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IHCTPYKIIA
AJIS MEAHIHOI0 3aCTOCYBAHHA JIKAPCHKOro 3aco0y

Jlopicta® H 100
(Lorista® H 100)

Crnao:

0iloyi peuosunU: 103apman, 2iopoxiopomiasuo;

1 Tabmerka, BKpHMTA ILIiBKOBOK 000IOHKOIO, MicTuth 100 Mr nosaprany kamito Ta 12,5 Mr
TipoXJIopoTia3uiy;

OONOMIICHI pe4o6uHU. KPOXMAlh NPEXENaTHHI30BaHMM, HENO0103a MiKpPOKPHCTAIIYHA, JAKTO3H
MOHOTI/IpaT, MarHilo cTeapar, rinpomenosa, Makporox 4000, Turany gioxcun (E 171), Tansk.

Jlikapcbka ¢gopma. TaGeTku, BKPHUTI ILTiBKOBOIO 0OOIOHKOIO.
Ocnosni  ¢hisuxo-ximiuni eénacmugocmi: OBajubHi, MBOONYKI TabNeTKH, BKPHTI IUIIBKOBOIO
000JIOHKOIO, O1JIOT0 KOJBOPY .

dapmakoTepaneBTH4HA rpyma. AutaroHictd amriotemsmny II Ta niyperuxu. Jloszapran Ta

JiypETHKY.
Kox ATX C09D AO01.

®apmMaKoIorivHi BJaCTHBOCTI.

Dapmakoournamika.

Jlosapras Ta riipoxaopoTiasus

JloBeieHO, MO TiMOTEH3MBHA Aifl KOMIOHEHTIB Ipenapary aluTHBHA, TAKAM YMHOM, 338CTOCYBAaHHS
KOMIIOHEHTIB Ipenapary pa3oM OLUIBLIOI MIpOIO 3HIDKYE apTepialbHUil THCK, aHDK iX mpuioM
okpemo. BpaxaeThcs, Mo epeKT € pe3ynbTaTOM CYNyTHBOI Aii 000X kommoHneHTiB. Kpim Toro,
BHACJIIIOK AlypeTHYHOro e)eKTy riApoXIopoTiasky 301Nbliye aKTUBHICTb PEHiHy Y ILIa3Mi KpoBi T2
BH/IIIEHHA AIbJOCTEPOHY, 3HIDKY€ KOHIEHTpALio Kaitito i 30imbiye piBeHb aHrioteHsusy II y
mnasMi xpoBi. IIprifom nosaprany Grnokye Bei isionoriuni edextn anriorensuny Il i BHacmizok
IpUTHiUYCHHS eEKTiB ATbJOCTEPOHY MOXE MOCIaOUTH BTPaTH Kalilo, OB’ A3aHi i3 3aCTOCYBaHHAM
IiypeTHKa.

Jlosapran uMHUTH MOMIpHY Ta MEHYILy yPHKO3YpHUHY Aif0. I'iApoxnopoTiasua He3HAYHOK Mipoio
nigBHuIye piBeHb CE4OBOI KHMCIOTH B KpoBi; KOMOiHamis jozapraHy Ta TiJpOXJIOpOTiasdmy
10CIa0IOE Tiepy PUKEMII0, CIPHYMHEHY iy pPETHKOM.

AnTHrineprensuBHMi edekT npemnapary 36epiracThes MPOTAToM 24 TOIMH, a TaKOXK 30epiracTsest
TPH TPUBATOMY 3aCTOCYBaHHi. ¥V KIiHI4HHX JOCIIIKCHHSX TPHBATICTIO IOHAHMEHIIE OJWH DIk
AHTHUTiNEpPTEH3UBHUI edeKT 36epirascs npu Ge3mepepBHOMY JiKyBaHHi. He3paxaroun Ha CyTTEBE
3HIKEHHS apTEPIAILHOTO TUCKY, TEpallis NMpenapaTtoM KIiHIYHO 3HaYyIle HE BIUIMBala HA YacTOTY
CEpLEBHX CKOPOUYEHb. Y KIiHIYHUX JOCIIDKEHHX micid 12 THOKHIB 3aCTOCYBaHHs npenapary 6yio
3apEECTPOBAHO 3HUIKEHHS JiaCTONIYHOro apTepialbHOTO THCKY y TIONIOKEHHI CHISIM B CEPENHEOMY
Ha 13,2 MM pPTYTHOTO CTOBITYHKA.

KoM6inanis no3aprany i rigpoxioporiazumy ebeKkTHBHA UL 3HHKCHHS apTepialbHOrO THCKY Y
4OJIOBIKIB i y XKiHOK, HAIli€cHTiB HErpOimHOI Ta €BPOIEOIAHOI pac, MalieHTiB cepeaHboro (< 65

poKkiB) Ta JiTHROro BiKy (> 65 poKiB), a Takox e(peKTHBHA HA YCiX CTafisX aprepialbHO
rinepTeHsii. Y3romkeHo 3 MaTepianamu
Jlo3apran PEeeCTpaLiiiHoro 10ChE



Jlo3apTaH — Ile CHHTETHUYHH aHTAarOHICT penenTopa aHrioTeH3uty II (tun ATi) ans nepopaibHOIO
3aCTOCYBaHHS. AHTiOTeH3HH 1, MOTY)XHHIl CyIMHO3BYXyBalbHHUi 3aCi0, € HEPBHHHUM AKTUBHUM
TOPMOHOM pEHiH-aHTiOTEH3WHOBOI CHCTEMH i BaXUIMBMM BH3HAYAIbHUM (GaKToOpoM narodizionorii
aprepianbHOi rimepreHsil. AHrioTensuH Il 3B’s3y€ThCS 3 pelENTOpaMU ATi, ski MiCTATBCA Y
6araThoX TKaHHHAX (HANPHKIAJ y TIANKMX M’S3aX CyJHH, HATHUPKOBUX 3a7103aX, HUPKaX i cepi),
i BHSBJISIE KiIbKA BAXCTABHUX Gi0JOTUHHUX e(EKTiB, y TOMY YUCIi Ba3OKOHCTPHKINIO T2 BUBLILHEHHS
anbaocTepoHy. Anriotensut Il Takox CTHMYITIOE Mpoidepaniio KIITHH I1aIKHX M’ A3iB.

Jlozapran cenextuBHo Ginokye penentop ATi. B ymoBax in vitro Ta in vivo J03apTaH i #oro
(apMakonoriyuHo aKTHBHHN MeETaboIiT — KapOOKCHIBHA KHCIOTa (E 3174) — GnokywoTh yci
dizionoriuno 3rauymi edexru anriorensuny I HezanexHO B kepena abo UUIAXY CHHTESY.
JlosapTan He 3B’A3y€ i He GNOKYe pEleNTOpH iHIIMX TOPMOHIB Ta iOHHI KaHAIH, BOKJIUBI UL
perymsmii misneHOCTI cepueBo-cyauHHOI cucTemu. KpiM 1poro, j03apraH HE BIUIMBAE Ha Iito
AHiOTeH3HHICPETROPIOBATbHOTO (epMenty (kinasa II), sikmii BigmoBigae 3a PO3UICIUICHHS
6panukininy. ToMy He Bia3Ha4AIOThCS HeOaXaHi PEaKIlii, 0B s3aHi 3 MiABHIIEHOIO KOHI[CHTPAII€I0
Opanukininy. [Ipn BBeJcHHI H03apTaHy rajlbMy€TbCS HEraTHBHA Iist aarioreH3uHy Il Ha yTBOpPEHHS
peHiHy, IO TMpPHU3BOAMTH AO MiJBHINEHHS AKTUBHOCTI PeHiHy Y mwiasMi kpoBi. lligBrieHHs
AKTHBHOCTI PEHiHy NpU3BOAWTH A0 MifBHINEHHS piBHs anriorensuny II y IIasMi  KpoOBi.
HesBakaroun Ha 1ie, aHTUTiNepPTCH3NBHA aKTHBHICTh Ta 3HUKCHHS PIBHS albJOCTEPOHY y IUIa3Mi
KpOBi 30€piraloTbes, IO BKasye Ha epexThpHE OJOKYBaHHS pellenTopa anriorensuny II. ITicms
NPUIMHEHHS Tepaiii JI03apTaHOM AaKTHBHIiCTb PpEHIHy Y mIasMi KpoBi Ta KOHIEHTpaIlisd
aHrioteHsuny Il mpoTAroM TpHOX JHIB IOBEPTAETHCSA 10 HOPMH.

Jlo3apras Ta HOro OCHOBHHH aKTHUBHMII MeTaGONIT Gimbml 37aTHI O 3B°A3yBaHHA 3 PEUENTOPOM
AT\, Hix i3 penenropom AT:. AxkTuBHHIT MeTabOIIT, 32 po3paxyHKamMu 06’ €MHOTO BijgcoTka, y 10—
40 pasis e)eKTUBHIIIMH, HiX J03apTall.

V 10CTimKeHH i, creliaibHo pospob/IeHOMY JUTS OIHKH 9AaCTOTH BHHHKHCHHS KAIILTIO y NALi€HTIB,
AKi OTPHMYBAIH JI03ApTAll, NOPIBIHO 3 MAIICHTAMH, AKi OTPUMYBATH iuri6itopn AIl®, vactoTta
BUHUKHEHHS KAITIO, 0pO $Ky NOBiIOM/IAIM TNAIli€HTH, $Ki OTPHUMYyBaIH JIO3apTaH abo
1iApORIOPOTiask, 6ya CXOKOI Ta 3HAYHO HIDKYOIO, MK Y MAUiCIITIB, SIKi oTpEMyBaJH iHTIGITOP
AIID. Takox 3arawibHuil analiz ganmux 16 mMomBiMHO CHIMMX KIIHIYHHX DOCITIDKEND 33 YJaCTH)
4131 mamienTa NOKa3aB, IO YACTOTA BUNANKIB PO3BUTKY KalLTO, IPO AKi iHiI[iaTHBHO MOB1IOMILIH
namieHTH, AKi OTpUMYyBamu Jo3apTaH, Oyma cxoxoio (3,1 %) i3 wactoTorO Y MANieHTIB, AKi
oTpuMyBamu 1ianebo (2,6 %) a6o rizpoxnopotiasua (4,1 %), y Toi 4ac SK 1eH NOKA3HUK CTAHOBUB
8,8 % y nauieHTiB, AKi oTpEMyBaiH iHridiropu AIID.

V naujeHTiB 3 apTepialbHOIO TiMEPTEH3i€l0 y IOEIHAHHI 3 MPOTEiHypieio 6e3 HMyKpOBOTo niabety
3aCTOCYBAHHS J103apTaHy KaJlil0 3HAY4HO 3HMXKY€ MPOTEIHYpilO, a TaKoX ¢paxuifiHy eKCKpELiro
anebymiHy Ta IgG. JlosapTan niaTpUMYy€ piBEHb KIyOOIKOBOI dinsrpanuii Ta 3HIKYE GinbTpaLiiHy
dpaxuito. V minoMy Jo3apraH CHpUIHHSE 3HIDKEHHS KOHIEHTpALil CeHOBOI KMCIOTH Y CHPOBATIHi
KpoBi (3a3Buuail < 0,4 mMr/mw), o 36epiracThes y MPOLECi TPUBAIOL Teparii.

Jlozapran He BIUIMBaE Ha aBTOHOMHi pe(IeKcH i He Mae TPHBAJOro BIUIMBY Ha piBeHB
HOpaJipeHaliHy y IIa3Mi KpoBi.

V manieHTiB i3 HEIOCTATHICTIO JIBOrO LLTYHOYKA 3aCTOCYBaHHS JIo3apTaHy B Jo3ax 25 Mr i 50 Mr
CUPMYHHANTO TO3UTUBHI reMOIMHAMIYHI i HCHpOropMOHANbHI edeKTH, IO XapaKTepH3yBalHCH
IMiJABHIIEHHSIM CEPIEBOTO iHAEKCY 1 3HIKCHHSAM THCKY B KiHIEBHX JISTCHEBHX KaIigpax,
3HHOKEHHSM CHCTEMHOrO CY/MHHOIO OIOPY, CEPEAHBOTO apTEpialbHOTO THCKY, & TaKOoX
SHIKEHHSIM 49acTOTH CEPLEBHX CKOPOYeHb Ta DiBHA alIBJOCTEPOHY i HOpajpeHaliHy, IO
IMPKYIIOIOTE y KpoBi, Bixnosinuo. IIpossu aprepianbHOl rimoTeHsii y mi€i rpyms mauieHTiB i3
CEPIIEBOIO HEOCTATHICTIO OYJIH J0303aI€)KHUMH.

JIoCTiDKeHH S Y NAIIEHTIB 3 apTEPIaIbHOIO TNEPTEH3IEI0

V KOHTPONEOBAHUX KIiHIYHUX AOCIIKEHHSAX 3aCTOCYBaHHs Jo3apTaHy 1 pa3 Ha no0y marmieHTaMm 3i
c1abKoI0 Ta IOMIPHOIO ECEHIAIBHOIO TIIEPTEH3IEI0 IO3BOINIIO AOCATTH CTATHCTHYHO 3HATYIOTO
SHIDKEHHS CHCTOIYHOTO T4 HiacTONIYHOrO apTepianbHOr0 THUCKY. BHMipIOBaHHS apTepiajibHOro
THCKY 4epe3 24 FOJMHHU MNCJIs [PHHOMY IIpenapaTy MOPiBHAHO 3 BUMIDIOBaHHAM 4Yepe3 5-6 rogun
micns NPHHOMY [OKA3aIH, IO 3HMKEHHS apTepianbHOrO THCKY TPUBAE BIPOXOBK 24 TOMMH;
npupogHuit moGoBuit puT™M OyB 306epexeHHi. 3HMXKEHHS apTepiabHOr0 THCKY HapUKiHII
iHTepBany mo3yBaHHs ctaHoBUIO 70-80-% Bim edekTy, Mo croctepiraBcs 4epes 5—6 roguH miciA
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npuiioMy mpenapary.

[IpunuHEeHRs NpuioMy JI03apTaHy y NAUi€HTIB 3 apTepiabHOIO TiMEPTEH3I€I0 HE MPU3BOAUIO 10
panToBOrO MiJBHMIIEHHA apTepianbHOrO THCKY (CHHApPOM Biaminu). Hespaxkarouu Ha 3Ha4HE
3HHDKCHHS apTepialbHOrO THCKY, JI03apTaH HE YMHMB KIIHIYHO 3HAYyIIOro BIUIMBY Ha YacTOTY
CepIIEBHUX CKOPOYEHb.

3acTOCYBaHHS JI03apTaHy € OJHAKOBO €()EKTHBHMM y YOJIOBIKiB i XKIHOK, y MOJNOJHX MAIi€HTIB
(< 65 pokiB) Ta y MAIIEHTIB JiTHHOTO BiKy 3 apTepiaibHOIO riNepTEH3ic0.

Hocnimxennss LIFE (Losartan Intervention For Endpoint — gocnipkeHHs BIUIMBY JIO3apTaHy Ha
KiHIIEBY TOUKY 3HHKEHHS TSHKKOCTI apTepiaibHOl rinepTensii)

BigoMmo, Imo iHTepBeHIiHE NOCII/PKEHHs JIO3apTaHy U JOCATHEHHS IILOBOTO 3HMKCHHS
apTepiabHOTO THCKY IIpH apTepianbHiil rimeprensii (mocmimkerns LIFE) Gyno panmomizoBaHuM,
MOTPifiHO CIiMMM JMOCHi/KEHHAM 3 aKTHBHAM KOHTpoleM 3a ydacTio 9193 mnauienris 3
apTepianbHOIO TinepTeHsicto BikoM Bix 55 xo 80 pokiB, siki May rinepTpodiro JTiBOro LLTyHOYKa 32
pesymbraTamu  EKT'. IlamicHTiB BUIAAKOBUM YMHOM DOSHOAULIM 1O TpyN JiKyBaHHA aGo
fo3apTaHoM y mo3i 50 mr 1 pa3s Ha 100y, aGo atenononoM y fosi 50 mr 1 pa3 ma n00y. SIkio He
BIABAJOCS JOCATTH IJIFOBOro mokasHuka (<140/90 MM pr. cT.), OO JIiKyBaHHS CIIEpINY J0JaBaIH
rigpoxioporiasun (12,5 Mr) Ta, y pasi noTpeGu, 03y Jo3apraHy abo aTeHONOIy 30iIbIIyBany 10
100 Mr Ha noby. Y pasi moTpebu [oAaBaiy iHINI AHTHTINEPTEH3WBHI 3aCO0M IJIsi AOCATHEHHS
iJILOBOTO MOKA3HAKA apTepiaibHOTO THCKY, OKpiM iHriGiTopiB AII®, aHTaronicTis anriotensuny 11
a6o Gera-0OKaTOPIB.

CepeHs TPUBATICTh NEPIOAY NOAATBIIOrO CIIOCTEPEKEHHS CTaHOBKIA 4,8 POKY.

OCHOBHHM TIapaMeTpoM e(eKTHBHOCTI 6yB KOMOiHOBaHMi IOKa3HHK 3aXBOPIOBAHOCTI CepLCBO-
CY/[IMHHOI CHCTEMH Ta JIETAIBHOCTI Yepe3 MOPYLICHHS pobOTH CepIieBO-CyJMHHOI CHCTEMH, SKHH
BUMIpIOBATH 3a 3HIDKCHHAM 3arajibHOi 9aCTOTH JICTATBHHMX HACHIJKIB 4epe3 CEepIEBO-CyIMHHI
3aXBOPIOBAHHS, iHCY/BT Ta iHapKT MioKapaa. ApTepianbHuil THCK 6yB 3HAYHO HM)KYMM IODIBHSIO
3 JAHKMH, OTPUMAHUMH y JBOX TpyTax. Y pe3ylsTarTi JIIKyBaHHs JIO3apTAHOM PU3MK 3MEHINMRCA Ha
13 % (p = 0,021, 95 % nosipuwmit intepsan 0,77-0,98) nopiBHAHO 3 HallicHTaMM, AKi OTPEMYBaIHA
aredono). TAKAM IHHOM, OCHOBHMiI KOMOGiHOBaHHI KiHueBHI pc3yiastar OyB mocardyTuif. Liei
pe3yJTaT MEPEBAXHO HAJEKHUTH A0 3HIDKCHHS KUIBKOCTi iHCYNBTiB. Y pe3ysbTari JiKyBaHHST
NO3apTaHOM PHM3HMK iHCYIbTy 3MEHIUMBCS Ha 25 % MOpiBHAHO 3 JiKyBaHHAM AaTeHOIONOM
(p = 0,001, 95 % nosipumii intepsan 0,63-0,89). Mix rpymamu JiKyBaHHS HE BiI3Ha4anocs
3HAYHOI Pi3HAN YACTOTH JIETATHHAX HACIIIKIB Yepe3 CEpIEBO-CyAWHHI 3aXBOPIOBaHHS Ta iH(apKT
MioKap[a.

[Toxgiiina 610Ka/1a peHiH-aHIi0TEH3MH-ANIbA0CcTepoHOBOI cuctemu (PAAC)

JlBa BeIHMKAX paHAOMi3oBaHMX KoHTponboBauux gocraimkenHs (ONTARGET (Ilorouwne
MiDKHapO/IHe JTOCIIiKEHHS 3aCTOCYBaHHS TeMicapTaHy, SK MOHOTepaIrii Ta koMGiHOBaHOI Teparii 3
paminpmiom) Ta VA NEPHRON-D (Hocnimkenis nedpouarii npua giaberi, mo mpoBOAMIHCS
nenaptamentoM CIIIA y cripaBax BeTepaHiB)) BUBYAIN 3aCTOCyBaHHA KomGinanii inri6iropa AlID
3 6JI0KaTOPOM perenTopiB aHriotensuxy II.

ONTARGET - gmocnilkeHHs, NpOBEACHE 3a YYacTIO MAIi€HTIB i3 CEPUEBO-CYIMHHMMH abo
11epeGpoBaCKy IIPHMMHE 3aXBOPIOBAHHSMHM B aHamHe3i abo XBopuX Ha IykpoBu# miaber II Tumy,
SKHH  CyNpOBOKYBaBCS O3HaKamu ypaxeHHs opraHiB-mimeHedl. VA NEPHRON-D -
JOCII IKEHHSI, TIPOBEJICHE 32 YYacTIO TalieHTiB 3 mykpoBuM niaGerom Il Tumy aGo miaGeTudHoO
Hedpomnarielo.

Ili mocmi/okeHHA He MOKAa3ald CyTTEBOTO CHPUATIMBOTO BILIMBY Ha Pe3yJbTarTd 3 GOKy HHPOK
Ta/a60 CcepleBO-CyIMHHOT CHCTEMH i JIETANBHICTB, y TOH e Yac CIIOCTEPIirascsl MiJABULICHAN PU3HK
rimepkamieMii, TOCTPOro ypaXeHHS HHPOK Ta/aGo apTepianpHOi TiMOTEH3ii NOPIBHAHO 3
MOHOTepamiero. 3 ornsmy Ha aHatoriyHi ¢apMakoJWHaMi4Hi BIACTMBOCTI, Wi Pe3yJbTaTH TaKOX
MOXHA BifHecTH mo iHmmx iHribitopis AII® Ta Gnoxaropis peunentopi aHriotensuny II. Otrxe,
inri6itopu AII® i Grokaropu peuentopis aHrioreH3uHy Il He Cmia 3acTOCOBYBaTd OJHOYACHO
HanicHTaMm i3 1iabeTHYHOIO He(PPOMATIEIO.

Tocmimkerns ALTITUDE (Hocmimxennss amickipeHy y mnauientiB 3 nmiaberom Il Tumy i3
3aCTOCYBaHHAM KiHLIEBHX TOYOK, IOB’S3aHMX i3 CEpPUEBO-CyJMHHAMH Ta HHPKOBHMH
3aXBOPIOBAHHAMM) — JOC/iKEHHsI, IPU3HAYEHE [T IIEPEBipKY [IEPeBary A0IaBaHHs ANCKIpeHy 110
cranzapTHoi Tepamii iHridiTOp [Td—abo Onokaropamu pelentopiB asrioreHsuny Il y
Y3roaxeHo 3 MaTtepianamu
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namieHTiB i3 1yxposum aiaGerom Il Tumy Ta XpOHIYHMMM 3aXBOpPIOBaHHSIMH HHPOK a0 cepleBo-
CYAMHHOI cucTeMH, abo oboma marosorisMu. JlocnimkeHHs 6y0o NMPUIIMHEHO AOCTPOKOBO Yepes
BHCOKHii pH3HK NOGIYHUX peakiiil. JleTanbHICTh Yepe3 cepleBO-CyJMHHI 3aXBOPIOBAHHS Ta iHCYJIBT
y rpyni amickipeHy Oyna BHIIONO, HDX y rpymi uiane6o, a 3a3HadeHi noGiuHi sBMIa Ta cepio3Hi
no6iuni sBuma (rinepkamiemis, aprepianbHa TinoTeH3id Ta HOpyeHHs (yHKIi HHUPOK) dacTime
CIIOCTEpiranucs y rpymi atickipeHy, Hix y rpyni miane6o.

["igpoxsopoTiazu

Iiapoxnoporiasu € niypeTHKOM TiasuaoBoro psay. MexaHi3M aHTHUTiNEpTEH3HBHOL Jii AiypeTHKa
TiasHI0BOro psuy [0 KiHIA He BUBYeHMM. Tiasumu BIUIHMBAIOTh HAa PECHAIBHUH TyOyIsapHUM
MeXaHi3M eJIeKTPOIiTHOI peabcopOiil, THM caMuM Ge3rmocepeIHBO MiABAINYIOUH €KCKPEIiIo HATPito
Ta XJIOpy y NPHOIM3HO ONHAKOBHX KUIBKOCTSAX. [liypeTH4HMl BIUIMB IiJpOXJIOPOTia3suiy 3HHKYE
00’eM mIa3MH, MiABHIIYy€ AKTHBHICTH pEHiHy y IUIa3Mi, MiJABHINYE CEKPELiI0 albJOCTEPOHY 3
NOJaTBIIHM 3POCTaHHAM MOKA3HHKIB Kalilo B cedi i BTparoro GikapGoHaTy Ta 3HMIKEHHSM DPiBHS
Kamio B cHpoBarimi. MoxiuBo, uepe3 Onokaxy pEHiH-aIBJOCTEPOHOBOI CHCTEMHM CYITyTHE
NpU3HAYCHHS AHTAaroOHICTiB peuentopis anriorensuHy II chpuse oGOpoTHil BTpaTi Kaiio,
OB’ A3aHi# 3 JlypeTHKOM Tia3UI0BOTO Py .

IMlicis mepopansbHOro MpHOMYy HiICHIAECHHS JAiype3y PpO3NOYMHAETHCS INPOTATOM JABOX TOJIVH,
Jocsrae Iika uepes 4 roguHm i TpuBac npoTaroM 6—12 romuH. AHTHrinepreH3uBHHH edexT
30epiraerbes He Oinbine 24 roauH.

Hemenanomnuii pax wixipu

3 ormagy Ha HagBHI JaHi €miJeMiONOTiYHMX MJOCTI[UKEHb CIIOCTEPiracTbes KyMyJIATHBHHM
Z0303aNIexHUH 3B’ 130K Mix 3actocyBaHmsaMm I'XT3 i possurkom HMPIIL. B momymnsuii y4acHuKiB
omHoro gocuimxernas 6yno 71 533 sunagxku BKK Ta 8 629 Bunazkis [TKK, a B KoHTpOIBHiH rpymi —
1430833 i 172 462 Bunaaxu BimnosigHo. 3actocyeanHsa ['XT3 y Bucokux moszax (> 50 000 mr
KyMyJIITHBHO) acowjiroBanocs 3i ckopurosarum BIII 1,29 (95 % MI: 1,23-1,35) npu BKK Ta 3,98
(95 % JI: 3,68-4,31) mpu IIKK. Yirka sanexdicrs MiX KyMyJISTHBHOIO N030I0 i BilNOBiIIIO
croctepiranacs sk npu BKK, Tax i mpu IIKK, [Hme mocimimxeHHs NpOJEMOHCTPYBANO HAaABHICTH
MOXIMBOIO B33€EMO3B’S3Ky MK pakoM TryOm (twrockoximitnaHa kapuuHoma (IIKK)) Ta
3acTocoByBanasM [ XT3: 633 Bumanku paky ryGu Bianosimanu 63 067 BHNankaM y KOHTPOJIBHIH
rpynmi (BHKOPHCTOBYBajacs CTpareris BHOIDKM 3 ypaxyBaHHAM DH3HKY). 3aleXHiCTh MiX
KyMYJSATHBHOIO 03010 i BiIMOBiUNO Oyla NpOJEMOHCTPOBAHA 3a JOIIOMOIOI0 CKOPHUIOBAHOTO
BigHomenns mancis (BIII), axe cranosmno 2,1 (95 % MOI: 1,7-2,6) 3i 36inemennsm go BII 3,9
(3,04,9) npu 3acTocyBaHHi Bucokux a03 (~25000 mr) Ta BII 7,7 (5,7-10,5) y pasi Haiipuimnoi
KyMyIAaTHBHOI 1034 (~100000 Mr) (auB. Takox po3ain « Oco6IMBOCTi 3aCTOCYBAHHA» ).
Dapmaroxinemuxa.

BcmokTyBaHHS.

Jlozapman

[licis NepOpalbHOrO 3aCTOCYBaHHSA Jo3apTaH HoOpe BCMOKTYETHCS i 3a3HA€C MEPBHHHOIO
MeTaboi3My 3 YTBOPEHHSM OJHOTO AKTHBHOTO KapOOKCHIBHOrO MeTaboJiTy Ta iHIIHAX
dapMakojoriuno HeakTHBHHX MerabouitiB. CHcTeMHa O6iOZOCTYNHICTH J103apTaHy CTAHOBHTH
npubm3Ho 33 %. MakcuManbHa KOHUEHTpamis JI03apTaHy Ta HOro akTHBHOTO METaboIiTy
TOCATAEThCA MPUOIM3HO Yepe3 TOAMHY i Yepe3 3—4 roAuHHU Iicis npuifoMy BimmosinHo. ITpuiioMm
i He CIpUYMHAE KIIHIYHO 3HAYYIMX BiAXuIeHb (JapMaKkOKiHETHYHOrO MPOiIIIO.

Poszmogin

Jlozapman

Binbime 99 % no3apraHy Ta HOTro akTHBHOro MeTabouiTy 3B’A3yeThesi 3 OiNkamu IIa3MH KpOBi,
nepepaxHo 3 ampOyminamu. OG’eM po3moAiMy n03apraHy CTaHOBHTH 34 1. Y OOCHI/DKEHHI HA
TBapHHAX JIO3apTaH HEBENMKOK Miporo abo 30BCiM He NPOHHKAB 4Yepe3 reMaToeHuedanidHui
Oap’ep.

Tiopoxnopomia3zuo

ligpoxmopoTiasun = HpOHMKaE  Kpi3h  [UIaUeHTapHAi  Gap’ep, He  INPOHHMKAaE  Kpi3b
rematoeHnedaniyamnii 6ap’€p; NPOHHUKAE y rpyIHE MOJIOKO.

Biorpanchopmanis e

osapma: KEHO 3 MaTepianamu

[MpuGnusno 14 % nepopaibHO abo }F%ec’c%aﬁﬁﬁﬁ% ﬂl?%?,gelJFl JI03H JT03apTaHy MeTabollizyeThes y




fioro aktuBHHIA Metabomit. [Ticas nepopanbHOro aGo BHYTPIlIHHOBEHHOTO BBEACHHS paioakKTHBHO
miveHoro ('*C) mosaprady Kamil0 pafiOaKTHBHICTh IUIa3MM KpOBi CIpPHYHHEHa B OCHOBHOMY
03apTaHOM Ta #Woro akTupHuM Mertabomitom. B 1 % pochmimkeHHX oci6 03apTaH TUIBKH
HE3HAYHOIO MipOIO IIEPETBOPIOETHCA HA aKTUBHUI MeTabOIIiT.

KpiM aktBHOro MetaboimiTy, GOpMyIOThCS HEAaKTHBHI METabOITH, y TOMY YHCIi JBa OCHOBHHX
MeTaboniTH, cHOpMOBaHi IUIAXOM TiPOKCHIIOBAHHA OyTWJIOBOro JaHLIOra, 1 JpyTOpsIHHH
MeTabouit N-2 TeTpa301 [NIIOKYpOHi,.

Busenenns

Jlozapman

Kiipenc mo3apraHy Ta HOro axkTMBHOro MeraboiiTy 3 IUIa3MH KpOBi BiINOBiJJTHO CTaHOBUTH
npubmsao 600 m/xB Ta 50 Mu/xB. KiipeHe so3apTaHy Ta #0ro akTHBHOro MeTaboliTy 3 HHPOK
npubIM3HO CTAHOBMTH BiAnosiaHo 74 mi/xB i 26 mu/xs. [Ipu mepopanbHOMY BBEEHHI i3 ceYer0
BUBOANTECS 4 % 3aCTOCOBAHOI J03M JI03apTaHy y He3MiHeHOMy BHUrai Ta 6 % — y BHIIAmi
aKTHBHOr0 MeTaboMITy.

dapMakoKiHETHYHI BIACTUBOCTI JIO3apTaHy Ta HOTO aKTHBHOIO MeTaboNiTy TMiHIHHO 3MiHIOIOTHCS
NpH 3aCTOCYBaHHI IEPOPANBHUX 03 J03apTady kaitito a0 200 Mr.

ITics mepopalbHOro NpUoMy KOHLEHTpANii 1o3apTaHy Ta HOro akTHBHOTO MeTaboliTy y muasmi
KPOBi 3MEHIIYIOTBCS TMOJMIEKCIOHEHIINHO; Iepiof HAaliBBHBEICHHA CTaHOBHTH NpUOIM3HO 2
rogunu Ta 6-9 roaun Bignosiauo. Ipu oxgHopaszosomy 3actocyBanHi 100 Mr Ha 100y aHi o3apTaH,
aHi HOro aKTUBHUHM MeTaboJIiT iCTOTHO He HAKOMMUIYIOTHCS Yy IUIa3Mi KPOBi.

I 6imiapHa, i HUPKOBA €KCKpeLis BiJirparoTh ponb B eniMiHalii Jo3apTaHy Ta HOro aKkTHBHHX
MeraGonitis. Ilicis mpuitoMy nepopadsHoi no3u pamioakruHo Mmivenoro ('*C) nosapramy
npu6mM3HO 35 % palioaKTHBHOCTI BUABISIOTH Y cedi, a 58 % — y exanisx.

T'iopoxnopomiasuo

ligpoxmoporiasuag He MeTaboNi3yeThCs, ale IIBHAKO BHBOJAWTHCA HHUpDKaMH. 3a JaHUMHU
CIIOCTEpEXKCHL TPHBAIICTIO IIOHAMMEHIIE 24 roAWHM, Mepio] HamiBBUBENECHHS 3 IIa3MH KpOBI
rigpoxsoporiasuay craHoBuB 5,6-14,8 ropunu. Ipuxaiimai 61 % nepopankHoi T03W BUBOAUTECS Y
HEe3MiHEHOMY BHITIAAI IPOTATOM 24 TOMHH.

XapakTepuCTHKY Y NALIEHTIB

Jloszapman ma ziopoxiopomiazuo

KoHIeHTpallii j03apraHy Ta WOro akTHBHOTO MeTaloNliTy y IuIa3Mi KpOBI Ta BCMOKTYBaHHS
riIpoXJIOpoTiasMay y mNauiedTiB JTHHOro BiKy 3 apTepiaJbHOIO TiNCPTEH3IEI0 3HAYHO HE
BiAPI3HAIOTHECA Bijl TAKMX Y MOTOJHX IALICITID 3 ApTepiaILIOIO rilepTeH3i€lo.

Jlozapman

ITicns mepopaJbHOrO 3acTOCYBAHHS IIA[iEHTaM 3 QJKOTOJbHMM LHPO30M MEYiHKH JErKOro Ta
MOMipPHOTO CTyNEHS TSHKKOCTI KOHILEHTpallii Jio3apTaHy Ta HOro aKTHBHHX MeTaboONiTiB y miasmi
KpoBi 6y1H BiAnosiano y 5 Ta'y 1,7 pa3iB BUIMMMH, HiXX Y MOJOAHX JOOPOBOIBILIB.

V (apMaKoKiHETHIHHX JOCITIHKEHHAX OyJO IMOKa3aHO, IO Y 3HOPOBHX KOOPOBOJNBIIB YONOBIYON
CTaTi SNOHCHEKOrO 1 HEANOHCHKOTO MOXOMKEHHS IUioma mix (apMaKOKiHETHYHOK KPHBOIO
«xoHueHTpaiis-uacy (AUC) noszaprady se sinpisasnacsa. IIpore AUC mertabomity kapOoHOBOT
xucinotu (E-3174) BimpisHaeTbes y ABOX Ipylax, MpU IEOMY HOro eKCHO3HWIs y A06pOBOJbIIIB
ATIOHCBKOIO [TOXOJDKEHHS MEPEBHINYBANIA TaKy, K Y JOOPOBONBIIB HEAMOHCHKOIO IOXO/KECHHS, B
1,5 pasa. KirinidyHe 3HaUeHHS LiUX Pe3yJIbTATiB HEBiOME.

Hi no3apran, Hi ioro akTuBHHMN MeTaGOJIIT HE MOXYTh OyTH BUBEZCHI 32 JOIIOMOTOIO IeMOJiali3y.

Kainiuni xapakTepucTukm.

Ilokasanua.

JlixyBaHHs aprepiajipHOi rimepreH3il y mNami€eHTiB, apTepianbHMid THCK SKHX HAIEXHO He
PErYJIOETECA TiNBKH JI03apTaHoM abo riipoxIopoTia3uIoM.

3HMKCHHS pHM3MKY CEpIUEBO-CYAMHHHX 3aXBOPIOBaHb Ta JICTAILHMX BHIANKIB Yy XBOpHX Ha
apTepianbHy rirnepreHsio 3 rineprpodieio JiBOro HUTyHOYKA.

Ipomunoxasanna.
- IligBuMimeHa YyTIMBICTE [0 JIO3apTaHy,.. MOXimHUX cyiabdoHaMiZy (TakHX K

rigpoxiaopotia3zua) abo o 6 %ﬁ%ﬁggq@‘a@ﬁmﬁmﬁaraun.
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- Timoxaniemis aGo rimepxanbiieMis, pe3UCTEHTHA JI0 TEPAIIii.

—  Tsoxki nopymeHnnst GpyHKIi neYiHKH; X0NecTas Ta 06CTpyKIist ’KOBUYOBMBIIHUX IIUIAXIB.

— PedpaxropHa rinoHarpieMis.

— CuMmIToMaTHyHA rinepypukeMis/moaarpa.

— Baritei Ta XiHKM, SKi I[UIaHYIOTh 3aBariTHITH (A¥B. po3Ail «3acTOCyBaHHS y Mepiox
BariTHOCTI aG0 rOAyBaHHs IPYIULION).

— Ilepiox rogyBaHHs TPy IIIO.

- Tsokxi nopymenns $yHKuii rupok (KmipeHc kpearHHiHy <30 MIU/XB).

— AmHypis.

~ OpHoYacHe 3aCTOCYBAHHS 3 aliCKipeHOM y pasi mykposoro jiaGery abo MHOpYIICHHS
¢yukuii supox (ILIK® <60 mn/xs/1,73 M?2) (B, posaim «OcobaMBOCTI 3aCTOCYBaHHS» Ta
«B3aeMois 3 IHITMMH JTiKApChKUMH 32c00aMH T4 iHIIN BHIM B3aEMOIH»).

B3aemodin 3 inmumu Jikapcokumu 3acobamu ma inwi 6uou 63acmooiil.

Jlozapran

Bynu moBifoMiIeHHs mpo Te, mo pHdaMminUH Ta (IIyKOHA301 3HHXKYIOTH piBE€Hb aKTHBHOIO
meTaGonity. KiiHiuni Hactifxy MUX B3a€MOJIiH HE OIIHIOBAIACH.

SIx i y pasi 3acTocyBaHHs iHIIMX IpenapariB, IO GJIOKYIOTH PENENTOPH anriorensuny Il abo ix
edekTH, CynyTHii mnpuifoM KamiH3Gepiraouux HiypeTHKiB (HalpHKIaZ CHiPOHOJAKTOHY,
TpHAMTEPEHY, aMUIOPHIY), Kali€BUX 100aBOK, COIbOBHX 3aMiHHHKIB, I00 MICTATH KaJiif, 91 1HIIMX
JiKapChKHX 3ac06iB, SIKi MOXYTh MiBHIIUTH PiBEHB Kalilo B CHpPOBATIi KPOBi (HaNpHKIa] JiKH, IO
MICTATh TPHMETONPHM), MOXKE MPU3BECTH JO 3OiNbINEHHS DPiBHS Kanito B cuposarili. CymyTHE
3aCTOCYBaHHS HE PEKOMEHY €ThCS.

Sk i npu 3acTocyBaHHi iHMMX JIiKAapchKHX 3ac00iB, AKi DIUTHBAIOTE HA BUBEICHHA HaTPiI0, MOXJIMBE
3MEHIICHHS BHBEACHHS JiTifo. TOMy CIii PETeNbHO KOHTPOJIOBATH PiBEHB JITiIO B CHpOBATIIi,
SIKITO COJ JTIIO 32CTOCOBYIOTH Pa3oM 3 aHTAaroHICTAaMH PENeNnTopiB anrioTeHsuHy II.

Hecrepoingi mpoTm3anankHi nikapchki 3aco0u  (aueTwicaminuuoBa KHCIOTa B pexuMi
MPOTH3AMaNbHOTO AO3YBaHHs, cenekThBHi iHriGitopu LOI-2) ra HECEJICKTHBHI HECTEPOinHi
NpoTH3aNaIbHi JiKapchki 3aCO0M MOXYTh 3MEHIIMTH AHTHTi[IEPTEH3UBHMH e(eKT aHTAroHICTiB
penenropis anriotensuny II. CymyTHilf mpuitom aHTaroHicTiB peuenropis axrioreHzusy II a6o
NiypeTHKiB Ta HECTEPOIAHMX NPOTHU3ANATBHHUX JiKAapCHKHX 3ac00iB MOXe IPH3BECTH [0
noripmenns (QyHKUil HMPOK, BKIIOYAIOYM MOMUIUBY TIOCTPY HHUDKOBY HEIOCTATHICTh, Ta
36ibIIEHHS PiBHA KAlii0 B CHPOBATI, OCOGIMBO Y LIAUIEHTIB 3 NOPYICHHAM ¢yukuii HupoK. Taxy
KOMGiHAL{I0 Cix npHiMaTH 3 OGEPeXHICTIO, OCOOTMBO IANi€HTaM JiTHHOIO Biky. IlamienTn
HoTpeOyIOTh afleKBaTHOI IifpaTaii i peTeNbHOro KOHTPOIIIO GyHKI{i HEIPOK Ha IIOYATKY CYITyTHBOI
Teparii Ta mepioAuyHo Mmicas Hei.

V JedKuxX MAnieHTiB 3 MOpymeHHsM GYHKIHI HAPOK CyNMyTHi# mpwitom AHTAroHICTIB PEeLENTOpiB
arriotensuny Il Ta mpemapariB, fKi IPHIHIYyIOTb MKJIOOKCHI€HA3y 2, MOX€ TpU3BECTH [0
ojansIIoro moripmenHs ¢ynkuii Hupok. Lli edexTy, sk MpaBuiIo, € 000POTHHMH.

AprepianpHa TiMOTeH3is sK OCHOBHMM a0 mOOiITHME edexr XapaKTEpHA JUIS TPHLMKIJIIYHUX
AHTHICIPECAHTIB, HefiponenTuxis, OGaxnopeny, amidocrmny. CymyTHE 3aCTOCYBaHHS LIMX
IIPENapaTiB MOXeE MiIBUIMTH PH3KK apTepiaibHOi MIOTEHsII.

Jloc T KeHHS TTOKA3aH, O BHACIINOK nosilHoi 61okanu PAAC mpu cymyTHEOMY 3aCTOCYBaHHI
inriGitopis AII®, anTaromictis penenropip anriorensuty II a6o aTiCKipeHy MiBHITY€THCS PHU3UK
nOGIUHMX peakiil, TAKMX AK apTrepiaibHa TiNOTEH3is, rinepkameMis Ta 3Minn QyHKLII HHPOK,
BKJIFOYAIOYH TOCTPY HUPKOBY HENOCTATHICTh, MOPIiBHAHO i3 3aCTOCYBaHHSM OJHOrO arcHra peHiH-
AHTIOTEeH3UH-ATBI0OCTEPOHOBOI  cHCTeMH (AMB. po3Aind  «IIpoTHMOKa3aHHA, «Oco6IUBOCTI
3aCTOCYBaHHA» ).

['peiindpyToBHit Cik MICTMTh KOMIIOHEHTH, $IKi iHTIGYIOTH depmentn CYP450 Ta MOXYTB
3HIDKYBATM KOHIEHTpAUil0 aKTHBHOTO MeTaboiiTy Jo3apTaHy, IO MOXE 3MCHIIHTH
TepanepTHuHuit epext. Ilix dac mpuiioMy JIKapChKOro 3aco0y CIlii YHUKaTH B)KABaHHA
rpeiingpyToBOro Coxy.

[iapoxinopoTiasuy

IIpH 0JHOYACHOMY 3aCTOCYBaHHI 3a3HA4ECHI HIOKYE MPEnapaTv MOXyTh B3a€EMOIATH 3 iy pEeTHKAMHM

Tia3UI0BOTO PSIAY. AR raBIEEaMY
Ankozonv, 6apbimypamu, HAPKOMUYHI y&&%ﬁ@%?&f}%ugén eca}rmu
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Moske NOCHIUTHCA OPTOCTATHYHA TiNOTEH31s.

Aumuoiabemuuni 3acobu (nepopanvhi npenapamu ma iHCYAiH)

3acTocyBaHHA Tia3uJiB MOJXKE€ BIUIMBATH Ha MNEPEHOCHMICTh IUIFOKO3H. MOk€ BHHHKHYTH

HEOOXi/HICTh y 3MiHI JM03uM aHTHOiabeTHyHHX 3aco0iB. MerdopMiH cmig 3acTocoByBatH 3

OOEpEXKHICTIO, OCKIIBKH iCHY€ PH3WK BHHUKHEHHS JAKTAIUJO03Yy, CIPUYMHEHOTO MOXIIUBOIO

(GYHKUIOHATBHOIO HEOCTATHICTIO HUPOK, OB’ I13aHOIO i3 3aCTOCYBaHHAM TiJPOXJIOPOTia3HIy.

Inwi zinomen3zueni 3acobu

AnutuBHu#M edekrT.

Cmonu xonecmupaminy ma Konecmunony

AGcopOuis riipoxaopoTiasuay HOPYIIyETHCH IPH HASBHOCTI CMOJ aHIOHHOTO 00MiHy. OqHOpa3oBi

JIO3H XOJeCTHpaMiHy abo KOJIECTHIIONY 3B’A3YIOTh IipOXJIOPOTia3ua i 3HHKYIOTh ioro abcopOirio

i3 IIITyHKOBO-KHIIKOBOT'O TPAKTY BilmoBixHO 10 85 % Ta 43 %,;

Kopmuxocmepoiou, adpenoxopmuxomponnuii 2opmon

36iNbIIy€ETHCS BTpaTa eNEKTPOIIiTIB, OCOOIUBO IiBUIYETHCS PU3HK TiMOKATIEMIl.

Ipecopni aminu (Hanpuxknao adpexanin)

MoxxnuBe 3HHXKEHHS peakiil Ha npecopHi aminu. CTYIiHb IBOTO 3HMKCHHSA HE3HAYHA, TOMY HE

BHKJTIOUAETHCSA 3aCTOCYBaHHS IUX 3aCO0iB.

Heoenonapusyioui ckenemmno-m ’1306i peraxcanmu (Hanpuxnao my6oxKypapux)

Mo>xnBa miABHIIEHA peakilis Ha 3aCTOCYBaHHS M’ S30BOT'O PEIaKCaHTY.

Ipenapamu nimiio

JliypeTuky 3MCHIOYIOTH KIIIpCHC JITiI0O B HHpKaxX i IiJABHINYIOTh PHU3HK JITi€BOI iHTOKCHKAILIil;

CYITyTHE 3aCTOCYBAaHHS HE PEKOMEH/YETECSL.

Jlikapcwvki 3acobu, o 3acmocoyiomsca Ona NiKy8anHs nooazpu (npobeneyuod, cynvginnipazon ma

anonypuHon)

Mosxe OyTu moTpiOHEe KOpHUryBaHHS JIO3H JIIKAPCHKUX 3acO0iB, MO CHPHAIOTH BUBEICHHIO CEUOBOT

KHCJIOTH, OCKUIBKH TipOXJIOpPOTia3suJ MOXE MiJIBUIMTH PiBEHb CEYOBOI KHMCIOTH B CHPOBATII

KpoBi. Moxe OyTu moTpiOHE HiABHINEHHS A03U mpobeHeruAy abo cyibdinmipazony. CymyTHii

IIPUIOM Tia3U/iB MOKE ITiIBUIMUTH YaCTOTY PEaKIliif IIiIBUIEHO] Yy TIIMBOCTI JO aJIOIy pHHOIY .

Aumuxoninepeiyni npenapamu (nanpuxiad amponin, 6inepuoen)

ITiasumeHHEs GiOOCTYNHOCTI AiypETHKIB Tia3HIOBOTO Ppsay IOB’SA3aHe 3i 3HHIKEHHSAM PYXOBOL

aktuBHOCTI IIIKT i IBHAKOCTI BUNOPOKHEHHS IILTYHKA.

Lumomoxcuvuni npenapamu (nanpuxnad yuxiogocghamio, memompexcam)

Tiazuan MOXYTh 3HU3UTH BUBEJEHHSA IUTOTOKCHYHMX JiKapChbKHUX 3aco0iB HUPKaAMH Ta MOCHJIUTH

iXHiH MI€JIOCYTIPECHBHY HilO.

Caniyunamu

Ilpu 3acTocyBaHHI BENHKHX /03 CATIIHIIATIB TiAPOXIIOPOTIA3HI MOXe MOCHIIOBATH TOKCHIHY IO

CaIiHHIIATiB Ha EHTPAIbHY HEPBOBY CHCTEMY.

Memunoona

B oxpemux Bunaakax Ipd CyIyTHbOMY 3aCTOCYBaHHI I'iJpoXJIOpOTia3yay i METHIIONH Big3HAYaIH

TEMOJIITHYHY aHEMIFO.

Luxnocnopun

Ilpu oxHOYacCHOMY 3acTOCyBaHHI 3 NMKIOCHOPHHAMH ITiJBHIYETHCH PHU3MK BHHUKHCHHSA

rinepypukeMii i yCKJIaAHEHB Ha 3pa30K ITOJArpH.

Cepyegi aniko3uou

CrpuurHeHa Tia3u1aMu TimoKaieMist a0 rimoMarHieMisi, MOXKe CIIOHYKATH IO PO3BUTKY CEPLEBUX

apUTMil, BUKINKAHUX CEPIIEBUMH TIIIKO3MJaMH.

Jlikapcoki 3acobu, Ha AKI 6NIUBAE NOPYUIEHHS PIBHA KANIIO 6 CUPOBAMYI KPOBI

HeoOxixHo mepioguYHO KOHTPOJIOBATH KOHIICHTPALiIO KaIil0 Y CHPOBATI[ KpPOBi Ta MPOBOIUTH

koHTpoab EKI' mpum 3acTtocyBaHHI KOMOIHOBAHOTO IIpeIapary Jio3apTaH/TiJpoXJIOpoTiasua 3

JKapchKUMH 3ac00aMHu, Jis AKUX 3QJI€XKHUTh BiJl piBHS KaTilO y IUIa3Mi KPOBi (TAKUMH SIK CepIEBi

TIKO3WIM Ta aHTHAPUTMIYHI 3aco0M), a TakoX 3 Ipernaparamy, sKi CIPUYHUHSIOTH ILTYHOYKOBY

Taxikapaiio (torsades de pointes), BKIIOYarOUH JesKi aHTHAPHUTMIYHI 3aCO0H, OCKIIBKH TimoKaTieMist

crpusie GOpMyBaHHIO ILUTYHOYKOBOI TaxiKapii:

—  aHTHapuTMidHI mpenapatu la ia aJl XiHiuH, ripoXiHiInH, M30MipaMil);

—  aHTHaputMiuni npenapaty 111 kiddy (HEHPIHGARAMGAAPEN, cotanon, nodbeTnnix, i6yTuiin);
peecTpauitHoro A0CHLE




—  JesKi aHTHOCHXOTHYHI 3aco0M (HampHIKJIaJl TiOpHJa3HH, XJIOPIIPOMAa3HH, JCBOMEIPOMA3HH,
TpudIyonepasuH, IiaMeMasuH, CYJIBIIPHA, CYTHTONPHA, amicyJIbHpu, Tiampuz, MiMO3HA,
TaJIONEPUIOI, IPOTIEPHION);

—  iHmi npemapat# (HANPUKIAA GEIPUAWI, WHCANPH, TudeMaHil, BHY TPIlIHEOBCHHO BBEIEHUN
CPUTPOMIlMH, TanrohaHTPVH, MI30NAaCTHH, NEHTAMilHH, TepheHaIuH, BHYTPiLIHHOBEHHO
BBEJICHUM BIHKaMiH).

Coni kanvyiro

JliypeTuKy Tia3uIoBOro psily MOXYTH 3GUIBITYBATH BMICT KaJbIIO B CHpPOBATLii KPOBiI BHACIHIZIOK

3HIDKEHOT eKcKpelii. SIKIo Heo6XiIHO 3acTOCOBYBATH IIPENapaTH, MO 301IbIIYIOTs BMICT KaJIbIIiIO,

CIIiJi peryipHO KOHTPOIIOBATH PiBEHb KAIBIIIO B CHPOBATI KPOBi i BIJIIOBIAHO O OTPUMAHOIO

pe3yNbTaTy BU3HAYATH J03Y [IMX IIPENAPATIB.

B3zaemo0dii nio yac nabopamoprux aHanizie

Uepes BIUTMB Ha MeTab0JIi3M KaJbL{IO Tia3HIu MOXYTh 3MiHIOBATH Pe3yIbTaTH GYHKLIOHAJIBHUX

TECTIiB IapalUTOBHIHOI 3aJI03H.

Kapbamasenin.

Pusuk cuMmOoToMaruuHOi rimonarpiemii. HeoOximuumit KIiHiYHMNA Harjasg 3a XBOPHM  Ta

nabopaTopHHil KOHTPOJIE KPOBI.

Konumpacmni pewoeunu, ujo micmame %00

V pa3si CHpHUMHEHOTO AiypeTHKaMH 3HEBONHEHHS iCHy€ IMiJBUINCHUH DH3UK rocTpoi HHUPKOBOI

HETOCTaTHOCTI, OCOGNMBO MPH BBEJCHHI BHCOKMX 103 Ipemaparis, mo mictars #ox. Ilepen ix

BBEJICHHSM y IALICHTIB CJIi/{ BIIHOBUTH BOIHHUI OanaHc.

Amgomepuyun B (napenmepanvuuti), KOpmMuxocmepoiou, AOPEeHOKOPMUKOMPONHUU 20DMOH,

npowocki sacobu ma zniyupuult (Micmumsca 6 conooyi). TiapoxIopoTiazua MOXe TOCHIUTH

eIEKTPONiTHWI chananc, 0COOIHBO riNoKaTieMilo.

Oco6nueocmi 3acmocy6amnHn.

Jlozapran

Anzionespomuunuii Habpsx

CJrisi BCTAHOBHTH peTeNbHMIA HATUIAI 32 TMAi€HTaMH, y SKHX B aHavHe3i OyB aHriOHEBPOTHYHHH
Habpsik (HaGpsk o6myus, ry6, ropyna Ta/abo sA3uKa).

Apmepiansbha zinomen3sia ma degiyum 06’emy piounu, wo Yyupxymoe

V nanienTis i3 AedinuToM 06’€MY piaMHu, IO UEPKYMOE, Ta/ab0 HATpilo B OprasisMi BHACITIIOK
iHTEHCHBHOTO 3aCTOCYBAHHS JiypeTUKaM#, oOMEXEeHHsA BKHBAHHs Coli, Aiapei abo OmoBaHHS
MOIKE BUHUKATH CHMIITOMATHYHA apTepiaibH4 IiloreHsis, ocoGIuBo micns npuioMy neplioi Josu
Ta Ics MiABHIIEHHS n034. [TofiOHI CTaHM BMMAraloTh MPOBEACHHA iX KOpEKIii 10 3aCTOCYBaHHA
npemnapary ado 3MEHIIEHHA OYATKOBOL 103U,

ITopywenns 600H0-eneKmponimuozo 6anancy

Y nami€eHTiB i3 HUPKOBOIO HEJIOCTATHICTIO, SIK XBOPHX HA HYKPOBHii JiaGeT, Tak i 6e3 HpOro, 4acTo
BHHMKAIOTh MOPYIICHHS €JEKTPOJITHOrO OanaHcy, siKi BHMararorb xopekii. ToMy HeoOXimHO
PEryIMpHO KOHTPOMOBATH KOHUEHTpALio Kalilo y ImasMi KpOBi Ta IOKA3HUKH KIPEHCY
kpearudiny. Oco0NIHBO PpETENBHOrO CHOCTCPEXKCHHS BUMAraroTh MalliECHTH 3 CEPLEBOIO
HEIIOCTATHICTIO Ta KiipeHcoM kpearusiny Bix 30 mo 50 mu/xs. OpHOYacHO 3 JIO3aPTAHOM HE
PEKOMEHIyEThCA 3aCTOCOBYBAaTH Kaiif3bepirarodi aiypeTuky, 100aBKH, INO MiCTATH Kalii,
3aMIHHMKH COMi 3 Kamiem abo iHIm JiKapchKi 3aco0u, siKi MOXyTh HiJBHIIATH PiBeHb KAIIO B
CHpOBATIIi KPOBi (HANPHKIIA KM, IO MiCTATh TPHMETOIIPHM).

Iopywennsa @ynxyii nevinku

I pyHTyI0uKCH Ha hapMaKOKiHETHYHHX JAHHX, SKi CBil9aTh PO CyTTEBE 30LIBIICHHS KOHI[EHTpaii
JI03apTaHy y IUIa3Mi KpOBi y MALi€HTIB i3 MAPO30M MEYiHKH, NALIEHTaM, B aHaMmHe3i y AKHX € JIeTKi
aGo moMipui mopymenHs ¢yHkuii mediHkH, HEOOXiAHO 3MEHINMTH J03y IMpenapary. Hoceiny
TepaIeBTHYHOTO 3aCTOCY BaHHA JT03apTaHy NallieHTaM i3 TSHOKKMMH IOPYIICHHAMA dbyHxuii nevinku
HeMae, TOMY JIKapChKHMi 3aci6 IPOTHIOKA3aHO TAKMM IMalliEHTaM.

Hopywenus @ynxyii nupox
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BHAC/TiJOK NPHTHIYEHHS PeHiH-aHTi0TeH3MH-AIBIOCTEPOHOBOT CHCTEMH TOBIAOMAIOCS TIPO 3MiHH
$yHKIiT HEPOK, BKIIOYAIOYH HUPKOBY HEJOCTAaTHICTE (30KpeMa y TAI[i€HTIB, Y AKAX QYHKILis HAPOK
3IEKHTh BiJi PEHiH-aHrOTEH3WH-AIBAOCTEPOHOBOI CHCTEMH, HANPHKIAN IMpH TSDKKIM cepueBiit
HEJIOCTATHOCTI 260 BXKe iCHYIOYHX MOPYLICHHAX QyHKIii HUPOK).

SIx i IpM 3aCTOCYBaHHi iHUIMX TpenapaTtiB, MO BILTHBAIOTH HA PEHiH-aHTiOTEH3NH-ATbIO0CTEPOHOBY
CHCTEMY, TAKOXK TOBiIOMISUIOCA IIPO MiJBUIICHHS CEIOBHHH B KPOBi Ta KpeaTHHiHy B CHpPOBATIIL y
NamieHTiB 3 [BOGIYHMM CTEHO30M HHPKOBHX apTepiii a60 CTeHO30M apTepii €AMHOT HUPKH; IIi 3MiHH
dyHkii HEpOK MOXyTh OyTH OOCODOTHHMH MiCisi NPHIMHCHHS tepamii. Jlozapran cmin
3aCTOCOBYBaTH 3 OOEpEXHICTIO MarmieHTaM i3 JBOGIYHHUM CTEHO30M HHPKOBHMX aprepiii  a6o
CTEHO30M apTepii €qUHOI HUPKH.

Tpancnnanmayis HupKu

JIocBiTy 3aCTOCYBaHHS Npenapary HallicHTaM, SKi HEIOAaBHO HMECPEHECIH TPAHCIUIAHTALIXO HUPOK,
HeMae.

Iepeunnuti zinepanb00cmeporism

[MamieHTH 3 TEPBHHHMM aIbJOCTEPOHI3MOM, SIK [paBUIO, HE pearyloTh Ha JIIKyBaHHS
aHTHUTIEpPTCH3MBHUMH [peapaTaMH, MeXaHi3M Jii SKAX [OoIirae y NpUrHidYeHHi peHiH-
aHrioTeH3MHOBOI cucteMu. ToMy IM He pEKOMEH/Y€THCS 3aCTOCOBYBATH TaONETKH JI03apTaHy.
Tuwemiuna xeopoba cepys ma yepedpoBACKYNAPHE 3AX60PIOGAHHS

Six i npu 3acTocyBaHHI OyJb-SKMX iHIOMX AHTHTINEPTCH3UBHUX MpEIapaTiB, WIBHIKE 3HIKEHHI
apTepiaTbHOTO THCKY Y MALI€HTiB 3 iMIEMi4HOIO XBOpPOOOIO cepus Ta 1epeOpoBacKy ISIPHUM
3aXBOPIOBAHHSM MOXE CIPHYUHUTH iHDApKT Miokapia abo iHCYIIBT.

Cepyesa neoocmamuicmo

V NamicHTiB i3 CEpEBOI0 HENOCTATHICTIO, 3 MOPYIIECHHM (YHKIIIT HUPOX 1u 6e3, pu 3aCTOCYBaHHIi
no3apraHy, fAKi i mpH 3acTocyBaHHI GyAb-SKMX iHIIMX JiKapChKUX 3ac00iB, IO IiIOTH Ha PCHiH-
AHTIOTEH3UHOBY CHCTEMY, iCHy€ DH3WMK BHHHKHEHHS TSDKKOI apTepiaylbHOl rimoteHsii Ta (xyxe
YacTO — FOCTPOI) HUPKOBOI HEAOCTATHOCTI.

Cmeno3 aopmu ma MimpansHo20 K1anawny, obcmpyxmugna 2inepmpoghiyna kapoiomionamis

Sk i mpu 3acTOCyBaHHi iHIDHX Ba3OMHMIIATATOPIB, CIiJl BHABIATH OCOOMHBY 00epexHICTh M0A0
NAI€eHTiB 31 CTeHO30M aopTH a0 MiTpaibHOro KiamaHa abo OGCTPYKTHBHOIO rineprpodidHoo
Kap/1ioMiomaTie€lo.

Kuwxoeuii anzionespomuynuii Habpax

TloBimOMISUIOCS [P0 KHUIIKOBHII AHTIOHEBPOTHYHHM HaOpSAK Y MAIUEHTIB, $Ki OTPUMYBAIH
AHTATOHICTH PEeLENTOPIB aHTiOTEH3UHY I, BKIIIOYal04H J103apTaH (IUB. PO3ALL «I[TobiuHi peakiii»).
V 1HX TAUiCUTiB CIOCTEPIraliCs TaKi CUMITOMH K GiJlb y XKHBOTI, Hy/i0Ta, GNTOBAHHA Ta niapes.
CHMIITOMH 3HMKATH IicHs IPUITHHEHHS IPUAOMY aHTAaroOHiCTiB PENeNTOpiB aHTIOTEH3UHY I1. Sxmo
y uAlieHTa /iarHOCTOBAHO KHULIKOBMM AHTiOHEBPOTMYHMH HAOPAK, 3aCTOCYBAHHS JIiXapchKOro
3aco0y CiI TPHIUHUTH Ta PO3MOYATH BiAMOBiAHMIA MOHITOPHMHI [0 [OBHOTO 3HHKHCHHSA
CHMIITOMIB.

Emnuiuni ocobnugocmi

[Momi6buo mo iHriGiTOpiB aHTiOTEH3MHIEPETBOPIOBAILHOIO (epMeHTy, J03apTaH Ta g
AHTATOHICTH AHI1OTEH3MHY € MEHII e(EKTHBHUMY /I 3HIDKCHHS apTepiabHOr0 THCKY Y MAIi€HTIB
HErpoifHoi pac, MOPIBHAHO 3 IPEJCTABHAKAMM IHIIMX pac, HaitiMOBipHille, BHACTITOK OiibII
BHCOKOI YaCTOTH HM3bKOro PiBHS PEHiHy y MOMyILINil NAaIliEHTiB HErpoiaHOI pacH 3 apTepiaIbHOIO
rilepTeH3ielo.

Bazimnicmyo

IpuifoM aHTArOHICTiB pELENTOpiB aHrioTeHsuHy Il He ciix pO3MOYMHATH Yy Iepiol BariTHOCTI.
SIKIDO IPOJOBXKEHHS Tepallii aHTAroHICTAMH PElenTopiB aHrioTeHsuHy II He BBXKAETHCA KOHYE
MOTPIGHMM, MAIIEHTOK, sAKi IUIAHYIOTh BariTHICTh, CJIiJ YEPEeBECTH Ha aNbTCPHATHBHE
AHTUTINEpTEH3MBHE JKyBaHHSA, K€ Mae 3aTBEPIUKCHHH mpodinb GesNexH 3acTOCYBaHHA M 4ac
BariTHOCTI. SIKINO BHsBIEHA BATiTHICTh, JIKyBaHHS JIO3aPTAHOM CJIiJl HETAHHO NPUITHHUTH Ta, AKIIO
11e MOXUTHBO, PO3IIOYaTH ATBTEPHATHBHY TEPAIIilo.

Iodsidina Groxada penin-anziomensun-arsoocmeponosoi cucmemu (PAAC)

yarofpkeHo 3 MaTeplans W

4



IIpn cynmyTHeOMy 3acTOCYBaHHi aliCKipeHy Ta aHTaroHICTiB penenTopis adriotensuuy II a6o
iHribitopis AII® migBHIIyeTbCA PU3MK apTepialbHOI TIIIOTEH3ii, rimepkaimieMii Ta MOpPYIIEHHS
¢GyHKUIT HUPOK, BKIIOYAIOYH T'OCTPY HHPKOBY HEIOCTATHICTH. Y 3B’S3Ky 3 IOJBIiMHOIO GJIOKaI0I0
pEHiH-aHTi0TeH3HH-anbaocTepoHoBoi cuctemMu (PAAC) cymyTHE 3acTOCYBaHHA alicKipeHy Ta
aHTaroHicTiB peuentopie anriorenzuny Il a6o inriGiropis AII® He pekOMEHAYEThCS (AMB. PO3.IiI
«B3aemonis 3 iHmMMHA JikapchkHME 3aco0aMH Ta iHIOI BHIM B3aeMOZiii»). Y pasi HaraibHOI
norpebu mofnsiiHOi Onokamm PAAC cnig perensHO mepeBipsATH (YHKLIIO HHPOK, PpiBEHb
€JIEKTPONITIB y KpoBi Ta aprepianpHuii THCK. He ciii oQHOYacHO 3acTOCYBAaTH AHTArOHICTH
penenropiB aHrioreH3uHy Il Ta inriGiropu ATI® nanientaM 3 MyKpoBUM aiaGeToM.
I'igpoxaopoTiasug

Apmepianvna 2inomen3is ma nopyuieHHs 600HO-eeKMPONiMHo20 6ANaHCY

Sk i npu 3acTOCYBaHHI iHIIMX AHTHUTINEPTEH3UBHHMX 3aC00iB, y NESKHMX MALICHTIB IpH IpHiioMi
Ipenapary Mo)Ke BAHMKHYTH CUMIITOMaTHYHA TiIOTeH3is. 3a mani€eHTaMu CIif CIiocTepiraTv oo
KJIiHIYHUX NPOABIB PiAMHHOro abo ereKTposiTHOro aucOaiaHcy (HanpuKiIan 3MEHIICHHS 00°eMy
piAMHM, TiOOHATPieEMii, MIOXJIOPEMIYHOrO ANKano3y, rimoMartiemii abo rimokamsiemii), ki MOXYTb
BHHHMKHYTH BHACHIZIOK CYIyTHBOI Aiapei 4 OmoBaHHs. Y Takux HaLi€HTIB depe3 MEBHi iHTepBaIH
9acy CIIiJ MepioAMYHO BU3HAYATH PiBEHB EICKTPOMITIB y cHpoBarili kposi. [Ipu criexoTHil nmoroai y
IAIi€HTIB, CXUIBHHUX JJO HaOPSKIB, MOXXE BUHUKHYTH TiIIOHATPIEMIA pO3YMHEHHS.

Memaboniuni ma endoxpunni echexmu

Tiasuau 3naTHI 3MiHIOBaTH TOJEPAaHTHICTh IO MMOKO3H. Moxe 6YTH MOTpiOHE KOpUTYBaHHS 103
aHTHIia0eTHYHMX IpenapariB, BKIOYaoud iHcymid. I1ig yac Tepamii TiasugaMu MOXKE TIPOSBUTHCS
NPUXOBaHUH LIYKPOBHH JiabeT.

Tia3uau MOXyTh 3MCHINYBAaTH €KCKPELil0 KadbIlil0 3 CEYEr), a TaKOK CIPHUYMHSATH HE3HAYHE i
CKOpPOMHHYIIE 3pOCTAaHHA PIBHA KaJbLii0 y CHpPOBAaTIi KpoBi. BupaxkeHa rimepkaibLieMis Moxke
OyTH 03HaKOIO IIPHXOBaHOrO rimepmapatupeosy. [IpuitoM TiasuaiB Mae OyTH NMPUNMHEHHHN Iepes
IIPOBEJICHHAM JIOCHi/PKEHHS (PYHKIiH Mapalu TOBUIHHUX 3aJI03.

IlinBuINEeHHS piBHIB XOJECTEpUHY i TPHUINIIEPHIIB TaKOX MOXE OyTH HOB’s3aHe 3 Teparicio
AiypeTHKaMH Tia3uJOBOTO PSAY.

Tepamist TiasmmamMum Mo)ke IpPU3BECTH OO TinmepypukeMii i/abo mojarpu y IEsSKHX IIAIli€HTIB.
Ockinbku 503apTaH 3MEHUIYE BMICT Yy Cedi CcedoBOi KHCIIOTH, JIO3apTaH y KOMOiHamii 3
TiIpoXJIOPOTia3uAOM 3MEHIIYE TilepypHKEMiiO, CIPHYMHEHY iy PETHKOM.

Hopywenns gynxyii newinku

Tiasunu cnig 3acrocoByBaTH 3 OOEPEXHICTIO MAIlicHTaM 3 IOPYUIEHHSM (yHKIii mediHku abo
IPOrpecylo4ol0  XBOpPOOOIO  INEYiHKHM, OCKiIIBKM  BiH  MOXE  CIOPHYHHUTH  IIOABY
BHYTPIIIHbONEYiHKOBOrO X0JecTa3y, a He3HauHi 3MiHM BOAHO-EJEKTPOJITHOrO GaniaHCy MOXYTh
CIIPUYMHUTH ICYIHKOBY KoMmy. [Ipcmapar nmpoTumokasaHuii namieHTaM i3 TAXKKOK IEYiHKOBOKO
HEJIOCTATHICTIO.

Hemenanomuuii pax wmkipu

Y nBox enmigeMioNoOriYHMX JOCHIDKEHHSX, NPOBEJEHHX HA OCHOBI JaHux JlaTChKOro
HALIOHAILHOTO PEECTPY OHKOJIOTIYHWX 3aXBOPIOBAHb, OyJI0O BHSABJICHO IIiABUINEHWHA PH3HK
po3BUTKY HeMmenaHoMHoro paky mmkipu (HMPII) [6azansHokmituHHOI kapuuHomu (BKK) i
mwiockokmiTHHHO! KapuuHoMmu (ITKK)] mpu 36inplieHHi KyMyJIATHBHOI I03d TiApOXJIOPOTIa3umy
(I'’XT3). MoxuiuBuM MexanizMoM po3Butky HMPIII € porocencubinizyroda ais I'XT3.

IMamienris, saxi npuitMatots XT3, cnig noindopmysaru npo pusuk po3sutky HMPIII, nopanutu
PEryJsipHO MeEpeBIpATH CTaH INKIPHHX IOKPHBIB Ha HAjABHICTh HOBOYTBOPEHH 1 HETraiHO
HOBIIOMIIATH NP0 HOSIBY OyAb-SKHX MiJO3PiLINX YTBOPEHDH HA MIKipi. 3 METOI 3MEHINECHHS PU3HKY
PO3BHUTKY paKy IIKipH HNAI[i€HTIB CNIiJ] 03HAHOMHUTH 3 MOXJIMBUMH 3arO0iKHIMH 3aX0JaMH, TAKHMH
SIK OOMEXEHHs BIUIMBY COHSYHHX i YJIbTpadioleTOBHMX NMPOMEHIB Ta 3a0e3Me€4eHHS HAIEKHOIO
3aXUCTy IOKipM Yy pa3i Takoro BiumBy. HeoOXigHO sKHAMIIBHIIIE IIPOBECTH JOCIIIIKEHHS
IiXO3piNHX yTBOPEHb Ha INKipi, B TOMY YMCIIi BUKOHATH GiOMCiIO 3 TiCTOJOrTYHHM JOCIiIKEHHIM
Martepiany. 3acrocyBanus ['XT3 Moxe Takox morpeOysard meperisiny y manienrtis 3 HMPII B
aHamHe3i (quB. Takox po3aia «ITo6iuni peakuii»).

Xopioioanvruii gunim, 2ocmpa mionis ma 8mMopUHHA 21AYKOMA i3 3aKPUMUM KYMOM

Y3rofpkeHo 3 maTtepianamu
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CynshoHaMigni Jikapceki 3aco0u  abo moximmi cynedoHamimy MOXYTh CHPHIMHHTH
{mioCHHKpaTHYHY peakiilo, IO MPU3BOIATE IO XOPOifaNbHOTO BHIIOTY 3 AebeKkToM Ioid 30py,
TpaH3MTOPHOI Miomii Ta rocrpoi 3aKpHTOKYTOBOi rnaykomMu. CHMOTOMH BKIIOYAIOTH rOCTpHH
[I0YaTOK 3HIDKEHHS TOCTPOTH 30py ab6o 6inb B ouax i 3a3BUYail BHHHKAIOTH MPOTATOM KiIBKOX
roauH abo THKHIB MiCJIs HOYATKy 3acTOCyBaHHS mpenapary. HenikoBaHa rocrpa 3aKkpHTOKyTOBa
rIaykoMa MOXe IIpU3BECTH A0 HeoGOpOTHOI BTpaTH 30py. IlepBMHHE IiKyBaHHS BKIIFOYAE
AKHAMIOBH/IIE NPHIHHEHHS NpPHHOMY JiKapcbkoro 3acoly. JSIKImo BHYTpIlIHBOOYHHH THCK
3aIMINAETHCH HEKOHTPONLOBAHAM, MOXe OyTH HeoOXiMHMM IIBHIKE MemudHe abo XipypriuHe
nikysauHs. JIo $aKTOpiB PU3MKY PO3BHTKY [OCTPOI 3aKPHTOKYTOBOI IJIayKOMM HAIEIKATh HAsBHICTB
B aHaMHe31 ajeprii Ha cynbdoHaMin abo MEHIUMITIH.

T'ocmpa pecnipamopra moxcuunicmo

T[loBimoMIIAIOCS TIPO MY’KE PiIKICHI BAINAAKK TOCTPOi PECHipaTOpHOI TOKCHYHOCTI, BKIOYAIOMH
roctpuii pecriparopruii auctpec-curapom (I'PHC), nicis mpuifomy rimpoxioporiasugy. HaGpsk
JNereHiB 3a3BHYali PO3BHBACTHCA [POTArOM JEKUIBKOX XBHIMH a00 TOAMH IMicis mpHiioMy
rizpoxjaoporiasuay. Ha ToyaTKy CHMOTOMH BKIIOYAIOTh 3aMIIKY, JHXOMAHKY, MOTipINEHHS
nereHeBoi QyHKIil Ta rimoTensiro. Sxmo ¢ minospa Ha I'PJIC, 3acTocyBaHHS JiKapChKOro 3aco0y
Jlopicta® H 100 crix NpUOMHATH Ta NPU3HAYMTH BiANOBiJHE JiKyBaHHs. [igpoxmopotiasuy He
clii TpWsHayaTH mNamieHTaM, y sxkux padime Oy Bumagok IPJIC micis mpuitomy
TiIPOXJIOPOTiasHIy.

Inwi cmanu

V mamieHTiB, AKi OTPUMYIOTh TiasumM, alepriddi peakuii MOXYTh BHHHKATH HE3AIEKHO BiN
HASBHOCTi B aHAMHe3i ajiepriunux cTaniB abo GpoHxiansHOI acTMu. [ToBigoMIIsIIOCS PO PEIMAHBY
a6o moripImeHHs nepebiry CHCTEMHOTr0 9epPBOHOrO BOBYAKA Y HAILIEHTIB, AKi OTPUMYBAJIM Tia3HIH.
Ocobnusa inghopmayia npo oesxi inepeodienmu

Jlopicta® H 100 wmicTuts naxrtosy. IlamieHTH 3 piAKICHOIO CHATKOBOK HENEPEHOCHMICTIO
ranaktosy, gedinuToM nakrazu Jlanma aGo MOPYIICHHSAM BCMOKTYBAHHS [IFOKO3H-TIAKTO3H HE
[IOBHHHI IpUMAaTH 1l npenapar.

3acmocyeanns y nepioo eazimmocmi abo 200y8aHHs 2py00i0.

Bazimnicme

Jlozapran

Jlixapcekuit 3aci6 MpPOTHMIOKAa3aHO 3acTOCOBYBAaTH BariTHUM abo >kiHkaMm, sKi IUIaHYIOTh
sapariTHiTa. SIKIMO Wi dYac JiKyBaHHs [IPENapaToM IiATBEPIUKYEThCA BariTHICTh, HOro
3aCTOCYBAHHS HEOOXiJHO HEraiflHO NPUIMHWTW | RaMIHWTH iHIOUM JKaPCHKEM 3acO00M,
JI03BOJIEHAM [0 3aCTOCYBaHHA BAriTHEM. ENiIeMiosoriuHi BUCHOBKY IIOJO PH3HKY TEPaTOTeHHOCTI
BHACJII/IOK BIUTHBY iHTiGiTopiB ATI® mpotsrom I TpumecTpy BariTHOCTI HE € OHO3HAYHUMH, OJTHAK
He MO)KHA BHKJIIOYATH HEBEIHKE IiABHINEHHA pu3uKy. JloTemep HeMae XOAHUX KOHTPOIbOBAaHHMX
cuijeMIONOriHUX JANMX MmMOAO PH3UKY y 3B'si3Ky 3 upuitomom inriGitopin amriotemsmy II,
NONiGHMI DPH3MK MOXJIMBHN JUIi IBOTO Kiacy mnpemapaTiB. SIkmo npojosxeHHs Teparmii
iHriGitopoM amriotemsudy Il He BBaXaeTbCs KOHYE MOTPIGHMM, NAIi€HTOK, AKi IUIAHYIOTH
BariTHICTB, CIiI TEpeBECTH Ha albTEpPHATUBHE AHTHUTINEPTCH3MBHE JiKyBaHHs, SKE Mae
3aTBepUKeHH podiis Ge3nexd 3aCTOCYBaHHs MiJ 9ac BAriTHOCTI. SIKIMO BHSBIEHa BariTHICTS,
nikyBaHHa iHriGitopom adriotensmHy Il cmin HeradHO NPUOMHUTH Ta, SKIIO II€ MOXIHBO,
pO3MOYATH ATHTEPHATHBHY TEpAITio.

BizoMmo, 1mo 3acTocyBaHHA iHTiGiTopiB anriotensuny II mix gac II i III TpumecTpy BariTHOCTI MOXe
CIPHYHHATH (ETOTOKCHYHICTh (3HMKEHHA (YHKIIT  HMpPOK, OMIroriJpaMHioH, peTapraiio
OKOCTEHiHHS deperna) i HEOHATAIBHY TOKCHYHICTh (HHPKOBY HEIOCTATHICTh, apTepialbHy
rilOTeH3i10, rilepKaieMiio).

Slkmmo 3acTocyBaHHs iHriGitopiB amriotemsmmy Il BimGymocs B II TpumecTpi BarirHOCTI,
PEKOMEH/IYEThCS IIPOBECTH YIBTPa3ByKOBE HOCHi/KEHHS GyHKIIT HUPOK Ta Yepera.

HeMoBAT, MaTepi AKX NpuiiMaid iHribitopu axriotenHsuHy II, ciii peTenbHO KOHTPOJIOBATH
IIOJ0 apTeEPiaTbHOI MMOTeH3il.

[iipoxsiopoTiazu
IcHye 0OMeXeHuH JOCBI 3aCTOCY BAHHSL [ IPOXIIOPOTiasuy il yac BariTHOCTIi, 0cOOJMBO mmiA 4ac I
TpuMecTpy. JlocTiKeHHS Ha ) OpMERkeHInianamy|
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TigpoxmopoTiasui TpOHMKAe duepe3 IUlalieHTapHuii Oap’ep. 3 ormimy Ha (bapMakoIoriyHUH
MexaHi3M Jlii riapoxnoporiasuuy, ioro 3actocypanss mix yac Il ta III TpuMecTpy MOXE 3aIIKOUTH
KPOBOIOCTAYAHHIO MiXK [UIALEHTOIO Ta IJIOJOM i CIPUYUHUTY Y IIIOJA T HEMOBJIATH XOBTSAHHUIO,
pO31IaJ eNEKTPOIITHOrO GanaHCy Ta TPOMOOIUTONEHIIO.

TigpoxsIopoTiasy HE CIifl 3acTOCOBYBAaTH JUISL JiKYBaHHS TecTaUifiHOTO HaOpsAKy, a TakoxX
recTauiiisoi aprepianbHOi rimepTensii a6o MpeeKIaMIcil Yepe3 pU3UK 3HIKCHHS 00°eMy IUIa3MH
KPOBi T2 BUHHKHEHHS MarKOBO-TUIAIICHTapHOI rinomepdysii 6e3 CHpUATIHBOrO BINIMBY Ha mepebir
3aXBOPIOBaHHS.

TimpoxopoTiasua He CIif 3aCTOCOBYBATH IS JiKyBaHHS apTepialbHOI rineprensii y BariTHHX
JXiHOK, 32 BUHATKOM BHIT4JKiB, KOJIM HE MOXHA 3aCTOCOBYBAaTH abTEPHATUBHE TiKyBaHH.
T'ooysanns 2pyooio
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He peKOMEHIyeThCA 3acTOCOBYBaTH Ipelapar depe3 BiACYTHICTh AOCTATHIX JaHWX IIOAO
3aCTOCYBaHHS y TepioJl romyBamHs TIpyamo. IlamienTta ciig nepeBeCTH Ha albTEPHATHBHC
AHTHTINICPTEH3UBHE JIKYBaHHS, SKE Mae 3aTBEPIKEHUH NPOQiitb Oe3MeKH 3aCTOCYBaHHS y nepion
rOyBaHHS IPy/TIO, 0COGIMBO HOBOHAPOKEHUX 200 HEOHOIIEHHX HiTCH.

T'iopoxnopomiasuo

TiApoXJI0opoTiaskl MPOHAKAE y IPYOHE MOJOKO Y HEBEIHKMX KUIBKOCTIX. Tiasumu y BHCOKHX
[03aX, CIPHUMHSIONM iHTEHCHBHUN Jiype3, MOXyTh HPHTHIuyBaTH JaKraiio. Ilpenapar Jlopicta®
H 100 He peKOMeHIyeIbes 3aCTOCOBYBATH y Tepion romyBaHHs rpyimo. Ilpu 3aCTOCYBaHHI
mnpenapary Jlopicta® H 100 y nepion rogyBaHHS IPyULO X034 IOBHHH] Gy TH AKOMOTa HIDKYMMH.

30amuicmy eniueamu HA WBUOKICMb peaxyii npu KepyeawHi aemompawcnopmom abo iHuumu
MEXAHIZMAMU.

He mnpoBOAMIIOCS HIiAKMX MOCHIMKEHh WIOAO BIUIMBY I[Ipenapary Ha 3[aTHICTh KEpyBaTH
ABTOMODIJIEM Ta MPAIIOBATH 3 IHITMMH MEXaHI3MaMH.

OnHak mix dYac KEpyBaHHA aBTOTPAHCTOPTOM a6o poGoTri 3 iHMMME MeXaHi3MaMH IIpH
3aCTOCYBaHHI aHTHTiNEpPTCH3MBHAX MPENapaTiB MOXUTMBE 3alaMOPOYCHHS abo BTOMA, 0co0JIMBO HA
H0YaTKy JiKyBaHHs a0 NPH MiBUIICHH] JO3H.

Cnoci6 3acmocysanna ma 003u.

IIpenapar Jlopicta® H 100 moXHa 3acCTOCOBYBAaTH pa3oM 3 iHIIHMH AHTHTINEPTEH3NBHUMH
3acobamu.

TabneTky mpemapary cliJl KOBTaTH, 3alIMBAIOYH CKITHKOIO BOJH.

IIpenapar Jlopicta® H 100 MoxHa 3aCTOCOBYBATH HE3AIEKHO Bi/J| IPHIOMY Ki.

Aprcpianbha rineprensis

Jlo3apTaH Ta TiApOXIOPOTiasMa HE 3aCTOCOBYIOTh sK NOYATKOBY TEPalilo, IPOTE 3aCTOCOBYIOTH
marienTaM, apreplaibiiait THOK SIKMX BiMIOBIJIHO HE KOHTPOTIOETHCA TiIBKH TO3apTaroM abo
riIPOXJIOPOTia3uIOM.

PeKoMeHIYETCA THTPYBAHHS JIO3M IUIAXOM IiAGOpy AO3H OKPEMHX KOMIIOHEHTIB (J103apTaHy Ta
riIpOXJIOpOTiasudy).

Jins maui€eHTiB, y SKHX apTepianbHUN THCK aJIeKBATHO HE KOHTPOIIOETHCS MOHOTEpAIli€ro, MOXe
6yTH OPUHHATO PilIEHHs PO NEpPeXia Ha KOMGiHOBaHY Tepallito.

3Buuaiina miarpuMyioda fo3a — 1 TabiaeTka npenapary Jlopicta® H (50 mr/12,5 mr) 1 pa3 Ha 106y.
Jlns marieHTiB, y AKuX 3acTocyBaHHs 1 TabneTku mpemapary Jlopicra® H He nae n0CTaTHLOrO
edexty, 103y Moxmna nigsumuTy 10 1 Tabnerxu Jopicra® HD (100 mr/25 mr) 1 pas Ha no0y.
MakcumaneHa no3a — 1 Tabnerka mpenapary Jlopicta® HD 100 mr/25 mr 1 pas Ha no0y.
AHTHIiIEpPTEH3UBHUH €QEKT AOCITacThCs MPOTATOM 3—4 THDKHIB MICIA OYATKY Teparii.

Ipenapar Jlopicra® H 100 mpusHaueHmit JUIs NaIi€HTIB, SKi OTPUMYIOTH JOBEACHY LUIIXOM
THTpYBaHHs 103y No3apraHy 100 Mr i ski moTpebyrOTh NOJATKOBOro KOHTPOIIO apTepialbHOIO
THCKY.

3HMKEHHS DHU3UKY CEpLEBO-CYJMHHUX 3aXBODIOBAHL Ta JICTANBHUX BHNA/KIB y XBODHX Ha
apTepiaNbHy rineprensiio 3 rineprpodielo JiBOro HUIyHOYKa

Yaro/ikeHo 3 matepianamu
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3BuuaiiHa IOYaTKOBa /1032 CTAHOBUTH 50 Mr nosapramy 1 pa3 Ha no0y. [lamienTam, y sxux He
BIAETHCA TOCATTH IUILOBOTO 3HAYEHHS PiBHS apTepialbHOTO THCKY DpuiioMoM 50 Mr jio3apraHy Ha
no0y, cmin migbupatd Tepamiio i3 3acTOoCyBaHHAM KoMOiHamii 103apTaHy 3 HH3BKHMH J03aMH
rigpoxmopoTiasuay (12,5 Mr) Ta y pasi HeoGximHocti Hamam no3y 36umbmmta o 100 Mr
nosaprany/12,5 Mr rigpoxiopotiasuiy 1 pas Ha aoGy. IIpi Heo6XimHOCTI 03y CIiA 3GUIBIIMATH 1O
100 mr no3aprany i 25 Mr rigpoxioporiasufy 1 pa3 ua 100y.

Jlopicta® H, Jlopicta® H 100 Ta Jlopicta® HD € anbTepHaTHBHUMH JiKApCBKAMH 3ac00aMy IJis
TAIi€HTiB, SKi KOHTPOJIOIOTh apTepiaibHy TiNepTeH3ilo IUIIXOM OJHOYACHOTO IPHHOMY J103apTaHy
Ta TiAPOXJIOPOTia3nuay y BiAOBINHMUX J03aX.

3acrocyBaHHs mamieATaM 3 mopymeHHsM (yHKUil HAPOK Ta NaiieHTaM, sKi NPOXOJSTh CEaHCH
reMojlianizy

He noTpi6HO XOJHOTO KOPHTyBAHHS IIOYATKOBOI JO3H JUIA MHAIi€HTIB 3 MOMIPHUM MOPYIICHHIM
dynkuii  mumpok  (kmipeHc  kpeartmHiny 30-50 Mu/xB). Tabnetku 3 KomOiHaui€io
JT03apTaH/TiAPOXIOPOTia3u, HE PEKOMEHAYIOThCS JUIS IIAIl€HTIB, sKi [POXOIATh CEaHCH
remopiani3y. IIpemapar He i 3aCTOCOBYBATH MALli€HTaM 3 TSXKKMM NOpPYMEHHAM QyHKuil HIpOK
(xmipenc kpeatusiny < 30 MiI/XB).

3acTOCYBAHHS NAIEHTAM 3i 3MEHIIEHHSM BHYTPINIHHOCY TMHHOTO 06’ €My IMPKYJIOI0YO] PiNHHA
Kopexuito nedinuty o6’emy pimuHM Ta/a60 HaTpil0 CIig MPOBOAHTH IHEPEA MOYATKOM
3aCTOCYBaHHS JIO3apTaHy/TiAPOXIOpOTiasuay y TabicTKax.

3acToCyBaHHS NAIECHTAM 3 NOPYILICHHIMU (QYHKIIT NeYiHKH

TIpenapar NPOTHIOKA3aHHUIl NALiCHTaM 3 TSOHKKAMH NOPYIIEHHAMH (yHKIIT MeYiHKA.

3acTOCYBAHHS MAIEHTAM JIITHEOTO BIKY

3a3suuaii HeMae HeoOXiTHOCTi B KOPUIYBaHHI JO3H JUTA NMAUIEHTIB JITHBOTO BiKy.

Himu.
JIOCBix 3aCTOCYBaHHS NpeNapary AiTAM BifICyTHil, ToMy KOMOIHAIIiIO J103apTaH/TiApOXI0pOTiasny
He CJiJ 3aCTOCOBYBATH Liiif KaTeropii mami€cHTiB.

Ilepedosyeanna.

CrenpdivHEX [aHMX INONO JIKyBaHHS Iepejo3yBaHHA IpemapaToM Hemae. Tepanis
Iepefo3yBaHHA CHMITOMATHYHA i MiATpEMyioya. [1oTpibHO mepepBaTi Kype Tepalii npenaparoM i
peTeqsHO KOHTPOJIOBATH CTaH TalieHTa. SIKINO NpemapaT NPHMHATO HEIOAABHO, HOTPIGHO
BHKJIHKATH OMIOBaHHA 1 34CTOCYBATH 3aXOAu, CHPAMOBaHI HA YCYWeWHs Jicrijiparanii,
eTEKTPOIiTHUX HOPYUIEHb, IEYiHKOBOI KOMH Ta apTepianbHOi rimoTeHsii.

Jlosapran

Jlani mpo mepeno3yBaHHS npenapary y JUOAMHH oOMeneHi. Hal6innm iMOBipHUMH MpOSBaMH
Iepefo3yBaHHsS € apTepiaibHa TilOTeH3is, Taxikapais; Gpamukapiis Moxe OyTd HacIiaKoM
napacuMnaTHuHoi (BarycHoi) cTuMyismii. Y pasi CHMITOMATHYHOI apTepianbHOL rinorensii
MOKa3aHa MiATpUMYIo4a Tepalis.

Jlo3apraH i #Oro aKTHBHHMIA METAGOIIT He BUAALMIOTHCS IIUITXOM reMOMiai3y.

I'igpoxyoporiasuj

HaifyacTimmi CHMITOMH Iepefo3yBaHHS € HacHifkoM AebinuTy eneKTpoliTie (Timokamemis,
rimoxiopemisi, rimoHaTpiemis) i meriparauii BHacHiZOK HamMipHOTO cedoBUAiICHHS. IIpu
OIIHOYACHOMY IPHIOMi CEpIEBUX TTIKO3MIiB TMOKATIEMis MOYXKE CIIPHIMHHUTH IOCHIECHHS apUTMIH.
[igpoxiopoTiasil BHIANAETHCA LUISXOM TeMOMiami3y, MHpoTe CTyNiHb BHIQICHHS HE Oy
BCTAHOBJIEHUH.

ITo6iuni peakuii.

ITo6iuni peakuil, SKi MOXyTh BUHMKHYTH IIiJ{ 9ac JiKyBaHHs, KIacH(pikoBaHi y rpynH 3a 4acTOTOIO
OsiBH: Iy>Ke uacTo: >1/10; wacto: >1/100 - <1/10; Hewacro: >1/1000 - <1/100; piako: 21/10000 -
<1/1000; my»xe pimxo: <1/10000; HeBiZOMO (He MOXHA ITiApaxyBaTH 3a HAABHUMH JaHHUMH).

V [oCIiKeHHSX J03apTaHy KaTiio Ta TifipoXJiopoTiasday He CIOCTepiranocs JKOZHMX MOGIYHHX
peakuifi, He3puuHUX s uwiei KoMbinauii pedosuH. [ToGiuRi peakuii 0OMEXyBATHCS THMH, IIO
paHile criocTepiramcs A I03apTaHy Kaltiio Ta/abo riIpoxsiopoTiasuuy.

Y3roKeHo 3 maTepianamiy \
peec:TpaujﬁHoro [OCHE ( '5%;% )
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ITig "ac DOCHiIKEHD 3a YMOBH apTepiaibHOI rinepTensil 3amaMopo4eHHs Oy10 €AMHUM NOGIiYHMM
edexrom, mo OyB MOB’A3aHMi i3 AiI0OY0I0 PEYOBHMHOIO i 3ycTpidaBca y moHan 1 % xBopux
(mocToBipHO OinbIne, HiX Y Ipymi miane6o).

KpiM mux peaxiriif, iCHyrOTh Taki HOOiYHI peakuii:

3 6OKY NeuinKu ma HCOo6408UGIOHUX ULIAXIE. PIIKO — IeIIaTHT.

nabopamopui noxaswuxy: piako — rimepkanieMis, MiIBHINEHHs piBHA anaHiHamiHOTpaHC(hepasu
(AJIT).

JTonaTkoBi mo6iuHi peaxuii, AKi cocTepiramMcs Opu 3aCTOCYBaHHI OJHOTO 3 OKPEMHX KOMIIOHEHTIB
Tpenapary i MOXyTb GyTH TOTCHIiMHMMH TOGIYHMME edeKTamy Iperapary NpH 3acTOCyBaHHI
KoMOiHail 103apTaHy Kaliio/TiApoXJIopoTiasuiay, Taki:

Jlozapran:

3 60Ky Kpo6i ma nimpamuynoi cucmemu: Heyacto — anemis, mypmnypa Hlennaitna-I' eHoxa, eKxiMO03,
reMOJIi3;

HEBiZIOMO — TPOMOOIIUTONEHIS;

3 6oky iMyHHOI cucmemu: PpiIKO ~— peakuii rimepdyTAMBOCTi: aHadiTaKTUYHI peaxii,
aHTiIOHEBPOTHYHHI HAOPAK BKIIOYAIOYH HaOPsIK OpTaHi Ta roJocoBOi IIiIMHH, IO IPU3BOAUTE O
oBCTpYKIii AUXAThbHMX LLIAXiB Ta/abo HaOpsk o6mmuust, ry6, riaoTkm Ta/abo  s3UKa;
AHTiOHEBPOTHYHMH HabpAK B aHAMHE3i IPH 3aCTOCYBaHHI JHKapChbKHX 3acobiB, y TOMy 4HCIIi
inriGitopie AII®; xponus’dHKa;

3 60Ky 00MiHYy peuosur ma XapyysanHs. HEIaCTO — aHOPEKCis, mojarpa;

nOpyuienHsa NCUXiKu: 4acTo — OE3COHHS;

[I€YaCTO0 — BiMUYTTS CTpaxy, TPMBOXKHHI pO3aj, MAHIYHHA DPO3Naj, CIUTyTaHiCTs CBiAOMOCTI,
Jenpecis, aHOMAbHI CHOBHMIiHHS, PO3/Iay CHY, COHIHBICTb, MOPYIIECHHS 11aM’ ATi;

3 60Ky 11ePBOGOT cUcmeMu. TIaCTO — TOJIOBHHIA Oillb, 3aTIaMOPOYEHHST;

HEYacTo — HEPBO3HICTb, NapecTesis, mepudepuuHa HEBPONATis, TPEMOP, MilpeHb, BTpara
CB1JOMOCTI; HEBiIOMO — CIIOTBOPEHHS CMaKy;

3 6OKy Op2anieé 30py: HEUaCTO — 3aTyMaHEHHs 30py, NEUiHHS/IOKOMIOBAHHS B O4YaX, KOH IOHKTHBIT,
3HIDKEHHS 30pOBOI aKTHBHOCTI,

3 60Ky opzanie cyxy i 6ecmubyisprHozo anapanty: HEJacTo — BEPTUTO, [3BiH y ByXax;

3 6oKy cepya. HeYacTO — apTepiaibHa TiNOTEH3is, OPTOCTATHYHA TiNOTEH3if, CTEPHAIIIS,
CTEHOKApJis, aTpioBeHTpUKyIsipHa 611okana II cryneHs, nepeGpoBacKy IsApHi MOpyIEHH, iHbapKT
MioKapJa, BiT4yTTs cepueOuTTA, aput™ii (¢ibpuisaunis mepeacepab, CHHycoBa OpamMKapmis,
TaxiKapAis, LUTyHOYKOBa Taxikapais, GiOpriAttis miyHouKiR);

3 60Ky CyOuH: HEYACTO — BACKYJIIT;

HEBIIOMO — J0303aJIeXHi OpTOCTaTHYHI eeKTH;

3 60Ky QUXanvHOi cucmemy, opeaie spyOHO KNIMKY ma cepedoCminiisi. 4acto — Kalelb, iHpexuil
BEPXHiX IUXaIbHUX IUIAXIB, 3aKJIaJCHICTh HOCA, CHHYCHT, 3MiHH Y HOCOBHX Ma3yXax;

HeuacTo — (apuHraneHuil guckoMdopt, dapuHrit, napuHriT, 3amumika, OpoHxiT, HOcoBa
KPOBOTEYA, PUHIT, 3aK/IaI€HICTh AUXAILHUX IUIAXIB;

3 GOKY ULTYHKOBO-KUUIKOB020 MPAaKmy. 4acTo — OLb y XMBOTI, Hy0Ta, Aiapes, AUCIETICis;

HEYacTo — 3amop, 3yOHWi Oinb, CyXicTh y pOTi, METEOpPH3M, TacTpHT, OJIOBaHHs, KHIIKOBA
HEIIPOXiTHICTE;

PiIKO — KHIMIKOBHIA aHT10HEBPOTHYHU# HAOPAK;

HEBIZIOMO — ITAHKPEaTHT;

3 BOKY NewiHKu ma JHCOoB4OBUBIOHUX UWATAXIE: HEBIIOMO — 3MiHa IOKa3HHKIB QYHKII] IEUiHKH;

3 6OKY WKIpU Mma NIOWKIPHUX MKAHUK: HEYACTO — AJIONELs, ACPMATHUT, CYXiCTh LIKIpH, epUTEMa,
ITOYEPBOHIHHS, CBITJIOYY TJIMBICTh, CBEpOIXK, BUCHITAHHS, KPOIIKB’THKA, ITi IBUIIEHE MOTOBUILICHHS;
3 6OKY KicmK080-M ‘30601 ma CRONYYHOT MKAHUHY. 9acTO — M’S30Bi CyJOMH, Oiib y cruHi, 6ib y
HOTaX, MiaJITi;

HeyacTo — 6illb y pykax, HaGpsik cyrio6is, Oinb y KoiiHax, KicTkoBi i M’a30Bi 60, 6iib y mievax,
BiZIMyTTs CKyTOCTi y cyrio6ax, apTpairis, apTpuT, Kokcanris, GpiGpomianris, M’s1308a caGKicTh;
HEBigoMo — pabaoMioi3;

3 60Ky HUDOK mMa Ce408UBIOHUX wLIAXi6: HacTo — MOpYINeHHS (YHKIII HHPOK, HHPKOBa
HENOCTATHICTB;

HEYacTo — HIKTYpis, yacTe cey 8H E&%é]ﬂ%?é”% ﬁngnBinH WX ILIAXIB;

peecTpauiiHoro fAOCbe %GG— W
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3 OOKy Cmameeux opzanie ma MOMOYHUX 3403 HEYACTO — 3HIDKEHHA 716110, mopymeHHs
epeKLii/iMmoTeHmis;

3G2anbHi NOpywents: YacTo — acTeHis, MiABMINEHA BTOMJIIOBAHICTh, GiJb y rpyanil KIiTui; HeYacTo
— HaOpAK 0OMHYYs, MiBUINEHHS TEMIEepaTypH;

HEBIZIOMO — IpHIIONO/IiGHi CHMIITOMH, HE3/[y)KaHHS;

nabopamopui  nokasuuku: uacto — rinepkagieMis, He3Ha4YHE 3IHMOKEHHS reMaTOKpUTy Ta
reMOrIo0iHy; HEYacTo — HE3HAYHE 3HMIKCHHS PIBHIB CEYOBHHH Ta KpeaTHHiHy B CHpOBATI KpOBI;
YK€ PiZKO — MiABUIEHHS (DePMEHTIB IeUiHKN Ta GinipyGiny.

['iapoxioporiasuz

Hobposiicui, snosxicni ma neeusnayeni HOBOYMBOPeHHS (BKIIOHaIOYU Kicmu ma noninu)

Hesizomo: memenanomumit pax WKipy (0a3aibHOKIITMHHA KapLMHOMA 1 ILIOCKOKTITMHEHA
KapuuHOMa)'.

3 Goxky xpoei ma nrimgpamuunoi cucmemu: Heuacto — arpaHyJIONUTO3, AIUIACTHYHA aHeMif,
reMOJIITHYHA aHeMis, JeiKoreHis, Iy pIypa, TpoMOOIMTONEH]S;

3 60Ky iMyHHOI cucmemu: PiaKo — anainakTHuHa peaxuis;

3 boky obminny pevosun ma XApHy6annA. HEYaCTo — aHOpPEKCis, TilepriikeMis, rimepypuxemis,
rinokamemisi, rinonarpiemis;

NOPYWEHHS NCUXIKYU: HEYACTO — 6E3COHHA, MiHH HACTPOIO;

3 OOKY HepBOBOT cucmemu. JacTo — ToIOBHMUI Oin;

3 boky opeanie 30py: HeyacTo — 060pOTHE 3aTyMaHEHHS 30py, KCAHTOIICI;

HEBIZIOMO — XOpioianbHuif BT, roCTpa Miollisi, FOCTpa 3aKPUTOKYTOBA FIIAyKOM,

3 60Ky cyOun: HeYacTo — HEKPOTHIYIOUHiH AHTiTT (BackymiT, IIKIpHUH BacKyIiT);

3 Boky Ouxanvhol cucmemu, Op2arie 2pyoHol KIimKu ma cepedocminms: HevacTo — pecniparopuuii
AMCTPEC, BKINOYAIOYM NMHEBMOHIT Ta HAaOpSAK JeTeHiB; Iyxe pinko — rocrpuii pecnipaTopHmii
auctpec-cunapom (I'PJIC);

3 OUKY WIYHKOBO-KUWIKOBO20 Mpaxmy: HEYaCTO0 - 3alAICHHA CIMHHHX 3403, CIa3MH,
TI0pa3HEHHS LLTYHKa, HYA0Ta, OMoRaHHs, Jiapes, 3amnop;

3 00Ky neuwiHKU ma XHCOGYOBUBIOMUX WINAXIE: HEUACTO — WOBTAHUUSA (BHYTPIlIHBONECUiIIKOBHIA
X0JlecTa3), HaHKPEATHT;

3 OOKy wiKipu ma nidwiKipnux mxanum: HedacTo - CBITJIOYY T/IUBICTh, KPOIMB IHKA, TOKCHYHMI
enifiepManbHUi HEKPOJTi3;

PiAKO: CHHIpOM CriBenca—/[xxoHcoHa; mKipHi peakuii, mo HaraayroTh WKipHy GOPMY CHCTEMHOIO
HCPBOHOTO BOBYAKA; peakTHBALIis MIKIPHOT hopME YepBOHOrO BOBYAKa;

3 boxy ricmioeo-m '13060i ma CROIYYHOI MKAHUHU. HEYACTO — M SI30Bi CYAOMH;

3 OOKy HUpox ma ceuosusiOHux winsxic: HewacTo — TTIOKO3Ypist, iHTEpCTHLianbHul HepwuT,
NOPyIEHHs GYHKUiT HIPOK, HUPKOBA HENOCTATHICTD,

3a2ANbHI NOPYULEHHA.! HEYACTO — i JIBUIICHHS TEMIIEPATy U Tijla, 3aMaMOPOYEHHSI.

! Hemenanomunit pax LIKIDH: HA OCHOBI HAABHMX JAHMX EMi/IEMIONOrTYHUX JOCTIDKEHb CIIOCTEPIracThes KyMyJISTHBHA
A0303aNEHKHICTH MK 3aCTOCY BAHHSM riipoxnopoTiasuy Ta possurkom HMPILI (mmB. «OcobmmuBocTi 3acTocyBatmsm» Ta
«DapMaKoNorivHi BAacTHBOCTI),

Tepmin npuoammnocmi,
5 pokis.

¥YmoBH 36epiranns.
36epiratu mpu Temuepatypi #e Bame 30 °C B OpMTiHANBHIN ynakoBmi s 3aXMCTY BiJ Jii BOJOTrH.
36epiraT B HEAOCTYTHOMY ISl AiTeH MiclIi.

Ynakoeka.

Io 10 Tabnerox y 6rnictepi, mo 3 abo 6 GuicTepiB y kapToHHiit KOpO6L.

Io 14 Tabnerox y Gnicrepi, mo 2 a6o 4 Gurictepu y kapToHHii KOpOGiLi.

Io 15 Tabnerox y Gaicrepi; mo 2 a6o mo 4, a6o mo 6 Gnictepis y kapToHHIH KopoOui.

Kareropia pinmycxy. 3a penenrrom. S ‘ i
e YarofeHo 3 MaTepuanaMm\
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KPKA, a.1., Hoso Mectro/KRKA, d.d., Novo mesto.

Micne3HaxoxKeHHsI BADOGHHKA Ta iioro aapeca Micls NPoBaKeHHAS AisJILHOCTI.
IIIMap’emka niecra 6, 8501 Hoso Mecto, CroBenis/Smarjeska cesta 6, 83501 Novo mesto, Slovenia.
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