IHCTPYKIIA

IJISI METUYHOT' 0 3aCTOCYBAaHHSA JIIKapChKOT0 3aC00y

Pokcepa®

(Roxera®)

CKnao:

Oitoua peuyosuHa: 1 TabneTKa, BKpUTA ITiIBKOBOIO 0007I0HKOI0, MicTUTE 5 MT abo 10 mr, a6o 15 mr, abo
20 mr, a6o 30 mr, a6o 40 Mr po3yBacTaTUHY (Y BUTJISAAL KaJbllil0 PO3YBACTAaTHUHY);

00ONOMIdCHI peuoBUHU: 1IEJI0JI03a MiKPOKPUCTAiYyHa, JIaKT03a, KPOCIIOBiIOH, KPEMHIIO MiOKCH]I
KOJIOimHUY 0e3BOIHMI, MarHilo cTeapar;

nsaiekosa 06010HKA: MeTaKpUIATHUM comonimep, Makporon 6000, tTutany miokcun (E 171), makTo3u
MOHOTiApaT.

Jlixapceka ¢opma. TabmeTKu, BKPUTI I1iIBKOBOIO 000I0HKOIO.
OcHo8HI (i3uko-ximiuHi 8racmugocmi:

5 Mr: 6iJTOT0 KOJIbOPY KPYTJIi, lelllo ABOOIYKIT, BKPUTI IIiBKOBOIO 000JI0HKOI TaOneTKu 3i
CKOIIIEHHMHM KPasiMK Ta 3 TPaBipyBaHHAM «5» 3 OOHOT0 OOKY;

10 Mr: 6inoro KoabOpy KPYTiIi, Ao ABOOMIYKJIi, BKPUTI IJIIBKOBOIO 000IOHKOIO TabIeTKH 3i
CKOIIIEHUMHU KPasiMH Ta 3 IrpaBipyBaHHIM «10» 3 ogHOTO OOKY;

15 Mr: 6inoro Kombopy KPYrili, Aelo ABOOMIYKJIi, BKPUTI IJIIBKOBOIO 000IOHKOIO TabIeTKu 3i
CKOIIIEHVMHU KpasiMU Ta 3 TpaBipyBaHHAM «15» 3 omHOTr0 OOKY;

20 Mr: 6i710T0 KOJBOPY KPYTIJIi, BKPUTI IIiBKOBOIO 000JIOHKOI0 TaONIETKHU 31 CKOIIIEHUM KPaEM;

30 Mr: 6isToTO KOJIbOPY ABOOIMYKJIi, BKPHUTI IJIIBKOBOIO 000IOHKOIO TabeTKH ¥ popMi Kamcynu
3 Haciuko1o 3 060x OOKiB;

40 wmr: 6iy10r0 KOIHOPY ABOOIYKIIi, BKPUTI IIiBKOBOIO 0007I0HKOI0 TabneTKu y Gpopmi
KaIICyJIH.

dapMmakoTepaneBTHYHA rpyna. [inonimigemiuni 3acobu. [HribiTopu I'MI-KoA-penykrasu.



Kom ATX C10A A07.

dPapmako102iuHi 8 1acmueocmi.
dapmakoOuHamika.
Mexanism 0ii

Po3yBacTaTuH — Ile CelIeKTUBHUM Ta KOHKYpeHTHuM inribitop I'MI'-KoA-penykrasu, pepMeHTy, 1110
BM3HayYae IMIBUAKICTh peakilil Ta IepeTBOPIOE 3-TinPOKCHU-3-MeTUATIIyTapuil KohepMeHT A Ha
MeBaJIOHAT, IoNepPeJHUK XojiecTeprHy. OCHOBHUM MiclleM Ail po3yBacTaTUHY € IediHKa, OpraH-
MillIeHb [J151 3MEHIIIeHHS PiBHIB X0JIECTEPUHY.

PosyBacTtatus 30inbmye KinbKicTh petienTopiB JITTHII] Ha moBepxHi KJIiTUH MEYiHKY, IIOCUTIOIYN
3axomyeHHs Ta Katabomiam JIITHIII, Ta mpuraiuye nmevinkosuit curTe3 JITIIHII, TakuM 4uHOM,
3MEHILIYIOUM 3arajibHy KinbKicTh yacTuHoK JITT[THII Tta JITTHILI.

®apmakoOuHamiuHa 0is

Pokcepa® 3HMAKYE MifBUICHNH piBeHb XonecTepuny JITTHIII, 3arajbHOro X0JIeCTEepUHY Ta
TpUrilepunis i nigsuiye pisHi xonectepuny JIIIBII. Bin TakoxX 3MeHuIye piBHi anoB, XC-
HeJITIBII, XC-JITIOHII, TT-JITIOHII Ta migBuinye piBers amoA-I (tabmuis 1). POKcepa® TaKOXK
3MmeH1uye cniBBigHomenHsa XC-JIITHII/XC-JIIIBIL, 3aransroro XC/XC-JITIBIL, XC-reJIIIBII/XC-
JITIBIII Ta anoB/amoA-I.

Tabmug 1
Binmosigk Ha KO3y y MALIEHTIB i3 IEePBUHHOIO rinepxonectepuHeMieto tumy Ila ta Ilb

(BiZKOpUroBaHa CepenqHs BiCOTKOBA 3MiHa IOPIBHSHO 3 BUXITHUM PiBHEM)

TTo3a N XC-JITTHI|3aranpaun XC-JITIBI] [TT XC-neJITIBIIjartoB QAIroA-I
XC

[Trnamebo |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

TepaneBTuyHU e(PeKT AOCATAETHCSA MPOTATOM 1 THXKHS IICIISA IOYaTKYy 3aCTOCYBaHHSA JIIKapChKOT0
3aco0y, 90% MakcHMaIbHOTO eheKTy - yepe3 2 TUXKHi. MakcuMaNbHUN eEeKT 3a3BUYail TOCITAETHCS
yepe3 4 TUXKHI Ta TpUBa€E Hafalli.

KniHiuHa epekmugHicmb ma 6e3neka
Pokcepa® epekTuBHa y NiKyBaHHI JOPOCIHX i3 TiIepxoaecTepuHEMIE0 - i3 TinepTpUrIinepuaeMieo

abo 6e3 Hel - He3aJIeXKHO Bifl pacy, CTaTi 44 BiKy, @ TAKOXK y MAI[i€HTiB 0COOIMBUX IPYII, TAKUX K
XBOPi Ha LyKpoBuil miabeT abo mallieHTH i3 CiMeWHOIO rimepxoiecTePUHEMIETO.



3a 00’eqHAHMMH AaHUME fociigxess Gasu 111 Pokcepa® eheKTUBHO 3HMKYBaB PiBHI XOIECTEPHHY Y
OinbInOCTi malieHTiB i3 rinepxonectepuneMieio tumny Ila ta I1b (cepenniit nouaTkoBuit piBeHb XC-
JITTHIIT mpu6nu3Ho 4,8 MMOJIIb/IT) [0 IiIbOBUX 3HaYeHb, BCTAHOBJIEHUX BU3HAHUM KEPiBHUIITBOM
€BpoIenCchKOro ToBapucTBa aTepockineposy (EAS; 1998); mpubnusno y 80% malfieHTis, sgKi npuitmManu
npenapar y fo3i 10 Mr, Bganocs gocsArTd HopMaTUBHUX IinboBuX piBHIB XC-JITTHIII 3a EAS (<3
MMOJIB/TI).

Y BenukoMy AociifxeHHi 435 nalieHTiB i3 reTePO3UTOTHOIO CIMEMHOIO TillepX0oJieCTePUHEMIE0
npuitManu Pokcepa® y mo3ax Big 20 mo 80 Mr 3a cXeMO0 IIOCUIEHOT0 TUTPYBaHHS [O3U.
CropusdTnuBuUY BIIJIUB JIiIKAPCHKOTO 3ac00y Ha IMOKa3HUKM JIiMifiB Ta JOCATHEHHS I[i/TbOBUX PiBHIB
Bi3HavYanu mpu BCix mo3ax. ITicis TuTpyBaHHS 0o 0o0oBoi mo3u 40 mr (12 TuxkHiB nmikyBaHHs) XC-
JITTHIIT 3uu3uBcs Ha 53%. Y 33% natieHTiB 6yI0 mocarayTo HopMaTuBHuX piBHiIB XC-JITTHII] 3a EAS
(<3 MmMomIB/m).

Y BigKpuUTOMY HOCIiAKEHHI IOCUJIEHOT0 TUTPYBAHHSA 103 BIANIOBiAL HA 32CTOCYBaHHA JIIKAPCHKOI0
3aco0y Pokcepa® y mosax 20-40 Mr BuBYanacs y 42 maiieHTiB (BKIOYAIOYH 8 fiTeir) i3
TOMO3UTOTHOIO CIMEMHOI0 TinepxojiecTepuHeMi€lo. Y 3aranbHid nonynsmil pieas XC-JITTHII
3HU3UBCA B cCepelHbOMY Ha 22%.

Y kJTiHIYHUX JOCTIXKEHHSIX 3a y4acTio 00MeKeHO]I KiJTbKOCTi MallieHTiB CIIOCTepiraBcss afuTUBHUN
edexT nmiKapceKoro 3acoby Pokcepa® Ha 3HMKEHHS PiBHA TPUIIIINEPHU/IB IPK 3aCTOCYBaHHi y
kKoMOiHatii 3 ¢peHodiOpaToM Ta Ha mipuiieHHs piBHiB XC-JITIBII npu 3acTocyBaHHI y KoMOiHaIlil 3
HianmuHOM (IUB. Po3Min «OcoOIUBOCTI 3aCTOCYBAHHS»).

Y GaraTouieHTPOBOMY, MOABIMHO CIIiOMY, y1anie60-KOHTPOIOBAaHOMY KITIHIYHOMY JOCHifKeHHi
(METEOR) 984 namienTtu BikoM 45-70 poKiB i3 HU3LKUM PU3UKOM illIeMidHOI XBOpoOu cepiist
(BU3Ha4YeHUM K pPU3UK 3a OpaMiHreMchbkoro mkanow <10% nporsarom 10 pokis), cepenHiM
3HauenHsaM XC-JITTHII 4,0 mmomns/n (154,5 Mr/g), arne i3 cyOKITiHIYHUM aTEPOCKIIEPO30M
(BU3HaYeHUM 3a 30i/bIIeHHSIM TOBIIMHU KOMIIJIEKCY iHTHMa-Mefis coHHol apTepii (TKIMCA)) 6ynu
paHaoMi30BaHi 0 ABOX TPYII Ta IpuiManu oguH pa3 Ha 700y abo 40 Mr po3yBacTaTuHy, abo mniamne6o
IPOTATOM 2 POKiB. [TopiBHSIHO i3 mare00 po3yBacTaTHH 3HAYHO CIIOBiJIbHIOBAB IIPOTPECYBaHHS
MakcumanbHOl TKIMCA y 12 Toukax coHHOI apTepil Ha -0,0145 mMmM/pik [95% moBipuuil iHTepBan
-0,0196, -0,0093; p<0,0001]. 3mina mopiBHSAHO 3 BUXigHUM piBHeM craHoBuna -0,0014 mMm/pik
(-0,12%/piKk (cTaTUCTUYHO HE3HAUYIIA)) V IPYIi pOo3yBaCTaTUHY IMOPIBHSHO i3 IPOrpecyBaHHAM
0,0131 mm/pixk (1,12%/pik (p<0,0001)) y rpymi nnanebo. [TpsimMol Kopensifil MixK 3MeHIIeHHAM
TKIMCA Ta 3HMKEeHHSM PU3UKY IOpPYyIIeHb 3 60Ky CeplieBO-CyIUHHOI CHCTEMHU ITPOIeMOHCTPOBAHO
He Oyno. 1o mocmimxkenuss METEOR Oynu 3anmydeHi MallieHTH i3 HU3bKUM PU3UKOM iIleMidHOI
XBOpoOu ceplis, SIKi He € TPedCcTaBHUKAMH IIi/TbOBO1 OISl 3aCTOCYBAHHS JTIKAPCHKOTO 3aC00y
Pokcepa® y 103i 40 mr. [Jo3y 40 Mr cif Ipu3HayaTy JIMIIe DaIieHTaM i3 TAKKOIO
rinepxonecTepuHeMi€l0 Ta BUCOKUM PU3UKOM CepleBO-CYOUHHUX PO3afiB (OuB. po3min «Cmocid
3aCTOCYBaHHS Ta JO3W»).

B iHTepBeHIiHOMY [OCHiXKEeHHI pO3yBacTaTUHY 3 METOI0 OOTPYHTYBaHHS 3aCTOCYBAaHHS CTATUHIB SK
3aco0y nepsunHOi mpodinakTuku (JUPITER) BIIMB po3yBacTaTUHY Ha YaCTOTy 3HAYHUX
aTepOCKJIEPOTUYHUX CEPLEeBO-CYAUHHNX 3aXBOPIOBaHb OLiHBanu y 17 802 yonosikis (=50 pokiB) Ta
XKiHOK (=60 poxkiB).

YyacHUKHY JOCTigKeHHs Oy BUIagKOBUM YMHOM PO3NOfineHi fo rpymn miane6o (n=8901) abo
po3yBacTaTUHY B m03i 20 Mr omuH pa3 Ha go0y (n=8901) i 3a HUMU CIIOCTEpPIraau B CePeaHbOMY
IIPOTATOM 2 POKIB.

KonnenTpauii xonectepuny-JIITHII smermunuce Ha 45% (p<0,001) y rpymni po3yBacTaTuHy



IIOPiBHSIHO 3 TPYIOI0 Miiarnebo.

Y post-hoc ananisi gaauX OiArpynu maiieHTiB BUCOKOTO PU3UKY i3 BUXIIHUM 3HaueHHIM >20% 3a
®paminreMcrKoio 1mkasnomwo (1558 yyacHUKIB) crocTepiranocs 3HayHe 3HUXKEHHS YaCTOTH
KOMOiHOBaHOI KiHIIeBOI TOYKH, 1[0 OXOILTIOBAajIa CMEPTH Bifl CEPIIEBO-CYIUHHMX TOMIiH, iHCYNbT Ta
inpapkT Miokapma (p=0,028), y rpyni po3yBacTaTuHY MOPiBHSHO 3 MmIarie00. AGCOMIOTHE 3HUKEHHS
pU3uKy mopin ctaHoBuio 8,8 Bunapkis Ha 1000 mamieHTO-poKiB. [ToKa3HUK 3arajbHOI CMEPTHOCTI
JIMIIABCA HE3MIHEHUM V Iii rpymi BuCoKoro pu3uky (p=0,193). ¥ post-hoc ananisi ganux nigrpynu
BUCOKOr0 pu3uky (9302 yyacHUKY 3arajnoM) i3 BUXIZHUM 3Ha4YeHHAM =5% 3a mwKkanow SCORE
(eKCTpamonbOoBaHO 3 METOI0 BKIIIOYEHHS JaHMWX YYaCHHUKIB BiKOM IMOHA[ 65 POKiB) CIIOCTepiranocs
3HAuyIlle 3HUKEHHS YaCTOTH KOMOiHOBaHOI KiHIIeBOI TOYKH, 1[0 OXOILTI0Bajla CMEPTH Bifl CEPIIEBO-
CYOIUHHUX TOfIH, iHCYTIbT Ta iHapKT MioKapaa (p=0,0003), y rpymi po3yBacTaTUHY IOPiBHSHO 3
nnaie6o0. 3HUXKEeHHS abCOMI0OTHOTO PU3UKY, BUPAXKEHOT0 3a YaCTOTOIO IOfii, CTaHOBUIIO 5,1 BUMAOKY
Ha 1000 namierTo-poKiB. [IoKa3HUK 3arajbHOI CMEPTHOCTI Y Iill Migrpymi BUCOKOTO PU3UKY JIUIIABCS
He3MineHuM (p=0,076).

Y mocnipxerHi JUPITER 6,6% y4aCHUKIB rpyniu NpUXoMy po3yBacTaTUHy Ta 6,2% y4acHUKIB Irpynu
nnane00 IPUIMHUIN 3aCTOCYBaHHS OOCIiAXKYBaHOTO JIiIKapChKOro 3aco0y udepe3 HeOaXaHi sSBUIIA.
Hait6inpir yacTuMy HebaKaHUMU SBUIIAMH, 110 TPU3BOAUIIN 00 MPUNMHEHHS JIIKyBaHHS, Oy1u
mianris (0,3% y rpyni po3yBactaTtuny, 0,2% — mnane6o), abgominansaui 6inb (0,03% y rpymi
po3yBactatuny, 0,02% — nnmane6o) ta Bucun (0,02% y rpymi podyBacratuny, 0,03% — mnaie6o).
Haiibinpi yacTuMy HebakKaHUMU SBUIAMH, II0 CIIOCTEPIranucs y TPyIli po3yBacTaTUHY i3
4yacToToI0, OinbInoio abo piBHOIO Bi3HaYeHill y rpyni nnamebo, Oynu indexuii ceqoBux msaxis (8,7%
y rpymi po3yBacTtatuny, 8,6% — mnaie6o), HazohapuHrit (7,6% y rpymi po3yBactatuny, 7,2% —
nnane60), 6inb y cuHi (7,6% y rpymi po3yBacTtaTuny, 6,9% — nmamne6o) Ta mianris (7,6% y rpymi
po3yBacTaTuny, 6,6% — mnae6o).

Himu

YV nogBitiHO crinmoMy, paHmoMi3oBaHOMY, 0araToleHTPOBOMY, Iane60-KOHTPOIbOBAaHOMY 12-
THXKHEBOMY OOCHifKeHHi (n=176, 97 y4acHUKIB 40/10Bi40l Ta 79 — XKiHOYOI cTaTi) i3 noganbmuM 40-
THXKHEBUM IepiogoM (n=173, 96 yyacHUKIB 40JI0Bi40l Ta 77 — XKiHOYOI CTaTi) BiTKPUTOTO
TUTPYBaHHS N0O3U po3yBacTaTHHY nauieHTH BikoM 10-17 pokiB (II-1V cTamii po3BuTKy 3a TaHHEPOM,
[iBYaTa, y IKUX MEHCTpyallil modanucs moHaMeHIIe 1 pik ToMy) i3 reTepO3UTr0THOIO CiMENHOI0
rinepxosyiecTepuHeMi€eo mpoTsarom 12 TUXKHIB OTPUMYyBau po3yBacTaTuH y 0o3i 5, 10 abo 20 mr/moby
abo nnane6o, micns 4oro BCi yYacHUKY IIOAHS IPUAMayu po3yBacTaTuH npoTarom 40 tuxHiB. Ha
IOYaTKY HociimkeHHs mpubnu3no 30% marnienTiB 6ynu BikoM 10-13 pokiB Ta npubnusno 17%, 18%,
40% Ta 25% i3 Hux 3Haxomunuch Ha II, I1I, IV Ta V cTagil po3BuTKYy 3a TaHHEPOM BifIIOBIAHO.

Pisens XC-JIITHIII 3menmuBca Ha 38,3%, 44,6% Tta 50,0% BignoBigHO y rpynax MIPUAOMY
po3yBacTaTUHY B 103i 5, 10 Ta 20 Mr mopiBHsHO i3 0,7% y rpymi nnaiebo.

Hanpukinmi 40-TuKHEBOr0 I1epiofy BiIKPUTOTO TUTPYBaHHS 03U AJ1d AOCATHEHHS LiJIbOBOTO PiBHS
(MakcuMarsnbHa fio3a craHoBuIa 20 MT oguH pa3 Ha fo6y) y 70 3 173 matienTis (40,5%) Boanocs
gocArTty minboBoro piBHs XC-JITTHII meHmie 2,8 MMOIB/II.

[Ticnsa 52 THXKHIB HOCTIXKYBaHOTO TiKyBaHHS He 0YyJI0 BUSBIEHO XKOIHOT0 BIJIWBY Ha picT, Macy, IMT
abo craTeBe mo3piBaHHS (OUB. po3min «OcobnMMBOCTI 3acTocyBaHHA»). Lle mocmigxkenus (n=176) He
IPUUHATHE 711 IOPIiBHSAHHS PiIKUX HeOakaHUX SBUII.

Po3yBacTaTvH TaKOXK BUBYANIX Y 2-PiYHOMY BIIKPUTOMY AOCIIiAKEHH] i3 LiTbOBOIO TUTPALIEI0 JO3U Y
198 miteii 3 reTepO3UTOTHOIO CIMEWHOIO TilepxoiecTepuHeMie0 y Billi Big 6 7o 17 pokis (88



y4aCHUKIB 40i0Bi4u0i cTati Ta 110 - XKiHOYOI cTaTi, cTagis po3BUTKY 3a TaHHepoM <II-V). [TogaTkoBa

Io3a [1s BCiX MallieHTiB CTAaHOBUJIA 5 MT PO3yBaCTAaTUHY OOUMH pa3 Ha mo0y. ITarienTam BikoM Bif 6 mo
9 pokiB (n = 64) mo3y TUTPyBaIX OO0 MaKCUMasbHOI 103U 10 Mr omuH pa3 Ha go0y, a malieHTaM BiKoM
Bim 10 mo 17 pokiB (n = 134) - go MakcuMasbHOI 103U 20 MT ofuH pa3 Ha J00y.

[licna 24 MicauiB JiKyBaHHS PO3yBaCTaTUHOM CepelHE 3HUXKEHHS Bifi BUXITHOr0 3HaueHHA XC-
JITTHIII, Bu3Ha4YeHe 3a METOJIOM HalMEeHIITUX KBaipaTiB, CTaHOBUIO -43 % (BUXigHUY PiBEHb:

236 mr/mn, micsiup 24: 133 Mr/gn). s KoKHOI BIKOBOI I'PyIId cepenHe 3HUKEHHS Bifl BUXiTHOTO
3HaueHHsa XC-JIITHII, Bu3Ha4YeHe 3a METOOOM HalMEHIIIUX KBafpaTiB, CTaHOBUIO -43% (BUXigHUM
piBenb: 234 mr/on, micsans 24: 124 mr/gon), -45% (BuxigHui piBeHb: 234 Mr/an, micsaup 24: 124 Mr/pn)
Ta -35% (BuxigHuu piBeHb: 241 Mr/omn, micaus 24: 153 Mr/on) y BikoBux rpymax Big 6 go <10, Big 10
mo <14 i Big 14 mo <18 pokKiB BiIIOBITHO.

Pe3ynbpTaToM 3aCTOCYyBaHHS PO3yBacTaTUHY ¥ mo3ax 5 Mr, 10 mr i 20 Mr Takoxk OyIu CTAaTUCTUYHO
3HAUYII CepelHi 3MiHYU y IIOPIBHAHHI 3 BUXIAHUMY [TIOKa3HUKAMU TaKUX BTOPUHHUX 3MiHHUX BEJIUYUH
mimigis i mimompoTeiniB: XC-JITIBIII, 3aransauit XC, XC-ueJITIBII, XC-JITTHII/XC-JITIBILI, 3aranbHui
XC/XC-JITIBII, TT/XC-JITIBIL, XC-ueJITIBII/XC-JITIBIL, amoB, anoB/anoA-1. KoxHa 3 1ux 3MiH
IEeMOHCTpPYBaJla MOJNIIeHHS JiMigHUX peakiil i 30epiranacs NpoTAroM 2 PoKiB.

[Ticna 24 micaniB niKyBaHHS XKOLHOTO BILIMBY Ha picT, Macy Tina, IMT abo cTtaTteBe mo3piBaHHSA
BUSIBIIEHO He Oyno (muB. po3min «OcoGIUBOCTI 3aCTOCYBAHHS»).

Y paHAOMi30BaHOMY, IOABIMHOMY CIIiIOMYy, I1alle00-KOHTPOJIbOBAHOMY, OaraTolleHTPOBOMY,
TIepEXPECHOMY HOCIIiIXKeHHi BUBYaIM PO3yBacTaTHH y [03i 20 MT ofiuH pa3 Ha 0o0y y NOpiBHAHHI 3
nnane6o 3a yyacTio 14 miTed Ta mimmiTKiB (BikoM Big 6 o 17 poKiB) 3 TOMO3UTOTHOIO CiMEHHOI0
rimepxonectepuHeMieio. [JoCTiaKeHHs BKIII0Yal0 aKTUBHY 4-TUKHEBY HiATOTOBYY ¢a3y 3
NOTPUMaHHSM [Ii€TH, I Yac SKOI MallieHTiB JIiKyBalu po3yBacTaTHHOM y [03i 10 Mr, mepexpecHy
a3y, 110 cKaganacs 3 6-TUKHEBOT0 ITePiofy JiKyBaHHS pO3yBaCTaTUHOM B [03i 20 Mr i3
nmonepenHiM abo momasbIIuM 6-TUKHEBUM JTiKyBaHHSIM ITalle6o, Ta 12-TUXHEBY HMigTpUMyIouy ¢hasy,
IIPOTSATOM $IKOI BCi nmauieHTu oTpuMyBanu 20 Mr po3yBacTaTtury. IlanienTy, ski nepebyBanu Ha
Teparii eeTumiboM abo apepe3oM, IPOOOBKYBAIU OTPUMYBATH 1ie JIIKyBaHHS IIPOTSTOM YChOTO
IOOCIIiIXKeHHS.

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

2,2 MMOJIB/N) CTIOCTepirany 4yepe3 6 TUXKHIB JIIKyBaHHSA PO3yBaCTaTHHOM y [03i 20 MI' y IOpiBHSAHHI 3
nnaie6o0. CrocTepiranocs CTaTUCTUYHO 3HaUyIle 3HMKeHH 3aranbHoro XC (20,1%, p=0,003), XC-
HeJII1BII (22,9%, p=0,003) i anoB (17,1%, p=0,024). Takoxk cnocTepiranocs 3HUKeHHS PiBHIB TT,
XC-JITTHII/XC-JITIBII, 3aranbaoro XC/XC-JITIBII, XC-ueJITIBII/XC-JITIBII] Ta anoB/amoA-I micns

6 THXKHIB JIiIKyBaHHS PO3yBacTaTUHOM Yy f03i 20 Mr y mopiBHsHHI 3 myane6o. 3HMKeHHS piBHSI XC-
JIITHIII yepe3 6 TUXKHIB JIiIKyBaHHS PO3yBacTaTUHOM y [03i 20 MI' 3 HACTYIIHUMU 6 TUXKHIMU
JiKyBaHHS MTanebo 30epiramocs npoTtaroM 12 TuxkHiB 6e3rmepepBHOI Teparii. Y ogHOTo nallieHTa
criocTepiranocs nopanbiie 3uuKeHHsA piBHSA XC-JITTHII (8,0 %), 3aransroro XC (6,7 %) i XC-
HeJITIBII (7,4 %) micns 6 TUXKHIB MTiKyBaHHSA 3 TUTPYBaHHAM A03u 40 40 Mr.

[1ig yac TpOJOBXKEHHS BIIKPUTOTO JIIKyBaHHS pPO3yBaCTaTUHOM Y 1031 20 Mr y 9 3 1iux mallieHTiB [0
90 tuxHiB 3uuKeHHs piBHSI XC-JITTHII 36epiranocs B Mexkax Big -12,1 % mo -21,3 %.

Y BigKpuUTOMY HOCIiAKEHHI TIOCUJIEHOTO TUTPYBaHHSA 003 Y 7 OL[IHIOBAHUX [iTeH i mifgmiTKiB (y Bimi Bif
8 mo 17 pokKiB) 3 TOMO3UTOTHOIO CIMEMHOIO TillepX0IeCTePUHEMIEIO (OUB. BUIIE) BiACOTOK 3HUKEHHS
piBast XC-JITTHIIT (21,0 %), 3aransHoro XC (19,2 %) ta XC-ueJITIBII (21,0 %) Big BuXigHOTO piBHSA
IIiCc/Isl 6 TUXKHIB JIIKyBaHHS pO3yBaCTaTUHOM B 031 20 M BifiloBifaB TOMYy, 1110 CIIOCTEpPIranocs y
BHUILle3TafaHOMy AOCII[IXKEHH] ¥ OiTeH Ta MifJIiTKiB 3 TOMO3UTOTHOIO CiMEHHOI0



rinepxoyieCTEpUHEMIER0.

€BporelicbKe areHTCTBO 3 JTiKapChKMUX 3ac006iB BiTMOBUIIOCS Bif 3000B’s13aHHS HagaBaTH Pe3y/IbTaTH
OOCHiAKEeHb PO3yBaCTaTUHY y BCIX MiArpynax OiTeX 3 TOMO3UTOTHOI CIMENHOI0
rinepxonecTepuHeMi€l0, TePBUHHOIO KOMOIHOBAHO (3MilllaHO0) AUCHimigeMielo Ta oI
npodilakTHKY MOPYLIEHb 3 00Ky CepIieBO-CyOUHHOI CUCTeMHU (OuB. po3min «Crocib 3acToCcyBaHHS Ta
[o3u» OJId OTPUMaHHA iH(OopMaIlil Iog0 3aCTOCYBaHHS OiTAM).

dapmakoKiHemuxka.
Abcopbuis

MaxkcuManbHi KOHIIEHTpallii po3yBaCTAaTHHY V IIJIa3Mi KPOBi JOCSATAIOTHCS MPUOIU3HO Yepes3 5 roguH
IiCJIs TIePOPaIbHOT0 3aCTOCYBaHHs. AGCOMI0THA 0i000CTYIHICTh CTaHOBUTHL MPUOIHU3HO 20 %.

Po3noodin

Po3yBacTaTvH €KCTEHCUBHO MEPETBOPIOETHCA Y MEUiHIli, IKa € MEPBUHHUM IIeHTPOM CUHTE3Y
X0JIeCTePUHY Ta KiipeHcy xonectepuny JITTHII. O6’em po3moiny po3yBacTaTHHY CTAaHOBUTh
npubnusno 134 n1. [Tpubnusno 90 % po3yBacTaTUHY 3B’A3YIOTHCS 3 GiTKaMu I1J1a3MH, TOJIOBHUM
YUHOM 3 abOyMiHOM.

Memaboaism

Po3yBacTaTtus nmpoxomuTh oOMexkeHu MeTabomiaM (mpubau3uo 10 %). [ocmigxeHHs MeTabomi3My in
Vitro i3 3aCTOCYBaHHSIM IellaTOLUTIB JIIOAVHYU BKa3yOTh Ha Te, 110 PO3yBaCTaTUH MiIa€ThCA TiIbKU
MiHiManbHOMY MeTabo0si3My Ha ocHOBI P450 i et MeTabo1i3M He € KiiHiuHO BaxnuBuM. CYP2C9 6yB
OCHOBHUM i30(epMeHTOM, 1110 6paB yuacTs y MeTabosmi3mi, 3 2C19, 3A4 ta 2D6, mo 6ynu 3anydeHi
MeHII010 Mipoio. OCHOBHUMM BHU3HAUYeHUMHU MeTabosliTaMu € MeTaboiTH N-ge3metuny Ta
nakToHy. MeTtabomit N-ge3ametun € mpubnau3no Ha 50 % MeHII akTUBHUM, HiXK po3yBacTaThH, hopMa
JTAaKTOHY BBaXKa€eThCs KIIIHIYHO HeaKTUBHOIO. Po3yBacTaTuH Mae Oinbie 90 % iHri6iTOpHOI aKTUBHOCTI
BimHOCHO 'MTI-KOA-pemyKTa3su, 110 MUPKYIIIOE V 3araIbHOMY KPOBOOGITY.

BusedeHHs

[Tpu6nu3uo 90 % mo3u po3yBaCTaTUHY BUBOOUTHCS Y HE3MiHEHOMY BUTTIAMI 3 PpeKamisiMu
(ckmamaeThes 3 abcopOoBaHOl Ta HEabCOPOOBAHOI AKTUBHOI PEUOBWHH), a 3aIUINOK BUBOJUTHCS i3
ceuero. [Tpubmu3Ho 5 % BUBOAUTHLCS Y HE3MiHEHOMY BUTJISAMI i3 cedeto. [lepiof HamiBBUBeIeHHS 3
I71a3MU CTaHOBUTE mpubnu3Ho 19 ropgus. Ilepion HamiBBUBeNeHHS He 30iMbIIYETHCS IIPU BUCOKOMY
no3yBaHHi. [eoMeTpUYHO cepenHill KIIipeHC 3 IIa3MU KPOBi CTaHOBUTE NPuOIKU3HO 50 NMiTpiB/roguny
(xoedimienT Bapiartii 21,7 %). 4k i 3 inmmmu iHribitopamu ['MI'-KoA-penyKTa3u, 3aX0IMIeHHS
IIeYiHKOI0 PO3yBaCTaTUHY 3any4yae MeMOpauHuii TpancmopTep OATP-C. Lleit TpaHcmopTep €
BaKJIMBUM [JI BUBEI€HHS PO3yBacTaTUHY 3 II€YiHKU.

JIiHiliHicmb

CucTteMHa €KCII03ullisi PO3yBacTaTUHY 30iIbIIYETHCS MPOIOPLIAHO H0 30inmbIneHHs o3u. Hemae
JKOMHOI 3MiHY 3a (hpapMaKOKiHETUUHUMMU ITapaMeTpaMH Iicys 6araTopa3oBOro MOOEHHOTO
3aCTOCyBaHHS.

['pynu naiieHTiB

Bik ma cmampo



He cmocTepiranocs kJiHIYHOT0 3HAYYIIOT0 BIUIMBY BiKy abo cTaTi Ha ¢papMaKOKiHETUKY
po3yBacTaTuHy y gopociaux. PapmMakOKiHETHKA PO3yBaCTaTUHY Yy [AiTel Ta MifIiTKiB i3
reTepo3Ur0THOI0 CiMeNHOI0 riepxojiecTepuHeMieio 6yia mogioHo0 00 GapMaKOKiHETUKH Y TOPOCIIUX
nOOPOBOJIBIIB (OUB. PO3min «IIiTu»).

Paca

dapMaKOKiHETUYHI HOCTIIXKeHHS JeMOHCTPYIOTh MigBUIleHHS npubnau3Ho B 2 pa3u AUC ta C,,,
pO3yBacTaTHHY Y Malli€HTIB - IPeICTaBHUKIB HapomiB A3il (AINOHIIB, KATAMIB, Qiminminiis,
B’€THAMIIiB Ta KOPEMIIiB), IIOPIBHSHO 3 MalliEHTaMU €BPOIEOITHOI pacy; B iHAYCIiB CIIOCTEPIraETHCS
36inpienHs npubnausHo B 1,3 pa3a cepenHix 3uauens AUC ta C,,,,. PapMakoKiHeTUUHUN aHAi3
TPYIIY MAI[iEHTIB He BUSBUB KOMHOI KITIHIYHO 3HAUYIIO] Pi3HUI ¥ hapMaKOKiHETHIN MixX
IIpefiCTaBHUKAMU €BPOIIEOITHOI Ta HETPOIAHOI pacH.

Hupkoea HedocmamHicmb

[Tig yac mocmigkKeHHS 3 y4acTIo MAIliEHTIB i3 pi3HUM CTyIeHeM IOpyIIeHHs QYyHKIII HUPOK jerke abo
IIOMipHe 3aXBOPIOBaHHS HUPOK He BIJIMHYJIO Ha KOHIIEHTPAIlil0 po3yBacTaTuHy abo

MeTabomiTy N-me3MeTuy y maa3Mi KpoBi. Y mamieHTiB 3 TAXKKUM IOPYIIEHHAM (QYHKIIl HIPOK
(knmipeHc kpeaTtuHiny < 30 MJ1/XB) KOHILIEHTpallis y m1a3Mi KpoBi 30inbimmnacs y 3 pasy, a
KOHIIeHTpalis MeTabomiTy N-me3aMeTuny MOpPiBHSHO 3 BiATIOBIIHUMYU ITOKa3HUKAMU y 300POBUX
noOpoBonbliiB - ¥ 9 pasiB. KoHIeHTpanii po3yBacTaTuHy y ma3mi KpoBi y ctabimbHOMY CTaHi y
NallieHTiB, SIKi IPOXOASATh CeaHCH TreMofiani3y, Oynu npubnu3Ho Ha 50 % OiNbIIMME, HiXK y 3[0POBUX
nOOPOBOIIBIIIB.

ITeviHKosa HedocmamHicmb

[Tig yac mocmimXkeHHS 3 y4acTIo MallieHTiB 3 Pi3HUM CTyIeHeM IOopyIIeHHs QYyHKII neyinku He OyI10
JKOOHOTO [I0Ka3y MigBUIIEHHS €KCIIO3UIlil 10 PO3yBaCTaTUHY y NAlliEHTIB 3 MOKa3HUKaMu 7 Ta MeHIIIe
3a knacudikarieio Yannga-I1't0. OfHaK mifBUllleHa CUCTEMHA eKCIIO3HUllid IoHalMeHIIe y 2 pa3u
CIIOCTepiranach y fBOX IallieHTiB 3 MOKa3HUKaMu 8 Ta 9 3a kiacudikariero Yainmga-I1'o.

I'enemuyuHull noaimopgiam

Po3snogin inribiTopis 'MI'-KoA-penyKTa3u, B TOMY YHCJIi pO3yBaCTaTHHY, BiIOYBaETHCS 3@ y4acTIO
tTpaHcnopTHUX 0inkiB OATP1B1 ta BCRP. Y nanieuTis i3 reretuunum nosnimopdizmom SLCO1B1
(OATP1B1) Ta/a6o ABCG2 (BCRP) icHye pu3uK MigBUILEHOI €KCIIO3UIlii po3yBacTaTuHy. [Ipu oKpeMux
dbopmax nmomimopdizmy SLCO1B1 ¢.521CC ta ABCG2 c.421AA ekcno3utisi po3dyBactatuny (AUC)
migBHIeHa MopiBHSAHO i3 reHoTunaMu SLCO1B1 ¢.521TT a6o ABCG2 ¢.421CC. CrerianbHe
TeHOTHUITyBaHHS B KJIiHIYHIN npakTHlli He nepenbadeHe, aje MallieHTaM i3 TaKuM IoJiiMopdizMom
PEKOMEHMYETLCS 3aCTOCOBYBATH MEHIIy M060BY 03y TiKapchkoro 3acoly Pokcepa®.

Himu

IBa mocmimxkeHHsT papMaKOKiHETUKY PO3yBacTaTUHY (y BUTIISAl TaOneToK) y miTew i3
reTepo3Ur0THOIO CiMeNHOI0 TinepxoecTepuHeMieto BikoM Bim 10 mo 17 pokiB a6o Bim 6 mo 17 pokis
(3aranom 214 marmieHTiB) MOKa3asy, 10 €KCIO3UIlisd IIpenapaTy B fiTell HUK4a abo momidHa oo
€KCIIO3UIIi1 ¥ JOPOCTUX MalieHTiB. EKCIIo3ullis po3yBacTaTuHy Oyila nepenbayyBaHOIO BiiIOBITHO O
03U Ta TPUBAJIOCTI IPUHOMY IIPOTSATOM OiJBII HiXK 2 POKU CIIOCTEPEKEHE.

KniniyHi xapaKTepHCTHKH.



Iloka3aHHsA.
JIixyeaHHA 2inepxosecmepuHemii

HopocnuM, miamiTKaM Ta OiTSM BIKOM Bifi 6 POKIB i3 IepBUHHO rinepxonecrepureMiero (tuny Ila, y
TOMY YMCJIi i3 TeTePO3UTOTHO0 CiIMEHHOIO TillepxoyiecTepuHEMi€I0) abo 3MillTaHO0 AUCTITiAeMier0
(Tuny IIb) sIK HOTIOBHEHHS [0 AIETH, KONMYM NOTPUMaHHS Ji€TH Ta 3aCTOCYBaHHS iHIIKUX
HeMeIUKaMeHTO3HUX 3ac00iB (Hampukian ¢hi3uyHUX BIIPaB, 3HUKEHHS MaCH Tijla) € HeMOCTaTHIM.

IopocnuM, mimmiTKaM Ta OiTSM BiKOM Bifl 6 POKiB IpKM TOMO3UTOTHIM CiIMENHil rinepxoiecTepuHeMil
SIK IOTIOBHEHHS 0 Mi€TH Ta iHIINX NiMifo3HUKYI04YNX 3aco0iB MiKyBaHHS (Hanpukiapg apepesy
JITTHII) abo y Bunagkax, KOJIX TakKe JIiKyBaHHS € HEOPEYHUM.

ITpoginakmuka cepy,e8o-CyOUHHUX NOPYUWEHb

3anobiraHHs 3HaYHUM CepLIeBO-CYOAUHHUM MTOPYIIEHHSIM Y MAlliEHTIB, SKUM, 3a OLliIHKaMH, 3aTPOXKYeE
BHCOKMI PU3MK IEPIIOT0 BUMIAAKY CEPIEBO-CYIMHHOIO MMOPYIIEHHS, IK JOTIOBHEHHS 0 KOPEKIIil
iHImMKX (paKTOpiB PU3UKY.

IIpomunokasaHHA.
Io3u 5 mr, 10 mr, 15 Mr ta 20 MI IPOTHUIIOKA3aHi:

- malieHTaM 3 MigBUIIEHO Yy TIUBICTIO OO PO3yBacTaTUHY a00 m0 Oyab-IKOr0 HeaKTHBHOI'O
iHTpemieHTa;

- MalfieHTaM i3 3aXBOPIOBaHHSM MEYiHKK B aKTUBHIU (a3i, y TOMy YKCIIi HEBIIOMOI €Ti0NOril,
CTiMiKe MigBHUINEHHS PiBHS TpaHCaMiHa3 y CUPOBATII KPOBi Ta MigBUIIIEHHS PiBHS OyOb-SKOI
TpaHCaMiHa3¥ B CUPOBATII OifbIlle HiXK y 3 pa3u IOHAJl BEPXHIO MEeXKY HOPMU;

- HalieHTaM 3 TSXKKUM IOPYyLIeHHIM (QyHKIIil HUPOK (KiipeHC KpeaTHHiHY < 30 MJI/XB);

- IaIfieHTaM 3 MioIaTi€lo;

- nanieHTaM, gKi CyIyTHbO IPUIMAIOTh IIUKIIOCIIOPUH;

- nalieHTaM, gKi CymyTHhO IPUMaloTh cohocOyBip/BenaTacBip/BOKCUIAIPeBip (AUB.
«Bzaemogis 3 iHIIUMY JTiIKapCHKUMHU 3aco0aMu Ta iHIIM BUIU B3aEMOIIN»);

- HaHiGHTaM 3 yXKe iCHy'I-O‘-II/IMI/I (1)aKTOpaMI/I IJIsL MiOTOKCUYHUX YCKIIaOHEHE;

- y nepiof BariTHOCTI abo rofyBaHHS I'PYLAI0, @ TAKOXK XKiHKaM PenpPOgyKTHBHOIO BiKy, SIKi He
BHKOPUCTOBYIOTH BilIOBigHiI 3ac001 KOHTpPAIIEIIii;

- OiTSM BiKOM [0 6 POKiB.
Io3u 30 Mr ta 40 Mr IpOTUIIOKA3aHi:

- nalieHTaM i3 migBUINEeHO0 YyTIUBICTIO A0 PO3yBacTaTHHY a0 mo Oyab-KOT0 HEaKTUBHOTO
IHTpemieHTa;

- nalieHTaM 3 aKTHBHOIO XBOPO0OIO MTeYiHKM, BKIII0Yal0Yu HE3p03yMijle, CTiliKe MifiBUILIIEHHS



piBHS TpaHCaMiHa3 y CHPOBATIIi KPOBi Ta Oy[b-gKe MiABUIIEHHS TpaHCaMiHa3 y CUPOBATIIi KPOBi
OinbIle HiXK y 3 pa3u MOHAJ BEPXHIO MEXKY HOPMU;

- nalieHTaM, gKi CymyTHbO ITPUMMAIOTh IUKIOCIOPHUH;

- y mepiof BariTHOCTI abo rofyBaHHS IPYAAI0 Ta KiHKaM PENpPORyKTUBHOTO BiKy, SIKi He
BUKOPHUCTOBYIOTD BifITTOBigHI 3aC00M KOHTpAIEIIi];

- OiTSIM;

- nalieHTaM 3 Mionarieto abo BxkKe icHylounMu paKTopaMu AJisS MionaTii/pabmoMioni3y; Taki
(bakKToOpu BKIIIOYAIOTh: TOMipHE MOPYIIeHH QYHKII HUPOK (KJTipeHC KpeaTHHiHy < 60 MI/XB);
rinoTupeos; HasiBHICTh B 0coO6uCcTOMY a0 CiMEHOMY aHaMHe3i BPO[IKEHUX IIOPYIIEeHb 3 60Ky M’s3iB;
HasIBHICTh B aHAMHe3i TOKCUYHOCTI 3 00Ky M’s13iB, cpu4uHeHo1 inmmM inribitopom I'MI-KoA-
penykTasu abo (ibpaToM; aKOTOIbHY 3a/IeXKHiCTh; CUTYallii, KOJIK MoxKe OyTH 30inbIleHHs PiBHIB ¥
IJ1a3Mi KpPoBi (HaIlpUKiIaf TsXKKa MeYiHKOBa HeIOCTATHICTh); a3iTChKe ITOXOAXKEHHS; CYIIyTHE
3acTtocyBaHHS (iOpaTiB; Bik moHan 70 pokiB.

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu e3aemoditi.

Po3yBacTaTuH € cyOCTpaTOM [Jig IIEBHUX TPaHCIOPTHUX 0inKiB, BKmogaoun OATP1B1, mo
3abe3mneuye MeYiHKOBUM TPAHCIIOPT, Ta edmokcHOro nepeHocHrnka BCRP. OpmHouacHe BBeOeHHS
Pokcepu® 3 NiKapChbKMMHM 3aCO0aMy - iHTiGiTOpaMy KX TPAHCIOPTHMX OiNKiB MOXE CIPHYMHUTH
TiBUIIIEHHS KOHIIEHTPAlll pO3yBaCTUHY Y IJIa3Mi KPOBi Ta 36inbIIeHHS PU3UKY MiomaTil.

Komu HeoOXifHO 3aCcTOCOBYBaTH Pokcepy” pa3oM 3 iHMuMHU JTiKapChKUMHE 3ac00aMHy, 1[0 MifBUIIYIOTh
eKCIIO3MIIiI0 pO3yBacTaTUHy, f034 Pokcepu® ciin Kopurysatu. Ciiifi pO3MOYMHATH 3 JO3U 5 MT OfUH
pas Ha mo0y, SKII0 04iKyeThCS 3pocTanHs ekcrno3uilil (AUC) mpubnu3Ho B 2 pa3u abo GimbIire.
MakcuManbHa f060Ba fo3a Pokcepu® Mae 6yTH CKOpUroBaHa TaKMM YHHOM, 00 O4iKyBaHa
€KCIIO3ULisl PO3yBacCTaTUHY He IepeBHUlllyBajla KOHIEHTpAllilo, 110 Biffl3HAYa€ThCA TOM1, KOJIA IIPUIOM
no60Boi fo3u 40 Mr Pokcepu® BinOyBaeThCs y pasi BifCyTHOCTI B3aeMO/ii TiIKapCHKUMH 3aC00aMH.
Hampuknam, mosa 5 Mr P01{cep1/1® IIPY OJHOYACHOMY 3aCTOCYBaHHi 3 IIMKJIOCIIOPUHOM (36iTbIIIEHHS
ekcro3utii y 7,1 pa3za), mo3a 10 mr Pokcepu® npu OJHOYaCHOMY 3aCTOCYyBaHHi 3 KoMOiHaIli€0
puTOHaBip/aTaHa3asip (36inpmenHs y 3,1 pasa), Ta mo3a 20 Mr Pokcepu® npy 0qHOYACHOMY
3acTocyBaHHi 3 reMpibpo3unom (36inbuienHs y 1,9 pasa).

AHmauyudu

OpHOYacCHe BBeIeHHSI pO3yBaCTaTUHY i3 CYCIEH3i€0 aHTalUAy, 10 MiCTUTh aJllOMiHil0 Ta MarHio
TiApOKCHJ, MPU3BOAUTE 10 3MEHILIEHHS KOHIIEHTpallil po3yBacTaTUHY Y IJla3Mi KpoBi TpubIM3HO Ha
50 %. Lle#t epeKT 3MeHIITYBaBCS, KOIU aHTAIUA IPUIMaNy yepe3 2 TOOUHY MiCs po3yBacTaTUHY.
KniniyHa 3Ha4yLIiCTS I1i€l B3a€MOZil He BUBYaIacCh.

deHoibpamu, noxioHi ¢ibpoesoi Kuciomu

Xoya He CIIOCTepiranocs HisiKol (apMakKOKiHETUYHOI B3aEMOZI] MiK pO3yBaCTaTHHOM Ta
dhenodibpaToM, Moke MaTH Micile papMakogrHaMiuHa B3aemomis. [emdpiopo3un, perodibpaT Ta i
(GiOpo€eBi KMCIOTH, BKITIOYAIOUK HIKOTHHOBY KHCJIOTY, MOXKYTh MigBUIIYBaTH PU3UK MiomaTil mpu
OJHOYACHOMY BBeZeHHi 3 inribitopamu I'MI'-KoA penykrasu.

LukaocnopuH



V mepiof; CyIyTHHOTO 3aCTOCYBaHHs Ipenapary Pokcepa® Ta IUMKIOCIOPUHY 3HadeHHs AUC
po3yBacTaTuHy Oyl1u B CEpegHbOMY IPUONIN3HO y 7 pa3iB BUIIUMHU, HiXK Ti, III0 CIOCTEPIramucs y
370pOBHX J0GPOBOIBIB (uB. Tabnuio 2). Pokcepa® mpoTunoKka3aHa malieHTaM, Ki OfHOY9aCHO
OTPUMYIOTh IIUKJIOCIIOPHH (TUB. po3hin «IIpoTunoka3anHsa»).

CymyTHE 3aCTOCYBaHHS He BIIMBAJIO HAa KOHIIEHTpallil IUKJIOCIOPUHY y IJIa3Mi KPOBI.
AHmazoHicmu simamiHy K

4K i y BUMagKy 3acTtocyBaHH4 iHImMuUX iHTi0iTOpiB ['MI'-KOA pemyKTa3u, I04aTOK JIiKyBaHHS
POKcepOIo® abo0 TOCTYTIOBE MigBUILEHHS 1l MO3U V MAIiEHTIB, SIKi OMHOYAaCHO 3aCTOCOBYIOTh
aHTaroHictu Biraminy K (manpuknan Bapdaput abo iHII KyMapuHOBI aHTUKOATYJISTHTH), MOXe
IIPU3BECTH [0 MigBUIlleHHSI MiXKHapoJHOT0 HOpMarsi3oBaHOTo criBBigHomeHHs (MHC). Iicns BigMiHu
Pokcepu® a6o 3menmenHs fo3u MHC Moxe 3MeHMUTHCSA. Y TaKUX BUNIagKax 0akaHO BiIIOBITHUM
yrHOM KOoHTposoBatTy MHC. V nauieHTiB, gKi 3aCTOCOBYIOTh aHTaroHiCTH BiTaMiny K,
PEKOMeHMI0BaHO KoHTpomoBaT MHC 4K Ha mo4aTKy JiKyBaHHS Pokceporw®, Tak i micis IpUNHHEHHS
abo mpu mopanbIlii 3MiHi ii JO3yBaHHS.

IH2i6imopu npomea3su

Xo4a TOUHMM MexaHi3M B3aeMO/Iil HEBiTOMUM, OqHOYACHE 3aCTOCYBaHHS iHTi6iTOPiB MpoTea3u Moxke
3HA4HO 30i/IbILIyBaTH €KCIIO3UIliI0 PO3yBacTaTUHY (AuB. Tabnuio 2). Hampuknag, y gocmigkeHHi
(dapMaKOKiHETUKM OfHOYacHe 3acTocyBaHHsA 10 MI po3yBacTaTHHY Ta KOMOiHOBAHOTO JIiKapChKOTO
3aco0y, o mMicTuB fBa iHribitropu mporeasu (300 Mr ata3zaHasipy/100 Mr puTOHaBipy), V¥ 3MOPOBUX
moOpoBobLIiB cynpoBoaxkyBasocs migsuineHHsIM AUC ta C,,, po3yBacTaTuHy mpuOnMu3Ho B 3 Ta 7
pasiB BigmoBigHO. OgHOYACHE 3aCTOCYBaHHA IIpenapary POKCepa® Ta JessKux KomOiHalii iHTibiTopiB
IPOTea3y MOXKIIKMBE ICTsg peTeNbHOro 06MipKyBaHHS KOpPEKIIil 703y npenaparty Pokcepa®, BAXOAAYH
3 O4iKyBaHOT'O 3POCTAHHS €KCII03UIlil po3yBacTaTUHY (AuUB. po3minu «Crocid 3aCTOCYBaHHS Ta HO3U»,
«Oco6IMBOCTi 3aCTOCYBaHHS», «B3aeMopmist 3 iHIMMU TiKapChbKUMU 3aco0aMH Ta iHIII BUTU
B3aEMOMil», TAOIHUIIO 2).

I'em@ibpo3us ma iHwi 2inosinidemiyHi npenapamu

OpHOYaCHe 3aCTOCyBaHHA mpenapaTy Pokcepa® Ta reMdpiGpo3uiy Ipu3BOAMIO A0 3pocTanHs AUC Ta
C,..x PO3YBACTATHHY B 2 pa3u (OuB. po3min «OcoOMMBOCTi 3aCTOCYBAHHS»).

Buxomsuu 3 gaHuX CcIelliaTbHUX OOCTiIXKEeHb B3a€MO[Iil, 3HaYHOI (papMaKOKiHETUYHOI B3aEMOMIl 3
dbenodiOpaTOM He 0UiKYETHCS, OQHAK MOXKJIMBa hapMaKoAuHaMiuHa B3aemofis. I'eMpibpo3us,
denodibpar, inmi pidpatu Ta HiauxH (HIKOTHHOBA KMUCJIOTA) Y TinomninigeMiuHux mo3ax (> abo piBHi 1
r/mo0y) MifBUIIYIOTH PU3KK PO3BUTKY Miomnartii Ipy CyIyTHbOMY 3aCTOCYBaHHi 3 iHribitopamu I'MI-
KoA penykTa3u, MOXKINBO TOMY, 1[0 BOHU 34aTHI MPU3BOAUTH [0 MiomaTii i Ipy 3aCTOCyBaHHI
okpeMo. [Toza Pokcepu® 40 Mr IpOTUIIOKa3aHa IPK CyIyTHLOMY 3aCTOCYBaHHi piGpaTis.

JlikyBaHHsI Pokcepor® y TakuxX BUNafIKax CIIifl TAKOXK PO3IOYMHATH 3 03U 5 MT.
Ezemumib

OpHoyYacHe 3aCTOCYBaHHSA IIpernapaTy POKcepa® B 0o3i 10 mr Ta e3eTumiby 10 Mr maijieHTam i3
rinepxonectepuHeMieio nmpusBoauno no 3pocranus AUC po3yBactatuny B 1,2 pa3a (tabnuis 2). He
MOJKHA BUK/IIOUaTH (papMaKogUHaMiuHoOI B3aeMoii Mixk mpenapatoM Pokcepa® Ta eseTumiboM, 110
MOXKe ITPHU3BECTH [0 HebaxkaHuX SBULL (IUB. Po3Min «OCOOIUBOCTI 3aCTOCYBAHHS»).



EpumpomiyuH

OmHouacHe 3acTOCyBaHHst Pokcepu® Ta epurpoMinuHy 3Huxkysano AUC,,,, po3yBacTtaTuny Ha 20 %, a
Cpax — Ha 30 %. Taka B3aeMofiisg MOxKe OyTH CIpUYMHEHA MiABUIIEHHSIM EPUCTAIbTUKY KUIIEYHUKY
BHACJIIJIOK Oil epUTPOMILIUHY.

®epmermu yumoxpomy P450

Pe3ynbTaTu gocmigKeHs in vitro Ta in vivo cBig4arTh, 1[0 pO3yBacTaTUH He iHTiOye i He CTUMYITIOE
izopepmenTu nuToxpomy P450. OKpiM 110T0, pO3yBacTaTUH € CITaOKUM CyOCTPaTOM IUX
i3oepmenTiB. TakuM YMHOM, B3a€MOfil 3 TiKapCHKUMU 3ac00aMU B pe3yJbTaTi MeTaldomi3My,
onocepenkoBanoro P450, He ouikyeTbcs. He criocTepiranocs KaiHIYHO 3HAYYIIUX B3aEMOZIN MixK
po3yBacTaTHHOM Ta ¢ykoHazosoM (iuribitopom CYP2C9 ta CYP3A4) a60 KETOKOHA30JI0M
(imribiTopom CYP2A6 Ta CYP3A4).

Tabnus 2
BrnuB cynmyTHiX JlikapchKuX 3aco0iB Ha €KCII03UIIil0 PO3yBacTaTUHY

(AUC; y mopsigKy 3MeHIIIeHHS BeITUYHMHM) 3a ONyOIiKOBaHUMY OAaHUMH KITiIHIYHUX OOCHiIXKEeHb

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

PexuM mo3yBaHHS JIiKapChbKOTo 3aco0y, 110 B3aEMofiie PexXuM mo3yBaHHS 3miau AUC
pO3yBacTaTUHY po3yBacTaTUHY™*

CodocOysip/Benmnaracsip/Bokcunanpesip (400 mr-100 10 mr, ogHOpa3oBa T 7,4 pa3a

mr-100 mr) Bokcumnanpesip (100 mMr) onuH pa3 Ha goOy mo3a

npotsarom 15 mHiB

LluknocnopuH Bix 75 Mr aBidi Ha goOy mo 200 mr gBiui 10 Mr oguH pa3 Ha T 7,1 pasa

Ha 700y, 6 MicsIiB no6y, 10 guiB

Hapomytamin 600 Mr aBidi Ha moOy, 5 [HIB 5 Mr, OmHOpPa30Ba T 5,2 pasa
mo3a

Peropacdeni6 160 Mr onus pa3 Ha go0y, 14 mHiB 5 MT, 0OgHOPa30Ba 1 3,8 pasa
mo3a

Ataszanasip 300 mr/puTtonasip 100 Mr oguH pa3 Ha 10 mr, omHOpa3oBa T 3,1 paza

no0y, 8 ;mHiB mosa

Benmaracgip 100 Mr onuH pa3 Ha go0y 10 mr, omHOpa30Ba T 2,7 pa3a
mo3a

Owmbitacsip 25 mr/napuTtamnpesip 150 mr/ 5 Mr, OmHOpPa30Ba T 2,6 pa3a

putoHasip 100 Mr oguH pa3 Ha go0y/ macabysip 400 Mrgo3a

nBiui Ha moOy, 14 mHiB

Tepudnyromin IlaHi BifCyTHI T 2,5 pasa

I'pazonpesip 200 mr/enbacsip 50 Mr onuH pa3 Ha go0y,10 Mr, ogHOpa3oBa T 2,3 pasa

11 muiB mo3a

I'mexkampesip 400 mr/miOpenTacBip 120 Mr oguH pa3 Hab MI OIMH pa3 Ha T 2,2 pasa

no0y, 7 mHiB no0y, 7 mHiB

Jlominagip 400 mr/putonasip 100 mr gBiui Ha moOy, 20 Mr oguH pa3 Ha T 2,1 pasa

17 ouis no0y, 7 mHiB

KanmaTtrui6 400 Mr aBigi Ha go0y 10 Mr, omHOpPa30Ba 1 2,1 pasa
mo3a

Knomigorpens 300 mr, moTiM 75 Mr 4epe3 24 rogunau 20 Mr, ogHOpa30Ba 1 2 pasu
mo3a

®octamaTtuni6 100 Mr nBiuHi Ha MeHb 20 Mr, ogHOpa30Ba T 2,0 pa3u
mo3a

®ebykcoctaT 120 Mr ofivH pa3 Ha 000y 10 Mr, omHOpPa30Ba 7 1,9 pasa

mosa



Femdibpo3un 600 mr ABidi Ha K00y, 7 OHIB

30inbmenss AUC po3yBacTaTHHy MeHILe HiX y 2 pa3u
PexuM mo3yBaHHS JIiKapChKOT0 3ac00y, 110 B3aEMOIi€

Entpomb6omak 75 Mr oguH pa3s Ha [o0y, 5 gHiB
HapyuaBip 600 mr/putonaBip 100 Mr gBiui Ha moOy,
7 mHiB

Tunpanasip 500 mr/putoHasip 200 Mr aBigi Ha H00Y,
11 nuis

Iponenapon 400 Mr aBigi Ha KOOy

ITpakoHa3on 200 Mr onuH pa3 Ha go0y, 5 AHIB
E3etumi6 10 Mr opuH pa3 Ha 0oOy, 14 nHiB

3uuxenHsa AUC po3yBacTaTUHY
PexuM mo3yBaHHS JIiKapChKOT0 3ac00y, 110 B3aEMO[Ii€

Eputpowmitua 500 Mr yoTupu pa3u Ha fo0y, 7 OHIB

Batikanin 50 mr Tpudi Ha 1o0y, 14 gHiB

80 Mr, ogHOpa30Ba
mo3a

PexuM [03yBaHHSA
po3yBacTaTUHY

10 mr, omHOpa30Ba
no3a

10 mMr omuH pa3 Ha
no0y, 7 OHiB

10 mr, omHOpa3oBa
no3a

IlaHi BiiCyTHI

10 mr, omHOpa3oBa
no3a

10 mMr ofuH pa3 Ha
no0y, 14 guiB

PexxuM mo3yBaHHS
pO3yBacTaTUHY

80 Mr, ogHOpa30Ba
mosa

20 Mr, ogHOpa30Ba
mosa

T 1,9 paza

3minu AUC
po3yBacTaTUHY*
T 1,6 pasa
T 1,5 pasa
7 1,4 pasa

T 1,4 pa3a
7 1,4 paza **

71,2 paza **
3minu AUC
po3yBacTaTUHY*

1 20%

1 47%

* IlaHi, mpefcTaByeHi SIK 3MiHa B X pa3iB, ABISAIOTH COO0I0 CITiBBITHOIIEHHS MiX 3aCTOCYBaHHSIM
po3yBacTaTHHY ¥ KoMOiHalii Ta okpeMo. [laHi, mpefcTaBieHi y BUTnsagi % 3MiHH, SBISIOTE C06010 %
PI3HULIIO BifHOCHO [TIOKA3HUKIB IIPU 3aCTOCYBaHHI PO3yBacTaTUHY OKPEMO.

30inbIiIeHHS T03HaYEHO 3HAUYKOM T, BiICYTHICTh 3MiH <, 3MeHIIeHHST - | .

** ByJo mpoBefieHo KilbKa [HOCTiAKeHb B3a€MOIil TpX Pi3HUX J03aX PO3yBAaCTATHHY, V TaOmIHUIl

IIOJlaHO HaMbibII 3HAYYIIle CIIiBBiIHOIIEHHS.

Jlikapceki 3acobu / KoMmOiHalii, SKi He Manu KIiHiYHO 3HAYYILIOTO BIIMBY Ha criBBigHOmeHHS AUC
po3yBacTaTHHY IIPU OOJHOYACHOMY 3aCTOCyBaHHi: ajeryitasap 0,3 Mr 7 mHiB; ¢peHodibpaT 67 Mr 7
nHiB 3 pa3u Ha mo0y; dnykonazon 200 mr 11 gHiB 1 pa3 Ha goOy; ¢ho3amnpeHasip 700 Mr / puTOHaBIip
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 moby; cunimapus 140 mr 5 guiB 3 pa3u Ha 0o0y.

ITepopaavHi KOHMpayenmuau/20pmoHo3amicHa mepania (I'3T)

OpHOYacHe 3aCTOCyBaHHS Pokcepu” Ta mepopabHUX KOHTPAIENTHBIB IPU3BOAKIIO 10 MiBUAICHHS
AUC etuninectpagiony Ta HoprecTtpeny Ha 26 % Ta 34 %, BigmoBigHO. [TifBUIIeHHS M1a3MOBUX
PiBHIB cItig BpaxoByBaTH IpH mig6opi 403U mepopaibHUX KOHTpaLenTuBiB. HeMae maHux 1mono
(papMakoKiHeTVKH IperaparTis y NallieHTiB, AKi OqHOYACcHO mpuiiMaTh Pokcepy® Ta 3T, ToMy
MOXKJIMBICTb B3a€EMO/Iii BUK/II0YATH He MoxkHa. OfHaK TaKy KoMOiHalliio IIMPOKO 3aCTOCOBYBAJIN
XKiHKaM y KIiHIYHUX OOCTioXKeHHX, Ta BOHa IlepeHocunach noope.

THwi nikapcvki 3acobu

Buxopsium 3 gaHUX ClelialbHUX OOCHiIKeHb, KJTIHIYHO CyTTEBOL B3aEMOZI] 3 IUTOKCUHOM HE

OYiKYy€ETHCH.



V KIiHIYHEX JOCTiIKeHHsAX PoKcepy® CYIMyTHBO 3aCTOCOBYBAJIM 3 AHTUTINIEPTEH3UBHUMH,
aHTuAiabeTHYHUMU 3aco0aMu i TOPMOHO3aMiCHOM0 Tepamieio. i qocmimkKeHHs He TOKa3alu XKOTHUX
MOKa3iB KIiHIYHO 3HAUyHIuX HebaKaHMX B3aEMOIl.

®y3udosa Kucaoma

HocnimKeHHS B3aEMOIil pO3yBacTaTHHY 3 Py3UO0BOIO KUCIOTOIO He MTPOBOgUINCS. PU3uK Miomartii,
BK/TFOYA0YX pabmoMiosi3, MoxKe IiIBUINYBATUCS 3@ PAXYHOK CYMyTHBOTO CUCTEMHOTO 3aCTOCYBaHHS
Gby3umoBoi KUCTIOTH 3i cTaTMHAMU. MexaHi3M 1iel B3aeMoii (hapMakoguHaMiuHui abo
(bapMaKOKiHeTUYHUI), IOKU HeBimoMui. Bynu noBimomnerHs npo pabooMioni3 (BKI04awyu jieTabHi
HaCJIigKM) y MallieHTiB, SKi OTPUMyBaJH If0 KoMOiHallifo.

fAKmo cucteMHe NiKyBaHHS (Qy3UI0BOI0 KUCIIOTOK € HEOOXiIHUM, TO 3aCTOCYBaHHS PO3yBaCTaTUHY
Ma€ OyTH MPUIKMHEHO IIPOTSATOM YChOTO MEPiofy MiKyBaHHS (Py3UI0BOI0 KMCIOTOO.

JloniHasip/pumoHasip

V hapMakonoriyHoOMy fOCTifKeHHi CYIyTHE 3acTOCyBaHHS Pokcepu® Ta KOMGiHOBAaHOr0 mIpernapary,
1110 MiCTHB ABa iHTi0OiTOpY npoTeasu (momiHasip 400 mr/putonasip 100 Mr), y 3M0pPOBUX JOOPOBOJIBIIIB
acoIfitoBaaocs 3 NpubIM3HO IBOPA30BUM Ta II'ITUPa30BUM 30iTbIIEHHSIM IT0OKa3HUKIB PiBHOBAKHOTO
AUC,,,, Ta CMax [y po3yBacTaTUHY BiAIOBigHO. B3aeMopio Mix Pokcepow® Ta iHIMME
inribiTopaMu mpoTea3u He BUBYAJIH.

Tikaepeaop

Tukarpenop Moxe BIJIMBATH Ha HUPKOBY €KCKPEIIil0 pO3yBacTaTUHY, 30ibIIYyI0YN PU3UK HOTO
HaKONM4YeHHsd. X04a TOYHUU MeXaHi3M HeBiIOMUM, y NesIKUX BUNAAKaxX OJHOYACHE 3aCTOCYBaHHS
TUKarpesiopy Ta po3yBacTaTUHY IPU3BOAUIIO 10 3HUKEHHS (YHKIIII HUPOK, MiABUILEHHS PiBHSA
KpeaTuHdpocPokinasu Ta pabmoMionisy.

Himu

HocnigxeHHS B3aeMO{Iil IPOBOAMIN nullle y mopocnux. CTyIiHb B3a€EMOil y AiTel HEBITOMUU.

Oco6.1ueocmi 3acmocyeaHHsi.
Bnaue Ha HUpku

V marieHTis, fKi 3acTocoByBanu Pokcepy® y BUCOKHX f03axX, 0co0muBOo 40 MT, Bif3Ha4an0Cs BUIAAKH
IpoTelHypil (BU3HAUEHOI 3a «TeCTOM CMYKKHK»), IIepeBakKHO KaHaJblleBOl 3a MOXOOKEHHSIM Ta y
OinbInoCcTi BUMaAKiB TMUM4YacoBoi abo HeTpuBasol. [IpoTeinypis He cBifgunIia Ipo rocTpe abo
IIporpecyiode 3aXBOpioBaHHS HAPOK. HebaxaHi siBuilla 3 00Ky HUPOK Y TOCTMapKeTUHTOBUY Tiepiof
Bifl3HAy4asM YacTillle IpKU 3aCTOCyBaHHi mo3u 40 Mr. Y MallieHTiB, SKi IpuiMaloTh Ipenapat y mo3i 30
a6o 40 Mr, GpyHKIIiI0 HUPOK CIIiT IePEBIPSATU PETYIISIPHO.

Bnaue Ha CKe/semHy mMyckKyaamypy

YpaxeHHS CKeJIeTHOI MyCKyJIaTypHy, HallpUKJIaf Miairis, MionarTis, Ta pigko - pabgoMiosnis
CIIOCTepiranucs y HallieHTiB IIpH 3aCTOCYBaHHi ycix 703 Pokcepu®, a 0co6nuBo mpu fo3ax Oinbme 20
mr. IIpu 3acTocyBaHHi e3eTuMiOy y KoMOiHariii 3 inri6iTopamu 'MI'-KoA pegykTa3u myxe pifko
TIOBiZOMJISIJIOCH TIPO BUIIAAKU PO3BUTKY pabmomioni3y. He MoXHa BUK/TIOYATH MOXKJIUBOCTI
(dbapMakoguHaMi4HOI B3aEMO{Iii, a TOMY TaKy KOMOiHaIIif0 CJIii 3aCTOCOBYyBaTU 3 00€pPeKHICTIO.



4K i y BUunagKy 3acTtocyBaHH4 iHmuX iHribiTopiB 'MI-KOA penmykTa3u, Bullafku pabmoMionisy,
TOB'sI3aHi i3 3acTocyBaHHAM Pokcepr®, y OCTMapKeTHHI OB II€PiOf TPAIIAIKCS YacTille IpH [03i
40 mr. € noBiAOMJIEHHS NIPO PifKiCHI BUMAaAKX iIMyHOOIIOCEPEIKOBaHOI HEKPOTHU3YI04O0l Miomarii, o
KJTIHIYHO IIPOSIBIISIIOTHCS CTiMKO0 MPOKCH3MAJIbHOI M’SI30BOI0 CJIA0KIiCTIO i MigBUIEHHSIM PiBHS
CHPOBATKOBOI KpeaTUHKiIHA3M, Iifl 4ac JIiKyBaHHS a0o0 Iicyis IPUIMHEHHS JTiKyBaHHS CTaTUHAMHU,
BK/TI0UAIOYX PO3yBaCTaTHH. Y TAKOMY pa3i MOXyTh OyTH HEOOXigHUMHU JOJaTKOBI HEMpPOM g30Bi i
CepOJIOTiYHI NOCIIIXKEeHHs, JIIKYBaHHA IMyHOCYIIPECUBHUMU IIperapaTaMy.

[ToBimomusiniocs, 10 V [esKKUX BUIagKaX CTaTUHU BUKJIMKAIOTh ab0 3ar0CTPIOI0TH NOMEePEeNHbO HAasIBHY
MiacTeHilo rpaBic abo o4Hy MiacTeHito (guB. po3min «I1o6iuHi peakii»). ¥ pasi 3arocTpeHHs
CHMIITOMIB 3aCTOCYBaHHs JTiKapChKoro 3aco0y Pokcepa® ciif npunuauTy. [T0BifOMIIAIOCS PO
PEeLUANBY NIPY MepIIoMy abo MOBTOPHOMY 3aCTOCYBaHHi TOro camoro afo iHIIOTO CTaTUHY.

BusHayeHHA pieHA KpeamuHpochoKiHa3u

PiBHi kpeaTuHpOCHOKiHA3M HE CIIif BUMIPIOBATHU IiC/Is 3HAUHUX (i3WYHUX HaBaHTaxKeHb abo mpu
HasIBHOCTI MOXKJIMBYX aJbT€PHATUBHUX NIPUYNH MiIBULIeHHS KpeaTuH-()ochOoKiHa3y, 0 MOXKYTh
3aBakaTy iHTepIpeTallil pe3ynbTaTiB. AKII0 MOYaTKOBI PiBHI KpeaTuH-)ochHOKiHA3U 3HAYHO
migBUIeHi (>5X BEPXHBOI MexKi HOPMH), TPOTATOM 5-7 OHIB HEOOXiTHO 3p0OUTH HOIATKOBUMI
MigTBePAXKYIYUY aHai3. AKIIo pe3ynbTaT IOBTOPHOIO aHali3y MiATBEPHXKYE TOYaTKOBUYU PiBEHb >5
X BEPXHBOI MeXi HOPMH, PO3MOYMHATH JIiKyBaHHS He CIIif.

ITeped nikysaHHAM

Pokcepy®, sk i pemrty inri6iTopis I'MI'-KoA penykTasw, Ciif 3 00epezkKHICTIO IpU3HAYaTH Hali€HTaM
i3 haKkTOpPaMH, 1110 CIIPHSIOTh PO3BUTKY MiomaTii/padmomionisy. [1o Takux ¢paKToOpiB HajleXKaTh:

opyLIeHH QYHKII HUPOK;
TiMOTHPEOS;
HAsIBHICTH B iHAMBimyanbHOMY a00 CiMelHOMY aHaMHe3i CIIagKOBUX M'SI30BUX 3aXBOPIOBAHB;

HasIBHICTh B aHaMHe3i MiOTOKCHYHOCTI, CIpUYKMHEHO! iHmuMy inribitopamu I'MI-KoA
pexnykTasu abo ¢ibpaTamu;

3J7I0BKMBaHHS alIKOT0JIeM;
BiK >70 pOKiB;

CHTYyallil, 10 MOXKYTb IIPH3BECTH M0 MigBUIIEHHS PiBHIB IIpenapary y Ijaa3Mi KpoBi;
OfHOYaCHe 3acToCyBaHHS (iOparTiB.

Y Takux maiieHTiB 1OTPiOHO MOPIBHATH PU3UK Ta MOXKJIMBY KOPUCTh IIPU 3aCTOCYBaHHI Ipemnapary;
TaK0XK PEKOMEH[I0BaHUM KJTiHIYHMY MOHITOPUHT. He cilig po3modynHaTy JiKyBaHHS y BUNAAKY 3HAYHO
MigBUINIEHNX Mo4aTKoBUX piBHIB KOK (>5 x BMH).

Y nepioo aikysaHHs

[TarieHTiB CIIif MomepeguTy IPO HEOOXIMHICTh HeraHo IMOBITOMIISITH PO He3 SICOBHUN M'SI30BUM
6inb, M's130By cntabKkicTb abo CcymoMu, 0COOIMBO SIKIIO BOHU CYIIPOBOIKYIOTHCSA HE3OYXKaHHIM abo
MigBUILIEHHAM TeMIlepaTypHu. Y TakKuX MalieHTiB ciif Bu3dHauutu piBHiI KOK. Crig npunusuTH



nmikyBaHHS, K110 piBHI KOK 3HauHOo migBuieHi (>5xBMH) abo SIKII0 M's130Bi CUMIITOMH TSIXKKi Ta
CIPUYUHSIOTH OUCKOM(OPT Y MOBCIKIEHHOMY XUTTI (HaBiTh AKIo piBHI KOK < 5 x BMH). dkmo
CHMIITOMY MHHAITh Ta piBeHb KOK moBepTacThes mo HopMH, Pokcepy” aGo albTepHaTHBHUMA
inri6itop I'MI'-KoA MozkHa cripofyBaTi 3aCTOCYBaTH 3HOBY, ajie y MiHiMaJlIbHUX [I03aX Ta IIif
peTenbHUM HarnsgmoM. Perynsipauit KoHTposb piBHg KOK y nanieHTiB 6€3 BUllleBKa3aHUX CUMIITOMIB
HEeTIOTPiOHMH.

Y KIiHIYHYX OOCTIgXKEHHSIX Y HEeBEJIMKOl KiTbKOCTI IIaIli€HTiB, sIKi 3aCTOCOBYBaJIX P0Kcepy® Ta
CYNyTHI IIpenapaTty, TIOCUJIEHOT 0 BIIJIUBY Ha CKeJeTHY MyCKyJIaTypy He Bii3Hadanock. OgHak
IifBHUIeHa YacTOTa BUIaMKiB MiO3UTY Ta MiomaTil criocTepiranaach y MallieHTiB, sIKi 3aCTOCOBYIOTh
ixmi inri6iTopu I'MI'-KoA penykTasu i3 moxigaumMu ¢hibpoeBoi KUCIOTH, B TOMY YHCITi reMpibpo3uiom,
IIMKJIOCTIOPUHOM, HiKOTMHOBOIO KMCJIOTO0, a30JIbHUMHU IPOTUTPUOKOBUMYU 3acobamu, iHTibiTopamu
IIpoTeasu Ta MakKpomigHuMu aHTuOioTHKaMu. I'eMpiOpo3us migBuUIye PU3UK PO3BUTKY Miomartii nmpu
CYIyTHBOMY 3aCTOCYBaHHi i3 geskumu inriiropamu I'MI-KoA penykrasu, Tomy Pokcepy® He
PEKOMEeH0BaHO 3aCTOCOBYyBaTH ¥ KoMOiHatii i3 reMmpioposunom. CIpuATIUBUM BIIUB MONaIbIINAX
3MiH piBHA TiMifiB IpX OIHOYACHOMY 3acTocyBaHHI Pokcepu® i3 pibpaTamu a6o HiaMHOM IOTPIGHO
IIOPIiBHSATH i3 MOTEHIIMHUMY PU3UKaMHU IIPU 3aCTOCYBaHHI Takol KoMmbiHatil. OgHO4YacHe
3acTocyBanHs Pokcepu® B 103i 30 a6o 40 Mr Ta ¢i6paTis IPOTUIIOKA3AHO.

Pokcepy” He CIIif CyMillJaTH pa3oM i3 CUCTEMHHMM 3aCTOCYBaHHS (y3KUI0BOI KACIOTH ab0 IPOTAroM 7
[HIB IiCJIST MPUIMHEHHS JIiIKyBaHHSA (y3UI0BOI0 KUCIIOTO0. [IJIs1 MAIliEHTIB, [JIST IKUX BUKOPUCTAHHS
CHUCTeMHOI y3un0BOI KMCIIOTH BBAXKAETHCS HEOOXiMHUM, JTiKyBaHHS CTaTMHAMU HEOOXiqHO
IPUNMHUTH IPOTSATOM yChOTO MEePiofy MiKyBaHHS (Qy3UO0BOI0 KUCIOTO0. Bynu mOoBifOMIIEHHS PO
BUIIQ[IKX pabmoMioni3y (BKJIIOYarouu JieTajlbHi HAC/TiK1) V TallieHTiB, sIKi oTpuMyBanu Qy3umoBy
KHCJIOTY i cTaTHHU B KOMOiHalril. ITallieHT moBMHEH HeranHo 3BEPHYTUCS [0 JIiKaps, SKIIO BiH
BifluyBa€ CUMIITOMH, Taki K M'si30Ba cl1abKicTh, 0inb ab0 B'AMIiCTb.

Tepamis ctraTuHaMu MoKe OyTH IIOBTOPHO IIPOBeieHa Yyepe3 7 [OHIB MiC/IsT OCTaHHBOI 103U (y3UI0BOI
KHCJIOTH.

Y BUHSATKOBUX BUIAagKaX, KOJIX HeoOXiHe TpuBajie CUCTEeMHE 3aCTOCYBaHHS (y3UO0BOI KUCIOTH,
HaIMpPUKIIaM, OIS JIiKyBaHHS BaXKKUX iHQEKIIiN, HeoOXigHiCTh OMHOYACHOTO TPU3HAYeHHS P0Kcep1/1® i
Gy3umoBOl KUCTIOTH CIIifl PO3TJIIAATH TiIbKM B KOKHOMY KOHKPETHOMY BHIIQMIKY i MiJ] peTeNbHUM
MeIUYHUM HarJIsaoM.

Pokcepy” crif 3 06epeXHiCTIO 3aCTOCOBYBATH HALli€HTaM i3 (paKTOpPaMH, IO CIPHUIIOTH PO3BUTKY
MiomarTii, TaKUX K HUPKOBa HEOCTATHICTh, JIiTHIH BiK, TiMOTHpeo3, abo y CUTYyallisix, KOJIU MOXKe
30ibIUTHCS KOHILIEHTPAIiS IpenapaTy y jia3Mi KpoBi.

P0Kcepy® He CJIifi 3aCTOCOBYBATH AJIS MALli€HTIB i3 TOCTPUMHU, CEPUO3HUMU CTaHaMH, 110 CIPUSIOThH
PO3BUTKY MiomaTii abo MigBUIIYIOTh PU3KK PO3BUTKY HUPKOBOI HEJOCTATHOCTI Ha TJIi pabmoMionisy
(TakKMMU K CEIICHC, TiOTeH3is1, 00IupHe XipypriuHe BTpy4aHHs, TPaBMa, TSXKKi MeTa0oivHi,
€HIOOKPUHHI ab0 eIeKTPOJIiTHI IOPYIIeHHs; HEKOHTPOJILOBaHI CyIOMHU).

Bnaue Ha neyviHky

9K i igmi igri6itopu ITMI-KoA penykTasu, Pokcepy® ciiif 3 06epeXHiCTIO 3aCTOCOBYBATH Malli€HTaM,
SIKi 3JTOB:KMBAIOTh aJIKOTOJIEM Ta/a00 MalOTh 3aXBOPIOBAHHS MMEYiHKU B aHAMHE3i.

OyHKII0 TeYiHKY PEKOMEHI0BaHO IIePEeBIPUTH IIepe]] [I04aTKOM 3aCTOCYBaHHSA IIperapaTy Ta 4yepes
3 micsi mikyBaHHS. fKI0 piBeHb TpaHCaMiHa3 y CUPOBATILi KPOBi Oiblile HiXK yTpudi IepeBUIITyE
BEPXHIO MeXKy HOPMH, 3aCTOCyBaHHs Pokcepu® citif mpunuHuTy. [Ipo cepiio3Hi mopyueHHs GpyHKIii
MeYiHKY (IepeBakKHO MMiBUILIEHHS PiBHS MME€YiHKOBUX TpaHCaMiHa3) y IOCTMapKETUHTOBUH IIepiof
IIOBITOMJISAJIOCH YaCTillle IIPY 3aCTOCyBaHHi fo3u 40 Mr.



V NallieHTiB i3 BTOPHHHOI TilepXoaecTeprHeMicio, CIPHYMHEHOI0 TI0THPe030M a60 HepPOTHIHIM
CHHIPOMOM, CIIEPIILY CJIif] IPOBECTH JIiKyBaHHS OCHOBHOI'O 3aXBOPIOBAHHS, a IIOTIM IIOYMHATH
3acTocyBaHHs Pokcepu”®.

Y micnsipeecTpauiiHoMy mepiofi 3pimKa MoBimOMIISIOCS PO JIeTaabHi a00 HeleTalbHi BUTAOKH
MIeYiHKOBOI HEJOCTATHOCTI Y MAIli€HTIiB, AKi MPUAMaIu CTaTUHY, B TOMY YHMCJIi pO3yBaCTaTHUH. fAKIIO
Ha TJIi JTiKyBaHHA mpenapatoM Pokcepa® po3BHBaEThCS Cepiio3He ypaXkKeHHs MeYiHKHU 3 KIIiHIYHO0
CHMIITOMATHKOIO Ta/abo rinepbinipybiHeMieio 4u KOBTSIHUIEI0, HETANHO CIIiJ IPUIUHUTY IIPUIOM
Ipernapary. fAKIIo iHII IPUYUHY He BUSBIIEHO, He CJIi[ [IOHOBJIIOBATH JIIKYyBaHHS IIperapaToM
Pokcepa®.

Paca

Y mocnigxeHHAX (papMaKOKIHETHUKH CIIOCTepPiranocs 3pOCTaHHS CHCTEMHOL eKCIIO3UIlil y MallieHTiB
MOHT'0JIOIHOI Pacu TOPIBHSHO 3 EBPOIEHIIIMHU.

I Takux MalfieHTiB HeoOXiHa KOPEKIlis [03yBaHHs IIpenapaTy Pokcepa® (muB. po3ginu «Cooci6
3aCTOCyBaHHS Ta 03u» Ta «PapMaKoKiHeTuKa»). [I7g mallieHTiB MOHTOJIOIIHOI pacu mo4YaTKoBa f03a
Pokcepu® nosurHa GyTu 5 Mr. ITigBuIIeHa KOHIEHTpAaIlis PO3yBacTaTHHY y IIa3Mi KpoBi Oyna
noMidyeHa B a3iliChbKUX Malli€eHTiB (AuB. po3hin «PapMaKoKiHeTrKa»). Crif B3sTH 00 yBaru 30i/blIeHy
CHCTEMHY eKCIIO3HUIIi0 IIPY JIiKyBaHHI Malli€eHTiB MOHT0JIOIIHOI PacH, y SIKUX TinepxojIecTepruHeMis He
KOHTPOJIIOETHCS afeKBaTHO fo3amMu 0o 20 Mmr.

IHeibimopu npomeasu

[TigBumeHa cUCTEMHa eKCIIO3UIIis 40 pO3yBacTaTUHY CIIOCTepiranacs B 0Ci0, siKi 3aCTOCOBYBaIN
PO3yBaCTaTHUH CYMyTHRO 3 PisHUMH iHTiGiTOpaMu MpoTea3u y MOegHAHHI 3 puToHaBipoM. Crrin
0OMipKyBaTH K KOPUCTh Bif| 3HMKEHHs PiBHA JIMifiB 3a momoMorow npemnapaty Pokcepa® y
natieHTiB i3 BIJI, ski oTpuMyoTh iHTi6iTOpPU MPOTEa3y, Tak i MOXKIUBICTD MiABUIIEHHS KOHIIEHTPAIIiX
pO3yBaCTaTHUHY y IJ1a3Mi KPOBi Ha ITOYaTKy Tepallil Ta IIpY MiABUIIEHH] 1031 Pokcepu® Ojisl HaIli€HTIB,
SIKi OTPUMYIOTH iHTiOiTOpH mpoTea3u. OgHOYAaCHe 3aCTOCYBaHHS IIpelapary 3 iHribiTopamMu nporteas3u
He PeKOMEHMYETHCH, AKIIO A03a P0Kcep1/1® He CKopurosaHa (muB. po3ain «Crocib 3acTocyBaHHS Ta
no3u» Ta «B3aemopis 3 iHIUMHU JTiKapCbKUMM 3aco0aMu Ta iHII BUAY B3aEMOii»).

HenepeHocumicmb 1akmo3su

[TarienTaM 3 PigKiCHOIO CITaKOBOIO HEIIePEeHOCHMICTIO ralakTo3u, Aedimurom naktal3u Jlamma abo
MasibabcopO1lieto TII0KO3U-TalakKTO3HU He CIIiJ] 3aCTOCOBYBATH Iieii ITpenapar.

IHmepcmuuianbHe 3ax80PIOBAHHSA /1€2€Hb

[ToonuHOKi BUMQIKX iHTEPCTUIiaIbHOTO 3aXBOPIOBAHHS JIeTeHb Oy 3apeecTpoBaHi mpu
3aCTOCyBaHHI JesIKUX CTaTUHIB, 0COONIMBO y BUMAOKY NOBTOTPUBAJIOl Teparii. [lo CHMITOMIB
IOPYLIEHHS HajleXXaTh JUCITHOE, HeIIPOAYKTUBHUY Kallle/Ib Ta MOTIpPIIeHHS 3arajbHOT0 CTaHy (BTOMa,
BTpaTa MacCH Tifla Ta rapsA4ka). fAKIo migo3pIEThC, 110 Y HallieHTa PO3BUHYJIOCh iIHTEPCTUIliaIbHe
3aXBOPIOBAHHS JIeT€Hb, 3aCTOCYBAHHS CTATUHIB MOTPIOHO IPUIUHUTH.

Lykposuii diabem

Hesiki akTH CBif4aTh, 10 CTATUHY IiABUINYIOTH PiBEHD I'JIFOKO3M B KPOBi Ta y AEAKUX MAlli€HTIB,
SIKMM 3arPOXKY€ BUCOKUYN PU3UK PO3BUTKY HiabeTy B MaibyTHOMY, MOXKYTb CIPUYUHSITH
rinepriikeMilo Takoro piBHS, IpHU IKOMY HeoOXifHe HajlexXHe JIiKyBaHHS fAiabety. Lo 3arpoay,
O[HAK, IIePEeBUIIY€E 3HUKEHHS PU3UKY CYOUHHUX IIOPYIIEHb IIPYA 3aCTOCYBaHHI CTaTHHIB, 1 TOMY BOHa



He Mae OyTH MigCTaBOIO OJIsI MPUIIMHEHHS Tepalil CTaTHHaMHU. 3a NalliEHTaMy IPYIu PU3UKY (PiBEHb
IMI0K03% HaTme 5,6-6,0 MMons/m, IMT >30 xr/M’°, HiIBUIEeHNI piBeHb TPUTIINEPUAIB, apTepianbHa
rinepTeH3is) CyIim BCTAHOBUTH SIK KITiIHIYHWM, TaK i 6i0XiMiYHUN KOHTPOJIb 3TigHO 3 HAI[iOHATbHUMU
HaCTaHOBAMH.

Y mocrnimkeHHSX 3apeecTpoBaHa 3arajibHa YacToTa I[yKpoBOTro fiabeTy ctaHoBuna 2,8 % y rpymi
IPUHOMY PO3yBacTaTHUHY Ta 2,3 % — y rpyi nanebo, IepeBaxkHO y MaIlieHTiB 3 piBHEM TJIIOKO3U
HaTIe Big 5,6 1o 6,9 MMOJIB/II.

4k i mopo inmux inri6itopis I'MI'-KoA-penykTa3u, IIpu 3aCTOCYBaHHI pO3yBacTaTUHY CIIOCTEPIranocs
3poctanHgd HbAlc Ta piBHIB I'JII0OKO3M y CUPOBATL KPOBi. Y AeIKuX BUIAAKaX I[i TOKa3HUKH MOXKYTh
IIepeBUIyBaTH TpaHNYHe 3HAUEHHS IS MiarHOCTHKY I[yKPOBOro fiabeTy, HacaMmepe[ y MallieHTiB 3
BHCOKHM PU3UKOM PO3BUTKY miabeTy.

Y kJTiHIYHUX JOCHifXKeHHIX Oyy10 T0OKa3aHo, 110 P0Kcepa® SIK MOHOTEpAIIid He CIPUYUHSIE 3HUXKEHHSA
0a30B01 KOHIIEHTpAllil KOPTU30JTy IIJ1a3MHU KPOBi i He BIIJIMBAE Ha Pe3ePB HAAHUPKOBUX 3a/103.
Heo06xifgHa 06epeXHiCTh y pa3i 0qHOYACHOI0 3aCTOCYBaHHs Ipenaparty Pokcepa® Ta iHImmx
nmikapchKux 3aco0iB, 3MaTHUX 3HUXKYBATU PiBHI a00 aKTUBHICTh €HIOTE€HHUX CTEPOITHUX TOPMOHIB,
HalpUKJag KeTOKOHA30Jly, CIIpOHOJIaKTOHY Ta TUMETUIVHY.

TaocKi wKipHi nobiuHi peakuii

[Tpu 3acTOCyBaHHI pO3yBacTaTHHY IIOBIHOMJISIIOCS PO TSXKKi MIKipHi mo6iuHi peakiii, BKITIOYa04Yu
cuagpoM CriBeHca-[xxoHCoHa (CCII) Ta nmiKapChKy peakiliio 3 e03UHOMITIE Ta CHCTEMHUMHU
cumntoMamu (DRESS), ki MoxkyTh OyTu HeOe3MeYHUMHU 1 KUTTS abo neTanpHuMU. [1ig gac
IIpU3HAYEeHHS MalliEHTaM CJIiT TOBiIOMUTH PO O3HAKM Ta CUMIITOMU TSXKKHUX ITKIPHUX pPeaklliii Ta
peTenbHO CIocTepiraTu. AKIo 3'dBNATHCS 03HAKK Ta CUMIITOMH, III0 CBIQYaTh IIPO 1[I0 peaklliio,
CJIil HeTalHO NMPUIIMHUATY 3aCTOCYBaHHSA POKCepHu Ta PO3TNSHYTH albTepHATUBHE JTiKyBaHHS.

fAKmio y maljieHTa BUHMKIIa Taka cepiio3Ha peakis, sk CCJl abo DRESS mif yac 3acTocyBaHHS
Pokcepu, He MOKHa ITOHOBIIOBATH JTIKYyBaHHS IAIliEHTa I[UM IIPEelapaToM.

IHimu

Ouinka JiHIMHOTO POCTYy (3picT), Macu Tina, IMT (iHgekCy Macu Tifa) Ta BTOpPUHHUX XapaKTEPUCTUK
CTaTeBOTr0 A03piBaHHSA 3a TaHHEPOM y AiTel BiKOoM Bif 6 10 17 pokKiB, sKi mpuiiManu po3yBacTaTHH,
o0MezkeHa 1epiogoM TPUBAJICTIO 2 poku. ITicnsg 2 pokiB HOCTigKyBaHOTO JIIKYBAHHS XKOJHOTO BILJIUBY
Ha picTt, Macy Tina, IMT abo cTaTteBe mo3piBaHHS BUSBIEHO He OYJ10 (OWB. PO3Mi
«PapmakoguHaMika»). Y KIiHIYHOMY OOCHiI2KeHH] y [iTel Ta HiAIiTKiB, SKi IpUiMaIu pO3yBaCTaTUH
npoTsaroM 52 THXKHIB, nmigBuiieHHs piBHSA KK >10 pagis Buirie BHM Ta cumntomu 3 60Ky M’s13iB micis
¢bisnyHOTrO HaBaHTaXXeHHA abo migBuUIIeHOl Pi3MYHOI aKTUBHOCTI CIIOCTePiraaucs 4acTille MOPiBHSHO
3 TaKMMHU y fopociux (ouB. po3min «[1o6iuni peakirii»).

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHsA 2py00to.
Besneky 3acrocyBanHs Pokcepu® y mepiof BariTHOCTI aG0 TrofgyBaHHs [P0 He BUBYAIH.
Pokcepa® mpoTHIIOKA3aHa y Iepiof BariTHOCTI a60 romyBaHHs TPYIMIIO.

’KiHKaM penpoayKTHBHOTO BiKy IIifj Yac IpuiioMy Pokcepu® CIIif 3aCTOCOBYBaTH BifIOBifHI 3aC00H
KOHTpAaIemIil.



OCKinbKY XOJIECTEPHH Ta iHIIi MPOAYKTHU 0i0CMHTE3Y X0JIECTEPHUHY CYTTEBO BaXKJIMBi AJIST PO3BUTKY
TJI0fa, MOTEeHUiNHUY pu3uK inridyBanHs ['MI-KoA penyKTasu mepeBUILy€e MOXKIUBY KOPUCThH Bif
3aCTOCYBaHHS IIpernapaTy y Iepiof BariTHOCTI. AKINO MallieHTKa BariTHI€ y epiof 3aCTOCYBaHHSI
Iperapary, JiKyBaHHS CJIil HEravHO IPUIIUHUTH.

IcHylOoTh 0O6MexkeHi maHi 3 omy6IiKoBaHUX 3BiTiB, SKi CBiTYaTh PO MOTPAIIJITHHS PO3yBaCTAaTUHY Y
TPyZHE MOJIOKO JIOAMHU. Po3yBacTaTuH MOTpAIIAE Y MOJIOKO LTypiB. Yepe3 MexaHi3M Ail
pO3yBacTaTHHY iCHY€e MOTEHIIMHUN PU3UK MOOIYHUX peakllii y HEMOBIAT. Po3yBacTaTuH
IIPOTUIIOKA3aHUY Yy Tepiof TaKTallii.

depmuabHicmMb

HeMae maHUX PO BILIUB PO3YyBAaCTaTHHY Ha GEePTUIHHICTE.

30amHicmb eniueamu Ha weudKicme peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHiamamu.

He npoBogumnu gocnifzKeHs 000 BU3HaAYEHH BIIUBY PO3yBaCTAaTUHY Ha 30ATHICTb KepyBaTU
aBTOMOOizeM Ta iHIMMMHU MeXaHiYHUME 3acobamu. Ha oCHOBI ¢papMakomMHAMIYHUX BIaCTUBOCTEN
po3yBacTaTHHY iMOBiIpHICTh TAKOT'0 BIUIMBY He3HauHa. OgHaK IIpU KepyBaHHi aBToMO0bisieM Ta
iHIMMUMY MexaHiYHAMU 3aco0aMu CJIifl BpaXOBYBaTH, IO Iif] Yac JIiKyBaHHS MOXkKe BUHUKHYTH
3anaMOpOY€eHHS.

Cnoci6 3acmocyeaHHs1 ma 0o3u.

[Iepen mo4yaTKOM JIiKyBaHHS MALiEHTY CJIi MPU3HAUYUTHA CTaHOAPTHY TillOX0JIECTEPUHEMIYHY HIETY,
KOl CJIil MOTPUMYBATHUCh i TPOTSATOM JIiKyBaHHS. [[03y CiIif migOupaTy iHOUBiAyanbHO, 3ajIeXKHO Bif
MeTHU Teparii Ta eeKTUBHOCTI JIiKyBaHHS, 3aCTOCOBYIOUH Mil04i y3rofKeHi peKoMeHaallil.

POKcepy® MOXKHa IpuiiMaTu y 6yab-IKUM Yac JHS, He3aJeKHO Bif IPUHOMY 1XKi.
TabmeTKy He ciifm po3xkoByBaTH abo gpoOutu. TabneTKy KOBTATH IIijI010, 3alIMBAI0O4M BOIO0.
JIlixyeaHHA 2inepxosecmepuHemii

PekoMeHOBaHa IIOYATKOBA [103a CTaHOBUTHL 5 a06o 10 Mr, mepopasnbHo 1 pa3 Ha o0y SK I
Iali€HTIB, AKi paHille He 3aCTOCOBYBaIu CTATUHHU, Tak i [JId NALi€HTIB, AKi 00 LbOI'0 3aCTOCOBYBaIN
inmi inri6iTopu ['MI-KoA penykrasu. [Timdupaoyy Mo4aTKOBY 03y, CIIiJ BpaxoByBaTH
iHouBimyanbHUN piBeHb XOJIECTEPHHY V MallieHTiB Ta MaiOyTHiN ceplieBO-CYAUHHUYN PU3UK, @ TaKOXK
MOTEHI[INHNY PU3UK PO3BUTKY NOOIYHUX peakiiit (ouB. mai). 3a HeoOXigHOCTI yepe3 4 THXKHI O3y
MOXKHa 30inbmKTH J0 HAacTynmHOl. OCKiNbKY y BUNAAKy 3acToCyBaHHS o34 40 Mr mobivHi peaxiiil
BUHUKAIOTh YaCTillle, HiXK IIPU MEHIIUX 003aX, TUTPyBaTH 703y A0 30 Mr a6o no 40 Mr cif nuile s
Ialll€HTIB i3 TAXKKOI0 TilepXx0eCTePUHEMIEIO0 Ta BUCOKUM CePLeBO-CYAUHHUM PU3UKOM (30KpeMa B
ocib i3 ciMeiiHOI0 TinepxonecTepuHEMi€I0), ¥ SKUX He BHAJIOCS JOCATTH 6axKaHOT0 pe3yabTaTy 3a
no3u 20 Mr i 9Ki moBuHHI epeOyBaTH IIif peryasapHUM HarismoM. Ha mogyaTky 3actocyBaHHS mo3u 30
Mr a6o 40 Mr peKOMEeH[I0BaHO CIIOCTEPEKEHHS CIIelliaicTa.

ITpoginakmuka cepu,e8o-CyOUHHUX NOPYUWEHb



Y mocnifKeHHI 3HUXKEHHS PU3UKY YCKIIaAHEHDb 3 O0KY CeplieBO-CYAUHHOI cucTeMu f000Ba 403a
npenapaty craHoBusa 20 mr. [Tanientam i3 rinepxonecteprHeMieio He0OXiqHO TPOBORUTH
CTaHJapTHE BU3HAUYEHHS PiBHA JIIMIfiB Ta JOTPUMYBaTUCS PEKOMEHAllill i3 4O3yBaHHS A1
JIiIKyBaHHS TillepX0jaeCTepUHEMIl.

3acmocy8aHHA nauieHmMam AimHb020 BIKY

PexoMmeH0BaHa [T0YaTKOBa 403a OJ1s HalieHTIiB y Bili nmoHan 70 pokiB CTaHOBUTH 5 Mr. [HIIa
KOPEKIIis 1031 3aJIeXKHO Bif BiKy HemoTpibHa.

[lo3ysanHA 014 nayieHmis 3 NOPYWeHHAM PYHKUIl HUPOK

[7ns malfieHTiB 3 TETKUM Ta MIOMIPHUM MOPYIIeHHSAM QYHKII HUPOK HeMaE HeOOXiMHOCTI y KopeKiii
no3u. PekoMeHI0BaHa IOYAaTKOBA [03a [J15 MAI[i€HTIB 3 MOPYIIeHHIM (yHKIIil HUPOK MOMipHOL
TSKKOCTI (KIipeHC KpeaTuHiHy <60 mi/xB.) cTaHOBUTH 5 MT. [lo3a 30 Mr Ta 40 Mr mpoTUIIOKa3aHa
nalieHTaM 3 MOPYIIeHHIM (YHKIIii HUPOK MOMipHOI TSKKOCTI. [lallieHTaM 3 TSKKUM IOPYIIeHHSIM
dyHK1ii HEPOK 3acTOCyBaHHS PoKcepu® MPOTHIOKA3aHO y Oyab-IKKMX H03aX.

Llo3ysanHAa 014 nayieHmis 3 NOPYyWeHHAM (PYHKUII neviHKU

He cnocTepiranock 3pocTaHHSI CUCTEMHOI €KCIIO3HU1Iil PO3yBaCTaTUHY Y IallieHTiB 3 7 OamaMu 3a
mkasoio Yaitng-I1'10. [IpoTe, mocuieHHsI CUCTEMHOI €KCIT03ullil 6yJi0 Bif3HaueHO y MallieHTiB, CTaH
SKMX OLliHIoBaBC ¥ 8 Ta 9 6aniB 3a mKkanoio Yainmga-I1'10. TakuM maiieHTaM CJlifi TPOBOAUTH OLIHKY
¢byHK1il HUpOK. [loCBig 3aCTOCyBaHHS IIpenapary y MallieHTiB 3 ToKa3HUKOM 9 GastiB 3a IIKaio
Yaitnga-I1'10 BifcyTHil. Pokcepa® mpoTumnoka3aHa namjieHTaM i3 3aXBOPIOBAHHSIMHY IIeYiHKY B
aKTHBHIN CcTafil. Y mamieHTiB 3 TAKKUM IOPYIIEeHHAM (QYHKIIIl IeUiHKY CIIOCTepiranocs nigBUIIEHHS
eKCIIO3HUIIil PO3yBacTaTUHY, TOMY iM 3acToCOByBaTH Pokcepy® y mo3i sume 10 Mr ciif 3
00ePexKHICTIO.

Paca

Y naiieHTiB MOHTOJIOIIHOL pacy CIIOCTepiranacs MmigBuilleHa CUCTEMHA €KCIIO3UIlis IIpemapary.
PexoMeHOoBaHa IM0OYaTKOBA J03a [OJI MAIli€HTIB a31aTChKOI'0 MOXOKEHHSI CTAHOBUTH D MT.
3acTocyBaHHs 03U 40 MI' TaKUM TallieHTaM IIPOTUIIOKa3aHe. MaKcuMabHO 0000Ba 103a CTAaHOBUTH
20 mr.

Llo3ysanHAa 014 nayienmis 3i cxunbHicmioo 00 po38umky mionamii

PekoMeHgoBaHa IOYaTKOBa H03a MOJIs TAL€HTIB 3i CXMUIBHICTIO IO PO3BUTKY MiOmaTil CTAHOBUTEL 5
MT.

Io3a 40 Mr mpoTHIOKa3aHa [EeSKMM 3 TaKHX IallieHTiB. MakcuMaabHO mo00Ba go03a CTaHOBUTH 20
MT.

I'enemuyHull noaimopgpiam

I'enotunu SLCO1B1 (OATP1B1) ¢.521CC ta ABCG2 (BCRP) c.421AA, nopiBHSTHO 3 T€HOTUIIAMU
SLCO1B1 ¢.521TT ta ABCG2 ¢.421CC, acoritoBaHi 3 mimBuIeHHIM ekcro3util (AUC)
po3yBacTaThHy. [ nalieHTiB 3 reHoTunamu ¢.521CC abo c.421AA MaKcuMaibHa peKOMeHIOBaHa
no6osa fo3a Pokcepu® cranoBuTsh 20 MT.

Po3yBacTaTuH € cyOCTpaTOM [Jig Pi3HUX TpaHCHOPTHUX OinkiB (Hanmpukiam, OATP1B1 ta BCRP).
Pusuk Mmiomnarii (BK/touaouu paboMiosti3) migBUIYETHCS IPU OAHOYACHOMY IIPUHOMI Pokcepu”



pa3oM 3 IEBHUMH JTiIKapCbKUMHM 3aco0aMy, 3TaTHUMH ITiIBUIYBaTH KOHIIEHTPallii pO3yBaCTaTUHY Y
I71a3Mi KPOBi uepe3 B3aEMOIi0 3 UMY TPAHCIIOPTHUMHM GiTKaMu (HAPUKIIAM, ITUKJIOCIIOPHH Ta OesKi
inribiTopu mpoTea3u, BKIOYaOyd KOMOiHaIll puTOHABIpy 3 aTaHa3aBipoM, JIomiHaBipoM Ta/abo
TUIpaHaBipom). [Ipyu MOKIUBOCTI HEOOXIMTHO POITISHYTH albTePHATUBHE JIIKYBAHHS i, SKIIIO
HeoOXiTHO, TMMYAaCOBO IPUIIMHUTHU JIiKyBaHHS POKCGpOIO®. Y cutyauifix, Koy 0gHO4YaCHOI 0
BBeJIeHHS IIUX JIIKapChKUX 3ac00iB pa3oM i3 Pokcepon” yHUKHYTH HEMOXKIIMBO, TpeGa 3BaXXyBaTH BCi
TIepeBard Ta PU3MKHU CYIyTHLOTO JIIKYBaHHS Ta PeTeNbHO migbuparty o3y Pokcepu®.

Himu.
3acToCyBaHHS JTIKapChKOT0 3aco0y HiTSM Ma€ IMIPOBOOUTH JIUIIE CIIeIlialicT.

[TiTy Ta mimmiTKy BikoM Bim 6 mo 17 pokis (cramis Tanuepa “II-V).

[eTepo3UTOTHA CiMelHa TinepxoiecTepruHeMis

3BuYaliHa oYaTKoBa 000Ba Ho3a OIS [iTel Ta MiIIiTKiB i3 reTepO3UTr0THOI0 CiMENHOI0
rinepxonecTepuHEMi€l0 CTAHOBUTE D MT Ha [00y.

3BMYaiiHa [03a OJId OiTed BIKOM Bif 6 o 9 poKiB i3 reTepo3uroTHOI CiMENHO0
rimepxonecTepuHEMi€l0 CTAHOBUTE Bifg 5 Mr 1o 10 Mr nmepopasnbHO OfUH pa3 Ha no0y. beaneka Ta
e(eKTHUBHICTh 3aCTOCYBAHHS JTiKapChKOTro 3acoby y mo3ax Oinbite 10 Mr y 1ift nmomynsiii He
OOCIIiAKYBaJIUCS.

3BMUaiiHa [03a gy gited BikoM Bifg 10 o 17 pokiB i3 reTepo3UroTHOI CIMEHMHO0
rinepxonecTepuHEMi€l0 CTaHOBUTE Bif 5 Mr go 20 Mr nmepopaibHO OfUH pa3 Ha no0y. beasmneka Ta
e(eKTUBHICTb 3aCTOCYBaHHS JTiIKapChKOTO 3ac00y B mo3ax Oinbine 20 Mr y Lid MONYJIAIll He
LOCIIiAKYBaJIUACS.

[TipBumyBaTH JO3Y CIif BigMOBIIHO MO iHAMBIAyanbHOI BiANOBIAl AUTUHY Ha JIIKyBaHHS Ta
IIepeHOCUMOCTi JIiIKapChKOT0 3aco0y, JOTPUMYIOUNCh PeKOMeH allill oMo TiKyBaHHS OiTel (OuB.
po3min «Ocob6auBOCTI 3acTOCyBaHHS»). [lepen moyaTKoM Tepariil po3yBacTaTUHOM HiTIM Ta MifgIiTKaM
CJIi[l IPU3HAYUTHY CTaHAAPTHY Till0XOJIECTEPUHEMIUHY Hi€TY, SIKOL aIlieHTH Mal0Th JOTPUMYBaTHUCH i
IIPOTATOM JIiKyBaHHS.

['oMO3UT0THa CiMelHa rinepxonecTepuHeMis

PekomeHnngoBaHa MakcHMallbHa [03a OJId OiTed BIKOM Bif 6 70 17 POKiB i3 TOMO3UTOTHOIO CiMENHOIO
rinepxonecTepuHeMiel0 cTaHOBUTDL 20 MT OfuH pa3 Ha J00y.

PekoMeHOBaHa IIOYATKOBA [103a CTAHOBUTH Bif 5 Mr mo 10 Mr oguH pa3 Ha mo0y 3a7eKHO Bif BiKY,
MacH Tifla Ta MOMePeIHbOr0 3aCTOCYBaHHS CTaTUHIB. [ligBUIlyBaTH 1O MaKCHMabHOI 1031 20 MT
OJIMH pa3 Ha mo0y CIIif BimmoBimHO MO iHAMBiAyanbHOI BifMOBiAl AUTUHY Ha JIIKYBaHHS Ta
IIePEeHOCUMOCTI IIpenapary, JOTPUMYIUYUCh PEKOMEHAllil 00 JIiKyBaHHS OiTel

(ouB. po3min «Ocob0nauBOCTI 3acTOCyBaHHS»). [lepeq MoYaTKOM Teparlil po3yBaCTaTHHOM [JiTSIM Ta
IiATiTKaM CIifl IPU3HaYUTH CTaHJaPTHY Ti0X0JIeCTEPUHEMIUHY AIi€TY, KOl MallieHTH MalTh
OOTPUMYBATUCH i IPOTATOM JIIKyBaHHS.

IocBin mikyBaHHS IIi€l mONynsLii y mo3ax Oinbire 20 Mr oOMeKeHUH.

Tabnerku o 40 Mr He 3aCTOCOBYIOTH HiTSM.



[TiTy BikOM [0 6 POKiB

Beamneka Ta e(peKTUBHICTh 3aCTOCYBaHHS JTIKAPCHKOTO 3aCO0y AiTSAM BiKOM 10 6 POKiB HE BUBYAJIUCh.
TakuM 4¥HOM, Ipenapat Pokcepa® He peKOMEHIYEThCS 3aCTOCOBYBATH AiTAM BiKOM [0 6 POKIB.

Ilepedo3yeaHHsi.

CnemudiyHoro miKyBaHHS y BUIAAKY lIepefo3yBaHHS HeMae. JIikyBaHHS CUMIITOMaTU4dHe. Y pasi
HeoOXiIHOCTI BXXKUBaTH MigTpuMyounx 3axopis. Crig nepesiputu piBai KOK Ta mposecTtu TecT Ha
GYHKLIOHATBHICTh TeYiHKN. ManoiMoBipHa KOPUCTH Biff IPOBENEHHT reMofianisy.

ITo6iyHi peakxuii.

IToGiuHi peaxiiil, 10 CIIOCTEPIralTLCS IPH 3aCTOCyBaHHI Pokcepu®, 3a3Buyaili cabki Ta
TPaH3UTOPHI.

3 6oky imyHHOI cucmemu

Peakiiii rimep4yTauBOCTI, Y TOMY YUCJIi aHTiIOHEBPOTUYHUY HaOpAK.
3 6oxy eHOOKPUHHOI cucmemu

Ilykposuii giaGet"’.

3 6oky Hepsogoi cucmemu

[omoBHwMit 6intb, 3aTaMOPOYEHHS.

3 60Ky cucmemu mpaseHHA

3anop, HynoTa, 0ib y KUBOTI, TAHKPEaTHT.

3 6oky wkipu ma nidwkKipHoi KAiMmKo8uHU

CBep0bix, BUCHUII Ta KPOIIUB'sTHKA, JIiKapChKa pPeakilis 3 e03uHO(isiel0 Ta CHCTEMHUMY CUMIITOMaMMU
(DRESS).

3 60Ky cKesemHo-M's130801 cucmemu Cno/Ay4YHOi MKAHUHU Ma Kicmox
Mianris, mionaTis (y ToMy 4ucii Mio3uT) Ta pabmoMiosnis.

3azanvHuti cmaH

AcTeHnis.

4k iy Bunapky 3 inmumu inribitopamu I'MI-KoA penykTasu, yacToTa HeOaXKaHUX peaklliil 3a/IeXKUTh
Bif IO3U.

'YacToTa 3a/IeXUTh Biff HAABHOCTI GaKTOPiB PU3KKY (PiBEHb IIFOKO3K KPOBi HATIIE = 5,6 MMOJIB/II,
inmexc mMacu tina >30 Kr/M°, miIBUIEHHS PiBHS TPUTIILIEPUNIB, TilEPTEH3is B aHaMHEe31).



*3rigHo 3 pe3ynbraTamu gocaigxenssa JUPITER (3aranbHa 4acToTa MOBifOMIIEHD IIPU 3aCTOCYBaHHI
po3yBacTaTuny - 2,8 %; mnanebdo - 2,3 %) HacaMmmepeq y Malli€HTiB, AKi BXKe MalOTh BUCOKUM PU3UK
PO3BUTKY IIYKPOBOT0 miaberty.

Bnaue Ha HUpku

V maIieHTiB, fKi 3acTocoByBanu Pokcepy®, crocTepiranuch BUIafKK IPOTEIHYPii, TepeBaxkHo
KaHaJIbIIeBOTO ITOXOMIKEeHHS (BU3HAUEHOI 3a «TECTOM CMYXKKHK»). 3MiHU BMIiCTy OinKa y cedi Bif
BifCyTHOCTI 4uu cyimiB mo a0o Oinbie 3apeecTpoBaHi yepe3 messkui 9ac B <1 % malfieHTis, sxi
npuiiManu npenapat y go3i 10 mr ta 20 Mr, Ta npubnu3Ho ¥ 3 % MallieHTiB IpX 3aCTOCYBAHHI 03U
40 mr. He3nauHe 306inbIeHHS YaCTOTU BUIAAKIB MMiiBUILIeHHS OinKa y cedi Bif BimcyTHOCTI abo crifiB
0 CIIOCTepirasocs Mpu 3acTocyBaHHi mo3u 20 Mr. Y 6inbIoCTi BUNafgKiB BUPaKeHiCTh MPOTeiHypii
3MeHIlyBaach abo 3HMKasa CIIOHTaHHO IIPU NIPOAOBXKEHHI 3aCTOCYBaHHS Npenaparty. [lepernsan
IaHuX KIIHIYHUX JOCTiIXKeHb Ta IOCTMapKEeTUHT OBUX CIIOCTEPEKEHb Ha JaHUU YaC He BUSBUB
IPUYHUHHOTO 3B'SI3KY MiX ITPOTEIHYypi€lo Ta TOCTpUM ab0 IPOrpecyloyruM 3aXBOPIOBAHHSIM HUPOK.

TeMarTypisi cocTepiranachk y HallieHTiB, SKi 3aCTOCOBYBaiu Pokcepy” i maHi KIIiHIYHMX HOCTIIXKEHb
CBig4yaTh PO 11 HU3bKY YaCTOTY.

Bnaue Ha CKe/semHy mMyckKyaiamypy

3MiHu 3 00Ky CKeJIeTHOI MyCKyJIaTypH, TakKi IK Mianris, Mionaria (B TOMy 4HCIIi MiO3HUT), Ta PiAKoO -
pabmomiosni3 i3 roCcTpoo HUPKOBOIO HENOCTATHICTI0 abo 6e3 Hel crocTepiramucs npu 3aCTOCYBaHHi
Oynb-aKkuX 103 Pokcepu®, a 0COGIMBO IIPK 3aCTOCYBaHHI 703 >20 Mr. [Ipo pifKicHi BUIagKu
pabmomioni3y, 1m0 iHKoIu O6yIK acoIifioBaHi 3 HUPKOBOIO HENOCTATHICTIO, OYJI0 TOBiHOMIIEHO ITPH
3aCTOCYBaHHI PO3yBacTaTHHY, a TaKOXK IHIIIUX CTATUHIB.

Y mauieHTiB, fKi IpuiiMany po3yBaCcTaTUH, CIIOCTEPIranocs A0303ajieXHe 3POCTaHHS PiBHIB
kpeatundpocdokinasu (KOK); y GinmbinocTi BunaakiB sBuire 0yno c1abKuM, aCUMITOMAaTAYHUM Ta
tuM4acoBuM. fAkiio piBai KOK migsuineHi (>5 x BepxHboi Mexi HopMmu (BMH)), nikyBanHS ciif
IPUIHHUTH.

Bnaue Ha neyiHky

4K i y BUMagKy 3acTtocyBaHHd iHmuUX iHribiTopiB ['MI'-KOA penyKTa3u, y HeBeJIUKOI KilTbKOCTi
NallieHTiB, SIKi IpUKManu po3yBacTaTHH, CIIOCTEPIraaocs f0303aiexkHe 30ibIIeHHs PiBHS
TpaHCaMiHa3; y Oi/bIIOoCTi BUNaAkiB sipuiile 0yJ10 c1abKUM, aCUMITOMAaTUYHUM Ta TUMYaCOBUM.

Bnaue Ha nabopamopHi NoKa3HukKu

4k i y Bunapaky iHmux inri6iTopie 'MI-KoA penykrasu, y HEBEIMKOI KiIbKOCTi Ialli€HTiB, SKi
IIpUUMaly po3yBacTaTHH, CIIOCTEPIranocs fO30MIPOIOPIiiHe 3POCTaHHS PiBHS MTEYiHKOBUX
TpaHcaMiHa3 Ta KpeaTuHKiHa3u. [Ipy 3acToCyBaHHI pO3yBacTaTHHY TaKOXK Bifj3HAYAIOCS
migBuileHHs piBHIB HbAlc. Y HeBenukoi KimbKOCTI IAIliEHTIB, SIKi 3aCTOCOBYBaU POKcepy® Ta iHmm
inribiTopu I'MI-KOA pepmyKTa3su, CIIOCTEpirasucs naToioriuHi 3MiHU IIpu aHai3i cedi (TeCT-cMyXKa
CBimumna mpo npoTeinypiio). Bussnenuit 6inok 6yB, SK MPaBUIO, KaHAIbIIEBOTO IOTOMXKEHHS. Y
OinbIIOCTi BUMIAAKIB IPOTEIHYPisl CTae MeHIlle BUPaxKeHO0i0 ab0 3HWKA€E CIIOHTAHHO ITPU IIPOAOBXKEHHI]
Teparil Ta He CBIIUUTH PO rocTpe abo mporpecyioye 3aXBOPIOBAHHS HUPOK.

THwi epexmu

V [OBroTpUBaIKX KOHTPOJILOBAHMX KIIHIYHKX JOCIigKeHHaX Pokcepa® He IpomeMOHCTpyBasa
IIKIJIMBOT'O BIJIMBY Ha OYHI JIiH3H.



V manieHTiB, fKi nikysanucs Pokcepow®, He 6y10 BUABIEHO MOPYIIeHs QYHKIN KOPY HaTHUPKOBUAX
3asos.

ITocmmapkemuH2o08utll 00cei0 3aCMoCyB8aHHS

OKpiM BuIIle3a3HAUeHOr0, Y IOCTMapKeTHHI0BOMY Iepiofi 3acTocyBanHsa Pokcepu® Gynu
3apeeCcTpoBaHi Taki sBUIla:

3 60Ky Hepeosoi cucmemu: MOJIiIHEBPOTIATIsA, BTpaTa MaM'sTi, IepudepruyHa HeBPOIATis, MiacTeHis
Tpasic;

3 60Ky Op2aHie 30py: OYHA MiaCTeHis;
3 60Ky pecnipamopHoi cucmemu, op2aHie epy0HOi KAimKu ma cepedocmiHHA: KallleNlb, JUCITHOE;
3 60Ky cucmemu mpaseHHsA: oiapes;

3 60Ky 2enamobisiapHo20 mpakmy: XKOBTSIHULIS, TEIATUT, MiIBUILIEHHS aKTUBHOCTI IIeYiHKOBUX
TpaHCaMiHa3;

3 60Ky wkKipu ma nidwkipHoi kaimkoguHu: cuagpoM CriBeHca-[:KOHCOHA;

3 60Ky KicmKog80o-M'30801 cucmemu: iMyHOOIIOCEpPeIKOBaHA HEKPOTH3Ylo4ya MioTaTisl, apTpanris.
[Mopy1ienHs 3 60Ky CyX0XKub, iHKOHU YCK/IafHEeHI poO3pHuBaMy; PO3PUB M’g3iB; BOBYAKONIOXiIOHMH
CHHIPOM.

3 60Ky HUPOK: TeMaTypis;

3d2d/nbHUll CMaH ma nopyweHHA, no8’A3aHi 3i cnocobom 3acmocy8aHHs npenapamy: HaOPSK;

3 60Ky penpodyKmugHOi cucmemu ma MO/04YHUX 3d/103: TIHEKOMACTis;

3 60Ky Kpogi: TPOMOOIMTOIEHIS.

ITpu 3acmocysaHHi OesiKux cmamuHie NogidoM/540Ch NPO Maki HebadxcaHi seuwa:

Oemnpecis;

TIOPYIIEeHHS CHY, B TOMY YKCJli 0€3COHHS Ta HiYHi KOUIMapH;

po3nagy cTaTeBol QYHKIII;

OKpeMi BUTIaIKU iHTEPCTHUIIaJIbHOT'0 3aXBOPIOBAHHS JIeTeHb, 0COOIMBO Y BUTIAAKY TPUBAJIOl Teparii;
3aXBOPIOBAHHS CYX0XKHUJIb, iHKOJIM YCKJIafHEHi IX PO3PUBOM.

YacToTa BuMafKiB pabmoMioni3y, cepiio3HUX MOpyIIeHs 3 60Ky HUPOK Ta MediHKY (IepeBakHO
IiABUINIEHUY PiBeHb TpaHcaMiHa3) Oya GinbInoio Ipy 3aCcTOCyBaHHI fo3u 40 Mmr.

Y npoueci micngpeecTpaliifiHoro 3acToCyBaHHS PO3yBaCTaTUHY ifeHTH(}IKOBaHO TaKy HeOaxkaHy
peaktiiio K jeTajlbHa Ta HeleTallbHa Me4YiHKOBa HeJOoCTaTHICTh. OCKINbKY PO L0 PeakKIlito
MTOBiAOMJISITIOCS CIIOHTAHHO i3 MOMYIAIlil HEBU3HAYEHOI KiTbKOCTi, HEMOXKJIMBO JOCTOBIPHO OLIIHUTH 11
4acTOTy a00 BCTaHOBUTH HASIBHICTh MPUYMHHO-HACIIIAKOBOTO 3B'sI3KY i3 3aCTOCYBAHHSIM IIpemnapary.



3pigka y micnsgpeecTpaliiHOMy Iepiofi MOBifOMIISIO0CS PO MOPYIIeHHS KOTHITUBHUX QYHKIIIN
(HampuKIIaf MoTipIIeHHs maM'aTi, 3a6ybKyBaTiCTh, aMHE3is, TOTiPIIEeHHS TaM'sTi, CITyTaHICTh
CBimOMOCTI), 1110 aCOLi0I0THCS i3 3aCTOCYBAHHSAM CTaTHHIB. [Ipo Taki KOrHiTUBHI MpobaeMu
IIOBITOMJIANIOCSA Y 3B'SI3KY 3 yCiMa CTaTHHaMU. fIBHUILA, IIPO SKi UAEThCA y IOBIHOMJIEHHSAX, 3a3BUYan
MalOTh IETKUU XapaKTep i MUHAIOTH ITiCJIg BiIMiHM CTATHHIB, @ TaKOXK MalOTh Pi3HUU YacC A0 MOSBU
cuMITOMIB (Big 1 OHS [0 POKiB) Ta [0 3HUKHEHHS CUMIITOMIB (MefiaHa - 3 THUXKHI).

Himu

[TinBuieHHs piBHS KpeaTuHKiHa3u >10 pagis Buiie BMH Ta cumntomu 3 60Ky M’s3iB micis
¢isnyHOrO HaBaHTaXXKeHHs abo migBuUIeHOl Pi3nUHOI aKTUBHOCTI CIIOCTepiranucs dacriiie y 52-
TUXKHEBOMY KJIIHIYHOMY AOCIIIIKEHH] 3a y4acTIO AiTel Ta MifAJiTKiB MOPIBHSHO i3 JOPOCIUMU (OUB.
po3min «Ocob6nauBoCTi 3acTOCyBaHHS»). [IpoTe mpodink 6e3meKy po3yBacTaTUHY y AiTeH Ta MimTiTKiB
OyB OAiOHUM [I0 TAKOTO Y HOPOCTIUX.

[ToBimomIeHHs PO Mimo3poBaHi Mo6iYHI peakirii

[ToBimomeHHs npo mo6iuHi peakilil micis peecTpallil TikapchbKoro 3aco0y Ma€ BeNiiKe 3HaueHHS. Le
[a€ 3MOTy IIPOBOJUTH MOHITOPHUHT CITiBBiIHOIIEHHS KOPUCTL/PU3UK IIPU 3aCTOCYBaHHI IIbOTO
JiKapchbKOro 3acoby. MeguuHuM Ta ¢hapMalleBTUUHUM IIpalliBHUKAM, a TAKOX MallieHTaMm abo ixHiMm
3aKOHHUM IIpefCTaBHUKAM CJIi] TIOBiTOMJISITH TIPO YCi BUTTAAKHU Iif03PI0OBaHUX MOOIYHMX Peakllii Ta
BificyTHOCTI e(peKTUBHOCTI JTiKapChKOT0 3aco0y yepe3 aBTOMaTU30BaHy iH(dopMaliiHy cucTeMy 3
(dapMakoHarnsany 3a nocunnaHHaM: https://aisf.dec.gov.ua.

Tepmin npudamHocmi. 3 POKH.

YMoBH 30epiranssi.

30epiraTu B OpUTiHANbHIN YIIaKOBI /151 3aXUCTY Bif Aii cBiTna. Jlikapchkuii 3aci6 He moTpebye
0COONUBUX TEMIIEPATYPHUX YMOB 30epiraHHs.

36epiraté y HEOOCTYIIHOMY OJIST OiTe# MicCIi.

YnakoBka.

15 mabaemok no 5 m2 abo 10 me, abo 15 me, abo 20 me:

o 10 tabneTok y 6mictepi, mo 1 abo 2, abo 3, abo 6, abo 9 GiicTepiB y KapTOHHIN KOPOOITi;
o 14 TabneTok y 6mictepi, mo 1 abo 2, abo 4 6micTepu y KAPTOHHi#M KOpPOO1Ii.

I1a mabaemok no 30 me abo 40 me:

o 10 tabneToxk y 6mictepi, mo 1 abo 2, abo 3, abo 6, abo 9 6ricTepiB y KapTOHHIM KOPOOILi;

1o 7 TabyeTok y 61micTepi, mo 2 abo 4, abo 8 6micTepiB Y KapTOHHIN KOPOOITi.



Kareropis Bigmycky. 3a perenTtom.

Bupoouuk. KPKA, n.1., HoBo mecto, CroBeHisi.

Micue3HaxoaKeHHsI BHPOOHHKA Ta MOro ajJpeca MicCIsi IPOBaKeHHsI Tis/IbHOCTI.

[MImap’emka uecta 6, 8501 Hoso mecTo, CrnoBeHis.



