IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

OkcarimiaTuH AMakca

Oxaliplatin Amaxa

CKkn1ao:
ditoua pevo8uHa: OKCaillIaThH;
1 M1 KOHIIEHTpaTy MICTUTh 5 MI' OKCaJIillJIaTUHY;

0onomidcHa pevuosuHa: Boga Ajs iH eKIIii.

JlikapcbKka ¢popMa. KoHIleHTpaT A7 PO34YUHY A iHQY3ii.

OcHogHi ¢i3uko-ximiuHi 81acmusocmi: mpo3opuit 6e30apBHUM PO3UKH.

dapMakoTepaneBTHYHA Ipyna. [HIli aHTUHEONIaCTUYHI 3aC00U, CITONYKY IIJIaTUHH.

Kom ATX LO1X A03.

dPapmako102iuHi 8 1acmueocmi.
dapmakoOuHamika.

OxkcarinmaTuH AMakca - aHTUHEOIIJTaCTUYHUY JTiKapChKUH 3aci0, 1110 HaleXXUTh 00 HOBOTO KJIacy
CIIOJIYK Ha OCHOBI MJIaTUHMU, IKi MICTITh KOMIIJIEKC aTOMY IJIaTUHU 3 1,2-AiaMiHOIMKIOT€KCaHOM
(DALT) Ta oKCcanaTHy Tpymy.

Okcaminnatud AMakca siBisie co0oro equuuit eHaHtiomep (SP-4-2)-[(1R,2R)-miuknorekcan-1,2-miamin-
kN, kN¢] [eTarmioaT(2-)-kO’, kO] mnaTuru.

OxcarinnaTuH AMakca IpPOSIBJISIE IIIUPOKUY CIEKTP K UUTOTOKCUYHOCTI in vitro, Tax i
IPOTUIYXJIMHHOI @KTUBHOCTI iN Vivo Ha Pi3HOMAaHITHUX MOMENAX MyXJIMHHUX CUCTEM, BKIII0Yal04n
MOZeJIi KOJIOPEKTaIbHOr0 paky jaoauau. OKcasimiaTtud AMakca TakK0X AEeMOHCTPYE in vitro Ta in vivo
aKTHBHICTb Ha PI3HOMaHITHUX MOAENAIX PE3UCTEHTHUX [0 UUCIUIATUHY IyXJIH.

CnocTepiraetbcs K in vitro, Tak i in vivo cuHepriyHa HIMUTOTOKCUYHA Hisl y KoMOiHaIril 3 5-
¢dbropypauunom (5-0Y).

HocnmigxeHHsT MeXaHi3My Ail OKCainaaTUHy, X04a i He [0 KiHIIA Ie MOsICHEHOT0, IeMOHCTPYIOTh, III0



BOJIHI ITOXifHi, sIKi yTBOPIOIOTHCS BHACIIAOK OioTpaHcdopMaliil okcaminaaTuy, B3aemogitots 3 [JTHK 3
YTBOPEHHSAM $IK MiX-, TaK i BHyTPIIIHbOJIAHLIOTOBUX II€pPEeXPEeCHUX 3B A3KiB, 1110 IPU3BOIUTE IO
nopyleHas cuHTedy JHK, 110 3yMOBIII0€ IUTOTOKCUYHY Ta IPOTUILYXJIMHHY [il0.

Y manieHTiB 3 MeTacTa3yluuM KOJIOPEeKTaJIbHIM PAaKOM IOBiJOMIISITIOCH IPO e(DEeKTUBHICTh
oKcaninnatuay (85 Mr/m”> KoXHi 2 THXHI) y HoefHaHHi 3 5-OV/honinoBow KucnoTow (PK) y TpHOX
KJIIHIYHUX OOCIIMXeHHIX:

- Y mocnipgxenni EFC2962 nepmol nminil nikyBauH4 Il ¢pa3u 3 goma rpynamu nopiBHsAHHES 420
nalieHTiB 6y1u JOBiNbHO po3mnopineHi abo mist nmikyBaHHs Tinbku 5-OYV/OK (LVSFU2, N=210), abo
nJ1st KoMOiHOBaHOTO JiKyBaHHS oKcajinnatuHoM 3 5-OY/OK (FOLFOX4, N=210).

- Y nopiBasaneHOMY mocrigkeHHI EFC4584 III ¢a3u 3a y4acTio TpbOX IPYI HALi€HTIB, SIKi
oflepKyBaJlM JIiKyBaHHS paHillle, malieHTH ¥ KinbKocTi 821 ocoba 3 pe3uCTEeHTHICTIO [0
KoMOiHOBaHOTO iKyBaHHS ipuHOTEKaHOM (CPT-11) 5-OY/®K Oynu moBinbHO pO3NOieHi qis
nikyBaHHS Tinbku 5-OY/®K (LV5FU2, N=275), okcaninnaTuHoM 5K MoHoTeparieio (N=275), abo
nikyBaHHS KoMOiHani€o okcamnimnatuny 3 5-0Y/OK (FOLFOX4, N=271).

- HexkouTtpomnvoBane gocnimxkenns EFC2964 II ¢a3u BKI0O4aso Nalli€HTIB i3 pe3UCTEHTHICTIO OO0
nikyBaHHA TinbKu 5-OV/@K, sKi B paMKax J0CigKeHHS ofepkKyBaiu KoMOiHOBaHe TiKyBaHHS
okcamimiatuaoM 1a 5-O0YV/OK (FOLFOX4, N=57).

[IBa paHnoMi3oBaHUX KITiHIYHUX mociigxeHHSa - EFC2962 3a y4acTio XBOpUX, K1 OTpUMYyBaju
Tepartito nepimol nixii, Ta EFC4584 3a yyacTio nauieHTiB, SKi ofilepKyBau TiKyBaHHS paHillle,
IIPOJIEMOHCTPYBaJI 3HAaYHO BUILIKY piBeHb BifNOBIAi i TpuBastilie BuKUBaHHS 0€3 IPOrpecyBaHHs
3axBopioBaHHd (BBII)/4ac go nporpecyBaHHs 3axBoproBaHHSA (Y]II1) mopiBHAHO 3 nalieHTaMu, IKi
omepxkyBanu Tinbku 5-OY/OK. V mocnigxenHi EFC4584, 1110 mpoBOgXIOCH 3a Y4aCTIO MAlli€HTIB, SKi
paHillle MPOXOOUIIH ITOIEPeIHE JTiKyBaHHS Ta Oy/IM HeCIPUNHSTINBI 10 HBOTO, PI3HUIIST MeiaHu
3arajabHOl BUXKUBAHOCTI (3B) MiX rpymnaMu NiKyBaHHS OKcasinmaTuHOM Ta 5-OY/OK mopiBHAHO 3
rpyIolo JIikyBaHHA TinbkU 5-OYV/OK He focdAria CTaTUCTAYHO 3HAUYYIIOTO PiBHA.

Tabnuus 1

PiBens kiiHiuHO1 edexTuBHOCTI cxeMu FOLFOX4 mopiBHsAHO 3i cxemoro LV5FU2

JacToTa BUHUKHEHHST TEPANeBTUYHOI LV5FU2 FOLFOX4 MoHoTeparis
BigmoBimi, % (IOI = 95 %) He3anexXHUN OKCAJTiIIJIaTHHOM
pPafionoriyHuy KOHTPOJIb, aHalli3 cepen yCix
MAaI€HTIB, 3ay4eHux y gocuaigxkerHs (ITT-
QHAITI3)

Tepamnis nepiroro su6opy EFC2962 22 (16-27) 49 (42-56)
Binmosins oIliHIOBaacsa KOXKHI 8 TUXKHIB Kputepiit P = 0,0001 NA*

[laiieHTH, SKi paHillle OTPUMYBaIN
npotunyxnarHHe nikyBaHHd EFC4584 0,7 11,1 1,1

(HeuyTnusi go CPT-11 5-OY/0K) (0,0-2,7) (7,6-15,5) (0,2-3,2)
BinnoBimb olfiHIOBasacs KOXKHi 6 THXKHIB Kputepiit P <0,0001
[lamieHTH, IKi paHillle OTPUMYBaJIX
npoTunyxiavHHe nikysanHd EFC2964 NA* 23 NA*
(HewyTnuBi go 5-OY/PK) (13-36)
BinmoBinob orliHioBasiacs KoXKHi 12 THXKHIB

NA* - He 3aCTOCOBYETHCH.



Tabnuns 2

Meniana BbIT/memiana YJII1: cxema FOLFOX4 mopiBHsAHO 3i cxemoio LVSFU2

Mepniana BBIT/9OIT micami (OI 95 %) LV5FU2 FOLFOX4 MoHoTepatmis
He3alleXXKHUK PafioIoTiYHuK KOHTPOITh OKCaJIiIIaTUHOM
(ITT-aHamia)
Tepamis nepioro Bu6opy 6,0 8,2
EFC2962 (BEII) (5,5-6,5) (7,2-8,8) NA*
JlorpaHroBul KpUTEpin
P =0,0003
[lamieHTy, IKi paHillle OTPUMYBaJIX 2,0 5,3 2,1
OpOTUNYXIKMHHE JiKyBaHHA EFC4584 (1,8-2,9) (4,7-6,1) (1,6-2,7)
(90IT) (HeuyTnusi mo CPT-11 5-0OY/®K) JlorpaHroBUi KpUTEPIii
P <0,0001
[lamieHTH, SKi paHillle OTPUMYBaJIA 51
npotunyxnarHHe nikyBaHHd EFC2964 NA* (?’) 1-5,7) NA*
(HeuyTnusi o 5-OY/DK) T
NA* - He 3aCTOCOBYETHCH.
Tabmuig 3

Mepniana 3aranbHoro BuxkuBaHHS (3B): cxema FOLFOX4 nopiBHsHO 3i cxeMoio LV5FU2

Mepmiata 3B, micani (I = 95 %) LV5FU2 FOLFOX4 MonoTeparis
(ITT-anamia) OKCAJIIIJIaTUHOM
Tepamnis nepiroro sBu6opy EFC2962 14,7 16,2
(13,0-18,2) (14,7-18,2) NA*
Jlorpanrosuu kpurepiu P = 0,12
[lamieHTH, SKi paHillle OTPUMYBaIN 8,8 9,9 81
nmikyBaHHS EFC4584 (7,3-9,3) (9,1-10,5) ,7’ 2-8,7)
(reuyTnusi fo CPT-11 5-0Y/0K) TTorpanrosuit KpuTepiit P = 0,09 [
[lamieHTy, IKi paHillle QTPUMYBaJIX 108
nmikyBaHHA EFC2964 NA* @ ’3_12 8) INA*
(HewyTnusi go 5-OY/0K) ! !

NA* - He 3aCTOCOBYETHCS.

Cepepn narnieHTiB, sKi omepxKyBanu JIikyBaHHS paHimle (EFC4584) i manu cuMITOMM Ha IOYaTKy
nikyBaHHS, Oiblla YaCTHHA MicIs JTiIKYBaHHS OKcasinnaTuHOM Ta 5-OV/®K Biguynu 3HauHe

IIOKPAIeHHSI CUMIITOMIB, II0B'I3aHUX 13 3aXBOPIOBaHHAM, [IOPIBHAHO 3 NAllieHTaMH, IKi OfepXKyBasu

nikyBaHHSA Tinbku 5-OY/OK (27,7 % npotu 14,6 %, P = 0,0033).

Cepeq marfieHTiB, sIKi He ofepKyBanu JTikyBaHHs paHime (EFC2962), He 6yi0 BUSBIEHO CTATUCTUYHO

3HAQYYIIOl Pi3HUILI MiXK ABOMAa rpynaMu JiKyBaHHS 3a XKOOHUM IIOKa3HUKOM SKOCTi KUTTS. OfHaK
IIOKa3HUKM SKOCTi KUTTS IIPX BUMipIOBaHHI TOKa3HUKIB 3arajbHOT0 CTaHy 370pOB’s i 6010 Oyu
3arajioM Kpallli y KOHTPOJIbHIN I'pymi Ta ripii 3a moKa3HUKaMU Hy[JOTH i OJI0BaHHS y I'PyIi
JIiKyBaHHS OKCaJinaaTuHOM. Y nopiBHANbHOMY gociigxkerHi (EFC3313) III ¢da3u MOSAIC 2246
natienTiB (899 y crapii [I/B2 3a [IrtokoM Ta 1347 y ctagil I1I/C 3a [Ip10KOM), SKUM ITPOBOAMIN

aJ'10BaHTHY Teparito, 6yIu JOBibHO PO3MOMiNeHi mics MoBHOI Pe3eKIlil IepBUHHOI MyXJIMHU PaKy
TOBCTOTO KUIIIEUHUKY a0o s mikyBaHHA Tinbku 5-OV/PK (LVSFU2, N = 1123 (B2/C = 448/675), abo
nJ1st KoMOiHOBaHOTO JIiKyBaHHS oKcajinnatuioM Tta 5-OY/OK (FOLFOX4, N = 1123 (B2/C) =



451/672).
Tabnuisa 4

EFC3313: 3-piune BukrBaHHS 6e3 03HaK 3axBopioBaHHS (ITT-aHami3)* gus yciei rpymu maijieHTiB

['pyna JIiKyBaHHS LV5FU2 FOLFOX4
BigcoTok xBopuX i3 3-piuHuM BuXKUBaHHSIM 06e3  |73,3 78,7
peunpuBy 3axBoproBaHHA ([II = 95 %) (70,6-75,9) (76,2-81,1)
CriBBigHOIeHHS pu3ukKis ([II = 95 %) 0,76 (0,64-0,89)

CrpatudikoBaHUM TOTPAHTOBUN KPUTEPIN P = 0,0008

*MepiaHa ITOMANIBIIOrO CIIOCTEPeXKEeHH CTaHOBUIA 44,2 Micsans (ycCi nalieHTy CIoCTepiraauch
BIIPOAOBXK I[OHAWMeEHIIe 3 POKIB MiC/Isl 3aBePIIeHHS JIIKyBaHHS).

IocmimXeHHsT MPOOEeMOHCTPYBAJIO 3arajabHy 3HAUYINy IepeBary 3 TOYKHU 30py 3-pivHOI BUKHUBAHOCTI
0e3 03HAK 3aXBOPIOBAHHS OJIS TPYIH JIiKyBaHHS KoMOiHaIi€o okcamimnaTury Ta 5-0Y/®K (FOLFOX4)
MOPIBHSHO 3 JiKyBaHHAM TinbKu 5-OY/OK (LV5SFU2).

Tabmuig 5

EFC3313: 3-piuHe BuxuBaHHS 0e3 03HaK 3axBopioBaHHs (ITT-aHanmi3)* 3amexkHo0 Bif cTafil XBopoOu

Crais II Crapist III
Crapist xBopoOu (B2 3a knacudikarrieto C A . )

ITbioKa) (C 3a knacudikarieio [IpioKa)
JlikyBasnbHa rpyma LV5FU?2 FOLFOX4  LV5FU2 FOLFOX4
saxpoprosanust (11 = 95 %) (80,9-87,7) (84,3-90,5) (62,2-69,5) (69,4-76,2)
CriBBigHOIIIEHHST PU3UKIiB 0,79 0,75
(OI = 95 %) (0,57-1,09) (0,62-0,90)
JlorpaHroBuUil KPUTEPIU P =0,151 P = 0,002

*MepiaHa ITOAANBIIOrO CIIOCTEPeXKEeHH CTaHOBUIA 44,2 Micsans (ycCi Iali€eHTy CIoCTepiraauch
BIIPOAOBXK IOHAKWMEHIIE 3 POKIB MiC/Is 3aBePIIEHHS JIIKyBaHHS).

3aranpHa BuxkuBaHIicTh (ITT-aHanmis).

Ha yac npoBepneHHs aHani3y 3-piyHOro BUKKUBaHHS 0e3 03HAK 3aXBOPIOBAHHS, SKUI OB IEPBUHHOIO
KiHLIeBO TOUKOMW pocuigxkeHHss MOSAIC, 85,1 % mallieHTiB 3a/IUIIUIIACS XKUBUMU V TPy JIiIKyBaHHSA
FOLFOX4 npotu 83,8 % y rpymi nikyBanHg LVS5FU2. Lle cBiguuso npo 3arajbHe 3MEHIIEHHS PU3UKY
cMmepTtHOCTI Ha 10 % Ha KopucTth rpynu FOLFOX4, 1110 He mocsArano CTaTUCTUYHO 3HAYMMOI Pi3HHUII
(cniBBigHOmMEHHS pu3uKy = 0,90). KinbkicHi noka3Huku ctanosunu 92,2 % npotu 92,4 % y migrpymi
i3 3axBopioBanHaM I ctapii (B2 3a [Ipiokom) (cmiBBigHOmEHHS pu3uky = 1,01) ta 80,4 % npotu 78,1
% y migrpymi i3 3axBoproBa"HaM III crapil (C 3a [IpiokoM) (cmiBBigHOWIEHHS pu3uky = 0,87) nns
FOLFOX4 ta LV5FU2 BinmoBinHoO.

MoHoTeparlis OKCcalilIaTUHOM OLiHIOBalacsd OIS NegiaTPpU4YHOl IPYNH ¥ OBOX OOCHiAXeHHAX | ¢pa3u
(69 marmienTiB) i gBoxX mocnimxkeHHaX II ¢as3u (166 marieHTiB). Y Limomy NTiKyBaHHSA OTpUMYyBanu 235
nefiaTpUYHUX NaLieHTiB (BiKOM Bif 7 Mic4IliB mo 22 pOKiB) i3 TBepauMu nyxiauHaMu. EQekTuBHICTh
MOHOTEpAIlii OKCaiMIaTHHOM y IefliaTPUYHUX I'PyIax JIiKyBaHHS BCTaHOBJIeHa He Oyia. Halip B
o60x mocnimxenHsx II ga3u Oymo 3ynuHeHO Yyepes BiACYTHICTh BiAMOBIAI MyXTUHMU.



dapmakoKiHemuxka.

dapmakoKiHeTHKa OKpeMUX aKTUBHUX CIIONIYK He BHBUYanacs. ®apMakokiHeTHKa ynbTpadinbTpoBaHol
IJIATUHU, IPENCTABIeHOI CYMIIIIITIO BCiX BiTbHUX, aKTHUBHUX Ta HEAKTUBHUX MOJIEKYJ IIJIaTUHHU, ITiCTS
OBOTOOMHHOI iH(DYy3ii okcaninmaTuHy B 0o3i 130 mr/mM” KoxHi 3 TuXHi (Big 1 Do 5 UMKITiB) Ta
OKCaJlinjaaTHHY B [03i 85 Mr/M° KoxHi 2 THxkHi (Big 1 Do 3 1UKIIiB) mpeacTaBieHa B TaOnuii 6.

Tabmnuisg 6

dapMaKOKiHETHYHI TapaMeTpH IJIaTHHY, BU3HAUY€EHi B yIbTpadibTpaTi mia3Mu micis
GaraTopa30BOr0 BBEOEHHS OKCaJiNJIaTAHY B [03i 85 Mr/M” KoxHi 2 THXHi a60 y zo3i 130 MT/M* KOXKHi
3 THXKHI

Moza C o AUC, 45 AUC t12a t1p tiny Ve KitipeHc
(Mrr/min) |(Mgrer/mn) |(Mkrer/Mn) [(rom)  |(rom) (rom) |(m) (71/T)

85 Mr/m?

cepenHeE 0,814 4,19 4,68 0,43 16,8 391 440 17,4

crangapte [0,193 0,647 1,40 0,35 5,74 406 199 6,35

BiOXMIEHHSA

130 mr/m?

cepenHeE 1,21 8,20 11,9 0,28 16,3 273 582 10,1

cranmaptae [0,10 2,40 4,60 0,06 2,90 19,0 261 3,07

BigXuJIeHHS

Cepenni 3Hauenns AUC, ,,Ta C,,, Gynu BU3HaueHi mif yac 3 nukny (85 Mr/m’) ab6o 5 nuky
(130 mr/m?).

CepepnHi 3HaueHHs AUC, V Ta kiipercy (CL) 6ynu Bu3HaueHi mig gac 1 mukiny.
3uavenss C,,,, AUC, AUC,;, V,, Ta CL Oynu BU3HaY€eHi METOIOM HEKOMIIAPTMEHTHOTO aHami3y.
3Ha4eHHA t,,,, ) T, 0y1IM BU3HAUEHI METOMOM KOMIIAPTMEHTHOI0 aHali3y (06’eqHaHi nukmu 1 - 3).

Hamnpukinni gBoroguuHOi iHGy3ii 15 % 3acTOCOBaHOI MIaTUHU HASBHI Y CHCTEMHOMY KPOBOOOITy,
petrra 85 % MIBUOKO PO3MOMINAIOTHCS Y TKaHMHAX ab0 BUBOASATHCS i3 cedeto. HeobopoTHe
3B’A3yBaHHA 3 EPUTPOLUTAMU Ta OiTKaMH IJTa3MHU KPOBi IPU3BOAUTH [0 NEPiOfiB HalliBBUBEIEHHS Y
IINX CepefoBHUIax, OTM3bKUX [0 IPUPOSHOTO 00iry epuTPOLUTIB Ta anb0yMiHy cupoBaTKu. [licns
3aCTOCyBaHHA 85 MIr/M° KOXKHi 2 THXHi a60 130 Mr/M° KoXKHi 3 THXKHI HAaKOIWYEeHHS B
ynbTpadineTpari mi1a3Mu He CIIOCTEPIranocs, i ¢pasa muaTo mocsaranach y faHOMY cepefoBuii B 1
IUKITi. BHYTpinHb0CY6’€KTHA Ta MiXKCy0’ €KTHaA BapiaOebHICTE B I[IZIOMY € HU3BKOIO.

BBaxkaeTbcs, 110 6ioTpaHcdopMaliis in vitro € pe3ynbTaToM HedepMEeHTHOTO Po3May, i He icHye
IOKa3iB 0IIocepegKoBaHOro nuToxpoMoM P450 MeTabommizmy giaminorukinorekcanosoro (DACH)
KinbIis.

OxcarinmaTyHH B OpraHi3Mi MallieHTiB migmaeThCsa eKCTEHCUBHIN OioTpaHCchopMaIiii, HampUKiHIT
IBOTOAMHHOI iH(Y3il mikapchkuit 3aci6 y He3MiHeHOMY BUTJISAL B YIbTpadinibTpaTi m1a3Mu 3HalIeHO
He Oyro. Ili3Hime y cucTeMHOMY KpoBoobiry 0yso imeHTH(hiKOBaHO fAeKilbKa MPOOYKTiB
IIUTOTOKCUYHOI OioTpaHcdopMallii, 30KpeMa MOHOXJIOP-, AUXJI0pP- i miakBanoximaux DACH-nnaTtuny,
pa30M i3 HM3KO0I HeaKTUBHUX KOH IOraTiB.



[TmaTuHa BUBOOUTHCS MEPEBAXKHO i3 cedelo, KIipeHC BigOyBa€ETHCS B OCHOBHOMY BIIPOIOBXK IEPIIUX
48 romuH micns 3acTocyBaHHs. Ha 5- menb mpuOnu3Ho 54 % 3aranabHOI 4034 BUBOTUTHCS i3 cevero i
<3 % 3 KajoM.

Y nanieHTiB i3 HUPKOBOI HEOOCTATHICTIO KJIipeHC 3Hauyllle 3MeHIyBaBcs 3i 17,6 + 2,18 n/rog o
9,95 £ 1,91 n/rom pa3oM 3i CTaTHCTUYHO 3HAUYIIUM 3MeHIIeHHSIM 00’emy posnoniny 3 330 £ 40,9 mo
241 £ 36,1 1. BonmuB Ts1KKO01 GOpMU HUPKOBOI HEIOCTATHOCTI Ha KITiPEHC IJIaTUHU HE OLiHIOBABCS
OOCTaTHHOKO MipoIo.

BrnuB HUPKOBOI HEAOCTATHOCTI Ha PO3IOALI OKCaIiNIaTHHy BUBYAJIU y MALi€HTIB i3 pisHUM
CTyIeHeM nopyieHHs GyHKLil Hupok. OKCalinaaTHH 3aCTOCOBYBANIA Y A03i 85 Mr/M’ maljicHTam
KOHTPOJIBHOI I'PYIIX 3 HOPMaJbHOI0 QyHKIIi€lo HUpPoK (CLcr >80 mi/xB, N = 12) i marieHTaM 3 JIeTKUM
(CLcr = Big 50 mo 80 mn/xB, N = 13) Ta cepenHim cryneneM (CLcr = Big 30 go 49 mn/x8, N = 11)
HIPKOBOI HEJJOCTaTHOCTI, a TAKOXK y [03i 65 Mr/M’ marieHTaM 3 TIXKKUM CTyIeHeM HAPKOBOI
HegocTtaTHOCTI (CLcr <30 mi/xB, N = 5). MeniaHa 3acToCyBaHHA IpenapaTy cTaHoBuna 9, 4, 61 3
IIUKJIM BifTTOBigHO, GapMaKoKiHeTH4Hi maHi mig vac 1 mukiny 6ynu otpuMasi ansg 11, 13, 10i4
MIAllieHTiB BiAIOBIOHO.

Cnoctepiranmocs 36inbinenHs nokasuukis AUC nnatvHu B ynabTpadinbTpari mnasmu (YOII), AUC/mo3a
Ta 3HUKEHHS 3aranbHoro i CL Ta V, y Mipy 30ibllIeHHS CTyIeHsI HUPKOBOI HEIOCTATHOCTi, 0COOIMBO
y (Maniit) rpymi nanieHTiB 3 HIPKOBOIO HELOCTATHICTIO TIKKOTO CTyIeHs: TouKoBa oniaka (90 % [II)
PO3PaxyHKOBOTO CEPENHBOT0 CIIiBBiIHOIIEHHS 3aJIe2KHO Biff CTaHy QYHKII1 HUPOK IOPIiBHSHO 3
HOPMaJIbHOW (QyHKLie0 HUPOK Ang AUC/mo3a cranosuna 1,36 (1,08; 1,71), 2,34 (1,82; 3,01) 14,81
(3,49; 6,64) y nalieHTiB 3 JIETKAM, CEPeOHIM Ta TSIXKKHUM CTyIIeHEM HAPKOBOI HEJJOCTATHOCTI
BiZIIOBIOHO.

BuBepneHHS OKCalimIaTUHYy 3HAYHOK MipO0 KOPEJIIoE 3 KJTipeHCOM KpeaTHHiHY. 3arajbHUM I0Ka3HUK
KiipeHncy nnatunu B YOII cranosus Bignosiguo 0,74 (0,59; 0,92), 0,43 (0,33; 0,55) 1 0,21 (0,15; 0,29),
a onsa Vg Bigmosiguo 0,52 (0,41; 0,65), 0,73 (0,59; 0,91) 1 0,27 (0,20; 0,36) mns mallieHTiB 3 TETKUM,
CepefHiM Ta TAKKUM CTyIIeHeM HUPKOBOI HEJOCTAaTHOCTI. TaKUM YMHOM, 3arajibHUi KJlipeHc 3
opraHiaMmy nnatuHu B YOII 3MeHmuBCA Ha 26 % mnpu nerkoMmy, Ha 57 % npu cepegHboMy, Ha 79 %
IIPU TSAKKOMY CTYTIE€HSIX HUPKOBOL HEJOCTATHOCTI TOPIBHSHO 3 NalliEHTaMH i3 HOPMaJIbHOI0 (PYHKITIEID
HUDOK.

HupxkoBuit knipeHc mwiaTuHu B YOIT OyB MEHIIMM Y TAIli€HTIB i3 mopymeHHIMYU GYHKINI HUPOK Ha
30 % npu nerkomy, Ha 65 % mpu cepenHLOMY Ta Ha 84 % Ipu TAKKOMY CTyIeHI HUPKOBOL
HeIOCTAaTHOCTI MOPIiBHSHO 3 MallieHTaM¥ i3 HOPMaJIbHOI (PYHKIIIEI0 HUPOK.

Cnocrepirasnocs 30inbineHHs OeTa-nepiony HaniBBUBeneHHs mwiaTuH B YOII y Mipy 306inmbIieHHS
CTyIeHsI HUPKOBOI HEJOCTATHOCTI, IIepeBakKHO y I'PYIIi MAlli€HTIB i3 TIXKKUM CTyIIeHEM HUPKOBOI
HefocTaTHOCTI. He3BaXkalouu Ha Te, 110 KiNTbKICTh NALiEHTIB 3 TSAXKKOI0 HUPKOBOIO AUCGYHKIIiE0 Oyna
HEBeJIMKOIO, LIl [aHl BUKJIUKAIOTh 3aHEIIOKOEHHS 1100 Ial[ieHTiB 13 HUPKOBOK HETOCTATHICTIO
TSKKOTO CTYIIeHs, i IX cIlig HeogMiHHO OpaTy 4o yBaru, Mpu3Hadaloyd OKCaJINIaTUH MallieHTaM i3
HUPKOBOIO HEOCTATHICTIO (IUB. po3pinu «IIpoTunokalanHs», «Oco0muBi 3axonu 6e3MeKu» Ta
«Croci6 3acTOCyBaHHS Ta HO3U»).

KriniyHi XxapaKTepHCTHKH.

IToka3auHs.



OxcaninnaTuH AMakca 3aCTOCOBY€EThCS B KOMOiHa1lil i3 5-propypauunom (5-0Y) ta ¢osiHoBoi0
Kucaotomo (PK):

- on1st ap’'toBaHTHOI Teparril III ctamii (ctamist C 3a knacudikaiieto [IbioKa) paKy TOBCTOI KAIIKY ITiCIIs
IIOBHOT'O BUMIAJIEHHS IIePBUHHOI TYXJINHY;

- OJ1g JIIKyBaHHS METACTaTUYHOTO KOJIOPEKTAIbHOTO PaKy.
IIpomunoka3aHHs.
OxcamninmaTAH IPOTUIIOKA3aHUM I Malli€HTiB:

i3 migBUILIEHOI0 YYTIMUBICTIO MO OKCaMINIaTUHy a00 m0 Oymb-IKOi 3 JOTIOMIKHUX PEYOBUH
Ipemnapary;

y mepiofl rogyBaHHS I'PYAIIO;

TIpu Mienocympecii epes mo49aTKoM MepIIoro Kypey NiKyBaHHS, 3a IIOKa3HUKaMU BUXiHOTO
piBHs HenTpodiniB <2x10°/11 Ta/abo piBHa TpoMGorMTiB <100x10°/1;

npu nepudepuyHill CeHCOPHiN HelpormnarTil 3 GyHKI[iOHaTbHUM IOTipIIEHHSIM IIepef II04YaTKOM
IIePILOro KypCy JIiKyBaHHS;

IIPY TSAXKKIN HUPKOBIM HEOOCTATHOCTI (KJlipeHC KpeaTuHiHy MeHIIe 30 MJ1/XB) (TUB. PO3Tin
«®apMaKOIOTiYHi BIaCTABOCTI» (migpo3min «®apMakOKiHETHKa)).

Oco0auei 3axo0u 6e3nexu.

3acToCcyBaHHS OKCaliNIaTUHy 00MeXYy€EeThCI MeIUYHUMU YCTaHOBAMH, III0 CIIElliali3yloThCs
Ha IIMTOTOKCUYHIN XiMioTeparil, i BAKOHYEThLCS JIUIIIE IIif HarJsagoM KOMIETeHTHOTO
OHKOJIOTA.

Hupxosa HedocmamHicmb

3a malieHTaMu 3 JIeTKUM Ta CepefHiM CTyleHeM TSXKKOCTi HUPKOBOI HeIOCTATHOCTI CJIifi PEeTEIbHO
CrocTepiratu mofo noO0iYHUX peakliil, 03U CIIig KOPUTYBATH BiAMOBIAHO A0 TOKCUYHOCTI (OUB.
po3pin «®apMakoJIOTivHi BIaCTUBOCTI» (migpo3nin «PapMakOKiHeTUKa»)).

Peakuii 2inepuymausocmi

3a mali€eHTaMu 3 aJeprivHUMU IPOsSiBAMYU B aHaMHe3i IIpU 3aCTOCYBaHHI iHIIKX Mpenaparis, 1[0
MICTSATH IIJIATHUHY, CJIif 3a0€3MeUnTH ClielliaibHe CIIOCTepeXReHH. Y pa3i aHadiaKTUYHUX ITPOSIBIB
CJIig HeTaWHO 3yNMHUTH iH(DY3il0 i po3nmoYaTH BiATIOBiAHE CUMIITOMaTHYHE JIiKyBaHHS. [I0OBTOpHE
[IpU3HaYEeHHS OKCAJIiJIaTUHY TaKUM MallieHTaM IIPOTUII0Ka3aHo. [JIsg yCiX CIOJIyK IJIaTUHU
TIOBiMOMJISITIOCH TIPO IIEPEXPECHi, iHOMI meTanbHi peaxiiii.

Y pasi ekcTpaBa3allil OKCaJiIaTUHY CIIif HeralHo 3yIUHUTHU iHPY3iio i po3rmoyaTy 3BUYaiiHe
MiCIieBe CUMIITOMaTAYHeE JIIKyBaHHS.

HesposoziuHi cumnmomu

Crnip peTenbHO KOHTPOJIIOBATH HEBPOJIOTIYHY TOKCUYHICTh OKCANIIIaTHHY, 0COBIHMBO SKIIO ITperapat



3aCTOCOBYIOTH PA30M 3 iHIIMMHU JTiIKapChKUMH 3ac00aMu, SKi XapaKTepU3yIThCS HEBPOIOTiYHO0
TOKCHUYHICTIO. [lepeq KOKHUM 3aCTOCYBaHHSM i epiomuyHO Miciis 3aCTOCYBaHHS BUKOHYIOTh
HEBPOJIOTiYHe 00CTEeXKEeHHS.

Ins maitieHTiB, y skux B npotueci iHdy3ii abo mpoTsaroM KinbKox FOOuH Micnis 2-TONUHHOI iHDy3ii
PO3BUBAETHCS FOCTPA FTOPTAHHO-TJIOTKOBA Au3ecTe3is (auB. po3min «I[1obiuHi peakiii»), HACTYIIHY
iH(y3ito oKcaminmaTuHy He0OXiIHO 3iMCHIOBATH BIIPOAOBXK 6 roguH. 115 3amnobiranus
BUHUKHEHHIO I13ecTe3ii MoTpiOHO mpoiHpopMyBaTH IMallieHTa 040 HeoOXimHOCTi
YHUKHEHHS XOJIONy Ta KOBTAHHS CBiXKO0i/X0MOOHOI iki i/ab0 HaIoiB IPOTATOM AEKiTbKOX
TOAVH IIiC/IA 3aCTOCYBaHHA IIpernapary.

ITepugepuuHa Heliponamis

SAKI110 TPOSIBNSAIOTECA HEBPOJIOTIYHI CUMIITOMH ([TapecTesis, qu3ecTesisl), peKOMEHOY€EThCS
HUX4Ye3a3HaueHe KOPUTyBaHHSA NO3yBaHHS OKCAJIIIaTHHY BiATIOBIAHO [0 TPUBAJIOCTI i CEPHO3HOCTI
CUMIITOMIB:

SKIII0O CUMIITOMY TPUBAIOThH [OBIIIE HiXK 7 [HIB i € HeOe3nMeUHUMY, HACTYIIHY 03y
OKCaJliIIaTHHy 3MEHIIYITh i3 85 10 65 Mr/M° (aHTEMeTacTaTH4YHa Tepamis) abo 1o 75 Mr/m’
(ag'toBaHTHa Teparis);

SKILIO 10 HACTYIIHOTO IIUKITy 30epiraeTbcs napecTesisa 6e3 QyHKI[IOHATLHOTO IOPYIIEHHS,
HACTYIHY 03y OKCaJiIaTHHy 3MEHIIyITh 3 85 1o 65 Mr/M’ (aHTHMeTacTaTHYHa Tepaiis) abo 1o 75
mr/m* (ag’IoBaHTHA Tepamnis);

SIKIIIO 10 HACTYIIHOTO IIUKJTy 30epiraeThcs mapecTesis i3 QyHKI[iOHaTbHUM OPYIIEHHSIM,
3aCTOCYBaHHS OKCAJIIJIaTUHY NPUIUHSAIOTE;

SIKIIO ITiCTIA IIPpUIIMHEHHA Tepani'l' OKCaJIiIIaTHHOM CTaH IMOKPAIOYETHCA, MOZXKHa POITIIAHYTH
IIUTAaHHMA IIPO ITIOHOBJIEHHA Tepani'l'.

[TauieHTiB Cif MOBIIOMUTH IIPO MOXKJIUBICTh IOCTIMHUX CUMIITOMIB ITepu(peprUIHOl CEHCOPHOI
HeWpomnarTii micns 3akiHuyeHHs niKyBaHHsA. O6MexeHi moMipHi mapecTesii abo napecresii, aki 3gaTHi
BIUIMBATH Ha QYHKI[IOHANIbHY HiNIbHICTE, MOXYTh 30epiraTucs npotsaroM Oinbite 3 pokiB micis
[IPUNIMHEHHS aJ] F0BAHTHOI'O JIIKyBaHHS.

ObopomHutl setikoeHuepasonamuyHuil cuHopom (RPLS)

Y maiiieHTiB, SKi 0OTpuMyBaIu OKCaJimIaTHH Yy KoMOiHOBaHil XimMioTeparii, moBigoMJIsIOCH IPO
BUIIaIKX 060POTHOTO nerKkoeHedanonaTuyHoro cuagpomy (RPLS, Takox Bimomoro sk PRES -
CHHIPOM 000pOTHOI 3agHb01 eHIledamonarii). RPLS - pigkicHuit, 000pOTHUY HEBPOIOTIYHUH CTaH, L0
IIBUMIKO €BOJIIOLIIOHYE, SKUI MOXKe BKJII0YaTH CYLOMHU, apTepiasibHy TilepTeHsiio, roJI0BHUHN 0iNlb,
CILTyTaHICTh CBiZOMOCTI, CJIIIOTY Ta iHII 30pOBi i HEBpoOriyHi po3nagu (AuB. po3nin «Ilobiuni
peaxiii»). [liaruo3 RPLS rpyHTyeThCS Ha MigTBEpOKEeHHI MeTomaMu Bi3yarisallii Mo3Ky, 6axano MPT
(Mar"iTHO-pe3oHaHCHa ToMorpadis).

Hydoma, 61108aHH s, Oiapes, 0e2idpamauis i 2emamoo2iuHi 3MiHU.

[InyHKOBO-KUIIKOBA TOKCUYHICTH, 1[0 IPOSBISETHCS Y BUTISALL HYOOTH i OI0BaHHS, TOTpedye
npodinakTU4HOI Ta/abo TepaneBTUYHOI MPOTUOMIOBANIbHOI Tepatii (muB. po3nin «I1o6iuHi peakIii»).

TCocTpoio miapeeio/0M0BaHHIM MOXKYTh OyTH BUKJIMKaHI Aerigparallis, mapajiTUYHuY ileyc, KUIIKOBa



HETPOXiMHICTD, rimoKamniemisi, MeTaOOiYHUY allUA03 i HUPKOBA HEIOCTATHICTL, 0COOIUBO IIpHU
MIOEJHAHHI OKCcamnaaTuHy 3 5-OV.

[Tpu 3acToCyBaHHI OKCaiNIaTAHY IOBIHOMIISANIOCS IPO BUMQAKY iMlleMil KUIIeYHUKY, Y TOMY YHCII 3
JeTaJbHUM HaCTigKoM. Y pa3i BUHUKHEHHS ileMii KuIleuHUKy HeoOXigHO BiIMiHUTH OKCaliNIaTuH i
pO3MoYaTH BifmoBigHe NTiKyBaHHS (OuB. po3min «I1o6iuHi peakIrii»).

V pasi po3BUTKY reMaTOoJIOTi9HOI TOKCHYIHOCTI (KiNbKicTh HeliTpodinis <1,5x10°/1 a6o TpoMOOIHUTIB
<50x10°/m) crif BifKNacTH 3aCTOCYBaHHS HACTYIHOTO KypCy Tepailil, TOKH reMaToJIoTiuHi MOKa3HUKH
He TIOBEPHYTHCS OO0 [OMyCTHMUX PiBHIB. [lepen mo4yaTKoOM Teparlil i mepef KOXKHUM HaCTYITHUM
KYpCOM CJIifi BUKOHYBaTH IIOBHUM aHaJIi3 KPOBi 3 JIeMKOorpamMor. MiemocynpecuBHi epeKTu npemnapaTy
MOXKYTb OyTH afUTUBHUMH BigIOBiIHUM edeKTaM OJHOYACHO 3aCTOCOBYBAaHUX XiMiOTEpaleBTUUHUX
3aco06iB. Y malieHTiB 3 TAXKKOIO Ta CTIMKOI0 Mi€IOCYIPECi€l0 BiTMidYa€eThCA BUCOKUM PU3UK PO3BUTKY
iH(peKUiNHUX 3aXBOPIOBaHb. Y MAlli€HTiB, SKi OTPUMYBaJIX OKCAINIaTHH, CIIOCTePirajncs BUIagKu
CEeIICUCY, HEUTPOIIEHIYHOT 0 CEIICUCY Ta CEeNITUYHOrO IIOKY, Y TOMY YHCJIi 3 JIeTaJIbHUMU HacJligKaMu
(muB. po3min «I1o6iuHi peakiii»). ¥ pa3i BUHMKHEHHS OyIb-IKOTO 3 ITUX SBUII OKCAJIIIaTUH CITif
BiIMIHUTH.

[TamieHTaM CJyIif HaneXXKHUM YUHOM IIOBiJOMUTH IIPO PU3UK PO3BUTKY MAiapei/0nioBaHHS,
MYKO3UTY/CTOMaTHUTY i HEUTPOIIeHil micIs 3acToCyBaHHS OKcasinmaTuHy i 5-OY, mo6 BoHU MOTIH y
pasi HeoOXigHOCTiI TePMiHOBO 3B’g3aTUCS 3 JIiKapeM [JId BifNOBIZHOTO JTiKyBaHHS.

fKI10 BUHUKA€E MYKO3UT/CTOMATHUT 3 ab0 0e3 HeNUTPOIleHil, HaCTyIHe JIiKyBaHHS BiKJIala€ETLCS 10
Ofy2KaHHS Bif MyKO3UTY/CTOMaTHUTY 00 1 CTymeHs TAXKKOCTi abo MeHIle Ta/ab0 MOKY KiNlbKiCThb
HeUTpodisiB He craHoBUTHME =1,5%10°/m.

g okcaninnatury y KoM6iHatiil 3 5-OY (i3 @K abo 6e3 Hel) moTpiOHEe KOPUTYBAHHS J03U 3a1€KHO
Bil TOKCUYHOCTI, II0B’s13aH0i i3 5-DY.

Y pagzi piapei 4 ctynens (3a knacudikaiieio BOO3), HeliTponeHii 3-4 cTymneHiB (HerTpodinu
<1,0x10%71, GeGpunbHOl HeUTPONeHil (MiIBUIIEHHS TeMIEePaTypX Tila 3 HeBifoMOl IPUYKHH 0e3
KJTiHiyHO a60 Mikpo6ionoriuno migTBepaxkeHo1 iHdeKLil mpu abCoMOTHOMY YHCIT HeHTPOdiniB
<1,0x10%m, OKPEMOT0 MigBHUINEeHHS TeMrepaTtypH Tina >38,3 °C abo CTi#KOro migBUILIeHHS
TeMmrepatypu Tina >38 °C npotsarom Oinbire Hixk 1 roguHu) abo TpoMbouuTOmNEHil 3-4 CTymeHs
(TpoMboOITUTH <50x10°%/7), 003y OKCaJIIJIaTUHY CJIi 3MEHIIUTH 3 85 00 65 Mr/M° (QHTEMeTacTaTuYHa
Teparist) a6o mo 75 mr/M’ (af’l0BaHTHA Tepallis), OKaTKOBO [0 HeoOXiJHOT0 3MeHIeHHs 1031 5-DY.

Jlez2eHesi po3aadu

Y pasi He3’sicoBaHUX PecHipaTOPHUX CUMIITOMIB, TaKUX K CyXUi KallleJib, 3afiMIKa, KpemiTalis abo
PEHTreHOJIOTi4Hi JlereHeBi iHiNbTpaTH, 3aCTOCYBaHHS OKCAJIIJIaTAHY IPUNUHSIOTH, IOKU MTOOAJIbIIi
00CTeX€eHHS He BUK/TI0UATh iHTEPCTUIIHOTO THEBMOHITY Ta ¢i6po3 nereHis (auB. po3min «[Tobiuni
peaxirii»).

Po3nadu 3 60Ky kposi

FemomnitTuko-ypeMmiunuit curupoM (I'YC) € HeOe3meuHow 015 XKUTTS 00iYHOI0 peakIrieio (3
HEeBM3HA4YEeHOI 4acToTow). OKCailaTUH CIif BiIMIHUTHY NIPU NEPIIXX O3HaKaX, SKi MOXYTh
BKa3yBaTU Ha MIKPOAHTIONATUYHY I'eMOJIITUYHY aHeMil0, TAKUX gK IIBUNKE 3HUKEHHS PIBHA
reMorio0iHy Ipu CynyTHiX TpOMOOIIMTONEHil, MiABUIIeHHS PiBHSA 0inipy0iHy, KpeaTHHIHY B CUPOBATII
KPOBi, a30Ty CeYOBMHH KpPOBi ab0 makTaTaerigporexasu (JIII'). HupkoBa HEOOCTATHICTL MOXKe OyTH
HeoOOPOTHOIO IicyIs BiIMiHM ITpemapaTy Ta IoTpebyBaTH MPOBEOeHHS iamisy.



Y 3B’13KYy 3 JTiKyBaHHSM OKCAJliMJIATUHOM, BifMidanucs BUMIaAKKU OUCEMIHOBAHOTO
BHYTPIIIHEOCYOUHHOTO 3rOpTaHHS KpoBi ([IB3-cunapoM), y TOMy YUCIIi 3 IeTaJIbHUMU HacligkaMu. Y
pasi BuHuKHEeHHS [IB3-cuHOpoMy HEOOXimqHO BiIMiHMTH OKCAJIMIATHH i pO3M0YaTH BigIOBiIHE
nmikyBaHHS (OuB. po3min «[1o6iuHi peakmii»). 3a malieHTaMu 3i cTaHaMU, SKi acOIIil0I0THCS 3
po3BuTKoM [IB3-cHHOpOMY, TaKUMHU SK iHGEKIIil, cencuc, HeoOXigHO 37iliCHIOBATH 0COOIMBO
peTenbHUM HaTrJs.

ITodosacenHa inmepsany QT

[TomoBxkenHs iHTepBany QT Moxke 00yMOBIIOBATH MigBUILIIEHUH PU3UK BUHUKHEHHS IITyHOUYKOBUX
apuTMiii, y TOMy 4ucii momiMopdHoi mutyHouKoBoi Taxikapzil (Torsade de Pointes), sska MoXe MaTu
JleTanbHUM HaCHimoK (muB. po3min «[Tob6iuni peakii»). HeoOxigHuM peTenbHUYN MEPiOmUIHUN
KOHTPOJb 3a iHTepBanoM QT mo Ta micis 3acTocyBaHHS OKcamimnaTuny. Oco0nuBuit KOHTPOIb
TI0OKa3aHUi MallieHTaM 3 ofoBxKeHHIM iHTepBany QT B aHaMHe3i ab0 3i CXUIBHICTIO 0 IOOOBXKEHHS
inTepBany QT, marienTam, sSIKi MPUUMAIOTh TiKapCchKi 3aco0H 3 BifOMOIO 3[IaTHICTIO MTOIOBXKYBATH
inTepsan QT, Ta maiieHTaM i3 MOPYyLUIEHHSIMU €JI€KTPOJIiTHOI PiBHOBAryu, TaKUMH SK TillOKaJieMis,
rinokanbiieMis abo rinomarHiemisi. ¥ Bunagky nopoBxkeHHs iHTepBany QT nmikyBaHHS
OKCaJIITaTHHOM CIIifl BiTMiHUTH (OUB. po3minu «B3aeMopmist 3 iHIIMMU JTiIKapChKUMHU 3acob6aMu Ta iHIITi
BUOU B3aeMOTi» i «[TobiuHi peakiii»).

Paboomionis

Y matieHTiB, SKi OTpHMyBaX OKCailjaThH, 0yJI0 3apeeCTpOBaHO BUMAAKK pabooMioni3y, y ToMy
YUCIIi 3 IeTaJIbHUMU HacJligKaMu. Y BUIAAKy BUHUKHEHHS 00JII0 V M's13aX Ta HaOPSKy M'sI3iB y
TIOeJHaHHI 3i cnabKicTio, MiABUIIEHHSIM TEMIIepaTypH Tijla abo MOTEMHIHHSAM Cedi, JTiKyBaHHS
OKcCasimnmaTuHOM HeobxigHo BimMinuTH. [1pu migTBepAXKeHHi giarHo3y pabmoMionis, citig Tpu3HAuYUTH
BifiTIOBigHe NTiKyBaHHS. Y pa3i 04HOYACHOTO 3aCTOCYBaHHS 3 OKCAJIIIaTHHOM JIiKapChKUX 3aco0iB, SKi
aCoI[il0I0ThCSA 3 BUHUKHEHHSAM pabooMioni3y, moKa3aHuil 0COOIMBO PETENIbHUM HaTIAL 3a MalliEHTOM
(muB. po3minu «B3aemofisa 3 iHIIMMM TiKapCbKUMU 3aco0aMu Ta iHII Buaou B3aeMopmin» i «ITo0iuni
peaxirii»).

Bupasku w/ayHK0B80-KUWK08020 MpAKmy/Kposomoyusi supasku ma nepgopauii w.ayHKoeo-
KUWKO0B020 Mpakmy

JIiKkyBaHHS OKCaJIiJIaTUHOM MOXK€e IIPU3BOOUTH A0 BUHUKHEHHS BUPA30K IIIYHKOBO-KUIIIKOBOTO
TPaKTy Ta NOTEHIIMHUX YCKIaJHEeHb, TAKUX K KPOBOTeUi Ta nepdopallil, IKi MOXYTh MaTH
JIeTaJIbHUM HaCJiJOK. Y pa3i BUHUKHEHHS BUPa3KU IIUIYHKOBO-KUIIKOBOTO TPAKTY CIIi[ BIAMIHUTH
OKCaJliMIaTUH i po3rnoyaTu BiAMoOBigHe MiKyBaHHS (OUB. po3min «[TobiyHi peakiii»).

ITeuinkosi po3aadu

Y pagzi nopymeHHs QyHKIII MeYiHKY 3a JaHUMU aHali3iB a0o mopTaabHOI rimepTeH3sii, He 3yMOBIIEHUX
MeTacTa3aMHU y MeYiHIli, C/Ii[ 3BaKaTh Ha MOXKJIMBICTh BUHUKHEHHS MIOOOUHOKUX BUIIAAKIB CYAUHHUX
IIOPYIIEHb Y MIeYiHIli, COHPUYUHEHUX Ji€l0 IIpenapary.

BazimHicmb

[ 3acTOCyBaHHS BaTiTHUM JKiHKaM OUB. PO3[in «3aCTOCYBaHHS Y Iepiof BariTHOCTi abo rogyBaHHS
TPYLLI0».

PenpodykmueHa ¢pyHKUiA

Y DOKIiHIYHUX OOCIIAXKEHHAX OKCAJIIJIaTUHY CIIOCTEPIraJuCch TeHOTOKCUYHI Hacligku. Tomy



nalieHTaM Y0JIOBiYOl CTaTi, AKi JIIKYIOThCS OKCaliMIaTHHOM, PEKOMEHAYETHCS BUKOPUCTOBYBATH
HafilHi MeTOOU KOHTpAIeNIlil il Yac JTiKyBaHHS i IPOTATOM 6 MICAILIB MiC/Is JTiKyBaHHSA Ta
3BEPHYTHUCA 3a KOHCYJIbTali€lo 00 KOHCePBallil ClIepMHU OO0 NT0YaTKy JIiKyBaHHS, TOMY III0
OKCaJTiIIaTUH MOXkKe MaTHd HeoOOpOTHY MPOTU3AIITIoHY Mito.

KiHKaM IIif 4ac JiKyBaHHS OKCAJIIIaTUHOM CJli KOPUCTYBaTUCA e(PEeKTUBHUMU METOOaMHI
KOHTpaleniil (quB. po3fin «3acToCyBaHHS y 1epiof] BariTHOCTI abo rofyBaHHS TPYAOIO»).

IHwi 3acmepedceHHA. Y pa3i BBeIeHHS OKCaJMIaTUHY iHTpallepUTOHea TbHUM IUIIXOM (IO HE €
IIJISIXOM BBEJIEHHS, peKOMEHI0BAHUM iHCTPYKII€EIO [I7I 3aCTOCYBaHHS IIperapaTy) Moxke BUHUKHYTH
IIepUTOHea IbHa KPOBOTeYa.

B3aemodisa 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemoditi.

Y mauienTiB, fKi OTpUMasy Pa30By H03y OKCaJliljIaTUHY 85 Mr/M 0e3nocepemHbo mmepes
3acTtocyBaHHSIM 5-®Y, He cniocTepiraaoch 3MiHM hapMaKooriyHoi fii 5-OY.

Y mpoueci gocnigXKeHs in vitro He CIIOCTePirajoch KOLHOI'0 CYTTEBOTO 3aMillleHHs OKCaJIiIIaTUHY,
3B’g3aHOTr0 3 O6iIKkaMu I1a3MHU KPOBi, IPX B3a€EMO[Iii 3 TAKMMHU JIiKAPCHbKAMHU 3aco0aMu: epUTPOMIIINH,
camiuuaTy, IpaHiCeTPOH, MakIIiTaKCen i BalbIIpoaT HaTpio.

Y pasi 3acTocyBaHHS OKCaliMJIaTHHY OOHOYACHO 3 iHIIMMH JIiIKAapChKUMHU 3aco0aMu 3 BifoMOI0
3maTHicTIO TomoBxkyBaTH iHTEpBan QT HeoOXiIHO HOTPUMyBaTHCS 00€PEKHOCTI Ta PETEILHO
KoHTpomoBaTy iHTepBasn QT (guB. po3min «OcobnuBi 3axonu 6e3meku»). Y pasi 3aCTOCYyBaHHS
OKCaJTIIaTUHY OOHOYACHO 3 iHIIUMH JIiIKapChbKUMHU 3aco0aMH, sIKi MOXKYTb acOIifoBaTUCS 3
BUHUKHEHHSAM pPabioMiostidy, peKOMeHI0BaHO NOTPUMYyBaTUCS 006epeKHOCTI (IuB. po3min «Ocobnubi
3axonu 0e3meKun»).

Oco06.1ueocmi 3acmocy8aHHs1.
3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2pyodoto.

BariTHicTe. [JoTenep HeMa€e mocTymnHol iHpopMatiii mpo 6e31meKy 3aCTOCYBaHHS OKCAJIiIIaTUHY
BariTHUM XiHKaM. B ekcriepuMeHTanbHUX OOCTIIXKEeHHAX Ha TBapUHAaX CIIOCTepiranach
penponoyKTuBHA TOKCUYHICTh. OTKe, OKcaminnaTuH AMakca He peKOMEHAYEThCS BariTHUM i XKiHKaM
PENPONYKTUBHOTO BiKY, SIKi He 3aCTOCOBYIOTh ITPOTH3AIITiAHI 3aC00H.

3acToCyBaHHS OKCATIMIAaTUHY MOXKHA PO3TJIAAATH TiJIbKY MiCIIT HAJEXKHOI OI[IHKY PU3UKY IS MJI04a
Ta 3a 3TrOJ0I0 IallieHTa.

[Tig yac mikyBaHHS KiHOK i YOJIOBIKiB, a TAaKOXK BIIPOOOBXK 4 MiCSAIIiB ITiC/Is MPUNMHEHHS Tepartii ajs
JXKIHOK 1 6 MiCALIB [J11 YOJIOBIKIB CJIif BXXUBAaTU HaJleXKHUX IIPOTU3AIUIIIHUX 3aXO0[iB.

logyBaHHS rpynmio. [IpOHUKHEHHS OKCAJIINIAaTUHY B IPYIHE MOJIOKO He BUBYaAOCk. I1ifg yac Teparmil
OKCAaJIinjaTUHOM TOYBaHHS IPYAII0 IIPOTUIIOKA3aHe.

PenponykTuBHa dyHKIlig. OKcamingaTuH MOXKe MaTH HETaTUBHUY BIIJIUB Ha QEPTUNBHICTh. Yepes
NOTEHI[IMHNY TeHOTOKCUYHUY e(PeKT OKCaliIaTUHY CJIif 3aCTOCOBYBaTH HaJleXkKHi MPOTU3AIIigH1
3aco0u Iif Yac miKyBaHHS UM IIperapaToM Ta IMpoTaroM 4 micsiiB (y XKiHok) abo 6 MicsIiB (y



YOJIOBIKiB) IMiC/Ig 3aKiHUEHHS I[bOTO TiKyBaHHS.

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

HocmimKeHHS BIJIMBY Ha 3TAaTHICTh KepyBaTH aBTOMOOiEM i IpalfoBaTH 3 iHIMMMU MeXaHi3MaMu He
npoBopunucsa. OfHaK JIiKyBaHHS OKCAJIMJIaTUHOM, sIKe IIPU3BOAUTH OO MiABUIIEHHS PU3UKY
3amaMOpOYeHHs, HyOTH i O/II0BaHHS, a TAaKOXK iHIIMX HEBPOJIOTIYHUX CUMIITOMIB, SIKi BIJIMBAIOTh Ha
Xomy i piBHOBary, Moxe IMPHU3BOAUTH [0 HE3HAYHOTO a00 MOMiPHOTO BIIIUBY Ha 3MATHICTh KEPyBaTH
aBTOMOOiNIEeM i IpaIoBaTH 3 iHITUMH MeXaHi3MaMH.

30poBi aHOMaUtii, 30KpeMa THMYacoBa BTpaTa 30py (060poTHa mic/s MPUNIUHEHHS Tepallii), MOXYThb
BIIJIUBATH Ha 3[JAaTHICTh KepPyBaTH aBTOMOOGiNEM i ImpaltoBaTH 3 iHIMMMU MexaHi3MaMu. ToOMy TallieHTiB
CJIifl TTIOIepeNUTH PO MOTEHLIMHNI BIJIMB IIUX SBUIL Ha 3[aTHICTh KepyBaTU aBTOMOOineM abo
IIpaloBaTy 3 IHIIKUMHA MeXaHi3MaMu.

Cnoci6 3acmocyeaHHss ma do3u.

ﬂ03yBaHHH.

[IpenapaT npr3HAYEHUH TiIABKY OIS JIIKYyBAaHHSA JOPOCIHUX.

PekoMeHOBaHa [[03a OKCAIIIATHHY [7Id afi I0BAHTHOI Tepallii CTaHOBUTE 85 Mr/M” HOBepXHi Tina
(TIT) BHYTPIlIHBOBEHHO KOXKHi 2 THXKHI MpoTarom 12 nukimiB Tepartil (6 MicsiB).

PexoMmeHnoBaHa n03a OKCAJIJIATAHY [IPY JIIKyBaHHI METaCTaTUYHOI'0 KOJIOPEKTAJIbHOT'O PaKy
cTaHOBUTL 85 Mr/M° IIT BHYTDIIIHBOBEHHO KOXHi 2 THXKHi [0 IPUIMHEHHS IPOrpecyBaHH XBOPOOH
ab0 pO3BUTKY 03HAK HETIEPEHOCUMOI TOKCUYHOCTI.

[o3yBaHHSA IifisArae KOperyBaHHIO 3 ypaXyBaHHAM iHOMBiAyasbHOI IEPEHOCUMOCTI IIpenapary (OuB.
po3min «OcobmuBi 3axoqu Oe3MeKn»).

OxcaninngaTyUH CIif 3aBXOM BBOOUTH PaHillle, HixK QTOPOipUMITUHYI, HAaTPUKIAL IIeped BBeOJeHHSIM 5-
Yy.

OkcaninnatTud AMakca BBO[SITh Y BUTJISIAI BHYTPIITHROBEHHOI iHQY3il TpuBasicTio 2-6 rogux
po3BenenuM y 250-500 M1 5 % po3uuHy TII0K03HU Oj1s 3abe3nedeHHs KoHIeHTpalil Bix 0,2 mo 0,7
mr/mit; 0,7 Mr/mMn BignoBimae HaWBUINiM KOHIIEHTPAIlil B KIiHIYHIM TPaKTUIl ITPU A031 OKCATIIIaTUHY
85 Mr/m’. OKcaniniaTiH IepeBakHO BBOAAThL Y KoMOiHaIlil 3 6e3nepepsHo0 iHdy3ieo 5-OY. s
CXeMH JIIKyBaHHS, 1110 IOBTOPIOETHCA KOXKHI Ba TUXKHi, pPEKOMEHIYETHCA PEKUM HO3yBaHHS Y
BUTIsAMI O0mocHOTO BBefeHHs 5-QY Ta 6e3nepepBHOi iHDy3il 5-DY.

Oco06nuBi TPYNIY HALiE€HTIB.
ITauieHmu 3 nopyweHHAMU (YHKUil HUPOK

OxcaninnatuH AMakca 3a00pOHSIETLCSA 3aCTOCOBYBATH XBOPUM 3 TSKKOI0 HUPKOBOIO HEJOCTATHICTIO
(muB. po3pginu «PapMaKOIOTiyHi BMTaCTUBOCTI» (miapo3ain «®apMaKOKiHETHKa») i
«[IpoTUnIOKa3aHH»).



II71s1 MallieHTiB 3 TIETKUM Ta CEPeIHIM CTyIIeHEeM HUPKOBOI HEMOCTAaTHOCTI peKOMEHI0BaHa [103a
OKCaJliNIaTuHy CTAaHOBUTEL 85 Mr/M° (IuB. po3finu «®apMaKoIoTriuHi BIaCTUBOCTI» (TiApO3in
«PapmakokiHeTnka») i «Oco0uBi 3axony 6e3MeKu»).

ITauieHmu 3 neviHKo80 HedocmamHicmio

[Tpu mocmipxkenHi I ¢pa3u 3a y4yacTio Nali€HTIB i3 MeYiHKOBOI HEJOCTATHICTIO Pi3HOTO CTYIEHS,
YyacToTa Ta TAXKKIiCTh remnaTobimiapHux po3naniB Oysa moB’si3aHa i3 po3BUTKOM XBOPOOH i
NOTipIIEeHUMHU (PYHKITIOHaTbHUMY [IeUiHKOBUMY ITOKa3HUKaMU Ha BUXiTHOMY PiBHI.

ITig yac kniHiYHEX BUITPOOYBaHb HE ITPOBOAMIIOCHE OKPEMOT'0 KOPUTYBAHHS MO3M [JIs TAlli€HTiB 3
MaTOJIOTiYHUMU (QYHKI[IOHATIbHUMU [TeYiHKOBUMHU ITOKa3HUKaMU.

ITayieHmu AiMHbO20 BIKY

[Tpu 3acToCcyBaHHI OKCaiNIaTAHY K MOHOTeparii abo y komOiHatiii 3 5-OY y maitieHTiB BikoM Big 65
POKiB 3pOCTaHHS YaCTOTH TSAXKKOI TOKCUYHOCTI He criocTepiranock. OTxke, HeMae HeOOXiTHOCTI y
CIlelriaibHiM KOPEeKIlil 103 [JIs MallieHTiB JIITHBOTO BIKY.

Himu

He icHye BiAmoBimHOT0 ITOKa3aHHA AJ1 3aCTOCYBaHHS OKCAJIIaTUHY OiTbMU. EQeKTUBHOCTI
MOHOTEpAIIii OKCaMIaTUHOM [JIs IefiaTPUYHUX IPYN 3 TBEPOUMH MyXJIMHAMKU BCTAaHOBJIEHO HE OYII0
(muB. po3pin «®apmMakoJIOTiyHi BIaCTUBOCTI» (Migpo3ain «PapMakKoguHaMiKka»)).

Cmocib 3acToCcyBaHHS
OxkcarminnaTuH AMakca 3aCTOCOBY€EThCS Y BUTJISIAI BHYTPIIHEOBEHHOI iHPY3il.
3acTocyBaHHS OKCAJIMJIaTHHY He BUMAarae rineprigparartil.

[Hdy3ito okcaninnaTury, po3Befgeroro B 250-500 Mn 5 % po3unHy I'II0K03U [JIs 3a0e3MeYeHHs
KOHIIeHTpallil He MeHIne 0,2 MTr/MJI, BAKOHYIOTh Yepe3 IIeHTpaJIbHUil BeHO3HUM KaTeTep abo
nepudepuyHy BeHy MPOTATOM 2-6 rofuH. [HDY3isd oKcaninnaTAHY 3aBXKAU Ma€ IepenyBaTu
3aCTOCyBaHHIO 5-DY.

Y pasi ekcTpaBa3allil 3aCTOCyBaHHS HETaWHO IPUIHUHSIETHCS.

[HCTPYKLidA i3 3aCTOCYBaHHA

OxcasninnaTve AMakca Iiepef 3aCTOCyBaHHAM CJIif PO3BOOUTH. [1/14 PO3BEeeHHS KOHLIEHTPATy AJId
PO34uHY A1 iH(Y3ili BUKOPUCTOBYETHCS TITBKU 5 % PO3YUH IJIIOKO3MU.

4K i y pasi 3acTocyBaHHS iHIIKUX MMOTEHIIMHO TOKCUYHUX CIIONYK, CIIiJ BUSIBIATH 00€peXKHICTh MIpH
IIOBOIKEHHI 3 PO3YMHaMU OKCaJliIJIaTUHY Ta 1X IMiATOTOBIII.

[HCTPYKIII 111010 3aCTOCYBAHHS Ta YTUIi3allil

[Tpu po06oTi 3 HaHUM UUTOTOKCUYHUM 3aCO00M MeIUYHUM IIepCOHAs TOBUHEH BXKUBATHU YCix
3aCTepeKHUX 3ax0MiB g 3a0e3neyeHHs 3aXUCTy IIEPCOHANTy Ta CEPelOBUIIIa.



[TifroTOBKY pPO3YHMHIB [ iH €Kil IUTOTOKCUYHUX 3aC00iB BUKOHYE HaBUYEHU
CIlelliayi3oBaHUY MePCOHAl B YMOBaX, SKi rapaHTYIOTh LiJliCHICTD JTiKapChKOTro 3acoly,
3aXMCT CEpeoBUINa, 0COOIMBO 3aXUCT IIEPCOHANTY, SKUH IIPaLo€e 3 JTiKapChKUM 3acoboM,
BIIMIOBIAHO [0 BHYTPILIHIX IPOLEeAyp JliKapHi. BuMaraeTsCsa HasIBHICTb 30HU MiATOTOBKHU
IIperapary, BUMiJIEHO] 3 TaHOI0 MeTO0. Y BigBeMleHil Iy IIbOT0 30Hi 3a00POHSIETHCS MANTUTH,
BXKMBATH iKYy Ta Hanoi. [Tepconan Mae 6yTu 3a0e3nedyeHnii BifIoOBifHUMY 3acobaMu AJIst
po6OTH, 30KpeEMa XajlaTaMH 3 JOBTMMHU pyKaBaMH, 3aXMCHUMHU MaCKaMU, TOJIOBHUMU
y0opaMu, 3aXUCHUMU OKYJIsipaMy, CTEPUIbHUMY ONHOPA30BUMHU pPyKaBUYKaMH, 3aXUCHUMU
TIOKPUTTSIMU po00Y0i 30HM, KOHTEMHepaMH i MintkaMu 1y1st 30opy Bimxomis. Crif 3
00epexXHiCTIO MPaIoBaTH 3 eKCKpeMeHTaMH i 6JIF0BOTHUMHY MacaMu XBopux. Ciiif
IIOTIEPENUTH BaTiTHUX XKiHOK PO HEOOXiMHICTh YHUKHEHHS POOOTH 3 ITUTOTOKCUYHUMHU
3acobamu. bynb-sIK1ii MMOMKOMXKEHNWM KOHTEUHED CITif 00po0IsATH 3 TAKUMU XK 3aX0aMu
Oe3meky, 5K i 3apaxeHi. 3apaxkeHi BiIX0[X CIaOI0Th ¥ BiOIIOBIAHO TPOMapKOBaHUX
TBEPAUX KOHTEMHEpax, AUB. HUXKYE PO3MAil «YTUII3alisg».

[Tpu moTparisiHHI KOHIIEHTPATy OKCalliMaThHY abo po3uunHy [ iHdy3iil Ha MWKipy ciif
HeraHO Ta PETEeIbHO IPOMUTH BOMOK ypaXKeHy OiIAHKY. [Ipu moTpanisgHHl KOHLIEHTPaTy
oKcaninnatuny abo po3uuHy A7 iHGY3iit Ha clIM30Bi 000I0HKY CJIil HETaHO Ta PETEILHO
IIPOMUTH BOHOI0 ypaXKeHy OUISHKY.

OcobmuBi 3dCTEePEKEHHA MO0 3daCTOCYBAHHSA.

- HE BuKOpHCTOBYBaTH iH €KIliliHe 06/1afiHaHHS, 1110 MiCTUTD allOMiHii.
- HE 3acTocoByBaTH liKapChKuit 3aci6 y Hepo3BeLeHOMY BUTJISMI.

- {lK PO3YMHHUK BUKOPUCTOBYIOTH TilIbKY 5 % pPO34MH I'MII0K03U A4 iHdys3ii. HE po3sogutu
pPO3YKMHAMHU 3 XJIOPUAOM HaTpito a0 XJIOPUIOBMICHUMY PO3UUHAMH.

- HE 3mimyBaTy 3 iHIIMMU JTiKapChbKUMU 3aco0aMu B OfHOMY iH(Y3iMHOMY MIIIKY i He 3aCTOCOBYBaTH
OJIHOYaCHO B OfHiM iH(DY3ilHil CUCTEM.

- HE 3mimyBaTy 3 my:KHUMH JIiKapCbKUMHU 3aco0aMu abo po3urHaMu, 30KpeMa 3 5-OY, mpemaparamu
($h0oIiHOBOI KUCIOTH, 110 MiCTSATh TPOMETAMOJI SIK JOIIOMiKHY PE4OBHUHY, i COJIIMA TPOMETAMOJIY
iHmux nikapchKux 3aco06iB. JIyxKHi NiKapchKi 3aco6u a60 po3UMHY HECIIPUSTINBO BIIMBAIOTh Ha
cTabiNbHICTh OKCATIIIaTUHY.

IucTpykiig nug 3actocyBauud 3 K (v Burngani doninaTy Kaubllito abo gUHATPio domiHaT

BHyTpilIHEOBEHHY iHQY3ii0 oKcaninmatuay 85 Mr/M’ y 250-500 M1 5 % pPO3YHHY ITTIOKO3H
3aCTOCOBYIOTh OHOYACHO 3 BHYTPIIIHbOBEHHOIO iH(DY3i€10 PosiHOBOI KUCTTOTH B 5 % pO34uHi
TJII0KO3U BIIPOZIOBXK 2-6 TONMH, BUKOPUCTOBYIOUHX Y-TIOAIOHY iH(Y3iliHy CHCTEMY 3 PO3BUJIKOIO
6eanocepenHbo mepen MicueM iHdy3ii. Lli gBa 3aco0u He MOXKHa 3MIllTyBaTH B OMHOMY iH(DY3iiHOMY
MimKy. @osiHOBa KUCJIOTa He IOBUHHA MICTUTH TPOMETAMOJI K JOIIOMIXKHY PEYOBUHY 1 Mae
PO3BOOUTUCS TUIBKYU i30TOHIYHUM 5 % PO3YUHOM TJII0OKO3U, B 2KOTHOMY pa3i He CIIif
BUKOPUCTOBYBATHU JTyKHi PO3UMHHU, XJIOPUA HATPit0 ab0 XJIOPUIOBMiCHI pO3YUHHU.

[HCTPYKLIiA 051 3aCTOCYBaHHA 3 5-QY

OkcanimiaTud AMakKca CIifi 3aBXK/JI4 3aCTOCOBYBaTH 1epen propnipumigunamu, To0TO 3-



Y.

[Ticnst BBeeHHS OKCaJiIIaTUHY HeOOXiqHO TPOMUTH iHGY3iliHY CHCTEMY i JTUIIe MiCIs IIbOr0 BBOOUTHU
5-0V.

IomaTkoBY iH(bOpMaIrito Ipo JikapchKi 3aco6u, sKi KOMOIHYIOTECS 3 OKCAJIMIaTHHOM, IUB. Y
BiATIOBigHIN KOPOTKiit XapaKTePUCTHII BITaCTUBOCTEH JTiIKapChKOTo 3aco0y Bif BUPOOHUKA.

KoHlleHTpaT Ons po34yuHy oas iHdy3ink

[lepen 3acTocyBaHHSM IIpenapar CJIif IepeBipuTy BidyanbHO. MOXHA BUKOPUCTOBYBATHU TiIbKU
Ipo30pi po3unHuU 6e3 BUOAUMUX YaCTOK.

Jlikapcbkui 3acib mpu3HayeHui TiTbKY [J151 OMHOPA30BOT0 3aCTOCyBaHHsA. HeBUKOpUCTaHUH
KOHIIEHTpAT CJIif YTUIi3yBaTH.

Po3Benenusa nepen iHdV3ie0

BigbupaioTh HeoOXiIHY KiNbKiCTh KOHIIEHTPATY 3 QiakoHa ((prakoHiB) i po3BomaTs y 250-500 ma 5 %
PO3YHHI TTII0K03H, 11106 3a0e3MeYnTH KOHIEHTpPaIiio okcamimtaTuHy Big 0,2 mo 0,7 mr/ma. ®i3uyHa
Ta XiMiYHa CTabiIbHICTL OKCaJiNIaTUHy ITPOJEeMOHCTPOBaHa IIpy KOHIleHTpalil Bix 0,2 mo 2
MT/MJI.

3aCTOCOBYIOTH IIJITXOM BHYTPIITHROBEHHOI iHPY3il.

[Ticrs po3BemeHHs B 5 % PO34uHi ITIOK03U XiMiuHa i pizuyHa cTabinbHICTh 30€pira€ThCst BIPOIOBK
24 roguH npu TeMrepaTypi Big 2 7o 8 °C i BIPOgoBXK 6 roouH Ipu TeMnepaTypi He Buite 25 °C.

3 MiKpoO0ioJIOTiuHOI TOYKM 30PY, AaHUi iHQY3ilHMI TpenapaT CIifl BAKOPUCTATU HeraHo. fAKIo
po3unH He OyB BUKOPUCTAHUM HEraHO, KOPHUCTyBay Hece BigIOBiaIbHICTL 3a TPHUBAIICTh i YMOBH
36epiraHHd Iifl Yac BUKOPUCTAHHS. AKIIO pO3BeeHHs He BimOyBaloCch y KOHTPOJIbOBAHUX Ta
IIPOBaJIifOBAHUX aCENTUYHUX YMOBaX, 3BU4aiHO TepMiH 30epiraHHs He Ma€ IepeBullyBaTu 24
TOOVIHU IIpu TemIiepaTypi Big 2 go 8 °C.

[lepen BUKOPUCTaHHAM IIpelnaparT CJIifi IepeBipuTy BidyanbHO. MOXHA BUKOPUCTOBYBATHU TiJIbKU
Ipo30pi po3unHy 6e3 BUOUMUX YaCTOK.

Jlikapceku# 3aci0 TinbKY Oy OMHOPA30BOT0 BUKOPUCTAHHS. Byob-1K1Uit HEBUKOPUCTAHUM PO3YUH MJIS
in(ya3il mignAarae ytumisaiil.

HIKOJIM He BUKOPUCTOBYBATH [JIT PO3BeMIeHHS XJIOPUM HATPil0 ab0 XJIOPUIOBMIiCHI pPO3YNHH.

CyMicHiCTh PO3YUHY OKCaJNIaTHHy A1 iHQy3ii TecTyBanacsk 3i crangapTauMu [1BX cuctemamu
3aCTOCYBaHHS.

[ndy3isa
3acToCcyBaHHS OKCaJliNIaTUHY He oTpedye mperigparatiii.

Oxkcarninnatul Amakca, po3sefgeruid y 250-500 M1 5 % po34uHi I'JIIOKO3U AJ11 OTPUMaHHS
KOHIIeHTpalil He MeHIe 0,2 MT/MJI, C/Iifl BBOOUTHU B IepudepuyHy ado 1eHTpaabHy BEeHY IIPOTATOM
2-6 ropuH. [Tpu 3acTocyBaHHi OKcanimaTuHy B KoMbiHatii 3 5-OV in¢ysia okcasiniaTuHy IOBUHHA
repenyBaTu BBeeHHIO 5-DY.



Yrumizatisg

Bynp-aKi 3auIKy npenapaTy Ta BCi IpefgMeTH, siKi BAKOPUCTOBYBAJIU [JI PO3YMHEHHS Ta BBEIEHHS
OKCaJIiIaTUHY, He0O0XigHO 3HUIIUTH BiTIOBIIHO OO CTAHAAPTHOI IPOIENYPH YTUITi3allil
IIUTOTOKCUYHUX BiAXOMiB, BiAMOBIAHO A0 AiF0YKUX HOPMAaTUBHUX aKTiB.

Himu.

[TpemapaT mpu3HaYeHU I 3aCTOCYBaHHS TilMbKU JOPOCIUMH.

ITepedo3yeaHHs.

AHTHIOT OKCaJliNIaTuHy HeBifoMui. Y pasi nepeno3yBaHHs MOXKIIMBE 3arOCTPEHHS MOOGIYHUX
peaxiriii. Heo0XimHO po3modaT TeMaTOIOTiYHUM KOHTPOJIb OMHOYACHO 31 CUMITOMaTHUYHUM
JIiKyBaHHSIM.

ITo6iuni peakuii.

HaiinomupeHinmmMy HeCIPUSATIMBUME PeakilisIMy IIPU 3aCTOCYyBaHHI OKcaJlinaaTuHy y KoMmOiHaii 3
5-QOY/®K Oynu po3nanu 3 60Ky LIIYHKOBO-KUIIIKOBOTO TPAKTYy (miapes, HygoTa, 6/10BaHHS i MyKO3HUT),
reMaToJIOTiuHi MopylIeHHS (HeUTPOIeHisl, TPOMOOIUTOIIEeHis) i HeBpOJIOTiuHi M06iuHi eeKTH (rocTpa
i KyMynaTHBHa epudepruyHa CEeHCOPHA HelpomaTis). 3arajoM BKa3aHi Mo0idHi peakilil BUHUKaAN
yacrimte i Oynu TAXKYMMU NTPU 3aCTOCYBaHHI KoMOiHallii okcaninmatuny ta 5-OY/®K nopiBHsAHO i3
3aCTOCYBaHHAM TilbKU 5-OY/OK.

YactoTa mobOiyHMX peaklliii, HaBefeHa y Tabnulli 7, omepxkKaHa y IpoIeci KITiHIYHUX JOCTigXKeHb
aHTMMeTaCTaTUYHOl Ta af I0BaHTHOI Teparril (o Brmodany 416 i 1108 namieHTiB BiAMOBigHO y
rpynax JIiKkyBaHHS OKcasinmaTuHoM 5-OY/®K) i 3 mocBimy mOCTMapKeTUHTOBOI'O0 3aCTOCYBaHHS.

3a yacToToro nmobiuHi peakiril po3mofineHi y TabmuIli TaKUM YUHOM:
nyxe 4dacTto (=1/10), gvacto (=1/100, <1/10), HeuyacTo (=1/1000, <1/100), pigko (=1/10000,

<1/1000), myxe pigko (<1/10000), yacToTa HeBigoMa (YaCTOTy He MOXKHA OLIIHUTH 3a HasIBHUMU
OAaHUMH).

Tabmnuig 7

Knacu cucteM

OpraHiB 3TigHO 3 [lyxe 4acTo Yacto HeuacTo Pigko .
HeBimoMa
MedDRA

YacToTa




JTaGopaTopHi [TigBUIIEHHS [TinBUIlleHHS PiBHS
MOCIIiKeHH piBHA KpeaTUHIHY V KPOBi
MMeYiHKOBUX SHUKEHHS Macu
(bepMeHTiB Tina
[TimBUIIeHHS (aHTMMeTacTaTUYHa
PiBHS NMyXKHOI  [Tepalris)
dbocdaras3u y
KPOBi
[ligBUIIEHHS
piBHs Gimipy6iny
V KPOBI
[TigBUIIEHHSI
PiBHS
TaKTaTOeriapo
reHa3u KPoBi
36imbIIeHHS
Macu Tina
(apg’'toBaHTHA
Teparis)
3 60Ky KpOBi Ta AHeMis deOpunbHa IMyHOanepriyHa
niMdaTryHOl HeiliTpomeHiss  |HeUTpoOIeHis TPOMOOIITO
cucTeMu* TpoMOOITHUTO MeHis
MeHis ['eMosiTUYHA
JTeiKoTeHis aHeMis
JTimbonenis
3 60Ky HEPBOBOI [lepudepuyHa [3amaMopoueHHSs [lu3apTpis
cucteMu* CEeHCOpHa HeBput pyxoBoro CungpoM
HelpomarTis HepBa 060POTHOI
CeHcopHi MeHiHTi3M 3aIHBOL
[IOPYIIEHHS melikoeH1edano
T1cres3isa matii (RPLS a6o
ConoBHUM 6inb PRES)**
3 60Ky opraHie 30py KOH'IOHKTHUBIT TuMyacose
[TopylieHHs 30pY BHUKEHHS
TOCTPOTHU 30PY
[TopyLeHHS
30pOBOTO IIOJIS
OnTryHuN
HEBPUT
TuMYacoBa

BTpaTa 30py
(0O6opoTHa micys

BYNUHEHHS
Teparrii)
3 60Ky OpraHiB CIIyXy OToTOKCHYHICTH|[ TyX0Ta
i TabipuHTy
3 60Ky mUxanbHOI 3agumika ['mKaBKa [ocTpa
CHCTEeMU, OpraHiB Kamens Em6ortist nerenesoi iHTepCTHUIiaIbHa
TPYIHOI KJTITKY Ta Hocosa aprepil xBOpo0a JieTeHsb,
CepenoCTiHHSA KpOoBOTEUYa iHomi 3
TeTanbHUM
HacIigKoMm
Di6po3 ereHp**
3 6OKY IIITYHKOBO- Hynora [lucnencis Leyc Konit, BkmogHO |[E30¢arirt
KUIITKOBOTO TPakTy* |[iapes ['actpoe3odareans |Kulkosa 3 miapee€ro,
broBaHHSA HUY pedIoKc HENPOXIOHICTh |CIPUYUHEHOI0
CtoMaTut/ [117TyHKOBO-KHIIKOBA Clostridium
MYKO3UT KpOBOTEYa difficile
binb y xKuBOoTi  |PekTanpHa [lankpeaTUT
3amop KpPOBOTEYa




3 60Ky HUPOK i
CeYOBUIIILHOI
CHCTEeMHU

['eMaTypis
[u3ypis
[TopylLIeHHs
JacTOTU
Ce4OBUNYCKAHHS

3 6OKy IIKipu Ta
MiTIIKipHOI
KJIITKOBUHU

[MIkipHi peakiril
Arnonenis

Excdomiamis mkipu
(ToOTO CUHIPOM
«[TOJIOHi-CTOIIN»)
EputemaTo3ni
BHUCHUITAHHS
BucumaHas
[imeprigpos
Po3mnanu 3 60Ky
HIrTiB

[IpOLenypPHi

YCKJIaJHEHHSA

3 6OKY OITOPHO- bine y ciuHi ApTpanris
[PyXOBOT'0 anapary bine y KicTKax
Po3nmamu metabomizamy|AHOpekcis [lerigpaTtatis MeTabomiyHui
i XapuyBaHHS linepriikeMis [[imokamnbliemis ALUn03
[inmokamiemis
[inepHaTpieMis
[HbeKITil Ta [HbekTis PuniT Cemcuc
iHBa3il* [HbeKIIl BepXHIX
mUXabHUX MUISXIB
HeiliTponeniuaui
CETICUC
3 60Ky CyOUHHOI KpoBoTeya
CHCTEMU [Tpunnusu
TpomboGhIediT
TIOOKUX BEH
ApTepianbHa
rinepren3sis
TpomOoembomist
Po3nagu 3araabHOTO [BTOMITIOBaHICTH
XapaKTepy Ta peakiiii [[apsuka
y MiCIli BBeI€HHS AcTeHisz
binb
Peakiii y micri
iH ekl
3 60Ky iMyHHOI Amnepris/
cuctemMu* ayeprivgi
peaxirii
[IcuxiuHi po3magu Ilenpecisa HepBo3HICTE
be3coHHsa
3 60Ky cepIieBoi CocTpuit
CHACTEMU KOpOHApHUU
CUHIPOM,
BKJTI0YA0UN
indapkT
Imiokapga,
KOPOHaAPHUU
apTepiocmasM i
CTEHOKApZI y
[allieHTiB, K1
OTPUMYyBaIU
OKCaJlIJIaTUH y
MOEeNHAaHHI 3
5-OY abo
GeBar3ymaboM
TpaBMu, OTPY€EHHS 1 [Taginasa




* IvB. DOoKIagHy iH(pOpMalliio, HaBeleHy HUXK4Ye Y LIbOMY K PO3AiIi.
*k  Tlus. po3mgin «OcobnuBi 3axomu 0e3MEeKU».
YacTo CroCTepiraeTbCs HEUTPOIIEHIYHUM CETICUC, Y TOMY YUCIIi 3 JIeTaJIbHUM HaC/IiIKOM.

Iy>Xe 4acTi aneprii/anepriydi peakiiii, 1110 BUHAKAaIM IIepeBaXkHO IIifl Yac IpOBefeHHs iHQy3il Ta
iHOM1 3aBepIIyBaIuCs JeTaabHO. [[0 YaCcTUX ajlepriyHuX peaklliil HajleXXaTh LIKIPHI BUCUIIaHHSI
(30KpeMa KpomnuB'siHKa), KOH IOHKTUBIT Ta puHIT. YacTi aHadinakTuyHi abo aHadinakToiAHi peakiii,
BK/TI0UA04YX OPOHXOCIIa3M, aHTiOHEeBPOTUYHMM HAOPSK, apTepianbHy TillOTEH3ii0 i3 Big4yTTsIM 00JII0 ¥
TPYOHIN KIIiTLI Ta aHa(pinaKTUYHUY MOK. [10BifOMIISAIOCS PO peaklilii rinepyyTIuBOCTi
CIIOBiTbHEHOTO THUITY, SIKi BUHUKAJIM Yepe3 KinbKa roguH a0o HaBiTh AHIB micns iHdy3il
OKCaJIiNJIaTUHY.

Iye 4acTOo CIOCTePiraeThCs MiABUILEHHS TEMIIEPATYPH Tila, 03HOO (TPEeMTiHHS) K iHPEKITHHOTOo
TIOXOIKeHHS (3 mosiBoio (HeOpuIbHOI HeHTpoIeHii abo 6e3 Hel), Tak i, MOXKJIMBO, iIMyHOJIOTi9YHOTO
TIOXOIKEeHH.

CnocTepiranucs peakiiii y Miciii in’ekIril, B TOMy 4uCIIi IoKajTi3oBaHUM 0iflb, TOYEPBOHIHHS, HAOPSK
Ta TpoM003. EKcTpaBa3allisi TaK0XK MOXKe CIPUYUHUTH MiclieBul Oinb i 3ananeHHs, SKi MOXYyTb OyTH
TSKKUMU Ta IPU3BECTH [I0 YCKIIaOHEHb, Y TOMY YHUCIIi i HEKPO3Y, 0COOIUBO MpH iHDY3itHOMY
BBEJEHHI OKcasinnaTuny y nepudepudny Beny (IuB. po3min «Oco6iuBi 3axonu 6e3MeKn»).

Posnadu 3 60Ky Kposi ma aimpamuyHoi cucmemu
Tabnuus 8
YacTtoTa mobiyHUX peakIliil y maiieHTiB (%), 3a CTyleHeM TSKKOCTi
OxcarinnaTtuH y AHTUMeTacTaTU4yHa Teparis Apn’'roBaHTHa Teparmis

koMOiHarii 3 5-OY/PK y

7031 85 Mr/M KOKHi 2 Yci cryneni Ctymine 3 Crtynias 4 Yci cryneni Ctymias 3 Crymies 4

RHI TSIKKOCTI TSKKOCTI

Auewmist 82,2 3 <1 75,6 0,7 0,1
HeiiTponeHis 71,4 28 14 78,9 28,8 12,3
TpombornuToneHis 71,6 4 <1 77,4 1,5 0,2
®ebpunbHa HeWTponeHis 5,0 3,6 1,4 0,7 0,7 0,0
Heutponeniunuu cencuc 1,1 0,7 0,4 1,1 0,6 0,4

Pigko (=1/10000, <1/1000): nucemiHOBaHE BHYTPILIHbOCYIUHHE 3rOpTaHHS KpoBi ([IB3-cuumpom), y
TOMY YHCJIi 3 JIeTaJIbHUM HacJigKoM (OuB. po3min «OcobmuBi 3axoqu 6e3meKn»).

IOCBi MOCTMAPKETUHIOBOTO 3aCTOCYBaHHSA 3 HEBIIOMOIO YaCTOTOI0 BUHUKHEHHS: T€MOJIITUYHUN
ypPEMIUHUY CUHAPOM, ayTOIMyHHA [TaHIUTOIIEHisd, TaHIUTONIEeHis, BTOPUHHUM JIeUK03, KPOBOTEUi,
BUKJIMKaHi ITOMOBXKEHHSIM IIPOTPOMOIHOBOTO Yacy Ta IMigBUIIEHHSIM MiXKHapPOIHOI0 HOPMali30BaHOTO
BigHOLIeHHS (MHB) y naii€eHTiB, SKi OTpUMYIOTh aHTUKOAryJISHTH, TilIOHATPiEMIs, BariHaibHi
KpPOBOTEYl.



IHexuii ma ineasii

Tabmuig 9
YacToTa nobiyHKX peakiiil y nauienTis (%)
OkcarninnaTul y kombiHarii 3 AHTUMeTacTaTU4YHA An'l0BaHTHA Teparis
5-OY/®K y 1osi 85 Mr/mM°KoXHi 2 THKHI Tepamnis
Yci cTyneHi TSIKKOCTI Yci cTyneHi TsXKOCTI
Cerncuc (y TOMy YUCIIi HEUTPOIIEHIYHUYI 1,5 1,7
CeIICHC)

ITocBig MOCTMapKETUHTOBOI'0 3aCTOCYBaHHS 3 HEBIOMOIO 4YaCTOTOI0 BUHUKHEHHS: CEIITUYHUY ILIOK, Y
TOMY YHCJIi 3 JIeTaJIbHUM HaCJIiIKOM, TiHTiBiT.

Posaadu 3 60Ky iMmyHHOI cucmemu
Tabmuns 10
YacTtoTa no0iyHUX peakilil y nauieHTiB (%), 3a CTyleHeM TSIXKKOCTI
OxcaminnmaTvH y  AHTHMMeTacTaTU4YHa Teparis Apn’toBaHTHa Tepamis

KoMOiHarrii b-
OY/®Ky no3i 85  Vcicryneni Crymine 3 Ctymins 4  Vci cTymeni Crynins 3 Crymnins 4

MT/M° KOXKHi 2 TSI2KKOCTI TSI2KKOCTI

THUXKHI

Arnepriuni 9,1 1 <1 10,3 2,3 0,6
peakiiil/anepril

[To6iuHi peaktii, SiKi criocTepiranucs y micnsipeecTpaliiHui mepioy (3 HeBiHOMOI YaCTOTOIO):
peaxiil rinepuyTINBOCTi CIIOBITBHEHOTO THUILY.

ITopyweHHs 3 6OKY Hepa8ogoi cucmemu

HeBponoriyHa TOKCUYHICTh OKCaJINIaTUHY 3a/IeXKUTh Bifl 103U. BoHa BUSABNSAETHCS y TepudepudHii
CEeHCOpHil HelpomarTii, IKa XxapaKTepu3yeThCS AU3eCcTe3iero Ta/abo mapecTesieio KiHIBOK i3
cymomaMu abo 6e3 HUX, II0 YaCTO IIPOBOKYIOTHCS X0momoM. LIi cuMnToMu po3BUBAOTHECS ¥ 95 %
Malll€HTIB, SKi OTPUMYIOTh JIIKyBaHHS. TpUBaIiCTh TAKUX CUMIITOMIB, 1110 3a3BUYall PerpecyoTh MixK
KypcaMu JIiKyBaHHS, 3pP0OCTa€ 3 KiJIbKICTIO IIUKIIIB JIIKYBaHHS.

BunukHeHHS 00110 Ta/abo GYHKIIOHATEHOTO PO3JIafly € IIiICTABOO [JIs KOPEKIIil 1031 a00 HaBiTh IS
IPUIIMHEHHS JTiKyBaHHS, 3aJIe2KHO Bifl TPHBaJIOCTi CUMIITOMIB (OUB. po3min «OcobnuBi 3axonu
0e3meKn»).

Hauuil GyHKIIOHAIBPHUAN PO37Iaf BK/II0YA€ TPYOHOIl Y BUKOHAHHI TOYHUX PYXiB i € MOXKJIUBUM
HaCJIiTKOM CEHCOPHOT0 NMOPYIIeHHS. PU3WK BUHUKHEHHS CTiMKUX CHMIITOMIB Il KyMyJISTUBHOL 703U
npu6nu3Ho 850 Mr/m” (10 KypciB) cTaHOBUTH IpUOIN3HO 10 %, A KyMynaTuBHOL fo3u 1020 mr/m’
(12 kypciB) - npubnuzuo 20 %.

Y G6inbirocTi BUNAgKiB HEBPOJIOTiUHI 03HAKY Ta CHMIITOMU 3MEHIIYIOThCS a00 MOBHICTIO 3HUKAOTh 3
IPUIMHEHHAM JIiKyBaHHS. [Ipy af’t0BaHTHIN Teparil paKy TOBCTOL KUIIKY Yepe3 6 MicAILiB micis
IPUNMHEHHS JIiKyBaHHS ¥ 87 % malieHTiB cumnToMu Oynu BifcyTHI ab0 IPOSBIISIUCH V JIETKiN
dopwmi. Yepes 3 i Ginbllle POKiB CriOCTEPEKEHHS MiCIIS MPUIMHEHHS af I0BAHTHOTO JTiKyBaHHS,
npu6bnu3Ho y 3 % malieHTiB Bif3Ha4asach IePCUCTEeHTHA JIOKajli30BaHa IapecTe3is moMipHol



inTencuBHOCTi (2,3 %), abo mapecTesis, siKa Moria 3aBaxaTy QyHKIIiOHaNBHIN misneHOCTI (0,5 %).

[ToBimOMIISANIOCH IIPO TOCTPI HEUPOCEHCOPHI NOPyIIeHHS. BOHM PO3MOYMHAIOTECS Y MeXkKaX KiTbKOX
TOJUH TiC/ig BBeIeHHS IpenapaTy i 4acTo MPOBOKYIOTHCS X0I040M. TaKi IposgBU 3a3BU4ai
IIpenCTaBlIeHi TUMYAaCOBOI [TapecTe3i€l, Au3ecTesielo i rinecTesieto. ['ocTpul CUHAPOM
bapuHroIapuHTreanbHol Au3ecTesii BUHUKAE ¥ 1-2 % mauieHTiB i XxapakTepu3yeThCs Cy0’' €KTUBHUMU
BiguyTTsMu gucdarii abo 3aguIKo0/BifuyTTIM Anyxu 6e3 6yab-IKuX 00’€KTUBHUX 03HAK OUXaJIbHOI
HEeJ0CTaTHOCTI (BifCcyTHICTD I1iaHo3y abo rimokcii), abo napuHrocna3MoM 41 6pOHX0CIIa3MOM
(BigcyTHICTE cTpuAOpYy abo CBUCTSIYOTO AUXaHHS). B Takux BuMagKax He3asiexkHO Bifl 3aCTOCYyBaHHS
aHTUTicTaMiHHUX 3aCc06iB Ta OPOHXOOUISATATOPIB JaHi CHMIITOMM LIBUAKO 3HUKAJU HaBiTh IIPH
BifICyTHOCTI iKyBaHHS. 36inbIIeHHS TPUBAIOCTI iHGY3il JormoMarae 3MeHIIUTH YaCTOTY BKa3aHOTO
cuHOpoMy (ouB. po3min «Oco6nuBi 3axonu 6e3meKu»).

IHomi ciocTepiratoThCA IHII CUMIITOMU: CIIa3M IleJieny, M'130BUY Clla3M, MUMOBIJIbHI CKOPOYEHHS
M’s13iB, MiOKJIOHYCH, PO3/Iaf¥l KOOPAWHAIIi], PO3/IafiX XOU, aTaKCisA, IOPYIIEHHS PiBHOBATH,
CTHCKYBaHHS, IPUTHIYEHICTh, UCKOMQOPT Ta 6inb IMOTKU abo rpygHoi KiiTku. KpiM Toro,
BHUIIIeBKAa3aHi SBUIA MOXKYTh CYIIPOBOAXKYBATHCS OUCHYHKIIIMU KpaHialbHUX HEPBiB a0 BOHU
MOXKYTb BUHUKATH Y BUTJISIZIi OKPEMOT'O SIBUIIA, TAKOTO SIK IITO3 MOBIK, TUIIONIs, adoHis, muchoHis,
XPUILIICTh, SIKY iHOM1 OMUCYIOTH SIK Iapajid roJoCOoBUX 3B’SI30K, aHOMaJlbHe BiguyTTs s31MKa abo
OM3apTpis, Ky iHOMi onmuCyi0Th SIK adasito, HeBparis TpiliyacToro HepBa, 0inb B 065muyuyi abo B ovax,
3HUKEHHS FOCTPOTHU 30PY, MOPYLIEHHS 30p0OBOI0 IO,

[ToBimOMIISANIOCH IIPO iHIII HEBPOJIOTIYHI CUMIITOMU y IIPOLEC] JIIKyBaHHS OKCAJilJIaTUHOM, TaKi SIK
OU3apTpis, BTpaTa rIu00KOT0 CYX0KUIIbHOTO pedrekcy i cumntoM JlepMiTTa. € MOBifoMIIeHHS IPO
IIOOJMHOKI BUNIAJKU HEBPUTY 30pPOBOT0 HEPBA.

IocBig TOCTMapKETUHIOBOI'0 3aCTOCYBaHHS 3 HEBIJOMOIO YaCTOTOI0 BUHUKHEHHS: CYAOMHY, illeMiuHi
abo remopariyHi 1epebpoBacKyIspHi pO3Nlafiu, MafiHHS, Tapajliy YeperHo-MO3KOBUX HEPBIB,
nepudepuyHui HabPSK, COHIUBICTB.

Po3snadu 3 6oky cepus

IOCBifl MOCTMAPKETUHIOBOTO 3aCTOCYBAHHSA 3 HEBIIOMOIO YaCTOTOI0 BUHUKHEHHS: ITIONOBXKEHHS
inTepBany QT, sKe MOXe MPU3BOAUTHU 0O BUHUKHEHHS IIUIYHOUKOBUX apPUTMiid, Y TOMY YMCJIi
noiMop¢HOI IITyHO4YKOBOI Taxikapfil (Torsade de Pointes), iHomi 3 neTanbHUM HACIigKOM (OUB.
po3min «OcobnuBi 3axoqu Oe3MeKn»).

TocTpuit KOPOHAPHUY CUHAPOM, BKITIOUa0u¥ iHGapKT MioKapaa abo KOpOHapHUM apTepiocnasm i
CTEeHOKapilo y MallieHTiB, SKi OTpUMyBa/ii OKCAJIJaTuH y moefHaHHi 3 5-OY Ta GeBaiu3ymaboM.

Posaadu 3 60Ky duxaabHoOi cucmemu, opaaHie epyoHoi Kaimku ma cepedoCcmiHHA

HOCBiJI IMOCTMAPKETUHTOBOT'O 3aCTOCYBAHHA 3 HEBiJOMOIO YaCTOTOI0 BUHMKHEHHS: JIAPHUHTOCIIa3M,
ITHEBMOHIS Ta 6pOHXOHHeBMOHiH, y TOMY YHCIIi 3 JIeTaJIbHUM HaCJ'IiI[KOM, KPOBOXAapPKaHHA.

ITopyweHHs 3 6OKY WAYHKOBO-KUWKOB020 MPAKmy
Tabmuig 11

3axBOPIOBaHICTh y malieHTiB (%), 3a CTyIeHeM TSXKKOCT1



OxcarinnaTuH y AHTHMeTacTaTU4Ha Tepalis Ar’oBaHTHA Teparia
KoMOiHarrii Ta 3 5-

GY/OK y pos Yci cTynesni Yci cryneHi

85 Mr/m* KOXHi 2 yme Crynins 3 Crymnins 4 YIeHt Crynins 3 Crymins 4
. TSKKOCTI TSXKKOCTI

TUXKHI

Hynora 69,9 8 <1 73,7 4,8 0,3

Hiapes 60,8 9 2 56,3 8,3 2,5

BnioBanHsa 49,0 §) 1 47,2 5,3 0,5

Mykoaut/cTomatut 39,9 4 <1 42,1 2,8 0,1

[TokazaHi mpodinakTuka Ta/abo JiKyBaHHS MOTYXKHUMU POTUOIIOBaIFHUMU 3ac00aMHu.

HerigpaTallisi, mapaniTUYHUY ieyc, KUIIKOBA 0OCTPYKIIis, rimokamiemis, MeTabomiyHui anumos i
ypaXKeHHsI HUPOK MOXYTb OyTH CIIpUYMHEHI TSIKKOIO Jiape€ro/0M0BaHHIM, 0COOIUBO MTPH
KoMOiHyBaHHi okcanmimtaTuny 3 5-®V (muB. po3min «OcobnuBi 3axonu 6e3meKu»).

IlocBig MOCTMapKETUHIOBOI'0 3aCTOCYBaHHS 3 HEBIIOMO 4YaCTOTOX BUHUKHEHHS: ilIeMis
KHMIIeYHUKa, Y TOMY YUCIIi 3 JIeTaIbHUM HacligkoM (ouB. po3min «OcoOnuBi 3axonu 6e3meKu»),
e30(arit, MeTeopu3M, CyXiCThb y POTi, MeJIeHa, IPOKTHUT.

Bupasku Ta nepdopaliii IITyHKOBO-KUIIIKOBOTO TPAKTY, SKi MOXKYTh OyTH JeTalbHUMU (IUB. PO3Mi
«Oco0bnuBi 3axoqu Oe3MIeKu»).

I'enamobiaiapHi po3aadu.
Oyxe pigko (<1/10000)

Bynu 3apeecTpoBaHi CHHYCOIgaNMbHUM CHHAPOM IIEeYiHKOBOI 0OCTPYKIIii, TAKOXK BimOMUH K
BEHOOKJTIO3iMfHa XBopobOa neuyiHKy, abo maToNoriyHi IposiBY, OB’ I3aHi 3 TAKUM PO3/IafioM MeYiHKH, Y
TOMY YHCJIi IIeJ1i03 MeYiHKy, By3JlyBaTa pereHepaTHBHA TinepIasis, mepucuHycoifanbHui ¢iopos,
acuuT, reMopoi. KniHiuHuMEU mposiBaMu MOXKYTh OyTH IOpPTaJibHA TilepTeH3isa Ta/ado MigBUIEHHS
PiBHA TpaHCaMiHa3.

Po3nadu 3 60Ky HUPOK i ceuoaudinbHOi cucmemu.
Hyxe pigko (<1/10000)

TCocTpuit TyOynsapHUM HEKPO3, TOCTPUM iHTEepCTUlliaTbHUN HeQPUT Ta TOCTPa HUPKOBA HENOCTATHICTD,
HeTPUMaHHS Cedi.

Po3aadu 3 60Ky onopHO-pyx08020 anapamy ma Cnoay4Hoi MKaHUHU.

IocBig MOCTMapPKETUHTOBOTO 3aCTOCYBAHHS 3 HEBITOMOIO YaCTOTOI BUHUKHEHHS: pabmomioris, y
TOMY YHCJIi 3 JIeTalIbHUM HacJigkoM (IuB po3min «OcobnuBi 3axomu Oe3meku»), Mianris, 30inblIeHHS
JKMBOTA.

Posaadu 3 60Ky wkipu ma niOwKipHoi KAimKo8uHU.

oCBig MOCTMApKETUHIOBOTO 3aCTOCYBAHHS 3 HEBIIOMOI YaCTOTOX BUHUKHEHHS:
JIEUKOIIMTOKIACTUYHUYN BaCKYJIiT, alomellis, CyXiCThb MKipH, CBepOixK.

[ToBimoMIIeHHS PO Mimo3pioBaHi mo6iuHi peakirii



BaxnuBo mOBiOMIISITH IIPO Mif03pioBaHi Mo0iyHi peakilil micist peecTpaiiil Tikapcbkoro 3acoby. Le
[I03BOJISIE TIOCTIHO KOHTPOJIIOBATHU CITiBBiTHOIIIEHHSIM KOPUCTh/PU3MK JIiKapchKoro 3aco0y. IIpocumo
MEeIUYHUX IIPAIiBHUKIB OBIIOMIATH PO Oyab-sKi mimo3pioBaHi moOiyHi peakilil yepe3 HalliOHATbHY
CUCTEeMY 3BITHOCTI.

Tepmin npudamuocmi.

3aneuamaHutl ¢paakoH 36epizacmbes 4 POKH.

[Ticns po3BemeHHs y 5 % PO3uMHi TMTIOKO3M XiMivHa i (isuyHa cTabinbHicTh OyIa MPOJeMOHCTPOBaHA
IIPOTAroM 24 roguH Ipu TemmepaTypi Big 2 go 8 °C i mpoTsaroM 6 ToguH IpU TeMIlepaTypl He BUILe
25 °C.

3 MikpoGiooriuHoi Touku 30py iHQy3ifHUY mpemnapar Cilig BUKOPUCTATH HeranuHo. AKIII0 pO34YUH He
OyB BUKOPHUCTaHUY HeralHO, KOPUCTYBa4 Hece BiATIOBifalbHICTh 3a TPUBAJICTh i yMOBU 30€piraHHs.
fAKI10 po3BeieHHS He Bif0yBasoch Y KOHTPOJILOBAHUX Ta IIPOBaliloBAHUX aCeNITUYHUX YMOBaX,
3a3BU4Yal TepMiH 30epiraHHs He Ma€ epeBulllyBaTy 24 TOOUHYU Ipu TeMnepartypi Big 2 go 8 °C.

YmoBH 30epiranssi.

30epiratu y HegOCTYIIHOMY OJIs1 giTel Micii. 30epiraTé B OpUriHanbHiN yIIaKOBII AJIS 3aXUCTY Bif
CBiTJla Ipu TeMrnepatypi He Bulle 25 °C. He 3aM0OpoXKyBaTH.

HecymicHicmo.

Hikomnu He crig 3MmilnyBaT po3BeeHuH Ipemapar 3 iHIMKUME JTiIKapChKUME 3ac06aMu B OTHOMY
bnakoni abo cuctemi ans iHy3iii, He BKa3aHUMU B iHCTPYKIIii AJIT MEIUYHOTO 3aCTOCYBaHHS.

He 3acTocoByBaTi OMHOYACHO 3 JTy>KHUMH JIiKapChbKUMHU 3aco0aMu abo cepepmoBuIiniaMu (0COOIHUBO 3 5-
@Y, nyXHUMU PO3UMHAMHU, TPOMETAMOJIOM Ta JIiIKapCbKUMH 3aco0aMu, 10 MiCTSATh (DOIIHOBY KUCIIOTY
Ta TPOMETAMOJI SIK JOTIOMiXHi PEYOBHUHHU).

JIykHi pOo34YMHY Ta IpellapaTyd HeTaTUBHO BIIMBAIOTh Ha CTabiIbHICTh OKCaIiIIaTHHY.
He po3BoguTu COMbOBUME PO3UMHAMH, ITI0 MICTSATH XNopuau (BKaodatoun xnopunu Ca, K ta Na).

He 3mimyBaTH 3 iHIMMME JTiKapChKUMU 3acob6aMu B ODHOMY i TOMy X (akoHi gns indysii uu cucremi
[JIs1 BHYTPIIIHBOBEHHOIO BIIMBaHHS.

He BUKOPHCTOBYBATH iH'€KIIiiHi 3aC00H, II10 MiCTSTh aTIOMiHiM.

VYnaxoBka.

ITo 10 mm, 20 M1 a6o 40 M7 y ¢rakoni; mo 1 ¢rakoHy B KapTOHHI# KOPOO1Ii.



Kareropis Bigmycky.

3a pelLemnToM.

BupoOHUK.

AkBina I'm6X/AqVida GmbH.

Micue3HaxoaKeHHsI BHPOOHHKA Ta ajjpeca Miclsi IPOBagKeHHsI HOT0 Tis/IbHOCTI.

Kaizep-Binsrens™m-Iltp. 89, 20355 'ambypr, Himeuuuna/Kaiser-Wilhelm-Str. 89, 20355 Hamburg,
Germany.

3asiBHHUK.

Amakca JITn/Amaxa Ltd.

Micue3HaxoaKeHHsI 3asiBHHKA.

31 IxoH Icnmin Crpit, Jlongon SW1P 4FE, Benuka bputanis/31 John Islip Street, London SW1P 4FE,
United Kingdom.



