IHCTPYKIIIA

IJIs1 MEJUYIHOT 0 3aCTOCYBaHHSI JTIKaPCHKOT0 3aC00y

KJIIBAC® ILITIOC

(CLIVAS PLUS)

Cknao:
0itoui peyosuHu:

10 mr/10 Mr: 1 TabmeTka MicTuTh 10,4 MTr po3yBacTaTUHY KaJbllilo, 1110 eKBiBameHTHO 10,0 mMr
po3yBactaTury Ta 10,0 Mr e3eTuMiOy;

20 mr/10 mr: 1 TabneTka mictuTh 20,8 Mr po3yBacTaTHHY KaJlblliio, 110 eKBiBaneHTHO 20,0 Mr
po3yBacTaTuHy Ta 10,0 Mr e3eTumioy;

40 mr/10 mr: 1 TabneTtka MicTuTh 41,6 MT po3yBacTaTUHY KaJbllio, 110 eKBiBameHTHO 40,0 MT
po3yBacTaTuHy Ta 10,0 Mr e3eTumioy;

0ONOMIJCHI PeYOBUHU:

nns Tabaetok 10 Mr/10 Mr: makTo3a, MOHOTiIpaT; HATPil0 KpocKapMeo3a; moBigon K-29/32; HaTpito
nmaypuincynbdat; Lenrono3a Mikpokpucrtaniyda 102; rimnpomenosa 2910; KpeMHil0 AiOKCU[ KOTOITHUM
6e3BofHMIi; MarHilo cTeapaT; o6onoHKa TabneTku Opadry Beige 02F270003 (rimpomesnosa 2910

(E 464); 3anisa okcup xkoBtuii (E 172); Tutany miokcup (E 171); makporon 4000 (E 1521); Tanek

(E 553b));

mist Tabnetok 20 mr/10 Mr: 1aKTo3a, MOHOTIOPAT; HATPilo KpocKapMeno3a; moBigon K-29/32; HaTpito
nmaypuicynabdart; mentono3a Mikpokpucranigia 102; rinpomMenosa 2910; KpeMHiio iOKCU KOJIOITHUM
0e3BOMHMIL; MaTHi0 cTeapaT; 00010HKa TabneTku Vivacoat PC-2P-308 (rimpomenosa 6 (E 464);
tutany giokcup (E 171); tanek (E 553b); makporon 4000 (E 1521); 3anmiza oKCup KOBTHiA

(E 172));

nns Tabaetok 40 Mr/10 Mr: 1akTo3a, MOHOTiIpaT; HATPil0 KpocKapMeso3a; moBigon K-29/32; HaTpito
naypuincynbdat; Lenrono3a MikpokpucTtaniyda 102; rimnpomenosa 2910; KpeMHil0 AiOKCU[ KOTOITHUM
0e3BofHMI; MarHilo cTeapaT; o6onoHKa TabneTku Opadry White OY-L-28900 (;1akT03a, MOHOTIgpaT;

rimpomeno3a 2910 (E 464); Tutany giokcup (E 171); makporon 4000 (E 1521)).

JlikapcbKa popMa: TaONIeTKH, BKPUTI IIiBKOBOIO 000JI0HKOIO.
OcHosHI (i3uko-xiMiyHI 81acmusocmi.

10 m2/10 me: 6exkeBi KPyTJIi MBOOMYKIT TabIeTKH, BKPHUTI IIJIiBKOBOIO 000JIOHKOI0, iaMeTpoM
npubnu3no 10 MM 3 TucHeHHSM «EL 4» 3 omHOT0 OOKY;



20 m2/10 me: XKOBTi KPyTJIi ABOOMYKII TabIeTKH, BKPUTI IIJTiBKOBOIO 000JIOHKOIO, HiaMeTPOM
npubnu3no 10 MM 3 TucHeHHSIM «EL 3» 3 omHOT0 OOKY;

40 m2/10 me: 6ini Kpyri ABOOMYKIT TaONeTKH, BKPUTI IIJTiIBKOBOIO 000IOHKOIO, AiaMeTPpOM IIpUbIU3HO
10 MM 3 TucHeHHsIM «EL 2» 3 omHOTr0 OOKY.

®apMakoTepaneBTUYHA I'pyma. [noninigemiuni 3acobu. Iuribitopu 'MI-KoA-penykTasu B
KoMOiHalii 3 iHmuMu rinoninigeMiyHrMu 3aco0aMy; PO3yBacTaTHH Ta e3eTUMiO.

Kon ATX C10B A06.

dPapmako102iuHi 8 1acmueocmi.
®apmakoduHamika.

Jlikapcekui 3acib MicTUTh €3eTUMI0 Ta po3yBaCTaTHH - [IBi rimomimigemMiuHi cronyku i3
B3a€EMOJONOBHIOIOUUMY MeXaHi3MaMu [ii. BiH 3HMXKY€ MifBUIlleH] piBHI 3arajJbHOTO XOJIECTEPUHY
(3aranpHOro XC), X0JIECTEPUHY JIINMONPOTEIHIB HU3bKOI miinbHOCTI (XC JIITHII), anoninonpoTeiny B
(Amo B), Tpurniuepupnis (TT') Ta xonectepuny He-JITIBII (XC ue-JITIBII), a TakoXk 30inbIye piBeHb
X0JIeCTepUHY minonpoTeiniB Bucokoi miinbHOCTi (XC JITIBIII) 1mssxoM mogBidHOTO iHTi6yBaHHS
abcopOiril Ta CHHTE3Y X0IECTePHUHY.

PosysacmamuH

MexaHi3M mil

Po3yBacTaTuH — Ile CeJIeKTUBHUM Ta KOHKYpeHTHuM iuribitop I'MI'-KoA-penykrasu, pepMeHTy, 1110
PeryIioe MIBUOKICTh peakilil Ta epeTBOPIOE 3-TigPOKCH-3-MeTUNTIyTapuil KopepMeHT A Ha
MeBaJIOHAT, IoTIePeJHUK XojiecTeprHy. OCHOBHHM MiclleM fil po3yBacTaTUHY € MediHKa, OpraH-
MillleHb [J1s 3MEeHIIIeHHS PiBHIB X0JIECTEPUHY.

Po3yBacTtaTuH 30i1bIIy€e KiTbKICTh IEUiHKOBUX PELIEIITOPIB JIIMOMPOTEIHIB HU3BKOI IIiTbHOCTI
(JITTHILI) Ha mOBEepPXHi KITiTWH, ITOCUJTIOIOYM 3aXOIJIeHHS Ta KaTtabomiam JITTHII, Ta mpurHiuye
IIeYiHKOBUY CUHTE3 JIMONPOTEIHIB JyKe HU3bKOI1 minbHOCTi (JITIIHII), TakuM YMHOM, 3MEHIIYIOYH
3arasibHy KifbKicTh yacTuroK JITTITHII Tta JITTHIII.

Ezemumib

MexaHi3M mil

E3eTuMi0 - 1le mpefcTaBHUK HOBOTO KJIACy JIiMiMO3HUXKYBaTbHUX PEYOBUH, SIKi CEJIEKTUBHO
IIPUTHIYYIOTh BCMOKTYBaHHS B KMIIEYHUKY XOJI€CTEPHHY Ta 3B’I3aHUX 3 HUM POCIIMHHUX CTEPOJIiB.
E3eTuMib 3aCTOCOBYETHCS ITepPOPAIbHO Ta Ma€ MexXaHi3M fil, BifMiHHUM Bifl iHIINX KJ1aciB
X0JIeCTEPUHO3HUKYBaIbHUX MIPenaparTiB (HaopuKia CTaTUHIB, CEKBECTPAHTIB JKOBYHUX KHACIIOT
(cMonu), KUCTTOTHUX TOXifHUX (ibpaTiB Ta POCIMHHUX CTaHOJIB). MOJIEKyISPHOIO MillIeHHIO
e3eTuMiOy € nepeHocHuK cteposiB Niemann-Pick Cl-Like 1 (NPC1L1), mo Bigmosigae 3a
BCMOKTYBaHHS XOJIECTEPHHY Ta (iTOCTEPOJIiB Y KUIIEYHUKY.

Mictue fii e3eTuMiOy - m1iTKOBa 00/1sIMiBKa TOHKOI KUIIIKH, [Ie BiH IIPUTHiIUye abCOpPOIliio X0IeCTEPHHY,



3MEHIIYI0YH HOT0 MOTPAIJITHHS 3 KUIIEeYHUKY Y MeYiHKy. Y CBOIO Yepry, CTaTUHU 3HUXKYIOTh CHHTE3
XOJIECTePUHY B IEYiHIN, @ Pa30M IIi MexaHi3Mu 3a0e3MeuyoTh JOOATKOBE 3HUXKEHHS PiBHS
X0JIeCTEepUHY. Y 2-TUXKHEBOMY KJIIHIYHOMY [OCIIiAXKeHH] 3a y4acTio 18 maljieHTis 3
rinepxonectepuHeMielo e3eTuMib 3HKKYBaB a0CcopOIIii0 X0mecTepuny Ha 54 % mopiBHSHO 3 myalebo.

dapmakonuHaMiuHi eheKkTH

PosyBacTaTuH 3HUXKYE HifBUIlleHUH piBeHb xXonecTepuny JIITHII, 3aranpHOro xomecTepuny ta
TPUTJIILEPUAIB, a TaKOXK MMiABUILY€E piBeHb Xonectepuny JIIIBII. Bin Takox 3HUXKYye piBeHb Ano B, XC
He-JITIBII, XC JITIOHIL, TT JITITHIII, a Takox migBuinye piBeHb Ano A-I (nuB. Tabnuio 1). Takox
po3yBacTaTuH 3HUXKYE criBBigHOmenHs XC JIITHII/XC JITIBI, 3aransauy XC/XC JITIBII ta XC He-
JITIBII/XC JITIBII i Ao B/Amo A-I.

Tabnuis 1

Ilo303anexHui epeKT y Malli€HTiB 3 IEPBUHHOIO TrinepxoectepuHeMiero (tumy Ila ta I1b)
(ckopurosasa cepefHs 3MiHa y % Bifi BUXiTHOTO PiBHSA)

[To3a N XC SaranpHuy  [XC JITIBII [TT XC He- |AmoB |Amo A-I
JITIHIIT  [XC JITIBIII

[Tmane6o |13 -7 -5 3 -3 -7 -3 0

5 Mr 17 -45 -33 13 -35 -44 -38 4

10 mr 17 -52 -36 14 -10 -48 -42 4

20 Mr 17 -55 -40 8 -23 -51 -46 5

40 mr 18 -63 -46 10 -28 -60 -54 0

TepaneBTuyHu e(PeKT IPOABIAAETHCS NMPOTATOM 1 THXKHS IiCIISI TOYaATKY 3aCTOCYBaHHS IIpenapary, a
yepe3 2 TUXKHI JIiKyBaHHS eeKT cTaHOBUTH 90 % Big MaKCHMaIbHO MOXKJIUBOr0. MaKCHMaIbHUN
eeKT 3a3BUYa JOCATAEThCA Yepe3 4 TUXKHI Ta MIgTPUMY€EThCSA Hafdali.

Eszemumib

I BU3HAUYEHHS CEeJIeKTUBHOCTI e3eTuMiby y iHribyBaHHi abcop6ilii xonectepuHy 6y0 IpoBeNeHO

HU3Ky [OKTiHIYHUX focrigxeHnsb. E3eTumi6 inribysas a6cop6miio [“C]-xonecTepuHy, He BIIMBAIOYH
Ha abcopO11ito TPUTTIEePUAiB, KUPHUX KHUCIIOT, 2KOBYHUX KHUCJIOT, IPOTECTEPOHY, eTUHiNeCcTpafiony
a00 XKMUPOPO3YMHHUX BiTaMiHiB A i D.

EnigeMiosnoriuysi gocnigKeHHsI BCTaHOBUJIU NPSIMOIPOIIOPIIiIMHY 3aJIe’KHICTh TOKAa3HUKIB CepleBo-
CYIMHHOI 3aXBOPIOBAHOCTI Ta CMEPTHOCTI Bif piBHs 3aranbHoro XC ta XC JITTHIII i o6epHEeHO
TIPOTIOPIIiHY 3anexHicTs Bifg piBHs XC JITIBIII. 3acTocyBaHHs €3eTUMiOy pa3oM 3i CTaTUHOM
e(peKTUBHO 3HUKY€E PU3UK CEPIIEBO-CYIUHHUX 3aXBOPIOBAHD Y MAIiEHTIB 3 illeMivH0I0 XBOP060I0
cepus Ta 'KC B aHaMHe3I.

OdHouacHe 3acmocyeaHHs po3ysacmamuHy i ezemumioy

KniniyHa edeKTUBHICTD

MeTo10 6-THKHEBOT'O PAHIOMi30BaHOTO IOABIMHO CHIIIOT0 KITiHiYHOTO BUMIPOOyBaHHS 3
napajieIbHUMH rpynaMu Oyia omiHKa 6e3meku Ta epeKTUBHOCTI e3eTuMiOy (10 Mr), momaHoro [0
IIOCTiMHOI Tepallii po3yBacTaTHHOM, Y ITOPiBHSHHI i3 3aCTOCYBaHHSAM IIOCTYIIOBO MigBUINYBaHUX 03
po3yBacTtaTuHy Big 5 go 10 Mr a6o Big 10 mo 20 Mr (n = 440). 3BefeHi gaHi MPOOEMOHCTPYBANH, 110



3aCTOCYBaHHS €3eTUMi0Y, JOIAHOT0 OO0 IOCTIMHOI Tepallii po3yBacTaTUHOM B [03i 5 Mr abo 10 mr,
3HUXKYye piBeHb xonectepuny JIITHII Ha 21 %. HaBnaku, mOgBOEHHS 003U po3yBacTaTuHy A0 10 Mr
abo 20 Mr mano 3Mory 3HU3UTH piBeHb Xonmectepuny JIITHII Ha 5,7 % (pi3Huils mix rpynamu 15,2 %,
p < 0,001).

OkpeMe 3aCTOCYBaHHS CXeMU e3eTUMib IITI0C pO3yBacTaTHH Y 1031 5 MI' 3HUKYBAJIO PiBEHb
xonectepuny JITTHII] Ginblite, HizK 3aCTOCyBaHHS po3yBacTaTuHY B 1031 10 Mr (pisauns 12,3 %,
p < 0,001), a 3acTocyBaHHS cxeMH e3eTUMib IJTioc po3yBacTaTiH 10 MT 3HUKYBAJIO PiBEHDb
xonectepuny JIITHIL] Ginblite, HizK 3aCTOCyBaHHS Po3yBacTaTuHY B 1031 20 Mr (pisauns 17,5 %,
p < 0,001).

6-THKHeBe paHIoMi30BaHe JOCHiXKeHHS Oy10 po3pobiieHe O BUBYEHHS e(eKTUBHOCTI Ta Oe3neku
3aCTOCYBaHHS PO3yBacTaTUHY Yy Ho3i 40 MTI sIK OKpeMo, Tak i y KombiHarlii 3 eseTumi6om y mo3i 10

MT [I71d TIAIli€HTIiB 3 BUCOKMM PHU3UKOM PO3BUTKY illleMiuHOi XBopoOu cepiisd (n = 469). ¥ rpymi, ska
OTpUMYyBaJia Po3yBacTaTUH/e3eTUMi0, 3HAYHO OifbIlla KiIbKiCTh MallieHTiB mocsria 1insoBoro ATP 111
3HaueHHd xonectepuny JIITHII (< 100 mr/gn, 94,0 % npotu 79,1 %, p < 0,001), HiX y rpymni
MOHOTepaIllil po3yBacTaTHHOM. 3aCTOCYyBaHHS po3yBacTaTUHY B 7031 40 Mr 3abe3mednsio eQeKTuBHE
TIOJTITIIIIEHHST aTePOTeHHOTO JIMigHOro MPodinio y IIiX MOmy il 3 BACOKUM PU3UKOM.

Y parpoMizoBaHOMY BiIKpuTOMY 12-TUXKHEBOMY [OCIiAXKEeHH] BUBYany piBeHs 3HuxkenHs JITTHII y
KOXHii rpymi nikyBaHHS (po3yBacTaTuH 10 mMr/e3etumib 10 mr, po3yBactatut 20 mMr/e3eTumib 10 wmr,
cumBacTtaTuH 40 mr/e3etumi6 10 mr, cumBactaTus 80 mr/e3etumi6 10 mr). ¥ rpynax kombiHalrii 3
HU3BKMMU 003aMU PO3yBaCTaTUHY 3HUKEHHS BUXIAHOIO PiBHA CTaHOBUIIO 59,7 %, 1110 3HAYHO
IIepeBepIIyBaio Pe3yibTaT y rpynax KoMOiHallil 3 HU3bKUMHU J03aMU cUMBacTaTuHy (55,2 % (p

< 0,05)). JlikyBaHHS 3 BUKOPHUCTaHHAM KOMOiHaIlill 3 BUCOKMMU N03aMH PO3yBaCTaTUHY 3HUKYBAJIO
piBens xonmectepuny JIITHII Ha 63,5 % nopiBusHO i3 57,4 % mpu 3acToCyBaHHI KOMOiHAalii 3
BHCOKHMM I03aMU cuMBacTaTury (p < 0,001).

[larienT UTAYOr0 BIKY

€BponeiicbKa areHuis 3 JTikapchbkKux 3acobiB BigMiHMIa 30608’ 13aHHS HaJjaBaTH pPe3yIbTaTu
OOCIIiAXKEeHb 3aCTOCYBaHHS IIpenapaTy OJis 3HUXKEHHS PIBHS X0JIECTEPUHY Y BCIiX MiArpynax naljieHTiB
OUTSYOrO BiKy (OuB. po3min «Cmocib 3acTocyBaHHS Ta HO3U» [JIS OTPUMaHHS iHdopMallil Ipo
3aCTOCYBaHHS TiTSIM).

dapmMaKoKiHemuuHi eaacmueocmi

Kom6iHOBaHa Tepalnis po3yBaCTaTUHOM Ta e3eTUMiOOM

Onnouacue 3acTocyBaHHS 10 Mr po3yBactaTusy Ta 10 Mr e3eTumiOy y naiieHTiB i3
rimepxoyiecTepuHeMiero npu3Besio 0o 3poctaHHss AUC po3dyBacTtaTtusy B 1,2 pa3a. He MoxHa
BUKJIIOYUTHU apMakoJUHAMIUYHY B3aEMOII0 MiXK pO3yBaCTaTUHOM Ta €3eTUMiOOM, II0 MOXKe
IIPHU3BECTH [0 BUHUKHEHHS IMOOIYHUX PeaKIlii.

Po3sysacmamuH

A6cop6buis. [Ticns mepopalbHOr0 MPUIOMY MaKCHUMallbHa KOHIIEHTPAIlisl pO3yBacTaTUHY B
T71a3Mi KpPOBi JocATaeThCss MPUONMM3HO Yepe3 5 roguH. AOCom0THa 0i0IOCTYIHICTh CTAHOBUTD
6mu3pK0 20 %.

Poamnopin. Po3yBacTaTUH €KCTEHCUBHO 3aXOIUIIOETHCS II€YIHKOI0, sIKa € [IePBUHHOI0
MiJITHKOIO CUHTE3Y X0necTepuny Ta Kiipercy XC JITTHII. O6’eM po3moniny po3yBacTaTUHY



cTaHOBUTH Npubau3Ho 134 1. Maiixke 90 % po3yBacTaTuHy 3B’'SI3yEThCS 3 OiTKaMy III1a3Mu
KPOBIi, IepeBaxkHO 3 aIbOyYMiHOM.

BiorpaHncdhopmMmaiiis. Jlume 61u3pk0 10 % po3yBacTaTuHy MeTabomi3yeThes. [OCIiIKeHHS
MeTaboi3My in vitro i3 3aCTOCYyBaHHSM I'elaTOIUTIB JIIOAMHYU IIPOEMOHCTPYBAJIH, III0 PO3yBAaCTaTHH
y He3HauHi# Mipi MeTaboi3yeTbcsa hepMeHTaMu cucteMu nuToxpomy P450. I'omoBHUM
i3oepmenTOM, 1110 MeTaboni3ye po3yBactaTtul, € CYP2C9. Hatomicts i3odpepmentu 2C19, 3A4 Ta
2D6 € MeHIII akKTUBHUMHU #oro MeTabosizaTtopamMu. I'onoBHUMY ineHTH(IKOBaHUMYU MeTaboiTaMu
po3yBacTaTUHY € N-IMCMETUII Ta TaKTOHOBI MeTabomiTu. N-gucmeTusn npubnau3Ho Ha 50 % MeHI
aKTHBHMH, HiXK PO3yBaCTaTHH, a JIAKTOHOBI MeTaboIiTH ¢apMaKosoriyHo HeaKTuBHi. Ha gacTky
po3yBacTaThHy npunagae noxHan 90 % uupkKysooydol akTuBHOCTI iHribiTopa I'MI-KoA-pengyKTasu.

BusenenHs. biu3pko 90 % [o3u po3yBacTaTUHY BUBOOUTHCSA Y HE3MIHEHOMY BUTTIAML 3
KaJioM (CKytagaeThcs 3 abcopboBaHoi Ta HeabcopOoBaHOI [Iit0u0i peuoBuHM), a OIU3BKO 5 %
BUBOAUTHCS Y HE3MIHEHOMY BUTJIAA]L i3 cedero. [lepion HamiBBUBENEHHS 3 I1JIa3MU KPOBI
CTaHOBUTD pubau3Ho 19 roguH. Ilepion HaliBBUBEIEHHS He 3POCTaE MPU 3aCTOCYBaHHI
pO3yBaCTaTHHY Y BUCOKUX H03aX. CepeiHE reOMEeTPUYHE 3HAaUEHHS I1JIa3MOBOT0 KJTIpEHCY
cTaHOBUTH Ipubnmu3Ho 50 j1/rof (KoedilieHT Bapiartrii 21,7 %).

4k i mopo inmux inri6itopis 'MI'-KoA-penykTa3u, IOTPAIISHHS PO3YBAaCTaTUHY y MEYiHKY
BimOyBa€eThCs 3a y4acTio MeMOpaHHOro Tpancnoptepa OATP-C. Lle# TpaHCIIOpPTED Bifirpae BaxKIUBY
POJIb ¥ NIeYiHKOBIYM eiMiHalll po3yBacTaTUHY.

JlinitiHicTs. CHCTEMHA €KCIIO3UIli pPO3yBacTaTUHY 30iNbIIYETHCS MPOMOPIINHO H03i. 3MiH
(bapMaKOKiHETUUHUX IlapaMeTpiB PO3yBacTaTUHY Mic/Is 0araTopa3oBOro MOro 3aCTOCYBaHHSA
y mo6oBiii 103i He CIoCTepiranocs.

OkpeMi nonyaauii

Bik Ta cTaTh. Bik Ta cTaTh malieHTa He MajIu KJIiHiYHO 3HAYYIIOTO BIJTUBY Ha papMaKOKiHETUKY
po3yBacTaTUHy y gopociaux. EXcrio3uiisa y giTei Ta mifjiTKiB 3 TeTepPO3UT0THOK CiMEUHOI0
rinepxonecTepuHeMi€elo € MoAi6HOI0 10 a00 HHUKYOI0 3a eKCIIO3UIIiI0 Y IOPOCIIHX TMAIliEHTIB 3
ouciinigemiero (OUB. HUXK4Ye NYHKT «[lallieHTu OUTAYIO0ro BiKy»).

Paca. Pe3ynbraTu hapMakOKiHETUYHUX [OCTiIKEeHb BKa3ylOTh Ha Te, 1110 B 0Ci0 a3iaTChKOTO
IIOXOM2KEHHS (AMOHIIIB, KATAULIB, (PIMINMIIHIB, B'€THAMIIIB Ta KOPEUIIiB) IOPIiBHSAHO 3
oco0aMu €BPOIEOITHOI PaCH CIIOCTEPIraEThCS NMPUOIU3HO 2-KpaTHE MiIBUINEHHS MeqiaHHUX
3uavyenb AUC ta C,,, po3yBacTaTuHy; Yy iHIiNIIiB CTIOCTEPIraeTbcs nMpubausHo 1,3-KpaTHe
migBUIlleHHSA MefdiaHHuX 3HadeHb AUC ta C, ..

[Momynaniiauii papMaKOKiHETUYHUH aHai3 He BUSBUB KJIiHIYHO 3HAYYILIUX BiIMIHHOCTEH y
(hapMaKOKiHeTHII MiXK IpynaMy Nalli€eHTiB €BPOMEOiAHOI Ta HEIPOIgHOI pac.

[TopyimeHHs QYHKII HAPOK. [Tif Yac gOoCIifKeHHs 3a Y4acCTIO MAIi€HTIB i3 Pi3HUM CTyIeHeM
opyLIeHHA QYHKII1 HIPOK 3aXBOPIOBAaHHS HUPOK JIETKOI'0 Y ITOMIPHOTO CTYIIEHS TSIXKKOCTi HE
BIIJIMBAJIO Ha I1JIa3MOBi KOHIIEHTpallil po3yBacTaTUHY 4u #oro MeTabomniTy N-gucMeTuny. V mali€HTiB
3 TAXKKUM MOPYIIeHHIM QYHKIIil HUPOK (KJlipeHC KpeaTHHiHY < 30 MJI/XB) KOHILIEHTPAIis
po3yBacTaTUHY B IIJIa3Mi KPOBi 3pocTaina y 3 pa3y, a KOHIleHTpaligd N-gucMetuny - y 9 pasis
TIOPiBHSTHO 3 TTOKA3HUKAMH Y 3[I0POBUX JOOPOBOJIBIIIB.

[1ma3moBa KOHI[EHTpallis po3yBacTaTUHY y PIBHOBaXKHOMY CTaHi y Malli€HTIB, Kl IPOXOIATh



reMofiani3, mpu6au3Ho Ha 50 % mepeBuIlyBaia KOHIIEHTPALIil0 Y 3M0POBUX T0OPOBOJIBIIIB.

[TopyieHHS QYHKIII IeYiHKHU. Y mocigxkeHHi, B IKOMY B3sUId y4aCTh MAIi€HTH 3 PI3HUM CTyIeHeM
TIOpYIIeHHs QYHKIlI IeYiHKy, He 0YJI0 BUSBIEHO 03HAK ITOCHUJIEHOT'0 BIVIMBY PO3yBAaCTAaTHHY Ha
nalieHTiB 3 6asoM 7 4 HUXKYe 3a IKasoio Yainga - [1'10. OgHak y gBOX MallieHTiB 3 6amamu 8 Ta 9
3a mkasnoi Yaunga - [1'10 crocTepiranock MOCUIEHHS CUCTEMHOI €KCIIO3UIIil IIIOHaWMeHIIe B 2 pa3u
MIOPIBHSHO 3 MalliEHTaMU 3 HUXKYMMU 0ajlaMu 3a Ikajoio Yainma - I1'1o0.

HeMmae mocBigy 3acTocyBaHHS Ipenapary maiieHTaMm 3 0amom Buile 9 3a mkasnoio Yainga - I1'1o.

[eneTnyHuy noniMopdiaM. Busenenss iuridiropis 'MI'-KoA-penyKTasu, BKIOYAIOUN
po3yBacTaTHH, BimOyBa€eThCs 3a yyacTio OinkiB-rpancroptepie OATP1B1 ta BCRP. V namieHTiB 3
reHetuyHuM nomnimopdismom SLCO1B1 (OATP1B1) ta/abo ABCG2 (BCRP) icHye pu3UK IIOCUIIEHOTO
BINIUBY po3yBacTtaTuny. [Tomimopdiam SLCO1B1 ¢.521CC ta ABCG2 c.421AA acouiloeTsCs 3 BUILOK
ekcrosutieio (AUC) po3yBacTtaTtuny nopiBHSHO 3 TeHoTHnamMu SLCO1B1 ¢.521TT a6o ABCG2
c.421CC. CrnenudiuHe reHOTUIIYBaHHS 3a3BHUYall He BUKOPUCTOBYETLCS B KITiHIUHINM IPaKTUIli, ajne
nalieHTaM, y SKUX BUSIBJIEHO 1Ii TUIIU IoJliMop(i3aMy, peKOMEHIY€EThCS MeHIIa 1060Ba 103a
po3yBacTaTUHY/e3eTUMIOy.

[TalienT OUTSAYOrO BiKy. Y IBOX HOCTimKeHHAX (HapMaKOKiHEeTUKY PO3yBaCTAaTHHY (B MiKapChKi
dbopmMi Tabr1eTOK) 3a YYaCTIO [iTel 3 reTEPO3UTOTHOI0 CIMEMHOI0 TilepXxojieCTePUHEMIEI0 BIKOM
10-17 pokiB abo 6-17 pokiB (ycboro 214 mairienTiB) ekcro3utist 6yna Takowo XK abo HAKYO0IO 3a
€KCITO3UIIiI0 Y HOPOC/IMX MallieHTiB. BruB po3yBacTaTuHy OyB Iepem0avyyBaHUM IIOMO0 J03H Ta Yacy
IIPOTATOM 2-PiYHOrO Iepiofy.

Ezemumib

AGcopbiris. [Ticis mepopaibHOTO IpHUtoMy e3eTUMi0 IBUIKO aOCOpOYEThCS Ta aKTHBHO
KOH'IOTY€E 3 YTBOPEHHSIM (papMaKOJIOTiYHO aKTUBHOTO (DEeHOIBHOTO TIIOKYPOHiNY (e3eTuMi0-
TJIIOKYPOHiAYy). CepenHst MaKCHMajbHa IJIa3MoBa KOoHIeHTpairis (C,,,) e3eTuMioy-
TJIIOKYPOHIAY mocsATa€eThCst uepe3 1-2 romgunu, a e3eTuMioy — dyepes 4-12 roguH. AGCOIIOTHY
6iogoCTymHICTh €3eTUMiOy BU3HAYWTH HEMOXKIIMBO, OCKIJIbKY LIS CIIOJTyKa IIPaKTU4YHO He
PO3YUHSETHCS ¥ BOOHUX CEPEOBUIIAX, TPUAATHUX OIS iH'€KIIil.

OpgHOoYacHUM IPUMOM 1Xi (3 HU3bKUM a00 BICOKKMM BMiCTOM KUPY) He BIIJIUBAE Ha IePOpaibHy
6iomocTynHicTh e3eTuMiby. E3eTHMiO MOXKHA MpUAMATH He3alexkHO Bif mpuitoMy ixi.

Po3snogin. E3eTumi6 Ta e3eTUMIiO-TIIIOKYPOHIf 3B’ I3yI0ThCS 3 OimKaMu Ia3Mu KPOBi TIOOUHA
Ha 99,7 % 1 88-92 % BignosigHO.

BiorpaHncdopmMmaiiis. Meta6omiam e3eTuMiby BigGyBaeThCS B TOHKOMY KHIIEYHUKY i MEYIHI[ MIIIXOM
TJIIOKYPOHIgHOI KOH'1orallil (peakunis II ¢a3u) 3 moganbiion eKCKpeLi€eo 3 K0B4i0. MiHiManbHUN
oKHCHUM MeTabomi3M (peaktis I ¢pasu) crmocTepiraBcs B yCix mocigKyBaHUX BUfiB. E3eTumi0 Ta
€3eTUMIiO-TJIIOKYPOHI[l € OCHOBHMMH PEeUYOBHHAMH, II0 BU3HAYAIOTHCS B IIJIa3Mi KPOBi, Ha HUX
npumnagae npubdnusao 10-20 % i 80-90 % Bim 3arajapHOr0 BMICTY IpemapaTy B IIjIa3Mi KPOBi
BigmoBigHO. E3eTuMi0 Ta €3eTUMIiO-TITIOKYPOHI MOBiIFHO BUBOASATHCS 3 MJIa3MU KPOBi B ITpoIieci
KMIIIKOBO-TTeYiHKOBOI perupKysiii. [Tepion HamiBBUBeneHHS €3eTUMIOy Ta e3eTUMi0Oy-TTIIOKYPOHITY
CTAHOBUTDH OIMU3LKO 22 TOOUH.

Bupenenns. ITicisa mepopanbHOro 3actocysans 20 mr “C-e3etumiby y 4oOpOBOIIBLIB Ha
YaCTKY 3arajibHOro e3eTuMiOy mpunagano 6mu3sko 93 % 3aranbHOl pagioaKTUBHOCTI B



na3mi KpoBi. [Tpubnusno 78 % i 11 % npuitHaTol pagioaKTHBHOL 003U O6yI0 BUBEIEHO 3
KaJjioM i ceuyero BifinoBigHo npoTtaroM 10 gHis. Yepes 48 roguH y mia3Mi KpoBi He
CIIOCTepirasgoch BUMIPHOBAHUX PIBHIB Pafi0aKTUBHOCTI.

OKpemi nonyaauii

Bik Ta cTaTh. YV marieHTiB JIiTHROTO BiKy (Bifg 65 POKiB) KOHIIEHTpAIIis y IJIa3Mi KPOBi 3arajIbHOTO
e3eTuMi0y nTpubIM3HO BABiUi TepeBUILY€E TaKy y MalieHTiB Monoauoro Biky (18-45 pokis). ¥V
TALiEHTIB MTITHHOTO BiKY i MOJIOAUX MAlli€HTIB, SIKi OTPUMYIOTh €3eTuMi0, 3HUKeHHs piBHg XC JITTHII]
i mpodine Ge3mexu € mopiBHAHHUMHU. TOMY MallieHTaM JIiTHHOTO BiKy KOPUTYBAHHS 003U He TOTPiOHE.
Y XKiHOK I/Ta3MOBa KOHIIEHTPAIlis 3arajbHOT0 €3eTUMiOy Tpoxu nepesuinye (mpudnu3no Ha 20 %)
TaKy y 4OJIOBiKiB. Y 4OJIOBIKiB Ta XKiHOK, SIKi OTPUMYIOTh €3eTUMi0, 3HMKeHH piBHsA XC JITTHIIT i
npo@inb Oe3neku € MOPiBHIHUMHU. TOMY CTaTh NallieHTa He € MiiCTaBO0 [/ KOPUTYBaHHS J03U
npenapary.

[TopyimeHHs QyHKII HAPOK. [Ticis 3acTOoCyBaHHS OOHOKpPATHOI Ho3u 10 Mr e3eTuMiby y marieHTiB
3 TAXKKOI0 (OPMOIO 3aXBOPIOBAHHS HUPOK (N = 8; cepefHili KipeHC KpeaTuHiny < 30 miu/xs/1,73 M°)
cepenHe 3HaueHHs AUC 3arajibHOT0 e3eTHMiOy MigBUIITyBasock mpubnu3Ho B 1,5 pa3a mopiBHAHO 3
ITOKAa3HUKOM Y 300POBUX H00PoBObIIiB (n = 9). Lleit pe3ynbTaT He BBAXKAEThCSA KITIHIYHO 3HAUYIITUM.
[MTamieHTaM 3 mopyIIeHHSM QYHKIII HUPOK KOPUTYBAaHHS NO3U He MOTpi0HEe.

Y 1poMy [OCIiZKEeHHi y OGHOTO MalfieHTa (IKUM Iicas TpaHCIJIaHTallil HUPOK OTPUMYyBaB b6araTto
nmiKapchKuX 3ac06iB, BKITIOYAIOYHU IIUKIIOCIIOPUH) €KCITO3ULlis 3arajabHOro e3eTuMioy Oyia BuIow y 12
pasis.

[MopyureHHs QYHKII DeYiHKHU. [Ticas 3acTOCyBaHHS OOMHOKPATHOI 03 10 Mr e3eTumioy y
NAIiEHTIB 3 MOPYIIeHHAM (QyHKIIi] TeYiHKY JIETKOT0 CTYIIeHs TAKKOCTi (5 abo 6 6asiB 3a MmKanoo

Yatinpga - [1'10) cepenne 3HauenHss AUC 3aranbHOro e3eTUMiOy migBUIyBanochk mpubnu3Ho B 1,7 pasa
TIOPiBHSHO 3 TIOKA3HUKOM Yy 3M0POBUX NOOPOBOJILIIB. [IpoTsroM 14-meHHOTO [OCTioXKEHHS, i Yac
SIKOT'0 e3eTUMi0 3aCTOCOBYBaIH ¥ H03i 10 MT 1I0oHs, ¥ MallieHTiB 3 MOPYIIEHHAM (QYHKIII MeYiHKu
TIOMipPHOT'0 CTyIeHs TSIXKKOCTi (7-9 6asniB 3a mkanoio Yainaa - I1'10 ) cepenne 3HauenHss AUC
3arayibHOro e3eTHMi0y 30inblryBanoch npubIu3HO B 4 pa3u B 1-i Ta Ha 14-1 OeHb MOPIBHAHO 3
II0OKa3HUKOM Yy 37I0POBUX JOOPOBOJIBINB. [lallieHTaM 3 IOPyIIEeHHAM (PYHKIIil IeYiHKU JIETKOTO0
CTYIIeHs TSKKOCTi KOPUTYBAHHS J03K He mOTpibHe. Yepe3 HEeBiIOMUM BIIJIUB ITOCUJIEHOI €KCITO3HITi1
€3eTUMi0y nalieHTaM 3 IOpPYLIEeHHIM (QYHKIi IeYiHKU ITOMIipHOT0 ab0 TSIKKOT0 CTYTeHs TSIXKKOCTi (>
9 GaiB 3a mKkasnow Yaumnma - [1'10) He peKOMEHIYETHCS 3aCTOCOBYBATH IIpemapar.

[lalieHT OUTAYOrO BiKy. Y miTe# BikoM = 6 POKiB Ta HOPOCTUX (GapMaKOKiHETUYHI TOKA3HUKH
e3etumiby € momiOHuMU. [laHi momo apMaKOKiHETHKY y [iTel BikoM < 6 pokiB BigcyTHi. JJocBin
KJIIHIYHOTO 3aCTOCYBaHHS OiTSAM Ta IifJIiTKaM BK/IIOYa€ Malli€EHTIB 3 TOMO3UTOTHOIO CiMEWHOI0
rinepxoJyieCTepuHEeMi€l0, TeTEPO3UTOTHOIO CIMENHOIO TillepX0JIECTEPUHEMIEI0 Ta CUTOCTEPOJIEMIELO.

KniniuHi XxapakTepHCTHKH.
Iloka3aHnHs.

IIepBrHHA TiIEePX0IECTEPUHEMIS

I[Ipenapat Knisac® [Tmoc noka3aHuil SIK DONOMIXXHA Teparmis 4o Ji€TH [ JIiKyBaHHS IEPBAHHOL
rinepxonectepuHeMii (tuny Ila, B ToMy 4uCJIi i3 TeTepO3UTOTHOIO CIMEMHOIO TillepX0IeCcTepPUHEMIEI0)



y IOPOCIUX TMAIliE€HTIB, ¥ SIKUX MOCTATHIA KOHTPOIb 3aXBOPIOBAHHS MOCSATAETHCS OOHOYACHUM
3aCTOCYBaHHSIM PO3YBACTATUHY Ta e3eTUMi0y sTK MOHOKOMIIOHEHTHUX ITperapariB B THX CAMMX [103aX,
SIKi MicTUTh GikcoBaHa KOMOiHAIIis.

HQO@iHaKTI/IKa CepreBO-CYINHHUX 3aXBOPIOBAHb

KniBac® [Timtoc moKa3aHuit Iis 3aMiCHOI Teparii JOPOCIKX MalliEHTIB, CTAH SKUX HAJIEXKHUM YMHOM
KOHTPOJTIOETHCS 3a AOMOMOT0I0 CYyITyTHHOT'O 3aCTOCYBaHHS PO3yBaCTaTUHY Ta €3eTUMIiOy K OKpeMux
IIpenapariB y TUX CaMMX [03aX, 110 BXOMSTh 10 CKIagy KOMOiHOBAHOTO IIpemnapary, 3 METO0
3HUKEHHS PU3UKY PO3BUTKY CEPIIEBO-CYIMHHUX 3aXBOPIOBAHb Y IMAIi€HTIB 3 illeMigHO0 XBOP0OOI0
cepiig (IXC) ta roctpuM KopoHapHuM cuagpoMmoM ('KC) B aHaMHe3i.

IIpomunoka3aHHs.

linepuyTnuBicTh 70 Oifouol pe4oBUHU (pPO3yBacTaTUHY, €3eTUMiOy) abo 0o 6ymb-sIKOI 3 JOOMIKHUX
PeYOBHH IIpenapary.

3axBOPIOBaHHS IIEYiHKY B aKTUBHIU (a3i, y TOMy 9UCIIi CTiliKe MiABUIIEHHS CUPOBATKOBUX DiBHIB
TpaHCaMiHa3 HEBigOMOI eTionoril Ta migBUIEHHS CHPOBATKOBOI'O PiBHS OyAb-SKOI TpaHCaMiHa3u
OinbIne HixK y 3 pa3u Bif BepxHbol Mexki Hopmu (BMH) (muB. po3ain «Ocob6nIuBOCTi 3aCTOCYBAHHS»).

BariTHicTs, rogyBaHHd rpynaro. [Ipenapat npoTUnoKa3aHUM XKiHKaM PelpOgyKTUBHOTO BiKY, SKi He
BMKOPUCTOBYIOTh HaJIeXKHi 3aco0u KOHTpaLeMNlii (IuB. pPo3Min «3acToCyBaHHS Yy mepiof BariTHOCTI abo
TOyBaHHS I'PYLOI0»).

TsxKe nopyureHHs QyHKINI HUPOK (KipeHC KpeaTuHiHy < 30 MII/XB).
Mionaris (muB. po3min «Oco6IUBOCTI 3aCTOCYBAHHSI»).

OpHOYacHe 3aCTOCyBaHHS 3 KoMOiHallieto cohocOyBip/BenmaTacBip/BOKCUIANIPEBIp (AUB. PO3Mis
«B3aeMopmis 3 iHMMMH JTiKapChbKUMHK 3aC00aMM Ta iHIIII BUAM B3aEMOIii»).

CymyTHS Teparisi IXKI0CIIOPUHOM (OuB. po3fin «B3aemopis 3 iHIIMMHU JTiKapChbKUMU 3aco0aMu Ta
iHIIT BUOM B3aEMOIIN»).

[TamieHTaM 3 aKTOpaMu PU3UKY PO3BUTKY Miomatii/pabmomionidy 3acTocyBanHs mo3u 40 mMr/10 mr
ImpoTUnoKa3aHe. [10 Takux pakKTOPiB HaleXkaTh:

- IOpYyIIeHHS (YHKIIil HUPOK MOMIPHOIL TIKKOCTI (KIipeHC KpeaTuHiHy < 60 MII/XB);
- TiMOTHUPEOS;
- CIIagKoBi M’s130Bi 3aXBOPIOBAHHS B 0COOKMCTOMY UM CiMENHOMY aHaMHe3i;

- HasIBHICTh B aHAMHEe3i TOKCUYHOTO BIUIMBY Ha M’S13U, CIIPUYUHEHOTO iHIIUMY iHTiGiTOpaMu
'MT-KoA-penykTa3u abo didbpaTtamy;

- 3JIOBXKHWBAHHS aJIKOT'OJIEM,;

- CUTYyallil, y SKUX MOXe BUHUKATH MiIBUILIEHHS PiBHS JIiIKapChKOTro 3aco0y B Iy1a3Mi KPOBi;



- a3iaTchKe MMOXOI2KeHHS IallieHTa;

- CYIyTHE 3acTocyBaHHS (ibpaTiB (auB. po3minu «B3aemomis 3 iHMKUMHU TiKapChbKUMU
3acobamu Ta iHmI Buou B3aeMomili» Ta «OCOBIUBOCTiI 3aCTOCYBAHHS»).

B3aemodisa 3 iHwumu nikapcoKumu 3acobamu ma iHwi eudu e3aemoditi.

IIoB’s13aHi 3 PO3YBACTATHHOM

Bnaue cynymHix npenapamis Ha po3y8acmamuH

IH2ibimopu mpaHcnopmHux biskie

Po3yBacTaTuH € cyOCTpPaTOM [Jis AeSKUX TPAHCIOPTHUX OiNIKiB, B TOMY YKCIIi TeYiHKOBOTO
TpaHcnopTepa 3axomneHHs OATP1B1 ta edmiokcHoro Tpancrnoprepa BCRP. OnHovacHe
3aCTOCyBaHHS PO3yBacCTaTHHY i3 MiKapChKUMU 3ac00aMH, 110 TPUTHIUYIOTE IIi TPAHCIIOPTHI 6iNKy,
MOXKe IIPHU3BOOUTH [I0 MigBUILIEHHS KOHIIEHTPAIlil pO3yBaCTaTUHY B IJIa3Mi KPOBi Ta 30iNblIeHHS
pu3uKy Mionarii (muB. po3minu «Cmoci6 3acTocyBaHHS Ta H03u», «OCOOIUBOCTI 3aCTOCYBAHHS»,
«B3aeMopmist 3 iHIMMMH JTiKapChKUMHK 3ac00aMu Ta iHIII BUOK B3a€EMOMi», TaOIHINO 2).

Tukaepenop

Tukarpesaop Moxe CIPUYMHUTUA HUPKOBY HEOOCTATHICTH i BIIJINBATH HAa HUPKOBY €KCKPELil0
po3yBacTaTHUHY, 30ibIIYyI0YN PU3UK HOT0 HAKONMMYEHHS. Y JesIKUX BUITafiKaX OMHOYACHUMN IIPUIOM
THUKarpeJiopy Ta po3yBacTaTUHY IPU3BOAUB [0 3HUKEHHS (PYHKIIl HUPOK, IiBUIIEHHS PiBHSA
kpeatuH@ochokinasu (KPK) i pabgomionisy. [Tpu omHOYaCHOMY 3aCTOCYBaHHI TUKArpPeNopy Ta
pPO3yBacTaTHHY PEKOMEHAYEThCSI KOHTPOIIOBATH (PYHKITI0 HUPOK Ta piBeHb KOK.

LuksaocnopuH

[Ipu ogHOYACHOMY 3aCTOCYBaHHI pO3yBacTaTUHY Ta LUKIIOCHOPUHY 3HaueHHd AUC po3yBacTaTUuHy
Oynu B cepeHbOMY NTpHUOIM3HO y 7 pa3iB BUIIMMHU, HiX Ti, 10 CIIOCTEPIraaucs y 300poBUX
no6poBObLiB (AUB. TaOMUIO 2). Po3yBacTaTHH MPOTUIIOKa3aHU MallieHTaM, SKi 0THOYAaCHO
OTPUMYIOTh LIUKJIOCIIOPUH (OUB. po3nin «[IpoTUIOKa3aHHA»).

OpHOYaCHe 3aCTOCYBaHHS PO3YBAaCTATHUHY Ta LUKIIOCIIOPUHY HE BIIJIMBAJIO HA KOHIIEHTPALIi0
IIUKJIOCTIOPUHY B IJIa3Mi KPOBI.

IH2i6imopu npomeasu

Xo4a TOUHMH MexXaHi3M B3a€MO/Iil HEBiTOMUM, OQHOYACHE 3aCTOCYBaHHS iHTi6iTOPiB MpoTea3u Moxe
3HAYHO 30i/IbLIYBaTH €KCIIO3UIliI0 PO3YBaCTaTUHY (OuB. Tabnuino 2). Hampuknag, y DocmigxkeHHi
(dbapMaKOKiHETHKM OMHOYacHe 3acToCcyBaHHsA 10 MI po3yBacTaTHHY Ta KOMOiHOBAHOT'O JIiKapChKOTO
3aco0y, 1o mictuB ABa iHribiTopu mpoteasu (300 Mr aTazaHaBipy/100 Mr puToHaBipy), Y 3MOPOBUX
no6poBobLiB cynpoBoaxKyBasocs migsuineHHsIM AUC ta C,,, po3yBacTaTuHy mpuOnu3Ho B 3 Ta 7
pasiB BimmoBigHO. OmHOYACHE 3aCTOCYBaHHS PO3YBACTAaTHHY Ta HesSKUX KoMOiHali iHribiTopiB
IIpOTea3u MOXKJIMBE IIiCJIg PETEIbHOTO0 KOPUTYBaHHS 03U PO3yBaCTaTUHY 3 OTJISIAY Ha O4YiKyBaHe
3pOoCTaHHS MOT0 eKCmo3uilil (ouB. po3ninu «Crocib 3acTocyBaHHS Ta Bo3u», «OCOOIUBOCTI
3aCTOCYBaHHS», «B3aemofiis 3 iHIIMMM TiKapChbKUMU 3aco0aMu Ta iHIIT BUOU B3aEMOil», TaOIUII0
2).



I'em@ibpo3us ma iHwi ainido3HUNCYBANbHI 3aC0OU

OpHoYacHe 3aCTOCYyBaHHS PO3yBacCTaTHHY Ta reM(piObpo3uiy Ipu3BOAUTh 00 30inbiieHHS 3HaUeHb C,,,
ta AUC po3yBacTaTuHY yaBiui (uB. po3min «OcoO6nMMBOCTi 3aCTOCYBAHHS»).

3Baxkaly4y Ha [laHi ClelialbHUX JOCTiAXKeHb, GapMaKOKiHEeTUYHO 3HAYYII0l B3aEMOII 3
dbenodiOpaTOM He 0UiKYETHCS, OQHAK MOXKJIMBa hapMaKoAuHaMiuHa B3aemomis. ['empibposur,
benodibpar, inmi pibpatu Ta nimimo3HUKYBaNbHI fo3u (= 1 r/0o0y) HialuHYy (HIKOTMHOBOI KMCJIOTH)
30iMTBIIYIOTh PU3UK MiolaTil IPHM CYyIyTHROMY 3aCTOCyBaHHI 3 inribiTopamu I'MI'-KoA, iiMoBipHO, 3a
PaxyHOK TOTO, 1[0 BOHU MOXYTb CIIPUYUHSITH MioIaTiio, KoY iX 3aCTOCOBYIOTL 0OKpeMo. J1o3a 40 mr
IIPOTHUIIOKA3aHa MPU CYIYTHHOMY 3aCTOCYBaHHi ¢ibpaTiB (muB. po3minu «IIpoTHUIIOKA3aHHSI» Ta
«0Oco6uBOCTi 3aCcTOCyBaHHS»). TaKUM TMAaIlieHTaM TaKOX CJIifl TOYMHATH Tepallii0 po3yBaCTaTUHOM 3
IO3U b M.

Ezemumib

OnHouacHe 3acTocyBaHHs 10 Mr po3yBactaTuhy Ta 10 Mr e3eTumiOy y maiieHTiB i3
rinepxonectepuHeMi€eio nmpusBoauno no 3pocranus AUC po3yBactaTuny B 1,2 pa3a (ouB. Tabnuio 2).
He MoXHa BUK/ITIOUUTH (apMaKOOWHAMIUHY B3a€EMO/IiI0 MiK pO3yBacTaTUHOM Ta €3eTUMiOOM, 1110
MO2XKe MIPU3BECTH 00 BUHMKHEHHS MOOIiYHKX peakiilt (quB. po3min «Oco0IMBOCTI 3aCTOCYBaHHS»).

Anmauudu

OpHoyYacHe 3aCTOCYBaHHS PO3yBaCTaTUHY 3 CYCII€H3i€l0 aHTalMiB, 1110 MiCTUTH aJlOMiHiU Ta MarHio
TiIpoKcup, MpU3Beso 00 3HUXKEHHS KOHIIEHTpallii po3yBacTaTHHY B IJla3Mi KpoBi npubnu3Ho Ha 50
%. Llent epekT OyB MEHII BUpaXKeHW, KOJIM aHTalU[] 3aCTOCOBYBaIu 4epe3 2 TOOWHMU IiCNIsa
po3yBacTaTuHy. KiiHiuHa 3HAUYYIICTS 1Ii€l B3a€MO[Iii He BUBYAJIaCh.

EpumpomiuyuH

OpHOYacHe 3aCTOCYBaHHS PO3yBaCTaTHHY Ta €PUTPOMIIMHY NIPU3BOAUIIO A0 3HKUXKeHHSI AUC
po3yBacratuHy Ha 20 %, a Cmax — Ha 30 %. Taka B3aeMofiig MoxKe OyTH 3yMOBJIeHa IIOCUTIEHHSIM
IIepUCTANbTUKY KUIIeYHUKY BHACIIOK Ail epUTPOMILIIHY.

®epmerHmu yumoxpomy P450

Pe3ynbpTaTu gocmigKeHs in vitro Ta in vivo CBig4aTh, 1[0 pO3yBacTaTUH He € iHTibiTOpoM un
ingykTOopoM i3odepmenTiB nuToxpomy P450. KpiMm Toro, po3yBacTaTvH € cnabKuM cyO6CTpaTOM LUX
i3odepmenTiB. ToMy He 0UiKy€EThCS B3aEMOTIM B pe3ynbTaTi MeTaboIi3My, OB 13aHOT0 3
dbepmenTamu 1utToxpomy P450. He crocTepiranochk KiiHIiYHO 3HAUYIIUX B3a€EMOMIIN MixX
po3yBacTaTuHOM Ta ¢ykoHazosoM (iuribitopom CYP2C9 ta CYP3A4) a60 KETOKOHA30JI0M
(inri6iTopom CYP2A6 Ta CYP3A4).

B3aemo0ii, wo sumazarome Kopekuii 0o3u posysacmamuHy (0us. makodxc mabauuio 2)

[Tpu HeoOXimHOCTI 3aCTOCYBaHHS PO3yBACTATHHY 3 iHIIMMHU JTiIKAPCHKUMHU 3aco0aMu, 3TaTHUMU
IiABUINYBATU €KCIIO3UIIii pO3yBaCTaTUHY, 03y PO3yBacCTaTUHY IOTPIOHO CKOPUTYBATH. SKIIO
OUiKy€eThCS, 1[0 eKCI03ullig mikapchkoro 3aco0y (AUC) 3pocTte npubnusHo B 2 abo 6inbiie pasis,
3aCTOCyBaHHS PO3yBaCTaTHHY CJIi[l TOYMHATH 3 103U 5 MT OfMH pa3 Ha fo0y. MakcuManbHy f0O0BY
[03y PO3yBaCTATUHY CJIil CKOPUTYBATH TaKUM YMHOM, 11100 OYiKyBaHa €KCIIO3UIlig PO3yBaCTaTUHY He
TIepeBUIIyBaJla eKCI03UIIi0, 110 Bif3HAYA€ThCS MpH mpuioMi mo3u 40 mMr/moby 6e3 3aCTOCyBaHHS
niKapchbKuX 3aco0iB, 1110 B3a€MOMIiI0Th i3 pO3yBaCTaTUHOM; HAIIPUKJIIaf, TP 3aCTOCYBaHHi 3
reMdibpo3uioM no3a polyBacTaTuHy craHoBuTUME 20 Mr (30inbIIeHHS eKcro3utii B 1,9 pasa), npu



3aCTOCYyBaHHI i3 KoMOiHalli€lo puToHaBip/aTa3aHaBip - 10 mr (36inbmenHs B 3,1 pasa).

Axmo nikapcekui 3aci6 36inmpirye AUC po3yBacTaTUHY MEHII, HiX y 2 pa3u, I0YaTKOBY J03Y
3MEHIIIyBaTH He MOTPiOHO, ajie Cifl OTpUMyBaTUCs 00epekHOCTI Ipy 30iblIeHH] 1031

po3yBacTaTUHY [0 moHapm 20 Mmr.

BnnuB cynyTHIX nikKapchKux 3aco0iB Ha ekcro3utliio posyBactatuny (AUC; y mOpsSAKy 3MeHIIeHHS

BEJINUMHM) 3a ONMy0JIiKOBaHUMHU JaHUMHU KITIHIYHUX JOCHIIXKEeHb

Tabmuisa 2

30inpmienHss AUC po3yBacTaTuHy B 2 pa3u abo 6inblne HiX y 2 pa3u

pa3 Ha o6y, 7 gHiB

TTHiB

PexxuM 003yBaHHS JIIKapChKOT0 3aco0y, 110 PeXvM [03yBaHHA S3minu AUC
B3aEMOJIIE PO3yBacTaTUHY po3yBacTaTUHY*
CodocOyBip/BenmaTacBip/BoKCHIAIPeBip 10 mr, ogHOpa3oBa go3a |1 7,4 pasa
(400 mr/100 Mr/100 Mr) BoKCHIAIIpPEBIp

(100 mr) oguH pa3 Ha o6y npotsroMm 15 gHIB

LlukiociopuH Bif 75 Mr fBiui Ha moOy mo 10 mr omguH pa3 Ha moby, |T 7,1 pasa
200 mr gBiui Ha KOOy, 6 MicsiB 10 gHiB

Maponytamin 600 mr nBiui Ha moOy, 5 OHIB 5 Mr, ogHOpa30Ba f03a 1 5,2 pa3a
Peropacdeni6 160 mr ogun pa3 Ha go0y, 14 pHiB|S MT, ofHOpa3oBa f03a 1 3,8 pasa
AtazanaBip 300 mr/putonasip 100 mr oguH pa3|10 mMr, omHOpa3oBa go3a |T 3,1 pasa
Ha 100y, 8 oHiB

Benmaracsip 100 Mr oguH pa3 Ha fo0y 10 mr, ogHOpa3oBa go3a |1 2,7 pa3a
OwmbGiTtacsip 25 Mr/maputanpesip 150 mr/ 5 Mr, ogHOpa30Ba [03a T 2,6 pasa
putonagip 100 Mr onuH pa3 Ha fo0y/ gacabysBip

400 mr aBiui Ha moOy, 14 oHiB

['pa3omnpesip 200 mr/enbacsip 50 mMr ogun pa3 |10 mr, omHOpa3oBa go3a |1 2,3 pasa
Ha 00y, 11 mHiB

['nekanpesip 400 mr/ni6penTacsip 120 mMr ogun|5> Mr ofmuH pa3 Ha goly, 7 |T 2,2 pa3a

Jlominasip 400 mr/putonasip 100 mr nBidi Ha

20 Mr omuH pa3 Ha ooy, 7

T 2,1 pasa

moOy, 17 mHiB MHIB

Knomigorpens 300 Mr, moTiM 75 Mr 4epe3 24 |20 mr, omHOpa3oBa go3a |1 2 pa3u
TOMUHU

['empidpo3un 600 mr gBidi Ha foby, 7 gHIB 80 mMr, ogHopa3oBa fo3a |T 1,9 pasa
36inpmenHs AUC po3yBacTaTUHY MEHIIIE HiX y 2 pa3u

PeXuM 003yBaHHS JIIKapChKOTO 3ac00y, 1110 PeXvM [03yBaHHS 3minu AUC
B3aEMOIIiE PO3yBaCTaTHHY PO3yBaCTaTUHY*
EntpoMmbonak 75 Mr oguH pa3 Ha mo0y, 5 mHiB |10 mr, ogHOpa3oBa fo3a |7 1,6 pasa

[Tapysrasip 600 mr/putonasip 100 Mr mBiui Ha
no0Oy, 7 [HIiB

TTHiB

10 Mr opuH pa3 Ha Ho0y, 7

71,5 pasa

THiB

Tunpanasip 500 mr/putonasip 200 Mr aBiudi Ha |10 Mr, omHOpa3oBa go3a |1 1,4 pa3sa

mo0y, 11 guiB

IIponemapoHn 400 Mr aBiui Ha HoOy Hesigomo 1 1,4 pa3a

ITpakoHa3on 200 Mr omuH pa3 Ha 0o0y, 5 gHiB |10 Mr, omHOpa3oBa go3a [T 1,4 pasa **

E3etuMmi6 10 Mr oguH pa3 Ha no0y, 14 guiB 10 mr oguH pa3 Ha moby, [T 1,2 pa3a**
14 puiB

3unxkeHHsa AUC po3yBacTaTUHY

PeXuM 003yBaHHS JIiIKapChKOTO 3aC00y, 1110 PeXvM [03yBaHHS 3minu AUC

B3aEMOJIIE PO3yBaCTaTHHY PO3yBaCTaTUHY*

Eputpowminus 500 Mr yotupu pa3u Ha foby, 7 |80 mr, ogHopa3oBa fo3a |l 20 %




[Baiikaniz 50 mr Tpuyi Ha Koby, 14 OHIB [20 mr, ogrOpasosa gosa [l 47 % |

* IlaHi, mpepcTaBieHi sIK 3MiHa B X pa3iB, ABISAIOTH COO0I0 CITiBBITHOIIEHHS MiX 3aCTOCYBaHHSIM
po3yBacTaTHHY Yy KoMOiHa1ii Ta okpeMo. [laHi, mpepcTaBieHi y BUrnsami % 3minu, siBisioTb c06010 %
Pi3HULI BITHOCHO [TIOKa3HUKIB IIPU 3aCTOCYBaHHI PO3yBacTaTUHY OKPEMO.

30iIbIIeHHS TO3HAYEHO 3HAYKOM 1, 3MEeHIIeHHT - | .

** ByJo mpoBeieHo KilbKa [OCTiIKeHb B3aEMO]Iii TpX Pi3HUX H03aX PO3yBaCTATHHY, B TaONUIIi 2
IIOJIaHO HaMOINbII 3HAYYIIE CITiBBiIHOIIEHHS.

Jlikapchki 3aco0u/ KomObiHallil, sSiKi He May KJIiHiYHO 3HAYyL[Oro BIJIUBY Ha moka3HuK AUC
PO3yBacTaTHHY IIPH OOHOYACHOMY 3aCTOCYBaHHi: aneryita3ap 0,3 Mr mpoTsiroM 7 gHiB; peHodibpat
67 mr 3 pa3u Ha o0y, 7 guiB; dmykoHason 200 mr 1 pa3 Ha goOy, 11 mHiB; po3amnpenasip 700 mr /
putoHasip 100 mr 2 pa3u Ha o0y, 8 mHiB; KeToKoHa301 200 Mr 2 pa3u Ha o0y, 7 OHiB; pudaMIliH
450 mr 1 pa3 Ha o0y, 7 guiB; cuniMapud 140 Mr 3 pa3u Ha fo0y, 5 OHIB.

Bnaue po3ysacmamuHy Ha CynymHi Aikapcuki 3acobu

AHmaeoHicmu gimamiHy K . fK i mpu 3actocyBaHHi inmmux iHriditopis I'MI'-KoA-penykTas3u, Ha
1Io4YaTKy JIiKyBaHHS a00 IIpU MigBUINEHH] 03X PO3yBacTaTHHY ONHOYACHE 3aCTOCYBaHHS
aHTaroHicTiB BiTaMiny K (Hanpukiiaz Bapdapuny abo iHIIIOT0 KyMaprHOBOTO aHTUKOATYJISTHTY) MOXKe
IIPU3BECTH [0 30ibIIEHHS MiXKHAPOJHOT0 HOPMasi3oBaHOro BifHomeHHs (MHB). [IpununeHHs
3aCTOCyBaHHS ab0 3HUKEHHS [03W PO3yBaCTAaTUHY MOXKe IIPU3BECTH 10 3MeHIIeHHsT MHB. ¥ Takux
cuTyalisax 6axkaHo 3OilicHIOBaTH BiAmOBigHUY KOHTPOIs MHB.

IlepopasvHi KoHmpauenmuau/ 20pMmoHo3amicHa mepania (I'3T). OpHO4YacHE 3aCTOCYBaHHS

po3yBacTaTUHY Ta IIepopajibHUX KOHTPALENTUBIB IpU3BOAUIIO 0o nigsuineHas AUC
eTHUHiNlecTpafioy Ta HOprecTpeiny Ha 26 % Ta 34 % BigmosigHo. [Ipu migbopi 1031 IepopanbHUX
KOHTpAIleNTHBIB CJIiJ] BpaxOByBaTH TaKi MiBUIIIeHHS 1JTa3MOBUX PiBHIB TiKapchkux 3acobiB. Hemae
OaHUX 000 hapMaKOKiHETUKM IIPeapaTiB y Malli€HTiB, SKi OIHOYACHO OTPUMYIOTh PO3yBaCTaTHUH Ta
['3T, ToMy He MOXKHa BUK/IIOUUTH BILIUB PO3yBacTaTUHY Ha (papMakokiHeTuky ['3T. OgHak 3a3HadeHa
KoMOiHallis IMMPOKO 3aCTOCOBYBaacs XKiHKaM B paMKax KJTiHIYHUX JOCIIiIZKeHb i mepeHocHuIacs
nobpe.

THwi nikapcvki 3acobu
[uzokcuH
3a maHUMU CIeliaTbHUX OOCIiIXKeHb KIIiHIYHO 3Ha4yII0l B3a€MOIl i3 IUTOKCUHOM He OUiKy€EThCS.

dy3udosa Kucioma

HocmimKeHHS B3aEMOIii pO3yBacTaTUHY 3 Py3UO0BOIO KMCIOTOIO HE TPOBOOUINCS. PU3UK PO3BUTKY
MionarTil, BK/IIo4ar4u paboomionis, MoxKe 3pOCTaTH MPU OOHOYACHOMY 3aCTOCYBaHHi (Gy3ungoBoi
KICJIOTA CUCTEMHOLI [il 3i cTaTuHaMH. MexaHi3M IIi€l B3aemogil (papMakoguHaAMIidYHUN,
dbapMaKOKiHeTUYHUY YU 00MOBA) TOKK HeBimoMuii. II0BimOMIISIIIOCH TPO PO3BUTOK pabmomiosidy
(BKJTIOYHO 3 JIeTaJIbHUMHU HaCJIiIKaMu) y MallieHTiB, SKi OTpHMyBasH If0 KoMOiHalliio.

Ao BUHUKA€E HeoOXigHICTh y 3acTOCyBaHHi Gy3ua0BOi KUCTIOTH CUCTEMHOI [ii, Tepario
PO3yBacTaTUHOM CJIifi IPUIIMHUTH Ha BeCh Mepiof NiKyBaHHS (Hy3UI0BOI0 KHCIIOTOO (IUB. TAaKOXK



po3min «OcobMMBOCTI 3aCTOCYBAHHSI»).

[ToB’a3aHi 3 e3eTuMiboOM

Y mokniHiYHUX mOCHimXKeHHSIX 0yJI0 MoKa3aHo, 110 e3eTUMi0 He iHOyKye pepMeHTH HUTOXpoMy P450,
mo MeTabomi3yioTh mpenapat. He coctepiranocs KniHigHO 3HauyLImx hapMaKOKiHETHYHUX
B3aEMOTiN MiXK e3eTHMiIOOM Ta IIpenapaTaMy, 5Ki, IK BifoMo, MeTabo0Ii3yi0ThCcs uTOXpoMaMu P450
1A2, 2D6, 2C8, 2C9 ta 3A4 abo N-aretunrtpanchepasoro.

Y KJTiHIYHUX JOCHIXKEHHSIX B3aEMOIIH IiJ Yac OMHOYaCHOTO 3aCTOCYyBaHHS €3eTUMIi0 He BIIJIBaB Ha
(dhapMakKoKiHEeTUKY JalCOHY, JeKCTpoMeTopdaHy, IUTOKCHHY, TIePOpaIbHUX KOHTPAIETITUBIB
(eTmHinecTpapmiony i neBoHOpPrecTpeny), riainiduny, Tondyraminy abo Migazonamy. Ilpu ogHOYaCHOMY
npuiomi 3 e3eTUMiIOOM ITMMETUIUH He BIIMBAB Ha Oi0H0CTYIHICTh €3eTUMIOy.

AHumauudu

OpHOYacHe 3aCTOCYBaHHS aHTAIMMOIB 3HUKYBAJIO IMIBUIKICTE BCMOKTYBaHHS e3eTuMiby, ane He
BIIJIUBAJIO Ha #oro 6iogocTymHicTh. Take 3HUKEHHS IIBUAKOCTI BCMOKTYBaHHS He BBAXKA€ThCS
KJIIHIYHO 3HAYYIIUM.

XoaecmupamiH

OpHOYaCHe 3aCTOCYBaHHS X0JIeCTUpaMiHy 3MeHIIIyBajlo CepelHe 3HaueHHs oL iy KpuBor (AUC)
3arayibHOro e3eTuMily (e3eTuMiO e3eTuMiOy IIIOKypoHiT) mpubau3Ho Ha 55 %. LIsg B3aemomis Moxke
3yMOBUTH IIOCTYIIOBE 3HUKEHHS PiBHSA X0IECTEPHHY JINONPOTEIHiB HU3bKO] IminbHOCTI (XC JITTHIII),
CIIpHYKHEHe JofaBaHHIM e3eTHMi0Oy o XonecTupaMiny (muB. po3ain «Crnocib 3acTocyBaHHS Ta
OO3U»).

dibpamu

Jlikapi MoBUHHI TaM’TaTH IIPO MOXKJIUBUAN PU3UK PO3BUTKY KOBYHOKAM SHOI XBOPOOH Ta
3axBOPIOBaHHS KOBYHOTO MiXypa y MallieHTiB, sKi oTpuMyIOTh peHoGiOpaT Ta e3eTuMib (OUB. pO3Tinu
«OcobnuBocTi 3acTocyBaHHS» Ta «I106iuHi peakil»). Y pa3i BUHUKHEHHS Mif03pX Ha
JKOBYHOKaM' sTHY XBOpOOY y mallieHTa, IKul oTpuMye e3eTumib Ta dheHodibpar, ciif BUKOHATH
00CTeKEeHHS JKOBYHOT'0 MiXypa i MPUIIMHUTH TaKy Tepatito (IuB. po3nin «I1o6iuHi peakirii»).
OpHoyacHe 3acTocyBaHHS (heHo(piOpaTy a6o remMmdpidbpo3uy mIOMipHO IiIBUITYBaAJIO 3arajbHy
KOHIIeHTpallio e3eTuMiby (mpubnusHo B 1,5 Ta 1,7 pa3a BiANoBigHO).

OpHoYacHe 3aCTOCYyBaHHS €3eTuMiOy 3 iHmuMu ¢ibpaTaMu He BUBYAIOCH.

®i6paTi MOXYTh MOCUJIUTU €KCKPEIIiI0 X0JIeCTEPUHY B KOBY, 110 IPU3BOOUTH JO PO3BUTKY
JKOBYHOKaM’ SHOI XBOpOOH. Y [OCHiKEeHHSIX Ha TBApHXHAX €3eTUMi0 iHOMi miiBUIIlyBaB PiBEHb
X0JIECTEPUHY B 2KO0BYi JKOBYHOT0 MiXypa, aje He y BCiX BUAiB. He MOXHa BUK/IIOYUTH JTiTOT€HHUAN
PU3UK, TI0B’sI3aHUY i3 TepaneBTUUYHUM 3aCTOCYBaHHSIM €3eTUMi0y.

CmamuHu

[Tpu ogHOYACHOMY 3aCTOCYBaHHi e3eTUMiOy 3 aTOpBaCTaTUHOM, CUMBACTaTHHOM, IIpaBaCTaTUHOM,
JI0BaCTaTUHOM, (piyBacTaTUHOM ab0 po3yBacTaTUHOM He OyJI0 BUSBIIEHO KTIHIYHO 3HAYYIIUX
(hapMakKOKiHETUYHUX B3aEMOIH.



LukaocnopuH

Y mocnifKeHHIi 3a y4acTio BOCbMMU TAIliEHTIB IMiCJIsg TPAHCIIAHTallll HUPKY i3 KJTipeHCOM KpeaTHHIiHy
> 50 m1/xB, IKi OTpUMYyBaIM CTa0iIbHI 103U IIUKJIOCIIOPUHY, OGHOKpaTHA fo3a 10 Mr mpusBena [o
306inbInenHs B 3,4 pa3sa (Big 2,3 mo 7,9 pa3a) cepemHboro 3HaueHHss AUC 3araabHOT0 e3eTuMiby
MIOPiBHSHO 3 BigIIOBIAHMM ITOKa3HUKOM Yy 3[I0POBUX YYaCHUKIB KOHTPOJILHOI TPYNH, IKi OTpUMYyBasa
e3eTuMib oKpeMo, y iHImoMy gocnigxkeHHi (n = 17). B iHmomy gocnigeHHi y maiieHTa micnis
TPaHCIUIaHTallll HUPKYU 3 TSIKKOI0 HUPKOBOIO HEOCTATHICTIO, SKUM OTPUMYBaB LIMKJIOCIIOPHH Ta
OaraTo iHIIKX IpemnapaTiB, eKCIO3UIIis 3arajabHOr0 e3eTuMiOy y 12 pa3siB mepeBuillyBaja TaKy y
KOHTPOJIbHUX YYACHUKIB, SIKi OTPUMYBaJIH NTHile e3eTuMib. Y mepexpecHoMy HOCTiAKeHHi 3 IBOMa
nepiofaMu, y SKOMY B3SUJIM Y4acTh 12 300pOBUX HOOPOBOIIBIIIB, IOJeHHE 3aCTOCYBaHHS 20 MT
e3eTuMiOy IpoTsaroMm 8 OHIB Ta OMHOPA30BUM MPUIOM IIUKIIOCIIOPUHY B 7031 100 Mr Ha 7-¥ meHb
npu3Benu o0 30inbiierHs AUC IIUKIIOCTIOPUHY B cepenHboMy Ha 15 % (y miama3oHi Bifg 3HUKEHHS Ha
10 % mo migBuieHHS Ha 51 %) MOPIBHAHO i3 3aCTOCYBaHHAM JIKIIIE IUKJIOCIOPUHY Y H03i 100 Mr
OIHOKpaTHO. KOHTpO/boBaHe JOCTiAXKEeHHS BIIMBY €3eTUMiOY Mpu HOT0 OHOYACHOMY 3aCTOCYBaHHI
3 IIUKJIOCIIOPUHOM Ha eKCIIO3UIIiI0 IUKJIOCIIOPYHY Y IallieHTiB MiC/s TpaHCIJIAHTAllil HUPKU He
npoBoauiIoch. Crim 6yTu 06epekHUMY, TOUNHAIOYY TPUMOM €3eTUMIOy 3 IUKIIoCIIOpruHOM. CIIif
KOHTPOJTIOBAaTH KOHIIEHTPAllil0 IUKIOCIIOPUHY V Talli€HTiB, SIKi OTPUMYIOTh €3eTUMIO Ta IIMKIIOCIIOPUH
(ouB. po3min «OcoOIMBOCTI 3aCTOCYBaHHS»).

AHmukoazyasaHmu

OpHovacHe 3acTocyBaHHS e3eTuMiOy (10 Mr oguH pa3 Ha fo0y) He BIIJIMBAIO Ha 6i0OCTYIHICTS
Bapdapuny Ta TpoTpoMOIHOBHY Yac Y HOCIiIKeHHi 3a y4acCTio ABAHAALSTH 3T0POBUX HOPOCIIUX
40J10BiKiB. OgHAK y IIepiof MiCIspeeCcTpaliiHOro 3aCTOCYBaHHS MTOBIAOMIISANIOCH NIPO MigBUILIEHHS
MHB y narii€HTiB, sSKi mpuiiManu e3eTuMid omHOYaCHO 3 BaphapuHoM abo ¢hrnyiHmioHoM. Y pasi
OOHOYACHOT0 3aCTOCYBaHHS KoMOiHallii po3yBacTaTrH/e3eTuMi6 3 BaphapuHOM, iHIIUM
KyMaprMHOBUM aHTHKOATYISHTOM ab0 GIyIHIIOHOM CIlif HajmeXHUM YMHOM KOHTpomoBaTd MHB (nus.
po3min «Oco6IUBOCTI 3aCTOCYBaHHS»).

Himu

HocnifkeHHS B3a€EMOIil TPOBOAMINCS JIUIIE 3a YYacTio Jopocnux. CTymiHb B3a€MOLil TiIKapChKUX
3aco0iB y miTel HEBiTOMUM.

Oco6 1ueocmi 3acmocyeaHHsi.

[ToBimomusinocs PO KifbKa BUIAAKiB e6i0Ty MiacTeHil rpaBic, CIPOBOKOBaHOI 3aCTOCYBaHHAM
CTaTHHIB a00 3arOCTPEHHS BXKe iCHYI0UO0l MiacTeHil rpaBic abo ouHOiI opMu MiacTeHil (DUB. po3min
«ITo6iuHi peakmii»). Y pasi moripiueHHs CAMITOMIB 3aCTOCYBaHHS JIiKapCchKoro 3aco0y Knisac® ITmoc
Cyig npunuHUTH. [10BiTOMIIANI0CS PO PO3BUTOK PELUANBY MiaCTeHil Mpu IOBTOPHOMY 3aCTOCyBaHHI
TOTO YUY iHIIOTO CTATUHY.

Brniwve Ha HUPKYU

[TpoTeinypis, BUsiBIeHa y pe3yibTaTi aHai3y 3a TECT-CMYKKaMH Ta IIepeBaXKHO KaHaJIbLIEBOTO
MIOXOMXKEHHS, CIIOCTepiranacs y Mali€HTiB, Kl JIKyBaJIuCs BUIIMMU A03aMU PO3yBacTaTUHY, 30KpeMa
40 wmr, iy GinbiocTi BumapkiB Oyna TUM4acoBoio abo mepepuBdacTtoio. [IpoTeinypist He Gyna
nIepefiBiCHUKOM I'ocTpoi abo mporpecyoyol XxBopobu HUPOK (auB. po3min «I1o6iuHi peakiiii»). HacToTa
TIOBiOMJIEHD ITPO CEPHO3Hi SBUINA 3 00Ky HUPOK Y IIOCTMapKETUHTOBUX JOCITiIXKEHHSIX BUILA TPU



3acTocyBaHHi mo3u 40 Mr. Y narieHTiB, sSKi mpuiMalTh TiKapchKuit 3acib y moai 40 Mr, cif
PETYIIPHO NEePEBIPATHA PYHKIIiI0 HUPOK.

BonuB Ha CKeneTHi M'93u

VpakeHHsT CKeIeTHUX M's13iB, HAIIPUKJIIAM Mianris, MiomaTis Ta pigko pabmoMiorii3, criocTepiraauch
y Talli€HTIB IIpX 3aCTOCYyBaHHI pO3yBacTaTHHY Ta €3eTHUMi0y, 30KpeMa y go3ax > 20 Mr.
Iyxe pigko BuMlafKy pabmoMioni3y Bif3Hayanucs Mpy 3aCTOCYBaHHI e3eTuMi0Oy y KoMbiHalril
3 inribiTopamu I'MI'-KoA-penykTa3u. He MoXkHa BUK/TIOYAaTH MOK/IMUBICTh papMaKOAUHAMIYHO]
B3aeMopii (quB. po3min «B3aemopis 3 iHIIKMMH JTiKapChbKUMK 3aco6aMH Ta iHII BUOM B3a€MOMil»), a
TOMY, TaKy KOMOiHallifo CITig 3aCTOCOBYBaTH 3 00€PEXKHICTIO.

4K i mpu 3acTtocyBaHHi iHmux iHribiTropie 'MI'-KoA-penykTasu, 4acToTa IOBiIOMIEHD PO BUIAOKU
pabmoMioni3y, OB’s1I3aHOT0 i3 3aCTOCYBaHHSAM PO3yBaCTaTUHY, y IIOCTMAapPKETUHTOBUH 1epion Oyia
BHUIL[OI0 ¥ pa3i 3acTocyBaHHSA 703U 40 M.

[Tpu nimo3pi Ha Miomarito, 110 MPOSBIISIETHCS CUMIITOMaMu 3 60Ky M’s3iB a00 MigBUIIIEHHSIM PiBHS
KpeaTuHKiHa3u Oinbine, HiK y 10 pasiB Bil BepxHbOI MeXKi HOPMHU, CJIiff HeTallHO IPUNIMHUTHU ITPUKNOM
JiKapChKOTo 3ac00y Ta OyOb-IKOTO iHIOTO IIpenaparty, KW NalieHT IpuiiMae 0OqHOYaCcHO. Y Cix
TAIEHTIB, SKi MOYMHAIOTH JIIKYBaHHS ITPerapaToM, Jil0YUMU PeYOBUHAMH SKOTO € e3eTUMib y
kKoMOiHaii 3 inribiTopamu I'MI'-KoA-penykTa3u, moTpibHO moiHGopMyBaTH PO PU3UK BUHUKHEHHS
MiomaTii Ta HeOOXigHICTH TEPMiHOBO ITOBIOMIISITH TIPO IOSIBY 00JII0 y M’s13aX, MISBOCTi abo crmabKoCTi
He3'siCOBaHOI eTiomoril.

Bimomo, 1m0 y mixHaponHe pocrnigxkenHs IMPROVE- IT 6yno panpomizoBano 18144 nauientu 3 IXC
ta 'KC B aHamMHe3i A1 OTpUMaHHS JIiKapChKoro 3acoby, 1m0 MicTuTh e3eTuMib/cumBacTaTtul 10/40
Mr Ha o0y (n = 9067) abo cumBacTtatul 40 Mr Ha o6y (n = 9077). I1ig 4ac momanbIIoro
CIIOCTEPEeXkKEHHS i3 CepefHbOI0 TPUBAIICTIO 6 POKiB YaCcTOTa BUHUKHEHHS Miomnatil ctaHoBumna 0,2 %
IIpU 3acToCyBaHHI KoMObiHarii e3eTumi6/cumBacTaTul i 0,1 % Ipu 3aCTOCyBaHHI CUMBACTATUHY, a
MioTaTisg Bu3Hadasacs K cnabkicth abo 6imb y M's13ax HEBigoMoil eTionoril 3 piBHEM KpeaTHHKiHa3u B
cupoBaTii KpoBi, y = 10 pasiB Bixr BMH, a6o 3 piBHEM KpeaTHUHKiHa3! MIPX OBOX IIOCITifOBHUX
obcTexeHHsX, y = 51 ° 10 pasie Bim BMH. YacToTa BuHUKHEHHs pabnomionisy cranosumna 0,1 % mpu
3acTocyBaHHI KoMOiHaril e3eTuMib/cuMBacTaTuH i 0,2 % Ipu 3aCTOCyBaHHI CUMBaCTaTUHY, IPU
IIbOMY ToCTpu¥ pabaoMioni3 Bu3HayaBcs K criabkicTh abo 6inb y M'sg3ax HEBimoMoi eTionorii 3
piBHEM KpeaTHHKiIHa3¥ B CUPOBaTLi KpoBi, y = 10 pa3sis Big BMH, 3 nmigTBepAXXeHHAM ypaKeHHS
HUPOK, = 5 pasiB Bim BMH i © 10 pasis Bix BMH 3 minTBepmKeHHSIM ypakKeHHs HUPOK y IBOX
BHUIIa[IKax IOCIIiNib abo 3 piBHEM KpeaTuHkiHa3u = 10000 Mk Op./mn 6e3 03HaK ypaxKeHHS HUPOK
(muB. po3min «ITobiuHi peakirii»).

Y xopi KiHiYHUX gOCHifKeHb 3a y4acTio noHaa 9000 maiieHTiB i3 XpOHIYHOI HUPKOBOIO
HEe[IOCTATHICTIO, SKi OynM paHIoOMi30BaHi AyIst oTpuMaHHS KoMOiHallil esetumiOy 10 mr 3i ctaturoM 20
Mr Ha go0y (n = 4650) a6o mmanebo (n = 4620) (cepenuiit mepion coctepexkeHHs 4,9 poky),
KiNbKiCTh BUTIAAKiB MiomaTii ctanoBuna 0,2 % mpu 3acTocyBaHHi e3eTuMiOy B KoMOiHaIrii i3
cuMBacTtaTuHoM Ta 0,1 % mpu 3acTocyBaHHi miane6o (ouB. po3nin «I1o6iuHi peakirii»).

PiBeHbL KpeaTHHKIHA3U

PiBenb kpeatunkinasu (KK) He ciig BUMipIoBaTH Iiclist 3HaYHOr'0 (i3MYHOT0 HaBaHTaXKeHHsS a0o 3a
HasIBHOCTI ITpaBRonofiOHOI afbTepHAaTUBHOI MpUYKHYU migBuieHHS piBHA KK, sika MoXe 3aBaxkaTu
iHTeprperTallil pe3ynbTaTiB.

dxuro Buxiguuit piBerbs KK 3HauHo migBuienust (> 5 X BMH), npotsirom 5-7 mHiB HeoOXigHO



3po0UTH HOOATKOBUY IiATBEPAXKYBaIbHUY aHai3. AKII0 pe3ynbTaT IOBTOPHOTO aHai3y
MiATBEPAXKY€E BUXIOHUM piBeHb > 5 X BMH, nmikyBaHHS He CHif PO3MOYHUHATH.

Ile pen 1o49aTKOM HiKyBaHHH

Cnip 3 06epexkHiCcTIO MpU3HaYaTH KoMOiHaIlit0 po3yBacTaTuH/e3eTuMib Ta iHmri iHribiTopu I'MI-KoA-
penyKTa3u MallieHTaM, SKi MaloTh (aKTOPU PU3UKY PO3BUTKY MiomaTii/pabmomionidy. [lo TaKux
(hakTOpiB HaleXKaTk:

nopyueHHs GyHKIIl HUPOK;
TiIOTHUPEODS;
HAsBHICTh CIIAJKOBUX M’SI30BHX 3aXBOPIOBaHb B 0COOMCTOMY ab0 ciMeiiHOMYy aHAMHe3i;

HASIBHICTb B aHAMHE3i TOKCUYHOTO BIIUBY HA M'SI31, CIPUYUHEHOTO iHIIUMHU iHTi6iTOpamMu
I'MTI'-KoA-penykTa3u abo ¢ibpatamu;

3JI0BXKMBAHHS aJIKOTOJIEM;
BiK > 70 poKis;

CHUTYyallil, 110 MOXKYTb IIPU3BECTH [0 MiABUIIEHHS PiBHS IIpenapary B IJla3Mi KpoBi (OuB.
po3minu «Crocib 3acTocyBaHHS Ta m03u», «B3aeMopis 3 iHIMMMY JTiKapChbKUMU 3aco0aMu Ta iHIIi
BU[M B3aeMOfii» Ta «OapMaKOKiHETHKA»);

CYIYTHE 3acTOCyBaHHS (ibpaTiB.

Y TakuX naIieHTIB CIIif 3BaXKUTU PU3UKY, II0B’I3aHi 3 JIIKyBaHHAM, IIOPIBHAHO 3 04YiKyBaHOIO
KOPUCTIO Ta PEKOMEHYETHCS IPOBOOUTHU KITIHIYHUY MOHITOPUHT. fAKIo BuxigHui piBeHb KK 3Ha4HO
miguienuu (> 5 X BMH), nikyBaHHS He CIif IOYHMHATH.

[1ig yac IiKyBaHHA

[TamieHTiB cnig monepeauTy MPo HeOOXigHICTh HeralHO MOBIJOMIISITH ITPO HE3PO3YMIiNIoro
TIOXOIKeHHS M’sI30BUM 0iftb, M’s130BY c1abKicTh abo CymoMu, 0COONMMBO SKIIIO BOHU CYIPOBOIKYIOThCS
He3TyKaHHAM ab0 TMX0MaHKO0. Y TaKuX MallieHTiB ciif Bu3HauuTu piBeHbs KK. Crif IpUIUHUTH
nikyBaHHS, Ko piBeHb KK 3HauHO migBuienuit (> 5 X BMH) abo gK110 M’'130Bi CHMIITOMH TSIXKKi
Ta CIPUYMHSAIOTH AUCKOMGOPT y MOBCAKAEHHOMY XKUTTI (HaBiTh akilo piBHI KK < 5 X BMH). dkmo
CUMIITOMU MUHAKOTH 1 piBeHb KK IT0BepTaeThCS 0,0 HOPMU, MOXKHA PO3TJISHYTU NUTAHHS IIPO
TIOBTOpPHE ITPU3HAYeHHS po3yBacTaTUHY abo anbTepHaATUBHOTO iHribiTopa [MI-KoA-penyKTa3u y
MiHiMaJbHI} [03i Ta IIif peTeIbHUM KOHTPOJIEM CTaHy MallieHTa. PerynspHuii KOHTPoJb piBHA KK y
nalieHTiB 6e3 BKa3aHUX BUIIlE CUMIITOMIB He NOTPibeH. [lyxkKe piAKo IOBIIOMIISANIOCS PO BUNIAAKA
iMyHOOTIOCEepeAKOBaHOl HeKpoTu3yoo4ol miomnaTil (IOHM) mig gac abo micns nikyBaHHS CTaTUHAMH,
BKJIIOYHO 3 po3yBacTaTuHoM. Kriniuno IOHM xapakTepu3yeTbcs c1abKiCTIO TPOKCUMaIbHUX M’ S3iB
Ta MigBUIIEHHSIM CUPOBATKOBOTO PiBHS KpeaTHHKiHA3M, 110 30epiraioThCs, He3BaxKalouy Ha
IIPUIIMHEHH JIIKyBaHHS CTaTUHAMMU.

Y xniniunux BUunpoOyBaHHSX He 0yJI0 OTPUMaHO NOKa3iB IOCUJIEHHS BIUIMBY Ha CKeJIeTHi M'SI3U
HEBEJIMKOI KilTbKOCTI NallieHTiB, sIKi OTpUMyBaii pO3yBacCTaTUH Ta CYNyTHIO Teparilo. OgHak
30i/bIIIEHHS YaCTOTH MiO3UTY Ta MiollaTil CIlocTepiraaoch y malieHTiB, SKi OTpUMyBaiu iHIIi
inri6iTopu I'MI-KoA-penyKTa3u pa3oMm i3 moxigHuMu ¢iOpoeBoi KUCIIOTH, 30KpeMa remMpiOpo3unoMm, a
TAKOX i3 IMKJIOCTIOPUHOM, HiKOTMHOBOIO KHUCJIOTOI0, @30IbHUMHU NMPOTUTPUOKOBUMHU 3acobaMy,



inribiTopaMu mpoTea3u Ta MaKpPOIiAHUMU aHTHOIoTUKaMu. ['eM}iOpo3us migBuIlye pu3uK PO3BUTKY
MmiomarTii mpu CymyTHbOMY 3aCTOCYBaHHi 3 fesikuMu iHribiTopamu 'MI-KoA-penykTa3u. Tomy He
PEKOMEHIYEThCST 3aCTOCOBYBATH JIiKapChKUM 3acib pa3oM i3 rempibpo3unom. KopucTs moganmbImoi
3MiHU piBHA MiMifiB Mpu 3acTOCyBaHHI po3yBacTaTUHY y KoMbiHallil i3 ¢pibpaTamu abo HialuHOM
IOTPiOHO peTeIbHO 3BaXKyBaTH IIOPIiBHSIHO i3 MOTEHIIIMHUMY PU3UKaMHU, TT0B’I3aHUMH i3
3aCTOCyBaHHSIM Takux KoMOiHalii. [Jo3a 40 Mr mpoTHIIOKa3aHa IIpX OMHOYACHOMY 3aCTOCYBaHHI
¢bibpartiB (muB. po3ninu «B3aeMofia 3 iHIKUMY TiKapChKUMU 3ac00aMy Ta iHII BUAM B3a€EMOMi» Ta
«ITo6iuHi peakirii»).

Po3yBacTaTuH He CJIifi 3aCTOCOBYBaTU OMHOYACHO 3 IIpenapaTaMu (py3um0BO1 KUCIIOTH CUCTEMHOI Til
abo mpoTgrom 7 gHIB Micnis NPUNMHEHHS JIiIKyBaHHS (Y3UO0BOI0 KUCI0TOW0. [lanienTaM, y SKux
3aCTOCyBaHHS (Qy3UIOBOI KUCIIOTU CHCTEMHOI [Iil BBaXKa€ThCsI HEOOXiqHUM, TiKyBaHHS CTaTHHAMU
CJIi[l MPUNIMHUTY Ha BEChb TEPMiH JIiKyBaHHS (y3UI0BOI0 KUCIIOTOI0. [ToBimoMIIsAiocs Ipo pabmoMionis
(B TOMy uUMCIi geKinbKa neTalbHUX BUIAMKIB) y aLli€eHTIB, Ki oTpuMyBanu KoMbiHalio ¢py3unoBoi
KHUCJIOTY Ta CTATUHIB (OUB. po3min «B3aeMopmis 3 iHIMMMY NTiKapChbKUMHU 3ac00aMu Ta iHIII BUOU
B3aeMopi»). [TarieHTaM CIlif IopaguTy HeraHO 3BEPHYTUCS 110 MeIUYHY OOIIOMOTY, SKIII0 BOHU
BiluyBalOTh OyOb-IKi CUMITOMHU M’130B01 cj1abKocCTi, 605110 a60 XBOpoO/IMBOl Uy TIUBOCTI. Tepariio
CTaTHHAMU MOXKHa IIOBTOPHO IIOHOBUTY Yepe3 CiM [HIB IIiC/Is OCTaHHbLOI A03U PY3UI0BOI KUCTIOTH. Y
BUHSTKOBUX BUIIQ[Kax, KOJIU NMOTPiOHa (y3umoBa KUCII0OTa CHCTEMHO]I IIPOJIOHT0BAHOI [iil, HalpUKIIaf,
[JIS TiKyBaHHS TSXKKUX iHPEKIiN, HeoOXigHICTh OMHOYACHOT0 MPU3HaYeHHS PO3yBacTaTUHY Ta
(Gy3unoBOi KUCIIOTH CIIi[l PO3TIANaTH TiIbKM B KOXKHOMY KOHKPETHOMY BUIIA[IKy, @ 3aCTOCYBaHHS
3OiMCHIOBATH IIifl pETEJIbHUM MEOUYHUM Harasa[oM.

Jlikapcbkuit 3acib He cilif MpuU3HAYaTH MallieHTaM 3 TOCTPUMHU, CEPUO3HUME CTaHAMH, IO BKa3YIOTh
Ha MiomaTito, abo 3 hakTOpaMu pU3UKY PO3BUTKY HUPKOBOI HELOCTATHOCTI Ha GoHi pabmomioniszy
(HaTIpUKIaf, CENCUC, apTepianbHa TiIOTEeH3is, Cepio3He XipypriuHe BTpy4YaHHs, TpaBMa, TAXKKi
MeTabomiyHi, eHOOKPUHHI UM eIeKTPOJIiTHI IopylleHHs ab0 HEKOHTPOJIbOBaHI CyIOMH).

Baxki mkipHi mo6iuHi peakiiii.

[Tpu 3acToCyBaHHI po3yBacTaTHHY IOBigOMJIAIOCS PO BaXKKi LIKipHi no0iuHi peakiii, BKITIOYa04n
curpgpoM CriBeHca-[I2koHCOoHa (S]S) Ta peaxiiito Ha JTiKapchKi 3aco0u 3 e03nHODITi€I0 Ta CHCTEMHUMU
cumrntoMamu (DRESS), 1110 MoXyTh OyTH HEOE3MEeUHUMU AJIS KUTTS a60 MaTu JieTanbHi HaCTigKu
(ouB. po3min «I1o6iuHi peakii»). I1ig yac mpu3HadyeHHs IpelapaTy MallieHTiB CIif npoiHdopMyBaTH
IIPO O3HAKU Ta CUMIITOMU BaXXKKUX IIKIPHUX Peakllii Ta PeTEeJIbHO CIIOCTepiratu 3a HUMU. K10
3'SIBNIAIOTHCSI O3HAKU Ta CUMIITOMH, 1[0 CBigYaTh IIPO III0 peaklliilo, 3aCTOCyBaHHS JIiKapChKOT0 3aC00y
CJIif HeraHO NIPUIIMHUTY Ta PO3TJISHYTU ajibTepHaTHUBHE JIIKYBaHHS.

¢IKIII0 ITPM 3aCTOCYBAHHI JTiIKAPCHKOTO 3aco0y Y MallieHTa pO3BUHYJIACs CEPHO3Ha PeakKilis,
Hanpukiaf, SJS abo DRESS, nikyBaHHS MM IpenapaToM y [aHOTO MallieHTa Hi B IKOMY pa3i He
IIOBUHHO BigHOBJIIOBATHCS.

Bronvs Ha EeYiHKY

Ockinbku eeKTy MiIBUIIEHOTO BMICTY €3eTUMi0y y HaI[iEHTIB i3 Me4iHKOBOIO HEIOCTATHICTIO
TIOMipPHOT'0 Ta TSAXKKOTO CTYIIeHsI HEBioMi, JTikapCchbKuUM 3acid He peKOMEeH0BaHU 1T 3aCTOCYBaHHS
Iil KaTeropii maiieHTiB.

4k i inmi inri6itopu 'MTI-KoA-pegyKTa3u, po3yBacTaTUH CJIifl 3 06epekHICTIO 3aCTOCOBYBATH
malfieHTaM, sKi 3710BXKHMBaIOTh aJIKOT0JIeM Ta/a0o MaloTh B aHAaMHE3i 3aXBOPIOBAHHS MEYiHKH.

PekoMeHy€eThCSI IPOBOAUTH (PYHKITIOHAIBHI TeYiHKOBi pobu yepe3 3 MicAlli micis moyaTky



3aCTOCYBaHHS PO3yBacCTaTHHY. AKIIO PiBHI CHPOBAaTKOBUX TPaHCaMiHa3 MEPEBUIIYIOTh BEPXHIO MEXKY
HopMU OinbIl HiXK y 3 pa3y, 3aCTOCyBaHHA KOMOiHallil po3yBacTaTHUH/€3eTUMI0 CITifi TPUIUHUTH abo
3HU3UTHU 03y TiKapchKoro 3aco0y. [1ig yac micmsgpeecTpalliifHoro 3aCTOCyBaHHS YaCTOTa CEPHO3HUX
HeOaxkaHUX SBUII 3 OOKY MeUiHKM (ITepeBaxkKHO BUIAJKIB MiIBUIIEHHS PiBHIB MEeYiHKOBUX
TpaHcaMiHa3) Oyya BUIO0 IIPU 3aCTOCYBaHHi o3u 40 Mr.

Y narfieHTiB i3 BTOPHHHOIO TillepX0JIeCTePUHEMi€I0, CIPUYUHEHOIO TiloTHPeo30M ab0 HehPOTUUYHUM
CHHIPOMOM, IIepef T0YaTKOM 3aCTOCyBaHHS KoMOiHallii po3yBacTaTuH/e3eTuMib HeoOXiIHO TPOBECTH
TiKyBaHHS OCHOBHOT'O 3aXBOPIOBAHHS.

ITeuiHKOBi dpepMeHTH

[Tig yac KOHTPO/IBOBAaHUX KITiHIiYHMX BUNIPOOyBaHb y MAIli€HTIiB, SKi 3aCTOCOBYyBaiu KOMOiHAIIi0
CTaTHH Ta e3eTHUMi0, criocTepiraaocs MOCTYTIOBe MMiiBUILIEHHS PiBHIB TpaHCcaMiHa3 (= 3 pasiB Bif
BepxHbOI Mexki HopMmu). [Tpu npuiiomi KombiHallil e3eTumib 3i CTaTUHOM CITiT TPOBOAUTHI
GbyHKITiOHaBHI TeYiHKOBI Mpo6y Ha MOYaTKYy Tepallii Ta 3rifHO 3 peKOMEeH[alliIMH I[0J0
3aCTOCYBaHHS CTATUHY.

Y mixHaponHe gocnigxkeHHs «EdekTuBHICTS BiTOpUHY B OKpaIaHHI pe3yIbTaTiB 3HUKEHHS
cepueBo-cyauHHOTO pu3uky» (IMPROVE- IT) 6yno panpmomizoBano 18144 nauientu 3 IXC ta T'KC B
aHaMHe3i [y oTpuMaHHs KoMOiHatlil eseTumi6/cumBacTatut 10/40 mMr Ha moOy (n = 9067) abo
cuMBacTtaTuy 40 mMr Ha go0y (n = 9077). I1ig yac moganblIoro CIOCTEPEXKEHHS i3 cepeIHbOI0
TPUBAMICTIO 6 POKiB YaCTOTa MiABUIIEHHS PiBHiB TpaHcaMiHa3 (= 3 X BMH) cranosuna 2,5 % mnpu
3aCTOCYBaHHi e3eTuMiOy/cuMBacTaTuHY i 2,3 % Ipu 3aCTOCYBaHHI CUMBAaCTaTHHY.

IuTe QCTI/IEiaHBHe 3aXBOPIOBAHHA JIETEHDb

[Tpu 3acTocyBaHHI OesIKUX CTaTUHIB, 0COOIMBO IIPX NOBTOTPUBAJIiM Tepallii, IOBiIOMIISAIOCE IIPO
PO3BUTOK iHTEPCTHUIIaTbHOTO 3aXBOPIOBAHHS JIeTeHb (OuB. po3min «I1o6iuHi peakirii»). MoxXmuBi
O03HaK¥ MOXKYTb BKJIIOYATH 3aQUILIKYy, HEIIPOAYKTUBHUY Kalllellb Ta IOTIPIIEeHHS 3arabHOr0
CaMOTIO4yTTs (BTOMa, 3HMXKEHHS MacH Tijla Ta IMXOMaHKa). K0 BUHUKAE Mif03pa, 110 Yy MallieHTa
PO3BUHYJIOCH IHTEPCTHULIia/IbHE 3aXBOPIOBAHHS JIET€Hb, TePAIlil0 CTaTUHaMU CJIif IPUIIMHUTH.

[TykpoBu# miabet

IlesKi maHi cBig4aTh PO Te, 110 CTATUHU SIK KJlaC MigBUILIYIOTh PiBeHB IJIIOKO3U KPOBI Ta Y OeAKUX
NAIiEHTIB 3 BUCOKUM PU3UKOM PO3BUTKY AiabeTy MOXKYTh 3yMOBJIIOBATH PiBeHb TillepriikeMmii, mpu
SKOMy HeoOXigHe JTiKyBaHHS SIK IIPHU IyKpoBoMy fiabeTi. OmHaK 3HUKEHHS CYOUHHOTO PU3UKY
BHACJIJIOK 3aCTOCYBaHHS CTAaTHHIB IlepeBaka€ PU3UK PO3BUTKY TilleprilikeMii, TOMy OCTaHHiil He €
IIICTABOIO [JI IPUINIMHEHHS JIIKyBaHHS CTaTUHAMHU. Y IAlll€HTIB, AKi HiANAI0TLECA PU3UKY PO3BUTKY
miabeTy (piBeHb TMI0OKO3K HaTIe 5,6—6,9 MMonb/1, iggexc macu Tina (IMT) > 30 xr/M°, migBuieHi
piBHi Tpurmninepunis, apTepianbHa rinepTeH3sis), ciig KOHTPOIIOBATH K KITiHiYHI, Tak i 6ioximiuHi
IIOKA3HUKHU 3TifHO 3 HAlllOHAJIbHUMU KePiBHULITBAMU.

Y mocnimxenni JUPITER 3apeecTpoBaHa 3arajibHa 9aCTOTa LyKPOBOTO fiabeTy cTaHoBuIa 2,8 % y
rpyni po3yBacTtaTuHy Ta 2,3 % y rpymi nnaue6o, mepeBaXXHO y MaIli€HTiB 3 piBHEM TJTIOKO3U
HaTIe Big 5,6 1o 6,9 MMOJIB/II.

AHTUKOAryjisHTU

Y pasi nogaBanHs KoMOiHallii po3yBacTaTruH/e3eTuMib 1o BaphapuHy, iHIIIOT0 KyMapuHOBOTO
AHTHUKOATYJSHTY, a00 GIyiHTIOHY CIil HaleXXHUM YMHOM KOHTPOJIIOBATH MiXKHaApOHE
HOpMaJtizoBaHe BigHomeHHsS (MHB) (muB. po3min «B3aemois 3 iHIIMMY TiKapChbKUMU 3aco0aMu Ta



igmI BUOM B3aEMOMi»).

HI/IKHOCHO PUH

IuB. po3minu «[IpoTHUoKa3aHHA» Ta «B3aeMomis 3 iHIMUMHU JTiKapCbKUMM 3aco0aMu Ta iHII BUOK
B3aEMOJIiM».

®ibpaTu

Beameka Ta eeKTUBHICTh 3aCTOCYBaHHA e3eTuMiby 3 pibpaTaMu He BCTAHOBJIEHI (OUB. iHGopMalriio
BHUIIle Ta po3minu «IIpoTunoka3anHs» Ta «B3aemopis 3 iHIMKUMY TiKapChKUMU 3acobaMu Ta iHIII BUIU
B3aEMOJIiN»).

Y pa3i BUHUKHEHHS if03pU Ha JKOBYHOKaM SHY XBOpoOYy y MallieHTa, IKUW OTPUMY€e KOMOiHaIliio
po3yBacTaTrH/e3eTuMib Ta PpeHodiOpaT, Cig BUKOHATHA 00CTeXKeHHS KOBYHOT0 MiXypa i IpUIUHUTI
TaKy Tepario (IuB. po3minu «B3aeMopmist 3 iHIMMMU TiKapChKUMH 3aco0aMu Ta iHIIi BUOU B3a€EMOMIil»
Ta «[TobiuHi peaxiii»).

IuribiTopu mpoTeas3u

[TocuneHHs CUCTEMHOI €KCIO3KIIil PO3yBaCTaTUHY CIIOCTEpPiranocs B ocib, gKi oTpuMyBau
pPO3yBacCTaTHH OJHOYACHO 3 Pi3HUMMU iHTiGiTOpaMu MpoTeasy y MOeNHaHHI 3 puToHaBipoM. Crin
BPax0OByBaTHU SIK KOPUCTH Bifj 3HUKEHHS PIBHIB JIMiAiB Iif BIJIMBOM IIpemnapaTy y nauieHTis 3 BIJI, sxi
OTPUMYIOTE iHTi6iTOPH MPOTea3H, TakK i MOXKJIUBICTD MigBUINEHHS KOHIIEHTPaIlil pO3yBacTaTUHY B
I71a3Mi KPOBi Ha IIOYATKY Tepallil Ta Mpu MOCTYIIOBOMY IigBUIIEHHI 03U PO3yBacTaTUHY Y MAIiEHTIB,
SKi OTPUMYIOTH iHTibiTopu npoTea3u. CymyTHE 3aCTOCYBAaHHS 3 JesIKUMHU iHribiTOpaMu IpoTeasu He
PEKOMEH[IYEThCS 10 ITPOBEEHHS KOPUTYBaHHS 03U PO3yBaCTATUHY (OUB. po3minu «Crocid
3aCTOCYBaHHS Ta J03W» Ta «B3aemopis 3 iHIIUMHY JTiIKapCHKUMHU 3aco0aMu Ta iHIM BUOM B3AEMOIN»).

Paca

Y mocnigxeHHAX (hapMaKOKiHETUKY PO3YBaCTAaTHHY CIIOCTEPIrasioch 3pOCTaHHS €KCIIO3UIIil
PO3yBaCTaTUHY Yy MAlLli€HTIB a3iaTChKOTO ITOXOM2KEHHS ITOPIBHSIHO 3 IIpeiCTaBHUKAMU €BPOIIEOIIHOI
pacu (ouB. po3minu «Croci6 3acTocyBaHHS Ta go3u», «IIpoTunoka3anHsa» Ta «®apMaKOKiHETHKa»).

it

Ouinka JiHIMHOTO POCTy (3picT), Macu Tina, IMT (iHgekCcy Macu Tifla) Ta BTOpDUHHUX XapaKTEPUCTUK
CTaTeBOr'0 N03piBaHHA 3a TaHHEepOM y AiTel BiKOoM Bif 6 1o 17 poKiB, sKi IpuiiManyu po3yBacTaTuH,
oOMezkeHa IepiogoM TPUBAJIICTIO 2 poku. Ilicng 2 pokiB HOCTigKyBaHOTO JIiIKYyBAHHS XKOJHOTO BIIJIUBY
Ha pict, Macy Tina, IMT abo craTteBe q03piBaHHS BUSBIEHO He OyJ10 (OUB. PO3Min
«QapmakoauHaMika»). Y KIIiHIYHOMY OOCHiAXKEeHH] y giTel Ta HiAIiTKiB, SKi IpUiMaIu po3yBaCTaTUH
npoTsaroM 52 THXKHIB, nmigBuiieHHs piBHsA KK > 10 pasis Buie BHM Ta cumnromu 3 60Ky M’s13iB micis
Gbi3znyHOro HaBaHTaXKeHHs abo migBuUIeHOl Gi3nYHOI aKTUBHOCTI CIIOCTEPirasucs 4acTille MOPiBHSIHO
3 TAKUMHU Y JTOPOCTUX (OuB. po3min «[To6iuHi peakii»).

EdekTuBHicTh Ta 6€3MEKY 3aCTOCYBaHHS €3eTUMiOy malieHTaMm BikoM Big 6 go 10 poxkiB i3
TeTepO3UT0THOIO CiMelHO0 ab0 HeCiMelHOI0 TiepxoIecTepuHEMi€l0 OLiHIOBAMU B 12-TUXKHEBOMY
n1a1e60-KOHTPOJIbOBAHOMY KITiHiYHOMY mociimxkeHHi. EQekTu e3eTumiby mpoTtsarom mnepiogy
JIiKyBaHHS > 12 TUXKHIB y Iiil BIKOBi{ IpyIi He HOCIigXyBau.

He pgocmnigyBasnocst 3aCTOCyBaHHS e3eTUMiOy IallieHTaM BiKOM [0 6 POKiB.



EdekTuBHiCTh Ta 6e3meKa 3aCcTOCyBaHHA e3eTuMily, 1110 Mpu3HayaBcsA y KoMOiHallil 3 CHMBaCTaTUHOM
nanieHTaM BikoM Bif 10 go 17 pokiB 3 reTepO3UTrOTHO CIMEWHO0 TinepxoIecTepuHeMIER,
OLIIHIOBAINCS B KOHTPOJILOBAHOMY KJTIHIYHOMY OOCIIIKEHH] 3a y49acTio XJIONYUKIB (cTamis TarHepa 11
abo BuIIe) Ta MiBYaTOK (He MeHIe HiXK yepes pik Iic/is MeHapxe).

Beameka Ta eeKTUBHICTh 3aCTOCYBaHHS €3eTUMiOy pa3oM i3 CMMBACTaTHHOM AiTsIM BikoM o 10
POKiB He BUBYAJIUCS.

IoBrocTpokoBa e(heKTUBHICTh TepaIllii e3eTuMiOOM MmallieHTiB BiKOM [0 17 POKiB st 3HUKEHHS
3aXBOPIOBAHOCTI Ta JieTaJlbHUX BUIIAAKIB y 3piJIOMyY Billi He JOCIiAXKYyBanacs.

Axw,o y Bac ecmaHos1eHo HenepeHocumicmb 0esKux UYKpie, NpOKOHCY1bmylmeca 3 AiKapem,
nepuw, Hixc npuiimamu uet aikapcvkutl 3aciob.

Jlikapcvkull 3acib micmumbe MeHwe Higc 1 Mmoab Hampito (23 Me) Ha mabsiemky, mobmo NpaKMu4yHO
He Micmumb HAMPpIw.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHA 2py00i0.

I[Ipenapat Knisac® [Tmoc IpOTUIIOKa3aHKH MIif] Yac BariTHOCTI Ta FOMyBaHHS TPYAIIO (IHB.
po3pin «IIpoTunoka3saHHsa»). 2KiHKM PeNpOAYKTHBHOTO BiKy IIOBUHHI BUKOPHCTOBYBaTH HaJleXKHi
3aco0u KOHTpAIeIii.

BariTHicTBb

Posysacmamun. OCKibKY X0JIECTEPHH Ta iHII MPOAYKTH 6i0CHHTE3Y X0JIECTEPHUHY CYTTEBO BaXKJIUBi
71T PO3BUTKY IIJI00a, TOTEHLiWHNUME pu3uk iHrioyBanHs I'MI'-KoA-penyKTasu epeBuIlye KOPUCTh
3aCTOCyBaHHS IIpenapary y mepiof BariTHOCTI. [JoCligKeHHd Ha TBapuHax [aloTh 00MeXKeHi oKa3u
PENpPOAYKTUBHOI TOKCUYHOCTI. Y pa3i HacTaHHS BaTriTHOCTI y Iepiof 3aCTOCYBaHHS

IpernapaTy JiKyBaHHS CIIil HETalHO IPUNUHUTH.

E3emumib. Hemae KTiHIYHHX HaHUX 0[O0 3aCTOCYBaHHS e€3eTUMIiOy IIifl Yac BariTHOCTI.

HocmifKeHHS MOHOTepaIlil e3eTHMiO0OM Ha TBapuHaX He Hafasld XXKOOHUX N0Ka3iB MpsiMOro abo
HEeTIPSIMOTO MIKigINBOTO BIIMBY Ha BariTHICTh, eMOpiodeTa bHIN PO3BUTOK, IOJIOTH ab0
IIOCTHATaIbHUY PO3BUTOK.

[Tepion rogyBaHHSA TPYAOIO0

PosysacmamuH. Bigomo, 1110 po3yBacTaTUH €KCKPETYETHCS Y MOJIOKO ITypiB. HeMae maHux 1momo
€KCKpellil po3yBaCTaTUHY y TPyIHE MOJIOKO JTIOOUHU (OUB. po3min «IIpoTumnoka3aHHsg»).

E3emumib. Y mociimKeHHsX Ha IIypax OyJI0 BCTAHOBJIEHO, 1[0 €3eTUMi0 BUOINISETHCS Y MOJIOKO.
HeBigomo, 41 BUIiNsAE€THCS €3eTUMIO 3 IPYOTHUM MOJIOKOM Y JTIOMUHU.

DepTUNLHICTD

HeMmae gaHuX KIiHIYHUX BUIIPOOYyBaHb IIOM0 BIUIMBY €3eTUMi0y a00 po3yBacTaTUHY Ha (PepPTUNIbHICTh
y mopuHY. E3eTumib He BIMBaB Ha PepTUNIBHICTE caMIliB ab0 CaMOK IIypiB, pO3yBaCTaTUH y BUCOKUX



J03aX IEMOHCTPYBAB TECTUKYIIAPHY TOKCHUYHICTh Y MaBII Ta cobax.

30amuicmb enausamu Ha weudkKicmb peakuyii npu KkepysaHHi asmompaHcnopmom abo
[HWUMU MexaHiamamu.

Komb6inariist po3yBactaTtrut/e3eTuMib He BITMBae abo Mae He3HAYHUY BIUIMB Ha 3[aTHICTh KEPYBATH
aBTOTPaAHCIOPTOM abo MpaloBaTy 3 iHMKUMU MeXaHi3MaMu. [JOCTigKeHHS BIIMBY PO3yBacTaTUHY
Ta/ab0 e3eTuMiOy Ha MIBUOKICTH peakilil TPy KepyBaHHiI aBTOTPaAHCIOPTOM abo poboTi 3 iHIIuMHU
MexaHi3MaMu He MPOBOAUIHKCH. [Ipy KepyBaHHI aBTOTPaHCIIOPTOM a60 po6oTi 3 iHMUME
MeXaHi3MaMU CJIifi BpaX0ByBaTH, 10 IIiJ Yac JIIKyBaHHS MOXe BUHUKHYTU 3allaMOPOYEeHHS.

Cnocid 3acmocyeaHHsi ma do3u.

O3YBAHHA

[TaIieHT MOBUHEH JOTPHUMYBATHUCh BiTIOBIMHOI TimoninigeMiuHol mieT i TpomoBXKYyBaTH 1i
MOTPMMYBATHCh IIi[l Yac JiKyBaHHSA mpemapaToM Kiisac® ITmoc.

IIpenapat Knisac® IInioc He MiAXOAMTE AJIA IOYATKOBOI Teparil. IJounHaTy NiKyBaHHS CIIif| JIMIIe
MOHOKOMIIOHEHTHUMH TIpefapaTaMy Ta y pa3i HeoOXigHOCTI KOPUTYBATH iX 03y, a MiC/Is BU3HAUYEHHS
noTpiOHUX 003 MOXKJIMBUI ITepeXifl Ha 3aCTOCyBaHHS KOMOIHOBaHOT0 IIpemnapary 3 BignoBigHUM
(hikcoBaHUM [03yBaHHSIM.

[TanieHTV MOBUHHI 3aCTOCOBYBATHU IIpenapaT y JO3yBaHHI, 110 BiANIOBifa€e J03aM IOIepesHbOro
nikyBaHHS. PeKOMeH0OBaHa [103a CTAHOBUTH OfHY TabeTKy Ha 0o0y.

CynymHe 3acmocy8aHHs Cek8ecmpaHmis Ho84HUX KUCA0M

I[Ipenapat Knisac® ITmoc cif mpuitMaTty 3a = 2 TOOUHE [0 a00 4epes3 = 4 TONuHY TiCIs
3aCTOCYBaHHSI CEKBECTPAHTY KOBUHUX KUCJIOT.

ITauieHmu AiMHb0O20 BiKY

[lns manieHTiB y Bini > 70 poKiB I04aTKOBa A03a PO3yBaCTaTUHY CTAHOBUTH O MT (OUB.

po3min «Ocob6auBoCTi 3acToCyBaHHS»). KoMOiHOBaHMY mpemapaT He MigX0AUTh AJIS II04YaTKOBOI
teparmii. [loynHaTH JTiKyBaHHS CIIif NUIlle MOHOKOMIIOHEHTaMU Ta Y pa3i HeoOXimHOCTi KOPUTyBaTH 1X
mo3y, a Iicis BU3HauYeHHs MOTPiOHMX 103 MOXKIUBUY MepeXil Ha 3aCTOCYBaHHS KOMOiHOBAHOTO
mpenaparty 3 BiATIOBiIHUM (DiKCOBaHUM [0O3yBaHHSM.

ITopyweHHA PYHKUIl HUPOK

[TamienTaM 3 mopyumeHHIM (QyHKIIl HUPOK JIETKOTO CTYIIeHs TSIXKKOCTi KOPUTYBaHHS 03U HE
moTpiOHe.

[l malieHTiB 3 MOPYLIEeHHAM (QYHKIIl CePeOHbOT0 CTYIIEHS TSIXKKOCTI HUPOK (K/IipeHC KpeaTUuHiHy
< 60 M11/xB) peKOMEeHI0BaHa IMOYaTKOBa [103a PO3yBacTaTUHYy CTAHOBUTH 5 Mr. [larieHTaMm 3
NOpYyIIeHHAM (QYHKIIil CepeIHbOTO CTYIEHS TSIKKOCTi HUPOK 3acTocyBaHHS no3u 40 mr/10 mr
IIPOTUIIOKA3aHe.



[TanieHTaM 3 TAKKUM CTyIeHeM NOpPYyIIeHHAM (YHKI[il HUPOK IPOTUIIOKa3aHe 3aCTOCYBaHHS
npenapaty Knisac® ITnroc y Gymb-aKii 1osi (qus. posainu «IIpoTUIoOKa3aHHA» Ta
«PapMaKOKiHEeTUKA»).

IMopyweHHA pyHKUII neviHKu

[NTauieHTaM 3 nopylieHHAM (GYHKIIIl Ie4iHKY JIETKOTO CTyIeH (Bifg 5 mo 6 0OasiB 3a mKkasnoi Yaumnmaa -
I1'10) KOpUryBaHHs 034 He moTpibHe. JlikyBanHs npemnapatoM Kiiac® TInoc He peKOMEHI0BaHO
malieHTaM i3 cepenHiM (Big 7 mo 9 6amiB 3a mkasow Yainma - [1'10) abo TsaxkkuMm (> 9 O6aiB 3a
mkasoro Yaitnga - [1'10) cTyneHeM nopyiieHHs QyHKIII nevinku (AuB. po3ninu «OcobmuBoCTi
3acTocyBaHHsS» Ta «PapMaKoKiHeTHKa»). [Ipemapar Knisac® ITmoc IpoTHIOKa3aHKl HallieHTaM i3
3aXBOPIOBAHHSM IIE€YiHKM B aKTHBHIX (a3i (auB. po3min «[IpoTunokasaHHI»).

Paca

Y manieHTiB MOHT0JIOIIHOL PACU CIIOCTEPirajoch MOCUIEHHS CUCTEMHOI €KCIIO3UIIi1l pO3yBaCTaTUHY
(ouB. po3minu «Oco6MBOCTI 3acTOCyBaHHSI» Ta «®apMaKoKiHeTHKa»). [I1g malieHTiB a3iaTChKOro
IIOXOIKEeHHS PEKOMEeHI0BaHa [T09aTKOBa [03a PO3yBaCcTaTUHY CTAHOBUTE 5 MT. LluM marieHTam
npenapat Kiisac® ITmoc y mo3i 40 mr/10 Mr npoTunoKasanuii (nus. po3ninu «IIpOTUIOKA3aHHI» Ta
«PapMaKOKiHETHUKA»).

I'enemuuHi noaimop@izmu

[CHYIOTD ITeBHi TUIIM T€HETUYHUX MMOIiMOp(}i3aMiB, sIKi MOXKYTb CIIPUUUHSTH TIOCUTIEHHS €KCII03UIIil
po3yBacTaTuHy. [lalieHTaM, SKi MaioTh Oyab-g9Ki 3 IUX cnenruiuHuX TUMIB moTiMop¢i3MiB,
PEKOMEHIYEThCS MpU3HaYaTH HUKYY H0O0BY JO3Y.

[lo3u 015 nayieHmia 3 pakmopamu pusuky po3gumky mionamii

I nauieHTiB 3 pakTopaMyu PU3UKY PO3BUTKY MiolaTii peKOMeH0BaHa IM04YaTKoBa f03a
pO3yBacTaTHHY CTAHOBUTH 5 MT (OUB. po3hin «OcoBIUBOCTI 3aCTOCYBaHHS»). [leIKUM 3 IUX Talli€HTiB
mpenapart KniBac® IToc y 1031 40 mr/10 mMr mpoTunokasaHuy (OuUB. po3min «IIpoTUnoKa3aHHSI»).

CynymHsa mepanis

Po3yBacTaTuH € cyOCTpaTOM pi3HUX TpaHCHOpTHUX 0inkiB (Hanpuknag OATP1B1 ta BCRP). Pusuk
PO3BUTKY MiomarTii (BKJII0YHO 3 paboMiosizoM) 3pocTae Ipu OMHOYACHOMY 3aCTOCYBaHHI ITpernapaTy
Knisac® Ilmioc 3 meBHUMHU JiKapChKUMHU 3ac00aMu, 3MaTHUMU 30i/bIIyBaTH KOHIIEHTPAIIi0
PO3yBacTaTHHY B IJIa3Mi KPOBi yepe3 B3a€EMO/IiI0 3 ITMMHU TPAHCIIOPTHUMHU OinmKaMu (HampuKiam 3
IIUKJIOCTIOPUHOM i IesIKUMU iHTiGiTOpaMu npoTeasu, BKIIO4alYu KoMOiHalil puToHaBipy 3
aTasaHaBipoM, JIOmiHaBipoM Ta/ab0 TUIIPaHaBIPOM; OUB. PO3MHinu «B3aeMomis 3 iHITUMHU JTIKapCHKUMHU
3acob6aMu Ta iHIIi BUOM B3aeMofil» Ta «OCOBIUBOCTI 3aCTOCYBAHHS»).

3a MOXKJIMBOCTI CJIifi PO3TJIIHYTHU aJlbTEPHATUBHE JIIKyBaHHS Ta Yy [I€BHUX BUIIaJKaX TUMYaCOBO
NPUIVMHNTY JIiKyBaHHs npenaparoM Knisac® ITmoc. Y cuTyanisix, KONu He MOXHA YHUKHYTH
OJHOYACHOT'0 3aCTOCYBaHHS TaKUX JIiIKapChKUX 3ac00iB, CIIi peTEIbHO PO3TISAHYTH MUTAHHS IIPO
IepeBaru Ta PU3UKU CYMYTHHOTO JIIKYBaHHS Ta IIPO KOPUTYBaHHS J03U PO3yBacTaTUHY (OUB.
po3min «B3aemois 3 iHIIUMHY JTiIKApCHKUMHU 3aco0aMu Ta iHIIM BUAX B3aEMOIIN»).

Cmocib 3acTocyBaHHS

I 7151 mepopaabHOTO 3aCTOCYBAHHS.



IIpenapat Knieac® ITmioc crig Ipu¥MaTH IMIOOHS ONMH pPa3 B TOM caMuil yac noOu He3alexKHO Bif
npuiiomy ixi. TabmeTKy cif KOBTATH I[iJI00, 3aIMBA0YX BOAOIO.

Himu.

Beameka Ta e(eKTUBHICTh 3aCTOCYBaHHS PO3yBacTaTUHY/e3eTuMiOy miTsaM (BikoM mo 18 pokiB) He
BCTAHOBJIEHi, TOMY MOr'0 He PeKOMEHIY€EThCS NIpU3HavyaTy nalieHTaM BikoM [0 18 poxkis.

Ilepedo3yeanHns.
Y pasi nmepeno3yBaHHsS HEOOXIIHO PO3MOYATU CUMITOMATUYHY Ta MiATPUMYIOUY Tepariio.
E3emumib

V KniHIYHUX JOCTIIKEHHSIX 3aCTOCYBaHHS e3eTuMiOy y mo3i 50 Mr/moby mpoTtsaroM 14 guiB 15
300poBUM 0O6POBOIBIAM ab0 v 0o3i 40 Mr/moby mpoTsiroM 56 mHIB 18 mariieHTaM 3 MePBUHHO
rinepxosyecTeprHeMiel0 3a3BUYail JoOpe IePeHOCUIOCE. Y TBAPHH He CIIOCTePirasocs TOKCUYHUX
edekTiB micns BBeOeHHS OMHOKPATHUX NepopaibHux f03 5 000 Mr/Kr e3eTuMily IIypaM Ta MHUIIaM Ta
3 000 mr/kr cobakaMm.

[ToBimomusiziocs TIPO KibKa BUNAAKIB Ilepeio3yBaHHs e3eTUMiIO0M, OiNbIIiCTh 3 HUX He MPU3BENH [0
PO3BUTKY HebOaxKaHUX SIBUIL. 3apeecTpoBaHi HeOaxaHi ABuUIa He Oy/TM CEPHO3HUMU.

PosysacmamuH

Cnipm KOHTpPOJIOBaTH NTOKAa3HUKY (PyHKIIII newinku Ta piBeHb KK. IIpenapaT He BUBOOUTHLCS 3a
LOIIOMOT 00 TeMOfiai3y.

ITo6iuni peakuii.

KopoTkuii onuc mpodinio 6e3nexku

[To6iuHi peaxiiii, 1[0 CIIOCTEPiraaucs Ipy 3aCTOCYBaHHI PO3yBacTaTUHY, Oy 3a3BUYal JIETKi Ta
MaJii TUMYaCOBUY XapaKTep. Y KOHTPOJIbOBAHUX KJTiIHIYHUX BUIIPOOyBaHHAX MeHIe 4 % TallieHTiB,
SIKi OTPUMYBaJI PO3yBAaCTaTHH, IPUIUHWINA YYaCTh ¥ HOCTIAXKEHH] 3 IPUUYUHY T00IiYHUX peakKIliil.

BigoMmo, 1110 y KNTiHIYHUX JOCTiAXKEHHAX TPUBaIICTIO 10 112 TuxHiB 2 396 nalieHTiB 0OTpUMyBalu
e3etumib okpemo y mo3i 10 mr Ha mo0y, 11 308 namienTiB — y kombiHallii 3i cTaTUHOM, a

185 marfienTiB — y kom0OiHarii 3 perodiopaTom. [TobiuHi peakiii 6yau 3a3BUYAl JIETKOI TSIXKKOCTI
Ta MaJid TUMYacOBUY XapakKTep. Y rpynax e3etuMily Ta miaiebo 3arajibHa 4acTOTa
nob6iuHuX eekTiB Oyna omHaKOBow0. [TogibHMM YMHOM B 000X IpyIax 4acToTa MPUIUHEHHS
nmiKyBaHHS yepe3 mobiuHi peakii Oysa 3icTaBHOIO.

E3eTtumi0 npu3HavyamTh OKpeMo af0 OOHOYACHO 3i CTATHHOM.

3a3HaueHi HUXKYe Mo6GiYHi peakilil yacTille crocTepiranucs y nauieHTiB, SKi OTpUMYBaiu e3eTUMi0
(N = 2396), Hix y TUX, XTO mpuiiMaB mnane6o (N = 1159), abo y maifieHTiB, SKi 0OTpUMYyBaIu €3eTUMIO



opHo4acHo 3i craturoM (N = 11308), HiX y Tux, xT0 NpriiMaB oKpeMo ctaTuH (N = 9361). ITo6iuni
peaxtii y mocTMapKeTHHTOBUY Iepiof OyIX OTpUMaHi 3 ITOBiIOMJIEHD, e 3a3HavyaBCs e3eTUMib, 110
3aCTOCOBYBaBCS OKpeMo abo 3i CTaTUHOM.

3a yacToTor0 HebaxkaHi peakiiii po3nopineHi TakuM ynHOM: YacTo (Bim = 1/100 o < 1/10), HeyacTo
(Bim = 1/1000 mo < 1/100), pimko (ig = 1/10 000 mo < 1/1000), oy=xe pigko (< 1/10 000), HeBigOMO
(HEMOKJIMBO OLIHUTH 3a HAsIBHUMHU JaHUMH).

3 60Ky Kposi ma aimpamuyuHoi cucmemu: pigKo - TPOMOOIMTONEHIs’; HEBIIOMO - TPOMOOIUTONEHIs .

3 6oky imyHHOI cucmemu: PIOKO - peaxiiii TimepyyTIXBOCTi, BKIIOYAI0YH aHTi0HEBPOTHYHUM
HaOpsK’; HEBiOMO - TiIepyYyTIUBICTh (BKII0YAIOYX BICHI, KPOIMB IHKY, aHadimakciio Ta
aHTIOHEBPOTHUYHUU Ha6pHK)3.

3 60Ky eHOOKPUHHOI cucmemu: 4acTo - IyKpoBuil giabet"”.

3 60Ky 06MIiHY PEUOBUH i Xapuy8aHH:A: HEYACTO - 3HUKEHHS alleTUuTy .
3 6oky ncuxiku: HeBioMo - fempecisa™’.

3 60Ky opaaHis 30py: YacTOTa HEBimoMa - oyHa opMa MiacCTeHii.

3 60Ky Hepeosoi cucmeMu: 4acTo - TOIOBHUH 6itb™*, 3aIIaMOpPOYeHHs’; HeYacTo - IapecTesis’; myxe
pifKo - moMiHelponaTisa’, BTpaTa maM’aTi’; HeBiloMo - neprdeprdHa HeliponaTis’, HOPyLIeHHS CHY
(BKJTIOWHO 3 Ge3COHHAM Ta KOIIMapaMHu)’, 3allaMOpodeHHs , MiacTeHis rpasic.

3 60Ky cyOuH: He4acTo - IIPUILIMBY Xapy’, apTepianbHa TinepTeHsis’.

3 60Ky opeaHie OuxaHHs, 2pYOHOI KAIMKU ma cepe0oCmiHHA: HeYacTo - Kallleslb’; HeBiloMo -
Kalllesb’, 3aquiKa™”.

3 60Ky mpasHo20 mpakmy: 4acTo - 3amIop’, HyfgoTa’, abmoMidampHuil 6ins>’, miapes®, MeTeopusM’;
HEYaCTo - NUCIeNcis’, racTpoesodareanbHa pedokcHa XBopoba®, HymoTa’, CyXiCTh y poOTi’, raCTpHUT;
PifIKO - MaHKpPEeaTUT ; HEeBiOMO - fliapes’, HaHKPeaTHuT , 3amIop .

3 6oky 2enamobisiapHoi cucmemu: PifKo - MigBUINEHHS PiBHIB MEYiHKOBUX TpchaMiHa32; nyxe
PiIKO - XKOBTAHUISA’, TeIaTUT ; HEBIIOMO - TeNaTUT , JKOBYHOKAM' sTHa XBOp0o0a’, XOIeUCTUT .

3 6oky wkipu ma niOWKipHUX MKAHUH: HEYaCTO - CBepOiK ™", BUCUI"’, KPOIIMB'THKA™; HEBIOMO
- cuaapoM CriBenca - [Ixorcona’, DRESS - cHMHAPOM, 10 KTiHIYHO IPOSBISETLCS €03MHOMINiE0
Ta CUCTEMHHMH CUMIITOMaMH, MyIbTH(POPMHA epuTeMa’.

3 60Ky ckenemHO-M’ 130801 cucmeMu ma CnoAyYHOi MKAHUHU: 9acTo - Mianris™’; HedacTo -
apTpasris’, M’'g30Bi casmu’, 6inp y mmi’, 6ib y cnugi’, M’'a30Ba cnabkicts’, 6k y KiHIiBKaX;

pigko - mionaTist (BKJIOYHO 3 Mio3uToM)?, pa6n0Mioni32, BOBYAKOIIOOIOHUH CI/IHJIpOMz, pO3puB M’s13iB%;
MizKe pifKo - apTparisa’; HeBiOMO - iMyHOOIOCEepPeIKOBaHA HEKPOTH3YI04a MioHaTis’, pO3Iaiy 3
GOKY CYXOXHIIb, iHOAi YCKIIamHeH] po3puBoM’, MionaTis/pabmomionis’ (quB. po3min «Oco6mIuBOCTi
3aCTOCYBaHHS»).

3 60Ky HUPOK Md ce408usiOHUX WAAXi6: AyXKe PiKo - reMaTypid’.



3 60Ky penpodyKkmusHoi cucmemu ma MoI0YHUX 3d/103: ByXKe PigKo - FiHeKoMacTisi’.

3azanvHi pozaadu ma peakuii y micui 3acmocysaHHsA: YacTO - aCTeHis’, BToMa’; HedacTo - Oitb ¥
rpyasax’, 6inp’, acTeHisa’, nepudepuyHnil HabpPsK’; HEBILOMO - HAOPAK .

Pe3yiemamu nabopamopHux ma iHcmpyMeHmaabHux 00CAi0xHCeHb: 4acCTo - MigBuIlleHHs piBHIB AJIT
ta/a6o ACT?; HeYaCTO - MiABUIIEHHS piBHsI KOK B KpOBi3, IiIBUIEHHS PiBHSA raMMa-
rayTaMinTpaHcdepasy’, BiIXuIeHHs Bif HODMHU IOKa3HUKIB QYHKILI medinku’.

" YacToTa 3a71eXKuTh Biff HAABHOCTI UM BiICYyTHOCTi (aKTOPiB PU3HUKY (TAKKX SK PiBEHD IIIOKO3H
HaTme = 5,6 Mmmons/n, IMT > 30 Kr/M’, migBUIIEH] PiBHI TPUIIIiLepK/iB, apTepianbHa TinepTeHsisa B
aHaMHe3i) - O719 PO3yBacTaTUHY.

* TIpodine mo6GIYHMX peakIjiii po3yBacTaTUHY Ha IifCTaBi JaHUX, OTPUMAHHUX IIif] Yac KIiHiYHuX
OOCIIAXKEHb 1 TPUBAJIOT0 MiCIAPEECTPALIIMHOTO 3aCTOCYBaHHS.

* TToGiuHi peakuii, Mo CIOCTepiramyuck Iif Yac 3aCTOCYBaHHSA e3eTUMify (3i cTaTuHOM abo 6e3 HL0T0).

4k i mpu 3actocyBaHnHi inmux inribiropis I'MI'-KoA-penykTasu, yacToTa No0iYHUX peakliil 3a3BUyai
3aJIe2KUTh Bil IO3U.

Bnaue Ha Hupku. Y TIAIli€HTIB, IKi OTPUMYBaJIA PO3yBaCTaTHUH, CIIOCTepiranachk MPOTEIHyPis
(BU3HAUEHa 3a JOIIOMOr0I0 TeCT-CMYXKKHU) [IepeBakHO KaHalbleBOI0 IOXOAXKeEeHH. 3MiHU
BMicTy OinKa y cedi Biff Hy/s 4u crifiB Ko abo Oinblile CoCTepiraauch B IEBHUM Yac
IIPOTArOM JIIKyBaHHA V < 1 % malieHTiB, gKi npuuManu npenapat y go3i 10 mr ta 20 mr, Ta
npuOnIu3HO ¥ 3 % maiieHTiB mpu 3acTocyBaHHi Jo3u 40 Mr. HesHauHe 36iNblIeHHS YaCTOTH
BUIIQIKiB migBuIeHHs 6ifika y cedi Bif BimcyTHOCTI abo CiIifiB 1o criocTepiramocs Mpu 3aCcTOCyBaHHI

mo3u 20 mr. Y 6inbInocTi BUnagkiB mpoTeinypis mocaabmioBaiack abo CIIOHTAaHHO 3HUKaa IIpu
IIPOMOBXKEHHI JTIKyBaHHS.

3a JaHUMU KITiHIYHUX OOCTIOXKEeHb Ta TOCTMapPKETUHTOBUX CIIOCTEPEXKEeHb Ha ChOTOIHI He BUSIBIEHO
IPUYMHHO-HACIIAKOBOI0 3B'I3KY MiX IIPOTEIHYpi€l0 Ta roCTpUM ab0 MPOrpecyounM 3aXBOPIOBAHHIM
HUPOK.

Ha Tmi 3acTocyBaHHS po3yBaCTaTUHY Bil3HAYEHO BUIIQAKU TeMaTypil; 3a JaHUMHU KITiHIYHUX
OOCJIIMXEeHb YacTOoTa 11 BUHUKHEHHS HU3bKA.

Bnaue Ha ckeaemHi m’sa3u. YpaXKeHHs CKeJIeTHUX M’ g31B, HAlIPUKJIa[ MiaJrisg, MionaTis
(BKITI0YHO 3 MiO3MTOM) Ta 3pigka pabmoMiosi3 i3 rocTpor HHPKOBOK HENOCTATHICTIO Yu 6e3 Hel,
CIIOCTEPIraiuch y Malli€HTiB IPX 3aCTOCYBaHHI OyIb-IKUX 103 PO3yBaCTAaTHHY, a 0COOJIMBO 103
> 20 mr.

Y nanieHTiB, SKi OTPUMYyBaIM PO3yBaCTaTUH, CIIOCTEPIrasoCh 10303allexkHe 3pocTanHd piBHA KK; y
Oi/IBIIOCTI BUIAIKIB SIBUINE MaJio Cl1aOKui, 6e3CHMITOMHUM i TAMYACOBUM XapakTep. SKIIo piBeHb
KK migBumenuti (> 5 x BMH), nikyBaHHS CTif DIPUIUHUTH (OUB. po3min «OcoO6IuBOCTi
3aCTOCYBAHHS»).

Bnaue Ha neuinky. 9K i Ipu 3acTocyBaHHi iHIKX iHTi0iTOpiB [MI'-K0OA-penmykTasu, y



HEBEJIMKOI KiTbKOCTI MAIli€HTiB, SKi OTPHMYyBa/Il PO3yBacTaTUH, CIIOCTEPIranocs
mo303ajiexkHe 30ibIIeHHS PiBHIB TpaHCcaMiHas; y Oi/IbIIOCTI BUMTAKIB SBHUIIE Maji0 Cl1a0KuM,
0e3CUMIITOMHUY i TUMYaCOBUM XapaKTep.

Ha mai 3acmocysaHHs 0esakux cmamuHie 8i03Hauaauca maki HebascaHi asuuia:
CrareBa gucyHKIif.

BUHSTKOBI BUITAOKK iHTEPCTHIIaTbHOT0 3aXBOPIOBAHHS JIET€Hb, 0COOIMBO ITPHU NOBTOTPUBAJTIIN
Tepail (quB po3min «Oco6IUBOCTI 3aCTOCYBaHHS»).

Pabnmomionis, cepito3Hi mopymeHHs GYHKINI HUPOK i meuyiHKu (epeBaXKHO BUMAMKY IiIBUIIIEHHS
PiBHIB II€4iHKOBUX TpaHCaMiHa3) YacCTillle BUHUKAJIU IIPYU 3aCTOCYBaHHI pO3yBaCTaTUHY y [03i 40 Mr.

CynymHitl nputliom esemumiby ma ¢peHopibpamy
Posnagu 3 60Ky IITYHKOBO-KMIIKOBOTO TPAKTy: abgoMinanbHui 6inb (4acTo).

Bimomo, 110 y 6araToieHTPOBOMY MOABIMHO CIIiMOMY IIare00-KOHTPOIbOBAHOMY KIIiHIYHOMY
OOCIIIIKEeHH] 3a y4acTIO IallieHTiB 31 3MilIaHOo TinepinigeMieto 625 nauieHTiB OTPUMYBaIl
JIIKYBaHHSA IPOTATroM 12 TUXKHIB i 576 malieHTiB - npoTaroM 1 poky. Y npomy gocnifgxenHi 172
NalieHTH, sKi oTpuMyBanu e3eTumiob i peHodidpaT, 3aBepmunu 12-TuxkHEBY Teparmiio, a 230
nali€eHTiB, ki oTpuMyBanu e3etumib i penodidpat (y Tomy uucni 109, gki oTpuMyBanu TiTbKU
e3eTuMi0 mpoTsaroM mepiux 12 TUXKHIB), 3akiHuunu 1 pik Teparmii. Lle mocmigkeHHS He Malo Ha MeTi
TIOPiBHSHHS T'PYII JTiIKyBaHHS 11010 HevyacTHUX HebaxaHux sBul. OnHaK 4acToTa BUHUKHEHHS (95 %
[II) KmiHiYHO BaXK/IMBUX IiIBUIIIeHb CUPOBATKOBUX TpaHcaMiHa3 (> 3 X BMH) cranosuna 4,5 % (1,9;
8,8) Ta 2,7 % (1,2; 5,4) y pa3i MmoHOTeparii ¢peHodidOpaToM i 3acTOCyBaHHS €3eTUMIOY 3
berohiOpaTOM BiAMOBIOHO 3 ypaXyBaHHSIM BIIIMBY JTiKyBaHHS. [Ilogo MOKa3HUKIB XOJIEIUCTEKTOMII, TO
BoHM ctanoBumnu 0,6 % (0,0; 3,1) Ta 1,7 % (0,6; 4,0) y pa3i moHoTeparmil peHodibpaToMm i
3aCTOCyBaHHS €3eTuMiOy 3 ¢heHodiOpaTOM BifMOBIAHO.

ITayienmu 3 IXC ma I'KC 8 aHamHe3si

Y mocnigxenni IMPROVE-IT, go yuacTi y sikomy 6yso 3anyueHo 18144 mariieHTH, sIKi OTpUMyBaiu
nikyBaHHSA KoMOiHaui€eo e3eTuMib/cumBacTaTul y go3i 10 mr/40 mr (n = 9067; 3 akux gjis 6 % mosy
npernapary e3etumib/cumBactaTuH Oymo migBuieHo mo 10 mr/80 mr) abo cuMBacTaTuHOM Yy 031 40
Mr (n = 9077; 3 akux ang 27 % no3y npenapaty e3etumid/cuMBactaTu 10 Mr/40 mr 6yio migBUIIEHO
no 80 mr), mpodisni 6e3mexu OyIK CXOKUMU IPOTITOM CEPENHbLOTO0 IEePioy MOAAIbIIOro
CIIOCTEpPEeXkKEeHHS, KU TPUBaB 6 POKiB. BifCcOTKOBI MOKa3HUKY BUKJIIOUEHHS Yepe3 HebaXKaHi SBUIa
cranoBunu 10,6 % {75 mallieHTiB, SKi OTpUMYyBaIM JIIKyBaHHS IIpernapaToM e3eTUMi0/CUMBaCTaTHH, i
10,1 % pns mauieHTiB, IKi OTPUMYBaJIH JIiKyBaHHSA CHMBAaCTaTUHOM. YacTOTa BUHUKHEHHS MiomaTil
cranoBuina 0,2 % mpu 3acTocyBaHHi e3eTuMiOy/cuMmBacTaTuny i 0,1 % npu 3acTocyBaHHI
CHMMBaCTaTHHY, TP I[bOMY MiollaTisd BU3Hadanacs K cinabkict abo 6inb y M'g3ax HEBioMol eTionoril
3 piBHEM KpeaTWHKiHA3u B CUpOBaTIi KpoBi, y = 10 pazis Big BMH, abo 3 piBHeM KpeaTHHKiHa3| IPH
IBOX TTOCTIiMOBHUX 00CTexkKeHHsX, Y = 5 i < 10 pasiB Big BMH. YacToTa BUHMKHEHHS PadmoMioni3y
cranoBuna 0,1 % mpu 3acTtocyBaHHi e3eTuMiOy/cuMBacTaTuny i 0,2 % mpu 3acToCyBaHHi
CHMBACTaTHHY, TP I[bOMY pabmoMioni3 BU3Ha4aBcs sIK cjabKicTs abo Oinb y M’si3ax HeBimoMoi
eTionoril 3 piBHEM KpeaTHUHKiIHa3X B cUpoBaTii KpoBi, y = 10 pasiB Big BMH 3 03HakaMu ypaxKeHHS
HUPOK, = 5 pasiB Bim BMH i 10 pa3iB Bix BMH 3 03HaKaMu ypaxKeHHS HUPOK y OBOX BUIIAfKaX
mocIinb, abo 3 piBHeM KpeaTuHKiHasu = 10000 Opn/n 6e3 03HaAK ypaxKeHHS HUPOK. YacToTa
BUHVKHEHHS IIOCIIiIOBHUX MiABUILEHb PiBHIB TpaHcaMiHa3 (= 3 X BMH) cranosuna 2,5 % npu
3aCTOCYBaHHI IpenapaTty e3eTuMib/cuMBacTaTuH i 2,3 % Mpu 3aCTOCYBaHHI CUMBACTaTUHY (IUB.



po3min «OcobmuBOCTi 3acTOCYBaHHS»). IToBimoMIsinocs, 110 mob6iuHi SBUIIa, 1MOB’s13aHi 3 XKOBUHUM
MixypoMm, BuHuUKM y 3,1 % mauieHTi, skuM Oyso npusHadeHo e3eTuMib/cuMBacTaTul, iy 3,5 %
TAIieHTIB, IKUM OyJ10 MpU3HAYE€HO CHMBACTATHH. YacToTa BUIAAKIB TOCIiTaMi3allil 3 IpuBOaY
XonelucTekToMii cranoBuina 1,5 % B 000x rpymax jgikyBaHHs. Pak (1110 BU3HaYa€ThCA SIK OyOb-siKe
37105KiCHEe HOBOYTBOPEHHS) IIifl Yac AociifKeHHs OyB giarHocToBaHuu y 9,4 % iy 9,5 % naiieHTiB
BiZIIOBIOHO.

ITauieHmu 3 XpOHIYHOK HUPKOBOI HEOOCMAMHICMI0

[Tig yac pmocnigxenHsa SHARP 3a yuyacTtio noHapg 9000 nauienTis, saki orpuMmyBanu 10 mr/20 mr
e3eTuMiOy/cuMBacTaTUHY Ha [06y (n = 4650) abo nnatebo (n = 4620), mpodini 6e3neku Gynu B
cepegHbOMY IOPIBHSAHHI IPOTATOM Iepiofy cnocTepexkeHHd 4,9 poky. Y npoueci HbOro JOCIiAKeHHS
dbikcyBamucs TinbKM cepito3Hi HebGaXkKaHi SBUINA Ta IPUNUHEHHS JIiIKyBaHHS yepe3 Oyab-aKi HeOaxkaHi
sBua. KimbKoCTi npunuHeHs JIiKyBaHHS 4epe3 HeOaxaHi siBuliia 6ynu nopiBusHHEUME (10,4 % v
NallieHTiB, IKi oTpuMyBanu e3etuMid/cuMBacTaTul, 9,8 % y mallieHTiB, SKi OTpUMYyBaIu 11aieto).
KinpkicTs BunagkiB miomnatii/padmomionisy cranoBuma 0,2 % y nallieHTiB, sIKi OTpUMyBaiu
e3etuMib/cumBacTatuH, i 0,1 % y mallieHTiB, gKi oTpuMyBainu mianebo. [TocmigoBHe NifiBUILIEHHS
piBHIB TpaHcaMiHa3 (y 3 pa3u Ta Oinbure Big BMH) BinOymocsi y 0,7 % malieHTiB, sIKi OTpUMyBanu
e3eTuMi0/cuMBacTaTH, MOPiBHSAHO 3 0,6 % malieHTiB, sSKi oTpuMyBanu mnamebo. Y mpoueci
IOCTiIXKeHHs He 0y7I0 CTaTUCTUYHO 3HAUYIIUX 30i/bIIeHb YaCTOTU 3a37aserigh 06yMOBIeHUX
HebOaxkaHUX SIBUIL, Y TOMY YKCIi paky (9,4 % npu 3acTocyBaHHi e3eTuMiOy B IOeqHAHHI 3
cuMBacTaTHHOM Ta 9,5 % Ipu 3acToCyBaHHI Nanebo), TemaTUTy, X0JIenUCTeKToMil abo yCKIagHeHb
JKOBYHOKaM gHOI XxBOpoOu ab0 maHKPeaTuTy.

Pe3zyavmamu nabopamopHux aHanisise

Y KOHTPOJIbOBAHUX KJTIHIYHUX BUIIPOOYBaHHSIX MOHOTEPaIllil YacToTa KJTiHiYHO BazKJIMBOTO
IigBUIEHHS PiBHIB cupoBaTKoBUX TpaHcaMiHa3 (AJIT Ta/abo ACT = 3 X BMH nocnigoBHo) Oyrna
O[IHAKOBOM0 y rpymax e3etuMioy (0,5 %) ta nmanebdo (0,3 %). Y xoni BumpobyBaHb CyIyTHBLOI Tepail
YacToTa KJIIHIYHO BaXKJIMBOT'O MiBUILIEHHS PIBHIB CHPOBATKOBUX TpaHcaMiHa3 cTaHoBuma 1,3 %y
TAIiEHTIB, SIKi OTpUMyBaiu e3eTuMi6 ogHOYacHO 3i ctatuHoM, Ta 0,4 % y mamieHTiB, SKi OTpUMyBaIu
cTaTuH okpeMo. Take MigBUIIIEHHS 3a3BUYail 0y10 663CUMITOMHUM i He CYIIPOBOAKYBaJIOCh
X0JIeCTa30M, a IIic/Is MPUNUHEHHS Tepalil abo MpoIoBKeHH JTiKyBaHHS 3HaYEHHS ITOBEPHYJIUCH [0
BUXigHOTO PiBHSA (OUB. po3main «Oco0MMBOCTI 3aCTOCYBaHHS»).

Y kriHiYHUX BUIIPOOYBaHHAX IOBioMIIsANOCS Ipo migBumieHHs piBHa KOK > 10 x BMHy 4 3 1674
(0,2 %) nauienTis, iKi oTpuMyBanu e3eTuMib okpemo, mopiBHAHO 3 1 i3 786 (0,1 %) marienTis, sAKi
orpumyBanu mianebo, Tay 1 3917 (0,1 %) marieHTiB, SKi OMHOYACHO OTPUMYBaIK €3eTUMi0O Ta
CTaTHH, HOPiBHAHO 3 4 i3 929 (0,4 %) nauieHTiB, SIKi OTPUMyBal CTaTUH OKpeMo. [Ipu 3acTocyBaHHI
e3eTuMiOy He 0yJ10 Bi3Ha4eHO 36ibIIeHHS YaCTOTH Mionartii Ta pabaomiosti3y mopiBHSHO 3
BiAITIOBigHOI0 KOHTPOJIbHOIO TPyTolo (11aebo abo cTaTuH oKpeMo) (AuB. po3min «OcobnuBoCTi
3aCTOCYBAHHS»).

ITauieHmu dumasaA4020 8IiKy

Besneka Ta epeKTUBHICTh 3aCTOCYBaHHS IIpenapary AiTaM (BikoM mo 18 pokiB) Hapasi He
BCTAHOBJIEHI.

PosysacmamuH

[TinBuieHHs piBHS KpeaTuHKiHa3u > 10 pasiB Buie BMH Ta cumnromu 3 60Ky M’s13iB micist
¢bisuyHOrO HaBaHTaXXKeHHs abo migBuIeHOl Pi3nUYHOI aKTUBHOCTI CIIOCTepiranucs vacriie y 52-



TUKHEBOMY KITIHIYHOMY OOCJIiIXKEHHi 3a y4acTIO [iTell Ta MiIiTKiB IOPiBHSAHO i3 HOPOCAUMHU ([UB.
po3min «OcobnauBocCTi 3acToCyBaHHS»). [IpoTe mpodink 6e3meKy po3yBacTaTUHY y AiTEeW Ta MigTiTKiB
OyB OmiOHUM [0 TAKOTO Y JOPOCIHX.

Ezemumib
[liTu BikoM Big 6 mo 17 pokiB

Y mocnipkeHHi, B sKoMy Opasiu y4acTh giTH BikoM Bif 6 mo 10 pokiB 3 reTepO3UTOTHOIO CiMENHOI0 abo
HeciMelHo10 rinepxonectepunemieio (n = 138), migBumienHs piBHiB AJIT Ta/a6o ACT (B = 3 X BMH
TIOCITimOBHO) crocTepiranock v 1,1 % (1 yyacHMK) HalieHTiB rpynu e3eTuMiOy mopiBHSIHO 3 0 % y
rpymi nnane6o. He 6yno 3apeecTpoBaHo BumafkiB migBuieHHs piBHs KOK (= 10 x BMH). He 6ymo
3apeecTPOBaHO BUIMTAAKIB MiomaTii.

B oxkpemMoMy [OCIiAXKEeHHi, y SKOMY B35JIM y4acCTh mimIiTKu BikoM Bifg 10 go 17 pokis 3
reTepO3Ur0THOIO CiMeNHOI0 rinepxoectepuremicio (n = 248), migpumenHs piBHiB AJIT Ta/a6o ACT
(= 3 x BMH nocniposHo) crioctepiranocs y 3 % (4 nauieHTy) y4aCHUKIB IPYNIU 3aCTOCYBaHHS
e3eTuMiOy/cHMBacCTaTUHY MOPiBHAHO 3 2 % (2 malieHTH) y4aCHUKIB TPy MOHOTEpaIil
CHMBACTaTUHOM; ITOKa3HUKY migBuieHHs piBHSI KOK (= 10 x BMH) cranoBunu BigmoBigHo 2 % (2
nanienTn) Ta 0 %. He Oy7o 3apeecTpoBaHo BUIIQMKiB MiomaTii.

YV mpoMy mocHmimKeHHi He MOPiBHIOBaIM PigKicHi mo6iuHi peakiii Ha mpemapar.

[ToBigoMIeHHS PO IMif03pI0BaHi M00iYHI peakiril

[ToBimoMnenHs npo mobiuHi peakiiil micnis peecTpartii 1ikapchKoro 3aco0y Ma€e BaXKjIMBe 3HAYEHHS.
Lle nae 3MOry IpOBOAUTYU MOHITOPUHT CHIBBiIHOIIEHHS KOPUCTh/PU3UK IIPU 3aCTOCYBaHHI IIbOTO
JiKapchbKoOro 3aco6y. MeguyHuM Ta ¢apMalleBTUUHUM IIpalliBHUKaM, a TaK0oX IallieHTaMm abo ix
3aKOHHUM IIpefCTaBHUKAM CJIif] TIOBiOMJISITH TIPO YCi BUMTAAKHU Iif03PI0OBaHUX MOOIYHUX peakllii Ta
BifICyTHOCTI e(peKTUBHOCTI TiKapChKOro 3aco0y dyepe3 ABTOMaTH30BaHy iHGOpPMaIliliHy CUCTEMY 3
dbapMakoHarnsAoy 3a MocuinaHHsAM: https://aisf.dec.gov.ua/.

Y pasi suHukHeHHs nobivHUX epekmie ma 3anumaHds U,000 6e3neKu 3acmocyB8aHHs AiKapcbko20
3acoby npocumo 38epmamucs 00 8i00iny papmakorazandy TOB «<ACIHO YKPAIHA» 3a adpecoio:

6yaveap Bayaasa I'asena, 8, m. Kuis, 03124, mea/pakc: 38 044 281 2333.

Tepmin npudamuocmi.

3 POKM.

YMmoBH 30epiraHHsi.

306epiraTy y HegoCTYIHOMY MJIs [iTe# MICI[i B OpUTiHa/IbHiN yIakoBIi. 1715 TiKapChKOro mpemnapaTy
He TOTPiOHi crertianbHi yMOBY 30epiraHHs.


https://aisf.dec.gov.ua/

YnaxoBka.

[To 10 TabneTtoxk y 6iicTepi; mo 3 6iicTepu y KapTOHHIM mayvlli.

Kareropis Bigmycky.

3a perenTom.

BupoOHHUK.

EJITIEH ®APMACBIOTIKAIJI KO., IHK

Micue3HaxoaKeHHsI BHPOOHHKA Ta afjpeca MicCusi IPOBaIXKeHHs HOro Jis/IbHOCTI.
MapatxoHoc ABe. 95, ITikepmi AtTukuy, 19009, I'penia



