IHCTPYKIISA
AJIS1 MEIUYHOT0 32CTOCYBAHHS JIKAPCHKOI0 3aC00y

BA3OKJIIH-JAPHUIIA
(VASOCLEAN-DARNITSA)

Cknao:

oitoua peuosuna. atorvastatin;

1 TabeTka MICTUTh aTOPBACTaTHHY KaJbLil0, B IEpepaxyBaHHi Ha aropsacTaTul 10 mr a6o 20 mr;

O0NOMIdICHI peuo6uHY. KaJbLII0 KapOOHAT 3 IMOBIAOHOM, L0033 MIKDOKPUCTANIIYHA, JIAKTO32 MOHOTIPAT,
HaTPIIO JaypUICyIbpar, KpOCIOBIIOH, MarHiro creapar, onazapaii II 85F Ginuii.

Jlikapcbka ¢gopma. TaGnerku, BKpUTI 000JIOHKOIO.

OcnosHi  @izuxo-ximiuni eracmusocmi: TaOAETKH Kpyriaoi (GopMH 3 JBOOMYKJIOIO IOBEPXHEI0, BKPHTI
000JI0HKOI0 01710r0 200 Maiixke 6110ro Koiabopy.

dapmakoTepaneBTH4YHA rpyna. Jlikapcbki 3acobu, 1110 3HIKYIOTh PiBEHb XOJECTEPHHY 1 TPUIIILEPHUIIB Y
cuposarui KpoBi. [nriditopu ' MI'-KoA-penykra3zu. ATopBacTaTu.

Kog ATX C10A AO05.

Dapmakonoziuni eracmusocmi.

Dapmaxoounamika.

ATOpBacTaTHH ABIsAC COOOK CUHTETUYHUM IO IEMIUHNUI IIKapChKUM 3aci0. ATOpPBACTaTUH € 1Hr10iTOPOM
3-rigpokcn-3-merwirinyrapui-kopepmernty A (IMI'-KoA) penykrasu  — ¢depMenty, wmo Karamsye

nepersopenHs I'MI'-KoA B MeBanoHaT — IIOYaTKOBHUI Ta JTIMITYXOUMH €Tarn 0610CUHTE3Y XOIECTEPUHY.
ATOpBacTaTUH € CEeJIEeKTUBHUM KOHKYpeHTHUM iHribitopom [I'MI-KoA-peaykrasu, ¢epmeHTy, Bii SKOro
3aJI€XKUTh MIBUIKICTh MEPETBOPEHHS 3-T1IPOKCH-3-METUITTYTApHI-KOPEPMEHTY A y MEBAJIOHAT, PEYOBHHY-
MONEPEAHHK CTEPOJIIB, y TOMY YHCJIl XOJIECTEPUHY.

B excrmepuMeHTanbHUX MOJENAX y TBAPUH aTOPBACTATHH 3HIKYE PIBEHb XOJECTEPUHY Ta JIIONPOTEIHIB Y
wiasmi KpoBi UuisixoMm iHriOysanHs y neuidii I'MI'-KoA-penykTasu i CHHTE3y XOJECTEpUHY Ta LLISXOM
30UIBIIEHHS KUTBKOCTI IEYIHKOBUX PELENTOPIiB IinmonporeiniB Hu3bkoi migbHocTi (JITTHI) na mosepxHi
KIITUH JUIs TIOCWJIEHHS MOTJIMHAHHA Ta karabonismy JITHILL; atopBacTaTvH TakoX 3MEHIIye NPOMYKYBAHHS
JIITHII] Ta KigbKICTh X YaCTHHOK.

ATopBacTaTHH, K 1 HOro Jeski MeTaboniTy, € hapMaKoJIOTIYHO aKTUBHUM Y JIOJUHU. ['0OBHUM MicuieM Ail
aTOpBACTaTHHy € IeYiHKa, KA BiJirpae TOJIOBHY pOIIb Yy cuHTesl Xonecrepudy Ta Kiipenci JITHILL [losa
JIKApChKOro 3acoly, Ha BIIMiHY BIJl CHCTEMHOI KOHLEHTpaLii JIKapchKoro 3acoly, Kpaiue KOperoe 31
3MEHIIEHHSM PiBHS xonecrepuny JITHIIL IHpuBigyansHUA TIAGIp 103K JIIKapChKOro 3aco0y CIIij 3ifCHIOBaTH
3aJIe)KHO BiJ TEpANeBTUYHOI BiANOBiAl (AUB. po3aut «Croci0 3aCTOCYBaHHS Ta I03U»).

Dapmakokinemuxa.

BcmokTyBaHHS.

AToOpBacTaTuH MIBUIKO aO0COPOYETHCS MiCIs EPOPATILHOTO 3aCTOCYBAaHH, MAKCUMalbHa KOHIEHTpAIIis H0oro
y miaa3mi KpoBi (Cpax) AocAraerbes npoTsirom 1-2 rogud. Ctyninbs abcopOiii 3pocTae mponopuiiHo A0 103U

aTopBacTaTHHy. AOCONIOTHA O10JOCTYMIHICTh aTOpBACTaTHUHY (BUXIIHHMMA JIIKApChKUW 3aci0) CTaHOBHUTH
npubimsno 14 %, a cucremMHa 01070CTYNHICTH iHTIOyBanbHOI akTHBHOCTI moao ['MI-KoA- -pelyKTasu —
ctaHoBUTh mnpubauzHo 30 %. Husbky cHCTEeMHY MJOCTYNHICTH JIIKAPCHKOTO 3aco0y TMOB’SI3YyIOTh 3
NEPEACUCTEMHUM KIIIPEHCOM Y CIIM30Bi OOOJIOHIII IUTYHKOBO-KHIIKOBOTO TPAKTy Ta/ab0 mepeacucTeMHOIO
Oiotpancdopmartiiero y mediHii. Xo4a >ka 3MEHIIye IIBHAKICTh Ta CTYIIHb a0copOIii Jikapchkoro 3acoly
npubau3Ho Ha 25 % Tta 9 % BignoBimHO, BUXOASYM 3 MOKa3HUKIB Cp,x Ta AUC (mmoma mija KpUBOIO

«KOHIIEHTpaLig-4acy ), 3HMKeHHs piBHA xoaectepuny JIITHIL € moaioHuM He3anexHO Bif] TOT0, 3aCTOCOBY€ThCS
JiKapchKui 3aci0 3 Hkero abo okpemo. [Ipu 3acTocyBaHH1 aTOpBACTaTUHY BBEUYEP] HOTO KOHIIEHTpAITIs Yy TU1a3Mi
KpoBi Oyna Hrx4oro (mpudauzno Ha 30 % ams Cppax Ta AUC), HXK npu paHKoBOMY npuiiomi. OHaK 3HUKEHHS

piBHs xonecrepuny JIITHII] € oqHakoBUM He3aseKHO Bij 4acy 3aCTOCYBAaHHS JIIKAPCHKOTO 3aC00y (IUB. pO3ALT
«Crocib 3acToCyBaHHS Ta J03W»).

Po3noi.

Cepenniii 06’eM po3moALTy aTOpBacTaTUHY CTaHOBUTH puban3Ho 381 mitp. [Tonax 98 % mikapcekoro 3acoly
3B’s3y€Thcs 3 OlTkamMu MiiasMu KpoBi. KoHIeHTpauiliHe CITiBBITHOLIEHHS KpOB/IIa3Ma, IO CTAHOBUTh
npubnau3zHo 0,25, Bka3zye Ha IOraHe NPOHUKHEHHS JIKapchKoro 3acoOy B epurpouutd. Ha mincrasi
CIIOCTEPEXKEHDb Yy TBAPHH BBAXKAETHCS, 1110 aTOPBACTATHH 3IaTHUN MIPOHUKATH Yy TPYIHE MOJIOKO (IUB. PO3JILIH
«IIporumnokazanus» Ta «OcoOIMBOCTI 3aCTOCYBAHHS).

Metaboi3M.




ATOpPBACTATHH IHTCHCHBHO META0OII3Y€THCS 10 OPTO- Ta [TAPAriAPOKCHILOBAHHX MOXIIHAX i PI3HUX IPOTYKTIB
B-okucuenns. Ilpm  nmocmimkeHHsx in  vitro  inridyBanHs ['MI-KoA-pemykrasu  opro- Ta
napariJpoKCUIbOBAaHUMHU MeTa0oJliTaMU €KBiBaJeHTHE 1HTiOyBaHHIO aTopBacTaTUHOM. [Ipubnuzno 70 %
LMPKYTIOBATLHOI iHribiTopHoi akTuBHOCTI 1010 'MI'-KoA-penykrasu nos’si3aHe 3 akTHBHUMH METa0OIITaMH.
JlociikeH st in vifro CBIIYaTh PO BaXIHMBICTH METabOII3My aTOpBAacTaTHHY LUTOXpoMOM P450 3A4, wio
Y3TOJLKY€ETBCS 3 HIABUILECHOK KOHLCHTPALIEIO JIKapChKOro 3aCo0y B IJ1a3Mi KPOBI JIFOAMHH ITICIIS OAHOYACHOTO
3aCTOCYBaHHsI 3 PUTPOMILIMHOM, BITOMUM iHIIOITOPOM LHOTO 130(epMeHTy (A1B. po3ain «B3aemozis 3 IHIIMMH
JKapChbKUMU 3aC00aMHM Ta 1HII BUIU B3AEMOJIIN»).

Exckpertis.

ATtopBactaTiH Ta Horo merabonitu BUBOJSITECSA TOJNIOBHUM HHHOM 3 JKOBHIO miclisl TEYiHKOBOTO Ta/abo
I103aIIeYIHKOBOr0 MeTaboIi3My, OJHAK LeH JIKapChbKUA 3acCi0, OYEBHIHO, HE 3a3HAE KMILIKOBO-IIEYiHKOBOI
peunpkyJiii. CepesiHii 1epio| HaiBBUBEACHHS JIKAPCHKOTO 3aco0y 3 IUIa3MHM KPOBI JIFOAMHA CTaHOBHTH
npuOsm3HO 14 TonMH, aje mepioa HamiB3MEHIIeHHS 1HTI0iTOpHOI akTUBHOCTI mono I'MI-KoA-penykrasu
cranoBuTh BiJ 20 1o 30 roguH yepe3 BHECOK aKTHBHUX MeTaOomiTiB. Ilicist mepopaibHOTO 3aCTOCYBAaHHS
JIKapCHhKOTO 3ac00y 3 CeUero BUALTIETHCS MeHIIE HIXK 2 % 1031.

Honynayii xeopux

[NanienTu aiTHLOTrO Biky. KOoHIIEHTpallil aTopBacTaTuHy B Iu1a3Mi KpoBi € BUluMu (puban3no 40 % ams Cpyax
1a 30 % st AUC) y 310poBHX 1I00pPOBOJIBLIB JIITHHOTO BiKy (BIKOM BiJ 65 pOKIB) HDK Y MOJIO/IMX ITALlI€HTIB.
€ nani npo Gubumid crynidb 3HwkenHs JITHIL npu 3acrocysanHi Oyab-sKoi 103 JIKapChKOro 3acoly y
MAIIEHTIB JIITHHOTO BIKY MOPIBHSHO 3 MOJIOJUMHU MallieHTaMu (IUB. po3/iii «OcoOIMBOCTI 3aCTOCYBAHHSD).
JliTn. YABHMI KIIIPEHC MpU NEpOpaibHOMY 3aCTOCYBAHHI aTOPBACTATUHY y AITEH BHSIBUBCS MOJIOHUM 110
KIIIPEHCY y JOpOCIUX JIIoJel Mpu MacmTaOyBaHHI aJlOMETPUYHO 3a MACOIO TiJIa, OCKUIbKM Maca Tija Oyia
€IMHOI0 3HAYHOK KOBapiaTOIO B MOMNYJSALIHHIA (papMakOKIHETHYHINH MoOjenl aTopBacTaTUHY 3a JaHUMHU
BIJIKpUTOTO §-THXKHEBOTO JIOCIHIJKEHHSI, SIKE BKJIIOYAJIO PE3yJbTaTH JITE€H 13 I'€TePO3UTOTHOI CIMEHHOIO
rinepxosuectepuHemieto (Bikom Big 10 go 17 pokis, n=29).

Cratp. KoHnenTpaiii aTopBacTaTHHY B TUIa3Mi KPOBIi JKIHOK BiAPI3HAIOTHCS BiJl KOHLIEHTpPAIIH y T1a3Mi KPOBi
40J10BiKiB (1puoau3Ho Ha 20 % Bute 1151 Cppax Ta Ha 10 % Huxde st AUC). OgHak HeMae KITiHIYHO 3HaY Y101

BIZIMIHHOCTI y 3HIKEHHI piBHs xonectepuny JITTHI] mpu 3acTocyBaHH1 JIKApChKOTO 3acO00y Y YOJIOBIKIB Ta
KIHOK.

[lopymieHHs QyHKIIT HUPOK. 3aXBOPIOBAHHA HUPOK HE MAarOTh BIUIMBY Ha KOHIEHTPALII0 aTOPBACTATUHY Yy
wia3Mi KpoBi a00 Ha 3HW)KEHHS XOJIECTEPUHY JINMOMpOTEiHiB HU3bKO1 mutbHOCTI (XC-JIITHIL), Tomy
KOPUTYBaHHS JI03W JIIKAPCHKOTO 3aco0y JUIsl MAIIEHTIB 13 MOPYIICHHSIMHU (DYHKIIIT HUPOK HE MOTpiOHE (IUB.
po3nim «OcobauBocTi 3acTocyBaHHI» Ta «Croci0 3aCTOCYBaHHS Ta 1031»).

I'emomianiz. He3pakarouu Ha Te, 10 y MAIIEHTIB 13 TEPMIHAIBLHOIO CTATI€10 3aXBOPIOBAHHS HUPOK JOCIIIKEHHS
HE TMPOBOAMIIMCH, BBAXKAETHCS, IIO T€MOJiaNi3 HE MIJBUIIYE 3HAUYIIUM YUHOM KIIPEHC aTOpPBacTAaTHHY,
OCKIJIBKH JIIKAPChKUM 3aCi0 IHTEHCUBHO 3B’ A3Y€THCS 3 OLIKaMU TJIa3MH KPOBI.

ITeuinkoBa HeocTaTHICTh. KOHIIEHTpallis aTOpBACTaTUHY Y IUIa3Mi KPOBI OMITHO MMiJBUILEHA Yy MAIIEHTIB 13
XPOHIYHOIO aJIKOTOJILHOIO XBOPOOOIO MeuiHKH. 3HaueHHs MOoKa3HUKIB Cp,x Ta AUC y 4 pa3u Bullll y NAIiE€HTIB
13 3aXBOPIOBAHHIMU TEUIHKH Kiacy A 3a mkanoro Yainga-I1°10. Y mamieHTiB 13 3aXBOPIOBAaHHSIMU TEUIHKU
kiacy B 3a mxkanoro Yaitnaa-IT’1o 3nauenHs nokasHukiB Cp,x Ta AUC minBuiyoTscs npubausHo y 16 ta 11

pasiB BIAMOBIAHO (IUB. po3aia «IIpoTunokasaHHs»).

JlocmiKeHHsT B3a€MOJIIT JIIKAPCBKUX 3ac00iB. ATOpPBACTaTHH € CyOCTpaTOM IEUIHKOBUX TPaHCIOPTEPIB,
OATP1IB1 Tta OATPIB3 TpancnoprepiB. Merabomitu atopBactatuHy € cyoctparamu OATPI1BI.
ATOpBacCTaTUH TAKOX 1MEHTU(DIKYETHCS K CyOcTpaT e(IIOKCHOTO TpaHCIopTepa OiIKa pe3UCTEHTHOCTI paKy
Mos1ouHoi 3a103u (BCRP), sikuit Moke 00MeXyBaTH KUIITIKOBY aOCOPOIIitO 1 dKOBYHHI KIIPEHC aTOPBACTATHHY.

Tabmms 1
BruiiB 01HOYaCHO 3aCTOCOBYBAHUX JIIKAPCHKUX 3aC001B Ha (DapMaKOKIHETHKY aTOpPBAaCTaTHHY
o ] ATopBacTaTUH
JTHOYAaCHO 3aCTOCOBYBaHI o (v Crissinnomenns | CHiBBiHOIIEHHS
npenapaT Ta PeXXUM J03yBaHHS o3a (Mr
AUC¥ Cmax&
#uknocopus 5,2 Mr/kr/no6y, 10 mr 1 pa3 na 106y 8.69 10.66
crabibHA 1032 BIIPOJIOBX 28 THIB ’ ’




#Tunpauasip 500 Mr 2 pasu Ha

100y/ puronasip 200 mr 2 pa3u Ha 10 mr, pa3oBa no3a 9,36 8,58
o0y, 7 nHIB
#Tnexanpesip 400 mr 1 pas na 106y/
10 mr 1 0
miGperTaceip 120 mr 1 pa3 a 106y, Bfronf]:‘; I;aﬂfl(i’By 8,28 22,00
7 nuiB P
#Tenanpesip 750 Mr koxHi 8 rouH, 20 wr, pasosa 103a 788 10.60
10 nHiB ’ ’ ’
#, I . .
CaKBlHaBlP 400 mr 2 pa3u Ha 40 mr 1 pa3 ua 106y
no0y/puronasip 400 mr 2 pa3u Ha BIPOZIOBK 4 JIHiB 3,93 4,31
no0y, 15 nuiB
#EnGacsip 50 mr 1 pa3 Ha 106y/
rpasomnpesip 200 mr 1 pa3 Ha 100y, 10 mr, pasosa j03a 1,94 4,34
13 nHiB
#Cumenpesip 150 mr 1 pa3 Ha 106y, 40 mr, pasoa 11032 212 1.70
10 nHiB ’ ’ ’
#Knapurpomimma 500 mr 2 pasu Ha 80 mr 1 pa3 Ha 100y 454 513
o0y, 9 nHiB BIIPOJIOBX § JIHIB ’ ’
# lapynasip 300 mr 2 pasu Ha 100Y/ 10 mr 1 pas Ha 106y
putonagip 100 mr 2 pa3u Ha 100y, BIPOIOBK 4 [HiB 3,45 2,25
9 nHIB
#1rpaxonazon 200 Mr 1 pa3 Ha 100y, 40 mr, pasoa 1032 3.32 1.20
4 nui ’ ’ ’
Jlerepmogip 480 mr 1 pa3 Ha 100y, 20 mr, pasosa z103a 399 517
10 nuiBs ’ ’ ’
#®ocammpenasip 700 mr 2 pasu Ha
10 mr 1 0
no0y/putonasip 100 mr 2 pa3u Ha BI'IIVIFO,I[(I):)]:I;I;( Ijtaz[II[{(i)By 2,53 2,84
o0y, 14 nHiB p
#®ocammpenasip 1400 Mr 2 pasu Ha 10 mr 1 pa3 na 100y 530 4.04
no0y, 14 nuiB BIIPOZIOBX 4 JIHIB ’ ’
#Heninasip 1250 mr 2 pasu Ha 10 mr 1 pa3 na 100y 174 292
no0y, 14 nuiB BIIPOJIOBX 28 THIB ’ ’
#Tpeitndpyrouii cik, 240 M 1 pa3 40 mr 1 pa3 Ha 106y 137 116
Ha 100y* ’ ’
Hunriazem 240 mr .1 pa3 Ha 100y, 40 wr 1 pas a 706y 1,51 1,00
28 nHIB
Eputpominun 500 Mr 4 pa3u Ha
106y, 7 amis 10 mr 1 pa3 Ha 100y 1,33 1,38
Awmnonunin 10 mr, pa3oa 103a 80 mr 1 pa3 Ha 100y 1,18 0,91
[umetuaun 300 mr 4 pa3u Ha 100y, 10 mr 1 pa3 Ha 700y
1,00 0,89
2 THKHI BITPOJIOBXK 2 THXKHIB ’ ’
Konectumon 10 r 2 pa3u Ha 100y, 40 mr 1 pa3 Ha 100y HE 0.74%%

24 TrxHI

BITPOJIOBXK 8 THIKHIB

3aCTOCOBYETBCS




Maasoke TC® 30 mi 4 pasu Ha 10 mr 1 pa3 Ha 100y 0.66 0.67
no0y, 17 nuiB BIIPOJIOBX 15 MHIB ’ ’
Edasipen3 600 mr 1 pa3 Ha 100y, 10 Mr BpoioBxk 0.59 101
14 nuiB 3 nHiB ) ,
#Pudammin 600 mr 1 pa3s Ha 106y,
7 nHiB (IIpU OJTHOYACHOMY 40 mr 1 pa3 Ha 100y 1,12 2,90
sactocyBaHHi) |
# .
an)alemm 600 mr 1 pa3 Ha 100y, 40 mr 1 pas Ha 106y 0.20 0.60
5 nHIB (OKpEMUMH JI03aMH ) l
# .
I'em¢idpo3zun 600 mr 2 pa3u Ha 40 mr 1 pa3 Ha 106y 1.35 1,00
100y, 7 mHIB
# .
®enopdidpar 160 Mr 1 pa3 Ha 100y, 40 mr 1 pa3 Ha 106y 1,03 1,02
7 nH1B
# .
bouenpesip 8070 Mr 3 pa3u Ha 1100y, 40 Mr 1 pa3 Ha 1106y 2.32 2.66
JTHIB

CriBBiTHOIIICHHS 32 METOAAMH JIIKyBaHHS (OTHOYACHE 3aCTOCYBAHHS JIKapCHKOTO 3ac00y 3 aTOpPBACTATHHOM TMOPIBHSIHO i3
3aCTOCYBaHHSIM aTOPBAaCTATHHY OKPEMO).

Juist otpumanHs iH(opMaIii mpo KITiHIYHY 3HAUYIIICTh AWB. PO3aimn «B3aemMozis 3 iHIMMMH JTiKapChKUMH 3acO0aMHM Ta iHIII
BHIH B3aeMOIii» Ta «OcOOIMBOCTI 3aCTOCYBaHHSY.
Iosinommsnocs npo 6inbmi nigsumenHs AUC (cnisBinHomenHs AUC o 2,5) ta/abo Cphay (cniBBigHOMmEHHS Chyax 10 1,71)

NIPY HaJMIPHOMY CIIOKMBaHHI rpeiindpyroBoro coky (750 mu — 1,2 mitpa Ha 100y abo Oinblie).
CriBBiIHOLICHHS, 1110 IPYHTYETHCS HA OIMHUYHIN BUOIPII, B3ATIH yepe3 8—16 roauH micis 3aCTOCYBaHHS IO3H.

Yepes MexaHi3M HOABIHHOT B3aeMoii prudaMIIiHy peKOMEHIyeThCsl OTHOYACHE 3aCTOCYBaHHS aTOPBACTATUHY 3 pUPAMITIHOM,
OCKLJIbKH OYJI0 TI0Ka3aHo, L0 BiJCTPOYCHUIT IPUHOM aTOPBACTATHHY ITiCIIsl 3aCTOCYBaHHs pU(QAMIIIHY ITOB’I3aHHI 31 3HAYHUM
3HIDKCHHSM KOHIICHTPAIIT aTOPBACTATHHY Y TUTa3Mi KPOBI.

Jlo3a koMOiHaIIii penapaTiB CaKBiHABIP + PUTOHABIP Y IbOMY JOCIIPKECHHI HE € KITIHIYHO 3aCTOCOBYBAHOO /103010. [TiABUIIICHHS
€KCIIO3UIIii aTOPBACTATHHY IIPH 3aCTOCYBaHHI Yy KIIIHIYHUX YMOBAaX, IMOBIpHO, OY/i€ BUIINM, HIX Te€, 1110 CIIOCTEPIranocs y LbOMY
nmociimkenni. ToMy 3aCTOCOBYBaTH IpenapaT CiIij 3 00epeKHICTIO Ta y HAHIKYIH HEOOXIaHIN 1031.

Tabmums 2
BB atopBacTatuHy Ha (papMaKOKiHETHKY OJJHOYACHO 3aCTOCOBYBAHMX JIIKAPCHKUX 3aCO0IB
OnHOYacHO 3aCTOCOBYBAHUM JIIKapChKHIA 3aci0 Ta pexkUM 103yBaHHS
ATopBacTaTHH ‘ L Crnieigaonrenns | CHiBBiHOIIEHHS
Jlikapcbkuit 3aci6/mo3a (mr) AUC Conax
80 mr 1 pa3 Ha 100y :
. Antumnipun 600 Mr 0THOPa30BO 1,03 0,89
BIPOAOBXK 15 nHIB
80 mr 1 pa3 Ha 100y | #luroxcun 0,25 mr 1 pa3 Ha 100y,
BIIpoAoBxk 10 1HIB 20 aHiB L15 1,20
[TepopanbHi KOHTpanenTuBu 1 pas
40 mr 1 pa3 Ha 100y | Ha 100y, 2 MicsIIi:
BIPOJOBXK 22 JTHIB — HOPETUCTEPOH 1 Mr 1,28 1,23
— eTHHLUIECTpaion 35 MKr 1,19 1,30
Tunpanasip 500 mMr 2 pa3u Ha
10 mr 1 pa3 Ha 7100y | noOy/puronasip 200 mr 2 pa3u Ha 1,08 0,96
100y, 7 mHIB




10wr 1 pas na nody ®ocamnpenasip 1400 mr 2 pa3u Ha

BIIPOJOBXK . 0,73 0,82
. o0y, 14 nuiB

4 nuiB

10 mr 1 pa3 Ha 100y | ®ocammpenasip 700 mr 2 pa3u Ha

BIIPOJIOBXK no0y/puronasip 100 mr 2 pasu Ha 0,99 0,94

4 nHiB no0y, 14 naiB

# Junst orpumanHs iHGopMarii Mpo KIiHIYHY 3HAYYIIICTh TUB. pO3/in «B3aemMoist 3 iHIIMMY JTIKapCHKUMH 3aco0amMHu Ta iHIII
BUIY B3a€MOIIi».

Kuiniuni xapakrepucTuku.

Ilokaszanns.

3anobicanus cepyego-cyOUHHUM 3aX80PIOBAHHAM ) OOPOCIUX.

Jlist TOpOoCHX MaIieHTiB 6€3 KIHIYHO BUPAXKEHOI 1eMiuHOi XBOpoOH cepils, aie 3 JeKiTbkoMa (pakTopaMu
PHU3UKY PO3BUTKY IMIEMIYHOI XBOpOOW cepls, TAKUMH SIK BiK, TIOTIOHOMAJIHHS, apTepiajibHa TilepTeH3id,
HU3BKUHN PIBEHB JIMONPOTEiHIB BUCOKOI minbHOCTI (JITIBIL]) a00 HasiBHICTH paHHBOT 1IIIEMIYHOT XBOPOOH CepIis
y ciMeifHOMY aHaMHe31, aTOpBAaCTaTUH NOKA3aHUN JIJIS:

— 3MCHIICHHS PU3UKY BUHUKHEHHS 1H(PapKTy MioKap/a;

— 3MCHIICHHS PU3UKY BUHUKHEHHS 1HCYJIBTY;

— 3MEHIICHHS PU3UKY POBEICHHS MPOLEAYP PEBACKYISIPU3AIil Ta CTCHOKap/Iii.

Jliis mamieHTiB i3 mykpoBuM giaderom II tumy ta 6€3 KIHIYHO BHPaXEHOI IIIEMIYHOT XBOPOOH cepIls, aje 3
KUTbKOMa (hakToOpaMH PU3UKY PO3BHUTKY IIMIEMIYHOI XBOpOOU Ceplls, TAKUMH SIK PETUHOMATISI, anbOyMiHypis,
TIOTIOHOTIATIHHA 200 apTepiaiibHa TinepTeHs3is, JTiKapChKHid 3aci0 MOKa3aHUH s

— 3MCHIICHHS PU3UKY BUHUKHEHHS 1H(PapKTy MiOKap/a;

— 3MCHIICHHS PU3UKY BUHUKHEHHS 1HCYJIBTY.

J1J1s maIieHTiB 13 KIHIYHO BUPAKEHOIO 1IIIEMIYHOI0 XBOPOOOIO cepIls JIIKapChKHiA 3aci0 TOKa3aHUH JIIs:

— 3MEHIIICHHS PU3UKY BUHUKHEHHS HEJICTATBHOTO 1H(apKTy MiOKapaa;

— 3MEHIICHHS PU3UKY BUHUKHEHHS JICTATBHOTO Ta HEJIETAJIHHOTO 1HCYIIBTY;

— 3MEHIICHHS PU3UKY POBEICHHS MPOLEAYDP PEBACKYIISIPU3ALLil;

— 3MEHIICHHS PU3HUKY TOCTITai3alli] y 3B’ 53Ky 13 3aCTIHOIO CEPIIEBOI0 HEIOCTATHICTIO;

— 3MEHIICHHS PU3UKY BUHUKHEHHS CTCHOKApPIii.

Tinepninioemis.

Y oopocaux nayicnmis.

— SIKk MOTMOBHEHHS 10 Ai€TH, MO0 3MEHIIMTH IiJIBUIICHUH PiBEHb 3araJbHOTO XOJECTEPUHY, XOJIECTCPUHY
JIITHIL, anoninonpoteiny B Ta TpurminepuaiB, a TakoX Ui MiABUILEHHS piBHSA Xonectepuny JIIIBIL y
MAIE€HTIB 13 TEPBUHHOIO TIiMEPXOJIECTEPUHEMIEIO (TETEPO3UTOTHOIO CIMEITHOIO Ta HECIMEHHOI0) Ta 3MIITIAHOIO
muciinigemiero (turu I1a ta I1b 3a kmacudikamiero @peapikcona).

— SIK TOTIOBHEHHSI JI0 IE€TH JIJIS JIIKYBaHHS TAIIEHTIB 13 TiABUIIICHUM PiBHEM TPHUTITIIICPUIIB Y CHPOBATII KPOBI
(tum IV 3a xnacudikariero @peapikcona).

— Jns JiKyBaHHSA TALEHTIB 13 TepBUHHOIO ucOeraninonporeinemiero (tun Il 3a xmacudikarmiero
@penpikcona), y BUNaaKax, KOJIU JOTPHUMAHHS JTI€TH € HEJOCTATHBO €(PEKTUBHUM.

— [ 3MEeHIIEHHS 3arajibHOTO XoJiecTepruHy Ta xojectepuny JITTHIL] y mamieHTiB i3 TOMO3HTOTHOO CIMEHHOIO
TiNepX0oJeCTePUHEMIEIO JOMOBHEHHSI IO IHIMUX TIMOJIMIAEMIYHAX METOJIB JIIKyBaHHS (Hampukiaa, adepes
JIITHILI), abo sAKII0 Taki METOIH JIIKyBaHHS HEAOCTYITHI.

YV oimeu.

— Sk NMOTMOBHEHHS 1O II€TH JJs 3MCHIICHHS PIBHS 3arajbHOro xoJjiectepuny, xonectepuny JIITHII[ ta
arnomnonporeiny B y XyomuukiB Ta AiBYAT micas MmodaTKy MeHcTpyaunid BikoMm Big 10 mo 17 pokiB i3
TeTePO3UTOTHOI  CIMCHHOIO  TINEPXOJISCTEPUHEMIEI0,  SKIIO  TICJHS  BIAMOBITHOI  JieToreparil
pe3yJbTaTh aHaJi3iB TaKi:



a) xonectrepuH JITTHIL 3anumaerses > 190 mr/mn (4,91 mmounb/in) abo;

0) xonecrepun JITTHI > 160 mr/ai (4,14 mmons/n) Ta:

e y ciMeifHOMY aHaMHE31 HasBHI paHHI CepPIEBO-CYAMHHI 3aXBOPIOBAHS;

e 7Ba abo Ounplie IHIMX (PAKTOPIB PU3HKY PO3BUTKY CEPLEBO-CYJIMHHHMX 3aXBOPIOBaHb HAsBHI y Malli€eHTa
JUTSIYOTO BIKY.

IIpomunokaszanna.

— AKTHBHE 3aXBOPIOBAHHS MIEYiHKH, IKE MOKE BKJIIOYATH CTIMKeE MiJBUILEHHS PIBHIB MEYIHKOBUX TpaHCaMiHAa3

HEB1ZOMO{ eTi0JI0T1i.

— I'inepuyTnuBicTh 10 OYIb-IKOTO 3 KOMIIOHEHTIB I[bOT'0 JIIKAPCHKOTO 3aC00y.

— BariTHicTs.

— Ilepiox roxyBaHHS TPYIIIO.

B3aemooia 3 inwumu nikapcokumu 3acodamu ma inuii 6UOU 63aEMOOiil.

Pusuk po3BUTKY Mionarii miJ yac JIIKyBaHHsS CTaTHUHAMHU IiJBHUILYETHCS y pasl OJHOYACHOTO 3aCTOCYBAaHHS
NoXiAHUX GiOPO€EBOT KUCIOTH, iMiAOMOANDIKALIHHUX 103 HIALMHY, HUKIOCIOPHHY 200 MOTYKHHX 1HT10i1TOpiB
CYP 3A4 (nanpukian, KJIapuTpoMiluHy, 1HTi0iTOpiB nporeasu BIJI i Bipycy rematuty C Ta iTpakoHa3ouy)
(muB. po3ninn «PapMakoIOTiYHI BIACTUBOCT» Ta «OCOOIMBOCTI 3aCTOCYBAHHS ).

Homyocni ineioimopu CYP 3A4. ArtopBactatuH MetabounizyeThcsi muroxpomom P450 3A4. OpnouacHe
3aCTOCYBaHHA JIKapChKOTo 3aco0y 3 nmotykHumH iHriditopamu CYP 3A4 Moxe mpu3BECTH 10 MiABUILEHHS
KOHIICHTpALlli aTopBacTaTUHY y Mia3Mi Kposi (quB. Tabmnuito 3 Ta AeranbHy iHGOpPMaIlilo, HAaBEACHY HIXKYE).
Cryninp B3aemMoii Ta mijcuiaeHHs nii 3anexarh Bia MiniauBocTi BImuBy Ha CYP 3A4. Crnin 3a MOKIHBOCTI
YHHUKATH OJTHOYACHOTO 3aCTOCYBaHHS 3 MOTyKHUMH iHTri06iTopamu CYP 3A4 (Hanpukiaz, i3 HIUKIOCHOPHHOM,
TEJIITPOMILIMHOM, KJIAPUTPOMILIMHOM, [NEJIaBIPAWHOM, CTHPHUIIEHTOJIOM, KETOKOHA30JI0M, BOPHUKOHA30JIOM,
ITpaKOHa30J10M, IOCAKOHA30JI0M, JIEIKUMHU MPOTUBIPYCHUMH npenapatamu ajst jgikyBanHs HCV (manpuxnan,
enbacBipy/rpasonpeBipy) Ta inridiropamu npoteas BIJI, 30kpema puToHaBipoM, JIOMIHABIPOM, aTa3aHaBipoOM,
1HAMHABIPOM, JIapyHaBipoMm). SIKIIO HEMOXJIMBO YHUKHYTH OJHOYACHOTO 3aCTOCYBaHHS IMX JIKapCHKUX
3ac00iB 3 aTOPBACTATUHOM, CJIiJ PO3IJIIHYTH MOXKIIUBICTh 3aCTOCYBAaHHS MEHIIIOT TOYATKOBOI Ta MAKCUMAJIbHOT
7103 aTopBacTaTuHy. TakoX PEeKOMEHAYETbCS MPOBOIUTH HAICKHHUNA KIIHIYHUN MOHITOPHUHI CTaHy Halli€eHTa
(muB. Tabmuirro 3).

IomipHi iuri6itopu CYP 3A4 (nanpukian, epuTpoOMIlMH, AUITIa3eM, BepamnaMia Ta (GIOKOHA307) MOXYTh
MiABHUIYBATH KOHIIEHTPALI0 aTOPBACTaTUHY Y IuIa3Mi KpoBi (auB. Tabnumio 1). OnHouyacHe 3acTOCYBaHHS
EpUTPOMILIMHY Ta CTaTHHIB CYNPOBOUKYETbCS MiJBUIICHHSAM PH3UKY PO3BUTKY Miomartii. JlociimxeHHs
B3a€MOJIIi JIIKAPCHKUX 3acO0iB JUIs OLIHKM BIUIMBY aMioZapoHy a0o BepamaMidly Ha aTOpBAacTaTHH He
NpOBOIMIIKCE. Bigomo, 10 amiogapoH Ta Bepamnamin npurHiuyioTh aktuBHicTe CYP 3A4, Tomy omHOouacHe
3aCTOCYBaHHSA IUX JIKapChKUX 3ac00iB 3 aTOPBACTATUHOM MOKE NPHU3BECTH O 30UIBIICHHA EKCIO3MIIl
aTopBacTaTHHY. TaKuM YUHOM, NIPH OJHOYACHOMY 3aCTOCYBaHHI aTOPBACTATHHY Ta IIUX MOMIPHUX 1HTI0ITOPIB
CYP 3A4 crnin po3risiHyTH MOXIIMBICTH HPU3HAYEHHS MEHIIMX MaKCHUMAaJbHHMX 703 aTOpBAaCTaTUHY Ta
MPOBEACHHS KIIIHIYHOIO MOHITOPUHIY CTaHy mauieHTa. TakoX KIIHIYHUM MOHITOPMHI CTaHy Halli€eHTa
PEKOMEH0BAHO MPOBOIUTH IICIIS MOYATKY JIIKYBaHHS 1HT10iTOpOM ab0 micist KOPeKIii Horo 103H.
I'peiingppymosuii cixk. Mictuth oauH abo Oinblne KoMrmoHeHTiB, mo iHrioyoote CYP 3A4 Ta MOXyTh
MiJBHUIYBATH KOHIEHTPAII0 aTOPBACTATHHY Yy IUIa3Mi KPOBi, OCOOJIMBO MpPHU HAAMIPHOMY CIIOKMBAHHI
rpeiingpyroBoro coky (Oubiie 1,2 nitpa Ha 100Y).

Knapumpomiyun. 3nauennss AUC aropBacTaTMHY 3HAQYHO HiJBHMIIYBAJOCh MPHU OJHOYACHOMY 3aCTOCYBaHHI
Jikapebkoro 3aco0y y 1031 80 mr ta knaputpominuny (500 mr 2 pasu Ha 100y) MOPIBHSAHO 13 3aCTOCYBAHHAM
TIIBKM aToOpBacTaTUHY (IUB. po3all «PapMakosoriyHi BIacTHBOCTI»). OTxe, mamieHTaM, SKi MPUHMAIOTh
KJIApUTPOMILIMH, CIiZi 3 OOEpEekXHICTIO 3aCTOCOBYBAaTH aToOpBacTaTWH y 1031 Bume 20 mr (IuB. po3aiiu
«Oco0mmBOCTI 3acTocyBaHHs» Ta «CrociO 3aCTOCYBaHHS Ta TO3M»).



Komb6inayia ineioimopis npomea3. 3nauennss AUC atopBacTaTHHY 3HAYHO IT1JIBUILYBAJIOCH IIPH OJTHOYACHOMY
3aCTOCYBaHHI JIIKAPCHKOTo 3aco0y 3 JeKUIbKOMa KOMOIHAIsIMM 1HTIOITOpIB MpoTeasd (AMB. PO3ALT
«®PapMakoIioriyi BIacTUBOCTI»). [lamieHTaMm, sSKi MpUMalOTh THIIPaHaBip + pUTOHABip abo riexamnpesip +
niOpeHTacBip, Cil YHUKATH OJHOYACHOTO 3aCTOCYBaHHs 13 aropBacTaThHOM. llamieHTam, siki MpUMaiOTh
JIOTiHABIp + pUTOHABIP a00 CUMETIPEBIp, JIKapChKHii 3aci0 MOTPIOHO 3aCTOCOBYBATH Y HAMHMKU1N HEOOX1AHIN
no3i. Jlyis marieHTiB, sKi MpUAMAarOTh CaKBiHABIp + pUTOHABIp, JapyHaBip + pUTOHaBIp, (ocammpeHasip,
¢docamnpeHnasip + puToHaBip abo endacBip + rpa3onpesip, 103a JIKapCbKOIro 3ac00y HEe TOBUHHA [IEPEBUIIYBATH
20 wmr. Ilpu 3acrocyBaHHI Mali€eHTaMm, sKi NpUiMaioTh Hen(iHaBip, J03a aTOpPBACTATMHY HE IOBHHHA
nepeBuiryBaTi 40 Mr, TakoXX PEeKOMEHAYETbCS MPOBEIEHHS PETEIbHOI0 KIIHIYHOIO MOHITOPHHIY HAalli€HTIiB
(muB. po3ninn «OcobauBocTi 3acTOCyBaHHM» Ta «CIiocid 3aCTOCYBaHHS Ta J031»).

Impakonazon. 3nauenHs AUC artopBacTaTUHY 3HAYHO IMiJBHUILYBAJOCh MPH OJHOYACHOMY 3aCTOCYBaHHI
aTopBacTaTHHy y 11031 40 Mr Ta iTpakoHa3ony y 7031 200 mr (auB. po3ain «DapMaKkoIOriuHi BIACTHBOCTI).
OTxe, mamieHTaM, $Ki MPUEMAIOTh ITPAKOHA30Jd, CHil OyTH OOEpeXHHMH, SKIIO /1032 aTOPBACTATHHY
nepesuinye 20 Mr (quB. po3ainu «OcoO0mMBOCTI 3acTocyBaHHD» Ta «Crocid 3aCTOCYBaHHS Ta JI03W»).
Luknocnopun. AtopBacTaTuH € cyOCTpaTaMM NEYiHKOBUX TpaHCHoOpTepiB. MeTabomiTH aTOpBacTaTHHY €
cyocrparamu Tpancnoprepa OATPIB1. Iuribitopu OATP1B1 (Hanmpukiaj, LIHMKIOCIIOPUH) MOXYTh
HiABMIYBAaTH 061040CTYNHICTh aTopBacTaTuHy. 3HaueHHss AUC aTopBacTaTHHY 3HAYHO ITiJIBUIILYBAJIOCH NPH
OJTHOYACHOMY 3aCTOCYBaHHI aTOpPBACTaTHHY y 1031 10 MT Ta HUKIOCTIOPUHY Y 1031 5,2 MI/KI/100Y MOPiBHAHO
13 3acTOCYBaHHAM TIIbKH aTopBacTaTUHy (IUB. po3ainl «PapMakosoriyHi BIACTUBOCTI»). CIifi YHUKATH
OJTHOYACHOT'O 3aCTOCYBaHHs aTOPBACTATUHY Ta MUKJIOCHOPHUHY (AMB. po3il «OcoOIMBOCTI 3aCTOCYBAHHSD»).

Jlemepmogip. OHOUACHE 3aCTOCYBAaHHS aTOpBacTaTHHY y 1031 20 Mr Ta netepMoBipy y 1031 480 Mr Ha 100y
MPU3BOAMIIO IO TIABWILIEHHS DPIiBHS BIUIMBY aropBactatuHy (cmiBBimHomenHs AUC: 3,29) (muB. po3ain
«DapMaKOKIHETHKAY ).

JlerennmoBip sBIsiETHCS 1HTI0ITOpOM edmokcHux TpancnoptepiB P-gp, BCRP, MRP2, OAT2 Ta ne4iHkoBOro
tpancnoprepa OATP1B1/1B3, TakuMm 4YMHOM BiH MiJBHUINYy€E piBE€Hb BIUIMBY aTopBacTaTtuHy. Jlo3a
aTopBacTaTHHY HE MOBHHHA nepeBuiyBaty 20 Mr Ha 100y (auB. po3ain «Crnocid 3acTocyBaHHS Ta J103H).

Cryninp onocepenkoBaHux Jiikapcbkux B3aemogiii CYP3A ta OATP1B1/1B3 na cymyTHi JikapchKi 3aco0u
MOKe OYyTH pI3HOIO TpU OJHOYACHOMY 3aCTOCYBaHHI JIETEPMOBIPY 3 IHUKJIOCIIOPUHOM. 3aCTOCYBaHHS
aTOpBACTaTHHY HE PEKOMEH/Iy€ThCS MaLli€HTaM, sIKi IPUIMAIOTh JIETEPMOBIP OJTHOYACHO 3 [IMKJIOCTIOPUHOM.

Inexanpesip i niopenmacsip, enboaceip ma epasonpesip. CynyTHE 3aCTOCYBaHHS TJIEKaNpeBipy Ta MiOpeHTaBipy
abo enbacBipy Ta rpa3oIpeBipy MOXke MPU3BECTH A0 MiABUILECHHS KOHLIEHTPAL[il aTOPBACTATHUHY Yy I1a3Mi KPOBi
Ta MiABUILEHOTO PU3UKY MIOMATii.

[Ipu omHOUACHOMY 3aCTOCYBaHHI TJIEKanpeBipy 1 MiOpeHTaBipy 3 aTOPBACTaTHHOM IUIa3MOBA KOHIIEHTpALlis
aTopBacTaTHHY MiJABUILYETbCs A0 8,3 pas3a yactkoBo uepe3 BCRP, OATPIB1/1B3 ta CYP3A inriGyBanHs,
TOMY HE PEKOMEHIYEThCS OJHOYACHE 3aCTOCYBAaHHsS aTOPBACTATHHY Malll€HTaM, SKi CYIyTHbO MPUUMAIOTh
JKapchKi 3ac00H, 110 MICTSTh IVIEKaNpeBip Ta MiOpeHTacBip.

IIpu omHOuUacHOMY 3acTOCYBaHHI endacBipy Ta Ipa3olpeBipy 3 aTOPBACTaTHHOM IUIa3MOBA KOHIIEHTpALlis
aTopBacTaTHHY MiABUILYETbCs A0 1,9 pasa yactkoBo uepes BCRP, OATP1B1/1B3 ta CYP3A inriGyBanHs,
TOMY J103a aTOPBAaCTaTUHY HE MOBMHHA mepeBuiryBaTH 20 Mr Ha 100y NpH 3acCTOCYBaHHI MallieHTaM, sKi
CYNyTHBO TNpHUIMAaIOTh JIKAapCchki 3aco0M, IO MICTATh en0acBip Ta TIpa3onpeBip (IUB. pPO3AUIH
«PapmakokiHeTHKa», «OcoOIMBOCTI 3acTOCyBaHHM» Ta «Croci0 3aCTOCYBAaHHS Ta JO3W»).



MenuyHi peKoMeHJalli1 100 3aCTOCYBaHHS JIIKAPChKUX 3ac00iB, 1110 B3a€EMOJIIIOTH, MigcyMoBaHo y Tabuuii
3 (amuB. Takox pozaimm «®dapmakonoriyHi BiacTUBOCTI», «OcobauBocTi 3acTocyBaHHsA» Ta «Crocid
3aCTOCYBAaHHSA Ta JO3M»).
Tabnuns 3.
B3aemonii nikapcpkux 3aco0iB, OB s13aH1 3 MiJIBUIIIEHUM PU3MKOM Mionarii/paboMionizy.
MenaudHi peKOMEHAIIIT 11010
3aCTOCYBaHHS

JlixapceKki 3aco0u, 110 B3a€MOIIIOTh

[{ukmociopuH, TUNIPAHABIp + PUTOHABID,

. . . . YHUKaTH 3aCTOCYBaHH:
riIeKanpesip + mopeHTacBip, JIETEPMOBIP MPU

OJJTHOYAaCHOMY 3aCTOCYBAHHI 3 IUKJIOCTIOPHHOM ATOppACTATHIY
KnapurpominuH, iTpakoHa30J1, CakBiHaBIp +
pUTOHABIP®, HapyHaBip + PUTOHABID, He nepesuirysaru 103y 20 mr
¢docamnpeHnasip, hocaMnpeHasip + pUTOHaBIp, aTOpBacTaTHHY Ha 100y

es1bacBip + rpas3omnpeBip, JETEPMOBIp

He nepesuuryBatu 103y 40 mMr

Hendinasi
b p aTOpBacTaTHHY Ha 100y

JloniHagip + pUTOHABIp, CUMENPEBIP, MOX1IHI
(b16pUHOBOT KMCIIOTH, €PUTPOMILIH, a30JIbH1 3acTOCOBYBATH 3 O0EPEXKHICTIO Ta Y

IPOTUTPUOKOBI 3ac00H, JiNiAOMOIU(IKYyI0Ul 1031 HallMeHIIi HeoOXiqHIH 1031
HiaIUHY, KOJXIIUH

* 3acTocoByBaTH y HaltMeHIIi# HEOOXimHIH 103i.

T'emepioposun. Y 3B’S13Ky 3 MIABUIICHHM pPHU3MKOM MiomaTii/pabmomionizy MpH OJHOYACHOMY MpPHHOMI
iari6iTopis ' MI'-KoA-penykrasu 3 remdpiOpo3uiIoM CiIiJl yHUKaTH CyMICHOTO 3aCTOCYBaHHS aTOPBACTATUHY 3
rempiopo3unom (quB. po3ain «OcoOIMBOCTI 3aCTOCYBAHHS).

Inwi ghidpamu. OCKITBKY B1IOMO, 10 PU3HK PO3BUTKY MiomaTii mif yac JikyBaHHA iHrioitopamu [ MI'-KoA-
penyKTa3 MiBUIIYEThCA MPH OJHOYACHOMY MHpuioMi iHIMX (iOpaTiB, aTOPBACTATHH CIiJl 3 00EPEXKHICTIO
3aCTOCOBYBATHM TIPU CYMICHOMY TMpH3HaueHHI 3 iHmWMHU ¢idbpatamu (auB. po3ain  «OcobauBoCTi
3aCTOCYBAHHSA»).

Hiayun. Pu3uk BUHUKHEHHS MOOIYHUX SBUII 3 OOKY CKEJIETHUX M’ 5I31B MOXKe 301JIbIIyBaTHCA PH 3aCTOCYBaHHI
Jikapcbkoro 3aco0y y KoMmOiHamii 3 HIialMHOM, TOMY CIiJl PO3MJISHYTH MOXJIMBICTb 3HIDKEHHS /103U
aTopBacTaTHHY (IHB. po3ail «OcoOIMBOCTI 3aCTOCYBAHHS).

Pugpamnin abo inwi inoykmopu yumoxpomy P450 344. OnHOYacHE 3aCTOCYBAaHHSI JIIKAPCHKOTO 3acoly 3
iHaykTopamu nutoxpomy P450 3A4 (manpuknan, edasipens, pudamiiin) MOXKe NPU3BOIUTH 10 HECTIHKOTO
3MEHIIIEHHS KOHIIEHTpallii aTopBacTaTUHY Yy IU1a3Mi KpoBi. Uepe3 MexaHi3M Mo/ABIHHOT B3aeMoIii pudamiiny
PEKOMEHAYETHCS OTHOYACHE 3aCTOCYBAHHS JIIKAPCHKOT0 3ac00y 3 puaMIiHOM, OCKIIBKH OyJI0 MOKa3aHo, 10
BIJICTPOYEHE 3aCTOCYBAaHHSI JIIKAPCHKOTO 3aC00Y MicCIisl BBeICHHs pu(aMIIiHy OB’ si3aHe 31 3HAUHUM 3HIKEHHAM
KOHIIEHTpALlii aTOpBACTAaTHHY Y TJIa3Mi KPOBI.

Junmiasemy 2iopoxnopud. OpHouacHuil mnpuiiom aropBactatuHy (40 wmr) ta mguiriazemy (240 wr)
CYIIPOBOJKYETHCS MiABUIEHHSIM KOHIIEHTpALlli aTOPBACTATHHY Y IJIa3Mi KPOBI.

Lumemuoun. Y pe3ynbTaTi MPOBEASHHUX JOCIIPKEHb O3HAK B3aEMOJIl aTOpBACTaTUHY Ta IHUMETUAMHY HE
BUSIBJICHO.

Aumayuou. OnHOYaCHMN TEpOpaIbHUNA MPUHOM aTOPBACTATHHY Ta CYCIEH3li aHTAMIHOTO JIKapChKOTO
3aco0y, [0 MICTUTh MarHiii Ta aJIOMIHIIO TiAPOKCHJ, CYIPOBOJDKYETbCS 3HIDKEHHSIM KOHLIEHTpAIil
aTopBacTaTHHy y IJia3Mi KpoBi npubau3Ho Ha 35 %. IIpu npomy rimosimieMiyHa fisi aTOpBAaCTaTUHY He
3MIHIOETHCSL.



Konecmunon. KoHlieHTpalis aTopBacTaTUHY y Ijia3Mi KpoBi Oyja HHXKUYOIO (CIIBBITHOLICHHS KOHIIEHTpALii
atopsactaTuny 0,74) npu oTHOYaCHOMY IPUHOMI aTOPBACTATHHY Ta KosiecTUnoy. [Ipu nbomy rinosninigeMiuyHa
Iist KOMOiHaLli aTopBacTaTUHY Ta KOJECTUIIONY MEepeBHUIlyBasa ePeKT, SKUN Ja€ MPHUHOM KOXHOTO 3 IHX
JKapChKUX 3aC001B OKPEMO.

Aszumpomiyun. OnHOoUacHe 3actocyBaHHs atropactaTuHy (10 mr 1 pa3 Ha 10o0y) Ta azutpomiuuny (500 mr 1
pa3 Ha 100y) He CYIPOBOJKYBAJIOCS 3MIHAMU KOHILIEHTpALlil aTOpPBACTaTUHY Yy MJIa3Mi KpOBI.

Ineibimopu mpancnopmuux 6inkie. IHT101TOPU TPAaHCIIOPTHUX OLIKIB (HAIIPUKIIAMA, LIUKIOCIIOPHH, JIETEPMOBIp)
3/1aTHI MiABUIIYBAaTH PiBEHb CHCTEMHOI €KCIO3UIlii aTopBacTaTuHy (auB. Tabmuito 1). Brume npurniueHHs
HAKONMHUYYBaJbHUX TPAHCHOPTHUX OUIKIB Ha KOHLIEHTPALIO aTOPBACTATHHY B KJIITHHAX MEYiHKU HEB1IOMMA.
SIKI110 YHUKHYTH OJJHOYACHOT'O IPU3HAYEHHS LIUX JIIKAPCHKUX 3aC001B HEMOXIINBO, PEKOMEHJOBAHO 3HUKECHHS
71034 Ta MPOBEACHHS KIIHIYHOIO MOHITOPUHTY €(eKTUBHOCTI aropBacTatuny (auB. Tabmuio 1).

E3zemumi6. 3actocyBaHHs e3eTUMIOY K MOHOTEpaIii OB’ I3yIOTh 13 PO3BUTKOM SIBUIIL 3 00KY M’ sI30BO1 CUCTEMH,
y TOMy 4Hcii padaomionizy. TakuM 4MHOM, MPHU OJHOYACHOMY 3aCTOCYBaHHI €3eTHMiOy Ta aTOpBacTaTHUHY
PHU3UK PO3BUTKY LUX SIBUIL 30UIbLIYEThCS. PEKOMEHIOBAaHO MPOBOIUTH HAJICKHUN KITIHIYHUA MOHITOPUHT
CTaHy TaKWX MaIli€HTIB.

@Dy3uooea xucroma. llpu 0gHOYACHOMY CUCTEMHOMY 3aCTOCYBaHHI (Py3H70BOT KHCIOTH 31 CTAaTHHAMHU MOXE
MiABHIYBATUCS PU3UK PO3BUTKY Miomartii, B TOMy 4MCIi pabaomionizy. MexaHi3Mm 1i€l B3aeMo/ii (4u € BOoHa
¢dapmakoauHamMiuHOIO a00 (apMaKOKIHETHYHOIO, YW 000X BHJIB OJHOYACHO) JOTENep HEBIIOMUH.
[ToBimomisiocss Mpo BUMAAKU pabaomionizy (y TOMY YMCII 3 JIETAJIbHUM HACIIKOM) y TAlli€HTIB, SKi
OTpUMYBaJIM KOMOIHAIIIIO LUX JIKAPChKUX 3aC001B.

SIK110 HeOOXiJHE CUCTEMHE 3aCTOCYBaHHS (Dy3U10BOT KUCIIOTH, CII1JI IPUIIMHUTH 3aCTOCYBAaHHS aTOPBACTaTUHY
Ha BECh Mepioj1 3acTOCyBaHHS (Py3u10BOT KUCIOTH (AHUB. po3ail «OcoOIMBOCTI 3aCTOCYBAHHS).

Juzoxcun. Tlpu oJHOYaCHOMY 3aCTOCYBaHHI 0araropa3oBUX J103 aTOpPBACTATHHY Ta AMTOKCHHY PIBHOBaXKHI
KOHIIEHTpAIlli JUTOKCHUHY Y TJIa3Mi KPOBI MABUINYIOTECS (IUB. po3ain «PapMakokiHeTnkay). CiniJl HAIeKHUM
YMHOM KOHTPOJIFOBATH CTaH MaLli€HTIB, SKI MIPUHMAIOTh TUTOKCHH.

Ilepopanvhi konmpayenmuseu. OJHOYACHE 3aCTOCYBaHHS aTOPBACTATUHY 3 IEPOPAILHUMH KOHTpALENTHBAMU
niauiryBano 3HadeHHs AUC 111 HOpeTHCTEepOHY Ta eTHHUIecTpaaiony (auB. posnin «dapmakosioriui
BJIacTUBOCTI»). LI migBUIIeHHS HEeoOXiTHO OpaTH 10 yBaru mpu BHOOpI MEPOPATBHOTO KOHTPALEHTHUBY IS
KIHKH, SIKa IpuiiMae aTOpBacTaTHH.

Bapghapun. ATtopBacTaTMH HE YMHUB KIIHIYHO 3HA4yIIoi Jii Ha NMPOTPOMOIHOBHMM Yac y MaIli€HTIB, SKi
MIPOXOAWIN JOBIOTPUBAJE JIKyBaHHS Bap(aprHHOM.

Konxiyun. Tlpy olHOYaCHOMY 3aCTOCYBaHHI aTOpPBACTATUHY 3 KOJXIIMHOM IOBIAOMIISIIOCS TPO BUMIAIKU
Miomnarii, y ToMy 4ucii paboMiofizy, TOMY CIijl 3 00€peXHICTIO PU3HAYATH aTOPBACTATHH 3 KOJIXILIMHOM.
Inwi nixapcvki 3acobu. Binomo, 1110 0JJHOYAaCHE 3aCTOCYBAHHS aTOPBACTATHUHY 1 TMOTEH3MBHHX JIIKAPCHKUX
3aco0iB Ta HOro 3acTOCYBaHHS y IPOLECI eCTPOreH-3aMiCHOI Tepamii He CYNpPOBOJUKYEThCA KIIIHIYHO
3HAYYIIMMU MOOIYHUMH e(heKTaMH.

JlocmipKeHb B3a€MOJIIT 3 IHITMMH JIKapChbKUMU 3aC00aMU He MTPOBOANIOCH.

Ocobueocmi 3acmocyeanns.

Ckenemni m’a3u

BigoMi piakicHI BHMNAIKHd PO3BUTKY pabIoMioNizy 3 TOCTPOI0 HHUPKOBOIO HEJOCTAaTHICTIO BHACIHIIOK
MiOTrJI001HYpii PH 3aCTOCYBaHHI JIIKAPCHKOTO 3ac00y 3 aTOPBACTATHHOM Ta 1HIIMX JIKapChKUX 3aC001B IIbOT0
kiacy. HasBHicTh B aHaMHe3l MOpylIeHb (yHKIT HUPOK MOxke OyTH (aKTOPOM PHU3MKY IJIsi PO3BUTKY
pabaomionizy. Taki mauieHTH NOTPeOyIOTh OUIBII PETEIHHOTO MOHITOPUHTY JIJIsl BUSBIICHHSI TOPYILIEHDb 3 OOKY
CKEJIETHUX M SI31B.

ATOpBacTaTuH, K 1 1HIII JIKapChKi 3ac00U IPyNHU CTATHUHIB, 1HOJI CIPUYMHSE MIONIATiO, 10 BU3HAYAETHCS SIK
Ou1h y M’s3ax a0o c1a0KiCTh M’5I31B y MOE€JHAHHI 3 MiJABUIIEHHAM NOKa3HUKIB kpeaTHHpochokinazu (KDK)
y noHax 10 pasiB Buiie BepxHboi Mexi Hopmu (BMH). OnHouacHe 3acTocyBaHHS BUILUX /103 aTOPBACTATHHY
3 MEBHUMH JIIKAPCHbKUMHU 3ac00aMu, TaKUMHU SIK LUKIOCHOPHH 1 moTy>xHi iHri0itopu CYP 3A4 (nanpukian,



KJIApUTPOMILIMH, ITpakoHa3oi Ta iHriditopm mpotea3 BIJI ta Bipycy remartuty C), miIBUILYE DPU3HMK
Miomnartii/padaomionizy.

Taxox BiJ1OMi PiKICHI MTOBIAOMJIEHHS ITPO BUITAKH IMYHOJIOT1YHO OITOCEPEIKOBAHOI HEKPOTHU3YI04Oi MionaTii
(IOHM) — ayroimyHHOT Mionartii, MOB’s13aHO1 13 3acTocyBaHHsAM ctaTHHIB. [OHM XapakrepusyeTbcsi TaKUMH
O3HAaKaMH: CIa0KICTh MPOKCUMAJIbHUX M SI31B Ta MiABMIIeHUN piBeHb kpeaTunkinazu (KK) y cupoBatii kposi,
AKi 30epiraioTbCsi, HE3BaKAIOYM Ha MPUIIMHEHHSA JIKYyBaHHS CTaTHMHAMH;, M s30Ba OIONCIS BUSBISE
HEKpOTH3YyIouy Mionarifo 0e3 3HAayHOro 3amajeHHs; MNpU 3acTOCYBaHHI 1MYyHOCYNPECHBHHUX 3aco0iB
CIIOCTEPIraeThCs MO3UTHBHA IUHAMIKA.

MOXJIUBICTh PO3BUTKY MIOMATIT CIiJl pO3MIAAATH Y OYyb-IKOT0 MaIieHTa 3 1u(y3HOI Miajri€ro, OOMICHICTIO
abo cnabkictio M’s3iB Ta/abo 3HaunnM miaBumieHHsSIM KOK. Tlamientam ciig mopekoMeHIyBaTH HeTraiHO
MOBIIOMJISITH TIPO BUMAIKU OO0 y M’s13aX, 00JIICHOCTI abo ciiabKkocTi M’s131B HEB1IOMOT €TioJorii, 0co0IMBO
SKILO 1€ CYMPOBOKYETHCS BIMUYTTAM HE3MyX aHHA a0 MiJBUILEHHIM TeMIlepaTypH, ado SKIIO O3HAKH Ta
CUMIITOMHM 3aXBOPIOBAHHS M’si31B  30€piraroThCsl MICHs MPUIMHEHHS 3acCTOCYBAaHHS aTOPBACTATHHY.
3acTocyBaHHs JIIKapChKOro 3aco0y CIiJi MPUIIMHUTH Y BHUMAAKy 3HA4YHOro miABHmieHHS piBHI KOK,
JiarHOCTyBaHHs a0o0 MiJJ03pH Ha MiOMAaTilo.

Pusuk miomaTii mifi 4ac 3aCTOCYBaHHS JIKapChKOTO 3aco0y LBOT0 KJIacy MiABHILYETHCS MPU OAHOYACHOMY
3aCTOCYBaHHI JIKapChKUX 3aco0iB, 3a3HaueHux y Tabmumi 3. Jlikapi, sKI pO3IJsSAaOTh MOXIIMBICTh
KOMOIHOBaHOI Teparii aTopBacTaTUHY 3 OyJb-IKHM 13 LUX JIKApPChKUX 3ac00iB, MOBHUHHI PETEIbHO 3BAXKUTHU
MOTEHIIi}HI IepeBaru Ta pU3UKHU, a TAKOXK PETebHO MOHITOPUTH CTaH MAIli€HTIB MIOA0 OyAb-SKUX MPOSIBIB
601110, 60TICHOCTI 200 CIIA0KOCTI y M 533X, 0COOIUBO MPOTATOM MMOYATKOBUX MICSIIIB Teparii Ta mpoTsIrom 0y b-
SKOTO 3 MEepiofiB TUTPYBAHHS J03U y HANPIMKY 3017bIIEHHS 103U OyAb-SKOTO 3 JiKapchKux 3aco0iB. Ciix
PO3IIISIHYTH MOXJIUBICTh 3aCTOCYBAHHS HU3bKHMX IMOYATKOBHMX Ta HIATPUMYIOUMX 103 aTOPBACTaTUHY MpHU
OJTHOYACHOMY TMPHUHOMI 3 BHIIE3TaJaHUMHU JIKAPCHKUMU 3aco0amMu (AuB. po3ain «B3aemomis 3 iHIIMMH
JIKapCbKUMHU 3aco0aMM Ta iHINI BUIM B3a€MOJIN»). Y TaKUX CHUTYalLlisX MOXKE PO3MIAJATUCS MOMKIMBICTh
nepioanyHoro BusHaueHHs KOK, ane Hemae rapanrii, 1110 TakKuif MOHITOPHHT IOIIOMOYKE 3a00IrTH BUITAKaM
TSDKKOI MiomarTii.

Tepamito JiKapcbKUM 3acO000M aTOpBACTaTHH CIiJ TUMYacoBO a0 IMOBHICTIO MPHUIUHUTH y Oyab-SKOTO
NalieHTa 3 rOCTPUM, CEpHO3HUM CTaHOM, 1110 BKa3y€ Ha PO3BUTOK MioMartii, a00 pu HasIBHOCTI ()aKTOPy PU3UKY
PO3BHUTKY HUPKOBOI HEIOCTATHOCTI BHACIIIOK pab1oMioui3y (HalpUKIIal, TsDKKa rocTpa iH(eKis, TinoTeH3is,
XipypriyHa omeparisi, TpaBMa, TsDKKI MeTaOOJIi4Hi, €HJOKPUHHI Ta EJIEKTPOJITHYHI PpO3NagH, a TaKOXK
HEKOHTPOJIbOBAHI CyZI0MH).

Topywenns ¢pynxyii nevinku

Byno nokazaHo, 110 cTaTUHY, K 1 JeSKi 1HII TINOIMiAeMI4HI TepareBTUYHI 3aco0H, OB’ sI3aH1 3 BIAXUICHHIM
BiJl HOpMHU 010XIMIYHUX MOKa3HUKIB (PpyHKIIT meuinku. Criiike miaBuIIeHHs (Outbi Hik y 3 pas3u Buiie BMH
Jiana3oHy, sIke BUHHUKJIO 2 pa3u abo Oinble) piBHIB CUPOBATKOBUX TpaHcaMmiHaz crmoctepiraiocs y 0,7 %
MAIIEHTIB, K1 OTPUMYBAIIM aTOPBACTATUH IiJl Yac KIIHIYHUX JOCHIIKeHb. YacToTa BUMAIKIB WX BIIXUICHBb
Bi HopMmu ctanoBuina 0,2 %, 0,2 %, 0,6 % Tta 2,3 % mist no3 npenapary 10, 20, 40 ta 80 Mr BiamOBiAHO.
BigoMo mpo po3BHUTOK >KOBTSIHMILI IPU MPUHOMI aTOPBACTATUHY, MiJIBUIIEHHS MOKAa3HUKIB (PYHKIIOHATBHUX
po6 neuinku (DIIIT), sixi He MOB’A3aHi 3 JKOBTSHUIICIO 200 1HIIMMHU KIIHIYHUMHU O3HAKAMH Ta CHMIITOMaMHU.
[Ticnsa 3MeHIIeHHs 03H, TIEPEPBU Y 3aCTOCYBaHHI JIIKapChKOTro 3ac00y a00 MPUITMHEHHS HOTro 3aCTOCYBaHHS
piBHI TpaHCaMiHa3 MOBEPTAIOTHCS JI0 PIBHIB MEpe JIKyBaHHAM a00 MPUOJIM3HO [0 IIUX PiBHIB 6€3 HEraTUBHUX
HaCIIAKIB.

Ilepen TMM SIK pO3MOYMHATH TEpaIilo JIKapChKUM 3aC000M, PEKOMEHIYE€ThCSI OTPUMATH pe3yJIbTaTH aHaNli3iB
MOKa3HHKIB (DEPMEHTIB MEUiHKM Ta 3/1aBaTH aHAJI3U MMOBTOPHO Y pa3i KIiHi4HOI noTpedu. Takox BiOMO Mpo
PLAOKICHI BUTIAJKH JIETATBHOI Ta HEIEeTaIbHOI MeYiHKOBOI HEIOCTATHOCTI Y MAIlIE€HTIB, SIKI IPUIMAaIH JTIKapChKi
3aco0M Irpyny CTaTUHIB, Y TOMY YMCIIi aTOPBACTATHUH. Y BUMAJAKY CEPHO3HOT0 YpaskeHHsI IEUiHKHU 3 KIITHIYHUMHU
CUMIITOMaMHU Ta/abo rinepOiuipyOiHeMiero a0o KOBTSHUIICIO MMiJl Yac 3aCTOCYBAaHHS JIIKAPCHKOTO 3acoly



aTOPBACTaTHH CJIiJ] HETalfHO MPUIMHUTH JIKyBaHHSA. SIKIIO HE BU3HAYEHO aJbTEPHATUBHOI €TIONOTii, HE CIIif
MOBTOPHO PO3MOYMHATH 3aCTOCYBAHHS JIIKAPCHKOTO 3ac00Yy.

ATOpBacTaTuH CIiJ 3 00€pPEeKHICTIO MPU3HAYATH MAI[iEHTaM, sIKi 3JI0OBKMBAIOTh AJIKOrOJIeM Ta/abo MaroTh B
aHaMHe31 3aXBOPIOBAHHS MeviHKH. JIikapchkuii 3aci0 MpoTUNOKa3aHUi IPH aKTUBHOMY 3aXBOPIOBAHHI MEYIHKH
abo cCTifikoMy TIiABWILNEHHI pIBHS TEYIHKOBUX TpaHCaMiHa3 HEBIIOMOi eTiojorii (IMB. PO3MLT
«I[IpoTunokazanusy).

Enookpunna ¢pynxyia

[ToBimomisnocst mpo migBuineHHs piBHS HbAlc Ta xoHUeHTpallii IMIIOKO3M Y CHpOBATI KpOBiI HaTIIE MPH
3actocyBaHHi iHT10iTOpiB ' MI'-KOA-penykrasu, y ToMy 4HCii i aTOpBacTaTHHY.

CraTMHH TEpelKOKAIOTh CHHTE3y XOJECTePUHY Ta TEOPETHYHO MOXYTh OCHAOIATH  CEKpelio
Ha/IHUPHUKOBUX Ta/ab0 TOHAJHUX CTEpOiAiB. Bizomo, 1110 aTopBacTaTHH HE 3HIKY€E 0a3albHy KOHLEHTPALi0
KOPTU30Jly IJIa3MH KpOBI Ta HE MOIIKOKYE aJpeHaNoBUH (HaJHUPKOBUI) pe3epB. BIuuB cTatuHiB Ha
3aIUTIIHIOBAJIbHY 3JJaTHICTh CIEpMH He JociiKyBaBcs. HeBioMo, sSIKHM YMHOM aTOpBAacCTaTWUH BIUIMBA€E Ha
CHCTEMY «CTaTeBl 3aJ03M-TiNOQi3-TimoTagaMyc» Y JKIHOK y MepeaMeHonaysaibHuil mepion. Crmixg OyTH
00epeXKHUM NPH OJTHOYACHOMY 3aCTOCYBaHHI JIIKapChKOI'0 3ac00y Ipyny CTaTHHIB 3 JIKapChbKUMH 3aco0amu,
SK1 MOXYTb 3HI)KYBAaTH piBEHb 00 aKTHUBHICTh €HJOT€HHUX CTEPOIAHUX TOPMOHIB, TAKUMHU SIK KETOKOHA30J1,
CIMIPOHOJIAKTOH Ta LIUMETHIMH.

3acmocysanns nayienmamu 3 HeWoOABHUMY BUNAOKAMU THCYIbMY A0 MPAH3UMOPHOI TwemMiuHoi amaxu

ITpu post-hoc ananizi gocmimkennss SPARCL (Stroke Prevention by Aggressive Reduction in Cholesterol
Levels/3anobiranHs 1HCYy/lbTy UIISIXOM PpAaNTOBOTO 3MEHIIEHHS PIBHSA XOJECTEpUHY), MiJ Yac SKOro
aTopBacTaTHH y 1031 80 MI Ha mpoTHBary Iuanebo 3actocoByBaiu 4731 marieHty 0Oe3 ilIeMiyHOI XBOPOOH
cepld, SIKI MaJlM B aHaMHE31 BUIAJKHU 1HCYJIbTY ab0 TPAaH3UTOPHOI IMIEMIYHOI aTaKu MPOTITrOM IMONEpPEeaHIX
6 wMmicdwiB, crocrepiranacs OinblIa 4acTOTa BUIAJAKIB I'e€MOpPAriuHOro iHCYNbTy Yy Tpymi MAIi€HTiB, fKi
OTPUMYBAJIM aTopBacTaTUH y A031 80 Mr mopiBHSHO 3 rpymnoto miane6o (55 Bumankis, 2,3 % y rpymi
aTOpBacCTaTHHY MOpPiBHSAHO 3 33 Bunaakamu, 1,4 % y rpymi miane6o; CP: 1,68, 95 % JI: 1,09, 2,59; p=0,0168).
YacToTa BUNIA/IKIB JIETAJILHOTO T€MOPAri4HOT0 1HCYNIBTY OyJia MOAiIOHOIO B yCiX rpynax JikyBaHHs (17 ta 18 as
rpyn aTOpBacTaTUHY Ta IUIane0o BiAMOBiAHO). YacToTa BUMAAKIB HEETAILHOTO FEMOPariyHOro 1HCYIbTY Oyia
3HAYHO BUILOIO Y IPYMi MAaLI€HTIB, AKi OTpuMyBanu atropactaTH (38; 1,6 %), HOPIBHIHO 3 rPyNoIo MIanedto
(16; 0,7 %). [esxi moyaTKOBI XapaKTEPUCTUKH, y TOMY YHCII HasBHICTh BMIIAJKIB Te€MOPAridyHOro Ta
JAKYHApHOTO 1HCYJBTY MiJ Yac BKJIIOYEHHS 10 JOCTIJKEHHS, aCOLIIOBAJIMCS 3 BUIIOI YacTOTOIO BHIIAJKIB
reMOpariyHoro iHCYJIbTY Y TPYII MALI€HTIB, IKI OTPUMYBAJIM aTOpBacTaTHH (AUB. po3ain «[1o0iuHI peakiii»).

Cepen 39828 marrieHTiB, SKI OTPUMYBAJIM aTOPBACTATUH y KIIHIYHUX AOcHiKeHHX, 15813 (40 %) mawieHTiB
Oynu BikoM Bij 65 pokiB, a 2800 (7 %) nauienTiB Oy BikoM Bijg 75 pokiB. He crioctepiranocs sxo/1Ho1 3arajibHO{
BIIMIHHOCTI 111010 O€e3MeKu Ta ePeKTUBHOCTI 3aCTOCYBaHHS MpenapaTy MK [IUMHU MallieHTAMU Ta MOJIOAILIUMHU
nalieHTaMH, Tak caMo, SIK He OyJI0 3apeecTpOBAaHO JKOJHHUX BIAMIHHOCTEH Y BIAMOBiAI Ha JIIKYBaHHS MIX
HalieHTaMH JITHBOTO BIKY Ta MOJIOALIMMH MALlI€HTAMH 3T1THO 3 IHIIMM KJIIHIYHUM JIOCBiZIOM, TPOTE HE MOKHA
BUKJIIOYATH OUIBIIY YyTIUBICTh JESKUX cTaplIux mnamieHTiB. OcKuIbkM cTapmuii Bik (TMOHaX 65 pOKiB)
€ GaKTOPOM CXMIIBHOCTI 10 MioMaTii, CIIif] 3 00epEKHICTIO MPU3HAYATH ATOPBACTATHH MALlI€EHTaM JIITHHOTO BIKY.
Ileuinkosa nedocmamuicmo

Jlikapcbkuii 3aci®d MPOTHIIOKA3aHUI MaIlieHTaM 3 aKTUBHUM 3aXBOPIOBaHHSM MEYIHKH, BKJIIOYAIOUYM CTilKe
MiJBUIICHHS PIiBHSI TEYIHKOBUX TpaHcamiHa3 HeBimomoi ertionorii (auB. po3aumm «DapmakonoriyHi
BJIacTUBOCTI» Ta «IIpoTHnokazanHs»).

Lo nowamxy nikysanns

ATOpBacTaTuH CIiJ 3 00E€PEeKHICTIO MPU3HAYATH MAIliEHTaM 31 CXMJIBHICTIO 10 PO3BUTKY padromionizy. Jlo
MOYaTKY JIIKYBaHHs CTATMHAMHU Yy MAIEHTIB, CXWIBHUX J0 PO3BUTKY pabromionisy, ciia Bu3Havatu piBeHb KK
pu:

- IOpYIIEeHHI (QYHKII HUPOK;

- rino¢yHKII{ IIUTOBUAHOI 3a7103H;




- CIIAJIKOBUX PO3JIa/iax M SI30BOi CUCTEMH Y POJAMHHOMY 200 0COOMCTOMY aHaMHe3i,

- IEPEHECeHNUX Y MUHYJIOMY BHIIaJJKaX TOKCUYHOI'O BIUIMBY CTAaTHHIB a00 (iOpaTiB Ha M’s3H;

- IEPEHECEHNX Y MUHYJIOMY 3aXBOPIOBAHHSAX MMEYIHKH Ta/a00 3JI0B)KMBAaHHI aJIKOTOJIEM.

Jlis mamieHTiB JITHROTO BiKy (BikoMm Bim 70 pokiB) HEOOXiAHICTH MPOBEIEHHS O3HAUEHUX 3aXOMIB CIif
OLIIHIOBATH 3 YPaxyBaHHSIM HasBHOCTI IHIIKX (PAKTOPIB CXUIBHOCTI JO PO3BUTKY pabaoMioizy.

[TigBuIIeHHS piBHSA JIKapChKOTO 3aco0y y IUIa3Mi KpOBI MOJKIJIMBE, 30KpeMa, y pasi B3aeMojii (IUB. po3aii
«B3aemoniga 3 IHIIMMH JiKapChKUMHU 3aco0aMy Ta 1HINI BUAHM B3a€EMOJi») Ta 3aCTOCYBaHHS OCOOIHMBHUM
MOMYJISALISAM MaLi€HTIB (JUB. po3ii1 «@apMaKOKIHETHKa), y TOMY YHUCII alliEHTaM 31 ClIaJIKOBUMHU XBOPOOaMHU.
VY Takux BUIAJKaX pEeKOMEHJOBAHO OLIIHIOBATHU CIIIBBIIHOIIEHHS PU3HKIB Ta MOXIJIMBOI KOPUCTI BiJl JIIKyBaHHS
Ta MPOBOAMTU KJIIHIYHUM MOHITOPUHI CTaHy MauieHTiB. SIKmo no mouatky JjikyBaHHs piBeHb KK 3HauHO
niasuieHui (nepesuurye BMH Gunbiie HiXk y 5 pa3iB), JIiKyBaHHS pO3IOYMHATH HE CIII.

Bumiproeanus piens KK

Pisenr KK He cmin Bu3HAuaTu micnsi iHTEHCUBHUX (I3MYHUX HABAaHTAXKEHb a00 3a HASBHOCTI OYIb-SKUX
MO>KJIMBUX albTEPHATUBHUX NMpHUUH miaBHuIeHHs piBHA KK, OCKIIBKH 116 MOXKe YCKIIQAHUTH IHTEpIIpeTaLio
pe3yabTatiB. SIKIIO Ha MOYaTKOBOMY piBHI croctepiraerbesi 3HayHe miaBuiieHHs KK (nmepesumenns BMH
OlbIe HDK y 5 pasiB), To yepe3 5—7 OHIB HEOOXiHO MPOBECTH MOBTOPHE BU3HAYEHHS JUIS MiATBEPAKEHHS
pe3yJbTary.

11i0 yac nixyeanms

[TamieHTH MOBMHHI 3HATHU MPO HEOOXIJHICTh HETAHO MOBIIOMIISATH PO PO3BUTOK OOJIO Y M 533X, CYJIOM YU
cJ1aOKOCTi, 0COOJIMBO KOJIHM BOHM CYNPOBOIKYIOTHCS HE3/1Y>KaHHSIM a00 rapsuKolo.

VY BUMAjKy MOSBU IIMX CUMIITOMIB IiJ Yac JIIKyBaHHsS aTOPBACTaTUHOM HeoOXiqHO Bu3HAuuTH piBeHb KK y
nporo namienra. Skmo pisens KK 3nauno niasumennit (nepesuirye BMH 6inbiie Hix y 5 pasiB), JiKyBaHHS
CJIiJT IPUITUHUTH.

JIOUIMBHICTh TPUNMHEHHS JIKYBaHHS CJIIA TaKOX pPO3TIISIHYTH, skmio migsuiieHHs piBHs KK He csarae
I’ iTUKpaTHOrO nepesuiieHHs BMH, ane cumnromu 3 00Ky M’sI3iB MalOTh TSDKKMH XapakTep Ta IIOJCHHO
CTalOTh NPUYMHOIO HEITPUEMHUX BIAYYTTIB.

[Ticna 3HMKHEHHS cuUMITOMIB Ta Hopmamizamii piBHfA KK Mo)XHa po3rissHyTH MOXIIMBICTH BiJIHOBIICHHS
JIKyBaHHS aTOPBACTaTUHOM a00 IMOYATKy JIIKyBaHHsS ajJbTEPHATHBHUM CTAaTHHOM 3a YMOBH 3aCTOCYBaHHS
MiHIMaJIbHOT MO>KJIMBOT 103U JIIKapChKOT0 3aC00y Ta PeTeIbHOI0 HAIJIALY 32 CTAHOM MAIli€HTA.

JlikyBaHHSI aTOPBACTATMHOM HEOOXiTHO MPUMUHHUTH, SKIIO CIIOCTEPIracThCs KITHIYHO 3HAYYINE MiABUIEHHS
piBus KK (nepesumennss BMH 6inbiie vixk y 10 pa3iB) abo BcTaHOBJICHHS J1iarHO3y padaomionizy (abo migo3pu
Ha PO3BUTOK paba0oMioizy).

OoHouacHe 3acmocy8ants 3 IHUUMU JIKAPCOKUMU 3acoDamu

Pusuk po3BUTKY pa®aoMioiizy MiJBUILYETHCS MPU OAHOYACHOMY 3aCTOCYBaHHI aTOPBACTATHHY 3 JESIKUMHU
JKapChbKUMU 3ac00aMH, 110 MOKYTh 30UIBIIUTH KOHIIEHTPALlil0 aTOPBACTaTUHY Y M1a3Mi Kposi. [Ipuknagamu
TaKUX JIKapChbKUX 3ac00iB MOXXYThb BHCTynaTH MoTyxHi iHrioitropu CYP 3A4 abo TpaHcHmOpTHUX OUIKIB:
LUKJIOCIIOPUH, TEIITPOMILUH, KIApUTPOMILIMH, JENaBipIWH, CTHPUIEHTOJN, KETOKOHA30JI, BOPHKOHA30I,
ITpaKoHa30J]1, TOCaKOHAa30J Ta iHri6iTopu npoteas BIJI, 30kpema puToHaBip, JI0MiHaBIp, aTa3aHaBip, IHAUHABIP,
napyHasip. Ilpu ogHodacHOMY 3acTocyBaHHI 3 reM(iOpO3UIOM Ta IHIIMMH MOXIIHUMH (iIOPOBOI KUCIOTH,
OolenpeBipoM, E€pUTPOMIIMHOM, HIallMHOM Ta €3eTuMiOoM, TenampeBipoM abo 3 KOMOIHAI€
TeJaInpeBip/pUTOHABIP TAKOXK 3pOCTAE pU3UK BUHUKHEHHS MiomnaTiil. K110 MOKIMBO, CITij] 3aCTOCOBYBATH 1HIIT
JKapchKi 3aco0u (110 HE B3aEMOJIIIOTh 3 ATOPBACTATHHOM) 3aMICTh 3TaJJaHUX.

SIk1o HeoOXiJHO MPOBOAMTH OJHOYACHE JIIKYBAHHS aTOPBACTATUHOM Ta 3raJaHMMHU JIIKAPCHbKUMH 3aC00aMH,
CIIiJ] PETEIbHO 3BAXKUTH KOPUCTH Ta PU3MKHU TAaKOTO 3aCTOCYBAaHHsA. SIKINO MAI[iEHTH MPUUMAIOTh JIKapChKi
3aco0u, 10 MiJBHUILYIOTh KOHIIEHTPALI0 aTOPBACTATUHY Yy IJIa3Mi KpPOBi, pEKOMEHIY€EThCS 3HIKYBATU J03Y
aTopBacTaTHHy 10 MiHiManbHOI. KpiM TOro, y BUMajKy 3acTocyBaHHsS MOTYXHHUX iHTi0iTopiB CYP 3A4 cnin
PO3MIISIHYTH MOXJIMBICTh 3aCTOCYBaHHS MEHIIOI MOYAaTKOBOi J03M aToOpBacTaTUHy. Takoxk PEeKOMEHIYEThCS
MPOBOANTH HAIECKHUHN KITHIYHUN MOHITOPHHT CTaHy IIUX MAI[i€HTIB.




ATOpBacTaTUH HE MOXHA MIPU3HAYATH OJHOYACHO 3 (Py3UI0BOIO KHCIOTOIO, SIKY 3aCTOCOBYIOTh CUCTEMHO, 200
BIIPOAOBXK 7 JHIB MICHS MPUIMHEHHS JIKyBaHHsA (y3UI0BOIO KHcioTow. IlarieHTam, SKMM CHCTEMHeE
3aCTOCYBaHHA (Y3MJOBOT KHUCJIOTH HEOOXiJHE, JIKyBaHHA CTaTHHAMHU CJiJ NMPU3YNUHUTH HA BECh MEPioj
JKyBaHHS (y3HI0BOIO KUCIOTOIO.

VY nariieHTiB, ki oTpuMyBaiu (py3uA0BY KUCIOTY Ta CTAaTMHU y KOMOiHAIil, OylM 3apeecTpoBaHi BHUIAIKH
pabomionizy (B TOMY YHCII JeTanbHi) (IUB. po3ain «B3aeMomist 3 1HIIMMU JTIKapCHKUMH 3aC00aMu Ta 1HIIII
BUIM B3aeMogiity). [lamieHTy ciig peKoMeHIyBaTH HerailHO 3BepTaTHCS 32 MEAWYHOIO JOMOMOTOK y pasi
BUHUKHEHHS OY/Ib-SIKUX CHMIITOMIB CIa0KOCTi, 00110 a00 OOJICHOT YyTIUBOCTI y M’ s3aX.

Tepamnito ctaTuHaMU MOKHA ITPOJOBXKHUTH Uepe3 7 JHIB MICIs OTPUMAaHHS OCTaHHBOI A03U (y3U0BOT KUCIIOTH.
3a BHUHATKOBHX OOCTaBMH, KOJH IOTpPiOHE JOBrOCTPOKOBE CHCTEMHE 3acTOCYBaHHS (y3MIOBOI KHCIOTH,
HaNpUKIal Ui JIIKYyBaHHS TSDKKMX 1H(EKL1H, HeoOXiJHICTh OJHOYACHOIO 3aCTOCYBAaHHs aTOPBACTAaTHHY Ta
(by3110BOi KUCIIOTH CIIi/I pO3TJISAATH TUTBKH 1HAMBITYaIbHO Ta 311HCHIOBATH i/l peTeIbHUM HarJIsI0M JIiKapsi.
Inmepcmuyianvha xeopoba necens

[Tin yac nmikyBaHHS NESKMMH CTaTHHAMU (OCOOMWBO TiJ Yac TPHUBAJIOTO JIKyBaHHsS) Oyl OmUcaHi BUMAAKU
PO3BHUTKY IHTepCTULiaNbHOI XBOpoOu nereHiB. [IposBamu 1i€i XBOpOOM MOKHA BBaXKaTH 3aAULIKY,
HEMPOJYyKTUBHUN KallleJb Ta 3arajibHe MOTIpPIIEHHS CaMONOYYTTs (CTOMIIIOBAHICTh, 3HM)KEHHS MacH Tijla Ta
rapsuka). Y pas3i BUHUKHEHHs MiJO3pU Ha IHTEPCTHULIAIbHY XBOpPOOY JIETEHIB CIiJ MPUIIUHUTHU JIIKYBaHHS
CTaTUHAMHU.

Baoicnusa ingpopmayia npo 0onomisrcHi peuosunu.

Jlo cxmamy mikapchKOTo 3aco0y BXOIuTh JakTo3a. Lled mikapchkuii 3acid HE cini MpuUMaTH MalieHTaM i3
PIAKICHUMH CIIaIKOBUMH 3aXBOPIOBAaHHAMH, [TOB’I3aHUMHU 3 HETIEPEHOCHUMICTIO T'aJIaKTO3HU, JePIlUTOM JIAKTa31
Jlanma abo nopyueHHsIM ManbadCcopOIiT TIIOKO3U-TaIaKTO3H.

Teparmis nimigoMoaudikaiftHUMA JTIKapCHbKUMH 3ac00aMH MOBUHHA OyTH OJTHUM 31 CKJIaJIOBUX KOMITOHEHTIB
KOMIUIEKCHOI Tepamii A MaIli€eHTiB 31 3HAYHO MiJIBUIIEHUM PH3UKOM PO3BUTKY aT€POCKICPOTUYHHUX
3aXBOPIOBaHb CYMH Yepe3 rinepxosiecTepuHeMito. MeaukaMeHTo3Ha Teparis peKOMEHIYEThCA SIK JOOBHEHHS
70 Ji€TH, KONM pe3yibTaTy BiJ] NOTPHUMAHHS JI€TH, IO OOMEXY€e CIOXXMBAHHS HACHYCHUX JKUPIB Ta
XOJIECTEPUHY, @ TAKOXK B1Jl 3aCTOCYBaHHS 1HIINX HEMEINKAMEHTO3HUX 3aX0/1iB Oyi0 HeocTaTHbO. [lamienTam 3
1IIEMIYHOI0 XBOPOOOIO ceplist a0 AeKIbKOMa (GaKTOpaMu PU3HKY PO3BHUTKY iIIEMIYHOT XBOPOOH ceplis IpHiioM
JKapChKOTo 3ac00y MOXHA PO3MOYaTH OJHOYACHO 3 TIOTPUMAHHSM J1€TH.

Lleit nikapchKuii 3aci® MiCTUTH CIIOJIYKH HATPit0, TOMY Malli€HTaM, SIKi JOTPUMYIOTHCS 1I€TH 3 KOHTPOJIbOBAHUM
BMICTOM HATpilo, i OyTH 00epeKHUMH IiJ] Yac 3aCTOCYBaHHS JaHOTO JIIKapChKOTo 3ac00y.

Obmedstcenns 3acmocy8ans

ATOpBAacTaTUH HE JOCIIKYBaJIHM 32 YMOB, KOJM OCHOBHUM BiJXWJICHHSM Bil HOPMHU 3 OOKY JIIMONPOTEIHIB €
HiABUILEHHS piBHS XioMikpoHiB (Tun I Ta V 3a knacudikariero @penpikcoHa).

3acmocysanns y nepioo eacimuocmi abo 200y8aHHs 2pyool0.

Bacimuicme.

Oyinka pusuxis

ATOpBacTaTUH MPOTUIIOKA3aHUI BariTHUM JKIHKaM, OCKUTBKHA HE BCTAHOBJIEHaA Oe3reKa HOro 3acTOCYBaHHS
BariTHUM 1 HEMae€ SIBHOI KOPUCTI MpPHUIOMY JIMIJO3HIKYBaJIbHUX JIKapChKUX 3aco0iB MiJ 4yac BariTHOCTI.
Ockinpku 1Hr161TOpu ['MI'-KOA-penykrasu 3HMKYIOTh CHHTE3 XOJIECTEPHHY Ta, MOXKJIMBO, CHHTE3 I1HIIHX
010JI0TYHO aKTUBHUX PEYOBHH, SIKI € IOXIJHUMH XOJECTEPUHY, aTOPBACTaTUH MOX€E IIKIJUIMBO BIUIMBATU HA
wiia. [lpuifoM aropBacTaTUHY CHiA NPUIUHUTH, SK TUIBKA BCTAaHOBJIEHA BariTHICTh (IUB. PO3JLIT
«IIportunokaszanss).

PozpaxyHkoBuii (OHOBUI PU3UK 3HAUYHUX BPOIKEHUX Malb(opmaliid Ta BUKHIHIB JUIsl BKa3aHOI MOITYJISIIT
HeBijomuil. Y 3aranpHid momynanii CHIA  po3paxyHkoBuil (QOHOBUM pPH3UMK 3HAYHUX BPOIKEHUX
Manb(opmarlliii Ta BUKUAHIB TP KITHIYHO BU3HAHUX BariTHOCTSIX CTaHOBUTH 2—4 % Ta 15-20 % BiamoBigHO.
Konmpayenyia



ATOpBacTaTHH MOJKE 3aBJIaBaTH IIKOM IUIOLy IIPU 3aCTOCYBAHHI BariTHOO XkiHKO0. JKiHKH penpoyKTHBHOTO
BIKy MaroThb OyTH NpoiH(OpPMOBaHI MPO HEOOXiAHICTh €(EeKTUBHOI KOHTpaUenuii miJ 4ac JIKyBaHHS UM
JIKapChKUM 3aCO00M.

Kniniuni oani

OOmMexeHi omyOJikoBaHi JaHi oOcepBalifHUX JOCTIKEHb, METaaHaNi31B Ta KIIHIYHMX BUIAJKIB IOJO
3aCTOCYBaHHS aTOPBACTATUHY KaJIbIIIO HE TOKA3aJIM MM1JIBUILEHOT0 PU3UKY BUHUKHEHHS CEPHO3HUX BPOIKEHHUX
Manb(opMmariiii abo BUKUIHIB.

Hanxoaunum pigkicHi MOBIJOMJIEHHS PO BPOKEHI aHOMAJII] Micis BHYTPILIHBOYTPOOHOI €KCHO3MLIT 1HIIUX
iari6itTopis I'MI'-KoA-penykrasu. IIpocnektuBHe criocrepexenHs npubian3Ho 100 BUMajkiB BariTHOCTEH y
KIHOK, SIK1 JIIKyBaJIUCS CUMBACTaTMHOM a00 JIOBACTaTMHOM, IOKAa3ajo, IO YacTOTa BUMAJKIB BPOJKEHHUX
aHOMaJIiii TJ10/1a, BUKHU/IHIB Ta BHYTPIIIHBOYTPOOHUX CMEpTEil/MepTBOHAPOIKEHb HE TIEpEBUIIlyBaJla YaCTOTH,
OuiKyBaHO1 s 3aranbHoi momyssnii. KinbKicTh BUNAAKIB € AOCTaTHBOIO, 100 BUKIIOYMTH > 3—4-KpaTHe
MiABUILIEHHS BPOKEHUX aHOMaJIiil PO3BUTKY IJI0Ja MOPIBHSAHO 3 (POHOBOIO YacToTow. Y 89 % BaritHux, 3a
SKMMH BEJIU MPOCIIEKTUBHE CIIOCTEPEKEHHS, 3aCTOCYBAHHSI JTIKApPChKOTO 3aC00y PO3IMOYHMHAIOCS JI0 BariTHOCTI

Ta NPUIHMHATIOCA i yac [ TpuMecTpy micis BUSBICHHS BariTHOCTI.
Ilepioo 200ysanms epydoro.
ATopBacTaTHH NMPOTUIIOKA3aHUN M Yac rogyBaHHs rpyaato. BincyTHs iHdopmalis mpo BIUIMB JIIKapChKOTO

3aco0y Ha AUTHHY, SIKYy FOJYIOTh IPYAJII0, UM Ha JakTalito. HeBiiomMo, yu NpoHHUKae aTOPBAaCTaTUH Y TPYyIHE
MOJIOKO, OJHAK OyJI0 BHSBJICHO, IO IHIIWWA JIKAPCHKUH 3aci® IBOTO KiIacy MOTpAruisi€ y TPyAHE MOJIOKO;
aTOpBacCTaTUH HAasABHUM y Mosoni miypiB. OCKUIBKM CTaTHHM HOTEHUINHO 37aTHI CIPUYMHUTH CEpio3Hi
HebakaHl peaklii y HEMOBIST, SKI 3HAXOJSAThCS HA TPYAHOMY BHUIOJIOBYBAaHHI, JKIHKaM, SIKI MOTpeOyHOTh
JKYBaHHS aTOPBACTATHHOM, HE CJIi/I TOAyBaTh rpyaato (auB. po3nin «IIpoTunokazaHHs).

30amuicmo éniusamu Ha wEUOKICMb peakyii npu Kepy8anHi aBMOmMpaHcnopmom abo iHUMUMU MEXAHIZMAMU.
3MiiiCHIOE Ty>Ke€ He3HAYHUI BIUIMB HA IIBHJKICTH PEAKIIii i1 9ac KepyBaHHS aBTOTpaHCIOpTOM abo poOoTi 3
IHIIMMHU MEXaH13MaMHU.

Cnoci6 3acmocysanns ma 0o3u.

L'inepninioemis i smiwiana oucainioemis

PexomenaoBana movyaTkoBa j03a aropBacTaTuHy ctaHoBUTH 10 mr a6o 20 mr 1 pa3 Ha moOy. [ns marieHTis,
K1 TOTPeOYIOTh 3HAYHOTO 3HMKEeHHs piBHA xonectepuny JIITHIL (6inbmie Hixk Ha 45 %), Tepamis Moxe OyTu
posmouara i3 go3yBanHs 40 mr 1 pa3 Ha 100y. J[030BHii Aiana3oH JIKapChKOTO 3ac00y 3HAXOIUTHCA Y Mekax
Bix 10 mr 10 80 mr 1 pa3 Ha 100y. JlikapchKkuii 3aci0 MOKHA 3aCTOCOBYBATH PA30BOIO 0300 Y OyAb-5IKi TOJUHHU
Ta He3aJeKHO BiJ BkHUBaHHS DKi. [lodaTkoBy Ta miATpUMYBajbHI J03M aTOPBACTATUHY CIIA MiIOMpaTH
1HAMBIAYaTbHO 3aJIEXKHO BiJ] METH JIIKyBaHHS Ta BiANoBil. [1icis moyaTky jgikyBaHHS Ta/abo Micis TUTPYBaHHS
703U CIIJT TIpOaHaji3yBaTH PiBHI JIMIAIB MPOTATOM MEpioAy Bia 2 A0 4 TWXKHIB Ta BIAMOBIAHUM YHHOM
BIJIKOPUTYBaTH J103Y.

I'emeposucomna cimeiina cinepxonecmepunemis y nayienmie oumsauozo 6iky (gikom 10—17 pokis)
PexomennoBana mouaTkoBa J03a JIIKapChKOro 3aco0y crtaHoBUTH 10 Mr/moOy; 3BHYAMHUEN iama3oH 103
cranoBuTh BiAg 10 mr no 20 mr nmepopanbHo 1 pa3 Ha n00y. [o3u mikapchbkoro 3acoly ciif migdoupaTa
IHIUBITyaTbHO BIAMOBIAHO 1O PEKOMEHIIOBAHOI METH JiKyBaHHs. KopuryBaHHS 103U CIiJ MPOBOAHWTH 3
1HTepBaJioM 4 THXKH1 200 OlbLIe.

T'omo3uecomna cimetina 2inepxonecmepuremis

Jlo3a aTopBacTaTUHY Ui MALIEHTIB 13 TOMO3UTOTHOIO CIMEMHOIO T1IepX0IecTepUHEMIEI0 CTaHOBUTH BiA 10 Mr
1o 80 Mr Ha m100y. ATOpBAacTaTHH CJIij] 3aCTOCOBYBATH SIK JOMOBHEHHS JI0 IHIIWX TIMOMIMIAEMIYHUX METOIIB
nikyBaHHs (Hanpukian, adpepes JITTHIL), abo sikiro rimomimigemMivH1 METOAM JTIKYBaHHS HEAOCTYITHI.
Oonouacha einoninioemiuna mepanis

ATopBacTaTHH MOKHA 3aCTOCOBYBATH 31 CEKBECTpaHTaMH KOBUHUX KucioT. KombOinauito 1HridiTopis I'MI'-
KoA-penykrasu (ctaTuHiB) Ta iOpaTIB CITiJI 3araJIOM 3aCTOCOBYBATH 3 00€pEXKHICTIO (IUB. po3aiumm «Bzaemomis
3 IHIIUMH JIIKAPCHhKUMHU 3aC00aMHU Ta 1HII BUU B3aeMOI1i» Ta «OCOOIMBOCTI 3aCTOCYBAHHS» ).



Hosysanus onsa nayienmis i3 nopyuwieHHAMU QYHKYIT HUPOK

3axBOpIOBaHHS HUPOK HE BIUIMBAE HI HA KOHIIEHTPALIIO Y MJ1a3Mi KPOBi, Hi Ha 3HW)KEHHSI PIBHS XOJIECTEPUHY
JIITHIIL npu 3acTocyBaHHI JiKapCchKOTo 3aco0y, TOMY KOPUTYBaHHS J03HU JIIKapChKOTO 3ac00y JUIs Malli€HTiB
13 mopymieHHsSIMU (yHKIIT HUPOK He mOTpiOHe (muB. po3ainu «DapmakokiHeTuka» Ta «OcoOIUBOCTI
3aCTOCYBAHHSA»).

Jo3yeanns 0ns nayieHmis, aKi npuiMaroms YuKIo0CHOPUH, KIAPUMPOMIYUH, IMPaKoHAa30/l abo nesHi ineidimopu
npomeas

Crin yHMKaTH 3aCTOCYBAHHS JIIKAPCHKOTO 3ac00y MalieHTaM, sIKi IpUHMalOTh LUKIOCIIOPUH a0o iHT10iTOpH
npoteasu BIJI tunpanaBip + puroHaBip, abo iHriGiTop mpoteasu Bipycy remaruty C riekampesip +
niopeHTacBip, abo JIeTepMOBIp MPU OAHOYACHOMY 3aCTOCYBaHHI 3 mukiocrnopuHoM. Ilamientam i3 BIJI, sxi
NpUMaloTh JIOMIHABIP + PUTOHABIP, aTOPBACTATHH CIIiJ] 3aCTOCOBYBATH Yy HaWHWX4Yill HeoOXinHil no3i. Y
MAI€HTIB, SKI NPUIMalOTh KIAPUTPOMILIMH, ITPaKOHAa30J1, e0acBip + rpaszonpesip, abo nmamientam 3 BLJI, sxi
NpuiiMarOTh y KOMOiHAIll cakBiHaBlp + pHUTOHAaBip, JapyHaBip + puTOHaBip, (¢docammpeHaBip abdo
¢docamnpeHnasip + puToHaBip abo JETEPMOBIp, TEPAIEBTUYHY 103y JIKapChKOTo 3ac00y CIIiJl 0OOMEXHUTH 103010
y 20 Mr, TakoX peKOMEHY€ThCS IPOBOANTH HAJICXKHI KIIIHIYHI 0OCTEKEHHS 115 3a0e31eueHHs 3aCTOCYBaHHS
HallMeH1110i HeoOX1JHOI 103U aTopBacTaTuHy. [lamienTam, sxi npuiimaroTs iHriditop nporeazu BIJI nendinasip,
JKYBaHHS aTOPBACTaTUHOM CJiJl 00MexuTH 103010 10 40 mr. [Ipu cynyTHROMY IpU3HAYEHHI aTOPBACTATHHY
3 IHIIMMH 1HTIOITOpaMU NpOTea3 PEKOMEHIYEThCS NMPOBEACHHS BIAMOBIAHUX KIIHIYHUX OOCTEKEHb IS
3a0e3neueHHs 3aCTOCYBaHHs HaliMEeHIOi HeoOX1THOI 03U JIKapChKOro 3aco0y (auB. po3niau «Bzaemomis 3
IHIIMMU JIIKapChbKUMHU 3ac00aMHM Ta 1HII BUIU B3a€MOAI» Ta «OcoOIMBOCTI 3aCTOCYBAHHSD»).

Jimu.
T'emepo3zucomna cimetina einepxonecmepunemisl
besneka Ta eheKTUBHICTH 3aCTOCYBaHHS JIKapChKOT0 3ac00y BCTaHOBIEHI i AiTel BikoM Bix 10 no 17 pokis
13 TeTePO3UTOTHOIO CIMEHHOIO TiNEPX0JIECTEPUHEMIEIO SIK JOMOBHEHHS 10 JIETU Ui 3HUKEHHS 3arajbHOro
xonectepuny, piBHs JIITHIL[ ta piBHs amominompoteiny B, xomm micis ajgekBaTHOI cmpoOu JieToTepamii
BIIMIYAIOTHCS:
* xonectepun JITTHIL > 190 mr/mn (4,91 mmonb/m) abo
« xonectepun JITTHILL > 160 mr/mn (4,14 mMonb/n) Ta:

-y ciMeifHOMY aHaMHe31 HasiBHa CIMEifHa rinepxoyiecTepuHeMis a00 paHH1 CepLeBO-CYJMHHI 3aXBOPIOBAHHS

y POAMUIB EepHIOro abo Jpyroro CTyIEHS;

- HasBHI JBa a00 Oiiblle iHIUX (PAKTOPIB PUSHUKY CEPLIEBO-CYJMHHUX 3aXBOPIOBAHb.

IToxa3zaHHs 11 3aCTOCYBAaHHS aTOPBACTATHHY MiATBEPKEHE Ha OCHOBI TOCII/IKEHb:

e [Inane60-KOHTPOJILOBAHE KIIIHIYHE JOCIIHKEHHS TPUBATICTIO 6 MICSAIIIB 3a y4acTio 187 XJI0MIIiB Ta aiBUaT
micas mo4yaTky MeHcTpyarid BikoMm Big 10 go 17 pokiB. IlamieHTH, siKi OTpUMYyBajad JIiKyYBaHHS
aTopBacTaTHHOM Y 71031 10 Mr a6o 20 Mr moHs, Majiy 3arajaoM oai0Huid mpod itk HebaKaHUX PeakIlii 10
TaKoro, SIK Y TaIli€HTIB, K OTPUMYBaJIH 1U1ane0o0. Y 11boMy By3bKOMY KOHTPOJILOBAHOMY JTOCITIDKEHHI HE
OyJ10 BUSBIICHO 3HAYYIIOTO BIUIUBY JIKApCHKOTO 3ac00y Ha picT a0 cTaTeBe J03piBaHHS XJIOMIIB a00 Ha
TPHUBAJICTh MEHCTPYAIBHOTO IUKITY y JIIBYAT.

e TpupiuHe BIAKpUTE HEKOHTPOJIbOBAHE JOCIIKEHHS 3a y4yacTio 163 miteilt BikoM Bij 10 mo 15 pokiB 13
TeTEPO3UTOTHOIO CIMEMHOIO TIEPX0JIECTEPUHEMIEIO, JITIS AKUX M1AOUPaH 03y ISl JOCITHEHHS I[IJTbOBOTO
piBast xonectrepuny JIITHIL <130 mr/mm (3,36 Mmonw/n). be3neka Ta epeKTHBHICTH 3aCTOCYBaHHS
aTopBacTaTuHy npu 3HWKeHH1 xosectepuny JIITHIL[ 3a3Buyaii BiAMoOBiNaOTh TOKAa3HUKAM, SKi
CIIOCTEpIrajucs y JOPOCIHMX TAII€HTIB, HE3BaXAr0UM Ha OOMEXKEHHS IUIaHy HEKOHTPOJIHOBAHOTO
OCIIIDKEHHS.



HeoOxigHa KOHCynbTaIlisl MiBYAT MiCTs MOYATKy MEHCTpYalliil M00 KOHTpALEIIii, K0 e JOPEYHO s
MaIi€eHTa.

JIOBrOCTpOKOBOI €(eKTHUBHOCTI Tepamii aTOpBacCTaTUHOM, pO3MOYaToi B JWTHHCTBI Ui 3MEHIIEHHS
3aXBOPIOBAHOCTI Ta CMEPTHOCTI y IOPOCIOMY Billi, HE BCTAHOBJICHO.

besneka Ta edexkTHBHICTH Teparlii aTOpBaCTATHHOM HE BCTAaHOBJIEHA i JiTedl BikoM 10 10 pokiB i3
reTepO3UTOTHOIO CIMEMHOIO TIMePX0JIECTEPUHEMIETO.

Tomo3ucomua cimenina cinepxonecmepunemis

Kniniuna edexTHBHICTh aTopBacTaTUHY y no3ax 10 80 mr/mo0y mpotsrom | poky Oyina oriHeHa y
HEKOHTPOJIbOBAHOMY JOCII/PKEHH] MAaIli€HTIB 13 TOMO3UTOTHOIO CIMEWHOIO TilePXOJIECTEPHHEMIEI0, 10 SKOTO
OyJ0 BKIIFOUEHO § NTiTei.

Ilepedosyeanns.

CHGHI/I(bI‘IHOFO J'IIKYBaHHSI nePCa03yBaHHA aTOPBACTATUHOM HEMaAE. v BI/IHaI[Ky Nepeao3yBaHHA HaH1€HTa CJ'III[
JIIKYBaTI/I CHUMIITOMATHU4YHO Ta 3a HCO6X1I[HOCT1 3aCTOCOBYBaTI/I HlﬂTpI/IMYBaJIBHl 3ax0au. qepe3 BUCOKHI CTyrIlHB
3B HSYBaHHSI aTOpBACTAaTUHY 3 OlIKaMM IIJIa3MH KpOB1 HC ClIiA OYIKYBATH 3HAYHOI'O IMACUJICHHA KIIPCHCY
JIlKapCBKOFO 3aco6y 3a JOIIOMOI' 01O reMomame.

Ho6iuni peaxuii.

VY 3B’513Ky 3 THM, 1110 KJIIHIYHI JOCITIKEHHS IPOBOJATHCS Y PI3HUX YMOBAX, YaCTOTY BUHUKHEHHS HEOaXaHUX
peaxIiif, 110 crocTepiratoThes MiJ] Yac KITHIYHUX JOCIIIKEHb JIKapChKOTo 3ac00y, He MOXHA Oe31ocepeIHbO
MOPIBHIOBATH 3 MOKa3HUKaMH, OTPUMAaHUMM IiJ] Yyac KIIHIYHUX JOCHIHKEHb 1HILIOrO JiKapCchKOro 3acody, Ta
BOHM MOKYTb HE BiJIOBIJIaTH MOKa3HUKAM YaCTOTH, 1110 CIIOCTEPIratoThCsl y KIIHIYHIA MPaKTUI.

3rifHO 3 JaHUMM KIIHIYHMX JOCTI/DKeHb aropBacTaTuHy cepen 16066 mnauieHTiB (8755 orpumyBanu
aTopBactatuH Ta 7311 orpumyBanu mianedo; BikoBuit aiarnazon 10-93 pokwu, 39 % xinok, 91 % eBponeoigHoi
pacu, 3 % HerpoinHoi pacu, 2 % MOHT0I01IHOT pacH, 4 % iHIII1) 3 MeI1aHOO JIIKYBaHHs, III0 CTAHOBMJIA 53 THKHI,
9,7 % mnarieHTiB, SKi OTpUMYyBaJIM aTOPBACTAaTUH, Ta 9,5 % MNali€HTIB, SKi OTPUMYBAJIH IUIALE00, TPUITHHUIH
3aCTOCYBaHHS IpernapaTy yepe3 HeOakaHi peakiii, He3aJeKHO BiJl MPUUYMHHOIO 3B 53Ky 3 IpenapaToM.

IT’s1Tp HalmOIIMpPEHIMKX HeOaXKaHUX PeaKliil y Mali€eHTiB, sIKi OTPUMYBAJIH JIIKYBaHHS aTOPBAaCTaTHHOM, 10
MPU3BOJMIN IO PUIMHEHHS 3aCTOCYBaHHS aTOPBACTATHHY Ta TPAIULUIUCS 3 YAaCTOTOO, BUILOIO HIXK Yy IpyIi
iane6o: mianris (0,7 %), aiapes (0,5 %), nynota (0,4 %), nigBuieHHs piBHs ananiHaMmiHoTpaHchepasu (AJIT)
(0,4 %) Ta meuinkoBux ¢pepmeHnTis (0,4 %).

VY mnami€eHTiB, fKi OTPUMYBAJIM JIKYyBaHHS aTOPBACTATHHOM Yy IUIANe00-KOHTPOJIBOBAHUX JOCIIKEHHSIX
(n=8755), HaifuacTimie crocrepiraaucs Taki HebakaHi peakilii (4actota BUMaKIB 2 % abo Oinble Ta BUIIIE,
HIXK y rpymni miane6o), He3aJeKHO BiJl IPUYUHHOTO 3B s3KY: HazodapuHriT (8,3 %), aptpairis (6,9 %), niapes
(6,8 %), 61np y kiHMiBKax (6,0 %) Ta iHdekIis ceuoBUBITHUX NUXIB (5,7 %).

VY Tabnuui 4 miCyMOBY€ThCS 4acTOTa KIIHIYHUX HEOaXKaHUX PeaKiliid, He3aJeKHO BiJl MPUYMHHOTO 3B S3KY,
3apeecTpoBaHMX y 2 % marfieHTiB abo OuiblIe Ta 3 YaCTOTO0, BUIIOK0, HIXK Y IpyMi 1mianedo, y MalieHTiB, sKi
OTpPHUMYBAJIU JIIKYBaHHs aTopBacTaTuHOM (n=8755), 3a nanumu 17 mare60-KOHTPOIbOBAHUX JTOCIIIKEHb.

Tabmuns 4.
Kniniyni HeGaxani peakxiiii, 1110 BUHUKAIN y 2 % maii€eHTiB Ta Oublle, sIKi OTPUMYBAIIU JTIKYyBaHHS Oy/1b-
SIKOFO JT03010 aTOPBACTATHHY, Ta 3 YACTOTOO, BUII[OKO HIXK TUIaie00, HEe3aIeKHO B IPUIHMHHOTO 3B 3Ky
(% manicHTIB).

HeGaana peakiis™® bynb-ska 10 mr 20 Mr 40 Mr 80 Mr [Tnane6o
mo3a N=8755 N=3908  N=188 N=604 N=4055 N=7311
Hazodapusrit 8,3 12,9 5,3 7 4.2 8,2
ApTpanris 6.9 8,9 11,7 10,6 43 6,5
Hiapes 6,8 7,3 6,4 14,1 5,2 6,3
binb y kiHIiBKaX 6 8,5 3,7 9.3 3,1 5,9




[Hdexuis ce4oBUBITHUX

I 5,7 6,9 6,4 8 4,1 5,6
Hucnencis 4.7 5,9 3,2 6 33 4,3
Hynora 4 3,7 3,7 7,1 3.8 3,5
M’ s130B0-CKEIETHHI O1IIb 3,8 5,2 32 5,1 2,3 3,6
M’s130B1 cna3zMu 3,6 4,6 4.8 5,1 2,4 3
Mianrist 3,5 3,6 5,9 8,4 2,7 3,1
be3conns 3 2,8 1,1 53 2,8 2.9
®apuHTOIapUHTCATBHUN 23 3.9 16 )8 0.7 71
Oi1b ’ ’ ’ ’ ’ ’
* HeGaxxana peaxuist > 2 % y Oynp-siKiif 1031 OibIle HiX 1U1aneo

Jlo iHmmX HebaKaHUX PEaKIliH, MPO SKi TMOBIIOMIISLIIOCS ITiJT 9ac JOCITIKEHb, HAJIe)KATh:

3 60Ky opeanis 30py: HEUITKICTh 30y, OPYLICHHS 30DY.

3 60Ky opeanis ciyxy ma eecmubyiapHo2o anapamy. IyM y ByXax.

3 60Ky pecnipamopHoi cucmemu, opeawnie epyoHoi KIimKu ma cepedocminHs: HOCOBa KPOBOTEYA.

3 60Ky WLIYHKOBO-KUWKOB020 MPAaKmy. IITYHKOBO-KAIIKOBUNA TUCKOM(OPT, BIAPUKKA, METEOPU3M, I'eaTuT,
XoJecTas.

3 60Ky HUpOK ma ce4w08UOLILHOI cucmemu. TCHKOIUTOYPIs.

3 6oxy 0bMminy peuosun, memabonizmy: TABUIICHHS TPaHCAMiHAa3, BIIXWICHHS BiJl HOPMH (DYHKIIIOHATBHHIX
npo0 MeviHKH, MiIBUIICHHS PiBHA JTyXHOI QocdaTasu B KpoBi, miasuiieHHs aktuBHocTi KOK, rinepriikemis.
3 60Ky Hep6oBoi cucmemu: JKaxJIUB1 CHOBUIIHHS.

3 60Ky wiKipu ma niOwKipHoi K1imKO8UHU: KPOTIUB STHKA.

3 6oxy onopHo-pyxo6oi cucmemu ma CHONYYHOI MKAHUHU: M SI30BO-CKEIIETHUN Oinb, MiJBUIICHA
BTOMJIIOBAHICTh M’s13iB, Oifb y mui, HaOpsKaHHS Cyriao0iB, TeHAMHOMATIsA (1HOAI YCKIJIAQJHEHA pPO3PUBOM
CYXOXKHUILIA).

3 60xy penpodykmusHoi cucmemu ma QYHKYii MOJIOYHUX 37103 TTHEKOMACTIS.

3acanvui po3naou. BIMIYTTS HE3MYKaHHA, TIPEKCis.

Bci mo6ivHi peakiiii mpuBeIeHO 3a CHCTEMOIO KJIaciB Ta OpraHiB Ta YaCTOTOXO: Iyxe 9acto (> 1/10),acto (>1/100
—<1/10), mewacro (>1/1 000 —<1/100), piako (=1/10000 —<1/1000), myxe pinko (<1/10 000), gacroTa HEBiZOMA
(HE MOXKYTh OyTH OIlIHEH] 32 HASBHUMU JTAHUMHU ).

3 60Ky opeanis 30py: HEUACTO — 3aTYMaHEHHS 30Dy .

3 6oky pecnipamopHoi cucmemu, opeauie epyOHoI KiimKu ma cepedoCminHs. 4acTo — O y TOPJIi Ta TOPTaHi.
3 60Ky WLIYHKOBO-KUWKO8020 MPAKMY: 4aCTO — 3a1I0P; HEYACTO — MaHKPEATUT, OJIFOBAHHSI.

3 6oky neuinku i H#08408UBIOHUX WIAXIB. TyKE PIIKO — MEYIHKOBA HEIOCTATHICTb.

3 60xy 0bMminy peyosun, memaboizMy. HEYACTO — TINOTITIKEMisl, 301IBIIICHHS MAacH Tija, aHOPEKCisl.

3 60Ky Hepsosoi cucmemu: 4acCTO — TOJIOBHUU Oib;, HEYACTO — 3allaMOPOYCHHS, MapecTesis, Tirmecresis,
JIMCTEB3is1, aMHE31s; PiIKO — nepudepruyHa Helpomnaris.

3 6oxy kposi ma rimgamuunoi cucmemu: PigKo — TPOMOOIUTOTICHIS.

3 6oky imyHHOT cucmemu: 9acTo — allePTivHi peakiii; Tyke piako — aHadimakcis.

3 6oky wkipu ma niOwKIipHOi K1imMKOGUHU: HEYACTO — IIKIpHI BUCHUIIAHHS, CBEPOLK, aJIOMEIis; PiIKo —
aHTIOHEBPOTUYHUN HAOpsK, Oynbo3HHMI naepMaTHT (y TOMY 4YHCIl MyJIbTHU()OpPMHA epuTeMa), CHHIPOM
CriBenca-J[>kOHCOHA Ta TOKCHYHUH eMigepMaTbHII HEKPOITi3.

3 6oky onopHo-pyx080i cucmemu ma cnoiyuHOi MKAHUHU: 9acTo — OlIb y cyriao0ax, OUTh y CIHHI; PiTKO —
Miomarisi, MiO3UT, paba0MiOIIi3.

3acanvui poznadu: HEYACTO — aCTeHis, OUTb Y TPYIIX, epueprudHi HAOPSIKU, CTOMIIOBAHICTb.

Jlabopamopui noxazHukuy: 9acTo — BIAXWJICHHS Pe3yJIbTaTiB (QYHKI[IOHAILHUX MPOO MEUYiHKH, TiABUIICHHS
aktuBHOCTI KDK kpoBi; HEYacTO — MO3UTHUBHUI PE3yNIbTAT aHATI3y Ha BMICT JIGHKOIIMTIB y CEHi.



Sk 1 mpu 3actocyBaHHi iHIUX iHri6iTOpiB 'MI'-K0oA-penykTasu, y naiieHTis, ski NpuiMaiu aTopBacTaTHH,
CIOCTepirajay MiJBUILEHHS AaKTUBHOCTI TpaHCaMiHa3 CHpoBaTKM Kposi. Lli 3miHM 3a3BHuail Oynm ciabko
BUPAKEHUMHU, THMYACOBUMU Ta HE MOTpeOyBau BTpy4aHHs a0o JikyBaHHA. KIliHIYHO 3HavyIle MiBUIIEHHS
aKTUBHOCTI TpaHCcaMiHa3 cUpoBaTKu KpoBi (nmepeBuiiieHHss BMH Ginbiie Hixk y 3 pasu) cnoctepiranu y 0,8 %
NAI€HTIB, SKI NpUiiMaIu aropBacTaTuH. Lle miBUIIEHHS Mo J0303aJIeKHUNA XapakTep Ta 0yi10 000pOTHUM
y BCIX Malli€HTIB.

VY 2,5 % nartieHTiB, SKi NpUMaIl aTopBacTaTHH, CIIOCTepiraau 3pocTanns akTuBHocTI KK cupoBatku Kposi,
o Oinbire Hik y 3 pa3u nepeBunyBaia BMH. Lle 30iraetbcs 31 ciocTepe:KeHHSIMU TIPU 3aCTOCYBaHHI 1HIIUX
iari6itTopie ['MI'-KoA-peaykra3u y mpoueci kmiHIYHHX JHociimkeHb. Y 0,4 % maiieHTiB, sKi OTpUMYBaJU
aTopBacTaTHH, CIIOCTepiraiucs piBHi, mo nepesuirysaan BMH 6inbiie Hix y 10 pa3is.

[To6iunHi peakiii, sIKi BUHMKJIM TiJ 4Yac IOCHIIKEHb: 1H(EKIlisl CEYOBUBIIHOTO TPAKTY, LIYKPOBHH miaber,
1HCYJIBT.

VY nocnimkxenni ASCOT (Anglo-Scandinavian Cardiac Outcomes Trial), sike Bxmrodano 10305 ydacHukiB
(BixoBwii nianazon 40—80 pokiB, 19 % xiHok; 94,6 % NMpeacTaBHUKIB €BPONEOIIHOI pacH, 2,6 % MpeaCcTaBHUKIB
HerpoinHoi pacu, 1,5 % miBaeHHO-a3ilicbkoro moxoxeHHs Ta 1,3 % 3MIIIaHOTO MOXOIKEHHS/IHIIUX), SKi
OTPUMYBAJIM JIIKYBaHHs atopBacTaTiHOM y A031 10 mMr mozaerHo (n=5168) abo miramnedo (n=5137), npodinb
0e3MeKH Ta NePEeHOCUMOCT] y Malli€HTIB, K1 OTPUMYBAJIM aTOPBACTATHH, OyB MMOPIBHIOBAHUM 3 TaKUM Y Ipymi
1ane6o0 BIPOIOBK MEepioly MOJANBIION0 CIIOCTEPEKEHHS 3 MEIIaHOIO TPUBAIOCTI 3,3 pOKY.

VY nocnimxenHi CARDS (Collaborative Atorvastatin Diabetes Study), sxe Bkmowano 2838 mariieHTiB (y
BIKOBOMY Jiamna3oHi 39—77 pokiB, 32 % xiHok; 94,3 % mpeacTaBHUKIB €BpONEOinHOI pacH, 2,4 % miBAEeHHO-
a31iCHKOT0 MOXOXKEeHHS, 2,3 % adpo-kapubCcbKoro noxopkeHHs Ta 1 % iHmmXx) i3 ykposuM niadberom I tumy,
SK1 OTPUMYBAJIH JIKYBaHHS aTOPBACTaTHHOM Y J1031 10 mr Ha 100y (n=1428) abo mnanedo (n=1410), ne
CIIOCTEPIrajocs >KOAHOI PI3HULI y 3araibHiid 4acToTi HeOaXkaHUX peakiii abo cepilo3HuX HebaKaHUX peakIii
MDXK TpyIaMH JIKYBaHHS BIIPOJIOBXK IMEPiOAY MOJANBIIONO CIIOCTEPEKEHHS 3 MEIaHOI0 TPUBAJIOCTI 3,9 poKy.
ITpo xonH1 BUMAaIKK pabaoMioii3y HE MOBIAOMIISIOCS.

VY nocnimkenni TNT (Treating to New Targets Study), sike Bkmtogano 10001 namienra (BikoBuii nianazon 29—78
pokiB, 19 % xiHok; 94,1 % mpencTaBHUKIB €BpomneoiqHoi pacH, 2,9 % npeacraBHUKIB HerpoinHoi pacu, 1,0 %
NPeJCTaBHUKIB MOHI0JI0iHOT pacu Ta 2,0 % 1HIINX) 3 KJIIHIYHO BUPAXKEHOIO 1IIEMIYHOI0 XBOPOOOIO ceplis, sIKi
OTpUMYBaJIM aTopBacTaTHH y 7031 10 Mr Ha 100y (n=5006) abo atopBactatuH y 1031 80 Mr Ha 100y (n=4995),
criocTepiraiucs OUIbII cepilo3Hi Heba)kaHl peakiii Ta BUIAJKKU MPUIMHEHHS 3aCTOCYBaHHS aTOPBACTAaTHHY
yepe3 HebaXkaHi peaklii y rpymi namieHTiB, SIKi OTpUMYBaJId BUCOKI 103U atopBacTatuny (92, 1,8 %; 497, 9,9 %
BIJITIOBITHO), MOPIBHSHO 3 TPYIOIO MAIIE€HTIB, AKI OTPUMYBAJIM HU3bKI 703U atopBacTatuny (69, 1,4 %; 404,
8,1 % BiAMOBIIHO), BIPOJOBXK MEPioy NOAAIBIIOTO CIOCTEPEKEHHS 3 MeIiaHok0 TpuBasiocTi 4,9 poky. Criiiki
IiABUILEHHS piBHSA TpaHcaminas (y 3 pasu abo O6inbiie Bume BMH, nBiui Bipogoxk 4—10 aHiB) cocTepiranucs
y 62 (1,3 %) ocib, sixi oTpuMyBau aropBacTatuH y 1031 80 Mmrtay 9 (0,2 %) ocib, siki OTpuMyBajIi aTOPBACTATUH
y o031 10 mr. IMigsumenss pias KK (y 10 pa3iB a6o 6inbiue Buiie BMH) 6ynu 3aranom HU3bkuMH, ane Oyiu
BUIIMMH Y TPYII MalLli€HTIB, SKI OTPUMYBAJIX BUCOKI 03U atopBactatuny (13, 0,3 %), MOpiBHAHO 3 IPYyIOI0
MAI€HTIB, SIKi OTPUMYBAJIM HU3bKI 1031 aTopBacTatuny (6, 0,1 %).

VY nocnimxenni IDEAL (Incremental Decrease in Endpoints through Aggressive Lipid Lowering Study), sike
BKirouano 8888 marieHtiB (y BikoBoMmy niama3zoHi 26—80 pokiB, 19 % xiHok; 99,3 % mnpencraBHUKIB
eBporeoinHoi pacu, 0,4 % npeacTaBHUKIB MOHI0J1011HOT pacH, 0,3 % npenctaBHUKIB HerpoiaHoi pacu Ta 0,04 %
HIINX), IKI OTPUMYBaJIU aTopBacTaTUH y 1031 80 Mr/no0y (n=4439) abo cumBactatul y 1031 2040 mr Ha 100y
(n=4449), He croctepiranocs >K0JHOI BIIMIHHOCTI y 3arajbHii 4acToTi HeOaXXaHUX peakiii abo cephHo3HUX
HeOaXaHHUX peakliil MK IpynamMu JIIKyBaHHs BIIPOJOBXK HEpioy MOAAIBIIOTO CIOCTEPEXKEHHS 3 MEIIaHOI0
TpUBaIOCTIi 4,8 POKy.

VY nocnimxenni SPARCL (Stroke Prevention by Aggressive Reduction in Cholesterol Levels), sike Bkitouano
4731 namienra (BikoBuii miamazon 21-92 pokwu, 40 % xiHok; 93,3 % npeacTaBHUKIB eBponeoinHoi pacH, 3,0 %
MpeJICTaBHUKIB HerpoinHoi pacu, 0,6 % mpencTaBHUKIB MOHTOJOiMHOI pacu Ta 3,1 % iHmUX) 6e3 KIiHIYHO



BUPAXKEHOI 1IIEMIYHOT XBOpPOOHU ceplis, ajie 3 HasBHICTIO B aHAMHE31 1HCYJIBTY a00 TPaH3UTOPHOI iIIeMi4HOT
aTaK MPOTIroM MOMeEpeaHiX 6 MicALiB, sIKI OTPUMYBAJIM aTopBacTaTHH y A031 80 Mr (n=2365) abo miarebo
(n=2366), ynpoaoBxk NepioAy MOAATBIION0 CIIOCTEPEKEHHS 3 MeIiaHO0 TpUBANOCTI 4,9 poKy criocTepiraiacs
BUIIIA YaCTOTA BUMAJKIB CTIHKOrO MiJABUILEHHS PiBHS MEYIHKOBUX TpaHcaMiHa3z (y 3 pas3u abo Oijblie BHILE
BMH pngiui BripogoBx 4—10 nHIB) y rpymi Mami€eHTis, ki oTpuMmyBaiu aropBactatul (0,9 %), mopiBHAHO 3
rpynoto mianebo (0,1 %). Bunaaku nigsumenns pisus KK (y 10 pasiB Bume BMH) Oynu pinkicHumu, ane
CIIOCTepirajucs yacTille y TPpyIli Nali€HTiB, sIKi OTpUMYBaJId aTOPBACTaTHH (0,1 %), Hix y rpymi rane6o
(0,0 %). LykpoBuii niaber OyB 3apeecTpoBaHMi K HeOakaHa peakiis y 144 namientiB (6,1 %) rpymu, sxa
oTpuMyBalla aropBacTaTuH, Ta y 89 mamienrtiB (3,8 %) rpynu mnane6o (auB. po3ain «OcobmuBoCTi
3aCTOCYBAHHSA»).

ITpu post-hoc anaini3i MpoAEMOHCTPOBAHO, 1110 ATOPBACTATUH y 1031 80 MI' 3MEHIIIyBaB YacTOTY 1IIEMIYHOTO
iHCYnBTY (218 13 2365, 9,2 %, potu 274 3 2366, 11,6 %) Ta miABHUIyBaB YaCTOTY BHUIAJKIB T€MOPariyHOTO
iHCYNBTY (55 3 2365, 2,3 %, mpotu 33 3 2366, 1,4 %) nopiBHsHO 3 miare6o. YacToTa BUMAKIB JIETATBLHOTO
reMOpariyHoro iHCynbTy Oyia moaiOHo0 Mix rpynamMu (17 BUMaaKiB y IpyIi aTOPBACTATUHY MOPIBHAHO 3 18
BUMA/IKaMHU Y rpymi miane6o). YacToTa BUNaIKiB HEJNETAIBHOTO TeMOPAriyHOro 1HCYJIbTY OyJia 3Ha4HO BUILIOKO
y Ipymi MaIi€HTiB, SIKI OTPUMYyBaJIM aTopBacTaTHH (38 BUIAAKIB HEJNETAJIHHOIO TeMOPAariyHoOro iHCYJbTY),
NOPIBHAHO 3 Tpymnoro miane6o (16 BumajnkiB HeNETaTbHOIO IeMOpPAridyHoro iHcynbTy). BusBuiocs, mo
NAI€HTH, AK1 BCTYIHIIH 10 TOCIIKEHHS 3 TeMOPariYHUM 1HCYJIbTOM B aHaMHe31, OTpUMAaIIU MiABUILICHUN PU3HK
remopariuHoro iHcyabTy (7 (16 %) y rpymi aTopBacTaTHUHY, IPoTH 2 (4 %) y rpymi miane6o).

3HayynMX BIAMIHHOCTEH MK IpynamHu JIIKyBaHHS I[0JI0 JIETAJILHOCTI 3 yCiX MPUYHMH HE criocTepiranocs: 216
(9,1 %) y rpyri, sika oTpuMyBaJia aTopBacTaTiH y 1031 80 Mr/no0y, mpotu 211 (8,9 %) y rpymi muiane6o. Yactuna
MAIIE€HTIB, SKI TOMEPIJIN Yepe3 CepLeBO-CYyAUHHY MAaTOJIOriI0, OyJia YMCeIbHO MEHILOK Y Py Malli€HTIB, SKi
oTpuMyBaiiu aTopBacTaTiH y 1031 80 Mr (3,3 %), Hixk y rpymi miamnebo (4,1 %). YacTuHa naIlieHTiB, siKi TOMEPIN
HE 4Yepe3 CeplLeBO-CyIMHHY IaToJOrio, Oyla YUCEeIbHO OUIBLIOI Yy TpyMi NAali€HTIB, SKI OTPUMYBAIH
atopBacTatuH y 1031 80 mr (5,0 %), Hixk y Tpymi manebo (4,0 %).

IToGiyHi peakuii mig yac KIIHIYHUX JOCTIDKEHb 3aCTOCYBAHHS aTOPBACTATUHY Y AiTEH

ITix yac 26-THKHEBOTO KOHTPOJIBOBAHOTO JOCIIKEHHS Y XJIOMIIB Ta y JIiBYAT MiCJsl MOYaTKy MEHCTpyallii 3
reTepO3UTrOTHOIO CIMEHHOIO rinepxonectepuneMieto (Bikom Bia 10 no 17 pokiB) (n=140, 31 % — xiHo4oi cTaTi;
92 % — npeAcTaBHUKMU €BPOIEOIAHOI pacH, 1,6 % — npeactaBHUKN HETpoinHOi pacH, 1,6 % — npencTaBHUKH
MOHTIOJIOiTHOT pacu Ta 4,8 % — NpeACTaBHUKHU 1HIIWX €THIYHUX Tpyl) Npodiss O6e3neku Ta NepeHOCUMOCTI
atopBactaTuHy B 7031 Big 10 Mr no 20 mMr Ha 100y SK JOTOBHEHHS A0 MIE€TH Ui 3HM)KEHHS 3arajbHOro
xonectepuny, piBHs xonectepuny JIITHIL Ta piBas anoninonporeiny B O6yB 3aranom nogioHum 1o npodiato
iane6o.

Hoceio nocmpeecmpayitino2o 3acmocy8aHus amopeacmamumy.

[IpoTsiroMm moOCTpeecTpaliifHOr0 3aCTOCYBaHHS aTpBAacTaTUHY OyliM BHSBIEHI HM)K4Ye3a3HaueHl HeOakaHi
peakuii. OCKUTBKM TPO Il peakiii MOBIAOMISIETbCA Ha JOOPOBUIBHIA OCHOBI BiJ TOMYJALIl HEBITOMOI
YHCEIbHOCTI, HE 3aBXKM MOXIIUBO JOCTOBIPHO OLIIHUTH iX YAaCTOTY a00 BCTAHOBUTHU NMPHUYUHHO-HACITIIKOBUI
3B’S130K 13 3aCTOCYBaHHSAM JIIKAPCHKOTO 3aC00Y.

Jlo HeOaxkaHUWX peakiliii, MOB’sI3aHUX 13 JIKYBaHHSM aTOPBACTATHHOM, HE3aJIEKHO BiJ OIIHKM MPUYUHHO-
HACIIIZIKOBOTO 3B’S3Ky, HajekaTh peakuii: aHadijgakcisi, aHTIOHEBPOTUYHUN HAOPSK, OyJIbO3HI BUCHIIAHHS
(30Kpema ekcyaaTuBHa MyJIbTH(OpMHa epuTema, cuHipoM CriBeHca-/[)koHCOHA Ta TOKCUYHUH erlifiepMalIbHUI
HEKpoIi3), pabaoMioni3, MIO3UT, MiJBUIEHA BTOMIIOBaHICTh, PO3PUB CYXOXKHJUIA, JeTajlbHa Ta HeJeTalbHa
MEYiHKOBAa HEIOCTaTHICTh, 3allaMOpPOYEHHA, Jempecis, mnepudepuuHa HelpomaTis, NaHKpeaTUT Ta
IHTepCTHULIIaTbHA XBOPOOa JIET€Hb.

Haaxoaunu pigkicHi MOBiTOMIIEHHS PO BUMIAJAKH IMYHOJIOT1YHO OMTOCEPEAKOBAHOT HEKPOTHU3YBAITBLHOT MiOMIATI1,
MOB’s13aHOT 13 3aCTOCYBAaHHSAM CTaTHUHIB (IUB. po3Ai «OCOOIMBOCTI 3aCTOCYBAHHS).

Hanxoaunu pinkicHI mocTpeecTpaiiifHi MoBiIOMIICHHS PO KOTHITUBHI po3Naau (HAIPHUKIAl, BTpaTa maMm’ sTi,
0e3maM’sITHICTh, aMHE3isl, MOPYLIEHHS IaM’sTi, CIUIyTaHICTh CBIZIOMOCTI), MOB’S3aHi 13 3aCTOCYBaHHIM




cratuHiB. Ll KOTHITUBHI po3ianu OyiM 3apeecTpoBaHi MPH 3aCTOCYBAaHHI BCIX CTATHHIB. 3BITH 3arajom He
BITHOCWJIUCH JI0 KaTeropii cepiio3Hux HeOakaHUX peakwiil Ta 111 IposiBU OyI1 00OPOTHUMH MICIIs IPUITHMHEHHS
NpUHOMY CTaTUHIB, MaJIU PI3HUM Yac 10 TOYATKY NPOsIBY cUMOTOMY (Bi | THS 0 KITBKOX POKIB) Ta 3HUKHEHHS
CHUMIITOMY (MeZliaHa TPUBAJIOCTI CTAHOBMJIA 3 THIKHI).

ITig yac 3acToCyBaHHS JESKMX CTaTWHIB OyJM OMHCaHI Taki HeOakaHl SBUILNA: po3jax cTaTeBoi (YyHKIIIT;
BUHSTKOBI BUIAKU IHTEPCTHULIAIEHOI XBOPOOH JIETEHIB, 0COOIUBO i Yac JOBFOCTPOKOBOT'O JIIKYBaHHS.

I1ix yac MOCTMapKETUHIOBUX CHOCTEPEKEHD MOBIIOMIISIIOCS PO HIKYE3a3HAYeH1 MOOIYHI PeaKIlii.

3 6oky opeanis cyxy ma eecmubynApHO20 anapamy: WyM y ByXax.

3 60Ky WIYHKOBO-KUWKO08020 mpakmy: Oib y )KUBOTI.

3 6oxy obminy peyosur, memabonizmy: 301TbIICHHS] MACH Tija.

3 6oxky Hepsosoi cucmemu: TOINOBHUHN O1ITb, TileCTE31s, JUCTEB3is.

3 60oky Kkposi ma nimgpamuunoi cucmemu: TPOMOOIIUTONICHISL.

3 60Ky imyHHOI cucmemu: anepriubi peakuii, anagitakcis (y ToMy yucii aHaiIaKTHYHUH [I0K).

3 60Ky wiKipu ma niOwKIpHOi KNiMKOGUHU. KPOTIUB STHKA.

3 60Ky onopHo-pyx080i cucmemu ma cnOIYYHOI MKAHUKHU: APTPANTis, OIb y CITUHI.

3aeanvui posnaou: Ou1b y rpyasax, nepudepuyHuii HaOpsK, HE3/LyKaHHs, BTOMA.

Jlabopamopmni noxaznuku: nigsuiieHHs aktuBHocTi AJIT, miaBumenHs aktuBHOCTI KDK kpoBi.
Llosidomnenns npo nido3posani noOIYHI peaxyii.

[ToBinomieHHsT MpO MifO3proBaHi MOOIYHI peakiii micias peecTpauii JIKapChKOTO 3aco0y € BaXKJIHMBOIO
npoueaypor. e 703Bosie MpoaOBKYBATH MOHITOPUHT CITIBBITHOIICHHS «KOPUCTh/PU3UK» ISl BIATIOBITHOTO
JKapCchKOro 3aco0y. MeauuHuM MNparniBHUKaM HEOoOXiTHO MOBIIOMIISATH MPO OyAb-sKi MiZ03pIOBaHi MOOiIuH1
peaxiiii yepe3 HalllOHAJIbHY CUCTEMY MTOB1IOMJICHb.

Tepmin npuoamuocmi. 2 poxu.

YMoBHu 30epiranus.
30epiraT B OpUriHaJIBHIN yIakoBIl Npu Temreparypi He Buie 25 °C. 306epiratu y HeJJOCTYITHOMY JJIs AiTei
MiCIIi.

YnakoBka.

ITo 10 TabneTox y KOHTYpHiM 4apyHKOBiil ymakoBlLi; MO 3 KOHTYpHI YapyHKOBI yMaKOBKM Yy mauiyi; mo 14
TabJIETOK y KOHTYPHIN 4apyHKOBil ynakoBIli; M0 2 KOHTYPHI YapyHKOBI YIIaKOBKHU Y Haylli.

Kareropis Binmycky. 3a penenrom.

Bupoonuk. [IpAT «Papmaneruyna pipma «JapHurs».
Micue3HaxoakeHHs] BUPOOHUKA TAa agpeca Micusi MPOBAKeHHsI HOro AislJIbHOCTI.
VYxkpaina, 02093, m. KuiB, Byn. bopucninsceka, 13.



