THCTPYKIIA

IJISI MeTUYIHOT'0 3aCTOCYBaHHS JIiIKapChKOT0 3aco0y

POBAMEQ®

(ROVAMED)

CKnao:
ditoua pe4osuHa: po3yBaCTaTHH;

1 TabneTka, BKpHTa IUIIBKOBOIO 000JI0OHKOIO, MiCTUTh PO3yBaCTaTUHY KaJlblliio 5,21 MI eKBiBaJleHTHO
po3yBacTaTUHY 5 MT abo po3yBacTaTuHy Kanbiioo 10,419 Mr ekBiBajeHTHO po3yBacTtaTuHy 10 Mr, abo
po3yBacTaTuHy Kasbliio 20,838 Mr exBiBanieHTHO po3yBacTaTuHy 20 Mr, abo po3yBacTaTUHY KaJIbIliio
41,676 Mr ekBiBaJIeHTHO po3yBacTaTuHy 40 Mr;

0ONOMIJCHI peuoBUHU: 1IeJII0JI03a MiKpoKpucTaniuyHa, Tl 101; KpeMHi0 IioKCH[ KOJIOiqHUN
0e3BOOHUI; KPOCIIOBIMOH, TUII A; I1eJII0103a MiKpoKpucTaaiyHa, Tuln 102; 1akTo3a, MOHOTipaT;
MarHito cTeapar;

ny1iBKoBe moKpuTTA: Opadry II Yellow 33K12488 (HPMC 2910/rinpomenosa 6 cP; Tutany giokcug (E
171); nakTo3a, MOHOTIOpAT; TPUAIIETHH; 3aJTi3a OKCHUL XKOBTHH) (TabNeTKH 1Mo 5 MT);

Opadry II Pink 33K94423 (HPMC 2910/rinpomeno3a 6 cP; tutany giokcup (E 171); nmakTo3a,
MOHOTifIpaT; TPHUAIleTHH; 3a/Ii3a OKCU[ YepBOoHUM) (TabneTku o 10 Mr);

Opadry II Pink 33K94423 (HPMC 2910/rinpomeno3a 6 cP; tutany giokcup (E 171); makTo3a,
MOHOTifIpaT; TPHUAIleTHH; 3a/i3a OKCU[ YepBOoHUM) (TabneTku o 20 Mr);

Opadry II Pink 33K94424 (HPMC 2910/rinpomeno3a 6 cP; tutany giokcup (E 171); makTo3a,
MOHOTifIpaT; TPHUAIleTUH; 3a/Ii3a OKCUJ YepBoHUM) (TabneTku o 40 mr).

JIikapcbka ¢opma. TabmeTKH, BKPUTI IIJIiIBKOBOIO 000JIOHKOIO.
OCHO8HI (pi3uKko-XiMiYHI 81acmMuBoCmi:

TabJeTKHU M0 5 MT - 2KOBTi KPYTJIi, ABOONYKJIi TaOleTKY, BKPUTI IJTIBKOBOIO 060JI0HKOI0, 3 HAIICOM
«ROS» Hapg «5» 3 ogHOTO 00Ky, 0€3 HANKUCIB 3 iHIIOT0 OOKY;

tTabneTku mo 10 Mr - poKeBi KpyTJli, ABOOMYKJIi TabneTKH, BKPUTI IIiBKOBOIO 000JI0OHKOI0, 3 HAIICOM
«ROS» Hapg «10» 3 omHOrO OOKY, 6€3 HamuciB 3 iHIIOro OOKY;

tabneTku mo 20 Mr - poXKeBi KpyTJli, ABOOMYKJIi TabneTKH, BKPUTI IIiBKOBOIO 000JI0HKOI0, 3 HAIICOM
«ROS» Hap «20» 3 ogHOrO0 00KY, 6€3 HamuciB 3 iHIIOro OOKY;

tabneTku mo 40 Mr - poKeBi OBa/IbHi, IBOONYKIIi TabIeTKM, BKPHUTI IIJIiIBKOBOIO 000JIOHKOIO, 3



HanucoM «ROS» 3 ogHOro 60Ky i «40» 3 iHIITIOTO OOKY.

dapmakoTepaneBTHYHA rpyma. ['inoninmigemiuni 3acobu. IaribiTopu 'MI-KoA-penyKTa3u.

Kom ATX C10A A07.

Papmakono2iuHi e1acmueocmi.
®apmakoduHamika.

Mexanism 0ii. Po3yBacTaTuH - 1le CeJIEKTUBHUN Ta KOHKYpeHTHu# inribirop I'MI-KoA-penykrasy,
(dbepMeHTY, 110 BU3HAYA€E IMIBUAKICTh peakilil Ta IepeTBOPIOE 3-TigPOKCHU-3-MEeTUNT Ty TapUl
KopepMeHT A Ha MeBaJIOHAT, [TOIlePeJHUK X0ojiecTepuHy. OCHOBHUM MiCIIEM [il pO3yBaCTaTHUHY €
[IeYiHKa, OpraH-MillleHb I 3MEHIIeHHS PiBHS X0JIECTEPUHY.

Po3yBacTaTuH 30i1bIIye KiTbKICTh PElLENITOPIB inonpoTeiniB HU3bKOI minbHOCTI (JITTHII) Ha
IIOBEPXHi K/IITUH NeYiHKH, TOCUIIOI0YY 3ax0IjeHHs Ta KaTabosmiam JITTHII], Ta mpurxiuye
MeYiHKOBUY CUHTE3 JIIMOMPOTEIHiB IyKe HU3bKOI mminbHOoCTi (JITITHIII), TakKuM YMHOM 3MEHIIYIOUn
3arasbHy KinbKicTh yacTuHOK JITTITHIII Ta JITTHIILI.

®apmakoOuHamiuHa 0isA. Po3yBacTaTHH 3HUKYE MiABUIIEHUY piBeHb x0mecTepuny JITTHII] (XC-
JITTHII), 3aranpHOr0 X0J1eCTEPUHY Ta TPUTIIiepUiB i mifgBullye piBeHb xonectepuny JITIBII (XC-
JITIBIII). Bin TakoXk 3MeHInye piBeHb anmoninonpoTeiny B (amoB), XC-ueJITIBIL, XC-JITIITHIII,
tpurninepunis JITITHII (TT-JITIOHII) Ta migBuiye piBenb anoA-I (muB. Tabnuiio 1). PodyBacTaTun
TakoXK 3MeHIye criBBigHomeHHs XC-JITTHII/XC-JITIBIL, 3aransuoro XC/XC-JITIBII, XC-
HeJITIBII/XC-JITIBIII Ta amoB/amoA-I.

Tab6muig 1

BipmoBigp Ha 003y y MallieHTIB i3 IePBUHHOIO Tinepxonectepunemieio tuny Ila ta IIb (Bigkopurosana
cepenHs BimCOTKOBa 3MiHa IIOPiBHSHO 3 BUXIOHUM PiBHEM)

TTo3a N XC-JITTHII|3aranpaun|XC-JITIBII[TT XC-meJITIBIIjanmoB aroA-I
XC

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

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

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

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

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

TepaneBTuuHu ePeKT OOCATAETHCS MPOTATOM 1 THXKHS ITiCIIS TOYATKY 3aCTOCYBaHHS IIperapary,
90 % makcuManbHOTO e(PeKTy - yepes 2 THKHi. MakcuManbHuX eeKT 3a3BUYall JOCATAETHCS
yepes 4 THXKHI Ta TPUBA€E Hamali.

KniniuHa epekmusHicme. PoBaMen”® eeKTUBHUIA Y JTiKyBaHHI [OPOCIIKX i3 riepxoecTepUHEMIEIO -
i3 rimeprpurninepunemieio abo 6e3 Hel - He3aIeXKHO Bifl pacu, CTaTi Yu BiKy, a TAKOXK Y MAlli€HTIB
0COoOIMBUX T'PYI, TaKUX SK XBOPi Ha fiabeT abo malieHTH i3 ciMelHO0 rinepxoieCTepUuHeMi€e0.

3a 06’egHAHUMU HaHUMU HocmimxkeHb ¢a3u 111 po3dyBacTaTuH eheKTUBHO 3HUXKYBAB PiBEHb



X0JIeCTepuHy y OilbIIOCTI NallieHTiB i3 rimepxonectepuHemieio Tuny Ila ta IIb (cepenHiii moyaTKOBUA
piBers XC-JITTHIII cTraHOBUTH TPUOIHU3HO 4,8 MMOJIB/M) OO LiTbOBUX 3HAYEHB, BCTAHOBIIEHUX
BHM3HAHUM KEePiBHUILITBOM EBPOIMENCHKOTO TOBApUCTBa aTepocknepo3y (EAS; 1998); mpubnusuo y 80
% malieHTiB, AKi npuiiMany npemnapart y go3i 10 Mr, Bgasocs JOCArTH HOPMaTUBHUX LIJIbOBUX PiBHIB
XC-JITTHII 3a EAS (<3 MMOJIB/TI).

Y BenukoMy mocrnifxeHHi 435 MalieHTiB i3 reTePO3UTOTHOIO CIMEMHOIO TillepX0JieCTEePUHEMIEI0
IIpUUMany po3yBacTaTuH y fo3ax Bif 20 mo 80 Mr 3a cxeMO0 MOCUIEHOT0 TUTPYBaHHS [O3H.
CropusdTnuBuY BIJIUB JIiIKApCHKOTO 3ac00y Ha IMOKa3HUKM JIiMifliB Ta JOCATHEHHS I[i/TbOBUX PiBHIB
Bi3HavYanu mpu BCix mo3ax. ITicis TuTpyBaHHS 0o o6oBoi mo3u 40 mr (12 TuxHIB mikyBaHHsS) XC-
JITTHIIT 3uu3uBcs Ha 53%. Y 33% natieHTiB 6yI0 mocsarayTo HopMaTuBHuX piBHiIB XC-JITTHII] 3a EAS
(<3 MMouIB/m).

Y BigKpuTOMY OOCIiAKEHHI IOCUJIEHOT0 TUTPYBAHHSA 103 BiAIIOBiAL Ha 3aCTOCYBaHHS PO3yBaCTaTUHY
y mo3ax 20-40 Mr BuBYanacs y 42 nami€HTiB (BKIO4Yal04u 8 fiTel) i3 TOMO3UTOTHOIO CiMEHHOIO
rinepxonectepuHeMieio. Y 3aranbHiii momymnsiii piBerb XC-JITTHIL 3uu3uBCS B cepegHboMy Ha 22%.

Y k7TiHIYHUX JOCTIIXKEHHSIX 3a y4acTi0 00MeKeHOI KiJTbKOCTi MallieHTiB CIIOCTepiraBcst afuTUBHUN
eekT po3yBacTaTUHY Ha 3HUKEHHS PiBHSA TPUTJIiLEPUMiB IIPX 3aCTOCYBaHHI y KoMOiHa1Iil 3
denodidpaTom Ta Ha mipBuileHHs piBHiIB XC-JITIBII mpu 3acTocyBaHHI y KoMOiHallil 3 HialluHOM (OUB.
po3ain «OcobMMBOCTI 3aCTOCYBAHHSI»).

Y GaraTouieHTPOBOMY, MOABINHO CIIiOMY, Iy1anie60-KOHTPOIOBaHOMY KITiHIYHOMY JOCHifKEeHHi
(METEOR) 984 marrienty BikoM 45-70 poKiB i3 HU3BbKUM PU3UKOM illleMigHOI XBOPOOH CepIst
(BU3Ha4YeHUM K pU3UK 3a OpaMinreMchkoro mkasuow <10 % nporsarom 10 pokis), cepenHiM
3HauenHsaM XC-JITTHII 4,0 mmomns/n (154,5 Mr/g), arne i3 cyOKIiHIYHUM aTEPOCKIIEPO30M
(BU3HaYeHUM 3a 30i/bIIeHHSIM TOBIIMHU KOMIIJIEKCY iHTHMa-Mefis coHHol apTepii (TKIMCA)) 6ynu
paHpoMi3oBaHi 0 ABOX Irpym Ta npuiiManu 1 pa3 Ha #oOy abo 40 Mr po3yBacTtaTuHy, abo nnaiebo
IPOTATOM 2 POKiB. [TopiBHSHO 3 miare00 po3yBacTaTHH 3HAYHO CIIOBiJIbHIOBAB IIPOTPECyBaHHS
MakcuMmanbHOl TKIMCA y 12 Toukax coHHOI apTepil Ha -0,0145 mm/pix [95 % moBipuuit inTepsan ([])
-0,0196, -0,0093; p<0,0001]. 3mina nmopiBHAHO 3 BUXigHUM piBHeM cTaHoBuUa -0,0014 mm/pik (-0,12
%/piK (CTaTUCTHYHO HE3HaYyllla)) y TPYIIi po3yBaCTaTUHY MOPiBHAHO 3 nporpecyBanHsam 0,0131
MM/pik (1,12 %/pik (p<0,0001)) y rpymi nnane6o. [Tpsmoi Kopensiii Mixk 3MeHmerHsM TKIMCA Ta
3HUKEHHSIM PU3UKY MOPYIIEeHb 3 60Ky CeplieBO-CYAUHHOI CUCTEMHU IIPOAEMOHCTPOBaHO He 6yno. 1o
nocrimxenuss METEOR Oy 3any4eHi NalieHTH i3 HU3bKUM PU3UKOM illeMiyHOi XBOpo6u cepis, ki
He € MpeiCTaBHUKAMH IIiTbOBOI MOMYJIsIii 3aCTOCYBaHHS JIiKapChKOTro 3acoby y mo3i 40 mr. o3y 40
MT CJIifl IpU3HavaTH JIUIIE IIalliEeHTaM i3 TSIKKOIO riIepx0oIeCTEPUHEMIEI0 Ta BUCOKUM PU3UKOM
CeplieBO-CYAMHHUX PO37afiiB (auB. po3min «Crocib 3acToCyBaHHS Ta O3U»).

B iHTepBeHIiHOMY [OCHiIXKEHHI pO3yBaCTaTUHY 3 METOI0 OOTPYHTYBaHHS 3aCTOCYBAaHHS CTATUHIB SK
3aco0y nepsunHOI mpodinakTuku (JUPITER) BIIMB po3yBacTaTUHY Ha YACTOTy 3HAYHUX
aTepOCKJIEPOTUUHUX CEPLEeBO-CYOUHHUX 3aXBOPIOBaHb O1fiHOBanu y 17802 4onosikis (=50 pokiB) Ta
XKiHOK (=60 poxkiB).

Y4acHUKHU JOCHTigKeHHs Oy BUIIagKOBUM YMHOM PO3MOfineHi fo rpym miamne6o (n=8901) abo
po3yBacTaTuHy B 103i 20 Mr 1 pa3 Ha go0y (n=8901), 3a HUMU CIIOCTEpPiraayd B CEPeAHbOMY MIPOTITOM
2 POKIB.

KonuenTtpanisa XC-JIITHII 3menmunach Ha 45 % (p<0,001) y rpyni po3yBacTaTUHY HOPiBHSIHO 3
rpynoto mname6o.

Y post-hoc ananisi gaHuX migTpynu namieHTiB BUCOKOTO PU3UKY i3 BUXiGHUM 3HaueHHAM >20 % 3a



®paminreMcrKo1o 1mkasnomwo (1558 yyacHUKIB) crocTepiranocsi 3HayHe 3HUKEHHS YaCTOTH
KOMOiHOBaHOI KiHIIeBOI TOYKH, 1[0 OXOTLTIOBAajIa CMEPTH Bifl CEPIIEBO-CYIUHHUX TOMIiH, iHCYNbT Ta
indapkT mMiokapma (p=0,028), y rpyni po3yBacTaTuHY MOPIiBHSHO 3 MmIarie00. AGCOTIOTHE 3HUKEHHS
pU3uKy mopiu ctaHoBuio 8,8 Bunapaky Ha 1000 marieHTO-poKiB. [I0Ka3HUK 3araabHOI CMEPTHOCTI
JIMIIABCA HE3MIHEHUM V Iii rpymi BuCoKoro pu3uky (p=0,193). ¥ post-hoc ananisi ganux nigrpynu
BUCOKOr0 pu3uKy (9302 y4aCcHUKY 3arajoM) i3 BUXifHUM 3Ha4eHHAM =5 % 3a mwKkanow SCORE
(eKCTparmonboBaHO 3 METOI0 BKIIIOUEHHS JaHUX YYaCHHUKIB BiKOM Bifi 65 POKiB) criocTepiramocs
3HAuyIlle 3HUKEHHS YaCTOTH KOMOiHOBaHOI KiHIIEBOI TOYKH, III0 OXOILTI0OBajia CMEPTH Bifl CEPIIEBO-
CYOUHHUX TOfIY, iHCYTIbT Ta iHapKT MioKapaa (p=0,0003), y rpymi po3yBacTaTUHY IOPiBHSHO 3
nnane6o0. 3HUXKEHHS abCOMIOTHOTO PU3UKY, BUPAXKEHOT0 3a YaCTOTOIO IOfii, CTaHOBUIIO 5,1 BUMIAOKy
Ha 1000 namierTo-poKiB. [IToKa3HUK 3arajbHOI CMEPTHOCTI Y Iill MigrpyImi BUCOKOTO PU3UKY JIUIIABCS
He3MineHuM (p=0,076).

Y mocnipgxerHi JUPITER 6,6 % y4aCHUKIB rpynu NpUioMy po3yBacTaTUHY Ta 6,2 % y4aCHUKIB Irpynu
nane00 IPUIMHUIN 3aCTOCYBaHHS OOCIIAKYBaHOTO JIIKapChKOTr0 3aco0y yepe3 HebaXkaHi sSBUIIA.
Hai6inbim yacTuMu HebaKaHUMU SBUIAMH, 110 TPU3BOAUIIY 00 IPUIMHEHHS JTiKyBaHHS, Oynu
mianris (0,3 % y rpymi podyBactaTtuny, 0,2 % — y rpymi nnane6o), abgominansuuit 6ins (0,03 % y
rpymi po3yBactatuny, 0,02 % — y rpymi nnare6o) ta sucunanus (0,02 % y rpymi po3yBacTaTHHY,
0,03 % — y rpymi nnane6o). Hai6inpin yacTumMy HebakKaHUMU SBUILIAMHU, 110 CIIOCTEPIraaucs y rpyii
po3yBacTaTHHY i3 4acToTo0, OinbiIoi0 abo piBHOWO Bif3HadeHiX y rpymi mianebo, Oy indexil
ceuoBux HUIAxiB (8,7 % y rpymi po3yBactaTtuny, 8,6 % — y rpyimi mnane6o), Hazodapuurit (7,6 % y
TpyIi po3yBacTaTuny, 7,2 % — mmnarne6o), 6inb y cruHi (7,6 % y rpymi po3yBacTaTuny, 6,9 % —
nnane6o) ta mianrist (7,6 % y rpymi po3yBactatuny, 6,6 % — mnae6o).

Himu. Y nomBi#iHO cinoMy, paHOOMi30BaHOMY, 6araToleHTPOBOMY, IIarnebo-KOHTPoIboBaHOMY 12-
THXKHEBOMY OOCHifKeHHi (n=176, 97 y4aCHUKIB 40JI0Bi4Ol cTaTi Ta 79 — XKiHOYOI1 CTaTi) i3
nopanbuuM 40-TuxkHEBUM TepiogoM (n=173, 96 yyacHUKIB 40/I0Bid0i cTaTi Ta 77 — XKiHOYOI CcTaTi)
BiIKPUTOrO TUTPYBaHHS 003U po3yBacTaTuHy maimieHTu BikoMm 10-17 poxkis (II-IV cTapmil po3BUTKY 3a
TanHepowM, fiBUaTa, y IKAX MEHCTpYyallil moYaaucs mjoHaliMeHIe 1 pik TOMy) i3 reTepO3UT0THOIO
ciMelHOI0 TinmepxonecTepuHeMier0 MPOTIroM 12 THXKHIB OTPUMYBaJId PO3yBAaCTaTHH y 1031 5, 10 abo
20 Mr Ha mo6y abo maiebo, Imicis Yoro BCi yYaCHUKY IOOHS IIPUMMaly po3yBacTaTUH MPoTsaroM 40
TUXKHiB. Ha mouaTky gocnigxenHs npubau3no 30 % nanienTiB 6ynu Bikom 10-13 pokiB Ta mpubnu3Ho
17 %, 18 %, 40 % Ta 25 % i3 uHux 3Haxomunuch Ha I, III, IV Ta V cTagil po3BUTKYy 3a TaHHEPOM
BiZIIOBiOHO.

Pisenp XC-JITTHIII 3menmuBcs Ha 38,3 %, 44,6 % ta 50,0 % BiANoOBiAHO y rpynax IpuioMy
po3yBacTaTuHY B 103i 5, 10 Ta 20 Mr nopiBHsHO i3 0,7 % y rpymni nnamebo.

Hanpukinii 40-TuKHEBOTO NePiofy BiAKPUTOTO TUTPYBAHHS OO3U AJIS1 HOCATHEHHS I[iIbOBOTO PiBHSA
(MakcuMarnbHa Ho3a craHoBuia 20 mr 1 pa3 Ha goOy) y 70 3i 173 manienTiB (40,5 %) BOamocs OOCATTH
uinboBoro piBHsA XC-JIITHII menIie 2,8 MMOIB/1I.

[Ticrs 52 THXKHIB JOCTiAKYBAHOTO JiKyBaHHS He OyJ10 BUSIBIIEHO XKOMHOTO BIIJIUBY Ha PiCT, Macy,
ingekc macu Tina (IMT) ab6o craTeBe mo3piBaHHS (OUB. Po3ain «OCOOMMBOCTI 3aCTOCYBAHHS»).

e mocmigxenHs (n=176) He TPUUHSATHE [JIS IOPIBHSIHHS PiIKUX HeOaXKaHUX SIBUII.

Po3yBacTaTvH TaKOXK BUBYANIU Y 2-PiYHOMY BIIKPUTOMY AOCTIiAKEHH] i3 LiTbOBOIO TUTPALIEI0 JO3U Y
198 miteii 3 reTepO3UTOTHOIO CIMEWHOIO TilepxoiecTepuHeMier0 y Billi Big 6 7o 17 pokis (88
y4aCHUKIB 40J10Biv0i1 cTati Ta 110 - XKiHOYOI cTaTi, cTagis po3BUTKY 3a TaHHepoM <II-V). [TowaTkoBa
mo3a 1S BCiX MallieHTiB CTaHOBUJIA 5 MT PO3yBaCTaTHUHY OOUWH pa3 Ha mo0y. ITarientTam BikoM Bif 6 mo
9 pokiB (n = 64) mo3y TUTPyBalX OO MaKCUMasbHOI 103U 10 Mr omuH pa3 Ha 700y, a malieHTaM BikoM



Big 10 mo 17 pokiB (n = 134) - go MakcuMasnbHOiI fo3u 20 MT oguH pa3 Ha mo0y.

[Ticna 24 MmicsuiB NiKyBaHHS PO3yBaCTaTHHOM CepefHE 3HUKEHHS Bifi BUXITHOT0 3HaUYeHHS XC-
JITTHIII, Bu3Ha4YeHe 3a METOIOM HalMEeHIIINX KBafipaTiB, CTaHOBUIIO -43 % (BUXigHUU PiBEHb:

236 mr/on, micsans 24: 133 mr/mn). 115 KOXXHOL BiKOBOI I'PYIIHM CEPeNHE 3HUKEHHS BiJf BUXiTHOTO
3HaueHHs XC-JIITHIII, Bu3HauYeHe 3a METOIOM HalMEHIIIUX KBaipaTiB, CTAaHOBUIO -43% (BuxigHUM
piBeHb: 234 mr/mn, micsns 24: 124 mr/on), -45% (Buxiguu# piBeHb: 234 Mr/on, micsaupb 24: 124 mr/mn)
Ta -35% (BuxigHuu piBeHb: 241 Mr/on, micsaus 24: 153 Mr/an) y BikoBux rpymax Bifg 6 go <10, Big 10
o <14 1i8ig 14 go <18 pokiB BiAMmoOBigHO.

Pe3ynbpTaToM 3aCTOCyBaHHS pOo3yBacTaTHHY ¥ mo3ax 5 MT, 10 Mr i 20 Mr Takox OyIu CTAaTUCTUYHO
3HaAyyIli cepefHi 3MiHK Y MOPIBHAHHI 3 BUXIOHUMU MTOKAa3HWKAMU TaKUX BTOPUHHUX 3MIHHUX BEJINYUH
mimigiB i mimompoTeiniB: XC-JITBII, 3aransauit XC, XC-uweJITIBIL, XC-JITTHII/XC-JITIBIL, 3aranbHui
XC/XC-JIIIBI, TT/XC-JITIBI, XC-ueJITIBII/XC-JITIBII, anoB, amoB/amoA-1. KoxHa 3 1iux 3MiH
IeMOHCTPYBaJla MOJMIIeHHS JTiMigHUX peaktiii i 30epiranacs npoTtsroM 2 pokis. [Ticnsa 24 micsiiB
JiKyBaHHS XKOJHOTO BIIJIUBY Ha picT, Macy Tina, IMT a6o cTaTeBe no3piBaHHS BUSBIEHO He Oyyo (OuB.
po3min «Oco6IMBOCTI 3aCTOCYBaHHS»).

Y paHOoMi3oBaHOMY, MOABIMHOMY CIIinIoMy, I1alle00-KOHTPOJIbOBAHOMY, OaraTolleHTPOBOMY,
IepexpecHOMY JOCITi?KeHHi BUBYaIN PO3yBacTaTUH y 7031 20 Mr oguH pa3 Ha 100y y MOPiBHSAHHI 3
nyanebo 3a yuacTio 14 mited Ta migmiTKiB (BikoM Bim 6 1o 17 poKiB) 3 TOMO3UTOTHOO CiMEWHOI0
rimepxonecTepuHeMi€elo. [JOCTiIKeHHs BKIII0Yal0 aKTUBHY 4-TUXKHEBY HiATOTOBYY ¢a3y 3
OOTPUMaHHSAM HIETH, Iif Yac SIKOI MallieHTiB JIiKyBaJld po3yBacTaTHHOM y 7031 10 Mr, mepexpecHy
a3y, 110 ckiaganacs 3 6-TUKHEBOTO IePiofy JiKyBaHHS pPO3yBaCTaTUHOM B [03i 20 Mr i3
nornepegHiM abo MoAasbIINM 6-TUKHEBUM JIiIKyBaHHAM ITaiebo, Ta 12-TUXKHEBY HiATPUMYy04dy (asy,
IIPOTSATOM $IKOI BCi MallieHTH oTpuMyBanu 20 MT po3yBacTaTuHy. IlallieHTH, sKi nepedyBanu Ha
Teparii eseTumibom abo adepe3oM, IPOIOBKYBAIA OTPUMYBATH Iie JIIKYBAHHS IIPOTSITOM YChOTO
nocnigxkeHHsa. Ctatuctuuno 3Hauyie (p = 0,005) 3uuxenns pisusg XC-JITTHII (22,3 %; 85,4 mr/on,
abo 2,2 MMOJIB/JT) criocTepiranu yepe3 6 THXKHIB JIiIKyBaHHS PO3yBaCTaTHHOM Yy [03i 20 MT y
NOpiBHSAHHI 3 miarie6o. CrocTepiraaocsi CTaTUCTUYHO 3HauyIle 3HUXKeHHS 3aranbHoro XC (20,1%,
p=0,003), XC-weJITIBII (22,9%, p=0,003) i anmoB (17,1%, p=0,024). TakoxX crmocTepiranocs
3uuxkeHHd piBHIB TT, XC-JIITHII/XC-JIIIBIL, 3aransroro XC/XC-JITIBIL, XC-ueJITIBII/XC-JITIBII Ta
anoB/anoA-I micnsa 6 TUXKHIB JIiKyBaHHS po3yBacTaTUHOM Yy 0o3i 20 Mr y nopiBHsHH] 3 mamue6o.
3uuxeHHA piBHsA XC-JIITHII yepe3 6 TUKHIB JIiKyBaHHA PO3yBaCTaTUHOM Y 1031 20 MI' 3 HACTYITHUMU
6 TXKHSIMU JIiIKyBaHHS ITale0o 30epiramocs npoTtaroM 12 TuxkHiB 6e3mepepBHOI Teparii. ¥ ogHoro
mallieHTa CIlocTepiranocs nomanbiine 3uuKeHHs piBHSA XC-JITTHII (8,0 %), 3aransroro XC (6,7 %) i
XC-ueJII1BII (7,4 %) micns 6 TUXKHIB JIiKyBaHHS 3 TUTPYBAHHAM 1034 10 40 wmr.

[1ig yac TpOJOBXKEHHS BIIKPUTOTO JIIKyBaHHS pPO3yBaCTaTUHOM Y 1031 20 Mr y 9 3 1iux malieHTiB 10
90 tuxHiB 3uuKeHHs piBHSI XC-JITTHII 36epiranocs B Mexkax Bim -12,1 % mo -21,3 %.

Y BigKpuTOMY HOCIiAKEHHI TIOCUJIEHOTO TUTPYBaHHSA 003 Y 7 OL[IHIOBaHUX [iTeH i mifgmiTKiB (y Bimi Bif
8 mo 17 pokKiB) 3 TOMO3UTOTHOIO CIMEMHOIO TillepX0IeCTepUHEMI€EIO (OUB. BUIIE) BiICOTOK 3HUKEHHS
piBast XC-JITTHIIT (21,0 %), 3aransHoro XC (19,2 %) ta XC-ueJITIBII (21,0 %) Big BuXigHOTO piBHSA
IiC/sl 6 TUXKHIB JIIKyBaHHS pO3yBaCTaTUHOM B 031 20 M BifioBifgaB TOMYy, 1110 CIIOCTEpPIransocs y
BHUIle3TafaHOMy AOCIifIXKeHH] ¥ OiTel Ta MifJIiTKiB 3 TOMO3UTOTHOIO CiMEHHOIO
rinepxoecTepruHEMIEID.

€BporelicbKe areHTCTBO 3 JTiKapchKuX 3ac006iB BiTMOBUIIOCS Bif 3000B’si3aHHS HagaBaTH Pe3yIbTaTH
[OCIiIXKeHb PO3yBaCTaTUHY Y BCIX MiATPyIax AiTel 3 TOMO3UTOTHOI CiMEHHOI0
rimepxonecTepuHeMi€l0, TEPBUHHOI0 KOMOiIHOBaHOIO (3MilllaHO010) AUCIIIigeMiel0 Ta Iy
npodiTakTHKK MOPYILIeHb 3 00Ky CepIieBO-CyOqUHHOI CUCTeMH (OuB. po3min «Crocib 3acToCyBaHHS Ta



[Oo3u» 719 OTPUMaHH4 iH(popMallil 00 3aCTOCYBaHHS OiTSAM).
dapmakoKiHemuxka.

BcmoxkmyeaHHA. MakcrManbHa KOHIIEHTpPAllis PO3yBaCTaTUHY y IJIa3Mi JOCSATAEThCS IIPUOIU3HO
yepe3 b rOfMH MiCJIs TepopasbHOT0 3aCTOCYBaHHS. AOCOJIOTHA 6i0IOCTYIHICTL CTAHOBUTD
npu6nusHo 20 %.

Po3nodis. Po3yBacTaTWH 3HaYHUM YMHOM 3aXOIIJIIOETHCS MTEYiHKOIO, SIKa € OCHOBHUM MiCIIEM CHHTE3Y
xonectepuny Ta Kiipency XC-JIITHII. O6’em po3nofiny po3yBacTaTUHY CTaHOBUTH Npubau3no 134
1. ITpubnusno 90 % po3yBacTaTUHY 3B’SI3YETHCS 3 GiTKaMu MJTa3MHU KPOBi, IIepeBazkHO 3 aIbOyMiHOM.

Memaboaizm. Po3yBacTaTHH 3a3Ha€ He3HAYHOTr0 MeTabosiamy (mpubmusno 10 %). TocmigxeHHs
MeTabo0s1i3My in vitro i3 BUKOPHUCTAHHSIM I'elaTOIMTIB JIIOAUHU CBig4aTh, 1110 PO3YBaCTATUH €
cnabkuM cyOcTpaToM ajist MeTa0os1i3aMy Ha 0CHOBI (hepMeHTiB uToxpoMmy P450. OCHOBHUM 3aiTHUM
izopepmenTom € CYP2C9, gemio men1ty ponb BigirpaioTs 2C19, 3A4 ta 2D6. OCHOBHUMU
BU3HAUYEHUMHU MeTabomiTaMu € N-HecMeTUJIOBHH Ta JTaKTOHOBUH MeTabomiTiu. N-necMeTun-MeTabdoiT
npubnu3Ho Ha 50 % MeHI aKTUBHUM, HiK PO3yBaCTAaTHH, TAKTOHOBUM MeTa0OIIiT BBAXKAETHCS
KJTIiHiYHO HeaKTuBHUM. Ha po3yBactaTtun npumnagae Oinbire 90 % aKTUBHOCTI IUPKYIIIOI0UOT0
inribitopa 'MTI-KoA-penyKTa3su.

BusedeHHs. [Tpubnusno 90 % mo3u po3yBacTaTUHY BUBOAUTHCS Y HE3MIHEHOMY CTaHi 3 KayioM (pa3oMm
BCMOKTaHa Ta He BCMOKTaHa [il04a PeYOBHHA), PEITa BUBOOUTLC i3 ceuero. ITpubmmu3uo 5 %
pO3yBaCTaTUHY BUBOJUTHCA i3 cedero y He3MiHeHiu (popMi. [Tepion HamiBBUBENEHHS i3 JIa3MU KPOBi
CTQHOBUTH NMPUOIN3HO 19 roguH i He 30iNbIIyETHCA IPH MifBUILIeHHI 103U, CepeilHe TeOMeTPUYHE
3HauYeHH4 KJIipeHCY IIpenapary i3 mi1a3Mu KpoBi cTaHOBUTE npubiu3Ho 50 n1/roguny (KoedilieHT
Bapiattii - 21,7 %). 9k i momo inmmux inridiropis 'MI'-KoA-penykTaswu, mediHKoBe 3aXOIIeHHS
po3yBacTaTUHY BinOyBa€eThCs 3a y4acTio MeMOpaHHOro TpaHcrnoptepa OATP-C, sikuii Bimirpae
BaXKJIMBY POJIb ¥ NTEYiHKOBIU eliMiHalll po3yBacTaTUHY.

JliHiliHicmb. CuCTeMHa eKCIIO3U1lisg pPO3yBacTaTUHY 306iMbIIyeThCs TPOMOPLiiHO no3i. [Ipu
H6araTopa3oBOMYy IIOIEHHOMY 3aCTOCYBaHHi mapaMeTpu ¢apMaKOKiHETUKH He 3MiHIOIOThCS.

Ocob.uei nonyasuii xeopux

Bix ma cmamvb. He cnocTepiranocst KJIiHiYHO 3HAUYIIOTO BIUIUBY BiKy ab0 cTaTi Ha ¢hapMaKOKiHETUKY
po3yBacTaTuHy y gopociaux. PapmMakOoKiHETHKaA PO3yBaCTaTUHY Yy HOiTel Ta MifJIiTKiB i3
reTepo3UroTHOI0 CiMeNHOI0 rinepxojiecTepuHeMielo Oyiia nofgi6Ho0 N0 GapMaKOKiHETUKH Y TOPOCIIUX
noOPOBOJIBIIB (OUB. po3min «IIiTu»).

Paca. ocnigxeHHs ¢papMaKOKiHETUKY BUSIBUJIH, III0 Y MAI[iEHTIB MOHTOJIOIIHOI pacy (SIMOHIIIB,
KUTauIiB, Qinminminirie, B’eTHaAMINB Ta KopeliIliB) MemianHi 3HaueHHs AUC Ta C,,,, mpuOnu3Ho0 BABiUi
BUII, HiX y €BponeiniB; y iHpiinis menianHi 3HauenHs AUC ta C,,, migBuieHi mpu6mu3Ho B 1,3
pasa. AHasi3 nonymnAmiiHoi GpapMaKOKiHeTUKY He BUSBUB KJTiHIYHO 3HAYYIIO] Pi3HUIIL MiXK
malliEHTaMU €BPOIIEOINHOI Ta HETPOITHOI pac.

ITopyweHHA pyHKUII HUPOK. Y HOCHiAXKEeHHI 3a y4acTi NallieHTiB i3 Pi3HUM CTyIeHeM IOpPYIIeHHS
GbyHKIII HUPOK 3MiH M1a3MOBUX KOHIIEHTpalill po3yBacTaTuHy abo N-gucMeTun-metabomiTy y ocib 3i
cn1abKoI0 Y¥ MOMIpPHOI0 HUPKOBOIO HEIOCTATHICTIO Bil3HaYeHO He 0y110. Y malieHTiB i3 TAXKKUMU
MOPYLIEHHAMH (DYHKIIIl HUPOK (KJlipeHC KpeaTHuHiIHY <30 MJI/XB) Ia3MOBa KOHIIEHTPAIlis
po3yBacTaTHHy Oyna y 3 pa3u BUllla, a piBeHb N-gucMeTun-MetTabomiTy - B 9 pa3iB BUIIUH, HiXK y
3m0poBUX N0OPOBOIBLIB. PiBHOBaXkKHa IJ1a3MOBa KOHIIEHTpPALlid PO3yBaCTaTUHY y MAlli€HTiB, IKi



nepeGyBanu Ha reMofianisi, Oymna npubau3Ho Ha 50 % BHIIOI, HiXK Y 3MOPOBUX JOOPOBOIIBIIIB.

ITopyweHHA pyHKUiI neuiHku. Y DOCTigXKeHHi 3a y4acTIo Malli€HTiB i3 pi3HUM CTyleHeM MOPYLIeHHS
GyHKIIII TeYiHKK 03HaK MigBUIEHO0] eKCII03Ullil po3yBacTaTUHYy He 0YJI0 BUSIBIIEHO B 0Ci0, CTaH SKUX
omiHIOBaBCs Y 7 abo MeHIe 6asiB 3a mKkasno Yainga-I1'10. OmHaK y OBOX MAIiEHTIB, SKi HabOpanu 8
ta 9 6asiB 3a mkasnowo Yainga-I1'10, cucTeMHa ekcro3ullis Oysia IoHaiMeHIle BOBiYi BUIa, HiXK Y
NalieHTiB i3 MeHmuUMYU 6anaMu. [0CBif 3aCTOCYBaHHS PO3yBAaCTaTHHY IallieHTaM, CTaH SIKUX
OLIiHIOEThCS Y GinbIne HiXK 9 6aniB 3a mKanoio Yainga-I1'1o, BigcyTHi.

I'enemuyuHul noaimop@iam. Posnogin iuriditopis 'MI'-KoA-penykTa3u, B TOMY YKCJIi pO3yBaCTaTHHY,
BimOyBaeThCs 3a yuyacTio TpaHcrnopTHux 0inkiB OATP1B1 ta BCRP. V martieHTiB i3 reHeTHYHUM
nonimMopdizmom SLCO1B1 (OATP1B1) Ta/abo ABCG2 (BCRP) icHye pu3uK MigBUIIEHOI €KCIIO3UITi1
po3yBactaTuny. [Ipu okpemux popmax nomimopdizamy SLCO1B1 ¢.521CC ta ABCG2 c.421AA
ekcro3utis posysacratuy (AUC) mipBuiiieHa nopiBHsiHO 3 reHoTunamu SLCO1B1 ¢.521TT a6o
ABCG2 c.421CC. CrenianbHe reHOTUITYBaHHS y KJIiHIYHIN IpaKTUll He Iepef0ayeHe, ajie MallieHTaM
i3 TakuM TOMiMOP}i3MOM PEKOMEH/IYEThCS 3aCTOCOBYBATH MEeHIILy A000BY 03y IpenapaTy Posamen®.

Himu. [IBa gocnigkeHHs ¢hapMaKOKiHETUKY pPO3yBacTaTUHY (y BUTIAMI TaONeTOK) y miTel i3
reTepO3Ur0THOIO CiMENHOI0 TinepxosecTepuHeMieto BikoM Bim 10 mo 17 pokiB a6o Bim 6 mo 17 pokis
(3aranom 214 mamieHTiB) TOKa3asy, 10 €KCIO3UIlig IpenapaTy B giTell HUKYa abo mofidHa oo
eKCITO3HIIil Y MOPOCIuX MalieHTiB. EKcro3utis po3yBacTaTuHy Oyia nepem0adyyBaHOIO BiIIIOBIgHO [0
[03U Ta TPUBAJIOCTi IPUHOMY IIPOTSATOM OiJIbIN HiK 2 POKU CIIOCTEPEKEHE.

KiiHiuyHi XapaKTepHUCTHKH.
Iloka3aHnHus.
JIiKysaHHA 2inepxosecmepuHemii

IopocnuM, mimmiTKaM Ta OiTSM BiKOM Bifi 6 POKiB i3 IePBUHHOIO rinepxonecrepureMieto (tur Ila, B
TOMY YMCJIi i3 TeTEPO3UTOTHOI CiMENHOI0 TinepxoiecTepuHeMieio) abo 3MilIaHO0 OUCTimigeMieio
(Tun IIb) K mOMOBHEHHS OO Mi€TH, KO JOTPUMAaHHS OIETU Ta BUKOPUCTAHHS iHIINX
HeMeOMKaMeHTO3HUX 3ac00iB (Hampukiaj, Gi3suyHUX BIPaB, 3HUKEHHS MacH Tijlla) € HEOOCTATHIM.

HopocnuM, migaiTkaM Ta giTSM BiKOM Bif 6 POKiB IIpH TOMO3UTOTHIY CiMeNHil rinepxonecTepuHeMil
SIK TIOTIOBHEHHS [0 Hi€TH Ta iHIIUX JiMimo3HUKYBaIbHUX 3ac00iB NTiKyBaHHS (Hanpukian adhepesy
JITTHII) a6o Konu Take MiKyBaHHS € HEIOPEYHUM.

ITpoginakmuka cepy,e8o-CyOUHHUX NOPYUWEHb

3anobiraHHs 3HAYHUM CepLIeBO-CYOIUHHUM MTOPYIIEHHSIM Y MAIliEHTIB, SKUM, 3a OLIIHKaMH, 3aTPOXKYE
BHCOKHW PU3UK IIE€PIIOTr0 BUIAMKy CEPLIEBO-CYIUHHOTO MOPYIIeHHS (IUB. PO3MiNn
«PapMakonguHaMmika»), SIK OOTIOBHEHHS 10 KOPEKIIil iHIKX (paKTOpiB pU3UKY.

IIpomunoka3aHHA.
PoBamen® IpOTHIIOKA3aHUI

- TalfieHTaM i3 MigBUINEHO0I0 YYTIUBICTIO OO0 PO3yBacTaTUHY ab0 m0 OYab-IKOi 3 MOMOMIKHUX



PEYOBHH IIperapary;

- IaljieHTaM i3 aKTUBHUM 3aXBOPIOBaHHSM MEYiHKU, B TOMY YUCJIi CTIMKUM HiABUIIEHHAM
CHPOBATKOBUX TPaHCaMiHa3 HEeBimOMOi eTiosnoril Ta Oyab-IKUM IiABUIIEHHSAM TpaHcaMiHas y
CHPOBATIIi, III0 BTPUYi ITePEBUINYIOTh BEPXHIO MexXy HopMmu (BMH);

- malieHTaM i3 TIKKAMU MOPYLIIeHHSIMU (PYHKIN HUPOK (KIipeHC KpeaTuHiHy <30 MII/XB);
- TallieHTaM i3 MioIaTi€lo;

- malfieHTaM, SKi oqHOYaCHO OTpHMYyBasu KoMmOiHalio codhocOyBip/BenmnaTacBip/BOKCUIANIPEBIP
(muB. po3min «B3aeMogmis 3 iHIMMMY JTiKapChbKUMU 3aco0aMM Ta iHII BUAM B3aEMOIiii»);

- ranieHTaM, AKi OQHOYACHO OTPUMYIOTH LIUKJIOCIIOPUH;

- y IIepiof BariTHOCTI Ta rOgyBaHHSA IPYAAI0, a TAKOXK XKIHKaM PelnpogyKTUBHOIO BiKy, AKi He
3aCTOCOBYIOTh HaJleKHi 3ac00M KOHTPAIEILIii.

Io3a 40 Mr mpoTHIioKa3aHa IallieHTaM 3i CXUJIbHICTIO 10 MiomaTii/pabmomionisy.

IIo dhakTOpiB TAKOr0 PU3UKY HaIEeXKaTh:

— NOMipHe mopylleHHs (QYHKII HUPOK (KJIipeHC KpeaTHHIHY < 60 MJI/XB);

— rinoTupeos;

— HasBHICTBH B 0coOKMCTOMY ab0 POIMHHOMY aHaMHe3i CIlafikOBUX M’ SI30BUX 3aXBOPIOBAHb;

— HasIBHICTh B aHaMHe3i MiOTOKCUYHOCTI Ha (OHi 3acTocyBaHHS iHIIKX iHTiOiTOPiB [MI-KOA-
penykTa3u abo ¢ibparis;

— 37I0BXKUWBaHHS aJIkKOT0JIEM;
— CHTYyallil, 10 MOXKYTb IIPH3BECTH [0 MiOBUIIEHHS KOHIIEHTPAIlil IIpenapaTy B IJla3Mi KPOBi;
— HaJIeXHICTh 10 MOHTOJIOITHOI PaCH;

— CYIIyTHE 3acTOCyBaHHS (pibparis.

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

B3aemodisa 3 iHwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodilii.
Bnaue cynymHix npenapamis Ha po3y8acmamuH

IHeibimopu mpaHcnopmHux 6iskie. Po3yBacTaTul € cy6CTpaToOM A5l OEeIKUX TPAHCIIOPTHUX OiNKiB, y
TOMY YMCJIi TeYiHKOBOro TpaHcmopTepa 3axomnneHHs OATP1B1 Ta edmiokcHoro Tpancnoptepa BCRP.
OpHOYacHe 3aCTOCYBaHHA Ipemaparty Poamen® i3 TiKapChKMME 3ac00aMHy, IO IPUTHIYYIOTE Li
TPAHCIOPTHI OiIKK, MOXKe MIPU3BOOUTH M0 MiABUINEHHS KOHIIEHTPAIlil po3yBaCTaTUHY B IJIa3Mi KPOBi
Ta 30inbIIeHHST pU3UKy MiomaTil (ouB. po3ginu «Crocib 3acTocyBaHHS Ta Ho3u», «OCOOIUBOCTI
3acTocyBaHHS», «B3aemopis 3 iHIIUMH JTiKapChbKUMHU 3aco0aMu Ta iHII BUAK B3a€EMOMil», TaOIHIIIO



2).

LlukaocnopuH. Y mepiof CymyTHEOTO 3aCTOCYBaHHA InpenapaTy PosamMen® Ta IMKIOCIOPUHY
3HaueHHs AUC po3yBacTaTHuHY Oynu B cepegHbOMY MIPUONMKU3HO y 7 pas3iB BUIIKMMHU, HixX Ti, AKi
CIIOCTEpIranucs y 3M0POBUX JOOPOBOILINB (quB. Tabuiro 2). JlikapchKui 3acid mMpOTHIIOKa3aHUI
malfieHTaM, gKi OMHOYaCHO OTPUMYIOTh IUKIOCIOPHH (AUB. po3fin «IIpoTunokasaHHsa»). CymyTHE
3aCTOCYBaHHS He BIIJIMBAJIO Ha KOHIIEHTpPAL[iI0 IUKJIOCIIOPKHY B IIJTa3Mi KPOBI.

IH2i6imopu npomea3u. Xo4a TOYHUN MeXaHi3M B3a€EMOIii HeBiOMUM, OMHOYACHE 3aCTOCYBaHHS
inri6iTopiB MpoTea3u Moxke 3HAYHO 30iTbINYBATH €KCIIO3UIIiI0 PO3yBACTAaTUHY (IUB. TabIUIIO 2).
Hanpuknag, y mociigKeHHi papMaKOKiHETUKY OgHOYACHE 3acTocyBaHHA 10 MI po3yBacTaTuHY Ta
KOMOiHOBaHOTO JTiKapchKOTo 3aco0y, 110 MicTUB fBa iHribiTopu npoteasu (300 mr aTta3zaHaBipy/ 100
MT' PUTOHABIPY), Y 300pOBUX J0OPOBOJBIIB cympoBomxkyBasnocs nigpuuienusm AUC ta C,,,
po3yBacTaTHHY IpuOIKU3HO B 3 Ta 7 pa3iB BignoBigHO. OgHOYACHE 3aCTOCYBaHHS IIpenapaTry
PoBamern® Ta geskux KOMGiHaIi# iHTiGIiTOPIB IPOTEa3u MOKIIMBE IiC/IsA PeTeIbHOr0 0OMipKOBYBaHHS
KOpeKIIii o3y npenapaty Posamen’®, 3 oryisaay Ha O4iKyBaHe 3pOCTAHHS €KCIIO3UILi pO3yBacTaTHHY
(muB. po3minu «B3aemogii 3 iHIIMMY JTiKapCHKUMH 3aco0aMu Ta iHIm Bugu B3aeMopmin», «OcoOmuBOCTiI
3acTocyBaHHS», «Criocib 3acToCcyBaHHS Ta HO3U», TaOMUIO 2).

Tem}ibposus ma iHwi ainido3HuCY8ANbHI 3acobu. OFHOYACHE 3aCTOCYBaHHA IIpenaparty Posamen”®
Ta remdpidpo3uny mpussonuio mo 3poctanus AUC Tta C,,,, po3yBacTaTHHY B 2 pa3u (OUB. PO3Min
«Oco0nMBOCTi 3aCTOCYBaHHS»). BUXoasa4u 3 maHUX CIeliabHUAX JOCigXKeHb, (apMaKOKiHETUYHO
3HauyIIol B3aeEMoil 3 peHodiOpaTOM He 0UiKyETHCS, OMHAK MOXKJIMBa (papMaKogWHaMiuHa B3aEMOIis.
T'em@ibpo3un, hernodibpar, inmi ¢pibpatu Ta ninigo3HUKyBanbHi o3u (> abo piBHi 1 r/mo0y)
HialMHY (HIKOTUHOBOI KMCI0TH) 30i/IbIIYIOTh PU3UK MioTaTil IPU CyMyTHBOMY 3aCTOCYBaHHI 3
inri6itopamu 'MI'-KoA, #MOBipHO, 3a paXyHOK TOTO, 1110 BOHU MOXKYTh CIPUYUHSITH MiOTaTiio, KOJIK
iX 3aCTOCOBYIOTh OKpeMO. [lo3a 40 MTr IpoTUIIOKa3aHa IIPHU CYyIyTHLOMY 3aCTOCyBaHHi (ibpaTiB (IuB.
po3minu «IIpoTunoka3anHsa» Ta «OcoONIUBOCTI 3aCTOCYBaHHSA»). TaKUM MallieHTaM TaK0XK CIIif
IIOYKWHATHU TEPAIilo 3 03U D MT.

E3emumi6b. OmHOYacHe 3aCTOCYyBaHHS IIpernapary PoBamen® B mo3i 10 mMr Ta e3eTuMioy 10 mr
IalfieHTaM i3 rinepxoiecTepuHeMier0 mpu3Boauio fo 3poctanHs AUC po3yBactaTuly B 1,2 pa3a
(muB. Tabmumo 2). He MoXHa BUKTIOYATH papMakKOOVHAMiuHOI B3aeMOfil Mix npenapatoM Posamen®
Ta e3eTUMiOOM, 110 MOXKe IIPU3BECTH A0 MOOIYHUX peakii (quB. po3min «OcobmuBOCTI
3aCTOCYBAHHS»).

AnmauudHi npenapamu. OfHOYacHe 3aCTOCYBaHHSA Ipenapary Popamep”® i3 CycleH3i€l aHTaLUIB,
110 MIiCTSTh TiIPOKCU[ atoMiHi0 a60o MarHito, 3HKMKYBalo KOHIIEHTPAIlil0 PO3yBaCTaTUHY B IJIa3Mi
KpoBi mpubnu3Ho Ha 50 %. Lleit epekT 6yB MeHII BUpaXKeHUM Y Pa3i 3aCTOCYBaHHS aHTALUTHUX
3aco0iB uepes 2 roguHU IIiCJIg 3aCTOCYBaHHS IIperapary Posamen®. Kminiuna 3HAYYIIICTh IN€l
B3a€MO[il He BUBYAJIACh.

EpumpomiyuH. OmHOYaCHe 3aCTOCYBaHHS NpenapaTy Posamen® Ta epuTpoMinuHy 3HHKyBano AUC
po3yBactatuny Ha 20 %, a C,,,, — Ha 30 %. Lis B3aeMopmisi MoxKe OyTH CIPUYUHEHA ITOCUTIEHOIO
IIePUCTaIbTUKOI0 KUIIEYHUKY BHACJIIIOK [Iii epUTPOMIIIUHY.

®epmeHmu yumoxpomy P450. Pe3ynbTaTl BOCHIiAXKEHD in VIitro Ta in vivo CBig4aTh, 1110 PO3yBaCTaTUH
He iHTiOye i He cTumyIioe i3opepmenTu nuToxpomy P450. OKpiM I1b0T0, pO3yBacTaTUH € CIaOKUM
cybcTpaToM 1ux i3opepMeHTiB. TaKUM YMHOM, B3a€EMOZIl 3 TiKapChKUMU 3aco0aMu B pe3yJbTaTi
MeTabomi3my, omocepenkoBaHoro P450, He ouikyeTbcsi. He crocTepiranocs KiliHiYHO 3HAUYIIHUX
B3aEMOiN MiX po3yBacTaTuHOM Ta ¢iykKoHa3osoM (inribitopom CYP2C9 ta CYP3A4) a6o
KeToKOHa30510M (irribiTopom CYP2A6 ta CYP3A4).



B3aemodii, wo sumazarome Kopekuii 0o3u po3ysacmamuHy (0us. makodxc mabauupo 2). Ilpu
HeoOXiTHOCTi 3aCTOCyBaHHS IIpernapaTy Posamen® 3 iHIUMU JiKapChKUMHU 3ac00aMu, 3MaTHUMU
MiJBUIYBATU €KCIIO3ULIiI0 PO3yBacTaTUHY, 103y IIpenapaTy PoBamen® OTPiOHO CKOPUTYBATH. AKIIIO
o4ikyeThCs, mo AUC mpenapaty 3pocTe mpubnu3Ho y 2 abo Ginelne pasis, 3actocyBadHs Posameny®
cItif mo4yMHATH 3 03K 5 Mr 1 pa3 Ha goby. MakcuManbHy g060By H03y mpenapaty Posamen® ciif
CKOpPUTYBATH TaKUM YMHOM, 11100 OYiKyBaHa eKCIIO3UIisT PO3yBACTAaTUHY He IepeBHUIIyBala
€KCITO3UIIil0, 1110 Bil3HAYa€eThCs Mpu npuitoMi no3u 40 mMr Ha noOy 6e3 3aCTOCyBaHHS JIiKapChKUX
3aco06iB, 1110 B3a€EMO[IiIOTH i3 ITpernapaToM; HallpUKJIIaf, IPXU 3aCTOCyBaHHi 3 reM¢piOpo3uoM Jo3a
npenapaty Posamen® ctanosutuMe 20 Mr (30imbIIeHHs eKcrno3umil B 1,9 pasa), Ipu 3aCTOCYBaHHi 3
kKoMOiHallielo puToHaBip/aTasaHaBip - 10 Mr (36inbIneHHs eKcmo3uilii B 3,1 pasa), Ipyu OMHOYACHOMY
3aCTOCyBaHHI 3 IUKJIOCIIOPUHOM - 5 MT (30inbiieHHs B 7,1 pasa).

fAxmio nikapcekui 3acib 36inmeirye AUC po3yBacTaTUHY MEHII HiX y 2 pa3y, II04YaTKOBY 103y
3MEHIIIyBaTH He MOTPiOHO, ajie Cifl OTpUMyBaTUCs 00epeKHOCTI Ipy 30iNblIeHH] 1031
po3yBacTaTUHY [0 moHapm 20 Mmr.

Tabnuns 2
BrnuB cymyTHiX niKapchkux 3aco6iB Ha €KCITO3UIIiI0 PO3yBaCTaTUHY

(AUC; B mopsaKy 3MeHIIEeHHS BeIMUMHY) 3a ONMy06J1iKOBaHUMHK OaHUMU KITiIHIYHUX [OCIIiIXKEeHb

36inpmenns AUC po3yBacTaTuny B 2 pa3u abo 6inblle, HiX y 2 pa3u

PexxyM 003yBaHHS JIIKapChKOT0 3aco0y, 110 PeXuM [103yBaHHA 3mina AUC
B3aEMOJIIE pO3yBacTaTUHY pO3yBacTaTUHY*
CodocOysip/Benmnaracsip/Bokcumnanpesip (400 [10 mr, ogHOpa3oBa f03a 1 7,4 pasa

Mr-100 mr-100 mr) Bokcumnamnpesip (100 mr)
O[IMH pa3 Ha #o0y npotsirom 15 gHiB

LlukocmopuH, Bim 75 Mr 2 pa3u Ha go0y 1o 10 mr 1 pa3s Ha go0y, 10 gHiB |T 7,1 pasa
200 mr 2 pa3u Ha goby, 6 MicsiB

ITaponytaming 600 Mr aBivi Ha HoOy, 5 OHIB 5 Mr, omHOpa30Ba f03a 1 5,2 pasa
Peropacdeni6 160 mr 1 pa3 Ha o6y, 14 guiB 5 Mr, OMHOpPa30Ba f03a 1 3,8 pasa
AtanasaBip 300 mr/putonasip 100 mr 1 pa3 Ha |10 Mr, ogHOpPa30Ba 03a T 3,1 pasa
no0y, 8 mHiB

Benmaracsip 100 mr 1 pa3 Ha mo6y 10 Mr, omHOpPa30Ba J03a 1 2,7 pasa
OmbitacBip 25 mr/maputanpesip:150 mr/ 5 Mr, ogHOpa30Ba [03a 1 2,6 pa3a

putoHasip 100 mr 1 pa3 Ha mo6y/
macabysip 400 mr 2 pa3u Ha go0y, 14 nHiB

['pa3omnpesip 200 mr/enbacsip 50 mr 1 pa3 Ha |10 Mr, ogHOpPa30Ba f03a T 2,3 paza
mo6y, 11 guiB

['mexkanpeBip 400 mr/miOpenTtacsip 120 mr 5 Mr, olHOpa30Ba 103a, 7 1 2,2 pasa
1 pa3 Ha o6y, 7 gHiB MHIB

JTominagip 400 mr/putoHasip 100 mr 2 pa3u Ha [20 Mr 1 pa3 Ha moby, 7 oguiB |1 2,1 pa3za
moOy, 17 mHiB

Knomigorpens 300 Mr, moTim 75 mr 4epe3 24 |20 Mr, ogHOpa30Ba [03a 1 2 pa3u
TOMUHU

['empiopo3un 600 mr 2 pa3u Ha 1o0y, 7 gHiB |80 Mr, ogHOpa3oBa f03a 7 1,9 pasa
30inpmenHs AUC po3yBacTaTUHY MeEHIIIE HiX y 2 pa3u

PeXuM 003yBaHHS JIIKaPChKOTO 3aC00y, 1110 PeXVM [03yBaHHSA 3minu AUC
B3aEMOIIiE PO3yBaCTaTUHY PO3yBaCTaTUHY*
Entpombonak 75 mr 1 pas Ha mo0y, 5 mHiB 10 mr, omHOpa30Ba g03a 1 1,6 pasa

apyHaBip 600 mr/putonasip 100 mr 2 pa3u Ha|l0 Mr 1 pa3 Ha goby, 7 guiB |1 1,5 pasa
no0Oy, 7 OHiB




Tumnpanasip 500 mr/putonasip 200 mr 2 pa3u |10 Mr, omHOpa30Ba g03a T 1,4 paza
Ha 700y, 11 mHiB

IIponenapon 400 Mr 2 pa3u Ha 06y HesigoMmo 11,4 pasa
ITpakona3on 200 mr 1 pa3 Ha mo0y, 5 OHIB 10 mr, omHOpa30Ba g03a 1 1,4 paza**
E3etumi6 10 mr 1 pa3 Ha mo0Oy, 14 gHiB 10 mr 1 pa3 Ha mo6y, 14 muiB |T 1,2 paza**
Eputpominuu 500 mr 4 pa3u Ha o6y, 7 guiB |80 Mr, ogHOpa3oBa fo3a 1 20%
batikasin 50 mr 3 pasu Ha o0y, 14 guiB 20 Mr, OgHOpAa30Ba [03a 147 %

*[TaHi, MpenCcTaB/eHi IK 3MiHa B X pa3iB, SBMSAI0TH COO0I0 CITiBBITHOIIEHHS MiXK 3aCTOCYBaHHSIM
po3yBacTaTUHY y KoMOiHaril Ta okpeMo. [laHi, mpexcTasneHi y Burnsami % 3Minu, BnsioTh co6010 %
PI3HULIO 100 ITOKAa3HUKIB IIPYA 3aCTOCYBaHHI pO3yBaCTaTUHY OKPEMO.

30inbIIeHHS TO3HAYEHO 3HAYKOM T, BiICYTHICTh 3MiH -, 3MEHIIEHHS - | .

**By0 mpoBeeHOo KiTbKa [OCIigXKeHb B3a€MOii MPH Pi3HUX H03ax pO3yBaCTATUHY, B TabGIHII 2
TI0JaHO HaMOibI 3HAYYIIE CIiBBiTHOIIEHHS.

Jlikapcoki 3acob6u/kombiHalii, SIKi He Masy KITiHiYHO 3HAYYILIOTO BIJIMBY Ha criBBigHOmEHHS AUC
pPO3yBacTaTHHY IPH OOHOYACHOMY 3aCTOCYBaHHi: aneryita3ap 0,3 Mr 7 mHiB; ¢peHodibpaT 67 Mr 7
nHiB 3 pa3u Ha 0o0y; pykonason 200 mr 11 gHiB 1 pa3 Ha moby; ¢ho3ammpenasip 700 Mr / puTOHaBip
100 mr 8 guiB 2 pa3u Ha H00y; KeTokKoHa301 200 Mr 7 gHiB 2 pa3u Ha mo0y; pudammin 450 Mr 7 gHIB
1 pa3 Ha mo6y; cunimapun 140 mr 5 gHiB 3 pa3u Ha [00y.

Bnsue po3ysacmamuHy Ha CynymHi AikapcuKi 3acobu

AHmazoHicmu gimamiHy K. 4k i mopo inmux inri6itopis I'MI'-KoA-penykTa3u, Ha IIOYaTKy
3acTocyBaHHs Impenaparty Posamen® a6o Ipy MifBHUINEHH] HOro JO3HM y HALiEHTIB, SKi OGHOYACHO
3aCTOCOBYIOTh aHTaroHictu Bitaminy K (Hanpukmnaz, Bapdapus abo iHIINMN KyMapuHOBUH
QHTUKOATYJISIHT), MOXKJIMBE MiABUIIEHHS Mi)KHAaPOSHOT0 HOpPMaJsli3oBaHOTro criBBigHOmeHHSA (MHC).
[IpunvHEeHHs 3aCTOCYBaHHA Ipenaparty Posamen® a6o 3MEHIIEHHS HOTO O3 MOXe IPU3BECTH [0
3uuxkeHHss MHC. ¥V Takux Bunapgkax OakaHWH HanexXHUW MoHiTOpuHT MHC.

ITepopanvHi kKoHMpauenmuesu/20pmoHo3amicHa mepanis (I'3T). OmHOYacCHe 3aCTOCYBaHHS
npenapaty Posamen® Ta mepopasibHUX KOHTPAIENTHBIB IPU3BOAUIO [0 mimsuineHHss AUC
eTUHIiIecTpaniosy Ta Hoprectpeny Ha 26 % Ta 34 % BignosigHo. Take MifABUILIEHHS [171a3MOBUX PiBHIB
KPOBIi CJIii BpaX0BYBaTH IIpH Mifm0OO0Pi 03U MepopanbHUX KOHTPAIeNnTHBIB. [laHUX 1070
(hapMakKOKiHeTHKY IIpenaparTiB y Malli€HTiB, SKi OMHOYAaCHO 3aCTOCOBYIOTh PoBamen® ta I'3T, HEMAE,
TOMY He MOXKHa BUK/II04aTu rmopioHoro edekty. OgHak KoMOiHaIlis IIIMPOKO 3aCTOCOBYBAsacs XKiHKaM
y paMKax KJIiHiYHUX OOCTiAXKeHb i mepeHocunacs goope.

IHwi nikapcvki 3acobu.

[uzokcuH. 3a maHUMU CIielliabHUX OOCIiAKeHb KIiHIYHO 3HaYyIIol B3aEMOil 3 IUTOKCHHOM HE
OYIKYy€ETHCA.

dy3udosa Kucaoma. [JocnifgKeHHS B3aEMOZi1 PO3yBacTaTUHY 3 (Gy3UA0BOI0 KHUCIIOTOIO He
IpoBOAMINCSA. Pu3uK Miomartii, y T.4. 3 pabgomiomnizoM, Moxke GyTu 36inmbIIeHUN BHACTIIOK
CYTIyTHBOTO 3aCTOCYBaHHS CHCTEMHOI (Py3KMO0BOI KMCJIOTH 3i cTaTHHaMHU. MexaHi3M 1iiei B3aeMoil
(bapmakomunamiunu abo papMakokiHeTHuuHUM, abo i Te i iHIIE) ToTenep He 3'sICOBaHUM.
[Tosigomnsinocst mpo pabmomioni3 (30KpeMa AesiKi neTanbHi BUAAKX) Y TAIliEHTIB, SIKi OTPUMYyBau
1110 KOMOiHAIIi0.

[TamieHTaM, y SKUX 3aCTOCYBaHHSI CUCTEMHOI (y3UI0BOI KUCTIOTH BBAXKAETHCS HEOOXiTHIM,



3aCTOCyBaHHS PO3yBaCTaTHHY CJIi[l MIPANUHUTY Ha BECh TEPMiH JIiKyBaHHS (y3UI0BOI0 KHCJIOTOIO.
Taxkox muB. po3min «Oco6IMBOCTI 3aCTOCYBAHHS».

Himu. [JocmigXeHHs B3a€EMOIii MPOBOAUINCS Jullle V mopociaux. CTyIiHb B3aEMOMil y miTei
HEeBiTOMHUI.

Oco6 1ueocmi 3acmocyeaHHsi.

Bnaue Ha Hupku. TIpoTeinypisi, BUsIBIeHa y pe3yabTaTi aHaji3y 3a TeCT-CMyKKaMH, sika Oyia
IlepeBaXHO KaHaJIbIIeBOI'0 IOXOXKEHH, CIIOCTepirajacs y Nali€HTiB, sKi JIiKyBaIuCsa BUILIUMU
Io3aMu Po3yBacTaTUHY, 30KpeMa 40 Mr, Ta y OinbiIocTi BunaakiB 6yina THMYacoBoio abo
nepepuBdacToio. [IpoTeinypisa He Oyya nepeaBiCHUKOM rocTpoi abo mporpecydoi XBopoOu HUPOK
(ouB. po3min «IIo6iuHi peakiii»). YacToTa MOBifOMIIEHb PO CEPH03Hi ABUIIA 3 60Ky HUPOK y
IIOCTMapPKETUHTOBUX OOCTiIXKEHHIX BUIlla IIPX 3aCTOCyBaHHI 10o3u 40 Mr. Y mallieHTiB, SKi
IpUUMalOTh Ipenapart y gosi 40 Mr, y mpoleci CnocTepeKeHH CIIifi PeTyIsSPHO IepPeBipATH (PYHKILiI0
HUPOK.

Bnaue Ha ckenemuy myckyaamypy. [lopyiieHHst 3 60Ky CKeJIeTHOI MyCKYIaTypH, HallpUKJIag Miasnris,
MiomaTisg Ta 3pigka pabmomionti3, crmocTepiranucs y MallieHTiB, SKi mpuiiMaay po3yBacTaTHH y Oy/Ib-
SKMX [03ax, 0C06IMBO B o3ax mnoHap 20 mr. [lyxKe pigko Bumagku pabmoMionisy Bii3Ha4anucs Mpu
3acTocyBaHHI e3eTuMiOy y KombiHallil 3 iHribiTopamu 'MI-KoA-pengykra3u. He MoxXHa BUKIIIOUYaTH
MOXKJIUBICTb (papMaKogrHaMiuHOI B3aeMofii (IuB. po3Min «B3aemoist 3 iHIIMMY TiKapChbKUMU
3acobaMu Ta iHII BUAM B3a€MO[iN»), TOMYy TaKy KOMOiHAIlil0 CITifi 3aCTOCOBYBaTU 3 00EPEKHICTIO.

4K i npu 3acTtocyBaHHi iHImMX iHribiTopiB 'MI-K0oA-penykrasu, 4acToTa IOBiIOMIEHD IIPO BUIAAKU
pabmomiosni3y, mMoB’13aHOr0 3i 3aCTOCYBAHHSIM PO3yBaCTaTUHY, ¥ TOCTMapPKEeTUHTOBOMY Iiepiofni 6yia
BHUILIOIO IIPU 3aCTOCyBaHHI 7o3u 40 mr.

Pigenv kpeamunkina3du (KK). Piers KK He cyif BUMipioBaTy micyis 3HaYHUX (i3WYHUX HaBaHTaXKeHb
a00 3a HAasIBHOCTI MOXK/IMBUX allbT€PHATUBHUX MpUYKH migBuieHHsI KK, 1110 MOXKYyTh YCKIagHIOBATH
iHTepnpeTalilo pe3ynbTaTiB. AKimo Buxigaui piBeHb KK 3HauHO mipBumenui (>5 pasis Buiie BMH),
IPOTSATOM 5-7 OHIB He0OXiHO 3pO0UTH TOBTOPHUI aHAaJi3, 100 MiATBEePAUTH pPe3yIbTaTH. AKIIO0
pe3yibTaTy TOBTOPHOTO aHasli3y MifTBePAXKYIOTh, 10 BuxigHe 3HaueHHS KK Oinbie HiX y 5 pasiB
nepesuillye BMH, 3acTocyBaHHS IIpenapaTy IIOYWHATY HE CITif.

ITeped noyamkom AiKYyBaHHA. PoBamen®, K i iHmi inri6itopu I'MI'-KoA-penykrasu, ciif 3
00epexkHiCTIO TpH3HaYaTH MAallieHTaM 3i CXUIBHICTIO 10 MiomaTii/pabmoMionisy.

Ilo dakTOpiB TAKOr0 PU3NKY HaIeXKaTh:
OpyLIeHHA QYHKII] HUPOK;
rinoTupeos;
HAsIBHICTH B 0coOucTOMy a00 CiMeltHOMY aHaMHe3i CITafKOBUX 3aXBOPIOBAHb M’s3iB;

HasIBHICTh B aHaMHe3i MiOTOKCHYHOCTI Ha TJIi 3aCTOCyBaHHS iHIIKX iHTi6iTOpiB MI-KO0A-
penykTa3u abo ¢ibparis;

3JIOBZKUBAHHSA aJIKOT'OJIEM;



BiK > 70 pOKiB;

CHUTYyallil, 110 MOXKYTb IIPU3BECTH [0 IMiABUILIEHHS PiBHS IIpenapary y Ijia3Mi KpoBi (TuB.
po3ninu «PapMakKoKiHeTHKa», «B3aeMofis 3 iHIMUMHU JTiIKapCbKUMM 3aC00aMM Ta iHIII BUOK
B3aemomiii» Ta «Croci 3aCTOCyBaHHS Ta JO3M»);

OJHOYACHe 3aCTOCyBaHHS (iOpaTiB.

Y Takux mali€eHTiB IOB'I3aHUM i3 JTiIKyBaHHAIM PU3UK IOTPiIOHO OI[iHIOBATHU, IOPIBHIOIOYH 3
O4iKyBaHOI0 KOPUCTIO, TAKOXK PEKOMEHOYETHCS KITIHIYHUY MOHITOPUHT. fKI0 BuxigHuu piBeHb KK
3HAuYHO MmifgBuieHu# (>5 pasis Buime BMH), mikyBaHHSA IOYWHATHU He CIIif.

Y nepio0d aikyearHs. TIalieHTiB CyIi MOMPOCUTH HETAMHO MOBIHOMIISITH PO M’s130BuUH 0isib, C1abKiCTh
abo cymoMu HeBimoMoi eTiosorii, 0coOIMBO SKIO BOHK CYIIPOBOIKYIOTHCS HE3OYXKAHHIM a0
raps4ko. Y Takux ImalfieHTiB noTpi6bHo BuMipioBaTu piBeHb KK. 3acToCcyBaHHS IpemaparTy Cllif
IPUIUHUTH, K0 piBeHb KK 3HauHO mipBuiliennit (>5 pagsis Buiie BMH) abo gki1o cuMntomMu 3 60Ky
M’$s13iB TSXKKi Ta CIIPUYUHSIOTH IOJeHHUY TucKoMMOopT (HaBiTh 9KIif0 piBeHb KK < 5 pasis BMH). ¥
pasi 3HUKHEHHSI CHMIITOMIB Ta IToBepHeHHs piBHSA KK 10 HOpMM MOXKHa ITOHOBUTH TEPAIIiio
npenapatoM Posamen® aGo ambTepHaTHBHUM iHTiGiTopoM I'MI-K0A-penyKTas3u y HaiiMeHIIil 103i Ta
IIiJ] peTeIbHUM HaraagoM. PerynapHo nepesipsatu piBeHb KK B aCUMITOMaTAYHUX IAI[IEHTIB HEMAE
noTpebu. [lyxe pimKo MOBiqOMIISIIIOCS PO BUIIQAKH iMyHOOIIOCEPEOKOBAHOI HEKPOTU3YI04Y0l MiomaTil
(IOHM) nig yac abo micns Tepamii cTaTiHaMu, Y TOMY YKCJIi po3yBacTaTuHOM. KitiHiuHMMY posiBaMu
IOHM e cnabkicTh mpoKcuMaabHUX M’13iB Ta migBuiileHHs piBHSI KK y cupoBaTiii Kposi, 1110
30epiraeTbCcs HABITH MMiC/IS MPUNUHEHHS 3aCTOCYBAHHS CTATHHIB.

Y K7iHIYHUX JOCHIXKEHHSIX He 0yJI0 OTPHMaHO J0Ka3iB IiIBUIIEHOT0 BIIMBY Ha CKEJIETHY
MYCKYaTypy V HEBEIUKOI KilTbKOCTI IallieHTiB, SIKi IpuiiManu po3yBacTaTUH Ta CYIyTHI IIpenapaTH.
OpHak MigBUINEHHS YaCTOTHU MiO3UTY Ta MiomaTil Bif3Hayanocs y Malli€eHTiB, SKi MpuiMany iHi
inri6iTopu I'MI'-KoA-penykTa3u pa3oM i3 moxigHuMu GibpoeBoi KUCIOTH, B TOMY YKCIIi 3
reMpiépo3uioM, UXKIOCIOPUHOM, HIKOTUHOBOIO KUCIJIOTOI0, a30JIbHUMU ITPOTUTPUOKOBUMU
npernapaTamy, iHribiTopaMu mpoTeasu Ta MakKpomigHUMU aHTHOIoTUKaMu. ['eMdpibpo3un migBuiye
PHU3HUK MiollaTil Ipyu CyNyTHbOMY 3aCTOCYBaHHi 3 geskuMu inribitopamu I'MI-KoA. Tomy
3acTocoByBaTH PoBameq® y KoMOiHamil 3 reMibpo3uaoM He peKOMEHAYETLCA. KOPHCTh MOfaIbIIo]
3MiH¥ PiBHS JIIIfiB IpK 3aCTOCYBaHHi nmpenapaTy Posamen® y koMm6iHauii 3 pibpaTamMu aGo HiauHOM
OTPiOHO peTesIbHO 3BazKyBaTH IOPIiBHSIHO 3 MOTEHIIMHUMY PU3UKAMHU, T10B’I3aHUMHU 3i
3aCTOCyBaHHSIM Takux KoMOiHatii. [Jo3a 40 Mr mpoTUIiOKa3aHa IIpY CyIyTHbOMY 3aCTOCYBaHHI
¢dibpariB (muB. po3minu «B3aemofis 3 iHIIMMY TiKapCHKUMU 3aco0aMu Ta iHIT BUOW B3aEMOMi» Ta
«ITo0OiuHi peakirii»).

Jlikapcekuit 3aci6 PoBaMen® He CIIijf 3aCTOCOBYBATH CIIJIBHO 3i CHCTEMHHMH JIIKapChKUMH 3aC00aMu
Gy3umoBoi KuCIoTH abo MPOTATOM 7 [HIB MiCIs MPUIMHEHHS TiKyBaHHS Qy3UI0BOIO KUCIIOTOO.
[TamieHTaM, y SKMX 3aCTOCYBaHHS CUCTEMHOI (y3KUI0BOI KMCIIOTH BBAXKAEThCS JKUTTEBO HEOOXiTHUM,
JIiKyBaHHS CTaTWUHAMU CJIifi IPUIMHUTH Ha BECh TEePMiH JTiKyBaHHS (y3UI0BOI0 KUCIIOTOIO.
[MoBimomusinocst mpo padmoMionti3 (y TOMy YKCITi meKinbKa JIeTaJTbHUX BUIAKIB) y MAIli€HTiB, SKi
oTpuMyBaiu KoMOiHaIlii0 (y3Ug0BOI KMCIOTH Ta CTAaTUHIB (OUB. po3Min «B3aemogmis 3 iHIIuMu
nmiKapChKUMU 3aco0aMu Ta iHIII BUAM B3aeMOfit»). [TamieHTaM citif IopafuT HeraHo 3BEPHYTUCS
110 MEOUYHY OOTIOMOTY, SIKIII0 BOHYU Bif4yBalOTh Oy/Ib-sIKi CUMITOMH M’ 30B01 ciabKocTi, 60110 ab6o
XBOPOO/IMBOI YyTAMBOCTI. Tepariio cTaTuHaMHU MOXKHa ITOBTOPHO ITOHOBUTH 4Yepe3 7 OHIB micis
3aCTOCYBaHHST OCTAaHHBOI 003U (Hy3UA0BOI KUCIIOTH. Y BUHATKOBUX BUMAAKaX, KO HEOOXiTHa
IIPOJIOHTOBaHA CUCTeMHa (y3ugoBa KUCI0Ta, HAIPUKJIIA AJ1s JIIKyBaHHSA TAXKKUX iHMEKIIIH,
HeoOXifHiCT, OHOYaCHOro 3acTocyBaHHsa PoBaMeny® Ta Qpy3ugoBOi KUCIOTH IOBUHHA PO3TIIANATUCH
TiJIbKA B KOKHOMY KOHKPETHOMY BUMAAKY U Iifl pETEJIbHUM MeIUYHUM HaTrJISg0M.



Jlikapchku# 3acid PoBamen® He cyIin 3aCTOCOBYBATH IallieHTaM i3 TOCTPUMH, CEPHO3HUMH CTaHaAMH,
110 CBig4aTh Mpo MiomaTito abo MOKJIMBICTh PO3BUTKY HHPKOBOI HEJOCTATHOCTI BHACIIIIOK
pabmoMioni3y (cemncuc, rinoTeH3id, 3Ha4He XipyprigyHe BTpy4aHHS, TpaBMa, TIXKKi MeTabomivHi,
E€HIOOKPUHHI Ta eJIeKTPONiTUYHI po3nagyu abo HEKOHTPOJILOBAHI CyIOMHM).

Y noomMHOKMX BUMIaAKaX MOBIIOMIISAIOCS, 1[0 CTAaTUHU iHOYKYIOTh de novo abo 3arOCTPIOIOTE BKe
icHylouy MiacTeHiio rpaBic abo ouHy MiacTeHito (ouB. po3min «I[To6iuHi peakiii»). Y pasi 3aroctpeHHs
CHMIITOMIB CJIifi IPUOMHUTH IpuioM Posameny®. TI0BiOMIISIOCS IPO PELMANBY [IPU IOBTOPHOMY
3aCTOCYBaHHi TOro camoro abo iHIIOro CTaTUHY.

Bnaue Ha neuinky. 4k i inmi inri6itopu IMI-KoA-penykTasy, Posamen® ciin 3 00epexkHICTIO
3aCTOCOBYBaTH IallieHTaM, SKi 37I0BXKUBalOTh aJIKorojeM Ta/abo MaloTh B aHaMHe3i 3aXBOPIOBaHHS
nediHky. PekoMeHI0BaHO mepeBipsATH 6ioXiMiyHi TOKa3HUKY (QYHKIN] MEYiHKY Iepes M09aTKOM
NiKyBaHHS Ta yepe3 3 MicAlli HoToMy. 3aCTOCyBaHHs IpenapaTy Posamen® Ciif IpUOMHUTH a6o
3MEHIIUTH 003y, SKII0 PiBeHb TpaHCaMiHa3 y CUPOBaTIIi KpoBi OinbIille HiXK BTpuUUi nepesuiirye BMH.
YacToTa mOBigOMIIEHD ITPO CEPHUO03Hi siBUIlla 3 60KY MEYiHKY (ITepeBaXkKHO MO MigBUILIEHHS PiBHS
TpaHCaMiHa3 MeYiHKHU) y micnsgpeecTpauiiinoMy nepioni 6yia 6inbiIoio Ipy 3aCTOCYBaHHi 103U

40 mr.

Y maiiieHTiB i3 BTOPUHHOIO TiepX0JieCTEPUHEMIEI0, 3yMOBJIEHOIO TiNOTHPE030M ab0 HepPOTUUHUM
CHHIPOMOM, CJIifl CIIOYaTKy BUJIIKYBaTH OCHOBHY XBOpOOY, IePI HiXK IMOYUHATH TePaIllilo IpernapaToM
Posamen’®.

Pacoesa HanedxcHicmy. [ocmigxkeHHS papMaKOKiHETUKY CBif49aTh IIPO 3POCTaHHSA €KCIO3UIil y
Nali€HTiB MOHT0JIOINHOI pacy NPUOIN3HO BABiUi MOPIBHSIHO 3 €BPONEHIISIMU (TUB. PO3AINTU
«PapMmakokiHeTuka», «IIpoTunoka3anHs» Ta «Crocib 3acTOCyBaHHS Ta HO3U»).

IH2i6imopu npomea3u. IligBullleHa CUCTEMHA €KCIIO3HIIis 10 PO3yBACTATHHY CIIOCTEPIra€ThCS B OCi0,
SIKi 3aCTOCOBYBAJIX PO3yBACTAaTUH CYMyTHHO 3 Pi3HUMH iHTiOiTOpaMu MpoTea3u y MOENHAHHI 3
puToHaBipoM. Crif 00MipKyBaTH K KOPUCTH Bifi 3HUKEHHS PiBHS JIiMiMiB 3a MOMIOMOT0I0 IIpenapary
Posamen® y marrieHTiB i3 BIJI, fiKi oTpuUMYyIOTh iHTi6iTOPY IpOTEas3u, Tak i MOXKJIUBICTh MiBUILIIEHHS
KOHIIeHTPallil po3yBacTaTUHY y IJla3Mi KPOBi Ha II0YATKY Tepalil Ta IpHy MigBUINEHHI 003U
PoBameny® y mali€HTiB, SIKi OTPUMYIOTh iHri6iTopu npoTeasu. OgHOYACHE 3aCTOCYBaHHS IIPEHIapary 3
iHriGiTopaMu IpOTeasy He PeKOMEHAYEThCS, AKIIO f03a PoBaMeny® He CKOpUroBaHa (IUB. PO3MiNK
«Bzaemogis 3 iHIIEMY JTiKapChbKUMHU 3aco0aMu Ta iHII BUAM B3aeMOfi» Ta «Croci6 3acTOCyBaHHS Ta
DO3U»).

Henepexocumicmb aakmo3u. IlamieHTaMm i3 pigKiCHUMK CIagKOBHMHU IPOOIeMaMy HeIIepeHOCHMOCTI
rajakTo3u, nedimurom naktalu Jlamnma abo rIo0K030-TalakKTO3HO ManbabcopOIrieio He ciif
3aCTOCOBYBATH Liey Ipenapar.

IHmepcmuuianvHa xeopoba sezeHs. [1if yac 3aCTOCyBaHHS AESIKUX CTATUHIB, 0COOIMBO IPH
TPUBaJIOMY JIiKyBaHHI, IIOBifOMJIAJIOCS IPO BUHATKOBI BUNIAJKY iHTEPCTULIaTbHOI XBOPOOU JIereHb
(muB. po3min «ITobiuHi peakiiii»). [10 TPOsIBiB I1i€l XBOPOOU MOXKHa BifHECTHU 3aUIIKY,
HEIPOOYKTUBHUY Kallle/Ib Ta 3arajibHe MOTIPIIeHHs CTaHy (CTOMIIIOBaHICTh, 3HMXKEHHS MacCH Tijla Ta
rapsyka). Y pasi migo3pu Ha iHTepCcTHIliabHy XBOPOOY JIeTeHb 3aCTOCYBaHHS CTATUHIB CJIif
IIPUIIMHUTH.

Llykpoauli diabem. [leski pakTu cBig4aTh, 10 CTATUHHU MigBUIIYIOTh PiBEHb TIIOKO3U B KPOBi Ta ¥
IesKUX Talli€HTiB, SKUM 3arp0XkKy€e BUCOKUY PHU3UK PO3BUTKY fiabeTy B MarOyTHLOMY, MOXKYTb
CIIPUYMHSTH TillepriikeMilo TaKOTO PiBHS, 3a SKOro HeoOXifmHe HaslexXHe NTiKyBaHHS Aiabety. 1o
3arpo3y, OgHakK, [TIePeBHUIlyE 3HNKEHHS PU3UKY CyIUHHUX MMOPYIIEeHD ITPU 3aCTOCYBaHHI CTaTHUHIB,



TOMY BOHa He Ma€ OyTH MifiCTaBOIO O MPUIIMHEHHS Tepalil cTaTHHaMU. 3a MalliEHTaMy TPyIu
pu3uKy (piBeHB I'IOKO3U HaTIIE D,6-6,9 Mmons/n, IMT >30 KT/M’, TiABUIEHUH PiBEHb TPHUTIIIIIEPUMIB,
apTepianbHa TimepTeH3is) CIlig BCTAHOBUTH SIK KITiHIYHMH, Tak i 6ioXiMiYHUN KOHTPOIb 3TigHO 3
HalllOHAIbHMMU KEPIBHUIITBAMU.

Y mocnipxenni JUPITER 3aranmpHa yacToTa IyKpoBoro giabeTy ctaHoBuia 2,8 % y po3yBacTaTHHY Ta
2,3 % y mnane6o, mepeBaxkHO y MallieHTiB 3 TII0K03010 HaTIe 5,6-5,9 MMOJIIb/II.

Himu. Ominka niHIKHOTO pPOCTy (3picT), Macu Tina, IMT (iHgekcy Macu Tina) Ta BTOPDUHHUX
XapaKTepPUCTUK CTATEBOr0 NO3piBaHHA 3a TaHHEPOM Yy AiTeu BiKOM Bif 6 7o 17 poKiB, AKi IpuuMasu
po3yBacTaThH, 06MeXeHa IepiofoM TpHBalicTio 2 pokH. ITicns 2 PoKiB HOCTiAKYBaHOTO JiKyBaHHS
JKOOHOTO BIUIMBY Ha PicT, Macy Tina, IMT abo cTaTeBe [0o3piBaHHS BUSBIIEHO He OYyII0 (OUB. PO3MTin
«QapmakoauHaMika»). Y KIIiHIYHOMY OOCIiAXKEeHH] y OiTeu Ta HiAIiTKiB, SKi IpUiMaIu po3yBacTaTUH
npoTsaroM 52 TuXKHiB, migBuineHHs piBHsS KK >10 pagis Buie BMH Ta cumntomu 3 60Ky M's13iB micis
¢bisnyHOrO HaBaHTaXKeHHs a0o migBuIeHoi Gi3nvYHOI aKTUBHOCTI CIIOCTepiranucs 4acTilne MOPiBHSIHO
3 TAKUMHU Y [IOPOCTUX (OuB. po3min «[TobiuHi peakiii»).

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.
Jlikapchkui 3acid PoBamen® IIPOTUIIOKA3aHUM Y IIePiof BariTHOCTI Ta FOAyBaHHS I'PYLAIO0.
2KiHKY pemnpoayKTUBHOTO BiKy ITOBMHHI BUKOPUCTOBYBATH HajleXKHi 3ac00U KOHTpPALEIIil.

OcCKinbKY X0JIECTEPUH Ta iHII NPORyKTH 610CUHTE3Y X0JIeCTEPUHY BilirpaloTh iCTOTHY POJIb ¥
PO3BUTKY IIJI0fla, TOTEHIINHNY PU3MK Bif npurHidveHHsa ['MI'-KoA-penyKTa3u mepeBullye KOPUCTD Bif
3aCTOCYBaHHS IIperapaTy B IIepiof BariTHOCTI. [JaHi JOCIiaXeHb Ha TBApUHAaX WIOA0 TOKCUYHOTO
BIIJINBY Ha PEMPOOYKTUBHY GYHKIII0 00MexXeHi. JKIIo NallieHTKa 3aBariTHie B Iepiod 3aCTOCYBaHHS
IIbOT0 IIpemnaparTy, JTiKyBaHHS CJIif HEerallHO MPUIIUHUTH.

Po3yBacTaTHH MOTPAIISIE€ Y MOJIOKO IypiB. [IaHUX 100 MPOHUKHEHHS IIpenapaTy B IPygHe MOJIOKO
y MIOOUHU HeMae€ (OuB. po3min «[IpoTUIIOKa3aHHS»).

30amuicmb 8niusamu Ha weudKicmb peakyii npu KepyesaHHi aamompaHcnopmom abo iHwumu
MexaHiamamu.

HocmifKeHHS BIJIMBY PO3yBaCTaTUHY Ha 3MaTHICTh KepyBaTU aBTOMOOiIEM Ta MpaIloBaTH 3 iHIIUMHU
MexaHi3MaMu He npoBofgunucs. OgHak, 3 oT/IaAy Ha papMakKoAMHaMidHi BIaCTUBOCTI Ipemnapary,
MaJIO¥MOBIPHO, 110 PO3YBaCTaTUH BIUIMBATUMe Ha TaKy 30aTHICTh. [Ipu KepyBaHHI aBTOTPAHCIIOPTOM
ab0 po6oTi 3 iHMKXMU MeXaHi3MaMH CJIiJ BpaxOByBaTH MOXKJIMBICTh 3alIlaMOPOYEHHS B Iepiof
JIIKyBaHHS.

Cnocid 3acmocyeaHHsi ma do3u.

[Iepen mo4yaTKOM JIiKyBaHHS MALEHTY CJIi IPU3HAUYUTUA CTaHOAPTHY TillOX0JIECTEPUHEMIYHY HIETY,
KOl BiH ITOBUHEH JOTPUMYBATHUCS i IPOTITOM JIiKyBaHHS. [[03y Ciif mig0upaTy iHOuBigyanbHO
3aJIeKHO Bifl METH Teparlil Ta BiAMOBIiMi mallieHTa Ha JIiKyBaHHS, KEPYIOUUCh PEKOMEHOallisTMU
MIOTOYHUX 3arajbHONPUMHATHAX KEPIBHUIITB.



[Ipenapat PoBamen® MoxHa mpu¥MaTH y OyOb-gKUi Yac OHS, He3aJieXkHO Bifl BXKUBaHHS 1Xi.

JIikyeaHHA 2inepxosecmepuHemii. PeKoMeHIOBaHa ITOYaTKOBa 403a CTAHOBUTDH 5 MT abo 10 mr
nepopaibHO 1 pa3 Ha mo0y K [JIs MallieHTiB, SKi paHille He 3aCTOCOBYBaJId CTaTUHU, TakK i Ay
nepeBefeHNUX Ha IIpenapar 3 npuiioMy inmoro inriditopa I'MI-KoA-penykra3u. [1pu Bubopi
IT0YaTKOBOI MO3M CJIifl BPaxOBYBaTHU PiBEeHb X0JIECTEPUHY YV KOKHOTO OKPEMOTO TalliEHTa Ta PU3UK
CEeplEBO-CYAUHHUX TTOPYIIEHb Y MalOyTHHOMY, a TaK0XK HMOBIPHICTh PO3BUTKY MOGIYHUX peakilii. 3a
He0OXiTHOCTI MiBUIITYBAaTH NO3Y 4O HACTYITHOTO PiBHS MOXHA Yepe3 4 THUXKHI (DUB. PO3Min
«PapMakoauHaMmika»). 3 OTJIsIAy Ha Te, IO Ha TJIi 3aCTOCYBAHHS MpenapaTty B 0o3i 40 mMr nmobiuni
peaxilii BUHMKAIOTh YacTillle, HiK IIPHU 3aCTOCYBaHHI MEeHIIXX 03 (OuB. po3xin «[1obiuHi peakii»),
OCTaATOYHO TUTPYBaTHU H03y 40 40 Mr BapTO JUlile NallieHTaM i3 TAKKOI0 rinepxoJjieCTepUHEeMIE Ta
BUCOKMM PU3UKOM CEPIIEBO-CYAUHHUX MOPYIIEHb (30KpeEMa Y XBOPUX i3 CIMEHHO0
rinepxonecTepuHeMi€l0), Y SKUX He BHANOCS SOCATTH METHU JIiKyBaHHS IIPU 3aCTOCyBaHHI fo3u 20 Mr i
SKi mepe0yBaTUMYTh IIifl PETYISIPHUM HarnIsagoM (OuB. po3min «OcoO6nuBoCTi 3acTocyBaHHA»). Ha
I0YaTKy IpUUOMY IIpeniapaTy y 4o3i 40 Mr peKOMeHJOBaHUY HATJIsA[ CIeLiaIiCTiB.

ITpopinakmuka cepyeso-cyouHHuUx nodill. Y mocmigXKeHH] 3HUKEHHS PU3UKY IOPYIIEeHb 3 60Ky
CeplieBO-CYAMHHOI CUCTEMH TIperapaT 3aCTOCOByBaiu y mo3i 20 Mr Ha o6y (OuB. po3min
«OapMaKoOOuHaMiKa»).

ITayieHmu aimHbo20 B8iKYy. PeKOMeH0BaHa [104YaTKOBa [103a )1 IaljieHTiB BikoM > 70 pOKiB
CTAHOBUTH 5 MT (IuB. po3min «OcobIUBOCTI 3aCTOCyBaHHS»). [HIIa KOPEKIis 03U 3 OTJISANY Ha BiK He
noTpibHa.

ITauienmu 3 HUpko8o Hedocmamuicmto. IlallieHTaM i3 TerkuMu ado MOMipHUMU MOPYIIEHHIMHU
GyHKIIIl HUPOK KOPEeKIis f03U He OTpiOHa. PekoMeH0BaHa 0YaTKOBa [03a IJ1s MAIi€HTIB i3
IOMiIpHUMY NOPYIIeHHAME (YHKIIII HUPOK (KJTipeHC KpeaTHHiIHY <60 MJI/XB) CTaHOBUTH 5 MT. [{o3a 40
MT IIPOTHUIIOKa3aHa IallieHTaM i3 IOMipHUMU MOPYIIeHHIMHU QYHKIIil HUPOK. 3aCTOCYBaHHS
npenapaty Posamen® marieHTaM i3 TSXKUME IOPYLICHHAMY QYHKII HUPOK IPOTUIIOKAa3aHe Y OyIb-
SIKUX [o3ax (muB. po3minu «PapMaKoKiHeTHKa» Ta «IIpOTHUIIOKa3aHHS»).

ITauienmu i3 nopyweHHAMU (YyHKUII neyiHKU. Y TIallieHTiB i3 NOPYIIeHHIMU (PYHKIII1 eYiHKY, 110
oliHoBanucs y 7 abo MeHite 6aiB 3a mkasno Yainga-I1'to, TigBUIEHHS CHCTEMHOI eKCII03UTIii
po3yBacTaTHHY He crocTepiranocs. OgHak y ocib i3 mopymeHHsaMy y 8 Ta 9 6ariiB 3a 1IKaIo0
Yaunpga-IT't0o cucTeMHa eKCIO3UIlig 3pocTana (ouB. po3ain «PapMaKoKiHeTHKa»). Y TaKUX Ialli€eHTiB
IOLINTBHOIO € OIliHKa (YHKIII HUPOK (OuB. po3min «OcobIUBOCTI 3aCTOCYBaHHI»). [1OCBig
3aCTOCYBaHHS IIperapary mnalieHTaM, ki Habpanu Ginbire 9 6aniB 3a mkasmow Yainma-I1'10,
BifICyTHiii. PoBaMen® IpOTUIIOKA3aHMiA AIiEHTaM i3 aKTUBHUMM 3aXBOPIOBAHHAMHY IEYiHKH (UB.
po3pin «IIpoTunoka3aHHs»).

Pacosa HanedxcHicmb. Y TallieHTiB MOHTOJIOIIHOI pacu CIOCTepiraaach MmigBuilleHa CUCTEMHA
eKCIo3ulis npemnaparty (AuB. po3pinu «PapMakokineTuka», «[IpoTtunokasanHs» Ta «Oco6nMuBOCTI
3aCTOCyBaHHS»). PeKOMeHOoBaHa [T0YaTKOBa 403a AJIs MallieHTiB a3iliChbKOT0 MOXOOKEHHS CTAHOBUTh
5 mr; go3a 40 Mr TaKuM MallieHTaM OPOTHUIIOKa3aHa.

I'enemuyuHul nosimopgiam. IleBHI TUTIM TEHETUYHOTO IONTIMOP(}iI3My MOXKYTh IPU3BOAUTH [0
MigBUIEHHS €KCIIO3UIlil po3yBacTaTuHy (OuB. po3nin «PapMakoKiHeTHKa»). [lamieHTam i3 BigomMom
HasIBHICTIO TaKUX THUIIiB MMOIiMOp(}i3My peKOMEHAYETHCS 3aCTOCOBYBaTH MeHINy 1060BY HO3Y
npenapaty Posamern”®.

ITauieHmu 3i cxusnbHicmio 0o po3sumky mionamii. PekoMeHgoBaHa IMOYaTKOBa Ho03a MOJIs IAlli€HTIiB
i3 pU3MKOM PO3BUTKY MiolaTii CTaHOBUTH 5 MT (IUB. po3in «OCcoBIUBOCTI 3aCTOCYBAHHS»).



o3a 40 Mr mpoTumoKa3aHa OESKUM i3 TaKuX Mali€HTiB (AuB. po3min «[IpoTUunoka3aHHI»).

CynymHe 3acmocysaHHA. Po3yBacTaTut € cyOCTpaTOM pPi3HMX TPAHCIOPTHUX OiNKiB (HanmpuKiazm,
OATP1B1 ta BCRP). Pusuxk miomartii (B ToMy 4ucii pabaoMiosi3y) 3pocTa€ pu CyIyTHEOMY
3aCTOCYBaHHI pO3yBaCTATUHY 3 IEBHUMHU JIiKaPCHKUMH 3aC00aMH, III0 MOXKYTh MiIBULTYBATH
KOHIIEHTPAIIil0 PO3yBaCTAaTUHY V IJIa3Mi KPOBi BHACIIMOK B3aEMOIl 3 MMM TPAHCIIOPTHUMH OinKamu
(HampuKIaf, i3 HXKIOCIIOPUHOM Ta ITeBHUMH iHTiOiTOpaMu mpoTeasy, Y TOMY YKCIIi 3 KOMOiHALisIMHU
PUTOHABIPYy 3 aTa3aHaBipoM, JIOMiHaBipoM Ta/abo TUIIpaHaBipoM; OUB. po3ninu «B3aemopis 3 iHIIUMHU
JiKapChbKMUMU 3aco0aMu Ta iHIII BUAU B3aeMOfil» Ta «OcoOIMBOCTI 3aCTOCYyBaHH»). I10 MOKIMUBOCTI,
CJIi[T PO3TJISHYTH 3aCTOCYBaHHS albTePHATUBHUX JIIKapChKKUX 3ac00iB Ta ¥ pa3i HeoOXimHOCTi
THMYacoBO NepepBaTH Tepamiio npemnapatoM Popamen®. JKINO CYyIyTHLOTO 3aCTOCYBAHHS IUX
nmiKapchKuX 3acobiB i3 PoBamenom® YHUKHYTH HEMOXKJIUBO, CJIifi PETEJIbHO 3Ba’KUTU KOPUCTH Ta
PU3UK Bifl CYIIyTHLOI'O 3aCTOCYBaHHS Ta BIAIOBIAHUM YMHOM BiIKOPUTYBATHU [03Y IIpernapary
Posamern® (ouB. po3nin «B3aeMopis 3 iHmMuMYU NTiKapChKUME 3aco0aMy Ta iHII BUAM B3a€EMOTIi»).

Himu.
3acToCcyBaHHS IIpenapaTry OiTSM Ma€ IPOBOAUTH JIUIIE CIeLialiCT.

Hity Ta mimmiTky BikoM Bin 6 mo 17 pokis (ctamis Tanuepa ‘II-V).

['eTepo3UTOTHA CiMelHa TimepxoiecTepruHeMis

3BuYaliHa I0YaTKOBa M000Ba mo3a OIS [iTel Ta MiIgIiTKiB i3 reTepO3Ur0THOIO CiMENHOI0
rinepxonecTepuHeMi€l0 CTaHOBUTD D MT Ha [00y.

. 3BHYaiiHa [03a OJIg OiTed BiKOM Bif 6 o 9 poKiB i3 reTepo3uroTHOI CIMENHOI0
rinepxonecTepuHeMi€l0 CTaHOBUTE Bif 5 Mr 1o 10 Mr nepopaibHO OfKH pa3 Ha #o0y. beasneka Ta
e(eKTHBHICTb 3aCTOCYBAHHS JTiKapChKOTo 3aco0y y mo3ax Oinbie 10 Mr y wift momynsiii He
OOCHIiAXKYBaJIUCS.

. 3BUYanHa [03a o gited BikoM Bif 10 mo 17 pokiB i3 reTepO3UTrOTHO CiIMENHO0
rinepxonecTepuHEMi€l0 CTAaHOBUTE Bif 5 Mr go 20 Mr mepopaibHO OfUH pa3 Ha no0y. beameka Ta
e(ekTUBHICTb 3aCTOCYBaHHS JTiIKapChKOTO 3aco0y B mo3ax Oinbine 20 MT y Lif MOMYJISIll He
OOCIIiAKYBaJIUCA.

[TigBuiIyBaTH [O3Y CIif BiAMOBIAHO OO iHAMBIAya/IbHOI BiATIOBiAI JUTUHYU Ha JiKyBaHHS Ta
IIepeHOCUMOCTi JIiIKapChKOT0 3aco0y, IOTPUMYIOUNCh peKOMeH Iallill o/0 TiKyBaHHS OiTel (OuB.
po3min «Ocob6auBOCTI 3acTOCyBaHHS»). [lepen moyaTKoOM Tepariil po3yBaCTaTUHOM HiTAM Ta MifIiTKaM
CJIi[l TPU3HAYUTH CTaHAAPTHY Till0XOJIECTEPUHEMIYHY Hi€TY, SIKOI aIlieHTH Mal0Th JOTPUMYBaTHUCH i
IIPOTATOM JIiKyBaHHS.

['oMO3UTOTHA CiMeHHa TimepxoleCcTepuHeMis

PekomeHnpgoBaHa MaKcHMallbHa [03a OJId OiTed BIKOM Bif 6 10 17 POKiB i3 TOMO3UTOTHOIO CiMENHOIO
rinepxonecTepuHeMier0 CTaHOBUTEL 20 MT Of¥MH pa3 Ha J006y.

PexomeH0BaHa MOYaTKOBa [[03a CTAHOBUTE Bif 5 Mr 1o 10 mMr oguH pa3 Ha fo0y 3aleKHO Bif BiKy,
MacH Tijla Ta ONneperHbOr0 3aCTOCYBaHHS CTaTHHIB. [ligBUITyBaTH 1O MaKCUManbHOL fo3u 20 Mr
OOuH pa3 Ha fo6y crif BignoBigHO [0 iHAMBiOyasnbHOI BiATIOBiAl UTUHY Ha JiKyBaHHS Ta
[IePEeHOCUMOCTI IIpenapary, AOTPUMYIYUCh PEKOMEH ALY 00 JIiKyBaHHS OiTen



(muB. po3min «OcoOnMMBOCTI 3acTOCyBaHHS»). [Iepe mOYaTKOM Tepartil po3yBacTaTUHOM HiTSIM Ta
HiATiTKaM CIif IPU3HaYUTH CTaHOapPTHY TiM0X0JIeCTEPUHEMIUHY AI€TY, IKOI MallieHTH MalTh
OOTPUMYBATUCH i IPOTATOM JIIKyBaHHS.

Iocsim mikyBaHHS ITi€l momynsmii y mo3ax Oinbire 20 Mr oOMeKeHuiH.
TabmeTku 110 40 MI He 3aCTOCOBYIOTh AiTSIM.

[TiTy BikoM [0 6 POKiB

Beamneka Ta e(eKTUBHICTh 3aCTOCYBaHHS JIIKAPCHKOTO 3aC00y AiTSM BiKOM /10 6 POKiB HE BUBYAJIUCH.
TakuM 4uHOM, IIpenapaT He peKOMEHAYETHCSA 3aCTOCOBYBATH AiTSAM BIKOM 10 6 POKiB.

Ilepedo3yeaHHsi.

Cneuudiunoro nikyBaHHS Ilepefo3yBaHHS HeMa€E. Y pa3i nepefo3yBaHHS MallieHTa CIIif JTiKyBaTH
CHMIITOMaTHYHO Ta ¥ pa3i HeoOXiAHOCTI BXKUTH MiATPUMYIOUUX 3axX0fiB. [I0TpiOHO KOHTPOIIIOBATH
¢byukuil nevinku Ta piBeHb KK. EdexTruBHICTE TeMofianily MaloiMOBipHa.

ITo6iyHi peakuii.

[To6iuHi peaxiiii, 1110 Bif3HaYalOTLCS NIPU 3aCTOCYBaHHI pO3yBaCcTaTUHY, 3a3BUYall JIETKi Ta
THUMYacCOBi. Y KOHTPOJIbOBAHUX KITIHIYHUX TOCTIIXKEeHHIX 3a(ikcoBaHO MeHIe 4 % IallieHTiB, SKi
3aCTOCOBYBa/IM PO3yBaCTaTUH, BUUIIUIM i3 OCTiKEeHHS Yyepe3 Mo0iyHi peaxiii.

Huxue npencraBneHuit mpodins mobiuHMX peakilii Ha Po3yBaCTaTUH 3a JAHUMU KITiIHIYHUX
IOCTiAKeHb Ta BEJIMKOTO AOCBiAy Mic/speecTpaliiiHoro 3acTocyBanHs. [To0iuHi peakiiii
KnacudikoBaHi 3a 4aCTOTOIO Ta cucTeMHO-opranHuMHU Kinacamu (COK). 3a yacToToro mobiuni peakiril
poamnomineHi TakuM YuHOM: dacTi (>1/100, <1/10); HeuacTi (>1/1000, <1/100); pigki (>1/10000,
<1/1000); my=xe pigki (<1/10000); yacTtoTa HEBiOoMa (HEMOXK/IMBO OLIHUTH 3a HAIBHUMU JaHUMHU).

3 6oky Kpoei ma nimpamuyHoi cucmemu: pifKi - TPOMOOIIKUTOIIEHIS.

3 boky imyHHOI cucmemu: pifKi - peaxiii TigBUAIIEHOI YYTIUBOCTi, B TOMY YMCIIi aHTIOHEBPOTUYHUYN
HaOpsIK.

EHOOKpUHHI po31adu: YacTi - IyKpoBHii fiabeT'.
ITcuxiuHi po3aadu: 4aCTOTa HEBIOMa - mempecis.

3 60Ky Hepeosoi cucmemu: 4acTi - TOJIOBHUM 0iflb, 3al1aMOPOYEHHS; AyKe PifiKi - moiHeBponaris,
BTpaTa IlaM’siTi; 4acToTa HeBifloMa - eprdepruyHa HEBPOIIaTisd, po3jagy CHY (B TOMY YKCIli 6€3COHHS
Ta Hi4Hi )Xaxu), MiaCTeHis rpasic.

3 60Ky opaaHie 30py: YaCTOTa HEBiJOMa - OYHA MiaCTeHis.
3 60Ky opaaHie OuxaHHA, epyOHOI KAImKU ma cepe0oCMiHHA: YacTOTa HEBigoMa - Kalllellb, 3a[IUIIKa.

3 60Ky WAyHK0BO-KUWKOB020 MPAKMY: YacCTi - 3a1mop, HygoTa, abmoMiHanbHuM 6inb; pigki
-IIaHKpeaTHuT; YaCTOTa HeBigoMa - miapes.



3 6oky 2enamobiniapHoi cucmemu: pifKi - migBUIIIEHHS PiBHS NEYiHKOBUX TPaHCaMiHa3; IyXe Pifki -
JKOBTSIHULIA, TEMaTUT.

3 60Ky wkipu ma nidwKipHOi KAimKo8uHU: HeYacTi - cBepbixK, BUCUIIAHHS, KPOIIMB' THKA; YaCTOTa
HeBigoMa - cuaapoM CriBeHCa-[I’)KOHCOHa.

3 60Ky ckesiemHoi MycKyaamypu ma cnoAy4YHoi MKAHUHU: 4acTi - Miairis; pigki - miomaTist (B TomMy
yucii Mio3ut), pabgomioni3, BOBUaKOMOAIOHUYM CUHAPOM, PO3PUB M’3iB; OyXKe Pigki - apTpanris;
yacToTa HeBigoMa - [OHM.

3 60Ky HUPOK ma ceyosudinbHOI cucmemu: OyXe pigki - remartypis.
3 60Ky penpodykmueHoi cucmemu ma MOAOYHUX 3d/103: Oy¥XKe PigKi - riHekomacTis.
3aeanvHi po3sadu: 4acTi - aCTeHis; 4acToTa HeBioMa - HaOpsK.

'JacToTa 3a71eXXHUTh Biff HAABHOCTI GaKTOPiB PU3MKY (PiBEHD IIIOKO3K KPOBi HATIE = 5,6 MMOJIL/II,
IMT >30 kr/™M’°, ifBUINEHHS PiBHA TPUTTILIEPUNIIB, apTepiaibHa TilepTeH3id B aHaMHe3i).

4K i npu 3acTtocyBaHHi iHmux iHribitopie 'MI'-KoA, yacToTa mo6iyHuX peakilii Ma€e TEHOEHIIi0
3aekKaTH Bif JO3H.

Bnaue Ha Hupku. IIpoTeinypisi, BUsiBIeHa y pe3yJIbTaTi aHalli3y 3a TeCT-CMYyKKaMHU, gKa € IepeBaxHO
KaHaJIbLIeBOr' 0 ITI0XONXKEeHHs, CIIOoCTepiranacs y MalieHTiB, Ki 3aCTOCOBYBa/IM PO3yBacTaTUH. 3MiHU
BMicTy Ginka y ceui Big Hynst abo cnifiB ;o 3HaueHHs abo GinbIie crocTepiranucs y <1 % malieHTiB y
IessKUX 9aCOBUX TOYKaX y MPOIECi 3aCTOCYBaHHS mpenapaTy B go3ax 10 mr ta 20 Mr i mpubnusHo y 3
% - mpu mo3i 40 mr. HeBenuke 30iblIeHHS 4YaCTOTH 3MiHU BMICTY Bifl Hy/s abo ClifliB 4o 3HaYEHHS
crioctepiranuck npu 0o3i 20 mMr. Y O6inbInocTi BUMAAKiB MPOTEIHYPist 3MeHIIyBanacs abo 3HUKana
CIIOHTAHHO IIpY MIPOOOBXKEHHI Teparil. 3a faHUMHU JaHUX KJIiHIYHUX OOCIiIXKEeHb Ta
IIOCTMapKEeTUHT OBUX CIIOCTEPEXKEeHb NOTellep He BUSBIEHO IPUYMHHO-HACIIIIKOBOI0 3B’ 43Ky MiX
IpoTeiHypi€io Ta rocTpuM ab0 IPOrpecyoynuM 3aXBOPIOBAaHHSIM HUPOK.

Ha Ti 3acTocyBaHHS po3yBacTaTUHY 3a(iKCOBaHO BUIIaAKU reMaTypil; 3a JaHUMHU KITiHIYHUX
OOCIIMXeHb YacToTa 11 He3HavyHa.

Bnaug Ha ckenemuy myckyaamypy. YpakKeHHSI CKeJIETHOI MyCKyJIaTypH, Taki K Mianrisa, mionartida (y
TOMY YHUCJIi MiO3UT) Ta 3pigKa pabmoMiosi3 i3 rocTpoio HUPKOBOIO HelOCTAaTHICTIO abo 6e3 Hel, Oymu
Bifl3HaueHi Ipu 3aCTOCyBaHHi OyAb-KKX 03 PO3yBacTaTHHY, 0COOIMBO MpU go3ax >20 Mr.

Y namieHTiB, SKi IpuiiMany Po3yBacTaTUH, CIIOCTEPIranocs go3o3ajnexkHe 3poctanHsd piBHA KK; y
OinbIOCTi BUMaAKiB siBullle 0yJI0 cl1abKKWM, aCUMITOMAaTUYHUM Ta TUMYacoBUM. HAKIro piBeb KK
migBuieHuu (>5 pasis Buile BMH), mikyBaHHS cif npunuHUTY (OUB. po3min «Ocob6IuBOCTi
3aCTOCyBaHHS»). [lopyiieHHs 3 60Ky CyX0XKUJb, iHKOIHU YCKIIaflHEHI pO3pHUBaMH.

Bnaue Ha neuiHky. 9K i mpu 3acTocyBaHHI iHImX iHribiTopiB 'MI'-KoA-penykTasu, y HeBeIHKOl
KiJTbKOCTI IaIlieHTiB, sIKi mMpuiiManu po3yBaCTaTUH, Bif3HaYasI0Cs 10303aiexkHe 30ibIIeHHS PiBHS
TpaHcaMiHaz3; y 6inbInocTi BUmagkiB sipuiile 6y10 ciiabKUM, aCUMITOMAaTUYHUM Ta TUMYacoBuUM. [Ipu
3aCTOCYBaHHI po3yBaCTaTHHY TaK0XK CIIOCTepiranocs migBuineHHs piBHSA HbAlc.

Ha tr1i 3acTocyBaHHS OesIKUX CTATUHIB Bif3Havaiucs Taki mo0iuHi peakiiii, SK po3iaf cTaTeBoi
GbyHKIIIl; 0OKpeMi BUIIAAKY iHTEPCTUIIiaIbHOI XBOPOOU JIereHb, 0COOIMBO MIPU TPUBATIOMY
3acTocyBaHHI (muB. po3min «OcoONIMBOCTI 3aCTOCYBAHHS»).



YacToTa noBifomMieHb IIpo pabmomiosni3, ceplio3Hi mopymleHHS 3 00Ky HUPOK Ta MeYiHKY (IIepeBaXkHO
TigBUINEHHS aKTUBHOCTI MeYiHKOBUX TpaHCcaMiHa3) OilbIlla Py 3aCTOCYBaHHi Impemapary B mo3i 40
MT.

Himu. TligBuieHHs piBHg KpeaTuHKiHa3u y >10 pasis Buirie BMH ta cumntomu 3 60Ky M’g3iB micins
GbisuyHOro HaBaHTaXXKeHHs a0o migBuUIeHOI Pi3nUHOI aKTUBHOCTI CIIOCTepiranucs vacriie y 52-
THXKHEBOMY KJIIHIYHOMY AOCIifI>KEeHH] 3a y4acTIO OiTel IOPiBHIHO 3 JOPOCIUMHU (OUB. PO3Tin
«0OcobnuBoCTi 3acTocyBaHHS»). [IpoTe npodinb 6e3meku po3yBacTaTUHY y HiTei OyB MOAiOHUM [0
TaKOT0 y JOPOCIHX.

[ToBimoMIeHHS IPO Migo3pioBaHi mo6iuHi peakiii. [ToBimoMIeHHS PO Mifo3pioBaHi Mo6iuHi peakiril y
nepiop micns peecTpallil mpemnapaTy € BaXK/IMBUM 3aX0OoM. BoHU [a0Th 3MOTY MPOOBXKYBaTH

MOHITOPUHT CIiBBiIHOIIEHHSI KOPUCTh/PU3UK IIPHU 3aCTOCYBaHHi [aHOT0 JiIKapChbKOT0 3acoly.
MepuyHuM npaliBHIKaM He00XiIHO MOBiIOMISTY PO BUMIAAKK OyOb-KUX MOOIYHUX peakliil 3a
IOIIOMOI010 CUCTEMHU (papMaKOHArIaay YKpaiHu.

Tepmin npudamHocmi. 3 POKH.

YmMmoBu 30epirannsi. 36epiraTé B OpuriHaibHill yIakKoBIl B HEIOCTYIIHOMY [JIs1 OiTe! MicIii.

YnakoBka. [1o 10 Tabnetoxk y 6mictepi, mo 3 a6o 6, abo 9 GnicTepiB y KapTOHHIM! KOPOOIIi.

Kareropis Bigmycky. 3a peLentom.

BUpPOOHHK.
1. Megoxkemi JIT]I (Lleutpansuuii 3aBom)/Medochemie LTD (Central Factory).

2. Mepoxkewmi Jlimiten/Medochemie Limited.

Micue3HaxoKeHHsI BHPOOHHKA Ta afijpeca MicIsi IpoBaIKeHHs MOro Jis/IbHOCTI.

1. 1-10 Byn. Koncrantunynonec, Jlimaccon, 3011, Kinp/1-10 Constantinoupoleos Street, Limassol,
3011, Cyprus.

2. Axwoc Atanaccioc [HgycTtpianbaa 30Ha, Mixain Ipakneyc 2, Axuoc AtaHaccioc, Jlimaccor, 4101,
Kinp/Agios Athanassios Industrial Area, Michail Irakleous 2, Agios Athanassios, Limassol, 4101,
Cyprus.



