IHCTPYKIIA

IJISI METUYHOT' 0 3aCTOCYBAaHHSA JIIKapChKOT0 3aC00y

POMECTIHA 5,
POMECTIHA 10,

POMECTIH® 20
(ROMESTIN 5,
ROMESTIN 10,

ROMESTIN 20)

CKnaao:
ditoua peyosuHa: po3yBaCTaTHH;

1 TabneTka MiCTUTEL PO3yBacTaTHHY Kasbllilo y IepepaxyBaHHi Ha po3yBactatul 5 mr, 10 mr abo 20
MT;

00NOMINCHI PeyoBUHU:

5 me: 11eJTI07103a MiKPOKPUCTaIiYHa; Kabllilo rimpodocdaT 6e3BogHMIY; TaKT03a, MOHOTiIpaT;
HaTPilo KPOoCKapMesio3a; KPOCIOBiMOH; TalbK; KMUCJI0Ta CTeapuHOBa; OapBHUK Instacoat sol
(rimpoMerto3a, MO TUIIEHTTIIKOIb, TalbK, TUTaHy giokcup (E 171)); miamanToBuu cuHiu (E
133); eputposun (E 127);

10 me: 11eTI0I03a MIKPOKpHCTaJliyHa; KaJblliio rimpodocdaTt 6e3BONHUN; TaKTO3a,
MOHOTIApaT; HaTPil0 KPOCKAapMesi03a; KPOCIIOBiMOH; TaJlbK; KMCJIOTA CTeapuHOBa; OapBHUK
Instacoat sol (rimpomenosa, MOJTieTANIEHTTIIKOIb, TalnbK, TUTaHy miokcup (E 171));
xiHosinoBu# xoBTUi (E 104);

20 me: TIeJII0JI03a MiKPOKPHCTaIiyHa; Kaiklliio rimpodocdat 6e3BOgHMI; JTaKT03a,
MOHOTIpaT; HATPil0 KPOCKapMesl03a; KPOCIIOBiIOH; Ta/IbK; KMCJI0Ta CTeapUHOBA; OapBHUK
Instacoat sol (rimpomenosa, MOJieTUNIEHTTIIKOIb, TalnbK, TUTaHy giokcup (E 171));
niamanToBui cuHin (E 133); Taprpasun (E 102).

JIikapcbka ¢opma. TabGneTkKu, BKPUTI IIiBKOBOIO 000JI0HKOIO.
OcHo8HI (pi3uKo-xiMiuHi 81aCMUBOCMI:

mabsiemku no 5 Me: ceitno-¢hioneToBi KPyTIli ABOOMYKJIi TablIeTKYU, BKPUTI IJTiBKOBOIO




000JI0HKO0, 3 PUCKOI0 3 OHOTO GOKY;

mabaemku no 10 me: CBiTI0-XKO0BTi KPyTJIi BOOMYKIIi TaGIeTKM, BKPUTI IIiIBKOBOK 000JIOHKOIO;

mabaemku no 20 Ma: Bif CBITII0-3€7IEHOT0 [0 3eJIEHOT0 KOJIbOPY KPYTJIi ABOOMYKIIi TabIeTKH,
BKPUTI IJTiBKOBOIO 000JIOHKOIO.

dapMmakoTepaneBTHYHA rpyna. ['inoninmigemiyni 3acobu. IaribiTopu 'MI-KoA-penyKkTa3u.

Kog ATX C10A AQ7.

dapmakono2iuHi e1acmueocmi.
®apmakoduHamika.
MexaHniam 0it

Po3yBacTaTuH — Ile CelIeKTUBHUU Ta KOHKypeHTHuM iHribitop I'MI'-KoA-penykrasu, pepMeHTy, 1110
BM3HayYae IIBUAKICTh peakilil Ta IepeTBOPIOE 3-TifPOKCHU-3-MeTUATIyTapui-KopepMeHT A Ha
MeBaJIOHAT, IoNepPeJHUK XoyiecTeprHy. OCHOBHUM MiClleM Ail po3yBacTaTUHY € ITediHKa, OpraH-
MillIeHb [JI1s1 3MEHIIIEeHHS PiBHIB X0JIECTEPUHY.

PosyBacratuH 36inbInye KinbKicTh perentopiB JITTHII] Ha moBepxHi KITiTUH MEYiHKY, TTOCUIIOI0YN
3axoImyeHHs Ta Katabomiam JITTHII, i mpuraiuye nevinkouit cuntes JITIITHIL], TakuM YuHOM
3MEHINYIOUM 3arajibHy KibKicTh yacTuHoK JITT[THII ta JITTHIII.

®apmakoduHamiyHa 0is

PosyBacTtaTus 3HUXKY€ mifgBuinieHni piBeHs xonectepuny JIITHII, 3aransHOr0 X0mecTepuny Ta
TpUrilepuais i nigsuinye pisHi xonectepuny JIIIBII. Bin TakoX 3MeH1Iye piBHi anoB, XC-
HeJITIBII, XC-JITIOHII, TT-JITIOHII Ta migBuinye piBers amoA-I (Tabauus 1). Po3yBacTaTHH TaK0OXK
3MmeH1uye cruiBBigHomeHHs XC-JIITHI/XC-JIIIBIL, 3aransroro XC/XC-JITIBIL, XC-ueJITIBII/XC-
JITIBIII Ta anoB/amoA-I.

BignoBigs Ha 03y y HALiEHTIB i3 MepBUHHOIO TiepxonectepuHeMieio Tumy Ila Ta IIb

(BimKopuUTOBaHa CEpenHS BiMCOTKOBA 3MiHa IMOPIBHSIHO 3 IIOYATKOBHUM PiBHEM)

Tabauuys 1
/To3a N XC-JITIHIBazanrvHut\XC-JITIBII[[IT XC-HeJIIIBII]lanoB anoA-I
XC
[Tnane6o (13 -7 -5 3 -3 -7 -3 0
5 17 -45 -33 13 -35 -44 -38 4
10 17 -52 -36 14 -10 -48 -42 4




20 17 -55 -40 8 -23 -51 -46 o
40 18 -63 -46 10 -28 -60 -54 0

TepaneBTuuHuM ePeKT OCATAETHCS MPOTATOM 1 THXKHS ITiCNIS MOYATKY 3aCTOCYBaHHA mpenaparty, 90
% MakCUManbHOTO epeKTy - yepe3 2 TUXKHi. MakcuManbHUM e(PeKT 3a3BUUall JOCATAEThCA depe3 4
TH2KHI Ta TPUBAE Hamali.

KniHiyHa ehpekmusHicmb ma 6e3neka

PosyBacTtaTus eeKTUBHUY y NiKyBaHHI JOPOC/INX IAI€HTIB i3 rinepxoaecTepuHEMI€EIO - i3
rineprpurminepuneMieio abo 6e3 Hel - He3asleXkHO Bifl pacH, CTaTi i BiKy, a TAKOXK MJIS Malli€HTiB
0COONMUBUX I'PYI, TAKUX K XBOPi Ha AiabeT abo mallieHTH i3 ciMeiHOoI0 Tinepxo1ecTepuHEMIE0.

3a 00’emHaHMMU JaHUMU Aociigkenb @a3u 11l polyBacTaTuH epeKTUBHO 3HMKYBaB PiBHI
X0JIeCTepuHy y OilbIIOCTI NallieHTiB i3 rimepxonectepuHemieio Tuny Ila ta IIb (cepenHiii moyaTKOBUU
piBers XC-JITTHIII mpu6nu3Ho 4,8 MMOJIb/IT) [0 IiIbOBUX 3HaYEHb, BCTAHOBJIEHUX €BPOIEHCHKUM
TOBapUCTBOM aTtepockieposy (EAS; 1998); mpubnu3no y 80 % mariieHTiB, sSKi mpuiiManu mpemnapar y
no3i 10 Mr, Bmamocs JOCSTTH HOpMaTUBHUX 1inboBuX piBHiB XC-JITTHIII 3a EAS (<3 MMomb/m).

Y BenukoMy gociigxeHHi 435 Malli€HTiB i3 reTepOo3UroTHOK CIMENHOIO TinepXxoieCcTepuHEMIEI0
IpUUMalny po3yBacTaTuH y fo3ax Bifg 20 mo 80 Mr 3a cXeMOI0 OCUIEHOT0 TUTPYBaHHSA [O3H.
CrpusTIUBUY BIUIUB IIpenapaTy Ha MOKa3HUKHY JIiMifiB Ta JOCATHEHHS IiIbOBUX PiBHIB Bif3HA4YaBCs
npu Bcix gosax. [licns tutpyBanus go 7o6osoi go3u 40 mr (12 tuxHiB nikyBaHH) XC-JITTHI
3meHmmBces Ha 53 %. V 33 % nauienTiB 6yno gocsrayto HopMaTuBHuX piBHIB XC-JITIHIIT 3a EAS
(<3 MMOB/1).

Y BiIKpuUTOMY OOCTiAKeHHI IOCUIEHOT0 TUTPYBaHHA 03 BiAIOBiOb HA 3aCTOCYBaHHS PO3yBaCTaTUHY
y mo3ax 20-40 Mr BuBYanu y 42 malieHTiB i3 TOMO3UTOTHO CiMEVHOI0 rilnepxonecTepruHeMiero. Y
3aranpHii nonynaiil piBeas XC-JITTHIII 3meHmuBcs y cepegHboMy Ha 22 %.

V k7TiHIYHUX JOCTIIXKEHHIX 3 y4acTio 00MekKeHOoi KilTbKOCTi IalliEHTiB CIIOCTepiraBcs aguTUBHUN
eekT po3yBacTaTUHY Ha 3HUKEHHS PiBHS TPUTIIiLIEPUMIiB ITPX 3aCTOCYBaHHI y KoMOiHa1Iiil 3
dbenodibpaTom Ta Ha mipBuileHHs piBHiIB XC-JITIBII npu 3acTocyBaHHI y KoMOiHallil 3 HialluHOM (OUB.
po3min «Oco6NMUBOCTI 3aCTOCYBAHHS»).

Y 6araToueHTPOBOMY IOABIMHOMY CJIilOMY Iane60-KOHTPOILOBAHOMY KITiIHIYHOMY HOCITigXKeHHi
(METEOR) 984 martienty BikoM 45-70 poKiB i3 HU3bKUM PU3UKOM illleMigHOI XBOPOOH cepist
(Bu3HaueHUM SK pu3uK 3a PpaMiHreMcrkoio mkanow <10 % mporsrom 10 pokiB), cepenHim
3HauenHaM XC-JITTHIII 4,0 mmons/n (154,5 Mr/gun), arne i3 CyOKIiHIYHUM aTEPOCKIIEPO30M
(BU3HaYeHUM 3a 30i/bIIeHHSIM TOBIIMHY KOMIIJIEKCY iHTMMa-Mefis coHHOI apTepii - TKIMCA) Oynu
paHOoMi3oBaHi 10 gBOX rpym Ta mpuiimManu 1 pa3 Ha o0y a6o 40 Mr po3yBacTaTuHy, abo manebo
IPOTATOM 2 pokiB. [TopiBHSHO 3 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 mopiBHSAHO 3 TOYATKOBUM piBHEM cTaHOBUIA -0,0014 MMm/pik
(-0,12 %/pik (cTaTUCTUYHO He3HAUyIlla)) y I'PYIi po3yBacTaTUHY IOPIBHAHO 3
nporpecyBaraam 0,0131 mm/pik (1,12 %/pik (p<0,0001)) y rpymi nnaue6o. IIpsiMol Kopemsiii Mix
3menmneHHsAM TKIMCA Ta 3HUKEHHSIM PU3UKY MOPYIIeHb 3 O0KY CEPIIEBO-CYIUHHOI CUCTEMU
IPOAEeMOHCTPOBaHO He Oyio. [Jo mocnigxkenHs METEOR Oynu 3any4eHi HalieHTH 3 HU3bKUM
PU3UKOM illleMiuHOi XBOPOOU ceplid, SIKi He € IpefcTaBHUKAaMU I[ilTbOBOI IOyl 3aCTOCYBaHHS
po3yBacTtaTuHy y 10o3i 40 mr. [Jo3y 40 Mr ciif npu3HayaTH JUIIe NalieHTaM i3 TIKKO0




rilepxoecTepuHEMi€I0 Ta BUCOKUM PU3HUKOM CEPIIEBO-CYOIUHHUX PO3TafdiB (IuB. po3min «Cmocio
3aCTOCYBaHHS Ta JO3U»).

B iHTepBeHIIMHOMY [OCHiXKEHHI pO3yBacTaTUHY 3 METOI0 OOTPYHTyBaHHS 3aCTOCYBAHHS CTaTHHIB IK
3aci6 nmepsunHol npodinaktuku (JUPITER) BouB po3yBacTaTUHY Ha YaCTOTY 3HAYHUX
aTepOCKIEPOTUYHUX CEPIEBO-CYOUHHMUX 3aXBOPIOBaHb oIiHioBanu y 17 802 yonosikis (=50 pokiB) Ta
XKiHOK (=60 poxkiB).

YyacHUKY JOCTigKeHHs Oy BUIIAAKOBUM YMHOM PO3MofineHi no rpym miamne6o (n=8901) abo
po3yBacTtaTuHy B f03i 20 Mr 1 pa3 Ha mo6y (n=8901) i 3a HUMU cIIOCTepiranu B CEPeIHbOMY
IIPOTSATOM 2 POKIB.

KonnenTpaunii xonectepuny-JITTHII smenmunucs Ha 45 % (p<0,001) y rpyni po3yBacTaTuHY
IIOPiBHSIHO 3 TPYIOI0 MJaiebo.

Y post-hoc ananisi gaHuX MiArpyny MalieHTiB BUCOKOTO PU3UKY i3 TOYATKOBUM 3HadeHHAM >20 % 3a
dpaminreMcekoro mKanow (1558 yyacHukiB) crioctepiranocs 3HaYyHe 3HUXKEHHS 4aCTOTH
KOMOiHOBaHOI KiHIIEBOI TOUKH, 1110 OXOIIJTIOBAJIA JIETAIbHUY HACIINOK Bifl CEPIIEBO-CYAUHHUX TIOMiH,
iHCynbT Ta iHdapkT Miokapaa (p=0,028), y rpymi po3yBacTaTuHy IOPiBHAHO 3 Miale60. 3MeHIIEHHS
abCoIOTHOTr0 pU3UKY cTaHOBUIIO 8,8 Bunagka Ha 1000 namieHTo-poKiB. [ToKa3HUK 3arajibHOI
JIeTaNbHOCTI INIIaBCS HE3MiHEHUM Y il rpyni Bucokoro pusuky (p=0,193). ¥ post-hoc anamisi
MaHUX MArPynu BUCOKOTO pu3uKy (9302 ydyacHMKHM 3arajioM) i3 moYaTKOBUM 3Ha4YeHHIM =5 % 3a
mkasior SCORE (ekcTpalosboBaHO 3 METO BKJIIOYEHHS JaHUX YYAaCHUKIB BIKOM IIOHAM 65
POKiB) CIIOCTepiranocs 3Havyllle 3HUXKEHHS 4aCTOTH KOMOIHOBaHOI KiHI[eBOl TOYKH, 110
OXOILTIOBaJIa JleTalbHUY HACIIOK Bifl CEpPLIEBO-CYOUHHUX MO, iIHCYIbT Ta iH(papKT
Mmiokapmaa (p=0,0003), y rpymi po3yBacTaTUHY MOPIiBHSHO 3 MIale60. 3HUKEHHS
a0COIIOTHOTO PU3UKY, BUPakKEeHOT0 3a YaCTOTOIO MOAil, cTaHOBUJIO 5,1 Bunaaky Ha 1000
nalieHTo-poKiB. [I0Ka3HUK 3arasbHOI JIETAJbHOCTI Y il MiATPYIIi BUCOKOTO PU3UKY JIUIIaBCA
He3MiHeHuM (p=0,076).

Y mocnigxensni JUPITER 6,6 % y4yaCHUKIB Irpynu IpuioMy po3yBacTaTUHY Ta 6,2 % y4aCHHUKIB I'Pynu
nanebo0 MPUIMHUIN 3aCTOCYBaHHS OOCIIIKYBaHOTO IIperaparty depe3 HebakaHi ABHUIIA.
Hattyacrimumy HeOaxkKaHUMHU SIBUIIAMH, 1110 TPU3BOOUIN OO0 MPUIKMHEHHS JTiKyBaHHS, Oyau: Mianris
(0,3 % y rpymi podyBactaTtuny, 0,2 % — nnaue6o), abgominansaui 6inb (0,03 % y rpymi
po3yBactatuny, 0,02 % — mmane6o) ta Bucur (0,02 % y rpymi po3yBactatuny, 0,03 % — nmane6o).
Haituacrimumu HeGakaHUMU SBUIIAMHU, 110 CIIOCTEPIraaucs y rpyIli po3yBacTaTUHY i3 YaCTOTOO,
6inbInoio abo piBHOIO Big3HaueHil y rpymi mnnanebo, 6ynu iHpeKIil ceqyoBux msxis (8,7 % y rpymi
po3yBacTaTuny, 8,6 % — mane6o), Ha3opapuHriT (7,6 % y rpymi po3yBacTtaTuny, 7,2 % — nnarne6o),
6inb y criuHi (7,6 % y rpymi po3yBacTtaTuny, 6,9 % — nnaue6o) ta mianris (7,6 % y rpymi
po3yBacTaTuhny, 6,6 % — muane6o).

imu

Y nopggsiftHOMY crtimoMy paHmoMi3oBaHOMY OaraToIeHTPOBOMY I1nane60-KOHTPOIbOBaHOMY 12-
THXKHEBOMY OOCHifKeHHi (n=176, 97 y4aCHUKIB 40/10Bi40l Ta 79 — XKiHOYOI1 cTaTi) 3 nogansmuM 40-
THUXKHEBUM TiepiogoM (n=173, 96 y4acHUKIB 40/10Bi40l Ta 77 — XKiHOYOI CTaTi) BITKPUTOTO
TUTPYBaHHS NO3U po3yBacTaTHHY nauieHTu BikoM 10-17 pokis (ua II-IV cTafili po3BUTKY 3a
TanHepowM, fmiBuaTa, y IKAX MEHCTpYyallil moYaanucs moHaliMeHIe 1 pik ToMy) i3 TeTepO3UT0THOIO
ciMelHOI0 TinmepxonecTepruHeMieo MPOTIroM 12 TUXKHIB OTPUMYBaJId PO3yBAaCTaTHH y 1031 5, 10 abo
20 Mr/go06y a6o mare6o, miciis Yoro BCi yYaCHUKY IOAHS IPUMalyd Po3yBacTaTHH MpoTarom 40
TUXKHiB. Ha mouaTky gocnigxenHus npubau3no 30 % nanienTiB O6ynu BikoMm 10-13 pokiB Ta mpubnu3Ho



17 %, 18 %, 40 % Ta 25 % i3 Hux 3naxogumnucs Ha II, III, IV Ta V cTagil po3BuTKy 3a TanHepom
BifITIOBiAHO.

PiBens XC-JIITHIII 3menmuBca Ha 38,3 %, 44,6 % ta 50 % BigmoBigHO y rpynax MpuroMy
po3yBacTaTuHy B [03i 5, 10 Ta 20 Mr mopiusiHO 3 0,7 % y rpymi muare6o.

Hampukinii 40-THKHEBOT0 IIepiofy BiIKPUTOTO TUTPYBAHHS AO3U A/ AOCATHEHHS LiTbOBOTO PiBHS
(MakcuMarsnbHa mo3a craHoBmiIa 20 Mr 1 pas Ha moOy) y 70 i3 173 marienTiB (40,5 %) BOanocs mOCATTH
uinboBoro piBHsA XC-JIITHII menIie 2,8 MMOJIB/TI.

[Ticns 52 THXKHIB OOCTIXKYBAHOTO JTiKyBaHHS He 0YyJ10 BUSBIEHO XXKOMHOTO BIUIMBY Ha picT, Macy, IMT
abo craTeBe mo3piBaHHs (OuB. po3mdin «OcoOnMuBOCTi 3acTocyBaHHA»). Lle mocmimxkenHs (n=176) He
IPUMHSATHE [J15 TOPIBHAHHA PigKuUX HeOaKaHUX SBUILL.

PosyBacTaTiiH TaK0XK BMBYAJIM Y OBOPiYHOMY BIIKPUTOMY HOCIIIAXKEHHI] 13 I[iTbOBOI0 TUTPALI€I0 A03U Y
198 miTeii i3 reTepO3UTOTHOIO CIMEWHOIO TiepxoaecTepuHEMi€0 Y Billi Big 6 o 17 pokis (88
y4aCHUKIB 40oBiuoi cTati Ta 110 - XKiHOYOI cTaTi, cTagis po3BUTKY 3a TaHnHepoM <II-V). [TogaTkoBa
Io3a [AJIs1 BCiX MallieHTiB CTaHOBUJIA 5 MT pO3yBacTaTUHY OOUH pa3 Ha mo0y. [TarienTaM BikoM Bifg 6 0o
9 pokiB (n = 64) m03y TUTPyBaIX OO MaKCHUMasbHOI 103U 10 Mr omuH pa3 Ha go0y, a malieHTaM BikoM
Bim 10 mo 17 pokiB (n = 134) - go MakcuMasbHOI 103u 20 MT omuH pa3 Ha J00y.

[Ticna 24 MmicsuiB NTiKyBaHHS PO3yBaCTaTUHOM CepelHE 3HUXKEHHS Bifl I04aTKOBOTO 3HaueHHs XC-
JITTHIII, Bu3HauYeHe 3a METOOM HaMEHIIUX KBagpaTiB, CTaHOBUIIO -43 % (II0YaTKOBUM PiBEHE:
236 mr/pn, micans 24: 133 mr/an). I KOXHOL BIKOBOL I'PYIIH CepefHE 3HUKEHHS Biff TI0YaTKOBOTO
3HaueHHsa XC-JIITHIII, Bu3HaueHe 3a METOOOM HalMEHIINX KBafpaTiB, CTaHOBUIO -43 %
(mouyaTtkoBuY piBeHb: 234 mr/momi, Micaip 24: 124 mr/on), -45 % (moyaTKOBUM piBeHb: 234 Mr/mn,
Micsanp 24: 124 mr/gn) ta -35 % (moyaTKoBUM piBeHb: 241 Mr/on, micsaup 24: 153 Mr/an) y BiKoBUX
rpynax Big 6 mo <10, Big 10 go <14 i Big 14 go <18 pokiB BiAmoBigHO.

Pe3ynbpTaToM 3aCTOCYBaHHS PO3yBacTaTUHY ¥ mo3ax 5 mMr, 10 Mr i 20 Mr Takox OyIu CTAaTHCTUYHO
3HAUYIIl CepenHi 3MiHU MOPIBHAHO 3 NOYaTKOBUMHU ITIOKa3HUKAMM TaKUX BTOPUHHUX 3MiHHUX
BEeIMYMH JimimiB i minmonpoTeiniB: XC-JITIBIII, 3aransauit XC, XC-ueJIIIBII, XC-JITTHIII/XC-JITIBIII,
s3aranpuui XC/XC-JITIBII, TT/XC-JITIBII, XC-ueJITIBII/XC-JITIBIII, anoB, anoB/amoA-1. KoxHa 3 11ux
3MiH IeMOHCTpPYBaJla MOJNIIeHHS JIiMigHUX peakiliil i 30epiranacs NpoTIroM 2 Pokis.

[Ticnsa 24 mics1iB niKyBaHHS XKOTHOTO BIIUBY Ha picT, Macy Tina, IMT abo cTaTeBe mo3piBaHHSA
BUSBJIEHO He 0yyo (ouB. po3din «OcoO0MMBOCTi 3aCTOCYBaHHI»).

Y paHI0OMi30BaHOMY IIOABIMHOMY CIIiOMY IjIanie60-KOHTPOIOBaHOMY 6araToleHTPOBOMY
IepexpecHOMY JOCITiKeHHi BUBYaIM PO3yBacTaTUH y 003i 20 Mr oguH pa3 Ha [00y MOpiBHSHO 3
nnane6o 3 yyacTio 14 miTeit Ta migmmiTKiB (BikoM Bim 6 0o 17 PoKiB) i3 rOMO3UTOTHOI CiMEHHOI0
rimepxonecTepuHeMicei0. [1OCTiAKeHHs BKITI0Yal0 aKTUBHY 4-TUXKHEBY HiATOTOBYY ¢a3y 3
OOTPUMaHHAM HIETH, IiJ YacC SKOI MallieHTiB JIiKyBaJid po3yBacTaTuHOM y 7031 10 Mr, mepexpecHy
a3y, 110 cKiaganacs 3 6-TUKHEBOT0 IePiofy JiKyBaHHS po3yBacTaTUHOM Y 0o3i 20 Mr i3
nornepegHiM abo0 MoAasbIINM 6-TUKHEBUM JIIKyBaHHAM I1aiebo, Ta 12-TUKHEBY MiATPUMYBaIbHY
a3y, TpoTaroM sKol BCi marieHTy oTpuMyBanu 20 Mr po3yBacTaTuHy. [lalieHTH, gKi nepedyBanu Ha
Teparii eseTumiboM abo apepe3oM, IPOOOBKYBAIU OTPUMYBATH 1ie JIIKYBaHHS IIPOTSTOM YChOTO
NOCIIiIXKEeHHS.

Cratuctuyno 3Hauyme (p = 0,005) 3uuxenns pisusg XC-JIITHII (22,3 %; 85,4 mr/gn, abo
2,2 MMOJIB/M) CIIOCTepirany 4yepe3 6 TUXKHIB JTIKyBaHHSA PO3YBAaCTaTUHOM Y [03i 20 MT ITOPiBHSHO 3
nnaie6o. CrocTepiranocs CTaTUCTUYHO 3HaUYIle 3HMKeHHS 3aranbHoro XC (20,1 %, p=0,003), XC-



uHeJI[1BI (22,9 %, p=0,003) i amoB (17,1 %, p=0,024). Takox crocTepiramocs 3HNUXKeHHS piBHIB T,
XC-JITTHII/XC-JITIBII, 3aranbaoro XC/XC-JITIBII, XC-ueJITIBII/XC-JITIBII Ta anoB/amoA-I micns

6 TUXKHIB JTIKyBaHHS pO3yBacTaTHHOM Y 03i 20 Mr mopiBHSAHO 3 myanebo. 3HuKeHHS piBHSI XC-
JIITHIII yepe3 6 TUXKHIB JIiKyBaHHS pPO3yBacTaTUHOM Yy [03i 20 MI' 3 HACTYIIHUMU 6 TUXKHIMU
JiKyBaHHS M1anebo 30epiramocs npotaroM 12 TuxkHiB 6e3nepepBHOI Teparii. B ogHoro nmaimienTa
criocTepiranocs nopganbliie 3uuKeHHs piBHSA XC-JITTHII (8,0 %), 3aransroro XC (6,7 %) i XC-
HeJITIBII (7,4 %) micns 6 TUXKHIB TiKyBaHHSA 3 TUTPYBaHHAM A03u A0 40 Mr.

[1ig yac TpOJOBXKEHHS BIIKPUTOTO JIIKyBaHHS pPO3yBaCTaTUHOM Y 031 20 Mr y 9 3 1jux mauieHTiB 10
90 TuxHiB 3HMKeHHS piBHs XC-JITHII] 36epiramocs y Mmexax Big -12,1 % mo -21,3 %.

Y BigKpuTOMY HOCHiAKEHHI TIOCUJIEHOTO TUTPYBaHHSA 003 Y 7 OL[IHIOBAHUX [iTeH i MifJiTKiB (BiKOM Bif
8 o 17 pokiB) i3 TOMO3UTOTHO CIMEWHO0 TinepxoecTepuHeMi€ro (IUB. BULe) BiCOTOK 3HUXKEHHS
piBast XC-JITTHII (21,0 %), 3aramsHoro XC (19,2 %) ta XC-ueJITIBII] (21,0 %) Big m04aTKOBOTO PiBHSA
Iic/sl 6 TUXKHIB JIIKyBaHHS pO3yBaCTaTUHOM y 031 20 Mr BifiTIOBigaB TOMY, IO CIIOCTEPIragocs y
BHUIle3TafaHOMy AOCIIiIXKEHH] ¥ OiTel Ta MifJIiTKiB i3 TOMO3UTOTHOIO CiMEHHOI0
rinepxoJiecTepuHeMIE.

€BporelicbKe areHTCTBO 3 JTiKapchKuX 3aco06iB BiTMOBUIIOCS Bif 3000B’s13aHHS HagaBaTH pe3y/IbTaTH
IOCIiXKeHb PO3yBaCTaTUHY Y BCIX MiATpyIax AiTeu i3 TOMO3UTOTHOK CiIMENHOI0
rilepxonecTepuHeMi€l0, TEPBUHHOI0 KOMOiHOBaHOIO (3MilllaHOI0) AUCIIIMIiAEMi€l0 Ta A
npodilakTHKY MOPYLIeHb 3 00Ky CepIieBO-CyOIUHHOI CUCTeMH (OuB. po3min «Crocib 3acToCyBaHHS Ta
0o3u» OJId OTpUMaHHA iH(opMallil Iog0 3aCTOCYBaHHS OiTAM).

dapmMaKoKiHemukKa.

BcmokmyeaHHA

MakcrMaJibHa KOHIIEHTpallis pO3yBacTaTUHY y IIJla3Mi KPOBi JOCATAEThCS MTPUONIM3HO Yepes
5 rOfuH IiCIs IepopaabHOT0 3aCTOCYyBaHHS. AGCOIIOTHA 6i0MOCTYIIHICTh CTAaHOBUTD
npubnusno 20 %.

Po3nodia

Po3yBacTaTuH 3HaYHUM YMHOM 3aXOIIJIIOEThCS MTEYiHKOIO, SKa € OCHOBHUM MiCIIEM CUHTE3Y
xonectepuny Ta Kiipency XC-JIITHII. O6’em po3nofiny po3yBacTaTUHY CTaHOBUTH npubau3no 134
1. Briu3pko 90 % po3yBacTaTUHY 3B’SI3YETHCS 3 GiTKaMu I17Ta3MHU KPOBi, IepeBaKHO 3 albOyMiHOM.

Memaboaizm

Po3yBacTaTuH 3a3Hae He3HAYHOT0 MeTabomiamy (mpubnusuo 10 %). HocmigxkeHHs MeTab0i3My in
Vitro 3 BUKOPUCTAHHSM T'elIaTOIUTIB JIIOAUHY CBid4aTh, III0 PO3YBACTaTHH € ClIabKuM cyOCcTpaToM [Jis
MeTaboi3My Ha 0CHOBi (hepMeHTiB 1uToxpomy P450. OcHoBHUM 3amisHuM izopepmenTom € CYP2C9,
[elno MeHITy poib BigirpaooTs 2C19, 3A4 Ta 2D6. OCHOBHUMY BU3HaUeHUMU MeTaboJliTaMu €
N-mecMeTunoBui Ta 1aKTOHOBUM MeTabomiTu. N-mecmeTun-MmetabosiT npubnu3Ho Ha 50 % MeHI
aKTUBHUMY, HiXK pPO3yBacTaTHH, JIaKTOHOBUY MeTabOJIiT BBAXKAETHCA KITiHIYHO HeakKTUBHUM. Ha
po3yBacTaTuH npumnanae Oinbire 90 % akTUBHOCTI IUPKYMI0I04oro inribiTopa I'MI-KoA-penykTasu.

BusedeHHs

[Tpubnusno 90 % mo3u po3yBacTaTUHY BUBOAUTHCS Y HE3MiHEHOMY CTaHi 3 KajioM (pa3oM BCMOKTaHa
Ta HEBCMOKTaHa [iloYa peYyoBHHA), PEIITa BUBOOUTHLCS i3 ceuelo. [Tpubnu3uo 5 % BUBOOUTHLCS i3



cedelo y He3MiHeHi# popwmi. [Tepion HamiBBUBeIeHHS 3 IJIa3MU KPOBi CTaHOBUTEL NPHOIKU3HO 19 rogun
i He 30inbLIyeTHCS MpU MigBUINEHHI J03u. CepeqHE reoMeTpUYHe 3HAUYEeHHS KITipeHCY Impernapary 3
I71a3MU KPOBi cTaHOBUTD MpuOnu3Ho 50 n/rox (KoedirienT Bapiatii - 21,7 %). Ak i momo iHmImx
inribitropie 'MI'-K0A penykTas3u, e4iHKOBe 3aXOIJIEHHS PO3yBAaCTAaTHHY BiIOYBAETHCS 3 YUACTIO
MeMOpaHHOTO0 TpaHcmopTepa OATP-C, sikuii Bifirpa€e BaxKJIMBY POJb V¥ MEUiHKOBIH enmiMiHaIlil
po3yBacTaTUHY.

JIiHilIHIcMb

CucTeMHa eKCIO3UIig PO3yBacTaTUHY 30iIbIIyETHCSA IPOMOPIiMHO 10 fo3u. [Ipu HaraTopazoBoMy
IIOOEeHHOMY 3aCTOCYyBaHHI TapaMeTpy papMaKOKiHETUKY HE 3MiHIOIOTHCS.

Ocob.usi epynu nauieHmis

Bix ma cmamwu

He crmocTepiranocs KJIiHiYHOTO 3HQYYLIOTO BINIUBY BiKy ab0 cTaTi Ha (papMaKOKiHETUKY
po3yBacTaTuHYy y gopocinux. apMakoKiHeTHKa pO3yBaCTaTUHY Yy AiTeH Ta IMiAJIiTKiB i3
reTePO3UTOTHOIO0 CIMEWHOIO TiepxonecTeprHeMieo Oyna momi0HO A0 PapMaKOKiHETUKHU y
mopociaux J0OpPOBOMBINB (AUB. po3min «IIiTu»).

Paca

HocnigxeHHsT papMaKOKiHETUKY BUSBUIIH, 110 Y MAIliEHTIB MOHTOJIOIAHOI pacu (SMOHIIB, KUTAUIIIB,
Gbininminmis, B’eTHaMINB Ta KopeiiiB) MenianHi 3Hauenus AUC Tta C,,,, mpuOnu3HO BOBiYi BUIIM, HiX Y
€BpOIeNIiB; y inpiniiB Menianni 3Hauennss AUC ta C,,, migBumieHi mpubnau3Ho B 1,3 pa3a. AHami3
TOTYIALMHOI hapMaKOKiHEeTMKY He BUSBUB KJTiHIYHO 3HAYYIO] Pi3HHUIII MiXK MallieHTaMu
€BPOTIEOIIHOI Ta HETPOIHOI pac.

ITopyweHHs pYHKUIT HUPOK

Y mocnifKeHHI y MallieHTiB 3 Pi3HUM CTyIIeHEM MOPYIIeHHS (YHKIIil HUPOK 3MiH IIJTa3MOBUX
KOHIIEHTpaLi# po3yBacTaTuHy a6o N-mecMeTuna-MeTabomiTy B 0ci0 3i cmabkoo abo moMipHOI0
HEeJIOCTaTHICTIO Bii3HAaUeHOo He 0yI0. Y MallieHTiB i3 TIXKKUMU MOPYLUIEHHAMHU (DYHKIIl HUPOK
(knipeHc kpeatuniny <30 MJI/XB) IJ1a3MOBi KOHIIEHTpallii po3yBacTaTUHY Oyu B 3 pasy, a
piBHi N-mecMmeTun-MeTabomiTy — y 9 pa3iB BULUMH, HiXK Y 3[0POBUX JOOPOBOJIBIIIB.
PiBHOBaXHi M1a3MOBi KOHIIEHTPallii pO3yBaCTaTHHY Y IMAlli€HTIiB, SKi mepebyBaiOTh Ha
reMomianisi, 6ynu npubnu3no Ha 50 % BULIIMMHU, HiXK Y 3M0POBUX JOOPOBOIIBIIIB.

ITopyweHHsA pyHKUIT neviHKu

Y mocnifKeHHI MaIi€eHTiB i3 Pi3HUMU CTyIEHIMU MIOPYIIEHHS Ie4iHKOBUX (QYHKIIiN 03HAK MigBUIIEHOL
€KCIO3HIil po3yBacTaTUHY He OyJI0 BUSBIIEHO Y MAlli€HTIB, CTaH SKUX OIiHIOBaBCS y 7 abo MeHIIe
6asiB 3a mKkanoio Yainga-II'to. OgHak y [BOX malli€eHTiB, sKi Habpanu 8 Ta 9 3a mKkanoi Yainga-I1'to,
CHUCTeMHa eKCro3ullisg Oya IoHalMeHIIIe BABiYi BUIA, HiXK y NallieHTiB i3 MeHImmMu 6anaMu. [[ocBif
3aCTOCyBaHHS pO3yBacTaTHHY NallieHTaM, CTaH SIKWX OIIHIOEThCS Y Oinblile HixK 9 06asiiB 3a IIKao0
Yaunpa-I1'to0, BigCyTHIN.

I'enemuyHut noaimMoppiam

Po3snogin inribiTopis 'MI'-KoA-penyKkTa3u, B TOMY YKCIIi pO3yBaCTaTUHY, BilOYBA€THCS 3 YUaCTIO



tpaHcnopTHUX 0inkiB OATP1B1 ta BCRP. Y nanieuTis i3 renetuunum nosnimopdizmom SLCO1B1
(OATP1B1) Ta/a6o ABCG2 (BCRP) icHye pu3uK MmigBUILEHOI €KCIO3ULlii po3yBacTaTuny. [Ipu oKpeMux
dbopmax nmomimopdizmy SLCO1B1 ¢.521CC ta ABCG2 c.421AA ekcno3unisi po3dyBactatuny (AUC)
migBUIeHa MopiBHSAHO i3 reHoTunaMu SLCO1B1 ¢.521TT a6o ABCG2 ¢.421CC. CrerianbHe
TeHOTHUITyBaHHS y KJIiHIYHIN IIpaKTUlll He Iepef0aydeHe, ajie MallieHTaM i3 TaKuM MoniMopdizMomM
PEKOMEHIYEThCS 3aCTOCOBYBATHU MEHIITY NOOOBY 103y PO3yBaCTaTHHY.

Himu

IBa mocmimxkeHHsT papMaKOKiHETUKY PO3yBacTaTUHY (y BUTIISAAl TaOIeToK) y AiTew i3
reTepO3UT0THOIO CiMeNHOI0 TinepxoecTepuHeMieto BikoM Bim 10 go 17 pokiB a6o Bim 6 mo 17 pokis
(3aranom 214 marlrieHTiB) MoKa3aJjH, 110 eKCIIO3UIis penapaTy B AiTel Huxk4a abo momibHa mo
€KCITO3UIIil Y MOPOCIuX MalieHTiB. EKCro3utis po3yBacTaTuHy Oyia nepem0adyyBaHOIO BiIIIOBIgHO [0
03U Ta TPUBAJIOCTI IPUHOMY IIPOTSAroM Oifbilie 2 POKIB CIIOCTEPEXKEHD.

HoxaiHiyHi OaHi.

IokminiyHi maHi He BUSBISIOTh 0COONMBOI HEOE3MEKH I MIONUHY Ha OCHOBI TpamULiHUX
mociigKxeHb (papmMakosoriunoi 6e3meku, reHOTOKCUYHOCTI Ta IOTEHIiaNly KaHIleporeHHOCTi.
CmerrianbHi TecTu Ha BruB Ha reH hERG He ominioBanucs. ITo6iuHi peakiiii, SKi He CIIoCcTepiraaucs B
KJTIHIYHUX [OCTiIXKEHHSX, ajle CIIOCTEPiraaucs y TBapUH IIPY PiBHSIX €KCIIO3UIlil, TogiOHUX [0
KJTIHIYHUX PiBHIB €KCIIO3uIlil, Oy/IM TaKUMU: ¥ OOCIiAKEeHHAX TOKCHKOJIOTI IpU MIOBTOPHOMY IIPUHOMIi
CIIOCTEpIraaucs riCTONaTONOTiYHi 3MiHM e4iHKY (MMOBIpHO, Yepe3 ¢hapMaKOJIOTiuHY [if0
PO3yBaCTaTHHY) Y MUIIIEH, UIyPiB; MEHIIIO Mipoi0 3 BIJTMBOM Ha KOBYHUU Mixyp y co0aK; y MaBIl
TaKuX 3MiH BUSBJIEHO He 6yo. Kpim Toro, y MaBnm i cobak mpu 3aCTOCyBaHHi BUIIUX 003
crocTepiranacst TeCTUKYISpHA TOKCUYHICTh. PenmpoayKTuBHA TOKCHYHICTh OyJla BUSIBIIEHA Y IIypiB i3
3MEHIIIeHHAM PO3MipiB IPUIIIOAY, MaCH IPUIIJIONY Ta BUXUBAHHS OUTUHYAT IPU TOKCUYHUX IS
MaTepi o3ax, KOJIi CUCTEMHA eKCIIO3UIlisl  IeKi/ibKa pa3iB IepeBulllyBajla piBeHb TepaneBTUYHOI
€KCIIO3MIII.

KrinigHi xapaKTepHCTHKH.
Iloka3anus.
JIikyeaHHA 2inepxosecmepuHemii

IopocnuM, miaiTKaM Ta AiTSM BiKOM Bif 6 POKIiB i3 IepBUHHOIO TinepxoaectepuneMieto (tTumy Ila, B
TOMY YHCJIi i3 TeTepO3UT0THOIO CiMEMHOI0 TinepxonecTepruHeMieio) abo 3MillIaHOI0 AUCIimifeMie0
(Tumy IIb) K mOMOBHEHHS OO OiETH, KOJIM JOTPUMAHHS Ai€TH Ta 3aCTOCYBaAHHS iHIIUX
HeMeqUKaMeHTO3HUX 3ac00iB (Hanpukian GisuyHUX BIpaB, 3HUKEHHS MacCH Tilla) € HeIOCTaTHIM.

HopocnuM, migaiTkaM Ta giTSM BiKOM Bif 6 POKiB IIp¥ TOMO3UTOTHIY CiMeNHil rinepxonecTepuHeMii
SIK TOTIOBHEHHS [0 Hi€TH Ta iHIIUX JiMimo3HUKYBaIbHUX 3ac00iB NTiKyBaHHS (Hampukiag adhepesy
JITTHIII) abo y BuMlafiKaxX, KOIM TaKe JIiKyBaHHS € HEJOPEUHUM.

ITpoghinakmuka cepu,eso-cyOuHHUX NOPYWeHb

3anobiraHHs 3HAYHUM CepIIeBO-CYOIUHHUM MTOPYIIEHHSIM Y MAIliEHTIB, SKUM, 3a OLIIHKaMH, 3aTPOXKYE
BHCOKHUI PU3UK IIE€PILOTr0 BUIAKY CEPLIEBO-CYIUHHOTO MOPYIIeHHS (IUB. PO3MiN
«PapMakoarHaMiKa»), SIK OOTOBHEHHS 0 KOPEKIIil iHIKX (paKTOpiB pU3HUKY.



IIpomunoka3aHHs.
PosyBacTaTuH NpOTUIIOKA3aHUN:

- nalieHTaMm i3 mifIBUIIEeHO00 YYTIUBICTIO 10 PO3yBacTaTUHY a00 o 6yab-aKOi i3 HOIMOMiXKHUX
PEYOBUH IIpenapary;

- MaljieHTaM 3 aKTUBHUM 3aXBOPIOBaHHAM MEYiHKU, B TOMY YHCJIi CTIMKUMU MigBULIEHHIMU
CHPOBATKOBUX TpaHCaMiHa3 HeBifoMoil eTionoril Ta Oyab-IKMMHU MiIBUIIIEHHSIMU TpaHCaMiHa3 y
CHPOBATIIi KPOBI, 1110 BTPXYi IEPEBULIYIOTh BePXHIO MexXy HopMu (BMH);

- MalfieHTaM i3 TSXKKUM MOPYyIIeHHIM (PYHKIIil HUPOK (KJlipeHCcoM KpeaTuHiHy <30 MII/XB);
- ralieHTaM i3 Mmiomarieo;

- maIfieHTaM, SKi OqHOYaCHO OTPHUMYBaIN KOMOiHaIliio
codocOyBip/BenmnaTacBip/BOKCHUNANPEBIp (AUB. Po3Min «B3aeMomis 3 iHIMMME JTiKapChKUMU
3aco0aMu Ta iHIIT BUOU B3aEMOMIN»);

- ralieHTaM, siKi OfHOYaCHO OTPUMYIOTh [IUKJIOCIIOPUH;

- B IIepiof BariTHOCTI ab0 rogyBaHHS I'PYAMI0, & TAKOXK XKiHKaM PEeNPOAYKTUBHOTO BiKYy, IKi He
3aCTOCOBYIOTh HaJleKHi 3ac00K KOHTPAIEIIIi.

Io3a 40 Mr mpoTuIioKa3aHa IallieHTaM 3i CXUJIbHICTIO 10 MiomaTii/pabmomionisy.

IIo dhakTOpiB TAKOr0 pU3UKY HaIE€XKaTh:

- OMipHe MOpYyIIeHHs (YHKIIil HUPOK (KJIipeHC KpeaTHUHiIHY <60 MJI/XB);

- TiMOTHUPEOS;

- HASIBHICTBH B 0co0uCTOMY ab60 PONMHHOMY aHaMHe3i CIlafikoBUX M’ sI30BUX 3aXBOPIOBAHb;

- HasIBHICTh B aHAMHe31 MiOTOKCUYHOCTI Ha TJIi 3acTOCyBaHHS iHIMX iHTi6iTopiB 'MI-K0A-
penykTasu abo ¢idpaTis;

- 37I0BXKHMBAHHS aJIKOTOJIEM;

- CUTYallii, II0 MOXYTh MPU3BECTH IO MiABUIEHHS KOHIIEHTPAIlil pemapaTy y MjIa3Mi KpoBi;
- HaJIeKHICTh 10 MOHTOJIOIAHOI pacy;

- CYTIyTHE 3acTOCyBaHHs (pibparis

(muB. po3minu «OcoOMUBOCTI 3aCTOCYBaHHA», «B3aeMopis 3 iHIIMMU JTiIKapChKUMHU 3acob6aMu Ta iHIIi
BU[M B3aeMofii» Ta «OapMaKOKiHETHKA»).

B3aemodin 3 iHwumu nikapcokumu 3acobamu ma iHwi eudu e3aemoditl.



Bnaue cynymHix npenapamis Ha po3ysacmamuH

IH2ibimopu mpaHcnopmHux biakie

Po3yBacTaTuH € cyOCTpPaTOM [Jid AEeSKUX TPAHCIOPTHUX OiNKiB, y TOMY YMCIIi TeYiHKOBOTO
TpaHcnopTepa 3axonneHHsI OATP1B1 ta edmiokcHoro Tpancnoprepa BCRP. OnHouacHe
3aCTOCYBaHHST pO3yBAaCTATUHY i3 JTiIKapCbKUMM 3aco0aMH, 110 MPUTHIUYIOTH IIi TPAHCIIOPTHI OiNKu,
MO2Ke TTPU3BOAUTHU [0 MiABUILEHHS KOHIIEHTPAIlill po3yBacTaTUHY Y Ija3Mi KpOoBi Ta 30inblIeHHS
pu3uky mionarii (guB. po3pinu «Crmocib 3acTocyBaHHS Ta Bo3u», «OCOOIMBOCTI 3aCTOCYBAHHS»,
«B3aeMopis 3 iHIMMMY JTiKapChbKUMHK 3ac00aMu Ta iHIII BUAM B3aeMofii», Tabmuiro 2).

LukaocnopuH

Y nepiop CynyTHBOrO 3aCTOCYBaHHS PO3yBaCTaTUHY Ta LUKIIOCIOPUHY 3Ha4eHHs AUC po3yBacTaTuHy
Oynu B cepeHbOMY NTpUOIN3HO y 7 pa3iB BUIIMMHU, HiX Ti, SKi CIloCcTepiranucs y 3M0poBUX
noGposonbiis (ouB. Tabnuiro 2). Po3yBacTaTH NPOTUIIOKA3aHUY MallieHTaM, sIKi OHHOYaCHO
OTPUMYIOTh IIUKJIOCIIOPUH (IUB. po3Oin «[IpOTHUIIOKa3aHHS»).

CymyTHE 3aCTOCYBaHHS He BIIMBAJIO HAa KOHIIEHTpALlii IIUKIOCIIOPUHY y I11a3Mi KPOBI.
IH2ibimopu npomea3su

Xoua TOUHMM MexaHi3M B3aEMO/Iil HEBiTOMUM, OQHOYACHE 3aCTOCYBaHHS iHTi6iTOPiB MpoTea3u Moxe
3HA4HO 30iNbLIyBaTH €KCIIO3UIIiI0 Po3yBacTaTuHy (ouB. Tabmuino 2). Hanpukmnag, y gocmigKeHHi
(dhapMaKOKiHETUKM OfHOYacHe 3acTocyBaHHsA 10 MI po3yBacTaTHHY Ta KOMOiHOBAaHOT'O JIiKapChKOTO
3aco0y, mo micTuB fBa iHribiropu mporeasu (300 mMr atasaHaBipy/100 Mr putoHaBipy), ¥ 3GOPOBUX
noOPOBOJIKBIIIB cympoBomxkyeThes migsumeHHsM AUC ta C,,, po3yBacTaTHHY IPUOIKU3HO B 3 Ta 7
pasiB BigmoBigHO. OmHOYACHE 3aCTOCYBaHHS PO3yBaCTaTHHY Ta HesdKUX KoMOiHalil iHribiTopiB
IPOTEea3u MOKIIMBE IIiCIIg PETEIbHOr0 00MipKyBaHHS KOPEKIIil 403K IpenapaTy POMecCTiH, BUXOOSI4YHN
3 0YiKyBAHOTO 3POCTaHHS €KCIIO3UIlil po3yBacTaTUHY (OUB. po3ninu «Crocid 3aCTOCyBaHHS Ta HO3HU»,
«Oco6IMBOCTi 3aCTOCYyBaHHS», «B3aemopmis 3 iHIMMU TiKapCchbKUMU 3aco0aMy Ta iHIII BUIU
B3aemopmii», Tabmuiro 2).

I'em@ibpo3us ma iHwi Aini003HUNACYBANbHI 3acOOU

OpHOYacHe 3aCTOCYBaHHS PO3yBAaCTaTHHY Ta reMdpibpo3uny npu3Bomuth 0o 3poctanus AUC ta C,,,
po3yBacTaTHHY B 2 pa3u (OuB. po3min «Oco6IUBOCTI 3aCTOCYBaHHS»).

Buxopsuu 3 maHUX OOCIigXKeHb, (apMaKOKiHETUYHO 3HAUYII0]l B3aeMofil 3 peHodibpaToM He
OUiKy€ThCS, OOHAK MOXKIMBa (papMakonuHaMiuyHa B3aeMopis. ['emdibpo3un, peHodibpat, iHmIi
GdibpaTtu Ta ninmimo3HUKYyBalbHI 103U (> abo piBHi 1 r/mo0y) HialuHy (HIKOTHHOBOI KUCIIOTH)
36inbIIyI0Th PU3UK MiomaTii Mpu CymyTHHOMY 3acTOCyBaHHi 3 iHribiTopamu 'MI-KoA, imoBipHO, 3a
PaxyHOK TOTO, 1[0 BOHM MOXKYTb CIIPUYMHSITH MiOIaTiio, SKIIO 1X 3aCTOCOBYBaTH OKpeMo. [To3a 40 mr
IIPOTUIIOKA3aHa MPU CYIYTHHOMY 3aCTOCyBaHHi ¢ibpaTiB (muB. po3minu «IIpoTHUIIOKa3aHHS» Ta
«0Oco0nuBOCTi 3aCcTOCyBaHHS»). TaKUM TallieHTaM TaKOX CJIi[l pO3MOYKXHATH Tepaliio 3 103U 5 MT.

E3emumib

OpHOYacHe 3aCTOCYBaHHS po3yBacTaTHUHY Yy mo3i 10 Mr Ta e3eTumiOy 10 Mr marieHTam i3
rinepxonecTepuHeMieio Mpu3BoAuTh [0 3poctanHsg AUC po3yBacTtaTuny B 1,2 pa3sa (Tabnuus 2). He
MO2KHa BUKJII0OYaTH (hapMaKoOuHaMidHOI B3aEMOIil MixkK NpenapaToM PoMecTiH Ta e3eTuMiOOM, 1110
MOXKe IIPU3BECTH [0 HebaxkaHUX ABUI (IUB. Po3Min «OCOOIUBOCTI 3aCTOCYBAHHS»).



AHmauyudHi npenapamu

OmHOYacHe 3aCTOCYBAaHHS PO3YBACTATUHY i3 CYCIEH3isIMU aHTALUIIB, 110 MICTSITh FiIPOKCUL
aJmoMiHilo abo MarHiio, 3HUKYE KOHIIEHTPallii p03yBaCcTaTHHY Y MJIa3Mi KPOBi IpuOIN3HO Ha
50 %. Lle#t epeKT cTae MEHIN BUPaXKEeHUM Y Pa3i 3aCTOCYBaHHS aHTAIMOHUX 3ac00iB yepe3s 2
TOIMHM IIiCJIS 3aCTOCYBaHHS po3yBacTaTUHY. KiliHiuHYy 3HaUYyIIiCTh ITi€l B3aEMOil HE
BUBYAJIU.

EpumpomiuyuH

OpHOYacHe 3aCTOCYBaHHS po3yBacTaTuHy Ta epuTpoMinuny 3uuxye AUC po3yBacTtatuHy Ha 20
%, a C,,, - Ha 30 %. Lig B3aemoist Moxke OyTH CIPUYMHEHA IIOCUJIEHOI0 MTEePHUCTATbTUKOI0
KHUIIEYHUKY BHACIIOK Mil eEpUTPOMILIAHY.

Tukazpesnop

Tuxkarpesnop Moxe BIJIMBAaTH Ha BUBE[EHHS HUPKaMU PO3yBaCTATUHY, IOCUTIOI0YY PU3UK
HaKONMYEeHHS OCTAHHBOI0. X04a TOYHUM MeXaHi3M HeBifOMUH, y NesAKUX BUIagKax
OJHOYACHE 3aCTOCYBaHHS TUKArpejaopy Ta po3yBaCTaTUHY NPU3BOLUIIO 4O MOTIPIIEHHS
byHKUil HUpOK, migBuineHHs piBHsA KOK Ta pabmomiomnizy.

@®epmenmu yumoxpomy P450

Pe3ynbpTaTil HOCHIgXKEHB in Vitro Ta in Vivo cBig4aTh, III0 PO3yBaCTaTUH He iHTiOyeE i HE CTUMYITIOE
izopepmenTu mutoxpomy P450. OKpiM 11bOT0, pO3yBaCTaTHH € CTaOKUM CyOCTPATOM IIUX
i3odepmenTiB. TakuM YuHOM, B3a€MOfii 3 TiKapCbKUMU 3aco0aMu B Pe3ysbTaTi MeTaboi3my,
oniocepenkoBaHoro P450, He ouikyeThca. He cnocTepiranocs KIiHIYHO 3HAYYIIUX B3aEMOMIN MixK
po3yBacTaThHOM Ta ¢pykoHazosoM (iuribitopom CYP2C9 ta CYP3A4) a60 KETOKOHA30JI0M
(inribiTopom CYP2A6 ta CYP3A4).

B3aemo0ii, wo sumazarome Kopekuii 0o3u podysacmamuHy (ouB. Takoxk Tabnuiito 2)

[Tpu HeOOXimHOCTI 3aCTOCYBaHHS PO3yBAaCTAaTHHY 3 iHIIMMH JIiIKAPCHKUMHU 3aco0aMu, 3aTHUMHU
MigBUITYBAaTH €KCIIO3UIIil po3yBacTaTUHY, J03Y MpelapaTty PoMecTiH moTpiOHO CKOpUTyBaTH. AKIIIO
O4iKy€eThCS, 110 eKcro3utiis mpemapary (AUC) 3pocTe mpubnu3Ho B 2 a6o Oinbie pasis,
3aCTOCYBaHHS PO3yBAaCTAaTHUHY CJIi[l pO3MOYMHATH 3 Ho3u 5 MI' 1 pa3 Ha go0y. MakcuManbHy H0O0BY
mo3y npenapaTy PoMecTiH citifg CKOpUTYBaTH TaKUM YMHOM, 1100 OYiKyBaHa eKCIIO3UIIis
po3yBacTaTHHY He IlepeBHUIllyBaa eKCI03UIlilo, 1110 Bil3HaYa€eThCs pu npuiioMi go3u 40 Mr/mody 6e3
3aCTOCyBaHHS JIiKapChKUX 3ac00iB, 1110 B3aEMOMIiIOTH i3 IIpernapaToM; HallpUKJIaf, IPYU 3aCTOCYBaHHi 3
reMmdi6bpo3uioM no3a po3yBacTaTuHy cTaHoBUTHUME 20 Mr (30inbIIeHHS eKcro3utii B 1,9 pasa), mpu
3aCTOCyBaHHI i3 KoMmbiHalieo puToHaBip/aTa3aHasip - 10 mr (36inbmienHs B 3,1 pasa).

Ao nikapcekuil 3aci6 36inbimye AUC po3yBacTaTHHY MEHII HiXK y 2 pa3H, TIOYaTKOBY 03y
3MEHIIIyBaTH He MOTPiOHO, ajie Cifl OTpUMYyBaTUCs 00epeRKHOCTi Ipy 30iNblIeHH] 031
po3yBacTaTUHY [0 moHapm 20 mr.

BrnuB cymyTHiX niKapchkux 3aco6iB Ha €KCITO3UIIiI0 PO3yBaCTaTUHY

(AUC; y mopsiiKy 3MEHIIeHHS BeJIMYUHM) 3a ONYy0IiKOBaHUMM [TaHUMM KITIHIYHUX JOCTiIXKeHb



3binvwernHs AUC posysacmamuHy 8 2 pa3u abo binvwe Hixc y 2 pasu
Peotcum 0o3yB8aHHA niKapcbkozo 3acoby, w,o Pedicum 0o3ysanHA
83aemoolie po3ysacmamuHy
CodocOysip/Bennartacsip/Bokcunanpesip (400 10 mr, ogHOpa3oBa [03a
Mmr-100 mr-100 mr) Bokcumnanpesip (100 mr) 1

pas Ha o0y npotsaroMm 15 gHiB

LluknocnopuH Big 75 Mr aBidi Ha o6y no 200 10 mr 1 pa3 Ha mody, 10
MT [IBiui Ha o0y, 6 MicsiB IHIB

Hapomytamin 600 Mr aBidi Ha K00y, 5 OHIB 5 Mr, omHOpa30Ba 103a
Peropacdeni6 160 mr 1 pa3 Ha no0y, 14 gHiB 5 Mr, ogHOpa30Ba [03a
Atazanasip 300 mr/putonasip 100 mr 1 pa3 Ha 10 Mr, ogHOpa30Ba [03a
noOy, 8 mHiB

Benmnaracgip 100 mr 1 pa3 Ha fo0y
OwmobiTtacsip 25 Mr/mapuTtamnpesip 150
mr/putoHaBip 100 mr 1 pa3 Ha mo6y/macalyBip
400 mr gBiui Ha mo0y, 14 OHIB

Tepidpnyromin

I'pazonpesip 200 mr/enbacsip 50 mMr 1 pa3 Ha
no6y, 11 guiB

I'nekanpesip 400 mr/mi6penTacsip 120 Mr

10 Mr, omHOpa30Ba A03a
5 Mr, omHOpa30Ba f03a

HesigoMmo
10 Mr, omHOpa30Ba A03a

5 mr 1 pa3 Ha o6y, 7

1 pa3 Ha o6y, 7 gHiB IHiB
Jlominagip 400 mr/putonasip 100 mr gBivi Ha 20 mr 1 pa3 Ha go0y, 7
no6y, 17 guiB IHiB

Kmnonigorpens 300 mr, notim 75 Mr 4epe3s 24
TOIUHU

®ocramaruni6 100 mMr gBiui Ha 700y
®ebykcoctaT 120 Mr 1 pa3 Ha 700y 10 Mr, omHOpa30Ba A03a
Femdibpo3un 600 mr ABidi Ha K00y, 7 OHIB 80 Mr, ogHOpa30Ba f03a
36invwernHsa AUC po3ysacmamuHy MeHWwe Hixc y 2 pasu

Peotcum 0o3yB8aHHA niKapcbkozo 3acoby, w,o Pedicum 0o3yeaHHA
g83aemoolie po3ysacmamuHy
Entpomb6omnak 75 mr oguul pa3 Ha mo6y, 5 gHiB 10 Mr, ogHOpa3oBa [03a
Hapyuasip 600 mr/putonasip 100 mr aBigi Ha 10 mr 1 pa3s Ha o0y, 7
no0y, 7 OHiB IHiB

Tunpanasip 500 mr/putonasip 200 mr gBidi Ha 10 Mr, ogHOpa30Ba [03a
no6y, 11 guiB

Iponenapon 400 Mr aBigi Ha KOOy
ITpakona3zon 200 Mr 1 pa3 Ha moby, 5 gHiB
E3etumi6 10 mr 1 pa3 Ha mo0y, 14 oHiB

20 Mr, ogHOpPa30Ba f03a

20 Mr, ogHOpPa30Ba f03a

HesigoMmo

10 Mr, omHOpa30Ba A03a
10 mr 1 pa3 =Ha o0y, 14
IHiB

3HuoceHHA AUC posysacmamuHy

Peotcum 0o3yB8aHHA AiKapcbkozo 3acoby, w,o
83aemooie

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

Pedicum 0o3ysanHA
po3ysacmamuHy

7 ouiB 80 Mr, ogHOpa30Ba [03a
20 Mr, ogHOpPa30Ba f03a

Tabauys 2

3miHu AUC
po3ysacmamuHy*
1 7,4 pasa

1 7,1 pasa

1 5,2 pasa
1 3,8 pasa
1 3,1 pasa

1 2,7 pasa
1 2,6 pasa

1 2,5 pasa
1 2,3 pasa

1 2,2 pasa
1 2,1 pasa
1 2 pa3u

1 2 pa3u
T 1,9 pasa
T 1,9 pasa

3miHu AUC
po3ysacmamuHy*
T 1,6 pasa
T 1,5 pasa

11,4 pasa

1 1,4 pasa
1 1,4 pasza **
1 1,2 pasa **

3miHu AUC
po3ysacmamuHy*
120 %

147 %



*TlaHi, mpefcTaBiieHi K 3MiHa B X pa3iB, ABISAIOTH COO0I0 CIIiBBITHOIIEHHS MiXK 3aCTOCYBaHHSIM
po3yBacTaTUHy y KoMOiHalil Ta okpeMo. [aHi, pefcTaBnieHi y BUrsni % 3MiHU, SABISII0TH C06010 %
PI3HULIIO BifHOCHO ITOKA3HUKIB IIPU 3aCTOCYBaHHI PO3yBacTaTUHY OKPEMO.

30inbIIeHHS IT03HAaYeHO 3HAaUYKOM T, 3MeHIIeHHsT - | .

** ByJo mpoBefieHO KilbKa [OCTiIKeHb B3aEMOIii ITpX Pi3HUX 403aX PO3yBaCTaTHHY, B TaONUIIi 2
I0JlaHO HalbiIbII 3HAYYIlle CIIiBBiIHOIIEHHS.

Jlikapceki 3aco6u/komObiHallii, siKi He Manu KJTiHiYHO 3HAYYIIOTo BIIJIUBY Ha criBBigHOIIeHHS AUC
pO3yBacTaTHHY IIPU OOHOYACHOMY 3aCTOCyBaHHi: anermnita3ap 0,3 mr 7 gHiB; deHodiOpat 67
Mmr 7 mnHiB 3 pa3u Ha 0o0y; diaykonazon 200 mr 11 muiB 1 pa3 Ha mo0y; ¢po3amnpenasip 700
mr/putoHaBip 100 mr 8 mHiB 2 pa3u Ha #o0y; KeTokKoHa3o01 200 Mr 7 gHiB 2 pa3u Ha Ho0y;
pudammin 450 mr 7 gHiB 1 pa3 Ha mo0y; cunimapun 140 Mr 5 gHiB 3 pa3u Ha m00y.

Bnaue po3ysacmamuHy HA cynymHi Aikapceki 3acobu

AHmaeoHicmu eimamiHy K

4k i mopo inmux iHriditopis I'MI'-KoA-penykTas3u, Ha II0YaTKy 3aCTOCyBaHHS IipenapaTy PomecTiH
abo mpu MmigBUINEHHI KOT0 NO3HU y MaIliEHTIiB, IKi OHHOYACHO 3aCTOCOBYIOTh aHTArOHiCTH BiTaMiHy K
(Hampukian BapdapuH abo iHIIKWE KyMapUHOBUM aHTUKOATYJISHT), MOXKJIUBE ITiIBUIIEHHS
Mix#HaponHOro HopMmanizoBaHoro criBBigHomeHHs (MHC). [IpunuHeHHS 3aCTOCYBaHHS IIpenapaTty
PomecTin a0 3MeHINIeHHST HOT0 NO3K MOXKe MPU3BEeCTH 10 3HuXKeHHsT MHC. Y Takux BUmagkax
OaxkaHWH HalexXHUW MoHiTOpuHT MHC.

ITepopaavHi KOHMpayenmueau/20pmoHo3amicHa mepanis (I'3T)

OpHOyYacHe 3aCTOCYBaHHS PO3yBaCTaTHUHY Ta MEePOpPaIbHUX KOHTPALIENITUBIB IPU3BOAUTH [0
nigsuinenss AUC eTuHinecTpaaiony Ta HoprecTpeny Ha 26 % ta 34 % BianoBigHo. Take MigBUILIEHHS
TI71Ta3MOBHUX PiBHIB KPOBI CIIiJy BpaxoByBaTH MpH MigOopi 03U epopaabHUX KOHTPAENTUBIB. JJaHux
mono0 (papMaKOKiHETUKHY IIpenapaTiB y MallieHTiB, SKi 0MHOYaCHO 3aCTOCOBYIOTh PO3yBaCTaTUH Ta
I'3T, HeMae, TOMYy HE MOXXHA BUKITIOYATH Nofi0HOT0 edekTy. OmHak KoMOiHallil0 IIXPOKO
3aCTOCOBYBaJIM XKIiHKM y paMKax KIiHiYHUX JOCTifXKeHb i mepenocunu noope.

IHwi aikapcwki 3acobu

Huz2oKkcuH
[cHYIOTD faHi, 10 KJTiHiYHO 3HAYyII0i B3a€MO/il i3 IUTOKCUHOM He OUYiKy€EThCS.
dy3udosa Kucsaoma

HocmigXeHHST B3aEMO{Iil po3yBaCTaTUHY 3 (Py3UA0BOIO KMCIIOTOI HE MPOBOAMIN. PU3uK mionarii,
BKJ/TI04AI0YX pabmoMioni3, MoxKe 36ibIIUTHICS Y Pa3i OIHOYACHOT0 BBEIEHHS CUCTEMHOI (py3HUI0BO1
KHUCJIOTH 3i cTaTMHAMM. MexaHi3M 11iel B3aemofii (hbapMakoguHaMiyHUM a00 papMaKOKiHETUYHUH,
abo moegHaHUM) TOKU HeBigoMuii. [ToBigoMisanyu npo Bunagku pabmomionidy (BK/II0UalO4y JIeTalbHi)
y MAIliEHTIB, SKi OTPUMYBAJIH 110 KOMOiHaIlif0. AKIo € HeoOXiTHUM JTiKyBaHHS CHCTEMHOIO
(Gy3uI0BOI0 KUCIIOTO0, IPUKUOM PO3yBaCTaTUHY CIIi[ IPUIUHUTH IPOTATOM yChOTO IIEPIOny
3aCTOCYBaHHS Qy3UOOBOI KUCIOTH. TaKOXK OUB. Po31in «Oco6IUBOCTI 3aCTOCYBAHHS».

imu



IocmimXeHHsT B3a€MO[Iii TPOBOAMIN nullle y mopocnux. CTyIiHb B3a€EMOIil y [IiTel HEBITOMUM.

Oco06.1ueocmi 3acmocyeaHHsi.

Bnaue Ha Hupku

[TpoTeinypis, BUsSBIEHa V¥ Pe3yJIbTaTi aHa/li3y 3a TeCT-CMyKKaM1 Ta [IePeBaXKHO KaHaJIbLIEBOT'0
IIOXOMKEHHS, CIIOCTepiranacs y Mali€eHTiB, AKi JIIKyBaJXUCs BULIUMY N03aMU pO3yBacTaTUHY,
3okpeMa 40 mr, i y 6inbirocTi BunagkisB 6yna TMM4YacoBoio abo mepepuB4yacToio. [IpoTeinypis
He OyJla mepegBiCHUKOM roCTpol abo IMporpecyoodoi XBopoou HUPOK (IuB. po3fin «I1obiuHi
peaxirii»). YacToTa MoBiioMJIeHb IIPO CEPHO3HI siBUIIA 3 O0KY HUPOK Yy IOCTMapKETHHTOBUX
OOCIIIXKeHHSX BUIIA IPU 3aCTOCYBaHHI fo3u 40 Mr. Y narieHTis, sSKi IpuiiMaiTh Ipenapart y fo3i 40
MT, CJIifl PETyJIsIPHO NePeBipaTy QYHKIII0 HUPOK.

Bnaue Ha ckesemHy MycKyaamypy

[MopymienHs 3 60Ky CKeleTHOI MyCKyJlaTypy, HallpUKIIaf Mianris, MionaTis Ta 3pifka pabmomionis,
CIIOCTepiranucs y MalieHTiB, sSIKi mpuiiManu po3yBaCTaTUH y OyOb-IKUX f03aX, 0co6uBo OinbIre 20
mr. [ly>Ke pimKo Bumagku pabgomionidy Big3Hayamucs pu 3aCTOCYBaHHI e3eTUMIOY ¥
kKoMOiHairil 3 inribiTopamu ['MI'-KoA-penykTa3u. He MoxKHa BUKITIOYATH MOKIIABICTh
dapMakonuHaMiuHOI B3aemoil (quB. po3min «BlaeMopmis 3 iHmMKMMY JTiKapChbKUMHU 3aco0aMu Ta
iHII BUOM B3a€EMOfiN»), @ TOMYy TaKy KOMOiHallifo CJIifi 3aCTOCOBYBaTU 3 06€PEXHICTIO.

4K i mpu 3acTtocyBaHHi iHmux iHribiropie 'MI'-KoA-penykTasu, 4acToTa IOBiIOMIIEHD ITPO BUIAAKU
pabmoMioni3y, OB’s1I3aHOT0 i3 3aCTOCYBaHHSAM PO3yBaCTaTHHY, y IIOCTMapPKETUHTOBUH Iepion Oyia
BUIIIO0 IpH 703i 40 Mmr.

PiseHb KpeamuHKiHA3u

PiBenb kpeatunkinasu (KK) He citig BUMipioBaTH mmiciisg 3HaYHUX (i3WYHUX HaBaHTaXXeHb abo mpu
HasBHOCTI MOXKJIMBUX aJIbTEDHATUBHUX NIPUYUH MiaBullleHHs KK, 1110 MOXKYTh YCKIIaJHIOBATA
iHTepnperTalio pe3ynbTaTiB. AKino moyaTtkosi piBHI KK 3HauyHo migBuiieHi (>5 pasis Buiie BMH),
IPOTATOM 5-7 [HIB HE0OXigHO 3p0OUTH MOBTOPHUY aHai3, 1100 MigTBEPOUTH Pe3yibTaTh. AKIIO
pe3yabTaTy TOBTOPHOTO aHasli3y MiATBepAXKYIOTh, 110 T04aTKoBe 3HaueHHs KK 6inblile HiXK y
5 pasiB nepesulllye BMH, 3acTocyBanHs npemnapaTy pO3M04YMHATYU HE CIIiA.

Ileped noyamkom AiKY8AHHA

Po3yBacTatuH, sK i pemry iHri6itopis 'MI'-KoA penykTa3u, ciif 3 06epekHiCTIO Tpu3HadyaTh
nalieHTaM 3i CXUIIbHICTIO J0 MiomaTii/pabmomioni3y. o (haKToOpiB TAKOTO PU3UKY HajiekKaTh:

- opyLIeHHsS QYHKII HUPOK;
- TimoTHUPEOS;
- HAsIBHICTBh B 0cOOMCTOMY a00 POOTMHHOMY aHAMHE3i CIIaJIKOBMX 3aXBOPIOBAHb M'SI3iB;

- HasBHICTh B aHAMHe3i MiOTOKCUYHOCTI Ha TJIi 3aCTOCyBaHH4 iHIINX iHTiOiTOpiB I'MI-K0A
penykTa3u abo ¢ibparis;



- 37I0BXKHMBAHHS aJIKOTOJIeM;
- BiK > 70 pOKiB;

- CHTYyallil, 10 MOXKYTh IIPU3BECTH A0 MifBUIIEHHS PiBHIB IIpenapary y Ijla3Mi KpoBi (OuB.
po3minu «Crmoci6 3acTocyBaHHS Ta q03u», «B3aemMopis 3 iHIMKMMHY JTiKapChKUMM 3aco6aMu Ta iHImi
BUMIM B3a€MOIiit» i «®apMaKOKiHETHKA»);

- CYTyTHE 3acTOCyBaHHs (piOpaTis.

I7s TaKWX MAIlieHTIiB OB’ I3aHUY i3 JTiKyBaHHSAM PU3UK MMOTPIOHO OLiHIOBATH, ITOPiBHIOIOYH 3
OYiKyBaHOIO KOPUCTIO; TaKOXK PEKOMEHAYETHCS KITIHIYHUY MOHITOPUHT. Ko noyaTkosi piBHi KK
3HAYHO MiABHUILeHi (>5 padiB Bullle BMH), nikyBaHHS PO3M0OYUHATH HE CIHif.

Y nepioo aikyeaHHA

[TalieHTiB Cif MOTPOCHTH HEraHO IOBIIOMIISTH TIPO M’ g30Bui 6inb, cnabkicTh abo cygoMu
HeBioMoi eTiosorii, 0cOOIMBO SIKILIO BOHU CYIPOBOAXKYIOTHCS HE3AyKaHHAM a00 rapsyko. Y Takux
nauieHTiB noTpidHo BuMiptoBaTu piBHI KK. 3acTocyBaHHS mpenapary Ciif IpunuHuTH, Ko piBHI KK
3HAYHO migBuIreHi (>5 x pasis Bumie BMH) a60 Ko cuMnToMu 3 00Ky M’s13iB TSKKi Ta
CIIPUYMHSIOTH MIOAeHHUM AucKoMbopT (HaBiTh AKIIO0 piBHI KK < 5 x BMH). V pa3i 3HUKHEeHHS
CUMIITOMIB Ta moBepHeHHs piBHS KK mo HOpMHM MOKHa ITOHOBUTH Tepallilo mpemapaToM PomecTin abo
anbTepHaTHBHUM iHTibiTopoM 'MTI-K0oA-pefyKTa3u y HaliMeHIIiN 103i Ta Mif peTelbHUM HarjsmoM.
PerynspHo nepesipsatu piBHiI KK B acuMniToMmaTuyHuX namieHTiB HeMa€e noTpebu. [lyxe pigko
TIOBiJOMJISLNIM IIPO BUIIAKYM iMyHOOTIOCEPEeKOBaHOI HEKPOTH3yto4oi mionatii (IOHM) mig yac abo
micnis Teparmii ctaTUHaMU, Y TOMY 4ucyi po3yBactaTuHoM. Kniniuaumu npossamu IOHM e cnabkicThb
IIPOKCHMaIbHUX M’g3iB Ta MigBUIIEHHS PiBHS KpeaTUHKiIHA3W Yy CUPOBATIIL KPOBi, 1110 30epiraeThcs
HaBITh IIC/IA IPUNMHEHHS 3aCTOCYBaHHSA CTaTHHIB.

MiacmeHis 2pasic, 04HA MidCMeHis.

Y nooauHOKHX BHIIaJKaX MOBiTOMIISIIOCSA, IO CTaTHHHU iHAYKYIOTH «de novo» abo
3aroCTpIoTh BXkKe iCHyI0Uy MiacTeHilo rpaBic abo ouny miacteHiio (quB. po3ain «Ilo6iuni
peaxirii»). Y pa3i 3arocTpeHHsI CHMIITOMIB CJIil IPUIIMHUTH IIPHHOM PO3yBacCTaTHHY.
INoBimoMIIsI7IOCA PO PeIMIMBYU IIPU IOBTOPHOMY 3aCTOCYBaHHi TOro caMoro ado iHIoro
CTaTHHY.

Y KkJTiHIYHUX JOCHIAXKEHHSIX He OyJI0 OTpYMaHO [OKa3iB IiIBUIIEHOT0 BIJINBY Ha CKEJIETHY
MYCKYy/IaTypy Y HEBEIUKOI KiTbKOCTI IallieHTiB, SIKi IpUiMaNu po3yBacTaTUH Ta CYIyTHI IpenapaTH.
OpHak migBUIEHHS 94aCTOTH MiO3UTY Ta MiomaTil Bifl3Ha4YalIy y MallieHTiB, SKi IpuAMay iHIIi
inri6itopu I'MI'-KoA-penykTasu pa3oM i3 nmoxigHuMU (HiOpOEBOI KUCIIOTH, Y TOMY YHCITi
reMpibpo3usioM, UUKIOCIOPUHOM, HIKOTUHOBOIO KUCJIOTOI, @30JIbHUMU IIPOTUTPUOKOBUMU
npelnapaTamy, iHribiTopaMu poTea3u Ta MakKpOIifHUMU aHTHOIoTUKaMu. ['eM}iOpo3un migsuiye
PU3MK MioTaTil Ipu CymyTHHOMY 3aCTOCYBaHHi 3 geskumu inribiropamu I'MI-KoA. Tomy
3acTtocoByBaTu PomecTin y koMOiHarrii i3 rem¢piOpo3unom He peKoMeHAyeThCs. KopucTh moganbIoi
3MiHU piBHA MiMifiB Mpu 3acToCyBaHHI mpemapaTy PoMecTin y komOiHartii i3 ¢pibpaTamu abo HianuHOM
IOTPiOHO peTebHO 3BaKyBaTH IIOPiBHSAHO 3 IOTEHI[INHUMU PU3UKaMHU, TI0B’I3aHUMHU i3
3aCTOCyBaHHAM Takux KoMmbiHauiid. [Jo3a 40 Mr mpoTunoka3aHa IpU CYyIyTHbOMY 3aCTOCyBaHHI
¢bibpartiB (muB. po3ninu «B3aeMofia 3 iHIUMY TiKapChKUMU 3ac00aMy Ta iHII BUAM B3a€EMOMi» Ta
«ITo6iuHi peakirii»).

Po3yBacTaTuH He CJIifi 3aCTOCOBYBATH OJHOYACHO 3 CUCTEMHUMH IIpenapaTaMu Gy3ug0BOi KUCIOTH



abo mpoTATOM 7 [HIB MiC/Is IPUNUHEHHS JTiKyBaHHS (Py3UA0BOIO KUCIOTO0. [I715 MAI[i€HTiB, IKUM
HeoOXiTHO 3aCTOCYBaHHS CHCTEeMHOI (y3UO0BOI KMCJIOTH, JIIKYBAaHHS CTAaTUHAMH CJTif] IPUITUHUTH
IIPOTSATOM YChOTO TepMiHy npuiioMy ¢y3unoBoi kucnotu. [loBigomnsanu npo pabmomionis
(BKJTIOYAOYM JIeTasbHi BUMTAAKK) Y MAIiE€HTIB, SKi OTpUMYBaIu KoMOiHallifo ¢Gy3uoBoi KUCIIOTH Ta
cTaTHHIB (OUB. PO3[iNn «B3aemoist 3 iHIIMMHU JTiKapChKUMHM 3aco0aMu Ta iHIIT BUIU
B3aeMofiii»). [TallieHTaM CIlif MopaguTh HeTaHO 3BEPHYTHUCS 3a MEOUYHOIO AOTIOMOTOI0,
SKILIO BOHY Big4yBalOTh OyMIb-SKi CUMIITOMHU M’5130B01 CJ1abKOCTi, 607110 a0 YyTIUBOCTI.
Teparmito cTaTuHaMu MOXKHa IIPOMOBXKUTH Yepe3 7 OHIB MiCisg BBeIeHHS OCTaHHbOI 103U
Gby3unoBoi KUCTTOTU. Y BUHSITKOBUX BUIIQ[IKaX, KOJIM € HEOOXiMHUM 3aCTOCYBaHHS
IIPOJIOHTOBaHOI CUCTEMHOI (Dy3UI0BO1 KMCJIOTH, HATPUKIIak, A JTiKyBaHHS TAKKUX
indexk1Iiy, HeoOXigHICTh OMHOYACHOT'0 3aCTOCYBAHHS PO3yBacCTaTUHY i Gy3UI0BOI KUCIIOTH
CJIifl pO3T/IgAaTH B KOXKHOMY KOHKPETHOMY BUITAAKY 1 IPOBOOUTH IIifl pETEJIbHUM MEOUYHUM
HaTJISg0M.

PowmecrTiH He c1if 3aCTOCOBYBaTH allileHTaM i3 TOCTPUMU, CEPUO3HUMU CTaHaMH, 1110 CBiIYaTh IIPO
MiomaTito a0 MOXKJIMBICTh PO3BUTKY HUPKOBOI HEIOCTATHOCTi BHACTIIMOK pabmomionidy (Takux sIK
CETICHC, TiOTeH3is, 3HayHe XipypriuHe BTPy4YaHHsS, TPaBMa, TSXKKi MeTa0oIliuyHi, eHIOKPUHHI Ta
eJIeKTPOIITUYHI po3sagu abo HEKOHTPOJIbOBaHI CyooMH).

Ts01CcKi WKipHi nobiYHI peakuii.

[Tpu 3acTocyBaHHI pO3yBacTaTUHY IOBIMOMIISAIOCS NIPO TAXKKIi MKipHi T00iYHi peakilii, BKII0Yal04Yu
cuapgpoM CriBeHca - [IxKoHCOHA (S]S) Ta MeIMKaMeHTO3HY Peakiliio 3 e03UHO(DINi€I0 Ta CUCTEMHUMH
nposBaMu (DRESS), siki MOXYyTh 3arpoXKyBaTy XKUTTI0 ab0 MPU3BECTU OO JIETAIbHOTO HACTIgKY (OUB.
po3min «ITob6iuni peakiiii»). [Ipu nmpu3HauyeHHi PO3yBaCTaTUHY IMAI[iEHTAM CJIi[l TOBiTOMJIATH IIPO
O3HaK¥ Ta CUMIITOMH TSKKHUX IIKIPHUX Peaklliii Ta PeTeNlbHO CIIOCTepPiratu 3a HUMU. [Ipu mosBi
O3HaK Ta CUMIITOMIB, 1110 BKa3yIOTh Ha IIi peakllii, 3aCTOCYBaHHS PO3yBacCTaTUHY CJIifl HeTalHO
IPUNUHUTY Ta PO3TJISHYTU ajlbTePHATUBHE JIIKYBaHHS.

fKIo y maljieHTa npu 3aCTOCyBaHHI PO3yBacTaTUHY PO3BHHYJIAcAd Taka Ceplio3Ha peaklid sk SJS abo
DRESS, nikyBaHHST po3yBaCTaTUHOM [JISI LIbOTO TalliEHTa He CIIiJ BiTHOBIIOBATH OyIb-KOJIH.

Bniaue Ha neyiHky

4ki i inmi inribitopu 'MTI-KoA-penykTa3u, PoMecTiH ciif 3 06epekHICTIO 3aCTOCOBYBaTH IalliEHTaM,
SIKi 37T0BXKMBAIOTh aJIKOTOJIeM Ta/a00 MaloTh B aHaMHE3i 3aXBOPIOBAHHS MEYiHKH.

PexomeH0BaHO nepeBipsaTH OioxiMiuHi MOKa3HUKY (PYHKIIII MeYiHKY mepeq MoYaTKOM JIiKyBaHHS Ta
yepe3 3 Micslli TOTOMY. 3aCTOCyBaHHS IpenapaTy PoMecCTiH Cifi IpUIUHUTY a00 3MEHIIUTH [03Y,
SIKII0 PiBEHBb TPaHCaMiHa3 y CUPOBATII KpoBi Oinblite Hixk BTpuyi nmepesuirye BMH. Yacrota
TIOBiTOMJIEHD ITPO CEPHO3Hi siBUINA 3 00Ky MeviHKu (IepeBakHO PO MigBUIIEHHS PiBHS TpaHCaMiHa3
NeYiHKHM) Y micsgpeecTpalliiinomy nepiopni Oyna 0inbioo mpu 3acTocyBaHHi mo3u 40 MT.

Y marnieHTiB i3 BTOPUHHOIO Tillepx0JjieCTEPUHEMIEI0, 3yMOBJIEHOIO TilOTHPe030M a00 HepPOTUUHUM
CHHIPOMOM, CJIi[l CTIOYaTKy BUIIKYBATU OCHOBHY XBOpOOY, MePIII HiXK pO3MOYMHATH Tepallilo
mpenapaToM PoMecTiH.

Paca

HocmigxeHHST papMaKOKIHETUKM CBif49aTh IIPO 3POCTAaHHS €KCIIO3UIIil y MallieHTiB MOHT0JI0ITHOl pacu
puGIM3HO BABiYi MIOPIBHSIHO 3 €Bpomeiisamu (OUB. po3ainu «Crocid 3acTOCyBaHHS Ta HO3UY,



«IIpoTunoka3aHHa» Ta «OapMaKOKiHETHKa»).

IH2ibimopu npomea3su

[TinBuIeHa cUCTEMHa eKCIIO3UIIis O PO3yBACTATUHY CIIOCTEpiranacs B oci0, siKi 3aCTOCOBYBaIH
PO3yBaCTaTHH CYIYTHBO 3 Pi3HUMHU iHTiOiTOpaMu MpoTeasy y MOENHAHHI 3 puTOHaBipoM. Crif
0o0MipKyBaTH SIK KOPUCTh Bifl 3HMKEHHS PiBHA MiIifIiB 3a [oIIOMOroo npenapaty PomMecTiH y
nanienTiB i3 BIJI, gki oTpuMyoTh iHTiOiTOpU MpOTEa3y, Tak i MOKIUBICTD MiABUIIEHHS KOHIIEHTPAIlil
po3yBacTaTHHY ¥ IIJla3Mi KpOBi Ha ITOYaTKy Tepallii Ta Ipu MifBUIleHH] 031 PoMecTiHy y nallieHTiB,
SIKi OTPUMYIOTH iHTiOiTOpU mpoTea3u. OmHOYaCHe 3aCTOCYBaHHS Ipelapary 3 iHribiTopamMu mpoTeasu
He PeKOMEHIYEThCS, K0 N03a PoMecTiHy He cKopuroBaHa (OuB. po3min «Crmocib 3acTocyBaHHS Ta
mo3u» Ta «B3aemogis 3 iHITUMM JTiKapCbKAMM 3aC00aM¥ Ta iHIIN BUAY B3aEMOIii»).

HenepeHocumicmb a1aKkmo3u

[IpenapaT MicTUTh 71akTO3y. [lanieATaM 3 BCTAHOBJIEHOI0 HEIEPEHOCUMICTIO JeIKUX LyKPiB CIif
IIPOKOHCYJIbTYBATHUCS 3 JIiKapeM, Iepul Hixk IpuiiMaTy 1el nikapcbKuit 3acio.

IHmchmuu,iaﬂbHa X80QO6(1 /1e2€Hb

[Tig yac 3acToCyBaHHS OeSIKUX CTATUHIB, 0COOIMBO IPU TPHUBAJIOMY JIiKyBaHHI, ITOBIHOMIISIIIN TIPO
BHUHSITKOBi BUIIAOKM iHTEPCTHUIIIaIbHOI XBOPOOU JereHs (muB. po3min «ITobiuni peakiii»). [lo mposiBiB
11iel XxBopoOu MOXKHA BifTHECTH 3aOUIIKY, HETPOOYKTUBHUM KallleJlb Ta 3arajibHe MOTipIIeHHS CTaHy
(cToMTIOBaHiCTh, 3HMKEHHS MacCH Tijla Ta rapsgyka). Y pasi migo3pu Ha iHTepCTUllianbHy XBOPOOy
JIereHb 3aCTOCYBaHHSA CTATUHIB CJIif] IPUIIMHUTH.

[[ykposuli diabem

Ieski ¢pakTH CBigYaTh, II0 CTAaTUHY MigBUIIYIOTh PiBEHB I'/IIOKO3U B KPOBi Ta y [eIKHUX MAIiEHTIB,
SKMM 3arpoXKy€e BUCOKUYU PU3UK PO3BUTKY fiabeTy B MaiOyTHHOMY, MOXKYTb CIIPUYUHSATU
rinepriikeMiio TaKoTo piBHSA, IPU SKOMY HeoOXifiHe HajiexkHe JTiKyBaHHS miabety. Lo 3arposy,
O[IHaK, TIePEBUIIY€E 3HUKEHHS PU3UKY CYOUHHUX IOPYIIEHb IPX 3aCTOCYBaHHI CTaTHHIB i TOMy BOHa
He Mae OyTH IificTaBoIO [ MPUNMHEHHS Teparii cTaTuHaMu. 3a MallieHTaMy TPYNu pU3UKY (piBeHb
IJII0K03H HaTiie 5,6-6,0 MMons/n, IMT >30 Kr/M’, mifBuIeHuil piBeHs TPUTIIiLepPUiB, apTepianbHa
TimepTeH3is) CIlij BCTAHOBUTH K KITIHIYHKM, TakK i 0i0XiMiYHKE KOHTPOIB 3TigHO 3 HAlliOHAIbHUMHU
IHCTPYKLiAMU.

V mocninxenni JUPITER 3apeecTpoBaHa 3arajbHa 4acTOTa I[yKPOBOTO miabeTy cTaHOBUIIA 2,8
% y rpymi npuiioMy po3yBacTaTuHy Ta 2,3 % — y rpymi mnaie6o, mepeBaxHO y MaIliEHTIB i3
piBHEM TJIIOKO3M HaTIIe Bif 5,6 10 6,9 MMOIIB/I.

imu

Ominka JiHIMHOTO POCTY (3picT), MacH Tina, IMT (iHgeKCy MacH Tijla) Ta BTOPUHHUX XapaKTEPUCTUK
CTaTeBOTr0 AO3piBaHHSA 3a TaHHEPOM y miTel BiKOM Bif 6 mo 17 pokKiB, sKi mpuiiManu po3yBacTaTHH,
oOMexkeHa IepiofioM TPUBaicTio 2 poku. [licig 2 pokiB [OCHIKYBaHOTO JTIKyBaHHS KOTHOTO BILIUBY
Ha picT, Macy Tina, IMT abo craTteBe Jo3piBaHHS BUSBIEHO He 0yJ10 (OUB. PO3MiN
«QapmakoauHaMika»). Y KIIiHIYHOMY OOCIIiIXKeHH] y OiTeu Ta HiiJIiTKiB, Ki IpUiMaIu po3yBacTaTUH
npoTsaroMm 52 TuxXkHiB, nmigBuinenHs piBHsa KK >10 pagis Buiie BMH Ta cumntTomu 3 60Ky M's13iB micis
GhisnyHOTO HaBaHTaxKeHHS ab0 migBUIEeHOI (Pi3MYHOI AKTUBHOCTI CIIOCTEPIrayucs YacTille MOPiBHIHO
3 TAKAMHU Y [OPOCHUX (OuB. po3min «[TobiuHi peakii»).



3acmocysaHHA y nepiod sazimHocmi abo 200yB8aHHA 2py00H0.
Po3yBacTaTuH NpOTUIIOKa3aHUM Y Iepiof BariTHOCTI abo rogyBaHHS T'PYAIIO.

KIiHKY penpogyKTUBHOIO BiKY I Yac NPUMOMY pO3yBacTaTUHY IIOBHMHHI 3aCTOCOBYBATH BINNOBiAHI
3aco0u KOHTpPAIEIIii.

OCKinTbKM XOJIECTEPHH Ta iHIIi MPOAYKTH 6i0CMHTE3Y X0JIECTEPHUHY CYTTEBO BaXKJIUBi IJIST PO3BUTKY
171074, MOTEeHLiMHUM pu3uK iHri0yBaHHsa [ MI'-KoA-penyKkTa3u nepeBulllye MOXKIJINBY KOPUCTh Bifl
3aCTOCyBaHHS IIpenapary y Iepiof BariTHOCTI. [JocmigKeHHsS Ha TBapyHaxX IIoKa3alu o0MexeHi
IOKa3u PENPOTYKTUBHOI TOKCUYHOCTI (OUB. po3min «JloKmiHiuHi maHi»). AKINO mallieHTKa BariTHIe y
mepiof 3aCTOCYBaHHS Mpenapary, JIiKyBaHHS CJIifi HeraiHo IPUIIUHUTH.

PosyBacTaTuH pOHUKAE y MOIOKO LIypiB. [laHUX 1100 IPOHUKHEHHS Mpenapary y I'pyAHe MOJIOKO y
JMIOOUHY HeMae (OuB. po3ain «IIpoTumnoka3aHHsg»).

30amuicmb eniueamu Ha weudKicmb peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHi3mamu.

HocrnigXeHHS 3 BU3HaYEHHS BIIJIUBY PO3yBaCTaTUHY Ha 3[0ATHICTh KepyBaTU aBTOTPAHCIOPTOM Ta
IIpalioBaTy 3 iHIMMKUMY MexXaHi3MaMu He mpoBogunu. OgHak, 3 oriaany Ha apMakoguHaMidHi
BJIACTUBOCTIi, MAJIOUMOBIPHO, 1110 PO3yBaCTaTUH BIIJIUBATUMeE Ha TaKy 34aTHICTh. [Ipu KepyBaHHI
aBTOTpaHcIopToM abo po6oTi 3 MexaHi3MaM#u CITifi BpaXxOByBaTU MOKJIMBICTh 3allaMOPOYEHHS Y
nepion JIiKyBaHHS.

Cnocib 3acmocyeaHHsi ma do3u.

[Iepen mo4yaTKOM JIiKyBaHHA MALI€HTY CJIi IPU3HAUYUTU CTaHOAPTHY X0JIeCTEPUH-3HUKYBAJIbHY
Ii€Ty, SKOI CHil JOTPUMYBaTHUCh i IPOTATOM JiKyBaHHA. [103y CIif migOupaTy iHAUBiAyanbHO,
3aJIeKHO Bifl MeTH Tepatil Ta epeKTUBHOCTI TiKyBaHHS, KEPYIOUYKUCh PEKOMEHAIIIMU TOTOYHUX
3arajbHONPUUHATUX IHCTPYKIIHU.

PoMecTin MoxHa nmpuiiMaTu B Oy[b-sIKHH Yac [HS, He3aJeXKHO Bifl mpuiioMy ixi.
JlixysaHHsA 2inepxosiecmepuHemii

PekoMeHgOBaHa IMOYATKOBA [103a CTaHOBUTL 5 ab6o 10 Mr mepopanbHo 1 pa3 Ha go0y SK A7
IallleHTiB, AKi paHillle He 3aCTOCOBYBAJIU CTaTUHY, TaK i [JIs MALi€HTIB, AKi A0 IIbOTO 3aCTOCOBYBAaJIA
inmmi iHriGitopu I'MI-KoA-penykrasu. [Ipu BuGOpi mo4aTKOBOI 103K CJIiJ] BpaXOBYBaTH PiBHi
X0JIECTEPUHY Y KOXKHOI'0 OKPEMOT0 ITallieHTa Ta PU3UK CEPLIEBO-CyIUHHUX IIOPYIIEHD Y
MaOyTHbOMY, @ TaKOXK iMOBIpHICTH PO3BUTKY HebaxkaHUX peakiiit. Y pa3i HeoOXigHOCTI
IiABUITYBATH HO3Y OO HACTYIIHOTO PiBHA MOXKHa 4Yepe3 4 TUXKHI (OUB. PO3TiN
«PapMakoguHamika»). 3 OTJISIAY Ha Te, IO Ha TJIi 3aCTOCYBaHHS IpemapaTy B 4o3i 40 Mr
HeOaxkaHi peakilii BAHMKAIOTh YaCTillle, HiK IPH MeHIMX go3ax (auB. po3min «ITobiuni
peakiiil»), 0CTaTOYHO TUTPYBaTH OO3Y A0 MaKCHMalbHOI 1031 40 MT BapTO JIMIIE ITallieHTaMm
13 TSKKOIO TillepX0IeCTePUHEMIEI0 Ta BUCOKUM PU3UKOM CEPLIEBO-CYIMHHUX IIOPYIIEeHb



(30KpeMa y MalieHTiB i3 CIMEMHO0 TinepXoeCTePUHEMIEN), Y SKUX He BAAJIOCS HOCATTU
METH JIiKyBaHHS IIPHU 3aCTOCyBaHHi 103U 20 Mr i gKi nepeOyBaTUMYTh Iifi PETYISIPHUM
HaraamoM (muB. po3min «Ocob6auBOCTI 3acToCcyBaHHS»). Ha mo4yaTky npuitoMy mnpenaparty y
003i 40 Mr peKOMeHI0BaHU/ HaTIsg[ CHellianicTiB.

3anobizaHHsa nopyweHHAM 3 BOKY cepueso-cyoOuHHoI cucmemu

[CHYIOTD HaHi, 110 3HUKEHHS PU3UKY MOPYIIEeHb 3 O0KY CeplieBO-CYAMHHOI CUCTEMH TIperaparT
3acToCOByBanu ¥ no3i 20 Mr Ha mo0y (muB. po3nin «®apMaKoguHaMiKa»).

3acmocy8aHHA NauieHmam AimHb020 BIKY

PekoMeHOBaHA ITOYATKOBA 003a [JIs MallieHTiB BikoM > 70 POKIB CTAHOBUTL D MT (IUB. PO3Mil
«Oco6mMBOCTI 3aCTOCYBaHHsI»). [HIIIA KOPEKIIis M03U 3a/IeXKHO Bifl BiKy HemoTpiOHa.

ITauieHmu i3 HUPKOBOI HeoCMamHicmio
[MarienTaM i3 nerkuMu abo NOMipHUMU NOPYILIEHHAME QYHKIIII HUPOK KOPEKIis 03U He MOTPiOHa.

PexomeH0BaHa MOYaTKOBA [03a OJ15 MAI[i€HTIB i3 TOMIpHUMY NOPYIIEeHHAME (YHKIII HUPOK
(xknipeHC KpeaTuHiHy <60 MJI/XB) CTaHOBUTH 5 MT. [l03a 40 Mr poTUIIOKa3aHa MNaljieHTaM i3
IIOMIPHUMU MOPYLIEHHAMHU (PYHKIIl HUPOK. 3aCTOCYBaHHS pPO3yBaCTaTUHY IMAalliEHTaM i3 TAKKAMU
NOPYILIEHHAMHI HUPKOBUX (PYHKIIII IPOTUIIOKA3aHO ¥ OyIb-IKUX J03aX (OUB. PO3TiIK
«IIpotunoka3zanusa» Ta «dapMaKOKiHETHKA ).

ITauienmu i3 nopyweHHAMU QYyHKUII neviHKu

Y nmatuieHTiB i3 MOPYyIIEHHSIMH MTeYiHKH, 1110 OIiHIoBanucs y 7 abo meHie 0ajiB 3a mrkanoo Yainma-
[T'10, mifBUILIEHHST CUCTEMHOI €KCITO3UIil po3yBacTaTUHY He crocTepiraetbcs. OgHak B ocib i3
nopyiieHHAMH ¥ 8 Ta 9 O6aniB 3a mkanoo Yainmga-I1'1o cucTeMHa €KCIO3UIlisa 3pocTaa (IUB. PO3Min
«PapMaKoKiHeTHKa»). Y TaKuX IalliEHTiB AOLINbHOIO € OIliHKa (QYHKII HUPOK (OUB. PO3MilN
«0Ocob6muBOCTi 3acToCcyBaHHs»). [IOCBi 3aCTOCYyBaHHS MpenapaTy NalieHTaM, ki Habpanu Ginbiie 9
6aniB 3a mKkasnoio Yainmga-I1'10, BigcyTHiN. PoMecTiH mpoTUIIOKAa3aHUM MallieHTaM 3 aKTUBHUMU
3aXBOPIOBAHHSIMH IEYiHKH (OUB. Po3min «[IpOTUITOKA3aHHS»).

Paca

Y na1ieHTiB MOHTOJIOIIHOI pacy CIIOCTepiranacs MmigBullleHa CUCTEMHA €KCIIO3UIIis mpenapaTy (OuB.
posminu «ITpoTunoka3anHs», «OCcoOIUBOCTI 3aCTOCYBaHHS» Ta «DapMaKOKiHETHKA»).
PekoMeHIOBaHa ITOYATKOBA [03a OJIS MalliEHTIB a3iiiChbKOT0 IOXOMKEHHS CTAHOBUTD D MT;
no3a 40 Mr TakuM nallieHTaM NPOTUIIOKAa3aHa.

T'enemuyuHull noaimopgiam

[TeBHi TN TEHETUYHOTO MOJIMOP(i3My MOKYTh IPU3BOTUTHU [0 MigBUIIEHHS €KCIIO3UIIil
po3yBacTaTuHy (guB. po3fin «dapmakokiHeTuKa»). [TallieHTaM i3 BifoOMOI0 HagBHICTIO TAKUX TUIIIB
noJ1iMmopdhi3aMy peKOMeHIYEThCSI 3aCTOCOBYBATH MEHIITY HOOOBY 103y PO3yBAaCTaTHUHY.

ITauienmu 3i cxuabHicmio 00 po38uUMKY Mionamii

PekxoMeHoBaHa IMOYaTKOBa 403a OIS MAILi€HTIB 31 CXUIIBbHICTIO IO PO3BUTKY MiomaTil CTAHOBUTD 5 MT
(muB. po3min «OcoBGIUBOCTI 3aCTOCYBAHHS»).



Ho3a 40 Mr mpoTUIIOKa3aHa JesSKUM i3 TaKuX MallieHTiB (ouB. po3min «IIpoOTUIOKa3aHHI»).
CynymHe 3acmocy8aHHA

Po3yBacTaTuH € cyOCTpPaTOM Pi3HUX TpaHCHOPTHUX O0inkiB (Hampuknamg OATP1B1 ta BCRP). Pusuk
Mmiomartii (B ToMy umcii pabmomiostidy) 3pocTae mIpu CymyTHbOMY 3aCTOCYBAaHHI po3yBacTaTHHY i3
IIeBHUMHU JTiKapChKUMU 3aco0aMu, I10 MOXKYTh MiIBUIITYBaTH KOHIIEHTPALIil0 PO3yBAaCTAaTHHY V IIJIa3Mi
KPOBi BHACJIIIOK B3aEMOI1 3 UMK TPAHCIOPTHUMH OinKaMu (HalpUKIIaf ITUKIOCIIOPUHOM Ta
IIeBHUMHU iHTibiTOpaMu MpoTeasu, B TOMY YUCJIi KOMOiHaIliIMU PUTOHABIPY 3 aTa3aHaBipoM,
JoniHaBipoM Ta/ab0 TUIIpaHaBipoM; AuB. Po3minu «OcoGIUBOCTI 3aCTOCYBaHHSI» Ta «B3aeMopis 3
iHImMYU niKapchbKUMU 3aco0aMy Ta iHIN BUAW B3a€MOMiN»). Y pa3i MOXKIMBOCTI CIlif pO3TISHYTH
3aCTOCYBaHHS albTePHATUBHUX JTiKapChKUX 3ac00iB Ta, ¥ pa3i HeoOXimHOCTi, TUMYaCOBO ITIepepBaTH
Tepariio mpemnapaToM PoMecTiH. dKIO CyyTHBOTO 3aCTOCYBaHHS I[UX JIiIKapChKUX 3aco0iB i3
PomMecTiHOM YHUKHYTH HEMOXKIIUBO, CJIifi PETEJIbHO 3BaXXKUTU KOPUCTh Ta PU3UK Bifj CYIIyTHHOTO
3aCTOCYBaHHS Ta BIiOIIOBIOHUM YMHOM BiKOpPEryBaTU [03y npenapaty PoMecTiH (OuB. po3pin
«Bzaemogis 3 iHIIUMY JTiIKapCLKUMHU 3aco0aMu Ta iHIIM BUIH B3AEMOTIN»).

Himu.
3acTocyBaHHA IIpenapaTy AiTsSM Ma€ IPOBOOUTHU JIMIIE CIIelliaicT.
3acToCoByBaTH HiTSIM Ta MifTiTKaM BikoM Bif 6 mo 17 pokis (cTamis Tanuepa ‘II-V).

['eTepO3UTOTHA CiMelHa TimepxolecTepruHeMis

3BUYaliHa I0YaTKOBa M000Ba Ho03a OIS [iTel Ta MigIiTKiB i3 reTepo3UroTHOI0 CiMENHOI0
rinepxonecTepuHeMi€l0 CTaHOBUTD D MT Ha [00y.

- 3BMYalHa J03a OJId OiTel BIKOM Bifl 6 10 9 POKiB i3 reTepO3UT0THOI CiMENHOI0
rimepxoJieCTePUHEMIEI0 CTaHOBUTD Bifl 5 Mr 10 10 MTr mepopasnbHO OfKUH pa3 Ha Ho0y.
Be3neka Ta eeKTUBHICTh 3aCTOCYBaHHS JIIKapChKOI0 3aco0y y mo3ax Oinbure 10 Mr y mii
TIOYJISALil He JOCiXKyBaJIUC.

- 3BuUyYanHa fo03a 44 giteu BikoM Bif 10 mo 17 pokiB i3 reTepO3UroTHO CIMENHOI0
rimepxoJieCTepUHEMIEI0 CTaHOBUTH Bifl 5 Mr g0 20 MT mepopasnbHO OfUH pa3 Ha Ho0y.
Be3neka Ta eeKTUBHICTh 3aCTOCYBaHHS JTiKapchKOro 3aco0y B go3ax Oinbirne 20 Mr y mii
TIOTYJISLIl He HOCTigKyBaIucs.

[TigBumyBaTy OO3y CHif BiONIOBIIHO [0 iHAWBIAyanbHOI BiANOBiAl AUTUHY HA JIIKyBaHHS Ta
IIePEeHOCHUMOCTI IIpenapary, JOTPUMYIOYKUCh PEKOMEHAIliX 00 IiKyBaHHS OiTel (IUB. PO3Tin
«Oco6uBOCTi 3acTOCyBaHHS»). [Iepef MoYaTKOM Teparlil po3yBaCTaTHHOM [iTSIM Ta MifjIiTKaM CJIif
NIPU3HAYMTH CTAHOAPTHY TilIOX0JIeCTEePUHEMIUHY [i€Ty, SKOI MaI[iEHTH MalOTh JOTPHMYBATHUC i
IIPOTATOM JIIKyBaHHS.

['OMO3UTOTHA CiMelHa TilepxoleCcTepruHeMid

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

PekoMeH0BaHa IIOYaTKOBA [I03a CTAHOBUTE Bif 5 Mr 1o 10 Mr oguH pa3 Ha [00y 3aneKHO Bif BiKy,



MacH Tijla Ta OnepefHbOr0 3aCTOCYBaHHS CTaTHHIB. [ligBUITyBaTH 10 MakKCHManbHOL fo3u 20 Mr
OOuH pa3 Ha moby crif BignmoBigHO O iHAMBigyasnbHOI BiATIOBiAl AUTUHY Ha NiKyBaHHS Ta
[IePEeHOCHUMOCTI IIpenapaTy, AOTPUMYIYUCh PEKOMEH ALY 00 IiKyBaHHS OiTer

(muB. po3min «Oco0MMBOCTI 3aCTOCYBaHHS»). [lepen 04aTKOM Teparrii po3yBaCTaTHHOM TiTSIM Ta
IiTiTKaM CIif IPU3HaYUTH CTaHOaPTHY TiM0X0JIeCTEPUHEMIUHY AI€TY, IKOI MalieHTH MalTh
OOTPUMYBATUCH i IPOTATOM JIIKyBaHHS.

Toceix miKyBaHHS i€l momy sl y qo3ax Oinbine 20 Mr oOMeXeHu .
TabmeTku 1Mo 40 MTr He 3aCTOCOBYBATH AiTSIM.
Iimu 8ikom 00 6 pokis

Be3neky Ta eheKTUBHICTL 3aCTOCYBaHHS JIIKAPCHKOT0 3aC00Y HiTSM BiKOM [0 6 POKiB HE BUBYAIIY.
TakuM YMHOM, IIpemnapaT He PeKOMEeHIYEThCS 3aCTOCOBYBATH MiTSIM BiKOM 10 0 POKiB.

Ilepedo3yeaHHsi.

Crneuudiunoro nikyBaHHS Ilepefo3yBaHHI HeMa€. Y pa3i nepeno3yBaHHS Malli€HTa CIIif JTiKyBaTH
CUMIITOMaTUYHO Ta, ¥ pa3i HeoOXimHOCTI, BXKUTH MiATPUMYBaJIbHUX 3axofiB. [T0oTpiGHO KOHTPOIIOBATH
¢bynkil nevinku Ta piBHi KK. EdQekTuBHICTS remMofiani3dy MaJoiMOBipHa.

ITo6iuni peakuii.

HebazxkaHi sgBHIIa, 110 Bif3HAaYalOThCS IIPYU 3aCTOCYBaHHI PO3yBacTaTUHY, 3a3BHUYall erki Ta
TuM4acoBi. MeHIme 4 % MNali€HTiB, AKi IpAManu po3yBacTaTHH Y KOHTPOJIbOBAHUX KITiHIYHUX
MOCTiMKEHHSX, IPUITMHUIY TiKyBaHHS Yepe3 PO3BUTOK MOOIYHUX peakKIliii.

Huxye mpencraBineHuit mpodins HeGaXkaHUX peaklliii Ha PO3yBaCTAaTHUH 3a JaHUMHU KITiHIYHUX
OOCIIIiAKEeHb Ta BEJIMKOT0 JOCBiAY MiCIgpeeCcTpaliiHoro 3aCTOCYBaHHS IIpelnapaTiB po3yBaCcTaTUHY.
Heb6axani peakirii KnacugikoBaHi 3a 4aCTOTOIO Ta CuCTeMHO-opranHuMy Kinacamu (COK).

3a yacToTor HebaxKaHi peakiril po3mofineHi TakuM yuHOM: 4acTo (=1/100 Ta <1/10), HEYacTO
(=1/1000 Ta <1/100), pigxo (=1/10000 ta <1/1000), gy=xe pigko (<1/10000), wacToTa HeBifoMa
(HeMOKJIMBO OLIIHUTH 3a HAaSIBHUMU TaHUMH).

3 60Ky Kposi ma aimpamuyuHoi cucmemu: PifKO - TPOMOOLUTOTIEHIS.

3 boky imyHHOI cucmemu: PIAKO - peakilii rinepyyTIuBOCTI, B TOMY YKCJIi aHTiOHEBPOTHYHUH
HaOpSK.

EHA0OKpUHHi po3aadu: 9acTo — IYKPOBUil miabeT'.
IIcuxiyHi po3sadu: 4aCcTOTa HEBIAOMa - AETpecid.

3 60Ky Hepsosoi cucmemu: 4aCTO — TOJIOBHUM 0ilb, 3aIlaMOPOYEHHS; AyXKe PiAKO —
IIOJIIHEBPOIIaTisA, BTpaTa aM’ sTi; YacToTa HeBioMa — mepudepryHa HEBPOIATis, PO3JIafu CHY (B
TOMY 4KCJli 6€3COHHS Ta HiUHi KoIIMapH), MiacTeHis rpasic.



3 60Ky opaaHie 30py: YacTOTa HEBigOMa - OYHA MiaCTeHis.

3 60Ky opaaHie OuxaHHs, 2pyOHOI KaimKu ma cepedocmiHHA: YaCTOTa HEBijoMa — Kalllellb,
3auUIlIKa.

3 60Ky WAYHK0BO-KUWKOB020 MPAKMY: YaCcTO — 3aIop, HymoTa, abgomiHanbHuM 0iflb; pigkKo -
ITAaHKpeaTHuT; 4aCTOTa HeBigoOMa - miapes.

3 6oky eenamobiniapHoi cucmemu: PiIKO — MiIBUIIEHHS PIBHA I€YiHKOBUX TpaHCaMiHa3; OyXe
PIAKO - XKOBTSHULIS, TeTIaTUT.

3 60Ky wKipu ma nidwkipHoi KAiMKo8uHU: He4aCTO — CBepOixk, BUCHII, KPOIIMB THKA; YaCTOTa
HeBigoMa — cuHApoM CriBeHca—I?)KOHCOHA, MeIMKaMeHTO3Ha Peakilis 3 e03uHO0(isielo Ta
cuctemHumu nposiBamu (DRESS).

3 60Ky ckesiemHoi MycKyaamypu ma cno/ayyHoi mKkaHuHu: 9acTo - Mianrisg, pigkKo — miomaTis (B
TOMY YMCJIi Mio3uT), pabmoMiosi3, BOBYaKOMOMiOHNM CUHIPOM, PO3PUB M'SI3iB; IyKe PifKo -
apTpaJris; YacToTa HeBijoMa — MOPYINEHHS 3 60Ky CyX0XKHUJIb, iIHKOIU YCKIIagHEeHi
po3puBaMHy, IMyHOOIIOCEPEeNKOBaHa HEKPOTU3YOUYa MioIaTid.

3 60Ky HUPOK ma ceuosudinbHoi cucmemu: OyXKe PiAKO - reMaTypis.
3 60Ky penpodykmueHoi cucmemu ma MO/A0YHUX 3d/103: OyXKe PiiKo - TiIHEKOMacCTis.
3aeanvHi po3aadu ma cmau micus eeedeHHs: 4aCTO - aCTEHisl; YaCTOTa HeBimoMa - HaOpSK.

' YacToTa 3a7eKUTh Bifl HASIBHOCTI (hakTOpiB PU3UKY (piBeHb I'IIOKO3M HaTIIe =5,6 MMob/1, IMT
>30 kr/™M°, migBHUIIEH] PiBHI TPUTMiIIEPUAIB, apTepianbHa TilepTeH3is B aHaMHe3i).

4k i mpu 3acTtocyBaHHi iHmux iHribiTopie 'MI'-KoA, yacTtoTa HebaXaHUX peaklliii Ma€ TeHIEHIIi0
3ajIe2KaTH BiXl HO3H.

Bnaue Ha HUpku

[Tporeinypis, BUsBIeHa y pe3y/IbTaTi aHaNi3y 38 TeCT-CMyKKaMU IlepeBaXKHO KaHalblleBOI0
IIOXOMI2KEHHS, CIIOCTepiranacs y nali€eHTiB, 9Ki 3aCTOCOBYBau PO3yBacTaTHH. 3MiHU BMicTy Oifka y
ceui Big Hyns abo crmigiB o 3HaueHHs abo Oinbiie crioctepiranucs y <1 % MalieHTiB y JesKux
YaCcoBMX TOYKaX Y XOfIi 3aCTOCYBaHHS npemnapaty B go3ax 10 ta 20 mr i y mpubnusno 3 % - npu mo3i
40 mr.

HeBenuke 306inbIIeHHST YaCTOTH 3MiHM BMICTY Bif Hy/s abo CJIifiB 0 3HAYEHHS CIIOCTEPiranucs npu
mo3i 20 Mr. Y 6inbIIoCcTi BUMTaAKiB MPOTEiHYPisi 3MeHIIyBasacst abo 3HKUKasa CIIOHTAHHO IIPU
IIPOMOBXKEHHI Tepallii. 3a JaHUMY KITiHIYHUX [OCITigXKeHb Ta TOCTMAaPKETHHTOBUX CIIOCTEPEKEHDb Ha
[aHWY Yac He BUSIBJIEHO IPUYMHHO-HACIIIIKOBOTO 3B 13Ky MiXK IIPOTEIHypi€io Ta ToCTpuM abo
IIPOrPeCcylYUM 3aXBOPIOBAaHHSIM HUPOK.

Ha T1i 3acTocyBaHHS IIpenapaTiB po3yBacTaTUHY Bil3Ha4eHO BUMIAKU reMaTypil; 3a JaHUMU
KJIIHIiYHUX JOCIIiIXeHb, 4acTOTa il Masa.

Bnaue Ha CKe/semHy myckyaamypy



YpaxeHHS CKeJIeTHOI MyCKy/IaTypH, Taki SIK Mianris, MionaTis (B ToMy 4uCJIi MiO3UT), Ta 3pigkKa
pabmomiosni3 i3 ToCTPO0 HUPKOBOIO HENOCTATHICTIO yu 6e3 Hel Oy/u BiI3HaueHi npu 3aCTOCYBaHHi
Oymb-sIKUX 003 PO3yBacTaTUHY, 0COOIMBO IMpHU Ao3ax > 20 Mr.

Y nanieHTiB, gKi IpuiiMany po3yBacTaTUH, CIOCTEPIranocs fo303alexHe 3pocTaHHs PiBHIB KK; y
OinbInocTi BUMaAKiB siBuiile 0yJ10 c1abKUM, aCUMITOMAaTUYHUM Ta TUMYacoBuM. Akiro piBHi KK
migBuieHi (>5 pasiB Buiie BMH), miKyBaHHS CIIif IpUIHHUTH (OuB. po3min «Oco0IuBOCTI
3aCTOCYBaHHS»).

Bnaue Ha neyiHKy

qK i mpu 3acTocyBaHHi iHIIKX iHTi0iTOpiB [MI'-K0OA-pemykTasu, y HeBEIUKOI KilTbKOCTi
TaIli€HTIB, SKi MpUiiMany po3yBaCTaTUH, Bif3Havasocs 10303aliexkHe 30i/IbIlIeHHs PiBHS
TpaHCcaMiHas3; y GiNbIIOCTI BUMTAKIB sBUIIE Oy0 CTabKUM, aCUMITOMATUYHUM Ta
TUMYaCOBUM.

Ha t71i 3acTocyBaHHS mesiKUX CTATUHIB Big3Havyalucs Taki HeOaxkaHi SBUIIA:
- po37aj CTaTeBOI PYHKIIII;

- OKpeMi BUNIagKM iHTEPCTHIiaIbHOI XBOPOOU JiereHb, 0COOMMBO NIPX TPHBAJIOMY 3aCTOCYBaHHi
(muB. po3min «OcoBIMBOCTI 3aCTOCYBAHHSI»).

YacToTa noBimomMIeHb po pabmomiosi3, cepio3Hi mopyeHHs 3 60Ky HUPOK Ta MeYiHKM (ITepeBaxKHO
IiABUINEHHS aKTUBHOCTI ITeUYiHKOBUX TpaHcaMiHa3) OinbIlla Py 3aCTOCYBaHHi mpemnapary B [o3i 40
MT.

Himu

[TipBuieHHs piBHS KpeaTuHKiHa3u >10 pagis Buie BMH Ta cumntomu 3 60Ky M’'A3iB micis
GbisuyHOTO HAaBaHTaXKEHHS abo MmifBUIIEHOI (i3NYHOI AKTUBHOCTI cIIocTEpiranucs vacrime y 52-
THUXKHEBOMY K/IIHIYHOMY OOCTIIAKEHHI 3 y4acTIO JiTed Ta MifIiTKiB IOPIBHAHO 3 JOPOCIUMU
(muB. po3min «Oco6nuBoCTi 3acTOoCyBaHHs»). [IpoTe mpodink 6e3meKu po3yBacTaTUHY V OiTen
Ta MiAJiTKiB OyB MOAiOHKUM [0 TAKOTO y TOPOCIHX.

[ToBimoMIIeHHS PO HiM03poBaHi MOOiYHiI peakirii

[ToBimomnenHs mpo mobiuHi peakiril micis peecTpatiii TikapchbKoro 3aco0y Ma€ BaXK/IuBe 3HAYEHHS.
Lle nae 3MOry IpOBOAUTYU MOHITOPUHT CIIIBBiIHOIIEHHS KOPUCTH/PU3UK IIPU 3aCTOCYBaHHI IIbOTO
JiKapchbKoro 3aco0y. MeguyHuM Ta ¢apMalleBTUUHUM IIpalliBHUKaM, a TaK0oX IallieHTaMm abo ix
3aKOHHUM IIpefCTaBHUKAM CJIiff IOBiJOMJISITH IIPO YCi BUMTAAKU Mif03PI0BaHUX MOOIYHNX Peakllii Ta
BificyTHOCTI e(heKTHUBHOCTI JTiKapchKOT0 3aco0y yepe3 ABTOMaTH30BaHy iHpopMaliiiiHy cucteMy 3
(dapMakoHarasAagy 3a MocuinaHHAM: https://aisf.dec.gov.ua

Tepmin npudamuocmi. 3 POKH.


https://aisf.dec.gov.ua

YMoBu 30epiranssi.

30epiraTu B OpUTiHANBHIN YIIaKOBIi Y HEIOCTYIIHOMY /15 OiTel Miclli npu TeMmepaTypi He Buie 30°
C.

YnakoBka.

[To 10 TabneTox y GiicTepi; mo 3 GiicTepu y KapTOHHIHM KOPOOIIi.

Kareropist Bigmycky. 3a peLlerToM.

BupoOHHUK.
Aptypa ®apmacsiotikana [1sT. JIto. (POMECTIH® 5, POMECTIH® 10, POMECTIH® 20).
abo

AnanTta Mepmikeap Jlimiten (POMECTIH® 10, POMECTIH® 20).

Micue3HaxoKeHHsI BHPOOHHKA Ta HOro aJgpeca MicCIlsi IPOBaIKeHHS Tis/IbHOCTI.
Aptypa ®apmacsrooTikans [IsT. JITh.

1505 ITopris Poyg, Ilpi Citi CE3, CeTtaBeny Manpan, Parion YitTop - 517 588, mrat AHaxpa
IIpapgew, Iamgis.

abo
AnaHTa Mepnikeap Jlimiten

Yak 17 MJI, Arpo ¢yn napk Poyg, PIIKO Ingactpian Epia, Yaior Bixap,
[Ipiranranarap-335002 (PagxacTtaH), Inmis.

3asIBHHUK.

Ananta Megikeap JItq.

Micue3HaxomKeHHs 3asiBHHKa Ta/a00 mpeacTaBHHUKA 3asiBHUKA.

Ceiot 1, 2 Cretimun Kopt, Imnepian Bapd, Tayumen Poan, ®ynxam, JlougoH, Benuka Bpurtawnis.



