IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

KAIIYET 5/10

(CADUET 5/10)

CKn1ao0:
Oitoui peuosuHu: amlodipine; atorvastatine;

1 TabneTka MicTUTL amonuIiny 6ecunarty 6,94 Mmr, 110 eKBiBaJIEHTHO aMJIOTHUITIHY 5 MT;
aTopBacTaTUHY KasbLito Tpurigpaty 10,85 mr, 110 eKBiBaieHTHO aTopBacTaTUHy 10 Mmr;

0onoMidCcHI pe4osuHU: Kaslbllilo KapOOHAT, HATPil0 KPOCKApMe03a, LIei0JI03a MiKpOKPUCTaTiuHa,
KPOXMaJlb IpexenaTHHi30BaHu, mojicopOar 80, rigpoKCHIPOIiIIe0I03a, KpeMHI0 TiOKCuL,
KOJIoimHuY 0e3BOmHMY, MarHiio cteapat, Onapmpi II Binuit 85F28751: cnupT momiBiHiIOBUE 4aCTKOBO
rigponizoBaHuii, nojietusnenraikoas 3000, Tutany miokcup (E 171), Tanbk.

JIikapcbka ¢opma. TabmeTKH, BKPUTI IIiBKOBOIO 000JIOHKOIO.

OcHogHi ¢izuko-ximiyHi 81acmueocmi: Oini TabneTK 0BanbHOI (GOPMU, BKPUTI IITiIBKOBOIO
000JI0HKOI0, 3 TpaBipyBaHHaIM «Pfizer» 3 omHoro 60Ky i Kogom npoaykTy «CDT» Ta «051» - 3 inImoro.

dapMmakoTepaneBTHYHA rpymna. linonimigemiyni 3acobu, y kom0OiHallii 3 iHIMMMME TiKapChKUMU
3acobamu. ATopBactaTul Ta amnonumid. Kog ATX C10B X03.

dPapmako102iuHi 8 1acmueocmi.
dapmakoOuHamika.

Kagyet 5/10 Ma€ mopBiliHMI MeXaHi3M [ii: aMJIOAUIIIH Ai€ K OUTIOPOIiPUANHOBUN
AQHTATOHICT KaJbllilo (QHTArOHICT iOHIB KasbIlito a6o 6/10KaTOpP MOBIIbHUX KaHAJIIB) i
atopBacTtaTuH npurtiuye 'MI-KoA-penykTa3y. AMIOOUIIIH, 1110 BXOOUTH [0 CKIIaLy
npenapaty Kagyert 5/10, npurtiuyye TpaHCcMeMOpaHHUY MOTIK i0HIB KaJIbIlif0 B TTIafKAX
M’si3aX CYOUH 1 M’'s13ax cepiid. ATOpBacTaTHH, 1110 BXOOUTH OO CKJIafy IIpernapary

Kagyet 5/10, € cenieKTUBHUM KOHKYpeHTHUM iuribitTopom 'MI'-KoA-penyKTa3u, GpepmMeHTy, Bif
SIKOTO 3aJIeKUTh MIBUOKICTH TepeTBOPeHHS 03-rigpoKCu-3-MeTUIrIyTapui-KohepMeHTy A Ha
MEBAJIOHAT - PEYOBUHY-IIOIIEPETHUK CTepOJ'IiB, y TOMY YHUCIi X0JIeCTEepHHY.

3MiHM [ii aMJIOAUIIiHY Ha CUCTOJIIYHUM apTepialbHUM TUCK IIPU 3aCTOCYBaHHI Ipenapaty Kagyet
5/10 nOpiBHSAHO i3 3aCTOCYBaHHAM TiJIbKYA aMJIOAUIIIHY He CIIOCTEPIranocs.



AHarnorigHo, He criocTepiranaocsl 3MiHHu [il aTopBacTaTiHYy Ha xonectepud JIHII npu 3acTocyBaHHi
npenapaTy Kagyet 5/10 OpiBHSHO i3 3aCTOCYBaHHSAM TiJIbKM aTOPBACTATUHY.

AHeno-ckaHOuHascvke 00CAI0HCeHHA pe3yabmamis 3axeopro8aHs cepys (ASCOT) - 11e
paHOoOMi30BaHe, 3 (paKkmopianbHUM OU3aMHOM OOCIiAXKeHHS (2 X 2) OJs MOPiBHSIHHS OBOX
QHTUTINEePTEeH3UBHUX PEXUMIB JIIKyBaHHA 3 y4acTio 19257 nauieHTiB (rpya 3HUKEHHS
aptepianbHOro tTucky - ASCOT-BPLA) Ta BiiuBy nofgaBaHHA 10 Mr aTopBacTaTUHY
nopiBHAHO 3 mnalebo y 10305 nauieHTiB (rpyna suuxkeHHs minigis - ASCOT-LLA) npu
JIeTaJIbHUX 1 HeJleTaJIbHUX KOPOHAPHUX IOTifX.

BnnuB aTopBacTaTuHy Ha JieTallbHI Ta HeJleTajlbHI KOPOHAPHI MMOAil OIiHIOBaIM B PaHAOMi30BaHOMY
IIOJIBiMHO CyIinoMy Iaie60-KOHTPOJIbOBAHOMY [OCIIiMIKeHHi (rpyna 3HuxkeHHs minigiB - ASCOT-LLA)
y 10305 narienTiB BikoM 40-79 pokiB 3 apTepianbHOIO TilepTeH3i€lo, 6e3 monepegHLOro iHhapKTy
Miokappa abo NiKyBaHHSI CTEHOKap[ii Ta 3 piBHEM 3arajbHOI0 X0JIECTEPUHY < 6,5 MMOob/1 (251
Mr/g1). Yci nalieHTy Manu MIoHaKMeHIle 3 3 TAaKUX MONEepPeIHb0 BU3HaYeHNX (HaKTOPiB CepPLEBO-
CYOIMHHOI'O PU3UKY: YOJIOBiYa CTaTh, BiK (= 55 POKiB), maniHHA, HyKpoBUY OiabeT, paHHS imeMidyHa
xBopoOa cepIlst B aHaMHe3i HauOIuKYUX POANYiB, 3aranbHui xonectepuH: JIBII = 6, 3aXxBopioBaHHS
nepudepuyHUX CyAuH, TrinepTpodisa IiBOro UIMyHOYKa, IepeOpoBacKyapHe MOPYIIeHHS B aHaMHe3li,
cnenudivni nopymenss Ha EKT, mpoTeinypis/ans0yMiHypis.

[TamieHTiB NiKyBany i3 BUKOPHUCTaHHAM aHTUTIIEPTEH3UBHUX PEKUMIB, 1110 6a3yBanucs Ha
3acTocyBaHHi amnopuminy (5-10 mr) abo atenomony (50-100 mr). 115 mOCATHEHHS Y MOJAIbIIOMY
3allJIaHOBaHOTO PiBHS apTepianbHOro TUCKY (< 140/90 MM pT. CT. y nalieHTiB 6€3 I[yKpoBoro miabeTy,
< 130/80 MM pT. CT. y alli€eHTiB 3 I[yKPOBUM AiabeToM) y TpyIIi 3aCTOCYBaHHS aMJIOOUIIHY MOXKHa
Oy70 momaBaTy mepuHpmonpun (4-8 Mr), a B Tpymi aTeHosony - 6eHgpodymeTia3un Katio

(1,25-2,5 mr). Teparmieto TpeThol JiHil B 000X rpynax 0yB gokca3o3uH GITS (4-8 mr). I'pyna
aTopBacTaTUHY CKiafasacsd 3 5168 narieHTis (2584 mallieHTA OTPUMYBaIXd aMJIOOUIIIH i

2584 malieHTH OTPUMYBAJIA aTEHOJION), a Tpyna miamne6o ckiaganacs 3 5137 mallieHTiB

(2554 marrieHTH OTPUMYBaJIA aMJIOAMIIIH i 2583 nalieHTH OTpUMYyBaIu aTEHOJION).

KowmbiHaris aMmogumniny 3 aTopBacTaTUHOM IIPU3BOAUIIA O CYTTEBOIO 3HUKEHHS PU3UKY PO3BUTKY
JIeTabHOI ileMiuyHOoi XBOpOOU Ceplls Ta HeJeTaabHOTo iHQapKTy MioKapaa Y KOMIIO3UTHIN
IIePBUHHIY KiHIEBIN TOYLIi:

- 3HuKeHHS Ha 53 % (95 % mosipuuit inTepBan 31-68 %, p < 0,0001) mopiBHsAHO 3 KOMOiHalli€0
aMJIOOUIIIH I1a1e6o;

- 3uuKeHHs Ha 39 % (95 % moBipuwmii iHTEepBan 8-59 %, p < 0,016) mopiBHSIHO 3 KOMOiHAIlIEID
aTeHOJIONI aTOPBaCTaTHH.

ApTepianbHUM TUCK CYTTEBO 3HUXKYBABCS IIPU 000X pexkHUMax JIiKyBaHHS, ajie 3Ha4yHO Oifblie - mpu
pexwumi, mo 6a3yBaBCcsS Ha 3aCTOCYBaHHI aMJIONUITIHY aTOPBACTATUH, HiX MpU pexkuMi, 1110 6a3yBaBCs
Ha 3aCTOCYyBaHHI aTeHOJIONy aTopBacTaTtuH (-26,5/-15,6 MM prt. cT. mpotu -24,7/-13,6 MM pT. CT.
BifIMTOBiAHO). 3HAUYEHHS «P» OIS BIIMIHHOCTEH MiX IIMMH ABOMa rpynamu ctaHoBuio 0,0036 (mns
CHUCTOJIIYHOTO apTepianbHOro TUcKy) i < 0,0001 (gnsa miacTomigyHOr0 apTepiarbHOTO TUCKY).

[ToCmimKeHHST aHTUTINEePTEeH3WBHOTO Ta JiNig03HUKYBAIbHOTO JTiKYBAaHHS [JIg 3a00iraHHs CeplLeBUM
HanagaM (Antihypertensive and Lipid-Lowering Treatment to Prevent Heart Attack Trial).

[n1s nopiBHSAHHSA e(peKTiB aMIoAuIiny abo NTi3MHONPUITY 3 eeKTaMu XJIOPTalifoHy K Teparii
TepInoi NIiHil y naieHTiB 3 rimepTeHsielo Bif c1abKoro 10 IOMipHOTO CTYTIEHS TSKKOCTi Oy10
IIPOBENEHO0 PAHIOMi30BaHe MOOBIMHO CIIiIle JOCIIIXKEHHS i Ha3BOI0 «AHTUTINIEPTeH3UBHE Ta



JMigqO3HUKYBaJIbHEe JTiKyBaHHS IJIs 3arno0iraHHs ceplieBUM HalagaMm».

3aranmom 33357 mallieHTiB 3 apTepianbHOIO TinepTeH3iel0 BiKOM Bif 55 pokiB Oyiu paHOOMi30BaHi i
3HAXOIUIMUCS IIif HATMISIOOM Y CepeIHbOMY MPOTaroM 4,9 poky. 1li maiieHTy Manu IIOHaWMeHIIle OOUH
IONaTKOBUM GaKTOP PU3UKY illleMiyHOI XBOPOOU Cceplisi, BKIIIOYAIOYHU TaKi: iHpapKT Miokapaa abo
iHCYNbT B aHAMHe3i (> 6 MicsIIiB 10 BK/IIOUeHHS B [IOCTiIXKeHHs) a0o iHIe 3aJloKyMeHTOBaHe
aTepoCKJIEpOTUYHE CePIeBO-CyAUHHE 3aXBOpPIOBaHHs (Bchoro 51,5 %), uykposuit giabet II Tumy (36,1
%), xonectepun JIBII]

< 35 mr/on (11,6 %), rinepTpodito nmiBoro mIyHOYKa, AiarHoctoBaHy 3a EKI abo meTomom
exokappaiorpadii (20,9 %), manmiHHSA Ha Yac BKIIIOUEHHS B mociimkeHHs (21,9 %).

[TepBUHOIO KiHIIEBOIO TOYKOIO OyJia ileMiuHa XBopoOa cepls 3 jeTalbHUM HacligkoM abo iHpapkKT
MioKappa 6e3 J1eTarbHOTO HACHIAKY. YV Irpymi 3aCTOCYyBaHHS aMJIOOUIIIHY IIEPBUHHOI KiHIIEBOI TOUKHU
nocsrnu 11,3 % marienTiB nopiBHsgHO 3 11,5 % y rpymi xnopTranifony (BigHomeHHs pu3ukis 0,98, 95
% moBipuuii intepsan [0,90-1,07] p=0,65).

Cepe[i BTOPHHHUX KiHIIEBUX TOYOK:

- ITOKA3HUK JIETAJIbHOCTI 3 yCiX IpUUMH CTaHOBUB 17,3 % y rpymi xmopTanifony i 16,8 % y rpymi
aMJIOOUIIHY (aMJIOOUIIIH TPOTH XJIOPTaJlifoHy, BifHOIeHHS pu3ukKiB 0,96, 95 % moBipuuii iHTEpBan

[0,89-1,02] p=0,20);

- YyacToTa CepleBOl HeOCTAaTHOCTI (KOMIIOHEHT KOMITO3UTHOI KOMOiHOBaHOI CepIIeBO-CYAUHHOL
KiHIIeBOI TOYKM) OyJia 3HAYHO BUIIOI0 Y TPYIIi aMJIOOUIIiHy IPOTHU I'pynu xyuopTaminony (10,2 % mpoTu
7,7 %, BigHoIeHHS pu3ukiB 1,38, 95 % moBipuuu inTepsan [1,25-1,52] p < 0,001).

HocnifKeHHS He TPOAEMOHCTPYBAJO IIepeBaru XkK0HOT0 IIpenaparTy 00 IIePBUHHOL KiHIIEBO1
TOYKY; allOCTEPIOPHUN aHai3 pe3yabTaTiB IPOAEMOHCTPYBAaB, 110 aMJIOAUIIIH 3HUXKYE KiIbKiCTh
imemiyHOI XBOpOOH Ccepls 3 JeTaJIbHUM HaC/IigKOM Ta iHbapKTy MioKapaa 0e3 neTalbHOr0 HaCiAKy
(mepBUHHA KiHIIEBa TOYKA) Ta JIETa/JIbHICTh 3 YCiX IPUYUH (BTOpPYHHA KiHIIEBa TOYKA) Ti€X XK MipO1o,
110 ¥ XJIOPTaJIigoH.

Y x00i docaidxcenHa «IIpopinakmuka iHCyabmy WAAXOM A2Pecu8H020 3HUMCEHH A PiBHI8
xonecmepuny» (Stroke Prevention by Aggressive Reduction in Cholesterol Levels study) 3
yuacTio 4731 martrieHTa, sIKi B onepenHi 6 MicsALiB nepeHecnu iHCyNIbT abo TPaH3UTOPHY ileMiuyHy
aTaky i He Mal¥ B aHaMHe3i KOpOHApHOI XBOopoOu ceptisi, 6yI10 OIliHEHO BIIJIUB 3aCTOCYBAHHS
aTtopBacTaTuHy y 703i 80 Mr Ha noOy abo mare6o Ha YacTOTy PO3BUTKY iHCYIbTY. 60 % malieHTiB
Oymu goyoBikamMu BikoM 21-92 poku (cepenHiit Bik 63 poku) Ta Ha eTalli BKIIOUEHHS MaJli CepenqHin
piBens JIHII 133 mr/an (3,4 mmons/n). CepenHiit piBeHb xonectepuny JIHII 6yB 73 Mr/mn

(1,9 MMoOIB/NT) IPOTATOM JIIKyBaHHS aTopBacTaTUHOM Ta 129 mr/gn (3,3 MMOJIB/NI) IPOTATOM
NiKyBaHHS mnane6o. MeniaHa croctepexkeHHs - 4,9 POKy.

3acTocyBaHHS aTOpBacTaTUHY y [03i 80 Mr 3HWXKYBajo PU3UK HACTaHHS IIEPBUHHOI KiHI[€BOl TOUKHU
(iHCynbTYy 3 nmeTambHUM HacaigkoM abo 6e3) Ha 15 % mopiBHSAHO 3 Mallebo (BimHOIIEHHS PU3UKIB
0,85; 95 % mosipuwnti intepsan 0,72-1,00; p=0,05 abo 0,84; 95 % moBipuwuit iHTEpBan
0,71-0,99; p=0,03 micng cTaTUCTUYHOI IOTIPaBKX Ha (paKTOPU IIOYAaTKOBOTO €TaIly).
JleTanpHUN HACTIAOK 3 yCiX mpu4uH cTaHoBUB 9,1 % (216/2365) Ans aTopBacTaTUHY
nopiBHSHO 3 8,9 % (211/2366) s nnatebo.

Y xopni aHani3y post-hoc 3actocyBanrs 80 Mr atopBacTaTHHY 3HUXKYBAJIO YaCTOTY PO3BUTKY
imemiunoro incynety (218/2365, 9,2 % npotu 274/2366, 11,6 %, p=0,01) i migBuLyBano 4acToTy
reMoparigHoro iHcynsty (55/2365, 2,3 % npotu 33/2366, 1,4 %, p=0,02) mopiBHSAHO 3 mauebo.



Pu3WK pO3BUTKY TeMOpariyHoro iHCyIbTy 3p0OCTaB y MALi€HTIB, IKi Oy/Iu BKIIIOYEHi B JOCTIIXKEHHS 3
reMopariyHuM iHCyIbTOM B aHaMHe3i (7/45 mist aTopBacTaTuHy mpoTH 2/48 mis nare6o;
BigHOIIEeHHS pu3ukKiB 4,06; 95 % moBipuuii iHTepBan 0,84-19,57), a pu3UK PO3BUTKY illIEMiYHOTO
iHCYNbTY Q719 TPYI 3aCTOCYBaHHS aTOPBACTAaTUHY Ta Iare6o 6yB momiOHuM (3/45 Oist aTOpBacCTaTUHY
npoTu 2/48 mns nnaiebo; BimHOIEHHST pu3ukKiB 1,64; 95 % mosipuwnii inTepsan 0,27-9,82).

Pu3WK PO3BUTKY TeMOpAriyHoro iHCyIbTy 3pOCTaB y Malli€HTiB, SKi Oy BKITIOYEHi B TOCTIIXKEHHS 3
nmakyHapHUM iHdapkTOM B aHaMHe3i (20/708 gnsa aTopBactaTuny npotu 4/701 nns nnaie6o;
BigHOIIEHHS pu3ukKiB 4,99; 95 % mosipuuii iHTepBan 1,71-14,61), ane pu3uK PO3BUTKY iLIEMIYHOTO
IHCY/IBTY TAKOXK 3HUKYBABCA y UUX naieHTiB (79/708 i atopBactatury npotu 102/701 gna
nnane6o; BinHomeHHS pu3ukis 0,76; 95 % mosipuuit inTepsan 0,57-1,02). MoxnuBo, GakTUYHUN
PHU3UK PO3BUTKY iHCYJIBTY € MigBUIIEHUM Yy TAIli€HTIB 3 ITaKyHapHUM iH(apKTOM B aHaMHE3i, SKi
3aCTOCOBYIOTh aTOpBacTaTuH y no3i 80 mMr/moby.

JleTanmbHUM HACIMOK 3 yCiX IpHUYMH CTaHOBUB 15,6 % (7/45) onsa atropBactatuny npoTtu 10,4 % (5/48)
y HiATPYIIi MaIlieHTiB 3 TeMOpariyHuM iHCY/IbTOM B aHaMHe3i. JleTanbHUM HACTIOK 3 YCiX IPUYUH
craroBuB 10,9 % (77/708) nnsa aropBactaTtury npotu 9,1 % (64/701) gng nnaiebo B miarpymi
NallieHTIB 3 lTaKyHapHUM iH(papKTOM B aHaMHe3I.

dapmakoKkiHemuxka.

[TaHi nrono npenapaty Kagyer 5/10.

[Ticns mepopaslbHOrO MPUIOMY CIIOCTEpIraaucs 2 OKpeMUX iKY KOHIIeHTpaLiil y ma3Mi
KpoBi. [lepmmmii mik crocTepiraBcs y Mexkax Bif 1 mo 2 rOguH micid NpUKAoMy IpernapaTy Ta
OyB 3yMOBJIEHUM aTOPBaCTaTUHOM; OPYTHM MK CIIOCTepiraBcs Mix 6 i 12 roguHamu micis
IpUIoOMy IIpenapary Ta 6yB 3yMoBieHuM amnogumninoM. IIIBUOKiCTE i cTyminb abcopOIril
(6iomocTymHICTR) aMIOOUITIHY Ta aTOPBACTAaTHHY IIPU 3aCTOCyBaHHi npemnapaTty Kamyet 5/10
HECYTTEBO BiIPi3HAIOTHCS Bif 6100OCTYMHOCTI aMJIOAUIIIHY Ta aTOPBACTATUHY MPU
OTHOYACHOMY 3aCTOCYyBaHHi TabJIeTOK aTOPBAaCTAaTUHY i TabIeTOK aMJIOIUITIHY.

[TpuiioM iXi He BIJIMBaB Ha 0i0IOCTYIHICTh aMJIOAUIIIHY IIPY 3aCTOCYBaHHi IIpemapary
Kapyet 5/10. Xoya 1ka 3HMKY€ IBUAKICTh Ta CTYIIiHb BCMOKTYBaHHS aTOPBaCTaTUHY IIpU
3actocyBaHHi npenapaty Kagyet 5/10 npu6nu3so Ha 32 % Ta 11 % BigmosigHo, 3a ouinkamu C,,, i
AUC, aHanoriusi 3HUKeHHS KOHIIEHTpAallil y I1a3Mi KPOBi MiC/Ig IPUNOMY 1XKi CIOCTepiranucs gis
aTopBacTaTHHY 6e3 3HMKEHHS BIUIMBY Ha xonecTepuH JIHII (muB. HUXKYeE).

[laHi 111000 aMIOOUITIHY.

Abcopbuia. [Ticns mepopanbHOT0 3aCTOCYBaHHS TEPAEBTUYHUX 103 aMJIOAUITIHY OKPeMO ITiK
KOHIIEHTPaIlil ¥ IJIa3Mi KpOBi CIIOCTEPIiraeThcs y MexkKax 6-12 ropuH micnis nmpuiioMy npenapary. 3a
olLiHKaMu a0cosioTHa 6i0OCTYTHICTL 3HAXOAUTHLCA ¥ Mexkax Bif 64 % o 80 %. O6’em po3nominy
CTaHOBUTH NMpubIN3HO 21 1/KT. Bio#OCTYNHICTE aMJIOAUIIIHY He 3MiHIOETHCS 3aJI€3KHO Biff IPUNOMY
1Ki.

Po3nodia. [ocmigxkeHHST aMIOOUIIIHY in Vitro moKasaJy, 110 Y MallieHTiB 3 TinepTeH3ieio mpubau3Ho
97,5 % mpemnaparty, 10 IUPKYJIIIOE B KPOBi, 3B’I3y€ThCS OiNKaMu IJIa3Mu.

FiompaHcgpopmauia. Amnoputin iHTeHcuBHO (61113bK0 90 %) MeTabomi3yeThCst 10 HEAKTUBHUX
MeTabOoIiTiB MIJIIX0M IEeYiHKOBOTO MeTab0I1i3My.

BusedeHHs. BuBeneHHs aMJIOOUITiHY 3 IIJIa3MHU € IBO(Ga3HUM 3 KiHIIeBUM IEPioIoM HalliBBUBEIEHHS



6mu3pko 30-50 romuH. PiBHOBazKHA KOHIIEHTPAIIiST IOCATAETHCS IMiCIIs
7-8 mHiB 6e3mepepBHOrO MpuioMy mpemnapary. I3 ceyero BuBogUThCS 10 % MOYATKOBOI peUOBUHU
amitoputiny i 60 % #oro MmeTaboJTiTiB.

[laHi IOI0 aTOPBACTATHHY.

Abcopbuis. ATopBacTaTHH LIBUAKO abCOpOYyETHCS, MaKCUMalbHa KOHIIEHTPAIIis y MIa3Mi KpoBi
mocsATaeThCsl y Mexkax Bif 1 mo 2 roguH. CTymink aGcopOilil 3pocTae MPOmOpLiRHO 40 D031
aropBacTaTuHy. AGCOIMI0OTHa 6i0JOCTYIIHICTh aTOPBACTATUHY (II0YAaTKOBA PEYOBMHA) CTAHOBUTD
npubnusno 12 %, a cucrtemta 6iogocTynHicTh st npurHiveHHs I'MI'-KoA-penyKkTa3u CTaHOBUTD
npu6nu3no 30 %. Hu3bKy cucTeMHy 6i0fIOCTYIIHICTh OB’ SI3yI0Th 3 IPECUCTEMHUM KITipeHCOM Y
CIM30Bil 000JIOHIII IITYHKOBO-KUIIIKOBOTO TPAKTy Ta/ab0 MpecucTeMHUM IIe4iHKOBUM MeTa0oJIi3MoM.
Xoua, 3a oninkamu C,,, i AUC, izka 3HUXKYE IMIBUAKICTh Ta CTYMiHb abcopO1ii aTOpBacTaTUHY
npubnu3Ho Ha 25 % i 9 % BiAmoBigHO, #0Or0 BIJIUB Ha 3HUKEHHS Xonectepuny JIHII npu
3aCTOCYBaHHI 3 i7Kelo 4y HaTile € nofibHuM. KoHIleHTpallis aTopBacTaTHHY Yy IJIa3Mi KPOBi HHAXK4Ya
(mpubmu3Ho Ha 30 % mns C,,, i AUC) micns mpuiioMy IipernapaTy BBedepi MOPiBHSIHO 3 IPUIOMOM
ypasui. OgHax 1oro fid wopo 3uukeHHd xonectepury JIHII € oqHak0BOO HE3alekHO Bifi Yyacy
3aCTOCYBaHHA IIpernapary.

Po3nodin. CepepHiit 06’eM PO3MOAiNTy aTopBaCTaTUHY CTaHOBUTEL Ipubnu3Ho 381 miTp. 3B'I3yBaHHSA
aTopBacTaTUHY 3 OifIKaMu mja3Mu CTaHOBUTH ° 95 %.

BiompaHcgopmauia. ATopBacTaThH iHTEHCHBHO MeTabO0JIi3yeThCS IO OPTO- i TapariipoKCUILOBaHUX
noxigHux i pisHux npoxykTiB B-okuciaeHHd. [Ipurnivenus I'MI-KoA-pegykTasu opTo- i
TaparigpoKCUIbOBaHUMM MeTaboJiTaMu in Vitro eKBiBaJleHTHE TaKOMY [IJIsT aTOPBaCTaTUHY.
[Tpu6nu3no 70 % mii, mo ctocyeThes nmpurHivenns I'MI-KoA-penykTa3u, 3yMOBIIEHO
AKTUBHUMM MeTaboJliTaMu.

BuesedeHHs. ATopBacTaTHH Ta MOr0 MeTa0OJiTH BUBOOATLCSA TOJIOBHUM YMHOM 3 KOBYIO IiCIIS
IIeYiHKOBOTO Ta/4u 103anedyiHKoBoro MetabosniaMy. OgHaK aTopBacTaTHH, 04€BUIHO, HE 3a3HaE
3HAYHOI KMIIKOBO-NIEYiHKOBOl PelupKyIsanil. CepenHill mepion HaliBBUBEIEHHS aTOPBAaCTaTUHY 3
IIJ1a3MU KPOBI y JIIofielt CTAHOBUTDH MpuUOIN3HO 14 roguH, mpoTe A Oii mono npurnidenus [MI-KoA-
penyKTasu 1eH mepion ctaHoBUTH Bif 20 go 30 roguH, 1110 3yMOBJIEHO aKTUBHUMM MeTab0TiTaMHu.
[Ticra mepopalbHOTO IPUMOMY aTOpPBACTaTUHY MeHIIe 2 % O03U BUMINSIETHCS i3 CceUelo.

ATtopBacTaTuH € CyOCTPaTOM MEYiHKOBUX TPAHCIIOPTEPIB, OPraHigYHOr0 aHiOH-TPAHCIIOPTYIOUOI0
nomninentuny 1B1 (OATP1B1) ta TpaucnopTepa 1B3 (OATP1B3). MeTabomiTi aTopBacCTaTUHY €
cyoctpatamu OATP1B1. ATopBacTaTul TaKoX ifeHTU(DIKYEThCS SIK cyOCcTpaT e(Ir0KCHUX
TpaHcnopTepiB P-ruikonpoTeiny (P-gp) Ta 6inka pe3uCcTEeHTHOCTI paky MoJjiouHoi 3an03u (BCRP), 110
Moxke 06MexxyBaTu abcopO1ito B KUIEYHUKY i OimiapHui KIipeHC aTopBacTaTHUHY.

[laHi 111000 aMIOOUIIIHY Ta aTOPBACTATUHY V ClelliadbHUX MONYIAIifgX.

IMauienmu aimHb020 8iKY. Yac JOCATHEHHS MKy KOHI[eHTpAllil aMJIOAUIIIHY Y IIJTa3Mi KPOBi nomibHUM
y HaLieHTIB JIITHHOI'O BiKy Ta Y MOJIOAWIXX MAli€HTIB. Y Nali€HTiB JIITHLOTO BiKYy KJIipEHC aMJIOOUIIIHY
Mae TeHOeHIIil0 00 3HUXKEeHHS, 1110 Befie 10 30inbinenHs AUC Ta nepiony HamiBBHBeleHHs. 3pOCTAaHHS
AUC Ta mepiony HamiBBUBE[eHHS y MAlli€HTIB i3 3aCTiiHOI0 CEPIIEBOI0 HEJOCTATHICTIO OYITH
O4iKyBaHHMMH [IJI TALli€HTIB JOCIiIXKyBaHOl BiKOBOI I'PYIIH.

KoHueHTpanis atopsacTaTUHY y IIJIa3Mi KPOBI 300POBUX NALIEHTIB JIITHHOTO BiKY
(3 65 pokiB) Bumia (mpubnusno Ha 40 % ansg C,,., Ta 30 % mnsg AUC), HiXK y JOPOCINX MOJIOAIIOTO BiKY.
KrniniuHi gaHi faroTh 3MOTry NpunmycTuTy, o pisens JIHII 3HuKyeThCS Oinbllle IpY 3aCTOCYBaHHI



OyOb-9KOl 03U aTOPBAaCTAaTUHY Y MAlli€EHTIB JIiTHHOTO BiKY MOPIBHSHO 3 JOPOCIMMHU MOJIOAIIOTO BiKYy
(muB. po3min «OcoBGIUBOCTI 3aCTOCYBAHHS»).

Cratb. KoHILIeHTpalig aTopBacTaTUHY y I1JIa3Mi KPOBi ¥ XKiHOK BiIpi3HAETHCS Bifi TAKO1 Y YOJIOBIKiB
(mpubmu3Ho Ha 20 % BuIra 3a mokasHuKoM Cmax i Ha 10 % HuxK4Ya 3a mokasHukoMm AUC). LIi
BiIMiHHOCTI He OyJIM KJIiHIYHO 3HAUYIIMMU i He TPU3BOAUIIY N0 CYTTEBUX KITIHIYHUX BifMiHHOCTEN
BIIMBY Ha JIMINA ¥ YOJIOBIKIB Ta KiHOK.

ITopyweHHs pyHkuii Hupok. [TopyimeHHs (QyHKIIl HUPOK HEe Ma€ CyTTEBOTO BILIMBY Ha
(dhapMaKoOKiHETUKY aMIOJUITiHY. AMJIOUIIIH He TiAfaeThCs giamidy. ToMy maiieHTu 3
HUPKOBOI HEJOCTATHICTIO MOXYTh OTPMMYBaT! 3BUYAWHY [I0YATKOBY AO3y aMJIOAUIIIHY.

Y mocmigXeHHSX aTOpBaCTaTUHY 3aXBOPIOBaHHS HUPOK He BIIMBAJIO Ha KOHIIEHTPAIIil0
aTOPBACTATHHY y IJ1a3Mi KpoBi abo Ha #oro edpekT om0 3HUXKeHHS Xonectepuny JIHIL; Takum
YUHOM, [IJId TAlli€HTiB 3 MOPYLIeHHSIM (QYHKINI HUPOK HeEMa€e HeoOXimHOCTI ¥ KOopekIii mo3u
aTopBaCTaTHHY.

ITopyweHHA pyHKUil neviHKU. Y TAI[iEHTIB 3 TOPYIIEHHAM QYHKII] IeYiHKYM KIipeHC aMJIOAUIIiHY €
3HUKEHUM, 110 MPHU3BOAUTH [0 3pocTaHHs AUC mpubnusno Ha 40-60 %. ITopyineHHs GyHKIIii
IIeYiHKY BiJf IOMIPHOI'0 [0 TAXKKOI'0 CTYIIEHs He BIUIMBA€E Ha TepalleBTUYHY BiAIIOBIOb [IALIIEHTIB Ha
aTopBacCTaTHH, ajie eKCIIO3ULlisd LbOro IpelapaTy 3HayHo 3pocTae. KoHIleHTpallisi aTopBaCTaTUHY Y
1a3Mi KPOBi IIOMITHO HiABUIIYETHCA Y NMALi€HTIB i3 XPOHIYHUM aJIKOT0JIbHUM 3aXBOPIOBaHHIM
nevinky (kinac B 3a mkanoro Yaitnga-I1'10) (mpubnusno 16-kpatHo gns C,,, i 11-kpaTtHo gns AUC).

IToaimopgpiam SLCO1B1. 3axomneHHs KIiTuHaMu nedinky iHribiTopiB [MI-KoA-penyKTa3y, y TOMY
YHUCJI aTOPBACTATHHY, 3MiACHIOETHCS 3a MOIOMOT 00 TpaHCmopTHOro Gimka OATP1B1. V maifieHTiB 3
nonimop@dizmom SLCO1B1 icHye pu3uK HigBUIIEHOl €KCIO3UIIil aTOPBACTATUHY, 110 ¥ CBOIO
yepry, Moxke IPU3BOAUTH OO MiABUIIEHHS PU3UKY BUHUKHEHHS paOdmoMionidy (OUB. pO3Min
«OcobmuBOCTi 3acTocyBaHHA»). [Tonimopdi3m retna, mo komye OATP1B1 (SLCO1B1
€.521CC), aco1ito€eTbcs 3 2,4-KpaTHUAM IIiBUIIEHHSAM eKCIo3ullil aTopBacTatury (AUC)
TIOPiBHAHO 3 TalieHTamMu 6e3 Takoro BapiaHTy reHoTumny (c.521TT). V 1ux mauieHTiB Tak0XK
MOKJIMBE TeHEeTHYHE MOPYLIeHHS 3aXOMJIeHHS aTOPBAaCTATHHY KIiTHHAMU Nedinku. [[0TeHIInHN]
BIIJIUB Ha €()eKTUBHICTh HEBITOMUU.

KrinigHi XxapaKTepHCTHKH.
Iloka3anus.

Ins npoinakTUKU CepleBO-CYOUHHUX MOAIM y MallieHTiB 3 apTepialbHOIO TiepTeH3i€l0, 3 TPhOMa
CYyHyTHIMH (paKTOpaMu CepLeBO-CyIUHHOTO PU3UKY, 3 PIBHSAIMU X0JIECTEPUHY Biff HOPMaJIbHUX OO
IOMIpHO HigBUIIEHUX, 0€3 KITiHIYHUX MPOSBIB ieMigyHO0I XBOPOOHU CEPIls, a TaKOXK KOJIM 3TiTHO 3
[iI04NMH PEKOMEHAAIiIMU II0M0 JiKyBaHHS BBaXKA€ThCS NOPEUYHUM KOMOiHOBaHE 3aCTOCYBaHHS
aMJIOOUITIHY Ta HU3bKOl 03U aTOPBACTaTUHY.

Y BUNagKy HelOCTaTHHOI e(PeKTUBHOCTI TiNnoinigeMiuHol fieTu Ta iHMuUxX HedhapMaKoJIOTiUHUX
3axofis.

IIpomunoka3aHHs.



- TligBuINeHa YyTIUBICTh OO OUTINPOMiPUAMHIBY, Oil0UMX PEYOBHMH aM/IOOUIIIHY Ta aTOPBACTATHHY a00
no Oymb-SIKUX JOTIOMiXKHUX PEYOBHH, 3a3HAYEHUX Y po3minmi «CKiam»;

- aKTHBHI 3aXBOPIOBaHHS meviHky a00 CTiMKi MiABUIIEHHS PiBHIB TpaHCaMiHa3 ¥ CUPOBATLI
KPOBi HEBimOMOI eTioJiorii, mo B 3 pa3u mepeBUIIyIOThH BEPXHIO MEXKY HOPMHU;

- BariTHICTB, IEPion rofyBaHHs TPYO/I0; MpemapaT MPOTUIIOKa3aHUM XKiHKaM PEPOIYKTUBHOTO BiKY,
SIKi He BUKOPUCTOBYIOTh HaJIeXXHi 3aC00M KOHTpPaIEIIIil;

- KoMOiHallil 3 iTpakoHa30J10M, KETOKOHA30JI0M Ta TEJIiITPOMILIMHOM (IUB. po3min «B3aemomis 3
iHImMYU niKapchbKUMU 3aco0aMy Ta iHII BUAU B3a€MOMIN»);

- apTepiajibHa TiMOTEH3id TSIXKKOTO CTyIeHS;

- IIOK (BKITI0Yal04Yu KapaiOreHHUM III0K);

- 0OCTPYKIIist BUBITHOT'O TPAKTY JIiBOTO IIIYHOYKA (HAIIPUKIIAM BUPAKEHUN aOPTaIbHUN CTEHO3);
- TeMoiMHaMiyHOo HecTabilbHa ceplieBa HeMOCTATHICTE IiCIIst TOCTPOTO iHQapKTy MioKapaa;

- OOHOYACHE 3aCTOCYBaHHA 3 IIPOTUBIPYCHUMHU IIpenapaTaMy [Jid JIiKyBaHHS renatuty C
r7eKanpesipoM/mibpeHTacBipoM.

* AMoutIiH - 67T0KaTop KasbllieBUX KaHAJliB, MOXilHA peYOBUHA AUTIIPOMipUIUHY.

B3aemodisn 3 iHwumu nikapceKumu 3acobamu ma iHwi eudu e3aemoditi.

Bzaemoqii, moB’sizaHi 3 KoMOIHOBaHUM JiKaPChKUM 3aCO00M.

IaHi pe3ynbTaTiB HOCTiAKEHHS B3aEMOIii JTikapCchKUX 3ac00iB, 1110 BKJI0Yao 3acToCcyBaHHS 10 mr
amyiopuminy Ta 80 Mr aTopBacTaTHHY 3[L0POBUMU TOOPOBOJIBLISIMY CBiqYaTh PO Te, IO MIPH iX
OOHOYACHOMY 3aCTOCYBaHHi (papMaKOKiHeTHKa aMJIOAUIIIHY He 3MiHIOEThCSI. He 6yI1o
IIPOOEMOHCTPOBAHO KOQHOI0 BIIMBY aMIoauIiny Ha C,,,, atopBactaTuHy, ajie AUC aTopBacTaTUHY Y
IPUCYTHOCTI amnoguniny 3pocrasa Ha 18 % (90 % mosipuwuii inTepBan [109-127 %]).

HocmimxeHb MiKapcbKoi B3aeMofii mpemnapaty KagyeT 5/10 3 inmumu nikapchKuMu 3acobaMu He
ITPOBOIMIIH, OMHAK OOCTiIXKeHHs Oy TPOBeeHi 3 aMJIOOUITIHOM Ta aTOPBACTAaTUHOM OKPEMO, K
OMKMCAHO HUXKYe.

B3aemoqii, moB’sg3aHi 3 aMJIOOUITIHOM.

» KoMmb6inariii, 1o He peKOMEHIYIOThCS

[anmpoaseH (iH¢y3is): MICIISA BBEOEHHS BepallaMijly Ta JaHTPOJIeHY BHYTPIIIHbOBEHHO Y
TBAPUH CIIOCTepirasacs jgeTaabHa ITyHOYKOBa GiOPHUIAIls Ta CeplieBo-CyoquHHA
HEeJIOCTaTHICTh Y TOENHAHHI 3 TinepKanieMieo. Yepe3 pu3uK rinepkamieMil y maiieHTiB 3i
CXMJIBHICTIO IO 37I05IKiCHOI TillepTepMil Ta Iif Yac TiKyBaHHS 3705KiCHOI TimepTepMil
PEKOMEHMYEThCSI YHUKATH OMHOYACHOT'0 3aCTOCYBaHHS OJI0KATOPiB KaJbIiEBUX KaHAJIB,
TaKUX K aMJIOOUIIIH.

Y pesynbraTi ekcTpamnonsiii 0ymo 3po61eHo BUCHOBOK, IO CITif YHUKATH KOMOiHAIll aMTOguITiHY i



MAHTPOJIeHY (OuB. po3misni «OcoOIMBOCTI 3aCTOCYBAHHSI»).
* Kombinarrii, mo notpebyioTh 06epeKHOCTi

BakaogeH: moCcUeHHs aHTUTITepTeH3uBHOI Oil. [Tpy HeoOXimHOCTI - MOHITOPUHT apTepiaabHOTO
TUCKY Ta KOPEeKI[id N03U aHTUTIIePTeH3UBHOI0 IIpernapary.

IH2ibimopu CYP3A4: ogHOYACHE 3aCTOCYBaHHS aMJIOOUIIIHY i3 MOTYXKHUMU ab0 MTOMipHUMHU
inribitopamu CYP3A4 (iuribiTopu npoTeasu, IpoTUrpubKOBi 3ac00M IPyIX a30J1iB, MaKpPOJIiHX, TaKi
SIK epUTPOMIINMH ab0 KIapUTPOMILMH, BepanaMin abo AuiTiazeM) MOXKe CIPUYNHUTY 3HaYHE
30inbIIeHHS €KCIIO3UIIil aMJIOANITIIHY, 1110 MiABUIYE PU3UK BUHUKHEHHS TinoTeH3il. Taki 3Minu
(dbapMaKOKiHETUKY MOXKYTh OyTH OiNIbII BUPaKEHUMH Y TAIli€HTIB JTITHHOTO BiKy, TOMY MOXKe
BUHUKHYTH HEOOXiTHICTh KIiHIYHOTO MOHITOPUHTY Ta KOPEKIIil 103H.

Indykmopu CYP3A4: KOHIIEHTpallid aMJIOJUITIiHY B IJIa3Mi MOXKe 3MiHIOBaTHCS y Pa3i 0qHOYaCHOTO
3acTocyBaHHS BifoMux iHAyKTOpiB CYP3A4. ToMy cif KOHTPOIIOBAaTH apTepialbHUAN TUCK i
peryJooBaTy K03y IIif Yac i micist OGHOYaCHOr0 3aCTOCYBaHHS, 30KpeMa, 3 CUJIbHUMU IHIYKTOpaMu
CYP3A4 (manpuknap, pudammoinut, 3Bipo0iil 3BUYaiiHuil).

He pekoMeHOy€eThCS 3aCTOCOBYBATH aMJIONHUIIIH pa3oM 3 rperndpyTom abo rpeindpyTOBUM COKOM,
OCKIiJIbKM ¥ IeIKHX NallieHTiB 0i0OCTYIHICTh IpenapaTy MoKe 30ibIIyBaTUCS, 110 IPU3BENE [0
IIOCUJIEHHS TilIOTEeH3UBHOI mil.

BnnuB aMmonuniny Ha iHII JTiKapchKi 3aCO0M.

linoTeH3uBHUM e)eKT aMIOJUIIIHY TIOCUITIOE TiOTEH3UWBHY Ail0 iHIINX JIiIKapChKUX 3aco0iB 3
QHTUTINIEePTEH3UBHUMU BJIaCTUBOCTSIMU.

Taxposimyc: iCHye PU3MK MifBUILIIeHHS KOHIIEHTpAllil TAKPOIIMyCy B IJIa3Mi KPOBi IIPX OMHOYACHOMY
3aCTOCYBaHHi 3 aMJIOOUIIIHOM, OfHAK (papMaKOKiHETUUHUYN MeXaHi3M TaKol B3aEMO[Iii TOBHICTIO He
3’sicoBaHui. [1[06 YHUKHYTH TOKCUYHOI il TaKpoJIiMyCy pX OQHOYaCHOMY 3aCTOCYBaHH] 3
aMJIOUITIHOM HeoOXigHO MTPOBOAUTH MOHITOPUHT KOHIIEHTpAllil TaKpOoIiMycCy y Ija3Mi KpoBi Ta y pasi
HeoOXiTHOCTI - KOPEKIIiio 031 TaKpoJiMycy.

mTOR iHeibimopu (mammalian target of rapamycin - miweHi panamiyuHy y ccasuyis).

Taki mTOR inri6iTopu, K cuposimMyc, TeMcupoiiMyc i eBepoimyc, € cyoctpatamu CYP3A.
Awmnogumnin € cnabkum inribitopom CYP3A. ITpu ogHOYacHOMY 3acTocyBaHHi ammoguminy 3 mTOR-
iHribiTopaMu BiH MOXKe TIOCHJIIOBATH BIIJIUB OCTAHHIX.

[Tig 9ac KMHIYHUX JOCTigXKEeHb B3a€MOIl TiKapChKUX 3ac00iB aMIOUIIIH He BIIJIMBAB Ha
(bapMaKOKiHETHKY aTOPBaCTaTUHY, TUTOKCUHY a00 BapdapuHy.

» KombiHarril, sKi cyii BpaxoByBaTHu:

a,-610kamopu 8 ypo102ii (pa303uH, anb(y303uH, JOKCA303UH, TAMCYJIO3UH, TEPA303UH):
MiTBUITIEHHS TilIOTEH3UBHOI [Iil. PU3MK TSIKKOI OPTOCTATUYHOI TilIOTEH3il.

AMihocmuH: TiIBUILIEHHS TiTOTEH3UBHOI Iil BHACIIOOK HOOATKOBUX MOGIYHUX peakirii.

IminpamiHogi aHmudenpecaHmu/Helipoenmuku: TiIBUIIeHHS aHTUTIIePTEH3UBHOI [Iil Ta PU3UKY
PO3BUTKY OPTOCTAaTUYHOI TiNnoTeH3il (aOUTUBHUM e(DEKT).



B-610xkamopu npu cepuesili HeOocmamuocmi (6iComposIosI, KapBeAUIION, METOIIPOJION): Y MallieHTiB 3
JaTEHTHOI0 a60 HEKOHTPOJILOBAHOIO CEPIIEBOI0 HEJOCTATHICTIO PU3UK TilOTEH3ii i ceplieBol
HeIOCTATHOCTI (in vitro: HeraTUBHUM iHOTPONHUY e(deKT AUTITAPONiPUONHIB, 1110 3MiHIOETHCS 3a/1€2KHO
Bif MiKapchKUxX 3ac00iB, SKUM MoxKe 30i/IbIIyBaT HETAaTUBHUM iHOTPONHUM edeKT B-6110KaTOPIB).
3acTocyBaHHs B-07I0KaTOPiB MOXKe MiHiIMi3yBaTH pedeKTOpHY CUMIATUYHY peaklliio, sKa
IIPUBOJUTHCS B [Jil0 IPU HagMipHiM reMOAMHAMIidHil penepKycii.

Kopmukocmepoidou, mempako3akmuo: 3HUKEHHST aHTUTINMepTeH3UBHOI il (ePeKT KOPTUKOCTEPOIMiB
IIIOI0 3aTPUMKHM BOOH Ta HATPiio0).

IHwi aHmueinepmeH3ugHi 3acobu: OOHOYACHE 3aCTOCYBAaHHS aMJIOJUIIIHY 3 IHIIUMU
AHTUTINePTEeH3UBHUMM JTiKapChbKUMU 3aco0amu (B-611okaTtopu, 6710KaTOpu aHTioTeH3uHYy I,
niypetuky, inribitopu ATI®) MoKe TOCUNIUTH TiOTeH3UBHUY ePeKT aMIoauIiny. [IuTaHHs
IIIOJ0 3aCTOCYBaHHS TPUHITPATIB, HITPaTiB ab0 iHIINX CYAMHOPO3UINPIOBAIbHUX 3aC00iB CIIif
po3risgmaTé 3 00epexkHiCTIO.

CusndeHain: pa3osa mo3a 100 mr cunpgenadiny npu apTepianbHii rimepTeH3il He BIJIMBaila Ha
(dapMaKoKiHeTUYHI TapamMeTpu amioauniny. Komu aMmmofui i cungenadin 3aCTOCOBYBaIu y
KoMOiHallil, KOKeH 3 IIpenapariB IPOSBISAB CBOIO FiOTEH3UBHY [Iil0 OKPEMO.

IukaocnopuH: DOCHIAKEHHS B3a€MOIil MiXK IIUKIOCIIOPHHOM Ta aMJIOAUIIIHOM 3 y4acTiO 3J0POBUX
moOpoBOIIBLIiB ab0 iHIIKUX MTOMYJIAIiN MAlliEHTiB He MPOBOIUIIN, 3a BUHSITKOM ITAIli€HTIB 3
TPaHCIJIaHTAlli€l0 HUPKY, B IKUX CIIOCTepiranocs 3aMinHe 30i/bIIeHHST KOHLIEHTpallii IIUKJIOCTIOPUHY B
nya3Mi KpoBi (B cepepaboMy Ha 0-40 %). Crig po3TNISHYTH MOXKJIUBICTE MOHITOPUHTY PiBHIB
IIUKJIOCIIOPUHY Y MAI[iEHTIB IiCIg TPaHCIJIaHTAallii HUPKY, SKi 3aCTOCOBYIOTh aMJIOJHUIIIH; TIPU
HeOoOXiIHOCTI CJIifi 3MEeHIINTH 03y LUHUKIOCIIOPUHY.

Y xomi mocmimkeHb B3a€MOIii JTiKapCchbKuX 3aco0iB OyJI0 TPOOEMOHCTPOBAHO, 1110 IIUMETHU/IHUH,
aTopBacCTaTHH, COJIi aJlOMiHiI0/MarHiio Ta JUTOKCHH He BIIMBAIOTh Ha (hapMaKOKIiHETUKY
aMJIOUIIIHY.

Brnnus nikapchKux 3aco6iB, SKi 3aCTOCOBYIOTE OOHOYACHO, HA aTOPBACTATHH.

ArtopBactaTuH MeTabomi3yeTbcs nuToxpomoM P450 3A4 (CYP3A4) i € cybecTpaToM MEeYiHKOBUX
TPaHCIIOPTEPiB, OPraHivyHOro aHioHTpaHcnopTy4oro noninentuny 1B1 (OATP1B1) ta TparcmopTepa
1B3 (OATP1B3). Metabomnitu aTopBacTaTuny € cybcrpatamu OATP1B1. ATopBacTaTiH TaK0XK
inenTUdiKy€eTHCS AK cyOcTpaT edIIOKCHUX TpaHCcopTepiB P-riuikonporeiny (P-gp) Ta 6inka
PE3UCTEHTHOCTI paKy Mono4yHoi 3amo3u (BCRP), 110 Moxke o6MexkyBaTu abCcOpOIliio B KUIIEUHUKY i
OlymiapHu# KIIipeHC aTopBacTaTHHY (AUB. po37in «DPapMaKoKiHeTHKa»).

OpHOYacHe 3aCTOCYBaHHS JiKapchKux 3aco06iB, 110 € inribiTopamu CYP3A4, abo TpaHCIOPTHUX OiNKiB
MOXKe MTPU3BECTH IO MigBUINEHHS KOHIIeHTpallil aTOpBacTaTHHY B IJIa3Mi KPOBi Ta [10 36iTbIIeHHS
pPU3MKy Mionartii. PU3uK MoXke TakoXK 30ilbLIyBaTUCS IPU OOHOYACHOMY 3aCTOCYBaHHI
aTOPBACTATHHY 3 IHIIMMHU TiKapChKUMHU 3aco0aMu, SIKi MOTEHIIMHO 3JaTHI CIIPUUYMHATH MiOIaTiio,
TAaKUMU K TOXifHi (pibpoeBoi KuCIoTH Ta e3eTuMib (IuB. po3minu «IIpoTUIOKa3aHHI» Ta
«OCcoB6IUBOCTI 3aCTOCYBAHHSI»).

IHeibimopu CYP3A4.

Byno npomeMoHCTPOBaHO, 110 MOTYXkHi iHTri6iTopu CYP3A4 npu3BOasTh N0 3HAYHOTO 30iIbIIeHHS
KOHIIEHTPallil aTopBacTaTUHY (OuB. Tabnuio 1 i crerianbHy iHQopMalio HUxKYe). AKII0 MOXKHA, CITif
YHUKATU OIHOYACHOTO 3aCTOCYyBaHHS NOTYKHUX iHTiOiTopiB CYP3A4 (Hanpuknaf UMKIOCIOPUHY,



TeJITPOMILMHY, KIIapUTPOMILIUHY, NellaBipAuHy, CTUPUIIEHTOIIY, KETOKOHA30J1y, BODUKOHA30I1y,
iTpakoOHa3011y, 103aK0HAa30J1y, HessKUX IPOTUBIPYCHUX IIpenapariB 4 jikyBaHHsa HCV (Hanpuknapn
enbacBipy/rpa3omnpeBipy) Ta iuribitropiB mporea3u BIJI, BKI0Yaouu pUTOHABID, JIOMiHABIp,
aTa3aHaBip, iHAMHABIP, fapyHaBip Toi0). KoIu HEMOXKIINBO YHUKHYTHA OGHOYACHOTO 3aCTOCYBaHHS
IIUX JiKapchKUX 3ac00iB 3 aTOpPBAaCTaTUHOM, CJIifi PO3TJISHYTHA MOXKJIUBICTh 3HUKEHHS 1T0YaTKOBOI Ta
MaKCHMaJIbHOI 03U aTOPBaCTaTUHY; TaKOXK PEKOMEHAYETLCS ITPOBOAUTH BiATIOBIDHUYN KITiHIYHUN
MOHITOPUHT CTaHy Nalli€eHTa (auB. Tabmuilo 1).

[MTomipHi inri6iTopu CYP3A4 (Hanpukiaj epuTpPOMIIlUH, AUITia3eM, BepanaMin Ta GIyKoHa307)
MOXKYTb 30i/IbIIyBaTH KOHIIEHTPALIi}0 aTOPBACTATUHY B Ij1a3Mi KpoBi (muB. Tabmwuio 1). ITpu
OIHOYAaCHOMY 3aCTOCYBaHHI ePUTPOMILIMHY 3i CTaTUHAMU CIIOCTEPIraeThCs MiABUILEHUN PU3UK
Mmiomartii. [JocnimkeHb B3aeMOIii TikapchKux 3aco6iB 110710 BIUIMBY aMiogapoHy abo BepamaMiny Ha
aTopBacTaTHH He IIPOBOAWIN. BigoMo, 110 aMioflapoH Ta BepanaMin iHri6yioTs mito CYP3A4 i ix
OHOYaCHe 3aCTOCYBaHHS 3 aTOPBACTaTHHOM MOXKe IPU3BECTH 10 30ibIIeHHS eKCII03UIlil
aTopBacTaTUHY. TaKMM YMHOM, IPK OOHOYACHOMY 3aCTOCYBaHHI aTOPBaCTaTUHY 3 ITIOMipHAMU
inri6iTopamu CYP3A4 HeoOXimHO PO3TNISHYTH MOXKJIUBICTh 3MEHIIIEHHS MaKCUMallbHOI 03U
aTopBaCTaTUHY Ta PEKOMEHMYEThCS BiANOBIIHUY KIIHIYHUNI MOHITOPUHT CTaHy nauieHTa. HamexXHun
KJTIHIYHUHM MOHITOPUHT PEKOMEHIO0BAHO IicJIs TOYaTKY 3aCTOCYBaHHS iHTiOiTOpPY abo micis Kopekirii
MOT0 MO3HU.

Indykmopu CYP3A4.

OpHOYacCHe 3aCTOCYBaHHSI aTOPBAaCTaTHHY 3 iHAyKTOpaMu nuroxpomy P450 3A (Hanpuknag
edapipeHIioM, pudaMITIITIHOM, ITperapaTaMy 3Bipo00I0 MPOIiPSIBIEHOT0) MOXKe ITPU3BOOUTH 10
HECTIMKOro 3HWXKEeHHS KOHIIEHTpallii aTOpBacTaTUHY B IIJIa3Mi KPOB.

Yepe3s nofBivHUM MeXaHi3M B3aemomil pudpamminuny (iHgyKiig muroxpoMy P450 3A Ta iHriOyBaHHS
TpaHcnopTepa 3axomieHHs rematonutis OATP1B1) pekoMeHI0BaHO 3aCTOCOBYBATH aTOPBaCTaTHH 3
prudaMITiTIHOM B OOUH i TOM Ke Yac, OCKiTbKM 3aTPUMKA y 3aCTOCYBaHHI aTOpBACTaTUHY IIiCIIsS
3aCTOCYBaHHS pudaMIilliHy IIOB’13aHa 31 3HaUHUM 3HUKEHHSIM KOHIIeHTpallil aTopBacTaTUHY B
mya3Mi KpoBi. OgHak BIIMB pudaMIiliHy Ha KOHLIEHTPAIlil0 aTOPBAaCTaTUHY B renaToluTax
HEBIIOMUH, 1 IKII0 YHUKHYTUA OOHOYACHOT0 3aCTOCYBaHHS HEMOXKJIUBO, CJIifi PETEJIbHO CIIOCTEpiraTu
3a e(heKTUBHICTIO IIpenapaTy B TaKUX MAI[i€HTIB.

IH2ibimopu mpaHcnopmepis.

[HriGiTOpu TPAHCIOPTHUX OiNKiB MOXKYTh 301/IbIITYBATH CUCTEMHY €KCIIO3MUIIiI0 aTOPBACTATHHY.
LI¥KTOCTIOPUH Ta JIETEPMOBIp € iHribiTopaM# TPaHCIIOPTEPIB, 3aTyYEHUX A0 PO3MOMiTY
aropBactatuny, Takux sk OATP1B1/1B3, P-gp Ta BCRP, 1o npu3BoguTh 0 30i/blIeHHS CUCTEMHOI
€KCIT03ullil aTopBacTaTuHy (OuB. Tabnuio 1). Binus iHribyBaHHs Ie4iHKOBUX TPAHCIIOPTEPIB
3aXOIIJIEHHST HA €KCIIO3ULIII0 aTOPBACTATHHY B TEMATOIMTAX HeBimoMuUi. SKIIO He MOXKHA YHUKHYTH
OIHOYaCHOI'0 3aCTOCYBaHHS, PEKOMEHYEThCS 3HUXKEHHS 03U i KIIIHIYHUU MOHITOPUHT
edpextuBHOCTI (muB. TabmHIHO 1).

He pekomeHOyeTbCS 3aCTOCYBaHHS aTOpBaCTaTUHY ITallieHTaM, sKi IpUUMalOTh JIeTEPMOBID
OHOYACHO 3 IIMKJIOCIIOPUHOM (IuB. po3min «OcoOMMBOCTI 3aCTOCYBAHHS»).

I'em@ibpo3us ma noxioHi ¢pibpoesoi kuciomu.

OkpeMe 3acTocyBaHHS (HiOpaTiB iHOMI OB’ I3aHe 3 PO3BUTKOM IMOOIYHUX peakilii 3 00Ky M’s130BOi
CHUCTeMH, BK/TIOUa04Yu pabmoMioni3. PU3KMK PO3BUTKY IIUX PeakKlliif MOxKe 3POCTATH IPU OOHOYACHOMY
3aCTOCyBaHHI moxigHuX (iOpOEBOI KUCIIOTH Ta aTOPBACTATUHY. AKIIO He MOXKHA YHUKHYTH



OJHOYACHOT0 3aCTOCYBaHHS, CJIifj 3aCTOCOBYBaTH HAMEHIITY AJIs HOCSITHEHHS TepaleBTUYHOI [il o3y
aTOpBaCTaTHUHY Ta MPOBOAUTH HaJEXHUY MOHITOPUHT CTaHY MalieHTiB (auB. po3ain «Oco6auBoCTi
3aCTOCYBaHHS»).

E3zemumib.

OxpeMe 3aCTOCyBaHHS €3€TUMiOY iHOMI OB’ I3aHe 3 PO3BUTKOM NMOOIUHMUX peakiii 3 60Ky M’g30B01
CUCTEMH, BKITIIoYaouu pabmomionis. ToMy pu3uK PO3BUTKY IMX pPeakllii MOXKe 3POCTaTU IIPU
OOHOYACHOMY 3aCTOCyBaHHI e3eTuMi0y Ta aTopBacTaTUHY.

PexoMeH0BaHO NIPOBOAUTY HaJIeXKHUN KITIHIYHUY MOHITOPUHT CTaHy TaKUX MALli€HTIB.
Kosecmunoa.

[Ipu ogHOYACHOMY 3aCTOCYBaHHI KOJIECTUIIONY 3 aTOPBACTaTUHOM KOHIIEHTPallisl aTOpBaCTaTUHY Ta
10r0 aKTUBHUX MeTaboMiTiB B mya3Mi KpoBi Oysa HUK4a (CIiBBiIHOIIEHHS KOHIIEHTpallii
aropBactatuny: 0,74). OgHaK BIJIUB Ha JIMigU I ODHOYACHOMY 3aCTOCYBaHHI aTOPBaCTaTUHY U
KOJIECTHIIONY OYB OinbIIMM IMOPIBHSIHO 3 TAaKUM IIPH JTiKyBaHHI KOXKHUM 3 IIUX ITperapaTiB OKpeMo.

®y3udosa Kucsaoma.

[Tpu ogHOYACHOMY CUCTEMHOMY 3aCTOCYBaHHi (y3UI0BOI KUCTIOTH 31 CTAaTUHAMHU MOXKe
TiABUINYBATUCS PU3UK PO3BUTKY MiomaTii, B ToMy 4ucyi pabmomioni3y. MexaHi3M I1iel B3aemonil (€
BOHA (papMaKOOMHAMIYHOIO a00 (hapMaKOKiHETHYHOIO a00 000X BHIIB OMHOYACHO) BCE Ille HEeBiMOMUI.
Y matieHTiB, SKi oTpHMyBasH If0 KOMOiHallifo Ipernaparis, Oyiu 3apeecTpoBaHi BUMTAAKU
pabmoMioni3y (y TOMy 4HCIIi 3 IeTaTbHUM HaCTIiIKOM).

Ao HeoOXiflHe cuCcTeMHe 3aCTOCYBaHHS QPy3UO0BOI KUCIIOTH, CJIifi TPUIIMHUTH 3aCTOCYBaHHS
aTopBacTaTHHY Ha Bech IIepiofl 3aCTOCYBaHHS (Py3uI0BOI KUCIIOTHU (IUB. PO3MiN «OcobnIuBOCTi
3aCTOCYBaHHSI»).

KoaxiuuH.

He3Baxarouu Ha Te, 110 HOCIiIXKEHb B3a€EMOIii Mixk aTOpPBAaCTaTUHOM Ta KOIXIIIHHOM He IIPOBOMIUIIH,
Oynu 3adikcoBaHi BUIaAKX MionaTil Ipy 3aCTOCYBaHHI aTOPBACTaTUHY Pa30M 3 KOJIXILIHHOM, TOMY
OJHOYACHO IIPU3HAYATH IIi IpernapaTd HeoOXimHO 3 06epekHiCTI0. BIIJIMB aTOPBACTATUHY Ha JIiKAPCHKi

3acobu, sKi 3dCTOCOBYIOTE OMHOYACHO.

IIu20KCUH.

[Tpu ogHOYACHOMY 3aCTOCYBaHHI 6araTopa3oBUX 03 IUTOKCHHY Ta 10 Mr aTopBacTaTUHY
KOHIIEHTPAIlis IUTOKCUHY Y PiBHOBAXKHOMY CTaHi felro 36inmbiryBanacs. Heo0xigHO mpoBoguTH
HaJIeXXKHUY MOHITOPUHT CTaHy MAllieHTiB, Ki OTPUMYIOTh OJUTOKCHH.

IlepopasbHi KOHMpauenmuau.

OpHOYacCHe 3aCTOCYBaHHS aTOPBACTATUHY 3 IePOPaIbHUMU KOHTpAleNTUBAMU CIIPUYUHSAIIO
306inbIIeHHST KOHIIEHTPALlill HOPETUHAPOHY Ta eTUHIIeCTPalioNy B MJIa3Mi KPOBi.

BapgapuH.

Y xomi KNTiHIYHOTO OOCigKEeHH MallieHTiB, SKi 3aCTOCOBYBaiu BaphapuH MPOTITOM TPHUBAJIOTro 4acy,
3actocyBaHHs 80 MI aTopBacTaTHUHY Ha 700y OOHOYACHO 3 BaphapuHOM CIIPUYUHSIIO HEBEJTUKE



(1,7 c) 3MeHIIEHHS TPOTPOMOIHOBOTO Yacy IPOTSAroM mepiux 4 i 3acToCyBaHHS, ITOKa3HUK SIKOTO
TIOBEPHYBCS 70 HOpMHU TTpoTsiroM 15 mib nmikyBaHHS aTopBacTaTMHOM. He3Baxkaiouu Ha fyxe pigkicHi
TIOBiNOMJIEHHS IIPO BUNAAKU KIiHIYHO 3HAYYIIOI B3aEMOJI] 3 aHTUKOATYISHTaMH, 11100 YIIEBHUTHUCH Y
BifICYTHOCTI 3HAUYHMX 3MiH IPOTPOMOIHOBOTO Yacy B Malli€HTiB, SIKi MPUUMalOTh KyMapHUHOBI
AHTUKOATYJISTHTH, HeoOXiIHO BU3HAYaTH MPOTPOMOIHOBUY Yac [I0 IIOYATKY i IOBOJIi YacTO MPOTATOM
PaHHBOTO eTaly JiKyBaHHS aTopBacTaTUHOM. [licig migTBepAKEHHS JOCATHEHHS CTalilbHOTO
IPOTPOMOIHOBOTO Yacy y Malli€eHTiB, fKi NIpUUMalTh KyMapuHOBI aHTUKOATYyISHTH, HOT0 MOXKHA
IIepeBipATH 31 3BUYallHO PeKOMEeH0BaHUMY IHTepBajaMu. AKIO0 103a aTOPBACTaTUHY 3MIHIOETHCS
abo MpUNIMHSETHCS HOT0 3aCTOCYBaHHS, Ma€ OyTH ITOBTOPeHa Taka caMa Ipouenypa. JIikyBaHHS
aTopBacTaTHHOM He II0B’sg3aHe 3 KpoBoTeueto abo 3i 3MiHaMu MpoTPOoMOiHOBOTO Yacy B MAIiEHTIB, AKi
He IPUMMAaIOTh aHTUKOATyISHTH.

Tabauus 1

Bnaue 00HO4YacH020 3aCMOCYBAHHA AiKAPCbKUX 3acobi8 Ha (hapMakoKiHemukKy amopeacmamuHy

Jlikapcvkutl 3acib, u,o AmopsacmamuH
2%22352:5 IGZ;ZCSQMUM Ho3za (m2) CniegidHoweHHﬂ Kainiuna pexomenoauis®
003y8aHHA AUC
y
OpHOYaCHUN IPUKOM 3
I'nmexkanpesip 400 mr 1 pa3 10 mr 1 pa3 IpenapaTaMy, 110 MIiCTATh
Ha po0y/mibpeHTacBip Ha 100y 83 riekarnpesip abo
120 mr 1 pa3 Ha fo0y IPOTATOM ’ nibpeHTacBip,
IIPOTSATOM 7 OHIB 7 OHIB NIPOTUIIOKa3aHuH (OUB. PO3ALN
«IIpoTunoka3anus»)
Tunpanasip 500 mr gBiui Ha40 mry 9,4 Konu ogHouacHe
noOy/puTtoHasip 200 mr MIePIINK IEeHb, 3aCTOCYBaHHA 3
IBiui HA 700y IPOTATOM 10 Mr Ha aTopBacTaTUHOM HeoOxigHe,
8 mHiB (3 14 mo 21 musa) IBAOLSATUHI He nepesuinyBatu 10 Mr
LeHb aTopBacTaTUHY Ha f00y.
Temanpesip 750 mr koxui 20 Mr pazoso 7,9 PekomeH0BaHO KIiHIYHUA
8 roguH nportarom 10 gHiB MOHITOPUHT CTaHY LUX
Hukmocnopux 10 mr 1 paz 8,7 TIallieHTiB
5,2 mr/kr/moby, cTrabinbHa Ha go0y
no3sa IIPOTATOM
28 nHiB
Jlomminagip 400 mr gBiwi Ha 20 mr 1 pa3z 5,9 Be3 oco0nuBux peKoOMeHOallil.
noOy/puTtoHasip 100 mr Ha 100y Kapyert 5/10 mictuts 10 Mr
IBiui HAa HOOy MPOTATroM 14 TPOTATOM aTOpBaCTaTUHY
IOHIB 4 mHiB

Knapurpowminus 500 mMr 80wmr 1 paz 4,5
nBiui Ha goOy nmpoTtarom 9 Ha moby
IOHIB IPOTATOM

8 mHiB



Caxksinasip 400 mr pgBivi Ha 40 mr 1 pa3

no6y/purtonasip (300 Mr

Ha 100y

IBidi Ha HOOy, MOUYMHAIOYKU IIPOTATOM

3 5-7 gHS, 30iMbIIKUTH OO
400 mr gBiui Ha o0y Ha

8 menn) 34 no 18 s yepes

30 xB micns npuromy
aTopBacCTaTUHY

Hapynasip 300 Mr gBidi Ha

no0Oy/putonasip 100 mr
nBidi Ha moOy mpoTtsrom 9
IHIB

ITpakonaszon 200 mr 1 pas
Ha go0y MpoTATroM 4 [HiB
docemmpenasip 700 mr
nBidi Ha HOOY/pHUTOHABID
100 mr gBiui Ha H0o0y
npoTarom 14 mgHiB
®ocemnpeHasip 1400 mr
IBidi Ha KOOy mIPOTATOM
14 nuis

Enb6acsip 50 mr 1 pa3 Ha

no6y/rpa3onpesip 200 mMr
1 pa3 Ha mo6y npoTIroM

13 gHiB

Jletepmogip 480 mr 1 pas
Ha go0y, 10 mHiB

Hendinasip 1250 mr gpiui
Ha go0y npoTaroM 14 mHiB

['perindpyToBuii cik, 240
M 1 pa3 Ha goOy*

Hunriazem 240 mr 1 pa3 Ha

o0y npotsrom 28 oHiB

Eputpowmitua 500 mr 4
pasu Ha fo0y mpoTsarom 7
IHIiB

4 nuis

10 mr 1 pas3
Ha 100y
IIPOTSATOM

4 nuis

40 MTr pa3oBo

10 mr 1 pas3
Ha 100y
IIPOTSTOM

4 nuis

10 mr 1 pas3
Ha 100y
IIPOTSTOM

4 nuis

10 Mr pa3oBo

20 Mr pa3oBo

10 mr 1 pas3
Ha 00y
IIPOTSTOM

28 mHiB

40 MT pa3oBo

40 MT pa3oBo

10 Mr pa3oBo

HumeTtuguna 300 mr 4 pasu 10 mr 1 pa3s
Ha go0y MpPOTATOM 2 THUXKHiIBHa [00y

MIPOTSATOM
2 TUXKHIB

3,9

3,4

1,95

3,29

1,74

1,37

1,51

1,33

1,00

Be3 ocobnuBuX peKoMeHalli.
Kapyet 5/10 mictuts 10 mMr
aTOPBAaCTaTUHY

[Ipu opHOYaCHOMY
3aCTOCYBaHHI 3 IIperapaTaMy,
10 MicTSTh enbacsip abo
rpa3o0Ipesip, 103a
aTopBacCTaTHAHY He IIOBUHHA
nepesuiyBaTt 20 Mr Ha o0y
[Ipu opHOYaCHOMY
3aCTOCYBaHHI 3 IIperapaTaMy,
110 MICTATH JIETEPMOBIP, H03a
aTopBaCTaTHAHY He IIOBUHHA
nepesuiyBaTt 20 Mr Ha o0y
Be3 ocobnuBuX peKoMeHOalii

OpHOYacHUM IPUKMOM BETUKOI
KiTbKOCTI rpeindpyToBOro
COKY Ta aTOpBaCTaTUHY He
PEeKOMeHIO0BaHUL
PekoMeHI0BaHO MPOBEAEHHS
HaJIeXHOT0 KITIHIYHOTO
MOHITOPUHTY LIUX ITAIli€HTIB
IicyIs oYaTKy JiKyBaHHS abo
KOPEKLis NO3U AuiTia3eMy
PexomeHnoBaHO KITiHiYHUM
MOHITOPUHT IIUX IALiEHTIB

Be3 ocobnmuBuX peKoMeHaalii



Komectunon 10 r gBivira 40 mr 1 paz 0,74** Be3 ocobnmuBuX peKoMeHaalii

noby, 24 TuxHI Ha 0o0y

IIPOTATOM 8

THUKHIB
AHTal¥gHa CyCIeH3is 1 pa3 Ha moby 0,66 Be3 ocobnuBuX peKoMeHaalii
TiIpPOKCHU[iB MarHito Ta mo 10 mr

anmoMigio, 4 pa3u Ha fo0y mOpoTarom 15
o 30 M npoTsaroM 17 OHIB OHIB

Edagipenn 600 mr 1 pa3 Ha 10 mr 0,59 Be3 ocobnmuBuX peKoMeHOalii

100y IIOEHHO IPOTATOM — IIPOTSATOM

14 pgHiB 3 oHiB

Pudammninus 600 mr 1 pa3 40 mr pa3oso 1,12 £IK1110 HEMOXKIINBO YHUKHYTH

Ha J00y MpoTATOM 7 [HIB, CYIyTHBOTO 3aCTOCYBaHHS,

OHOYaCHO OJHOYaCHe 3aCTOCYBaHHS
aTopBacCTaTHHY 3

Pudamminuu 600 mr 1 pa3 40 mr pasoso 0,20
Ha 700y MPOTSATOM 5 [IHIB
(po3mineHi mo3u)

pudamMIinuHOM
PEKOMEHI0BAHO [IPOBONUTHU
IIiJ KJTIHIYHUM MOHITOPUHTOM

Temdiopo3un 600 mr 40 mr pa3zoso 1,35 PekxoMeHOoBaHUY KIiHIYHUN
2 pa3u Ha go0y MpPOTATOM MOHITOPUHT CTaHy IUX

7 OHIB TIAlli€HTIB

®enodidbpat 160 mr 1 pad 40 mr pasoso 1,03 PekomeHnoBaHu KITiHIYHUT
Ha go0y LI0JeHHO MPOTATOM MOHITOPUHT CTaHy IUX

7 OHIB TIAlli€HTIB

Bonenpesip 800 mr Tpuui 40 mr pa3oBo 2,3 PekoMmeHaoBaHiI HUKYI

Ha go0y MpOTATOM 7 [HIB IIOYATKOBI HO3H i KITiHiYHUA

MOHITOPHHT CTaHY LIUX
nanieHTiB. I1ig 4ac
OJHOYACHOTO 3aCTOCYBaHHS 3
OollenpeBipoM m03a
aTopBacTaTHHY Ma€ He
IIepeBUIIyBaTH K0O0BY J03Y
20 mMr

* IIpencTaBisie CIiBBiJHOIIEHHS METOMIB JIiKyBaHHS (OHOYACHE 3aCTOCYBaHHS JIIKapChKOTO
3aco0y 3 aTOpPBAaCTaTMHOM Y MOPIBHSHHI 3 3aCTOCYBAaHHSM aTOPBACTaTHHY OKPEMO).

* Ina oTpuMaHHS iHpOpPMaLil IPo KIiHiYHy 3HAYYILIICTh AUB. PO34iny «OCOOIMBOCTI 3aCTOCYBaHHS»
Ta «B3aeMopmist 3 mKapchbKUMY 3aco0aMu Ta iHIT BUOU B3aEMOMIl».

* MicTuTh ofuH abo Oinbille KOMIIOHEHTIB, 1m0 iHTi0yI0Th CYP3A4 i MOXKYyTh MigBUIyBaTH
KOHIIEeHTPaIlilo TiKapchKux 3acobiB, ki MeTabomnizyioTecss CYP3A4, B mna3mi kposi. I[Ipuitom 1
CKJISTHKY TPeutppyToBoro coky 06’emom 240 My TakoXK npu3BoauB fo 3HuxkeHHI AUC Ha 20,4 % mms
aKTHBHOT'0 OPTOTiAPOKCMMeTaboIiTy. 3aCTOCyBaHHS BEJIMKOI KiJTbKOCTi Tpein¢pyTOBOTO COKY (ITOHAL,
1,2 1 Ha moOy mpoTtsirom 5 gHiB) mpu3Boauio a0 36inbinenHs AUC atopBacTaTury B 2,5 pa3a i AUC
aKTUBHUX PEYOBUH (aTOpBACTaTUHY Ta MeTabOMiTiB).

** CriBBigHOIIEHHS, 3aCHOBaHe Ha ONMHUYHIM BuOipIl, B3sATiH yepes 8-16 rop micns
3aCTOCYBaHHS [O3H.

Tabauys 2

Bnaue amopsacmamuHy Ha papmakokiHemuky aikapcvkux 3acobis, u,o 3acmoco8yromucs



00HOYACHO

Amopsacmamun i  Jlikapcuvki 3acobu, w0 3acmocosyromucsi 0OHOUACHO

peacum 0o3yeaHHs Jlikapcvkull 3acib/0o3a (m2) CniggioHoweHHA KaiHIYHAa peKomeHOauis
AUC*
80 mr 1 pa3 Ha mobylurokcun 0,25 mr 1 pa3 Ha 1,15 Heo0xigHO TPOBOUTH
npotsiroMm 10 gHiB  m00y HIOJEHHO MPOTSATOM HaJIe’KHUY MOHITOPUHT CTaHy
20 nHiB MaLi€HTIB, K1 IPUUMAaIOTh
OUTOKCUH
40 mr 1 pa3 Ha goOyllepopaibHi KOHTPALETITUBA 1,28 Be3 ocobnmuBuX peKoMeHaallii
npotsiroMm 22 gHiB 1 pa3 Ha mo0y IIOomeHHO 1,19

IIPOTSATOM 2 MICSIIiB
- HOPETUHAPOH 1 Mr
- eTHHIiNEeCTpamion 35 MKT

80 mr 1 pa3 Ha moby PeHazon 600 Mr pa3oBo* 1,03 Be3 oco6nuBux peKoMeHaallin
npoTsarom 15 gHiB
10 Mr pa3oBo Tunpanasip 500 mMr gBidi Ha 1,08 Be3 ocobnmuBuxX peKoMeHaallii

noOy, putoHasip 200 Mr aBiui
Ha 700y MpoTsAroM 7 [OHiB

10 mr 1 pa3 Ha gob6ydocemnpenarip 1400 mr giui 0,73 Be3 ocobnmuBuxX peKoMeHallii
IIPOTSATOM 4 mHiB Ha 700y mpoTsroM 14 mHiB
10 mr 1 pa3 Ha gob6ydocemnpenasip 700 mr gBiui Ha 0,99 Be3 ocobnuBuxX peKoMeHaallii

npotsiroMm 4 guiB  goOy, putoHasip 100 mr gBiui
Ha o0y npotsarom 14 nHiB

* IIpencTaBisie CHiBBiJHONIEHHS METOMIB JIiKyBaHHS (OMHOYaCHE 3aCTOCYBaHHS JIiIKapCHKOro 3acoly 3
ATOPBACTATHHOM Y IOPIBHSHHI 3 3aCTOCYBAHHSIM aTOPBACTATHHY OKPEMO).

*QpgHO4YacHe 3aCTOCyBaHHS 6araTopa30BUX 103 aTOPBACTAaTHHY i peHa30Hy IMO0Ka3ano He3HauyHu# abo
BiICyTHi} BIJINB Ha KJIipeHC (peHa30HY.

Oco6 1ueocmi 3acmocyeaHHsi.

CeplieBa HEIOCTATHICTE.

JIikyBaHHS MAIli€HTIB i3 ceplieBOI0 HEIOCTATHICTIO CIifl TPOBOOUTH 3 00epeXHiCcT0. Y X0fi
IIOBrOCTPOKOBOTO T11a1ie60-KOHTPOIBOBAHOTO NOCTIXKEHHS Malli€HTIB 3 TAXKKOI0 CePLEeBOI0
HegocTaTHicTio (knmac 111 i IV 3rigHo 3 Kmacudikaniero Heio-MopKchkoi Kapaionoriuaoi acomiarii)
3apeecTpoBaHa YaCTOTa BUHUKHEHHS HAOPSKY JiereHiB Oyja BUILIOIO V TAIli€HTIB, sIKi 3aCTOCOBYBaIH
aMJIOMIIIH, HiXK Yy MallieHTiB, AKi npuiitMany nnanebo (ous. po3min «®apMaKoIoTiYHi BIaCTUBOCTI»).
BriokaTopu KaibllieBUX KaHalliB, y TOMY YUCJIi aMJIONUIIIH, CJTiT 3aCTOCOBYBaTH 3 00epexkKHiCTIO
malieHTaM i3 3aCTiMHO CepLeBO0 HEJOCTATHICTIO, OCKIIbKYA BOHU MOXKYTh IiABUILIYBATU PU3UK
BUHUKHEHHS MalOyTHIX cepleBO-CyAUHHUX TOMiM Ta JIeTaabHOr0 HACIiAKY.

[opyineHHs GYHKII TEYiHKH.

[TeuyinkoBi mpoOu HEOOXiTHO BU3HAUUTH Iepe]] T0YaTKOM JIiKyBaHHS, II€PiOAUYHO IiCJIg HLOTO, a
TaK0X y pa3i nposBy y nallieHTa Oyab-IKNX 03HaK ad0 CUMIITOMIB, 1[0 BKa3yIOTh Ha YPaXkeHHS
IeyviHKu. Y pasi NifBUllleHHs PiBHIB TpaHCaMiHa3 CJIifi IPOBOOUTHU BiATIOBIIHUY MOHITOPUHT 1O
3HUKHEHHS TAaKUX BiIXUJIEHb.

fKkio migBuUIleHHS PiBHIB anaHiHaMiHOTpaHcdepasu abo acnmapraTaMiHoTpaHcdepasu Oinbi HiXK v 3



pa3u BUIIE 3a BEPXHIO MEXY HOPMU 30epiraTUMeThCS, JIIKYBAHHS CITiJ TPUITUHUTH.

Y nmatieHTiB 3 mopyieHHSIM QYHKIII TeYiHKY nepiofl HalmiBBUBeIeHH aMJIONUIIIHY II0JOBKYETHCS, a
AUC 30inbIIyeThCs, IPY IIbOMY PEeKOMeHallil oA0 J03yBaHHS HE BCTAHOBIIEH.

Yepe3 IPUCYTHICTh aTOPBaCTaTUHY V CKJIafi Jikapchkoro 3acoby KanyeT 5/10 11eit nmikapchkuii 3aci6
HeoOXigHO 3aCTOCOBYBaTH 3 00€PEXKHICTIO IAIliEHTaM, SIKi 3710BXKHUBAIOTh aJIKOTOJIEM, TIalliEeHTaM i3
TopyLIeHHAM QyHKIiI nevinku Ta/a0o i3 3aXBOPIOBAHHSIM IEYiHKYM B aHaMHe3I.

BoniuB Ha CKeIeTHi M'ga3H.

4k i inmi inribitopu IMI-KoA-penyKTa3u, aTopBacTaTHH MOXKe BIJIMBATU Ha CKEJIETHI M'SI3H i
CIIPUYUHATH MiaJrito, MiO3UT Ta MIOIATIIO, AKl Yy TOOOUHOKUX BUIIafKaX MOXKYTh IPOrpeCcyBaTu 10
pabmoMiosi3y, 110 XapaKTepU3yETHCS IOMITHO MigBUIIEHUMH PiBHAMY KpeaTUHKIHA3M (>10-KpaTHe
IIepeBUIleHHS BEPXHbOI MeXi HopMu), Mioryob6iHeMmil Ta Miory100iHypii, IKi MOXKYTh IPU3BECTH 0
HUPKOBOI HEJOCTATHOCTI Ta Y PifKicHUX BUNagKax — OyTH JeTaTbHUMMU.

[Tpu BigCyTHOCTI CUMIITOMATUKY y MAIli€HTIB, SKi 3aCTOCOBYIOTh CTAaTUHU, PETYISIPHUNA KOHTPOIIb
piBHIB KpeaTHHKIHA3M ab6o iHImuX M’'s130BUX (EPMEHTIB He peKOMEeHIOBaHuM. MOHITOPUHT piBHIB
KpeaTUHKIHAa3W PeKOMEHIYEThCS IIPOBOIUTH TAIliEHTaM i3 paKTOpaMu CXUIIBHOCTI 10 PabmoMionidy
Ta MAal[iEeHTaM 3 M’SI30BUMU CUMIITOMAMH IIepef II0YaTKOM Ta IIifl Yac 6yab-sIKOTro JIiKyBaHHS
CcTaTUHaMHU (OUB. HUXKUE).

[Tig vac Ta micns mikyBaHHS cTaTHHAMU OyJIM 3apeEeCTPOBaHi AyKe PigKicHiI BUMafKu iMyHOJIOTiYHO
OTI0CepeIKOBAaHOI HEKPOTU3YI0Y0i MiomaTii. IMyHOJIOTiYHO omocepeiKoBaHa HEKPOTHU3yl04Ya MiomaTis
KJTIHIYHO XapaKTepU3YETHCSA CTiMKOI0 C1a0KiCTIO TPOKCHMaIbHUX M A3iB Ta MigBUIIEHUM PiBHEM
KpeaTHHKiIHa3W B CUPOBATIII KPOBi, Ki 30epiratoThCs, He3BaXKaloyy Ha MPUNIMHEHHS JTiKyBaHHS
CTaTUHaMH, IO3UTHUBHI aHTUTiNa npoTu ['MI'-KoA-peayKTasu Ta KOPEKIil0 iMyHOAEeIpecaHTaMu.

[Tepen NMiKyBaHHSM.

[MTauieHTaM 3i cxumbHicTIO 0o pabgomionisy Kagyet 5/10 crnig npu3HadaTu 3 o0epexHicTio. [Tepen
II0YaTKOM JIiKyBaHHS CTaTMHAMHU PiBeHb KpeaTUHKiIHA3W HeOOXigHO BUMIipIOBATH Y TaKUX CUTYallisX:

- TIpU TIOPYIIeHHI QYHKII HUPOK;

- IIpU TiMOTHUPEO3i;

- TIpU CTIaJKOBUX M’SI30BUX 3aXBOPIOBaHHAX B 0coOMCTOMY abo CiMeliHOMY aHaMHe3i;
- IIpu M’sI30Bill TOKCUYHOCTI Ha TJIi 3aCTOCYBaHHS CTaTUHIB abo ¢idpaTiB B aHaMHe3i;
- IIpY 3aXBOPIOBaHHI eYiHKY B aHaMHe3i Ta/ab0 IIpu 3/10BXKKUBaHHI alIKOT0JIeM;

- y malieHTiB JiTHROTO BiKYy (> 70 poKiB) He0OXigHICTh TaKMX BUMipiB BU3HAYAIOTh, YPAXOBYIOYHU
HAsIBHICTH (paKTOPiB CXMIBHOCTI 70 pabmomionisy;

- KOJTM MOKJIMBE IiABUINEHHS KOHIIEHTPAIlil TikapChKOTo 3aco0y y m1a3Mi KpoBi, HallpUKiIag,
BHACJIIIOK B3a€EMO{Iii 3 iHIMMMU JTiKapchKUMU 3acobamu (IuB. po3min «B3aemomisa 3 iHIMUMU
JMiKapChbKUMU 3aco0aMy Ta iHIIII BUAU B3aEMOiN») Ta Y MEBHUX MOMYJIAIiAX, BKITIOYaOUX MAIli€HTIiB 3
TeHeTUYHUX CyOmomynsiii (IuB. po3nin «®apMaKoKiHETHKA»).

Y Takux cuTyalisgx HeoOXiIHO IIpoaHasi3yBaTy PHU3UK Bifl TiKyBaHHS IOPIBHSHO 3 MOXKJIUBOIO



KOPHCTIO Ta PEKOMEHAYETHCS MPOBOAUTH KITiHIUHWI MOHITOPUHT CTaHY HalliEHTA.

FAK110 Ha MOYaTKOBOMY €eTalli piBHI KpeaTHHKiIHA3Y 3HAYHO MiABUINEHI (>5-KpaTHe IIepeBUIleHHS
BEPXHBOI MeXKi HOpMHU), TiKyBaHHS PO3MOYMHATHU He CIIif.

BumiproBaHHSA KpeaTUHKIHA3H.

He MoXHa BUMipIOBaTH KpeaTUHKiHA3Y IiCJIsg iHTEHCUBHOTO (Gi3MYHOT0 HaBaHTaXKeHHS abo Ipu
HAsIBHOCTI OyIb-5IKO]1 iHIIIOI MPUYMHY iMOBIPHOT'0 MigBUINEHHS KPpeaTUHKiIHA3M, OCKINTbKY 118
YCKJIa[HIOE iHTepIIpeTallilo OTpUMaHUX pe3yJIbTaTiB. AKI0 PiBHI KpeaTUHKIHA3U Ha 10YaTKOBOMY
eTali CyTTeBO MigBuUIIeHi (>5-KpaTHe IepeBulleHHs BEPXHbOI MeXKi HOPpMH), X He0OXigHO
CACTeMaTAYHO BUMIPIOBATH Yepe3 5-7 OHIB Ui HMiATBepIKEeHHS pe3yIbTaTiB.

[1ig yac niKyBaHHA.

- INanieHTiB HEOOXiITHO ITOIIPOCUTH OAPA3y XK MOBIIOMJIISITH PO M’sI30BUM 6inlb, cynoMu M’'s3iB abo
cnabKicTh 4epe3 He3pPOo3yMiJli MpUYMHH, 0COOTHUBO SKIIO 1€ CYIMPOBOOKYETHCS 3arabHOI0 ClIa0KiCcTO
YU MiJBUIIEHHSIM TEMIIEPATYPH.

- SIK1110 TaKi CUMIITOMH BUHHMKAIOTh, KOJIM TAIiEHT 3acTOoCOBY€E KamyeT 5/10, HeoOXimHO BUMIpSATH
PiBHI KpeaTHHKIHA3M.

- fK110 BUSBUTHCS, LIO IIi PiBHI 3HAYHO MigBHUIIEH] (>5-KpaTHe NepeBUIIeHHS BePXHbO1 MeXi HOPMH),
JiKyBaHHS HEOOXiTHO MIPUITMHUTH.

- K110 M’sI30Bi CUMIITOMY TSIKKi i CHPUYUHSIOTE TOBCAKAEHHI HE3PYYHOCTI, HeOOXiTHO PO3TIIHYTH
MOZKJIMBICTh IPUNIMHEHH JIiIKyBaHHS, HaBiTh AKIIO MIiABUILIEH] PiBHI KpeaTUHKIHA3U [IePEeBULLYIOTh
BEPXHIO MeXy HopMHu y £ 5 pa3is.

- fKI10 CUMIITOMY 3HUKIIY 1 PiBHI KpeaTUHKIHA3Y IIOBEPHYJIKUCS 00 HOPMU, MOXKHA PO3TISHYTH
MOXKJIUBICTh IIOBTOPHOI'0 3aCTOCYyBaHH4 Ipenapaty Kagyet 5/10 y HaliMeHIIi# J0O3i IpYU PETEIbHOMY
MOHITODPUHTY.

- SIK1110 BUSIBJIEHO KJTiHIYHO 3HAuyIle 30i/bIneHHs piBHIB KpeaTuHKiHa3u (>10 X BepXHbOI Mexi
HopMH) ab0 SKIIO AiarHOCTOBAHO YU Mif03PIOETHCS pabIoMiosi3, 3acTocyBaHHS mpemnapaty Kagyet
5/10 HEOOXiTHO MPUITUHUTH.

AMJTOIUTIIH He BIIJIUBA€E Ha Pe3y/IbTaTH J1ab0pPaTOPHUX [OCTiIXKEHb.

OpmHOYacHe 3aCTOCYBAHHS 3 iHIMMMMY TiKapChKUMU 3ac0obaMu.

4K i mpu 3aCcTOCYBaHHi iHIIKX MpenapaTiB KJIacy CTaTUHIB, pu3uK pabooMioni3y migBUILYEThCS, SIKIIO
Kapnyet 5/10 3acTocoByBaTH OOHOYACHO 3 TIEBHUMHU JTiIKapCHbKUMU 3ac00aMu, IKi MOXKYThb
IiABUINYBAaTU KOHIIEHTpPAIIiI0 aTOPBACTATUHY B IJIa3Mi KPOBi (HalpuKIIaf, MOTyXHi iHribiTopu
CYP3A4 abo TpaHCIOpTHUX OiNKiB (30KpeMa ITUKIOCIIOPUH, TeIITPOMIINH, KITapPUTPOMIIIMH,
nesaBipAuH, CTUPUIIEHTOJI, KETOKOHA30JI, BODUKOHA30J1, iTpaKOHA30J1, T03aK0HAa30J1, IETEPMOBIp Ta
inribitopu npotea3u BIJI, y ToMy 4ucCIi pUTOHABIp, JIOMiHABIp, aTa3aHaBip, iHAWHABIP, JapyHaBIp,
TUIIpaHaBip/PUTOHABIP TOIIO)). PU3MK PO3BUTKY MioIaTil MOXKe TaK0XK MiABUITYBATUCS IPU
OJHOYAaCHOMY 3aCTOCYyBaHHi reMiOpo3uny Ta iHmMx noxigaux GidépoeBoi KUCI0TH, MTPOTUBIPYCHUX
npemnapariB s nikyBanHs rematuty C (HCV) (Hampukiiag 601enpeBipy, Tenanpesipy,
enbacBipy/rpa3omnpeBipy, nexinacsipy/copocOyBipy), epUTPOMIIIUHY, HialluHy, €3eTUMi0y abo
KOJIXiIIMHY. fAKIIO MOXHA, CITiJl PO3T/ISHYTH albTePHATUBHI (SIKi He TPU3BOASATHL IO B3a€EMO[Iil) CXeMu
JKyBaHHS 3aMiCTh IIUX JIiIKapChKUX 3aco0iB. fAKIo ogHOoYacHO 3 mpemapatoM KagyeT 5/10 HeoOximHO



3aCTOCOBYBATH IIi TiIKapChKi 3ac00H, CHIifl peTeIbHO 3BaKUTU KOPUCTH i PU3UKHU OOHOYACHOTO
JIIKYBaHHS; PEKOMEHYEThCS HAJIeXKHUU KIIHIYHUNI MOHITOPUHT CTaHy TAKUX Mali€HTIB (OUB. PO3MiN
«B3aemopis 3 iHmIKEMY JTiKapCHKUMMK 3aC00aMH Ta iHII BUAY B3A€MOMIIH»).

Kanyet 5/10 He MOXKHa 3aCTOCOBYBaTH OfHOYACHO 3 CHCTEMHUM 3aCTOCYBaHHAM (Py3um0BOI
KHUCJIOTH ab0 BIPOOOBXK 7 [HIB MiC/I IPUNIUHEHHS JTiKyBaHHS (y3UI0BOI0 KUCIOTOI0. Y
TaIli€HTIB, IKUM CUCTEeMHe 3aCTOCyBaHHS (y3UA0BOI KMCIIOTY BBaXKa€ThCs HEOOXITHMIM,
JiKyBaHHS CTaTHHAMMU CJIi[l IPU3YyIUHUTHU Ha BeCh IIepiof 3aCTOCYBaHHSA (y3UO0BOI KUCIIOTH.
Y nari€eHTiB, gKi oTpuMyBanu Gy3um0BY KUCIIOTY Ta CTaTUHU y KOMOiHallii, Oymu
3apeeCcTpoBaHi BUMagKy pabooMiosti3y (B TOMY YHCIIi JieTallbHi) (AUB. PO3Min «B3aemormis 3
iHImMUMY miKapchKUMM 3acobaMu Ta iHII BUAYM B3aeMOMii»). [1alieHTy il peKOMeHOyBaTH HeTralHo
3BepTaTUCS 3a MEIUYHOIO IOTIOMOTOI0 B Pa3i BUHUKHEHHS Oyb-IKUX CHMIITOMIB cJ1abKoCTi, 60110 abo
00J1iCHOI UyT/IUBOCTI y M’s13aX.

Teparmito cTaTiHAMU MOXKHa IIPOJIOBKUTY Yepe3 7 [HIB MiC/Is OTPUMaHHS OCTaHHBOI H03U (Py3um0BO1
KHCIIOTH.

3a BUHSATKOBUX 00CTaBUH, KOJIU IOTPiOHE JOBrOCTPOKOBE CHCTEMHE 3aCTOCYBaHHSA (y3UI0BO1
KUCJIOTH, HAIIPUKJIAM, IJIs JTiKyBaHHS TSIXKKUX iH(eKIIil, HeoOXiTHICTh OMHOYACHOT'0 3aCTOCYBAHHS
npenapaty Kagyet 5/10 Ta ¢hy3ua0Boi KUCIIOTH CIIifl pO3TIsAAaTH TiIbKY B iHAWBiAyanbHOMY IIOPSIOKY
Ta 3MiMCHIOBATH IIiJl pETENIbHUM HarIsagoM JIiKaps.

[IpodinakTrka iHCYILTY IIISTXOM arPDECUBHOTO 3HMKEHHS PiBHIB xonectepuny (SPARCL).

[Tpu aHami3i post-hoc mipTumis iHCYIBTY y HalieHTiB 063 KOPOHAPHOI XBOPOOU CcepIs, SIKi HEel[ogaBHO
TIepeHecy iHCyNbT a00 TPaH3UTOPHY illIeMiYHY aTaky, 4acToTa reMOpariyHoro iHCcynbTy Oyra
BHUILIOI0 Y TUX IALi€HTIB, Kl I0YaTKOBO OTpUMYyBaiu 80 MI aTOpBaCTaTUHY IIOPIBHAHO 3 TUMHU, XTO
oTpuMyBaB mnanebo. [TigBumienui pu3uk OyB Bif3HaueHUM, 30KpeMa, ¥ MallieHTiB 3 TeMopariyHuM
iHcynbTOM abo TaKyHapHUM iH(QapKTOM B aHaMHe3i Ha Yac BKIIOUEHHS Y JOCHTigKeHHs. s
IallieHTIB i3 reMopariyHuM iHCYIbTOM abo JTakyHapHUM iH(apKTOM B aHaMHe3i O6ajlaHC PU3UKIB Ta
KOPUCTI Bif JIiKyBaHHS aTOPBACTAaTUHOM Y 0031 80 MI 4iTKO He BCTAHOBJIEHUU, TOMY IIepe[ 104aTKOM
NiKyBaHHS HEOOXiIHO peTeIbHO IIPOaHati3yBaTH MOTEHLINHY MOXKIUBICTh PU3UKY PO3BUTKY
remMopariuHoro iHcyneTy (OUB. Po3min «PapMaKoguHaMiKa»).

InTepcTUIlianbHEe 3aXBOPIOBAHHS IETEHD.

[Ipu 3acTOCYyBaHHI IeIKUX CTaTUHIB HAIXOOUJIU IIOBIIOMJIEHHS IIPO BUHATKOBI BUIIaJKU
iHTepCTUIiaTbHOTO 3aXBOPIOBAHHS JIeTeHb, 0COOIMBO IIPY HOBrOTPUBAJIOMY JIiKyBaHHI (AUB. PO3Min
«ITo6iuHi peakiii»). OcoGIUBOCTI IPOSIBY MOXKYTh BKII0YATU 3aAUILIKY, CyXUM Kalllesb Ta MOTipIIeHHS
3arajabHOTO CTaHy 300POB’S (BTOMJIIOBAHICTh, BTPaTa MacCH Tijla Ta IiABUIEHHS TeMIepaTypH). AKIIo
€ Mifo3pa, LI0 Y NallieHTa PO3BUBAETHCS IHTEPCTHULIIa/IbHE 3aXBOPIOBAHHS JIET€Hb, TIKYBaHHS
CTaTHHAMU HEOOXiTHO MPUIINHUTH.

[lykpoBui miaber.

IlesKi maHi CBifYaTh IIPO Te, IO CTAaTUHU fK KJIAC IMiABUIIYIOTH PIBEHD IJIFOKO3U KPOBI Ta y OESIKUX
TIAI[iEHTIB 3 BUCOKUM PU3UKOM PO3BUTKY IIyKPOBOTO AiabeTy MOXKyTh 3yMOBIIIOBATU PiBEHB
rimepriikemii, Ipu SKoMy HeoOXigHe ITiKyBaHHS, K IIPH IIyKPOBOMY miabeTi. OmHak 1ei pusuk
IepeBaXyeThCd 3HMKEHHIM CYIUHHOI'O PU3UKY BHACIIIOOK 3aCTOCYBaHHS CTaTHHIB i TOMY HE €
IiZICTaBOIO [IJIS1 MPUIIMHEHHS TiKyBaHHS CTaTUHAMHU. 3TigHO 3 Iep:KaBHUMM CTaHOApTaMu, HeoOXimHO
IIPOBOAUTY KITiHiuHMH Ta Oi0XiMiuHUE MOHITOPUHT CTaHy NAlliEHTIB TPyNH PU3UKY (piBeHb IIIOKO3H



HaTIIe Bim 5,6 mo 6,9 Monb/n, iHgekc Macu Tina > 30 Kr/M’, migBUIIeHWH piBE€Hb TPUTHILIEPHUIB,
apTepianbHa TrinepTeH3sis).

[TOTTOMiKHi PEYOBUHHU.

Lle#t mikapcbku# 3aci6 MicTuth MeHIIe 1 Mmonb (23 Mr)/mo3y HaTpiio, TOOTO MPaKTUYHO BiTbHUM Bif
HaTpIi.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2pyodoto.
Kapyet 5/10 IpOTUIIOKAa3aHUY BariTHUM 1 KiHKaM, K1 TOAYIOTh TPYLLIO.

KIHKY PeNnpoOnyKTUBHOIO BiKY.

2KiHKaM pempoayKTUBHOTO BiKY CIIiJf 3aCTOCOBYBATH BifTIOBiMHI KOHTPAIENTUBHI 3ac00HU (IUB. PO3AiN
«IIpoTunoka3anHsa»).

BariTHiCcTB.

Besnmeka 3aCTOCyBaHHS IIpelapaTy BariTHUM XKiHKaM He BCTaHOBJIeHa. KOHTpOIb0BaHUX
KJIIHIYHUX OOCHIAXKEeHb 3aCTOCYBaHHS aTOPBAaCTaTUHY 3 y4aCTIO BariTHUX XKIHOK He IIPOBOIUIIH.
Hagxomunu MooguHOKI MMOBifOMITEHHS IIPO BPOMXKeEHi aHOMaUtii micis BHYTPIilIHbOYTPOOHOI eKCIIo3u1lii
inriitopamu I'MI'-KoA-penykTa3u. [JocmifiKeHHS Ha TBApUHAX ITPOJIEMOHCTPYBAJIA PETIPOAYKTUBHY
TOKCHAYHICTE IIpernapary.

3acToCyBaHHS aTOpBaCTaTHHY MaTip 10 MOXe 3MEHIIUTH Y IIJI0fla PiBeHb MeBaJIOHATY, IKUAU €
IpeKypcopoM 0ioCUHTE3Y X0JIeCTEPUHY. ATEePOCKIIEP03 € XPOHIYHUM IIPOIIeCOM, i 3a3BU4ai
IPUIIMHEHHS 3aCTOCYBaHHA JiMi03HMKYBaIbHUX JTIKapChKUX 3aC00iB y Iepiof BariTHOCTI Mae
He3HAYHW BIIJIMB Ha JOBIOCTPOKOBHUM PU3UK, IMOB'I3aHUM 3 IIEPBUHHOIO
rinepxoieCTEPUHEMIEID.

3 nux npuunH Kanyet 5/10 He ciig 3aCTOCOBYBAaTU BariTHUM, a TaK0OXK XKiHKaM, SKi HaMararThCS
3aBariTHiTH abo mimo3poooTh BariTHiCTh. JlikyBanHs npenapatoM Kapyet 5/10 ciif npu3ynuHUTY Ha
BeCh TEPMiH BariTHOCTi abo0 MoKy He Oyne MmigTBepAKeHO BilCyTHICTE BariTHOCTI (IMB. pPO3Min
«ITpoTUTIOKa3aHHS»).

Y pasi BUsABJIEHHS BariTHOCTI Iif] Yac JIiKyBaHHS 3aCTOCyBaHHS npenapaty Kagyet 5/10 crnig HeraHo
IPUIUHUATH.

T'ogyBaHHS TPYOOLo.

AMIIOOUIIiH MOTPAIJIS€ B TPyAHE MOJIOKO. YacTKa MaTEPHUHCHKOL 03K, IKY OTPUMYE HEMOBIIS,
OLIIHIOETHCSA 3 MIXKKBapTUJIbHUM Aiana3oHoM 3-7%, MakcumMyM 15%. [lig aMIoauIiiny Ha HEMOBJIAT
HeBizoMa.

HeBimoMo, yu TPOHUKAIOTH METAbOJIiTH aTOPBACTATHHY Y MaTEPUHCHKE MOJIOKO. Y ILIYPiB
KOHIIEHTPAIlisl aTOpPBaCTaTUHY Ta MOr0 aKTUBHUX MeTa0OoJIiTiB y My1a3Mi KpOBi € aHaIOTrigyHo10
KOHIIEHTpAllil B rpygHoMy Mostoii. Yepe3 MOXKJIMBICTh PO3BUTKY CEPHO3HUX MOOIYHUX peakIii
JXKiHKaM, 5Ki 3acTocoByI0Th Kamyet 5/10, ciif yTpuMyBaTHCh Bifi TOAYBaHHS IPYAMI0 (AUB. PO3MiN
«IIpoTunoka3anHsa»). ATOpBacTaTUH NIPOTUNOKA3aHUN y NIEPiof TOAYBaHHSA IPyAA0 (OUB. PO3MiN
«IIpoTunoka3aHHsg»).



QOepTUNLHICTS.

Y mocnigXkeHHSAX Ha TBapUHaX aTOPBACTATUH He BIIJIMBAaB Ha (EPTUIbHICTh CaMIIiB Ta
camuilb. [ToBimoMmsanocs npo 060poTHI OioXiMiyHi 3MiHU Y roniBKax CIIePMaTO30igiB y OesIKUX
TAITiEHTIB, SKi MPOXOAUIIM Tepalii 6I0KaTopaMu KaJbllieBUX KaHasiB. KmiHIYHUX maHuX
O[O0 ITOTEHLIWHOTO BIJIMBY aMJIOAUIIIHY Ha (PEePTUIbHICTh HEAOCTATHLO. B ogHOMY
IOCTimKeHH] Ha Iypax 0yJ10 BUSIBIIEHO MMOOiUHY Aiio mpemnapaTy Ha pepTUIbHICTb CaMITiB.

30amHicmb eniueamu Ha weudKicmb peakuyii npu kepysaHHi asmompaHcnopmom abo iHwumu
MeXaHi3Mamu.

IocnigKeHb A1 BCTAHOBIEHHS BILIMBY IpemnapaTy Kaayet 5/10 Ha 3maTHICTh KepyBaTH
TPAHCIOPTHUMH 3aco0aMH Ta IPAIIOBATH 3 iHIIUMK MeXaHi3MaMy He ITPOBOOUIIN. ATOPBACTATHH, 110
BXOIOUTH [0 CKiany npemnapaty Kaayet 5/10, Mma€ He3HaUHUY BIIJIUB Ha 30aTHICTh KepyBaTu
TPAHCIIOPTHUMU 3aco0aMu Ta IIpaIffoBaTy 3 iHIMMK MexaHi3MaMmu. OHaK, 3BaXKalo4yy Ha
(dapMakoguHaMi4yHi BIaCTUBOCTI aMJIOAUIIIHY, III0 BXOAUTE [0 CKIaAy npemnapaty Kagyet 5/10, mpu
KepyBaHHi TPaHCIIOPTHUMU 3acobaMu Ta PoOOTi 3 iHITMMU MeXaHi3MaMHu CIif 6paTy 0o yBaru
MOXKJIUBICTh BUHUKHEHHS 3allaMOPOYEeHHS, F0JIOBHOTO G0JTI0, MigBUIIIEHOI BTOMJTIOBAHOCTiI a00 HYyIOTH
(muB. po3min «ITobiuHi peakirii»).

Cnoci6 3acmocyeaHHss ma do3u.
Kapyet 5/10 npu3HayeHuy 015 IepopajbHOr0 3aCTOCYBaHHS.
3BUYaliHa II0YaTKOBa fi03a CTaHOBUTL 5 Mr/10 Mr 1 pa3 Ha go0y.

Ao nmanieHT norpebye Ginbin eeKTHBHOI0 KOHTPOJIIO apTepiabHOT0 TUCKY, MOXKHA ITpUiMaTh
10 mr/10 mr 1 pa3 Ha mo6y; [7g IILOTO CITiJ BUKOPUCTOBYBATHU Jlikapchkui 3aci6 Kamyet 10/10.

Lleit mikapcbkui 3acib MoxkHa nmpuiiMatu y 6ynb-IKui dac mobu 3 izxketo abo 6e3 Hel.

Kamyet 5/10 Mo3KHa 3aCTOCOBYBATH SK OKPEMO, TaK i B KOMOiHalIlil 3 aHTUTiIepTeH3UBHUMHU
3acobaMu, ajie HOT0 He MOXKHA 3aCTOCOBYBATH 3 iHIIMMHU OJI0KaTOpaMu KaslbllieBUX KaHasiB abo 3
IHIIMMHU CTaTHHAMH.

ITopyweHHs ¢pyHKYii HUpoK. [1alieHTaM i3 mopyieHHAM GYHKIII HUPOK KOPEeKIlis N03U He MoTpibHa
(ouB. po3pinu «OcobMUBOCTI 3acTOCyBaHHS» Ta «dapMaKOKiHETHKa»).

ITopyweHHs ¢yHkuii neuinku. Kagyet 5/10 npoTunoka3aHuii mallieHTaM 3 aKTUBHUM
3aXBOPIOBAHHSIM I€YiHKY (OUB. PO3Min «I[IpoTUIOKAa3aHHSI»).

IMauieHmu aimHbo20 8iKy. HeMae HeoOXiqHOCTI KOPUTYBaTH 003y OJIs MAlli€HTIB JTiTHHOTO BiKY (OUB.
po3min «dapMaKOKiHEeTHKA»).

3acmocysaHHA y KombiHauii 3 iHWUMU aikapcbkumu 3acobamu. ITpu ogHOYACHOMY 3aCTOCYBaHHi 3
IIUKJIOCTIOPUHOM [103a aTOpBaCTaTHHY He IIOBMHHA IepeBuilyBaty 10 Mr (ouB. po3pin «B3aemopis 3
iHITMMY NTiKapCbKUMM 3aco0aMu Ta iHII BUOY B3aEMOIiii»).

[l71s malieHTiB, AKi OQHOYACHO MPUKMAIOTh 3 aTOPBACTaTUHOM IIPOTUBIPYCHI IIpenapaTy A1



nmikyBaHHS renatuty C, Taki K enbacBip/rpa3omnpesip, abo A npodilakTUKU TUTOMEeTaloBipycHOl
iHdekIii - TeTepMoBip, 03a aTOpBACTAaTUHY He MOBUHHA NepeBulyBatu 20 Mr/oo0y (OuB. po3minu
«Oco6IMBOCTi 3aCTOCYBaHHS» Ta «B3aemopis 3 iHIIUMHU JTiIKapCHbKUMHU 3aco0aMu Ta iHII BUOU
B3aEMOMIN»).

He pekoMeHyeThCS 3aCTOCYBaHHS aTOpPBaCTaTUHY IallileHTaM, IKi IPUUMalTh JIETEePMOBIp
OJHOYACHO 3 IIMKJIOCIIOPUHOM (IuB. po3pinu «OcoOnMMBOCTi 3aCTOCYyBaHHA» Ta «B3aemopmis 3 iHIMMU
JiKapChKUMHU 3aco0aMu Ta iHIIi BUAKM B3aEMOIiN»).

Himu.

Besmnexka Ta eeKTUBHICTH 3acTOoCyBaHHSA npenapaTy Kamyet 5/10 miTsiM He BCTAHOBJIEHI, TOMY HE
peKoMeHAyeThCA 3acTocoByBaTé Kagyet 5/10 11ii1 KaTeropil nauieHTiB.

Ilepedo3yeanHsi.
[ndopmarliis mpo nepeno3lyBaHHs MoguHu npenapaToM Kamyet 5/10 BifmcyTHS.

Amao0uniH. [ToCcBig HABMUCHOTO IIepeio3yBaHHs aMJIONUIIIHOM JIIOAUHY 00MeXeHu. 3HauHe
nepeno3yBaHHs MOXKe IIPHU3BOAUTH 10 HAAMipHOTO PO3UINPEHHS TepupepUyHUX CYOUH Ta, MOKJIIABO
pednekTopHOI Taxikapmil. Bymu 3apeecTpoBaHi BUMTaAKW 3HAYHOI Ta, MOXK/INBO, TPUBAJIOI CUCTEMHOI
apTepianpHOI TiMOTEH3il aX [0 IIOKOBOT0 CTaHY 3 JeTa/JIbHUM HaclligKoM. Byob-akuil BUIagoK
aprepianpHOI rinoTeHsii, 3yMOBNIeHNI Tepel03yBaHHIM aMJIOOUIiHY, T0Tpe0y€e MOHITOPUHTY B
KapIioJIoTiYyHOMY peaHiMalliiHOMY BiffineHHi. [I714 BifTHOBIEHHS CYOUHHOTO TOHYCY Ta
apTepianbHOTO THUCKY MOXkKe OyTH KOPUCHUM 3aCTOCYBAHHS CYAMHO3BYKYBaJbHOTO 3aC00y. OCKimbKH
aMJIOIUITIH Maike IOBHICTIO 3B’I3y€EThCS 3 OiMKaMu, MaTlOMMOBIPHO, IO TPOBEIEHHS reMofIiai3y
Oyme KOPUCHUM.

Pigko noBigomsiniocss Ipo HeKaphAioreHHUY HaOpsK SIK HACMTigOK Ilepefo3yBaHHS aMIOAUIIHY, SKe
MOXKe IIPOSIBIATUCS 3 BIICTPOYEHUM II0YATKOM (24-48 roguH micnisg npunuomy) i BUMarae mo4aTky
IITYYHOI BEeHTUJIALIL lereHb. PaHHI peaHiMalliiiHi 3axonu (BKJII0UalOUM IIepeBaHTaKeHHS PiAUHOIO)
I mipTpuMKY nepdysii Ta cepuieBoro BUKUAY MOXYTh OyTH IPOBOKYIOUUMU (haKTOpaMH.

Amopeacmamut. CrernjiasbHe JIiKyBaHHS Ha BUIIa[OK IIepego3yBaHHI aTOPBaCTaTUHOM BifICyTHE.
[Ipu nepeno3yBaHHi NalieHTa CIif JIIKyBaTU CUMIITOMATUYHO Ta 3aCTOCOBYBATH MIATPUMYI0Yi 3aX00u
y pasi HeoOxigHOoCTi. Crig npoBecTy aHai3 6i0XiMiYHKX MOKAa3HUKIB QYHKIII TeYiHKu Ta
3OiMCHIOBATH MOHITOPHUHT PiBHIB KpeaTUHKIHA3U B CUPOBATLi KPOBi. Yepe3 BUCOKUH CTYIiHb
3B’sI3yBaHHS Ipemaparty 3 OiKamMu maa3Mu KPOBi He CIifl 09iKyBaTH 3HAYHOT'O MTOCUJIEHHS KITipeHCy
aTopBaCTaTUHY IIpU IPOBENEHH] reMopianisy.

ITo6iuni peakuii.

Beamneky npemnapaty Kaayet 5/10 ouiHioBanM ¥ MOABIMHO CIIiMUX I1anie60-KOHTPOIHOBaHUX
pociigxenHax y 1092 nmauieHTiB, fKi OTpEMyBau JIiIKyBaHHS 3 IPUBOAY CYIYTHLOI apTepianbHOI
rimepTeH3il Ta gucnimigeMii. Y xomi KTiHIYHUX JOCTiAXKeHb i3 3aCTOCyBaHHAM Ipenapaty Kamyet 5/10
He CIocTepiranocs: sKkux-Hebynb MoOIiYHMX peakllii, XapaKTepHUX Iyis 1iel komOinarril. TTo6iuni
peaxtiii 06MexXyBanuch TUMH, 1110 Oy/IM 3ape€eCTPOBaHi paHillle TPy 3aCTOCYBaHHI aMJIONUIIiHY Ta/a0o



aTopBaCTaTUHY (OUB. HUXKYeE).

Y xofi KOHTPO/IbOBAHUX KITIHIYHUX [OCTiAKEHb IPUNMHEHHS Tepallil BHACTiIOK PO3BUTKY KIiHIYHUX
no0iYHUX peakiilt abo BigxuieHb Bi HOPMU Pe3yJIbTaTiB Tab0paTOpHUX aHai3iB 6y10 HeoOXimHe
TinbKY 5,1 % manieHTiB, SKi OTPUMYyBaIM JIIKyBaHHS aMJIOOUIIIHOM Ta aTOPBACTaTUHOM, IIOPIBHSAHO 3
4,0 % malrieHTiB, SKi OTPUMYBaIH IIaIe60.

[To6iyHi peakiii 3a3HaYeHO BiATIOBIOHO 0 cucTeM opraHis (3a MedDRA) Ta 3a 4acTOTOIO: Ay:Ke 4acTo
(Bim 3 1/10), wacro (Big 3 1/100 mo < 1/10), mewacro (Bixg 3 1/1000 mo < 1/100), pigko (Big 3 1/10000 mo
< 1/1000), myxe pigko (Big < 1/10000), HeBimoMO (He MOXKHa BCTaHOBUTHU Ha IMifiICTaBi HAIBHUX
OaHUX).

[ToGiyHi peakiiii HaBeJeHO OKPEMO AJIST aMJIOAUIIIHY Ta [JiS aTOPBaCTaTHHY.

[To6iyHi peakiii mpy 3aCTOCYBAaHHI aMIOOUIIIHY.

3 6oky Kpoei ma aimpamuyHoi cucmemu.

IyXe pimKo: TedKOoIeHiss, TPOMOOIUTONEHIS.

3 6oky imyHHOI cucmemu.

IyXe pigKo: peakiiil rimep4yTIuBOCTI.

MemaboaiuHi ma asimeHmapHi po3aadu.

[yxe pigko: rinepriikemis*.

HeuacTo: 36inbIIeHHs MacH Tijla, 3MEHIIEHHS MacH Tina.

3 6oky ncuxiku.

HeuacTo: 6e3COHHS, 3MiHKM HAaCTPO (B TOMY YHCJIi TPUBOXKHICTB), IeIPecis.

Pigko: cinyTaHiCTh CBiiOMOCTI.

3 boky Hepeoegoi cucmemu.

YacTo: COHIUBICTh, 3allaMOPOYEHHS, TOJ0BHUH ik (0COGIMBO Ha MTOYATKY JIiIKYBaHHS).
HeuacTo: TpeMop, rimecTtesis, mapecTesis, HEIPUTOMHICTb, JUCTEB3id.

Iye pigKo: rinepToHyc, nepudepudyHa HeUponaTis.

HeBigoMo: ekcTpamipaMifHui CHHAPOM.

3 60Ky opaaHis 30py.

YacTo: mopyueHHs 30py (B TOMY YHCJIi AUIIJIONIA).

3 boky opaaHis cayxy ma pisHosazau.

Heuacrto: mwyMm y Byxax.

3 boky cepusi.



YacTo: BiguyTTs cepreOuTTS.

Heuacro: apuTtMis (B ToMy uncii OpaguKaphisi, BEHTPUKYJIAPHa TaxXikapmis i ¢pibpunsiis
nepencepab).

Pigko: cTeHOKapHis.

Iyxe pigko: iH(papKT MioKappaa.

3 60Ky cyouH.

YacTo: IpUNIUBH.

HeuacTo: apTepianbHa TrinoTeHsis.

[lyKe pigKo: BaCKYyIIiT.

3 boky OuxaabHOi cucmemu, opa2aHie 2py0HOI KAimKu ma cepedoCmiHHA.
YacTo: 3aOuIlKa.

HeuacTo: puHIT, Kalllenb.

3 60Ky WAYHKOBO-KUWKOBO20 MpPAKmy.

YacTo: HymoTa, 0ifb Yy BepxXHil Ta HUXKHIN YaCTUHI KUBOTA, OUCIIEIICis, TOPYIIEHHS BUIOPOXKHEHHS
(B TOMY 4HCHi fiapes Ta 3amop).

HeuacTo: 6110BaHHS, CYXiCTh Y POTi, mHUCTeB3is.

[lyXe pigko: rinepnasis SCeH, raCTPUT, ITaHKPEaTur.
I'enamobiaiapHi po3aadu.

IlyXe pigKo: TemnaTuT, KOBTSIHULS.

3 6oky wkipu ma niOwKipHOi MKAHUHU.

Heuacro: anormerrisi, mypiypa, 3MiHa KOJIbOPY IIKipH, cBepOixk, BUCUIIAHHS, TiEePrifipo3, eK3aHTeMa,
KPOIUB’ THKA.

IyXxe pigko: OyIbO3HUM IepMaTUT, y TOMY YMCIIi MyIbTudOPMHa epuTeMa, HaOpsK KBiHke,
aHTiOHEBPOTUYHUY HaOpSK, eKcGhoiaTUBHUN OepMaTuT, GOTOUYTIUBICTh, CHHOPOM
CriBeHca—JIX0OHCOHA.

HeBimoMo: TOKCUYHUY emligepMaIbHUN HEKPOIi3.
3 60Ky ONOpHO-pPYX08020 anapamy ma CnoAYy4YHOi MKAHUHU.

YacTo: MpUmyxJyicTs Cyrio6iB (Y TOMY YHCITi MPUIYXIiCTh IMIUKOJIOTKH), CYIOMHU M’3iB, M’s30Bi
CIa3mu.

Heuacro: apTparnris, Mianris (guB. po3nin «Ocobm1uBOCTi 3aCTOCYBaHHSS»), Oilb y CIIKHI.

3 60Ky HUPOK ma ce4osudinbHOI cucmemu.



HeuacTo: mopyIieHHsT CEY0BUITYCKAHHS, HIKTYPisl, YaCTe CEYOBUTYCKAHHS.
3 6oky penpodyKkmueHoi cucmemMu ma MO/A0YHUX 3dA03.

HeuacTo: iMIIOTEH1IisI, TIHEKOMACTis.

3azanvHi po3aadu ma peakuyii y micui 88e0eHHA.

Iyxe 4acTo: HaOPSIK.

YacTo: migBullleHa BTOM/IIOBaHICTh, aCTEHis.

HeuacTo: 6inb y rpynHilt KmiTiri, 6in1b, 3aranbHe He3OyKaHHS.
Pe3zyabmamu nabopamopHux aHanisie.

Iye pigko: MifBUINEHI piBHI Ie4iHKOBUX (hepPMEHTIB, allaHiHaMiHOTpaHC(epa3u Ta
acmnaprataMiHoTpaHC(epa3u (HaituacTimie 36irafoThCs 3 KapTUHOIO X0JIeCTasy).

[ToGiyHi peakiiii Ipy 3aCTOCYBaHHI aTOPBACTATHHY.

IHexuiliHi ma napa3umapHi 3ax80PHBAHHA.

YacTo: Ha30(apuHTIT.

3 6oky Kpoei ma aimMpamuyHoi cucmemu.

Pigko: TpOMOOIIUTONIEHIS.

3 boky imyHHOI cucmemu.

YacTo: peakliil rinep4yTIuBOCTI.

Iyxe pigko: aHadimakcis.

MemaboaiyHi ma asimeHmapHi po3aaou.

Yacrto: rinepriikeMis*.

Heuacro: rimormikemist, 30inblIeHHST MacCH Tijla, aHOPEKCis.
3 60Ky ncuxiku.

HeuacTo: 6€3COHHS, KOIIMapHi CHOBULIHHS.

Hegimomo: mempecis.

3 60Ky Hepsogoi cucmemu.

YacTo: ronoBuuM 6inb (0cOOIMBO Ha IOYATKY JIIKYBAHHS).

HeuacTo: 3artaMopoyYeHH, rinecresis, napecresis, aMHe3is, IUCTeB3id.



Pigko: nepudepuyHa Helponaris.

3 60Ky opaaHis 30py.

HeuacTo: 3aTymMaHeHHSA 30Dy.

Pigko: mopymeHHS 30py (B TOMYy YHCIIi JUIIOINIS).

3 60Ky opaaHis cayxy ma pigHosaau.

Heuacro: mwyMm y Byxax.

[lyXe pigko: BTpaTa CIIyXy.

3 boky OuxaabHOi cucmemu, opa2aHie 2py0HOI KaimKu ma cepedoCmiHHA.

YacTo: hapuHronapuHTreanbHui 0ib, HOCOBA KPOBOTEYA.

Hesimomo: iHTepcTHIliabHE 3aXBOPIOBAHHS JIeT€Hb, 0COOIMBO IIPH IOBIOCTPOKOBIiH Teparrii.
3 60Ky WAYHKOBO-KUWKOBO20 MPAKmy.

YacTo: Hy[oTa, QUCIIEIICid, Oiapes, 3alI0p, METEOPU3M.

HeuacTo: 6inb y BepxHil Ta HUXKHIN YaCTHHI KUBOTA, O/TI0OBaHHS, TAHKPEATHUT, BiTpPUKKa.
I'enamobiaiapHi po3aadu.

Heuacrto: remarur.

Pinko: xosnecTas.

[lyXxe pigko: nme4iHKOBa HEJOCTATHICTb.

3 6oky wkipu ma nidwKipHOi MKAHUHU.

HeuacTo: anometnis, cBep6ixK, BUCUTIAHHS, KPOTIUB' THKA.

Pigko: Oy/Ip03HMI JepPMaTHUT, Y TOMY YKCIT MyIbTH(GOPMHA €pUTEMA, aHTiI0HEBPOTUYHUM HAOPSK,
curapoM CriBeHca—[[’)KOHCOHa, TOKCUYHUM elifiepMaibHUAN HEKPOJIi3.

3 60Ky 0NOPHO-PYX08020 anapamy ma CnoAyYHOi MKAHUHU.

YacTo: mpUunyxJyicTh Cyrio0iB (Y TOMY YHCIIi IPUIYX/IiCTh MIKUKOJIOTKH), CYyIOMHU M’g3iB, M’ S30Bi
Cras3Mu, apTpanris, mianris (quB. po3nin «OcoO6nuBOCTi 3acToCyBaHHA»), Oinb y criuHi, 6inb y
KiHITiBKaX.

HeuacTo: 6inb y Imvi, migBullleHa BTOM/TIOBaHICTh M’ s13iB.

Pigko: mio3uT (muB. po3min «Oco0IMBOCTI 3aCTOCYBaHHA»), paboomionis, MiomnaTis (IUB. PO3Min
«Oco6IMBOCTi 3aCTOCYBaHHS»), PO3PUB M’s13a, TEHAWHOIIATIS, V PiIKiCHUX BUIAagKaX - PO3PUB
axiJIsIoBOr0 CyXOXKUIILIA.

IyXe pifKo: BOBYAKOMOiOHUY CHHAPOM.



HeBimomo: iMmyHOMOTiYHO OIIOCEpPENKOBaHa HEKPOTH3YI0OYa Miomnatis (OuB. po3min «OcobmuBoCTi
3aCTOCYBaHHS»).

3 60Ky penpodykmueHoi cucmemu ma MOJA0OYHUX 3d/103.
HeyacTo: iMIOTeHITis.

[lyXxe pigko: riHeKOMacTi.

3azanvHi po3aadu ma peakuyii y micui 88e0eHHA.

Heuacro: HaOpsK, nepudepuynnil HaOpSK, MiBUIlIeHa BTOM/IIOBaHICTh, acTeHis, Oiflb y TpyaHin
KJIITL, 3arajbHe He3qyKaHHS, IipEeKCid.

Pe3yibmamu nabopamopHux aHanisis.

Yacro: migBuieHi piBHI Te4iHKOBUX (PepPMEHTIB, alaHiHaMiHOTpaHChepa3u Ta
acrnaprataMiHoTpaHc(depa3u (HaiuacTiine 30iraeTbcs 3 KaPTUHOIO X0J1eCTa3dy), MiBUILIeHUN PiBEHb
KpeaTUHKiHa3¥ B KPOBi (IuB. po3ain «OcobIUBOCTI 3aCTOCYBAHHS»).

Heyacto: nevkouuTypis.

* Bynu 3apeecTpoBaHi BUNAAKH IIYKPOBOT0 Hia0eTy IMpu 3aCTOCYBaHHI AeSKUX CTAaTUHIB; YaCTOTA
3ajyiexkaTUMe Biff IPUCYTHOCTI abo BiicyTHOCTI PpaKTOpiB pU3UKY (PiBEHD I'IIOKO3U Yy KPOBi HaTIIE
> 5,6 MMOJIb/NI, iHIeKC MacH Tisa > 30 Kr/M°, TiIBUIIEHUH PiBE€HDb TPUTIIIIIEPUIiB, HASBHICTh B
aHaMHe3i apTepianbHOI rinepTeHsii).

ITosidomaeHHs npo nido3prosaHi nobiuHi peakuii.

[ToBimomeHHS PO Migo3pioBaHi MOGiYHI peakii micis peecTpariil 1iKapchbKoOro 3aco0y € BaXKJIUBUM.
Lle nae 3mory 3xilicHioBaTH 6e3MepepBHUIN MOHITOPUHT CIiBBiZHOIIEHHS KOPUCTI Ta PU3UKY
3aCTOCyBaHHS JIiIKapChKOT0 3aC00y.

Tepmin npudamHocmi. 3 POKHU.

YMoBu 30epiranHsi.

36epiratu y HegOCTYIIHOMY IjIst miTed Micti. 36epiratu mpu temnepatypi He Bute 30 °C.

YnakoBka.

[To 10 Tabnetok y 6iicTepi, mo 3 GiicTepu y KapTOHHI#M KOPOOIIi.

Kareropis Bignmycky. 3a peLenTtom.
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