IHCTPYKIIA
AJIS1 MEUYHOI'0 32CTOCYBAHHS JIKAPCHKOIo 3ac00y

Poxcunep
(Roxiper®)

Cknao:

Oftoui peuogunu: po3yBacTaThH (y BUTIIAI KAIBIIIO PO3YBACTATHHY), EPUHIONIPIITY TSPT-OYTHIIAMIH Ta
IHIammamiz;

1 tabmerka Mictuth 10 Mr posyBactatuHy (y BUTJISAI KabIiI0 PO3YBACTATUHY), 4 MI' MEPUHIAOTIPUITY
TepT-Oyrunaminy ta 1,25 mr inmanaminy a6o

20 Mr po3yBacTaTuHy (y BHIJISIII KaJBIII0 pPO3yBAaCTaTHHY), 4 MI' NEpUHAONPUIY TepT-OyTHIaMiHy Ta
1,25 mr iHpanaminy, abo

10 Mr posyBactaTuHy (y BUTJIS1 KAJIbIIII0 PO3YBAacTaTHUHY), 8 MI' IEPUHAOIIPIITY TepT-OyTUiamMiny Ta 2,5
MT IHAamamigy, abo

20 Mr posyBacTaTHHY (y BUIJISI KaJlbIil0 PO3yBAaCTaTUHY), 8 MI' IEPUHAONIPUITY TepT-OyTUiaminy ta 2,5
MT IHJanamiay;

O00ONOMINCHI pedosunu. T1eNosio3a Mikpokpuctaiaiaa (tum 112 ta Tunm 200, HU3BKOT BOJIOTOCTI),
KpPOCTOBIJIOH (TUN A), KpEMHIIO 110KCU] KOJIOITHUN O€3BOAHMI, MarHilo CTeapar;

niieKo8a 06010HKA: CIUPT MOTIBIHIIOBUN, Makporod 3350, turany miokcup (E 171), Tanbk, 3ami3a OKCUT
yepBonui (E 172), 3aniza okcun yopuuii (E 172)*, 3aniza okcun xostuii (E 172)*.

* He mictuthbes y Tabnerkax mo 10 mr/8 mr/2,5 mr.

Jlikapcbka dopma. TabneTku, BKpUTI TUTIBKOBOIO 000JIOHKOIO.

OcHo8HI Pi3uKo-XIMIYHI 81ACMUBOCTI:

10 mr/4 mr/1,25 mr

UepBOoHYBAaTO-KOPUYHEBI, KPYIJl, 3J€rkKa JIBOOMYKI, BKPHUTI IUTIBKOBOIO OOOJOHKOIO TaOJNeTKH 3i
CKOIIIEHUMH KpasiMH, 3 BUrpaBipyBaHnuM 3HakoMm PIR1 3 omHOTO GOKY.

20 mr/4 mr/1,25 mMr

Maiixe poxeBi, Kpyrii, 3JIeTka JBOOMYKJI, BKPHTI IIIIBKOBOIO OOOJOHKOIO TAaOJETKU 13 CKOIICHUMU
KpasiMH, 3 BUTpaBipyBaHuM 3HakoMm PIR2 3 omHOTO OOKY.

10 mr/8 mr/2,5 mr

CBITJIO-POKEBI, KPYIJIi, 3j€TKa JBOOIYKJI, BKPHTI IUIIBKOBOIO OOOJIOHKOIO TaOJETKH 31 CKOIICHUMH
KpasiMH, 3 BUrpaBipyBaHuM 3HakoMm PIR3 3 omHOTO OOKY.

20 mr/8 mr/2,5 mr

biino-poxeByBaTO-KOPUYHEB1, KPYTJIi, 3JIeTKAa JIBOOMYKJI, BKPHUTI TUIIBKOBOK OOOJIOHKOIO TaOJETKH 31
CKOIIEHUMH KpasiMu, 3 BUTpaBipyBanuM 3HakoMm PIR4 3 omgHoTO GOKY.

dapmakorepaneBTHYHAa rpymna. [inonimigemiuni komOiHoBaHi 3acobu. Iuribitopu I['MI-KoA-
penykrasu, inmri komOinanii. Kog ATX C10BX13.

Dapmakonoziuni enacmueocmi.

Poxcunep €  komOiHamiero  TepT-OyTWIaMiHOBOI ~ COJIi  MEPUHIONPHIY  —  IHTIOITOpY
aHriOTEeH3WHIepeTBOpIOBaNbHOrO (pepmenty (AlID), iHmanaminy — xjIopcyiab(OHOBOIO JiypeTHKa Ta
pO3yBacTaTUHY — CEJIEKTUBHOTO Ta KOHKypyrodoro iHribitopa I'MI'-KoA-penykrazu. @apmakosoriusi
BJIACTUBOCTI OOYMOBIIIOIOTHCSI BJIACTMBOCTSIMM KO>KHOTO 3 KOMIIOHEHTIB, 3aCTOCOBaHMX OKpEMO, Ha
JI0JaTOK 10 TUX, S[KI MOB’S3aHI 3 aJUTUBHOIO CHHEPIidHOI [i€l0 KOMOIHAIil MEepUHIONpUIY Ta
1H/Ianaminy.

DapmakoouHamixa.

Mexani3m aii

Ilepunoonpun
[Mepurmonpun € iaridbitropom AIl®, mo mneperBopitoe anrioreHsuH | B adriorensun II -

BAa30KOHCTPUKTUBHY PEUOBHHY, a TaKOX CIIPHUUUHSE PO3IMaJ] Ba30AWIATaTOPHOTO areHTa OpaJuKiHiHY 3
YTBOPEHHSM HEAKTUBHOTO T'eNTalenTUIY.
InridyBanss nepungonpuioM AIl® npuzBoauTs 10:



- 3HIDKEHHSI CEeKpellii aJlbJJOCTEPOHY;

- MJBUILEHHS aKTHBHOCTI PEHIHY Y IUIa3Mi KpOBI, OCKUIBKM albJOCTEPOH OUIbLIIE HE CIPUYUHSE

HETraTUBHOI 3BOPOTHOT PEaKIIii;

- 3HIDKEHHSI 3araJibHOi epu(epruvHOi PE3UCTEHTHOCT] 3 MEPEBAKHOIO JI€I0 HA CyJUHHE PYCIO y M’si3aX

Ta HUpPKax, 0€3 CymyTHBOI COIBOBOI Ta BOJHOIT 3aTpUMKH a00 pedIeKTOpHOT Taxikapaii Mpu XPOHIYHOMY

JKyBaHHI.

[lepunaonpun BUABISE AHTHUTINEPTEH3MBHY [0 TAKOX Yy MAI[IEHTIB 3 HHU3bKOIO ab00 HOPMAaIbHOIO

KOHIICHTPAIIIEIO PEHIHY.

[Tepuronpun mie yepe3 akTHBHUN MeTaOOIIT, IEPUHIONPIIIAT. [HIIII METa0OIITH HEAKTHBHI.

[epunaonpun moJserurye podoTy cepus:

- BEHOIMJIATATOPHOIO JTi€0, WMOBIPHO, 32 PaXyHOK 3MiH MeTa0OJi3My MPOCTarJIaHINHIB: 3MEHIICHHS

nepeaHaBaHTAKEHHS;

- 3HIDKYIOUH 3aralbHUAN epuGepuaHuil CyTMHHINA OTTip: 3HIKEHHS MOCTHABAHTAXKEHHSL.

JlocniikeHHs, TPOBE/ICH]1 3a YYacTIO MAaIlIEHTIB 13 CEPIIEBOI0 HEJOCTATHICTIO, TOKA3AJIH:

- 3HIDKEHHSI TUCKY HAIIOBHEHHSI JIIBOTO Ta MPABOTO IITYHOUKIB;

- 3HIDKEHHS 3araJIbHOTO Nepru(epUIHOTO CYAMHHOTO OTIOPY;

- 3pOCTaHHS CEPIIEBOTO BUKUIY Ta TIOKPAIIEHHS CEPLIEBOTO 1HICKCY;

- 30UIBIIEHHS PEriOHaPHOT0 KPOBOOOIry y M’s3ax.

OxpiM TOro, 3HaYHO MOKPALLYIOThCS MOKa3HUKHU TECTIB 3 (PI3MYHUM HABAHTAKEHHSIM.

Inoanamio

Inpanaminy € cynbGOHAMITHOIO TIOXIAHOK PEYOBHMHOK 3  IHIOJOBUM KUIbIEM, CHOPITHEHUH

(hapMakoJIOTTYHO 3 Tia3UIHUMU JlypeTukamu. [Haanamin iHridye peadcopOilito HaTpi0 Y KOPTUKATIEHOMY

CerMeHTi HUpoK. lle miiBHIIlye eKCKpelilo HAaTpilo Ta XJOPUMIIB y Cedy Ta, MEHIIOK MIPOI0, EKCKpPELio

KaJIll0 Ta MarHiro, MiABUINYIOYM TaKMM 4uHOM Jaiype3. Lleil mexaHi3m 3a0e3nedye aHTUTINEPTECH3UBHY

TTTO.

Pozyeacmamun

PosyBactatuH € cenekTMBHUM Ta KOHKypeHTHHM iHTiOiTopoM ['MI-KoA-penykrasu, depmenty, 1o

MEPETBOPIOE  3-TIAPOKCU-3-METUITIYyTapUI-KOCH3UM A Ha MeEBaJOHAT, MOMNEPEIHUK XOJIECTEPUHY.

OcHOBHMM MiclleM i pO3yBacTaTWMHY € TI€4YiHKa, OpraH-MIlIeHb I 3HWKEHHS KOHIICHTpaIlii

XOJIECTEPHUHY.

PosyBacrarnr 30utbllye KUTBKICTh TEYIHKOBHUX PEIENTOPIB A0 JIMOMPOTEiHIB HHU3bKOI MIUILHOCTI

(JITIHII]) na moBepxHi KIITHH, 30UIbINYHOYM 3axomuieHHs Ta karabosizm JIITHIL, i mpusBoauth 10

MPUTHIYCHHS] CUHTE3Y B TEYIHIII JIMOMPOTEiHIB ayxe HU3bKO1 mutbHOCT (JITIAHIL), 3Menmyroun tum

caMuM 3arajibHy KibKicTh yactok JITTIHILL Ta JITTHILI.

dapmakouHaMiuHi eheKTr

Llos’sa3ani 3 nepundonpunom/indanamioom

Kowmbinarnisi nmepuHaonprily/iHAanamiay 3HIKYE CHCTOJIYHHMN Ta JIaCTOJIYHUN apTepiaiIbHHUN THCK Y

MAIIEHTIB 3 apTEePIAIbHOIO TNepTeH31€l0 OyaAb-sIKOTO BiKY, K1 3HAXOAATHCS SIK Y MOJOKEHH1 JIeKa4H, TaK

1 cTosAYM.

Lle#t aHTUTimEpTEeH3UBHUN ePeKkT TpuBae 24 TOAMHHU. 3HIKEHHS apTepiaJbHOTO THUCKY AOCSATAE€THCA

MEHIIIe HiX 3a Micslb 0e3 Taxidinakcii. [[punuHenHs giKyBaHHS HE CYIPOBODKYEThCSA e€(heKTOM BiIMIHU.

VY Xoxi KIHIYHUX TOCIIIKEHb JOBEIEHO, 10 OJHOYACHE MPHU3HAYCHHS NEPUHIONPHIY Ta IHAANaMimy

CIOPUYUHSE CHUHEPTiYHY AaHTUTINEPTEH3UBHY MiI0, sIKa € pPe3yabTaToM e(eKTIB OKPEeMHX CKIIAJOBHX

JKapChKOTo 3aco0y.

Y X0Ii MyJNBTULEHTPOBOTO, PaHJIOMI30BAHOTO, IOJBIHHO CIINOTO0 BIJKPUTOIO KOHTPOJIHOBAHOTO

nocmipkeHHss PICXEL ouiHunm nito kKoMmOiHaIii HepuHAONPHITY/IHIanaMigy Ha TinepTpodiro J1iBOTO

ITYHOUYKAa y NOPIBHAHHI 3 MOHOTEpaIi€to eHananpuioM 3a gornomororo EKT.

ITig yac mociiKeHHs TPOBOAUIM JIIKyBaHHS KOMOiHaIi€l0 nepuHaonpui/inaanamin 2 mr/0,625 mr abo

eHamanpuwi 10 mr 1 pa3 Ha 100y Mami€eHTIB 3 TiMEPTEH31€l0 Ta TiNepTpodiero JIIBOro IIIyHOUKa (3

BU3HAYEHUM iHIEKCOM MacH JiBoro muryHouka (IMJILI) > 120 r/m? y yonosikiB i > 100 r/M? y kiHOK)

npotsrom 1 poky. Jlo3y komOiHanii nepunaonpui/inaanamin 8 mr/2,5 mr ado enananpun 40 mr Ha 1 pas

Ha 100y KOpHUTYBaJd BIAMNOBIIHO 1O apTepialbHOro THCKY. 34 % mali€eHTIB JIIKyBald KOMOIHALIEIO

nepungonpwil/inaanamin 2 wmr/0,625 mr y mnopiBHsHHI 3 20 % mnauieHtiB, ski npuiiMamu 10 mr

CHaJIAMpUITY.

B kinui mikyBanHs IMJII HaiiGinbiie 3HU3MBCA y Tpyli npuilomy nepunponpuiy/inganamigy (-10,1

r/M?) — NOpiBHSHO 3 rpynoio eHamanpuiy (-1,1 r/M?) B yciX paHIOMI30BaHUX MIATPyHax MAIli€HTIB.
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Pizaung IMJIII y rpynax cknagana - 8,3 (nosipuuit intepsain (A1) 95 % (-11,5,-5,0), p < 0,0001).
Haiikpammii BruB Ha IMUJIILL OyB mocsrHyTuil mpu 3acTOoCyBaHHI KOMOIHAIil HepuHAONPUI 8 Mr
/lpamamin 2,5 mr.

[ToxazaHo, mo KoMOiHALiA MEPUHIOTPHITY/IHAANAMINTY 3HM)KYE CHUCTOJIYHUM Ta MIACTOJIYHUNA THUCK Yy
MaIiEHTIB 3 apTepiayibHOI0 TinmepTensiero: -5,8 mm pr. c1. (95 % Al (-7,9, -3,7), p < 0,0001) mns
CUCTOJIIYHOTO apTepiaibHOTO TUCKY Ta -2,3 MM pT. cT. (95 % Ml (-3,6,-0,9), p = 0,0004) s
JiacTOJIYHOTO apTePialbHOTO THCKY.

Llos ’sa3ani 3 nepundonpunom

[lepunponpun e(pEeKTHBHO 3HIDKYE apTepiaibHUN THUCK TNPH apTepiabHId TinepTeHsii Oyap-sgKoro
CTYIEHS: JICTKIM, IOMIPHIA Ta TSHKKINA. 3HUKCHHS CUCTOJIYHOTO Ta JIaCTOIIYHOTO apTePiaTbHOTO THUCKY
CIIOCTEPIraeThes K y MOJIOKEHHI JIeKa4yH, Tak 1 CTOsiuM. MaKCUMalbHUNA aHTHTINEPTEH3UBHUN €(eKT
pPO3BUBAETLCS 4Yepe3 4—6 TOMWH IMCIsT TMPHIOMY OJHOPA30BOi JMO3U Ta 30epiraeTbcs OuTbIe ITOOH.
[TepurOTIPHUI Mae BUCOKUN PIBEHBb OCTATOYHOTO OJIoKyBaHHS HTi0iTOpY AIID (pubmmsHo 80 % ) uepe3
24 roAWHM TICTs 3aCTOCYBaHHSI.

VY narifieHTiB, AKi pearyBajiy Ha JIIKyBaHHS, HOpMaJli3allisl apTepiadbHOTO0 TUCKY BiJOYBA€THCS MPOTATOM
MicAIs Ta 30epiraeTbecsi 6€3 BUHUKHEHHS Taxi(imakcii.

[IpunuHeHHs Tepanii He CyIPOBOJIKYETHCS €(PEKTOM BIIMIHH.

[lepungonpun Mae CyIUHOPO3UIMPIOBAIBHI BJIACTHBOCTI, BIIHOBIIIOE €JTACTUYHICTh BEJIMKUX apTepi,
KOPHUT'YE TICTOMOP(POMETPUYHI 3MIHHM y PE3UCTEHTHOCTI apTepiii Ta 3MEHIIye TinepTpodiio JiBOro
NUTyHOYKa. Y pasi JojJaBaHHS, 32 HEOOXITHOCTI, TIa3WJHOTO MIypeTHKA pPO3BUBAETHCS TOJATKOBUM
CUHEPTI3M.

KomoGinanis iHriditopy AII® Ta Tia3ugHOTO AlypeTHKa 3HUXKYE PU3HK BUHUKHEHHS TIMOKaNIEMIi, II0
MO>K€ BUHUKHYTH MpU MPU3HAUYEHHI1 IlypeTHKa K MOHOTeparii.

JaHi KIHIYHUX JOCHI/DKEHb TPH TONBIWHIA OJOKaAl PEHIH-aHT10TEH3WH-AJIbI0CTEPOHOBOT CHCTEMH
PAAC

Cynytae 3actocyBanHs iHTi0iTOpiB AIID Ta G10KaTOPIB penentTopiB anrioTreH3uny I Oyno mociimkeHo y
JBOX IIMPOKOMACIITAOHMX paHAoMi30BaHUX KOHTpoJboBaHUX AochimkeHHsIX [ONTARGET (ONgoing
Telmisartan Alone i Ramipril Global Endpoint Trial) i VA NEPHRON-D (The Veterans Affairs
Nephropathy in Diabetes)].

ONTARGET — nmocmimkeHHs1 3a y4acTIO TAIIEHTIB 13 CEPIIEBO-CYAUHHUM YU 1IEPEOPOBACKYISIPHUM
3aXBOPIOBaHHSM B aHaMHe3l a0o mykpoBuM miabetom Il Tumy, MmO CympoBOKYETHCS O3HAKAMHU
ypakenHs opra”a-mimeHi. VA NEPHRON-D — nocnipkeHHs 3a yd4acTIO MAIEHTIB 13 IIyKPOBUM
niadetom Il Tumy Ta giabeTHUHOIO HEPPOIATIEIO.

JlocmimKkeHHsT He BUSBUIIM 3HAYYIIOTO CHPUSTIMBOTO BIUIMBY JJISl MAI[IEHTIB 3 3aXBOPIOBAHHSAMHU HUPOK
Ta/ab0 CcepreBO-CyAMHHOT CHUCTEMHU 1 Ha JICTAIBHICTh BiJl HUX, TOJI SK TOPIBHSIHO 3 MOHOTEPAITIEI0
BJI3HAYABCS MIJABUIICHUN PU3UK PO3BUTKY TilEPKaJi€Mii, TOCTPOro ypa)K€HHs HUPOK Ta/abo TIMOTOHIi.
BpaxoByroun cXoxXicTh (hapMaKoIMHAMIYHUX BIACTUBOCTEH, 111 pE3YyIbTAaTH TAKOXK 3aCTOCOBHI IS HIIIUX
iHridiTopis AII® Ta G10karopiB peuentopiB anrioreHzuny II.

CynyTtHe 3actocyBaHHs iHri0iTopiB AII® Ta GnokaropiB penentopiB anrioteHsuny Il mporumnokazano
MarieHTaM 3 J1a0eTHYHOI HedpomaTi€ero.

ALTITUDE (mocnimxenns amickipeny npu aiadeti I Tumy i3 BUKOpUCTaHHSIM KIHIIEBUX TOUOK CEPIEBO-
CYIMHHOTO 3aXBOPIOBAHHSA Ta 3aXBOPIOBAHHS HUPOK) — JOCIIHKEHHsI TIepeBar JIiKyBaHHs MIPH JI01aBaHHI
anickipeHy 1o craHgapTHoi Teparmii iHriditopom AII® abo OGmokaropoM peuentopa aHrioreHsuny Il
HaIieHTiB 3 yKpoBUM fAiadetoM II Tumy Ta/a00 XpOHIYHUM 3aXBOPIOBAHHSAM HUPOK, CEPLIEBO-CYAMHHUM
3axBoproBaHHAM. JlociipkeHHsT Oyllo MPUIIMHEHO JOCTPOKOBO Y 3B’SI3KY 3 MIJBUILEHUM PUZUKOM
HeOakaHuX HachiakiB. CMepTHICT Bi CEpIEBO-CyIUHHUX 3aXBOPIOBaHb, BHUMAJKHM BUHUKHEHHS
IHCYJIbTY, a TaKoX MOBIIOMJIEHHS Npo HeOaxaHi sBHILA W cepiio3HI yCKIaJHEHHs (Timepkaiemisd,
apTepiaiibHa TinoTeH3is abo mopyumeHHs (yHKUIi HUPOK) OyiaM HalyacTiIMMU B TpyIi, sSiKa MpHiiMaia
aJIICKIpeH, NOPIBHSHO 3 TPYIOL0 M1aledo.

Llog ’a3ani 3 inoanamioom

AHTHTINEpTeH3UBHA [Iisl 1HIAnaminy sk MoHoteparii TpuBae 24 roaunu. Llelt edexkT mposBiseTbes y
703aX, B SIKUX JIIypETUYHI BIACTUBOCTI MiHIMAaJIbHI.

AHTHTINEpTeH3UBHA Jisl 1HIAaNaMiqy MOB’s3aHa 3 MOKPAIIEHHSAM E€JIACTUYHOCTI apTepiil Ta 3MEHIIEHHIM
PE3UCTEHTHOCTI apTepio i 3arajibHOro NepupEpUIHOrO ONOPy CYAMH.

Innanamin 3meHIye rinepTpodiro JTiBOro MITYHOUKA.

[Ipn mnepeBUIICHHI PEKOMEHJOBAHOT 103U TEPANEBTHUYHUN €QEeKT TIa3UAHUX Ta Tia3UA0MoaI0HIX
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IlypeTUKiB He 30UIbIIYETbCSA, TOJl SK KUIbKICTh HeOakaHuX eqQeKTiB 3pocrae. SKIIO JIIKyBaHHS
HE/IOCTaTHBO €(EKTHUBHE, HE PEKOMEHIYETHCS MiIBUILITYBATH JI03Y.

Kpim TOrO, SIK MOKa3aHO y XOJi JOCTIDKEHb PI3HOI TPUBAJIOCTI 32 Yy4acTIO MAILIEHTIB 13 apTepiallbHOIO
rinepreH3iero, iHIanamiz;

— He BIUIMBa€ Ha MerabomisMm minigi: tpurminepunis, JITHII Ta minmompoTteiHiB BHCOKOI MILTBHOCTI
(JITIBLL);

— HE BIUIMBA€E Ha METabOI3M BYIJIEBOMIB, HAaBITh y XBOPUX Ha apTepiajibHy TiNEPTEH3iI0 Ta IYKPOBUI
niaber.

Llos ’sa3ani 3 po3yeacmamunom

PozyBacratun 3HIKYe migBuieHi koHieHTpamnii xonecrepuny (XC) JIITHIL, 3arampHOrO XOJecTepuHy
(3XC) Ta TtpurmnepuniB i 30umemrye koumeHtparii XC JIIIBII. BiH Takok 3HAa4HO 3HUXKYE
KOHIICHTPAIIII0 anoJinonporeiny B, xomnectepuny minonpoteiniB HeBucokoi miueHocTi (XC JITTHBILY),
XC JIIAHIL, tpurminepuais JITTJIHIL ta 36u1bnrye KoHIeHTpaito anoJinonporeiny A-I. PosyBacratun
takox 3menrye criBigHomenns XC JINTHIL/ XC JITIBIL, 3XC/ XC JIIIBI] Tta XC JIITHBIL/ XC
JITIBIL, a Takox anodinonporteiny B/ anoninonporeiny A-I.

TepaneBTuuHMil eQeKT nocATaeTbcsi MNPOTSIroM | TWKHA TMicas No4yaTKy JiikyBaHHS, a 90 %
MaKCUMAJIBHOTO €(EeKTy JIKyBaHHS JOCATAEThCS uyepe3 2 TUxKHI. MakcuMmanbHuiM e(ekT, K MpaBuo,
JOCATAETHCS uepe3 4 THKHI Ta MIITPUMYETHCS POTITOM JIIKYBaHHS.

PosyBactatun epekTUBHMI IsT TOPOCIUX 3 TIMEPXOJIECTEPOTEMIETO, 3 TIIEPTPUTIIILIEpUAEMIEI0 a00 Oe3,
HEe3aJIeKHO BIJ pacu, ctaTi abo BIKy Ta Ui OKpEMHUX Ipyl MalleHTIB, HAaNpukiaa 3 Aiabetom abo 3
CIMEMHOIO TIepX0JIeCTEPOIEMIETO.

0O6’ennani nani 11l ¢a3u nokazanu epeKTUBHICTh pOo3yBaCTaTUHY IMPH JIKYBaHHI OUIHIIOCTI MAIlI€HTIB 3
rinepxosecrepoisiemiero Tuny Ila ta IIb (cepenniit Buximuuit pisens XC JIITHII nonan 4,8 mmons/i)
3TIIHO 3 NUTHOBUMH TMOKAa3HWKAMU BU3HAHUMHU €BPOIMEHCHKUM TOBAapUCTBOM 3 aTepockiepo3y (EAS;
1998): monan 80 % marieHTiB, SIKUX JIKyBalu 103010 10 Mr, mocsriu mutboBux piBHiB XC JITTHI] (< 3
MMOJIB/TT).

Y  BemukoMy  AOCHIKEHHI 3a  ydacTio 435 mamieHTiB 3  TETePO3UTOTHOK  CIMEHHOIO
TIMEePX0JIECTEPOJIEMIEI0 PO3YBACTaTUH TMpHU3HAYanu y nmo3ax Big 20 Mr mgo 80 Mr mpu IHTEHCHBHOMY
TUTPYBaHHI. YCi 703U MaJld KOPUCHHWM BIUIMB Ha MapaMeTpH JIMIAIB Ta JiKyBaHHs. Ilicias TUTpyBaHHS
moaeHHoi go3u 40 mr (12 twxuiB nikyBanHs) XC JIITHIL 6yB 3umxenuit Ha 53 %. 33 % mnariieHTiB
nocsriv nutboBUX nmokazHukiB EAS ms piBai XC JIITHII] (< 3 MMoms/m).

VY BIIKpPUTOMY JOCITIKEHHI 32 y4acTiO 42 MAIliEHTIB 3 TOMO3UTOTHOKO CIMEHHOIO TIIIePX0JIECTEPOIIEMIEI0
OIIHIOBAJIM BIUIMB PO3yBacTaTHHY Yy 1031 20—40 Mr mpu IHTCHCUBHOMY THUTPYBaHHI. Y 3arajibHIi Tpymi
cepeane 3umxkeHHs XC JITTHIL nocsarano 22 %.

VY KITHIYHAX TOCTIKEHHSX 3 00MEXEHOI0 KUTbKICTIO MAIliEHTIB PO3yBacTaTHH MaB aJUTHBHUIN BILUTUB HA
3HIKEHHS TPUTJIIEPHUIIB MPU 3aCTOCYBaHHI y KoMOiHaIii 3 (penodibparom Ta minBuiieHHs piBHIB XC
JITIBIIL pm 3acTocyBaHH1 y KoMOiHaIlii 3 HialluHOM (IUB. po3ai1 «OcoOIUBOCTI 3aCTOCYBAHHS).

VY OGararoreHTpoBOMY MOJABIHOMY Maieb0-KOHTpoIboBaHOMY KiiHiuHOMY aociimkeHHi (METEOR)
984 mnamientn BikoM Big 45 1o 70 pokiB 3 HU3BKHUM PH3UKOM PO3BHUTKY CEPIIEBO-CYJUHHOIO
3axBoproBaHHs (CC3) (BU3HAUEHUM SIK PU3HK 32 PppeMiHreMchbkoro mkanow < 10 % micnsa 10 pokiB) Ta
cepenrim piBueM XC JIIHIL 4,0 mmons/n (154,5 mr/mn), ane 13 CyOKIIHIYHUM aTepoOCKIEPO30M
[BUSIBIIEHMM 3a TOBIIHMHOIO KomIuiekcy iHTuMa-menis (KIM)] mpuiimanu 40 mr posyBactatuny 1 pa3 Ha
100y npotsroMm 2 pokiB. Po3yBacTaTuH 3HaYHO 3HM3UB PIBEHb MPOTPECYBAHHS MAKCHMAaJIbHOI TOBIIUHU
KIM nnst 12 ninsHOK KapOTUAHUX apTepiid, y MopiBHAHHI 3 mianebo, Ha -0,0145 mM/pik [95 % nosipyoro
intepBany -0,0196, -0,0093; p < 0,0001]. 3mina BuxigHoro piBHs csirana -0,0014 mm/pik [-0,12 %/pik
(He3Ha4HMil)] A5t po3yBacTaTUHYy, y mopiBHsHHI 3 porpecieto +0,0131 mm/pik [1,12 % /pik (p < 0,0001)]
s tnane6o. He Oyno BcraHoBieHO mpsiMoi kopensnii Mbk ToBIIMHOIO KIM Ta 3HMKEHHSIM PHU3UKY
cepueBo-cyaqMHHUX mnoxid. Ilomymsamis, mo ©Oyna B gocmimkeHHi METEOR wmana Hu3bkuil pusuk
po3Butky CC3 Ta He mpeacTaBisula IUIbOBY MOMYINALi0 A po3yBactatuHy 40 mr. o3y 40 mr cmig
MPU3HAYATH MALIEHTAM 3 TSHKKOIO TIIepXO0JIeCTePOJIEMIE0 1 BUCOKUM CEpIEBO-CYIMHHUM PU3UKOM (JIUB.
po3ain «Croci0 3aCTOCYBaHHS Ta JI031»).

YV  mocmimxenni JUPITER OIIHIOBAJIM  BIUIMB PO3YBACTATHMHY HAa BUHUKHEHHS BEIUKUX
aTepOCKICPOTHYHUX CEPILIEBO-CYIUHHUX yckiamHeHb y 17802 gomoikiB (> 50 pokiB) Ta xiHOK (= 60
POKIB).

VYdacHUKH JOCTIPKEHHS OyiM paHAOMI30BaHi (paHIOMHO MOJUIeH) Ha mpuiioM mianebo (n = 8§901) abo
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posyBactatuny 20 mr Ha 100y (n = 8901) nmpoTarom 2 pokiB B CEpeAHbOMY.

Konnentpamis XC JIITHIL] 3au3unace Ha 45 % (p < 0,001) y rpymi po3yBacTaTuHy, MOPIBHSHO 3 TPYIIOO
areoo.

VY HacTymHOMY aHajli3i MIATPYNH MALIEHTIB 3 BUCOKAM PHU3MKOM 3a (peMIHreMChKOIO ImKanow > 20 %
(1558 ywacHMKIB) mpH JIiIKyBaHHI PO3YBacTaTHHOM IOPIBHSAHO 3 IJianebo Oylio BUSBICHO 3HAYHE
3HIKEHHSI KOMOIHOBaHOT KIHIIEBOT TOYKH, IO BKJIIOYAJa CEPLEBO-CYAUHHY CMEPTh, IHCYJIBT 4u iH(APKT
Mmiokapaa (p = 0,028). AGcoNIOTHE 3HIDKEHHS PU3MKY YacTOTH YCKIamHeHb ckiuamano 8,8 wa 1000
MaIi€eHTO-pOKIB. Y naHiil rpymi 3 Bucokum pusukom (p = 0,193) 3aranpHa cMepTHICTH HE 3MiHMWIAcH. Y
HACTYMHOMY aHami3i miarpynu mamieHTiB (N=9302) 3 BucokmM pm3ukoM mo SCORE > 5 % (3
EKCTPATOJIAIIEI0 Uil BKIIOYEHHS o0ci0 BIKOM TMOHAJL 65 poKiB) BiIOyBajloOCh 3HAYHE 3HIDKCHHS
KOMOIHOBAHO1 KiHIIEBOT TOYKH, 1[0 BKJIFOYAJa CEPLEBO-CYyJUHHY CMEPTh, IHCYIBT Ta iH(PAPKT MiOKapIy
(p = 0,0003) mpu JniKyBaHHI PO3yBAaCTaTHHOM IOPIBHAHO 3 TuTane00. AOCOJIOTHE 3HIDKECHHS DPIBHS
yeknagaens ckiano 5,1 Ha 1000 mamienTo-pokiB. 3arajipHa JeTadbHICTh Oyia HE3MIHHOIO Y Ii€i rpymi 3
BHCOKUM pu3ukoM (p=0,076).

V¥ nocnimkenni JUPITER kinbkicTh 0ci®, 10 NPUNMHUIM NPUHOM JOCTIIKYBAHOTO IpernapaTy depes
no61yHy peakuito 0yino 6,6 % cepen THX, XTO NMpHUIIMaB po3yBacTaTHH, Ta 6,2 % cepea THX XTO NpUiMaB
riane6o. Haltyactimumuy noOIYHUMHU peakIisiMU, 1110 TPU3BENIN A0 IPUMUHEHHS JIKYBaHHS Oyu: Mianris
(0,3 % posysactratuny, 0,2 % mnane6o), 6uts y xuBoti (0,03 % posyBacratuny, 0,02 % manebo) Ta
pucun (0,02 % posyBactatuny, 0,03 % mnnaune0o). HailuyacTimuMu nOOIYHUMHU peakiisIMHU, IO
BiJ[3HayayIMcs yacTime abo Tak camo, Sk 1 marnedo Oynu: iH@ekis ce4oBUBIIHUX MIIAXiB (8,7 % y rpymi
po3yBactatuny, 8,6 % y rpymi miamne6o), Hazodapunrit (7,6 % y rpymi po3yBactatuny, 7,2 % y rpymi
mnane6o), 6ute y crmai (7,6 % y rpymni posyBactatuny, 6,9 % y rpymi mramne6o) ta mianria (7,6 % y
rpymi po3yBacTaTtuny, 6,6 % y rpyni miane6o).

Dapmaxokinemuxa.

Ilepundonpun

Abcopbiiis Ta 61010CTYNHICTh

[Ticnms mepopa’abHOTO 3acTOCYBaHHS aOCOpOIlisT TEPUHIONPHIY BIiTOYBA€ThCS IIBUIKO, a IIIKOBa
KOHIIEHTpallisl JocsAraerbcsi nporarom 1 roaunu. Ilepion HamiBBMBEIEHHS NEPUHIONPHIY 3 IUIa3MU
KpOBi TopiBHIOE | TOAMHI.

Posznoain

O6’eMm po3MOILTY BUIBHOTO TEPUHIONPIITY CTaHOBUTH Tpubmu3Ho 0,2 n/kr. 3B’s3yBaHHS O1UIKIB
nepuHIonpuiy 3 Oulkamu Mmiaa3Mu KpoBi JopiBHIoe 20 %, ocobmuBo 3 AIID, ane 3anexuth Bif
KOHIICHTpAIIii.

Metabonizm

Ilepunponpun € mnpoaikamu. 27 % Big 3arajbHOl KUIBKOCTI HEPUHIONpPHIY, IO BCMOKTaBCH,
NIEPETBOPIOETHCSI HAa AKTUBHUI MeTalouiT nepusHionpuiaar. KpiM 1bOro, yrBOproeTbcs Iie II'sTh
HEaKTMBHUX METa0oJ1iTiB. MakcuManbHa KOHIIEHTpAIlisd MEPUHAONPUIATY y TIa3Mi KpOB1 JOCITAEThCS
NnpoTaroM 3—4 rojauH.

OCKUIbKM HasfBHICTh 1K1 Yy IIIYHKY HOPU3BOJUTH JO 3HIKEHHS IEPETBOPEHHS NEPUHIONPUILY Ha
HNepUHAONpUIAT 1, OTXKE, A0 3MEHIIEHHS O10J0CTYNHOCTI, HEPUHIONPHI CJiJ 3aCTOCOBYBATH
NepopaIbHO BpaHLli nepes MpUioMoM Dxi.

Busenenns

[lepunponpunar BUBOAUTBCS 13 cedero, a IMepioJl HaMiBBUBEICHHS HE3B’sA3aHOi (pakiii CTaHOBUTh
npubin3Ho 17 roanH, 00YMOBITIOIOUYH CTaO0UIBHUIN CTaH NPOTATOM 4 JHIB.

JIiHIMHICTB/HENIHINHICTD

BbyB npoaemMoHCTpoBaHMM TiHIHHUI B3a€EMO3B 130K MK /103010 MEPUHIONIPHITY Ta HOTO KOHIEHTpAIli€lo
y IU1a3Mi KpOBi.

Hayienmu nimuvoco 6iKy

B oci6 niTHBOTO BiKY Ta MallI€HTIB 13 CEPLEBOI0 a00 HUPKOBOIO HEIOCTATHICTIO 3HUKYETHCSI BUBEICHHS
NEPUHAONIPUIIATY.

THopywenus ¢ynxyii Hupok

[Tpu mopymenHi QyHKIIi HUPOK PEKOMEHAYEThCS 3MIHIOBATH 103y 3aJIe)KHO BiJl CTYNEHs MOPYIICHHS
(kyipeHcy KpeaTuHiHy).

[lepunaonpunaat BUBOJUTHCS 3 KPOBOOOIrY HIIIXOM Jliallizy, HOTO KIIipeHC cTaHOBHUTH 70 MII/XB.

Luposz




[Tpu umpo3i Me4iHKM 3MIHIOETHCS KiHETHKA MEPUHIOTPUILY, TIPH IIbOMY MEYIHKOBHH KIIIPEHC MMOYAaTKOBOI
MOJIEKYJH 3MEHIIY€ETHCS HANOJOBHHY, MPOTE KUIBKICTh YTBOPEHOTO NMEPHHIONIPHIIATY HE 3MIHIOETHCH,
TOMY IIPU [IbOMY 3aXBOPIOBAaHHI /103y JIKapChKOT0 3ac00y MOKHA He 3MiHIOBaTH (AMB. po3aim «Crocid
3acTOCYBaHHS Ta M03u» Ta «OCOOIMBOCTI 3aCTOCYBAHHS»).

Inoanamio

AbcopOitist

InpamamMis BUBUTBHIOETHCS IIBUJIKO 1 MaiKe MOBHICTIO BCMOKTYETBCSI Y TPABHOMY TPAKTI.

MaxkcumanbHa KOHICHTpAIis iHAanaMigy B CHpPOBATII KPOBI JOCATAETHCSA MPUOIM3HO Yepe3 | romuHy
IICIIS IPUHOMY TIpernapary.

Posmoin

3B’A3yBaHHs IHAANAMIy 3 OUIKaMu TUIa3MH KPOBi CTaHOBUTH 79 %.

Busenenus

[Tepion HamiBBHBEACHHS 3 TUIA3MH KPOBi CTaHOBUTH Bif 14 mo 24 romun (y cepemHboMy 18 roamH).
Perynspuuil npuiiom mnpenapaTy He NPU3BOJAUTH A0 HakomuueHHs iHaamaminy. 70 % iHpamaminy
BHUBOJIUTHCS 3A€OUIBIIOr0 HUpKamMu Ta 22 % BUBOAUTHCS pa3oM 3 KaJlOM y BUIUIAJAl HEAKTUBHUX
MeTaboITIB.

Hupxosa nedocmammuicms

dapMaKOKIHETHYHI TapaMeTpH MpenapaTy € He3AMIHHUMH y AIEHTIB 3 MOPYIICHHSIM (QYHKIIIT HUPOK.
Pozyeacmamun

AGcopbiis

MakcumanbHI KOHIICHTpAIlll po3yBacTaTUHY y THIa3Ml KPOBI JOCITAIOTHCS MPUOIU3HO 4Yepe3 S5 TOIuH
IICJIsl IEPOPATBHOTO 3aCTOCYBAaHHA. AOCOJIIOTHA 610 JOCTYIHICTh CTAHOBUTH 0113bKO 20 %.

Poznonin

Po3yBacTaTiH €KCTEHCHBHO TIEPETBOPIOETHCS Y TMCUiHIN, sSKa € TEePBHHHUM IIEHTPOM CHHTE3Y
xonectepuny Ta kiipency XC JIITHIL. O6’em po3noainy po3yBacTaTMHy CTaHOBHUTH MpuOu3Ho 134 1.
[Mpubmmzno 90 % po3yBacTaTHHY 3B’SI3yIOThCA 3 OUIKAMM IJIa3MH KPOBi, TOJIOBHMM YHHOM 3
aTbOyYMIiHOM.

Metaboaizm

Po3syBactaTin mpoxoauth oOMexeHuin MeTabomizm (mpubmusuo 10 %). JocmimkenHs metabomizmy in
VItro i3 3acTOCYBaHHSIM TeNaTOIUTIB JIOJWHHM BKAa3ylOTh HA TE, IO PO3YBACTATHH IMIIIAETHCSA TUIBKH
MIHIMaIBPHOMY MeTabosi3My Ha ocHOBI P450, sxuii He Mae xmiHiYHOrOo 3HadeHHs. CYP2C9 Oys
OCHOBHUM 130(hepMeHTOM, 110 OpaB y4acTh y meTadonizmi, 2C19, 3A4 ta 2D6 Oynu 3amydeHi MEHIIIOO
Miporo. OCHOBHUMH BH3HAYECHUMHU MeTaOoJiTaMKu € MeTabomiTh N-ae3MeTuily Ta JJakToHy. Metabosit
N-ne3amerun € npubian3no Ha 50 % MeHII aKTUBHUM, HDK pO3yBacTaTHH, ¢GopMa JIAKTOHY BBaXKA€ThCS
KIIIHIYHO HeaKTHBHOM0. Po3yBactatun mae Ounbiie 90 % inridbiropuoi aktuBHOCTI BigHOCHO ['MI'-Ko0A-
pEeAyKTa3H, 0 [MUPKYIIOE Y 3aralbHOMY KPOBOOOIry.

Busenenns

[Tpubnuzno 90 % n03u po3yBacTaTUHY BUBOJIUTHCS Yy HE3MIHEHOMY BUTIISAI 3 (pekanismMu (CKIaaaeTbes
3 abcopOoBaHOi Ta HEaOCOPOOBAHOT AKTUBHOT PEUOBUHH), a 3aJIMIIIOK BUBOAUTHCS 13 ceuero. [Ipubnuzno
5 % BuUBOOUTHCS y He3MiIHEHOMY BUIJISAL 13 ceueto. [lepion HamiBBHUBENEHHS 3 IJIa3MU CTaHOBUTH
npubauzno 20 rogun. Ilepion HamiBBUBENEHHsS He 30UIBLIYETHCS MPU BHUCOKOMY JO3YBaHHI.
I'eoMeTpuuHuii cepenHiil MIa3MOBUN KIIIPEHC CTAaHOBUTH MpuOan3HO 50 NiTpiB HA TOAUHY (KOE(IIIEHT
Bapiaiii 21,7 %). Sk 1 B iHmmx iurioiropis I'MI-KoA-peaykrasu, 3axOIUIEHHS MEYiHKOIO
po3yBacTaTuHy 3ainy4dae MemOpanHuit Tpancmoptep OATP-C. Lleil TpaHcmopTep € BaKIMBUM JJIs
BHUBEJICHHS PO3yBACTATUHY 3 TIEUIHKH.

JIiHIMHICTB/HENIHINHICTD

CucTteMHa eKCIO3UIlis PO3yBacTaTUHY 30UTbIIYETHCS MPOMOPLIIHO 10 30ubleHHs 103U. Hemae sxo0qHO1
3MiHH 32 (papMaKOKIHETUYHUMH MapaMeTpaMH Miciisi 6araTopa3oBOro MO0JAEHHOTO 3aCTOCYBaHHSI.

Bix ma cmamp

Ha (apmakokiHeTuky po3yBacTaTHHY Yy JOPOCIUX 3Hadyllle HE BIUIMBAJIM BIiK Ta CTaTh.
dapmakoKiHEeTHKa pO3yBacTaTWHY y JiTe€l Ta MOUUITKIB 3 TETEpPO3UTOTHOIO  CIMEHHOIO
rinepxoJiecTeposeMicro moaioHa abo HUXk4Ya 10 PapMaKOKIHETUKH JOPOCIUX JOOPOBOIBIIB (JUB. PO3ILT
«[itn» HIDKYE).

Paca
dapMaKoKiHETUYH] JOCIIDKEHHSI JEeMOHCTPYIOTh HiaBuieHHS npubiau3Ho B 2 pasd AUC Ta Cmax
pO3yBacTaTWMHyY Yy TAIlEHTIB — TNPEICTAaBHUKIB HapodiB A3ii (AMOHIIB, KHUTAHIB, (UIIMNMIHIIB,
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B’€THAMIIIB Ta KOPEHIIiB), MOPIBHAHO 3 MAI[lEHTAMU €BPOINEOiAHOI pacH; B IHAYCIB CIIOCTEPIraeThCs
30iunbmeHHs npubau3Ho B 1,3 pasu cepeanix 3HaueHb AUC Ta Cmax. PapMaKkoOKiHETHYHHUH aHAI3 TPYIH
MAIIEHTIB HE BUSABUB >KOJIHOI KIIHIYHO 3HAYYIOi pi3HMLI y (apMaKOKIHETHII MK HpeJCTaBHUKAMU
€BPOIICOINHOI Ta HErPOINHOI pac.

THopywenus ¢hynxyii nupok

[Tig yac moCHiAKEHHS 3 y4acTIO MALli€HTIB i3 PI3HUM CTYIEHEM MOpPYIIEeHHs (YHKIIT HUPOK JieTke abo
MOMIpHE 3aXBOPIOBAaHHS HUPOK HE BIUIMHYJIO Ha KOHIIGHTpALil0 po3yBacTaTuHy abo Mmetaboiity N-
Je3METUITY Y TUIa3Mi KpoBi. Y MAIliEHTIB 3 TSHKKUM MOPYIICHHSIM (QYHKIIT HUPOK (KJIIPEHC KpeaTuHIHY <
30 MuI/XB) KOHLEHTpaIisl y Iuta3mi KpoBi 30umbmmiacs y 3 pasu, a KOHIEHTpalis mertabomity N-
Je3METUy TOPIBHSAHO 3 BIQMOBITHUMH TOKAa3HHKAMH Yy 3/J0POBUX JOOpPOBOJBIIB — y 9 pasis.
Konnenrpanii po3yBactatuHy y mia3Mi KpoBi y cTaOUIbHOMY CTaHi y HAIli€HTIB, SIKI MPOXOJSATh CEaHCH
remMozianizy, Oy npudau3Ho Ha 50 % OUIBIIUME, HDK Y 3J0POBHX JT0OPOBOJIBIIIB.

THopywennus ¢ynxyii neuinku

[lix yac gOcCHiAKEHHS 3 y4acTiO MAIllEHTIB 3 PI3HUM CTYNEHEM MOpYyIIeHHs (QYHKIIT Ne4iHKH He Oyso
BUSIBJICHO JKOJHOTO JI0Ka3y MIIBHUILEHHS €KCIO3ULIi pO3yBacTaTUHY y NAIIEHTIB 3 MMOKa3HUKaMU 7 Ta
MeHiie 3a kinacudikamiero Yaitnma—I1't0. OmHak migBHINEHA IIOHAWMMEHIIE y 2 pa3u CHCTEMHa
€KCIIO3MIIs CIIOCTepirajach y ABOX HallleHTIB 3 MoKa3HUKamu 8 Ta 9 3a kinacudikaniero Yanga—I11o.
T'enemuyni nonimopghizmu

Poznoain iuri6itopis 'MI'-KoA-peaykrasu, y TOMy 4HCIi pO3yBacTaTHHY, BKIIOYA€ TPAHCIOPTHI OLIKU
OATPIBI1 Ta BCRP. V nanientiB 3 renernynumu noiimMoppizsmamu SLCO1B1 (OATP1B1) rta/abo
ABCG2 (BCRP) icHye pu3uK MigBUIIEHHS BIUTMBY po3yBacTatuHy. Okpemi nomimMoppizmu SLCO1BI1
c.521CC ta ABCG2 c.421AA mnoB’s3aH1 3 BUCOKUM BIUTMBOM po3yBacTtatuHy (AUC) y nopiBHAHHI 3
reHotunaMu SLCO1B1 ¢.521TT a6o ABCG2 c.421CC. 1li okpeMi I'e€HOTUIIM HE BCTAaHOBJIEH1 Y
KIIHIYHIA TpakTUIll, aje Ui MAali€HTIB 3 TaKUMH TUIaMHU MOJIMOp]i3MiB peKOMEHJOBaHA HIDKYA
II0JIEHHA /1033 PO3yBAaCTATHHY.

Jimu

dapmakoKiHETHYHI TapameTpu Ui AiTedt Bikom Big 10 g0 17 pokiB 3 TeTepO3UTOTHOIO CIMEHHOIO
TIIepXOJECTEPOJIEMI€I0 TOBHICTIO HE oOxapakTepu3oBaHi. B HeBenmukomy ¢dapMaKOKiHETUUHOMY
nociipkeHHi 18 miteit mokazaHo, 1m0 BIUIMB po3yBacTaTUHY (y TaOJIeTKax) Ha MITeH MOPIBHAHHUN 13
BIUIMBOM Ha J0opociux. He odiKyeTbCsi 3HAUHOTO BIAXUIICHHS BiJ] TPOTIOPIIIHHOCTI JO3H.

KuiniuHi xapakTepucTuKm.

Ilokazanns.

Pokcunep mokazaHuil A 3aMiCHOI Tepamii Mpu BHPaKEHIH TimepTeH3ii Ta HasIBHOCTI OJHOTO 3 TaKHX
(dakTopiB: TMEpBHHHOI Tinmepxojecteposemii (tun Ila, y TOMy 4YHCIl TeTepo3WroTHOI CIMEHHOI
rinepxosiecreposiemii), 3mimanoi gucmimigemii  (tunm  IIb)  abo  rerepo3wroTHoi - ciMeWHOI
rinmepxojecrepoyieMii, — y JOPOCIMX CTaH SKHUX aJECKBAaTHO KOHTPOJIIOETHCS PO3YyBACTaTUHOM,
MEePUHIONPUIIOM Ta IHAANaMigoM, MpPU OJHOYACHOMY 3aCTOCYBaHHI y THX CaMHUX J103aX, M0 1 B
KoMOiHarii.

Ilpomunokazanns.

IloB’sA3aHi 3 pO3yBacCTaTUHOM

- [ligBuieHa yyTIMBICTh 10 pO3yBacCTaTUHY.

- 3aXBOPIOBAHHS MEYIHKU B aKTUBHIN (a3i, y TOMY 4HCIIi HEB1IOMOT €TI0JIOr1], CTilKe MIBUILIEHHS PIBHS

TpaHCaMiHa3 y CUpPOBATL KPOBi Ta MIBUIIEHHS PiBHS OyAb-sIKOT1 TpaHCaMiHA3U B CUPOBATIII OUIbIIEe HIK

y 3 pa3u MoHa/ BEPXHIO MEXY HOPMH.

- Miomnaris.

- CynyTHIi NpHiioM LUKIOCTIOPUHY.

- BaritHicTh Ta mepioa roayBaHHs IpyAato. Takok MPOTUIIOKA3aHO JKIHKaM PEenpoAYKTHBHOTO BIKY, SKi

HE BUKOPHCTOBYIOTh BiMOBI/IHI 32CO0M KOHTpALEIIIii.

IloB’A3aHi 3 NEPUHAOIPUIIOM:

- I'imepuyTnuBicTh 10 nepuHAONpPUITY a00 Oyab-gakoro iHmoro iHridiropa AIID.

- HasBHICTH B aHaMHe31 AaHTIOHEBPOTUYHOTO HAOPSKY, IOB’S3aHOTO 3 TONEPEIHIM JIIKYBaHHSAM

iHri6iropamu AIID.

- CnaakoBwuii a00 ii0MaTUYHUI aHTIOHEBPOTUYHUN HAOPSIK.

- II a6o III TpumecTp BaritHOCTI (1UB. po3ainu «OcoOIMBOCTI 3aCTOCYBaHHS» Ta «3aCTOCYBaHHSA y NEPioA
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BariTHOCTi 200 TOIYBaHHS TPYIIIO»).

- OgHOoYacHe MpHU3HAYEHHS 3 MpernapaTaMu, 10 MICTATh JiF04y PEUYOBHHY AIICKIPEH, Malli€HTaM, XBOPHM
Ha IYKpOBHH JiabeT a0o marjieHTaM 3 HUPKOBOIO HEIOCTATHICTIO (IIBUIKICTh KIIyOOUKOBOI (inbTparii <
60 mi/xB/1,73 M?) (nuB. posnimn «DapmakoguHaMika» Ta «B3aeMois 3 iHIIMMHU JTiKAPCHKUMH 3ac00aMu
Ta 1HII BUIU B3aEMOIIN»).

- CynmyTHE 3acTOCYBaHHS 13 cakyOiTpuiiom/BajcapTaHoM. Teparmiro mpemapaToMm CiiJ pO3NOYHUHATH HE
panimie HiK depe3 36 roauH Micas MPUHOMY OCTaHHBOI JO3M CaKyOITpHily/BajicapTaHy (AMB. PO3AUIH
«B3aemonis 3 IHmMMMH JTIKAPCHKUMH 3aco0amMu Ta 1HIII BHIM B3aemomiii» Ta «OcobnmBocTi
3aCTOCYBAHHA»).

- ExcrpakopriopanbHi METOIU JIIKYBaHHS, SKi IPU3BOAATH O KOHTAKTY KPOBIi 3 HEraTUBHO 3apsHKEHUMHU
MOBEPXHSAMHU (IUB. po31i «B3aeMomis 3 IHIIMMU JTIKapCHKUMH 3ac00aMU Ta 1HII BHIU B3a€EMOIIN»).

- 3HauHUl IBOOIYHUI CTEHO3 HUPKOBUX apTepiid abo CTeHO3 apTepii ennHOT PYHKIIOHYI0UOT HUPKH (IUB.
po3ain «OcoOIUBOCTI 3aCTOCYBAHHS ).

[ToB’s3aH1 3 iHAATAMIIOM:

- 'inepuyTnuBicTh 10 1HAanamigy abo 0yb-SKOro IHIIOTO Cylb(hoHaMITy.

- [leuinkoBa eHuedanonaris.

- Tspxka medyiHKOBa HEQOCTATHICT.

- 'inmokaniemis.

- 3acTocyBaHHs y KOMOIHAIlIl 3 HEAHTUAPUTMIYHUMU IpernapaTaMy, M0 COPUYUHSIOTh TaXiKap/ilo TUITY
«ripyer» (IuB. po3aul «B3zaeMoais 3 IHIIUMU JTIKaApChbKUMH 3ac00aMU Ta HIII BUJIM B3a€EMOIIIN»).

- [lepion romyBaHHS TPYAAI0 (IUB. pO3UT «3aCTOCYBAaHHS Y TIEPIOJ BaTITHOCTI 200 TOMYBaHHS TPYIIION).
[IpoTunoka3zaHHs Juid 3aCTOCYBaHHS JIKapChKOT0 3ac00y:

VYci npoTunokazanHs, 10 OB’ A3aH1 3 KO)KHUM 13 KOMIIOHEHTIB, Ta MiBUIIEHA YYTJIMBICT J0 OY/b-sAKOT
JOTIOMDKHOT PEYOBHHHU JIIKAPCHKOTO 3aC00Yy.

- Tspxka HUpKOBA HEIOCTATHICTDH (KJIipeHC KpeaTuHiny < 30 Mi/xB).

Uepes HEAOCTATHICT BIMOBIIHUX TEPANEBTUYHUX JaHUX Pokcuriep He Citijy 3aCTOCOBYBATH:

- [Tamriesram Ha miamisi.

- [amieHTam 3 HEBUITIKYBaHOIO CEPIIEBOIO HEIOCTATHICTIO.

B3aemooia 3 inwmumu nikapcoKumu 3acodoamu ma inuii 6uou 3acmooiil.

[ToB’s13aH1 3 NEPUHIONPUIIOM Ta 1HIANAMIIOM

Cynymue 3acmocysants ne peKkoMeH008aHe

Jlimiu

[Ipu onmHOwacHOMY 3acTocyBaHHi JiTit0 3 iHriditopamu AII® Bim3Havamocs 0OOpPOTHE 30UTBIICHHS
KOHIICHTpAIIii JITi0O B CHPOBATIIl KPOBI Ta 3 SABISUIMCh O3HAKU TOKCHYHOCTI. CyIyTHE 3acTOCyBaHHS
Tia3UAHUX AIYPETUKIB TOJATKOBO MIABUINYE PHU3UK TOKCHYHOCTI JITIIO MPHU 3aCTOCYBaHHI 1HTi0iTOpIB
AII®. 3acTocyBaHHs y KOMOIHAITIT 3 IHIAIAMIIOM Ta JITIEM HE PEKOMEHIYEThCSI, aJie SIKIO KOMOIHOBaHa
Tepanis € HeoOXIJHOI, CJIiJl MPOBOJUTH PETECIbHUM KOHTPOJb PIBHS JIITIO B CHPOBATIll KpOBi (JMB.
po3ain «OcobIUBOCTI 3aCTOCYBAHHSD).

Cynymue 3acmocysants, uio nompebye ocod1ugoi obepexcnocmi

baknoghen

[Tocunenns anturinepTeH3uBHOi Ail. HeoOXimHO HPOBOAMTH MOHITOPHHI apTepiadbHOTO THCKY Ta
GyHKIT HUPOK, Y pa3i HEOOXITHOCTI CII1JI CKOPUTYBATH AO3YBaHHS.

Hecmepoioni npomuzananvni npenapamu (HI13I1) (v momy uucni ayemuncaniyuiosa KUcioma y UCOKUX
003ax)

ITpuitom HII3II (30kpema aneTHICATIMIOBOI KUCIOTH B MPOTHU3ANAIBHUX JIO3YBAaHHSIX, IHTIOITOpIB
IUKIIOOKcUTeHa3u-2 Ta HecenekTuBHUX HII3IT) Moxke CpHYMHUTH 3HWKEHHSI aHTUTINEPTEH3UBHOT Mii
iHri6iropis AIl®. Kpim Toro, HII3II ta inriditopu AII® nonaTkoBO MiABHINYIOTH PIBEHb Kalilo B
CHUPOBATIIl KPOBIi, II0 MOKE MPHU3BECTH JI0 MOTIpIIeHHS (YHKIII HUPOK, BKIIOYAIOUU TOCTPY HUPKOBY
HE/IOCTATHICTh, OCOOJIMBO Yy MAIli€HTIB 3 MOpYIIeHO (yHKIieo Hupok. KombiHaito ciig npuitmMaTtu 3
00EpEeKHICTIO, OCOONHMBO II€ CTOCY€ThCS TMAli€HTIB JITHROro BiKy. [lamieHtiB cmin 3abe3mednTd
HAJIEKHOIO KUIBKICTIO PIJMHU Ta CHiJ PO3TISHYTH MUTAHHS II0JI0 MOHITOPUHTY (YHKIII HUPOK MiCHs
MOYaTKy CYNMyTHBOI Teparii, a TAKOK MePi0AUYHOTO KOHTPOIIO HAAAN.

Cynymmue 3acmocy8anns, uwjo nompedye cnocmepelceHus

Ivinpaminnoodioni  aumuodenpecanmu — (MpuyukiiyHi  npenapamu),  Heupolenmuku. — TOCUICHHS
riOTEH3UBHOT Ji1 Ta 30UIBIICHHS PU3UKY PO3BUTKY OPTOCTATUYHOI MOTEH3IT (101aTKOBUIT e(eKT).
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Kopmuxocmepoiou, mempakozaxmud: 3MEHIICHHS TIMOTEH3WBHOI Aii (3aTpUMKa COJi Ta BOAM IIif
BILJITMBOM KOPTHKOCTEPOIIIB).

Inwi anmueinepmen3ueni 3acodu: 3aCTOCYBAaHHS IHIIMX AHTUTINEPTEH3WBHUX JIIKAPCHKUX 3ac00iB 3
KOMOIHAIlI€I0 TEepUHAONPWI/IHAANAMIl MOXKe TPU3BECTH 10 JOJATKOBOTO €(eKTy 3HWKEHHS
apTepiaibHOTO THCKY.

[ToB’s13aHi 3 IEPUHIOIPUIIOM

a1 KIIHIYHUX JOCITIKEHb CBiM4aTh, 10 MojBiliHa O6mokaga PAAC muigsxoM OJHOYACHOTO MPUHOMY
iHrioiropis  AII®, OGmokaTtopiB peuenTopiB anrioteH3uHy Il abo amickipeHy acoIIOeThCs 3 OUIbII
BHCOKOIO YaCTOTOIO MOOIYHUX peaKIiif, TAKUX SIK TIMOTEH31s, TiMepKaTieMis Ta 3HWKEHHS (DYHKIIl HUPOK
(BKJIFOUAIOYM TOCTPY HUPKOBY HEIOCTATHICTH), TMOPIBHSAHO 3 3aCTOCYBAaHHSM OJHOTO Mperapary, IIo
BmmBae Ha PAAC (muB. po3nim «®apmakomumHamika», «lIporumnokazanus» Ta «OcoOmuBoCTi
3aCTOCYBAHHA»).

Jixapcoki 3acobu, wo cnpuyuHaOms 2inepKaiiemiio

Hesxi nikapcbki 3acobu abo TepanmeBTUYHI KJIAcH JIIKapChKUX 3ac001B  MOXYTb CIPUYMHHUTH
rinepKajJieMIIO: aliCKIpeH, COJi Kajlilo, Kanii3Oepiratoul aiypeTuku, iHrioitopu AIID, anTaronictu
peuenrtopiB anriotensuny II, HII3II, renapunu, imyHOCyInpecopH, Taki K IUKIOCIIOPUH ad0 TaKpoJiMyc,
TPUMETOIPUM, KO-TPUMOKCa30Jl (TpuMeTonpum/cynbdamerokcazo). OgHOYacHUM NpPUMOM BKa3zaHUX
JIKapChbKUX 3ac001B MIABUINYE PU3UK BUHUKHEHHS TIepKalieMii.

Qonouache 3acmocy8ants NPOMUNOKA3aHo

Anickipen: y TIallIEHTIB, XBOPUX Ha LIYKpOBHH niabeT, ab0 Malli€HTIB 3 MOPYLUIEHOIO (YHKIII€I0 HUPOK
PU3MK BUHHUKHEHHS TillepKanieMii, MOTIpIIeHHs (YHKIIIT HUPOK Ta KapJl0BacKyJIspHOI 3aXBOPIOBAHOCTI 1
JIETATBHOCTI MIBUITYETHCSI.

Excmpaxopnopanvhi memoou iKy8anHs, sIKi TPU3BOIATH 0 KOHTAKTY KPOBi 3 HETATHBHO 3apsHKEHUMHU
TMOBEPXHSIMHU, TaKUMH SK BHCOKOINPOTOYHI MeMOpaHW I miamizy abo remodimbTpallii (HampuKIa,
MOJTIAaKPUIIOBI MeMOpaHu) Ta Juisl adepe3y JIMOMPOTEIHIB HU3bKOI IIUIBHOCTI 3 JAEKCTpaHCyIbhaToM —
MIIBUIIYETHCS PU3HK BUHUKHEHHS TSDKKUX aHaUIaKTOIMHUX peakiii (auB. po3ain «IIpoTunokazaHHasy).
VY pa3i HEOOXiTHOCTI TAaKOTO JIKYBAaHHS CIiJl PO3MVIIHYTH MOJKJIMBICT BHKOPHUCTAHHS ialli3HOT
MeMOpaHH HIIOTO THITY a00 3aCTOCYBAHHS IHIIIOTO KJIACY aHTHUTINMEPTEH3UBHHUX MPETaparib.
Caxkybimpun/eancapman

OnHovacHe 3aCTOCYBaHHS TEPUHIOTPHWIY 13 CaKyOITpUIIOM/BaJicCapTaHOM MPOTUIIOKA3aHe, OCKLIbKH
OJIHOYAacHEe 3acTocyBaHHs IHTIOITOpiB AII® Ta cakybOiTpuiy/BajicapTaHy MiJBHINYE PHU3UK PO3BHUTKY
AHTIOHEBPOTUYHOTO HAOPsKY. Po3nounHaTu 3acTocyBaHHS CaKyOiTpuiIy/BajcapTaHy CIiJl HE paHilIe HDK
yepe3 36 roauH Iiclsg OPUMOMY OCTaHHBOI JO3U MEPUHAONPUIY. Tepamiio MNEepUHIONPHUIOM CIif
pO3MOYMHATH HE paHilie HiK depe3 36 roAuH Miclsa MPUMOMY OCTaHHBOI 03U CaKyOITpHITy/BajicapTaHy
(muB. po3nimu «IIpoTunokazanss» Ta «OcoOIUBOCTI 3aCTOCYBAHHS).

Cynymue 3acmocysants ne peKkoMeH008aHe

Anickipen: 'y OyIb-SIKMX IHIIUX IIAIliEHTIB, SK 1 y XBOPUX Ha I[yKpOBHM 1iabeT abo MaIieHTiB 3
MOPYIIEHOI (YHKIIEI0 HUPOK, PU3UK BUHUKHEHHS TilepKaliemii, MoripimeHHs (yHKIIT HUPOK Ta
KapAl0oBaCKYJISIPHOI 3aXBOPIOBAHOCTI 1 JETAIbHOCTI MiABHUINYeThCA (AuB. po3ain  «OcoOauBoCTi
3aCTOCYBAHHA»).

Oonouacne 3acmocyganns incioimopie AII® ma 6nokamopis peyenmopie aHeiomeH3uHy

Ony06uikoBaHO J1aHi MPO Te, 0 Y MALIE€HTIB 3 aTE€POCKIEPO30M, CEPIIEBOIO HEOCTATHICTIO 200 IyKPOBUM
niabeToM 3 ypakeHHSM OpraHiB-MillleHel oJHOYacHe 3acTocyBaHHsA iHTiOiTopiB AIID Ta OGrmokxaTopiB
peLenTopiB  AHTIOTEH3UHY CYNPOBOJDKYBAJIOCA MIABUIIEHHSIM YacTOTH BUHHUKHEHHS apTepiaiabHOT
rinoTeH3il, HEMPUTOMHOCTI, TilepKalieMii Ta MOTIpIIEHHSAM (QYHKUII HUPOK (y TOMY 4YMCIi TOCTpOi
HUPKOBOi HEJOCTATHOCTI) MOPIBHAHO 3 TaKUMHU TPU MOHOTEpamii mpenaparamu, IO BIUTUBAIOTH Ha
PAAC. Tlongiiina Onokaga (To6to komOiHamis iHrioiTopa AIID 3 aHTarowicramu penenTopiB
a"rioteH3uny II) Moke OyTu 3acTocoBaHa B OKPEMHUX BHUIAJKaX 3 pETEIbHUM KOHTpoJieM (DyHKII{ HUPOK,
PIBHS KaJlifo Ta apTepiajbHOrO THUCKY (IUB. po3au1 «OcoOIMBOCTI 3aCTOCYBAHHS).

Ecmpamycmun

[linBuIyeThbCsI pPU3MK BHUHUKHEHHS MOOIYHMX peakliif, TakuX sK aHTIOHEeBPOTHMYHHM HaOpsK
(anrioenema).

Kanitiz6epicaroui diypemuxu (cnipononaxmon, mpuammepet, okpemo abo 8 kombinayii), 006aéxu Kaiito
abo 3amMiHHUKU cOoTlell, WO MICMSamb Kaill

Xoya Kaiiid 3a3BUYail 3AIUIIAECTHCA B MEKaX HOPMHU, Y ACIKUX MAII€HTIB, SIKI OTPUMYIOTh IEPUHIOTPHIT,
MOJK€ BUHHMKHYTHU Tinepkaniemis. Kamiifzoepiraroui aiypeTHkd (HanpUKIaa CHIPOHOIAKTOH, TPUAMTEPEH
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abo aminzopun), 106aBKkH Kajito a00 3aMIHHMKH COJIi, IO MICTATH Kaliid, MOXXYTb MPU3BECTH JI0 3HAYHOTO
30UTbIICHHA pIBHA Kajilo B cupoBarii KpoBi. Ciig TakoX IOTPUMYBATHCA OOEPEXKHOCTI TpHU
OJTHOYACHOMY 3aCTOCYBaHHI NEPUHAONPWIY 3 IHIIMMH areHTamH, L0 MiIBUINYIOTh BMICT Kallil0 B
CHpOBATIi KPOBI, HaTPUKIaT 3 TPUMETOIIPUMOM Ta KO-TPUMOKCA30JI0M
(TpuMeTonpuM/CyNb(haMeTOKCa301), OCKUIBKH BiZIOMO, IO TPUMETONPHM Ji€ SK Kajii30epiratounii
aiypetuk aminopus. ToMy ofHOYAacHE 3aCTOCYBaHHS MEPHHJIONPHITY 3 BUIIE3a3HAUCHUMH IperapaTaMu
HE PEKOMEHJIIYeThCA. AJle, SKIO OJAHOYACHE NMPU3HAUCHHS BUILE3a3HAYCHUX PEUYOBUH € HEOOXITHUM, iX
CITifI 3aCTOCOBYBATHU 3 00EPEKHICTIO Ta PETEIHHO KOHTPOJIIOBATH PIBEHB KO y TIa3Mi KPOBI.
Ko-mpumoxkcazon (mpumemonpum/cyioghamemoxcason)

VY mamieHTiB, SKi OJIHOYACHO 3aCTOCOBYIOTh KO-TPHUMOKCA30JI (TPUMETONPUM/CYIb(haMeTOKCa30I),
MIIBUIYETHCS PU3UK BUHUKHEHHS TinepkaiieMii (auB. po3ain «OcoOIMBOCTI 3aCTOCYBAHHSY).

Cynymue 3acmocysants, uwio nompebye ocoo1ugoi obepexcnocmi

Ilpomudiabemuuni npenapamu  (iHCyniH, 2inoenikemMiuHi Cyaib@oOHaAMiou — 3 KANMONpuiom ma
eHanNanpuiom)

Emigemionoriyai  JOCHIKEHHST TOKa3aly, WI0 OJIHOYAacHe 3actocyBaHHs 1Hri0itopie AllD 1
MpOoTUAIa0ETUYHUX NpenapariB (IHCYJIHU, NEpopajbHI TIMOIJIIKEMIYHI 3aco0M) MOKE MIABHUILYBaTH
e(deKT 3HWKEHHS pPIBHS TJIIOKO3W B KPOBI 3 PU3MKOM rinoriikemii. lle sBuie BuUSBUIOCS OUIBII
IMOBIPHUM TPOTSTOM MEPUINX TUKHIB KOMOIHOBAHOTO JIKYBaHHS Ta Y MNAI[IEHTIB 3 MOPYIICHHSIM (QYHKIIIT
HUPOK.

Jiypemuxu

VY naiieHTiB, K1 NPUAMAIOTh A1ypEeTUKU, Ta OCOOIMBO Y TUX, Y KOTO MOPYLIEHUI BOJIHO -€JIEKTPOJIITHUI
0OMiH, MOKJIMBE Ha/IMIPHE 3HI)KEHHS apTeplalibHOTO THUCKY MICHS MOYaTKy JIiKyBaHHS iHri6iTopom AIID.
IMOBIpHICTE PO3BUTKY TIMOTEH3UBHOTO €(EKTY 3HUKYETHCS 3aBISKM BIAMIHI AlypeTHKa, IMiIBUIIEHHIO
00’eMy LUPKYJIIOIOUOi KpoBi ab0 CHOKMBAHHIO COJII TMepe] MOYaTKOM Teparii HepUHIONPUIOM.
JlikyBaHHS CJlii pO3MOYMHATH 3 HU3bKHX /103 Ta MOCTYIMOBO iX 30UTbLIYBATH.

[Ipu aprepiafibHIN TinepTeH3ii, KOJIM TMONEPEIHbO MPU3HAYCHUN IypETUK MIr CIPUYUHUTH
HEJIOCTaTHICTh BOJH/EICKTPOJIITIB, HOTO HEOOXITHO BIAMIHUTH IEpE]] TOYATKOM JIIKYBaHHS IHTIOITOpOM
AIl® (y Takux BUNAAKaX IPUHAOM AlypeTHKa MOKE OyTH TTOHOBJICHO 3 YacOM) a00 MPU3HAYUTH HTI0ITOP
AII® y HU3bKIH 1031 3 TOCTYIIOBHM i1 MiIBUIIICHHSIM.

[Ipu 3acTiifHii ceplieBid HETOCTATHOCTI HA TJi NMPUAOMY JiypeTwka mpuiioMm iHriditopa AIID cuin
PO3MOYMHATH 3 MIHIMAJILHO1 1031, MO>KJIMBO TTICJISI 3HIKEHHS 03U JIIypETHKA.

VY Oynp-aKoMy BUNAAKYy HEOOXITHO KOHTPOJIOBATH (PYHKII0O HUPOK (piBEHb KPEATHHIHY) MPOTIATOM
MepIINX THXKHIB JIIKyBaHHs iHTi06iTopom AlID.

Kaniizbepiearoui oiypemuxu (enieperHon, cnipoOHOIAKMOoH)

[Ipu cynmyTHHOMY 3aCTOCYBaHHI eIJIEPEHOHY a00 CITIPOHOJIAKTOHY B J03ax Bix 12,5 mr mo 50 mr Ha 100y
3 HU3bKUMU 703amMu iHri0iTopie AII® y mamieHTiB 13 ceprieBoto HemocTaTHICTIO [I-IV dyHKITIOHATBHUX
K1acis 3a mxanoro Heio-Mopkeskoro kapaionorignoi acomianii (NYHA) i ¢pakuiero Bukumy < 40 %, sxi
panime npuiiManu iHrioitopu AII® Ta meTyiboBI AlypeTHKH, ICHYE PU3MK BUHUKHEHHS rinepkaniemii
(mOTeHWIHO JNeTanbHO1), 0COONMBO y pa3i HEJOTPUMAHHS PEKOMEHJAI MI0A0 MPU3HAYEHHS TaKoi
koMOinanii. Ilepen mouyaTkom 3acTocyBaHHA Takoi KOMOIHAIil CJiA TEPEKOHATUCS Yy BIACYTHOCTI
rinepkaniemii Ta mnopymeHHsS (GyHKIil HUPOK. PekoMeHJ0BaHO MPOBOJIUTH PETEIbHHUIA MOHITOPUHT
KaJieMii Ta KpeaTHHEMIT IOTHYKHEBO i1 Yac MepIIoro MICSI JIIKyBaHHS Ta HIOMICSYHO HaJaml.
Payexaoompun

Binomo, mo iHribitopu AIl® (Hanpukiax NEpUHAONPHI) MOXKYTh CIPUYUHHUTUH  PO3BUTOK
aHTIOHEBPOTUYHOTO HaOpsky. Lleil pu3mk 3pocTae mpu OJHOYACHOMY 3aCTOCYBaHHI 3 palleKaJoTpPUIOM
(J1ikapchbKUM 3ac000M, SIKUI BUKOPUCTOBYEThCS IS JTIKYBaHHS TOCTPOi Aiapei).

Ineibimopu mTOR (nanpuxnao cuponimyc, eseponimyc, memcuporimyc)

VY naiieHTiB, fSKI OJHOYACHO 3acTOCOBYIOTH iHriOiTopy mMTOR, mMiABHIYETbCS PUBHK PO3BUTKY
aHTIOHEBPOTUYHOTO HAOPAKY (AMB. po3il «OcOOIUBOCTI 3aCTOCYBAHHS»).

Cynymmue 3acmocysanns, ujo nompeodye ooepesrcHocmi

Anumueinepmen3usHi 3acobu ma 8azo0unamamopu

CymyTHe 3acTOCYBaHHS aAHTHUTINEPTEH3UBHUX 3ac00iB MOXE TMIIBUIIUTH TIMOTEH3UBHUN eQeKT
nepurponpuiay. CymyTHeE 3acTOCYBaHHS 3 HITPOTJILIEPUHOM Ta IHIIUMHU HITpaTaMu ab0 3 IHIIUMU
Ba30/IMJIATATOPAMH MOKE CIIPHSTH J0AATKOBOMY 3HMKEHHIO apTepiabHOTO THCKY.

Annonypunon,  yumocmamuuui  abo  IMYHONPUSHIYYGANbHI — Npenapamu,  KOPMUKOCmepoiou
(cucmemamuyte 3acmocy8ants) abo npoKaAiHamio
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CymyTHe 3acTOCyBaHHS 1MX Npenaparis 3 iHriditopamu AII® 30u1bl1ye pU3KK JEHKOIIEHI.

Anecmemuuni npenapamu

Iaridiropu AII® MOXyTh MIBUIIYBATH TIIOTECH3UBHI €()EKTH JIESIKUX aHECTETUYHUX TpenapaTiB.
IIpenapamu 3010ma

[MoBimomssiin mpo piAki HITPOImHI peakuii (CHMMOTOMH BKIIIOYAIOTh TMOYEPBOHIHHS OOIMYYS, HYIOTY,
ONMIOBaHHS Ta TIMOTEH3iI0) y MAI[iEHTIB MiJ 4Yac Tepamii 13 BBENCHHSAM IIperapariB 30J0Ta (HATPio
aypoTHMaaT) Ta 0JHOYacHOI Teparii 3 iHridiropamu AIl®D, BKIIIOYaIOUU MEPUHIOTIPHIL

I ninmunu (ninacninmun, cakca2ninmuH, CUMA2IiNMuH, 8i1b0a21inmuH)

VY mami€eHTiB, SKMM TpU3HAUYEHO KOMOIHAIi0 TIinTHHY Ta iHridiropa AIID, minBUIIyeThCS PUBHK
BUHUKHEHHS AQHTIOHEBPOTUYHOTO HAOPSKy BHACTINOK TOTO, IO TJINTHH 3HWXKYE AaKTHBHICTh
munentunnentuaazu-1V (ATII-1V).

Cumnamomimemuxu MOXYTb TIOCITA0JIATH aHTUTINEPTEH3UBHY Aif0 iHTi0iTOpiB AIID.

Luxnocnopun

INnepkaniemiss MOXke BUHHKATH MPH OJHOYACHOMY 3acTOCyBaHHI 1HT10iTOpiB AII® 3 HMUKIOCHOPUHOM.
PekoMeHIyeThCSl KOHTPOJIIOBATH PiBEHB KaJlil0 y CHPOBATIIl KPOBI.

T'enapun

ITig yac oxHOuacHOro 3actocyBaHHA 1HTIOITOpiB AII® 3 remapuHOM MOXX€ BUHHUKHYTH TiepKallieMis.
PekoMeHyeThCsl KOHTPOJIIOBATH PiBEHb Kalil0 y CHPOBATIIl KPOBI.

[ToB’s3aHi 3 IHAATAMIJIOM

Cynymue 3acmocysants, ujo nompeodye 0coo.1ugoi obepexcHocmi

Ipenapamu, wo cnpuduHAIOMb WLIYHOUKO8Y MAXIKapOilo muny «nipyemy. 4depe3 PU3WK TilmoKaieMii
1HAamaMig CiIiJ 3aCTOCOBYBATH 3 OOEPEKHICTIO TMPH CYMYTHBOMY MPHHOMI JIIKApChKUX 3ac00iB, IO
CHPUYHUHSIOTh IUTYHOUYKOBY TaxiKapJil0 TUINY «IIpyeT», TaKUX SK: aHTHApUTMIYHI 3acobu kiacy la
(XiH1OMH, TIAPOXIHIH, AU30MIpaMia); aHTUapUTMIuH1 3acobu kiacy III (amiomapoH, cortanon, noderumnia,
10yTumin, Operwsiym); ekl HEWpPOJENTHKHA (XJIOPIPOMAa3WH, IllaMeMa3WH, JIEBOMEIPOMAa3HH,
TiopuaasuH, TpudTopnepasuH), OeHzamigu (aMICyJIbIPHA, CYJABINPHUI, CYIBTONPHI, TIalpun),
OytupodeHOHU (APOTIEPUION, TATONEPUION), HII HEUpoJenTHUKU (MMO3MI); 1HII PEYOBHUHHU, TaKi SK
Oenmpunui, 1ucanpua, audeMania, BHYTPIIIHBOBEHHUN EpUTPOMINUH, TalohaHTPUH, MI30JacCTHH,
TeHTaMiJIiH, crapIoKcaliH, MOKCHU(]IOKCAllMH, BHYTPIIHLOBEHHUM BIHKaMiH, METaJ0H, acTeMi30J,
tepdenanun. [loTpiOHO 3amobiraTd HU3LKOMY PIBHIO KaJlifo Ta, Y pa3i HEOOXIAHOCTI KOPHUTyBaTH HOTO;
MpoBOAUTH KOHTpOoJIb QT-1HTEepBamny.

Ilpenapamu, wo 3HuMCYIOMb pigeHb Kauito, ampomepuyur B (6HympiwnboeenHe 86e0eHHs), CUCEeMHI
2NIHOKOKOPMUKOIOU Ma MIHEPANIOKOPMUKOIOU (cucmemue 66e0eHHs), MempaxKo3aKxmuo, CmuMya08albHI
NPOHOCHI 3acobu. MIBHUINYETHCS PU3HK Trinmokaiiemii (agutuBHa Aisg). Ciim mepeBipATH PiBEHb KAl Y
miasmi Ta, y paszl HEoOXIAHOCTI, KOpPUT'YyBaTH Horo; ocobOauBa OOEpEeKHICTh MMOTpiOHA ITix dac
3aCTOCYBaHHS TJIIKO3WAIB auritamicy. He ciig 3actocoByBaTH MPOHOCHI MpemapaTd, M0 CTHMYIIOIOThH
MEePUCTATBTHKY.

Cepyesi eniko3uou: iCHy€e pU3UK MOCUIICHHS TOKCUYHOI J1i ceplieBUX Tiko3uiB. HeoOXigHO mpoBOIUTH
MOHITOPHHT KaJlito B Tu1a3Mmi kpoBi Ta EKI'-koHTpoOIIb.

Cynymue 3acmocysants, uo nompeoye cnocmepelcents

Memeopmin: npu QyHKIIOHATIBHIN HUPKOBIA HETOCTATHOCTI, MOB’sI3aHiil 13 3aCTOCYBaHHIM JI1ypETHUKIB,
0COOJIMBO TETIBOBUX, 30UTBIIYETHCS PU3HUK BUHUKHEHHS MOJIOYHOKHCIIOTO aIya03y BHACIIIOK
3actocyBaHHs MeTopMminy. He cmig 3actocoByBaTd MeT(hOpPMIH MpHU PiBHI KPEaTHHIHY y IUIa3Mi KpOBi
Bue 15 mr/a (135 mxMounb/n) y wonnoBikiB 1 12 mr/mn (110 MKMOJB/T) y KIHOK.

Hoooxonmpacmui 3acobu: y pasi jeriaparamii, TmoB’sa3aHOi i3 3aCTOCYBaHHSAM JAiypeTUKiB TIpH
3aCTOCYBAaHHI HOJIOKOHTPACTHHUX 3ac00iB, OCOOIMBO y BHCOKHX 033X, 30UIBIIYETbCS PU3UK PO3BUTKY
roctpoi HHPKOBOi HemocTtaTHOCTL. HeoOXimHO BIIHOBUTH BOJHHUI OalaHC [0 MNPU3HAYCHHS
HOJOKOHTPACTHUX 3aCO01B.

Coni xanvyiro: pU3UK TiEpKaIbI[iEMI] BHACTIIOK 3HUKEHHS BUBEICHHS KaJIbI[IF0 HUPKAMH.
Luxnocnopun: pU3UK MiABUILEHHS KOHIIEHTpALll KpEaTUHIHY Y MIa3Mi KpoBi 6e3 Oy/ib-IKHX 3MiH piBHIB
IIUKJIOCHOPUHY B KPOBOOOITY, HaBITh Y pa3i BIZICYTHOCTI 3MEHILIEHHS 00’ €My PiIuHI/COI.
Kopmukocmepoiou, mempakozakmuo (cucmemme 66e0eHHs)

3HMKEHHSI aHTUTIEPTEH3UBHOTO epeKTy (YTPUMaHHS COJIi Ta BOJIU Yepe3 KOPTUKOCTEPOian).

IloB’A3aHi 3 pO3yBaCTaTUHOM

Bnaus na posysacmamun npenapamis, AKi npuiMaiomscsi 00HOYACHO

Tpancnopmmi ineibimopu oinka
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Po3zyBactatun € cybcTpaToM AJIs IEBHUX TPAHCHOPTHUX OUIKiB, BKmoyaroun OATP1BI1, mo 3a6e3neuye
NEYiHKOBUH TpaHCHOPT, Ta edarokcHoro nepenocinka BCRP. OnHovyacHe 3acTocyBaHHS pO3yBacTaTUHY

3 JKapCHKUMH 3ac00aMu — IHTIOITOpaMU IHUX TPAHCHOPTHHUX OUTKIB MOKE CIIPHUYMHHUTHU ITiBUILECHHS
KOHIICHTpAIIil pO3yBacTaTUHY y IJ1a3Mi KPOBi Ta 30UIBIICHHS PU3HUKY MIOTATil.
Luxnocnopun

[Ipu cynytHpOMY 3aCT0cyBaHHi po3yBacTaTuHy 3 HUKIocnopuHoM nokasHukn AUC po3yBacTaTuHy B
CepeHhOMY y 7 pa3iB MEPEeBUINYIOTh IMOKAa3HUKH Yy 3J0POBHX JTOOPOBOJBIIB (auB. Tabmwmo 1).
PosyBacTaTmH  TpOTHIOKA3aHWI  TaImi€eHTaM, SKI NPUAMAOTh  [HKJIOCIOPUH  (IMB.  PO3JLT
«[Ipotunokaszanus»).

CymyTHe 3aCTOCYBaHHS HE BIUTMBAJIO HA KOHIIEHTPAILlii IIMKIOCTIOPHHY Y TUIa3Mi KPOBI.

Ineioimopu npomeasu

Xo4a TOYHHMI MEXaHI3M B3a€MOJIii HEBIIOMHUH, OJHOYACHE 3aCTOCYBAaHHS IHTIOITOPIB MPOTEa3u MOXKE
3HaYHO 30UTBIIYBAaTH EKCIIO3UWII0 po3yBacTaTHHY (muB. Tabmuio 1). Hampuxman, y mocmimkeHHI
(apMaKOKIHETUKH OJHOYAacHe 3acTocyBaHHs 10 Mr po3yBacTaTMHy Ta KOMOIHOBAHOTO JIKapChbKOTO
3aco0y, mo MictuB nBa iHridiTtopu nporeazu (300 mr artazanasipy/ 100 Mr putoHaBipy), y 310pPOBHX
no0poBoubLiB cynpoBokyBanocs miaBUIIeHHSIM AUC Ta Cmax po3yBacTaTHHY npuOian3HO B 3 Ta 7 pa3is
BiANOBiAHO. OJHOYAcHE 3aCTOCYBaHHS pO3yBAaCTaTUHY Ta JAESIKUX KOMOIHAII 1HTIOITOpIB IpoTeasu
MOJXKJIMBE MICHSI PETENbHOT OIL[IHKU KOPEKLIi 103U po3yBacTaTUHY, BUXOASIUM 3 OYIKYBAHOTO 3POCTaHHS
Horo ekcrno3umii (muB. po3aum «Croci® 3acTocyBaHHS Ta 103uW», «OCOOIMBOCTI 3aCTOCYBaHHS» Ta
Tabmuiio 1).

T'emghioposun ma inwi einoninioemiuni npenapamu

OnHodacHe 3aCTOCYBaHHsI po3yBacTaThHy Ta remdioposwmry npu3Boamio 10 3poctaHHs AUC Ta Cmax
po3yBacTaTuHy B 2 pa3u (IuB. po3aut «OcoOIUBOCTI 3aCTOCYBAHHS).

Buxonsun 3 gaHuX choemiagbHUX AOCTIKEHb B3a€EMO/Ili, 3HAYHOI (hapMaKOKIHETHYHOI B3aemMomii 3
beHodiOpaToM He OUIKYEThCS, OJHAK MOXJMBa (apmakoauHaMidyHa B3aemonis. ['emdiOposu,
dbenodidpar, iHmi (idbpaTu Ta HianWH (HIKOTMHOBA KHUCJIOTA) Yy TIMOJIiMiAeMIiuHuX ao3ax (> 1 1/moly)
MIIBUIYIOTh PU3UK PO3BUTKY MIOMATii MpH CYMYyTHHOMY 3acTocyBaHHI 3 iHTiOITOpamu ['MI-KoA-
peayKTa3u, MOXKJIMBO TOMY, III0 BOHM 3/IaTHI IPU3BOJUTH 10 MIOTATIi 1 MPU 3aCTOCYBaHHI OKPEMO OJIHE
Bin oxnoro. [lo3u 30 mMr ta 40 Mr mpoTHIOKa3aHi MpU OJHOYACHOMY 3acTocyBaHHI (iOpaTiB (auB.
posnum «I[IpoTumnokazanus», «OcOOMMBOCTI 3acTOCyBaHHSM»). B Takomy pasi TakoX Ciil MOYWHATH
Tepariro 3 031 5 MT.

Ezemumio

Onnouacue 3actocyBanHsa 10 wr posyBactaruHy Ta 10 wMr eserumiOy mamieHTam 13
rinepxoJyiectepuHeMicro nmpu3Boauiio 1o 3poctands AUC po3syBactatuny B 1,2 pa3a (tabmuis 1). OnHak,
mo6iuH1 peakilii yepe3 papMakoAMHAMIYHY B3a€MO/III0 MDK PO3yBaCTaTHHOM Ta €3€TUMIOOM HE MOXKHA
BHUKJIIOYATH (UB. po31u1 «OCcoOIMBOCTI 3aCTOCYBAHHSY).

Anmayuou

OpHoyacHe BBEJCHHS PO3YBACTAaTHHY 13 CYCIIEH3IEI0 aHTAIUAy, IO MICTUTh alIOMIHII0 Ta MAarHiro
TiAPOKCHU/, MPU3BOAUTH 10 3MEHIIICHHS KOHIIHTpAllil po3yBacTaTUHY Y MJa3Mi KpoBi mpubau3Ho Ha 50
%. Lleii egexT 3MEHIIYBaBCs, KOJM aHTAIlU MpUAMau 4epe3 2 ToAWHU MICis po3yBacTatuny. KiiHiuHa
3HAYYIIICTh B3a€MO/Iii HE BUBYANIACH.

Epumpomiyun
OnHouacHe 3aCTOCYBaHHs pO3yBacTaTWHY Ta epurpominuny 3HKyBaio AUC .y po3yBactaTuHy Ha 20
%, a Cmax — Ha 30 %. Taka B3aemojis MOXe OyTM CHpPUYMHEHA MIABUIIEHHIM MNEPUCTAIBTUKH

KUIIEYHUKY BHACIIOK JiT €epUTPOMILIUHY.

Depmenmu yumoxpomy P450

Pesynprati mocmimkens in Vitro Ta in Vivo cBimyaTh, 0 pO3yBacTaTHH HE iHTiOye i HE CTUMYIIOE

130¢pepmentu muroxpomy P450. OkpiM 1IbOTO, pO3YBAacCTaTHH € CIa0KUM CyOCTpaTOM IMX 130()€pMEHTIB.

Taxkum unHOM, B3a€MOJIIT 3 JIIKAPCHKUMHM 3ac00aMU B pe3yabTaTi MeTaboi3mMy, onocepeaxkosanoro P450,

He ouikyeTbcsa. He cmocrepirasiocst KIIHIYHO 3HAUYHIMX B3aEMOJIA MDK pO3yBaCTaTHHOM Ta

¢nykonazosnom (iHribiropom CYP2C9 ta CYP3A4) abo kerokonaszonom (inriditropom CYP2A6 Ta

CYP3A4).

B3zaemooii, wo nompebyroms xopucysants 003u pozysacmamuty (0ug. madoauyio 1)

SIkmo HeoOXimHO 3aCTOCOBYBATH PO3YBACTATHH Pa3oM 3 IHIDUMH  JIIKQpChKUMHU  3ac00aMHM, 110

MIIBUIYIOTh HOTO €KCIO3UIII0, JI03W pO3yBacTaTHHY MOTPiIOHO KopuryBatu. Ilpu odikyBaHOMY

3pocrtanHi BiumBy (AUC) npubnam3Ho y 2 pa3u NpuiloM po3yBacTaTUHY CIIiJ PO3MOYaTH 3 103U 5 MT Ha
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n00y. MakcuManbHy 1000BY 103y pO3yBacTaTUHY MOTPIOHO CKOPUTYBAaTH TaKUM YHHOM, 1100 OUiKyBaHa
KOHIICHTpAIlil PO3yBACTaTHHY HAINCBHE HE IEPEBUIIYBAIAa KOHICHTpaAIlifo mpu no0oBiii o031 40 wmr
pO3yBacTaTUHY, SKa CIOCTEPIraeThCs 3a BIICYTHOCTI B3a€MOJIi 3 IHIIMMH JIKQPCHKAMH 3aCO0aMH.
Hanpuxman, no3a 20 Mr po3yBacTaTUHY IIPH OJJTHOYACHOMY 3aCTOCYBaHHI 3 TeM(iOpo3uiIoM (30UTbIICHHS
excrio3unii B 1,9 paza) abo mo3a 10 mr posyBacTatuHy pa3oM 3 KOMOIHAIIi€l0 aTa3aHaBip/pUTOHABIP
(30impImeHHs excno3uiii y 3,1 pasza).

Tabmums 1

BrmB cymyTHIX JTiKapchbKHX 3aCO0IB Ha €KCIO3UIIII0 PO3YBACTATHHY
(AUC; y nopsiky 3MEHIICHHS BEIMYMHHM) 32 OITyOJIIKOBAHUMU JAHUMH KIIIHIYHUX JTOCITIHKCHb

PexxuM 103yBaHHS CYITyTHBOTO JIIKAPCHKOTO Pexxum no3yBaHHA 3minn AUC
3aco0y po3yBacTaTuHy po3yBacTaTUHY*

Cumenpusip 150 mr 1 pa3 Ha 100y, 7 nHIB 10 mr, pa3oBa m03a 12,8 paza
JlominaBip 400 mr/ putonasip 100 mr 2 pa3u Ha|20 mr 1 pa3 Ha 100y, 7 qHIB 12,1 paza
o0y, 17 naiB
Knominorpen 300 mr HaBaHTaxkyBajibHa [103a,|20 Mr, pa3oBa 1032 12 pa3u
nani 75 mr uepes3 24 roauHA
I'em@i6po3un 600 mr 2 pa3u Ha 100y, 7 THIB 80 mr, pazoBa /103a 11,9 pasu
Entpom6bomnaxk 75 mr 1 pa3 Ha no0y, 5 aHiB 10 mr, otHOpa30Ba /1032 1 1,6 paza
Hapynasip 600 mr/ putonasip 100 mr 2 pasu Ha |10 mr 1 pa3 Ha 100y, 7 nHIB 11,5 paza
no0y, 7 mHIB
Tunpanasip 500 mr/ puronasip 200 mr 2 pa3u Ha |10 mr, o1HOpa30Ba 103a 1 1,4 paza
o0y, 11 gaiB
Hpouenapon 400 mr 2 pa3u Ha 100y Hesimomo 1 1,4 paza
ITpakonazon 200 mr 1 pa3 Ha 100y, 5 AHIB 10 Mr, otHOpa30Ba 1032 1 1,4 paza **
Ezetumi6 10 mr 1 pa3 Ha 100y, 14 nHiB 10 mr 1 pa3 Ha 100y, 14 nuiB |1 1,2 paza **
®do3zammnpenanip 700 mr/ putonarip 100 mr 2 pasu | 10 mr, ogHOpa3oBa 103a >
Ha 7100y, 8 nHIB
Anermirazap 0,3 mr, 7 nHiB 40 mr, 7 qHiB >
Cunimapun 140 mr 3 pasu Ha 100y, 5 qHIB 10 mr, otTHOpa30Ba 1032 —
®denodidbpar 67 mr 3 pa3u Ha 100y, 7 ITHIB 10 mr, 7 nHIB >
Pudammin 450 mr 1 pa3 Ha 100y, 7 AHIB 20 mr, oTHOpa30Ba J03a —
Kerokona3zoun 200 mr 2 pa3u Ha 100y, 7 IHIB 80 Mr, oJHOpa30Ba J103a >
®dnykonaszoun 200 mr 1 pa3 Ha 100y, 11 qHiB 80 Mr, oJHOpa30Ba J103a >
Epurpominun 500 mr 4 pa3u Ha 100y, 7 1HIB 80 Mr, oJHOpa30Ba J103a 120 %
baiikanin 50 mr 3 pas3u Ha 100y, 14 nHiB 20 mr, oiHOpa3oBa J103a 147 %
Peropacdenio 160 mr 1 pa3 o6y 14 nuis 5 Mr, oJHOpa3oBa J103a 13,8 pasza
Benmaracip 100 mr 1 pa3 100y 10 mr, onHOpa3oBa no3a 12,7 paza
Owmo0iracBip 25 w™r/ mapurtanpeBip 150 wmr/|5 mr, oqHOpa3oBa 103a 12,6 paza
putanoBip 100 mr 1 pa3 106y/ naza6ysip 400 mr 2
pasu Ha 100y, 14 nHIiB
I'pazompesip 200 mr/ enbacsip 50 mr 1 pa3 g00y, | 10 Mr, ogHOpa3oBa 103a 12,3 paza
11 guis
I'nexanpesip 400 mr/ miGpenTasip 120 mr 1 paz Ha|5 mr 1 pa3 100y, 7 1HIB 12,2 paza
no0y, 7 nHIB

* JlaHi, MpeACTaBIIEH] K 3MiHA B X Pas3iB, SBISIOTH COOOIO CITIBBITHOIIEHHS MK 3aCTOCYBaHHSIM PO3yBacTaTUHY y
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koMOiHamii Ta okpemo. [ani, npeacTasiieHi y BUTIsAI Yo 3MiHH, SBISIIOTH 00010 % PI3HULIIO BiJHOCHO MOKa3HUKIB
[IPH 3aCTOCYBaHHI PO3yBacTaTUHY OKPEMO.

30ibIIeHHS TO3HAYEHO 3HAYKOM T, BIICYTHICTb 3MiH 3HAYKOM <>, 3SMEHILICHHS — | .

** Byno mpoBefieHO KiTbKa AOCIiIKEHb B3aEMO/IT IPU PI3HUX J03aX PO3YBACTaTHUHY, Y TaOJHIi NOAAHO HAHOLIBII
3HaYyIlE CIiBBIJHOMICHHS.

Bnaus pozyeacmamuny na nikapcoki 3acoou, AKi npUUMAaomscs 00HOYACHO

Anmaeonicmu simaminy K

Ha mouartky Ttepamii abo mig yac THTpPYBAaHHS /103U PO3YBAaCTaTUHY Y TMAIli€HTIB, SKi MPHUEMAIOTh
OJTHOYAacHO aHTaroHicTu Bitaminy K (Hampuknaza, Bapdapun a®o IHIIWK AHTUKOAryJIsIHT KyMapuHY),
MOJK€ 3pOCTH MbKHapoaHe HopmamizoBane BigHomeHnHs (MHB). Ilicis Bigmiam posyBactaTuHy abo
3MeHIIeHHsa Horo no3un MHB moxe 3HmsuTHCcsa. Y Takux BHOAAKaX Oa)XaHO BIAMOBIIHHM YHHOM
KoHTposroBatn MHB.

Ilepopanvni konmpayenmueu/ copmonoszamicna mepanis (1'37)

OpnHouacHe 3aCTOCYBAaHHS pO3yBacTaTUHY Ta MEPOPATbHUX KOHTPALIEITUBIB MPU3BOAMIIO JI0 MiIBUILIEHHS
AUC etunuiectpaiony Ta Hoprectpeny Ha 26 % Ta 34 % BignoBigHo. [linBUIIEHHS TIa3MOBHUX PiBHIB
CIIiI BpaxoByBaTHM MpH NiAdOpl 103U MEpopalbHUX KOHTpauentuBiB. Hemae naHux 1moa0
(hapMaKOKIHETUKMA TIpenapariB y MaIli€HTIB, Kl OJHOYACHO MpUMaroTh po3yBactaTuH Ta ['3T, Tomy
MOXKJIMBICTh B3a€MO/II1 BUKJIIOUAaTH HE MOXHa. OJJHaK Taky KOMOIHAIIII0 IIUPOKO 3aCTOCOBYBAJIM JKIHKAM
y KIHIYHUX JTOCTIDKEHHSX, 1 BOHA JOOpE TMEPEHOCUIIACH.

Jueoxcun

Buxoasun 3 qaHux criemiaibHUX A0CTIPKEHB, KITHIYHO CYTTEBOT B3a€EMO/IIT 3 TUTOKCUHOM HE OUYIKYETHCS.
Dys3udosa kucioma

Pusuk mionarii, BKJIIo4aouu pabaoMioni3, MiABUILYETbCS Y pa3i CyMmyTHROTO CUCTEMHOTO 3aCTOCYBAHHS
¢by3unoBoi  kMciaOTH 31 craTuHamMu. MexaHi3M  miei  B3aeMonil  ((papmakoauHaMiyHUE  abo
(hapMaKOKIHETUYHHI) TIOKHM HEBiMoMuH. bynu moBimomiieHHs mpo pabaomiofiz (BKIIOYAIOYH JICTAIbHI
HACJIKW) Yy TMAIl€HTIB, SKI OTPUMYBAIM IO KOMOiHaIifo. SKIo cuctemHe JiKyBaHHS (DYy3HUI0BOIO
KHCJIOTOIO € HEOOXITHHUM, TO 3aCTOCYBaHHS PO3yBaCTaTHUHY Ma€ OYyTH NPHUIIMHEHO Ha BECh TMEPioj
JKyBaHHS (Y3U0BOIO KHCIOTOIO (AMB. po3aiT «OCOOIMBOCTI 3aCTOCYBAHHS).

Jimu

JlocmiikeHHs B3a€MOIii MPOBOAMIIH JUIIE Y fopociux. CTyIiHb B3aEMOIT Y AITeH HEBITOMUM.

Ocobnueocmi 3acmocy8anus.

Jlimiu

CyMicHe 3acTOCYBaHHS JITiI0 Ta KOMOIHAIIT MEPUHAONIPUITY Ta IHIANaMIiTy 3a3BHYaidl HE PEKOMEHI0BaH1
(mmB. po3nin «B3aeMois 3 IHITUMU JIIKAPCHKUMU 3aC00aMU Ta 1HII BUIA B3a€EMOJIII).
Hevimponenis/aecpanynoyumos/mpomboyumonenis/anemis

Bynu moBimomiieHHS IPO PO3BUTOK HEUTPOTIEHIT/arpaHyIoOMUTO3y/TPOMOOIIUTOIICHI/aHeMil y TMaIli€HTIB,
ki oTpuMyBanu 1HrioiTopu AII®. V mamieHTiB 3 HOPMaiIbHOK (PYHKIII€I0 HUPOK 1 MPU BiACYTHOCTI
iHIMX (akTopiB pU3MKYy NpH mpuiiomi iHridiTopiB AIID HelTpomeHis BuHuKae pinko. [lepunmonpun
CIIiJI 3aCTOCOBYBATH 3 OCOOJIMBOIO OOEPEXHICTIO MpHU JIIKYBAaHHI MAalli€HTIB 3 KOJIAT€HO3aMHM, IiJ 4ac
Teparii IMyHOCYIIpecopaMu, aJloOMypUHOJIOM, MpoKaiHaMizoM a0 MpH MOE€THAHHI LUX OOTSKIMBUX
(dakTopiB, 0COOIUBO SKIIO € MOpyIIeHHS (DYHKIIT HUPOK. Y JEKOT0 3 TAaKUX MAIiEHTIB PO3BUBAIUCS
cepiio3Hi IH(MEKIIHHI 3aXBOPIOBAaHHS, SKI B JIEKUIBKOX BHIAJKax HE IiJIaBaIKCI IHTCHCHUBHIN
aHTHOlOoTHKOTEpamii. Y pa3l 3acTOCyBaHHS MNEPUHAONPUIY TaKUM Talli€eHTaM pPEKOMEHIYEThCS
NEepIOIMYHO KOHTPOJIIOBATH KUIBKICTh JIEMKOLMUTIB y KpoBl. TakoX MalieHTH MaroTh 3HATH, IO
HEOOXIJJTHO CHOBIIATH MPO OyAb-IKUi MPosB iH(EKIIHHOTO 3aXBOPIOBaHHS (OUTh Y TOPIIL, TMXOMAHKY).
Penosackynapua cinepmensis.

V pa3i npuzHaueHHs iHriditopiB AII® mamieHTaM 3 JBOOGIYHUM CTEHO30M apTepiil HUPOK abo CTEHO30M
aprepii €nuHOi (YHKIIOHYIOUOT HUPKH MIABHILYETbCS PU3UK BUHUKHEHHs TIMOTEH31i Ta HHMPKOBOL
HezmocTtatHOCTI (auB. po3ain «lIpotunokazanus»). CopusaTiuBuM (akTOpOM MoOKe OyTH JIIKyBaHHS
niyperukamu. Brpara ¢yHKIIl HUPOK MOXe MPOSIBISTHCS JIMIIE HE3HAYHUMU 3MIHaMU PIiBHS KPEaTHHIHY
B IUIa3Mi KPOB1 HaBITh y MAIIEHTIB 31 CTEHO30M apTepii 0HOT 3 HUPOK.

Hiosuwena uymaugicmu/ aHeione8pOMuUYHUL HAOPSAK

[ToBimomsiocss Mpo PiAKiCHI BUNAJAKA BUHUKHEHHS aHTIOHEBPOTHMYHOIO HAOPsSKy OOIMYYs, KIHI[IBOK,
ry0, CIM30BUX 00OJIOHOK, SI3UKA, FOJIOCOBOI MIUIMHUA Ta/ab0 ropTaHi y MAalli€HTIB, i Yyac 3aCTOCYBAaHHS

14



iHridiropis AIl®, y Tomy umcni nepunponpumiy. Lle Moke cratucs Oyab-KONM Mix 4Yac JIIKyBaHHS. Y
TaKUX BHUIMAJKaX 3aCTOCYBAaHHS MEPHHIONPHIY HEOOXITHO HEralHO NMPUIUHHUTHU 1 PO3MOYATH PETeNIbHE
CIIOCTEPEKEHHS Ta JIIKYBaHHA J0 MOBHOTO 3HUKHEHHS CUMITOMIB. Y BHUNAJKy HaOpsKy oOnuyus Ta ryo
CTaH MOYKE MOJIINIIUTHUCS O€3 JIKyBaHHS, ajle 3aCTOCYBaHHS aHTUTICTAMIHIB MOJIETIUTH CHMITOMH.
AHTi0HEeBpOTUYHMI HAOPSIK TOpTaHi Moxe OyTu setanbHuM. [Ipu HaOpsKy s3HKa, rOJIOCOBOI MIUTMHU 200
ropraHi MWMOBIpHE BUHHUKHEHHS OOCTpYKLii JMXadbHUX IUIAXiB, y IMX BHUMAJIKaX HEOOXiaHE
3aCTOCYBAaHHSI HEBIOKIAMHOI Teparii, sika MOKe BKJIIOYATH BBEACHHS po3uuHy eniHedgpuny 1 : 1000
nigmkipao (0,3—-0,5 M) Ta/abo 3axoau 11 3BUTBHEHHS TUXaTbHUAX MUIAXIB.

Y mnpeacraBHUKIB HErpoigHOi pacu, sKi 3actocoByBanu iHTiOiTOpr AIl®, wUacTime BUHHKAB
AQHTIOHEBPOTUYHUHN HAOPSK MOPIBHIHO 3 MAIIEHTAMH IHIIUX pac.

HaiiBumuii pu3uK mosiBU aHTiOHEBPOTHYHOTO HAOPSKY MpH 3acTocyBaHHI iHTiOiTOpa AIID MOXIMBHI Y
MAIIEHTIB 3 aHTIOHEBPOTUYHUM HAOPSKOM B aHAMHE31, 10 He MOB’s3aHMi 3 Tepamnieto iHriditopamu AI1D
(muB. po3ain «[IpoTHnokaszaHHs).

[ToBimoMisnM Npo piIAKICHI BUMAJAKU BUHUKHEHHSI aHT1IOHEBPOTUYHOTO HAOPSIKY KUIIEYHHUKA Y MAI[I€HTIB
mig yac JikyBaHHs iHTIOITOpamMu AlI®. ¥V Takux maiieHTiB crocTepiraBcs abaomiHaNBHUN OUTh (3
HYJI0OTOI0 abo OmoBaHHAM 4K 0€3 HUX); y JAEIKMX BHUIQJKaX HE CHOCTepirajgocs MONepeaHbOro
aHT10HEBPOTUYHOTO HaOpsKy o0muyuus 1 piBeHb C-1 ectepasu OyB y HOpMI. [[1arHO3 aHTIOHEBPOTUYHOTO
HaOpsKy KHILIEYHUKA OyB BCTaHOBJIEHUH M Yac KOMII IOTEPHOI ToMorpadii 4epeBHOI NOPOKHUHU a0o
yIIbTPa3BYKOBOTO AOCTIKEHHsI, a00 MiJ 4yac XipypriuHoro BTpydaHHs. Ilicng Biaminu iHrioiropa AIID
CUMIOTOMH aHTIOHEBPOTUYHOIO HAOPSKY 3HHUKAIU. MOXKIUBICTh aHTIOHEBPOTUYHOTO HAOPSKY
KHUIIIEYHUKa HEOOXIJHO BpaxOBYBATH IIiJ] 4ac MPOBEACHHS MU(PEPEHIIHHOTO JiarHO3y y TMAaIli€HTIB 3
aboMiHAILHUM 0oJieM, iK1 mpuitMaroTh iHriditopu AIID.

OnHodvacHe 3aCTOCYBAaHHS TEPUHIONPIIIY 3 CaKyOITPHIIOM/BajcapTaHOM TMPOTHUIIOKAa3aHE dYepe3
MIABUIIEHUA  pU3UK  PO3BUTKY  AHTIOHEBPOTMYHOro  HaOpsky. Po3moumHatu  3acToCyBaHHS
cakyOiTpuily/BajicapTaHy CJiJi HE paHilmle HDK uepe3 36 TOAUH Iicis NpUHOMYy OCTaHHBOI 03U
MEPUHIOTPUITY. Y pa3i NMpUNMHEHHS JIKYBaHHS CaKyOITpHJIOM/BaJICApTAaHOM TEPAIlii0 MEPUHIOTPHIOM
CII PpO3MOYMHATA HE paHime HDK dYepe3 36 TOAMH TICHS MNPUHAOMY OCTaHHBOI 703U
cakyOiTpuiy/Bancaptany (muB. posauin «lIpotumoka3anns» Ta «B3aemomis 3 IHIIMMHU JIKapChKUMHU
3aco0aMu Ta 1HIII BUIN B3aEMOJIIN).

OnnouacHe 3actocyBaHHs iHT10iTOpiB AII®D 3 iHmMME iHTI0ITOpamu HelTpanbHOT enaonenTuaasu (HEIT)
(manmpukiaa parekagoTpuiy), iHriditropamu mTOR  (Hampukiam CcHpOIMYCOM, €BEPOJIIMYCOM,
TEMCHPOJIMYCOM) Ta BULAATJIINTAHOM TaKOX IIIBHUIINYE PU3UK PO3BUTKY aHTIOHEBPOTHYHOI'O HAOPSIKY
(HanmpukiIaa HaOPSIKY IUXAIbHUX NUIIXIB a00 si3WMKa, 3 MopymieHHsAM (QyHKIii auxaHHs abo 6e3) (aus.
po3nut «B3aemoist 3 IHITUMHU JIIKAPCHKUMU 3ac00aMHU Ta HII BUIH B3aEMOIIN»).

Tomy mepen mouatkoM JikyBaHHs iHriOiTopamu HEII (Hanmpuknan parekagoTpuiioMm), iHridiropamu
mTOR (HampukiIam cUpOTIMyCOM, €BEPOIMYCOM, TEMCHUPOJIIMYCOM) Ta BULIATTIINTHHOM Y TMAIIEHTIB, SIKi
BJK€ 3aCTOCOBYIOTH iHT10iTOp AIID, Ccix MpOBECTH peTebHY OLIHKY CITIBBITHOIICHHS KOPUCTh/PU3HUK.
Anadghinakmoioni peaxyii nio uac decencubinizayii

VY mnarientiB, aki npuitmanu iHridiropu AII® min yac mpouenypu aeceHcuOimizamii (Hampukiag Ao
OCHHOI ab0 OMKOJMHOI OTpYyTH), crocTepiranuck anadimakroigni peakuii. Iuriditopu AIID cruin
3aCTOCOBYBATH 3 O0CPEKHICTIO aleprikam, sIKUX JIKYIOTh JIeCEHCHOLTI3allie€l0, Ta YHUKATH 3aCTOCYBaHHS
MalieHTaM, siKi IPOXOJIATh IMyHOTEepamio oTpyToro. OAHAK Il peakilii MOKHA MONEPEeUTH, TUMYACOBO
IPUIIMHUBIIM 3acTocyBaHHs iHri0iTopa AII® mporsarom sikHaiimeHuie 24 roauH mepen JiKyBaHHSIM
NAIi€HTIB, SIKi MOTPeOyIOTh 3acTocyBaHHs iHTi0iTOpiB AIID Ta necencnOinizanii.

Anagpinakmoioni peakyii nio uac agepesy ninonpomeinie HU3LKOI WiTbHOCMI

Pigxo y marieHTiB, Axi npuiiMaroth iHriditopu AII® nix yac adepesy JIITHIL 3 cyabdpaTom nexctpany,
TPAIUISIIOTbCA  aHA(LIAKTOIAHI peakiii, IO CTAHOBIATH 3arpo3y >KMUTTIO. Taki peakuii ycyBajucs
TUMYACOBHUM CKacCyBaHHM INpuiiomy iHrioiropis AIID nepen xoxxHUM u1a3madepe3om.

THayienmu, axum npogooumucs 2emooianiz

[ToBimoMmsIM TPO BUIMAAKA BUHUKHEHHS aHadUIAKTOIMHUX peakiiii y MalieHTiB, SKi MpHiAManu
iHridiropu AIl® min yac mepeOyBaHHS Ha reMojliasli3i 3 BUKOPUCTaHHSIM BHUCOKOMPOTOYHHX MeMOpaH
(mampuknaa, AN 69®). Takum mamieHTaM CJiJ 3aCTOCOBYBAaTH IHIIMKA THUMN Mdialli3HUX MeMOpaH abo
MpU3HAYATH IHIIUH KJIac aHTUTINEPTEH3UBHUX 3aCO0IB.

Ilepeunnuti anboocmepoHizm

[lamieHTH 3 NEPBUHHUM TiNEpaIbJJOCTEPOHI3MOM, SK MpPaBWIIO, HE BIANOBIIAIOTH Ha JIIKYBaHHS
AHTUTINEPTEH3UBHUMH TIpenapaTaMH, sKi JIIOTh IUISXOM IHTiOyBaHHS PEHIH-aHTIO0TEH3UHOBOI CUCTEMHU.
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Tomy TakuMm marieHTaM 3aCTOCOBYBATH 1€ JIIKapChKUii 3aci0 HE PEKOMEHIYETHCS.
Pigni xaniio
["'0710BHUM pU3MKOM JIIKYBaHHS Tia3UJaMU Ta Tia3HIHUMH JIIypETUKAMU € 3HKCHHS KOHIICHTpallii KaJito
Ta TIMOKATieEMis. Y Malli€HTIB, sIKi OTaHO XapuyIOThCS Ta/ab0 MPUIMAIOTh 0Jpa3y KilbKa IMpemnaparTis, y
MAIEHTIB JITHBOTO BIKY, Y XBOPHX 3 IIUPO30M MEUIHKH 1 aCIIUTOM, y MAILlI€HTIB 3 IMIEMIYHOI0 XBOPOOOIO
ceplus 1 CEpIEeBOI HEIOCTATHICTIO Cix 3amoOirtv mosiBi rimokamiemii (< 3,4 mMmonb/m). Y Takmx
MAII€HTIB TMOKaTieMist 30UIbIIY€E KapIIOTOKCHYHICT CEPLIEBUX IIIKO3UTIB 1 pU3UK MOSBU apUTMIH.
Komb6iHarist mepuHIONIpIITy Ta iHIAmaMiny He 3armodirae moyaTok TinokaieMii, 0cOOIMBO y MAII€HTIB 3
IIYKPOBHUM JiabeTOM a00 3 HUPKOBOKO HEJOCTATHICTIO. [Ipy Tepamii aHTUTIMEPTCH3UBHUM IIPEIapaToM y
KOMOIHAIII1 3 IlypETHUKOM CIIiJl TPOBOJAUTH PEryISIpHUNA KOHTPOJIb PIBHIB KaJIi0 y TUIa3Mi KPOBI.
Kaniizbepiearoui npenapamu, xapuosi 006a6xu, wo micmams Kauit, abo 3aMIHHUKU COJli 3 KAIEM
OnHouacHe 3acTOCYBaHHS TEPHHIONPHIY 3 Kajii3OepirarounMu mpenapatamMu abo XapuoBHUMH
no0aBKaMH, 110 MICTATH Kallili, HE PEKOMEHIYEThCA (IUB. po3nain «B3aemomis 3 HIIMMH JTIKapCHKUMH
3aco0aMu Ta 1HIII BUIU B3aEMO/IIN).
T'inepkaniemia
[ari6iTopu AII® MOXyTh BHMKJIMKATH TiEpKajl€EMil0, OCKUIbKM BOHM MPUTHIYYIOTh BHUBUIBHEHHS
anpoctepony. Edekr 3a3Buuail He3HAUHUI y Malli€HTIB 3 HOpMaIbHOIO (YHKIIIEI0 HUPOK. [lo dakTopiB
PU3MKY BUHUKHEHHS TilepKaiieMii Hajle)XaTh: HUPKOBA HEJOCTAaTHICTh a00 3HMKEHHS (YHKIIIT HUPOK, BIK
noHaa 70 pokiB, IyKpoBUH mia0eT, IHTEpKYpEeHTHI CTaHW, Takl SK Jeriiparaiis, roctpa cepleBa
HEJOCTaTHICTh, METaOONIYHUI auuao3 Ta OJHOYAaCHE 3aCTOCYBAaHHS Kajii30epirarouux AlypeTHKiB
(HampuKIaa CIIPOHOJIAKTOHY, €IUIEPEHOHY, TpHaMTEpeHy abo amuUIoOpHay), Xap4oBUX T00ABOK, IO
MICTATh Kajlii, a0 3aMIHHUKIB COJIi 3 KajieMm, abo IHIIUX TperapariB, 110 BUKJIMKAIOTH MIIBUIICHHS
KOHLIEHTpAllii KaJilo y CHpOBATIl KpOBI (HaNpuKia] renapuH, TPUMETOIPUM a00 KO-TPUMOKCA30J1, TAKOXK
BIIOMUI SIK TPUMETONPUM/CYTh(aMeTOKCa30J1), 0COOJIMBO aHTAroOHICTIB aJIbJOCTEPOHY ab0 OJIOKaTOpiB
aHT10TEeH3MHOBUX-pELeNnToOpiB. [imepkaniemMis MOXe€ CHOPUYMHUTH BUHUKHEHHS CEpiHO3HOI, 1HOMII
JeTalbHOI, apuTMiil. SIKII0 OJHOYacHe 3aCTOCYBaHHS MEPUHAONPHIY Ta OyIb-iKOi 3 BHUIlE3a3HAYECHUX
PEYOBUH BBAXKAETHCS MOIUIBHUM, iX CIiJ 3aCTOCOBYBAaTH 3 OOEPEKHICTIO, PETEIbHO KOHTPOJIOIYH
pIBEHb Kaliio y Tia3Mi KpoBi (IuB. po3ain «B3aemomis 3 IHITUMHU JIKapCHKUMH 3ac00aMu Ta HIII BUIIU
B3aEMOJIIN).
Bacimnicmo
[ariditopu AII® He ciig nmpu3HAYATH MM 9ac BariTHOCTIL. SIKMmIo mij 4ac JikyBaHHS iHTiOiTOpamu AIID
MaIi€HTH TUTAaHYIOTh BariTHICTh, X CIiJ 3aMIHUTH Ha aJIbTEPHATHBHI aHTUTINEPTEH3UBHI 3acO0H, SKi
MalTh BCTaHOBJICHHH TIpodiib Oe3meku Ui 3acTOCYyBaHHS BariTHUM. SIKIO MiATBEPIKYETHCS
BariTHICTh, JIIKyBaHHS iHTIOITOpamMu AlI® ciinm HEraiHO NPUIUHUTH 1, SAKIIO HEOOXITHO, IOYaTH
aNbTEPHATHBHY Teparnito (auB. po3niin «IIpoTunokazaHHs» Ta «3aCTOCYBaHHS y IMEpioj BariTHOCTI abo
TOJTyBaHHS TPYAIION).
Domoyymausicme
[ToBizoMmsiM Mpo BUMNAAKH peakilii CBITIOUYTIMBOCTI y TMAalli€HTIB, fKI NpuiMaid Tia3uIHI Ta
TiazuaonoioH1 Aiypetuku. [Ipu BUHMKHEHHI TaKUX peakiid JIIKyBaHHS IlypeTHKaAaMHU PEKOMEHIYEThCS
MPUIUHUTU. SIKIO0 HEOOXiIHE MOBTOPHE 3aCTOCYBAaHHS JIlypeTHKA, PEKOMEHOBAHO 3aXMCTUTH BPA3JIMBI
JUISHKY B COHIIS a00 BiJ JKEpeI ITYYHOTO YIbTpadioeTy.
Huprosa neoocmammuicmo
[Ipu TsKKiIH HUPKOBIM HemOCTAaTHOCTI (KiIipeHC KkpeaTuHiHy < 30 MI/XB) JIKYBaHHS IPOTHUIIOKA3aHe.
Pokcunep He migxoAuTh MalieHTaM 3 KJIipeHCOM KpeatuHiHy < 60 wmi/xB. Jlns Takux mMalie€HTiB
PEKOMEH/IOBaHE TUTPYBAHHS OKPEMHUX 03 MOHOKOMIIOHEHTIB (IuB. po3ail «Crocid 3acToCyBaHHS Ta
TI031»).
Jns nesKux TalieHTIB 3 TimepTeH3ielo 0e3 BUAMMHX ypakeHb HHUPOK, Y SIKUX aHali3M IO0Ka3yloTb
(GYHKILIOHATBHY HHUPKOBY HEJIOCTATHICTh, JIKYBAaHHS CJiJ] NPUINUHUTUA. BigHOBIIOBAaTH JIIKyBaHHS
noTpiOHO Ta po3MOYaTH 3 HAMHMKYOT 703U a0 TUIBKH 3 OJJHUM KOMIIOHEHTOM.
JUnist TakMX TMAIi€HTIB 3BUYaiiHe MEAWYHE CIOCTEPE)KEHHS BKIIOYATHUME YaCTHH KOHTPOJb PIBHS Kajito i
KpeaTuHIHy Micast 2 THXKHIB JIIKYBaHHSA, a TMOTIM KOXHI 2 MICSI[l MPOTATOM IEpioay TepaneBTHYHOL
ctabutbHOCTI. [TOBiIOMIISIIIA TTPO HUPKOBY HEAOCTATHICTh, B OCHOBHOMY Y MAIII€HTIB 3 TSKKOKO CEPIIEBOIO
HE/IOCTATHICTIO 00 3 OCHOBHOIO HUPKOBOIO HEJOCTATHICTIO, BKIIOYAIOYH CTEHO3 HUPKOBOT apTepii.
[Ipenapar 3a3BuuYail HE PEKOMEHIYIOTh Y BUIAJKY JBOOIYHOIO CTEHO3Y apTepiii HUPOK abo CTEHO3Y
apTepii e1MHOT HUPKH.
VY mnami€eHTiB, AKi 3aCTOCOBYBAJIM BHUCOKI J03M pO3yBacTaTHUHY, 0coOiuBo 40 Mr, BiI3Ha4ajau BUITAJKH
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npoTeiHypii (BH3HAUEHOI 3a «TECTOM CMYXKKH»), IMEPEBAKHO KAHAIBLIEBOI 3a TOXOKEHHSIM Ta Yy

OUIBIIOCTI BUMAJAKIB TUMYacoBOoi abo mepepuBuactoro. IlporeiHypiss He cBimumina mpo rocTpe abo

Iporpecyroue 3aXBOpIOBaHH HUPOK (1uB. po3aut «I1o6iuni peakiii»).

DyuKyia HUpoOK ma OiypemuKu

Tia3umHi 1 ciopigHeH1 iypeTuku epeKTUBHILII TPU HOPMaJIbHIA QYHKIIT HUPOK a00 Impu HE3HAYHOMY il

MOpYIICHH] (piBEHb KPEaTHHIHY Y IU1a3Mi KpOBi Topociux < 25 mr/i a6o 220 MKMOJIB/J).

VY mauieHTiB JITHBOTO BiKYy PiBEHb KpEaTHHIHY B IIa3Mi KPOBI CITiJi KOPUTYBAaTH BITHOCHO BiKYy, MacH Tija

Ta cTari, 3a popmynoro Kokpodra:

Cler = (140 — Bik) X maca Tina/ 0,814 x piBeHb KpeaTHHIHY Y I1a3Mi KPOBI,

7e: BIK BHPaXCHHWH y poKax, Maca Tila — Yy KUlorpaMmax, piBeHb KpPEaTWHIHY y IUIa3Mmi KpoBi — B

MikpoMoJisix Ha JiTp. st dopMyna migxoauTs UIsl YOJOBIKIB JITHBOTO BiKY. J[Ist ®KIHOK pe3ynbTaT CIij

noMHOKUTH Ha 0,85.

['imoBonemis, 1m0 BUHUKAE HA MOYATKY JIIKYBaHHS Yepe3 BTPATy BOJIM 1 HATPilO BHACTIIOK 3aCTOCYBaHHS

JlypeTHKa, MOXe CIIPUYMHATU 3HIKEHHs KiyOoukoBoi ¢unbTpanii. Lle Moxe npusBectu 10 30UIbIICHHS

PIBHS CEYOBMHHM Ta KPEATHHIHY Yy IJIa3Ml KpOBi. Y Malll€HTIB 3 HOPMalbHOK (PYHKIIE€I0 HUPOK TakKa

TpaH3UTOpHA (PYHKIIOHAIbHA HHUPKOBAa HEIOCTATHICTh 3HHMKAE 0e3 Oyab-IKUX HACIHIIKIB, ajlé MOXe

MOTIPIINTHU CTaH MALIEHTIB 3 YK€ HASBHOIO HUPKOBOIO HEAOCTATHICTIO.

Apmepianvua einomensis i deiyum 600u ma enexkmponimie

[cHye pu3MK PI3KOTO 3HMKEHHSI apTEepIabHOIO TUCKY Y HAIlEHTIB 3 AediuuToM HaTpito (0COOIMBO Y

MaIIEHTIB 31 CTEHO30M HHMPKOBUX aprepiif). Tomy HEOOXiTHO CHUCTEMAaTHMYHO NEpPEBIPATH HAsBHICTDH

CUMIOTOMIB Je(IIUTY BOJM Ta €JIEKTPOJIITIB, 110 MOKYTh BUHUKHYTH IIpH OJt0OBaHH1 a0o Jiaper.

VY Takux nmanieHTiB HEOOX1THO PEryJIIpHO KOHTPOJIIOBATH PIBEHb €JIEKTPOJITIB Y I1a3Mi KPOBI.

[Ipy BUHHMKHEHHI 3HAYHOI apTepiabHOI TNOTEeH311 y MalieHTa Moke OyTH MOTPIOHUM BHYTPIIIHHOBEHHE

BBEJICHHS 130TOHIYHOTO COJILOBOTO PO3UMHY. THMYacoBa apTepiaibHa TiOTEH31s HE € MPOTUIIOKA3aHHAM

JUI TOJANIBLIOr0 MpUioMy JiKapchbkoro 3acoOy. Ilicnis BigHOBIIEHHS 00’€My LMPKYIIOYOi KpOBI Ta

HOpMaJTi3arlii apTepiaibHOTO0 THCKY JIIKyBaHHS MOJKHA pO3IMOYAaTH 3 HWXK4YOI 103U abo OJHUM

KOMIIOHEHTOM IIpenapary.

Puszux  apmepianvnoi  einomensii  ma/abo  Hupxoeoi Hedocmamuocmi (y  6unaoxy  cepyesoi

He00CmamHoCcmi, 600HO20 Ma eleKMPONIMHO20 OUCOANAHC))

3nauyna crumyisniss PAAC, ocoOauBO miag 4ac 3HAYHOTO BOJHOTO Ta EJEKTPOJITHOTO AucOaTaHCy

(cyBopa nieTa 3 OOMEXKEHHSM HATpil0 ab0 TOJOBXKEHE JIIKYBaHHS JIypeTUKaMH), CIocTepiranacs y

HAII€HTIB, apTepiajibHUM THCK AKHMX CHOYaTKy OyB HU3bKHMM, Y BHIIQJKaX CTEHO3y HUPKOBHMX apTepii,

MIPHU CEPIICBIN HEAOCTATHOCTI 13 3aCTIMHMUMU SBUIIIAMH 200 IIUPO30M 3 HAOPSIKOM Ta acCIIUTOM.

Takum ynHOM, OJOKYBaHHs I1i€i cucTemMu iHTiOiITOpoM AIID MOXKe CHPUYMHHUTH, OCOOIMBO Y MOMEHT

IepUIOro 3acTOCYBaHHS Ta MPOTAIOM MEpIIMX 2 TWXKHIB JIIKYBaHHsS, HECNOJIBaHE 3HW)KEHHS

apTepiaJbHOTO THUCKY Ta/a00 TMiABUINEHHS PIBHIB KpPEAaTHHIHY Yy IUIa3Mi KpOBi, JE€MOHCTPYIOUYH

(GYHKIIOHATIbHY HUPKOBY HEJOCTaTHICTh. YacoM 1ie MOXe MaTH BUIJIA TOCTPOro Hamany, Xo4a 1 piiko,

Ta 3 pI3HUM NEPIOJOM HaANady.

VY Takux BUNAJIKax JIKyBaHHS MEPUHIONPUIOM CIiI PO3MOYMHATH 3 HU3BKOI J103H, 1 MIABMIIYBaTH il

MOCTYIIOBO.

Penosackynapna cinepmen3is

JlikyBaHHSIM PEHOBACKYISAPHOI TinmepTeH3ii € peBackymnspuzanis. Oanak iHriditopu AII® mMoxyts OyTu

MPUHUHATHUMHU IS TAIIEHTIB 3 PEHOBACKYISPHOIO TIEPTEH31€I0, K1 YEKAI0Th Ha XIPYPriuHy KOPEKIIilo,

a00 SIKIIIO Taka orepaliss HEeMOXKJIMBA.

[Tpuitom nepuHIONPUITY/iHAAAMITy MAlliEHTaM 31 CTEHO30M HUPKOBHX apTepiil abo 3 MiZ03poro Ha HbOTO

CIIil PO3MOYATH Y MEIUYHOMY 3aKIaIi.

Cmeno3 aopmanvrozo abo MimpanbHo2o Kianauie/ cinepmpoghiuna kapoiomionamis

Inridiropu AII®D HeoOXigHO 3aCTOCOBYBAaTH 3 OOEPEXkKHICTIO MPH JIIKYBaHHI MAIIEHTIB 3 OOCTPYKIIIEO

BUBIJHOT'O TPAKTY JIIBOTO IIJIYHOUKA (SIK HAIIPUKJIAJl CTEHO3 a0pTH a0o rineprpodiyHa KapaiomMionaris).

Kawenv

ITpu 3acrocyBanHi iHri0iTOpiB AII®D iHOI 3’ SIBIAETHCS CyXUil Kalleab — HENPOAYKTUBHUMN, CTIHKUNA. Bin

3HUKa€ Micis npunuHeHHs Tepanii. Kamens, cnpuunHenuii iHridiropamu AII®D, mae posrisgatucs sk

yacTUHa AM(epeHLiaIbHOTO AiarHo3y Kanumo. Skmo npusHayeHHs iHriditropa AIID Bce 1e BBaxaeThCs

HEOOXIJTHUM, MOXHA PO3TJISIHYTH MUTAHHS 11010 POAOBKEHHS JIIKYBaHHS.

InmepcmuyianbHe 3axX60pHOBAHHS 1€2€HD

Bimomo mpo MOOJWHOKI BUIMAIKU IHTEPCTUIIIATHLHOTO 3aXBOPIOBAHHS JIET€HBb MPHU 3aCTOCYBaHHI JIESIKHX
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CTaTUHIB, OCOOJIMBO Y BUIAJKY JOBroTpUBajoi Tepamii (auB. po3ait «Ilo6iuni peakmii»). o cumntomiB

MOPYIICHHSI HaJIe)KaTh 3aJMIIKa, HEMPOAYKTHBHHMI Kalllelb Ta MOTIPIICHHS 3arajbHOr0 CTaHy (BTOMAa,

BTpaTa MacH TiNa Ta MiIBUIICHHS Temreparypu). Y pas3i migo3pu Ha PO3BUTOK IHTEPCTHULIAIBHOTO

3aXBOPIOBAHHS JIET€Hb 3aCTOCYBaHHS CTATHHIB OTPIOHO MPUITUHUTH.

Ileuinkosa neoocmammuicmeo

JlikyBanus inriditopom AIID iHOAI CympoOBOMIKYBalOCSA MOSBOI CHHAPOMY, SKUH PO3MOYMHABCS SIK

XOJIECTaTUYHA JKOBTSIHHUIIA, IO MPOTPecyBaia 0 CIOHTAHHOTO HEKPO3y MEYiHKH Ta (IHKOJH) CMEpTi.

MexaHi3M 1BpOTO CHHApPOMY He3’sicoBaHuil. IlamienTam, siki orpumyrots iHridiTopr AIID Ha Tmi sSKHX

PO3BHUBAETHCS JKOBTSHHI a00 BiA3HAYAETHCSA IMIJIBUINEHHS pIBHSA MEYIHKOBUX (PEPMEHTIB, CIif

MPUITMHUTH TPUHOM IHTi0ITOPY (IUB. po3ain «I1o6iuHi peakiii»).

Ileuinxosa enyeghanonamis

[Ipu moripmenHi QyHKIIi TEYIHKKA Tia3WIHI Ta TIa3UAOMOMIOHI MiypEeTHKH MOXYTh CIHPUYHHUTH

NEYiHKOBY eHIledaonario. 3aCTOCyBaHHs JIlypeTHKaA CIiJ 0JIpa3y MPUIMHHUTH MICHIA 1i MOSBH.

Pigni nampiio

KoHueHnTpaniro HaTpito y mia3mi KpoBli HEOOX1IHO BU3HAUaTH MEpe]l MOYAaTKOM JIKYBaHHS Ta 4epes3 piBHI

MPOMDKKHM 4acy MiJ yac JiKyBaHHsS. Bcl iypeTHKH MOXYTh CIPUYHMHSITH TIOHATPIEMIIO, IHOML 3 JTyXKe

cepio3HUMHU HacainkaMu. OCKUIbKM 3MEHIIEHHSI KOHIIEHTpAlil HaTpilo Yy IIa3Mi KpOBI CIIOYATKy MOXKeE

OyTH O€3CMMITOMHHMM, HEOOXITHHM pPEryaspHUA KOHTpPOJb. Y TAIl€HTIB JIITHROTO BIKYy Ta XBOPHX 3

LMPO30M NEYIHKM BU3HAYEHHsI KOHIEHTpallli HATPi0 y MJia3Mi KpoBl NOTPIOHO 3/IMCHIOBATH 4YacTille

(muB. po3nimm «Ilo61uni peakiii» 1 «[lepego3yBanHs»).

I'imonaTpieMis 3 TiMOBOJIEMIEIO MOKE OYTH IPUUMHOIO JEeTiApaTallii 1 OpTocTaTU4HOi rimoteHsii. CynmyTHs

BTpaTa XJOPHI-IOHIB MOXE IMPH3BECTH A0 BTOPUHHOTO KOMIIEHCATOPHOTO METaOOJIYHOTO alIKaio3y:

4acToTa 1 CTYIMIHb IbOTO €(EeKTy € HE3HAYHUMH.

Ilooosoicenns inmepeany QT

[Tamientn 3 momoBkeHuM iHTepBaToM QT Takok MarOTh MEBHUN PHU3HUK, HE3AJICKHO BiA MPUUUHU

TIOJIOBXKCHHS IHTEpBay (Bpo/keHe abo stporeHHe). ['imokaniemis, Tak camo K 1 Opagukapmis, 1€ sK

(dbakTop, 1O Crpuse PO3BUTKY HEOE3NMEUHUX ApUTMIM, 30KpeMa MoJIMOPGHOT MITYHOUYKOBOI Taxikapmail

THITY «ITIPYET», 1HO1 3 JETATBHIUM HACITIIKOM.

VY BCIX BHMaaKaxX y TaKWX XBOPHUX MOTPIOHO dYaCTille KOHTPOJIIOBATH PIBEHb KaJlil0 y TIa3Mi KpOBI.

[lepme BUMIiprOBaHHS KOHIIGHTpAIlll Kajil0 y Tuta3Mi KPOBi CIiJ MPOBECTH MPOTATOM IEPIIOTO THXKHS

TICTIsl TOYATKY JIKYBaHHSI.

[Ipu BUsIBICHHI HU3bKUX PIBHIB KaJIIIO CJI1J] IPOBECTH KOPUTYBAHHS JO3yBaHHS.

Pisui xanvyiro

TiazuaH1 Ta TIa3UAOMOIIOH] T1YPETUKHA MOXKYTh 3MEHIITYBaTH BUBEICHHS KAJIBIIIIO 13 CEUCHO 1 CIPHUYUHSITH

HE3HAYHOMY TPAH3UTOPHOMY 30UIBIICHHIO KOHIEHTpAIlii KaubIlito y T1uia3Mi  KpoBi. Criiika

rinepKanbIlieMis MOXe OyTH 0OyMOBJICHA HAsBHICTIO TimepriapaTupeo3y. Tomy JiKyBaHHS J1ypETHKOM

CJIIJT IPUITMHUTH JI0 TIepeBIpKU (PYHKITIT TapaliuTOBUIHOT 3aJI03H.

Ceuosa kuciroma

VY marieHTiB 3 rinepypuKeMi€eo MOXKYTh CIIOCTepiraTucs Hamaiau MmoJarpH.

Iayienmu nimubo2o 6iKy

[lepen mouaTkoM JIKYBaHHS CIiJ MepeBipATH (YHKIIIO HUPOK Ta piBeHb Kaiio. I[louaTkoBy m03y

KOPUTYIOTh BIANOBITHO 10 TOKa3HHKIB apTepiaibHOr0 THCKY, OCOONMBO mpu AediuuTi BOaM Ta

€JIEKTPOJIITIB, JJI1 YHUKHEHHS T1OTEH3II.

Ilayienmu 3 amepockiepo3om

Pusuk aprepianbHOi rinoTeH3ii iCHye y BCiX MaIli€HTIB, ajle OCOOIUBY yBary cilifi IpUAUIATH MaLi€HTaM 3

IIIeMIYHOI0 XBOPOOOIO cepisl ad0 HEJOCTATHICTIO MO3KOBOTO KpPOBOOOIrY, MOYMHAIOYM JIIKYBAHHS 3

HU3BKOI J03H.

Tayienmu, x6opi na yyxkposuil diabem

VY mamieHTiB 3 1HCYNIHO3aJEKHUM IIYKPOBHM Aia0eToM (CIIOHTaHHA TEHICHIIsS MO MiABHUILEHHS PIBHS

KaJIiro) JIKyBaHHS CJIil MOYMHATH M1l HATJISJIOM JIKaps 31 3HUKEHOIO MI0YaTKOBOIO JI03010.

[TamienTam, XBOpPUM Ha LYKpOBHi Jia0eT, sKi MpHIiMaloTh MepopaibHi NpoTHAIA0eTUYHI 3aco0u abo

IHCYIJIiH, HEOOXIHO PpEeTEeNIbHO KOHTPOJIIOBATH pIBHI TJIKEMIl MiJl Yac MHEepHIMX MICALIB JiKyBaHHA

iHri6iropom AIl®.

Jleski naHi cBiAYaTh, 110 CTATHHHU K KJIAC MiIBULIYIOTh PIBEHb IIIOKO3H Y KPOBI, a Y JSSIKUX MAIIEHTIB 3

BHUCOKHUM PHU3UKOM PO3BHUTKY JAia0eTy MOXYTh BUKJIMKATH, KOJU JOLUUIBHO MPOBOIUTH (HOpMaIbHUMN

norysan 3a pgiaberom. Ilpore melt pHU3HMK MEpEeBaKyeThCS 3MEHIICHHSM DPHU3HMKY CEpLEBO-CYANHHUX
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3aXBOPIOBaHb IPU 3aCTOCYBAaHHI CTaTHUHIB, TOMY BiH HE IMOBMHEH CTaBaTH IMiJCTABOIO ISl MPUIIMHEHHS

JIKyBaHHS CTaTHHAMU. Y MAIliEHTIB 3 pU3UKOM JiabeTy (TIroKo3a Harmie Bin 5,6 10 6,9 MMmomw/n, iHIeKe

Macu Tina (IMT) > 30 kr/m%, HiiBUIIEHHS PiBHS TPUIIIIEPUIB, TiHePTEH3is) CITijl HEPEBIPATH AK XiMiuHi,

Tak 1 010XIMiI4H1 MOKa3HUKH 3TiIHO 3 HALlIOHAJLHUMHU HACTAaHOBAMHU.

VY nocmimkenni JUPITER 3aransaa yactoTa myKpoBoro giadery csrana 2,8 % y rpymi po3yBacTaTUHY Ta

2,3 % y rpymi mane6o, 3arajgoM y MaiieHTiB 3 piBHEM IIIOKO3M HaTiie Big 5,6 10 6,9 MMOIB/II.

[ moxosa 6 kpogi

VY XBopuX Ha IYKPOBHWH Aia0eT Ba)KJIMBO KOHTPOJIOBATH pPIBEHb TJIIOKO3W Y KpPOBI, 30Kpema Npu

rimokamiemii.

Cepyesa neoocmamuicms/ magicka cepyesa HeOOCMAamHicCmy

[TamieaTamM 3 TSHKKOIO CepleBOr0 HemocTaTHICTIO (kinac [V) abo mamieHTaMm 3 IHCYITIHO3aJIEKHUM

IIYKPOBHM J1ia0eTOM (CIIOHTAHHA TEHJCHIIIS J0 ITIBUICHHS PIBHIB KaJlit0) JIIKYBAHHS CIIi PO3IMOYHHATH

i MEIUYHUM HarJIS0M 31 3HIKEHOKO IMOYATKOBOIO J103010. [laimieHTam 3 rinepTeH3i€r0 Ta CepIeBOIO

HEJIOCTATHICTIO HE CJIiJ MPUITUHSTH JIIKYBaHHs OeTa-0nokatopamu: iHriditop AII®D cmixg gomatu mo 6era-

6y0karopa.

Emuiuni ocoonusocmi

Tak camo, gk 1 3 HmKUMHU iHridiTopamu AllD, nmepunmonpun HMOBIPHO MeHII €(EKTUBHO 3HUXKYE

apTepiaJbHUNA THUCK Yy TEMHOIIKIPUX TMAIlI€EHTIB, MOPIBHAHO 3 IHIIUMHU, 110, MOXJIHUBO, MOSCHIOETHCS

HU3bKUM PIBHEM PEHIHY Y KPOBI LIMX MAIlIEHTIB.

dapMaKOKIHETUYH1 JOCIIKEHHS JeMOHCTPYIOTh IMIJBUIICHHS BIUIMBY pO3yBacTaTUHY Ha MAIIEHTIB —

MIpe/ICTaBHUKIB HapoJiB A3li y MOpIBHAHHI 3 Nal[leHTaMHU — MpeAcTaBHUKaMu HapojiB KaBka3y (IuB.

posnum «PapmakokiHeTHKa», «Crocid 3acTocyBaHHS Ta 103u» Ta «[IpoTUnokazaHHs).

Xipypeis/ anecmesis

[ari6iTopn AII® MOXYyTh CHPUYUHATH apTepiaibHy TINOTEH31I0 Yy pa3i aHecresii, 0COOIMBO KOJIH

AHECTETHK, 10 BBOJIUTHCS, € IIPETIAPATOM 3 TIMOTCH3MBHUM MOTEHITIATIOM.

TakuMm YMHOM, PEKOMEHIYEThCS, MO0 JiKyBaHHs iHTiIOITOpamMu AII® mposoHroBaHoi Ail, TAKUMHU SIK

MIEPUHIOTPHUII, OYIIO TPUITUHEHO 110 MOYKJIMBOCTI 32 JIEHB JI0 XIPypridHOTO BTPyYaHHS.

Cnopmcemenu

CropTcMeHaM CJIi1 BpaxOBYBaTH, IO II€H JIIKApChKUM 3aCi0 MICTUTHh aKTUBHY PEUOBHMHY 1HAAMaMif, 110

MOX€ CIPUYMHSATH IMO3UTHBHY PEAKIIIIO TPH TPOBEICHH1 JOMIHT -KOHTPOJIIO.

T'ocmpa mionisa i BmopunHa 3aKpUmMoKymosa 21ayKkoma

Cynbpdonamign abo moxigHi cyiabhoHaMIiTy, JIKApChKi 3aCO0M, MOXXYTh BUKIMKATH 1I0CHHKPATUYHY

peakiito, M0 MPU3BOIUTE J0 TPAaH3UTOPHOI Miomii 1 1 rocTpoi 3aKpUTOKYTOBOI IiiaykoMu. HenikoBaHa

rocTpa 3aKpUTOKYTOBA TJIAyKOMa MOKE IIPU3BECTH /10 MOCTIHHOI BTpaTu 30py. [IepBUHHUM JIKYBaHH SIM €

NPUIIMHEHH NpUioMy IpenapariB sIKOMOra IIBUALIE. SIKIIO BHYTPIIHBOOYHMHM THUCK 3aJIMIIAETHCS

HEKOHTPOJIbOBAaHUM, MOX€E 3HAJOOUTHUCS LIBUJKE MEJUUHE a00 XIpypriuHe JiKyBaHHsA. DakTopu pU3HKY

PO3BUTKY TOCTpOi 3aKpUTOKYTOBOi TIJIayKOMH MOXYTh BKJIIOUaTM B ce0e aHaMHe3 ajeprii Ha

cyiabhoHamMua a00 MEHIIHITIH.

Bnnue na ckenemmny myckynamypy

VYpaxkeHHsT CKeleTHOT MYCKyJIaTypd, HalpuKiIaa Miairis, MiomaTis, piako — pabaomiodnis,

criocTepiranucs y MAaIlieHTIB MpH 3aCTOCYBaHHI PO3yBacCTaTHHY y BCIX JO3YBaHHSAX, a OCOOIUBO MpH

nozax Outemie 20 mr. [Ipu 3actocyBanHi e3etumiOy y komOiHanii 3 iHriditopamu ['MI'-KoA-peaykraszu

Iy’e PiIKO MOBIIOMIISUIOCH PO BUMAAKU PO3BUTKY pabaomionizy. He MokHA BUKIIIOUATH MOKIIMUBOCTI

(bapMakoAMHAMIYHOI B3a€EMOJii, a TOMY TaKy KOMOIHAI[IlO0 CJIiJl 3aCTOCOBYBAaTH 3 OOEpEeXHICTIO (IMB.

po3ain «B3aemois 3 IHITMMU JIIKAPCHKUMU 3aC00aMHU Ta 1HII BUIU B3a€MOIIN»).

Sk 1 y Bumaaky 3actocyBaHHA iHmUX iHriOiTopiB I'MI-KoA-penykrasu, Bumagxu pabaomionisy,

MOB’s13aH1 13 3aCTOCYBAaHHSAM PO3YBACTaTHHY, Y NMOCTMAPKETHMHIOBUN MepioJ TPAIUIUIMCA 4YacTille MpU

1031 40 wmr.

Busnauenns pisens kxpeamunxinazu (KK)

Pieui KK He ciin BuMiproBaTH micis 3HaAYHMX (PI3SMUHUX HAaBaHTaKE€Hb a0 NMPH HASBHOCTI MOXKJIMBUX

albTepHATUBHUX MpuuuH migBuiieHHs KK, mo MoxyTe 3aBakaTH IHTeprpeTauii pe3yibraTiB. SKIo

novatkoBi piBHI KK 3Hauno mimBumieni (> 5 x BMH [BepxHpoi Mexi HOpMH]), TMpOTsIroM 5—7 IHIB

HEOOXIJTHO 3pOOUTH JOAATKOBUHM MIATBEPKYIOUMN aHami3. SIKIIO pe3ynbTaT MOBTOPHOTO aHali3y

niaTBepUKye novyarkoBuil pisenb KK > 5 x BMH, po3nounHatu J1ikyBaHHS HE CIiJI.

Ilepeo nixyeannsam

PosyBacratun, sk 1 pemrty iHridiropis I'MI-KoA penykrasu, ciig 3 0OEpeXHICTIO NpU3HAYATH
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narieHTam 13 (akropamu, MmO CHOPHUSAIOTH PO3BUTKY Miomarii/padaomionizy. [lo Takux ¢akTopis
HaJIeXKAaTh:
- mopymeHHs GyHKIil HUPOK;
- TIMOTUPEO3;
- HasIBHICTb B IHAMBiyaJbHOMY 200 CIMEHHOMY aHaMHE31 CTIaKOBUX M SI30BHX 3aXBOPIOBAHb;
- HasBHICTh B aHaMHE31 MIOTOKCHUYHOCTI, CIpUYMHEHO] iHmMMH iHribiTopamu I'MI'-KoA-penykrasu abo
¢ibparamu;
- 3JI0B)KMBAHHS aJIKOTOJIEM;
- Bik > 70 pokiB;
- cUTYyaIlii, [0 MOKYTh MPU3BECTH JI0 MiJIBUIIICHHS PIBHIB Mpenapary y mia3mi KpoBi;
- OZJHOYACHE 3acToCcyBaHHA (iOpaTiB.
VY TakuX MalieHTIB MOTPIOHO TOPIBHATH PHU3UK Ta MOKJIHMBY KOPHUCTH IPH 3aCTOCYBAaHHI JIIKAPCHKOTO
3ac00y; TaKOX PEKOMEHIOBAHHMH KIIHIYHUNA MOHITOpHHT. He ciijg po3mounmHaTy JIIKyBaHHS y BHIAAKY
3HAYHO MiABUIIEHUX noyaTkoBux piBHIB KK (> 5 x BMH).
YV nepioo nixysanmns
[TamieHTiB CIijl MOTIEPEAUTH PO HEOOXIMHICTh HETAaWHO MOBIAOMIIATH MPO HE3 SICOBHUU M S30BHMl OLIb,
M’S30By CIAa0OKICTh a00 CyaoMH, OCOOJMBO SIKIIO BOHH CYINPOBOKYIOTHCS HE3MY)KaHHSIM a0o
MIJIBUIIEHHSIM TeMIlepaTypu. Y Takux maiieHTiB ciia BusHaunTH piBHI KK. Ciig npunuHUTH JTiKyBaHHS,
sxmo piBH1 KK 3nauno migBumieni (> 5 x BMH) a0o skio M’s130B1 CUMOTOMH TSDKKI Ta CIIPUYUHSIOTH
TUCKOMGOPT y MOBCAKAEHHOMY KUTT1 (HaBiTh gkmio piBHI KK <5 x BMH). flkuo cumMnToMu MUHAIOTH 1
piBenb KK moBepTaerbcs 10 HOopMmu, po3yBacTaTWH abo anbTepHaTHBHUM 1HTiOiTOp I'MI-KOA Mo’xHa
crpoOyBaTH 3aCTOCYBAaTH 3HOBY, aj€ y MIHIMaJIbHUX JI03aX Ta IMiJ PETEIbHUM HarysiioM. PerynspHuit
koHTpoJh piBHS KK y marieHTiB 0e3 BUIIEBKa3aHUX CUMIITOMIB HE MOTPiOHMI. J[y)Ke piaKo crocTepirain
BUIAJKK IMyHoOomnocepeakoBaHoi HekpotuyHoi Miomarii (IOHM) min wac Ta micns 3acTOCyBaHHSA
CTaTHUHIB, 30KpeMa po3yBactaTuHy. IOHM xapakrepusyerbcsi cnaOKICTIO MPOKCUMaIbHUX M S31B 1
MIJIBUIICHHSIM PIBHSA KpEaTHHKIHA3W B CHPOBATII KPOBIi, SIKI HE 3HUKAIOTh HABITHh MICIS MPUITUHEHHS
MPUHOMY CTAaTHHIB.
VY KIIHIYHUX JOCTIIKCHHSIX Y HEBEIUKOI KUIBKOCTI IMAIliEHTIB, SKI 3aCTOCOBYBAJM PO3yBacTaTHH Ta
CYIyTHI Mpenaparty, MOCUJICHOTO BIUIMBY Ha CKEJIETHY MYCKYJIaTypy HE Bia3Hauanoch. OqHaK MiJBUIEHA
4acTOTa BUMAJKIB MIO3UTY Ta MiomaTii CrOCTEpirajgach y MaIi€HTIB, SKI 3aCTOCOBYIOTh IHIII IHTI0ITOPH
I'MI'-KoA peaykrtazu 13 mnoxigHuMu (PiOpo€BOi KHUCIOTH, B TOMY YHCII TeMQiOpO3HIOM,
IUKJIOCTIOPHHOM, HIKOTHHOBOIO KHCJIOTOK, a30JbHUMH TNPOTUTPUOKOBHMHU 3acobamm, iHTiOiTOpamMu
MpoTea3d Ta MAaKpOJIHHUMHU aHTHOlOTHKamMu. ['emdiOpo3mi MiIBHINYE PHU3UK PO3BUTKY MiOomMaTii MpH
CYIYTHbOMY 3aCTOCyBaHH1 13 neskumu iHriOiTopamu ['MI'-KoA-penykrasu, ToMy po3yBacTaTWH HE
PEKOMEHIOBAHO 3aCTOCOBYBAaTH y KOoMOiHaIii 13 reMdioposmom. CpusSTIMBUI BIUIMB IOJAIBIINAX 3MIH
PIBHSI JIITIZIIB MPU OJHOYACHOMY 3aCTOCYBaHHI po3yBacTaTHHY i3 (iOpaTamu abo0 HIalIMHOM TOTPIOHO
MOPIBHATH 13 MOTEHUIHHUMH PU3UKaMU TPU 3aCTOCYBaHHI Takoi koMOiHamii. OgHoYacHe 3acTOCyBaHHS
po3yBactatuHy B 1031 30 a6o 40 mr Ta ¢ibpaTiB npoturnokazano (IuB. po3autu «B3zaemoxis 3 HIITUMU
JiKapchbKUMU 3ac00aMH Ta 1HII BUIU B3aeMoiin» Ta «llepeno3yBanHs»).
PosyBacTatun He clif 3aCTOCOBYBATH JJISl MAIIEHTIB 13 TOCTPUMH, CEPHO3ZHUMHU CTaHAMH, IO CIPUSIIOTH
PO3BUTKY MiomaTii ab0 MHiIBUINYIOTh PU3UK PO3BUTKY HHMPKOBOI HEAOCTATHOCTI HAa TN pabaoMioiizy
(TakUMHU SIK CETCUC, TIMOTEH31s, BEIUKE XIpypriune BTpydaHHs, TpaBMa, TSHKKI MeTaboIiuH1, eHI0KPUHHI
abo0 eJNIeKTPOIIITHI HOPYIIECHHS; HEKOHTPOJIBLOBAHI CYIOMU).
Poxcunep He ciil 3aCTOCOBYBAaTH OJHOYACHO 13 CHCTEMHHUM 3aCTOCYBaHHSIM (y3ua0BOI KHCIOTH abo
OpOTAroM 7 JHIB TicCAs NPUIIMHEHHS JIKyBaHHS (Y3MIOBOIO KHCIOTOI. [ mariieHTiB, A SKHUX
3aCTOCYBAHHSI CHUCTEMHOT ()y3HMJIOBOi KHMCIOTH BBaXKA€ThCS HEOOXIAHUM, JIKYBaHHS CTaTMHAMH CIif
NPUIIMHUTH Ha Bech Hepioj Tepamii (y3ua0BOIO KHUCIOTOO. Bynu MOBIZOMJIEHHS NpO BHIAAKH
pabaoMioizy (BKIIOYAIOUM JIETaJIbHI HACTINKM) y MAI€HTIB, SKI OTPUMYBaJIU (Y3UJIOBY KHUCIOTY 1
CTaTUHU B KOMOiHamii (quB. po3ain «B3aemofis 3 IHIIMMM JIIKApCBKMMM 3aco0aMM Ta 1HII BUIU
B3aeMo1iii»). [lalieHT MOBUHEH HEraiHO 3BEpHYTHUCS 10 JIKaps, AKIIO BiH BiAYYBAa€ Taki CUMITOMH, K
M’s130Ba CJIa0KICTh, OUIb a00 B’SITICTD.
Tepamnis cratuHamMu MOXe OyTH OBTOPHO MPOBeJIeHa Yepe3 7 JHIB MiCis 3aCTOCYBAaHHS OCTAaHHBOI JJO3H
(by3u10BOT KUCIIOTH.
VY BHUHATKOBUX BHIIQJKaX, KOJM HEOOXiHE TpUBajJe CUCTEMHE 3acTOCYBaHHA ()y3UJ0BOI KHCIOTH,
HanpuKIad, I JIKyBaHHS TSDKKMX IH(EKI[i, oJHOYacHE 3aCTOCYBaHHS PO3YyBacTaTUHY 1 (y3uaoBOi
KHCJIOTH MOKJIMBE TUIBKU MiJ] pETeIbHUM MEAUYHUM HarJIsiIOM.
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Toogitina broxkaoa penin-aneiomensut-anboocmeponogoi cucmemu (PAAC)

€ mnoBiIOMJIEHHS TpO T€, LI0 OJHOYACHWH mpwiioM iHridoiropiB AIlD, OmoxaropiB penentopiB
anrioren3uny Il abo amickipeHy MiBHINYe PU3WK BUHUKHEHHS TIMOTEH31l, TimepKaiieMii Ta 3HIKCHHS
¢byHKLIIi HIPOK (BKIIOYAIOYM TOCTPY HUPKOBY HelocTaTHICTh). Tomy mozgiitna 61okaga PAAC nuisixom
oJlHOYacHOTO mpuiiomy iHribiTopiB AIl®, GmokaropiB peuentopis anriorensuny Il abo armickipeHny He
pexomeHnzoBana (auB. po3aim «PapmakoauHamikay i «B3aemosis 3 HIIMMU JIIKAPCHKUMHU 3ac00aMu Ta
IHII BUJU B3aEMO/TIN).

SIkmo JiKyBaHHS 3 OJHOYACHHMM 3aCTOCYBaHHSM JBOX OiokatopiB PAAC BBaxaeTbcsi aOCOJIOTHO
HEOOXIJIHUM, BOHO MOJK€ BiTOYBaTHCS TUIBKH Il HAIJISJIOM CIEIliallicTa Ta 32 YMOBH PETEIHLHOTO
MOHITOPUHTY (YHKIIi HHUPOK, PIBHS EJNEKTPOJITIB Ta aprepianbHOro THCKY. IHTiOiTopm AIID Ta
OnokaTopu pernenTopiB aHrioTeH3uHy Il He ¢ 3aCTOCOBYBAaTH OJHOYACHO MAIIEHTaM 3 Jia0eTUIHOIO
Hedponariero.

Ineioimopu npomeasu

[linBuieHa cHUCTEeMHa EKCIO3MIlS PO3yBacTaTHHY cIiocTepirajacs B o0cCi0, sKi 3aCTOCOBYBalU
PO3yBacTaTUH CYMYTHHO 3 PI3HUMHU IHT10ITOpaMu NpOTea3u y No€qHaHH1 3 puToHaBipoM. ClliJ OLIIHUTH SIK
KOPHCTb Bl 3HWKEHHS PIBHS JIMIAIB 32 TIOIOMOIOI0 pOo3yBacTaTuHy y nauieHTiB 13 BIJI, siki orpumyrors
IHT10ITOpU MPOTEa3H, TaK 1 MOXKIIMBICTh MIABUIIEHHS KOHIIEHTpAIlll po3yBacTaTUHY Yy IJIa3Mi KpPOB1 Ha
MOYaTKy Tepanii Ta Npy MIABUIIEHH] J03UW PO3YBacCTaTHHY JJIs MAIIEHTIB, SIKI OTPUMYIOTH IHT10ITOpU
nporteazu. OHOYAaCHE 3aCTOCYBaHHS JIIKAPCHKOTO 3ac00y 3 1HrIOITOpaMH MpoTea3u HE PEeKOMEHAYEThCS,
SKIO 1032 PO3YBAaCTaTWUHY HE CKopuroBana (auB. posnumm «Croci®d 3acToCyBaHHA Ta J03W» Ta
«B3aeMois 3 IHIIUMH JIIKAPCHKUMU 3aC00aMHM Ta HII BUIAN B3aEMO/IIIN).

3acmocyeanns y nepioo eazimmocmi abo 200y8anHs 2pyoor.

Poxcunep npoTunokaszanuii i 4ac BariTHOCTI Ta B MEPI0J1 TOAYBAHHS TPYIIIO.

BaritHicTb

3actocyBanHs iHTIOITOpiB AII® He pekoMeHmoBaHe mim 4dac I TpumecTpy BariTHOCTI (ZIMB. PO3ALT
«OcobnmBOCTI 3acTocyBaHHM»). 3acTtocyBaHHs iHTIOITOpiB AII® mnpormnokazane mim wac II ta III
TpuMecTpy BaritHOCTI (AuB. po3aiiu «IIpoTunokazanus» 1 «OcoOIUBOCTI 3aCTOCYBAHHS).
Emigemionoriyai gaHi CTOCOBHO PHM3UKY TEPATOTCHHOIO BIUIMBY IPH 3acTOCyBaHHI 1HTiOITOpiB AIID
npotaroM | TpuMecTpy BariTHOCTI He MEPEKOHJIMBI, OJHAK JESKe 3POCTaHHS PU3UKY HE BUKIIOYEHE. 3a
BUHATKOM BHWITQJIKIB, KOJU TPOJOBXKEHHS Tepamii iHrioitopamu AlI®D BBaxkaeTbcs HEOOXITHUM,
Mali€eHTKaM, SKi MUIAHYIOTh BariTHICTh, CJIJI MPU3HAYUTH aJIbTEPHATUBHY aHTUTINEPTEH3WBHY TEpaITiio 31
BCTAHOBJICHUM MpoQiieM O0e3NeKH 100 3aCTOCYBAHHS B IIEPi0]] BariTHOCTI.

S0 AiarHOCTOBAaHO BariTHICTh, JIKyBaHHs iHTiOiTopamu AlIID ciig HEraHO NPUIUHUTH 1, MPHU
HEOOXI1THOCTI, pO3TMOYaTH ATbTEPHATUBHE JIIKYBaHHS.

Brume tepamii 3 inrioitopamu AII® mig ywac II ta III TpumecTpy crnpuuuHseTbCs (HETOTOKCUYHICTIO
(3HmWKeHHs (DYHKIIT HUPOK, MAJOBOIS, YITOBUILHEHHS OKOCTEHIHHS KICTOK Yepera) Ta HeOHATaJIbHOIO
TOKCUYHICTIO (HUPKOBAa HEIOCTATHICTh, TiMOTEH3is, Tinepkamiemis). Skmo iHridiropu AllD
3actocoByBaiu 3 Il TpuMecTpy BariTHOCTI, peKOMEHIOBAHO MPOBECTH YJIbTPA3BYKOBE NOCHIHKEHHS s
nepeBipku (QYHKIIT HUPOK 1 cTaHy KICTOK dyepena. HoBoHapomkeHMX, 4dMi MaTepi 3acTOCOBYBald
iHri6iTopu AIID, cnig peTeabHO NEPEBIPATH HA HASBHICTD TimoTeH3il (auB. po3ainu «IIpoTunokasaHasm i
«OcobIMBOCTI 3aCTOCYBaHHS).

Kinpkicte ganux (menme 300 BUMaIKiB BarirHOCTI) IIOJ0 3aCTOCYBAHHS iHIAmaMmigy MijJ 4ac BariTHOCTI
oOmMexxeHa. TpuBanuii BrmMB Tiazuay min vac Il TpumecTpy BarirtHocTi MoKe 3HHU3UTH 00’eM
MaTEepPUHCHKOI TUTa3MHU Ta YTEPOIUIAICHTHHHA MOTIK KpPOBi, IO MOXE MPU3BECTH 10 (HEeTOIMIAIeHTHOT
imemii Ta 3aTpUMKH POCTY.

Jlocmi/pKkeHHsT Ha TBapuHaX HE CBiIYaTh MOpo MmpsMmi abo HempsaMmi MKIMBI  e()eKTH 1100
PENPOIYKTUBHOI TOKCHYHOCTI.

Sk 3anmoOiKHUM 3axi, 6a)KaHO YHUKATH 3aCTOCYBaHHS iHIamaMigy Mij] 4ac BariTHOCTI.

XiHKHM penpoayKTUBHOIO BiIKY OBHHHI 3aCTOCOBYBATH BIINOBI/IHI 3aCO0M KOHTpPALIEMIII.

OCKUThKM XOJECTEpUH Ta IHIII MPOIYKTU OIOCHMHTE3Yy XOJECTePUHY € BAXKIMBUMHU JUTSI PO3BUTKY IIOAA,
NOTeHIIHHNHN pu3HK Bia npurHiuenHs [ MI'-KoA-penykTasu nepeBakae KOpUCTb BiJl JTIKyBaHHS y Mepiof
BariTHOCTI. SIKIIO Mali€HTKa 3aBariTHi€ MiJ 4Yac 3acTOCYBaHHs Ipenapary, JIKyBaHHS CJiJl HeraiHo
MIPUITHHATH.

[lepion rogyBaHHS TPYUIIO

Poxcunep npotunokasanuii B mepioj roxyBaHHs TPYAIIO.
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Yepes BIICYTHICTh JAOCTYMHOI iH(OpMAIlii II0JJ0 3aCTOCYBAaHHS MEPUHAONPUITY, BIH HE PEeKOMEHIOBaHUI
B NEpioJl ToAyBaHHA Tpydalo. B mepion rogyBaHHS Tpyqjai0 OakaHO 3aCTOCOBYBAaTH AlbTEPHATUBHE
JIKyBaHHS 3 Kpalle BCTAaHOBICHUM MpodisieM Oe3eKku, 0COOIMBO HOBOHAPOHKEHOTO a00 HEAOHOIIEHOT
TUTHHU.

Henocratupo iHpopMarii moao BHUAUICHHS IHAanamigxy/ MeTa0oJiTiB 3 MOJOKOM JoauHH. Moxke
BUHUKHYTH IT{IBUIIEHA YYTIUBICTH 0 JIKAPChKUX 3ac00iB, MOXITHUX Cyab(poHaMiny Ta rinmokariemis. He
MOKHA BHUKIIIOYAaTH PHU3UK Ui HOBOHAPOKCHWX/ HEMOBJAT. lHpamamin HajaeXuTh A0 Tia3UAHUX
IlypeTuKiB, sIKi B TIepioJl TOXyBaHHS TPYAOIO TMPHUTHIUYIOTh BHUIUICHHS MOJIOKa. IHamamin
MIPOTHUITIOKA3aHUH ITi/1 9Yac TOYBAHHS TPYAIIO.

Po3yBactaTuH BHIUISETBCA Y MOJOKO ImypiB. Hemae maHux miog0 BHUIUICHHS Tpemapary y TpyIdHe
MOJIOKO JIFOUHH (AuB. po3ain «[IpoTumnokazanusy).

DepTUIbHICTD

JlocmipkeHHsT penpolyKTUBHOT TOKCHYHOCTI HE TMOKa3aj BIUIMBY Ha (DEPTUIIBHICTH Y CaMOK 1 CaMIlB
urypiB. BruiiB Ha pepTHIIBHICTD JIFOIMHU BIJCYTHIH.

30amuicmv  énausamu Ha WBUOKICMb peaxyii npu Kepys8aHHi A8MOMPAHCNOPMOM aO0  THUUMU
MexanizmMamu.

Pokcunep He BIUIMBa€ Ha 3JaTHICTh KEPYBATH aBTOTPAHCHOPTOM a0 IHIIMMH MEXaHI3MaMHM, aje OKpeMi
peaxiii, 110 MOB’si3aHI 3 HU3bKUM apTepiaibHUM THCKOM, MOXYTh BUHHMKATH y JESIKUX NAaIli€HTIB,
30KpeMa Ha TMOYaTKy JIIKyBaHHS a00 y pa3l 3aCTOCYBaHHS KOMOIHAIIT 3 IHITUMU aHTHUTINEPTCH3UBHUMU
npenapatamu. Takox Cii 3a3HAUYUTH, L0 MiJ Yac JIIKYBaHHS MOK€ BUHUKHYTH 3allaMOPOYEHHS, TOMY
3/IaTHICTh KEPYBATH aBTOTPAHCIOPTOM ab0 HIIMMHU MEXaH13MaMH MOXe OyTH MOTipIIeHa.

Cnoci6 3acmocysanns ma 0o3u.

3aCTOCOBYBATH IEPOPAITBHO.

PexomennoBana 103a — 1 TabneTka Ha 700y, OakaHO 3paHKY Mepes] MPUHOMOM TKI.

Kowmo6inarist ¢pikcoBaHUX 103 HEIPUHHATHA JIJIs1 TOYATKOBOT Tepartii.

[Tepen mepexomoM 10 3acTOCyBaHHS JIiKapchKoro 3acoOy Pokcumep, ciif MpOBOIUTH KOHTPOJb CTaHY
TAIlIE€HTIB, K1 3aCTOCOBYIOTh OJJHOYACHO Ti K cami cTaOUIbHI 03 MOHOKOMIOHEHTIB. J[03y mpemnapaty
Poxcunep ciig BU3Ha4YaTH Ha OCHOBI /103 OKPEMHX KOMIIOHEHTIB JI0 TIepeXoy Ha KOMOIHAIIIfO.

Axmo 3MiHa 103yBaHHSA HEOOXigHA ISl Oy/b-sIKOT aKTUBHOI pedOBUHU (PiKCOBaHOI KOMOIHAIIT 3 Oyib-
SIKOT IPUYMHHM (HAMPUKIIAJ, JIarHOCTOBAHE CYITYTHE 3aXBOPIOBAHHS, 3MiHA CTaHy TallieHTa abo B3aeMOIist
IpenapariB), CJIiji IOBTOPHO 3aCTOCYBAaTH OKPEM1 KOMIIOHEHTH JUIsl BA3HAYECHHS JIO3U.

[lamieHTH JITHLOTO BIKY

VY marieHTiB JIITHBOTO BiKY KpEaTHHIH y IIa3Mi KPOBIi CIIil CKOPETYBaTH BiJIMTOBITHO BIKY, Baru Ta CTaTi.
[TamienTaM JITHROTO BIKY NIPU3HAYaTH TEpaAIild MOJXKHA IMCAS TEpeBIpKH (QYHKIII HHUPOK Ta
apTepiaJbHOTO THCKY.

Hopyuienns QyHKIIT HUPOK

Jlig maiieHTiB 3 TSHKKOI HUPKOBOIO HENOCTATHICTIO (KJipeHc kpeaTuHiHy < 30 MII/XB) JIKyBaHHS
npotumnokasane. Pokcuriep He MiAXOOUTh MallieHTaM 3 KJipeHcoM kpeaTuHiHy < 60 mur/xB. Jlns nmx
MAIIEHTIB PEKOMEHJOBAHE TUTPYBAHHS OKPEMHUX 103 MOHOKOMIIOHEHTIB (IuB. po3nin «OcoOnmuBOCTi
3aCTOCYBAHHA»).

Jlyig marieHTiB 3 KIipeHCOM KpeaTuHiny > 60 MJI/XB He MOTPIOHA KOPEKIis JO3H.

3BUYAHMI MEAUYHUHN OTJISIT BKIFOYAE PETENbHUN KOHTPOJIb PIBHIB KPEaTUHIHY Ta Kallito.

opymienns QyHKIIT HeYiHKH

IIpn TsOKKIM TE4YiHKOBIM HEMOCTATHOCTI JIKYBaHHS TMpOTHUIIOKa3aHe. Pokcurep MNpoOTHIOKA3aHUMA
NaIi€eHTaM i3 3aXBOPIOBAHHSM ME€YIHKU B aKTUBHIN Gopmi (1uB. po3ain «IIpoTunokazanHs»).

J1114 marfieHTiB 3 TOMIpHOIO MEYiHKOBOIO HEJOCTATHICTIO KOPEKIis 103U He OTpiOHA.

V naiieHTiB 3 NOpyIIeHHAM (DYHKLIT MEYiHKHU 3 MOKAa3HUKaMU 7 Ta MeHIIe 3a Kiacudikaiiero Yaitnga—
[T’ro miABMINEHHS eKCMO3WIlli po3yBacTaTHHY He crmoctepirajgocs. OgHaK TMiJABHINEHA CUCTEMHA
€KCIO3MIIis CIocTepiraiacs y MAaIlieHTIB 3 Moka3HUKaMu 8 Ta 9 3a knacudikaiiero Yaitnga—I1'0 (aus.
po3ain «®PapMakoKiHeTHKa»). TakuM MalieHTaM CIiJl TPOBOAUTH OOCTeXeHHS (YHKIIT HUPOK (JIUB.
po3ain «OcoOnMBOCTI 3acTOCyBaHHS»). Hemae AaHMX Tpo MalieHTIB 3 TOKa3HWKaMH BUIEe 9 3a
knacudikaniero Yainga—I1’1o.

ETHiuHi 0cOOMMBOCTI

[TinBuieHa CUCTEMHA EKCIIO3HUILsI criocTepiranacs y MallieHTIB — TMpeACTaBHUKIB HapoiB A3ii (auB.
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po3ainu «PapmakokiHeTukay, «lIpotunokazanus» Ta «OcCOOIMBOCTI 3aCTOCYBAHHS).

I'enernuni noxiMopdizmMu

Bigomi meBHiI TUNM TEHETHYHUX MOJIMOPQI3MIB, SKi MOXYTh CHPUYMHATH MiIBUIICHY EKCIIO3MIIiI0
po3yBactaTuny (nuB. po3ain «DapmakokineTukay). [lamienTam, ki MaloTh Oyab-sKi 3 TUX crienu(igHuX
TUMIB T0JIMOP(}I3MIB, pEKOMEHIOBAHO MIPU3HAYATH MEHIITY JOOOBY 703y PO3YBACTATHHY.

CynyTHg Tepanis

PosyBactarun € cydocrparoM i pisHUX TpaHcnopTHux OutkiB (Hampukiaa, OATPIB1 i BCRP). Pusux
MionaTii (BKIIOYAarOYW pabaoMioNi3) MiIBUINYETHCS TPH OJHOYACHOMY IPUHOMI PO3YBACTaTHHY 3
MEBHUMH JTIKAPCHKUMH 3ac00aMU, 3JaTHUMU 30UTBITYBaTH KOHLEHTpAIlii pO3yBacTaTHHY B IUIa3Mi KPOBi
gepe3 B3a€EMOJIII0 3 TPAHCTIOPTHUMH OUTKaMu (HAPHKIIAJ, 3 IUKIOCIIOPUHOM Ta JCSIKHMH iHTi0iTOpaMu
MpoTeasy, BKIOYAaOYM KOMOiHalii pUTOHaBIpy 3 ara3aHaBipoM, JIOIMIHABIPOM Ta/abo THIIPaHABIPOM)
(muB. po3ainm «B3aemois 3 IHIIUMH JIIKAPCHKUMU 3ac00aMu Ta 1HIII BUIW B3aeMOiN» Ta «OCcOoOIUBOCTI
3acTOCYBaHHs»). [l0 MOXKIMBOCTI CHi PO3IMIISIHYTH albTEpHATHBHE JIKYBaHHS 1, SKIIO HEOOXiTHO,
TUMYaCOBO TPHUIMHUTH JIIKYBaHHS pPO3yBaCTATUHOM. Y CHTYAIlisIX, KOJH OJHOYACHOTO TPUAOMY IIHX
JIIKapChbKUX 3ac00IB pa3oM 3 pO3yBaCTaTUHOM YHUKHYTH HEMOJKJIMBO, OTPIOHO 3Ba)KyBaTH BCI MEpeBaru
Ta PU3UKH CYMYTHHOTO JIIKYBaHHS Ta PETENbHO MIAOMpPaTH 103y pO3yBacTaTUHY (IUB. po3ail «B3aeMois
3 IHIIUMH JIIKAPCHKUMU 3aCO0aMU Ta HIII BUIN B3aEMO/IIN).

Jlimu
Pokcunep He cmim 3acToCOBYBaTH MITAM Ta MIJUTITKaM, OCKUTBKA €()EKTHUBHICTh Ta TMEPEHOCHMICTh
JIKApChKOTO 3aco0y JUIsl MITEH Ta MiUTITKIB HE BCTAHOBJIEHI.

Ilepeoo3ysanns.

CumnToMu

Haii6inpin iMOBIpHOIO MOOIYHOIO pPEaKIli€lo y pa3l Mepelo3yBaHHsS € TINOTEH3is, 1HOJl MOB’s3aHa 3
HYIOTOI0, OJIFOBaHHSIM, CYJIOMaMH, 3allaMOPOUYEHHSM, COHJIMBICTIO, CIUTYTaHHSIM CBIJOMOCTI, OJITYpi€ro,
0 MOKE€ TPOTrpecyBaTd a0 aHypii (uepe3 rimoBojeMito). MoXyTh BHHUKHYTH TOPYIICHHS BOJHO-
COJIbOBOTO OanaHCy (HU3BKI PiBHI HATPIIO Ta KaJIil0).

JlikyBaHHS

Hewmae criemntianpHOTO JTIKyBaHHS y pasi nepeno3yBanHs. Ciif MpOBOAUTH CUMITOMATHYHE JIIKyBaHHS Ta
BXXMBAaTH HEOOXIMHI MATpUMYBaiIbHI 3axoad. PeKOMEHIyeTbcs TNPOMHUBAHHS IIUTyHKa Ta/abo
3aCTOCYBaHHS AKTHBOBAHOTO BYTULIsS, BIJHOBJICHHS OalaHCy PIAMHU Ta E€JICKTPOJITIB y MEAUYHOMY
3aKsajl. SIKIo po3BUBAETHCS BUpa)K€Ha TIMOTEH31s, MaIlEHTa CIIiI MOMICTUTH B IMOJIOKEHHS JIeKaul Ha
CIHHI 3 ONYLIEHOIO roJioBoo. [Ipy HEoOX1AHOCTI MOKHA BHYTPIIIHBOBEHHO BBECTH COJBLOBHUM PO3UMH
ab0 3acTtocyBaTH OyIb-IKWUW IHIIMK MeToj 30UTbIIEHHS 00’eMy IUPKYIOYiid kposi. HeoOximHO
KOHTPOJTFOBATH (DYHKIIIFO TICUIHKH Ta PIBEHb KPEATUHKIHA3H.

[lepunnonpunaT — akTuBHY (HGOpMY NEPUHIOTPUITY — MOXKHA BUBECTH 32 JIOTIOMOTOIO Jialli3y (IMB. PO3ALI
«DapMaKOKIHETHKAY), ajie /U1 BUBEICHHS PO3yBaCTaTHHY T'eMO/iali3 HMOBIPHO, HE MaTUME KOPHCTI.

Io6iuni peakuii.

[Ipodins O6e3nexn nepuHAONPUITY BiAnoBigae npodinto 6e3neku iHridiropis AIID.

Haityacrimi moGiuHi peakiiii, siki cmocTepiraiucs Mif yac 3aCTOCYBaHHS:

—TMEePUHJIOTIPIITY: 3allaMOPOYCHHSI, TOJIOBHUMI O, ITapecTe3ii, BEpTUTO, MOPYLICHHS 30Dy, I3BIH y ByXax,
apTepialibHa TiOTEH3isd, Kalledb, 3aJuIlKa, OUIb Yy JKUBOTI, 3amop, Jdlapes, CHOTBOPEHHS CMaky
(mucreBsis), AUCIIENCis, HYAOTa, OMIOBaHHA, CBEPOLK, MIKIPHI BUCUITH, CYZIOMHU M ’sI31B, aCTEHIS.
—IHgamaMigy: peakxiii TinepuyTIUBOCTI, NEPEeBAXHO JEpMATOJIOTIYHI, Yy TAalli€HTIB, CXWJIbHUX JI0
aJIepPriYHUX 1 aCTMAaTUYHUX PEAKIii 1 MaKyJI0-NamyJIbO3HUX BUCHIIIB.

[To6iuni peakiii kmacuGikoBaHO 3a 4aCTOTOIO: ayske acto (> 1/10), wacto (> 1/100, < 1/10), Hewacto (>
1/1000, < 1/100), piagko (> 1/10000, < 1/1000), myxe pigko (< 1/10000), HeBimoma (TMOOAMHOKI
TTOBIJTOMJICHHS ).

. — Yacrora
Cucrema opraniB | [1o6iuHi peakiii -
[lepunponpun | Inpamamizg PosyBactaTun
Indexuii Ta . . -
: Punir € p1aKo -
1HBa3l1l Jyxe pin
3 6OKy cHCTEMH Eozunodinis Hesimoma® - -
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KpOBi Ta Arpanynonuros? Jlyxe pinko Jlyxe pinko | -
TiMQpaTHIHOT AnlacTuyHa aHeMist - Jyxe pinko | -
CHCTEMHU [MaHnuTONEHIs Hyxe pigko - -
JleiikoneHis Hyxe pinko Hyxe pinko | -
Heiirponenis? Jyxe pinko - -
I'emoniTnyHa aHemis Hyxe pinko Hyxe pigko | -
TpoMmGonHUTONEH s Jyxe pinko Hyxe pinko | Pimko
3 00Ky iMyHHOT Peaxuii rinepuyTimBoCTi - Yacro Piaxo
CUCTEMHU (TepeBakHO JEPMATOJIOTIUH], y
MaI€HTIB CXWIBHUX JI0
IEePTIYHUX 1 ACTMATHYIHUX
peaxIii i MaKyJI0-TamyJIbO3HIX
BHCHIIIB)
3 Goky Iyxposwii niaGer’) - - Yacto
€HJIOKpPUHHOT
CUCTEMH
[opymenHs T'inokamiemis® Heuacro? - -
MeTaboIi3My Ta INmepkamniemis, 000poTHA IIpH Heuacro? - -
posnaau BiamiHi?
XapuyBaHHS T'inoHaTpiemis? Heuacro? Hepinoma | -
lNnepkanbiiemis - Hyxe -
piaKo
Brpara kaniro npu rinokaiiemii, | - Heuacto -
0COOJIMBO CepiO3HA, B IEIKUX
MAII€HTIB 3 BUCOKUM pI/ISI/IKOMz)
[Tcuxiuni pos3nanu | Po3nagu HAcTporO Ta CHY Heuacto -
Posnanu cay Heuacto HeBinoma
CrutyTaHicTh CBiTOMOCTI Hyxe piako - -
Henpecis - - HeBinoma
3 60Ky HEPBOBO1 | 3amamMopoYeHHS Yacto - Yacto
CUCTEMHU T'onoBunit OuUIL Yacrto Pigko Yacto
[TapecTesis Yacrto Pinxo -
CrnoTBOpPEHHS CMaKy Yacto - -
CoHnuBICTh Heuacro? - -
HenpuromHicTh Heuwacro? HeBinoma -
[Tepudepuyna Heitponaris - - Hesimoma
[TonineBpuT - - Hyxe pinko
Brpara mam’sti - - Jyxe pinko
[HCYNBT, MOKIIMBO BTOpHHHUE | [lyxke pinko - -
1010 HAAMIPHOT TIOTEeH311 Y
TAIEHTIB 3 BUCOKUM PH3HKOM?)
BuHUKHEHHS IEYIHKOBO1 - HeBinoma -
eHuedanonarii y pasi
MEYiHKOBOT HEIOCTATHOCTIY
3 Ooky opraniB [Toripmienns 30py Yacrto Hesinoma -
30py Miomis? - Heginoma | -
Posmurtnii 3ip - Hesigoma -
3 Ooky opraHiB Bepruro Yacrto Pinxo -
CIyXy Ta JI3BiH y Byxax Yacro - -
BECTUOYISIPHOTO
armapary
3 Ooky cepriist ITpuckopene ceprieOUTTS Heuacro? - -
Taxikapist Heuacto? - -
Crenokapis® Jyxe pinko - -
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ApuTMmis (BKIIIOYAIOUU Hyxe pinko Hyxe pinko | -
Opanukapito, MIITYHOYKOBY
Taxikap/ito, apTepialbHy
GbiopunsIiio)
[HdapkT MioKkapaa, MOXKIUBO Hyxe pinko - -
MICIIs HAJIMIPHOT rnoTeHs3ii y
TAIEHTIB 3 BUCOKUM PH3UKOM”)
3 OOKy cyauH I'imoTensis (i edpexru, mos’s3ani | Yacro Hyxe pinko | -
3 rinoTeHsiero)?
Backyit Heuacro? - -
®enomen PeitHo Hesinoma - -
3 Goky quxanHs, | Kamrens? Yacro - Heginoma
TPYAHOT KJIITKU Ta | 3aauiiKa Yacto - Heinoma
Cepe/IOCTIHHS Bponxocnazm Heuacrto - -
Eo3unodinpHa mHeBMOHIS Hyxe pigko - -
3 60oky TpaBHOTO | Binb y skuBOTI Yacrto - Yacro
TPaKTy 3amop Yacto Pinko Yacto
Hiapes Hyxe pigko - Pinko
Hucnencis Yacto - -
Hynora Yacrto Pinxo Yacrto
biroBoTa Yacto Heuacto -
CyxicTh y poTi Heuacto Pinko -
[Tankpeatur Jyxe pinko Jyxe pigko | Pigko
3 Ooky T'enatut? Jyxe pinko Hesinoma Jyxe pinko
renatoOuTiapHOT [Topymenns QyHKIii nediHku - Hyxe pigko | -
cUCTEMH YKoBTaHMIIA - - Ayxe pigko
3 6oky mkipu Ta | CBepOIK Yacrto - Heuacto
MIIKIPHOT Bucun Yacrto - Heuacto
KIIITKOBUHU Maxkyno-nanynbo3HHI BUCHIT - Yacro -
Kpomus’stHKa?) HeuwacTo Jyxe pinko | Hewacto
AHTiOHeBpPOTHYHHIT HAOPsK? Heuacto Hyxe pigko | -
ITypnypa - Heuacrto -
I'meprigpo3s Heuacto?) - -
Peakiist hoTodyTIIMBOCTI Heuwacro? HeBinoma -
[Temdiroin Heuacto - -
[ToripmieHHs ncopiazy Pinko? - -
MynbsTidOpMHa epuTeMa Jyxe pinko - -
ToxcuuHuii enigepMaibHHAMA - Hyxe pigko | -
HEKpOJIi3
Cunnapom CriBeHca—/[pxoHcOHA | - Hyxe pigko | -
3 6oky ckenetHo- | Cympomu M’si3iB Yacrto - -
M’S130BO1 CUCTEMH | YCKIagHEHHS B)KE HASSBHOIO - Heigoma -
Ta CIOJTYyYHOT TOCTPOTO JTUCEMIHOBAHOTO
TKaHUHU YEepBOHOTO BOBUYAKa
Aptpanris Heuacto? - Jlyxe pinko
Mianris Heuacro? - Yacto
Miomnaris (BKJIIOYalOYH MIO3HUT) | - - Pinxo
Pabxomionis - - Pigxo
[TonkoIKeHHS CYyXO0XKHITb, 1HOI | - - Hesigoma
YCKJIaJTHEH1 PO3PUBOM
ImyHOOTIOCEpEIKOBaHA - - Hesinoma
HEKpPOTHYHA MIOTAaTis
3 Goky HupkoBa HEIOCTaTHICTh Hewacro - -
CEYOBU/IUIBHOT I'octpa HUpKOBa HepocTaTHICTD | Jlyxe piako Hyxe pinko | -
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CUCTEMHU I'ematypis - - Jyxe pinko
3 Ooky EpektunpHa gichyHKIis Heuacto - -
penponyktuBHOI | I'iHekoMacTis - - Iyxe pinko
CHCTEMH Ta
MOJIOYHHX 3aJ103
3aranpHi peakiii | ACTeHis Yacrto - Hesinoma
Ta MOPYUIEHHS Y bine y rpymsax Heuacro? - Yacro
micni BBefieHHs | Hesmyxanus Heuacto? - -
Iepudepuuni HAGPIKHU Heuacto? - -
[Tipekcis Heuacro? - Hesinoma
Broma - Pinko -
JlocmiKeHHS [TigBuIICHHS PIBHS CCYOBHHHU B Heuwacro? - -
1a3Mi KpoBi
IlinBumeHHs piBHs kpeaTuHiny | Hewacto? - -
B IJIa3M1 KPOBI
[ligBumenHs piBHsA O611ipyOiHy B | Pinko - -
1a3Mi KpoBi
[TinBumenns piBHIB hepmMeHTIB | Piako HeBimoma Pinxo
TICYIHKH
3HMKEHHS PIBHS TeMOTJI00IHY Hyxe pinko - -
Ta KiTbKOCTi epHTPOIHTIR?
[TigBuIIeHHS PIBHS TJIFOKO3U B - HeBinoma Yacto
1a3Mi KpoBi
[TigBuIIeHHS PIBHS CEYOBOT - HeBinoma -
KHCJIOTH B TIJIa3Mi KPOBi
[Tonorxenns iHTepBary QT HA | - HeBimoma -
EKT™?
Tpasmuy, CnabKicTb Heuacto?) - -
OTpY€EHHS Ta
YCKJIaIHEHHS
ITICTISL TPOTIEAYP

YYacrora noGiunmx peakiiii po3paxoBaHa Ha IIiJCTaBi CIOHTAHHMX IOBIZOMJICHb IIPOTSTOM KIiHIYHHX
JOCIIKEHb.

2]uB. po3zin «Oco6IMBOCT 3aCTOCYBAHHSY.

3) . . . . 2
YacroTa 3aJIOKUTH BiJ HAsIBHOCTI (akTopiB pusuKy (TIroko3a y Kposi HaTmie > 5,6 mmons/n, IMT >30 kr/m?,
MIBUIIECHHSAM PIBHS TPHUIJIIIICPUIIB, HASBHICTh B aHAMHE31 TiIIepTEH311).

YuB. posminu «B3aemonis 3 iHIIMMM JiKApCHKMMH 3aco0aMH Ta iHINI BHAM B3aeMOJii» Ta «OcoGIMBOCTI
3aCTOCYBaHHS».

Sk 1y Bunaaky 3 iHmmmu iHridiropamu ['MI'-KoA-peaykrasu, yactora po3BUTKY MOOIYHUX PEaKIiil Mae
TEHIEHIIIIO 0 J0303aJIEXKHOCTI.

JonaTtkoBa iHopMaIlis, o0 po3yBacTaTuHy

VY namieHTiB, sSKI 3aCTOCOBYBAJIM pPO3yBAaCTaTHH, CIIOCTEPIraJIuCh BUMAJIKU MPOTEIHYpIi, NepeBaxHO
KaHaJBIIEBOIO TOXO/DKEHHS (BU3HAUEHOI 3a «TECTOM CMYKKH»). 3MIHM BMICTYy OUIKa y ceui BiX
BIZICYTHOCTI 4M CHiJiB A0 «++» abo Oinblie 3apeecTpoBaHi 4yepe3 Aeskuil yac y < 1 % marfieHTiB, sKi
3actocoByBasiM 71031 10 Mr Ta 20 Mr i npubau3Ho y 3 % maiieHTiB — MpHU 3acTOCyBaHHI 103U 40 Mr.
Hesnaune 30inbIlIeHHS YaCTOTH BUMAJKIB MiJABHUILIEHHS OlTKa y cedi Bil BIACYTHOCTI abo CHIMIB 0 «+»
CriocTepiranocst Mpu 3acTocyBaHHi 1031 20 Mr. Y OUIBIIOCTI BUMNAJAKIB MPOTEIHYpIisS 3MEHIIyBajlach abo
3HMKaJIa CIIOHTaHHO NPH MPOJIOBXKEHHI 3aCTOCYBaHHS npenapary. O JaHUX KIHIYHUAX JTOCTKEeHb Ta
MOCTPEECTPALIIHHOTO  3aCTOCYBAaHHs Hapa3i He BHABUB NPUYMHHO-HACIIIKOBOIO 3B’SI3KY MK
MPOTEIHYPIEI0 Ta TOCTPOIO a00 MPOrPECYIOUOI0 XBOPOOOIO HUPOK.

VY marieHTiB, fKi JIKyBaJIMCS PO3yBaCTaTHMHOM, CIIOCTEpirajgacs remarypis; JaHi KIIHIYHUX JOCHIIKEHb
BKa3yIOThb Ha Te, 1[0 YacTOTa ii OSIBU HU3bKA.

Bnnue na ckenemmny myckynramypy

3MiHU 3 OOKY CKEJIETHOI MYCKYJIATypH, Taki SIK Miairis, Mionatia (B TOMY YHCIi MIO3UT), Ta PIAKO —
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pabaomiosi3 i3 rocTpor0 HUPKOBOIO HEAOCTATHICTIO a00 Oe3 Hei, crocTepiranucs Mpu 3acTOCyBaHHI Oy/ib-
AKHX 03 pPO3yBacCTaTWHY, a OCOONMBO mpu 3acTocyBaHHI m03 > 20 wmr. Ilpo piakicHi Bumagku
pabaomionizy, mo iHKoiM OynM acoliiioBaHi 3 HUPKOBOIO HEJOCTATHICTIO, OYJI0 MOBIZOMJIEHO NpHU
3aCTOCYBaHHI pO3yBacTaTUHY, a TAKOXK IHIIUX CTATUHIB.

VY mamieHTiB, AKi IpuUiiMaTy PO3yBAaCTaTHH, CIIOCTEpiraiocs po3o3aiexHe 3poctanHs piBHIB KK; y
OUTBIIIOCTI BUIAJKIB SIBUIIEC OyJI0 CIIa0KWM, aCHMITOMATHYHUM Ta THMuacoBuM. Skmo piHi KK
nigBuineHi (> 5 x BMH), mikyBaHHS caig npunuHUTH (AUB. po3aiuT «OcoOIMBOCTI 3aCTOCYBAaHHSY).

Bnaue na neuinky

Sk 1 y Bumaaky 3actocyBaHHs iHmmx iHri0iTopiB ['MI'-KoA-peaykrasu, y HEBETMKOI KLTBKOCTI
MAIIEHTIB, SIKi MPUIMaIN PO3yBaCTaTHH, CIIOCTEPIranocs 10303aJIeKHE 30UIbIIEHHS PIBHS TpAaHCaMiHa3; y
OLIBIIOCTI BUNIAJIKIB SIBHIIE OYyJI0 CITA0KUM, aCHMIITOMATUYHAM Ta TAMYACOBHM.

[Tpu npuiiomi IesIKUX CTaTUHIB CHIOCTEPIrainy Taki MoOiuHi peaxiiii:

- crareBa AUCQHYHKILIS;

- OKpeMI1 BUTIAJIKUA IHTEPCTUIIIAIBHOTO 3aXBOPIOBAHHS JIET€Hb, 0COOIMBO TIPU JTOBrOTPUBAIINA Tepartii (TuB.
po3au1 «OcoO0aMBOCTI 3aCTOCYBAHHSD).

Jlimu

[TigBumenns KK > 10 x BMH ta mM’s1308B1 cumnToMu miciast Gpi3sM4HUX BrpaB abo HaaMIpHOI (i3UYHOL
AaKTUBHOCTI MPOTATOM S52-THKHEBOTO KJIIHIYHOTO BUIPOOYBAHHS CIIOCTEPIralMCh YacTille y JiTeil Ta
MIJUTITKIB TIOPIBHSIHO 3 A0pOCauMu (muB. po3ait «OcobOnauBocTi 3actocyBaHHs »). [IpoTe mpodine O6e3nexu
po3yBacTaTUHY JUIsl NITEH, MAITKIB Ta TOPOCIHUX TOIIOHMA.

3sim npo nido3prosani nooOiuHi peakyii.

3BIT npo nepeadadyBaHi MOOIUHI peakilii micas peecTparii JiIKapchbKoro 3aco0y Ma€e Ba)KJIMBE 3HAUEHHS.
Ile mae 3mory BecTu Oe3mepepBHE CIIOCTEPEKEHHs OalaHCy «KOPHUCTH/PU3UK» JIKAPCHKOTO 3aco0y.
Cremianictd 'y raiy3l OXOpOHHM 310poB’s 3000B’s3aHl MojAaBaTH 1H(opmaliro Mpo Oyab-sKi
nepeadavyBaHi TOOIYHI peakilii 3a JOMTOMOTOI0 HAI[IOHAIBHOT CUCTEMH 3BITHOCTI

Tepmin npuoamnocmi. 3 poku.
YmoBH 30epiranns. 30epiraTu B OpUTiHAIBHIN YIIAaKOBIIl JJIs1 3aXUCTY Bix il cBiTia. Jlikapcekuit 3acio
He ToTpelye CHeriaTbHUX TEeMIIEpaTypHUX YMOB 30epiranss. 30epiraTé y HEAOCTYITHOMY ISl JITEH

MICIII.

YnakoBka.
ITo 10 Tabnerok y Gmaictepi; mo 3 abo mo 9 GiicTepiB y KAPTOHHIM KOPOOITL.

Kareropis Bignycky. 3a peuenrom.
Bupoonuk. KPKA, 1.1., HoBo mecto/ KRKA, d.d., Novo mesto.

Micue3naxoa:xkeHHsI BAPOOHHUKA Ta ajjpeca Micls MPOBAIKeHHSsI Oro AislJIbHOCTI.
[IImap’emika necra 6, 8501 Hoso mecto, CrioBenist/ Smarjeska cesta 6, 8501 Novo mesto, Slovenia.
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