IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

PO3YKAPII® 10
(ROSUCARD"® 10)
PO3YKAPTI® 20

(ROSUCARD"® 20)

Cknao:
Oitoua peuosuHda: po3yBacTaTHH;
1 TabneTka MicTUTL po3yBacTaTuHy (y popMi po3yBacTaTuHy KasnblieBoi comi) 10 Mr a6o 20 mr;

0ONOMIdICHI peYOBUHU: TTAKTO3KW MOHOTIAPAT, I[e/TI0103a MIKPOKPHCTalliYHa, HaTPil0 KPOCKAapMeIo3a,
KPEMHiI0 mioKcu[ KOnoiguuit 6e3BOMHUM, MarHilo cTeapar, rimpoMenosa 2910/5, makporoin 6000,
tuTany giokcup (E 171), Tanbk, 3amiza okcup 4epBonuii (E 172).

JIikapcbKa ¢opma. TabneTKy, BKPUTI 000JI0HKOIO.
OcHosHi (pi3uko-xiMiyHi 8 1acmusocmi:

tabneTku mo 10 Mr: oBasbHi ABOONYKJIi TaONIeTKY, BKPUTI 000JI0HKOIO, CBiTI0-pOKEBOT0 KOIHOPY 3
PO3MOMiNIBUO0 PUCKOIO;

tTabneTku mo 20 Mr: oBajbHi ABOOMYKII TaONeTKH, BKPUTI 000JI0HKOIO0, POKEBOTO KOILOPY.

dapMmakoTepaneBTHYHA rpyma. ['inoninmigemiuni 3acobu. IaribiTopu 'MI-KoA-penyKkTasu.

Koo ATX C10A AQ7.

dPapmako02iuHi e1acmusocmi.
dapmakoOuHamika.
MexaHi3m 0ii

Po3yBacTaTuH € CeJIeKTUBHUM KOHKYpeHTHHUM iHribiTopoM ['MI'-KoA-penykTa3u, GepMeHTy, 110
BM3HayYae IMIBUAKICTh pPeakllil Ta IepeTBOPIOE 3-TifPOKCHU-3-MeTUITIIyTapUIIKOeH3UM A ¥ MeBaJIOHaT,
NoNepegHUK XoyiecTeprHy. OCHOBHUM MiclleM [il po3yBacTaTUHY € IeUiHKa, OpraH-MillleHb s



3MEHIIEHHS PiBHS X0JIECTEPUHY.

Po3yBacTaTuH 30inbiIye KinbKicTh nedinKoBuX penenTopis JIITHII] Ha noBepxHi KIiTUH, 30iMbIIyI09N
3axomyieHHs Ta Katabomniam JIITHIII, 110, y CBOIO Yepry, IpU3BOOUTE A0 MIPUTHIYEHHS CUHTE3Y
JIompoTeifiB myKe HU3bKOI minbHOCTI (JITIIHIII), 3MeHIIyI04u TUM CAMUM 3aralibHy KilbKiCTb
JITTHIT ta JITIOHII.

®apmakoOuHamiuHa 0ia
PosyBacTaTuH 3MeHIIye MiABUILEHY KinbKicTh XomecTepuny-JITTHII (XC-JITTHIL), 3aransHOr0
xonecTepuny Ta tpuriinepunis (TT'), memo 30inbiIye KiNMbKiCTh X0I€CTEPUHY-TIINONPOTEINIiB BUCOKOI

mineHOCTI (XC-JITIBII). Bin 3MeHmye KinbKicTh anomninonporeiny B (amoB), XC-ueJITIBIII,

XC-JITIOHIII, TT-JITIOHII Ta memio mipBuiilye piBeHs amnoninonpoTeiny A-I (amoA-I) (guB. Tabmuino 1),
3MmeH1ye cniBBigHomenHs XC-JIITHII/XC-JIIIBIL, 3aransruu XC/XC-JITIBII Ta

XC-meJITIBII/XC-JITIBI] Ta cuiBBimHOIIEHHS anoB/ amoA-IL.

Bigmosigp Ha mO3y po3yBacTaTUHY Yy MAIiEHTIB i3 mepBUHHOIO rinepxonecTepuHeMieio Tuny Ila ta IIb
(BigKOpHUTOBaHa CepegHS BiCOTKOBA 3MiHa MOPIiBHSIHO 3 IOYaTKOBUM PiBHEM)

Tabnuis 1
TTo3a N XC-JITTHINBaransaui [XC-JIMIBII [TT XC-neJI[1BIIljlaroB amoA-I
XC
[Tname6o |13 -7 -5 3 -3 -7 -3 0
5 17 -45 -33 13 -35 -44 -38 4
10 17 -52 -36 14 -10 -48 -4.2 4
20 17 -55 -40 8 -23 -51 -46 5
40 18 -63 -46 10 -28 -60 -54 0

TepaneBTUYHUYN e(PEKT IPOSIBIIETLCS IPOTATOM 1 TUXKHS IIiC/IS MOYaTKy Teparlil po3yBacTaTUHOM,
yepe3 2 TUXKHI JIiKyBaHHS e(eKT pocsaraetbcs 90 % MakKCHMaIbHO MOXKJIUBOTO e(PEKTY.
MaxkcumanbHUY epeKT, K IPaBUJI0, JOCATAETLCA Yepe3 4 THUXKHI i MiC/sA HbOTO IOCTIHO TPUBAE.

KniHiuHa epekmugHicmb ma 6e3neka

PosyBacTtaTus epeKTUBHUY y TiKyBaHHI JOPOCIIHUX i3 TiIepxojecTepuHEMIEIO - i3
rineptpurmiinepuneMieio abo 6e3 Hel - He3a/leXKHO Bifl pacH, CTaTi Y4 BiKy, a TaKOXK Y Ialli€HTiB
0COOIMBUX I'PYII, TAaKUX SIK XBOPi Ha IyKPOBUii fiabeT abo mallieHT# i3 ciMenHo10
rinepxoyieCTEPUHEMIER0.

3a 06’egHAHMMU HaHUMU HocHigKeHb (a3u Il po3yBacTaTul eeKTUBHO 3HUXKYBAB PiBHI
XO0JIeCTEPHUHY Y OiNbINOCTI MmallieHTiB i3 rinepxosnecteputemieto tumy Ila Ta IIb (cepenniit moyaTKoBUHA
piBenb XC-JITTHIII mpu6mau3H0 4,8 MMOIB/T) [0 I[iIbOBUX 3HAYEHb, BCTAHOBIIEHUX BU3HAHUM
KepiBHULITBOM EBPOIENCHKOTO TOBapuCTBa aTepocknepo3y (EAS; 1998); npubnusuo y 80 %
MAI€HTIB, AKi MpuiiManu npenapat y go3i 10 mr, Bganocs oCATrTH HOPpMaTUBHUX LiTbOBUX PiBHIB XC-
JITTHIII 3a EAS (<3 MMoOiB/mn).



Y BenukoMy gocrigkeHHi 435 Malli€HTiB i3 reTepO3UTr0THOIO CIMENHOIO TinepxonecTepruHeMielo
IIpUUMaly po3yBacTaTuH y fo3ax Bif 20 mo 80 Mr 3a cXeMO NOCUIEHOI'0 TUTPYBaHHS [O3U.
CrpusTIUBUY BIIJIUB JTiIKAPCHKOTO 3ac00y Ha MOKA3HUKH JIIMiMiB Ta HOCITHEHHS IiTbOBUX PiBHIB
Bif3Hayanu npu Bcix mo3ax. Ilicns TuTpyBaHHS 0o 0o6oBoi mo3u 40 Mr (12 THUXKHIB JTiKyBaHHS)
XC-JITTHI 3menmuBcst Ha 53 %. YV 33 % matiieHTiB 0y710 JoCATHYTO HOpMaTuBHUX piBHIB XC-JITTHII]
3a EAS (<3 mMounb/mn).

Y BiKpuTOMY [OCIIIIKEHH] IIOCAJIEHOT0 TUTPYBAHHS 03 BiANOBIAL Ha 3aCTOCYBaHHS PO3yBaCTaTUHY
y mo3ax 20-40 Mr BuB4Yanu y 42 malfieHTiB (BK/II04awOuu 8 [iTel) i3 TOMO3UTOTHO CiMEUHO0
rinepxonectepuHeMieo. Y 3arasbHii nomynsiil piBeHb XC-JITTHII 3MeHIINBCS B CepeIHBOMY Ha

22 %.

V kiHIYHUX JOCTIIXKEHHSIX 3 y4acTi0 00MekeHOoi KiTbKOCTi IalliEHTiB CIIOCTepiraBcs amguTUBHUN
eeKT po3yBacTaTHHY Ha 3HUXKEHHS PiBHS TPUTJIIEPUIIB IPU 3aCTOCyBaHHi y KoMbiHalii 3
dbenodibpaTom Ta Ha mipBuieHHs piBHiB XC-JITIBII mpu 3acTocyBaHHI y KoMOiHaIlil 3 HialluHOM (OUB.
po3min «Ocob6IMBOCTI 3aCTOCYBaHHS»).

Y GaraTolieHTPOBOMY IIOABINHO CIioMy Iale00-KOHTPOIbOBAaHOMY KITiHIYHOMY [OCTiIXKeHH]
(METEOR) 984 narmientu BikoMm 45-70 poKiB i3 HU3LKUM PU3UKOM illIeMidHOI XBOpOoOU ceplist
(BU3Ha4YeHUM K pPU3UK 3a OpaMinreMchkoro mkasno <10 % npotsarom 10 pokis), cepegHiM
3HaueHHaM XC-JITTHIII 4,0 mmons/n (154,5 Mr/an), ane i3 CyOKIiHIYHUM aTEPOCKIEPO30M
(BU3HaYeHUM 3a 30i/IbIIeHHSIM TOBIIUHU KOMIIJIEKCY iHTHMa-Mefis coHHol apTepii (TKIMCA)) Oymu
paHaoMi30BaHi 0 ABOX IPYI Ta IpUKManu oguH pa3 Ha 7006y abo 40 Mr po3yBacTaTuny, abo mniamedo
IpoTsroM 2 pokiB. ITopiBHSHO 3 myanebo po3yBacTaTUH 3HAYHO CIIOBiTbHIOBAB IIPOrPECYBAaHHS
MakcumanbHOl TKIMCA y 12 Toukax coHHOI apTepii Ha -0,0145 mm/pik [95 % moBipuuii iHTepBan
-0,0196, -0,0093; p<0,0001]. 3mina nmopiBHAHO 3 TOYATKOBUM piBHeM cTaHOBuUA -0,0014 MM/pix
(-0,12 %/pik (cTaTUCTUYHO HE3HAUYINA)) Y IPYIIi pO3yBaCTaTUHY OPIBHSHO 3 IPOrPeCyBaHHSAM
0,0131 mm/pik (1,12 %/pik (p<0,0001)) y rpymi nnane6o. ITpsimMoi Kopemnsiril MixK 3MeHIIeHHSIM
TKIMCA Ta 3HMKEeHHSM PU3UKY IOpYIIeHb 3 60Ky CeplieBO-CyIUHHOI CHCTEMH ITPOIEMOHCTPOBAHO
He Oyro. [lo gocnigxkenus METEOR Oynu 3amydeHi nalieHTH i3 HU3bKUM PU3UKOM ilIeMigHO1
XBOpOOU ceplid, SKi He € TPefcTaBHUKAMH I[i/Tb0BOI 3aCTOCYyBaHHS po3yBacTaTHHY 40 Mr.
PosyBactatun 40 Mr ciig npu3HavaTy IpHA3HAYaTH JIAIIE MallieHTaM i3 TIXKKOH0
rinepxonecTepuHEMi€l0 Ta BUCOKMM PU3UKOM CepleBO-CYOTUHHUX PO3JafiB (OuB. po3min «Cmocid
3aCTOCYBaHHS Ta JO3M»).

B iHTepBeHIIMHOMY [OCTI)KEeHH] pO3yBaCTaTUHY 3 METOI0 OOTPYHTYBaHHS 3aCTOCYBaHHS CTAaTUHIB 5SIK
3aco0y nepBunHOi mpodinakTuku (JUPITER) BIIMB po3yBacTaTUHY Ha YaCTOTy 3HAYHUX
aTepOCKJIEPOTUYHUX CEPLEeBO-CYOUHHUX 3aXBOPIOBaHb OIiHIOBanu y 17802 vonosikis (=50 pokiB) Ta
XKiHOK (=60 poxkiB).

YyacHUKHY JOCTigKeHHs Oy BUIIagKOBUM YMHOM PO3MOfineHi no rpymn miamne6o (n=8901) abo
po3yBacTaTHHY B [03i 20 Mr ofuH pa3 Ha go0y (n=8901) i 3a HUMU crioCcTepiraau B CepegHbOMY
IIPOTATOM 2 POKIB.

Konuesntpauii xonecrepuny-JITTHII 3amenmmnucs Ha 45 % (p<0,001) y rpyni po3yBacTaTuHy
MIOPIBHSHO 3 T'PYIIOIO Iialebo.

Y post-hoc anani3i gaHuX miATpynyu namieHTiB BUCOKOTO PU3UKY 3 T0YATKOBUM 3HaueHHIM >20 % 3a
®pamiHreMcrKo10 mkasnomw (1558 ydyacHUKIB) criocTepiranocs 3HayHe 3HUKEHHS YaCTOTH
KOMOiHOBaHOI KiHIIeBOI TOYKH, 1[0 OXOILTIOBAjIA JIeTaIbHUN HACIIIOK Bifl CepleBO-CYOUHHUX TOMii,
iHcynbT Ta iHpapKT Miokapaa (p=0,028), y rpymi po3yBacTaTUHY MOPiBHSHO 3 miane6o. AGCOMIOTHE
3HUKEHHS PU3UKY MofiK cTaHoBUIO 8,8 BunagkiB Ha 1000 marieHTO-pokiB. [ToKa3HUK 3arajbHOI



JIeTalIbHOCTI JIMIIIABCS He3MiHEeHUM ¥ il rpymi Bucokoro pusuky (p=0,193). ¥ post-hoc anamizi
IaHUX MiOrpyny BUCOKOTo pu3uky (9302 yyacHUKHY 3arajioM) i3 MO4aTKOBUM 3HAUYeHHAM =5 % 3a
mKkanoi SCORE (ekcTpamonboBaHO 3 METOI0 BKIIIOUEHHS JaHUX YYaCHUKIB BiKOM IMOHAA 65 POKiB)
CIlocTepiranocst 3Hauyllle 3HUKEHHST YaCcTOTH KOMOiHOBaHOI KiHIIEBOI TOUKH, II0 OXOIITIOBaia
JleTaJbHUM HACJIiOK Bif CeplieBO-CyOAUHHUX IIOAiN, iHCYNbT Ta iHpapkT Miokapaa (p=0,0003), y rpymi
po3yBacTaTHHY IOPiBHSAHO 3 Miale00. 3HWKEHHS a0COTIOTHOTO PU3UKY, BUPaXKEHOTO 3a YaCTOTOI0
mopii, ctanoBuno 5,1 Bunagky Ha 1000 maiieHTo-pokiB. [ToKa3HUK 3arajibHOIL JTIETANIBHOCTI Y ik
HiATPYTi BUCOKOTO PU3UKY nuiiaBca He3MiHeHUM (p=0,076).

Y mocnigxensi JUPITER 6,6 % y4yacHUKIB Ipynu IpuioMy po3yBacTaTuHy Ta 6,2 % y4aCHHUKIB I'pynu
n1ane60 TPUIMHUIIK 3aCTOCYBAHHS NOCIIZKYBAaHOTO JIIKapChKOT0 3ac00y Yyepe3 HebaxkaHi SBUIIA.
Haitvacrimumy He6akKaHUMY SBUIIAMHY, 1110 ITPU3BOIUIIN 00 MPUITMHEHHS TiKyBaHHS, OyIu Mianris
(0,3 % y rpymi podyBactaTtuny, 0,2 % — nnaue6o), abgominansaui 6ins (0,03 % y rpymi
po3yBactatuny, 0,02 % — nmane6o) ta Bucur (0,02 % y rpymi po3yBactatuny, 0,03 % — nnane6o).
Haiiuacrimumy He0akKaHUMU SIBUIIaMHU, II0 CIIOCTEPIraaucs y IPylli po3yBacTaTUHY i3 4aCTOTOIO,
6inbIoro abo piBHOMW Big3HaveHil y rpymi muanebo, Oynu iHdekuii cewoBux usaxis (8,7 % y rpymi
po3yBacTaTuhny, 8,6 % — mmane6o), HazodpapuHrit (7,6 % y rpymi po3yBacTtaTuny, 7,2 % — mnarne6o),
6inb y ciuHi (7,6 % y rpymi po3yBactaTuny, 6,9 % — nnaue6o) ta mianris (7,6 % y rpymi
po3yBacTaTuhny, 6,6 % — marebo).

Himu
Y nopBitHOMY CIiOMy paHOOMi30BaHOMY 0araToIeHTPOBOMY IL1alie60-KOHTPOILOBAHOMY

12-TukHeBOMY mocmigKeHHi (n=176, 97 y4yacHUKIB 40JI0Bi40l Ta 79 — XiHOYOI CTaTi) i3 MOmaIbIINM
40-tuxkHeBUM nepiogoM (n=173, 96 y4yacHHUKIB 40JI0BiUO0l Ta 77 — KiHOYOI CTaTi) BITKPUTOTO
TUTPYBaHHS NO3U po3yBacTaTHHY nHalieHTH BikoM 10-17 pokiB (II-1V cTamii po3BuTKy 3a TaHHEPOM,
miB4aTa, y AKUX MEHCTpYyallil modanucs moHaMeHIIe 1 pik ToMy) i3 reTepO3UTroTHOI0 CiMENHOI0
rinepxonecTepruHeMi€o MPOTAToM 12 THUXKHIB OTPUMyBaJIu po3yBacTaTyH y #1031 5, 10 abo 20 mr/moby
abo nnarne6o, micns Yoro BCi yYacHUKY IIOAHS MPUMMau po3yBacTaTuH npoTarom 40 tuxHiB. Ha
noyaTky gociimxkenHs npubmu3no 30 % marienTtis 6ynu Bikom 10-13 pokis Ta npubnusuo 17 %,

18 %, 40 % Ta 25 % i3 Hux 3Haxomunucs Ha II, III, IV ta V crapii po3BuTKy 3a TaHHEPOM BigIOBigHO.

PiBens XC-JIITHIII 3menmuBca Ha 38,3 %, 44,6 % ta 50,0 % BignoBigHO y rpynax IpuUioMy
po3yBacTaTuHy B 103i 5, 10 Ta 20 Mr nmopiHsiHO 3 0,7 % y rpymi nnate6o.

Hanpuxkinni 40-TUKHEBOT0 Iepiofy BiIKPUTOTO TUTPYBAHHS [A03U AJi AOCATHEHHS LiJIbOBOTO PiBHS
(MakcuMarsnbHa fio3a cTaHoBmIa 20 Mr onuH pa3 Ha go0y) y 70 3 173 mamienTis (40,5 %) Bmamocs
gocArTy minboBoro piBus XC-JITTHII meHmie 2,8 MMOMIB/II.

[Ticns 52 THXKHIB HOCTIXKYBaHOTO JTiKyBaHHS He 0YyJI0 BUSBIEHO XKOIHOT0 BIJIWBY Ha picT, Macy, IMT
abo craTeBe mo3piBaHHS (OUB. po3min «OcobnMuBOCTI 3acTocyBaHHA»). Lle mocmigxkenus (n=176) He
IPUUHSATHE [JIS MTOPIiBHSIHHS PiIKUX HeOaxkKaHUX SIBUII.

Po3yBacTaTvH TaKOXK BUBYANIX Y 2-PIiYHOMY BIIKPUTOMY AOCTIAKEHH] i3 LiTbOBOIO TUTPALEIO0 JO3U Y
198 miteii 3 reTepO3UTOTHOIO CiIMEWHOIO TillepxoiecTepuHeMi€er0 y Billi Big 6 1o 17 pokis (88
y4aCHUKIB 4010Biv0i1 cTaTi Ta 110 - XKiHOYOI cTaTi, cTagis po3BUTKY 3a TaHHepoM <II-V). [TogaTkoBa
mo3a 1S BCiX MallieHTiB CTaHOBUJIA 5 MT PO3yBaCTaTUHY OOUWH pa3 Ha mo0y. ITarienTam BikoM Bif 6 mo
9 pokiB (n = 64) mo3y TUTPyBaX OO MaKCUMasbHOI 103U 10 MTr omuH pa3 Ha go0y, a malieHTaM BikoM
Bim 10 mo 17 pokiB (n = 134) - go MakcuMasbHOI 103U 20 MT ofuH pa3 Ha go0y.

[Ticns 24 MicsAniB JIiKyBaHHS PO3yBaCTaTUHOM CepPEeNHE 3HUKEHHS Biff BUXIHHOr0 3HaueHHs XC-



JITTHIII, Bu3Ha4YeHe 3a METOOM HalMEeHIIIUX KBafpaTiB, CTaHOBUIIO -43 % (BUXigHUU PiBEHb:

236 mr/oin, micsams 24: 133 mr/ain). [ KOXXHOI BiKOBOI TPy CEPeNHE 3HUKEHHS BiJf BUXiTHOTO
3HaueHHsa XC-JIITHIII, Bu3HaueHe 3a METOIOM HAaMEHIIIUX KBaipaTiB, CTAaHOBUIO -43% (BUXxigHUM
piBeHb: 234 mr/mn, micsans 24: 124 mr/on), -45% (BuxigHu# piBeHb: 234 Mr/on, micsaup 24: 124 mr/mn)
Ta -35% (BuxigHuu piBeHb: 241 Mr/on, micaus 24: 153 Mr/an) y BikoBuX rpymax Bifg 6 o <10, Big 10
o <14 i8ig 14 go <18 pokiB BiAMmoBigHO.

Pe3ynbpTaToM 3acTOCyBaHHS pOo3yBacTaTHHY ¥ fo3ax 5 Mr, 10 Mr i 20 Mr Takox OyIu CTAaTUCTUYHO
3HAQUYIII CepelHi 3MiHY Y IIOPIBHAHHI 3 BUXIAHUMY [TI0Ka3HUKAMU TaKUX BTOPUHHUX 3MiHHUX BEJIMYUH
mimigiB i mimompoTeiniB: XC-JITIBII, 3aransauit XC, XC-uweJITIBIL, XC-JITTHII/XC-JITIBIL, 3aranbHui
XC/XC-JITIBI, TT'/XC-JITIBI, XC-ueJITIBII/XC-JITIBII, anoB, amoB/amoA-1. KoxHa 3 1iux 3MiH
IeMOHCTPYBaJla MOJIMIIeHHS NTiMigHUX peakIliii i 30epiranacs MpoTaroM 2 Pokis.

[Ticns 24 mics1iB miKyBaHHS XKOTHOTO BIIUBY Ha picT, Macy Tina, IMT ab6o cTaTeBe mo3piBaHHS
BUSIBJIEHO He 0yi10 (ouB. po3ain «Oco0MMBOCTi 3aCTOCYBaHHS»).

Y panmoMizoBaHOMY, MMOABIHOMY CiIinioMy, T1aie60-KOHTPOILOBAHOMY, 0araToleHTPOBOMY,
IIepexpecHOMY JOCITi?KeHHi BUBYaIN PO3yBacTaTUH y 1031 20 MI oguH pa3 Ha mo0y y MOPiBHSAHHI 3
nnaie6o 3a ydacTio 14 miTel Ta migmiTKiB (BikoM Bif 6 o 17 poKiB) 3 TOMO3UTOTHOIO CiMEHHOI0
rinepxonectepuHeMieo. [locmigKeHHs BKIII0YalI0 aKTUBHY 4-THXKHEBY MATOTOBYY (a3y 3
NOTPUMaHHAM [i€TH, Mif Yac SKOI Mal[i€HTiB JIiKyBalu po3yBacTaTHHOM y [03i 10 Mr, mepexpecHy
a3y, 110 cknaganacs 3 6-TUKHEBOTO MePioy MiKyBaHHS PO3yBaCTaTUHOM B [03i 20 Mr i3
nornepegHiM abo MOOasbIINM 6-TUKHEBUM JIiIKyBaHHSAM ITalebo, Ta 12-TUXHEBY HigTpUMYy04y ¢a3sy,
IIPOTSTOM $IKOI BCi manieHTu oTpuMyBanu 20 Mr po3yBacTaTuny. IlaiieHTu, siKi nepedyBanu Ha
Teparil eseTumibom abo adepe3oM, IPOAOBKYBaId OTPUMYBATH Iie JIIKYyBaHHS IIPOTITOM yChOTO
OOCIiIXKEeHHS.

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

2,2 MMOJIB/]I) CIOCTepiraau 4yepe3 6 TUXKHIB JIIKyBaHHSA PO3yBaCTaTUHOM y H03i 20 MT y OpiBHSHHI 3
nnaie6o. CrocTepiranocs CTaTUCTUYHO 3HAUYIIe 3HUKeHHS 3aranbHoro XC (20,1%, p=0,003), XC-
uHeJI[IBII] (22,9%, p=0,003) i amoB (17,1%, p=0,024). Takox crocTepiranocs 3HUKeHHs piBHiB TT,
XC-JITTHII/XC-JITIBII, 3aransroro XC/XC-JITIBII, XC-meJITIBII/XC-JITIBII Ta anoB/anoA-I micnsa

6 TUXKHIB JTiIKyBaHHS po3yBacTaTHHOM y [03i 20 Mr y nopiBHSHHI 3 myanebo. 3HuKeHHS piBHSI XC-
JITTHIIT yepe3 6 TUKHIB JIiIKyBaHHS PO3yBAaCTaTUHOM Y 1031 20 MI' 3 HACTYIHUMU 6 TUKHIMU
nikyBaHHA mtane6o 36epiranocs npotsarom 12 TukHIB 6e3mepepBHOI Tepartii. Y ogHOro maiieHTa
criocTepiranocs mopanblie 3HUKeHHS piBHsA XC-JITTHII (8,0 %), 3aranbaoro XC (6,7 %) i XC-
HeJITIBII] (7,4 %) micns 6 TUXKHIB TiKyBaHHS 3 TUTPYBaHHSAM 03U 00 40 Mr.

[1ig yac IpOXOBXKEeHHS BIIKPUTOTO JIIKyBaHHS PO3yBaCTaTUHOM Y 0031 20 Mr y 9 3 1jux nauieHTiB 1o
90 tuxHiB 3uMKeHHs piBHI XC-JITTHII 36epiranocs B Mexkax Bim -12,1 % mo -21,3 %.

Y BigKpuUTOMY OOCIiAKEHHI TIOCUJIEHOTO TUTPYBAHHSA 103 Y 7 OLIHIOBAHUX [iTeH i MifgmiTKiB (y Bimi Bif
8 mo 17 pokKiB) 3 TOMO3UTOTHOIO CIMEHHOIO TillepX0IeCTePUHEMIEIO (OUB. BUIIE) BifCOTOK 3HUKEHHS
piBasg XC-JITTHIII (21,0 %), 3aransHoro XC (19,2 %) ta XC-ueJIIIBII (21,0 %) Big BUXigHOTO PiBHSA
micnis 6 TUXKHIB JTIKyBaHHS PO3yBaCcTaTHHOM B 031 20 MT BigIIOBifjlaB TOMY, IIJ0 CIIOCTEPIranocs y
BUIIlE3raflaHOMY [OCIiAXKEHH] ¥ OiTed Ta MiAMiTKiB 3 TOMO3UTOTHO CIMENHO0
rinepxoyieCTEpUHEMIER0.

€BpomelcbKe aTeHTCTBO 3 JIiKAapChKUX 3ac00iB BiIMOBUIOCS Bifl 3000B’s13aHHS HaJaBaTU Pe3yIbTaTH
OOCIiIXKeHb PO3yBaCTaTUHY Y BCIX MiATrpyIax AiTei 3 TOMO3UTOTHOK CIMENHOI0
rimepxoiecTepuHEMi€l0, IEPBUHHOI0 KOMOiHOBAHOIO (3MillIaHOI0) AUCIIIIimeMicro Ta ays
npodilakTHKY MOPYLIEHb 3 00Ky CeplieBO-CyOUHHOI cucTeMu (OuB. po3min «Crocib 3acTocyBaHHS Ta



MO3u» [IJIsI OTPUMAaHHS iHGOpPMaIlil 00 3aCTOCYBAaHHS HiTSM).

dapmakokiHemuxka.
BcmokmysaHHA ma po3nodia

MaxkcumasnbHa KOHIIEHTpallisl p03yBacTaTUHY Y IIJIa3Mi KPOBi IOCATA€ETHCS MPUONIU3HO Yepe3 5 TOAUH
icysa mpuiioMy BHYTPIIIHLO. BiogocTynHICTh cTaHOBUTD MpuOnu3Ho 20 %. Po3yBacTtaTun
HAKOMUYY€EThCS Y medini. 06’eM #Oro po3mominy ctaHoBUTh mpubausno 134 1. Maitxke 90 %
PO3yBacTaTHUHY 3B’3YETHCS 3 OiTKaMu I1a3MU KPOBi, B OCHOBHOMY 3 anbOyMiHOM.

MeTa001i3M

Po3yBacTtatuH mignaeTtbcs o6MexeHoMy MeTabomismy (mpubnausso 10 %). Po3yBacTaTul €
HemnpodineHUM cyOcTpaToM A MeTabosizMy depMeHTaMu cucTeMu 1uToxpomy P450. T'onoBHUM
i3opepmenTOM, 1110 6epe yuacTh y MeTaboniami posyBactatuny, € CYP2C9. ®epmentu CYP2C19,
CYP3A4 ta CYP2D6 6epyTh MeHIII aKTUBHY y4acTb y MeTa00i3Mi. ['07I0BHUMU BUSBIEHUMU
MeTaboiTamMu po3yBacTaTuHy € N-OUCMeTHN Ta TaKTOHOBI MeTabositu. N-qucMeTun nIpubaru3Ho Ha
50 % MeHIII aKTUBHUM, HiXK PO3yBacTaTHH, TaKTOHOBI MeTaboiTu (papMakoniorivHo HeakTHBHI. Ha
po3yBacTtaTuH mpunagae 6inbire 90 % akKTHBHOCTI HUpKy004oro inriditopa 'MI-KoA-pegykTasmu.

BuBeneHHs

[MTpubnu3uo 90 % mo3u po3yBacTaTUHY BUBOOUTHCS y HE3MiHEHOMY BUTTIAMI 3 pekamiaMu
(Bxmroyaroun abcopboBaHul Ta HeabcopOoBaHUM po3yBacTaTuH). [Hilla YacTUHA BUBOAUTLCS 3 CEUYEIO.
[lepion HaniBBUBEOEHHS 3 IJIa3MU KPOBi CTAHOBUTH Npubnu3Ho 19 rogus. Ilepion HamiBBUBeIeHHS
He 3MiHI0EThCS TIpu 30inbIneHHi mo3u. CepenHil reOMeTPUYHHUH KITipeHC CTAHOBUTD MPUOIu3HO 50
n/rop (KoedinieHT Bapiarii 21,7 %). 9k i y Bunagky iummux inri6itropis 'MI'-KoA-penykTasu, y mpolieci
IIeYiHKOBOTO 3aXOIJIEHHS PO3yBacTaTUHY Oepe y4acTh IePeHOCHUK XOJIeCTEPUHY, SKUU BUKOHYE
BaXKJIMBY POJIb y TI€UiHKOBIiH eJliMiHalil po3yBacTaTuHY.

JIinivHiCcTH

CucTreMHa eKCIIO3HIlisg PO3yBacTaTUHY 30iMbIIyETHCS ITPOIOPIIiHHO 0o Ho3u. [Ipu npuitoMi geKinbKox
no00BuX M03 hapMaKOKiHETHYHI TapaMeTpu He 3MiHIOIOTHCS.

Oco61uBi monynsanii XxBopux
Bik ma cmamb

BipcyTHil KniHIYHO 3HAYYLIX BIJIMB BiKy Ta CTaTi Ha papMaKOKiHETUKY PO3yBaCTaTHHY Y JOPOCIIHX.
dapmakoKiHETHKaA PO3yBaCTaTUHY Yy OiTel Ta MifJIiTKiB i3 reTepO3UT0THOK CiMENHOI0
rinepxonectepuHeMieio Oymna momi6bHoOIO0 10 hapMaKOKiHETUKH Y TOPOCTIHAX JOOPOBOJIBINB (IUB. PO3Mi
«JliTm»).

EmmHiyuHi epynu

Y npencraBHUKIB HapofiB A3il (IMOHIIB, KATaWIlB, piminminilis, B'eTHamIlB i Kopernis) I1I1K (mroma
IIif KpHUBOIO «KOHIIEHTpalisi-yac») ta C,,,, € IpuONIM3HO y 2 pa3u GiIbIINMHU, HiXK Y IpeiCTaBHUKIB
€BPOIIEOIfHOI pacu. B iHpyciB cioctepiranocs 36inbuients menianu I1I1K ta C,,,, v 1,3 pa3a.



[Monynsuiaui (HapMaKOKiHEeTUUHUYN aHalli3 BUSBUB, 110 KIIIHIYHO 3HAUYIIUX BiIMiHHOCTEH ¥
(hapMakKOKiHETUYHUX ITapaMeTpax MiXK IpeacTaBHUKaMH €BPOIIEOIOHOI Ta HETPOIMHOI pacu HeEMaeE.

IManieHTH 3 HUPKOBOIO HETOCTATHICTIO

Y nanieHTiB i3 merkuMu abo IOMipHUMY OPYIIEHHSAME QYHKIlI HUPOK PiBeHb KOHIIEHTpAIii
po3yBacTaTusy Ta N-gucMeTusy y mnjaa3Mi KpoBi iCTOTHO He 3MIHIOETHCA. Y NAL€HTIB i3 TAKKOIO
HUPKOBOIO HEIOCTATHICTIO (KJIipeHC KpeaTHHiIHY < 30 MJI/XB) KOHI[EHTpallisi po3yBaCTaTUHY y Ija3Mi
KpPOBi y 3 pas3u BUIlla, a KOHILeHTpalisa N-gucMeTuny y 9 pasis Bullla, HiXK y 370POBUX JOOPOBOJIBIIIB.
KoHIeHTpalisg po3yBacTaTUHY Y IIJ1a3Mi KPOBi MallieHTiB, ki mepebyBaloTh Ha reMofianisi, 6yna
npubnu3Ho Ha 50 % BUINOIO, HiXK Y 3IOPOBUX JOOPOBOJIBIIIB.

XBOpi 3 Ne4iHKOBOIO HEOCTATHICTIO

Cepe[ XBOpUX i3 Pi3HUMU CTYIEHSIMHU [I€YiHKOBOI HEJOCTATHOCTI He BUSIBJIEHO 30i/IbllIeHHS NTepiony
HalliBBMBEMIEHHS PO3yBacTaTUHY, aKio Oan 3a Yannmom-I1'to y Hux OyB 7 Ta HUXk4e. OgHaK y IBOX
naiieHTiB 3 6amamu 8 Ta 9 3a YalnmoMm-I1'to crmocTepiranocst mogoBXKeHHS MepioAy HaliBBUBEIeHHS
ImoHalMeHIe y 2 pa3u. [IoCBifl 3aCTOCYBaHHSI pO3yBacTaTUHY MallieHTaM i3 6anom Buiile 9 3a
Yaungom-I1'10 BigCyTHIHU.

I'enemuyHull noaimopiam

Po3nogin inri6iTopis 'MI'-KoA-penyKkTa3u, B TOMY YKCIIi pO3yBacCTaTUHY, BifOYBA€THCS 3 YUACTIO
tTpaHcnopTHux 6inkiB OATP1B1 ta BCRP. Y marienTis i3 remetuunum nomnimopdizamom SLCO1B1
(OATP1B1) Ta/a6o ABCG2 (BCRP) icHye pu3uK MigBUIIEHO] €KCII03Ullil po3yBacTaTUHY. [Ipu OKpeMux
dopmax momimopgizamy SLCO1B1 ¢.521CC ta ABCG2 c.421AA ekcno3sunis po3yBactatury (AUC)
migBuIneHa nmopiBHsHO 3 reHotunamu SLCO1B1 ¢.521TT a6o ABCG2 ¢.421CC. CnenianbHe
TeHOTUIIYBAHHA Y KIIiHIYHIN IpaKTulli He mepenOadyeHe, ajie MallieHTaM i3 TaKuM moyiMopdizmMom
PEKOMEH[YEThCS 3aCTOCOBYBATH MeHIy J000BYy 03y PO3yBaCTaTUHY.

Himu

IBa mocrnimkeHHS dpapMaKOKiHETUKY PO3yBacTaTUHY (y BUTTIAMi TabneToK) y miTen i3
reTepo3Ur0THOIO CiIMENHOIO TimepxosecTepuHeMicio BikoM Bim 10 mo 17 pokiB a6o Bim 6 mo 17 pokis
(3aranom 214 malieHTiB) ITOKa3asy, 10 eKCIO3UIlisd IIpenapaTy B fgiTel HUK4Ya abo momidHa oo
€KCITO3UIlil y opOoCNuX MalieHTiB. EKcno3unis po3yBacTaTuHy Oyia nepef0dadyBaHOIO BiiTIOBITHO [0
[O3U Ta TPUBAJIOCTI IPUMOMY IIPOTSATOM OiIbII HiXK 2 POKU CIIOCTEPEKEHD.

KrinigHi xapaKTepHCTHKH.
Iloka3zanus.
JIixyeaHHA 2inepxoaecmepuHemii

HopocnuM, miamiTKaM Ta OiTSM BIKOM Bifi 6 POKIB i3 IepBUHHO rinepxonecrepuneMieo (tumy Ila, y
TOMY YHCJIi i3 TeTepO3UT0THOIO CiIMEHHOI0 TinepxonecTepuHeMiero) abo 3MilIaHo0 OUCimiTeMieo
(Tuny IIb) sIK HOTIOBHEHHS [0 AiETH, KOMYM NOTPUMAHHS [i€TU Ta 3aCTOCYBAHHS iHIIUX
HeMeIHKaMeHTO3HUX 3ac00iB (Hanpukian ¢hi3uuyHUX BIIPaB, 3HUKEHHS MaCH Tijla) € HeMOCTaTHIM.



opocnuM, mipmiTKaMm Ta OiTSM BiKOM Biff 6 POKiB IpX TOMO3UTOTHIY CiIMEHHINHIN IPpU TOMO3UTOTHIN
ciMmeltHil rimepxoiecTeprHeMil K OOTIOBHEHHS [0 Mi€TH Ta iHIIMX JTiMiI03HUKYBATbHUX 3aC00iB
nikyBaHHS (Hampukian abepesy JITTHII) abo y Bumagkax, KOJIM TakKe JIIKyBaHHS € HEIOPEYHUM.

IIpoghinakmuka cepuego-cyOuUHHUX NOPYWEHb

3amobiraHHs 3HaUHUM CEPIIEBO-CYOIUHHUM IOPYILIEHHSM Y MallieHTiB, SKUM, 3a OLliIHKaMHU, 3aTPOXKYE
BHCOKHW PU3UK IIE€PIIOT0 BUIAMKy CEPLIEBO-CYIUHHOTO MOPYIIeHHS (IUB. PO3MiNn
«PapmakoguHaMiKa»), K JOIOBHEHHS A0 KOPEKIIil iHIIUX PaKTOPiB PU3UKY.

IIpomunoka3aHHs.
- l'nepuyTnuBiCTh 00 po3yBacTaTUHy ab0 f0 OyAb-IKOi JOIIOMiXKHOI PeYOBUHY;

- 3aXBOPIOBAHHSA II€YiHKYM B aKTUBHIiN (pa3i, B TOMY YUCIIi CTiMKe IiABUIIEHHS PiBHSI
CHPOBATKOBUX TpaHCaMiHa3 HEBiOMOI eTiooril Ta migBuUIleHHS PiBHA Oyab-sIKO0l TpaHCcaMiHa3u OifbIn
HiX y 3 pa3u Bullle BepxHbol Mexi HopMmu (BMH);

- TSIKKe TopyIIeHHs QyHKIIl HUPOK (KIipeHc KpeaTuHiny <30 MIi/XB);
- MiomarTis;

- ogHOYaCHWUI mpuiioM KoMmObiHamii codhocOyBip/BenmaTacBip/BOKCUIanpesip (OUB. PO3Min
«B3aeMopmis 3 iHMMMY JTiKapChbKUMHK 3ac00aM¥ Ta iHII BUAM B3aEMOIii»);

- OJHOYACHUU IIPUNOM LIUKIIOCIIOPUHY;

- mepion BariTHOCTI ab60 rogyBaHHs I'pyAnio. [IpoTUoKa3aHuM XKiHKaM PEPOIyKTUBHOTO BiKY,
SKi He 3aCTOCOBYIOTh BiIIOBiIHUX 3aC06iB KOHTPAIEIIi.

PosyBactatun 40 Mr npoTUIIOKa3aHU MallieHTaM i3 ¢paKTopaMu, 0 CIPUSIOTh PO3BUTKY MiomaTii/
pabmomionisy. 1o Takux (HaKTOpPiB HalexkKaTh:

- IIOMipHe NOPYIIeHHS (QYHKIil HUPOK (K/IipeHC KpeaTuHiHy <60 MI1/XB);
- TiOTUPEO3;
- HasBHICTh B iHOUBinyanbHOMY ab0 ciMeliHOMY aHaMHe3i ClIagKOBUX M’SI30BUX 3aXBOPIOBaHb;

- HasIBHICTh B aHaMHe3i MiOTOKCUYHOCTI, CIpAYUHEHO] iHmuMY iHribiTopamu 'MI'-KoA-
pexnykTasu abo ¢pidpaTamu;

- 3JI0BXKMBAHHS aJIKOT0JIEM;

- CUTYyallil, [0 MOXKYTh IIPU3BECTH [0 MiABUINEHHS PiBHIB IpelapaTy y Iiaa3Mi KpPoBi;
- HaJIeXHiCTh 10 MOHT'0JIOITHOI pacy;

- CYIIyTHE 3aCTOCyBaHHS (iOpaTiB

(duB. po3ginu «OcoOGMMBOCTI 3aCTOCYBaHHS», «B3aeMopis 3 iHIMMMU TiKapchKUMU 3acobaMu Ta iHIIi
BUMIM B3aeMoIiii» Ta «OapMaKOKiHETUKA»).



B3aemodin 3 iHnwumu nikapcbkumu 3acoéamu ma iHwi eudu e3aemodiii.
Bnaue cynymHix npenapamie Ha po3ysacmamuH
IHeibimopu mpaHcnopmHux biakie

Po3yBacTaTuH € cyOCTpPaTOM [Jid AeSKUX TPAHCIOPTHUX OiNKiB, y TOMY YMCIIi Te4iHKOBOTO
TpaHcnopTepa 3axonneHHs OATP1B1 ta edmiokcHoro Tpancnoprepa BCRP. OnHouacHe
3aCTOCYBaHHS IIperapary 3 TiKapChbKUMU 3aco00aMu, 110 IPUTHIYYIOTH IIi TPAHCIIOPTHI OiKu, MOXKe
IIPU3BOIUTH [0 IiIBUILEHHS KOHIIEHTpPAlliil pO3yBacTATUHY Y IJIa3Mi KPOBi Ta 30iNblIeHHST PU3UKY
Mmiomartii (muB. po3minu «Crocib 3acTocyBaHHS Ta H03u», «OcoOIUBOCTI 3aCTOCyBaHHS», «B3aemogmis 3
iHIITMMY JTiKapCbKUMM 3aco0aM¥ Ta iHIIM BUOYM B3aEMOMii», TaOMHITIO 2).

LukaocnopuH

Y nepiop cynyTHBOI'O 3aCTOCYBaHHS IIpenapaTy Ta UUKI0CIOpUHY 3HadeHHs AUC po3yBacTaTuHy
Oynu B cepeHbOMY NTpUOIM3HO y 7 pa3iB BUIIMMHU, HiX Ti, SKi CIIOCTepiranucs y 3M0poBUxX
no6poBobLiB (AuB. Tabnuio 2). [IpenapaT TpoTUIIOKa3aHUM MallieHTaM, SKi ODHOYaCHO OTPUMYIOTh
IIAKIIOCTIOPUH (OUB. po3ain «IIpoTuoKa3aHHSI»).

CymyTHe 3aCTOCYBaHHS He BIJIMBAJIO HAa KOHIIEHTpALlii IIUKIOCIIOPUHY y T11a3Mi KPOBI.
IH2i6imopu npomea3su

Xo4a TOUHMM MexaHi3M B3aeMO/Iil HEBiTOMUM, OQHOYACHE 3aCTOCYBaHHS iHTi6iTOPiB MpoTea3u Moxe
3HA4HO 30i/bILIyBaTH €KCIIO3UIIiI0 PO3yBacTaTUHY (AuB. Tabnuio 2). Hampuknag, y gocmigkeHHi
(dapMaKOKiHEeTUKM OfHOYacHe 3acTocyBaHHsA 10 MI po3yBacTaTHHY Ta KOMOiHOBAHOTO JIiKapChKOTO
3aco0y, mo micTuB ABa iHribiTopu mpoteasu (300 Mr aTazaHaBipy/100 Mr puToHaBipy), Y 3MOPOBUX
noOpoBobLIiB cynpoBoaxkyBasocs migsuieHHsIM AUC ta C,,, po3yBacTaTuHy IpuOnIu3Ho B 3 Ta 7
pasiB BigmoBigHO. OmHOYACHe 3aCTOCYBaHHS IIperapary Ta OesKux KoMOiHalil iHribiTopiB npoTeasu
MOXKJIMBE ITiC/IST peTeNbHOTO 0OMipKyBaHHS KOPEKIIil 103U MpelapaTty, BUXOOI4YX 3 0UiKyBaHOTO
3POCTaHHS eKCITO3UIll po3yBacTaTHHY (IuB. po3minu «Crocib 3acTocyBaHHS Ta [M03u», «Oco0MMBOCTi
3aCTOCyBaHHS», «B3aemopmis 3 iHIIUMY JTiKapChbKUMHU 3aco0aMu Ta iHII BUOM B3aEMOMii», TaOIHIIIO
2).

I'em@ibpo3us ma iHwi Aini003HUNACYBANbHI 3acobU

OpHOYacHe 3aCTOCYBaHHS IIpernapary Ta rem¢pibpo3uny mpu3Bonuio mo 3poctanus AUC ta C,,,
po3yBacTaTHHY B 2 pa3u (OuB. po3Min «Oco6IUBOCTI 3aCTOCYBaHHS»).

Buxopsuu 3 maHUX CIelliabHUX JOCITiIXKeHb, GapMaKOKiHETUYHO 3HAYYII0i B3aEMO/Iil 3
benodiOpaTOM He 0UiKYETHCS, OOHAK MOXKJIMBa hapMaKoAuHaMiuHa B3aemofisa. 'eMpidposus,
dbenodibpar, inmri ¢ibpaTy Ta NMimimo3HUKYyBabHI 1034 (> abo piBHi 1 r/no0y) HialuHy (HIKOTUHOBOI
KUCJIOTH) 30ibIIYIOTh PU3UK MiOTaTil IpU CyyTHHOMY 3aCTOCyBaHHi 3 inribiTopamu I'MI'-Ko0A,
IMOBIPHO, 3a paXyHOK TOT0, II[0 BOHM MOXKYTh CIPUYUHATYI MiONAaTi0, KOIY 1X 3aCTOCOBYBAaTU OKPEMO.
Po3yBacTtatun 40 MI TPOTUIIOKA3aHUM IIPU CYIIYTHbOMY 3aCTOCYBaHHi pibpaTiB (OUB. po3minu
«IIpoTunoka3aHHsI» Ta «OCcoOIMBOCTI 3aCTOCYBaHHS»). TaKUM IallieHTaM TaK0X CJIiff TOYUHATH
Tepalriio 3 03 D MT.

Eszemumib



OpHoYacHe 3aCTOCYBaHHS mpemaparty B 7o3i 10 mr Ta e3etumiOy 10 Mr mairieHTam i3
rinepxonectepuHeMi€eo nmpu3Bogunao oo 3poctanus AUC po3yBactaTtuny B 1,2 pa3a (tabmuis 2). He
MOXKHA BUKJIIOYATH (apMaKOOUHAMIYHOI B3aEMOIii MiK IMpenapaToM Ta e3eTUMiIOOM, IO MOXKe
IIPU3BECTH 10 HeOaxkaHUX SBUIL (IUB. po3min «OcobIUBOCTI 3aCTOCYBAHHSI»).

AHmauyudHi npenapamu

OpHOYacHe 3aCTOCYBaHHS IIpemnapary i3 CyCIeH3iIMU aHTalU/AiB, 1[0 MICTATh FigPOKCHUL alOMiHi0
abo MarHiio, 3HUKYBaJI0O KOHIIEHTpAllil po3yBacTaTUHY Y Iy1a3Mi KpoBi mpubnu3no Ha 50 %. 1lei
edekT OYB MeHII BUpPaXKeHUM y pPa3i 3aCTOCyBaHHS aHTAllUOHUX 3ac00iB 4epes3 2 TOJUHHU IiCIIs
npemnapary. KniHiuHy 3HauyIIicTh 1ie€l B3aEMOIii He BUBYAIIU.

EpumpomiuyuH

OpHoyYacHe 3aCTOCYBaHHS IIpemnapaTy Ta epuTpoMinuny 3auXKyBano AUC po3syBactaTuny Ha 20 %, a
Cax - Ha 30 %. LIs1 B3aeMoiigs Moxke OyTH CipUUMHEHA IIOCUJIEHOI0 TTePUCTATbTUKOI0 KUIIEYHUKY
BHACJIiOOK [il epUTPOMIIIUHY.

®epmermu yumoxpomy P450

Pe3ynbTaTu gocnmigKeHs in vitro Ta in vivo CBig4arTh, 1II0 pO3yBacTaTUH He iHTiOye i He CTUMYIIIOE
izopepmenTu muToxpomy P450. OKpiM I1bOT'0, PO3YBACTATHH € CITA0KUM CyOCTPATOM ITHX
i3odepmenTiB. TakuM YMHOM, B3a€MOfii 3 TiKapCbKUMU 3aco0aMu B Pe3ysbTaTi MeTabosi3my,
oniocepenkoBaHoro P450, He ouikyeThcd. He cnocTepiranocs KIiHIYHO 3HAYYyIIUX B3aEMOAIN MixK
po3yBacTaTHHOM Ta ¢pykoHazosoM (iuribitopom CYP2C9 ta CYP3A4) a60 KETOKOHA30JI0M
(inribiTopom CYP2A6 ta CYP3A4).

B3aemo0ii, wo sumazaroms Kopekuii 0o3u po3ysacmamuHy

[Tpu HeoOXimHOCTI 3aCTOCYBaHHS Ipenapary 3 iHIIKMHU JTiKapChbKUMHU 3aco0aMu, 3TaTHUMU
IiABUINYBATU €KCIIO3UIlii pO3yBacTaTUHY, 03y IIpernapaTy IOoTPiOHO CKOPUTYBaTH. fKIIO OYiKy€EThCH,
mo ekcro3utis npenapaty (AUC) 3pocTe npubnu3Ho B 2 abo GinbIlle pa3iB, 3aCTOCYBaHHS IpernapaTy
CHif moyuHaTH 3 Ko3u 5 MT 1 pa3 Ha mo0y. MakcumanbHy J000BY 003y IIpenaparty CJlifi CKOpUTyBaTu
TAKUM YMHOM, 11100 O4YiKyBaHa eKCIIO3UIlisl pO3yBaCTAaTUHY He IEePEBUIITyBajla eKCII03UIlil0, 1110
Bi3HavYa€eThCS IpU IpuiioMi podyBactatuny 40 mr/moby 6e3 3aCTOCyBaHHS JTiKapChKUX 3aC006iB, II10
B3aEMOJIIOTE i3 ITpelapaToM; HalpUKJIaf, IIPU 3aCTOCyBaHHi 3 reMdi6po3unioM no3a mpemnapary
cra"HoButuMe 20 Mr (30inblIIeHHS eKCmo3ullil B 1,9 pa3a), mpu 3acTocyBaHHi 3 KOMOiHalli€i0
puToHaBip/aTa3aHasip - 10 mr (36inbmenHd B 3,1 pa3sa).

Axmo nikapcekui 3aci6 30inburye AUC po3yBacTaTUHY MEHII HiX y 2 pa3y, I0YaTKOBY 403y
3MeHIIyBaTU He IIOTPi0HO, aje CIif fOTPUMyBaTUCS 00epPeXKHOCTI IIpU 30iNbIIeHH] 103U
po3yBacTaTUHY [0 MoHapm 20 Mmr.

BnnuB cynyTHIX NiKapchKUX 3aco0iB Ha ekcrno3utio po3syBactatuly (AUC; y NOpSfKy 3MeHIIeHHS
BEIMYMHU) 3a ONYyOIiKOBaHUMU OAaHUMU KITiHIYHUX OOCITIIXKEHD

Tabnuis
2

36inpmenHss AUC po3yBacTaTuHy B 2 pa3u abo Oinblile, HiXK y 2 pa3u



PexuM go3yBaHHS JTiKapChKOT0 3aco0y, 110 Pexum mo3yBanHs 3minu AUC
B3a€EMOJi€ po3yBacTaTUuHy po3yBacTaTUHY*
CodocOysip/BenmnaTtacBip/Bokcunanpesip (400 10 mr, omHOpa3oBa mo3a 1 7,4 pa3sa
Mmr-100 mr-100 mr) Bokcumnamnpesip (100 mr) ogun

pas Ha o6y npotsaroMm 15 gHiB

LluknocnopuH Bif 75 Mr 2 pa3u Ha fo0y [0 10 mr 1 pa3 Ha #o0y, 1 7,1 pasa
200 mr 2 pa3u Ha f00y, 6 MicsIIiB 10 gHiB

Hapomytamin 600 Mr aBidi Ha K00y, 5 OHIB 5 Mr, oflHOpa30Ba 103a 1 5,2 pasa
Peropacdeni6 160 mr 1 pa3 Ha no0y, 14 gHiB 5 Mr, OHOpPa30Ba 103a 1 3,8 pasa
Atazanasip 300 mr/putonasip 100 mr 1 pas3 Ha 10 mr, ogHOpa3oBa fo3a 1 3,1 pa3sa
no0y, 8 mHiB

Benmnaracgip 100 mr 1 pa3 Ha fo0y 10 mr, omHOpa3oBa mo3a 1 2,7 pa3sa
OwmobiTtacBip 25 Mr/mapuTanpesip 150 mr/ 5 MT, ogHOpa30Ba [03a 1 2,6 pasa

putoHasip 100 Mr omun pa3 Ha goOy/macadyBip

400 mr 2 pa3u Ha o0y, 14 guiB

I'pazomnpesip 200 mr/enbacsip 50 mMr 1 pa3 Ha 10 mr, omHOpa3oBa mo3a 1 2,3 pa3sa
no0y, 11 guiB

I'nexanpesip 400 mr/mi6penTacsip 120 mr 1 pa3 5 mr 1 pa3 Ha goOy, 7 pgHiB T 2,2 pa3a
Ha go0y, 7 oHiB

Jlominagip 400 mr/putonasip 100 mr 2 pasu Ha 20 mr 1 pa3 Ha 100y, T 2,1 pasza
no0y, 17 guiB 7 OHiB

Knomigorpens 300 mr, moTiM 75 Mr 4yepe3 20 Mr, ogHOpa3oBa mo3a 1 2 pa3u
24 roguHU

Femdibpo3un 600 mr 2 pa3u Ha 0o0y, 7 [HIB 80 mr, ogHopa3oBa fo3a 1 1,9 pasa
30inbmenHs AUC po3yBacTaTHHy MeHILe HiX y 2 pa3u

PexuM go3yBaHHS NTiKapChKOT0 3aco0y, 110 Pexum mo3yBaHHs 3minu AUC
B3a€EMOJi€ po3yBacTaTUuHy po3yBacTaTUHY*
Entpomb6omnak 75 mr 1 pa3 Ha go0y, 5 [HiB 10 mr, omHOpa3oBa mo3a 1 1,6 pasa
Hapyuasip 600 mr/putonasip 100 mr 2 pasu Ha 10 mr 1 pa3 Ha #00y, 71,5 pasa
no0y, 7 mHiB 7 OHiB

Tunpanasip 500 mr/putonasip 200 mr 2 pa3u Ha 10 mr, ogHOpa3oBa fo3a 1 1,4 pasa
no0y, 11 guiB

Iponenapon 400 Mr 2 pa3u Ha 700y Hesigomo 1 1,4 pasza

ITpakona3zon 200 Mr 1 pa3 Ha moby, 5 gHIiB 10 mr, omHOpa3oBa mo3a 1 1,4 pa3sa **

E3etumi6 10 mr 1 pa3 Ha fo0y, 14 oHiB 10 mr 1 pa3 Ha #o0y, 1 1,2 pa3a **
14 nuis

3uuxenHsa AUC po3yBacTaTUHY

PexuM go3yBaHHS NTiIKapChKOT0 3aco0y, 110 Pexum mo3yBaHHs 3minu AUC

B3a€EMOJi€ po3yBacTaTuHy po3yBacTaTUHY*

Eputpowminus 500 mr 4 pa3u Ha 100y, 7 OHIB 80 mr, ogHopa3oBa fo3a | 20 %

Batikanin 50 mr 3 pa3u Ha 0o0y, 14 gHiB 20 mr, ogHopa3oBa mo3a | 47 %

* IlaHi, IpefcTaBieHi SIK 3MiHa B X pa3iB, ABISAIOTH COO0I0 CIiBBiTHOIIEHHS MiXK 3aCTOCYBaHHSIM
po3yBacTaTHy y KoMOiHa1il Ta okpeMo. [laHi, pefcTaBnieHi y BUrismi % 3MiHu, SABISII0Th C06010 %
Pi3HULIIO BiTHOCHO IMOKA3HUKIB IIPU 3aCTOCYBaHHI PO3yBacTaTAHY OKPEMO.

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

** By7o mpoBefieHO KinbKa [OCTiIKeHb B3a€MOIil TpX pi3HUX J03aX Ipernapary, B TaOnuili mogaHo
HalOibII 3HaYYIIE CIIiBBiIHOIIEHHS.

Jlikapceki 3acobu / KoMmOiHalii, IKi He Manu KJIiHiYHO 3HAYYILIOTO BIJIMBY Ha croiBBigHOmeHHS AUC
po3yBacTaTHHY IPU OOHOYAaCHOMY 3aCTOCyBaHHi: asneryita3ap 0,3 Mr 7 gHiB; ¢peHodiOpaT 67 Mr 7
nHiB 3 pa3u Ha go0y; ¢piykonason 200 mr 11 gHiB 1 pas3 Ha moby; ¢ho3ammpenasip 700 Mr / puTOHaBIp
100 mr 8 guiB 2 pa3u Ha go0y; KeTokoHa3on 200 Mr 7 mHIB 2 pa3u Ha moby; pudammin 450 Mr 7 gHiB
1 pa3 Ha mo6y; cunimapun 140 mr 5 gHiB 3 pa3u Ha m00y.



Bnaue po3ysacmamuHy Ha cynymHi Aikapceki 3acobu
AHmaeoHicmu eimamiHy K

4k i mopo inmmux iHriditopis I'MI'-KoA-penykTa3u, Ha II04aTKy 3aCTOCyBaHHS IipenapaTty abo mnpu
MigBUIIEHH] KOT0 J03M Yy MallieHTiB, IKi OMHOYACHO 3aCTOCOBYIOTh aHTAroHicTHU BiTaMiny K
(Hampukiapm BapdapuH a0bo iHIIKWM KyMapUHOBUM aHTUKOATYJISHT), MOXKJIUBE ITiIBUIIEHHS
MixHapogHoro HopMmarnizoBaHoro criBBigHomeHHs (MHC). [IpunuHeHHs 3aCTOCYBaHHS IIpenapaTy
ab0 3MeHIIeHHs HOoT0 031 MOXKe MpU3BecTd o 3HuKeHHsI MHC. Y Takux Bumagkax OazkaHUN
HaneXHuU MoHiTOpuHT MHC.

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

OpHoyYacHe 3aCTOCYBaHHS IIpelnapaTy Ta nepopalbHUX KOHTPALENITUBIB IPU3BOAUIIO A0 MiABUILIEHHS
AUC etuninectpagiony Ta Hoprectpeiny Ha 26 % Ta 34 % BianoBigHO. Take MigBUIEHHS [1JITa3MOBUX
PiBHIB KPOBi CJTify BpaxoByBaTH IIpH Migbopi 1031 IepopalbHUX KOHTPAIENTUBIB. [JaHUX 11010
(hapMakKOKiHEeTHKY IIpenaparTiB y Malli€HTiB, Ki OMHOYACHO 3aCTOCOBYIOTh IIpenapar Ta ['3T, HeMae,
TOMY He MOXKHa BUK/TIOYaTH nofibHoro edekty. OmHak KoMOiHallil0 IIMPOKO 3aCTOCOBYBAIU XKiHKAM Y
PaMKax KJTiHiYHUX [OCTIiIXKeHb i BOHA ITepeHocunacs nqoope.

THwi nikapcvki 3acobu
Huz2oKkcuH

3a MaHUMHU CIieliaJIbHUAX JOCIiKeHb B3a€MOil KITiHIiYHO 3HAUYII0]l B3a€EMOZIl i3 IUTOKCUHOM He
OYIKYETHCA.

dy3udosa Kucsaoma

Pu3uk po3BUTKY MiomaTii, B TOMy 4uci pabaomiostidy, MoxKe IiiBUIIYBATHCS ITPU OMHOYACHOMY
3aCTOCyBaHHI IpenapaTiB (py3ug0BOi KMCIOTH CUCTEMHOI Aiil Ta cTaTUHIB. MexaHi3M gaHOl B3aeMOfil
(um 11€ € papMaKomMHAMIUHA B3aEMOisl, Y papMaKOKiHETUYHA B3aEMO[Iisl, Y¥ OOHOYACHO 00uIBa
BUOYU B3a€EMOJil) Hapali HeBimoMui. Bymu moBimoMIeHHS PO BUIAOKN BUHUKHEHHS pabmomionisy (B
TOMY YKCJIi 3 JIeTaTbHUMU HaC/TigKaMu) y MallieHTiB, SKi 0OTpUMyBalu TaKy KoMOiHallilo IIpenaparis.

fIKIII0 3aCTOCYBAHHS MpenapaTy Gy3ua0BOl KUCIIOTH CUCTEMHOI Iil € HeoOXigHUM, TO Teparrisa
IIpernapaToM IIOBMHHA OyTH MpUNIMHEHA Ha Bech Iepiof JTiKyBaHHS IIpernapaToM (py3ugoBOi KHUCIOTH.

Himu

HocmigXeHHsT B3a€MO{Iii TPOBOMWIIY JIUIIE Y HOPOCIUX MallieHTiB. CTymiHb B3a€MOfil y miTel
HEeBiOOMUH.

Oco6.1ueocmi 3acmocy8aHHs1.
Bnaue Ha HUpku

[TpoTeinypist, BUSBIEHA V PE3yIbTaTi aHaTi3y 3a TECT-CMyKKaMHU Ta IePeBakHO KAHAIbIIEBOTO
IIOXOIKEHHS, CIIOCTepiranacs y Malli€HTiB, SKi TiKyBalIucs BUIIMME J03aMHU ITperapaTy, 30KpeMa
po3yBactatuHoM 40 Mmr, iy GinbinocTi BumaakiB Oyna TUM4acoBoo0 abo mepepuB4acToro. IIpoTeinypis
He OyJa mepengBiCHUKOM rocTpoi abo mporpecyodoi xBopoOu HUPOK (IuB. po3min «I1obiyHi peakiii»).



YacToTa OBifOMJIEHD IIPO CEPHO3Hi siBUIa 3 00Ky HUPOK ¥ TOCTMapKEeTUHTOBUX JOCIIiIXKEHHIX BUIIA
IIpY 3aCTOCyBaHHI po3yBacTaTuHy 40 Mr. V nauieHTiB, gKi IpuiMalTh IpenapaT po3yBacTtaTuH 40
MT, B XOfi CIIOCTePeXKEHHS CJIifl PETYISIPHO IePeBipsATH QYHKIII0 HUPOK.

Bnaus Ha CKe/semHy MycrKyaamypy

[TopymenHs 3 00Ky CKelIeTHOI MyCKyJIaTypH, HallpUKJIaj Miarisg, MionaTis Ta 3pifgka pabmomiornis,
CIoCTepiranucs y HalieHTiB, sIKi nmpuiiManu mpenapat y 6yap-aKux go3ax, 0cobnuBo Oinbie 20 Mr.
[ToomuHOKi BumlagKy pabmoMioni3y Bif3Hauyanucs Mpu 3aCTOCYBaHHI e3eTuMiby y koMmOiHatii 3
inri6itopamu 'MI'-KoA-penykTa3u. He MoXXKHa BUK/IIOYaTH MOXKJIUBICTh papMaKOmUHAMidHOI
B3aeMopil (quB. po3ain «B3aeMopmis 3 iHIMMY JTiKapCchbKUMK 3aco0aMu Ta iHII BUOM B3aEMOIii»), a
TOMY TakKy KOMOiHaIlil0 CJTiff 3aCTOCOBYBaTH 3 00€PEeXKHICTIO.

4K i nmpu 3acTtocyBaHHi iHmux iHribitopis 'MI'-KoA-penykTasu, 4acToTa IOBiIOMIIEHD NP0 BUNAAKU
pabmomioni3y, MOB’I3aHOTO i3 3aCTOCYBaHHSIM IIpenapary, V IOCTMapKEeTUHTOBOMY Iiepiofi Oyra
BUIIOIO IJ151 po3yBacTaTuny 40 Mr. € OBiOMJIEHHS NIPO PigKiCHI BUMIaJKU iMyHOOIIOCEPEAKOBaHO1
HEKPOTU3YIOYO0l MiomaTil, 110 KIiHIYHO IPOSBISETHCS CTIMKOI0 MMPOKCU3MAJIbHOIO M’ 130BOI0
cnabKicTio i mMigBUIIIEeHHSM PiBHS CHPOBATKOBOI KpeaTHUHKIHA3H, Iif Yac JIiKyBaHHS a0o micis
IPUNIMHEHHS JTiKyBaHHS CTaTUHAMM, BKJIIOYal0YM PO3yBaCcTaTUH. Y TaKOMY pa3i MOXYTh OyTH
HeoOXiIHUMM IOaTKOBI HEMPOM S30Bi i CEpPOJIOTiUHI JOCTigKeHH, TiKyBaHHS iMyHOCYIPECHBHUMU
IpenapaTaMu.

PigeHb kpeamuHKIiHa3u

PiBens kpeatuHkinasu (KK) He crig BuMipioBaTu micis 3HayHUX (PisnuyHUX HaBaHTaxKeHb abo y pasi
HasIBHOCTI MOXKJIMBUX aJbTePHATUBHUX NpUuuH nigsuileHHsa KK, 1110 MOXyTh yCKITafHIOBAaTH
iHTepnpeTalio pe3ynbTaTiB. AKio moyaTkosi piBHI KK 3HayHOo migBuieHi (>5 pasis Buiie BMH),
IPOTATOM 5-7 OHIB He0OXimHO 3pOOUTY MOBTOPHUM aHai3, 11100 MiATBEPAUTH Pe3yJIbTaTh. AKIIOo
pe3yibTaTH MOBTOPHOT'O aHAJIi3y MifTBePAXKYIOTh, 110 moyaTKoBe 3HaueHHs KK 6inbin HiX y 5 pasis
nepesullye BHM, 3acTocyBaHH4 IIpeniapaTy IIOYWHATY HE CIIif.

ITeped noyamkom AiKyBaHHA

Po3yBacTatuH, sK i pemry iHri6itopis 'MI'-KoA penykTa3u, ciif 3 00epeKHICTIO TpU3HavYaTH
nalieHTaM 3i CXUITbHICTIO 00 Miomatii/pabmomionidy. o haKTOpiB TAKOTO PU3UKY HasleXkKaTh:

- IOpPYIIEeHHS (PYHKIIil HUPOK;
- TIOTUPEO3;
- HasSIBHICTb B 0COOMCTOMY 200 POOMHHOMY aHaMHe3i CIIaJKOBHUX 3aXBOPIOBAHb M’s3iB;

- HasABHICTh B aHaMHe3i MIOTOKCUYHOCTI Ha TJIi 3aCTOCyBaHH iHImuX iHribiTopis 'MI'-KoA penykTasu
abo dibparis;

- 3JI0BXKMBAHHS aJIKOT0JIEM;
- BiK > 70 pOKiB;
- CUTYallil, 1110 MOXKYTh IIPU3BECTHU [0 MiIBUIIIEHHS PiBHIB IpemnaparTy y Ijla3Mi KpoBi (quB. po3minu

«Crmocib 3acTocyBaHHS Ta 0O3W», «B3aemMopis 3 iHIIMMHU JTiKapCHKUMHU 3aco0aMu Ta iHII BUAA
B3aemofiin» i «GapMaKOKiHETUKa»);



- CYIyTHE 3aCTOCyBaHHA ¢ibpaTis.

Y Takux malli€eHTiB IOB’sI3aHUY i3 TiKyBaHHSIM PU3UK MOTPIOHO OI[iHIOBATH, IIOPiBHIOIOYH 3
OYiKyBaHOI0 KOPUCTIO; TaKOXK PEKOMEHMYEThCS KITIHIYHUY MOHITOPUHT. fAKIo moyaTkosi piBHi KK
3HA4YHO mifgBuImeHi (>5 pasis Bunle BMH), nikyBaHHSI pO3MOYMHATHU He CIIif.

Y nepiod aikyeanHs

[TamieHTiB Cif MOPOCKATH HEraHO MOBIIOMIISATH IIPO M’ g30BuM 6inb, cnabKicTh abo cygoMu
HEeBiIoMO1 eTiosorii, 0COOIMBO IKII0 BOHU CYIPOBOAXKYIOTHCS HE3AyKaHHAM a00 rapsyko. Y Takux
nauieHTiB motpi6Ho BuMiptoBaTu piBHi KK. 3acTocyBaHHS mpemapaTty Clif IPUNUHUTH, K10 piBHI KK
3HA4HO migBuIeHi (>5 x pasis Buiie BMH) a60 sIKI0 cuMnToMu 3 00Ky M’s13iB TSXKKi Ta
CIIPUYUHSIOTH IMOAeHHNN TucKoMpopT (HaBiTh gKiro piBHI KK < 5 x BMH). V pa3i 3HuKHEeHHS
CHUMIITOMIB Ta moBepHeHHS piBHA KK 1Mo HOpMM MOXKHa ITOHOBUTH Teparliio npenapaToMm abo
anbTepHaTHBHUM iHTiOiTopoM 'MTI-K0A-penyKTa3u y HaliMeHIIIiN 103i Ta Mif peTeIbHUM HarjsamoM.
Perynsapuo nepesipstu piBui KK B acuMnTOMaTUYHUX MallieHTiB HeMae noTpebu. [lyxe pigko
TIOBiIOMJISINIM TIPO BUIIQKU iMyHOOIIOCEPeOKOBaHOI HeKpoTu3youoi miomaTii (IOHM) mig yac abo
micys Teparii cTaTUHaMu, B TOMY YUCHIi po3yBacTaTuHOM. Kniniunumu nposiBamu IOHM € crnabkicTb
IIPOKCHMaIbHUX M'g3iB Ta MigBUIIEHHS PiBHS KpeaTUHKiHa3M y CUPOBATIIi KPOBi, 110 30epiraeThcs
HaBITh MiC/IS IPUIMHEHHS 3aCTOCYBaHHSA CTaTUHIB.

Y nooguHOKMX BUNAOKaX IOBIMOMIISNIOCS, IO CTAaTUHY iHAYKYIOTH de novo abo 3aroCTpIOI0Th BXKe
HasiBHY MiaCTeHilo IrpaBic Y4 0YHY MiacTeHiio0 (ouB. po3min «I[TobiyHi peakii»). ¥ pa3i 3arocTpeHHS
CHUMIITOMIB CJIiff IPUNIUHUTY IPUKUOM PO3yBacTaTUHY. BifoMO PO penufuBY IIpU IOBTOPHOMY
3aCTOCYBaHHi TOro camoro abo iHIIOro CTaTUHY.

Y kniHiuHUX gOCTimKeHHSX He OyJI0 OTPUMaHO J0Ka3iB MiIBULIEHOTO BIJIUBY Ha CKEJIETHY
MYCKyNIaTypy Y HEBEIUKO! KiTbKOCTI IallieHTiB, sIKi IpUIManu CynyTHi npenapaTti. OgHaK
TiABUINEHHS YaCTOTH MiO3UTY Ta MiomaTil Bif3Hayasnocs y nauieHTiB, SKi npuiiManu iHmi inriéitopu
'MT-KoA-pemgyKTa3u pa3oM i3 noxignuMu pidbpoeBoi KMCIOTH, B TOMY YHCITi reMdpiObpo3unom,
IIUKJIOCIIOPUHOM, HiKOTMHOBOIO KMCJIOTOIO, a30JIbHUMH IPOTUTPHOKOBMMHU TIperapaTaMu,
inribiTopaMu IpoTea3u Ta MaKpPOIiAHUMY aHTHOIoTUKaMu. ['eM}iOpo3un migBuIlye pu3uK Miomaril
IIPU CYIyTHOMY 3aCTOCYBaHHi 3 fesikuMHu iHribiTopamu I'MI'-KoA. ToMy 3acTOCOByBaTHu Ipemnapar y
kKoMOiHarii 3 reMmpi6bpo3unom He peKOMeHIy€eThCs. KOPUCTD MOabIIol 3MiHN PiBHS NiMigiB mpu
3aCTOCyBaHHI Ipenapaty y KoMmbiHaii 3 pibpaTamu abo HialliHOM MOTPIOHO PETENbHO 3BaXKyBaTH
IIOPiBHSHO i3 IOTEHI[INHUMU pPU3UKaMH, TI0B’I3aHMUMHU i3 3aCTOCYBaHHSIM TaKUX KOMOiHAIlil.
PosyBactatun 40 Mr IpoTUIIOKa3aHUY IIPU CYyTHHOMY 3aCTOCYBaHHi pibpatiB (OuB. po3minu
«Bzaemogis 3 iHIIUMY JTiKapCHKUMHU 3aco0aMu Ta iHIIm BUAM B3aeMofin» i «[T06iuHi peakirii»).

[Tpemapat He CIif 3aCTOCOBYBATH OHOYACHO 3 MTpenapaTaMu Qpy3ua0BOl KMCIIOTU CUCTEMHOI i abo
BIIPOAOBXK 7 OHIB MiC/Is MPUIMHEHHS JTIKyBaHHS IpenapaToM (Gy3uOgoBol KUCIIOTH. Y MAIliEHTIB, ¥
SKUX 3aCTOCYBaHHS IpenapaTy ¢Gy3ugoBol KUCIOTA CUCTEMHOI [Iii € HeoOXiIHUM, Tepalisi CTaTUHaMU
OBMHHA OyTU NMpUNIMHEHA Ha Bech Iepiofl JTiKyBaHHS IIpernapaToM Qpy3unoBoi Kuciaotu. bynu
TIOBiIOMJIEHHS ITPO BUNAJKU BUHUKHEHHS pabooMionidy (B TOMy 4uCIi 3 IeTaTbHUMU HaCJiiKaMu) y
NallieHTiB, IKi OTPUMYyBaii OGHOYACHO IpenapaTy ¢Gy3ua0Bol KUCIIOTH Ta CTaTUHU (IUB. PO3MiN
«B3aeMopis 3 iHMMMU NTiKapChbKUMHU 3aco0aMu Ta iHII BUAM B3a€MOii»). [TallieHT moBUHEH OyTH
TIOBiOMJIEHUY IIPO Te, 10 ¥ BUMAJKY IIOSIBU TaKUX CUMIITOMIB K M’s30Ba c1abKicTh, 6imb abo
6omovicTs Y M's13ax, MOTPiOHO HeraliHO 3BEPHYTUCS 3a METUYHOIO [TOIIOMOT010.

Tepamis ctraTuHaMu MoxKe OyTH IIOHOBJIEHA Yepe3 7 OHIB IMiCJIsg IPUHAOMY OCTAaHHbBOI I03U IIpernapaTry
(Gby3unoBol KUCIIOTH.



Y BUHATKOBUX BUNAKaX, KOJIM TpHBaJja Tepalis npemnapaTamMu (py3ugoBoi KUCIOTU CUCTEMHOI Ail €
HeoOXiIHOI0, HaPUKJIaM, AJIs JTIKYyBaHHS BaXXKWX iHGEKIIHIX 3aXBOPIOBaHb, HEOOXiOHICTH
OZHOYACHOT0 3aCTOCYBaHHS IIpenapaTy Ta (py3ugoBol KUCIOTH TOBUHHA PO3TIANATUCS B KOXKHOMY
BUTIA[IKy OKPEMO Ta 3[iMCHIOBATUCH IIiJl pETEJIbHUM MEOUYHUM CIIOCTEPEXKEHHSIM.

[Ipemapat He CIlif 3aCTOCOBYBAaTH IallieHTaM i3 TOCTPUMU, CEPUO3HMMM CTaHaMH, 10 CBiA4aTh IPO
MiomaTito a0 MOXKJIMBICTh PO3BUTKY HUPKOBOI HEIOCTATHOCTI BHACTIMOK pabmoMionidy (Takux sK
CeTICHC, TiMOTeH3is, 3HayHe XipypriuHe BTPy4YaHHs, TPaBMa, TSAXKKi MeTa0oIliyHi, eHIOKPUHHI Ta
eJIeKTPOTITUYHI po3sagu abo HEKOHTPOIbOBaHI CyooMH).

Bnaue Ha neyiHky

4ki i inmi inribitopu 'MTI-KoA-penyKTa3y, Ipemnapar Ciif 3 06epekHiCTIO 3aCTOCOBYBaTH MallieHTaM,
SIKi 37T0BXKMBAIOTh aJIKOTOJIeM Ta/a00 Mal0Th B aHaMHE3i 3aXBOPIOBAHHS MEYiHKH.

PekomeH0BaHO epeBipsaTH OioxiMiuHi MOKa3HUKY (QYHKIIII MeYiHKY mepef] M0YaTKOM JIiKyBaHHS Ta
yepe3 3 Micslli mOTOMY. 3aCTOCYBaHHS IIpenapary CJliff IPUNIUHUTHA ab0 3MEHIIUTH O03Y, SKIII0
piBeHb TpaHCaMiHa3 y CUPOBATII KPOBi OibII HiXK ¥ 3 pa3yu NepPeBUIIY€E BEPXHIO MeXKY HOPMH.
YacToTa mOBiOMJIEHD ITPO CEPHO03Hi siBUIlla 3 60Ky MEUYiHKY (ITepeBaXkHO MO MigBUIIEHHS PiBHSA
TpaHCaMiHa3 MeYiHKHU) y micnsgpeecTpaliinoMy nepioni Oyia 6inbIoo Ipy 3aCTOCYBaHHI
po3yBacTtatuny 40 wmr.

Y nmarieHTiB i3 BTOPUHHOIO TillepxoJjieCTepUHEMIEI0, 3yMOBJIEHOIO TiOTHPe030M a0o HepPOTUUHUM
CHHIPOMOM, CJIi[l CTIOYaTKy BUIiIKYBaTU OCHOBHY XBOpOOY, MePIII HiXK pO3MOYMHATH Tepallilo
IpernapaToM.

Paca

HocmigxeHHS papMaKOKiHETUKU CBif4aTh IIPO 3POCTAaHHS €KCIIO3UIIil y MallieHTiB MOHT0JIOITHOl pacu
mpuOIM3HO B 2 Pa3u MOPIBHSIHO 3 €BpONenIaMu. [ TaKUX IaIlieHTiB HeoOXimHa KOPEKIIis
Io3yBaHHS Ipemnapary (ouB. po3ginu «Crocib 3acTocyBaHHS Ta 0o3u», «IIpoTUOKa3aHHSI» Ta
«PapMakoOKiHeTHKa»). [I71 mallieHTiB a3ifiCbKOi pacu moYyaTKOBa [[03a PO3yBacCTaTHHY IIOBUHHA OyTH
5 mr. ITigBuIlleHa KOHIIEHTPAIlisl pO3yBaCTaTHUHY Y IJIa3Mi KpPoBi OyJia momiyeHa B a3iiChbKUX NAIiEHTIB
(muB. po3min «Ocob6muBOCTI 3acToCyBaHHSI» Ta «PapMaKoKiHeTHKa»). Cif B3sITH 00 yBaru 30i/blIeHy
CHACTEMHY €KCIIO3UIIil0 IIPU JIIKyBaHHI MaI[iEHTiB MOHTOJIOIAHOL pacH, y IKHUX TillepXojieCTepuHeMis He
KOHTPOJIOETLCS afeKBaTHO go3amu 0o 20 Mmr.

IH2i6imopu npomea3su

[TigBuIeHa cUCTEMHa eKCIIO3UIIisl O PO3yBacTaTUHY CIIOCTepiranacs B oci0, siKi 3aCTOCOBYBaIH
pPO3yBacTaTHH CYIYTHHO 3 Pi3HUMHU iHTiGiTOpaMu NMpoTeasy y MOeNHAHHI 3 puTOHaBipoM. Crif
0oOMipKyBaTH SIK KOPUCTH Bifl 3HWKEHHS PiBHA MiMifliB 3a [OIIOMOr 010 IpenapaTy y malieHTis i3 BIJI,
SIKi OTPUMYIOTh iHTi0iTOpY IIpOTEea3y, TakK i MOKIUBICTE MiABUIIEHHS KOHIIEHTPAllill pO3yBacTaTUHY Y
na3Mi KPOBi Ha IOYATKY Tepallil Ta pY MigBUINEHHI 03U PO3yBacTaTUHY y MAIi€HTIB, AKi
OTpUMYIOTH iHTiGiTOPU MpoTea3u. OmMHOUYACHEe 3aCTOCYBaHHS IIpemnapaTy 3 iHribiTopaMu npoTeasu He
PEKOMEH[IYEThCS, SIKIIO [03a PO3yBacTaTUHY He CKOopurosaHa (muB. po3pin «Crocib 3acToCyBaHHS Ta
no3u» i «B3aemois 3 iHIMKUMY TiKapChKUMU 3aco0aMu Ta iHII BUOU B3a€EMOMIIN»).

HenepeHocumicmb 1akmo3su

[TamienTaMm i3 pigKiCHUMM CIlafKOBUMU (opMaMy HellepeHOCHMOCTI TajlakTo3Hu, Ae(illiTOM JTaKTa3u
Jlamma abo TII0K030-TalakTO3HO0 ManbabcopO1lieto He CIifl 3aCTOCOBYBaTH 1iel Impemnapar.



IHmepcmuuiaabHa Xx8opoba snezeHb

[Tig yac 3acToCcyBaHHS OESIKUX CTaTUHIB, 0COOJIMBO IIPY TPUBAJIOMY JIiKyBaHHi, TTOBIIOMIISNIA TIPO
BUHSITKOBI BUIIQ[IKX IHTEPCTUIlIAIbHOI XBOPOOU nereHs (AuB. po3fin «ITob6iuni peakmii»). 1o mposiBiB
11iel XxBOpoOu MOXKHA BifHECTH 3aAUINKYy, HEIIPOOYKTUBHUM Kallle/Ib Ta 3arajibHe MOTipIIeHHs CTaHy
(mipBUIEHa BTOMJIIOBaHICTh, 3HMKEHHS MacCH Tijla Ta rapsiuka). ¥ pasi migo3pu Ha iHTepCTUllianbHy
XBOPOOY JIeTeHb 3aCTOCYBaHHS CTATUHIB CHIi[l MIPUTUHUTH.

Ilykposutl diabem

Hesiki akTH CBifUaTh, 10 CTATUHY HiABUINYIOTH PiBEHb IJIIOKO3U B KPOBi Ta Y AEAKUX MAli€HTIB,
SKUM 3arpOXKy€ BUCOKUYU PU3UK PO3BUTKY AiabeTy B MallOyTHHOMY, MOXKYTh CIPUUUHSTH
rinepriikeMiio Takoro piBHA, IpH SKOMY HeoOXifiHe HajlexkHe JIiKyBaHHS miabety. Lo 3arposy,
O[IHAK, IIepeBUIlly€ 3HUKEHHS PU3UKY CYIUHHUX NIOPYIIEeHb [IPU 3aCTOCYBaHHI CTAaTHHIB, i TOMY BOHa
He Ma€ OyTu IifiCTaBOIO AJIS MPUIIMHEHHS Tepalil CTaTUHaMU. 3a MallieHTaMy TPYNH PU3UKY (piBeHb
ITII0KO3H4 HaTiie 5,6-6,0 MMons/i, IMT >30 kr/M°, mifBUILEHAI piBeHb TPUITIIEPHUIB, apTepiaabHa
rinepTeH3is) CyIim BCTAHOBUTH SIK KITiIHIYHMM, TaK i 6i0XiMiYHUN KOHTPOJIb 3TigHO 3 HAI[iOHATbHUMU
IHCTPYKLiSIMU.

Y mocnimxenni JUPITER 3apeecTpoBaHa 3arajibHa 9aCcTOTa LIyKPOBOTO fiabeTy cTaHoBuIa 2,8 % y
TPYIIi IpHUoMy po3yBacTaTuHy Ta 2,3 % — y rpymi miane6o, mepeBaxHO y HallieHTiB i3 piBHEM
TJII0OKO3M HaTIIe Bim 5,6 0o 6,9 MMOIIb/I.

Himu

Ouinka JiHIMHOTO POCTY (3picT), Macu Tina, IMT (iHgeKCy MacH Tifla) Ta BTOPUHHUX XapaKTEPUCTUK
CTaTeBOI'0 A03PiBaHHSA 3a TaHHEPOM Y [iTeil BiKOM Bif 6 1o 17 poKiB, fKi nIpuiiManiu po3yBacTaTUH,
oOMexkeHa IIepiofioM TPUBaicTio 2 poku. [licig 2 pokiB [HOCHIKYBaHOTO JTiIKyBaHHS KOLHOTO BILIUBY
Ha picT, Macy Tina, IMT abo craTteBe go3piBaHHS BUSBIEHO He 0yi10 (OUB. PO3Min
«®apMaKoOAMHaMiKa»).

Y K/IiHIYHOMY [OCTiAKEHH] y [iTed Ta MifgJIiTKiB, SKi IpUiMalId po3yBaCcTaTUH IPOTATOM 52 TUXKHIB,
nigsunieHHs piBHS KK >10 pasis Buiie BHM Ta cumnTomu 3 00Ky M’s3iB micst GizuyHOro
HaBaHTaXXeHHS a0 migBUIEeHO] Pi3UYHOI aKTUBHOCTI CIIOCTEpiraaucs YacTille MOPiBHIHO 3 TAKUMU
y mopocnux (muB. po3nin «ITo6iuHi peakirii»).

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.
[TpemapaT mpoTUIIOKa3aHKY y IEPiof] BaTiTHOCTI abo ToOAyBaHHS TPYALIO0.
2KiHKaM penpoayKTUBHOIO BiKy HEOOXiTHO BUKOPUCTOBYBaTH HaJleXKHi 3ac00M KOHTpaI[emIIil.

OCKinbKM XOJIECTEPHH Ta iHIIi MPOAYKTH 0i0CMHTE3Y X0JIeCTEPHHY BiflirpaioTh iCTOTHY PONb Y
PO3BUTKY IJI0fla, IOTEHIINHUY pU3UK Bif npurHidveHHsa ['MI'-KoA-penyKTa3u mepeBullye KOPUCTD Bif
3aCTOCYBaHHS IIpemnapaTy y mepiof BariTHOCTI. [laHi mOCHiAXKeHb Ha TBapHHAaX 11040 TOKCUYHOT0
BIIJIUBY Ha PENPONYKTUBHY (PYHKITI0 0OMeKeHi. fAKIIO nallieHTKa 3aBariTHie y mepiof 3aCTOCYBaHHS
I[bOT0 IIpernapary, JIiKyBaHHS CJIif HeraHO IPUIIUHUTM.

Po3yBacTaTuH noTparsie y MOJI0KO IIypiB. [laHUX II0O0 TPOHUKHEHHS IIpernapaTy y IpygHe MOJIOKO
y MIOOUHYU HeMae (OuB. po3min «IIpoTUIoOKa3aHHSI»).



30amuicmb 8niusamu Ha weudKicmbe peakyii npu KepysaHHi aBmompaHcnopmom abo iHwumu
MexaHiamamu.

Bepyuu go yBaru papmMakofrHaMiyHi BIaCTUBOCTiI pO3yBacTaTUHY, MOTO BIIJIUB Ha 3[IaTHICTh
KepyBaTé TPAHCIOPTHUMU 3acobaMu Ta MpallfoBaTy 3 MeXaHi3MaMU € MajoiMOBipHUM. [1pu
KepyBaHHi TPAHCIOPTHUMHU 3acobamu abo po6OTi 3 iHIIMMK MeXaHi3MaMH CJIif ITaM’sITaTH, IO ITif
Yac JIiKyBaHHS MOXe PO3BUBATUCS 3allaMOPOYEHHS.

Cnoci6 3acmocyeaHHsi ma do3u.

[lepen mo4yaTkoOM JIIKYBaHHSA IALI€HTY CII NPU3HAYUTHA CTAHAAPTHY IiIOX0JIeCTePUHEMIYHY MIIETY,
SIKO1 BiH TIOBUHEH NOTPUMYBATUCS i IPOTATOM JIiKyBaHHS. [103y cnif migbupaTy iHOUBifyalbHO,
3aJ1eXKHO Bifl MeTH Teparil Ta BiANOBifi malieHTa Ha JTiKyBaHHS, KEPYIOUUCh PEKOMEeHIalliIMu
IIOTOYHUX 3arajbHONPUMHATUX IHCTPYKLIiH.

[TpemapaT po3yBacTaTHHY MOXKHA MPUUMATH y OyOb-IKUH 9ac OHS, He3aJIeXKHO Bifl mpuitoMy ixi.
JIixyeaHHA 2inepxosecmepuHemii

PexomeH0oBaHa II0YaTKOBa [103a CTaHOBUTE 5 ab6o 10 MT mepopasibHO OOWH pa3 Ha Ao0y SK s
NallieHTiB, SIKi paHillle He 3aCTOCOBYBaJIU CTAaTHHHU, TaK i IepeBeleHUX Ha JTiKapChKui 3acib 3
npuiiomy iumoro inri6itopa I'MI'-KoA-penykTa3u. IIpu Bu6opi moyaTkoBOi 403U CIifl BpaxoByBaTu
PiBHi X0JIeCTepuHYy B KOKHOT'0 OKPEMOTO TallieHTa Ta PU3UK CEPLIEBO-CYIUHHUX IOPYIIEHD Y
MaitbyTHHOMY, a TaK0OXK iMOBIpPHICTh PO3BUTKY HeOakaHUX peakiliii. Y pa3i HeoOXimHOCTI cif
MigBUIIYBATH [03y [0 HACTYIHOTO PiBHS MOXKHa 4yepe3 4 TUXHI (ouB. po3min «dapMakogrHaMika»). 3
OTJIAMY Ha Te, 110 Ha TJIi 3aCTOCYBaHH4 JIiKapChKoro 3aco0y po3yBactatul 40 Mr HeOaxaHi peakiril
BMHUKAIOTh YaCTillle, HiXK NP MEHIIMX [03ax (OuB. po3mdin «[TobiuHi peakmii»), 0CTATOYHO TUTPYBATH
[03y [0 MaKCHMaJbHOI - po3yBacTaThHY 40 MT BapTO NIHIIIE TAIliEHTaM i3 TSIXKKOI0
TilepxoeCTEPUHEMIEI0 Ta BUCOKUM PU3UKOM CEPIEBO-CYAUHHUX IIOPYIIEHD (30KpeMa y XBOPHX i3
CiMEHHOIO TillepX0IeCTEPUHEMIEI0), Y IKUX He BOAJIOCS NOCATTA METHU JIIKyBaHHS IIPX 3aCTOCYyBaHHI
no3u 20 Mr i gKi mepeOyBaTHMYTh IIifi peTyISPHUM HarlasAaoM (guB. po3min «Oco0amuBOCTi
3acTtocyBaHHS»). [lig ac iHinianii npuitoMy JT1iKapCchKoro 3aco0y po3yBacTtaTury 40 Mr
PEeKOMeH0BaHU HaTJISA[ CIIelialiCTiB.

ITpoginakmuka cepy,ego-cyoOuHHUX Nooitl

Y mocnifKeHHI 3HUXKEHHS PU3UKY CEPIeBO-CyOIUHHUX TOMIN TiKapChKuM 3acib 3aCTOCOBYBaiu y [03i
20 mr Ha po0y (guB. po3min «®apMakoguHaAMiKa»).

ITayieHmu AiMHbO20 BIKY

PekomeHnnoBaHa moyaTKOBa [03a OJId IMAlli€HTiB BikoM >70 pOKiB CTAHOBUTL 5 MT (OUB. PO3MiN
«Oco0nMBOCTi 3aCcTOCYBaHHS»). [HIlIa KOPEKIIis 03U 3 OTNISIAY Ha BiK He IOTpi0OHa.

ITauieHmu i3 HUPKOBOI He0OCMAamHicmio
[TamieHTaM i3 nerkumMu abo MOMipHUMH MOPYIIEHHIMH QYHKIII HUPOK KOPEKIIis 03U He MOTpiOHa.

PekoMeHgoBaHa moYaTKOBa 403a OJIS MALi€EHTIB i3 MOMiIpHUMU MMOPYIIEeHHIMU (QYHKIIl HUPOK



(kmipeHC KpeaTuHiHy <60 MJI/XB) CTAHOBUTH 5 MI. Po3yBacTaTut 40 MI IPOTUIIOKA3aHO MalliEHTaM i3
IOMIPHUMU MOPYIIeHHAMHU QYHKIII HUPOK. 3aCTOCYBaHHS IIpenapaTy PO3yBacTaTUHY NallieHTaM i3
TSKKUMH TTOPYIIEHHSIMH HUPKOBUX (YHKIIII MIPOTUIIOKA3aHO y Oymb-IKUX 003aX (IUB. PO3imu
«IIpoTunoka3aHHsa» Ta «PapMaKOKiHETHKA»).

ITauieHmu i3 nopyweHHAMU PYHKUiI NeyiHKU

Y martieHTiB i3 nopyueHHIMY QYHKIIN TeYiHKY, 110 OIfiHIoBanucs y 7 abo MeHIe 6asiB 3a K00
Yaitnma-T1'to, migBuUIlleHHsS CUCTEMHOI eKCII03HIlii po3yBacTaTHHY He crocTepiranocs. OgHak B ocib i3
nopyiieHHsaMH ¥ 8 Ta 9 6aniB 3a mkanoo Yainma-I1'10 cucTeMHa €KCIIO3UIlis 3pocTata (IuUB. PO3Min
«PapMaKOKiHEeTHKa»). ¥ TaKUX Malli€HTiB JOUIIbHOIO € OLliHKA (QPYHKINI HUPOK (OUB. PO3Min
«Oco0nuBOCTi 3acTOCyBaHHS»). [JOCBif 3aCTOCYBaHHS JIiKapChKOro 3aco0y IMaljieHTaM, siKi Habpau
6inbire 9 G6aniB 3a mKkanoio Yainga-I1'1o, BigcyTHil. [IpemapaT po3yBacTaTUHY IPOTUIIOKa3aHUMN
malfieHTaM 3 aKTUBHUMU 3aXBOPIOBaHHSIMHU MEYiHKY (AUB. po3min «IIpoTUIIOKa3aHHS»).

Pacoesa HaaedxcHicmb

Y malieHTiB MOHT0JIOIIHOI Pacyu CIOCTepiranacs mifBuilleHa CUCTEMHAa eKCIIO3UIIis JIIKapChKOT0
3aco0y (muB. po3minu «IIpoTunoka3aHHs», «OCoOIMBOCTI 3aCTOCYBaHHSI» Ta «DapMaKOKiHETUKA»).
PekxoMeHgoBaHa IMoYaTKOBa 403a OJIs NalliEHTIB MOHTOJIOIIHOI pacu CTaHOBUTH 5 MT; PO3yBacCTaTUH
40 MT TakuM IIallieHTaM IIPOTHUMIOKa3aHa.

I'enemuuHuil noaimopgiam

[TeBHi TUIN TEHETUYHOTO MOIIMOP(iI3My MOKYTh IPU3BOOUTHU [0 MigBUIIEHHS €KCIO3UIIil
po3yBacTaTUHY (OUB. po3ain «®apMakokiHeTHKa»). [TalieHTaM i3 BifOMOIO HasBHICTIO TAKWX THUIIIB
nosiMmop¢i3aMy peKOMeHIY€eThCS 3aCTOCOBYBATH MeHIy J0o0OOBYy J03y IpenapaTy po3yBaCTaTHHY.

ITauieHmu 3i cxusnvbHicmio 0o po3sumky mionamii

PexomeH0BaHa mOYaTKOBa [03a OJ15 MAI€HTIB i3 (haKTOpaMu pU3UKY PO3BUTKY MioNaTil CTAaHOBUTH
5 Mr (muB. po3min «OcobIUBOCTI 3aCTOCYBAHHS»).

PosyBactaTtun 40 Mr IpOTUIIOKa3aHO AEeIKUM i3 TaKUX MAIli€HTIB (AUB. PO3Min «[IpOTUIIOKa3aHHSI»).
CynymHe 3acmocy8aHHA

Po3yBacTaTus € cy6cTpaToM pi3HUX TpaHCIOPTHUX 6inkiB (Hampukiaam OATP1B1 ta BCRP). Pusuk
Mmiomartii (B ToMy uucii pabmomiostidy) 3pocTae Ipu CymyTHEOMY 3aCTOCYBaHHi IpemapaTty
PO3yBacTaTHUHY i3 IEBHUMHU JTiIKapChKUMU 3ac00aMu, 110 MOXKYTb MigBUIIYBAaTH KOHIIEHTPAIIiI0
PO3yBacTaTHHY ¥ IIJIa3Mi KPOBi BHACIIAOK B3a€EMOil 3 IIUMU TPAaHCIOPTHUMHU OinKaMu (HampuKiIam
IIUKJIOCIIOPUMHOM Ta II€eBHUMHU iHTibiTOpaMu MpoTeasy, B TOMY YUCJIi KOMOiHaIliIMU PUTOHABIpY 3
aTtalaHaBipoM, JlomiHaBipoM Ta/abo THUIIpaHaBipoM; AUB. po3ainu «OcoOIMBOCTI 3aCTOCYBAHHS» i
«Bzaemogis 3 iHIIUMY JTiIKapCHKUMHU 3aco0aMu Ta iHIN BUOM B3aEMOfiN»). I10 MOXKIMBOCTI CItif
PO3TIIIHYTH 3aCTOCYBaHHS aJlbTePHATUBHUX JIIKAPCHKUX 3ac00iB Ta y pa3i HeoOXimHOCTI THUMYACOBO
IlepepBaTy Tepalliio IpernapaToM po3yBacTaTUHY. fAKINO CyIyTHHOI'O 3aCTOCYBaHHS 1LIUX JIIKAPChKUX
3aco06iB i3 mpemnapaToM po3yBacTaTUHY YHUKHYTU HEMOKJIUBO, CJIifl peTEIbHO 3BaKUTH KOPUCTD Ta
PU3UK Bifl CyIIyTHLOI'0 3aCTOCYBaHHSA Ta BIAIIOBIMHUM YMHOM BiIKOpPEryBaTH 403y IIpenapary
po3yBacTaTUHY (OUB. PO3MiNn «B3aeMopis 3 iHIIMMY TiKapChKUMU 3aco0aMu Ta iHIIN BUOU
B3aEMOMIN»).



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

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

'eTepo3uroTHa ciMelnHa rinepxoiecTepruHeMis

3BUYaliHa I0YaTKOBaA M000Ba H03a OJIs OiTel Ta MiIJIiTKiB i3 reTepo3UroTHOI0 CiMEHHOI0
rinepxonecTepuHeMiel0 CTaHOBUTD 5 MT Ha [00y.

e 3BHYalHa [03a [JIS OiTed BIKOM Bif 6 10 9 POKiB i3 reTepo3uroTHOIO CIMEMHOI0
rinepxonecTepuHeMi€l0 CTaHOBUTE Bif 5 Mr go 10 Mr mepopanbHO OfUH pa3 Ha go0y. besneka
Ta e(eKTHBHICTh 3aCTOCYBaHHS JTiKapChKOro 3aco0y y mo3ax Oinbire 10 Mr y 1ifi momynsiii He
OOCITIIXKYBaJIUCH.

e 3BUyYalHa go3a [ AiTei BikoM Bif 10 mo 17 pokKiB i3 reTepO3UTOTHOIO CiMENHOI0
rinepxonecTepuHeMi€l0 CTAaHOBUTE Bif 5 Mr 1o 20 Mr mepopanbHO OfNUH pa3 Ha go0y. besmneka
Ta e(eKTHUBHICTh 3aCTOCYBaHHS JTiKapChKOro 3aco0y B go3ax Oinbie 20 Mr y 11i#l momynsiii He
LOCIIiAKYBaJIUCS.

[TigBuiIyBaTH [O3Y CIif BiAMOBIAHO OO iHAMBiAya/IbHOI BiATOBIAI AUTUHYU Ha JIiKyBaHHS Ta
IIepeHOCUMOCTi JTiIKapChKOT0 3aco0y, IOTPUMYIOUKUCh peKOMeH Iallill 0o/0 TiKyBaHHS HiTel (OuB.
po3min «Ocob6auBOCTI 3acTOCyBaHHS»). [lepen moyaTKoM Teparlil po3yBaCTaTUHOM JiTIM Ta MifgIiTKaM
CJIi[l IPU3HAYUTH CTaHAAPTHY Till0XOJIECTEPUHEMIYHY Hi€TY, SIKOI MaIlieHTH Mal0Th JOTPUMYBaTHUCH i
IIPOTATOM JIiKyBaHHS.

['oMO3UTOTHA CiMeNHa TilepxoleCcTepuHeMis

PekomeHnpgoBaHa MaKCcHMallbHa [03a OJId OiTed BIKOM Bif 6 10 17 POKiB i3 TOMO3UTOTHOIO CiMENHOIO
rinepxonecTepuHeMier0 CTaHOBUTDL 20 MT ofuH pa3 Ha J00y.

PexomeH0BaHa MOYaTKOBa [[03a CTAHOBUTE Bif 5 Mr 1o 10 Mr ogus pa3 Ha f0o0y 3aneKHO Bif BiKy,
MacH Tijla Ta ONepenHbOr0 3aCTOCYBaHHS CTaTHHIB. [ligBUITyBaTH 10 MaKCHManbHOL fo3u 20 MT
OOUH pa3 Ha fo6y crif BignoBigHO O iHAMBigyasnbHOI BiATIOBiAl AUTUHY Ha JiKyBaHHS Ta
[IePEeHOCUMOCTI IIpenapary, AOTPUMYIYUCh PEKOMEH ALY 00 JIiKyBaHHS OiTen

(ouB. po3min «Ocob6nIuBOCTI 3acTOCyBaHHS»). [lepeq MoYaTKOM Teparlil po3yBaCTaTHHOM [JiTSIM Ta
IifIiTKaM CIIifl IPU3HAYUTH CTaHAaPTHY Til0X0JIeCTEPUHEMIUHY HIi€TY, IKOI MallieHTH MaloTh
OOTPUMYBATUCS 1 IPOTATOM JIiKyBaHHS.

IocBin nikyBaHHS ITi€l momynsnil y mo3ax Oinbie 20 Mr oOMeKeHUH.
Ilimu 8ikom 0o 6 pokis

Beameka Ta e(eKTUBHICTh 3aCTOCYBaHHS JIIKAPCHKOT0 3aCO0Y AIiTSM BiKOM /10 6 POKiB HE BUBYAJIUCH.
TakuM 4uHOM, IIpenapaT Po3yBacTaTHHY He PEKOMEHYETHCS 3aCTOCOBYBATH AiTSAM BiKOM [0 6 POKiB.

ITepedo3yeaHHs.

Cneuudiunoro nikyBaHHS Ilepefo3yBaHHsg HeMa€. JIiKyBaHHS Ma€e OyTH CUMIITOMaTUYHUM, Y pasi
HeoOXiIHOCTI CIif BXKUBaTH MiATPUMYyBalbHUX 3axX0fiB. [I0TpiOHO TPOBOAUTY MOHITOPUHT QYHKIIil
neyvinku Ta piBHiIB KOK. Kopucts remopianily € MaJoiMOBIPHOIO.



ITo6iuni peakuii.
Heb6azxaHi sBHUIIa, II0 Bif3HAYAIOTHCS IIPY 3aCTOCYBAaHHI IIpernapary, 3a3BUYai JIerki Ta THMYacoBi.
HebaxaHni peaxkirii kinacughikoBaHi 3a 4aCTOTOIO Ta CUCTEMHO-OPTaHHUMU KJlaCaMH.

Y KOHTPOJIbOBaHUX KJTiIHIYHUX OOCHiAKEeHHIX MeHIIe 4 % MallieHTiB, SKi 3aCTOCOBYBaJIN
PO3yBaCTaTHUH, BUUIIIIH i3 JOCTiIKeHHS Yepe3 HeOaxKaHi peakiiil.

[Tepemnik moGiYHKUX peakIliii y BUTIAMi TabIuii

Y HMK4YeHaBefeHil TabuIli TpencTaBneHui mpodins HebakaHUX peaklliii Ha Po3yBaCTaTHH 3a
MaHUMHU KJTiHIYHUX OOCIigKeHb Ta BEJIMKOT0 JOCBiMy Mic/lsipeecTpaliiHoro 3acTocyBaHHs. HebaxaHi
peaxirii KnacugpikoBaHi 3a 4aCTOTOIO Ta CUCTEMHO-opraHHuMHU Kinacamu (COK).

3a yacToTor0 HebaxKaHi peakiril po3nofmineHi TakuM yuHOM: YacTo (=1/100 ta <1/10), HeUacTo
(=1/1000 ta <1/100), pigko (=1/10000 Ta <1/1000), ny=xe pigko (<1/10000), HeBimoMoi YacTOTH
(HEeMOXKJIMBO OIIiHUTH 3a HasIBHUMHU JaHUMH).

[ToGiuHi peaxiiil 3a JaHUMU KJTiIHIYHUX JOCIIXKEHb Ta JOCBiAy MiCIApeeCTpaliiHoro 3aCTOCyBaHHS

Tabmuig 3
I({:;I;geMHO'OpFaHHHH JacTo Heugacto Pigxo [lyke pioko YacToTa HeBimoMa
3 60Ky KpOBi Ta TpoMOOIUTO-TIeHisS
TiMmpaTUYHOI CHCTEMH
3 60Ky iMyHHOI Peaxirii
cucTeMu rimep4yTIu-BOCTI,
[y TOMY YHCIIi
AHTiOHEBPO-TUYHUHN
HaOPSK
ExpokpunHi po3nanu |LlykpoBuii
miabet’
[TcuxiuHi po3nagu [lenpecis
3 60Ky HepBOBOI ["onoBHUI 6inb, [Noninepo-nartis, [[lepudepryna
cucteMu 3a11aMopo- BTpaTa ITaM’dTi  [Helpomarisi, po3naau
UeHHS cHY (Y TOMYy 4uCIi
0e3COHHS Ta HiuHi
KOIIIMapu), MiaCTeHis
rpasic
3 60Ky opraHiB 30py OuHa MiacTeHis
3 60Ky OpraHiB Karmesns, 3aguiiKa
mxaHHS, TPYTHOI
KITITKA Ta
CepemoCTiHHY
3 60Ky IUTyHKOBO- 3amop, HyZorTa, [TarnkpeaTut [liapes
KHUIIKOBOTO TPaKTy [|abmoMiHanb-HUi
0inb
3 6oKy [TigBuieHHS piBHS PKOBTAHUIIS,
rematobimiapHoi MMEeYiHKOBUX TeraTUT
cucTeMu TpaHCcaMiHa3




3 6oKy WIKipu Ta CBepbix, Cunppom CriBeHca —

TigITKipHOI BHCHUII, TI>XOHCOHA

KJTITKOBUHU KPOIIUB' THKa

3 60Ky CKeeTHOI Mianris MionarTis (y Tomy |ApTpanrisa [MTopyeHHS 3 H0Ky

[Myckynatypu Ta UUCIIi MIO3UT), CYXOKWJIIb, IHKOJIH

CITONTyYHOI TKAaHUHU pabmomiortis, yCKJIagHEeH1
BOBUAKO-TIONiOHUH [PO3pUBaMH,
CUHIPOM, PO3PUB IMyHOOIIOCE-
M’ s13iB PenKoBaHa

HEKPOTHU3YI0-4a
[miomaris

3 60Ky HUPOK Ta CemaTypis

Ce"40BUMINTBHOL

cucTeMu

3 6oKy [iHekKomacTis

PETTPONYKTUBHOL

cucteMu Ta

[MoouHUX 387103

3aranbpHi po3namu Ta |ACTeHis Habpsk

cTaH Micls BBeIEeHHS

' YacToTa 3a1eXuTh Bifi HasgBHOCTI (GaKTOPIB PU3KKY (PiBeHb IIIOKO3M HaTle = 5,6 MMoib/n, IMT >
30 xr/™M°, migBUINeH] PiBHI TPUTIINEPU/IIB, apTepianbHa TinepTeHsid B aHaMHe3i).

4K i npu 3acTtocyBaHHi iHmuX iHribiTopiB 'MI-K0A, yacTtoTa HebaKaHUX peaklliii Ma€ TeHEHIIiI0
3ajiezKaTH Bil JO3U.

Bnaue Ha HUpku

[TpoTeinypis, BUsIBIEHa V¥ Pe3yJIbTaTi aHali3y 3a TeCT-CMyKKaMHU Ta IlepeBakHO KaHaIbIIeBOTO
IIOXOMIKEeHHS, CIIOCTepiranacs y nali€eHTiB, gKi 3aCTOCOByBajlu Ipenapar. 3MiHM BMiCcTy Oinka y cedi
Big Hyns abo crnimgiB Mo 3Ha4YeHHS abo OinbIie croctepiranucsa y < 1 % malfieHTiB y essKuX 4aCOBUX
TOYKaX y XOfIi 3aCTOCYBaHHS IpemnapaTy B fo3ax 10 ta 20 mr i y mpubnusso 3 % - npu po3yBacTaTUHi
40 mr. HeBenuke 306inbIIeHHS YaCTOTH 3MiHU BMICTY Biff Hy/1s a0 CHifliB O 3HAYEHHS
crocTepiranucs mpu go3i 20 mr. Y 6inbinocTi BUnagkiB npoTeinypis 3MeHIIyBanacs abo 3HUKala
CIIOHTAHHO IIPY MTPOOBXKEHHI Teparii. 3a JaHUMHU KITiIHIYHUX JOCIiIXKeHb Ta TOCTMapPKETUHT OBUX
CIIOCTEpeXkKeHb Ha MaHUW Yac He BUSBIIEHO IPAYMHHO-HACIIIKOBOTO 3B’SI3Ky MiX IIPOTEIHYpi€io Ta
rocTpuM a0 IPOrpecyoyuM 3aXBOPIOBAHHSIM HUPOK.

Ha T71i 3acTocyBaHHS IipenapaTy Bif3HaueHO BUMAAKU reMaTypii; 3a JaHUMHU KJTiHIYHUX JOCITigKEeHb
YacToTa il He3HayHa.

Bnaue Ha CKe/semHy myckKyaamypy

YpaxkeHHS CKeJIETHOI MyCKy/IaTypH, Taki K Mianris, MiomaTis (y TOMy YKCIIi MiO3UT), Ta 3pifKa
pabmoMionti3 i3 TOCTPOI0 HUPKOBOIO HEJOCTATHICTIO un Oe3 Hel Oy/1u BiI3Ha4eHi IpX 3aCTOCYBaHHI
Oymb-sIKUX 003 PO3yBAaCTATUHY, 0COOIMBO P Ho3ax > 20 Mr.

Y nanieHTiB, sKi IpuiiMany po3yBacTaTUH, CIIOCTEPIranocs go303anexHe 3pocTaHHs piBHIB KK; y
OinbIIocTi BUMapKiB siButie 6yno cnabkKuM, aCUMITOMAaTHYHUM Ta TUMYacoBuM. fAkiro piBai KK
nigBuineHi (>5 pasiB Buiile BMH), nmikyBaHHS CJTif TPUIUHUTH (OUB. po3min «OcobnmuBoCTi
3aCTOCYBaHHS»).

Bnaus Ha neuviHKy

4k i mpu 3actocyBaHnHi inmux inribiropis IMI'-KoA-penykTasu, y HeBeIUKOI KiNbKOCTi MallieHTiB, AKi



IpuiManu po3yBacTaTHH, Bil3HaYanocs fo303aexkHe 301/IbIIeHHS PiBHA TpaHCaMiHas3; y Oi/bInocTi
BUNAOKIB siBUIIe 010 CTa0KUM, aCUMIITOMaTUYHUM Ta TUM4YacoBUM. [Ipu 3acToCyBaHHi
pO3yBaCTaTUHY TaKOXK Big3Hayasocs migBuilleHHs piBHiB HbAlc.

Ha T71i 3acTocyBaHHS OesIKUX CTATHHIB Bif3Havyanucs Taki HeOaxkaHi sSBUIIA:
po3nagy cTaTeBol QYHKIII;

OKpeMi BUIIagKM iHTEPCTHUIiaIbHOI XBOPOOU JiereHb, 0COOIMBO NIPX TPHBAJIOMY 3aCTOCYBaHHi (IUB.
po3ain «OcobIMMBOCTI 3aCTOCYBAHHS»).

YacToTa noBifomMiIeHb IIpo pabmomiosi3, ceplio3Hi mopymeHHs 3 00Ky HUPOK Ta MeYiHKM (IIepeBaXkKHO
IiIBUINEHHS aKTUBHOCTI IIeYiHKOBUX TPaHCcaMiHa3) OijibIlla Mpy 3aCTOCYBaHHI Ipemnapary
po3yBacTaTuny 40 wmr.

Y mportieci micnsipeecTpalifHOro 3aCTOCyBaHHS Mpernapary imeHTudikoBaHO TaKy HebaxkaHy peakxilito
K JleTaJlbHa Ta HeJleTaJlbHa [TeYiHKOBa HeqoCTaTHICTh. OCKINIBKY IIPO 1[I0 PeaKI(ilo ITOBIOMIIAIN
CIIOHTAHHO i3 IOyl HeBU3HAUYEHO]I KiJTbKOCTi, HEMOXK/IMBO JOCTOBIpHO OLIHKTH 1i 4acTOTy abo
BCTAHOBUTU HaSABHICTh IPUUYUHHO-HACIIIAKOBOTO 3B'43KY 13 3aCTOCYBaHHAM IIpenapary.

3pifgKa y micnspeecTpaliiHOMY Iepiofi IOBIAOMIIANY PO MOPYIIeHHS KOTHITUBHUX (QYHKIIIN
(HampuKIaf moripiieHHs maM’gaTi, 3a0yObKyBaTiCTh, aMHe3is, MOTipIIeHHS TaM'sTi, CIITyTaHiCTh
CBiOMOCTI), 1II0 aCOLil0I0THCS i3 3aCTOCYBAHHSAM CTaTHHIB. [Ipo TaKi KOrHiTUBHI TpobaeMu
IIOBIAOMJISINIM Y 3B’sI3Ky 3 yCiMa CTaTUHAMU. fABUIlA, IIPO SKi UOETHCS V IOBIAOMIIEHHSX, 3a3BUYail
MalOTh JIETKUM XapaKTep 1 MUHAIOTH IMICJId BiIMiHU CTATHHIB, a TaKOXK MalTh Pi3HUU YacC A0 MOSBU
cuMIITOMIB (Bim 1 mHS IO POKiB) Ta MO0 3HUKHEHHS CUMIITOMIB (MefiaHa - 3 THUXKHI).

Himu

[TigBuieHHs piBHA KpeaTuHKiHa3u >10 pasiB Bumne BMH Ta cuMmntomu 3 60Ky M’s13iB mics
¢biznyHOro HaBaHTaXXeHHs abo0 migBUIeHO] (i3UUHOI aKTUBHOCTI CIIOCTepiraaucs vacrime y 52-
THXKHEBOMY KJIIHIYHOMY AOCIIfI>KEHH] 3 y4acCTIO [iTel Ta IiJIiTKIB IOPiBHSIHO 3 JOPOCIUMHU ([IUB.
po3min «Ocob6auBOCTi 3acToCcyBaHHS»). [IpoTe mpodinb Ge3meku po3yBacTaTUHY y HiTel Ta MiAiTKiB
OyB OMiOHUM [0 TAKOTO Y OOPOCHIHX.

[ToBigoMIIeHHS PO Mimo3pioBaHi mo6ivHi peakirii

BazxuBo mOBimOMIATH PO Migo3pioBaHi Mo0iyHi peakiiii y micispeecTpalliinuii mepion
3aCTOCyBaHHS JIikapchbKoro 3acoby. Ile mae 3Mory 3pilicHIOBaTH Oe3MepepBHUN MOHITOPUHT
CIIiBBigHOIIEHHS KOPUCThL/PU3UK 3aCTOCYBaHHS JiKapchKoro 3aco0y. CreliamicTy y rany3i 0XopoHU
30POB’st 3060B’s13aHi MOBIMOMIISTH IPO Oyab-Ki BUMIAAKY MMig03pI0OBAHUX TOOIYHUX peakiliit yuepes
HalllOHa/JIbHYy CUCTEMY 3BITHOCTI.

Tepmin npudamHocmi. 2 POKH.

YmMmoBH 30epirannsi. 30epiraté B OpuriHaabHil yIAaKOBI B CyXOMY, 3aXUIIIeHOMY Bifl CBiT/a,
HeIOCTYIIHOMY [JIs OiTel Micli mpu TeMnepaTypi He Buie 25 °C.



VYnaxoBka.

Tabnerku mo 10 mr: Ne 90 (10x9): mo 10 TabneTok y 6iicTepi; mo 9 6icTepi y KapToHHI# KopoOIti; Ne
90 (15x6): mo 15 TabmeTok y 6micTepi; mo 6 6ricTepiB Yy KApTOHHIN KOPOOIT;

Tabnerku mo 20 mr: Ne 90 (10x9): mo 10 TabneTok y 6icTepi; mo 9 GicTepiB y KapTOHHI! KOPOOIIi.

Karteropist Bimmycky. 3a pelenToM.

Bupo6nuk. TOB «3eHTiBa».

Micue3HaxoaKeHHsI BHPOOHHKA Ta afjpeca MicCIsi IPOBaIXKeHHs MOro Tis/IbHOCTI.

Y xabenoBuu 130, 102 37 IIpara 10, Honui Mexonynu, Yecbka Pecmy6iika.

3asIBHHUK.

TOB «Canooi-ABeHTic YKpaiHa».

Micuie3HaxomXKeHHSs 3asIBHUKA.

Ykpaina, 01033, m. Kuis, Byn. Kunsuceka, 48-50A.



