IHCTPYKIIA
JJIS1 MEIUYHOT0 32CTOCYBAHHA JiKapChKOro 3aco0y

JEKOKCA
(LEKOXA)

Cxaan
ditoua peyogura: NEICKOKCHO;
1 karcyna TBepaa mictuth nenaexokcudy 100 mr a6o 200 mr;

O00NOMIdHCHI peuosuHuy. TAKTO3a, MOHOT1ApAT; HATPitO JaypuiIcyibdaT; HAaTPir0 KPOCKapMeso3a; MOBiIO0H;
CIHPT 130IPONIIOBHIA; MarHilo cTeapar;

karcyii o 100 mr: karcyina (3amiza okcu uepBonuii (E 172), tTurany giokcun (E 171), sxenatun),

karcynu 1o 200 mr: xancyna (tutany giokeua (E 171), sxenatun).

Jlikapcbka ¢gopma. Kancynu teepai.
OcnosHi Qhi3uKo-XimMiuHi 61aCMU8oCmi.

Karcynu o 100 Mr — TBepi JKeJaTHHOBI Kancyiu, po3Mipom Ne2, Hempo30pi, KpUILIeuKa Ta KOPILyC
0EKEBOT0 KOJIBOPY, IO MICTATH MOPOIIOK 01J10T0 a00 Maifke 61710T0 KOJIBOPY;

Karcysu 1o 200 Mr — TBepi KeJIaTHHOBI Kancyiu, po3Mipom NeQ, Hepo30pi, KpUIlIeuKa Ta KOpIyc 011010
KOJILOPY, 1110 MICTATH IMOPOIIOK 01710r0 ab0 Maiike 01J10T0 KOJIhOopYy.

dapmakoTepaneBTHYHA rpyna.

[Tpotu3ananbHi Ta anTupeBMaTuyHi 3acoou. Koxenbu. Kon ATX MO1A HO1.

Dapmakonoiuni enacmueocmi.

Dapmakoounamika.

Mexani3Mm ii.

[enekokcu®d Mae 3HEOOTIOBANIBHI, POTU3ANANIBHI Ta KAPO3HIKYBAJIBHI BIACTUBOCTI. BBaxaeThcs, o
MeXaHi3M Horo Jii OB’ sA3aHuii 3 IHT1OYBaHHSIM CUHTE3y MPOCTArIaHIUHIB, IEPEBAYKHO LUISIXOM 1HT10YBaHHS
mukitookcurerasu-2 (L{OI'-2). [enekokcu6 € moTyKHUM 1HT10ITOPOM CHHTE3y MPOCTArIaHMHIB iN Vitro.
KonrneHrpariii meaekokcuOy, siki Oy JOCSITHYTI Mi 9ac Tepartii, CIpUuYruHsUTH eexTH in VIivo.

[IpocTarnananHU MiABUNIYIOTH Yy TIUBICTD a)epEHTHUX HEPBIB Ta MOCKITIOIOTH Jif0 OpaluKiHiHY,
CTUMYJIIOIOUH Ol1b, y MOJIENAX Ha TBapuHax. [Ipocrarnaniunu € MeniaTopamu 3anajneHHs. OCKiIbKI
LIETIEKOKCHO € THT101TOPOM CUHTE3Y MPOCTArJIAHINHIB, MEXaHI13M HOTO i1 MOXKe OyTH 3yMOBJICHHUI
3HWKEHHSM PIBHS NPOCTArJIaHANHIB y epuepuyHUX TKaHWHAX.

dapmakoJMHAMIYHI BJIACTHBOCTI.

Bnaus na mpomboyumu.

VY KIHIYHAX TOCTIHDKEHHSX 3 YYacTIO 3JOPOBUX TOOPOBOJIBIIIB 3aCTOCYBAaHHS IEJICKOKCHOY y Pa30BUX
no3ax g0 800 mr Ta 6araropazoBux mo3ax 10 600 mr 2 pa3u Ha 70Oy MPOTATOM TepioAy 10 7 nHIB (110
MIEPEBUIILY€ PEKOMEHI0BaHI TepareBTUYHI J031) He BIUIMBAJIO HAa 3MEHIIICHHS arperamii TpoMOoIuTiB a60
MIOJIOBKEHHSI Yacy 3ropTaHHs KpoBi. Uepes BiICYTHICTh BIUIMBY Ha TPOMOOIIUTH LEJIEKOKCUO HE MOXKHA
3aCTOCOBYBATH SIK 3aMIHHUK alleTHIICATIIMIIOBOI KUCIOTH ISl TPO(iIaKTHKH 3aXBOPIOBAHb CEPIIEBO-
CyIUHHOI cucteMH. HeBiioMo, uu BIUTMBAE LEIEKOKCHO HAa TPOMOOLUTH Yy MJIaHl MIABUILEHHS PU3UKY



PO3BUTKY CEpHO3HUX CEPIIEBO-CYIMHHUX TPOMOOTUIHNX MOOIYHUX PEaKIliH, OB’ I3aHUX 13 3aCTOCYBaHHSIM
IIETIEKOKCHOY.

3ampumka piounu.

[Tpurnivenns cunte3y npocrarmanauny E2 (ITI'E2) moxke mpu3BoAUTH 10 3aTPUMKH HATPIIO Ta BOJH 32
paxyHOK 301IbIIeHHs peabcopOIlii y BUCXiAHINA TOBCTIH yacTuHi netdi ['enne Mo3KoBOro mapy HUPOK i,
MOXJIMBO, B 1HIIIUX CETMEHTaX JUCTAIBHUX BiAauIiB HeGpoHy. BBakaerbes, mo [1I'E2 npurniuye
peabcopOuito Boau y 30ipHUX TpyOOUKax, MEPEHIKOKAI0UH Jii aHTUlyPETUIHOTO TOPMOHY.

Dapmakokinemuxa.

[Toka3HHUKM BILTUBY HEIEKOKCHOY 301IbIIYIOTHCS TPUOIM3HO MPONOPIIIHO 10 JO3M MICIIs 3aCTOCYBAaHHS
200 mr 2 pa3u Ha 100y; MpU BUIIUX J03aX CIIOCTEPITAETHCS MEHIII MMPOTIOPITIHHE 301JIbIIIEHHS MOKA3HUKIB.
[enekokcud xapakTepu3y€eThCs IUPOKUM PO3IOIIOM Ta BUCOKUM PiBHEM 3B’ sI3yBaHHs 3 O1TKaMU IJ1a3MHU
kpoBi. l{enekokcud meradomizyeThes rogoBHUM YrHOM CYP2C9 3 mepiogom HamiBBUBEACHHS MPHUOIU3HO
11 roaum.

AGcopOrtis.

[Ticnsa nepopanbHOro 3aCTOCYBAaHHS MAaKCUMAJIbHUI piBEHb LIEJIEKOKCHOY Yy TIa3Mi KPOBi JOCATAE€THCS
npuoOIM3HO yepes 3 roauHu. Y pasi npuiioMy Hatime y 1031 10 200 mr 2 pa3u Ha 100y K MaKCUMaTbHUI
piBeHb 11e7eKOKcHOyY y tuia3mi kpoBi (Cmax), Tak i ruroma mija ¢papmakokineTnyHoro kpusoro (AUC)
MPUOJIM3HO MPOTOPIIIHI 10 T03H; PH BUIIKX A03aX 3Ha4eHHSI Cmax Ta AUC 3011bI1yIOTHCS CyOIIHIMHO
(muB. po3nin «BrmuB BxuBaHHS 1Xi»). JlocnipkeHHS aOCOMOTHOL

01010CTYMHOCTI LIeJIEKOKCHOyY He poBoauiau. [Ipu 6GaratopazoBoMy 3acTOCyBaHHI PIBHOBaKHUN CTaH
JOCSTAETHCS HA 11’ ATUH IeHb a00 paHimie. DapMakoKiHETHUHI TapaMeTpH LEIEKOKCHOY Y TPYIIi 370pOBUX
J0OpOBOJIBIIIB HaBeIeHO Y Tabmwmii 1.

Tabmus 1. Kinetuka po3mnozainy pa3oBoi go3u (200 Mr) neaeKokcuody y 310pOBUX I[OGpOBOJILLIiBl

Cepenni (koediuieHT Bapialii, %) 3HaueHHS (PapMaKOKIHETUYHHUX MapaMeTpiB

Cmax, HI/MII Tmax, TOJ EdekTuBnumii t1/2, Tox Vss/F, i CL/F, n/ron

705 (38) 2.8 (37) 11,2 (31) 429 (34) 277 (28)

! no6poBomkILi micas 3acTocyBaHHS enekokcuby HaTie (n=36, 19-52 pokn)

Vss/F — 00’em po3noiity B piBHOB&KHOMY CTaHi.
CL/F — mia3MoBH#i KITipeHC.

BrumiBs BxxuBaHHS XK.

[Tpu 3acTocyBaHHI IIENEKOKCHOY 3 TKEIO 3 BACOKUM BMICTOM KUPIB Cmax CIIOCTEPITAIKCH 13 3aTPUMKOIO
puOIM3HO Ha 1-2 roauHu 3 migBUIIeHHSM 3arainbHoi adcopomii (AUC) Bix 10 % mo 20 %. [Ipu
3aCTOCYBaHHI LIEJIEKOKCHOY HaTiIe y J03ax moHa 200 Mr crocTepiraeTbesi cyOniHiiHe 301TbIIeHHS
3Ha4eHb Cmax Ta AUC, 1110 OB’ SI3yI0Th 3 HOTO HU3BbKOIO PO3YHHHICTIO Y BOJHOMY CEPEOBHIIII.

OpHoYacHe 3aCTOCYBaHHS LIEJIEKOKCUOY 3 aHTAIlMIaMU, 1110 MICTSITh aJlOMiHIN Ta MarHii, MPU3BOJUIO 10
3HMKCHHS HOTO KOHIIEHTpAIIi] Y TU1a3Mi KPOBI 31 3HWKEHHSM TOKa3HUKA Cmax Ha

37 % 1a AUC na 10 %. [lenexokcu®6 y no3ax mo 200 mr 2 pa3u Ha 100y MOKHA MPUAMATH HE3AJIEKHO BiJl
BXKUBaHHS k1. J[J71s1 mokpamieHHs: BCMOKTYBaHHS Bl 1031 (400 Mr 2 pa3u Ha 100y) CIIiJl 3aCTOCOBYBATH
pa3om i3 ixkero.

VY 310pOBUX AOPOCTHX TOOPOBOJIBIIIB 3arajibHUN BILTHB IPU CHCTeMHOMY 3acTocyBaHHi (AUC)
[EeJIeKOKCUOY He BIAPI3HABCS MPU MPOKOBTYBAHHI KAalCyIH Ta IPU PO3BEACHHI ii BMICTY B sIOTy4YHOMY
mrope. [licis nmpuiioMy BMICTY KariCyJii 3 SI0JTy9HUM ITIOPE HE CIIOCTEPITaN )KOAHUX 3HATYIIUX 3MiH
noka3HHUKIB Cmax, 4acy TOCATHEHHS MaKCUMaJbHOI KOHLEHTpawil (Tmax) a0o mepioay HamiBBUBEICHHS
(tr2) (muB. po3ain «Criocid 3aCTOCYBaHHS Ta JI031»).

Posmoin.

VY 310poBUX JOOPOBOJIBIIIB MPU 3aCTOCYBAaHHI B KJITHIYHOMY J1alla30Hi 103 [EIEKOKCHO MaiiKe MOBHICTIO
3B’s13y€ThCs 3 OUTKaMHK TUT1a3MK KpoBi (mpubiu3Ho Ha 97 %). Jlocmimkenns in Vitro 10BoasTh, 110



IEJIEKOKCUO 3B’ S3YETHCS TOJIOBHUM YHHOM 3 aJbOYMIHOM Ta MEHIIOIO MIpOIO — 3 0l1-

KHCJIOTHUM TUIIKOTPOTEiHOM. BuanmMuii 06’ eM po3Mmoaisly y cTaHi piIBHOBaru CTaHOBUTH mpuoOm3HO 400 1,
1110 BKA3y€ Ha IIUPOKUI pO3MOALT IIeJIeKOKCHOY B TKaHMHAX. L[enekokcnd He 1eMOHCTPY€E MEPEBaXKHOTO
3B’sI3yBaHHS 3 €PUTPOLIUTAMH.

MeTtabomizM.

MeTab01113M 11e1eKOKCHOY TOJIOBHIUM YMHOM 31HCHIOETRCS 3a toromororo CYP2C9. V mnasmi kposi
moauHU OyJi0 BUABICHO 3 METa0OITH: IEPBUHHUI CIIUPT, BiAMOBIIHA KapOOHOBA KHCIIOTA Ta 11
TJIFOKYPOHITHUM KOH 'forat. L{i MeTabomiti He MaroTh akTUBHOCTI o0 iHri0yBaHHs [{OI'-1 a6o 11OI'-2.

Exckpertis.

I{enexokcn® BUBOJUTHCS TOJIOBHUM YHHOM IUISIXOM MEUIHKOBOTO MeTabo0i3My Ta

JIMIIIE HeBEJIMKA KUTbKICTh (MeHIIe 3 %) He3MiHeHOT peUOBHHU BUBOUTHCS 31 ceueto Ta KayoM. [Ticis
MepOPaTLHOTO 3aCTOCYBaHHS OJHOPA30BOI JI03H IEJIEKOKCHOY, MIYEHOTO Pajioiz0TonoM, mpuodimuzHo 57 %
71031 BUBOJIMIIOCS 3 KasioM 1 27 % — 31 ceuero. OCHOBHUM MeTabOIITOM y cedi Ta Kaii Oyia kapOoHOBa
kucnota (73 % no3u), npu IIbOMY B CeUl TaK0>XK BUSBIISAIIACS HEBEJIMKA KUIbKICTh TIIIOKYpOHiLY. BBaxkaeThcs,
110 HU3bKa PO3UMHHICTD HEJIEKOKCUOY MOJ0BXKYE Mpolec abcopOItii, 1o poOoUTs t1/2 O1IbII BapiabeIbHUM.
EdextuBHuii t1/2 cranoBuTh npubin3Ho 11 roauH 3a ymoB 3actocyBaHHs Hatile. KiipeHc mia3mMu KpoBi
CTaHOBHUTH MpuOIn3HO 500 MII/XB.

OxpeMi I'pYIIH AL EHTIB.

THayienmu nimnb020 BiK).

VY marieHTiB JITHHOTO BiKy (BIKOM BiJl 65 pOKiB) y piBHOBaXXHOMY cTaHi Cmax Oyia Ha 40 % Bumia i AUC
—Ha 50 % BuIIa TOPIBHSAHO 3 TAKUMH Y TAIIEHTIB MOJIOIIOTO BiKy. Y *KiHOK JIITHBOTO BiKY Cmax 1 AUC nmnst
LETIEKOKCHOY € BUIITMMU, HIXK Y YOJIOBIKIB JIITHBOTO BIKY, aji€ 1€ I ABUIICHHS MEPEBAXHO € HACITIIKOM
MEHILIOT MacH Tijia y JKiHOK. 3arajloM KOpUT'yBaTH 103y HallieHTaM JITHBOTO BiKy He MOTpiOHO. OHAK y
MaIIE€HTIB 3 MACOIO Tijia MeHIe 50 Kr JIIKyBaHHS CJIi] pO3IMIOYMHATH 3 HAWMEHIIIOT PeKOMEHI0BaHOT

1034 (quB. po3ain «Crocid 3acTOCYBaHHS Ta T03W»).

Himu.

VY kJIiHIYHOMY JOCTiKeHH y 152 malfieHTiB 3 IOBEHIJIbHIUM PEBMATOITHUM apTPUTOM BikoM Bijx 2 g0 17
POKIB Ta Macoro Tiia >10 Kr 3 ypaXeHHSIM OJHOTO 9 0aratboX cyriio0iB a00 31 CHCTEMHUMU MPOSIBAMU
IOBEHIJIbHOTO PEBMATOIIHOTO apTPUTY OLIiHIOBaNACh (hapMaKOKIHETHKA PIBHOBAKHOTO CTaHy MiCIs
3aCTOCYBaHHS IEJIEKOKCHOY B eKCIIEpUMEHTANbHIHM (popMi cycrieHsii s mepopaabHOTro 3aCTOCYBaHHS.
dapMaKOKIHETUYHUH MOMYJSALIHHUN aHalli3 MOKa3aB, 10 KIipeHC (HECKOPUTOBAHMIA 32 MacoIo Tij1a) Mpu
NepOPATBHOMY 3aCTOCYBaHHI IIENIEKOKCHOY 3p0OCTa€E MEHII HiK MPONOPIIIHO /10 301IBIIICHHS MacH Tija,
IPUYOMY MTPOrHO3YBAJIOCS, 1110 Y MAaLIEHTIB 3 Macoro Tina 10 kr ta 25 kr kinipeHc 6yae MeHmuM Ha 40 % ta
24 % BIAMIOBITHO MOPIBHSHO 3 JJOPOCIMMU TIAlliEHTAMH 13 PEBMATOITHUM apTPUTOM 3 Macoro Tija 70 Kr.

3acTocyBaHHs KaricyJ 1eiaekokcuOy mo 50 mr 2 pasu Ha 100y MalieHTaM i3 IOBEHUIBHUM pEeBMATOIAHUM
apTPUTOM 3 Macoro Tuia >12 ta <25 kr Ta kancyy no 100 mMr naiieHTaM 3 IOBEHUIBHUM PEBMATOiTHUM
apTPUTOM 3 MAcoI0 Tisia >25 Kr Mae 3a0e3MeUnTH MOAIOHY KOHIIEHTPAIIiIO I[eJIEKOKCHOY Y T1a3Mi KpoBi J0
Ti€l, o0 crocTepiranacs mijJ 4yac KIHIYHOTO JOCHTIHKSHHS, B IKOMY OYyJIO0 IPOJIEMOHCTPOBAHO HE MEHIITY
e(eKTUBHICTh IEJEKOKCHOY MOPIBHSHO 3 HAIPOKCEHOM Y 11031 7,5 MI/Kr 2 pa3u Ha 100y (IuB. po3/ia
«Croci6 3acTocyBaHHS Ta 103W»). JlOCHIHKEHb 3aCTOCYBaHHS IIEJICKOKCHOY MaIlieHTaM i3 FOBEHUTbHIM
PEBMATOITHUM apTPUTOM BIKOM J10 2 POKiB a00 Macoro Tij1a <10 Kr He MPOBOAMIM, TAKOXK HE IPOBOIUIN
JOCTIPKEHHST TPUBAITICTIO OUTbIE 24 THXKHIB.

Iayienmu piznux pac.

BpaxoByroun pe3ynpTaTy MeTa-aHaji3zy (papMakoKiHETHIHUX JOCIIKEHb, OyIJI0 3p00JICHO MPHITYIIEHHS,
o 3HaueHHs AUC nenekokcuOy B MpecTaBHUKIB HErpoifnHoi pacu Ha 40 % BuIla, HIK Y IPEJCTaBHUKIB
eBponeoinHoi pacu. [losicHeHHS Ta KJIIHIYHA 3HAYYLIICTh LIUX PE3yJIbTaTiB HEB1IOMI.

Hayienmu 3 nopywennsamu hyHxyii nevinxu.

dapMaKkOKiHETUYHE JTOCITIHKCHHS Y TAIIEHTIB 3 JTIeTKUMHU (Kiac A 3a kmacudikariero Yainna—I1'10) Ta
nomipaumu (kiac B 3a knacudikamiero Yaitnna—I110) nopymeHHIMEU QYHKIIT TEUiHKH [TOKA3alo,



mo AUC nenekokcuOy B piBHOBaXKHOMY CTaHi MiABUILY€eThCs pudau3Ho Ha 40 % Ta 180 % BignosigHO
MOPIBHSHO 31 3JI0POBUMHU JOOPOBOJIBIISIMH TPYIH KOHTPOTIO. TOMY peKOMEH0BaHy T000BY 103y
LEJIEKOKCUOY cITil 3SMEeHIINUTH npuoan3Ho Ha 50 % mpu 3acTOCYBaHHI Malli€eHTaM 13 TOPYLICHHAMH (QyHKIIT
MEeY1HKH TIOMIPHOTO CTyTeHs TSHKKOCTI (kmac B 3a kmacudikartiero Yaitnaa—I110).

Tayicumu 3 nopywennsimu yHKyii HUpox.

3rimHo 3 pe3ynbTaTamMu nepexpecHux nociimkenb, AUC 1enexokcnOy y MaiieHTiB 13 XpOHIYHOK HUPKOBOIO
HEIOCTATHICTIO (IIBUIKICTH KiIyO0ukoBoi (inmpTparii 35-60 miu/xB) Oyna npubauzno Ha 40 % MeHIa, HIX Y
TMAII€HTIB 3 HOPMAJIBHOIO (PYHKITI€I0 HUPOK. 3HAUYIIOTO 3B’ 3Ky MK IIBUAKICTIO KITyOOUYKOBOT (ibTparii
Ta KIIPEHCOM IIeJIEKOKCUOY BHUSIBIICHO HE OYII0.

JlocmipKeHHs B3aeMOall JIKapChKUX 3ac00iB.

Jlocmimkenns in Vitro cBiguaTh, 110 HeIeKoKcuo He € iHribiTopom muroxpomy P450 2C9, 2C19 ado 3A4.
JlocitipkeHHs in ViVO 1oKa3anu HacTyITHE.

Ayemuncaniyunosa kucioma.

[Tpu 3actocyBanni HII33 3 aneTuicamnmioBolo KUCIOTOIO CTYIIHB iX 3B’ A3yBaHHS 3 O1JTKaMH IJIa3MHU KPOBi
3HIDKYBABCS, X04a KiipeHc He3B’ si3aHoi popmu HIT33 He 3minroBaBcs. KiiHiuHa 3HAUYIIICTG ITi€T B3a€MOIii
HeBizoMa. Kitiniuno 3Hauymmi B3aemoii HI133 3 aneTriicaninuaoBor0 KUCIOTOKO 3a3HAYCHO Y PO3IiIi
«B3aemois 3 IHITUMU JTIKAPCHKUMHE 3aC00aMU Ta 1HIII BUAH B3aEMOJIII.

Ilpenapamu nimiro.

VY nocnimKeHHi, iK€ TPOBOIMIIN 3 YYaCTIO 3J0POBUX TOOPOBOJIBIIIB, CEPEeIH] PIBHOBAXKHI PiBHI JIITIIO Y
1a3Mi KpoBi MiJIBULIyBasIuCs TpuOIn3HO Ha 17 % y TUX Mali€eHTIB, sIKi 3acTocoByBaiu 450 M mpenapaty
JiTiro 2 pa3u Ha 100y B KOMOiHAIi1 3 neiaekokcu6oM y 1031 200 Mr 2 pa3u Ha 100y, MOPIBHAHO 3 TUMH, XTO
3aCTOCOBYBAaB TUIBKH Mpemapar JiTito (AuB. po3aut «B3aemoiis 3 iHIIMMH JTiIKapChbKUMH 3ac00aMu Ta 1HII
BHJIA B3aEMOJIII»).

DnykoHason.

Opnovacue 3actocyBanHs (piykoHazony y 1031 200 mr 1 pa3 Ha 100y IPU3BOIUIIO 0 ABOKPATHOTO
TTiIBUIIICHHS KOHIICHTPAIIIT IIEJIEKOKCHOY Y Tu1a3Mi KpoBi. Take MmiABUIICHHS € HACIIIKOM 1HT10yBaHHS
¢b1ykoHa3010M MeTaboi3My 1eNIeKOKCHOY, sike 3aiiicHIoeThCs 130(pepmenTom P450 2C9 (auB. po3ain
«B3aeMois 3 IHIIMMU JIIKAPCHKUMH 3aC00aMU Ta iHIIII BUAM B3aEMOIIN).

Tnwi nikapcoki 3acoou.

Bynu npoBeneni gociipKkeH st iN VIVO 11010 BUBYCHHS BIUIUBY HEJICKOKCHOY Ha (hapMaKOKiHETHKY Ta/abo
dbapmakoIMHAMIKy THi0ypHUaY, KETOKOHA30Iy, METOTpeKcary (IuB. po3ain «B3aemois 3 iHmmMMu
JKapChbKUMH 3aCO0aMH Ta 1HIII BHIM B3aEMOZI»), (PEHITOIHY Ta TOIOyTamimy, ajine KIiHIYHO 3HATY X
B3a€MO/Iii1 BUSBJICHO HE OyIIO.

dapMakoreHoMikKa.

VY OKpeMHX Mali€HTIB 3 FeHETUYHUM NoniMopdizmMoM (romo3urotHicTio 3a CYP2C9*2 ta

nosriMmopdizmom CYP2C9*3) criocrepiraerses 3amkeHHs aktuBHOCTI CYP2C9, 110 pu3BouTh 10
3HIWKEHHS (PepMEeHTaTUBHOI akTUBHOCTI. OOMEXEeH1 1aHi, OIy0JIiIKOBaH1 y YOTUPBOX 3BITaX, AKi BKJIIOYAIN
3arajioM 8 mari€enTiB, ToMmo3urotHux 3a CYP2C9*3/*3, moka3anu, 1m0 y nux MamieHTiB CUCTEMHI piBHI
1eNIeKOKCHOy Oyiu y 3—7 pa3iB BUIUMHU MOPIiBHSAHO 3 maitieHTamu i3 reHotunamu CYP2C9*1/*1 ta *1/*3.
dapmakoKiHETHKA IeTIEKOKCHOY y MarienTiB 3 iHmmMu nomiMopdizmamu CYP2C9, takumu sik *2, *5, *6,
*9 ta *11, He omiHIOBasacs. 3a po3paxyHKaMH, 4aCTOTa TOMO3UTOTHOT'O 'eHOTUILY *3/*3 cTaHOBUTH Bij
0,3 % mo 1,0 % muist pisHUX eTHIYHUX TpyH (IUB. po3ain «Crocid 3acTOCyBaHHS Ta JO3W»).

VY mporieci MOABIHHOTO CIIMOTO paHAOMi30BaHOTO KOHTpolkoBaHOTo nociimkenHs (PRECISION;
NCT00346216) komIuiekcHOT O€3MEeKH TSI CePLIEBO-CyIMHHOI CHCTEMH Y TalieHTiB i3 octeoapTputom (OA)
Ta peBMaToigHUM apTputoM (PA) 31 ceplieBo-Cy TMHHUMH 3aXBOPIOBAHHAMHU a00 BUCOKUM PU3UKOM iX
PO3BHUTKY TIOPiBHIOBABCS LIEIEKOKCHO 13 HalIpoKceHOM Ta i0yrpodeHoM. [TamienTn Oynu panaoMizoBaHi 1uis
oTpuMaHHs mo4yatkoBoi go3u 100 mr nenexokcudy 2 pasu Ha 100y, 600 mr i6ynpodeny 3 pa3u Ha 100y abo
375 Mr HampokceHy 2 pas3u Ha 100y 3 MOKITUBICTIO 301IBIICHHS JO3H 32 HEOOXITHOCTI JUIS JIIKyBaHHS OO0JTIO.



Jlnst ouintoBaHHS He MeHIIoi eekTuBHOCTI (80 %) ekcriepramMu poOoUoi rpynu AOCIHITHUKIB
anTuTpoMOoruTapHux npemnapatiB (Antiplatelet Trialists” Collaboration, APTC) Gyna Bu3HaueHa nepBUHHA
KOMOIHOBaHa KiHIIEBa TOYKa, III0 BKJII0Yasa B ceOe JIeTAIbHI BUITAIKA Yepe3 CepIeBO-CyAUHHI
3aXBOPIOBaHHS (BKJIIOYAIOYH JIETATbH1 BUMTAIKH BiJ] KDOBOBWJIMBIB), HEJIETAILHUM 1H(PAPKT MiOKap/a Ta
HEJIETAIbHUH 1HCYNBT. Y CiM marienTam OyJio MpU3HAYEHO Y BIAKPUTOMY pexxuMi e3omerpaszodn (20-40 mr)
SIK TaCTpONpoTeKTOp. Pangomizalist y rpynu jTikyBaHHs Oyia cTpaTu(dikoBaHa 32 BUXITHUM PIBHEM
3aCTOCYBAHHSM HU3BKUX J103 AIlCTUIICATIIIMIOBOI KHCIIOTH.

HonatkoBo npoBoauiiocs 4-micsiare pociimkeHas (PRECISION-ABPM) st oniiHIOBaHHS BIUTMBY TPHOX
BUIII€3a3HAYCHHX MpEMapaTiB Ha apTepialbHUN THCK, BUMIPIOBAHUH 1]l 4ac aMOyJIaTOPHOTO MOHITOPUHTY.

[Henexokcud y 1031 100 mMr 2 pa3u Ha 100y MOPIBHSHO 3 HAMPOKCEHOM a00 10ynpodeHOM y BIIMOBITHUX
7103aX BIJIOBi/IaB MONEPEIHHO BU3HAUECHUM KpuTepisiM He MeHIIoi edektuBHOCTI (p < 0,001 11 He MeHIIoi

e(eKTUBHOCTI B 000X MOPIBHIHHSAX ) JUIS BUIIIE3a3HAYeHOT KOMOIHOBAaHOI KiHIIEBOi TOUYKH, BU3HAUCHO1
APTC.

[Tpu anami3i momyJyismii Hai€HTIB 13 MPU3HAYCHUM JIIKyBaHHAM MPOTATOM 30 MICSIIIB CMEPTHICTD 3 YCIX
npuurH cTanoBuia 1,6 % y rpymi nenekokcu0y, 1,8 % y rpymi ibynpodeny ta 2,0 % y rpymi HampoKceHy.

OckUTbKY 301TBIIIEHHS 103U TeseKokcuOy 10 200 mr 2 pa3u Ha 100y BiaOyI0cs y TOPIBHIHO HEBEIHKOT
YaCTKH BiJ] 3araJibHO{ KUJIBKOCTI MAIli€HTIB, sIKi MpuiiMainy neixekokcuod (5,8 %), pe3ynpTaTu JOCHIHKEHHS
PRECISION He € mpuitHATHUMH JJ1s1 BU3HAYCHHSI BITHOCHOI O€3MEeKH I CEPIIeBO-CYyIMHHOI CUCTEMH
3acTocyBaHHSA 1esieKoKcHOy B 1031 200 Mr 2 pasu Ha 100y NOPiBHAHO 3 iI0ynpoeHOM 1 HAPOKCEHOM Y
BIJIITOBITHUX J03aX.

VY nonatkoBomy nociikenHi PRECISION-ABPM 3a yuactio 444 naii€eHTiB, CTAHOM Ha YeTBEPTUH

MICSIITh TIICIIS 3aCTOCYBaHHS 1eJeKoKcrOy B 031 100 mr 2 pa3u Ha 100y cepeaHb0000BE 3HAUCHHS
CHCTOJITYHOTO apTepialIbHOTO TUCKY 3HMXKyBanocs Ha 0,3 MM pT. CT., TOJ1 SIK MiCIIs 3aCTOCYBaHHS
10ynpodeHy Ta HAMPOKCEHY y BIAMOBITHUX J103aX CEPEAHHOI000BE 3HAUCHHS CUCTOJIIYHOTO apTepiabHOTO
TUCKY MiJBHUILyBajiocs Ha 3,7 MM pT. cT. 1 1,6 MM pT. cT. BianosinHo. L1i 3MiHM TpHU3BENU 10 CTATUCTUYHO Ta
KJIIHIYHO 3HauymIoi pizaui y 3,9 MM pT. cT. (p = 0,0009) Mmix nenekokcuooM Ta i0ynpodeHoM 1
CTaTUCTUYHO He3Hauymoi pizHui B 1,8 MM pT. cT. (p = 0,119) Mix 11e71eKOKCHOOM 1 HAIPOKCEHOM.

Kuainiuni xapakrepucTuku.
Ilokasanus.

e CuMnTOMaTHYHE JIIKyBaHHS OCTEOAPTPUTY, PEBMATOITHOTO apTPUTY Ta AHKUIO3UBHOTO CTIOHIMIIITY
(muB. po3nin «OcoOIUBOCTI 3aCTOCYBAHHSD ).

e JlikyBaHHs rocTporo 600 y AOPOCINX NAi€HTIB (IUB. po3ai1 «OcoOIMBOCTI 3aCTOCYBAaHHS» ).

e JlikyBaHHS IEPBUHHOI TUCMEeHOpET (IUB. po3ais «OcoOIMBOCTI 3aCTOCYBAHHS» ).

Hpomunoxa;*amm.

e [lixBumieHa 9y TmBicTh (HAapUKIIaA, aHaITAKTHYHI peakilii Ta cepio3Hi MIKipHi peakiii) 10
1[eJIeKOKCHOY Ta/ab0 10 1HIIMX KOMIIOHEHTIB JIIKApChKOT0 3ac00y (IuB. po3ain «Ocol0auBoCTi
3aCTOCYBAHHA»).

e HasBHICTh B aHaMHE31 OpPOHX1aJIbHOT ACTMHU, BUITAJIKiB KPOITUB’ THKU 200 1HITUX peaKIlii
aJIEPriYHOTO TUITY MICJIs 3aCTOCYBAaHHS alleTWIcaTiuiIoBoi kuciaotu ado inmmx HII33. Y takux
MaIieHTiB OyJM 3apeecTpOBaHi TSDKKI, IHKOJIM JIeTallbHi, aHaditakTiyHi peakii Ha HII33 (nuB.
po31i1 «OcoOIUBOCTI 3aCTOCYBAHHS).

e HasBHicTh B aHaAMHE31 peakiii aiepriyHoro TUITy 10 CyJb(aHiIaMiIHUX MIpenaparis.

e [licnsa npoBeneHHs XipypriuHoi onepariii 3 a0pTOKOPOHAPHOTO IIYHTYBaHHS (IUB. PO3.ILI
«OCco0aMBOCTI 3aCTOCYBaHHS» ).

e VYcraHOBIIEHa ilIEMiUuHa XBOpoOa ceplis, 3aXBOPIOBaHHs NepudepuyHuX apTepiit Ta/abo
1epedpoBacKysipHa XBOpoOA.

e AKTHBHA IENTHYHA BHpa3ka a00 MUTYHKOBO-KHUIIKOBA KPOBOTEYA.



e PozpaxynkoBuii knipeHc kpeaTuiny < 30 Mi/XB.
e 3acrtiiiHa cepiieBa HenoctatHicTh (kiac I — IV 3a knacudikarito NYHA)

e Tspkki mopymeHHs QyHKIIT nediHky (aIbOyMiH Mm1a3Mu KpoBi < 25 1/11 a00 MOKa3HUK 32 IIKaJIO00
Yaitnna—II’10 > 10).

B3aemooia 3 inwumu nikapcokumu 3acooamu ma inuii 6uUOU 63a€MO0ill.
Jlikapcvki 3acobu, wo eniuearome Ha 2eMoOCmas.

[Ipu ogHOYaCHOMY 3aCTOCYBaHHI LIEJIEKOKCUOY Ta aHTUKOATrYJISIHTIB M1ABUILYETHCSI pU3UK BUHUKHEHHS
Cepii03HOT KPOBOTEU1 MOPIBHSHO 13 3aCTOCYBaHHAM KOXHOTO 3 IIUX 3ac001iB okpemo. Llenekokcuod ta
AHTUKOATyJISTHTH, TaKi sIK Bap(apyH, BUSABIAIOTH CHHEPTIUHIIA eeKT Ha KpoBoTeui. CepoTOHIH, KU
BUBUIBHAETHCS TPOMOOIIUTAMH, BiJIirpa€e BaXIIUBY poJib y reMocTasi. JlochnikeHHs TUITY «BUTIAI0K-
KOHTPOJIb» Ta KOTOPTHI €ITi1eMi0JIOT14HI JOCIIPKEHHS ITOKa3alH, 10 OJHOYACHE 3aCTOCYBAaHHS JTIKAPCHKUX
3ac00iB, SIKI IePEIIKOIKAIOTh 3BOPOTHOMY 3aXOIUICHHIO cepoToHiHy, Ta HII33 migBuiye pusuk
BUHUKHEHHS KpOBOTeUi OiTbIIe, Hixk 3actocyBanHst HII33 y Burisiai MmoHoTeparii.

V pa3i 0THOYACHOT'O 3aCTOCYBaHHsI LIEJIEKOKCUOY 3 aHTUKOAryJITHTaMU (HallpuKiaj, i3 BapdapruHom),
AHTUTPOMOOIMTAPHUMHU JIIKAPCHKUMH 3ac00aMu (HaIpUKJIAl, 13 alleTHIICATIIMIOBOIO KHCIIOTOI0),
CEJIEKTUBHUX 1HI101TOPIB 3BOPOTHOrO 3axoruieHHs cepoToHiHy (CI33C) Ta iHribiTopiB 3BOPOTHOTO
3axOIUICHHS cepoToHiHy Ta Hopeninedpuny (I33CH) ciin 3aiiiCHIOBaTH MOHITOPHHT MAIIEHTIB 100
BUHUKHEHHS KpoBOTeul (IUB. po31ia «OcoOIUBOCTI 3aCTOCYBAHHS).

Ayemuncaniyunosa kucioma.

KonTponboBaHi KIIiHIYHI TOCHIKEHHS TOKa3ally, 1110 oJqHoYacHe 3actocyBaHHs HII33 ta
aIeTWICATIIMIIOBOT KUCIIOTH Y J031, SIKa BUSBIISIE 3HEOOIOBATILHAN €PEKT, HE 3yMOBIIIOE )KOTHOTO
OLIBIIOTO TEepaneBTUUHOro eeKkTy, Hixk 3acTocyBaHHsa HII33 okpemo. ¥V kiniHIYHOMY JOCIIKEHH1
onHouacHe 3actocyBaHHs HII33 Ta aneruncaninuioBoi KUCIOTH CYIIPOBOKYBAIOC 3HAUHUM
HABUILEHHSIM 4acTOTH NOOIYHUX peakliid 3 00Ky TpaBHOIO TpaKTy NOPIBHIHO 13 3acTocyBaHHsaM HII33
OKpeMo (1uB. po3iin «OcoOIMBOCTI 3aCTOCYBAHHSD» ).

VY ABOX MOCIHIIKEHHSIX 3 yUaCTIO 3J0POBUX JOOPOBOJIBIIB Ta MAII€HTIB 3 OCTE0APTPUTOM 1 XPOHIYHUM
3aXBOPIOBAHHIM CEpIls BIIMOBIIHO OYIJI0 IPOAEMOHCTPOBAHO, 110 TesiekokcuO (y 1031 200—400 Mr Ha 100Y)

HE BIUTMBA€E Ha KapAi0MPOTEKTOPHY aHTUTPOMOOLIUTAPHY Aif0 arleTuicamnuioBoi kucnotu (y 1031 100—
325 mr).

3a3BUuail OJJHOYACHE 3aCTOCYBAHHS IIEIIEKOKCUOY Ta alleTUIICATIIMIOBOT KUCIIOTH Y 3HEOOTIOBAILHUX 033X
HE PEKOMEHY€ThCS Yepe3 MiABUIICHUN PU3UK BUHUKHEHHS KpOBOTEYi (IUB. po3in «OcobauBocTi
3acTOCyBaHHs»). [lenexokcuO He cmir 3aCTOCOBYBATH 3aMICTh alleTUIICATIIMIOBOI KHCIIOTH Y HU3BKIH 1031
IS TPO(1IIAKTUKY 3aXBOPIOBAHb CEPLEBO-CYTUHHOT CHCTEMH.

Ineibimopu anciomeHnzunnepemaopiosaibHo2o epmenmy (AIID), brokamopu peyenmopie aneiomeH3uHy
ma B-adpenobiokamopu.

[Tpu omHOwacHOMY 3acTocyBanHi 3 HI133 MoxmBe 3MeHIIIEHHS TiMTOTEH3UBHOTO edekTy 1HT101TOpiB AlID,
0J10KaTOPiB PEeLIENTOPIB AHT1O0TEH3UHY a00 -aapeH00I0KaTOPIB (Y TOMY YHCIII MIPOMPAHOIIONY).

Opnnouacue 3actocyBannst HI133 3 iariditopamu AII®D abo GiiokaTtopaMu perienTopiB aHTIOTEH3UHY Y
MAI€HTIB JITHBOTO BiKY, Y MALI€HTIB 31 3HEBOAHEHHM (y TOMY YMCIII BHACIIJOK Teparlii AlypeTUKaMH), a
TaKOX y TMAIIEHTIB 13 MOPYIICHHSIMH pOOOTH HUPOK MOXKE MPU3BECTH J0 MOPYIIEHHS (PYHKIIIT HUPOK, Y
TOMY YHMCIIi A0 TOCTPOi HUPKOBOI HepocTaTHOCTI. Lli edexTu € 3a3BHuail 060poTHUMHU.

[Ipu omHOYacHOMY 3aCTOCYBaHHI 1eJIEKOKCHOY Ta iHT101TOpiB AIID, G10KaTOPIB pEeLIENITOPIB AHTIOTCH3UHY
a0 B-anpeHo010KaTOPiB CIifl 3A1HCHIOBATH MOHITOPUHT apTEPiajIbHOTIO TUCKY, II00 MEePEeKOHATHCS Y
TOCSITHEHH] HEOOX1THOTO PiBHS apTEePiaIbHOTO TUCKY.

[Tpu omHOYACHOMY 3aCTOCYBaHHI 1ieNieKokcHOy Ta iHridoiTopiB AIID abo 610KaTOpiB peLenTopin
AQHTI0TEH3WHY B MAII€HTIB JITHHOTO BIKYy Ta B 0CI0 31 3HEBOAHCHHAM a00 MOPYIIEHHAMH (PYHKITIT HUPOK CITiJT
31ACHIOBATH MOHITOPHUHT I110J10 BUHUKHEHHS 03HAK NOPYLICHHs (QYHKII{ HUPOK (IUB. pO3iT
«OCco0IMBOCTI 3aCTOCYBaHHS» ).



VY pa3si 0THOYACHOTO 3aCTOCYBAHHS LIUX JIKAPChKUX 3ac001B MAIliEHTaM CIIiJl BYXUBATH HAJICKHY KUTbKICTb
pinuau. Ha mouatky JikyBaHHS Ta MEPIOAUYHO MICIS I[HOTO HEOOXITHO MPOBOAUTH OLIHKY (PYHKITIT HUPOK.

Jliypemuxku.

KitinigHi 10oCTiIKEHHS, a TAKOXK CIIOCTEPEIKEHHS, TPOBEACHI MICIIsI BUXO/TY IIEJIEKOKCUOY Ha PUHOK,
nokasainu, o y aeskux namientiB HII33 MoxyTh 3HMKYyBaTH HATpIdypeTUYHY AiI0 NMETJIOBUX JA1yPETHKIB
(manpukmnaa, ypoceminy) Ta aiypeTukiB rpynu tiazumai. Llei epexrt nmosicHioeTbes iHriOyBannasm HI133
CUHTE3Y MPOCTArJaHANHIB Y HUPKaX.

[Ipu omHOYaCHOMY 3aCTOCYBaHHI IHMX JIIKAPCHKUX 3aC001B CIIiJ] 3/1IHCHIOBATH MOHITOPUHT CTaHy IMaIli€HTa
11010 TIOSIBU O3HAK MOPYILIEHHS (QYHKII{ HUPOK, 101aTKOBO NEPEKOHYIOUHCH B €(PEeKTUBHOCTI J1ypEeTHKA,
BKJTFOYAIOYW aHTUTINEPTEH3UBHY 110 (AUB. po3ais1 «OcoOIUBOCTI 3aCTOCYBaHHS ).

Jluzoxcun.

JloBeieHO, IO OJJHOYACHE 3aCTOCYBaHHS IEJICKOKCHOY 3 JUTOKCHHOM MPHU3BOJAMUTH IO i IBUIIICHHS
KOHIIEHTpAIlli TUTOKCHHY B IJIa3Mi KPOBi Ta MOJAOBXKEHHS HOro t1/2. ¥ pasi 0JHOYaCHOTO 3aCTOCYBAaHHS [IUX
JKapChKUX 3aC001B CITiJT 3M1MCHIOBATH MOHITOPUHT PIBHS IUTOKCHUHY B IIJIa3Mi KPOBI.

Ilpenapamu nimiro.

HIT33 cnpuunHsIy miaABUIIEHHS PIBHSI JIITIIO Y MJ1a3M1 KPOBI Ta 3HWKEHHS HUPKOBOT'O KJIIPEHCY JIITIIO.
Cepenns MiHIMaIbHa KOHLIEHTPAILiS JIITiIO MiABUITYyBanaca Ha 15 %, a HUPKOBUH KJIIPEHC 3HUKYBaBCS
npubau3Ho Ha 20 %. Lleit egexT nosicHioeThes iHriOyBanHsaM HII33 cunTesy mpocrariaHAnHIB y HUPKaXx.

[Tpu oHOYACHOMY 3aCTOCYBAHHI IMX JIIKAPCHKUX 3aCO01B CIIiJ 311HCHIOBATH MOHITOPUHT CTaHy Malll€HTIB
1100 O3HAK TOKCUYHOI Jil JITIFO.

Memompexcam.

[Ipu onHowacHOMY 3actocyBanHi 3 HII33 migBUIy€ThCS TOKCHYHICTh METOTPEKCATy (HAIIPUKIIA],
HeHTporeHii, TpOMOOIMTONEHI, HOpyIIeHHS QYHKLIT HUPOK). LlenekokcuO He BIIMBa€e Ha
(hapMaKOKIiHETHKY METOTpEKcaTy. Y pa3i OAHOYACHOTO 3aCTOCYBaHHS CJIiJ] 3/[1HCHIOBATH MOHITOPHUHT CTaHY
MAI[IEHTIB 11010 TOKCHYHOCTI METOTPEKCATY.

Luxnocnopum.

[Tpu ogHOYaCHOMY 3aCTOCYBaHHI 3 IIEIEKOKCUOOM MiIBUIIY€THCS HEPPOTOKCHUHICTh IIUKIOCIIOPUHY. Y
pa3i 0OIHOYACHOTO 3aCTOCYBAHHS ITHX JIIKAPCHKUX 3aC0O01B CITiJ] 31ICHIOBATH MOHITOPHHT CTaHY IMAaIli€HTIB
11010 O3HAK MOPYIICHHS (QYHKIIT HUPOK.

Tnwi HII33, caniyunamu.

ITpu omHOYacHOMY 3acToCyBaHHI 1enekokcuOy 3 iHmmMu HII33 abo canminunatamu (Hammpukiam, i3
TrQITyHI3aJIOM Ta cacazaToM) HiIBUIY€THCS PH3UK TOKCUYIHOCTI JJIS IIUTYHKOBO-KUIIIKOBOTO TPAKTY 3
HE3HAYHUM ITiIBUILEHHSIM e€(eKTUBHOCTI a00 0e3 MiABUIIeHHS B3araii (IuB. po3aina «OcoOauBocTi
3aCTOCYBAHHA»).

OpnovacHe 3acTocyBaHHs LeiekokcuOy 3 inmmmu HI133 abo caminunatamMu He pEeKOMEHTyE€ThCS.
Ilemempexceo.

[Tpu ogHOYaCHOMY 3aCTOCYBaHHI IIENIEKOKCUOY Ta MEMETPEKCeay MOKE MiBUIIYBATUCS PU3HK OB’ A3aHOI 13
3aCTOCYBaHHSAM NIEMETPEKCEy Mi€JIOCynpecii Ta TOKCHYHOI /i Ha HUPKH 1 TUTyHKOBO-KHITKOBUH TPAKT
(IMB. THCTPYKLIO JIJIsI MEIUYHOTO 3aCTOCYBAaHHS MIEMETPEKCENY ).

VY pasi 0THOYACHOTO 3aCTOCYBAaHHS IUX JIKAPCHKUX 3aCc00iB MAaIlieHTaM 13 MOpYyIIeHHIMH (YHKIIIT HUPOK,
KIIIPpEHC KpeaTUHIHY B AKHX KOJIMBAETHCA Bil 45 MiI/XB 10 79 MII/XB, CliJl 31HCHIOBATH MOHITOPUHT 1010
O3HAaK Mi€JIoCyTpecii i TOKCUYHOT i Ha HUPKH Ta IUTyHKOBO-KUITKOBUH TPAKT.

Cnin ynukatu 3actocyBanHs HII33 i3 kopoTtkum ti/2 (Hanpuknaj, qukinopeHak Ta iHI0METaluH) IpOoTAroM 2
THIB JI0 1 TICIISA, @ TAKOXK Y JCHb 3aCTOCYBaHHS IIEMETPEKCEY.

VY pa3i BiACYyTHOCTI AaHMX 1100 MOTEHIIHHOT B3aeMOIii Mixk nmemerpekceaoM Ta HII33 i3
TpHUBaTIIINM l1/2 (HaTIPUKJIIa1, MEJIOKCHKaM 1 HaOyMeTOH) mamieHTaM, siki 3actocoBytoTh i HII33, ciin



NPUITMHUTH 1X 3aCTOCYBaHHA IIIOHAMMEHIIIE 32 5 HIB JI0 3aCTOCYBaHHS NIEMETPEKCeny, y I€Hb 3aCTOCYBaHHS
MeMeTpeKcey Ta B HACTYIHI 2 JH1 MICis Horo 3aCTOCYBaHHS.

Ineioimopu a6o inoykmopu CYP2C9.

MeTab01113M 1IEIeKOKCHOY OMOCEPEAKOBYETHCS TIEpeBakHO 130epMeHToM uToxpomy P450 CYP2C9 y
nedinui. [Ipu ogHOUYaCHOMY 3aCTOCYBaHHI LIEIEKOKCUOY 13 JIIKAPCHhKUMH 3ac00aMu, AKi € BIIOMUMH
iarioiTopamu CYP2C9 (Hanpuknan, 13 GIIyKOHA30JI0M), MOYKE TTOCHIIFOBATUCS PIBEHB BIUTMBY 1 TOKCHYHICTh
LEJIEKOKCUOY, TOJII SIK TIPU OJJHOYACHOMY 3acTocyBaHHi 3 iHaykTopamu CYP2C9 (nanpuknan, i3
pudaMIiHOM) MOXE 3MEHIITYBaTUCS €(PEKTUBHICTH IICIIEKOKCHOY.

Ko po3risaaeTsest MOKIMBICTD PU3HAYCHHS 1IEJIEKOKCHOY, OLIHIOIOTh aHAMHE3 KOKHOTO TMallieHTa. Y
pasi 3acTOCYBaHHS IEJIEKOKCHOY OJTHOYACHO 3 1HTi0iTOpamu abo iHaykTopamu nmuroxpomy CYP2C9
OOTPYHTOBAHOIO € KOPEKIIisl 103U I[LOTO LEJICKOKCUOY (IUB. po3ain « DapMaKOKIHETHKAY).

Cyocmpamu CYP2DG6.

PesynbraTit JOCTIKEHD IN VItr0 cBi4aTh, 10 IEIEKOKCUO X04 1 He € cyocTparom, € inriditopom CYP2D6.
OTKe, MOTEHIIIHHO MOXKITHBA B3aEMOJIis JTIKaPCHKHX 3ac00iB N VIVO 3 IiKapChbKUMH 3ac00aMH, 1110
MeTabomizyroTecs CYP2D6 (Hanpukiiag, 3 aTOMOKCETHHOM ), & TAKOXK [ETEKOKCHO MOKe TTiIBUIITYBaTH
PIBEHb BIUTMBY Ta TOKCHYHICTH IMX JIKAPCHKUX 3aCO0IB.

Ko po3risaaeTsest MOKIMBICTD IPU3HAYCHHS 1IEJIEKOKCHOY, OLIHIOIOTh aHAMHE3 KOKHOTO TMallieHTa. Y
pasi 3aCTOCYBaHHS IEIEKOKCUOY OJTHOYACHO 31 cyocTparamu mutoxpoMy CYP2D6 o6rpyHTOBaHOIO €
KOPEKIIisl ioro mo3yBaHHs (IUB. po3ait «DapMaKkOKIHETUKAY ).

Kopmuxocmepoiou.

[Tpu oHOYACHOMY 3aCTOCYBaHHI IIENIEKOKCHOY 3 KOPTUKOCTEPOiJaMH MOYXKE IMiIBUIILYBATUCS PU3HK
BHUHHKHEHHS BUPA30K y IITYHKOBO-KUIIIKOBOMY TPaKTi a00 KpoBOTeUi. Y pa3i OAHOYACHOTO 3aCTOCYBaHHS
[IUX JIIKApChKUX 3ac001B CIIiJ 3A1HCHIOBATH MOHITOPUHT CTaHy MAalli€HTIB I0JJ0 03HAK KPOBOTEUI (JIUB.
po31ai1 «OCcOOMMBOCTI 3aCTOCYBAHHS ).

Ocobueocmi 3acmocysanns.
Pusuk cepyeo-cyOunnux mpomoomuuHux a6uy.

KutiHigHi TOCITiIKSHHS IEKUTHKOX CEJICKTUBHUX Ta HecellekTuBHUX 1HTi0iTOpiB [{OI'-2 rpyrmm HIT33
TPUBAJICTIO 10 3 POKIB MPOJAEMOHCTPYBAJIH MiABUILEHUH PU3HUK BUHUKHEHHS CEpHO3HUX MOOIYHUX
TPOMOOTHYHUX TOIiH, y TOMY YHUCIIi iHpapKTy MioKap/a Ta IHCYJbTY, SKi MOXKYTh OyTH J€TaTbHUMHU.
Buxozsuu 3 HasiBHUX JTaHUX, HESACHO, Y PU3HUK PO3BUTKY TPOMOOTHYHHX CEPLIEBO-CYIMHHUX YCKIIaJHEHb €
noioanM s Beix HIT33. BigHOCHE MiABUIIEHHS YaCTOTH CEPHO3HUX TPOMOOTHYHUX CEPLIEBO-CYTMHHUX
YCKJIQJIHEHb MOPIBHSHO 13 YaCTOTOIO Ha MOYAaTKOBOMY PiBHI, SIKE OB’ A3YIOTh 13 3acTocyBanHsM HII33,
BiTOYBAETHCS SIK Y MAIIEHTIB 3 BiIOMUMH CEPLIEBO-CYy TMHHIMH 3aXBOPIOBAaHHAMH Ta (DaKTOpaMH PU3UKY iX
BUHUKHEHb, TaK 1y Malie€HTIB 0€3 TaKNX 3aXBOpIOBaHb Ta (hakTopiB. OIHAK MAIlI€HTH 3 BiJOMUM CEPIIEBO-
CYJVMHHUM 3aXBOPIOBaHHSM 200 (pakTOpaMu pU3UKY CEPIIEBO-CYANHHUX 3aXBOPIOBAHb MAJIH I BUIILY
a0COJIIOTHY 4aCTOTy CepHO3HMX TPOMOOTHYHUX CEPLIEBO-CYIMHHUX YCKJIaJHEHb Yyepe3 MiABHUILEHY YacTOTy
uX (aKTOpiB Ta 3aXBOPIOBAaHb HA TIOYATKOBOMY PiBHI. Y JESKHX CIIOCTEPEKHUX JOCITIIKEHHAX OYII0
BCTaHOBJICHO, 110 IIeH MiABULIIEHUH PU3HUK CEPHO3HUX TPOMOOTHYHUX CEPLIEBO-CYAMHHUX YCKIIaJHEHb
3’SIBJISIBCSI BJ)KE HA MEPUINX THKHSX JIiKyBaHHS. [1iABUIIEHHS PHU3UKY TPOMOOTHYHHX CEPIIEBO-CYIHHHUX
yCKJIaIHEHb HAOLIBI CTAO1IBHO CIIOCTEPIraiy MPH 3aCTOCYBaHHI IIEIEKOKCUOY y BUILIUX J103aX.

VY xminivHOMY AocmimkenHi APC (mpoginakTuka aieHOMH HUISTXOM 3aCTOCYBaHHS LIEIEKOKCHOY)
criocTepiranaocs MiABUIICHHS PU3UKY IPUOIU3HO y 3 pa3u [isi KOMOIHOBaHOI KIHIIEBOI TOUKH (CMEPTI yepes
CepIeBO-CYIMHHI 3aXBOPIOBaHHS, iH(papKTy Miokapa abo iHCYJIbTY) y Tpylax JIKyBaHHS IEJICKOKCHOOM Yy
1031 400 mr 2 pa3u Ha 100y Ta 1enekokcu6om y 1031 200 mr 2 pa3u Ha 100y, mopiBHAHO 3 mianebo. Take
i ABUIIEHHS PU3UKY B 000X rpymnax 3aCTOCYBaHHS IEJIEKOKCHOY MOPIBHSHO 3 TPYIIOO IUIaie00 roJI0BHUM
YIHOM OYJIO0 HACJIJIKOM MiABUIIECHHS YaCTOTH BUHUKHEHHS 1H)apKTy MioKap/a.

Byno npoBeneHo paH1oMi30BaHE KOHTPOJIbOBAaHE KIIIHIYHE A0CHiKeHHs «[IpocnekTuBHE paHioMi30BaHe
OLIIHIOBaHHS KOMIIJIEKCHOT O€3MeKH 1eIeKOKCUOY MOPIBHIHO 3 10ynpodeHoM abo HampOKCEHOM



(PRECISION)» BiIHOCHOTO pU3UKy BUHUKHEHHS CEPIEBO-CYAMHHUX TPOMOOTHUYHHX SIBHIL, aCOLIHOBaHHX 3
iri6iTopom 11OI-2 1ienexokcnOoM OPIBHIHO 3 TAKUM TPHU 3acTOCyBaHHI HecenekTuBHUX HIT33
HanpoKceHy Ta ioynpodeny. Llenekokcnd xapakTepru3yBaBcsi HE MEHILOI e(heKTUBHICTIO, Hi’K HAIIPOKCEH
Ta 10ynpoden (nuB. po3ain «PapMakoaHHAMIKAY).

Jlnst MiHIMi3aMii MOTEHIITHOTO pU3KKY MOOIYHUX peakiiil 3 00Ky ceplieBO-CyIMHHOI CUCTEMH Y MAalli€HTIB,
K1 3actocoBytoTh HII33, ciix 3acTocoByBaTr MiHIManbHY €(PEKTHBHY 703y MPOTATOM HAWKOPOTIIIOTO
MO>KJIMBOTO Nepiofy JiKyBaHHs. Jlikapi Ta MamieHTH MaroTh YBa)XKHO CIIOCTEPIraTH 32 PO3BUTKOM TaKUX
peaKIliii mpoTATOM YChOTO KypCy JIIKYBaHHS HaBITh y pa3i BIICYTHOCTI Y MUHYJIOMY CUMIITOMIB 3 OOKY
cepleBO-CyAMHHOT cucTteMH. CIIiJl HOBITOMUTH MALIEHTIB PO CUMIITOMU CEpHO3HUX MOOIYHHUX peakiiii 3
00Ky ceplIeBO-CyIMHHOI CUCTEMH Ta PO 3aX0/IH, IKi HEOOX1THO BXKUTH y pa3l iX BHHUKHECHHSI.

[Tpsimi 1oKa3u TOTO, 10 OJHOYACHE 3aCTOCYBAHHS AllETHUIICATIIMIIOBOT KUCIOTH 3MEHIIY€E ITiIBULIICHHUHA
PHU3HK CEPHO3HUX TPOMOOTUYHUX CEPIICBO-CYAMHHUX YCKIIaTHEHb, TTOB’ 13aHMX 13 3acTocyBaHHsAM HII33,
BijcyTHI. OJHOYACHE 3aCTOCYBaHHS aneTUiIcaIinuiIoBoi kuciaotu Ta HI133, Takoro sik 1ienekokcuo,
MIJIBUIIY € PU3UK CEPHO3HUX PeaKIliii 3 00Ky ILTyHKOBO-KHIITKOBOTO TPAKTy (AMB. po3/iia «OcoOMMBOCTI
3aCTOCYBaHH», MiAPo3alT «LITyHKOBO-KHIIKOBAa KPOBOTEYA, BUHUKHEHHS BUPA30K Ta mepdoparii»).

VY nocmimxenni CLASS cymapni nokazauku Kamnana — Maiiepa uepes 9 micsiiB npu nepudepuanomy
HaOpsIKy B MAIlI€HTIB, SIKi OTpUMYBaH 1ejaekokcu6 y 1031 400 mr 2 pasu Ha 100y (y 4 Ta 2 pa3u Oinblie 3a
pexkomenioBaHi 1o3u mpu OA Ta PA BinmosinHo), i0ynpoden y 1031 800 mr 3 pa3u Ha 100y Ta qukiiodeHak
y 103i 75 mr 2 pa3u Ha 100y, ctaHoBuiu 4,5 %, 6,9 % Ta 4,7 % BinnoBigHO. 3a JAHUMH JOCIiIKEHHS
CLASS, yactora BUHUKHEHHS apTepiaibHOI TMepTeH31i y MaIll€HTIB, IKi OTPUMYBAJIU IIEJIEKOKCHO,
i0ympoden 1 auknodenak, cranosuna 2,4 %, 4,2 % ta 2,5 % BianoBiaHO.

3acmocyeannsa npu Xipypeiuniu onepayii 3 AOPMOKOPOHAPHO20 ULYHINYEAHHSL.

VY BOX BEJNMKHUX KOHTPOJIBOBAHUX KIIIHIYHUX TOCTIIKEHHAX 3aCTOCYBaHHs cenekTuBHOro 1o [{OI-2 HIT33
JUTSL KOHTpOTroBaHHS 60110 y mepiii 10—14 qHiB miciis a0pTOKOPOHAPHOTO MTyHTYBaHHS OYJI0 BUSBICHO
MiABHUILIEHY YaCTOTY BUMAKIB iHPApKTy Miokapza Ta iHCynbTy. 3actocyBanns HII33 mpu
AOPTOKOPOHAPHOMY IIYHTYBaHHI MPOTUIIOKa3aHe (AuB. po3aia «IIpoTunokazaHHs»).

3acmocysanns nayienmam nicas ingpapkmy mioxkapoa.

VY mporieci ciocTepexHUX JOCTIIKEHb, TPOBEACHUX J[aTChKUM HalllOHAIbHUM PEECTPOM, OyIi0
IIPOIEMOHCTPOBAHO, 1110 MAIieHTH, K1 3acTocoByBanu HII33 y nepiox micns iHpapkTy Miokap/a,
nepeOyBaIH i MiABUIIEHIM PH3UKOM MOBTOPHOTO iH(PAPKTY, JETaIHLHOTO HACTIIKY, CIPUYNHEHOTO
CEepLEBO-CYJUHHUM 3aXBOPIOBAHHSM, Ta JIETAILHOTO HACHIAKY 3 Oy/Ib-SIKOi IPUYHMHH, TOYNHAIOYH 3
MIEPIIOTO THXKHS JIIKyBaHHA. Y Tilf caMill KOTOPTI cepell MamieHTiB, ki 3acrocoByBanu HI133, vactoTta
JETAbHOTO HACHIAKY Yy TepIInii pik micis iHpapkTy Miokapnaa ctanoBuia 20 sunankiB Ha 100 nroauHo-
POKiB mopiBHsHO 3 12 Bunankamu Ha 100 Tr0AMHO-POKIB cepeq Mali€eHTiB, sSKi He 3acTrocoByBanu HII33.
Xoua abCoMOTHA KIJBKICTh JIETaIbHUX HACIHIJIKIB 3MEHIIYETHCS MIiCIs MEPIIOTO POKY Micis iHPapKTy
MiOKap/a, aHaJli3 pe3ybTaTiB MPUHANMHI YOTHPHOX HACTYITHUX POKIB MOJAIBIIONO CIIOCTEPEKEHHS
MIPOJIEMOHCTPYBAB, 10 MiABUIICHUN BITHOCHUI PU3UK JETATbHUX HACTIIKIB Y MAII€HTIB, sIK1 3aCTOCOBYIOThH
HII33, 36epiraeTncsi.

Pusux winynxoso-kuwkosoi kpogomeui, BUHUKHEHHS 8UPA3KU ma nepgopayii.

HII33, y ToMy 4uncIi 1enekoKcu0, CIIPUYUHSIOTh CEPHO3HI TOO14HI peakii 3 00Ky IUTyHKOBO-KHIIKOBOTO
TPAKTy, BKJIIOYAIOUH 3allaJIeHHs], KPOBOTEUY, YTBOPEHHS BUPA3KH, epopaliito CTpaBoXoAay, UTyHKa,
TOHKOTO 1 TOBCTOTO KHIIIEYHHKY, SIKI MOXKYTh OyTH JieTabHUMH. L1i cepito3Hi moOiuHi peakilii MOXKyTh
BUHUKHYTH Y OyJb-sIKUH Yac 13 MONEpeHIMU CUMIITOMaMU Y TIAIIIEHTIB, K1 3aCTOCOBYBAJIH LIEJIEKOKCHO,
a6o0 6e3 Hux. Tinpku y 1 3 5 MaIieHTiB pO3BUTOK CEPHO3HUX MOOIYHUX PEaKIiid y BEpXHOMY BiJIii

Ty HKOBO-KHIIIKOBOT'O TpakTy mif yac JdikyBaHHs HII33 cynpoBomKyeThCs KIIIHIYHUMU MPOSIBAMU.
[Mpubmmzno y 1 % mani€eHTiB, SKi 3aCTOCOBYBAJIM LEIEKOKCHO MPOTATOoM 3—6 MicAwiB, 1 mpubiamsHo y 2—4 %
MAIIEHTIB, SIK1 3aCTOCOBYBAJIH LIETIEKOKCUO MPOTATOM OJAHOTO POKY, CIIOCTEPIraiy BUPa3KH BEPXHIX BiIILIIB
[Ty HKOBO-KHIITKOBOTO TPAKTY, TSDKKI KpoBOTeui abo nepdoparii, 3ymoBieHi 3actocyBannsm HII33. Ipore
HaBiTh KOopoTkouacHa Teparnis HII33 nos’a3aHa 3 pu3nkoMm.

Daxkmopu pusuKy WIYHKOBO-KUKOBOI Kpo8omeui, 6UHUKHeHH supa3ok ma nepgopayii. Ilanientn 3
HAsBHICTIO B aHAMHE31 BUIMAJIKIB MENTUYHOI BUPA3KH Ta/a00 MIUTyHKOBO-KHUIITKOBOI KPOBOTEUI, SIKi MPpHUIMau



HII33, manu 6inpm Hixk y 10 pasiB BUIIUI pU3UK BUHUKHEHHS IITYHKOBO-KHUIIIKOBOT KPOBOTEYI MOPIBHSIHO 3
namieHTamMu 0e3 Takux GakTopiB pu3uKy. [HII GakTopH, IKi MIABUILYIOTh PU3UK BUHUKHEHHS ITUTYHKOBO-
KHIIKOBUX KPOBOTEY Yy MAIEHTIB, 5IKi 3acTocoBYI0Th HII33, BKIIIOUaIOTh NOBIY TPUBAICTh JIKyBaHHS,
OJTHOYACHUH TIEpOpaTbHUIN MPUHOM KOPTUKOCTEPOINiB, aHTUTPOMOOITUTAPHHX JTIKAPCHKUX 3aC001B
(HampuKIaa, aleTHUIICATIIIIOBOT KUCIOTH), aHTHKOoAryJsHTIB 00 CI33C, namiHHS TIOTIOHY, BXKHBAHHS
QJIKOTOJTIO, JIITHIHM BIK Ta MOTaHWH 3arajbHUI CTaH 370pOB’s. BUTBIIICTh MTOBIIOMIICHB PO JIETAJIbHI MOOTYH1
peaxiii 3 00Ky IITYHKOBO-KHUIIKOBOT'O TPAKTY, 1110 HAJAXOIMIIN MIiCIs BUXOY LIETEKOKCHOY Ha PHHOK, OyIn
3apeecTpoBaHi y MAIEHTIB JITHHOTO BiKy a00 y ociiabieHux namieHTiB. Kpim Toro, mamieHTn 3
MPOTrPECyIOYNM 3aXBOPIOBAHHSIM MEUiHKH Ta/a00 KOAryJIomaTi€lo CXMIbHI A0 MiABUIIEHOTO PU3HKY
PO3BHUTKY IILTYHKOBO-KHIIIKOBOT KPOBOTEMI.

VY nocmimkenai CLASS wactoTa yckiaagHEeHOT Ta CHMIITOMATUYHOI BUPA3KH y BCIX MAIlI€HTIB Yepe3

9 micsmiB cranoBuia 0,78 %, a y miarpyIi NamieHTiB, K1 TPUHAMaId HU3bKI J03H alleTHIICATIIHIOBOT
KUCIOTH, — 2,19 %. Y naiieHTiB BikoM BiJ 65 pokiB yacToTa BUmnaakiB craHoBuia 1,40 % vepe3 9 micsis
Ta 3,06 % — npu 0AHOYACHOMY 3aCTOCYBAaHHI alleTHIICATIIIIUIOBOT KUCIOTH.

Crparerisa MiHiMi3alil pu3UKiB 3 OOKY IIITYHKOBO-KUIIIKOBOTO TPAKTY Yy MAIli€HTIB, sKi 3acTocoBytoTh HII33:

® 3aCTOCOBYBAaTH HaWHIKYY €EKTHBHY 103y JIKapChKOTO 3aC00y MPOTATOM HAWKOPOTIIIOTO
MOXJIMBOTO TIEPIOTY;

® YHUKAaTH 3aCTOCyBaHHs 01Ukl Hixk onHOro HII33 ogHOoUacHO;

® YHUKATH 3aCTOCYBaHHS JIIKAPCHKOT0 3ac00y MaIlieHTaM TPy BUCOKOTO PU3UKY, OKPIM BUIIAJIKIB,
KOJIM OYIKY€THCS, 0 KOPUCThH MEPEeBAKATUME TTiIBUIIICHU pU3UK BUHUKHEHHS KPOBOTEU1 (Y TaKUX
MAIIE€HTIB, a TAKOX Y MAIIEHTIB 3 AKTUBHOIO IIUTYHKOBO-KHUIIIKOBOIO KPOBOTEUEIO CJIiJI PO3TIISIHY TH
MOXJIMBICTB 3aCTOCYBaHHS aJbTEPHATUBHUX MpemnapartiB 3amicte HI133);

® T[IOCTIIHO crocTepiraTu moA0 03HaK Ta CUMIITOMIB YTBOPEHHSI BUPA3KH IITYHKOBO-KUIIIKOBOTO
TpakTy Ta/abo kpoBoTeui mij yac Tepamii HI133;

e y pa3i mI03pH Ha CEPHO3HY MOOIYHY peakiliro 3 00Ky IITYHKOBO-KUIIIKOBOTO TPAKTY CJi/I HEraitHO
pO3MoYaTH 0OCTEKEHHS 1 IIKyBaHHS Ta MPUIIMHUTH 3aCTOCYBaHHS JIKapChKOTO 3ac00y 10 TOTO
MOMEHTY, MIOKH Cepiio3Ha mobiuHa peakilis 3 00Ky IITYHKOBO-KHUIIIKOBOTO TPAKTY He Oyze
BUKJIIOYCHA,;

® [IpU OJHOYACHOMY 3aCTOCYBaHHI HU3BKHUX J103 allETUIICATIITUIOBOI KUCIOTH TS MPODITAaKTHKH
CEepILIeBO-CYIUHHIX YCKJIATHEHb CIIiJ] 31CHIOBATH OLIBII PETENIbHUI MOHITOPHHT TAIlI€EHTIB HA
MpEeAMET O3HAK MUTYHKOBO-KHUIIIKOBOT KpoBOTeUl (AMB. po31ii «B3aemMoais 3 1HIIMMHU JTIKAPChKUMH
3aco0aMH Ta 1HII BUIW B3aEMOIIINY ).

Puzux ecenamomoxcuunocmi.

[TigBuieHHs piBHs anaHiHamiHoTpaHchepasu (AJIT) abo acnaprataminoTpancdepasu (ACT) (y 3 pasu abo
OinpIre BUIE BepxHBOi Mexxi Hopmu (BMH)) Oyio 3apeectpoBano npubau3Ho y 1 % marienTis, sKi
3actocoByBaiu HII33, y kiminiyHMX nociimkeHHsx. Kpim Toro, Oy 3apeecTpoBaHi piaKiCHI, IHKOJIN

JIeTa bHI BUMIAAKH TSHKKOTO MOPYIICHHS (DYHKIIIT EYiHKH, BKIIOYat0uH (yIbMiHAHTHUAN T€NaTUT, HEKPO3
MIEYIHKH Ta MEYIHKOBY HEJJOCTaTHICTb.

[Migumenns pisast AJIT ado ACT (menmre Hixk y 3 pa3u Buie BMH) Mosxe criocrepirarucs npuOIu3Ho y
15 % mamieHTiB, siki 3actocoBytoTh HII33, BKiItouatoun menekokcuo.

ITig yac KOHTPOIBOBAHUX KIITHIYHUX JOCIIKEHD IEIEKOKCHOY KUIbKICTh BUITAKIB HE3HAYHOTO
nigsunieHHs (nepesunieHHs BMH Bin 1,2 o MeHIe Hixk y 3 pa3u) piBHS (epMEHTIB, OB’ I3aHUX 13
(byHKII€I0 IeUiHKH, CTaHOBHIA 6 % y MAaLli€HTIB, SKi 3aCTOCOBYBAJIH LIEIEKOKCHO, 1 5 % y mamieHTiB, AKi
OTpUMYyBaJIU T1a1e00, npu oMy pubnu3Ho y 0,2 % namieHTIB, SKi 3aCTOCOBYBAJIU LIEJIEKOKCHO, Ta Y
0,3 % marieHTiB, sKi mpuitMany mianedo, criocrepiranu 3Hayne niasunieHns pisas AJIT ta ACT.

[MamienTiB ciifg npoiHdopMyBaTH MPO CUMIITOMATUKY T€MaTOTOKCHYHOCTI (HAIPUKIIAJ, HyA0Ta, IMiIBUIIICHA
BTOMJIIOBAHICTb, JIETApTis, Jiapes, cBepOiXk, dKOBTIHUIIS, OOTIOUICTh Y TIpaBOMY Imipedep’i Ta TpurmonoioHi
CHUMIITOMHM). Y pa3i MOSIBU KIIIHIYHUX O3HAK Ta CUMIITOMIB, III0 CB1IYaTh PO 3aXBOPIOBAHHS MEUYIHKH, 200
BUHUKHEHHS CUCTEMHUX MPOSBIB 3aXBOPIOBAHHS (HAIIPHUKIIAL, €O3MHOQ1TIS, BUCHITAHHS ) 3aCTOCYBAaHHS
JKapChKOTO 3ac00y CIifl HeTaifHO MPUIMHUTY Ta MPOBECTH KIIIHIYHE OOCTEKEHHS MAalli€HTa.



Pusux apmepianvnoi cinepmensii.

3actocyBanns HII33, y oMy umcii 1ieekokcuoy, MoKe MMPU3BECTH 10 PO3BUTKY apTepiasibHOI TiHepTeH31i
a0o moripIaHHs BXKe ICHYI04O01 apTepianbHOi rinepTeHsii, i y KOXKHOMY BUIAIKy MOXKJIMBE ITiBUILEHHS
YaCTOTH MOOIYHUX PeakKIliii 3 00Ky cepIieBO-CyIMHHOI CUCTEMHU. Y TAIll€HTIB, K1 IPUIUMAaIOTh 1HT101TOpH
AII®, niypeTuku rpymnu Tia3uaiB abo MeTIboBi AiypeTHUHI 3aCO0H, MOXKE CIIOCTEpIiraTHCs NOPYLICHHS
BIJIMOBI/I1 HA 111 JIIKapChKi 3acobu npu 3actocyBanHl HII33 (auB. po3nin «B3aemois 3 iHIIMMH JTIKapChKUMH
3aco0amu Ta iHII BUIM B3aeMOii»). Ha mouaTky 3acToCyBaHHS JIIKAPCHKOTO 3aC00Y Ta BIPOJOBXK KypCy
JKYBaHHS CJIiJI 3A1MCHIOBATH MOHITOPUHT apTepialbHOTO THCKY.

Puszux cepyesoi nedocmamnocmi ma HaOpsIKie.

Pesynbratu criisibHOTO MeTa-aHamizy [’ pymnu o cyMicHOMY aHauti3y aHtTutpomoOonutapHoi Teparii (Trialists’
Collaboration) pe3ynbTartiB paHJOMi30BaHHX KOHTPOJIbOBAHHUX JOCIIPKEHb KOKCUOY Ta Tpanumiitaux HI133
MIPOJICMOHCTPYBAJIH MPUOTM3HO TBOKPATHE I ABUIICHHS TTOKAa3HHUKA TOCIITANI3AIli1 y 3B’ 3Ky 31 CEPIIEBOIO
HE/IOCTATHICTIO y MAaLli€HTIB, SIKI OTPUMYBAJIM CEJIEKTUBHI Ta HecenekTuBHi 70 L1OI'-2 npenapatu, Ta 'y
TMAII€HTIB, SIKI 3aCTOCOBYBan HecenekTuBHI HI133, mopiBHSAHO 3 mariieHTaMu, sSIKi OTpUMyBaju 1iamne6o. Y
JOCHIJKeHH] J|aTChKOTo HAIllOHAJIBHOTO PEECTPY Y MALIEHTIB 31 CEPLIEBOI0 HEJOCTATHICTIO 3aCTOCYBAHHS
HII33 migBunryBano pusuk iHbapKTy MioKapzaa, rocmiTami3alii y 3B’ 513Ky 31 CEpILIeBOIO HEOCTATHICTIO Ta
JIETAILHOTO HACIIIKY .

Kpim toro, y nesxkux marieHTiB, siki 3actocopyBayin HII33, cioctepiranu 3aTpuMKy piIMHHA Ta HaOPSIK.
3acTocyBaHHS LEIEKOKCHOY MOKe MOCTa0II0BaTH CepEBO-CYIMHHI €()eKTH EKITBKOX JIIKapChKUX 3ac00iB,
10 3aCTOCOBYIOTHCS JIJIS JIIKYBaHHS ITUX 3aXBOPIOBAHb (HAIPHUKIAA, I1ypeTUKH, iHTid6iTopu AIID ado
OJIOKATOPH PEleNTOPIB aHTI0TEH3UHY ) (AHB. po3ai «B3aemMois 3 IHITUMU JIIKAPCHKUMHU 3aC00aMHU Ta 1HIII
BHJIA B3aEMOIII).

VY nocnimxenni CLASS cymapHa yacToTa po3BUTKY NepudepuyHuX HaOpSKiB, po3paxoBaHa 3a

Metonom Kammana — Matiepa, micis 9 micsiiiB 3acTocyBaHHS 1ieeKokcuOy y 1031 400 mr 2 pa3u Ha 100y
(o Oyno B 4 Ta 2 pa3u Ouible 3a 103y, PeKOMEHOBaHY JUIS JTIKYBaHHS OCTCOAPTPHUTY Ta PEBMATOiTHOTO
apTpUTy BIANOBITHO), 10ynpodeny y mo3i 800 mr 3 pasu Ha 100y Ta AuknodeHaky y 1031 75 mr 2 pa3u Ha
no0y cranosuina 4,5 %, 6,9 % Tta 4,7 % BiANOBIIHO.

Pusux ne¢ppomoxcuunocmi.
Tpusase 3actocyBanns HII33 npu3Boauiio 10 MenyIspHOrO HEKPO3Yy HUPOK Ta 1HIIUX YIIKOIKEHb HUPOK.

Takox He(h)POTOKCHUYHICT CIIOCTEpiraiacs y Mali€HTiB, y SKUX KOMIECHCYIOUY pOJIb Y MiATPAMAaHH1
HUPKOBOI nepdy3ii BiAIrparoTb HUPKOBI MPOCTarJIaHAWHU. Y TakUX MauieHTiB 3actrocyBaHHs HII33 moxe
CTIPUYMHSTH 3aJIe)KHE B JO3M 3MEHIIICHHS MPOTyKYBaHHS MPOCTATJIaHINHIB, Ta, K HACHIIOK, 3SMEHIIICHHS
HUPKOBOT'O KPOBOTOKY, 1[0 MOKE€ CIIPUYUHITH BUPAXKEHY JAEKOMIEH a0 yHKLii HUpok. [lo rpynu

i ABUIIEHOTO PU3KKY PO3BUTKY IIUX PEaKIii HaJe)KaTh MALI€HTH, SIKI MAIOTh MOPYIIEHHS (QYHKII1 HUPOK,
3HEBOJHEHHSI, TIMOBOJIEMIiIO, CEpIIEBY HEIOCTATHICTh, NUCHYHKIIIIO MEYiHKH, MAIIEHTH, SIKI TPUIMAIOTh
niyperukd, iHridiTopu AIID, 610KaTOPH PENENITOPIB AaHTIOTEH3WHY, a TAKOXK MAIIEHTH JIITHHOTO

Biky. [Ipununenns nikyBanns HI133 3a3Buuaii cynpoBOKY€EThCS TOBEPHEHHSM /10 CTaHY, 1110
CTIOCTepiraBcs 10 TOYaTKY JIIKyBaHHS.

[Hdopmartis mpo KOHTPOJILOBAHI KIIHIYHI JOCTIIKEHHS 13 3aCTOCYBaHHSIM LIEJIEKOKCUOY y MaIli€HTIB 3
MIPOTPECYIOYNM 3aXBOPIOBAHHIM HUPOK BiACYTHs. BIUIHB 11e1eKoKcnOy Ha HUPKH MOKE TIPUCKOPIOBATH
MporpecyBaHHs BXX€ HABHOTO MOPYIIEHHS (YHKIIIT HUPOK Yy MaIli€HTIB.

[epen mouaTkoM 3acTOCYBaHHS JIKapChKOTO 3ac00y CIIif] BiIKOPUTYBATH 3HEBOJAHEHHS a00 TiMOBOJIEMIIO,
SIKILIO BOHM HAsIBHI y Nalli€eHTa. Y Mali€HTIB 13 MOPYIIEHHIMHU (YHKILI{ HUPOK a00 MEeYiHKH, CEPLEBOIO
HE/IOCTATHICTIO, 3HEBOTHEHHIM 200 TiITOBOJIEMI€I0 IPOTITOM JIIKYBaHHS CIIiJ] 311HCHIOBATH MOHITOPHHT
¢byHKIT HUPOK (AMB. po3ain «B3aemois 3 IHIIMMH JTIKapChKUMU 3ac00aMHU Ta 1HINI BUIU B3aeMoiiy). Crifg
YHHUKATH 3aCTOCYBAaHHS JIIKAPCHKOTO 3ac00y MaIlieHTaM i3 IMPOrpecyrunM 3aXBOPIOBAHHSIM HHPOK, OKPIM
BUIMA/IKIB, KOJIM OYIKY€EThCS, 1110 KOPUCTH NEPEBAKaTUME PU3HK MOPYIIEHHS (QYHKIIT HUPOK. SIKI0
JKapChKUH 3ac10 3aCTOCOBYIOTH MAIIEHTAM 13 TIPOTPECYIOYNM 3aXBOPIOBAHHIM HUPOK, CII1J] 31HCHIOBATH
MOHITOPHUHT CTaHy MAIli€HTIB HA MPEeIMET MOSIBM O3HAK MOPYIICHHs PYHKIIIT HUPOK.



Pusux cinepxaniemii.

Bunaaku nigBuiieHHs KOHIIEHTPAIlii Kalito B IJIa3Mi KPOBi, Y TOMY YHCIII TinmepKamiemis, Oyiau
3apeecTpoBaHi rpu 3actocyBanHi HI133, y neskux naiieHTiB HaBiTh 0e3 mopymeHHs QpyHKIiT HUIPOK. Y
TAIIEHTIB 3 HOPMAJIBHOIO (PYHKITIE€I0 HUPOK 111 €(heKTH OyJIu MOB’s13aHi 3 TIMOPEHIHEMIYHO-
TrinoaybJOCTEPOHIYHIUM CTAaHOM.

Pusux anaginakmuunux peaxyii.

3acrocyBaHHS LeIEKOKCHOY OyJ10 MOB’s3aHE 3 PO3BUTKOM aHA(IAKTUYHUX PEaKI[ii y MaIi€eHTiB 3 BiJOMOIO
TINepPYyTIMBICTIO JI0 IIEJIEKOKCHOY a00 0€3 Hel, a TAKOXK y MAIli€HTIB 3 acmipUHOBOIO acTMOo0. [lenekokcuod €
cyibpaHiamMiIHUM npenaparom, pu oMy sk HI133, tak 1 cynbdaninamiiHi npenapaTd MOXYTb
CIIPUYMHSITH PEAKIlii aJIeprigHOro THITY, y TOMY YHCJII aHa(PTaKTHIHI CUMIITOMH Ta HEOE3MeUH1 IS KUTTS
a00 MEHII TSKKI eni30au OpOHXiaIbHOT aCTMH B ACSIKHX Yy TIUBUX 0Ci0 (IHUB. po3ain «IIpoTunokasaHHs»).
VY pa3i po3BUTKY aHaPUTAKTUIHOT peakiii HeoOXiaHO 3BEPHYTHCS IJIsi OTPUMAHHS HEBIIKIATHOT MEAUIHOT
JOTIOMOTH.

Pusuk 3a2cocmpenns 6pouxianohoi acmmu, no8 a3aHuil 3 Yymaugicmio 00 ayemuicaniyuiogoi KUciomu.

YacTuHa narfieHTiB i3 OpOHXialbHOI0 ACTMOIO0 MOXE MaTH aCHipUHOBY acTMYy, III0 MOX€ BKIIIOYATH
XPOHIYHUN PUHOCHHYCHT, YCKIAAHEHUH HOCOBUMH TOJIITIaMHU; TSOKKUH, TOTSHIIHO JIeTaTbHUI
OpoHXOCIa3M; HEMEPEHOCUMICTh alleTHIICATIIIIOBOT KucinoTH Ta iHmmx HII33. Ockinbku nepexpecHa
PEaKTHBHICTh MK alleTUJICATIIIMIIOBOIO KucioToro Ta inmumu HI133 Oyna 3apeectpoBana y Takux
YYTIMBUX JIO AllETHJICATIIMIOBOI KUCIOTH MAlli€HTIB, 32CTOCYBAaHHS JIIKAPCHKOTO 3aC00Y MPOTUTIOKA3aHEe
MaIieHTaM 3 TaKo (HOPMOIO UYTIUBOCTI 0 allETUIICATIITMIOBOI KHCIIOTH (JIUB. PO3ILIT
«[Iporunokaszanusn»). [Ipu 3acTrocyBaHHI JiKapchbKOTo 3ac00y Malli€eHTaM i3 BXKE ICHYI040I0 OpOHX1aJIbHOIO
acTMo10 (6€3 BiIOMOT UyTJIMBOCTI JI0 alleTHIICATIIIMIIOBOT KUCIIOTH) CII1J 3/[IHCHIOBATH MOHITOPUHT
MAI[iEHTIB HAa MPEAMET 3MiHH 03HAK Ta CUMIITOMIB OpOHXiallbHOT aCTMHU.

Puzuk ceprioznux wixipnux peaxyiti.

[enekokcud MOKe CIPUUUHATH PO3BUTOK CEPHO3HUX MOOIYHUX peakilii 3 00Ky IIKipH, TAaKUX 5K
MyIbTH(GOPMHA epuTeMa, eKconiaTuBHUMN aepMatut, cuaapoM CtiBeHca—/[>KOHCOHA, TOKCHYHUMA
eniiepMatbHUA HEKPOJIIi3, MEUKaMEHTO3H1 BUCUIIAHHS 31 CUMIITOMaMH €03MHOQIIT Ta CHCTEMHUMH
CUMIITOMaMH, a TaKOX F'OCTPUI reHepali30BaHni €K3aHTeMaTo3HUI mycTybo3. Lli cepiio3Hi peakii
MOKYTb PO3BHUBATHUCS 0€3 MONEepeKyBaIbHUX CUMIITOMIB Ta MOXYTh OyTH JIETAJIbHUMH.

[TarieHTiB HEOOX1THO MOBIJOMHUTH PO O3HAKU Ta CUMIITOMH CEPHO3HUX MIKIPHUX PEaKIlii Ta mpo
HEOOX1HICTh MPUIMMHEHHS 3aCTOCYBAaHHS JIKapChKOTO 3ac00y MpH MepIIiil MosBi BUCUIIAHHS Ha MIKipi a00
OyAb-SKHX 1HIINX O3HAK TinepayTIuBoCTi. Jlikapchbkwii 3aci0 MPOTUITIOKA3aHUH JITsT

3aCTOCYBaHHS TMallieHTaM 3 HasBHICTIO B aHaMHe31 cepiio3HuX mKipHux peakuii Ha HI133 (quB. po3ain
«IIpotunokaszanss»).

Peaxyis na nixapcwruii 3acio 3 eosunoginieio ma cucmemuumu cumnmomamu (DRESS-cunopom).

[ToBimomJIsIOCS TIPO peakiito Ha JIKapCchKHii 3aci0 3 eo3uHOdTier0 Ta cucteManMu cumrntomamu (DRESS-
CUHJIPOM) y Talli€HTIB, siKi 3acTrocoByBanu HII33, Taki sk nenexkokcuO. Jleski 3 ux BUMAAKIB MaIH
JeTanbHUN HACTIOK a00 cTaHOBWIHM 3arpo3y s *KuTTsa. DRESS-cunapom 3a3Buuaii, xouya 1 He BUKIIIOUHO,
MIPOSIBIISIETHCS TMIABUILIEHHSM TeMIepaTypH, BUCUIIOM, JliM]aieHonaTiero Ta/abo HaOpsskoM oOmuyyst. [Him
KJIIHIYHI TIPOSIB MOKYTh BKITIOYATH TEMATHT, HE(PPUT, TEMATOJIOTIUHI BiAXUIICHHS, MIOKapIUT a00 MiO3HT.
Inozai cumnromu DRESS-cunnpomy Moy Th OyTH MOJIOHUMH 10 TOCTPOI BipycHOI iH(ekii. Yacto
npucyTHS €03uHOPLITIA. OCKUTBKH e CHHAPOM Ma€ pi3Hi MPOsBU, MOXKYTh OyTH ypaskeHi i iHII CUCTEMHU
oprasiB. BaxnuBo 3a3Ha4YHTH, 110 MOXKJIMBI paHH1 IPOSBU T1IEPUYTINUBOCTI, TaKi SK MiBUIIICHHS
TeMIieparypu abo JimMdaaeHONaTis, HaBiTh 0€3 BUIUMOTO BUCHITY. SIKIIIO Taki 03HAKH a00 CUMITTOMH
CIIOCTEPIratoThCs, CI1/1 MPUITMHUTH 3aCTOCYBAHHS JIIKAPCHKOTo 3ac00y Ta HETaifHO 0OCTEXUTH MAaLlI€HTA.

Pusux nepeouacnoeo 3akpumms apmepianbno2o npomoxy niooa.

Lenekokcu® MoKe CIPUUMHATH NEpeuacHe 3aKpUTTs apTepiaibHoi NpoToKu. ClliJ] yHUKATH 3aCTOCYBaHHS
HII33, y TomMy uuncii 1enekokcuoy, y BariTHUX JKiHOK, mounHarouu 3 30-ro TikHs BaritHOCTI (111 Tpumectp)
(uB. po3aia «3acTOCYBaHHA y MEPIOJ BariTHOCTI 00 rOlyBaHHSA TPYIION»).



Oni2o2iopamHioH/ HUPKOBA HEAOCMAMHICIb } HOBOHAPOONCEHUX.

3actocyBanns HII33, Bkimrovarouu 1enexokcud, mpubau3Ho 3 20-ro THXKHS BariTHOCTI MOXE CIPUYUHUTH
nopyueHHs QYHKII{ HUPOK Y TUI0/1a, 0 PU3BOJAUTH J0 OJIrOriJpaMHIOHy Ta B IESKUX BUMAAKAX —

JI0 HUPKOBOI HEJIOCTATHOCT1 Y HOBOHApOHKeHUX. L1 HECTIpUATINBI HACIIIKK CIIOCTEPITatoThCA B
CepeIHbOMY Yepe3 KilbKa JHIB a00 KiJbKa THXKHIB JIIKYBaHHS, X049a HEYACTO TOBIIOMIISLIIOCS TIPO
OJIIrOT1IpaMHIOH BXke uepe3 48 roauH micist nouatky npuiiomy HIT33. OmirorizpaMHioH 4acTo, ajie He
3aBX/H, € 00OPOTHUM IiCIIS IPUMMHEHHS JIIKyBaHHA. Y CKJIQHEHHS TPUBAJIOTO OJIIFOT1IPAMHIOHY MOXYTh,
HaTPUKJIaJl, BKIIOYATH KOHTPAKTYPH KIHIIIBOK Ta 3aTPUMKY J03piBaHHS JeTeHb. Y NESKUX BHUIMAIKaX
HicIApeecTpalifHOro 3aCTOCYBaHHS MOPYIICHHS (QYHKIIi HUPOK Y HOBOHAPOHKEHUX MOTpeOyBalu
1HBa3WBHUX IPOLIETYP, TAKUX K OOMiHHA TpaHCcdy3is abo miamis.

Sxmo nikyBanHs HI133 vHeoOxigue mpubiu3Ho Mixk 20-M Ta 30-M THKHSIME BariTHOCTI, CITiI OOMEXUTH
3aCTOCYBaHHSI JIIKAPCHKOTO 3ac00y 10 HAMHMXYO01 €(hEKTUBHOI JO3H Ta SIKOMOTa KOPOTIIOi TpuBaiocTi. Ciij
PO3MIISIHYTH MOKJIMBICTh YJBTPa3ByKOBOTO MOHITOPUHTY aMHIOTHYHOI PiIMHH, SKIIO JIIKyBaHHS TPHBA€E
oinbie 48 roaud. Cinii MPUITUHUTH 3aCTOCYBaHHS JIIKAPCHKOTO 3ac00Y y pa3i pO3BUTKY OJIITOT1IPaMHIOHY i
MIPOIOBKUTH CIIOCTEPEIKEHHSI BIIMOBIIHO 710 KIIHIYHOI MPAKTUKHU (IUB. pO3/iT «3aCTOCYBaHHA y MEPioj
BariTHOCTI 200 TOJTyBaHHS TPYUTION ).

Pusux cemamonociunoi moxkcu4Hocmi.

V martieHTiB, ki 3acrocoBytoTh HI133, Oynu 3apeectpoBani Bunaaku anemii. [le Moxke OyTu 3yMOBICHUM
MIPUXOBAaHOI0 200 3HAYHOIO BTPATOIO KPOBI, 3aTPUMKOIO PiAMHU a00 e(heKTOM Ha epUTPOIIOE3, IKUH 111e
MOBHICTIO HE ONMMCAHO. SIKIIO y MaIieHTa Mpu 3aCTOCYBaHHI JIIKAPChKOTO 3ac00y HasiBHI OY/1b-sKi O3HAKH
a00 cUMITOMH aHeMii, CIIi/1 31HCHIOBATH MOHITOPUHT PiBHS TeéMOTJI00iHy a00 MMOKa3HUKa FeMaTOKPUTY.

Y KOHTPOJIbOBAaHUX KJIIHIYHUX JOCTIIHKEHHIX YacTOTa BUNIAAKIB aHeMii ctaHoBmia 0,6 % mpu 3aCTOCYBaHHI
nenexkokcuoy ta 0,4 % npu 3acTocyBaHHI Iane6o0. Y MamieHTiB, SKi MPOXOAIATh TPUBAIUN KypC JIIKyBaHHS
JKapChbKUM 3aCO00M, HEOOX1JHO KOHTPOJIIOBATH PiBEHb reMOTI001HY a00 reMaTOKPHT, SIKIIO B HUX
CIIOCTEpIratoThes Oyab-sKi 03HAKH a00 CUMIITOMU aHEeMii Yi BTpaTu KPOBI.

HII33, y Tomy uuncii nenexkokcnuo, MoKy Th TiABUIIyBaTH pU3UK BUHUKHEHHsI KpoBoTed. Taki CymyTHi
(bakTopu SIK MOPYIIEHHS 3rOpTaHHS KPOBi a00 OAHOYACHE 3aCTOCYBAaHHS Bap(hapHHy, 1HIINX
AHTHKOATYJISIHTIB, IPOTUTPOMOOLIMTAPHUX NpenapatiB (HanpuKial, aueTuicatinuioBoi kuciotu), CI33C
ta [33CH moxyTh minBuiyBaTu e pusuk. [1ix yac 3actocyBaHHS JiKapChKOTo 3ac00y CIijl 31ICHIOBATH
MOHITOPUHT TaKHX TAIi€HTIB Ha MPEIMET MOSBU O3HAK KpOBOTEYi (AMB. po3ain «B3aemonis 3 iHIMAMHU
TKapChKUMU 3ac00aMHU Ta 1HILI BUIU B3a€MOJIIN»).

Mackyeanus 3ananenns ma niosuweHoi memnepamypu.

dapmakosoriuHa aKTHBHICTH IIEJICKOKCHOY, 1110 MOJIATAa€ Y 3MEHIIICHHI 3amalieHHsI Ta, MOKJIMBO, Y 3HM)KECHHI
i IBUIICHOT TEMIICPATyPH, MOXKE 3MEHIIIUTH PAKTHYHY IIHHICTH JIarHOCTHYHUX O3HAK IPHU BUSABJICHHI
1H(eKIIii.

Monimopune pezyniomamis 1a60pamopHux 00Cai0NCEHb.

OcCKiIbKH Ccepii03H1 UTYHKOBO-KHUIIIKOBI KPOBOTEU1, F€MaTOTOKCUYHICTh Ta YIIKOJKEHHS HUPOK MOXYTh
BUHUKHYTH 0€3 MOTNepeHKyBaIbHAX CUMIITOMIB Ta 03HAK, CIIiJl pO3TIISTHYTH MOXKIIUBICTh MOHITOPUHTY
NAaIl€eHTIB, ki 3acTocoBytoTh HII33, y ToMy umcii nenekokcuo, mpoTsIroM TpUBAJIoro nepiory vacy.
MoHiTopHHT iepedayae nepioguyHe BUKOHAHHS 3arajIbHOTO Ta 010XIMIYHOTO aHai31B KPOBi (JUB. PO3.ILT
«Oco0IMBOCTI 3aCTOCYBaHHS» ).

Y KOHTPOJIbOBAaHMX KJIIHIYHHUX JTOCII/KEHHSX ITiIBUIICHHS PIBHS a30Ty CEYOBUHH KPOBI BHHHUKAJIO YaCTillIe
y Mali€HTIB, SKi MPUIMau [eJIeKOKCHO, HIXK y Malli€HTIB, SKi oTpuMyBanu miane6o. Lle BigxuneHHs Big
HOPMH PE3yJIbTaTy JJA00pAaTOPHOTO aHAJI3Y TAKOXK CTIOCTEPITraiy y MAIIE€HTIB, SKi MPOTATOM IIUX
JOCIIJKeHb OTpUMYBasn nipenapaTu nopiBHsaHHs rpynu HI133. KniniuHa 3HauyImicTh HbOTO BiIXUICHHS
B1Jl HOpMU He OyJia BCTAaHOBJICHA.

Pusux ouceminosanozo 6HympiuiHb0CyOUHHO20 320PMAHHS KPOSI.

OCKINBKH TTiJ] Yac 3aCTOCYBaHHS LEIEKOKCHOY ICHY€ PH3UK BUHUKHEHHS TUCEMIHOBAHOTO
BHYTPIIIHBOCYAMHHOTO 3TOPTAHHS KPOB1 Y AiTeH 31 CHCTEMHUMH IPOsIBAMU IOBEH1IBHOTO PEBMATOIAHOTO
apTpUTY, MiJ Yac 3aCTOCYBaHHs JIIKAPCHKOI'0 3ac00y CIIiJ 311ICHIOBATH MOHITOPUHT IAallI€HTIB HA PEAMET



O3HAaK 1 CUMIITOMIB MOPYIIEHHS 3rOpTaHHA KPOBi a00 KpoBOTEYi, Ta iHPOPMYyBaTH MAIIE€HTIB 1 IXHIX
OTIKYHIB IMPO HEOOX1AHICTh SKOMOTA IIBHUIIIE TTOBIJOMIISTH PO CHMITOMH.

Bnnus na gpepmunvnicme.

Buxopasuu 3 Toro, mo mexanizm aii HI133 (y Tomy gucii nenekokcudy) onocepeKoBaHUMA
MpoCTarfiaHAMHAMH, 3aCTOCYBaHHS ITUX JIKAPChKUX 3aC00IB MOKE 3aTPUMYBATH YH MEPEIIKOHKATH
po3puBy GOIIKYJIa SEYHUKA, IO MOXKE OYTH MOB’A3aHO 3 TAMYACOBUM OC3TUTIIISAM Y ACSIKUX JKIHOK.
Omny0sikoBaHi pe3yabTaTh A0CIHIIPKEHb Ha TBApUHAX MOKa3alH, 10 3aCTOCYBAaHHS 1HT10ITOPIB CUHTE3Y
MpOCTarjJaHANHIB MMOTEHIIIHHO MOKE MTOPYITYBaTH OMOCEPEAKOBAHUN MPOCTArJaHIuHAMU PO3PUB (POITIKYIIa,
HeoOX1THMIA U1 oBYJIsLii. HeBenwki mociiKeHHs y *KIHOK, sKi 3acTocoByBanu HII33, Takox
MIPOJIEMOHCTPYBAIM 00OPOTHY 3aTpUMKY OBYJIswii. Cimi po3risiHyTH MOJUBICTE BimMiau HIT33, y Tomy
YHCII1 LEJIEKOKCUOY, Y )KIHOK, K1 MalOTh TPYIHOIII 31 3a4aTTsIM, a00 SIKi MPOXOATh 0OCTEKEHHS Ha
npeaMeT Oe3TuTi .

3acmepeoicenns, nos ’sa3ani 3 00NOMIHCHUMU PEUOBUHAMU.

Jlikapchkuii 3aci06 MICTHTB JIAKTO3Y, TOMY MOTO HE CJIiJ] 3aCTOCOBYBATH MAIli€EHTaM 13 PIIKUMH CTIAIKOBUMU
(dhopMaMu HEMEPEHOCUMOCTI TalakTo3u, nedinurom Jakrazu Jlamnma abo rIFOK030-TaIaKTO3HUM CHHAPOMOM
MaJibabCcopOITii.

Jlikapcbkuii 3aci6 MiCTUTh MeHIIe 1 MMOJIb HaTpito (23 Mr) Ha Karcyiy, TOOTO MPAaKTUYHO BUTBHHM Bif
HaTpito.

3acmocyeanns y nepioo eazimmocmi abo 200y8anHsL 2pyook0.
BariTHicTb.

3acrocyBanns HII33, Bxitoyaroun 1ie1eKOKCHO, MOKE COPUYMHUTH MEpeIIacHe 3aKPUTTS apTepiaibHOT
MIPOTOKHM Y TIJI0J1a Ta OpYyIIeHHS QYHKIIIT HUPOK y TUI0JA, 110 PU3BOAUTH JI0 OJIIrOT1IpaMHIOHY Ta B
JESIKMX BUMAJIKaxX — 10 HUPKOBOI HEJJOCTATHOCTI Y HOBOHAPOKEHUX. Uepes 1l PU3HKH CIiT 00MEKyBaTH
703y Ta TPUBAJIICTh 3aCTOCYBAHHSI JIIKAPCHKOTO 3¢00y mpuOmm3Ho Mixk 20-M 1 30-M THXKHSIMHU BariTHOCTI Ta
YHHUKATH 3aCTOCYBAHHS JIIKApCHKOT0 3ac00y npuOian3HO 3 30-ro THXKHS BariTHOCTI.

Ilepeduacne 3axpumms apmepianbHOi NPOMOKU y N100A.

3acrocyBanns HII33, Bxitouatroun niesnekokcud, mpudan3Ho 3 30-ro THXKHS BariTHOCTI 30UIbLIY€E pU3UK
HepeIIacHOr0 3aKPUTTS apTepiabHOI IPOTOKH Y IUIOAA.

Oni2o2i0pamHioH/ HUPKOBA HeAOCMAMHICIb V) HOBOHAPOONCEHUX.

3acrocyBanns HI133 npubausHo 3 20-ro THXHS BariTHOCTI OyJI0 1MOB’sI3aHE 13 BUTIQJAKAMH TOPYIICHHS
(bYHKIIT HUPOK Y IJI0AA, 0 TPU3BOJHUTE JI0 OJIITOTiAPaMHIOHY, a B JISIKUX BUMAIKaX — 10 HUPKOBOT
HE/IOCTaTHOCTI Y HOBOHAPOKEHUX.

Ha miacraBi naHux, oTpUMaHMX Mij] 4ac CIIOCTEPEKHUX JOCTIIKEHb, CTOCOBHO 1HIITNX MOTEHIIHHUX
emMOpiodeTabHUX pu3nKiB 3actocyBanHs HII33 skxiakam npotsirom [ a6o II TpumecTpiB BariTHOCTI HE
MO>KHa OyJ10 3pOOUTH OCTATOUYHUX BHCHOBKIB.

VY penpoyKTUBHUX JOCTIPKEHHSX Ha TBAPHUHAX CIIOCTEPIraa BUIAIKH eMOpPiodheTaTbHOTO JIETaTLHOTO
HACJIJIKY Ta 301IbIICHHS YaCTOTH PO3BUTKY AiadparMaibHOi TPUXKIi Y HIypPiB, SIKUM BBOAMIH IEIEKOKCUO
IIOZICHHO TIEPOPATBHO MPOTATOM TIEPIOTy OPraHOTeHe3Y y 033X, 10 MPUOIU3HO B 6 pa3iB MEepEBHUILyBAN
MaKCUMaJIbHy PEKOMEH/I0BaHy /103y JUIs JIIOMHH, sika cTaHOBUTH 200 Mr 2 pa3u Ha 100y. Kpim Toro,
CTPYKTYpHI OPYIICHHS (HalpUKIIaa AeQeKTH Neperopoaku, 3pOieHHs pedep, 3pOIIeHHs CerMeHTa
rpyAvHU Ta Aedopmallii CerMEHTIB TPYIMHHU) CIIOCTEPITalld y KPOJiB, SKUM BBOJIUIH LIETIEKOKCHO
MEePOPaIHLHO MPOTATOM IMEPIOY OPTaHOTCHE3Y Y 103aX, sIKI MPUOJIM3HO B 2 pa3u MEePEBUIILYBaTH
MaKCUMaJIbHy PEKOMEHI0BaHy 103y Uis TtouHU. J[aHi, OTpuMaHi B JOCi1aX HAa TBAPUHAX, IEMOHCTPYIOTh
BaXXJIUBY POJIb MIPOCTATIAHMHIB Y PETYJIALIT TPOHUKHOCTI CyIMH €HJIOMETpIis, IMIUTaHTaIlii OJJACTOIHMCT Ta
nenuayanizaimii. ¥ JOCTiPKeHHSX Ha TBApUHAX BBEJCHHS 1HT10ITOPIB CHHTE3y MPOCTArJIaHIUHIB HATIPUKIIA]
[EJIEKOKCUOY, TPU3BOIUIIO IO TiABUIECHHS YaCTOTH Tpe- Ta MOCTIMIUIAHTAIlIHHIX BTPAT.

Binomo, 1o mpocTariaHIuHA TaKOX BiIrpalOTh BaXKIIMBY POJIb Y PO3BUTKY HUPOK Iuiona. B
oIy OJTIKOBaHUX JIOCHIDKCHHSX Ha TBAPUHAX TTOBIIOMIISIIOCS, IO 1HT10ITOPH CHHTE3Y MPOCTArJIaHANHIB
HOTIPIIYIOTH PO3BUTOK HUPOK MPH 3aCTOCYBaHHI Y KITIHIYHO 3HAUYIIUX J103aX.



Po3paxynkoBuii HOHOBUI pU3NK 3HAYHUX YPOKEHHUX e(EKTiB 1 BUKUIHIB JJIs 3a3HAYEHOT MO JIALi
HEB1JIOMHA. Y C1 BariTHOCTI CyNPOBOIKYIOTHCSI (JOHOBUM PU3UKOM BPOPKCHHUX BaJl PO3BUTKY, BUKHIHIB 200
1HIIMX HebaxxaHuX HacmiakiB. Y 3aranpHiil momyssimii CILIA po3paxyHKoBUi (POHOBHM PU3HK CEPHO3HUX
BPOJ/DKEHHX BaJl Ta BUKHJIHIB IIPH KJIIHIYHO BH3HAHINM BariTHOCTI CTaHOBUTH Bix 2 % 10 4 % Ta Big 15 % 1o
20 % BiaMOBIAHO.

[1o0iyHi peakidi y I10/1a/HOBOHAPOKEHOIO.

Ilepeouacne 3axpumms apmepianbHOi NPOMOKU Y HA00A.

Cnin yaukatu 3actocyBanns HI133 sxinkam nmpu6mm3no 3 30-To THXKHS BariTHOCTI, ockinbku HIT33,
BKJTIOYAIOUH IEJICKOKCHO, MOXKYTh CIPUYMHATH TepeIdacHe 3aKpUTTS apTepiaibHOI MPOTOKH Y IJI0JA.

Ornieoziopammion/ HUpK08a HeOOCMAamMHICMb ) HOBOHAPOOIHCEHUX.

Sxmo npuitom HIT33 HeoOxinuuii mpubmmu3Ho 3 20-T0 THKHS BariTHOCTI, CJIiJT OOMEXHUTH 3aCTOCYBAHHS
HaWHIKYOI0 €(h)eKTUBHOIO JJ03010 Ta SKOMOTa KOPOTIIOK TPUBAIICTIO. SIKIIO JIIKyBaHHS TpUBA€ MOHAT 48
TOJMH, CJIiJ] PO3TJISIHYTH MOJIMBICTh YJIBTPa3ByKOBOI'O MOHITOPHHTY Ha HAsBHICTH OJIIFOT1IPaMHIOHY.
SKII0 crocTepiraeThest OJIroTiIPaMHIOH, CJTiJT MPUITUHUTH 3aCTOCYBaHHS JIIKAPCHKOTO 3ac00y Ta
MIPOJIOBKYBATH JIIKYBaHHS BiJIMOBIAHO 0 KIIHIYHOI MPAKTUKY (IUB. HIDKYE «/[laHi, oTpuMaHi Juis
JIOJTUHIY ).

IlepeiMHu Ta IIOJIOTH.

JlocriKeHb BILTUBY IEJIEKOKCHOY Ha miepeiiMu ab0 TOJIOTH HE MPOBOAWIN. Y JOCTIDKCHHSIX Ha TBApUHAX
HII33, Britoyarouu 1eeKOKCHO, IHr0YI0Th CHHTE3 MPOCTArJaHInHIB, CIIPUYUHSIIOUN 3aTPUMKY IOJIOTIB Ta
T ABHIIYFOYH YACTOTY MEPTBOHAPOIKECHHSI.

Jlani, ompumani ons 1r00uHu.

HasiBHi gaHi HE TarOTh MOKJIMBOCTI OI[IHUTH HASBHICTh UM BIJICYTHICTh eMOpiodeTaabHOI TOKCUYHOCTI,
MIOB’513aHO] 13 3aCTOCYBaHHM LienekokcnOy. Edextu nenexokcuby Ha nepelir nepeimiB Ta MoJoriB y
BariTHUX JKIHOK HEBIIOMI.

Ilepeouacne 3axpumms apmepianbHOi NPOMOKU ) NA00A.

B myGnikamisix moBimomisieThes, 1mo 3actocyBanus HIT133 npubnausno Ha 30-My THXKHI BariTHOCTI Ta
MI3HIIIE MOXKE CIIPUYNHHUTHU TIepeIYacHe 3aKPUTTS apTePiabHOI IPOTOKH Y TUIOJA.

OnieociopamHion/ HUPKOBA HEOOCMAMHICMb Y HOBOHAPOONCEHUX.

OnyO:iKoBaH1 TOCHIIKEHHsI Ta TOBIAOMIICHHS LIOJI0 MiCISPEECTPALIIITHOTO 3aCTOCYBaHHS OMUCYIOTh
3acrocyBanHsa HI133 xinkam nmpubau3Ho Ha 20-My THOKHI BariTHOCTI abo mi3Hime, sike OyJio 1MoB’s3aHe 3
MopyueHHAM (QyHKIIT HUPOK y TI0/1a, 1110 MPU3BEIIO 10 OJITOTiIpaMHIOHY, a B ACSIKUX BHUITAIKAX 1 10
HUPKOBOI HEZOCTATHOCTI Y HOBOHAPOKEHUX. LI HECTIpUATINBI HACHIIKU CIIOCTEPITalOTHCS B CEPETHHOMY
yepes KilbKa JIHIB a00 KiJIbKa THXKHIB JIIKYBaHHsI, X04a ICHYIOTh HEYaCTi MOBIAOMIICHHS PO
OJIITOT1ApaMHIOH Bike uepe3 48 roaun micis noyatky npuiiomy HII33. V 6araTtrox Bunaakax, ajie He
3aBK/IM, 3MEHILEHHSI KIJIbKOCTI aMHIOTHYHOI PiAMHU OyJI0 TUMYACOBUM Ta MUHAJIO MICIISI IPUITUHEHHS
3aCTOCYBaHHS [IEJICKOKCUOY. [cHye oOMekeHa KibKiCTh TTOBIIOMIICHB 1po 3actocyBanns HI133 xinkam Ta
nopyuieHHs QyHKIIT HUPOK y HOBOHAPOIKEHUX 0€3 ONIroriApaMHiOHY, AesKi 3 SKUX Oyiu He0OOOPOTHUMH.
Jlesiki BUNIaJKy NOpYILIEeHHs! (YHKIIT HUPOK Y HOBOHAPOKEHUX NOTPEOyBasM JIIKyBaHHS 13 3aCTOCYBaHHIM
1HBa3MBHHX MPOLEAYD, TAKUX sIK 0OMiHHA TpaHchy3is abo aianmis.

MetomonoridyHi 0OMeXeHHS IIUX MiCIAPEeeCTPAIlifHAX JOCIIKEHb Ta MTOBIIOMIICHb BKIIOYAIOTh
BIJICYTHICTb KOHTPOJIBHOI TPYTH; 0OMEKeHy 1HPOpMAIIilo MOA0 A03H, TPUBAIOCTI Ta Yacy €KCMO3MUIIiT
mperapary; OJJHOYaCHE 3aCTOCYBAHHS 1HIIHX JTIKAPChKUX 3ac00iB. 1[i 0OMeKeHHs TIepeITKoKAIOTh
JOCTOBIPHIM OIIIHII PU3UKY HECTIPUSITIUBUX HACTIAKIB IS TJI0J]a Ta HOBOHAPOKEHHUX MPU 3aCTOCYBaHHI
HII33 ixxim matepsam. Ockinbku o1y OJIiKoBaHi JaHi po 0e3neKy It HOBOHAPOHKEHUX CTOCYIOTHCS
NEpEeBaXHO HEJJOHOILIEHUX JIiTeH, y3arajJbHEHHS MEBHUX MMOBIIOMIIEHUX PU3MKIB JUIsI JOHOILIEHUX HEMOBIIAT,
aki mignatotecs BrtuBy HIT33 uepes 3actocyBaHHS MaTepi, € HEOAHO3HAYHUM.



[lepioxa rogyBaHHs TPYUIIO.

ManouuncenbHi JaHl TPHOX OMyOJIIKOBAaHHX 3BITIB CTOCYIOTHCSA 3arajioM 12 >KIHOK, SIKi TOAyBaJld TPYIIO, Ta
CBiIUaTh PO HU3BKHUI PiBEHb BMICTY LIEIEKOKCUOY Y TpyIHOMY MoJioni. Po3paxoBaHa cepenHs 1000Ba 1032
U1t HeMOBJISITH cTaHoBmia 10—-40 Mkr/kr/no0y, mo ckiaagano menmie 1 % Big TepaneBTHYHOI JO3H IS
JBOPIYHOI TUTHHU Yy TIepepaxyBaHHi Ha Macy Tijia. Y 3BiTi PO ABOX HEMOBIAT BikoM 17 Ta 22 micsii, IKuX
TOJTyBaJiv TPYIJII0, HE TOBIIOMJISUTH IPO JKOH1 TTOO1UHI peaKIrii.

Jlikapcbkuii 3aci6 cimiJl 3 00epekHICTIO 3aCTOCOBYBATH y MEpioj royBaHHs rpyanto. Kopucts ams 310poB’st
1 PO3BUTKY JUTHHU BiJl TPYAHOTO TOAYBaHHS CJIiJI OI[iHIOBATH MOPIBHIHO 3 KITHIYHOIO MOTPe0O0I0 MaTepi B
JiKapcbKoMy 3ac00i, a TaKoK OyAb-IKUMU MOTSHUIHHUMH OOIYHUMU peakIisiMH LIEIeKOKCHOy abo
BIUTMBOM OCHOBHOT'O 3aXBOPIOBAHHS MaTepi HA HEMOBIISL.

30amuicmeb énausamu Ha WBUOKICMb Pearyii npu KepysanHi A8mMompancnopmom abo iHuumu
MexaHizmMamu.

VY BUNAJKy MOSIBM TaKUX MOOIYHUX pEaKIiiil AK 3aaMOpOUYEHHS, BEPTUTO a00 COHIIMBICTD IPU 3aCTOCYBAHHI
[EJIEKOKCHOY CITi/I YHUKATH KEPYBaHHS aBTOTPAHCTIOPTOM a00 1HIITMMHU MeXaHI3MaMH.

Cnoci6 3acmocysannsa ma 0o3u.

Jlikapcbkuii 3acib MpU3HAYSHUH IS IEPOPATLHOTO 3aCTOCYBaHHs. Karcynn MoxHa npuiiMaT HE3aJIexKHO
BIJI BXKUBAHHA 1KI.

[lepen npUHATTAM PilIEHHS PO 3aCTOCYBaHHA JAHOTO JIIKAPCHKOT0 3aCO0Y CIIiJ pETEIbHO 3BAXKHUTH
OYIKyBaH1 TMOTCHI[IHHI TIEpeBaru Ta pU3MKHU BiJl 3aCTOCYBAaHHS IIEJICKOKCHUOY Ta PO3TIITHYTH JOIUIBHICTh
IHIIUX BapiaHTIB JIKyBaHHS.

Criz 3acTOCOBYBaTH HAaWHMKYY €(DEKTHBHY 7103y JIIKAPCHKOTO 3aC00Y MPOTITOM HAWKOPOTIIIOTO MEPioAy
3TiTHO 3 METOIO JIIKYBaHHS OKPEMOTro MarieHTa (IuB. po3ais «OcoOIMBOCTI 3aCTOCYBAaHHS).

Ocmeoapmpum.

Jlikapcwkuii 3aci0 3actocoByBaTH y 1031 200 Mr Ha 100y | pa3 Ha 100y abo y 1031 100 mr 2 pasu Ha 700Yy.
Pesmamoionuii apmpum.

Jlikapcwkuii 3aci6 3actocoByBaTH y 1031 100-200 mr 2 pasu Ha 100y .

AHKino3yrouuti cnoHouim.

Jlikapcekuii 3aci0 3acTocoByBaTH y 1031 200 Mr, sSIKy clij mpuiiMaT oapasy (mpuiiom 1 pa3 Ha 100y) a6o
TIUTH (pUiioM 2 pas3u Ha 100y).

SIKIIO MPOTATOM 6 THXKHIB HE CIIOCTEPITaeThCs MO3UTHBHOTO e(PeKTy, 103y MoxHa 30utbmuTH 10 400 Mr Ha
100y .

SIK1o mpoTATOM 6 THXKHIB HE criocTepiraeTbes ehekTy mpu 3actocyBanHi y 1031 400 mMr Ha 100y, BIAOBIIL
Ha JIIKyBaHHS € MaJIOWMOBIPHOIO, TOMY CJIiJI PO3TJITHYTH aJIbTepHATHBHI BapiaHTH JIIKyBaHHS.

Koumponws 2cocmpozo 60110 ma nikyeanus nepeurHoi oucmeHopei.

Jlikapcekuii 3ac10 3aCTOCOBYBaTH y o4aTKoOBiH 1031 400 Mr 3 HACTYITHUM 3aCTOCYBaHHSM J0JATKOBOI 103U
200 mr y nmepimii eHb y pa3i HEOOX1AHOCTI. Y HACTYIHI THI peKOMEH/I0BaHa J103a cTaHOBUTH 200 Mr 2 pasu
Ha 100y y pa3i HEOOXiTHOCTI.

Oco0JIMBI I'PYIIM AL EHTIB.

Tayienmu 3 nopywenHsamu QyHKyii neuinku.

V narui€eHTiB 3 mopyumeHHIMHU (YHKILIT IEYiHKY MOMIPHOTO CTYNEHs TSDKKOCTI (Kiac B 3a knacudikauiero
Yaitnna—I1’10) no3y uenexokcuOy ciia 3meHmuTH Ha 50 %.

THayienmu 3 noginvHum memabonizmom cyocmpamie CYP2CY.

VY nopocnux mamieHTIB 3 BiIOMHM a0o IMi103pIOBaHUM YIIOBUIEHEHHSIM MeTabomizMy cyoctpatiB CYP2C9 na
MiJCTaBl reHoTUITy abo MonepeIHbOro N0CBIAY 3acTocyBaHHA iHINX cyocTpariB CYP2CO (Takux six



BapdapuH, (HeHITOIH) LeTeKOKCHO CIi/1 3aCTOCOBYBATH, TOYMHAIOUH 3 TIOJIOBUHHU MiHIMAJIbHOT
PEKOMEHIOBAHO1 JTO3H.

VY marieHTiB 3 FOBEHUTBHAM PEBMATOITHUM apTPUTOM Ta BiIOMUM ab0 MiT03pIOBAHUM MOBLIBHUM
MeTtaboumizmom cyboctpatiB CYP2C9 ciig po3risiHyTH MOXIIMBICTh 3aCTOCYBaHHS allbTEPHATUBHOTO
JiKyBaHHA (IUB. po3aia «PapMaKoJoriuHi B1acTUBOCTI. PDapMaKOreHOMIKay).

Hayienmu nimnb020 BIiK).

[TamieHTH MITHHOTO BiKY, MOPIBHSAHO 3 MalliEHTAMHU MOJIOIIOTO BiKY, MaOTh OUIBIIMNA PU3HK PO3BUTKY
TaKUX CepHO3HMUX MOOIYHUX pEaKIlii, acoriiioBanux i3 3acrocyBanHsaM HII33, sk mo6ivHi peakirii 3 60Ky
CepLEBO-CYJUHHOT CUCTEMH, TPABHOT'O TPAKTy Ta/abo 3 00Ky HHUPOK.

SAxio nependadyBaHa KOPUCTh JIJISl AIIEHTIB JIITHHOTO BIKY € OLIBIIOI0, HIXK MOTEHIIHHI PU3UKH, CITI
PO3MOYMHATH 3aCTOCYBaHHS JIKapChKOTo 3ac00y 3 HAWHMKYOI 03U Ta MOHITOPUTH CTaH MAI[iEHTA 111010
PO3BHUTKY MOOIYHUX peakiiil (IuB. po3ain «OcoOIMBOCTI 3aCTOCYBAHHS).

I3 3aranpHOI KITBKOCTI MALli€HTIB, K1 3aCTOCOBYBAJIH LIEIEKOKCUO y MPOLEC] KIIIHIYHUX TOCTIIKEHb 10
HOT0 BUXO/Iy Ha PUHOK, BiK Oiibie Hixk 3300 marieHTiB CTAHOBHUB 65—74 pOKIB, IPH IIbOMY BiK TPHOJIU3HO
1300 nonaTkoBHX mawieHTiB OyB Bix 75 pokiB. CyTT€BUX BiIMIHHOCTEH 1070 €peKTUBHOCTI JUIA 1€l
KaTeropii marfieHTiB Ta JJIs MaIiEHTIB MOJIOIIOTO BiKy BUSBIICHO HE OyJ10. Y KIIHIYHUX AOCTIDKCHHSX, Y
IpoIleci IKUX MOPIBHIOBATH (PYHKIIII0 HUPOK (BU3HAYAIH 32 MIBHJIKICTIO KIIyOOUKOBOI (inbTpallii, a30TOM
CEYOBHMHHM TUIa3MHU KPOBI Ta KPEATHHIHOM) Ta (QYHKIIIFO TPOMOOIMTIB (BU3HAYATM 32 YACOM KPOBOTEU1 Ta
arperari€ro TpoMOOIIMTIB), HE CIIOCTEPIrai Pi3HULI Y pe3yJIbTaTax JUIs JOOPOBOJIBIIB JITHHOTO BIKY Ta
100pOBOJIBIIIB MOJIOAIIOTO BiKy. [IpoTe, sik 1 mpu 3actocyBanHi iHmux HII33, y Tomy uncii tux, sxi
BUOipKOBO mpurHiuytoTh L{OI'-2, y nepion miciis BUXOMy LIEIEKOKCHOY Ha PHHOK OyJio Oiiblle CIIOHTaHHUX
MOBiZJOMJICHb IIPO HIUTYHKOBO-KHIIIKOBI HOPYIIEHHS 3 JIETAJIbHUM HACIIIAKOM Ta IPO TOCTPY HUPKOBY
HE/IOCTATHICTh y MAIIEHTIB JITHHOTO BIKY HOPIBHIHO 3 MalliEHTAMU MOJIOAIIOTO BIKY (JIUB. pO3iT
«OCco0aMBOCTI 3aCTOCYBaHHS» ).

Jimu.

Jlikapchkuii 3aci6 He MPU3HAYCHUN JTsl 3aCTOCYBAHHS JITSIM.

Ilepeoo3yeanns.

Cumnromu rocrporo nepeno3ysanns HII33 3a3Buuaii 0OMexKyr0ThCs JIETapriero, COHIMBICTIO, HYAOTOIO,
ONOBaHHAM Ta 00JIeM B emiracTpaibHIli JUISHII )KMBOTA 1 3a3BUYail € 000POTHUMH TIPH 3aCTOCYBaHH1
HiATpUMYI0YOi Tepamnii. bynu 3apeecTpoBaHi BUNIaIki Ty HKOBO-KHMIIIKOBOI KPOBOTEY1. Y PiKICHUX
BUTIA/IKaxX Oy 3apeecTpoBaHi apTepiaibHa TIEPTEH31sl, TOCTpa HUPKOBA HEJAOCTATHICTh, IPUTHIYCHHS
IUXaHHA Ta KoMma (IuB. po3ai «OcoOIUBOCTI 3aCTOCYBAHHS).

[TpoTsaroM KIIIHIYHUX JOCTIKEHb BUTIAIKIB TIEPEI03yBaHHS IIEIICKOKCUOOM 3apeecTpoBaHo He Oyio. Y
pe3ynbTarti Horo 3actocyBaHHs y g03ax 10 2400 mr Ha 100y npoTsrom nepioay Ao 10 nHiB y 12 mamieHTiB
BUTIAQ/IKIB CEPIO3HOT IHTOKCHKAIIi 3apeecTpoBaHO He Oy10. [H(opmarlist Mpo MOXKIIMBICTH BUBEICHHS
[[EJIEKOKCUOY IIJITXOM TeMO/iali3y BiICYTHS, ajie, BUXOSYH 3 BUCOKOTO CTYIICHS 3B’ A3yBaHHS 3 OlJIKaMu
1a3mMu Kposi (>97 %), MOXHA IPUITYCTUTH, IIO Jiaii3 MpH repeao3yBaHHi Oyie Hee(heKTHBHUM.

V pasi nepenosyBanns HII33 narienraMm He0OX1AHO MPOBOAUTH CUMIITOMAaTHYHE Ta MIATPUMYIOUE
nikyBanHsA. CremianbHi aHTHIOTH BifACyTHI. CITii pO3TIISIHYTH MOYJIMBICTh BUKJIMKATH OJIOBaHHS Ta/abo
3actocyBatu akTuBoBaHe Byriyuis (60—100 r mist mopocnux, 1-2 r Ha 1 Kr MacH Tina aitaM) ta/abo
OCMOTHYHHHI TIPOHOCHHH 3aci0 MarieHTam, y siIKux MpOTATrOM YOTHPHOX TOJUH MMICIst 3MIHCHEHHS 1H’ €KIIii
CIIOCTEPIraloThCsl CUMIITOMHU NIepe03yBaHHs, @ TAKOXK HalllEHTaM 3 TSHKKUM Mepe1o3yBaHHAM (1033,

o y 5-10 pa3iB nepeBulnye peKoOMeHA0BaHy 103y ). DopcoBanHmii aiypes, MiITy>KyBaHHS Ce4i, TeMOTiai3
abo remonepy3is HE 3aCTOCOBYIOTHCA Yepe3 BIUCOKE 3B’ sI3yBaHHs 3 OLTKaMU.

Ho6iuni peaxuii.

OCKiNBbKH KITIHIYHI JOCIIPKEHHS TIPOBOAATHCS 32 Iy>Ke PI3HUX YMOB, YaCTOTY BUHUKHEHHSI MOOIIHUX
peakuiil y KIHIYHUX JOCTIIKEHHSIX OJHOTO JIKapChKOro 3aco0y HEe MOXKHA O6e3MocepeIHbO MOPIBHIOBATH 3



MOKa3HUKOM, OTPUMAHHUM y KJIIHIYHUX JOCIIKEHHSAX 1HIIOTO JIIKApChKOTro 3aco0y, i OYIKyBaTH TaKOi X
yacTOTH Ha npaktuii. OxHak iHdopMaIlis mpo MoOIvHI peakIlil mij] 9ac KIIHIYHUX JOCIIKEHb 3a0e3mneuye
OCHOBY JJIsl BU3HAUEHHSI MOOIYHMUX peaKiliil, 10 MOXKyTh OyTH TOB’SI3aHUMH 13 3aCTOCYBaHHSM JIKapChKOTO
3aco0y, 1 Il OTPUMAaHHSI MPUOIU3HUX TTOKA3HUKIB YaCTOTH.

Cepen marfieHTiB, siKi 3aCTOCOBYBAJIH LIETICKOKCUO ITiJT 9aC KOHTPOJIbOBAHUX KITIHIYHUX JTOCIIKECHb, SKi

MIPOBOJIAJIN 10 MOTO BUXO/Y HA PHUHOK, MpuOIn3HO 4250 maiieHTiB MaJId OCTEOAPTPUT, MPUOTHU3HO

2100 narieHTiB Manu peBMaToiqHuM apTpuT Ta npudimm3Ho 1050 nmarieHTiB Manu micasonepaniiHui

O11b. binbmre Hixk 8500 marieHTiB 3aCTOCOBYBAJH IIEIEKOKCHO Yy 3araibHii 1000Bii 1031 200 mr (100 mr 2
pa3u Ha 100y a6o 200 mr 1 pa3 Ha 100y) abo Ginbuie, y Tomy uucii 6inbine 400 namieHTiB — y 1031 800 Mr
(400 mr 2 pasu Ha 100Y). [Iprbau3ao 3900 marieHTiB 3aCTOCOBYBAIH IIEIEKOKCHO y ITUX 033X MPOTATOM
6 MicsmiB abo Oinbie; mpubdau3Ho 2300 i3 MUX MAIiEHTIB 3aCTOCOBYBAIH IIeJIEKOKCHO TpoTsroM 1 poky abo
Ounbire Ta 124 3 UX MAIli€HTIB 3aCTOCOBYBAIIM TPOTATOM 2 POKiB a00 OLbIIIE.

Konmponvosani oocniosxcenns 3acmocysanns yenexokcuoy 0Jis IiKY8AHHA apmpumy, siKi npo8oounu 00 U020

8UX00Y HA PUHOK.

VY tabnuni 2 HaBeneHO yci o0iuHI peakiii, He3aJeKHO BiJl MPUYUHHOTO 3B S3KY, 110 OYJIHM 3apeecTpoBaHi y
> 2 % martieHTiB mia 9yac 12 KOHTPOJIbOBAHUX JOCIIHKEHB IIEIEKOKCHOY 3a YJacTIO MAIlEHTIB 3
OCTEOapPTPUTOM 200 PEBMATOITHUM apTPUTOM, L0 BKIIIOYAJIH IPyy Iiane0o ta/abo rpymy NO3UTUBHOTO

KOHTPOJt0. OCKIIBKH 1M1 12 1OCiKeHh MaJIA Pi3HY TPUBAJIICTH 1 Yac BIUIMBY HA MAIIEHTIB Y IUX

JOCIIJIKSHHAX MITr OyTH pi3HUM, IIi IPOLIEHTHI MOKa3HUKH HE B110OpaKkaloTh CyMapHy 4acTOTy BUHUKHEHHS

MOOTYHHUX PEeaKIIii.

Tabmuus 2. [To61uHi peakiii, 110 BUHUKAIX O1TbIe HIK Y 2 % MaIlieHTiB, sKi TPUMaTl HeIeKoKCcHO, i
9ac KOHTPOJIbOBAHMX JIOCIII/PKEHb HOTO 3aCTOCYBAaHHS IS JIIKYBaHHS apTPHUTY, SIKi TIPOBOJIMIIN JI0 HOTO

BUXOJY Ha PUHOK

1JbC Inayebo HAII KD 1Y

N=4146 [ N=1864 | N=1366 | N=387 [ N=345
3 6oky mpagnoco mpaxkmy
bine y nuryHKy 4.1 % 2,8 % 7,7 % 9,0% 9,0%
Hiapes 5,6 % 3,8% 53% 9,3% 5,8 %
Jucnerncis 8,8 % 6,2 % 12,2 % 109% | 12,8 %
MeTteopuzm 2.2 % 1,0 % 3,6 % 4.1 % 3.5%
Hynora 3,5% 4,2 % 6,0 % 3,4 % 6,7 %
3 6oky opeanizmy y yinomy
bine y crimHi 2,8% 3,6% 2,2% 26 % 0,9%
[Mepudepruunnii HaOpsIK 2,1% 1,1% 2,1% 1,0% 3,5%
TpaBma, BHITaIKOBA 2,9% 2,3% 3,0% 2,6% 3,2%
3 60Ky Hepsosoi cucmemu
3anamMopoYeHHS 2,0% 1,7% 2,6 % 1,3% 2,3%
TomoBHwMii OLIIL 15,8 % 20,2 % 14,5 % 155% | 15,4 %
3 6oky ncuxixu
Besconus 23% 2,3% 2,9% 1,3% 1,4 %
3 6oxy ouxanvHoi cucmemu
®dapuHTiT 23% 1,1% 1,7% 1,6 % 26 %
Punit 2,0% 1,3% 2,4 % 2,3% 0,6 %




Cunycur 5,0 % 43 % 4,0 % 5,4 % 5,8 %

[Hdekii BepxHiX TuxanbHUX NUISIXIB 8,1% 6,7 % 9,9% 9,8% 9,9%

3 60Ky wiKipu ma niOWKIPHUX MKAHUH
Bucumnauusg 2.2 % 21% 21% 1,3% 1,2%

IBC — nenexokcud y mo3i 100-200 mr 2 pa3u Ha 100y abo y 1031 200 mr 1 pa3 Ha 100y;
HAII — nanpokcen y no3i 500 mr 2 pa3u Ha 100y;

JK® — nuxnodenak y 1031 75 mr 2 pa3u Ha 100y;

IBY - i6ynpoden y no3i 800 mr 3 pasu Ha 100Yy.

VY mnane60-KOHTPOIhOBaHUX KIIHIYHUX JOCHIHKEHHIX a00 TOCIIHKEHHIX 3 aKTHBHAM KOHTPOJIEM YacTKa
NAI€HTIB, SIKi MPUIMHWIM JIKYBaHHS dyepe3 MoOiuHi peakiii, ctaHoBuia 7,1 % cepes mamieHTis, sKi
3aCTOCOBYBAJIM LIeJIEKOKCHO, Ta 6,1 % cepen mawi€eHTIB, skl OTpuMyBanu 1ianebo. Cepes HAUMOMKUPEHIINUX
MIPUYWH JJIs IPUMTMHEHHS JTIKYBaHHs yepe3 MOo014HiI peakilii y rpynax Mmami€eHTiB, sKi 3aCTOCOBYBAIH
1esekokcuo, Oy aucnerncis ta 0i1b y xuBoTi (0,8 % ta 0,7 % BinnosinHo). Cepen NalieHTiB, sKi
oTpuMyBasu mianeto, 0,6 % mpunuHWIM Horo npuitom uepes aucnerncito, a 0,6 % — uepes 611b y KHUBOTI.

Hwxdesza3naueni mob6iuHi peakiii Oy 3apeectposani y 0,1-1,9 % mnarienris,
ki 3actocoByBanu nenekokcud (100-200 mr 2 pa3u Ha 100y a6o 200 mr 1 pa3 Ha 700Yy).

3 6oxy mpasnoco mpaxmy: 3anop, TUBEPTUKYIIT, qucdaris, BiIpmwKKa, e30(arit, TaCTpUT, FaCTPOCHTEPHT,
ractpoe3odareaabHuil pedIIroKc, FeMOpO, XiaTalbHa IpriKa, MEJICHa, CyXIiCTh Y POTi, CTOMATHT, TCHE3MH,
OJIFOBAHHA.

3 60Ky cepyego-cyounnoi cucmemu: TIOTIpIIAaHHS Nepediry apTepianbHOI rinepTeHsii, CTeHOKapais,
imeMiyHa XBopoba cepis, iHpapKT Miokap/a, cepreBa HeIOCTaTHICTb.

3acanvui posnadu: peakuii rinepyyTIMBOCTI, aJIeprivyHi peakuii, O11b y TpysX, KicTa (6e3 10JaTKOBUX
YTOYHEHB ), TCHEPATI30BaHUA HAOPSK, HAOPSIK OOTHYYS, ITiIBUIIICHA BTOMITFOBAHICTh, rapsiuKa, IPHUILTUBH,
TPUIOTNOAIOHI CUMIITOMH, O171b, Iepu(epudHmii 0171b, epudepuyHuil HAOPSIK/3aTPUMKa PIAUHU.

3 boky yenmpanvroi ma nepugepuunoi Hepgosoi cucmemu: CyJJOMH HIT, TIIEPTEH31s, TIMIECTE3is, MITPEHb,
napecTesisi, BEpTHTO.

Po3znaou cnyxy ma secmubynapnoeo anapamy: TIyXx0Ta, IIyM Y ByXax.
Topywennsn yacmomu cepyegux CKOpoueHb ma cepyeso2o pummy: BITIyTTs CEpLUEOUTTA, TaXiKapIis.

3 6oky eenamobiniapnoi cucmemu’: IABUIICHHS PiBHA MEYiHKOBUX ()EPMEHTIB (y TOMY YHCII ITiBUIICHHS
piBas ACT Ta AJIT).

3 boky memabonizmy ma xapuysanHs: MiIBAIICHHS PIBHS a30Ty CeYi, IiBUIIICHHS PiBHS
KpeaTuH(poc]OoKiHA3H B MIIa3Mi KPOBI, T1IEPXOIECTEPHUHEMIs], TINEPTITiKeMisl, TIMOKaTIeMis, MMiBUIICHHS
piBHS HEO1IKOBOTO a30TY, IMiIBUIICHHS PiBHS KPEaTHHIHY B KPOBI, ITiIBUIICHHS PiBHS CEUOBHHHU B KPOBI,
MiBUIICHHS PiBHS JTyX)HOI (hocdaTazu, 301IbIICHHS MacH Tijia.

3 6oky Kicmkogo-m 5130801 cucmemu ma CROIYYHOI MKAHUHU. APTPANTisl, apTPO3, MIiaJITis, CHHOBIT,
TEHUHIT.

3 6oky mpomboyumis (kposomeua abo 320pmantsi Kposi): eKXiM03, HOCOBa KPOBOTEUa, TPOMOOITUTEMISI.
3 60Ky ncuxiku: aHOPEKCis, CTPUBOXEHICTb, MIIBUILEHUI alleTUT, 1enpecis, HEPBO3HICTh, COHJIUBICTD.
3 6oky kposi.: aHeMil.

3 60Ky ouxanvnoi cucmemu.: OPOHXIT, OPOHXOCTIAa3M, IOCHIIEHHS! OPOHXOCa3My, Kalllellb, 3a/I11IKa,
JIAPHHTIT, THEBMOHISI.

3 60Ky wiKipu ma niOWKIpHUX MKAHUK: aJoNeLis, JepMaTUT, peakiii (OTOUyTIUBOCTI, CBEPOIK,
epUTEeMAaTO3H1 BUCHUIIAHHS, MaKyJIO-TIAITyIb03HI BUCHITAHHS, 3aXBOPIOBAHHS IIKIPH, CYXiCTh LIKipH,
ITiIBUIIICHA MITIUBICTh, KPOIIUB STHKA.

Posnaou 6 micyi 3acmocysanus.; NaHIKyJIT, KOHTAKTHAN 1€PMATHUT.



3 60Ky ceuosudinbHoi cucmemu: anbOyMiHypisl, HUCTHUT, AU3YPisl, TeMaTypis, YacTe CEYOBUITY CKaHHS,
cevyokam’stHa XBopooa.

Huoicuezaznaueni cepiiozni nobiuni peakyii (npuyuHHUll 368 930K He OYIHI08ABCS) OYIU 3aPeECmpPOBaHti y
< 0,1 % nayicnumis.

3 boky cepyeso-cyounnoi cucmemu: HEIPUTOMHICTD, 3aCTiHA ceplieBa HENOCTATHICTD, (1OPUIISILis
IIUTYHOYKIB, TPOMO0OEMOO0JTisI JIETEHEBO1 apTepii, rocTpe MOPYIIEHHS MO3KOBOTO KPOBOOOITY, IepudepruiHa
ranrpeHa, TpomMoogeoiT.

3 60Ky WLIYHKO0BO-KUWKO8020 MpaKkmy’: KpOBOTEYA 3 IITYHKOBO-KHIITKOBOTO TPAKTY, BUpa3Ka
JBAHAAISTUIIATION KUIIIKH, BUpa3Ka IUTyHKY, BUpa3Kka CTPABOXO/1y, BUpa3Ka KUIICYHUKA, BUPA3Ka TOBCTOT
KHIIKY, HEMPOXIAHICTh KAIIEYHUKY, TIepQopallisi KHIIICYHUKY, ITYHKOBO-KUIIIKOBA KPOBOTEYA, KOJIIT 3
KpOBOTEUEl0, nepdopallis CTPaBOXO1y, HTAaHKPEATHT, KUIIKOBA HETIPOXiIHICTb.

3azanvHi po3nadu: CENICUC, PAITOBUN JICTATHHUI HACIIIOK.
3 60Ky neuinku ma H#o84H020 Mixypa. XOJemiTias.
3 boky kposi ma nimpamuunoi cucmemu. TPOMOOIIUTOTICHIS.

3 6oky Hepsosoi cucmemu: aTakcis, cyinuy (IuB. po3ait «B3aeMomis 3 IHIIUMU JTIKAPCHKUMH 3aC00aMu Ta
IHII BUIM B3aEMOIII»).

3 6oky HupoK: TOCTpa HUPKOBA HEAOCTATHICTD.

JlociipKEeHHS JOBIOCTPOKOBOI O€3IIeKH 3aCTOCYBaHHS LIEIEKOKCHUOY JUISI JIKYBAHHS apTPUTY.

I'emamonoeiuni poznaou.

YacToTa BUMAAKIB KIIHIYHO 3HAYYIIIOTO 3HUKEHHS PiBHSA reMoryio0iHy (> 2 /1) Oyna Hibk4a y MaIfi€xTiB,
K1 3aCTOCOBYBaJH 1ejekokcu6 y 1031 400 mr 2 pasu Ha 100y (0,5 %), TOpiBHAHO 3 Malli€HTaMH,

K1 3aCTOCOBYBaIU JUKiIodeHak y 1031 75 Mr 2 pa3u Ha 100y (1,3 %) abo i0ynpoden y 1031 800 mr 3

pasu Ha 100y (1,9 %). Taka MeHIIa 4acToTa peakiliii mpu 3acTOCYyBaHHI LIEIEKOKCHOY 30epiranacs sk Ha T
MPUHOMY aleTUIICATIITMIOBOI KUCJIOTH, TaK 1 6€3 HbOro (IUB. po3ai1 «DapMakoIHHAMIKAY ).

Ipununenns nikysamnms /ceptio3ni nobiuHi peaxyii.

CyMapHa yacToTa MpUIHUHEHHS 3aCTOCYBaHHS IIEJIEKOKCUOY, AuKIodeHaky Ta i0ynpodeHy yepes mooiuHi
peaxiii 3a 9 micsiiB, po3paxoBaHa 3a metoaoM Kamnana — Maiiepa, ctanoBuna 24 %, 29 % ta 26 %
BianoBigHO. YacToTa cepiio3HUX MOOIYHUX peakiiil (TOOTO TaKuX, IO MPHU3BOAATH 0 TOCHITali3alii abo
CTaHOBIISITh 3arpo3y IS KUTTS MallieHTa, abo 1HIIUM YHHOM SBJISIOTH COOOI0 BaXKITMBI MEMYHI PeaKilii),
HE3AJIeKHO BiJl MPUUMHHOTO 3B’SI3KY, Y PI3HUX JOCIHIHKYBAaHUX Ipylax NamieHTiB He BigpizHsuacs (8 %,
7 % Ta 8 % BiAMOBIIHO).

JlociKeHHs 3aCTOCYBAHHS LIEJIEKOKCUOY ITPU JIKYBAHHI FOBEHUILHOIO PEBMATOIAHOIO apTPUTY.

VY 12-T>kHEBOMY MOJABIMHOMY CHINOMY JAOCHTIIKEHH] 3 aKTUBHUM KOHTpoJieM 242 Mali€HTH 3 I0BEHUTbHUM
PEBMATOiTHUM apTPUTOM BIKOM Bif 2 10 17 pOKiB 3aCTOCOBYBAJIM IEJIEKOKCUO ab0 HAMIPOKCEH, 77 MAIll€HTIB
13 IOBEHUJIbHUM PEBMATOiJHUM apTPUTOM 3aCTOCOBYBAIIU IENEKOKCHO y 1031 3 MI/KT 2 pa3u Ha 100y, 82
MAI[IEHTH 3aCTOCOBYBAJH IEJIEKOKCHO Y 71031 6 MI/KT 2 pas3u Ha 00y Ta 83 MmaIieHTH 3aCTOCOBYBAIH
HanpoKceH y 1031 7,5 Mr/kr 2 pa3u Ha 100y. Halinommupenimmmu no6iunumu peaxuismu (35 %), 1o
peeECTpYBAIINCS Y MAIIEHTIB, SIKi 3aCTOCOBYBAJIH IEJIEKOKCHO, Oy TOJOBHUMN O1J1b, T ABUIIICHHS
TeMIeparypu (rimeprepmisi), 6171b y BEpXHiil YaCTHHI )KUBOTA, KallleNb, Ha30(apHUHTIT, O1b Y KHBOTI,
HYJI0Ta, apTpauris, aiapes Ta 6moBanHs. Haltnommpenimumu nmoGivanmu peakuismu (3 5 %), mo
peecTpyBalnCs y Mali€HTIB, sIKI 3aCTOCOBYBAJIM HAMIPOKCEH, OyJIM TOJIOBHUH 0171k, HYJ0Ta, OJIOBaHHS,

i ABUIEHHS TEMIIEpaTypH, Oib y BEpXHil YaCTHHI )KUBOTA, Jliapesi, Kaleyib, O1b y )KUBOTI Ta
3amaMopodeHHs (auB. Tabmnuito 2). [1ig yac nporo 12-TuKHEBOTO MOABIMHOIO CIMOT0 AOCTIIKEHHS 13
3aCTOCYBaHHSAM IIeJIEKOKCHOY y 103ax 3 Ta 6 MI/Kr 2 pa3u Ha 700y MOPIBHSIHO 3 HAPOKCEHOM MIKiTTHBOTO
BIUIMBY Ha 3pOCTaHHs Ta PO3BUTOK HE criocTepiraiiocs. Mk rpynamu JIiKyBaHHS HE CIIoCTepiraiu
3HAYYIIUX BiZIMIHHOCTEH y KUTBKOCTI KJIIHIYHHUX 3ar0CTPEHb YBEiTy a00 CHCTEMHHX O3HAK IOBEHIJIBHOTO
PEBMATOIHOTO apTPUTY.



VY 12-TrxHeBi BiAKpUTIH po3mupeHiit a3l OMUCaHOT0 BUIIE MOIBIHHOTO CIIMOTO JTOCTIIKECHHS

202 nartieHTH 3 I0OBEHIJIbHUM PEBMATOITHUM apTPUTOM 3aCTOCOBYBAIIH IIEJIEKOKCUO Y 71031 6 MI/KT 2 pa3u Ha
n00y. Yacrora mobiuHuX peakiiid Oyna nogiOHO0 10 MOKa3HUKA, OTPUMAHOTO I1i]] Yac MOABIHHOTO CIINOro
JOCITIDKEHHST;, HE CIIOCTEPITaliv KOIHUX HEOUIKYBAaHUX KJITHIYHO 3HAYYIIUX MOOIYHUX PEaKIIiil.

Tabmuis 3. [ToGivHi peakitii, 10 BUHUKAIN Y 3 5 % MalieHTIB 13 IOBEHUILHUM PEBMATOITHIUM apTPUTOM Y
OyIb-sIKii 3 TPy JIIKyBaHHs, PO3MO/ALJIEH] 32 CUCTEMHO-OPraHHUMU KJ1acamu (% BiJl KUTBKOCTI MAlli€HTIB 3
MOOIYHUMU PEAKIIiSIMH )

Knacu cucmem i opeanie Bci 0o3u 2 pazu na 006y
L]enexoxcub Lenexoxcub Hanpoxcen
3 me/xe 6 me/ke 7,5 me/xe
N=77 N=82 N=83
Byne-sika peakiiis 64 70 72
3 00Ky oprasiB 30py 5 5 5
3 OOKy TpaBHOTO TPAKTY 26 24 36
Binb y xuBOTI 6€3 101aTKOBUX YTOUYHEHB 4 7 7
binb y BepxHiil 4acTHUHI )KUBOTA 8 6 10
btoBanHs 6€3 101aTKOBUX YTOUHEHD 3 6 11
Hiapes 6e3 10AaTKOBUX yTOUHEHb 3) 4 8
Hynora 7 4 11
3aranbHi po3iaan 13 11 18
[ipekcis 8 9 11
[adexmii 25 20 27
Hazodapunrit 5 6 5
TpaBma Ta OTpy€HHS 4 6 5
PesynbTaTi 71a60paTOPHUX AOCIIKEHD 3 11 7
3 OOKY KICTKOBO-M’SI30BOT1 CHCTEMU 8 10 17
ApTpanris 3 7 4
3 00Ky HEPBOBOI CHCTEMH 17 11 21
['onoBHuii 611 6€3 JOJATKOBUX YTOYHEHD 13 10 16
3amaMopoYeHHs (3a BUHATKOM BEPTHUIO) 1 1 7
3 00Ky AMXaJbHO1 CUCTEMU 8 15 15
Kamens 7 7 8
3 OOKy MIKIpH Ta MiMIKIPHUX TKAHUH 10 7 18

* BiXuIeHHs BiJ] HOPMH pe3yNbTaTiB 1ab0paTOPHUX JAOCIIKEHb, SKi BKIIOYAIOTh 301TbIIEHHIA
aKTMBOBAaHUH YaCTKOBUI TPOMOOIIIIACTUHOBHUH Yac, OakTepiypito (0e3 J0AaTKOBUX YTOUHEHb ), i ABUILICHUN
piBeHb KpeaTuH(GOCHOKIHA3M Y MIa3Mi KPOBi, TO3UTUBHUN PE3YJIbTAT MOCIBY KPOBI, IMiIBUIIICHUA PIBEHB
TJIIOKO3U B IJ1a3Mi KPOBI, MMiJIBUIIEHUH apTepialbHUI TUCK, MMiIBUIIEHUI piBEHb CEYOBOT KHCIOTH B IJIa3Mi
KpOBI, 3HI)KCHHUI T€éMaTOKPHUT, HAsIBHICTh TeMaTypii, 3HWKEHUN PIBEHb TeMOTJI001HY, BIIXUJICHHS BiJl HOPMH
010XIMIYHHMX MOKa3HUKIB (PyHKIIT meuiHky (0e3 101aTKOBUX YTOYHEHb), HaABHICTh MPOTEIHYPIi,
TiIBUILICHHS PI1BHS TpaHcaMiHa3u (0e3 J0/IaTKOBUX yTOYHEHbB), BIIXWICHHS BiJ] HOPMHU MTOKAa3HUKIB aHATI3y
ceui (0e3 JOAATKOBUX YTOUHEHD).



TH11 nocnipKkeHHsl, SKi IPOBOAWIIN JI0 BUXOIY LIEIEKOKCHUOY HA PUHOK.

Tlo6iuni peaxyii, 3apeecmpoBani y 00CAi0HCEHHAX NIKYBAHHS AHKIIO3YI0U020 CHOHOUAIMY. 3arajioM
[[EeKOKCHO oTpuManu 378 MalieHTiB y mane00-KOHTPOJIbOBAHUX JOCIIIKEHHSAX 1 TOCIIHKCHHSIX 3
AKTUBHUM KOHTPOJIEM JIIKYBaHHS aHKIJIO3yI0UOTO CIOHAWIITY. JloCmiIKyBaau 3acTOCyBaHHS 1IEJIEKOKCHOY
y no3ax 10 400 mr 1 pa3 Ha 100y. Tunu noGIYHUX peakiiid, Ipo AKi MOBIAOMIISIIH Y TOCTIIKECHHIX
JKYBaHHS aHKIJIO3YIOUOTO CIIOHAMIIITY, OYyJIM TOIIOHUMH JI0 TUX, TIPO K1 TOBIAOMIISITN Y TOCIIIIPKEHHSIX
JKyBaHHS OCTEOAPTPUTY/PEBMATOIIHOTO apPTPHUTY.

Tlo6iuni peaxyii, 3apeecmposani y 00CAi0OHCeHHAX 3HeDON08AHNHS Ma NIKY8aHHs oucmeHnopei. IIpubau3Ho
1700 narieHTiB 3aCTOCOBYBAIH IEIEKOKCHUO Y JOCITIKEHHAX 3HEOOICHHS Ta TUCMEHOpei. Y TOCTIHKEHHSIX
3 y4acTIO TIAII€HTIB 13 00JIEM BHACIIIOK XIPYPTid4HOI Omeparlii B pOTOBIN MOPOKHUHI BC1 YYACHUKH
OTPUMAIIH PA30BY J03Y AOCTIIKYBAHOTO LEJICKOKCUOY. Y MOCIIHKEHHSX JIIKYBaHHS IEPBUHHOI TUCMEHOPET
Ta OOJIIO MICJIS OPTONEIUYHOTO XIPyprivHOTO BTPYUYAHHS JTOCIIIKYBaIU 3aCTOCYBaHHS 1IEJIEKOKCHOY Y
no3ax 10 600 Mr Ha 100y. Tunu MoGIYHUX peakxiii, Ipo AKi MOBIAOMIISIIHN Y TOCTIIKCHHAX 3HEOOTIOBaHHS
Ta JIKyBaHHS JUCMEHOpET, OyJIM TaKUMH K, SIK 1 Ti, PO K1 MTOBIIOMIISUTA Y AOCTIDKCHHSIX apTPUTY.
€IMHOIO 10/1aTKOBOIO 3apPEECTPOBAHOIO TOOTYHOIO PEAKINIEI0 Y TOCTIKEHHAX 000 MICIs XipypriyHOTro
OpPTONEANYHOTO BTpy4YaHHS OYB allbBEOJISIPHUI OCTUT MICIIsT €KCTPAKIIii 3y0a (JTyHOUKOBHI
MOCTEKCTPAKLIHHUHI aJbBEOIT).

Jocmimkenas PreSAP ta 1ociaipKeHHs 3aCTOCYBAHHS [EJIEKOKCUOY JUTST IPOUIAKTUKN aJ€HOMMU.

Tob6iuni peaxyii' y 00620cmpoKogux niayedo-KOHmMpoIbO8AHUX OOCAIONCEHHSX I3 NPOGIIaKmuKy noainis.

BrumiB nienexokcnOy Ha MaIi€eHTIB y TOCHTIKEHHI 3aCTOCYBAaHHS IIEJIEKOKCUOY M1t TPO(ITAKTUKH aJIECHOMU
ta gociimkeHHi PreSAP cranoBuB 400-800 mr Ha 100y pOTATOM TIEPioAy A0 3 POKIB.

Jlesiki moO14yH1 peakxilii BAHUKAIW y OLIBIIIOr0 BiJICOTKA MAIIEHTIB, HIXK 1] 9ac TOCIIIKEHb [IETEKOKCHOY
IUISL JTIKYBaHHS apTPUTY, sIKi IPOBOAMIIN 10 HOTO BUXOAY Ha PUHOK (TPHBAJICTH JIKYyBaHHS — 10 12 THXKHIB).
VY Tabnui HK4Ye HaBeIeHI MOOIYHI peakIlii, Ikl BAHUKAJIW YacTillIe y TMaI[l€HTIB, SKi 3aCTOCOBYBaIH
EJIEKOKCUO, TIOPIBHSHO 3 Malli€eHTaMH, K1 Opajy y4acTh y JOCIIKEHHIX [ETICKOKCHOY ISl JTIKYBaHHS
apTpUTy, 110 OyJIU IPOBEICHI /10 HOTO0 BUXOy Ha PUHOK.

Tabmuug 4
1lo6iuni peaxyii Lenexoxcub Ilnayebo N=1303
(6i0 400 00 800 me na 0ooy), N=2285
Hiapes 10,5 % 7,0 %
lNactpoesodareansua pedrokcHa xBopoOa 47 % 3,1%
Hynora 6,8 % 5,3%
BiroBauns 3,2% 21%
3aaumika 2,8 % 1,6 %
AprtepianbpHa rinepTeHsis 12,5% 9,8 %
Hedpomnitiaz 21% 0,8 %

HacrymHi nomatkoBi mo6ivHi peakiii crioctepiranu y > 0,1 % ta < 1 % nari€eHTiB, SKi 3aCTOCOBYBaIIN
IEJICKOKCHO, Ta 9aCTOTa SKUX IEPEBUIIlyBalla YaCTOTY BUHUKHEHHS IIPU MPUHOMI T1anedo y
JOBrOTPUBAJIMX JOCIIIHKEHHX 13 TPOQ1IaKTUKHY TIOMIIIB, Ta MPO HUX a00 HE TOBIJOMIISUTH ITi]T 9ac
KOHTPOJIbOBAHUX JIOCII/KEHB LIEIEKOKCHOY sl TIKYBaHHS apTPUTY, SKi IPOBOAMIM A0 HOTO BUXOIY Ha
PHHOK, a0o0 iX criocTepiraiy 3 OUTBIIOI0 YaCTOTOO y TPUBAJIHX TUIAI[e00-KOHTPOIBOBAHUX JOCIIKCHHSX 13
npo(iaKTUKH MOMIMIB:

3 6oky nHepsosoi cucmemu: IMIEMIYHUHN THCYIIBT.
3 60Ky opeanis 30py: NOMYTHIHHS CKJIONOAIOHOTO Tijla, KPOBOBHJIUB Y KOH IOHKTHUBY.

3 boky opeanie ciyxy ma pienosazu: JTaOIpUHTHT.



3 60ky cepys: HecTablbHA CTEHOKapAis, (PyHKIIIOHAIIbHA HEJJOCTATHICTh A0PTAIBHOTO KJIANlaHa,
aTepOCKIIEpO3 KOPOHAPHOI apTepii, CHHycoBa Opaaukapis, rinepTpodis mTyHOUYKa.

3 6oky cyoun: TpoM003 TIIMOOKUX BEH.
3 60Ky penpodykmusHoi cucmemu ma MOJIOYHUX 3a7103. KiCTa S€UHUKA.

Peszynomamu nabopamoprux 0ocniodcers: MABUIICHUN TUIA3MOBHIA PIBEHB KATi0, ITiIBUIIEHUH IIAa3MOBUH
pIBEHb HATPIIO, MIABUIIICHUH TUIa3MOBUI PIBEHb TECTOCTEPOHY .

Tpaema, ompyenna ma ycKiaoHeHHs: npoyedyp. eMKOHAWIIT, PO3PUB CYXOKHUILIS.

[Ticns BUXOAY Ha PUHOK IEIEKOKCUOY Oy BUSIBIICHI 3a3Ha4YeH1 HUKYE MOOIYH1 peakifii. OCKUIbKY 111
peaxiiii moBiAOMIISIOTECS Ha TOOPOBUIBHIM OCHOBI BiJl HEBITOMOI KiTBKOCTI MAIII€HTIB, HE 3aBXKIH MOXKIIUBO
JIOCTOBIPHO OIIIHUTH 1X 4aCTOTY a00 BCTAHOBUTH MPUYWHHUN 3B’ 30K 13 BILTUBOM IEJICKOKCHOY .

3 6oky cepyego-cyounnoi cucmemu: BaCKyJIiT, TpOMO03 TTHOOKHX BEH.
3azanvni poznaou: anahinakTOiIHA PEaAKIlis, AHT1OHEBPOTHYHUN HAOPSIK.

3 6oky neuinku ma JHco84H020 MiXypa. HEKPO3 TICUiHKH, TETIaTUT, )KOBTSHUIIS, TIEUiHKOBA HEAOCTATHICTh
(1HO1 3 JIeTaTLHUMHU HACIIKaMH a00 Taka, 10 BUMarae TpaHCIUIAHTAIlll IEYiHKN ), QyJIbMIHAHTHUHN TeaTUT
(iHOM1 3 JIeTaTbHUMH HACTIAKAMU ), IEYIHKOBHI HEKPO3, X0JIECTa3, X0JIECTATUIHHIIA IeIaTHT.

3 boky kposi ma nimgpamuunoi cucmemu. arpaHyJIOIUTO3, ATUIACTUYHA aHEeMIsl, ITAHITUTOIICHIs, JICUKOTICHIS.
Memaboniuni po3nadu: TINOTIIKEMis, TIIOHATPIEMIS.

3 60Ky HepBosoi cucmemu: aCEITUYHUN MEHIHTIT, areB3isi, aHOCMisl, BHYTPIIITHbOUEPEITHUN KPOBOBUJIUB
(BKITIOYAIOYH JICTALHUIN BHYTPIITHBOYESPEITHUN KPOBOBUIIHB).

3 60Ky HupoK: THTEPCTUIIIATBHUN HEDPUT, TYOYIOIHTEPCTUIIATBHUN HEDPUT, HEPPOTUUHUN CHHIPOM,
TJIOMEPYJIOHEPPUT 13 MiHIMATIBHUM ypPasKeHHSIM.

Tlosioomnenns npo niodo3prosani nobiuHi peaxyii.

[ToBimomiIeHHS PO IMi103PIOBaHI MOOIUHI peakilii, 10 BUHUKIIM MICIISI PeECTpallii JIIKapchbKoro 3aco0y, ayxe
BaxJuBi. Lle mae 3Mory mocTiiHO crocTepiraTH 3a CIiBBIAHOIIEHHSIM KOPUCTI/PU3UKY TIPH 3aCTOCYBaHHI1
JiKapchbKoro 3aco0y. [IpamiBHUKHM CUCTEMU OXOPOHU 3/10pOB’sI MOBHHHI OBITOMIISITH PO Oy 1b-5IK1
I1/103pIoBaHi MOOIYHI peakilii uepe3 HallloOHAJIbHY CUCTeMY (papMaKOHATIIsTy .

Tepmin npuoamnocmi.

3 poxu.

YmoBu 30epiranus.

30epiratu pu Temreparypi He Bumie 25 °C y HEAOCTYITHOMY JUIS JiT€H MicCIIi.

YnakoBka.

Kancynu tBepai, mo 100 mr: mo 10 kancyn y 6mictepi; mo 2 abo 5 6iictepiB y KapTOHHINH KOPOOIIi.
Kancynu tBepai, mo 200 mr: o 10 kancyn y 6mictepi; o 3 a6o 5 6iicTepiB y KapTOHHIN KOPOOII.

Kareropis Bignmycky.

3a pelenTtom.

Bupoouuk.

YOPJIJI MEJJULIMH IJTAY CAH. BE TIJDK. A.IIL./
WORLD MEDICINE ILAC SAN. VE TIC. A.S.



Micue3Haxoa:keHHs1 BAPOOHUKA Ta ajJpeca Micls MPOBAIKEeHHS HOro AislJIbHOCTI.

15 Temmy3s Maxarmrern [Jxami Moy Txamgeci Ne50 Ionennti Barmxunap/Cram6yin, Typeaunna/
15 Temmuz Mahallesi Cami Yolu Caddesi No:50 Gunesli Bagcilar/Istanbul, Turkey.

3asiBHUK.

YOPJIA MEJJMLIH IJTAY CAH. BE TIJIX. A.I1l., Typeuunna/
WORLD MEDICINE ILAC SAN. VETIC. A.S., Turkey.



