IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

JJEKOKCA

(LEKOXA)

Cxman:
miro4a peyoBHHA: IIeIeKOKCH0;
1 kamcyna TBepaa MicTuTh 1emekokcuby 100 mr abo 200 mr;

MOTIOMiXKHi peYOBHHHU: JTaAKTO03a, MOHOTiAPAT; HATPilo JTaypuiacynbdaT; HaTPilo KPOCKapMeo3a;
IIOBIJOH; CIUPT i30MIPOMiJIOBUY; MarHito cTeapar;

kancynu mo 100 mr: Kancyna (3anida okcup yepBonuii (E 172), tutany miokcup (E 171), KenaTus);

kancynu no 200 mr: kancyna (tutany giokcup (E 171), xenatus).

JlikapcbKka ¢popmMa. Kamcynu TBepmi.
OcHoBHI (pi3uK0-XiMiyHi BTaCTUBOCTI:

Karncynu no 100 Mr - TBeppi XKenaTUHOBI Kancynu, po3mipoM Ne 2, HEIIPO30pi, KpUllleyKa Ta KOPIycC
0eXeBOoro KOIbopy, 10 MiCTSATh MOPOIIOK 6iyioro abo Matizke 6i10T0 KOJILOPY;

Karncynu 1no 200 Mr - TBeppi XKenaTUHOBI Kancynu, po3mipoM Ne 0, HEIIPO30pi, KpUllleyka Ta KOPIycC
6i710T0 KOJBOPY, 110 MiCTSATH MOPOIIOK Oinioro abo mMaixke 6iIoro Koabopy.

QapmaKOTepaneBanHa rpyma

[TpoTu3ananbHi Ta anTUpeBMaTU4Hi 3acobu. Kokcubu. Kog ATX M0O1A HO1.

dapmako.102iuHi 8 1acmueocmi

dapmakoguHaMika

MexaHi3M mii

[lenekokcub Mae 3He00I0BAJIbHI, IPOTU3alla/lbHi Ta XKapO3HUXKYBa/IbHi BIaCTUBOCTI.
BBaka€ThC, 1110 MeXaHi3M MOro [ii MoB'13aHuY 3 iHriOyBaHHSIM CUHTE3Y NIPOCTarjaHaKHIB,
IIepeBaXkHO MUISAXOM iHTiOyBaHHS ITUKI00KcureHasu-2 (LOI'-2). LlemeKoKcub € mMOTYKHUM



iHTi6iTOPOM CHHTE3y IIpOCTarilaHAuHiB in vitro. KoHLleHTpallil e1eKoKcuoy, aKi 6ymu
IDOCSITHYTI ITif 4ac Teparii, CIpu4uHIIu eQeKkTH in vivo.

[TpocTarmaHauHY MigBUIIYIOTh YYTIUBICTh ad)ePEHTHUX HEPBIiB Ta IOCUIIOIOTD Hi0
OpanukKiHiny, cTUMYI0I04YY Oinb, ¥ MOAENIX Ha TBapuHax. [IpocTarianouHu € MefgiaTopaMu
3amaneHHs. OcKinbKy 1eneKokcu0 € iHTibiTopoM CHHTe3y mpocTarjlaHOuHiB, MeXaHi3M HOT0
mil Moxe OyTH 3yMOBJIEHW 3HUKEHHSM PiBHSA IPOCTarjiaHANHIB y IepupepruiyHuX TKaHUHaX.

dapMakKoOIMHaMiYHi BIaCTUBOCTI

Bnaue Ha mpombouumu

Y KNTiHIYHUX JOCTiAKEeHHIX 3 y4acTIO 3M0POBUX TOOPOBOJIBIIIB 3aCTOCYBaHHS 1I€JIEKOKCUOY Y
pa3oBux mno3ax go 800 Mr Ta 6araTopa3oBux go3ax go 600 Mr 2 pa3u Ha [00y IPOTATOM
nepiony 0o 7 OHIB (110 epeBUlllye peKOMEHI0BaHi TepalleBTUYHi 1031) He BIJIMBAJIO Ha
3MeHIIIeHHS arperatlii TpoM0ouTiB ab0 OIOBXKEHHS Yacy 3ropTaHHs KpoBi. Yepe3
BiICYTHICTb BIIMBY Ha TPOMOOLUTH 11eJIeKOKCHUO He MOXKHAa 3aCTOCOBYBATH K 3aMiHHUK
areTUICAIIIUIIOBOl KUCIIOTH A TPOGiTaKTUKKA 3aXBOPIOBaHb CEPILIEBO-CYANHHOL CUCTEMH.
HeBimoMo, 4u BIIJIMBAE 1eI€KOKCUO Ha TPOMOOIMTH Y IJIaHi MiIBUINEHHS PU3UKY PO3BUTKY
CepHO3HUX CEePIEBO-CYIUHHUX TPOMOOTHYHUX IOOIYHUX PeakKIlili, OB I3aHuX i3
3aCTOCYBaHHSM LIeJIEKOKCHUOY.

3ampumka piduHu

[TpurnivenHs cunTeldy npoctarnanauny E2 (IITE2) Moxke NMpU3BOOUTH [0 3aTPUMKHU HATPil0
Ta BOJHY 3a PaxyHOK 30inbiIeHHs peabcopOiril y BUCXigHiN TOBCTIi# yacTuHi meTii I'eHe
MO3KOBOTO IIapy HUPOK i, MOXKJIMBO, B iHIIINX CETMEHTax AUCTaIbHUX BiffiiB HEPPOHY.
BBaxaeTncs, mo [II'E2 mpurHiuye peabcop6iiito Bogu y 30ipHUX TPyOOUKaX,
IIePEIKOAKAYH [il aHTUAIYPETUYHOTO0 TOPMOHY.

®dapMakKoOKiHETHKA

[Toka3HUKY BIJIUBY 11eJIEKOKCUOY 30ibIIyI0THCS TPUOIM3HO IIPONOPIIIHO A0 KO3U TicIis
3actocyBaHHS 200 Mr 2 pa3u Ha mo0y; IPU BUIIUX A03aX CIOCTEPIra€ThCS MEHIII ITPOTIOPIliHe
30inTbINIeHHS TOKa3HUKIB. LleekoKcub XapaKTepU3y€eThCs IIUPOKKUM PO3IO/iIOM Ta BUCOKUM PiBHEM
3B’A3yBaHH4 3 OinmKaMu Iy1a3Mu KpoBi. Llemekokcub MeTabomi3yeThes ronoBHUM ynHoM CYP2C9 3
mepiogoM HamiBBUBeOeHHS mpuOau3Ho 11 roguH.

AGcopbirist

[Ticns mepopalbHOT0 3aCTOCYBaHHS MaKCHMaIbHUM PiBEHD 11eJIeKOKCUOY Y IyIa3Mi KPOBi 1OCATAETHCS
npubnu3Ho Yyepe3 3 TONUHM. Y pasi npuitoMy HaTie y go3i go 200 mr 2 pa3u Ha 0o0y 9K
MaKCUMaJbHUN PiBeHb LeleKoKcuOy y mna3Mmi kposi (C,,,), Taxk i moima mif hapMakoKiHETUYHOO
KpuBoio (AUC) mpu6au3HO IPOMOPIIiHHI 40 M03K; MPH BUIUX H03ax 3HaueHHs C,,. Ta AUC
30iMbIyIOTECS CyOIiHiHO (HUB. PO3MiN «BiuB BXKUBaHHS 1XKi»). [locmigxKeHHs aOCOTIOTHOI
6iomocTynHOCTI 1esieKokcuby He mpoBoguin. [Ipu 6araTopa3oBoMy 3aCTOCYBaHHI piBHOBaXKHUM CTaH
mocsaraeThCsl Ha II'sATHM eHb abo panimre. PapMaKOKiHETUYHI TapaMeTpH IeJIeKOKCUOy y Ipyi
3[0POBUX NOOPOBOIIBLIB HaBegeHOo ¥ Tabmuili 1.

Taomuus 1



KineTrka po3mnofiny pa3osoi 1o3u (200 Mr) refieKoKculy y 3M0pOBHX f0OPOBOMBIIB

CepepnHi (KoedirienT Bapiartil, %) 3HaueHHS hapMaKOKiHETUYHNX ITapaMeTpiB

C,o HT/MI T, TOO EdekTuBHul t,,, rog Vss/F, n CL/F, n/roxm
705 (38) 2,8 (37) 11,2 (31) 429 (34) 27,7 (28)

' HOGPOBOJIBII HiC/IA 3aCTOCYBaHHSA LeNleKOKCHOy HaTme (n=236, 19-52 pokn)

Vss/F - 06’eM po3mofiiny B piBHOBaXKHOMY CTaHi.
CL/F - nna3moBuii KJIipeHc.
BnnuB BXUBaHHS 1Xi

[Tpu 3acToCyBaHHi 11eJIeKOKCUOY 3 12K€10 3 BUCOKUM BMicTOM XkupiB C,,,, CIIOCTEPIranuch i3
3aTPUMKOI0 TPUOIN3HO Ha 1-2 roguHu 3 migBUIeHHSIM 3araibHoi abcopOirii (AUC) Big 10 % mo 20 %.
[Tpu 3acTocyBaHHI LleieKOKcuOy HaTie y fo3ax noHan 200 Mr crioctepiraetscs cyOmiHiiHe
30inbienHs 3HaveHs C,,, Ta AUC, 1110 TOB’SI3YIOTh 3 MOT0 HU3bKOI0 PO3YMHHICTIO Y BODTHOMY
CEepemoBHIIIi.

OpHOYacHe 3aCTOCYBaHHS I[eJIeKOKCUOY 3 aHTaIlMIaMu, 110 MICTSTh allOMiHil Ta MarHi#,
IIPHA3BOIUIIO 0 3HUKEHHS MOro KOHIIeHTpallil y Ij1a3Mi KpoBi 31 3HUXKeHHAM moka3Huka C,,, Ha 37 %
ta AUC Ha 10 %. Llenekokcu6 y no3ax go 200 Mr 2 pa3u Ha go0y MOKHa IPUIMaTH HE3aJIeXKHO Bifl
BXKMBaAHHA ixi. [[/151 MOKpaleHHs BCMOKTYBaHHS Builli fo3u (400 Mr 2 pa3u Ha mo6y) ciif
3aCTOCOBYBaTH pa30M i3 1XKelo.

Y 3m0opoBUX HOPOCTUX 0OOPOBOJIBINB 3araJbHUM BIIUB IIPU CUCTEeMHOMY 3acTtocyBaHHi (AUC)
11esleKoKcuby He BiIpi3HSABCS MpU MPOKOBTYBAHHI KaIlCyJIU Ta IIPU PO3BeeHHi ii BMICTY B S06/1y4YHOMY
niope. [licasa mpuiioMy BMiCTy Kamcynu 3 S6Ty4HUM IIIOpe He CIIOCTepiraay KOMHUX 3HAUYIIKUX 3MiH
noka3HuKiB C,,,, 4aCy HOCATHEHHS MaKCHMaJlbHOI KoHLeHTparii (T,,,) ado nepiony HamiBBUBeIeHHS
(t,,) (muB. po3pin «Crocib 3acToCyBaHHS Ta OO3U»).

Po3mnopin

Y 3mopoBux M0GPOBOJIBIIIB ITPH 3aCTOCYBaHHI B KJTiIHIYHOMY Hialla3oHi 003 1eJIeKOKCU0O Malxke
TIOBHICTIO 3B’A3y€ThCS 3 Oiikamu 1m1a3Mu Kposi (mpubnusno Ha 97 %). [ocmigxkeHHs in vitro
IOBOJSITD, IO I[eJIEKOKCHUO 3B’SI3yE€THCS TOJIOBHUM YMHOM 3 aIbOyMiHOM Ta MEHIIIOI0 Mipoio - 3

0,-KUCJIOTHUM TJIiKOonpoTeinoM. Bupgumuii 06’eM po3mofiny y cTaHi piBHOBaru CTaHOBUTEL ITPUOIM3HO
400 11, 1110 BKa3y€e Ha MIMPOKHUH POIIOMIN IeeKOKCUOy y TKaHWHaX. Llenekokcub He IeMOHCTPYE
IIepeBaXKHOTr0 3B'I3yBaHHS 3 EPUTPOLIUTaMU.

Mertabonizm

MeTabomi3M 11e1eKoKCuby roJI0OBHUM YMHOM 3[iHCHIOEThCS 3a mormomoro CYP2C9. Y nmmasmi Kposi
monuHY 6y70 BUSBIeHO 3 MeTaboIiTH: IepBUHHUM CIUPT, BiAMoBigHa KapOOHOBa KHUCIOTa Ta il
TIIOKYPOHIgHUY KoH'toraT. 1li MeTabomiTH He MalOTh aKTUBHOCTI 110710 iHri6yBanHus LIOT-1 abo
LIOor-2.

Ekckpeliig

Llenekokcu® BUBOOUTHLCS TOJIOBHUM YHMHOM IIJITXOM ITE€YiHKOBOT'0 MeTab0J1i3My Ta JIUIlle HeBeIuKa
KinbKicTh (MeHIe 3 %) He3MiHeHOI peYOBHHM BUBOOUTHCS 3i ceuelo Ta KajoM. ITiciis mepopanabHOTo



3aCTOCYBaHHST OQHOPA30BOI1 03U 1eeKOKCU0Y, MiueHOro pafioizoromnoM, mpubau3Ho 57 % mo3u
BHUBOIMIIOCS 3 KajioM i 27 % - 3i ceuero. OcHOBHUM MeTa0o0JIiTOM y ceui Ta Kai 6ya Kap6oHOBa
KucsuoTa (73 % mo3u), Ipu bOMY B Cedi TaKOXK BUSBISIIACSA HEBEJIMKA KiJTbKiCTh TTIOKYPOHIAY.
BBaxaeThcs, 1110 HU3bKA PO3YUHHICTD I1eJ1eKOKCUOY MOI0BXKYE mpoliec abcopOiii, 1m0 poburts t,,
6inbi BapiabenbHUM. EQexTuBHuUl t,, CTAHOBUTH TPUOIU3HO

11 romuH 3a yMOB 3aCTOCYBaHHS HarTIle. KiipeHc maa3Mu KpoBi CTaHOBUTH ITPUOIHU3HO
500 m1/xB.

OxkpeMi IpyIu mallieHTiB

ITayieHmu AiMHbO20 BIKY

Y nmatieHTiB NiTHHOTO BiKY (BikOoM Bif 65 pokiB) y piBHOBaxkHOMY cTaHi C,,,, 6yna Ha 40 % Bua i AUC
- Ha 50 % BuIlla TOPIBHSAHO 3 TAKMMH Y MALiEHTIB MOJIOAIIOr0 BiKy. Y XiHOK HiTHBOTO BiKy C,,, 1 AUC
[JIS 1[eJIeKOKCUOy € BUIIMMHU, HiXK y YOJIOBIKiB JIITHBOTO BiKy, ajie Iie MiIBUILIeHHS IePeBaXKHO €
HAaCJIigKOM MEHIIIO0l MacH Tijla ¥ XiHOK. 3arajioM KOpUTyBaTH 03y MallieHTaM JIiTHOTO BiKy He
notpi6bHo. OfHaK y mallieHTiB 3 Macolo Tia MeHie 50 Kr JTiKyBaHHS CJIil pO3MIOYMHATH 3 HaMEHIIIO1
PEKOMeHI0BaHOI 103u (guB. po3Min «Crocib 3aCTOCYyBaHHS Ta HO3U»).

Himu
Y kJiHiYHOMY JOCHTigKeHHi y 152 malieHTiB 3 I0BeHiIbHUM PEBMATOIIHUM apTPUTOM BiKOM Bif

2 mo 17 pokiB Ta Macoio Tina =10 Kr 3 ypaxkeHHSIM OJHOT0 Yu 0arathox CcyryiobiB abo i3 CuCTeMHUMU
IIPOSIBAMU I0BEHITBHOTO0 PEBMATOIMHOTO apTPUTY OIliHIOBajach (hapMaKOKiHeTUKA PiBHOBAXKHOTO
CTaHy MiCJIg 3aCTOCYyBaHHS 1IeJIeKOKCUOY B eKCIIepUMEHTalbHiN GhopMi CcycIieHsii ayis mepopasbHOro
3acTocyBaHHS. PapMaKOKiHETUYHUY NOMYJIALIMHUYN aHalli3 MoKa3as, 110 KIJIipeHC (HeCKOPUTOBaHUM
3a MacoIo Tijla) IpHY ITepopaibHOMY 3aCTOCYBaHHi 11eJ1IeKOKCU0Y 3p0CTae MEHII HiXkK ITPOTIOPIINHO [0
30inbIIIEHHS MacH Tijla, IPUYOMYy IIPOTHO3YBaIOoCH, IO Y MallieHTiB 3 Macoro Tina 10 kr ta 25 Kr
KiipeHc Oyme MeHmuM Ha 40 % Ta 24 % BigmoBigHO MOPiBHSHO 3 MOPOCIUMH TalliEHTaMu i3
PeBMaTOITHUM apTPUTOM 3 Maco Tina 70 Kr.

3acTocyBaHHS Karlcyn 1enekokcudy mo 50 mr 2 pa3u Ha qo0y HallieHTaM i3 I0BeHiTbHUM
PeBMaTOITHUM apTPUTOM 3 Macoo Tina =12 ta <25 kr Ta Kamcyn mo 100 Mr nauieHTam 3
IOBEHITbHUM PEBMATOITHMM apTPUTOM 3 MAcoO0 Tifla >25 KT Ma€ 3a0e3Me4yuTy momioHy
KOHIIEeHTPaIlilo 11eJIeKOKCUOY y IIa3Mi KpPoBi [0 Ti€l, 110 criocTepiranacs Iif yac KJIiHiYHOTO
MOCTiAKEeHHS, B IKOMY OyJI0 TPOJIeMOHCTPOBAHO He MeHITy e(peKTUBHICTD I[eJIeKOKCUOY IOPiBHSHO 3
HaIPOKCEHOM Y 1o3i 7,5 MI/KT 2 pa3u Ha [o0y (guB. po3min «Crocib 3acTocyBaHHS Ta JO3U»).
HocmimxeHb 3aCTOCYBAHHS 1IeIeKOKCHUOY MalfieHTaM i3 I0BeHiTbHUM PEBMATOITHUM apTPUTOM BiKOM
1o 2 pokiB abo Macoio Tiia <10 KT He MPOBOAWIIM, TAKOXK He ITPOBOIUIN JOCIiAKEHHS TPUBAIICTIO
Oinbpire 24 THXHIB.

Ilauienmu pi3Hux pac

BpaxoByiouu pe3ynbTaTh MeTa-aHali3y papMakOKiHETUYHUX JOCIigKeHb, 6yn10 3po0IeHo
npumnyileHHs, mo 3HayeHHs AUC 1enekokcu0y y MpefcTaBHUKIB HerpoifgHoi pacu Ha 40 % Bulla, HixK
y IpeCTaBHUKIB €BPOIEOIAHOI pacu. [I0sgCHEeHHS Ta KJIiHiYHa 3HAUYIIiCTh LIWX Pe3yJIbTaTiB HEBIOOMI.

ITopyweHHA pYHKYII neviHKu

Y nmatiieHTiB i3 TeTKUM MOPYyIIeHHSIM (YHKIIII Te4iHKU crocTepiranocs cepenHe 36inbimenus C,,, Ta



AUC nenekokcu6by Ha 53 % Ta 26 % BiATOBiIHO MOPIiBHSHO 3 MalliEHTaMHU, SKi MalOTh HOPMaJlbHY
GyHKII€0 TeYiHKY. Y NalieHTiB i3 TOMipHUM NOPYIIEHHSIM (DYHKIIi1 TeYiHKY BiNOBiAHI TOKa3HUKA
36inpmyBanucs Ha 41 % ta 146 % BignmosigHo. IIBUgKicTh MeTaboni3aMy 1e1eKOKCUOY Y NalieHTIB i3
JIETKUM Ta MOMipHUM MOPYIIeHHSIM (QYHKIIil TeYiHKKA KOpesioBajia 3 PiBHEM CUPOBaTKOBOTO
anbOyMiny. JIiKkyBaHHS Mali€HTIB i3 MOMipHUM MOPYIIeHHIM (QYHKIIii Te4iHKY (piBeHb CUPOBATKOBOTO
anbO0yMiHy 25-35 r/71) Cclif po3MoYKMHATH 3 II0JIOBUHY PEKOMEH0BaHOI 103u. [1allieHTH 3 TSIKKUM
MOPYILIEHHAM (QYHKIII IediHKy (CUPOBATKOBUM anbOyMiH < 25 T/1) He OOCiIXKYyBaJUC;
3aCTOCYBaHHS 11e71eKOKCHOYy TaKKUM IallieHTaM IPOTUIIOKa3aHe.

Iopywennsn ¢pyHKuii HUPOK

IocBin 3acTocyBaHHS 11e71IeKOKCUOY V MAllieHTIB i3 mopyueHHIM GYHKINI HUPOK 00MeXeHUH.
dapMmakoKiHeTHKa 11eJIeKOKCUOY y Ili€l IPymy MallieHTiB cIeliabHO He BUBYAJacs, OOHAK CyTTEBUX
3MiH ouiKyBaTu He ciif. He3Baxkaiouu Ha 1ie, HE0OXiTHO JOTPUMYBaTHCS 00€peKHOCTI IIPH JTiKyBaHHi
TIALli€HTIB i3 mopyuIeHHSAM QyHKIII HUPOK. Llenekokcub IpoTUOKa3aHuy MallieHTaM i3 TIKKAM
NOpYIIeHHAM (YHKIIil HUPOK.

[TocnmimKeHHsT B3a€MOIii JTikapCchKUX 3ac0biB

HocmimkeHHS in vitro cBiguaTs, 110 1e1eKoKcub He € iHribiTopom muroxpomy P450 2C9, 2C19 abo
3A4. TocnipKeHHS in Vivo MoKa3alu HaCTyIIHe.

Auemuscaniuunosa Kucaoma

[Tpu 3actocyBanHi HII33 3 areTusncaminuioBo0 KACIOTOI CTYIiHb iX 3B’g3yBaHHA 3 GiTKaMu IJTa3Mu
KPOBi 3HMKYBaBCs, X04a KJlipeHC He3B'g3aHol ¢opmu HII33 He 3MinioBaBcs. KimiHiuyHa 3HAUYLIiCTh
1riei B3aemopil HeBimoMa. Kminiuno 3Hauymi B3aemoqii HIT33 3 areTuncaninuioBoo KUCIOTOIO
3a3Ha4YeHO y po3finmi «B3aemofis 3 iHIMKUMHY JTiKapChKUMK 3aC00aMu Ta iHIII BUOY B3a€EMOMi».

ITpenapamu aimiro

Y mocnifKeHHi, SKe MPOBOOUIM 3 YYaCTIO 3M0POBUX HOOPOBOJIBIIIB, CepefHi piBHOBaXkKHi PiBHi JiTii0 ¥
11a3Mi KpoBi migBuIyBanucs npubau3Ho Ha 17 % y THUX mauieHTiB, sKi 3acTocoByBanu 450 Mr
Ipemnapary JiiTito 2 pa3u Ha go0y B koMmbiHatii 3 enekokcubom y go3si 200 Mr 2 pas3u Ha o0y,
IIOPiBHSHO 3 THMHM, XTO 3aCTOCOBYBaB TiJIbKH IIpemapar JIiTiio (quB. po3nin «B3aeMopis 3 iHIMMU
JiKapChKUMHU 3aco0aMu Ta iHIIi BUIKM B3aEMOIiN»).

@ 1yKOHA301

OpHoYacHe 3acToCyBaHHS (yKoHa30my ¥ go3i 200 mMr 1 pa3 Ha mo0y Ipu3BOOUIIO 10 IBOKPATHOTO
IiABUINEHHS KOHI[EHTpAllil eeKoKcuOy y mira3Mi KpoBi. Take MiBUIIIEHHS € HACIIIKOM iHTi0yBaHHS
bnykoHa3010M MeTabo1i3My LieieKoKcu0y, siKe 3[iMCHI0EThCS i30hepMernToM P450 2C9 (muB. po3min
«B3aeMopis 3 iHMMMY JTiKapChbKUMHU 3ac00aMu Ta iHIII BUOM B3AEMOIiii»).

THwi nikapcvki 3acobu

Bynu npoBeneHi moCigKeHHS in Vivo 100 BUBUEHHS BIUIUBY LieIeKOKCHUOY Ha papMaKOKiHETHUKY
ta/abo hapMakoguHaMiKy TTi0ypuay, KETOKOHA30/y, MeTOTpeKcaTy (AuB. po3ain «B3aeMopis 3
iHmUMY TiKapchKUMU 3acobaMu Ta iHII BUAYM B3a€MOZii»), GeHiTOIHY Ta ToNOyTaMiny, ane KIiHigHO
3HAUYYIIUX B3aEMOil BUSBIIEHO He OYIIO.

dapMakoreHomika



B okpeMux MaIfi€eHTiB 3 reHeTUYHUM Io1iMopdizaMoM (romo3uroTHicTio 3a CYP2C9*2 Ta
nonimopdizmom CYP2C9*3) cocTepiraeTbcst 3HMKEHHS akTuBHOCTI CYP2C9, 1110 MPpU3BOOUTE [0
3HUKEHHS (HepMEeHTaTUBHOI aKTUBHOCTI. OOMeKeHi gaHi, ony6IiKoBaHi Y YOTUPHOX 3BiTax, SKi
BKJI0OYaJIX 3arajioM 8 maiieHTiB, roMo3urotHux 3a CYP2C9*3/*3, moka3anu, 1110 y LIKX Ial[i€HTiB
cucTeMHi piBHi nenekokcuOy 6ynu y 3-7 pa3iB BUIIMMHU MTOPIBHSHO 3 MalliEHTAMHU i3 TEHOTUIIAaMU
CYP2C9*1/*1 Ta *I/*3. dapMaKOKiHeTHKa IIeIeKOKCUOY y MalieHTiB 3 iHmuMu nojiMmopdizmamMu
CYP2C9, takumu 4K *2, *5, *6, *9 ta *11, He ouiHIOBanacs. 3a po3paxyHKaMu, 4acToTa
TOMO3UTOTHOrO reHotuny *3/*3 ctanoBuTs Bif 0,3 % mo 1,0 % [ans pisHUX eTHIYHUX I'PYI (OUB. PO3AiN
«Crocib 3acToCcyBaHHS Ta HO3U»).

Y mpotieci MoaBIMHOTO CIIMOT0 paHOOMi30BaHOT0 KOHTPOAboBaHOTro AocaigxkeHHs (PRECISION;
NCT00346216) koMmmiekcHOI Oe3meKu [ CEPLEBO-CyINHHOI CUCTEMU Y Talli€HTIiB i3 0CTE0apTPUTOM
(OA) Ta peBMaToigHuM apTpuToM (PA) i3 ceplieBo-CyIMHHUME 3aXBOPIOBAHHIMHU a00 BUCOKUM
PU3UKOM IX PO3BUTKY ITOPiBHIOBABCS IeIeKOKCHO i3 HarmpokceHoM Ta ibympodenom. ITarientu Oymu
paHpgoMi3oBaHi [AJIsT OTPUMaHHS Mo4YaTKoBoi fo3u 100 Mr nenekokcuby 2 pa3u Ha moby, 600 Mr
ibynpodeny 3 pa3u Ha moOy abo 375 MI HaITPOKCEHY 2 pa3u Ha K00y 3 MOXKIUBICTIO 301/IbIIIEHHS 003U
3a HeoOXimHOCTI A1t NTiKyBaHHS 60ITIO0.

Ins ouiHioBaHHS He MeHInol epekTuBHOCTI (80 %) ekcriepTaMu po60Y0i IPYIIX OOCITiTHUKIB
aHTuTpoMOouKTapHuX mpemnaparis (Antiplatelet Trialists’ Collaboration, APTC) Oyrna Bu3HaueHa
nepBUHHaA KOMOiHOBaHa KiHIleBa TOYKa, II0 BK/II04asa B cebe jeTalbHi BUIAgKKN Yepe3 CeplieBo-
CyOVHHI 3aXBOPIOBaHHA (BKJII0YalO4M JIeTa/lbHI BUIAOKY Bil KDOBOBUJIKBIB), HeJleTaIbHUY iH(DapKT
MioKapza Ta HeJleTallbHUY iHCYIIbT. YciM nanienTam 0yi0 Tpu3Ha4eHo y BiTKPUTOMY PeXUMi
e3omernpa3son (20-40 Mr) sk racTponpoTekTop. PanmoMmizanist y rpynu nikyBaHHS Oyia
crpatudikoBaHa 3a I0YaTKOBUM PiBHEM 3aCTOCYBaHHSIM HU3bKUX [103 alleTUICATIIUIOBOI KUCIIOTH.

HonatkoBo mpoBopunocs 4-micsauyre pociuigkeHHS (PRECISION-ABPM) nnst oLiHIOBaHHS BIIJIUBY
TPHLOX BUIlle3a3HaUYEHUX IpernapaTiB Ha apTepiaJbHUM TUCK, BUMiIpIOBaHKH Mif Yac aMOyIaTOPHOTO
MOHITOPUHTY.

Llenexokcub y mo3i 100 Mr 2 pa3u Ha go0y MOPiBHAHO 3 HAaIPoKCceHoM abo i0ymnpodeHoM y
BiITIOBIgHUX J03aX BifITIOBiaB MoNepeqHbO BU3HAUYEHUM KPUTEPIAM He MeHIOol eeKTUBHOCTI (p <
0,001 gnst He MeH1IOi epeKTUBHOCTI B 060X MOPIBHSAHHSX) [JI51 BUllle3a3HaueH0i KOMOiHOBaHOI
KiHIIeBO1 TouKHY, Bu3HaueHoi APTC.

[Tpu aHasmi3i momynAIil NalieHTiB i3 IpU3HaYEeHUM JTiKyBaHHAM NpOTATroM 30 MicALiB JIeTaIbHICTD 3
ycix mpuyuH craHoBuna 1,6 % y rpymi nenekokcu6y, 1,8 % y rpymi ibynpodeny Ta 2,0 % y rpymi
HaNpPOKCEHY.

Ockinbku 36inbIIeHHS 103U Ienekokcuby no 200 Mr 2 pa3u Ha 0o0y BimOynocs y IOpiBHAHO
HEeBeJIMKOI YaCTKU Bifl 3arajbHOI KilTbKOCTI IallieHTiB, sIKi mpuiiManu nenekokcud (5,8 %), pe3ynbraTu
nocnimxkenHss PRECISION He € MpuUHSATHUMY 07151 BU3HAYEHHS BiTHOCHOI O€3IeKH MJIsT CEPIIeBO-
CYOUHHOI CUCTEeMH 3aCTOCyBaHHS IeJIeKOKCcuOy B 1031 200 Mr 2 pa3u Ha f00y MOPiBHSHO 3
i6ynpodeHoM i HAMPOKCEHOM Y BifMIOBIIHUX H0O3aX.

Y nomatkoBomy mocmimkeHHi PRECISION-ABPM 3 yuacTio 444 maii€HTiB, CTaHOM Ha 4Ye€TBEPTUM
MiCSIITh TiC/IsT 3aCcTOCYBaHHS HenekokcuOy B o3i 100 mr 2 pa3u Ha no0y cepemHbOO000Be 3HAUEHHS
CHUCTOJIIYHOTO apTepiaJbHOI0 TUCKY 3HUXKYBasocsd Ha 0,3 MM pT. CT., TOAL K MIiCJIS 3aCTOCYBaHHS
ibynpodeny Ta HalpoOKCeHY y BifMOBIAHUX H03aX cepelHbON000Be 3HAUEHHST CUCTOJIIYHOT O
apTepiasbHOTO TUCKY MigBUILIYBaIocd Ha 3,7 MM PT. CT. i 1,6 MM pPT. CT. BignoBigHo. Lli 3MiHK
IIPU3BEJIH J0 CTaTUCTUYHO Ta KJIiHIYHO 3Hauymol pisuuti y 3,9 Mmm pr. cT. (p = 0,0009) mix
11eJIeKokcuboM Ta ibympodheHOM i CTaTUCTUYHO HE3HAUYIIOL Pi3HUIT B



1,8 MM pT. cT. (p = 0,119) Mix 1e1eKOKCUOOM i HATPOKCEHOM.

KriniyHi xapakTepucTHKH
ITokazanns

e CUMIITOMATUYHE JiKyBAaHHS OCTEOAPTPUTY, PEBMATOITHOTO apPTPUTY Ta AHKITIO3UBHOTO
CIIOHAMIIITY (OuB. po3min «OcoBGIMBOCTI 3aCTOCYBAHHS»).

e JIikyBaHHS roCcTpOro 00JII0 ¥ JOPOCIUX NalieHTiB (OuB. po3ain «OcoO0IMBOCTI 3aCTOCYBaHHSI »).

e JlikyBaHHS ITepBUHHOI gucMeHopel (auB. po3main «OcoONMMBOCTi 3aCTOCYBaHHS»).

IIpomunoka3aHHus

e [linBumieHa YyTIUBICTh (HaIPUKIIaA, aHa(iTaKTUYHI peakllil Ta CepHO3Hi MIKIpHi peakiiil) 1o
1es1leKoKcuby Ta/abo m0 iHIIKMX KOMIIOHEHTIB JIiKapCchKoro 3acoby (muB. po3min «OcoO6nmuBoCTi
3aCTOCYBaHHS»).

e HasgBHiCTh B aHaMHe3i OpoHXia/lbHOI aCTMH, BUIIAKiB KPOIIUB SHKH, TOCTPOTO PUHITY, HOCOBUX
TI0J1iTliB, @HTiI0HEBPOTUYHOT0 HaOpSKY, KPOIIKB' THKY a00 iHIINX peaklliil aleprivHoro TUIY
IiCJIS 3aCTOCYBAHHS alleTUICAJIIIIUI0BOI KMCIOTH abo inmux HII33, Bkmovaiouu iHribiTopu
LIOT'-2. ¥ Takux narieHTiB Oy/Iu 3apeeCcTpoBaHi TSAXKKi, iHKONMM JleTaibHi aHadinakKTUYHI peakiril
Ha HII33 (guB. po3min «OcoGIMBOCTI 3aCTOCYBaHHS»).

e HasBHiCTh B aHaMHe3i peakliii aJiepriuHoro TUIY A0 Cylb(aHiTaMigHUX ITpenaparis.

e [licns nmpoBefeHHS XipypriuHoi onepallii 3 a0PTOKOPOHAPHOT0 IIIYHTYBAHHS (AUB. PO3Mi
«Oco6MMBOCTI 3aCTOCYBaHHS»).

e AKTMBHA NeNTUYHA BUPa3Ka a00 IIJTyHKOBO-KUIITKOBA KPOBOTEYA.

e 3amnasbHi 3aXBOPIOBaHHS KUILIEYHUKY.

e 3acriitHa cepiieBa HemocTaTHICTE (knac II - IV 3a knacudikaiiito NYHA).

e BcranoBneHa imeMiyHa xBopo0Oa ceplis, 3aXBOPIOBaHHS IepudepuyHuX apTepint Ta/abo
11epe0pPOoBacCKyIIPHi 3aXBOPIOBAHHS.

o TskKi nopymenHs QyHKLii nevinku (anpOyMiH mma3mMu Kpoi <25 r/m abo moKa3HUK 3a
mkanow Yaunga-IT'to = 10).

e 3aCTOCYyBaHHS NallleHTaMU 3 PO3PaxyHKOBUM KJIipeHCOM KpeaTuHiHYy <30 MJI/XB.

e BariTHICTh i 3aCTOCYBaHHS XiHKaMU PENPONYKTUBHOIO BiKY, Ki HE BUKOPUCTOBYIOTh
e(peKTUBHUY METOM KOHTPAIIEHIIil.

e [lepiog rogyBaHHs I'PYAALO.

B3aemodin 3 inwumu snikapcoKumu 3acobamu ma inwi eudu e3aemodiu
JlikapcuKi 3acobu, u,0 8nau8amMsv Ha 2emocmas3

[Tpu omHOYaCHOMY 3aCTOCYBaHHI 11eJIEKOKCUOY Ta aHTUKOATYJISHTIB MigBUIIYETHCS PUIUK
BUHUKHEHHSI CEPHO3HOI KPOBOTEUi MMOPIBHSHO i3 3aCTOCYBAHHSIM KOXKHOTO 3 ITuX 3aco0iB OKpeMo.
Llenexokcub Ta aHTUKOATYJISHTH, TaKi IK BaphapuH, BUSBISAIOTh CHHEPTiUHUYN ePeKT Ha KPOBOTEUi.
ToMy y IaIieHTiB, AKi OTPUMYIOTh [IepOPasibHi aHTUKOATYJISHTH, CIIifi PETeJIbHO KOHTPOIIOBATH
mpoTpoMOiHOBUY Yac i MixkHapogHe HopMari3doBaHe BimHomeHHs (INR), oco0nuBo y mepii Kinbka
[HIB ITicyIs MOYaTKy Teparii 1enekokcubom abo 3MiHu 0o3u 1enekokcuby. IToBigomsiiocs mpo
BUIIAOKU KPOBOTEYi y 3B'513KY 3i 30iblIeHHIM IIPOTPOMOIHOBOTI0 Yacy, IepeBaXkHO Y MallieHTiB



JITHBOTO BiKY, SIKi OTHOYACHO OTPUMYBaJIH Iiej1IeKOKcub i BapdapuH, meski 3 1ux BUMaOKiB Oyniu
JeTaIbHUMU.

CepoToHiH, IKUI BUBITbHAETHCSI TPOMOOIIMTAMH, Biirpa€ BaxKJIUBY POJb ¥ reMocTasi. [locmigKeHHs
TUIY «BUIIaJOK-KOHTPOJIb» Ta KOTOPTHI emifieMioIoriyHi JOCTIiAXKeHHd [TI0Ka3ay, 1[0 OGHOYacHe
3aCTOCyBaHHS JIiKapChKUX 3ac00iB, SIKi IepemKoKal0Th 3BOPOTHOMY 3aXOIIJIEHHIO CEPOTOHIHY, Ta
HIT33 migBuiye pu3uK BUHUKHEHHS KpoBOTedi OinbIne, HiXK 3acTtocyBanHs HII33 y Burmani
MOHOTEpaIIil.

Y pa3si ogHOYaCHOT0 3aCTOCYBaHHS LIeIeKOKCUOY 3 aHTUKOAryJISHTaMu (HampuKiag, i3 BaphapuHoM),
AQHTUTPOMOOILMTAPHUMU JTiKapChKUMU 3aco0aMyu (HapPUKJIIaf, i3 alleTUICaTilKUIOBOIO KUCIOTOI0),
CeJIeKTUBHUX iHTi6iTOPiB 3BOpOTHOTO 3axomneHHs cepoToHiHy (CI33C), Ta iHribiTopiB 3BOPOTHOTO
3axOIJIEHHS CEPOTOHIHY Ta HopeniHeppuHry (I33CH) cip 3midiCHIOBAaTH MOHITOPHHT MAlli€HTIB 00
BUHUKHEHHS KpOBOTedi (guB. po3fin «Oco0IMBOCTI 3aCTOCYBaHHS»).

Auemuscaniyuaosa Kucaoma

KoHTponboBaHi KIiHIuHI AOCTIAXKEHHS [TI0Ka3aly, 110 0OgHOo4YacHe 3acTtocyBanHsa HII33 Ta
alleTUJICAJIIIUIOBOL KUCJIOTH Y [03i, sIKa BUABIISE 3He00MI0BaNbHUM eheKT, He 3yMOBIIIOE KOJHOTO
OinmbIIOTo TepaneBTUYHOTO edeKTy, Hik 3acTocyBaHHS HII33 okpemo. Y KniHiYHOMY HOCTifXEeHH]
omHOYacHe 3actocyBaHHS HII33 Ta aueTuncamiuaoBol KUCIOTHA CYIPOBOAXKYBAI0CS 3HaYHUM
IiIBUIIIEHHSM YaCTOTH MOGIYHUX peakiliit 3 60Ky TPaBHOTO TPAKTY MOPiBHSIHO i3 3aCTOCYBAaHHSIM
HIT33 okpemo (muB. po3min «OcoO0nMMBOCTi 3aCTOCYBAHHS»).

Y mBOX JOCTiAKEHHSX 3 Y4acCTIO 3[0POBUX NOOPOBOJIBIIIB Ta MallieHTiB 3 0CTE0aPTPUTOM i XPOHIYHUM
3axXBOPIOBAHHSAM CepIid BiANOBigHO OyJI0 TPOAEMOHCTPOBAHO, 1110 1eneKokcuO (y mo3i 200-400 Mr Ha
no0y) He BIIJIMUBA€E Ha KapHiONpPOTEKTOPHY aHTUTPOMOOLMTaPHY Aif0 alleTUIICAIIINIOBOI KUCIIOTH (Y
mo3i 100-325 mr).

3a3Buyall oqHOYACHE 3aCTOCYBaHHS I1eJIeKOKCUOY Ta alleTHIICAIIIMI0BOI KUCIOTH Y 3HEO0I0BATbHUX
[03aX He PEKOMEHAYEThCS Yepe3 MigBUILIeHNN PU3UK BUHUKHEHHS KPOBOTEUi (OUB. PO3AiN
«0OcobnuBOCTi 3acTOCyBaHHS»). LleieKoKCcub He CIIifl 3aCTOCOBYBaTH 3aMiCTh alleTHUICAII[AIIOBO1
KVMCJIOTH Yy HU3bKIU 0031 A7 Mpo(diTaKTUKU 3aXBOPIOBaHb CEPIEBO-CYAUHHOI CHCTEMH.

IHeibimopu aH2iomeH3UuHNepemaeopsdabHo20 pepmenmy (AII®), 6a10kamopu peuenmopia
aHziomeH3uHy ma B-adpeHob.i0Kamopu

[Tpu ogHOYacHOMY 3acTocyBaHHi 3 HII33 MoXknuBe 3MeHIIIeHHS TilOoTeH3UBHOTO eeKTy iHTibiTOpiB
ATI®, 610KaTOpiB pelenTopiB aHTi0TeH3UHY, AiypeTUKiB abo f-agpeHo610KaTOPIB (Y TOMY YHCTi
IIPOIIPAHOJIONY).

OpuouvacHe 3actocyBanHs HII33 3 inribitopamu AII® a6o 6710KaTopaMu pelenTopiB aHTiOTEH3UHY Y
MAIi€HTIB JIITHLOTO BiKYy, V MAI[iEHTIB 31 3HeBOJHEHHSIM (y TOMY YKCIIi BHACIOK Teparil
IiypeTrKaMu), a TaKOXK Y IallieHTiB i3 MOpyLIIeHHSAMU poOOTH HUPOK MOXKe IIPU3BECTH [0 MOPYIIEHHS
GYHKIIII HUPOK, y TOMY YHCIIi [0 TOCTPOl HUPKOBOI HefocTaTHOCTI. Li eekTu € 3a3Budai
000POTHUMHU.



[Tpu ogHOYACHOMY 3aCTOCYyBaHHI 11e1eKoKculy Ta iHribitopis AII®, 6510KaTOPiB pelenTopiB
aHTioTeH3UHY abo P-afipeH00I0KATOPIB CIifl 3iliCHIOBAaTH MOHITOPHHT apTepiajJbHOTO TUCKY, 11100
IIepeKOHATHCS ¥ NOCATHEHHI HeoOXimHOTO PiBHS apTepiaTbHOTO THUCKY.

[Tpu ogHOYACHOMY 3aCTOCYBaHHi 11e1eKoKculy Ta iHribitopis AII® abo 6710KaTOpiB pelenTopis
aHTiOTEH3WHY Y IallieHTiB JTiTHLOTO BiKy Ta B 0Cib 3i 3HeBOgHEHHSIM ab0 OpyIIeHHAMHT QYHKIIil
HUPOK CJIiff 3[iMCHIOBATA MOHITOPUHT 00 BUHMKHEHHS 03HaK IOPYIIeHHS QPYHKII1 HUPOK (OUB.
po3min «Oco6IUBOCTI 3aCTOCYBAHHS»).

Y pasi ogHOYaCHOTO 3aCTOCYBaHHS LIMX JTiKapChKUX 3ac00iB MalliEHTaM CIIifl BXXHUBATHA HaJIeXKHY
KinbKicTh pimuuau. Ha movaTKy NiKyBaHHS Ta MEPiOAUYHO IiCIs IIbOr0 HEOOXiMHO ITPOBOJUTH OLIHKY
GyHKIII HUPOK.

Y 28-meHHOMY KJTiIHIYHOMY OOCIIOXEHHI y MalieHTiB 3 rineprensieto I ta Il cTazil, KOETPOILOBAHOIO
Ti3UHOIPUIIOM, ITpuiioM 1enekokcuby 200 Mr oBidi Ha mo0y He MPU3BiB 40 KIIiHIYHO 3HAYYIIUX
IiABHUINEHb CEPeIHbON0O0BOT0 CHCTOIIYHOTO a00 AiaCTONIYHOT0 apTepialbHOT'0 TUCKY IIOPIiBHSIHO 3
n1ane6o, M0 BU3HAYaI0Ccsd 3a LOIOMOTro0l0 24-TOTUHHOT0 aM0yIaTOPHOTO MOHITOPUHTY
aprepianpHOro TUCKY. Cepe[ Malli€eHTiB, AKi OTpUMYyBanu 1eaekokcud y go3i 200 mr gBidi Ha moby, 48
% BBaXKaIuCs HEYYTIUBUMHU [0 JII3UHONPUILY IIif YaC OCTAHHBOTO Bi3UTI 10 KIIiHIKY, y TOU 4ac K
cepeq TalieHTiB, sSKi oTpuMyBasnu mnane6o, Takux 0yso 27 %; 15 pizHuis 6yna CTaTUCTUYHO
3HAUyMIOIO.

Liypemuku

Kniniuni mocmigkeHHs, a TaKOXK CIOCTEPEXKEHHS, TPOBEHeHi Micisg BUXOOY 11eJIeKOKCUOY Ha PUHOK,
IoKa3aJiy, o y geskux nauieHTis HI133 MoXyThr 3HUXKYBATU HATPIUYPETUYHY [il0 IETIHOBUX
niypeTukKiB (Hampukiag, GypoceMiny) Ta AiypeTuKiB rpynu Tia3upis. Lleir epeKT mosACHIOETHCS
inri6yBanusaM HII33 cuHTe3y mpocTariaHAOuHIB y HUPKaX.

[Tpu ogHOYACHOMY 3aCTOCYBaHHI ITMX JTiKapChKUX 3ac00iB CITif 3MiliCHIOBATY MOHITOPUHT CTaHy
nallieHTa IIOoM0 MOSIBY O3HaK MOPYIIeHHS QYHKIII HUPOK, JOJaTKOBO IEPEKOHYIOYHCH B e(heKTHBHOCTI
[iypeTrKa, BKIII0Yal0ul aHTUTIIePTEeH3UBHY [i0 (IUB. po3aisn «OcobIUBOCTI 3aCTOCYBAHHS»).

Huz2okcuH

IIoBeqeHo, 1110 OJHOYACHe 3aCTOCYBaHHS I1eJIEKOKCHOY 3 IUTOKCUHOM IIPHU3BOAUTH [I0 MiBUILIEHHS
KOHIIEHTpaIlil IUTOKCUHY Y II71a3Mi KpPOBi Ta IIONOBXEHHS U0TO t,,. ¥ pasi 0qHOYaCcHOr0 3aCTOCYBaHHSA
IIUX JiKapchKUX 3aco0iB CItif 3mifiCHIOBATH MOHITOPUHT PiBHS JUTOKCHUHY Y IJ1a3Mi KPOBI.

ITpenapamu aimiro

HII33 cnpruunHany OigBUllleHHS PiBHA JIiTiI0 Y IJIa3Mi KPOBi Ta 3HUKEHHSI HUPKOBOT'0 KJIipeHCY
nitiro. CepenHs MiHiMabHa KOHI[EHTpALid JIiTiio mifBuiyBanacsa Ha 15 %, a HUPKOBUU KIIipeHC
3HUXKYyBaBcs npubnu3Ho Ha 20 %. Lleit epekT nosicHoeThes iHridyBanusaM HII33 cunTe3y
IPOCTarIaHOVHIB y HUPKaX.

Y 3mopoBux 0ci0 ogHOYAaCHEe 3aCTOCYBaHHSA Ieekokcuby y mo3y 200 Mr gBiui Ha mo6y 3 miTieM y mo3i
450 Mr gBiui Ha 00y MPU3BeJIO OO0 cepenHboro 36inbieHHs C,,, JiTiio Ha 16 % i momi mig KpuBoio
Ha 18 %. ToMy manieHTH, gKi IPUAMAIOTh NTiTi#, MOBUHHI ITepeOyBaTH IiJ PETETLHUM
CIIOCTEPEKEHHSIM Ha IOYaTKY JIIKYBaHHS, a TAKOXK IIiff YaC MPUIUHEHHS 3aCTOCYBaHHS 11eJIEKOKCUOY.

[Tpu omHOYaCHOMY 3aCTOCYBaHHI ITUX JTiKAPCHKUX 3ac00iB CIlif 37ilicHIOBATH MOHITOPUHT CTaHY
MAITi€HTIB 00 03HAK TOKCUYHOI il JIiTio.



Memompexcam

[Tpu ogrOuacHOMy 3actocyBanHi 3 HII33 nigBUINYyETECSA TOKCUYHICTD METOTPEKCATY (HAIIPUKIIAL,
HEeUTPOIeHil, TPOMOOIUTONEHI], TOPYIIeHHS (YHKII1 HUPOK). LleekokcuO He BIIMBA€E Ha
(dhapMakKoOKiHeTUKY METOTPEKCcaTy. Y pa3i OMHOYAaCHOT'0 3aCTOCYBAHHS CIIif 3OiliICHIOBATH MOHITOPUHT
CTaHy MaLi€HTIB 00 TOKCUYHOCTI METOTPEKCATY.

L[ukaocnopuH i makpoaimyc

[Tpu omgHOYaCHOMY 3aCTOCYBaHHI I1€JIEKOKCHOY 3 IMKIJIOCIIOPUHOM a00 TaKpOJIiMyCOM IiBUIIYETHCS
He(pPOTOKCUYHICTD ITMKIJIOCIIOPUHY a00 TaKpoIiMycy. Y pasi omHOYaCHOTO 3aCTOCYBAHHS ITUX
nmiKapchbKUX 3aco0iB CITif 3mifiCHIOBAaTH MOHITOPUHT CTaHY MAalli€HTIB 1010 O3HAK MMOPYINEHHS QyHKIIii
HUPOK.

Inwi HII33, caniyuaamu

[Tpu omHOYaCHOMY 3aCTOCyBaHHi 11enekokcuby 3 inmumu HI133 abo caninunataMu (Hanpukiag, i3
nudITyHi3aNIoM Ta cajcaiaToM) IiABUIIYEThCS PU3UK TOKCHUYHOCTI [JIST IITYHKOBO-KUIIIKOBOT'O TPAKTY
3 He3HAYHUM ITigBUIIEHHSIM e(peKTUBHOCTI abo 6e3 migBuINeHHs B3araii (quB. po3min «Oco6auBOCTi
3aCTOCYBaHHS»).

OpnHovacHe 3aCTOCyBaHHA IeeKokcuby 3 inmumu HI133 abo caminunaTaMu He peKOMEHIYEThCS.
ITemempexced

[Tpu ofHOYaCHOMY 3aCTOCYBaHHI I1e7IeKOKCUOy Ta meMeTpeKceny nalieHTaM 3 IOPyUIeHHIM QyHKIIil
HUPOK MOXKe IiABUIIYBaTUCS PU3UK ITOB’I3aHOI i3 3aCTOCYBaHHSM ITIEMETPEKCEeNy Mienocympecii Ta
TOKCHUYHOI il Ha HUPKM 1 MIJTYHKOBO-KUIIIKOBUY TPAKT (IUB. iIHCTPYKIIiIO [/ MEOUYHOTO
3aCTOCYBaHHS IEMETPEKCENY).

Y pasi ogHOYaCHOI0 3aCTOCYBAHHS LIMX JIIKAPCHKUX 3aCO00iB MallieHTaM i3 MopyIIeHHIMU QyHKIIii
HUPOK, KJIipEHC KpeaTUHIHy B SKUX KOJIMBAETHCA Bif 45 MJI/XB 10 79 MJI/XB, CHIif 3[0ilCHIOBATH
MOHITOPHHT IIJOJ0 O3HAK Mi€JIOCyIpecil i TOKCUYHOI [iil Ha HUPKU Ta LITYHKOBO-KUIITKOBUM TPAKT.

Cnig yaukatu 3actocyBanHs HII33 i3 KopoTkuM t,, (Hanpukiaz, AUKIodeHaK Ta iHGOMeTallH)
IIPOTATOM 2 [HIB [0 i miCJsi, a TAKOXK Y A€Hb 3aCTOCYBaHHS IleMeTpeKceny.

Y pagsi BigcyTHOCTI maHUX OO0 MMOTEHIIiHOI B3aeMofil Mixk nemeTrpekcenoM Ta HII33 i3 TpuBamimum
t,, (Hanpukiaz, MeJIoKCHKaM i HabyMeTOH) nallieHTaM, SKi 3acTocoByioTh i HII33, ciig npunuauTH
IX 3aCTOCYBaHHS IIJOHaWMEHIIIEe 3a 5 OHIB J0 3aCTOCYBaHHS IIeMeTpeKCceny, y AeHb 3aCTOCYyBaHHS
nmeMeTpeKCceny Ta B HACTYIHI 2 [HI IiCJIg XOT0 3aCTOCyBaHHSA.

IHeibyeants CYP2C19

In vitro mocmim:XeHHs IIOKa3aju MOTeHIIias 1eleKoKcuOy inribyBaTtu MeTabos1i3M, KaTaai30BaHUN
CYP2C19. Kniniune 3Ha4eHH Ii€l in vitro 3Haxigku HeBimoMe. ITpuknagamu JTikKapchbKux 3aco0biB, sKi
MeTabomizytorbecss CYP2C19, € miazemam, nuTanonpaM Ta iMinpamis.

IH2i6imopu abo iHoykmopu CYP2C9

MeTabo71i3M 11e71eKOKCHOY OIT0CEPEeIKOBYETHCS ITepeBaxkHO i3odhepMeHTOM IuTOoXpoMy P450 CYP2C9
y neuiuti. [Ipy ogHOYaCHOMY 3aCTOCYBaHHi 1e1eKoKCUO0Y 3 JTikapChbKUMU 3aco0aMu, SKi € BimoMuMu
inribitopamu CYP2C9 (Hampuknag, i3 ¢pnykoHa30710M), MOXKe TIOCUITIOBAaTUCS PiBEHD BIJIUBY i



TOKCHUYHICTH I1eJ1IeKOKCUOy, TOAi K IIPU OQHOYAaCHOMY 3acToCyBaHHi 3 iHmykTopamu CYP2C9
(mampukiag, i3 pudammninoM, kapbamasemninoMm Ta 6apbiTypaTaMu) MOXKe 3MEHIITYBaTUCS
eeKxTUBHICTD 11e1eKoKcuby. OmHOUYacHe 3aCTOCYBaHHS IeJIeKOKCUOY v 103i

200 Mr ogHOPa30BO Ta GIYKOHA305y, MOTyxkHOTo iHribitopa CYP2CY9, y mo3i 200 Mr oguH pa3 Ha go0y
IIPU3BEJIO 10 cepenuboro 30inpuienus C,,, 1emekokcuby Ha 60 % i AUC Ha 130 %.

Konu po3rnsigaeTbCcsi MOXKIHMBICTh TIPU3HAUYEHHS 11e71€KOKCHUOY, OIiHIOI0Th aHaMHE3 KOXKHOTO0
naiieHTa. Y pasi 3acTocyBaHHS 11eJIeKOKCUOYy OmHOYacHO 3 iHribiTopamMu abo iHgyKTOpamMu
mutoxpoMy CYP2C9 o6r'pyHTOBAHO € KOPEKIIisl 03U 11eIeKOKCUOY (IUB. PO3Min
«PapMaKOKiHEeTHUKa»).

Llenexokcub He BIIMBae Ha (hapMaKoKiHeTHKY Ton0yTaminy (cybctpat CYP2C9) abo riibeHKnaMiny
KJIIHIYHO 3HA4yILI00 Mipoo.

Cyb6cmpamu CYP2D6

Pe3ynbTaTi goCIigKeHs in vitro cBiguaTh, 110 1eIeKOKCUO X04 i He € cyOcTpaToM, € iHribiTopoM
CYP2D6. [Tna3aMoBi KOHIIEHTPaIlil TikapChKUX 3ac00iB, gKi € cybcTpaTamMu Ioro GepMeHTy, MOXKYThb
IiABUIIYBATUCS NIPU OMHOYACHOMY 3aCTOCYBaHHI 3 1lefieKOKcuOoM. [IpuKiagaMy TaKUX JTiIKapChKUX
3aco6iB € anTunenpecanTu (Tpunukiiuni Ta CI33C), HeliponenTHKY, aHTUAPUTMIYHI TpenapaTu
totro. [lo3y iHmuBimyanbHO TUTPOBaHUX cyOcTpaTie CYP2D6 Moxke 3HamoOUTHCS 3MEHIIUTH Ha
TI0YATKY JIIKyBaHHS 1IeJIeKOKCHO0oM abo mpu 30ibIlIeHHI HOT0 O03H, a IIPU IPUNNHEHH]
JiKyBaHHS 11€71eKOKCUOOM - BiIIOBIAHO ITiIBUIIIUTH.

OpHoYacHe 3aCTOCyBaHHS IefleKOKCcuby y mo3i 200 Mr aBigi Ha o0y mpr3Beso 0o 30iblIeHHS
I7Ta3MOBUX KOHILIEHTpali# mekcometopdany i meromnponony (cydctpatu CYP2D6) y 2,6 Ta

1,5 pasa BignosigHo. Lle 30inbIneHHs 3yMoBIeHe iHri0yBaHHAM MeTaboniaMy cybctpatiB CYP2D6
11eJIEKOKCHOOM.

OTXe, IOTEHITIHO MOXKJIMBa B3aEMOIis TiKAaPChKUX 3ac00iB in vivo 3 MiKapChKUMHU 3acob6aMu, 1110
MeTabomizyoTbcss CYP2D6 (Hampukiaj, 3 aTOMOKCETHHOM), a TAaKOXK IeJIeKOKCUO MOxXKe IMigBUIIYBaTH
PiBEeHb BIJIMBY Ta TOKCHYHICTh LIUX JIIKAPCHKUX 3aCO0iB.

Konu po3rnsigaeThCsi MOKITUBICTh MPU3HAYEHHS 1IeJIeKOKCHUOY, OIiHIOI0Th aHAMHE3 KOXKHOTO0
natieHTa. Y pasi 3acTocyBaHHS 11eJIeKOKCHOY OmHOYacHO i3 cybcTpaTamu nutoxpomy CYP2D6
00TI'PyHTOBAHOIO € KOPEKIIis 0ro 03yBaHHA (OuB. po3fin «PapMaKOKiHETUKA»).

Kopmukocmepoiou

[Tpu ogHOYACHOMY 3aCTOCYBaHHI I1e71eKOKCHOY 3 KOPTUKOCTEPOITaMu MOXKe MigBUIIYBATUCS PU3UK
BUHUKHEHHS BUPa30K y IITYHKOBO-KUIIIKOBOMY TPaKTi abo KpoBoTedi. Y pasi 0mHOYaCHOTO
3aCTOCYBaHHS IIMX JTiKapChKMUX 3ac00iB CIIif 3OiliCHIOBATH MOHITOPUHT CTaHy MAIli€HTIB 1010 03HAK
KpoBoTeui (IuB. po3minn «Oco6IMBOCTI 3aCTOCYBAHHS»).

ITepopasbHi KOHMpauenmugu

Y mocnimKeHHi B3a€EMO[Iii I[eJIeKOKCUO He MaB KJTiHiYHO 3HAYYILIOTO BIIMBY Ha (hapMaKOKiHETUKY



IepopabHUX KOHTpalenTuBiB (1 Mr HOpeTUCTEpOoHY / 35 MKT eTUHINIeCTpagiony).
KemokoHa3ona i aHmayudu

He Gyrno BUSIBNIEHO BIUIMBY KEeTOKOHA301y ab0 aHTalKAiB Ha GapMaKOKiHETUKY I1eJIeKOKCHUOY.

Oco06.1ueocmi 3acmocyeaHHs
Pusuk cepuego-cy0uHHUX mpoMOOMUYHUX AU,

KniniuHi mocmigkeHHS OeKiTbKOX CeeKTUBHUX Ta HeceneKTUBHUX iHribiTopiB LIOI'-2 rpymu HIT33
TPUBAICTIO 70 3 POKiB MPOEMOHCTPYBAJIY IiIBUIIIEHUN PU3UK BUHUKHEHHS CEPHO3HUX OOIUHUX
TPOMOOTUYHUX TOAiH, y TOMY Yuci iHpapKTy Miokapaa Ta iHCYNbTY, AKi MOXKYTh OyTU JIeTaIbHUMHU.
Buxopsuu 3 HasIBHUX JaHUX, HESICHO, YU PU3UK PO3BUTKY TPOMOOTHYHUX CEPIEBO-CYOUHHUX
yCKIagHeHb € nomiouuM s Bcix HIT33. BigHocHe mifgBUINEHHS YaCTOTH CEPUO3HUX TPOMOOTUYHUX
CeplieBO-CyIUHHUX YCKIIafHEeHb ITOPIBHAHO 13 YaCTOTO0 Ha [10YAaTKOBOMY PiBHI, sIKe IIOB’SI3YIOTh i3
3actocyBaHHAM HII33, BigOyBa€eThCA SIK Y NALIEHTIB 3 BiTOMUMU CEePLEBO-CYTUHHUMU
3aXBOPIOBAHHSAMU Ta (paKTOpaMy PU3MKY 1X BUHUKHEHb, TaK i y nallieHTiB 63 TaKuX 3aXBOPIOBAHb Ta
dakTopiB. OgHAK MAIiEHTH 3 BiTOMUM CepIeBO-CYOIMHHUM 3aXBOPIOBAaHHSM a00 (pakTOpaMu PU3UKY
CepleBO-CyIMHHUX 3aXBOPIOBAHb MaJIy IIie BUIIY a0CONIIOTHY YaCTOTy CEPHO3HUX TPOMOOTUYHUX
CepIIeBO-CyIUHHUX YCKIaflHEHb Yepe3 MiIBUIIEHY YacTOTY KX (aKTOpiB Ta 3aXBOPIOBaHb Ha
I04YaTKOBOMY PiBHi. [TallieHTH 3 iCTOTHUMU (haKTOpaMU PU3UKY CEPLEBO-CYOUHHUX MOMAIN
(HampuKIaf, apTepianbHa TinepTeHsis, rinepinigeMis, MyKpoBuii giabeT, KypiHHS) IOBUHHI
JIiKyBaTHUCSA 1Ie71eKOKCUOOM JIHIIle TiCIis PETEeIHHOTO OI[iHIOBAHHS CIIiBBiIHOIIEHHS KOPUCTD / pU3UK
(muB. po3min «®apMaKoJIOTiuHi BITaCTUBOCTI»). Y IesSKUX CIIOCTEPEXKHUX [OCITiIKEHHIX OyI0
BCTAHOBJIEHO, III0 I1e# MiIBUIIIEHUH PU3UK CEPHO3HUX TPOMOOTUYHUX CEPLIEBO-CYIUHHUX YCKIagHEHb
3'IBMISIBCST BXKe Ha TEePIINX TUXKHSAX JTiKyBaHHS. [TifBUIIEeHHST pU3UKY TPOMOOTUYHHUX CEPIIEBO-
CYOIMHHUX YCKIagHEeHb HauOinbIn cTabinbHO CIIOCTepiranu mpu 3aCTOCYBaHHI 11eJIeKOKCUOY Y BUIUX
[03ax.

Y moBrotpuBanomy miaie60-KOHTPOTbOBAHOMY JOCITIKEeHHi, Y SKOMY Talli€eHTH 31 ClIOpagudYHUMU
aJeHOMaTO3HUMH TIOJIiaMy OTpUMYBasy 1enekokcub y mo3i 200 mr a6o 400 mr pBiui Ha moby, Gyno
Bij3Ha4Y€HO MifIBUIIEHHS YaCTOTA BUHUKHEHHS CePHO3HUX CepLeBO-CyIUHHUX MOOiU (30KpeMa
iH(papKTy MioKapaa) IOPiBHSIHO 3 TPyTOIo Ianebo.

By1o npoBefeHo paHLOMi30BaHe KOHTPOJIbOBaHE KIliHIYHE JocifaXKeHHs «[IpocrieKTuBHE
PaHIoOMi30BaHe OIliHIOBaHHST KOMITJIEKCHOI 0e3MeKHu 1eeK0KCcu0y MopiBHSIHO 3 ibympodheHoM
abo HanpokcernoM (PRECISION)» BiTHOCHOTO PU3UKY BUHUKHEHHS CEPIIEBO-CYTUHHUX
TPOMOOTHYHUX SIBUII, acollifioBaHux 3 iHridiTopom LIOI-2 1emekokKcuOoM IOPiBHSHO 3 TAKUM
IIPY 3aCTOCyBaHHI HecenekTuBHUX HII33 Hampokceny Ta ibynpodeny. Llenekokcub
XapaKTepU3yBaBCsS He MEHII00 e(PeKTUBHICTIO, HiXK HapoKCceH Ta ibynpodeH (IuB. po3min
«DapMakoguHaMiKa»).

s miniMizanii MoTeHLiNHOT0 PU3UKY MOOIYHUX peakiii 3 60Ky CepleBO-CYAUHHOI CUCTEMHU Y
Mal€HTIB, 5Ki 3acTocoBy0Th HII33, cim 3acToCcOByBaTH MiHiManbHY €(EKTUBHY 03y MPOTATOM
HaWKOPOTIIOr0 MOXKIIMBOIO N1epiony JIiKyBaHHSA. ToO4HA BeIUYKWHA PU3UKY, [I0B’I3aHOI0 3 OMHOPAa30BUM
3aCTOCYBaHHSM, a TAKOXK TPUBAJIICTH JIiKyBaHHS, 3a SIKOl 3p0CTa€ PU3UK CEPIIEBO-CYINHHUX YCKIIafHEHb,
Hapa3i He BCTaHOBJIeHI. JIikapi Ta MmaljieHTy MalTh YBaXKHO CIIOCTePiraTy 3a PO3BUTKOM TaKHUX
peaxliiii IpoTATroM yChOro KypCy JiKyBaHHS HaBiTh ¥ pa3i BifCYTHOCTI y MUHYJIOMY CUMIITOMIB 3 OOKY
CepIeBO-CyIUHHOI cucTeMu. CIIifl MOBiTOMHUTH MALi€EHTIB IMTPO CUMITOMHU CEPHO3HUX MOOIYHUX



peaxiiiit 3 60Ky ceplieBO-CyOUHHOI CUCTEMHU Ta IIPO 3aXOMH, SIKi He0OXimHO BXUTH Yy pasi ix
BUHUKHEHHS.

[TpsaMi goKa3u TOro, 110 OJHOYACHE 3aCTOCYBaHHS alleTUIICAJILUIOBOl KUCIOTH 3MEHIITYE
MiOBUIIEHUN PU3UK CEPUO3HUX TPOMOOTUYHUX CEPLIEBO-CYOIUHHUX YCKIagHEHb, OB’ I3aHUX i3
3acrocyBanHsM HII33, BigcyTHi. OgHOYACHE 3aCTOCYBaHHS alleTUJICAIIUIIOBOI KuciaoTu Ta HITI33,
TaKOTO 5K LIeIeKOKCHUO, MiIBUIIyE€ PU3UK CEePHO3HUX peakiliii 3 60Ky IIJTyHKOBO-KHIITKOBOTO TPAKTY
(muB. po3min «OcoB6IMBOCTI 3aCTOCYBaHHS», Migpo3Min «IIIIyHKOBO-KUIIKOBA KPOBOTEYA, BUHUKHEHHS
BHMPA30K Ta mmepdoparii»).

Y nocnipxenni CLASS cymapsi noka3uuku Kamnnana — Maiiepa yepe3 9 Mics1iB npu
nepudepuyHOMy HaOPSAKY Y Malli€HTiB, SKi 0OTpUMYyBaiH 1enekokcud y no3si 400 mr 2 pa3u Ha #ody (y
4 Ta 2 pasu Oinbie 3a pekoMeHAoBaHi mo3u npu OA ta PA BipmosigHo), ibynpoden y nosi 800 mr 3
pa3u Ha mo0y Ta nuknodeHak y 0o3i 75 Mr 2 pa3u Ha o0y, ctaHoBunu 4,5 %,

6,9 % ta 4,7 % BigmoBinHO. 3a manuMmu pocnimxkenHss CLASS, yacToTa BUHUKHEHHS apTepianbHOI
rinepTeH3il y nalieHTiB, IKi OTpUMyBau LieeKoKcu0, i0ynpodeH i guknodeHak, cranosuna 2,4 %,
4,2 % Ta 2,5 % BignoBigHO.

3acmocysaHHA npu xipypeiuHill onepauii 3 aOpmoKOPOHAPHO20 WYHMYBAHHS.

Y OBOX BENUKUX KOHTPOJIbOBAHUX KITIHIYHUX JOCIIiAXKEHHIX 3aCTOCYBaHHS CeIeKTUBHOro o L10I'-2
HII33 pnst konTposmto 600 y nepiri 10-14 gHiB micis aOpTOKOPOHAPHOTO IIYHTYBAHHS OYI10
BUSBJIEHO MiBUINEHY YacTOTy BUIAAKIiB iH(hapKTy MioKapza Ta iHCynbTy. 3acTocyBanus HII33 npu
a0PTOKOPOHAPHOMY IIYHTYBaHHI IPOTUNOKa3aHe (IUB. po3pin «IIpoTunoka3aHHsa»).

3acmocysaHHA nauieHmam nicas iHpapkmy miokapoa

Y mpolieci cnocTepekHUX AOCTiAKEHb, TPOBefeHNX [JaHChKUM HallioHAJIbHUM PEECTPOM, OYII0
IPOJEeMOHCTPOBAHO, 10 NalieHTH, sKi 3acTocoByBanu HII33 y nepiog micns iHpapKTy Miokapaa,
nepebyBasy Iif MiIBUILIEHNM PU3UKOM ITOBTOPHOT0 iHPAPKTY, I1E€TATBHOT'0 HACTIIKY, CIPUYNHEHOT0
CeplLeBO-CyIMHHUM 3aXBOPIOBAHHSIM, Ta JI€TaJbHOT0 HACTIIAKY 3 OyOb-SKOl IPUYNHY, TOUNHAIOYHY 3
IepILOro TUXKHSA JIIKyBaHHA. Y Till caMiil KOTOPTI cepeq MallieHTiB, fKi 3acTocoByBanu HII33, yacTota
JIeTabHOT0 HACIIKY y Iepiiui pik micis indapKTy Miokapaa ctaHoBuia 20 Bumapkis Ha 100
JIIOAUHO-POKIB MOPiBHAHO 3 12 Bumagkamu Ha 100 mMOOMHO-POKIB cepef MallieHTiB, SKi He
3actocoByBanu HII33. Xoya abCcom0THA KiTbKICTh JIeTaIbHUX HACTIOKiB 3MEHIIYEThCS ITiCIIST EPIIOT0
POKYy micns iHdapKTy MioKapha, aHasli3 pe3yabTaTiB IPUHaUMHI YOTUPHOX HaCTYIIHUX POKIB
IIOAAJIbIIOr0 CIIOCTEePEXKEHHS IPOJEMOHCTPYBaB, IO MigBUIIEHUY BITHOCHUYN PU3UK JIeTaJIbHUX
HaCJigKiB ¥ malieHTiB, sKi 3acTocoByioTh HII33, 36epiraeTncs.

Pusuk wayHK0B0-KUWKOB0I KpoBomeui, BUHUKHEHHA 8upa3ku ma nepgopauii

HIT33, y ToMy uncHi 1eeKoKCru0, CIPUYNHSIOTE Cepro3Hi no0iyHi peakiii 3 60Ky IIIyHKOBO-
KHMIIIKOBOT'O TPAaKTy, BK/IIOUAIOYH 3amajieHHs, KpOBOTedy, YTBOPEHHS BUPa3KH, epdopariiio
CTPaBOXOAY, LIIYHKA, TOHKOTO i TOBCTOTO KUIIIEYHUKY, SIKi MOXKYTh OyTH netanbHuMu. Lli cepito3ni
no0iyHi peakilii MOXKyTh BUHUKHYTH Y OyIb-IKUH 4ac i3 mMonepefHiMU CUMIITOMaMH y TAIliEHTIB, SKi
3aCTOCOBYBaIM 1e1eKoKkcub, abo 6e3 Hux. TiIbKu B OIHOTO 3 5 MallieHTiB PO3BUTOK CEPHO3HUX
no0iYHMX peaklliii y BepXHbOMY BifiIiii MITYHKOBO-KUIIIKOBOTO TPAKTY Iif 4Yac nikyBaHHs HIT133
CYTIPOBOMXKYETHCS KIiHIiYHUMU IposiBaMu. [Ipu6nu3Ho B 1 % malfieHTiB, SKi 3aCTOCOBYBau
11e71eKoKcub mpotarom 3-6 micsuis, i mpubnusHo y 2-4 % nalieHTiB, sSKi 3aCTOCOBYBaX 1[eJIeKOKCUO
IIPOTATOM OOHOTO POKY, CIIOCTEpIrany BUPa3KU BEPXHIX BiffiIiB IIYHKOBO-KUIIKOBOTO TPAKTY,
TSKKi KpoBOTeui abo mepdopatiii, 3ymomneHi 3actrocyBanusM HI133. [IpoTe HaBiTh KOPOTKOYACHA



teparnisa HII33 mos’g3aHa 3 pu3uKoM.
daxkmopu pu3uKy WaAyHK0B80-KUWKOBOI Kposomeui, BUHUKHEHHA 8UpPA30K ma nepgopauii

PH3WK PO3BUTKY IITYHKOBO-KUIITKOBUX 1MOOIYHMX e(EeKTiB IIpU 3aCTOCYBaHHI 1leJIeKOKCUOYy (BUpa3Ka
IKT abo inmi ycknapgaerHs 3 60Ky [IIKT) nogaTkoBo 3pocTae IMpu OAHOYaCHOMY 3aCTOCyBaHHi
alleTUIICAJIIIIAIIOBOI KMCIOTH (HaBiTh ¥ HU3bKUX H03aXx). Y MOBTOTPHBAIUX KITIHIYHUX JOCTiIXKEHHSIX
He OyJI0 TPOAEMOHCTPOBAHO CTATUCTUYHO 3HAYYIIOI Pi3HULI Y mpodisi MIIyHKOBO-KUIITKOBOI Ge31eku
MiX ceneKTuBHUMHU iHTiOiTopamu LIOT-2 amneTtuncaninuioBa KucjaoTa mopiBasHo 3 HIT3I1
aleTUIICaNIiIUIOBa KUCIOTa.

[TanieHTH 3 HaABHICTIO B aHaMHe3i BUNIA[KiB IENTUYHOI BUPa3Ku Ta/ab0 IITyHKOBO-KUIIKOBOI
KpoBoTeui, ki npuiimanu HI133, manu 6inbir HixX y 10 pa3iB BULIIUN PU3UK BUHUKHEHHS IIITYHKOBO-
KMIIIKOBOI KPOBOTEYi ITOPIBHAHO 3 MallieHTamMu 6e3 Takux ¢GaKTopiB pu3ukKy. IHII ¢pakTopH, AKi
IiABUIIYIOTh PU3UK BUHUKHEHHS [IUIYHKOBO-KUIIKOBUX KPOBOTEY Y ITAIIEHTIB, AKi 3aCTOCOBYIOThH
HII33, BK/II0YaOTh AOBILY TPUBAICTh JIIKYBaHHS, OGHOYACHUY I1epOpaIbHUM IPUKOM
KOPTHKOCTEPOIMiB, aHTUTPOMOOIIUTAPHUX JTIKaPChKUX 3aCc00iB (HAIPUKIIAM, alleTHIICATIIIAIOBOL
KHCJIOTH), aHTUKOoarynguTiB abo CI33C, mamiHHg TIOTIOHY, BXKUBAHHS aJKOT0JIIO0, TiTHIM BiK Ta
IIOTaHUM 3arajabHUM CTAH 3MOPOB’S. BinbImicTh MOBiHOMIEHD IIPO JIeTallbHI MO0iYHI peakiiii 3 60Ky
IIJTYHKOBO-KHIITKOBOTO TPAKTY, 1[0 HAAXOOUIIY IIiCTIg BUXOMY 1IeIeKOKCHOYy Ha PUHOK, Oynu
3apeeCcTPoBaHi y MallieHTiB TiTHLOTO BiKy ab0 B ocnabneHux maijieHTiB. Kpim Toro, maiieHTu 3
IIPOTPECYI0YUM 3aXBOPIOBAHHAM IIeUiHKM Ta/ab0 K0aryJionaTielo CXUIbHi 0 MiIBUIIEHOT0 PU3UKY
PO3BUTKY IIJTYHKOBO-KHIITKOBOI KPOBOTEYi.

Y pmocnigxxenni CLASS 4acToTa yCK/TagHEHOI Ta CUMIITOMaTUYHOI BUPA3KH y BCiX MallieHTiB yepe3 9
MicsuiB ctanosuna 0,78 %, a y miArpyIi NalieHTiB, AKi IpUAMaIy HU3bKi J03U alleTUICAJILUIIOBO1
Kucnoty, - 2,19 %. V mattienTiB BikoM Bif 65 poKiB 4acToTa BunakiB craHoBuna 1,40 % gyepes3 9
Mmicsis Ta 3,06 % - Ipu ogHOYACHOMY 3aCTOCYBaHHI alleTUJICATIIIUIIOBOI KUCIIOTH.

Crparteris MiniMizaril pu3ukiB 3 60Ky IITYyHKOBO-KUIITKOBOT'O TPAKTY Yy Malli€HTiB, SKi 3aCTOCOBYIOTh
HII33:

3aCTOCOBYBATH HAMHUKYY e(HeKTUBHY HO3Y JIIKAPCHKOTO 3aC00y IPOTSITOM HaWKOPOTIIIOTO
MOZKJIMBOT0 IIepiony;

YHUMKATH 3aCTOCyBaHHS Oinbin Hixk ogHoro HII33 ogHOYaCHO;

YHHMKATH 3aCTOCYBaHHS JIIKaPChKOTO 3aC00y MallieHTaM IPYIH BUCOKOTO PU3UKY, OKPiM BUIIAJIKIB,
KOJIU OUIiKy€ThCS, 1110 KOPUCTh IlepeBaXkaTUMe IiIBUIIEHN! PU3UK BUHUKHEHHS KPOBOTeUi (y TaKUX
IIAIT€EHTIB, @ TAKOXK Y MAIll€HTiB 3 aKTUBHOI IIJIYHKOBO-KUAIIKOBOX KPOBOTEYEIO CIIiJl PO3T/ISAHYTH
MOXKJIUBICTh 3aCTOCYBaHHS aJlbTePHATUBHUX IIpenapartiB 3aMicTe HI133);

IIOCTIMHO CIOCTepiraTé LIOA0 O3HAK Ta CUMIITOMIB YTBOPEHHS BUPA3KU IUIYHKOBO-KUIIIKOBOTO
TPakKTy Ta/abo KpoBoTedi mip yac Tepamil HIT33;

y pa3i mifo3pu Ha cepiio3Hy no0iYHy peakiiiio 3 00Ky IITYHKOBO-KUIIKOBOTO TPAKTY CJIif
HeralHo po3mnodaTy 00CTekKeHHS i JIiKyBaHHS Ta IPUIMHUTH 3aCTOCYBaHHS J1iIKapChKOTo 3aco0y 1o
TOT'0 MOMEHTY, IIOKHU ceplo3Ha nobiuHa peaklis 3 00Ky IUTyHKOBO-KUIIKOBOTO TPaKTy He Oyme
BUKJIIOYEHA;

IIPY ONHOYACHOMY 3aCTOCYBaHHI HU3BKUX [[03 alleTUJICATILIAI0BOI KUCTIOTH AJis TPOoGdinaKTUKA
CepleBo-CyIMHHUX YCKIagHEHb CIIi 3MifiCHIOBATH GiNbIll peTeIbHUN MOHITOPUHT IallieHTiB Ha
IpegMeT O3HaK IUIYHKOBO-KUIIKOBOI KPOBOTEYi (IKB. po3Min «B3aeMofiia 3 iHIIUMY JTiKapChKUMU



3aco0aMu Ta iHIII BUOU B3a€MOLIN»).
Pusuk eenamomokcu4yHocmi

[TinBuiieHHs piBHSA anaHiHamiHoTpaHcepasu (AJIT) abo acnapraTaminoTpancdepasu (ACT) (y 3
pasu abo Ginblne Bulle BepxHboi Mexi HopMu (BMH)) Oyro 3apeecTpoBaHo npubnu3no y 1 %
nalieHTiB, ki 3actocoByBanu HII33, y kniniynux gocnigxeHHax. Kpim Toro, Oynu 3apeecTpoBaHi
PiOKicHI, IHKONY JleTasIbHi BUMIQKU TSIKKOTO IOPYIIEHHS (PYHKI] MeYiHKY, BKII0YA0YU
GbynpMiHaHTHUM TeMIaTUAT, HEKPO3 IEYiHKM Ta MeYiHKOBY HEIOCTATHICTh.

[Mipeumenns pisast AJIT a6o ACT (meHIe HiX y 3 pa3u Bulile BMH) Moxe crocTepiraTucs
npubnusHo y 15 % marrienTiB, ki 3acTocoByioTs HI133, BKII0Ya0uu 1e1eKoKCcuo.

[Tif yac KOHTPOJILOBAHUX KJIIHIYHUX [NOCTIIKEHb 11eJIEKOKCUOY KiTbKiCTh BUMAMIKiB HE3HAYHOTO
nigsuleHHs (nepesuierHs BMH Bix 1,2 go MeHIe HiX y 3 pa3u) piBHS (epMEHTIB, OB’ I3aHUX i3
GbyHKIIi€lo TeYiHKH, cTaHOBUA 6 % y IallieHTiB, sIKi 3aCTOCOBYBaIM IieeKokcuo, i 5 % y mallieHTis,
SKi oTpuMyBasu miauebo, mpu nboMy npubau3uo y 0,2 % maiieHTiB, SKi 3aCTOCOBYBaIy 11eJIEKOKCUD,
ta y 0,3 % mnamuienTis, ki mpuitmManu nnauebo, criocTepiranu 3HauHe migsuineHHs piBHs AJIT ta ACT.

[TauieHTiB cnifg mpoiHGOpPMyBaTH PO CUMIITOMATUKY TeaTOTOKCUYHOCTI (Hallpukiag, HyoTa,
IifBHUIIeHA BTOMJIIOBAHICTh, JIeTaprid, giapes, cBepOixK, XKOBTIHUIS, 00JII0YiCTh Y TpaBOMYy migpedep’l
Ta rpunonofibxi cumnroMu). Y pasi mossBu KJTiHIYHMX 03HAK Ta CUMIITOMIB, III0 CBifYaTh PO
3aXBOPIOBaHHS MeUiHKY, a00 BUHUKHEHHSI CUCTEeMHUX IIPOSIBiB 3aXBOPIOBaHHA (HalpUKIIaf,
€03UHOQITisl, BUCUTIaHHS) 3aCTOCYBaHHS JTiIKapChKOIo 3aco0y CJIifi HeraiHo MPUIMHUTH Ta IPOBECTU
KJIiHiYHe 00CTeXXKeHHS IallicHTa.

[TopymieHHs QYHKIII MeYiHKY YacTillle TPaIIsi0ThCS V TalliEHTiB JIITHHOTO BiKYy, TOMY CIIif
3abe3neyyBaTy BiATIOBIgHWY MeIUYHUN KOHTPOIb.

Bynu 3apeecTpoBaHi 0KpeMi BUIagKY TIXKKHUX IIEeYiHKOBUX peakliid, BKJIIOYHO 3 Qy/IbMiHAHTHUM
renaTUTOM ([esKi - 3 TeTaJbHUM HACIiAKOM), HEKPO30M IIe4iHKM Ta Ie49iHKOBOI HEJOCTATHICTIO
(mesiKi BUIIQIKX MaJjiy JIeTaJlbHi HAacmigku a00 BUMaranau TPaHCIJIAHTAllil TeYiHKY) IPU 3aCTOCYBaHHI
1enekokcuby. Cepen BUMAKIB, IIOM0 SKUX OYII0 BiTOMO Yac MOYaTKYy, OilbIIiCTh TIXKKUX MOOIYHUX
peaxiiiii 3 60Ky Ie4iHKU PO3BUBAJIUCS IIPOTSATOM OIHOTO MicCSLs IiCJs OYaTKy JIiKyBaHHS.

AKmo mif 9ac JIiKyBaHHS CTaH (DYHKIIII TeYiHKY MOTiPIIyETHCS, CIi BXKUTHU BiTIOBITHUX 3aXO0[iB Ta
PO3TJISSHYTU MOXKJIUBICTh IPUNIMHEHHS Teparlil 11eJIeKOKCUOoM.

Pusuk apmepiaabHoi 2inepmeH3sii

3actocyBanHs HII33, y Tomy uuchni 1eekokcuby, Moxke MPU3BECTH OO PO3BUTKY apTepianbHOl
rinepTeH3il abo moripiraHHs BXkKe iCHYI0YO0I apTepianbHOI rinepTeHsii, i y KOXXHOMY BUIIaAKy MOXKJTUBE
IiABUIEHHS 9aCTOTH MOGIYHUX peakilii 3 60Ky ceplieBO-CyAUHHOl CUCTeMU. Y Talli€eHTiB, AKi
npuiMaioTh iHribiTopu ATI®, miypeTuku rpynu Tia3upis abo neTIbOBi AiypeTUyHi 3aco0u, MoXKe
CIocTepiraTucs mopyueHHs BiAmoBifi Ha 11 mikapceki 3acobu mpu 3actocyBanHi HI133 (guB. po3min
«B3aemogis 3 iHIIEMY JTiKapChbKUMHU 3aco0aMu Ta iHIM BUOM B3a€EMOfii»). Ha mo4aTKy 3aCTOCYBaHHS
JiKapChKOT0 3ac0o0y Ta BIPOMOBK KYpCY JIIKyBaHHS CJIifl 37iCHIOBAaTH MOHITOPHHT apTepiaabHOTO
TUCKY.

Pu3uk cepuesoi HedocmamHocmi ma HabpsKie

Pe3ynbTaTyu chninbHOrO MeTa-aHamni3y ['pynu no cymicHOMy aHali3y aHTUTPOMOOLMTapHOI Teparil
(Trialists” Collaboration) pe3ynbTaTiB paHIOMi30BaHWX KOHTPOJIbOBAHUX NOCHIiIKEeHb KOKCUOY Ta



tpaguniiaux HI133 npogeMoHcTpyBanyu npubirv3HO ABOKPATHE MiIBUIIEHHS TOKa3HUKa
rocmiTaisanii y 3B’s13Ky i3 cepleBO0 HEIOCTaTHICTIO Y MAlli€HTIB, SKi OTPUMYBaIl CEJIEKTUBHI Ta
HeceneKTuBHI fo LIOI'-2 npenapaTy, Ta y MalieHTiB, fKi 3acTOoCcoByBanu HeceneKTuBHI HII33,
MIOPIBHSHO 3 MalliEHTaMH, SIKi OTpuMyBanu nane6o. Y gocnigxkeHnHi [JaHCHKOTr0 HallioOHATbHOTO
PEeECTPy y Malli€eHTiB i3 ceplieBO0 HeJOCTaTHICTIO 3acTocyBaHHa HII33 migBuiyBano pu3ukK iHpapKTy
MioKapfa, rocmiTanisanil y 3B'I3Ky i3 CepIieBol HeJOCTATHICTIO Ta JIETaIbHOT0 HaCIiKYy.

Kpim Toro, 5K i mpu 3acTOCyBaHHi iHIIMX JTiKapChKUX 3ac00iB, 110 TPUTHIYYIOTh CUHTE3
IIpOCTarjlaHOWHIB, y AesKUX Malli€eHTiB, Kl 3acTocoByBanu HII33, cocTepiranu 3aTpUMKY PiiuHU Ta
HaOpsK. 3aCTOCyBaHHS I[eJIEKOKCUOY M0OXKe MOoCIa0/IioBaTh CepleBO-CYyANHHI epeKTH IeKiTbKOX
nmikapchKux 3aco06iB, 1110 3aCTOCOBYIOTHCS IJIST TiIKYBaHHS LIMX 3aXBOPIOBaHb (HApUKiak, OiypeTHUKH,
inribiTopu AII® a6o 6710KaTOPU PELENTOPIB aHTi0TEH3UHY) (OUB. po3hin «B3aemopis 3 iHmuMu
JiKapChKUMH 3aco00aMu Ta iHIIi BUIKW B3aEMOIIN»).

Y mocnipxenHi CLASS cymapHa 4acToTa pO3BUTKY ImepudepnyHrx HabOpsKiB, po3paxoBaHa
3a meTtomoM Karmnmana — Maiiepa, micns 9 MicsIiB 3acTocyBaHHS IieieKokcuby y no3i 400 mr
2 pa3u Ha o0y (1o Oyrno B 4 Ta 2 pa3u Oinblre 3a g03y, PEKOMeHI0BaHy AJIS JTiKyBaHHS
OCTE0apPTPUTY Ta PEBMATOITHOTO apTPUTY BifmoBimHO), ibynpodeny y mo3i 800 mr 3 pa3u Ha
no0y Ta nuknodeHaky y mo3i 75 Mr 2 pa3u Ha 100y craHoBuna 4,5 %, 6,9 % ta 4,7 %
BIJTIOBITHO.

JlikapchKuii 3acib citif 3acTocoByBaTH 3 00epeKHICTIO MallieHTaM 3 iCTOPi€lo cepleBol
HeJIOCTATHOCTI, UCYHKIIi1 TiBOTO IIIyHOYKa abo rimepTeH3ii, a TaK0XK MallieHTaM i3
HasIBHUMMU HaOpsiKaMu 3 OyIb-sIKOI iHIIOI MPUYMHU, OCKiIbKY IPUTHIYEHHS IPOCTarlaHIuHIB
MOKe IIPU3BECTHU [0 NOTipiIeHHsT (QYHKIII HUPOK i 3aTpUMKHU piguHu. O0EpeXHICTh TaKOXK
oTpiOHa MpU 3aCTOCYBaHHi TiKapCchKOro 3acoby malieHTaMm, sIKi MpuiMaloTh OiypeTuku abo
MalOTh PU3HUK TillOBOJIEMIl.

Pusuk He(ppomokcuyHocmi

HII33, BKIIIOYHO 3 I1e7IeKOKCUO0M, MOXKYTh CIPUYMHATA HUPKOBY TOKCUYHICTh. KiiHiuni
IOCTiIKEeHHS 11eIeKOKCUOY IToKa3ad HUPKOBi edeKTH, omiOHi 10 THX, IO CIIOCTepiraaucs npu
3acTocyBaHHi nopiBHsanbHUX HIT33.

Tpusaine 3actocyBanHsa HII33 npu3Boausiio fo MenyasgapHOr0 HEKPO3y HUPOK Ta IHIIKX YIIKOOXEHb
HUPOK.

Takox He(pPOTOKCUYHICTH CIIOCTEPiranacs y Mali€HTiB, Y SKUX KOMIEHCYI04Y POJb Y MiATPUMaHHI
HUPKOBOI ep@y3ii BifirpaioTh HUPKOBI MpOCTarlaHAMHY. Y TaKUX MallieHTiB 3acTocyBaHHsa HII33
MOXKe CIIpUYMHSATHU 3ajIeXKHe Bif 103U 3MeHIlIeHHS IPOAYKYBaHHS IPOCTarjiaHAuHIB, Ta, IK HACMIIOOK,
3MEHILIEeHHS HUPKOBOTO KPOBOTOKY, II0 MOXe CIPUYNHSATH BUPaXeHy JeKOMIeHcallilo GyHKIIil
HUPOK.

[TopyiieHHs GYHKII HUPOK YacCTillle TPAIISIOTLCS Y MallieHTiB JIITHBOTO BiKY, TOMY CIIif
3a0e3mevyBaTy BilTIOBiTHUN MeIUYHUN KOHTPOIb.

[lo rpynu migBUINEHOTO PU3UKY PO3BUTKY IIMX Peaklilii HalexkaTh NallleHTH, IKi MaloTh
MOPYIIEeHHS QPYHKIIiI HUPOK, 3HEeBOJHEHHSI, TilTOBOJIEMil0, CEPIIEBY HEMOCTATHICTE,
nuCchYHKITI0 TeYiHKY, MaIllieHTH, SIKi IpUUMaloTh JiypeTukH, iHribiropu AII®, 6mokaTopu
peLenTopiB aHri0TEH3KWHY, TaKOXK MAI[l€HTH JIITHLOTO BiKy. TaKi MalieHTH MOBHUHHI
3HAXOJUTUCS IIif] pETeIbHUM HaTJIIA0M IIifl Yac JIiKyBaHHS LleleKoKcuOoM. [IpunuHeHHs



nikyBauHs HII33 3a3Bruayt CyIpoBOAKYETHCA IOBEPHEHHSAM [0 CTaHYy, 110 CIIOCTEPIraBCcs g0
II0YaTKYy JIiIKyBaHHS.

[HdopMaliisi Ipo KOHTPOJIbOBAHI KJTiHIYHiI AOCTiAKEHHS i3 3aCTOCYBaHHSAM I1eJ1eKOKCUOY y TalIliEHTiB 3
IIPOrPECYI0YUM 3aXBOPIOBAaHHSIM HUPOK BifiCyTHS. BIiuB 1enekokcuOy Ha HUPKU MOXKe
IIPUCKOPIOBaTH IPOrpeCyBaHHSA BKe HAaIBHOTO IOPYIIEHHS (DYHKIIil HUPOK Y MAalli€HTiB.

[Tepen MOYaTKOM 3aCTOCYBaHHS JTiKapChKOTr0 3aco0y CIlif BimKOPHUTYBaTH 3HEBOIHEHHS a0o
rinoBojIeMiio, SIKII0 BOHY HasIBHI y MallieHTa. Y NalieHTiB i3 mopyueHHIMHU QYHKIII HIPOK a0
IIeYiHKH, CepIieBOI0 HEeOCTATHICTIO, 3HeBOOHEHHSIM ab0 TiloBoIeMi€lo MPOTATOM JiKyBaHHS CITif
3MiliCHIOBATH MOHITOPUHT (QYHKIlil HUPOK (OXB. po3hin «B3aeMofia 3 iHIUMU JTiKapChKUMU 3acobamMu
Ta iHII BUAYM B3a€MOfii»). Crifl yHMKaTH 3aCTOCYyBaHHS JIiIKapChKOT0 3aco0y MalfieHTaM i3
IIPOrPeCcylYUM 3aXBOPIOBAHHSIM HUPOK, OKPIiM BUIMAKIB, KOJIU OYIKYETHCH, 1110 KOPUCTH
nepeBaXkKaTUMe PU3UK IMOPYIIeHHS QPYHKINI HUPOK. SKINO TiKapchKui 3aci0 3aCTOCOBYIOTH HalliEHTaM
13 IporpecyYuM 3aXBOPIOBaHHSAM HUPOK, CJIif] 3OIMCHIOBATH MOHITOPUHT CTaHy Malli€HTiB Ha
IIpegMeT MOSBU 03HaK IOpPYIIeHHS QYHKII HUPOK.

Pu3suk 2inepkaniemii

Bunagku mifBuIlleHHST KOHIIEHTpAIlii Kastiio y mi1a3Mi KpoBi, y TOMY YKCIIi rinepkaniemist, Oymu
3apeecTpoBaHi mpu 3actocyBaHHi HII33, y mesKux malieHTiB HaBiTh 6€3 MOpyIIeHHs QYHKIII HUPOK.
Y maiienTiB 3 HopManbHOIO QYHKIIE HUPOK i edeKTH Oynu MoB’'s13aHi 3 rinopeHiHeMiyHO-
rinoanbIoCTePOHIYHUM CTAHOM.

Pu3uk aHagisakmuyHux peaxuiti

3acTocyBaHHS 1e/IeKoKcuOy Oy0 1MoB’si3aHe 3 PO3BUTKOM PeakKIlill TinepuyTIUBOCTI (BKITIOUal0UH
aHadinakcio, aHTiOHEBPOTUYHMI HaOPSK) y MAIliEHTIB 3 BifOMOI0 TinepyyTIUBICTIO [0 LIeJIEKOKCUOY
abo 6e3 Hel, a TAKOXK Y IMAIiEHTIB 3 aCIipuHOBOIO acTMOI0. Llemekokcub € cynbdaHimaMigHUM
npenapaTtoM, Ipu uboMy K HII33, Tak i cynbdaHinaMigHi npemnapati MOXKYyTh CIPUYUHATH peakiiil
aJiepriyHoOro TUIy, Y TOMY YUCJIi aHa(inakTHYHI CUMIITOMU Ta HeOe3MeyHi A KUTTSA ab0 MeHII
TSKKi emizonu OPOHXianbHOI aCTMU B OeSIKUX YYTIHUBUX 0Ci0 (OuB. po3min «IIpoTunoka3aHHsI»). Y
pasi po3BUTKY aHa(iTakKTUYHOL peakllii HeoOXiMHO 3BePHYTUCS AJISI OTPUMaHHS HeBiIKIagHOI
MEeIUYHOl JOIIOMOTH.

Pusuk 3azocmpeHHs 6poHXianbHOI acmmu, no8’a3aHull 3 yymaugicmro 00 auemuacaniyuao8oi
Kucsiomu

YacTrHa MallieHTiB i3 6pOoHXiaIbHOI aCTMOI0 MOXKe MAaTH aCIipUMHOBY acTMYy, 110 MOXKe
BKJIIOUYATH XPOHIUHUY PUHOCHHYCUT, YCKIIaAHEHNY HOCOBUMH IIOJIiNIaMU; TAXKKUM,
TIOTEHITIMHO JIeTalbHUY OPOHXO0CIA3M; HeIepeHOCUMICTh alleTHU/ICAJTIIIUIIOBOI KUCTIOTY Ta
inmux HII33. OckinbKy nepexpecHa peakTUBHICTh MiX alleTUJICATIIMIOBOK KHUCIIOTOK Ta
inmumu HIT33 Oyra 3apeecTpoBaHa y TaKUX YYTIMBUX OO alleTUICATIIIMIOBOI KUCIIOTH
TaIliEHTIB, 3aCTOCYBaHHS JIIKapChKOT0 3aco0y IMPOTUIIOKAa3aHe MallieHTaM 3 TaKo (GopMoio
YYTIUBOCTI A0 alleTUIICATILIAIOBOI KUCIOTH (OUB. po3min «IIpoTtunoka3sanusi»). [Ipu
3aCTOCyBaHHI JIikapChKOT0 3aco0y MallieHTaM 3 yXKe iCHyl04010 OpoHXialbHOI acTMoio (6e3
BiTOMOI1 YyTIHBOCTI IO alleTUJICAIIMIOBOI KMCJIOTH) CIIifl 3[iliCHIOBATH MOHITOPUHT
TAITiEHTIB Ha MMpegMeT 3MiHM 03HaK Ta CUMIITOMiB OpPOHXialIbHOI aCTMH.

Pu3suk ceptio3HUX WKIPHUX peakuitl



Lenekokcub MoxKe CIPUYUHSATH PO3BUTOK CEPHO3HMUX MOOIYHUX peakllii 3 00Ky IIKipH, TAKUX 5K
MynbTU(OPMHA epuTeMa, eKChOMiaTUBHUY JepMaTUT, CUHAPOM CTiBeHCa—[2KOHCOHA, TOKCUYHUM
enifepMaJbHUN HEKPoIi3. TakoXK MOBIAOMIISIOCH IPO MEIUKAMEHTO3HI BUCUIIaHHS, IKi MOXYTh
IIPOSIBNIATUCH y OinbIll BaxkKKil ¢hopMi, Takiit sSIK reHepani3oBaHUM €K3aHTEMATO3HUHM yCcTynbh03. LIi
cepiio3Hi peaklilii MOXKYTh po3BUBaTUCS 6e3 MonepenKyBalIbHUX CUMIITOMIB Ta MOXYTb OyTH
JIeTalbHUMHU.

[TauieHTiB HEOOXigHO MPOiHGOPMYBaTH IIPO 03HAKU Ta CUMIITOMM CEPHO3HUX MIKipHUX peakilii Ta
PO HeoOXiAHICTh IPUNIMHEHHS 3aCTOCYBaHHSA JIIKapChKOT0 3aco0y IIpH IMepIIili 0SBl BUCUIIAHHS Ha
mKipi abo Oyob-AKUX iHIINX 03HAK Tilep4yyTIUBOCTI.

[TauieHTH 3 aneprieio Ha cynbpoHaminy abo 3 Oymb-IKOI MEeOUKAMEHTO3HOIO aJIepri€io MOXKYTh MaTH
IiABUIIEHUN PU3UK PO3BUTKY TSXKKUX MIKIPHUX peakliit abo peakiifl rinepyyTauBOCTI (OUB. PO3Min
«IIpotunoka3lanHsa»). HauBuiuii pu3uK BUHUKHEHHS IIUX peakliid CIIOCTEPIraeThCs Ha paHHbOMY
eTari Teparii: y 6i/IbIIOCTi BUMIaAKiB peakllis BUHUKaJa IIPOTATOM IIepPIIoro MicsAns aikyBaHHA. Criig
IPUIMHUTY 3aCTOCYBaHHS JIIKaPCHKOT0O 3aC00Y IIPH MOSBI MEPIINX 03HAK BUCHUITY Ha IIKipi, ypaxKeHb
c130B01 000JI0HKY @00 OyIb-SIKMX iHIINX ITPOSBIB TiMepyYyTIUBOCTI.

Jlikapceku# 3aci0 TPOTUIIOKA3aHUH [JIsT 3aCTOCYBAHHS IMAlliEeHTaM 3 HasSBHICTIO B aHaMHe3i
cepuo3HUX mKipHUX peaknin Ha HII33 (guB. po3min «IIpoTunoka3aHHSI»).

Peakuis Ha nikapcvkull 3acib 3 eo3uHogisiero ma cucmemHumu cumnmomamu (DRESS-cuHOpom)

[ToBimoMIISIIIOCS IIPO Peakxiliio Ha JiKapchbKui 3aci0 3 e03MHO(DITi€I0 Ta CUCTEMHUMY CUMIITOMaMHU
(DRESS-cunmgpoM) y maliieHTiB, siKi 3acTocoByBanu HI133, Taki gk menekokcu6. [lesiki 3 1[ux BUMAAKiB
MaJiv JIeTaJIbHUY HacHimoK abo cTaHoBUIM 3arpo3y mist KutTsd. DRESS-cunpgpom 3a3Buyai, xo4a i He
BUHSITKOBO, IIPOSIBIIIETLCS IMiABUINIEHHSIM TeMIIEpaTypH, BUCUIIOM, TiMdaneHonarieo Ta/abo
HaOpsKOM o0nuyys. IHII KITiHiYHI TPOSBY MOXKYTb BKII0YaTH relaTUT, HePUT, TeMaToJIoTiuHi
BigxuneHHs, MioKapauT abo mio3ut. IHomi cumnToMu DRESS-cuHApPOMYy MOXKYTh OyTH MORIOHUMH 1O
rocTpol BipycHol iHdexil. YacTto npucyTHs eo3unodiniga. OCKinpKY el CHHAPOM Ma€ Pi3Hi IPOsBH,
MOXKYTh OyTH ypazKeHi ¥ iHIII cucTeMu opraHiB. Baxk/iInBo 3a3HAYUTH, 1[0 MOXKJIUBI paHHI TPOSIBU
rinepyyTNMBOCTI, TaKi K HigBUIIEHHS TeMIepaTypu abo nimMmbameHomnaTist, HaBiTh 6€3 BUOUMOTO
BUCHUITY. fKINO Taki 03HaKM a00 CUMIITOMHU CIIOCTEPIraloThCs, CNIifl MPUIUHUTH 3aCTOCYBaHHS
JIiKapChKOT0 3ac00y Ta HeraltHO 06CTEXKUTH TallieHTa.

TokcuuHicmb 0414 naoda

Pu3uk nepeduacHoz0 3akpumms apmepianabHoi npomoxu nsaooa

Llemekokcub MOXKe CIPUYUHSITY IlepefdyacHe 3aKPUTTSI apTepiabHOI TPOTOKH.
Oni202i0pamHioH / HUPKOBa HeO0CMAamHicme y HOBOHAPOOHCEHUX

3acrocyBanHs HII33, BKiIouaouu 11enekokcud, mpubnu3so 3 20-To TUKHS BaTiTHOCTI MOXKe
CIIPUYMHUTH IOPYIIEHHS QYHKIII HUPOK Yy IJI0fa, 10 IPU3BOAUTH [I0 ONIirorifpaMHiOHY Ta B AESIKUX
BUIAJKax - 0O HUPKOBOI HEOCTATHOCTI ¥ HOBOHAPOIXKeHuX. Lli HecipusaTIUBI HACHiAKA
CIIOCTEPIraloThCsl B CepeqHbOMY Yepe3 KibKa AHiB a0 KilbKa TUKHIB JTiIKyBaHHS, X04a HEYaCTO
IIOBIAOMJISINIOCS IIPO OJIIroriipaMHiOH BXKe 4epe3 48 roguH micisa nodatky npuromy HIT33.
OmnirorigpaMHioH 4acTo, ane He 3aBXIU, € 000POTHUM IIiCII MPUIIMHEHHS JTiKyBaHHS. YCKIaJHEHHS
TPUBAJIOTO OJIrOTiAPaMHIOHY MOXKYTh, HallpUKJIaf, BK/II0YaTA KOHTPAKTYPH KiHIIBOK Ta 3aTPUMKY
[O3piBaHHS JIeTeHb. Y OesKuX BUMafKaX IMiCASPeeCTPalilHOro 3aCTOCYyBaHHS IOPYLIEHHS (PYHKIII1
HUPOK Y HOBOHAPO/XKEHUX IMOTpeOyBaIu iHBa3UBHUX IIPOLIEAYP, TaKUX SK 0OMiHHa TpaHcdy3isg abo
miamis.



Pu3suk eemMamon02iyHoi mokcuyHocmi

Y natuieHTiB, gKi 3acTocoByioTs HI133, Oynu 3apeecTpoBaHi Bullafiky aHeMii. Lle Moxke OyTH
3yMOBJIEHUM IIPUX0BaHOI0 ab0 3HAYHOIO BTPATOI0 KPOBi, 3aTPUMKOIO PifrHu abo epeKTOoM Ha
E€pUTPOIIOe3, KUY IIle MTOBHICTIO He OMKCaHO. fKIO0 y HallieHTa IPHU 3aCTOCYyBaHHI JIiIKapChKOTO
3aco0y HasBHI OyOb-5Ki 03HaKu ab0 CUMIITOMM aHeMii, CJlif 3[ilfiCHIOBATU MOHITOPUHT PiBHSA
reMorio0iny abo moKa3HWKa reMaTOKPUTY.

Y KOHTPOJIbOBAHUX KITiIHIYHUX MOCHIIXKEHHSIX YaCTOTa BUIMaAKiB aHeMii ctaHoBuima 0,6 % mpu
3acTocyBaHHi enekokcu0y ta 0,4 % mpu 3acTocyBaHHI nnanebo. Y nali€eHTiB, SKi IPOXOOsiTh
TPUBAIUM KypC JIiKyBaHHS JTiKapCbKUM 3aco00M, HEOOXiTHO KOHTPOIIOBATH PiBeHb reMoriobiny abo
TreMaTOKpHT, SKIIIO0 B HUX CIIOCTEPiraioThCs OyOb-sKi 03HaKM ab0 CUMIITOMU aHeMil Ui BTpaTH KPOBi.

HIT33, y ToMy uncHi eneKoKCHu0, MOXKYTh ITiABUIIYBATH PU3UK BUHMKHEHHS KPOBOTeY. Taki CynyTHi
(baxTopu SK MOPYIIEHHS 3ropTaHHsA KpoBi abo ofHOYAaCHE 3aCTOCYBaHHS BapdhapuHy, iHIIUX
AQHTHUKOATyJISHTIB, IPOTUTPOMOOIIMTAPHUX IIpenaparTiB (HalpuKiIaf, aleTAICaTilUI0BOl KUCTIOTH),
CI33C ra I33CH moxyTh migBunyBaTy e pu3uk. [1if yac 3acTocyBaHHS JIiKapchbKOT0 3aco0y CIif
3OiMCHIOBATH MOHITOPUHT TAaKUX IAIliEHTIB Ha MpeaMeT I0SBM 03HAK KPOBOTEYi (IUB. PO3Min
«B3aeMopmis 3 iHMMMY JTiKapChbKUMK 3aC00aMM Ta iHIII BUAM B3aEMOIii»).

MackysaHHs 3anaseHHA ma nid8uuw,eHoi memnepamypu

dapMakosoriuHa akKTUBHICTb I1eJIeKOKCUOy, 110 TOIITra€e Y 3MeHIIeHH] 3anaieHHs Ta, MOXIIUBO, Y
3HUXKEHHI MigBUILEHOI TEMIIEPATYPH, MOXKe 3MEHIIUTH IPAKTUYHY IiHHICTh JiarHOCTUYHUX O3HAK
IIpU BUSIBIIEHHI iHpEKIIi.

MounimopuHe pe3yibmamis 1abopamopHux 6ocai0x#ceHb

OCKibKY CeprO3Hi IIJIYHKOBO-KHUIIIKOBI KPOBOTEYi, T€MaTOTOKCUYHICTh Ta YIIKOAKEHHS
HUPOK MOXKYTh BUHUKHYTH 0€3 IoIepeaKyBalbHUX CUMIITOMIB Ta 03HAK, CIIiJl PO3TJITHYTH
MOXKJIMBICTh MOHITOPUHTY Talli€eHTiB, AKi 3acTocoByI0oTh HII33, y ToMy 4mcrii 11eieKokcuo,
IIPOTSATOM TPUBAJIOTO MePiofly Yacy. MOHITOPUHT nepeadaydae nmepioguuyHe BUKOHAHHS
3arajabHOro Ta 6ioxXiMiuHOTO aHai3iB KPoBi (IuB. po3min «OcobIMBOCTI 3aCTOCYBAHHS»).

Y KOHTPOJIbOBaHUX KITIHIYHUX OOCIIIAXKEHHAX [MiIBUILIEHHS PiBHA @30Ty CEYOBUHU KPOBi BUHUKAJIO
yacTillle y MallieHTiB, SKi IpuiiMany 1eleKoKcu0, HiXK y MallieHTiB, SKi oTpuMyBanu mnaiebo. e
BiIXUJIE€HHS Biff HOpMHU pe3yibTaTy 1ab0paToOpPHOTO aHali3y TaK0XK CIOCTEpIraay y Malli€HTiB, Ki
IPOTATOM LIUX AOCIIiIXKEeHb OTPUMYBAJIU Npeniapatu nopiBHaHHEA rpynu HII33. KiiHiuHa 3HaUyIIicTh
ITbOTO BiIXWJIeHHS Bifl HOpMU He OyJia BCTAHOBJIEHA.

Pusuk ducemiH0BaH020 BHYMPiWHbLOCYOUHHO20 320PMAHHS KPOBi

OCKinbKY TIif 4ac 3aCTOCYyBaHHS 11eJIEKOKCUOY iCHY€ pU3UK BUHUKHEHHS IUCEMiHOBAHOTO
BHYTPIIIHBOCYIUHHOTO 3rOPTAHHSA KPOBI y OiTeH i3 CUCTeMHUMHU IIPOSIBAMU 0BEHIJIBHOTO
PEBMAaTOIIHOI0 apTPUTY, IIi Yac 3aCTOCYBAHHS JIiIKapChKOTO 3aco0y CIIif 3ificHIOBAaTH MOHITOPUHT
TallieHTiB Ha IIpeIMeT O3HaK i CUMIITOMIB IOPYIIEHHS 3rOpTaHHS KPoBi abo KpoBOTedi, Ta
iHdopMyBaTH Nalli€HTIB i iXHiX OMiKyHiB Mpo HEOOXigHICTh STKOMOTa IIBUALLE ITOBIOMIISITH IIPO
CUMIITOMH.

Bnaue Ha pepmuabHicMb

Buxopmsuu 3 Toro, mo MexaHi3m aii HII33 (y Tomy uuchni nenekokcudy) omocepeKoBaHUM



IpocTarjiaHOVHaMU, 3aCTOCYBaHHS IIUX JTiKapChKUX 3aC00iB MOXKe 3aTpUMyBaTH YM IePEeIKOIKaTH
po3puBy (GoIiKya s€YHUKA, 110 MOXKe OyTH OB’ A3aHO 3 TUMYACOBUM OE3ITIANAM Y AeSIKUX XKiHOK.
Omny6rnikoBaHi pe3ynbTaTH OOCIiOXKeHb Ha TBApUHAX ITOKA3aJIy, 1110 3aCTOCYBaHHS iHTi6iTOPiB CHHTE3Y
IIpOCTarjiaHOWHIB IOTEHIINHO MOXKe IIOPYIIyBaTU OOCEPENKOBaHUN IIpOCTarjiaHguHaMy PO3pUB
domnikyna, HeoOXigHUYM OIS OBYJALil. HeBenuki mocmigkeHHs y XKiHOK, sKi 3acTocoByBanu HII33,
TaK0Xk IIPOJIEMOHCTPYBaid 060POTHY 3aTPUMKY OBYJIsIil. Cliff pO3TISHYTU MOXKJIUBICTh BiIMiHU
HII33, y ToMy 4ucri nenekokcuoy, y KiHOK, SKi MalOTh TPYOHOIII i3 3a4aTTIM, abo SKi TpoxoasTh
o0CcTeXeHHS Ha peaMeT Oe3rTiamas.

IHeibyeaHHsa CYP2D6

Llenexokcub iurioye ¢pepment CYP2D6. Xoda BiH He € MOTYKHUM iHTi6iTOPOM LILOTO (DEPMEHTY, MOXKE
BUHUKHYTH oTpeda y 3MeHIIeHHi 1031 JTiKapchKUx 3acobiB, ki MeTabomnisyiotbcs CYP2D6 i
BMMaraloTh iHOUBiNyalbHOTO TUTPYBAaHHA [03U (OUB. po3min «B3aeMopis 3 iHIIMMU JTiKapChbKUMU
3acobaMHu Ta iHIII BUOU B3a€EMOMIN»).

3acmocysaHHA nauieHmam 31 3HudceHow akmusHicmio CYP2C9

[NauieHTiB, y IKVX BUSIBIeHA 3HUXKEeHAa aKTUBHICTh pepMeHTy CYP2C9 (Tak 3BaHi «IOBiNIbHI
MeTaboizaTopu»), Ciif JTiKyBaTH 3 00epexHicTIo (IuB. po3min «PapMaKOKiHETHKA»).

3azanbHi 3acmepexceHHA

Llenexokcub MoKe IPUXOBYBaTH TapsuKy Ta iHIN O3HAKU 3alajieHHs, [0 MOXKe YCKIagHUTH
MiarHOCTUKY iHeKuifHuX abo 3amaabHUX MPOLECIB y MallieHTa.

3(10m00y80HHﬂ 3 nepopajavHUMuU adHmuxkodazy/aaHmamu

Y matieHTiB, 9Ki OTPEMYIOTh ODHOYACHY Tepariio BapdaprHOM, IOBIIOMIISANIN PO CEPHUO3Hi
KPOBOTEYi, IesKi 3 HUX - i3 IeTaIbHUM HaCHiaKoM. [ToBigoMIsIIoCcs mMpo MiABUILEHHS
TPOTPOoMOIHOBOTO Yacy IIPU OJHOYACHOMY 3aCTOCYBaHHi. TOMY CIIifl peTeabHO KOHTPOJIIOBATH IIek
TIOKa3HUK y MallieHTiB, sIKi mpuiiMaloTh BapdapuH abo iHII KyMaprHOBI aHTUKOATYJISTHTH, 0COOIUBO
Ha M0YaTKy JIiKyBaHHS IleJIeKoKcuboM abo rpu 3MiHi oro go3u. OmHOYacHe 3aCTOCYBaHHS
anTtukoarynsaHTis 3 HII3I1 Moxke migBUIyBaTH PU3UK KpoBoTedi. Crif mposBNATHA 00epeXHICTh IpH
KoMOiHyBaHHI 11e1eKOKCcuOy 3 BaphapuHOM abo iHITMMY ITepopaTbHUMU aHTUKOATyISTHTaMH,
BK/TFOUAIOYHX HOBI (HampuKiaf, amikcabaH, gabiraTpaH, puBapokcabaH).

3acmepediceHHs, N08’s3aHi 3 QONOMINCHUMU PEeYO8UHAMU

JlikapcbKu# 3acib MiCTUTB TaKTO3y, TOMY MOTO He CJIifi 3aCTOCOBYBaTH MalliEHTaM i3 PifKuMu
CIafKoBUMU opMaMM HeIlepeHOCUMOCTi ranakTo3u, fediuuroM nakrasu Jlanmna abo rioko30-
rajakTO3HUM CHHAPOMOM Majbabcopouil.

Jlikapcbkui 3aci6 micTuTh MeHIe 1 MMOJIb HATpilo (23 MT) Ha KaIlcymy, TOOTO TPaKTUYHO BilbHUM
Bifl HATpito.

3acmocyeanns y nepiod eazimnocmi abo 200yeanHsi 2pydoio
Bazimuicmb

3acTocyBaHHS Ie1eKOKCHUOY y mepioq BariTHOCTI MpoTHIIOKa3aHe. TaKoxk MPOTUIIOKa3aHe



3aCTOCYBaHHS 1IeJIeKOKCUOY XKiHKaM, SKi MOXKYTh 3aBaTiTHITH. fAKIIO XiHKa 3aBariTHiNa mIig 4ac
JiKyBaHHS, 3aCTOCYBaHHS I1eJ1€KOKCUOY CITig MPUIUHUTH (OUB. TAaKOXK Po3minu «[IpoTumoka3aHHSI» Ta
«0Oc06IMBOCTI 3aCTOCYBaHHS»).

Y penpogyKTUBHUX HOCTIiIXKEHHSIX Ha TBAPUHAX CIIOCTepiranu BUIagKu eMOpiodheTambHOTO
JIeTaJIbHOTO HACTIAKY Ta 30i/IbIIeHHS YaCTOTH PO3BUTKY HiadparmMasbHOI TpUXKi v MypiB, IKUM
BBOJIUJIY 11eJIEKOKCHUO 1[0JIeHHO ITepPOopaibHO IPOTSITOM IIePioy OpraHoTreHe3y y A03ax, 110
npubnu3Ho B 6 pa3iB mepeBHUIIyBalu MaKCUMallbHy PEKOMEHIOBaHY 003y [Jd JTIOAWHHU, SKa
ctaroBuTth 200 Mr 2 pa3u Ha goOy. KpiM Toro, CTpYKTypHI opylneHHs (Hanpukiag gedeKTu
IIePeropoaKy, 3POIeHHs pedep, 3POIIeHHS CeTMeHTa IPyIuHM Ta AedopMallil CEeTMeHTIB I'PYIUHH)
CIIOCTEpiranu y KpoJliB, SIKUM BBOOUIIM 1IeIEKOKCHO ITepopabHO MIPOTSATOM IIepiofly OpraHoreHe3y y
mo3ax, siKi mpubIU3HO B 2 Pa3u MePeBUIIyBali MaKCUMaJIbHY PEKOMEHIOBAaHY 003y [JIS TIOIUHHU.
IaHi, oTprMaHi B foCyIifax Ha TBApHHAX, JEMOHCTPYIOTh BaXKJIUBY POJIb IIPOCTATIaHAMHIB ¥ perynsiii
IIPOHUKHOCTI Cy[IMH eHAOMeTpis, iMImanTalil 6;1acTOUKCT Ta AeluAyanisaliil. Y focTigkKeHHIX Ha
TBapUHaX BBEIEHHS iHTiOITOPiB CMHTE3Y NMPOCTArIaHAWHIB HAaIPUKJIa[ IeJ1eKOKCu0y, MTPU3BOAUIIO 10
MigBUIIEHHS YaCTOTH IIpe- Ta MOCTIMIJIaHTal[iliHUX BTPAaT.

BigmoMmo, 110 npocTariaHgvHY TaKOXK BifirpatTh BaXKJIMBY POJIb Y PO3BUTKY HUPOK IIofa. B
ony61iKOBaHUX NOCTIIXKEHHSX Ha TBapUHaX MOBiJOMIISNIOCS, 110 iHTi6iTOPU CUHTE3Y
IIpOCTarjaHAKWHIB MOTiPIIYIOTh PO3BUTOK HUPOK IIPU 3aCTOCYBaHHI ¥ KJTiHIYHO 3HAUYIIUX [03aX.

Po3paxynkoBuli (hOHOBUM PU3NK 3HAYHUX YPOAKEHUX Ne(deKTiB i BUKUIHIB A1 3a3HAYEHOI TOMYIAIil
HeBimoMuH. YCi BariTHOCTI CyIPOBOXKYIOThCS (POHOBUM PHU3UKOM BPOIKEHUX Bajl PO3BUTKY,
BUKUOHIB a0o0 iHImMx HeOaxkaHUX HacCTiAKiB. Y 3aranbuii nonynsuii CIIA po3paxyHKoBuY HOHOBUMN
PU3UK CEPHO3HUX BPOAXKEHUX Bal] Ta BUKUAHIB P KITiIHIYHO BU3HAHIiM BariTHOCTI CTaHOBUTS Bif 2 %
mo 4 % ta Big 15 % mo 20 % BinmoBizmHO.

ITepeduacHe 3akpummsi apmepiaabHoi npomoku y naoda.

3acrocyBanHs HII33, BKmodaouu 1eyieKoKcub, mpubnau3no 3 30-ro TUXKHS BariTHOCTI 36ibIIye
PHU3UK ITepeyacHOr0 3aKPUTTS apTepiasbHOI MPOTOKH Y TIJIOAA.

On1i202I10pamHioH / HUPKOBA HeOOCMAmMHICMb Y HOBOHAPOOHCEHUX

3acrocyBanHs HII33 npubnusno 3 20-To TUXKHS BariTHOCTI 0yJ10 1OB’si3aHe 3 BUIIaIKaMy IIOPYIIEHHS
GYHKIIII HUPOK Y TIJIOfa, 110 IPU3BOAUTD [0 OJIrorifipaMHioHy, a B esKUX BUIafikax - 0 HUPKOBOI
HeIOCTaTHOCTI Y HOBOHAPOAKEHUX.

Omny6rnikoBaHi HOCTiAKEeHHS Ta IOBIIOMIEHHS IIIOA0 MiCIIPEECTPAIifHOTr0 3aCTOCYBaHHS OMMUCYIOTh
3actocyBaHHa HII33 xinkam npubnusHo Ha 20-My TUXHI BariTHOCTI abo mi3Hime, sike 0y1o
IIOB’sI3aHe 3 MOPYIIeHHSIM (QYHKIII HUPOK Y IJI0fa, 110 IIPKU3BEJIO 10 ONMrorifpaMHioOHY, a B IeIKuX
BUIAJKaX - i 10 HUPKOBOI HEIOCTAaTHOCTI y HOBOHapoaxkeHuX. Lli HECIPUATINBI HaCTigKU
CIIOCTEPIraloThCs B CEPeOHbOMY Yepe3 KijlbKa OHIB a0 KinbKa THUKHIB JTIKyBaHHS, X04a iCHYIOTh
HeyYacTi IIOBiIOMIJIEHHS PO OJIrorifpaMHioH BXKe 4epe3 48 ropus micig movyaTky npuiiomy HII33. ¥
OaraThbox BUIIQ[IKax, aje He 3aBXK[{, 3MeHIIeHHS KiTbKOCTi aMHiIOTUYHOI piguHu 6yI0 TUMYaCOBUM Ta
MUHAJIO TiCJI MPUMIMHEHHS 3aCTOCYBaHHS 11e1eKOKCu0y. IcHye oOMeKeHa KilbKiCThb ITOBiqOMIEHD
mpo 3actocyBaHHs HII33 xkiHKaM Ta mopyineHHs QYHKIII HUPOK Y HOBOHAPOIXKEHUX 0e3
oJlirorigpaMHioHy, HesKi 3 IKux 0yu HeoOOpOoTHUMHU. [lesiKi BUMTQIKX MTOPYIIeHHS QYHKIIII HUPOK y
HOBOHAPOIXKeHUX MoTpeOyBasy JTiKyBaHHS i3 3aCTOCYBaHHSM iHBa3UBHUX MIPOILEAYP, TAKUX SK
oOMminHa TpaHchy3is abo miamis.

MeTomosoriuni 00MexXKeHHST WX MiCIIPEeECTPAIINHUX TOCITIIXKEHb Ta TOBiqOMIEHb BK/IIOYAI0Th



BiICYTHICTh KOHTPOJILHOI TPYTIH; 00MeXKeHy iH(popMalliio 100 03K, TPUBAJIOCTI Ta Yacy eKCIO3UIIil
mpernapary; OgHOYACHe 3aCTOCYBaHHS iHIIMX JTiKapChKUX 3aco0iB. Li oOMeKeHHs MepeInKoaKaoTh
OOCTOBIPHIM OLIIHLI PU3UKY HECIPUATIUBUAX HACIIIKIB [AJIS IIJI0Aa Ta HOBOHAPOIXKEHUX IIPU
3actocyBaHHi HII33 ixaim matepsiM. Ockinbku ony061iKoBaHi maHi mpo 6e3neKy s HOBOHAPOIXKEHUX
CTOCYIOTBHCS [IepeBakHO HEJOHOIIEHUX [iTel, y3araJlbHeHHS [IeBHUX MTOBIJOMIEHNX PU3UKIB OIS
NOHOIIEHNX HEMOBJIAT, Ki mifgatoThcs BIIMBY HII33 yepes 3acToCcyBaHHS MaTepi, €
HEOHO3HaYHUM.

ITepetimu ma nosoau

HocmifKeHb BIIUBY 11eJIEKOKCUOY Ha IepeiiMu abo MOJIOTH He IIPOBOAUIIN. Y [OCTiAKEHHSIX Ha
tTBapuHax HII33, BKmoyalouu 1enekokcud, iHribyioTb CUHTE3 MPOCTariaHouHiIB, CIPUYUHSIIOUN
3aTPUMKY IOJIOTIB Ta MiABUIIYIOUYM YaCTOTY MEPTBOHAPOMAXKEHHS.

LaHi, ompumati 018 n100UHU

HasiBHIi maHi He [al0Th MOXKJIMBOCTI OI[iIHUTH HaSBHICThL YU BifICYTHICTH eMOpiodeTanbHOl
TOKCHUYHOCTI, IIOB’I3aHOI i3 3aCTOCyBaHHAM IieekKokculy. Edextu nenekokcudy Ha nepeoir
IlepeyMiB Ta IO0JIOTiB y BariTHUX XiHOK HEBigoMi.

ITepiod 200ysaHHs 2py0010

Llenexokcub MpoOHUKAE y MOJIOKO TOAYIOYHUX IIYPiB Y KOHIIEHTPAIisIX, CX0XKHUX 3 I1JIa3MOBUMH.
3acTocyBaHHS 11eJIeKOKCHOy 00MeXeHil KiTbKOCTi XKiHOK-TOAYBaIbHUI II0Ka3aJio OyXKe HU3bKe
IIPOHUKHEHHS I1eJIEKOKCHOY B TPyIHE MOJIOKO.

2Kinkawm, siKi mpuiMalioTh IeJ1eKOKCUO, He CITif TOOyBaTH I'PYAIIO.
depmuabHicmb

Buxopsuu 3 MexaHi3My fil, 3actocyBanHs HII33, BKmioyaioun 1e1eKoKCHU0, MoxKe 3aTpuMaTy abo
3ano0irtTy po3puBy GHOMIKYIIiB S€EUHUKIB, IO OB’ sI3aH0 3 000POTHUM OEe3MTANIM y IesSKUX KiHOK
(muB. po3min «OcoBGIUBOCTI 3aCTOCYBAHHS»).

30amuicmb enaueamu Ha weudkKicmob peakuii npu KepyeaHHi asmompaHcnopmom a6o
iHwumMu mexaHizmamu

Y BUnDaAKy MOSIBU TaKuX MOOIYHUX peakiliii K 3allaMOpPOYeHHs, BEPTUT0 ab0 COHNMUBICTEL IIPU
3aCTOCyBaHHI LIeIeKOKCUOY CIifl yHUKaTHA KepyBaHHS aBTOTPAHCIOPTOM ab0 iHIIMMU MeXaHi3MaMu.

Cnocid 3acmocyeaHHsi ma do3u

JlikapchKku# 3acib Mpu3HaYeHuH IS MepopaabHOTO 3acTocyBauHs. Karncynyu MoXHa IpuiMaTu
He3aJIeKHO Bif BXKUBAHHS 1XKi.

[lepen NpUUHSTTSAM pillleHHS ITPO 3aCTOCYBaHHS OAHOTO JIIKAPCHKOT0 3aC0O0Y CJIifl pETENIbHO 3BaXKUTHU
OuiKyBaHi IMOTEHIIi}H] TepeBaru Ta PU3UKHU Bil 3aCTOCYBaHHS LIeJIEKOKCUOY i pPO3TTITHYTH AOLINbHICT



IHIMX BapiaHTiB JIIKyBaHHA.

Cnip 3acTocoByBaTH HaWHUKYY €(PEKTUBHY 103y JiKapChKOT0 3aC00y MPOTATOM HalKOPOTIIOTO
mepiogy 3TimHO 3 METOI0 TiKyBaHHS OKPEMOTO MallieHTa (OuB. po3misn «OcoBIUBOCTI 3aCTOCYBAHHSI»).

Ocmeoapmpum

Jlikapchkuii 3acib 3acTocoByBaTH y mo3i 200 mr Ha moby 1 pa3 Ha go0y abo y mo3i 100 mr 2
pa3u Ha mo06y.

PesmamoioHuli apmpum
Jlikapcekuit 3acib 3actocoByBaTu ¥ 0o3i 100-200 mr 2 pa3u Ha #o0y.
AHKi03y04Uull cnoHOuaim

Jlikapchkuit 3aci6 3acTocoByBaTHy y mo3i 200 Mr, Ky ciifg npuiMaTi ogpa3y (mpuiiom 1 pas
Ha 00y) abo minuTu (mpuitoM 2 pa3u Ha [o0y).

ZK1110 TPOTSITOM 6 THXKHIB HE CIIOCTEPIraeThCS MO3UTHUBHOTO e(DEKTY, O3y MOKHA
36inpmuTH mo 400 Mr Ha mo0y.

AK110 MPOTATOM 6 THUXKHIB He CIIOCTepiraeThcs eeKTy Ipu 3acTocyBaHHi y 7o3i 400 Mr Ha
noOy, BilIOBigb Ha JTiKyBaHHS € MaJIOWMOBIPHOIO, TOMY CJIifl PO3TISHYTH albTepHAaTUBHI
BapiaHTH JIiKyBaHHS.

KoHmposb 20cmpo2o 60110 ma niKy8aHHsA nepeuHHoi ducmeHopei

JlikapceKkui 3acib 3aCTOCOBYBaTH y 04aTKOBiX 003i 400 MI' 3 HaCTYIIHUM 3aCTOCYBaHHIM
nmomaTkoBoi mo3u 200 Mr y mepinuii feHb v pa3i HeobximHOCTI. Y HacTynHi gHi
peKoMeH0BaHa o3a cTaHoBUTh 200 Mr 2 pa3u Ha go0y y pa3i HeoOXimHOCTi.

Oco06nuBi TPYIY NAlli€HTIB

ITauieHmu 3 nopyweHHAMU PYHKUiI neyiHKu

JIikyBaHHS MAIi€HTIB i3 KJTIHIYHO BUpaXKeHUM IIOMipHUM TOPYLIeHHSAM (QyHKIII eYiHKy (piBeHb
CUPOBATKOBOTO anbOyMiHy 25-35 1/11) ciif po3noYyrHaTH 3 TOJIOBUHU PEKOMEHIOBAHOI I03M.
IocBin 3acTocyBaHHS 11e71IeKOKCUOY y TaKUX MallieHTiB 00MeXKeHul, 30KpeMa Y XBOPUX i3 IIIPO30M
neuinky (OUB. po3minu «PapMakokiHeTHKa», «[IpoTunoka3anHsa» Ta «OcoOIMBOCTI
3aCTOCYBaHHS»).

ITauienmu 3 nopyweHHsiMUu PyHKUii HUPOK

IocBin 3acTocyBaHHS 11eJIEKOKCUOY V TALli€HTIB i3 TeTKUM ab0 IIOMipHUM TOPYLIEHHSAM (QYHKITII
HUPOK o0MexeHul. TOMy TaKUM ITalliEHTaM JTiKapchKu# 3acib citif mpu3HavyaTH 3 00ePeKHICTIO
(muB. po3minu «PapMakoKiHeTHKa», «IIpoTHUIOKA3aHH» Ta «OCOBIMBOCTI 3aCTOCYBAHHS» ).

ITayieHmu 3 nogiabHuUM memaboaizmom cybcmpamie CYP2C9

Y mopocnux maifieHTiB 3 BigoMuM abo migo3pioBaHUM YIIOBiTbHEHHSIM MeTa00I1i3My cyOCcTparTiB
CYP2C9 =a mincTaBi reHotuiry abo nonepegHbOro AOCBiAY 3acToCyBaHHA iHIINX cyocTpaTiB CYP2C9



(Takux sIK BapdapuH, HpeHiToIH) 11eJIeKOKCUO CIIifi 3aCTOCOBYBaTH, IOUYNHAIOYH 3 TIOJIOBUHU
MiHiMabHOI peKOMEH0BaHOl NO3H.

Y nmalieHTiB 3 I0BEeHiIbHUM PEBMATOINHUM apTPUTOM Ta BifoMUM ab0 Mifo3pioBaHUM IOBITBHUM
meTabomnizmoMm cy6crpaTiB CYP2C9 crif po3risiHyTH MOXKIMBICTh 3aCTOCYBaHHS allbTePHAaTUBHOT'O
JIiKyBaHHS (OuB. po3min «PapMaKoiIoriuyHi BnacTuBOCTi. PapMaKoOreHOMiKa»).

ITayieHmu AiMHbO20 BIKY

[NTauieHTH NMITHBHOTO BiKY, IOPiBHAHO 3 MallieHTaMU MOJIOAIIOTO BiKy, MalOTh OiNIbIINI PU3UK PO3BUTKY
TaKUX CEPHO3HUX MOOIYHUX peakiliii, acorifioBanux i3 3acrocyBanusam HI133, sk nobiuni peaxuii 3
00Ky ceplieBO-CyIMHHOI CHCTEMH, TPABHOT'0 TPaKTy Ta/abo 3 60Ky HUPOK.

Ao nepenbadyBaHa KOPUCTD IJIs MAI[iEHTIB JIITHBOTO BiKy € OiNIbINOI0, HiXK MOTEHIMHI pU3UKHU, CITif
PO3MOYKMHATH 3aCTOCYBaHHS JIiIKapPChKOTO 3ac00y 3 HAaWHUXKYOI 03U Ta MOHITOPUTHU CTaH IallieHTa
00 PO3BUTKY MOOIYHUX peakiiii (quB. po3min «OcobIuBOCTI 3aCTOCYBaHHSI»).

[3 3arabHOI KiJTbKOCTI MAIli€HTIB, SKi 3aCTOCOBYBAJIH I[eJIEKOKCHUO y IIPOoIeci KITiHIYHUX OOCTigKeHb
10 0T0 BUXOMY Ha PUHOK, BiK Oinbie Hixk 3300 naiieHTiB cTaHOBUB 65-74 POKiB, TP I[bOMY BiK
npubnusno 1300 gogaTKoBUX mallieHTiB 6yB Bif 75 pokiB. CyTTEBUX BigMiHHOCTEM LIIOJ0
e(eKTUBHOCTI [ I1i€l KaTeropii maIieHTiB Ta A4 Halli€eHTiB MOJOAIIOrO BiKy BUSIBIIEHO He Oyno. ¥
KJTIHIYHUX [OCTIIXKEHHSX, Y IPOIeci SKUX MOPiBHIOBANX (DYHKIII0 HUPOK (BU3HAYaAJX 3a MIBUKICTIO
KJTy004KOBOI (inbTpallil, a30TOM CEYOBUHY IJ1a3MU KPOBi Ta KpeaTUHIHOM) Ta QYHKIIi}0 TPOMOOIUTIB
(BU3HaAYaNM 3a YacoOM KPOBOTEUi Ta arperaiiieio TpoMOOIUTIB), He CIIOCTEpirany pi3HuUIl y
pe3ynbTaTax [ foOPOBOJIbLIIB JIITHHOTO BiKY Ta MOOPOBOJIBINIB MOJIOAIIOTO BiKy. [TpoTe, SIK i mpu
3actocyBaHHi inmwux HII33, y Tomy uncni Tux, ski BubipkoBo npurHiuyioTs LIOI'-2, y mepiopn micis
BUXO[Y IleJIeKOKCHOy Ha PUHOK Oyy10 OifbIlle CIOHTAHHUX [T0BiIOMIIEHb IIPO IUTYHKOBO-KHUIIIKOBI
MOPYIIEHHS 3 JIeTaJlbHUM HaCIIiIKOM Ta PO TOCTPY HAPKOBY HEOOCTATHICTD Y MALli€HTIB MTITHHOTO
BiKy IODPIBHSIHO 3 MallieHTaM¥u MOJIOAIIOTO BiKY (IuB. po3main «Oco6IMBOCTI 3aCTOCYBAHHS»).

Himu

Jlikapcekui 3aci0 He MpHU3HAYEHUH 71T 3aCTOCYBAHHS HiTSIM.

Ilepedo3yeanus

Cumnromu rocrporo nepeno3yBanHs HI133 3a3Buuait 00MeXKYIOTbCS JeTaprieio, COHIUBICTIO,
HYy[0TOI0, 6/1I0BaHHSM Ta 00JieM B elliracTpaibHili AiNISHII )KUBOTa i 3a3BUYall € 000POTHUMU TIpH
3aCTOCyBaHHI MigTPUMyBaJIbHOI Tepartlii. Byu 3apeecTpoBaHi BUMIafAKK IUTYHKOBO-KUIITKOBOI
KPOBOTeUi. Y pigKicHuX BullafKax Oy 3apeecTpoBaHi apTepiaibHa rinepTeH3is, rocTpa HUPKOBa
HEJOCTaTHICTh, MPUTHIYEHHS AUXaHHS Ta KoMa (IuB. po3minn «OcobIUBOCTI 3aCTOCYBAHHSI»).

[TpoTsiroM KJTiHIYHUX JOCiKeHb BUIIQMIKiB ITepefo3yBaHHS I[eJIeKOKCO0M 3ape€eCcTPOBaHO He
Oymno. Y pe3ymnbTarTi #ioro 3actocyBauHs y mo3ax g0 2400 Mr Ha 706y IPOTSATOM HMEPiony [o

10 pHiB y 12 malrieHTiB BUMaKiB Cepito3HOI iIHTOKCUKAIIil 3apeecTpoBaHo He OyI10.
[HpopMallis Tpo MOXKJIHUBICTL BUBENEHHS 1eJIEKOKCUOY IIIIAX0M TeMOfiai3y BiiCyTHS, aje,
BUXO[ISTYX 3 BUCOKOT'O CTYIIE€HS 3B’sI3yBaHHS 3 O6ilkaMu Iy1a3Mu KpoBi (>97 %), MoxHa



TIPUITYCTUTH, IO Hiaji3 Mpu mepemo3yBaHHi Oyme HeeeKTUBHUM.

Y pasi nepeno3yBanusa HII33 narienTam HeoOXimHO MPOBOOUTH CUMITOMAaTHYHE Ta
migTpuMyBanbHE JTiKyBaHHSA. CrelianibHi aHTUAOTH BiACyTHI. CIIi pO3TIsHYTU MOXKIIUBICTh
BUKJIMKaTHU O/M0BaHHS Ta/abo 3acToCcyBaTu aKTHBOBaHe ByrTisg (60-100 r gnms mopocnux, 1-2
r Ha 1 KT Macu Tina miTsM) Ta/abo 0OCMOTUYHUM TPOHOCHUY 3acib MmallieHTaM, y SKUX
IIPOTSTOM YOTUPHOX TOMMH ITiC/Is 3MiliCHEHHS iH €KIIil CIIOCTEPIraloThCsI CUMIITOMU
Iepefo3yBaHHs, a TaKOXK IMallieHTaM 3 TSKKUM IIepefo3yBaHHAM (o3a, mo y 5-10 pasis
IIePEBUIIYE PEKOMEHIOBAaHY [03Y). Moxe 6yTH KOPUCHUM KITiHIYHAN HATJIsAM Ta, 3a HeoOXigHOCTI,
IpU3HAYEHHS CUMIITOMaTHYHOrO JIiKyBaHHS. ®opcoBaHu fiypes, MiflyKyBaHHS Ccedi, reMofiani3
a6o remonepdysis He 3aCTOCOBYIOTHCS Uepe3 BICOKE 3B’sI3yBaHHS 3 GilKaMu.

I oTpUMaHHS JOJATKOBOI iH(popMaIrii oo miKyBaHHS epeno3yBaHHSI HEOOXimHO 3BEPHYTHUCS [0
TOKCUKOJIOTiYHOT0 LIEHTPY.

Io6iuni peakuii

OCKinbKY KIJTiHIYHI JOCTiIKeHHs IPOBOASATHCS 3a [yXKe Pi3HUX YMOB, HaCTOTY BUHUKHEHHS IO0IiYHUX
peaxiiil y KJIiHiYHUX [OCHIIXKEeHHSIX OMHOr0 JIiKapChKoro 3acoby He MOoXKHa 6e31mocepenHb0
TIOPiBHIOBATH 3 MTOKA3HUKOM, OTPUMaHUM Y KIiHIYHUX AOCTiAKEHHSX iHIIOTO JiKapCchKOro 3acoly, 1
OUiKyBaTH{ TaKOl X 4aCTOTH Ha IpakTuli. OfHaK iHpopMariis npo nobivyHi peakiiil mif yac KIiHIYHNX
mocrimxkeHb 3a0e3meuye OCHOBY 71T BU3HAUYEHHS MOOIYHUX peakilill, 0 MOXKYTb OyTH OB’ I3aHUMHU
i3 3acTOCyBaHHSM JIiIKapChKOTO 3aC00y, i Oy OTPUMAHHS MPUOIN3HUX TOKA3HUKIB YaCTOTH.

Cepey maIfieHTiB, sSIKi 3aCTOCOBYBAJIHU I1€JIEKOKCHO ITiJ Yac KOHTPOJIbOBAHUX KITIHIYHUX JOCITiIZKEHb,
SIKi TIPOBOMIMIIM [0 MO0 BUXOAY Ha PUHOK, Tpubmu3Ho 4250 maIfieHTiB Maiyu 0CTe0apTPHUT, TPUOIN3HO
2100 mamieHTiB MaIu PeBMATOITHUM apTPUT Ta MPUOIU3HO

1050 marmienTiB Manu micnsionepariifinui 6inb. Binbie Hixk 8500 maiieHTiB 3aCTOCOBYBaIu
1esieKokcub y 3aranbHik no6osiit 7o3i 200 mr (100 Mr 2 pa3u Ha moby a6o 200 mr 1 pa3 Ha moby) abo
6inbine, y Tomy uucii O6inbire 400 nauieHTis - y go3si 800 mr (400 Mr 2 pa3u Ha mo6y). [IpubnusHo
3900 ma1ieHTiB 3aCTOCOBYBaJIX 1IeI€KOKCUO Y WX [03aX IPOTATOM

6 micsiuiB a6o Ginmbne; mpubnusHo 2300 i3 1uX mallieHTiB 3aCTOCOBYBaIH 1ieJ1IeKOKCUO mpoTsarom 1
POKy abo 6inbire Ta 124 3 1UX NalieHTiB 3aCTOCOBYBalIM MPOTATOM 2 POKiB abo Oinbie.

KoHmposvosaHi 0ocaidxiceHHs 3acmocyeaHHA uesekokcuby 041 AiKyeaHHA apmpumy, AKi
npogoduu 00 11020 8ux00y HA PUHOK

Y Tabnuni 2 HaBegeHo yci Mo6iuHi peakilil, He3aeXkHO Biff IPUYUHHOTO 3B’SI3KY, 110 OyIu
3apeecTpoBaHi y = 2 % manieHTiB mig yac 12 KOHTPOIBOBAHUX JOCIiAXKEHD 11eJIEKOKCUOY 3 y4acTio
TALEHTIB 3 0CTE0APTPUTOM a00 PEBMATOIIHUM apTPUTOM, IO BKJIIOYAJIU I'pymy Itanebo Ta/abo
rpyIy IO3UTUBHOT0 KOHTPOJII0. OCKiNIBKY 1i 12 mocnifgKeHb Maiu pi3Hy TPUBAJIICTS 1 Yac BIJIUBY Ha
TALiEHTIB y IIUX OOCTiAXKEHHSAX Mir OyTH pi3HUM, 1Ii IPOLIEHTHI TOKa3HUKY He BigoOpakaioTh
CyMapHY 4YaCTOTY BUHUKHEHHS MO0IiYHUX peakKIliii.

Taonuis 2

[ToGiuni peaktii, 10 BUHUKAIU Oifnblle HiXK ¥ 2 % malli€eHTiB, sSKi mpuitManu 11e1eKoKcuo, mig gyac
KOHTPOJIbOBAaHUX OOCIIAXKEHb MOr0 3aCTOCYBaHHS [JIS JTIKYBaHHS apTPHUTY, SIKi IPOBOJUIN OO MOT0



BHUXOOYy Ha PHUHOK

ITob6iuHa peakuis IIBC ITrauebo HAII KD IBY
N=4146 N=1864 N=1366 N=387 N=345
3 6oky mpasHo20 mpakmy

Bine y mnyHKy 4,1 % 2,8 % 7,7 % 9,0 % 9,0 %
Hiapes 5,6 % 3,8 % 5,3 % 9,3 % 5,8 %
Hucnerncis 8,8 % 6,2 % 12,2 % 10,9 % 12,8 %
MeTeopusm 2,2 % 1,0 % 3,6 % 4,1 % 3,5 %
Hymota 3,5 % 4,2 % 6,0 % 3,4 % 6,7 %
3 60Ky opaaHizmy y uinomy

Bine y cniuni 2,8 % 3,6 % 2,2 % 2,6 % 0,9 %
[Tepudepuynnit HAOPSIK 2,1 % 1,1 % 2,1 % 1,0 % 3,5 %
TpaBma, BUMIagiKoBa 2,9 % 2,3 % 3,0 % 2,6 % 3,2 %
3 boky Hepeosoi cucmemu

3armamMopo4YeHHs 2,0 % 1,7 % 2,6 % 1,3 % 2,3 %
TonoBuu# 6inb 15,8 % 20,2 % 14,5 % 15,5 % 15,4 %
3 6oky ncuxiku

Besconns 2,3 % 2,3 % 2,9 % 1,3% 1,4 %
3 6oky OuxaavbHoi cucmemu

®apunrit 2,3 % 1,1% 1,7 % 1,6 % 2,6 %
Punir 2,0 % 1,3% 2,4 % 2,3 % 0,6 %
Cunycur 5,0 % 4,3 % 4,0 % 5,4 % 5,8 %
[Hdekil BepxHix puxanpHux msxie 8,1 % 6,7 % 9,9 % 9,8 % 9,9 %
3 6oky wkipu ma niOwWKipHUX MKAHUH

Bucunanusa 2,2 % 2,1 % 2,1 % 1,3 % 1,2 %

LBC - nemekokcub y mo3i 100-200 Mr 2 pa3u Ha mo0y abo y mo3i 200 mr 1 pa3 Ha go0y;
HAII - nanpokceH y fo3i 500 Mr 2 pa3u Ha go0y;

OK® - nuknodeHak y 0osi 75 Mr 2 pa3u Ha fo0y;

IBY - ibynpoden y gosi 800 mr 3 pa3u Ha Ho0y.

Y nnane60-KOHTPOIbOBAaHUX KITIHIYHUX [OCTIIXKEHHIX a00 JOCTiIXKeHHSIX 3 aKTUBHUM KOHTPOJIEM
YacTKa MAallieHTiB, SKi IPUIUHUIIY JTiKyBaHHS yepe3 MobiuHi peakilii, cTaHOBHUIA

7,1 % cepeq nalieHTiB, SKi 3aCTOCOBYBanu 1ieekKokcuo, Ta 6,1 % cepeq nalieHTiB, IKi OTpUMYyBau
nnane6o. Cepen HAUMOMMUPEHIMNX IPUYUH IJIS IPUNMHEHHS JTiKyBaHHS yepe3 Mo0iuHi peakiil y
rpynax malieHTiB, SKi 3aCTOCOBYBaIM LieyieKoKcuO, Oy pucrencis ta 6inb y xkusoti (0,8 % ta 0,7 %
BifmoBinHO). Cepen mallieHTiB, gKi oTpuMyBanu miae6o, 0,6 % DIPUIMHUIN KOTO IPUioM Yepe3
nucnerciio, a 0,6 % - yepe3 6inb y XKUBOTI.

Huxxue3a3HaueHi mob6iuHi peakiril Oynu 3apeectpoBati y 0,1-1,9 % mnaiiieHTiB, siKi 3aCTOCOBYBaIH
nenekokcub (100-200 mr 2 pa3u Ha o6y ab6o 200 Mr 1 pa3 Ha mo6y).

3 60Ky mpasHo20 mpakmy: 3amop, DUBEPTUKYIIT, gucdaris, BigpuxkkKa, e30darit, racTpur,
racTpPOEHTEPUT, TacTpoe3odareanbHul pedIiiokc, reMOpoy, XiaTalbHa rprXka, MejieHa, CyXiCTh y

pOTi, CTOMATHUT, TEHE3MH, OJII0BaHHS.

3 60Ky cepueso-cyOuHHOI cucmeMu: TIOTipIIaHHs nepebiry aprepianbHol rimepTeH3ii, cCTeHOKapHis,
imemiuHa xBopoOa cepild, iHhapKT MioKapaa, ceplieBa HEOOCTATHICTh.

3aeanvHi po3aadu: peakilil rinepuyyTIUBOCTI, alepriuli peakiii, 6inb y rpynsx, Kicta (6e3 mogaTKOBUX



YTO4YHEeHb), TeHepasli3oBaHul HaOpSK, HaOPSAK 00IMYYs, MifBUIlleHa BTOM/IIOBAHICTh, rapsidkKa,
IPUIUIUBY, TPUNONONiOHI cuMmnTomu, 6inb, nepubepuynuit 6inb, nepudepuyHUil HabpsK / 3aTpUMKa
piguHHU.

3 60Ky ueHmpasavHoi ma nepugepuyHoi Hepaoeoi cucmemu: CyIOMHU Hir, TimepTeH3is, rinecresis,
MIrpeHb, IapecTesis, BEPTUTO.

Po3nadu cayxy ma secmubyasipHo20 anapamy: TIIyX0Ta, LIyM Y ByxXax.

ITopyweHHsA yacmomu cepuy,esux CKOpoyeHb ma cepueao20 pummy: BifuyTTs cepLebuTTs,
Taxikapmis.

3 60Ky eenamobiaiapHoi cucmeMu: MigBUILEHHS PiBHSA MeYiHKOBUX (GEePMEHTIB (Y TOMY YUCITi
miguiienHs piBasg ACT Tta AJIT).

3 6oky memaboaizaMy ma xap4yB8aHHA: MiABUILEHHS PiBHS a30Ty cedi, MiABUIIEHHS PiBHSA
KpeaTHH(OCOOKiIHA3HU y I1a3Mi KPOBI, TiepxojieCTepuHeMis, TinepriikeMis, rinokamiemis,
IiABUINIEHHS PiBHS HEOIIKOBOTO @30Ty, MiABUIIEHHS PiBHS KpeaTUHIHY B KPOBI, MiBUIIIeHHS PiBHS
CEYOBHMHM B KPOBi, IiIBUIIIEHHS PiBHS TyKHOI pocdaTasu, 30iIbIIeHHS MacH Tifna.

3 6oky Kicmkogo-M’s3080i cucmemu ma cnoAy4YHOi MKAHUHU: apTPaIris, apTpo3, Miasris, CHHOBIT,
TeHOUHIT.

3 6oky mpomboy,umie (kposomeva abo 320pMaHHA Kpoai): eKxiM0o3, HOCOBa KPOBOTEYa,
TPOMOOLIUTEMiS.

3 6oky ncuxiku: aHOPEKCis, CTPUBOKEHICTh, MiABUIIIEHUN alleTUT, OeIPeCisi, HEPBO3HICTH,
COHJIUBICTb.

3 60Ky Kposei: aHeMisl.

3 6oky OuxaavbHoi cucmemu: GPOHXIT, GPOHXOCTIA3M, TOCUIEHHST OPOHXOCIAa3My, Kallleyh, 3aUIIKa,
JIaPUHTIT, THEBMOHIS.

3 6oky wkipu ma niOwWKipHUX MKAHUH: aJIoTellisi, JepMaTHT, peakiii GoTOUyTIMBOCTI, CBEPOiXK,
€pUTEMATO3Hi BUCUIIAHHS, MaKyJI0-IIallyTb03Hi BUCUIIAHHS, 3aXBOPIOBAHHS IIIKipH, CYXiCTb LIKipH,
MigBUIIEeHA MMTIXUBICTh, KPOIIUB' THKA.

Po3nadu y Micui 3acmoCyB8aHHA: TaHIKyiT, KOHTAaKTHUYN IepMaTHUT.

3 boky ceyosudinbHoi cucmemu: anbOyMiHYpis, HUCTUT, OU3YPis, TEMATYpPisi, YacTe CEUOBUIYCKAHHS,
cedyokaM’siHa xBopoOa.

HuoicuesasHaueHi ceptio3Hi nobiuHi peakuii (npuuyuHHUll 38°A30K He ouiHI08ascs) byau
3apeecmposari y < 0,1 % nauieHmis.

3 6oky cepueso-CyOuHHOI cucmemMu: HEIPUTOMHICTB, 3aCTiiHa ceplieBa HeOCTATHICTh, GiOpusIis
IIJTYHOYKiB, TpOMO0eMOOJIist IereHeBoi apTepil, rocTpe MopyIIeHHSI MO3KOBOTO KPOBOOOiry,
nepudepuyHa raHrpeHa, Tpombodedir.

3 60Ky WAYHKOBO-KUWKOB020 MpAKmMy: KPOBOTEYA 3 IITYHKOBO-KHUIITKOBOTO TPAKTY, BUpPa3Ka
IBaHAOIATUAIIANIO] KUIIKY, BUPa3Ka IITyHKa, BUPa3Ka CTPABOXOMY, BUPa3Ka KUIIEYHUKY, BUpa3ka
TOBCTOI KHIIKY, HETIPOXigHICTh KUIIEYHUKY, TTepdopallis KAIMIeYHUKY, IUTyHKOBO-KHIITKOBA



KPOBOTEYa, KOJIT 3 KpOBOTeYelo, epdopallis CTpaBOXOAy, TaHKPeaTUT, KUIIKOBa HEITPOXiTHICTS.
3azanvHi po3nadu: CETICUC, PAIITOBUM JIeTalbHUK HACITiIOK.

3 60Ky neviHKU ma HCo8YHO20 MiXypa: XOneiTia3.

3 6oky kposi ma aimpamuyuHoi cucmemu: TpOMOOIUTOTIEHIS.

3 60Ky Hepeosoi cucmeMu: aTakcis, cyiuum (ouB. po3min «B3aeMomis 3 iHITUMU JTiKapChKUMMU
3aco0aMu Ta iHII BUOKU B3a€MOIIN»).

3 60Ky HUPOK: TOCTPa HUPKOBA HEOCTATHICTE.

EOCTHE}KGHHH EOBFOCTQOKOBOi 0e3nexKu 3dCTOCYBAHHSA LI,eHeKOKCI/IGy OJIA J'[iKyBaHHH APTPUTY

T'emamonoziuHi po3aadu

YacToTa BUMAAKIB KTiHIYHO 3HAYYIIOT0 3HUKEHHS PiBHS reMornnobiny (> 2 r/gn) 6yna HUXK4Ya y
Talli€HTIiB, SKi 3aCTOCOBYBau 1ejekKokcu0 v mo3i 400 mr 2 pa3u Ha o6y (0,5 %), mopiBHSHO 3
nalieHTaMH, SKi 3aCTOCOByBau guKnodeHak y go3i 75 mr 2 pa3u Ha go0y (1,3 %) abo ibynpoden y
no3i 800 mr 3 pa3u Ha o6y (1,9 %). Taka MeHIIIa YacTOTa peakllii IpX 3aCTOCYBaHHI IIeeKOKCUOy
30epiranacs K Ha T/ IPUUOMY alleTUJICAIIIIUI0BOI KUCIIOTH, TaK i 63 HhOT0 (OUB. PO3Min
«QapmakoguHaMika»).

ITpunuHeHHs AiKyB8aHHs / cepllo3Hi nobiuHi peakuii

CyMapHa YacToTa IPUIIMHEHHS 3aCTOCYyBaHHA IeJIeKoKcuby, quknodeHaky Ta ibynpodeny yepe3
no0iyHi peakuii 3a 9 Mics1iB, po3paxoBaHa 3a MeTonoM Kannana — Matiepa, ctaHoBumna 24 %, 29 %
Ta 26 % BigmoBigHO. YacToTa cepio3HuX MOOIYHUX peakiliii (TOOTO TaKUX, L0 MPU3BOASATH [0
rocritasnisanii a0 CTaHOBIATE 3arpPo3y AJI KUTTS NallieHTa, ab0 iHIIUM YMHOM SBJISIOTE COO0I0
BaXKJIMBI MeIMYHI peakKilil), He3aJexKHO Bil IPUYMHHOTO 3B’SI3KY, V Pi3HUX JOCIIIXKXyBaHUX IpymIax
mallieHTiB He BigpisHsanacs (8 %, 7 % Ta 8 % BigmoBigHO).

[TlocmimKeHHS 3aCTOCYBaHHS 11e1eKOKCHOY IIPY JTiKyBaHHi I0BEHITLHOTO PEBMATOIIHOTO aPTPUTY

Y 12-TrXXHEBOMY NOABIMHOMY CIIIIOMY [OCTIAXKEHH] 3 aKTUBHUM KOHTPOJeM 242 malieHTy 3
IOBEHIIbHUM PEBMaTOIJHUM apTPUTOM BiKOM Bif 2 1o 17 poKiB 3acTOCOBYBa/M IeneKokcub abo
HAIPOKCeH, 77 TMAalli€HTiB i3 10BeHiTbHUM PEBMATOITHUM apTPUTOM 3aCTOCOBYBAJH 11€JIEKOKCHUO y m03i
3 Mr/kr 2 pa3u Ha f00y, 82 malieHTH 3aCTOCOBYBaM 1eIeKOKCUO ¥ mo3i 6 Mr/Kr 2 pa3u Ha mo6y Ta 83
TallieHTH 3aCTOCOBYBAJIM HAIIPOKCEH Y 1o3i 7,5 MI/KT 2 pa3u Ha moby. HalnmomupeHimumu
no6iunuMu peakuisimu (35 %), 110 peECTPYBaNMCA Y MAIliEHTIB, SKi 3aCTOCOBYBaJIH 11eIEKOKCHO,
Oymnu royioBHUM Oinb, MiIBUIIEHHS TeMIlepaTypH (rimeprepmis), 6inb y BepXHi#t yacTUHI
JKMBOTa, Kalllennb, Ha30(papuHriT, 6isb ¥ XKUBOTI, Hy[I0Ta, apTPaIris, Aiapes Ta OII0BaHHS.
Haiinomupenimumy nmobivauMu peakuisimu (3 5 %), 10 peeCcTpyBaNucs y Malli€HTiB, SKi
3aCTOCOBYBaJIM HAMIPOKCeH, Oyu ronoBHUM 6iflb, HyOoTa, O/TI0BAHHS, MiIBUIIEHHS
TeMIepaTypH, 6ifib y BepxXHill YaCTHHI XKUBOTA, [iapes, Kalleb, 0isib y KUBOTI Ta



3arnmaMopodeHHs (quB. Tabmuino 3). ITig yac 11p0ro 12-TUXKHEBOTO MOABIMHOTO CIIIIIOT0
MOCIIIXKEHHS i3 3aCTOCYBaHHAM I1eJIeKOKCHUOY y mo3ax 3 Ta 6 Mr/Kr 2 pa3u Ha 00y MOPiBHSIHO 3
HaIlpOKCEHOM IIKIJIMNBOTO BIIJIUBY Ha 3POCTaHHSA Ta PO3BUTOK He crocTepiranocsd. Mix rpyrnamMu
JiKyBaHHS He CIOCTepirany 3HaYyLUIuX BiIMIHHOCTEH y KifTbKOCTI KJIiHIYHMX 3ar0CTPEHb yBeITy abo
CUCTEMHUX O3HaK I0BEHIJIbHOTO PeBMATOIHOTO apTPUTY.

Y 12-TuxHeBiM BifKpUTiX pPO3IMIMPEHiH ¢a3i onucaHoro BUIle MOABIMHOTO CIIOro gociimxkeHHs 202
TIAIiEHTH 3 IOBEHITbHUM PEBMATOIIHUM apTPUTOM 3aCTOCOBYBAJM 11eIeKOKCUO Y mo3i

6 Mr/kr 2 pa3u Ha Ho0y. YacToTa mobiyHUX peakiriii 6yia momiOHOo OO0 MOKa3HKWKA, OTPUMAHOTO IIif
Yac MOABIMHOIO CJIIIIOr0 AOCIIAXKEHHS; HE CIOCTepiraaiu XX0OHIUX HEOUiKyBaHUX KIIIHIYHO 3HAUYIIUX
m0OIYHUX peakili.

Tabnuusa 3

[To6iuni peaxirii, mo BuHuKamu y 3 5 % MaIli€HTIB i3 I0BEHITbHUM pPEBMAaTOIIHUM apTPUTOM Y
Oymb-sKilt 3 TPYII JIiIKyBaHHS, PO3IOMiJieHi 3a CUCTEMHO-OPTraHHUMU KiacaMmu (% Bif KimbKOCTi
TAITiEHTIB 3 MOOIYHUMH PeaKITisIMu)

K/1acu cucmeM i op2aHis Bci 0o3u 2 pasu Ha 006y
[Tenexkokcub |[lesexkokcub |HanpokceH
3 Me/ke 6 M2/Ke 7,5 me/ke
IN=77 IN=82 IN=83
Bynb-siKa peakuis 64 70 72
3 00Ky OpraHiB 30py 5 5 o
3 00Ky TPaBHOTO TPaKTy 26 24 36
Binb y XKuBOTi 6€3 JOaTKOBHUX YTOUYHEHb 4 7 7
Biflb y BepXHill 4aCTUHI XXUBOTA 8 6 10
bitoBanHs 6e3 OMAaTKOBUX YTOYHEHD 3 6 11
[liapes 6e3 JOHaTKOBUX YTOYHEHD 5 4 8
Hypota 7 4 11
3araibHi po3nagu 13 11 18
[lipekcis 8 9 11
[H}eKIil 25 20 27
HazobapuHrit 5 6 5
[TpaBMa Ta OTPYEHHS 4 6 5
Pe3ynbTaTé 1a00paTOPHUX IOCTIIKEeHD 3 11 7
3 00Ky KiCTKOBO-M'SI30BOi CHCTEMU 8 10 17
ApTpanrisa 3 7 4
3 00Ky HEPBOBOI CHCTEMU 17 11 21
['onmoBHUM 6inib 6€3 HOOATKOBUX YTOYHEHD 13 10 16
3armaMoOpoYeHHS (3a BUHSITKOM BEPTHUTO) 1 1 7
3 00Ky OuXajabHOI CUCTEMU 8 15 15
Katesnb 7 7 8
3 00Ky HIKipM Ta MigMIKiPpHUX TKAaHUH 10 7 18

* BigxuneHHs Bif HOPMU pPe3ybTaTiB 1a00paTOPHUX OOCITIIKEHb, SIKi BKII0Ya0Th 30iMbIIeHIH
aKTHBOBAHMM YaCTKOBUY TPOMOOIIaCTUHOBUM Yac, 6akTepiypito (63 JoJaTKOBUX YTOUHEHE),
IMigBUIIEHUY piBeHb KpeaTUH(GOCHOKIHA3Y Y [1JIa3Mi KPOBi, TO3UTUBHUYM pe3yJbTaT MOCIBY KPOBI,
MigBUIIEHUY piBeHb IJIIOKO3M Y IJIa3Mi KPOBI, MigBUILIEHUY apTepialbHUM TUCK, MiJBUILIEHUY PiBEHb
CeYOBOI KHUCIJIOTH y IIJTa3Mi KPOBi, 3HUKEHUHN TeMaTOKPUT, HasgBHICTh TEMaTYpil, 3HUKEHUMN PiBEHb



remMorno6iHy, BimxuneHHs Bil HOpMu 6i0XiMiYHUX MTOKA3HUKIB QYHKII] medinky (6e3 HOmaTKOBUX
YTOYHEHB), HasIBHICTb MPOTEIHYpii, mifBUIIEHHS PiBHS TpaHcaMiHa3u (6e3 JOOaTKOBUX YTOYHEHB),
BiIXUJIEHHS Bifl HOPMU [TOKa3HMKIB aHami3y cedi (6e3 [0JaTKOBUX YTOYHEHbD).

[HIITi DOCHimXKEeHHS, SIKi MPOBOMVIN 10 BUXOIY IEeJIeKOKCHUOY Ha PUHOK

ITobiuHi peakuii, 3apeecmposaHi y 00CAI0HCEHHAX AiKYBAHHA AHKI/N03y10U020 cnoHOuimy. 3arajioMm
1efieKokcub oTpuManu 378 mallieHTiB y m1aie60-KOHTPOIbOBAHUX MOCITIIXKEHHSX i
OOCTIIXKEeHHSX 3 aKTUBHUM KOHTPOJIEM JIIKyBaHHS aHKIJIO3YI0O4OTO CIIOHOUIIITY.
IocmigXyBanu 3aCToCyBaHHS IlenieKokcuby y go3ax mo 400 mr 1 pa3 Ha mo0y. Tunu
m0OIYHUX PeakKllili, IPo SIKi MOBIMOMIISIN ¥ OOCHIIXKEeHHIX TiKyBaHHS aHKiNI03yI040T0
CIIOHOUJIITY, Oy MOmiOHUMM [I0 THX, IIPO SKi IOBIMOMIISITIA Y HOCITiIXKEHHSX JIIKyBaHHS
OCTE0apTPUTY / PEBMATOIIHOTO apTPHUTY.

ITobiuHi peakuii, 3apeecmpoaati y 00CAi0HCeHHAX 3HeD0H08AHHA Ma AiKYy8aHHA ducMeHopei
[Tpu6nu3no 1700 marieHTiB 3aCTOCOBYBaIM IIeeKOKCUO Y HOCTigKeHHIX 3He00TeHHS Ta
nucMeHopei. Y JocTiKeHHSIX 3 y4acTIO MallieHTiB i3 601eM BHACITIIOK XipypriuyHoi onepaillii B pOTOBil
IIOPOKHUHI BCi y4aCHUKM OTPHMaJIM Pa30BY A03Y AOCIIIXKYBaHOTO 11eIeKOKCHOY. Y MOCTiIzKeHHIX
JIiKyBaHHS MIEPBUHHOI AUCMEHOPe] Ta 00JIi0 Micig OPTONEeIUYHOT0 XipypriYHOTO BTPyYaHHS
OOCIiIKYyBaJI 3aCTOCYBaHHS 11eJIeKOKCUO0Y Vv mo3ax no 600 Mr Ha goOy. Tumu nmobivyHuX peakxiiii, Ipo
SIKi TIOBimOMJISITIM Y OOCITiIXKEeHHIX 3He00ITI0BaHHS Ta JIIKYBaHHS AUCMeHOopel, Oy/Iu TaKuMU X, [K i Ti,
PO SIKi TTOBIMOMIISITIM Y MOCITIIZKEHHSIX apTPUTY. ENUHOI0 OOATKOBOIO 3apPeECTPOBAHOIO IT00IYHOI0
peaxiliero y mociiKeHHIX 0010 Micyg XipypriYHoro opTONeguYHOTo BTpyUaHHs OyB albBeOoIIpHUN
OCTHT TIiC/Isl eKCTpakKilil 3yba (JTyHOUKOBHUM IIOCTEKCTPAKIIINHNN alIbBEOIIT).

Hocnimxenus PreSAP Ta gocnimKeHHS 3aCTOCYBaHHA 11eJIEKOKCHUOY I TPobinakKTUKK
aIeHOMHU

ITobiuHi peakuii y dos2ocmpokogux naal,e60-KoHMpPOo1b08aHUX O0CAIONHCEHHAX 13 Npogisakmuku
nosinis

BnnuB nenekokcuOy Ha MaIliEHTIB y JOCTigXKEeHHI 3aCTOCYBaHHS I[eJIEKOKCUOY TS
npodinakTuky ageHoMu Ta gociimkeHHi PreSAP ctanoBus 400-800 mr Ha mo0y mpoTsirom
nepiony mo 3 POKiB.

Hesiki mo6GiuHi peakuii BUHUKaMK y OIiNTBIIOTO BiCOTKA MAlli€HTIB, HiX il Yac moCigXKeHb
1eJIeKOKCUOy [ JIiKyBaHHS apTPUTY, SIKi IPOBOAUIIM O MOr0 BUXOAY Ha PUHOK (TpUBAiCTh
nmiKyBaHHS - 0o 12 TuxHiB). Y Tabnuili 4 HaBemeHi nobiyHi peakiiii, SKi BUHUKAIU YacTillle y
TallieHTiB, SIKi 3aCTOCOBYBaM 1IeNeKOKCUO, ITOPIBHSHO 3 MallieHTaMH, siKi 6panu y4acth y
IOCTIiIKEHHX 1IeIeKOKCUOy A JiKyBaHHS apTPUTY, 110 Oyiu NpoBefeHi 0 1oro BUXOAY Ha
PUHOK.

Tabmnuig 4

[TobiuHi peakuii [[esexokcub [Trauebo

(8i0 400 0o 800 m2 Ha 0oby), N=2285 IN=1303
[liapes 10,5 % 7,0 %
[acTpoe3odareanbHa pedmioKCcHa 4,7 % 3,1 %
xBOopoOa
Hypota 6,8 % 5,3 %
biiroBaHHS 3,2 % 2,1 %




SaguInKa 2,8 % 1,6 %

ApTepianbHa TinepTeHsis 12,5 % 9,8 %

HedponiTias 2,1 % 0,8 %

HacTynHi momaTKoBi mo6iuHi peakiiii cioctepiranu y = 0,1 % ta < 1 % mauienTis, Aki
3aCTOCOBYBaJIM 11eJIEKOKCUO, Ta YaCTOTa SKUX IEPEBUIyBajla YaCTOTY BUHUKHEHHS IIPU IPUioMi
nanebo y JOBrOTPUBAJIUX NOCIIIKEeHHAX i3 MpodilaKTUKY OB, Ta PO HUX a00 He IOBigOMIISIIN
i YaCc KOHTPOJIhOBaHUX NOCIiIXKeHb I1eJIeKOKCUOY OIS JTiKyBaHHS apTPHUTY, SIKi IPOBOAUIM [I0 HOTO
BUXOMIy Ha PHMHOK, abo ix crocTepirany 3 GifIbII00 YacTOTOI0 Y TPUBAIUX I11a1e60-KOHTPOIbOBAHUX
OOCHiMXKEHHAX i3 TPoGiTaKTUKH IIOJIIIIiB:

3 60Ky Hepsoeoi cucmemu: IIIIEMIYHUN 1HCYIIBT.
3 60Ky opaaHie 30py: MOMYTHIHHST CKIOMOIIOHOTO Tijla, KDOBOBUJIUB Y KOH IOHKTHUBY.
3 60Ky opaaHis cayxy ma pieHosazu: MabipUHTHUT.

3 60Ky cepus: HecTabinbHa CTeHOKapP/is, GyHKIiOHATbHA HEIOCTATHICTh A0PTAILHOTO KJIallaHa,
aTepocKyIepo3 KOpoHapHoOI apTepil, cuHycoBa OpaguKapmis, rimepTpodis MIyHOYKa.

3 60Ky cyOuH: TpoMO03 rTUOOKUX BEH.
3 60Ky penpodykmueHoi cucmemu ma MOA0OYHUX 3d/103: KiCcTa S€YHUKA.

Pe3yiemamu nabopamopHux 0ocai0dxiceHb: MgBUIIeHUH T1Ia3MOBUH PiBEeHb KaJlilo, MigBUIIEHUN
IIJTa3MOBUY PiBEHDb HATPIIO, MigBUILIEHUY [1JIa3MOBUU PiBEHb TECTOCTEPOHY.

Tpasma, ompyeHHSA MaA YCKAAOHEHHSA Npouedyp: emiKOHIUIIT, PO3PUB CYXOXKUJIII.
Iloceid 3acmocysaHHs npenapamy nicAs 8uxody HA PUHOK

[Ticna BuxXony Ha pUHOK IefeKoKcuby Oy BUSIBIIEHI 3a3Ha4eHi HUKYe 1100iuHi peakiil. OCKinbKY I1i
peaxilil moBiqOMIISIOTLCS Ha MOOPOBiNBbHIN OCHOBI Biff HEBimOMOI KiTbKOCTIi Ialli€HTIB, HE 3aBXKIU
MOXKJTUBO IOCTOBIpPHO OLIHUTH IX YaCTOTY @60 BCTAHOBUTH MPUUYMHHUYN 3B’SI30K i3 BIIJIUBOM
11eJIEKOKCUOY.

3 60Ky cepueso-cyOuHHOI cucmemu: BacKyJliT, TpoM603 TTuOOKUX BEH.
3azanvui poznadu: aHadinakToIMHa peakilis, aHTiOHEeBPOTUYHUHM HaOPSIK.

3 60Ky neviHKU ma H#c084YHO20 Mixypa: HEKPO3 IIEUiHKH, TellaTUT, 2KOBTSIHUIIS, IeYiHKOBa
He[IOCTaTHICTh (iHOMi 3 TeTaJIbHUMHM HacligkamMu abo Taka, 110 BUMarae TpaHCIIaHTallil
MeYiHKK), QyIbMiHaHTHUY renaTuT (1HOMAL 3 TeTaJbHUMHU HaCIiAKaMu), I€YiHKOBAU HEKPO3,
X0JIeCTa3, X0JIeCTaTUYHUM TelaTuT.

3 60Ky kpoei ma aim¢pamuyHoi cucmemu: arpaHyJIOLUATO3, allJlTaCTUUYHA aHeMisd, TaHLUTOIIEHis,
JIEUKOIIeHis.

MemaboaiuHi po3aadu: TIOTIIIKEMIis, TIIIOHATPIEMIA.

3 6oky Hepeosoi cucmemu: aCEITUYHUY MEHIHTIT, areB3is, aHOCMisl, BHYTPIIIHbOYEPETHUN
KPOBOBUJIUB (BK/IIOYAIOUM JI€TAJIbHUY BHYTPIIIHbOYEPETTHUM KPOBOBUJIUB).



3 60Ky HUpPOK: iHTEpCTUIlianbHIE HEDPUT, TyOYIOIHTepCTULIIATbHUN HEDPUT, HEDPOTUYHUN
CHHIIPOM, TJIOMEPYIOHEDPUT i3 MiHIMaTbHUM YPaXKEHHSIM.

TakoX HasiBHi JaHi IPO PO3BUTOK HACTYIHUX MOOIYHUX peaklliil IPU 3aCTOCYBaHHI I1eJIeKOKCUOY:
3 6oky iIMYyHHOI cucmemu:
9acTo: TIepYyTIIUBICTE;

OyXKe pigko: aHadimaKTUYHUI moK’, aHadinakTU4HA peaKuiﬂS.

3 60Ky 0OMiHy PeU0BUH MAa XAPUYBAHHS:

YacTo: rinepkaiieMis.

3 6oky ncuxiku:

ny#e PiAKo: CIUIYTaHICTh CBiOMOCTI, raTIONMHAII.
3 60Ky Hepeosoi cucmemu:

HeYacTo: epebpanbHuil iHPapKT';

PiOKO: MUCTEB3id;

AyKe PigKo: eminerncia (BKIO4Yawnyu 3aFOCTpeHH${)3.

3 6oky opaaHis 30py:

Heuacmo: KOH' IOHKTHBIT ;

PiOKO: KPOBOBHUIIUB B OKO’;

dyoice pidko: OKIIO3is apTepii / BeHU CiTKiBKK .

3 6oky opaaHis cayxy ma pieHosazu:

Yacmo: 3HUKEHHS CIIyXy!.

3 boky cepus:

Heyacmo: ceplieBa HeIOCTATHICTH;

dyorce pidko: apuTMis’.

Oyoice pioko: OyIO3HUI JepMaTuT .

3 6oky penpodyKkmugHoi cucmemu ma MO/AOYHUX 3A/N03:
dysice piOko: IOPYIIEHHSI MEHCTPYaIbHOTO I.[I/IKJ'IYB, XKiHode Ge3minas (3HUKeHHS GepTHUIILHOCTI)".

3azanvHi po3aadu ma peakuii y micui 88e0eHHA:



yacmo: TPUMONONiOHUIM CTaH;

! TIo6GiyHi peaxiiii, 1110 BUHUKAIH ¥ OOCTiAKEeHHAX MTPODiTaKTUKY OB ¥ IalieHTiB, AKi
oTpuMyBanu 1neaekokcu6 400 mr/no0y y ABOX KITIHIYHUX JOCTiIXKEHHSIX TPUBaicTIoO 0o 3 pokiB (APC
ta PreSAP). ITo6iuHi peakiiii, BKa3aHi BHIIe {7 HOCTiIXKeHb MPOoQiTaKTUKY IOJIiMiB, BKITIOYAI0Th
nuIe Ti, o 6ynu paHille BUSBIEHI Y TOCTMapKeTUHTOBUX CIIOCTEPEXKEHHSIX a0 BUHHUKAJIY YacTillle,
HiX y [IOCHIIXKEHHAX apTPUTY.

* XKiHKH, SKi IIaHYIOTh BaTiTHICTh, OyIM BUKIIOUEHI 3 yCiX AOCTiIKeHb, TOMy BU3HAUYEHHS YaCTOTH
1iel mopii Ha ocHOBI 6a3u JaHUX AOCTiAXKeHb 0yJI0 HEMOXKITUBUM.

 YacToTH pO3paxoBaHi Ha OCHOBI CYKyIHOTO MeTa-aHali3y faHuX KIiHiYHUX FOCIIiIXKEeHb, 110
BKJIIOYa/IU

38 102 marieHTH.
ITogidomaeHHs npo ni0o3prosaHi nobiuHi peakuii

[ToBimoMIIEeHHS PO Mig03pioBaHi MoOiuHI peakilii, 110 BUHUKIIM IIiCJII PEeECTpallil likapcbkoro 3acoby,
nyxe BaxJuBi. Llle mae 3MOr'y OCTIMHO CIIOCTepPIiraTu 3a CIiBBIOHOIIEHHSIM KOPUCTI / PU3UKY IPU
3aCTOCYBaHHI JlikapchKoro 3acofy. Meou4yHuM Ta ¢papMalleBTUYHUM IIpalliBHUKAM, @ TAKOX
naiieHTaM abo iXx 3aKOHHUM IIPefCTaBHUKAM CJIifl TOBiHOMIISITH IIPO yCi BUMIA[IKHU Tif03pIOBAaHUX
no0iYHMX peaklilill Ta BifCyTHOCTi epeKTUBHOCTI TiKapchKoro 3aco0y uepe3 ABTOMaTH30BaHy
indopmariiiny cucteMy 3 papMaKOHarIgaAy 3a mocuaanusaM: https://aisf.dec.gov.ua.

TepMmin npugaTHOCTI

3 poKH.

YMoBH 30epiranHs

36epiratu nmpu TeMiepaTypi He Buine 25 °C y HeIOCTYITHOMY [JIs AiTel MicIIi.

Ynaxkoska

Kamncymnu tBepmi, mo 100 mr: o 10 kamcyn y 6rictepi; mo 2 abo 5 61icTepiB y KapTOHHIN KOPOOIIi.

Kamncymnu tBepmi, mo 200 mr: o 10 kamcyn y 6mictepi; mo 3 abo 5 61icTepiB y KapTOHHIN KOpoO1Ii.

Kareropis Bignmycky

3a pelemnToM.

BupooHuK



YOPJIO MEIOUILIVH IJIAY CAH. BE TI[IXK. A.III./

WORLD MEDICINE ILAC SAN. VE TIC. A.S.

Micne3HaxomaKeHHsI BUPOOHHKA Ta aJpeca Miclsi IPoBaIXKeHHsI HOro JisIbHOCTI
15 Temmy3 Maxannemi Jxami Hony JIxanmeci Ne50 Tronentni Barmxunap/Cram6yrn, Typeuunsa/

15 Temmuz Mahallesi Cami Yolu Caddesi No:50 Gunesli Bagcilar/Istanbul, Turkey.



