IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

Kanenurtadina KPKA

(Capecitabine KRKA)

Cknao:
ditoua pevyosuHa: KameruTabiH;
1 TabneTka, BKpUTa IUIiBKOBOIO 000710HKO0I0, MicTuTh 150 Mr abo 500 Mr kamenuTaliny;

0onomidcHi peyo8uHU: TAaKTO3a, IeI0JI03a MIKPOKpHCTalliuHa, HaTPilo KpOCKapMes03a, TillpoMenosa,
MarHilo cTeapar;

mIiBKOBa 000JI0OHKA: TilmpoMeso3a, TaibK, TuTany miokcup (E 171), okcup 3anmisza yepBouui (E 172),
okcup 3amiza xkoBTul (E 172).

Jlikapcbka popMa. TabmeTky, BKPUTI MTiIBKOBOIO 000JI0HKOIO.
OCHOB8HI (i3uko-ximMiuHi 81aCcMuBOCMI:

014 0o3ysaHHs 150 mM2: TponoBryBaTol GopMHu, JBOOIYKIIi, CBITJIO-TIEPCUKOBOTO KOIHOPY, 3
rpasitoBaHHAIM “150” 3 ogHOTO GOKY i rnafki 3 iHImoro 60Ky TabaeTKX, BKPUTI IITiBKOBOIO 000JIOHKOIO;

014 0o3ysaHHs 500 M2: TPOOOBryBaTol GOPMHU, JBOOIYKJIi, IEPCUKOBOTO KOILOPY, 3 IPaBiloBaHHIM
“500” 3 omHOrO OOKY i rmagki 3 iHmoro 60Ky TablIeTKy, BKPUTI MJIiBKOBOIO 000I0HKOIO.

dapMakoTepaneBTHYHA rpyna. AHTUHEOITaCTUYHI 3acobu. CTPyKTypHi aHanmoru nipumiguny. Kog
ATX LO1B CO06.

dPapmakonoeiuHi e1acmueocmi.
®apmakoduHamika.

KamnenutabiH - HEIIMTOTOKCUYHE MoXigHe GTopmipuminuny KapbaMaTy, mepopaabHul
TIOTIEPEOHUK ITUTOTOKCUYHOI CIIONyKH - 5-pTopypanuny (5-®V). Kanenurtabid akTUBYIOTh
nekinbka pepMeHTHUX eTaniB. PiHanbHe epeTBOpeHHS 0o 5-QY BinOyBa€eThCs Mg Ai€io
TAMiAuH(POChHOPUIa3u y TKaHKHI IyXJIHMHY, a TAKOXK Y 3TOPOBUX TKaHWHAX OPraHi3My,
3a3BUYal Ha HU3bKOMY piBHi. Ha Mogensax pakoBUX KCEHOTPAHCIINIAaHTAaTIB TIOOUHA
KareluTabiH TpoJeMOHCTPYBaB CUHEPTiuHUY epeKT y KoMOiHallil 3 [oIleTaKCeloM, 1[0 MOXKe



OyTH MOB’SI3aHO 3 MiIBUINEHHSIM aKTUBHOCTI TUMiTuHGOCHOPHUIA3H JOIETaKCETIOM.

HoBeneHo, 1o MeTabomni3m 5-OY aHabomiyHUM MITITX0M 0JI0KY€E peakilito METUITIOBaHHS
NEe30KCUYPUANUIIOBOl KUCJIOTY OO TUMIAWIOBOI KUCJIOTH, TAKUM YHHOM IEPEIIKOIXKandn
cuHTe3y me3okcupubonykneinosoi kucnotu ([JHK). BOygoByBauHs 5-OY TakoxK NpUTHIUYE
cunTe3 pubonykneinopoi kucmotu (PHK) ta mporeiniB. Ockinbku [THK Ta PHK HeoOxigHi s
IIOJIi/Ty Ta POCTY KIIiTHH, 5-OY MoXKe CIPUYUHATH AedilliT TUMIOUHY, 10 CIIPUSE
He30aslaHCOBaHOMY pOCTy Ta 3aruberni kmituH. Brinmus Ha [JHK ta PHK Ginbin BupaxeHuu y
KJIiTUHaX 3 iHTeHCUBHIIIOI0 Ipoidepalri€io i 3 BUIIUM piBHEM MeTabomnizmy 5-OY.

dapmMaxkoKiHemuxka.

dapMakoKiHeTHKa KamneruTabiny Oyia Bu3HaYeHa B miama3oHi 703 502-3514 mr/m’/no0y.
[TapameTpu KaneuuTabiny, 5'-me3okcu-5-propruutununy (5'-OPLT) Ta 5'-ge3okcu-5-hropypununy (5'-
O®YP) Ha 1-# i 14-it gensb Oynu momiOHuMu. Ha 14-i meHb miiolma mig papMakoOKiHETUYHOIO KPUBOIO
«KOHIIeHTpanisg-yac» (AUC) 5-OY 6yna Ha 30-35 % Bulre. 3HUKEHHS 103U KamenuTabiHy
IIPU3BOIUIIO 0 3HUKEHHS eKCIo3uIlil 5-OY OinbIre, HiXK ITPOMOPILiMHO [03i, BHACTINOK HeIiHiiHOI
(dhapMaKOKiHETUKY aKTUBHOTO MeTabO0iTy.

BcmoxkmyeaHHA

[Ticns mepopasbHOTO IPUKMOMY KameluTabiH MIBUIKO Ta MMOBHICTI0 BCMOKTYETHCS, ITiCIIST YOTO
IPOXOOUTH Moro GioTpanchopmatiis B MeTabomiTul 5'-IOIT i 5'-[OVP. BxuBaHHS iKi 3MEHIITy€e
IMIBUIKICTh BCMOKTYBaHHA KaneuuTabiHy, IpoTe He Mae 3Ha4yHOro BriuBy Ha AUC 5'-[TOVP i
HacTymHoro MeTabosity 5-®V. [Ipu 3acTocyBaHHi IpenapaTy Mic/isg BXKUBaHHS 1Xi B 7031 1250
Mr/M° Ha 14-if [eHb MaKcuMasbHa KoHIeHTpaid (C, . ) Kanenurtabiny, 5'-IOLT, 5-0OYP, 5-0Y i a-
¢brop-B-ananiny (PBAJI) ctanoBuna BignosigHo 4,67 Mkr/min, 3,05 mxr/min, 12,1 mxr/min, 0,95 Mkxr/min i
5,46 MKr/mi. Yac mocIrHeHHsS MaKCUMalbHOI KoHueHTparirii (T,,,,) CTaHOBUB 1,5 rogunu, 2
roouuy, 2 romuuy, 2 rogunu i 3,34 romuau, a AUC - 7,75 MKrerom/mi, 7,24 MKTreTOm/MII,
24,6 mkreroa/mi, 2,03 MKreron/mi i 36,3 MKrerof/MI BifIIOBigHO.

Po3nodin

HocmimKeHHS MIa3Mu KPOBi JTIOAUHMU in Vitro mpogeMOHCTPYBasy, 1o s Kanenurtabiny, 5'-IOLT,
5'-IOYP i 5-OY 3B’5130K 3 OinkaMu (TOJIOBHUM YMHOM 3 anbOyMiHOM) CTaHOBUTH BifmoBigHO 54 %, 10
%, 62 % i10 %.

Memabonizm

MeTabomi3yeThcs y MevinIli mif mieto Kapookcunectepasu mo Metabomnity 5'-OOIT, sxkuit noTiMm
TparchopmyeThes B 5'-[IOYP mip mieto nuTuaMHOe3aMiHa3H, 1110 3HAXOAUTHCS, B OCHOBHOMY, V
MeYiHIli Ta NyXJIMHHUX TKaHWHaX. [logasnbina KaTtaniTuyHa akTuBalis 5'-IOYP BinbyBaeTrcst 3a
paxyHok tumiguHpochopunazu. PepMeHTH, 3aTydeHi y KaTaJiTUUHY aKTHBAIlil0, 3HaXOAAThCA K Y
NyXJIMHHUX TKaHWHAaX, TakK i B HOpMaJbHUX TKaHMHAX, ajie 3a3BUYall Ha HUXK4YoMY piBHi. [Toganbiia
dbepmeHTHa GioTpachopmarnis KanenuTtabiny mo 5-OY mpu3BoAuTh OO BUIIUX KOHIEHTPALIiN Y
NyXJIMHHUX TKaHWHaX. Y BUMNAAKy KOJIOPEKTaJIbHUX MyX/IMH 3Ha4yHa YacTuHa 5-PY m0Kamni3yeTscs y
CTPOMaJIbHUX KIIiTUHAX MyxauHHu. [1icas mepopanbHOro 3aCTOCYBaHHS KaneuuTaliHy nalieHTaMu 3
KOJIOPEKTaIbHUM PaKOM BigHOIIEHHS KOHI[eHTpalil 5-OY y KonopeKTalbHUX MyXJIHHAX 0
KOHIIEHTPaIlil ¥ IpUJIerauxX TKaHuHax cTaHoBuio 3,2 (giama3oH Big 0,9 mo 8,0). BigHoumeHHS
KOHIIeHTpalil 5-OY y myx/iuHi [0 KOHIIeHTpallil y maa3Mi KpoBi ctaHoBuio 21,4 (giama3oH Bif 3,9 1o
59,9, N=8), B To# 4ac fIK BiJHOIIEHHS KOHIIEHTpAallil y 3I0POBUX TKaHMWHAX [0 KOHIEHTPAIlil y IIa3Mi



KpoBi ctanoBuno 8,9 (miama3oH Big 3,0 mo 25,8, N=8). AkTuBHicTh TUMigUHDOCOpUIa3u Oyna y 4
pa3u BHUllla Y IePBUHHIN KOJIOPEKTaIbHIY MYXJIUHI IIOPIBHAHO 3 IPUJIETJIMMU HOPMaIbHUMU
TKaHWHAMU. 3a JaHUMM iMYHOTiCTOXiMiYHMX [OCHiIXKeHb, Oifibllla YacTuHA TUMiTuHGOCHOpUIa3u
JIOKAJIi3yETHCS Y CTPOMAJIbHUX KIIITHHAX MyXJIKHH.

[Totim 5-®Y KaTabomidyeThcst gurigponipuMiguHperigporexsasoro ([II1]1) 3 yTBOPEHHSIM MEHII
TOKCUYHOI'0 AUTigpO-5-hTopypauuny (PYT,). [urigponipuMifgnHasa po3IIeIIoe MipuMiguHOBe
KiNlblle 3 YTBOPEHHAM 5-(pTopypeinonponionosoi kucnotu (OYIIK). KiHlleBoio peakiii€io €
posmennenHs B-ypeigonponionason OYIIK no ®BAJI, 1m0 BUsABASAETLCS B cedi. AKTUBHICTH [II]]
oOMexye mBUAKiCTh peakiril. HedimuT AT Moxke IPU3BECTH [0 3POCTAHHS TOKCUYHOCTI
KarmenuTabiHy (IuB. po3ninu «IIpoTunoka3aHHsa» Ta «OCOOIUBOCTI 3aCTOCYBaHHS»).

BusedeHHs

ITepion HanmiBBuBeneHH: (T,,) kanenurtabiny, 5'-0OLT, 5-IOYP, 5-OY i ®EAJI cTaHOBUTH
BignoBigHO 0,85 rogunu, 1,11 romunun, 0,66 rogunu, 0,76 roguuu i 3,23 roguHU.
Kamnenutabin Ta MeTaboiT KanenuTabiHy B OCHOBHOMY BUBOIATHLCS i3 ceyero. EKCKpelris i3
ceuelo - 95,5 %, 3 kanoM - 2,6 %. OcHoBHUM MeTabosiToM y cedi € ®BAJI, SKul CTAaHOBUTH
57 % Big mpuiHATOI H03u. [Ipubau3Ho 3 % NPUUHSTOL 403U BUBOOUTHLCS i3 cevelo y
HE3MIiHEeHOMY CTaHI.

KoMbiHoBaHa Tepatmig

Y mocnipxeHHX (pa3u [ He Oy10 BUSIBIIEHO BIINIMBY KaneuuTabiHy Ha (papMaKOKiHETHKY AolLleTaKCely
Ta naknirakceny (C,., Ta AUC) i BIIMBY golLleTaKcely Ta MakJliTaKCeny Ha (papMaKOKiHETUKY
KamenuTabiny ta 5'-[OYP.

®apMakoKiHeTHKa B 0COONMBUX KIIHIYHUX IpyIax

[Nonmynsauiuuii papMakoKiHETUYHUY aHasi3 O6yB BUKOHAHUY ITiCIIg MiKyBaHHS
KarerutabinoM y mo3i 1250 mr/M* 2 pa3u Ha 706y 505 malieHTiB i3 KOIOPEKTaIbHUM PaKOM.
CtaTb, HasIBHICTh a00 BiICYTHICTh MeTacTa3iB y MeYiHKy A0 MOYaTKY JIiKyBaHHS, iHOEKC
3arajibHOrO CTaHy IallieHTa 3a IKaa0 KapHOBCHKOro, KOHILEHTpallisd 3arajJbHOT0
Oinipy0iHy, CHpPOBAaTKOBOI'0 anbOyYMiHY, aKTUBHICTh anaHiHamiHoTpaHchepasu (AJIT) Ta
acnaprtatamiHoTpaHcdepasu (ACT) He Manu JOCTOBIPHOTO BIIMBY Ha (papMaKOKIHETHKY 5'-
HOYP, 5-0Y i OBAJL

X80pi 3 MemacmamuyHuUM YPAHCEHHAM NeviHKU. 3TigHo 3 JaHuMM (HapMaKOKIHETUUYHUX
OOCJIiIK€eHb, Y XBOPHUX i3 JIETKUM i TOMipHUM CTyIeHeM MOPYILIeHHs QYHKIIil TeYiHKu, 06yMOBIEHUM
MeTacTa3aMu, 0iogoCTynHiCTh KanenuTaliHy Ta eKCrmo3uilis 5-OY MoXKyTh HiABUIIyBAaTUCS TOPiBHIHO
3 xBopuMu 6e3 nopyiens GyHkuil nevinku. [laHi 3 papMaKOKiHETUKY Y XBOPUX 3 TSIKKUMU
NOpPYIIeHHAMY (QYHKIIIl IeYiHKY BifCyTHI.

Xeopi 3 nopyweHHAMU (YHKUiI HUPOK. IIpu pisHOMY CTYyIIeHi (Bifl TeTKOro g0 TSKKOT0) HUPKOBOI
HEeJOCTaTHOCTi B OHKOXBOPHX (hapMaKOKiHEeTHKa He3MiHEHOTO0 pemapary i 5-OY He 3aeXKuTh Bif
knipency kpeatuHiny (KK). KK nnuBae Ha Benuuuny AUC 5'-[IOYP (36inbmennss AUC Ha 35 % - nipu
3uuxkeHHi KK Ha 50 %) i ®BAJT (36inbmerrs AUC Ha 114 % npu 3umxkenHi KK Ha 50 %). ®BAJI -
MeTaboJIiT, 1110 He Ma€ aHTUIIPOJTihepaTUBHOI aKTUBHOCTI.

IlauieHmu AIMHbBO20 BiKY. 3a JAHUMU IOMYIALINHOTO (GapMaKOKIHETUYHOTO aHai3y, SKUN
BKJTIOYAaB ITAIli€HTIB IMMPOKOT0 BiKOBOTO fiama30HYy (27-86 pokiB), 3 skux 234 mariienTtu (46 %) Oymu



BiKOM Bif] 65 pOKiB, Bik He BIuBae€ Ha phapMakokiHeTuky 5-IOVP i 5-0Y. AUC OFAJI 30inbmy€eThCs
3 BikoM (11pu 36imbinenHi Biky Ha 20 % AUC ®BAJI 36inbiryBanacs Ha 15 %), 1110, iMoBipHO,
3yMOBJIEHO 3MiHOIO (DYHKIIil HUPOK.

Emmiuni pakmopu. TTicns mepopanbHOro 3aCTOCyBaHHA 825 Mr/M° KanenuTaliHy 2 pas3y Ha
noOy mpoTsarom 14 mHIB y mallieHTiB AMOHCHKOI HaltioHanbHOCTI (N=18) C,,, Kaneuutabiny
Oyna HUXK4YOI0 Ha 36 %, a AUC - Ha 24 % IOPiBHSHO 3 NallieHTaM{ €BPOIIEOINHOI pacu
(N=22). ITallieHTH ATOHCHKOI HAlliOHAJIPHOCTI TaK0XK Manu Ha 25 % Huxuy C,,. i Ha 34 %
Huxk9y AUC O®FBAJI nmopiBHSHO 3 MallieHTaM# €BPOTEeOoiAHol pacy. KiliHiuHa 3HAUYUMICTB i€l
pisHuti HeBimoma. He criocTepiraeTbCcst CyTTEBOI Pi3HUIII B €KCIIO3UIIil iHIITMX MeTabomiTiB (5'-
OOIT, 5’-N®YP i 5-0Y).

KrinigHi xapaKTepHCTHKH.
INoka3zaHuHsA.
Pax mMo104HOI 3a103u:

- MiCIIeBO PO3MOBCIOMXKEHNH a00 MeTacTaTUYHUM PaK MOJIOYHOI 3271034 - ITpemapar
3aCTOCOBYIOTD y TIOEIHAHHI 3 IOIleTaKCeJIOM Iic/Isl Hee(eKTUBHOI XiMioTeparlil, 1110 BKJIioYaa
IpenapaTy aHTPALUKIIIHOBOTO PAAY;

- MiCLIeBO PO3MOBCIOMXKeHNY ab0 MeTacTaTUUHUM paK MOJIOYHOI 3a/I03U - IIpenapar
3aCTOCOBYIOTH SIK MOHOTEpAIiI0 micisa HeeeKTHUBHOI XiMioTeparil, 0 BK/II049ajia TaKCaHH i
IpernapaTy aHTPALUKIIIHOBOTO Py, abo Mpu HasIBHOCTI MPOTUIIOKa3aHHA [0 Teparlil
aHTpalUKIIHAMU.

Pak 06000801 KuwKu, Kos10pekmasnvHull pak:

- pakK 000[I0BO1 KMIIKY - ITperapaT 3aCTOCOBYIOTh B afl I0BaHTHIW Tepartil micysg XipypriuHoro
nmikyBaHHS paky Il ctagmil (ctamis C 3a [IproKOM);

- MeTaCTaTUYHUM KOTOPEeKTalbHUY PakK.
Pax wayHka:

3aCTOCOBYIOTH SIK IIpernapaT IepIIoi JiHil Ay MiKyBaHHS PO3MOBCIONXKEHOT0 PaKy IITyHKA Y
KoMOiHallil 3 mpernapaTamMu Ha OCHOBI IJTaTUHM.

ITpomunoka3aHHA.

TskKi, y TOMy 4uCIi HeO4iKyBaHi peakliil Ha TiKyBaHHS (QTOPHiIpHMIIMHOM B aHaMHe3i.
l'inepuyTnuBicTh Ho KaneuuTabiny abo go Oyab-IKOT0 KOMIIOHEHTA Ipenapary, abo fo

dbTopypanumy.

BimoMa moBHAa BiICYTHICTh aKTUBHOCTI Aurigponipumiguagerigporesasu ([II11) (auB. po3min
«Oc0obIMBOCTi 3aCTOCYBAHHS»).



BariTHiCTh Ta nepiof rogyBaHHA I'PYLLIO.

TsKKa efKOoneHisi, HeUTPOIeHisl, TPOMOOIUTOIIEHis.
TsaXKi nopymeHHs QyHKII IeYiHKY.

Ts2kKa HUpPKOBa HepocTaTHICTh (KK < 30 Mi/xB).

HemromaBHe a0 CynyTHE JTiKyBaHHS OpUBYIMHOM (IUB. po3dinu «B3aemopmis 3 iHIIMMU
JiKapChKUMU 3aco0aMu Ta iHII BUAM B3aeMOfiii» Ta «OCOOMMBOCTI 3aCTOCYBaHHS» IIOH0
B3aEMO[II 3 iHIMKUMU TiKapChbKUMU 3aco0amu).

[TpoTUIIOKa3aHHS OISt 3aCTOCYBAHHS OyIb-IKOI0 JTiIKAapCHKOTO 3aC00y, 110 3aCTOCOBYIOTH Y
KOMOiHaIil.

B3aemodisn 3 iHwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.
HocmimXxeHHS B3aeMofil Oy/Iu IPOBeeHi IuIlle Y JOPOC/IUX Talli€HTiB.

B3aemoqist 3 iHIIUMY TiKapCHKUMU 3acobaMu

BpusyoduH. OnucaHa KJIiHIiYHO 3HaYMMa B3a€EMOIisi MiK OpUBYIMHOM Ta QTOpmipuMiguHaMu
(Hanpuknag, kanenurabinom, 5-OY, Terapypom) y pe3ynbTarti npurHivenss OI1[ 6puByguuaoM. Lis
B3aEMOTis, 1[0 CIPUYMHSE MiIBUIIEHHS TOKCUYHOCTI GTOPIipUMIAUHY, TOTEHIIIHO MOXKe ITPU3BECTH
10 JIeTaJbHOI0 HACiAKy. TakuM YuHOM, OPUBYIMH IIPOTUIIOKA3aHO 3aCTOCOBYBATH OJHOYACHO 3
KarmernuTabiHoM (muB. po3minu «[IpoTunokasanus» Ta «Oco6IUBOCTI 3acTOCyBaHHS»). [Iepion
OUiKyBaHHS MiXK 3aKiHUeHHSM JIiKyBaHHS OPHUBYIMHOM Ta II0YATKOM Tepalil KanenuTabiHOM ITOBUHEH
CTQHOBUTHU IIOHaVMeHIIe 4 THXKHi. JIiIKyBaHHS OPUBYOUHOM MOXKHA pO3M0oYaTH depe3 24 roguHU
IIiCJIs IPUIOMY OCTaHHBOI 103U KaneuuTabiny.

Cyb6cmpamu yumoxpomy P450 2C9. [locmimkeHHs M0N0 B3aEMOii KanenuTabiHy Ta iHIIUX
Ipernaparis, 1o MeTaboi3y0Thcs i3ohepMerToM 2C9 cuctemu 1utoxpomy P450, 3a BUHATKOM
Baphapuny, He mpoBoawIKCh. HeoOxigHO 3 06epekHICTIO MpU3HAYaTH KamenuTaliH i3 muMu
npenapaTaMu (HanpuKiafg, i3 GpeHiToIHOM).

AHmukoazyaaHmu - noxioHi kymapuHy. Kanernurabin mocunioe epekTr HEIPSIMUX aHTUKOATYIISTHTIB
(BapdapuH i PeHNIPOKYMOH), 1[0 MOXKe IMPU3BECTHU [0 MOPYIIEHHS 3TOPTaHHS KPOBi Ta BUHUKHEHHS
KPOBOTEUi Yepe3 MieKinbKa JHiB ab0 MicsAIiB Bifl moYaTKy Teparii KarnenutabiHoM, a B OKpeMHUX
BHUIIQ[IKax - MIPOTSATOM OJHOTO MicCsIs micns 3aKiHueHHd niKyBaHHS Kanenuutabinom KPKA. Y
KJTiHiYHOMY (papMaKOKiHETUYHOMY JOCIi?KeHHi B3a€MO/il IIicIs 0OGHOPa30BOT0 BBeieHHS BaphapuHy
B 0o03i 20 Mr nmiKkyBaHHS KarneluTtabiHoMm mpu3Boaumno mo 30inbments AUC S-Bapdapuny Ha
57 % i mixxHapomHOTr0 HOpMasizoBaHoro cmiBBigHommeHHs (MHC) - Ha 91 %. Ockinbku MeTaboi3aM R-
BapdapuHy He IOPYIIyBaBCs, BKa3aHe CBiIUUTH, 110 KaneluTabin npurHiuye isodhepment 2C9 ta He
BII/IUBAE Ha i3odepMenTy 1A2 Ta 3A4. YV XxBopuX, IKi OQHOYACHO MPUHUMAIOTh KanenuTabiH i
nepopajbHi aHTUKOATYJISIHTH - TIOXiIHI KyMapuHy, Heo0XiHO TPOBOOUTHU PETEIbHUN MOHITOPUHT
I0Ka3HUKIiB 3ropraHHs KpoBi (MHC abo mpoTpom6iHOBuUY Yac) i migbupaTu K03y aHTUKOATYISHTY.

®eHimoiH. [Tpu ogHOYAaCHOMY 3aCTOCyBaHHi KanenuTabiny Ta peHiToIHY 3adikcoBaHO 0OKpeMmi
BUIIQ[IKY ITigBUIIEHHS KOHIEHTPalil (eHiTOIHY y IIa3Mi KPOBi, III0 CyIIPOBOMXKYBa/INCS BUHUKHEHHSIM
CUMIITOMIB iHTOKCHKAII1 PeHiToOiHOM. Y XBOpUX, SIKi MpUiiMaloTh KanenuTabid 0qHOYAaCHO 3



GbeHiTOIHOM, PEKOMEHAYETHCS PETYIIPHO KOHTPOJIIOBATH KOHIIEHTPAIliI0 GPeHiTOIHY y MIa3Mi KpoBi.

®dosiHosa/(poniesa kucaioma. PoIiHOBa KMCIIOTa CYTTEBO He BIIJIUBA€E Ha (hapMaKOKiHETUKY
KamenuTabiHy Ta oro MetabosiTiB. OgHak (oniHOBa KMCIOTa BIJIMBAE Ha
dbapMakoguHaMiky Kanenutabiny, 110 MOXKe ITPU3BECTU [0 30iNbIIeHHS TOKCUYHOCTI
KareluTabiHy: MaKCHMaJbHa IIepeHocruMa 103a KanelnuTabiHy B peXkrMi MOHOTepaIllil mpu
TIIepeprBYAaCTiil cxeMi Jo3yBaHHA cTaHOBUTL 3000 Mr/M° Ha 00y, a Ipyu KOMOIHOBAaHOMY
3acTocyBaHHI 3 PosiHOBOIO Kuca0oTol0 (30 Mr mepopaibHO 2 pa3u Ha mo0y) - nuire 2000
Mr/M° Ha mo0y. IlifBuieHa TOKCHYHICTh MOXK/IKBA IIpH nepexofi 3 5-OY/JIB (5-dpTopypamnun i
JIEMKOBOPHH) Ha CXeMy JIiKyBaHHS KamenuTtabiHoM. Lle siBuUIlle TaK0XK MOXKe CIIOCTepiraTucs
IIpX 3aCTOCYBaHHi (POJIiEBOI KMCIIOTH 3 METOI0 YCYHEHHS AedinuTy (HosieBol KUCIOTH Yepe3
CXOXKiCTb MixXK (OJIiHOBOIO Ta (OTIEBOI0 KUCIIOTAMU.

Anmauyudu. BuB4aBcs BIJIMB aHTAIUIIB, 1110 MiCTSTh alllOMiHiI0 Ta MarHii TiIpoKCHUM, Ha
(dbapMaKOKiHEeTUKY KanelnuTabiHy. AHTalKUOY, 10 MICTITh alOMiHil0 Ta MarHilo TiTPOKCU[, HE3HAYHO
IiABUINYIOTH KOHI[EHTPAIlilo KaneuuTabiny Ta ogHoro Metabority (5'-OOLIT) y nna3Mmi KpoBi; Ha Tpu
ocHoBHUX MeTabomitu (5'-IOYP, 5-OY i ®BAJI) kaneinuTabiHy BOHU HE BILIMBAIOTE.

AnonypuHoa. CriocTepiranacs B3aeMOfisd MiX aOnypruHOIOM Ta 5-OY 3 MOXKIUBUM 3HUKEHHIM
epekTuBHOCTI 5-®Y. Y 3B’SI3Ky 3 IIUM CJIifl yHUKATH OJHOYACHOI0 3acTocyBaHHs Kanernurtabiny KPKA
Ta aJIONYPUHOILY.

InmepgepoH anbha. MakcuManbHa epeHoCHMa [03a KanenuTabiny cTaHoBuTs 2000 Mr/M° Ha 700y
Tpy KOMOIHOBAHOMY 3aCTOCYBaHHi 3 iHTepdeporoM anbda-2a (3 Mar MO/M’ Ha g00y) HOPIBHAHO 3
3000 mr/m* Ha go0y Ipu 3acTOCYBaHHI KanenuTabiHy B peXUMi MOHOTepaIlil.

IIpomeHesa mepanis. MaKcuManbHa IIepeHOCHMa [103a KamelnuTabiHy B pexkXHMi MOHOTepaIil
TIpY TIepepUBYACTii cxeMi fo3yBaHHs cTaHoBUTL 3000 Mr/M’ Ha o0y, IpX KOMGIHOBAaHOMY
3aCTOCYBaHHI 3 IPOMEHEBOI0 Tepamielo paKy Ipsamoi Kumky - 2000 mr/M° Ha fo6y mpu
Oe3mepepBHOMY KYpPCi MpoMeHeBoi Teparrii abo 1oieHHOMY 6-THXKHEBOMY KypCi TpoMeHeBOl
Tepallii y mepiof 3 MOHeMiNKa Mo I’ ATHULIIO.

OkcaninaamuH. Ilpu KoMOiHOBaHOMY 3aCTOCYBaHHiI KanelnuTabiHy Ta OKCaslilIaTUHY 3
6eBanu3ymabom abo 6e3 HEOTO He 3adikcoBaHO KIiHIYHO 3HAYKMMO]I Pi3HUI B €KCII03UIIii
KarmenuTabiHy a0o #oro MeTaboIIiTiB, BiTbHOI IJIATHHU i CyMapHOI IJIaTHHU.

BFeesauusymab. He 3adikcoBaHo KITiHiuHO 3HAuyIIoi Aii 6eBaiu3ymady Ha papMaKoKiHeTUYHI
napaMeTpu KamneiuTtabiHy i #oro MeTaboJIiTiB MIPHCYTHOCTI 3a HAsIBHOCTI OKCaIilIaTHHY.

B3aemomis 3 ke

Y Bcix gocmigKeHHIX MallieHTH Oy TPOiHCTPYKTOBaHi PO IPUKOM KaneuuTabiHy
npoTrsaroM 30 xB micnst BXuUBaHHS 1Xi. OCKiNbKM HasIBHI faHi moqo 6e3meKy Ta
epekTUBHOCTI 6a3yI0ThCS Ha 3aCTOCYBaHHI KaneluTabiHy 3 ikKeto, TiKapChKui 3aciod
Kamnenutabin KPKA pekoMmeHOyeThca mpuiiMaTu 3 1keto. [IpuiioM KaneluTabiny 3 izketo
IIPHU3BOOUTD [0 CIIOBiIbHEHHS IIBUAKOCTI BCMOKTYBAHHS KanenuTaoiny.

Oco06.1ueocmi 3acmocyeaHHsi.



TokxcuuHa 0is, wWo 3anexcums 8i0 0o3u. [iapes, 0inb y JKUBOTI, Hy[I0Ta, CTOMATHUT, OOJIOHHO-
IiOIIIOBHUM CUHAPOM (IOJIOHHO-IIIOIIOBHI IKiPHI peakilii, JOJIOHHO-TIiIOIIOBHA €PUTPOIU3€ECTE3iq).
Binburicte He6axaHux edekTiB 000pOTHI i He TOTPeOyIOTh ITOBHOI BiIMiHM IIperapaTy, Xo4a Moxke
BUHUKHYTH HEOOXimHICTh y KOpeKIlil 03U a0o THMYacOoBil BiIMiHi mpenapary.

IHiapes. 3a XBOPUMHU 3 TSIKKOIO Aiape€ro CIIif peTeNlbHO CIIOCTEPIraTH, MPOBOASUH IM
perigpaTatiio i BifTHOBJIEHHS BTPaTH €JIeKTPOJIITiB Ipy Aerigparaiil. MoxyTb 0yTu
Ipu3HaYeHi CTaHJapPTHI IpOTUOiapeliHi mpenapaTy (Hanpukiag, donepamin). diapes 11
CTyIeHd 3a KputepisMmu HarioraneHoro oukosorivuoro inctutyry Kanagu (NCIC CTC)
BHM3HAYa€ETHCS K 30i/blIeHHS KinbKOCTi fedeKalriii no 4-6 pasiB Ha o0y 4u medekatiii
BHOUi. [Tiapes III cTymeHs BU3HaYa€THCS K 30i/blIeHHS KinbKOCTi medekalriii no 7-9 pasis
Ha go0y YM HeTpUMaHHS Kaiy i ManbaOcopOitis. [Iiapes IV cTyneHs BU3HA4Ya€eThCS SIK
30inbIIeHHS KinbKOCTi gedekariii =10 pasiB Ha o0y abo MacuBHa fiapes 3 HOMilIKaMU
KpoBi, a00 HeoOXigHICTh MPU3HAYEHHS IIapeHTepaNbHUX BIKMBaHb. [Ipu HEOOXIMHOCTI 03y
Ipernapary Cllif 3MeHIIUTH (IUB. po3ain «Croci0 3aCTOCyBaHHS Ta HO3U»).

[ezidpamauia. IToTpibHO moEepeaKyBaTH PO3BUTOK feTigpaTallii Ta 3/ifiCHIOBATH KOPEKIIii0
merimpaTaltiil y pa3i ii BUHUKHeHHS. [lerigpaTallisi Moxe IIBUKO PO3BUHYTHUCH ¥ XBOPHUX 3
aHOPEKCi€lo, acTeHiew, HygoTow, OmoBaHHsAM abo miapeero. [lerigpaTalis MOXe CIPUYUHUTHU
rOCTPY HUPKOBY HEOCTATHICTh, 0COONIMBO Yy MAIi€HTIB 3 yKe iCHyIOUUMU IOPYIIeHHIMU
GbyHK1il HUPOK abo0 y pa3i 3acToCyBaHHS KaneluTa0iHy OMHOYACHO 3 JTiKapChKUMU 3acobaMu
3 BiTOMOI0 HE(DPOTOKCUYHOIO fi€t0. ['0CTpa HUPKOBA HEJOCTATHICTh V¥ Pe3yJbTaTi
merigparairii Moxe OyTHU ITOTEHIINHO eTanbHOI0. [Ipu mosiBi gerimpaTauii II crymens (aGo Buie)
HeoOXimHO HeraHo NMPUNUHUTH JiKyBaHHS Kanenurabinom KPKA Ta mpoBecTu KOpEKIIiio
merigparallii. BimHOBIEHHS NTiKyBaHHS MOXKJIMBE IIPU afeKBaTHiM KOpeKIil ferifgpaTaiiil Ta
KOPEKIIil/KOHTPOJIi MPpUYMH npenumnitanil. Kopekiisa no3u y pa3i BUHUKHEHHS TPELUIIITYBaJIbHUX
n00iYHUX SIBUII] IIPOBOAUTHLCSA V Pa3i HeoOXimHOCTI (AuB. po3min «Crocib 3aCTOCyBaHHS Ta JO3U»).

Ilon0HHO-Ni0owo0BHUU CUHOPOM (CUHOHIMU: 00/0HHO-NIOOWOBHI WKIPHI peakuii, 0010HHO-NIO0WO0BHA
epumpodu3decme3sis, nepupepuyHa epumemda, CnpuyuHeHa ximiomepaniero). [10NOHHO-TTIIOIIIOBHUMN
CUHOPOM | CTyTleHs He MOPYIIyE IMOAEeHHOl aKTUBHOCTI XBOPOTO i IPOSIBISIETHCS OHIMIHHSAM,
rlapecTesieio, Au3ecTe3i€lo, MOKOoI0BaHHAM, 6e360micHuM HabpssKoM ab0 MOYepPBOHIHHSIM I0I0Hb
i/abo migomroB i/abo guckoMdopToM.

IonoHHO-TimOIIOBHMM cUHAPOM II CTymeHs ITPOosSBISETHCS GOMICHUM TOUEPBOHIHHSAM i
HaOpsSKOM KUCTeH PyK i/abo mifoiioB; BUKIUKAHUY IUMU IPOSiBAaMU IUCKOM@OPT MOPYIIyE
IIIONEeHHY aKTUBHICTh XBOpOro. [TepcucTtytounit abo TIXKKUHM NOTOHHO-IIINONIOBHUY CUHAPOM
(ctynens II abo BuIlle) MOXKe 3PEITOI0 ITPU3BECTH [0 BTPATH BifOUTKIB MablliB, 1[0 MOXKE
BINIMHYTH Ha igeHTUQIKaIiIo IaljieHTa.

HonorHo-igomwoBHUY cuHApoM III cTyneHs1 BU3HAYA€ETHCS K BOJIOTra JeCcKBaMallid,
YTBOPEHHS BUPA30K, I0siBa ITyXUPiB, TOCTPUY Oinb MOJIOHE i/ab0 mifoiIoB i/abo TAKKUK
nucKoMGOPT, 110 He fa€ MOXKJIMBOCTI MallieHTaM IIpalioBaTi ab0o 3aiiMaTHCS MOBCAKAEHHOIO
OiINIBbHICTIO.

Y pasi nosiBu gonoHHO-mifomoBHOro cuaapoMmy II abo III cTynens npuiioMm Kamnenuradiny
CJIi IPUTIMHUTHU 0O 3HUKHEHHS CHUMIITOMIB a0 IX 3MeHIIeHHS 100 | cTymeHs; Ipu HaCTyIHIA
nosiBi cuagpomy III cTymeHns mo3y KamenuTabiHy MOTPiOHO 3MEHIIUTHA. XBOPUM, SKi
OTHOYACHO OTPUMYIOTh TiKapchbkuit 3acid Kanenutabin KPKA i nucnnaTuH, He



PEKOMEHAYEThCS 3aCTOCOBYBATH BiTaMiH B (MipUAIOKCHH) 3 METOI0 CHMIITOMAaTUYHOTO abo
BTOPUHHOT0 MPOQITaKTUYHOTO JIIKyBaHHS JOJIOHHO-IIJOIIOBHOTO CUHAPOMY, OCKIJIBKY Lie
MOXKe MMPU3BECTH [0 3HUXKEHHS e(h)eKTUBHOCTI IUCIINTaTUHY. ICHYe HM3Ka OOKa3iB, 110
NEeKCIaHTeHON ePeKTUBHUY O MPOoDiTaKTUKY AOJIOHHO-TIIAOIIOBHOTO CUHAPOMY B
TaIli€HTIB, SIKi OTPUMYBasu KanenuTaOiH.

KapoiomokcuuHicmb. CIIeKTp NIpOsIBY KapAiOTOKCUYHOCTI IIPHU JIiKyBaHHI KanenuTadiHoM
aHaJIOTiYHUY TaKOMY IIPU 3aCTOCYBaHHI iHMMUX GTOPHipUMIOUHIB i BKII0Ya€ iHPpapKT MioKapza,
CTEHOKapAilo, apuTMilo, KapAioTeHHUH 110K, palliTOBY CMePTh, 3YIIUHKY Ceplisd, CepLeBy
HepocTaTHICTE i 3MiHu EKT (Bkmrogaroun ayxe pigkicHi Bunmagku nogosxeHHs iHTepBany QT). Lii
mo6iuHi peaxiril yacTille XxapakTepHi AJIs MallieHTiB 3 immeMiyH010 XBopo0oio cepus. [Ipu
3aCTOCyBaHHI KanenuTaliHy MOBiOMIISIOCS PO BUIAAKYU CEPLeBOi apuTMil (BKII04Yanyn
Gbibpunsuito MIyHOUKIB, MipyeTHY IUTYHOYKOBY Taxikapmito, Opafiukapaiio), cTeHoKapaii, iHdapKTy
MioKappa, cepleBoi HeJOoCTaTHOCTI, KapaioMionaTil. ToMmy HeoOXimHO 3 06epeXHiCTI0 TPU3HaYaTH
Kanerurta6in KPKA marienTam i3 KiHiYHO 3HAYYIIUM 3aXBOPIOBAHHSM CEpIIsi, apUTMi€0 i
CTEHOKapHi€w.

I'ino- abo zinepkaavuiemis. ITig yac miKyBaHHS KanelnuTa0iHOM IIOBiOMIISITIOCS PO Tiro- abo
rimepkarnblliemiro. 3 o0epexHicTio moTpiOHO mpu3HauaTu Kanenutabin KPKA mariientam i3
BUSIBJIEHOIO T'if0- a0o TrinepKanblieMilo.

3axe8opro8aHHs ueHmpaabHoi abo nepupepuuHoi Hepsosoi cucmemu. 3 00ePeKHICTIO TOTPIOHO
npu3HayvaTy Jikapcekui 3acid Kamnernurtabin KPKA namieHTaM i3 3aXBOpIOBaHHSAIMMU
IleHTPpanIbHol abo meprudepuyHol HEPBOBOI CUCTEMHU, HAIPHKIIaf i3 MeTacTa3aMU B T'OJIOBHUM
MO30K a00 HeBPOIaTi€lo.

Lykpoauiil diabem abo nopyuweHHs pieHAa esexkmpoaimia. 3 06epexkHICTIO MOTPIOHO MPHU3HAYATH
Kamenuta6in KPKA marientam i3 nykpoBuM nia6eToM ab0o MOpPYyLUIEHHSIM PiBHS €JIEKTPOJIITIB,
OCKIiIbKY 3aCTOCYBaHHS KaneluTabiHy Moxe IIPU3BOAUTHU OO YCKIagHEHHS iX mepe0iry.

AHMuKoaz2yasaHmu - noxioHi KymapuHy. Y OOCHiXKeHHi B3aEMO[il 3 0OQHOPA30BUM 3aCTOCYBaHHSIM
Bapdapuny crnocrepiranocs cyrTeBe 30inbiieHHsT cepenuboi Benuuunau AUC S-Bapdapuny (Ha
57 %), 110 CBiqYUTD ITPO HASIBHICTH B3aEMO[Iii, iMOBIpHO, B pe3y/IbTaTi MPUTHIYEHHS KaneluTabinom
muroxpoMy P450 2C9 i3odepmeHnTy. Y XBOpHX, SKi OMHOYACHO MPHUMAaIOTh KaneluTaliH i mepopanbHi
AHTUKOATYJISTHTHU - IIOXiIHI KyMapuHy, HeoO0XiIHO IPOBOOUTH AeTalbHUM MOHITOPUHT IIOKa3HUKIB
3ropTanHsa KpoBi (MHC a6o npoTpom6iHOBUI Yac) Ta migbupaTtu o3y aHTUKOATYISHTY.

BpusyduH. BpuBynuH MPOTUIIOKA3aHO 3aCTOCOBYBATHA OOHOYACHO 3 KamenuTtabinoM. ITicis Takol
JIiIKapChKO1 B3a€EMO{Iil MOBIIOMIISAIOCS PO JleTalbHi Bunafgku. [lepiof 04iKyBaHHS MiX 3aKiHYE€HHSIM
niKyBaHHS OPUBYOMHOM Ta [TOYATKOM Tepallil Kanenura0iHoM IOBUHEH CTaHOBUTH IOHaWMeHIe 4
TUXKHi. JIikyBaHHS OPHUBYIMHOM MOXKHa PO3M0YaTH Yepe3 24 TOOWHU IiC/s MPUIOMYy OCTaHHBOI 03U
KamenuTabiHy (IuB. po3ninu «IIpoTHUIoKa3aHHsA» Ta «B3aeMopmis 3 iHIIMMU JTiKapChbKUMU 3aco0aMu Ta
iHII BUOM B3aEMOMii»).

Y pagsi BumapiKkoBoro npuiioMy OpUBYIKUHY IalliEeHTaMH, SKi 3aCTOCOBYIOTh KaneuuTabiH, CIlif BXKUTH
e(eKTUBHUX 3aX0[iB 3 METOI0 3MEHILIEHHS TOKCUYHOCTI KaneuuTabiny. PeKoMeHOyeThCsl HeraliHa
rocmitanizatis. [ToTpiOHO po3moyaTy yci HeoOXimHi 3aX01 3 METO0 MMOIEPeIXKEeHHS CUCTEMHUX
iH(eKUid Ta merigpararil.

IopyweHHs pyHKuii nevinku. Y 3B’93Ky 3 BiICYTHICTIO HaHUX 3 Oe3meku Ta e(eKTUBHOCTI y
XBOPHX 3 TIOPYIIEHHSIMU QYHKIIII MEeYiHKHU ITifl 4YaC 3aCTOCYBaHHS JiIKapChKOTO 3aco0y



Kanenutabin KPKA Heo6xifHO IPOBOAUTY PETEIbHUM MOHITOPUHT CTaHy MAaIiEHTIB i3
NOpPYIIeHHAMY (QYHKIIil IIeYiHKU JIETKOTO Ta CEPefHbOr0 CTYIEHS TIKKOCTi, He3aJIexKHO Bif
HasIBHOCTI MeTacTa3iB y meuiHKy. fAKII0 B pe3ysbTaTi JiKyBaHHS KaneuuTabiHoM
CIIOCTepiraeThcs rinepbinipybiHeMis, 110 MepeBUIIye BEpXHIO MexXKy HopMu (BMH) 6inbi Hixk
y 3 pa3u abo migBUIYEThCS aKTUBHICTD NMeYiHKOBUX aMiHoTpaHchepas (AJIT, ACT) Ginblme
HiX y 2,5 pa3a nopiBHsSHO 3 BMH, 3acTocyBaHHs KanenuTabiny Cllig IPUIUHUTH.
3acTocyBaHHSA KameluTabiHy SK MOHOTepallil MOXHa BifHOBUTH NPU 3HUKEHHI PiBHSA
Oinipy6iHy Ta aKTUBHOCTI II€YiHKOBUX TpaHCaMiHa3 HUXKYe 3a BKa3aHi Mexi.

ITopyweHHs ¢pyHKUii HUpOK. YacToTa BUHUKHEHHS no0iunux peakui III ta IV cTymeHiB y xBopux 3
NOpYIIeHHAMY (YHKIIII HUPOK IIOMIPHOTO CTYIIeHS TAXKKOCTI (KJlipeHC KpeaTuHiHy - 30-50 MJ1/XB)
MigBUIIleHA MOPIBHSIHO 3 TAKO0 B 3arajibHid IPyIIli Nalli€HTIB.

Hegivyum OITI]. AxktuBHicts I € pakTOopoM, sikuit oOMexye KaTabomnism 5-OY (ouB. po3min
«®apMaKOIOriyHi BMacTUBOCTI»). ToMy nauieHTu 3 gedinutom [I1]1 Mar0Th MiABULIIEHUN PU3UK
BUHUKHEHHS II0B’s13aHOl 3 GTOPIMipUMiTMHAMU TOKCUYHOCTI, III0 IPOSBIISIETLCS, 30KPEMA,
CTOMATHUTOM, [iapee€ro, 3amaJeHHsIM CIIU30BHUX 000JI0HOK, HEUTPOIIEHI€I0 Ta HEHPOTOKCUYHICTIO.

[ToB’sa3ana 3 gedimurom I TOKCUYHICTL 3a3BUYall BUHUKAE IIiJl YaC MMEPIIOro Kypcy
nikyBaHHS abo Micis migBUIIEHHS HO3H.

[ToBuu# medinuT IIT]I

[Toau# gedimut OI1]1 € pigkicaum ctarnom (0,01-0,5 % ocib eBponeoigHoi pacu). [TamienTu 3
nmoBHUM fedinuToM [II1]] MaloTh BUCOKMM PU3UK HEOE3MEeYHOl IS XKUTTS, Y T. 4. JIeTalIbHOI,
TOKCUYHOCTI Ta He MOBUHHI 3aCTOCOBYBaTH Jlikapchkuil 3aci6 Kamernurtabin KPKA (mus.
po3main «IIpoTunoKa3aHHI»).

YactkoBuii medinut [I1]1

3a po3paxyHKaMu, yacTKoBui gedinut [I1]1 croctepiraetecsa y 3-9 % malli€eHTiB
eBponeoigHol pacu. IlanienTn 3 yactkoBuM Aedinurom I MaioTh MigBUILIEHUN PHU3UK
BUHUKHEHHS TSKKOI Ta MOTEHIINHO HeOe3meuHOl OJIs KUTTS TOKCUYHOCTI. [I7151 00MeKeHHsI
ITi€l TOKCUYHOCTI CITif PO3T/IIHYTY NUTaHHSA PO 3HMUKEHHS 104aTKoBO1 7o3u. Jedinut OI1]T
OTPiOHO BBaXKaTu (paKTOPOM, KU HeOOXigHO BpaxOByBaTH B IMTOENHAHHI 3 iHITUMU
PYTUHHUMHU ITOKA3HUKaMU [IPU BUPIIIEHH] IUTAHHA [P0 3HUXKEHHS N03U. JHUXKEHHS
II0YaTKOBOI JO3U MOXKe BIUIMHYTH Ha e()eKTUBHICTh TiKyBaHHS. Y pa3i BiCyTHOCTI CEepPi03HO1
TOKCHUYHOCTI [TOfaJIbIlli 03U MOXKYTh OyTU 30i/IbIlIeH] 3a YMOBU PETEIHHOI'0 MOHITOPUHTY.

TectyBanns Ha pmediuut II1M

I[Tepi HiXK pPo3MoYaTH 3aCTOCYBaHHS JIiKapchbKoro 3aco0y Kamernurabin KPKA
PEKOMEHOYETHCS IPOBECTU BU3HAUEHHS (PeHOTUIy Ta/ab0 reHOTUIy, He3BaXKayin Ha
HeBU3HAYEeHICTh WIOA0 ONTUMAJIbHUX METOMIB TeCTYBaHHSA Iepe[ JIiKyBaHHAM. Crif
BpPaxOBYyBaTH BifNOBigHI KIiHIYHI peKOMeHOalil.

['eHoTHIIYHA XapakKTepucTtuka gedimuty II1

TecTyBaHHS Ha pigkicHi MyTartil reHa DPYD nepep nikyBaHHAIM MOXKe ifeHTU(IKyBaTh
malfieHTiB i3 medinuTom IITI.



Yortupu Bapiaitii DPYD - ¢.1905 1G>A [Takox Bimomuii sk DPYD*2A], ¢.1679T>G
[DPYD*13], c.2846A>T Ta c.1236G>A/HapB3 - MOXYyTh CHPUYUHUTH ITOBHY BifCyTHICTb ab60
3HUKeHHS ¢hepMeHTaTUBHOI akTuBHOCTI [I1]]. [HIIi pifKicHi Bapiallil TaK0oX MOXKYTb OyTH
IIOB’sI3aHi 3 MiABUIIIEHUM PU3UKOM TAKKOI, ¥ T. 4. HeOe3MeYHOl IS JKUTTS, TOKCUYHOCTI.

Bimomo, 1110 eBHi roM0o3uroTHI a60 KoMOiHOBaHiI reTePO3UTr0THI MyTallil y 10Kyci rena DPYD
(HampuKiIam, KoMOiHallil YOTUPHOX Bapiallili 3i moHaliMeHIIe ogHUM aneneM ¢.1905 1G>A
abo ¢.1679T>G) cipuyuHSAIOTH TOBHY ab0 MaiiKe ITOBHY BiICyTHICTh (pepMEHTATHUBHOI
akTuBHOCTI OIII.

[TamieHTH 3 IeBHUMHU reTepo3uroTHUMH BapianisiMu DPYD (30kpeMa, Bapiaigil ¢.1905 1G>A,
c.1679T>G, ¢.2846A>T i c.1236G>A/HapB3) MatoTh MiABUINEHN PUIUK TIKKOI
TOKCHYHOCTI Iifl 4ac NiKyBaHHSA QTOPHIipUMigUHAMI.

Y nanieHTiB €BPOINEOINHOI Pacu 4acToTa reTepo3uroTHOro renotuny €.1905 1G>A B rexi
DPYD cranoButh npubnu3uo 1 %, ¢.2846A>T - 1,1 %, Bapiarriit c.1236G>A/HapB3 -
2,6-6,3 % Tta ¢.1679T>G - Big 0,07 % mo 0,1 %.

IaHi 110710 YaCTOTH YOTUPHOX Bapialliii DPYD B iHIIKX MOMyJIAIlisgX, KPiM €BPOIIEOiOHOI pacH,
obmexeHi. [Torenep yotupu Bapiairii DPYD (c.1905 1G> A, ¢.1679T> G, c.2846A> Ti
c.1236G>A/HapB3) BBaKal0ThCS MPAKTUYHO BifCyTHIMHU y IaIli€HTiB ahpUKaHCHKOTO
(aMepuKaHCHKOr0) a00 a3ifiCbKOI0 IMOXOIXKEeHHS.

QeHOTHOIUHA XapaKTepucTuKa medinuty 111

s peHoTuniuHOl XapakTepuctuku gediuuty [I1]] nepeq miKyBaHHSIM PEKOMEHTYETHCS
BM3HAUUTH PiBeHb eHJoreHHoro cyoctpaty HOIII ypamuny B mia3Mi KPoBi.

Bucoki KOHIleHTpallil ypaluiy Iepen TiKyBaHHSIM 0B’ g3aHi 3 MiABUIIEHUM PU3UKOM
TOKCHUYHOCTI. He3Baxkarouv Ha HEeBU3HAUYEHICTh [I0POTOBUX 3HA4YEHb ypaluily, 110 BKa3ylTh
Ha MOBHUU 4u YacTKoBui mediuut HIIII, crim BBaXkaTH, 10 PiBeHD ypaluiy B I1a3Mi KpPOBi
= 16 ar/mn ta < 150 Hr/mMn cBiguuTh Opo YacTKoBuM gediuut I i moB’si3aHuil 3
MiOBUIIEHUM PU3UKOM TOKCUYHOCTI PpropripuminuHy. PiBeHb ypaluny y KpoBi = 150 Hr/Mn
CJIifl BBaXKaTU 03HAKOIO MOBHOTO fAedinuty I Ta moB’g3yBaTy 3 PU3UKOM HeGe3MmeyHol Ais
XKUTTS, Y T. 4. JIeTaIbHOI, TOKCUYHOCTi GTOPHipUMiguHY.

O¢pmanvmonoziuHi yckaaoHeHHs. CTaH NaIi€HTIB CITifl peTelbHO KOHTPOIIOBATH III0I0
o(TanbMONOTiYHUX YCKIIagHEHDb, TAKUX K KepaTUT abo mopylIeHHs 3 60Ky POroBoi 060JI0HKHY,
0co0/IMBO ITPY HASIBHOCTI MOPYyIeHb 3 00Ky OpraHiB 30py B aHamHe3i. [Ipu KniHiuHik HE0OXigHOCTI
OTPiOHO po3MoYaTH JIiKyBaHHS IOPYLIEHD 30PY.

Tsocki wkipHi peakuii. JIikyBaHHS Kameuutabinom KPKA Moxke CIpUYMHUTY TSXKKi IIKipHI peakiii,
Taki K cuHapoM CTiBeHca-][;KOHCOHA Ta TOKCUYHUH eligepManbHuN HeKpoIti3. [ToTpi6HO ocTaTOYHO
IPUIMHUTH 3aCTOCYBaHHA NiKapchkoro 3aco0y Kanenntabin KPKA naiiieHTaM, y SKMX PO3BUHYIIUCS

TSKKIi IIKipHI peakiiii IpoTAroM 3aCTOCYyBaHHS IIpenapary.

OCKinbKY MpemnapaTr MiCTUTD SK IOMOMiXKHY pe40oBUHY 6€3BOHY JTaKTO3Y, NallieHTaM i3
BPOOKEHOI0 HETIEPEHOCUMICTIO TalaKTo3H, AedinuToM JakTa3u Jlamnma, mopyleHHSIM
BCMOKTYBaHHS TJTIOKO3U-TalaKTO3H1 He cIif 3acTocoByBaTu Kamerurtabin KPKA.



Tabnmetku npenapaty Kanerurtabin KPKA He cnifg mopmpioHioBaTu abo po3namyBaTH. [1pu KOHTAKTI
nauieHTa abo gorisigava 3 mogpibHeHUMU YM po3ylaMaHuMu TabmeTkamu mpemnapaTy Kameuutabin
KPKA MoxyTh BUHUKaATH 1M0OiuHi peakiril (quB. po3min «[1o6iuHi peakmii»).

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py0010.

KIHKY PenponyKTUBHOIO BiKY/KOHTpAIIENIIisd V YOIO0BIKIB Ta XKIHOK

2KiHKaM penmpogyKTUBHOIO BiKY CIIiJ] TOpPaAUTH 3amnobiraTy BariTHOCTI IPOTSITOM JIiKyBaHHS
KamenuTabinoM. [Ipy HacTaHHI BariTHOCTI IPOTATOM JIiKyBaHHS MOTPiOHO PO3’SICHUTH MaIli€HTI
TIOTEHUIMHUY HeTaTUBHUM BIIUB Ha mytif. Heo6xXigHO BUKOPUCTOBYBaTH €(DEeKTHBHI METOIU
KOHTpAIleMIlil IPOTSIroM JIiKyBaHHS Ta IIPOTIATOM 6 MiCSIIiB IIic/s MPUOMy OCTaHHBOI J031
KamenuTa0iny.

3 ornsigy Ha pe3yJbTaTH [OCHiXKeHb Ha TeHOTOKCHYHICTh, MallieHTaM 40JI0BidO0l CTaTi Ta iXHIiM
IapTHEPKaM PENpPOAYKTUBHOTO BiKy CJIii BAKOPUCTOBYBaTH e(PeKTHUBHI METOOM KOHTpaLeNIlil iy yac
JMiKyBaHHS Ta IPOTATOM 3 MiCSIIB MiCJg MIPUUOMY OCTaHHBOI 103U KamenuTabiny.

BaritHicTb

3acTocyBaHHS KaneuuTabiHy y BariTHUX He BUBYA/IOCS, OOHAK MOXKHA IPUILYCTUTH, 110
3aCTOCYBaHHS AAaHOTO JIiKapChKOro 3aco0y Moxe OyTH WIKIATTUBUM [JIs IJIOAA IIPU
3aCTOCYBaHHI BaTiTHUM. Y JOCHIIKEeHHIX PENPOTYKTUBHOI TOKCUYHOCTI Y TBAPUH
KarnenuTabiH cnpuYnHSAB eMOPioNeTanbHICTh Ta TEPATOTEHHICTD, IKi € OUiKyBaHUMU
eexkTaMu moxigHUX GTOPMiPUMIAUHY. 3aCTOCYBaHHS KaneluTabiny y Iepiofl BariTHOCTI
IIPOTUIIOKA3aHO.

[Iepion rogyBaHHSA TPYOOI0

HeMae maHuX I0J0 TPOHUKAHHS KanenuTabiHy y rpyaHe MOJIOKO JIIOOUHH. [oCTimKeHHs
00 BIJIMBY KameluTabiHy Ha BUPOOJIEHHS IPyOHOTO MOJIoKa abo HasgBHOCTI KanenuTaliny
B 'PYZHOMY MOJIOLI JIIOAVHY HE IIPOBOAUJIUCE. YV IPyIHOMY MOJIOL JIAKTYIOUUX MUIIeH Oynu
BHUSIBJIEHI 3HAYHi KiIbKOCTi KaneuuTabiHy Ta oro MeTtabostiTiB. OCKibKY MOTEHIIiINHA IIKOAA [JIs
HEMOBJIAT, 5IKi mepeOyBaloTh Ha I'PYAHOMY TOAyBaHHi, HEBifOMa, CIIi[l MIPUIUHUTY TOOYBaHHS TPYAII0
i Yac JiKyBaHHS KamnelnuTabiHOM Ta MPOTATOM 2 THXKHIB MiC/Is MIPUKXOMY MOTO OCTAHHbBOI TO3H.

DepTUNLHICTD

BigcyTHi gaHi mpo BIIMB KanenuTabiHy Ha GepTuIbHiCTh. Y 0a30Bi JOCTiIKEeHHS
3aCTOCyBaHHS KamelnuTa0iHy Oy BKIIIOUEHi TiMbKM Ti YONOBIKY Ta XKiHKM PENPOTYKTHBHOTO
BiKy, SIKi IIOTO[XKYyBaJINCS 3aCTOCOBYBATU NPUUHATHI METOAU KOHTPOJIIO HAPOAXKYBaHOCTI I
3ano0iraHHs BariTHOCTI MIPOTSTOM AOCIIIXKEHHS Ta BiIIIOBIHHOTO TepMiHy moToMy. Y
OOCTIIXXKEeHHSX Ha TBApAHAX CIIOCTEPIraBCs BIJIUB Ha (PEPTUNTHHICTS.

30amuicmb 8niusamu Ha weudKicmb peakyii npu KepyeaHHi asBmompaHcnopmom abo iHwumu
MexaHiamamu.

HpenapaT Ma€ He3HayHuM abo HOMipHHIZ BIIJINB Ha 30ATHICTh KepyBaTé TPAHCIIOPTHUMHU 3acobamu



Ta IPAIIOBATH 3i CKIafHUMU MexaHi3Mamu. KameruTabin MoKe CIPUUYMHUTH 3allaMOPOYEHHS,
cnabkicTh i HyIOTY.

Cnoci6 3acmocyeaHHs1 ma 0o3u.

[Tpenapar Kanernutabin KPKA moxe npu3HadaTu nuine KBamidikoBaHui nikap, SKUM Ma€e OOCBIA
3aCTOCYBaHHS aHTUHEOIJIACTUYHUX JIiKapChKUX 3aco0iB. [I/15 BCiX MallieHTiB peKOMEHI0OBAaHUH
peTeIpHUY MOHITOPUHT CTaHy IIPOTATOM IIEPIIOro UUKITY JTiKyBaHHS.

JIikyBaHHS CJIif BiIMiHMTY IIPU IIPOTPeCcyBaHHi 3aXBOPIOBAHHS a60 PO3BUTKY HEIIPUUHSITHOL
TOKCHAYHOCTI.

[IpenapaT mpuiiMaTh II€pPOpanIbHO, He Mi3Hille HixK 4epe3 30 XBUIMH IiCIIs BXKUBAHHS 1Xi,
3anmBaly4y BOJOIO.

MoHomepanis

Pak 06000801 KuwKu, Kos10peKkmasavHull pak ma paxK Mo/04Hoi 3as103u. PekoMeHIoBaHa IT0YaTKOBA
no6osa no3a Kanenura6iny KPKA gk afi'loBaHTHOI Teparil cTaHOBUTL 2500 Mr/M° MOBEpXHi Tina i
3aCTOCOBYETHCS Y BUTTISINI TPUTUKHEBUX LUKJIIB: IPUUMAIOTh IIOOHSA IIPOTATOM 2 TUXKHIB, HICJIS 40T 0
poOIATH TUKHEBY IepepBy. CymapHy m060By no3y Kanernutabiny KPKA po3nopminsioTs Ha ABa
npuiiomu (mo 1250 Mr/M° moBepxHi Tina 3paHKy i BBeuepi). PeKoMeHm0OBaHa 3arajbHa TPUBAJiCTh
ap’lI0BaHTHOI Teparril [ maiieHTiB 3 pakoM 06onoBoi kuiky 111 cTafdil cTaHOBUTDL 6 MicsIIiB.

KombiHosaHa mepanis

Pak moaouHoi 3as103u. Y pasi 3acTocyBaHHA KarneluTabiHy y KoMm0OiHalii 3 oljeTakcenoM
PEKOMeHI0BaHa I0YaTKOBa [03a [JId JiKyBaHHS METacTaTUYHOI0 paKy MOJIOYHOL 3271031
cTaHoBUTh 1o 1250 Mr/mM* 2 pa3u Ha fo0y IPOTAToM 2 TUKHIB 3 HOAIBIION THXHEBOIO
nepepBoro (y TOETHAHHI 3 AoLeTaKCeaoM 75 mr/m’ 1 pa3 y 3 TUXKHI y BUTTIAOL
BHYTPIITHLOBEHHOI iH(DYy3ii). [I[peMenuKallis mepopalbHIMKU KOPTUKOCTEPOIgaMu, TAKUMU SIK
meKcaMeTa30H, IPOBOAUTHCA Iepef BBeIeHHIM OOIeTaKCesly BiATIOBIIHO OO0 IHCTPYKLil As
3aCTOCYBaHHS JOIleTaKCesy MallieHTaM, SIKi OTPUMYIOTh KOMOiHallilo KanenuTaliH IITioc
[oLueTakcerl.

Pak 06000801 KuwKu, K0/0peKmaavHull pak, paxk wayHka. Y pexkuMi KoMOiHOBaHOTO JTiKyBaHHS
nmoyaTKoBy 03y KanenutaGiny KPKA HeoOxinHo 3MeHmmTH 10 800-1000 Mr/m* 2 pasu Ha
no6y IPOTATOM 2 THXHIB 3 HAaCTYIIHOIO THXKHEBOIO [IepepBoI0 Y [0 625 Mr/M” 2 pasu Ha
no6y mpu GesnepepBHOMY 3acTocyBaHHi. [Ipu KoMGiHaii 3 ipuroTeKanoM (200 mr/M’ y 1-i
IeHb) PeKOMeHI0BaHa M04YaTKOBa §03a CTaHOBHUTEL 800 Mr/M” 2 pa3u Ha 00y IPOTATOM 2
TUXKHIB 3 ITOAAJIBIIOI0 TUKHEBOIO IePepPBO0. BktoueHHs 6eBanu3yMady y cxeMmy
KOMOiHOBaHOTO 3aCTOCYBaHHS He BIIJIUBA€ Ha 1o4aTKOBY no3y Kanenutabiny KPKA.

[TpoTubGmnioBanbHi 3aco0u Ta IpeMeguKaliiio ais 3abe3rneyeHHs afeKBaTHOI rigpaTallii Mpu3Ha4aoTh
nalieHTaM, gKi OTpUMYIOTh JTikapchkuil 3aci6 Kanernurabin KPKA y kom6iHaltii 3 1ucniaTiHOM YU
OKCaJIiNIaTHHOM Iepe[l BBeNEHHIM IIUCIIJIaTUHY BiNIIOBIIHO O iHCTPYKIIil 719 3aCTOCYBaHHS
IIUCITAaTUHY Ta OKCAJIIIaTHHY. 3arajbHa peKOMeH0BaHa TPUBAJICTh afi loOBaHTHOI Teparil A



malfierTiB i3 pakom o6omoBoi kutiku 111 ctaii cTaHOBUTHL 6 MiCSIIiB.

o3y Kaneuntabiny KPKA po3paxoByioTh 3a IJIOIIEI0 TOBepxHi Tina. Y Tabnuugx 1, 2 HaBeneHi
PO3paxyHKH CTAHIAPTHOI Ta 3HUKEHOI 003U (IuB. «Kopekiis mo3u y mpotieci TiKyBaHHS») OIS
nmouaTKoBoi mo3u Kanenutabiny KPKA 1250 mr/m* a6o 1000 mr/m’.

Tabnuis 1

Po3paxyHKH CTaH[apTHOI Ta 3HUAKEHOl I04aTKoBoi f03u Kanenutabiny KPKA 1250 mr/m*

3aJIeKHO Bif IIJIOIII HOBEPXHI Tina

[Tromra Mosa 1250 mr/M’ (2 pa3u Ha F§o6y)
HgBePXHi TiNna, [[ToBHA mo3a KinpkicTh Tabnetok 150 mr i/abo [3HuXKeHa no3a |3HuXKEHa mo3a
M 1250 mr/™° 500 Mr Ha KOXEH IIPUIAOM (75 %) (50 %)
(3paHKy i BBeUepi) 950 mr/m* 625 Mr/m”
o3a Ha 1 150 mr 500 Mr J103a Ha Tlo3a Ha
IPUIOM, MT 1 mputiom, mr |1 mpuiiom, Mr
<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

Tabnuns 2

Po3paxyHKH CTaH[apTHOI Ta 3HMAKEHOl I04aTKoBoi fo3u Kanenutabiny KPKA 1000 mr/m*

3aJIe2KHO Bif IIIOIII HOBEPXHI Tina

[Tnoma Hosa 1000 mr/m’° (2 pa3u Ha go6y)
anerZ}Ii [ToBHa Ho3a KinbkicTh Tabnetok 150 mr i/abo|3HuKeHa mo3a |[3HMKEHA J03a
T4, M 1000 mr/™m* 500 Mr Ha KOXKeH IIPUIOM (75 %) (50 %)
(3paHKy i BBeUepi) 750 mr/™m> 500 mr/m*
TTo3a Ha 1 150 mr 500 mr TTo3a Ha 1 To3a Ha 1
[IPUKOM, MT' [IPUKOM, MT' [IPUKOM, MT
<1,26 1150 1 2 800 600
1,27-1,38 1300 - 2 1000 600
1,39-1,52 1450 1 2 1100 750
1,53-1,66 1600 - 2 1200 800
1,67-1,78 1750 1 2 1300 800
1,79-1,92 1800 3 1400 900
1,93-2,06 2000 - 4 1500 1000
2,07-2,18 2150 1 4 1600 1050
=2,19 2300 4 1750 1100




Kopekuisa 0o3u y npoueci sikyesaHHs

fABuia TokCcuYHOCTI npu nikyBaHHi Kaneuutabinom KPKA mMoxHa ycyHyTH
CHMIITOMaTUYHOIO Tepatnieto i/abo 3minow mo3u Kanenutabiny KPKA (nepepBaBiiu
nikyBaHHST @60 3MEHIIUBIIM 103y IIpernapary). JAKIo o3y J0BeI0Cs 3MEHIIUTH, Hafali 11 He
30i/IbIIYIOTE.

[Ipu siBUIIaX TOKCUYHOCTI, 5IKi, Ha TYMKY Jlikapsi, He CTaHyTh CEPHO3HUMHU i HE OYOYTh
3arpoxKyBaTH XKUTTIO (HalpUKJiIaf, ajomellis, 3MiHa CMaKOBUX Bif4yTTiB, 3MiHHU HIrTiB),
3aCTOCYBaHHS IIperapaTy MOXKHa IIPOAOBXKYBaTHU B Till caMil 031, He IIepepruBaryu
JIIKyBaHHS Ta He 3MEHILIYIOYU 03y IIpenapary.

[TarfieHTiB, gKi oTpUMYIOTh NliKyBaHHsA KamernuTtabinom KPKA, HeoOXigHO mMOTEPENUTH, 110
JIiKyBaHHS NMOTPiOHO MPUIMHUTY y pa3i PO3BUTKY MOMIpPHUX ab0 TAKKHUX TOKCUYHUX Peakilii.
fAK110 yepe3 TOKCUYHI sgBHUIIA 0yJI0 MPONYIIEeHO KijlbKa MPUOMiB KanenuTabiHy, To
IIPOMYIIeHi 103U He MOTPiOHO 3aCTOCOBYBATH IOMATKOBO.

I'emamosao2iuHa mokcu4Hicmob

XBOpPHUM i3 BUXimHMM piBHeM HelTpodinis <1,5 X 10°/1 i/abo TpomGonuTis <100 X 10°/1 He
MOXKHa ITpM3HavaTHy Tepariio KamenurabinoM. Teparito ciif Mpu3ynuHUTH, SKIIO i Yac
a6GopaTOPHOro MOCIIAXKEHHs BUABICHO 3HMXEHHS PiBHS HeiTpodinis <1,0 X 10°/1 abo
TpoMGoIMTIiB <75 X 10°/71.

Y Tabnuni 3 HaBOOATLCA PEKOMeHAllil A7 3MiHU N03U y BUNAAKy BUHUKHEHHS TOKCUYHUX SBUILL
BifITIOBIOHO 10 KPUTEPilB 03HAK TOKCUYHOCTI, 1110 YaCTO 3yCTpidaroThCs y KiiHini. Kpurepil
po3pob6neni HartionanesuuM oukosoriyaumM inctutyroMm Kanamu (NCIC CTC, Bepcis 1).

Tabmuig 3

Cxema 3uuxkeHHd no3u Kanenutabiny KPKA (3-tuxkHeBuil UK abo Oe3nepepBHe JTiKyBaHHS)

CrymiHb TOKCUYHOCTI 3@ 3MiHHU 003U MPOTATOM KypCy Teparii KopurysaHHs 1034 OJ14
manumu NCIC HaCTynHOTo nukKiy (%
[I0YaTKOBOI MO3HU)

CmyniHb I 103y He 3MiHIOITh 103y He 3MiHIOITh
CmyniHb II
- 3 TIEPIIIOI0 TIOSBOIO 100 %
03HAK TOKCUYHOCTI
- 3 IPYroI0 II0SBOI0 [IpunIMHUTH Tepaliio, JOKU 03HaKU 75 9%
03HaK TOKCHUYHOCTI TOKCUYHOCTI He 3MeHILIaThCA [0 cTynens 0-1
- 3 TPETELOIO MOSBOO 50 %
03HAK TOKCUYHOCTI
- 3 YeTBEPTOIO MOSBOIO .

. BigmiHuTH npenapar He 3acToCOBYETHCSA
03HAK TOKCUYHOCTI
CmyniHb IIT
- 3 TIEPIIIOI0 TIOSBOIO . 75 %
03HAK TOKCUYHOCTI [TpUnUHUTHU Tepariio, DoKX 03HAKHU
- 3 IPYTOI0 II0SIBOIO TOKCUYHOCTI He 3MeHIIaThCA [0 cTyneHs 0-1 50 %
03HAK TOKCUYHOCTI
- 3 TPETHOIO MOSTBOIO .

BigmiHuTH npenapar He 3acToCOBYETHCSA

03HaK TOKCHUYHOCTI
CmyniHb IV



- 3 [IepII0I0 IIOABOIO BigminuTu npenapat abo, SKIIO B iHTEpecax
03HaK TOKCUYHOCTI malieHTa JiKyBaHHS HE0OXigHO
IIPOLOBXKUTH, IIPUNIMHUTU Tepallilo, JOKU 50 %
O3HaK¥ TOKCUYHOCTI He 3MEHIIAaTLCA [0
crynens 0-1
- 3 IPYTrOI0 I0SBOIO

. BigmiHuTH npenapart He 3acTocoByeThCSA
03HaK TOKCAYHOCTI

3miHa 0o3u y pasi BUHUKHEHHA A8UW, MOKCUYHOCMI Npu 3acmocyBaHHi kaneuumabiHy npomszom 3-
MUXMCHeB8020 UUKAY Yy KOMOIHaUil 3 iHWUMU AiKapCbKumMu 3acobamu

3MiHy 03U IIpY BUHUKHEHH] SBUILl TOKCUYHOCTI IpY 3acTocyBaHHi Kanmenutabiny KPKA
IPOTSATOM 3-TUKHEBOT0 LMKy y KOMOiHallil 3 iHIIMMY JIiKapCbKUMU 3aco0aMu HeoOXimHO
IIPOBOJXTH BiATIOBIMHO mo Tabnuil 3 A KaneurTabiHy Ta BigmoOBiAHO M0 iHCTPYKILiM OIS
MeIMYHOTO 3aCTOCYBaHHS iHIIKX JIIKapChKUX 3ac00iB.

Ha mouaTKy KypcCy JiKyBaHHS ITpu HeOOXimHOCTI BifcTpoueHHs Teparil Kanenrurabinom
KPKA a6o iHmmmM mikapChKUM 3ac000M CJIifi TAKOXK MPUIIUHUTH 3aCTOCYBAHHS iHIITUX
IIperapariB, ax IIOKX 3aCTOCYBAHHS BCiX KOMIIOHEHTIB cxeMu Oye MOXKIUBUM.

[Tpy BUHUKHEHHI ITiJl Yac JIiIKyBaHHS TOKCUYHUX SIBUIL, K1 Ha OYMKY JIiKaps He 0B g3aHi 31
3aCcToCyBaHHSM KarenuTa0iny, Tepamniio Kamernura6inom KPKA HeoOXigHO TPOIOBKYBATH Ta
IIPOBECTH KOPEKIIilo T03H iHIIMX JTIKapChKKUX 3aC00iB - KOMIIOHEHTIB CXeMH BifTIOBIOHO [0
IHCTPYKUi# [JI1 MEOUYHOI'0 3aCTOCYyBaHHS.

Y pasi HeoOXiTHOCTI BiIMiHM iHIIMX JTiKapChKUX 3aC00iB, KOMIIOHEHTIB CXeMHU, JTiKyBaHHS
npenapatoM KanernuTta6in KPKA MoxKHa MPOMOBXUTY IIPU JOCATHEHHI HEOOXiIHUX YMOB IS
IIOBTOPHOTO IIpHM3HaueHHd mpenapaty Kanenutabin KPKA.

Bxa3aHi peKOMeH[allil CTOCYIOThCS BCiX MOKa3aHb [JId 3aCTOCYBaHHS Ta BCIX TPyl HAIli€HTIB.

3MiHa 003u npu BUHUKHEHHI SI8UW, MOKCUYHOCMI npu 6e3nepepsHOMY pexcuMi 3aCmocyB8aHHs
kaneuumabiHy y kombiHauii 3 iHWuMu aikapcvkumu 3acobamu

3MiHy m03U IIpY BUHUKHEHHI SBUI TOKCUYHOCTI ITpu 6e31epepBHOMY PeXUMi 3aCTOCYBaHHS
Kanernutabiny KPKA y kom0iHatiii 3 iHIIIMM TiKapCcbKUMM 3aco0aMu HeOOXiHO TPOBOIUTH
BigmoBimHO m0 Tabnuil 3 Ansa KaneuuTabiHy Ta BifIIOBIOHO [0 iHCTPYKIIM AJIS MEOUYHOTO
3aCTOCYBaHHS iHIIUX JTiIKapChKUX 3aC00iB.

Kopexkuia 0o3u 8 ocobausux sunadkax

X8opi 3 nopyweHHAMU pYyHKUiI neviHKu

Hanux 3 6e3neku Ta eheKTUBHOCTI y MAI[IEHTIB 3 MOPYIIEeHHAMY QYHKIIIl Ie4iHKA
HeOCTaTHLO [AJIs1 HaflaHHSI peKOMeHallill 3 Kopekiil fo3u. Hemae iHpopmail npo
NOpYIIeHHS (PYHKI] IeYiHKY BHACTIOOK HUPO3y ad0 remnaTury.

X80pi 3 nopyweHHAMU pYyHKUII HUPOK

KamernuTa0iH IPOTHUIIOKa3aHUHM XBOPUM i3 MOPYINEHHIMU QYHKII HUPOK TSIXKKOTO CTYIIEHS



(kmipeHc kpeaTtuHiny Huxk4Ye 30 Mi1/xB 3a KokpodToM-I'07ITOM Ha T0YaTKOBOMY PiBHi).
YacTtora BUHUKHEHHS 106iuHuX peakiil 11l abo IV cTymeHs y naIji€eHTiB 3 TOMipHUMHU
OpPYyIIeHHAMY (YHKII1 HUPOK (KiipeHC KpeatuHiHy 30-50 MJI/XB Ha MOYaTKOBOMY PiBHI)
MiOBUIIYETHCA IOPIBHIHO 3 TAKOIO Y 3arasibHil MOMy siil. [[7151 XBOPUX 3 BUXITHOIO ITOMiPHOIO
HUPKOBOIO HEIOCTATHICTIO PEKOMEH0BaHO 3MEHILIUTH [I0YaTKOBY 003y A0 75 % Bif
CTaHIapPTHOI (1250 mr/m%). [I71 XBOPUX 3 BUXIOHOI HOMiPHOI HEPKOBOIO
HEMOCTATHICTIO 3HUAKEHHS 11049aTKoBOI fo3u 1000 mMr/M° He moTpibHe. ITamieHTaM 3
HUPKOBO HEJOCTATHICTIO JIETKOTO CTYIEHS TAXKOCTI (KiipeHc KpeaTuHiHy 51-80 MI1/xB)
KOPEKIIisl T0YaTKOBOI 03U He MOTPiOHa.

PeKOMeHNIyeThCS PETeIbHUY MOHITOPUHT Ta HeralHe IlepepuBaHH JIIKYBaHHSA [IPU
BUHUKHeHHi nobiunux ssu 11, III abo IV cTyneHiB, a Tak0X Mofanbile KOPUTYBAHHS J03U
BifgmoBigHO 10 Tabnuui 3. [Tpu 3HMKEHHi piBHA KpeaTuHiny MeHIIe 30 MJI/XB TiKyBaHHS
Kanenurabinom KPKA HeoOxigHO TpUNMHUTH. PeKoMeHallil o010 KOpeKIil 1031 mpu
TTOMipHi¥ HUPKOBiY HEOOCTATHOCTiI OOHAKOBI K TP MOHOTepaIllii KaneuutabiHoM, Tak i mpu
kKoMOiHOBaHil Teparii.

ITayieHmu AIMHbO20 BiKY

KopuryBaHHS II04aTKOBOI 103U IIPpM MOHOTepatii kamenuTtabiHoM He noTpiObHe. [TpoTte y
xBopux BikoM Bif 60 pokis sBuiua III Ta [V cTyneHiB TOKCUYHOCTI PO3BUBAJIACS YaCTille, HixX
Yy MOJIOIINX ITalli€HTiB.

PexoMeHOyeThCA peTeNbHUY MOHITOPHUHT CTaHy XBOPHUX BiKOM Bif 60 pokis. Ilpu
3aCTOCYyBaHHI KanenuTabiny B KoMOiHallil 3 iHIMMMU JIiIKAapChKUMU 3ac00aMu y XBOPUX
JITHBOTO BiKYy (BikOM Bifl 65 poKiB) Bim3Havanacs Oinbilla yacToTa nmobiunux peakii III Ta IV
CTYIIEHIB TOKCAYHOCTI, Kl IPU3BEJIU 00 BiIMIHU JIIKyBaHHS, IOPIBHAHO 3 XBOPUMU
MOJIOZIIOTO BIKY.

ITpu nikysaHHi kaneuumabiHoM y KoMbiHauii 3 doyemakce0M y XBOPUX BiKoM Bif 60 pokiB
Bil3Havanocs 30inbuIeHHsS YacToTH Mob6iyHux peakiii 111 ta IV cryneniB TokcuuHocTi. ITamienTam
1iel BikoBoI KaTeropii npu kom6iHoBaHOMY NikyBaHHI Kanenurabinom KPKA Ta moueTakcenom
PEKOMEHAYETLCS 3MEHINTH I0YaTKOBy o3y KaneruTabiny KPKA mo 75 % (950 mr/m” 2 pasu Ha
no0y). 3a BiiCyTHOCTI SIBUIIl TOKCUYHOCTI y MallieHTiB BikoM Bif 60 pokiB mmif 4ac mikyBaHHS
3HUKEHOI0 TI0YaTKOBOIO /103010 KarnenuTtabiny y KoMOiHaIlil 3 [olleTakCcea0M q03y KamenuuTabiny
MO2KHa IOCTYTOBO 306inmbmuTH 1o 1250 Mr/M° 2 pasu Ha no0y.

Himu.

Beamneka i ebekTuBHICTh KanenuTabiHy A OiTel He BUBYAJIUCSH.

ITepedo3yeaHHs.

CuMnTOME rOCTPOTO Nlepefo3yBaHHA: HyNoTa, O/I0BaHHS, fiapesi, MyKO3UT, MOApPa3HeHHs ITyHKOBO-
KUIITKOBOI'0 TPAKTy Ta KPOBOTEUi, @ TaKOXK IPUTHIYEHHS KiCTKOBOTO MO3KY. JIiKyBaHHS IIOBUHHO
BK/IIOUATH CTaHAAPTHI TepaleBTUYHI Ta MifTPUMYyBaIbHi 3aX0AU 3 METOI0 KOPEKIIil KITiHiYHUX NIPOSBiB



Ta 3an00iraHHs MOXKIHBUX YCKITagHEHE.

ITobiuni peakuii.

3aranpHul mpodins Oe3neku KanenutabiHy cKilafieHO Ha OCHOBI mauux Oinbire 3000
TaIli€HTIB, SIKi 3aCTOCOBYBaIu KamnenuTabiH K MOHOTepaliio abo B KoM0OiHallil 3 pisHUMU
cxeMaMu XiMioTepariii 3a pi3HUMU T0OKa3aHHAMHU. [Ipodinb Oe3neku MOHOTEpaIil
KamenuTabiHOM ITpU MeTaCTaTUYHOMY PaKy MOJIOYHOI 3aJ103U, METACTaTUYHOMY
KOJIOPEKTaJIbHOMY PaKy Ta paKy 000[0BOl KUIIKY B afi'IOBaHTHIN Teparlil € IOPiBHAHHUM.

Ha6inpur yacTumu i/abo KIiHiYHO 3HaYMMUMU NMOOIYHUMY PeakilissMu, II0B’ I3aHUMU 3
NMiKyBaHHSM, Oynu peakiil 3 00Ky IIYHKOBO-KUIIKOBOTO TPaKTy (Hiapes, HymoTa, 6/1I0BaHHS,
Oi/1b y 2XKMBOTi, CTOMATUT), JOJIOHHO-IIIOIOBHUYM CUHAPOM ([OJIOHHO-IIiAONIIOBHA
E€PUTPONU3€eCTe3ist), CnabKiCTh, acTeHiss, aHOPEKCis, KapAiOTOKCUYHICTh, TPOTPEeCYyBaHHS
MOPYIIEHHS (QPYHKIIil HUPOK Y MallieHTiB 3 HUPKOBOIO HEJOCTATHICTIO, TPOMO03/eMO0Tis.

[To6iuHi peakiril, SKi po3raAmanuch K iMOBIPHO OB s3aHi 3i 3aCTOCYBaHHSIM KareluTaliny,
CIIOCTepiranaucs y AOCTigKEeHHSIX MOHOTepallil KanenuTa0iHOM Ta ¥ OOCHiAXKeHHIX
3aCTOCYBaHHS KaneuuTabiHy y koMmOiHallil 3 pisHuMM cxeMaMu XiMioTeparrii 3a pi3HuMHU
IIOKa3aHHSAMU.

II71st omucy 4acTOTH MOGIYHUX PeakIlili BUKOPUCTOBYIOTLCS TaKi KaTeropii: myzxe 4acTo
(=1/10), gacto (Big =1/100 mo <1/10), HeuacTo (Big =1/1000 mo <1/100), pigko (Bixg
=>1/10000 mo <1/1000), myxe pigko (<1/10000). ¥ xoxkHil rpymi mobiyHi peakiril
IIPeACTaBIeHO B MOPSIOKY 3MEHIIEeHHS TSIXKKOCTI.

Monomepanis kaneyumabiHom

Y Tabmnuui 4 HaBemeHO MOOiYHI peakilil, OB’ I3aHi 3 MOHOTEpaIIi€l0 KaneuTabiHoM.

Tabnuus 4
[ToGiyHi peaxiil y XBopuX IIpy MOHOTepaIllii KarnenuradiHoM

Knacudikanig 3a |dyxe dacTo Hacto HeuacTto Pinko/myxe pimko
CHCTEMaMHU (yci cTymeni) (yci cTyneni) (Ts12KKi i/a60 mobiumi (mOCBiz IOCT-
OprasiB peaxiii, 1o MApKETUHTOBOTO

3arpOKYIOTh KHUTTIO 3aCTOCYBaHHS)

(I11-1V cTymenst), a6o

[MemuuHO 3HAYYII)
THpekuil ma - [epmec (BipycHa Cermcuc, indexuii AHTI0HEBPOTUYHU
ineasii indexIis), CeYOBUX IIIIAXIB, HaOpsK (PimKo)

Ha30(hapUHTiT, [1e/II0JTiT, TOH3UJIIT,
iHdeKil HUXKHIX (apuHriT, KAHOUA03
mUXaIbHUX NUIIXIB  [pOTOBOI MOPOXKHUHY,
TDUTI, TACTPOEHTEPHT,
rpubKoBa iHGEKIIis,
indexkiis, abciec 3y0iB
[TobposKicHi, - - JTinmoma

310AKICHI ma
HEeYMOYHEHI
HOBOYMBOPEHHA




3 60Ky Kposi ma |- AHeMis, debpunpHa
1impamuuHoi HEUTPOIIEeHis HEUTPOIEHIf,
cucmemu [MaHIUTOIIeHis,
CPaHyJIOLUTOIIEHis,
TPOMOOLUTOIEHIS,
MelKOIeHis,
TeMOJIiTUYHA aHeMis,
30iMbIIEHHS
MHC/momoBXKeHHS
mPOTPOMOiIHOBOTO Yacy
3 6oky imyHHOI | - Peaxiii nigsuineHoil
cucmemu UyTIUBOCTI
3 6oky 06MiHY AHOpEKCis Ierimpararis, [lykpoBwuii miabGeT,
pevosuH i 3MEHIIEHHS Macu [rimoKajieMis, po3nagu
XapyuyB8aHHs Tina QIeTUTY, HeloINaHHs,,

rinepTpUriinepupemMis

[Tcuxi4yHi po3aadu

be3CoHHS, genpecis

CryTaHicTb
CBimOMOCTI, TOCTPUH
TPUBOXHUMU CTaH 3
[PeaKlIi€lo MaHiKy,
menpecuBHUN HACTPIH,
SHUXEHHS 1i0imo

3 6oky Hepsosoi
cucmemu

["omoBHMH Oinb,
3araJiIbMOBaHICTB,
3arraMOpOYeHHS,
rmapecTesii,
CIIOTBOPEHHST CMaKy

Adazist, mopyIneHHs
TaM’sITi, aTaKcis,
CUHKOIIE, PO3JIafiu
piBHOBAru, CEHCOPHI
po3nanu, nepudepuyHa
HeWpomnaris

[TOKCUYHa
meiikoeHedanonaTis
(nyxe pinko)

3 60Ky opeaHia
30py

30i/IbIIeHHS
CJILO30BUIiIEHHS,
KOH IOHKTHBIT,
Mogpa3HeHHs
OpraHiB 30py

SHUKEHHS TOCTPOTH
30Dy, OUIIONIA

CTeHO3 CIi3HUX
MIPOTOK (pifgKo),
[pO371agyu POTiBKU
(pimKo), KepaTUT
(pimko), KpamKoBUi
KepaTuT (pifKo)

3 60Ky opaaHis

3amamopouenHs, 6inb y

cayxy ma ByXax

1abipunmy

3 6oky cepus - - HecTrabinpHa DiOpUNIisa
CTeHOKapHisd, [ITYHOYKIB (pigKo),
CTEHOKapAid, [IONOBXKEHHS
imemis/iHpapKT inTepBany QT (pigko),
Miokappa, Gibpumnsanis [mipyeTHa MIyHOYKOBA
repencepab, apuTMis, |[Taxikapmis (pigko),
Taxikapmis, CHHycoBa [0pamukapmis (pimko),
Taxikapmgis, BiguyTTs Ba30cIas3M (pifko)
cepiebuTTs

3 60Ky cyouH - TpomOodediT [TpoM0603 rmubOKKUX BEH,
apTepianbHa

rinepTeH3is, meTexii,
apTepianbHa TinoTeH3id,

[TPUILIABHY,
mepudepuyHe BiguyTTs
XOJIOY

3 6oky OuxaavHoi | 3amuinka, HOCOBI  |/lereHeBa em6ortis,

cucmeMu, Op2aHis KPOBOTEUI, Kalllellb, [THEBMOTOPAKC,

2pyoHoI KaimKu
ma cepedoCmiHHA

pUHOpEes

KPOBOXapKaHHs, acTMa,
3aguIlKa Ipu
hisugHOMY

HaBaHTAXKEHHI




3 60Ky mpasHoi

Iliapes:, GII0BaHHS,

[T 1yHKOBO-KHUIIIKOBI

KumkoBa

cucmemu Hy[IOTa, CTOMATUT, [KpPOBOTeYi, 3all0pH, |[HEIPOXiAHICTh, aCIuT,
Oinb y KUBOTI Gine y BEpXHIX €eHTEPUT, TaCTPHUT,
Bigminax xKuBoTa, [mucdaris, 6inb y HUXKHIX
MMCIIeIICis, Bifgmiax KMBOTA,
[MeTeopuamM, cyxicTh [e30(arir,
V POTi Q6GmoMiHANbHUN
muckomMdopT,
racTpoe3odareanbHa
pedmokcHa XBopoOa,
KOJIiT, KPOB y (deKaisax
3 6oky - [inep6inipy6inemis, PKoBTsHULSA [leuinkoBa
2enamobiniapHoi BimTXuJIeHHS PiBHS HEIOCTAaTHICTh
cucmemu (byHKITIOHATBHUX (pimko),
MMEYiHKOBUX TECTIB X0JIECTaTUYHUN

renatuT (pimko)

3 6oky wkipu ma
niowKipHoi
KaimkosuHu®

I10JI0OHHO-IIiMOIIIOBHUH
CUHIPOM

BucumnanHs,
aIIoMellis, epUTEMaA,
CYXiCTh IIKIpH,
cBepOixK,
rineprirMeHTamis
[IKipYU, MaKyIsSpHi
BHUCHUIIAHHS,
3JIyIIEHHS LIKIpH,
mepMaTHuT,
MOPYLIEHHS
MirMeHTalril,
MOpYLIEHHS 3 GOKY
HITTiB

Y TBOpEeHHS IyXUpiB Ta
BUPA30K Ha IIKipi,
BHCHUITAHHS,

KPOIIMB' sTHKA, Peakirii
(hOTOUYTIIHUBOCTI,
epuTeMa IOJIOHb,
HaOpsAK 00IuYYs,
mypIypa, 000pOTHHHI
[IPOMEHEBUH CHHIPOM

[IKipHW#I YepPBOHUMN
BOBYAK (PigKo), TIXKKi
MKipHI peakirii, Taki
SIK CUHIPOM
CTtiBeHca-]I2KOHCOHA 1
TOKCUYHUH
emifepMaIbHUuU
HEKPOJIi3 (myxke
pimKo)

3 60Ky onopHo-

bib y KIiHIIBKAX,

HalOpsik cyrnobis, 6inb y

rpynsax

pyx08020 0inb y criuHi, KicTKax, 6inb y 061myyi,
anapamy ma apTpanris PUTIOHICTH OIIOPHO-
cnoayuHoi DPYXOBOI CHCTEMH,
MKAHUHU cabKicTh y M's13ax
3 6oky HUpoK ma | - [impoHedpos,
ceuosudisbHOI HeTPUMaHHS cedi,
cucmemu reMaTypis, HIKTypid,
MTiIBUINIEHHS PiBHSA
KpeaTUHIHY KPOBi
3 6oky - - BariHaibpHi KPOBOTEUl
penpodykmueHoi
cucmemu ma
MO10YHUX 30103
3azanvHi po3nadu |CnabkicTs, acTeHis [[apsAuka, HalOpsk, rapsiuka,
nepudepuyHi TPUTIOTOAiOH]
HaOpSIKH, CUMIITOMH, 03HOO0,
He3TyXKaHH, Oinb Y [MigBUIIEHHS

TeMIlepaTypH Tijia

*Ha 0CHOBI HOCTMapKETHHTOBOTO OOCBify, MePCUCTYIOuUMH a00 TIKKUN CUHIPOM [IOJIOHHO-
TiJOIIIOBHOI EPUTPOIU3ECTE3il MOXKe 3PEITOI0 IPU3BECTHU N0 BTPATH BifOUTKIB HaJBINB (IUB. PO3MIia
«Oco0IMBOCTI 3aCTOCYBaHHS»).

KombiHosaHa mepanis

Y Tabnuui 5 HaBefeHo Mo0iYHi peakilii, 3apeecTpoBaHi TP 3aCTOCYBaHHi KaneluTaliHy y
KoMOiHaIlil 3 pi3HUMU cXxeMaMU XiMioTeparrii 3a pi3HUMHU MoKa3aHHAMY Yy Oinbi HixK 3000




Malli€HTIB.

Iestki mobiyHi peakilii 4acTO CIIOCTePirarThCs Mpu XiMioTeparnii (Hanmpukitag, nepudpepudHa
CeHCOpHa He’poImaTis Mpu 3aCTOCYBaHHI golleTakcey ad0 OKCallilIaTAHY, peakilil
iOBUINEHOI YyTIUBOCTI ITPU 3aCTOCyBaHHi 6eBaiu3ymady). OmHaK He MOXKHA BUKITIOUUTH
TIOCUJIEHHS BKa3aHUX MOOIYHUX SBUII IIPU 3aCTOCYBaHHI KamenuTabiny.

Tabmuig 5

[ToGiuHi peakiiil y mauieHTiB, SKi oOTpuMyBanu KanenuTtabid y KoMOiHOBaHOMY JIiKyBaHHI,
IOMaTKOBO [0 THUX, IO CIIOCTEPIranucs Mpyu MOHOTepaIlrii KamenuTabiHoM abo

CIIOCTepiranaucs y Ipyi 3 OilbIl BUCOKOIO YaCTOTOIO IIOPiBHAHO 3 MOHOTEPAITIi€I0

KalenuTadiHoM

Knacudikaris 3a

[ly>Ke 4acTto

Yacto

Pigko/myxKe pigKo

KaHOUO03 POTOBOL IOPOXKHUHH,
iH(peKIIil BepXHiX AUXaTbHUX
[IISIXiB, PUHIT, TPUII, iHGeKil*,
repIiec POTOBOI TOPOXKHUHYI

CcUCTeMaMU (yci cTymeni) (yci cTymeni) (mocBim mocCT-

OpraHiB MapKETUHTOBOTO
3aCTOCYBaHHS)

THpekuii ma - OmnepisyBajbHUY JIALIAH,

iHeasil iH(deKIlil CeHOBUBIOHUX IIJIAXIB,

3 6oky kposi ma |HeiiTponenis*, [IpurHiueHHS KiCTKOBOTO MO3KY,
imgpamuyuHoi TeUKOTeHiT*, (beOpunbHa HeUTponeHis*
cucmemu HEeWTPONeHiYHa

rapsuka*,

TPOMOOIIUTOIIEHIS,

aHemisg*
3 60Ky iMyHHOT - Peakilil MigBUILIEHO] YYTIUBOCTI
cucmemu
3 60Ky 0OMiHY S3HMKeHHS anmeTuTy [[inmokanmiemis, rimoHaTpieMis,
DEevyoB8UH | rirmoMarHieMmisi, riloKamnbIlieMis,
XAPYYBAHHA rinepriikeMis

[TcuxiyHi po3aadu

Posnagu CHy, HECIIOKI

3 6oky Hepeosoi
cucmemu

[TapecTesii Ta
mu3ecTesii,
mepudepriHa
HeWpormaris,
mepudepriHa
CeHCOpHa Heulpomnaris,
CIIOTBOPEHHS CMaKy,
TOJIOBHUY OiNth

HelipoTOKCUYHICTh, TPEMOP,
HeBpaIrisi, peakilii migBUIIeHO01
UyTJIUBOCTI, rinecresis

3 60Ky opaaHis
30py

30iMIbIIIeHHS
CJIbO30BU/IiJICHHS

[TopyllieHHs 30PY, CYXICTh B
ouax, O6i/1b B 04ax, 3HUKEHHS
TOCTPOTH 30Dy, POIIINBUYATUN

3ip

3 60Ky opaaHis
cayxy ma
1abipuHmy

[13BiH y ByxaX, 3HUKEHHS CIIyXy

3 6oky cepus

dibpunsiis mepencepnb,

imewmisi/iHpapKT MioKapza




3 60Ky cyOuH

Habpsky HUXKHIX
KIiHITIBOK, apTepianbHa
rinepTeHsis,
TpoMO03/eMOoITisT*

[IpumnnuBy, apTepianbHa
TiMOTEeH3is, TinepTeH3uBHUMN
KpHU3, rapsyi npumnauey, ¢haebit

3 60Ky duxanvHoi
cucmemu, Op2aHis
2pyO0HOI KAimKu

ma cepedoCmiHHA

bine y ropii,
M13ecTesis IJI0TKU

['MKaBKa,
(hapuHTOapUHTeaTbHUN Oifb,
nucdoHis

3 6oxy mpasHoi
cucmemu

3amnop, gucnencis

KpoBoTeUdi 3 BepXHiX BifgisiB
IIIJTYHKOBO-KUIITKOBOTO TPAKTY,
BHPA3KU CITU30BOI 000IOHKHU
[POTOBOI IOPOXKHUHHU, TACTPHUT,
3OYTTS JKUBOTA,
ractpoe3odareanbHa
pediokcHa xBopoba, 6inb y
poTi, mucdaris, peKTanbHa
KpoBOTeda, 6inb y HUKHIX
BifflillaX XKUBOTa, OU3eCTe3id
POTOBOI IOPOKHWHY, TapecTe3is
[POTOBOI IOPOXKHUHY, TillecTe3is
POTOBOI IOPOXKHUHY,
IUCKOMMOPT y KUBOTI

3 6oKy
eenamobisiapHoi
cucmemu

BinxuneHHs pPiBHA
(YHKLIOHATBHUX TE€YiHKOBUX
TECTiB

3 6oky wkipu ma
niowkxipHoi
K/AIMKOBUHU

AJIOTIeNiq, IOPYLIEeHHSA
3 OOKy HirTiB

['neprigpos, epureMaTo3Hi
BUCUITaHHS, KPONIUB dHKA, HiuHa
MinBHUIlEeHA MiTIUBICTh

3 60Ky onopHo-
pYx08020
anapamy ma
cnoayyHoi
MKAHUHU

ApTparnrisi, Mianris,
Oinb y KiHIliBKax

binp y menemnax, M’ 43081
CIIa3Mu, TPU3M, C/IabKiCTh y
M’si3ax

3 60Ky HUPOK ma
ceuo8udinbHOT
cucmemu

[eMaTypis, IPOTEIHYpid,
3HUKEHHS KIIIPEeHCY
KpeaTUHIHY, QU3ypis

['ocTpa HUPKOBa
HEeIoCTaTHICTh
BHACIIiTOK
3HEBOJHEHHS (PiAKO)

3azanvhi po3aadu |[TinBUIIeHHS 3anasieHHsI CIM30BUX 000JIOHOK,
TeMIlepaTypH Tina, Oinb y KiHIIiBKax, 007Ib0Bi
cnabKiCTh, BiI4yTTs, 03HOO, Oilb y TPYyASX,
3araJbMOBaHiCTR*, TPUIIONOAIOHI CUMIITOMH,
HeIllepeHOCUMiCTh rapsyka*
iIBUINEHOI
TeMIepaTypu

[TowkoOxCeHHA | ['emMaTOMU

(mpasmu, paHu),

OMpYEHHA

*JacToTa BKJIIOYAE BCi CTYIEHi TSAKKOCTi, 3a BUHATKOM MMOOIYHUX Peakilifl, Bif3HaUYeHUX 3HAKOM «*»,

110 BKJTIO4any nuie nodiuni peakiii I1I-1V cTymens.

Okpewmi mo6iuHi peakirii

IlonoHHO-nidowoBHUll CUHOPOM




[Tpu 3acTocyBaHHi KaneuuTabiny B mo3i 1250 mr/M* 2 pa3u Ha {00y IPOTATOM 2 TUXKHIB 3
IIOAAJIBIIO0 TUKHEBOIO II€PEPBOI0 AOIOHHO-IIIAOIMIOBHNY CUHAPOM YCiX CTyIeHiB TAKKOCTI B
IOCTiIKEeHHSIX MOHOTeparii (ag'toBaHTHOI Teparil paky 0000BOi KUIIKY, TiKyBaHHS
MeTacTa3yl4doro KOJIOPEKTaIbHOTO PakKy, JiKyBaHHS paKy MOJIOYHOI 3a/1031) PEECTPYBABCS Y
53-60 % marieHTiB Ta ¥ 63 % XBOpUX i3 MeTacTa3ylouuM PakoM MOJIOYHOI 3271034 Y T'PYIIi
NMiKyBaHHS KaneuuTabinom/mouerakcenoM. ITpu 3acTocyBanHi KanenuTabiny B mo3i 1000
Mr/M° 2 pa3y Ha foOy IPOTATOM 2 THXKHIB 3 TOJAIbIIOI0 THXHEBOIO IePePBOI0 [OJIOHHO-
IiOOIIOBHUY CUHIPOM YCIX CTYIIEHIB TAXKKOCTI crocTepirascs y 22-30 % xBopux, fKi
OTpUMYyBasid KOMOiHOBaHe JTiKyBaHHS 3 KaneuuTadiHOM.

iapes

BuHuKHEHHS miapel i 4yac nmikyBaHHS KanmenuTabiHoM crioctepiranu y Maixke 50 % XBopux.
3 MifBUINEHUM PU3UKOM PO3BUTKY Hiapel Oyiu mMoB’sg3aHi: 30i/IbllIeHHS IT0YaTKOBOI 1031
KareruTabiny (y rpamax), 30ibIleHHST TPUBAJIOCTI JIiIKyBaHHS (THXKHi), 30i7TbIIIEHHS BiKY
nariesTa (mpupict Ha 10 pokiB), XKiHoYa cTaTh. 3i 3HUKEHHIM PU3UKY PO3BUTKY [fiapei Oynu
IIOB’sI3aHi: 3pOCTaHHS KyMYJISITUBHOI 03U Kaneuutabiny (0,1*kr) Ta BifHOCHOI
IHTEHCUBHOCTI JO3U Yy epIIi 6 TUXHIB JIIKyBaHHS.

KapdiomokcuuHicmb

OkpiM BKa3aHUX MOOIYHUX peakIlii Oy/Iu 3apeecTpoBaHi Taki mobiuHi peakii 3 4aCTOTOIO
menie 0,1 % npu MoHOTeparii kaneruTabiHOM: KaphioMiomnaTis, ceplieBa HEJOCTATHICTb,
IIJIYHOYKOBi EKCTPACUCTOJIU, PAlTOBA CMEPTh.

Enueganonamisn

Okpim BKa3aHUX MOOIYHUX peaklliii MOHOTepaIis KarnenutabiHoM acollitoBanach i3
BUHUKHEHHSM eHIledasomnarii 3 yactoroio Menie 0,1 %.

KoHmakm 3 nodpibHeHumu abo po3iamaHumu mabiemkamu kaneuumabiHy

Y pazi koHTakTy 3 nogpibHeHUMHU ab0 po3naMaHuMU TabmeTKaMu KamneluTa0iHy MOBimOMIISIOCS PO
Taki moOiuHi peakiiii: mogpa3HeHHs oyel, HaOpsK o4el, BUCUIIAHHS HA IIKipi, TOJTOBHUM Oifb,
mapecTesis, miapes, HygoTa, MOAPAa3HEeHHS IITYHKA Ta OJII0BaHHS.

ITobiyHi peakuii 8 0cobausux epynax navieHmis

ITauieHmu nimHb020 BIKY

Y narieHTiB BikoM Bif 60 pOKiB, SIKi 0OTpUMyBaiu MOHOTEpAIii0 Kanenurabinom Ta
KOMOiHOBaHe JIiKyBaHHS KamelnuTabiHOM i JolleTaKCesioM, CIIOCTepiranacs mifBuIeHa
YacTOoTa BUHMKHEeHHS nmobiuHux peakirit 11 ta IV cTyneHiB Ta cepiio3HUX MOOIYHUX PeaKIli,
IIOB’SI3aHUX i3 JTiKyBaHHSAM, ITIOPIBHSAHO 3 MallieHTamMu BikoM 0 60 pokiBs. [TallieHTiB BiKOM Bif
60 pokiB, gKi oTpuMyBanu KoMOiHOBaHe JTiKyBaHHS KareluTabiHOM Ta HOLleTaKCeIoM i
paHillle TPUNIUHUIIY JIiIKYBaHHS Yepe3 mo0iuHi peakilii, 6yso Giybine MOPIiBHSIHO 3 MalliEHTaMU
BiKOM 10 60 POKiB.

Cmamb



KiHo4a cTaTh CTAaTUCTUYHO JOCTOBIPHO II0B'A3aHa 3 MMIABUIIEHUM PU3UKOM PO3BUTKY
IOJIOHHO-IIiAOIIOBHOTO CUHAPOMY Ta fiapei, a TaK0XK 3HUKEHHSIM PU3UKY PO3BUTKY
HEUTPOIIEHII.

ITauieHmu 3 nopyweHHAMU PYHKUil HUPOK

Y namnieHTiB i3 NOpymIeHHIMY (PYHKIIIl HUPOK [0 [I0YaTKY JIIKyBaHHS, IKi OTPUMYBaJd
MOHOTEpaIio KanernuTabiHoM (3 MPUBOIY KOJIOPEKTAIbHOTO PAKy), CIIOCTEpiranocs
TigBUIEHHS YacToTH NMobivyHux peaktin 111 i IV cTyneHs, moB’i3aHux i3 MiKyBaHHIM,
IIOPiBHSTHO 3 XBOPUMH 3 HOPMaJIbHOIO (DYHKIIi€I0 HUPOK: 41 % - y IaIlieHTiB 3 HUPKOBOIO
He[IOCTaTHICTIO JIETKOTr'0 CTyNeHd Ta 54 % - y nalieHTiB 3 TOMIPHOI HUPKOBOO
HEJOCTaTHICTIO. Y MallieHTiB 3 IOMIPHOK HUPKOBOI HEIOCTATHICTIO YacCTillle BUHUKAlla
HeoOXimHiCTh y 3HMKeHH] 1031 (44 %) mopiBHSAHO 3 33 % Ta 32 % nalieHTiB 6e3 HUPKOBO1
HEe[O0CTAaTHOCTI Ta HUPKOBOI HENOCTATHICTIO JIETKOTO CTYIIEHS BiAIIOBIAHO 1 YacTiiie
CIIoCTepiranacsd mepefdacHa BigMiHa JikyBaHHS (y 21 % malli€eHTiB mif Yac MepIux ABOX
KYPCiB) TOPiBHSHO 3 5 % Ta 8 % y mauieHTiB 3 BifCyTHICTIO MOPYyIIeHHS (QYHKIIl HUPOK Ta
HUPKOBOIO HEIOCTATHICTIO JIETKOTO CTYIIEHS.

3BiTYyBaHHS MIPO IiI03pIOBaHi MOOiYHI peakirii

3BiTyBaHHS IO Migo3pioBaHi moOivyHi peakuii micis peecTpatii mikapcbKoro 3acoby Mae BeIUKe
3HauyeHHs. Lle mae 3mMory npoBoguTyu Ge3nepepBHE CIOCTEPeXKEHHS CIiBBiIHOIIEHHS MiXK KOPUCTIO i
pU3KMKaMH, TTOB’I3aHUMHU i3 3aCTOCYBaHHSIM JiKapchKoro 3aco0y. CrellianicTyu y rany3i oXopoHu
3[0POB’s TOBMHHI ITOflaBaTH iH(popMaliito npo 6yab-AKi migo3poBaHi mobidyHi peakilil 3a 4OIOMOTO0I0
HalIliOHAJILHOI CUCTEMH 3BiTHOCTI.

Tepmin npudamHocmi. 3 POKHU.

YMoBH 30epiranHs. 36epiratu npu Temmnepatypi He Buiie 25 °C. 30epirati y HeOCTYIIHOMY ISt
OiTey Micrii.

YnakoBka. ITo 10 Tabnetok y 6micTepi; mo 3, 6 abo 12 6micTepiB y KapTOHHi#M KOPOOITi.

Kareropis Bignmycky. 3a perenrtom.

BupoOHHK.

KPKA, n.m., HoBo mecTto/KRKA, d.d., Novo mesto.



Micie3HaxoaKeHHsI BAPOOHHKA Ta afipeca MicCIisi MPOBAi2KeHHsI HOTO Tis/TbHOCTI.
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