Ckian

Oitoui peuosuHu: ramipril, hydrochlorothiazide;
1 TabreTka MiCTUTH paMinipuiny 5 Mr i rigpoxopoTia3ugy 25 MT;

OONOMIJCHI peuoB8uHU: TaKTO3U MOHOTiApaT, 11eJiiojo3a MiKpokpucrasnidytda 102,
KPOCIIOBiIOH, TiTpoMesio3a, MarHito creapar.

JIikapcbKa ¢dpopMma

TabneTku.

OcHOoBHI (pi3uKo-ximiuHi 81acmueocmi: TabneTku 6isoro abo Mmarike 6iJ10T0 KOIbOPY,
KpyTI0i (opMM 3 IJIOCKOIO ITIOBEPXHEIO 3 PUCKOI0 Ta (HacKoio.

®apMaKoTepaneBTUYHA Irpymna

KombiHoBaHi npemnapaTu iHTi0iTOPiB aHTiOTEeH3WH-TIePETBOPIOBAJILHOTO (hEPMEHTY
(AI1I®). Kog ATX C09B AO05.

dapmMakoguHaMiKa

MexaHi3M mii

Paminpus. PaminnpunaTt, akTUBHUM MeTa0OOJIiT ITPOJTiKiB-paMinpuny, € iHribiTopom
dbepMmenTy gunentugunkapbokcunentugasu I (Takox Bimomui sk AII® abo kKina3za II).
Y nna3mi KpoBi Ta TKaHWHAaX el (epMeHT KaTali3ye NepeTBOPEHHSA aHTi0TeH3UHY |
Ha aHTioTeH3uH I, akTUBHY CYOQUHO3BYXKYyBaJIbHY PEYOBHHY, Ta PO3IIEIJIEHHS
OpagukKiHiHy, SKUY € aKTUBHUM Ba30OUJIATAaTOPOM. 3MEHIIIEHHS YTBOPEHHST
aHrioTeH3uHYy Il i TpUTHiYeHHS PO3UIeNnieHHI OpafguKiHiHy ITPU3BOOUTH OO
PO3IIMPEHHS CYOUH.

Ockinbku aHTrioTeH3uH Il TaKOXK CTUMYJIIO€ BUBIIIbBHEHHS albAOCTEPOHY, paMinpusiaT
CIIPUYHHSIE 3MEHIIEHHS CEeKpeIlil aJIbIOCTEPOHY. Y IallieHTiB HETPOIAHOl pacu (adpo-
KapuOCHhKOTO MOXOIKEHHS) 3 apTepialbHOIO TinepTeH3i€o (MOIyIsAist, IIst SIKOi
3a3BUYal XxapaKTepHUM HU3bKUU PiBEHb aKTUBHOCTI PEHiIHY) peakllii Ha MOHOTePaIIiio
inridiTopamu AII® B cepegHboMy Oyjia MEHIII BUPaXKeHOoIo, HiXK Y Ialli€eHTiB, SKi €
IIpencTaBHUKaAMM IHIIUX pac.

TI'iopoxsaopomia3ud. T'igpoxsopoTia3up - 1ie Tia3ugHui aiypeTuk. IIlo cTocyeTbes

Tia3MOHUX AiyPETUKiB, TO MEXaHi3M 1X aHTUTINIEPTEH3UBHOI il TOKHU 110 OCTaTO4YHO HE
3’ssicoBaHUM. BOHM NpUTHIUYIOTE peabcopO1iito i0HiB HATpPito Ta XJI0OPY B OUCTAJILHUX



KaHasnblgx. [TocueHa HUPKOBa €KCKpellisd IIUX i0HiB CYyIIPOBOAXKYETHCS 30iIbIIIEHHAM
Ce4YOoyTBOPEHHS (BHACITIZOK OCMOTUYHOTO 3B’A3yBaHHSA BOAM). BuBemeHHs Kalliio Ta
MarHil0 TaKOXK 30iMbIITYETHCS, TOMi IK BUBEIEHHS CEY0OBOI KMCJIOTHU 3MEHIITYETHCS.
MoXJ1Bi MexaHi3MU TilMOTEeH3UBHOI il TigpoXJI0opoTia3uay MoasaraloTh ¥ 3MiHi
HaTpieBoro OajaHCy, 3MEeHIIIeHHI 00’eMy ITO3aKJIITUHHOI PiAWHMY i IJITa3Mu KPOBi, 3MiHi
OITOPY HUPKOBUX CyOHH a00 3HMKEHHI peaklliii Ha HopaApeHaliH Ta aHrioreH3uH II.

Paminpus. 3aCTOCYBaHHS paMIiNpuily OPU3BOOUTH OO 3HAYHOI'O 3HUXKEHHS
nepudepuyHOTro apTepiaabHOr0 OMOpPY. 3a3BUYall 3HaYHUX 3MiH HUPKOBOTO
IJ1Ia3MOTOKY a0b0 IMIBUAKOCTI KiIy00o4KoBo1 dinbrpanii (IIIK®) He BinOyBaeThcs. Y
IIalli€eHTIB 3 apTepiaJbHOIO TiIepTeH31€10 3aCTOCYBaHHS paMillpuily IIPU3BOOUTE O
3HUKEHHS apTepiaJbHOTO TUCKY SK Y TOPU30HTAIbHOMY, TaK i Y BEpTUKAIbHOMY
MIOJIOXKEHHI, 0 He CYIIPOBOAXKYETHCSA KOMIIEHCATOPHUM IIiABUIIEHHSAM 4YaCTOTHU
CepleBUX CKOPOUYEHb.

Y GinbIIOCTi MAIliEHTIB aHTUTiNTePTEeH3UBHUY e(eKT HacTae nmpubiIru3Ho yepe3 1-2
TOOUWHU ITiCJI IepopajibHOTO IPUMOMY OJHOPA30BOl IO3U IIpenapaTry. MakcuManlbHUN
edeKT micns nmepopajabHOTro IIPUNOMY OOHOPa30BOl 403U 3a3BUYall HacTae yepes 3-6
TOOWH. AHTUTINIEPTEH3UBHUU e(hEKT ITiCIId IPUKXOMY OQHOPAa30BOl 03U 3a3BUYalU
30epiraeTbCcst MPoTATroM 24 TOOUH.

[Tpu TpuBasioMy JIiIKyBaHHI i3 3aCTOCYBaHHSM paMillpujly MakKCUMaJIbHUU
QHTUTINIEPTEH3UBHUM €(eKT PO3BUBAETHCA dyepe3 3-4 TuxkHi. [loBegeHo, 110 IpHU
OOBTOTPHUBAJIiM Tepallil aHTUTiNIepTeH3uBHUM eheKT 30epiracThCcsi MPOTITroM 2 POKIiB.

PamToBe mpuNUHEHHS TPUMOMY PaAMITIPUITY HE CIPUYUHSIE IIBUOKOTO Ta HAOIMipHOTO
MTiOBUINTEHHS apTepiaJbHOTO THCKY ((heHOMEH PUKOIIETY).

I'iopoxsaopomia3ud. 1110 cTOCy€eTHCS TigpOXI0pOTia3uay, TO IOYaTOK OiypEeTUYHOTO
edekTy HacTae mpubIM3HO Yepe3 2 TOOUHU i TPUBAE NPOTATOM 6-12 roauH, a
MaKCHUMaJlIbHUM e€peKT JOCATAETHCS yepes3 4 TOOUHMU.

AHTUTiITEpTEeH3UBHUU epeKT HacTae yepe3 3-4 gHI JIiIKyBaHHS i MOXKe TpUBaTU
npoTsAroM 1 THUIKHS ITiCIISA 3aBepIIeHHS JIIKyBaHHS.

AHTUTInEPTEeH3UBHUM ePEeKT CYIIPOBOIXKYETHCSA He3HAUHUM 30inbiieHHsIM [ITK®,
CYOWHHOTO OIIOPY HHUPKOBOTO pycCJia Ta aKTUBHOCTI PEeHiHy y mjIa3Mi KpOBi.

OOHouacHe 3acmoCy8dHHA paminpuay ma 2idpoxsiopomia3udy. Y npolieci KiIiHiYHuX

OOCIimKeHb OyJI0 BCTAHOBJIEHO, 110 3aCTOCYBaHH4 ITi€el KoMOiHallil TPU3BOOUTD [0
OinbIII 3HAYHOTO 3HMUZKEHHS apTepiaJbHOTO TUCKY, Hi’K 3aCTOCYBaHHS KOXKHOI 3
OirourX pedoBUH OKpeMo. OpHOYacHe 3aCTOCYyBaHHSA paMillpuly Ta rigpoXJIopoTia3uny
3MEHIIIy€ BTPATy KaJllilo, SKa CyIPOBOAXKY€E OiypeTUUYHUYM e(PeKT, iMOBIpHO, BHACITIAOK
MIPUTHIYEeHHSI aKTUBHOCTI PeHiH-aHTiOTEeH3UWH-aIbAoCTEePOHOBO1 cucteMu (PAAC).



KoMm6inyBaHnHs iHribiTopa AII® 3 Tia3ugHUM AiypeTUKOM BUSIBIISIE CUHEPTIYHUN e(DEKT,
a TaKOXK 3MEHIIYE PU3UK BUHUKHEHHS TillOKaJlieMil, CIPUYNHEHOl 3aCTOCYyBaHHSIM
CcaMoro fgiypeTuka.

Kniniuna edeKTUBHICTL Ta Oe3neka

ApmepiaavHa 2inepmeH3isn 1e2ko20 abo cepedHb020 CMyneHs MAXCKocmi.
EdekTuBHICTh paMinpuiy Ta rigpoxjaopoTia3uny Oyiia TpogeMOHCTPOBaHA Y ABOX
OOCIiAXKEeHHAX, B IKUX Opayu y4acTh MalliEHTU 3 eCeHIiaJIbHOIO apTepialbHOIO
rinmepTeHsi€io 1erkoro abo cepegHbOr0 CTYIEHS TSAKKOCTi. MeTo10 Iepuioro
mocrimkeHHs (534 marieHT) OyB IIOIIYK OIITUMAaIbHOI IO3U IIIJISIXOM ITOPiBHSIHHS
paminpuny (y mo3ax Big 2,5 mr go 10 mr) Ta rigpoxmopoTia3uny (y mosax 12,5 mr abo
25 Mr), fIKi 3aCTOCOBYBaJiM OKpeMo Ta y KoMOiHailii. [JocmigXKyBaHi IpenapaTu
3aCTOCOBYBAJIH IMPOTSATOM 6 THZKHIB ITicJIg 2—4-THXKHEBOI T0YaTKOBO1 a3H, Iia Jac
SIKO1 allieHTu npuiiManu ninaiebo. EGekTUBHICTh OLIiHIOBaIX 3a TOKa3HUKOM
3HUXKEHHS apTepiaJlbHOIO TUCKY y IIOJIOKEHH] IallieHTa jieXkadyu Ha CIWHI Ta y
TIOJIOKEHHI CTOSTYM 3a Iepiof Bif 3aKiHYeHHS M0oYaTKOBOI a3y 3 IpUMoMOM I1ialiedo
IO KiHIIeBOl TOYKH OOCIigXKeHHS (0OCTaHHE BUMipIOBaHHS [JISI KOXKHOTO ITalliEHTa).
Byno nmigTBepaxkeHo, 10 e(eKTUBHOIO aHTUTIIEPTEH3UBHOIO 103010 paMinpuny € 10
mr. KombGiHOoBaHa Teparlis paminpuioM i rimpoxmopoTtiasugoM 3abe3nedyBaiia
CTAaTUCTUYHO 3HAUYNIO OiibIlle 3HUXKEHHS apTepPiaJlbHOIO TUCKY MOPIBHSHO 3
paminpuioM abo rimpoxjopoTia3umoM sIK MOHOTeparrieo (p < 0,05 mgis GinbInocTi
MMOPiBHSHB); paMinpun y mo3i 10 Mr 6yB 6inbill epeKTUBHUM IIPU 3aCTOCYBaHHI Y
KoMOiHa1lil 3 rigpoxmopoTtia3dunoM y mo3i 12,5 Mr abo 25 Mr, HiK 9K MOHOTeparris. Y
1Ii;ToMy HaMbinbille cepeaHe 3HNKEHHS CUCTOJIIYHOTO apTepianbHOoro Tucky (CAT) Ta
OiaCTOIIYHOTO apTepianbHOro TUCKY ([IAT) mocsranocs npu 3aCTOCYBaHHI paMipuiy
B mo3i 5 Mr a6o 10 Mmr y kom0OiHartril 3 rigpoxiopoTia3dumoM y mo3i 12,5 mr abo 25 mr.

IIpyre pocmimxkenHs (192 narienTn) 6ys10 IMMOOBIMHO CIIMUM, PpaHAOMi30BaHUM
OOCHIAKEeHHSIM Yy IlapajieJIbHUX Ipynax i3 4-TUKHEBUM II0YaTKOBHUM IIEPiomoM, ITif 4ac
SIKOTO TIAI[iEHTH IIpuiManu mniaiedo, Ta HaCTYyOHUMHU 12 TUXKHSIMU aKTUBHOTO
nmikyBaHHA. [1ig 9yac nepmux 6 TUXKHIB (a3 aKTUBHOTO JIIKyBaHHSA NaIliEHTH
OTPUMYBAJIU SIK MOHOTepartiio abo paminpun y go3i 10 mr, abo rigpoxiopoTia3usn y
no3i 50 mr. EdpekTuBHICTh BU3Hauvanu nuisxoM suMipioBanHsa CAT i [IAT y monoxKeHHi
nalfjieHTa jiekayu Ha CIIMHI Ta y IOJI0XKeHHi cToss4u. E(eKTUBHICTh TiKyBaHHS
BU3Havanu 3a piBHeM [IAT y 110102K€HHI jiekayu Ha CIIWHI Ta y I[TOJIOKEHH] CTOSAYU <
90 MM pT. CT. Ha KiHellb nepiuol ¢pa3u MoHoTeparmril. [Tig gac gpyrol ¢a3u aKTUBHOTO
JIIKyBaHHS MAIi€HTH, Y IKUX He CIIOoCTepiraBcsa epeKT IIiCJisg 3aCTOCYyBaHHS
JIIKapChKOT0 3aco0y Ha KiHellb 6-TUKHEeBO1 ¢pa3u MOHOTEpaMii, OTpUMYyBaJIx
HedikcoBaHy KoMOiHallito paminpuny B 0o3i 10 Mr Ta rimpoxmoporia3uny B go3i 50 mr.
Ha kinensn mepmioi 6-TukHeBo1 pa3u MoHOTeparrii cepente 3HuKeHHI CAT y
IIOJIOZKEHHI Jiexka4yu Ha CIIMHI CTaHOBUJIO 15,5 MM PT. CT. B IPyIi 3aCTOCyBaHHA



rimpoxsiopoTtia3suny y mo3i 50 mri 11,1 MM pT. CT. B rpyIi 3aCTOCYBaHHS paMIiIpuiy y
mo3i 10 mr; BignoBigHiI 3HaueHHsA CAT y OI0KeHH] naliieHTa CTosA4Yu cTaHoBuUiIu 14,5 1
8,4 MM pT. cT. CepenHe 3HUXKEeHHS AT y I0JI0KEHH] JIeKauyu Ha CIIMHI CTAHOBUJIO
10,7 MM pT. CT. B IPyIIi 3aCTOCYBaHHS rigpoxiopoTia3ugy y fo3i 50 mr i 9,0 MM pT. CT.
B I'PYIIi 3aCTOCYBaHHS paMinpuiny y no3i 10 mr; BignosinHi 3HayeHHsa AT y
II0JIOKEHHI cTossuu ctaHoBuau 11,31 7,9 MM pT. cT. PiBeHb BiOgnoBiAl yepes3 6 TUXKHIB
JIiIKyBaHHs CTaHOBUB 52,1 % B rpyIi 3aCTOCyBaHHA rigpoxsopoTia3duny y no3i 50 mr i
37,7 % B rpymni 3acToCyBaHHS paMinpuny y go3i 10 Mmr (Tounuu kputepiu dimiepa,
p=0,061). 3i 49 maiieHTiB, y IKMX He COOCTepiraBcsa eeKT JIiKyBaHHS Ha KiHellb 6-
TUKHEBO1 (pa3m MOHOTeparril paminpusaoM y go3i 10 mr, y 21 nanienTa (42,9 %) edekr
JIIKyBaHHS CIIOCTEPIraBcCs IiCas JofaBaHHS A0 IIi€l go3u paminpuny 50 mr
rigpoxmopoTia3uny. [TomioHuUM ymHOM, 3 35 Malli€HTIB, SAKi He BiAIIOBINIKM Ha TiKyBaHHS
Ha KiHelb 6-TMKHEeBO1 (pa3m MOHOTepaIril rizpoxiopoTiasugom y no3i 50 mr, 13 (37,1
%) BiAMOBiNM Ha JIiKyBaHHS MiCIA HOJaBaHHS OO IIi€l mo3u rigpoxnopoTiasugy 10 Mr
paMinpuiy.

IocniosnceHHsa HOPE. KpiM aHTUTiIIEPTEeH3UBHOTO eheKTy, paMinpui y mo3i 10 Mr
BUSBJISIE CIPUSATINBUU 3aXUCHUU e(DeKT I CepleBO-CyYOUHHOL CUCTEMHU Ta HUPOK, II0
He 3aJIeXXUTh Bifl 3HUKEHHS apTepiaJbHOTO TUCKY.

Byno npoBeneHo niaiebo-KOHTPOIbOBaHEe MOCTiAXKeHHI TPodiTaKTUYHUX
BiIacTuBOCTeM mpenapaty (mocnigxenusas HOPE), y skoMy paMinpui gomaBaBCcs [0
cTaHOapTHOI Teparril 6inbire HixK y 9200 namieHTiB. ¥V 11e mocnigKeHHSA OyIu BKIIOYEHi
NalieHTH 3 MiOABUIIEHUM PU3UKOM BUHUKHEHHS CEepPLIeBO-CYAUHHUX 3aXBOPIOBaHb
BHACJIiA0OK a60 aTepoTPOMOOTHYHOTO CEPIIEBO-CYINHHOT0 3aXBOPIOBAHHS (HAasIBHOCTI B
aHaMHe3i ilmeMigyHOl XBOpoOu ceplisi, iHCyJIbTy ab0 3aXBOpIOBaHHS IepudepuyHux
cynouH), abo IyKpoBoro miabeTy, siki MaloTh IPUHAWMHI OOUH DOOATKOBUM (HaKTop
pU3UKYy (HOKyMEHTaJIbHO IIiATBepAXKeHa MiKpoanb0yMiHypisi, apTepianbHa
rinepTeH3is, TigABUIIEHUN PiBEHb 3arajbHOTO X0JIECTEPUHY, HU3bKUM PiBEHb
XOJIeCTEPUHY JIIIONPOTEIHIB BUCOKOI IIiTBHOCTi a00 TIOTIOHOIIATIHHA).

[MocmigKeHHS MoKa3aslo, 110 paMilpujl CTaTUCTUYHO 3HAYYIIlEe 3HNUKYE YaCTOTy
iHpapKTy MiOKapaa Ta JIeTaJlbHUX HACJIiOKiB BHACIIIOK CEPLIeBO-CYANHHUX
3aXBOPIOBaHb Ta iHCYNBLTY (1mmofil KoMOiHOBaHOI ITEePBUHHOI KiHIIEBOI TOUKH), K IIPHU
MOHOTepaTIrii, Tak i y KomOiHallisax.

Tabnuua 1. Hocraigxkenus HOPE: ocHOBHI pe3ynbTaTi



) BinnocHun
Paminpmun, | IInanmeo6o,

PHU3HUK

% %

IToKa3HUKH 3HAYEeHHSs P
(95 % pmoBipuuu
(N=4645) | (N=4652) | .
iaTepBain (I1I))

IToOii kombiHoBaHOT
nepe8uHHOI KiHUesoi mouku

IadapkT Miokapaa 9,9 12,3 0,80 (0,70-0,90) | < 0,001

CMepTh BHACIIIOK CEPIIEBO-

14,1 17,8 0,78 (0,70-0,86) < 0,001

6,1 8,1 0,74 (0,64-0,87) < 0,001
CYOUHHUX ITPUYNH

[HCYynBT 3,4 4,9 0,68 (0,56-0,84) < 0,001

BmopuHHI KiHUe8l mo4ku

CMepTh BHACIIAOK Oyab-

- 10,4 12,2 0,84 (0,75-0,95) 0,005
SIKOI IPUYHUHHA
[Torpeba y

16,0 18,3 0,85 (0,77-0,94) 0,002
peBacKynspu3alii
['ocniTanizallis 3 IpuBOAY CTaTHUCTUYHO
] - 12,1 12,3 0,98 (0,87-1,10)

HecTabiTbHOI CTeHOKapmil He3HauyIlle
locmitamizalis 3 0

FHTAISatA S npusony 3,2 3,5 0,88 (0,70-1,10) 0,25
cepIieBoi HemoOCTaTHOCTI
YcknanoHe OBOTO

FTAIHEHHA HykpOBOT 6,4 7.6 0,84 (0,72-0,98) 0,03

miabety

IMopsiiiHa 6110Kama PAAC. ¥V nBoxX BeJIMKMX PAHOOMi30BaHUX KOHTPOIbOBAHUX
mocnimxeHHsaX [ONTARGET (mocrnmigKeHHS BOJIMBY TelMicapTaHy SIK MOHOTepallil Ta y
KoMOiHallil 3 pamMinpuiIoM Ha 3arajibHy KiHlleBy TOuKy) i VA NEPHRON-D
(mocnimxkeHHs miabeTuuHOl HedpomaTii y oHOPiB)] BUBYAJIOCS 3aCTOCYBaHHS
kKoMOiHartrii iHri6iTopa AIT® 3 aHTaroHicToM perenTopiB aurioreH3uny II.

Hocnigxenass ONTARGET npoBopuiiocs y nalfi€eHTiB i3 ceplieBO-CyAUHHUMU YU
11epebpPoOBaCKYyJISPHMMM 3aXBOPIOBAaHHSIMM B aHaMHe3i abo i3 I[yKpoBuUM fiabeToM 2-TO
TUIY 13 CyIIyTHIMY O3HaKaMM ypaxKeHHs OpraHiB-MillleHelu. Y mocuimkeHHiI VA
NEPHRON-D B3sa51u y4acTh IalliEHTH 3 LIYKPOBUM fiabeToM 2-Tr0 TUITY Ta AiaOeTUUHOIO
He@dpomarTi€ro.

Y nporieci nux gociigxkeHb He 3adikKcoBaHO 3HAUYIINX IepeBar KOoMOiHOBaHOI Teparril
II0OA0 HUPKOBUX i/ab0 ceplieBO-CyOMHHUX 3aXBOPIOBAHb Ta JIeTaJIbHUX HACJIAKIB, B TOU
4ac SK IPU IIbOMY CIIOCTEPiraBcs MiABUILEHUM PU3UK riepKaieMii, ToCTpol HUPKOBOI
HEeOoCTaTHOCTI i/abo apTepianbHOI rimoTeH3ii MOpPiBHIHO 3 MOHOTEpPani€. 3BaxKanndu



Ha nomi6Hi papMakoguHaMiUHi XapaKTEPUCTHUKU LIUX pelaparis, i pe3yIbTaTi
TAKO2K 3aCTOCOBHI mst iHmmuX iHridiTopiB AII® Ta aHTaAroHicTiB pelenTopiB
aHrioren3uny II.

Y 3B’a3Ky 3 1M iHri6iTopu AII® Ta aHTaroHiCTU peleNTopPiB aHTioTeH3UuHY II He
MOXKHa OJHOYAaCHO 3aCTOCOBYBATHU MalliEHTaM 3 Aia0eTUYHOI0 HedpomnaTi€o.

Y pocnipgxenHi ALTITUDE (BuBYeHHS BIJIUBY ajliCKipeHYy Ha CTaH Malli€eHTiB 3
IIYKPOBUM Hia0eToM 2-T0 TUITy 3 BUKOPUCTAHHSIM CEPIIEBO-CYANHHUX Ta HUPKOBUX
KiHIIeBUX TOYOK) OLIIHIOBA/IM IIepeBaru JogaBaHHS aJliCKipeHy [0 CTaHOapTHOI Tepairil
inridiTopom AIT® abo aHTaroHicToM pelenTopiB aHrioTeH3uny Il y maiieHTiB 3
IIYKPOBUM [iabeToM 2-T0O TUITy Ta XPOHIYHUM 3aXBOPIOBAHHSM HUPOK, CEPIIEBO-
CYOUHHUM 3aXBOpPIOBaHHSAM abo oO0oMa naTtosoriamu. Lle mocnigkeHHsS 0y10
3aBePIIeHO MOCTPOKOBO Yepe3s ITiIBUIIeHHS PU3UKY HeOarkKaHUX KITIHIYHUX HaCTigKiB.
Y rpymni nputioMy ajickipeHy IOPiBHAHO 3 IPYIIOI0 IIpuiioMy Iamebo Oyna
3adikcoBaHa KilbKiCHO OifnbIlla YacTOTa JIeTaIbHUX BUIIAIKIB Yepe3 ceplieBO-CyOUuHHi
MIPUYUHU Ta iHCYIbT, @ TAaKOXK ITiHBUIIEHHS YaCTOTU CEPHUO3HUX MOOIYHUX peakilii
(rinepkaniemii, apTepiajbHOI TinoTeH3il i AUCPyHKIIiI HUPOK).

Hemenaromuau# pak mkipu (HMPIII). Ha migcTaBi maHUX enigeMioIoridyHuX

OOCIiXKeHb OyJI0 BUSIBIIEHO B3a€EMO3B’I30K MiXK CYKYITHOIO 03010 TimpoxJopoTia3uny i
po3sutkoM HMPIII. OgHe gocnigkKeHHA BKaO4dYano 71533 maiienTu 3
0a3anbHOKIITHHHOIO KapiuuHoMmoio (BKK) Ta 8629 marlieHTiB i3 IIJTOCKOKITITUHHOIO
kapumaoMoio (ITKK), skum BignoBiganu 1430833 1 172 462 namieHETH Y KOHTPOJIbHIN
rpyi BignosigHo. IIpu BUCOKOMY piBHI 3aCTOCYBaHHS TiApoXJjIopoTia3ugy (CyKymnHa
mo3a = 50000 mMr) BUSIBJIEHO CKOPUTOBaHe BimHOMIeHHs maHciB (BII) 1,29 (95 % MI:
1,23-1,35) ot BKK Ta 3,98 (95 % OI: 3,68-4,31) onsa IIKK. 4k ons BKK, Tak i s
[IKK cmocTepiraBcs 4iTKHM B3a€EMO3B’sI30K MiXK CYKYIHOIO IO30I0 Ta epeKToM. [HIIe
OOCJII2KEeHHS ITPOAEMOHCTPYBAaJIO HasABHICTh MOXKJIMBOI'O B3a€EMO3B 13Ky MiK pakKOM
ryou (ITKK) Ta 3acTocyBaHHSAM TifgpoXxjIopoTia3upy: Oyyio BUsSBIeHO 633 mallieHTH 3
pakoM ryou Ha 63067 mallieHTiB y KOHTPOIbHiN Ipyni (BUKOPHUCTOBYBajlaCcs CTpaTeris
BUOIpKY 3 ypaxyBaHHSIM PU3UKY). 3aleXkKHICTb eeKTY Biff CyKymHOI mo3u Oya
IPOAEMOHCTPOBaHa 3a JOIIOMOro ckopurosaHoro BIII, aske ctanoBuio 2,1 (95 % [OI:
1,7-2,6). BIII 36ineiryBanocs oo 3,9 (3,0-4,9) npu 3acToCcyBaHHI BUCOKOI CYKYIIHOI MO3U
rigpoxmopoTia3duny (~25000 mr) i mo 7,7 (5,7-10,5) mpu 3acToCyBaHHi HaWBUIIO1
cykynHol go3u npemnapaty (~100000 mr) (ouB. TaKoXK po3fin «OcobBIUBOCTI
3aCTOCYyBaHHS»).

dapMaKkoKiHEeTHKA

Paminpua



BcMmokTyBaHHg. [Ticisa nepopaJIbHOT0O IPUMOMY paMillpuil IIBUOKO BCMOKTYETHCS 3i

IIJIYHKOBO-KUIIIKOBOI'O TPAKTy. MakcuMasibHa KOHIIEHTpallisl paMillpuiy y mnaa3Mi
KPOBIL AOCATA€ETHCA NPOTATOM 1 roovHU. 3 OrIsiAy Ha KUIbKICTh PEYOBUHHU, BUSBJIEHOL ¥
cedi, BCMOKTyBaHHS CTAHOBUTH M[OHaWMeHIIe 56 %, i Ha HbOTr0 CYTTEBO HE BIIJIUBA€E
HasIBHICTH 1XKi y IIJTYHKOBO-KUIIIKOBOMY TpPaKTi. BiogoCcTynmHICTh aKTUBHOTO MeTabOoIIiTy
paMinpunaTy Hicias IIepopalbHOTO IPUKNOMY IpemnapaTy y go3i 2,5 Mr i 5 Mr cTaHOBUTbD
45 %.

MakcuMarnibHa KOHIIEHTpallid y [JIa3Mi KpOBi paMinpuiaTy, EGUHOT0 aKTUBHOTO
MeTaboiTy paMinpuiy, OCATaEThCA Yyepe3 2-4 TOOUHU ITiCJId IPUMOMY PaMillpUILy.
[Ticns 3acTocyBaHHS 3BUYaWHUX 403 paMinpuny 1 pa3 Ha go0Oy piBHOBaxKHa
KOHIIeHTpallid paMinpusiaTy y njia3Mi KpoBi gocsAraeTbcs NpubIm3Ho Yyepes 4 gHi
JIIKyBaHHS.

Posnopin. 3B’si3yBanHs 3 O6ilkaMu IJIa3MU KPOBi CTaHOBUTH MPUOIU3HO 73 % mOns
paminpuiny Ta 56 % oy paMminpuiary.

MeTabomni3M. Paminpusn Malizke ITOBHICTIO MeTab0ITi3yeThCS 00 paMillpusaTy Ta oo

OUKETOIIiNepa3nHoBOro edhipy, OUKETOIIiNepa3nHOBOl KMCIIOTH i TJIIOKYPOHIiiB
paMinpuiy ¥ paMminpunary.

BuBenenHsi. BuBemeHHs1 MeTaboIIiTiB BigOyBa€EThCS MePEBaXKHO IIIISIXOM HUPKOBOI

eKCKpelril. 3HMKeHHsI KOHIIeHTpallil paMinpuiaTy y Ij1a3Mi KpoBi € 6araTtodasHuM.
Yepes nnoTykKHe HacuuyBajibHe 3B's13yBaHHA 3 AII® i IOBIIBHY OucoLiallio 31 3B’A3KYy 3
(bepmeHTOM paminpuiIaT Ma€ NIPOJIOHTOBaHy TepMiHalbHY a3y BUBEOEHHS IPU OyXKe
HU3BKUX KOHIIEHTPAaIlisiX y nia3Mi KpoBi. EpekTuBHUY Iepion HalliBBUBEIEHHS
paMinpuiy miciisg npuiiomMy mOBTOPHUX A03 5-10 Mr paminpuny 1 pa3 Ha moby
CcTaHOBUTH 13-17 roguH i JoBIlIe OIpU 3aCTOCYBAHHI HUXKYUX 03

(1,25-2,5 mr). PizHHIE 3yMOBIE€HA THUM, IO 3OAaTHICTh PEPMEHTY A0 3B'sI3yBaHHS 3
paMinpuiaaToM € Hacu4yBaJibHOIO. [1icJist mepopanbHOro IpUKMoMy OOHOPa30BOl 03U
paMinpuiay aHi paMinpui, aHi 10To0 MeTabOoJIiT He BUSBISIIUCS ¥ TPYOHOMY MOJIOLII.
[TpoTe HeBimOMO, sIKUM e(PeKT Ma€ IPUUOM ITOBTOPHUX HOO3.

[NamienTn 3 mopyuieHHIMHU MYHKIII HUPOK (OuB. po3main «Crocid 3acTocyBaHHS Ta

oo3u»). Y MallieHTiB i3 MOPYyIIeHHSIMHU (PYyHKIll HUPOK HUPKOBA €KCKpPeIlisl paMinpuiaTy
3HHXKEHAa, a HUPKOBUH KJIIpEeHC paMilpusiaTy HPOIOPLINHNUY KJIIpeHCYy KpeaTuHiHy. Lle
MMPU3BOOUTH IO ITiABUIIEHHS KOHIIEHTPallil paMimpunaTty y Ijaa3Mi KpoBi, dKa
3HUXKYETHCS IOBiJIbHIIIE, HiK B 0Ci0 i3 HOpMabHOIO QYHKIII€I0 HUPOK.

[NamieHTH 3 MOPYIIeHHIMM QYHKII nediHKy (OuB. po3ain «Cmocib 3acTocyBaHHS Ta

oo3u»). Y MallieHTiB i3 MOpPyIIeHHSIMHU (PyHKITi1 IeYiHKY IIepeTBOPEHHS paMillpuily Ha
paMinpunaT BimOyBa€ThCs IIOBiJIbHIIIIE Yepe3 3HUXKEHHSI aKTUBHOCTI Me4YiHKOBUX
ecTepas. Y TaKuX IalliEHTiB CIIOCTepPiraeThCs 30iMbIIIEHHS PiBHS paMillpuiy y miaa3Mi



KpoBi. OgHaK MakCHMaJlbHa KOHIIEHTpAallii paMiipuiaTy y Ijla3Mi KpOBi IIUX ITalli€HTiB
He Bifpi3Hsmacs Bif Takol B 0ci® i3 HOpManbHOIO PYHKIIIE€IO TTEYiHKU.

I'iopoxsaopomia3uod

BcMmokTyBaHHs. [Ticnsa mepopalbHOT0 IPUMOMY 3i IITYHKOBO-KHUIIIKOBOTO TPAKTY
BCMOKTYeThCA 70 % rigpoxsopoTia3zuny. MakcumanibHa KOHIIEHTpallisd
rigpoxJyiopoTia3upay y mjiaa3Mi KpoBi JocaraeTbCsa IpoTAarom 1,5-5 rogus.

Posmopgin. [I1s rimpoxiopoTia3uny 3B’si3yBaHHS 3 OiTKaMu I1JIa3MU KPOBi CTAHOBUTH
npubnusxo 40 %.

Mertabomi3mM. igpoxnopoTia3ug MeTabo0i3yeThCs y NIEeYiHIll ¥ AyKe He3HaYHUX

KiJTbKOCTSIX.

Busepgenss. ['igpoxyopoTia3ua BUBOOUTHCSI HUPKaMU IPAKTUYHO HOBHICTIO (> 95 %) y

He3MiHeHOMY Burisagi; 50-70 % ogHOpPa30BOl [O3U BUBOOUTHLCS BIIPOJOBXK 24 TOOUH.
[lepion HamiBBUBEOEHHS CTaAHOBUTH 5-0 TOOWH.

[ManienTn 3 mopyueHHIMHU QYHKIII HUPOK (OuB. po3main «Crocid 3acTocyBaHHS Ta

oo3u»). Y IMallieHTiB i3 mopyeHHsIMY QyHKITII HUPOK HUPKOBA €KCKpellis
rigpoxyopoTia3uay 3HUIKEeHa, a HUPKOBUU KJIiPEHC TiApOoXJIOpOoTia3uay IMPONOPLIinHUN
KJIipeHCy KpeaTuHiHy. lle npu3BOOuUTh 00 HNiABUIIEHHS KOHIIEHTpAIlil
rigpoxsopoTia3uAy y mi1a3Mi KpoBi, sika 3HUXKYETHCS IIOBiNbHIIIIE, HiXK B 0Ci0 3i
300pPOBUMU HUPKaMHU.

[NamienTH 3 mopyHieHHIMU QYHKIIII medinku (guB. po3gin «Cmocib 3acTocyBaHHS Ta

no3m»). Y mali€HTiB 3 UPO30M ITediHKU (papMaKOKiHETHKa riapoXJI0opoTia3uay He
3a3Ha€ CyTTEBUX 3MiH.

He npoBomunocs KOOHUX OOCIiOXKeHb (papMaKOKiHETUKM TiIPOXJI0POTia3uay y
MalieHTiB 13 cepleBO HEOOCTATHICTIO.

Paminpusa ma 2idpoxsaopomia3ud. OgHOYacHe 3aCTOCYyBaHHS pPaMiIIpUIy Ta

rigpoxJiopoTia3uay He BUIIJIMBAJIO Ha 1xHIO OiogocTynHicTh. KoMOiHOBaHUYM ITpenapaT
MO2Ke BBaxKaTHCS 0i0eKBiBaJIeHTHUM 10 Ipemnaparis, sIKi MiCTITh OKpeMi miroui
PEYOBUHMU.

IokniHiyHi maHi 3 6e3neku. Y UlypiB Ta MUIIEeN 3aCTOCYBaHHSA KOMOiHallil paMinpuy

Ta rigpoxyiopoTiasuny y go3ax go 10000 Mr/kr Macu Tifia He IPU3BOAUIIO O
BUHUKHEHHS TOCTPUX TOKCUYHUX SIBUII. [[OCIiI>KeHHs i3 BBeJeHHSIM IOBTOPHUX H03
IITypaM Ta MaBIlaM IIPOOEMOHCTPYBaIH JIUIe BUHUKHEHHS ITOPYIIEeHb €JIEKTPOJIITHOTO
6anaHcy. JJocmigXKeHHS MyTareHHOCTi Ta KaHIIepPOTeHHOCTI I1iel KoMOiHallil He
ITPOBOOUIIMCS, OCKIIBKY IOCIIIXKEHHS OKPEMHUX KOMIIOHEHTIB He BUSBUIIN KOTHUX



pu3uKiB. [JOCHiAXKEeHHSA PENPOAYKTUBHOL TOKCUYHOCTI ITPOAEMOHCTPYBAIH, 1110
KoMOiHallisl € memno OiIbII TOKCUYHOIO, HiK Oyab-gKa 3 [il0UYMX PeYOBUH, B3ATa
OKpeMO, OfHaK XKOOHe 3 JOCIiXKeHb He IIPOIEeMOHCTPYBaJI0 TePpaTOreHHUX e(heKTiB
11iel KoMOiHaIril.

IToxa3aHHSA

JIiKkyBaHHS eCeHIliaJIbHOI rinepTeH3il y XBOpUX, IKMM peKOMeHIoBaHa KOMOiHOBaHa
Teparisa (paMillpuiI Ta rigpoXJI0opoTia3upg

IIporunnoka3aHHs

o [limBUIlleHaA YYTIMBICTH OO Aif04YO0i peYOBUHU paMinpuiy abo mo iHmwmx iHri6iTopis
ATI®, rimpoxsopoTia3uny, iHIINX Tia3UOHUX OiypPeTHuKiB, cynbdoHaMimiB abo mo
OyIOb-IKOl 3 MOMMOMIiKHIUX PEYOBUH, 1110 BXOOATH [0 CKIaOy IIpelapary.

e HasiBHiCTL B aHaMHe3i aHTiOHEBPOTUYHOTO HAOPSAKY (CIIagKOBOTO, iMiomaTUYHOT O
41 paHillle TepeHeCceHoro Ha TJIi 3acTocyBaHHA iHri0iTopiB AIT® abo aHTaroHiCTiB
peLenTopiB aHrioreHsuny II).

e ApTepianbHa rimoTeH3isa abo remoanHaMigyHO HeCcTabibHiI CTaHU.

e OgHOYAaCHe 3aCTOCYBaHHS 3i cakybOiTpuioM/BajsicapTaHoOM (OUB. PO3Miau
«B3aeMomist 3 iHmIMMU TiKapChbKUMHK 3aco0aMM Ta iHIII BUOW B3aEMOMIi» i
«OCcoOIUBOCTI 3aCTOCYBaHHS»).

e OgHO4YacHe 3acTocyBaHH4 iHTiOiTOPiB AII® Ta eKCTpakKoprnopaJlbHUX METOIB
JIIKyBaHHS, IKi IIPU3BOASATH OO KOHTAKTY KPOBi 3 HETaTUBHO 3apPSAAXKEeHUMU
MMOBEPXHSAMHU, OCKIJIbKYM TaKe 3aCTOCYBaHHS MOXKe ITPU3BECTH A0 aHa(iTaKTOIOHUX
peaxiiiy TAXKKOIro CTyIlleHsd. Taki eKCTpaKoprnopasbHi MeTOOU JIIKyBaHHSI
BKJIIOUAIOTh Aiani3 abo remodinbTpaliito 3 BUKOPUCTAHHSAM IIEBHUX MeMOpaH 3
BHUCOKOIO TiApaBIiYHOIO IPOHUKHICTIO (HalmpuKiad, MOIiaKPUJIOHITPUIIOBUX) Ta
adepes mnonpoTeliniB HU3bKOI1 LUIIJIBHOCTI i3 3aCTOCYBaHHSAM OEKCTpPaHy CyibdaTy
(muB. po3min «B3aeMomisa 3 iHIMUMHU JTiKapChbKUMM 3aco0aMu Ta iHII BUOU
B3a€EMOOiN»).

e 3HAYHUU OBOOIYHMM CTEHO3 HUPKOBUX apTepitt abo omHOOIYHUYM CTEHO3 HUPKOBOI1
apTepil Mpu HasgBHOCTI €AMHOI QYHKIIIOHYIOYO0l HUPKHU.

e TskKi mopylieHHs QYHKIIi1 HUPOK (KiipeHC KpeaTuHiHy <30 MJI/XB) y Halli€HTIB,
SIKVM He IIPOBOOUTHCS reMofiai3.

o KriHiuHO 3HauyIIli IOPYIIEHHS eJIeKTPOJIiTHOrO OanaHcy, nepebir SKux Moxe
MOTipITyBaTUCS TIif Yac JIiKyBaHHS IpenapaTtoM (OuB. po3min «OcobIuBOCTi
3aCTOCyBaHHS»).

e Pe3ucTeHTHa [0 NiKyBaHHS TinoKaJjlieMist abo rimepkanbliieMis.

e PedpakTepHa rinmoHarpiemis.

e CUMIITOMHa rinepypukeMisa (mogarpa).



Anypis.

TsxxKe nopylieHHS (QYHKIII IEeYiHKY, IeYiHKOBa eHIledanonaris.

e BariTHIiCcTh Ta IJlTaHyBaHHS BariTHOCTI (OMB. PO3Oin «3aCTOCYyBaHHSA y Iepiof
BariTHoCTi abo0 TOAOyBaHHS I'PYOOI0»).

e Ilepiog rogmyBaHHS Ipyanio (OUB. Po3[isl «3aCTOCYBaHHSA y Iepiof BariTHOCTI abo
roOyBaHHS I'PYOOI0»).

e OgHOYaCHe 3aCTOCYBaHHS 3 IIpelapaTaMu, 1110 MICTSATH ajliCKipeH, mallieHTaM i3
IIYKpoBUM miabeToMm ab6o HUpKOBOio auchyHkiriero (IMIK® < 60 mn/xB/1,73 M2)
(muB. po3minu «®apMakKoguHaMika» i «Blaemopmisa 3 iHIIMMHU TiKapChbKUMU
3aco0aMu Ta iHIIi BUOM B3AaEMOMIIN»).

e OpHOYaCHe 3aCTOCyYBaHHA 3 IpenapaTaMy aHTaroHiCTiB pelenTopis

aHrioTen3uHny II nmarienTam 3 giabeTHYHOIO HedpoIaTieo.

B3aemogisi 3 iHIIMMH JTiKapChbKHMH 3aC00aMH4 Ta iHIIIi BHOH B3a€EMoOIin

KniniuHi mocnigKeHHS MPOAeMOHCTPYBaH, 1o ImoaBitiHa 6s10kaga PAAC misixoMm
KOMOiHOBaHOTO 3acTOCyBaHHS iHTiOiTOPiB AII®, aHTAroHiCTiB pelnenTopis
aHrioTeH3uHy II abo ajicKipeHy acoIliloeThCSA 3 MiABUINIEHOIO0 YaCTOTOI0 BUHUKHEHHS
TaKUX IMOOIYHUX peakxliili, IK apTepiajibHa TiloTeH3is, rinepkasieMisa Ta IOpPyIIeHHS
(pyHKIIl HUPOK (y TOMY YHCJIi PO3BUTOK IOCTPOl HUPKOBO1 HEJOCTATHOCTI), ITOPiBHSIHO
i3 3acTOCYBaHHSIM JIMIIIE OOHOTO JIiKapChKOT0 3aco0y, 1o BunuBae Ha PAAC (ous.
po3ninu «®apMakoguHaMika», «[IpoTunmoka3saHHsI» i «OCOOIUBOCTiI 3aCTOCYBaHHS»).

IMTpoTunoka3aHi KoMOiHaIIil

OpmHouacHe 3acTocyBaHHSA iHri6iTopiB AII® i3 cakyOiTpuiIoM/BajicapTaHOM
MIPOTHUIIOKAa3aHe, OCKIIbKHY 1€ MiABUILyE PU3UK BUHUKHEHHS aHTiIOHEBPOTUYHOT O
HaOpsKy (ouB. po3minu «IIpoTtunokalaHHsa» i «OcoOIMBOCTI 3aCTOCYBaHHS»).
JIiKkyBaHHS paMIIpUJIOM CJIifi PO3IIOYMHATU HEe pPaHillle HiK yepe3 36 ITOOUH IIiCIIid
IIPUIOMY OCTaHHBOI IO3M CaKyOiTpUiy/BajicapTaHy. 3aCTOCyBaHHS
cakyOiTpuiy/BasicapTaHy MOTPiOHO PO3MOYMHATHA He paHille HixK yepe3 36 rogus
Imic/si MPUMOMY OCTaHHBOI mO3u ITpemnapaTty Pamizec Kom.

MeTonu eKCTpaKoOpHIopasbHOI Tepallil, B pe3yIbTaTi 4oro BigOyBaeThCSI KOHTAKT KPOBI
3 HETaTUBHO 3apsAIKEeHUMU MOBEPXHSAMHU, TaKi AK miani3d abo remodinbTpalris i3
BUKOPUCTAHHSAM NEeBHUX MeMOpaH 3 BUCOKOIO iHTEHCUBHICTIO ITIOTOKY (HaIllpUKIIaf,
MeMOpaH i3 MOoIiaKpUIOHITPUITY) Ta adepes JIIMOMPOTEIHIB HU3bKOI IIIiIIBHOCTI i3
3aCTOCYBaHHSM [eKCTpaHy CcyibdaTy - 3 OTJISAAYy Ha ITiABUINEeHNUN PU3UK PO3BUTKY
TSXKKUX aHa(piTaKTOIOHUX peaklin (ouB. po3nin «[IpoTunoka3zaHHsa»). AKII0 Take
JIIKyBaHHS He0oOXifgHe, CIifl PO3TJISTHYTH ITUTAHHSA PO BUKOPUCTAHHS iHIIIOTO TUITY
mianidHol MeMOpaHu ab0 3aCTOCYBaHHS aHTUTINIEPTEH3UBHUX 3aC00iB iHIIIOTO KJjIacy.



Komb6iHariii, 1m0 moTpedyioTh 0C00JIMBOI 00ePEeKHOCTI

Coai Kanirw, 2enapuH, kanitizbepizaroui diypemuku ma iHWi akmueHi pe4o8uHu, w0
36i/1bWYOMb PiBEeHb KAito Y NAa3mi Kposi (8KAUar04u dHMAa20Hicmu adH2i0meH3UHY
II, mpumemonpum ma kombiHauiro ¢ikcosaHux 003 3i CyAbhamemorkca3onom,
makpoaimyc, UuK/a0CnopuH). Moxxe BUHUKHYTHU TilepKalieMisi, TOMy IIOTPiOHO
peTenbHO KOHTPOJIIOBATHA PiBEHb KaJlilo y IIIa3Mi KpPOBi.

AHmueinepmeH3ugHi nikapcuKi 3acobu (Hanpukaad, diypemuku) ma iHwi ditoui
pPeuyo8UHU, AKI MOJCYMb 3HUMNCYBAMU apmepidaibHUl muck (Hanpuk.aad, Himpamu,
MpuuuKAiYHi aHmudenpecaHmu, aHecmemuku, d/1K020/1b Yy 8UCOKUX 003ax, bak/a10(peH,
anav(py3o3uH, 00KCA303UH, NPA303UH, MAMCY/103UH, Mepa303uH). MoxkuBe
30iNIbIIeHHS PU3UKYy BUHUKHEHHS apTepianbHOI rinoTeH3sil (quB. po3nin «Crocid
3aCTOCYBaHHS Ta A03W» MIOA0 OiYPETHUKIB).

BasonpecopHi cumnamomimemuKku ma iHwi 0itoui peyosuHu (Hanpukaad, eniHe(ppuH),
AKI MOJ®CYMb 3ME@HWUMU dHmueinepmeH3usHul epekm paminpusiy. PEKOMeHOYEThHCS
peryasipHO KOHTPOJIIOBaTHU apTepiaabHUM TUCK. KpiM TOro, riZzpoxiopoTia3un MoxKe
nocnabmoBaTy epeKT CUMIaTOMiMETHKiB-Ba30IPECOPIB.

AsonypuHoa, iMyHoOenpecaHmu, Kopmukocmepoiou, npokaiHamio, uumocmamuku
ma iHWi pevyosuHU, W,0 MOXCYMb 3MIHUMU KapmuHy Kposi. [TigBuilileHa iMOBIpHICTH
BUHUKHEHHS T'eMaTOJIOTiYHUX peaklin (auB. po3min «OcobIMBOCTi 3aCTOCYyBaHHS»).

Coani aimiro. Ockinbku iHri6iTopu AII® 3maTHI 3MEHIIINTU €KCKPEeIIilo JIiTito, 11e MoXKe
MMPU3BECTH A0 30iNbllIeHHS TOKCUYHOCTI niTito. HeoO0XigHO perynsipHo KOHTPOJIIOBATH
piBeHs JIiTi0 y my1a3Mi Kposi. [Ipu omHOYacHOMYy 3aCTOCYBaHHI Tia3uOHUX OlypPETUKIB
MO2Ke ITiTBUITYBATHUCS PU3UK TOKCHUYHOCTI JIiTit0o Ta 30iNbITyBaTHUCS BXKe ITiIBUINEHUN
TaKUM PU3UK, CIPUYMHEHUHN 3aCTOCYBaHHAM iHribiTopiB AIT®. Tomy He
PEKOMEHYETHCSI OMHOYACHO 3aCTOCOBYBaTH KOMOiHAIliI0 paMinpus/rimpoxaopoTia3u
Ta JIiTiN.

ITpomuodiabemuuHi 3acobu, 8KA0UYAOYU iHCYAIH. MOXKYTh BUHUKHYTH TilormiKeMiuHi
peakiil. impoxnopoTia3up 3maTeH mocnaabiaioBaTy Oifo MPOoTUAiaOe TUYHUX ITperaparTiB.
Tomy Ha moYaTKy OJJHOYACHOT'O 3aCTOCYBaHHS IIUX IIpelapaTiB HeoO0XigHO 0COOIUBO
peTesIbHO KOHTPOJIIOBATU PiBEHB I'JIFOKO3U Y KPOBI.

HecmepoioHi npomu3anaavHi npenapamu (HI13I1) ma auemuacaaiyuaosa Kucjiomada.
Ou4ikyeThbCs 3HUKEHHS aHTUTIIEePTEeH3UBHOTO epekTy npenapaty Pamizec Kom. Takox
omHOYacHe 3acTocyBaHHs iHTiOiTOpiB ATI® i HIT3I1 MOXe CynmpOBOAXKYyBaTUCS
MiABUIIEHUM PHU3UKOM HOPYILIeHHS QYHKIIil HUPOK Ta 30iIbIIIeHHSIM PiBHSA KaJliio y
KPOBI.



ITepopanavHi aHmukoazyasiHmu. IIpu ogHO4YaCHOMY 3aCTOCyBaHHi 3
TigpoxJIopoTia3uaoM aHTUKOATYISHTHUN e(peKT MoxKe IToCIabIioBaTUCS.

Kopmukocmepoidu, adpeHokopmukomponHuu 20pmoH (AKTT'), ampomepuyuH B,
KapbeHOKCO/10H, 8#CUBAHH A 8eAUKOI KiibKkocmi 10KpuUi, npOHOCHI 3acobu (npu
mpueasiomy 3acmocyeaHHi) ma iHwi kaaitiypemuyHi npenapamu abo 0itoui pe4o8uHuU,
AKI 3BMEHWYmMb KiAbKICMb Kaaito y naa3mi Kposi. ITigBullleHuil pu3uK BUHUKHEHHS
rirmokariemii.

IIpenapamu HanepcmsHKu, 0ito4i peuo8uHU, W,0 30amHi 30iabWyBamu mpusanicmsy
inmepeaay QT, aHmuapummiyuHi 3acobu. IIpu HasSBHOCTI ITOPYIIIEHb €JIEKTPOJIITHOTO
OanaHcy (HanmpuKJjaf, TimokasieMil, rimoMmartieMii) mpoapuTMiuHi e(heKTU MOXKYTh
TIOCUJIIOBATUCS, @ aHTUAPUTMiuHi epeKTH — 1mocnabmIoBaTUCH.

JlIikapcvki 3acobu, Ha ehekm AKUX 8NAUBAOMb 3MIHU pPiBHA Kasito 8 cuposamu,i Kpoai.
PekomeHOy€eThCA MTepiOgUYHUY KOHTPOJIb PiBHS KaJlito B cupoBaTili Kposi Ta EKI'-
00CTexkeHHS, SKIIIO TiTpoxXJIopoTia3u 3aCTOCOBYIOTh OQHOYACHO 3 IIpellapaTaMy, Ha
epeKT SIKMX BIJIUBAIOTh 3MiHU PiBHS KaJllilo B CUPOBATIII KPOBi (HallpuKiIamd, IIiKO3Uau
HaMNEepCTSIHKM Ta aHTHAPUTMIiuHi JTiKapchbKi 3aco0u), Ta 3 HUXKYEeHaBEeIeHUMU
npernapaTaMy, SKi COPAYMHSAIOTH MOIIMOPGHY TaXiKapmiio MipyeTHOT O TUITY
(IIJTYHOYKOBY TaXiKapmiio) (y TOMY YHCIIi [esiKi aHTHapUTMidHi 3aco0u), OCKiTbKHN
rimokamiemisa € pakToOpoM, 110 CIPUYUHSIE PO3BUTOK ITiPpyeTHOI TaXiKapil:

e AaHTHAPUTMIiUHi 3acobu knacy la (Hanpuknam, XiHimuH, rigpoxiHimuH,
Ou30IIipaMin);

e aHTHApPHUTMIiuHi 3acobu knacy Il (Hanpuknam, amiogapoH, coTanos, modeTumis,
ioyTumin);

e NesKi HeUpoJIenNTUKU (Halpukiak, TIOpuga3uH, XJIOPIPOMa3uH,
JIEBOMEIIPOMa3uH, TPU(PTOPIEepa3nH, I[iaMeMa3uH, CyJIbIipud, CyJIbTOIPHUL,
aMiCynIbHOipHU[, Tiampup, IIiMO3u[, TaJonepunosl, JPOIEePUaoI);

e iHIIN IiKapChKi 3aco0Ou (Hanpukiaamn, Oenpunuia, nu3anpun, oudeMaHin,
€PUTPOMIIIUH [JI51 BHYTPIIIITHLOBEHHOTO BBEIEHHS, raJlopaHTPUH, Mi30JIaCTHH,
MMeHTaMiouH, TepdeHaanH, BIHKaMiH O/ BHYTPIIIHBOBEHHOT O BBEIEHHS).

Memuadona. MoXJIUBUU T'e€MOJTi3.

Xoaecmupamin abo iHWi iOHOOOGMIHHI cMOAU, AKI 3aCMOCO8YIOMb BHYMPIUWHBO.
[Mopymenus abcopoOirii rigpoxmopoTiazuny. CynbboHaMinHiI OiypeTUKYU Cim mpuiiMaTH
IoHarMeHIle 3a 1 roguHy go abo dyepe3 4-6 TOOUH MiCcas 3aCTOCYBaHHS LIUX
Ipemnaparis.

KypapenonioHi M’'s130Bi penakcaHTu. MOXKIUBe ITOCUJIEHHS Ta 30iNbIIIeHHST TPUBAJIOCTI
mil M’I30BUX pPEeIaKCAHTIB.



Coai Kaavyiro ma npenapamu, u,o 36i1bWy0mMs piBeHb Kaavuito y naa3mi kposi. ITpu
OOHOYACHOMY 3aCTOCYBaHHI 3 TiIpoxX/I0poTia3ugoM MOKIUBE 30iIbIIIeHHS
KOHIIeHTpallil KaJbIlil0 Yy IJIa3Mi KpOBi, TOMy HeOOXiIHO peTeIbHO KOHTPOJIIOBATU
PiBEHB KaJbIil0 y IIJIa3Mi KPOBI.

Kapbama3zenix. IcHye pu3nK BUHUKHEHHS TilToHATpPieMil BHACTIIOK MOCUNIeHHS eheKTY
rigpoxJyopoTia3uny.

Konmpacmti peuosuHu, w,o micmsamsb 1i00. Y pa3si gerigparaliil, CHpUYUHEHO1
3aCTOCYBaHHSM OiypeTUKIB, Y TOMY YHCIJIi TIOAPOXJIOPOTia3uay, iCHY€E MigBUIIIEHUA
PU3UK PO3BUTKY I'OCTPOI HUPKOBOI HEIOCTATHOCTi, 0COOJIMBO y pa3i BBeOEeHHS 3HAUHUX
003 KOHTPACTHOI PeYOBUHH, III0 MiCTUTh UO[.

ITeHiyuaiH. EKCKpellis TimpoxjopoTia3uay BigOyBa€eTbCSA y OUCTAIbHUX KaHAJIbISIX
HehPOHY, Yepes II0 eKCKPEIlid MeHIMUITIHY 3HUKYETHCS.

XiHiH. I'igpoxyopoTia3u 3MeHIIyE eKCKPeIlilo XiHiHY.

IH2i6imopu mMTOR (miweHi panamiuyuHy y ccasuig) abo ginda2ainmuH.
CrocTepiranocst IigBUIIIEHHS YaCTOTH PO3BUTKY aHTiOHEBPOTUYHOTO HAOPSAKY y
MAITiEHTIB, SIKi OMHOYACHO npuiiMainu iuriditopu AII® Ta iuriditopu mTOR
(HampuKIal, TEMCUPOIiIMyC, eBepoiMyc, cuponimMmyc) abo Binmarmintun. Cin
OOTPUMYyBaATHCS 00ePeKHOCTiI Ha IMoYaTKy Takoil Teparrii (quB. po3min «OcobmuBoCTi
3aCTOCyYBaHHS»).

I'enapuH. MoxXJuBe IiABUIIEHHSI CUPOBAaTKOBUX KOHIIEHTpPALliM KaJlito.

IH2i6imopu Henpuai3uHy. TToBimoMusiiocss Tpo 30iNbIIEHHST PU3UKY PO3BUTKY
QHTiIOHEBPOTUYHOTI 0 HAOPSKy IPHU OOHOYACHOMY 3aCcTOCyBaHHIi iHribiTopiB AII® Ta
iHribiTopa HempPUIi3WUHY, HAITPUKIIA[ paleKamoTpuiy (ouB. po3min «OcobIuBOCTi
3aCTOCYBaHHS»).

Canaiyuanamu. Ilpu 3aCTOCYyBaHHI BUCOKHUX 03 CaJIiIUJIaTiB rigpoxjopoTia3ug MoxKe
TTOCUJTIOBATU 1IX TOKCUYHUM BIIJIUB Ha IIeHTPaJIbHy HEPBOBY CUCTEMY.

IHuksaocnopuH. Ilpu ogHOYaCHOMY 3aCTOCYBaHHI IIUKJIOCIIOPUHY MOXKEe ITOCUJIIOBATUCH
rinepypukeMis Ta 3poCcTaTé PU3UK YCKIIaOHEHb Ha 3Pa30K IIoJarpu.

AK0201b. PaMinipun MoxKe IPU3BOAXTH OO MiABHUINEHOl Ba30AuIaTallil i TaKUM YHHOM
MMOTeHIlif0oBaTHU e(eKT aJIKOTOJII0.

Ankoeoab, bapbimypamu, Hapkomuku abo aHmudenpecaHmu. MoXKyTh IOCUJIIOBATH
OpPTOCTATUYHY apTepiajibHy TillOTEH3iI0.



Cinbv. MoxknuBe ocyiablieHHsI aHTUTINepPTEeH3UBHOTr0 eeKTy IIpenapaTy npu
30i7bIIIeHH] CIIOKUBAHHS COJIi.

Bema-610xkamopu ma Odiakco3ud. OgHoOYacHe 3aCTOCYBaHHS Tia3UOHUX [AiypPeTHKIiB, ¥
TOMY YHUCIIi TigpoxjopoTia3umy, 3 6eTa-6jloKaToOpaMu MiABUIIYE PU3UK TillepriiikeMii.
Tia3upgHi AlypeTUKU, BKIIIOYAKOYHU TIApOXJIOpoTia3u], MOXYTh [IOCUJIIOBATH
rinepriuikemMiuHui epeKT OiaKCO3UMy.

AmarmaduH. Tia3ugu, B TOMY YUCIIi TiHpoXI0opoTia3um, 30imbIIyIOTh PU3UK ITOOIUHUX
peakKiiiy, CIPUYNHEHNUX aMaHTaguHOM.

IIpecopHi amiHu (Hanpukaaod, adpeHasniH). MoxnuBe ocjiabrneHHsT eheKTy IPECOPHUX
aMiHiB, aJjie He Ti€lo MipoIo, IKa BUKJII0OYMIa O 1X 3aCTOCYBaHHS.

AHmunooOazpuyuHi 3acobu (npobeHeuud, cyabpiHnipa3zoH ma asonypuHos). Moxe
BUHUKHYTH ITO0Tpebda y KOPEeKITil mo3u YPUKOIYPUUHUX 3aC00iB, OCKITbKHU
rigpoxsopoTia3ug Moxe 30ibIITyBaTH PiBeHb CEYOBOI KUCJIOTU B CUPOBATIIL KPOBI.
Moxke BUHUKHYTH HeoOXimHicTh y 30iibIlleHi mo3u npobeHeluny abo cynbdinnipa3ony.
ITpu ogHOYacHOMY 3aCTOCYBaHHI Tia3HUAiB MOXKJIMBE MiABUIIIEHHSA YaCTOTH PeaKIlin
MiABUIIIEHOI YyTIUBOCTI IO aJIONMypPUHOIY.

AHmuxoaiHep2iuHi 3acobu (Hanpuksaad, amponiH, 6inepudeH). Yepes ociabreHHs
MOTOPHUKHU IIJTYHKOBO-KUIIKOBOTO TPAKTy Ta 3MEHIIEHHS IIIBUOKOCTI eBaKyallil 3i
IIJTyHKa 0i0OCTYIHICTh OiypeTHKIB Tia3UTHOTO TUITY 3POCTAE.

Bnaue sikapcvkux 3acobie Ha pe3yibmamu 1abopamopHUX aHai3ie

Yepe3s BIUIUB Ha 00OMiH KasbIlil0 Tia3UOXW MOXKYThb BIJIUBATU Ha Pe3yIbTAaTHU OIIHKU
yHKIII1 MapamuTOBUOHUX 3aJ103 (AUB. pPo3min «OCcoOIUBOCTI 3aCTOCYBaHHS»).

CneuucpiuHa 2inoceHcubinizayisn. BHacnigok inridyBauus AII® 3pocTae iMOBipHICTD
BHHUKHEHHS 1 TIKKICTh aHa(QiIaKTUYHUX Ta aHaPiTaKTOIHHUX peakIliil Ha OTPYTYy
KoMaXx. BBaxkaeTncs, 1110 TaKul e(peKT MOKe TaKOK CIIOCTEPIraTucA i I0O0 iHIINX
aJIepreHis.

Oco00;1UBOCTi 3aCTOCYBaHHSA

Ocob.usi 2pynu nauieHmis

BazimHicmy. JlikyBaHHs iHTi6iTOpaMu AII® a6o aHTaroHictamMu pelernTopiB
aHrioteH3uny Il He ciig po3nmoYMHATHU Y IIEPIOS BariTHOCTI. 3a BUHSATKOM BUIIA[KIB,
KOJIM TIPOJIOBXXKEHHS JIiIKyBaHHS iHTiOiTopoM AITI®/aHTaroHictamMu pelenTopiB
aHrioTeH3uHYy Il € aOCOMIOTHO HEOOXigHUM, TTAIliEHTOK, SKi IIJTaHYIOTh 3aBariTHITH,
HeoOXimHO mepeBeCcTH Ha iHIIMM aHTUTITEePTEeH3UBHUM IIperapaT, 3aCTOCYBaHHS STKOT'O



y Iepion BariTHOCTi BU3HAHO Oe3rnmeuyHuM. fAK TinbKu Oyme miarHOCTOBAHO BaTriTHICTS,
JIikyBaHHS iHTiOiTOopamu AIT®/aHTaroHictramMu pelenTopiB aurioreH3uny II cimin
Hera’Ho IMMPUNNHUTHU Ta, YV Pa3i HeoOXimHOCTi, po3IovYaTy JIiKyBaHHS iHIITUM
npenapaTtoM (OuB. po3ninu «IIpoTunoka3aHHsa» i «3aCTOCyBaHHSA Yy IIepPiofd BariTHOCTI
abo romyBaHHS TPYOOIO»).

ITodsitliHa 610kada PAAC. IcHyIOTh J0Ka30Bi maHi Ha KOPUCTh TOTO, 10 OJHOYACHE

3acTocyBaHHs iHTiOiTOpiB AII®, aHTaAroHiCcTiB penenTopiB aHrioTreH3uny II abo
aJIiCKipeHy MiABUIIYE PU3UK apTepiaabHOI IimoTeH3il, rinepkaieMil Ta MOPyHIeHHSA
¢yHKIIil HUPOK (Y TOMY YMCIIi PO3BUTOK I'OCTPO1 HUPKOBOI HEIOCTATHOCTI). Y 3B’SI3KYy 3
1M 1oaBiiHa 6;mokaga PAAC misixom KOMOiHOBaHOTO 3aCTOCyBaHHS iHTiOiTOpiB ATID,
aHTaroHiCTiB penenTopiB aHrioteH3uny Il abo anickipeHy He peKOMEHIOYETHCS (OUB.
po3minu «®apMakoguHaMika» i «BaaeMomis 3 iHIIUMHU JTiKapChbKUMU 3aco0aMu Ta iHIIi
BUOU B3AEMOIIN»).

K10 Teparis y BUTTIAAi TaKol MOABiMHOI 6710Kaay PO3IIHIOETLCS SIK aOCOMIOTHO
HeoOXxifgHa, BOHa Ma€ 3aCTOCOBYBAaTHCS JIMIIE IIif HArJIsOOM CIielliajicTa Ta 3a YMOBU
4acCTOTO i peTesIbHOTO KOHTPOJII0 (PYHKII1 HUPOK, BMiCTy €JIeKTPOJIITiB Ta PiBHS
apTepiarbHOIO TUCKY.

[uribiTopu AITI® Ta aHTAroHICTH pelenTopiB aHrioTeH3uHYy Il He MOXKHa OQHOYACHO
3aCTOCOBYBATHU MallieHTaM i3 miabeTu4yHO0 HedpomIaTi€o.

[TalieHTH, V SKHUX iICHYE BUCOKMY PM3UK BUHUKHEHHS apTepialbHOl rinoTeH3il

ITauieHmu 3 nidsuw,eHo akmusHicmio PAAC. Y malli€eHTiB 3 IIiABUIIEHOK aKTUBHICTIO
PAAC icHye pu3uK panTOBOIO 3HAQYHOI'0 3HUXKEHHSA apTepialbHOTO TUCKY Ta
nopyuieHHs GyHKIil HUPOK BHACHimoK nmpurHiueHHs AIT®. Lle 0coGIMBO CTOCYETHCS
BUTMIAKiB, Konu iHri6iTop AITI® abo cynyTHil AiypeTHK IIpuU3Ha4daloTh yrnepiie abo
BIIEpIIIe IMiABUIYIOTh H03y. IligBuiieHHsT akTuBHOCTI PAAC, sike moTpe0ye MeOqUu4HOT O
Harasay, B TOMY YHCJIL IIOCTiMHOTO KOHTPOJIIO apTepiaJbHOI0 TUCKY, MOXKHA
O4YiKyBaTH, HaIllpuKJiaf, y Iall€HTiB:

3 TSAXKKOIO apTepiaJlbHOIO TillepTeH3i€0;

3 IEeKOMIIEHCOBAHOIO 3aCTiNHOIO CcepueBoro HEeOOCTaTHICTIO;

3 reMOOUHaMiuHO 3Ha4yIlloi0 00CTPYKIIEIO IIJIAXiB IPUTOKY ab0 BiATOKY KPOBi 3
JIIBOTO IITYHOYKa (HampuKJjafd, 3i CTEHO30M aOpTalbHOTO ab0 MiTpabHOTO
KJjlalaHa);

3 OOHOOIYHMM CTEHO30M HHUPKOBOI apTepil IMpu HasgBHOCTI APYTrol QyHKITIOHYI0901
HUPKH;

3 icHyr049010 a0 MOXKJIMBOIO HECTAa4Yelo PiguHu abo eJIeKTPOJIiTiB (BKIII0Yar0dn
MaIli€HTIB, IKi OTPUMYIOTh OiyPETUKHU);

i3 MMPO30M ITeUiHKK Ta/abo acIuTOM;



e SIKUM BUKOHYIOTH BEIUKI XipypriuHi BTpydyaHHsa a0o mif yac aHecTesil i3
3aCTOCYBaHHSM IIpenaparis, [0 MOXYTh CIPUYMHUTH apTepiaJlbHy rioTeH3ii0.

[Tepen moyaTKOM JIiKyBaHHS 3a3BH4Yall PEKOMEHOYEThCS IIPOBECTU KOPEKIIiI0
merigparatiii, rimoBosieMii abo HecTadi eJTeKTPOIiTiB (OQHAK y MalliEHTIB i3 ceplieBOI0
HeIOOCTaTHICTIO TaKi KOperyodi 3aX0[u CIIifl peTeIbHO 3BaXKUTU 3 TOYKU 30Py PU3UKY
ImepeBaHTaXKeHHs 00’eMOM).

Y nauieHTiB i3 nopyleHHAMHU (PYHKIIIl IEeYiHKY BiATIOBiAbh HA JIiKyBaHHS IIpenapaToM
Pawmizec Kom moxke OyTu abo rnmocuseHoio, abo 3MeHIIeH00. KpiM Toro, y nmailieHTiB i3
TSKKUM ITUPO30M IE€UiHKM, SKUM CYIIPOBOOXKYETHCSA HaOpsikaMu Ta/ab0 acluTOM,
aKTUBHICTb PEHIH-aHTiIOTEH3WHOBOI CUCTEMU MOXKe OyTH iCTOTHO MiIBUIIEHOIO, TOMY
i Jac JIiKyBaHHS LIUX XBOPUX HEOOXiAHO BUSABISATH O0COOJIMBY 00€PEXKHICTh.

Xipype2iuHe empyyaHHs. AKII0 11e MOXKJIUBO, TO JIiKyBaHHA iHTri6iTopamu AII®, TakuMu
SIK paMINpuJ, CJIig IPUIIUHUTY 3a 1 OeHb 00 IPOoBefeHHS XipyprivHOTr O BTPY4YaHHS.

ITauienmu, y AKUX iCHY€ pu3uk BUHUKHEHH: cepuesoi abo uepebpaivHoi iwemii y pasi
20cmpoi apmepianvHoi 2inomeH3ii. Y To4aTKOBiM (a3i JIikyBaHHS IMallieHT ITOTpedye
PETENTLHOTO0 MEOUYHOTO HATJISAMY.

ITepsuHHull 2inepasvdocmepoHizm. KoMmOiHalliss paMinpui + TigpoxXjIopoTia3umg He €
IIpenapaToM BUOOPY IIPU JIiKyBaHHI MEPBUHHOTO TillepalbaoCcTepoHi3amy. [IpoTe, SKIIO
paMinpui + rigpoxJj0poTia3uf 3aCTOCOBYBATHU IALIIEHTY 3 IEPBUHHUM
rirmepanbOoCTEPOHI3MOM, HEOOXiTHO PETENbHO KOHTPOJIIOBATH PiBEHb KaJlilo y I1a3Mi
KPOBI.

ITauienmu aimHvo20 8iky. [IuB. po3gin «Cmocib 3acToCyBaHHS Ta OO3U».

ITauieHmu i3 3axX80pPHOBAHHAMU NeviHKU. Y Malli€HTiB i3 3aXBOPIOBaHHSAMU MEYiHKU
MMOPYIIIEHHS €JIeKTPOJIITHOTO 0alaHCy, 110 BUHUKAIOTh BHACIIIOOK JIIKYBaHHS
OiypeTuKkaMu, TaKHUMHU SIK TiAPOXJIOPOTia3u, MOXKYTh IIPU3BECTHU [0 PO3BUTKY
MMe4iHKOBOl eHIledanonarii.

ITpu nnediHKOBUX poO3jIafiaX Ta y pa3i Iporpecyrynx 3aXBOPIOBaHb [I€YiHKHU Tia3Uau
CJIii 3aCTOCOBYBATHU 3 00E€PEKHICTIO, OCKIIbKY 1i IpernapaTyé MOXYTh BUKIUKATH
BHYTPILIHBOIIEYiHKOBUM X0JIeCTa3, a HaBiTh MiHIMaJIbHiI 3MiHU BOIHO-COJILOBOTO
0aaHCy 30aTHiI CIPOBOKYBAaTH PO3BUTOK MEeYiHKOBOI KoMu. [impoxnopoTia3up
MPOTUIIOKA3aHUM IalliEHTaM 3 TA2KKOIO IeYiHKOBOIO HEJOCTATHICTIO (OUB. PO3Iif
«[TpoTUIIOKa3aHHI»).

Konmpoab ¢pyHKUil HUpOK. PYHKIIII0O HUPOK ITOTPiOHO KOHTPOJIIOBATH [0 i Imif Jac

IPOBEeOEHHS JIIKyBaHHS Ta BiAIIOBIIHUM YHUHOM KOPHUT'YBaTU [03Y, OCOOIUBO Y IIEPIIIi
TUXKHI MiKyBaHHS. [lallieHTH 3 mopyleHHIMU GYHKIII HUPOK (OuB. po3min «Crocid



3aCTOCYBaHHS Ta OO3W») IMTOTPeOYIOTh 0COOIMBO PETEILHOT0 KOHTPOII0. ICHYE PU3UK
nmopyieHHs GyHKIII HUPOK, 0COOIUBO Y IAIliEHTIB i3 3aCTiliHOIO CEPIIEBOIO
HeIOoCTaTHiICTIO abo ITicJig mepecaaXeHHs HUPKY, 3 YPaXKeHHSIM HUPKOBUX CYIOUH, Y
TOMY YHKCJIi B MTAIi€EHTIB i3 reMOOAWHaMiYHO 3HAYYIIUM OJHOOIYHUM CTEHO30M HUPKOBOI
aprepil.

ITauieHmu 3 nopyweHHAMU (QYHKUil HUPOK. Y Talli€EHTIB i3 3aXBOPIOBAHHSIMHN HUPOK

Tia3uOu MOXKYTh CIPOBOKYBaTH IIOSABY ypeMil. Y maIfieHTiB i3 HOpyImIeHHAMU (QYyHKIIi1
HUPOK MOXKYTh BUHUKATU KyMYJIATUBHI e(PEKTH OiI0YUX PEUYOBUH. fAKIIO
IIporpecyBaHHs HUPKOBOI OUCGYHKIII CTa€ OYEeBUOHUM, Ha 1110 BKA3y€ 30iIbIIEeHHS
KiJIBKOCTI 3a/JIUIIKOBOTO a30Ty, TO CJIi] peTeJIbHO 3BaXXKUTU NUTAHHS IIPOOOBXEHHS
sikyBaHHSA. [ToTpiOHO BpaxyBaTU MOXKJIMBICTh MPUIIMHEHHS JIIKYBaHHS OiypeTUKOM
(muB. po3minu «IIpoTturnokalaHHsa» i «Crnocid 3acToCyBaHHS Ta JO3U»).

ITopyweHHs eaeKkmpoaimHoz20 baaaHcy. fK i B yCix maIlieHTiB, SKi OTPUMYIOTH

JIIKYBaHHS OiypeTUKaMu, HeoOXimHO peryssipHo depe3 BigMoBiIHI MPOMiXKKM Yacy
BUMIpIOBaT! PiBEHb €JIEKTPOJIITIB y my1a3Mi Kposi. Tia3uau, B TOMY YUCIIi
TigpoxyopoTia3uil, MOXKYTh CIPUYUHUTUA NOPYLUIEHHS BOOHO-eJIEKTPOIiTHOTO OanaHCy
(rimokamieMito, TimOHATPIEMIiIO Ta riIOXJIOPEMIYHUM alKao3).

Xoua nIpu 3aCTOCyBaHHI Tia3UOHUX OiypeTUKiB MOXKe PO3BUBATUCA TiOKalieMis,
OJHOYAaCHEe 3aCTOCYBaHHS paMIiNlpUIy MOXKe 3MEHIIUTH TilloKalieMilo, CIPpUYUHEHY
OlypeTUKOM. PU3VK BUHUKHEHHS TiNlOKaIi€eMil € HaUBUINUM Yy NAILi€HTIiB 3 TUPO30M
MeYiHKY, MallieHTiB 3i 30iNbIIIeHUM [iype30M, Y Ialli€HTiB, sIKi OTPUMYIOTh HEJOCTaTHIO
KIJIBKICTBH €JIEKTPOJIITIB, & TAKOXK Y MAalli€HTIiB, AKl OHHOYaCHO OTPUMYIOTH JIIKYBaHHS
KopTtukocTtepoimamu ta AKTT (muB. po3min «B3aeMopis 3 iHIIUMHU JTIKAPCHhKUMU
3acobamu Ta iHIII BUAU B3a€EMOMil»). BIpOmOBXK IePIIOT0 TUXKHS JTiKyBaHHS CIIiL
BU3HAUYUTHU [I0YAaTKOBUH piBEeHb Kaslito y ma3Mi KpoBi. [Ipu BUSABIEHHI 3HUXKEHOT O
PiBHS KaJTilo HeoOXigHO IMPOBECTU KOPEKIIilo.

Mozke BUHUKHYTHU OUIIOLIMHA TiIOoHATPieMida. Y mali€eHTiB 3 HU3bKUM PiBHEM HATPil0
CIIOYaTKy MOXKYTb OyTH BiICyTHi OyOb-IKi CHMIITOMH, TOMY Oy2K€ BaXKJIUBUM €
perynsipHe BU3HaAYEHHS KiJIbKOCTI HATPit0. Y IallieHTiB TiTHHOIO BiKy Ta MAlli€HTIB 3
IMPO30M IIEYiHKM TaKi aHasli3u CJIif IIPOBOAUTHU 3HAYHO YacTille.

Byno nmpomeMOHCTPOBaHO, 1110 Tia3uau 30iMbIIyIOTh BUBEOEHHS MarHilo 3i ceyero, 110
MO2Ke IIPU3BECTHU [0 TirmoMarHesiemil.

KoHnmpoab smicmy eaekmpoaimia: 2inepkaaiemis. Y gesiKux IIalli€HTIB, Kl

oTpumyBanu iariditopu AII®, Taki sk Pamizec KoM, BuHUMKana rinepkamiemis. o
rpynu PU3UKYy PO3BUTKY TillepKasieMil HajeXaTh IMalliEeHTU 3 HUPKOBOIO
He[oCTaTHiICTIO, 0co0HU JIITHBOTO BiKY (BikoM Bim 70 pokKiB), mallieHTH 3
HEKOHTPOJIbOBAaHUM IIYKPOBUM AiabeToM abo Ti, XTO ITpuMaEe COJIi KaJliio,



Kasif30epirarodi miypeTHKH, a TAaKOXK iHIITI aKTUBHI peYOBUHY, 110 MigBUIIYIOTh BMIiCT
KaJIilo y Ijia3Mi KpOBi, IMalliEHTH i3 TaKMMU CTaHaMH, SIK AJeTrigpaTallisi, TocTpa ceplieBa
nekoMIeHcalliss abo MeTaboIigyHUY allugo3. AKIIO IToKa3aHo OQHOYaCHe 3aCTOCYBaHHS
3a3Ha4vYeHUX BUIIE IIpellapaTiB, PEKOMEHOYETHCS PEryIsIPHO KOHTPOJIIOBAaTU PiBEHD
KaJliio y mia3Mi KpoBi (QuB. po3min «B3aemopis 3 iHIIMMU JTiKapChbKUMHU 3acobamMu Ta
IHIITI BUOY B3aEMOIN»).

KoHmpoib emicmy esneKkmposimia: 2inoHampiemisA. Y OKpeMuXx Malli€HTiB, SKi

OTPHUMYBaIX paMilIpuJI, CIIOCTEPIraBCs PO3BUTOK CUHAPOMY HeaJeKBaTHOI CEeKpellil
aHtupiypetuuroro ropmony (CHCAT) 3 mopmansliiM BUHUKHEHHSM TilloHATpPieMil.
PexoMeHyeThECS PEryJIsipHO IIEPEBIPATU PIBEHb HATPIIO B CUPOBATII KPOBi ¥ XBOPUX
JIITHBOTO BiKYy Ta Yy iHIIMX IAIli€EHTIB 3 pU3UKOM PO3BUTKY TilTOHATpPieMil.

IleviHKoBa eHuedasonamisa. Y Talli€HTIB i3 3aXBOPIOBAHHSIMMU ITE€YiHKU NOPYLIEHHSI

eJIeKTPOJIiTHOTO OajiaHCy, 110 BUHUKA€E BHACIIOK IiKyBaHHS AiypeTUKaMu, B TOMY
YUCJIi TiAPOXJIOPOTia3umoM, MOXKe IIPU3BECTU [0 PO3BUTKY MEYiHKOBOI eHIlledanomnaril.
Y pa3i BUHMKHEHHS ITe4iHKOBOI eHIledarsomnarTii TiKyBaHHS CIii HeralHO BiIMiHUTH.

I'inepkaavuiemis. TigpoxmopoTia3ug CTUMYJIIOE peabcopO1lifo Kalbllilo y HUPKax, 110

MO2Ke ITPU3BECTHU A0 BUHUKHEHHS rinepKainbilieMil. Ile Moxke CIIOTBOPIOBATH
pe3ynbTaTHU TECTIB, IKi MPOBOAATH 3 METOIO AOCIIOXKEHHS QYHKITi1 TapaliuTOBUOAHUX
3aJ03.

AHzioHespomuuHull HabpsK. Y TIaIli€HTiB, siKi oTpuMyBanu iHridiTopu AIT®, Taki K

paMinpui, CIiocTepiraBcs aHTiOHEBPOTUYHMNM HAOPSK (OuB. po3min «I[TobiuHi peakirii»).
Lle pu3uk Moxke OyTHU BUIIUM Yy HAIliEHTIB, IKi OMHOYACHO MPUMUMAIOTh JIiIKapChKi
3aco0u, 1110 3MaTHiI BUKJIMKATU aHTIOHEBPOTUYHUYM HAOPSK, Taki sk iHriditopu mTOR
(MilIeHi panamiliHy y ccaBlliB) (HallpuKJad, TEMCUPOIIIMYC, €BEPOJIIMyC, CUPOJIIMYC),
inridiTopu OIIII-4 (ounenTuguinenTuaa3u-4) (BinmariinTUH Ta, MOXKJIIUBO,
cakcarminTuH abo JiHarninTuH) abo iHribiToOpu HENPUIIi3UHY, TaKi K palleKaJoTpul.
KombiHoBaHe JIiKyBaHHSI paMiIpuIOM Ta CaKyOiTpuioM/BajicapTaHOM ITPOTUIIOKa3aHe
Yyepe3 PU3KUK BUHUKHEHHS aHTiIOHEBPOTUYHOTO HAOPSAKY (OUB. pO3Oiau
«I[TpoTunoka3aHHsa» i «B3aeMomis 3 iHIIIMMH TiKapChbKUMM 3acoO0aMU Ta iHIII BUOU
B3a€EMOOiN»).

Y pa3i BUHUKHEHHS aHTiOHEeBPOTUYHOI'0 HAOPSKY JIiKyBaHHS mperapaToM Pamizec
Kowm cripg HerarHo IpUNUHUTU Ta PO3INOYATU HEBIOKIaOHY Teparito. [TallieHT MOBUHEH
3HAXOOUTUCH ITif MEOUYHUM HarJssgoM OPOTAroM npuHaumHi 12-24 rogus i Moxe
OyTH BUIIMCAHUU TiIBKU MiCJIS ITIOBHOTO 3HUKHEHHS CUMIITOMIB.

Y mailieHTiB, siki oTpumyBanu iuridiTopu AII®, taki sk Pamizec Kom, cnocrepiranucs
BUIIQAKY aHTiIOHEBPOTUYHOTO HAOPSIKY KUIIeYHUKY (OuB. po31in «[1obiuHi peakirii»).
Lli marieHTH cKapKuUIucs Ha O0inb y XKUBOTI (3 HymoTOI0/0/1I0BaHHAM ab0 6€3 HUX).



[Ticnst mpunuHeHHS npuiiomy iHridiTopa AII® cuMITOMU aHTiIOHEBPOTUYHOT' O HAaOPSIKY
KUIIIEeYHUKY 3HUKAaJIU.

AHaginrakmuuHi peakuii nid yac 2inoceHcubiaiszauii. [Tpu 3acTocyBaHHi iHTiGiTOPIB

ATI® iMOBipHICTH BUHMKHEHHS i TSIXKiCTh aHADIMaKTUYHUX Ta aHadiTaKTOIgHUX
peakxiliii Ha OTPYTy KOMax Ta iHIIIi ajepreHu 30inbIIyeThCA. [lepen MpoBegeHHSIM
rimocexncu6inmizairii ciig THMYacoBO IPUITMHUTH IPUMOM npemnapaTty Pamizec Kowm.

HetumponeHis/azpaHyaouumo3s. Bunagku HEUTPOIIEHil/arpaHyI0IUTO3y

CIIoCcTepiranucs pigko. TaKoxK MOBIHOMIISAIOCS PO NPUTHIYEeHHSA (QYHKIIi1 KiCTKOBOTO
MO3KY. 3 METOIO BUSIBJIEHHSI MOKJIMBOI JIEMKOIIEeHil pEKOMEeHAyEThCSA KOHTPOIIOBAaTU
KiNTbKiCTh JIEMKOIIUTIB Y KPOBi. BilbIll YacTUl KOHTPOIb OaKaHO IMPOBOAUTH Ha
MMoYaTKYy JIiKyBaHHS Ta y pa3i nopyleHHS QYHKIIl HUPOK, a TaKOXK y Malli€HTIB i3
CYIyTHIM KOlareHo30oM (HaIllpuKiaf, 3i CHACTEMHUM YePBOHMM BOBYaKOM abo
CKJIEpOOepMi€l0) Ta Y THX, XTO OOHOYACHO ITPUMMaE iHIIi JTiKapchKi 3acobu, 1110
MOXKYTh CIPUYMHUTH 3MiHM KapTUHU KPOBi (OUB. po3ainu «B3aemopisa 3 iHIIUMU
JIiIKapChKUMMU 3aco0aMU Ta iHIII BUAM B3aeMofi» i «IToOiuHi peakirii»).

XopioidaabHUl 8unim, 20cmpa KOPoOmK0o30picms ma 8MOPUHHA 3AKPUMOKYMo8d
e2naykoma. ITpenapaty, IO MiCTSATH CylIbdoHaMin a6o noxigHi cynbpoHaMiny, MOXKYTh
BUKJIMKaTHU iMiOCHHKPaTUYHY peaklliio, II0 CIIPUYUHSIE XOPiolgaJIbHUM BUIIIT i3

nedheKTOM 30pOBOTO I10JIsI, TPAH3UTOPHOIO MiOIIi€I0 Ta TOCTPY 3aKPUTOKYTOBY
riaaykomMy. CuMnToMaTvKa XapaKTePU3y€EThCSI T'OCTPUM I10YaTKOM 3HUXKEHHS T'OCTPOTHU
30py abo 60J110 B 04Yax i y TUMIOBUX BUIIagKaX PO3BUBAETHLCS IIPOTATOM II€Pioay Bif
KIJIbKOX F'OOUH A0 KIJIBKOX THUIKHIB Bil I0YAaTKy 3aCTOCYBaHH IpernapaTy. HemikoBaHa
rocTpa 3aKpPUTOKYTOBA I'lTayKOMa MOzKe IMPU3BOAUTH OO0 HEOOOPOTHOI BTPATH 30PY.
[TepBUHHI MiKyBaJIbHI 3axoqu nependavaroTh BiAMiHY TimpoxIopoTia3ugy ssKkoMora
IIBUAIIE. AKIIO BHYTPIIIHbOOYHUY TUCK 3aJIMILAETHCS MHICIIS LIbOTO
HEKOHTPOJIbOBAaHUM, HeoOXifHe HeraliHe MeuKaMeHTO3He abo XipypriuyHe BTpy4YaHHS.
IIo dakTopiB pU3UKYy PO3BUTKY I'OCTPOI 3aKPUTOKYTOBOI I'JlayKOMH HaJjieXaTh
3acToCyBaHHS cynb(aHinamifiB B aHaMHe3i abo ajeprisi Ha NeHIIuJIiH.

EmHiuHi giomiHHocmi. IuTibiTopu AIT® 3HAYHO YacTillle CHIPUYUHSAIOTh

aHTiOHEBPOTUYHUM HaAOPSAK y IMalliEHTiB HETPOIAHOI pacH, HiXK y IIPeACTaBHUKIB iHIIINX
pac. 4k i inmi iuridiTopu AII®, rimnoTeH3uWBHA Oisd paMinpuily Moxe OyTH MEHIII
BHPAaKeHOI0 y IalliEHTiB HErPOiAHOI pacu MOPiBHSAHO i3 MpeaCcTaBHUKaMM iHIIINX pac.
Lle moxke OyTH 3yMOBI€HO THUM, III0 Y YOPHOIIKIpUX MAIliEHTIB 3 apTepiaIbHOI0
rimepTeH3i€r0 YacTillle CIIOCTEPIraeThCA apTepiajbHa TilnepTeH3id 3 HU3bKOIO
aKTHBHICTIO PEHIiHY.

CnopmcmeHu. I'igpoxsiopoTia3ug MoXKe JaTu MO3UTUBHUU pPe3yJbTaT IPU IIPOBEEeHHI

OOIIIHT-TECTY.



MemaboaiuHi ma eHOOKpPUHHI epekmu. JIiKyBaHHS Tia3ugaMU MOKe CIIPUUYUHUTHU

OPYILIEeHHS TOJIEPAaHTHOCTI 4O IJIIOKO3HU. Y OesKUX BUMafKaX IalliEHTaM i3 IIyKpOBUM
niabeToM MoxKe OyTH IMOTPiOHA KOPEKIIis 03U iHCYJIIiHy Ta IepopabHUX
rinmornikeMiyHux 3aco0iB. [Tpu nmikyBaHHi Tia3umaMu jaTeHTHa ¢popMa IIyKPOBOTO
miabeTy MOzKe IepepoCcTHu y MaHi(pecTHY.

Teparis Tia3ugHUMU OiypeTUKaMU MOXKe CyIIPOBOOXKYBaTUCS IIiIABUIIEHHAM PiBHS
XOJIECTEPUHY Ta TPUTJIEPUniB. Y OessKuX XBOPUX 3aCTOCYBaHHSA Tia3UOHUX OiYPETUKIB
MOZK€e CITPOBOKYBATU PO3BUTOK TrinepypukreMil abo rocTporo Hamagy nomarpu.

Kawenw. TIpu 3acTocyBaHHi iHTi6iTOpiB AIT® MOBimOMIISAIOCS IIPO BUHUKHEHHS
KalllJTi0. 3a3BUYal I[ey Kalllejlb € HEIIPOOYKTUBHUM, TPUBAJIUM i 3HUKAE ITiCIA
NPUINHEHHS JTiKyBaHHA. [1pu nudepeHLiHIN OiarHOCTUII KaIlJII0 CIif TaM’ ATaTu IIpu
MOZKJIMBICTh BUHUKHEHHS Kalllllo, CIPUYUHEHOTO iHribiTopamu ATID.

HemenanomHul pak wkipu (HMPIII). Y 0BOX eNifeMioJIOTiYHUX OOCITiIKEeHHIX,
3aCHOBaHMWX Ha JaHUX HalliloHaJIbHOTO PEECTPY OHKOJIOTIYHMX 3aXBOpPIOBaHb [laHil,
Oyso BusiBnieHo migBuitieHud pusuk po3suTky HMPIII (BKK i ITKK) npu 36inbiieHHi
CYKYIHOI JO3HU TigpoxJiopoTiaduay. MoXIuBUM MexaHidaMoM po3BUTKy HMPIII moxke
OyTu dpoToceHcuObini3yroya i rigpoxiopoTia3umy.

[TamierTaM, AKi OpUUMarOTh TiOPOXJIOPOTia3um, CIIif HOBIIOMUTHU IIPO PU3UK PO3BUTKY
HMPIII i nopaguTtu peryasspHO IMepPeBipsATU CTaH IIKIPHUX IOKPUBIB Ha HAasIBHICTh
HOBOYTBOPEHD, a TAKOXK HEralHO ITOBIHOMIISITH JTiKaps PO MOSIBY OyOb-TKUX
[igo3piyinX YTBOPEHD Ha IIKIpi. 3 METOI 3MEHIIEHHS PU3UKY PO3BUTKY paky IIKipu
Mali€eHTiB CiIif NpoiH¢gOopMyBaTH PO MOZKJIMBI 3a00iKHi 3aX0M, TaKi SK 0OMeXKeHHS
BIUIMBY COHSTYHUX i ybTpadioneToBUX MPOMeHiB Ta 3abe3nedeHHsT HaJIeXKHOTO
3aXMCTy MIKipH y pa3i Takoro BOauBYy. HeoOXigHO SKHAUIIIBUAIIE IPOBECTH
OOCITimKEeHHSs ITigo3piinxX yTBOPEHb Ha MIKipi, B TOMY YHCJIi BUKOHATH OioIciio 3
riCTOJIOTIYHUM [OocCHiaXxeHHAM MaTepiany. [Tanientam i3 HMPIII B anamMHEe31 TaKOXK
MoxKe OyTU HeoOXigHO IMePErasaHyTH OOLINbHICTh 3aCTOCYBaHHSA TiApPOXJIOPOTia3umy
(muB. TakoxXK po3min «I[1o6iuHi peakirii»).

THwi. Y maIieHTiB, He3aJe3KHO Bil HAsIBHOCTI B aHaMHe3i aneprii abo 6poHxiaabHOI
aCTMM, MOXKYTh BUHUKATH Peakxliil migBUIlleHOl 9yTaAnuBOCTi. [TloBimoMmsnocs npo
MOZKJIUBICTb 3arOCTPEeHHS a00 aKTHUBi3allil CHCTEMHOT0 Y4ePBOHOT'O BOBYAKa.

Lle# mikapcbKui 3acid MiCTUTH JIaKTO3y, TOMY y pa3i BCTAHOBIEHHS HEIIEPEHOCHUMOCTI
OesIKUX IIyKPiB HE0OXigHO IMTPOKOHCYJIbTYBATHUCS 3 JIiKapeM, MepIll HiK IpUuiMaTu 1eu
JIIKapChbKUU 3acio.

3maTHICTH BIUTHBATH Ha MIBHIKICTH peakiIlii mIpH KepyBaHHi aBTOTPaHCIIOPTOM
a00 iHImMUMMHU MexaHiZMaMHu



Iocmig»eHb 3 BIIMBY HpelapaTy Ha 3aTHICTh KepyBaTH TPAHCIOPTHUMU 3acobOaMu
Ta ITPAIfoBaTH 3 IHIIMMU MeXaHi3MaMu He ITpoBoausocs. [leski mobiuHi peakiii
(HammpuKian, CHMITOMHU 3HU2KEHHS apTepiaJbHOr0 TUCKY, TaKi SIK 3allaMOPOYEeHHS)
MOXKYTh OPYIIyBaTH 3[aTHICTh MalliEHTa [0 KOHIIEHTpallil yBaru i IMBUIOKICTh KOTO
peakxiii, 110 € pU3UKOBAHUM Yy TUX CUTyallisiX, KOJH IIi SKOCTi MaloTh 0COOJIMBO BEJINKE
3Ha4YeHHs (HallpuKiafd, IpyU KepyBaHHI TpaHCHOPTHUMHU 3acobamMu abo pobOoTi 3
IHIIIMMU MeXaHi3MaMH).

Lle ocoO6MMBO CTOCYETHLCS ITOYATKY JTiKyBaHHS ab0 mmepexoay Ha 3aCTOCYyBaHHS iHIIINX
npenapartis. [Ticia nmpuiioMy mepinoi Jo3u abo IMoOanabIIoro MigBUILEHHS T03U
HeOakaHO KepyBaTHu TPaHCIIOPTHUM 3aco00M abo MmpalfoBaTH 3 iHIIUMU MeXaHi3MaMu
ITPOTSTOM KiJTbKOX TO[IUH.

3acTocyBaHHSA y nepioa BariTHoOCTi a00 rogmyBaHHsI IPyaaio

BaritHicTb

JlikapcbKu# 3acib IpOTUIIOKa3aHO 3aCTOCOBYBATU BariTHUM abo0 XKiHKaM, sKi
MJIaHYIOTh 3aBariTHITH. AKINO ITif Yac JTiKyBaHHS LIUM 3aCO00M IiATBEPAKYETHCS
BariTHICTh, MOTO 3aCTOCYBaHHS HEOOXigHO HeraHO MPUNUHUTHU i 3aMiHUTH iHIITUM
JIiIKapChKUM 3ac000M, TO3BOJIEHUM [I0 3aCTOCYBaHHSI BaTiTHUM.

[Tepionm rogyBaHHS IPYAOIO

[IpenapaTt Pamizec KoM nmpoTunnokasaHo 3aCTOCOBYBATHU y Iepiof rogqyBaHHSA I'PyLOALO.
KinpkicTe paMinpuily Ta rigpoxJjiopoTia3ugy, Lo IIPOHUKAE y ITPyOHE MOJIOKO, € TaKOIO,
III0 IPYU 3aCTOCYBaHHI TepalleBTUYHUX O03 PaMINpuiy Ta rigpoxjIopoTia3uay HEMOBIIS,
sIKe 3HaXOOUThCS Ha ITPyOHOMY IOOyBaHHI, MOXKe 3a3HaTH 1X BOIUBY. OCKiTbKY HEMAE
HaJIe’XKHUX JaHUX IIOA0 3aCTOCYBaHHS PaMIiIpUIIy ITifl Yac rofgyBaHHS I'PyOmoio, 6axkaHo
HalaBaTH IepeBary iHIIUM JIikapChbKUM 3aco0aM, 3aCTOCYBaHHS SIKUX Y Iepiof
rogyBaHHS TPyAnio € OinbIll 6e31eYHuM, 0COOIMBO MPY I'PyOHOMY IOAyBaHHI
HOBOHapOIKeHUX ab0 HeOOHOIIIeHUX HEMOBIAT. [iIpoxIopoTia3ug NpOHUKAE Y TPyOHE
MOJIOKO. 3aCTOCYBaHHS Tia3uay KiHKaM, SKi rOOyIOTh I'PYAOI0, CYIIPOBOOXKYBaIOCs
3MeHIIIeHHSIM a00 HaBiTh ITIOBHUM ITPUNUHEHHSIM IIPOAYKYBaHHS MOJIOKa. Moxe
BMHUKATH MigBUIEeHa YYTIUBICTh IO MOXIOHUX CyIb(POHaAMINy, TiIOKaJIieMis Ta sgepHa
XKOBTSAHUIISA. OCKiTbKM 3aCTOCYBaHHS 000X [il0YMX PEYOBUH MOXKE ITPU3BOOUTHU M0
TSXKKUX MOOIYHUX peaklliii y HEMOBIIST, SIKi 3HaX0AAThCSA Ha TPYOHOMY TOOyBaHHi, CITif
MIPUUHSATY PillleHHS PO MPUNNHEHHS a00 rpyaHOro rogyBaHHs, abo JTiKyBaHHS,
3aJIeKHO Bifl BaXKJIMBOCTI IIi€l Tepamil Ojis XKiHKH.

Cmocid 3acTocyBaHHs Ta T03H

Il71sT TepopabHOTO 3aCTOCYBaHHSI.



[IpenapaT peKOMeHOY€EThCS IpuiiMaTu 1 pa3 Ha moOy B OOMH i TOM XKe 4dac, 6axkKaHO
BpaHIIi.

[IpenmapaTt MOKHa OIpUUMAaTH OO, i Yac i IMicasa 12Ki, OCKiTbKY BXKUBAHHS 1Ki He
BILIMBA€ Ha 6iomoCTymHICTh npemnapaTy (AuB. po3min «@apMakoKiHeTuKa»). TabneTku
CJIifi KOBTATH IiIMMH, 3alIMBalOYU BOMOIO. IX He MOXKHa PO32K0BYBaTH a6o
rnmogpiGHIOBATH.

Ilopocai. [103y Ciig KOpUryBaTHu iHOUBiIAYa/IbHO, 3aJI€2KHO Bifl CTyIEHS TSIXKKOCTI
apTepianbHOI TilmepTeH3il Ta HaSBHOCTI IHIINX CYyNyTHIX (paKTOpPiB PU3HUKY.
3acTtocyBaHHs ¢ikcoBaHOI KoOMOiHaIlil paMinmpuny i rigpoxiopoTia3uay, siK IpaBUio,
PEKOMEHYETHCS TiJIbKM ITiCISI TUTPYBaAHHS 403 KOXKHOTO 3 11 OKpeMUX KOMIIOHEHTIB.

[ToumHaTH JTiKyBaHHS 3 HAMHUIKYO0L MOXKJINBOL 103u. IIpu HEe0OXimHOCTI HO3y MOXKHA
IIOCTYIIOBO 30iNbITyBaTH A0 OHOCATHEHHS IIJIbOBOI'O IOKa3HUKa apTepialbHOTO TUCKY.
MaxkcuMarnibHa OOIIyCTUMa [03a cTaHOBUTH 10 Mr paminpuiy i 50 Mr
rigpoxiopoTia3uay Ha mo0y.

Ocobusi epynu nauieHmis.

ITauienmu, ssKi ompumyroms diypemuku. PEKOMEHOYETHCS MIPOSABIATH 00€PEXKHICTh,
OCKIJIBKY Y MAalli€HTIB, AKi OTPUMYIOTH OIyPETUKH, Ha [I0YATKY JIIKyBaHHS IIperapaToM
MOXKe BUHUKAaTU apTepianbHa rinotensid. [lepen TUM K mo4yaTH JIiKyBaHHS
IIperapaToM, CJIif 3MEHIIUTH 03y AiypeTuka abo NPUIIMHUTHU MOT0 3aCTOCYBAHHS.

ITauieHmu 3 nopyweHHAM (PYHKUIl HUPOK. Y 3B'sI3Ky 3 HasIBHICTIO
TriapoxIopoTia3ugHOTO KOMIIOHEHTA MpelapaT IIPOTUIIOKa3aHUH HalliEHTaM 3 TS2KKOI0
HUPKOBOIO HEOOCTATHICTIO (KiIipeHC KpeaTuHiHy ° 30 MII/XB) (OUB. PO3MIis
«IIpoTtunoka3aHHs»). [lallieHTaM 3 MOPYIIEHHAMHU QYHKIII HUPOK MOXKYTH OyTH
IoKa3aHi OifbIl HU3bKi A03U Ipernaparty. [laiienTiB 3 knipeHcoMm KpeaTuHiny 30-60
MJI/XB CJIif] JTIKyBaTH TiJIbKM i3 3aCTOCYBaHHSIM HaWHMK4YO0I 003U ¢ikcoBaHOI KoMOiHalii
paMinpuny/rimpoxiopoTia3ugy Iiciasi MOHOTeparlil paMminpunom. MakcuMasibHa
gomycTrMa mo00Ba [J03a CTAHOBUTHL 5 MT' paMinpuiy i 25 MT rigpoxiopoTia3uny.

ITauieHmu 3 nopyweHHAM (YHKUiII neyiHKu. Y TALi€HTiB 3 TETKUM i TOMipHUM
MopyuIeHHSAM (QYHKIIi] IeYiHKH JIiIKyBaHHS ITperapaToM CJIif IIOYUHATU BUHSATKOBO IIif
MMUJIPHUM MEOUYHUM HarjssgoM. MakKcuMaibHa H000Ba [03a B TAaKKUX BUIIAAKaX
CTaHOBUTH 2,5 Mr paminpuny i 12,5 Mmr rigpoxnopoTtia3uny. [Ipenapat
MIPOTUNIOKA3aHUM ITPU TAXKKOMY IMOPYIIeHH]I QYHKIII MeYiHKY (OUB. pO3Min
«[TpoTUIIOKa3aHHI»).

ITauienmu aimHvoeo 8iky. [louaTKoOBa J03a MOBMHHA OyTH HMXKYa, a MoJdablile
TUTPYBaAHHS 03U CJIif 3AiliCHIOBATHU OiJIbII ITOCTYIIOBO Y 3B'SI3KY 3 BUIIIOIO iMOBIpHICTIO



BUHUKHEHHS ITOOIYHUX peakirii.
itk

[IpemnmapaT He peKOMEHOYETHCA 3aCTOCOBYBATHU AIiTAM, OCKIJIBKM HEJOCTAaTHHO OaHUX
OO0 MOoTr0o e(peKTUBHOCTI Ta 0€3MeYHOCTI IJIA TaKUX Malli€HTiB.

Ilepeno3yBaHHsA

CuMIiToMaMu epeao3yBaHHA € CTIMKHUU Oiype3, HagMipHa nepudepudHa
Ba3oauiaTallis (3 BUpaXeHOoI0 apTepialbHOIO TilIOTEeH3i€l0, IIIOKOM), OpaauKapmis,
MMOPYILEHHS eIeKTPOJIITHOTO OalaHCy, HUPKOBa HEOOCTATHICTh, ITIOPYIIEHHS
CepLEeBOTr0 PUTMY, IIOPYILIEHHS CBIHOMOCTi, B TOMY YHMCJIi KOMa, €MiJIeNTUYHI Hananu,
MO3KOBI CygoMy, mape3 Ta HapajliTu4YHa KUIIKOBa HEIIPOXiOHICTh.

[lepemo3yBaHHS TiApPOXJIOPOTia3uAy MOXKe IIPU3BECTHA [0 I'OCTPOI 3aTPUMKHM Cedi y
MallieHTiB, CXUIBHUX OO0 IIbOTO (HaNpuKJIaf, i3 rirnepmnasieio nmepegMixypoBoi 3a1o3u),
Taxikapmil, cmabKoCTi, 3amaMOpPOYeHH, CIa3MiB M’g3iB, TOIiypil, onirypii, anypii,
rirmokariemii, rimoHaTpieMii, rimoxgopeMii, ankano3y, IiJABUIIEHHS PiBHS a30Ty
CE4YOBUHU Yy KPOBi (B OCHOBHOMY HUPKOBa HEIOCTATHICTS).

Heo0OxigHO peTesibHO CIOCTepiraTy 3a CTaHOM ITallieHTa.

JIikyBaHHS CUMIOITOMaTHUYHe Ta IIiATpuMyBajibHe. JIIKyBaJIbHUMU 3aX00aMU €
IepBUHHA JEeTOKCHUKAIlis (IIpoMUBaHHS LIIJTYHKa, BBEIEHHS afiCOPOEHTIB), a TaKOXK
3axo[u, CIPsSIMOBaHi Ha BifHOBJIEHHS CTa0iIbHOl reMOAMHAaMIKM, B TOMY YUCJIi
BimHOBIIEHHsI 00’€MY BTpPauyeHOl PiguHU Ta COJiel, BBeIeHHs aroHicTiB anbda-1-
ampeHopelenTopiB abo anrioren3uny II (aurioren3uHaminy). Paminpunart, akTUBHUMN
MeTalboJIiT paMinpuy, IMoraio BUBOOUTHCS IIISTXOM reMomdiani3y.

IToOiuni peakmii

ITpodins 6e3meku mpernapaTy PaMillpui + rigpoxIopoTia3ua MiCTUTH HaHi Ipo moOiuHi
peaxiiil, IKi BUHUKaIOTh BHACJITOK apTepianbHOI rinoTeH3il Ta/abo 3MeHIlIeHHs 00’ eMy
IIMPKYII0I040l KPOBi BHACIiMOK 30inbIlleHHS Oiype3y. [iloua pedyoBUHA pPaMiltpui
MOXK€e COPUYNHUTHU MOCTIMHUHM Kallleslb, TOMOl SIK Adil04Ya pedoBHUHA IiApOoXJIOpOTia3us
MO2Ke MMOPYIIyBaTH MeTab0JIi3M T'JIIOKO3U, JKUPIiB Ta ce4oBol KucyioTtu. O6uaBi
PEeYOBUHU YMHATH HEOOOPOTHY Mif0 Ha pPiBeHb Kasliio y miaa3Mi KpoBi. [1o TIXKKUX
mo6iyHUX peakiliii HaJlexkaTh aHTIOHEBPOTUYHUM HAOPSAK abo aHadimakToIgHI peakiiii,
nopyueHHsa QyHKIil nediHky abo HUPOK, ITaHKPEeaTUT, TAXKKI peakiiii 3 00Ky LIKipu Ta
HEUTPOIIeHisl/arpaHyJiouUuTO3.



YacToTa BUHUKHEHHS ITOOIYHUX peakIliii KinacupiKyeTbCad TaKUM YUHOM: YK€ 4acCTO
(=1/10); vacTto (Big =1/100 mo <1/10); HeuacTo (Bim =1/1000 mo <1/100); pigko (Bif
=1/10000 mo <1/1 000); nyxe pinko (<1/10000); yacTtoTa HeBimoMa (He MoxKe OyTHU
po3paxoBaHa 3a HassBHUMU JaHUMU). Y KOXKHiM rpy1i nobiuHi peakilil mpeacTaBieHi y

IIOPAOKY 3MEHIIIEeHHSA CTYIIEeHA ix CeprOBHOCTi.

Hyxe Yacrtora
Yacrto HeuacTo . .
pigko HeBimoMa
[tmemis miokappa,
BKJIIOYal04H
CTEeHOKap[iio; .
. _ IndapkT Mmiokapna,
_ Taxikapmis;
Cepuesi , i opToCcTaTU4YHa
ApPUTMIisI; BiguyTTs .
po3nagu apTepianbHa
ITOCUJIEHOT O ) .
TiroTeH3isg
cepueoduTTs;
nepudepuyHi
HaOpSKu
3MeHIIeHHs [TpurHiueHHs
KUIBKOCTI ¢dbyHkKI1il KicTKOBOTO
JIEMKOLIUTIB, MO3KY;
SMEHIICHHS HEHUTPOIIeHis, B
. K1JIBKOCTI ;
3 OOKy KpOBi Ta . A ToMy HHCIIL
S e— €PUTPOLIUTIB, IJIACTUYHA |qrpaHyIIONUTO3,
CHCTEMI 3HUXKEHHS PiBHS aHeMis HaHIUTOIeHis,
reMoro6iny, €e03uHOoDiisa
reMOJIiTU4YHa
aHeMisl, 3HUKeHHs reMOKOHIIEHTPalis

Yy pa3si 3aTpUMKU

K1JIBKOCTI

TPOMOOIIUTIB PIOVHHA
LlepebpanbHa

BepTturo, imemist, y ToMmy

napecTesis, YUCII ileMiYHUM’

. .. TPEMOpP, IHCYJIBT 1
3 60Ky HepBOBOIi |[['0jT0OBHUM Oifb,
MOPYyLIEHHA TPaH3UTOPHA

CHUCTEMH

3alaMOPOYEHHS

PiBHOBAru, Bi4yTTH
IIeYiHHS, OUCTeB3id,
areB3is

lIeMidyHa aTaka;
MOPYILIEeHHS
IICUXOMOTOPHUX
yHKIINA, TapocMisa




3 00Ky opraHiB
30py

[TopyiieHHA 30Dy,
BKJIIO4YAI0O4U
HEYITKICTH 30pYy,
KOH IOHKTHBIT

KcaHnTorcis,
3MEeHIIIeHHS
CJIbO30BUIIEHHS
BHACJIIOOK mil
rigpoxJsopoTia3uny,

BTOpPMHHA I'OCTpa
3aKpUTOKYTOBa
riaykoma Ta/abo
rocTpa Mioria
BHACJIIOOK mil
rigpoxJsopoTia3uny,

XOPiOImHUM BUIIT

3 OOKy OopraHiB

CIIyXy Ta I13BiH y Byxax [TopyiueHHA CIyXy
1abipuHTy
BbponxocniaswM, y
TOMY YHUCJIi
3arOCTPEHHSA
OpoHXiaJIbHOI
. . aCTMU; aJjiepriyHum
PecmipaTopHi, . .
, HenpooykTuBHUU aJIbBEOJIIT;
TOpaKaJlbHi Ta . CuHycuT, 3aOUllIKa, ) .
IIOOpa3/IuBUU pecripaToOpHUU

MeniaCTHUHAJIbHI
po3nagu

Kalleab, OPOHXIT

3aKJIaJeHiCTh HOoCca

OUCTPEeC, y TOMY
YHCJIi THEBMOHIT
Ta HeKapaioreHHUU
HaOpSIK IereHb
BHACIIIOoOK mil
rigpoxJiopoTia3ungy




3amnanbHi IBUINA Y

ITankpeaTur (y
IOOOUHOKUX
BUIlagKax
IIOBIOOMIJIAJIOCS
IIPO JieTaJlbHi

LIJIYyHKOBO- bnoBaHH4, .
KAIIKOBOMY TPaKTi, [aprosumi [0 C/HAKK DK
po3nagu cromaruT, |3@CTOCYBaHHI
3 OOKy TpaBIIeHHS, FTIOCHT, igri6iTopiB AH@),
Ty HKOBO- HeIpUEMHI niapest, Ginp |[HABHIHEHIA PIBHA
KHIIIKOBOT'O BIOUYTTs y XKUBOTIi, |y BEPXHIA (b_epMeHTlB )
TPAKTY [UCIEICis, YaCcTUHI ATy HKOBOL
TacTpUT, Hy[OTa, |[’KHUBOTA, Sanost, ]
3amop, TiHTiBiT CyXicTh ¥ AHTiIOHEeBPOTUYHUM
BHACITIMOK mii pori HaOpsAK TOHKOTO
rigpoxiaopoTia3uny KUIIEIHUKY,
clamoageHiT
BHACJIiOoK mil
rigpoxsiopoTia3ungy
[TopyiienHSA
dbyHKIIi1 HUPOK, .
[ToripuieHHs

3 OOKY HUPOK i
CEeYOBUBIOTHUX
IIJIAXiB

BKJIIOUAIO4YHU TOCTPY
HUPKOBY
HeJOCTaTHICTh;
30iNTbIIIEHHST
CEe4YOyTBOPEHHS;
MiABUILEHHS PiBHA
CEYOBUHU Y KPOBi
Ta KpeaTUuHIiHy

nepebiry ¢oHoBOI
IPOTEeInypil,
iHTepCTHULiaIbHUN
He(@pUT BHaACITIOOK
mil
rigpoxsopoTia3ungy




3 OOKYy IIKipu Ta
MIAMIKIPHUX
TKaHUH

AHTIOHEBPOTUYHUU
HaOpSK; y OyXe
BUHSATKOBUX
BUMIagKax —
MMOPYILIEHHS
MPOXiAHOCTI
OVXaJIbHUX MINISIXiB
BHaCJIIOOK
AHTIOHEBPOTUYHOI' O
HaOpsKYy, IKe MOXe
MaTHu JIeTaJlbHUU
HaCIIigoK;
IICOpiaTUYHUU
OepMaTurT;
rimeprigpos;
BUCUIIAHHS,
30KpeMa
MaKyJIoIlamnyjabO3HeE;
cBepOixK; ajomnerris

TokCcuYHUM
enigepManbHUU
HEKPOJIi3, CHHOIPOM
CriBeHca-
II>KOHCOHa,
MyJIbTU(QOPMHaA
epureMa,
neMm@iryc,
3aroCTpeHHS
nepebiry mncopia3sy,
ekcdomiaTuBHUNU
OepMaTHuT,
$oTOUYyTIUBICTE,
OHiXO0Ii3uC,
nem¢iroimHa abo
JTiXxeHolgHa
eKk3aHTeMa abo
eHaHTeMa,

KPOIIUB dHKaA,
CUCTEMHUU
4YePBOHUU BOBYAK
BHACJIiIOK mil
rigpoxsopoTia3ungy

3 OOKY OITOPHO-

ApTpanris, Mm’g30Bi1
cria3Mu, M’'s130Ba

CJ1a0KiCTBh,
PYXOBOTO ,
L. M’sI130BO-CKeJIeTHa
amaparty Ta Mianrisa . L
. CKYTiCTb, TeTaHi4Hi
CIIOJTY4YHO1 ,
CyOooOMHU BHACIIILOK
TKaHUHU
mil
rigpoxJopoTia3ungy
Cunpgpom
3 OOKYy MMOPYILIEeHHS
€HOOKPUHHOIL cekpelril
CUCTEMH AHTUOIYPETUYHOT O

TOPMOHY




He3apmoBinpuui
KOHTPOJIb

3HUXKEeHHS PiBHS
HaTpiio y niaa3mi

IIYKPOBOTO MiabeTy, KpOBl,
3MEHIIIeHHS FTIOKO3y s,
TOJIEPAHTHOCTI 0 AHOpeKCiz, S —
TJIIOKO3H, .
. ) 3HUXKEHHS [TigBumenns|dJ1KaJos,
MMiTBUIIIEHHS PiBHS _ } . .
. |ameTtury, piBHA Kajtito THIOXJIOPpEMId,
L TJIIOKO3U ¥ KPOBI, ) ) . .
Metabomiui Ta |, , 3MeHIIeHHS piBHS |y mmasmi  |TIIIOMarHieMis,
. ) MigBUIIIEHHS PiBHS , _ ) . .
anmiMeHTapHi . KaJlito y Ijia3Mi KPOBI rIepKasbOleMIA,
Ce4Y0BOl KHCJIOTH, T . : .
po3imanu KPOBI, BiOUyTTS BHacJiimok |Aerliparamnis,
3aroCTPEeHHS , . . .
CIIparu BHaACJIOOK |mil T'IIOXJIOPEMIYHUH
nogarpu, )
6'11 p ' mii paMinpuny (@JIKaos, o Moxe
30iNTbIIIEHHS PiBHS | | ) .
rigpoxsopoTia3ungy IHOYKYBaTH
XOJIECTEPUHY eTiHKOBY
Ta/abo eHIedasnonariio
TPUTTINEPUNLB abo meviHKOBY
BHACJILAOK Al KOMY BHACJiOK mil
TIAPOXTIOPOTIasHAy rigpoxsiopoTia3ungy
Tpom0603 BHACIHIIOK
3HAYHOTO
) 3MEeHIIIeHHsI 00’ eMy
ApTtepianbHa .
. . U PKYII0I0Y01
rinoTeHsig, , .
. KPOBi, CYTUHHUU
CynuHHi OpTOCTaTHUYHAa
. : CTEHO3,
po3nagu rinoTeHsis, . _
rimnonepdya3is,
CHUHKOIIE, .
cuHOpoM PeinHo,
MIPUIIIUBU _
BaCKYJIiT,
HEKPOTUYHUU
QHTIIT
[TopyiieHHEA [TigBuIIeHa )
) Bins y rpynax,
3arajibHOTO BTOMJTIIOBaAHICTB, . . BucHaxeHHs
, Imipekcis
CTaHy acTeHisa




AnadinakTuuHi
abo

aHadimakToIOHi
peaxiril Ha
. . paMinpusi 4yu
3 60Ky iMyHHOI ) )
aHadimakTU4Hi
CUCTEMHU
peaxiiil Ha
rigpoxsopoTia3ugm,
OiOBUIEHHS PiBHA
aHTUHYKJIeapHUX
QHTHUTIN
XomnecTaTu4HUM ado
OUTOJIITUYHUH
renatur (y
BUHSITKOBUX
BHUIIQJKaX - 3
JIeTaJIbHIM ['ocTpa nmevyiHKOBa
HaCIiAKOM), HeJOCTAaTHICTh,
IemaTobimiapHi TIABUIEHHA PIBHA XO0JieCTaTU4YHa
po3nagu IIEHIHKOBUX JKOBTSIHHUIIS,
dbepmenTiB i/abo OMKOIKEHHS
KOH 10raTis MIEeYiHKOBUX KJIITUH
Oinmipy0Oiny,
KaJIbKYyJIbO3HUU
XOJIEIIUCTUT
BHACJIiOoK mil
rigpoxsopoTia3ungy
3 OOKYy
pPenpoayKTUBHOIL TpaH3uTOpHA .
3HUXKEeHHd 1idifo,
CUCTEMHU Ta epeKTHuIbHa . .
) . riHeKoMacTis
MOJIOYHUX iMImoTeHIIis

3aJIo3




3 OOKY IICUXiKHU

[IpurHiyeHHsa
HaCTpOIO, amaris,
TPUBOZKHICTB,
HEPBOBICTH,
MIOPYILEeHHS CHY,
BKJIIO4YAI0O4U
COHJIUBICTH

CaonyTaHicTh
CBIIOMOCTI,
HEeCIIOKiH,
MOPYILIEeHHS yBaru

[Tyxnuan
moOPOSIKiCHI,
3JIOSIKICHI Ta
HeBU3HaUeHi (B
TOMY YMCJIi
KICTH Ta
TIOJIIIIN)

HMPIN (BKK i
[TKK):

Ha IIifCcTaBi HJaHUX
emigeMioIoTiYHUX
OociigKeHb 0y
BUSIBIIEHO
B3a€EMO3B’ 130K MixX
CYKYIIHOIO 03010
rigpoxsopoTia3ungy
1 PO3BUTKOM
HMPII (ous.
TaKOX PO3Oinu
«®apMakoJIoriuHi
BJIQCTHUBOCTI» 1
«OcobMBOCTI
3aCTOCyBaHHS»).

TepMiH NpUIATHOCTI

2 POKH.

He 3acTocoByBaTu npermnapar IIiCjisg 3aKiHYeHHA TEPMiHY IPUOATHOCTI, 3a3Ha4€HOT 0

Ha yIaKOBILIj.

VYMoBHM 30epiranus

30epiraTty B OpUTiHAIbHIM YyIAKOBIIi TpU TeMIlepaTypi He Buile 25 °C. 30epiratu y

HeOOCTYIIHOMY AJIsI OiTeU MicCLi.

YnaxkoBKa

ITo 10 TabneTok y 6sicTepi; mo 3 GicTepu y mayiii.




KaTeropist Biagnnycky
3a penemnTomMm.
BupooHuK

AT «®apmak».

Micie3Haxo/dKeHHsI BHPOOHHMKA Ta HOro aJgpeca MiCIisi IpoBaJaXKeHHSI
IisIIHLHOCTI

Ykpaina, 04080, m. KuiB, Byn. Kupumiceka, 74.
[Ixepeso iHCTPYyKIIil

[HCTPYKIIito TiKapChKOro 3aco0y B3sTO 3 oQilliiiHOTO mkepesia — [lepKaBHOTO PEECTPY

JIIKapChbKUX 3aCc00iB YKpalHH.



http://www.drlz.com.ua/
http://www.drlz.com.ua/

