IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

JIopicTa®

(Lorista®)

Cknao:
ditoua pevosuHa: losartan;

1 TabneTka, BKpUTa IUTiBKOBOIO 000710HKOI0, MicTuTh 12,5 Mr a6o 25 mr, abo 50 mr, a6o 100 mr
j03apTaHy Kalli;

0onoMidCHI peuoBUHU: 1leJlaKTo3a (MiCTUTh JTaKTO3W MOHOTIAPAT Ta LIe/TI0JI03Y MTOPOIIKOMIOAiI0HY),
KPOXMaJlb KyKypyA3sHUM, KPOXMaJib IpeXelaTUHI30BaHUY, LIe/I0J103a MiIKpOKPUCTaIliyHa, KPDEMHI0
mioKcup KonoigHui 6e3BOMHUM, MarHilo cTeapaT, TiTpoMeo3a, TalabK, MPOIieHT TiK0Ib, TUTAHY
miokcup (E 171), 6apauK xiHominoBui xkoBTui (E 104) - mume gns Tabnetok mo 12,5 mr Ta 25 Mmr.

JIikapcbka ¢opma. TabneTKy, BKPUTI ITiIBKOBOIO 000JI0HKOIO.
OcHo8HI (pi3uko-xiMiuHi 8 1acmusocmi:
tTabneTku mo 12,5 Mr: KOBTi OBa/IbHi, [eII0 ABOOMYKIIi TabIeTKH, BKPUTI MITiBKOBOIO 060JI0HKOIO;

TabIeTKy Mo 25 MT: KOBTi, OBa/IbHi, AEI0 ABOONYKJIi TabIEeTKH, BKPUTI IIiBKOBOIO 000JI0HKOIO, 3
PHUCKOI0 3 OHOT0 OOKY;

tabnetku mo 50 Mr: 6imi, Kpyri, gemo gBoOmyKJIi TabneTKy, BKPUTI ITiIBKOBOIO 000I0HKOIO,
31 CKOIIIEeHUMU KpasiMU Ta PUCKOIO 3 OOHOTO OOKY;

tabneTky mo 100 Mr: 6isi, oBasibHi, [el[0 ABOOMYKIIi Ta0JIeTKY, BKPUTI MJIiBKOBOIO
000JI0HKOIO.

dapMakoTepaneBTHYHA rpyna. 3acobu, 10 OifoTh Ha peHiH-aHTi0TEH3WHOBY cucTeMy. IIpocTi
IpernapaTy aHTaroHiCTiB penentopis aHrioten3uny II. Kog ATX C09C AO01.

Papmakono2iuHi e1acmueocmi.
®apmakoOuHamika.

Jlo3apTaH - 1le CHHTEeTUYHUY aHTaroHIiCT pelenTopiB anrioten3uny Il (tuny AT,) ons



IIepOPaIbHOr0 3aCTOCYBaHHs. AHTiOTeH3uH I - TOTyKHUY Ba30KOHCTPUKTOD - € aKTUBHUM
TOPMOHOM pPEHiH-aHTiOTEH3WMHOBOI CUCTEMU Ta OJHUM 3 HalBaXKIUBIIIUX (PaKTOPiB
naTo@diziosoril apTepianbHOl rinepTeH3il. AHrioTeH3uH Il 3B’93yeThCa 3 penentopom AT;,
KM MiCTUTBHCSA ¥ 6araTboX TKaHKWHAaX (HAPUKIIAM y TTIaAKUX M’s13aX CYOUH, HAMHUPKOBUX
3aJ103ax, HUPKax i ceplii), BU3HaYal0Yy HU3KY BaXKJIUBUX 0ioorivHuX e(heKTiB, y TOMy YUCITi
Ba30KOHCTPUKIIIIO 1 3BUIbHEHHS aJbA0CTePOHY. AHTi0OTeH3UH Il TaKOXK CTUMYIIIOE
npostidepallito KIiTHH IIagKux M’ s3iB.

Jlo3apTaH CelleKTUBHO 3B’'I3y€ThCA 3 penentopoM AT,. B ymoBax in vitro Ta in vivo j103apTal
Ta ¥oro ¢hapMakKoJIOTiYHO aKTUBHUM MeTa0oJIiT - KapOokcunbHa Kucnora (E-3174) -
6110KYI0Th yCi (pi3iomoriuHo Baromi BIIJIMBY aHTioTeH3UHY II He3aslexkHO Bif mxkepeia abo
IJIAXY CUHTE3Y.

Jlo3apTaH He 3B’A3y€ThCS i HE OJIOKYE iHIII pellenToOpu TOPMOHIB ab0 i0HHI KaHaJH, BaXKIIUBI
IJIs1 CepIeBO-CyAUHHOI perynsiil. JIozaprad He npurHiuye AllO (kiHagy II) - hepMeHT, SKuit
cmpuse po3mnany 6pagukininy. BHacmigok 1b0ro He BigOyBaeThCs MOCUIEHHST HebaKaHUX
edekTiB, omocepenkoBaHux OpagukiHiHoM. ITim Yac 3acToCyBaHHS JI03apTaHy YCYHEHHS
HeraTHBHOI 000POTHOI peakiii aurioTeH3uHYy Il Ha cekpelio peHiHy TPU3BOOUTD OO
MiOBUIIEHHS aKTUBHOCTI peHiny y mna3mi Kposi (APII). Take nigsuiiesHs APII npu3BOgUTh
[0 3pOCTaHHS KOHIIEHTpallil aurioteH3uny Il y mna3mi KpoBi. Xouda BigOyBa€EThCS TaKe
3POCTaHHS, aHTUTIEPTEeH3WBHA aKTUBHICTE 1 CylIpecis KOHIIeHTPallil albJI0CTEePOHY Yy IJIa3Mi
KPOBi 30epiraloThCs, 110 CBIAYUTD PO ePeKTUBHY 0710KaAy PelenTopiB aurioreH3uny II.
[Ticrist BiOMIiHY JTiIKyBaHHS JI03apPTAHOM aKTUBHICTE PEHIHY Y IJ1a3Mi KPOBI 1 TIOKa3HUKU
piBHIB aHrioTeH3uHy Il mpoTsaroM 3 gHIB IOBEPTAOTHCA OO IOYATKOBUX 3HAUEHb. fAK
J03apTaH, Tak i KOT0 OCHOBHUY MeTalO0JIiT MaloTh BUIIY CIOPigHeHICTh 3 AT,-peliennTopamy,
Hixk 3 AT,-peniennitopamu. AKTuBHUYN MeTabo0miT ¥ 10-40 pa3iB aKTUBHILINY, HiXK J103apTaH.

[locHmigKeHHd V TallieHTiB 3 apTepiaabHO TinepTeH3iern

Y KOHTPOIbOBAHUX KIiHIYHUX [OCTiOKEHHSIX 3aCTOCyBaHHA 103apTaHy 1 pa3 Ha goly
maIrieHTaMm 3i c1a0Ko10 Ta MOMIPHOIO eCeHIliaIbHOIO TillepTeH3i€10 JO3BOIUIIO NOCATTH
CTATUCTUYHO 3HAUYILOr0 3HMXKEHHS CUCTOJIIYHOI0 Ta AlaCTOIIYHOI0 apTepialbHOTO TUCKY.
BuMiproBaHHS apTepiaJbHOTO TUCKY Yepe3 24 TOOUHMU IiCNIA IPUUOMY IIpernapaTy HOPiBHSAHO
3 BUMIipIOBaHHSIM 4Yepe3 5-6 rOfuH IIiC/Id NPUUOoMYy II0Ka3aiy, 10 3HUXKEHHS apTeplalbHOro
TUCKY TPHBA€E BIPOMOBXK 24 TOOUH; IPUPOOHUYN N000BUi puTM OyB 30epekeHni. 3HUKEHHS
apTepianbHOrO TUCKY HAMPUKIHII iHTepBasny mo3yBaHHS ctaHoBuio 70-80 % Bim edekxTy, 110
CIIoCTepirascs 4yepe3 5-6 roguH IIicid MPUUoMy Ipernapary.

[TpunuHeHHS NIPUKXOMY JI03apTaHy y MallieHTiB 3 apTepiaJbHOIO TiIEePTEH3i€0 He IPU3BOAMUIIO
[0 PaIllTOBOTO MMiABUINEHHS apTepiaJbHOTO TUCKY (CHHOPOM BimMiHu). He3Baxkawdu Ha
3HaYHe 3HUXKEHHS apTepialbHOr0 TUCKY, T03apTaH He YWHUB KJIIHIYHO 3HAYYII[OTO BIIJIMBY
Ha 4aCTOTy CepLEBUX CKOPOUYEHb.

3acToCyBaHHS 103apTaHy € OOHAKOBO e()eKTUBHUM 5K Y YOJIOBIKiB, Tak i XKiHOK, y MOJIOAUX
malieHTiB (< 65 POKiB) 1 y Malli€eHTiB TITHHOTO BiKy 3 apTepiajbHOIO TrinepTeHsi€ro.

[Tocaioscennsa LIFE (Losartan Intervention For Endpoint) — gocnigKeHHS BIUIMBY JI03apTaHy Ha
KiHIIEBY TOYKY 3HUXKEHHS TSIKKOCTI apTepialbHOL rinepTeHs3il.



Bimomo, 110 iHTEpBEHIIIMHE OOCHIIXKEHHS J103apTaHy [JIs NOCATHEHHS LiTbOBOT'0 3HUKEHHS
apTepianbHOTO TUCKY IIPU apTepianbHi rineprensii (qocnmigxenHus LIFE) 6yno paHmoMi3oBaHUM,
MIOTPIMHO CJIINMUM JOCIIIXKEeHHSIM 3 aKTUBHUM KOHTPOoJIeM 3 y4acTio 9193 malfieHTiB 3 apTepiaibHOI0
rimepTeH3i€l0 BiKOM Bif 55 mo 80 pokKiB, SIKi Maju rinepTpodiio JiBOT0 LIITyHOYKa 3a pe3yJibTaTaMu
EKT. ITa1fieHTiB BUlIaAKOBAM YMHOM PO3IOMINISAIN Ha TPYNH ITiKyBaHHS ab0 y103apTaHoM y [o3i 50 mMr
1 pa3 Ha o6y, ab6o ateHononoM y fo3i 50 Mr 1 pa3 Ha Ho0y. AKI0 He BOaBanoCcs AOCATTH I[iTbOBOTO
nmokasHuka (< 140/90 MM pT. CT.), OO NiKyBaHHS CIEPIIy AOfAaBasy rigpoxnoporiasupg (12,5 mr) i, y
pasi motpebu, mo3y mo3apTany abo aTeHonomy 30inbiryBanu go 100 Mr Ha moby. 3a He0OXigHOCTI,
[OIaBasK iHIM aHTUTIMEePTeH3WBHI 3acO0H Iy MOCATHEHHS IiTbOBOTO ITOKA3HUKA apTePiaTbHOI0
TUCKY, OKPiM iHTi6iTOPiB aHTiOTEH3UHIIEPETBOPIOBaNbHOTO pepmeHTy (ATIP), aHTAroHicTiB
aHrioren3uny Il ab6o Geta-6110KaToOPiB.

Cepe[nHs TPUBAJIICTD N1EPIOAY IOAAJIBIION0 CIIOCTEPEXKEHHS CTaHOBuUIA 4,8 POKy.

OCHOBHUM TTapamMeTpoM eeKTUBHOCTI OyB KOMOiHOBaHMM ITOKA3HUK 3aXBOPIOBAHOCTI CEPIIEBO-
CYOUHHOI CUCTEMH Ta JIeTalIbHOCTI Yepe3 NOopyIIeHHs poOOTH CepleBO-CyOUHHOL CUCTEMHU, IKUN
BHMIipIOBa/IM 3a 3HUKEHHSM 3arajbHOi YaCTOTHU JieTaJbHUX HaCJIi[IKiB Yepe3 ceplieBO-CyANHHI
3axXBOPIOBaHHS, IHCYIBT Ta iHQapKT MioKapaa. ApTepianbHuil TUCK OyB 3HAYHO HUKYUM IIOPIiBHSHO 3
IIOKa3HUKaMU, OTPUMAHUMU y OBOX Ipylax. Y pe3yibTarTi IiKyBaHHS J103apTaHOM PU3UK 3MEHIIUBCS
Ha 13 % (p = 0,021, 95 % mosipuwnii inTepsan (II) 0,77-0,98) mopiBHSAHO 3 MallieHTaMH, SIKi
OTPUMYBaJIX aTeHO0J. TaKUM YMHOM, OCHOBHUYM KOMOiHOBaHUY KiHIIeBUM pe3ybTaT OyB
OOCATHYTHUM. el pe3ynbTaT nepeBaxHO HalIeXUTh 00 3HUKEHHS KiNTbKOCTI iIHCY/IbTiB. Y pe3yibTaTi
JIIKYBaHHS JI03apTaHOM PU3UK IHCY/IbTY 3MEHIIUBCS Ha 25 % MOPIBHSAHO 3 JIIKYBaHHSIM aT€HOJI0JIOM
(p = 0,001, 95 % posipuuu inTepsan 0,63-0,89).

Mix rpynaMu JliKyBaHHS He Bif3HauaaoCs 3HaYHOI pi3HHUIII YaCTOTHU JIeTaTIbHUX HACIIIKIB Yepe3
CeplLeBO-CYANHHI 3aXBOPIOBaHHS Ta iHGapKT MioKapraa.

Paca

Y mocnipxenusx LIFE cepep mallieHTiB HeTpOIHOI pacH, IKi MpuiMasy j103apTaH, CIIOCTepirascs
OinbIn BUINMIM TOKA3HUK 3aXBOPIOBAHOCTI CEPIIEBO-CYIMHHOI CUCTEMU (BKJII0Yal04y iH(papKT MioKapaa
Ta JIETAJIbHICTh), 0COOIMBO iHCYNIBTIB, MOPIBHSHO 3 TiKyBaHHSM IalliEHTiB HETPOIOHOI pacH, 1110
npuiiManu ateHonon. [Ipote pe3ynbTatu gocnigxeHHs LIFE mopmo cepieBo-CyguHHOI
3aXBOPIOBAHOCTI/CMEPTHOCTI, OTpUMaHi IIpU 3aCTOCYBaHHI JI03apTaHy IOPiBHSAHO 3 aTE€HOJIONIOM, He
CTOCYIOThCS IalliEHTiB HETPOITHOI pacu 3 TinmepTeH3ielo Ta rinepTpodieio niBoro MUIyHOUKa.

HocaioxceHHss RENAAL

Hocnigxenuss RENAAL (Reduction of Endpoints in NIDDM with the Angiotensin II Receptor
Antagonist Losartan) — KOHTponbOBaHe KiIiHiYHE AOCTiAXKeHHS 3a y4acTi 1513 nauieHTiB 3
IIyKpoBUM fiabeToM Tumy I, 10 cynnpoBoAXKy€eThCS 3aXBOPIOBAaHHSIM HUPOK, 3 rinepTeH3ieio abo 6e3
Hel. 751 mallieHT MiKyBaBCS JT03apPTaHOM.

Merto10 mocrnimkeHHs 6y10 MPOIeMOHCTPYBATH ITepeBaru HePOIIPOTEKTOPHOI [il T03apTaHy Hafl
3HUKEHHSIM apTepiaabHOTO TUCKY.

[TamieHTiB 3 MpoTeiHypi€lo i piBHEM KpeaTuHiHy B Kposi 1,3-3,0 Mr/a BUnagkOBUM YUHOM
PO3MOMiNSANY Ha TPYNH JiKyBaHHS abo mo3apTanoM y mo3i 50 mr 1 pa3 Ha go0y, abo maie6o; B pasi
notpebu, A5l JOCATHEHHS LiTbOBOTO IIOKa3HUKA apTepiabHOT0 TUCKY, BUKIIoYany inribitopu AIIO,
aHTaroHictu anrioren3uny II abo 6eta-610KaTOPH.

B xomi mocmimxeHHs 0y710 3aIIPOIIOHOBAHO MHiIBUINUTH H03Yy Ipemnapaty g0 100 Mr B meHs; 72 %



NallieHTiB mpuiimMany jo3apTtal y fo3i 100 mMr 1 pa3 Ha o0y NpOTATOM TpHBaioro yacy. [Hmi
rinepTeH3uBHi 3ac00M (OiypeTHUKM, aHTaroHICTH KaJiio, anbda- Ta 6eTa-perenTopis, a TAaKOX
rinepTeH3uBHi 3acO0U IIeHTPAJIbHOI MIii) 3aCTOCOBYBAIKUCS SIK HOOATKOBE JIIKYBaHHS 3a1€2KHO Bif
HeoOXiTHOCTI [AJIsT ABOX TPYII MallieHTiB. TpHUBaIiCTh Mepiofly CocTepe:keHHs CTaHOBUIIA 4,6 POKY (B
cepegHbOMY 3,4 POKY).

[TepBUHHOIO KiHIIEBOIO TOUKOIO [OCiIKeHHs Oyna KoMOiHalis KiHIleBOl TOUKH — ITOBOEHHS PiBHS
KpeaTUHiHy B CHPOBATIIi KPOBi, TepMiHaJbHa CTafis HUPKOBOI HEIOCTATHOCTI (HeoOXiHICTh miamisy
YY TPAHCIUIaHTallii HUPOK) abo CMEPTh.

Y pe3ynbTarTi NiKyBaHHS 103apTaHoM (327 BUIa[KiB) MOPIiBHSIHO 3 JIiKyBaHHAM Iane6o (359
BUTIAIKiB) pu3uK 3MeHIuBCca Ha 16,1 % (p = 0,022) y KinbKOCTI Malli€HTiB, B IKUX OCHOBHUU
KOMOiHOBaHUY KiHIIeBUM pe3ynbTaT 0YB OOCATHYTUH.

[71s HaCcTymHOI iHAKUBiAyanbHOI Y KOMOIHOBAHOI TePBUHHOI KiHI[€BOl TOUKX pe3yIbTaTU IOKa3aiu
3HUXKEHHS PU3UKY Yy IPYIi Nali€HTiB, [0 IPUUMau jgo3apTaH: 25,3 % 3HUXKeHHS PiBHS KpeaTUHIHY
y cupoBartiii kpoBi (p = 0,006); 28,6 % 3HUXKeHHS PiBHSI HUPKOBOI HegocTaTHOCTI (p = 0,009); 21 %
3HMKEHHS PiBHS KpeaTHUHIHY Y CHPOBATII Ta HUPKOBOI HegocTaTHOCTI (p = 0,010). Mix rpynamu
JIiKyBaHHS JI03apTaHy He OyJI0 Bil3HaYEHO 3HAUYIIUX BiIMiHHOCTEN 3a MOKa3HWKOM JIeTaTbHOCTI.

HocaioxcenHss HEAAL

Hocnipxenus HEAAL (Heart Failure Endpoint Evaluation of Angiotensin II Antagonist Losartan) —
KOHTPOJIbOBaHE KJIiHIYHe [0oCIifaXKeHHs 3a ydyacTi 3834 mauienTiB BikoM Bifg 18 mo 98 pokis i3
cepueBoio HepocTaTHicTIO [I-1V Kimacy 3a Knacugikarieo HbIO-PIOpKCLKOi acotiialrii Kapaiosnoris
(NYHA) Ta 3 HemmepeHOCHICTIO iuribiTopi AII®. [TalieHTiB BUTIaAKOBUM YHHOM PO3IMOIi/ISAIN Ha
rpymnu NiKyBaHHS 103apTaHoM y mo3i 50 mMr 1 pa3 Ha moby abo y mo3i 150 Mr Ha doni Tpaguiifinoi
Teparil 6e3 3acTocyBaHHs iHTi0iTOpiB AIID.

CepenHs TpUBAJICTh IEPIOAY CIIOCTEPEXKEHH 3a MTallieHTaMU CTaHOBUJIA B CepelHLOMY 4,7 POKY.
[TepBUHHOIO KiHIIEBOIO TOYKOIO JOCifzKeHHs Oyna KoMOiHOBaHa KiHIleBa TOYKa JI€TaIbHOCTI Bif
CepIIeBOl HeIOCTAaTHOCTI abo rocmiTanialis yepe3 cepleBy HEOOCTATHICTbD.

Y pe3ynbTaTi TiKyBaHHS J103apTaHoM y 1031 150 mr (828 BunafkiB) MOPIBHAHO 3 MAllleHTaMH, SKi
OTpUMyBasu o3apTal y go3i 50 mr (889 Bunapgkis), pusuk 3Mmenmuscs Ha 10,1 % (p = 0,027, 95 %
noBipuuii inTepsan 0,82-0,99) y KisIbKOCTI MALi€HTIB, Y SKUX OCHOBHUYM KOMOIHOBaHUM KiHIIeBUM
pe3ynbTaT OyB HoCATHYTHH. Llel pe3ynbTaT TepeBaxHO 3a7eKUTh Bifl 3MEHIIEeHHS KiIbKOCTi
BUTIAOKIB rOCIIiTami3allii malieHTiB i3 cepiieBoi0 HeNOCTaTHICTIO.

Y pe3ynbrarTi NiKyBaHHS J103apTaHOM Yy 003i 150 MI pu3uK cepiieBoi HEAOCTaTHOCTI 3MEHIITNBCS Ha
13,5 % (p = 0,025, 95 % mosipuwmii inTepsan 0,76-0,98) y nopiBHAHHI 3 JTIKyBaHHS J103aPTAHOM Y
no3i 50 mMr. Mix rpynamu TiKyBaHHS JI03apTaHy He 0yy10 Bif3Ha4eHO 3HAUYIIKMX BiTMiHHOCTEH 3a
[TIOKa3HUKOM JIeTaJIbHOCTIL.

HupxkoBa HeoCTaTHICTH, apTepiajibHa rinoTeH3is, rinepkaiieMis CIIocTepiraaucs 4acTille y rpyi
MAI€HTIB, AKi MpUuiManu jo3apTtal y go3i 150 mr, HiXK y nali€eHTiB, SKi IpuiiManu j103apTal y go3i

50 mr.

Locaioncenna ELITE I ma ELITE 11

Hocnimxenuss ELITE mpoBogunucs mpoTsarom 48 THXKHIB 3a y4aCTIO 722 Mali€HTIB i3 CepleBoo
HegocTaTHICTIO II-IV knacy 3a knacudikamiero Heio-Hopkceskoi acomiamnii kapmionoris (NYHA). He



Oy70 BUSIBIIEHO Pi3HUIN MiXK NHallieHTaMu, SKi IpUiMany Jio3apTaH, i MalieHTaMH, 10 MpUuiMau
KaIITOIPHJ, y CHiBBiZHOIIEHH] IEPBUHHOI KiHIIEBOI TOYKM JOBrOTPUBAINX 3MiH (QYyHKIIl HUPOK.

Croocrtepexenns y gocnigxensax ELITE I npo Te, 1110 IOPiBHAHO i3 3aCTOCYBaHHAM KalTOIPUILY
3aCTOCYBaHHA JI03apTaHy 3HUXKY€E PUBUK JIETAJIBHOCTI, He MiATBEPAUIIOCS B HACTYIIHUX HOCTIAXKEHHIX
ELITE II, sk onucaHo HUXKUYE.

V mocnimxkenni ELITE II giro no3apTany y mo3i 50 mr 1 pa3 Ha go0Oy (rmoyaTkoBa mo3a 12,5 mr,
30inbieHHs no3u 10 25 mr, motiM 50 Mr 1 pa3 Ha [00y) mopiBHIOBaIM 3 [i€I0 KANTOIPUIY Y
no3i 50 mr 1 pa3 Ha go0y (moyaTkoBa go3a 12,5 mr, 36inbiieHHs 1034 10 25 MT, oTiM 50 MT
3 pa3 Ha m00y). [IepBUHHOIO KiHIIEBOIO TOYKOIO IThOT'0 IIPOCIIEKTUBHOTO OOCITiIXKeHHs Oy1a
JIETAJIbHICTD Yepe3 Pi3Hi IPUYUHM.

Y mocnigxeHnHi 3a yyacTio 3152 maiieHTiB i3 ceplieBor HegocTaTHicTIO [I-IV Knacy 3a kinacudikailieto
Hero-Hopkcbkoi acomiariii kapmionorie (NYHA) 3 mepiomoM criocTepexkeHHs B cepeguboMy 1,5 poky
BM3HAYaJIU CTYIIiHb JIETATBHOCTI Y pa3i 3aCTOCYBaHHi 103apTaHy i KA TOIPUIy.

B 060x KniHiYHUX DOCTigXKeHHAX (HemnalneO00KOHTPOIbOBAHUX) Y MAIiEHTIB i3 ceplieBoio
HEeJOCTaTHICTIO IEPEHOCHICTh JI03apTaHy OyJia BUIIOI0, HiK KallTOIPUITY, 1[0 BU3HAYAIOCT 3HAYHO
HUKYO0I0 YaCTOTOI0 BiMiHU Tepamii yepe3 mobiuHi peakiii.

[Tig yac npoBepenHs nocnigxkeHb ELITE II ciocTepiranacs migBullleHa JIeTalbHICTh Y HEBEJIUKIM
migrpymi mauieHTiB (22 % Bif 3arafibHOI KiJTbKOCTI IAIIEHTIB i3 CEPIIeBOI0 HEJOCTATHICTIO), SIKi
npuiiManu 6eTa-afpeH00I0KaTOPH Ha T0YaTKOBOMY PiBHi.

ITodsitiHa 610kada peHiH-aHziomeH3uH-aa1b00cmepoHo8oi cucmemu (PAAC)

[IBa BenuKUX paHAoMi30BaHUX KOHTPOJIboBaHUX gociimkeHHsI ONTARGET (ITotouHe MixKHapogHe
MOCITiIKEeHHS 3aCTOCYBaHHS TeNIMicapTaHy sIK MOHOTeparil Ta KomGiHOBaHOI Teparii 3 paMinpuiom) i
VA NEPHRON-D (HocnimxenHs HedpomaTii npu giaberTi, o mpoBogumnocs gemnapramentom CIIIA y
CIIpaBaxX BeTepaHiB) BUBYAJIM 3aCTOCYBaHHS KoMOiHallii iHribiTopa ATI® 3 6710KaTOPOM PELIETITOPIB
aHrioreHsuny II.

ONTARGET — pocrnigeHHs, IpoBefieHe 3 y4acCTIO MallieHTiB i3 cepiieBo-CyInHHUMU a0
11epe0pPOoBacCKyIIPHUMH 3aXBOPIOBaHHSIMY B aHaMHe3i ab0 XBOpUX Ha LyKpoBuu miaber II tumy, AKui
CYIIPOBO[XYBaBCS O3HaKaMU ypaxeHHs opraHiB-MimeHer. VA NEPHRON-D — pocnigxeHHS,
IIPOBefieHe 3 YYaCTIO MAIlEHTIB 3 IyKpoBuM fiabeTom II Tumy a6o miabeTuuHOO HedpomaTiero.

Lli mocmifKeHHS He IOKa3alu CyTTEBOT'O CIPUSATIMBOTO BILJIUBY AJISI HUPOK Ta/ab0 CeprieBo-CyaUHHOL
CHCTeMHU i 3MEeHIIEHHS JIETAIbHOCTI, V¥ TOU XKe Yac CIOCTePiraBcs MigBUINEHUY PU3UK TimepKaieMil,
TOCTPOT0 ypaXKeHHs HUPOK Ta/a0o apTepianbHOI rimoTeHsii MOPiBHAHO 3 MOHOTEpaIlli€o. 3 Orysiay Ha
aHasoriyHi (hapMakKogUHaMidHi BIaCTUBOCTI, 1 pe3yJIbTaTHA TaKOXK MOXKYTb CTOCYBaTHCS IHIIKUX
inribiTopiB AII® Ta 610KaTOpiB pelenTopiB aHTioTeH3uHy II.

Takum umHOM, iHTiOiTOpU AII® i 6110KaTOPH pelenTopiB aHrioTeH3uHy Il He CIIifl 3aCTOCOBYBaTH
OJIHOYACHO IallieHTaM i3 giabeTuYHOI0 HedpomnaTiero.

Hocnipxenus ALTITUDE (JocnipxeHHs anickipeHy npu fiabeti II Tumy i3 3acTocyBaHHSIM
KiHIIeBUX TOYOK, IIOB’SI3aHUX i3 CepLIeBO-CYIUHHUMYU Ta HUPKOBUMH 3aXBOPIOBaHHAMU) —
IOCTiIKEeHHS, IpU3HadyeHe [AJd IIepeBipKY IlepeBaru gofaBaHHS ajliCKipeHy [0 CTaHJapTHOL
Teparrii inriditopamu AII® abo 61oKaTopaMu pelenTopiB aHrioreH3uny Il y maiieHTis i3
1yKpoBuM miabetoM II Tumy i XpoHiYHUMM 3aXBOPIOBAHHSIMU HUPOK ab0 CceplieBO-CyAUHHOI



cucteMu, abo o6oMa naTosorisimMu. [JocmigKeHHs 0y10 IPUIIMHEHO ITepeqyacHo Yepes
MiBUILIEHUN PU3UK HECIPUSATINBUX Pe3yJbTaTiB. JleTalbHICTh Yepes3 ceplieBO-CyAUHHI
3aXBOPIOBAHHS Ta iHCYJIbT y TPYII anicKipeHy Oyia BUIIOI0, HiXK y rpymi miaebo, a
3a3HayueHi Mo0OiuHi SBUINA i cepio3Hi MoOiuHi sSBUIla (TilepKalieMis, apTepianbHa rinoTeH3is
Ta MOPYIIEHHS (PYHKIIil HUPOK) YacCTillle CIOCTepIrajucs y rpymi alicKipeHy, HiX y rpymi
nnane6o.

['inepmonia y dimetu

AHTUTiITEPTEH3UBHUY ePEeKT JI03apTaHy OyB yCTAHOBIIEHUH Y KIiHIYHOMY [OCTiAKEHHi 3a
y4acTio 177 naiieHTiB AUTAYO0T0 BiKy 3 apTepiajibHOIO TinepTeH3i€ BiKOM Bif 6 70 16 pokis
3 Macoro Tina > 20 KT i mBUAKICTIO KITy604KoBoi dimbrparii ~ 30 mi/xs/1,73 M°. [TamieHTH 3
Macoro Tina Big ~ 20 xr mo © 50 Kr oTpuMyBanu 2,5, 25 a6o 50 Mr 103apTaHy IOHS, a
TaIlieHTH 3 Macoro Tima ~ 50 Kr oTpumMyBanu 5, 50 a6o 100 Mr no3apTany monHs. Hampukinii
TPHOX TUXKHIB IPUKOM JI03apTaHy 1 pa3 Ha TUXKAEHb 3HUKYBaB apTepiaJbHUN THUCK 3aJIE’KHO
BiJ O3H.

3arajom CIocTepiraaacs 3ajeXkHiCTh Bifl 034. 3B'A30K «[03a — peaklisi» CTaB AyXe
OYEBUOHUM Y TPYIIi HU3bKHUX 003 IIOPIBHSHO 3 TPYIIOI0 CepenHix mo3 (mepion I: -6,22 MM pT.
cT. mpotu -11,65 MM pT. CT.), ane O6yB mocnabaeHu N Py MOPIiBHSHHI I'PYIIK CEPeNHix mo3 i3
rpynoo Bucokux go3 (mepiox I: -11,65 mm pt. cT. npoTtu -12,21 MM pT. cT.). HaiHUXKYi
BMBYEHi m03u 2,5 Mr i 5 Mr, 1110 BifTIOBiga0Th cepenHin mobosii no3i 0,07 Mr/Kr, He
1oKa3asyu CcTabinbHOI aHTUTINEPTEH3UBHOI e(PeKTUBHOCTI.

Lli pesynpTatu Oynu migTBepaXKeHi mim vyac II mepiomy moCmimKeHHS, KOIY Malli€HTiB
paHgoMi3yBanu [y MTPOHNOBXKEHHS IPUUOMY JI03apTaHy abo mianebo micis TPboX TUKHIB
niKyBaHHS. Pi3HUIA B MigBUIIIeHHI apTepialibHOT0 TUCKY TTOPiBHSIHO 3 ITalebo Oyna
HaMOiNbIIoI0 B I'PYIIi cepemHboi no3u (6,70 MM pPT. CT. CEpemHbOi 103U MPOTHU 5,38 MM PT. CT.
BHCOKOI f1031). [lifBuIleHHS MiHIMaIbHOTO [AiaCTOIIYHOTO apTepiaTIbHOTO TUCKY OYJII0
OJTHAKOBUM Y Talli€EHTIB, AKi OTpUMYyBalIu mjanedo, i y TUX XTO IPOAOBXKYyBaB IIPUINMaTH
JI03apTaH Y HaMHUXKYii 1031 B KOXKHIM IPYIIi, 110 3HOBY CBIAYUTH IIPO Te, 1[0 HalHUXKYa J03a
y KOXKHil I'PyIli He Majla 3HaYHOT'0 aHTUTINEPTEeH3UBHOTO e(PEKTY.

I[lOBroCTpPOKOBUY BIIJIMB J103apTaHy Ha PiCT, CTaTeBe NO3piBaHHS Ta 3arajibHUM PO3BUTOK HE
BHBYaBCS. [J0BroOCTPOKOBa e(heKTUBHICTh aHTUTINIEPTEH3UBHOI TEpaIlil 103apTaHOM Y
OUTUHCTBI 010 3HUKEHHS 3aXBOPIOBAHOCTI Ta CMEPTHOCTI Bifi CepleBO-CYAUHHUX
3aXBOPIOBaHb TaKOXK He BCTaHOBIIEHA.

Y miten 3 rineprensieio (N = 60) i HopmocTeHieio (N = 246) 3 mpOTEIHYPI€I0 BIIUB
703apTaHy Ha MPOTEIHYpilo OLiHIOBaIy B 12-THKHEBOMY KIIIHIYHOMY JOCIigXKeHHi 3 miaiebo
Ta aKTHBHUM KOHTpoOJIeM (amoautin). [IpoTeiHypis BU3HaYanacs K CIiBBiIHOIIEHHS
6inok/kpeaTtuHin y ceui = 0,3. [TarienTu 3 rineprensieto (BikoM Bif 6 mo 18 pokiB) 6ymu
paHOoMi30BaHi a1 nmpuroMy nno3aprany (n = 30). [TalieHTH 3 HOpMaJIbHUM THCKOM (BiKOM
Big 1 mo 18 pokiB) Oynu paHmoMi3oBaHi Ayis mpuioMy yto3apTany (n = 122) abo mnarebo (n =
124). Jlo3apTaH npu3HadaBcs y mo3ax Bifg 0,7 mr/kr mo 1,4 mr/kr (mo MakcumanbHO1 mo3u 100
Mr/no0y). AMIIOOUIIIH 3aCTOCOBYBasX B mo3ax Bim 0,05 mMr/kr go 0,2 Mr/kr (o MakKCUMaIbHOI
mo3u 5 MTr Ha [o0y).



3aranom micns 12 TUXKHIB JTiIKyBaHHS Y MALi€HTIB, Ki OTPUMYyBaJIu JI03apTaH,
CIIOCTepiraaocs CTaTUCTUYHO 3HAUYINE 3HUKEHHS IPOTEiHYPil MOPIBHAHO 3 BUXITHUM
piBHeM Ha 36 % mopiBHSAHO 3i 30inbineHHIM Ha 1 % y rpymi nnanebo/amnoputiny (p <
0,001). ¥ nauieHTiB i3 rinepTeH3i€to, AKi OTPUMYyBaH JI03apTaH, CIOCTepPiraayu 3HUKeHH
BUXiAHOI IpoTelnypil Ha -41,5 % (95 % [I -29,9; -51,1) mpotu 2,4 % (95 % [II -22,2;
14,1) y rpymi amnoguminy. 3HUXKEHHS IK CUCTOJIIYHOr0, TakK i AiaCTOJIIYHOTO apTepiabHOTO
THCKY Oyno OinbimumM y rpymi no3aprany (-5,5/-3,8 MM pT. CT.) TOPiBHSIHO 3 IPYIIOI0
amnoputniny (-0,1/ 0,8 MM pT.cT.). Y miTel 3 HOpManIbHUM apTepPiaIbHUM THUCKOM
CIIOCTepiranaocs HeBeJlMKe 3HUXKEHHS apTepiaJibHOr0 TUCKY y IpyIi no3aprtany (-3,7/-3,4 MM
PT. CT.) mopiBHSHO 3 myanebo. He Gyna BimMiueHa iCTOTHa KOPENALisd MiXK 3HUXKEHHAM
IIPOTEeIHypil i apTepiaTbHUM THCKOM, OOHAK MOXKIIMBO, III0 3HUXKEHHS apTepiabHOTO TUCKY
YaCTKOBO OYJI0 BiiITOBimanbHUM 3a 3HUXKEHHS MPOTEiHypii B IPpyIi, SKa OTpUMyBasa
j03apTaH.

IOBroCTpOKOBi e(peKTH 103apTaHy B [OiTel 3 IPOTEIHYPi€l0 BUBUAINCS BIPOLOBXK TEPMiHY 10 3 POKiB
y BigKpuTi¥ ¢a3i fomaTKOBOTO JIIKyBaHHS TOT'0 CaMOI0 AOCHIXKeHHS, B AKill Opanu y4acTsh yci
TAllieHTH, 110 3aBepuIuau 12-TuxkHeBe 0a30Be OOCIigKeHHs. 3aranoM 268 nalieHTiB 6yIo
3apaxoBaHO y BiIKpPHUTY ¢a3y [0[aTKOBOTO JIiKyBaHHS; BOHU OyJIM TOBTOPHO PaHOOMi30BaHi y ABi
rpymnu: g oTpuMaHHA no3aptany (N = 134) abo eHananpuny (N = 134), — a 109 mamienTiB
nmepeOyBay i MOAAbIINM CIIOCTEPEXKEHHSIM = 3 POKM (3a37asierigh BCTaHOBIEHA TOYKaA
3aBepurenHs: > 100 nauieHTiB, gKi 3aBeplIuiy 3-piuHe OAasblie CIOCTEPEXEHHS B Iepiof
[0JaTKOBOIO JIiKyBaHH). [liama3oHU 403 J103apTaHy ¥ eHalalpuily, IpU3HadyeHi Ha PO3Cyn
mociigHuKa, cTaHoBuny BigmosigHo 0,30-4,42 Mr/kr/mo6y i 0,02-1,13 mr/kr/moby. MakcuManbHi
no6oBi go3u 50 Mr ang Macu Tina < 50 kr i 100 Mr g macu Tina > 50 Kr He 0yJi0 IEPEBUILEHO OIS
OinbIOCTi MalfieHTiB mig yac $ha3u JOAaTKOBOIO JIiKyBaHHS [OCHIiIXKEHHS.

OT1xe, pe3ynbTaTy OOJATKOBOTO JIiKyBaHHS, IPOBENEHOT0 IS OOCIigKeHHs 6e31eKu, T0Ka3yIoTh, 10
J103apTaH qo0pe IEePEHOCUBCS i COPUYMHSB CTajle 3HUKEHHS MPOTeIHypil 663 moMiTHOI 3MiHK
MIBUOKOCTI KITy60ukoBoi dinmbTpartii (IIK®) npoTtsrom 3 pokiB. ¥ HOpMOTEH3UBHUX NALIEHTIB

(n = 205) eHanmanpui MaB GinbInui eQekT y MOPiBHIHHI 3 T03apTaHOM Ha mpoTeinypio [-33,0 %

(95 % [OI -47,2; -15,0) mpotu -16,6 % (95 % IOI-34,9; 6,8)] i Ha IHK® [9,4 (95 % [OI 0,4; 18,4) npotu
-4,0 (95 % [I -13,1; 5,0) Mn/xB/1,73 M*]. ¥ nauieHTiB 3 apTepiansHoo rineprensieio (n = 49)
7o3apTaH MaB Oinbimui eekT Ha mpoTeinypiio [-44,5 % (95 % I -64,8; -12,4) npotu -39,5 % (95 %
II-62,5; -2,2)] Ta IK® [18,9 (95 % M1 5,2; 32,5) mpotu -13,4 (95 % [I -27,3; 0,6) mn/xs/1,73 M°].

Bymno npoBeneHo BigKpUTe KIliHiYHE NOCTiAKEHHS 3 BU3HAYEHHS ONTHMAaIbHOL OO3HU I BUBYEHHS
Oe3neku Ta eeKTUBHOCTI JI03apTaHy B AiTel BiKOM Bif 6 MicAIliB 10 6 POKiB 3 apTepiarbHOIO
rineptensieto. 101 marienT 6yB paHmoMi3oBaHU [ OTPUMAaHHS OfHi€l 3 TPHOX Pi3HUX TOYATKOBUX
I03 7103apTaHy y BifKpUTOMY pexkuMi: Hu3bKa mo3a 0,1 mr/kr/moby (N = 33), cepenHs mo3a

0,3 mr/kr/mo6y (N = 34) a6o Bucoka mo3a 0,7 mr/kr/ooby (N = 34). 3 uux 27 6ynu BikoM 6-23 micsii.
HocnigxyBaHU IpenapaT TUTPYBaIM A0 HAaCTYIIHOTO PiBHS [03U Ha TUXKHAX 3, 6 Ta 9 [ MAallieHTiB,
SK1 He JOCATIN I[iTbOBOTO 3HaYEeHHS apTepiaJbHOTO TUCKY Ta SKUM Ille He Ipu3Hadanacs
MaKcuMaJbHa fio3a o3apTany (1,4 mr/kr/mo0y, ane He 6inbir Hix 100 mMr/mo0y).

3 99 nmamuieHTiB, AKi oTpuMyBanu gociipgxkysanuu npenapat, 90 (90,9 %) naiieHTiB TPOIOBXKUIN
y4acTh Y OOCIiAKeHHI [OJaTKOBOI0 JIIKyBaHHS 3 Bi3UTaMu [J151 IOJaJIbIIOr0 CIIOCTEPEXKEHHS KOXKHI
3 micsui. CepenHs TpUBAIICTh Tepamil cTaHOBUNIA 264 [HI.

4K miACyMOK, cepeqHe 3HUKEHHS apTepialbHOr0 TUCKY B MIOPIBHSAHHI 3 BUXIZHUM PiBHEM 0YI10
nonibHUM y BCiX rpynax JiKyBaHHS (3MiHa CHCTOJNIYHOTO apTepianbHOoro TUCKy (CAT) B mOpiBHSHHI 3



BUXIOHUM piBHEM [0 TUXKHS 3 cTaHOBHUIA -7,3, -7,6 Ta -6,7 MM PT. CT. y TpyIiax 3 HA3BKOIO,
CepenHbOI0 Ta BUCOKO [03010 BiATIOBIAHO; 3HUXKEHHS OiaCTOIIYHOr0 apTepianbHoro Tucky ([IAT) Big
BUXIOHOTO PiBHA [0 3-TO TUXKHSA CTAHOBUIO -8,2, -5,1 Ta -6,7 MM pT. CT. y rpynax 3 HU3bKOIO,
CepegHbOI0 Ta BUCOKOIO 103010 BiITIOBIAHO); OMHAK CTaTUCTHYHO 3HAYYIIOl A0303a/Ie2KHO]1 BiATIOBiAi 3
6oky CAT Ta [IAT He criocTepiranocs.

Jlo3apTaH y mo3ax mo 1,4 Mr/kr 3aranom go0Ope IepeHOCUBCS AiThMU 3 apTepialbHOIO TilepTeH3iero
BiKOM Bif] 6 MicsIiB 0 6 pokiB micns 12 THUXKHIB NTiKyBaHHS. 3arajabHuX podins 6e3neku 6yB
IIOPIBHAHHUM Y IpyIax JiKyBaHHS.

dapmakoKiHemuka.
Abcopuis

[Ticns mepopanbHOTO IPUHOMY J103apTaH HoOpPe BCMOKTYEThLCS i mifysirae MetabomiaMy
TIePILIOTO MPOXOAXKeHHs 3 (GOPMyBaHHSIM aKTUBHOTO MeTa00IiTy KapOOKCUIbHOI KUCIIOTH Ta
HeaKTUBHUX MeTa0oJiTiB. CuctemMHa 0iogoCTynHiCTh TabIETOK JI03apTaHy CTaHOBUTh
npubnu3no 33 %. CepenHi MaKCHMaJbHI KOHIIEHTPAIIii T03apTaHy Ta WOr0 aKTHBHOTO
MeTalOoJIiTy HOCATalOThCS BiAoBigHO Yepe3 1 roguHy i 3-4 TOOUHU.

Po3nodin

[ToHap 99 % no3apTaHy Ta MOro akTUBHOTO MeTabOIiTy 3B'I3yI0THCA 3 IPOTEeIHAMU IIJIa3MU
KpOBi, mepenycim 3 ansbyminoM. O6’eM po3moginy no3apTaHy CTaHOBUTE 34 II.

biompaHcgpopmauis

[Tpubnu3uo 14 % no3apraHy Npu BHYTPIIIHLOBEHHOMY BBELEHHI ab0 epopaibHOMY
3aCTOCYBaHHI TEPETBOPIOETLCI Ha aKTUBHUYU MeTabomiT. [Ticig BHyTPIIIHROBEHHOTO i
IIepopajIbHOTO 3aCTOCYBAHHS JI03apTaHy Kajilo, MideHoro '‘C, pamiOaKTHBHICTE y
[IUPKYJIIO0Yil IIJTa3Mi KPOBi, SIK IPaBUJI0, XapaKTEPU3Y€ETHCA J103apPTaHOM Ta UOr0
MeTaboniToM. MiHiManbHA KOHBEPCiS 103apTaHy OO UOT0 aKTUBHOTO MEeTaloIIiTy
crocTepiranacs npubmu3Ho B 1 % BUNAAKIB.

OKpiM aKTUBHOTO MeTaboJIiTy, yTBOPIOIOTLCS i HEAaKTUBHI MeTab0iTH.
BugedeHHA

[Tna3MoBuil KJIipeHC 103apTaHy Ta HOT0 aKTUBHOT'0 MeTabostiTy ctaHoBUTh 600 mi/xB i 50 Mi1/xB
BigmoBigHO. HUpKOBUY KiTipeHC 103apTaHy Ta HOT0 aKTHBHOI'0 MeTaboJTiTy CTAHOBUTD IIPUOIM3HO

74 Mn/xB i 26 M1/xB BigmoBigHOo. Koy 103apTaH 3aCTOCOBYIOTH IepopaibHo, Ipubnu3Ho 4 % mo3u
BUMINSAETHCS Y HE3MiHEHOMY BUTJIAMI i3 ceuelo i mpubau3Ho 6 % m03W BUMINMAETHCA i3 ceuero y BUTTIAMI
aKTHBHOT0 MeTaboriTy. PapMaKOKiHETUYHI BIaCTHBOCTI J103apTaHy Ta MOT0 aKTHBHOT'O0 MeTaboJIiTy
JIiHIVHI IpU ITepopaIbHUX J03axX j103apTany Kaito 1o 200 mr.

[Ticnsa mepopasibHOTO 3aCTOCYBaHHS KOHIIEHTPAIlil y MI1a3Mi KpOBi 103apTaHy Ta KOT0
aKTHBHOT0 MeTa0OoJIiTy 3MEeHIIYIOTLCS IOJIieKCIIOHEHIIIMHO 3 KiHIIeBUM IIepiofoM
HaMiBBUBEOEeHHS MPUONMU3HO 2 TOOUHY i 6-9 rogun BignosigHo. I[Tpu mo3i 100 mr,
3acTtocoBaHi¥ 1 pa3 Ha o0y, JI03apTaH i 1Oro akTUBHUYU MeTa0OJIIT He HaKOMUYYIOThCS y



I1JTa3Mi KPOBi Y 3HAUYHIN KiJIbKOCTI.

Jlo3apTaH Ta #oro MeTaboJIiTH BUBOASATHCS SK i3 2KOBUIO, TaK i 3 ceyeto. [licisa mepopanbHOTO
3aCTOCYBaHHS/BHYTPIIHEOBEHHOTO BBeeHHs ' 'C-MideHOro 103apTady Ipubau3Ho 35 %/43
% pamioaKTUBHO MiueHOTO IpenaparTy 6yno BusiBieHo y cedi i 58 %/50 % y karri.

OKpemi epynu nauieHmia

KonneHnTpatii 103apTaly Ta X0ro akTUBHOT'O MeTalOJIiTy y IIJIla3Mi KPOBi MAIiE€HTIB JIITHHOTO BiKy 3
apTepianbHOIO TiIePTEeH3i€10 3HAUYIIO He Bigpi3HATHCS Bifl JaHUX ITOKA3HUKIB ¥ MOJIOOUX IAI[i€HTIiB
3 apTepiaybHOIO TillePTEH3IEL0.

KoHIleHTpallil 103apTaHy y maa3Mi KpoBi Oynu v 2 pasu BUII ¥ XKiHOK 3 apTepiaabHOI0
rimepTeH3ii0 MOPiBHSAHO 3 YOJIOBIKaMM, TOMi SK KOHIIEHTpallil aKTUBHOTO MeTalOoIIiTy y
I1JTa3Mi KPOBi Y YOJIOBIKIB 1 KIHOK CYTTEBO He BiPI3HAIUCA.

[Tpu npuiioMi BHYTPIIIHBO MalliEeHTaMU 3 JIETKMM Ta IIOMIPHUM aJIKOTOJIbHUM LIUPO30M
TIeYiHKY KOHIIEHTpallil 103apTaHy Ta MOT0 aKTUBHOTO MeTaboJIiTy y M1a3Mi KpoBi
BUSIBJISIMCS BigmoBifmHO ¥ 5 Ta 1,7 pa3a BUILIKMH, HiXK Y MOJIOIUX YOJIOBiKiB-TOOPOBOJIBIIIB.

KonIleHTpallil 103apTaHy y IIJIa3Mi KPOBi Y Malli€eHTiB i3 KIipeHCcoM KpeaTuHiHy Buine 10
MJI/XB He BiIpi3HsIHUCS Bifl TaKUX B 0Ci0 i3 He3MiHEeHOI0 (QYHKIIi€l0 HUPOK. [Ipy mOpiBHAHHI
IIJIOIIA Il KPUBOIO «KOHI[eHTpalig-4ac» (AUC) y mallieHTiB i3 HOpMaIbHOK (PYHKIIIE€I0 HUPOK
AUC nozapraHy BUSIBAJIAcS MPUOIN3HO y 2 pa3u GibIIolo, HiXK Yy MAaIliEHTIB, AKi
nepeOyBalOTh Ha reMofiarmisi.

[11a3MOBi KOHIIEHTpAallil akTUBHOTO MeTa00IiTy He 3MiHIOIOTHCS Y MAI[iEHTIB i3 IOPYIIEHHSAM
GbyHKIII HUPOK ab0 XBOpHX, SKi mepe0yBaloTh Ha reMofiamisi.

Jlo3apTaH i 10T0 aKTUBHUI MeTaloJIiT He MOXKYTb OyTH BHUBEMEeHi 3a HOIIOMOT0I0 TeMOiai3y.

dapMaKOKiHETHKA YV JiTel

dapmakoKiHeTHKa JI03apTaHy BUBUYasacs 3 y4yacTio 50 fiTed 3 apTepiajbHOIO TilepTeH3i€l0 BiKOM Bif
1 Mmics1s mo 16 poxkiB micys mepopabHOTO 3acToCyBaHHS 1 pa3 Ha mo6y B mo3ax Big 0,54 mo
0,77 Mr/kr (cepenHi mo3u).

Pe3ynbTaTy Mokasanu, 1[0 akKTUBHUN MeTa0OJIiT 103apTaHy YTBOPIOETHCS Y MAlliEHTIB yCiX BIKOBUX
rpyn. Pe3ynbTaTé BKa3yoTh Ha IPUOIN3HO aHAIOTiuHI TOKa3HUKY (hapMaKOKiHETUKY J103apTaHy
IIiCJIs IepopaIbHOI0 3aCTOCYBaHHS Y HOBOHAPOIXKEHUX 1 AiTel HOILIKIIbHOTO 1 MIKIJIBHOTO BIKY.

dapMakoKiHeTHYHI TOKa3HUKY MeTaboIiTy Bigpi3Hsanucs Oinbllle 3a7eKHO Bif BikoBol rpynu. [1pu
MIOPiBHSHHI [iTel OOWIKiTbHOTO BiKY i MiMIITKIB Taki BimMiHHOCTI Oy/IM CTaTUCTUYHO 3HAYYIIUMHU.
Excrmo3utlis y HOBOHaPOOKEHUX i IiTel BiKOM [0 2 POKiB Oys1a MOPiBHSIHO BUCOKOIO.

KriniyHi xapaKTepHUCTHKH.
Iloka3annus.

- JIikyBaHHS eCceHIIiaJIbHOI TinepTeHs3il y JOPOCnX, a TaKOXK Y AiTel BiKOM Bifl 6 POKiB.



- JIikyBaHHST 3aXBOPIOBaHHS HUPOK Y JOPOCIIMX TMAIli€HTIB 3 apTepiaabHO0 TinepTeH3ieio Ta
1ykpoBuM piabetom II Tumy 3 npoteinypieto = 0,5 r/moby - sSIK YaCTMHA aHTUTIIEPTEH3UBHOI Teparril.

- JIikyBaHHS XpPOHIYHOI CepIleBoil HEOOCTATHOCTI (y maIlieHTiB BikoM Bifm 60 pokiB), Komu
3aCTOCYBaHHS iHTi0iTOPIB aHTiOTEH3MHIIEpPETBOPIOBaIbHOTO (hepMeHTy (AIID) BBaKa€ETHCS
HEMOXKJIMBUM 3 IIPUYUHU HECYMiCHOCTI, 0cOONMMBO IIpH Kali, abo mpoTtunokasaHe. [TamieHTis i3
CepleBOI0 HeIOCTATHICTIO, CTaH SIKUX CcTabinmidyBaBcs Ipu 3acTocyBaHHi iHTiGiTOopy AII®, He cif
IIePeBOAUTH Ha JIIKyBaHHS JI03apTaHOM. Y MalfieHTa (pakilis BUKUAY JIiBOr0 IIJTyHOYKa [TIOBUHHA
crtanoBUTH < 40 %, cTaH Mae OyTH KJTiHIYHO CTa0iIbHIM, TAKOXK MalliEHTOBI CJIifi HOTPUMYBaTHUCS
BCTAHOBJIEHOTO PEXKUMY JIiIKYBaHHS 11010 XPOHIYHOI CepIieBOi HEAOCTATHOCTI.

- 3HUXKEHHS PU3UKY PO3BUTKY IHCY/IBTY Y OPOCTIUX MalLli€HTIB 3 apTepiaibHOI rinepTeHsi€r i
rinepTpodie€ro IiBOro MIMyHOYKa, 10 JOKYMEHTAIbHO HiATBEpAKEHO 3a gonoMoroi EKT.

IIpomunoka3aHHs.
[TigBuIeHa YyTNUBICTH [0 M03apTaHy abo mo OyAb-SKOTO iHIIOr0 KOMIIOHEHTA Ipernapary.

BaritHi abo XiHKH, SIKi IIJTaHYIOTh 3aBaTiTHITH (OUB. pO3Min «3acTOCYBaHHS y Iepion
BariTHOCTI ab0 rofyBaHHS IPyAnoo»). TaXKi mopymeHHa QyHKIIl nedinkyu. OfHOYacHe
3aCTOCYBaHHS 3 a/lliCKipeHOM IallieHTaM 3 IyKPOBUM fiiabeToM abo mOpyIIeHHAM QYHKIII
HUPOK (IIK® <60 mi1/xB/1,73M°) (muB. po3xinu «Oco0IUBOCTI 3aCTOCYBaHHA» Ta «B3aeMonis
3 iHIMKMMU JTiIKapChbKUMH 3aCo0aMU Ta iHI BUOY B3aEMOIili»).

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

[HIII aHTUTiINEPTEH3UBHI IIpenapaTyé MOXKYTh IIOCUIIOBATH TiIOTEH3UBHUM ePEKT j03apTany. [Jo
IHIIKX IIperaparis, W0 MOXKYTh CIIPUYUHUTY apTepiaibHy TinoTeH3il0, HajleXaTh TPULUKITIYHI
aHTHUJeNpPecaHTy, aHTUIICUXOTUYHI 3acobu, OakmodeH, amipocTur. OcCHOBHUM ab0 moOiYHUM
e(heKTOM OIHOYaCHOTO 3aCTOCYBaHHS LIUX ITpENaparTiB i3 rinoTeH3uBHUMU 3acobaMu Moxke OyTH
30inbIIeHHS PU3UKY BUHUKHEHHS apTepianbHoi rinoreHsii. JIo3apTan MeTab01i3yeThCs IepeBaxkHo 3
yuacTio cucteMu rutoxpomy P450 (CYP) 2C9 3 yTBOpEHHSIM aKTUBHOTO MeTab0IiTy KapOOKCHITbHOI
KHMCJIOTH. Y X0fli KJTiHIYHUX [OCifKeHb 0y7I0 BCTAHOBJIEHO, 1110 ¢iyKoHa3o (inribitop CYP2C9)
3HUKYE €KCITO3UI[iI0 aKTUBHOT0 MeTaboJiTy npubnu3no Ha 50 %. BcTaHOBIEHO, 1110 OJHOYACHE
3aCTOCyBaHHS JI03apTaHy Ta pudamoinuHy (iHgyKTOopa pepMeHTiB MeTab0/1i3My) IPU3BOTUTE [0
3HMKeHHS Ha 40 % KOHIeHTpallil akTUBHOT0 MeTaboIiTy y mia3Mi KpoBi. KiiniyHe 3HaYeHHS 1[bOTO
edekTy HeBifoMe. Hemae BITMIHHOCTI B €KCIIO3UIIil IIPX OGHOYACHOMY 3aCTOCYBaHHI JI03apTaHy Ta
bnyBacraTtuny (cnabkoro iuribitopy CYP2C9). Tak caMo, 5K i mpu 3aCTOCyBaHHi iHIIIUX ITpemaparis,
gKi 0710Ky10Th aHTioTeH3uH II abo #oro epekTy, omHOYACHE 3aCTOCYBAHHS Ipernapartis, 110
3aTpUMYIOTh KaJlill B opraHi3mi (Hanmpukiaf Kanii30epirarounx AiypeTHKiB: CIipOHOIAKTOHY,
TpiaMTepeHy, aminopuny) abo MOXKYTh MigBUINYBATH PiBHI KaJilo (TaKuX K remapyH, IpemnapaTy, 110
MICTATH TpuMeTONpUM), ab0 106aBOK, 110 MICTATH KaJil, abo 3aMiHHUKIB COJIi 3 KallieM MOXe
TIPU3BECTH [0 IiABUINEHHS BMICTY Kalito y cupoBaTili KpoBi. OgHOYaCHe 3aCTOCYBaHHS TaKuX 3aco0iB
He peKoMeHfioBaHe. [Ipo 000poTHe MiBUIIleHHS KOHIIEHTpallii JIiTilo ¥ CHpoBaTili KPoBi Ta
BUHVKHEHHS TOKCUYHUX IIPOSBIB IIOBIIOMIIANIOCA IIPXA OGHOYACHOMY 3aCTOCYBaHHI JITIIO 3
inribitopamu AII®. TakoX AyKe PigKO MOBiZOMIISIOCS IIPO TaKi MPOSBY IIPU 3aCTOCYyBaHHi
aQHTaAroHICTiB peLenTopiB anrioteH3uny IlI. OgHOYACHEe JIiKyBaHHS IpelnapaTaMu JITii0 Ta J103apTaHOM
ciipm mpoBomuTH 3 006epekHICTIO. AKIINO 3aCTOCYyBaHHS Takoi KOMOiHaIll BBaKa€ThCS HEOOXimHUM,



PEKOMEH[IOBAHO MEePEBipSITH PiBEHb JIiTil0 B CUPOBATILI KPOBi MPOTSAToOM KOMOIHOBAHOTO TiKyBaHHSI.

[Tpu ogHOYACHOMY 3aCTOCYBaHHI aHTarOHICTiB pellenTopiB aHrioTeH3uHy II i HecTepoimHUX
IPOTHU3aNalbHUX MpelapariB (HallpuKIIafd CeIeKTUBHUX iHTiOiTOPiB ITUKI00KCcUreHa3u-2 (110T-2),
alleTUICATIIMIOBOL KUCIOTH y J03aX, 10 YWHATH IpOTU3anaibHy Aito, HecenekTuBHux HII3IT) Moxke
nocyia0I0BaTUCS aHTUTiepTeH3uBHUM edekT. OmHOYaCHe 3aCTOCYBaHHS aHTArOHICTiB aHTiIOTEeH3UHY
IT a6o miypeTukis i3 HIT3II Moxke MpU3BOOUTH A0 MigBUIIEHHS PU3UKY MOTipiIaHHS QYHKIII HUPOK,
BKJIIOYAIOYY MOXKJIMBUM PO3BUTOK I'OCTPOI HUPKOBOI HEIOCTATHOCTI, a TAKOXK [0 IiIBUILIIEHHS PiBHA
KaJIil0 y CUpOBaTIi KPoBi, 0COOIMBO y Malli€HTiB 3 iCHYI0YUM IOPYIIeHHAM (QyHKIil HUPOK. Taky
KoMOiHalifo CyIif mpu3HavaTH 3 00epexkHiCTI0, 0COONIMBO MallieHTaM JIiTHHOTO BiKy. [TamieHTaM ciif
IPOBOAMTY BiATIOBIOHY HeTigpaTaliiio, TaKOXK CIIiJ PO3TISHYTH NUTAaHHS 00 MOHITOPUHTY (PYHKIIi1
HUPOK IIiCJIF [T0YaTKy ONHOYACHOI'0 3aCTOCYBaHHA IIpernapariB, a TaKOX IIePioAUYHO BIPOLOBXK
JIIKyBaHHS.

HocnimKeHHS MMOKa3asy, 10 BHACTIOK nmoaBiiiHoi 61okagyu PAAC mpu CynmyTHbOMY 3aCTOCYBaHHI
inribiTopiB AII®, aHTaroHiCTiB pelenTopiB aHrioTeH3uHy Il abo anicKipeHy miABUINYETHCS PU3UK
no0iYHUX peakllili, TaKuX K apTepiasibHa TinoTeH3is, rimepkanieMis Ta 3MiHN QYHKIIIl HUPOK,
BKJIOYal04YU IOCTPY HUPKOBY HEAOCTATHICTh ITOPIBHSAHO 13 3aCTOCYBaHHSIM OJHOI'0 areHTa peHiH-
aHTiOTeH3UH-a/IbJOCTEPOHOBOI cUCTEMU (OuB. po3ninu «IIpoTunokaszanus», «Oco6nMUBOCTI
3aCTOCYBaHHS»).

Oco06 1ueocmi 3acmocy8aHHsi.
AHeioHespomuyuHull HAbpsK

MoxXMBe BUHUKHEHHST aHTi0HeBPOTUYHOT0 HaOpsKy. Cil 4acTO KOHTPOJIIOBATH CTAH IAIliE€HTIB 3
aHTiOHEBPOTUYHUM HaOpskoM (HaOpsiku obnuyysi, ry0, ropia Ta/abo s3uKa) B aHAMHE3I.

ApmepianvHa 2inomeH3sis i B00HO-eneKkmpoaimHull ducbansaHc

CuMnToMaTH4YHA apTepiaibHa rinoTeH3is, 0Co6IUBO MMiC/Is 3aCTOCYBAHHS MEPIIO] 103U
npenapaTy abo Imics migBUIlleHHS N03U, MOXKe BUHUKATH Y MAIli€HTIB 3i 3HUXKEHUM
BHYTPIIIHbOCYOUHHUM 00’eMOM ab0 medinuToM HATPil0, COPUYMHEHUMU 3aCTOCYBAaHHSIM
CUJIbHUX AiyPETHKIiB, iETUYHUM OOMEKEeHHSIM CII0KHBaAHHS COJIi, Aiape€io abo OII0BaHHSIM.
Taki cTanu mOTPeOyIOTh KOPEKIii mepe/] IoYaTKOM JIiKyBaHHS JIOpicTo0® abo 3HUKEHHS
II0YaTKOBOl 03U IpemnapaTy. Taki K peKoMeHpallil CTOCYIOThCA AiTel BiKOM Bif 6 0o 18 pokis.

Enexmpoaimuutll ducbanaxc

EnextponiTHu#l gucbaiaHC 4acTO CIIOCTEPIraeThCs y MALEHTIB i3 MOPYIIeHHIM QYHKIIil
HUPOK (3 yKpoBuUM fiabeToM abo 6e3 HbOro), 110 ciig 6paTu g0 yBaru. [1ig yac KiiHigYHOTO
MOCTiIKEHHS 3a y4acTi0 XBOPUX Ha IIyKpoBuii giabet II Tumy Ta 3 HedpomaTi€o 4acToTa
BAHUKHEHHS TinepKasniemil Oyna O0inbIoio mpH JTiKyBaHHI 103apTaHOM TOPiBHSHO 3 TAaKOI0 Y
rpymi nnaie6o. ToMy CIlif 4acTo MepeBipsaTH KOHIIEHTPallilo Kaliio y maa3Mi Kposi i
TIOKa3HUKHU KJIipEHCY KpeaTHHiHY, 0COOIMBO Y Malli€HTiB i3 cepiieBo0 HeJOCTATHICTIO i
KiTipeHcoM KpeaTuHiny 30-50 Myi/xB.

He pekoMeHOBaHe OHOYACHE 3aCTOCYBaHHS JI03apTaHy i Kanmiii30epirarounx AiypeTuKis,
n00aBOK, 1110 MICTSITh KaJlili, 3aMiHHMKIB COJIi, IIT0 MiCTSTh KaJIil, a0 iHIIMX Mpemaparis, sKi



MOXKYTb iIBUIIyBaTH PiBeHD KaJli0 B CUPOBATI KPOBi (HampuKiap IIpenaparis, 0 MICTATh
TPUMETOIIPUM).

ITopyweHHsA pYHKYIT neviHKu

[ pyHTYI04KChH Ha papMaKOKIiHETHYHHUX [JaHKX, 1IJ0 BKA3yIOTh Ha iCTOTHE IMiBUIICHHS
KOHIIEHTpAllil 103apTaHy y Ija3Mi KpOBi XBOPUX Ha LIUPO3 MEYiHKH, CIIiJ PO3TIISHYTH
IIATAHHS NP0 3HUXKEHHS 03U [JIg Nalli€HTiB i3 HasgBHICTIO B aHaMHe3i MopyuieHsb QyHKITi1
neuinku. Hemae foCBify TepalleBTUYHOIO 3aCTOCYBaHHS JI03apTaHy NallleHTaM i3 TIXKUMU
OPYIIEeHHAMY (QYHKII] IeYiHKY, TOMY JI03apTaH He MOXKHa IPUAMaTHU TaKUM IallieHTaM.

Jlo3apTaH He peKOMEHO0BaHUY AJIs1 3aCTOCYBaHHA AiTSAM i3 IOPYIIEHHAMY QYHKIIi1 MTEeYiHKHU.
ITopyweHHA PYHKUIT HUPOK

[ToBigommsinocs Ipo BUHUKHEHHS 3MiH (YHKIIl HUPOK, BK/II0Yal0UYl HUPKOBY HEIOCTaTHICTh,
1110 TI0B’SI3yBaju 3 IPUTHIYEHHSIM PEHiH-aHTiOTEH3WHOBOI cucTeMHU (0COONIMBO Y MAIli€HTIB i3
3aJIeXXHIiCTIO QYHKIII HUPOK Bifl CUCTEMU PEHiH-aHTiOTEeH3WH-albJOCTEPOH, TOOTO MAIliEHTH 3
TSKKOIO0 CepIeBOI0 HEIOCTaTHICTIO a0 3 yXKe iCHYI0UMMU MOPYIIeHHIMYU (QYHKIIii HUPOK).

[IpemapaTy, 1110 BIUIMBAIOTh HA PEHIH-aHTI0TEeH3UH-aJIbJOCTEPOHOBY CUCTEMY, MOXKYTh
CIIPUYVHSATY IiIBUIIEHHS PIBHIB CEYOBUHU KPOBIi Ta KpeaTUHIHY CUPOBATKYU KPOBIi Y XBOPUX 3
OBOOIYHUM CTEHO30M HUPKOBUX apTepii abo cTeHO030M apTepil enuHol HUPKH. Lli 3MiHu y
GYHKITNI HUPOK MOXKYTh OyTH 000POTHUMHU ITiCJIsl MPUIIMHEHHS Teparttii. JIo3apTaH crif 3
00epexkHiCTI0 3aCTOCOBYBATH IallieHTaM i3 IBOOIYHMM CTEHO30M HUPKOBUX apTepii abo
CTEHO30M apTepil EOUHOI HUPKH.

3acmocysaHHA 0imsaM i3 nopyweHHAMU PYHKUil HUPOK

Jlo3apTaH He peKOMEHIOBAHUM MJIs1 3aCTOCYBAHHS AIiTSIM 3i MIBUAKICTIO KITy004KoBOi dinmbTpariii < 30
M71/xB/1,73 M®, OCKiZIbKY HeMa€ BifTIOBiOHHUX JaHUX IOJ0 3aCTOCYBaHHS.

[TpoTsAroM mepiomy 3aCTOCYBaHHS JI03apTaHy CIIif PETYISPHO MEPEBipATH QYHKIII0 HUPOK, OCKIJIbKH
MokJMBe i moripimanus. Oco6IuBO 1Ie CTOCYETHCSA CUTYALlil, KOJIM J1I03apTaH 3aCTOCOBYIOTh IIPU
HasBHOCTI iHIIMX MMaTaJO0TiYHUX CTaHIB (rapsyka, AerigpaTtalis), SKi MOXYTh BIJIUBAaTA Ha HUPKOBY
GyHKIIIIO.

OpHOYacHe 3aCTOCYBaHHS J103apTaHy Ta iHribiTopiB AII® moripirye QyHKIIiI0 HUPOK, TOMY Taka
KoMOiHalliss He peKOMeH/I0BaHa.

TpaHcnaaHmMauisa HUpKU

Hemae mocBimy momo 6e3meKku 3aCTOCYBAaHHS IIperapary maliieHTaM, SKUM HellloIaBHO
IIPOBEIEHO TPAHCIIAHTAIliI0 HUPKH.

ITepsuHHul 2inepaab0ocmepoHi3m

Y marlfieHTiB i3 NepPBUHHUM rinepaabgoCTEePOHI3MOM, SIK IIPaBUJIO, HE CIIOCTEPIraeThCs
e(eKTy IIpu 3aCTOCYBaHHI aHTUTINIEePTEeH3UBHUX IIpeIaparTis, 1[0 Aif0Th UIIIX0OM IPUTHIYEHHS
PEeHiH-aHTi0TEH3WHOBO1 cucTeMu. Tomy JlopicTa® He peKOMeHOOBaHa [JIA i€l TPynu
MTalliEHTIB.



3ax80pr8aHHs KOPOHAPHUX apmepitl ma uepebposackyAApHi 3aX80PHBAHHA

flK 1 IpyU 3aCTOCYBaHHI IHIINWX aHTUTINEPTEH3UBHUX IIpelapaTiB, HagMipHe 3HUXKEHHS
apTepiajbHOrO TUCKY V MALEHTIB 3 illIeMiYHMMU 3aXBOPIOBAHHSAMU KOPOHAPHUX apTepiu Ta
11epeOpOoBaACKYIIPHUME 3aXBOPIOBAHHSIMYU MOXKE ITPHU3BOOUTH 10 PO3BUTKY iHPAPKTy
Miokapaa abo iHCYIbTY.

Cepuesa HedocmamHicmb

flK 1 Ipy 3aCTOCYBaHHI IHIIKUX ITPenaparis, 110 BIJINBAIOTh Ha PEHIH-aHII0TEH3UH-
anbIOCTEPOHOBY CUCTEMY, V IAIiEHTIB i3 CEPIIEBOI0 HEJOCTATHICTIO 3 MOPYIIEHHIM (QYHKIIii
HUPOK ab0 0e3 HbOTO iCHYE PU3UK PO3BUTKY TAKKOI apTepianbHOI rinoTeHsii i (4acTo
TOCTPOTO0) IOPYIIEHHS (PYHKIIil HUPOK.

Hemae gocTaTHBOr0 TepaleBTUYHOr0 AOCBINY 3aCTOCYBaHHA JI03apTaHy NallieHTaM i3
CEepIEeBOI0 HEIOCTATHICTIO i CYNyTHIM TSKKUM MOPYIIeHHIM (DYHKIIil HAPOK, TallieHTaM i3
TSI2KKOI0 CEePIIEBOI0 HeJOCTaTHICTIO (Kimac IV 3a knacudikariero NYHA), a TakoXK maijieHTam
i3 cepIeBoO0 HEJOCTATHICTIO i CUMIITOMAaTUYHOI0, HeOEe3MEeYHOI0 AJIST JKUTTS CEPIIEBOIO
aputMieio. ToMy n03apTaH CHifi 3aCTOCOBYBaTH 3 00E€PEKHICTIO TaKil IpyIi namieHTis. Cif 3
00epexkHICTI0O OMHOYACHO 3aCTOCOBYBATH KOMOiHallil0 J103apTaHy 3 B-0/10KaTOpaMH.

CmeHo3 aopmasnbHo20 i MimpaabHO20 KaanaHie, obcmpykmusHa 2inepmpogiuHa kapdiomionamis

4K i mpu 3acTOCyBaHHi iHIIMX Ba30UIaTaTOPiB, 3 0COONMMBOIO 00EPEKHICTIO CIIif
IIpU3HAyvaTH IIperapar nallieHTaM 3i CTEHO30M aopTajbHOT0 ab0 MiTpalbHOrO0 KiamnaHa abo
00CTPYKTHBHOIO TinepTpodiuHoio KapaioMiomnaTiero.

BazimHicmb

3aCcTOCyBaHHS aHTAroOHICTIB peLlenToOPiB aHrioTeH3uHy Il He CIlifg pO3nOYMHATH y epiof BariTHOCTI.
3a BUHSITKOM BHUIIQMIKiB, KOJIH MPONoBXKeHHs Teparii APAII BBakaeThCs HEOOXigHUM, MalliEeHTKaM, SIKi
IIJIaHYIOTh BariTHICTH, CIIi IPU3HAYUTH aJlbTePHATUBHY aHTUTINEPTEH3UBHY Tepallito i3
BCTQHOBJIEHUM IIpodinieM O6e3neKy 00 3aCTOCYBaHHS y IIepiofl BariTHOCTI. AKIIO giarHOCTOBAHO
BariTHiCTh, MiKyBaHHs APAII ciim HeralHo IPUMIMHUTH i, SIKII0 HEOOXiIHO, CITi pOo3moYaTH
arbTepHaATHBHE JTiKyBaHHS.

IHwi nonepediceHHA i 3acmepenceHHA

fIK BCTAHOBJIEHO CTOCOBHO iHTi0iTOPiB @aHTi0TEH3MHIIEPETBOPIOBAILHOTO (PEPMEHTY,
JI03apTaH Ta iHIII aHTaroHiCTH aHTiIOTEH3WHY MeHII e()eKTUBHI /I 3HUKEHHS
apTepiaTbHOTO TUCKY V IAIliEHTiB HETPOIAHOI PacH, HiXK B iHIIUX MaIliEHTIB, MOXKIIMBO, Yepe3
HU3bKY aKTUBHICTh PEHIHY Y I'PYIIi TAKUX MAIIEHTIB 3 apTepiajbHO0 rillepTeH3ielo.

Ocobuea iHpopmauisi npo 0eski 3 00NOMIHCHUX PeUOBUH

JlopicTa® micTuTh makTo3y. [TallieHTaM i3 pigKiCHUMHU CIIafKOBUMHU (hopMaMu
HeIepeHOCUMOCTi rajlakTo3u, nedinuToM takTasu Jlamma abo mopyIIeHHsIM BCMOKTYBaHHS



TJIF0OKO3HU-TaJIaKTO3! He CJIifl 3aCTOCOBYBATH el IIpemnapar.
IToodsitiHa 6.10Kada peHiH-aH2iomeH3uH-asib0ocmepoHogoi cucmemu (PAAC)

[Tpu cynmyTHBROMY 3aCTOCYBaHHi aliCKipeHy Ta aHTAroHiCTiB pelenTopiB aHrioTen3uny II abo
inribiTopiB AII® migBUIIYETHCS PU3UK apTepialbHOI rinoTeH3il, rinepkanieMii Ta 3MiHu QyHKIIi1
HUPOK, BKJII0Yal0YX TOCTPY HUPKOBY HEJOCTATHICTh. Y 3B’A3KY 3 MOABiNHOIO 6JI0KaMI0I0 PEHiH-
aHTi0OTeH3UH-aIbHoCcTepoHOoBol cucTeMu (PAAC) cynyTHE 3aCTOCYBaHHS aJliCKipeHy Ta aHTarOHICTiB
petieniTopiB aHrioTeH3uny Il abo inriditopis ATI® He peKOMeHOy€eThCS (OUB. po3nin «B3aemopmis 3
iHIMMMHM NTiKapCbKUMM 3aco0aM¥ Ta iHII BUOYM B3a€EMOMii»). Y BUMTaAKy KpaiHb0I HEOOXimHOCTI
nongsitiHoi 6;mokagu PAAC criif peTenbHO nepeBipsATH QYHKILII0 HUPOK, PiBEHD €JIEKTPOJIITIB y KPOBi Ta
apTepianbHU TUCK. He cig omHOYaCHO 3aCTOCYBaTU aHTArOHICTU pPeLenTopiB aHrioreH3uny Il ta
inribitropu AIT® malieHTaMm 3 LyKPOBUM AiabeToM.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2pyo0oto.
BazimHicmb

[TpemapaT MpOTHUIIOKa3aHO 3aCTOCOBYBATH BariTHUM abo0 XKiHKaM, SIKi IJIaHyIOTh 3aBariTHITH. AKIIO0
i Yac JiKyBaHHS IpenapaToM MigTBEPHAXKYEThCS BaTiTHICTh, MOT0 3aCTOCYBaHHSA HEOOXiTHO HETalHO
IPUIMHUTY i 3aMiHUTH iHIIUM JIiIKapChKKUM 3aC060M, JO3BOJIEHUM [I0 3aCTOCYBaHHS Y BaTriTHUX.

EnigeMiosioriyHi faHi CTOCOBHO PU3UKY TEPATOI€HHOT'0 BIIJIMBY BHACIIILOK 3aCTOCYBaHHSA
inribiTopiB AII® npoTsrom I TpuMecTpy BaTriTHOCTI He TIEPEKOHIINBI, OMHAK HEBEJUKE
3pOCTaHHS PU3UKY He BUKIOUeHe. OCKIJIbKY HeEMa€ KOHTPOJIbOBAHUX €IifeMiOIOTiYHUX
IaHUX LIOM0 PU3UKY 3aCTOCYBaHHS aHTArOHICTiB penenTopiB anrioten3uny II (APAII),
oMi0Hi pU3UKKM MOXKYTh iCHYBaTH i 71 IIbOTO KJIACy IpelnapariB. 3a BUHSITKOM BUIIAOKIB,
KOJIU pofoBxKeHHs Teparii APAII BBaka€eTbCa HeOOXiMHUM, MallieHTKaM, SKi JIaHyIOTh
BaTiTHICTS, CIIi IPU3HAUYUTU aJIbTEPHATUBHY aHTUTINIEPTEH3UBHY Tepalliio 31 BCTAHOBJIEHUM
npodinem 6e3neKHu 100 3aCTOCYBaHHS Y IepPiof BariTHOCTI. fAKIIO OiarHOCTOBaHO
BariTHICTh, NikyBaHHsA APAII crifm HeraliHO MPUNMHUTH i, SKIIO HeOOXiHO, CHIifl po3moYaTH
aJbTEepHATUBHE JIIKyBaHHSA. Binomo, mo 3actocyBanHs APAII mpotsrom II ta III TpumecTpiB
BariTHOCTi CIIPUYUHSIE TTOSABY PETOTOKCUYHUX SBUII (3HUKEHHS QYHKII HUPOK, OJirorifpaMHioH,
3aTpuMKa ocudikatlii KicTOK yepera) i mposiBiB HeOHATAIbHOI TOKCUYHOCTI (HUPKOBA HENOCTATHICTD,
apTepianbHa TinOoTeH3id, rinepkKanmiemis).

Axmo npotsarom II TpumecTpy BariTHOCTI 3acTocoByBanucs APA II, pekoMeHI0BaHO
IIPOBECTH YJIbTPA3BYKOBe 00CTEXKEHHS I IepeBipKu QYHKIII HUPOK i CTaHY KiCTOK 4yepena.

CraH HOBOHApPOAXKEHUX, MaTepi aKkux 3actocoByBanu APAII, crig 9acTo epeBipsaTé CTOCOBHO
PO3BUTKY apTepiaibHOI TiMmoTeHa3ii.

ITepiod 200ys8aHHA 2py0010

Yepes BifcyTHiCTb Oyab-s1K01 iHpopMallii 11040 3aCTOCYyBaHHS JI03apTaHy y Mepiod ronyBaHHs
TPYAOI0 IPHIOM JI03apTaHy He peKOMeHOYy€eThCs. baxkaHo 3aCTOCOBYBaTH albTepPHATUBHI
npelnapaTy 3 KpalliMyi BCTaHOBJIeHUMU IpodingamMu Oe3meKku y nepiof roqyBaHHs TPYALIIO,
0Co0NKMBO IIPY TOOYBaHHI HOBOHAPOAKEHUX a00 HeIOHOUIEHUX HEMOBIIST.



30amHicmb eniueamu Ha weudKicme peakuii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHiamamu.

He nmpoBogunucs gocaigXKeHHs LIO0A0 BIJIMBY IIpernapaTy Ha 30aTHICTh YIPaBISATH aBTOTPAHCIOPTOM
Ta iHIIMMK MexaHi3MaMu. OfHaK CJIiJ maMm’siTaTy PO MOXKJIUBICTh PO3BUTKY TAaKMX IOOIYHUX
peaxiiiii, IK 3alTaMOpPOY€eHHS Ta COHJIUBICTh, 0COGIMBO Ha MOYATKY JIiKyBaHHS Ta MPHU MigBUIIEHH]
[03U IIpemnapary.

Cnoci6 3acmocyeaHHsi ma do3u.

TabneTku 103apTaHy CJIifl 3aNUBaTH CKIITHKOIO BOIU.
3acToCyBaHHA IIpenapaTy He 3aJeXHUTh Bifl MPUHOMY IxXi.
ApmepiaavHa 2inepmeH3iA

3a3BUyal IOYaTKOBA i migTpuMyto4a fo3a aJis 6isbIIoCTi mallieHTiB cTaHOBUTL 50 MI IIpenapary
1 pa3 Ha mo6y (1 Tabnetka JlopicTu® 50 Mr). MakcuManbHUN aHTUTIIEPTEH3UBHUN e(peKT
[0CATAEThCA Ha 3-6 TUKIEHD Bifl I0YaTKY JIiIKyBaHHA. [[/1 NesIKUX MallieHTiB MOXKe BUSABUTUCS
CIIPUSTIUBIIINM MifBUILIEHHS H03u npemnapaTy 0o 100 mr 1 pa3 Ha no0y (BpaHIIi).

JlopicTy® MOXKHa 3aCTOCOBYBaTH Y IIOENHAHHI 3 IHITMMU aHTUTINEPTEH3UBHUMU IIperapaTaMy,
0co0NMBO AiypeTuKaMu (HampuKiIaf, TigpoXJIOPOTia3umoM).

ITauienmu 3 apmepianvHOW 2inepmeH3iero ma uykposum diabemom II muny 3
npomeinypieto = 0,5 2/006y

3a3Buyail moyaTkoBa fio3a ctraHoBUThL 50 Mr (1 TabneTka JlopictTu®) 1 pa3 Ha go0y. [lo3y MoxkHa
36inmpimuTy 1o 100 Mr 1 pa3 Ha o6y 3a1eKHO Biff TOTO, IKUMU € TIOKA3HUKU apTepialbHOTO THCKY
yepe3 1 Micslp micasa mo4YaTKy HiKyBaHHS. JIopicTy® MOXKHa 3aCTOCOBYBATH 3 iHIIUMU
AHTUTINEePTEeH3UBHUMHU IIperapaTaMu (HalmpUKiIag AiypeThkaMu, 6710KaTopaMy KalbIiEBUX KaHaJliB,
61mokaTopaMu a- abo B-pelenTopiB Ta MpelapaTaMy IeHTPAJIbHOI [ii), a TaKOXK 3 iHCY/TiHOM Ta
IHIIMMU TINOTJIiKeMiYHUMHY IIpernapaTaMy, SKi IIKXPOKO 3aCTOCOBYIOTHCS (HAIIpUKIam
Cynb(}OHiNICEYOBHHOIO, TJIiTa30HaMH Ta iHTi0iTOpaMu II0OKO3UAa3N).

Cepuesa HedocmamHicmb

3a3BuUyail moyaTKoBa fo3a JIopicTu® y nalieHTiB i3 XpOHIYHOK CepLeBOI0 HEOOCTATHICTIO CTAHOBUTh
12,5 mr 1 pa3 Ha mo0y. fK npaBuso, fo3a TUTPYETLCA 3 TUKHEBUM iHTepBanoM (a came: 12,5 mMr Ha
moOy, 25 mr Ha moby, 50 Mr Ha mo6y) mo 3Bu4YarHOI migTpuMytodoi go3u 50 Mr (1 TabmeTka JIopicTu®)
1 pa3 Ha o0y 3aeKHO Bif iHAWBiAyanbHOI IEPEHOCUMOCTI.

SHUJNMCEeHHA pu3uky po3B8UMKY iHCyAbmy y nauieHmia 3 apmepiasibHOK 2iNepmeH3I€lo 1
einepmpogieto 118020 WAYHOUKA, W,0 OOKYyMEHMAaabHO niomeepdxceHo 3a donomoezot EKI

3a3Buyai MoYaTKOBa f103a cTaHOBUTL 50 Mr jmo3apTany (1 tabmerka Jlopictu® 50 mr) 1 pa3 Ha mo06y.
3aJiexXHOo Bifi 3MiH PiBHS apTepiaJibHOr0 TUCKY [0 JIIKYBaHHSA CJIifl OOATYU TigpoXJIopoTia3un y
HU3BKiM 1031 Ta/abo 36inpmmTu 103y Jlopictu® mo 100 mr 1 pa3 Ha mo0y.



Okpemi epynu nauieHmis

3acmocysaHHA nauieHmam 3i 3HUXCeHUM 06’€EMOM UUPKYAHHUO0I KPoai

[MamienTaM 3i 3HMKEHUM 00'€MOM IIUPKYIIIOI0Y0i KPOBi (HApUKIIa/, YHACTigOK TiKyBaHHS BUCOKUMU
[03aMHu [IiypeTHKiB) pO3MOYMHATH Tepallio HeoOximHo 3 mo3u 25 Mr 1 pa3 Ha mo0y.

3acmocyeaHHs nayieHmam i3 nopyweHHAM (pYHKUII HUPOK ma nayieHmam, Kum
npo8odAame ceaHcu 2emo0iani3y

[Tpu npusnauenHi JlopicTu® marieHTaMm i3 NopyueHHSIM (QYHKII HUPOK Ta IallieHTaM, SKUM
IIPOBOMASITH CEAHCH TeMOfIialTi3y, II0YaTKOBY KOPEKIIiI0 103K IIPOBOAUTH He MOTPi6HO.

3acmocyBaHHA nauieHmam i3 NOpyweHHAM (PYHKUil neyiHKu

[l1s1 marmieHTiB i3 MOpyIIeHHAM (DYHKIII IeYiHKYA B aHaMHe3i CJIif PO3TIgHyTH MUTaHHS IOA0
IIpU3Ha4YeHHd [IpenapaTy y MeHIii 0o3i. Hemae mocBimy JTiKyBaHHS NMALi€HTIB i3 TAXKUMU
OPYIIEeHHAMY (QYHKIII Ie4iHKY, TOMY JI03apTaH MIPOTUIIOKAa3aHUM il TPYIIi MaIli€HTiB.

ITediampuyHa nonyasayis

BesneyHicTh Ta e(peKTUBHICTD y [iTel BiKOM Bif 6 MicsLiB [0 6 POKiB He BcTaHOBINeHi. HasBHi gaHi
HaBeleHOo B po3fini «®apMaKonoriyHi BIacCTUBOCTI», ajle peKOMEeHallil 3 Jo3yBaHHS [ i€l rpynu
MaIliEHTiB HaJaTh HEMOKJIMBO.

[NauieHTH BiKOM Bif 6 mo 18 pokiB. [I71g miTel, AKi MOXKYTh KOBTATH TaOIEeTKY i B IKUX Maca Tilla
6inbine 20 kr Ta MeHIne 50 Kr, peKoMeHj0BaHa [03a CTAHOBUTH 25 MT 1 pa3 Ha go0y. Y BUHATKOBUX
BUTIAOKaX 103y MOXKHa 30i/bIIUTH 0 MaKcuManbHOI - 50 Mr 1 pa3 Ha mo0y. 103y ciig KopuryBaTu
3a/1eKHO Bif BIIJIUBY Ha PiBeHb apTepiaJbHOrO TUCKY. Y Malli€HTiB 3 Macom Tina noHapn 50 kr
3a3BUyYail pa3oBa fgo3a ctaHoBuTh 50 Mr 1 pa3 Ha 0o0y. Y BUHATKOBUX BUIaAKaX 03y MOXKHa
36inmbImuTy K0 MakcuMamnbHOI - 100 Mr 1 pa3 Ha mo6y. 3acTocyBaHHS 03, 110 TEPEBUIIYIOTH 1,4 MI/KT
(a6o Gimpme 100 Mr) Ha moOy, y OiTel He BUBYAIOCS.

Jlo3apTaH He peKOMEHA0BaHUM 711 3aCTOCYBaHHSA AiTSAM BiKOM [0 6 POKiB, OCKINIbKY JaHUX LIOM0
3aCTOCYBaHHS IIpelapaTty y Lill IPyIli NallieHTiB HeJ0CTaTHbO.

[TpemapaT He pPeKOMEHYETLCS M1 3aCTOCYBaHHS HiTSAM 3i MIBUOKICTIO KJTyO04YKOBOI (PinbTpalrii
< 30 mut/xB/1,73 M?, OCKiNIbKY HEMa€E BiOIOBIIHUX MaHUX IIOMO 3aCTOCYBaHHA.

Jlo3apTaH TaKOX He PEKOMEHAYETHCS [JIg 3aCTOCYBaHHS [iTSAM i3 MOPYIIEHHSAM QYHKIIi1 IEeYiHKH.

3acmocyB8aHHA nauieHmam AimHb020 BiKy

4K npaBuino, HemMae MOTpebu y KOPUTyBaHHI TOYaTKOBOI JO3U [JIS MAI[iEHTIB TITHLOTO BiKY,
X04a CJIifl BpaxOByBaTH MOXKJIMBICTh IPU3HaYEHHS IIpenapaTy y M04aTKOBil 1031 25 MT
mallieHTaM Bifl 75 POKIB.

Himu.



Jlo3apTaH He PEKOMEHMYEThCS [JIST 3aCTOCYBaHHS [iTSIM BiKOM [10 6 POKiB, OCKiTbKY IO ITi€l IPyIIH
TIAIlieHTIiB JaHi € 00MeXeHUMH.

Ilepedo3yeanns.
Cumnmomu

[cHyI0TH 0OMEXKEH] aHi 00 epefo3yBaHHs 103apTaHOM. 3aIeKHO Bifl CTyIIeHs
IHTOKCHKaLlil MOXKYTb 3’ IBASATUCS TaKi CAMIITOMH, SIK apTepiaibHa Tin0oTeH3isd, TaXikapmis,
MOXKJTMBa OpaguKapmis.

JIiKysaHHA

JlikyBasbHi 3aX0[M 3ajiexkaTh Bifl TPUBAJIOCTI Yacy, 110 MUHYB IiC/Is IPUUOMY IIpenapaTy, XapakTepy
i TAKKOCTI cumnToMiB. [IpiopuTeTHUM 3axofoM Mae OyTu cTabinisaris QyHKIII cepiieBo-CyquHHOL
cucteMu. [licia nmepopabHOTO Ilepefo3yBaHHS I0Ka3aHe 3aCTOCYBaHHSI aKTUBOBAHOI'O BYTLIIA Y
BigmoBigHiN H03i. PeKOMEHIOBaHUMHY 3aX0laMU € CTUMYJIALS O/TI0BaHHS Ta MTPOMUBAHHS LITYHKA.
[li3Hime ciif 4acTO KOHTPOJIIOBATH OCHOBHI ITIOKA3HUKU XKUTTENISATIBHOCTI OpraHi3aMy Ta KOPUT'yBaTH
npu HeoOximHOCTI. Jlo3apTaH Ta aKTUBHiI MeTabo0IiTH He BUJAJISIOTLCS IIPU IIPOBEIEHHI reMofianizy.

ITo6iuni peakuii.

[To6GiyHOI0 peakKIriero, Mpo Ky HalvacTille MOBiqOMIISIIOCS i Yac KITHIYHUX JOCTiIKeHb,
Oy710 3arTaMOpPOYEHHS.

iTH.

[Tpodins mobivHUX peakifiii y giTedd nmomiOHUX 0o Npodinio y AOPOCIUX MalieHTiB. [laHi CTOCOBHO
no0iYHUX peaklidl y OiTedt oOMeKeHi.

ApTepianbHa rinepTeH3sid.

3 60Ky Hepsosoi cucmemu: 3allaMOPOYEHHS, COHJIUBICTD, TONIOBHUM 0inb, 0€3COHHS, M’I30Bi
CYLOOMH.

3 6oky cepus: BimuyTTsI CepueOuTTS, CTEHOKAPIis.

3 60Ky cyOuH: cCUMIITOMaTU4Ha TinoTeH3is (0co0IMBO y NalliEHTiB 3 BHYTPIIIHHOCYIUHHOIO
merifpaTalli€io, HAIPUKJIaf y MaIliEHTIB 3 TIKKOI0 CEPIIEBOI0 HEJOCTAaTHICTIO ab0 IIpH iKyBaHHi
IiypeTrKaM# Y BUCOKHX [03ax), [0303aJIeXKHUU OPTOCTaTUYHUN e(eKT.

3 6oky wkipu ma niOwKipHOi KAIMKOBUHU: BUCHII.
3 60Ky WAYHKOBO-KUWK0B020 Mpakmy: abnoMiHanbHu# 6isb, MUCIIEIICis, 3a10p.

3 6oky pecnipamopHoi cucmemu: Kallleab, HEKUTh, CAHYCUT, ()apUHTIT, iIHPEKIIis BEPXHIX
OVXaJIbHUX IIISXIB.

3aeanvHull cmaH ma nopyweHHs, nos’a3aHi 3i cnocobomM 3acmocyB8aHHA npenapamy: acTeHis,



cnabKicTh, HAOPSAKH.

JlabopamopHi noka3Huku. 3MiHU CTaHOAPTHUX JTab0paTOPHUX OKAa3HUKIB pigKo Oyiu moB’g3aHi i3
3acToCcyBaHHSM TabJeToK no3apTaHy. PiBens AJIT mifBuilyBaBcs pPifKo i 3a3BMYall HOpMasli3yBaBCs
IicJis IPUNIMHEHHS 3aCTOCYBaHHSA Ipenaparty. ['inepkaniemisa (piBeHb Kalilo y CUPOBATLi

KpOBi > 5,5 MMo7Ib/1) criocTepiranaca y 1,5 % mallieHTiB 3 apTepialbHOIO TiepTeH3i€e.

[NamienTy 3 rineprpodi€eio TiBOTO MINTYHOYKA CEPIId.
3 60Ky Hepsosoi cucmemu: 3alIaMOPOYEHHS.
3 60Ky opaaHis cayxy ma aabipuHmy: BEPTHUTO.

3aeasnvHull cmaH ma nopyweHHs, noe’a3aHi 3i cnocobom 3acmocys8aHHs npenapamy:
aCTeHis/cnabKiCTh.

XpoHiYHa ceplleBa HEOOCTATHICTh.

3 60Ky Hepsosoi cucmemu: 3allaMOPOYEHHSI, TOJIOBHUY Oinlb, apecTesis.

3 boky cepus: cunkore, GiOpunsALis mepencepab, iHCYIbT.

3 60Ky cyOuH: apTepiaibHa rinoTeH3is, BKIII0OYAl04Yu 10303aeKHUN OPTOCTAaTHYHUN ePeKT.
3 60Ky pecnipamopHoi cucmemu, op2aHie 2pyo0HOI KAimKu ma cepedoCmiHHSA: TUCITHOE.

3 60Ky WAYHKO0BO-KUWKO0B020 mpakmy: Hiapes, HyAoTa, OI0BaHHS.

3 60Ky wkipu ma nidwkKipHOi KAimKo8UHU: KPOTIUB THKA, CBepOikK, BUCHII.

3 60Ky HUPOK Ma ceyosuBiOHUX WAAXi8: MOPYIIEHHS GYHKINI HUPOK, HIPKOBAa HENOCTATHICTD

3aeanvHull cmaH ma nopyweHHs, nos’a3aHi 3i cnocobom 3acmocyB8aHHA npenapamy:
acTeHist/cmabKiCTh.

JlabopamopHi noka3Huku: TinepkajieMis, MiIBUIIEHHS PiBHS CEYOBUHU KPOBi, KDEATUHIHY Y
CHUPOBATI] KPOBI Ta KaJIilo y CUPOBATIL KPOBI.

AprepianbHa rinepreHsis i yKpoBui mniabet tumy II, 1110 CyIPOBOAKYETHCS 3aXBOPIOBAHHSIM HUPOK.
3 6oky Hepeogoi cucmemu: 3allaMOPOYEHHS.
3 6oky cyOuH: apTepianbHa TiMOTEH3is.

3aeasnvHull cmaH ma nopyweHHs, nos’a3aHi 3i cnocobom 3acmocy8aHHA npenapamy:
aCTeHist/cmabKiCTs.

JlabopamopHi NOKas3HuKu: TimoraikeMis, rimepkasiemis.
HomaTkoBi m0o6GiYHI peakiii.
3 6oky cucmemu Kposi ma aiMmpamuyHoi cucmemu: aHEMIS.

3 60Ky cepus: CUHKOIIE, MabIIiTallis.



3 60Ky cyOuH: OPTOCTATHYHA TiOTeH3is.

3 60Ky WAYHKOBO-KUWKOB020 Mpakmy: Oiapes.

3 60Ky cKkesnemHo-M’ 30801 cucmemu ma cnoay4Hoi mkaHuHu: Oinb y CIIMHI.
3 60Ky HUPOK ma ceuosusiOHuUX wsaxig: IHPEeKIil CeYOBUBITHUX ITIISXIB.

3azanvHull cmaH ma nopyweHHs, noe’3aHi 3i cnocoboM 3acmoCcyB8aHHA npenapamy: TPUIONONiOHi
CUMIITOMH.

JlabopamopHi noka3Huku: rinepkamiemis (y mamiesTiB i3 nykposuM miabetom tuny II i HedpomaTiew).
[TocTMapKETUHTOBE CIIOCTEPEKEHHS.

3 60Ky cucmemu Kposi ma AimpamuyHoi cucmemu: aHeMist, TPOMOOLIUTOIIEHis.

3 6oky opaaHie cayxy ma nabipuHmy: O3BiH y ByXax.

3 60Ky imyHHOT cucmemu: PiOKO - peakilii rinepyyTAuBOCTI (aHadinaKTUYHI peakiri,
aHTiOHEBPOTUYHUM HaOpSK, BKII0Yaloyy HAOPSIK TOPTaHi Ta rOI0COBOI IIiTMHY, 1110
IIPH3BOAUTE N0 OOCTPYKIIil AUXanbHUX HMUIAXiB Ta/ab0 HAOpsAKKU 00nuyYs, Ty0, TIIOTKU Ta/abo
sI3UKa); Y OesKuX IMallieHTiB B aHaMHe3i OyB aHTi0HeBPOTUYHUY HaAOpSK, TOB'I3aHUM i3
3aCTOCYBaHHSM iHIIUX IIpelapariB, y ToMy uucii inribitopis AII®; BacKymiT, BKITI0Yauu
nypnypy Ulennsiina-I'eHoxa.

3 6oky Hepsoeoi cucmemMu: MIrTPeHb, AUCTEB3is.

3 60Ky pecnipamopHoi cucmemu, opa2aHie 2pyo0HOi KAimKu ma cepedoCMiHHA: Kallleb.

3 60Ky WAYHKOBO-KUWKOB020 Mpakmy: HOiapesi, TaHKpPeaTuT, OJII0BaHHS.

3aranbHUM CTaH Ta MOPYIIEHH, I0B’A3aHi 3i c10co60M 3aCTOCYBaHHS NpenapaTy: He3nyKaHHS.
3 60Ky neyviHKu ma #08408UBIOHUX W.1sXi8: TETIATUT, IOPYIIeHH (YHKIIl IeYiHKH.

3 6oky wkipu ma niOwKipHoi KAiMKOBUHU: KPOTIUB'THKA, CBepOiXK, BUCHII, (POTOUYTIUBICTS,
epuTpomepmis.

3 60Ky ckesiemHo-M’ 130801 cucmemu ma cnoay4Hoi mKaHuHu: Miairisi, apTpanris, padoomiortis.
3 60Ky penpodykmueHoi cucmemu i MO/0YHUX 3d/103: €PEKTUIIbHA OUCOYHKINSA/IMIIOTeHITis.

3 6oKy HUPOK i ceuo8usiOHUX Wsxig: SIK HACTIIIOK iHTiOyBaHHS PeHiH-aHTi0TEH3UH-
aJIbA0CTEPOHOBOI CUCTEMH MTOBITOMIISANIOCS PO 3MiHU (PYHKIIiI HUPOK, BKIIIOYAI0UU HUPKOBY
HEJOCTaTHICTh, V TALliEHTIB I'PYIIM PU3UKY; TaKi 3MiHU HUPKOBOI QYHKIII MOXYTh OyTH
000pPOTHUMMU IIPU NIPUNIMHEHHI Teparril.

3 6oky ncuxiku: Oemnpecis.

JlabopamopHi noka3Huku: TimoHaTPieMis.



Tepmin npudamuocmi.

5 pOKiB.

YmMmoBH 30epiranns.

36epiratu npu TemnepaTypi He Bulie 30 °C. 36epiraté y HeIOCTYIHOMY [JIs HiTe# MicIii.

VYnakoBka.
10 Tabnetox y GmicTepi; mo 3 abo mo 6, abo mo 9 GricTepiB y KapTOHHIM KOPOOITi;

14 TabmeTok y GricTepi; mo 1 abo o 2, abo o 4, abo o 6, abo 1o 7 61iCTEPIB y KAPTOHHIN
KOPOOIIi.

Kareropis Bigmycky. 3a perenTtom.

BupoOHUK.
KPKA, g.1., HoBo mecto, CnoBenisi/KRKA, d.d., Novo mesto, Slovenia.

TAJl ®apma 'M0X, Himeuunna/TAD Pharma GmbH, Germany.

Micue3HaxoIKeHHsI BUPOOHHKA Ta MOr0 ajJpeca MicIisi IPOBaKeHHsI Tisl/IbHOCTI.
[MImap’emika necra 6, 8501 HoBo mecto, CrnoBeHisi/Smarjeska cesta 6, 8501 Novo mesto, Slovenia.

Xanuu-JIoxmanH-IlITpacce 5, 27472 KykcxaBeH, Himeuyunna/Heinz-Lohmann-Strasse 5,
27472 Cuxhaven, Germany.



