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Onuc BuHaxony

[aHa 3asaBka 3aABnse npioputeT nonepedHeoi [3aaBkm CLUA Ne60/370 409, nogaHoi 5 kBiTHA 2002p., uinkom
BKITFOUEHOI Y Lieli JOKYMEHT SIK MOCUraHHs].

OaHnii BUHaxig BigHOCMTBCA A0 hapmMaueBTUYHUX KOMMO3WUiIA, WO BKMYaTb ninocomu, i go cnocobis
3aCTOCYBaHHsI BKa3aHUX MiNocoM AN 3anobiraHHs, NikyBaHHA abo BeqeHHA psay 3axBoptoBaHb i/abo cTaHiB opraHiamy.
Jlinocomn MoXyTb BKNOYaTU Benuki ogHowaposi Besukynu (LUV) okpemo abo y kombBiHauii 3 GaraTowapoBumu
Besukynamu (MLV), mManeHbkMMK ogHowapoBuMy Beaukynamu (SUV) abo iHwumKu nikapcekumu 3acobamu. [daHui
BWHaXxig BiQHOCUTbCA OO NINOCOM, WO MalTb BU3HA4YeHi AiameTpu, AKi BBOAATb MauieHTaM 3 BUKOPUCTaHHAM
KOHKPETHMX 03 i/abo cxeM BBefeHHs.

ATepocknepos siBnsie coboto ronoBHY MNpuuMHy cMmepTi y CnonyyeHux LlTtatax. ATepocknepos siBnsie coboto
YTBOPEHHA GRALLOK Ha CTiHKax apTepin, ki MOXYTb 3aKynoproBaTU NPOCBIT CYOUHW | NepeLIKomKaTh KPOBOTOKY Yepes
cyauHy. Brisawku TakoX MOXYTb pO3pMBaTUCS | NPMBOAUTM A0 YTBOPEHHS TPOMOIB HaBiTb Y KPOBOHOCHIW CyAMHI, WO He
Ma€ KPUTUYHOTO CTEHO3Y, i MOXYTb NPUBOAUTU OO 3aKYMNOPEHHS KPOBOHOCHWX CyauH i OBCTPYKUIl KPOBOTOKY.
3axBOPIOBAHICTb | CMEPTHICTb 3BUYaANHO CMOCTEPIraloTbCs BHACMILOK YLIKOOXKEHHS! KiHLEBOro opraHy i nopyLlueHHs
PYHKLT opraHy, Lo BUHMKAOTL BHACNOOK iwemii. Hanbinblw nowmnpeHnmMm popmMmamim YLILKOOXKEHHS KiHLEBOIO OpraHy €
iHpapkT Miokapga Ta iHCcymbT. YacTo pesynbTaToM OaHWMX CYOMHHUMX SIBULW, € iHBanigHicTb abo cmepTb. HaBitb
MoB'A3aHa 3 aTepoCKIepo3oM illemis, sika He YLKOAXye MOCTiHO Miokapd abo fka NpWBOAMTE [0 HEe3Ha4Horo
YWKOPKEHHA Miokapha, € BiOnoBiganbHOK 3a 3Ha4Hy 3axXBOPKBAaHICTb Yy hopMi CTeHoKkapAii Ta 3acTiliHoi cepueBoi
HegocTaTHOCTI. |HWI opraHW, Taki SK HUPKA, KULIEYHWUK | CMUHHUA MO30K, TaKoX MOXYTb YLUIKOOXYBaTHUCA
aTepoCKIepOTUYHMMM 3aKynopeHHsAMU. Kpim Toro, npu AeskuX 3aXBOPIOBAHHSAX, TAaKUX K aHEBPU3MW aOpTU, YpaxeHi
aTepocKrepo3oM apTepii MOXYTb BUMKIIMKATU KNiHIYHI CMMOTOMW, WO He 3arnexatb Big AWChYHKLUiT KiHLeBOro opraHy.
ApTepiocKNepoTUYHI YLIKOMXEHHSA ABMAITb COBOK OnALWKU, SKi YTBOPIOIOTHCA LUMAXOM HAKOMUYEHHS! XONecTepuHy,
ckrnagHux edipiB xonectepuHy i docdoninigis, nponidepadii rmagkoM'a30BUX KNITWMH, Aianenesy MOHOUMTIB,
BKItOUatouM iX TpaHcopmauito y Makpodari i KCaHTOMHI KMiTUHK B iHTUMI MaricTpanbHux apTepii. Jlinign agincHowTb
BENMKUA BHecok B 06'eM Onawku (3BnyanHo 30-65% cyxoi macu). [Small, ARTERIOSCLEROSIS, 8:103-129 (1988)].
[incHo, pu3uK po3BUTKY apTepiockrnepody ©e3nocepenHbO MOB'A3aHUMN 3  KOHUEHTpauielo BU3HAYeHUX opM
XONEeCTEepUHY nnasmu.

|HWIi 3axBOpPIOBAHHA | CTaHW, MOB'A3aHi 3 NaTOMOM4YHO BUCOKMMW PIBHAMM Ninigis, BKMOYalOTb FOCTPI KOPOHapPHI
CUHAOPOMM, CTabinbHy CTeHokaphilo, HecTabinbHy CTeHoKapAilo, 3anareHHsi, 3ananeHHs CyaWH, 3ananeHHs LWKipu,
iLeMivHy xBopoby cepusa (IXC), WnyHOYKOBI apuTMii, 3aXBOPIOBaHHA NepudepuyHNX CYAWH, NEPEMiXKHY KynbraeicTb,
CKOPOMMUHYLLi MOpPYLUEHHS MO3KOBOrO KpoBOOOGiry, pecTeHo3, 3HWxeHy noTpeby y peBackynapusalii, nopyLleHHs
3CinocTi KpoBi, ileMmito, cepLeBO-CyaUHHY ileMito, ilemito, He NoB'A3aHy 3 CepLeBO-CYAUHHUM 3aXBOPIOBAHHAM, TaKy
AK ilWeMiYHO-penepdysiiHe YLIKOOKEHHS, TPOMOOLMTONEHID, NaHKpeaTuT, HearnkoronbHWiA cteaTtorenatut (NASH),
niabeTudHy HeWponartilo, peTuHonaTiio, XBopobnuey AiabeTuyHy HelponarTiio, AWHaMiYHE MOpPYLIEHHS KpoBoobiry y
rofioBHOMY MO3Ky, Mcopia3, KpUTWYHY ilIeMitlo KiHUiBOK, iMnoTeHuitlo, rinepninigemito, rinepninonpoTteiHemito,
rinoanbganinonpoTeiHemito, rinepTpurniyepngemito, 6yab-aKUin CTEHOTUYHWIA CTaH, WO Bedge A0 iWweMidHoi natonorii,
piabeT, ixTios, ygap, 4YyTnuBi TpPoMOOUUTWU, BUPA3KM HWXKHIX KIiHLIBOK, TSXKKY KOPOHApHY iwemito, nimdomum,
KaTapakTv, eHgoTenianbHy AUCYHKLi0, KCaHTOMW, CYOMHHE 3aXBOPIOBAHHS, CyOAWHHE 3axBOPIOBaHHA, WO €
pe3ynbTaToM naniHHA | AiabeTy, 3aXBOPHOBaAHHSI COHHUX | KOPOHapHWX apTepil, 3acTiiHy cepueBy HeOooCTaTHICTb,
perpec i 3MOpLUyBaHHA BXe iCHylouMx OGnswok, xsopoby Anburerimepa, kombGiHauil XipypriiHMX npouenyp, ki
npuBOOsATE OO YLWKOIKEHHS eHOoTenilo, eHaoTenianbHe YLIKOMKEHHS BHAcnigoK  XipyprivHUX npoueayp,
3aXBOPIOBAHICTb, MOB'A3aHy 3 CYOWHHUM 3axBOPHOBaHHSAM, YKPMBAHHA BUpaskaMu Y MPOCBIiTI apTepin, pecTeHo3
BHAacnigok GarnoHHoI aHrionnacTukK i CMMNTOMU-NEPEaBICHUKN NepepaxoBaHnX BULLE CTaHIB.

Ninigwn, BKMOYaYN XONECTEPUH, 3BUYANHO He PO3YMHATBCA Yy BOAHIM nnasmi. Jlinign nnasmu nepeHocsTbes
PO3YNHHUMW FINONPOTEIHOBMMU KOMMNIiekcamun. BkasaHi ninonpoTeiHoBi KOMNMEKCU CKnagalTbCa 3 BHYTPILIHbOrO aapa
HenonspHUx ninigis (cknagHUX edgipiB XonecTepuHy i Tpurniluepuaie) i noBepxHeBoOro wapy amdginatuyiHmux Ginkie i
nonspHux ninigie (cdocdoninigis i HeeTepudgikoBaHoOro xorectepuHy). PisHi 6inku (anoninonpoTeiHn) NpUCyTHI Ha
NOBEPXHEBIN 0BOMOHLUi PisHMX MiNONPOTEIHOBUX KOMMMEKCIB (ninonpoTeiHiB). Pi3Hi ninonpoTeiHn BWKOHYIOTH pisHi
YHKLiT y meTaboniami ninigis.

Bigomo n'ate knaciB ninonpoteidiB. [eski ninonpoTeiHn nepeHocaTb TpUrniuepuan i XonecTepuH 3 nedviHku go
nepugepuYHNX TKaHWH, Y TOR Yac K iHWi TpaHCNopTYThb Ninign y nediHky. XonectepuH Moxe MeTabonisysatucs y
neYiHUi 40 KOBYHUX CONen, AKi eKCKPEeTYIOTbCS, 3HUXKYIOUN, TakuM YMHOM, BMICT 3aranbHOro XONnecTepuHy B OpraHiami.
[Ba ninonpoTeiHW, ninonpoTeiHn HU3bkoi wWinbHocTi (LDL) i ninonpoteinn Bucokoi winbHocti (HDL), TicHO
NoB'A3aHi 3 po3BMTKOM aTepockrepody. LDL mMaloTb BUCOKY KOHLEHTPALito XOrecTepuHy, AOCTaBnaoTh Ninign 4o KNiTUH
nepudepuyHNX TKaHWH | MNOB'A3a@Hi 3 BUCOKAM pu3nMkom artepockneposy. HDL TakoX MalTb BiQHOCHO BWCOKY
KOHLEHTpAaLilo XONecTepuHy, ane AOCTaBnsalTb Ninign y nedviHky ana mMeTtaboniaMy y >KOBYHI coni i noe'asaHi 3i
3HKEHHSAM PU3UKY PO3BUTKY aTepOoCKIeposy.

MeTaboniam i romeocTas XonecTepuHy € pesyrbTaToM CKNagHOi piBHOBArM MiX BiflbBHUM CTEPOSIOM Y KNIiTUHI Ta y
nnasmi. [Phillips et al., BIOCHIM. BIOPHYS. ACTA, 906:223-276 (1987)]. [docTaBka XONecTepuHy Yy KMiTUHK
30IMCHIOETECS  Yepe3  onocepenkoBaHWn peulentopamy wnsax LDL, cenekTMBHe 3axonneHHs 4Yepes
peLenTop-ckeBeHaxep B-l i nacuBHWUIA 0OMIH CTepony MiX nnasmaTuydHUMKU MembpaHamu i ninonpoTeiHamu. TinbKu Ti
TKaHWHW, SIKi BUPOONSOTL CTEPOILHI TOPMOHMU i XKOBYHI KMCNOTU, MOXYTb MeTabornisyBaTu xonectepuH. ina Toro, wob
3anobirT HaKoMU4YeHHI0 HagMIpHOrO BINMBHOMO CTepofly B HWWX NepudepudHnX TKaHWHax, IiCHye 3BOpOTHe
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TPaHCNOPTYBaHHA XONEeCcTepuHy 3 nnasMaTndHux mMem6paH B HDL i nogibHi go ninonpoteiHiB YacTuHkn. HDL
TPaHCMOPTYIOTb HAAMIPHUA XONMECTEepPUH Y NeuiHKy, Ae BiH MOXe NepexoduTn y XOBY y BUMMsAAI HeeTepudikoBaHoro
XONecTepPWHY, NepPeTBOPIOBATUCH Y KOBYHI CONi ANA eKckpelii, ecTepudikyBatucsa i 30epiratuca y nedviHuyi abo
BKIOMATUCA OO CKragy NinonpoTeiHiB Ayxe HU3bKoI WinsHocTi (VLDL) Ana noBepHeHHs y nyn ninonpoTeiHiB.

[MacMBHWIA OOMIH XONECTEPUHY MiXK KMiTMHaAMK i NinonpoTeiHaMu, 3AINCHIOETECA 3a JONOMOroK AMdysii Morekyn
ctepony 4epes BogHui npoctip. [Phillips et al., Buwe, i Schroeder et al., EXP. BIOL. MED., 196:235-252
(1991)]. MepexxHuin KNITUHHUIA BIigTIK CNOCTepiraeTbes, AKWO XiMIYHWIA MOTeHUian BiflbHOrO XONECTEPUHY HMKYe Yy
nnasMi, HiK y KMiTUHaX, TakKMM YMHOM, LLO CTepor nokungae MemOpaHy no rpagieHTy CBOEl akTUBHOCTI. Y AaHUX yMOBaxX
Oyno nokasaHo, WO KMiTUHU, HaBaHTaXKeHi ecTepndikoBaHUM XONECTEPUHOM, SIKi € MOPOSIOTiHHOK XapaKTepUCTUKO
PaHHIX aTepoCKEepPOTUYHMX YLIKOMKEHb, He TiMbKW BTPaYaloTb XONecTepuH, ane i NMpUCKoploloTh Mgponia cknagHoro
edipy, WO NpMBOAMTL 4O CKOPOYEHHS BHYTPILUHBOKMNITUHHUX BigknageHb gaHoro ninigy. [Small, ARTERIOSCLEROSIS,
8:103-129 (1988)]. binbw TOrO, fiIK GyNO 3ragaHo BuMLE, iICHYKOTL enigemionorivHi aadi, aki ceigyatbe npo Te, WO
CTaHu, AKi, AK MOXHa 4ekaTu, ByayTb NOCWITIOBATU 3BOPOTHE TPaHCMOPTYBaHHS XOMNeCTepuHy (HW3bKi KOHLeHTpauil
XonecTepuHy y nnasmi abo nigBuweHi koHueHTpauii HDL), kopentoloTb 3i 3HUXKEHUM PU3MKOM MepenyacHoro
aTepocKreposy i MOXYTb BUKIMKATU perpecito Gnsiok.

TunoBmM € Tol hakT, Wo BrALKN NOB'A3aHi 3 YKPUBAHHAM BUpPa3KaMmn iHTUMK cyauH. Brswkuy, wo mictate ninigu,
POCTYTb B YKPMBAHHAX BUpa3kaMu, BUCTaBMAKYN NyXKi Macu y NpocBiT apTepii. Brawkn Takox MOXyTb YIWKOAXKYBaATH i
ocnabnoBaTy rMagkom'a3oBy 060NOHKY CyanHW. Y Mipy NporpecyBaHHsi yTBOPeHHs1 Brswok Ginblu LeHTpanbHi AinsHKu
ONALWOK eKpaHyloTbCA Bif KPOBOTOKY. EKCTEHCMBHE YTBOPEHHS OnSLLIOK TaKoX BUKIIMKAE KOHLEHTpU4He abo
€KCLIEHTPUYHE 3BYXKEHHA CyAUHU Ha OinsiHui 6rawkm.

Y Haw 4Yac Hanbinbll eekTUBHUM FiKyBaHHSIM aTepocKneposy € 3anobiraHHs. IcHyoTb gaHi, sKi ceigyaTtb npo Te,
O MPOrpecyBaHHsl i HAKOMUYEHHS NiMigiB B YLWKOMXKEHHAX Moxe OyTW 3ynuMHeHe, Konu koHueHTpauii LDL y nnasmi
nigTpumytoTbcss  6nmM3bko A0 HopManbHuX piBHiB. [Reynolds, Circulation, 79:1146-1148 (1989)]. Cyu4acHi
npodinakTUYHi 3axogM BIQHOCHO aTepOCKEPOTUYHOIO 3axXBOPOBaHHA CHOKYCOBaHi Ha 3acTOCyBaHHI niKapCbKux
3acobiB y NOegHaHHI 3 OBMEXEHHAMMW XapyyBaHHsi ONS peryroBaHHSA PiBHIB XorectepuHy y nnasmi. Kpim Toro,
aHTMOKCUOAHTHI Nikapchki 3acobu, siKi NpuayLWyTb YTBOPEHHS | 3aXONfeHHst MoAngikoBaHNX YacTuHoOK LDL kniTuHamu
apTepianbHoi CTiHKKM, TakoX HagatoTb cnpuaTtnuey gito. [Chisolm, CLIN. CARDIOL., 14:25-30 (1991)]. OgHak, y ToWh
Yac €K rinoxorecTepuHeMiyvHi nikapcbki 3acobu iHAYKYOTb CNPUATAUBI 3MiHW XOMecTepuHy nnasmu, ski, sk
BBAXaETHCSA, CMOBIMNbHIOTL NPOrpecyBaHHA aTepoCKepo3y, BOHU 3BUYAHO He iHAYKYIOTb CTaHW, siki CpUSOTh BiATOKY
i BUOANEHHIO aTepoMaTO3HOrO XOMECTEPUHY. 3po3yMmino, Wo Ans Toro, Wwob JocArTM 3HadHoi perpecii atepomu i
3MEHLINTN OBCTPyKUito MPOCBITY CYAMHW, AaHi ninign, Wo 3aimMalTb NpoCTip, NOBUHHI ByTn MobinisoBaHi. HasBHI y
Hal Yac AaHi npunyckawTb, WO npouecu, AKi CTUMYMIOIOTL BIATIK XONeCTepuHy, WO 3HaxoauTbCa nosa KNiTMHamu
nedviHKkW, | Moro TpaHCNOpTYBaHHA Yy MNediHKy Ans eKcKpeuil, 3BOpoTHe TpaHcrnopTyBaHHa xornecTtepuHy (RCT), e
BaXXNMBUMM MogismMn gna npodinaktukm atepockneposy. [Gwynn, Clin. CARDIOL., 14:17-24 (1991)].

HaaBHi y Haw 4ac 3acobu NiKyBaHHS aTepoCKepo3y 3BUYAMHO PO3AINSATb Ha XipyprivHi i MeguKaMeHTO3Hi
3acobu. XipypriyHe nikyBaHHsi CNpUYMHSAE NpoLUenypu CyAWHHOI TpaHcnnaHTayii ans obxigHoro LWyHTYBaHHS AiNSHOK
okntosii (Hanpuknag, ooxigHe WYHTYBaHHA KOpOHapHOI apTepil), BuaaneHHs b6nsLwok, Wo 3akynopowTb, 3 apTepianbHol
CTiHKM (Hanpuknag, eHOapTepeKkToMis COHHOI apTepil) abo YepeslkKipHe pyinHyBaHHS Onswok (Hanpuknag, 6anoHHa
aHrionnacrtuka). XipypridHe nikyBaHHSA sBnsie coOo 3HAYHUIA PUBKK | NiKye NULLE OKPEMI YparKeHHS. ATEPOCKNEPOTUYHI
OnsAWKN, po3TalloBaHi HWX4Ye Yy HanpsiMi Tedii KpoBi Bif BUNIKYBAHOMO YLUKOOXKEHHS, MOXYTb MpPOAOBXKYBaTU
nepeLuKogKaTn KpoBOTOKY. XipypridHe fikyBaHHS TakoX He oOMeXye MporpecyBaHHs aTepockrneposy i nos'dAsaHe 3
TaKkUM Mi3HIM YCKNagHEHHSAM K pecTeHo3.

MeavnkameHTO3He NiKyBaHHA CNpsSIMOBAHE Ha 3MEHLUEHHS iHWWUX akTopiB PU3NKY, MNOB'A3aHWMX 3 CYAWHHUM
3axXBOpPIOBAHHAM (Hanpuknag, naniHHs, aiabety i rinepTeHsil), | 3MeHLWeHHS BMICTY (hOpM CUPOBATKOBOIO XONECTEPUHY,
AKi NOB'A3aHi 3 PO3BUTKOM aTepocCKreposy, fK ONMUCaHO BULle. Y TOW 4ac siKk MeOUKaMeHTO3Hi 3acobu MOXyTb
CMOBINBHIOBATW MPOrpecyBaHHA YTBOPEHHsI GNSLIOK, perpecia Gnswok € BiAHOCHO pigkMM fBuleM. TakuM YMHOM,
aTepocKrepos, Wo KNiHIYHO BUSIBMSIETLCS, YacTo NoTpebye Ak XipypriiHOro, Tak i MegMKaMeHTO3HOrO MikyBaHHS.

MapagokcarnbHO, BHYTPILWHBOBEHHA iHGy3is docdoninigis i ninocom, Ak Oyno nokasaHo, BUKIMKAE PeErpecito
aTepoCKepOTUHHMX BRSLLOK, Xo4a piBHI CMpOBAaTKOBUX NiNigie TMMyacoBo nigsuwytoTeca. [Williams et al.,, PERSPECT.
BIOL. MED., 27:417-431 (1984)]. Y pesikux BMnagkax, ogHaK, XOnecTepuH, NoB'A3aHnin 3 PO3BUTKOM i NporpecyBaHHAM
aTepockeposy, MoXe NiABULLYBaTUCA MiCNA BBEOEHHS NiNocoM.

Y nonepegHix OOCNIMKEHHAX, Nig Yac SKUX BMBYanacs iHaykoBaHa dhoccponinigamm mobinisauis xonectepuHy in
vivo, BuMKopucToBYBanucsa 6GaraTtowapoBi abo o6pobneHi ynbTpasByKOM fiNOCOMHI Beaukynu. Posamip ninocom e
KIMOYOBOK XapaKTEPUCTUKOKW Y KIHETULi KNipeHcy i siBnsie cobok ofHy 3 AEKiNbKOX NPUYKMH, 3 SIKMX 0OpobreHi
YyNbTPa3BYyKOM BE3WKYNW, siK odikyeTbcsi, ByayTb ABNATU cobolo ABOLAPOBY CTPYKTYpPY, HaWbinbl npuaaTtHy Ans
MOCUNEHHSAI 3BOPOTHOIO TPaHCMOPTYBaAHHSA XONecTepuHy. YrbTpasBykoBa obpobka 3aMeHWye GaraTollapoBi BE3WKymv
(MLV) go Besukyn “rpaHudHoro poamipy”’. BkasaHi cucTeMu OeMOHCTPYTh MiHIManbHU pagiyc BUMMHY, SKUA MOXe
NPUIAHATA OBOlApoBa KoHdirypauis 6e3 pospuy. Hanpuknag, ninocoma MiHIMaNsHOro poamipy 3 SIEYHOro
hochaTUanNXoniHy, Ky MOXHa ofepaTu, 3BMYaiiHO Mae y aiameTpi npmbnmaHo 30HM, Lo 4YacTo KnacudikyloTb SK
MareHbKy ogHowapoBy Besukyny (SUV). [ins gaHoro cknagy ninocoM 3BUYanHO BBaXaloTb, WO YMM MeHLIe aiaMmeTp
4YacTUHOK, TUM Oinblie HaniBnepioa X icHyBaHHA y uupkynsuii [Gregoriadis i Senior, LIFE SCI., 113:183-192
(1986)]. Takum 4YnHOM, ouikyBanocs, wo SUV, aki cknagatTbea 3 docgatmannxonivy, OyoyTe UMpKynoBaTu goBLle,
HiX Oinbw Benuki ninocomu, i, omke, ByayTe MobinisyBatn Ginblle xonectepuHy. KpiMm TOro, CTUCHEHHSI YNakoBKK
MOJekyr, sikoro 3asHatTb docdoninign y SUV (BHacnigok roctporo pagiyca BUMMHY), Aa€ HecTabinbHICTb, sika Moxe
npusoguTn Ao 3nutTa, [Hope et al.,, CHEM. PHYS. LIPIDS, 40:89-107 (1986)], a TakoX OO0 MOCUIEHHsI TeHgeHuil
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acuminioBaTuca 3 ninonpoteiHamu. [due., Hanpuknag, Scherphof et al., BIOCHIM. BIOPHYS. ACTA, 542:296-307
(1978) i Krupp et al., BIOCHIM. BIOPHYS. ACTA, 72:1251-1258 (1976)]. Takum 4nHoMm, ouikyBanocs, wo SUV 6yaytb
paeaty Ginbwe HDL-nofgiOHUX 4acTUHOK, CnpusoYn, TUM CaMuM, BIiOTOKY CTeponly 3 nepudepuyHuMX TKaHuH. Ha
NigTBEPMXKEHHS LbOro O4ikyBaHHSA ninocoMmu, wWo matTb gdiametpu 50-80HM, Ak nosigomnanocs, onTumisyBanu
mobinisauito ctepony i perpecito 6rsilok. [EBponencbka nateHTHa nyGnikauis Ne0461559 A2].

Y [nateHTi CLUA Ne5746223 (nateHT '223), oszarnaeneHomy "Method of Forcing The Reverse Transport of
Cholesterol From A Body Part While Avoiding Harmful Disruptions Of Hepatic Cholesterol Homeostasis", y
nateHTi CLLUA Ne6080422 (nateHT '422), o3arnaeneHomMmy "Methods of Angioplasty and Cardiac Catheterization", Ta y
nateHTi CLUA Ne6139871 (nateHT '871), osarnaeneHomy "Liposome Compositions And Methods For The Treatment of
Artherosclerosis", KOXHWIA 3 SKUX LINIKOM BKMAOMEHUI Yy OaHWA OOKYMEHT AK MOCWIaHHs], onncaHo (ceped iHWoro)
3actocyBaHHa LUV ana iHOyKyBaHHS 3BOPOTHOIO TPaHCMOPTYBaHHS XONECTEPUHY 3 NepudepuyHUX TKaHWH, Ons
niKkyBaHHA aTepocKrneposy, i ANs 3acTOCyBaHHA y npouenypax aHrionnacTuku.

BinbL KOHKpeTHO, [NaTeHTn '223 i '422] onucytoTb 3actocyBaHHsa LUV 3 giameTpom go 1000HM (ninocomu GinbLioro
po3Mipy MOXyTb OyTU “MeHW edeKTUBHMMK'); ¥ hopMyrli BUHaxody nepepaxoByloTbCs AiameTpu Ginblie npnbnmsHo
50, 80 a6o 100HM, a B onuci B ogHOMY BapiaHTi 34iiCHEHHA HaBoOAUTbLCA NepeBaxkHUin Aiametp 120um. Josu, wo
BBOOSATLCH, Y [naTeHTax '223 i '422] sapitotoTb Big 10 go 1600mr/kr Ha gos3y. Y 6inbll cneyudgidHMX BapiaHTax
30iiCHEHHA [o03a cknagae MeHwe 600MI/kr Ha AeHb, a B iHWMX 0cobnMBMUX BapiaHTax 3L4iMCHEHHS fo3a siBNsie coboto
Gontoc 300MI/Kr, WO BBOAMTHCA KPONIMKaM OAWH, TpU i N'ATb OHIB.

[MaTeHT '871] onucye 3actocyBaHHa LUV, wo matoTe giamerp 100-150HM, 3 nepeBaxkHUM AiameTpom 125HM.
[MaTeHT '871] Takox onucye BeBedeHHs LUV y mexax npubnmaHo 100-150mr/kr, “sBuyanHo” npubnuano Big 200 oo
750mr/kr, | “Hambinbw 3BU4anHO” npubnusHo Big 280 go 420mr/kr, npu GaraTbox BUAAX NiKyBaHHS, “3BUYaNHO
LWOTUKHS" NpoTAroM NpubnusHo 4-16 TuxHiB, “3BMYaniHO” npubnusHo 10 TuxkHiB. [MMaTeHT '871] cTBepaxye, Wo
koHuUeHTpauis LUV y Hocii Mmoxe BapitoBaTu, ane 3BMYaliHO KOHUeHTpauia byae cknagatu npubnuano 20-200mr/mn,
3BUYanHO npubnuaHo 50-150mr/mn, i, HaWGiNbLW 3BU4aHo, NPUBGAMaHo 100Mr/Mn.

HewonaesHo 6yno npoBemeHo ABa OOCHIMKEHHA 3 BUKOpUCTaHHAM ETC-588 (ninocom, BWUrOTOBMEHMX 3
1-nanemiToiny-2-oneindocdhatnannxoniHy, nareHToBaHoro npoaykty Esperion Therapeutics, Inc.). ETC-588
CEKBECTPYE XONECTEpUH Ta iHWi OOMiHHI ninign 3 CcygMHHOI | nepudepuyHol TKaHWHWM (Mpouec, BigOMUR SK
mMobinisauis), Wo NpMBOAUTb A0 CKOPOMUHYLLMX NiABWLLEHb CMPOBATKOBOIO XONeCTEpUHY, SKUIM NnoBepTaeTbcs A0
piBHiB, Wo O6ynu go BnnuBy, nicns Toro, sik ETC-588 pocTaensie CBiM BaHTaX XONECTEPUHY Y NediHky ans
nepeTBOpeHHst abo ekckpelii. Mobinizauia i perpecis ekcnepuMeHTansHoO iHAYKOBAHOMO aTepockneposy Oynu nokasaHi
Ha OOKMIHIYHMX MoAensax, B SKMX BMKOPWUCTOBYBAaNM po3Mip i cknag ninocom, Ayke nogibHun go ETC-588. ETC-588
pi3Kko MigBULLYYE BIOTIK XONECTEPUHY B OpraHiaMi Ta NOCUIIIOE LWNSXN 3BOPOTHOMO TPaHCNopTyBaHHA ninigis.

Y nepliomy JocnigkeHHi oliHoBanu 6eanevdHicTb i nepeHocumictb ETC-588 y 3gopoBunx 4o6poBorbLiB, NepeBaXXHO
npyv BUKOPWCTaHHI ogHopasoBux ao3 20, 60, 150, 300 i 600mr/kr ninocom ETC-588. Ninocomn ETC-588 (200mr/mn)
BBOOWUSN BHYTPILLHBOBEHHOW iHy3ieto 3i WweuakicTio 10Mn 3a XBUMMHY 3 BUKOPUCTaHHAM iHGy3ilHoro Hacoca. ETC-588
y nnasmi aHanisyBanu sk dgocdoninig (PL). 3aranbHuii i HeeTepudikoBaHui xonectepuH (UC) i PL BuaHaqanm
CTaHA4apTHUMK aBTOMaTM30BaHNMK crnocobamu. Cy6'ekTiB po3ninanu Ha ekcrnepuMeHTanbsHi rpyny BignoBigHo 4o cxemu
paHgomisalii. BeaneyHicTb | nepeHocHiCTb, NabopaTopHi AaHi, NOKA3HUKM XXUTTEBO BaXXNMBUX (OYHKUIA | HECNPMATNNBI
ABKMLA NigCyMOBYBAaNU y KOXHWIA MOMEHT Yacy i Ana 3miH Mixk CTaHOM [0 BBeOEHHSs | Nicns BBEAEHHS 3 BUKOPUCTAHHAM
onucoBol cTtatuctukn. PapmakokiHeTUYHI | dhapmakoguHamivHi aHi nigcymoByBanM 3 BUKOPUCT@HHAM OMUCOBOI
cTatucTuku. PesynbTaTn nokasanu, Lo, He3Baxatoum Ha Te, Lo Mobinisauis xonecTepuHy cnocrtepiranacs y BernmKkux
Mexax 003, epeKTMBHICTb BapitoBana. KpiMm Toro, y Tpbox 3 Tpbox cyb'ekTiB dyHKUioHanbHi nedviHkoBi npobu Oynn
nigsuweHi npu gosi 600Mr/kr, a y ogHoro iHouBigyyma Oyna cepilosHa HecnpuaTnuBa Nodis, Ha fKy BKasyBano
NiOBULLEHHS MEYIHKOBUX PEPMEHTIB. |HLWI HECNPMATNNBI SBULLE BKOYany rofoBHUIA Oinb, 3anamMopoYeHHsl, HyaoTy i
BTOMY. Y OpyroMy LOCHIIKEHHI ouiHoBanu 6esnedricTe i nepeHocHicTe ETC-588 y agopoBux pobposornbLiB, SKi
ofepxyBanu BCboro 4 [o3n 3 3-AeHHUMM iHTepBanamu. Besogunu gosm 100, 150, 200, 250 i 300mr/kr. Jlinocomm
ETC-588 (200mr/mn) BBOOUNM BHYTPILWHBOBEHHOW iHGY3ielo 3i wsuakicTio 10Mn 3a XBUIWHY 3 BUKOPUCTaHHSIM
iHdpysiiHoro Hacoca. ETC-588 y nnasmi aHanisysanu sk cdocdponinig (PL). 3aranbHuii i HeeTepndikoBaHNn XonecTepuH
(UC) i PL BU3Ha4anu cTaHgapTHUMKU aBTOMaTu3oBaHUMK crnocobamu. Cy6'ekTiB po3ginsanm Ha ekcnepuMeHTarnbHi rpynm
BiONOBIgHO OO0 cxemMu paHaoMmisauil. BeaneyHicTb i nepeHocHiCTb, NabopaTopHi AaHi, NMOKa3HUKKU KUTTEBO BaXKIMBUX
OYHKLIN | HecnpuaTnMBI ABMLLA NiACYMOBYBaN y KOXHUA MOMEHT Yacy i Ans 3MiH MK CTaHOM [0 BBefeHHs i nicns
BBEOEHHSA 3 BUKOPUCTAHHAM OMWCOBOI cTaTUCTMKK. PapMakoKiHETUYHI | hapMakoguHamiyHi AaHi nigpcymoByBanu 3
BUKOPUCTaHHAM OMUCOBOT CTAaTUCTMKKN. Pe3ynbTaTh nokasanu, Wwo, Mobinisauis xonectepunHy 36inblwyBanacs 3anexHum
Bif, JO3M YMHOM, Xoda edreKTMBHICTb BapitoBana. Kpim Toro, BBegeHHs 3 3-OeHHWMU iHTepBanamu BCboro 4 [os, aK
BUSIBUNOCS, BUKIMKano HebaxaHe HakonudeHHss ETC-588. Ak i y neplloMy [OCRimKeHHi, HecnpuaTnuei siBuwa
BKIHOYANM ronoBHUM Ginb, 3anamMopoudeHHs, HygoTy i BTomy. KpiM Lboro, AaHi OOChigKeHHS NpoBOAMMAM TiNbKU Ha
3[00pOBUX NauieHTax, a He Ha nauieHTax, ki MaloTb 3axXBOploBaHHA abo iHWi HebaxkaHi cTaHW opraHiamy.

TakuM YMHOM, icHye noTpeba BU3Ha4YeHHs 6e3neyHnX, ehekTUBHMX | HETOKCMYHUX A03 | CXeM BBeAEHHS Ans XBOPUX
nayieHTis, wWo 3anobiraloTe abo 3MeHwWwyloTb Oyab-siki HebaxaHi nobidHi edekTn. Kpim uboro, icHye notpeba
BU3HA4YeHHsA Oinbll ONTUManbHUX CXeM BBEOEHHS MiNOCOM ONTUMaribHOro po3Mipy Ans JiKkyBaHHS nauieHTiB, sk
CcTpaxpaloTb 3axBOptoBaHHsIMW i/abo cTaHamu opraHiamy, OMNUCaHWUMW Yy [AaHOMy [OKyMeHTi, abo iHwumMu
3axBOPIOBaHHAMU abo cTaHamu.

[aHnii BUHaxig BigHOCUTBLCA A0 (hapMaueBTUYHMX KOMMO3ULiA | cnocobiB BBEAEHHS NINOCOM, SiKi MOXYTb BKIHOYaTK
LUV okpemo abo y kombiHauii 3 MLV, SUV i/abo iHWuMK nikapcbknmmn 3acobamu, WO BUKOPUCTOBYHOTBHCA ANS
npodinakTnkM, nikyBaHHA abo BedeHHsi psagy 3axBOpoBaHb | CTaHIB opraHiamy, Bkntodaroun, 6e3 oOMeeHHs:
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apTepiocknepos, BKIoYa4n atepockrepos, dgnebocknepos abo G6yab-KkM BEHO3HWIA CTaH, NpU SIKOMY B iHTUMI abo
BHYTPILLHIA OBONOHLUi BEH YTBOPKOKTHCA ONSALWKK, WO MICTATH XonecTepuH abo iHWWIA MaTepian, roctpi KopoHapHi
CUHOPOMMW, CTeHOKapgilo, BKMYakoun cTabinbHy CTEHoKapgito i HecTabinbHy cTeHokapgilo, 3ananeHHs abo 3ananbHi
3aXBOPIOBaHHS, BKITtoYaoun, 6e3 obMexeHHs, 3ananeHHs CyavH | 3ananeHHs LKipu, 3acTiliHy cepLeBYy HeQoCTaTHICTb,
iLweMivHy xBopoby cepusi (IXC), rinepTeHsito, KOPOHapHI LUMTYHOYKOBI apUTMIi, HafLWyHOUKOBI apuUTMIi, 3aXBOPIOBaHHS
NepugepuyHnUX CyauH, CMepTenbHUIN iHgapKT Miokapaa, HecMepTerbHWUIA iHapKT Miokapaa, ilemilo, BKIoYaYu
CepLEBO-CYAMHHY ilWeMilo, ribepHauilo Miokapaa, CKOPOMMUHYLLI MOPYLIEHHS MO3KOBOrO KpoBooOiry, iwemito, He
MOB'A3aHy 3 CepLeBO-CyAVHHWM 3axBOPHOBaHHAM, BKITHOYaYM illeMidHO-penepdpy3iiHe YLUKOMKEHHs, Take K
YWKOIPKEHHA BHacnigok onepauii Ha cTerHi, onepauii Ha KomiHi, TpaHcnnaHTauia opraHieB abo PTCA, kopoHapHy
penepdysito, pecteHos, nepionepatuBHi (PCI) iwemidHi aBuwa, 3HWxkeHy noTpeby y peBackynspuvaauii, pegykoBaHy
DiNsSHKY iHhapKTy, NOPYLUEHHSA 3CIiNOCTi KpoBi, TpoMmBouuToneHito, TPoMOo3 rMUBOKUX BEH, NaHKPEeaTUT, HeanKorosbH4Yi
creatorenatnt (NASH), gniabeTudHy HeliponaTilo, peTuHonartio, XBopobnuBy pfiabeTuyHy HelponaTio, ncopias,
KPUTWUYHY  illemito  KIHUIBOK,  KynbraBiCTb, IMMOTEHUil0, pak nepegmixypoBoi  3anosu, rinepninigemito,
rinepninonpoTeiHemito, rinoanbdaninonpoTeiHemito, rinepTpurnilepuaemito, 6yab-aknii CTEHOTUHHMIA CTaH, Wo Beae Ao
ilwemivHoi nartonorii, piabet, Bkmtodatroun giaber Tuny | i Tuny I, ixTios, iHCynbT, YyTNMBI TpOMOBOLMTKW, PO3PUB
YYTNUBUX TpombouuTiB, XBOpobOy AnbureiMepa, BUPasKM HUWXKHIX KiHLIBOK, TSXKKY KOPOHapHy ilemito, niMgpomu,
KkaTapakTv, eHgoTenianbHy AMCEYHKLi, KCaHTOMU, ANCKYHKLiO KIHLEBOro opraHy, CyAWHHe 3axBOPHOBaHHSA, CYAWHHEe
3aXBOPIOBAHHSA, WO € pe3ynbTaToM naniHHs | giabeTy, 3axBOPIOBaHHA COHHUMX | KOPOHApHWX apTepin, perpec i
3MOPLLYBaHHSA BXe iCHYIouUMX Bnswok, koMGiHaLii XipypriuHnx npouenyp, Ski NpMBOAATL A0 YLWKOOXKEHHS eHgoTenito,
eHpoTenianbHe YLWKOMKEHHs BHAcNiQOK XipypridHUMX npouenyp, 3axBOPHOBaHICTb, MNOB'A3@Hy 3 CyAWHHWUM
3aXBOPIOBAHHAM, YKPUBaHHA BUpas3KaMu y MpPOCBITIi apTepill, pecTeHo3 y pesynbTaTi GanoHHO! aHrionnacTuky i
CUMNTOMU-NEPEnBICHNKNA NepepaxoBaHMX BULLE CTaHIB.

Komnoauuii i cnocobun 3a gaHMMm BMHaxXO4OM MOXHa BMKOPWUCTOBYBATW AN NiaBULLeHHs piHiB HDL, nigBuweHHs
HU3bkux piBHiB HDL, 3HMxeHHs1 piBHiB LDL, 3HWXeHHA Bucokux piBHiB LDL, TumuacoBoro nigsuwieHHs pieHiB LDL,
3HWKEHHS PIBHIB TpUrniuepnais, NigBULLEHHA abo 3HWXKEHHS PiBHS HWKUX Ninigis, nigBuleHHa cTabinbHocTi Gnawok
abo 3HMKEHHSI TMOBIPHOCTI po3puBY ORALWIOK, NiOBULEHHS abo 3HUXKEHHS BasoaunaTauil, nikyBaHHs abo npodinakTukm
3ananeHHs, nikyBaHHss abo npodinakTuKM 3ananbHUX 3axBopitoBaHb abo 3ananbHoi BignoBidi, 3MiuHeHHst abo
cTabinisauii rmagkoi MycKynatypu i CyAWHHOI iHTUMW, CTMMyRAUii BIATOKY NO3aKMiTUHHOMO XOfecTepuHy Ans
TPAHCMNOPTYBAHHA Y NeYiHKy, MOOYNOBaHHS iMyHHUX BignoBigen, mobinisauii XornecTtepuHy 3 aTepoCKNepoTUHHUX
onsawok i mogudikauii 6yab-akol MemMOpaHu, KNITUHW, TKaHWHW, OpraHa i No3akniTUHHOI AiNsHKKM i/abo CTpyKTypu, B
AKX moamdikauii cknagy i/abo dyHkuii 6ynn 6 cnpuaTnemmMK. Komnoauuii i cnocobu 3a gaHMM BUHaxoOoM TaKOX
MicTATb Y cobi MicLieBe 3aCTOCYBaHHS | 3aroeHHs paH.

BuHaxig Bkntovae cxemy OO3YBaHHSA, NPU AKWX KOHKPETHI 403K finocomM, ocobnnBo finocomM y mMexax ocobrnmemx
po3MmipiB, BBOASATb 3 KOHKPETHUMM iHTEpBanamy Yacy Ta y KOHKPETHUX [03axX AN AOCATHEHHS! 3HUXKEHHS XONeCcTepuHy
i/abo nikyBaHHS 3axBOPIOBAHHSA, Y TOM e Yac 3MeHLUyto4n abo yHUKal4Yu HecnpuaTivMBUX edekTiB abo HebaxaHuX
ecekTiB. TakuM 4YMHOM, cnocobu BBEOEHHS NINOCOM, Cnocobu 3HMKEHHA 3aranbHoro i LDL xonecTepuHy LWNsSXOM
BBeAEHHS finocom, cnocobu niaBuLleHHs piBHS abo niaBuileHHs edekTnBHOCTI HDL XonecTeprHy WNSXOM BBEOEHHS
ninocomM i cnocobu [o3yBaHHA NINOCOM Ans NauieHTiB, SKi MarTb Yy UboMy noTpeby, AeTanbHO onucaHi y aaHomy
OOKYMEHTI.

Besukynun (abo ninocommn) onTUMIsyroTb BIATIK XONECTEPUHY 3 aTEPOCKIEPOTUHHMX BNsLWOoK. Besnkynu MoxyTe O6yTn
3B'A3aHi 3 anoninonpoTeiHoM, 3BMYanHO anoninonpoteiHom Al abo All, i 4acto MiCTATb LWOHaWMeEHLWe OaWH
dochoninig, Takun sk cdocchaTnamnxonin abo dgochaTugmnriiuepmnH. Komnosunuii 3Bu4ainHo BKMAOYaKTb NiNOCOMM i
(hapMaLeBTUYHO NPUAHATHUIA HOCIA. Y nepeBaXXHOMY BapiaHTi 34iiCHEHHA JaHOoro BUHaxXo4y NinoCoMU A0 BBEAEHHS He
MICTSITb XOrecTepuHy. J1inocomu, Lo BUKOPUCTOBYIOTLCS Y HOBMX CXeMax BBEAEHHS, MOXYTb MaTh AiameTp Oyab-sikoro
po3Mipy. KpiM Lboro, ninocoMum MOXYyTb MaTu cepepgHin piameTp OyOb-akoro poamipy 3 Oyab-SikUM CTaHOapTHUM
BioXuneHHsim abo poanoginioM 3a po3mipamu.

B okpemux i nepeBaxkHUX BapiaHTax 34iiCHEHHS AaHOro BUHaxomy finocoMu MawTb cepefHin giametp Big 50 oo
250 HaHOMeTpiB (HM) 3 Oyab-SKUM CTaHOAPTHUM BigXxuneHHaM abo po3noginom 3a po3mipamu. B okpemMux nepeBaxkHuUX
BapiaHTax 34iNCHEHHs1 AaHoro BMHaxody MinocomMu MarTb cepegHin giameTp Big 50 go 250HM 3 posnoginom +50%,
nepeBaxHo, +40%. B okpemux nepeBaxHWX BapiaHTax 34iMCHEHHA OAHOro BMHaxody mMinoOCOMU MaloTb CepegHii
piameTp Big 100 go 140HM 3 OyOb-SIKMM CTaHOAPTHUM BigXureHHsM abo poanoginoMm 3a po3mipamu. B okpemux
nepeBaykHUX BapiaHTax 34iCHEHHA AaHoro BMHaxogy NinocoMu MawTb cepefHi aiametp Big 100 go 140Hm 3
posnoginom +50%, nepeBaxHo, +40%. B okpemMux nepeBakHWX BapiaHTax 34iIMCHEHHS LaHOro BMHAaxXody Minocomu
MatoTb cepenHin giameTp Big 110 go 120HM 3 ByOb-9KUM CTaHAApPTHUM BiOXUNEHHsIM abo po3noinom 3a posmipamu. B
OKpeMUX MepeBaXHNX BapiaHTax 34iMCHEHHS JaHOro BMHaxody ninocomn MatoTb cepedHin agiametp Big 110 oo 120Hm 3
poanoainom +50%, nepeBaxHo, +40%. B okpemux nepeBaxHWX BapiaHTax 34IMCHEHHS LaHoro BMHaxody Ninocomu
MatoTb cepenHin giameTp Big 100 go 200HM 3 ByOb-9KUM CTaHAApPTHUM BiOXUNEHHSM abo posnoginom 3a posmipamu. B
0cobnNMBKX BapiaHTax 34iiCHEHHSA 4aHOro BMHaxXo4y NinocoMu MakwTb cepefHin giameTp Big 100 go 110HMm, Big 110 oo
120HM, Big 120 go 130HMm, Big 130 go 140nHm, Big 140 go 150HMm, Big 150 go 160HMm, Big 160 oo 170HMm, Big 170 po
180HM, Big 180 go 190HM abo Big 190 mo 200HM, 3 Oyab-AKMM CTaHOApTHUM BigxuneHHam abo posnoginom 3a
po3Mipamu, NepeBaxkHo, 3 po3nofinom 3a poamipamu Big +40% 00 +50%. Y KOHKPETHWX BapiaHTax 3AiiCHEHHs1 faHoro
BUHaxXo4y BUKOPUCTOBYBAaHI ninocoMmn aenstoTb coboto ETC-588 (nateHTOoBaHUA npoaykT Esperion Therapeutics, Inc.).

HaBeneHi Takox cnocobu nikyBaHHSA BKa3aHWX BULLE 3aXBOPKOBaHbL i CTAHIB opraHiaMy, siki MOXXHa 3aCTOCOBYBaTU Y
TepaneBTMYHMX abo npodpinakTuyHMx uinax. Cnocobu 3BMYaMHO BKOYaOTb BBEAEHHS KOMMO3WLii 33 gaHum
BMHAxXoOOM CCaBUsIM, MepeBaXKHo, NoasaM, ki MatoTb Oyab-Ake 3 BKasaHUX BULLEe 3axXBOploBaHb abo CTaHiB opraHiamy.
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YacTto komnosuuii 6yoyTe BBOOUTUCS CepisiMM MPOTSroM BU3HadeHoro nepiogy 4acy. Komnosuuii MoxHa BBOAWUTM
nepopansHo abo napeHTepanbHO. 3Bu4alHO KoMmnoswuuii OyayTb BBOAWTUCH MapeHTepanbHo, MNepeBaxHo,
BHYTPILUHBOBEHHO, abo BBeOEHHS Moxe OyTU BHYTPILWHLOM'A30BUM, MiOWKIPHUM, HTpanepuTOHeansHUM,
iHTpaTekanbHUM, iHTpaapTepianbHUM, Yepe3 niMdaTUdHi cyauHu, Yyepes iHdy3ito, BHYTPILUHBEOCYANUHHUM i BBEOSHHAM
Yepes MoOCTiHUIA kaTeTep abo kaTeTep, BCTaHOBNEHUN Oe3nocepedHbO Nepen BBedeHHAM, 4epes Lwwnpuy abo
HarHiTaloMe BBeAeHHs. B iHWMX BapiaHTax 3OiNCHeHHs OaHOro BUHaxXomy BBEAeHHs Moxke OyTu cyGniHrBanbHUM,
TpaHcOyKanbHUM, YepeacnM3oBUM, MICLEBUM, peKTanbHWM, BariHanbHWM, iHTpaapTepianbHUM, 4YepesLKipHWM, 3a
ponomorow iHdy3ii, 3a gonomoroto wnpuya abo 3a JONOMOrOK HarHiTawyoro BBedeHHsi. B ocobnuBomy BapiaHTi
30iMiCHEHHA AaHoro BMHaxoZy KOMMO3Wuil 3a AaHWM BMHAXO4OM BBOAATH MiCLEBO AnA NpodinakTukn abo nikyBaHHS
3ananeHHs abo Sk AONOMIXHWUIA 3acib ANa 3aroeHHs paH.

Cnocobu 3a JaHM BUHaxXo4oM OXOMNMoTL BBEAEHHS MiNOCOM ofHOpa3oBok abo posaineHumu gosamu sig 20mr/kr
no 600mr/kr, nepeBaxHo, Big 50mr/kr go 600mr/kr, i, 6inbw nepeBaxHo, Big 50Mr/kr go 300Mr/Kr, nauieHTy, SKURA
Mae y upomy notpeby. B okpemomy nepeBakHOMy BapiaHTi 34iICHEHHA AaHoro BMHaxogy NiNocoMy BBOAATH
opHopasoBoto abo posgineHnmun gosamu Big 100mr/kr go 200mr/kr, nepeBaxHo, Big 150mr/kr go 200Mr/kr, nauieHTy,
AKMA Mae y uboMy noTpeby. B ocobrnmBux BapiaHTax 3AiiCHEHHSI 4AHOrO BMHaxody Be3WKyrv BBOOSTb OOHOPa3OBOO
abo posgineHumn posamu Big 110mr/kr go 120mr/kr, Big 120mr/kr oo 130mr/kr, Big 130mr/kr oo 140wmr/kr, Big
140mr/kr po 150mr/kr, Bio 150mr/kr go 160mr/kr, Big 160mr/kr oo 170mr/kr, Big 170mr/kr go 180wmr/kr, Big
180mr/kr oo 190mr/kr abo Big 190mMr/kr oo 200MI/kr, nauieHTy, SKMn Mae y LboMy noTpedy.

Y KOHKpeTHUX BapiaHTax 3diliCHeHHs AaHoro BUHaxody Be3uKynu BBOAATb OAHOpPa3oBolo abo posdineHnMn gosamu
3 ogHUM abo Ginblue iHTepBanamu, Wo cknagaloTe OAWH pa3 Ha AeHb, Yepe3 AeHb, OAWH pa3 Ha TpW AHi, OOWH pa3 Ha
YOTUPW OHi, OOWH pa3 Ha N'aTb OHIB, OAWH pa3s Ha LWiCTb OHIB, OAWH pa3 Ha TWXAeHb, OOWH pa3 Ha ABa TWXHi, OaWuH
pa3 Ha TpW TWXHi, OOWH pa3 Ha MicAub, OAWMH pa3 Ha ABa MicAui, oOvMH pa3 Ha TpW MicAui, ogWH pa3 Ha YoTvpu
Micaui, oaMH pa3 Ha N'ATb MICALUB i OOWH pa3 Ha WicTb MicauiB, O4MH pa3 Ha ciM MicauiB, oOWH pa3 Ha BicCiM
MicsliB, ogMH pas Ha AeB'ATb MicAUiB, OOUH pa3 Ha OecATb MicsLiB, OOUH pa3 Ha ogMHaguaTb MicsauiB | oauH pas
Ha pik, abo BBOOATbL iHaKlle, i3 3asganerigb BM3HAYeHUMU iHTepBanaMu 4acy npoTAroM 3asgareridb BU3Ha4YeHoro
nepiogy NikyBaHHS. Y nepeBaXKHOMY BapiaHTi 3LiNCHEHHS] 4aHOro BMHAXOAY iHTEpBan 4acy MiK Jo3amu Nig Yac Kypcy
NiKyBaHHSA ckragae oAuH pas Ha TWkaeHb. [MepeBaxHi nepiogmn NikyBaHHS ONs Kypcy Tepanii MoXyTb ckrnagaTtu 1 geHb,
2 pHi, 3 gHi, 4 pHi, 5 gHiB, 6 AOHIB, OOUH TWXAEHb, OBaA TWXHI, TPU TWXKHI, YOTUPWU TWXHIi, N'ATb TUXHIB, LWICTb
TWXKHIB, CIM TWXHIB, BIiCIM TWXHIB, OEB'ATb TWXHIB, OECATb TWXHIB, OAMHaoUAaTb TWXKHIB, ABaHagUAaTb TUXKHIB,
TPpUHagUATb TWXKHIB, YOTMPHaZUATb TWXKHIB, YOTUpKM Micaui, N'aTe MicayiB, WiCTb MicauiB, ciM Micauis, Bicim
MicaliB, OeB'ATb MicAUiB, AecaTb MicsauiB, oaMHanUsaTb MicsUiB, OAWH pik, ABa POKU, TPU POKWU, YOTMPU pokn abo
N'aTb POKIB. Y NMepeBaykHOMY BapiaHTi 3L4iNCHEHHs AaHOro BUHaxody nepion NikyBaHHS ANs Kypcy Tepanii cknagae He
Oinblwe 14 TWXHIB. B iHWKUX nepeBaxHMX BapiaHTax 3QiMCHEHHS AAHOTO BMHAXOAy NiNOCOMU BBOAOATL 3 4-7-0€HHUMU
iHTepBanamMmu 3 BUKOpPUCTaHHSM 1-4, 1-8 abo 1-14 gos, aki BBOAATL 3 KOXHUM KypcoM Tepanii. CXeMn BBEAEHHS TaKoX
BKItoYaloTe Oe3nepepBHe iHGy3ilHe mMiKyBaHHS, fike MOXe BKIHOYaTWM BUKOPUCTAHHA YOApHOI O03W, 3a KO Wae
nigTpvmytoda fosa. lMauieHTn, Skux nikylTb BKasaHMMKM KOMNO3WLUisMK | BignoBigHO [O BKasaHWX cnocobiB, MOXYTb
6yt Byab-akoro BiKy i MOXYTb MaTu ogHe abo Ginblue 3axBopltoBaHb abo CTaHiB opraHiamy, nepepaxoBaHuX Bulle,
i/abo iHWWNX 3aXBOPIOBaHbL | CTaHIB.

®ir.1A nokasye po3nogin 3a poaMipaMmu napTil BENUKMX OOHOLLAPOBMX NiNOCOM, BUTOTOBSIEHMX EKCTPY3iEt0.

®ir.1B nokasye posnogin 3a po3mipaMmu napTii BENWKUX OOHOLIEpPOBMX MiNocoM AiameTpom npubnunaHo 200HM,
BUrOTOBIIEHUX rOMOreHi3aLi€to.

®ir.1C nokasye posnogin 3a poamipamu napTii ETC-588, BUroToBneHnx ekcTpysieto.

®ir.2 nokasye piBHi NiNOCoM i HeeTepnikoBaHOrO XOnecTepuHy nicrna BBeAEHHS 403 NiNoCoM KOXHi 4 AHi.

®ir.3 nokasye piBHi NinocoM i HeeTepndikoBaHOrO XONeCcTEpPUHY NicNsa BBEAEHHSA 403 NiINOCOM KOXHI 7 OHiB.

BunaHadeHHsA

BukopuctoByBaHWi y AaHOMY AOKYMEHTI TepMiH “nikapCbKuii 3aci6” o3Hadae CUHTETUYHY ChonyKy, NpuaaTHy Ans
TepaneBTMYHOrO 3acToCyBaHHA, 6e3 3B'A3aHUX 3 Hew HocCiiB, ag'loBaHTIB, akTuBaTopiB abo kodakTopis. “Ilikapcbkuin
3aci®” He BKM4Yae HaTypanbHi abo eHgoreHHi anoninonpoTeiHn, gocdaTnannXoniH-cTepon-ayunTpaHcgepasy abo
ansbymiH. “Jlinocoma”, “Besnkyna” i “ninocomHa Be3uKyna’ 03Ha4alTb CTPYKTYPU, siki MaloTb OOOMOHKK, WO MICTATb
ninigun, B SIKMX 3HaxXoaUTbCA BHYTPILWHIA BMICT. CTPYKTYpU MOXYTb MaTh ofHy abo binblue ninigHnx obonoHOK, SKLWO He
BKa3aHo iHWe, xoda 3BMYanHO finocomun OyayTb MaTu Tinbku ogHy obonoHky. BkasaHi ninocomu 3 ogHMM LIapom y
AaHOMy OOKYMEHTI HasmBawTbesa “ogHowapoBummn”. TepmiH “LUV” BigHOCUTBCSA OO BENMKUX OOHOLIAPOBUX BE3WKY,
TepmiH “SUV” BigHOCWTBCS [0 MareHbKUX OOHOLIapoBMX Besukyn, a TepMiH “MLV” BigHocuTbes oo GaratolapoBux
BE3UKYN. BWKOPUCTOBYBaHWIA y [OaHOMY [LOOKYMEHTI TepMiH "niKyBaHHS aTepocKrepos3y” OXonsoe 34iiCHEHHS
TepaneBTUYHOrO BTPYYaHHS, $Ike NPMBOAMTE OO 3MEHLUEHHs BMICTY XONecCTepuHy LioHaliMeHLlle B OAHIN
aTepocKnepoTuyHin Bnawyi abo go npodginakTuyHoro iHribyBaHHs a6o 3anobiraHHA yTBOpeHH abo ekcnaHcil
aTepoCKepoTUHHOT BRsLKK.

[aHnii BMHaxig 6asyeTbecsl, YacTKOBO, Ha BIigKPWUTTI TOro hakTy, LIO KOHKPETHI OO03M i CXeMW BBELEHHS, SKi
BMKOPWCTOBYIOTbCA ANA AOCTaBKW IiMOCOM, OCOONUBO fiNOCOM KOHKPETHOrO po3Mipy, rpalTb FONOBHY pofb B
onTUMiI3aUiil BUAANEHHA XONeCcTepuHy 3 nepudepuvHnX TKaHWH i/abo y MeTaboniami XxonectepuHy, BuganeHoro 3
aTepoCKepoTUYHMX Brsilok BkasaHMMKU ninocomamu. HoBi cnocobu 3a AaHWM BUHAXOOOM MICTATh Y cobi NikyBaHHsS
abo npodinakTUKy 3axBopioBaHHs abo MOro CMMMTOMIB, Y TOW ke Yac 3MeHLUyo4M abo YHUKa4YM HecrnpUsiTrinBMX
edekTiB, Hanpuknag, TOKCUYHUX NoGiMHMX edhekTiB abo HebaxaHux edpekTiB. KpiM Uboro, Ha npoTvBary nonepenHim
onucae NiNOCOMHOI Tepanii, 3asBHUKM BCTAaHOBWUMK/ WO NNOCOMW MOXHa BUKOPUCTOBYBaTW ANA NpOodinakTuku,
nikyBaHHA abo BefdeHHs1 psgy 3axBOpOBaHb i CTaHIB OpraHiamy, KpiM aTepockrneposy Ta iHLWMX MoKasaHb, paHiwe
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onucaHnx anga ninocoMHoi Tepanii.

B ogHomy BapiaHTi 30iNCHEHHS OaHWiA BMHaxig MIiCTUTb y cobi cnoci6é go3yBaHHA NiNocoM nauieHTy, SKuin mae y
ubomy noTpeby; BkasaHWi cnoci® BKMYae BBEOEHHS NiNocoM 3 cepepHiMm fiameTpom 100HM, i, NepeBaXxHO, MeHLe
250HM, nauieHTy, AKUA Mae 3axXBOPKOBAHHSA, WO MOXHa IiKyBaTWM 3HUXEHHSIM XOrecTepuHy, odHopasoBoto abo
po3nineHnMn Ao3amu, WO BBOASATLCHA KOXHI 4-7 OHiB y KinbkocTi npubnuaHo Big 100mr/kr go 250Mr/kr, nepeBaHo,
npubnuaHo Big 100Mmr/kr go 200mr/kr.  MaudieHTn, aki  nNiggaTeCa  NiKyBaHHIO, MINOCOMWU, WO  NOBUHHI
BMKOPUCTOBYBATUCS 3a OAHUM BUHaxXOOOM, @ TaKOX KOHKPEeTHi A03M i CXeMu BBEAEHHSI AeTanbHO OBroBoploThCA
HMXYe.

1. NNinocomun

3asBHMKM BCTAHOBWUMM, WO ninocomn 3 cepedHim giameTpom Ginbwe 100HM i, nepeBaxHo, Big 100HM go 140HM,
Oinbw nepeBaxHo, Big 110 oo 120HM, € ONTUMANBHUMU ONA BUOANEHHA XONECTEPUHY 3 CUCTEMU. 3aranom, YyaoBy Aito
ninocoMm giametpom 6Ginbwe 100 HAHOMETPIB MOXHA MOSICHUTK FicTonorivYHol GyaoBoto nediHku. Mpu unpkynagii y
neviHui Benuki ninocomu (TyT - “ninocomun giameTtpom Ginblwe 100HM”) MOXyTb ycyBaTucs KyndbepiBCbKMMKU KRiTUHAMK,
AKi BUCTUNATL CUHYycoiganbHi oTBopu. KyndepiBcbKi KNiTUHU NepeHOCATb XoNecTepuH A0 renaTtouuTiB Ana ekckpewii
3 o4l abo ansa noeTopHO! yTunisauii. ManeHbki ninocomu (TyT - “ninocomu giametTpom MeHwe 100HM”) MOXYTb
OesnocepeqHb0 gocAratv renatouuTie 6e3 (abo 3 oOMEeXeHMMM) nonepemHix nepeTBopeHb Kyndepiscbknmun
kniTuHamu. Ockinbkn Ons ¢ikcoBaHoOi O03M MOXHa BBECTM iHQY3iel Oinblue MareHbKUX FiNOCOM, HiXK 4YacTUHOK
GinbLioro po3Mipy, Ha renaTtouMTU MOXHa rocTPo BNMMBATU BiQHOCHO BMCOKOK KOHLIEHTpaLielo MareHbKUX JinocoM i
aKyMyribOBAHOMO HWMMW XOriecTepuHy. 3afBHWKMA BCTaHOBWUNK, WO rninocomu 3 giametpoMm BiA 100HM Ao 140Hm,
nepeBaxHo, Big 110HM go 120HM, € onTUManbHUMW, OCKINBKM BOHW 3a3ganerigbe ycyBawTbes KyndepiBcbkumm
KniTMHamK i € Ginbll edhpeKTUBHUMI Y MOGini3auii XonecTepuHy, Hixk NinocoMm MeHLwworo abo GinbLIoro posmipy.

Kpim i okpemo Big posnoginy ninocom 3a po3mipamu, 3asdBHWKMA BCTAHOBUMK, O ONA XBOPUX NauieHTiB BU3HAYeHi
0031 | cXeMu BBefeHHS € binbll 6e3neyHnmm i 6inblu ehekTUBHUMMN AN NiKyBaHHA 3aXBOpoBaHb. Y AaHux cnocobax i
KOMMO3WLifAX, O BMKOPUCTOBYIOTBLCS Y BKasdaHWX crnocobax, MOXHa BMKOPWCTOBYBATM flinocoMu Gyab-akoro poamipy
abo ninocomu, WO MalTb Oyab-SKUn cepenHin giameTp 3 O6yOb-9KUM CTaHOapTHUM BiOXuneHHsM abo posnoginom 3a
po3Mipamu. [liicHo, nepeBakHo, LWob NiNOCOMU ONTMMANBHOMO PO3MIpY BUKOPUCTOBYBANWCA BiANOBIOHO 4O HOBMX CXEM
BBeAeHHs abo y Mexax nepeBaXKHWUX A03.

Y KOHKpPETHUX BapiaHTax 34iCHEeHHS OaHoro BWHaxogy ninocoMn MakTb cepefHin giameTtp Oinbwe 100HM,
HesaneXHo Big cTaHgapTHOro BiaxwuneHHs abo posnoginy 3a po3mipamu. B okpeMux nepeBaHWUX BapiaHTax
30iiCHEHHA AaHOro BMHaXogy NinocoMy MawTb cepefHin giameTp 50-250 HaHomeTpiB (HM) 3 OyOb-AKUM CTaHOapTHUM
BiOxuneHHsM abo posnodinoM 3a po3Mipamu. B okpemux nepeBaxHWX BapiaHTax 3OiMCHEeHHs OaHoro BUHaxopy
ninocomn marTb cepefHin giametp 50-250+40-50%. B okpeMux nepeBaHWX BapiaHTax 34iCHEHHA AaHoro BUHaxopy
ninocomn marwTb cepegHin giametp 100-140HM 3 Oyab-SKMM CTaHOAPTHUM BigxuneHHaMm abo posnoginom 3a
poaMipamMu. B OKpeMux NepeBarkHUX BapiaHTax 34iNCHEHHs OaHOro BMHaxogy NinocoMu MarTb cepefmHin giameTtp
100-140+40-50%. B okpemunx nepeBaxkHWX BapiaHTax 3AiliCHeHHs1 4aHOro BUHaxXo4y MinocoMU MaloTb CEepefHin AiameTp
100-140HM 3 ByOb-KMM CTaHOAPTHUM BigXMMeHHAM abo po3nodinom 3a poamipamu. B okpeMnx nepeBarkHUX BapiaHTax
3[iMCHeHHA AaHoro BUHaxomy finocoMu matoTb cepefHin giameTp 110-120+40-50%. B okpemux nepeBaxHWX BapiaHTax
30iiCHEHHA AaHOro BUHaxody finocoMn marTb cepegHin giametp 100-200HM 3 Oyab-aKUM CTaHAapPTHUM BigXWUNeHHAM
abo posnoginom 3a posMipamu. B ocobnvBux BapiaHTax 34iiCHEHHS LaHOro BUHaxody finocoMM MawTb cepenHin
piameTp Big 100 go 110HM, Big 110 go 120HM, Big 120 go 130HM, Big 130 go 140HM, Big 140 go 150HM, Big 150 o
160HMm, Big 160 go 170HMm, Big 170 go 180HM, Big 180 go 190HM abo Big 190 oo 200HM, 3 Oyab-SKMUM CTaHOAPTHUM
BiOXuneHHsM abo pos3noginiom 3a po3MipamMu, NepeBaxkHo, 3 poa3noginoMm 3a poamipamu Big +40% po +50%. Y
nepeBaykHUX OKPEMUX BapiaHTax 3OIMCHEHHS OaHOrO BUHaxody BUKOPWUCTOBYBaHI finocomMu sBnaTb coboo ETC-588
[naTeHTOBaHWIA npogykT Esperion Therapeutics, Inc.], wo matoTb cepegHin giametp Big 100HM go 140HM +40-50%
nicna BUrOTOBMEHHS.

BuHaxig posrnagae TakoX 3acToCyBaHHSA SlinocoMm 3 cepedHiM giameTpom 6Ginbwe S50HM i, nepeBaxHo, Ginblue
100HM i MeHLWwe 250HM, aki nicns BBeAeHHS NigBULLYOTL abo He NigBULLYOTL CUpoBAaTKOBI KoHUeHTpauii LDL. BuHaxig
PO3rNsAae TaKoX 3aCTOCYBaHHS NINOCOM 3 cepefHiMm AiameTpom Ginblie 50HM i, nepeBaxkHo, Ginbwe 100HM i MeHLwe
250HM, siKi Nicns BBEOEHHS 3HMXKYIOTb abo He 3HUXKYHIOTb CUPOBATKOBI KOHUeHTpauii LDL. Y geskux Bunagkax ninocomm
He OyOyTb 3B'A3aHi 3 iHLWOK MOSEKYrIo, Takow SK fikapcbkunii 3acié abo Ginok. B iHWKWX BUNagkax ninocomu 3a faHum
BuHaxodgoM 6yayTb 3B'A3aHi, o6'egHaHi i/abo OygyTb BBOAWTMCA Y KOMGiHauii 3 (1) 6Ginkamu i nentugamu,
3B'A3aHUMKM 3 NiNOCOMaMu, TakMMK SK OinKW, WO 3B'A3yoTbCA 3 Minigamuy, BKIOYaK4YM NEnTUOKW, NapaoKcoHasy,
ninonpoTein-ninasy, docdarnaun-xoniH-ctepon-aunntpaHcdepasy, Oinok nepeHeceHHs docdoninigis, Apo A-l i
MiMeTUKM abo BapiaHTh Apo A-l; (2) mManumu akuentopamu, Bkrodarun HDL, YacTUHKM CUMHTETMYHMX i/abo
pekombiHaHTHMX HDL, YacTuHKM CUHTETUYHUX i/abo pekombBiHaHTHMX HDL, BUrotoBneHi 3 anoninonpoTteiHamm Apo A-l
abo mimetukamn Apo A-l; (3) cepueBO-CYAMHHUMW areHTamu, BKOYal4nM Mani MOMEeKynu, CTaTuHW, acnipuH,
knonigorpen, 6eTa-6nokaTopu, areHTW, WO KOHTPOMOTb  LyKOp KpoBi, i/abo npotugiabeTudHi  areHTu,
aHTUMNEPTEH3NBHI  areHTW, renapwuH, HiTpat, iHriGitopn llb/lla, iHriGitopn AP, ©Geta-bnokatopu, ¢ibpaty,
OrnokaTopun KanbuieBUX KaHaniB i/abo CeKBECTPaHTW KOBYHWUX kucnoT; (4) i npotuaiabetnyHumu (i/abo Takumu, Lo
KOHTPOSIOIOTL LIYKOP KpOBI) NikapcbkuMy 3acobamu, BkMoYaloudn, 6e3 oOMeXeHHs, iHCyniH i nepoparnbHi areHTu. Kpim
TOro, BEMMUKI NiNOCOMU MOXHA BBOAUTU okpemo abo y kombiHauii 3 GaraTowapoBMMy Be3UKyrnammn i/abo ManeHbKUuMu
ofHolwapoBuMK Beankynamu. Mpuknagn Ginkie i nentuaie (Takux gk 6inku, Wo 3B'A3y0TECA 3 finigaMmu, BKoYa4m
nentuan, Apo A-l i MimeTunkn abo BapiaHTh A-l) onucani y [nateHTax CLUA NeNe 6004925, 6046166, 6037323, 6287590,
6329341 i 6265377, Aki UinKoM BKMOYEHi Yy AaHWA OOKYMEHT sik nocunanus]. MNpuknagn mManux Monekyrn, ski
mMogynotoTe pisHi HDL, LDL abo xonecTepuHy, onucaHi y [nateHTHuX 3asBkax CLUA NeNe 09/540740, 09/540739 i
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09/540738, akKi LinkoMm BKITHOUEHI Y AaHUA OOKYMEHT SIK MOCUIaHHs].

daxiBLi OUiHATE TON hakT, WO NINOCOMK Y KOMMO3ULiSX 38 AaHUM BUHaXOOOM MOXHA CUHTE3yBaTWu 3a AOMNOMOro
psgy cnocobiB, TakuMxX SIK onucaHo, Hanpuknag, y [nateHTax CLUA NeNe 4186183, 4217344, 4261975, 4485054,
4774085, 4946787, 5726157, 5746223, 5843474, 5448435, 5853402, 6080422, 6312719, 6139871, nybnikauii PCT
NeWO 91/17424, Deamer i Bangham, BIOCHIM. BIOPHYS. ACTA, 443:629-634 (1976); Fraley et al., PROC. NATL.
ACAD. SCI. USA, 76:3348-3352 (1979); Hope et al., BIOCHIM. BIOPHYS. ACTA, 812:55-65 (1985); Mayer et al,,
BIOCHIM. BIOPHYS. ACTA, 856:161-168 (1986) i Williams et al., PROC. NATL. ACAD. SCI., 85:242-246 (1988), aki
LiNkoM BKIMOYeHi y OaHUW OOKYMeHT K nocunanHs]. MpuaaTHi cnocobu BkoYaloTb, Hanpukniag, YrnbTpa3ByKOBY
00pobkKy, eKcTpysito, roMoreHisauilo nig BUCOKMM TUCKOM, MiKpodroignsauito, AeTepreHTHUA pfianis, iHOoykoBaHe
KarnbLieM 3nNUTTS ManeHbKnX NinoCoOMHUX Be3nKyn i edpipHo-iHdy3iiHi cnocobu, gobpe Bigomi daxisuysam.

3BMYaiHO HaWBINbLL 3pyYHO BUFOTOBMATU NINOCOMM LUMNSIXOM YrbTPa3ByKoOBOI 06pobKHM i LUnaxom ekcTpyaii. KopoTko,
ninig amiWwyoTe 3 GI3IONOMYHUM po3yvnHOM i Bydepom. B ogHOMy BapiaHTi 34iiCHEHHA po34uMH finigy y xnopodopmi
3MIiLLYOTh LWAAXOM 06epTaHHs | pO3YMHHKK BMOANATb Nig NocTinHMM notokoM No. 3pa3ok cyliaTb B YMOBaX BUCOKOrO
BaKyymy. OpepxaHy cyxy ninigHy nniBKy perigpaTtytoTb B 150MM NaCl i 20MM
[4-(2-rigpokcieTun)]ninepasnHeTaHocynbgoHoBIN kucroTi (Hepes, pH 7,4). 3BuyaiHo Ue aae GaratolwapoBi NinoCoMHi
Be3nkynu. OgHoLapoBi BE3UKYIM OOEPXKYOTh 3 BUKOPUCTaHHAM YrbTpa3ByKkoBoi 06pobku abo ekcTpyail.

YnbTpa3BykoBy 0BOpobKy 3BMYAWHO 34IMCHIONTE YNbTPa3BYKOBUM Ae3iHTErpaTopoM 3 HaKOHEYHUKOM, TakuM $K
yrbTPa3BYKOBUW Ae3iHTerpaTop 3 HakoHeYHWKoM Branson, Ha 6aHi 3 nbogom. 3BMYaNHO CycrneHsito nigaalTb AeKiNbKoM
LMKnam ynbTpa3BykoBoi o6pobku. EKCTpY3ilo MOXHa 34iMCHIOBATM 3 BUKOPUCTAHHAM MeMOpaHHUX eKcTpyaepiB, Takux
ak Lipex Biomembrane Extruder. BuaHadeHui poamip nop y inbTpax ekcTpyaepa Moxe AaBaTi O4HOLIapOoBI MinoCoMHi
BE3UKYNN KOHKPETHUX po3MipiB. JlinocoMn Takoxk MoOXHa ¢popMyBaTW E€KCTPY3iet 4epe3 acMMETPUHHWUIA KepamiyHWi
GinbTp, Takmi sk Ceraflow Microfilter, wo npogaetbcs Norton Company, Worcester Mass. Jlinocomn ETC-588
(naTeHTOBaHM nponykT Esperion Therapeutics, Wo y Haw 4ac npoxoAuTb KiiHiYHI BUNpoOyBaHHS) BUpPOGNSOTb
WnaAxXom ekcTpysii. CydacHuii cnoci6é BKkMoYae rigpaTyBaHHs 1-nanbMmiToin-2-oneoindgocgarngunxonivy (POPC)
I3IONOriMHUM po3dnHOM 3 cpocchaTHUM BydhbepoM i nponyckaHHs Woro vepes MeMbpaHHi inbTpy OO AOCATHEHHS
cepenHeoro giametpa npubnusHo Big 100 oo 140HM, i, Ginbl nepeBaxHO, OO AOCATHEHHS CepenHboro AiameTtpa
npubnuasHo Big 110 oo 120HM. MoxHa 3A4ificHIOBaTU OfHOpa3oBe abo YMCHEHHI MPOXOOKEHHS Yepe3 MeMOpaHHi
dinbTpU. B ogHOMY KOHKPETHOMY BapiaHTi 34iMCHEHHS JaHOro BUHaxody 3aiMcHoTE 2-10 npoxomkeHb, NepeBaxHo,
2-5 npoxomkeHb. KpiMm Toro, inbTpyBanbHi MemMBpaHn MOXyTb GyTU OAHOrO i TOro X po3Mipy abo pisHUX po3Mmipis
(TobTO, MOXe MaTK Micle rpagieHT MembpaH). OaepxaHuii NpoaykT HasnBaeTbes ETC-588. Mpuknagn BUrOTOBMEHHS
NINOCOM KOHKPETHMX PO3MIpIB LUMSIXOM eKCTpy3il onucaHi y nonepefHin [naTeHTHin 3aasui CLUA Ne60/326 032,
3apeecTpoBaHii 28 BepecHsi 2001p., sika LlinIkoM BKMOYEHa Y AaHWA AOKYMEHT SIK NOCUNaHHS].

IHWi cnocobu opepxaHHA NiNOCOM 3 TakUM e cepegHiM AiaMeTpoMm BKNOYaloTb roMoreHisadito abo
Mikpodpnoignasauito, ogHak, po3nofin YacTUHOK npu LsoMy Ginbwimnin, Aus. dirypy 1A y nopiBHAHHI 3 dirypoto 1B. Mpu
BUKOPWUCTaHHI  cydacHoi  TexHomorii  GionoriyHMin  edeKT  4acTUHOK, BUIOTOBMEHMX  TOMOreHisauieto  abo
Mikpodbntoianasauieto, BiopisHAETLCS Bif epeKTy YacTUHOK, BUFOTOBIEHUX eKCTpy3ieto. KiHeTuka KnipeHcy € aewo GinbLu
WBKMAOKOK, a nrowa nig KpuBok BUMIiptoBaHb Mobinisauii xonecTepuHy TpoXu MeHLWe, WO BKasye Ha Te, Wo AaHi
YaCTUHKN € MeHW edeKTUBHMMM Y MNOPIBHAHHI 3 eKCTpygoBaHUMMKM NinocoMamu, HaBiTb KONW TBapuHam BBOOATb
eKBiBarieHTHy o3y Ha ocHoBI Mr cdhocdoninigy/Kr.

Poamip ninocoMHUX Be3nKynl MOXHa BU3HA4YMTM METOLOM po3CitoBaHHA nceBpaoernekTpuyHoro ceitna (QELS), Ak
onucaHo y [Bloomfield, ANN. REV. BIOPHYS. BIOENG., 10:421-450 (1981), Uinkom BKIOYEHOI ¥ AaHUN OOKYMEHT K
nocunaHHs]. CepefHin giameTp niNnOCOM MOXHa 3MEHLWWUTU YNbTPasBYKoOBOW 0Opobko chopMoBaHMX JiNOCOM.
MepepuBYacTi UMK YrbTpa3ByKkoBOi 0O6pobKM MOHa 4YepryBaTh 3 ouiHkolo QELS gna KepyBaHHs eeKTUBHUM
CUMHTEe30M finocoMm. JlinocoMn MOXyTb cKrnagaTucs 3 pisHMX ninigie. 3Bu4anHo ninocomu OyayTb BMIOTOBMSATMCA 3
LLOHaMeHLWe ofHoro dhocdoninigy, 3BMYarkHO siedHoro docaTuannXoniHy, sie4Horo docthaTngnnrnileprHy,
ancteapoindgocdatnannxoniHy abo pgucteapoindocdatnaun-rmiyepuHy. barato BapiaHTiB 30iMCHEHHS OaHoro
BuHaxody OyayTb BKMouaTtu Ginblle ogHoro docdoninigy.

IHWi docdponinign, npuaaTHi ons hopMyBaHHS MiNOCOM, SIKi MOXHa BUKOPUCTOBYBATU Y KOMMO3ULUiAX i cnocobax,
ONUCaHMX Yy OaHOMYy LOKYMEHTI, BKMouYaTth, 6e3 obmexeHHsi, docchaTnannxonid, dpochaTnannriiuepuH, neunTuH,
OeTa,raMma-gunanbmiToin-anbda-neynTnH, cdiHromienid, ddochatnanncepun, dochatnaHy KACOTY, XIopuAa
N2,3-gi(9-(Z)-oktageyeHinoken))-npon-1-in-N,N,N-TpumeTnnamorito, docaTnguneTaHonamix, nisoneyunTmH,
nisochocpaTnanneTaHon-amid,  docchaTuanniHoanT, uUedbanid, kapgioniniH, uepebposnaun, AuueTundocdar,
Aioneoindocdarnannxonit, aunaneMiToindgocdaTnannxoniH, avnanbmitoin-gocdaTnaunriilepuH,
pioneoindgocdarngunriiyepuH, naneMmiToinoneocin-chocdarannxoniv, auncrteapoindgochaTngnnxoniu,
cTeapoinnanbMiToindgocdaTnaun-xonid, gunanbmitoindocdarnannetaHonamii, aucreapoindgocdaTngmnetTaHonamit,
anmipucroindocdaTngnncepuH, nioneoindocdaTuannxorsiH, oneoinnanbmitoin-cgochaTnannxonix,
nanbmiToinoneoingochaTnannxoniH, ninig, KM 3HaxoguTbCa Yy pigkoKpucTaniyHin gasi npu 37 °C, ix cymiwi i 1.n0.
Y nepeBayKHOMY BapiaHTi 30iCHEHHS JaHoro BUHaxo4y ninocomu cknagawTbes 3
nanbmiToin-oneoindocdarnaunxoniHy. Y  ninocomMax KOMMO3WULIA 3a [aHMM  BWMHAxogoM  MOXHa  TaKoX
BUKOPUCTOBYBATU Ninigun, WO He MicTATb dpocdop. OcTaHHi BKOYaoTb, Hanpuknag, creapwnamiH, gogeuunamid,
aueTunnansmiTaT, amign XUpHuX KMcroT i T.n. JlogaTkoBi ninign, npyaaTtHi ans BUKOPUCTaHHSA y JlinocoMax 3a SaHuM
BMHaxodoM, fobpe Bigomi dhaxiBusam i 3ragytoTbesa y pani Aobpe sigoMmux mxepen, Hanpuknag, [McCUTCHEON'S
DETERGENTS AND EMULSIFIERS and McCUTCHEON'S FUNCTIONAL MATERIALS, Allured Publishing Co.,
Ridgewood, N.J., siki NOBHICTIO BKtOYEHi Y Aa@HWIN OKYMEHT SIK NOCUMaHHs].

3aranom, GaxaHo, Wob ninocoMmn cknaganucs 3 ninigis, ki € pigkokpucTtaniyHumn npu 37 °C, vacTo, npu 35°C i
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HaBiTb Npu 32°C. Jlinocomn y pigKOKPUCTaniYHOMY CTaHi 3BMYalHO MpUAMaloTb XorecTepuH Ginbll eekTUBHO, HiX
ninocomun y renenofibHomy ctaHi. OCKINbKM NauieHTW 3BUYalHO MarTb BHYTPIWHIO Temnepatypy npubnusHo 37°C,
ninocomu, cknageHi 3 ninigis, ski € pigkokpuctaniyHumm npu 37°C, 3BMYaliHO 3HaXoAATLCSA Y PIAKOKPUCTamNiMHOMY CTaHi
nig Yac nikyBaHHS i, TAKUM YMHOM, ONTUMI3YHOTb BUBEOEHHSI XONECTEPUHY 3 BRSILLOK.

MepeBaxkHO, NINOCOMU, L0 BUKOPUCTOBYIOTLCS Y cnocobax i KoMnoamuisx, He MICTATb XONecTepuHy.

2. ®apmauyeBTU4HI koMnoaunwit

dapmaueBTUYHI KOMNo3uuii 3a AaHMM BUHaxXoOOM MOXYTb BKMoYaTh hapMaueBTUYHO MPUIAHSATHUMIA Hocin abo
po3pimkyBad. Y KOMNosuuii 3a AaHUMM BMHaxogoM MOXHa BMKOPWCTOBYBaTM barato dapmaueBTUYHO MPUAHATHUX
HociB. 3BMYaliHO K hapmaleBTUHHO NPUAHATHUA HOCIA MOXKHA BMKOPUCTOBYBATU (i3ionoriYHnin po3ynH. |HWi npuaatHi
Hocil BKMoYalTb, Hanpuknag, soay, Bogy 3 6ydepom, 0,4% conboBui posynH, 0,3% rmiuuMH i T.M., BKIOYaKYM
rnikonpoTeiHn ans nigeuwleHHa crabinbHocTi, Taki fk anbOymiH, ninonpoTein, rmobynid i T.n. HdaHi komnoauuil
MOHa CTepunisyBaTi 3Bu4aHMMmK, nobpe BigoMmummn cnocobamu crtepunisadii. Ogep:kaHi BogHi po34uMHU MOXYTb OyTu
ynakoBaHi Ans 3acTocyBaHHa abo npodinbTpoBaHi B acenTUYHMX YMOBaXxX Ta NiodinisoBaHi; niodinizoBaHnin npenapat
00'eQHYIOTb 3i CTEPUSIBHUM BOOHMM PO3YMHOM nepen BBedeHHsM. Komnosuuii MoXyTb MIiCTUTU dapMaleBTUYHO
NPUIAHATHI OONOMiXKHI pPeYOBUHM, HEOOXIiaHI ANa HabnuXeHHs Ao disionoriYHuX yMOB, Taki K areHTu, WO KOPUryloTb
pH, i ©ydepHi areHTU, areHTW, WO KOPUIYKTb TOHIMHICTb, i T.M., HaNpuknag, aueTaT HaTpilo, NakTaT HaTpito,
Xnopua HaTpito, chocdat HaTpito, xnopug Kanito, Xropua Kanbuito i T.0.

KoHuUeHTpauia ninocom moxe BapitoBaTU. Y KOHKPETHWX BapiaHTax 34iiCHEHHS OaHOro BMHAXo@y KOHLEHTpauis
ninocom mMoxe BapitoBat npubnusHo Big 20mr/mn go 1000mr/mn, nepesaxHo, Big 50 go 300mr/mn, G6inblw nepeBaxHo,
Big 50 po 200mr/mn, i, HaWbinbW nepesaxHo, Big 100 go 200Mr/Mn. B okpeMux nepeBaykHUX BapiaHTax 34iNCHEHHs
AaHOro BUHaxody KOHLEHTpauia ninocom mMoxe BapitoBaTv npubnusno Big 1 go 20mr/mn, Big 20 go 30mr/mn, Big 30 go
40mr/mn, Big 40 oo 50mr/mn, Big 50 mo 60mr/mn, Big 60 oo 70mr/mn, Big 70 go 80mr/mn, Bin 80 oo 90mr/mn, Big
90 po 100mr/mn, Big 100 go 110mr/mn, Big 110 go 120mr/mn, Big 120 po 130mr/mn, Big 130 go 140mr/mn, Big 140
no 150mr/mn, Big 150 go 160mr/mn, Big 160 go 170mr/mn, Big 170 go 180mr/mn, Big 180 go 190mr/mn abo Big 190
0o 200mr/mMn. Y OedAKknxX NepeBaKHWX BapiaHTax 34IMCHEHHS OaHOro BUHaxody KOHUeHTpauil OyayTe cknagatu
npubnuaHo 50mr/mn, 100mr/mn, 150mr/mn, 200mr/mn, 250mMr/mn abo 300mr/mn. daxiBui MOXyTb 3MiHIOBATW BKasaHi
KOHUeHTpaUil 4ns onTuMisauii fnikyBaHHS PisHUMK NINOCOMHUMU KOMMOHEHTaMKn abo KOHKPETHUX nauieHTiB. Hanpuknag,
KOHLeHTpaLjilo MOXHa niaBuULLYyBaTU, WOO 3HU3UTU HABAHTaKEHHS PigUHON, NOB'A3aHe 3 NikyBaHHAM. Lle moxe 6yTu
ocobnueo GaxaHWM ONns nauieHTiB, AKi MaloTb MOB'A3aHy 3 aTepoCKNepo3oM 3acTilHy cepLeBY HemocTaTHICTb abo
TSKKY rinepTeHsito. ANbTepHaTUBHO, MiNOCOMU, CKNafdeHi 3 nogpasnvMeux Ninigis, MoXHa po30aBnaTh Ons 3MEHLIEHHS
KOHLieHTpaLin, Wob 3MeHLUMTH 3anarneHHs Y MicLi BBeOEHHS.

Jlinocomn MoxyTb ©6yTW, HeoboB'A3kOBO, 3B'A3aHi 3 psgoM OinkiB i noninenTvgiB ANA NiABULLEHHST LWBWAKOCTI
nepeHeceHHss XorecTepuHy abo 30aTHOCTI NINOCOM HaBaHTaxyBaTUCA XonectepuHoM. OcobrnvMBO KOPUCHUM €
3B'A3yBaHHA anoninonpoTeiHis 3 ninocomamu. BUKOpUCTOBYBaHWIA y AaHOMY OOKYMEHTI TepMiH “3B'A3aHWii 3
ninocomamn” abo “3B'A3yBaHHSA 3 ninocomMamn” BKasye, LIO CrofykKa, sika po3rnsgaeThbCs, KOBarleHTHO abo
HeKoBaneHTHO 3B'A3aHa 3 NOBEpPXHe ninocoMum abo MICTUTbCS, MOBHICTIO abo YacTKOBO, Y BHYTPILLHIA 4acTWHI
ninocomun. AnoninonpoteiH A;, anoninonpoteiH A i anoninonpoTeiH E y 3Bu4aiiHMx Bunagkax OGyayTb HanGinbLu
KOPMUCHMMK anosinonpoTeiHaMmn Ona 3B's3yBaHHA 3 ninocomamn. BkasaHi anoninonpoTeiHn cnpusitoTe NepeHeceHHo
XOnecTepuHy i ckragHux edipis XOnecTepuHy y neYiHky ans mMeTaboniamy.
dochaTnannxoniH-creporn-ayuntpaHcdepasa TakoX € npuaatHol Ansg mMeTabonisyBaHHS BiNIbHOTO XONECTEepUHy Y
cknagHi edbipn xonecTtepuHy. Jlinocomn y hapmMaLeBTUYHUX KOMNO3ULIAX 38 4aHUM BUHaxXoOoM MOXyTb OyTu 3B'A3aHi 3
MorieKkynamm anoninonpoTeiHy Al anoninonpoTeiny Ay anoninonpoTeiHy E i
pocchaTnannxoniH-crepon-aunnTpaHcdepasmn, okpemo abo y Oyab-sikii komOGiHauii Ta MONSPHOMY CiBBigHOLUEHHI.
HopatkoBi Ginku abo iHWi HeGINKOBI MONEKYNM TakoX MOXYTb OyTW nNpuaaTHUMKU Ona 3B'S3yBaHHS 3 flinocomMamu ans
nigBuLeHHsA cTabinbHoCTi abo HaBsinnepiogy icHyBaHHs ninocoM i T.n. OCTaHHi BKNOYaoTb, HanpuKnag, XonecTepuH
3B'A3aHi 3 nonietuneHrnikonem docdoninian i raHrniosnan, cteponu, ankincynbgaTtn, 6pomia amoHito, anbOyMmiH i T.n.

Y KOHKpPETHUX BapiaHTax 34INCHEHHS JaHoro BUHaxody dhapmMaueBTUYHI KoMnosuuil Ans 3acTocyBaHHA 3a AaHUM
BMHaxodOM MOXHa BUFOTOBMATU 3BMYaWHUM CMNOCOGOM, 3 BUKOPUCTaHHAM opHoro abo 6Ginblie disionoriyHo
MPUIAHATHUX HOCIIB, BKMOYAYN HaMNoBHIOBaYi | JONOMIKHI pPeYOBUHM, K NONErwyoTs 0OpobKY aKTUBHUX CMOMyK 3
odepXaHHAM npenapartiB, siKi MOXHa BUKOPUCTOBYBATM hapMaLeBTUHHO. Y KOHKPETHWUX BapiaHTax 34ilNCHEeHHs 4aHoro
BUHaAXoAy BKasaHi komnoauuii BkrodatoTb crabinisatopu i/abo aHTMokcmpgaHTu. HanekHo BUroTOBMEHa KOMMOo3uuis
3anexuTb Big BUOpaHoro Wnsaxy BBedeHHs. JlinocomMu 3a OaHUM BMHAXo4oM MOXyTb OyTu y niodginisoBaHux dopmax,
piokmx copmax abo nopolukonodibHnx dopmax. B ocobnueux BapiaHTax 34iiCHEHHSA MiNOCOMU 3a AaHUM BUHaXOOOM
3HaXOAATLCA Y NMOPOLUKONOAIOHIN chopMi, NepeBaxHo, MiodinizoBaHi dopmi, Ginbl NepeBaXHO, Y 3aMOPOXKEHIN hopMi,
i, HANBINbL NepeBakHO, Y pPigkin hopmi.

Onsa ocobnueux BapiaHTiB 34IMCHEHHA NMINOCOMU 3a OaHUM BUHAXOOOM MOXHA BUFOTOBMATU Y BUMMSAI BOOHUX
PO34MHIB ANA iH'EKUiN, NepeBaxHO, Y isionorivHO CyMiCHUX Bydepax, Takux sk po34uH XeHkca, po3ynH PiHrepa abo
isioNorivHUA  po34vMH. [na 4epescriM30BOro BBEAEHHS Yy KOMMNO3WLil BMKOPUCTOBYIOTbL areHTW, O ChpusioTb
MPOHUKHEHHIO, AKi NiOXoOaTb ANs NPOHUKHEHHS Yepe3 BUbpaHun G6ap'ep. BkasaHi areHTu, WO cnpusaioTb MPOHUKHEHHIO,
BiooMi chaxiBuaM. Y KOHKpPETHUX BapiaHTax 3AINCHEHHs OaHoro BUHaxogy MicueBi abo YepesLKipHi komnosuuii
BKItoYaloTh cTabinizatopu i/abo aHTMOKCUAaHTH.

B iHWWX BapiaHTax 3OiNCHEHHS OaHOro BUHaxody Crofykn MOXHA BMillyBaTW y KOMMNO3WULi, SKi nerko BBOgMTU
nepoparnbsHo, WASXOM KOMBIHYBaHHSA NinocoM 3 chapMaueBTUYHO NPUAHATHUMK HociiMK, Aobpe BinoMMMK daxiBLaMm.
BkasaHi Hocii pobnaTe MOXMIMBUM BUTOTOBSIEHHSI CMOMYK 3a AaHMM BUHAXOO4oM Yy BUMMsAgi TabneTtok, nintonb, gpaxe,
Kancyn, Kancyr, WO BULUTOBXYIOTb, BUMIFOTOBMIEHUX 3 XXeNaTuHy, M'Akux abo repMeTUHYHWX Kancyr, BUrOTOBMEHUX 3
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XenaTtuHy i nnactudpikatopa, piguH, renie, cuponis, 3aBUMCEW, CyCneHsin i T.n., Ans nepoparibHOro BBELEHHS
nauieHTy, SKUA nigoaetbcs nikyBaHHw. Kpim Uboro, MoxHa pogaeatu crabinisatopu. Bci komnosuuii gna
nepoparbHOro BBeOeHHs1 NOBUHHI 6yTU y AO3yBaHHSX, NPMOATHUX ANA BKA3aHOTO LUNSAXY BBEAEHHS.

B ocobnuenx BapiaHTax 34iiCHEHHS OAHOro BMHaxo4y, MOB'S3@HWX 3 TpaHCOyKanbHUM BBELEHHAM, KOMMO3WULil
MOXYTb MaTu copMy Kpanenb, Tabnetok abo NacTUIOK, BUrOTOBMEHWX 3BUYaHUMKM cnocobamu. Jlinocomm MoxHa
BUTOTOBMATM Y hOopMi KOMMNO3WLi AN NapeHTepanbHOro BBEAEHHS LWMAXOM iH'EKUi, Hanpuknag, WnsaxoM GomocHUX
iH'ekuin abo ©eanepepBHOI iHQY3Ii, SK onucaHo Bulle. Y OeKiNbKOX BapiaHTax 34iNCHEHHs OaHoro BUHaxogy
KoMno3uuil MOXHa BBOAUTU LWsSiXoM 6esnepepBHOI iHpY3ii BHYTPILUHBOBEHHO, BHYTPILWHBOM'S30BO abo nigLwKipHO.
Komnoauuii gns iH'ekuyin MmoxyTb ByTn npeacTaBneHi y 4O30BaHMX NiKapcbkuxX opMax, Hanpuknag, B amnynax abo B
ynakoBkax Ans 6aratopasoBoro BUKOPUCTaHHS, 3 AOAAHHAM KOHcepBaHTY. Komnosuuii MoxyTb ByTH y Taknx dopmax sk
cycneHsii, posunHn abo emynbcii y MacnsHux abo BOOHMX HOCISX, | MOXYTb MICTUTWM OOMOMiIKHI areHTu, Taki Ak
areHTu, Wo cycnenayTb, cTabinisytoTs i/abo gucnepryoTb.

Kpim Toro, cycneHsii ninocoM MoXHa BUFOTOBMATW Yy BUIMSAI NPUAATHUX MaCisSHUX CyCreHsin ans iH'ekuin. BogHi
cycneHsii ans  iH'eKUin MOXYyTb MICTUTU PEYOBUHW, $Ki  NiOBULLYIOTb B'A3KICTb  CycrneHsii, Taki sk
HaTpin-kapbokcumeTmnyentonosa, miyepuH, copbit abo aekcTpaH. HeoGoB'A3KOBO, CYCMeHsis MoO)Xe TakoX MICTUTU
BionoBigHi cTabinizatopn abo areHTW, ki MNiOBULLYKOTH PO3YMHHICTL NNOCOM, WO [OO03BONSE BUIOTOBMSATH
BMCOKOKOHLIEHTPOBAHI pO34/HU

AnbTepHaTUBHO, aKTUBHWIA iHrpedieHT Moxe OyTu y nopolukonofibHin abo niodinisosaHrin dopmi gna ob'egHaHHsA
abo noBTopHoro ob'egHaHHs 3 MpUAATHMM HOCIEM, Hanpuknag, CTepunbHOO aniporeHHow BoAdok, nepen
BMKOPUCTaHHAM. CnonyKku TakoX MOXHa BUIOTOBMATW Yy BUMSAI peKTarbHWX KOMMO3ULUIN, Taknx sik cynosutopii abo
yTPUMYyBanbHi KNisMKn, Hanpuknag, ski MiCTSTb 3BUYalHI OCHOBW ANS CYMNO3WTOPIiB, Taki K Macno kakao abo iHwi
rnigepuaun.

KpiM kommnosuuid, onucaHi BuLLe MiNOCOMU TakoX MOXHa BWUFOTOBMATW Yy BWMsQi npenapaTy geno. BkasaHi
koMnoauuil Tpusanoi gii MoxHa BBOAUTU LWINAXOM iMNNaHTauil (Hanpuknag, NigwkipHo abo BHYTPILWHBEOM'A30B0O) abo
LUMAXOM BHYTPILIHBEOM'A30BOI iH'ekyil. Tak, Hanpuknag, Cnofykun MOXHa BMillyBaTW y KOMMNO3uUil 3 BignoBigHUMMK
nonimepamn abo rigpohobHUMKN MaTepianamu, abo iIOHOOOMIHHMMK cMonamMu, abo NOMIPHO PO3YUHHUMU NOXIOHUMN.

dapmaleBTUYHI KOMMO3ULIT TakoX MOXYTb MICTUTWM npuaaTtHi TBepai abo renenogibHi Hocii abo HamoBHioBaui.
Mpuknagn BKasaHWX HOCIiB abo HanoBHIOBaYiB BKtoYaloTh, 63 oOMexeHHs, kapboHaT KanbLito, dhocdat KanbLito, pisHi
LYKpW, KpoxXmarb, NOXigHi Lentonosau, XenaTtuH i nonimepu, Taki sk nosieTuneHrnikoni.

3. Cnocobu npodhinakTukn, nikyBaHHS abo BeOeHHS BU3HAYEHWX 3aXBOPKOBaHb Ta IHWWX CTaHiB OpraHiamy 3
BMKOPUCTaHHAM finocoMm

OnuncaHi Takok cnocobu npodinakTukn, nikyBaHHa abo BegeHHs psidy 3axBOpOBaHb i CTaHiB opraHiamy
BKItovatoun, 6e3 obMexeHHs: apTepiocknepos, BKoYalun atepocknepos, dpnebocknepos abo 6yab-akMin BEHO3HUIA
CTaH, Npu AKOMY B iHTUMi abo BHYTpIWHI 0BOMOHLi BEH yTBOPHOKTLHCA ONALIKK, WO MICTATb XonecTepuH abo iHLWKni
MaTtepian, roctpi KOpoHapHi CUHOPOMM, CTEHOKApAilo, BKMYaoun cTabinbHy cTeHoKapdito | HecTabinbHy cTeHokapgito,
3anarneHHs abo 3anarnbHi 3aXBOPIOBaHHS, BKIoYatodn, 6e3 obMeXeHHs, 3anarneHHsi CyauH i 3ananeHHs LIKipu, 3acTinHy
cepueBy HedoCTaTHICTb, iwWeMivHy xBopoby cepus (IXC), rinepTeHsito, KOpOHapHI LWYHOYKOBI apuUTMIil, HagLWyHOUKOBI
apuTMii, 3axBOpOBaHHA NepudepuHHNX CyauH, CMepTENbHUIA IHGapKT Miokapaa, HecMepTerbHUIA iHhapKT Miokapaa,
iLeMilo, BKMOYaYN cepLeBO-CYaMHHY ilemito, ribepHauito Miokapaa, CKOPOMUHYLLI NOPYLLEHHS MO3KOBOMO KpoBoobiry,
iLeMilo, He NOB'A3aHy 3 CEepLEBO-CYAMHHIM 3aXBOPHOBAHHSM, BKMOYaOUN ilLEMIYHO-penepdy3iliHe YILKOMKEHHS, Take
AK YWKOMKEHHA BHaACNiQOK onepauii Ha cTerHi, onepauii Ha KoniHi, TpaHcnnaHTauis opraHiB abo 4epesLukipHa
BHYTpilWHbOMpocBiTHa aHrionnactuka (PTCA), kopoHapHy penepdysito, pecteHos, nepionepatusHi (PCI) iwemiyHi
ABULLE, 3HWXKEHY noTpeby y peBackynspusauil, peaykoBaHy LINAHKY iHApPKTy, MOPYLIEHHS 3CiNocTi Kposi,
TpombBouMTONEHIlo, TpombBo3 MMOOKMX BEH, NaHKpeaTWUT, HeankorofbHWW cTeatorenatut (NASH), piabeTnuyHy
HelponaTilo, peTMHonaTio, XBOpobnMBY AiabeTWyHy HelponaTiio, ncopias, KpUTUYHY ilemito KiHUIBOK, KyrbrasicTb,
iMNOTeHUlo, pak nepegmixypoBoi 3anosun, rinepninigemito, rinepninonpoTeiHemito, rinoansdaninonpoTeiHemito,
rinepTpurniuepuaemito, 6yab-akuii CTEHOTUYHUIA CTaH, WO Bede Ao iwemivHoi natonoril, giabet, Bkrovatroun giabet
Tany | i Tuny I, ixTios, iHCynbT, 4yTAMBI TpOMOOLMTM, PO3PUB HYTIMBUX TpoMOOLMTIB, XBOpoOy Anburerimepa
BUPA3KN HWKHIX KiHLIBOK, TSXKKY KOPOHapHy ilweMmito, niMcbomun, KatapakTv, eHgoTenianbHy OWCYHKLi0, KCaHTOMW,
AVNCKhYHKLiIO KiHLEBOro opraHa, CyQUHHe 3axBOPIOBaHHS, CYAMHHE 3aXBOPIOBAHHSA, WO € pe3ynbTaToM naniHHA i
piabeTy, 3axXBOPIOBAHHSA COHHUX | KOPOHAPHWUX apTepil, perpec i 3MOpLLyBaHHS BXe iCHylo4MX Onawok, kombiHauil
XipypriyHMX npouenyp, ki NpUBOASATL A0 YLIWKOAXKEHHS eHOoTenito, eHaoTenianbHe YWKOOXKEHHS BHACHIAOK XipypriYHUX
npolenyp, 3axBOPIOBaHICTb, MOB'A3aHy 3 CYAWHHWM 3aXBOPIOBaHHSIM, YKPUBaHHSA BUpaskamu Yy MpOCBITI apTepin,
pecTeHo3 y pe3ynbTaTi 6anoHHOT aHronnacTMkn i CMUMNTOMU-NEPENBICHNKN NepepaxoBaHnX BULLE CTaHIB.

Komnoauuii i cnocobun 3a gaHMMm BMHaxXo4OM MOXHa BMKOPUCTOBYBATW AN NiaBULLeHHs piHiB HDL, nigBueHHs
HU3bkux piBHiB HDL, 3HMWkeHHs1 piBHiIB LDL, 3HWXeHHs Bucokux piBHiB LDL, TumyacoBoro nigsuwieHHs pieHiB LDL,
3HWKEHHS PIBHIB TpUrniuepuais, NigBULLEHHA abo 3HWXKEHHS PiBHS HWKUX Ninigis, nigBuleHHa cTabinbHocTi Gnawok
abo 3HMXKEHHSI TMOBIPHOCTI po3puBY ORALIOK, NiOBULEHHS abo 3HUXKEHHS BasoaunaTauil, NikyBaHHs abo npodinakTukm
3ananeHHs, nikyBaHHs abo npodinakTukM 3ananbHUX 3axBoptoBaHb abo 3ananbHoi BignoBidi, 3MiyHeHHst abo
cTabinisauii rmagkoi MycKynatypu i CyAWHHOI iHTUMW, CTMMyRNAUii BIATOKY NO3aKMiTUHHOMO XOfecTepuHy Ans
TPAHCMNOPTYBaHHA Y NeYiHKy, MOOYNoBaHHS iMyHHMX BignoBigen, mobinisauii XornecTtepuHy 3 aTepoCKNepoTUHHUX
onsawok i Mmogudikayii Oyab-akoi MemMOpaHu, KNITUHW, TKaHWHW, OpraHy i No3akniTUHHOI LinsaHKK i/abo CTpyKTypu, B
aKkux moamdikauii cknagy i/abo dyHkuii 6ynnm 6 cnpusaTiMeumMn. Komnoauuii i cnocobun 3a gaHuM BUHaXOOOM TaKoX
MicTATb Y cobi MicLieBe 3aCTOCYBaHHS | 3aroeHHs paH.

Cnocobun 3BMYaNHO BKMOYATL BBEAEHHS FiNOCOMHOI KOMMO3Wuii ccaBLeBi, NepeBaxkHoO, NOAWHI, sika Mae
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3axBOpOBaHHA abo CTaH; NinocoMHa KOMMO3ULiA BKMoYae NinocomMu, WO MawTb cepeaHin giameTtp Oinbwe 100HM,
nepeBaxHo, Big 100HM oo 250HM, nepeBaxHo, Big 100 o 14 Hwm, i, Ginbw nepesaxHo, Big 110 go 120HM. B ocobnueux
BapiaHTax 34iNCHEHHs OaHOro BMHaxogy ninocomu, siki BBoAsATb cyb'ektam, MawTb cepefHin fgiametp Big 100 go
110uMm, Big 110 oo 120HMm, Big 120 no 130HMm, Big 130 go 140um, Big 140 oo 150uMm, Big 150 oo 160HM, Big 160 no
170HMm, Big 170 go 180HM, Big 180 go 190HM abo Big 190 oo 200HM. Y 6inbll nepeBakHOMY BapiaHTi 3QiMCHEHHS
OaHOro BUHaxony BUKOPWUCTOBYBaHI ninocomu sBnsTe coboto ETC-588 [naTeHToBaHWi npodykt Esperion
Therapeutics, Inc.], wo MawTb cepegHii giametp Big 100 go 140HM, nepesBaxHo, Big 110 go 120HM, nicns
BMTOTOBJIEHHS.

JaHi cnocobun € ocobnvBo NpuAaTHUMU ANA NiKYBaHHA aTepOoCKNepOTUYHNX YLLIKOMKEHb, @ TakoX nepepaxoBaHnx
BULLIE 3aXBOPIOBaHb i CTaHIB OpraHiamy, noe's3aHuMx 3 NiNigHUMK NopylueHHsMKU. B ogHomy ocobnuBomy BapiaHTi
3giicHeHHA crnocobu 3a AaHMM BUHAXoO4oOM MOXYTb MpoddinakTuyHO iHribyBatn abo 3anobirat yTBOpeHHWw abo
eKCNaHCil aTepocKNepoTUHHUX OMALIOK, 3MeHLlyBaTW BMICT XOFeCTepuMHy B aTepoCKrepoTWYHMX Gnswkax i/abo
3MeHLLyBaTK 00'eM aTepoCKNepOTUYHUX OMSALIOK i, OTXKe, CTYMiHb Oyab-akoi oBCTpyKUil NPOCBITY CYAWHW. 3MEHLUEHHS
ob'emy Bnawok 6yae 3BnYanHo cknagatu woHarmeHwe 5%-30%, 4Yacto 50%, i, y Aeaknx sunagkax, 75% abo GinbLue.
BmicT xonecTepuHy 3BMYalHO Oyae 3MeHwyBaTucs LWoHanMeHwe Ha 10%-30%, 4acto Ha 30-50%, i, y peskux
BMnagkax, Ha 75%-85% abo Ginblie. XonecTtepuH moxe OyTn MobinizoBaHWi 3 GNSALWOK SK NPsSIMUM BigTOKOM Yy
ninocomu, Tak i y NiNONPoTEIHN, SIKi 3rooM NepeHOCATb XONeCcTepuH y ninocoMu. Y Mipy nepeHeceHHs XonecTepuHy y
ninocoMn 3 MiNONPOTEiHIB, NMINONPOTEIHN MOXYTb 3HOBY OLEPXKYBATU XOMECTepMH 3 OnswoK. 3BMYaHO, KOmu
XOnecTepuH ogepXaHui 3 ninonpoTeiHiB, BiH nepeHocuTbes 3 HDL.

Cnocobn MOoXHa BUKOPUCTOBYBaTW ANA NiKyBaHHS aTepoCKeposdy, a TaKoX iHLOro 3aXBOPKBAHHA | CTaHiB
opraHiaMy y psgy TBapuH Ta y pafi KPOBOHOCHMX CyAWH. 3BMYalHO TBapuHoto Byde noguHa, xoda npumatu, sk He €
noguHot, cobaku, KOTU, FPU3YHW, KOHI, KOPOBM i T.M. TaKOX MOXYTb NiKyBaTMCA cnocobamy 3a faHWM BUHaXoOoM.
ATepockrepo3 6yab-skoi KPOBOHOCHOI CyAWHM, Takoi ik aopTa, COHHi apTepii (3aranbHa, BHYTPIWHA i 30BHIWHSA),
KopoHapHi apTepii, ©pwxoBi apTepii, HupkoBi apTepii, knybosi apTepii, nigkoniHHi apTepii i T.N. MOXHa
nikysaTn cnocobamu 3a gaHuM BUHaxogom. [NogibHo o upboro, dgpnebocknepos abo Oyab-SKUA BEHO3HUIA CTaH, npu
AKOMY B iHTUMi abo BHYTPILLHIA OOOMNOHLi BEH YTBOPKOKTLCA GSLWKM, WO MICTATb XonectepuH abo iHWWiA matepian,
MOXHa nikyBaTu crnocobamu 3a AaHMM BUHaxomoM. Jliogou, sKMX MOXHa NiKyBaTu, BKIOYaTb AiTel MOMogLoro
OOLKINbHOro i WKiNbHOro BiKy, NIAMITKIB, AOpPOCNUX i MIiTHIX fogen, SkuxX paHiwe He nikyBanu abo fkuMX paHiwe
nikyBanu 3 npusofy 3axBOpOBaHb, NOB'A3aHMX 3 XxorectepuHoM. Crnocobu 3a AaHUM BUHAXOOOM TaKoX BKIOYaloTb
NikyBaHHA nauieHTiB [0, Nig 4ac i nicns onepaTtMBHUX BTPy4YaHb, @ TaKOX NaUieHTIB, AKi MaloTb KOHKPETHI
3axXBOpPIOBaAHHS abo CTaHW opraHiamy, onucaHi y OaHOMY OOKYMEHTI, i/abo iHWIi 3aXBOPIOBaHHSA i CTaHW, HE onucaHi y
AaHoMy OoKyMeHTi. B ocobnmBux BapiaHTax 3AifiCHEHHs 4aHOro BYHaxo4y Cnocobu BKIOYaoTb BBEAEHHS MiNOCOMHUX
KOMMNO3uUii, OnucaHWx Yy AaHOMy [OOKYMEHTI, nauieHTam, $Ki CTpaxgalTb apTepiocKnepo3oM, BKYakoun
aTepockrepos, dnebocknepos abo Oyab-SKMN BEHO3HWW CTaH, Npu SKOMY B iHTUMI abo BHYTPIWHIA 0GOMOHUI BeH
YTBOPKOOTECA OnsALWKKM, WO MICTATbL XOnecTepuH abo iHWWWA maTepian, rocTpi KOpoHapHi cMHOpOMU, CTeHokapgito,
BKJtOYatoumM cTabinbHy cTeHokapgito i HecTabinbHy cTeHokapailo, 3ananeHHs abo 3anarnbHi 3aXBOPIOBAHHS, BKITHOYaoUH,
6e3 obMexeHHs, 3ananeHHs CyauH i 3ananeHHs LKipW, 3acTiiHy cepueBYy HedoCTaTHICTb, ileMmidHy xBopoby cepus
(IXC), rinepTeHsito, KOPOHapHi LUNYHOYKOBI apMTMIil, HagLWyHOUKOBI apuUTMIl, 3axXBOptOBaHHA NepUdepu4HUX CyauH,
CMepPTENbHWIA iHhapKT Miokapaa, HecMepTerbHUIA IH(apKT Miokapaa, ilWemito, BKIYaYn CepueBO-CyANHHY ileMito,
ribepHauito Miokapaa, CKOPOMUHYLLI MNOPYLUEHHS MO3KOBOrO KpoBooOiry, iemito, He NOB'A3aHy 3 CepueBO-CYAUHHUM
3aXBOPIOBAHHSAM, BKIHOYaOYM ileMivHo-penepdysiHe YLIKOLKEHHS, Take K YLKOMKEHHA BHacnigok onepauii Ha
CTerHi, onepadii Ha KoniHi, TpaHcnnaHTauis opraHie abo PTCA, kopoHapHy penepdysito, pecTteHos, nepionepaTuBHi
(PCI) iwemivHi aBULa, 3HWKEHY NoTpeby y peBackynspuaauil, peaykoBaHy AINSHKY iHpapKTy, NOPYLUEHHS 3CinocTi
KpoBi, TpombouuToneHito, TpoMOO3 MUOOKUX BEH, NaHKpeaTuT, HeankoroneHuin creatorenatut (NASH), giabetndny
HelponaTilo, peTMHonaTio, XBOpobnMBY AiabeTWyHy HelponaTiio, ncopias, KpUTUYHY ilemito KiHUIBOK, KyrbrasicTb,
iMNOTeHUlo, pak nepegmixypoBoi 3anosun, rinepninigemito, rinepninonpoTeiHemito, rinoansdaninonpoTeiHemito,
rinepTpurniuepuaemito, 6yab-akuii CTEHOTUYHUIA CTaH, WO Bede Ao iwemivHoi natonoril, giabet, Bkrovatroun giabet
Tany | i tuny Il, ixTios, iHCynbT, 4yTnMBI TpOMOOLMTM, PO3PUB HYYTIMBUX TpomOOLMTIB, XBOpoOy Anburerimepa,
BUPA3KN HWKHIX KiHLIBOK, TSXKKY KOPOHapHy ilweMmito, niMcbomun, KatapakTv, eHgoTenianbHy OWCYHKLi0, KCaHTOMW,
AVNCKhYHKLiIO KiHLEBOro opraHy, CyAWHHE 3axBOPIOBaHHS, CYOUHHE 3aXBOPIOBAHHSA, WO € pe3ynbTaToM ManiHHA i
piabeTy, 3axXBOPIOBAHHSA COHHUX | KOPOHAPHWUX apTepil, perpec i 3MOpLLyBaHHS BXe iCHylo4MX Onawok, kombiHauil
XipypriyHMX npouenyp, ki NpUBOASATL A0 YLIWKOAXKEHHS eHOoTenito, eHaoTenianbHe YWKOOXKEHHS BHACHIAOK XipypriYHUX
npolenyp, 3axBOPIOBaHICTb, MOB'A3aHy 3 CYAWHHWM 3aXBOPIOBaHHSIM, YKPUBaHHSA BUpaskamu Yy MpOCBITI apTepin,
pecTeHo3 y pe3ynbTaTi 6anoHHOT aHronnacTMkn i CMUMNTOMU-NEPENBICHNKN NepepaxoBaHnX BULLE CTaHIB.

JlinocoMHi komno3uuii 3a AaHMM BMHaxXo4OM TaKOX MOXHa BBOAUTM NauieHTam Ang nigsuweHHs pisHiB HDL,
nigBULLEHHA HU3bkuX piBHIB HDL, 3HMWXeHHs1 piBHiB LDL, 3HWXeHHs BUcokux piBHiB LDL, TMM4acoBoro nigBuLLEHHS
pieHiB LDL, 3HW)XXeHHA piBHIB Tpurniyepuais, nNigBULEHHA abo 3HWKEHHS piBHA HWMX ninigie, nigBuLeHHS
cTabinbHOCTI Gnswok abo 3HMKEHHA MMOBIPHOCTI po3puBYy OnsILLOK, MiOBMLLEHHS abo 3HWXEHHs BasogunaTtauil,
nikyBaHHA abo npodinakTUKW 3anarneHHs, NikyBaHHa abo npodhinakTukn 3ananbHUX 3axBoptoBaHb abo 3ananbHol
BignoBiai, 3MmiuHeHHss abo crTabinizauii rmagkoi Myckynatypu i CYQMHHOI iHTMMKW, cTuMynsauii  BigToKy
NO3aKMITUHHOIO XOrecTepuHy AONns TPaHCMOPTYBAHHS Y MediHKy, MOOyMoBaHHS iIMyHHWUX Bignosiger, mobGinisauil
XONECTEPMHY 3 aTepocKnepoTUYHUX Onawok i moaudikauii Oygb-skoi MemMOpaHW, KNITUHW, TKaHWHW, opraHy i
NO3aKMiTUHHOI AiNsiHKKM i/abo CTpykTypu, B SIKMX Mogudpikauii cknagy i/abo dyHkuii ©ynm 6 cnpustnveumu,
Komnoauujii i cnocobu 3a 4aHM BUHaXO4oM TaKoX MICTSTb Y cobi MicLieBe 3aCTOCYBaHHS | 3aroeHHs paH.

Cnocobn 3a JaHMM BUHaxoOoOM TakoX € NpuaaTHUMKW Ana npodpinakTuyHoro nikyBaHHs, ocobnueBo ans
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nonepemkeHHs peunaney abo ycknagHeHb Y NauieHTiB, ki BMOYXYHOTb Nicns iHBa3MBHUX npouemyp Ha cyauHax.

LinsHKW CyauH 3 YLWKOAXKEHUM eHOOTENIEM NigaaTbes NiaBULLEHOMY PU3UKY YTBOPEHHSI aTePOCKNEPOTUYHUX BRALLIOK.
TakuM YMHOM, iHBA3WBHI NpoUEdypy Ha CyguHax, Taki ik KOpOHapHa aHrionnactuka, obxigHe LWyHTyBaHHs CyauH Ta
iHWIi npouenypw, WO YLWKOMKYIOTh eHgoTenianbHUA Wap CyauH, MOXHa BUKOHYBaTW Y MOEAHaHHI 3i cnocobamu 3a
AaHuM BuHaxodoM. OCKiNbKU iHBa3WMBHI Mpouedypy YWKOMKYOTb eHOoTenin, ninocoMy AiloTb LWNAAXOM BUOANEHHS

XONeCTEPUHY 3 YLIKOIKEHO! AiNAHKK Ta iHriGyoTb abo 3anobiratoTe YTBOPEHHO abo ekcnaHcii GrswokK nig Yac 3aroeHHs
eHgoTenito.

lnepninigemii TakoXx MoxHa nikyBaTu cnocobamn 3a OaHMM BMHaxodoM. BBegeHHsi ninocom, okpemo abo
3B'a3aHMMKM 3 anoninonpoteiHom Al i anoninonpoteiHom All, anoninonpoTeiHom E, iHAuBigyymam, siki mMaloTb
rinoanbganinonpoTeiHeMil0 NpupomkeHoro abo HabyToro NOXOMKEHHS, crnagkoBy KOMOGIHOBaHy rinepninigemito i
cnagkoBy rinepxonecTepuHeMito, SBnsie co60O KOPUCHE TiKyBaHHS.

INinocomu, ski BBogATb y cnocobax 3a gaHMM BUHaxodoM, OyayTb ckrageHdi 3 ninigis, sk onucaHo suwe. Jlinign
OyoyTb 3BMYalHO y pigkokpucTanivyHomy ctani npu 37°C. Jlinign Takox 6yayTb 3BUYaMHO BKMOYATU oaunH abo Ginblue
doconinigie, y aeskux sunagkax, docdaTnannxoniH abo dochatngmnrniyeprH, xoda ninocoMmm MoxyTb OyTu
cknageHi 3 6aratbox iHWKX NiNigie, NPUKNagn SKUX onucaHi BuLle.

INinocomn MoxHa BBOAUTWM GaraTbMa wnsxamu. Hanpuknag, koMnosuuii MoXHa BBOAUTWU NepopanbHo abo
napeHTepanbHo. 3BMYalHO KomMnosuuii OyayTe BBOOAUTW MNapeHTepanbHO, NEPEBaXHO, BHYTPILWHbOBEHHO, abo
BBEOEHHS MOXe OyTW BHYTPILUHBOM'S30BUM, MNIALWKIPHWM, iIHTpanepuToHearnbHUM, iHTpaapTepianbHUM, iHTpaTekansHUM,
Yepes NiMdaTyHi cyauHn, iHTpaBackynspHuM. BBedeHHs Moxe 3giicHioBaTMCa Yepes NocTilHWI kaTeTep abo kateTep,
BCTaHOBNEHU 6e3nocepenHbo nepen BBEAEHHSIM, Yepes iHy3ilo y BEHY NOMMO, Yepes iHdy3ilo y BeHy wnpuuomM abo
Yepes iHGy3ilo y BEHY HarHiTalo4MM WNpUMUoM. B iHWKMX BapiaHTax 34iNCHEHHS [aHOro BUHaxony BBEOEHHS Moxe OyTu
cybniHreanbHUM, TpaHCOyKanbHUM, Yepescrii3oBUM, MICLLEBUM, PeKTanbHWM, BariHarbHUM abo uJepeswwkipHum. B
ocobnuBoMy BapiaHTi 3AINCHEHHS [aHoro BMHaxo4y KOMMO3uWuii 3a AaHMM BUHaxogoM BBOAATbH MicueBo aAns
npodpinakTukm abo nikyBaHHA 3ananeHHs abo K JONOMIKHWIA 3acié ONs 3aroeHHA paH. Y nepeBaxHWX BapiaHTax
30iiCHEHHA OaHoro BUHaxogy ninocomu 6yoyTb BBOOMTU BHYTPILWHBOBEHHO. YacTo ninocomu 6yayTe BBOAWUTU Y BENUKY
LUEHTparibHy BEHy, TaKy SK BEPXHA MOPOXHWHA BeHa abo HWXKHS MOPOXKHUCTA BEHa, WO [03BOSISIE BBOOMTU
BMCOKOKOHLIEHTPOBAHI PO3YMHM Y CYAWHW BeNMKoro o6'eMy i KpoBOTOKY. JTiNOCOMM MOXHa BBOOMTW iHTpaapTepianbHO
po, nig Yac abo nicns npouenyp Ha CyavHax, Ana OOCTaBKW BUCOKOI KOHLUEHTpauil 6e3nocepenHso B ypaXKeHy CyauHy.
Jlinocomn MoOXe TakoX BBOOAUTKU Xipypr MicueBo, 6eanocepedHbO Yy CYAWMHM, Nig Yac BiOKPUTOro onepaTuBHOro
BTPYyYaHHs. Y Oeskux BUnagkax ninocoMum MoxHa BBOAUTU nepoparibHo abo YepesllkipHUM Wwisaxom. Jlinocomu MoxHa
TaKOX iHKOPMOPYBAaTN Y CYAUHHI CTEHTU AN TPUBASIOro BUBINIBHEHHS Micns X BCTAHOBNEHHS. Lle ocobnneo edhekTnBHO
ONsi @aHMoNacTUYHOTO NiKyBaHHA PECTEHO3Y YLIKOAXKEHb Y KOPOHaPHUX apTepisix.

B ocobnueBmx BapiaHTax 3giiCHEHHS NINOCOMHI  KOMMO3uuii 3a [aHMM  BMHAXogoM MOXHA  BBOAWUTWU
BHYTPILLHBOBEHHO, NEPEBAXKHO, Yepes iHPY3iNHUIA Hacoc, 3i WBMAKICTIO NpubnuaHo: 1-2mn/xe, 2-3mn/xB, 3-4Mmn/xs, 4-5
MI/XB, 5-6mn/xB, 6-7mn/xB, 7-8Mmn/xB, 8-9mn/xB, 9-10mn/xB, 10-11mn/xB, 11-12mn/xB, 12-13mn/xB, 13-14mMn/xs,
14-15mn/xB, 15-16mn/xB, 16-17mn/xB, 17-18mn/xB, 18-19mn/xB, 19-20mn/xB, 20-30mn/xB, 30-40mn/xB, 40-50mMn/xB,
50-60mn/xB, 60-70mn/xB, 70-80mn/xB, 80-90mn/xB abo 90-100mn/xB; abo 3 iHWOW, 3asganeridb BU3HA4YeHoH,
WBKUAKICTIO BBemeHHA. B ocobnuBo nepeBaxHOMY BapiaHTi 3AINCHEHHS NINOCOMHI KOMMNO3UUil 3a JaHUM BUHAXOLOM
BBOOSTb BHYTPILUHLOBEHHO Yepes iHY3iHWI Hacoc, Yepes LWNpUUEBUA Hacoc, |V KpannvHHe BHYTPILHbOBEHHE
BNMBaHHA i/abo LWBMAKE KpanfMHHE BHYTPILUHBEOBEHHE BrMBAHHSA 3i WBWMAKICTIO NpubnuaHo 10Mn/xe. B iHWomy BapiaHTi
30iICHEHHA MiNOCOMHI KOMMNO3uWLii 38 AaHMM BWHaxXoO4OM MOXHa BBOAMTW 3a AONOMOrol anapaty Ana Aianisy abo
adepesy.

B iHWNX KOHKPETHMUX BapiaHTax 34iiCHEHHA A4aHOro BUHaxody KOHLEHTpaLis NinocoM Ans BHYTPILLUHBOBEHHOI iHAYaIi
abo iHWoi chopMyn BBemgeHHA MoXe ckrnagath npubnuaHo: 1-10mr/mn, 10-20mr/mn, 20-30mr/mn,  30-40mr/mn,
40-50mr/mn,  50-60mr/mn, 60-70mr/mn,  70-80mr/mn,  80-90mr/mn, 90-100mr/mn,  100-110mr/mn,  110-120mr/mn,
120-130mr/mn,  130-140mr/mn,  140-150mr/mn,  150-160mr/mn,  160-170mr/mn,  170-180mr/mn,  180-190mr/mn,
190-200Mr/mn,  200-210mr/mn,  210-220mr/mn,  220-230mr/mn,  230-240mr/mn,  240-250mr/mn,  250-260mr/mn,
260-270mr/mn,  270-280mr/mn,  280-290mMr/mn,  290-300mr/mn,  300-310mr/mn,  310-320mr/mn,  320-330mr/mn,
330-340mr/mn, 340-350mr/mn, 350-360mr/mn, 360-370mr/mn, 370-380mr/mn, 380-390mr/mn abo 390-400mr/mn; abo
iHWa, 3asfanerigb BU3Ha4YeHa KOHLEHTpaUis. Y nepeBaXkHOMY BapiaHTi 34iiCHEHHS OaHOro BUHaxody KOHUEHTpalis
ninocom ansi BHyTPilWHbOBEHHOI iHAY3ii cknagae npmbnuaHo 200mr/mn.

Cnocobn 3a gaHUM BUHaXOOOM BKMOYaKTb BBEOEHHSI JiNOCOMHUX KOMMNO3WLUIM 3a OaHMM BWMHAXomoMm Yy
TepaneBTMYHMX abo NPOMINaKTUYHMX LiNsSx TBapuHaM, ki MaoTb Oyab-sike 3i 3rafgaHux BUlle 3axBoptoBaHb abo CTaHiB
opraHiamy abo Oyab-sike iHWe 3axBoptoBaHHS abo cTaH opraHiamy. [Jo3a ninocoM MoXxe BapitoBaTWu B 3aneXHOCTI Big
KriHiYHOro cTaHy i poamipy cyb'ekta abo nauieHTa, SKUin odepKye mniKyBaHHSA. Y KOHKPETHWX BapiaHTax 34inCHEeHHs
OaHUi BUHaxig oxonnoe Ao3n npubnuaHo Big 20mr/kr go npubnuaHo 300mr/kr, Big 50Mr/kr oo npmbnuaHo 200mr/kr,
i/fabo [o3n, AKi NepeHOCATLCS XBOPUMU NauieHTamMKu, € ePeKTUBHUMK AN NiKyBaHHA | He MawTb abo 3MeHLYIoTb
HecnpuATINBI edekTu.

B ocobnueBux BapiaHTax 3OiCHEHHS NINOCOMM 3a AaHWM BMHaXOAOM BBOAATH NauieHTam ofHopasoBoto abo
posaineHnmn gosamun Big 50mr/kr go 300mMr/kr. B okpeMux nepeBaxHWX BapiaHTax 34iMCHEeHHS NinocoMy 3a SaHum
BUHaXoOOM BBOASTL NalieHTaM ogHopasoBo abo posaineHnmu gosamu sig 100mr/kr o 200mr/kr, i, Ginbl nepeBaxxHo,
Big 150mr/kr go 200mr/kr. B iHWMX OKpemMux BapiaHTax 34iNCHEHHs OaHOro BUHaxXody BE3WKYNoBi YacTUHKM BBOAATH
nauieHTaMm ofgHopasoBoto abo posgineHumun gosamu Big 110mr/kr go 120mr/kr, Big 120Mmr/kr go 130mr/kr, Big 130Mr/kr
no 140wmr/kr, Big 140mr/kr go 150mr/kr, Big 150mr/kr go 160mr/kr, Big 160mr/kr go 170mr/kr, Big 170Mmr/kr po
180wmr/kr, Big 180Mr/kr go 190mr/kr a6o Big 190mr/kr o 200mr/kr. B iHWKX BapiaHTax 3QiMCHEHHS AaHOro BUHaxody
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ninocomnm BBOOATL NauieHTam y ikcoBaHUX A030BUX Kinbkoctax abo 0-1r, 1-2r, 2-3r, 3-4r, 4-5r, 5-6r, 6-7r,
7-8r, 8-9r, 9-10r, 10-11r, 11-12r, 12-13r, 13-14r, 14-15r, 15-16r, 16-17r, 17-18r, 18-19r abo 19-20r.

Y KOHKPETHWX BapiaHTax 3AiNCHEHHs OaHOro BMHAxXogy BKasaHi [4030Bi KinbkocTi (abo iHWi [o030Bi KinbkocTi
ninocom) BBOAATE OAHOPa3oBoo abo posdineHWMW Jo3amu 3 ofgHUM abo Ginblue iHTepBanamu, WO cknagalTb OguH
pa3 Ha OeHb, Yepe3 OeHb, OOUH pa3 Ha 3 OHi, OAWH pa3 Ha 4 AHi, ogMH pa3 Ha 5 gHiB, oAuH pa3 Ha 6 AHiB, oauH
pa3 Ha 7 gHiB, oOuH pa3 Ha 8 gHiB, oguH pas Ha 9 gHiB, oauH pa3 Ha 10 gHiB, oguH pas Ha 11 gHiB, oAuH pa3 Ha
12 pgHiB, oauH pa3 Ha 13 gHiB, ogMH pa3 Ha 14 gHiB, oAWH pa3 Ha 2-3 TWXHi, ogMH pa3 Ha 3-4 TWXHi, OAWH pa3 Ha
4-5 TWxHIB, ogvH pa3 Ha 5-6 TWXHIB, oAWH pa3 Ha 6-7 TUXHIB, OOAWH pa3 Ha 7-8 TWXHIB, OOUH pa3 Ha 2-3 Mmicauli,
oaovH pas Ha 3-4 micaui, oauH pa3 Ha 4-5 micauiB, oguMH pa3 Ha 5-6 micauiB, oguMH pas Ha 6-7 micauis, oguMH pas
Ha 7-8 micauis, ogmMH pas Ha 8-9 micauie, oguH pa3 Ha 9-10 micauis, oguH pa3 Ha 10-11 micauis, ogMH pa3 Ha
11-12 micsauie, oguH pa3 Ha 1-2 pokWu, OguH pas Ha 2-3 pokWu, oguH pas Ha 3-4 poku, oauH pas Ha 4-5 pokis; abo
BBOAATb iHaKWe, i3 3asganerigb BU3HAYEeHUMW iHTepBanamMu 4Yacy MpOTHAroM 3asfanerigb BU3Ha4YeHoro nepiogy
NiKyBaHHA. B o0cobnueo nepeBakHOMY BapiaHTi 34IMCHEHHs OaHOro BWMHaxo4y iHTepBan 4Yacy MK [O30BMMU
KiNbKOCTAMM Nif Yac Kypcy fikyBaHHA ckrnagae oaunH pas Ha TUXKAEHb.

MepeBaxHi nepiogn nikyBaHHA ONS Kypcy Tepanii MOXYTb 34iNCHIOBATUCH Bif 4acy BBEOEHHS nepLuoi [oaw,
npubnuaHo depes: 1 geHb, 2 gHi, 3 gHi, 4 gHi, 5 gHie, 6 gHiB, 7 AHiB, 1-2 TwxHi, 3-4 TwxHi, 4-5 TuxHiB, 5-6
TWXHIB, 6-7 TwxHiB, 7-8 TuxHiB, 2-3 micayi, 3-4 wmicaudi, 4-5 micauie, 5-6 micauie, 6-7 micauis, 7-8 micauis,

8-9 micauis, 9-10 micauis, 10-11 micauis, 11-12 micauis, 1-2 poku, 2-3 pokn, 3-4 poku i 4-5 pokiB.

Y BM3Ha4YeHMX BapiaHTax 3AINCHEHHs AaHOro BMHaxogy Kypc Tepanii moxe sBnaTn coboto uukn abo Oytm
nepepuB4acTiM, KONU CNonyku i koMnosuuii 3a gaHMM BUHaxXodoM BBoasATb cyb'ekTam npoTaroMm obmexeHoro nepiogy
Yacy abo OoTu, JOKM HecnpuaTnuei nofii abo nobivHi edpekTn He nocnykaTb OCHOBOKW ANS 3MEHLIEHHs fo3n abo
NPUNUHEHHST NiKYBaHHA Ha BM3Ha4YeHWI nepiod Yacy (nepiog BiONOYMHKY). 3MEHLUEHHS 03U, NPUNUHEHHS NiKyBaHHS
abo TpuBanictb nepiogy BIANOYMHKY MOXHa BU3HaYMTW 3a po3cydoM fikytodoro nikaps. [icns BkasaHoro nepiogy
BiaNoYnHKY abo nicns 3HUKHEHHA BKa3aHUX HEeCnpUSTAMBUX Nogii abo iHWux nobivHux edpekTiB abo 3a pileHHAM
Nikyto4oro nikapsa nikyBaHHS MOXXHa BIOHOBUTHU, SIKLLO Lie NOTPIGHO.

[MepeHocHicTb, 0e3neyvHicTb | egekTUBHICTE (BKMtoYatoun, 6e3 OOMEXKEHHS!, pPIiBHI XONMeCTepuHy, MeYiHKOBI
hepMeHTH, piBHI y KpoBi cneyndivHUX AeTepMiHaHT abo mMapkepis i disionoridHi hakTopn) MOXHa ouiHBaTh o, nig
Yac abo nicns Kypcy Tepanii i/abo nig 4Yac pi3HMX nepiogiB MpPOTAroM nepepuB4YacToro abo LMKMIYHOIMO Kypcy
Tepanii. Y nepeBaxkHWX BapiaHTax 34INCHEHHA LaHoro BMHaxomy gisionorivHi daktopu, CyauHHI 3MiHM, CTabinbHICTb
OnsLWOK, CTIHKA CYOWH Ta iHWIi MapKkepu MOHITOPYIOTb 3 BUMKOPWUCTaHHSIM Bi3yaniayloumx MeToduk, Bkrovatoun, 6es
oOMeXeHb, Hanpuknag, AAepHO-MarHiTHMN pesoHaHc (AMP), BHYTPILWHBOCYAMHHUIA YNbTPa3BYK i METOAWKUA OLiHKK
KpoBOTOKY. KpoB'siHi Mapkepy MOXHa MOHITOPY BaTh 3 BUKOPUCTaHHAM aHanisie KpoBi, BinoMmux daxisusam. Mig Yac abo
nicna 3aBeplUEHHA BKa3aHOro MOHITOPUHIY CXeMy JliKyBaHHS MOXHa BignoBigHO MoAudikyBaTu [BKIOYaOYUM 3MiHM
[030BUX KirbKOCTEW, po3Mipy abo posnoginy NinocoM, LWBUOKOCTEN BBELOEHHS, KOHLUeEHTpauii Nninocom, KinbkocTi fos,
yacy Mix iHTepeanamu abo TpuBanocTi nepiogy (nepiogis) nikysaHHs].

KpiMm uboro, ninocomn 3a gaHUM BUHaxoAoM BBOAATL NauieHTam y komGiHauil 3 iHWKMMK nikapcbkuMn 3acobamu,
npenapatamu abo areHTamu, WO perynioTb NinigHui obmiH. Hanpuknag, ninocomn 3a AaHWM BMHAXo4OM MOXHa
BBOAUTU ogHOYacHo 3 iHribiTopamn HMG-CoA penyktasu, ibpatammn, CEKBECTPaAHTaMM KOBYHUX KNCHOT, HIKOTUHOBOK
KACMOTOK Ta (HWWMMW aHTUrineprinigeMidyHUMKN areHTamu, npoTugiabeTMyHMMKM areHTamu i/abo areHTamu, Lo
KOHTPOIMIOTb LYKOP KpOBi, MNpoTU3ananbHAMW areHTamu, aHTUMNepTEeH3WBHUMWU areHTamu, aHTUKoarynsHTamu,
MimeTukamu Apo-Al Ta areHtamu, wo nigsuwytote HDL, Big Esperion Therapeutics Inc., iHWWMKU cepueBo-CyaUHHUMUA
areHTamu, BigoMumMu caxiBusm, Ta ix kombiHauismu.

B ogHomMy ocobnnBomy BapiaHTi 34iNCHEHHS NiNOCOMU 3a AaHUMM BUHaXOOOM BBOAATL NauieHTaMm, sKi cTpaxaaloTb
niabeToM, 0QHOYAaCHO 3 IHWKMMK NPOTUAIabETUYHUMM areHTamn i/abo areHTamu, Lo KOHTPOSOTh LyKOP KPoBi. B iHLWKX
0co6nNMBMX BapiaHTax 3AINCHEHHS NINOCOMKU BBOASATb ANA NPOdiNakTUKK, NikyBaHHs abo BedeHHsl nauieHTa, SKWh
CTpaxaae 3anarieHHsiM, 3ananbHUM 3axBoploBaHHAM, abo Anst npodinakTMkn abo 3aMeHLWeHHa 3anarnbHoi Bignosigi. B
HLUWX KOHKPETHUX BapiaHTax 3AiINCHEHHsI NMiNOCOMWU 3a AaHWM BMHAXOO4OM HaHOCATb MICLEBO Ha LWKipy Ans NikyBaHHSA
LWKipHOTO, NiALWKipHOro abo rokanizoBaHoro 3ananeHHs, abo fK OOMOMIKHUA 3acié Ons 3aroeHHs paHu. B iHwomy
KOHKpETHOMY BapiaHTi 34iiCHEHHS NiNOCOMU 3a AaHWM BMHAXOAOM BBOLATL AN NpodinakTukK, BeAeHHst abo nikyBaHHS
nauieHTa, akui cTpaxnae xsopoboto AnblreriMepa. B iHWOMY KOHKpETHOMY BapiaHTi 34iiCHEHHS NiNocoMy 3a SaHuM
BMHAxXo4oM BBOAATb Ana npodpinakTukv, BeaeHHs abo nikyBaHHA nauieHTa, SKUA cTpaxaae aTepocKNepo3oM,
dpnebockneposoMm abo Oyob-AKMM CTaHOM, NpW SIKOMY B iHTMMI ab0 BHYTPIWHIA 0BGOMOHLi KPOBOHOCHUX CyOWH
YTBOPKOTLCA OnALWKN, WO MICTATH XOorecTepuH abo iHWWIA maTepian. B iHWOMY KOHKpPeTHOMY BapiaHTi 3AiNCHEHHs
ninocomMn 3a AaHUM BWHAxo4OM BBOAATb ANA NpodinakTukv, BedeHHst abo NiKyBaHHA NauieHTa, AKMNW CTpaaae
iWemieto, BKNOYAOYM ilWlemitlo, WO He Mae CepLeBO-CYAUHHOro MOXOAXeHHs. B iHWOoMy KOHKpeTHOMY BapiaHTi
30INCHEHHA ninocoMKM 3a [aHUM  BMHAXOOOM 3acTOCOBYHOTb AN MONEpedHboro NiKyBaHHs nauieHTiB  go
pekoMeHOOBaHOro ONepaTMBHOMO BTPYYaHHs, ke MOXe iHOyKyBaTu ilueMiyHo-penepdysifiHe YLIKOOXEHHS, Take AK
onepaldii Ha cTerHi, onepadii Ha koniHi, TpaHcnnaHTauyia opraHie, PTCA.

Y nepeBaxxHOMY BapiaHTi 3AiINCHEHHs1 AaHOro BMHaxody nepion nikyBaHHS Ans Kypcy Tepanii cknagae He Ginble 14
TWXHIB. B iHWK1X ocobnnBo nepeBakHWX BapiaHTax 34iiCHEHHA AaHoro BUHaxody NinocoMmu BBOAATb y Ao3ax Big 5 oo
200mr/kr 3 4-7-geHHUMKM iHTepBanamu, Bcooro 1-4, 1-8 abo 1-14 0o3 Ha KoXHWI Kypc Tepanil. B iHwWomMy ocobnusomy
BapiaHTi 34iINCHEHHs1 faHoro BUHaxogy Minocomn BBOASATb Y Ao3ax Big 5 o 200Mr/Kr oguH pas Ha TUXKOEHb NPOTAToM
nprbnunaHo 4-16 TUXKHIB, NepeBaxHO, NpoTsaromM npnbnunaHo 10 TuxHiB (Bcboro 10 Kypcis).

B ogHOMy KOHKpeTHOMY BapiaHTi 34iMCHEHHS [aHOro BUHaxody finocoMu y KoHueHTpauii 50-200mr/Mn, Wwo matoTb
cepenHii piametp 50-250uM+50%, nepeBaxHo, 100-140HM+50%, 6Ginbw nepeBaxHo, 110-120HM+50%, BBOAATH
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nauieHTy, KM CTpaxxgae aTepocKnepo3oM, OkpeMo abo y kombBiHauii 3 IHWWMW aHTUCKNEPOTUHHUMK areHTamu, y Oo3i
100mr/kr Ta 3i wemnakicTio 10Mn/xe abo BuULLe, KOXHI 7 gHiB, Bcboro 10 fos.

B iHWOMY KOHKpeTHOMY BapiaHTi 34IICHEHHA OaHOro BUHaxody NinocoMu y KoHueHTpauii 50-200mr/Mn, wo mMawTb
cepenHii piametp 50-250HM+50%, nepeBaxHo, 100-140HM+50%, 6inbw nepeBaxkHo, 110-120HM+50%, BBOAATH
nauieHTy, KU cTpaxkaae aTepocKnepo3oM, okpemo abo y KoMOBiHaLii 3 iIHWWUMN aHTUCKIEPOTUYHUMK areHTamu, y fosi
150mr/kr Ta 3i weunakicTio 10Mr/xB abo BuULLe, KOXHI 7 OHiB, BCboro 12 fos.

B iHWOMY KOHKpeTHOMY BapiaHTi 34IICHEHHA LaHOro BUHaxody NinocoMu y KoHueHTpauii 50-200mr/Mn, wo mMawTb
cepenHii piametp 50-250HM+50%, nepeBaxHo, 100-140HM+50%, 6inbw nepeBaxkHo, 110-120HM+50%, BBOAATH
nauieHTy, KU cTpaxknae aTepoCcKNepo3oM, okpemo abo y KoMOBiHaLii 3 iHWWUMN aHTUCKNEPOTUHYHUMK areHTamu, y fosi
200mr/kr Ta 3i weugkictio 10mn/xe abo BuLLe, KOXHI 7 OHiB, BCboro 14 0os.

B iHWwWoMy BapiaHTi 3giiCHEHHS OaHoro BUHaxogy NinocoMu y KoHueHTpadii 50-200Mr/mn, Wo MakTb CepenHii
piameTtp 50-250HM+50%, nepeaxkHo, 100-140HM+50%, Ginbw nepeBaxkHo, 110-120HM+50%, BBOOATL NaLiEHTY, AKURA
CcTpaxaae CTEHOKapOMTUYHOK 3acTiiHOK CepLeBOK HeOoCTaTHICTIO, ileMidHol XxBopoboko cepus, rinepTeHsielo abo
apuTMisMK, okpemo abo y komMOGiHauii 3 iHWWMMKU cepueBO-CYOMHHMMW areHTamu, y fosi 100mr/kr Ta 3i weugkicTio
10Mmn/xB abo BuLLe, KOXHI 7 gHiB, Bcboro 10 fos.

B iHWoMy BapiaHTi 34iiCHEHHA OaHOro BUHaxomy NinocoMu Yy KoHueHTpauii 50-200Mr/mn, Wo MakTb cepenHii
piameTtp 50-250HM+50%, nepeBaxkHo, 100-140HM+50%, Ginbw nepeBaxkHo, 110-120HM+50%, BBOOSATL NaLEHTY, AKURA
CcTpaxaae CTEeHOKapOUTUYHOK 3acTiHOK CepLeBOK HeOoCTaTHICTIO, ileMidHol XxBopoboto cepus, rinepTeHsielo abo
apuTMissMK, okpemo abo y komMbGiHauii 3 iHWMMKU cepueBO-CYOMHHUMW areHTamu, y fosi 150mr/kr Ta 3i wseugkicTio
10Mmn/xB abo BuULLe, KOXHI 7 OHIB, BCboro 12 fos.

B iHWoMy BapiaHTi 34iiCHEHHA OaHOro BUHaxomy NinocoMu Yy KoHueHTpauii 50-200Mr/mn, Wo MakTb cepenHiin
piameTtp 50-250HM+50%), nepeBakHo, 100-140HM+50%, Ginbw nepeBaxkHo, 110-120HM+50%, BBOOATL NaLEHTY, AKUA
CTpaxaae CTEeHOKapOUTUYHOK 3acTiHOK CepLeBO HeOoCTaTHICTIO, ileMidHol XxBopobolo cepus, rinepTeHsielo abo
apuTMisMK, okpemo abo y koMGiHauii 3 iHWMMKU cepueBO-CYOMHHUMKU areHTamu, y [osi 200Mr/kr Ta 3i WBuakicTo
10Mn/xe abo BuLLe, KOXHI 7 OHiB, Bcboro 14 fos.

B iHWoMy BapiaHTi 34iiCHEHHA OaHOro BUHaxogy NinocoMu Yy KoHueHTpauii 50-200Mr/mn, Wo MatTb cepenHin
piameTtp 50-250HM+50%), nepeBaxkHo, 100-140HM+50%, Ginbw nepeBaxkHo, 110-120HM+50%, BBOOATL MaLiEeHTY, AKUA
CTpaxpae 3ananeHHsM, okpemo abo y komGiHauii 3 iHWMMKM npoTM3ananbHMMKM areHtamu, y gosi 100mr/kr Ta 3i
wewnakictio 10mn/xe abo BuLle, KOXHI 7 gHie, Bcboro 10 goa.

B iHWoMy BapiaHTi 3giiCHEHHA OaHOro BUHaxomy NinocoMu Yy KoHueHTpauii 50-200Mr/mn, Wo MakTb cepenHiin
piameTtp 50-250HM+50%), nepeBaxkHo, 100-140HM+50%, Ginbw nepeBaxkHo, 110-120HM+50%, BBOOATL NaLEHTY, AKURA
CTpaxpae 3ananeHHsM, okpemo abo y komGiHauii 3 iHWWMMKM npoTuM3ananbHUMKM areHtamu, y gosi 150mr/kr Ta 3i
wewuakictio 10Mn/xe abo BuLLe, KOXHI 7 gHiB, BCboro 12 goa.

B iHWwWoMy BapiaHTi 34iiCHEHHA OaHoro BUHaxomy NinocoMu Yy KoHueHTpadii 50-200Mr/mn, Wo MakTb CepenHiin
piameTtp 50-250HM+50%, nepeBaxkHo, 100-140HM+50%, Ginbw nepeBaxkHo, 110-120HM+50%, BBOOSATL NALEHTY, AKURA
CTpaxgae 3ananeHHsM, okpemo abo y komGiHauii 3 iHWWMMKM npoTM3ananbHUMK areHtamu, y gosi 200mMr/kr Ta 3i
weungkictio 10mn/xe abo Bulle, KOXHi 7 AHiB, BCboro 14 noas.

B iHWwWoMy BapiaHTi 3giiCHEHHA OaHoro BUHaxomy NinocoMu y KoHueHTpadii 50-200Mr/mn, Wo MalTb CepenHii
piameTtp 50-250HM+50%, nepesaxkHo, 100-140HM+50%, Ginbw nepeBaxkHo, 110-120HM+50%, BBOOATL NaLEHTY, AKURA
cTpaxgae iwemieto, okpeMo abo y kombBiHaLii 3 iHWMMK NPOTHILLEMIYHUMKN areHTamK, ¥ Josi 100Mr/kr Ta 3i WBMAKICTIO
10mn/xBe abo BuLle, KOXHI 7 gHiB, Bcsoro 10 gos.

B iHWwWoMy BapiaHTi 3giiCHEHHSI AaHOro BUHaxomy NinocoMu y KoHueHTpauii 50-200Mr/mn, Wo MakTb cepenHiin
piameTtp 50-250HM+50%, nepesaxkHo, 100-140HM+50%, Ginbw nepeBaxkHo, 110-120HM+50%, BBOOSATL NaLiEeHTY, AKURA
cTpaxgae ilwemieto, okpeMo abo y kombBiHaLii 3 iHWMMK NPOTHILLEMIYHUMKN areHTamMK, ¥ Josi 150Mr/kr Ta 3i WBMAKICTIO
10mn/xB abo BuULLe, KOXHI 7 OHIB, BCboro 12 fos.

B iHWoMy BapiaHTi 3milicCHeHHs AaHoro BMHaxody finocomMu y koHueHTpauii 50-200mr/Mn, Wo MalTb cepenHin
piameTtp 50-250HM+50%), nepesaxkHo, 100-140HM+50%, Ginbw nepesaxkHo, 110-120HM+50%, BBOOATL NaLiEeHTY, AKURA
cTpaxgae iwemieto, okpeMo abo y koMbOiHaLii 3 iHWMMK NPOTHILLEMIYHUMKN areHTamMK, ¥ [osi 200Mr/Kr Ta 3i LWBMOKICTIO
10mn/xe abo BuLLe, KOXHI 7 OHiB, Bcboro 14 fos.

B iHwWomy BapiaHTi 3giiCHEHHA AaHoro BUHaxogy Ninocomu y KoHueHTpauii 50-200Mr/mn, Wo matoTb cepenHin
piameTtp 50-250HM+50%), nepesaxkHo, 100-140HM+50%, Ginbw nepesaxkHo, 110-120HM+50%, BBOOATL NaLieHTY, AKURA
cTpaxgae rinepninigemieto, rinepninonpoTeiHemieto, rinoansdaninonpoTeiHemieto, rinepTpurnilepuaemieto, okpemo abo
y koMGiHaUii 3 HWWMK aHTUrinepRinigeMiYHUMK, aHTUTINEpPniNoONpPoTEIHEMIYHUMK, aHTUriNoanbganinonpPoTEiHEMIMHUMN
abo aHTuUrinepTpurniuepuaemMidHuMmn areHTamu, y gosi 100mr/kr Ta 3i wewugkictio 10Mn/xe abo BuLle, KOXHI 7 AOHIB,
Bcboro 10 gos.

B iHWwWoMy BapiaHTi 3giiCHEHHA OaHoro BUHaxogy NinocoMu y KoHueHTpadii 50-200Mr/mn, Wo MalTb CepenHiin
piameTtp 50-250HM+50%, nepesaxkHo, 100-140HM+50%, Ginbw nepeBaxkHo, 110-120HM+50%, BBOOATL NaLEHTY, AKURA
cTpaxgae rinepninigemieto, rinepninonpoTeiHemieto, rinoansdaninonpoTeiHemieto, rinepTpurnilepuaemieto, okpemo abo
y koMGiHaUii 3 iHWWMK aHTurinepninigeMiYHUMK, aHTUriNnepninonpoTeiHeMiYHUMK, aHTuUrinoanbdaninonpoTeiHEMIMHUMN
abo aHTUrinepTpurniuepuaemidHuMmn areHtamu, y gosi 150mr/kr Ta 3i weuakictio 10Mn/xe abo BuULLe, KOXHI 7 AOHiB,
Bcboro 12 nos.

B iHwWoMy BapiaHTi 34iiCHEHHA OaHOro BUHaxogy NinocoMu Yy KoHueHTpauii 50-200Mr/mn, Wo MatTb cepenHin
piameTtp 50-250HM+50%), nepeBakHo, 100-140HM+50%, Ginbw nepeBaxkHo, 110-120HM+50%, BBOOSATL MaLEHTY, AKUA
cTpaxpae rinepninigeMieto, rinepninonpoTeiHeMieto, rinoanbganinonpoTeiHemieto, rinepTpurnilepmnaemieto, okpemo abo
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y koMGiHaUii 3 iHWWMK aHTUrinepninigeMiYHUMK, aHTUrinepninonpoTeiHeMiYHUMK, aHTurinoanbdaninonpoTeiHeMIMHUMN
abo aHTuUrinepTpurniuepuaemidHuMmn areHtamu, y gosi 200mr/kr Ta 3i weugkictio 10Mn/xe abo BuULLe, KOXHI 7 AOHiB,
Bcboro 14 nos.

B iHWwWoMmy BapiaHTi 34iiCHEHHA OaHOro BUHaxomy NinocoMu y KoHueHTpauii 50-200Mr/mn, Wo MatoTb cepenHin
piameTtp 50-250HM+50%), nepeBaxkHo, 100-140HM+50%, Ginbw nepeBaxkHo, 110-120HM+50%, BBOOATL NaLieHTY, AKURA
CTpaxaae CcepueBO-CYAWHHUM 3aXBOPKOBAaHHAM i AiabeToM, okpemo abo y KombGiHauii 3 iHWUMK npoTugiabeTnyHnmMm
areHTamu i/abo areHTamu, WO KOHTPOSOKTL LyKOp KpoBi, i/abo cepueBo-CyAUMHHUMU areHTamu, y gosi 100mr/kr Ta 3i
wewuakictio 10Mn/xe abo BuLle, KOXHI 7 gHiB, Bcboro 10 gos.

B iHwWomy BapiaHTi 3giiCHEHHA AaHoro BUHaxogy NinocoMmu y KoHueHTpauii 50-200Mr/mn, Wo MatoTb cepenHin
piameTp 50-250HM+50%, nepeBaxHo, 100-140HM+50%, Ginbw nepeBaxHo, 110-120HM+50%, BBOOATL NaUieHTy, AKWIA
CTpaxgae CepueBO-CYAUHHUM 3aXBOPIOBaHHAM i AiabeToM, okpemo abo y kombGiHauii 3 iHWuMK npoTugiabeTniHnmMm
areHTamu i/abo areHTamu, WO KOHTPOSOKTL LyKOp KpoBi, i/abo cepueBo-CyAUMHHUMKU areHTamu, y gosi 150mr/kr Ta 3i
wewuakictio 10Mn/xe abo BuLLle, KOXHi 7 gHiB, BCboro 12 fos.

B iHWwomy BapiaHTi 3giicCHEHHA AaHoro BUHaxogy Ninocomu y KoHueHTpauii 50-200Mr/mn, Wo MatoTb cepenHiin
piameTtp 50-250HM+50%), nepesaxkHo, 100-140HM+50%, Ginbw nepesaxkHo, 110-120HM+50%, BBOOATL NaLieHTy, AKURA
CTpaxgae CepueBO-CYAWHHUM 3aXBOPIOBaHHAM i AiabeToM, okpemo abo y kombGiHauii 3 iHWuMK npoTugiabeTnyHnmMm
areHTamu i/abo areHTamu, WO KOHTPOSKTL LyKOp KpoBi, i/abo cepueBo-CyAUMHHUMU areHTamu, y gosi 200mr/kr Ta 3i
wewuakictio 10mn/xe abo BuLLe, KOXHi 7 gHiB, BCboro 14 fos.

CxeMn BBELEHHS TakoX BKIoYaloTb OomMoCHi BBedeHHA abo OeanepepBHe iHY3iHE NiKyBaHHS, sike MoXe
BKItOMATN BUKOPUCTAHHA YOapHOI 403, 3a KoK WAe niaTpumyoya 4o3a. Y nepeBaxHUX BapiaHTax 30inCHEHHs faHoro
BMHaxody [o3n OyayTb NOCTIHUMK NMPOTArOM BCbOMo Kypcy mikyBaHHs. B iHWMX nepeBaxHMX BapiaHTax 3AiCHEHHs
AaHoro BMHaxody Ao3un OyaoyTb BapitoBaTu. B ocobnmBux BapiaHTax 34iiCHEHHS AaHOMO BUHaxony MinOCOMHI koMno3unuil
OyayTb BBOOAUTM TiNbKWM OOQUH pas3, a B iHWOMY BapiaHTi 30iNCHEeHHA [aHOro BUHaXOA4Yy - CepiliHO, MHOXWHHUMU [03aMU,
i B iHWOMY BapiaHTi 30INCHEHHS [AHOro BUHaxXody - MHOXUHHMMMW O03aMKW, He NocnigoBHO. TpuBanicTb, cxema
NIKyBaHHA | peXUMKU BBELOEHHA MOXYTb 3MiHoBatuca crnocobamu, nobpe sBionomumy daxiBusm. BumiproBaHHSA y
CMpoBaTLi KPOBI 3aranbHOro BiflbHOMO XONECTEPUHY, 3ararbHOro ectepudikoBaHOro xonectepuHy, xonectepuHy HDL,
xonecTtepuHy LDL i xonectepuny VLDL MoXHa BUKOPUCTOBYBATW ANst OUIHKK i MogmndikaLil 4O30BUX KibKOCTEW | cxem
BBeAEHHA Nig 4Yac npoBedeHHs nikyBaHHA. Y Mipy Mobinisauil xonectepunHy 3 OnsWoK, 3aranbHUn CUPOBAaTKOBUI
XonecTepuH 3poctae. BaxaHo, Wob nig 4vac Tepanil 3aranbHU cCUpOBATKOBUW XonectepuH i xonectepuH HDL
nigsuLyBanvcs, a ectepudikoBaHUA XonecTepuH 3HWKyBaBcsi (abo 3MiHOBaBCsi MiHiManbHo). [losa ninocoMm ans
pi3HUX TBapWH 3BUYalHO Oyde HabnuxaTucsa A0 A03yBaHHS AN JOOWHW, BU3HAYEHOro 3 ypaxyBaHHAM Macy Tina.
MayieHTn, AKMX NikyloTb BKasaHUMKU KOMNO3ULiAMM i BignoBiAHO 40 BKa3aHWX cnocobiB, MOXyTb OyTu Oyab-sikoro Biky
i MOXYTb MaTV ofHe abo Ginblle 3axBoptoBaHb abo CTaHiB opraHiamy, nepepaxoBaHux Bulle, i/abo iHWKX 3aXBOPIOBaHb
i cTaHiB.

Mpuknagn

HacTynHi npuknagun nponoHyTLCA TiNbKK 4NN intocTpalil, ane He Ans obMeXeHHs.

Mpuknag 1

MHOXMHHI go3n ninocom ETC-588 y nauieHTiB 3 aTepocknepo3om

[MpoBogmnu gocnigeHHA 3 BUKOPUCTAHHAM MHOXWHHUX 003, NPOTAroM SKOro OUiHIOBanu epekT MHOXUHHUX S03
ninocom ETC-588 (gocnimpkeHHa ETC-588-003) y nauieHTiB-ntogen 3 atepockneposom. Jlinocomm ETC-588 (200mr/mn)
BBOOWUNN BHYTPILLHEOBEHHO iH(Y3IE 3 BUKOPUCTAHHAM iHdy3iiHoro Hacoca. ETC-588 y nnasmi kpoBi ouiHoBanu sik
cdocponinia (PL). Mpynn 3a pnosamn 6ynu HacTynHumu: nnaue6o (7 abo 14 pos), 50mr/kr (14 gos), 100mr/kr (7 pos)
abo 200mr/kr (7 pos). Hosn BBoAWNM 3 4-geHHMMUK iHTepBanamu (g4d) abo 7-geHHUMK iHTepBanamu (q7d). Y
pocnigkeHHi 6panu yyvactb 42 nadieHTn (HonoBiku: 36, xiHku: 6), v Biui Big 44 oo 76 pokiB (cepenHili Bik cknagas 63+7
pokiB). CepenHa Maca Tina nauieHTiB cknagana 87,7xr+17,0kr, 3 poamaxom Big 52,4kr no 147,7«xr. CepegHi BMXigHi
piBHi xonectepuHy HDL y nauieHTiB cknaganu 36+4mr/on, a cepefHi BUXiOHI piBHI 3aranbHOrO XonecTepuHy Yy
nauieHTis cknaganu 182+36mr/an. Kpim Toro, HaCTynHUIA NPOLEHT cknaganu nauieHTn 3 cepLeBo-CyaUHHUM aHaMHe3oM
CepLeBO-CYAUHHOIO 3axBOpPIOBaHHSA: illeMidyHa xBopoba cepus: 98%, 3axBoproBaHHA nepudepuydHnx aptepin: 2%,
o6XxigHe LWYHTYBaHHS KOPOHapPHUX apTepiii: 57%, cTabinbHa cTeHokapaia: 29% i HecTabinbHa cTteHokapaia: 19%.

3aranbHuin i HeeTepudikoaHuin xonectepuH (UC) i PL BU3Ha4anu ctaHgapTHUMU aBTOMaTU30BaHUMK cnocobamm.
Cy06'eKTiB po3ginanu Ha ekcrnepuMeHTanbHi rpynu BignoBigHO A0 cxemMu paHgoMisauii. BeaneuHicTb | nepeHoCHICTb,
nabopaTopHi AaHi, NOKa3HUKN XUTTEBO BaXKNMMBUX (PYHKUIA | HeCnpuATNUBI SBULA NICYMOBYBAamNMN Y KOXHUA MOMEHT
yacy i Ans 3MiH Mk CTaHOM [0 BBeAEHHS i Nicns BBEAEHHNA 3 BUKOPUCTaAHHSIM ONUCOBOI CTaTUCTUKN. PapMaKoKiHEeTNYHI
i hapmakognHaMiyHi AaHi nincyMoByBanu 3 BUKOPUCTAHHSIM ONMUCOBOT CTaTUCTUKK. 3 46 nauieHTiB, ski O6panu yvacTb y
pocnigxkeHHi, 36 AiNcHo ogepXyBanu nikapcbkui 3acid, xoda 2 nauieHTM Oynu BWKIOYeHi 3 AochigXeHHs o
ofepKaHHs BCIX 003 3 MPUYMH, HE NOB'A3@HUX 3 HECNPUATAMBUMM Nogismu abo nobidHuMu edpektamu. KinbkicTb
nauieHTiB, Aki nosigomnanu npo ski-Hebyab HecnpusTnuei nogii (HM), cknapgana y cymi 26 (72%), a KinbkicTb
nauieHTiB, aki nosigomMnanu npo Taxki HecnpuaTnuei nogii (THIM), cknagana y cymi 5 (14%). KinbkicTb nauieHTis,
BKIIOMEHUX B aHania 6eanevHocTi, cknagana 36, y Tol Yac sk 33 nauieHTn Oynu BKMOYeHi Yy hapMaKoKiIHETUYHWIA i
hapMakogMHaMIiYHUIA aHanian (3 HENOBHUMU HaPMaKOKIHETUYHUMU AaHUMKW BigHOCHO 3 nauieHTiB). Takox BuBYanu
Bnnme ETC-588 Ha eHgoTenianbHy yHKUiO (CYAMHHY CTPYKTYPY), MapKepyn 3ananeHHs i saepHO-MarHiTHUA pe3oHaHc
(AMP).

PesynbTaTt HaBegeHi Ha dirypax 2 i 3. Pe3ynbTatn nokasyoTb, Wo Mobinisauis xonecTepuHy cnocTtepiranacs npu
BCix gosax ETC-588, 3 pisHoto edeKkTUBHICTIO. HacTynHi HecnpuaTnuBei nogii i TAXKi HecnpuaTnNuBI nogii 3adikcoBaHi
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Y KOXHIN rpyni:

pyna posun
KaTeropia Hecnpuatnueoi Mnayebo |50mr/kr q7d|50mr/kr g4d|100mr/kr q7d |100mr/kr g4d |200mr/kr q7d|200mr/kr g4d
nogii (HIT) (n=6) (n=4) (n=4) (n=5) (n=5) (n=5) (n=7)
Byab-sika HIM 4 (66,7%)| 4 (100%) | 2 (50,0%) 5 (100%) 3 (60,0%) 2 (40,0%) 6(85,7%)
Byab-aka THM 0 0 1 (25,0%) 0 1 (25,0%) 1 (20,0%) 2 (28,6%)
Byab-aKke NpunuHeHe nikyBaHHSA 0 0 0 0 0 0 0

Hecnpuatnuei nogii, Wo HawdacTilwe 3ycTpidanucs, y nauieHTiB, Yy AKUX CrnocTepiranaca Hecnpustnivea nogis
LLOHAMeHLLE OAMH pas, NiacyMoBaHi Huxk4e. Tk HecnpuaTnuei nofil (KOHTpaKTypa LUWAKK cevoBoro Mixypa, 6inb y
rpygax, rinepriikemia abo 3arocTpeHHst giabety) Oynu posuiHeHi NikyrouuM fikapeM sik He NoB'A3aHi 3 BBEOEHHAM
ETC-588:

Hecnpuatnuea noaisa (3aransHa KinbkicTb BUnagkie) |Mnaye6o N=6|50mr/kr N=8|100mr/kr N=10|200mr/kr N=12
[FonoBHUiA Ginb (23) 2 1 5 4
Banamopo4yeHHs (6) 1 3 0 0
Btoma (6) 0 0 2 3
Hypora (5) 0 2 0 1
MiABULLEHHSA KPOB'AAHOTO TUCKY (4) 0 2 1 0
Bine y rpyasx (3) 0 1 1 0

3aranom, pesynbTati gocnimkeHHss ETC-588-003 npunyckatoTb, wo finocomn ETC-588 mobinisytoTe xonectepuH
3anexHMM Big 4O3M YMHOM, i Wwo Ao3n 200mr/kr abo MeHLe 3BU4anHo € 6eanedHmmMm i fobpe nepeHocsaTbes. Kpim Toro,
K NOKa3aHo BULLE, CEMUAEHHI iHTepBanu Mixk BBEAEHHSIMU 003, fK nepenbavaeTbCsl, € ONTUManbHUMK Y NOPIBHAHHI 3
4-AeHHUMW iHTepBanaMyM MK BBEOeHHAMM [o3 Ans ninocom ETC-588, ockinbkn 7-geHHi iHTepBanu 3abeanedvyioTb
ONTUMarbHWUIA KnipeHc docdoninigy Ta HeeTepudikoBaHOMO XONECTEPUHY y cupoBaTLi. KpiM Lboro, 7-OeHHi iHTepBanu
O03YBaHHA MOXYTb OyTU ONTUManbHUMK Y NMOPIBHSHHI 3 4-0€HHUMU iHTepBanamMu, OCKiNbKW HECTIPUATNNBI NOAIT | TAXKI
HecnpuaTANUBI NoAil MOXyTb OyTK 3MeHLLeHi abo BinBepHYTI.

Hanpuknag, a9k nokasaHo y Tabnuuax sulle, konu seogunu 200Mr/kr 3 iHTepBanamu 7 OHiB, NpoueHT Oyab-akux
HecnpuaTnMBUX nogin cknagae 40%, a “Oyab-akmx TSKKMX HecnpuaTnueux’ nogin cknagae 20%. Haenaku, komwm
BBoaunu 200Mr/kr 3 iHTepBanamu 4 OHi, NpoUeHT Oyab-SKMX HEeCnpuATINBMX nofin cknagae 85,7%, a “Oyab-skux
TSDKKUX HecnpusaTnimBux nogin” cknagae 28,6%. lMNogibHo Ao uyboro, konu seogunu 100mr/kr 3 iHTepBanamu 7 AHiB,
NPOUEHT “Oyab-aKUX TSXKKMX HecnpuaTtnuemx nogin” cknagae 0%. Haenaku, konu ssogunun 100Mr/kr 3 iHTepeanamu 4
OHi, NpoUeHT “Oyaob-aKUX TSXKKMX HecnpusTnmMBux nogin” cknagae 25%. MogibHo fo usoro, konu Beogunu 50mr/kr 3

iHTepBanammn 7 OHIB, NPOLUEHT “Oyab-aKuX TSXKKUX HecnpusaTnmeux nogin” cknagas 0%. OgHak, konu seogunn S0mr/kr 3
iHTepBanammn 4 OHi, NpouUeHT “Oyab-aKnX TSXKKUX HECNPUATAMBUX nogin” cknagas 25%.

®opmyrna BMHaxony

1. BactocyBaHHA ninocoM Ana BMpoOHWLTBA Nikapcbkoro 3acoby Ans 3anobiraHHs abo NiKyBaHHA 3aXBOPIOBAHHS,
NoB’A3aHoro 3 gucniniaeMivHUM NopyLeHHAM, BKasaHi Ninocomu, Wo BKN4YaTb docdoninian i BogHWI Wwap, MalTb
cepepHii giametp npnbnusHo Big 50 HM go 250 HM | BUrOTOBIEHI AN BMKOPUCTaHHSA OgHOPa3oBo abo posgineHnmm
posamu Big 50 mr/kr go 300 Mr/kr 3 HenepepBHUM pPeXUMOM BBEOEHHS, WO Mae iHTepBan ao3yBaHHsA Big 4 go 10 gHis.

2. 3acTocyBaHHA 3a M. 1, B AKOMY NinocoMy MalTb cepefHin giameTp npmbnmaHo Big 50 HM o 150 Hm, abo B
AKOMY ninocoMn MaloTb cepefHin aiameTtp npubnuaHo Big 50 HM go 200 HM, abo B SiIKOMY NINOCOMW MaloTb CepenHin
piameTp npuénuaHo Big 100 HM go 200 HM, abo B SSKOMY NiNOCOMU MakTb cepenHin giameTp npubnuaHo Big 100 HM go
250 HM, abo B sikOMy ninocoMK MatoTb cepepnHii giameTp npubnuaHo sig 150 HM go 200 HM, abo B KoMy NinOCOMM
MatoTb cepegHin giameTp npubnuaHo Big 150 HM go 250 HM.

3. 3actocyBaHHA 3a n. 1 abo 2, B AKOMY finocoMn BBOAATL Y koMOGiHaLil 3 iHWMMK docdoninigHuMK Be3nKynamu,
BUOpaHUMKN 3 rpynun, WO cKnagaeTbca 3 OaraTolapoBUX Be3UKYr, BENMKUX OAHOLAPOBUX BE3UKYS, MareHbKUX
OfHOLLAPOBUX BE3UKYS Ta X CyMillen.

4. 3actocyBaHHA 3a byab-akum 3 nn. 1-3, B AkoMy cocdponinig BubupaTs 3 rpynu, WO CKNagaeTbes 3 S€YHOro
dochaTnannxorsiHy, SAE€YHOTO dochaTnaunriilepuHy, auncteapoindocdaTnannxoniy abo
aucteapoindochaTnannriiuepuHy, cochaTUaUIIXosiHy, cdochaTnaunrmilepuHy, neynTurHy, OeTa,
ramma-gunanemitoin-ansda-neynTnHy,  cdiHromieniHy,  docdartnguncepuny,  giayundocdatugHoi  KACNoTw,
rnikoninigas'asaHoro ¢ocdonininy N-(2,3-an(9-(2)-oktageueHinoken))-npon-1-in-N,N,N-Tpumetnn-amoHito  xrnopuay
docharngunetaHonamiy, — nisoneunTuHy,  nisodocdarTnguneTaHonaminy, dochaTnguniHo3nTY, Ledaniny,
KapgioniniHy, uepebpos3ugis, AauuetundocdaTy, AaionecindochaTuannxonidy, AaunanbmiToindgochdaTnannxonity,

avnanbMiToin-cocdarTannriiyepuHy, nioneoindgocdarngmnriiyepuHy, nanbMiToinoneoin-gocharngnnxosniyy,
auncteapoindocdaTnagnnxonivy, creapoinnanbMitoindocdatngmunxonivy, gunanbmitoindocdarmanneraHonamiHy,
auncteapoindocdaTngnneTaHonaminy, anmipuctoindgocdatngnncepuHy, Aioneoindocdarannxoniyy,

oneoinnaneMiToin-pochaTnannxonidy, ninigy, Ta ix cymiwen.
5. BacTocyBaHHs 3a Oyab-skum 3 nn. 1-4, B skomy docdoninia sense coboto nanbmitToinoneoindocdatnannxonix.
6. 3acTocyBaHHA 3a Gyab-sikum 3 nn. 1-5, B AkoMmy 3axBoptoBaHHA abo cTaH opraHiamy BuGpaHuii 3 rpynu, Lo
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cKrnagaeTbea 3 aTepockneposy, dhnebockneposy abo Oyab-SKoro BEHO3HOIO CTaHy, Npu SKOMY B iHTUMI abo BHYTPILLHIN
060MnOoHLi BEH YTBOPIOIOTLCS BRSILLIKK, O MICTATb XONecTepuH abo iHWWIA maTepian, rocTpux KOPOHapHUX CUHAOPOMIB,
CTeHoKapaii, BKMoYarudn cTabinbHy CTEHOKapAito, HecTabinbHy CTeHoKapgilo, 3ananeHHsl, 3ananeHHs CyAWH,
3ananeHHs LWKipW, 3acTiHOI cepLeBOi HemoCTaTHOCTI, ilemidHoi xBopobu cepua (IXC), WNYHOYKOBUX apuUTMIN,
3axXBOPIOBAHHA NepudepuyHUX CyauH, IHdapkTy Miokapda, nodaTky CcMepTenbHoro iHdapkTy Miokapaa,
HecMmepTenbHOro iHdapkTy Miokapaa, iwemii, cepueBO-CyaUHHOI ilweMii, nepexigHux iWwemidHuxX Hanagie, iwemii, He
NOB'A3aHOI 3 CepUEeBO-CYANHHUM 3aXBOPKOBAHHSM, ilUEeMIYHO-penepdy3iiHOrO YLIKOMKEHHS, 3HMXKEHOI noTpedbn y
peBackynapusalii, nopylweHb 3CinocTi Kposi, TpomGouuToneHii, Tpombo3y MUOOKMX BEH, NaHKpeaTuTy,
HeankorofibHoro creatorenaTuty, AiabeTn4yHoi HelponaTii, peTuHonartii, XxBopobnueoi AiabeTudHOT Helponarii,

nepemMiKHol KyrbraBocTi, ncopiasy, KPUTUYHOT iemii KiHLiBOK, iMnoTeHu,ii, rinepninigemii,
rinepninonpoTeiHemii, rinoansdaninonpoTeiHemii, rineptpurniyepnaemii, 6yab-aKoro CTEHOTUYHOrO CTaHy, WO Bege
0o iwemivHOi natonorii, piabety, Bkmodaroun giabet Ttuny | i tuny Il ixTiosy, ygapy, 4yTnumBux TpombouuTis,

XBoOpoOW AnblureriMepa, BMPa3oK HWXHIX KiHUIBOK, TSKKOT KOpPOHapHOI iwemii, nimcgoMm, kaTapakT, eHgoTenianbHol
ANCHYHKLIT, KCaHTOM, AUCHYHKLII KiHLeBOro opraHa, CYAWHHOro 3axBOPHOBAHHS, CyOWHHOrO 3aXBOPIOBAHHA, WO €
pesynbTaToM naniHHa i giabeTy, 3aXBOPHOBAHHS COHHUX | KOPOHAPHUX apTepili, perpecy i 3aMopLLyBaHHS BXE iCHYKUMUX
OnsAWOoK, HecTabinbHUX BnALWOoK, crnabkoi IHTUMKU CyAWH, HECTABINbHOI IHTUMWU CYAWH, eHOOTEeNIanbHOro YLKOAXKEHHS,
eHOoTenianbHOro  YIWKOMXEHHS BHAcNiQoK  XipypriYHMX npouenyp, 3aXBOPKOBAHHSA, MOB'A3@HOMO 3  CYOUHHUM
3aXBOPIOBAHHSAM, YKPUBEHHS BMpaskamu y apTepianbHOMY MpOCBiTi, peCcTeHo3y BHAcNiAoK GaroHHO! aHrionnacTuky i
CMMNTOMIB-NEepeaBiCHUKIB NepepaxoBaHnX BULLE CTaHIB.

7. 3acTocyBaHHA 3a Oyob-AkMM 3 nn. 1-6, B AKOMY IiKyBaHHS 3MILUHIOE iHTUMY CYOWH, CTUMYINOE BIiOTiK
NO3aKMITUHHOIO XONECTEPUHY LNA TPaHCMOPTYBaHHS Y NeYiHKy, Mogyrtoe iMyHHi BignoBigi, Mobiniaye xonectepuH 3
aTepoCKINepoTUYHMX OnALLOK, CMpUsie 3aroeHHI0 paH, Moaudikye Oyab-Aky MemOpaHy, KNiTWHY, TKaHUHY, OpraH,
NO3aKMiTUHHY AiNaHKY abo CTPYKTYpy opraHiamy.

8. 3acTocyBaHHA 3a Byab-akum 3 nn. 1-7, B AKOMY NiNOCOMU BBOAATL Y koMGiHaUil abo AogaTkoBO 3B'A3aHUMU 3i
cnonykamu, BuOpaHMMKM 3 Tpynu, WO CKrMagaeTbca 3 MNenTuhiB, napaoKkcoHasu, ninonpoTteinninasu, Apo A-l i
MiMeTuKiB, BapiaHTiB A-l Ta iX koMGiHaUiN.

9. 3actocyBaHHs 3a Oyab-skuM 3 nn. 1-8, B SskoMy finocoMn BBOASITb ¥ KOMOGiHaUil 3 Manumu monekynamu abo
nikapcekumMmn 3acobamm, AKi BNIMBaKTb Ha PiBHI XOrecTepumHy.

10. 3actocyBaHHA 3a N. 9, B SKOMY Mana Morekyna siensie cobow crartuH, BigTsoperuii HDL, manuin HDL a6o
CUHTETUYHY MIMETUYHY ninonpoTeiHoBYy YacTuHKy HDL.

11. 3acTocyBaHHsi 3a Oyab-akum 3 nn. 1-8, B skoMy ninocomu BBoAATb Y KoMOGiHauii 3 ogHuMm abo Ginblue
cepLeBO-CYAUHHUX areHTiB, npoTuaiabeTnyHmX areHTiB abo iHWNX TepaneBTUYHUX PEHOBUH.

12. BactocyBaHHsA 3a n. 11, B IKOMY CepLEBO-CYAVHHWUIA areHT BUOpaHuii 3 rpynu, WO CKnagaeTbes 3 acnipuHy,
GeTa-6nokatopis, 6rokaTopiB kanbLUieBUX KaHamiB, renapuHy, BKIOYaYM HU3BKOMOMNEKYNSIPHUIA renapuH, areHTiB, LWo
3HWXKYIOTb piBEHb [MOKO3M Yy KPOBIi, HiTpaTie, iHribiTopis Ilb/llla, iHribitopie AMN®, ¢ibpaTie i ceksecTpaHTiB
YKOBYHWX KUCIIOT.

13. 3actocyBaHHA 3a Oyab-akMMm 3 nn.1-8 Ta 11-12, B gkomy ninocomn BBOAATb Y A03i npvbnmaHo 50 mr/kr
nNpuBnnaHo KoXHi 7 AHiB, abo B AKOMY MiNOCOMU BBOASATL Y A03i Npubnuano 100 mr/kr npubnnaHo KoxHi 7 aHis, abo B
AKOMY Rinocomun BBOgATb Y A03i NpubnuaHo 150 Mr/Kr npmbnmnaHo KOXHI 7 gHiB, abo B SKkOMy NiNocoMu BBOASATL Y A03i
npnbnmaHo 200 MI/Kr NpuBNN3HO KOXHI 7 gHiB, abo B ikoMy ninocoMu BBOAATL Y A03i NpubnuaHo 250 mr/kr npubnnsHo
KOXHi 7 OHiB, abo B ikOMy finocomMun BBOASATb Y 03I NnpnbnunaHo 300 Mr/kr npubrn3Ho KoxkHi 7 gHiB.

14. 3acTocyBaHHs 3a byab-akum 3 nn. 1-8 Ta 11-13, B sIkOMY NiNOCOMM BBOAATH OQHOPA30BO.

15. 3actocyBaHHA 3a Oyab-akum 3 nn. 1-8 Ta 11-13, B Akomy ninocomn BBOASATL 2-14 pasiB BignoBigHO A0
HenepepBHOro peXxnMy BBEAEHHS, B IKOMY BKa3aHe BBELAeHHS Mae TUXHEBMWI iHTepBar.

16. 3actocyBaHHA 3a Byob-akum 3 nn. 1-8 ta 11-13, Ta 15, B AKOMYy BKa3aHWI peXUM BBEOEHHs Mae€ iHTepBan
BBeOEHHSA ABa TWXHIi, abo Mica4HUR iHTepBan, abo 2-micadHMin iHTepBan, abo 3-MicsauHWiA iHTepBan, abo 4-mica4Hnin
iHTepBarn, 5-mica4HUR iHTepBan, abo 6-mica4HUin iHTepBan, abo 7-MicadHMin iHTepBan, abo 8-MicauHui iHTepBan, abo
9-Mica4HMI iHTepBan, abo 10-mica4HUiA iHTepBan, abo 11-mica4Hui iHTepBan, abo 3-piyHuR iHTepBan, abo 4-pivHui
iHTepBarn.

17. 3acTocyBaHHS MiNOcCoM, WO MarTb cepenHin po3mip YacTuHok Big 50 HM o 250 Hm, y gosi Big 100 mr/kr oo
200 wmr/kr, ons BMpobHMLUTBA nikapcbkoro 3acoby, NpuaHavYeHoro Ans BBeAEHHS KOXHI YoTupu abo Binblue gHiB, ans
3HWXKEHHS BMICTY XONecTepuHy y nepudepuYHin TKaHUHI 3 0OQHOYaCHUM 3HUXXEHHAM abo BUKITIOHEHHAM HECNIPUSATAMBUX
edhekTiB, NOB'A3aHMX 3 NINOCOMHO Tepanieto.

18. 3actocyBaHHs 3a .17, B AKOMY BBELEHHA 34iNCHIOOTL 1 pas.

19. 3actocyBaHHs 3a n. 17, B AKOMY BBEAEHHS 3AiMCHI0IOTE Big 6 Ao 14 pasis.

20. 3actocyBaHHs 3a n. 19, WO [oAaTKOBO BKIOYAe BBEOEHHSA BKasaHMX NinocoM y kKoMbGiHauii 3 ogHum abo Ginblue
CEpPLEBO-CYAMHHNX areHTiB, NpoTnaiabeTuYHNX areHTiB i/abo areHTiB, WO KOHTPOSOKTL PiBEHb LYKPY Y KpoBi, i/abo
HLUMX TepaneBTUYHWX areHTiB.
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OdbiyiriHnii GroneteHb "lMpomucnoaBa BrnacHicTe". KHura 1 "BuHaxogn, kopucHi mogeni, Tonorpadii iHTerpansHnx
mikpocxem", 2007, N 13, 27.08.2007. [epxaBHuUi OenapTameHT iHTeneKkTyanbHOi BracHocTi MiHicTepcTBa oCBiTH i
Hayku YkpaiHu.
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