IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

PO3YBACTATHH

(ROSUVASTATIN)

Cknao:
ditoya pevoB8uHa: po3yBacTaTHH;
1 TabneTKa MiCTUTh po3yBacTaTUH (y BUTJIAMI PO3yBacTaTHHY Kasblliio) - 10 Mr a6o 20 Mmr;

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

PosyBacTtaTus 3HUXKYE mifBullleHni piBeHs xonectepuny JIITHII, 3aranpsHOr0 X0I€eCTepuHy Ta
TpUriilepunis i nigsuinye pisHi xonectepuny JIIIBII. Bin TakoxX 3MeH1Iye piBHi anoB, XC-
HeJITIBII, XC-JITIOHIL, TT-JITIOHII Ta migBuIinye piBers amoA-I (tabmuis 1). Po3yBacTaTUH TaK0OXK

3MmeHIuye crniBBigHomenHsa XC-JIITHII/XC-JIIIBIL, 3aransroro XC/XC-JITIBIL, XC-reJITIBII/XC-
JITIBIII Ta anoB/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 coHHOI apTepil Ha -0,0145 MM/pik [95% moBipunii iHTepBan
-0,0196, -0,0093; p<0,0001]. 3mina mopiBHAHO 3 BUXigHUM piBHeM cTaHoBuna -0,0014 mM/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 JTIKApChKOro 3aco0y uepe3 HebOaxkaHi 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 IepopajIbHOTO 3aCTOCyBaHHS. AGCOIOTHA 0i0JOCTYIIHICTh CTAHOBUTD Mpubnmu3no 20
%.

Po3nodin

POBYBaCTaTI/IH 3HAYHUM YHHOM 3aXOIITIOETHCS MEeYiHKOI0, SKa € OCHOBHUM MiCIIEM CUHTE3y



xonectepuny Ta Kiipency XC-JIITHIII. O6’em po3nofiny po3yBacTaTUHy CTaHOBUTH Npubau3Ho 134
1. ITpubnusao 90 % po3yBacTaTUHY 3B’SI3YETHCS 3 GiTKaMH MJTa3MHU KPOBi, IepeBazkHO 3 albOyMiHOM.

Memaboism

Po3yBacTaTuH 3a3Hae He3HaYHOT0 MeTabomi3my (mpubnausuo 10 %). [ocrmigxKeHHs MeTab0mi3My

in vitro i3 BUKOPUCTAHHSM TelaTOIUTIB IIOAWHU CBifYaTh, 110 PO3yBacTaTHH € C1a0KUM CcyOCcTpaToM
nns Metabosi3My Ha OCHOBI pepMeHTiB ruToxpomy P450. OCHOBHUM 3afistHUM i30)ePMEHTOM €
CYP2C9, memio meH1y poib Bigirpatots 2C19, 3A4 ta 2D6. OCHOBHUMM BH3HAUYeHUMHU MeTabosiTaMu
€ N-mecMeTuI0BUY Ta TAKTOHOBUM MeTabomiti. N-gfecMeTun-meTa0osmiT mpudnu3so Ha 50 % MeHIn
aKTHBHUH, HiXK PO3yBacTaTHH, TJAKTOHOBUM MeTabO0iT BBaXKa€eThCS KIiHIYHO HeakKTHBHUM. Ha
po3yBacTaTuH npunagae Oinbire 90 % akKTUBHOCTI IUPKYII004oro inribitopa I'MI-KoA-penykTasu.

BusedeHHs

[Tpu6nusno 90 % mo3u po3yBacTaTUHY BUBOAUTHCS Y HE3MiHEHOMY CTaHi 3 KajioM (pa3oM BCMOKTaHa
Ta HEBCMOKTaHa [iloYa pPeYoBHHA), PEIITa BUBOOUTLCS i3 ceuelo. [Tpubnu3uo 5 % BUBOOUTHCS i3
ceyelo y He3MiHeHil popMi. [Tepion HamiBBUBEIEHHS i3 MIa3MK KPOBi CTAHOBUTHL IPUOIN3HO 19
TOIUH i He 30iNbIIyETHCS IPY MifBUILEeHH] 103u. CepeqHe reoMeTpUYHe 3HAUYEHHS KITipeHCY
Ipernapary i3 mima3Mu KpoBi CTaHOBUTH Mpubau3Ho 50 j/roguny (KoedirieHT Bapiatii - 21,7 %). 9k i
B inmmx iHri6iTopis I'MI'-KoA-penykTa3u, e4iHKOBe 3aXOIJIEHHS PO3yBaCTaTHHY BilOyBa€ETHCS 3
ydacTio MeMOpaHHoro TpaHcrnopTepa OATP-C, siKuii Bifirpae BaxKJIMBY POJIb ¥ MEYiHKOBIH eiMiHaIlil
po3yBacTaTUHY.

JIiHiliHicmb

CucTeMHa eKCIIO3HIlisg PO3yBaCcTaTUHY 30iNbIIyETHCS IPOIOPIIiiHO 0o3i. [Ipu 6GaraTropazoBoMy
IIOOEeHHOMY 3aCTOCYyBaHHI ITapaMeTpy (papMaKOKIHETUKY He 3MiHIOITHCH.

Ocob.usi epynu nayieHmis.
Bix ma cmamo

He cnoctepiranocs KIiHiYHO 3HAYYIIOTO BIUIUBY BiKy ab0 cTaTi Ha ¢papMaKOKiHETUKY PO3yBacTaTUHY
y popocnux. PapMaKOKiHeTHKa pPO3yBacTaTUHY Y OiTEU Ta MifJITKIB i3 TeTEPO3UTOTHOI0 CIMEWHOI0
rinepxonectepuHeMieio nopidHa [0 papMaKOKIHETUKHU Y JOPOCIUX NOOPOBOJIBIIB (OUB. PO3MiN
«IliTr»).

Paca

HocnigxeHHsT papMaKOKIHETUKY BUSIBUIIY, 110 Y MALliEHTIB MOHTOJIOIAHOI Pacu (SAMOHLIB, KUTAUIIB,
GbinminmiHiliB, B’€THaAMIIIB Ta KOPEUIliB) MediaHHI 3HAaYEeHHS IJIOIII il (apMaKOKiHETUYHOI KPUBOIO
«KoHIeHTpauig-yac» (AUC) Ta C,,, TpubIM3HO BABiYi BUII, HiXK y €EBPONENIiB; y iHOINIIB MeiaHH1
3nauenus AUC Ta C,,,, migBumieni npu6nusso B 1,3 pa3a. AHauni3 nmonynsiiiiHol papMakoOKiHETUKY He
BUSIBUB KJIiHIYHO 3HAQYYIIO] Pi3HUIII MiX IalliEHTaMKU €BPOIEOIAHOI Ta HET'POITHOI pac.

ITopyweHHA pYHKUiI HUPOK

Y mocnifKeHHI y MaIlieHTiB i3 pi3HUM CTyIeHeM IOopyIIeHHs QYHKIll HIPOK 3MiH IIJITa3MOBUX
KOHIIeHTPalliil po3yBacTaTuHy abo N-gecMmeTtun-MeTabosiTy B ocib 3i cmabkoio abo mIoMipHOIO
HEJOCTATHICTIO Bil3HaYeHO He 0ys10. Y malieHTiB i3 TIXKKUMU IOPYIIeHHSIMH QYHKIII HUPOK (KITipeHC
KpeaTuHiny <30 MJI/XB) 1a3MOBi KOHLIEHTpalii po3yBacTaTuHy Oyiu y 3 pa3u BUIIMMHU, a PiBHI N-
necMeTHn-MeTabomiTy - B 9 pasiB BUIIUMHU, HiXK Y 300p0OBUX NOOPOBOJIBIIB. PiBHOBaXKHi M1a3MoBi



KOHIIEHTPallil po3yBacTaTUHY y MAalli€HTiB, sKi mepeOyBaloTh Ha remMoxianisi, 6yau npubausHo Ha 50
% BUIIMMHU, HiXK Y 3M0POBUX JOOPOBOJIBIIIB.

ITopyweHHA pyHKUII neviHKu

Y mocnifKeHHI MaIlieHTiB i3 Pi3HUM CTyleHeM MOPYLUIeHHS PYHKIIII MeYiHKy 03HaK MigBUIIIEHO]
€KCII03UIIi1 po3yBacTaTUHy He 0yIJI0 BUSIBIIEHO Y TMAlli€EHTIB, CTaH SKUX OIiHIOBABCS y 7 ab0 MeHIIe
6amiB 3a mKkanoio Yainma-I1't0. OgHak y OBOX mallieHTiB, SKi Habpanu 8 Ta 9 GaiB 3a MIKaI00
Yaiinma-T1't0, cucTeMHa eKcro3utlist Oyna IoHaliMeHIe BABiYi BUIA, HiXK Y MALiEHTIB i3 MEHIITUMU
6anamu. [ToCBif 3aCTOCyBaHHS PO3yBacCTaTUHY IallieHTaM, CTaH SIKUX OI[IHIOEThCS Yy Oinblie HiX 9
OasniB 3a mKkanoio Yaiinga-I1'to0, BigCyTHi.

I'enemuyHul noaimopgiam

Po3nogin inri6iTopis 'MI'-KoA-penyKTa3u, B TOMY YHCJIi PO3yBaCTaTHHY, BiIOYBAETLCS 3a y4aCTIO
TpaHcnopTHux 6inkiB OATP1B1 ta BCRP. ¥ marienTiB i3 remetuunuM nomimopdizamom SLCO1B1
(OATP1B1) Ta/a6o ABCG2 (BCRP) icHye pu3uK MigBUIIEHO] €KCII03Ullil po3yBacTaTUHy. [Ipu OKpeMux
¢dopmax momimopdizmy SLCO1B1 ¢.521CC ta ABCG2 c.421AA ekcno3sunis po3yBactaTtury (AUC)
migBuIneHa mopiBHsHO i3 reHotunamu SLCO1B1 ¢.521TT a6o ABCG2 ¢.421CC. CrmenianbpHe
TeHOTUIIYBAHHA Y KIIiHIYHIN mpakTulli He mepenOadeHe, ajie MallieHTaM i3 TakuM moyiMopdizmMom
PEKOMEH[YEThCS 3aCTOCOBYBATH MeHIy J000BYy 03y PO3yBaCcTaTUHY.

Himu

IBa mocnimkeHHs dpapMaKOKiHETUKY PO3yBacTaTUHY (Y BUTJIAMi TabneToK) y miTen i3
reTepo3Ur0THO0 CiMelNHO0 riepxojiecTepuHeMieio BikoM Bif 10 go 17 pokiB a6o Bix 6 mo 17 pokis
(3aranom 214 marieHTiB) MOKa3asy, 10 €KCIIO3UIlisg IIpenapaTy B fiTel HUK4Ya abo momidHa oo
€KCITO3UIlil y OPOCNuX MalieHTiB. EKkcro3utlis po3yBacTaTiHy Oyia nepef0dadyBaHOIO BiiTIOBIZHO [0
O34 Ta TPUBAJIOCTI MIPUNOMY MIPOTITOM OiNIbIII HiXK 2 POKU CIIOCTEPEKEHbD.

Kniniuni xapakKTepuCTHKH.
Iloka3aHHA.
JIiKyeaHHA 2inepxosecmepuHemii

IopocnuM, miAiTKaM Ta AiTSM BiKOM Bifi 6 POKIiB i3 IepBUHHOIO TinepxoaectepuneMieto (tTumy Ila, B
TOMY YHCJIi i3 TeTepO3UT0THOIO CiMEMHOI0 TinepxonecTepruHeMieio) abo 3MillIaHO0 AUCimifeMie0
(tTuny IIb) K HOTIOBHEHHS [0 AIETH, KOJIU NOTPUMAHHS Ji€TU Ta 3aCTOCYBaHHS IHIINUX
HeMeIUKaMeHTO3HUX 3ac00iB (Hampukian ¢hi3vu4yHUX BIIPaB, 3HUKEHHS MaCH Tila) € HeNOCTaTHIM.

IopocnuM, migiTkaM Ta giTSM BiKOM Bif 6 POKiB IIpy TOMO3UTOTHIY CiMelHil rinepxonecTepuHeMii
SIK [OTIOBHEHHS [0 [i€TH Ta iHIIMX JIiMigq0o3HUKYI0UnX 3aco0iB NIiKyBaHHS (Halpukian adhepesy
JITTHIII) a6o y Bumlafikax, KOIM TaKe JIiKyBaHHS € HEJJOPEUHUM.

ITpoginakmuka cepu,ego-cyOuHHUX Nooitl

[TpodinakTrKa cepi03HUX CEPLEBO-CYOAUHHUX MOAiM y NallieHTiB, SKi, 3a OIliHKaM¥, Mal0Th BUCOKUYU
PU3UK IEepIIoro BUNAAKY CepLeBO-CYAUHHOI MoAil (ouB. po3nin «PapMakoguHaMika»), sIK JOIIOBHEHHS
[0 KOpeKIil iHmux (pakTopiB PU3UKY .



IIpomunoka3aHnus.
PosyBacTaTuH NIpOTUIIOKA3aHUM:

- MalfieHTaM i3 MigBUINEHO0I0 YYTIUBICTIO 10 PO3yBaCTaTHHY ab0 [0 OYOb-IKOI 3 OMOMIiXKHUX
PEUYOBHH IIpernapary;

-  TalieHTaM i3 aKTUBHUM 3aXBOPIOBAHHSM IE€UiHKH, Y TOMY YHUCJIi 31 CTIMKUM MiIBUILEHHSIM
CUPOBATKOBUX TpaHCaMiHa3 HEBigOMOI eTionoril Ta 6yap-IKMMU MiABUIIEHHSIMYU TpaHCaMiHa3 y
CHPOBATIIi KPOBI, 1110 BTPXYi IEPEBUIIYIOTh BepXHIO MexXy HopMHU (BMH);

-  TallieHTaM i3 TAXKKUMU NOPYIIeHHIMY (PYHKII1 HUPOK (KIipeHC KpeaTuHiHny <30 MII/XB);
- TIallieHTaM i3 MiomaTi€lo;

- TaIfieHTaM, SIKi OMHOYaCHO OTpuMyBaiu KombiHalliio copocOyBip/BenmnaTacBip/BoKcUanpesip (AUB.
po3nin «B3aeMopis 3 iHIKUMU TiKapChKUMU 3ac00aMU Ta iHIIN BUOU B3a€EMOMIIN»);

- MaifieHTaM, Ki OmHOYaCHO OTPUMYIOTH IUKIIOCIIOPHUH;

- y Tiepiof BariTHOCTi abo rofiyBaHHS IPYAAI0, @ TAKOXK KiHKaM PenpogyKTHBHOIO BiKy, SIKi He
3aCTOCOBYIOTh HaJIeXKHi 3aC00M KOHTpPALEIMIIii.

o3a 40 Mr mpoTHIioKa3aHa IallieHTaM 3i CXUJIbHICTIO 10 MiomaTil/pabmomiornisy.

Ilo dakTOpiB TAKOr0 PU3UKY HaIEeXKaTh:

- IIOMipHe IOPYIIeHHS (QYHKIIl HUPOK (K/IipeHC KpeaTuHiHy <60 MI/XB);

- TiMOTHUPEOS;

- HAsIBHICTH B 0COOMCTOMY a00 POOMHHOMY aHAMHE3i CIIafIKOBUX M’SI30BUX 3aXBOPIOBAHb;

- HasIBHICTh B aHaMHe31 MiOTOKCUYHOCTI Ha TJIi 3aCTOCyBaHHS iHIKX iHTiOiTOpiB [MI-KO0A-
penykTa3u abo ¢ibparis;

- 3JI0BXKHBAHHS aJIKOTOJIEM;
- CHUTYallii, 10 MOXKYTb TPU3BECTH M0 IiIBUIIEHHS KOHIIEHTPAIlii TpenapaTy B IJ1a3Mi KPOBi;
- HaJIeXKHICTh 10 MOHT'OJIOIOHOI Pacy;

- CymyTHE 3acTocyBaHHS (ibpaTiB (muB. po3ninu «dapMakokiHeTuKa», «B3aemonis 3 iHIIUMHU
JiKapChbKUMU 3aco0aMy Ta iHII BUAY B3aeMofik» Ta «OCoOIMBOCTI 3aCTOCYBaHHSI»).

B3aemodia 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.
Bnaue cynymHix npenapamie Ha po3ysacmamuH

IHeibimopu mpaHcnopmHux biakie



Po3yBacTaTus € cy6CTpaToM I OESKUX TPAHCIOPTHUX OiNKiB, ¥ TOMY YHUCIIi T€YiHKOBOTO
TpaHcnopTepa 3axonneHHs OATP1B1 ta edmiokcHoro Tpancnoprepa BCRP. OpHouacHe
3aCTOCYBaHHS PO3yBAaCTaTHUHY i3 TiKapChKUMM 3aC00aMH, 110 TPUTHIUYIOTE Ii TPAHCIIOPTHI 6inKwy,
MOXKe MTPU3BOAUTH [0 MiABUIEHHS KOHIIEHTPAIlil po3yBaCTaTUHY B IJIa3Mi KpOBi Ta 30inbIIeHHS
pu3uKy Mionartii (muB. po3pinu «B3aemopmis 3 iHIMMMU TiKapChbKUMU 3aco0aMy Ta iHIII BUOU
B3aemogii», «OcobnuBoCTi 3acTocyBaHHA» Ta «CIocib 3acToCyBaHHS Ta AO3U», TaOIUIO 2).

LukaocnopuH

Y nepiop CynyTHBOI'O 3aCTOCYBaHHSI PO3yBacTaTUMHY Ta LUKIJIOCIOPUHY 3HaueHHd AUC
po3yBacTaTHHY Oyu B cEpegHbOMY MIPUONIU3HO y 7 pa3iB BUIIMMHU, HixX Ti, SIKi CIIOCTepiranucs y
3[0POBUX NOOPOBOIIBLIB (AUB. Tabnuiio 2). Po3yBacTaTuH MPOTUIIOKa3aHU MAIliEeHTaM, SAKi
OIHOYaCHO OTPUMYIOTh LIUKJIOCIIOPUH (OUB. pPo3nin «[IpoTUIIOKa3aHHA»).

CymyTHE 3aCTOCYBaHHS He BIIJIMBAJIO Ha KOHIIEHTPAIiI0 IXKIOCIOPHUHY B IJIa3Mi KPOBI.
IH2ibimopu npomeasu

Xoua TOUHMM MexaHi3M B3aeMO/il HEBiTOMUM, OQHOYACHE 3aCTOCYBaHHS iHTi6iTOPiB MpoTea3u MoxkKe
3HA4HO 30i/IbIIyBaTH €KCIIO3UIliI0 PO3yBacTaTUHY (AuB. Tabnuio 2). Hanpuknag, y gocaigkKeHH]
(dapMaKOKiHeTUKY OfHOYaCHe 3acTocyBaHHSA 10 MI po3yBacTaTHHY Ta KOMOiHOBAHOTO JIiKapChKOTO
3aco0y, 1o mMicTuB fBa iHribitropu mporeasu (300 mMr ata3zaHasipy/100 Mr puTOHaBipy), V¥ 3HOPOBUX
noOpoBobLIiB cynpoBomxkyBasocs migsuineHHsIM AUC ta C,,, po3yBacTaTuHy mpuOnu3Ho B 3 Ta 7
pasiB BiAnmoBigHO. OmMHOYACHE 3aCTOCYBaHHS PO3yBAaCTaTHHY Ta OeIKUX KoMOiHalil iHTibGiTopiB
IIPOTEea3u MOXKJIUBE ITiCTIs peTeIbHOTO 00OMipKyBaHHS KOPEKIIii 403U JTiKapCchKoro 3acoby
Po3yBacTtaTuH 3 Orisiny Ha O4diKyBaHe 3pDOCTaHHS €KCIIO3UIlil pO3yBaCTAaTUHY (OUB. PO3TiNN
«B3aeMopmis 3 iHIMMMH JTiKapChbKUMHK 3ac00aM¥ Ta iHIIi BUAM B3aeMofii», «Oco0IuBOCTi
3acTocyBaHHS» Ta «Crnocib 3acTOCyBaHHS Ta [03U», TaONHULIIO 2).

I'em@ibpo3us ma iHwi aini003HUNACYBANbHI 3acobU

OpHOYacHe 3aCTOCYBaHHS PO3yBAaCTaTHHY Ta reMmdpibpo3uny npusBonuso mo 3poctanHs AUC ta C,,,
po3yBacTaTUHY B 2 pa3u (OuB. po3min «OcobIUBOCTI 3aCTOCYBaHHS»).

3Bakaloyy Ha [aHi creliaJbHUX JOCHiXKeHb, (hapMaKOKiHEeTUYHO 3HAYYII[0l B3aEMO[Iii 3
benodibpaToOM He 0UiKyETHCS, OOHAK MOXKJIMBa (hapMaKOoAMHaMiuHa B3aemoxisa. 'eMpidposus,
benodibpar, iumr ¢Gibpatu Ta mimimo3HUKYBaNbHI 003U (> abo piBHi 1 r/moby) HianuHy (HIKOTHHOBOI
KUCJIOTH) 30iIbIIYI0OTh PU3UK MiOTaTil IpU CyIyTHHOMY 3aCTOCyBaHHi 3 inribiTopamu I'MI-Ko0A,
MMOBIPHO, 3a PaXxyHOK TOTO, III0 BOHA MOXYTh CIPHYUHATH MiOIaTiio, KOJIA 1X 3aCTOCOBYIOTh OKPEMO.
o3a 40 Mr mpoTuIioKa3aHa IIpX CyIIyTHbOMY 3acTOCyBaHHi ¢ibpaTiB (quB. po3minu
«IIpoTunoka3aHHsI» Ta «OCOOIMBOCTI 3aCTOCYBaHHS»). TaKUM IallieHTaM TaK0X CJIiff TOYUHATH
Tepalliio 3 J03U 5 M.

Ezemumib

OpHoYacHe 3aCTOCYyBaHH po3yBacTaTuHy B fo3i 10 Mr Ta e3eTumiby 10 Mr maijieHTam i3
rinepxonectepuHeMieio npusBoauno go 3pocranus AUC po3yBactaTtusy B 1,2 pa3a (ous. Tabnuiio 2).
He MoxHa BUKIIOYaTH (hapMaKOAMHAMIUHOI B3aEMOil MixK pO3yBacTaTUHOM Ta €3eTUMiOOM, 1110
MOXKe MPU3BECTH 00 HebaxKaHUX SBUI (OUB. Po3ain «Oco0MMBOCTi 3aCTOCYBAHHS»).

AHTanuoHi mTiKapchKi 3acobu

OpHoYacHe 3aCTOCYBaHHS PO3yBaCTaTHHY i3 CyCIEeH3isIMU aHTALUIB, 10 MICTATh TiAPOKCHUL



aJoMiHil0 ab0 MarHilo, 3HMKYBaJIoO KOHI[EHTPAIlil0 pO3yBacTaTUHY B I1JIa3Mi KpPOBi IpuOIM3HO Ha
50 %. Lle#t edpekT OyB MEHIII BUPAKEHUM y Pa3i 3aCTOCYBAHHS aHTALMIHUX 3ac00iB yepe3 2 TOIUHU
IiCJI 3aCTOCYBaHHS JTiKapchKoro 3aco0y Po3yBactaTuH. KimiHiuHa 3HAUYIIICTS I1i€l B3aeMopii He
BHBYAaJacs.

EpumpomiuyuH

OpHOYacCHe 3aCTOCYBaHHS pPO3yBacCTaTUHY Ta epUTpoMinuHy 3HUXKYyBasio AUC po3yBactatuny Ha 20
%, a C,,., - Ha 30 %. 1Ist B3aemofisg Moxe OyTH CIIpUYMHEHA ITIOCUIIEHOI0 ITePUCTATbTUKOI0
KUIIeYHUKY BHACIIIOK Jil epUTPOMIIUHY.

®epmenmu yumoxpomy P450

Pe3ynpTaTu gocmigKeHs in vitro Ta in vivo cBigyats, 110 po3yBacTaTUH He iHTiOye i HEe CTUMYIIIOE
izopepmenTu nuToxpomy P450. OKpiM 110T0, pO3yBacTaTUH € CIaOKUM CyOCTPaTOM IUX
i3opepmeHnTiB. TakKMM YMHOM, B3a€MOZI1 3 JTiKApChbKUMHU 3aco0aMu B Pe3yJibTaTi MeTabomi3my,
onocepenkoBanoro P450, He ouikyeTbcs. He criocTepiranocs KaiHIYHO 3HAYYIIUX B3aEMOMIN MixK
po3yBacTaTUHOM Ta ¢ykoHazosoM (iuribitopom CYP2C9 ta CYP3A4) a60 KETOKOHA30JI0M
(imri6iTopom CYP2A6 Ta CYP3A4).

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

[Tpu HeoOXimHOCTI 3aCTOCYBaHHS JIiKapChKOT0 3aco0y Po3yBacTaTuH 3 iHIIKMMU JTiKapChbKUMU
3acob6aMu, 3MaTHUMM ITiIBUITYBAaTH €KCIIO3HUIIiI0 PO3yBAaCTAaTHUHY, 03y JiKAapChKOTr0 3aco0y
Po3yBacTtaTuH noTpibHO cCKopuryBatu. AKio o4ikyeTbcs, mo AUC mikapchbKoro 3acofy 3pocTe
npu6nu3Ho y 2 abo Oinbille pa3iB, 3aCTOCyBaHHS PO3yBAaCTAaTHHY CIIif MOYMHATH 3 J03u 5 Mr 1 pa3 Ha
no0y. MakcumanbHy 1000BY 403y PO3yBacTaTUHY CJIifi CKOPUTYBaTH TaKUM YMHOM, 100 O4YiKyBaHa
€KCITO3HIIiSl PO3yBaCTaTUHY He MepeBUlllyBaja eKCI03ULIi0, 110 BiA3HaYa€eThCA IIPU IPUNOMi 03U

40 mr/mo6y 6e3 3aCcTOCyBaHHS JTiKapChKUX 3ac00iB, 1110 B3aEMOIiIOTH i3 TiKapChKUM 3ac000M;
HAIPUKJIaf, IIPX 3aCTOCYBaHHi 3 reM¢piOpo3unIoM qo3a po3yBacTaTUHYy CTaHOBUTHMe 20 MT
(30inpiIeHHs ekcrno3utii B 1,9 pa3a), Ipu 3acToCyBaHHi i3 KoMOiHallielo puToHaBip/aTa3zaHasip - 10
Mmr (36inbirenHs B 3,1 pasa).

fAxmo npemnapar 30inpirye AUC po3yBacTaTUHY MEHII HiX ¥ 2 pa3H, T0YaTKOBY A03y 3MEHIIyBaTH He
OTPiOHO, aje CJIif JOTPUMYyBaTUCS 00epeKHOCTI IPH 30ibIIeHHI 03K JIiIKapChKOTo 3aco0y
PosyBactatun go noxap 20 Mr.

Tabnuns 2
BrnuB cymyTHiX niKapchkux 3aco6iB Ha €KCIIO3UIIiI0 PO3yBaCTaTHUHY

(AUC; B nopsgaKy 3MeHIIIEeHHS BeIMYMHY) 3a ONMy0J1iKOBaHUMHU JaHUMU KITiHIYHUX [OCHiIXKEeHb

36inbmenns AUC po3yBacTaTuHy B 2 pa3u abo 6inbllle, HiX y 2 pa3u
PexuMm g03yBaHHS JTiIKapChKOT0 3ac0o0y, Pexum mo3yBaHHS 3minu AUC

II0 B3a€EMOZIE pPO3yBacTaTUHY po3yBacTaTuHy*
CodocOysip/BenmaTacBip/BOKCUIAIPEBIP

(400 mr-100 mr-100 mr) Bokcunanpesip 10 Mr, ogHOpa3o0Ba f03a

(100 mr) opuH pa3 Ha Boby mpoTsarom 15 17,4 paza
[HIB
[uknocniopuH Bif 75 Mr fBidi Ha goOy fo 10 Mr opus pa3 Ha o0y, 10 1 7.1 pasa

200 mr gBiui Ha moOy, 6 MicsiB OHiB



Hapomytamin 600 Mr gBidi Ha mo6y, 5

HiB 5 MT, 0OIHOpPa30Ba 103a T 5,2 pasa
Peropadeni6 160 mr ogus pa3 Ha 700y, 5 MT, OJEOPA30Ba H03a 1 3,8 pasa
14 nuis ’ ’
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
OwmoGiTtacsip 25 Mr /mapuTtamnpesip 150 mr/

putoHaBip 100 Mr ofuH pa3 Ha

no6y/macabysip 400 mr fBiui Ha o6y, 14 D MT', O[IHOPa30Ba 71032 12,6 paza
IHIB

I'pazomnpesip 200 mr/enbacip 50 mMr 10 MT, ONHEODA30BA [03a t 2,3 pasa

Of¥H pa3 Ha moby, 11 guiB
I'nekanpesip 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 mr mei=i Ha A00y, 7 80 Mr, ogHOpPa30Ba [03a 11,9 pasa
30inbmenHs AUC po3yBacTaThHy MeHILe HiX y 2 pa3u
PexuMm go3yBaHHS NTiKapChKOro 3aco0y, Pexum mo3yBaHHA 3minu AUC
110 B3aEMOJIE PO3yBaCTaTUHY po3yBacTaTuHy*
Eg;pomﬁonaK 75 Mr opuH pas 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
Hponenapon 400 Mr aBigi Ha KOOy HesBigoMmo 1 1,4 pasa
JIITHpi:KOHasoJI 200 mr opuH pa3 Ha 00y, 5 10 MT, OMHEODA30BA [03a 1 1,4 pasa **
E;?;HMIG 10 Mr opas a3 Ha by, 14 10 mr 1 pa3 Ha o0y, 14 guis 1 1,2 pasa **
3uuxenHsa AUC po3yBacTaTUHY
PexuMm go3yBaHHS JTiKapCchbKOro 3aco0y, Pexum mo3yBaHHA 3minu AUC
1110 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 100y, 14 gHiB 20 Mr, omHOpa30Ba 4o03a 147 %

*TlaHi, MpefcTaBieHi sIK 3MiHa B X pa3iB, ABMAIOTH COO0I0 CITiBBiTHOIIEHHS MiXK 3aCTOCYBaHHSIM
po3yBacTaTHHY ¥ KoMOiHalii Ta okpeMo. [laHi, npefcTaBiieHi y BUrnsagi % 3MiHu, SBNISOThE C06010 %

Pi3HULIIO BiTHOCHO IMOKA3HUKIB IIPU 3aCTOCYBaHHI PO3yBacTaTAHY OKPEMO.
30i/IbIIeHHS [TI03HAYEHO 3HAUYKOM 1, 3MEHIIeHHT - | .

**ByIo mpoBefieHo KinbKa AOCTiAKeHb B3a€MOIl pU Pi3HUX [[03aX PO3yBacTaTUHY, B TAOIHII 2
II0JlaHO HaMbibII 3HaYYIlle CIIiBBiIHOIIEHHS.

Jlikapceki 3acobu / KoMmOiHalii, SKi He Manu KIiHiYHO 3HAYYILIOTO BIIMBY Ha criBBigHOmeHHS AUC
po3yBacTaTHHY IIPH OOHOYAaCHOMY 3aCTOCyBaHHi: ajneryitasap 0,3 Mr 7 mHiB; ¢peHodibpaT 67 Mr 7
nHiB 3 pa3u Ha mo0y; dnykonazon 200 mr 11 gHiB 1 pa3 Ha goOy; ¢do3amnpeHasip 700 Mr / puTOHaBip



100 mr 8 guiB 2 pa3u Ha f00y; KeTokoHa30 200 mMr 7 gHiB 2 pa3u Ha mo0y; pudammin 450 Mr 7 gHIB
1 pa3 Ha moby; cunimapun 140 mr 5 guiB 3 pa3u Ha 0o0y.

Bnsue po3ygsacmamuHy Ha CynymHi AikapcuKi 3acobu
AnmaeoHicmu simamiHy K

4k i mopo inmux iHriditopis I'MI'-KoA-penykTa3u, Ha IIOYaTKy 3aCTOCYBaHHS JIiIKapChKOT0 3aC00y
Po3yBacTtaTtut ab6o npu mifgBUINEHH] 0T0 03K Y MAIli€HTIB, AKi OMHOYACHO 3aCTOCOBYIOTh
aHTaroHictu BiTaMiny K (Hanpuknag, Bapdaput abo iHIINE KyMapyuHOBHAY aHTUKOATYJISHT), MOXKJIIABE
MiJBUIIIEHHS Mi2KHapPOOHOr'0 HOpMaJi3oBaHOro cmiBBigHowmeHHS (MHC). [IpunuHeHHs 3aCTOCyBaHHS
po3yBacTaTHHY a00 3MeHIIeHHs HOTro 03U MOXKe IMpu3BecTu fo 3HuKeHHsI MHC. ¥ Takux BUllagkax
OakaHWH HalexXHUW MoHiTOpuHT MHC.

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

OpHOYaCHe 3aCTOCYBaHHS pO3yBacCTaTUHY Ta [epOpaIbHUX KOHTPALEIITUBIB IPU3BOAUIIO O
nigsuinenHs AUC eTuHinecTpaaiony Ta Hoprectpeny Ha 26 % ta 34 % BianoBigHO. Take MigBUILIEHHS
piBHA y IIyTa3Mi KpOBi CITifl BpaxoByBaTH IIPH Mif00pi 03U MTepopaybHUX KOHTPAlLleNnTUBIB. [JlaHUX
mono ¢hapMaKOKiHETHKH JIiKapChKHX 3ac00iB y MAlli€HTIB, AKi OMHOYACHO 3aCTOCOBYIOTh
po3yBacTaTuH Ta ['3T, HeMae, TOMy He MOXkKHa BUKJII0OUaTH mofi0HOoro edexty. OgHak KoMOiHalisg
IIMPOKO 3aCTOCOBYBasacs XiHKaM Y paMKaX KJIiHiYHUX [OCHiXKeHb i TepeHocuiacsa poope.

THwi nixkapcvki 3acobu

Huz2okcuH

3a MaHUMHU CIielliaIbHUX JOCITiIXKeHb KITiHIYHO 3HAUYIII0l B3aEMOil 3 IUTOKCUHOM He OUYiKy€eThCS.
dys3udosa Kucaoma

HocmigXeHHsT B3a€MO{Iil po3yBaCTaTUHY 3 (Py3UI0BOIO KMCIIOTOI HE MPOBOAUNNCS. PU3uK Mionarii, y
T.4. 3 pabpomiosnizom, Mozke OyTu 30iNbIIIeHNW BHACIIAOK CYIIyTHBOTO 3aCTOCYBaHHS CHCTEMHOI
Gy3umoBoi KUCTIOTH 3i cTaTWHaMU. MexaHi3M 1iel B3aeMofii (hapMakoguHaMiuHui abo
dbapmakokiHeTU4YHHY, abo i Te i iHIIe) moTemnep He 3’sicoBaHui. [loBigoMsanocs mpo pabmomiosi3
(30KpeMa mesiki TeTanbHi BUMIQ[KK) y TAILi€HTIB, SIKi OTPUMYBaJH 1110 KOMOiHaIlilo.

[NTamieHTaM, y SKMX 3aCTOCYBaHHS CUCTEMHOI (y3U0BOI KMCIIOTH BBAXKA€EThCS HEOOXiTHUM,
JIIKyBaHHS PO3yBaCTaTUHOM CJIi[] IPUIUHUTYA Ha BeCh TEPMIH JIiKyBaHHS (Py3UL0BOI0 KUCIOTOIO.
Taxkox muB. po3min «Oco06IMBOCTI 3aCTOCYBAHHS».

Tukazepesop.

Tukarpenop Moxe CIPUUYUHATA HUPKOBY HEIOCTATHICTh i MOXKe BIIJIMBATH Ha HUPKOBY €KCKPEIIiio
PO3yBacTaTHHY, 30ibINYI0YN PU3UK HOT0 HAKOMUYEHHS. Y OesKUX BUMAAKaX CIiTbHUN MIPUAOM
THKarpeJopy Ta PO3yBaCTaTUHY IPU3BOOUB [0 3HMXKEHHSA QYHKII HUPOK, MMiABUIIEHHS PiBHSA
kpeaturdocokurasu (KOPK) Ta pabmomionisy. PeKoMeHAYETHCS MTPOBOOUTH KOHTPOIb QYHKIII
HUPOK Ta piBHA KOK 1mpu ofHOYAaCHOMY 3aCTOCYBaHHI TUKArpeopy Ta po3yBacTaTUHY.

Himu



IocmimXeHHsT B3a€MO[Iii TPOBOMMINCS Julle y mopociaux. CTymiHb B3aEMOIil y miTel HEBITOMUM.

Oco06.1ueocmi 3acmocyeaHHs1.
Bnaue Ha HUpku

[Tpoteinypis, BUsBIEHa V¥ Pe3y/IbTaTi aHaIi3y 3a TeCT-CMyKKaMHU Ta IIepeBakHO KaHaIbIIeBOTO
IIOXOMXKEeHHs, CIIocTepiranacs y IalieHTiB, fKi JIKyBaJUCs BUIIUMU [03aMHU PO3yBaCTaTHHY,
3okpema 40 mr, i y GinbirocTi BunaakiB 6yia THMYacoBoio abo mepepruBdacToo. IIpoTeinypis He Gyia
nepefiBiCHUKOM I'oCTpoi abo Iporpecyoyol XxBopobu HUPOK (auB. po3min «I1o6iuHi peakiii»). YacToTa
IIOBiTOMJIEHD IIPO CEPHO3Hi sfiBUIa 3 00Ky HUPOK ¥ TOCTMapKeTUHTOBUX [OCTIIXKEHHIX BUIA NIPU
3acTocyBaHHi no3u 40 Mr. Y nauieHTiB, sSKi npuitMaioTh JlikapchKui 3aci6 y mo3i 40 mr, cuing
PETyJIsIpPHO NePeBipATH (PYHKIII0 HUPOK.

Bnaus Ha CKe/s1iemHy MyckKyaamypy

[TopymenHs 3 00Ky CKelIeTHOI MyCKyJIaTypH, HallpUKJyIaj Miaris, MionaTis Ta 3pifgka pabmomiornis,
CrocTepiranucs y HalieHTiB, sSKi npuiiManu po3yBaCTaTUH y OyOb-IKUX f03aX, 0co6auBo Oinbime 20
mr. [lyxe pigko Bumagku pabmoMioni3y Bim3Hayanucs Mpu 3acTOCYBaHHI e3eTumiby y komOiHatii 3
inriitopamu 'MI'-KoA-penykTa3u. He MoXXKHa BUK/IIOYaTH MOXKJIUBICTh papMaKOAUHAMIYHOI
B3aeMopil (quB. po3ain «B3aeMopmis 3 iHIMUMY JTiKapChbKUMK 3aco0aM¥ Ta iHIIN BUOM B3aEMOIii»),
TOMY TaKy KOMOiHaIli0 Cllif 3aCTOCOBYBaTH 3 00€PEXKHICTIO.

4K i npu 3acTtocyBaHHi iHmux iHribitopie 'MI'-KoA-penykTasu, 4acToTa IOBiIOMIIEHD NP0 BUIAAKU
pabmoMioni3y, OB’sI3aHOT0 i3 3aCTOCYBaHHSAM PO3yBaCTaTUHY, Y IOCTMapPKETHHTOBHH Iepion Oyia
BUIIIO0 IpHU 703i 40 Mmr.

PigeHb kpeamuHkiHa3u (KK)

Pisens KK He cyif BUMipioBaTu micnis 3Ha4HUX (QisyHUX HaBaHTaXKeHb ab0 3a HasIBHOCTi MOXKITUBUX
anbTepHATUBHUX NpUYKH nigBuineHHsa KK, 1m0 MOXYyTh yCKIafHIOBAaTH iHTEPIIPETAallil0 pe3ybTaTiB.
dxmo Buxigwi piBui KK 3nauno migBuimeni (>5 pasis suie BMH), mpotsirom 5-7 nHiB He0OXigHO
3po0uTH TOBTOPHUM aHAai3, 100 MiATBEePAUTH Pe3yIbTaTH. fKIINO pe3ylbTaTH IOBTOPHOTO aHAIi3y
iATBEPOXKYIOTH, 1110 BuxifnHe 3HaueHHs KK 6inbIre HiXK y 5 pa3siB nepesuilye BHM, 3acTocyBaHHS
JIiKapChKOT0 3ac00y IMOYKWHATHU He CIIif.

ITeped noyamkom AiKyBaHHA

Po3yBacTartuH, sK i iHmii inribitopu 'MI-KoA-pegykTasu, ciifg 3 00epekHiCTi0 TpU3HaYaTH
nalieHTaM 3i CXUIIbHICTIO J0 MiomaTii/pabmomionidy. o haKTOpiB TAKOTO PU3UKY HaJleXkKaTh:

- IOpPYIIEHHS (PYHKIIil HUPOK;
- TinoTupeons;
- HasIBHICTb B 0cobrucTOMy a00 POAMHHOMY aHaMHe3i CTlafKOBUX 3aXBOPIOBaHb M’'3iB;

- HasABHICTh B aHaMHe3i MIOTOKCUYHOCTI Ha TJIi 3aCTOCyBaHH iHIMMX iHribiTopis I'MI-KoA-
penykTa3u abo ¢ibparis;

- 3JIOBZKHUBAHHS aJIKOT'OJIEM,



- BiK >70 pOKiB;

- CUTYalil, 1110 MOXKYyTh IIPU3BECTHU [0 MMiIBUILIEHHS PiBHS JIiIKapChKOT0 3aco0y y mja3Mi KpoBi (Ius.
po3ninu «PapMakKoKiHeTHKa», «B3aeMofis 3 iHIMUMHU JTiIKapCbKUMM 3aC00aMM Ta iHIII BUOK
B3aemomiii» Ta «Croci 3aCTOCyBaHHS Ta JO3M»);

- CYIyTHE 3aCTOCyBaHHA ¢ibpaTis.

Y Takux Imali€eHTiB IOB’sI3aHUY i3 TiKyBaHHSIM PU3UK MOTPIOHO OI[iHIOBATH, IIOPiBHIOIOYH 3
OYiKyBaHOI0 KOPUCTIO; TaKOXK PEKOMEHAYEThCS KIIIHIYHUY MOHITOpUHT. AKIo BuxifHi piBHI KK
3HA4YHO mifgBuIeHi (>5 pasis Bumie BMH), nikyBaHHSI TOYUHATH He CIIif.

Y nepiod aikysanHs

[TamieHTiB CNif IOPOCKATU HETaHO MOBIIOMIISATH IPO M’ 130BUM 6inb, cnabkicTh abo cygoMu
HEeBiToMoi eTiosorii, 0COOMMBO SKIIIO BOHU CYIPOBOOAXKYIOTHCS HE3MYKAHHIM a00 rapsiykow. Y Takux
nauieHTiB noTpibHo BuMipioBaTu piBeHb KK. 3acTocyBaHHS JIikapchKOT0 3ac00y CIif IPUIUHUTH,
skio piBenb KK 3nauno migsuinenuit (>5 X BMH) a6o skio cumntTomMu 3 60Ky M’s13iB TSIKKi Ta
CIIPUYUHSIOTH IOJeHHUY TUCKOMMOPT (HaBiTh gKIo piBeHb KK <5 x BMH). V pa3si 3HuKHeHHS
CUMIITOMIB Ta rnoBepHeHHd piBHA KK 10 HOpMU MOXKHA [TOHOBUTHU Tepallilo IIperapaToM
PosyBacTtatun abo anbTepHaTHBHUM iHTiOiTOpoM 'MTI-K0A-penyKTa3u y HaliMeHIIIiN A03i Ta mif
peTenbHUM HarnagoM. PerynsapHo nepesBipsatu piBeHb KK y acCUMIITOMaTUYHUX TAlli€HTIB HEMAa€E
noTpebu. [lyxKe pifgKko MOBiqOMIISITIOCS PO BUIIAAKU iMyHOOIIOCEPEOKOBAHOI HEKPOTU3YI04o0l MiomaTil
(IOHM) mig yac abo micns Teparii cTaTuHaMH, B TOMY YUCJIi po3yBacTaTUHOM. KiliHiuHMMY posiBaMu
IOHM e cnabkicTh mpoKcUMaIbHUX M'53iB Ta migBuilleHHs piBHSI KK y cupoBaTiii KpoBi, 1110
30epira€eTbCcs HaBIiTH MiC/IS MPUNUHEHHS 3aCTOCYBAHHS CTATHHIB.

Y KJTiHIYHUX JOCTIXKEHHIX He 0yJI0 OTpHMaHO [J0Ka3iB IiIBUILIEHOTO BIJINBY Ha CKEJIETHY
MYCKYyIaTypy V HEBEJIUKOI KiIbKOCTI IallieHTiB, SIKi IpuiiManu po3yBacTaTUH Ta CyNyTHi JTiKapChKi
3aco6u. OgHaK MigBUINIEHHS YaCTOTU MIiO3UTY Ta MiomaTil Bif3Havyaiocs y mallieHTiB, SKi mpuiiManu
inmi inri6iTopu MI-KoA-penyKTa3u pa3oM i3 noxiguuMu GibpoeBoi KMCIOTH, B TOMY YHCIT
reMpiépo3usioM, UXKIOCIOPUHOM, HIKOTUHOBOIO KUCJIOTOI0, @30JIbHUMU IIPOTUTPUOKOBUMU
npernapaTaMy, iHribiTopaMu IpoTea3u Ta MakKpOdifHUMU aHTHOIoTUKaMu. ['eMdiOpo3un migBuiye
PU3MK MionaTil IpX CyIyTHEOMY 3aCTOCYBaHHI 3 neskumu inribiropamu I'MI'-KoA. Tomy
3aCTOCOBYBaTHU PO3yBacTaTHH y KoMOiHaIlil i3 rem¢pibpo3unom He peKoMeHAyeThCsa. KopucTs
TIOJaJIbIIo] 3MiHU PiBHS JIMIMiB IPYU 3acTOCyBaHHi TiKapcbkoro 3acoby PosyBacTtaTul y KombiHatii i3
¢ibpaTamMu abo HianMHOM MOTPIOHO PETENbHO 3BaXKyBaTHU IOPIBHSIHO 3 IOTEHIINHUMU PU3UKAMH,
IIOB’SI3aHMMHU i3 3aCTOCYBAHHSM TaKux KoMOiHai#. [lo3a 40 Mr mpoTUIIOKa3aHa MpU CYIyTHHOMY
3acTocyBaHHi (ibpartiB (ouB. po3minu «B3aeMopis 3 iHIMMME JTiKapChKUMH 3aco0aMu Ta iHIIi BUOU
B3aeMopili» Ta «[1o6iuHi peakirii»).

Po3yBacTaTuH He CJIif MpU3HaYaTH OOHOYACHO 3 IIpenapaTaMu Qpy3unieBoi KUCIOTH abo MpoTAToM 7
OHIB IiCIIST MPUIIMHEHHS JIiKyBaHHSA (Qy3UIi€BOI0 KMCIOTOW. AKINO 3aCTOCYBaHHS (y3UIi€BOI KUCIOTH
BBAXKAETHCS HEOOXiTHUM, JTiKyBaHHS CTaTHHAMU CJIifl IPUIIMHUTH Ha YacC YChOT'0 TEePMiHY JIiKyBaHHS
Gby3umieBoro KucioToro. IToigoMsiny npo pabooMiosni3 (BKI04YaOuu JTeTaabHi BUMIAKH) YV MAIli€HTIB,
SKi oTpuMyBaju KoMOiHalio Qy3umieBoi KUCIIOTH Ta CTAaTUHIB (IUB. po3in «B3aemopisa 3 iHMUMM
JiKapChbKUMU 3aco0aMu Ta iHIII BUAY B3aeMOfi»). [TallieHTaM ciiig HeraitHO 3BepPHYTHUCS 3a
MeIUYHOIO IOIIOMOT010, SIKIIIO BOHU Bif4yBaloTh M’s130BY cJabicTh, 6isib abo cnabkicTs. Tepartito
CTaTHHAMU MOXHa BifHOB/IIOBATY Yepe3 7 OHIB ITiC/IsA IPUKMOMY OCTaHHBOI J03U (Hy3UOiEBOI KUCIIOTH.
Y BUHSATKOBUX BUIAgKaX, KOJIM HeoOXiHe TpuBaJie 3aCTOCYBaHHS (y3U[Ii€BOI KMCIOTH, HAaIIPUKIIaL
IJIS TiKYBaHHS TSXKKUX iHPEKIIiN, HeoOXimHiCTh OHOYACHOT0 3aCTOCYBaHHS PO3yBaCTATUHY i
(Gy3uaieBol KMCIIOTH CIIif PO3TJISIHATH TiJIbKU B KOXKHOMY KOHKPETHOMY BUIAOKY i ITifi peTEeIbHUM



MEOUYHHNM HarJsagoM.

Po3yBacTaTuH He CIIifl 3aCTOCOBYBATH IalliEHTaM i3 TOCTPUMHU, CEPUO3HUMU CTaHaMU, TAKUMHU SIK
CETICHC, TIMOTeH3is, BeIMKe XipyprigyHe BTpy4aHHS, TpaBMa, TIKKi MeTaO0IiyHi, eHOOKPUHHI Ta
eJIeKTPOTITHYHI po37agu a0 HEKOHTPOJIBOBAHI CyoOMH, L0 CBiIYaTh IIPO MiomaTio a0 MOKIIUBICTh
PO3BUTKY HUPKOBOI HEJOCTAaTHOCTI BHACTIINOK pabmomiosizy.

Baoicki wkipHi nobiuHi peakuii.

Baxxki mkipHi mo6iuHi peakiiil, BKIo4aioun cuHApoM CTiBeHca-[IKOHCOHA Ta iHITyKOBaHY
nmikapchkuMU 3acobaMu eo3uHodimiio 3 cuctemMauMu cumnroMamu (DRESS-cungpoMm), siKi MOXYTh
3arpoxKyBaTy XKUTTIO a00 IPU3BECTH [I0 JIETAIbHOT0 Pe3yJIbTaTy IIPU 3aCTOCYBaHHI PO3yBaCTaTHHY.
[Tig yac nmpu3HavYeHHS JTiKapChKOTro 3aco0y MallieHTaM CIIij] MOBiIOMISATH IIPO 03HAKU Ta CUMIITOMHU
TSKKUX IIKIPHUX PeakI(iii Ta PeTeIbHO CIIOCTepiraTu 3a HUMU. fKIIO0 3'ABIATHCSI O3HAKU Ta
CHMIITOMHY, III0 BKa3yIOTh Ha [0 PeakKlliio, CJIif HeralHo IPUIUHUTY IPUKOM IIpernapary Ta
PO3IJISIHYTU ajIbTePHAaTUBHE JIIKyBaHHA. fKINO y NallieHTa pO3BUHYJIACh TaKa Ceprio3Ha peaklis, K
cuagpoM CriBeHca-[;KOHCOHA Ta iHAYKOBaHA JIiKapChbKUMHU 3aco0aMu e03uHOMDINiA 3 CUCTEMHUMU
cumntomMamu (DRESS-cuHOpoM) niKyBaHHS MperapaToM HeoOXimHO HeTalHO MPUIIMHUTH i HIKONTK He
3aCTOCOBYBaTH MOT0 B IIOJAIBIIOMY.

Bnaue Ha neyiHky

4k i inmi inri6itopu 'MTI-KoA-penyKTa3u, po3yBacTaTUH CIIifl 3 06epeXHICTI0 3aCTOCOBYBATH
maIfieHTaM, SKi 3JI0BXKHUBAIOTh aJIKOT0JIeM Ta/a0o MaloTh B aHAMHE3i 3aXBOPIOBAHHS MMEYiHKH.

PekomeH0BaHO nepeBipsaTu OioxiMiuHi MoKa3HUKY QYHKIII MeyiHKy mepeq MoYaTKOM JIiKyBaHHS Ta
yepe3 3 Micsli mOTOMy. 3aCTOCYBaHHS JTiIKapCchbKOro 3aco0y Po3yBacTaTuH Cllifg IPpUIUHUTHA ab0
3MEHILIUTH WOT0 N03Y, SKII0 PiBeHb TpaHCcaMiHa3 y cupoBaTiii Oinbille HiXkK BTpuUi mepesuiye BMH.
YacToTa OBifOM/IEHD IIPO CEPHO3Hi sBUIA 3 00Ky NEeYiHKY (IepeBakKHO PO MigBUIIEHHS PiBHSI
TpaHCaMiHa3 MMeYiHKHU) y micnspeecTpauiiinuil nepion 6ysa GinbInoio npu 3acTocyBaHHi go3u 40 Mmr.

Y malieHTiB i3 BTOPUHHOIO TillepX0JieCTEPHHEMIEI0, 3yMOBJIEHOIO TiOTHPe030M a00 He(pPOTUUHUM
CUHIPOMOM, CJIifi CTIOYaTKy BUJIIKYBATH OCHOBHY XBOPOOY, IepII HiXk IOYWHATH Tepalliio JTiKapCchKUM
3acobom Po3yBacTaTuH.

Pacoea HaaedxcHicmb

HocnifxeHHS (papMaKOKiHETUKH CBif4aTh IIPO 3POCTAHHS €KCIIO3Ullil y MaI[ieHTiB MOHTOJIOIIHOI pacu
npubIM3HO BABiUi MOPIBHSIHO 3 MalliEHTaMU €BPOTIEOiNHOI pacy (OuB. po3ninu «dapMaKoKiHETHKa»,
«IIpoTunoka3aHHsI» Ta «Crocib 3aCTOCyBaHHS Ta JO3U»).

IHeibimopu npomeasu

[TigBuINleHa CHCTEMHA eKCIIO3UIlisl 0 PO3yBaCTAaTUHY CIIOCTEpiranacs B ocib, sKi 3aCTOCOBYBaH
pPO3yBaCTaTHH CYNMyTHHO 3 Pi3HUMHU iHTibiTOpaMu NpoTea3u y MOeqHAHHI 3 puToHaBipoM. Crrin
0o0OMipKyBaTH SIK KOPUCTH Bifl 3HUKEHHS PiBHS JiMifiB 3a TOIIOMOT010 JTiKApCHKOTO 3aCo0y
Po3yBacTatuH y nauieHTiB i3 BIJI, gKi oTpuMyI0Th iHTiOiTOpY NTpOTEa3y, TakK i MOXKIUBICTh
IiABUINIEHHS KOHI[EHTPAIlil po3yBacTaTUHY y IJIa3Mi KPOBi Ha I0YaTKy Teparlil Ta Ipy MigBUIIEHH]
I034 PO3yBACTATUHY V IAIiEHTIB, SIKi OTPUMYIOTH iHTi0iTOpHU MpoTea3u. OgHOYACHE 3aCTOCYBAHHS
niKapchKOro 3acofy 3 AesiKUMHU iHribiTopaMu IpoTeasy He peKOMEHAYEThCS, AKII0 103a
pPO3yBacTaTHHY He CKOpPUTOBaHa (OUB. po3minu «B3aemopis 3 iHMKUMHU JTiKapChKUMU 3ac00aMu Ta
inmi Bugy B3aeMofini» Ta «Crioci6 3acTOCyBaHHS Ta IO3U»).



HenepeHocumicmb 1akmo3su

[TarmienTaM i3 pigKicHUMM CITafKOBUMU ITpobieMaMy HeIepeHOCHMOCTi TalakTo3u, JediluToM
nmakTa3u Jlamnma abo TII0K030-TalaKTO3HOo! MaibaOcopOIlieto He CIlif 3aCTOCOBYBATH LieH JIiKapChKUMI
3acio.

IHmepcmuuiaavbHa x8opoba snezeHb

[Tig yac 3acTocyBaHHS OeSKUX CTaTUHIB, 0COOIMBO IIPY TPHUBAJIOMY JIiKyBaHHi, TOBiIOMIISAIOCS IIPO
BUHSITKOBI BUIIQ[IKX IHTEPCTUIlIAIbHOI XBOPOOU nereHs (AuB. po3min «ITob6iuHi peakuii»). [Jo mposiBiB
11iel XxBOpoOu MOXKHA BifTHECTH 3aAUINKYy, HEIIPOOYKTUBHUY Kallle/Ib Ta 3arajibHe MOTipIIeHHs CTaHy
(cToMTIOBaHICTh, 3HMKEHHS MaCH Tijla Ta rapsgy4ka). Y pasi migo3pu Ha iHTepCTUIlianbHy XBOPOOY
JIereHb 3aCTOCYBaHHSA CTAaTUHIB CJIif] IPUIIUHUTH.

Llykposuli diabem

Iesiki (hakTH CBifUaTh, 10 CTATUHY, SIK KJIac, MigBUIIYIOTh PiBEHb IIIOKO3U B KPOBI Ta Y OEIKUX
TIAIiEHTIB, IKUM 3aTrPOXKy€ BUCOKUIM PU3UK PO3BUTKY I[YKPOBOI0 HiabeTy B MalOyTHHOMY, MOXKYThb
CIIPUYUHSTH TilepriikeMilo TaKOTO PiBHS, 3a SKOro HeoOXifgHe HallekKHe JTiKyBaHHS I[yKPOBOTO
niabety. Lo 3arpo3y, ogHakK, IepPeBUINy€e 3HUKEHHS PU3UKY CYAUHHUX MOPYIIeHb IIPU 3aCTOCYyBaHHi
CTaTHUHIB, TOMy BOHa He Ma€ OyTH IifCTaBOIO AJis IPUIIMHEHHS Tepallil cTaTuHaMU. 3a MallieHTaMu
IPyIY PU3KKY (piBeHb ITIOKO3H Hatiie 5,6-6,0 Mmois/n, IMT>30 kr/M°, HiIBUIIEHHI PiBeHb
TPUTIIiLIEePHU/iB, apTepianbHa TinepTeH3ist) CIil BCTAHOBUTH SK KIIiHIYHKN, Tak i OioxiMiuHMH
KOHTPOJIb 3TiAHO 3 HAIliOHAJTbHUMHU KEPIBHUIITBAMH.

Y mocnipxenni JUPITER 3apeecTpoBaHa 3arajibHa 9aCcTOTa LIyKPOBOTO fiabeTy cTaHoBUIA 2,8 % Y
TPYyIIi IpHUioMy po3yBacTaTuny Ta 2,3 % — y rpymi muane6o, mepeBaxHO y HallieHTiB i3 piBHEM
TJIIOKO3H HaTIIe Bix 5,6 1o 6,9 MMOJIb/II.

Himu

Ominka JiHIKHOTO POCTY (3picT), MacH Tina, IMT Ta BTOpHHHUX XapaKTEPHUCTHUK CTAaTEBOTO NO3piBaHHSA
3a TanHepoM y miTeit BikoM Bif 6 mo 17 poKiB, sIKi mpuiiMany po3yBacTaTUH, 0OMeXkKeHa IepiofoM
TPUBAJICTIO 2 poKu. [licns 2 poKiB HOCIgXKYBaHOTO JIiKyBaHHS KOAHOTO BIJIMBY Ha PICT, Macy Tina,
IMT abo cTaTeBe mo3piBaHHS BUSBIEHO He Oyo (IuB. po3nin «dapmMakogrHaMika»). Y KIiHIYHOMY
OOCHIAKEHH] y [iTel Ta MiIiTKiB, AKi IpUMaIyd pO3yBaCTaTUH MMPOTATOM 52 TUXKHIB, MiABUIIEHHS
piBast KK >10 pagiB Buiie BHM Ta cumnromu 3 60Ky M’s13iB micis ¢isuyHOro HaBaHTaxXKeHHs abo
migBUIIEeHOl (Pi3NYHOl aKTUBHOCTI CIIOCTEPIranucs 4acTille MOPiBHSAHO 3 TAKUMHU Y HOPOCTIUX (OUB.
po3min «ITo6iuni peakirii»).

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.
Po3yBacTaTuH MPOTUIIOKA3aHUY Y Iepiof BariTHOCTiI a60 rogyBaHHS T'PYOIIO.
2KiHKM pempoayKTUBHOTO BiKy ITOBHHHI BUKOPHCTOBYBATH HaJIeXKHi 3aC00M KOHTPALIEIIii.

OCKinbKM X0JIECTEPHH Ta iHIII MPOAYKTHU 0i0CHHTE3Y X0JIeCTEPUHY BiirpaloTh iCTOTHY PONIb Y
PO3BUTKY IJI0fa, IOTEHIINHUY pU3UK Bif npurHideHHsa ['MI'-KoA-penyKTa3u mepeBulllye KOPUCTD Bif
3aCTOCYBaHHS IIpernapaTy y mepiof BariTHOCTI. [laHi mOCHiAKeHb Ha TBapHHAaX 11040 TOKCUYHOI0
BIIJIUBY Ha PENPONYKTUBHY (PYHKIII0 0OMeKeHi. fAKINO nallieHTKa 3aBariTHie y mepiof 3aCTOCYyBaHHS
IIbOT0 IIpenapary, JiKyBaHHS CIIi[ HeralHO NIPUIUHUTH.



PosyBacTtaTus noTpamnisie y MOJI0KO ITypiB. [laHUX 000 IPOHUKHEHHS PO3yBaCTaTUHY B IPyIHE
MOJIOKO Y JIIOOVUHU HeMae (OuB. po3ain «IIpoTunoka3anus»).

30amuicmb 8niusamu Ha weudKicmb peakyii npu KepyeaHHi aBmompaHcnopmom abo iHwumu
MexaHiamamu.

HocnifKeHb BIJIMBY PO3yBaCTaTHHY Ha 3MaTHICTh KepPyBaTU aBTOMOOiIEM Ta MPAIlOBATH 3 iHIIUMHU
MexaHi3MaMu He npoBofgunu. OfHak, 3 OTNIIAy Ha papMaKOAMHAMidHi BIaCTUBOCTI PO3yBaCTaTUHY,
MaJIOMMOBIPHO, 110 IIpernapaT YUHUTHUME BIIJIUB Ha TaKy 3AaTHICTh. [Ipu KepyBaHHI aBTOTPaHCIOPTOM
abo po6oTi 3 iHIKMK MeXaHi3MaMH CJTif] BpaxOByBaTH MOXKJIUBICTh 3allaMOPOYEHHS Y Iepion
JIIKyBaHHS.

Cnoci6 3acmocyeaHHss ma do3u.

[lepen nmo4yaTKOM JIiKyBaHHS ALi€HTY CJIiI NIPU3HAYUTH CTAHOAPTHY Ti0X0JIeCTEePUHEMIUHY [i€Ty,
SKO1 BiH MMOBUHEH NOTPUMYBATUCS i IPOTATOM JiKyBaHHS. [[03y cnif migbupaTu iHOUBiyanbHO,
3aJIe’XHO Bifl METHU Teparlil Ta BiATOBIAi MallieHTa Ha JIiIKyBaHHS, KEPYIOUUCh PEKOMeHAallisIMU
IIOTOYHUX 3araJIbHOIPUUHATUX KEPIBHULITB.

Po3yBacTaTuH MOXHa IpuiMaTy y Oyab-sIKUM 4ac OHS, He3aJleXKHO Bifl MpUAoMy Ixi.

Tabnetku 10 Mr He MOXKYTb OiNIUTHCS Ha YACTUHU, TOMY V Pa3i HE0OXiIHOCTI Mpu3HAYEeHHS
pO3yBacTaTHHY B 003i 5 MI He0OXiZHO 3aCTOCOBYBATH IIpenapaTy pO3yBaCTaTUHY iHIINX BUPOOHUKIB 3
MOZKJIMBICTIO JO3YBaHHS 110 5 MT.

JIixysaHHA 2inepxosecmepuHemii

PekomMeHOBaHa IIOYATKOBA [103a CTAHOBUTL 5 a6o 10 Mr mepopaiibHO OOUH pa3 Ha Ao0y K s
TIallieHTiB, SIKi paHillle He 3aCTOCOBYBAJIM CTAaTHHU, TaK i MepeBefleHUX Ha JIiKapChKUi 3acib 3
npuiiomy iumoro inribiTopa I'MI-KoA-penykTa3u. [1pu BuGopi mo4aTKOBOI 103U CIIifl BpaXOBYBaTH
PiBHi X0/IeCTepUHY B KOKHOTO OKPEMOTO TallieHTa Ta PU3UK CePIeBO-CYOUHHUX MOPYIIEHDb Y
Maii0yTHBOMY, @ TaK0K MMOBIPHICTh PO3BUTKY HeOakaHUX peakiiil. 3a He0OXigHOCTI MiABUIyBaTH
103y 00 HaCTYIIHOTO PiBHA MOXKHa 4depe3 4 TuXHi (AuB. po3gin «PapmakoguHamika»). 3 OrIAAy Ha Te,
1m0 Ha (oHi 3acTocyBaHHS JIiKapCchKoro 3acoby B m03i 40 Mr, HeGaxkaHi peakilii BAHMKAIOTh YacTille,
HiX ITpY MEeHIIUX fo3ax (auB. po3min «ITobiyHi peakiiii»), 0CTaTOYHO TUTPYBATH 03y OO
MaKCUMaIbHOI 1031 40 MI BapTO JUINE MallieHTaM i3 TSKKOIO TilepxoIeCTePUHEMIEI0 Ta BUCOKUM
PU3UKOM CepLeBO-CYIUHHUX MOPYILIEHb (30KpeMa Y XBOPHUX i3 CIMEUHOI0 IinepxojieCTepUHEMIE0), ¥
SIKUX He BJAJIOCS OOCATTH METH JIiKyBaHHS IIPHU 3aCTOCyBaHHi 1031 20 MT i gKi mepeOyBaTUMYTh IIif
PETyNISIpHUM HarnsigoM (OuB. po3min «Oco0nmuBOCTi 3acTocyBaHHS»). ITim yac iHimiariil mpuiiomy
JiKapchKOro 3acoby y mo3i 40 Mr peKOMeHIOOBaHUM HATJISL CIelialicTiB.

ITpoginakmuka cepyeso-cyouHHuUx nodiu

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

ITayieHmu AiMHb0O20 BiKY

PekomeHngoBaHa moyaTKOBa [03a pO3yBaCcTaTUHY [JIS MaIiEHTIB BikoM > 70 POKiB CTAHOBUTH O MT'



(muB. po3min «OcoOnMMBOCTI 3aCTOCYBaHHS»). [HIIa KOPEKITis 1031 3 OTJISIY Ha BiK He MOoTpidHa.
ITauieHmu i3 HUPKOBOI He0OCMAamHicmio
[TamieHTaM i3 nerkumMu abo MOMipHUMH MOPYIIEHHIMH QYHKIII HUPOK KOPEKIIis 7031 He MOTpiOHa.

PekoMeHgoBaHa MoYaTKOBa 403a AJIS MALi€EHTIB i3 MOMiIpHUMU MOPYIIEHHIMU QYHKII1 HUPOK
(kmipeHC KpeaTuHiHY <60 MJ1/XB) CTaHOBUTH 5 MT. [Jo3a 40 Mr mpoTunoKa3aHa MalieHTaM i3
IIOMipHUMU NOPYIIeHHAMH QYHKIIII HUPOK. 3aCTOCYyBaHHS JiKapchKoro 3aco0y Po3yBacTaTuH
malfieHTaM i3 TSXKKUMU MMOPYIIEHHSIMY HUPKOBUX (DYHKIIiI TPOTUIIOKA3aHOo y Oyab-IKUX [03aX (OuB.
po3pinu «IIpoTunokalanHsa» Ta «dapMaKOKiHETHUKA»).

IMauieHmu i3 nopyweHHAMU PYHKUiI nedyiHKu

Y nmatieHTiB i3 mopyeHHIMHU QYHKIIIM TeYiHKY, 10 oliHoBaiucs y 7 abo MeHIle 0asiiB 3a MIKaJIoi0
Yaiinma-T1't0, migBUINIEHHS CUCTEMHOI eKCII03HIIii PO3yBaCTaTHUHY He crocTepiranocs. OmHak y ocib i3
nopyueHHaME y 8 Ta 9 6asiB 3a mkanoio Yainma-I1'10 cucTeMHa eKCIIo3ullisg 3pocTaia (IUB. Po3min
«PapMaKoKiHEeTHKa»). Y TaKuX Malli€eHTiB AOLINBHOIO € OLliHKa (YHKI1 HUPOK (OUB. PO3MiN
«Ocob6nuBOCTi 3acTOCyBaHHS»). [JOCBif 3aCTOCYBaHHS JTiKapchKOro 3aco0y ImallieHTaM, sSKi HaOpanu
6inpine 9 6aniB 3a mkanoio Yaiinga-I1'1o0, BincyTHil. Po3yBacTaTuH NpOTHIIOKa3aHM NallieHTaM i3
aKTUBHUMM 3aXBOPIOBAHHAMU NEYiHKY (OuB. po3ain «IIpoTunoka3anus»).

Pacosa HanescHicmMb

Y narieHTiB MOHTOJIOIIHOI pacu CIIOCTepiranacs migBuIlleHa CUCTEMHA €KCIIO3UITis JTIKapChKOT0
3aco0y (guB. po3minu «IIpoTunoka3aHHsa», «OCcOOIMBOCTI 3aCTOCYyBaHHSI» Ta «DapMaKOKiHETHKA»).
PekxoMeHgoBaHa IMOYaTKOBa 403a OJIs MalliEHTIB MOHTOJIOITHOI Pacu CTaHOBUTH 5 MT; mo3a 40 mMr
TaKUM TallieHTaM IIPOTHAIIOKa3aHa.

I'enemuyuHul noaimopgiam

[TeBHi TN TEHETUYHOTO OJTIIMOP(iI3My MOKYTh IPUIBOSUTHU [0 MigBUIIEHHS €KCIIO3UIil
po3yBacTaTUHY (OUB. po3ain «®PapMakokKiHeTHKa»). [TalieHTaM i3 BifOMOIO HasIBHICTIO TAKUX TUIIIB
nojiiMop¢izaMy peKOMeHIY€EThCS 3aCTOCOBYBATH MeHINy J00OBY 03y PO3yBaCTaTHUHY.

ITauienmu 3i cxuabHicmio 00 po38uUMKY mMionamii

PekoMeHOoBaHa IMOYaTKOBa 403a IJIs MAlli€HTIB i3 pakTopaMu PU3KUKy PO3BUTKY MioIlaTii CTAHOBUTH
5 Mr (guB. po3min «OcobIUBOCTI 3aCTOCYBAHHSI»).

[To3a 40 Mr mpoTUIOKa3aHa OesKUM i3 TaKUX Malli€HTiB (AUB. po3gin «IIpoTunoka3aHHI»).
CynymHe 3acmocy8aHHA

Po3yBacTaTuH € cyOCTpaTOM pi3HUX TpaHCHOpTHUX 0inkiB (Hampuknag OATP1B1 ta BCRP). Pusuk
Miomartii (B ToMy umcii pabgomiostidy) 3pocTa€e Ipu CyIyTHBOMY 3aCTOCYBaHHI po3yBacTaTUHY i3
TIEBHUMH JIIKapChbKUMU 3ac00aMH, 110 MOXKYTh MigBUINYBAaTH KOHIIEHTPALIiI0 PO3yBAaCTaTUHY Y IIa3Mi
BHACJIiIOK B3a€MOZI] i3 IIUMU TPaHCIOPTHUMU GiKaM¥ (HampuKiIaA UAKIOCIOPUHOM Ta IIEBHUMU
inribiTopaMu mpoTeasu, B TOMYy 4YHCIi KOMOiHAIliIMU PUTOHABIPY 3 aTa3aHaBipoM, JiomniHaBipoM Ta/abo
TUIIPaHaBipoM; [UB. po3ainu «OcobIMBOCTI 3aCTOCYBaHH» Ta «B3aeMopis 3 iHIIMMU JTiKapCbKUMU
3acobaMu Ta iHIIi BUOY B3a€MOfil»). [10 MOXKIMBOCTI, CJTifi PO3T/ISHYTH 3aCTOCYBaHHS
arbTepHATHBHUX JTIKapChKUX 3aC00iB Ta ¥ pa3i HeoOXiAHOCTI TUMYaCOBO IepepBaTH Tepariio
PO3yBaCTaTUHOM. SIKIIO CYIyTHHOTO 3aCTOCYBAHHS IUX JIIKAPCHKUX 3ac00iB 3 pO3yBaCTaTUHOM



YHUKHYTU HEMOXKJIUBO, CJIiJ] peTeJIbHO 3BaKUTU KOPUCTh Ta PU3UK Bifl CYIIyTHHOTO 3aCTOCYBaHHSA Ta
BIAIIOBIAHMM YMHOM BiKOperyBaTX 003y pO3yBacTaTUHY (OUB. po3ain «B3aeMopnia 3 iHIIUMU
JiKapChKUMH 3ac00aMM Ta iHIIi BUAKM B3aEMOIiN»).

Himu.
3acTocyBaHHS JTiKapChKOT0 3ac00y AiTSM Ma€ IPOBOJUTH JIUIIE CIIelliaIicT.

ITiTH Ta miIUTiTKA BikoM Bim 6 mo 17 pokiB (cTapmist TanHepa ‘II-V).

[eTepo3uroTHa ciMelHa rinepxoiecTepuHeMis

3BHYaliHa I0YaTKOBa M000Ba H03a OIS OiTel Ta MigIiTKiB i3 reTepo3UroTHOI0 CiMEeHHOI0
rinepxonecTepuHeMi€l0 CTaHOBUTD 5 MT Ha [00y.

. 3BUYalrHa A03a O OiTel BiKOM Bif 6 40 9 POKIB i3 TeTEPO3UT0THOIO CIMEMHOIO
rinepxonecTepuHeMi€l0 CTaHOBUTE Bif 5 Mr no 10 Mr nmepopaibHO OfUH pa3 Ha 0o0y. be3smneka Ta
e(heKTHUBHICTh 3aCTOCYBaHHS JIiKapChKoro 3acoly y mo3ax Oinbmie 10 Mr y 1iii momynamil He
IOCITiIXKYBaJIUCH.

. 3BrYaiiHa [03a Oy giTed BikoM Big 10 mo 17 pokiB i3 reTepo3UroTHOI CiIMEHHO0
rimepxonecTepuHEMi€l0 CTAHOBUTE Bifg 5 Mr go 20 Mr rmepopasbHO OfUMH pa3 Ha noby. beaneka Ta
e(eKTHUBHICTb 3aCTOCYBaHHS JTiKapChKOro 3acoby B go3ax Oinbire 20 Mr y 1ilt momymnsiii He
OOCIiAKYBaJIUCS.

[TigBuuIyBaTH [O3Y CIIif BiAMOBIIHO OO iHAMBiAYyalIbHOI BiAOBII IUTUHYU Ha JiKyBaHHS Ta
IIepPeHOCUMOCTi JTiIKapChKOTO 3aco0y, JOTPUMYIOUKUCh PeKOMEeH Iallil 1010 TiKyBaHHS OiTel (OuB.
po3min «Ocob6uBOCTI 3acTOCyBaHHS»). [Iepen moyaTKoM Tepariil po3yBaCTaTUHOM [iTSIM Ta MifIiTKaM
CJIi[l IPU3HAYUTH CTAaHAAPTHY Till0XOJIeCTEPUHEMIUHY Hi€TY, SIKOI MallieHTH MaloTh JOTPUMYBaTHUCH i
IIPOTSATOM JTiKyBaHHS.

['oMO3UTOTHA CiMelHa TilepxoleCTepruHeMid

PekomeHnnoBaHa MaKCHMallbHa [03a OJIg OiTed BiKOM Bif 6 mo 17 POKiB i3 TOMO3UTOTHOIO CiMENHOIO
rinepxonecTepuHeMieio CTaHOBUTEL 20 MT OfuH pa3 Ha f00y.

PexoMeH0BaHa II0YaTKOBA [I03a CTAHOBUTE Bif 5 Mr 1o 10 Mr ofguH pa3 Ha [00y 3aneKHO Bif BiKy,
MacH Tijla Ta IonepefHbOr0 3aCTOCYBAHHS CTaTHHIB. [ligBUITyBaTH [0 MaKCHManbHOL fo3u 20 Mr
OJIUH pa3 Ha Ho0y CIif BiAMOBIMHO OO iHAWBIMyaNbHOI BiAMOBiI OUTUHY Ha NiKyBaHHS Ta
IIePEeHOCHUMOCTI IpenapaTy, AOTPUMYIYMCh PEKOMEHALliY 00 IiKyBaHHS OiTer

(muB. po3min «Ocob6auBOCTI 3acTOCyBaHHS»). [Iepe[ MoYaTKOM Teparrii po3yBaCTaTHHOM [iTSIM Ta
IiAiTKaM CIIifl IPU3HAYUTH CTAaHJAPTHY Till0X0JIeCTEPUHEMIUHY HIiETY, SKOI MallieHTH MaloTh
OOTPUMYBATUCH 1 IPOTATOM JIIKYBaHHS.

Iocin nmikyBaHHS ITi€l momynsii y mo3ax Oinbie 20 Mr oOMeKeHUi.
TabmeTku 1m0 40 MTI He 3aCTOCOBYIOTE HiTSIM.

ity BiKOM [0 6 POKiB

Besneka Ta eeKTUBHICTh 3aCTOCYBaHHS JIiIKapChKOTO 3ac00y [iTSIM BiKOM [10 6 POKiB HE BUBYAJUCE.



TakuM 4YUHOM, PO3yBaCTaTHH HE PEKOMEHAOYETECA 3aCTOCOBYBATH OiTIM BiKOM 0o 6 pOKiB.

Ilepedo3yeanHs.

CroenudidyHoro nikKyBaHHS Ilepefo3yBaHHS HEMaE. Y pa3i mepeno3yBaHHA Ialli€HTa CIIif TiKyBaTU
CHMIITOMATHYHO Ta 3a HeOOXiMHOCTi BXKUTHU MiATPUMYIOUUX 3aX0fiB. [I0TPiOHO KOHTPOIIIOBATH
¢yukuii meuinku Ta piBeHb KK. EdekTUBHICTE TeMofIianisy MamoiMoBipHa.

ITobiuni peakuii.

Heb6axamni SIBUIIIIA, IIT0 Bil3HAYAIOTHCS IIpu 3aCTOCYBaHHi PO3yBACTaTHUHY, 3a3BUYal JIETKi Ta

TUMYacCOBi.

Y tabmuni 3 npencTaBnenuit npodink HebaXkaHWX peakliii Ha PO3yBaCTaTHH 3a JaHUMU KITiIHIYHUX
MOCTiAKEeHb Ta BEJIMKOTO [OCBIAY IMicIsIpeecTpalliiinoro 3actocyBants. HeOaxaHi peakiiii
KnacudikoBaHi 3a 4aCTOTOIO Ta CUCTEMHO-OpraHHuMu Kinacamu (COK).

3a yacToToro HebaxKaHi peakilil po3moineHi TakuM yuHOM: 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

(HEeMOZXKJIMBO OIIIHUTH 32 HaSIBHUMHU JaHUMH).

MiCNISIPEECTPALIMHOI0 3aCTOCYBaHHS PO3yBacCTaTUHY

[ToGiuHi peaxilil 3a JaHUMHU KITiHIYHUX OOCHIIXKEHb Ta JOCBimy

Tabmnuig 3

CucteMHO-opraHHuM [HacTi HeuacrTi Pinxi [yxe pigki YacToTa HeBigoMa
KJlac
3 60Ky Kposi ma TpoMOOITUTO-TIeHis
1impamuyHoi
cucmemu
3 60Ky iMyHHOT Peakiii
cucmemu Tiep4yTInu-BOCTI, B

TOMy 4uCIIi

AHTiIOHEBPO-TUYHUM

HaOPsAK
3 6oxy eHOokpuHHOI [LlyKpOBu#
cucmemu nia6et’

[TcuxiyHi po3aadu [emnpecis
3 6oxy Hepaosoi [omoBHUH 6ifb, [TomineBpo-naris |[Iepudepuyna
cucmemu 3aI1aMOpO-YeHH BTpaTa IaM’'sTi [HeBpomarTifd,

[pO3lafiy CHY (y TOMY
quciTi 6€3COHHS Ta
HiYHi XKaxu)

3 60Ky opaaHia
OuxaHHs, 2pyoHoi
KAlmKu ma
cepedocmiHHA

Karens, 3aguiiKa

3 60Ky WAYHKOBO-
KUWK0B020 Mpakmy

3amop, HyOoTa,
QOmoMi-HANBHUN
0iJTb

[TaHKpeaTut

[liapes




3 boky [TigBuieHHS PiBHA [2ZKOBTIHULIA,
2enamobiniapHoi MeYiHKOBUX TermaTuT
cucmemu TpaHCaMiHa3
3 6oky wkipu ma CBeplix, CuHOpOM
niowkKipHoi BUCHUIIAH-HS, CriBeHCa-[I;)KOHCOHA
KAIMKOBUHU KPOIIUB'-IHKA
[HOyKOBaHa
ITiKapChKUMU
3acobamu eo3uHODimisa
3 CUCTEMHUMHU
cumntomamu (DRESS-
CHHIPOM)
3 boky ckesnemHoi  [Mianris Miomaris (y Tomy |ApTpanris [TopyIieHHS 3 60KY
IMyCKy1amypu ma UUCIIi MIO3HUT), CYXOXKUJb, IHKOIU
CNoYYHOI MKAHUHU pabmomioria, yCKITamHeHi
BOBYAKO-TIOHIOHUM [pO3pUBaMy,
CUHIIPOM, PO3PUB iMyHOOIIOCE-pegKOBaHa
M’ g3iB HEKPOTU3YI0Ua
|MiomaTis
3 60Ky HUPOK Ma CemMaTypis
ceu08u0inbHOI
cucmemu
3 boky [iHekKoMacTist
[penpodykmueHoi
cucmemu ma
MO10YHUX 30103
3azanvHi pozaadu ma jActenis Habpsik
cmaH MicuA
BBe0eHH A

' JacToTa 3a1eXuUTh Bil HassBHOCTI (HaKTOPIiB PU3KKY (PiBeHb III0KO3M HATIIE = 5,6 MMOJIB/TI,
IMT > 30 kr/™’, mifBUIeH] piBHi TPUTIiNEPHUAIB, apTepiaibHa rilepTeHs3is B aHaMHe3i).

4k i mpu 3acTocyBaHHi iHmmx iHribiTopis I'MI'-KoA-penykTasu, yacToTa HebaxKaHUX peakiliii Ma€ TEHOEHIII0

3ajIeKaTH Bill MO3H.

Bnaue Ha HUpku

[TpoTeinypis, BUsBIEHA V¥ Pe3yJIbTaTi aHali3y 3a TeCT-CMyKKaMHU Ta IlepeBakHO KaHaIbIIeBOTO
IIOXOMI2KEeHHS, CIIOCTepiranacs y Nali€HTiB, 9Ki 3aCTOCOBYBaX PO3yBacTaTHH. 3MiHU BMIcCTy Oifika y
ceui Big Hyns abo ciifgiB mo 3HaueHHs abo Ginbie criocTepiranucs y <1% nauieHTiB mepioguyHo y
mpotieci 3aCToCyBaHHS JiKapchKoro 3aco0y B mo3ax 10 Ta 20 mr i mpubnusuo y 3 % - mpu mo3i 40
Mmr. HeBenuke 36inbIIeHHS YaCTOTH 3MiHM BMICTY Bif HyJisg a0o CIIifiB 10 3HAUYEHHS CIIOCTEpiraaucs
npu 103i 20 Mr. Y GinbIIOCTi BUMIAAKiB MPOTEIHYPis 3MeHIIyBaiacsa abo 3HKWKaJla CIIOHTAaHHO IIPH
IIPOMOBXKEHHI Teparllii. 3a JaHUMM KITiHIYHUX [OCITigXXEeHb Ta TOCTMAPKETUHTOBUX CIIOCTEPEKEHDb Ha
CBOTOfIHi He BUSBJIEHO IPUYUHHO-HACTIAKOBOI0 3B’ 13Ky MiXK NMPOTEIHYPi€I0 Ta TOCTPUM abo
IIPOTPECYIYUM 3aXBOPIOBAHHSAM HUDOK.

Ha Tmi 3acTocyBaHHS JTiKapchKOro 3aco0y Po3yBacTaTuH Bil3HaYeHO BUIIAAKKU TeMaTypii, 3a JaHUMHU
KJTIHIYHUX [OCTiIXEeHb YacToTa 11 Maa.

Bnaue Ha CKe/s1iemHy mMyckKyaamypy

YpaxeHHS CKeJIeTHOI MyCKy/IaTypH, Taki K Mianris, MionaTis (B ToMy 4UCJIi MiO3UT), Ta 3pigKa
pabmomiosi3 i3 ToCTPOo0 HUPKOBOIO HENOCTATHICTIO yu 6e3 Hel Oy/u Bi3HaueHi npu 3aCTOCYBaHHi
Oymb-IKUX 003 PO3yBacTAaTHHY, 0COONIMBO MpH Ho3ax >20 Mr.



Y nanieHTiB, sKi IpuiiMany Po3yBacTaTUH, CIIOCTEpIraaocs go3o3anexHe 3poctandsa piBHA KK; B
OinmbIIoCTi BUMapKiB siButie 6yno cinabKuM, aCUMITOMaTUYHUM Ta TUMYacoBUM. fAKio piers KK
nigBuIneHuy (>5 pasis Buile BMH), nikyBaHHS citig IpUOuHATH (OUB. Po3mdin «Oco0nmuBOCTi
3aCTOCYBaHHS»).

Bnaue Ha neyviHky

4K i mpu 3actocyBaHnHi inmux inribiropis IMI'-KoA-penyKkTa3u, y HEBEJIMKOI KiJIbKOCTI MAIli€HTIB, SKi
IpuiMany po3yBacTaTHH, Bil3HaYaocs m0303aexkHe 30i/bIIeHHS PiBHS TpaHcaMiHas; y O6i/bInocTi
BUNIAJKIB gBuUIle 0yJI0 CTa0KUM, aCUMIITOMAaTUYHUM Ta TUMYaCOBUM.

Ha Tr1i 3acTocyBaHHS OesIKUX CTATUHIB Bif3Havanucs Taki HeOaxkaHi SBUIIIA:
Po3nad cmamesoi pyHKY il

OkpeMi BUIIaOKX iHTEPCTHUIiaIbHOI XBOPOOH JIereHb, 0COOIMBO TP TPHUBAJIOMY 3aCTOCYBAHHI (IUB.
po3min «Oco6IUBOCTI 3aCTOCYBAHHS»).

YacToTa noBimomMIeHb Mpo pabmomiosi3, cepio3Hi mopyIeHHs 3 60Ky HUPOK Ta MeYiHKM ([TepeBaxkHO
TiABHUINEHHS aKTUBHOCTI Te4YiHKOBUX TpaHcaMiHa3) OilbIlla TPy 3aCTOCYBaHHi JTiKapCchKOro 3acoby B
mo3i 40 mr.

Himu

[Mipeumenns piBast KK>10 pagziB Butiie BMH Ta cumntomMu 3 60Ky M’s3iB micis GisuaHOro
HaBaHTaXXeHHS a0 MigBUIIEHO] Pi3UYHOI aKTUBHOCTI CIIOCTEPIraaucs dacTime y 52-TUKHEBOMY
KJIIHIYHOMY [OCTIigKEeHHI 3a y4acCTIO [iTed Ta MifJIiTKiB TOPiBHSAHO 3 JOPOCIUMH (IUB. PO3TiN
«OcobnuBOCTi 3acTocyBaHHS»). [IpoTe mpodinb 6e3meku po3yBacTaTUHY Yy HiTel Ta MiAiTKiB OyB
MOMiOHUM [I0 TAaKOTO ¥ JOPOCIIUX.

[ToBimoMIIeHHS PO Mimo3pioBaHi mo6ivHi peakirii

[ToBimoMIeHHS PO Migo3pioBaHi MOGIYHI peakil micis peecTpaliil 1iKapchbKoro 3aco0y € BaXKIUBUM.
LTe nae 3MOry IpoOAOBXKYyBaTU KOHTPOJIB 38 CIIIBBIIHOWIEHHAM KOPUCTL/PU3UK 3aCTOCYBAHHS
JikapchKoro 3aco0y. [IpoxaHHS 00 MeAUYHUX IIPalliBHUKIB ITOBIOMIIATH PO OyOb-gKi Mif03pioBaHi
no0OiuHi peakuii 3rigHO HalliOHAIBHOI CUCTEMHU MOBiJOMIIEHD.

Tepmin npudamHocmi. 2 POKW.

YMmoBH 30epiranssi.

B opurinanbHii yIiakoBIi npu Temnepatypi He Buie 25 °C.

30epiratu y HEJOCTYIIHOMY OJISI OiTeM Mici.

YnakoBka.

[To 10 Tabnetok y GiicTepi; mo 3 GiicTepu y maylii.



Kareropis Bigmycky. 3a perenTtom.

BupoOHHUK.

[TAT «KuiBmepnmnpemapar».

Micue3HaxoIKeHHsI BUPOOHHKA Ta ajipeca MicIsi IpoBaIKeHHs HOro Tis/IbHOCTI.

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



