IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

Tiapa Tpio®

(Tiara Trio)

Ckna0: amlodipine, hydrochlorothiazide, valsartan;

1 Tabuerka 1o 5 mMr/12,5 mr/160 Mr MiCTHTE:

Oitoui peyoguHU: aMJIOAUIIiHY GecUIaTy B IepepaxyBaHHi Ha aMJIOOUIIH 5 MT,
rigpoxJopTia3ungy 12,5 mr, Bancaprany 160 mr;

0onoMidCHI peuo8UHU: 1IeJII0JI03a MIKPOKPHUCTaliuHa, KpOCKapMeio3a HaTpilo, KPOCIOBiIOH, KPEMHIiI0
miokcup KonoigHuy 6e3BOMHUM, MarHilo cTeapar, omaapai II 85 F poxesui.

1 Tabnetka mo 10 mr/12,5 mr/160 Mr MiCTUATE:

Oitoui pevyoguHU: aMJIOUIIiHY OecuaTy B lepepaxyBaHHI Ha amopumid 10 Mr, rifpoxiopTia3umy
12,5 mr, Bancaprtany 160 mr;

0onoMidCHI peuoBUHU: 11eJIi0JI03a MIKPOKPHUCTaliuHa, KpOCKapMeJio3a HaTpilo, KPOCIOBiIOH, KPEMHIiI0
Iiokcup KoioimHuit 6e3BOOHUM, MarHito cTeapar, onanpai II 85 F Ginwuii.

Jlikapcbka popma. TabmeTKH, BKPUTI ITIBKOBOIO 000JI0HKOIO.
OcHosHI (i3uko-xiMiuHi 81aCMUBOCMI:

tabneTky 1mo 5 Mr/12,5 Mr/160 Mr - Kpyriol GopMu, BKPUTI IJ1iBKOBOIO 060I0HKOI0 POXKEBOT0
KOJIbOPY, 3 JBOOIYKIIOK IIOBEPXHEIO;

tabneTky mo 10 mr/12,5 Mr/160 Mr - Kpyrioi ¢popMu, BKPUTI MITiBKOBOIO 060JI0HKOI0 GiI0T0 KOIHOPY,
3 IBOOIYKJIOI0 IIOBEPXHEIO.

dapMmakoTepaneBTHYHA rpyna. brnokaTtopu perentopiB anrioteHsuny lI, inmi komGiHarii.
Bancaprasn, amnoautis i rigpoxmopTtia3ug. Kog ATX C09D X01.

Papmakono2iuHi e1acmueocmi.

®apmakoduHamika.



Ilo cknafy mikapchkoro 3aco6y Tiapa Tpio® BXOAATh TP aHTUTiIIEPTEH3UBHUX 3aCO0H 3 Pi3HUMH
MeXaHi3MaMH{ KOHTPOJIIO apTepiarbHOTO TUCKY Yy MAIlEHTIB 3 eCeHIiaJIbHOO TilepTeH3i€lo, IKi
[OTIOBHIOIOTh OOUH OJHOT0: aMJIOOUITIIH HaJIe2KUTh 0 Kacy aHTaroHiCTiB KaJibllito, BajcapTaH - 40
KJIaCy aHTaroHicTiB peuenTtopisB anrioren3uny II (APA II), a rimpoxnopTria3up - g0 Kj1acy Tia3ugHUX
niypetukiB. KomGiHallis XX TPhOX KOMIIOHEHTIB XapaKTepPU3y€EThCS B3aEMOJIOTIOBHIOBAJILHOIO
QHTUTIMEPTEH3UBHOIO [i€I0.

Amao0uniH

AMITOIHMIIIH, IO BXOAMTH 10 CKJIafy Jikapcekoro 3aco0y Tiapa Tpio®, inribye TpancMeMOpaHHWHN BXif
10HIB KaJIbLIi0 Y M'A3U Cepld Ta IrMafgki M’'3U CYAUH. AHTUTIIepTeH3UBHA Aid aMJIOAUIIIHY
BimOyBa€eThCS MUISTXOM IIPSIMOTO pPejlaKCalliifHOTo BIJIMBY Ha TIafiKi M'S3U CYOUH, II0 CIPUYUHSE
3HUKEHHS PE3UCTEHTHOCTI nepru(epuyHuX CyIUH Ta apTepianbHOro TUCKY. EXCiepuMeHTamnbHi faHi
MigTBEPAXKYIOTH, 110 aMJIOAUIIIH 3B’ I3YETLCA Y AUTIOPOMIPUANHOBUX i HETIAPOIMipUANHOBUX MiCIIX
3B’s13Ky. CKOpPOT/IUBICTh CEPLIEBOT0 M’'g3a 1 rlmafikuxX M’sI3iB CyOUH 3aJIeXKUTh Bif] IPOXOIXKEHH S
MTO3aK/IITUHHOTO KaJlbIlil0 B KIIITUHY Yepe3 crelu@iyHi ioHHI KaHalu.

AMIIOouIIiH y TepalleBTUYHUX 003aX CIPUUYUHIOE Ba30OUIaTallilo y MallieHTiB 3 apTepiaJbHOI0
rinepreHsi€ro, 10 IPU3BOAUTE 10 3HUXKEHHS apTepiaJbHOI0 TUCKY V IIOJIOKEHHI MallieHTa jIeXkadu Ta
crofg4u. Take 3HUKEHHS apTepialbHOIO TUCKY HE CYIIPOBOMXKYETHCS BUPaKEeHUMH 3MiHAMHU 4aCTOTH
cepleBUX CKOpoUeHb abo piBHA KaTeX0JIaMiHiB y Iyla3Mi KPOBi IIpU TPUBAJIOMY 3aCTOCYBaHHI.

KonnenTpatii amnoguminy y mia3Mi KpoBi CIiBBiTHOCATHCS 3 €eKTOM 5K y MOJIOAUX TMAIli€HTIB, Tak i
y HAI[i€HTIB JIITHLOTO BIKY.

Y nani€eHTiB 3 apTepianbHOIO TillepTeH3i€l0 i HOpMaIbHOI0 QYHKITE HUPOK aMJIOOUIIIH Y
TepalleBTUYHUX [03aX CIPUUNHSAE 3HUKEHHS Pe3UCTEeHTHOCTI HUPKOBUX CY[UH 1 MiABUILIIEeHHSI
MBUOKOCTI KITy60ukoBoi dinmbrparii (IIIK®) Ta epeKTUBHOr0 HUPKOBOTO MJIA3MOTOKY 6e3 3MiHU
dinbTpaniiHoi gpaxuii abo mpoTeinypii.

Baacapman

BancapraH € akTUBHUM IIPH II€pOPaIbHOMY 3aCTOCYBaHHi, MOTYKHUM i cnenudiuaum APA II.
BancapraH fie cenekTuBHO Ha migTumn AT, penenTopis, 10 BiANOBiAAIOTE 3a BigoMi edeKTu
a"riorensuny II.

Y narnieHTiB 3 apTepianbHOIO TiepTeH3iel0 BajcapTaH CIPUsE 3HUKEHHIO apTepiaabHOTO TUCKY 6e3
BIIJIUBY Ha YaCTOTY IIyJIbCY.

Y GinbInoCTi malieHTiB mics mepopasbHOr0 3aCTOCYBaHHS OQHOPA30BO1 103U II0YaTOK
TiOTEeH3UBHOI0 e(PeKTy HacTa€ MPOTATOM 2 FOfKH, a MaKCHMaJlbHe 3HUKEHHS apTepiabHOTO TUCKY
IOOCSITAETHCS MPOTSATOM 4-6 TOOUH. AHTUTIIEPTEH3UBHUM e(DEKT TPHUBAE MPOTITOM 24 TOOUH ITiCs
3aCTOCYBaHHS JIiKapChKOro 3aco6y. [Ipu MOBTOPHOMY 3aCTOCYBaHHI MaKCUMasIbHE 3HUKEHHS
apTepianbHOTO TUCKY (IIPH BCiX pexKMMaXxX H03yBaHHS) NOCATAETHCS, 3a3BUYall IPOTATOM 2-4 TUKHIB.

I'idpoxaopmia3ud

MicneM fii Tia3ugHUX [iyPeTHUKIB € TePeBaKHO OUCTaJIbHI 3BUBUCTI KaHaJbIli HUPOK. [TigTBepaKeHo,
110 Y KipKOBOMY IIIapi HUPOK HasiBHI BUCOKOCIIOPiAHEH] PELeNTOPH, IKi € OCHOBHUM LIEHTPOM
3B’sI3yBaHHS [JIg Tia3UOHUX OiypeTHKiB Ta iHribimil TpancnopryBanus NaCl y muctanbHi 3BUBHCTI
KaHaJsblli. MexaHi3M [ii Tia3umiB mossrae B iHrioimii nepenocHukiB Na Cl', MOXKIHBO, IIITXOM
KOHKYpeHIIii 3a nieHTpu Cl’, 1110, B CBOIO Yepry, fie Ha MexaHi3Mu peabcopOilii eTeKTpoiTiB:



0e3mocepeqHbo MOCUITIOE EKCKPELTii0 HAaTPilo i XJ10py npubIn3H0 B OMHAKOBIM Mipi Ta
OTI0CEePeNKOBAHO, 3aBISIKKN CEYOTIHHOMY e(eKTy, 3HUKYE 00'€M IJIa3MU 3 MOAAIbIINM MTiIBUIIEHHSIM
aKTUBHOCTI peHiHY y IIJTa3Mi KPOBi, CEKpellil aTbJOCTEPOHY Ta BUBEEHHSIM KaJlilo i3 ceyero, a TaKoX
3HUKEHHSAM PiBHS KaJlilo y CUPOBATIi KPOBI.

HemMmenanoMHM pax IKipH:

Ha mipcraBi maHux emimeMionoriuHux gociigkeHsb 6yJ0 BUSBIEHO KyMYISTUBHUN 00303a/I€KHUN
B3a€MO3B’ 130K MiXK IPUKXOMOM TiAPOXJI0PTia3uay i pO3BUTKOM HeMeJlaHOMHOI'0 paky LIKipu. € faHi,
110 OHE OOCIIIIXKEeHHS BKJII0Yaso MOMyJIALilo, dKa CKilafanacs i3 71 533 Bunapkis
0a3abHOKIIITUHHOI KapIIuHOMY i 8629 BUIa[KiB MIOCKOK/IITUHHOI KAPUXHOMH, Y KOHTPOJIbHIN I'pyIIi
314308331172 462 Bunagkis BigmoBigHO. 3aCTOCYBaHHS BUCOKUX 03 TiIPOXJIOPTia3uay (CymapHa
no3a = 50 000 mMr) xapakTepu3yBanocs TaKUM CKOPUTOBAaHUM CTaBlIeHHAM LIaHCiB: 1,29 (95 %

OI: 1,23-1,35) pns 6a3anbHOKIIITUHHOL KapiuHomu i 3,98 (95 % [I: 3,68-4,31) mns na0CKOKITiTUHHOL
KapuuHoMH. [Tpu 0a3anbHOKTITHHHIN i IOCKOKIITHHHIN KapIIMHOMI CIIOCTepiranacs BUpaxeHa
KyMyJIATHBHA 3a/1eXKHICTh f03a-e(peKT. [HIIe oCmiaKeHHs IT0Ka3aI0 MOXK/INBUY B3a€EMO3B I30K MixX
paxKoM ryou IIOCKOKITITUHHOI KapIMHOMH i BIJIMBOM TifipoxjiopTia3uay: 633 BUMlaAKU paky Iyou
Bigmosiganu 63 067 BUmaAKiB y KOHTPOJIbHIM IpyTi (BUKOPUCTOBYBAJIacs CTpPaTerisa BUOIpKY 3
ypaxyBaHHSM PU3UKY). KyMynsiTUBHA 3aJIe’KHiCTh J03a-epeKT OyIa MpoIeMOHCTPOBaHa 3a
OOTIOMOT 00 CKOPHUTOBAaHUX BiTHOCHUH IIAHCiB, sKe cTaHoBuio 2,1 (95 % HI: 1,7-2,6). [Toka3HukK
36inbimyBaBcs mo 3,9 (3,0-4,9) mpu 3acToCcyBaHHI BUCOKHUX 03 TimpoxiopTia3uny (~ 25000 mr) i mo
7,7 (5,7-10,5) npu 3acTocyBaHHi HalBHUIIOl KyMyNIaTHBHOI 103U (~ 100000 Mr) (ouB. po3min
«Oco0IMBOCTI 3aCTOCYBaHHS»).

dapmMaKkoKiHemuxka.
JIiHINHICTD

AwrioguIiH, BajicapTaH i TiIpoXIopTia3uf AeMOHCTPYIOTH JIiHIHY (papMaKOKiHETHKY.

Amao00uniH/8asacapmat/2idpox.iopmiasud

[Ticrst mepopanbHOTO 3aCTOCYBAHHS iKapChKOro 3aC00y, SKUU MiCTUTb aMJIOIUITiH/
BaJICAPTAH/TigPOXJIOPTia3u HOPOCIUMY HOOPOBOJIBIIMU MaKCUMaIbHi KOHIIEHTPAIll aMJIOTUITIHY,
BaJICapTaHy i rigpoxniopTia3upny y mia3Mi kposi (C,,,) ZocAaranucsa npoTsaroMm 6-8 rogus, 3 roguH i 2
roguH BignosigHO. IIBUAKicTE Ta 06’eM abcopOuii amnIoouniny, BajicapTaHy i rifipoxj1opTia3uny npu
3aCTOCYBaHHI JTiKapChKOTo 3aco0y Oy/IM aHAIOTiuHi MOKA3HWKAM, III0 CIIOCTEPIiraaucs mpu
3aCTOCYBaHHI HOT0 KOMIIOHEHTIB K OKPEMUX JIiIKapChKUX 3aco0biB.

AMa00unin

Abcopbuis. TTicnst mepopasbHOTO 3aCTOCYBAHHS y TEPAIEBTUYHMX [103aX Ti/TbKU aMJIONUITIHY
MaKCcuMaJibHa KOHI[EHTpallig y 1a3Mi KpoBi focaranacs yepes 6-12 rogus. AGComoTHa
6iomocTynHicTs cTaHoBUNA Bif 64 % 0o 80 %. BxkuBaHHA 1XKi He BIIMBaE Ha 6i0OCTYIHICTE
aMJIOAUIIIHY.

Po3nodin. O6’eM po3mominy cTaHOBUTD pubnu3Ho 21 n/kr. [ocmigkeHHST aMIOOUIIiHY in Vitro
noKa3zajy, Imo npubnusno 97,5 % nikapchkoro 3aco0y, 110 3HaXOOUTHCS Y UUPKYITI00Yill KPOBI,
3B’A3y€ThCS 3 OiNIKaMu I1a3Mu KPOB.

FiompaHcgopmauia. Amnoputin aktuBHO (mpubnu3no 90 %) MeTabomi3yeThCs v IEUiHIli 10



HEaKTUBHUX MeTa0O0JIiTiB.

BusedeHHs. AMNIOOUIIiH BUBOOUTLCS 3 IIJTa3MU KPOBI Y [IBa eTallu, KiHIIeBUH IIepiof HaliBBUBEOEHHS
ctaHoBuTh npubau3Ho 30-50 roguH. PiBHOBaXKHUI CTaH y MJIa3Mi KPOBi AOCATAETHCS MiCIIST
TIOCTIMHOTO 3aCTOCyBaHHA NpoTsAroMm 7-8 ouiB. 10 % amnoguniny i 60 % mMeTabomniTiB amnopuminy
BUBOLATHCA 13 ceyero.

Basacapman

Abcopbuis. TTicns mepopasbHOTO 3aCTOCYBAHHS TiJIbKU BaJICAPTAHY MOT0 MaKCHMaJIbHi KOHIIEHTPAITil
mocsralnThes yepe3 2-4 rogunu. CepenHsi abcomoTHA 0i000CTYIHICT CTaHOBUTH 23 %. BXuBaHHS
1Ki 3HUKY€E eKCIIO3uIlii0 BajcapTany npubnau3no Ha 40 % (K BU3HAYEHO 3a IJIOIIelO IIif
(hapMakKOKiHEeTUYHOIO KPHUBOIO «KOHIeHTpallis - gac» (AUC), a C,,,, - mpubnu3ro Ha 50 %, xo4a
npubIu3HO Yyepe3 8 rOOUH IiCIs 3aCTOCYBAHHS KOHIIEHTPALIisl BaJICAapTaHy € MOmi0HO0 y rpymax
IpuiioMy JIikapchKOro 3aco0y Hartire i micng inu. OgHak Take 3MeHIIeHHs noka3Huka AUC He
CYIIPOBOIXKYETHCS KITIHIYHO 3HAYYLIMM 3HUKEHHSM TepaleBTUYHOr0 eeKTy, TOMY BajcapTaH
MOXHa 3aCTOCOBYBaTH HE3aJIe’KHO Bifl BAKHUBaHHS 1XKi.

Po3nodia. O6’eM po3mopiny BajcapTaHy V PiBHOBaKHOMY CTaHi ITiCJI BHYTPIlTHbOBEHHOTO BBEIeHHS
CTQHOBUTH NMpubIN3HO 17 JiTPiB, 110 BKa3ye Ha Te, 1[0 BajicapTaH He eKCTEHCHBHO PO3MOMINISETHCS Y
TKaHWHaX. BajcapTaH akTUBHO 3B’93y€ThCs 3 OinKamMu cupoBaTKu KpoBi (94-97 %), TOOBHUM YMHOM
3 anpOyMiHaM¥ CUPOBATKHU KPOBi.

Biompatcgpopmauis. BancapTan He TpaHCPOPMYETHCS 3HAYHOIO MipO0, OCKINTbKY JIHIIe TPUOINU3HO
20 % mo3u BUBONUTHLCS Y BUTIISAAI MeTabomniTiB. igpokcumeTabomnit 6yno ineHTudiKoBaHO y mua3mi
KPOBi y HU3bKUX KOHIIeHTpalisax (Menie 10 % Bim AUC Bancaptany). Lleit metabortit
(hapMaKoIOTiYHO HEAaKTUBHUM.

BusedeHHs. BasicapTaH BUBOJUTHCS IIePEBaxkHO 3 KajoM (mpubnu3Ho 83 % mo3wu) i ceyero
(mpubmu3Ho 13 % [m03u), TOJIOBHUM YMHOM Yy BUTJISIAI He3MiHeHOl peduoBUHHU. ITicis
BHYTPIIIHbOBEHHOT'O BBeIEHHS I1JITa3MOBUY KJIipeHC BaJicapTaHy CTAaHOBUTH NMPUOIU3HO 2 JI/TONUHY, a
HUPKOBU# KiipeHc - 0,62 n/roguny (mpubnusno 30 % Bif 3aranbHOrO KitipeHcy). [Iepion
HalliBBUBEJEeHHS BaJcapTaHy - 6 TOOMH.

T'iopoxsopmiasud

Abcopbuis. A6copOiist TigpoxIopTia3udy Iiciis IepopaNbHOTO 3aCTOCYBaHHS BimOyBa€ThCS IIBUIKO
(T, - mpubU3HO 2 romunm). ITinBumenHs cepenuboi AUC € miHIMHUM i TPOMOPIIINHUM [03i Tpu
3aCTOCYBaHHI y TepalleBTUYHOMY [fiala30Hi f103. He cnocTepiranocss 3MiH KiHeTUKHU
rigpoxyopTia3uay Ipyu IOBTOPHOMY 3aCTOCYBaHHi, a KyMynsiis Oyia MiHiManbHOIO Ipu mpuiiomi 1
pa3 Ha mo0y. [Ipu ogHOYaCcHOMY IIpUKOMi 3 1Kel0 BifMidanioch K MifBUIIEHHS, TaK i 3HUXKEHHS
CHCTEMHOI JOCTYIIHOCTI TiIpoXI0pTia3uay NOPiBHSIHO 3 IPUMOMOM HaTile. BupaxeHicTs nux eekTiB
He3HayHa i Ma€ HEBEJIUKY KIIiHIYHY 3HAuyIicTh. AGComoTHa 610H0CTYIHICTE TigpPOXIOpTia3umy
ctaHoBUTH 60-80 % micss nepopaabHOro 3aCTOCYBaHHS.

Po3noodin. Bugumuit 06’eM po3nopiny craHoBUTh 4-8 n/kr. I'igpoxsopTia3up y IUPKYJIII00Yiil KPoBi
3B’s13y€eThCs 3 Oinkamu 1mna3Mu Kposi (40-70 %), TOJTOBHUM YMHOM 3 anbOyMiHaMu CUPOBATKM KPOBI.
ligpoxsopTia3up TakK0XK HAaKOIUYYETHCSA B EPUTPOLIATAX Y KIIBKOCTI, 1110 ¥ 1,8 pa3y mepesulilye piBHi
y I1a3Mi KpOBi.

Biompancgpopmauia. TigpoxmopTia3ug BUBOAUTLCS Y HE3MIHEHOMY BUTIIALI.

BusedeHHs. Binbiite 95 % abcopboBaHOi 031 BUBOOUTELCS ¥ HE3MiHEHOMY BUTTISML 3 CeYel0.



HupkoBuit KmipeHC CKIala€ThCs 3 TACUBHOI (inmbTpallil Ta aKTUBHOI CEKpellil B HUPKOBUX KaHAJIbIISAX.
[Tepion HaniBBUBEOEeHHS - 6-15 roguH.

OxkpeMi IpyIu malieHTiB

Ilimu (8ikom 0o 18 pokis)
Hemae manux mopo papMakKOKiHETUKY y OiTEH.
ITauieHmu aimHb020 BIKY (8iKoM 810 65 pokKiae)

Yac pocsraenHs C,,, aMJIOOUIIIHY TOMIOHUHM ¥ MOJIOAYMX Ta JITHIX MaIlieHTiB. YV MallieHTiB JTiTHHOTO
BiKy KJTipeHC aMJIOIUIIiHY Ma€ TeHIEeHIIil0 00 3HNKEeHHS, cipuunHsaioun 30insmenHs AUC ta nepiogy
HaniBBuBeneHHs. CepenHiu cucTteMHu noka3HUK AUC Basicaptany Bului Ha 70 % y nalieHTiB
JITHBOTO BiKy, HiXK Y MOJIOOUX TAI[iEHTIB, TOMY HMiIBUIIYIOTh 103y TaKUM IallieHTaM 3 00epeXHiCTIO.

CucTteMHa eKCII03UIlis BajiCapTaHy [elo BUIIla Y NALliEHTIB TITHHOTO BiKYy MOPIBHSIHO 3 OibI
MOJIONUMH TallieHTaMy, ajie Ile He Ma€ KITiHiYHOl 3Ha4yIIOCTi.

IesiKi maHi BKA3yIOTh Ha Te, 110 CUCTEeMHUH KITipeHC TiIpOX/I0PTia3uay 3HUKEHHUH K Y 3IOPOBUX 0Ci0
JITHBOTO BiKy, TaK i y MallieHTiB JIITHHOTO BiKy 3 apTepialbHOIO TillepTeH3i€l0 MOPiBHIHO 3 OibI
MOJIOIUMHU 3[I0POBUMHU TOOPOBOJIBLISIMH.

OCKinbKH yCi TP KOMIIOHEHTH JTiKapChKOro 3aco0y OflHAaKOBO 00pe MepeHOCIThCS MOJIOIUMHU
IalieHTaMU Ta MalliEHTaMU JIITHBOTO BiKy, peKOMEH0BAHO 3BUYaHUN PEXUM N03yBaHHS.

ITopyweHHA PYHKUIT HUPOK

[TopymierHs QyHKIII HUPOK CYTTEBO He BIUIMBAIOTh Ha (hapMaKOKIHETUKY aMJIOfUIiHY. [1s
JiKapChbKOT0 3ac00y, HUPKOBUY KITipeHC SKOro cTaHOBUTH nuiie 30 % Bif 3araabHOTO I1a3MOBOTO
KJIIpEHCY, He CIIOCTepiraaocs B3aEMO3B’ 3Ky MiK (PYHKIIi€}0 HUIPOK i CUCTEMHOIO €KCIIO3UIIIE€I0
BaJicapTaHy. TOMy Malli€eHTH 3 MOPYIIEHHIMU (PYHKIII HUPOK Bifl IETKOTO [0 IIOMipHOTO CTYIIE€HS
TSKKOCTi MOXKYTh 3aCTOCOBYBATH JIiKapChbKMH 3aci0 y 3BMYalHil T0YaTKOBiM [03i.

ITopyweHHA pYyHKYII neviHKu

Y natieHTiB i3 mopymeHHIMU QYHKIIII MeYiHKY KITipeHC aMJIOAXIIIHY 3HUKEHUH, 110 TPU3BOAUTH [0
36inbinenHs moka3HuKa AUC npu6nu3no Ha 40-60 %. Y naiieHTiB i3 XpOHIYHMMU 3aXBOPIOBAHHSIMU
JIETKOTO Ta IMOMIPHOT0 CTyIIeHs TSXKKOCTI (BU3HaueHO 3a moka3HukoM AUC) eKCro3ullis BajicapTaHy
B CEPEOHLOMY y 2 pa3u BUINA, HiXK y JOPOCIUX J0OPOBOJIBIIIB.

3 00epekHICTIO CITi MprU3HaYaTH JIiIKapChKUM 3acib marieHTaM i3 3aXBOPIOBAHHSIMU MEUiHKHU,

Kowmbinanisi amnogunid/BascapTal/TigpoxIopTia3uy He TeCcTyBalacs Ha TeHOTOKCUYHICTh Ta
KaHIIePOTeHHiCTh, OCKIJIbKM 03HAK B3aEMO[Iil MiXK IIMMHU JIiIKapCHKUMHU 3aco0aMu BUSIBIIEHO He OyII0.
OnHak aMJIOANIIIH, BajicapTaH i rigpoxiopTia3up Oyau IpOTECTOBaHI KOXKEH 0KPEMO II0J0
TeHOTOKCHAYHOCTI i KaHIIEPOT'€HHOCTI - Pe3yJIbTaTy HeraTUBHI.

KriniyHi xapaKTepHCTHKH.

IToka3aHHs.



JIikyBaHHS eCeHIlialIbHOI TillepTeH3il ¥ JOPOoCIuX NaIli€HTIB 3 apTepialbHUM THCKOM, aieKBaTHO
KOHTPOJIhOBAaHUM KOMOiHAlIli€l0 aMIOOUIIiHY, BajicapTaHy i rimpoxnopTia3uay, siKi 3aCTOCOBYIOTh Y
BUTJISIMI TPHOX OKPEMUX JIiIKapChKUX 3ac00iB ab0 y BUTJISAI ABOX JIiIKapChbKUX 3ac00iB, OOUH 3 SIKUX €
KOMOiHOBaHUM.

IIpomunoka3aHHs.

linepuyyTnuBICTE [0 AiIOUMX PEYOBHH, iHIIKUX CyIbGOHAMINIB, MOXiTHUX OUTigponipuauHy abo mo0
Oynmb-sIKOI JOTIOMizKHOI PeUYOBHHHU JIiKAPCHKOTO 3ac00y.

IT ta III TpuMecTp BariTHOCTI (IMB. PO3MiN «3acTOCYBaHHS y Iepiof BariTHOCTiI abo rogyBaHHS
TPYLOIO»).

[MopymenHs QyHKII nevinku, 6iniapauit 1upo3 abo xojaecTas.

Tsxki mopymenss ¢yskmil Hupok (IIIK® < 30 mn/x8/1,73 M°), aHypis, a Takoxk nepefyBaHHS Ha
Oiamisi.

OpHovacHe 3acTocyBaHHs Tiapa Tpio® 3 alicKipeH-BMiCHEMH 3ac00aMy y HAIiEHTIB 3 yKPOBUM
mia6etoM a6o 3 mopymerHaMu GyHKII HEpok (IIIK® < 60 Mr/xs/1,73 M?).

PedpakTepHa rinokamieMis, rinoHaTpieMis, rinepkaiblieMis, CHMITOMaTH4Ha TillepypUKeMis.
TsXKa rinoreHsi.
[Iox (BKITIOYa0YX KapaiOreHHUN III0K).

OOCTpYyKIlis BUBIZHOTO TPAKTY JIiBOTO IITYHOYKa (HampuKiag, rineprpodiuia o0CTPyKTUBHA
Kapaiomionarisi Ta CTEHO3 a0PTHU TSAXKKOTO CTYIEHS).

I'emopuHaMiuHO HecTabillbHa ceplieBa HeIOCTATHICTH IiC/Isl TOCTPOTo iHpapKTy MioKappa.

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemoditi.
TocmifKeHHs B3aeMOfii TiKapcekoro 3acoby Tiapa Tpio® 3 iHmIMMuU TiKapCLKUME 3ac06aMu He
npoBopunuck. [lami mpemcTaBieHa nulle iHpopMallis Ipo B3aEMOIi0 KOXKHOI OKpeMoi Iitouoil

PEUYOBHHU 3 iHIIUMU JIIKapPCBKUMU 3aco0aMu.

OpnHaK BaXX/IMBO BPaxXOBYBaTH, 10 JTiKapChKuil 3aci6 Tiapa Tpio® MoxKe HOCHUNIOBATH TiMOTEH3UBHUIM
e(eKT iHIIMX aHTUTINePTeH3UBHUX JIiIKapChKUX 3aco0iB.

OpHoYacHe 3aCTOCYBaHHS He PeKOMeHIIOBaHe
B3aemo0Qii, no8’a3aHi AK 3 8aACAPMAHOM, MAK i 3 2i0pox/10pomia3zudom
JIimitl.

[Tpo o6opoTHE MigBUIIEHHS KOHI[EHTpALil JTiTil0 ¥ CHPOBaTLi KPOBi i TOKCUYHICTh MOBIHOMIISIOCS TIif
Yyac CyMiCHOT'O 3aCTOCYBaHHS JIiTito 3 iHribitopamu AII®, APA I, y ToMy yucJi BajsicapTany a0bo
Tia3uMOiB, TAKUX SK TiIPOXIOPTias3um.



OcCKibKY HUPKOBUY KJIIPEHC JITiI0 3HUKYETHCS Tia3UgaMu, PU3UK TOKCUYHOCTI JIiTiI0, UMOBIpHO,
MO2Ke 36i7bIIyBaTHCS i3 3aCTOCYBAHHSIM JTiKapChKOro 3acofy. Y 3B’sI3Ky 3 IIUM PEKOMEHI0BAHO
IIPOBOOUTH PETEIbHUU MOHITOPUHT PiBHA JIiTiI0 Y CUPOBATLi KPOBI Miff YaC CyMiCHOT'O 3aCTOCYBaHHS
JiKapChKUX 3aco0biB.

B3aemo0ii, nog’s3aHi 3 eaacapmaHom

Kanitizbepiearoui diypemuku, 00basku Kair, 3aMiHHUKU COi, W,0 Micmsamb Kaaill, ma iHwi 3acobu,
w,0 MOJCymov nidsuuLysamu piBeHb Kasito.

Ao HeoOXimHO 3aCTOCYBaHHS JTiKapChKOTr0 3aco0y, 10 BIJIMBAE Ha PiBeHb Kajlilo, y KoMmOiHatii 3
BajJICapTaHOM, PEKOMEH0BaHO YaCTO IIePEBIPATU PiBEHb KaJlilo y ma3Mi KpOBi.

B3aemodii, nos’s13aHi 3 ama00uniHom

I'petingppym uu epetingppymosui cik.

3acTocyBaHHS aMJIOAHUIIIHY 3 TPeUn(pPyTOM YU rperundpyToBUM COKOM HE PEKOMEHI0BaHe, OCKiTbKU
y OesSKUX MallieHTiB Taka KoMOiHaIlis mocumoe eQeKT 3HUKEHHS apTePiabHOTO TUCKY .

OpnHoyYacHe 3aCTOCYBAHHA HOTQeﬁyG OGGQG}KHOCTi

B3aemodii, nos’sa3aHi 3 amao00uniHom

IHei6imopu CYP3A4 (maki sk KemoKoHA30.1, impakoHaso1, pumoHasip).

HocmimKeHHS 3a y4acTi MallieHTiB JIITHBOTO BiKy IPOJIEMOHCTPYBAJIH, III0 AUITia3eM iHTi0ye
MeTab0i3M aMJIOUIIiHY, MOXKIUBO, 3a y4acTi CYP3A4 (KoHIIeHTpallisl y m1a3Mi KPOBi 3pocTae
npu6nu3Ho Ha 50 %, i eheKT aMIOAuIiHY TOCUITIOETLCS). He MoKHA BUKJTIOYUTH TOTO, IO Oi/bII
noTyxHi iHribiTopu CYP3A4 (Taki SK KeTOKOHA30J1, iTpPaKOHA30J1, PUTOHABIP) MOXKYTh IiIBUIIYBATH
KOHIIEHTPAIliI0 aMJIOAUIIIHY V TJ1a3Mi KPOBi OibI BUpaXKeHO, HiXK AUNITia3eM.

OpHovyacHe 3aCTOCYBAaHHS aMJIOOUIIHY 3i cunbHUMHU abo moMmipHuMy iHribiTopamu CYP3A4
(imribiTopu mpoTeasu, a30JIbHI IPOTUTPUOKOBI 3aCc00M, MaKpOJIiAK, TaKi IK epUTPOMILMH abo
KJIAaPUTPOMIIIMH, BepanaMin abo ounTiazeM) MOXKYTh IIPU3BECTU [0 3HAYHOTO 30i/IbIIIEHHST €KCIIO3UIIil
amopuminy. Kniniyni nposiBu nux papMakoKiHETUYHUX 3MiH MOXKYTb OyTH OiNibII BUpaXkKeHi y
NAIiEHTIB TITHHOTO BiKy. TaKuM 4YMHOM, MOXKYTh OyTU MOTPiOHI KITiHIYHNY MOHITOPUHT Ta
KOPUTYBaHHS [O3H.

IHOykmopu CYP3A4 (npomucydomHi nikapcuki 3acobu (maki sik kapbamaseniH, peHobapbiman,
(eHimoiH, pocpeHimoiH, npumiooH), pugpamniuuH, 38ipobitl).

Hewmae manux npo BiiuB iHOAyKTOpiB CYP3A4 Ha amnopunid. OgHOYaCHE 3aCTOCYBaHHS iHAYKTOPiB
CYP3A4 (mampukmnap, pudpaMmIiluHy, 3Bipo60i0) MoKe MPU3BOIUTH 0O 3HUKEHHS KOHIIEHTpallii
aMJIOOUIIiHY y m1a3Mi KpoBi. [Ioka3aHO IPOBOOUTY KIIHIYHUY MOHITOPUHT 1 KOPUTYBATU LO3U
aMJIOAUIIIHY IPOTATOM JIIKyBaHHS IHIYKTOPOM i ITiCJIg MOr'0 BigMiHU.

AwMopuIiH citig 3 00epexkHiCTI0 3aCTOCOBYBATH pa3oM 3 ingykTopamu CYP3A4.,

Cumsacmamu-.



3acTocyBaHHs OaraTopa3oBux f03 10 Mr amnoauniny 3 80 Mr cuMBacTaTUHY IPU3BONUTH [0
36inbIIeHHST €KCIIO3UIIil CUMBACTaTUHY Ha 77 % MOPIBHSHO i3 3aCTOCYBaHHSM TiTbKM CHMBaCTaTUHY.
PekoMeH[I0BaHO 3HUKYBATU NOOOBY HO3y CUMBAcTaTUHY fo 20 MT malfieHTaM, 5IKi 3aCTOCOBYIOTh
AMJIOOUIIIH.

LlampoaeH (iHgyasii).

Y TBapuH CIIOCTEPIranuCh JIeTalbHi BUMTafKN BEHTPUKYISIPHUX GiOPUIALiN Ta KapaioBaCKyIsIpHUX
KOJIAIICiB y 3B'SI3KY 3 TillepKaJslieMi€ero Iic/isl 3aCTOCyBaHHS BepalaMilly Ta JaHTPOJIEHY
BHYTPIIIHEOBEHHO. Uepe3 PU3UK rinepKaaieMil peKOMEHIYEThCSI YHUKATH CyIyTHHOTO 3aCTOCYBaHHS
6710KaTOPiB KasbllieBUX KaHalliB, TAKUX K aMJIOOUIIH, IallieHTaM, YyTJIUBUM [I0 3/I0SKiCHOI
rineprepwmii, Ta Ipu NiKyBaHHI 3/I0SKiCHUX TillePTEPMiid.

B3aemodii, nog’a3aHi AK 3 8aA1CAPMAHOM, MAK i 3 2idpoxi0pmiasudom

Hecmepoioui npomusanaavHi 3acobu (HI133), skatouarouu cesekmusHi iHeibimopu L[OI-2,
auemuJscaniuuaosy xkuciomy (>3 2/006y) i HeceaekmuegHi HI133.

HIT33 MoxyTh nocnabioBaTy aHTUTinepTeH3uBHUM edekT K APA II, Tax i rinpoxnopria3uny npu
OHOYACHOMY 3aCTOCyBaHHi. KpiM Toro, ojHO4YacHe 3aCTOCyBaHHS JiKapchkoro 3acoby Tiapa Tpio® i
HIT33 MoXe mpU3BOOUTH [0 NMOPYIIEHHS QYHKIII HUPOK Ta MiABUINEHHS PiBHS Kaslilo y CUPOBaTII
KpoBi. ToMy peKOMeH0BaHO IPOBOIUTH MOHITOPUHT (PYHKI[il HUPOK Ha IOYaTKy JIiKyBaHHS, & TAKOXK
3abe3nevyyBaTH BifOBIgHY rifparaliito maiieHTa.

B3aemo0ii, nog’A3aHi 3 8as1capmaHom

IH2i6imopu nepeHoCHUKAa HaKonuyeHHs (pugamnivyuH, 4uka0CNOpuH) abo ep0KCHO20 NepeHOCHUKA
(pumoHasip).

PesynbTaTu moCHifxkKeHb in vitro 3 TKAHUHOIO MMEYiHKY JTIOOUHY I0Ka3aJjly, 1110 BajicapTaH €
cyOCcTpaTOM IediHKOBOTO epeHocHuKa HakonuyeHHss OATP1B1 Ta neuiHKoBOTO e(hII0KCHOTO
nepeHocHrka MRP2. CynyTHe 3acToCyBaHHS iHTiOITOPIB IepeHOCHMKA HAaKOIUYeHHS (pubaMITiIuH,
IIUKJIOCIIOPUH) ab0 e(IIIOKCHOTO IIepeHOCHUKA (PUTOHABIP) MOXKYTh 30iMbIIyBaTH CUCTEMHY
€KCIIO3ULIiI0 BajJIcapTaHy.

B3aemo0ii, nog’s3aHi 3 2idpoxsao0pomia3udom
AK0201b, aHecmemuku i ceOamueHi AiKapcvki 3acobu.

OpHOYacCHe BBeIEeHHS Tia3UOHUX AiypPETUKIB i3 pe4OBHHaMY, SIKi TAaKOXK MalOTh e(DeKT 3HMKEHHS
apTepianpHOrO TUCKY (HApUKIIAL, i3 TAKUMHY, 10 3HUXKYIOTh CUMIIaTUYHY aKTUBHICTh [IEHTPaIbHOL
HEPBOBOI cucTeMu abo IPsAMY Ba3oguiaTalliio), MoXke IOCUTIUTA OPTOCTATUYHY TillOTEH3ii0.

AMaHmaouH.

Tia3umu, BKITIOYAIOUM TigPOXJIOPTia3u, MiIBUIIYIOTh PU3UK PO3BUTKY MOOIYHUX peakiri,
CIIPUYMHEHUX aMaHTauHOM.

AHMuxoaiHepaiuHi aikapcovKi 3acobu ma iHwi AiKapcuki 3acobu, W0 8NAUBAIOMb HA MOMOPUKY
WAYHKA.

BiopmoCTynHICTh AlypeTHUKIB Tia3uAHOTO TUITY MOXKYTh IiIBUIYBATH aHTUXOJIIHEPriYHi TiKapChKi
3aco0u (HampuKIaf, aTporiH, OimepuneH), OueBUAHO, BHACIIOK 3HUAKEHHS IIIYHKOBO-KUIITKOBOI



IMMepUuCTAJIbTUKHU Ta I.T.[BI/II[KOCTi BHUIIOPOZKHEHHS IIJIYHKA.

[ HaBmaky, nepenbadaeThCs, M0 MPOKIHETUYHI PEUYOBUHH, TaKi K IIU3aNpUL, MOXYTh 3HU3UTH
6i0MOCTYIHICTE Tia3UOHUX AiypETHUKIB.

AHmuoiabemuuHi aikapcvki 3acobu (Hanpuk.aad, iHCYAiH i nepopaabHi aHmudiabemuyHi 3acobu).

Tia3upu MOXKyTh 3MiHIOBaTH TOJIEPAHTHICTh OO TIIOKO3U. MoXKe BUHUKHYTH HEOOXigHICTh TOBTOPHO
CKOPHUTYBaTH [03Y iHCYJIiHY Ta [TepopalbHUX TiNorIiKeMidHUX 3ac00iB.

Mem@opmiH.

MeTdhopMiH crtig 3aCTOCOBYBaTH 3 00€peXkKHICTIO, OCKIJIbKY € PU3UK PO3BUTKY JIaKTOALUO03Y,
iHOYKOBaHOTO (h)yHKI[IOHAJILHOI0 HUPKOBOI HEIOCTATHICTIO, III0 IOB’s13aHa i3 3aCTOCYBaHHIM
rigpoxmopTia3umgy.

B-610kamopu i diazokcuo.

OpHoYacHe 3aCTOCYBaHHS Tia3UOHUX [iypeTHUKIiB, BKIII0OUalO4y TifipoxiopTia3uf, 3 B-610KaTopamMu
IIOCHUJTIOE PU3UK PO3BUTKY rinepriikemil. TiasugHi miypeTrky, BKIIOYal0YX TiApPOXI0pTia3us, MOXKYTh
IIOCHUJTIIOBATH TillepriaikeMiuHu edeKT [ia30KCUAY.

KapbamaseniH.

V marieHTiB, sIKi OTPHMYIOTH TiTPOXJIOPTia3u OMHOYACHO 3 KapOaMa3emmiHoM, MOXKe PO3BUHYTHUCS
rinoHarpieMis. ToMy TakKuX MaLi€HTIB CJIif IONEPEAUTH IIPO MOXKJIUBICTh riIOHATPIEMIYHUX peakliii,
a TAaKOXK CIIOCTEpPIiraTu 3a IXHIiM CTaHOM.

LlukaocnopuH.

OpHOYacHe JIiKyBaHHS HUKIOCIOPUHOM IIOCUJIIOE PU3UK TiepypUKeMil Ta YCKIagHEeHHS
OJarpvyHOro TUIY.

ITumomoxcuuHi aikapcvki 3acobu (Hanpukaao, uukaopochamio, memompexcam).

Tia3umu, BKITIOYAIOYY TiTPOXJIOPTia3u, MOXKYTh ITOCIa0/II0BaTH HUPKOBY €KCKPEIilo IUTOTOKCUYHUX
nmikapchbKuX 3aco0iB (Hampukian, nukinodochaminy, MeToTpekcarty) i MOTeHIiI0BaTH iXHiN
Mi€JIOCyIPEeCUBHUM e(EKT.

I'1iko3udu HanepcmsHKU.

Tia3umiHmyKOBaHa TimokasnieMis abo rimoMarHiemiss MOXyTh BUHUKATH K HeOaxkaHi e(peKTH, 10
CIIPUYMHSIOTh PO3BUTOK CEPIIEBOl apUTMil, iIHIYKOBaHOl AUTITAIiCOM.

HodosmicHi konmpacmHi 3acobu.

Y pasi cnpuyrHeHol OiypeTUKOM fAerifpaTallil € MigBUINEHNN PU3UK PO3BUTKY TOCTPOI HUPKOBOL
HEIOOCTaTHOCTI, 0COOIMBO TP BUCOKMX [I03aX JIiIKapChKuUX 3aco0iB, 110 MicTATh #op. [Tepen



3aCTOCYBaHHSM CITi[i TPOBECTHU PeTifpaTallifo.
IoHOO0OMiHHI cMOaU.

AGcop0b1iio Tia3uAHUX AiyPETHKIB, Y TOMY YKCIIi TimpoXIopTia3uay, 3HUKYE X0JlecTupaMin abo
KOJIECTHUIIOJIOM. Lle MoXke Npu3BecTy 00 cyOTepaneBTUYHUX e(deKTiB Tia3uAHUX AiypeTHKiB. OgHak
HeOoOXiTHO 3MICTUTHU NIPUUOM TiIpOXI0PTia3uay Ta CMOIM TaKUM YHWHOM, 1100 TigpoXIopoTia3ug
IpUMaTH He MeHIle Hixk 3a 4 roguHu 10, ab6o yepe3 4-6 TOOMH IiC/Is 3aCTOCYBAHHS CMOJI, IO
IIOTEHIINHO MiHIMi3ye€ IXHIO B3aEMOLIIO.

Jlikapcuki 3acobu, w,0 8nuBa0Mb HA piBeHb Kaiiw (KaaillypemuyHi diypemuku, kKopmukocmepoiou,
NPOHOCHI 3acobu, adpeHokopmukomponHuil 20pMoH (AKTT'), ampomepuy,uH, KapbeHOKCO/I0H,
nexiyuaid G, noxioHi caaiyu10801 Kuc10mu) ma aHmuapummiyHi 3acobu.

limokaniemiyHuil epeKT TiApOoXIOPTia3uAy MOXKYTh IOCUIIOBATH KalilypeTUdHi OiypeTUKH,
KOPTHKOCTEPOINH, TPoHOCHi 3acobu, AKTT, amdoTepunine, KapOeHOKCOJIOH, NeHimiiH G, moxigHi
CaJIilKIIOBOI KUCJIOTH Ta aHTHAPUTMIiuHi 3aco0u. AKIIo Taki JikapchKi 3acobu Mpu3HaYaTh i3
KoMOiHalli€l0 aMIOAuIIiH/BayicapTaH/TigpoxXIopTia3uy], PeKOMEHA0BaHO MPOBOAUTY MOHITOPUHT PiBHS
KaJlifo y 11a3Mi KpoBi.

Jlikapcoki 3acobu, w,0 8N/1UBAHOMb HA PiBeHb HAMPItO.

linonaTpieMiuyHuil epeKT OiypeTUKiB IpU OMHOYACHOMY 3aCTOCYyBaHHI MOXKYTh IIOCUITIOBATH
QHTUOENPECAHTH, aHTUIICUXOTUYHI Ta aHTHEIINIeNTUYHI TiKapCchKi 3acobu Toio. HeoOximHa
00epekHICTh IPU TPUBAJIOMY 3aCTOCYBaHHI LIUX JiKapChKUX 3aC00iB.

Jlikapcuki 3acobu, sKi Mmoxcymb sukaukamu torsades de pointes.

3BaXkal04yy Ha pPU3UK TinoKaieMmil, rigpoxiopTia3up ciif 3 00epekHiCTI0O 3aCTOCOBYBATH i3
nmiKapchbKUMU 3aco0aMu, STKi MOXKYTh BUKJIMKATHU torsades de pointes, 30KpeMa 3 aHTUapPUTMiYHUMU
nikapchkuMu 3acobamu knacy la ta knacy 111, a TakoX i3 IeIKUMU aHTUIICUXOTUYHUMHU JIiIKapChKUMU
3acobaMmu.

JlikapcuKi 3acobu, w0 3acmocosyromucs 045 AiKyeaHHsA nodazpu (npobeHeuud, cyAbpiHNiPA30H i
anonypuHo).

Moxe BUHUKHYTHA HEOOXigHICTh Y KOPUTYBaHHI 7031 YPUKOIYPUUHHX JTiIKapPChKUX 3aC00iB, OCKiIbKH
TiApOXJIOpTia3ug MOXKe IIigBUILIYBaTH PiBEHb C€Y0BOI KMCJIOTH y CUPOBATII KPOBi. MoXKe BUHUKHYTHU
HeoOXiIHICTh y MifiBUILIeHH] 103U nTpobeHenuay abo cynbQiHmIipa3oHy.

Y pa3si ogHOYaCHOI'0 3aCTOCYBaHHS Tia3WOHUX OiyPETHUKIB, BKIIOYAIOUU TiAPOXJIOPTia3u,
MigBUILIYETHCS YaCTOTa BUHUKHEHHS peaklid rinepyyTIuBOCTI OO aJOIypUHOIY.

Memuusodona.

€ maHi Ipo PO3BUTOK reMOJIITUYHOI aHEMIil TPU OOJHOYACHOMY 3aCTOCYBaHHI TiApOXIOpTia3umy i
METHUJIOOIIHN.

Hedenossipusyroui peasakcaHmu ckeiemuux m’a3ie (Hanpukaad, myboKypapuH).

Tia3uau, BKIII0OYalyy TigpoxiI0pTia3ug, MOTEHLi0Th Ai0 IOXiGHUX Kypape.



IHwWi aHmuezinepmeH3ueHi nikapcvki 3acobu.

Tia3upu MOTEHII0I0Th aHTUTINEPTEeH3UBHY [Iil0 iHIINX aHTUTIEePTEH3UBHUX JTiKapChKUX 3ac0o0iB
(Takux SIK TyaHeTU[WH, MeTunnona, B-610KkaTopu, CyIMHOPO3UIKNPIOBaIbHI 3aco0u, 6JI0KaTOpU
KaJIbI[ieBUX KaHauniB, iHridiTtopu ATI®, iHribiTopu 6710KaTOpiB peLenTopiB aHrioTeH3uny Il Ta mpaMux
iHri6iTopiB peHiny).

ITpecopHi amiHu (Hanpukaad, HopadpeHaniH, aOpeHaiH).

ligpoxiopTia3ung MoXKe 3MeHIIyBaTU Peaklilo Ha IIPeCcOPHI aMiHy, TaKi 9K HopaapeHasid. Kininiyee
3HauYeHH4 II0T0 e(eKTy HeBU3HAYEHe Ta HeJOCTaTHE AJIS MPUIIMHEHHS 1X 3aCTOCYyBaHHS.

Bimawmin D i coai Kaavuiro.

3acTocyBaHHS Tia3WOHUX OiypeTUKiB, BKIII0YaOUM TigpoxyiopTia3uy, 3 BitaminoM D a6o i3 comsamu
KaJlbI[if0 MOXKe IIigBUIIyBaTU PiBeHb KaJIblil0 Y CUPOBaTLi KpoBi. OfHOYaCHe 3aCTOCYBaHHS Tia3uOHUX
[iypeTHKiB MOXKe MPU3BECTHU [0 TillepKabllieMil y CXUIBHUX OO0 LOTO NallieHTiB (HaIpHUKIIaf,
rineprmapaTupeos, 3710SKiCHI HOBOYTBOpeHHS abo BiTamiH-D-0mmocepenKoBaHi cTaHU) Yyepes
30i/bIIeHHS KaHableBOl peabcopOiril KabIito.

IToodsitliHa 6.10Kada peHiH-aH2iomeH3uH-aabodocmepoHosoi cucmemu (PAAC) 3 APA, iHeibimopamu
AII® abo anickipeHoM.

Kniniuni mani npogemMoHCTpyBany, 1o moaBiitHa 61okaga PAAC 3a q0oIIoMOro CyIyTHBOTO
3actocyBaHHs inribiTopiB AII®, APA II a6o amickipeHy 1oB’sg3aHa i3 MiIBUILIEHUM PU3UKOM PO3BUTKY
no0iYHUX peakllili, TaKuX gK TillOTeH3isd, rinepkasieMid i mopymeHHs QyHKIII HUPOK (BKITI0Ya0un
TOCTPY HUPKOBY HENOCTATHICTh), IIOPIBHAHO 3 MOHOTEPAIE PeYOBUHOM), 1110 BIIMBaE Ha PAAC.

Oco06.1ueocmi 3acmocyeaHHsi.

Be3neka Ta eeKTUBHICTH 3aCTOCYBaHHS aMJIOAUIIIHY [IPY TIepPTOHIYHOMY KpH3i He
MOCIIiKyBaJIUCE.

[armienTy 3 HedilliTOM HATPilO Ta OerigpaTalliero

HapmipHa rinoteH3sis, BKIYal4Yyd OPTOCTaTUYHY TiNOTEH3i10, crocTepiranacsa y 1,7 % nauieHTis, ki
OTPUMYBaIX MakcuManbHy fo3y Tiapa Tpio® (10 Mr/320 Mr/25 Mr), mopiBHSAHO 3 1,8 % mallieHTiB, AKi
OTpPUMYBaJX BancapTaH/rigpoxnoportia3up (320 mr/25 mr), 0,4 % nalieHTiB, SKi OTpUMyBaIu
amopumnin/BancapTaH (10 mr/320 mr), Ta 0,2 % mauieHTiB, sIKi OTpUMyBaiu
rigpoxmnopria3upg/amaogumin (25 Mr/10 Mr), y KOHTPOJIbOBAHOMY HOCIIIIXKEHHI 3a y4acCTiO Malli€HTiB i3
TIOMipHOI0 a00 TSIKKO0I0 HEYCKIIa[HEHOIO TillepTeH3i€lo.

Y narfieHTiB 3 aKTHBOBAHOIO CHCTEMOIO PEeHiH-aHTiOTeH3UH (IamieHTH 3 JediluToM comel Ta/abo
merigparalli€io, siKi OTPUMYIOTh OiyPeTHUKHU Y BUCOKHUX [103ax), siKi 3acTocoBy0Th APA II, Mmoxe
BUHVKATU CUMIITOMAaTU4YHa apTepiasiibHa IinoTeH3id MiCiId 104aTKy 3aCTOCYBaHHSA JIIKapChKOI0
3aco0y. PekoMeHI0BaHO KOPUTYBaTH TaKuU CTaH Iepe[ 3aCTOCYBaHHSM JlikapchbKoro 3aco0y Tiapa
Tpio® a60 yBaxHO CIIOCTEpiraTy 3a HALiCHTOM Ha [0YaTKY JIiKyBaHHS.

SIKIII0 TIpM 3aCTOCYBaHHi JIiKapchkoro 3acoby Tiapa Tpio® BUHMKaE BUpaXeHa apTepiaibHa



TiloTeH3is, NallieHTa CIif MOKJIaCTH B TOPU30HTa/IbHE TI0JIOKEHHS, 3 IPUIIgHATAMYA HOTaMy, i, SKIIO0
HeoOXiHO, BHYTPIIIHEOBEHHO iHGY3iliHO BBeCTH Qizionoriunuii po3uuH. JIikyBaHHS MOXKHA
IIPOJOBXKYBATH Micis cTabinmizallii apTepialTbHOTO TUCKY.

3MiHM DIBHIB €I€KTPOJIIiTIB CHPOBATKY KPOBI

Amao0uniH/eascapmat/2iopox.siopmia3ud.

3a maHMMU NIPOBEIEHUX KITiIHIYHUX JOCIiIXKeHb, TPOTHUilounii edeKT BasicapTany 320 Mr Ta
rigpoxyopria3upy 25 Mr Ha piBeHb KaJlilo B CHpOBATIi KPOBi MpUOIN3HO BPiBHOBAXKY€E OOUH OTHOTO Y
6araThox xBopuX. B iHIIMX marieHTiB ogun abo iHmME eheKT Moxke OYTH JOMIHYIOYUM.

Heo0xifmHO mepiogu4Ho IepPeBipsATH PiBeHb €JIEKTPOJIITIB CHPOBATKY KPOBI, 11100 BUSIBUTU MOXKJIUBUN
eNIeKTPOTiTHUH nucbaaHc.

[lepioguuHe BU3HAUYEHHS PiBHSA €JIEKTPOJIITIB i Kasil y CUPOBATL KPOBI CJIif IPOBOOUTH Yepes
BiIMOBiIHI MPOMIKKU Yacy [jisl OTepeKeHHs MOXKJIUBOTO eJIeKTPOJIITHOTO ArcOanaHcy, 0COOIUBO Y
MAI€HTIB 3 TaKUMH (aKTOpaMU PU3UKY SK MOPYILIEHHA (QYHKINI HUPOK, 3aCTOCYBaHHS iHIINX
JiKapChKUX 3ac00iB Ta €IeKTPONITHUY nucOaraHC B aHaMHE31.

BasacapmaH.

OpHOYacHe 3aCTOCYBaHHS 3 KaJIiiBMiCHUMU [00aBKaMHu, Kajii30epiralouuMu JiypeTuKaMu,
3aMiHHMKaMH COJIi, 1[0 MIiCTSTh Kasiii, abo 3 iHIIKUMHU JTiKapChbKUMHU 3aco0aMH, 1[0 MOXKYTh
IiABUINYBATU PiBeHb KaJlilo (HalIpHUKIIaf, i3 rellapuHoOM), He peKoMeHioBaHe. 3a HeoOXimHOCTI CJIif
KOHTPOJIIOBATH PiBEHb Kalliio.

T'idpoxsaopmia3ud.

[ToBimoMIsiIOCS TIPO PO3BUTOK TiloKasieMii mpy JiKyBaHHI Tia3uOHUMHU OiypeTUKaMH, B TOMY YHCTT
TiIpOXIOPTia3umoM.

3acTocyBaHHS JTiKapChKOT0 3aco0y CJIifl MOYKMHATH TilbKU IIiC/IS KOPeKIii rimokaniemil Ta 6yab-sK01
crniBicHyro4ol rinomarsiemil. Tia3upgHi fiypeTUKY MOXKYTh IPU3BECTH [I0 NOSBHU TilloKasieMil abo
3arocTpeHHs HasBHOI rinokaniemii. Tia3upaHi AiypeTuku ciif 3 06epeXHiICTI0O 3aCTOCOBYBaTH
malfieHTaM 3i CTaHaMH, 110 BK/II04YAlOTh BTPATY Kaslilo, HalpuKiaj, ColeBTpaTHa HedpomaTis Ta
IpepeHanbHe (KaphaioreHHe) mopyueHHs GyHKI HUPOK. fAKIIO rimoKasnieMis po3BUBAETHCS i Yac
Teparil rigpoxyIopTia3ugoM, 3aCTOCYBaHHS JTiIKapChKOT0 3aco0y CJIifl MPUMNMHUTHU [0 CTabiTbHOI
KOpEeKIIil KajieBoro H6anaHcy.

JIiKyBaHHS Tia3UAHUMU [iypeTUKaMU, BKJIIOYAIOUU TiAPOXJIOPTia3u, OB A3aHe 3 PO3BUTKOM
rinoHaTpieMii i rimoxsopeMigyHOTO ankano3y abo i3 3aroCTpeHHSAM HasgBHOI TimoHaTpieMmii.
CnocTepiraeTbcs rimoHATPiEMIis, IO CYTIPOBOMXKYETHCS HEBPOJIOTIYHUMY CUMIITOMaMu (HyZOTa,
Iporpecyloda fe30pi€HTalis, anaTisa). JIiKkyBaHHS rifgpoxI0pTia3uaoM CJIif MOYNHATH JIUIIe MiCIsa
KOpPeKIIii HasiBHOI rinoHaTpieMii. ¥ pa3si po3BUTKY TAkKKO01 a0 MBUAKOI TimoHaTpieMmil mif yac Teparmil
JIIKapPChKUM 3aCc000M HOr0 IMPUHOM CJIif] IPUIMHUTH [0 HOPMaJti3allii HaTpiemil.

Tia3ugu, B TOMY 4YHUCIIi TigpOXJI0pTia3uf, TOCUIIIOITL BUBENEHHS MarHio i3 cedero, 110 MoXe
IIPHA3BECTH [0 rimoMarHieMii. [Ipu 3acToCyBaHHI Tia3UOHUX [AiypPeTHUKIB 3HUXKYETHCI €KCKpellis
KaJlblli0, 1110 MOXKe IIPU3BECTH [I0 TilmepKalbIlieMil.

Y Bcix namieHTiB, SKi OTPUMYIOTh Tia3UAHI OiypeTUKH, HeoOXimHO TPOBOOUTH ITePionuYHUN
MOHITOPHUHT PiBHS €JEKTPOJIITiB, 0COOIMBO Kasliio, HATPio Ta MarHio.



[MopyieHHs GYHKII HUPOK

Tia3upHi AlypeTUKY MOXKYTh IPUCKOPUTH a30TEMII0 y IAI[l€HTIiB 13 XPOHIYHUM 3aXBOPIOBAHHAM
HUPOK.

HeMmae HeoOXiIHOCTI y KOpUTyBaHHI J03H1 JliKapchbkoro 3acoby Tiapa Tpio® IIJIS IAIlieHTIB i3
OpYyIIeHHAMY (YHKIIiI HUPOK Bif JIETKOT0 OO0 MOMipHOTO CTyNeHs TAkKKocCTi (LITK®

> 30 mn/x8/1,73M%). TIpu 3acTocyBaHHi Nikapchkoro 3acoly Tiapa Tpio® peKOMEeHI0BAHO IEePiONUYHO
KOHTPOJIIOBATH PiBEHb KaJlilo, KpeaTUHIHy Ta Ce40BOl KUCJIOTH y CUPOBATII KPOBi MAIli€HTIB i3
MOPYLIEHHAMHU (PYHKIIil HUPOK.

CymyTHE 3aCTOCYBaHHSI @HTATOHICTIB PellenTOPiB aHTi0TeH3UHY, BKII0Ual04Yy BajicapTaH, abo
inribiTopiB AII® 3 anmicKipeHOM IIPOTUIIOKA3aHO IMAIliEHTaM i3 nmopyueHHsIMu QyHKIi HupoK ([IIK®
< 60 mr/xB/1,73 M.

Jlikapcekui 3aci0 TPOTUIIOKA3aHUH MallieHTaM i3 TSIKKO0 HUPKOBOIO HEOCTATHICTIO, aHypieio ab6o
IalieHTaM, sIKi 3HaX0oOsThCS Ha IOiasisi.

CTeH03 HUPKOBOI apTepil

Jlikapcekuit 3aci6 Tiapa Tpio® moTpiGHO 3 06epeXHICTIO 3aCTOCOBYBATH IJIS JIIKyBaHHS TilepTeHsii y
nauieHTiB 3 ogHO6iYHUM a00 ABOOIYHUM CTEHO30M HUPKOBOI apTepii abo CTeHO30M apTepil eAUHOI
HUPKH, OCKiJTbKM pPiBeHb CEUOBMHU Ta KPEATUHIHY B CUPOBATIII KPOBi MOXKe 30iJIbIITyBATHUCE.

TpaHcnmaHTalliga HUPKA

Hewmae mocsigy 1momo 6e3meky 3aCTOCYyBaHHS TiKapchKoro 3aco0y Tiapa Tpio® marieHTaM, SKuM
HeI0JlaBHO MPOBENEHO TPaHCIIJIaHTAallil0 HUPKH.

[opyieHHs GYHKII TeYiHKKA

BascapTaH rojloBHMUM YMHOM BUBOOUTHCSA Y HE3MIHEHOMY BUTTIAMI 3 2KOBYI0. [Iepion HaniBBUBENEHHS
aMJIO[UIIIHY ITOIOBXKYETHCS, a MoKa3HUK AUC BUILMY Yy MAIi€HTIB i3 TOpymeHHAMH QYHKIIIl IeYiHKY;
pPeKoMeHpallil I0I0 [O3YBaHHS He BCTAHOBJIEHI. [[71s MallieHTiB i3 mopyIneHHAMY QYHKII IeYiHKT
JIETKOT'O Ta IIOMIpPHOI'0 CTYIIeHs, 1[0 He CYIIPOBOAXKYIOTHCS X0JIECTa30M, MaKCHUMallbHa
PEeKOMeH[IOBaHa [j03a BajicapTaHy CTaHOBUThL 80 MT. 3 miel npuyKHY NIiKapchkuii 3aci6 Tiapa Tpio® He
IIOKAa3aHuy IJIS TaKUX IIAIli€HTiB.

AHTiOHEBPOTUYHUYM HAOPSIK

Hab6psik KBiHke, y ToMy 4ucyi HaOpsIK ropTaHi Ta roJIoCOBOI IIIIMHM, 1[0 MOXKe IIPU3BECTH [I0
0OCTpPYKIIil AUXaMbHUX IUISAXIB, i/a60 HAOpsAK 06muyys, Iy0, TTIOTKH i/ab0 g3uKa CIIOCTEpiranucs y
NallieHTiB, SIKi 3aCTOCOBYBa/IM BajicapTaH. [lesdki 3 KX MaIlieHTiB Maiu B aHaMHe3i Habpsak KBinke
IIPY 3aCTOCYBaHHI iHINX JTiKapChKUX 3aco6iB, y ToMy 4uci iHriditopis AII®. 3acTocyBaHHSA
JiKapChKOT0 3ac00y CITig HeraliHO MPUNMHUTY TP BUHUKHEeHHI HaOpsKy KBiHKe, TOBTOpHE
3aCTOCYBaHHS He PEKOMEHIOBaHe.

CepiieBa HEOOCTATHICTh Ta 3aXBOPIOBAHHS KOPOHAPHUX apTEPii/CTaH HiciIsg mepeHeceHoro indapkT
MioKapma

Bracnipok npurHidveHHss PAAC y naui€HTiB i3 NiIBUIIEHOK YyTIUBICTIO MOXKYThH O4iKyBaTUCS 3MiHU
GyHKII1 HUPOK. Y MallieHTiB i3 TIXKKOI0 CepIeBOI0 HEJOCTATHICTIO, B IKUX QYHKIISI HUPOK MOXKe
3anexaty Bif aktuBHOCTI PAAC, nikyBaHH# iHribiTopamu AII® Ta aHTaroHicTaMy aHTi0TEH3UHOBUX



PelenTopiB MPU3BOAUTE A0 ONIrypii Ta/abo mporpecyioyoi a3oTeMil (pPiiko) 3 TOCTPOI0 HUPKOBOIO
HEJOCTaTHICTIO Ta/abo yieTambHUM HacaigkoM. I1po momiOHi pe3ymbTaTH MOBiTOMIISIOCS MO0
BasicapTany. OIliHKa XBOPUX i3 ceplieBo0 HeIOCTATHICTIO a0o Mmicyisg mepeHeceHoro iHpapKTy
MioOKapa MOBUHHA 3aBKOU BKJIIOYATH OLIIHKY (YHKIIi HUPOK.

Y moBrocTpokoBoMY Iy1anie60-KOHTPOIbOBAHOMY HociimkenHi amnopuniny (PRAISE-2) y narieHTis i3
CepIIeBOI0 HeOCTATHICTIO HeimeMiuHoro noxopaxeHnHs knacy 111 i IV 3a knacudikauiero NYHA (Hsio-
PIOpKCbKOI KapAioJIoTiyHoI acolriallil) mpu 3aCTOCyBaHHI aMJIONUIIIHY YaCTOTa BUIAAKIB PO3BUTKY
HaOpsKY ereHb Oyya BUIOI0, He3BaxKaloul Ha He3HAYHY Pi3HUIIIO y TOSBi YU MOTipIIeHHI cepiieBol
HEIOOCTATHOCTI TIOPIBHSHO 3 TAKOIO IIPU 3aCTOCYBaHHI maie6o.

[TarienTaM i3 3aCTiHOO CEpIIeBOI0 HEJOCTATHICTIO 0JI0KATOPH KalbllieBUX KaHAliB, BKITIOYAI04YHn
AMJIOMMITIH, CJTi7T 3aCTOCOBYBATH 3 00€PEeXkKHiCTIO, OCKIJIbKA BOHH MOXKYTb MiIBUIIYBATH PUIUK
CepLeBO-CYAMHHYUX TOMil Ta JeTalbHOT0 HACIIAKY.

PekoMeHI0BaHO 3 00€pEKHICTIO TPU3HAYaTH JIiIKapChKUM 3aci0 mallieHTaM i3 cepieBoio
HEJOCTATHICTIO Ta 3aXBOPIOBAHHSIMH KOPOHAPHUX apTepili, 0coO6IMBO ¥ MaKCUMambHi# 0o3i - 10 Mr/
25 Mr/320 Mr, OCKiNnbKY HaHi 100 3aCTOCYBaHHS JTiIKapChKOT0 3aco0y IIili IpyIi namieHTiB oOMexKeHi.

CTeHO03 a0pTaNbHOTO i MiTPAaNbHOTO KiIalaHiB, 00CTPYKTHBHA TinepTpodiyHa KapmgioMionaris

4K i mpu 3acTOCyBaHHI iHIIKUX Ba30AMIaTaTOPiB, 3 0COOIMBOI0 00EPEXKHICTIO TPU3HAYAIOTh
nmiKapChbKUM 3acib maiieHTaM 3i CTEHO30M aOPTaJIbHOTO i MiTpPaIbHOTO KilanaHiB abo 00CTPYKTUBHOIO
rinepTpodivyHOI0 KapaioMiomaTi€elo.

BariTtHicTb

JlikyBauHs1 APA Il He cnif moYyMHATH IIif 9ac BariTHOCTI. fAKIo nmpogoBxkeHHs Teparil APA I €
HeoOXiIHUM, MallieHTaM, SIKi IIJIaHyI0Th BariTHICTh, HeOOXiMHO mepeiTH Ha JTiKyBaHHS
arbTepHAaTHBHUMU aHTUTINIEPTEH3UBHUMU 3ac00aMu, SKi MalOTh BCTaHOBIIEHUH MPOdinb Oe3rneku s
3aCTOCyBaHHS BaTriTHUM. Y pa3i HacTaHHSA BariTHOCTI nikyBaHHS APA Il noTpibHO HeraiHo
IPUTIMHUTH i, K10 HEOOXiMHO, MOYaTH albTePHATUBHY TEpPAIilo.

[TepBUHHNIY TillepPaabO0CTEPOHI3M

[TarfieHTiB i3 IepPBUHHUM rillepajbgoCcTepoHi3MoM He cilif jikyBaTy APA II BasicapTaHoM, OCKIJIBKY Y
HUX He aKTHBOBaHa CHCTeMa peHiH-aHrioTeHsuH. ToMy mikapcekuii 3aci6 Tiapa Tpio” He
PEKOMEHOOBaHUM IJIs Li€l TPYIIX Malli€eHTiB.

CHCcTeMHUY YePBOHUY BOBYAK

[ToBimoMIISANIOCH, 110 Tia3UOHI [AiypeTHKHU, BKIIOUAIOYH TiIpOoXI0pTia3u/, 3aroCTPIOIOTh mepebir
CHCTEMHOT0 YePBOHOT'0 BOBYAKa.

[Hmi mopyineHHsd MeTabomi3My

Tia3upHi AlypeTuky, BKIII0YaOYU IiAPOXI0PTia3u, MOXKYTh 3MIHIOBATH TOJIEPAHTHICTh [0 IJIFOKO3H i
IiABUIIYBATU PiBeHb XOJIECTEPUHY, TPUTIIiLIEPUIiB i CeYOBOI KMCIIOTH y CUPOBATIIi KpoBi. Moxe
BUHUKHYTHU HEOOXiHICTh Y KOPUTYBaHHI 003U iHCYIiHYy a00 epopasibHUX IinoriikeMiyHuX 3acobiB
nalieHTaM i3 I[yKpoBUM [iabeToM.

OcCKinbKy TiKapchKuii 3aci6 Tiapa Tpio® MiCTHTE TigpoXnI0pTia3uf, BiH MPOTHIOKA3aHHUMA IPH
CUCTeMHil rinepypukewmil. I'ifpoxyiopTia3ug MoXke MifBUILIyBaTH PiBeHb C€YOBOI KMCIIOTH B CUPOBATII



KPOBi BHACJIIIOK 3HUKEHHS KJIiPEHCY CeY0BOI KUCJIOTU Ta MOXKe CIPUYUHATH 3aTOCTPEHHS
rinepypukeMil, a TaK0XK PanTOBYy MOAArpy y YyTIUBUX Malli€HTIB.

Tia3ugu MOXKYTh 1MOCITA0TI0BATH €KCKPEIIilo Kasbllilo 3i ceuelo i CIpUYMHITY epiofuyHe He3HAUHE
TiBUIIEHHS PiBHS KaJIblIil0 Y CUPOBATIi KPOBi IIpU BifCYTHOCTI BifOMUX MOpPYLIEHb MeTab01i3My
KaJIbIlif0. 3aCTOCYBAHHS JTIKAPCHKOTO 3aC00y CIIifl MPUIMHUTH, SKIIO i Yac JTiKyBaHHS PO3BUBAETHCS
rinepkansuiemid. [1ig yac niKyBaHHS Tia3ugaMu IIEPiOAUYHO CIIi KOHTPOJIIOBATU PiBEHb KaJlblliio B
CHUPOBATII KPOBi. BupaxkeHa rimepKanbIlieMis MOXKe CBIIYHTH IIPO MPUX0OBAaHUY TilleprnapaTUpPeons.
Crip NpUNUHUTY 3aCTOCYBaHHS Tia3ufiB Mepef IPOBeIeHHIM TeCTiB 100 (PYHKIIil mapamdTOBUAHOL
3aJI03H.

DOTOYYTIUBICTD

[Ipo Bumagku peakiii GOTOUYTIAUBOCTI IOBIIOMIISNIOCH IIPXA 3aCTOCYBaHHI Tia3UOHUX [iyPETHUKIB.
Ko peaxiiii GOTOYYTIMBOCTI BUHUKAIOTh IIPOTATOM IIPUIOMY JiKapchKoro 3acoby Tiapa Tpio®,
PEKOMEHI0BAHO IIPUNIMHUTH JIIKyBaHHSA. AKII0 BiTHOBIIEHHS 3aCTOCYBaHHA AlypeTUKa BBaKa€THC
HeoOXigHWM, PEKOMEHIOBAHO 3aXMINATH BiIKPHUTI TiITHKY TiNla Bif COHAYHUX ITPOMEHIB abo
MITYYHOTO YIbTPadioneToBOro BUIIPOMiHIOBAHHS.

XopioiganbHUM BUIIT, TOCTPAa KOPOTKO30PIiCTh Ta BTOPHHHA 3aKPUTOKYTOBA TJIayKoMa.

Tippoxmopria3un, cynbdoHaMin abo moxifHi cynbpoHaMiny MOXKYTh BUKJIMKATH iliOCUHKPAaTHYHY
peaxlrito, 0 CIPUYUHSIE XOPioigaIbHUN BUIIT i3 feeKToM 30pOBOr0 MOJIsl, TOCTPOI TPAH3UTOPHOI
Miorii Ta 3aKPUTOKYTOBOI TMTayKoMu. CUMIITOMY BKJTIOYAIM PANTOBE 3HUXKEHHS IOCTPOTH 30PY abo
0inb B 04ax, IKi 3a3BUYal 3'SBIISIKCS B MepIIIi TOOUHU a00 MepIIuit TUKOEHD MicIsd I0YaTKY
nmikyBaHHs. HemikoBaHa 3aKpHUTOKYTOBa I'TayKOMa MOKe IIPU3BOOUTH 00 He0OOPOTHOI BTpaTH 30py.

Hacammnepen HeoOxigHO SKOMoOTra IIBUIIE IPUIMHUTY 3aCTOCYBaHHS TiAPOXIOPTia3uny. Y BUIaOKy
KOJIM BHYTPIIIHbOOYHUM TUCK 3a/IMIIAETHCS HEKOHTPOJIbOBAHUM, CIIif] PO3T/ISHYTH HEOOXiIHICTh
HeramHoro MeguKaMeHTO3HOro abo xipypriusoro nikyBaHHS. ®akTopamMu PU3UKY PO3BUTKY
3aKpPUTOKYTOBOI I'TayKOMH MOXKYTh OyTH ajiepriufi peakiiil Ha cynb(oHamin abo meHiluIiH B
aHaMHe3l.

3aranbHi 3aCTepeXeHHs

3 06epekHiCTIO MPU3HAYaloTh TiIKapChKUii 3acib malfieHTaM, y SKUX CIIOoCTepiranacs rinepyyTiIuBiCTh
no inmux APA II. BUHUKHEHHS peaklliil TiepuyTINBOCTI [0 TigpoxyiopTiasugy Oinbil UMOBipHE Y
Malli€HTIB 3 aJleprie€r Ta aCTMOIO.

[MaumieHTH ITiTHROTO BiKY (BiKOM Bim 65 POKiB)

PexomeH0BaHO 3 00epeXkHICTIO MpHU3HaYaTH JIiKapChbKuM 3acib malieHTaM JIiTHbOTO BiKy, 0COOIMBO
MaKCHMaJbHi 103U nikapcekoro 3aco0y Tiapa Tpio® 10 mr/25 mr/320 Mr, ocKinbKu gaHi momo
3aCTOCYBaHHS JTiKapChbKoro 3acoby mallieHTaM Iiel rpynu oOMeXeHi. Y 1ux malieHTiB moTpiOHO
KOHTPOJIIOBATU apTepilarbHUM TUCK.

ITodsitiHa 6a0kada PAAC

€ moKasu TOoro, I0 CYNyTHE 3acTocyBaHHS iHTi0OiTOpiB ATI®, APA II abo anickipeHy HiiBUILyE PU3UK



rimoTeH3ii, MoXkKe IPU3BOOUTHU [0 IiABUIEHHS BUITAAKIB IioTeH3ii, rinepkanmiemil Ta mopyiieHb
GyHKII HUPOK (BKITI0OUAIOUM TOCTPY HUPKOBY HEJOCTATHICTD).

Y 3B’s13Ky 3 MM mopaBiliHa 61mokaga PAAC mIsixoM CYIIyTHBOTO 3aCTOCYBaHHS iHTiOiTOpiB AII®, APA
IT a6o amickipeHy He PEKOMEHAYEThHCS.

fAxuro nmoaBiitHa 6710Kafa MoTpidHa, TO ii CITif MPOBOAUTH Iif PeTENIbHUM HarnsgoM (axiBus i mpu
IIOCTiMHOMY KOHTPOJI (PYHKIIiM HUPOK, PiBHS €J1€KTPOJIITIB i apTepianbHOro TUCKY. CynyTHE
3acTtocyBaHHs iHTi6iTOpiB ATI® i APA II He peKOMeHAYETLCS MalieHTaM i3 giabeTHYHOI0
HedpoIaTi€elo.

HemenaHoMHUll pak wKipu

Y nBox emimemiosoriyHuX mociimKeHHSX Ha 6a3i [JaHcekoro HamionansHoro Peectpy Paky, 6yo
BigMiueHe MOXK/IMBE ITiOBUIIEHHS PU3UKY HEMEJIAHOMHOTO PaKy LIKipu (6a3albHOKIITUHHOI i
TIIJIOCKOKJTITUHHOI KapIIMHOMM), TI0OB’I3aHOT0 3i 30i/IbIIIEHHSIM KYMYISTUBHOL JO3U TigpPOXJIOPTia3umy.
doTocencubinisyroya fid rigpoxnopTia3uny Moxe OyTH IPUYNHOI PO3BUTKY HEMEJIAHOMHOTO paKy
IKipH.

[MauieHTH, SIKi TPUIUMalOTh TigPOXJIOPOTia3uf, TOBMHHI OyTH MOiH(GOPMOBaHi IPO PU3UK
HeMeJIaHOMHOTO Paky IIKipu Ta HeoOXigHICTh peTyIsipHO IepeBipsATH LIKIpYy Ha HasBHICTh HOBUX
ypaxeHb i HeraiHo MOBiIOMIISTH PO Oyab-gKi Mimo3pini ypaxkenHs mkipu. Moxnusi npodinaktuyni
3axXO0[H, Taki Ik 00MeXeHHS BIIIUBY COHSYHUX i yIbTpadioneToBUX NPOMEHIB, y pa3i BIIUBY CIIif
TIOPaUTH TallieHTaM BifTIOBIiTHUY 3aXUCT, 1100 MiHiMi3yBaTH PU3UK PO3BUTKY paky wmwKipu. ITimo3pini
ypaXKeHHS IIKIPU CIIiff HeraiHo BUBYUTH, IIOTEHIIHO BK/II0Ya04y IiCTOIOTIUHI JOCTigXKEeHHS
Giomciii. 3acToCyBaHHS TiIpOXI0pTia3uay TaKoXK Mae OyTU MeperIsHyTe y NallieHTiB, sSKi XBOPiNid Ha
HeMeJIaHOMHUY pak WIKipu (IuB. TaKoXK po3min «[Tobiuni peakiii»).

T'ocTpa pecnipaTopHa TOKCHYHICTh

Iyxe piIKicHi TsIXKi BUTaJKH rocTpoi pecnipaTopHoi TOKCHYHOCTi, BK/IIOUAI0YH TOCTPHH
pecuipaTopHui gucTpec-cuHapoM. Ilicisa npuioMy rigpoxiopria3uay moBiToMIIsIIOCS PO
ayKe pigkicHi BaiKKi BUIIaJKH rocTPoi pecripaTopHoi TOKCHYHOCTi, BKi1o4yawouu ['PIIC.
HaOpskK jereHb 3a3BHYad PO3BHBAETHCSI MPOTSITOM JEKiTbKOX XBH/IHH a00 rOTUH MiC/Isi
NpuHOMYy rigpoxioporiaduay. Ha mo4aTky 3aXxBOpOBaHHSI CHMITOMH BK/TIOUAIOTh
3aMUIKY, IMXOMaHKY, NOTipIIeHHs CTaHy JIereHb Ta rinoren3iro. Akmio € nmigo3pa Ha I'PJIC,
rigpoxjopria3up CiIig NPUNIMHUTH Ta MPOBECTH BignmoBigHe jgikyBaHHsA. 'impoxmopoTia3sug
He CJIi] MpU3HaYaTH Nali€cHTaM, ki paHime nepercau I'PIC micas npuiomy
rizpoxjopria3uny.

Bascausa iH(hopmauisi npo 00NOMIdHCHI pe4o8UHU.

Lle#t nmikapcbkui 3acib MiCTUTE CIIOJTYKU HATPil0, TOMY Halli€eHTaM, SKi HOTPUMYIOThLCS TIETH 3
KOHTPOJILOBAHUM BMiCTOM HaTpito, Cyif OyTH 00epeXHUMU IIifl 4ac 3aCTOCYBaHHS JaHOTO
JiKapCchKOTo 3aco0y.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.
BaritHicTb

Amao0uniH



HocmimxeHHs 1100 0e3MeKy 3aCTOCYBaHHS aMJIOOUITIHY ITif Yac BariTHOCTI He TPOBOOUIIKCE.

Y mocmigXeHHIX Ha TBapUHAaX PENpPOAyKTHBHA TOKCAYHICTh CIIOCTepiranacs npu 3aCTOCYBaHHI
BHCOKMX [103. 3aCTOCYBaHHS IIi[l Yac BariTHOCTi peKOMEeHI0BaHe, TiJTbKY SKIIO BigCyTHi# GinbIl
0e3neyHni aTbTePHATUBHUY JTiKAapPChKUH 3acib Ta SKIO 3aXBOPIOBAHHS Hece OiNbIITNN PU3KK [JIsST
MaTepi Ta emOpioHa.

Basacapman

3actocyBanHs APA Il He peKOMEHOYEeThCA IPOTATOM I TpUMecCTpy BariTHOCTL. 3acTocyBaHnHsg APA II
npotunoka3sano B II ta IIl TpuMecTpax BariTHOCTI.

Enmipemiomnoriuni gaHi 1100 pusuKy TepaToreHHOCTI micys BIIuBYy iHriOiTopiB AII® mpoTsrom
IIEPIIOT0 TPUMECTPY BariTHOCTI He OyIM IePeKOHIUBAMHY; ONHAK HeBeINKe 30i/TbIIeHHS PU3UKY He
BUKJIIOYAETHCA. [I0KM HeMa€e KOHTPOJIbOBaHUX eIifleMiOJIOTIYHUX AaHUX WIOA0 PU3UKY 3aCTOCYBAaHHS
APA 11, mopiOHi p3uKM MOXKYTh iCHyBaTH i OISl IHOTO KjIacCy JTiKapChKUX 3aco0iB. AKIIO TpuBaioda
teparnis APA II He BBaxaeThCs1 HEOOXiMHOIO V TAIIEHTIB SKi MIaHYIOTh BaTiTHICTb, CJIifl 3MiHUTH Ha
anbTepPHATHBHI aHTUTINEPTeH3UBHI METOOY JTiKYBaHHS, SIKi MalOTh BCTAHOBJIEHUY MPOdins 6e3meku
[J18 3aCTOCYBaHHS IIif] YacC BariTHOCTI.

Axmo mig yac nikyBaHHS APA II migTBepOXKYy€eThCS BariTHICTD, CIIi HETalHO MPUIIUHUATY JIIKyBaHHS
APA 11 i, k110 HeoOXigHO, 3aMiHUTH iHIIMM JTiKapChKUM 3aC000M, I03BOJIEHUM [0 3aCTOCYBaHHS
BaTriTHUM.

Bimomo, mo BnnuB Tepamii APA II y II ta III TpuMecTpax BariTHOCTI BUK/IMKA€E (PETOTOKCUYHICTh
TIOAVHMY (3HUKEHHST HUPKOBO1 (PyHKIII, omirorimpamMuios, 3aTpuMKa ocudikaiiii uepermna) Ta
HeOHaTa/IbHy TOKCUYHICTh (HUPKOBa HEIOCTATHICTh, TiOTEH3id, rinepKasieMis).

Axmo APA II 3acTtocoByBanucs 3 II TpuMecTpy BariTHOCTI, pEKOMEHYETHCA YIIbTPa3ByKOBa
miarHocTHKa QYHKIIIl HUPOK Ta dyepena IIony. Y HEMOBAT, MaTepi skux nputiManu APA 11, crig
PeTeNbHO CIIOCTEepIraT 3a rilnoToHi€Ew.

I'idpoxaopmia3ud

IocBin 3acTocyBaHHS TiIpOX/JIOPTia3ufy B epiof BariTHOCTI, 0co0uBo B I TpuMeCTpi, 06MexKeHMH.
[laHWX, OTPUMaHUX IIifl YaC JOCIiAXKeHb Ha TBaprUHaX, HeJOCTaTHLO.

Tippoxsopria3up nNpoHUKae yepes mianeHTy. PapMakKoIoTiYHKAY MeXaHi3M [il rifpoxiopTia3uny mae
MigCTaBX CTBEPXKYBATH, 110 3aCTOCYBAHHS 1IbOTO JTikapchKoro 3aco0y B II ta III TpuMecTpiB
BariTHOCTI MOXKe IOPYILIyBaTU (QeToIaleHTapHy mepdy3iio i CHpUUYNHATA BUHUKHEHHS (eTalbHUX
Ta HEOHATAJIbHUX PeakIliii, TaKUX SK XKOBTSHUIS, IOPYIIEHHS eJIeKTPOIiTHOTO GaraHcy i
TPOMOOIIMTOIIEHisI, @ TAKOXK MOKE aCOII0BATUCS 3 iHIIUMY MOOIYHUMH PeakIlisiMH, 110
CIIOCTEPIraloTLCS Y OPOCIIHUX.

AmaoduniH/eancapmat/2iopox.iopmia3ud

HeMae 1mocBiny 3acTocyBaHHS JiKapchkoro 3acoby Tiapa Tpio® BaritTHuM XinkaM. HasiBHI maHi momo
KOMITOHEHTIB JTiIKapChKOT0 3aC00y Hal0Th MOXKJIUBICTh CTBEPAXKYBATH, 1110 3aCTOCYBaHHS JIiIKapChKOTO
3aco0y Tiapa Tpio® He pekoMeHAyeThCs B I TpEMecTpi Ta mpoTunoka3aso B II Ta III TpuMecTpax
BariTHOCTI.

[lepion rogyBaHHA TPYOOI0

AMIouIiH BUAINSETHCA Yy TPYAHE MOJIOKO. YaCcTKa MaTEPUHCHKOI 103U, OTPUMaHOl HEMOBIISIM,



OIliHIOBAJIaCs 3 MiXKKBapTU/IbHUM [iana3oHoM 3-7 %, MakcuManbHO 15 %. Briius amnoguminy Ha
HEMOBJISI HEBioMuii. [HpopMallis 11010 3aCTOCYBaHHHS BaJiCapTaHy ITifl 4YaC TOAYBaHHS IPYIII0
BifiCyTHS. ['igpoXJI0pOTia3uy BUABISETLCSA Y TPYTHOMY MOJIOL Y HEBEJIUKUX KiIbKOCTAX. Tia3ugu y
BHCOKMX [103aX, 1[0 BUKJIMKAIOTh CUJIbHUM [Iiype3, MOXKYTb ITePeNIKOXKaTh BUPOOIEHHIO TPYAHOTO
MOJIOKaA.

3acTocyBaHHS JTiKapchkoro 3aco0y Tiapa Tpio® mig 9ac rOfyBaHHA I'PYLOI0 He PEKOMEHOYEThCS.
dkmo mig yac rogmyBaHHS IpyOnio HeoOXxigHe 3acTocyBaHHS Tiapa Tpio®, CJIil JOTPUMYBATUCh
sIKOMOra HUXK4uX 0o3u. [lim yac rogyBaHHS I'PYLOI0 PEKOMEHOYETHCSA allbTepHAaTHUBHI
AQHTUTINEePTEH3UBHI METOMHU JIiKyBaHHS 3 OiIbII BCTaHOBIEHUMHU PoQinamu 6e3neKy, 0COOIUBO IIif
4Yac roflyBaHHS HOBOHAPOIXKEHOT0 ab0 HEeIOHOIIEHOT0 HEMOBJISITH.

DepTUNLHICTD

Kniniynux gocrnigKeHs, OB’ sI3aHUX i3 3aCTOCYBaHHSIM JIikapchbKoro 3acoby Tiapa Tpio®, 1100
(bepTUNbHOCTI HEMaE.

Baacapman

BamncapTan He MaB KOIHOTO LIKIITMBOTO BIIJIUBY Ha PENPOAYKTUBHY (QYHKIIiI0 caMiliB a60 caMOK
IIypiB Ipu mepopanbHux no3ax fo 200 mMr/kr/moby. Lis mo3a y 6 pa3iB mepeBUIye MaKCUMaJIbHY
PEKOMEHMIOBaHy [03y [JIs IIOAMHM, PO3PaxoBaHy B MI/M’ (PO3PaxyHKH Hepen6adarTh IepopanbHy
no3y 320 mr/mo0y mms malfieHTa 3 Macoo Tina 60 Kr).

AMa00uniH

Y mesiKWX TMAIli€HTIB, IKi oTpuMyBanu 6JI0KaTOPU KasbllieBUX KaHaliB, OyIu 3apeecTpoBaHi 000pOTHi
OioximMiyHi 3MiHM T'OJIOBOK cIiepMaTo30ifiB. KniHiuHi jaHi € HemocTaTHIMU IOO0 MOTEHIIHHOTO
BIIJIUBY aMJIOUIIIHY Ha (pepTUIbHICTE. B ogHOMY HOCHiXKeHHI Ha mypax Oy0 BUSIBIEHO
HECIIPUSAT/INBUM BIJIUB Ha YOJI0BiUy (GEPTUNBHICTD.

30amuicmb 8niusamu Ha weudKicme peakyii npu kepysaHHi aamompaHcnopmom abo iHwumu
MexaHi3mamu.

V maIienTiB, fKi 3aCTOCOBYIOTh JTiKapchKuil 3aci6 Tiapa Tpio®, Moxke BUHMKATH 3alaMOPOYEHHS UM
Bim4yTTs c1abKOCTI Mic/g IPUIOMY JiKapChKoro 3aco0y, TOMYy BOHU ITOBMHHI BpaxOBYBAaTH Iie IIif Yac
KepPyBaHHS aBTOTPAHCIOPTOM Ta poOOTH 3 MOTEHIIiHO HeOe3neYHUMHU MeXaHi3MaMH.

Awmnoputin Moxe cabko a6o ITOMipHO BIIJIMBATH Ha 30ATHICTh KePYBaTH aBTOTPAHCIOPTOM abo
IIpaloBaTy 3 IHIIMMU MeXaHi3MaMu. AKIo NalieHTy i Yac 3aCTOCYBaHHS aMJIOAUIIIHY Bif4yBalOTh
3allaMOPOY€eHHs, TOJIOBHUY 6inib, BTOMY a00 HYZOTY, IXHS peakilis MoXke ITOPYIIyBaTUCS.

Cnoci6 3acmocyeaHHss ma do3u.

Cnocib 3acTocyBaHHS

Jlikapcekuii 3aci6 Tiapa Tpio® MoXKHa 3aCTOCOBYBATH He3asleXHO Bifl BXuBaHHA ixki. TabIeTKu Cif
KOBTATH IIiTMMH, 3allMBalOYM BOJIOIO, B OMMH i TOM Ke yac noOu, 0akaHo BPaHIIi.



ﬂ,O3yBaHHH

PekoMeHIOBaHa [103a JikKapchkoro 3acofy Tiapa Tpio® - 1 Ta6neTka Ha 700y, 6akaHo BpaHIII.

I[Tepen mepexooM Ha 3aCTOCYBaHHS JIiKapchkoro 3acoby Tiapa Tpio® cTaH mamieHTa MOBMHEH OyTH
KOHTPOJIbOBAaHUM HE3MIiHHMMHU [I03aMHM MOHOIIPEIapariB, SKi IpUUMaloTh OMHOYACHO. Jl0o3a
nikapcekoro 3aco0y Tiapa Tpio® moBMHHA BifTIOBiAAaTH H03aM OKPEeMUX KOMIIOHEHTIB KOMGiHaIil, 10
3aCTOCOBYIOTHCSI Ha MOMEHT 3MiHU JIiKapChKOT0 3ac00y.

MakcuManbHa peKOMeH/oBaHa [03a JiKapcekoro 3acoby Tiapa Tpio® - 10 mr/25 mr/320 mr.

OxpeMi rpyny nauieHTiB
ITopyweHHA PYHKUIT HUPOK

OCKiNbKY 10 CKJIafy BXOOMTH TipOXJIOPTia3us, iKapchkuil 3aci6 Tiapa Tpio® mpoTHIOKa3aHWM
nanieHTaM 3 aHypi€l Ta TIXKUMU NOPYLUIEeHHSIMU (QYHKII1 HUPOK (KiipeHC KpeaTuHiHy < 30 MII/XB).

CymyTHE 3aCTOCYBaHHS JiKapchKoro 3aco0y Tiapa Tpio” 3 amicKipeHOM IPOTHIIOKa3aHe HallieHTaM i3
nopymesHaMy GyHKIil Hupok (IIIK® < 60 mr/xs/1,73 M°).

HeMmae He0oOXiIHOCTI y KOpUTyBaHHI J03U NallieHTaM i3 MOpyLIeHHSAME (YHKIIil HUPOK Bif] IETKOT0 [0
IIOMIPHOT'O CTYIIEHS TSIKKOCTI.

Lykposuii diabem

CymyTHE 3aCTOCyBaHHs JTiKapchKoro 3aco0y Tiapa Tpio® 3 amickipeHOM IpOTHIOKAa3aHe HallicHTaM i3
I[YKPOBUM [IiabeToM.

ITopyweHHA PYHKUII neviHKu

OCKinbKH 10 CKJIafy JiKapchKOro 3aco0y BXOASATH TigPOXJIOPTia3uy i BajcapTaH, TiKapChKuH 3acid
Tiapa Tpio® mpOTHIIOKA3aHKH HALliEHTaM i3 TAKKMMH MOPYIIeHHAMH QYHKILI medinky. [I71s malieHTiB
i3 mopyuIeHHAMHU (PYHKIIil TIeYiHKY JIETKOT'0 Ta MIOMIPHOT'O CTYIEHS TSAXKKOCTI, SKi He
CYIIPOBOIXKYIOThCSI X0JIeCTa30M, MaKCHMalbHa PeKOMeHI0BaHa [[03a BajicapTaHy CTaHOBUTHL 80 Mmr,
TOMy JiKapchKuii 3aci6 Tiapa Tpio® He mokasaHuil s Li€l TPyNM MaIi€HTIB.

[l malieHTiB i3 mOpyLUIeHHAMHU (PYHKIIil TeYiHKHU JIETKOT0 Ta IIOMIpPHOTO CTYTEHS TSXKKOCTL
peKoMeHpalii oo Jo3yBaHHS aMJIOOUIIiHy He BCTaHOBIeHi. [Ipu nepeBefeHHi Malli€eHTiB i3
rinepTOHIYHO0 XBOPO6OI0 3 MOpPyIIeHHAMH QYHKIII nedinku Ha Tiapa Tpio® mOTpiGHO 3aCTOCOBYBaTH
HaWHUXKYYy IPUUHATHY 003y aMJIOOUIIHY.

Cepuesa HedocmamHicmb ma 3axX80PHBAHHA KOPOHAPHUX apmepiu

Iocsin 3acTocyBaHHS liKapchkoro 3aco0y Tiapa Tpio®, 0COo06NIMBO Y MaKCUMaJIbHUX [I03aX, MMallieHTaM
i3 ceplieBOI0 HEIOCTATHICTIO Ta 3aXBOPIOBaHHIMYU KOPOHAPHUX apTepiii 00MexkeHUM. PeKOMEHI0BaHO
3 00epexKHiICTI0O 3aCTOCOBYBATH JIiIKapChKUY 3acib mallieHTaM i3 cepiieBOI0 HelOCTAaTHICTIO Ta



3aXBOPIOBAHHSIMH KOPOHAPHUX apTepiil, 0CO6IMBO MaKCUMasbHy 03y JTiKapchkoro 3aco0y Tiapa
Tpio® 10 mr/25 mr/320 mr.

ITauienmu aimHb020 BiKYy (8ikoM 8i0 65 pokKie)

PexomeH0BaHO 3 00epeXHICTIO MpHU3HaYaTH JIiKapChbKuM 3acib malieHTaM JIiTHbOTO BiKy, 0COOIMBO
MaKCHUMaJbHi 103U JikapchKoro 3aco0y Tiapa Tpio® - 10 mr/25 Mr/320 Mr, OCKiNbKY HaHi MI0H0
3aCTOCyBaHHS JIIKapChKOT0 3ac00y 1Lii TPYTIi MallieHTiB 00MeXkKeHi. Y TaKuX Malli€HTiB MOTPiOHO
KOHTPOJIIOBATU apTepilarbHUM TUCK.

IIpu mepeBefeHHi NalieHTiB JITHLOro BiKy Ha Tiapa Tpio® mOTPiGHO 3aCTOCOBYBAaTH HAMHUKYIY
NPUUHATHY H03y aMJIOOUIIHY.

ITediampuyHi nonyaayii

HeMae BifIOBIgHUX [aHKUX PO 3aCTOCYBaHHS JiKapChKoro 3acofy Tiapa Tpio® y memiaTpuyHux
IoNyJNALigx (mamieHTaM BikoM 10 18 pokiB) i3 moKa3aHHAM apTepiajbHa rinepTeH3sid.

Himu.

Beameka Ta eeKTUBHICTh 3aCTOCYBaHHS [iTSIM He BCTAHOBJIEHI, TOMY JTiKapChKuM 3acib He
3aCTOCOBYIOTH IallieHTaM Iiiel BiKOBOi I'PYIIH.

Ilepedo3yeanns.
CumnToMu

HeMae maHuX Ipo mepefo3yBaHHs JTikapchkoro 3aco0y Tiapa Tpio®. OCHOBHMI MOXKIJIMBHM CHMIITOM
Ilepeno3yBaHHS - BUpaXKeHa apTepiajbHa inoTeH3is i3 3arraMopoyeHHAM. [Iepeno3yBaHHS
aMJIO[UIIIHY MOXKe IIPU3BOOUTH OO BUPaXKeHOoi Ba3ogunarailil nepudepudHux CyauH i pediekTopHol
taxikappii. [ToBimomsinocs mpo BUpaXkKeHy i IOTEeHI[iHY IPOJIOHT0BaHy CUCTEMHY TillOTeH3ilo,
BKJIIOYAIOYH IIOK i3 JIeTaJIbHUM HaCJIiTKOM.

Pigko moBimoMIsiiocss PO PO3BUTOK HEKapHioTeHHOTO HAaOPSKY JIETeHiB IK HACJIiIOK Iepef0o3yBaHHs
aMJIOAUIIIHY, IKUN MOXKe IPOSIBISITUCS 3 BiICTPOYEHUM IT0YaTKOM (depe3 24-48 roguH micns
npuiioMy) i morpebyBaTy MITY4YHOI BEHTUALI] TereHs. PakTopaMu, II0 CIPUSIOTh PO3BUTKY
HeKapioreHHOTo HaOPsIKy JiereHb, MOXKYTh OyTH paHHiI peaHiMalliiiHi 3axoqu (BKITIOYAI0UH
nepeBaHTaXXKeHHS PiIXHOIO) [JIs MATPUMKY 1epdy3ii Ta cepIieBoro BUKULY.

JIiKyBaHHSA

Amao0uniH/eancapmat/2iopox.iopmia3ud

KniziuHO BupaXkeHa apTepianbHa riIOTeH3id Ipu nepefo3yBaHHi JiKapchKoro 3acoby Tiapa Tpio®
notpe0ye akKTUBHOI MiATPUMKY CEPIIEBO-CYAUHHOI CUCTEMH, BKJIIOYAIOYM MOHITOPUHT QYHKII cepus i
IUXaJIbHOI CUCTEMHM, KOHTPOJIb 00’€MY HUPKYIII0I0401 KPOBi Ta miype3y. IlamienTy ciig mepebyBatu B
71eKkavyoMy I0JI0KEeHHI 3 MPUMigHATUMY HUXKHIMU KiHIiBKaMu. CyOuHO3BYKYBaJlbHi JTiKapchKi 3acobu
MOXKYTb OyTH OOLIIBHUMY OJ151 BiTHOBJIEHHS TOHYCY CY[IXH i apTepiaTbHOT0 TUCKY 3@ YMOB, III0 HEMa€E
IIPOTUIIOKA3aHb [AJIS 1X 3aCTOCYBaHHS. BHYTDIITHEOBEHHE BBEOEHHS KaJIblilo ITIOKOHATY MOXe 0yTH



epeKTUBHUM {7 peBepcil edekTiB 6/10Kaau KalbIliEBUX KaHAJIiB.
Amao0uniH

Ao micng mpuiioMy TiKapchKoro 3aco0y MUHYI0 HebaraTo 4acy, CJlif PO3rISHYTH MUTaHHS IIPO
iHpyKIito O1roBaHHSA ab0 IPOMUBaAHHA IIIyHKA. [1icng 3acToCyBaHHS aKTMBOBAHOI'O BYTi/IA Biipasy
abo yepe3 2 TOAWHY MiC/sa IPUMNOMY aMJIOAUIIiHY a0copOIlis aMIOgUIIiHy V 3T0POBUX TOOPOBOJIBIIIB
BUPaXKeHO 3HUXKYBalack.

Marnoy¥MOBIpHO, 110 aMJIOAUIIIH BUBOAUTHCS IPU reMOofiami3i.
Basacapman

MarnorMoBIpHO, 110 BajicapTaH BUBOOUTHCS IIPU TeMofiaTisi.
'idpoxaopmia3ud

[Tepeno3yBaHHS TiApPOXJIOPTia3ugOM CYIIPOBOOKYETHCS AehillUTOM eJIeKTPOIITIB (TimoKaIieMi€ero,
TimoxJIo0peMi€ro) i rimoBojIeMi€l0 BHACTigOK HagMipHOro fgiype3dy. HallyacTiumMu CUMIITOMaMu
nepeno3yBaHHS € HyJOTa i COHNUBICTL. ['imokanieMiss MoXke IPU3BOOUTH [0 Clla3MiB M’g3iB Ta/abo
3aroCTPEeHHS apUTMii, TOB’sI3aH01 3 OMHOYACHUM 3aCTOCYBAHHSIM TJIiKO3UMIB HAllePCTIHKY ab0
IessKUX aHTHAaPUTMIYHUX JTiIKapChKUX 3aco0iB.

YacTka rigpoxyiopTia3uny, ska BUBOOUTHLCS MTPU IPOBEAIEHHI reMofiiasi3y, He BCTAHOBJIEHA.

ITo6iuni peakuii.

[Tpodine 6e3mexu 3acTocyBaHHSA KOMOiHAIll aMJIOAXITIiH/BaJICapTaH/TiAPOXI0pTia3us, NpefCcTaBIeHUH
nani, 6a3yeTbCsa Ha KITiHIYHUX NOCTIgXKEHHSIX Ta BigoMoro npodinio 6e3neKku oKpeMux Horo
KOMIIOHEHTIB: aMJIOJUIIiHY, BajicapTaHy Ta IifpoxJyIopTia3uny.

Bci mo6iyni peakiiii, HaBefieHi 3a cucTeMolo KiaciB Ta oprauiB (MedDRA) Ta 4acTOTOI0, TpeCTaBIeHi
mono KoMmOiHaii amIouIil/BascapTal/TiTpoxIopTia3uy i OKpeMo IoA0 KOKHOTO KOMIIOHEHTa: IyXKe
yacrto (= 1/10), wacrto (= 1/100 - < 1/10), HeyacTto (= 1/1 000 - < 1/100), pigko (= 1/10 000 -

< 1/1 000), myxe pigko (< 1/10 000), yacToTa HeBifoMa (He MOXKYTh OyTH OLliHEeHi 3a HasBHUMU
OAHUMH).

YacTtoTa nobiYHMX peakIrii, MoB’g3aHuX 3 KOMOiHaIli€l0 aMIOIUITiH/BaIcapTaH/TiTPOXI0PTia3uI:
3 60Ky opaaHis 30py: HEYaCTO - TOPYIIEHHS 30Dy .
3 60Ky opaaHis cayxy ma secmuby1i1pHO20 anapamy: He4acTo - BEPTUTO.

3 60Ky pecnipamopHoi cucmemu, opa2aHie 2pyo0Hoi KAimKu ma cepedoCMiHHA: HEYACTO - Kalllellb,
IUCITHOE, TOTPa3HeHHs Topa.

3 60Ky WAYHK0BO-KUWKOB020 MPAKMY: YaCTO - HUCIIENCis; HevwacTo - abgoMiHanbHUN OUCKOMMOPT,
0inb y BepXHill YaCTUHI )KWBOTA, HEIIPUEMHUM 3allax IPH AUXaHHI, giapes, CyXiCTh ¥ POTi, HyHOTa,
OJIIOBAHHS.

3 60Ky HUPOK ma ce4o8udinbHOI cucCmeMu: 4acTo - I0JIaKiypisi; HeYacTo - MiIBUILIEHHS PiBHS
KpeaTUHIHY Y CUPOBATI]i KPOBi, FOCTpa HUPKOBA HENOCTATHICTE.



3 60Ky 06MiHYy peuosuH, memaboi3mMy: 4acTO - TilOKaJiEMisi; HEYaCTO - AaHOPEKCis,
rimepkasbliieMid, rinepainigemis, rinepypukeMis, rinoHaTpieMis.

3 6oky Hepeoeoi cucmeMu: 4acCTO - 3allaMOPOYEHHS, TONOBHUM 6ilb; HEYACTO - IOPYIIEHHS
KOOpPAMHAIlil, 3allaMOPOYEHHS IIOCTypabHe, 3allaMOPOYEHHS ITPU HaPYyXKeHHi, UCTeB3is, NeTapris,
nmapecTe3sis, mepudepruyHa Helponarisi, HeUpomaTis, COHIUBICTh, CUHKOIIE.

3 6oky ncuxiku: He4acTo - 6e3COHHS/IIOPYIIEHHS CHY.
3 60Ky cepus: HEYACTO - TaXiKapmis.

3 60Ky cyOuH: 4acTo - apTepiaibHa TiMOTEH3is; HeYaCTO - OPTOCTAaTUYHA TimoTeH3is, GhediT,
TpoMO0GIEDIT.

3 6oky wkipu ma niOwKipHoi KAimKoB8UHU: HEYACTO - CBepOix, rimeprigpos.

3 60Ky onopHO-pyXx080i cucmemu ma Cno/Ay4YHOi MKAHUHU: HEYacTo - Oifib y CIIUHI, OmyXaHHS
cyrio0iB, crla3Mu M’s3iB, M’'s130Ba c/1abKicThb, Mianris, 6inb y KiHI[iBKaX.

3 6oky penpodykmueHoi cucmemu ma (pyHKUil MOAOYHUX 30/103: HEYACTO - IMITIOTEHIIiS.

3azanvHi po3nadu ma peakuii y micui 8eedeHHA: 4acTO - cabKicTh, HAOPSKH; HedyacTo - abasis,
TIOpYIIeHHS XOOH, acTeHisd, IUCKoMGOpT, He3[yKaHHs, HeKapAiaabHu 0ib y TPYAHIiM KITiTII.

JlabopamopHi NOKa3HUKU: HEYaCTO - MiBUINEHHS PiBHS a30Ty CEYOBUHH, MiIBUIIEHHS PiBHS C€YOBOI
KHCJIOTH y KPOBi, 3HMKEeHHS PiBHS KaJlilo y KpOoBi, 30ilbIlIeHHS MacH Tifa.

YacToTa no0iYHUX peakIlili, TOB’I3aHUX 3 aMJIOOUIIIHOM:
3 60Ky opeaHis 30py: HeYacTo - IIOPYIIeHHS 30py, PO3/Iagy 30py.
3 6oky opaaHis cayxy ma gecmuby15pHO20 anapamy: He4acTo - A3BiH y ByxaX.

3 60Ky pecnipamopHoi cucmemu, opa2aHie 2pyoOHoi KAimKu ma cepe0oCMiHHA: HEYACTO - TUCITHOE,
PHUHIT; OyXKe PifKo - KallleJb.

3 60Ky WAYHK0BO-KUWKOB020 MPAKMY: 4acTo - HyHoTa, 6/1i0BaHHs, abmoMiHambHUN JUCKOM@OPT,
6inb y BepXHill YaCTUHI )KMBOTA; HEYACTO - 3MiHA YaCTOTH Aedekarii, giapesi, CyxicTh y poTi,
OVCIIENICisd; OyKe PIOKOo - TaCTPUT, TinepIiasia sCeH, IaHKpeaTur.

3 60Ky neyviHKu i c0840B8UBIOHUX WAsXi8: MyXKe PiOKO - TelaTUT, BHYTPIIIHbOIIEUiHKOBUY X0JIeCTas,
JKOBTSIHHUIIS, TiIBUIIEHHS PiBHS (PepMeHTIB MeuiHKy, BK/II0OUAl04Yy MiABUILEHHS PiBHSA Oinipy06iHy y
CHpOBaTIIi KPOBi (OibIlle TOB’sI3aHO 3 X0JIECTa30M).

3 60Ky HUPOK ma cevyosudinbHOI cucmemu: He4acCTo - TIOPYIIEHHSI CEYOBUITYCKAHHS, HIKTYypis,
[I0JIaKiypid.

3 6oky 06MiHYy peuosuH, memaboai3my: IyXKe PimKo - TimepriikeMis.
3 60Ky Hepeosoi cucmeMu: 4acTo - 3allaMOPOYEHHS, TOJIOBHUY 0i/lb, COHIUBICTh; HEYACTO -
OUCTeB3is, IapecTesisd, CHHKOIIE, TPEMOD, TiloecTe3is; qyXkKe PifiKo - rinepTeHsis, nepudpepudHa

HeHpoIlaTisd, HelupomaTisd; 4acToTa HeBiloMa - eKCTpallipaMifHUK CHHAPOM.

3 6oky ncuxiku: He4acTo - fempecisi, 6e3COHHS/TIOPYIIEHHS CHY, 3MiHM HaCTPOIO; PidKO -



3HIIKOBIJCTE.

3 60Ky cepus: 4acTo - MasbIIiTallisd; JyXKe PiIKo - apuTMis (BKITI04a04u OpaguKapito, HUTYHOYKOBY
Taxikapmito, GiOpumnsIlito mepeacepns), iHPpapkT Miokappaa.

3 60Ky cyOuH: 4acTo - IPUTIIIUBY KPOBi; HEYACTO - apTepiagbHa TiMoTeH3isd; IyXkKe PifIKo - BaCKYIiT.

3 boky Kpogi ma aimpamuyHoi cucmemu: TyXKe PimKo - TeUKOIeHisT, TPOMOOIUTOIIEHis, iHomi 3
IypPIypoio.

3 boky iMyHHOI cucmemu: oyXe PigKo - Timep4YyTIUBiCTb.

3 60Ky wkipu ma nidwkKipHOi KAimKo8UHU: HeYACTO - cBepOixkK, BUCUIIAHHS, TypIlypa, ajionellis,
eK3aHTeMa, Tineprigpos, 3MiHa KOJIbOPY LIKIpH; AyXKe PigKOo - KPONIMB SHKA, aHTiI0HEBPOTUYHUM
HaOpsK, MyTbTU(OPMHA epruTeMa, peakiil GoTouyTauBOCTi (quB. po3xin «Oco0auBOCTI
3acTocyBaHHSI». OOTOUYTIUBICTE), €eKCHOTiaTUBHUY OepMaTuT, cuHapoM CTiBeHca-I[2KOHCOHa,
HaOpsK KBiHKe; yacToTa HeBifoMa - HEKPOTHU3YIOUUY BACKYJIIT i TOKCUYHUY eNliiepManbHUM
HEKpPOJTi3.

3 60Ky onopHO-pyx080i cucmemu ma CnoAy4YHOI MKAHUHU: 9aCcTO - HAOPSIK IMUKOJIOTKYU; HEYaCTO -
aprtpautris, 6inb y CriuHi, cmta3Mu M’s13iB, Mianris.

3 60Ky penpodykmueHoi cucmemu ma (pyHKUii MOAOYHUX 3a/103: HEYACTO - TiIHEKOMACTis,
iMImoTeH1ig.

3aeanvHi po3nadu ma peakuii y micui eeedeHHs: 4acCTO - CN1abKicTh, HAOPSKY; HEYACTO - Gifb,
acTeHis, mucKoMoOpT, He3nyKaHHs, HeKapaiaabHuK Oinb y TPYAHiM KITiTIH.

JlabopamopHi noka3Huku: HevacTo - 30i/TbIIeHHs/3HUKEHHS MacH Tina.

YacToTa no6iYHMX peakKlliil, MOB’sI3aHKUX 3 BaJICAPTAHOM:

3 6oky opaaHis cayxy ma eecmubya5pHO20 anapamy: He4acTo - BEPTUTO.

3 60Ky pecnipamopHoi cucmemu, op2aHie 2pyo0Hoi KAimKu ma cepe00CMiHHA: HEYACTO - Kalllellb.

3 60Ky WAYHKOBO-KUWKOB020 MpaKmy: He4acTo - abmoMiHanbHUM quCKOMGOpT, 6isb y BepXHil
YaCTHHI XKUBOTa.

3 60Ky neviHKU i #0840B8UBIOHUX W/AXi8: YACTOTA HEBIMOMA - MiBUINEHHS PiBHS (PEPMEHTIB
NeYiHKHY, BKJII0Yal0uy MiBUIIIeHHS PiBHA Oinipy0iHy y CMpOBaTIli KPOBI.

3 60Ky HUPOK ma cevyosudiibHOI cucmemu: 4acTOTa HeBifoMa - MiABUIEHHS PiBHSI KpPeaTUHIHY Y
CHpOBATIi KPOBi, HUPKOBAa HEJOCTATHICTh i MOPYIIeHHS QYHKIIil HUPOK.

3 60Ky cyOuH: 4acTOTa HeBigoMa - BaCKYJIiT.

3 6oky Kpogi ma aimMpamuyHoi cucmemu: YaCTOTa HEBiloMa - 3HUXKEHHS PiBHS TeMornobiHy i
reMaTOKpHUTY, HEUTPOIEHis, TPOMOOLUTOIIEeHis, iHOA1 3 MyPIypoIo.

3 6oky iMyHHOI cucmemu: 4acTOTa HeBifoMa - TilmepuyTINBIiCTb.

3 60Ky wkipu ma nidwKipHOi KAiMKOBUHU: YaCTOTa HeBifloMa - BUCUIIaHHS, CBepOixkK, OyIbO3HUIM
IepMaTHUT, AHTIOHEeBPOTUYHUYN HAOPSIK.



3 60Ky onopHO-pyx080i cucmemu ma Cnoay4HOI MKAHUHU: YaCTOTA HeBimoMa - Miasris.
3azanvHi po3nadu ma peakuii y micui eee0eHHA: HEYACTO - CIabKiCTh.
JlabopamopHi NOKA3HUKU: YacTOTa HEeBiloMa - MiABUINEHHS PiBHS KaJliio y KPOBI.

YacTtoTa nobiYHMX PeakIlii, OB’ I3aHUX 3 TiTPOXI0PTia3Ua0M:

3 60Ky opaaHis 30py: PiIKO - MOPYIIEHHS 30py; YaCTOTa HeBioMa - roCTpa 3aKPUTOKYTOBA
rjIayKoMa, XOpiOlfHUY BHUIIIT.

3 6oky pecnipamopHoi cucmemu, opa2aHie 2pyO0HOI KaimKu ma cepedoCmiHHA: OyXKe PifiKo - TOCTPUM
pecnipatoprust guctpec-cuagpom (['PIC) (guB. po3min «OcoOMIUBOCTI 3aCTOCYBaHH»),HaOPSIK
JleTeHb, ITHEeBMOHIT.

3 60Ky WAYHKOBO-KUWKOB020 MPAKMY: YacTO - 3HUKEHHS alleTUTY, HyoTa, O/II0BaHHS; PiIKo -
3amop, miapest, abgoMinanbHUM gruckoMdopT, Oiyib Y BepXHill YaCTUHI XXKUBOTA; AyKe PiAKO -
IIaHKpeaTuT.

3 60Ky neviHKU i H#08408UBIOHUX WAAXIB: PIIKO - BHYTPILIHHONEYiHKOBUAN X0JIeCTa3, KOBTSIHUIIS.

3 60Ky HUPOK ma ceyosudinbHOI cucmemu: pPigKo - HUPKOBa HEJOCTATHICTh i MOpPYyLUIEHHS QYHKIIIi
HUPOK; YaCTOTa HeBifoMa - HUPKOBa OUCQYHKIIiS, TOCTPa HUPKOBA HEJOCTATHICTh.

3 60Ky 06MiHy peuosuH, memaboai3my: OyxKe 9acTo - TIilTOKATIEMis; 9acTo - TimepypuKeMis,
rinomMarsiemis, rimoHaTpiemist; pigko - rinmepkanbIlieMis, rimepriikeMis, moripiieHHs MeTab0TiYHUX
O3HaK [fiabeTy; myxKe PifKo - rinepxaopeMiyHUN anKanoa.

3 60Ky Hepeosoi cucmemu: PigKo - 3allaMOPOYEHHsI, TOJIOBHUM 6inb, TapecTesis.
3 6oky ncuxiku: pigko - mempecisi, 0e3COHHSI/TIOPYIIEeHHS CHY.

3 60Ky cepus: pigKo - apuTMis (BKITIOYar0uu OpaguKapiio, MITyHOYKOBY Taxikapmito, GiOpusiio
mepencepb).

3 60Ky cyOuH: 9acTo - OPTOCTATHYHA TiIOTEeH3is.

3 6oky Kpoei ma aimpamuyHoi cucmemu: pPigko - TPOMOOIIUTOIIEHisI, iHOMI 3 MypITypoI0; AyXKe PigKo -
JIEMKOIIEeHisl, HEUTPOIIeHis, arpa”yJIOLUTO3, HeAOCTATHICTh KiCTKOBOTO MO3KY; 4YaCTOTa HeBigoMa -
alJIaCTUYHA aHeMid.

3 60Ky iMyHHOI cucmemu: Iyxe PigKo - TiMepuyTIuBiCTb.

3 6oky wkipu ma niOwKipHoi KAiMKOBUHU: 9aCTO - BUCUTIAHHS, KPOIIUB'THKA; PiIKO - Mypmypa,
peaxiiil poTouyTnuBocTi (ouB. po3min «OcobauBOCTi 3acTocyBaHHA». POTOUYTIUBICTE); AykKe PiAKO -
IKipHi peakil, moxi0Hi YepBOHOMY BOBYaKy, peaKTHBallis MKipHOI (GOpMU YEPBOHOTO BOBYAKa,
HEKPOTU3YIOUMY BACKYJIIT 1 TOKCUUHUM elliflepMaibHUY HEKPOJIi3; YacToTa HeBijoMa -
MynIbTU()OPMHA epUTEMA.

[lobposKicHi, 3105KiCHI ma Hesu3Ha4eHi HOBOYMBOPeHHA (BKAHYHO 3 KicmaMu ma noainamu):
YacTOTa HeBioMa - HeMe/TaHOMHMY pak MIKipyu (6a3albHOKITITUHHA Ta MIJIOCKOKJIITMHA KapIuHOMa).

3 60Ky onopHO-pyx080i cucmemu ma Cnoay4HOI MKAHUHU: YaCTOTa HeBioMa - Clla3Mu M’s3iB.



3 60Ky penpodykmueHoi cucmemu ma (pyHKUii MOAOYHUX 3d/103: YACTO - IMIIOTEHITis.
3azanvHi po3nadu ma peakuii y micui eee0eHHA: 4aCTOTa HeBiloMa - IPOTaCHULIS, aCTeHid.
JlabopamopHi NoKa3HukKuU: TyKe 9aCTO - MiBUINEHHS PiBHS NiMidiB; PigKO - TTIOKO3ypis.

Omnuc 06paHux T0OIYHUX PEAKITH.

HemenaHoMHUll pak wKipu: Ha MigCTaBi HASBHUX MAHUX eIieMioIoTiYHUX [OCIiIXKeHb
CIIOCTepPiraeThCa KyMyIATUBHUYM 00303a/IeKHUM 3B 30K MiX TiAPOXJIOPTia3uaoM i HeMeJIaHOMHUM
pakoM mIKipu (guB. po3min «Oco6IUBOCTI 3aCTOCYBAaHHS»).

ITosidomaeHHA npo nido3peaHi nobiuHi peakuii.

[ToBimomeHHs PO Migo3poBaHi Mo6GiYHI peakii micisg peecTpariil 1iKapchbKOro 3aco0y € BaxKIUBOIO
npouenyporo. Lle m03Bosisie IPOAOBKYBAaTU MOHITOPUHT CIIBBIIHOLIEHHS «KOPUCTH/PU3UK» [OJIS
BiATIOBigHOTO iKapchKoro 3aco0y. Megu4yHUM IIpalliBHUKaM He0OXiHO MOBiqOMIISATH PO Oyab-sIKi
nimo3pioBaHi MoOiuHi peakilil Yepe3 HaIliOHaIbHY CHCTEMY ITOBiOMIIEHb.

Tepmin npudamHocmi. 3 POKH.

YmMmoBH 30epiranssi.

30epiraTtu B OpuTiHaabHiY yIaKOBIi IpU TeMIepaTypi He Buille 25 °C. 30epiratu B HELOCTYITHOMY
IJIs miTed micti.

YnakosBka.

[To 7 TabneTOK y KOHTYPHiM 4apyHKOBil yIakKoBIi, 10 2 abo 4 KOHTYPHi YapyHKOBi yIaKOBKY B MayIlj;
10 14 Tab1eToK y KOHTYPHIi! YapyHKOBIi ymakoBy, 1o 1, mo 2 a6o mo 6 KOHTYpHUX YapyHKOBUX
YIIaKOBOK B ITaylii.

Kareropis Bignmycky. 3a peremnrtom.

Bupo6nuk. [IpAT «®apmarieBTryHa pipma «JapHUALIT>.

Micue3HaxoKeHHsI BHPOOHHKA Ta afipeca MicIsi IpoBaJIKeHHs MOro dis/IbHOCTI.

Ykpaina, 02093, m. Kuis, Byn. bopucminbceka, 13.



