IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

PO3YBACTATHH

(ROSUVASTATIN)

Cknao:
ditoya pevoB8uHa: po3yBacTaTHH;
1 TabneTKa MiCTUTh PO3yBacTaTHH (Y BUTJISAI pO3yBaCTaTUHY Kasbllito) - 10 Mr a6o 20 mr;

0ONnoMIidiICHI peyo8uHU: 1Ie/TI0N03a MiKPOKPUCTATiYHa; TaKT03a, MOHOTIAPAT; Kalbllito rimpodocdar
OUTigpaT; KPOCIOBiOH; MarHil0 cTeapar;

CyMIII 71 TOKPUTTS MICTUTh: CIUPT IOJiBiHINIOBUM, TUTaHY Hiokcup (E 171), monieTUneHriikosib
(Makporo:m), Tanbk, 3amiza okcup xkoptuli (E 172), 3aniza okcup yepBouuii (E 172).

JIikapcbka ¢opma. TabmeTKH, BKPUTI IIiBKOBOIO 000JI0HKOIO.

OcHosHi (izuko-xiMiuHi 81acmusocmi: TaONeTKH, BKPUTI ITiIBKOBOIO 000JI0HKOIO, Bifl TOMapaH4YeBo-
POXKEBOT0 0O POKEBOr'0 KOJIbOPY, KPyriol (opMH, 3 IBOOMIYKIIOK IOBEPXHEI.

dapMakoTepaneBTHYHA rpyma.

linonimigemiuni 3aco6u. Iariditopu I'MI'-KoA-penykTasu. Kom ATX C10A A07.

dPapmakon02iuHi e1acmusocmi.
dapmakoOuHamika.
MexaHi3m 0ii

Po3yBacTaTuH — Ile CelIeKTUBHUU Ta KOHKypeHTHuM iHribitop I'MI'-KoA-penykrasu, pepMeHTy, 1110
BM3HayYa€ IIBUAKICTh peakilil Ta IepeTBOPIOE 3-TifPOKCHU-3-MeTUATIIyTapuil KohepMeHT A Ha
MeBaJIOHAT, IONePeJHUK XoyiecTeprHy. OCHOBHUM MiclleM Ail po3yBacTaTUHY € ITediHKa, OpraH-
MillIeHb [J1s 3MEHIIIeHHS PiBHIB X0JIECTEPUHY.

PosyBacratuH 36inbInye KinbKicTh perentopiB JITTHII] Ha moBepxHi KJIiTUH MEYiHKY, TIOCUITIOI0YN
3axoIjeHHs Ta Katabomniam JIITHIII, Ta npurniuye nevinkosuit cunte3 JITIIHII, TakuM 4uHOM,
3MEHIUYIOUU 3arajibHy KibKicTh yacTuHoK JITT[THII ta JITTHIII.



®apmakoOuHamiyHa 0is

Po3yBacTtaTtuH 3HUXKY€ mifBUllleHUN piBeHb XonecTepury JIITHII, 3aransHOro XonecTepuHy Ta
TpUrilepunis i nigsuinye pisui xonectepuny JIIIBII. Bin Takoxk 3MeH1Iye piBHi anoB, XC-weJITIBIII,
XC-JITIOHIII, TT-JITIOHII Ta migBuirye piBeHs amoA-I (tabmuig 1). Po3yBacTaTUH TaKOXK 3MEHIITYE

cruiBBigHomeHnHsa XC-JITTHII/XC-JIIIBII, 3aranpraoro XC/XC-JITIBII, XC-ueJITIBII/XC-JIIIBII Ta
amnoB/amoA-I.

Tabnuns 1
Bigmosigk Ha §O3Y y MALi€HTIB i3 IePBUHHOIO rinepxoecTepuHemieto Tuny lla ta IIb

(BimKOpuUroBaHa CepenqHS BiCOTKOBa 3MiHa IMOPiBHSIHO 3 BUXITHUM PiBHEM)

Tlo3a N XC-JITTHI|3aranpaun|XC-JITIBIITT XC-aeJITIBIIjamoB QIT0A-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 -4.8 -4.2 4

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

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

TepaneBTuuyHuUM e(PeKT OCATAETHCSA MPOTATOM 1 THXKHS IiCNIS MOYaTKYy 3aCTOCyBaHHS JIIKapChKOT0
3acoby, 90% MakcumanbHOTO ePeKTy - uepes 2 THXKHi. MakcuManbHUM ePeKT 3a3BUYall OCATAEThCS
yepe3 4 TUXKHI Ta TPUBaE€ Hafdalll.

KniniyHa epexkmueHicms ma 6e3neka

PosyBacTtaTus epeKTHBHUY y TiKyBaHHI JOPOCIIHUX i3 TimepxojecTepuHEMIEIO - i3
rineprpurmiinepuneMieio abo 6e3 Hel - He3a/lexkKHO Bifl pacH, CTaTi Y4 BiKy, a TaKOXK Y Ialli€HTiB
0COONIMBUX I'PYI, TAKUX SK Malli€EHTH 3 LyKPOBUM AiabeToM abo malieHTH i3 CiMeilHOoI0
rinepxoyieCTepUHEMIER0.

3a 00’emHAaHUMU OAHUMU OOCIiIXKeHb PO3yBacTaTHH e(heKTUBHO 3HUKYBAB PiBHI X0JIECTEPUHY Y
6inmbIIoCTi manieHTiB i3 rimepxonecrepunemieto tuny Ila ta IIb (cepenniit moyatkosuit piBeHb XC-
JITTHII mpu6mu3Ho 4,8 MMOJIB/TT) [0 IiTEOBUX 3HAYEHb, BCTAHOBJIEHWX BU3HAHUM KEPiBHUIITBOM
€BpoIenchKOro ToBapucTBa aTepockneposy (EAS; 1998); mpubnusto y 80% mallieHTiB, ki npuiitmMmanu
npenapart y fo3i 10 Mr, Bganocs gocArTH HopMaTUBHUX IinboBuX piBHIB XC-JITTHIII 3a EAS (<3
MMOJIB/TI).

Y BenukoMy AocnifxeHHi 435 nalieHTiB i3 reTepO3UTr0THOIO CIMEMHOI0 TillepX0oJieCTePUHEMIE
IpUUMany po3yBacTaTuH y fo3ax Bif 20 mo 80 Mr 3a cXeMO MOCUIEHOT'0 TUTPYBAaHHS [O3U.
CrpusiTIUBUY BIUIMB JIIKAPCHKOTO 3aC00y Ha IMOKAa3HUKH JiMifiB Ta HOCATHEHHS LiThOBUX PiBHIB
Big3Havanu npu Bcix mo3ax. ITicnms TuTpyBaHHS 0o no6oBoi mo3u 40 mr (12 TuxHiB nmikyBaHHsS) XC-
JITTHIIT 3uu3uBcs Ha 53%. Y 33% natieHTiB 6yI0 mocarayTo HopMaTuBHuX piBHiIB XC-JITTHII] 3a EAS
(<3 MMoOmIB/T).

Y BigKpuTOMY [OCIIAKEHH] IIOCAJIEHOT0 TUTPYBaHHS 003 BiANOBiAL Ha 3aCTOCYBaHHS PO3yBaCTaTUHY
y mo3ax 20-40 mr BuBYanacs y 42 nami€eHTiB (BKJIOYa4u § fiTel) i3 TOMO3UTOTHO CiMEHHOI0



rinepxonecTepuHeMieo. Y 3arabHiil nomynsiil piBerb XC-JITTHII 3Hu3MBCS B cepegHboMy Ha 22%.

Y KJTiHIYHUX [OCHIXKEHHIX 3a y4acTio 00MeKeHO]I KiJTbKOCTi MaIliEHTIiB CIIOCTepiraBcs afuTUBHUN
epeKT po3yBaCTaTUHY Ha 3HUKEHHS PiBHS TPUTILIEPUMIIB ITPKU 3aCTOCYBaHHI y KOMOiHaIril 3
dbenopiOpaTom Ta Ha mipBuineHHs piBHiB XC-JITIBII] mpu 3acTocyBaHHi y KoMOiHaIlil 3 HialluHOM (OUB.
po3min «Oco6IUBOCTI 3aCTOCYBAHHS»).

Y GaraToreHTpoBOMY, IIOABIMHO ClinmoMy, Iiale60-KOHTPOILOBAHOMY KITiIHIYHOMY [OCITiAXKEHHI
(METEOR) 984 martienty BikoM 45-70 poKiB i3 HU3bKUM PU3UKOM illleMiyHOI XBOPOOH cepist
(Bu3HaueHUM SK pu3uK 3a PpaMiHreMchkoio mkanow <10% mporsarom 10 pokiB), cepenHim
3HaueHHaM XC-JITTHII 4,0 mmons/n (154,5 Mr/gm), arne i3 cyOKIiHIYHUM aTEPOCKIIEPO30M
(BM3HA4YEHUM 3a 30i/bllIeHHSIM TOBIIMHU KOMIIJIEKCY iHTUMa-Meqist conHol aptepil (TKIMCA)) Oynu
PaHIoOMi30BaHi 0 MBOX FPYI Ta IpUKMaK OguH pa3 Ha o6y abo 40 Mr po3yBacTaTuHy, abo miamne6o
IPOTATOM 2 pokiB. [TopiBHSHO i3 myane6o po3yBacTaTUH 3HAYHO CIIOBIIbHIOBAB IPOr'PECYBaHHS
MakcuManbHOl TKIMCA y 12 Toukax coHHol apTepil Ha -0,0145 mMmM/pik [95% moBipuuii iHTEpBan
-0,0196, -0,0093; p<0,0001]. 3mina nopiBHSAHO 3 BUXigHUM piBHEM cTaHOoBUIa -0,0014 MMm/pik
(-0,12%/pik (cTaTUCTUYHO HEe3HAuylla)) y IPYIi pO3yBacTaTUHY IOPIBHAHO i3 IPOrpeCyBaHHAM
0,0131 mm/pixk (1,12%/pik (p<0,0001)) y rpymi nnane6o. [TpsiMol Kopendiil MiK 3MeHIIeHHAM
TKIMCA Ta 3HMXKEHHSM PU3UKY MOPYLIeHb 3 60Ky CepleBO-CyqUHHOI CHCTEMU MTPOIeMOHCTPOBAHO
He Oyno. o nocrnipxkenas METEOR 6ynu 3anmydeHi nallieHTH i3 HU3bKUM PU3UKOM illIeMidyHOI
XBOpOoOU ceplid, SIKi He € IPefcTaBHUKAMH I[i/IbOBOI IIOMYIsLii 3aCTOCYBAHHS PO3yBacCTaTUHY y H03i
40 mr. [To3y 40 mr ciif npu3HavyaTy JUlle NalieHTaM i3 TAKKOI0 TilnepxojieCTePUHEMIEI0 Ta BUCOKUM
PU3UKOM CepPIEBO-CyAMHHUX POo37afiB (AuB. po3min «Criocid 3acToCyBaHHS Ta JO3U»).

B iHTepBeHIiHOMY [OCHiI>KEHHI pO3yBacTaTUHY 3 METOI0 OOTPYHTyBaHHS 3aCTOCYBAHHS CTATUHIB K
3aco0y nepaunHOi mpodinakTuku (JUPITER) BuB po3yBacTaTUHy Ha YaCTOTy 3HAYHUX
aTePOCKIEPOTUYHUX CEPLIEBO-CYOUHHUX 3aXBOpoBaHb OliHoBanu y 17 802 gomosikiB (=50 pokiB) Ta
XKiHOK (=60 poxkiB).

YyacHUKY JOCTigKeHHs Oy BUIAKOBUM YMHOM PO3MOfineHi go rpymn miamne6o (n=8901) abo
po3yBacTaTHUHY B mo3i 20 Mr omuH pa3 Ha go0y (n=8901) i 3a HUMU crIOCTEpPiraau B CepeaHbOMY
IIPOTSATOM 2 POKIB.

KonnenTpauii xonectepuny-JIITHII smermunuce Ha 45% (p<0,001) y rpymni po3yBacTaTuny
TIOPiBHSIHO 3 TPYIOI0 Marebo.

Y post-hoc ananisi gaHuX MiArpymny MalieHTiB BUCOKOTO PU3UKY i3 BUXiIHUM 3HaueHHIM >20% 3a
dpaminreMmcrkoro mKasnow (1558 yyacHuUKiB) criocTepiranocs 3HayHe 3HUKEHHS 4aCTOTH
KOMOiHOBaHOI KiHIIeBOI TOYKH, 1[0 OXOIL/TIOBajla CMEPTH Bifl CEPIIEBO-CYIUHHUX TOMIM, iHCYNIbT Ta
indapkT Miokappa (p=0,028), y rpyni po3yBacTaTuHy MOPiBHIHO 3 Miarie00. AGCOMIOTHE 3HUKEHHS
PU3UKY YaCTOTH Iofii cTaHoBuUO 8,8 BumaakiB Ha 1000 mailieHTo-pokiB. [ToKa3HUK 3araibHOI
CMEPTHOCTI JIUINABCS He3MiHEHUM Y Lil Tpymi BuCOKoro pu3uky (p=0,193). V post-hoc ananisi garux
Higrpynu BUCOKOTo pu3uKy (9302 y4acHMKY 3arajioM) i3 BUXigHUM 3Ha4YeHHAM =5% 3a IIKaJ0io
SCORE (ekcTpamnosboBaHO 3 METOI0 BKJIIOUEHHS JaHUX YYaCHUKIB BIKOM ITOHaA 65 POKiB)
CIIOCTepiranaocs 3Hauylle 3HUKEHHS 4aCTOTH KOMOiHOBaHOI KiHI[€BOl TOUKH, IIJ0 OXOIIJII0Baja CMEPTh
Bifl cepIieBO-CyIMHHUX TOfiN, iHCYNbT Ta iHpapKT Miokapma (p=0,0003), y rpyni po3yBacTaTHHY
TIOpiBHAHO 3 11ale60. AGCOTIOTHE 3HUKEHHS PU3UKY YaCTOTHU MOofil ctaHoBuio 5,1 Bumaaky Ha 1000
nanieHTo-poKiB. [ToKa3HUK 3aranbHOL CMEPTHOCTI y Lil MiATPYIli BUCOKOTO PU3UKY JIUIIABCS
He3MinenuM (p=0,076).

Y nocnigxenHi JUPITER 6,6% y4aCHUKIB Irpynnu IpuroMy po3yBacTaTUHY Ta 6,2% y4aCHUKIB Ipynu
n1ane60 IPUNMHUIIY 3aCTOCYBaHHS NOCIIIXKYBAHOTO JIIKAPCHKOT0 3ac0o0y yepe3 HebaxkaHi SBUIIA.



Haibinpi yactTumMu HebaXKaHUMU SBUIIAMHY, IO TPU3BOAUIIM 10 IPUITMHEHHS JTiKyBaHHS, Oynu
mianris (0,3% y rpyni po3yBactaTtuny, 0,2% — mnane6o), abgominansaui 6inb (0,03% y rpymi
po3yBactatuny, 0,02% — mmane6o) Ta Bucur (0,02% y rpymi podyBactatuny, 0,03% — mnarne6o).
Haii6inbi yacTuMy HebakaHUMU SBUIIAMH, IO CIIOCTEPIranucs y TPyIi po3yBacTaTHHY i3
4yacToTolo, Oinbinoio abo piBHOIO Bil3HaYeHii y rpyni nnaiebo, Oynu indexnuii ceqoux msaxis (8,7%
y rpymi po3yBacTtatuny, 8,6% — mnaiebo), Hazodapuurir (7,6% y rpymi po3ysactatusy, 7,2% —
nyane6o), 6inb y criuHi (7,6% y rpymi po3yBacTtaTury, 6,9% — nnaue6o) Ta mianrisa (7,6% y rpymi
po3yBacTaTuny, 6,6% — mnaie6o).

Himu

Y nogBiiHO crinoMy, paHAOMi30BaHOMY, OaraToleHTPOBOMY, Ianeb0-KOHTPOIboBaHOMY 12-
THXKHEBOMY OOCHimKeHHi (n=176, 97 y4acHUKIB 40/10Bi40i Ta 79 — XKiHOYOI cTaTi) i3 nomanbmuM 40-
THXKHEBUM IepiogoM (n=173, 96 yyacHUKIB 40JI0Bi40l Ta 77 — XKiHOYOI CTaTi) BiTKPUTOTO
TATPYBaHHS NO3M PO3yBacTaTUHy namieHTy BikoM 10-17 pokis (II-IV cTagil po3BuTKy 3a TaHHEPOM,
IiB4aTa, y AKUX MEHCTpYyallil modanucs moHaMeHIIe 1 pik ToMy) i3 reTepO3UTroTHOIO CiMENHOI0
rinepxonecTepuHeMi€io MPOTATOM 12 THUXKHIB OTPUMYBaJIu po3yBacTaTHH y 031 5, 10 abo 20 mr/moby
abo nnane6o, MiciIs 4oro BCi y4aCHUKY IIOOHS IIpUMMay po3yBacTaTul npotsarom 40 TuxHiB. Ha
noyaTky gociimxkenHs npubnmusno 30% marienTtis 6ynu Bikom 10-13 pokis Ta npubnusuo 17%, 18%,
40% Ta 25% i3 Hux 3Haxomunuck Ha II, III, IV Ta V cTagil po3BUTKY 3a TaHHEPOM BifAMOBITHO.

PiBens XC-JIITHIII 3menwmuBca Ha 38,3%, 44,6% Tta 50,0% BigmoBigHO y rpynax MpUAOMY
po3yBacTaTuHy B 103i 5, 10 Ta 20 Mr nopiBHsHO i3 0,7% y rpymi nnane6o.

Hanpukinni 40-TuKHEeBOT0 [1epiofy BIAKPUTOTO TUTPYBAHHS NO3U AJI1 HOCATHEHHS I[IIbOBOr0 PiBHSA
(MakcuMarsnbHa fo3a craHoBuiIa 20 Mr oguH pa3 Ha 7o6y) y 70 3 173 mamienTis (40,5%) Boanocs
gocAartu minboBoro piBHA XC-JITTHII mexIe 2,8 MMOIB/MI.

[Ticns 52 THXKHIB HOCTIXKYBaHOTO JTiKyBaHHS He 0YyJI0 BUSBIEHO XKOIHOT0 BIJIUBY Ha picT, Macy, IMT
abo craTeBe mo3piBaHHs (OUB. po3mdin «OcobnuBOCTi 3acTocyBaHHA»). Lle mocmigxkenus (n=176) He
IPUUHSATHE [JS MOPIiBHSIHHS PiIKuUX HeOaXKaHUX SBUII.

Po3yBacTaTuH Tak0X BUBYAIHU y 2-PiYHOMY BiIKPUTOMY AOCIIXKEHHI i3 I[i/TbOBOI0 TUTPALI€I0 AO3U Y
198 miTeii 3 reTepO3UTOTHO CIMEWHOO TilepxoaecTepuHeMi€ero y Biti Big 6 1o 17 pokis (88
y4aCHUKIB 4010Biv0il cTati Ta 110 - XKiHOYOI cTaTi, cTagis po3BUTKY 3a TaHHepoM <II-V). [TowaTkoBa
Io3a 1S BCiX MalliEHTiB CTAHOBUJIA 5 MT' PO3yBaCTAaTUHY OOUMH pPa3 Ha mo0y. ITarienTam BikoM Bif 6 mo
9 pokiB (n = 64) mo3y TUTPyBaX OO0 MaKCUMasbHOI 103U 10 Mr omuH pa3 Ha go0y, a malieHTaM BikoM
Bim 10 mo 17 pokiB (n = 134) - go MakcuMasbHOI 103U 20 MT ofuH pa3 Ha J00y.

[Ticns 24 MicsaniB JTiKyBaHHS PO3yBaCTaTUHOM CepPeNHE 3HUKEHHS Biff BUXIOHOr0 3HaYyeHHs XC-
JITTHIII, Bu3Ha4YeHe 3a METOJIOM HalMEHIITNX KBaipaTiB, CTAaHOBUIO -43 % (BUXigHUY PiBEHb:

236 mr/mn, micsiup 24: 133 Mr/gn). 115 KoXKHOI BiKOBOI I'PyIIA cepenHe 3HUKEHHS Bifl BUXiTHOTO
3HaueHHsa XC-JIITHIII, Bu3Ha4YeHe 3a METOOOM HalMEHIIIUX KBaipaTiB, CTaHOBUIO -43% (BUXigHUM
piBeHb: 234 mr/mon, micsaupb 24: 124 mr/on), -45% (BuxigHui piBeHb: 234 Mr/omn, Mmicsub 24: 124 mr/mn)
Ta -35% (BuxigHuu piBeHb: 241 mr/on, micsaus 24: 153 Mr/an) y BikoBux rpymnax Big 6 mo <10, Big 10
mo <14 i Big 14 mo <18 pokKiB BiAIOBITHO.

Pe3ynbpTaToM 3aCTOCYyBaHHS PO3yBacTaTUHY ¥ mo3ax 5 Mr, 10 mMr i 20 Mr TakoxX Oy/Iu CTAaTUCTUYHO
3HAUYIIl CepenHi 3MiHYU y IIOPIBHAHHI 3 BUXIAHUMU [TIOKa3HUKAMU TaKUX BTOPUHHUX 3MiHHUX BEJIUUYUH
mimigis i mimompoTeiniB: XC-JITIBIII, 3aransauit XC, XC-uweJITIBII, XC-JITTHII/XC-JITIBILI, 3aranbHui
XC/XC-JITIBMI, TT/XC-JIIIBI, XC-ueJIIIBII/XC-JITIBIII, anoB, anoB/amoA-1. KoxHa 3 Iux 3MiH
[IeMOHCTpPYBaJla MMOJIMNIIeHHS TiMigHIX peakiliii i 36epiranacst mpoTaroM 2 pokis.



[Ticnsa 24 mica1iB niKyBaHHS XKOOHOTO BIUIUBY Ha picT, Macy Tina, IMT abo cTaTeBe fo3piBaHHSA
BUSIBJIEHO He 0y710 (OuB. po3min «Oco0MMBOCTi 3aCTOCYBAHHS»).

Y paHAOMi30BaHOMY, TOABIHOMY CIIiIOMYy, I11alle00-KOHTPOJILOBAHOMY, OaraTolleHTPOBOMY,
TIepEeXPEeCHOMY AOCIIiMIKeHH] BUBYaIM PO3yBacTaTHH Y [03i 20 MT ofiuH pa3 Ha 0o0y y NOpiBHAHHI 3
nnane6o 3a yyacTio 14 miTed Ta mimmiTKiB (BikoM Big 6 o 17 poKiB) 3 TOMO3UTOTHOIO CiMEHHOI0
rimepxonectepuHeMie0. [JOCTiAKeHHS BKIII0Yal0 aKTUBHY 4-TUKHEBY IiATOTOBYY ¢a3y 3
NOTPUMaHHAM [i€TH, I Yac SKOI MallieHTiB JIiKyBalu po3yBacTaTHHOM y [o3i 10 Mr, mepexpecHy
¢ba3y, 10 cKilafanacs 3 6-TUKHEBOTO Iepiofy TiKyBaHHS PO3yBaCTaTHHOM B [03i 20 MT i3
nornepenHiM abo MOOasIbIINM 6-THKHEBUM JIiIKYBaHHSAM ITale0o, Ta 12-TUXKHEBY HiATPUMYy0Uy ¢asy,
IIPOTATOM $IKOI BCi nmauieHTy oTpuMyBanu 20 Mr po3yBacTaTtury. IlanieHTy, ski nepebyBanu Ha
Teparii eseTumiboM abo agepe3oM, IPOOOBKYBAIN OTPUMYBATH 1ie JIIKyBaHHS IIPOTATOM YChOTO
IOOCIIiIKeHHs.

Cratuctuyno 3Hauyme (p = 0,005) 3uuxenus pisusg XC-JIITHII (22,3 %; 85,4 mr/gn, abo

2,2 MMOJIB/N) COCTepirany 4yepe3 6 TUXKHIB JTIKyBaHHSA PO3yBaCTaTHHOM y [03i 20 MI' y IOpiBHSAHHI 3
nnaine6o. CrocTepiranocs CTaTUCTAYHO 3HaUyIle 3HMKeHH 3aranbHoro XC (20,1%, p=0,003), XC-
HeJI[1BII (22,9%, p=0,003) i atoB (17,1%, p=0,024). Takox cmocTepiranocs 3HUKeHHS piBHIB TT,
XC-JITTHII/XC-JITIBII, 3aranbaoro XC/XC-JITIBII, XC-ueJITIBII/XC-JITIBIII Ta anoB/amoA-I micns

6 THUXKHIB JIIKyBaHHS PO3yBacTaTUHOM Yy 103i 20 Mr y mopiBHgHHI 3 nyane6o. 3HMKeHHS piBHSI XC-
JIITHIII yepe3 6 TUXKHIB JIIKyBaHHS pPO3yBacTaTUHOM Yy [03i 20 MI' 3 HACTYIIHUMU 6 TUXKHIMU
JiKyBaHHS MIanebo 30epiramocs npoTtaroM 12 TuxkHiB 6e3mepepBHOI Teparii. Y ogHOTo nallieHTa
criocTepiranocs nopganbiie 3uuKeHHs piBHSA XC-JITTHII (8,0 %), 3aransroro XC (6,7 %) i XC-
HeJITIBII (7,4 %) micns 6 TUXKHIB TiKyBaHHSA 3 TUTPYBaHHAM A03u 0 40 Mr.

[1ig yac TpOXOBXKEHHS BIIKPUTOTO JIIKyBaHHS PO3yBaCTaTUHOM Y 031 20 Mr y 9 3 1iux malieHTiB 10
90 tuxHiB 3HMKeHHS piBHsA XC-JITTHII] 36epiramocs B Mexkax Bif -12,1 % mo -21,3 %.

Y BimKpuTOMY [OCHIAXKEHHI ITOCUIEHOT0 TUTPYBaHHS J03 y 7 OLiHIOBAHUX [iTel 1 migmiTKiB (y Bili Bif
8 mo 17 pokiB) 3 TOMO3UTOTHOIO CIMEMHOIO TilepxoaecTepUHEMI€EIO (IUB. BUIIE) BiHCOTOK 3HUKEHHS
piBasg XC-JITTHIII (21,0 %), 3aransaoro XC (19,2 %) ta XC-weJIIIBII] (21,0 %) Bim BUXigHOTO PiBHSA
IIic/isl 6 TUXKHIB JIIKyBaHHS pO3yBaCTaTUHOM B 031 20 MT BifioBifiaB TOMY, 1110 CIIOCTEpPIranocs y
BHUIle3TafaHOMy AOCIIiIXKEHH] ¥ OiTeH Ta MifJiTKiB 3 TOMO3UTOTHO CiMEHHOI0
rinepxoJiecTepUuHEeMIE.

€BporelicbKe areHTCTBO 3 JTiKapCchKUX 3ac006iB BiTMOBUIIOCS Bif 3000B’s13aHHS HagaBaTH pe3y/IbTaTH
OOCIIIXKeHb PO3yBaCTaTUHY Y BCIX MiATPyIax AiTel 3 TOMO3UTOTHOK CiIMENHOI0
rinepxonecTepuHeMi€l0, MePBUHHOIO KOMOIHOBAHO (3MilllaHO0) AUCIiMigeMielo Ta oI
npodilakTHKY MOPYLIeHb 3 00Ky CepIieBO-CyOqUHHOI CUCTeMHU (OuB. po3min «Crmocib 3acToCyBaHHS Ta
[no3u» OJId OTpUMaHHS iH(opMallil Iog0 3aCTOCYBaHHS HiTAM).

dapmakoKiHemuka.
BemokmyeaHHA

MaxkcumasnbHa KOHIIEHTpallisl po3yBacTaTUHy y mna3mi Kposi (C,,,) JocATaEThCA IPUOIU3HO Yepes 5
TOJMH IIiCJIS IIepopajIbHOTO 3aCTOCyBaHHS. AGComoTHA 0i0gOCTYIHICTh CTaHOBUTE Ipubnu3uo 20 %.

Po3nodin

Po3syBacTaTvH 3HaYHUM YUHOM 3aXOIUIIOETHCA [IE€UYIHKOIO, SKa € OCHOBHUM MiCIIeM CUHTEe3y
xonectepuny Ta Kiipency XC-JIITHIII. O6’em po3mofiny po3yBacTaTUHY CTAHOBUTH Mpubau3uo 134



1. [Tpubnusno 90 % po3yBacTaTuHy 3B’SI3y€ETHCS 3 OiTKaMu Ma3MU KPOBi, IEPEeBaXKHO 3 aTbOyMiHOM.
Memaboaism

Po3yBacTaTuH 3a3Hae He3HaYHOro MeTaboniamy (mpubnausuo 10 %). [ocnmigxkeHHs MeTabomi3My

in vitro i3 BUKOPUCTAHHSM TelaTOLUTIB TIOAWHU CBiUaTh, 10 PO3yBaCTaTUH € CIa0KUM CyOCcTpaToM
niist MeTabosIi3My Ha OCHOBi (hepMeHTiB nuToxpoMmy P450. OCHOBHUM 3afiTHUM i30pepMEHTOM €
CYP2C9, memio meH1y poib Bigirpatots 2C19, 3A4 ta 2D6. OCHOBHUMY BU3HAUYeHUMHU MeTabosiTaMu
€ N-mecMeTunoBui Ta 1akTOHOBUM MeTabomiTu. N-mecmeTun-MmetabosiT npubnau3Ho Ha 50 % MeHI
aKTHBHUH, HiXK PO3yBacTaTHH, TAKTOHOBUM MeTabOoIiT BBaXKa€ThCS KIiHIYHO HeakKTHBHUM. Ha
po3yBacTaThH npumnagae Oinbiae 90 % aKTUBHOCTI IUPKYyMI004oro inribiTopa I'MI-KoA-penykTasu.

BusedeHHs

[Tpubnusno 90 % mo3u po3yBacTaTUHY BUBOAUTHCS Y HE3MIHEHOMY CTaHi 3 KajioM (pa3oM BCMOKTaHa
Ta HEBCMOKTaHa [iloYa PeYoBHMHA), PeIITa BUBOOUTHLCS i3 ceuelo. [TpuOnu3uo0 5 % BUBOOUTHCS i3
ceuelo y He3MiHeHil popmi. [Tepion HamiBBUBeeHHS i3 M1a3MU KPOBi CTaHOBUTHL IPUOIKU3HO 19
TOJUH i He 30iNbIIyETHCSA IPU MifBUILEeHH] 103U. CepeqHe reOMeTpUYHE 3HAUEHHS KITipeHCY
Ipemnapary i3 maa3Mu KpoBi cTaHOBUTH Npubnu3no 50 n/roguny (KoedimienT Bapiamii - 21,7 %). Ak i
B inmmx iHri6iTopis I'MI'-KoA-penykTas3u, me4iHKOBe 3aXOIJIEHHS PO3yBAaCTAaTHUHY BiOyBaETHCS 3
ydacTio MeMOpaHHoro TpaHcrnopTepa OATP-C, sikuii Bifirpae BaxKJIMBY POJIb ¥ MTEYiHKOBIH eiMiHallil
pPO3yBacTaTHHY.

JIiHiliHicmb

CucTeMHa eKCIIO3HIlis PO3yBaCTaTUHY 30ibIIYETHCS IPOIOPIIiiHO no3i. [Ipu 6GaraTropazoBoMy
IIOOEeHHOMY 3aCTOCYyBaHHI TapaMeTpy (papMaKOKIHETUKY He 3MiHIOIOTHCH.

Ocob.uei epynu nayieHmis.
Bix ma cmamb

He cnocTepiranocst KJiHiYHO 3HAYYIIOTO BIUIUBY BiKy ab0 cTaTi Ha ¢papMaKOKiHETHKY PO3yBacTaTUHY
y popocnux. PapMaKOKiHeTHKa pPO3yBacTaTUHY Y OiTeH Ta MiAJITKIB i3 TeTEPO3UTOTHOIO CiIMEWHOI0
rinepxonecrtepuHeMieio nopibHa [0 ¢papMaKOKIHETUKHY Y JOPOCTIUX HOOPOBOJIBIIB (OUB. PO3Min
«IliTm»).

Paca

HocmigxeHHsT papMaKOKIHETUKY BUSBUIIH, IO Y MAIliEHTIB MOHTOJIOIAHOI pacH (SMOHIIIB, KUTAUIIIB,
GbiminmiHiiB, B’€THaAMIIIB Ta KOPEUIliB) MeqiaHHI 3HAaYEHHS IIJIOIII il (apMaKOKiHETUYHOI0 KPUBOIO
«KOHIIeHTpauisg-yac» (AUC) Ta C,,, TpubIKM3HO BABIYi BUIIi, HiK V €EBPOIENIIiB; Y iHOINIIB MeiaHHI
3HaueHHs AUC Ta C,,, migBumeHi npu6ausHo B 1,3 pasa. AHasi3 nonynsiiiHol ¢apMakoKiHETUKY He
BUSIBUB KJIiHIYHO 3HAUYIIO0l Pi3HHUIII MiXK MaIliEHTaMHi €BPOIIEOITHOI Ta HETPOIAHOI pac.

ITopyweHHA pYHKUiI HUPOK

Y mocnigkeHH] y MaI[i€HTIB i3 Pi3HUM CTyIeHeM MOpyLIeHHsS (QYHKI[il HUPOK 3MiH I1JIa3MOBUX
KOHIIeHTpalliil po3yBacTaTuHy abo N-gecMmeTun-MmeTabosiTy B ocib 3i cmabkoio abo IoMipHOIO
HEeJOCTaTHICTIO Bil3Ha4eHO He 0yj10. Y NalieHTiB i3 TAXKKUMU IOPyIIeHHAME QYHKIIil HUPOK (KJTipeHC
KpeaTuHiny <30 MJI/XB) 1a3MOBi KOHILIEHTpallii po3yBacTaTuHy Oyiu v 3 pa3u BUIIMMHU, a PiBHI N-
InecMeTuI-MeTaboIiTy - B 9 pa3iB BUIIMMH, HiXK Y 300POBUX NOOPOBOJILINB. PiBHOBaXKHI I71a3MOBi
KOHIIEeHTPallil po3yBaCTaTUHY y MAalli€HTiB, sKi mepeOyBaloTh Ha remMomianisi, 6y npubau3Hao Ha 50



% BUIIUMHU, HiXK V 30OPOBUX TOOPOBOJIBIIIB.
ITopyweHHA pYyHKYiI neviHKu

Y mocnifKeHHI MaIlieHTiB i3 pi3HUM CTyIeHeM MOpYyLUIeHHS QYHKIII MeYiHKy 03HaK MifBUIIEHO]
€KCIT03UIlil po3yBacTaTUHY He OyJi0 BUSIBJIEHO Y MAIli€HTIiB, CTaH SIKUX OIliHIOBaBCS y 7 abo MeHIIIe
6amiB 3a mKkamnow Yainma-IT't0o. OgHaK y OBOX Malli€HTIiB, IKi HaOpanu 8 Ta 9 GaiB 3a IIKaI00
Yaiinga-I1'10, cucTeMHa eKCIo3ullis 6ya 1joHaliMeHIIe BABiYi BUINA, HiXK y MAIli€HTIB i3 MEHIITUMU
6amamu. [1ocBin 3aCTOCyBaHHSA PO3yBaCTaTUHY NalliEHTaM, CTAH SKUX OLIHIOETHCS Y Oifblle HiXK 9
6aniB 3a mKkanoio Yaitnga-I1'to0, BigcyTHi.

I'enemuyHull noaimopgpiam

Po3nogin inri6iTopis 'MI'-KoA-penyKTa3u, B TOMY YHCJIi PO3yBACTATHHY, BiTOYBAETHCS 3@ y4aCTIO
tpaHcmopTHux 6inkiB OATP1B1 ta BCRP. Y marienTiB i3 renetuynum momximopdizamom SLCO1B1
(OATP1B1) Ta/a6o ABCG2 (BCRP) icHye pu3uK MigBHUIIEHO] €KCII03Ullil po3yBacTaTUHY. [Ipu OKpeMux
dbopmax nomimopdizmy SLCO1B1 ¢.521CC ta ABCG2 c.421AA excno3unis po3yBactatury (AUC)
migBuIlleHa MopiBHAHO i3 reHoTunaMu SLCO1B1 ¢.521TT a6o ABCG2 ¢.421CC. Cmerrianbae
TeHOTUIIYBAHHS Y KITiHIYHIN mpakTulli He mepenOayeHe, aje MallieHTaM i3 TakuM motiMopdizmMom
PEKOMEH[YEThCS 3aCTOCOBYBATH MeHIy J000BY J03y PO3yBaCTaTUHY.

Himu

[IBa mocmipxkeHHS (papMaKOKiHETUKY PO3yBacTaTUHY (y BUTJISAAl TabONeTOK) y AiTew i3
reTepo3Ur0THO CiMeNHO0 TiepxojiecTepuHeMieio BikoM Bifg 10 go 17 pokiB a6o Bixm 6 mo 17 pokis
(3aranom 214 marmieHTiB) MOKa3asy, 10 eKCIIO3UIlis IIpenapaTy B giTel HUK4a abo momidHa oo
€KCITO3UIIil y mopocnux mnamieHTiB. Ekcro3utiisi po3yBacTaTuHy Oyia nepen0dadyBaHOIO BifiTIOBIgHO [0
[03U Ta TPUBAJIOCTI IPUIOMY IIPOTSITOM OilbIIl HiXK 2 POKU CIIOCTEPEIKEHD.

KininiyHi XxapaKTepHCTHKH.
Iloka3aHnHs.
JIixysaHHA 2inepxosecmepuHemil

HopocnuM, migmiTkaM Ta OiTSM BiKOM Bif 6 POKIB i3 IepBUHHOIO rinepxonectepureMieio (tumy Ila, B
TOMY YHCJIi i3 TeTepO3UT0THOIO CiMEMHOI0 TinepxonecTepruHeMieto) abo 3MilIaHo0 AUCimifeMieo
(Tuny IIb) K HOTIOBHEHHS [0 AIETH, KOIU NOTPUMAHHS [i€TH Ta 3aCTOCYBaHHS iHIINUX
HeMeIMKaMeHTO3HUX 3ac00iB (Hanpukiap ¢GisuyHUX BIPaB, 3HWKEHHS MacH Tijlla) € HEOOCTaTHIM.

IopocnuM, miamiTKaM Ta OiTsSM BiKOM Bif 6 POKiB Ipu TOMO3UTOTHIN CiMelHil rimepxonecrepuHeMii
K [OTIOBHEHHS [0 Ai€TH Ta iHIINX JiMif03HUKYI0YUX 3aco0iB MiKyBaHHS (Hanpukiapg apepesy
JITTHIII) a6o y BuMlagKax, KOIHU Take JiKyBaHHS € HEJOPEYHUM.

ITpogpinakmuka cepyeso-cyouHHux nodiu

[TpodinakTka CepruoO3HUX CEPLEBO-CYAUHHUX MONIM y Malli€eHTiB, SKi, 3a OLliIHKaM{, MalOTh BUCOKUI
PU3UK IEepIIoro BUNAAKY CepleBO-CYAUHHOI noAil (ouB. po3nin «@apMakoguHaMika»), sIK JOMOBHEHHS
[0 KOpeKIil iHmux (pakTopiB pU3UKY.



IIpomunoka3aHHs.
Po3syBacTaTvH IpPOTUIIOKA3aHUN:

- malieHTaM i3 migBUINEHO YYTIUBICTIO IO PO3YBACTAaTUHY a00 mo OYOb-SKO1 3 IOIOMiXKHUX
PEeYOBUH IIpernapary;

-  [alieHTaM i3 aKTUBHUM 3aXBOPIOBAHHSM IIE€YiHKH, Y TOMY YHUCJIi 31 CTIMKUM MiIBUILIEHHSIM
CUPOBATKOBUX TpaHCaMiHa3 HEBinOMOI eTionoril Ta Oyab-IKMMU MiIBUIIEHHIMY TpaHCaMiHa3 y
CHPOBATIIi KPOBI, 1110 BTPXYi EPEBUIIYIOTh BepPXHIO MexXy HopMHU (BMH);

-  TallieHTaM i3 TAXKKAMY IOPYILIeHHAMHU (QYHKIIIl HUPOK (KJlipeHC KpeaTuHiny <30 MI/XB);
-  TaljieHTaM i3 MiomarTi€ro;

- TIallieHTaM, SIKi OqHOYaCHO OTpUMYyBanu KoMmbiHallio codocOyBip/BenmnaTacBip/BoKCUIANPEBip (IUB.
po3min «B3aemois 3 iHIIUMY JTiIKAPCHbKUMU 3aco0aMu Ta iHII BUOX B3aEMOi»);

- HaI_IiGHTaM, SIKi OOHOYaCHO OTPUMYIOTh LIUKJIOCIIOPHUH;

-y mepiop BariTHOCTI ab0 rogyBaHHS I'PYAMI0, & TAaKOXK KiHKaM PePOAYKTUBHOTO BiKYy, IKi He
3aCTOCOBYIOTh HaJIeXKHi 3aC00M KOHTPAIEITLIi.

Ioza 40 Mr mpoTHoKa3aHa IMallieHTaM 3i CXUJIbHICTIO [0 MiomaTil/pabmomionisy.

IIo dakTOpiB TAKOr0 pU3NKY HaIeXkKaTh:

OMipHe mopyIneHHs GYHKIII HUPOK (KJTipeHC KpeaTHHiIHY <60 MII/XB);

TimOTHUPEOS;

HAsIBHICTH B 0cOOMCTOMY a00 POOMHHOMY aHAMHe3i CITafIkOBUX M’S30BUX 3aXBOPIOBAHb;

- HasIBHICTh B aHAMHe3i MiOTOKCUYHOCTI Ha TJIi 3acToCyBaHHS iHIMX iHTi6iTopiB 'MI-K0A-
penykTasu abo ¢hidparTis;

3JI0OBXKHWBAHHS aJIKOT'OJIEM,

CHUTYyaIlil, 110 MOXKYThb IPU3BECTH [0 IiABUINEHHS KOHIIEHTPAIlil IpenapaTy B M1a3Mi KPOoBi;
- HaJIeXKHiCTh 10 MOHT'OJIOIOHOI Pacy;

- CymyTHE 3acTocyBaHHS (ibpaTiB (muB. po3ninu «dapMakokiHeTHKa», «B3aemomis 3 iHIIUMHU
JiKapChKUMU 3aco0aMy Ta iHIII BUAU B3aeMOfil» Ta «OCcoOIMBOCTI 3aCTOCYBAHHS»).

B3aemodisa 3 inwumu nikapcoKumu 3acobamu ma iHwi eudu é3aemodili.
Bnaue cynymHix npenapamis Ha po3y8acmamuH
IHeibimopu mpaHcnopmHux biakie

PosyBacTaTus € cy6CcTpaToM Iy HeSKUX TPAHCIOPTHUX OiNKiB, ¥ TOMYy YHUCIIi T€YiHKOBOTO
TpaHcnopTepa 3axomnnenHss OATP1B1 Ta edmiokcHoro Tpancnoprepa BCRP. OpHo4yacHe



3aCTOCYBaHHST pO3yBAaCTATHHY i3 JTiIKapCbKUMM 3aco0aM¥, 1110 MPUTHIUYIOTh ITi TPAHCIIOPTHI OiNKH,
MOXKe MMPU3BOOUTH [0 MigBUINEHHS KOHIIEHTPAIlil PO3yBaCTaTUHY B IJIa3Mi KPOBi Ta 30ilbIIeHHS
pu3uKy Mionarii (muB. po3minu «B3aemopmist 3 iHIMMU TiKapChKUMU 3aco0aMy Ta iHIII BUTU
B3aemofii», «OcoOnuBoCTi 3acTocyBaHHsA» Ta «Crocib 3acToCyBaHHS Ta HO3U», TaONIHINO 2).

LukaocnopuH

Y nepiog CynyTHLOTO 3aCTOCYBaHHSI PO3yBaCTAaTHHY Ta LMKJIOCIOPUHY 3HaYeHHs AUC
po3yBacTaTUHY OynIu B cepegHbOMY IMPUONMU3HO Y 7 pas3iB BUIIMMHU, HiX Ti, SIKi cIiocTepiranucs y
3[0POBUX NOOPOBOIIBLIB (AUB. Tabnuiio 2). Po3yBacTaTyH MPOTUIIOKAa3aHU MMAIlieHTaM, SKi
OHOYaCHO OTPUMYIOTh LIUKJIOCIIOPUH (AUB. pPo3ain «[IpoTUIOKa3aHHSI»).

CynyTHeE 3aCTOCYBaHHS He BIIJIMBAJIO HAa KOHIIEHTPAIiI0 IUKIJIOCIOPUHY B IJ1a3Mi KPOBI.
IH2i6imopu npomea3su

Xoua TOUHMHM MexaHi3M B3aEMO/Iil HEBiTOMUM, OQHOYACHE 3aCTOCYBaHHS iHTi6iTOPiB MpoTea3u Moxe
3HA4HO 30i/bILIyBaTH €KCIIO3UIIiI0 PO3yBacTaTUHY (OuB. Tabnuino 2). Hampuknag, y HocmigxkeHHi
(dhapMaKOKiHETUKM OfHOYacHe 3acTocyBaHHsA 10 MI po3yBacTaTHHY Ta KOMOiHOBAHOT'O JIiKapChKOTO
3aco0y, mo mictuB ABa iHribiTopu mpoteasu (300 Mr aTazaHaBipy/100 Mr puToHaBipy), Y 30OPOBUX
noOpoBOIIBLIIB CcympoBoaXKyBanocs mippuineHusM AUC ta C,,, po3yBacTaTUHY IpuUOIU3HO B 3 Ta 7
pasiB BigmoBigHO. OmHOYACHE 3aCTOCYBaHHS PO3yBAaCTaTHHY Ta HesKuX KoMOiHalii iHribiTopiB
IIpOTea3u MOXKJIMBE IIiCJIA peTelbHOTo 00MipKyBaHHS KOPEKIIil 103U JTiKapChKOro 3acoly
Po3yBacTaTuH 3 Ornsioy Ha O4iKyBaHe 3POCTAHHS €KCIIO3UIIil pO3yBaCTAaTUHY (OUB. PO3Oinu
«Bzaemogis 3 iHIIEMY JTiIKapCLKUMHU 3aco0aMu Ta iHIM BUOM B3aeEMOfin», «OcoBIuBOCTI
3acTocyBaHHSI» Ta «Croci6 3aCTOCyBaHHS Ta [03U», TAONIHUIIIO 2).

I'em@ibpo3us ma iHwi ainido3HUCYBANbHI 3acoOU

OpHoYacHe 3aCTOCYBaHHSI po3yBacTaTUHY Ta remdiopo3uny mpusBoauio ao 3poctanus AUC ta C,,
po3yBacTaTHUHY B 2 pa3u (OuB. po3Min «Oco6IUBOCTI 3aCTOCYBAaHHS»).

3BaxKamy4y Ha [laHi ClielialbHUX JOCTiAXKeHb, GapMaKOKiHETUYHO 3HAYYII0l B3aEMOZI] 3
dbenodiOpaToOM He 0UiKYETHCS, OQHAK MOXKJIMBa hapMaKoAuHaMiuHa B3aemofis. I'empidposus,
denodibpar, inmi pidpatu Ta nimigo3HMKYBaNbHI o3u (> abo piBHi 1 r/mo0y) HiauuHY (HIKOTHHOBOI
KHCJIOTH) 30iMIbIIyI0Th PU3UK MiolaTil TP CYyIyTHBOMY 3aCTOCyBaHHI 3 iHribiTopamu I'MI-Ko0A,
MMOBIpHO, 3@ PaXyHOK TOTO, III0 BOHU MOXYTh CIPAYMHSATH MiOIaTiio, KOJIM 1X 3aCTOCOBYIOTh OKPEMO.
Ho3a 40 Mr npoTumnokasaHa IIpu CyIIyTHEOMY 3aCTOCyBaHHi (iOpaTiB (quB. po3minu
«IIpoTunoka3aHHsI» Ta «OcoOIMBOCTI 3aCTOCYBaHHS»). TaKUM IallieHTaM TaK0X CJIiff TOYUHATH
Tepalriio 3 031 5 MT.

E3emumib

OpHOYacHe 3aCTOCYBaHH po3yBacTaTuHy B H03i 10 Mr Ta e3eTumiby 10 Mr marieHTam i3
rinepxonectepuHeMieio nmpussoauno no 3pocranus AUC po3yBactatuny B 1,2 pa3a (ouB. Tabnuio 2).
He MoxXHa BuK/IIO4aTH (papMaKogHHaMIiYHOI B3a€MO/Iil MiK po3yBaCTaTUHOM Ta €3eTUMiOOM, II10
MOXKe NPU3BEeCTU 00 HebaxKaHuX ABUII (OUB. pPo3ain «OcoOMMBOCTI 3aCTOCYBaHHSI»).

AHMauuoHi nikapcwki 3acobu

OpHOyYacHe 3aCTOCYBaHHA PO3yBaCTaTHHY i3 CyCIEH3isIMU aHTaAlUIIB, 1110 MICTATH FiAPOKCUL
aJoMiHil0 ab0 MarHilo, 3HMKYBaJI0 KOHI[EHTPAIlif0 po3yBacTaTUHY B IJla3Mi KpoBi mpubnu3Ho Ha 50
%. Lleit edpekT OYB MEHIIT BUPAXKEHUM Y pa3i 3aCTOCYBaHHS aHTAIMOHUX 3ac00iB yepe3 2 roguHu



IicyIA 3aCTOCYBaHHA JTiKapchKoro 3aco0y Po3yBactaTus. KimiHiuHa 3HAYYIIICTE i€l B3aEMOZil He
BUBYaIacs.

EpumpomiyuHn

OpHOYaCHe 3aCTOCYBaHHS pO3yBaCTaTUHY Ta epUTpoMinuHy 3HUXKYyBasio AUC po3yBactatury Ha 20
%, a C,,, - Ha 30 %. LIst B3aemomiss Moxke OyTH CIPUYMHEHA ITOCUJIEHOI0 TIEPUCTANIBTUKOIO
KHUIIeYHUKY BHACIIIZIOK Iil epUTPOMIIIUHY.

@®epmenmu yumoxpomy P450

PesynbraTu gociifKeHs in vitro Ta in vivo cBiguarts, 110 po3yBacTaTUH He iHTiIOyeE i He CTUMYITIOE
izopepmenTu nuToxpomy P450. OKpiM 110T0, pO3yBacCTaTUH € CITaOKUM CyOCTPaTOM ITUX
i3opepmenTiB. TakuM YMHOM, B3a€MOZI1 3 JTiKapChKAMHU 3aco0aMu B Pe3yJibTaTi MeTabomi3my,
onocepenkoBanoro P450, He ouikyeThcs. He crocTepiranocs KiIiHIYHO 3HAYYIIUX B3aEMOZIN MixK
po3yBacTaTuHOM Ta (prykoHa3onoM (iHribitopom CYP2C9 ta CYP3A4) ab0 KETOKOHA30JI0M
(inri6iTopom CYP2A6 Ta CYP3A4).

B3aemo0ii, wo sumazarome Kopekuii 0o3u po3ysacmamuHy (0us. makoxc mabauuo 2)

[Tpu HeoOXigHOCTI 3aCTOCYBaHHS JIiKapChKOro 3aco0y Po3yBacTaTvH 3 iHIIKMU JTiKapChbKUMU
3aco6aMu, 3MAaTHUMHU ITiBUIITYBATHA €KCIIO3UIIiI0 PO3yBaCTaTUHY, HO3Y JiKapChKOTo 3acoby
Po3syBacTaTuH mOTPiOHO CKOpUTyBaTu. AKIo ouikyeThes, mo AUC nmikapchKoro 3aco0y 3pocTe
npubnu3Ho y 2 abo Ginbllle pa3iB, 3aCTOCYBaHHS PO3yBACTATHUHY CIIiJ MOYMHATH 3 J03u 5 Mr 1 pa3 Ha
no6y. MakcumanbHy 1000BY 103y PO3yBaCTaTUHY CJIi[l CKOPUTYBATU TaKUM YMHOM, 100 OUiKyBaHa
€KCIIO3UIIiSl pO3yBacTaTUHY He NepeBulllyBaa eKCI03KULi0, 1[0 Bif3HAYA€EThCS IIPU IPUMOMI 103U

40 mr/moby 6e3 3acTOCyBaHHS JTiIKapChKUX 3aC00iB, 1110 B3aEMOMIIOTE i3 JTiIKapChKUM 3aC000M;
HAIPUKJIaM, IPX 3aCTOCYBaHHI 3 reMdpiOpo3uIoM qo3a Po3yBacTaTUHY CTaHOBUTHMe 20 MT
(30inpiIenHst ekcrno3utii B 1,9 pa3a), mpu 3acToCyBaHHi i3 KoMOiHalli€l0 puToHaBip/aTazaHagip - 10
Mmr (36inbmenHs B 3,1 pasa).

Ao npenapat 36inbirye AUC po3yBacTaTHHY MEHII HiX Y 2 pa3y, I0YaTKOBY 03y 3MEHIIyBaTH He
oTPiOHO, aze CyIif JOTPUMYBaTUCS 00epeKHOCTI IpH 36ibIIeHHI 03K JIiIKapChKOTo 3ac0o0y
PosyBactatus po noxHap 20 Mr.

Tabmnuia 2
BrnuB cymyTHiX miKapchkux 3aco6iB Ha €KCITO3UINI0 PO3yBaCTaTUHY

(AUC; B nopspaKy 3MeHIIIEHHS BeJTMYNHY) 3a ONy0IiKOBaHUMU OaHUMU KITiIHIYHUX HOCTIXKEeHb

30inbmenHs AUC po3yBacTaTuHy B 2 pa3u abo Oinblle, HiX y 2 pa3u
Pexum go3yBaHHS NTiKapCchbKOTo 3aco0y, Pexum mo3yBaHHA 3minu AUC

110 B3aEMOJIE PO3yBaCTaTUHY po3yBacTaTuHy*
CodocOyBip/BenmnaTacBip/BOKCHUIAIIPEBIP

(400 mr-100 mr-100 mr) BokcunanpeBip 10 Mr, ogHOpa30Ba [03a

(100 mr) omuH pa3 Ha goOy mpoTsarom 15 17,4 pasa
IHiB
LluknocnopuH Big 75 Mr aBivi Ha #o0y go 10 Mr opuH pa3 Ha goOy, 10

o . . T 7,1 pasa
200 mr pgBiui Ha KOOy, 6 MicsLiB IHIB
Hapomytamin 600 Mr gBidi Ha mo6y, 5 5 MT, OHODA30BA 033 1 5,2 pasa

IHiB



Peropadeni6 160 mr ogun pa3 Ha 700y,

14 mHis 5 MT, 0OIHOpPa30Ba 103a T 3,8 pasa
Atazanasip 300 mr/putonasip 100 mr 10 Mr, OIHOPA30BA 1034 { 3,1 pasa
OJ¥H pa3 Ha no0y, 8 mHiB ! !
Benmnaracgip 100 mMr onus pa3 Ha o0y 10 Mr, omHOpa30Ba go3a 1 2,7 pasa
OwmobiTtacsip 25 Mr /maputamnpesip 150 mr/

putoHaBip 100 Mr ofuH pa3 Ha

no6y/macabysip 400 mr fBiui Ha o6y, 14 D MI, OIHOPa30Ba 1033 12,6 pasa
IHIiB

I'pazomnpesip 200 mr/enbacsip 50 mr 10 MT, ONHODA30BA [03a t 2,3 pasa

Of¥H pa3 Ha moby, 11 guiB
I'nexanpesip 400 mr /mi6perTacsip 120
MT OOuH pa3 Ha o0y, 7 gHiB

Jlominagip 400 mr/putonasip 100 mr

5 Mr OfivH pa3 Ha o0y, 7 mHiB T 2,2 pa3a

20 Mr opmvH pa3 Ha o0y, 7

- . . T 2,1 pasa
nBiui Ha 0oOy, 17 mHiB [HiB
Knomnigorpens 300 mr, notiM 75 Mr yepes

20 Mr, ogHOpPa30Ba [03a 1 2 pa3u

24 roguHU
gg%lv];(bﬁposnn 600 wr meiti na noby, 7 80 Mr, ogHOpa30Ba f03a 11,9 pasa
30inbmenss AUC po3yBacTaTUHy MeHILe HiX y 2 pa3u
PexuMm go3yBaHHS NTiKapChbKOro 3aco0y, Pexum mo3yBaHHA 3minu AUC
1110 B3aEMOJIE PO3yBaCTaTUHY po3yBacTaTuHy*
Eg;pomﬁonaK 75 Mr omuH pa3 Ha 00y, 5 10 mr, omHOpa30Ba go03a 1 1,6 pasa
qupyHaBlp 600 wr/ PHTOHABID 100 wr 10 mr 1 pa3 Ha mo0y, 7 gHiB T 1,5 pasa
nBiui Ha 0oOy, 7 OHIB
TI/I'I'[paHaBlp 500 MF/pI/ITOHaBlp 200 mr 10 Mr, OIHOPA30BA 1034 { 1,4 pasa
nBiui Ha moOy, 11 gHiB
Iponenapon 400 Mr aBigi Ha KOOy Hesigomo 11,4 pasa
JIITHpi:KOHasoJI 200 mr opuH pa3 Ha 00y, 5 10 MT, OMHODA30BA [03a 1 1,4 pasa **
E;?;HMIG 10 Mr opas pa3 ra noby, 14 10 mr 1 pa3 Ha o0y, 14 guis 1 1,2 pasa **
3uuxeHHsa AUC po3yBacTaTUHY
PexuMm go3yBaHHS NTiKapChbKOro 3aco0y, Pexum mo3yBaHHA 3minu AUC
110 B3aEMOJIE PO3yBaCTaTUHY po3yBacTaTuHy*
EpI/ITpOMII_FI/IH 500 Mr 4oTUpH pas3u Ha 80 Mr, OHOPA30Ba 103a 120 %
no0y, 7 OHiB
Batikanin 50 mr Tpudi Ha 1o0y, 14 gHiB 20 Mr, omHOpa30Ba 4o03a 147 %

*TlaHi, IpefcTaBieHi K 3MiHa B X pa3iB, ABISAIOTH COO0I0 CITiBBiTHOIIEHHS MiXK 3aCTOCYBaHHSIM
po3yBacTaTHy y KoMOiHa1il Ta okpeMo. [laHi, pefcTaBneHi y BUrisAmi % 3MiHU, SABISII0TH C06010 %

Pi3HULIIO0 BiTHOCHO IMOKAa3HUKIB IIPU 3aCTOCYBaHHI PO3yBacTaTAHY OKPEMO.
30i/IbIIeHHY [TI03HAYEHO 3HAUYKOM 1, 3MEHIIeHHSd - | .

**ByIo mpoBefieHo KinbKa AOCTiAXKeHb B3a€MOIl pu pi3HUX [[03aX PO3yBacTaTUHY, B TAOIUII 2
I0JlaHO HaMbibII 3HAYYIlle CIIiBBiIHOIIEHHS.

Jlikapceki 3acobu / KoMmOiHalii, SKi He Manu KIiHiYHO 3HAYYILIOTO BIIMBY Ha criBBigHOmeHHS AUC
po3yBacTaTHHY IIPH OOJHOYACHOMY 3aCTOCyBaHHi: ajneryita3ap 0,3 Mr 7 mHiB; ¢peHodibpaT 67 Mr 7
nHiB 3 pa3u Ha 0o0y; prykonason 200 mr 11 gHiB 1 pa3 Ha moby; ¢po3amnpenasip 700 Mr / puToHaBip
100 mr 8 guiB 2 pa3u Ha go0y; KeTokoHa3on 200 Mr 7 mHiB 2 pa3u Ha moby; pudammin 450 Mr 7 gHiB



1 pa3 Ha mo6y; cunimapun 140 mr 5 gHiB 3 pa3u Ha H00y.
Bnsue po3ygsacmamuHy Ha CynymHi Aikapcuki 3acobu
AnmaeoHicmu simamiHy K

4k i mopo inmux iHriditopis I'MI'-KoA-penykTa3u, Ha IIOYaTKy 3aCTOCYBaHHS JIiIKapChKOTO 3aC00y
Po3yBacTtaTtus abo npu mifgBUINEHH] H0T0 03U Y MAIli€HTIB, SAKi OMHOYACHO 3aCTOCOBYIOTh
aHtaroHictu BiTaMiny K (Hanpuknag, Bapdaput abo iHIINE KyMapyHOBHAY aHTUKOATYJISHT), MOXKJIIABE
MigBUIIEHHS Mi2KHapOOHOT'0 HOpMaJi3oBaHOro cmiBBigHowmeHHS (MHC). [IpunuHeHHS 3aCTOCyBaHHS
po3yBacTaTUHY a00 3MeHIIeHHs HOoro 103U MOXKe IMpu3BecTu A0 3HuKeHHsI MHC. ¥ Takux BUMlagKax
OakaHWH HalexXHUW MOHiTOpuHT MHC.

ITepopanvHi KoHMpavyenmusu/2opmoHozamicHa mepanis (I'3T)

OpHOYacHe 3aCTOCYBaHHS PO3yBaCTaTHHY Ta MEPOpPaIbHUX KOHTPALIEIITUBIB IIPU3BOAMUIIO A0
nigsuienHs AUC eTuHinecTpaaiony Ta HoprecTpeny Ha 26 % ta 34 % BianoBigHO. Take MigBUILIEHHS
piBHA y IJ1a3Mi KPOBi CITil BpaXxoByBaTH IIPH Mif00pi 03U MepopasbHUX KOHTPAlLenTUBIB. [laHUX
mono hapMaKOKiHETHKHU JIiKapChKUX 3ac00iB y MAlli€HTIB, AKi OMHOYACHO 3aCTOCOBYIOTh
po3yBacTaTuH Ta ['3T, HeMae, TOMy He MOXkKHa BUKJII0OUaTH mofi0Horo edexty. OgHak KoMOiHalisg
IIMPOKO 3aCTOCOBYBasacs XiHKaM Y paMKaX KJTiHiYHUX [OCHiAXKeHb i TepeHocunacs poope.

THwi nixkapcvki 3acobu

Huz2oKcuH

3a JaHWMU CleliaJbHUX JOCIiAXKeHb KJIiHIYHO 3HaYyII0l B3aEMOZIi]l 3 AUTOKCUHOM He 0YiKy€EThCH.
®y3udosa Kucsioma

IocmigXeHHsT B3aEMO{Iii po3yBaCTaTUHY 3 (Py3UI0BOIO KMCIIOTOI HE MPOBOAUNNCS. PU3UK Mionarii, y
T.4. 3 pabmomiosnizom, Moxke OyTu 30iNbIIIeHNW BHACIIAOK CYIIyTHBOTO 3aCTOCYBaHHS CHCTEMHOI
Gy3umoBoi KUCTIOTH 3i cTaTHHaMU. MexaHi3M 1iel B3aeMofii (hapMakoguHaMiuHui abo
(dapmakokiHeTU4UHHY, abo i Te i iHIIe) moTemnep He 3’sicoBaHui. [loBigoMisanocs mpo pabmomiosi3
(30KpeMa mesiki TeTanbHi BUMIQ[KK) y TAIL€HTIB, SKi OTPUMYBaJH 1110 KOMOiHaIlito.

[TamieHTaM, y SKMX 3aCTOCYBaHHS CUCTEMHOI (y31UJ0BOI KMCIIOTH BBAXKA€EThCS HEOOXiTHUM,
JiKyBaHHSI PO3yBACTATUHOM CJIil IPUIIMHUTH Ha BECh TEPMiH JTiKyBaHHS (y3UI0BOIO KHCIIOTOIO.
Takox guB. po3min «OcoB6IUBOCTI 3aCTOCYBAHHS».

Tukazpeop.

Tukarpenop Moxe CIPUUYUHATA HUPKOBY HEIOCTATHICTh i MOXKe BIJIMBATH Ha HUPKOBY €KCKPEIIiio
PO3yBacCTaTHHY, 30ibINYI0YN PU3UK HOT0 HAKOMUYEHHS. Y OesKUX BUMAAKaX CIiTbHUN MIPUAOM
THKarpesopy Ta PO3yBaCTaTUHY IPU3BOOUB [0 3HMXKEHHSA QYHKIN HUPOK, IMiABUIIEHHS PiBHSA
kpeaturdpochokurasu (KOPK) Ta pabmomionisy. PeKoMeHAY€ETHCS MTPOBOOUTH KOHTPOIb QYHKIII
HUPOK Ta piBHAI KOK npu ofHOYAaCHOMY 3aCTOCYBaHHI TUKaArpeopy Ta po3yBacTaTUHY.

Himu

HocnifKeHHS B3a€EMOIil IPOBOOWINCSA NTHIEe V Hopocnux. CTyIiHb B3a€MOIIl y AiTel HeBiIOMUMN.



Oco06.1ueocmi 3acmocyeaHHs1.
Bnaue Ha HUpKu

[TpoTeinypis, BUSIBIIEHA V¥ pPe3yJIbTaTi aHalli3y 3a TECT-CMyKKaMU Ta IIepeBakKHO KaHaJIbIIEBOTO
MIOXOMXXKEHHS, CIIoCTepiranacs y Mali€HTiB, Kl JIKyBaJIuCs BUIIMMU A03aMU PO3yBacTaTUHY, 30KpeMa
40 wmr, iy GinbiocTi BumapkiB Oyna TUM4acoBoio abo mepepuBdacTtoio. [Ipoteinypist He 6yna
nIepefiBiCHUKOM I'ocTpoi abo mporpecyoyol XxBopobu HUPOK (auB. po3min «ITo6iuHi peakiii»). YacToTa
IIOBiIOMJIEHD IIPO CEPHO3Hi siBUIa 3 00Ky HUPOK ¥ TOCTMapKeTHHTOBUX [OCTII>KEHHSIX BUII[A TIPU
3acTocyBaHHi mo3u 40 Mr. Y naiieHTiB, sSKi mpuiMarTh TiKapchKuit 3acib y mosi 40 Mr, cif
PETYIIPHO IEePEBIpATHA PYHKIIiI0 HUPOK.

Bnaue Ha CKe/semHy myckKyaamypy

[MopymienHs 3 60Ky CKeleTHOI MyCKyJlaTypy, HallpUKIIaf Mianris, MionaTis Ta 3pifka pabmomionis,
CIIOCTEpIranucs y Malli€HTiB, IKi NpUiiMay POo3yBacTaTUH y OyOb-IKUX [03ax, 0co0auBo Oinbie 20
mr. [lyxe pigko Bumapku pabaoMioni3y Big3Hayanucs IIpU 3aCTOCyBaHHI e3eTuMiby y KomOiHaril 3
inri6iropamu 'MI'-KoA-penykTa3u. He MoXXHa BUK/IIOYaTH MOXKIIHUBICTh papMaKOmUHAMidHOI
B3aeMopil (uB. po3min «B3aeMopmis 3 iHIUMY JTiKapChbKUMM 3aC00aM¥ Ta iHIIN BUIY B3aEMOIii»),
TOMY TaKy KOMOiHAIIi0 C/lif 3aCTOCOBYBaTH 3 00€PEXKHICTIO.

4K i npu 3acTocyBaHHi iHmux iHribiTtopie 'MI'-KoA-penyKTasu, 4acToTa IOBiIOMIIEHD ITPO BUIAAKU
pabmoMioni3y, OB’s1I3aHOT0 i3 3aCTOCYBaHHSAM PO3yBaCTaTHHY, Y IIOCTMapPKETUHTOBHH Tepion Oyia
BUIIIO0 IpHU 703i 40 Mmr.

Y moomMHOKUX BUTIAAKaX MOBIIOMIISIOCS, 1110 CTAaTUHU iHAYKYIOTh «de novo» abo 3aroCTPIO0Th BXKe
icHylouy MiacTeHi0 rpaBic abo ouHy MiacTeHito (TuB. po3min «ITobiuHy peakiiiio»). ¥ pasi
3aroCTPEeHHSI CUMIITOMIB CJIif IPUIXHUTY IpuiioM Po3syBacTatury. [10BifOMIISANIOCS IPO PELUAUBU
IIPY IIOBTOPHOMY 3aCTOCYBaHHI TOr0 caMoro abo iHIIIOTo CTaTHUHY.

PigeHb kpeamuHkiHa3u (KK)

Pienb KK He cmif BuMiproBaTu micis 3HayHuX (Qi3MYHUX HaBaHTaXXeHb ab0 3a HAasBHOCTI MOXKITUBUX
abTepPHATUBHUX NPUYUH nifsuiteHHs KK, 1110 MOXYyTh yCKJIaAHIOBATH IHTEPIIPETAllil0 Pe3yIbTaTiB.
dxmro BuxigHi piBai KK 3HauHO migBumieHi (>5 pasiB Bume BMH), mpoTsirom 5-7 mHiB HeoO0XigHO
3po0UTH ITOBTOPHUIM aHAai3, 1100 MiATBEPAUTH pPe3yIbTaTH. AKII0 pe3ybTaTH IOBTOPHOTO aHAMi3y
IiATBEPAXKYIOTH, 1110 BuxifHe 3HaueHHd KK GinbIre HixX y 5 pa3iB nepesuilye BHM, 3acTocyBaHHS
JIiKapChKOT0 3aco0y MOYWHATH He CIIif.

ITeped nouamkom AiKy8aHHA

PosyBacTartuH, §K i iHmii inribitopu 'MI-KoA-pengykTasu, ciif 3 00epekHiCcTio TpU3HaYaTh
nalieHTaM 3i CXUIIBbHICTIO O0 Miomatii/pabmomionisy. o (haKToOpiB TAKOTO PU3UKY HajiekKaTh:

- TIOpYIIeHHS QYHKIIII HUPOK;
- TIOTUPEO3;
- HasIBHICTb B 0cOOMCTOMY 200 PONMHHOMY aHaMHe3i ClTafKOBHX 3aXBOPIOBaHb M’s3iB;

- HasIBHICTb B aHaMHe3i MiOTOKCUYHOCTI Ha TJIi 3aCTOCyBaHHS iHmuX iHribiTopiB 'MI-KoA-
penykTasu abo ¢hidparTis;



- 3JI0BXKMBAHHS aJIKOT0JIEM;
- BiK >70 pOKiB;

- CUTYalil, 1110 MOXKYTh IIPU3BECTHU [0 IiIBUILIEHHS PiBHS JIiKapChKOTro 3aco0y y mj1a3Mi KpoBi (IuB.
po3ninu «PapMakKoKiHeTHKa», «B3aeMomis 3 iHIMUMHU JTiKapCbKUMM 3aco0aM¥ Ta iHIII BUOK
B3aeMofili» Ta «Crocib 3aCTOCyBaHHS Ta HO3U»);

- CYIIyTHE 3aCTOCyBaHHS ¢ibpaTis.

Y Takux malli€eHTiB IOB’sI3aHUY i3 TiKyBaHHSIM PHU3UK MOTPIOHO OIiHIOBATH, IIOPiBHIOIOYHU 3
OYiKyBaHOI0 KOPUCTIO; TaKOXK PEKOMEHAYEThCS KIIIHIYHUY MOHITOPUHT. AKIo BuxifHi piBHI KK
3HAYHO MiABHUILeHi (>5 pa3siB Bullle BMH), nikyBaHHS IIOYWHATYU HE CIIif.

Y nepiod aikysaHHA

[TamieHTiB Ccif MOTPOCHTU HEraHO IOBIIOMIISATH TIPO M’ g30BuM 6inb, cnabKicTh abo cygoMu
HeBifmoMOi eTiosorii, 0co0IUBO SKIIO BOHU CYIPOBOAXKYIOTHCS HEe3YyKaHHSIM a00 raps4yko. Y Takux
nauieHTiB motpi6Ho BuMiptoBaTu piBeHb KK. 3acTocyBaHHS NTiKapchKOT0 3aC00Y CIIifl MPUIUHUTH,
skio piBenb KK 3nauno migBuinenuit (>5 X BMH) a6o skio cumntToMu 3 60Ky M’s13iB TSXKKi Ta
CIIPUYMHSIOTH IMOJeHHUN TUCcKOoMMOPT (HaBiTh gKIro piBeHb KK <5 x BMH). V pa3si 3HukKHeHHS
CUMITOMIB Ta moBepHeHHS PiBHA KK 10 HOpMU MOXKHa MOHOBUTHU TepaIlliio IpenapaToM
Po3yBacTtatut abo anbTepHaTHBHUM iHTiOiTopoM 'MTI-K0A-pefyKTa3u y HaliMeHIIiN A03i Ta mif
peTenbHUM HaraggoM. PerynsapHo mepesBipsatu piBeHb KK y acUMITOMaTUYHUX ITAlli€HTIB HEMAa€E
noTpebu. [lyzxe pigKo MOBiqOMIISIIIOCS PO BUIIQAKU iMyHOOIIOCEPEOKOBAHOI HEKPOTU3Y04Y0l MiomaTil
(IOHM) mig yac abo micns Teparii cTaTuHAMH, B TOMY YUCJIi po3yBacTaTUHOM. KitiHiuHMMY posiBaMu
IOHM e cnabkicTh mpoKcuMaabHUX M's13iB Ta mipBuiileHHs piBHSI KK y cupoBaTiii Kposi, 1110
30epira€eTbCcs HaBITH MMiC/IS MPUNUHEHHS 3aCTOCYBAHHS CTATHHIB.

Y KJTiHIYHUX JOCTIXKEHHIX He 0yJI0 OTpHMaHO [J0Ka3iB IiIBUIIEHOT0 BIIMBY Ha CKEJIETHY
MYCKY/aTypy V HEBEIUKOI KiIbKOCTI IallieHTiB, SIKi IpuiiManu po3yBacTaTUH Ta CyNIyTHi JTiKapChKi
3acobu. OmHaK MigBUIIEHHS YaCTOTHA MiO3UTY Ta MiomaTil Bif3Hadasnocs y MallieHTiB, SKi mpuiiManu
inmi inri6iTopu I'MI'-KoA-penykTa3u pa3oM i3 noxigaumu Gpi6bpoeBoi KUCIOTH, B TOMY YUCITi
reMpiépo3usioM, UUKIOCIOPUHOM, HIKOTUHOBOIO KUCJIOTOI0, @30JIbHUMU ITPOTUTPUOKOBUMU
npernapaTamy, iHribiTopaMu mpoTeas3u Ta MakKpoOmigHUMU aHTHOioTUKamMu. ['eMdiOpo3un migBuiye
PU3HUK MiolaTili Ipyu CyNyTHbOMY 3aCTOCYBaHHi 3 geskuMu inribitopamu I'MI-KoA. Tomy
3aCTOCOBYBAaTH PO3yBacTaTHH y KoMOiHaIlil i3 rem¢pibpo3unom He peKoMeHAyeThCs. KopucTs
TIOJAJIbII0] 3MiHU PiBHS JIiMiMiB PU 3acTOCYyBaHHi TiKapchkoro 3acoby Po3yBacTaTuH y KoMOiHallii i3
¢bibpaTtamu abo HialMHOM NOTPiIOHO PETEIHHO 3BAXKyBATH MOPIBHSIHO 3 MOTEHIIMHUMY PU3UKAMH,
IIOB’SI3aHUMHU i3 3aCTOCYBAHHSIM TaKuX KoMOiHami#. [lo3a 40 Mr mpoTUIIOKa3aHa MPU CYIyTHEOMY
3acTocyBaHHi (ibpartiB (muB. po3ninu «B3aeMopmis 3 iHIMMMU TiKapChKUMU 3aco0aMu Ta iHIi BUOU
B3aeMopili» Ta «[1o6iuHi peakirii»).

Po3yBacTaTuH He CJIifi MpU3HaYaTH OOHOYACHO 3 IIpenapaTaMu Qpy3umieBoi KUCIIOTH abo MpoTAToM 7
[HIB MiCc/Is MPUNUHEHHS JTiKyBaHHS Qy3UOi€BOI0 KUCIOTO0. AKIO 3aCTOCYBaHHS (Py3uAi€BOl KUCTIOTH
BBaXKa€ThCSA HEOOXiMHUM, JTIKyBaHHS CTaTUHAMU CIIi[l MPUIIMHUTY Ha 9ac YChOT'0 TEPMiHY JIiKyBaHHS
Gby3umieBoro KuciaoTor0. IToBigomisiau mpo pabooMiosni3 (BKI0OYa0UX JTeTaabHi BUMAAKH) Y MAIi€HTIB,
SKi oTpuMyBau KoMmOiHalio Qy3umieBoi KUCIIOTH Ta CTAaTUHIB (IUB. po3Min «B3aemomisa 3 iHImMUMM
JiKapCbKUMU 3aco0aMu Ta iHIII BUAM B3aeMOfi»). [TallieHTaM ciig HeraitHO 3BePHYTUCS 3a
MEeIUYHOIO IOIIOMOT010, SIKIII0O BOHM BifUyBaloTh M’s130BY cj1abicTh, 6isib abo cnabkicTs. Tepartrito
CTaTMHAMU MOXKHa BifHOBIIOBATH Yepe3 7 [OHIB MiC/Is IPUUOMY OCTAHHBOI 103U Qy3UIi€BOI KUCIOTH.
Y BUHSATKOBUX BUIAgKaX, KOJIM HeoOXimHe TpuBaJie 3aCTOCYBaHHS (Hy3U/Ii€BOI KMCIOTH, HAIIPUKIIAL



[JIs TiKyBaHHS TSXKKUX iHQPEKIiN, HeoOXigHICTh OMHOYACHOTO 3aCTOCYBaHHSI PO3yBaCTaTUHY i
Gy3umieBol KUCIOTHU CIIif PO3T/IAHaTH TiMbKY B KOKHOMY KOHKPETHOMY BUIAJKY 1 il peTeIbHUM
MeIUYHUM HarJIsa0M.

PosyBacTaTuH He CIlifi 3aCTOCOBYBaTH IalliEHTaM i3 TOCTPUMU, CEPUO3HUMU CTaHaM¥, TAKUMU SIK
CETICHC, TiOTeH3is1, BeIMKe XipypriuyHe BTPy4YaHHS, TPaBMa, TSIXKKi MeTaOoIiyHi, eHOOKPUHHI Ta
eJIeKTPOTITUYHI po3sagu abo HEKOHTPOIbOBaHi CyooMH, 10 CBifYaTh IIPO MiomaTiio ab0 MOKIIUBICTh
PO3BUTKY HUPKOBOI HEJOCTATHOCTI BHACIIJOK pabooMiomi3y.

Baoicki wKipHi nobiuHi peakuyii

Baxki mkipHi mo6iuHi peakiii, BKoyaioun cuHapoM CriBeHca-[I)KOHCOHA Ta iHIYKOBaHY
nmikapCchbKUMU 3aco0aMu eo3rHOGiiio 3 cucteMHuMEU cuMmntoMamu (DRESS-cuHgpoM), SIKi MOXKYTh
3arpoxkKyBaTH XKUTTIO a00 IPHU3BECTH [0 JIeTaJIbHOTO pPe3yIbTaTy IIPU 3aCTOCyBaHHI pO3yBacTaTUHY.
[Tig yac mpu3HaYeHHs JTiKapChKOTr0 3ac00y MallieHTaM CIIifl TOBiJOMJISATY PO 03HAKK Ta CUMIITOMHU
TSIKKUX IIKIPHUX pPeaklli Ta peTeJIbHO CIOCTEePiraTy 3a HUMHU. AKINO 3’ SIBISIOTHCSA O3HAKU Ta
CHUMIITOMH, 1[0 BKa3yIOTh Ha LI0 Peakllio, CJIif HerauHo IPUIMHUTYA IIPUUOM IIpernapaTy Ta
PO3TJISHYTU ajlbTepHATUBHE JIiIKyBaHHA. fKIIO y IallieHTa PO3BUHYJIaCh Taka CEPHYO3Ha peakxllis, K
cuagpoM CriBeHca-[[?KOHCOHA Ta iHAYKOBaHa JIiKapChbKUMHU 3aco0aMu e03UHOGINiA 3 CUCTEMHUMU
cumnrtoMamu (DRESS-cuHOpoM) niKyBaHHS IpenapaToM HeoOXimHO HeTalHO MPUIMHUTH i HIKOJIK He
3aCTOCOBYBATH MOT0 B ITOAIBIIOMY.

Bnaue Ha neyiHky

4K i inmi inri6itopu 'MTI-KoA-penyKTa3u, po3yBacTaTHH CJIifl 3 06epekHICTI0 3aCTOCOBYBaTH
malfieHTaM, SKi 371I0BXKHUBalOTh aJIKOT0JIeM Ta/a0o MaloTh B aHaMHE3i 3aXBOPIOBAHHS MEYiHKH.

PexomeH0BaHO epeBipsaTH OioxiMiuHi MOKa3HUKY (PYHKIIII MeYiHKY mepeq] M0YaTKOM JIiKyBaHHS Ta
yepe3 3 Micslli mOTOMY. 3aCTOCYBaHHS JTiIKapChbKOTo 3aco0y Po3yBacTaTuH Clifg IpUOUHUTYA ab0
3MEHIIUTH WOTO 103y, SIKIIO piBeHb TpaHCaMiHa3 y cupoBarTii 6inblle HiXK BTpuui nepesutirye BMH.
YacToTa IOBiOMJIEHD ITPO CEPHO3Hi siBUIA 3 O0KY MeYiHKY (IepeBakHO PO MigBUIIEHHS PiBHS
TpaHCaMiHa3 MeYiHKu) y micnspeecTpaniiaui nepion 6yna OinblIoo mpu 3acTocyBaHHi 10o3u 40 Mr.

Y marnieHTiB i3 BTOPUHHOIO TillepxoJieCTEPUHEMIEI0, 3yMOBJIEHOIO TilMOTHPe030M a00 HepPOTUUHUM
CHHIPOMOM, CJIi[l CTIOYaTKy BUIIKyBaTH OCHOBHY XBOpOOY, MePIIl HiXK MMOYWHATHU TepaIllilo TiKapChKUM
3acob6oM Po3yBacTaTuH.

Pacosa HanedcHicmy

HocnigxeHHsT papMaKOKIHETUKM CBif49aTh IIPO 3POCTaHHS €eKCIIO3K1Iil y MallieHTiB MOHT0JI0ITHOl pacu
npuOIM3HO BOBiUi MOPIBHSHO 3 MalliEHTAMK EBPOIEOITHOI pacH (muB. po3minu «dapMaKoKiHETHKA»,
«IIpoTunoka3aHHsI» Ta «C1ocid 3aCTOCyBaHHS Ta JO3U»).

IH2ibimopu npomea3su

[TigBuIeHa cUCTEMHa eKCIIO3UIIisl 0 PO3yBacTaTUHY CIIOCTepiranacs B ocid, siKi 3aCTOCOBYBaIH
pO3yBacTaTHH CYIYTHHO 3 Pi3HUMHU iHTiGiTOpaMu NMpoTeasy y MOeNHaHHI 3 puTOHaBipoM. Crif
0oOMipKyBaTH SIK KOPUCTH Bifl 3HWKEHHS PiBHA JiMifiB 3a OIIOMOT010 JIiKApCHKOTO 3aC00y
PosyBacTratuH y nauieHTiB i3 BIJI, gKi oTpuMyI0Th iHTi0iTOpY NIpOTEa3y, TakK i MOXKIUBICTh
IiABUINIEHHS KOHI[EHTPAIlil pO3yBaCTaTUHY y IJIa3Mi KPOBi Ha IOYaTKy Teparil Ta Ipy MigBUIIEHH]
I03U PO3YyBACTATHHY V MAIli€HTIB, SIKi OTPUMYIOTH iHTibiTOpHU mpoTea3u. OpHOYACHE 3aCTOCYBaHHS
JiKapChKOTro 3aco0y 3 mesiKUMHU iHTiGiTOpaMu MpoTea3u He PeKOMEHYEThLCS, SKIIO0 H03a
po3yBacTaTHHY He CKOpPUTOBaHa (AWB. po3hinu «B3aeMmofig 3 iHIIMMHU JTiKapChKUMU 3aco0aMu Ta



immmi Bugu B3aeMogmiti» Ta «Crocib 3aCTOCyBaHHS Ta JO3U»).
HenepeHocumicmb nakmo3u

[TarmienTaM i3 pigKicHUMY CIIafKOBUMU IIpobieMaMy HeIlepeHOCHMOCTi TalakTo3u, JediluToM
nakTa3u Jlanna abo I1oK030-raylakTO3HOI0 MaTbaOCopOIliel0 He CIlif 3aCTOCOBYBATH 1eH JIiKapChKUN
3acio.

IHmepcmuuiaabHa x8opoba sez2eHb

[Tig yac 3acToCyBaHHS OeSKUX CTaTUHIB, 0COOIMBO IIPX TPHUBAJIOMY JIiKyBaHHi, ITOBiIOMIISIOCS IIPO
BUHSITKOBI BUIIQ[IKX IHTEPCTUIlIAIbHOI XBOpOoOU nereHs (AuB. po3min «ITob6iuni peakmii»). 1o mposiBiB
11iel XBOpoOu MOXKHA BifTHECTH 3a[UINKYy, HEIPOOYKTUBHUY Kallle/Ib Ta 3arajibHe MOTipIIeHHs CTaHy
(cToMTIOBAHICTh, 3HUKEHHS MaCH Tijla Ta rapsyka). Y pasi migo3pu Ha iHTepCTUIiaIbHY XBOPOOY
JIereHb 3aCTOCYBaHHS CTAaTUHIB CJIif] IPUIIMHUTH.

Llykposutl diabem

Ieski ¢hakT CBigYaTh, II0 CTAaTUHY, K KJIaC, MigBUIIYIOTh PiBeHb I'TIOKO3U B KPOBi Ta y AESIKUX
TALiEHTIB, IKUM 3arpPOXKy€e BUCOKUI PU3UK PO3BUTKY LIYKPOBOTO fiabeTy B MalOyTHbOMY, MOXKYTh
CIIPUYMHSTH TillepriikeMilo TaKOTO PiBHS, 3a SKOro HeoOXigHe HalleXKHe TiKyBaHHS I[yKPOBOTO
niabety. Lo 3arpo3y, ogHaK, TepPeBUINY€e 3HUKEHHS PU3UKY CYAUHHUX MTOPYIIEHb IPU 3aCTOCYBaHHi
CTaTHUHIB, TOMy BOHa He Ma€ OyTH IifCTaBOIO AJIs IPUNIUHEHHS Tepallil cTaTuHaMH. 3a MallieHTaMu
IPyIH PU3KKY (PiBEHB TIIOKO3H HaTie 5,6-6,0 MMomb/i1, IMT>30 Kr/M’, HigBUIIEHNH PiBEHb
TPUTJIiLIePHUIiB, apTepianbHa TinepTeH3is) CIil BCTAHOBUTH SK KITiHIYHKN, Tak i OioxiMiuHMH
KOHTPOJIb 3TiIHO 3 Hal[lOHAJIbHUMU KEePiBHULITBAMHU.

YV mocnipxenni JUPITER 3apeecTpoBaHa 3arajibHa 9aCcTOTa LYKPOBOTO fiabeTy cTaHoBuIa 2,8 % y
Ipyni npuitoMy po3yBacTaTuny Ta 2,3 % — y rpymi mname6o, IepeBaXxHo y MallieHTiB i3 piBHEM
TJII0OKO3M HaTIIe Bim 5,6 0o 6,9 MMOIIb/I.

Himu

OuiHKa NiHIKHOTO POCTY (3picT), Macu Tina, IMT Ta BTOpHHHUX XapaKTEPUCTUK CTATEBOT0 NO3PiBaHHSA
3a TanHepoM y miTeit BikoM Bifm 6 0o 17 poKiB, sIKi MpuiiMany Po3yBacTaTUH, 0OMexkeHa IepiofgoM
TPUBAJIICTIO 2 POKHU. [Iic/is 2 POKiB AOCIIAXKYBAHOIO JIIKyBaHHS KOAHOT0 BIIJIUBY Ha PICT, Macy Tina,
IMT abo cTaTeBe mo3piBaHHS BUSABIEHO He Oyno (IuB. po3nin «dapmMakogrHaMika»). Y KITiHIYHOMY
OOCHIAKEHH] y [iTel Ta MigIiTKiB, AKi IpUiMaIyd pO3yBaCTaTUH MPOTATOM 52 TUXKHIB, MiABUIIIEHHS
piBast KK >10 pagiB Buiie BHM Ta cumntomu 3 60Ky M’s13iB micis ¢isnyHOro HaBaHTaxXKeHHs abo
migBUIIEeHOl (Pi3NYHOl aKTUBHOCTI CIIOCTEPITaNIuCcs YacTille MOPiBHSAHO 3 TAKUMHU Y HOPOCTUX (OUB.
po3min «ITo6iuHi peakirii»).

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.
PosyBacTaTvH IpoTUNIOKa3aHUY Y [TePiof] BariTHOCTI abo rogyBaHHS IPYALTIO.
2KiHKM penpOfYKTHBHOTO BiKy TOBMHHI BUKOPUCTOBYBAaTH HaJleXHi 3ac00K KOHTpaIemnIIil.

OCKinbKM X0JIECTEPHH Ta iHIII MPOAYyKTH 0i0CMHTE3Y X0JIeCTEPHHY BiflirpaioTh iCTOTHY POMb Y
PO3BUTKY IJI0fia, IOTEHIINHUY pU3UK Bif npurHideHHsa ['MI'-KoA-penyKTa3u mepeBulllye KOPUCTH Bif
3aCTOCYBaHHS IIpernapaTy y mepiof BariTHOCTI. [laHi mOCHiAXKeHb Ha TBapHHAaX 11040 TOKCUYHOT0



BIIJINBY Ha PEMPOOYKTUBHY GYHKIII0 00MexkeHi. JKIIo mallieHTKa 3aBariTHie y mepiog 3aCcTOCyBaHHS
IIbOT0 TIpernaparTy, JTiKyBaHHSA CJIif HeralHO MPUIIUHUTY.

PosyBacTaTuH moTparnisie y MOIOKO ITypiB. [laHUX 1000 IPOHUKHEHHS PO3yBaCTaTUHY B IpydHE
MOJIOKO y JIIOAUHU HeMae (AuB. po3gin «IIpoTunokasaHHg»).

30amuicmb 8niusamu Ha weudKicmbe peakyii npu KepyeaHHi aBmompaHcnopmom abo iHwumu
MexaHi3mamu.

HocnimKeHb BIJIMBY PO3yBaCTaTHHY Ha 3MaTHICTh KepPyBaTU aBTOMOOiIEM Ta MpPAIlOBATH 3 iHIIUMHU
MexaHi3MaMu He npoBofgunu. OgHak, 3 OTNIIAy Ha papMakKoOgMHAMIidHi BIaCTUBOCTI PO3yBaCTaTUHY,
MaJIO¥MOBIPHO, L0 IIpenapaT YUHUTUMeE BIIJIUB Ha TaKy 30aTHICTh. [Ipu KepyBaHHI aBTOTPAHCIOPTOM
abo po6oTi 3 iHIKMMK MeXaHi3MaMu CJIif] BpaxOByBaTH MOXKJIMBICTh 3allaMOPOYEHHS Y Iepion
JIIKyBaHHS.

Cnoci6 3acmocyeaHHss ma do3u.

[lepen mo4yaTKOM JIiKyBaHHS ALi€HTY CJIiI NIPU3HAYUTH CTAHOAPTHY Til0X0JIeCTEePUHEMIYHY [i€Ty,
SKO1 BiH MMOBUHEH NOTPUMYBATUCS i IPOTATOM JIiKyBaHHS. [[03y cinif migbupaTy iHOUBiyanbHO,
3aJIe’XHO Bifl METHU Teparlil Ta BiATOBIAi MallieHTa Ha JIiIKyBaHHS, KEPYIOUUCh PEKOMeHAallisIMU
IIOTOYHUX 3araJIbHOIPUUHATUX KEPIBHULITB.

Po3yBacTaTuH MOXKHa MpUUMaTH Y OyOb-IKUil Yac OHS, He3alexkHO Bif mpuitoMy ixi.

Tabnetku 10 MT He MOXKYTb OiIMTHCS Ha YACTUHU, TOMY V Pa3i He0OXiIHOCTI Mpu3HAYEeHHS
pPO3yBacTaTHHY B [03i 5 M HE0OXigHO 3aCTOCOBYBATH IperapaTH PO3yBaCTaTUHY iHIINX BUPOOHUKIB 3
MOZKJIMBICTIO [JO3YBaHHS 110 5 MT.

JIixysaHHA 2inepxosecmepuHemil

PekomMeHOBaHa IIOYATKOBA [103a CTAaHOBUTHL 5 a0 10 Mr mepopasibHO OOUH pa3 Ha Ao0y K [s
TIallieHTiB, SIKi paHillle He 3aCTOCOBYBAJIM CTaTHHU, TaK i MepeBefleHUX Ha JTiKapChKuil 3acib 3
npuiiomy iumioro inribiTopa I'MI-KoA-penykTa3u. [1pu BuGopi moyaTKOBOI 103U CIIifi BpaXOBYBaTH
PiBHi X0JIeCTepUHYy B KOXKHOT'0 OKPEMOTI'0 TallieHTa Ta PU3UK CEPLEBO-CyIUHHUX OPYIIEHD Y
Maii0yTHBOMY, @ TaK0XK MMOBIPHICTh PO3BUTKY HeDakaHUX peakiiil. 3a He0OXigHOCTI MiABUIyBaTH
103y 00 HaCTYIIHOTO PiBHA MOXKHa 4depe3 4 TuxHi (AuB. po3gin «PapmakoguHamika»). 3 OrIdAy Ha Te,
1m0 Ha (oHi 3acTocyBaHHS JIiKapCchKoro 3acoby B m03i 40 Mr, HeGaxkaHi peakIlii BAHMKAIOTh YacTile,
HiX ITpY MEeHIIMX fo3ax (auB. po3min «[TobiyHi peakiiii»), 0CTaTOYHO TUTPYBATH 03y OO
MaKCUMaJIbHOI 031 40 MI BapTO JIUINE MallieHTaM i3 TSKKOI0 TilnepxoieCTePUHEMIEI0 Ta BUCOKUM
PU3UKOM CEPLIEBO-CYOUHHUX ITOPYIIEHb (30KpeMa y XBOPHUX i3 CiIMENHOIO TillepXoleCTePUHEMIEI0), ¥
SIKUX He BJAJIOCS OOCATTH METH JIiKyBaHHS IIPHU 3aCTOCyBaHHi 1031 20 MT i gKi mepeOyBaTUMYTh IIif
PEeryIsIpHUM HarnsigoM (OuB. po3min «Oco0nmuBOCTi 3acTocyBaHHS»). ITim yac iHimiariil mpuiiomy
JiKapchbKoro 3aco6y y mo3i 40 Mr peKoMeH0BaHU HATJISA[ CIelliaIicTiB.

ITpoginakmuka cepy,eg8o-cyOuHHUX Nooill

YV mocnimkeHHi 3HUXKEHHST PU3UKY CepIeBO-CyIUHHUX MOMiH TiKapChKuM 3aci0 3aCTOCOBYBaIK Y 031
20 Mr Ha po0y (ouB. po3min «®apMakoguHaMiKa»).



ITayieHmu AiMHbO20 BIKY

PexoMeHoBaHa M0YaTKOBa 403a PO3yBaCTaTUHY I IAli€HTIB BikOM > 70 POKiB CTAHOBUTH 5 MI
(muB. po3min «OcoOMMBOCTI 3aCTOCYBaHHS»). [HIIa KOPEKITis 103U 3 OTJISIY Ha BiK He MOTpiOHa.

ITauieHmu i3 HUPKOBOI HeO0OCMAamHicmio
[TamieHTaM i3 nerkumMu abo MOMipHUMH MTOPYIIEHHIMH QYHKII HUPOK KOPEKIIis 7031 He MOTpiOHa.

PekxoMeHgoBaHa moYaTKOBa 403a AJ1S MALiEHTIB i3 MOMiIpHUMU NOPYIIEeHHIMU (QYHKII1 HUPOK
(kmipeHC KpeaTuHiHY <60 MJ1/XB) CTaHOBUTH 5 MT. [Jo3a 40 Mr mpoTunoKa3aHa nalieHTaM i3
IIOMipHUMU NOPYIIeHHAMH QYHKIIII HUPOK. 3aCTOCYyBaHHS JTiKapchKoro 3aco0y Po3yBacTaTuH
Hali€eHTaM i3 TSKKUMU MTOPYIIEHHSIMH HUPKOBUX QYHKIII IPOTUIIOKA3aHO Y OyIb-IKUX H03aX (IuB.
po3minu «IIpotunoka3anasa» Ta «PapMakOKiHETHKA»).

IMauieHmu i3 nopyweHHAMU PYHKUiI nedyiHKu

Y matieHTiB i3 mopyIeHHIMHU QYHKIIIM TeYiHKY, 10 oliHoBaiucs y 7 abo MeHIIe 0asiiB 3a MIKaJIoi0
Yaiinma-T1't0, migBUIIEHHS CUCTEMHOI eKCII03HIIil PpO3yBaCcTaTHUHY He crocTepiranocs. OgHak y ocib i3
nopyueHHaMu y 8 Ta 9 6asiB 3a mkanoio Yainma-I1'1o cucTeMHa eKCIIo3ullisg 3pocTaa (IUB. PO3min
«PapMaKoKiHeTHKa»). Y TaKuX MallieHTiB AOLINBHOIO € OLliHKa (QYHKI1 HUPOK (OUB. PO3AiN
«Oco06nuBOCTi 3acTOCyBaHHS»). [JOCBi 3aCTOCYBaHHS JiKapChKOro 3aco0y maijieHTaM, siKi Habpamu
6inbine 9 GaniB 3a mkanoio Yaiinga-I1'to0, BincyTHil. Po3yBacTaTuH NpOTHIIOKa3aHM NallieHTaM i3
aKTUBHUMU 3aXBOPIOBAHHAMU NEYiHKY (OUB. po3ain «IIpoTunoka3anus»).

Pacosa HanedcHicmMb

Y narieHTiB MOHTOJIOIIHOI pacy CIoCTepiranacs migBuilleHa CUCTEMHA eKCIIO3UIIisT JTIKapChKOT0
3aco0y (muB. po3minu «IIpoTunokalanusa», «Oco0IMBOCTI 3aCTOCyBaHHSI» Ta «DapMaKOKiHETHKA»).
PekoMeHoBaHa IMOYaTKOBa 403a OJ1s MalliEHTIB MOHTOJIOITHOI Pacu CTaHOBUTH 5 MT; mo3a 40 mMr
TaKUM TallieHTaM IIPOTUIIOKa3aHa.

I'enemuyuHul nosaimoppiam

[TeBHi TUNIM TEHETUYHOTO MOMIMOP(i3My MOXKYTh IPHU3BOOUTH [0 IMiABUIIEHHS €KCIIO3UIIi1
po3yBacTaTUHY (OUB. po3ain «®apMakKokiHeTUKa»). [TallieHTaM i3 BifOMOIO HasiBHICTIO TAKUX TUIIIB
noJiiMmop¢izaMy peKOMeHIY€EThCS 3aCTOCOBYBAaTH MeHINy J000BY 03y PO3yBaCTaTHHY.

ITauienmu 3i cxuabHicmio 00 po38uUMKY mionamii

PexomeH0BaHa OYaTKOBa [03a OJ15 MAIi€EHTIB i3 (haKTOpaMu pU3UKYy PO3BUTKY MiONaTil CTaHOBUTH
5 Mr (guB. po3min «OcobIUBOCTI 3aCTOCYBAHHSI»).

To3a 40 Mr mpoTUIOKa3aHa OesKUM i3 TaKUX Malli€HTiB (AUB. po3gin «IIpoTunokasaHHI»).
CynymHe 3acmocy8aHHA

Po3yBacTaTuH € cyOCTpaTOM Pi3HUX TpaHCHOPTHUX 0inkiB (Hampuknag OATP1B1 ta BCRP). Pusuk
MionarTii (B ToMy 4uci pabmoMioni3y) 3pocTae mpu CYyIyTHbOMY 3aCTOCYBaHHI pO3yBaCTaTUHY i3
TIEBHUMH JIiIKapChbKUMU 3ac00aMH, II10 MOXKYTh MigBUINYBAaTH KOHIIEHTPAIliI0 pO3yBAaCTaTUHY Y IIa3Mi
BHACJIIIOK B3a€MOZII i3 UMM TPaHCIOPTHUMU GinKaMy (HalpuKiad UAKIOCIOPUHOM Ta IIEBHUMU
inribiTopaMu mpoTeasu, B TOMYy 4YHCIi KoMOiHAIliIMU PUTOHABIPY 3 aTa3aHaBipoM, JiomniHaBipoM Ta/abo
TUIIPaHaBipoOM; [UB. po3ainu «OcobIMBOCTI 3aCTOCYBaHHSA» Ta «B3aeMopis 3 iHIIMMU JTiKapChKUMU



3acobamu Ta iHII BUOM B3aEMOMili»). [10 MOXKIIMBOCTI, CJIifi PO3TISHYTH 3aCTOCYBaHHS
aTbTEPHATHUBHUX JIiIKapChKUX 3ac00iB Ta y pas3i HeoOXigHOCTI THUMYACOBO IIEpepBaTH Teparliio
PO3yBacCTaTUHOM. ZKIIO CYIIyTHHOTO 3aCTOCYBaHHS IIUX JIIKaPChKUX 3ac00iB 3 pO3yBaCTaTHHOM
YHUKHYTH HEMOXKJIUBO, CJIii PETEJIbHO 3BaKUTU KOPUCTh Ta PU3UK Bifi CyIIlyTHHOI'O 3aCTOCYBaHHSA Ta
BiIIIOBIAHMM YMHOM BigKOperyBaTHd f03y po3yBacTaTUHY (OUB. po3ain «B3aeMopis 3 iHIIUMU
JiKapChKUMHU 3acob0aMu Ta iHIIi BUAKM B3aEMOiN»).

Himu.
3acTocyBaHHS JTiIKapChKOT0 3aco0y HiTSM Ma€ MIPOBOIUTH JIUIIE CIIeIliaicT.

ity Ta migmiTku BikoM Bim 6 mo 17 pokie (ctamis Tanuepa ‘II-V).

['eTepo3uroTHa ciMelHa rinepxoiecTepuHeMis

3BUYaliHa IoYaTKoBa M000Ba Ho3a OIS [iTel Ta MiIIiTKiB i3 reTepO3UT0THOIO CiIMENHOI0
rimepxojyiecTepUuHEMi€l0 CTaHOBUTE 5 MT Ha Ho0y.

. 3BMYaiiHa [03a OJId OiTed BIKOM Bif 6 o 9 poOKiB i3 reTepo3uUroTHOI CiIMENHO0
rinepxonecTepuHEMi€l0 CTaHOBUTE Bifm 5 Mr go 10 Mr mepopaibHO OfUH pa3 Ha no0y. beameka Ta
e(eKTHUBHICTh 3aCTOCYBaHHS JTiKapChKOro 3acoby y mo3ax Ginbire 10 Mr y il momynsiii He
OOCIIiAKYBaJIUCS.

. 3BUYarHa fo03a A giter BikoM Bim 10 go 17 pokiB i3 reTepO3UTOTHOIO CIMEWHOIO
rinepxonecTepuHEMi€l0 CTaHOBUTE Bif 5 Mr o 20 Mr nmepopaibHO OfUH pa3 Ha fo0y. be3mneka Ta
e(eKTUBHICTb 3aCTOCYBaHHS JTiIKapChKOTO 3ac00y B mo3ax Oinbine 20 Mr y il MONYJIAIll He
IOCITiIXKYBaJIUCH.

[TipBumyBaTH HO3Y CIif BigMOBIMHO MO iHAMBiAyanbHOI BiANOBiAl AUTUHY Ha JIIKyBaHHS Ta
IIePEeHOCHUMOCTI TiKapChKOTo 3aco0y, MOTPUMYIOUNCh PeKOMEHOallii om0 JTiKyBaHHS IiTel (OuB.
po3min «Oco6auBOCTi 3aCTOCYBaHHS»). [lepen moyaTKOM Teparii po3yBaCTaTUHOM HiTSAM Ta MigIiTKam
CJIi[l IPU3HAYUTH CTaHAAPTHY Till0XOJIECTEPUHEMIUHY Hi€Ty, SIKOL allieHTH MaloTh JOTPUMYBaTHUCA 1
IIPOTATOM JIiKyBaHHS.

['oM03Ur0THA CiMelHa Tiepx0naeCTepUHEMIs

PekomeHnngoBaHa MakKCcHMallbHa [03a OJId OiTed BIKOM Bif 6 70 17 POKIiB i3 TOMO3UTOTHOIO CiMENHOIO
rinepxonecTepuHeMiel0 CTaHOBUTDL 20 MT' OfMH pa3 Ha J00y.

PekoMeH0OBaHa IIOYATKOBA [103a CTAHOBUTH Bif 5 Mr mo 10 Mr oguH pa3 Ha {00y 3a1eKHO Bif BiKY,
MacH Tifla Ta MOMePeIHbOr0 3aCTOCYBaHHS CTaTUHIB. [ligBUIlyBaTH 1O MaKCHMaIbHOI f03u 20 MT
OJMH pa3 Ha mo0y CIIif BimmoBimHO M0 iHAMBiAyasnbHOI BifMOBiAl AUTUHY Ha JIIKYBaHHS Ta
IIePEeHOCUMOCTI IIpenapaTy, JOTPUMYIYUCh PEKOMEHAllil 00 JIiKyBaHHS OiTel

(muB. po3min «OcoOnMMBOCTI 3acTOCyBaHH»). [Ieped mOYaTKOM Tepartil po3yBacTaTUHOM HiTSIM Ta
HiATiTKaM CIifl IPU3HaYUTH CTaHOaPTHY TiM0X0JIeCTEPUHEMIUHY AIi€TY, IKOI MallieHTH MalTh
OOTPUMYBATUCS 1 IIPOTATOM JIiIKyBaHHS.

IocBim mikyBaHHS ITi€l momynsmii y mo3ax Oinbire 20 Mr oOMexKeHuiH.

TabmeTku 110 40 MI He 3aCTOCOBYIOTE AiTSIM.



[TiTy BikOM [0 6 POKiB

Beamneka Ta e(peKTUBHICTh 3aCTOCYBaHHS JTIKAPCHKOTO 3aC00y AiTSAM BiKOM 10 6 POKiB HE BUBYAJIUCh.
TakuM 4MHOM, PO3yBaCTaTUH He PEKOMEHAYEThCS 3aCTOCOBYBATHU AiTAM BIKOM [0 6 POKIB.

Ilepedo3yeanHs.

CroenudidyHOro nikKyBaHHS Ilepefo3yBaHHS HEMAaE. Y pa3i mepeno3yBaHHA Nalli€HTa CIIif TiKyBaTU
CHMIITOMATHYHO Ta 3a He0OXiMHOCTi BXXKUTHU MiATPUMYIOUUX 3aX0fiB. [IoTPiOHO KOHTPOIIIOBATH
¢yukuii meuinku Ta piBeHb KK. EdeKkTUBHICTE TeMofIianisy MaloiMoBipHa.

ITobiuni peakuii.

He6azxkaHi sBHIIa, II0 Bif3HAYAIOTHCS TP 3aCTOCYBaHHI PO3yBaCTAaTHHY, 3a3BHUYal JIerki Ta
TUMYacCOBi.

Y tabmuni 3 npencTtaBnenuit npodink HebaxkaHUX peakliil Ha PO3yBacCTaTHH 3a JaHUMU KITiHIYHUX
MOCTiAKEeHb Ta BEJIMKOTO [OCBIAY IMicIsIpeecTpalliiinoro 3actocyBants. HeOaxaHi peakiiii
KnacudikoBaHi 3a 4aCTOTOIO Ta CUCTEMHO-OpranHuMu Kinacamu (COK).

3a yacToTor HebaxKaHi peakiril po3nomineHi TakuM yrHOM: dacTi (=1/100 ta <1/10), HewacTi
(=1/1000 Ta <1/100), pigki (=1/10000 Ta <1/1000), my=xe pigki (<1/10000), yactoTa HEBiTOMa
(HeMOZXKJIMBO OIIIHUTH 3a HaSIBHUMU JaHUMH).

[ToGiyHi peaxiii 3a JaHUMU KITiIHIYHUX [OCHIIXKEHb Ta JOCBiAy

MiCIAPEECTPALiMHOTO 3aCTOCYBaHHS PO3yBaCTaTUHY

Tabmuns 3
CucteMHO-opranuui [Jacri HeuacTi Pigki [lyxe pigki YacToTa HeBimoMma
KJ1ac
3 6oky Kposi ma TpoMOOLIUTOIEe s
1impamuyHoi
cucmemu
3 60Ky imMyHHOT Peaxiii
cucmemu rinep4yyTau-BOCTI,
B TOMY YHUCIIi
QHTiOHEBPOTUYHUN
HabpsK
3 60Ky eHOokpuHHOi |LITyKpoBuUit
cucmemu miaGet'
IIcuxiyHi po3aadu Iemnpecis
3 6oky Hepsosoi ["onoBHWMIA 6ifb, [MonineBpo-naris, [[lepudepuyna
cucmemu 3aIIaMOpO-4YeHHS]] BTpaTa IaM’'dTi [HeBpoIaTid,
po37any CHY (Y TOMYy
uucyi 6e3COHHS Ta
HiYHi Kaxu),
MiaCTEHIs IpaBic
3 60Ky opeaHis Kamens, 3aguiKa
OuxaHHA, 2pyOHOi
KAimKu ma
cepedocmiHH A




3 60Ky WAYHKOBO- 3amop, HyAoTa, [TaHKpeaTuT [iapes
Kuwxoso2o mpakmy |abmomi-HanbHUH
6inb
3 6oky [TiguileHHS PiBHS [2KOBTIHULA,
2enamobiniapHoi MEeYiHKOBUX TemaTUT
cucmemu TpaHcaMiHa3
3 60Ky wkKipu ma CBepbix, CuHIpOM
niowkipHoi BUCUIIQH-HS, CriBeHCa-[]2KOHCOHa,
KAIMKOBUHU KPOIIVB’-sTHK3| [HOyKOBaHa
ITiKapChKUMU
3acobamMu
e03uHOGiNid 3
CUCTEMHUMU
cumnromamu (DRESS-
CHHIOPOM)
3 boky ckenemnoi  [Mianris MiomaTist (y Tomy |ApTpanria [TopymeHHs 3 60Ky
MycKyaamypu ma UHCITi MiO3HT), CYXOXKUJIb, IHKOIU
CNno/1yYyHOI MKAHUHU pabmomionis, yCKTagHeHi
BOBYAKO-IIOTiOHUM [PO3pPUBaMU,
CUHIPOM, PO3PUB iMyHOOIIOCEpeIKOBaHa
M’ s3iB HEKPOTU3yHYa
[mMionaTis
3 60Ky HUPOK Mma CemaTypist
ceuosudinbHol
cucmemu
3 6oky iHEeKoOMacTis
[penpodykmugsHoi
cucmemu ma
IMO/I0YHUX 30103
3az2anvHi po3aadu ma |AcTeHis Habpsk
cman micuA
Bee0eHHA
3 60Ky opaaHis 30py OuyHa miacTeHis

1 YacToTa 3ayiexkUTh Bif HASIBHOCTI ()aKTOPiB PU3UKY (piBeHB I'/TIOKO3M HATIIEe = 5,6 MMOJIB/T,
IMT > 30 kr/™’, mifBUINEeH] piBHi TPUIIIiLEPUAIB, apTepiaibHa rinepTeHsis B aHaMHe3si).

4K i npu 3acTocyBaHHi iHmux iHribiropis 'MI'-KoA-penykrasu, 4yacToTa HeOaxkKaHUX peakiliii Mae
TEeHEHIIII0 3aJIe3KaTHU BiI JO3U.

Bnaue Ha HUpku

[IpoTeinypis, BUsBIIeHa Y pe3yJIbTaTi aHalli3y 3a TeCT-CMyKKaMU Ta IIepeBakHO KaHaJIbIIeBOTO
IIOXOIKeHHS, CIIoCTepiranacs y MallieHTiB, SKi 3aCTOCOBYBaJid pO3yBacTaTUH. 3MiHU BMICTY Oinka y
cedi Big Hyna abo cniigiB mo 3HaYeHHs abo Oinbile cnoctepiranucsa y <1% mallieHTiB nepiogudHo y
mpotieci 3aCToCyBaHHS JiKapchKoro 3aco0y B go3ax 10 Ta 20 mr i mpubnusno y 3 % - mpu m03i 40 mr.
HeBenuke 306inbIIeHHS YaCTOTH 3MiHM BMICTY Bif Hy/s ab0 CJIifiB 0 3HAYEHHS CIIOCTEPiranucs npu
mo3i 20 Mr. Y 6inmbIIoCTi BUMTaAKiB MPOTEiHYPisl 3MeHIIyBaacs abo 3HUKasa CIIOHTAHHO IIPH
IPOMIOBXKEHHI Teparllii. 3a JaHUMY KITiHIYHUX [OCITigXKEeHb Ta TOCTMAaPKETUHTOBUX CIIOCTEPEKEHDb Ha
ChOTO[IHi He BHSBJIEHO IPUYMHHO-HACIIAKOBOI0 3B’SI3Ky MiXK IIPOTEIHYpPi€l0 Ta rocTpuM abo
IIPOTPECYIOYUM 3aXBOPIOBAHHSAM HUPOK.

Ha i 3acTocyBaHHSs JTikapchKoro 3aco0y Po3yBacTaTuH Big3HaYeHO BUIIAOKK reMaTypii, 3a JaHuUMU



KJIIHIYHUX OOCIIIXeHb YacToTa 1l Masa.
Bnaue Ha ckesnemHy MyckKyaamypy

YpaxeHHs CKeJIETHOI MyCKy/IaTypH, Taki K Mianris, Miomatis (B ToMy 4uCyIi MiO3UT), Ta 3pigKa
pabmoMionti3 i3 ToOCTPOI0 HUPKOBOIO HEOCTATHICTIO uu 6e3 Hel Oy/u Bi3Ha4eHi IpX 3aCTOCYBaHHI
OyOb-IKUX 003 PO3yBacTaTUHY, 0COOIUBO IIpHU Ho3ax >20 Mr.

Y nanieHTiB, sKi IpuiiMany po3yBacTaTUH, CIOCTEpiranocs go3o3anexHe 3poctandsa piBHA KK; B
OinbIOCTi BUNAAKiB siBUllle 0yJI0 c1abKKUM, aCUMITOMAaTUYHUM Ta TUMYacoBUM. AKIro piBers KK
migBuimeHuy (>5 pasis Buiie BMH), mikyBaHHS CIlig OPpUOUHATH (OUB. PO3Min «Oco0nMuBOCTi
3aCTOCYBaHHS»).

Bnaue Ha neyviHky

4K i mpu 3actocyBaHHi inmux inribiropis IMI'-KoA-penyKkTa3u, y HEBEJIMKOI KiJTbKOCTI MAIli€HTIB, SKi
IpuiMany po3yBacTaTHH, Bil3HAYaIOCS [0303aexkHe 30i/blIeHHS PiBHS TpaHcaMiHa3; y O6i/bInocTi
BUNIAJKIB sgBUIle OYJI0 CTa0KUM, aCUMIITOMAaTUYHUM Ta TUMYaCOBUM.

Ha i 3acTocyBaHHS JesKUX CTAaTUHIB Bi3Hauanucs Taki HeOaXaHi gBuIla:
Po3nad cmamesoi pyHKY il

OxpeMi BUIagK¥ iHTEPCTHULIaIbHOI XBOPOOU JIereHb, 0COOIMBO IIpX TPHMBAJIOMY 3aCTOCYBaHHI (IUB.
po3min «Oco6IUBOCTI 3aCTOCYBAHHS»).

YacToTa noBifomMieHb IIpo pabmomiosi3, ceplio3Hi mopymeHHS 3 00Ky HUPOK Ta MeYiHKU (IIepeBaxkKHO
TiABHUINEHHS aKTUBHOCTI MeYiHKOBUX TpaHCcaMiHa3) OilbIlla Py 3aCTOCYBaHHi JTiKapchKOro 3acoby B
no3i 40 mr.

Himu

[Mipeumenns piBast KK>10 pagziB Buiiie BMH Ta cumntomu 3 60Ky M’s3iB micis GisuaHOro
HaBaHTaXXeHHS a0 MigBUIIEHO] Pi3UYHOI aKTUBHOCTI CIIOCTEPIraaucs dacTime y 52-TUKHEBOMY
KJIIHIYHOMY [OCTiI>KEeHHI 3a y4acCTIO [iTed Ta MifJIiTKiB TOPiBHSAHO 3 JOPOCIUMH (IUB. PO3MTiN
«OcobnuBOoCTi 3acToCcyBaHHS»). [IpoTe mpodinb 6e3meku po3yBacTaTUHY Y HiTel Ta MiAiTKiB OyB
OMiOHMM [0 TAKOTO y JOPOCTIHX.

[ToBigoMIIeHHS PO Mimo3pioBaHi mo6ivHi peakirii

[ToBimomeHHS PO Migo3pioBaHi MOGiYHI peakii micis peecTpaliil 1iKapchbKoro 3aco0y € BaXKIUBUM.
Lle nae 3MOry IpoAOBXKYyBaTU KOHTPOJIBb 38 CIIBBIIHOLIEHHAM KOPUCTL/PU3UK 3aCTOCYBAHHS
JikapcbKoro 3aco0y. [IpoxaHHS 00 MeAUYHUX IIPalliBHUKIB IMOBIOMIISITH PO OyOb-gKi Mif03pioBaHi
nobiyHi peakmii 3rigHO HAIiOHAIBHOI CUCTEMH IIOBiTOMIIEHb.

Tepmin npudamHocmi. 2 POKH.

YMoBu 30epiranHsi.

B opurinanbHil yIiakoBIi Ipu Temnepatypi He Bue 25 °C.



30epiraTv y HeIOCTYITHOMY [JISI OiTeH MicCIii.

VYnaxoBka.

I[To 10 TabneTtoxk y 6iicTepi; mo 3 6yicTepu y mayiii.

Kareropis Bigmycky. 3a perenTom.

BupoOHHUK.

[TAT «KuiBmegmnpemnapar».

Micue3HaxoIKeHHsI BHPOOHHKA Ta afipeca MicIs MpoBaIXKeHHS HOTr0 Tis/IbHOCTI.

Ykpaina, 01032, m. Kuis, Byn. Cakcarancekoro, 139.



