IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

KIIIBAC 10

(CLIVAS 10)

KJIIBAC 20

(CLIVAS 20)

CKnao:
0itoua peuosuHa: poO3yBaCTaATHH;

1 TabneTka MicTUThL po3yBacTaTuHy Kasnblio 10,4 Mr (y mepepaxyBaHHi Ha po3yBacTtaTuH 10 mr) a6o
20,8 Mr po3yBacTaTUHY KaJblliio (Y TepepaxyBaHHi Ha po3yBacTaTuH 20 Mr);

donomidcHi peuosuHu: MaHiT (E 421), HaTpio KpoCKapMeno3a, MarHilo TiIpOKCHUT, KaJbIIilo
KapOOHAT, HaTpil0 KapOoHaT 0e3BOOHMIM, KPEeMHi0 miokcup (KomoimHui rimpodo0Huit), KpeMHiio

IOioKCH[ KONOITHUYM BOMHUM, MarHilo cTeapar;

cyMiw 015 naiBK08020 nokpumms: 3anida okcup yepBouuu (E 172), 3amiza okcup xkostuii (E 172),

3aniza okcup yopHuu (E 172), monieTUneHrIikonb, COUPT MOJIiBiHIIOBUH, TaJlbK, TUTAHY OiOKCHU[
(E 171).

JIikapcbka ¢opma. TabneTKy, BKPUTI IIJIiIBKOBOI 000JIOHKOIO.

OcHosHi (pi3uko-xiMiyHi 81acmusocmi: TabNeTKH KPyTiiol GopMHU, 3 OBOOIYKJIOI IIOBEPXHEI0, TOKPHUTI
IJTIBKOBOIO 000JIOHKOI0 POXKEBOI'0 KOJIbOPY, 3 PUCKOIO.

dapmakoTepaneBTHYHA rpymna. linoninigemiuni 3acobu. Iuribitopu I'MI'-KoA-penykTasy.

Kom ATX C10A AQ7.

dPapmakonoziuHi e1acmueocmi.
®apmakoduHamika
Mexanism 0il

Po3yBacTaTuH € CeJIeKTUBHUM KOHKYPEHTHHUM iHribiTopom ['MI'-KoA-penykTa3u, GepMeHTY, 110



BM3HAYa€ IMIBUIKICTh pPeakliii Ta epeTBOpIo€e 3-TiIPOKCU-3-MeTUNTIIyTapua KopepMeHT A Ha
MeBaJIOHaT, TOIePeNHUK XonecTepuHy. OCHOBHUM MiClleM [il pO3yBacTaTUHY € MediHKa, OpraH-
MillIeHb [J1s1 3MEHIIIEeHHS PiBHIB X0JIECTEPUHY.

PosyBacratuH 306inbInye KinbKicTh perentopiB JITTHII] Ha moBepxHi KITiTUH MEYiHKY, TOCUIIOI0YN
3axoImyeHHs Ta Katabomniam JIITHIII, Ta npurniuye nevinkosuit curte3 JITIIHII, TakuM 4uHOM,
3MEHIIYIOUM 3arajibHy KinbKicTh yacTuHoK JITT[THII ta JITTHIII.

®apmakoOuHamiyHa 0is

PosyBacTaTuH 3MeHIIye miABUILeHUN piBeHb xonecTepury-JIITHII (XC-JITTHIII), 3aranbHOTO
xonectepuny Ta Tpurminepupis (TT'), 30inbirye piBeHb X0JIeCTEPUHY-TITIONPOTEIAiB BUCOKOI ITiTbHOCTI
(XC-JITIBIII). Bin 3meH1Iye KinbKicTh amomninomnpoTeiny B (amoB), XC-ueJITIBII, XC-JITTOHII, TT-
JITITHII Ta migBumiye piBeHsb anosinonpoTteiny A-I (amoA-I) (tabmula 1), 3MeHIIye CIiBBiAHOIIEHHS

XC-JITTHII/XC-JITIBII, 3aranbauit XC/XC-JITIBII Ta XC-meJITIBII/XC-JIIIBII] Ta cIiBBimHOIIIEHHS
AnoB/AnoA-I.

Tabnuis 1
BigmoBims Ha mO3Y y Malli€HTIiB i3 TePBUHHOIO TinepxojiecTepuHeMmieio Tuny Ila ta IIb

(BimkopuroBaHa CepemHs BiICOTKOBa 3MiHa IMOPiBHSIHO 3 BUXITHUM PiBHEM)

TTo3a N XC-JITTHI|3aranpaun|XC-JITIBII [TT XC-ueJIlIBII|amoB artoA-I
XC

[Tname6o |13 -7 -5 3 -3 -7 -3 0

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

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

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

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

TepaneBTuuHuM ePeKT MPOSBIIETHCS MPOTITOM 1 THXKHS IiCIIS TOYATKY Tepallil po3yBacTaTUHOM,
yepe3 2 TUXKHI JIiKyBaHHA edeKT nocsirae 90 % MakCUMalIbHO MOXKJIMBOr0. MakCUManbHUM eeKT, K
[IPABUIIO, MOCATAETHCS Yepe3 4 THKHI Ta TPUBA€E Hagali.

KniHiuHa epexkmusHicmb

Po3yBacTaTtuH eQeKTUBHMI [jI51 JOPOCTIUX MALiEHTIB 3 TiepxonecTepuHeMieio 3 abo 6e3
rineprpurminepuneMii He3aaexkHO Biff pacu, cTaTi abo BiKy, y TOMY YHUCJIi 71 IALi€HTIB i3 yKpPOBUM
miabeToM Ta CiMEeHHOIO TillepXxoIecTepUHEMIEIO.

Bimomo, 110 3a 00’emHaHUMY OaHUMHU HociimnkeHb (pa3u III podyBacTaTul epeKTUBHO 3HMKYBaB PiBHI
X0JIeCTepuHy y OinbIIOCTi NalieHTiB i3 rimepxonectepunemieo Tuny Ila ta IIb (cepenHiii moyaTKOBUM
piBensb XC-JITTHIII npu6au3H0 4,8 MMOIL/M) [0 I[iTbOBUX 3HAUYE€Hb, BCTAHOBIIEHUX BU3HAHUM
KEpiBHUIITBOM €BPOIENCHKOT0 TOBapHCTBa aTepockiiepo3y (EAS; 1998); mpubnusuo y 80 %
MallieHTiB, SKi mMpuiiMany npemnapart y Ao3i 10 Mr, Bgamocs JOCSATTH HOPMaTUBHUX LiTbOBUX pPiBHIB XC-
JITTHIIT 3a EAS (<3 MMomb/m).

Y BenukoMy fociigxeHHi 435 nauieHTiB i3 reTepO3UTOTHOIO CIMEMHOI0 IinepxoJieCTepUHeMIEe



IIpUU¥Many po3yBacTaTuH y fo3ax Bif 20 mo 80 Mr 3a cXeMO MOCUIEHOT0 TUTPYBAHHS [O3U.
CrpusiTIUBUY BIUIUB JIIKAPCHKOTO 3aC00y Ha MOKAa3HUKY JiMifiB Ta HOCATHEHHS LiThOBUX PiBHIB
Big3Havanu npu Bcix mo3ax. ITicnms TuTpyBaHHS Oo no6oBoi mo3u 40 mr (12 TuxkHiB nmikyBaHHS) XC-
JITTHIIT 3uu3uBcs Ha 53 %. Y 33 % nauieHTiB OyJi0 HoCATHYTO HOpMaTuBHUX piBHiB XC-JITTHII] 3a
EAS (<3 MMoOb/7).

Bigomo, 110 y BiIKpUTOMY [OCIIiIXKEHHI IIOCUJIEHOI'0 TUTPYBaHHS 03 BiOBiAb Ha 3aCTOCYBaHHS
po3yBacTaTuHY y fo3ax 20-40 Mr BuB4Yanacs y 42 naui€HTiB i3 TOMO3UTOTHOIO CIMENHOIO
rinepxonectepuHeMieio. Y 3arasnbHiil nomynsil piBerb XC-JITTHIL 3au3uBCcs B cepenHboMy Ha 22 %.

Y KJTiHIYHUX JOCHIXKEHHIX 3a y4acTio 00MeKeHO]I KiJTbKOCTi MaIlieHTIiB CIIOCTepiraBcs afuTUBHUN
eekT po3yBacTaTUHY Ha 3HUKEHHS PiBHS TPUTJIiLEPUMIB IIPX 3aCTOCYBaHHI y KOMOiHa1Iil 3
benodiOpaTom Ta Ha mipBuineHHs piBHiB XC-JITIBII mpu 3acTocyBaHHI y KoMOiHaIlil 3 HialluHOM (OUB.
po3min «Oco6IUBOCTI 3aCTOCYBAHHS»).

Y GaraToreHTpoBOMY, IOABIMHO CIlinmoMy, Iiale60-KOHTPOIbOBAHOMY KITIHIYHOMY JOCIiIXKEeHHI
(METEOR) 984 martienty BikoM 45-70 poKiB i3 HU3bKUM PU3UKOM illleMiyHOI XBOPOOH Ccepist
(Bu3HaueHUM SK pu3uK 3a PpaMiHreMchkoio mkanow <10% mporsarom 10 pokiB), cepenHim
3HauenHaM XC-JITTHIII 4,0 mmons/n (154,5 Mr/gm), arne i3 cyOKIiHIYHUM aTEPOCKIIEPO30M
(BU3HaYeHUM 3a 30i/IbIIeHHSIM TOBIIMHU KOMIIJIEKCY iHTHMa-Mefis coHHol apTepii (TKIMCA)) 6ynu
PaHIOMi30BaHi OO [BOX TPYI Ta IPUKMalX OOUH pa3 Ha moby abo 40 Mr po3yBacTaTury, abo miaiebo
IpoTSAToM 2 pokiB. ITopiBHSHO i3 mamne6o po3yBacTaTUH 3HAYHO CIIOBiTbHIOBAB ITPOrPECYBAHHS
MakcuManbHOl TKIMCA y 12 Toukax coHHOI apTepil Ha -0,0145 MM/pik [95 % moBipunii iHTepBan
-0,0196, -0,0093; p<0,0001]. 3mina nopiBHSAHO 3 BUXigHUM piBHEM cTtaHoBuma -0,0014 mm/pik (-0,12
%/piK (CTaTUCTHYHO HE3Hayyllla)) y TPYIIi po3yBacTaTUHY MOPiBHAHO i3 nporpecyBaHHsam 0,0131
MM/piK (1,12%/pik (p<0,0001)) y rpymi nnane6o. [Tpsmoi kopensiil Mixk 3MeHmeHHaM TKIMCA Ta
3HUKEHHSIM PU3UKY MOPYIIeHb 3 O0KY CEPIIEBO-CYAUHHOI CUCTEMU IIPOAEMOHCTPOBaHO He 6yo. [1o
nocrimxenuss METEOR Oynu 3any4eHi MaiieHTd 3 HU3bKUM PU3UKOM illleMiuHOl XBOPOOu ceplls, sKi
He € IIpeiCTaBHUKAMM I[iJIbOBOI MOMYJIAL]l 3aCTOCYBaHHS po3yBacTaTUHY y [03i 40 mr. [To3y 40 mr
CITif TpU3Ha4aTHy NUIIE MalliEHTaM i3 TAKKOI0 TilepX0neCTEPUHEMIEI0 Ta BUCOKAM PU3UKOM CEPIIEBO-
CYOWHHUX po3nafiB (AuB. po3min «Crocib 3acTOCyBaHHS Ta J03U»).

B iHTepBeHIitHOMY [OCTi>KEeHHI p03yBacTaTUHY 3 METOI0 OOT'PYHTYBaHHS 3aCTOCYBAHHS CTAaTHHIB SIK
3aco0y nepsuHHOI nnpodinaktuku (JUPITER) BriuB po3yBacTaTHHY Ha YaCTOTY 3HAYHUX
aTEePOCKIEPOTUYHUX CEPLIEBO-CYOUHHUX 3aXBOpoBaHb oliHoBanu y 17 802 gomosikiB (=50 pokiB) Ta
XKiHOK (=60 pokiB).

YyacHUKYM JOCTigKeHHs Oy BUIAKOBUM YMHOM PO3MOfineHi go rpymn miamne6o (n=8901) abo
po3yBacTaTHHY B mo3i 20 Mr omguH pa3 Ha go0y (n=8901) i 3a HUMU cIIOCTEpiraau B CepeaHbOMY
IIPOTSATOM 2 POKIB.

KonnenTpauii xonectepuny-JIITHII amermunuce Ha 45 % (p<0,001) y rpymi po3yBacTaTuHy
TIOPiBHSIHO 3 TPYIOI0 Marebo.

Y post-hoc ananisi gaHuX MiArpymny MallieHTiB BUCOKOTO PU3UKY i3 BUXiTHUM 3HaueHHIM >20 % 3a
dpaminreMcrkolo mKasnomw (1558 yyacHuUKIB) criocTepiranocs 3HayHe 3HUKEHHS 4aCTOTH
KOMOiHOBaHOI KiHIIeBOI TOYKH, 1[0 OXOILTIOBajla CMEPTH Bifl CEPIIEBO-CYIMHHUX TOMIM, iHCYNbT Ta
indapkT Miokapaa (p=0,028), y rpyni po3yBacTaTHHY MOPIiBHAHO 3 Mane00. 3MeHIIeHHS
a0CoMI0THOT0 pU3uKy cTaHoBuO 8,8 BumagkiB Ha 1000 mamieHTo-poKiB. [T0Ka3HUK 3araabHOI
CMEPTHOCTI JIUIABCS He3MiHEHUM Y Iil Tpymi BUCOKoro pu3uky (p=0,193). V post-hoc ananisi garux
HiATPyIY BUCOKOro pu3uKy (9302 yyacHUKY 3arajoM) i3 BUXifHUM 3HAUEHHAIM =5 % 3a IIKaJo0
SCORE (ekcTpamnosiboBaHO 3 METOI0 BKJIIOUEHHS JaHUX YYaCHHUKIB BIKOM ITOHaA 65 POKiB)



CIIOCTEpIranocs 3Havyllle 3HUKEHHS 4aCTOTH KOMOiHOBaHOI KiHI[€BOl TOUKH, IIJ0 OXOIJII0Baja CMEPTh
Bifl CepIeBO-CyIVHHUX TOMiN, iHCYNbT Ta iHpapKT Miokapha (p=0,0003), y rpymi po3yBacTaTHUHY
TIOPiBHSHO 3 T1ane60. 3HUXKEeHHS abCOMI0OTHOT0 PU3UKY, BUPAXKEHOT0 3a YaCTOTOIO IOfil, CTAHOBUIIO
5,1 BunapkiB Ha 1000 namieHTO-poKiB. [ToKa3HUK 3arajsbHOI CMEPTHOCTI Y Iidl MiATPYIIi BEUCOKOTO
pusuKy nuinascsa He3MmiHeHuM (p=0,076).

Y mocnigxensi JUPITER 6,6% y4aCHUKIB Irpynu IpuioMy po3yBacTaTUHY Ta 6,2 % y4aCHUKIB I'PyNIu
nane6o0 MPUIMHUIY 3aCTOCYBaHHS OOCIiIKYBaHOTO JIiIKapChKOro 3aco0y udepe3 HeGaxXkaHi sSIBUIIA.
Haiibinpi yacTuMy HebaKaHUMU SBUIIAMH, 110 IPU3BOAUIIN OO0 IPUNMHEHHS JIiIKyBaHHSA, Oyiu
mianris (0,3 % y rpymi podyBactaTuny, 0,2 % — nnaue6o), abgominansaui 6ins (0,03 % y rpymi
po3yBactatuny, 0,02 % — mmane6o) ta Bucut (0,02 % y rpymi po3yBactatuny, 0,03 % — mnmane6o).
Haii6inbir yacTuMy HebGakKaHUMU SBUIIIAMHE, IO CIIOCTEPIranucs y TPyl po3yBacTaTHHY i3
4yacToTol0, OinbInoio abo piBHOIO Bii3HaYeHii y rpyni nnaiebo, Oynu indekuii ceqoux msgxis (8,7 %
y rpymi po3yBacTtatuny, 8,6 % — mnarebo), HazodapuHrir (7,6 % y rpymi po3yBacratuny, 7,2 % —
nyane6o), 6ine y cniuHi (7,6 % y rpy1mi po3yBacTtaTtuny, 6,9 % — nnane6o) ta mianris (7,6 % y rpymi
po3yBacTaTuHny, 6,6 % — mmame6o).

Himu

Y noggiiHO crinoMy, paHAOMi30BaHOMY, OaraToleHTPOBOMY, Ianeb0-KOHTPOIboBaHOMY 12-
THXKHEBOMY HOCHimKeHHi (n=176, 97 y4acHUKIB 40/10Bi40i Ta 79 — XKiHOYOI cTaTi) i3 nomanbimuM 40-
THXKHEBUM IepiogoM (n=173, 96 yyacHUKIB 40JI0Bi40l Ta 77 — KiHOYOI CTaTi) BiTKPUTOTO
TATPYBaHHS 003U PO3yBacTaTUHy namieHTd BikoM 10-17 pokis (II-IV cTagil po3BuTKy 3a TaHHEPOM,
IiB4aTa, y SKUX MEHCTpYyallil moYanucs moHaMeHIIe 1 pik ToMy) i3 reTepO3UTr0THOIO CiMENHOI0
rinepxonecTepuHeMi€io MPOTATOM 12 THUKHIB OTPUMYBaJIK Po3yBacTaTHH y [03i 5, 10 abo 20 mr/moby
abo mane6o, micasa 4oro BCi y4aCHUKY IIOAHS MIpUKMaiI po3yBacTaTuH npotsarom 40 TuxHiB. Ha
noyaTKy gociimxkenHs npubmusno 30 % marienTtis 6ynu Bikom 10-13 pokis Ta npubnusuo 17 %, 18
%, 40 % Ta 25 % i3 Hux 3Haxogunuck Ha II, III, IV ta V cTapii po3BUTKy 3a TaHHEPOM BigIIOBigHO.

PiBens XC-JIITHIII 3menuBca Ha 38,3 %, 44,6 % ta 50,0 % BiAmoBigHO y rpynax MpuuioMy
po3yBacTaTUHY B [03i 5, 10 Ta 20 Mr nopiBusiHO i3 0,7 % y rpymi mnauebo.

Hanpukinni 40-TUKHEBOT0 [1epiofy BIAKPUTOTO TUTPYBAHHS OO3U AJIS1 HOCATHEHHS I[IIbOBOT0O PiBHSA
(MakcuMarsnbHa fo3a cTaHoBmIa 20 Mr omuH pa3 Ha go0y) y 70 3 173 mamienTis (40,5 %) Boamocs
gocAarTu minboBoro piBHA XC-JITTHII menme 2,8 MMOIB/TI.

[Ticns 52 THXKHIB HOCTiAXKYBaHOTO TiKyBaHHS He OyJI0 BUSBIEHO KOMHOI'0 BINIUBY Ha picT, Macy, ITM
abo craTeBe mo3piBaHHs (OUB. po3min «OcobnMuBOCTi 3acTocyBaHHA»). Lle mocmimxkenus (n=176) He
IPUUHSATHE [JS MOPIiBHSAHHS PiIKUX HeOaxKaHUX SBUII.

Bigomo, 110 po3yBacTaTUH TAaKOXK BUBYAJIM Y 2-PIYHOMY BIIKPUTOMY OOCIIIAXKEHH] i3 LiTbOBOIO
TUTpaLi€en fo3u y 198 miTelt 3 reTepO3UTOTHOI CIMEMHOIO TilepxojieCTePUHEMIEI0 BiIKOM Bif 6 10

17 pokiB (88 yuacHuKiB 4onoBivuoi cTati Ta 110 - XKiHOYOI cTaTi, CTamis po3BUTKY 3a TaHHepoM <II-
V). TTouaTKoBa go3a [JIs BCiX MallieHTiB CTAHOBMUIIA 5 MT pO3yBACTAaTUHY OOUH pa3 Ha mo0y.
[NTauienTaM BiKoM Bif 6 10 9 pokiB (n = 64) KO3y TUTPyBaIX 0O MaKCUMasbHOI 103U 10 MT omuH pa3
Ha 100y, a nmamieHTaM BikoM Big 10 mo 17 pokiB (n = 134) - mo MmakcuManbHOI go3u 20 MT OUH pa3 Ha
no0y.

[Ticns 24 MicsAniB JIiKyBaHHS PO3yBaCTaTUHOM CepeNHE 3HUKEHHS Biff BUXIHHOr0 3HaueHHS XC-
JITTHIII, Bu3Ha4YeHe 3a METOOM HalMEeHIIUX KBaipaTiB, CTaHOBUIO -43 % (BUXigHUU PiBEHb:

236 mr/mn, micsiup 24: 133 Mr/gn). 1515 KoXKHOI BiKOBOL TPy CepeqHe 3HUKEHHS Bifi BUXiTHOTO
3HaueHHsa XC-JIITHIII, Bu3HauYeHe 3a METOOOM HalMEHIIIUX KBafpaTiB, CTaHOBUIIO -43% (BUXigHUM



piBenb: 234 mr/on, micsans 24: 124 mr/on), -45% (Buxiguuiu piBeHb: 234 Mr/on, micsaupb 24: 124 Mr/pn)
Ta -35% (BuxigHuu piBeHb: 241 Mr/omn, micaus 24: 153 Mr/on) y BikoBux rpymnax Big 6 go <10, Big 10
mo <14 i Big 14 mo <18 poKiB BiAIOBITHO.

Pe3ynpTaToM 3aCTOCYBaHHS PO3yBacTaTUHY ¥ mo3ax 5 mMr, 10 mMr i 20 Mr Takoxk OyIu CTAaTHCTUYHO
3HAUYIIl CepenHi 3MiHYU y ITOPIBHSAHHI 3 BUXIAHUMY [TIOKa3HUKAMU TaKUX BTOPUHHUX 3MiHHUX BEJIMYUH
mimimiB i mimonporeiniB: XC-JITIBII, 3aranbaui XC, XC-ueJITIBII, XC-JITTHII/XC-JIIIBII, 3aranpHus
XC/XC-JIIIBMLI, TT/XC-JITIBII, XC-ueJITIBII/XC-JITIBIL, anoB, anoB/anoA-1. KoxHa 3 nux 3MiH
IEeMOHCTPYBaJla MOJINIIeHHS JiMigHUX peakliil i 30epiranacs NpoTAroM 2 PokKiB.

[Ticnsa 24 mics1iB niKyBaHHS XKOTHOTO BIIUBY Ha picT, Macy Tina, IMT abo cTaTeBe mo3piBaHHSA
BUSIBIIEHO He Oy0 (muB. po3min «OcoBIUBOCTI 3aCTOCYBAHHS»).

Y paHAOMi30BaHOMY, ITOABIHOMY CIIiIoMy, I1alle00-KOHTPOJIbOBAHOMY, OaraToleHTPOBOMY,
IIepexpecHOMY JOCITiKeHHi BUBYaIN PO3yBacTaTUH y 7031 20 Mr oguH pa3 Ha [fo0y y MOPiBHSAHHI 3
nnane6o 3a yyacti 14 mitTed Ta mimmiTKiB (BikoM Big 6 o 17 poKiB) 3 TOMO3UTOTHOIO CiMEHHO0
rimepxonecTepuHeMi€ei0. [JOCTiAKeHHs BKIII0Yal0 aKTUBHY 4-TUKHEBY HiATOTOBYY ¢a3y 3
OOTPUMaHHSAM HIETH, IiJ Yac SIKOI MallieHTiB JIiKyBaJid po3yBacTaTUHOM y 7031 10 Mr, mepexpecHy
a3y, 110 cKiaganacs 3 6-TUKHEBOTO IePiofy JiKyBaHHS pO3yBaCTaTUHOM B [03i 20 Mr i3
nornepegHiM abo0 MOAasbIINM 6-TUKHEBUM JIiIKyBaHHAM I1alebo, Ta 12-TUXKHEBY DiATPUMYy04y (asy,
IIPOTSTOM $IKOI BCi manieHTH oTpuMyBanu 20 Mr po3yBacTtaTtuny. [lamnieHTu, ki nepeOyBanu Ha
Teparii eseTumiboM abo agepe3oM, IPOOOBKYBAIU OTPUMYBATH 1ie JIIKYBaHHS IIPOTSTOM YChOTO
OOCIIiIKEeHHS.

Crartuctuyno 3Hauyme (p = 0,005) 3uuxkenHs pisus XC-JIITHII (22,3 %; 85,4 mr/gn, abo

2,2 MMOJIB/N) CIIOCTepirany 4yepe3 6 TUXKHIB JTIKyBaHHSA PO3yBaCTaTHHOM y [03i 20 MT y IOpiBHAHHI 3
nnaie6o. CrocTepiranocs CTaTUCTUYHO 3HaUyIle 3HMKeHH 3aranbHoro XC (20,1%, p=0,003), XC-
uHeJII1BII (22,9%, p=0,003) i aoB (17,1%, p=0,024). Takox cmocTepiranocs 3HUKeHHS piBHIB T,
XC-JITTHII/XC-JITIBII, 3aranbaoro XC/XC-JITIBII, XC-ueJITIBII/XC-JITIBII] Ta anoB/amoA-I micias

6 THXKHIB JIiIKyBaHHS PO3yBacTaTUHOM Yy 103i 20 Mr y mopiBHsHHI 3 myane6o. 3HuKeHHs piBHSI XC-
JITTHII yepe3 6 TUXKHIB JIIKyBaHHS PO3YBaCTaTUHOM y 0031 20 MI' 3 HACTYIIHUMU 6 TUXKHAMU
niKyBaHHS Mtale6o 30epiramocs npoTtsaroM 12 TuxkHiB 6e3rmepepBHOI Teparii. Y ogHOTo nallieHTa
criocTepiranocs nopanbiie 3uuKeHHsA piBHSA XC-JITTHII (8,0 %), 3aransroro XC (6,7 %) i XC-
HeJITIBII (7,4 %) micns 6 TUXKHIB JTiKyBaHHS 3 TUTPYBaHHAM 103U 100 40 Mr.

[Tig 9ac TpOJOBXKEHHS BIIKPUTOTO JIiKyBaHHS pPO3yBaCTaTUHOM Y 4031 20 Mr y 9 3 1[ux malieHTiB A0
90 tuxHiB 3uuKeHHs piBHSI XC-JITTHII 36epiranocs B Mexkax Big -12,1 % mo -21,3 %.

Y BigKpuTOMY HOCHiAKEHHI TIOCUJIEHOTO TUTPYBaHHSA 003 Y 7 OL[IHIOBaHUX [iTeH i MifJiTKiB (BiKOM Bif
8 mo 17 pokKiB) 3 TOMO3UTOTHOIO CIMEMHOIO TillepX0IeCTepUHEMI€EIO (OUB. BUIIE) BiICOTOK 3HUKEHHS
piBHst XC-JITTHIIT (21,0 %), 3aransHoro XC (19,2 %) ta XC-ueJITIBII (21,0 %) Big BuxigHOTO piBHSA
micyist 6 TUXKHIB JIIKyBaHHS PO3yBacTaTHHOM B 031 20 MT BifIIOBifjaB TOMY, 110 CIIOCTEPIraBCcsd y
3raflaHOMY BUIIEe OOCIIIIXKEHH] Y OiTed Ta MifAJIiTKiB 3 TOMO3UTOTHOK CIMENHO0
rinepxoecTepruHEMIEID.

€BporelicbKa areHIlis 3 JTikapchbKUxX 3aco0iB BigMoBUIacs Bif 3000B’13aHHS HaflaBaTH pPe3yJIbTaTH
MOCIiIXKeHb PO3yBaCTaTUHY Y BCIX MiATPyIax AiTel 3 TOMO3UTOTHOI CiMEHHOI0
rilmepxonecTepuHeMi€l0, TEPBUHHOI0 KOMOiHOBaHOIO (3MilllaHO010) AUCIIiIimeMielo Ta ays
npodinakTUKK TOPYIIEHb 3 60Ky CepIeBO-CYOUHHOI cucTeMu (IuB. po3fin «Cmocib 3acToCyBaHHS Ta
0o3u» OJIg OTPUMaHHA iH(opMallil 040 3aCTOCYBaHHS OiTAM).



dapmakoKiHemuka
BcmoxkmyeaHHA

MaxkcumarnbHa KOHIIEHTpallisl p03yBacTaTUHY Y IJla3Mi KPOBi IOCATa€ThCS MPUONIU3HO Yepe3 5 TOAUH
IIiCc/Isl IPUIOMY BHYTDIlTHBO. AGCOIIOTHA 0i0MOCTYIIHICTh CTAHOBUTE PUOIU3HO 20 %.

Po3nodin

Po3yBacTaTvH 3HAQUHUM YHHOM 3aXOIIJIIOETHLCS NTEUiHKOI0, TKa € OCHOBHUM MiCIleM CUHTEe3y
xonectepuny Ta Kiipency XC-JIITHIII. O6’em iioro po3mominy cTaHOBUTH npubau3uo 134 1. Maiixe
90 % po3yBacTaTUHY 3B’'SI3yEThCA 3 GiTKaMH IJ1a3MH, B OCHOBHOMY 3 a/IbOyMiHOM.

Memab6oaizm

Po3yBacTaTuH 3a3Ha€ He3HAYHOT0 MeTabomiamy (mpubnusuo 10 %). HocmigxkeHHss MeTab0i3My in
Vitro i3 BUKOPUCTAHHSIM TellaTOLUTIiB JTIONUHY CBi4aTh, II0 PO3yBaCTaTHH € CIaOKUM CyOCTpaToM
niist MeTabo1i3My Ha OCHOBI (hepMeHTiB nuToxpoMmy P450. OCHOBHUM 3afisHUM i30pepMEHTOM €
CYP2C9, memio meH1ry poib Bigirpatots 2C19, 3A4 ta 2D6. ['010BHUMY BUSIBIIEHUMHU MeTa0o TiTaMu
po3yBacTaTUHY € N-IMCMETUIIOBUY Ta JIAKTOHOBUY MeTa0oiTH. N-gucMeTHn-MeTabomiT mpubau3Ho
Ha 50 % MeHII aKTUBHUM, HiXK PO3yBaCTaTHH, TaKTOHOBI MeTa0oJIiTH K/TiHiYHO HeaKTuBHIi. Ha
po3yBacTaTuH npumnagae Oinbiae 90 % aKTUBHOCTI IUPKYyMI0I04oro inribiTopa I'MI-KoA-penykTasu.

BusedeHHs

[Tpu6mu3uo 90 % mo3u po3yBacTaTUHY BUBOAUTHCS Y He3MiHEHOMY BUTIALL 3 pekanissmu (pa3om
BCMOKTaHa Ta HEBCMOKTAaHa [Iif04a peyoBHHa). [HIIa YacTHHA BUBOOUTHLCS i3 ceyero. [Tpubmu3Ho 5 %
BUBOJOUTLCS 13 ceuelro y He3MiHeHOoMY Burisanl. [lepion HamiBBUBEeEeHHS i3 IIJIa3MU CTaHOBUTH
npubnu3Ho 19 roguH. Ilepion HamiBBUBENEHHS HE 3MIiHIOEThCS TPU 30inbiIeHHI 1o3u. CepenHe
reoMeTpUYHe 3HaYEHHS KIIiPEHCY JIiIKapChKOTo 3aco0y i3 mia3mMu KPoBi CTAHOBUTH Mpubmu3Ho 50
n/rop (koedimienT Bapiarii - 21,7%). 4k i mopo iHmux inridiTopis 'MI'-KoA penykTasu, ne4iHKOBe
3axOIIJIEHHST pO3yBacTaTUHY BinOyBaeThCs 3a y4acTio MeMOpaHHOT0 TpaHcnoprepa OATP-C, skuit
BHKOHY€E BaXXJIMBY POJIb V¥ II€UiHKOBIM efiMiHallil po3yBacTaTuHY.

JIiHiliHicmb

CucTeMHa €KCIIO3HIlisg PO3yBaCTaTUHY 30ibIIYETHCS ITPOIOPIiHHO 0o Ho3u. [Ipu 6araTopasoBoOMy
IIOOEeHHOMY 3aCTOCyBaHHI (hapMaKOKiHETHYHI TapaMeTpH He 3MiHIOIOThCS.

Oco6nuBi MOy NIl Talli€HTIB

Bik ma cmamo

BipcyTHil kniHiYHO 3HAUYLIX BIJIUB BiKy Ta CTaTi Ha papMaKOKiHETUKY PO3yBaCTaTHUHY Y JOPOCIIHX.
dapMaKOKiHETHKa PO3yBaCTaTUHY Y HiTeH i3 reTepO3Ur0THOI0 CIMENHOI0 IinepxojiecTepuHeMier
Oyna momioHoW0 00 papMaKOKiHETUKY Y JOPOCIUX NOOPOBOJIBIIIB.

Paca

Bimomo, 110 gocnimxkeHnHs hapMaKOKiHEeTUKY BUSIBUIIY, IO Y TAILIEHTIB MOHTOJIOIIHOI pacu (SMOHIIIB,
KUTauliB, QiminminimiB, B’€THaMIIIB Ta Kope#IliB) MenianHi 3HaueHHs AUC ta C,,, mpubIu3HO0 BOBiui
BUII, HiXK Y €BpONeiiNiB; v iHAilniB MenianHi 3HaueHHsI AUC Tta C,,,, migBuieHi npu6mu3Ho B 1,3
pa3a. PapmMakOKIHETUYHUY aHaJli3 eTHIYHUX I'PYN He BUSIBUB KJIIHIYHO 3HAYYIIUX BIIMIHHOCTEH y



dbapMakoKiHeTHIIi cepel] IIPeiCTaBHUKIB €BPOIEOiTHOI Ta HETPOIAHOI pac.
ITopyweHHA pYHKUiI HUPOK

Y natieHTiB 3 erkuMu abo ITOMipHUMHY IOPYIIEHHSAME QYHKIlil HUPOK PiBeHb KOHIIEHTpallil
po3yBacTaTuHy Ta N-gucMeTusy y mjaa3Mi KpoBi iCTOTHO He 3MIHIOETHCA. Y NAL€HTIB 3 TAKKOIO
HUPKOBOIO HEIOCTATHICTIO (KJIipeHC KpeaTUHiHY < 30 MJI/XB) KOHI[eHTpallis po3yBaCTaTUHY Yy Ija3Mi
y 3 pas3u BUINQ, a KOHIeHTpPalis N-gucMeTuny v 9 pasis Bulla, HiK y 3M0POBUX TOOPOBOJIBIIIB.
KoHIeHTpaliss po3yBacTaTHHY y IIJIa3Mi MallieHTiB, sKi mepeOyBai0Th Ha reMopianisi, 6yma nmpubau3Ho
Ha 50 % BUINOIO, HiXK Y 3[0POBUX JOOPOBOJIBIIIB.

ITopyweHHA PYHKUII neviHKu

Bimomo, 1110 y mOCTimXKeHHi XBOPUX 3 Pi3HUMU CTYIEHSIMH [TeYiHKOBOI HEOOCTATHOCTI 3 6asoM 7 Ta
HUXK4Ye 3a Kaso Yannga-I1'10o He BUSABIEHO 03HAK IMiABUINEHO] €KCIIO3UIlil po3yBacTaTuHy. OgHaK y
IIBOX TAIliEHTIB 3 OLiHKOI0 8 i 9 GasiB 3a mKanoio Yaitnga-I1'to Oyso Bif3HaYeHO IOJOBKEHHS IePioxy
HalliBBUBE[eHHS MPUOIN3HO B 2 pa3y IOPIiBHSIHO 3 aHAJIOTiYHUM ITOKa3HUKOM Y TALli€HTiB 3 Oilbi
HU3bKMMM [TOKa3HUKaMM 3a InKasnoo Yaunga-I1't0. [1ocBig 3acTOCyBaHHS pO3yBaCTaTUHY IallieHTaM 3
6anom Buie 9 3a mkasnoio Yaitnga-I1'10 BigCyTHIH.

T'enemuyuHull noaimopgiam

Po3snogin inridiTopis 'MI'-KoA-penyKTa3u, y TOMY YKCIIi pO3yBacTaTUHY, BifOYBa€THCS 3 yUaCTIO
tpaHcnopTHUX 0inkiB OATP1B1 ta BCRP. Y nanienTis 3 renetTuuruM nonimMmopdpizmom SLCO1B1
(OATP1B1) Ta/a6o ABCG2 (BCRP) icHye pu3uK MmigBUILEHOI €KCIIO3Ullii po3yBacTaTuny. IIpu okpeMux
dbopmax nmomimopdizmy SLCO1B1 ¢.521CC ta ABCG2 c.421AA ekcno3utisi po3dyBactatuny (AUC)
migBuIieHa mopiBHAHO 3 reHoTUnaMu SLCO1B1 ¢.521TT a6o ABCG2 ¢.421CC. CmeriianbHe
TeHOTHUITyBaHHS y KJTiHIYHIN IIpaKTUlli He Iepef0ayeHe, ajie MallieHTaM 3 TaKuM IoIiMopgdizaMomM
PEKOMEHIYETHCS 3aCTOCOBYBATU MEHIITY NOOOBY 103y PO3yBaCTaTHHY.

Himu

Bimomo, 110 oBa gocmigkeHHs ¢hapMaKOKiHETUKY pPO3yBacTaTUHY (y BUTISAMI TaONeToK) y miTel i3
reTepO3UT0THOIO CiMeNHOI0 TinepxoecTepuHeMieto BikoM Bim 10 mo 17 pokiB abo Bim 6 mo 17 pokis
(3aranom 214 marlrieHTiB) MoKa3ajH, 110 eKCII03KIis penaparTy B AiTel Huxk4a abo momibHa mo
eKCITO3UIIil Y mopociux mamieHTiB. Exkcro3utis po3yBacTaTuHy Oyia nepem0adyeHo0 BigmoOBiIHO 10
MO3HU Ta TPUBAJIOCTI IPUHOMY IIPOTSITOM OifbIll, HiXK 2 POKH CIIOCTEPEKEHD.

Kniniuni xapakKTepuCTHKH.
Iloka3zaHHA.
JIiKyeaHHA 2inepxosecmepuHemii

IopocnuM, miAiTKaM Ta AiTSM BiKOM Bifi 6 POKIiB i3 IepBUHHOIO TinepxoaectepuneMieto (tTumy Ila, B
TOMY YHCJIi i3 TeTepO3UT0THOIO CiMEMHOI0 TinepxonecTepruHeMielo) abo 3MillIaHO0 AUCimifeMie0
(Tuny IIb) K [OTIOBHEHHS [0 AiETH, KOJIU NOTPUMAHHS [i€TU Ta 3aCTOCYBaHHS IHIINUX
HeMeIUKaMeHTO3HUX 3ac00iB (Hampukiaf ¢hi3uuyHUX BIIPaB, 3HUKEHHS MaCH Tilla) € HeMOCTaTHIM.

IopocnuM, migiTkaM Ta giTSM BiKOM Bif 6 POKiB IIpy TOMO3UTOTHIY CiMelHil rinepxonecTepuHeMii
SIK [OTIOBHEHHS [0 [i€TH Ta iHIIMX JIiMigq0o3HUKYI0UNX 3aco0iB NTiKyBaHHS (Halpukian adhepesy



JITTHIII) a6o y BuMlagKaxX, KOIHU TakKe JiKyBaHHS € HEJOPEYHUM.
ITpoginakmuka cepu,e8o-CyOUHHUX NOPYWEHb

3anobiraHHs 3HaYHUM CepLIeBO-CYOAUHHUM MTOPYIIEHHSIM Y MAlliEHTIB, SKUM, 3a OLIiIHKaMH, 3aTPOXKYE
BHACOKHU PU3UK IIE€PILOTr0 BUIAKY CEPLEBO-CYIUHHOTO MOPYIIeHHS (IUB. PO3MiN
«PapMakoarHaMiKa»), IK OTIOBHEHHS [0 KOPEKIIil iHKX (PaKTOpiB PU3UKY.

IIpomunoka3aHHA.
- linep4yyTnuBiCTh IO POo3yBacTaTHHY ab0 OyAb-SKOI JOTIOMiXKHOI peYOBUHY;

- aKTUBHE 3aXBOPIOBAHHS IE€YiHKM, B TOMY YMCJIi CTiliKe MigBULIEHHS CUPOBaTKOBUX
TpaHcaMiHa3 HeBimoMoi eTiosoril Ta Oyab-siKe MiABUINEHHS TpaHCaMiHa3 y CUPOBATIIi KPOBi, 110
BTPUUYi IIepeBUIlye BepxHI0 Mexy HopMmu (BMH);

- TSAKKi TIOPYIIeHHS QYHKII1 HUPOK (KIipeHC KpeaTuHiny < 30 MJI/XB);
- Miomaris;

- ofHOYaCHUM npuiioM KombiHallii codhocOyBip/BennaTacBip/BOKCUIANIPEBIP (OUB. PO3Min
«B3aeMopmist 3 iHIMMMY NTiKapChbKUMHU 3ac00aMM Ta iHIII BUAYM B3aEMOIii»);

- OIHOYaCHUU IIPUKXOM LUKJIOCIIOPUHY;
- IIepiof BariTHOCTI Ta TOAYBaHHSA I'PYLLIO;
- JKiHKaM PerpogyKTUBHOTO BiKY, 1110 HE 3aCTOCOBYIOTh HaJlleXKHi 3aC00M KOHTpAIEIIIii.

Io3a 40 mMr nmpoTUIIOKa3aHa MallieHTaM i3 (haKTopaMu, 110 CIPUSIIOTh PO3BUTKY
MiomarTii/pabmomionisy. Jo Takux $HaKTOpiB HalexkaTh:

. mopyuIeHHs GQyHKII HUPOK MOMIpPHOI TSXKKOCTI (KJTipeHC KpeaTuHiHy < 60 MII/XB);
- TiOTUPEOD3;
- HasBHICTh B iHOUBigyanbHOMY ab0 CiMeMHOMY aHaMHe3i CIIaIkOBUX M’ S30BUX 3aXBOPIOBAHb;

- HasIBHICTh B aHaMHe31 MiOTOKCUYHOCTI, CIpUYUHEHO] iHmuMH iHribiTopamu 'MI-KoA-pengykrasu
abo dibpaTamy;

- 3JI0BXKMBAHHS alKOTOJIEM;
- CUTYyallil, 110 MOXKYTb IIPU3BECTH [I0 IiABUINEHHS PiBHS IIpenapary y Iia3Mi KpoBi;
- HaJIeXKHICTh MAallieHTiB 0 MOHTOJIOIMHOI pacy;

- CYIIyTHE 3acToCyBaHHS (ibpartis.

(dus. po3minu «OcobauBOCTI 3acTOCyBaHHSA», «B3aemopist 3 iHmuMu ikapchbkuMu 3acobaMu Ta iHII
BUMIM B3aeMOIiii» Ta «OapMaKOKiHETHKA»).



B3aemodina 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

Bronus cynyTHIX IpenapaTiB Ha PO3yBaCTaTHH.

IHeibimopu mpaHcnopmHux biakie.

Po3yBacTaTus € cy6CTpaToM i OeIKUX TPAHCIOPTHUX OiNKiB, ¥ TOMYy YHUCIIi T€YiHKOBOTO
TpaHcnopTepa 3axonneHHs OATP1B1 ta edmiokcHoro Tpancnoprepa BCRP. OnHouacHe
3aCTOCYBaHHS PO3YBACTAaTUHY 3 TIKapChKUMHU 3ac00aMu, 110 IPUTHIYYIOTH IIi TPAHCIIOPTHI 01Ky,
MOXKe MMPU3BOAUTH [0 MiABUIIEHHS KOHIIEHTPAIlill PO3yBaCTaTHUHY y IJla3Mi KPOBi Ta 30ibIIIeHHS
pu3uKy Mionarii (muB. po3ainu «Crocib 3acTocyBaHHS Ta H03u», «OCOOIMBOCTI 3aCTOCYBaHHSI»,
«B3aeMopmis 3 iHIMMMY JTiKapChKUMHU 3acob0aMu Ta iHIIi BUIYM B3a€EMOMiN», TabOMUIO 2).

LukaocnopuH.

[Ipu ogHOYACHOMY 3aCTOCYBaHHI pO3yBacTaTUHY Ta LUUKIJIOCHIOPUHY 3HaueHHd AUC po3yBacTaTuny
Oy70 B cepeqHLOMY B 7 pa3iB BUIIMM, HiXK y 300pOBUX 0OOPOBOILINB (OuB. Tabnuiro 2). Po3yBacTatun
IIPOTUIIOKA3aHUM TallieHTaM, SKi BKe OTPUMYIOTh IIUKJIOCIOPHUH (IUB. PO3hin «IIpoTUIOKa3aHHI»).

OpgHoYacHe 3aCTOCYBaHHS He BIUIMBAJIO Ha IIJIa3MOBY KOHIIEHTpAIlil0 LIUKIOCIIOPHHY.
Tem@ibpo3us ma iHwi 2inosainideMiuHi npenapamu.

CymyTHE 3aCTOCYBaHHSI pO3yBacTaTUHY Ta reMdpibpo3uiy IprU3BOAUIIO 10 IBOKPATHOTO MigBUIIIEHHS
C,.x T@a AUC po3yBacTaTuHY. 3 OTJIIAY Ha AaHi ClelialbHUX JOCTigXKeHb, (papMaKOKiHETUYHO
3HAUYIIO0l B3aeMofil 3 peHodiOpaToM He 0YiKyEThCS, OOHAK MOXK/IMBA (papMakogrHaMiYHa B3a€EMOMIs.
Temdibpo3un, penodibpar, inmri ¢pibpaT Ta HialwH (HIKOTMHOBA KHMCJIOTA) y TiModimigeMiyHuX qo3ax
(> abo piBHi 1 r/mo6y) migBUIIYIOTh PU3KUK PO3BUTKY MiomaTil TP CYyNyTHEOMY 3aCTOCYBaHHI 3
inribitopamu 'MI'-KoA-penykTa3u, MOXK/INBO, TOMY 1[0 BOHU 30aTHi MPU3BOAUTH [0 MiomaTii i mpu
3aCcToCyBaHHI 0OKpeMo. [1o3a po3yBacTaTuy 40 Mr IpOTUNIOKa3aHa IIpU CYyIIyTHbOMY 3aCTOCYBaHHI
¢bibpariB (muB. po3minu «IIpoTunokalanHs» Ta «OcobIUBOCTI 3aCTOCYBaHHS»). JIiKyBaHHS
pO3yBaCTaTUHOM y TaKUX BUIIagKaX CJIi[l TAKOXK PO3MOYMHATH 3 JO3U 5 MT.

E3zemumib.

OpHOYacHe 3aCTOCYBaHHST po3yBacTaTuHY B 03i 10 Mr Ta e3etumiOy 10 Mr y malfieHTiB i3
rinepxonecrepuHeMi€eo mpu3BoaunIo oo 3poctanus AUC po3yBactatuny B 1,2 pa3a (tabmuis 2). He
MOXKHA BUKJIIOUUTH papMaKOAMHAMIYHOI B3aEMOJil MiK pPO3yBacCTaTUHOM Ta e3eTUMiO0M, 1110 MOXKe
IIPU3BECTH 10 00iYHUX edeKTiB (IuB. po3min «OcobIUBOCTI 3aCTOCYBAHHS»).

IH2i6imopu npomeasu.

Xo4ya TOUHMH MexaHi3M B3a€MO/Iil HEBITOMUH, CYIIyTHE 3aCTOCYBAHHS iHTiIOITOPIB MpOTEa3yn MOxKe
3HAYHO MigBUIIYBaTH €KCIIO3UIIil pO3yBacTaTUHY (OuB. TaONHUIIO 2).

Hamnpukrnap, y gocnigkeHHi papMaKOKiHETUKY OTHOYAaCHE 3aCcToCcyBaHHS 10 MI po3yBacTaTUHY Ta
KOMOiHOBaHOTO JTiKapchbKOro 3aco0y, 1o MicTuB fBa iHribiTopu nmpoteasu (300 mr aTazaxasipy/100
MTI' PUTOHABIPY), Y 3M0POBUX N0OPOBOIIBLIB CynpoBoaxKyBanocs migsumieHHsaM AUC ta C,,,
po3yBacTaTUHY IPUOIU3HO B 3 Ta 7 paliB BigmoBigHO. OgHOYACHE 3aCTOCYBAaHHS PO3yBaCTAaTUHY Ta
nesskux KoMOiHaIli# iHrib6iTopiB mpoTea3u MOXKJIIKMBE IIC/IS peTeIbHOT0 00OMIPKYBAHHS KOPEKIIil 1031
pO3yBaCTaTUHY, BUXOASYU 3 OUiKyBaHOTO 3POCTAHHSA €KCIIO3UIIil pO3yBacTaTUHY (OUB. PO3Oinu
«Crmoci6 3acTocyBaHHS Ta 0o3u», «OcoBIMBOCTI 3aCTOCYyBaHHS», «B3aeMopis 3 iHIIMMU JTiKapCbKUMU
3aco0aMu Ta iHI BUOY B3a€MOMiN», TaOMIUI0 2).



AHmauyudHi npenapamu.

OpHoYacHe 3aCTOCYyBaHHS PO3YyBAaCTAaTHHY Ta aHTAIUAIB, 1110 MiCTATh TiHPOKCHT alioMiHi0 abo
MarHilo, 3HUXKY€ KOHIIEHTpallil po3yBacTaTuHy npubnau3Ho Ha 50 %. el ehekT OyB MeHII
BHPaXKeHUM y pa3i 3aCTOCYBAHHS aHTALMIHUX 3ac00iB yepe3 2 TOOUHM ITiC/IS IPUHOMY
po3yBacTaTyHy. K/TiHiuHe 3Ha4eHH Ifi€l B3a€MOZil He BUBYAIH.

EpumpomiyuH.

OpHovacHe 3aCTOCYBaHHS PO3yBACTATHUHY Ta epUTPOMinuHy 3HUKYBaio AUC ., po3yBacTaTUHY Ha
20 %, a C,,,,- Ha 30 %. Taka B3aeMofiig Moxke OyTH CIIpUUMHEHA IiIBUIIEHHSAM IE€PUCTATbTUKY
KUIIIEYHUKY BHACIIOOK [Iii epUTPOMIIIUHY.

®epmenmu yumoxpomy P450.

Pe3ynbpTaTu gocnmigKeHs in vitro Ta in vivo CBig4aTh, 1[0 pO3yBacTaTUH He iHTiOye Ta He CTUMYIIIOE
izodepmenTu muroxpomy P450. OKkpiM 1IbOT0, pO3yBacTaTHH € CTabKUM CyOCTPATOM IIUX
izopepmenTis. ToMy B3aeMopii Mix mpemapaTaMH, OB’ s13aHOi 3 MeTab01i3MOM, 0ITOCepeIKOBaHUM
nutoxpomoM P450, He ouikyeThcs. He criocTepiranocs KIiHIYHO 3HAUYYIUX B3aEMOLIN MiX
po3yBacTaTUHOM Ta ¢ykoHazosoM (iuribitopom CYP2C9 ta CYP3A4) a60 KETOKOHA30JI0M
(inribiTopom CYP2A6 ta CYP3A4).

TuKkazpeop.

Tukarpenop Moxe BIJIMBATH Ha HUPKOBY €KCKpPEIlil0 pO3yBacTaTUHY, 30ibIIyI0YN PU3UK HOTO
HaKONMUYEeHHs. X04a TOUHUU MeXaHi3M HEeBIOMUY, y AeIKUX BUMNafKaX OfHOYaCHe 3aCTOCYBaHHS
THUKarpeJiopy Ta po3yBacTaTUHY IPU3BOAUIIO 10 3HMKEHHSI QYHKIIl HUPOK, migBuineHHs piBHsA KOK
Ta pabmoMiomisy.

B3aemodii, wo sumazaroms Kopekuii 0o3u posysacmamuHy (0us. maxkodc mabauuio 2).

[Tpu HeoOXimHOCTI 3aCTOCYBaHHS PO3yBAaCTAaTHHY 3 iHIIMMHU JIiIKAPCHKUMHU 3aco0aMu, 3TaTHUMU
IiABUINYBATU €KCIIO3UIIil pO3yBacCTaTUHY, [03y PO3yBacTaTUHY IOTPIOHO CKOPUTYBATH. fAKIIO
O4iKy€eThCS, 110 eKcro3utlis mpemnapary (AUC) 3pocTe mpubnu3Ho B 2 a6o Oinbiie pasis,
3aCTOCYBaHHS PO3YBACTAaTHUHY CJIifl PO3MOYMHATH 3 003U 5 MI' 1 pa3 Ha go0y. MakcuManbHy H000BY
03y PO3yBaCTAaTUHY CJIifl CKOPUTYBATH TaKUM YHHOM, 11100 04iKyBaHa €KCIIO3UIlis pO3yBacCTaTUHY He
TIepeBUIlyBajia eKCII03uIIi0, 110 Bif3Ha4Ya€eThCS MpH mpuiioMi no3u 40 mMr/moby 6e3 3aCTOCyBaHHS
JiKapchbKuX 3aco0iB, 1[0 B3aEMOMIiIOTH i3 IIpernapaToM; HallpUKJIIaf, IPYU 3aCTOCYBaHHi 3
rem¢piOpo3unIoM m03a po3yBacTaTuHy cTaHoBuTuMe 20 Mr (36inmbieHHs ekcrno3utii B 1,9 pasa), npu
3aCTOCyBaHHI 3 KoMbiHalielo puToHaBip/aTa3aHaBip - 10 mr (36inbmenHs B 3,1 pasa).

Axuro nmikapcbkuit 3acib 36inpmye AUC po3yBacTaTUHy MeHIIE, HiXK y 2 pa3u, I0YaTKOBY 103y
3MEHIIyBaTH He MOTPiOHO, ajie CJIil HOTPUMYBaTUCS 00epPEXKHOCTI ITpu 30iNbIIeHH] 103U
po3yBacTaTuHy Buile 20 Mr.

Tabnuis 2
Bnaue cynymHix nikapcvkKux 3acobis Ha eKkcno3uuyir po3ysacmamuHy
(AUC; y nopsoky 3MeHWeHHA 8eAU4UHU) 3a onybaiko8aHUMU 0aHUMU KAIHIYHUX 00CAI0HCeHb

36inbpmennst AUC po3yBacTaTuHy B 2 pa3u a0o Oinbine, HiXkK y 2 pa3u



PexuM mo3yBaHHS JIiKapChKOT0 3ac00y, 110
B3aeMofie
CodocOyBip/BenmnaTacBip/BOKCHUIAIIPEBIP
(400 mr-100 mr-100 Mr) BOKCuUJanpesip
(100 mr) 1 pa3 Ha meHsb, 15 OHiB
LluknocnopuH Bif 75 Mr aBidi Ha goOy mo 200 10 mr 1 pa3 Ha goby, 10
MT [IBiui Ha o0y, 6 MicsiB IHIB

Hapomytamin 600 mr, 2 pa3u Ha goOy, 5 gHiB 5 Mr, ofHOpa30Ba 403a
Peropacdeni6 160 mr, 1 pa3 Ha mo6y, 14 gHiB 5 Mr, omHOpa30Ba 403a
Atazanasip 300 mr/purtonasip 100 mr 1 pa3 HalO Mr, omHOpa3oBa go3a
no0y, 8 mHiB

Benmaracgip 100 mr, 1 pa3 Ha 06y
OwmobiTtacsip 25 Mr/mapitanpesip 150 mr/
putoHasip 100 mr, 1 pa3 Ha mo6y/macalyBip
400 mr gBiui Ha mo0y, 14 OHIB
TepudnyrOoMig IaHi BinCyTHI
I'pazonpesip 200 mr/enbacsip 50 mr, 1 pa3 Ha 10 Mr, omHOpa30Ba 4o03a
no0y, 11 guiB

I'nekanpesip 400 mr/mi6penTacsip 120 mr, 1 5 Mr, ofuH pa3 Ha [00y,
pas Ha o0y, 7 OHiB 7 OHiB

Jlominagip 400 mr/putonasip 100 mr gBidi Ha 20 Mr 1 pa3s Ha mo6y, 7
no0y, 17 guiB IIHiB

Kanmatwr#i6 400 Mr aBigi Ha go0y 10 Mr, omHOpa30Ba H03a
Knomigorpens 300 mr, moTim 75 mr 4epe3 24 20 Mr, omHOpa30Ba 403a
TOIUHU

®ocramaTtuni6 100 Mr OBiYHI Ha JeHb
®ebykcoctaT 120 Mr ofivH pa3 Ha 000y 10 Mr, omHOpa30Ba 403a
Femdibpo3un 600 mr ABidi Ha K00y, 7 OHIB 80 Mr, ogHOpPa30Ba [03a
36inpmenHst AUC po3yBacTaTHHY MeHINe, HiX y 2 pa3u

PexuM no3yBaHHS JIiKapChKOTro 3aco0y, 0 PexKuM m03yBaHHS
B3a€EMOLIIE PO3yBaCTaTUHY
Entpomb6omnak 75 mr 1 pa3 Ha go0y, 5 [HiB 10 Mr, omHOpa30Ba 403a
Hapyuasip 600 mr/putonasip 100 mr aBigi Ha 10 Mr 1 pa3 Ha go0y, 7
no0y, 7 OHiB IIHiB

Tunpanasip 500 mr/putonasip 200 mr gBidi Ha1l0 Mr, omHOpa3oBa go3a
no0y, 11 guiB

Iponenapon 400 Mr aBigi Ha KOOy
ITpakona3zon 200 Mr 1 pa3 Ha mo6y, 5 gHIiB
E3etumi6 10 mr 1 pa3 Ha fo0y, 14 oHiB

Pexum mo3yBaHHSA
pPO3yBaCTaTUHY
10 Mr, omHOpa30Ba H03a

10 Mr, omHOpa30Ba 403a
5 Mr, ogHOpa30Ba [03a

20 Mr, ogHOpPa30Ba [03a

IaHi BinCyTHI

10 Mr, omHOpa30Ba H03a
10 mr 1 pa3 Ha o0y, 14
IHIB

3uuxkenHsi AUC po3yBacTaTHHY

PexuM mo3yBaHHS JIiKapChbKOT0 3ac00y, 110
B3aeMofie

Eputpowminus 500 mr 4 pa3u Ha 1o0y, 7 OHIB
Batikanin 50 mr Tpudi Ha no0y, 14 gHiB

PexuM mo3yBaHHS
pO3yBacTaTUHY

80 Mr, ogHOpPa30Ba [03a
20 Mr, ogHOpPa30Ba f03a

* IlaHi, IpefcTaByeHi SIK 3MiHa B X pa3iB, ABISAIOTH COO0I0 CIiBBiTHOIIEHHS MiX 3aCTOCYBaHHSIM
po3yBacTaTHHY B KoMOiHallii Ta okpeMo. [laHi, 3a3HaueHi y BUTTIALL % 3MiHU, ABISAIOTH C00010 %

3minu AUC
po3yBacTaTUHY™*
T 7,4 pasa

T 7,1 paza

T 5,2 pasa
T 3,8 paza
T 3,1 paza

T 2,7 pasa
T 2,6 pasa

T 2,5 pasa
T 2,3 pasa

T 2,2 paza
T 2,1 paza

T 2,1 paza
T 2 pa3u

T 2,0 pa3u
T 1,9 paza
T 1,9 paza

3minu AUC
po3yBacTaTUHY™*
T 1,6 pasa
T 1,5 paza

T 1,4 paza

T 1,4 paza
T 1,4 paza **
T 1,2 paza **

3minu AUC
po3yBacTaTUHY™*
120%

147 %

Pi3HUIIO BiTHOCHO ITOKA3HUKIB IIPH 3aCTOCYBaHHI PO3yBACTATUHY OKPEMO.

30i/IbIIeHHS [TI03HAYEHO 3HAUYKOM 1, 3MEHIIeHHd - | .

** Byso mpoBefieHO KilbKa [OCTiIKeHb B3aEMO/Iii ITpX Pi3HUX J03aX PO3yBaCcTaTHHY, B TaONUIIi 2

I0flaHO HaMbibII 3HaYYIlle CIIiBBiIHOIIEHHS.



3a3HaueHi HUXKYe JiKapchKi 3aco0u/KoMOiHalil He Maay KIiHIYHO 3HAYYIIOT0 BIUIMBY Ha
criBBigHowenHs AUC po3yBacTaTUHY IIPU UOr0 OGHOYACHOMY 3aCTOCYBaHHI 3 TAKUMU IIpeliapaTaMu:

anermnitasap 0,3 mr, 7 oHiB; peHodiOpart 67 mr, 7 gHiB, 3 pa3u Ha Ho0y; ¢pnykoHason 200 mr, 11 gHiB,
1 pa3 Ha moby; dozammpenasip 700 mr/puTtonasip 100 mr, 8 ouiB,2 pa3u Ha HoOy; KeTokoHa30m1 200
Mr, 7 mHiB, 2 pa3u Ha mo0y; pudammin 450 mr, 7 guiB, 1 pa3 Ha mo0y; cuniMapus 140 mr, 5 gHiB, 3
pas3u Ha fo0y.

Bnaue po3ysacmamuHy Ha cynymHi aikapcoki 3acobu.
AHnmazoHicmu gimamiHy K.

4K iy pasi 3acTocyBanHs iHmmx iHri6itopis 'MI'-KoA-penyKTasu, mo4aToOK TiKyBaHHS
po3yBacTaTUHOM ab0 MOCTYIIOBe IiIBUINEHHS HOT0 03K V MAlli€HTIB, SIKi OMHOYAaCHO 3aCTOCOBYIOTh
aHTaroHictu BiTaminy K (Hanpukian Bapdaput abo iHII KyMapHHOBI aHTUKOATYJISHTH), MOXKe
IIPU3BECTH [0 MiABUIIEHHS MiXKHapOTHOTO HOpManidoBaHoro BigHomeHHs (MHB). ITicns Bigminu
po3yBacTaThHy abo 3MeHIeHHs 1031 MHB Moxke 3HU3UTHCA. Y TaKuX BUIagKax 0axkaHo
BiIMTOBIIHMM YHMHOM KOHTpoOoBaT MHB.

ITepopanvHi KOHMpauenmuau/20pmoHo3amicHa mepanis (I'3T).

OpHOYacCHe 3aCTOCYBaHHS PO3yBaCTAaTHUHY Ta [IepPOpPaibHUX KOHTPALEITUBIB IIPU3BOAUIIO 0
nigsuiieHsa AUC eTuHinecTpagiony ta Hoprectpeny Ha 26 % Ta 34 % BignoBigHO. Take MifABUIEHHS
I71a3MOBUX PiBHIB CJIif] BpaXx0OByBaTH IIpH Migbopi [03M IepopanbHUX KOHTpalenTuBiB. HeMae manux
mono ¢hapMaKOKiHETHKHY IIpenapaTiB y Malli€eHTiB, SKi 0THOYACHO IPUUMAIOTh po3yBacTtaTuH Ta ['3T,
TOMY MOXKJIMBICTb B3a€EMO/Iii BUK/II0YATH He MoxkHa. OfHaK TaKa KOMOiHaIis IITMPOKO
3aCTOCOBYBasiacs XKiHKaM y XOfii KIiHIYHUX OOCTigXKeHb Ta TepeHocunach noope.

THwi aikapcwvki 3acobu.
LuzokcuH.

3 orisAmy Ha [aHi CreliaJbHUX JOCTiAXKeHb, KITiHIYHO 3HaYyII0l B3aEMOZIl 3 IUTOKCUHOM He
OYiKyETHCH.

®y3udosa Kucaoma.

IocmigXeHHsT B3aEMO{Iii po3yBaCTaTUHY 3 (Py3UI0BOIO KMCIIOTOI HE MPOBOAUNNCS. PU3UK Mionarii, y
T. 4. 3 pabpomionizom, Moxe OyTu 36inbIIeHUI BHACTIZOK CYIYTHHOTO 3aCTOCYBAaHHS CUCTEMHOI
Gby3umoBoi KUCTIOTH 3i cTaTMHAMU. MexaHi3M 1iel B3aeMoii (hapMakoguHaMiuHui abo
dhapMakoKiHeTHYHMH, a0 i Te i iHIIe) MOKK He 3’scoBaHui. [1oBimoMIsIOCS PO pabmomiosis
(30KpeMa HesiKi neTanbHi BUTIaAKK) Y MAI[iE€HTIB, AKi OTPUMYBaIH 1110 KoMOiHaIliio.

[MarienTaM, y SKUX 3aCTOCYBaHHSI CUCTEMHOI (Gy3UI0BOI KUCIIOTH BBAXKAETHCA HEOOXIIHUM,
JIIKyBaHHSI pO3yBaCTaTUHOM CJIifi IPUIIMHUTH Ha BECh TEPMIiH JIiKyBaHHSA (y3UA0BOI0 KHCIIOTOIO.
Takox guB. po3min «OcobIUBOCTI 3aCTOCYBAHHS».

Himu.

Bimomo, 110 gocrigKeHHs B3a€MOZil IPOBOAUIIH JUIIe Y gopocnux. CTymiHb B3aEMOii y miTen
HEeBiTOMUI.



Oco06.1ueocmi 3acmocyeaHHs1.
Bnaue Ha HUpKuU.

Bimomo, 1110 y malli€eHTiB, SIKi 3aCTOCOBYBAJIX PO3YBACTATHH Y BUCOKMX 03ax, 0c0061uB0 40 Mmr,
Bij3HAYa/IMCs BUIAOKK IPOTEIHYPil (BU3HAUEHOI 3a «TeCTOM CMYKKHK»), TIepeBaXKHO KaHaJbIIEBOl 3a
TIOXOIKEeHHSM Ta y OinbIIOCTi BUMIQMIKiB THUMYaCOBOi abo nmepepuBdacToi. [IpoTeinypist He cBiguuIa
Ipo rocTpe abo Mporpecyioye 3aXBOPIOBaHHS HUPOK (OuB. po3min «I1o6iuHi peakiii»). YacToTa
IIOBiIOMJIEHD IIPO CEPHO3Hi siBUIa 3 00Ky HUPOK ¥ TOCTMapKeTHHTOBUX [OCTII>KEHHSIX BUII[A TIPU
3acTocyBaHHi go3u 40 Mr. V malfi€eHTiB, AKi NpuiiMaioTh Ipenapar y fo3i 40 Mr, GyHKIIi0 HUPOK CIIif
IIePEeBIPSATH PETYISAPHO.

Bnaus Ha ckesaemHy MycKyaamypy.

YpaxeHHS CKeJIeTHOI MyCKy/IaTypy, HallpUKJIaf Miairis, Mionaris Ta 3pigka - pabmomioris,
CIIOCTEpIranucs y MallieHTiB IPpX 3aCTOCYBaHHi Oyab-IKUX N03 PO3yBAaCTaTUHY, @ 0COOIMBO IIPU 403aX
> 20 mr. Ilpu 3acTtocyBaHHi e3eTumiby y komOinarril 3 inribiropamu I'MI'-KoA-penyKkTasu y
IIOOAMHOKHX BUIIAgKaX MOBIIOMIISIOCS IIPO PO3BUTOK pabmoMionizy. He MoXKHa BUKITIOUATH
MOXKJIMBOCTi (papMaKOAMHAMIUYHOI B3a€MO/Iil, a TOMY TaKy KOMOiHaIlil0 C/Iifl 3aCTOCOBYBaTH 3
00epexKHICTIO.

4k iy pasi 3acrocyBaHHs iHmuX iHri6iTOpiB [MI-K0OA-peqyKTa3u, YacToTa IOBifoMIIeHb IIPO
BUIIa[IKK pabmoMioi3y, oB’s13aHi i3 3aCTOCYBaHHAM PO3yBaCTaTUHY, V IOCTMapKETHHTOBUY IIepiofn
Oymna BuIIO mpu m03i 40 Mr.

PigeHb KpeamuHKIHa3U.

PiBens kpeatuHkinasu (KK) He crmig BuMipioBaTu micis 3HayHUX (PisnuyHUX HaBaHTaxkeHb abo y pasi
HasIBHOCTI MOXKJIMBUX aJbTePHATUBHUX NpUUuH HigsuiieHHsa KK, 1110 MOXYTh yCKIIafgHIOBAaTH
iHTepnpeTalito pe3ybTaTiB. fAKio noyatkosuu piBens KK 3nauno migsumenuii (> 5 pasis BMH),
IPOTATOM 5-7 OHIB HE0OXimHO 3pOOUTH TONATKOBUM aHaJi3, 100 MigTBEPAUTH pe3ybTaTh. AKII0
pe3ynbTaT IOBTOPHOI'O aHali3y MiATBEPAKYE T0YaTKOBUY PiBeHb > 5 pa3iB BEPXHBLOI MeXi HOPMH,
3aCTOCYBaHHS JIiIKapChKOT0 3aCc00y MMOYKMHATHU He CIIif.

ITeped noyamkom AiKYyBaHHA.

PosyBacratuH, 4K i inmi inri6itopu I'MI'-KoA-penykTasu, ciif 3 06epexkHiCTIO TpUu3HavYaTh
nalieHTaM i3 haKTopaMu, 110 CIIPUSIOTh PO3BUTKY MiomaTii/pabmomionisy. o Takux hakTopiB
HajleXarTh:

* MIOpYyIIeHHS (PYHKIIil HUPOK;
* TIOTUPEO3;
* HasIBHICTh B iHOUBiAyanbHOMY ab0 CiMeHOMY aHaMHe3i CITafIkOBUX M’ SI30BUX 3aXBOPIOBAHE;

* HasBHICTh B aHaMHe3i MIOTOKCUYHOCTI, CIpU4YnHeHol inmumu iriditopamu 'MI-KoA-penykTa3u
abo dibpaTamy;

¢ 3JIOBXHWBaAHHS aJIKOT'OJIEM,

* BiK > 70 pOKiB;



* CUTYyallii, I1J0 MOXKYTh IIPU3BECTHU [0 IiABUIIIEHHS PiBHIB IIpelapaTy y miaa3Mi KpoBi (DUB. po3minu
«Croci6 3acTocyBaHHS Ta HO3u», «B3aemomis 3 iHIIUMHU JTiIKapCHKUMU 3aco0aMu Ta iHII BUOU
B3aeMofiiii» Ta «®apMaKOKiHETHKA»);

* OHOYACHE 3aCcTOoCyBaHHS (ibpaTis.

Y Takux maii€HTiB TOTPiOHO MOPIBHATH PU3UK Ta MOXKJIMBY KOPUCTh IIPM 3aCTOCYBaHHI IIpemnapary;
TaKO0X PEKOMEH[I0BaHUY KJIIHIYHUY MOHITOPUHT. He ciifg po3nmo4ynHaTy JIiKyBaHHS V BUNAAKY 3HAYHO
migBuIleHNX nmoyaTkoBux piBHiB KK (> 5 pa3siB Bume BMH).

Y nepiod aikyeaHHA.

[TamieHTiB cig momepemuTy MPo HeOOXigHICTh HeraluHO MOBIJOMIISITH PO M’sI30BUM 0ifb, C1abKicThb
abo cymoMu HeBimoMoi eTiosorii, 0coOIMBO SKIO BOHK CYIIPOBOIKYIOTHCS HE3OYXKAHHIM a0
JINXOMAHKOI0. Y TaKuXx NauieHTiB ciig Bu3HauuTu piBHI KK. Crif NpUnuHUTY JTiKyBaHHS, SAKIIO PiBHI
KK 3nauno migBuieni (> 5 x BMH) a6o sIKII[0 M’s130Bi CUMIITOMM TSIXKKi Ta CIIPUYUHSIOThH
OUCKOMGOPT y MOBCAKAEHHOMY KUTTI (HaBiTh AKI0 piBHI KK < 5 x BMH).

fAKII0 CHMIITOMY MUHAIOTh Ta piBeHb KK moBepTaeThCcs 10 HOpMHU, po3yBacTaTuH abo
anbTepHaTHBHUM iHTiOiTOp 'MI'-KOA-penykTa3u MoxKHa cupo0OyBaTH 3aCTOCyBaTU 3HOBY, aje y
MiHIMaIbHUX J03aX Ta IIif peTeIbHUM HaTrISagoM.

Perynspuuii KoHTpOsb piBHA KK y maiiieHTiB 6e3 BullleBKa3aHNUX CHMIITOMIB He TIOTPiOHUI.

Iyxe pigKo MOBiIOMIISAIOCS IIPO BUMIAAKK iMyHOOIIOCEPEeIKOBaHOI HEKPOTHU3YIo4oi Mionarii (IOHM)
mig yac abo micns Teparil cTaTUHAMU, B TOMY YHCJTi pO3yBaCTaTUHOM.

Kniniuaumu nposBamu IOHM € cnaOKicTh MPOKCHMaTbHUX M’sI3iB Ta HiABUIIEHHS PiBHS
KpeaTuH(pocPoKiHa3u y CUPOBATIIi KPOBi, 1110 306epira€Tbcsa HaBiTh MiC/IS MPUIUHEHHS 3aCTOCYBaHHS
CTaTHUHIB.

[ToBimomusiniocs, 10 V JesKUX BUIagKaX CTaTUHU BUKJIMKAIOTh ab0 3ar0CTPIOI0TH NOMEPEeNHbO HasIBHY
MmiacTeHito rpasic abo ouny popmy MiacTeHii (guB. po3nin «ITo6iuyni peakuii»). ¥ pasi 3arocTpeHHs
CUMIITOMIB 3aCTOCYBaHHS Jikapchkoro 3aco0y KniBac cnig npunuauty. [ToBigoMsanocs mpo
PeLuNBY NIPY IepiioMy abo TOBTOPHOMY 3aCTOCYBaHHI TOro camoro afo iHIIOTro CTaTUHY.

BimoMmo, 110 y X0fii KJTiHiYHUX OOCHi2KEeHb ¥ HEBEIUKOI KiJTbKOCTI MAIliEHTIB, SIKi 3aCTOCOBYBAJN
pO3yBaCTaTHUH Ta CYIyTHI IIpemapaTy, IOCUIEHOT0 BIIJIUBY Ha CKEJIETHY MYCKyJIaTypy He
BiI3HAQYAJIOCH.

OpHak migBUIlleHa YaCTOTa BUIIAAKIB MiO3UTY Ta MiollaTil CIIOCTepiranach y Nali€HTiB, SKi
3aCTOCOBYIOTS iHImi iHTiOiTopu I'MI'-K0oA-penykTa3u 3 moxigHuMu ¢ibpoeBOI KUCIIOTH, B TOMY YHUCITi
reMdpibpo3uIoM, IUKIOCIIOPHHOM, HIKOTHHOBOIO KHCJIOTOIO, a30JIbHUMH ITPOTUTPUOKOBUMHU
3acobamu, inribiTopamMu mpoTea3u Ta MaKPOJIiIHUMU aHTUOIOTUKAMHU.

FemdiOpo3un migBUIye pU3KK MiomaTii IPU CyIyTHEOMY 3aCTOCYBaHHi 3 fesiKuMH iHribiTopamu I'MI-
KoA. Tomy po3yBacTaTUH He peKOMEHIOBAHO 3aCTOCOBYBaTH y KoMOiHallil 3 remdpiOposunom.
CrpusATIUBUY BIJIUB [IOAAJIBIINX 3MiH PIBHA JIiMifiB IPU OMHOYACHOMY 3aCTOCYBaHHI pO3yBaCTaTUHY
i3 ¢pibpaTamu abo HialHOM MOTPIOHO MOPIBHATH 3 MOTEHLIMHUMY PU3UKAMHU IIPH 3aCTOCYBaHHI TaKoi
kKoMOiHatii. OmHOYacHe 3aCTOCyBaHHS po3yBacTaTHHY B [03i 40 Mr Ta ¢ibpaTiB mpoTUIIOKa3aHo (IUB.
po3minu «B3aeMopmis 3 iHIMMMY JTiKapCchbKUMHK 3aco0aMu Ta iHIII BUAM B3aeMOii» Ta «ITobiuHi
peaxirii»).



Po3yBacTaTuH He CITi[l 3aCTOCOBYBATH CITiJIbHO 3 CHCTEMHUMH JTiIKapCbKUMM 3aco0amMu ¢y3ua0Boi
KHUCJIOTH ab0 IPOTIroM 7 OHIB IMiCysg MPUIUHEHHS JTiKyBaHHS (y3UI0BOI0 KHUCIIOTOM. [alieHTaM, y
SIKMX 3aCTOCYBaHHS CHCTEMHOI (py3UI0BOI KMCIOTH BBAXKAETHCS XKUTTEBO HEOOXiMHUM, JTiIKyBaHHS
CTaTHHAMH CJIi[i IPUIIMHUTY Ha BeCh TePMiH JiKyBaHHS (Py3UO0BOIO KMCIOTOK. [ToBimoOMIsgI0CS IO
pabmoMionis (y ToMy YMCIIi OeKinbKa JeTalbHUX BUIAMKIB) V NAlli€HTIB, sIKi OTpuMyBaiu KoMOiHaIliio
Gy3umoBol KUCTIOTH Ta CTaTUHIB (IKUB. po3Ain «B3aeMofiia 3 iHIKUMY TiKapChKUMM 3acob6aMu Ta iHII
BU[M B3a€MoOfiii»). [lalieHTaM Cif mopafguTyA HeralhHO 3BEPHYTHUCS 110 MEAUYHY A0IIOMOTY, SKIIIO0
BOHU Bi4yBaloTh OyIb-IKi CHMIITOMM M’s130BO1 cl1abKOCTi, 601110 a60 XBOPOOGINBOL Yy TIUBOCTI.
Tepamito cTaTuHaMU MOXKHa IIOBTOPHO ITOHOBUTH 4Yepe3 CiM [HIB IIiCJIg OCTaHHBOI 103U (Py3UI0BO1
KMCJIOTH. Y BUHSATKOBUX BUIAKaxX, KOJIX HeoOXifHa ITPOJIOHT0BaHa CUCTEMHA (y31UI0Ba KHUCIIOTa,
HaIPUKJIaf, A1 JTiKyBaHHSA TAXKKUX iHGEKIIiN, HeoOXifHICTh OMHOYACHOTO 3aCTOCYBaHHS
po3yBacTaTUHY Ta (Gy3UA0BOI KUCIIOTH IOBUHHA PO3TIISIOATUCS TiTbKU B KOXKHOMY KOHKPETHOMY
BUTIA[IKY Y i peTeIbHUM MEeOUYHUM HarJIsoM.

PosyBacTaTuH He CIIi[ 3aCTOCOBYBATH NallieHTaM i3 TOCTPUMHU, CEPUO3HUMU CTaHaMU, 1[0 CIPUSIOThH
PO3BUTKY MiomaTii abo migBUINYIOTh PU3UK PO3BUTKY HUPKOBOI HEJOCTATHOCTI Ha TJIi pabnoMionidy
(TakMMH SIK CEIICHC, apTepianbHa rinoTeH3is, 3HayHe XipypriuHe BTPy4YyaHHS, TpaBMa, TIXKKi
MeTabomiyHi, eHOOKPUHHI ab0 eeKTPOJIiTHI MOPYIIeHHS; HeKOHTPOJIbOBaHI CyIOMH).

Baoicki wiKipHi nobiyHi peakujii.

[Tpu 3acToCyBaHHI po3yBacTaTHHY IOBigOMIIAIOCS PO BaxXKKi 1IKipHi mo6iuHi peakiii, BKITIOYa0Yu
cuagpoM CriBeHca-I:koHCoHa (S]S) Ta peakiiito Ha TiKapchKi 3acobu 3 e03uHOGINTi€I0 Ta CHCTEMHUMU
cumntoMamu (DRESS), 1110 MOXyTh OyTH HEOE3MEUHUMU AJIS KUTTS a00 MaTH JieTanbHi HaCTigKu
(ouB. po3min «I1o6iuHi peakiii»). I1ig yac mpu3HadyeHHs IpelapaTy MallieHTiB CIIif moinGopMyBaTH
IIPO 0O3HAKHU Ta CUMIITOMHU BaXKKHUX IIKIPHUX Peaklliii Ta PeTeIbHO CIIOCTePiraTu 3a HUMU. AKIIO0
3'IBMISIIOTHCST O3HAKHU Ta CUMIITOMH, III0 CBiYaTh IIPO IO PeakKIlilo, 3aCTOCYBAHHS JTIKAPCHKOTO 3aCo0y
CJIif HeralHO NIPUIIMHUTY Ta PO3TJISHYTU ajlbTepHaTHUBHE JIiKyBaHHS.

fIKIII0 ITpHM 3aCTOCYBaHHI JTiKapchKOro 3acoby KimiBac y mallieHTa po3BHHYIACS Cepi0o3Ha peakiris,
Hanpukiap, SJS abo DRESS, nikyBaHHS MM MpenapaToM y [aHOTO MallieHTa Hi B IKOMY pa3i He
IIOBMHHO BiTHOBJIIOBATUCS.

Bnaue Ha neyiHKY.

4k i inmi inribitopu I'MTI-KoA-penyKkTasu, po3yBacTaTHH CJIifl 3 00epeXKHICTI0 3aCTOCOBYBaTH
malieHTaM, SKi 37T0BKMBAIOTh aJIKOTOJIeEM Ta/a00 MaloTh 3aXBOPIOBAHHS MEYiHKN B aHAMHe3i.

BioxiMiuHi MOKa3HUKYU (QyHKIII TeYiHKY PEKOMEHIOBaHO [IePEBIPUTH IIepef I0YaTKOM 3aCTOCYBaHHS
mpernapary Ta 4yepe3 3 Micsli JikyBaHHS. fAKIIO piBeHb TPpaHCaMiHa3 y CUPOBATII KPOBi Oinblre Hixk
yTpudi IepeBUIye BEPXHIO MeXy HOPMHU, 3aCTOCYBaHHSI pO3yBaCTaTUHY CIIif IPUNUHUTH a0
3MEHIIUTH 003Y. [Ipo cepiio3Hi mopymeHHs QYHKII IediHKY (epeBaxkHO MigBUIIEHHS PiBHS
[IeYiHKOBUX TpaHCaMiHa3) Yy IOCTMapKEeTUHIOBUY [1€Piof MOBIIOMIIAIOCS YacCTillle IIPX 3aCTOCyBaHHI
no3u 40 mr.

Y mairieHTiB i3 BTOPUHHOIO TiepX0JIeCTePUHEMIEIO, CIIPUYMHEHOIO TiTOTUPe030M ab0 HePPOTUIHUM
CUHZIPOMOM, CIIEPINY CJIifl IPOBECTH JTiKyBaHHS OCHOBHOTO 3aXBOPIOBAHHS, a MOTIM ITOYMHATHU
3aCTOCYBaHHS PO3yBaCTaTHHY.

Pacoea HaaedxcHicmb.

Bimomo, 110 y xofi mocnimkeHs hapMaKOKiHETUKY CIIOCTEPIranocs 3pOCTaHHS CUCTEMHOI eKCIT03H1Iii
y MallieHTiB MOHTOJIOIIHOI pacu MOPiBHSIHO 3 €BPONEHIIMU TPUOIN3HO yABiYi (OUB. po3minu



«DapmakoKiHeTHKa», «Crocib 3acTocyBaHHS Ta g03u», «[IpOTUTIOKA3AHHS»).
IHeibimopu npomeasu.

[TigBuIleHa cUCTEMHa eKCIIO3UIIisl 0 pO3yBacTaTUHY CIIOCTepiranacs B oci0, siKi 3aCTOCOBYBaIH
pO3yBacTaTHH CYIYTHHO 3 Pi3HMMHU iHTiGiTOpaMu NMpoTeasy y MOENHAHHI 3 puTOHaBipoM. Crif
0oOMipKyBaTH K KOPUCTH Bifl 3HWKEHHS PiBHA JiMifliB 3a [JOIOMOI010 PO3yBaCTaTUHY Y MAIli€HTIB 3
BIJI, siki oTpuMyI0Th iHTiGiTOpM ITPOTEa3y, TakK i MOKIUBICTh MiABUIIEHHS KOHIIEHTPALiN
pO3yBaCTaTHUHY y IJa3Mi KPOBi Ha ITOYaTKYy Tepallil Ta IpH MiABUINEHH] [031 pO3yBaCTaTUHY Y
TIAIliE€HTIB, SIKi OTPUMYIOTE iHTi6iTOpU MpoTea3u. OJHOYACHE 3aCTOCYBaHHS IIpenapary 3 iHribitopamu
IIpoTea3u He PEKOMEHAYETHCS, SAKIO J03a PO3yBaCTaTHHY He CKOpUTroBaHa (guB. po3min «Cmocib
3aCTOCYBaHHS Ta 0O3W» Ta «B3aemofis 3 iHIIMMU TiKapChbKUMU 3aco0aMu Ta iHIIN BUOU B3aEMOMIN»).

[HmepcmuujiaibHe 3aX80PHOBAHHSA /1€2EHb.

[Tig yac 3acToCcyBaHHS OeSKUX CTaTUHIB, 0COOJIMBO IIPX TPHUBAJIOMY JIiKyBaHHi, ITOBiIOMIISIOCS IIPO
BUHSITKOBI BUIIQ[IKX IHTEPCTUIlIAIBHOI XBOpOoOU nereHs (AuB. po3min «ITob6iuni peakmii»). 1o mposiBiB
1Tiel XBOpoOu MOXKHA BifHECTH 3a[UIIKY, HEITPOOYKTUBHUM Kalllellb Ta MOTipIIeHHS 3arajlbHOT0 CTaHy
(cTOMITIOBAHICTh, 3HUKEHHS MaCH Tijla Ta TapsyKa), 3aCTOCYBaHHS CTATUHIB MOTPiOHO MPUITUHUTH.

Lykposuii diabem.

Hesiki akTH CBifUaTh, 10 CTATUHY IiABUINYIOTH PiBEHb I'JIIOKO3Y B KPOBi Ta y AESAKUX MAIi€HTIB,
SIKUM 3aT'POXKY€ BUCOKUY PU3UK PO3BUTKY HiabeTy B MalOyTHbOMY, MOXKYTh CIIPUYUHSTH
rinepriikeMilo Takoro piBHS, IpH SIKOMY HeoOXiiHe HaJlexXHe JIiKyBaHHS IIyKpoBoro aiabety. 1o
3arpo3y, OgHaK, [IepeBUllye 3HUXKEHHS PU3UKY CyIUHHUX IIOPYIIEHD IIPU 3aCTOCYBaHHI CTaTHHIB, i
TOMY BOHa He Ma€ OyTH IigCcTaBoIO [JIs IPUIIMHEHHS Tepallil cTaTuHaMH. 3a MallieHTaMu TPYyIIH
pU3UKy (piBeHb I'MI0K03HU HaTile 5,6-6,0 Mmons/n, IMT > 30 KT/M’, migBUIeHuil piBeHb
TPUTJIiLIEPHU/iB, apTepiasibHa TinepTeH3isa) CIil BCTAHOBUTH K KITiHIYHUMY, Tak i OioxiMiuHUM
KOHTPOJIb 3TiJHO 3 HalllOHAJILHUMU IHCTPYKIIIMU.

Bigomo, mo y mocnigxenHi JUPITER 3apeecTpoBaHa 3arajibHa 4acTOTa I[yKpOBOTO fiabeTy CTaHOBUIIA
2,8 % y rpymi npuioMy po3yBacTaTuny Ta 2,3 % — y rpymni muane6o, mepeBaxHo y HallieHTiB i3
piBHEM TJIFOKO3U HaTIe Bif 5,6 1o 6,9 MMOJIb/II.

Himu.

Ouinka JiHIMHOTO POCTYy (3picT), Macu Tina, IMT (iHgekCy Macu Tifia) Ta BTOpDUHHUX XapaKTEPUCTUK
CTaTeBOro A03piBaHHA 3a TaHHEepOM y AiTeli BikoM Bif 6 1o 17 pokKiB, sKi mpuiiManyu po3yBacTaTuH,
o0MezkeHa 1epiogoM TPUBAJIICTIO 2 poku. Ilicng 2 pokiB HOCTigKyBaHOTO JIIKYBAHHS XKOJHOTO BILJIUBY
Ha pict, Macy Tina, IMT abo craTteBe J03piBaHHS BHUSIBIEHO He OYII0.

Y KiiHiYHOMY AOCHIAKEHH] y OiTel Ta HifJIiTKiB, K1 IpUMay po3yBaCTaTUH MIPOTATOM 52 TUXKHIB,
nigsuienHs piBHs KK > 10 pagis Buie BHM Ta cumntomu 3 60Ky M’s3iB micis pisudnoro
HaBaHTaXXKeHHs a00 migBuINeHoi Gi3MYHOl aKTUBHOCTI CITOCTEPIranucs 4acTillle MOPiBHSIHO 3 TAKUMHU
y mopocmnux (muB. po3nin «I1o6iuHi peakiiii»).

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.

Po3yBacTaTvH MPOTUIIOKA3aHUY Y Iepiof] BariTHOCTI abo rogyBaHHS IPYAIIO.



2KiHKM pempomyKTUBHOTO BiKy MMOBMHHI 3aCTOCOBYBATH HaleXHi 3aC00M KOHTpPAIEMIIil.

OckinbKy X0NIeCTepUH Ta iHII NTPORYKTH Oi0CUHTE3y X0IeCTEePUHY BaXK/IUBi 411 PO3BUTKY IJIOAA,
NOTEeHIiNHNY pr3uK iHribyBaHHSA ['MI'-KoA-penyKTa3u IepeBUIy€e MOKIIUBY KOPUCTE Bif
3aCTOCYBaHHS IIpernapaTy y Iepiof BariTHOCTI. AKIIo MallieHTKa 3aBariTHI€ B Iepiof 3aCTOCYBaHHSA
Ipernapary, JiKyBaHHS CIIil HETalHO IPUIUHUTH.

PosyBacTaTuH noTparmisie y MOJIOKO IIypiB. [laHUX 11000 IPOHUKHEHHS Mpenapary y IpyaHe MOJIOKO
TIOOWHY HeMae (OuB. po3min «[IpoTUmoKa3aHHSI»).

30amuicmb eniueamu Ha weudKicmb peakuii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexXaHizMmamu.

[ocnigKeHHs BINIUBY PO3yBaCTaTHHY Ha 3aTHICTh KEPyBaTH aBTOTPAHCIIOPTOM Ta IpalfoBaTH 3
iHIMMMU MexaHi3MaMu He mpoBoguiad. OgHaK 3 OrIsify Ha papMaKOmUHAMiYHi BIaCTHUBOCTI,
MaJIOMMOBIPHO, 1110 pO3yBaCTaTUH BIJIMBAaTUME Ha TaKy 3[aTHICTh. [Ipy KepyBaHHI aBTOTPaHCIIOPTOM
abo po6oTi 3 iHIIKMU MeXaHi3MaMH CJIif] BpaxOByBaTH MOXKJIMBICTh 3allaMOPOUEHHS Y Iepion
JIIKyBaHHSI pO3yBaCTaTUHOM.

Cnoci6 3acmocyeaHHss ma do3u.

[Iepen mo4yaTKOM JIiKyBaHHS MALiEHTY CJIi MPU3HAUYUTHA CTaHOAPTHY TillOX0JIECTEPUHEMIYHY HIETY,
SIKO1 CJIil MOTPUMYBATHUCS i TPOTSIroM JiKyBaHHS. 103y ciif mimOupaTy iHOUBiAyanbHO, 3a7IeXKHO Bifl
MeTHU Teparii Ta eeKTUBHOCTI JTiKyBaHHS, 6epy4u 00 yBaru IOTOYHI peKOMeHallii.

[Tpemapart KiBac MoxkHa mpuiiMaTy y OyOb-IKUM 4ac OHS, He3aJieXkHO Bif nmpuitoMy ixi.

TabeTKy He CJIifl pO32KOBYBATH, ajie MOXKHA OiNMUTH 3 METOIO IOJIETIIEHHSI KOBTaHHS. 3alliBaTH
BOJIOIO.

JIixysaHHA 2inepxosecmepuHeMil.

PekoMeHgOBaHa IIOYATKOBA [103a CTaHOBUTL 5 ab6o 10 Mr mepopanbHo 1 pa3 Ha go0y SK A7
TIAllieHTIB, SIKi paHillle He 3aCTOCOBYBAJIM CTAaTHHU, TaK i MepeBefleHUX Ha JIiKapChKUi 3acib 3
npuiiomy iumoro inribiTopa I'MI-KoA-penykTasu.

[Tinbupaouu MOYaTKOBY 03y, CJIifl BpaXOBYBaTH iHAUBIIyaIbHUN PiBEHB BMICTY X0JIECTEPUHY Y
TIAlliEHTiB Ta MOXKJIUBUM CEPIIEBO-CYAUHHUM PU3UK, @ TAKOXK IIOTEHI[INHUN PU3UK PO3BUTKY IOOIYHUX
peaxiiiii. Y pa3i HeoOximHOCTI yepe3 4 TUXKHi 003y MOXKHa 30iIbIINTH (IUB. PO3MiN
«®apMaKoOoMHaMiKa»).

OCKinbKY ¥ BUNIAAKYy 3aCTOCyBaHHS [03u 40 MTr mob6iuHi peakilil BAHUKAIOTh YacTillle, HiXkK Ipu
MEeHIINX fo03ax (ouB. po3min «[1o6iuHi peakirii»), 0CTaTOYHO TUTPYBATH 03y [0 MaKCUMaIbHOTO
piBHg 40 Mr Cif nulle TalieHTaM i3 TAKKOIO TinepxoleCTepUHEMi€l0 Ta BUCOKUM PU3UKOM CEPIIEBO-
CYIUHHUX IIOPYIIEHb (30KpeMa Ialli€eHTaM i3 CiMeHHOI0 TillepX0IeCTEPUHEMIEI0), Y IKUX He BAANIOCS
mocarty 6axKaHOTo pe3yJIbTaTy IPU 3acToCyBaHHI qo3u 20 Mr, i Ki MOBUHHI mepebyBaTu Imif
PeryspHUAM HarnsagoM (OuB. po3min «Oco0nIuBOCTi 3acToCcyBaHHS»). Ha 1Mo4aTKy 3aCTOCyBaHHS 03U
40 Mr peKOMeHJ0BaHUM HATJg[ CIieliaicTa.



IIpoghinakmuka cepueeo-cyOUHHUX NOPYUEHb.

Bimomo, 110 mig 9ac gocmigKeHHs 3HUKEHHS PU3UKY YCKIagHeHb 3 00Ky CeplieBO-CyIUHHOI CHCTEMHU
noOoBa mo3a npemnapary craHoBuia 20 Mr (guB. po3nin «®apMakoguHaMiKa»).

3acmocy8aHHA nauieHmam AimHb020 BiKY.

PekomeHnpgoBaHa moyaTKOBa [03a O IMAlli€HTiB BikoM > 70 pOKiB CTaHOBUTL D MT (OUB. PO3MiNn
«Oco0MBOCTI 3aCTOCYBaHHS»). [HIlla KOPEKIIis J03U 3ajIe2KHO Bif BiKy He MoTpiOHa.

ITauieHmu 3 nopyweHHAMU (pYHKUII HUPOK.

I TalieHTiB 3 IETKUM Ta IOMipHUM IOPYIIEHHSAM (QYHKIII HUPOK HeMa€e HeoOXiMHOCTI y KOpeKIil
no3u. PekoMeHj0BaHa II0YaTKOBA [103a [J1s MAI[iEHTIB 3 MOPYIIeHHIM (QYHKIIii HUPOK MOMipHOI
TSKKOCTI (K/IipeHC KpeaTuHiny < 60 MJ1/XB) cTaHOBUTH O MT. [lo3a 40 Mr npoTunoka3aHa nalieHTaM
3 IOpPYIIEeHHAM (QYHKIIil HUPOK IOMIpHOI TIKKOCTI. [lalfieHTaM 3 TSKKUM IOPYIIeHHAM (QYHKIL1
HUPOK 3aCTOCyBaHH4 npenapaty KiiBac mpoTunoka3aHo y Oyaob-SKUX f03ax (IUB. PO3minu
«IIpoTunoka3aHHsa» Ta «PapMaKOKiHETHKA»).

ITauieHmu 3 nopyweHHAMU PYHKUII NeviHKU.

He cmocTepiranocs 3pocTaHHsS CUCTEMHOI eKCII03HIIil PpO3yBaCTATHUHY V HallieHTiB 3 7 Oamamu abo
MeHIIe 3a 1mKkasnoio Yaunga-I1't0. [IpoTe mocuneHHs CUCTEMHOI eKCIo3utlii 0y10 Big3HA4YeHO Y
NallieHTiB, CTaH SKUX OLiHIOBaBCS Y 8 Ta 9 OariB 3a mkasnoo Yainma-I1'10. TakuM mallieHTam Ciuif
IIPOBOAMTH OLIHKY (PYHKIII HUPOK (guB. po3min «Oco0auBOCTi 3acTOCyBaHHS»). [JOCBif 3aCTOCYBaHHS
Ipemnapary nalieHTaM, SKi Habpanu Oinbie 9 OaniB 3a mkanoo Yaiinma-I1'10, BincyTHil. [TpemapaT
KmiBac mpoTunoka3aHui NallieHTaM i3 3aXBOPIOBaHHSIMHU IEYiHKYM B aKTUBHIN CTafil (IUB. po3Min
«[IpoTUnIOKa3aHH»).

Pacoega HaaedxcHicmb.

Y nairieHTiB MOHTOJIOIIHOI pacy CIIOCTepiranacs MmigBuilleHa CUCTEMHA €KCIIO3UIIis PO3yBaCTaTUHY
(muB. po3minu «IIpoTumoka3aHHsI», «OCOBIUBOCTI 3aCTOCYBaHHSI» Ta «DapMaKOKiHETHKA»).
PexoMeH0OBaHa [10YaTKOBA 403a [JIf TAKUX IAli€HTIB CTAHOBUTE 5 M. 3aCTOCyBaHHS no3u 40 mr
[IPOTUIIOKA3aHe.

ITauieHmu 3i cxusnvbHicmio 0o po3sumky mionamii.

PexomeH0OBaHa MOYaTKOBA [03a AJIS MAIi€HTIB 31 CXUIBHICTIO O PO3BUTKY MiomaTil CTAHOBUTH 5 MT
(muB. po3min «Oco6auBOCTi 3acTOCyBaHHS»). [Jo3a 40 MI MIPOTHIIOKa3aHa AeSKUM 3 TaKuX IallieHTiB
(muB. po3min «IIpoTUnoOKa3aHHI»).

I'enemuyuHul nosaimopiam.

[TeBHi TUIN TEHETUYHOTO MOIIMOP(iI3My MOKYTh IPU3BOOUTHU [0 MigBUIIEHHS €KCIO3UIIil
po3yBacTaTuHy. [lallieHTaM i3 BifOMOI0 HAsSIBHICTIO TAKKX THUIIIB MOJIiMOP(}i3My PEeKOMEHAYETHCSI
3aCTOCOBYBaTH MeHINy f000BYy 03y IIpenapary.

CynymHe 3acmocCy8aHHA.

Po3yBacTaTtuH € cyOCTpaTOM Pi3HUX TpaHCHOpTHUX O0inkiB (Hampuknag OATP1B1 ta BCRP). Pusuk
Mmiomartii (y Tomy uuci pabmomionidy) 3pocTae Ipu CyIyTHbOMY 3aCTOCYBaHHiI PO3yBaCTaTUHY 3
IIeBHUMHU JTiKapChKUMU 3aco0aMu, I10 MOXKYTh IiIBUIIlyBaTH KOHIIEHTPALIil0 PO3yBACTaTHHY y IJIa3Mi



KPOBi BHACJIIIOK B3a€EMOfil 3 UMK TPaHCIOPTHUMY OilkaMu (HalpHUKIIa[ UXKIOCIOPHHOM Ta
NIeBHUMHU iHTiGiTOpaMu mpoTeasu, y TOMy 4ucili KOMOiHaIisIMU PUTOHABIPY 3 aTa3aHaBipoM,
notiHaBipoM Ta/abo TunpaHaBipoM (OuB. po3minu «Oco6IMBOCTI 3aCTOCYBaHHS» Ta «B3aemofis 3
iHImMUMY MiKapchKUMM 3acobaMu Ta iHII BUAM B3a€MOMiH»)). [1o MOXKIMBOCTI CITif PO3TIAHYTH
3aCTOCyBaHHS albTePHATUBHUX JIiKapChKUX 3ac00iB Ta, ¥ pa3i HeoOXimHOCTi, TUMYaCOBO ITIepepBaTu
Tepariio npenapaToM KiiBac. dKIIo CymyTHHOTO 3aCTOCYBAHHS LIMX JIIKAPCHKUX 3aC00iB 3
npenapaToM KiiBac yHUKHYTU HEeMOXKJIUBO, CJIiJ] peTeJIbHO 3BaKUTU KOPUCTh Ta PU3UK Bif
CYIIyTHBOTO 3aCTOCYBaHHS Ta BiAMIOBIIHMM YMHOM BigKOpEryBaTH [03Y IIpenaparty (AuB. po3min
«B3aeMopmis 3 iHMMMY JTiKapChbKUMK 3aC00aMM Ta iHIIII BUIY B3AEMOIii»).

Himu.
3acToCyBaHHS MMpenapaTry OiTSIM Ma€ MIPOBOAUTH JIUIIE CIeliaiCT.
[Tity BikoM Bin 6 mo 17 pokiB (cTamis Tanuepa “II-V).

['eTepo3uroTHa ciMeliHa TinepxoiecTepuHeMis

3BHYaliHa I0YaTKOBa M000Ba m03a OIS JiTel Ta MigIiTKiB i3 reTepo3UroTHOI0 CiMEeHHOI0
rinepxonecTepuHeMiel0 CTaHOBUTE D5 MT Ha [00y.

. 3BHYaiiHa [03a O OiTed BiKOM Bim 6 mo 9 poKiB i3 reTepo3uroTHOI CiMEHHO0
rinepxonecTepuHeMiel0 CTaHOBUTE Bif 5 Mr no 10 Mr nmepopaibHO OfKH pa3 Ha 0o0y. beaneka Ta
e(eKTHUBHICTh 3aCTOCYBaHHS JIiKapChKOoro 3acoly y mo3ax Oinbiie 10 MT y Lill DONynIil He
LOCITIIXKYBaJIUCH.

. 3BrYaiiHa [o03a Oy gited BikoM Big 10 o 17 pokiB i3 reTepo3UroTHOI CIMEHHO0
rinepxonecTepuHEMi€l0 CTAaHOBUTE Bif 5 Mr go 20 Mr mepopaibHO OfKH pa3 Ha no0y. beameka Ta
e(eKTHUBHICTb 3aCTOCYBaHHS JTiKapChKoro 3acoby B go3ax Oinbie 20 Mr y 1l monymsiii He
OOCIIiAKYBaJIUCS.

[TigBuuIyBaTH [O3Y CIif BiAMOBIAHO OO iHAMBiAYyalIbHOI BiATOBiAI AUTUHYU Ha JiKyBaHHS Ta
IIepPeHOCUMOCTi JTiIKapChKOTO 3aco0y, IOTPUMYIOUNCh PeKOMeH Iallill 0/10 TiKyBaHHS OiTel (OuB.
po3min «Ocob6auBOCTI 3acTOCyBaHHS»). [lepen moyaTKoM Tepariil po3yBacTaTUHOM [JiTSIM Ta MifIiTKaM
CJIi[ IPU3HAYUTH CTAHOAPTHY Til0X0JIeCTEPUHEMIUHY [i€Ty, KOl Nal[ieHTH MalTh JOTPUMYyBATHUCS i
IIPOTSATOM JTiKyBaHHS.

['OMO3UTOTHA CiMelHa TilepxoleCTepruHeMis

PekomeHnngoBaHa MaKCHMallbHa [03a OJId OiTed BIKOM Bif 6 o 17 POKiB i3 TOMO3UTOTHOIO CiMENHOIO
rinepxonecTepuHeMieio CTaHOBUTE 20 MT OfuH pa3 Ha fo0y.

PexomMeH0BaHa II0YaTKOBA [I03a CTAHOBUTS Bif 5 Mr 1o 10 Mr oguH pa3 Ha [00y 3aneKHO Bif BiKy,
MacH Tifla Ta MMOMePeIHbOT0 3aCTOCYBAHHS CTAaTUHIB. [TigBUITyBaTH MO0 MaKCHMabHOI fo3u 20 MT
OOuH pa3 Ha mo6y crif BignmoBigHO O iHAMBigyasnbHOI BiATIOBiAl AUTUHY Ha JiKyBaHHS Ta
[IePEeHOCUMOCTI IIpenapaTy, JOTPUMYIOYUCh PEKOMEH Al 00 JIiKyBaHHS OiTel

(muB. po3min «Ocob6IuBOCTI 3acTOCyBaHHS»). [Iepeq MoYaTKOM Teparrii po3yBacTaTHHOM [iTSIM Ta
IiATiTKaM CIIifi IPU3HAYUTH CTAaHNAPTHY Til0X0JIeCTEPUHEMIUHY HIiETY, SKOI MalieHTH MaloTh
OOTPUMYBATUCH 1 IPOTATOM JIIKYBaHHS.

Iocin nikyBaHHS ITi€l nomynsnil y mo3ax Oinbiae 20 Mr oOMeKeHUi.



TabmeTku 1o 40 MI He 3aCTOCOBYIOTE AiTSIM.
Ilimu 8ikom 0o 6 pokis.

Beamneka Ta e(eKTUBHICTh 3aCTOCYBaHHS JTIKAPCHKOTO 3aC00y AiTSM BiKOM /10 6 POKiB HE BUBYAJIUCH.
TakuMm ynHOM, penapatT KiiBac He peKOMEHIYETHCS 3aCTOCOBYBATH AiTSAM BiKOM 10 6 POKiB.

Ilepedo3yeanHsi.

Croenu@idyHOro JiKyBaHHS llepefo3yBaHHS HeMaeE. Y pa3i nepeno3yBaHHs, Ialli€HTa CIIif TiKyBaTu
CHMIITOMaTUYHO Ta ¥ pa3i HeoOXiAHOCTI - BXKUTHU MiATPUMYIOUUX 3aX0fiB. [IoTpibeH KOHTPOIb HyHKIIIl
neuinku Ta piBHiB KK. ManoiimoBipHo, 1110 remMopiani3 6yne ebeKTUBHUM.

ITobiuni peakuii.

[To6iyHi peaxiiii, 10 CIIOCTEPIralOThCS MPU 3aCTOCYBAHHI pO3yBacTaTHHY, 3a3BUYail JIETKi Ta
TAMYaCOBI.

Bigomo, 1110 y KOHTPOJIbOBaHUX KITiHIYHUX AOCHIAKEHHAX MeHIe 4% MallieHTiB, AKi 3aCTOCOBYBau
PO3yBacTaTHH, BUMIIIY i3 MOCTimKeHHS yepe3 HeOaxkaHi peakirii.

Huxye mpencraBieHo npodins HebaxkaHUX peakiliit Ha po3yBacTaTUH 3a HaHUMU KITiHIYHUX
IOCTiAKeHb Ta BEJIMKOTO NOCBiAY IiclspeecTpalliiinoro 3actocyBants. HebaxaHi peakiiii
Knacu(ikoBaHO 3a YaCTOTOIO Ta CUCTEeMHO-opraHHuMU Kinacamu (COK).

[To6iuHi peakii HaBegeHO HUKYe BigIOBIOHO 10 YaCTOTHU BUHUKHEHHS: YacTo (= 1/100, < 1/10);
HeyacTo (= 1/1000, < 1/100); pigko (= 1/10000, < 1/1000); myxe pigko (< 1/10000); vactoTta
HeBigoMa (HeMOXKJIMBO BCTAHOBUTH 3d HASIBHUMHU MAaHUMH).

3 6oky Kposi ma aimpamuyHoi cucmemu: PigKo - TPOMOOITUTOIIEHis.
3 60Ky iMyHHOI cucmemu: PigKo - peakilil TinepyYyTIUBOCTi, y TOMY YHCII aHTiOHEeBPOTUYHMM HaOPSIK.
EHOOKpUHHI po31adu: 9acTo - IyKpPoBHil Hiabet’.

3 6oky Hepeoeoi cucmeMu: 4acTo - TOJIOBHUY 6iyib, 3alIaMOPOYEHHS; IyXKe PiKO - MOTiHeBponaris,
BTpaTa IaM’siTi; 4aCcToTa HeBioMa - nepudepruyHa HeBPOaTis, IOPYLUIEHHS CHY, Y TOMY YUCI
0e3COHHS Ta HiYHI KOIIIMapH, MiacTeHist rpaBic.

IlcuxiuHi po3sadu: 4acTOTa HeBiTOMa - HEempecis.
3 60Ky opaaHie OuxaHHs, 2pyOHOI KAimKU ma cepedoCmiHHA: 4aCTOTa HeBijoMa - KallleJlb, JUCITHOE.

3 60Ky mpasHo20 mpakmy: 4acTo - 3amop, HyHoTa, Oi/ib ¥ KUBOTI; PigKO - MAHKPEATHUT; YacTOTa
HeBigoMa - fiapes.

3 6oky 2enamobisiapHoi cucmemu: PifKo - MigBUINEHHS PiBHS MEYiHKOBUX TpaHCaMiHa3; MyxKe pigKo
- XKOBTSHULIA, TeNaTuT.

3 60Ky wkipu ma nidwKipHOi KAimKo8UHU: HEYACTO - CBepOixkK, BUCHII, KPOIIMB THKA; YaCTOTa



HeBigoMa - cuHapoM CriBeHca-IIxkoHcoHa, DRESS - cuHApOM, 110 KJTiHIYHO MPOSIBISETHCS
€031HO(DiITi€I0 Ta CUCTEMHUMYU CUMIITOMaMHU.

3 60Ky opaaHis 30py: YacTOTa HEBimoMa - ouHa GopMa MiacTeHii.

3 60Ky ckesnemHo-M’ 5130801 cucmemu ma CnoAy4YHOi MKAHUHU: 9aCTO - Mianrist; pigko - miomaTis (y
TOMY YHUCJIi MiO3UT) Ta pabmomioii3, BOBUaKONOAIOHNY CUHAPOM, PO3PUB M'43iB; AyXKe PimKo -
apTpaJris; yacToTa HEBigoMa - OPYIIeHHS 3 00Ky CyX0XKuJIb, iIHKOJU YCKIIaflHEH]I pO3pHUBaMH,
iMyHOOIIOCepeKOBaHa HEKPOTU3yoda MiomaTis.

3 60Ky HUPOK ma ce4osudinbHOI cucmeMu: Oyx e PifgKo - reMaTypis.
3 60xy penpodykmueHoi cucmemMu ma MO/A0YHUX 3d103: Oy*Ke PifAKO - TIHEKOMAaCTis.
3azanvHull cmaM: 4acTo - acTeHid; YacToTa HeBijoMa - HaOpSIK.

" YacToTa 3a1eKUTh Bifl HAsBHOCTI (haKTOpiB PU3UKY (piBeHb ITIFOKO3U HaTIe = 5,6 MMonb/i, IMT >
30 Kr/™M’, ifBUIIEH] PiBHI TPHUIIiNepPUAiB, apTepianbHa rinepTeHsisa B aHaMHesi).

4K i y BUMagKy 3actocyBaHHd iHmuX iHribiTopiB 'MI-K0A, YacToTa HeOaxkaHUX peakiliii 3a/IeXKUThb
Bif mo3u.

Bnaue Ha HUpku.

Y namieHTiB, sIKi 3aCTOCOBYBaJId pO3yBaCTaTHH, CIIOCTEPIraaucs BUMaAKU IPOTEIHYPil, IepeBakHO
KaHaJlblIeBOT0 TIOXOAKEHHS (BU3HAYEHOI 3a «TECTOM CMYKKHI»).

3minu BmicTy OinKa y cedi Bif BigcyTHOCTI abo ciifiB no 3HaueHHs abo Oinbllle 3apeecTpoBaHi y
IesKUX 4aCOBUX TOUKaxX y < 1 % MallieHTiB, AKi mpuiManu po3yBacTaTuH y 1o3i 10 mr ta 20 Mr, Ta
npubnu3Ho y 3 % malieHTiB pu 3acTocyBaHHi mo3u 40 MT.

He3HauHe 30inblIeHHST YaCTOTH BUMAKIB migBuIeHHs 6ifka y cedi Bif BimcyTHOCTI abo cifiB 1o
3HAUYEeHHS CIOCTEepiraaocs Mpu 3acTocyBaHHi mo3u 20 MT. Y GinbINOCTi BUNlafKiB BUPaKeHICTh
IPOTEIHypii 3MeHIyBaach a00 3HMKAJA CIIOHTAHHO ITPY IIPOAOBXKEHHI 3aCTOCYBAHHS
po3yBacTaTUHY.

3 Ornsfy Ha iCHY0Yi faHi KIiHIYHUX [OCTiAXKeHb Ta MOCTMapKETHUHTOBUX CIIOCTEPEXKEHD, Ha HaHUU
Yyac He BUSBJIEHO IPUYUHHO-HACTITKOBOI0 3B’SI3Ky MiXK IIPOTEIHypi€elo Ta rocTpuM abo
IIPOTPECYI0YMM 3aXBOPIOBAHHSAM HUPOK.

I'eMaTypid crocTepiranach y nali€HTiB, AKi 3aCTOCOBYBaJId PO3yBaCTaTHH; 3a JaHUMH KITiHIYHUX
OOCIIMXeHb YacToTa 11 Maja.

Bnaus Ha ckesiemHy MycKyaamypy.

YpaxeHHd CKeJIeTHOL MyCKy/IaTypH, Taki SIK Mianris, MionaTis (y TOMy YKCIIi MiO3UT) Ta PifKo
pabmoMionis, i3 roCTPOI0 HUPKOBOIO HEJOCTaTHICTIO abo 6e3 Hel, criocTepiranucs Mpy 3aCTOCYBaHHI
Oynmb-sIKUX 003 PO3yBacTaTUHY, a 0COOIMBO IIPU 3aCTOCYBaHHi 103 > 20 Mr.

Y mauieHTiB, fKi IpUiiMany po3yBaCcTaTUH, CIOCTepiranocs no3o3ajaexHe 3pocTaHHs piBHIB KK; y
OinbInocTi BUMaAKiB sipuiile 0yJ10 cinabKUM, aCUMITOMAaTUYHUM Ta TUMYacoBuM. dAkiro piBHi KK
nigBuIeHi (> 5 pa3iB BepxHboi Mexki HopMu (BMH)), nmikyBaHHS Cif IPUIUHUTH (OUB. PO3TiN
«OCco6MMBOCTI 3aCTOCYBaHHS»).



Bnaue Ha neuiHKYy.

4K i y BUllagKy 3acTtocyBaHH4 iHmuX iHribiTopiB 'MI-KoA-penykTa3u, y HEBEJIUKOI KiJTbKOCTi
NallieHTiB, SIKi IpUKMaNy po3yBacTaTHH, CIIOCTEPIraaocs fo303ajie’kHe 30ibIIeHHs PiBHSA
TpaHcaMiHas3; y GilblIoCTi BUMagKiB siBullle 6y1o cnabKuM, aCUMITOMaTUYHUM Ta TUMYaCOBUM.

ITpu 3acmocysaHHi OessKUX cmamuHie NnogidoMA5A10Cs NPo Maki HebadxcaHi Asuwla:

po37agy CcTaTeBol GPyHKIIIi; OKpeMi BUIagKK iHTEPCTHUIIaTbHOTO 3aXBOPIOBAHHS JIET€Hb, 0COOIIUBO Y
pasi TpuBanoi Teparmil (muB. po3min «OcoOIUBOCTI 3aCTOCYBAHHS»).

YacToTa BumafKiB pabmoMioni3y, cepio3HUX MOpyIIeHs 3 60Ky HUPOK Ta MeYiHKY (epeBakHO
TifBUIIEHUY PiBeHb EYiHKOBUX TPaHCaMiHa3) Oya Ginbloo mIpyu 3acToCyBaHHi 1031 40 M.

Himu.

[TinBuieHHs piBHS KpeaTuHKiHa3u >10 pagis Buie BMH Ta cumntomu 3 60Ky M’s3iB micis
¢bisuyHOrO HaBaHTaXXeHHA a0o0 MmigBUIEeHOI Pi3UYHOI aKTUBHOCTI CIIOCTepiraaucs 4acrime y 52-
TUXKHEBOMY KJIIHIYHOMY AOCIIIIXKEHH] 3a y4acTi AiTell MOPIBHAHO 3 HOPOCIUMU (OUB. PO3AiNI
«OcobmuBOCTi 3acTocyBaHHs»). [IpoTe npodins 6e3neku po3yBacTaTUHY Y AiTel OyB mMOmiOHUM 1O
TaKOI'0 Y JOPOCTIUX.

Tepmin npudamuocmi.

2 POKH.

YmMmoBH 30epiranns.

30epiratu y HeJOCTYIIHOMY OJIs1 OiTel MicCIli, B OpUTiHaJIbHIN yIIaKOBIi IpX TeMIepaTypi He BUIIE
25 °C.

YnakoBka.

[To 10 Tabnetox y 6mictepi, o 1, 3 abo 9 GmicTepiB B KAPTOHHIM mayIli.

Kareropis Bigmycky.

3a pelLemnToM.

BupoOHHUK.

TOB «®apma CtapT».



Micue3HaxoaKeHHsI BHPOOHHKA Ta afjpeca MiCIsi IPOBaIKeHHs MOro JisIbHOCTI.

Vkpaina, 03124, m. Kuis, OynsBap Baumasa I'aBena, 8.



