y pasi BumaikoBoro npuiioMy 6pUByIUHY NalliEHTaMH, SKi OTPUMYIOTh JIiKyBaHHS KalleluTa0iHOM,
CJIifl BXUTH e(peKTUBHUX 3aXO[IiB 3 METOI0 3MeHIIIeHHS TOKCHYHOCTI KaneluTabiny. PekoMeHIyeThCA
HeralHa rocmitanisanis. Crif po3nodaTy yci HeoOXifHi 3aX0K 3 METOI0 MOIepeKeHHS CUCTEMHUX
indexkiriyt Ta merimpararii.

[opywenHs pyHkuii nevinku. Y 3B’I3Ky 3 BiICyTHICTIO JaHuX 3 Oe3MeKu Ta e(eKTUBHOCTI Ag
XBOPHUX 3 MOPYIIeHHSIMU QYHKIIII MeYiHKY ITifl 4ac 3aCcTOCyBaHHS KanenuTabiny HeoOXimHO
pPeTeIbHO MOHITOPUTH CTaH MAIli€HTIB i3 TOPYIIEeHHAME QYHKIIi1 IEeYiHKU JIETKOTO Ta
CEpPenHbOro CTyIeHs TAXKKOCTI, He3aJIeXKHO Biff HAsIBHOCTI YU BiICYTHOCTiI MeTacTa3iB y
neyinIri. JKIo B pe3ynbTarTi MiKyBaHHS KanmenuTabiHOM CIlocTepiraeThcs rinep0Oinipydinemis,
IO IIePEeBUINYE BepXHI0 Mexy HopMmu (BMH) 6inbir Hixk v 3 pa3u, abo MigBUIIYETHCS
aKTUBHICTh NMeYiHKOBUX aMiHoTpaHcdepas (AJIT, ACT) Ginbiire HiXK y 2,5 pa3a MOPiBHSAHO 3
BMH, 3acTocyBaHHs KaneuuTabiHy CHIifl MIpU3YNUHUTU. 3aCTOCYBaHHS KanmeuuTabiHy K
MOHOTepaIil MoXKHa BiTHOBUTY IIPU 3HUKEHHI pPiBHA GinipyOiHy Ta aKTUBHOCTI MEYiHKOBUX
TpaHCaMiHa3 HUXK4e 3a BKa3aHi Mexi.

ITopyweHHsa QyHKUii HUpok. YacToTa BUHUKHEHHS mobiuHmx peakiit 111 Ta IV cTymeHs y XBopux 3
NOpPYIIeHHAMY (YHKIIII HUPOK IIOMIPHOTO CTYIIeHS TAXKKOCTI (KJTipeHC KpeaTuHiHy - 30-50 MJ1/XB)
MigBUIleHA TOPiBHSIHO 3 TAKO B 3arajibHid rpyIli Nali€HTiB.

Hedivum AII]]. AktuBHicTs [I1]] € hbakTopoM, sikuii 06Mexkye KaTabosiam 5-OY (muB. po3min
«PapMaKoIoTiuHi BIacTUBOCTI»). Tomy manieHTH 3 gedinutom I MaioTh MigBUILIEHUN PUIUK
BUHUKHEHHS II0B’sI3aHO0I 3 PTOpmipuMiguHaMU TOKCUYHOCTI, 110 MIPOSIBISETHCS, 30KPEMA,
CTOMATHUTOM, Iiape€lo, 3amajeHHsIM CIU30BHUX 000JI0HOK, HEUTPOIIEHi€0 Ta HEUPOTOKCUYHICTIO.

[Top’sizanHa 3 gediuutom [IIMI TOKCHUYHICTh 3a3BMYall BUHMKAE IIi[l Yac IepIIoro Kypcy JiKyBaHHS abo
ITiC/IS MigBUIEHHS JO3H.

[TosHuti depivum AITM. TToBau# gedinut OI1I € pinkicaum ctaroM (0,01-0,5 % ocib
eBporneolgHol pacu). [TamienTy 3 moBHUM AedinuroM [I1]] MaloTh BUCOKUM PU3UK
HeOe3MmeyHol O1s XKUTTS, V T. 4. TIeTaIbHOI, TOKCUYHOCTI Ta He TIOBUHHI OTPUMYBaTH
NMiKyBaHHS KaneuuTabinoM (IuB. po3min «IIpoTumnoka3aHHsg»).

Yacmkosuti degivum III]]. 3a po3paxyHKamu, yacTkoBul gediut [OI1] cnoctepiraetscst y 3-9 %
€BporneoifHol nonynauil. [TanienTu 3 yacTKoBUM pgedimurom [OI1]1 MaloTh DiABUIIEHUN PU3UK
BUHUKHEHHS TAXKKOI Ta IIOTEHIIIHHO HeOe3MMeYyHol A KUTTS TOKCUUHOCTI. [I719 oOMeXKeHHs i€l
TOKCUYHOCTI CJIifi pO3T/ISTHYTH IUTaHHS [P0 3HUKEHHS IT04aTKoBol go3u. Hedinut NI cuix
BBaXKaTu HaKTOpPOM, SKU TOTPIOHO BpaxOBYBaTU B IIOENHAHH] 3 iHIMMMU PYTUHHUMY [TOKa3HUKaMU
IIPY BUPIIIeHHI TUTaHHS PO 3HUXKEHHS N03U. 3HUKEHHS II04aTKOBOl 103U MOXKe BIUIMHYTH Ha
e(eKTUBHICTD NiKyBaHHS. Y pa3i BigCyTHOCTi Cepit03HOi TOKCUYHOCTI MOAAIbIII 03U MOXKYTh OyTH
30inbIIeH] 32 YMOBY PETEILHOT'0 MOHITOPUHTY.

TecmyeaHHA Ha Oedivum JIII]]. Tepin HixK po3MmovYaTH NiKyBaHHS KarnenuTabiHOM, pEKOMEHIYEThCS



IIPDOBECTY BU3HAYEHHS (PEeHOTUNY Ta/ab0 reHOTHUITy, He3BaXKalouy Ha HeBU3HAUEHICTh 010
ONTMMaJIbHUX METOLIB TeCTyBaHHA Iepef jJiKyBaHHAM. CIlil BpaXOByBaTH BiATIOBiAHI KITiHIYHI
peKoMeHaalii.

leHomuniyHa xapakmepucmuka degivumy III]]. TecTyBaHHS Ha pigkicHi myTanii resa DPYD mepen

JIIKyBaHHSIM MOXKe ieHTU(iKyBaTH MalieHTiB i3 gedinurom III]I.

YoTupu Bapianii DPYD - ¢.1905 1G>A [Takox Bigomuii ik DPYD*2A], ¢.1679T>G [DPYD*13],
€.2846A>T Ta c.1236G>A/HapB3 - MOXYTb CIIPUYMHUTH TIOBHY BiCYTHICTh a00 3HUKEHHS
dbepmenTaTuBHOI akTUBHOCTI [OITII. IHmi pigkicHi Bapiamii Tak0X MOXYyTh OyTH II0B’sI3aHi 3
IiABUIIEHUM PU3UKOM TSIXKKOI, ¥ T. 4. He0e3meqyHol g5l KUTTS, TOKCUYHOCTI.

Bimomo, 110 meBHi roM03uroTHI a60 KoMOiHOBaHi reTepo3uroTHI MyTallii y 1oKyci resa DPYD
(nampukian, KoMOiHarlii 4 Bapialrii 3i imoHaMeHIIe ogauM ajeneM ¢.1905 1G>A a6o ¢.1679T>QG)
CIIPUYMHSIOTH ITOBHY a00 Maiixke MOBHY BiICYyTHICTh (hepMeHTaTUBHOI aKTUBHOCTI [IT]I.

[TauieHTH 3 IEBHUMHU reTepo3uroTHUMHU Bapiauismu DPYD (30kpeMa, Bapiatiii ¢.1905 1G>A,
€.1679T>G, c.2846A>T i c.1236G>A/HapB3) MaloTh MifiBUINIEHNH PU3UK TSIKKOI TOKCUYHOCTI ITif 4ac
JIiKyBaHHS (PTOPHIipUMigUHAMI.

Y narieHTiB €BPOMIEOIAHOI pacu YacToTa reTepo3uroTHoro renoruny c.1905 1G>A B reni DPYD
CTaHOBUTH mpubmu3no 1 %, ¢.2846A>T - 1,1 %, Bapiari#i ¢.1236G>A/HapB3 - 2,6-6,3 % Ta
c.1679T>G - Bi;m 0,07 o 0,1 %.

Hani mopo yacToTy 4oTHphox Bapiauid DPYD B iHIMMX nomynsnisix, KpiM €BPONEOITHOI pacy,
obmexeHi. [loremep wotupu Bapiamii DPYD (c.1905 1G>A, ¢.1679T>G, c.2846A>T i
¢.1236G>A/HapB3) BBaxKawThCA IPAKTUYHO BiICYTHIMH y TaLi€HTIiB ahpUKaHCHKOTO
(amepuKkaHCHKOT0) 200 a3ifiCHKOT0 MTOXOMKEHHS.

®eHomuniyHa xapakmepucmuka depivumy III. 115 GeHOTUTIYHOI XapaKTEPUCTUKY AedilluTy

OTII1 pekoMeHAYETLCS Tepeq JTiKyBaHHSM BU3HAUUTH PiBeHb eHJOoTeHHOoro cyocTpaty HOI1II
ypauiy B 11ja3Mi KpoBl.

Bucoki KoHLIeHTpallil ypauuiy nepeq JiKyBaHHSM II0B’93aHi 3 MigBUIIEHUM PU3UKOM TOKCUYHOCTI.
He3Baxarouu Ha HeBU3HAYEHICTh IOPOrOBUX 3HAYEHB ypalluily, 110 BKa3ylTh Ha IOBHUU YU
yactkoBuu gedinut [I1]I, cmig BBaXKaTH, 10 piBeHb ypalXiy B IIJla3Mi KpoBi = 16 HI/Mn Ta

< 150 #r/™Mn cBiguuTh Mpo YactkoBuu aedimut OI1] Ta moB’s3aHuii 3 MigABUIIIEHUM PU3UKOM
TOKCUYHOCTI propnipuminuny. PiBeHs ypauuny y Kposi = 150 HI/MJI CJIiff BBakaTH 03HAKOIO IIOBHOTO
nedinuty OI1]1 Ta moB’'s13yBaTH 3 pU3UKOM HEOE3MEYHOI /IS JKUTTS, Y T. Y. JIETaIbHOI, TOKCUYHOCTI
dbTopmipuminguny.

Opmanvmoa02iuHi yckaaoHeHHA. CTaH Mali€HTIB CIIifl peTeIbHO KOHTPOJIIOBATH 00
o TamIbMOJIOTiYHUX YCKIIaMHEeHb, TAKUX SK KepaTUT abo mopyuieHHs: 3 00Ky poroBoi 0007I0HKH,

0Cco0/IMBO ITPY HASIBHOCTI MOPYyIeHb 3 00Ky OpraHiB 30py B aHamHe3i. [Ipu KiiHiuHil HeoOXigHOCTI
CJIiT pO3I0YaTH JIIKyBaHHS IIOPYIIEHE 30DY.

Tsagcki wKipHi peakuii. JIIKyBaHHS KanenuTabiHOM MOXKe CIPHYMHUATH TSAXKKi HIKipHI peakiii, Taki
K cuHgpoM CTiBeHCa-I[;)KOHCOHA Ta TOKCUYHUM elifepManibHUN HEeKpoi3. Crlig 0CTaTO4YHO
IPUIIMHUTY 3aCTOCYBaHHS KanenuTabiHy nalieHTaM, y SKUX PO3BUHYIUCS TSXKKi MIKIpHI peakiril
IIPOTATOM 3aCTOCYBaHHA IIpernapary.

OcCkinbKH IIperapaT MiCTUTh JOTIOMIiXKHY pPeUYOBHHY 6e3BOOHY JTaKTo3y 15,6 Mr, maljieHTam i3



BPOIKEHOI0 HeIIePEeHOCUMICTIO TajlaKTo3H, NedilluToM JaKTa3u Jlamma, IoPyIIeHHsIM BCMOKTYBAHHS
TJTIOKO3K-TAJTaKTO3H He CJIifl 3aCTOCOBYyBaTH mpenapat KamenuTtabin Amakca.

TabnmeTku npenapaty Kanerurta0in AMakca He ciiif mogpibHioBaTé abo po3naMyBaTu. [Ipu KOHTaKTi
namieHTa abo gorisigava 3 mogpibHeHUMU Yu po3ylaMaHuMu TabmeTkaMmu mpemnapaTy Kamenutabin
AMakca MOXYTh BUHMKATH T0OiIUHI peakirii (ouB. po3main «[To6iuHi peakii»).

Ymuuiszauia HegukopucmaHo20 npenapamy ma npenapamy i3 npocmpoyeHuM mepmiHOM
npudamHocmi: HagxXO[XKeHHs JiKapchKoro 3aco0y y 30BHIIITHE cepeloBuUIle HeoOXiIHO 3BECTH [I0
Mminimymy. JlikapchKuii 3acib He CyIif BUKUATH y CTiYHi Bomu i moOyToBi Bimxomu. [ns yTumizarii
HeoOXiTHO BUKOPHCTOBYBATH TaK 3BaHy «CHCTeMy 300py BiIXOmiB» 3a HasBHOCTI TaKoOl.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHA 2py00i0.

KIHKY PenponyKTUBHOIO BiKY/KOHTpAIIENIisd V YOIO0BIKIB Ta XKIHOK

XKinkaM PeTpPOIyKTUBHOTIO BiKYy CJIifl MOpafuTy 3ano0iraTy BariTHOCTI IPOTSATOM JIiKyBaHHS
KarerutabiHoM. IIpy HacTaHHI BariTHOCTi MPOTSATOM JIiKyBaHHS MaIlieHTIN HEOOXimHO
PO3’SICHUTHU TIPO MOTEHIINHNWYM HETaTUBHUY BIIJIUB JTiIKapCchKOTO 3aco0y Ha mig. Crin
BUKOPHUCTOBYBaTU e(eKTHBHI MEeTOAM KOHTpAIEMIIil ITifl YacC JTiKyBaHHS Ta MPOTATOM 6
MiCSIIiB IiCc/Ist MpUitoMy OCTaHHBLOI HO3U KarneluTabiny.

3 ornsAmy Ha pe3ynabTaTH AOCIiXKeHb Ha TeHOTOKCUYHICTh, TallieHTaM 40JI0BidOl CTaTi i3
apTHEePKaMU PeIpOAYKTHUBHOTO BiKy CIIi[lI BAKOPHCTOBYBaTH e(eKTUBHI METOAM KOHTPALeIIil mif
Yac JIiKyBaHHS Ta MPOTATOM 3 MICAIIiB Iic/Is IPHUOMY OCTaHHBOI 403U KaneuTabiny.

BariTHIiCTBb

3acTocyBaHHs KanenuTabiHy BariTHUM He BUBYAJIOCS, ONHAK MOXHA IIPUIYCTUTH, 110 3aCTOCYBaHHS
KarmenuTabiHy Moxke OyTU LIKIATMBUM [JIs IJIOAa IIPK 3aCTOCYBaHHI BariTHUM. Y [OCTiIXKEHHIX
PENpPOAYKTUBHOI TOKCUYHOCTI ¥ TBapuH KaneuuTabiH CIpu4YnHAB eMOpioieTanbHICTh Ta
TEpPaTOTEeHHICTE, 5IKi € 04iKyBaHUMU eeKTaMU MOXigHUX GTOPHipuMifuHy. YV mepion BariTHOCTI He
CJIifl 3aCTOCOBYBATH KamenuTaliH.

[Tepion rogyBaHHSA TPYOOIO0

Hesigomo, 41 MpoHMKAE KanenuTabiH y rpygHe MOJIOKO JTIOAUHU. [JOCTiIKeHHS 00 BIJIUBY
KarneluTabiHy Ha BUPOOJIEHHS TPYAHOTO MOIoKa ab0 HasIBHOCTI KamneluTabiHy B TPyTHOMY MOJIOLI
JIIONVHY He MTPOBOIUIIUCDH. Y TPYIHOMY MOJIOLI TAKTYIOUUX MUIlIel OyIu BUSBIEHI 3HAYHi KiTbKOCTi
KarmenuTa0iHy Ta #oro MetaboriTiB. OCKiIbKY MOTEHIIIMHA IIKOa [JIs HEMOBJISAT, SIKi 3HAXOASATHCS Ha
TPyAHOMY BUTOLNOBYBaHHI, HEBijOMa, CJIif IPUIMHUTYA TOAYBaHHSA I'PYLLIO [T Yac JIiKyBaHHS
KalenuTa0iHOM Ta IIPOTSITOM 2 TUXKHIB ITiCJIg IPUIHOMY OCTaHHbBOI 103H.

®epTUNLHICTDL

BipcyTHi mani npo By KanenuTabiny Ha GepTUIbHICTE. Y 6a30Bi HOCTIIXKEHHS 3aCTOCYBaHHS
KanenuTtabiny Oynu BKITIOUEHi TiTbKY Ti XKiHKK PEPOOYKTUBHOIO BiKY Ta YOJIOBIKH, AKi
TIOTOJ>KYBaJIUCSl 3aCTOCOBYBATH MIPUMHSATHI METOAM KOHTPOJII0 HAPOMKYBAHOCTI 1151 3anobiraHHs
BariTHOCTI IIPOTATOM [OOCIIiAXKEHHS Ta BIATOBITHUYN TEPMiH IIOTOMY. Y OOCTIAXXEHHIX Ha TBapUHAX
CIIOCTEepiraBcs BILUIUB Ha (ePTUIBHICTD.



30amuicmb enausamu Ha weudkKicmb peakuyii npu KkepysaHHi asmompaHcnopmom abo
[HWUMU MexaHi3mamu.

[TpemapaT Ma€e He3HAYHUYN ab0 MOMipHUM BIIMB Ha 3MATHICTh KEPYBATH TPAHCIOPTHUMH 3aco0aMu
Ta IPALOBATH 3i CKIagHUMHU MexaHizMaMmu. KamerutabiH Moxe CIPUYMHUTH 3allaMOPOYEeHHS,
cnabKicTh i HymOTY.

Cnocid 3acmocyeaHHsi ma do3u.

[Tpemapat Kanerutabin AMakca MOXKe Impu3HavaTH JIUIne KBasmidikoBaHUM JTiKap, SKUM Ma€ OOCBia
3aCTOCYBaHHS aHTHHEOIIaCTUYHUX JTiKapChKUX 3aco0iB. 17151 BCiX mallieHTiB peKOMEHJ0BaHUH
peTeNbHUN MOHITOPUHT IPOTATOM IIEPIIOro LIUKIIY JIIKyBaHHS.

JIikyBaHHS CJIifi BITMiHUTH IIpU IPOTPeCyBaHHi 3aXBOPIOBAHHS a00 PO3BUTKY HETIPUUHSATHOL
TOKCUYHOCTI.

[Tpemapar y TabneTKax IpUUMalOTh IEPOPaIbHO, He Mi3Hille Hik yepe3 30 XBUIMH IIiC/Is BXKUBAHHS
i, KoBTaOUM LiTMMHU Ta 3aMuBaloyy Bomoio. TabneTku mpenaparty KamernuTtabin AMakca He CIIif
noppi6HIoBaTH ab0 PO371aMyBaTH.

Ocob.uei 3anobidcHi 3axo0u npu ymuaizauii ma iHwi ocobausocmi no8o0HCeHHA i3 npenapamom

Cnipg goTpuMyBaTHCS IIPoleayp 0e3MeYHOro IIOBOAXKEHHS 3 IUTOTOKCUYHUMU JTiKapChbKUMHI
3acobaMu.

MoHomepania

Pak 06000801 KulKu, Kos10peKkmaavHull paKk ma pak Mo/a04Hoi 3a.103u. PekoMenmoBana
noyaTKoBa fo60Ba m03a P 3aCTOCYyBaHHi KaneluTabiHy K af'toBaHTHOI Teparii ctaHoBUTL 2500
Mr/M° OBEPXHi Tila i 3aCTOCOBYETBCS Y BUMTISAMI TPUTUKHEBUX IUKJIIB: IPUAMAaTH IOJHS IPOTATOM 2
TUKHIB 3 TIOJAJIBIIOI0 THXKHEBOIO TepepBoio. CyMapHy no00BY 03y mpenapaty Kamnernurabin AMakca
PO3MOMiNAITEL Ha ABa mpuitomu (o 1250 Mr/M° moBepxHi Tina 3paHKy i BBeuepi). PekomeHmoBaHa
3arajbHa TPUBAICTh afi' TOBAHTHOI Tepallii Ijis HalieHTiB 3 pakoM o0omoBol kutiku I1I crapmii
CTAHOBUTH 6 MIiCSIIiB.

KombiHosaHa mepanis

Pax mosouHoi 3a103u. Y KomOiHallil 3 goleTakceaoM peKOMeHI0BaHa II0YaTKOBa [03a OIS
NiKyBaHHSA METACTATHYHOTO PaKy MOJIOYHOI 3aJ1034 CTAHOBHUTH o 1250 Mr/M° 2 pa3u Ha f06y
IIPOTSTOM 2 THKHIB 3 MOJabIIO TUKHEBOIO TEPEePBOI0 (y IOEAHAHHI 3 IOLleTaKCeIoM 75
Mr/M° 1 pa3 Ha 3 TUKHI y BUTTIAMI BHYTPIIIHL0BEHHOI iHQy3il). [IpeMeauKalis nepopaabHuMy
KOPTUKOCTEPOigaMu, TaKUMHU SIK JeKcaMeTa30H, IPOBOOUTLCS Iepefl BBeIeHHIM
[olLleTaKCeny BiANIOBIOHO [0 iIHCTPYKIIil AJIs1 3aCTOCYBaHHS JOLETAKCEIy MallieHTaM, IKi
OTpUMYIOTh KOMOiHalio KanenuTabil MIoc foleTakcer.

Pax 06000801 Kuwku, Koa10peKmaabHUll paxk ma pak wayHkd. Y pexuMi KoMOiHOBAHOTO
JNiKyBaHHS 0YaTKOBY 03y Kanenutabiny HeoOxigHo sMeHmuTd 1o 800-1000 mr/M* 2 pa3u Ha 706y
TIIPOTATOM 2 THXKHIB 3 HACTYIIHOK THKHEBO IepepBo abo mo 625 mr/m’ 2 pasu Ha mo0y mpu



Ge3nepepBHOMY 3acTocyBaHHi. [Tpu KoMOiHawii 3 ipuHoTekanoM (200 mr/m’ y 1-i HeHs)
PEeKOMeHI0BaHa II0YaTKOBa [03a CTaHOBUThL 800 Mr/M° 2 pa3u Ha A0y IPOTAroM 2 THXKHIB 3
TI0laJIbIIOI0 TUKHEBOIO IepepBolo. BrimoueHHs 6eBanu3yMaly y cxeMy KOMOIHOBAHOT'O 3aCTOCYBaHHS
He BIIJIUBA€ Ha IMOYaTKOBY 03y KanenuTabiny.

[TpotubmoBanbHi 3aco0u Ta TpeMenuKaliioo s 3a0e3neyeHHs afeKBaTHOI rigpaTallil Ipr3HavaloTh
nalieHTaM, gKi OTPUMYIOTh KameuuTabil y kombiHanii 3 1ucmiaTuHOM ab0 OKCaslinaaTUHOM Ieper
BBeIEHHSIM IIMCIIJIaTAHY BigIIOBIOHO [0 iHCTPYKIIil AJIS 3aCTOCYBaHHS IUCIIAaTUHY Ta OKCAJIiIIaTUHY.
3arajibHa peKOMeHI0BaHa TPUBAJIICTh ajl IOBAaHTHOI Tepalril [JIs MallieHTiB i3 pakoM 00000BOi KHIITKU
I1I cTapii cTaHOBUTE 6 MiCAIIiB.

o3y KamenuTtabiHy po3paxoBYIOTh Ha IIJIOIIY ITOBEPXHi Tina. Y Tabnuilsax 1, 2 HaBefeHi po3paxyHKH
CTaHapTHOI Ta 3HMKEHO1 7o3u (auB. «KOpeKIis [03u y mpolieci TiKyBaHHSI» HUKYE) I II049aTKOBOI
no3u npenapaty Kamernura6in Amakca 1250 mr/m” a6o 1000 mr/m’.

Tabnuis 1

Po3paxyHKM CTaHOapTHOI Ta 3HMKEHOI M0YaTKOBOI 703w mpemnapaty Kamenutabin Amakca 1250
MT/M’ 3aJIe2KHO Biff IO IOBEPXHi Tina

Mosa 1250 mr/m’° (2 pa3u Ha fo6y)
[ToBHa mo3a  |KimpKicTb TabneTok SHUXKEHa J03a 3HUXKEHa [o3a
1250 mr/m* 150 mr i/a6o 500 mr Ha |(75 %) (50 %)
KOXKEH IIPUIOM 950 mr/m* 625 mr/m”
(3paHKy i BBeuepi)
[Tno1a Tlo3a Ha 1 150 Mr 500 mr [lo3a Ha 1 mpuiioMm, |[lo3a Ha 1
MOBEPXHi Tijla, |[TpUitoM, MT MT MIPUIOM, MT
MZ
< 1,26 1500 - 3 1150 800
1,27-1,38 1650 1 3 1300 800
1,39-1,52 1800 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 4 1800 1150
1,93-2,06 2500 - 5 1950 1300
2,07-2,18 2650 1 5 2000 1300
> 2,19 2800 5 2150 1450

Tabmnuig 2

Po3paxyHKM CTaHOapTHOI Ta 3HMKEHOI M0YaTKOBOI mo3u mpemnapaTy KamenuTtabin Amakca 1000
MI/M° 3aJ1eKHO Bif IUIOIIi TOBEPXHi Tisa

Mosa 1000 mr/m’ (2 pa3u Ha Fo6y)

[ToBHa mo3a |KinmbkicTh TabneTok  |3HMXKeEHa [o3a JHUXKEeHa 003a
1000 mr/m* 150 mr i/a6o 500 mr Ha|(75 %) (50 %)
KOXKEH IMPUKAOM 750 mr/m* 500 mr/m*
(3paHKy i BBeuepi)




[Trmoma moBepxHil|[lo3a 1 Ha 150 mr 500 Mr [To3a Ha 1 mpuiioM, |[lo3a Ha 1
Tina, M° [IpUIIOM, MT MT [IPUKOM, MT
< 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 4 1600 1050
>2,19 2300 2 4 1750 1100

Kopekuia 0o3u y npoueci Aiky8aHHA

3azanvHi pexomeHOayii

fIBMINIa TOKCUYHOCTI IIPH JTiKyBaHHI KanenuTabiHoM MOXKHA YCYHYTH CUMIITOMAaTHYHOO TePaIli€io
i/abo 3MiHOI0 mo3u KamenuTabiHy (1IepepBaBIIy TiKyBaHHS ab0 3MEHIIUBIIK 03y IIpernapary). JAKIo
M03y MOBEJIOCS 3MEHIIUTH, HafaJli 11 He 301/IbIIyIoTh.

[Tpu siBMIaX TOKCUYHOCTI, IKi, Ha MYMKY JiKapsi, Mal0WMOBIpHO MOXKYTb OyTH cepito3HuMU abo
OynmyTh 3arpOXKyBaTH XKUTTIO, HAIIPUKIIaL ajIonellis, 3MiHa CMaKOBUX BiT4yTTiB, 3MiHU HIrTiB,
3aCTOCYBaHHS IIpellapaTy MOXHa IPOOOBXKYBaTH B Till caMill 1031, He IlepepruBaloyy JIiIKyBaHHS Ta He
3MEHIIYIUH 03y Ipenapary.

[TamieHTiB, sIKi OTPUMYIOTH JTiKyBaHHS KarnenuTa0iHoM, HeoOXigHO MOMepefuTH, 110 JIiKyBaHHS
IOTPiOHO MPUNIMHUTH y pa3i pO3BUTKY NMOMIpHUX ab0 TAXKKUX TOKCHUYHUX peakiiii. AKIo yepes
TOKCUYHi siBUIIa OyJI0 IPOIYIEeHO KilbKa mpuiioMiB KaneuuTabiHy, TO IPOmylieHi 1031 He ToTPiObHO
3aCTOCOBYBaTHU JONATKOBO.

TF'emamoao2iyHa MoKcuyHicmb

XBopHM i3 BUXifHIM piBHEM HeiTpodims < 1,5x10%/1 i/a6o TpomGormTis < 100X 10°/11 He MOXKHA
Ipu3HayvaTH Tepariio KamenuTabiHoM. Teparito CiIif MpU3YIUHUTHU, SIKIIO Y IIPOLeci TiKyBaHHS ITif
Jac 103aIIaHOBUX T1ab0paTOpHUX JOCIiIKeHb BUSBIIEHO 3HUKEHHS PiBHA Helitpodinis < 1,0x10°/1
a6o TpoMOBoIuTiB < 75X 10°/1.

Huxye HaBOgATHCS peKOMeHallil AJig 3MiHU [J03U Y BUNAOKYy TOKCHUYHUX SBUII BifiIOBITHO [0
KpUTEpiiB 03HaK TOKCUYHOCTi. KpuTepii po3pobneni Hamionansaum inctutyToM paky Kanamu (NCIC
CTC, Bepcig 1).

Tabmnuig 3

CxeMa 3HUKEHHS 03U npenapaty Kamernurtabin AMakca (3-TUXKHeBUM IUKIT a0o Oe3nepepBHe
JIiKyBaHHS)

KoperyBaHHS 1031 A4

CTymiHb TOKCUYHOCTI* 3MiHM 034 MIPOTATOM KypCy Teparil HaCTYIHOTO LUKy
(% mmoYaTKOBOI IO3H)
CmyniHb I Ilo3y He 3MiHIOITh Ilo3y He 3MiHIOIOTh

CmyniHb I1



- 3 IIEPIIOI0 TTOSBOIO O3HAK
TOKCUYHOCTI

- 3 IPyTOI0 IIOSIBOI0 03HAK
TOKCUYHOCTI

- 3 TPETHOIO IOSBOIO0 O3HAK
TOKCHYHOCTI

- 3 YeTBEPTOIO MOSIBOI0
O3HaK TOKCUYHOCTI
CmyniHb 111

- 3 IIePIIOI0 TI0SBOIO O3HAK
TOKCHUYHOCTI

- 3 APYTOIO TOSIBOI0 O3HAK
TOKCUYHOCTI

- 3 TPETHOIO OSBOI0 03HAK
TOKCHYHOCTI

Cmyniub IV

- 3 MIEPIIO0 IIOSIBO 03HAK
TOKCHYHOCTI

- 3 APYTOIO TOSIBOI0 O3HAK
TOKCUYHOCTI

100 %

[IpunuHUTH TEpAIilo, JOKHA 03HAKHU TOKCUYHOCTI He 75 %
3MEHMIAThCA 00 cTyneHs 0-1
50 %

BipminuTtu npemnapar He 3acTocoByeTsCS

75 %
[IpunuHUTY Teparmiwo, JOKU 03HAKU TOKCUYHOCTI He
3MeHMAaThCA 00 cTyneHs 0-1 50 %

BigMinuTu npenapart He 3acTocoByeThCcs

BigminuTu npenapat a6o, SKIIO B iHTEpecax 50 %
XBOPOTO JTiKyBaHHS HEOOXiMHO ITPOIOBKUTH,

IPUNUHUTY TePalilo, JOKU 03HaKU TOKCUYHOCTI He
3MeHWAaThC A0 cTyneHs 0-1

BigMinuTy npenapar He 3acTocoByeThCsa

*BifmoBigHO [0 3arajibHUX KPUTEPilB TOKCUYHOCTI (Bepcig 1) rpynu crnenianicTiB 3 KITiHIYHUX
nocrnimxkenb HarionanpHoro iHcTuTyTy paky Kanagu (NCIC CTG) abo 3aranbHuUX KPUTEPIiB OLIHKA
cTyneHs TAKKoCTi mobiunux peakuin (CTCAE) nporpamu OI[iHKM Teparii paky HalioHambHOTO
inctutyty paky CIIIA, Bepcis 4.0. [ndopmaltiito 0m0 AOTOHHO-MJOIIOBHOTO CHHAPOMY i
rinepOinipy6iHemil guB. y po3aini «Oco6IMBOCTi 3aCTOCYBaHHS».

3MmiHa 0o3u y 8unadky BUHUKHEHHS A8UW, MOKCUYHOCMI NPu 3aCMOCYB8AHHI KaneyumabiHy
npomsezom 3-mudcHes020 YUKy y KOMOIHauii 3 iHwumu aikapcvkumu 3acobamu

3MiHy 03U y pa3i BUHUKHEHHS SBUII TOKCHYHOCTI ITPX 3aCTOCYBaHHI KanenuTabiHy mpoTsaroM 3-
THXKHEBOTO IIUKJTy V KOMOiHaIlil 3 iHIIMMU JTiIKapCbKUMM 3aco0aMu HeoOXigHO ITPOBOIUTH BiATIOBiIHO
no Tabnui 3 oyis KaneuuTabiHy Ta BiATIOBIAHO [0 iHCTPYKIIiM A1 MEIUYHOTO 3aCTOCYBaHHS iHIINX
JiKapCchbKuX 3aco0iB.

Ha mouaTtky Kypcy JiKyBaHHS TpU HEOOXiMHOCTI BimCTpoUyeHHs Tepatnil KanenutabiHoM abo iHIIuM
JiKapChKUM 3ac000M CJIiff BiICTPOYUTH TAaKOXK NMPU3HAYEHHS iHIIUX IIperapariB, JOKU He Oyfe
MOZKJIMBOCTI IIPU3HAYUTHU BCl KOMIIOHEHTU CXEMMU.

[Ipy BUHUMKHEHHI TOKCUYHUX SABUII IIiT Yac JIiKyBaHHA, sKi, Ha IyYMKY Jlikapsi, He [10B’sA3aHi i3
3aCTOCYyBaHHSIM KareluTabiHy, Tepalliio mpernapaToM HeoOXiTHO ITPOJOBXKYBaTH Ta IIPOBECTHU
KOPEKIIi0 03K iHINX JTiKapCchKuX 3ac00iB - KOMIIOHEHTIB CXeMHU BifIIOBIAHO O iHCTPYKLiN s
MeIUYHOTO 3aCTOCYyBaHHS.

Y pagi HeoOximHOCTI BiAMiHM iHIIKX JTiIKAPCHKUX 3aC00iB-KOMIIOHEHTIB CXeMU JTiKyBaHHS
KarnenuTabiHOM MOXKHa ITPOMOBXKUTH IIPU NOCSATHEHHI HEOOXiMHUX YMOB MJISI TIOBTOPHOTO
IpU3HAYEHHS KamenuTaliny.

Yka3aHi peKOMeHfallil CTOCYI0ThCS BCiX ITOKa3aHb AJIs1 3aCTOCYBAHHS Ta BCiX IPYII MAIli€HTIB.

3MiHa 003u npu BUHUKHEHHI I8UW, MOKCUYHOCMI npu 6e3nepepsHOMY peicuMi 3aCmocyB8aHHs



KkaneuumabiHy y kombiHauii 3 iHWUMU AiKapcbKumu 3acobamu

3MiHy 103U IIpY BUHUKHEHHI SBUIL TOKCUYHOCTI TP 6e31epepBHOMY PeXUMi 3aCTOCYBaHHS
KamenuTabiHy y KoMOiHallil 3 iHIIMMU JIiKapCbKUMU 3aco0aMy HeoOXigHO IPOBOOUTH BigIIOBIIHO [0
tabnuui 3 g5 Kaneuutabiny Ta BigNoOBigHO A0 iHCTPYKUiN AJIT MEAUYHOTO 3aCTOCYBAHHS iHIIKX
JiKapCchbKuX 3aco0iB.

Kopekuis 0o3u 8 ocobausux s8unadkax

X80pi 3 nopyweHHAMU pYyHKUII neviHKu

Hanux 3 6e3neky Ta eeKTUBHOCTI [JIs MAIliEHTIB i3 MOPyIIeHHIMHU QYHKIIiI Te9iHKY HEJOCTaTHBO
[J1s HalaHHSA PeKOMeHpalliil 3 Kopekilil 1o3u. HeMae iHdopMmariil npo nopymeHHs QYHKIIl Te4iHKA
BHACJTIIOK P03y ab0 remaTury.

X8opi 3 nopyweHHAMU pYyHKUII HUPOK

Kanerurtalin mpoTUoKa3aHuy XBOPUM i3 OpyIIeHHAME (QYHKIIiI HUPOK TSIKKOTO CTYIEeHS (KJipeHc
kpeatuHiny Hux4e 30 mi/xB 3a KokpodTom-T'onToM Ha mouaTKOBOMY piBHi). YacTOTa BUHUKHEHHS
no6iunux peakuiit III abo IV cTyneHs y nauieHTiB 3 TOMipHUMY NOPYIIEHHSAMU QYHKIII HUPOK
(kmipenc kpeaTuHiHy 30-50 MI/XB Ha TOYaTKOBOMY PiBHi) MigBUIIYETHCS MOPIBHSAHO 3 TAKUM Y
3arasbHii momynsiil. 79 XBOpUX 3 BUXiAHOIO TOMiPHOI0 HUPKOBOIO HEJIOCTATHICTIO PEKOMEHI0BaHO
3MEHIIUTH TOYaTKOBY 03y 0 75 % Bim ctaHmapTHOi (1250 Mr/m). [I71 XBOPUX 3 BUXITHOIO
TIOMipHOI0 HUPKOBOIO HEOCTATHICTIO 3HMXXEHHs [1049aTKoBoi 7o3u 1000 Mr/M* He oTpiGHe.
[TamieHTaM 3 HUPKOBOK HENOCTATHICTIO JIETKOTO CTYIIeHS TAXKOCTI (KIIipeHC KpeaTuHiHy

51-80 M11/xB) KOpPEeKIlis TO4aTKOBOI 03U He MOTpiOHa.

PeKOMeHIyeThCS peTeNbHUM MOHITOPUHT CTaHy Malli€HTa Ta HeralHe IepepuBaHHs JTiKyBaHHS MIPH
BUHUKHEHHi mo6iynux edexris II, III abo IV CTyIeHIB, a TAaKOXK I0fasbllla KOPEKIlisd J03U
BigmoBimHO mo Tabmuii 3. [Tpu 3HUKeHHi PiBHS KpeaTHHiHY MeHIe 30 MJI/XB TiKyBaHHS
KarneluTabiHoM HeoOXiTHO MPUNMHUTH. PeKoMeHallil Ioq0 KOpeKIlii 403y Ipu MOMipHi
HUPKOBIY HEIOCTATHOCTI OMHAKOBI K IIPU MOHOTeparil KarnerutabiHoM, Tak i mpu
KoMOiHOBaHIH Teparii.

X8opi 1iMHb020 BIKY

KoperyBaHHS IT0OYaTKOBOI M03K MMPU MOHOTEpalii KamenutabiHoM He moTpi6He. [TpoTe y XBOpux
TITHBOTO BiKy (BikoM = 60 pokiB) stBumia III Ta [V CTymeHiB TOKCUYHOCTI PO3BUBAJIMCS YaCTillle,
HiX Y MOJIOZIINX ITALli€HTIB.

[Tpu 3acTocyBaHHi KanenuTabiny B KoMOiHaIlil 3 iHITMMY JTiIKapChKUMHU 3aC06aMu y XBOPUX JITHHOTO
BiKy Bif3Hauasnacs Oinblra yactoTa nobiunux edekTis III Ta IV cTyneHiB TOKCUYHOCTI, SIKi IprU3Benu
[0 BiIMiHM JTiKyBaHHS, IOPIBHSHO 3 XBOPUMH MOJIOAIIOTO BiKy. PEKOMEHIYETHCS PETENbHUN
MOHITOPUHT CTaHy XBOPUX JIITHBOT'O BIKY.

ITpu aikyeaHHi kaneyumabiHom y KoMbOiHauii 3 0oyemaxces10M y XBOpux BikoM Bif 60 pokiB
Bi3Hauanocs 30inbuieHHs yacToTu mob6iyHux edekTis III Ta IV cTyneniB TokcuynocTi. [TanientTam
11iel BiKOBOI KaTeropii npu KoMOiHOBaHOMY JTiKyBaHHi KanenuTabiHOM Ta [0IeTaKCeIoM
PEKOMEHIYEThCST 3MEHIITUTH II0YATKOBY 103y KamneruTtabiny mo 75 % (950 mr/M* 2 pas3u Ha moly). Ilpu
BiICYTHOCTI SIBUIL] TOKCUYHOCTI ITPY JIIKyBaHHI MALI€HTIB JIITHLOTO BiKY 3HUXKEHOIO [10YaTKOBOIO
103010 KanenrTabiny y KoMOiHalii 3 moljeTakcesioM 103y KanenuTadiHy MOXKHa IIOCTYIIOBO 30iMbIIUTH
mo 1250 mr/m’ 2 pasu Ha mo0y.



Himu.

Beameka Ta e(peKTUBHICTh JJAHOTO JTIKAPCHKOTO 3ac0o0y M7 AiTel He BUBYAJIKCS.

Ilepedo3yeanHsi.

CHUMIITOMU TOCTPOTO IIePen03yBaHHs: HyO0Ta, OI0BaHHs, Hiapes, MyKO3UT, MOOPa3HEeHHS IITyHKOBO-
KHUIIKOBOTO TPAKTy Ta KPOBOTEUi, @ TAKOXK IIPUTHIYEHHS KiICTKOBOTO MO3KY. JIiIKyBaHHSI IIOBUHHO
BKJIIOYATH CTaHOAPTHI TepalleBTUYHI Ta HMiATPUMYBaJIbHI 3aX0OU 3 METOI0 KOPEKIIil KITIHiYHUX ITPOSIBiB
Ta 3ano0iraHHs MOXKJIUBUX YCKIIaJHEHD.

ITobiuni peakuii.

Pestome npodinio Gesmeru

3aranpHui mpodins 6e3neku Kanenutabiny 6a3yeThcss Ha OCHOBI mauux Oinbire 3000 mamieHTiB, sSKi
OTPUMYBAJIX JIiIKyBaHHS KamenuTaOiHOM y pexXuMi MOHOTeparii abo B koMOiHaIlil 3 pi3HUMHU CXeMaMu
XiMioTeparii 3a pi3HUMU ITOKa3aHHSIMHU [JIg 3aCTOCyBaHHS. [Ipodins 6e3neku MOHOTeparii
KamenuTaOiHy TP MeTaCTaTUYHOMY PaKy MOJIOUHOI 3aJ1031, METAaCTAaTUYHOMY KOJIOPEKTaIbHOMY
pakKy Ta paky 060[0BO1 KAIIKY B af] I0BAHTHIiM Teparlii € MOPiBHIHHUM.

Haituacrimumu i/abo KiTiHiYHO 3HaYMMUMM TOOIYHUMH peaKIisiMU, TTOB’I3aHUMMU 3 JIiIKyBaHHAM, OyIH
peaxtii 3 00Ky IUIYHKOBO-KUIIIKOBOTO TPAaKTY (Hiapes, Hy#ooTa, 60BaHHS, 0ilb y JKUBOTi, CTOMATHUT),
IOJIOHHO-TTiJONIOBHUYN CHHIPOM (HOJIOHHO-TIiJOIIOBHA ePUTPOOU3EeCTe3is), C1abKicTh, acTeHis,
aHOPEKCisd, KapHiOTOKCUYHICTh, IPOrpeCcyBaHHS MOPYIIeHHS (QyHKIil HUPOK y HAlLi€HTIB 3 HUPKOBOIO
HeIOCTAaTHiCTIO, TPoMO03/eMOoITis.

[To6iuHi peaxiiil, siKi, Ha yMKY OOCJIIIHUKA, PO3TJISAAIUCH IK MOXKJIMBO, UMOBIPHO 4M BigfaneHo
IIOB’513aHi i3 3aCTOCYyBaHHAM KameluTa0iHy, CIIoCTepiraaucs y KIiHiYHUX JOCTiIXKeHHIX MOHOTepaIrii
KarmenuTaOiHOM Ta B KJTiHIYHUX IOCHII>KEHHSIX 3aCTOCYBaHHS KanelnuTabiny y koMmOiHalii 3 pisHuMHU
cXeMaMH xiMioTeparil 3a pi3HUMHU ITOKa3aHHSAMMU [JI 3aCTOCYyBaHHS.

I onucy 4acToTu MoO6iYHUX peakilii BUKOPUCTOBYIOTLCSA TaKi KaTeropii: myxe 4dacti (= 1/10), gacTi
(Bim = 1/100 mo < 1/10), HeuacrTi (Big = 1/1000 mo < 1/100), pigkicHi (Bix = 1/10000 mo < 1/1000),
nyxe pigkicHi (< 1/10000). Y kox#Hi#t rpyni noOiuHi peakiii mpefcTaBieHi B MOPSAAKY 3MeHIIEHHS
TSIZKKOCTI.

Monomepanis

Huxue HaBeneHi mobiuHi peakiiii, MoB’si3aHi 3 MOHOTEpAIIi€l0 KameluTabiHOM, Ha OCHOBI 00’ €THAHOTO
aHami3y maHuxX 0e3MeKH, OfepKaHUX i3 TPhOX OCHOBHHUX JOCITimXKeHb 3a yyacTio 1900 marrieHTiB
(M66001, SO14695 ta SO14796). [To6iuHi peakirii BHeCEHi y BiTOBigHY TPYIY 3a YaCTOTO 3TiTHO
i3 3ara;bHOIO YaCTOTOI B 00’€qHAHOMY aHami3i.

IHpeKuyii ma iHeasii: 4acTi - reprec (BipycHa iHGeKIis), Ha30)apuHTiT, iHPEeKIlil HUXKHIX
OVXaIbHUX IIISXiB; HEYaCTi - CEIICUC, iHPEeKIIil CeHOBUX LIIIXiB, I[ENTIOMNIT (3analeHHs TyXKol
KJIITKOBHMHM), TOH3UIIIT, (apUHTIT, KAHAKI03 POTOBOI MTIOPOXKHUHY, TPHUII, TaCTPOEHTEPHUT,



rpuOKoBa iHdeKIIis, iHpeKis, abcuec 3y0iB.
IlobposkicHi, 3105KiCHI ma HeymoyYHeHi HOBOYMBOPEHHA: HedacTi - JIiToMa.

3 6oky cucmemu Kposi ma aim¢pamuyHoi cucmemu: 4acTi - aHeMisi, HeUTPOIIeHisT; HeJacTi -
bebOpunbHa HEUTPOIIEeHis, MAaHIIUTONEHis, TPaHyIOIUTOIEHisT, TPOMOOIUTOIIEHis,
JIEUKOIIeHisd, TeMOIiTHYHa aHeMis, 30inpmenHss MHB/momoBxeHHs TPOTPOMOiHOBOTO Yacy.

3 60Ky iMyHHOI cucmeMu: HeYacTi - peakilii MiBHUINEHO] YyTIMBOCTI; pimKicHi -
aQHTIOHEBPOTUYHUY HAOPSIK.

3 60Ky 0O6MiHYy pedosuH, memaboai3My: myxe YaCTi - AHOPEKCisi; YacTi - merigpararfis,
3MeHIIeHHS MacCH Tijla; HeyacTi - IyKpoBui fiabeT, TimokasmieMis, po3yagy aeTUTy, HeJOCTaTHE
XapyyBaHHS, TiepTPUrinepugemis.

ITcuxivHi po3nadu: 4acTi - 0e3COHHS, [IeIpecis; HevacTi - CIITyTaHICTh CBiIOMOCTI, TOCTPUK
TPUBOXKHUY CTaH 3 peaklli€lo MaHiKy, JeTPeCUBHUN HaCTPil, 3HUKEHHS JTibino.

3 60Ky Hepeogoi cucmeMu: 4acTi - TOJIOBHUY 0inlb, 3arabMOBaHICTh, 3alTaMOPOYEHHS,
ImapecTesil, CIOTBOPEHHS CMaKy; HedacTi - ada3sis, MOpylIeHHs IaM ' ATi, aTaKCis, CHHKOIIE,
po3napu 6anmaHcy, po3Nlafy YyTIUBOCTI, epudepruyHa HEUPOTATis; AyXKe pigkKicHi -
TOKCHYHA JIeKOoeHIe(anonaTis.

3 60Ky opaaHis 30py: YacTi - CIIbO30TOYHBICTh, KOH IOHKTHBIT, TIOAPAa3HEHHS OPTraHiB 30pY;
HedacTi - 3HUKEeHHS T'OCTPOTH 30pY, AUIJIOINIS; PifKiCHI - CTEHO3 CIi3HOI MPOTOKHU, PO3/1agu
POTiBKM, KEPaTUT, TOUKOBUU KepaTHUT.

3 60Ky opeaHie cayxy ma aabipuHmy eyxa: HedacTi - 3allaMOPOYeHHs, Oilb Y ByXax.

3 60Ky cepus: HedacTi - HecTabilbHA CTEHOKAP/Iis, CTeHOKap/Mis, imemist/indapkT Miokapsa,
Gibpunsiisa nepeacepab, apuTMis, Taxikappist, CHHyCOBa TaxiKapfis, BifuyTTsa ceplieOUTTS; PifKicHI -
Gbibpumnsiis NTyHOUKiB, momoBxeHHs inTepBany QT, mipyeTHa IIIyHOYKOBA TaxXikapmis,
OpaguKap[is, Ba30CIas3M.

3 60Ky cyOuH: 4acTi - TpomGohediT; HeyacTi - TPOMGO3 rMMOOKKUX BEH, apTepiaibHa rimepTeHsis,
neTexil, apTepiajbHa TiNOTEH3isd, IPUIINBY, IepuepruyHe BiTUyTTS XOJIOTY.

3 60Ky OuxanbHOI cucmemu, Op2aHie 2py0HOI KAimKuU ma cepe0OCMIiHHA: 4acTi - 3agUIlKa,
HOCOBi KPOBOTEUYi, Kalllejb, pUHOPEs; HeYacTi - TereHeBa eM001is, THEBMOTOPAKC,
KPOBOXapKaHHS, aCTMa, 3aiUINKa Ipu HisuyHOMY HaBaHTaXKeHHi.

3 60Ky WAYHK0BO-KUWKOB020 MpaKmy: myKe 4acTi - miapesi, OJIF0OBAHHS, HYIOTa, CTOMATHT, Gilb
y XKUBOTI; 9acCTi - IIJTYHKOBO-KUIIIKOBI KPOBOTEYi, 3amop, 0i/ib y BEPXHIiX Bigmiliax }KMBOTA, OUCIIEICis,
MEeTEeOPHU3M, CYXiCThb y POTi; HeYacCTi - KMIIKOBa HEMPOXiHICTh, aCIIUT, EHTEPUT, TaCTPUT, Aucdaris,
6inb y HMXKHIX Biginax xKuBoTa, e3odarit, abpominanbHUi grucKoMdopT, racTpoe3odareanbHa
pediiokcHa xBopoba, KOMiT, KpoB ¥ heKamisax.

3 60Ky 2enamobiniapHoi cucmemu: 9acTi - rinepbinipyOiHeMisi, BimXuneHHs PiBHS
(GYHKITIOHATPHUX IEYiHKOBUX TECTiB; HEYACTI - 2KOBTSIHUL; PIAKICHI - IeYiHKOBa
HeIOCTaTHICTh, XOJIECTaTUYHUY T'elaTuT.



3 6oky wKipu i niOWKIipHOI KAIMKOBUHU: myXe YacTi - CHHIPOM IOJIOHHO-IIi/IOIIOBHOI
epUTponU3ecTe3ii (Ha 0OCHOBI TOCTMapPKETHHTOBOTO IOCBiy, IEPCUCTYIOUUN ab0 TAKKUN CUHOPOM
IOJIOHHO-ITIOIIIOBHOI €PUTPOIU3ECTE3ii MOXKE 3PEIITO0 MPU3BECTHU OO0 BTPATH BiOUTKIB mabIliB
(muB. po3min «OcoOMMBOCTI 3aCTOCYBaHHS»)); YaCTi - BUCUIIAHHS, aJIONELisl, epPUTEMA, CYXiCTh IIKipH,
cBepbix, rinepmirMeHTalis WKipyu, MakyJIspHe BUCUIIAHHS, 3MTYLIEHHS IIKipH, IePMaTUT, IIOPYIIeHHS
mirMeHTallil, mopyueHHs 3 00Ky HIrTiB; He4acTi - YTBOPEHHS MMyXUPiB Ta BUPA30K Ha IIKipi,
BHCUIIAHHS, KPOIIUB SHKA, peakiii GoTouyTIUBOCTI, epuTeMa HOI0Hb, HAOPSIK 00MMYYs, MypIypa,
3BOPOTHUY NIPOMEHEBUY CUHAPOM; PifKIiCHI - WIKIpHUY YEePBOHUM BOBYAK; AyKe PiAKO - TAXKKI IMIKipHI
peaxirii, Taki K cuaapoM CTiBeHCa-/IKOHCOHA i TOKCUYHUY ellifepManbHUM HEKPOIi3 (IUB. PO3Min
«Oc06IUBOCTi 3aCTOCYBAHHS»).

3 60Ky 0nopHO-pyx080i cucmeMu ma cnoAy4HOi MKAHUHU: 4acTi - Oinb y KiHIiBKax, Oinb y
CIIMHi, apTpanris; HevacTi - HabpsK cyrnobis, 6inb y KicTkKax, 0inb 00IUYYSs, PUTITHICTD
OTIOPHO-PYXO0BOI CHCTeMH, CNabKiCcTh y M'sg3ax.

3 60Ky HUPOK ma ceyo8uldinbHOI cucmeMu: HedacTi - TiTipoHeppo3, HETPUMaHHS Ceyi,
reMaTypis, HIKTypis, NiABUILLIEHHS PiBHS KpeaTUHIHY KPOBI.

3 60Ky penpodyKkmugsHoi cucmeMu ma MOAOYHUX 3d/103: HEYacCTi - BariHaabHi KPOBOTEY.

3azanvHi po3anadu: gyxKe 4acTi - cnabKicTh, aCTeHist; YacTi - MiABUIIEHHS TEMIIEPATYPH,
nepudepuyHi HaOPsAKY, He3MyKaHHA, Oinb ¥ IPYOHIN KITiTIi; HedacTi - HaOpsK, rapsyka,
rpunononibHi CUMIITOMHU, 03HOO, IiIBUILIEHHS TEMIIePaTyPH.

Y maHOMy KOHTEKCTi SIK «4acTi mo6iuHi peakiiii» y migpo3mini «MoHOTepamisi» BKa3aHi TAXKKi mo0iuni
peaxtii i/abo mobiyHi peaxiiii, 1m0 3arpoxyo0Th KUTTIO (III-IV cTyneHns), abo MegUYHO 3HAYYIII
mob6iuHi peakiil.

KombiHogaHa mepanis

Huxxue HaBeneHi mobiuHi peakiiii, 3apeecTpoBaHi IIpX 3aCTOCYBaHHI KaneuuTabiny y koMmOiHatii 3
pisHMMU cxeMaMu XimioTeparii mpy pi3HUX MMOKAa3aHHSIX HAa OCHOBI JaHuX 3 0e3meKu om0 OinbI Hixk
3000 marieHTiB, HOJATKOBO OO BXKEe 3apPEECTPOBAHUX IIPU MOHOTEpAIlii i/abo crocTepiranucs 3 BUIIOI0
YaCTOTOI0 ¥ OYyIb-IKOMY 3 OCHOBHMX KJTiIHiYHUX JOCITiIKEHb.

Iesiki mo6GiuHi peakilil 4aCTO CIOCTePiralThCa Ipu XiMioTeparmil (Hanpukiaf, mepudepruyHa 4yTIuBa
HeWpomaTis Mpu 3aCTOCYBaHHi foleTakceny abo oKcaliniaTuHy, peakiii migBUILIEHOI YyTIMBOCTI IpU
3acTocyBaHHi 6eBanu3ymady). OnHaK He MOXHa BUKJTIOUUTH ITOCUJIEHHS BKa3aHUX MOOIYHUX SBUII
IIPY 3aCTOCYBaHHi KanenuTabiny.

IHgexuii ma iHeasii: 4acCTi - olepi3yBaJbHUM NHUIIal, iHPEeKIil CeHOBUBITHUX LIISXIB,
KaHIMO03 POTOBOI MOPOXKHUHY, iHPEKIIil BepPXHiX AUXalIbHUX IIIAXiB, PUHIT, Tpull, iHQeKIil*,
reprec POTOBOI IOPOXKHUHU.

3 6oky cucmemu Kpogi ma aim¢pamuyHoi cucmemu: OyXKe 4acTi - HeHTpomeHis*, medKomeHis*,
HeUTpoIeHiuHa rapsyka*, TpoMOOLUTONEHIsT*, aHeMis*; yacTi - MpUTHiIYeHHS KiCTKOBOT'O MO3KY,
(hebpunbHa HEUTPOIEHIsT*.

3 60Ky iMyHHOI cucmemu: 4acTi - peakiril MaBUIIEHO]I Yy TIUBOCTI.

3 60Ky 06MiHY peuosuH, Memaboai3My: myxKe 4acTi - 3HUKEHHS alleTUTY; YacTi - rimoKasieMmis,
rinoHaTpieMis, rimoMarHieMis, TimokanbIlieMis, TimepriikeMis.



IIcuxivHi po3nadu: 94acTi - po3nagu CHY, HECIIOKIH.

3 60Ky Hepsosoi cucmemu: OyXKe 4acTi - mapecTesis Ta nu3ecTesis, mepudepryHa HeHpPOIaTis,
nepudepryHa 4yTIMBa HEUPOIATis, CIOTBOPEHHSI CMaKy, TOJIOBHUY 0iflb; 4aCTi - HEUPOTOKCUYHICTD,
TPEMOP, HEBpaTis, peakliil miABUIIEeHOl YyTIUBOCTI, rimecTesid.

3 60Ky opeaHie 30py: myXKe 4acTi - CIIbO30TOYMBICTh; YACTi - MOPYIIEHHS 30Dy, CYXiCTh B 04aX, Gislb
B 04YaX, IOPYIIEHHS 30Dy, PO3IIMBYACTICTE 30DY.

3 60Ky opeaHis cayxy ma aabipuHmy 8yxda: 4acTi - O3BiH y ByXax, 3HUKEHHS CIIyXy.
3 60Ky cepus: yacTi - GiOpuisLis mepencepns, imemis/iHbapkT Miokapma.

3 60Ky CyOuH: myxe 4acTi - HaOPSIKM HUKHIX KiHIIIBOK, apTepiaibHa TinepTeHsis,

TpoM0O03/eMO0Tisi*; YacTi - IPUIINIMBY, apTepialbHa TiMoTeH3is, rimepTeH3uBHUN KPU3, TinepeMis,
bmebir.

3 60Ky OuxanbHOI cucmemu, Op2aHis 2py0HOI KAiMKU ma cepe0O0CMIiHHA: MyXe 4YacTi - aHTiHa,
OU3eCTe3is TJIOTKYU; YacTi - THKaBKa, GapuHTOIapUHTeaIbHuN 0inb, TuchOHIS.

3 60Ky WAYHK0BO-KUWKOB020 MpaKmy: MyKe YacTi - 3aI0p, MUCIIEICis; YacTi - KpoBOTedi 3
BEPXHiX BifiHiliB MIIyHKOBO-KUIIKOBOTO TPAKTYy, BUPa3Ky CIIM30BO1 000JIOHKH POTOBOI
TIOPOXKHUHMU, TaCTPUT, 3AYTTS XKUBOTA, racTpoe3odareasnbHa pedaiokcHa xBopo0da, 0inb y
poTi, mucdarisi, pekTanbHa KPpoBoTeYa, 0iflb y HUXKHIX Bifilax ’KMBOTA, IU3€CTE3is POTOBOI
IIOPOKHUHHU, IIapPeCcTe3isi POTOBOI MOPOXKHUHY, TilleCTe3isT pOTOBOI MOPOKHUHY, DUCKOM(POPT
y XKUBOTI.

3 6oky 2enamobiniapHoi cucmemu: 9acTi - BiIXuneHHs PiBHSA QYHKI[IOHATBHUX IEYiHKOBUX
TECTIB.

3 6oky wkKipu i niOWKIipHOI KAIMKOBUHU: OyXe 4acTi - ajomellis, IOPyIIeHHs 3 GOKY HIrTiB; 9acTi
- Tineprigpo3, epuTeMaTO3Hi BUCUIIAHHS, KPOIIUB SHKA, HiYHa ITifBUIIEHA IiTINBICTb.

3 60Ky 0nopHO-pyxo080i cucmemu ma CnoAy4YHOi MKAHUHU: OyXKe YacTi - apTpairis, mianris,
Oinb y KiHI[IBKaX; 4acTi - Oi1b y menenax, M'si30Bi cia3Mu, TPU3M, CJ1abKiCTh y M'g3ax.

3 60Ky HUPOK ma ceuo8udinbHOI cucmemu: 4acTi - TeMaTypis, MPoTeiHypis, 3HUKEHHS
KJIIpEHCY KpeaTUuHIHy HUPKaMU, OU3ypisd; PiAKICHI - TOCTpa HUPKOBA HEOCTATHICTh
BHACJIiIOK 3HEBOMHEHHS (OUB. po3Min «Oco0IMBOCTI 3aCTOCYBaHHS»).

3azanvHi po3nadu: gyxKe 4acTi - MiABUIIEHHS TEMIIEPATYyPH Tifla, C1alKiCTh,
3arajibMOBaHICTH*, UYTIHUBICTh A0 MiABUIIEHO] TEMIIEPATyPH; YacTi - 3allaleHHs CIIM30BUX
000710HOK, 6inb y KiHIliBKax, 00IbOBI BiTuyTTs1, 03HO0, 6ifb ¥ TPyOHIN KIiTLi, rPUIONOAiOHi
CHMIITOMHU, Tapsuka*, iHQy3iiiHi peakiii, peakiiii y mMicIii BBemeHHs, 0inb y Micti iHGYy3ii, 0inb
y Micri iH’eKIil.

ITowkoOxceHHA (Mpasmu, paHu), OMPYEHHA: YacCTi - MOIIKOAXKEHHS Bifl yaapy.

*JacToTa BKJTIOYAE BCi CTYIEHi TSAKKOCTi, 3a BUHITKOM MOOIYHUX Peakiliil, Bif3HaueHUX 3HAKOM «*»,
1110 BKJTI04any nuie nobiuni peakuii [1I-1V cTyneHis.



OxpeMi mob6iyHi peakirii

I1010HHO-Ni0OWOBHUU CUHOPOM

IIpu 3acTocyBaHHi KamenuTabiny y mo3i 1250 mMr/mM* 2 pa3u Ha go0y IPOTAroM 2 THXKHIB 3 IOHaIbIIOK
TUKHEBOIO TIePEPBOI0 AOJIOHHO-IIITOIIIOBHUAN CUHAPOM YCiX CTYMNEHIB TAKKOCTI B JOCTIAXKEHHIX
MOHOTeparrii (af’'toBaHTHOI Teparii paky 00010BOi KUIIKH, JIIKYBaHHS METACTa3yH40oro
KOJIOPEKTaIbHOT0 PaKy, JIiKyBaHHSI paKy MOJIOYHOI 3aJ1031) peecTpyBaBcsa ¥ 53-60 % malieHTiB Ta y
63 % XBOpPUX i3 MeTacTa3yl04MM PakKoM MOJIOUHOI 3aJI03H Y I'PYIIi JTiKyBaHHS
KanenuTabigom/monetakcenoM. [Ipu 3acTocyBaHHi KamenuTalbiny B 1o3i 1000 mr/m* 2 pa3u Ha 7oy
IIPOTATOM 2 TUXKHIB 3 ITOAAJIBIIOK TUKHEBOI [I€PEPBO0 JOJIOHHO-IIOMIOBHUY CUHAPOM YCiX
CTYIIEHIB TSKKOCTI criocTepirascs y 22-30 % XBopuX, gKi OTprMyBanu KOMOiHOBaHe JTiKyBaHHS 3
KanenurabiHoM.

MeTa-aHani3 faHWX, OTPUMAHUX Bif Oinbir Hixk 4700 namuieHTiB y mpoteci 14 KIiHIYHUX DOCTioXKeHb
IIPOAEMOHCTPYBaB, 1110 JOJIOHHO-MIIIOMIOBHUY CUHAPOM YCIX CTYIIEHIB TIXXKKOCTI IIPU 3aCTOCYBaHHI1
KarmernuTabiHy y pexkuMi MoHOTeparii abo KoMOiHOBaHOTO JTiKyBaHHS 3 Pi3HUMHU CXeMaMu
XiMioTeparil pu pi3HUX MOKa3aHHIX AJIS 3aCTOCYBaHHS (pak 000[{0BOI KUIIKK, KOJIOPEKTANIbHUN pak,
pak IUIyHKa, pak MOJIOYHOI 3a71031) BUHUKaB ¥ 43 % (2066) xBopux y cepefHbOMY depe3 239 gHiB
mic/is moYaTKy JiKyBaHHS KaneuuTtabinom (95 % [ 201-288). 3 migBuIileHUM pU3UKOM PO3BUTKY
IOJIOHHO-TTIJONIOBHOT0 CHHAPOMY IIPY BCiX JOCHIIXKEeHUX KOMOIHAIlSX CTAaTUCTUYHO OOCTOBIpHO Oyu
IIOB’s13aHi Taki KoBapiaHTH: 30ilbIIeHHS T0YATKOBOI 103U KanenuTabiny (y rpamMax), 3MeHIIeHHS
KyMYJISITHBHOI 103 KanenuTabiny (0,1*Kkr), 36inbIeHHs BifTHOCHOI iHTEHCUBHOCTI 103U Y Iepiii 6
TUXKHIB JTiKyBaHHS, 301/IbIIIEHHS TPUBAJIOCTI JIiKyBaHHS (THUXKHi), 30ibllIeHHS BiKy MallieHTa (IpUpiCT
Ha 10 pokiB), XKiHO4Ya cTaTh, OOpUY TOYATKOBUY 3arajbHuM cTaTyc namienTa (0 mportu = 1).

Hiapes

BunukHeHHS miapel mig yac nmikyBaHHS KamenuTaOiHoOM criocTepiranu y Maixe 50 % xBopux. 3a
pe3ynbTaTaMu MeTa-aHali3y aHWX, OTPUMaHUX Bif Oinbin Hixk 4700 nauieHTiB y mpoueci 14
KJTIHIYHUX [OCTIiIXKeHb, 3 MigBUIIEHUM PU3UKOM PO3BUTKY fiapel IIPH BCiX AOCTigXKeHUX KoMOiHaIlisgx
CTaQTUCTUYHO IOCTOBIpHO Oy/M IOB’si3aHi Taki KOBapiaHTH: 30i/bIIEHHS TI0YATKOBOI 703U
KarneluTabiny (y rpaMax), 30iNbIIIeHHS TPUBAJIOCTI MiKyBaHHS (TUXKHIi), 30iNTbIIIeHHS BiKY MallieHTa
(mpupict Ha 10 pokiB), XiHOYa CTaTh. 31 3HUKEHHSIM PU3UKY PO3BUTKY [iapel CTATUCTUYHO
IOCTOBipHO Oy/M IOB’sI3aHi TaKi KOBapiaHTH: 3pOCTaHHS KyMYJISTHBHOI f03u KameuuTtabiny (0,1*kr)
Ta BiAHOCHOI iHTEHCUBHOCTI 103K y MepIli 6 TUXKHIB JTiKyBaHHS.

KapodiomokcuuHicmb

OkpiM BKasaHuX KapfiaabHUX MOOIYHUX peakiliii, Oy 3apeecTpoBaHi Taki mobiuHi peakiiii 3
yactoToio MeHIe 0,1 % mpu MoHOTeparii KanenuTabiHOM Ha OCHOBi 06’€THAHOTO aHalli3y JaHUX 3
Oearneku, oTpuMaHuX Bif 949 malrieHTiB - y4acHUKIB 7 KIiHIYHUX OOCHTiAXKeHb (2 - ¢pa3u 111 5 - pasu
II mpu MeTacTaTUYHOMY KOIOPEKTaTbHOMY PaKy Ta METAaCTaTUYHOMY PaKy MOJIOYHOI 3a7103H):
KappioMionarisi, ceplieBa HeIOCTaTHICTh, IIJIYHOYKOBI €KCTPACUCTOJIM, paliTOBa CMEPTh.

Enuepanonamis

OkpiM yKa3aHux MoO6iYHUX peakiliii, MOHOTepallis KamenuTaOiHOM Ha OCHOBi 00’€JHAHOTO aHaJIi3y
maHUX 3 0e3MeKH, OTPUMAHUX Y Ipoleci 7 KITiHIYHUX JOCIiI?KeHb, acoIliloBasiach i3 BUHUKHEHHSIM
eHedarsnonarii 3 yactoroio MeHuIe 0,1 %.

KoxHmaxm 3 nodpibHeHumu abo po3namaHumu mabiemkamu KaneuumabiHy



Y pasi KoHTakTy 3 nofgpibHeHUMHU ab0 po3naMaHuMU TabieTKaMu KaneluTa0iHy ITOBiOMIIAIOCS IIPO
Taki mo6iuHi peakilil: mogpa3HeHHs o4yel, HaOPSK o4yel, BUCUIIAHHS Ha IIKipi, roNoBHUM 6ib,
mapecTesis, miapes, HygoTa, IOJPa3HEeHH IIJTyHKa Ta OII0BaHHS.

ITobiyHi peakuii 8 ocobausux epynax navieHmis

Xeopi 1IMHbO20 BIKY

Y nanieHTiB BikoM = 60 poKiB, SKi 0OTpUMyBaIu MOHOTepaIio KamenuTa0iHOM Ta KoMOiHOBaHe
JMiKyBaHHS KaneunTabiHOM Ta JOlleTaKCeJioM, CIIOCTepiraBcs MigBUIIEHUH PU3UK YaCTOTH
BUHUKHEHHS o0iuHux peakuiii III Ta IV cTyneHs Ta cepiio3HUX MOOIYHUX peaklliid, OB’ A3aHUX i3
JIiKyBaHHSM, TIOPIiBHSHO 3 MallieHTaMu BikoM 0o 60 pokiB. YV OilbIol KiTbKOCTi MaIlieHTiB BikoM = 60
POKiB, sIKi oTpuMyBanu KoMOiHOBaHe JIiKyBaHHS KamneluTa0iHOM Ta HOIETaKCeloM, CIIOCTepiranocs
OinbI paHHE IPUIIMHEHHS JIIKYBaHHS y pe3ybTaTi mo6iyHUX peakiliit MOPiBHAHO 3 MallieHTaMU BiKOM
oo 60 poxis.

Meta-aHani3 ganux Bifg Oinbur Hixk 4700 maIieHTiB - y4acHUKIB 14 KIiHIYHUX DOCITiAXKEHb
IIPOJIEMOHCTPYBAB, 110 Y MOCIIIXKEHHIX ycix KoMOiHaIi 3 BikoM (36inmbIneHHs Biky Ha 10 poKiB)
CIIOCTepiraau CTaTUCTUYHO JOCTOBipHE 30iNbIIeHHS PU3UKY PO3BUTKY JOJIOHHO-IIIIOIIOBHOTO
CHHIPOMY Ta fiapel, a TAaKOX 3HUXKEHHS PU3UKY PO3BUTKY HEUTPOIEHIL.

Cmamob

Merta-aHani3 gaHux Bimg Oinbin Hik 4700 maifieHTiB - y4acHUKIB 14 KIiHIYHUX DOCTiIXKEHb, IIPU
00’emHAHHI JAHUX YCiX OOCIigXKeHb IPOIEeMOHCTPYBAB, III0 XiHOYa CTAaTh CTATUCTUYHO HOCTOBIPHO
TIOB’sI3aHa 3 MiIBUIEHNM PU3UKOM PO3BUTKY AOJTOHHO-ITIIOIIIOBHOI0 CHHAPOMY Ta Aiapel, a
TaKOX 3HUKEHHSM PU3UKY PO3BUTKY HEUTPOIIEHil.

Xeopi 3 nopyweHHAMU QYHKYII HUPOK

Y xBopuX i3 mopyImeHHSAME QYHKII HUPOK [0 II0YATKY JIiKyBaHHS, sIKi OTPUMYyBai MOHOTEPAIIi0
KarmenuTabiHOM (3 IPUBOMY KOJIOPEKTAIbHOTO PaKy), CIIOCTepiranocs mifABUIIeHHS YaCTOTH MOGIiYHUX
peaxuiii III i IV cTyneHs, moB’'13aHUX i3 JTiKyBaHHSM, IIOPIBHIHO 3 XBOPMMHU 3 HOPMAJIbHOIO (QYHKITIEIO
HUPOK (36 % - y xBopux 0e3 mopyuieHHs GyHKLii HUpoK (N=268), 41 % - y XBOpPUX 3 HUPKOBOIO
HemocTaTHicTio erkoro crymnens (N=257) ta 54 % - y XxBopux 3 IIOMipHOI0 HUPKOBOIO HENOCTATHICTIO
(N=59)). Y xBopux 3 IOMipHOI0 HUPKOBOIO HEJOCTATHICTIO YaCTillle BUHUKAJIa HEOOXiMHICTD y
3HUKeHHi no3u (44 %), nopiBHsHO 3 33 % Ta 32 % xBopux 0e3 HUPKOBOI HEJOCTATHOCTI Ta HUPKOBOIO
He[0CTaTHICTIO JIETKOTO CTYIEeHs BIOMOBIHO, 1 YacTillle CIIOCTepiragacs nepegyacHa BigMiHa
nikyBaHHSA (y 21 % XBOpUX IIif Yac NepIIuX ABOX KypCiB) IOPiBHIHO 3 5 % Ta 8 % y XBOpHX 3
BifICYTHIiCTIO MOpYyIIeHHS QYHKIIiI HUPOK Ta HUPKOBOIO HEJOCTATHICTIO JIETKOTO CTYTIEHS.

[ToBigoMIIeHHS PO Mimo3pIoBaHi mo6ivHi peakirii

BazxuBo mOBimOMIATH PO ITigo3pioBaHi mobiuHi peakiiii micis peectparii mikapcbkoro 3acoby. Lle
M03BOJISIE TIOCTIMHO KOHTPOJIIOBATH CITiBBiIHOIIIEHHS KOPUCThL/PU3UK JTiKapchKoro 3acoby. IIpocumo
MeJUYHUX TIPAI[iBHUKIB IOBiIOMIATH PO OyAb-5Ki migo3pioBaHi mo0iyHi peakiiil yepe3 HalliOHATbHY
CHACTeMY 3BITHOCTI.

Tepmin npudamHocmi.



30 micsiB.

YmMmoBH 30epiranssi.

30epiratu npu Temnepatypi He Buile 30 °C y HeIOCTYIIHOMY AJIST MiTeM MiCIIi.

YnakoBka.
Ons 150 mr: mo 10 TabneTox y GiicTepi, Mo 6 GicTepiB y KapTOHHIA KOPOOLIi.

Inst 500 mr: o 10 TabneTok y GmicTepi, mo 12 GicTepiB y KapTOHHIN KOPOOIIi.

Kareropis Bigmycky.

3a pelemnToM.

BupoOHUK.

JIa6oparopioc Hopmon C.A./Laboratorios Normon, S.A.

Micue3HaxoaKeHHsI BHPOOHHKA Ta afipeca Micis MpoBaIXKeHHS HOTr0 Tis/IbHOCTI.

Poupa me Banbmekappico, 6, Tpec Kanrtoc, 28760 Magpup, Icnanisi/Ronda de Valdecarrizo, 6, Tres
Cantos, 28760 Madrid, Spain.

3asiBHHK.

Awmaxkca JITO/Amaxa LTD.

Micue3HaxoaKeHHsI 3asiBHHKa.

31 xo# Icnin Ctpit, Jlougon SW1P 4FE, Benuka bputanis/31 John Islip Street, London SW1P 4FE,
United Kingdom.



