Ckian

Oitoui peuoBuHU:

10 mr/10 mr: 1 TabneTka mictuth 10,4 MT po3yBacTaTHUHY KaJbllilo, III0 €KBiBaJIEHTHO
10,0 mr po3yBacTtaTtuny Ta 10,0 Mr e3eTuMioy;

20 mr/10 Mr: 1 TabneTka mictuth 20,8 Mr po3yBacTaTHUHY KaJbllilo, 1110 €KBiBaJIEHTHO
20,0 mr po3yBactatuny Ta 10,0 Mr e3eTumioy;

40 mr/10 mr: 1 TabneTka MicTuth 41,6 MI po3yBacTaTUHY KaJbllito, IIT0 €KBiBaJI€eHTHO
40,0 mr po3yBacTtaTtuny Ta 10,0 Mr e3eTumioy;

OONOMIJHCHI pe4OBUHU:

st TabneTok 10 mr/10 Mr: makTo3a, MOHOTIIpPAT; HATPil0 KPOCKapMesio3a; moBigoH K-

29/32; maTtpiro naypuacynbdat; Leario3a MikpokpucTtanigyda 102; rimpomesnosa 2910;
KPEeMHiIo JioKCcU[O KOJIoimHuM 6e3BOOHUIM; MarHiio cTeapaT; 000JI0HKA TabJIeTKu
Opadry Beige 02F270003 (rinpomeno3a 2910 (E 464); 3anida okcup xostuii (E 172);
tuTany giokcurn (E 171); makporomn 4000 (E 1521); tansk (E 553b));

s TabneTok 20 Mr/10 Mr: 1akTO3a, MOHOTiApaT; HATPil0 KpocKapMesno3a; oBigoH K-
29/32; maTtpito naypuncynabdart; Leario3a MikpokpucTtanigdda 102; rimpomesno3a 2910;
KPEeMHilo JioKCHu[ KOJIoimHUM 0e3BOOHMM; MarHilo cTreapaTt; 0007I0HKA TabIeTKU
Vivacoat PC-2P-308 (rinpomeno3a 6 (E 464); tutary giokcup (E 171); tanek (E 553b);
Mmakporon 4000 (E 1521); 3amisa okcup xkoBtuit (E 172));

st TabneTok 40 mr/10 Mr: makTo3a, MOHOTiIpaT; HaTPilo KpocKapMeno3a; moBimoH K-
29/32; HaTtpito naypuncyabdart; 1eario3a MikpokpucTtanigyda 102; rimpomesnosa 2910;

KPEeMHilo DioKCcu[ KOJIoimHuM 0e3BOOHMM; MarHito cTeapaTt; 0007I0HKA TabIeTKU
Opadry White OY-L-28900 (;1akT03a, MoHOTrifgpaT; rinpomesnosa 2910 (E 464); Tutany
miokcup (E 171); makporomn 4000 (E 1521)).

JIikapcbKa ¢opma
TabIeTKU, BKPUTI IJIiIBKOBOIO 000JIOHKOIO.

OCHOBHI (pi3UKO-XiMIiUHI 81aCMUBOCMI.

10 m2/10 me: 6exeBi KPyTJii OBOONYKJIi TaOJIETKY, BKPUTI MJIIBKOBOIO 000JIOHKOIO,
miameTpom npubnu3Ho 10 MM 3 TucHeHHSIM «EL 4» 3 omHOTO OOKY;

20 m2/10 me: KOBTi KpPyTJIi ABOONYKIIi TabJIeTKKX, BKPUTI IJIiBKOBOIO 000JIOHKOIO,
niametpoM npubnu3Ho 10 MM 3 TucHeHHSM «EL 3» 3 omHOTO OOKY;



40 m2/10 me: 6imi Kpyrii ABoOTyKiIi TabIeTKH, BKPUTI IIJTiIBKOBOIO 000I0HKOIO,
miameTpom npubnu3ro 10 MM 3 TucHeHHsIM «EL 2» 3 omHOTO GOKY.

®dapMaKoTepalneBTHYHA Irpyna

lNnomimigemiuni 3acobu. IuriditTopu 'MI'-KoA-penykTa3u B KoMOiHallil 3 iHIINMHT
rinominigemiyauMu 3acobaMu; po3yBacCTaTHUH Ta €3eTuMio.

Koo ATX C10B A06.
®apMaKoOJIOridyHi BJIaCTHUBOCTI

dapmakoduHamika.

JlikapchKui 3aci6 MicTUTh e3eTUMiO Ta po3yBaCTaTUH - [Bi TinoJinigeMidyHi cronyku
i3 B3aEMOOONIOBHIOIOYUMHU MexaHi3MaMu [il. BiH 3HMKy€e OigBUIlEeHI PiBHI 3araJbHOT O
xXonecTepuny (3araapHOro XC), X0/IeCTEPUHY JIIMOIIPOTEIHIB HU3bKOI1 IIiIBHOCTI

(XC JITIHIL), anoninonpoteiny B (Ano B), Tpurmninepunis (TT') Ta xosecTepuHy He-
JITIBIII (XC He-JITIBII), a TakoX 30i/bIIy€ piBeHb X0JIECTEPUHY JIIIOMPOTEIHIB BUCOKO1
minpHOCTI (XC JITIBII) mmsixoMm mopBiiHOro iHriOyBaHHsT abcopOi1iii Ta CUHTE3y
XOJIECTEPUHY.

PosysacmamuH

MexaHi3M mil

PosyBacTaTuH — 1ie CeJIEKTUBHUM Ta KOHKypeHTHU# iuriditop 'MI-KoA-penykTasy,
dbepMeHTy, 110 Peryale MBUAKICTh Peakllil Ta IepeTBOPIOE 3-TiApoKCcu-3-
METUITIyTapuiI KopepMeHT A Ha MeBaJlIOHAT, IIONepeqHUK XomecTepuHy. OCHOBHUM
MicLieM [il po3yBaCTaTUHY € IIe4YiHKa, OpraH-MillleHb [J11 3MeHIIIeHHS PiBHIB
XOJIECTEPHUHY.

PosyBacTaTuH 306inbIITy€E KiJIbKICTh MEYiHKOBUX PELIEIITOPIB IiMONPOTEiHiB HU3bKOI
mriibHOCTI (JITTHII]) Ha moBepXHi KITiTUH, IIOCUJTIOIOYY 3aXOIJIEHHS Ta KaTaboi3M

JITTHII, Ta npurHiYy€e Ne4YiHKOBUM CHHTE3 JIIMONPOTEIHIB Ay2Ke HU3bKO]1 HIiTbHOCTI
(JITIOHIILI), TakuM 4YUHOM, 3MEHILYIOYM 3arajibHy KibKicTh yacTUHOK JITTIIHIII Ta
JITTHIII.

Ezemumib

MexanisMm il

E3eTtumib - 11e mpeacTaBHUK HOBOTO KJIaCy JilligO3HUKYBaJIbHUX PEYOBUH, AKi
CeJIEKTUBHO MIPUTHIUYIOTh BCMOKTYBaHHS B KUIIIEYHUKY XOJIECTEPUHY Ta 3B'sI3aHUX 3



HUM POCJIMHHUX CTepoiB. E3eTuMi0 3aCTOCOBYETHCS MEPOPAIbHO Ta Ma€ MexaHi3M fii,
BiIMIiHHMU BiJ iHIINX KJIaCiB XOJIECTEPUHO3HMIKYBAJIbHUX IIpenaparTiB (Halpukiazn
CTaTUHIB, CEKBECTPAHTIB JKOBUHUX KUCJIOT (CMOJIM), KMCJIOTHUX MOXigHUX (idbpaTiB Ta
POCIUHHUX CTAHOJIiB). MOJIEKYIIIPHOIO MillIeHHIO €3eTUMi0y € TePEeHOCHUK CTEPOJIiB
Niemann-Pick Cl-Like 1 (NPC1L1), 1o BinmoBifae 3a BCMOKTYBaHHS X0JIECTEPUHY Ta
(diToCTEpPOIIiB y KUIIIEYHUKY.

Miciie mii eseTumiOy - 1miTKOBa 00JIsIMiBKa TOHKOI KUIIKH, [Ie BiH NpUTrHiyye abcopOiriio
X0JIECTEPUHY, 3MEHIIYIOYHX MOT0 MOTPANJIIHHSA 3 KUIIEYHUKY Y IIeYiHKYy. Y CBOIO
Yyepry, CTaTUHU 3HUXKYIOTh CUHTE3 X0JIECTEPUHY B II€YiHIIl, a pa30oM LI MeXaHi3MuU
3a0e31mevyioTh JOAaTKOBE 3HUKEHHS PiBHA X0JIECTEPUHY. Y 2-TUXKHEBOMY KIIiHIYHOMY
OOCIiaKeHHi 3a ydyacTio 18 mallieHTiB 3 rinepxonecTepuHeEMi€io e3eTUMIO 3HUKYBaB
abcopOi1rito xonectepuny Ha 54 % MOpPiBHSHO 3 mJIalebo.

dapMakoguHaMiuHi eeKTu

Po3yBacTtaTuH 3HUXKYE IiABUIIEHUN piBeHb XoyecTepuny JIITHIII, 3araibsHOro
XOJIECTEPUHY Ta TPUTJIILIEPUAIB, a TAKOXK HigBUIllye piBeHb xoniecTepuny JIIIBIII. Bix
TaKOXK 3HUXKYye piBeHb Anio B, XC ge-JITIBII, XC JITIOHIL, TT JITI[THII, a TaKoX
migBuIye piBeHb Ao A-I (muB. Tabnuilto 1). Takok po3yBaCTaTUH 3HUKYE
coiBBigHomeHHs: XC JITTHII/XC JITIBII, 3aransaumu XC/XC JITIBII Ta XC He-
JITIBII/XC JITIBII i Ano B/Ano A-I.

Tabmnuisa 1

I[To3o3anexxHun epeKT y Malli€HTiB 3 IEPBUHHOIO rinepxonecTtepuHemMiero (tuny Ila ta
IIb) (ckopuroBaHa cepefHs 3MiHa y % Bif BUXiZHOTO PiBHA)

XC 3arajbHUU XC XC ue- Atio A-
IHo3a N 1T Ario B
JITTHIIT XC JITIBIII, JITIBIII
ITnamne6o|13 o 7 -5 3 3 |-7 «3 0
5 Mr 17 e 45 e 33 13 e 35 e 44 e 38|4
10 Mmr 17 e 52 e 306 14 e 10 e 48 e 424
20 Mr 17 e 55 e 40 8 e 23 e 51 e 465




40 mr 18| e 63 e 46 10 e 28| 60 e 540

TepaneBTuuHNM €pEKT NPOABIISIETHCS IIPOTATOM 1 TUKHSA HiCIA IOYATKY
3aCTOCyBaHHS Ipenapary, a dyepe3 2 TUXKHI JIiKkyBaHHA e(PeKT cTaHOBUTH 90 % Bifg
MaKCHUMaJIbHO MOXKJIMBOT0. MaKcHUMabHIM eheKT 3a3BUdall JOCsATaEThCSA dyepe3 4
TUXKHI Ta MIATPUMYETHCS Hamall.

Ezemumib

[I71s1 BU3HaUEeHHS CEeJIEKTUBHOCTI e3eTuMiOy y iHribyBaHHi abcopO11ii XonecTepuHy
O0yJi0 IpoBedeHO HU3KY MOKJIIHIYHUX HOoCimXeHb. E3eTumib iHrioyBaB abcop0Oiiiio [14
C]-xonecTepuHy, He BIIZIMBalO4YX Ha aOCOPOIIii0 TPUTIIIEPUAiB, ZKUPHUX KUCJIOT,
2KOBYHUX KUCJIOT, IIPOTECTEPOHY, ETUHiJIeCTpPaniosy abo X KUPOPO3YMHHUX BiTaMiHiB A i
D.

EnigemionoriyHi gociiaKeHHsI BCTAHOBUIIUA IIPSIMOIPOIIOPLIINHY 3aJIeXKHICTh
IMOKa3HUKIB CepleBO-CyONHHOl 3aXBOPIOBAHOCTI Ta CMEPTHOCTI Bifl piBHS 3arajibHOTO
XC Ta XC JITTHIII i o6epHeHO MpOoNOpLiiHy 3aexXHicThb Big piBHsa XC JITIBIII.
3acTocyBaHHS €3eTUMiOy pa3oM 3i cTaTUHOM e(PEeKTUBHO 3HUKYE PU3UK CEPIIEBO-
CYOUHHHUX 3aXBOPIOBaHb y MaIli€EHTIB 3 imemMigyH0i0 XBopob6oio cepus Ta ['KC B
aHaMHe3l.

OO0HouyacHe 3acmocyB8aHHs po3ysacmamuHy i ezemumioby

KniniyHa eeKTUBHICTD

MeTo10 6-TMKHEBOT'0 PaHA0Mi30BaHOTO MOABIMHO CIIIMOro KIiHiYHOTO BUIIPOOYBaHHS 3
rapajielbHUMU IpynaMu Oyna olliHKa 6e3meku Ta e(peKTUBHOCTI e3eTuMioy (10 mr),
OOOAHOTO OO IIOCTiMHOL Teparlil po3yBaCTaTUHOM, Y IIOPIiBHAHHI i3 3aCTOCyBaHHAM
TMOCTYIOBO MiABUIIYBaHUX A03 po3yBacTaTuHy Big 5 mo 10 Mr a6o Big 10 mo 20 mr

(n = 440). 3BeneHi maHi TpogeMOHCTPYBaJIH, III0 3aCTOCYBaHHS €3eTUMiOy, JOIaHOT o
IO TIOCTiMHOI Teparil po3yBacTaTUHOM B 103i 5 MT ab6o 10 Mr, 3HMXKY€E PiBEeHb
xonectepuny JIITHIIl Ha 21 %. HaBnmaku, mOOgBOEHHSA 03U po3yBacTaTuHy Ao 10 Mr
abo 20 mr gano 3Mory 3HHU3UTHU piBeHb XosnecTepuny JIITHII Ha 5,7 % (pisHUIS MixX
rpynamu 15,2 %, p < 0,001).

OKkpeMe 3aCTOCYBaHHSI CXeMH €3eTUMIi0 MJTI0C PO3yBaCTAaTHUH y 031 5 MI' 3HUXKYBaJIO
piBeHb xomectepuny JITTHII] 6inbite, HizK 3aCTOCyBaHHS PO3yBacTaTUHY B 003i 10 Mr
(pizauns 12,3 %, p < 0,001), a 3acTocyBaHHS CXeMH €3eTUMiO ITI0Cc po3yBacTaTuH 10
MT 3HM2KYBaJso piBeHb xonectepuny JIITHII 6inbine, HiK 3acTOCyBaHHS
po3yBacTtaTuHy B 003i 20 mr (pisuuua 17,5 %, p < 0,001).



6-TUXKHEBe paHOOMi30BaHe [OCHiIKeHHs 0yJI0 po3po0bsieHe 151 BUBUEHHS
edeKTUBHOCTI Ta 6e3IeKU 3aCTOCYBaHHS PO3yBacTaTUHY y m03i 40 MT SIK OKpeMo, Tax i
y KoMmOiHaliil 3 e3eTumidboM y mo3i 10 Mr [Oj1s malliEHTiB 3 BUCOKUM PU3UKOM PO3BUTKY
imemiyHol XxBopoOu cepiis (n = 469). Y rpymi, ska oTpuMyBaa
po3yBacTaTHUH/e3eTUMi0, 3HaUHO Oiflblla KiJIbKiCTh HAli€eHTiB JocAria 1igboBoro ATP
ITI 3HavenHs xonectepuny JIITHII (< 100 mr/aomn, 94,0 % opotu 79,1 %, p < 0,001),
HiX y I'pyIIi MOHOTepalil po3yBaCTaTUHOM. 3aCTOCYBaHHS PO3yBaCTaTUHY B 4031 40 Mr
3abe3meunio epeKTUBHE ITOJIIIIIEHHS aTEPOTreHHOT0 IimigHoro npodinto y ik
MIOIYJISIlil 3 BUCOKUM PU3UKOM.

Y pasmomizoBaHOMY BiIKpUTOMY 12-THKHEBOMY AOCIIIAKEHHI BUBYAJIN PiBEHb
3auxkeHHsa JITTHIT y koxHi# rpyni gikyBaHHS (po3yBacTtaTul 10 Mr/e3etumib 10 mr,
po3yBacTtaTtuH 20 mr/e3zetumid 10 mr, cumBacTtaTtul 40 mr/esetumio 10 mr,
cumBacTtaTuH 80 Mr/e3etumi6 10 mr). Y rpynax KoMbiHaIli#i 3 HU3BKUMU O03aMU
pO3yBaCTaTUHY 3HUXKEHHS BUXIOHOTO PiBHSA CTAHOBUJIO 59,7 %, 1110 3HAYHO
IlepeBepIIyBajo pe3yabTaT y rpynax KoM0OiHalliil 3 HU3bKUMU N03aMU CUMBaCTaTUHY
(55,2 % (p < 0,05)). JlikyBaHHSA 3 BUKOPUCTaHHSIM KOMOiHaIlii 3 BUCOKMMHU [J03aMU
po3yBacTaTUHY 3HUIXKYBaIo piBeHb xonectepuny JIITHII Ha 63,5 % mOpPiBHAHO i3

57,4 % npu 3acToCcyBaHHiI KoMOiHalliil 3 BUCOKMMU [03aMu cuMBacTaTuny (p < 0,001).

[TalieHTH OUTSYOro BIKY

€BpornericbKa areHilis 3 JlikapchKUX 3aco0iB BigMiHMIa 3000B’sI13aHHs HaJaBaTU
pe3ynbTaTu OOCIiAXKeHb 3aCTOCyBaHHA IIpenapary Ojisd 3HUKEHHS PIBHA X0JIECTEPUHY
y BCiX IiArpynax mali€eHTiB JUTAYOro BiKy (OuB. po3nin «Crocib 3acTocyBaHHS Ta
Oo3u» OJi OTPUMaHHS iH(opMaliil Ipo 3aCTOCyBaHHS OiTIM).

dapmakoKiHemuy4Hi aacmusocmi

KoMm0biHoBaHa Tepamisi po3yBaCTAaTUHOM Ta €3eTUMiOoOM

OpHouacHe 3acTtocyBaHHSA 10 Mr po3yBacTaTuHy Ta 10 Mr e3eTumilOy y maui€eHTiB i3
rinepxosnecTtepuHeMielo npu3Beso 0o 3poctaHHsa AUC posyBactaTtuHy B 1,2 pa3sa. He
MOXKHa BHUKJIIOUUTU (hapMaKOAMHAMIUHY B3a€EMOZII0 MiK pO3yBaCTaTHHOM Ta
e3eTuMiOoM, 1110 MOZKe ITPU3BECTHU A0 BUHUKHEHHS MMOOIYHUX peakIliii.

PosysacmamuH

AGcop6iiisi. ITicns mepopanabHOT0 IPUMOMY MaKCUMaJlibHa KOHIIEHTpallis
poO3yBacTaTUHY B MJla3Mi KPOBi mocsATaeThbCs NPUOIM3HO Yyepe3 5 roguH. AOGCOIIOTHA
6iogoCTyIHICTh CTAHOBUTH OMU3bKO 20 %.

Po3nopinn. Po3yBacTaTUH €KCTEHCUBHO 3aXONJIIOETHCA [IEUIHKOIO, sIKa € IIePBUHHOI0
OiISTHKOIO CUHTEe3Y XoJjiecTepuHy Ta Kiipency XC JIITHIII. O6’eM po3mnominy



PO3yBacTaTUHY CTAaHOBUTH Npubau3Ho 134 1. Maiixke 90 % po3yBacTaTUHY
3B’sI3y€eThCS 3 OijTKaMM IJ1a3MU KPOBi, TepeBaxkHO 3 ajIbOyMiHOM.

Biotpancdopmartis. JIuiie 61u3pk0 10 % po3lyBacTaTuHY MeTab0IIi3yeThCS.

IocnigkeHHsT MeTaboi3My in vitro i3 3aCTOCyBaHHSAM T'elaTOLUTIB JIIOOUHHT
IMPOAEMOHCTPYBaJIH, III0 PO3yBaCTaTHUH y HE3HAYHIN Mipi MeTabo0Mi3y€eThCs
dbepmenTamu cuctemu mutoxpomy P450. 'onoBHUM i30dhepMeHTOM, 1110 MeTabosIi3ye
po3yBacTtatuH, € CYP2C9. Hatomicts i3opepmenTu 2C19, 3A4 ta 2D6 € MeHII
aKTUBHUMU MOro MetaboinizaTopaMu. 'onmoBHUMY ifeHTH(IKOBaHMMU MeTaboiTaMu
po3yBacTaTuHy € N-OUCMETHU Ta JTaKTOHOBI MeTabosiTu. N-gucMeTun npuban3Ho Ha
50 % MeHIII aKTUBHUM, Hi2K pO3yBaCTaTHH, a JJaKTOHOBI MeTaboiTh ¢apMaKOJIOTidYHO
HeakTuBHi. Ha yacTKy po3yBacTtaTuny npunanga€ nmoHazn 90 % mupKyJoo0dol
aKTUBHOCTI iHri6iTopa I'MI'-KOA-pengyKTa3u.

BuBepenHs. bnu3pko 90 % mo3u po3yBaCTaTUHY BUBOOUTHLCS Y HE3MIHEHOMY BUTIIAMLL 3
KaJioM (CKJIamaeThcs 3 abcopOoBaHoi Ta HeabcopOoBaHOI mir0u0l peuyoBUHM), a OJIM3HKO
5 % BUBOOUTHLCA Y HE3MIHEHOMY BUTJISAAIL i3 ceyero. [lepion HamliBBUBeeHH 3 IIJIa3MU
KpOBi cTaHOBUTH Npubnu3Ho 19 roguH. Ilepion HamiBBUBeOEeHHS He 3POCTA€E IpU
3aCTOCyBaHHI po3yBaCTaTUHY Yy BUCOKUX Ho3ax. CepedHe reoMeTpUUYHE 3HAYEHHS
IJIa3MOBOT0 KJIipeHCY CTaHOBUTH npubau3Ho 50 ji/ron (KoedittieHT Bapiatii 21,7 %).

Ak i mopo iHmwux iuridiTopiB 'MI'-KoA-pegyKTa3u, IIOTPANIsSHHS PO3yYBAaCTaTUHY Y
MMe4viHKy BimOyBa€eThCs 3a ydacTio MeMOpaHHOro TpaHcrnopTtepa OATP-C. Llen
TPaAHCIIOPTEP Bifirpa€e BaxKJIMBY POIb y MEYiHKOBIiM eliMiHallil po3yBacTaTUHY.

JIiHiliHicTh. CUCTEMHA €KCHO3UIlisI PO3yBacTaTUHY 30iJIbIIyETHCS IIPONOPIIiINHO [03i.
3MiH (papMaKOKiHETUYHUX ITapaMeTPiB PO3yBacTaTUHY IIiciig 6araTopa3oBOTo MOT0
3aCTOCYBaHHS y m0oOOBiM 4031 He criocTepiranocs.

Okpemi nonyaauii

Bik Ta ctaThk. BiK Ta cTaTh nmaunieHTa He MaJiu KJIIHIYHO 3HAYYIIOTr0 BIIJIUBY Ha

(papmMakoOKiHETHUKY pPO3yBacTaTUHY y Aopociaux. EKCro3ulisa y giTeu Ta DigJiTKiB 3
reTepPO3UT0THOIO CiIMEMHOIO TillepXojiecCTePUHEMI€EIO € MOOiOHOI0 N0 a00 HUXKYOIO 3a
€KCITO3MUIIiI0 Y JOPOCIUX MalliEHTIiB 3 OUCIIiNigeMi€lo (OuB. HUXKYe IIyHKT «[laiieHTu
OUTSYOTr0 BIKy»).

Paca. Pe3ynbraTtu papMakKoKiHETUYHUX OOCIiI?)KeHb BKa3yIOTh Ha Te, 110 B 0Ci0
a3iaTChKOT0 MOXOOXKEeHHS (SIIOHIIIB, KMTAMUIIB, QiTINOIHIIIB, B'€THAMIIIB Ta KOPEUIIiB)
IIOPiBHSIHO 3 0coO0aMM €BPOIEO0ITHOI pacu CIIOCTEPIraeThbCs MPuOIN3HO 2-KpaTHe
nigBUIIeHHSI MeniaHHUX 3HadyeHb AUC Ta Cmax po3yBacTaTUHY; V IHOIUIIB
criocTepiraeTrecs npubau3Ho 1,3-KpaTHe MigBuIlleHHsT MediaHHuX 3HayeHb AUC Ta C

max’



[Monynaniiauy (papMaKOKiHETUYHUY aHalli3 He BUSIBUB KJIIHIYHO 3HAUYIINX
BimMiHHOCTEH y papMaKOKIHETHIII MiXK IpyIllaMU IIalliEHTIiB EBPOIEOITHOI Ta HETPOIOHOL
pac.

[MopymenHs yHKIII HUPOK. [Tim yac mocnimKeHHS 3a y4acTIO IallieHTiB i3 pisHuM

CTyII€HEM ITOPYIIeHHS (QPYyHKIll HUPOK 3aXBOPIOBAaHHS HUPOK JIETKOTO UM ITIOMipHOTO
CTYIIeHS TSI2KKOCTi He BIJIMBAJIO Ha I1JIa3MOBi KOHIIeHTpallil po3yBaCTaTUHY YU MOTO
MeTabomniTy N-mucmMeTuny. ¥ naui€eHTiB 3 TAXKKUM IOPYIIEeHHIM GQYHKIII HUPOK
(kimipeHC KpeaTuHiHy < 30 MJI/XB) KOHIIEHTpAaIlid po3yBacTaTHUHY B IIj1a3Mi KPOBi
3pocTana y 3 pa3u, a KoHIeHTpalisga N-gnucMeTuny - y 9 pasiB IIOPIBHSIHO 3
IMOKa3HUKaMHU y 3TOPOBUX MOOPOBOJIBIIIB.

II;mra3sMoBa KOHIIEHTpAlIlis PO3yBaCTaTUHY YV PIBHOBa*KHOMY CTaHI y IAlll€HTIB, Kl
MIPOXOOSTh TeMofiani3, mpubnu3sno Ha 50 % mepeBuUIllyBajia KOHIIEHTPALil0 YV 3[I0POBUX
O0OPOBOIIBIIIB.

[MTopymeHHs: QYHKII ODeYiHKU. Y OOCITiAXKEeHHI, B SKOMY B35JI1 Y4aCTh ITAlli€EHTH 3

Pi3HUM CTyHeHeM MOpYyIIeHHs (QPyHKIIil IediHKY, He OyJI0 BUSIBJIEHO O3HAK IIOCUJIEHOT O
BILIMBY PO3yBacTaTUHY Ha IAlli€eHTiB 3 0ajioM 7 41 HUXKYe 3a IIKasoio Yaiunga - [1'1o.
OpHak y OBOX IamieHTiB 3 6anamu 8 Ta 9 3a mkanoio Yainga - I1°'1o crioctepiransocs
IIOCUJIEHHS CUCTEMHO] €eKCIO3UIlil IIJOHaliMeHIIe B 2 pa3u IIOPiBHSAHO 3 IalliEHTaMu 3
HUXK4YuMU OanaMu 3a mkanor Yainma - [1'1o0.

HeMmae pocBify 3acTocyBaHHS IIpenapaTy nalieHTaMm 3 60anoM Buile 9 3a IIKaaoi
Yawnnnoa - IT'10.

lenetnuyHu noniMmopdiszm. BuBenenus iuriditopis 'MI'-KoA-penykTa3u, BKIII0Yal04n

po3yBacTaTHH, BifOyBa€ThCs 3a y4acTio OinkiB-TpancnoptepiB OATP1B1 ta BCRP. ¥
MamieHTiB 3 reHeTuYHUM Iojrimopdizmom SLCO1B1 (OATP1B1) ta/abo ABCG2 (BCRP)
iCHy€ PU3UK IIOCUJIEHOTr0 BIIUBY po3dyBacTtaTtuny. [lomimopdizm SLCO1B1 ¢.521CC Ta
ABCG2 c.421AA acouiroeTbcs 3 BUIO0O ekcno3unieo (AUC) po3dyBacTaTUHY IOPiIBHAHO
3 regotunamMu SLCO1B1 ¢.521TT a6o ABCG2 c.421CC. CrienudiuyHe reHOTUTYBaHHS
3a3BUYal He BUKOPUCTOBYETHCS B KIIIHIUHIN ITPaKTUIll, ajie nalieHTraM, y SKuxX
BUSIBJIIEHO IIi TUIIM TTONIiMOPdi3My, pEKOMEeHAyEThCS MeHIIla 1o00Ba f03a
po3yBacTaTUHYy/e3eTUMioy.

[MamieHTH OUTSYOrO BiKy. Y OBOX OOCHIAXKEHHSIX (papMaKOKiHETUKUA PO3yBacTaTUHY (B

JIiKapchKiM popMi TabIeTOK) 3a y4acTIO OiTel 3 reTePO3UTOTHOIO CiMENHOI0
rinepxonecrepuHemieio BikomM 10-17 pokiB abo 6-17 pokiB (ychoro 214 naifieHTiB)
€KCIOo3ullig Oysia TaKoio K ab0 HMKYOIO 3a €KCIIO3UIIiI0 ¥ HOPOCIIUX Ialli€eHTiB. Briius
po3yBacTaTuHy O0yB mependadyBaHUM IIIOJI0 03U Ta Yacy NPOTATOM 2-pPidHOTO
nepiony.



Ezemumib

AGcopbuis. ITicns mepopabHOTO IPUMOMY €3eTUMIO MIBUAKO abCcopOyeTHCS Ta
AKTUBHO KOH IOTy€ 3 YTBOPEHHSIM (papMaKOJIOTiY4HO aKTUBHOTI'O (DEHOJIBHOTO
TIIOKYPOHiAY (e3eTuMiO-TIIOKypoHiay). CepenHs MakKCcUMaJllbHa IIJla3MOBa
KOHILIEHTpallis (CmaX) e3eTUMIiOy-TTIIOKYPOHINYy AOCATaEThCA yepel 1-2 rogunau, a
e3eTuMiOy — yepes 4-12 roguH. AGCOMIOTHY 0i0OCTYITHICTh €3eTUMiIOY BUSHAYUTHU
HEMOXKJIMBO, OCKiJIBKHM II5 CIIOJIyKa IIPaKTU4YHO He PO3YUHSETHCSA ¥ BOOHUX
cepemoBUIllaxX, IPUOATHUX OIS iH’€KIIil.

OnHOYacHUM NPUNOM 1XKi (3 HU3BbKUM ab0 BUCOKMM BMiCTOM KHPY) HE BIIJIUBA€E Ha
rmepopanbHy 0iogOCTyNHICTL e3eTuMiOy. E3eTuMiO MOXKHa NpuiMaTH He3aleXKHO Bif
IpUUOMYy 1XKi.

Poznopin. E3eTumMib Ta €3eTUMiO-TIIOKYPOHif 3B 13yI0ThCS 3 OiTKaMu Ij1a3Mu KPOBi

nroouHu Ha 99,7 % 1 88-92 % BignoBioHO.

BioTpancdopmMmaiiisg. Metabomni3dm e3eTumiOy BifOyBa€ThCSA B TOHKOMY KUIIEYHUKY i

MeYiHIi HIJITX0M TJIIOKYPOHiIHOI KOH 'torailil (peakiiisa II ¢pa3u) 3 momambIiioo
eKCKpelli€o 3 K0BYI0. MiHiManbHUNM OKHMCHUM MeTaboi3M (peakiis I da3u)
cIocTepiraBcs B yCix gociigxkyBaHUX BUIiB. E3eTuMi0 Ta €3eTUMIO-TIIOKYPOHIT €
OCHOBHMMM PeUYOBUHaAMH, 110 BU3HAYAIOTHCS B IIJIa3Mi KPOBi, Ha HUX MPHUIIaJac
mpubnu3Ho 10-20 % i 80-90 % Big 3arajibHOr0 BMICTY IpelapaTy B IJIa3Mi KPOBi
BinmoBigHO. E3eTUMi0 Ta €3eTUMIiO-TTIOKYPOHIM ITOBiJIbHO BUBOASTHCS 3 MJIa3MU KPOBI
B IIPOIIECi KMIITKOBO-I€YiHKOBOI perupKyJsdiii. [Iepiog HamiBBUBeOeHHS e3eTUMiOy Ta
€3eTUMIiOy-TJIIOKYPOHily CTAHOBUTH OJTU3BKO 22 TOOMH.

Busepenns. Ilicis nepopanbHOro 3actocyBaHHsa 20 Mr 14C-e3eTI/IMi6y y mOOPOBOJIBIIIB
Ha YaCTKY 3arajibHOro e3eTuMiby mpunamasno 6;11u3bKo 93 % 3aranbHOI
PamioaKTUBHOCTI B Ij1a3Mi KpoBi. [Tpubmau3nao 78 % i 11 % npuiHATOL pagioaKTUBHOI
no3u Oy10 BUBEMEHO 3 KajioM i cedero BignoBimHo npoTsaroM 10 guiB. Yepe3 48 roguH y
1a3Mi KpPOBi He CIIOCTEpPIirajaoch BUMIpOBaHUX PIBHIB PagiOaKTUBHOCTI.

Okpemi nonyaauii

Bik Ta cTtaTh. Y maiieHTiB JIITHBOTO BiKY (BiZ 65 pOKiB) KOHIIeHTpallis y Ijla3Mi KpOBi

3arajgbHOTO €3eTuMiOy MpubIM3HO BABiUi MepeBUIYE TaKy Yy MalliEHTIB MOJIOAIIIOTO
BiKy (18-45 pokiB). Y maui€HTiB IiTHBOTO BiKY i MOJIOOUX MAIli€HTIB, SIKi OTPUMYIOTh
e3eTumio, 3HMKeHHA piBHa XC JIITHIII i mpodink 6e3neku € MMOPiBHAHHUMU. ToMy
MallieHTaM JIITHBOTO BiKy KOPUTYBaHHS 031 He NOTPiOHe. Y XKiHOK mj1a3dMoBa
KOHIIEHTpallig 3arajbHOr0 €3eTUMiOy Tpoxu nepeBuilye (mpubnui3ro Ha 20 %) Taky y
YOJIOBiKiB. Y YOIOBIKiB Ta XKiHOK, SIKi OTPUMYIOTh €3eTuMi0, 3HuKeHHS piBHS XC
JITTHIIT i mpogink 6e3neku € MopiBHIHUMU. TOMY CTaTh HalliEHTa HE € ITiACTaBOO I



KOPUTYBAHHS IO3U IIpemnapary.

[Mopymenus ¢yHKIII HUPOK. [TiciIsa 3acTocyBaHHS OOHOKpaATHOI mo3u 10 Mr e3eTuMiody
y IAIi€EHTIB 3 TA2KKOI0 ()OPMOIO 3aXBOPIOBAHHS HUPOK (N = 8; cepenHiu KITipeHC
KpeaTtuHiny < 30 mu/xB/1,73 M2) cepente 3HaueHHs AUC 3arajapHOTrO €3eTUMioy

MigBUITyBaJIOCh IPUOIKU3HO B 1,5 pa3a MOPiBHAHO 3 MOKA3HUKOM Y 3[TOPOBHUX
moOpoBobIliB (n = 9). Llei pe3ynbTaT He BBAXKAETHCA KIIiHIiYHO 3HauymuM. [lamieHTam
3 TIopyIIeHHSM (QyHKIII HUPOK KOPUTYBAaHHS OO3U He IMOTpiOHe.

Y npomy mocaigzKeHHi y OOHOTO IallieHTa (IKWUM Hicas TpaHCIJIaHTallil HUPOK
OoTpuMYyBaB 0araTo JTiKapChKUX 3ac00iB, BKIII0OYAIOYM ITUKIIOCIIOPHUH) €KCIIO3ULIis
3arajibHOTO €3eTuMibOy Oyina Buioo y 12 pasis.

[MopymenHs ¢yHKIII nedidku. [Ticis 3acTocyBaHHS OOHOKpaATHOI o3u 10 mr

e3eTUMiOy y MallieHTiB 3 MOPYIIeHHAM QYHKIII ITeYiHKM JIerKoro CTYIeHs TSXKKOCTi (5
abo 6 6ajiB 3a mkanow Yaunma - I1'10) cepenne 3HauenHss AUC 3arajbHOTO €3eTUMi0y
IMigBUITyBaJIoCh IPUOIM3HO B 1,7 pa3a MOPIBHSHO 3 MOKA3HUKOM Y 3[I0POBUX
mo0poBobIliB. ITpoTsarom 14-geHHOTO OOCHIOXKEHHS, IMifg Yac IKOTro e3eTUMib
3acTOCOBYBanu y mo3i 10 Mr m1ogHs, y MallieHTiB 3 TOPYIIeHHSIM (QYyHKIIi] Te4iHKU
TTOMipHOTO CTYIEHS TSXKKOCTI (7-9 6asniB 3a mKkarsnoio Yannma - [1'10 ) cepenHe
3HauyeHHs AUC 3arajibHOT0 e3eTuMiOy 36isbliyBaniock TpubIKU3HO B 4 pa3u B 1-i Ta Ha
14-%1 meHb NOPIBHSIHO 3 ITOKA3HUKOM Yy 3MOPOBUX MOOPOBOJILIIB. ITarieHTam 3
NOpyUIeHHSAM (QYHKIIil ITeYiHKHU JIETKOTO CTYIIeHS TAXKKOCTiI KOPUTYBaHHS OO3U HE
notrpibHe. Yepe3 HEBIOMUM BIIJIMB ITIOCUJIEHOI €KCIO3UIlil e3eTUMiOy IallieHTaM 3
MOPYIIEHHSAM (QYHKIIIl IeYiHKHA MOMIpHOTO ab0 TSIKKOT0 CTyIeHs TSIXKKOCTi (> 9 Oamis
3a mKanor Yaunma - [1':0) He peKOMeHOy€EThCS 3aCTOCOBYBATH IIpenapar.

[NamieHTH OUTSAYOrO BiKy. Y OiTel BiKOM = 6 POKiB Ta JOpOCauX papMaKOKiHETUYHI
IMOKAa3HUKYU e3eTuMiOy € momioHumu. [aHi oo dapMaKOKiHETUKH Y OiTel BikoM < 6

POKIB BifCyTHi. I10CBif KJIIHIYHOI0 3aCTOCYBaHHS OiTAM Ta HiAJIiTKaM BKIIIOYAE
MAalli€HTiB 3 TOMO3UTOTHOIO CIMENHOIO TillepxojeCTEPUHEMIEI0, TETEPO3UTOTHOIO
CiIMEMHOIO Tillepx0IeCTEPUHEMIEI0 Ta CUTOCTEPOIIEMIETO.

IToxka3aHHSA

IlepBHHHA rinnepxojecTepuHeMis

[Tpemnapat Kmisac® ITmoc mokasanuii g OOIIOMiXKHa Teparllisd 00 OiETU OJid JIIKyBaHHSI
IIepBUHHOI rinepxonecrepuHeMii (tumy Ila, B ToMy 4uCIIi i3 reTepO3UTOTHOIO
CiIMEMNHOIO rinepxojeCTepUHEMIEI0) Y HOPOCIIUX IMAlLllEHTIB, Y AKUX OOCTATHIU KOHTPOJIb
3aXBOPIOBaHHS [OCATAETHCSA OOHOYACHUM 3aCTOCYBAaHHSM PO3yBaCTaTUHY Ta
e3eTuMiOy TK MOHOKOMIIOHEHTHUX IIpelapaTiB B TUX CaMUX O03aX, IKi MiCTUTH
¢dikcoBana KoMOiHaIriA.



ITpodinakTuKa cepleBO-CYOUHHUX 3aXBOPIOBAHD

Knisac® ITnioc mokasanuit mist 3aMicHOl Teparlril JOPOCIUX IalliEHTIB, CTaH TKUX
HaJIeXXHUM YHMHOM KOHTPOJIIOETHCA 3a OOIIOMOI'0I0 CYIIyTHBOI'O 3aCTOCYBaHHS
po3yBacTaTUHYy Ta €3eTUMIiOy sIK OKpeMUX IIpelaparTiB y TUX CaMUX [03aX, 110 BXOOATh
00 CKJIaLy KOMOiIHOBAHOTIO IIpernapary, 3 MeTO 3HUXKEHHS PU3UKY PO3BUTKY CEPLEBO-
CYOWHHUX 3aXBOPIOBaHb y IMAIli€HTIB 3 illteMiuH010 xBopoboio cepusd (IXC) Ta roctpum
KopoHapHUM cuHapomoM (I'’KC) B anHamHe3I.

ITporunnoka3aHHs

linmepuyyTnuBiCcTh A0 Oif0Y0l pe4OBUHU (pO3yBacTaTUHY, e3eTuMiOy) abo mo Oyab-gKoi 3
OOTIOMiXKHUX PEYOBUH ITpemnapary.

3axBOpPIOBaHHS MEYiHKU B aKTUBHIN (a3i, y TOMy YHCIIi CTiliKe MigBUIEeHHS
CHPOBATKOBHUX PiBHIB TpaHCaMiHa3 HEBIIOMOI1 €TioJIoril Ta HigBUIIEHHS CUPOBAaTKOBOTO
piBHSA OyOb-IKOI TpaHCcaMiHa3u Oinbille HiXK y 3 pa3u Bim BepxXHbol Mexki HopMmu (BMH)
(muB. po3min «OcobGIMBOCTI 3aCTOCYBaHHS»).

BariTHicTs, rogyBaHHs rpygaio. [IpenapaT npoTUIIOKa3aHUU XKiHKaM
PETIPOOYKTUBHOTO BiKY, sIKi He BUKOPHUCTOBYIOTh HajleXkHi 3aco0u KOHTpaUenii (IuB.
po3min «3acToCcyBaHHS y Iepion BariTHOCTI abo rogyBaHHS T'PYOOI0»).

TsxxKe nopylieHHsS QYHKIIII HUPOK (KiIipeHC KpeaTuHiHy < 30 MII/XB).
MiomnarTist (quB. po3min «OcoOIUBOCTI 3aCTOCYBAHHS»).

OnmHOYacHe 3acTOCyBaHHS 3 KoMOiHallieio codocOyBip/BennaTacBip/BOKCHUIAIPEBIP
(ouB. po3min «B3aeMomis 3 iHIIMMY JTiKapChbKUMHU 3aco0aMU Ta iHIII BUAM B3aEMOIiN»).

CyIyTHS Tepallisi MUKJIOCIOPHUHOM (OuB. po3Oin «B3aeMomist 3 iHIIUMU JTiIKapChbKUMU
3acob0amMu Ta iHIII BUOW B3a€EMOMOIN»).

[MamienTaM 3 pakTOpaMu PU3UKY PO3BUTKY MioImaTii/paboomMiosnidy 3acToCyBaHHS OO3U
40 mr/10 Mmr npoTtunoka3aHe. [1o Takux (pakToOpiB HalexXaThb:

e TIOPYyLIEHHS (QYHKIIl HUPOK IMOMIipHOI TAXKKOCTI (KJlipeHC KpeaTuHiHy < 60 MI/XB);

e TIIIOTUPEO3;

e CIIQJIKOBi M’'s130Bi 3aXBOPIOBAHHS B 0COOMCTOMY UM CiMeMHOMY aHaMHe3i;

e HASIBHICTH B aHaMHe3l TOKCUYHOTO BIIJINBY Ha M’3U, CHPUYUHEHOTO IHIIUMU
inridiTopamu I'MI'-KoA-penykTa3u abo ¢pidbpaTamu;

e 3JI0BXKHWBaAHHSA aJIKOTOJIEM;

e CUTYyallil, y IKUX MOKe BUHUKATH MigBUILEHHS PiBHS JTiKapChKOT0 3aco0y B
a3Mi KpoBi;



e a3iaTChKe IIOXOOKEeHHS MalliEHTa;

e CYNIyTHE 3acTOCyBaHHS (iOpaTiB (muB. po3mdinu «B3zaemMomist 3 iHIITUMU
JIIKapChHKUMHU 3acoO0aMU Ta iHIIM BUAM B3aeMofin» Ta «OcoOIMBOCTI
3aCTOCyBaHHS»).

B3aemogisi 3 iHIIMMH JTiKapChbKHMH 3aco00aMH4 Ta iHIIII BHIH B3a€MoOail

[ToB’s13aHi 3 PO3yBaCTaTUHOM

Bnaus cynymHix npenapamis Ha po3ys8acmamuH

IH2ibimopu mpaHcnopmHux binKie

PosyBacTaTuH € cyOGCcTpaTOM OJIsi AEIKUX TPAHCIOPTHUX OilKiB, B TOMY YHCIIi
MMeYiHKOBOTO TpaHcIopTepa 3axomneHHss OATP1B1 Tta edmioKCHOTro TpaHCIOpTEPa
BCRP. OgHOoYacHe 3aCTOCYBaHHSI PO3yBaCTATHUHY i3 JIiKapChbKUMHU 3acobaMu, IO
MMPUTHIYYIOTH I1i TPAHCIOPTHI OiIKM, MOKe IPU3BOOUTH OO0 IIiABUIIEHHS KOHIIEHTPAaIlil
poO3yBacTaTUHY B MJia3Mi KpoBi Ta 30inbIlIeHHST pU3UKy MionarTil (ouB. po3ainu «Crocib
3acToCyBaHHS Ta mo3u», «OcobIMBOCTI 3acTOCyBaHHsI», «B3aeMopisa 3 iHIIuMHu
JIiIKapChKUMHU 3aco0aMU Ta iHII BUOM B3a€MOi», TaOIUIlO 2).

Tuxkaepenop

Turarpeyop Moxe COIPUYUHUTU HUPKOBY HEOOCTATHICTD 1 BIJIMBATU Ha HUPKOBY
€KCKpellifo po3yBaCTaTUHY, 30iTbIIyI0YMd PU3UK MOr0 HAKOIIMYEHHS. Y OesIKuX
BUIlIafKaX OOHOYACHUU IPUKOM TUKaArpejaopy Ta po3yBacTaTUHY IIPU3BOAUB [0
3HMKEHHS QYHKIIl HUPOK, NiIBUIIleHHS PiBHSA KpeaTuHpochokinazu (KOK) i
pabmomionisy. IIpu omHOYaCHOMY 3aCTOCYBaHHI TUKarpeiaopy Ta po3yBaCTaTUHY
PEKOMEHOYETHCSI KOHTPOJIIOBATU (DYHKIIIO HUPOK Ta piBeHb KOK.

IHukaocnopuH

[Ipu omgHOYacHOMY 3aCTOCYBaHHI PO3yBaCTaTUHY Ta LIMKJIOCIOPUHY 3HaYyeHHsa AUC
po3yBacTaTUHy OynIu B CEpeOIHbOMY IPUOIM3HO y 7 pa3iB BUIIIUMHU, HiXK Ti, 110
CIIOCTepiranucs y 3mopoBUX HOOPOBOJIBIIB (AuB. Tabnuilo 2). PosyBacTaTuH
IIPOTUIIOKA3aHUM ITAlliEHTaM, SIKi OHHOYaCHO OTPUMYIOTh [TUKJIOCIIOPUH (OUB. PO3is
«I[TpoTUIOKa3aHHA»).

OpHoO4YacHe 3aCTOCYyBaHHS pO3yBacCTaTUHY Ta LIUKJIOCIIOPUHY He BIJIMBAJIO Ha
KOHIIEHTPAaLlil0 HUKJIOCIIOPUHY B I1JIa3Mi KPOBI.

IH2ibimopu npomeasu

XoYya TOYHHM MexaHi3M B3a€MOZil HEBiMOMUM, OOHOYACHE 3aCTOCYBaHHA iHTiOiTOPIB
IIpoTea3y MOKe 3HAUHO 30ibIlyBaTU €KCIIO3UIlil0 pO3yBacTaTUHY (AMB. TaOIUIlO 2).



Hanpuknapg, y mociigkeHHi ¢hapMaKOKiHETUKHN OJHOYaCHe 3aCTOoCyBaHHA 10 Mr
pPO3yBacTaTUHY Ta KOMOIHOBAHOTI'O JIiIKapChKOTro 3acoly, 1110 MiCTUB ABa iHTibiTOpU
npoTeas3u (300 Mr aTtazaHaBipy/100 Mr puTOHaBIpPY), ¥ 3MOPOBUX JOOPOBOIIBIIIB
cynposomxyBasocs mnigsuiieHHaM AUC Ta Cmax po3yBacTaTuHy Npubau3Ho B 3 Ta 7
pa3siB BinnmoBigHO. OgHOYAacHE 3aCTOCYyBaHHS PO3yBaCTaTHUHY Ta OesIKNUX KoMOiHaIiu
iHriGiTOpPiB MpOoTEa3u MOKIIUBE IIiCIII PETENbHOTO KOPUTYBAHHS 03U PO3yBaCTaTUHY 3
OTJIANY Ha O4YiKyBaHe 3pOCTaHHS MOT0 eKcno3ullil (qus. po3ninu «Cmnocid
3aCTOCyBaHHA Ta mo3u», «OCcoOJIMBOCTI 3acTOCyBaHHSA», «B3aemMofia 3 iHIIUMU
JIiIKapChbKUMHU 3aco0aMu Ta iHIII BUOM B3a€EMOili», TabOMuUIlo 2).

I'em@ibpo3us ma iHwi nini003HUNMCYBANbHI 3acobu

OmHOYacHe 3aCTOCyBaHHS PO3yBacTaTHUHY Ta reM@piOpo3unIy Ipu3BOOUTH [0
30i7bIIIeHHS 3HAYEHbD Cmax Ta AUC po3yBacTtaTuHy yaBidi (guB. po3min «Ocob6muBOCTi
3aCTOCYBaHHS»).

3Bazkalo4M Ha [aHi CreliaJbHUX OOCIiOKeHb, (papMaKOKiHETUYHO 3HAYYIIO1 B3a€EMOil
3 peHo(diOpaTOM HE OUIKYETHCS, OOHAK MOXKJIHMBa (papMaKogUHaMidyHa B3aEMO/Iis.
T'em¢ibpo3un, perodibpar, inmri ¢pidpaTy Ta Jimigo3HUKYyBaabHiI 703U (= 1 r/go0y)
HiallMHY (HIKOTMHOBOI KUCIOTH) 30iMbIIYyIOTh PU3UK MioIlaTii IIpU CYyIIyTHHOMY
3acTocyBaHHi 3 iHri6iTopamu 'MI-KoA, MOBipHO, 3a paxyHOK TOTO, III0 BOHU MOXYThb
CIIPUYMHSATU MiOMNaTiio, KOIU 1X 3aCTOCOBYIOTh OKpeMo. [1o3a 40 MT ImpoTUIIOKa3aHa
IIpU CyIIyTHHOMY 3aCTOCyBaHHi ¢ibpaTiB (guB. po3ginu «I[IpoTunokasaHHa» Ta
«OcobOnMUBOCTi 3acTOoCyBaHHA»). TaKUM MmallieHTaM TaKOXK CJIi[i TOYUHATH Teparlliio
pO3yBacTaTUHOM 3 IO3U 5 M.

Ezemumib

OpHouacHe 3acTocyBaHHsA 10 Mr po3yBacTaTuHy Ta 10 Mr e3eTumiby y maui€eHTiB i3
rimepxosiectepuHeMieto npul3Boauio no 3poctanasa AUC po3yBacTtaTuHy B 1,2 pasa
(muB. Tabnuito 2). He MoXHa BUKIIOYUTY (papMaKOogUHAMidHY B3a€EMOiI0 MixkK
pO3yBacTaTUHOM Ta €3eTUMiOOM, III0 MOXKe ITPU3BECTU A0 BUHUKHEHHS NOOIiYHUX
peaktiu (quB. po3ain «OcoOIUBOCTI 3aCTOCYBaHHS»).

AHmauuodu

OpgHoOYacHe 3aCTOCYBaHHS PO3yBaCTaTHHY 3 CYCII€H31€10 aHTAlUAIB, 1110 MiCTUTh
aJIIOMIiHIU¥ Ta MarHiI0 TiTPOKCHU, IPU3BEJIO A0 3HUXKEHHS KOHIIEHTPAallil po3yBaCTaTUHY
B IJ1a3Mi KpoBi mpubnu3no Ha 50 %. el edekT OyB MEeHII BUpPaXKeHUM, KOJTU aHTaluI
3aCTOCOBYBaAJId yepe3 2 TOOWHMU ITic/Is po3yBacTaTUHy. KiiHiYHa 3HaYyHIiCTh IIi€l
B3a€eEMOil He BUBYasach.

EpumpomiyuH



OpmHo4YacHe 3aCTOCYyBaHHS PO3yBaCTaTHUHY Ta EPUTPOMIIIMHY IPHU3BOAUIIO OO
3unxkeHHda AUC po3yBactatuHy Ha 20 %, a Cmax — Ha 30 %. Taka B3aeMoOfisi MOXKe
OyTu 3yMOBJIEHA ITOCUJIEHHSM MEePUCTAIbTUKN KUIIEeUYHUKY BHACIIIOK il
EPUTPOMILIUHY.

®epmeHmu yumoxpomy P450

Pe3ynbTaTy gocmigzKeHs in vitro Ta in vivo CBig4aTh, 1110 pO3yBacTaTUH HE €
iHribiTopom 4u iHOYKTOpPOM i30¢depMeHTiB tuToxpomy P450. Kpim TOoro, po3dyBacTaTUH
€ crmabkuM cyOcTpaToM 1uX isopepMmeHTiB. TOMY He O4iKy€THCSI B3aEMO[IiN B
pe3ynbTaTi MeTaboni3aMy, oB’si3aHoro 3 ¢hepMeHTamMu nutoxpomy P450. He
CIIOCTepiraaoch KJIIHIYHO 3HAYYIIMX B3a€EMOMIN MiXK pO3yBaCTaTUHOM Ta
¢bnykonazonom (iuriditopom CYP2C9 ta CYP3A4) a60o KeToKOHa30s10M (iHTibiTOpOoM
CYP2A6 ta CYP3A4).

B3aemodii, wo sumazarombs Kopekuii 0o3u podygacmamuHy (Ous. makosc mabauuto 2)

[Tpu HeOoOXimHOCTI 3acTOCyBaHHS PO3yBaCTaTHUHY 3 iHIIMMU JIiKapChbKUMU 3aco0aMu,
3MaTHUMMU ITiOBUINYyBaTU €KCIIO3UIlil po3yBaCcTaTUHY, JO3y PO3yBaCTaTUHY IOTPiOHO
CKOpPHUTYBaTHU. AKII0 OYiKYETHCS, 110 €KCIT03uUllid nikapchbKoro 3acody (AUC) 3pocTe
mpu6M3HO B 2 ab0 OinbIlle pasiB, 3aCTOCYBaHHS PO3yBacTAaTUHY CJIif MOYUHATU 3 OO3U
5 MT OiMH pa3 Ha o0y. MakcuManbHy DOOOBY 03y PO3YBACTATHUHY CJIi CKOPUTYBaTH
TaKUM YMHOM, 11100 O4YiKyBaHa €KCII03Ullis pO3yBacTaTUHY He epeBUIlyBasla
€KCIIO3U1Iil0, 110 Bif3HaYa€eThCs NIpHU npuioMi mo3u 40 Mr/moby 6e3 3acToCyBaHHS
JIiKapChbKUX 3aco0iB, 1110 B3aEMOIIOTh i3 pO3yBacTaTUHOM; HalpUKJafd, IIpu
3acToCyBaHHIi 3 reM(}piOpPO3UIOM 03a po3yBacTaTUHY CTaHOBUTHUME 20 MT
(36inbpIIeHHS eKcmo3ullii B 1,9 pa3a), mpu 3aCTOCyBaHHi i3 KombiHaIli€o
putoHaBip/aTazaHaBip - 10 mr (30inbiieHHs B 3,1 pasa).

Axio nmikapcbkuit 3aci6 36inbirye AUC po3yBacTaTUHY MEHII, HiXK Y 2 pa3Hy,
IMOYaTKOBY A03y 3MEHIIyBaTU He IMOTPiOHO, aje CiIif JoOTpUMyBaTHUCS 00epeXHOCTi
mpu 30inbIlIeHH] 103U po3yBacTaTUHY A0 moHapg 20 MrT.

Tab6mnuiga 2

BnnuB cynyTHiX mikapchKux 3aco0iB Ha eKCmo3uilito podyBactatuny (AUC; y mopsaKy
3MEHIIIeHHS BeJIMYUHU) 3a ONYyOIiKOBaHUMHU TaHUMHU KIiHIYHUX TOCTiIXKEeHb

30inpiienuss AUC po3yBacTaTuHY B 2 pa3u abo Oinbllie HiXK y 2 pa3u



Pexxuwm

Pexxum go3yBaHHS TiKapCchKOT0 3aco0y, 10 3Mmiru AUC
. OO3yBaHHA
B3a€EMOJIE po3yBacTaTUHY™*
poO3yBacTaTUHY
Codocoysip/BenmnaTtacsip/Bokcunamnpesip (400 10
MT,
mr/100 mr/100 mr) + Bokcunanpesip (100 mr) T 7,4 pasa
) OOHOpPa30Ba Jo3a
OOMH pa3 Ha o0y nmpoTtsarom 15 nHiB
[HuknocmopuH Big 75 Mr aBiui Ha gooOy mo 200 mr |10 Mr oguH pas 1 7 1 pasa
OBigi Ha moOy, 6 MicAliB Ha mo0y, 10 oHiB - P

. .. ) 5 Mr,

Haponytamin 600 Mr gBiui Ha goOy, 5 OHIB T 5,2 pasa
OOHOpPa30Ba Jo03a
. . 5 Mmr,
Peropadeni6 160 mr ogun pa3 Ha goOy, 14 gHiB T 3,8 paza
OOHOpa30Ba [03a
ATtazanaBip 300 mr/putonaBip 100 mr ogun pa3 |10 wmr,
. T 3,1 paza
Ha 100y, 8 gHiB OOHOpa30Ba 03a
) 10 wmr,
Benmartacsip 100 Mr oguH pa3 Ha moby T 2,7 pa3a
OOHOpa30Ba [03a
OwmbiTacBip 25 Mmr/napuTtanpesip 150 mr/
5 Mr,
puToHasip 100 Mr oxguH pa3 Ha [00y/ facabyBip |onmopasosa mo3a 1 2,6 pasa
400 Mr gBiui Ha moOy, 14 oHiB
I'pa3onpesip 200 mr/enbacsip 50 Mr oguH pa3 Ha |10 mr,

. T 2,3 pas3a
moby, 11 oHiB OOHOpa30Ba go3a
I'nmekamnpesBip 400 mr/mibpenTacBip 120 Mr oguH |5 MTr OOuH pa3

T 2,2 pasa

pa3 Ha moOy, 7 mHiB

Ha mo0y, 7 OHiB




Jlomminasip 400 mr/puTtoHasip 100 Mr aBidi Ha

20 Mr oguH pas

T 2,1 pa3za
noOy, 17 oHiB Ha mo0y, 7 gHiB P
Knonigorpens 300 Mr, motiM 75 Mr yepes 24 20 wmr,
T 2 pa3u
TOOUHU OOHOpa30Ba [o03a
. .. , 80 wmr,
I'em@idpo3un 600 mr aBivi Ha A00y, 7 OHIB 1T 1,9 paza
OJHOpAa30Ba [go3a
30inpmenHsa AUC po3yBacTaTHHY MeHIIe HiX y 2 pa3u
. Pexum )
PexkuM go3yBaHHS TiKapChbKOro 3aco0y, 110 3minu AUC
) OO3yBaHHA
B3aEMOJI€E po3yBacTaTUHY*
po3yBacTaTUHy
. 10 mr,
EnTpom6ormnak 75 Mr oguH pa3 Ha Aoy, 5 aHiB T 1,6 pasza
OOHOpAa30Ba [go3a
HapyHrasip 600 mr/putonasip 100 Mr aBidi Ha 10 Mr opuH pa3s 115 pasa
no0y, 7 mHiB Ha no0y, 7 OHiB > P
Tunpanasip 500 mr/putoHasip 200 Mr ABidi Ha 10 wmr,
. T 1,4 paza
moby, 11 oHiB OJHOpa30Ba no3a
Iponemapon 400 Mr nBidui Ha MO0y Hesigomo T 1,4 pasa
i 10 mr,
ITpakoHaszomn 200 Mr oguH pa3 Ha mo0y, 5 OHIB T 1,4 pa3za **
OJHOpAa30Ba [go3a
. . 10 Mr oguH pa3
EseTtumib 10 Mr onuH pa3 Ha go0Oy, 14 gHiB T 1,2 paza **

Ha moOy, 14 nHiB

JauxenHsa AUC po3yBacTaTUuHY




: Pexum )
Pexxum go3yBaHHS TiKapCchKOT0 3aco0y, 10 3Mmiru AUC
. IO3yBaHHSA

B3a€EMOJIE po3yBacTaTUHY™*
poO3yBacTaTUHY

Eputpowminma 500 Mr gyotupu pa3u Ha o0y, 7 80 wmr, L 20 %

OHIB OOHOpa30Ba [go3a °

. : : ) 20 wmr,

Baiikanin 50 Mr Tpudyi Ha moOy, 14 oHiB 147 %

OOHOpa30Ba [go3a

* IlaHi, TpeacTaBiieHi K 3MiHa B X pa3iB, SABJISIOTH COO00 CIiBBIMHOIIIEHHS MiXK
3aCTOCYBaHHSIM PO3yBacTaTUHY y KOMOiHaIllil Ta okpemo. [laHi, mpeacTaBieHi y
BUrnaai % 3MiHU, ABISIOTH CO0010 % Pi3HUI BiTHOCHO MOKA3HUKIB IPU 3aCTOCYBaHHI
po3yBacTaTUHY OKPEMO.

30iNbIIeHHS TO3HAaYeHO 3HaYKOoM T , SMEHIIIeHHST - | .

** Byo nmpoBeIeHo KibKa OOCIiAXKeHb B3aEMO/il ITPY Pi3HUX J03aX pPo3yBacTaTUHY, B
TabnIuIli 2 mogaHo HaubinbIll 3HaUyIlle CHiBBiqHOLIIEHHS.

JIikapcheKi 3aco0u/ KkoMmOiHallil, SKi He MaJju KJIiHiYHO 3HA4YyIIOr0 BIIJIUBY Ha ITOKA3HUK
AUC po3yBacTaTHHY IIpU OOHOYAaCHOMY 3aCTOCyBaHHi: ajsieriitasap 0,3 Mr nporarom 7
OHiB; ¢peHodiOpaT 67 Mr 3 pa3u Ha moOy, 7 mHiB; piaykoHas3osn 200 mr 1 pa3 Ha mo0y,
11 guiB; dposamnpenasip 700 mr / putoHasip 100 mr 2 pa3u Ha o0y, 8 OHiB;
KeToKoHa3o0Jj1 200 Mr 2 pa3u Ha go0y, 7 nHiB; pudamnin 450 mr 1 pa3 Ha moly, 7 OHIB;
cunimapud 140 mr 3 pa3u Ha mo0y, 5 OHIB.

Bnaue po3ysacmamuHy HA CynymHi AiKapcuKi 3acobu

AHmazoHicmu 8imamiHy K . 9K i mpu 3acTocyBaHHi iHmuX iHridiTopiB I'MI-KoA-

penyKTa3u, Ha IMo4YaTKYy JiKyBaHHS a0b0 IIpU MigBUIIIEHHI JO3U PO3yBaCTaTUHY
OOHOYACHE 3aCTOCYBaHHS aHTAroHicTiB BitTaminy K (Hampukian BapdapuHy abo
iHIIIOr0 KYMapUHOBOT'O @HTUKOATY/ISTHTY) MOKe ITPU3BECTH [0 30iIbIIIeHH S
MiZKHapOOHOTO HOpMaJidoBaHoro BimHomeHHA (MHB). [IpunuHeHHsT 3aCTOCyBaHHSA
ab0 3HUXKEHHS M03U PO3yBaCTaTHHY MOXKe MPU3BECTU A0 3MeHIIeHHss MHB. ¥V Takux
cuTyallisix 6akaHo 3[iMCHIOBATH BiATIOBimHUYN KOHTPOoas MHB.

IlepopaavHi KOHMpauenmueu/ 20pMoOHo3amicHa mepanis (I'3T). OgrodyacHe

3aCTOCYBaHHS PO3yBacCTaTHHY Ta IIepOopalbHUX KOHTPAILEIITHUBIB IIPU3BOAUIIO OO
nigsunieHHss AUC eTuHUIEeCTpadiony Ta HOprecrpesny Ha 26 % ta 34 % BigmoBigHO.
[Tpu migOopi mo3u mepopabHUX KOHTPALEINITUBIB CIil BpaXOBYBAaTH TaKi MigBUIIIEHHS



IJIa3MOBUX PiBHIB JiKapchbKux 3aco0iB. HeMae maHux mjogo ¢hapMaKOKiHETUKHT
IpernapariB y IalLlleHTIB, IKi OQHOYAaCHO OTPUMYIOTh po3yBacTaTuH Ta ['3T, ToMmy He
MO2ZKHa BUKJIIOYWTHU BIJIUB PO3yBacTaTUHY Ha (papMakokiHeTuky I'3T. OgHak
3a3HadYeHa KoMOiHallisl IIMPOKO 3aCTOCOBYBaacs XKiHKaM B paMKaX KJTiHiYHUX
OOCHIig>KeHb i ImIepeHocunacs moope.

THwi nikapcvki 3acobu
Ju2o0KcuH

3a DaHWMU CIlelliaJIbHUX OOCIIIIXKEeHb KJIIHIYHO 3HAa4YyIIIOol B3aEMOZI1 i3 AUTOKCUHOM He
OYIKY€ETHCH.

dy3udosa Kucsaoma

IocmigkeHHs B3aEMOil po3yBacTaTUHYy 3 Py3UA0BOI0 KUCIIOTOIO HE ITPOBOAUJIINCH.
Pu3uk po3BUTKY MionarTii, BKIo4aouu pabaoMiosi3, Moxke 3pocTaTu Ipu
OOHOYaCHOMY 3aCTOCYBaHHI (Gy3uO0BO1 KUCJIOTH CUCTEMHOI [il 31 CTaTUHaMMU.
MexaHi3Mm 11i€el B3aemopii (papmMakoguHaMiuyHUM, PapMaKOKiHETUYHUYN YU 00UIBaA)
MoK HeBimoMmui. [10BimOMIISAIIOCH IIPO PO3BUTOK pabaoMionidy (BKJIIOYHO 3
JleTaJIbHUMU HacJiKaMH) y HalliEHTIB, IKi OTPUMYyBaIH 110 KOMOiHaIlio.

fAK1o BUHUKaE He0OXigHICTh ¥ 3acTOCyBaHHI Py3ua0BOI KUCIOTH CHUCTEMHOI [il,
Tepalilo po3yBaCTaTHHOM CJIifi IPUIIMHUTHA Ha BECh IIepiof IiKyBaHHSA (Qy3UITOBOIO
KHMCJIOTOIO (IMB. TAKOXK po3ain «OCcoOIUBOCTI 3aCTOCYBAHHS»).

IToB’s13aHi 3 e3eTUMiIOOM

Y mokJtiHiYHUX OOCHiaXKeHHsX 0yJio IMoKa3aHo, 10 e3eTUMi0 He iHOyKye hepMeHTHU
nuToxpomy P450, o MeTabomi3yloTh ipenapat. He crmocTepiranocs KiIiHIi4HO
3HAUyNUX (apMaKOKiHETHYHUX B3aEMOMiM MixK e3eTHMiIOOM Ta IIpemnapaTtaMu, sIKi, K
Bimomo, MeTabomi3yloThcsa nuToxpoMamu P450 1A2, 2D6, 2C8, 2C9 Ta 3A4 a6o N-
aneTunTpancdepasoro.

Y kKniHiYHUX OOCTiAXKEeHHSIX B3aEMO/IM ITi Yac OMHOYAaCHOTO 3aCTOCYBaHHS €3eTUMi0
He BIIMBaB Ha ()apMaKOKIHETHUKY OAllCOHY, eKCTpoMeTopdaHy, AUTOKCUHY,
rmepopanbHUX KOHTPALENTUBIB (€ETUHIIECTPagioy i IEBOHOPrecTpeny), IIini3uny,
TonbyTamMiny abo migmazonamy. [Ipu ogHOYAaCHOMY IIPUHOMI 3 e3eTUMIOOM ITMMETUONH
He BIIJIMBaB Ha 0i0gOCTYIIHICTL e3eTUMiOy.

AHmauuodu

OpHOo4YacHe 3aCTOCyBaHHS aHTAlM[iB 3HUKYBAJIO IIBUAKICTh BCMOKTYBaHHS
e3eTuMiOy, ajie He BILJIMBAJIO Ha MOro 0iogoCTynHicTh. Take 3HUXKEHHS MIBUAKOCTI
BCMOKTYBaHHS He BBaXKa€ThCA KJIIHIYHO 3HAYYIIUM.



XosaecmupamiH

OpgHoYacHe 3aCTOCYBaHHS XOJIECTUPaMiHy 3MeEHIIyBajio CeEpeqHE 3HaYeHH IO ITif
KpuBoio (AUC) 3aranbHOT0 €3eTuMiOy (e3eTuMib + e3eTuMilOy I'JTIOKYPOHim)
npubau3Ho Ha 55 %. LI B3aeMofisd MOKe 3yMOBUTHU MOCTYIIOBE 3HUKEHHS PiBHSA
XOJIeCTEPUHY JIIIONPOTEiHiB HM3bKOI LIiibHOCTI (XC JITTHII), cipuyuHeHe
OomaBaHHSM e3eTuMiOy mo xosectupaMiny (OuB. po3min «Crmocib 3acTocyBaHHS Ta
IO3U»).

dibpamu

JIikapi 1MoBUHHI MaM’ATaTH IIPO MOXKJIUBUN PU3UK PO3BUTKY JKOBUHOKAM sTHOI XBOPOOU
Ta 3aXBOPIOBaHHS KOBYHOT0 MiXypa y IMalli€eHTiB, sIKi OTpUMYIOTh (peHOGiIOpaT Ta
e3eTuMib (auB. po3minu «OcobIMBOCTI 3acTOCyBaHHA» Ta «I100iuHI peak1ii»). Y pasi
BUHUKHEHHS ITiJ03pY Ha XXKOBYHOKaM'sIHY XBOpOOYy y HalliEeHTa, IKUM OTPUMYE
e3eTuMib Ta ¢peHodiOpaT, i BUKOHATH 0O0CTEKEHHS JKOBYHOTO MixXypa i TpUIUHUTHU
TaKy Teparmiio (gquB. po3ain «ITo6iuHi peakiiii»). OmgHOYacHe 3aCTOCyBaHHS
dbenodibpaTy abo remdpidbpo3uny NOMipHO IIiABUIIYBaJIO 3arajbHy KOHIIEHTPAIliio
e3eTumiOy (mpubnu3so B 1,5 Ta 1,7 pa3a BiAmoOBigHO).

OmHo4YacHe 3aCTOCYBaHHSA e3eTuMibOy 3 iHmuMu pidbpaTaMu He BUBYAJIOCh.

®ibpaTu MOXYTh IIOCUJIUTHU €KCKPEeIlil0 X0JIeCTEPUHY B XKOBY, 1110 TPU3BOOUTH 10
PO3BUTKY KOBYHOKAM STHOI XBOpPOOU. Y OOCIiIKEeHHsIX Ha TBapuHax e3eTuMib iHomi
[HigBUIIlYBaB PiBEHb X0JIECTEPUHY B KOBYi1 2KOBYHOI'O MiXypa, ajie He y BCixX BuaiB. He
MOJKHa BUKIIOYHUTH JIITOTEHHUUN PU3UK, OB’ I3aHUH i3 TepaleBTUYHUM
3aCTOCyBaHHSM e3eTuMioy.

CmamuHu

[Tpu omHOYAaCHOMY 3aCTOCYBaHHi e3eTuMiOy 3 aTOpBaCTaTUHOM, CUMBACTaTUHOM,
IIpaBaCTaTUHOM, JIOBaCcTaTUHOM, ryBacTaTUHOM ab0 po3yBacTaTUHOM He OyJio
BUSIBIIEHO KJTIIHIYHO 3HAUYyIIUX apMaKOKiHETUYHUX B3a€EMOIIN.

ITukaocnopuH

Y mocnigzkeHHi 3a y4acTiO BOCBMHU MAIliEHTIB MiCJIg TPaHCIIaHTAllil HUPKY i3
KJIipeHCOM KpeaTuHiHy > 50 MJ/XB, sIKi OTpUMYyBaiu CTabilbHi 403U IIUKIIOCIIOPUHY,
omHOKpaTHa mo3a 10 Mmr nmpussena oo 30inbiieHHs B 3,4 pasa (Big 2,3 go 7,9 pasa)
cepenuboro 3HayeHHst AUC 3arajbHOr0o e3eTuMiOy MOpiBHSIHO 3 BiIIOBiOHUM
IIOKa3HUKOM y 340POBUX YYaCHUKIB KOHTPOJIbHOI I'PYyIIH, IKi OTpUMyBaja e3eTuMio
OKpeMo, y iHIIOMY AocifXxKeHHi (n = 17). B iHIoMy OOCHiaXKeHHi y naljieHTa IIicis
TPaHCIJIaHTallil HUPKHU 3 TSA2KKO0I0 HUPKOBOIO HEIOCTATHICTIO, IKNI OTPUMYyBaB
IIMKJIOCIIOPUH Ta 6araTo iHIIUX IIpelaparTiB, eKCI03Ullis 3arajibHOro e3eTUMioy y 12



pa3siB IepeBuUllyBajla TaKy y KOHTPOJIbHUX YYaCHHUKIB, SIKi OTPUMYBaJIU JIUIIIE
e3eTuMib. Y mepexpecHOMY [OCIiIKEeHH]i 3 ABOMa IlepiogaMu, y SKOMY B35JIM y4acThb
12 3mopoBuxX MOOPOBOJIBLIIIB, IITOeHHEe 3acTocyBaHHA 20 MI e3eTuMiOy mpoTsaromM 8 OHIB
Ta OJHOPa30BUM IIPUMOM LIUKJIOCIIOPHUHY B 7031 100 Mr Ha 7-i JeHb IPU3BEJIU O0
36inpmenHsa AUC LUMKIIOCIIOPUHY B cepenHboMy Ha 15 % (y miamas3oHi Bif 3HMKEHHS
Ha 10 % pgo nmipgBuinieHHs Ha 51 %) MOPIBHSHO i3 3aCTOCYBaHHSAM JIUIIE [IUKJIOCIIOPUHY
y mo3i 100 Mr ogHOKpaTHO. KOHTpOJIbOBaHe OOCIiAKEHHS BIJIMBY €3eTUMiOy IIpu oro
OOHOYAaCHOMY 3aCTOCYBaHHI 3 IIUKJIOCIIOPUHOM Ha €KCIIO3ULIiI0 IIUKJIOCIIOPUHY Y
Talli€eHTiB ITiCJIs TpaHCIJIaHTAallil HUPKYU He ITpoBoausiock. Crig 6yt 06epekHUMY,
MIOYMHAKYY IPUKOM e3eTUMiOy 3 nuKaocnopuHoM. Ciiil KOHTPOJII0OBaTU
KOHIIEHTpAIlil0 IUKJIOCIIOPUHY Y Ialli€HTIB, SIKi OTPUMYIOTh €3eTUMi0 Ta IIUKIOCIIOPUH
(muB. po3min «OcoBIMBOCTI 3aCTOCYBAHHS»).

AHMuUKoazyaaHmu

OnmHoyacHe 3acToCyBaHHs e3eTuMiOy (10 Mr oguH pa3 Ha mo0y) He BIIJIMBAJIO Ha
6iogocTymnHicTh BapdapuHy Ta TpOoTPOMOIHOBUY YacC Yy AOCIIiAXKEHHI 3a y4acTio
OBaHaALATH 30OPOBUX AOPOCINX YOJIOBiKiB. OOgHAK y mepiof miciasipeecTpaliiHoro
3aCTOCYBaHHS IOBiHOMIISANIOCH PO miaBuilleHHss MHB y nalieHTis, Ki npuriManu
e3eTuMib omHO4YacHO 3 BapdapuHoM abo ¢yiHgioHoM. ¥ pasi omHOYaACHOT O
3acTocyBaHHsI KoMOiHallil po3yBacTaTul/e3eTuMio 3 BapdpapuHOM, iHIIUM
KyMapuHOBUM aHTHUKOATryIsSHTOM ab0 QyiHOioHOM Cilif HaleXHUM YHHOM
KoHTposmoBaTu MHB (guB. po3min «Ocob6mmBOCTi 3aCTOCYyBaHHSI»).

Iimu

IocmigKeHHs B3aEMOil ITPOBOOUIIMCS JIMIIE 3a y4acTio gopocnux. CTymiHb B3a€EMOIil
JIiIKapChKUX 3ac0o0iB y AiTel HEeBigOMUM.

Oco006/1MBOCTi 100 3aCTOCYBaHHSI

[ToBimoMisiyiocsi PO KijTbKa BUITAOKIB AeOI0Ty MiacTeHil rpaBic, CIpOBOKOBaHOI
3aCTOCYBaHHSM CTaTUHIB ab0 3aroCTpeHHs BXKe iCHYI04O0l MiacTeHil rpaBic abo 0o4HOI
dopmu miacTteHii (muB. po3gin «I1o6iuHi peakirii»). Y pasi noripieHHs CUMIOTOMIB
3aCTOCYBaHHS JIIKapChKOI'0 3aco0y Knisac® Iiioc crig NpUOUHUTHU. [loBimOMIIsAIOCS
ITPO PO3BUTOK PEIMANBY MiaCTeHil Ipy MOBTOPHOMY 3aCTOCYBaHHi TOTO YU iHIIIOTO
CTaTHUHY.

BnniuB Ha HUPKHU

[TpoTeinypis, BUsABJIEHa y pe3ybTaTi aHali3y 3a TECT-CMy>KKaMM Ta IIepeBaKHO
KaHAaJIbIIeBOI'0 IIOXOOXKEHHsI, CIIOCTepirajacs y Mali€HTiB, sIKi JIIKyBaJIuCs BUIIUMU
o03aMM po3yBacTaTuHY, 30KpeMa 40 Mr, i y OinbIIOCTi BUIagKiB Oyjia TUM4YacoBOO abo



rmepepuBYacToro. [IpoTeinypisi He Oyra repeaBiCHUKOM IocTpol abo mporpecyndoi
XBOpoOu HUPOK (muB. po3min «ITobiuHi peaxkirii»). YacToTa MoOBigoOMJIEHD IIPO CEPHO3Hi
siBuIIa 3 00Ky HUPOK y IOCTMapPKETUHTOBUX OOCIiAXKEHHIX BUIIlA ITPU 3aCTOCYBaHHI
mo3u 40 Mr. YV mailieHTiB, gKi npuiiMaloTh TiKapchbKuM 3acid y mo3i 40 mr, ciif
PETYIISIPHO EPEBIPATU QYHKIIIO HUPOK.

BrniuB Ha ckeJjieTHI M’'s13U

YpaxkeHHS CKeJIeTHUX M’3iB, HallpUKJlag Mianrisg, MiomaTis Ta pigko pabmomiortis,
CIIOCTEepiranuch y malliEHTiB IPHU 3aCTOCYBaHHI po3yBacTaTUHY Ta €3eTUMiOy, 30KpeMa
y go3ax > 20 mr. [lyke pioko BUMagKu pabmoMiosnily Bim3Hayamucs IIpU 3aCTOCYBaHHI
e3eTuMiOy y KkombOiHaliil 3 iuriditopamu 'MI'-KoA-penykTa3u. He MOXHa BUKIIO4YaTHU
MOXKJIMBICTh (papMaKOoOMHaAMiIUHOI B3aeMOil (OuB. po3din «B3aeMomis 3 iHIIUMU
JIiIKapChbKUMHU 3aco0aMu Ta iHIIN BUOM B3a€EMO[Iili»), a TOMY, TaKy KoMOiHallio cirim
3aCTOCOBYBaTH 3 00€PEKHICTIO.

Ak i mpu 3acTocyBaHHi iHmux iHridiTopiB 'MI-KoA-pegyKTa3u, 4acToTa ITOBiHOMIIEHb
PO BUIIaAKX PabmoMioJtidy, mOB’I3aHOr0 i3 3aCTOCYBaHHSM PO3yBaCTaTUHY, Y
IMOCTMapKETUHTOBUY Nepion OyJia BUIIOIO y pa3i 3acTocyBaHHS A03u 40 Mr.

[Tpu mimo3pi Ha MiomarTiio, 1110 TPOSBIISETHCSA CUMIITOMaMu 3 60Ky M’s13iB abo
ITiOBUIIIEHHSM PiBHSA KpeaTHHKiHa3u OinbIle, HixK v 10 pa3iB Big BepXHbOI MexKi HOpMH,
CJIig HeTaWHO NPUIIMHUTHU IIPUKOM JIiIKAPChKOT0 3aco0y Ta OyOb-sIKOT0 iHIIIOTO
pemnapary, AKUU IMallleHT IIpUK¥Mae OQHOYACHO. Y CixX Mali€eHTiB, gKi IOYMHAIOTh
JIIKyBaHHS ITpellapaToM, Oil0YMMHU PeYOBUHAMM SKOT0 € e3eTuMib y KombiHalrii 3
inridiTopamu I'MI'-KoA-penykTa3u, noTpiOHO mMoiH(GOpPMyBaTH PO PU3UK BUHUKHEHHS
MiornaTili Ta HeOOXigHICTH TEPMIHOBO ITOBIHOMIIATH IIPO MOSIBY OO0 ¥ M’si3aX, MJISIBOCTI
a6o c1abKOoCTi He3’ s1CoBaHOl eTiosoril.

Bigowmo, 1m0 y mixkHaponue mocnimxkenHs IMPROVE- IT 6yno panmomizoBano 18144
nanienTu 3 IXC ta I'KC B aHaMHe3i /151 OTPUMAaHHS JIiKapChKOT0 3aco0y, 1110 MiCTUTD
eseTtumio/cumBactaTtu 10/40 mr Ha goOy (n = 9067) abo cumBacTtaTu 40 MTr Ha m00y
(n = 9077). Ilig yac moganbIlIoro CIIOCTEPEXKEHH 13 CepeqHbOI TPUBAJIICTIO 6 POKIB
4yacToTa BUHUKHEHHs MiomnaTil ctaHoBuia 0,2 % mpu 3acTocyBaHHI KoMOiHallii
esetuMmib/cumBacTtaTtuH i 0,1 % mpu 3acTOCyBaHHI CHMBacTaTUHY, a MioIaTis
BU3HaYasacs 5K cynabKicTs abo 0ifib y M’si3aX HEBigoMoOl eTioyoril 3 piBHEM
KpeaTUHKiHa3u B cUpPOBaTIIi KpoBi, y = 10 pa3sis Bim BMH, a6o 3 piBHEM
KpeaTHuHKIiHA3H1 IPU OBOX MOCIIiMOBHUX 00CTEeXEeHHAX, Y = 51 ° 10 pasis Bim BMH.
YacTtoTa BUHUKHEHHS pabmomioni3y ctanosuna 0,1 % npu 3acTocyBaHHI KOMOiHa1Iil
e3eTuMib/cuMmBacTaTuH i 0,2 % Opu 3aCTOCYBaHHI CUMBAaCTaTUHY, IPU IIbOMY I'OCTPUM
pabaomionis Bu3HavaBCs K ciabKicTh abo 0inb y M’si3ax HeBigomol eTiosorii 3 piBHEM
KpeaTUHKIHA3U B cUpoBaTLi KpoBi, y = 10 pa3sis Big BMH, 3 nigTBepaxeHHIM
ypaxkeHHsI HUPOK, = 5 pa3is Big BMH i © 10 pa3is Bim BMH 3 mingTBepmKeHHsIM



ypaxkeHHs HUPOK Yy IBOX BUMAAKaX ITOCIibk abo 3 piBHeM KpeaTuHKiHa3u = 10000 MK
Om./mn 6e3 03HaK ypaxKeHHSI HUPOK (OuB. po3ain «ITobiuHi peakiii»).

Y xopni kniHIYHUX HociaigXKeHsb 3a ydyacTio noHazn 9000 nmamieHTiB i3 XpOHIYHOIO
HUPKOBOIO HEJOCTATHICTIO, siKi Oy/IM paHOOMi30BaHi [Jig OTpUMaHHsS KoMOiHaIil
e3eTumiOy 10 mr 3i ctaturHoMm 20 Mr Ha #oOy (n = 4650) abo maamebo (n = 4620)
(cepennit riepion cnocTepexkeHHd 4,9 PoKy), KiNMbKiCTh BUNIAQAKIB MiomnaTil CTaHOBHUIIA
0,2 % mpu 3acTocyBaHHi e3eTuMiOy B KombiHalrii i3 cumBactatTuaoM Ta 0,1 % npu
3acTocyBaHHi mane6o (quB. po3min «I[1obGiuHi peakirii»).

PiBeHb KpeaTHHKIHA3H

PiBenb kpeaTtuHkiHa3u (KK) He ciig BUMiproBaTHU MiCJIsd 3HAYHOT0 Pi3MYHOT O
HaBaHTaXXKeHHS a00 3a HasIBHOCTI ITPaBOOIONiOHOl albTepHATUBHOL IIPUYUHU
nigBuinieHHs piBHS KK, sika MOxKe 3aBaxkKaTH iHTepHnpeTallil pe3yJbTaTiB.

Axuro Buxigauu piBeHb KK 3HauHo migBumieru (> 5 X BMH), mpoTsarom 5-7 gHiB
HeoOXimHO 3poOUTU HOOATKOBUM MiATBEPAXKYBaJIbHUM aHali3. AKIIo pe3yabTaT
IIOBTOPHOTO aHalli3y IMiATBEPAXKY€E BUXIOHUY piBeHb > 5 X BMH, nikyBaHHSA He CIIif
PO3mOYMHATH.

Ilepen mMoYaTKOM JIiKyBaHHSI

Cnin 3 o6epexHiCTIO TpU3HaYaTu KoMOiHallifo po3yBacTaTuH/e3eTuMib Ta iHIIi
inrioiTopu 'MI'-KoA-penyKTasu mallieHTaM, siKi MaloThb (PaKTOPU PUIUKY PO3IBUTKY
MiomarTii/pabmomioni3y. 1o Takux paKTOpiB HameXkaTh:

e IOpPYyILIEeHHS QYHKIIil HUPOK;

e TIIOTUPEO3;

e HASIBHICTh CIIAJIKOBUX M’ SI30BHUX 3aXBOPIOBAHb B 0COOMCTOMY ab0 ciMerHOMY
aHaMHe3i;

e HASIBHICTh B aHaMHe3l TOKCUYHOTO BIIJIUBY Ha M’3U, CHPUYUHEHOT O IHIIUMU
inridiTopamu I'MI'-KoA-penykTa3u abo ¢idbpaTamuy;

e 3JI0BXKHWBaAHHSA aJIKOTOJIEM;

e BiK > 70 pOKiB;

e CHUTYyaIllil, III0 MOXKYTb ITPU3BECTHU [0 IIiOBUIIIEHHS PiBHA IIpelapary B IIa3Mi
KpoBi (muB. po3minu «Crocib 3acTocyBaHHS Ta O03u», «B3aemomis 3 iHIMuMUu
JIiIKapChbKUMHU 3aco0aMu Ta iHIIm BUOM B3aeEMOi» Ta «®apMaKOKiHETUKA»);

e CYyIyTHE 3aCTOCyBaHHS (pibpaTis.

Y Takux naiieHTiB CIIil 3BaXXUTU PU3UKM, II0B’A3aH]1 3 JIIKYBaHHAM, ITIOPIBHAHO 3
O4YiKyBaHOI0 KOPUCTIO Ta PEKOMEHIYETHCS IPOBOOUTHY KIIIHIYHUNU MOHITOPUHT. fAKIIIO
BuxigHuu piBeHb KK 3HauHO migBuitienuii (> 5 X BMH), nmikyBaHHS He Cif MOYXHATH.



Ilig yac niKyBaHHS

[NamieHTiB cim monepenuTy NPO HEOOXigHICTh HErallHO ITOBIMOMIISITH IIPO
HEe3pOo3yMIiIoro MOXOAXKEeHHS M’ 130BuH 0inb, M’130BYy ciabKicTh ab0 cymomMu, 0COOIUBO
SIKIIIO BOHU CYNIPOBOMOXKYIOTHCS He3AyKaHHAM ab0 TUXOMaHKOI0. Y TaKUX MalliEHTIB
ciig Bu3HauuTu piBeHb KK. Crig NpUNIMHUTY JIiIKyBaHHS, AKIO piBeHb KK 3Ha4YHO
migBumieHui (> 5 X BMH) a60 sIKIII0 M’'sI30Bi CUMIITOMHU TSIKKi Ta COPUYHUHSIOTH
OUCKOM@OPT y MOBCAKAEHHOMY KUTTi (HaBiTh aKio piBHI KK = 5 x BMH). fdkmio
CHUMIITOMU MUHAIOTH 1 piBeHb KK mOoBepTa€eThHCS 00 HOPMU, MOXKHAa PO3TJISAHYTHU
MMATAHHS PO MOBTOPHE NMPHU3HaYEeHHS PO3yBacTaTUHY ab0 aTbTePHATUBHOTO
inridiTopa I'MI'-KoA-penykTa3u y MiHiMaJbHIlM 0031 Ta IIig peTeIbHUM KOHTPOJIEM
cTaHy mnaiieHTa. Perynsapauii KoHTponb piBHA KK y naiieHTiB 6€3 BKa3aHUX BUIIE
CUMIITOMIB He moTpiGeH. [lyxKe PiIKo MOBiHOMIISIIIOCS ITPO BUIIaOKHU
iMyHOOITIOCepeKoBaHOl HeKpoTu3lyioyoi mionartii (IOHM) nig wac a6o micns mikyBaHHSA
CTaTUHaMHU, BKJIIOYHO 3 po3yBacTtaTuHoM. Kiiniuno IOHM xapakTepusyeTbCcs
cabKiCcTIO MPOKCUMaIbHUX M’5I3iB Ta MigBUINIEHHSM CUPOBAaTKOBOT'O PiBHS
KpeaTUHKiHa3M, 1110 30epiratoThCs, He3BaXKal4u Ha MIPUMTHMHEHHS JTiKyBaHHSI
CTaTUHaMU.

Y kniHiyHUX BUMTPOOYyBaHHSIX He OyJI0 OTPMMAHO [M0Ka3iB IIOCUIEHHS BIIJIMBY Ha
CKeJIeTHI M’5I31 Y HEBEJINKOl KiJTbKOCTI Malli€HTiB, AKi OTpMMYyBaJii pO3yBacCTaTUH Ta
CYIyTHIO Tepamnito. OgHak 30iNbIlIeHHSI YaCcTOTH MiO3UTYy Ta MiomarTii criocTepiranocs y
Malli€eHTiB, sKi oTpuMyBanu iHmri iuriditopu 'MI'-KoA-penykTa3u pa3oM i3 MoXimHUMH
(}ibpoeBoi KuCnoTH, 30KpeMa reMdpidpo3nIOM, a TaKOXK i3 IIUKIIOCIIOPUHOM,
HiKOTHHOBOIO KMCJIOTOIO, @30JIbHUMH ITPOTUTPUOKOBUMH 3aco0aMH, iHTi6iTopaMu
IIpoTeas3yu Ta MaKponimHUMU aHTuOioTUKaMu. ['eMGpi6pO3UI DigBUIIYE PU3UK POIBUTKY
MiomaTil Ipy CynIyTHOMY 3aCTOCyBaHHi 3 gesskuMHu iHribitopamu I'MI'-KoA-penykrasu.
ToMy He peKOMEHOYETHCSI 3aCTOCOBYBATH JIiKapChbKUM 3acib pa3om i3 rem¢piOpo3umom.
KopucTh momanbIiiol 3MiHU PiBHS JIITIiAIB IIPU 3aCTOCYyBaHHiI pO3yBacTaTUHY Y
KoMOiHa1il i3 ¢pibpaTamMu abo HiamHOM IMOTPIOHO peTesIbHO 3BaXKyBaTH IIOPiBHSAHO i3
MOTEHIIMHUMHU PU3UKaMHU, ITOB’I3aHUMM i3 3aCTOCYBaHHSIM TaKuxX KoMOiHatli#. [To3a
40 Mr mpoTHUIIOKa3aHa IPU OJHOYACHOMY 3aCTOCyBaHHi ¢pibpaTiB (OuB. po3minu
«B3aeMopmist 3 iHmMMU JTiKapChKUMHU 3acoO0aMu Ta iHIN BUOM B3aEMOMin» Ta «I1obOiuHi
peaxiii»).

PosyBacTaTuH He CIiJi 3aCTOCOBYBaTU OJHOYACHO 3 perapaTaMu Qpy3ug0oBOl KUCJIOTH
CUCTeMHOI fil abo mpoTAToM 7 OHIB IIiCISA NPUIINHEHHS JIIKyBaHHS (Py3UA0BOIO
KucnoToro. [larlieHTaM, y IKUX 3aCTOCYyBaHHS (y3UITOBO1 KUCIIOTU CUCTEMHO] [il
BBaXKa€ThCS HEOOXiMHUM, JTiKyBaHHSI CTaTUHAMMU CJIi[l TPUNIUHUTY Ha BEChb TEPMiH
JIiKyBaHHSA Qy3uaoBOI0 KUCI0TOI0. [ToBimomisanocs npo pabmomMiosi3 (B ToMy 4YuCi
OeKiyibKa JieTaJbHUX BUIIQAKIiB) y MaIli€EHTIB, Ki OTpuMyBaau KoMOiHaIlio ¢y3ugoBoi
KHCJIOTH Ta CTAaTUHIB (OUB. po3Oin «B3aeMofis 3 iHIIMMU JIiKapChKUMU 3acoO0aMu Ta



iHIIi BUOU B3aeMoAin»). [TalienTaM Ciiifi mopagyuTy HeraHO 3BEPHYTUCSA 10 MEOUUYHY
OOIIOMOTY, SIKIIIO BOHU BiI4yBalOTh OyIOb-IKi CUMIITOMM M’130BO1 Cl1abKOCTi, 601110 ab0
XBOPOOJIMBOI Yy TIMBOCTI. Teparito cTaTuHaMU MOXKHa IIOBTOPHO IIOHOBUTU Yepe3 Cim
OHIB ITiCJIsT OCTaHHBOI HO03U (Py3UO0BOI KMCJIOTU. Y BUHSATKOBUX BUIIaAKaX, KOJIN
notpibHa ¢y3umoBa KMCJIOTa CUCTEMHOI IPOJIOHTOBAHOI il, HallpuKIIaf, O
JIIKyBaHHSA TSAXKKUX iHMEKIIiN, HeoOXigHICTh OMHOYACHOT 0 IIPU3HAYEHH
po3yBacTaTUHy Ta (y3UOOBO1 KUCIIOTHU CJIif PO3T/IIOaTU TiJIbKM B KOKHOMY
KOHKPETHOMY BUIIAKYy, @ 3aCTOCYBaHHS 3OIUCHIOBATHU IIi[l peTeJIbHUM MEeIUYHUM
HarJsigoM.

JIikapchKu# 3acib He CiIif mpu3HavyaTH MalliEHTaM 3 TOCTPUMH, CEPMO3HUMU CTaHAMHU,
III0 BKa3ylOTh Ha MiomaTiio, abo 3 ¢paKkTopaMu PU3UKY PO3BUTKY HUPKOBOI1
HeIoCTaTHOCTi Ha (hoHi pabmomionidy (HampuKiIaj, CelCcuc, apTepiaabHa TilmoTeH3is,
CepHo3He XipypriuHe BTpPy4YaHHS, TpaBMa, TSIXKKi MeTa0Oo0JIiuHi, eHIOKPUHHI YU
€JIeKTPOJIiTHI mOopyIlleHHsI a0 HEKOHTPOJIbOBaHi CyTOMMU).

Baxxki mKipHi mo0ivYHI peakiiil.

[Tpu 3acTocyBaHHiI po3yBaCTaTUHY ITOBiHOMIISIIIOCS ITPO BaXKKi MIKipHi MOOGiYHi peakirii,
BKJTIOUaruu cuHapoM CriBeHca-IIxoHCcoHa (S]S) Ta peakiiito Ha JTiKapchKi 3acobu 3
eo3uHoOiniero Ta cucremaumu cumnromamu (DRESS), 10 MoXyTh OyTH
HeOe3MeYHUMH OJIs XKUTTSA abo MaTH JleTasibHi Hachimku (ouB. po3nin «ITobiuHi
peakiil»). Ilig 4yac mpu3Ha4YeHHS IIpenapaTy HalliEHTiB CIIif IIPoiH(GOpPMyBaTH PO
O3HaKM Ta CUMITOMHU BaXKKHX MIKIDHUX Peaklliii Ta PEeTEeIbHO CIIOCTEPiraTu 3a HUMHU.
AKI10 3’ABIAIOTECSA O3HAKU Ta CUMIITOMH, II0 CBIOYAaTH IIPO II0 PEeakKIlito,
3aCTOCYBaHHS JIIKapChKOTr0 3aco0y CIIi HeraliHO IPUIMHUTH Ta PO3ITISTHYTH
albTepHATUBHE JIIKyBaHHSI.

SIKIIO ITPU 3aCTOCYyBaHHI TiKapchKOTro 3aco0y y malliEHTa pO3BUHYIACS Cepiio3Ha
peakirisi, Hanpukiazn, SJS abo DRESS, nikyBaHHS IUM IIperapaToOM y DaHOTO IallieHTa
Hi B IKOMY pa3i He IOBUHHO BIJHOBJIIOBATUCH.

BniuB Ha meYiHKY

Ockinbku eeKTH MiABUIIIEHOT0 BMIiCTy €3eTUMIiOy y IalliEHTIB i3 ITeYiHKOBOIO
HEe[OoCTaTHICTIO ITIOMIipHOTO Ta TSAXKKOTO CTYIIeHS HeBigoMi, miKapCcbKUM 3acib He
PEKOMEHOOBaHUU /i1 3aCTOCYBaHHS i KaTeTropil Malli€HTiB.

Ak i inmri inriditopu I'MI'-KoA-penykTa3u, po3yBacTaTHH CIIifi 3 00epexXKHiCTIo
3aCTOCOBYBATH MalliEHTaM, SKi 3T0BXKWBAIOTh aJIKOT0JIeM Ta/ab0 MaloTh B aHaMHe3i
3aXBOPIOBaAHHS ITE€YiHKU.

PekomeHOyeThCSA TPOBOAUTH (HYHKITIOHAJIbHI Ie4YiHKOBI Tpo0Ou yepe3 3 Micsli mics
I04YaTKy 3aCTOCYBaHHS pO3yBaCTaTUHY. AKIIIO PiBHI CUPOBATKOBUX TpaHCaMiHa3



IIepPeBUITYIOTh BEPXHIO MeXXY HOPMHU OiTbII HixK y 3 pa3u, 3aCTOCYyBaHHSA KOMOiHaIlil
po3yBacTaTHUH/e3eTUMIO CJIig NpunuHUTU ab0 3HU3UTHU A03Y JIiKapchKoro 3aco0ly. ITix
Yac MicIsgpeecTpaliiHOro 3aCTOCYBaHHS YaCTOTa CePHO3HUX HebaKaHUX SIBUII 3 OOKY
MeviHKM (IepeBaKHO BUNAJKIB IMigBUINIEHHS PiBHIB Me4YiHKOBUX TpaHCaMiHa3) Oyia
BHUIILIOO IIPU 3aCTOCyBaHHI fo3u 40 mr.

Y mailieHTiB i3 BTOPMHHOIO Tillepx0JjIeCTEPUHEMIEI0, CIIPUYNHEHOIO TimoTupeo3oM abo
HeDPOTUYHUM CHUHOPOMOM, IIePe] IT0YaTKOM 3aCTOCYBaHHSA KoMOiHaIIil
po3yBacTaTUH/e3eTUMi0 HeOOXiTHO ITPOBECTH JIiKyBaHHS OCHOBHOT'O 3aXBOPIOBAHHS.

ITeuiHKOBi hepMeHTH

[Tig yac KOHTPOJILOBAHUX KITiHIiYHMX BUNPOOYBaHb y IAIliEHTIB, IKi 3aCTOCOBYBaIu
KoMOiHaIlifo CTaTUH Ta €3eTUMIi0, CIIOCTePIraaocs MOCTYIOBE IMiABUILIEHHS PiBHIB
TpaHcaMiHa3 (= 3 pa3iB Bim BepxHbOi Mexki HopMu). [Ipu npuitomi komOiHa1lil e3eTUMiO
3i cTaTUHOM CJIif TPOBOAUTH (YHKITIOHAIbHI ITeYiHKOBi MpoOU Ha IIoYaTKy Tepallil Ta
3TiOHO 3 PEKOMEHIAIllisIMU 100 3aCTOCYBAHHS CTaTUHY.

Y mixkHapogHe mociigxkeHHs «EdeKTuBHICTE BiTOpuHY B MOKpalllaHHI pe3yIbTaTiB
3HUKEHHS ceplieBo-CyauHHOoTro pusuky» (IMPROVE- IT) 6yno pangomizoBano 18144
naniedTu 3 IXC tTa 'KC B aHaMHe3i Oid oTpuMaHHs KoMOiHallil e3eTuMi6/cuMBacTaTUH
10/40 mr Ha moby (n = 9067) abo cumBacTaTuHy 40 Mr Ha gody (n = 9077). Ilig gac
IIOJaIbIIOTrO CIIOCTEPEKEHHS 13 CepeIHbOI0 TPUBAJIICTIO 6 POKIiB YacToTa IIiABUIIEHHSI
piBHiB TpaHcaMiHa3 (= 3 X BMH) crarnoBuna 2,5 % npu 3aCTOCyBaHHI
eseTumMiOy/cumBacTaTuny i 2,3 % Opu 3aCTOCYBaHHI CUMBACTaTHUHY.

[HTEepcTUlliaibHE 3aXBOPIOBAHHS JIETE€Hb

ITpu 3acTOCyBaHHI esIKUX CTAaTHHIB, 0COOJIMBO ITPH OJOBrOTPUBAJIN Teparrii,
IIOBIAOMIJISAJIOCH IIPO PO3BUTOK IHTEPCTULIAJIBHOTO 3aXBOPIOBAHHS JIeT€Hb (OUB. PO3ALIT
«IToGiuHi peakilii»). MOXINBi 03HAKU MOXKYTb BKJIIOUATH 3aUIIKY, HEIPOOYKTUBHUMN
KallleJIb Ta HOTipIIeHHs 3arajbHOT0 CaMOIIOUyTTs (BTOMa, 3HM2KEHHS MaCH Tijla Ta
JIMXOMaHKa). K10 BUHUKAE I1igo3pa, 1110 y MalliEHTa PO3BUHYJIOCh iIHTEPCTULliaIbHEe
3axXBOPIOBaAHHS JIET€Hb, TePaIilo CTaTUHAMU CIIi IPUIIHHUTHU.

llykpoBuii miabet

Ilesiki gaHi cBig4YaTh IIPO Te, 110 CTaTUHU K KJjlacC MiABUIYIOTh PiBE€Hb I'TIOKO3U KPOBI
Ta y OesKUX IalliEHTiB 3 BUCOKUM PU3UKOM PO3BUTKY HOiabeTy MOXKYTh 3yMOBJIIOBAaTH
piBeHb rimepriikeMii, mpu sKOMy HeoOXiHe JTiKyBaHHS SK IIPHU IIyKPOBOMY miabeTi.
OpHak 3HUXKEHHS CYOUHHOTO PU3UKY BHACIIIAOK 3aCTOCYBaHHS CTAaTUHIB IepeBaxkae
PU3UK PO3BUTKY TilepriikeMii, TOMy OCTaHHIi! He € MifCcTaBOIO AJId IPUIHHEHHS
JIIKyBaHHS CTaTUHaMU. Y TAIli€HTIB, AKi MigmaloTbCs PU3UKY PO3BUTKY HiabeTy (piBeHb
TJIIOKO3U HaTHie 5,6—6,9 MMmonb/n, iHgekc macu Tina (IMT) > 30 KI"/MZ, HigBUINEHI



PiBHI TpUTIIillepUOiB, apTepianabHa TillepTeH3is), CIIig KOHTPOJIIOBATH K KITiHIYHI, Tak i
0ioxiMiUHi MOKA3HUKMU 3TigHO 3 HAIliOHAJIbHUMU KEePiBHUIITBAMH.

Y mocnimxenni JUPITER 3apeecTpoBaHa 3arajibHa YaCTOTa IIyKPOBOTO miabeTy
crtaHoBuna 2,8 % y rpymi po3yBacTtaTuny Ta 2,3 % y rpymi nnaiebo, mepeBaxHo y
HallieHTiB 3 piBHEM T'JIIOKO3M HaTIIe Big 5,6 0o 6,9 MMOIb/I.

AHTHKO&I"VHS[HTI/I

Y pa3i mogaBaHHs KoMOiHallil po3yBacTaTuH/e3eTUMIO 10 BapdapuHy, iHIIOTO
KYMapuHOBOT'O aHTUKOATYISHTY, a00 QyIiHOIOHY CITif HaleXHUM YHHOM
KOHTPOJIIOBATH MiKHapogHe HopMaii3doBaHe BigHomeHHsa (MHB) (quB. po3gin
«B3aeMomis 3 iHmIMMH TiKapChbKUMHU 3acoO0aMu Ta iHIII BUOU B3AEMOMI»).

[TMKIOCIOpPHUH

IuB. po3minu «I[IpoTunoKasaHHsI» Ta «B3aemMomist 3 iHMIMMHU JTiIKapCbKUMU 3aco0aMu Ta
IHIIII BUOYU B3Aa€EMOIN».

®ibpaTtu

Be3neka Ta eeKTUBHICTh 3aCTOCYBaHHSA €3eTUMiOy 3 pibpaTaMu He BCTAaHOBJIEH]
(muB. iHpopMalrito Bullle Ta po3minu «IIpoTunoka3aHHsa» Ta «B3aeMopis 3 iHIIIUMU
JIIKapChbKUMHU 3aco0aMu Ta iHIIM BUOM B3aEMOiN»).

Y pa3i BUHUKHEHHS IIig03pU Ha XKOBYHOKaM ssHY XBOpPOOY y MallieHTa, IKUNA OTPUMYE
KoMOiHalrlito po3yBacTtaTuH/e3eTumio Ta pernodidbpat, ciig BUKOHATU 00CTEXKEHHS
2KOBYHOTO MiXypa i IPUOUHUTU TaKy Teparlriio (AuB. po3ginu «B3aeMopis 3 iHIIIMHT
JIiIKapChbKUMMU 3acoO0aMU Ta iHIIN BUOM B3aeMofin» Ta «[1o6iuHi peakiiii»).

IHri6iTOpH OpOoTEa3u

[TocuneHHsT CUCTEMHOI €KCITIO3UIIil po3yBacTaTUHY CIIOCTEpiramocs B ocib, siKi
OTPUMYBaJId PO3yBaCTaTUH OOHOYACHO 3 Pi3HUMHU iHTiGiTOpaMu mpoTea3u y NOEOHAHHI
3 puToHaBipoM. Cjiif BpaXxoByBaTHU K KOPUCTD Bill 3HUXKEHHS PiBHIB JIIMIAIB i
BILIMBOM IIpenapary y maiierTiB 3 BIJI, sKi oTpuMyioTh iHTiOiTOpHU mpoTeas3u, Tak i
MOKJIUBICTD ITiABUIIIEHHS KOHIIEHTPAallil po3yBacTaTHUHY B I1Jla3Mi KPOBi Ha IMO4YaTKYy
Tepallil Ta IpY IIOCTYIIOBOMY ITiABUINEHHI IO3U PO3yBaCTaTUHY y MAalli€HTIB, SKi
OTPUMYIOTH iHTi6iTOPU TpoTea3u. CynmyTHE 3aCTOCYBaHHS 3 IeIKUMHU iHTi6iTOpamMu
IpoTea3u He PeKOMEHOYEThCA 00 IIPOBeNeHHI KOPUT'YBaHHS 03U PO3yBacCTaTUHY
(muB. po3minu «Cnocib 3acTOCyBaHHS Ta A03u» Ta «B3aeMomisa 3 iHITUMHU JTiKapChbKUMU
3aco0aMu Ta iHIIi BUOM B3AEMOMIIN»).

Paca




Y mocnimkeHHSX (hapMaKOKiHETUKHN PO3yBaCTaTUHY CIIOCTEPIraloch 3pOCTaHHS
€KCITO3HIlil po3yBaCTaTUHY Yy IAlliEHTIB a3iaTChKOT0 IIOXOAKEHHS IIOPiBHSIHO 3
IIpeacTaBHUKAMU €BPOIIEO0IHO] pacu (OuB. po3minu «Criocib 3acToCyBaHHS Ta DO3U»,
«[TpoTunoka3zaHHs» Ta «OPapMaKOKiHETHUKA»).

Hitu

O1iHKa miHiIMHOTO pPOCTY (3picT), Macu Tina, IMT (iHOeKCy mMacu Tijla) Ta BTOPUHHUX
XapakKTepUCTUK CTaTeBOI'0 NO3piBaHHA 3a TaHHepOM y HiTel BiKOM Bif 6 1o 17 pokKis,
SIKi TpUMMalii Po3yBacTaTUH, oOMeKeHa IIepiomoM TpUBaJIicTio 2 poku. ITicns 2 pokis
OOCITiIKyBaHOTO JIIKyBaHHS XKOOHOTO BIIJIMBY Ha picT, Macy Tina, IMT abGo cTaTeBe
no3piBaHHS BUSBIEHO He Oyino (ouB. po3fin «®apMakoguHaMmika»). Y KIIiHigYHOMY
OOCIIIOXKEeHHI y OiTeu Ta MifjIiTKiB, Kl DpUuiMald POo3yBaCTaTUH MIPOTITOM 52 THUIXKHIB,
migBunieHHs piBHSA KK > 10 pagisB Bunie BHM Ta cumnitoMu 3 60Ky M’sI3iB ITiciis
¢dbismyHOrO HaBaHTaXeHHA abo IMigBUIEHO] (i3UYHOI aKTUBHOCTI CIIOCTEPiranaucs
YacTillle TTOPiBHAHO 3 TAKUMHU y HOPOCIux (auB. po3min «ITobiuHi peakiii»).

EdekTuBHiCTh Ta 0€3MEKy 3aCTOCYBaHHS €3eTUMiOy mallieHTaM BikoM Big 6 mo 10
POKiB i3 reTepO3UTr0THOIO CiMelHO0I0 ab0 HeCiMelHOI0 TilepxojlecTepuHEMIi€EO
OIliHIOBANIYU B 12-TUKHEBOMY IIalle00-KOHTPOJIbOBAHOMY KIIiHIYHOMY IOCITiAKEeHHi.
EdexkTu e3eTumiOy mpoTaroM nepiony jgikyBaHHS > 12 THMXKHIB y 1LIi¥ BiKOBii rpyIi He
OOCIIiAXKYyBaJlu.

He pgocrnipgzkyBasnocs 3acToCyBaHHS e3eTUMIiOy mallieHTaM BiKOM A0 6 POKiB.

EdekTuBHiCTh Ta O€3MeKa 3aCTOCYBaHHS €3eTUMiOy, 1110 MprU3HadYaBcs y KoMOiHallil 3
CUMBaACTaTUHOM IallieHTaM BikoM Bifg 10 go 17 pokiB 3 reTepO3UTOTHOI CiMEUHOIO
rirepxoecTepruHEMI€I0, OIiHIOBAIUCS B KOHTPOJILOBAHOMY KIIIHIYHOMY OOCHigXKeHHi
3a y4acTio xJIon4ukKiB (ctamist TanHepa II abo Bumie) Ta giB4aToK (He MeHIIe Hixk
yepes pik miciasa MeHapxe).

Be3neka Ta eeKTUBHICTh 3aCTOCYBaHHS €3eTUMiOy pa30oM i3 CHMBACTaTUHOM [iTIM
BikoM 00 10 poKiB He BUBYAIUCH.

IToBrocTpokoBa epeKTHUBHICTh Tepalil e3eTuMiOOM MallieHTiB BikoM Oo0 17 pokiB gis
3HUKEHHS 3aXBOPIOBAHOCTI Ta JieTaJIbHUX BUIIAKIB y 3pijioMy Billi He
OOCIIiaXKyBasacs.

Axwo y Bac 8CmaHo8/1€HO0 HenepeHocumMicmb OesiKuxX UYKpie, NPOKOHCYyAbmyumecs 3
Aikapem, nepui, Hioc npuiimamu uetll aikapcvkull 3aciob.

Jlikapcovkultl 3acib micmumb meHwe Hixc 1 Mmoab Hampito (23 me2) Ha mabaemky,
mo6bmo NpaKkmuy4HoO He Micmumb Hampito.



3acmocysaHHsa y nepiod sazimHocmi abo 200y8aHHA 2py0010.

ITpemnapat Knisac® IToc MIPOTUIIOKA3aHUU IIif YaC BariTHOCTI Ta rOOyBaHHS I'PYOOI0
(nuB. po3nin «IIpoTunokalanHa»). 2KiHKY penpPOAYKTUBHOTO BiKy TOBUHHI
BHKOPUCTOBYBATH HaleXKHi 3ac00M KOHTpAIIEeMIIil.

BaritHiCcTb

Po3sysacmamuH. OCKiTbKM X0JIECTEPHUH Ta iHII TpOoayKTHU Oi0OCUHTE3Y X0JIECTEPUHY
CYTTEBO BaXKJIUBIi IJIg PO3BUTKY MJIoAa, IOTEHIiMHUN pu3uK iHrioyBanus ['MI-KoA-
penyKTa3u IIepeBUIllye KOPUCTh 3aCTOCYBaHHS IIpelapaTy y IIepiof BariTHOCTI.
IMocmimKeHHs Ha TBapuHaXx Aal0Th 00MexXKeHi JoKa3u PeNpPOOyKTUBHOI TOKCUYHOCTI. ¥
pa3i HaCTaHHS BariTHOCTI y Iepiof 3aCTOCYBaHHS IIpelaparTy JiKyBaHHS CJIif HeTalHO
IPUIIMHUTH.

E3emumib. HeMae KITiHiYHUX ODaHUX IIO0 3aCTOCYyBaHHS €3eTUMIiOy mifm dac
BariTHOCTI.

ocnigxeHHsT MOHOTepalil e3eTuMiOOM Ha TBapuHaX He Hagalu KOOHUX JOKa3iB
npssMoro abo HeIpsIMOTO IIKiAJIMBOTO BIIIUBY Ha BariTHICTL, eMOpiodeTanbHUM
PO3BUTOK, MOJIOTH ab0 IMOCTHATaIbHUU PO3BUTOK.

[lepiog rogyBaHHSA I'PYOOIO

PosysacmamuH. BigoMo, 1110 po3yBacTaTUH €KCKPETYEThCA Y MOJIOKO IypiB. Hemae
OaHUX M0N0 €KCKpeIlil po3yBacTaTUHY Y TPyYAHE MOJIOKO JTIOOVHA (OUB. PO3MOiNI
«[IpoTUiOKa3aHHSI»).

Ezemumib. Y mocnimKeHHSX Ha Iypax 0yJIo BCTAHOBIEHO, 110 €3eTUMIi0 BUOINIETHCST Y
MOJIOKO. HeBimomo, 4u BUOINSIETHCSA €3eTUMIO 3 TPYJHUM MOJIOKOM Y TIOOWHMU.

DepPTUIBHICTD

HeMae paHux KIiHIiYHUX BUNPOOyBaHb 1100 BILJIUBY €3eTUMiOy ab0 po3yBacTaTUHY Ha
dbepTunvHicTh y moguau. E3eTuMiO He BIIuBaB Ha GEePTUIBHICTL caMIliB abo caMoK
IIypiB, pO3yBaCTaTUH y BUCOKHUX [J03aX JE€MOHCTPYBaB TECTUKYJIIPHY TOKCUYHICTh y
MaBII Ta cobax.

30amHicmb 8naueamu Ha weudKicmb peakuii npu kepye8aHHi asmompaHcnopmom abo
IHWuUMuU MexaHiamamu.

KombiHnarliss po3yBacTaTuH/e3eTuMib He BOIMBaE ab0 Ma€ He3HAYHUM BIJIUB Ha
3[ATHICTh KePyBaTH aBTOTPAHCIIOPTOM abo IIpalffoBaTH 3 iHIMMMHK MeXaHi3MaMHu.
IocmimKeHHs BIIJIUBY pO3yBacTaTUHY Ta/ab0 e3eTuMiOy Ha MIBUOKICTh peakilil mpu
KepyBaHHi aBTOTpPaHCIIOPTOM ab0 poOOTi 3 iHIIUMU MeXaHi3MaMUu He TPOBOAUIICE.



[Tpu KepyBaHHi aBTOTpaHCIIOPTOM abo PoOOTi 3 iHIIIUMY MeXaHi3MaMHu CIIif
BpaxoByBaTH, 110 IIiJl Yac JIIKyBaHHA MOXe BUHUKHYTU 3allaMOpPOYEHHS.

Cmocid 3acTocyBaHHsI Ta 03U

Io3yBaHHA

[NamieHT MOBMHEH AOTPUMYBATHUCh BiAIIOBIAHOI TiNOMiNiAeMidyHOl Oi€TH i IPOOOBXKYBaTHU
11 JOTPUMYBATHUCh Iif Yac JIiKyBaHHS IpenapaToM Knisac® Imoc.

[TIpemnapar Knisac® ITimoc we OigXOOUTh OJIsI MOYaTKOBOl Tepamil. [TounHaTu
JIIKyBaHHS CJIif JIUIIe MOHOKOMIIOHEHTHUMU IIpellapaTaMu Ta y pasi
HeOoOXigHOCTi KOPUTYBaTH 1X 03y, a IIiC/Isa BU3HAYEHHS MOTPIOHUX O03 MOXKIIUBUM
Tepexiy Ha 3aCTOCYyBaHHSI KOMOiHOBaAHOT O IIperapary 3 BignoBimHUM (ikcoBaHUM
OO3YBAHHSM.

[TaieHTH TOBUHHI 3aCTOCOBYBAaTHU IIpenaparT y A03yBaHHI, 110 BiANOBiga€e go3aM
MIOIEePEIHbOr O IiKyBaHHs. PeKOMeHIOBaHa J03a CTAHOBUTH OOHY TabeTKy Ha [o00y.

CynymHe 3acmoCcy8aHHs ceK8ecmpaHmia Hco8uHUX KUC/A0M

[Tpemnapat Knisac® Imoc CJIig TpuiMaTH 3a = 2 TOOUHU 00 abo yepe3 = 4 roguHu
Hics 3aCTOCYBaHHS CEKBECTPAHTY XKOBYHMUX KHUCJIOT.

ITauieHmu AiMHBLO20 BIKY

[I1s mamieHTiB y Bini > 70 poKiB moYyaTKOBa [03a pPO3yBaCTaTUHY CTAHOBUTH O MT (OUB.
po3min «OcobmuBOCTi 3acTocyBaHHsI»). KoMOiHOBaHUM npernapaT He MigXOOUuTh OJIs
IMo4YaTKOBOI Teparrii. [lounHaTyu JTiKyBaHHS CIIif JIMIlle MOHOKOMIIOHEHTaMH Ta y pa3i
HeOoOXigHOCTi KOPUTYBaTH 1X [03Yy, a IIiC/Isa BU3HAYEHHS NOTPIOHUX O03 MOXKIIUBUM
Tepexiy Ha 3aCTOCYyBaHHS KOMOiHOBaAHOTO IIperapary 3 BignmoBimHUM (ikcoBaHUM
OO3YBAHHSAM.

ITopyweHHA PYyHKUIT HUPOK

[MamienTaM 3 ropyIiIeHHSM (QYyHKIIII HUPOK JIETKOT0 CTYIIeHS TSAKKOCTi KOPUTYBaHHS
oo3u He TOoTpibHe.

[71g maiieHTiB 3 mOpylIeHHAM (QYHKIIil CEpeIHbOT0 CTYIIEeHS TSAXKKOCTI HUPOK (KJTipeHC
KpeaTuHiHy < 60 MJI/XB) peKOMeHOOBaHa MO4YaTKOBa J03a PO3yBaCTaTUHY CTAHOBUTh
5 mr. [NamierTaM 3 HopyuIeHHAM QYHKIIl CepegHbOT0 CTyIEeHS TAXKKOCTI HUPOK
3actocyBaHH4A 0o3u 40 Mr/10 Mr npoTUIIOKa3aHe.

[MamieHTaM 3 TSAXKKUM CTyIleHEM MOPYLIEHHAM (YHKII HUPOK ITPOTUIIOKa3aHe
3aCTOCYBaHH4 IIpernapary Knisac® Ilnoc y Oyab-sKili go3i (QuB. po3ginu



«[TpoTunokasanHa» Ta «PapMaKOKiHETUKA»).
ITopyweHHAa pyHKUIT neviHKu

[NamienTaM 3 nopyIiieHHSM (QyHKIIII MediHKY JIeTKOTro cTyneHs (Bim 5 go 6 6aiiB 3a
mKaJsoi Yainga - [1'10) KopuryBaHHS OO3U He MOTPiOHe. JIikyBaHHS IIpernapaToM
Knisac® Tnioc me PEKOMEHI0OBaHO IallieHTaM i3 cepenHiMm (Bim 7 mo 9 OariB 3a
mkasow Yaunga - [1'10) abo TsxkkuM (> 9 GasiB 3a mkanoio Yawnma - [1'10) cTtynneHeM
nopyueHHsa QyHKIIil nediHku (OuB. po3ainu «Oco6IMBOCTI 3aCTOCYBaHHSI» Ta
«@apMaKoOKiHeTHKa»). [Ipenapat Knisac® ITnoc IIPOTUIIOKA3aHUM MalliEeHTaM i3
3aXBOPIOBaHHSM MEYiHKM B aKTUBHIiNA (a3i (quB. po3nin «IIpoTumnokasaHHSI»).

Paca

Y mailieHTiB MOHTOJIOIAHOI pacH CIIOCTEPIrasoch IIOCUJIEHHSI CUCTEMHOI €KCITO3UIIil
po3yBacTaTuHy (OuB. po3ninu «OcoO6IUBOCTi 3aCTOCYyBaHHA» Ta «PapMaKOKiHETUKA»).
II71s1 TalieHTiB a31laTChKOTr 0 IMIOXOAKEHHSI PEKOMEeHJ0BaHa I1049aTKOBa J03a
po3yBaCcTaTUHY CTaHOBUTH O Mr. Lll¥M maljieHTaMm mmpenapar Knisac® ITioc Yy 0031

40 mr/10 Mr npoTurnokalaHui (OuB. po3minu «IIpoTunoka3zaHHSA» Ta
«®apMaKOKiHETHUKAa»).

I'enemuy4Hi noaimopgizmu

[CHYIOTh IEBHI TUNIU T€eHETUYHUX NOIIMOP(}i3MiB, IKi MOXKYTh CIPUYUHSITUA OCUJIEHHS
€KCII0o3ullil po3yBacTaTuHy. [lalieHTaM, siKi MatoTh OyIOb-sIKi 3 IIUX cuenudiyHuX TUITIB
nmosriMmopdiaMiB, peKOMEHIYETHCS MPU3HAYATH HUKYY TOOOBY O3Y.

Ilo3u 025 nauieHmia 3 pakmopamu pu3uKy po3sumky mionamii

[I71a maiieHTiB 3 (paKTOpaMu PU3UKY PO3BUTKY MiomaTil peKoMeHAoBaHa II04YaTKOBa
I03a po3yBaCTaTUHY CTAHOBUTH 5 MT (OUB. po3Minn «OCcoBIMBOCTI 3aCTOCYBaHHS»).
IHesakyuM 3 1IUX IIAli€HTIB Ipenapar Knisac® ITmoc y 0o3i 40 mr/10 mr
OpoTUIIOKa3aHuM (OuB. po3gin «I[IpoTunokasaHHI»).

CynymHa mepanis

PosyBacTaTuH € cyOCcTpaTOM pi3HUX TpaHCIOPTHUX 0inkiB (Hanpukiag OATP1B1 Ta
BCRP). Pu3uk po3BUTKY MionarTil (BK/TIOUHO 3 pabmoMiosti3oM) 3pocTae mpu
OOHOYaCHOMY 3aCTOCYBaHHI npemnapary Knisac® ITnioc 3 neBHAME JIIKapPCHKUMU
3acobamu, 3maTHUMM 30i/IbITyBaTU KOHIIEHTPALIil0 pO3yBaCTaTUHY B IIJIa3Mi KPOBi
yepes3 B3aEMOZiI0 3 UMY TPAaHCHOPTHUMHU OifkaMu (HampuKiaf 3 HUKIOCIIOPUHOM i
OesIKUMHU iHTiOiTOpaMu IIpoTea3u, BKJIloYalouu KoMOiHallil puTOHaBipy 3
aTa3aHaBipoM, JIOIIiHaBipoM Ta/ab0 TUIIpaHaBipoM; OUB. Po3dinu «B3aemomis 3
IHIIIMMY TiKapChbKMMH 3aco0aMu Ta iHIIi BUOM B3aeMoMiti» Ta «OcoOIMBOCTI



3aCTOCYBaHHS»).

3a MOXKJIMBOCTI CJIifi PO3IJISHYTHU ajlbTepHATUBHE JIIKyBaHHSA Ta y I€BHUX BUIlalKaX
THMYaCOBO IPUNIMHUTH JIIKYBaHHA IIpelapaToM Knieac® Imioc. ¥ CUTyallisiX, KOJIu He
MOXKHa YHUKHYTHU OJJHOYACHOTO 3aCTOCYBaHHS TaKUX JIiKapChbKUX 3aco0iB, ciIif
peTeIbHO PO3T/ISHYTH NUTaHHSA PO IlepeBaru Ta PU3UKU CyIyTHHOTO JIIKyBaHHS Ta
PO KOPUTYBaHHS 003U PO3yBacCTaTUHY (OUB. po3Ou1 «B3aemMopis 3 iHIIIUMU
JIIKapChbKUMHU 3aco0aMu Ta iHIIM BUOM B3aEMOIiN»).

Cnocib 3acTOCyBaHHSA

II71s1 mIepopaabHOr0 3aCTOCYBaHHS.

I[Ipemapart Knisac® ITmoc CJIig IpuiMaTH IIOOHS OOWH Pa3 B TOM caMUM Yac moou
He3aJIeXKHO Bifg nmpurioMy 1Xki. TabneTKy CIif KOBTATH LiJI00, 3allMBAl0YM BOMOIO.

Iimu.

Bes3neka Ta epeKTUBHICTh 3aCTOCYBaHHS PO3yBacTaTUHY/e3eTuMiOy OiTsaM (BiKOM IO
18 pokiB) He BCTAHOBJIEHI, TOMY MOTO HE PEKOMEHAYETHCA IpU3HadYaTH IalliEHTaM
BikoM 1o 18 pokiB.

Ilepeno3yBaHHA

Y pa3i nepeno3yBaHHs HEOOXiAHO PO3MOYaTU CUMIITOMAaTUYHY Ta HiITPUMYIOUy
Tepario.

Ezemumi6b

Y KniHIYHUX OOCTiAXKEHHSIX 3aCTOCYBaHHSA e3eTuMiOy y mo3i 50 mr/moby npotsrom 14
OHiB 15 3mopoBuM mo6poBobLAM abo y go3i 40 Mr/mo0y npoTtsaroMm 56 gHiB 18
rmalieHTaM 3 IIePBUHHOIO TimepxoJjiecTepuHeMi€l0 3a3BruYail oOpe MepeHoCuIoCh. Y
TBaApUH HE CIOCTEPirajocs TOKCUYHUX €(PEeKTiB IMiCsa BBeAeHHS OOHOKPATHUX
nepopanbHuX o3 5 000 Mr/Kr e3eTuMiOy mypam Ta muiitaM ta 3 000 Mr/Kr cobakam.

[ToBimoMiisiyiocst IPO KijTbKa BUIIAIKIB Iepemo3yBaHHS €3eTUMiIO0OM, OilbIIIiCTh 3 HUX He
IIPU3BEJIM A0 PO3BUTKY HeOaxkKaHUX SBUII. 3apeeCcTpoBaHi HebaxKaHi gBUIlla He OyIu
CEPUO3HUMU.

PosysacmamuH

Crmig KOHTPOIIOBATH ITOKa3HUKM (QyHKIIil mediHku Ta piBeHb KK. [Ipenapat He
BUBOOUTHCA 3a OOIIOMOTOI0 reMofiai3y.

ITo0iuni epexTH



KopoTkuii onuc npodinio 6e3mneku

[ToGiuHi peaxiiii, 1110 crIOoCTepiraaucs Ipu 3aCTOCYBaHHI po3yBacTaTUHY, OyIHu
3a3BHUYaMu JIerkKi Ta Majii TUMYaCOBUHU XapaKTep. Y KOHTPOJIbOBAHUX KITIHIYHUX
BUIIPOOyBaHHAX MeHIIe 4 % MmallieHTiB, IKi OTpUMYyBalu PO3yBaCTaTUH, IIPUNUHUIIN
y4acThb y OOCHIIXKEeHHI 3 IPUYUHU MOOIYHUX peaklliu.

Bigomo, 1110 y KJTIHIYHUX OOCHTIOXKEeHHSIX TPpUBamIicTio Ao 112 TuxHiB 2 396 maiieHTiB
oTpuMyBaiu e3eTuMib okpemo y mo3i 10 mr Ha moOy, 11 308 namieHTiB — y KoMmOiHaIrii
3i craTuHOM, a 185 marlienTiB — y kombiHariiil 3 ¢pernodiopaTom. ITobiuHi peakiiii 6yiu
3a3BUYal JIETKOI TSKKOCTI Ta MaJu TUMYACOBUM XapakKTep. Y Irpylax e3eTuMioOy Ta
maiebo 3arajgbHa YacToTa mobiuHux edeKTiB Oyma ogHaKOBOO. [TogiOHUM YMHOM B
000x rpyImax 4acToTa IPUNUHEHHS JIiKyBaHHS dyepe3 mobiuHi peakilil Oyia 3icTaBHOIO.

E3eTtumi6b npru3HavaioTh OKpeMo abo OMHOYACHO 3i CTAaTUHOM.

3a3HayeHi HUXK4Ye NOoOiIYHi peakilil yacTillle cmocTepiraaucs y MallieHTiB, IKi
oTpuMyBanu e3etuMib (N = 2396), HixK y Tux, xTO nnputiMas mnanedo (N = 1159), abo
y Ialli€HTIB, AKi oTpuMyBanu e3eTuMib omHodacHo 3i cratuHoM (N = 11308), HiX y
TUX, XTO ITpuiiMaB okpeMo ctaTuH (N = 9361). [To6iuHi peakiiil y TOCTMapKeTUHTOBUM
nepion Oy/Iy OTpUMaHi 3 ITOBiAOMJIEHD, e 3a3HaYaBCs €3eTUMi0, 1110 3aCTOCOBYBaBCSI
oKpemo abo 3i CTaTUHOM.

3a yacTtoToio HebaxkaHi peakiril po3mogineHi TakuM YMHOM: YacTo (Bim = 1/100 go <
1/10), veuyacTo (Big = 1/1000 mo < 1/100), pigko (Bixm = 1/10 000 go < 1/1000), nyxe
pioko (< 1/10 000), HeBimOMO (HEMOZK/IMBO OILIIHUTH 3a HasIBHUMU OaHUMH).

2

3 60Ky Kpoei ma aiMpamuyHoi cucmemu: pigfKo - TPOMOOIUTONEHisT“; HEBiHOMO -

TpOM60LII/IT01'IeHiH3 .

3 60Ky iMyHHOI cucmemu: pimKo - peakllil rirnepyyTIUBOCTi, BKIIOUYAOYU

2

QHTiIOHEBPOTUYHUIM HAOPSK*; HEBIOOMO - TilMepyyTIUBICTh (BKII0YAaI0YU BUCHII,

KPOIIMB'THKY, aHa(diTakCiio Ta aHTiIOHEBPOTUYHUU Ha6pﬂK)3.

3 60Ky eHOOKPUHHOI cucmeMu: 4acTo - IIyKPOBUH uia6eT1'2.

3 60Ky 0O6MiHY peyoB8UH i XapuyB8aHHSA: HEYACTO - 3HUKEHHS aneTHTy3.

3 60Ky ncuxiku: HeBimoMo - nenpeciﬂ2'3.

3 60Ky opaaHie 30py: YacTOTa HeBimoMa - ouHa popmMa MiacTeHil.

2'4, 3aHaMopoquH5{2; HedacCTo -

2

3 60Ky Hepsosoi cucmemu: 4acTo - TOJIOBHUM Oinb

3 2

; Oy2Ke PigKo - MOoIiHerWpomnaTisa ; HEBiIOMO -

2

napecTesisa , BTpaTa mmaM’ aTi

nepudepudHa HeUpoONaTisa“, NOpylleHHs CHY (BKJIIOYHO 3 O€3COHHSAM Ta KOHIMapaMI/I)z



, 3anaMopoquHH3, MiaCTeHis rpasic.

3 60Ky cyOuH: HEYaCTO - MPUTIUBU }Kapy3, aprepianbHa rinepTeH3iﬂ3.

3 60Ky opeaaHie OuxaHHs, 2pYOHOI KAimKuU ma cepedoCmiHHA: HeYaCToO - KaIesss;

HeBigoMo - KaI_I_IeJ'IbZ, 3am/1mKa2'3.

3 3

3 60Ky MpasHoO20 MpaKmy: 9acTo - 3amop2, HynoTa2, abmoMiHaIbHUI GiIb2

, MeTeopH3M3; HEYacTO - NUCIeNCiss, ractpoe3ogdareanbHa pedIOKCHa XBopo6a3,
2 2

HynOTa3, CyXIiCTb y pOTi3 ; HEBimOMO - miapes”,

IaHKpPeaTHUTS, 3a10p°.

, dlapes

, TQCTPUT; PiAKO - ITaHKpPeaTuT

3 60Ky 2enamobisiapHoi cucmemu: PigKO - MiIBUINEHHS PiBHIB MeYiHKOBUX

2; oyzKe pigko - }KOBTE[HI/II_];HZ, FeHaTI/ITZ; HeBigoMo - FeHaTHTS,

KOBYHOKaM’ sTHa XBopo6a3, XOJIELUCTHTS.

TpaHCaMiHa3

3 60Ky wkKipu ma niOwWKIipHUX MKAHUH: HEYaCTO - CBep6i}K2’3, BI/ICI/IH2’3, KPOIIUB'THKa

2'3; HeBigmoMmo - cuHapom CTiBeHca - H}KOHCOHaz, DRESS - cuHAOpoM, 1110 KJIIHIYHO

ITPOSIBIIIETLCS €03UHO(DINTi€EI0 Ta CUCTEMHUMHY CUMIITOMaMH, MyJIbTU(GOPMHa epHTeMa3

3 60Ky ckesiemHo-M’ 30801 cucmemu ma cnoAYy4YHOi MKAHUHU: 9acCToO - miasrisi?-3;

3 3

, M's130B1 cnasMH3, Oinb y LUHI3, 0inb y ciuHi®, M’s130Ba

3.

HeYacTo - apTpairia
crabKicTsS, 6ib y KiHIIiBKax

2 2

pioKo - MmiomaTisi (BKIIOYHO 3 Mio3HT0M)2, pabmoMiostiz“, BOBUaKOMOOIOHUYM CUHIAPOM®,

2 2

PO3pUB M’sA3iB“; OiKe pPigKo - apTpairia

2

; HeBIIOMO - IMyHOOIIOCepegKoBaHa

2

HEKpOTU3ylodya MiomaTisa“, po3nagu 3 00Ky CYXOKUJIb, iHOM1 YCKIaJHEeHi po3puBOM~,

MiOHaTiH/paﬁ,‘E[OMiOTIiBS (muB. po3min «OcobBIUBOCTI 3aCTOCYBaHHS»).

3 60Ky HUPOK Md cevoeusiOHUX WLAAXI6: LyXKe PIIKO - reMaTypisiz.

3 60Ky penpodyKkmueHOi cucmemu ma MO/104YHUX 3d/103: OyXKe PiOKo - rinekoMacTis?.

3azanvHi po3aadu ma peakuii y Micui 3acmocyB8aHHA: 4aCTo - aCTeHiﬂz, BTOMaS;

3 3 3

HedacTo - 6inb y rpym{XS, 0ink”, acTeHisa”, mepudepuyHuilt HabPSAK®; HEBiTOMO -

Ha6pHK2.

Pe3yabvmamu nabopamopHux ma iHcmpyMeHmaabHuUX 00CAiOHCeHb: 9aCTo —

migBumieHHs piBHiB AJIT Ta/abo ACT3 ; He4JacTo - migBuilieHHsA piBHSI KOK B KpOBi3,

HigBUILIEHHS PIBHSI raMMa-rnyTaMinTpchd)epa3H3

dyHKII1 MeyinKus,

, BIIXWUJIEHHS Bi HOPMHU IOKaA3HUKIB

1 Yacrora sanexuts Bil HaIBHOCTI Y¥ BiICYTHOCTI (D)aKTOPiB PU3UKY (TaKUX SIK pPiBEHb
TJIIOKO3M HaTlie = 5,6 mMmMmoub/in, IMT > 30 KF/MZ, MMigBUIIEH] PiBHI TPUTIiLIEPUOIB,



apTepiajbHa rinepTeH3isa B aHaMHe3i) - OJIsI pO3yBaCTaTUHY.

2 [Tpodine mobiuHMX peakiliii po3yBacTaTUHY Ha ITiACTaBi JaHUX, OTPUMAHUX ITiT Yac
KJIIHIYHUX OOCIIIAXKEeHb 1 TPUBAJIOTO IIICIAPEeECTPaLiMHOI0 3aCTOCYBaHHS.

3 MoGiymni peakirii, 10 CIOCTepirajauch IIifg Yac 3aCTOCyBaHHS e3eTUMiOy (3i cTaTUHOM
abo 0e3 HBOTO0).

4Kk i npu 3acTocyBaHHi iHmMUX iHri6iTopiB 'MI'-K0OA-penykTa3u, 4yacToTa IMo0igyHUX
peaxiliy 3a3BuYayn 3ajIeKUTh Bif JO3MU.

Bnaue Ha Hupku. Y malieHTiB, SKi OTpUMYyBa/il PO3yBacTaTHH, CIIOCTepiraaach
MMPOTEIHYyPis (BM3HaUYeHa 3a [JOIMMOMOT0I0 TECT-CMYXKKHU) ITepeBaXkHO KaHaIblIeBOT'0O
MMOXO/KeHHs. 3MiHU BMiCcTy Oiflka y cedi Bifm Hyns 4u CiifiB go ++ abo Oinbiie
CIIOCTepiraauch B IEBHUY 4YacC IPOTATOM JIiKyBaHHA y < 1 % mallieHTiB, SKi npumuMaiu
mpemnapat y o3i 10 mr ta 20 Mr, Ta npubnu3Ho y 3 % mallieHTiB Ipu 3aCTOCYBaHHI
mo3u 40 mr. HesnauHe 30inbllleHHS YaCTOTHU BUIIAOKIB MimBUINIeHHS OinKa y cedi Bif
BizmcyTHOCTI abo citifiB o + crmocTepirasocs mpu 3acTocyBaHHi go3u 20 mr. Y
OinbIIIOCTI BUNA[KiB IPOTEiHypis nmociabioBanack abo CIIOHTAaHHO 3HUKAJa IIpHu
IIPOOOBXKEHHI JIIKyBaHHS.

3a maHUMU KITIHIYHUX OOCIiAXKEeHb Ta IIOCTMapPKETUHTOBUX CIIOCTEPEXKEeHb Ha ChOTOOHI
He BUSIBJIEHO MPUYHMHHO-HACJIIIKOBOI'O 3B’I3KY MiX ITPOTEeIHypi€io Ta rocTpuM abo
IIPOTPECYI0YUM 3aXBOPIOBAHHSAM HUPOK.

Ha Ti 3acToCyBaHHS pO3yBacTaTUHY Bil3HAYE€HO BUIIQAKU reMaTypil; 3a JaHUMU
KJIIHIYHUX OOCJIim»KeHb YacToTa 11 BUHUKHEHHS HU3bKA.

Bnaue Ha ckesnemHi M’A3u. YpaxKeHHS CKeJIeTHUX M’s131B, HallpuKJIaa Miaris,
MiomaTis (BKJIIOYHO 3 MiO3UTOM) Ta 3pigkKa pabdmoMiorri3 i3 rocTpoo HUPKOBOIO
HegoCTaTHiCTIO uM 6e3 Hel, CIlocTepiraauck y Mali€eHTiB IIPpU 3aCTOCyBaHHi Oyab-IKUX
I03 pO3yBacTaTHHY, a 0COOMMBO 03 > 20 MrT.

Y manuieHTiB, AKi OTpUMYyBaId PO3yBacTaTHUH, CIIOCTEPIrasoCh J0303aJieXKHe 3POCTaHHA
piBHA KK; y OGinbIIOCTi BUNIAOKiB SABUIlE MaJjio CITaOKWii, 0€3CMMITOMHUY i TUMYAaCOBUMN
xapaktep. fAkio piBerbs KK nmigsuinenui (> 5 X BMH), nikyBaHHS CJIi IPUNIUHUTHU
(muB. po3min «OcoBIMBOCTI 3aCTOCYBAHHSI»).

Bnaue Ha neuiHKy. 4K i mpu 3acTocyBaHHi iHImMX iHri6iTopiB 'MI-KOoA-penykTasu, y
HEeBEJIUKOIl KiJIbKOCTI Ialli€HTIB, IKi OTPMMYyBaJId PO3yBaCTaTUH, CIIOCTEpiraaocs
mo3o03aJiexkHe 30ibllIeHHs PiBHIB TpaHcaMiHa3; y OibIIIOCTI BUNAAKiB ABUILE MaJio
crmabkuii, 0e3CUMIITOMHUM i TUMYaCOBUI XapaKTep.

Ha mai 3acmocysaHHAa OeAaKux cmamuHie 8i03Hauaaucsa maki HebadicaHi asuwa:



e CTaTeBa OUCPYHKIIis.
e BUHSATKOBI BUIAQOKK iHTEPCTUIIaJIbHOTO 3aXBOPIOBAHHS JIET€Hb, 0COOJINBO MIPHU
OOBrOTpUBAaJik Teparrii (quB po3min «OcobGIMBOCTiI 3aCTOCYBaHHS»).

Pabpmowmionis, cepiio3Hi nmopyiieHH QYHKIII HUPOK i MeYiHKY (IepeBakHO BUIIagKHU
MigBUILIEHHS PiBHIB II€4YiHKOBUX TpPaHCaMiHa3) YacTillle BUHUKAJIM IIPU 3aCTOCyBaHHI
po3yBacTaTuHy y mo3i 40 mr.

CynymHitll nputiom ezemumiby ma ¢peHopibpamy
Po3znagu 3 60Ky IIJIYHKOBO-KMIIKOBOTO TPaKTy: abgomiHanbHUM 6inb (4acTo).

Bigomo, 1110 y 6araToileHTPOBOMY MOABIMHO CIIIMTOMY I/1alie00-KOHTPOJIbOBAHOMY
KJIIHIiYHOMY OOCIiAKEeHHI 3a y4acTIO MalliEHTIB 3i 3MilIaHOO rinepiinigemMieo 625
Mali€eHTiB OTPUMYBAaJIU JIIKyBaHHA NPOTATOM 12 TUXKHIB 1 576 nauieHTiB - npoTsarom 1
POKy. ¥ ubomy mocniimxkeHHi 172 mallieHTH, sIKi oTpuMyBanu e3eTuMio i penodidbpar,
3aBepiunu 12-TUXKHEBY Tepariio, a 230 mallieHTiB, SKi oTpuMyBanu e3eTumio i
dbenodibpat (y Tomy yucii 109, ki oTpuMyBanu TiTbKU €3€TUMi0 IPOTSITOM IEePIINX
12 TtuxHiB), 3akinuunu 1 pik Teparii. Lle gocmigKeHHs He MaJio HAa MeTi MOPiBHAHHSA
rpyn JIiKyBaHHS HI0O0 HedyacTuX HeOaxkaHuX ABUIL. OgHaK YacToTa BUHUKHEHHS (95
% I1I) KIiHiYHO BaXKJIMBHUX MMiOBUILlEHh CUPOBAaTKOBUX TPaHCcaMiHa3 (> 3 X BMH)
crtanoBuna 4,5 % (1,9; 8,8) ta 2,7 % (1,2; 5,4) y pa3i moHoTeparrii peHopidpaTom i
3aCTOCyBaHHS e3eTuMiOy 3 ¢peHodiOpaTOM BifIIOBIIHO 3 ypaXyBaHHSIM BIIJIUBY
sikyBaHH. lIJogo MOKa3HUKIB X0IemuCcTeKToMil, To BoHU cTtaHoBunu 0,6 % (0,0; 3,1)
ta 1,7 % (0,6; 4,0) y pa3si moHoTepamnii ¢peHopiOpaToM i 3acTOCyBaHHS €3eTUMIOy 3
dbenODiOpaTOM BigmmOBigHO.

INauienmu 3 IXC ma I'KC 8 aHamMHe3i

Y pocnipgxxenni IMPROVE-IT, go y4acrti y sikomy Oyno 3anydeHo 18144 maitieHTH, gKi
OTPUMYBAJIHU JIiKyBaHHS KoMOiHalli€eto e3eTumid/cuMmBacTaTuH y 0o3i 10 mr/40 mr (n =
9067; 3 akux Oy 6 % mo3y mpemnapary e3eTuMmib/cuMBacTaTUH Oyio migBuineHo mo 10
Mr/80 mr) abo cuMmBacTaTuHOM Y 003i 40 Mr (n = 9077; 3 arkux gnsg 27 % mo3y
npemnapaty e3etumib/cumBactaTtul 10 Mr/40 mr 6yno nigsuiero go 80 mr), npodisi
06e3meku OyIu CXOXKUMH IIPOTSITOM CEPEIHBOTO IEPIOAY MOAABIIOTO CIIOCTEPEKEHHS,
SIKUM TPUBaB 6 POKiB. BimCOTKOBI mOKa3HUKU BUKJIIOYEHHS Yepe3 HebOaxKaHi siBUIIA
ctaHoBusnu 10,6 % Oig maieHTiB, sIKi OTPUMYBaJIU JIIKyBaHHS IIpelapaToM
eseTtumid/cumBacTtaTuH, i 10,1 % mns maiieHTiB, SKi oTpUMYyBasu JTiKyBaHHS
cuMBacTaTUHOM. YacToTa BUHUKHEHHS MiomnarTii ctaHoBuina 0,2 % mpu 3acTocyBaHHI
eseTtumiOy/cumBactaTtuny i 0,1 % npu 3acTOoCyBaHHI CUMBACTaTHUHY, IPHA LILOMY
MioIaTisa BU3Ha4dasacs siK cinabkicTh abo 6inb y M’s13ax HEBiioMO] eTioJsiorii 3 piBHEM
KpeaTUHKiHa3u B cUPOBaTIIi KpoBi, y = 10 pa3zis Bim BMH, a6o 3 piBHEM
KpeaTUHKiHa3M IIPU ABOX ITOCITiAOBHUX 00CTEeXKEeHHAX, YV = 5 i < 10 paziB Big BMH.



YacToTa BUHUKHEHHS pabaomioni3y ctanoBuna 0,1 % mpu 3acTocyBaHHI
eseTtumiby/cumBacTtaTuny i 0,2 % npu 3acTOCYBaHHI CUMBACTAaTHUHY, IPU IILOMY
pabaomiosis BU3HaYaBCs K ci1abKicTh abo 0ib y M’si3aX HeBigoMol eTiosoril 3 piBHEM
KpeaTHWHKiIHaA3¥ B CHPOBaTIi KpoBi, y = 10 pasiB Big BMH 3 o3HakKaMu ypaxKeHHS
HHUPOK, = 5 pasiB Bim BMH i * 10 pasiB Bif BMH 3 03HaKaMu ypaxKeHHS HUPOK Y IBOX
BUIIaAgKaxX ITOCIIiIb, a00 3 piBHeM KpeaTuHKiHa3u = 10000 Om/n 6e3 03HaK ypaxKeHHs
HUPOK. YacToTa BUHUKHEHHS IOCJIiIIOBHUX IIiABUILEHD PiBHIB TpaHcaMiHa3 (= 3 X
BMH) ctanoBuna 2,5 % 1mpu 3acTOCyBaHHi npernapaTy e3eTtumio/cumBactaTtuH i 2,3 %
IIPY 3aCTOCYBaHHi cMMBacCTaTUHY (OUB. po3min «OCoOIUBOCTI 3aCTOCYBaHHSI»).
[ToBimoMisiziocs, 110 1TO0iIYHI SBUIIlA, TTOB’I3aHi 3 JKOBUYHUM MixypoMm, BUHUKIN ¥ 3,1 %
MalieHTiB, IKUM OyJi0o IpU3Ha4YeHO e3eTuMib/cumMBacTaTuH, i y 3,5 % MalieHTiB, SKUM
Oysio mpu3Ha4YeHO CUMBaCcTaTUH. HYacToTa BUIIAAKiB rocIiTanisallil 3 mpuBogy
XO0JIEIIUCTEKTOMIiI cTaHOBUIA 1,5 % B 000X rpymnax nikyBaHHs. Pak (1110 BU3Ha4Ya€ThCH
sIK OyIb-sIKe 3JI0SIKiCHEe HOBOYTBOPEHHS) MiJl Yac JOCiaXKeHHs OyB OiarHOCTOBaHUU y
9,4 %1y 9,5 % nauieHTiB BiAIOBIOHO.

ITauieHmMu 3 XpPOHIYHOIO HUPKOBOK HEeOoCmamHicmio

ITlig yac gocnigxkenHss SHARP 3a yuacTtio norag 9000 nauieHTis, ki orpuMmyBanu 10
Mr/20 Mr e3eTuMiOy/cuMBacTaTUHY Ha 100y (n = 4650) abo mnarebdo (n = 4620),
nmpodini 6e3neku OyIu B cepeqHbOMY MOPIBHSHHI MMPOTSATOM IIEPioay CIIOCTEPEXKEHHS
4,9 poky. Y mpolieci I1boro gocCiimKeHHs QikKcyBalIucs TiTbKU Cepro3Hi HebaxKaHi
sIBUIIIA Ta NMPUITMHEHHS JIiKyBaHHS Yepe3 Oyab-saKi HeOaxkaHi siBuia. KinbKocTi
MIPUININHEHD JIIKyBaHHSA Yepe3 HebaxaHi sBuilla Oynu nmopiBHgHHEHUMU (10,4 % y
Mali€HTiB, SKi OTpUMYyBaiau e3eTuMib/cumBacTtaTtuH, 9,8 % y mallieHTiB, gKi
oTpumyBanu miarebo). KinbkicTs BunankiB miomnarii/padgomiosnisy cranosuna 0,2 % y
MMallieHTiB, sIKi oTpuMyBanu e3etuMib/cumBactatul, i 0,1 % y naiieHTiB, sgKi
oTpumyBanu niaiebo. ITocnigoBHe NmigBUINIEeHHS PiBHIB TpaHcaMiHa3s (y 3 pa3u Ta
6inbire Big BMH) BinOymnocs y 0,7 % mallieHTiB, Ki OTpuMyBaIn
e3eTuMib/cuMBacTaTuH, IMOpPiBHAHO 3 0,6 % mallieHTiB, AKi oTpuMyBaau mnamnebo. Y
ITpoIieci mocimXXeHHsT He OYJI0 CTaTUCTUYHO 3HAYYyIIUX 30iIbIIIeHb YaCTOTHU
3a3pgarnerigb 00yMOBIeHUX HeOaXKaHUX SIBUII, y TOMY 4Hucii paky (9,4 % npu
3acTOCyBaHHi e3eTuMiOy B MOEOHAHHI 3 CUMBacTaTUHOM Ta 9,5 % mpu 3acTOCyBaHHI
maiebo), TernaTuTy, X0JIeluCcTeKToMil abo yCKIagHeHb XKOBYHOKaM sTHO1 XBopoOu abo
MaHKpPeaTury.

Pe3yavmamu nabopamopHux aHanisia

Y KOHTPOJIbOBaHUX KJTIHIYHUX BUIIPOOYBaHHSIX MOHOTEpPAIlIii YacToTa KJIiHIiYHO
BaKJIMBOTO ITiIBUIIIEHHS PiBHIB cupoBaTKOBUX TpaHcaMiHa3 (AJIT ta/abo ACT = 3 X
BMH nocnigoBHO) Oya ogHAKOBOIO y rpymnax e3etumiody (0,5 %) ta nnanebo (0,3 %). ¥
x0fi BUITPoOyBaHb CYIIyTHHOI Teparlil 4acToTa KIiHIiYHO BaXKJIMBOTO ITiIBUIIIEHHS PiBHIB



CUPOBATKOBUX TpaHCcaMiHa3 cTaHoBuna 1,3 % y malli€eHTiB, siIKi OTpUMYyBaJiu €3eTuMi0
ogHoOYacHO 31 ctatuHOM, Ta 0,4 % y mali€eHTiB, IKi OTpUMYyBaJId CTaTUH OKpeMo. Take
ITigBUIIEHHS 3a3BU4ai 0yn0 0€3CUMITOMHUM i He CyITPOBOOXKYBaJIOCh X0JIeCTa30oM, a
ITicJIg IPUIIMHEHHS Teparlrili abo MPOoJoBXKEHHS JIIKyBaHHSA 3HAaUEHHS ITOBEPHYJIUCH [0
BUXigHOTO piBHS (AUB. po3min «OCcoOIUBOCTI 3aCTOCYBAHHS»).

Y kiiHivHUX BUTIPOOYBaAHHSAX ITOBigOMIIsIIIOCS IIPOo migBuineHHs piBHS KOK > 10 X
BMH y 4 31674 (0,2 %) mailieHTiB, siKi OTpUMyBaju €3eTUMiO OKpeMo, TTOpiBHAHO 3 1
i3 786 (0,1 %) manienTis, siKi oTpumyBanu miaiebdo, Tay 1 3 917 (0,1 %) nalieHTis, sKi
OOHOYACHO OTPUMYBAIU €3eTuMiO Ta cTaTUH, MOPiBHSAHO 3 4 i3 929 (0,4 %) nallieHTis,
sIKi OTpUMYyBaJIi CTaTUH OKpeMo. [Ipu 3acTocyBaHHi e3eTuMiOy He OyII0 Bif3HAYEHO
30isIbIIIeHHS YaCcTOTU MioIaTil Ta pabaoMiosi3y IMOpiBHAHO 3 BiAIOBIAHOIO
KOHTPOJILHOIO T'PYIIo0 (mane6o abo ctaTuH oKpemo) (ouB. po3main «OcobmuBOCTi
3aCTOCYBaHHS»).

ITauienmu dum=sAvo20 8iKy

Besneka Ta epeKTUBHICTH 3aCTOCYBaHHS IIpenapary AiTaM (BikoM mo 18 pokiB) Hapa3si
He BCTAHOBJIEHI.

PosysacmamuH

[TigBuIleHHS piBHA KpeaTuHKiHa3u > 10 pasiB Bumie BMH Tta cumntoMu 3 60Ky M’s13iB
micns ¢i3myHOTro HaBaHTaXKeHHS a0o0 migBuINeHol Gi3uYHOl aKTUBHOCTI
CIIOCTepirajaucs 4acrTille y 52-TUKHEeBOMY KIIIHIYHOMY OOCIIII?KEeHH] 3a y4acCTIo OiTel
Ta ITiJIiTKIB MOPiBHSHO i3 mopocnuMu (OuB. po3main «Oco6IMBOCTI 3aCTOCYyBaHHSI»).
[TpoTe nipodinek 6e3meKku po3yBacTaTUHY Y AiTeU Ta MigJIiTKiB OyB MOAiOHUM [0 TAaKOTO
Yy OOPOCIIUX.

Ezemumib
IiT; BikOM Big 6 mo 17 pokKiB

Y mocnimxeHHi, B SKOMy Opaiu y4acTh OiTu BikoM Bifm 6 mo 10 poOKiB 3 reTepo3uUroTHOIO
cimeliHOI0 a00 HeciMelHOI0 TinepxonecTepuHeMieio (n = 138), migBuUIlleHHS PiBHIB
AJIT ta/a6o ACT (B = 3 x BMH nocnimoBHo) crioctepiranocb y 1,1 % (1 y4acHUK)
namieHTiB rpynu edetuMiby nmopiBasHO 3 0 % y rpymi nnaiebo. He O6yro
3apeecTpoBaHo Bumagkis migBumieHHs piBHsS KOK (= 10 x BMH). He 6yo
3apeeCcTPOBAHO BUMIAOKiB Miomaril.

B okpemoMy pmociigXKeHHi, y AKOMY B35JIU y4acTh MiIiTKM BikoM Bifg 10 mo 17 pokis 3
reTepo3uroTHOIO CiIMEMHOIO TirmepxonecTepuHeMieio (n = 248), nigBuIlleHHS PiBHIB
AJIT ta/a6o ACT (= 3 x BMH nocnigmoBHO) criocTepiranocsh y 3 % (4 naiieHTH)
y4aCHUKIB IPyIIM 3aCTOCYBaHHS €3eTUMiOy/CUMBaCTaTUHY ITOPiBHSIHO 3 2 % (2



MaIliEHTH) YYaCHUKIB TPyl MOHOTEpPAIlil CHMBaCTaTUHOM; IIOKA3HUKM ITiIBUIIIEHHS
piBHsg KOK (= 10 x BMH) cranoBunu BignoBigHo 2 % (2 nanienTtu) ta 0 %. He 6yo
3apeeCcTPOBaAHO BUMIAOKiB Miomaril.

Y uboMy mocrnizKeHHi He ITOpPiBHIOBAIM PifKicHI 1M00iYHI peakilil Ha mperapar.

IToBigOMJIEHHS IIPO MigO3PpIOBaHi MOOiYHi peakiril

[ToBimoMeHHs Mpo MOOiIYHI peakirii mmicss peecTpartiii TiKapchbKoro 3acody Mae
BaXJIMBe 3Ha4yeHHA. lle ma€ 3MOry IpOBOAUTU MOHITOPUHT CIiBBiIHOIIIEHHS
KOPUCTBL/PU3UK IIPU 3aCTOCYBaHHi IIbOT'0 JTiIKapChKOro 3aco0y. MequyHuM Ta
dbapmaleBTUUHUM IpalliBHUKaM, a TaKOXK IallieHTaM abo X 3aKOHHUM
IMpeAcTaBHUKAM CJIil ITOBIHOMIISITH IIPO YCi BUIIaAKH ITiMO3pIOBaHUX ITOOIYHUX peakIlii
Ta BiICYTHOCTi e()eKTUBHOCTI JIiKapChKOTr0 3aco0y yepe3 ABTOMaTH30BaHy
iHpopMaLiiiHy cucTteMy 3 (papMaKoOHaraIsaay 3a nocuiaHHAM: https://aisf.dec.gov.ua/.

Y pasi suHUKHEeHHs1 nobiuHUX epekmid ma 3anumaHsb w,000 6e3nexKu 3acmocy8aHHs
AiKapcvkoz20 3acoby npocumo 38epmamucs 00 8i00iny ¢papmakoHazasndy TOB «ACIHO
YKPAIHA» 3a adpecoio:

o6yaveap Baunasea I'asena, 8, m. Kuis, 03124, mea/¢paxc:+38 044 281 2333.
YMmoBHu 30epiranus

30epiraTty y HeJOCTYIIHOMY OJISI OiTe¥ MicIli B OpuUTiHanbHiN ynakoBIli. [I1s
JIIKapChKOTO IIpelapaTy He NOTPiOHi crellianbHi yMOBU 30epiraHHs.

YnakoBka

[To 10 TabneTok y GrmicTepi; mo 3 6icTepu y KapTOHHIN IayYIli.
KaTeropist Bignycky

3a penemnTomM.

BupoO6HuK

EJITIEH ®PAPMACBIOTIKAIJI KO., IHK

Micue3HaxoaKeHHsI BHPOOHHKA Ta aJpeca MicCIsi IPOBadKeHHsI HOI' 0
oissnbHOCTi. MapaTtxoHoc ABe. 95, [Tikepmi Attuku, 19009, I'penia



