IHCTPYKIIA

OJIsA MEIHYHOTI'0 3daCTOCYBaHHSA J'IiKapCBKOI'O 3ac06y

Pokcepa®

(Roxera®)

CKnao:

Oitoua peyosuHa: 1 TabneTka, BKpUTA IIJIiIBKOBOIO 000JI0HKO0, MicTUTh 5 Mr ab6o 10 mr, a6o 15 mr, a6o
20 mr, a6o 30 mr, a6o 40 Mr po3yBacTaTUHY (Y BUTJISMI KaJblIil0 PO3YBACTATHUHY);

0ONOMIdICHI peyo8UHU: 1Ie/TI003a MiKPOKPHUCTAaTiYHa, TaKT03a, KPOCIIOBIAOH, KPEMHII0 TiOKCUL
KOJIOImHUY 0€3BOIHMI, MarHilo cTeapar;

nsaiekosa 06010HKA: MeTAKpUIATHUY comoiMmep, Makporon 6000, Tutany miokcun (E 171), makTo3u
MOHOTiApar.

Jlixapcbka ¢opma. TabmeTKu, BKPUTI ITiIBKOBOIO 000I0HKOIO.
OcHoegHI (i3uko-ximiuHi 8aacmusgocmi:

5 Mr: 6iJT0T0 KOJIbOPY KPYTJIi, Mel0o ABOOIYKIT, BKPUTI IIiBKOBOIO 000JI0HKOI TaOneTKu 3i
CKOIIIEHVMHM KpasiMH Ta 3 TPaBipyBaHHSAM «5» 3 0OOHOT0 OOKY;

10 mr: 6inoro KonbOPy KPYTiIi, Jello ABOOYKJIi, BKPUTI IIiBKOBOIO 0007I0HKOI0 TabIeTKH 3i
CKOIIEHVMHU KpasiMU Ta 3 IpaBipyBaHHAM «10» 3 ogHOTO OOKY;

15 mr: 6inoro Konbopy KPyrili, Jelo ABOOMYKJIi, BKPUTI IIiBKOBOIO 0007I0HKOI0 TabIeTKH 3i
CKOIIEHVMHU KpasiMU Ta 3 TpaBipyBaHHAM «15» 3 ogHOTr0 OOKY;

20 Mr: 6i710T0 KOJTBOPY KPYIJIi, BKPUTI IIiBKOBOIO 000JIOHKOI TaONIETKHU 31 CKOIIIEHUM KPAEM;

30 Mr: 6isT0T0 KOJIbOPY ABOOMYKJIi, BKPUTI IJIIBKOBOIO 000IOHKOIO TabeTKH Y popMi Kamcynu
3 HACiukom 3 000X OOKiB;

40 mr: 6iy10r0 KOIHOPY ABOOIYKIIi, BKPUTI IIiBKOBOIO 0007I0HKOI0 TabneTKu y ¢popmi
KaIlCYIIH.



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

Koxm ATX C10A AOQ7.

dPapmako.102iuHi 8 1acmueocmi.
dapmakoOuHamika.
Mexanism 0ii

Po3yBacTaTuH — Ile CeIeKTUBHUU Ta KOHKypeHTHUM iHribitop I'MI'-KoA-penykrasu, pepMeHTy, 1110
BM3HayYa€ IMIBUAKICTh peakllil Ta IepeTBOPIOE 3-TifPOKCHU-3-MeTUATIIyTapuil KohpepMeHT A Ha
MeBaJIOHAT, IONePeJHUK XoiecTeprHy. OCHOBHUM MiclleM Ail po3yBacTaTUHY € ITediHKa, OpraH-
MIllIeHb [JI1s1 3MEHIIIEeHHS PiBHIB X0JIECTEPUHY.

PosyBacrartuH 36inbinye KinbKicTh perentopiB JITTHII] Ha moBepxHi KJTIiTUH MEYiHKY, IIOCUIIOI0YN
3axoIyIeHHs Ta Katabomniam JIITHIII, Ta npurniuye nevinkoBuit cunte3 JITIIHII, TakuM 4uHOM,
3MEHIIYIOUM 3arajibHy KibKicTh yacTuHOK JITT[THII Tta JITTHIII.

®apmakoduHamiuHa 0is

Pokcepa® 3sHHXKYE MigBUIIEHNH piBeHb XonecTepuny JITTHII, 3arajbHOro X0JIeCTEepUHYy Ta
TPUTIiLepuaiB i migsuinye piBxi xonectepuny JITIBII. Bin Takox 3meHye piBHi anoB, XC-
HeJITIBII, XC-JITIOHILI, TT-JITIOHII Ta migBuinye piBeHs amoA-I (tabmuis 1). Pokcepa® Takox
3Mmenmye criBBigHomeHHs XC-JIITHI/XC-JITIBII, 3aransroro XC/XC-JITIBII, XC-ueJITTIBII/XC-
JITIBIII Ta anoB/amoA-I.

Tabmnuig 1
BipmoBigp Ha 003y y MaLli€eHTIB i3 IEePBUHHOIO rinepxonectepuneMieto tumny Ila ta I1b

(BimkopuroBaHa CcepemqHs BiCOTKOBA 3MiHa IMOPiBHSIHO 3 BUXIMHUM PiBHEM)

Io3a N X C-JITTHII[3aranpaui |[XC-JITIBII [TT XC-ueJITIBIIjamoB amoA-I
XC

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

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

10 17 -52 -36 14 -10 -48 -4.2 4

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

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

TepaneBTuuHut ePeKT NOCATAETHCS MPOTATOM 1 THXKHS IiCIIS TOYATKY 3aCTOCYBaHHS JiKapChKOT0
3aco0y, 90% MakcuMaabHOTO epeKTy - uepes 2 TUXKHi. MakcuManbHUN ePeKT 3a3BUYall HOCITaE€ThCs
yepe3 4 TUXKHI Ta TPUBA€E HafAalli.

KniHiuHa epekmugHicmb ma 6e3neka

Pokcepa® ebekTuBHA y JTiKyBaHHI JOPOCIHX i3 riIepXoecTepUHEMIEI0 - i3 TimepTpUIIilepuaeMieto
abo 6e3 Hel - HE3aJIeXKHO Bifl pacu, cTaTi Yu BiKy, a TAKOXK y TMAI[iEHTIB 0COOIMBUX TPYII, TAKUX SK



XBOPi Ha IyKpoBHH AiabeT abo mallieHTH i3 CiMeWHOI0 TinepxoIecTepuHEMIE0.

3a 00’eqHAHMMY JaHUME fociigxess Gasu 111 Pokcepa® edhekTUBHO 3HMKYBaB PiBHI XOIECTEPHHY y
OinbInoCTi MalieHTiB i3 rinepxonecrepuneMieio tumny Ila ta IIb (cepenniit nouaTkoBuit piBeHb XC-
JITTHIIT mpu6nu3Ho 4,8 MMOJIIb/IT) [0 IiIbOBUX 3HaY€Hb, BCTAHOBIEHUX BU3HAHUM KEDPiBHUIITBOM
€BpoIenCcLKOro ToBapuCTBa aTepockneposy (EAS; 1998); mpubnusno y 80% malfieHTis, ki npuitmManu
npenapar y fo3i 10 Mr, Bganocs gocATrTH HOpMaTUBHUX IinboBuX piBHIB XC-JITTHIII 3a EAS (<3
MMOJIB/TI).

Y BenukoMy gocigxeHHi 435 Malli€eHTiB i3 reTepO3Ur0OTHOK CIMENHOIO TinepxoieCcTePUHEMIEI0
IpuManu POKcepa® y no3ax Bif 20 go 80 Mr 3a cxeMo10 IIOCUJIEHOT0 TUTPYBaHHSA [03U.
CropusdTnuBuUY BIJIUB JIiIKapChKOT0 3ac00y Ha IMOKa3HUKM JIMifiB Ta [OCATHEHHS I[i/ThOBUX PiBHIB
Bifl3aHa4Yanu npu BCix mo3ax. [licns TutpyBaHHS 00 fo6oBol mo3u 40 mr (12 TuxHIB NikyBaHHT) XC-
JITTHIIT 3uu3uBcs Ha 53%. Y 33% mnatieHTiB 6yI10 mocarayTo HopMaTuBHUX piBHiIB XC-JITTHII] 3a EAS
(<3 MMoOB/mM).

Y BigKpuTOMY [OCHIAXKEHH] ITIOCUIEHOT0 TUTPYBaHHS J03 BiAMOBiAL Ha 3aCTOCYBaHHS JIiKapChKOT0
3aco0y Pokcepa® y mosax 20-40 Mr BuBuanacs y 42 malieHTiB (BK/IOYAIOYH 8 fiTeir) i3
TOMO3UTOTHOIO CIMEMHOIO TimepxojiecTepuHeMi€lo. Y 3aranbHid nomynsamil piers XC-JITTHII]
3HU3UBCA B CEpegHbOMY Ha 22%.

Y k7iHIYHUX JOCHIIXKEHHSIX 3a Y4acTi0 00MeKeHOI KiJTbKOCTi MallieHTiB CIIOCTepiraBcss afuTUBHUN
edekT niKapceKoro 3acoby Pokcepa® Ha 3HMKEHHS pPiBHA TPUTIIINEPU/IB IIPY 3aCTOCYBaHHi y
kKoMOiHatii 3 ¢peHodiOpaToM Ta Ha mipBuileHHs piBHiB XC-JITIBII npu 3acTocyBaHHI y KoMOiHaIlil 3
HiallMHOM (OUB. po3ain «OcobIUBOCTI 3aCTOCYBAHHS»).

Y GaraTolieHTPOBOMY, MOABINHO CIlinoMy, Iianeb0-KOHTPOIbOBAaHOMY KITIHIYHOMY JOCHTifKEeHHi
(METEOR) 984 namienTtu BikoM 45-70 POKiB i3 HU3LKUM PU3UKOM illIeMidHOI XBOpoOU ceplist
(BU3Ha4YeHUM K PU3UK 3a OpaMiHreMchkoro mkanow <10% nporsarom 10 pokis), cepenHiM
3HauenHsaM XC-JITTHIII 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 IpUKMau oguH pa3 Ha fo0y abo 40 Mr po3yBacTaTuny, abo mniame6o
npoTsaroM 2 pokiB. ITopiBHSAHO i3 mane6o po3yBacTaTUH 3HAYHO CIIOBITbHIOBAB IIPOrPECYBaHHS
MakcumanbHOl TKIMCA y 12 Toukax coHHOI apTepil Ha -0,0145 mMmM/pik [95% pmoBipuuii iHTepBan
-0,0196, -0,0093; p<0,0001]. 3mina mopiBHSHO 3 BuXigHUM piBHeM cTaHoBuna -0,0014 MM/pik
(-0,12%/pik (cTaTUCTUYHO HE3HAUyIla)) y TPYIi po3yBacTaTUHY IOPIBHSHO i3 IPOrPeCyBaHHSAM
0,0131 mm/pixk (1,12%/pik (p<0,0001)) y rpymi nnanebo. [TpsimMol Kopensiril MixK 3MeHIIeHHIM
TKIMCA Ta 3HMKeHHSM PU3UKY IOpYyIIeHb 3 60Ky CeplieBO-CyIUHHOI CHCTEMHU ITPOIEMOHCTPOBAHO
He Oyro. [lo gocnigxkenus METEOR Oynu 3amydeHi nalieHTH i3 HU3bKUM PU3UKOM iIeMigHOI
XBOpOoOU ceplis, SIKi He € IPeACcTaBHUKAMH ITi/TbOBOI OISl 3aCTOCYBAHHS JIIKAPCHKOTO 3aC00y
Pokcepa® y g03i 40 mr. [Jo3y 40 Mr cif Ipu3HadaTy JIMIIe DalieHTaM i3 TAKKOIO
rinepxonecTepuHEMi€l0 Ta BUCOKUM PU3UKOM CepleBO-CYOIUHHUX PO3afiB (ouB. po3min «Cmocid
3aCTOCYBaHHS Ta JO3MW»).

B iHTepBeHIINHOMY [OCTIIKEeHH] pO3yBaCTaTUHY 3 METOI0 OOTPYHTYBaHHS 3aCTOCYBaHHS CTATUHIB 5K
3aco0y nepsunHOi mpodinakTuku (JUPITER) BIIMB po3yBacTaTUHY Ha YaCTOTy 3HAYHUX
aTepOCKJIEPOTUYHUX CEePLEeBO-CYOUHHNX 3aXBOPIOBaHb oniHBanu y 17 802 gonosikis (=50 pokiB) Ta
XKiHOK (=60 poxkiB).

Y4acHUKHU JOCHTigKeHHs Oy BUIIAagKOBUM YMHOM PO3MOfineHi fo rpym miane6o (n=8901) abo
po3yBacTaTUHY B 103i 20 Mr oguH pa3 Ha 000y (n=8901) i 3a HUMU CIIOCTEpiranu B CEPeaHLOMY
IIPOTATOM 2 POKIB.



KonnenTpauii xonectepuny-JIITHIII amenmunuce Ha 45% (p<0,001) y rpymni po3yBacTaTuHy
TIOPiBHSTHO 3 TPYIO0 Mareso.

Y post-hoc ananisi gaHuX miATPyNYM Nali€eHTiB BUCOKOTO PU3UKY i3 BUXigHUM 3Ha4eHHSIM >20% 3a
®pamiHreMchKOI0 1Kasow (1558 yyacHUKIB) ClIOCTepiraaocs 3HayHe 3HUKEHHS YaCTOTU
KOMOiHOBaHOI KiHIIeBOi TOYKH, 1[0 OXOILTIOBajIa CMEPTH Bifl CEPIIEBO-CYIUHHUX TOMIiH, iHCYNbT Ta
indapkT Miokapma (p=0,028), y rpyni po3yBacTaTuHy MOPiBHSHO 3 miialie60. AGCOMIOTHE 3HUKEHHS
PU3HUKY Tofiit ctaHoBuUIO 8,8 BumaakiB Ha 1000 namieHTo-pokiB. [T0Ka3HUK 3arajbHOI CMEPTHOCTI
JIUIIABCS He3MiHEHUM Y il rpymi Bucokoro pu3uky (p=0,193). ¥V post-hoc aHani3i ganux nigrpynu
BUCOKOTO pu3uKy (9302 yyacHUKU 3arajioM) i3 BUXiIHUM 3HaYeHHAM =5% 3a mKkanow SCORE
(ekCTpamnosbOBaHO 3 METO BKJIIOYEHHS JaHUX YYaCHUKIB BIKOM IIOHAL 65 POKiB) ClOCTEpiranocs
3Hauylle 3HUKEHHS YaCTOTH KOMOiHOBaHOI KiHIIeBOI TOYKH, 1[0 OXOIIII0Baja CMePTh Bifl CepleBo-
CyIUHHUX MOMIH, iHCYTIbT Ta iHapKT MioKapaa (p=0,0003), y rpymi po3yBacTaTuHy MOPiBHSHO 3
nnane6o0. 3HUXKEeHHS abCOMIOTHOTO PU3UKY, BUPaXKEHOT0 3a YaCTOTOIO IOfil, CTaHOBUIIO 5,1 BUNAAKY
Ha 1000 nmamieHTO-poKiB. [T0OKa3HUK 3arajabHOI CMEPTHOCTI Yy Lil MiATPYIi BUCOKOTO PU3UKY JIAIIABCS
He3MmineHuM (p=0,076).

Y pmocnigxenHi JUPITER 6,6% y4aCHHKIB Irpynu Ipu@oOMy PO3yBacTaTUHY Ta 6,2% y4aCHUKIB Ipynu
n1ane60 TPUIMHUIIK 3aCTOCYBAHHS HOCIIXKYBAHOTO JTiKAapChKOro 3acofy uepes3 HebOaxkaHi SBUIIA.
Hai6inbm yacTumMu HebaKaHUMU SBUIIAMH, 110 TPU3BOAUIIY 00 IPUIMHEHHS JTiIKyBaHHS, Oynu
mianris (0,3% y rpyni po3yBactaTtuny, 0,2% — mnaue6o), abgominansaui 6inb (0,03% y rpymi
po3yBactatuny, 0,02% — nmane6o) Ta Bucur (0,02% y rpymi posyBacratuny, 0,03% — mnaie6o).
Haiibinpim yacTuMu HebaxKaHUMU SBUIIAMHY, ITI0 CIIOCTEPIranucs y TPyIi po3yBacTaTUHY i3
4yacToToI0, GinbiIoto abo piBHOIO Bim3HaueHil y rpymi nnauebo, 6ynu indexuil cevopux uuisxis (8,7%
y rpymi po3yBacTatuny, 8,6% — mnaie6o), HazohapuHrit (7,6% y rpymi po3yBactatuny, 7,2% —
nnane60), 6inb y cuHi (7,6% y rpymi po3yBactaTuny, 6,9% — nnane6o) Ta mianris (7,6% y rpymi
po3yBacTaTuny, 6,6% — mnaie6o).

Himu

Y noggiiiHO crinmoMy, paHnoMi3oBaHOMY, OaraToleHTPOBOMY, Iane60-KOHTPOIbOBAaHOMY 12-
THXKHEBOMY OOCHifKeHHi (n=176, 97 y4acHUKIB 40/10Bi40l Ta 79 — XKiHOYOI1 cTaTi) i3 noganbmuM 40-
TUXKHEBUM IepiogoM (n=173, 96 yyacHUKIB 40s10Bi40l Ta 77 — XKiHOYOI CTaTi) BITKPUTOTO
TUTPYBaHHS NO3U po3yBacTaTHHY nauieHTu BikoM 10-17 pokis (II-1V cTagii po3BuTKy 3a TaHHEPOM,
IiBYaTa, y IKUX MEHCTpyallil modaiucs moHarvMeHIIe 1 pik ToMy) i3 reTepO3UTr0THOI0 CiMENHOI0
rinepxonecTepuHeMi€l0 MPOTAToM 12 TUKHIB OTPUMYBaJI PO3yBacTaTHH y 1031 5, 10 a6o 20 mr/moby
abo mare6o, micys 4oro BCi y4aCHUKY IIOOHS MIPUUMaIl Po3yBacTaTuH mpoTsarom 40 TuxHiB. Ha
OYaTKYy HgociimkeHHs npubau3no 30% nanienTiB 6ynu BikoM 10-13 pokiB Ta npubnusno 17%, 18%,
40% Ta 25% i3 Hux 3Haxomumnuch Ha II, I1I, IV Ta V cTagil po3BuTKy 3a TaHHEPOM BifMIOBiAHO.

PiBens XC-JITTHIII 3menmuscs Ha 38,3%, 44,6% Ta 50,0% BifmOBiHO y rpynax IpuioMy
po3yBacTaTuHy B f03i 5, 10 Ta 20 Mr nmopiBHsHO i3 0,7% y rpymi nnaiebo.

Hanpukinni 40-TuKHEBOTO NePiofy BiGKPUTOTO TUTPYBAHHS OO3U AJIS1 HOCATHEHHS I[iIbOBOTO PiBHSA
(MakcuMarsnbHa fo3a craHoBuia 20 Mr oguH pa3 Ha fo0y) y 70 3 173 mamienTis (40,5%) Boanocs
OocArTy HinboBoro piBHg XC-JITTHII mMeH1e 2,8 MMOIB/II.

[Ticns 52 TUXHIB OOCTIXKYBAHOTO JTiKyBaHHS He 0yJ10 BUSBIEHO XXOMHOTO BIUIUBY Ha picT, Macy, IMT
abo craTeBe Ho3piBaHHS (OuB. po3din «Ocob6nMuBOCTI 3acToCcyBaHH»). Lle mocmimxkeHnHs (n=176) He
IPUMHSATHE [J15 TOPiBHSAHHS PigKux HebaKaHUX SBUILL.

Po3syBacTaTuH Tak0X BUBYAIMU y 2-PiYHOMY BiIKPUTOMY AOCIIIIXKEHH] i3 I[I/IbOBOX0 TUTPALI€I0 NO3U Y



198 miteii 3 reTepO3UTOTHOIO CiIMEWHOIO TilepxoiecTepuHeMi€er0 y Billi Bim 6 7o 17 pokis (88
y4aCHUKIB 40J10Biv0i1 cTati Ta 110 - XKiHOYOI cTaTi, cTagis po3BUTKY 3a TaHHepoM <II-V). [TogaTkoBa
mo3a s BCiX MallieHTiB CTAaHOBUJIA 5 MT PO3yBaCTAaTUHY OOMH pa3 Ha mo0y. ITarienTam BikoM Bif 6 oo
9 pokiB (n = 64) mo3y TUTPyBaX OO0 MaKCUMasbHOI 103U 10 Mr omuH pa3 Ha 700y, a malieHTaM BikoM
Bim 10 mo 17 pokiB (n = 134) - go MakcuMasbHOI 103U 20 MT ofuH pa3 Ha go0y.

[Ticns 24 MicsAniB JIiKyBaHHS PO3yBaCTaTUHOM CepeNHE 3HUKEHHS Bif BUXIHHOr0 3HaueHHs XC-
JITTHIII, Bu3Ha4YeHe 3a METOIOM HalMEeHIIIUX KBaipaTiB, CTaHOBUIO -43 % (BUXigHUY PiBEHb:

236 mr/mn, micsiup 24: 133 Mr/gn). [I1s KoKHOI BiKOBOI TPy CepenHe 3HUKEHHS Bifl BUXiTHOTO
3HaueHHs XC-JIITHIII, Bu3HauYeHe 3a METOOOM HalMEHIIINX KBafpaTiB, CTaHOBUIIO -43% (BUXigHUMN
piBeHb: 234 mr/mon, micsaup 24: 124 mr/on), -45% (BuxigHui piBeHb: 234 Mr/on, Mmicsans 24: 124 mr/pn)
Ta -35% (BuximHuu piBeHb: 241 Mr/omn, micsans 24: 153 Mr/an) y BikoBuX rpymnax Bifg 6 go <10, Big 10
mo <14 i Big 14 mo <18 pokKiB BiAIOBITHO.

Pe3ynbpTaToM 3aCTOCyBaHHS PO3yBacTaTUHY ¥ mo3ax 5 Mr, 10 mMr i 20 Mr Takox OyIu CTAaTUCTUYHO
3HAQUYIIl CepelHi 3MiHY y ITOPIBHAHHI 3 BUXIAHUMU [TI0Ka3HUKAMU TaKUX BTOPUHHUX 3MiHHUX BEJIUUUH
mimigis i mimompoTeiniB: XC-JITIBIII, 3aransauit XC, XC-uweJITIBII, XC-JITTHII/XC-JITIBILI, 3aranbHui
XC/XC-JITIBI, TT/XC-JITIBIII, XC-ueJITIBIL/XC-JITIBIII, amoB, anoB/amoA-1. KoxxHa 3 ux 3MiH
IIeMOHCTpYBaJla MOJIIMNIIEeHHS TiMigHIX peakiliii i 36epiranacs mpoTIroM 2 pokis.

[Micns 24 mica1iB niKyBaHHS XKOOHOTO BIIUBY Ha picT, Macy Tina, IMT abo cTaTeBe mo3piBaHHSA
BUSIBJIEHO He 0y710 (OuB. po3mdin «Oco0IMBOCTi 3aCTOCYBAHHS»).

Y panpgomizoBaHOMY, IOABIHHOMY CiinoMy, miane60-KOHTPOTbOBaHOMY, OaraToleHTPOBOMY,
TIepeXpeCHOMY AOCITiIXKeHHi BUBYaIM PO3yBacTaTHH Y [03i 20 MT ofiH pa3 Ha 0o0y y NOpiBHAHHI 3
nnane6o 3a yyacTio 14 mited Ta mimmiTKiB (BikoM Big 6 o 17 poKiB) 3 TOMO3UTOTHOIO CiMEHHOI0
rimepxonectepuHeMie0. [JoCTiAKeHHs BKII0Yal0 aKTUBHY 4-TUKHEBY IiATOTOBYY ¢a3y 3
NOTPUMaHHAM [i€TH, IIif Yac SKOI MallieHTiB JIiKyBalu po3yBacTaTHHOM Yy [03i 10 Mr, mepexpecHy
a3y, 110 cKiaganacs 3 6-TUXKHEBOTO MEePioy MiKyBaHHS PO3yBaCTaTUHOM B [03i 20 Mr i3
nornepegHiM abo MOOasbIINM 6-THKHEBUM JIIKYBaHHSM ITale6o, Ta 12-TUXKHEBY HigTPUMYy04y ¢asy,
IIPOTSTOM SIKOI BCi manieHTu oTpuMyBanu 20 Mr po3yBacTaTtuny. IlamieHTu, ski nepedyBanu Ha
Teparil eseTumibom abo adepe3oM, IPOAOBKYBaIM OTPUMYBATH Iie JIIKYBaHHS IIPOTSITOM YChOTO
IOOCIIiI>KeHHd.

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

2,2 MMOJIB/N) COCTepirany 4yepe3 6 TUXKHIB JIIKyBaHHSA PO3yBaCTaTHHOM y [03i 20 MI y OpiBHSAHHI 3
nnate6o. CrocTepiranocs CTaTUCTUYHO 3HaUyIle 3HMKeHHS 3aranbHoro XC (20,1%, p=0,003), XC-
HeJI[1BII (22,9%, p=0,003) i aoB (17,1%, p=0,024). Takox crocTepiranocs 3HUKeHHS piBHIB 1T,
XC-JITTHII/XC-JITIBII, 3aramsroro XC/XC-JITIBII, XC-meJITIBII/XC-JITIBII Ta anoB/anoA-I micisa

6 TUXKHIB JTIKyBaHHS pO3yBacTaTHHOM Yy m03i 20 Mr y nopiBHSHHI 3 manebo. 3HukeHHs piBHSI XC-
JIITHIII yepe3 6 TUXKHIB JIIKyBaHHS pPO3yBacTaTUHOM Yy [03i 20 MI' 3 HACTYIIHUMU 6 TUXKHIMUA
JiKyBaHHS 1Ianebo 30epiramocs npotaroM 12 TuxHiB Oe3nepepBHOI Teparii. Y ogHOTo nallieHTa
criocTepiranocs noganbiie 3uuKeHHs piBHSA XC-JITTHII (8,0 %), 3aransroro XC (6,7 %) i XC-
HeJI[IBII (7,4 %) micns 6 TUXKHIB TiKyBaHHS 3 TUTPYBaHHAM 1034 10 40 Mr.

[1ig yac IpOXOBXKEHHS BIIKPUTOTO JIIKyBaHHS pPO3yBaCTaTUHOM Y 1031 20 Mr y 9 3 1jux narieHTiB 10
90 tuxHiB 3HMKeHHS piBHsA XC-JIITHII] 36epiramocs B Mexkax Bifg -12,1 % mo -21,3 %.

Y BifKpuTOMY AOCHIAXKEHHI ITIOCUIEHOT0 TUTPYBaHHS J03 y 7 OLiHIOBAHUX [iTel 1 migmiTKiB (y Bii Bif
8 mo 17 pokiB) 3 TOMO3UTOTHOIO CIMEVWHOIO TilepX0JIeCTePUHEMIEIO (IUB. BUILE) BifCOTOK 3HMUKEHHS
piBasg XC-JITTHIII (21,0 %), 3aransaoro XC (19,2 %) ta XC-ueJIIIBII] (21,0 %) Big BUXigHOTO PiBHSA
IIic/Isl 6 TUXKHIB JIIKyBaHHS pO3yBaCTaTUHOM B 031 20 M BifiloBifiaB TOMYy, 1110 CIIOCTEpIranocs y



BUIIIE3raflaHOMY [OCITiI2KEeHH] ¥ OiTed Ta MiAMiTKiB 3 TOMO3UTOTHOI CIMENHOI0
rinepxoyieCTepUHEMIER.

€BpomeNcbKe aTeHTCTBO 3 JIiKAapChKUX 3ac00iB BiMMOBUIIOCS Bifl 3000B’s13aHHST HaJaBaTh Pe3yIbTaTH
OOCHiAKEeHb PO3yBaCTaTUHY y BCIX MiArpynax giTed 3 TOMO3UTOTHOK CIMENHO0
rinepxonecTepuHeMi€lo, TePBUHHOIO KOMOIHOBAHOO (3MilllaHO0) AUCIiMigeMielo Ta oI
npodilakTHKY MOPYLIEeHb 3 00Ky CeplieBO-CyOUHHOI cucTeMu (OuB. po3min «Crocib 3acTocyBaHHS Ta
IOo3u» [I7Ig OTpUMaHHS iHGopMallil 010 3aCTOCYBaHHS HiTSM).

dapmMaxkoKiHemuxka.
Abcopbuis

MakcuManbHi KOHIIEHTpallil po3yBacTaTHHY y IIJIa3Mi KPOBi JOCSATAIOTHCS MPUOIU3HO Yepes3 5 roguH
IiCJIs IePOPaIbHOT0 3aCTOCYBaHHS. AGCOMI0THA 0i000CTYIHICTh CTaHOBUTHL MPUbIHU3HO 20 %.

Po3noodin

Po3yBacTaTvH €KCTEHCUBHO IIEPETBOPIOETHCS Y MEYiHI, IKa € IEPBUHHUM IIEHTPOM CHHTE3Y
X0JIeCTePUHY Ta KiipeHcy xonectepuny JITTHII. O6’em po3mofiny po3yBacTaTUHY CTaHOBUTh
npubnusno 134 n1. [Tpubnusno 90 % po3yBacTaTUHY 3B’A3YIOThCS 3 GiTKaMu IJ1a3MU, TOJIOBHUM
YUHOM 3 abOyMiHOM.

Memab6oi3m

Po3yBacTaTtuH npoxomuTh ooMexkeHu MeTabosi3M (mpubau3nao 10 %). HocnigxeHHs MeTabomi3My in
Vitro i3 3aCTOCyBaHHSM I'ellaTOLUTIB JIIOAVHYU BKa3ylOTh Ha Te, 110 PO3yBacTaTUH IMigOa€EThCA TiIbKU
MiHiManbHOMY MeTabo0si3My Ha ocHOBi P450 i 11eit MeTabo1i3M He € KJTiHiYHO BaxknueuM. CYP2C9 6yB
OCHOBHUM i30(epMeHTOM, 1110 OGpaB y4acTs y MeTabomi3mi, 3 2C19, 3A4 ta 2D6, mo Oynu 3anydeHi
MEHIII0I0 Mipoi0. OCHOBHUMH BU3HAYEHUMU MeTaboIiTaMu € MeTabomiTH N-me3metuny Ta
nakToHy. MeTtabomit N-ge3mertun € npubnau3uo Ha 50 % MeHII aKTUBHUM, HiX po3yBacTaTdH, hopMa
JIAKTOHY BBaXKA€ETHCS KITIHIYHO HeaKTUBHOI0. Po3yBacTtaTun Mae Ginbine 90 % inri6iTopHOi aKTUBHOCTI
BimHOCHO 'MTI-KOA-pemyKTasH, 110 IUPKYJII0E V 3aralbHOMY KPOBOOGITY.

BusedeHHs

[Tpu6nu3uo 90 % mo3u po3yBacTaTUHY BUBOOUTHCS Y HE3MiHEHOMY BUTTIAMI 3 peKamisiMu
(ckmamaeThes 3 abcopOoBaHOol Ta HeabCcopOOBAaHOI aKTUBHOI PEUYOBWHH), a 3aIUINOK BUBOIUTHCS i3
ceuero. [Tpubmu3Ho 5 % BUBOAUTHLCSA Y HE3MiHEHOMY BUTJIAMI i3 cedelo. [lepiof HamiBBUBeIeHHS 3
I71a3MU CTaHOBUTE mpubnu3Ho 19 rogus. I[lepion HamiBBUBeOeHHS He 30iMbIIYETHCS IPU BUCOKOMY
no3yBaHHi. [eoMeTpUYHO cepefHil KITipeHC 3 IIa3Mu KPOBi CTaHOBUTD Mpubau3Ho 50 miTpiB/roguny
(xoedimienT Bapiarii 21,7 %). 4k i 3 inmmmu iHri6itopamu 'MI-KoA-penyKTa3u, 3aX0IIeHHS
IIeYiHKOI0 PO3yBaCTaTUHY 3any4yae MeMOpauHuii TpaHcmopTep OATP-C. Lleit TpaHcIopTep €
BaXXJIMBUM [J151 BUBEIEHHS PO3yBaCTATUHY 3 MEYiHKH.

JIiHiliHicmb

CucTteMHa eKCII03Ullis PO3yBacTaTUHY 30iIbIIYETHCS MPOIIOPLiKHO 00 30inbIneHHs fo3u. Hemae
JKOIHOI 3MiHM 3a (papMaKOKiHETHYHUMM IIapaMeTpaMHu IIicjiss 0araTopa3oBOTo MOJIEHHOT0
3aCTOCyBaHHS.

['pynyu namieHTiB



Bik ma cmamwv

He cnocrtepiranocs KIiHIYHOTO 3HAYYIIOI0 BILUIMBY BiKy ab0 cTaTi Ha (hapMaKOKiHETUKY
po3yBacTaTuHy y gopocnux. PapmMakOKiHETHKaA PO3yBaCTaTUHY Yy [AiTel Ta MiIiTKiB i3
reTepO3Ur0THOIO CIMENHOI0 TinepxoiecTepuneMiero 6ya mogi6Ho0 70 hapMaKOKiHETUKY Y JOPOCIIUX
HOOPOBOJIBIIB (OUB. PO3min «IIiTu»).

Paca

d®apMaKOKiHETUYHI HOCigXKEHHS IeMOHCTPYIOTh MigBuilleHHs mpubau3Ho B 2 pa3u AUC ta C,,,
pPO3yBacTaTHUHY Y IAlli€HTiB - IpeiCTaBHUKIB HapomiB A3il (AIOHIIB, KAUTAMIB, Qiminminiis,
B’€THaMIIiB Ta KOPEUIiB), TOPiBHAHO 3 MallieHTaMU €BPOIEOiAHOI pacy; B iHAYCIiB CIIOCTEpiraeThCs
306inbIneHHs npubnu3Ho B 1,3 pa3a cepennix 3HaueHs AUC ta C,,,,. PapMaKOKiHETUUHUM aHai3
TPyNH MAIi€HTIB HE BUSBUB XKOAHOI KJIiHIYHO 3HAYYIOl Pi3HULI V¥ (hapMaKOKiHETHUII MiX
IIpeiCTaBHUKAMU €BPOIIEOITHOI Ta HETPOIAHOI pacH.

Hupkoesa HedocmamHicmb

[Tig yac mocmigkKeHHS 3 y4acCTIO MAIliEHTIB i3 pi3HUM CTyIeHeM IOpyIIeHHs QYHKIII HUPOK jerke abo
IIOMipHe 3aXBOPI0OBaHHS HUPOK He BIIJIMHYJIO Ha KOHIIEHTPAIlil0 po3yBacTaTuHy abo

MeTabomiTy N-me3MeTuny y maa3Mi KpoBi. Y maiieHTiB 3 TAXKKUM IOPYIIEHHAM (QYHKII HIPOK
(xmipeHc KpeaTuHiny < 30 MJI/XB) KOHIIEHTpAallid y Iy1a3Mi KpoBi 36inmbmmiacsa y 3 pa3y, a
KOHIIEHTpalis MeTabomiTy N-me3MeTuny MOpPiBHSHO 3 BifTIOBIIHUMYU ITOKa3HUKAMU Y 300POBUX
no6poBonbliB - y 9 pasiB. KoHIleHTpalil po3yBacTaTUHY Y IIJ1la3Mi KpOBi y cTabilbHOMY CTaHi y
TAIli€HTIB, SIKi IPOXOASATh CeaHCH TreMofiani3y, Oynu npubnau3Ho Ha 50 % OiNbIIMMU, HiXK Y 3[0POBUX
nOOPOBOJIBIIIB.

ITeuinKosa HedocmamHicmb

[Tig yac mocmimXKeHHS 3 y4acTio MAIliEHTiB 3 Pi3HUM CTyIeHeM IOopyIIeHHs QyHKII nevinku He 0yI10
JKOJHOT0 [OKa3y IiABUIIEHHS €KCIIO3HUIIil [0 PO3yBaCTaTUHY Y MAIli€HTIiB 3 TOKa3HUKAMU / Ta MeHIIe
3a knacu@ikariero Yaunga-I1'10. OfHak migBUllleHa CUCTeMHa eKCIIO3HULIis [0OHaMeHIIe ¥ 2 pa3u
CIIoCTepiranack y [IBOX IallieHTiB 3 MOKa3HUKaMu 8 Ta 9 3a kKiacudikariero Yaitnma-I1'o.

I'enemuyHul noaimopgpiam

Po3snogin inri6iTopis 'MI'-KoA-penyKTa3u, B TOMY YHCJIi pO3yBaCTaTHHY, BifOYBaETLCS 3@ y4acCTIO
tpaHcnopTHuX 0inkiB OATP1B1 ta BCRP. Y nanienTis i3 renetuunum nosnimopdizmom SLCO1B1
(OATP1B1) Ta/a6o ABCG2 (BCRP) icHye pu3uK MigBUIIEHO] €KCII03Ullil po3yBacTaTUHY. [Ipu OKpeMux
dbopmax momimopdizmy SLCO1B1 ¢.521CC ta ABCG2 ¢.421AA ekcno3suuis po3yBacTtatury (AUC)
migBHINEeHa MOoPiBHAHO i3 reHoTunaMu SLCO1B1 ¢.521TT a6o ABCG2 ¢.421CC. CroerianbHe
TeHOTHUITyBaHHS B KIiHIYHIN npakTulli He mepenbadyeHe, aje MallieHTaM i3 TakuM noJiMopdizMmom
PEKOMEHMYETLCS 3aCTOCOBYBATH MEHIIy M060BY 03y TiKapChkoro 3acoly Pokcepa®.

Himu

IBa mocrnimxkeHHsS dpapMaKOKiHETUKY PO3yBacTaTUHY (y BUTTIALi TabneToK) y miTen i3
reTepoO3Ur0THOIO CiIMEHNHOIO TimepxosecTepuHeMieio BikoM Bim 10 mo 17 pokiB a6o Bim 6 mo 17 pokis
(3aranom 214 maruieHTiB) TOKa3asy, 10 €KCIIO3UIlisd IIpenapaTy B fgiTel HUKYa abo mofidHa oo
€KCIT03UIlil y JOpOoCNuX nalieHTiB. EKkcno3utis po3yBacTaTuHy Oyia nepefdadyBaHOIO BiiTIOBIZHO [0
[O3U Ta TPUBAJIOCTI IPUMOMY IPOTSITOM OibII HiXK 2 POKU CIIOCTEPEKEHD.



Kniniuni xapakKTepuCTHKH.
Iloka3aHnHs.
JIixyeaHHA 2inepxosecmepuHemil

IopocnuM, miAmiTKaM Ta AiTSM BiKOM Bifi 6 POKIiB i3 IepBUHHOIO rinepxonecTepureMieio (tumy Ila, y
TOMY YHCJIi i3 TeTepOo3UTroTHOIO CiMeHOI0 TinepxonecTepruHeMielo) abo 3MillIaHo0 AUCimifeMieo
(Tuny IIb) K HOTIOBHEHHS [0 AIETH, KOJIU NOTPUMAHHS [i€TU Ta 3aCTOCYBaHHS iHIINUX
HeMeIUKaMeHTO3HUX 3ac00iB (Hampukian ¢hi3vyHUX BIIPaB, 3HUKEHHS MaCH Tijla) € HeMOCTaTHIM.

IopocnuM, miamiTKaM Ta OiTsSM BiKOM Bif 6 POKiB Ipu TOMO3UTOTHIN CiMelHil rimepxonecrepuHeMii
K [OTIOBHEHHS [0 Ai€TH Ta iHIINX JiMif03HUKYIYUX 3ac00iB TiKyBaHHS (Hanpukiapg apepesy
JITTHIIT) a6o y BuMagKax, KOJIM TaKe JiKyBAHHS € HEIOPEYHUM.

IIpoghinakmuka cepuego-cyOuUHHUX NOPYWEHb

3anobiraHHs 3HAYHUM CepIeBO-CYOUHHUM MOPYIIEHHSAM Yy MallieHTiB, AKUM, 3@ OLiHKaMHU, 3aTPOXKYE
BHCOKHUY PU3UK IE€PIIOro BUNAKY CEPIIEBO-CYIUHHOTO IOPYIIEHHS, K JOOBHEHHS 0 KOPEKIIil
IHMUX (paKTOPiB PU3UKY.

ITpomunoka3aHHA.
Io3u 5 mr, 10 mr, 15 Mr Ta 20 MT IPOTUIIOKA3aHi:

- nalieHTaM 3 MigBUIIEHO0I0 Yy TIUBICTIO N0 pO3yBacTaTUHY abo g0 Oyab-IKOro HeaKTHBHOTO
iHTpemieHTa;

- nalieHTaM i3 3aXBOpPIOBaHHSAM IEYiHKY B aKTUBHIN ¢a3i, y ToMy 4ucii HeBigoMoi eTionorii,
CTiliKe TigBHUINEHHS PiBHSA TpaHCaMiHa3 y CUPOBATIIi KPOBi Ta MifBUIIEHHS PiBHS OyAb-SKO1
TpaHcaMiHa3u B CUPOBATI OilbIle HiXK Y 3 pa3u MOHA[ BEPXHIO MeXY HOPMH;

- nalieHTaM 3 TSIKKUM MOPyIIeHHIM QyHKIII HUPOK (KipeHc KpeaTuHiny < 30 MJI/XB);

- IalieHTaM 3 MionarTielo;

- malieHTaM, sKi CylyTHbO IIPUUMAIOTh LIUKJIOCIIOPUH;

- nalieHTaM, IKi CynyTHbhO IpuiMaloTh copocOyBip/BenmaTacBip/BoKcUmamnpesip (IuB.
«B3aeMopis 3 iHIMMMH JTiKapChbKUMK 3aC00aMM Ta iHIII BUIY B3aEMOIii»);

- malieHTaM 3 yX&Ke iCHylo4uMH (aKTopaMu Oy MIOTOKCUYHUX YCKIIaJHEHbD;

- y mepiof BariTHOCTi abo rogyBaHHS IPYAMIO0, @ TAKOXK XKiHKaM PelpOfyKTUBHOTO BiKY, SKi He
BMKOPUCTOBYIOTh BiiTIOBigHI 3ac00u KOHTpPAIIEIIii;

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

- malfieHTaM i3 MigBUIeHOI0 YYTIUBICTIO 10 PO3yBacTaTUHY a0b0 10 OyOb-IKOTO HEaKTUBHOTO
IHTpefdienTa;



- nalieHTaM 3 aKTUBHOIO XBOPO0OI0 MTeYiHKY, BKIII0Yal04d He3p03yMijie, CTiliKe MifBUILIIeHHS
piBHS TpaHCaMiHa3 y cupoBaTlli KpPoBi Ta Oyab-sgKe MigBUIIEHHS TpaHCaMiHa3 y CUPOBaTIli KPOBi
OinbIne HixK y 3 pa3u IOHAM BEPXHIO MEXKY HOPMU;

- nali€eHTaM, gKi CyIyTHbO IPUIMAIOTh IIUKIIOCIIOPUH;

- y mepiof BariTHOCTI abo rofyBaHHS IPYAAI0 Ta XKiHKaM PeNpPONyKTUBHOTO BiKy, SIKi He
BHKOPUCTOBYIOTH BilIOBigHiI 3ac00u KOHTpPALIEIIIii;

- OITSIM;

- nalieHTaM 3 MionarTieto abo BXKe iCHylouMMHU (paKTopaMu AJis MionaTii/pabmoMioni3y; Taki
(haxToOpH BKIIIOYAIOTh: IOMipHE MOPYIIeHH (YHKIIil HUPOK (KJIipeHC KpeaTUHiHy < 60 MII/XB);
rinoTupeos; HasBHICTh B 0cobucToMy abo ciMeHOMY aHaMHe3i BPO[IKEHUX IOPYIIeHb 3 00Ky M’s3iB;
HAsIBHICTh B aHaMHe3i TOKCUYHOCTI 3 00Ky M’s13iB, clipuunHeHo] iHmuM inridiTopom I'MI-KoA-
penykTasu abo (ibpaToM; aTKOT0/IbHY 3a/IeXKHiCTh; CUTYyallil, KO MoxKe OyTH 30inbIleHHs PiBHIB ¥
IJ1a3Mi KpPOBi (HaIlpUKiIaf TSAXKKa eYiHKOBa HeIOCTATHICTh); a3iTChKe ITOXONKEHHS; CYIIyTHE
3acTocyBaHHs (ibpaTiB; Bik moHan 70 pokiB..

B3aemodisa 3 iHwumu snikapceKumu 3acobamu ma iHwi eudu e3aemoditi.

Po3yBacTtaTus € cy6CcTpaToM i IEBHUX TPaHCIOPTHUX 0inkiB, BKmouatouu OATP1B1, 1o
3abe3neyuye MeYiHKOBU TPAHCIIOPT, Ta ediokcHoro mepeHocHuka BCRP. OpmHo4YacHe BBeeHHS
Pokcepu® 3 NiKapChbKUMHM 3aC00aMy - iHTiGiTOpaMy KX TPAHCIOPTHUX OiIKiB MOXE CIPUYMHUTH
IiABUINEHHS KOHI[EHTPAIlil po3yBaCTHHY y IIJIa3Mi KPOBi Ta 30i/bIIeHHS PU3UKY MioTaTii.

Komu HeoOXifHO 3aCTOCOBYBaTH Pokcepy” pa3oM 3 iHMKMH JTiKapChKUMHE 3ac00aMH, 10 MiBUIYIOTh
eKCIIO3MIII0 PO3yBacTaTUHy, 034 Pokcepu® ciin Kopurysatd. CIiifi pO3MOYMHATH 3 JO3U 5 MI OfUH
pas Ha mo0y, Ko 04iKyeThCS 3pocTanHs ekcrno3utlil (AUC) mpubnu3Ho B 2 pa3u abo GimnbIie.
MakcuManbHa g060Ba 1o3a Pokcepu® Mae 6yTH CKOpUroBaHa TaKMM YHHOM, 100 O4iKyBaHa
€KCIIO3UIIisl pO3yBaCTaTUHY He IepeBuIllyBala KOHI[EeHTPallilo, 110 Bif3Ha4a€eThCA TOMAi, KOIU IIPUMOM
mo60Boi fo3u 40 Mr Pokcepu® BinOyBaeThCsl y pasi BifCyTHOCTI B3aeMOfii TiIKapCHKUMH 3aC00aMH.
Hampuknag, mosa 5 Mr POKCGpI/I® IIPY OHOYACHOMY 3aCTOCYBaHHi 3 IIMKJIOCIIOPUHOM (30iTbIIIEHHS
excmo3util y 7,1 pa3sa), fo3a 10 Mr Pokcepu® IpH 0IHOYACHOMY 3aCTOCYBaHHI 3 KOMOIHAL[I€0
puTOHaBip/aTaHa3asip (36inbmenHs y 3,1 pasa), Ta mo3a 20 Mr Pokcepu® mpy 0qHOYACHOMY
3acTocyBaHHi 3 remdibpo3unom (36inmbimenuHs y 1,9 pasa).

AHmauyudu

OpHOYacCHe BBeIeHHSI pO3yBaCTaTUHY i3 CYCIEH3i€0 aHTaluay, 10 MiCTUTh aJIlOMiHil0 Ta MarHit
rifpoKcum, MpU3BOOUTE 10 3MEHIIEHHS KOHIIEHTpPaLlil po3yBacTaTUHY Y Ija3Mi KpoBi MpuOIU3HO Ha
50 %. Lleu edekT 3MeHIITYBaBCs, KOIU aHTAIUA IPUIMaNU Yepe3 2 TOOUHY IiCIs pO3yBaCTaTUHY.
KriHiuHa 3HAYyIIiCTh Ifi€l B3a€MOZil He BUBYAJaCh.

deHoibpamu, noxioHi ¢ibpoesoi Kuciomu

Xoua He cIiocTepiranocs Hisgkoi GpapMaKOKiHeTHYHOI B3aEMOIii MizK po3yBaCTaTHHOM Ta
dbenodibpaToM, Moke MaTHu Miclle papMakogrHaMiuHa B3aemomis. [emdpiopo3un, perodibpaT Ta i
(biOpo€EBi KMCIOTH, BKITIOYA0UM HIKOTHHOBY KMCJIOTY, MOXKYTh MigBUINYBAaTH PU3UK MiomaTil npu
OOHOYaCHOMY BBefieHHi 3 iHribiTopamu 'MT-KoA penykTa3u.



LukaocnopuH

V mepiof; CyIyTHBOTO 3aCTOCYBaHHs Ipenaparty Pokcepa® Ta IUKIOCIOPUHY 3HadeHHs AUC
po3yBacTaTHHYy OylIu B cEpegHbOMY IPHUONIU3HO y 7 pa3iB BUIIUMHU, HiXK Ti, III0 CIIOCTEPIramucs y
370pOBHX f06POBOIBIB (uB. Tabnuio 2). Pokcepa® nmpoTunoKka3aHa malieHTaM, Ki 0OfHOY9aCHO
OTPUMYIOTh LIUKJIOCIIOPUH (OUB. pPo3nin «[IpoTUIIOKAa3aHHA»).

CynyTHe 3aCTOCYBaHHS He BIIJIUBAJIO Ha KOHIIEHTPAIl HIXKIOCIOPUHY y IJ1a3Mi KPOBI.
AHmaeoHicmu eimamiHy K

4K i y BUuMagKy 3acTtocyBaHHd iHmuUX iHTi0iTOpiB ['MI-KOA pemyKTa3u, I04aTOK JIiKyBaHHS
P0Kcep010® abo TOCTYTIOBe TiIBUILIEHHS 1i JO3U y MAlli€HTIiB, SKi OHHOYACHO 3aCTOCOBYIOTh
aHTaroHictu Bitaminy K (Hanpukiag Bapgpapus abo iHIIT KyMapyuHOBI aHTUKOATYIISTHTH), MOXKe
IIPU3BECTH [0 MigBUILleHHS MiXKHapOJHOT0 HOpMaJsi3oBaHOTro criBBigHomeHHs (MHC). [Ticns BigMiau
P0Kcep1/1® a6o 3meHmeHHd no3u MHC Moxe 3MeHIIATHCS. Y TaKUX BUNAAKaX 0akaHO BiNIOBITHUM
yrHOM KOoHTposoBatTy MHC. V nanieHTiB, gKi 3aCTOCOBYIOTh aHTaroHiCTH BiTaMiHy K,
PEKOMEeH/[0BaHO KOHTpomoBatd MHC sK Ha moYaTKy JiKyBaHHA PoKCepow®, TaK i micis NpUIMHeHHS
abo mpu mopmanbIlii 3MiHi ii JO3yBaHHS.

IH2ibimopu npomea3su

Xo4a TOUHMM MexaHi3M B3aeMO/Iil HEBiTOMUM, OqHOYACHE 3aCTOCYBaHHS iHTi6iTOPiB MpoTea3u Moxe
3HA4HO 30i/IbILIyBaTH €KCIIO3UIIiI0 PO3yBacTaTUHY (AuB. Tabnuino 2). Hampuknag, y gocmigxkeHHi
(dbapMaKOKiHETUKM OfHOYacHe 3acTocyBaHHsA 10 MI po3yBacTaTHHY Ta KOMOiHOBAaHOTO JIiKapChKOTO
3aco0y, mo mictuB ABa iHribiTopu mpoteasu (300 Mr aTazaHaBipy/100 Mr puToHaBipy), Y 30OPOBUX
noOpoBObLiB cynmpoBoaxkyBasocs migsuieHHsaM AUC ta C,,, po3yBacTaTuHy IpuOIu3Ho B 3 Ta 7
pa3iB BianoBigHO. OgHOYaCHE 3aCTOCYBaHHA IIpenapaTry P01{cepa® Ta JesKux KoMOiHaIii iHTibiTopiB
pOTeas3y MOXKIIMBE ICTsg peTeNbHOro 06MipKyBaHHS KOpPEKIIil 03K npenaparty Pokcepa®, BUXOOAYH
3 04YiKyBaHOTO 3POCTaHHS €KCII03UIlil po3yBacTaTUHY (AuB. po3ainu «Crocib 3acTOCyBaHHS Ta [03U»,
«OcobmuBOCTI 3aCTOCYBaHHS», «B3aemofiist 3 iHIIMMY TiKapChbKUMU 3aco0aMu Ta iHII BUOU
B3aEMOMIN», TAOIUIO 2).

I'em@ibpo3us ma iHwi 2inosainidemiyHi npenapamu

OpHOYaCHe 3aCTOCyBaHHA ImpenapaTy Pokcepa® Ta remMdpiGpo3uiny Ipu3BoAuIO A0 3pocTanHs AUC Ta
C,..x PO3YBacCTaTUHY B 2 pa3u (auB. po3min «OcoOIUBOCTI 3aCTOCYBAHHS»).

Buxopsuu 3 maHUX CleliaTbHUX OOCIiIXKeHb B3a€MOZIl, 3HaYHOl (hapMaKOKIHETUYHOL B3a€MOZIl 3
dbenodiOpaTOM He 0UiKYETHCS, OQHAK MOXKJIMBa hapMaKoAuHaMiuHa B3aemomis. 'eMpidpo3ur,
dbenodibpar, inmi pidbpatu Ta HiauuH (HIKOTMHOBA KMCIIOTA) Y TinomninigeMiunux mo3ax (> abo piBHi 1
r/mo0y) MifBUINYIOTh PU3UK PO3BUTKY MiollaTil IpU CyNyTHbOMY 3aCTOCYBaHHI 3 iHribiTopamu I'MI'-
KoA penykTa3u, MOXKINBO TOMY, 1[0 BOHU 30aTHI MPU3BOAUTH [0 MiomaTii i Ipu 3acTOCyBaHHI
okpeMo. JTosa Pokcepu® 40 Mr IpoTUIIOKa3aHa IPK CyIyTHLOMY 3aCTOCYBaHHi piGparis.

JIikyBaHHA POKCGpOIO® y TaKuX BUIAKaX CJIJ TAKOX PO3IOYUHATH 3 JO3U O MT.
E3zemumib

OpHOuYacHe 3acTOCyBaHHA mpenaparty Pokcepa® B mosi 10 Mr ta esetumify 10 Mr mamieHTaMm i3
rinepxonectepuHeMieio nmpusBoauno no 3pocranus AUC po3yBactatuny B 1,2 pa3a (tabnuis 2). He
MOJKHA BUK/IIOUaTH apMaKogUHaMiuHOI B3aeMofii Mixk mpenapaToM Pokcepa® Ta esetumiboM, 110



MOXKe ITPHU3BECTH [0 HebaxkaHuX SBUII (IUB. Po3Min «OcOOIMBOCTI 3aCTOCYBAHHS»).
EpumpomiuyuH

OpHOYaCHe 3aCTOCyBaHHS Pokcepn” Ta epUTPOMIIMHY 3HIKYBAJIO AUC,,,, po3yBacratuty Ha 20 %, a
Cax — Ha 30 %. Taka B3aeMofiist MOxKe OyTH CIpUYMHEHA MiABUIIEHHSIM EPUCTATbTUKY KUIIEYHUKY
BHACJIIJIOK il epUTPOMILIUHY.

®epmenmu yumoxpomy P450

PesynbraTu goCifXKeHs in vitro Ta in vivo CBim4arTh, 10 pO3yBacTaTUH He iHTiIOyeE i He CTUMYITIOE
isopepmenTu nuToxpomy P450. OKpiM 110T0, pO3yBacTaTUH € CITaOKUM CyOCTPaTOM ITUX
i3opepmeHnTiB. TakuM YMHOM, B3a€MOZI1 3 JTiKAPChKAMHU 3aco0aMu B Pe3yJibTaTi MeTabomi3my,
onocepenkoBanoro P450, He ouikyeTbcs. He croctepiranocs KiaiHIYHO 3HAYYIIUX B3aEMOAIN MixK
po3yBacTaTuHOM Ta ¢ykoHasosoM (iuribitopom CYP2C9 ta CYP3A4) a60 KETOKOHA30JI0M
(imriitopom CYP2A6 ta CYP3A4).

Tabmuus 2
BrnnuB cymyTHiX NiKapchKux 3ac00iB Ha €KCIIO3UIIil0 pO3yBaCTaTUHY
(AUC; y nopsaKy 3MeHIIIeHHS BeIMYNHH) 3a ONy0IiKOBAaHUMU JaHUMU KTIHIYHUX AOCTiAKEHb

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

PexuM mo3yBaHHS JIiKapChKOT0 3aco0y, 1110 B3aeMofiie PexXuM J03yBaHHS 3minu AUC
pO3yBaCTaTUHY po3yBacTaTUHY*

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

mr-100 mr) Bokcumnanpesip (100 mMr) omux pa3 Ha go0y mo3a

npoTarom 15 gHiB

LluknocmopuH Bix 75 Mr aBivi Ha goOy mo 200 mr gBiui 10 Mr oguH pa3 Ha T 7,1 paza

Ha 700y, 6 MicsIiB no0y, 10 guiB

Hapomytamin 600 Mr aBidi Ha moOy, 5 mHIB 5 Mr, olHOpPa30Ba T 5,2 paza
mosa

Peropacdeni6 160 Mr onun pa3 Ha go0y, 14 nHiB 5 MT, OgHOPa30Ba 1 3,8 pasa
mosa

Atazanasip 300 mr/putonasip 100 Mr onuH pa3 Ha 10 mr, omHOpPa30Ba T 3,1 paza

noOy, 8 ;mHiB mo3a

Benmaracgip 100 Mr onuH pa3 Ha go0y 10 mr, omHOpPa30Ba T 2,7 paza
mo3a

Owmbitacsip 25 mr/mapuTtanpesip 150 mr/ 5 Mr, 0OlHOpa30Ba T 2,6 paza

putoHasip 100 mMr oguH pa3 Ha go0y/ macalysip 400 Mrgo3a
nBiui Ha moOy, 14 mHiB

Tepudnyromin IlaHi BifCyTHI T 2,5 pasa

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

11 pHiB Io3a

I'mexkampesip 400 mr/miOpenTaceip 120 Mr oguH pa3 Hab MI OIMH Pa3 Ha T 2,2 paza

noOy, 7 mHiB noOy, 7 mHiB

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

17 ouis noOy, 7 mHiB

Kanmatuui6 400 Mr aBiui Ha go0y 10 Mr, omHOpPa30Ba 1 2,1 pasa
mosa

Knonigorpens 300 mr, motiMm 75 Mr yepe3 24 roguau 20 Mr, omHOpPa30Ba T 2 pa3u
mosa

®octamaTtuni6 100 Mr nBiuHi Ha HeHb 20 Mr, ogHOpPa30Ba T 2,0 pa3u

mosa



®ebykcoctaT 120 Mr ofivH pa3 Ha 000y
Femdibpo3un 600 mr ABidi Ha K00y, 7 OHIB

30inbmenHs AUC po3yBacTaTHHY MeHILe HiX y 2 pa3u
PexuM mo3yBaHHS JIiKapChKOT0 3ac00y, 110 B3aEMO[Ii€

Entpomb6omak 75 Mr oguH pas Ha fo0y, 5 gHiB
HapyuaBip 600 mr/putonaBip 100 Mr aBiui Ha mo0y,
7 mHiB

Tunpanasip 500 mr/putoHasip 200 Mr aBigi Ha 700y,
11 nuis

Hponenapon 400 Mr aBigi Ha KOOy

ITpakoHa3on 200 Mr onuH pa3 Ha go0y, 5 AHIB
E3etumi6 10 Mr opuH pa3 Ha 0o0Oy, 14 nHiB

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

Eputpowmitua 500 Mr yoTupu pa3u Ha [o0y, 7 OHIB

Batikanin 50 mr Tpudi Ha no0y, 14 gHiB

10 mr, omHOpa30Ba
mosa
80 Mr, ogHOpa30Ba
mosa

PexuM [03yBaHHS
po3yBacTaTUHY

10 mr, omHOpa3oBa
no3a

10 mMr ofuH pa3 Ha
no0y, 7 OHiB

10 mr, omHOpa3oBa
no3a

IlaHi BiiCyTHI

10 mr, omHOpa3oBa
no3a

10 mMr opuH pa3 Ha
no0y, 14 guiB

PexxuM mo3yBaHHS
pO3yBacTaTUHY

80 Mr, ogHOpa30Ba
mosa

20 Mr, ogHOpa30Ba
mo3a

71,9 pasa
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 **

7 1,2 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, pefcTaBieHi y BUTIsAgi % 3MiHH, SBISIOTE C06010 %
PI3HULIIO BifHOCHO ITIOKA3HUKIB IIPU 3aCTOCYBaHHI PO3yBacTaTUHY OKPEMO.

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

** By1o mpoBefieHO KilbKa [AOCTiAKeHb B3a€MOIii TpK Pi3HUX J03aX PO3yBACTATHHY, V TaOIHUIl

II0JlaHO HaMbiNbII 3HAYYIIlEe CIIiBBiIHOIIEHHS.

Jlikapceki 3acobu / KoMmOiHalii, SKi He Manu KIiHiYHO 3HAYYIIOTO BIIMBY Ha criBBigHOmeHHS AUC
po3yBacTaTHHY IIPH OOJHOYACHOMY 3aCTOCYyBaHHi: ajneryitasap 0,3 Mr 7 mHiB; ¢peHodibpaT 67 Mr 7
nHiB 3 pa3u Ha mo0y; dnykonason 200 mr 11 gHiB 1 pa3 Ha goOy; ¢do3amnpeHasip 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 KOHMpauenmuau/20pmoHo3amicHa mepania (I'3T)

OpHOYacHe 3aCTOCyBaHHS Pokcepu” Ta mepopabHUX KOHTPAIENTHBIB IPU3BOAKIIO 10 MiBUAICHHS
AUC etuninectpagiony Ta HoprecTtpeny Ha 26 % Ta 34 %, BigmoBigHO. [TifBUIlleHHS M1a3MOBUX
piBHIB ctig BpaxoByBaTH IpH mig6opi 403U mepopaibHUX KOHTpaLenTuBiB. HeMae maHux 1mono
(papMakoKiHeTVKH IIperaparTiB y NallieHTiB, AKi OqHOYaCcHO mpuiiMalTh Pokcepy® Ta 3T, ToMy
MOXKJIMBICTb B3a€EMO/Iil BUK/II0YaTH He MoxkHa. OfHaK TaKy KoMOiHalliio IIMPOKO 3aCTOCOBYBAJIU
XKiHKaM y KIiHIYHUX OOCTioXKeHHX, Ta BOHa IlepeHocunach noope.

THwi nikapcvki 3acobu

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



OYiKyETHCH.

V KiHiYHEX gocTifXKeHHaX Pokcepy” CyIyTHBO 3aCTOCOBYBAIM 3 aHTUTINEPTEH3UBHUMH,
aHTUOiabeTHYHUMU 3acobaMu i TOPMOHO3aMiCHOM Teparieio. LIi qocmimkeHHs He TToKa3alyu XKOTHUX
MOKa3iB KIiHIYHO 3HAUyHIuX HebaKaHMX B3aEMOIIH.

dy3udosa Kucsioma

HocnimKeHHS B3aEMO/Iii po3yBacTaTHHY 3 (Py3HUO0BOIO KMCJIOTOIO HE TPOBOAUINCS. PU3UK Miomarii,
BKJTIOYalouy pabmoMioni3, Moxke MigBUIIYBATHUCS 3a PaXyHOK CYIyTHBOTO CUCTEMHOTO 3aCTOCYBaHHS
Gby3umoBoi KUCTIOTH 3i cTaTHHAMHU. MexaHi3M 1iel B3aeMoii (hapMakoguHaMiuHuHM a0
(bapMaKOKiHeTUYHU), IOKU HeBimoMui. Bynu moBimomneHHs npo pabooMioni3 (BKI04Yayu JTeTaabHi
HACJIiOKM) y MallieHTiB, SKi OTPUMyBasH 110 KoMOiHallifo.

fAKII0 cucTeMHe JiKyBaHHS (y3UI0BOI0 KUCIIOTOIO € HEOOXiIHUM, TO 3aCTOCYBAHHS PO3yBaCTaTUHY
Mae OyTH IPUIMHEHO IPOTSATOM YChOTO Iepiofy MiKyBaHHS (Qy3UA0BOIO KUCIIOTOO.

Jloninagip/pumoHasip

V papMakKoIoridHOMy HOCTiIXKEHHI CyIyTHE 3aCTOCYBaHHS Pokcepu” Ta KOMOIHOBAHOTrO IIpenapary,
1110 MiCTHB ABa iHTiOiTOpYM NpoTeasu (momiHaBip 400 mr/putonasip 100 Mr), y 3M0POBUX JOOGPOBOJIBIIIB
acotlitoBanocs 3 MpuOIM3HO JBOPA30BUM Ta I1'ITUPA30BUM 30i/IbIIIeHHSIM ITOKA3HUKIB PiBHOBAXKHOTO
AUC,,,, Ta CMax [y po3yBacTaTUHY BifIOBigHO. B3aeMofio Mix Pokcepow® Ta iHImIMME
inribiTopaMu mpoTea3u He BUBYAJIH.

Tikaepeaop

Tukarpenop Moxe BIJIMBATH Ha HUPKOBY €KCKPEIIil0 pO3yBaCTATUHY, 30ibIIYI0YN PU3UK HOTO
HaKONM4YeHHs. X04a TOUHUU MeXaHi3M HeBIIOMUM, y NesIKUX BUNaAKaxX OQHOYACHE 3aCTOCYBaHHS
THKarpesaopy Ta PO3yBaCTaTUHY IPU3BOOUIIO N0 3HUKEHHS (DYHKIIIl HUPOK, IMiABUIIEHHS PiBHSI
KpeaTuHdpocPokinasu Ta pabmoMionisy.

Himu

HocmigxeHHS B3a€MO{Iil TPOBOAMIN nullle y gopocnux. CTyIiHb B3a€EMOil y [AiTel HEBITOMUU.

Oco06.1ueocmi 3acmocyeaHHs1.
Bnaue Ha HUpku

V marieHTiB, fKi 3acTocoByBanu Pokcepy® y BUCOKHX f03axX, 0co0muBO 40 MT, Bif3Ha4anoCcs BUIAAKH
IPOTelHypil (BU3HAUEHOI 3a «TECTOM CMYXKKHU»), IepeBakHO KaHa/IblleBOl 3a IIOXOAKEHHSIM Ta Y
OinmbInocTi BUMaAKiB TMM4YacoBoi abo HeTpuBajoi. [IpoTeinypis He cBimunIia Ipo rocTpe abo
IIporpecyioye 3aXBOpIOBaHHS HAPOK. HebGaxaHi siBuilla 3 60Ky HUPOK Y TOCTMapKEeTUHTOBHU Tepiof
Bij3HayaIu 4acTille Ipy 3acTocyBaHHi fo3u 40 Mr. V nallieHTiB, AKi IpuiMaioTh npemnapat y gosi 30
abo 40 Mr, (yHKIIiI0 HUPOK CJIifi IEPEBIpATH PETYISIPHO.

Bnaue Ha ckeaemHy MycKyaamypy
YpaxeHHS CKeJIeTHOI MyCKyJIaTypHy, HallpUKJIaf Miairis, Mionaris, Ta pigko - pabgoMiosnis

CIIoCTepiranucs y NalieHTiB IPK 3aCTOCYBaHHi ycix f03 Pokcepu®, a 0co61uBo pu go3ax Gimbme 20
mr. [Ipu 3acTtocyBaHHi e3eTuMiOy y KoMmOiHaii 3 inribitopamu I'MI'-KoA penykTa3u gyxe pifgko



ITOBiHOMJISITIOCH TTPO BUMAAKU PO3BUTKY pabmomiontizy. He MoxKHa BUKII0YATHU MOXKIJIMBOCTI
dbapMakKoguHAMIYHOI B3aEMOIii, @ TOMY TaKy KOMOiHAIIif0 CJIii 3aCTOCOBYBaTH 3 00€PEKHICTIO.

4K i y BUnagKy 3acTtocyBaHH4 iHmuX iHribiTopiB 'MI-K0A penmykTa3u, BUllafKu pabmoMionisy,
TIOB'sI3aHi i3 3acTocyBaHHAM Pokcepr®, y MOCTMapKeTHHI OB II€PiOf] TPAIIAIKCS JYacTille IPH [03i
40 mr. € noBiAOMJIEHHS PO PifKiCHI BUMAAKX iIMyHOOIIOCEPEIKOBaHOI HEKPOTU3YI04O0l Miomarii, o
KJTIHIYHO IIPOSIBIISIOTHCS CTiHKO0 MPOKCH3MAJIbHOI M’SI30BOI0 CJIA0KICTIO i MigBUIIEHHSIM PiBHS
CHPOBATKOBOI KpeaTUHKiIHA3M, Iifl 4ac JIiKyBaHHSA a0o0 Mmiciis IPUIMHEHHS JTiIKyBaHHS CTaTUHAMHU,
BK/TI0UAIOYX PO3yBacTaTHH. Y TAKOMY pa3i MOXyTh OyTH HEOOXigHUMHU JOJaTKOBI HEMpPOM g30Bi i
CepOJIOTiYHi NOCIiAXKEeHHS, JIIKyBaHHS IMyHOCYIPECUBHUMHU IIpernapaTaMu.

[ToBimomusiniocs, 10 V AesSKUX BUIagKaX CTaTUHU BUKJIMKAIOTh ab0 3ar0CTPIOI0TH NOMEePEeNHbO HAsIBHY
MiacTeHilo rpaBic abo o4Hy MiacTeHito (guB. po3min «I1o6iuHi peakii»). Y pasi 3arocTpeHHS
CHMIITOMIB 3aCTOCYBaHHs JTiKapCchbKoro 3aco0y Pokcepa® ciif npunuauTy. [TOBiOMIIAIOCS PO
PeLuANBY NIPY IepiIoMy abo TOBTOPHOMY 3aCTOCYBaHHi TOro camoro afo iHIIOTo CTaTUHY.

BusHauyeHHA pieHA KpeamuHpochoKiHa3u

PiBHi kpeaTturdochokina3u He CyIifg BUMipIOBATH Micisg 3HaYHUX (Gi3MUYHUX HaBaHTaXKeHb abo mpu
HasIBHOCTi MOXKJIMBUX albTePHATUBHUX IPUYUH IiABUIIEHHS KpeaTuH-PochoKiHa3H, 110 MOXKYTh
3aBaxkaTH iHTepIpeTallil pe3y/bTaTiB. fAKIIO T0YaTKOBI piBHI KpeaTHH-GoChHOKiHA3M 3HAYHO
migBUIIEeHi (>5X BEPXHBOI MeXKi HOPMH), TPOTATOM 5-7 OHIB HEOOXiTHO 3p0OUTH NOIAaTKOBUMI
MigTBePAXKYIYUY aHai3. AKIIo pe3ynbTaT MOBTOPHOIO aHali3y MiATBEPHXKYE T0YaTKOBUYU PiBEHb >5
X BEPXHBOI MeXi HOPMH, PO3MOYMHATH JIiKyBaHHS He CJIif.

ITeped nikygaHHAM

Pokcepy®, sk i pemrty inri6iTopis I'MI'-KoA penykTasw, Ciif 3 00epezkHICTIO IpU3HAYaTH Halli€HTaM
i3 hakTOpPaMH, 110 CIIPHSIOTh PO3BUTKY MiomaTii/pabmomionisy. [1o Takux ¢pakToOpiB HajleXKaTh:

mopyLIeHHs QYHKII HUPOK;
TiMOTHUPEOS;
HasBHICTh B iHOUBinyanbHOMY ab0 ciMeltHOMY aHaMHe3i ClIagKOBUX M'sI30BUX 3aXBOPIOBAHb;

HasIBHICTh B aHaMHe3i MiOTOKCUYHOCTI, CIpUYMHEHO1 iHmmMy iHribitopamu I'MI-KoA
penykTasu abo ¢pidpaTamu;

3JI0BXKMBAHHS aJIKOT0JIeM;
BiK >70 pOKiB;

CHUTYyallil, 10 MOXKYTb IIPH3BECTH [0 MiABUIIEHHS PiBHIB IIpenapary y mjaa3Mi KpoBi;
OflHOYaCHe 3acToCyBaHHS (iOparTiB.

Y Takux marieHTiB 1OTPiOHO MOPIBHATH PU3UK Ta MOXKJIMBY KOPUCTh IIPU 3aCTOCYBaHHI Ipemnapary;
TaKOXK PEKOMEH[I0OBaHUM KJTiHIYHMY MOHITOPUHT. He criig po3nodynHaTy JiKyBaHHS y BUNAAKY 3HAYHO
MigBUINIEeHNX Mo4aTKoBuX piBHIB KOK (>5 x BMH).

Y nepio0 aikyeaHHs

[TarieHTiB CIIif MomepeguTy IPO HEOOXIMHICTh HeraHo MOBITOMIISITH PO He3 SICOBHUN M'SI30BUM



0inb, M's130BY cnabKicTh abo cymoMu, 0COOMMBO SIKIIIO BOHU CYIIPOBOIKYIOThCS HE3MYKAHHIM a00
MigBUIIIEHHIM TeMIlepaTypu. Y TaKuX Malli€HTiB CJif BU3HauuTHU piBHI KOK. Crig npunuHuTI
nikyBaHHS, Ko piBHi KOK 3nauyHo mipuieni (>5xBMH) abo K0 M's30Bi CHMIITOMU TSIXKKi Ta
CIIPUYMHSIOTh JUCKOM@OPT y IOBCIKAEHHOMY XUTTi (HaBiTh Akio piBHI KOK < 5 x BMH). dkmo
CUMIITOMY MUHAIOTh Ta piBeHb KOK moBepTacThCa 1o HopMH, Pokcepy” a6o albTepHaTHBHUMA
inribiTop I'MI'-KoA MmoxkHa cupoOyBaTé 3aCTOCYBaTU 3HOBY, ajle y MiHiMaIbHUX [[03aX Ta Iif
peTenbHUM HarngaoM. PerynsipHuii KoHTposb piBHS KOK y nanieHTiB 0e3 BUllleBKa3aHUX CUMIITOMIB
HEMOTPiOHUH.

Y KJTiHIYHUX JOCHIXKEHHSIX Y HEBEJIMKO]I KiJTbKOCTI MAaIli€HTIB, IKi 3aCTOCOBYBaX POKcepy® Ta
CYIyTHI IIpenapaTy, IOCUJIEHOT O BIUIMBY Ha CKeJIeTHY MyCKYy/IaTypy He Big3Havanoch. OgHak
migBHIIleHa YaCTOTa BUIMAAKIB MiO3UTY Ta MiolaTil CIIoCTepiranach y IMalli€HTiB, SIKi 3aCTOCOBYIOTh
inmi inri6iTopu I'MI-KoA penykTasu i3 noxigauMu Gi6poeBoi KMCIOTH, B TOMY YKCITi reMdpibpo3unom,
ITUKIOCIIOPUHOM, HiKOTHHOBOIO KMCJIOTO0, a30/IbHUMHU IIPOTUTPUOKOBUME 3acobamu, iHribiTopaMu
IIpOTeas3u Ta MaKpoligHUMHU aHTHUOIoTHKaMu. ['eMpiOpo3um migBuUIlye PU3UK PO3BUTKY Miomartii npu
CYIyTHBOMY 3aCTOCYBaHHi i3 geskumu inriGiropamu I'MI-KoA penykTasu, ToMy Pokcepy® He
PEKOMEeHJ0BaHO 3aCTOCOByBaTH ¥ KoMOiHamii i3 reMpidoposunom. CIpUATIUBUN BIIUB ITONaIBIINX
3MiH piBHA JMifiB IPX OMHOYACHOMY 3acTocyBaHHI Pokcepu® i3 pibpaTamMu a6o HiaMHOM IIOTPIGHO
TIOPIBHSATH i3 MOTEHIIMHUMY PU3UKAMHU IIPU 3aCTOCYBaHHi Takoi KombiHarliil. OgHOYacHe
3acrocyBaHHs Pokcepu® B 103i 30 a6o 40 mMr Ta GpiGpaTiB IPOTHIIOKA3aHO.

Pokcepy” He CJIif CyMill[aT{ pa3oM i3 CHCTeMHHMM 3aCTOCYBaHHS (y3KMI0BOI KACIOTH aB0 IPOTAroM 7
[HIB IiCNIS MPUIKMHEHHS JIiKyBaHHS (y3UI0BOI0 KUCIIOTOIO. [IJ15 MAIli€HTIB, AJIS IKUX BUKOPUCTaHHSI
CHUCTeMHOI py3un0BOI KUCIIOTH BBaXKAEThCS HEOOXiMHUM, JTiKyBaHHS CTaTMHAMU HEOOXiqHO
IPUNUHUTY IPOTATOM yChOTO IIePiofy JiKyBaHHS (Py3UO0BOI0 KUCIOTOW. Bynu OBifOMIIEHHS IIPO
BUIIa[IKX pabmoMioni3y (BKJI0Yarouu JieTajdbHi HAC/IifiK1) y TallieHTiB, sIKi OTpuMyBanu Qy3umoBy
KHCJIOTY i cTaTHHM B KOMOiHarril. ITaIfieHT moBUHEH HeranHo 3BePHYTHUCS [0 JIiKaps, SKIIO BiH
Bi4yBa€ CUMIITOMHU, TaKi SK M's30Ba ci1a0KicTh, 6inb a00 B'SIiCTS.

Tepamis ctraTuHaMu MoKe GyTH IIOBTOPHO IIPOBefieHa Yyepe3 7 [OHIB IMiC/IsI OCTaHHbBOI 103U (y3Ua0BOI
KHCJIOTH.

Y BUHATKOBUX BUIAfgKaXx, KOJIM HeoOXifiHe TpuBajie CUCTEeMHE 3aCTOCYBaHHSA (Py3UO0BOI KUCIIOTH,
HaIpHUKIIaf, [I71d JiKyBaHHS BaXkKKHUX iHEKI[iH, HeoOXigHICTh OJHOYACHOro Npu3HadeHHs Pokcepu® i
(Gby3unoBOi KUCIIOTH CITifl PO3TIsANaTH TiIbKM B KOXKHOMY KOHKPETHOMY BUMAMKY i Iifl peTeIbHUM
MEeIWYHUM HarJIsagoM.

Pokcepy” crif 3 06epexkHiCTIO 3aCTOCOBYBATH HaLlicHTaM i3 paKTOPaMH, IO CIPHUIIOTH PO3BUTKY
MiomarTii, TAKKUX SIK HUPKOBA HEOOCTATHICTh, JIITHIH BiK, TimoTHpeo3, abo y CUTYallisX, KOJIK MOXKe
30iMBIMUTUCS KOHIIEHTPAIIiS IpenapaTy y Ij1a3Mi KpoBi.

P0Kcepy® He CJIifl 3aCTOCOBYBAaTH [IJI IMAlli€HTIB i3 TOCTPUMH, CEPUO3HUMU CTaHaAMHU, 110 CIIPUSIIOTh
PO3BUTKY MiomaTii abo MigBUIIYIOTh PU3UK PO3BUTKY HUPKOBOI HEOCTATHOCTI Ha TJIi pabnoMionidy
(TakMMHU SIK CEIICHUC, TiloTeH3is, 00K pHe Xipypriuie BTpy4YaHHs, TPpaBMa, TSXKKi MeTabomiuHi,
eHJOKpYHHI ab0 eJIeKTPOIiTHI MOPYIIEHHS; HEKOHTPOJIHOBaHI CyooMu).

Bnaue Ha neyiHky

9K i i inri6itopu ITMI-KoA penykTasu, Pokcepy® ciiif 3 06epexXHiCTIO 3aCTOCOBYBATH Ial[i€HTaM,
SIKi 37T0B2KMBAIOTH aJIKOTOJIeM Ta/a00 Mal0Th 3aXBOPIOBAHHS IIEYiHKYM B aHAMHE3.

OyHKII0 EeYiHKY PeKOMEHI0BaHO [IePeBipUTHU Ieper 104aTKOM 3aCTOCYBaHHA IIpelapaTy Ta 4yepe3
3 micsni mikyBaHHS. fAKIIO piBeHb TPpaHCaMiHa3 y CUPOBATII KPOBi Oifblle HixXK yTpUYi IepeBUINye
BEpXHIO MeXKy HOPMH, 3aCTocyBaHHa Pokcepu® cnif mpunuauTy. [1po cepiio3Hi mopymeHHs QpyHKIl



IeYiHKY (IepeBaXkKHO MiBUILIEHHS PiBHSA IE€YiHKOBUX TpaHCaMiHa3) y IOCTMapKETUHTOBUM IIepiof
IIOBIAOMJISIJIOCH YacCTillle IPU 3aCTOCYBaHHi fo3u 40 Mr.

V NallieHTiB i3 BTOPUHHOIO TilepXoaecTeprHeMicio, CIPUYMHEHOI0 TI0THPe030M a0 HepPOTHIHIM
CHHIPOMOM, CIIEPILY CJIif] IPOBECTH JIiKyBaHHS OCHOBHOI'O 3aXBOPIOBAHHS, a IIOTIM IIOYMHATH
3acTocyBaHHs Pokcepu”®.

YV micnsipeecTpauiiHoMy mepiomi 3pimKa MoBimOMIISIOCS PO JieTabHi a00 HeleTalbHi BUTAgKH
IIeYiHKOBOI HEJOCTATHOCTI Y MAaIli€HTIiB, AKi MPUKAMaIu CTaTUHY, B TOMY YHMCJIi pO3yBaCTaTHH. fAKIIO
Ha TJIi JTiKyBaHHA mpenapatoM Pokcepa® po3BUBa€EThCS Cepiio3He ypaXkKeHHs MeYiHKHU 3 KIIiHIYHO0
CHMIITOMAaTHKOIO Ta/abo rinepbinipybiHeMieio 4u KOBTSIHUIEI0, HETANHO CIIiJ IPUIUHUTY IPUHOM
Ipernapary. fAKIIo iHLIi IPUYUHY He BUSBIIEHO, He CJIi[ [IOHOBJIIOBATH JIIKyBaHHS IIperapaToM
Poxkcepa®.

Paca

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

I Takux MalieHTiB HeoOXilHa KOPEKIlis [03yBaHHS IIpenapaTy Pokcepa® (muB. po3ginu «Cooci6
3aCTOCyBaHHS Ta [03u» Ta «PapMaKoKiHeTUKa»). [[Jg mallieHTiB MOHTOJIOIIHOI pacu mo4YaTKoBa fJ03a
Pokcepu® nosurHa GyTu 5 Mr. ITigBuIIeHa KOHIEHTpAaIlis PO3yBacTaTUHY y IJIa3Mi KpoBi Oyna
noMideHa B a3iiChbKUX Malli€eHTiB (AuB. po3min «PapMaKoKiHeTrKa»). Ciif B3sTH OO0 yBaru 30i/blIeHy
CHCTEMHY eKCIIO3HIIi0 IPY JIiKyBaHHI Malli€eHTiB MOHT0JIOIIHOI PacCH, y SIKUX TilepxojaeCcTepruHeMis He
KOHTPOJIIOETHCS afleKBaTHO fo3amu [0 20 Mr.

IHeibimopu npomeasu

[TigBuIleHa CUCTeMHa eKCITO3HIIisl O PO3yBaCTaTUHY CIIOCTepiranacs B ocib, sKi 3aCTOCOByBaIu
PO3yBaCTaTHH CYNMyTHHO 3 PisHUMH iHTiGiTOpaMM MpoTeas3u y MOegHAHHI 3 puToHaBipoM. Crrin
0OMipKyBaTH K KOPUCTh Bif| 3HMKEHHs PiBHA JIMIfiB 3a JomoMorow npemnapaty Pokcepa® y
nanienTiB i3 BIJI, ski oTpuMyoTh iHTi6iTOpPU MpOTea3y, Tak i MOKIUBICTD MiABUIIEHHS KOHIIEHTPAIli!
pO3yBaCTaTHUHY y IJ1a3Mi KPOBi Ha IT0YaTKYy Tepallil Ta [IpU MiABUIEHH] 1031 Pokcepu® Ojisl HAIli€HTIB,
SIKi OTPpUMYIOTh iHTiOiTOpH mpoTea3u. OgHOYaCHe 3aCTOCYBaHHS IIpelapary 3 iHribiTopamMu nporeas3u
He PEeKOMEHMYETHCH, AKIIO A03a POKCGpI/I® He CKopurosaHa (muB. po3ain «Cnocib 3acToCcyBaHHS Ta
no3u» Ta «B3aemopis 3 iHIMUMHU JTiKapCbKUMM 3aco0aM¥ Ta iHII BUAY B3aEMOIiii»).

HenepeHocumicmb nakmo3u

[TarienTaM 3 PigKiCHOIO CITaKOBOIO HEIIePEeHOCHUMICTIO ralakTo3u, fedinurom naktal3u Jlamnma abo
MasibabcopO1iieto TII0KO3U-TalakKTO3U He CIIiJ] 3aCTOCOBYBATH Ileil ITpenapar.

IHmepcmuuianbHe 3ax80PIOBAHHSA /1€2€Hb

[ToonuHOKi BUTIQIKX iHTEPCTUIliaIbHOTO 3aXBOPIOBAHHS JIeTeHb Oy 3apeecTpoBaHi mpu
3aCTOCyBaHHI JesIKUX CTaTUHIB, 0COONIMBO y BUMAOKY AOBrOTPUBAJIOl Teparii. [lo CHMITOMIB
IIOPYLIEHHS HajleXXaTh JUCIHOE, HeIIPOAYKTUBHUY Kallle/Ib Ta MOTIpIIeHHS 3arajbHOr0 CTaHy (BTOMa,
BTpaTa MacCH Tifla Ta rapsA4ka). fAKII0 Migo3PI0ETHCH, 110 Y NallieHTa PO3BUHYJIOCH iIHTEPCTUIliaIbHEe
3aXBOPIOBAHHS JIeT€Hb, 3aCTOCYBAHHS CTATUHIB MOTPIOHO IPUIUHUTH.

Lykposuil diabem

Hesiki akTH CBifYaTh, 10 CTATUHY IiABUINYIOTH PiBEHb I'JIFOKO3U B KPOBi Ta y AEAKUX MAlli€HTIB,



SIKUM 3aT'POXKY€ BUCOKUY PU3UK PO3BUTKY HiabeTy B MalOyTHbOMY, MOXKYTh CIIPUYUHSITH
rinepriikeMiio Takoro piBHS, Ipu IKOMYy HeoOXifHe HalexXHe JIiKkyBaHHS fmiabety. {10 3arpoay,
O[HaK, IIePEeBUIIY€E 3HUKEHHS PU3UKY CYOUHHUX IIOPYIIEHb IIPXA 3aCTOCYBaHHI CTaTHHIB, i TOMY BOHa
He Ma€ OyTH IifCTaBoIO AJIS MPUIIMHEHHS Teparlil cTaTUHaMH. 3a MallieHTaMy TPYNH PU3UKY (piBeHb
TJIIOKO3% HaTiie 5,6-6,0 Mmmonb/n, IMT >30 kr/M°, migBUIEHUH PiBEeHDb TPUTIIIEPUIiB, apTepialbHa
rimepTeH3ist) CIi BCTAHOBUTY K KITIHIYHUM, TakK i 6i0XiMiYHKM KOHTPOMB 3TigHO 3 HalliOHATbHUMMU
HaCTaHOBaMH.

Y mocrnimKeHHIX 3apeecTpoBaHa 3arajibHa 4YacToTa I[yKpoBOro fiabeTy ctaHoBuna 2,8 % y rpymi
IPUHOMY PO3yBacTaTUHY Ta 2,3 % — y rpyi nane6o, mepeBaXHO y MAI[iEHTIB 3 piBHEM TJIIOKO3U
HaTIe Bif 5,6 0o 6,9 MMOJIB/II.

4k i mopo inmux inriditopis 'MI'-KoA-penykTa3u, Ipu 3aCTOCYBaHHI pO3yBaCTaTUHY CIIOCTEPIranocs
3poctanHg HbAlc Ta piBHIB I'JII0OKO3U y CHPOBATL KPOBi. Y OesKUX BUNAAKaX Ifi TOKa3HUKU MOXKYTh
TIepEBUIIYBATU I'PaHUYHE 3HAUEHHS [J151 OiarHOCTUKY LIyKPOBOTO fiabeTy, HacaMIlepe[ y Malli€HTiB 3
BUCOKUM PU3UKOM PO3BUTKY HiabeTy.

V KIIiHIYHKUX JOCTiKeHHaX OyJI0 I0Ka3aHo, mo Pokcepa® K MOHOTepaIis He CIPUYUHSE 3HUKEHHS
6a30B0i KOHIIEHTPAIlil KOPTU30J1y IJIa3MHU KPOBi i He BIJIMBA€E Ha Pe3epPB HagHUPKOBUX 3a103.
Heo06xifgHa 06epeXHICTh y pa3i 0fHOYACHOT0 3aCTOCYBaHHs Npenaparty Pokcepa® Ta iHmmx
JiKapchKUX 3aco0iB, 3MaTHUX 3HMKYBAaTH PiBHI a00 aKTUBHICTh EHJOTE€HHUX CTEPOifHUX T'OPMOHIB,
HalpuKiag KeTOKOHA30J1y, CIiPpOHOJIAaKTOHY Ta [UMETUIUHY.

Tsocki wKipHi nobivuHi peakuii

[Tpu 3acToCyBaHHI pO3yBacTaTHHY IOBIOMIISAIOCS TIPO TSXKKi MIKipHi m00iYHi peakiiii, BKII0O4al0un
curpgpoM CriBeHca-[IxxoHCcoHa (CCII) Ta miKapChKy peakiiiio 3 e03UHO(DiNTi€I0 Ta CUCTEMHUMU
cumnromamu (DRESS), siki MoXyTb OyTy HeOE3MEUHUMH 71 KUTTS ab0 netanbHUMHU. [1ig 9ac
IIpU3HaYEeHHS MallieHTaM CJIif TOBiIOMUTH PO O3HAKM Ta CUMIITOMU TSAXKKHUX IIKIPHUX Peaklii Ta
PeTenbHO crnocTepiratu. AKIo 3’'IBIS0ThCSI 03HAKU Ta CUMIITOMHY, 1110 CBiAYaTh IIPO L0 Peakliio,
CJIi HeraHO NIPUIIMHUTY 3aCTOCYBaHHSA POKCcepu Ta pO3rIHYTH aJbTepHaTUBHE JIIKyBaHHS.

fKIo y marieHTa BUHMKIIA Taka cepiio3Ha peakiis, sk CCJI abo DRESS mipg yac 3acTocyBaHHS
Pokcepu, He MOXKHa MOHOBJIIOBATH JIIKYBaHHS MalliEeHTa UM [IpernapaToM.

Himu

OuiHKa NiHIKHOTO POCTY (3picT), Macu Tina, IMT (iHmeKCy Macu Tijla) Ta BTOPDUHHUX XapaKTEPUCTUK
CTaTEeBOI'0 A03PiBaHHSA 3a TaHHEPOM Y [iTel BiKOM Bif 6 1o 17 poKiB, IKi IpuUiiMaiu po3yBaCTaTUH,
oOMexkeHa IIepiofioM TPUBaicTio 2 poku. [Ticig 2 pokKiB [OCHIKYBaHOTO JTIKyBaHHS KOTHOTO BILIUBY
Ha picT, Macy Tina, IMT abo craTteBe qo3piBaHHS BUSBIEHO He 0yi10 (OUB. PO3Min
«QapmakoauHaMika»). Y KIIiHIYHOMY OOCIiAXKEeHH] y OiTe! Ta HiAIiTKiB, SKi IpUiMaIu po3yBacTaTUH
npoTsaroM 52 TuxXkHiB, migBuineHHs piBHsS KK >10 pagis Buirie BHM Ta cumntTomu 3 60Ky M's13iB micis
GbisnyHOrO HaBaHTaXKeHHS a0o migBuIeHOl Pi3nYHOI AKTUBHOCTI CIIOCTePiranucs YacTilne MOPiBHSIHO
3 TAKUMHU Y IOPOCHUX (OuB. po3min «[1o6iuHi peakiii»).

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.
Besneky 3actocyBaHHs Pokcepu® y mepiop BariTHOCTI a0 rofyBaHHs PO He BUBYAIIH.

P0Kcepa® IIPOTHUIIOKA3aHa y Iepiofl BariTHOCTiI abo rogyBaHHS TPYAIIO.



’KiHKaM penpoayKTHBHOTO BiKy IIifj Yac IpuiioMy Pokcepu® CIIif 3aCTOCOBYBaTH BifIOBifHI 3aC00K
KOHTpaLeIIIil.

OCKinbKY XOJIECTEPHH Ta iHIIi MPOAYKTH 0i0CUHTE3Y X0JIECTEPHUHY CYTTEBO BaXKJIMBi IJIST PO3BUTKY
TJI0fa, MOTEeHUiNHUY pu3uK inridyBanHs ['MI-KoA penyKTasu mepeBHILY€e MOXKIUBY KOPUCThH Bif
3aCTOCYBaHHS IIpernapaTy y Iepiof BariTHOCTI. AKIIo MallieHTKa BariTHI€ y Iepiof 3aCTOCYBaHHSI
Ipernapary, JiKyBaHHS CIIi HEralHO IPUIIUHUTH.

IcHy10Th 0OMexkeHi maHi 3 omy061ikoBaHUX 3BiTiB, AKi CBifYaTh PO MOTPAIJITHHS PO3yBaCTaTUHY V
TPyZHE MOJIOKO JIOAMHU. Po3yBacTaTHH MOTPAIISE Y MOJIOKO LTypiB. Yepe3 MexaHi3M mil
pO3yBacTaTHHY iCHY€e MOTEHIIMHUN PU3UK MOOIYHNX peakllii y HEMOBIAT. Po3yBacTaTuH
IIPOTUIIOKA3aHUY Y Tepiof naKTallii.

depmuabHicmMb

HeMa€e maHUX PO BILIUB PO3yBAaCTaTHHY Ha GEePTUIHHICTE.

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

He npoBopumnu mociifgzkeHs 100 BU3HAYEHH BIIJIUBY PO3yBaCTaTUHY Ha 3[aTHICTb KepyBaTU
aBTOMOOizeM Ta iHIMKMMHU MeXaHiYHUMH 3acobamu. Ha oCHOBI papMakomMHAMIUYHKUX BJIACTUBOCTEHN
po3yBacTaTHHY iMOBIpHICTh TAKOT'0 BIIMBY He3HauHa. OgHAK IIpU KepyBaHHi aBTOMO0bisieM Ta
iHIIEMYU MexaHIiYHUMU 3aco0aMu CIIif BpaXOBYBaTH, 110 i 9ac JIiKyBaHHS MOXKe BUHUKHYTU
3alaMOpOYeHHH.

Cnoci6 3acmocyeaHHs1 ma 0o3u.

[Iepen mo4yaTKOM JIiKyBaHHS MaLiEHTY CJIi MPU3HAUYUTHA CTaHOAPTHY Till0X0JIECTEPUHEMIYHY HIETY,
KOl CJIil MOTPUMYBATHUCh i TPOTSTOM JIiKyBaHHS. [[03y CiIif migOupaTy iHOUBiAyanbHO, 3ajIeXKHO Bif
MeTHU Teparii Ta eeKTUBHOCTI JIiKyBaHHS, 3aCTOCOBYIOUH Mil04i y3rofKeHi peKoMeHaallil.

POKcepy® MOXKHa ITpuiMaTu y 6yab-IKUM 4ac JHS, He3aJeKHO Bif IPUHOMY 1XKi.
TabneTky He cniig po3xkoByBatu abo apobutu. TabGneTKy KOBTATH I1iJI0I0, 3allMBalO4Yy BOMOIO.
JIixysaHHA 2inepxoaecmepuHemii

PekxoMeHoBaHa IMOYaTKOBa 403a CTaHOBUTH 5 a00 10 Mr, mepopasnbHo 1 pa3 Ha goby SK Ams
IAl€HTIB, AKi paHillle He 3aCTOCOBYBaIu CTATUHHU, Tak i [JId NAL€HTIB, SKi 40 bOI'0 3aCTOCOBYBaIN
inmi inri6iTopu MI-KoA penykrasu. [lifdupaoyy mo4aTKOBY 03y, CIIiJ BpaxOByBaTH
iHouBimyanbHUN piBeHb XOJIECTEPHHY V MAllieHTiB Ta MaiOyTHIN ceplieBO-CYAUHHUYN PU3UK, @ TAKOXK
TIOTEHI[INHNY PU3UK PO3BUTKY IOOIYHUX peakiliit (quB. mai). 3a HeoOXigHOCTi yepe3 4 THXKHI O3y
MOXKHa 30inbIMUTH 00 HACTYMHOI. OCKiNbKYM y BUIAAKY 3acToCyBaHHS mo3u 40 Mr mobiuHi peakiril
BUHUKAIOTh YaCTillle, HiXK ITPU MEHIIUX 003aX, TUTPyBaTH A03y A0 30 Mr a6o no 40 Mr crif nuile s
MaIll€HTIB i3 TAXKKOI0 TilepXx0IeCTePUHEMIEI0 Ta BUCOKKUM CePLeBO-CYAUHHUM PU3UKOM (30KpeMa B
ocib i3 ciMeiiHOI0 TinepxonecTepuHEMi€I0), ¥ SKUX He BOAJIOCS JOCATTH 6axKaHOT0 pe3yiabTaTy 3a
no3u 20 Mr i 9Ki moBUHHI epeOyBaTH IIif peryaspHUM HarismoM. Ha mogyaTky 3actocyBaHHS mo3u 30



Mr a6o 40 Mr peKOMEeHI0BaHO CIIOCTEPEKEHHS CIIelliaicTa.
ITpoginakmuka cepu,e8o-CyOUHHUX NOPYWEHb

Y mocrnimKeHHi 3HUKEHHS PU3UKY YCKIIagHEHb 3 60Ky CepleBo-CyIUHHOI cucTeMu f000Ba [103a
npemnapaty craHoBuia 20 Mr. [lalieHTaM i3 rinepxosiecTeprHeMi€l0 He0OXiIHO TPOBOAUTHI
CTaHOApTHe BU3HAYEHHS PiBHA JINIAIB Ta JOTPUMYBaTUCS PeKOMEHallill i3 f03yBaHHS OJ1s
JIIKyBaHHS TillepXoJieCTepUHeMIl.

3acmocy8aHHA nauieHmMam AimHb020 BIKY

PexoMeHoBaHa IM0YaTKOBa [403a AJ1s HalieHTiB y Bili moHan 70 pokiB CTaHOBUTH 5 Mr. [HIa
KOPEKIIis 03K 3a/IeXKHO Bif BiKy HemoTpibHa.

[lo3yeaHHA 015 nauieHmis 3 NOpyweHHAM GYHKUil HUPOK

[ nalieHTiB 3 IETKUM Ta IOMipHUM IOPYIIeHHSAM (QYHKII HUPOK HeMa€e HeoOXiIHOCTI y KOpeKIil
no3u. PekoMeHj0BaHa II0YaTKOBA [103a 15 MAI[iEHTIB 3 MOPYIIeHHIM (QYHKIIii HUPOK MOMipHOI
TAKKOCTI (K/TipeHc KpeaTuHiHy <60 Mii/xB.) cTaHOBUTH 5 Mr. [To3a 30 mr ta 40 Mr mpoTUNOKa3aHa
malfieHTaM 3 MOPYyIIeHHIM (PYHKIIiI HUPOK ITOMipHOI TAKKOCTi. [lallieHTaM 3 TS2KKUM MIOPYIIEeHHSIM
¢yHKUil HEPOK 3acToCyBaHHS POKCepr® MPOTUIIOKA3aHO y Oyab-IKKX H03aX.

Llo3ysaHHA 014 nauieHmi8 3 NOpyweHHAM PYHKUII neviHKu

He cmocTepiranoch 3pocTaHHS CHCTEMHOI eKCIIO3UIIii PO3yBACTAaTUHY Y IMalli€HTiB 3 7 GaramMu 3a
mkaso Yaing-IT'10. [TpoTe, mOCUNIEHHST CHCTEMHOI eKCIIo3ullii 0yy10 Bif3HaYeHO y Malli€eHTiB, CTaH
SIKMX OLliHIoBaBCs ¥ 8 Ta 9 GaniB 3a mkanoio Yainma-I1'10. TakuM marieHTaM CJlifi TPOBOAUTH OLIHKY
¢byHK1i HEPOK. [ToCBig 3aCTOCyBaHHS IIpenapary y MallieHTiB 3 IoKa3HUKOM 9 GastiB 3a IIKaio
Yaunpa-I1'to BigCyTHIN. P0Kcepa® [IPOTUIMOKAa3aHa ITalliEHTaM i3 3aXBOPIOBAaHHSAMU II€YiHKYU B
aKTHBHIN cTafil. Y mamieHTiB 3 TAKKUM NOPYIIeHHAM (QYHKIIIl IeUiHKY CIIOCTepiranocs migBUIIeHHS
eKCIIO3HUIIil po3yBacTaTHHY, TOMY iM 3acTOCOByBaTH Pokcepy” y mosi summe 10 Mr ciif 3
00epexHiCTIO.

Paca

Y mallieHTiB MOHTOJIOIHOI Pacu CIocTepiranacs migBUIIeHa CUCTEMHA eKCIIO3UIIis ITpernapary.
PexoMeHpoBaHa IMo4YaTKOBa J03a [AJIS IAlliEHTIB a3iaTChKOI'0 MOXOMKEHHS CTAHOBUTH D5 MT.
3acTocyBaHHs 03U 40 MI TaKMM TalliEHTaM IPOTUIIOKa3aHe. MaKCUMalbHO H00OBa 103a CTAHOBUTH
20 Mr.

Llo3ysaHHA 044 nauienmis 3i cxunvHicmo 00 po3gumky mionamil

PekoMeHOoBaHa ITOYaTKOBa H03a MOJIs TALi€HTIB 3i CXUIBHICTIO 0 PO3BUTKY MiOmaTil CTAHOBUTEL 5
MT.

Io3a 40 Mr mpOTHUIIOKA3aHa MOESKMM 3 TaKMX MallieHTiB. MakCcHMalIbHO 000OBa M03a CTaHOBUTL 20
MT.

I'enemuyuHul nosaimopgiam

I'enotunu SLCO1B1 (OATP1B1) ¢.521CC ta ABCG2 (BCRP) c.421AA, 0piBHSHO 3 T€HOTUIIaMH
SLCO1B1 ¢.521TT Ta ABCG2 ¢.421CC, acot1rifioBai 3 migBuilleHHAIM ekcro3uilii (AUC)
po3yBacTaTuHy. [I1s namieHTiB 3 reHotunamu ¢.521CC abo c.421AA MaKcuMaibHa peKOMEeHIOBaHa



moOoBa mo3a P0Kcep1/1® CTaHOBUTL 20 MT.

Po3yBacTaTuH € cyOCTpaTOM [Jig Pi3HUX TpaHCHOPTHUX OinkiB (Hanpukiam, OATP1B1 ta BCRP).
Pusuk Mmiomnarii (BKTo4arouu paboMiosii3) miABUIYETHCS IPU OAHOYACHOMY IIPUHOMI Pokcepu”
pa3oM 3 IEBHUMH JTiIKapCbKUMM 3aco0aMy, 3aTHUMH IiIBUIYBaTH KOHIIEHTPallii pO3yBaCTaTUHY Y
71a3Mi KPOBi uepe3 B3aEMOIiI0 3 UMY TPAHCIIOPTHUMHM GiTKaMy (HAPUKIIAM, ITUKJIOCIIOPHH Ta OesKi
inribiTopu mpoTea3u, BKIOYaoun KoOMOiHaIll puToOHABipy 3 aTaHa3aBipoM, JIomiHaBipoM Ta/abo
TUIpaHaBipom). [Ipu MOKITUBOCTI HEOOXITHO POITISHYTH albTePHATUBHE JIIKYBaHHS i, SKIIIO
HeoOXiTHO, TMMYaCOBO IPUIIMHUTH JIiKyBaHHS POKCGpOIO®. Y cutyauifix, Koy 0gHO4YaCHOI0
BBeJIeHHS IIUX JIIKapChKUX 3ac00iB pa3oM i3 Pokcepon” yHUKHYTH HEMOXKIIMBO, TpeGa 3BaXyBaTH BCi
TIepeBard Ta PU3MKHU CYIyTHLOTO JIIKYBaHHS Ta PeTeNbHO migbuparty o3y Pokcepu®.

Himu.
3acToCcyBaHHS JTIKapChKOT0 3acO0y HiTSM Ma€ IMIPOBOOUTH JIUIIE CIIEIlialicT.

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

[eTepo3UTOTHA CiMelHa TinepxoiecTepuHeMis

3BUYaliHa I04YaTKoOBa M000Ba mo3a OIS [iTel Ta MiIIiTKiB i3 reTepO3UT0THOIO CiMENHOI0
rinepxonecTepuHEMi€l0 CTAHOBUTE D MT Ha [00y.

3BMYaiiHa [03a OJId OiTed BIKOM Bif 6 o 9 poKiB i3 reTepo3uroTHOI CiMENHO0
rinepxonecTepuHEMi€l0 CTaHOBUTE Bifm 5 Mr go 10 Mr mepopabHO OfKH pa3 Ha go0y. be3meka Ta
e(eKTHUBHICTb 3aCTOCYBaHHS JTiKapChKOTro 3acoby y mo3ax Oinbite 10 Mr y 1ift momynsiii He
OOCIIiAKYBaJIUCS.

3BUUaiiHa f03a gy gited BikoM Bifg 10 o 17 pokiB i3 reTepo3UroTHOX CIMEHMHO0
rinepxonecTepuHEMi€l0 CTaHOBUTE Bif 5 Mr go 20 Mr nmepopabHO OfUH pa3 Ha no0y. beasmeka Ta
e(eKTUBHICTb 3aCTOCYBaHHS JTiIKApCHKOTO 3ac00y B mo3ax Oinbine 20 Mr y LiK MONyJSIlil He
LOCIIiAKYBaJIUACA.

[TipBumyBaTH HO3Yy CIif BigMOBIIHO MO iHAMBIAyanbHOI BiANOBIAl AUTUHY Ha JIIKyBaHHS Ta
IIepeHOCUMOCTi JIiIKapChKOTo 3aco0y, JOTPUMYIOUNCH PeKOMeH allill oMo TiKyBaHHS OiTel (OuB.
po3min «Ocob6auBOCTI 3acTOCyBaHHS»). [lepen moyaTkoM Tepariil po3yBacTaTUHOM HiTAM Ta MifIiTKaM
CJIi[l IPU3HAYUTHU CTaHAAPTHY Till0XOJIECTEPUHEMIUHY Hi€TY, SIKOI aIlieHTH Mal0Th JOTPUMYBaTHUCA i
IIPOTSATOM JIiKyBaHHS.

['oMO3UTOTHa CiMelHa rinepxonecTepuHeMis

PekomeHngoBaHa MakcHMallbHa [03a OJId OiTed BIKOM Bif 6 70 17 POKiB i3 TOMO3UTOTHOIO CiMENHOIO
rinepxonecTepuHeMiel0 CTaHOBUTDL 20 MT Of¥MH pa3 Ha J00y.

PekoMeH0OBaHa IIOYATKOBA [103a CTAHOBUTH Bif 5 Mr mo 10 Mr oguH pa3 Ha {00y 3a7e:KHO Bif BiKY,
MacH Tifla Ta MOMePeIHbOr0 3aCTOCYBaHHS CTaTUHIB. [ligBUIlyBaTH 1O MaKCHMabHOI 103u 20 MT
OIMH pa3 Ha o0y cIIif BimmoBimHO [0 iHAMBiAyanbHOI BifMOBiAl AUTUHY Ha JIIKYBaHHS Ta
IIePEeHOCUMOCTI IIpenaparty, JOTPUMYIUYUCh PEKOMEH ALl 00 JIiKyBaHHS OiTel

(ouB. po3min «Oco0nMuBOCTI 3acTOCyBaHHS»). [Iepeq MoYaTKOM Teparlil po3yBaCTaTHHOM JiTSIM Ta
IiATiTKaM CIifl IPU3HAYUTH CTaHIaPTHY Til0X0JIeCTEPUHEMIUHY AIi€TY, KOl MallieHTH MalTh
OOTPUMYBATUCS i MPOTATOM JIIKyBaHHS.



IocBin mikyBaHHS ITi€l monynsLii y mo3ax Oinbire 20 Mr oOMeKeHU .
Tabnerku 1o 40 Mr He 3aCTOCOBYIOTh IiTSM.

ITiTk BiKOM 10 6 POKiB

Beamneka Ta e(peKTUBHICTh 3aCTOCYBaHHS JTIKAPCHKOT0 3aC00y AiTSM BiKOM /10 6 POKiB HE BUBYAJIUCH.
TakuM 4uHOM, Ipenapat Pokcepa® He peKOMEeHIY€EThCA 3aCTOCOBYBATH HiTAM BiKOM JI0 6 POKIB.

Ilepedo3yeanns.

CroenuoidyHOro niKyBaHHS y BUIIaAKy Ilepefo3yBaHHS HeMa€. JIikyBaHHS CUMIITOMaTH4YHeE. Y pasi
HeoOXiIHOCTI BXKUBaTH MigTpuMyounx 3axonis. Ciig nepesiputu piBHi KOK Ta mpoBecTu TecT Ha
GYHKLIOHANBHICTh TeYiHKKU. MaoiMoBipHa KOPUCTH Biff IPOBENEHHS reMofiani3y.

ITo6iuni peakuii.

TTo6iuHi peaxiiil, 0 CIOCTEPIraTLCs IPH 3aCTOCyBaHHI Pokcepu®, 3a3Buyail cnabki Ta
TPaH3UTOPHI.

3 boky imyHHOI cucmemu

Peakiiii rimep4yTauBOCTi, Y TOMY YUCJIi aHTiIOHEBPOTUYHUY HaOpSK.
3 60Ky eHOOKpUHHOI cucmemu

Ilykposuit giabet"’.

3 60Ky Hepeosoi cucmemu

TonoBHuY 0iflb, 3aTITaMOPOYEHHS.

3 boky cucmemu mpaeaeHHs

3anop, HynoTa, 0ib y XKUBOTI, TAHKPEATHT.

3 60Ky wkipu ma nidwKipHOi KAimKo8UHU

CBep0ix, BUCHII Ta KPOIIMB'THKA, JIiIKapChKa PeakKilis 3 e03uHO(INTi€I0 Ta CHCTEMHUMY CHUMIITOMAMMU
(DRESS).

3 60Ky ckesemHO-M'A30801 cucmemu Cno/Ay4YHOI MKAHUHU Mma Kicmok
Mianrisi, mionaTist (y ToMy uucyi Mio3uT) Ta pabmomiosis.

3aeanvHut cmaH

AcTeHis.

4k iy Bunagky 3 inmumu inriditopamu 'MI'-KoA penmykrasu, yactoTa HeOakaHUX peaKIlild 3a/IeXXKUTh
Bif mo3H.



'YacToTa 3a1eXXUTh Biff HAABHOCTI GaKTOPiB PU3KKY (PiBeHb IIIOKO3K KPOBi HATIIE = 5,6 MMOJIb/II,
ingekc Macu Tina >30 Kr/M°, MiABUINEHHS PiBHS TPUTIILIEPUIB, TilIEPTEH3is B aHaMHEe31).

3rigHO 3 pe3ynbraTamu gocnigxenssa JUPITER (3aranbHa 9acToTa MOBiJOMIIEHD IIPU 3aCTOCYyBaHHI
po3yBacTaTuny - 2,8 %; mnanebo - 2,3 %) HacaMmImepeq y Malli€HTiB, AKi BXKe MalOTh BUCOKUM PU3UK
PO3BUTKY IIYKPOBOTO HiabeTy.

Bnaue Ha HUpKu

V manieHTiB, fKi 3acTocoByBanu Pokcepy®, crocTepiramuch BUIafKM IPOTEIHYPii, epeBaxHo
KaHaJlblIeBOT0 TIOXOKEHHS (BU3HAYEHOI 3a «TeCTOM CMYyXKKH»). 3MiHU BMicTy Oinka y cedi Bif
BiICyTHOCTI 4H cIifiiB o abo Ginbllle 3apeecTpoBaHi Yyepe3 Aesskuil yac B <1 % MallieHTiB, sKi
npuiimMany npenapart y go3i 10 mr ta 20 Mr, Ta mpu6iu3Ho y 3 % NalieHTiB IpyU 3aCTOCyBaHHI 03U
40 mr. He3nauHe 306inbIeHHS YaCTOTH BUIAOKIB MifBUILIeHHS OinKa y cedi Bif BimcyTHOCTI abo cmimiB
0 CIIOCTepiranocs mpu 3acTocyBaHHi mo3u 20 Mr. Y 6inbInocTi BUnagkiB BUpPaxKeHiCTh MPOTeinypii
3MeHIIlyBaach abo 3HMKasa CIIOHTaHHO IIPU IIPOAOBXKEHHI 3aCTOCYBaHHS npenaparty. [lepernsan
OaHuX KIIHIYHUX JOCTiIXKeHb Ta TOCTMapKEeTUHTOBUX CIIOCTEPEKEeHb Ha JaHUU YacC He BUSBUB
IPUYHUHHOTO 3B'SI3KY MiX ITPOTEIHYPi€lo Ta TOCTPUM ab0 IPOrpecyrodynuM 3aXBOPIOBAHHSIM HUPOK.

I'eMaTypis criocTepiraaach y Maui€HTiB, AK1 3aCTOCOBYBaIU P0Kcepy® 1 JaHI KITiHIYHUX OOCIiI>XKeHb
CBim4YaTh PO 11 HU3bKY YaCTOTY.

Bnaue Ha CKe/emHy MyckKyaamypy

3MiHu 3 00Ky CKeJIeTHOI MyCKYJIaTypH, TakKi K Mianris, Mionarig (B TOMy 4HCIIi MiO3HUT), Ta PiAKoO -
pabmoMionti3 i3 TOCTPOI0 HEUPKOBOIO HEJOCTATHICTIO abo 6e3 Hel criocTepiranucs nNpu 3aCTOCyBaHHI
Oyab-kux 103 Pokcepu®, a 0cOGIMBO IPK 3aCTOCYBaHHi f03 >20 Mr. [Ipo pifKicHi BUmagKu
pabmoMioni3sy, 1m0 iHKoIu OyIK acoIifioBaHi 3 HUPKOBOIO HENOCTATHICTIO, OYJI0 TOBiHOMIIEHO ITPH
3aCTOCYBaHHI pO3yBacTaTUHY, a TaKOXK IHIIUX CTATHUHIB.

Y nanieHTiB, gKi IpuiiManu po3yBacTaTUH, CIOCTEPIrasocsa fo303ajlekHe 3pDOCTaHHs PiBHIB
kpeatundpocdokinasu (KOK); y 6inmbinocTi BunaakiB sBuire 0yno c1abKuM, aCUMITOMAaTAYHUM Ta
tuM4acoBuM. fAkimo piBai KOK migsuineni (>5 x BepxHboi Mexi HopMmu (BMH)), nikyBanHS ciif
IPUIAHUTH.

Bnaue Ha neyiHky

4K i y BummagKy 3actocyBaHHd iHmux iHribiTopis 'MI'-KoA penyKTa3u, y HeBEJIUKOI KilTbKOCTI
NallieHTiB, SIKi IpUiManu po3yBacTaTHH, CIIOCTEPIraaocs J0303ajiexkHe 30ibIIeHHs PiBHS
TpaHCcaMiHa3; y Oi/IbIoCTi BUnagkiB sipuiile 0y10 c1abKUM, aCUMITOMAaTUYHUM Ta TUMYaCOBHUM.

Bnaue Ha nabopamopHi noKkasHuku

4k i y Bunmapgky inmux inri6iTopis I'MI-KoA penykTasu, y HEBEIMKOI KiIbKOCTi MallieHTiB, SKi
IIpUMaly po3yBacTaTHH, CIIOCTEPIrasocs AO30MPOIOPIIiiHe 3POCTAHHS PiBHS [IEYiHKOBUX
TpaHCaMiHa3 Ta KpeaTUHKIHA3U. [Ipy 3aCcTOCYyBaHHI pO3yBacCTaTUHY TaKOXK BiI3HAYAI0CA
mifBUINeHH piBHiB HbAlc. Y HeBenukol KilbKOCTi HallieHTiB, SKi 3aCcToCOByBamu Pokcepy” Ta iHmi
inri6iTopu I'MI-KOA pepmyKTa3su, CIIOCTEpPirasucs MaToloTiuHi 3MiHU IIpU aHai3i cedi (TeCT-cMyXKa
CBimumma mpo mpoTeinypiio). BusBnenuit 6i7ok 6yB, SK IPABUIO, KAHAIIIEBOTO IOTOIXKEHHS. Y
OinbIIIOCTi BUMIAAKIB IPOTEIHYPist CTa€ MeHIlle BUPaxKeHOoi0 a00 3HWKA€E CIIOHTAHHO ITPY IIPOAOBXKEHHI
Teparii Ta He CBITYUTH IPO rocTpe abo Iporpecyode 3aXxBOPIOBaHHS HUPOK.

THwi epexmu



V JOBroTpUBaIMX KOHTPOILOBAHKX KIIIHIYHMX HOCTIKeHHaX Pokcepa® He MpOoIeMOHCTpyBaia
IIKIJIMBOrO BIIJIUBY Ha OYHI JIiH3M.

V manieHTiB, fKi nikyanucs Pokcepow®, He 6yl10 BUABIEHO NOPYIIeHs QYHKINA KOPY HagHUPKOBUX
3asoa3.

ITocmmapkemuHe2o8ul 00¢8i0 3acmMoCy8aHHA

OKpiM BuIIle3a3HAUYeHOr0, Y IOCTMapKeTHHI0BOMY Iepiofi 3acTocyBanHsa Pokcepu® Gynu
3apeeCcTpoBaHi Taki sBUINA:

3 60Ky Hepeosoi cucmemu: TIOJIiIHEBPONIATIsA, BTpaTa aM'sTi, nepudepruyHa HEBPOIaTis, MiacTeHis
Tpasic;

3 60Ky Op2aHis 30py: OYHA MiaCTeHis;
3 60Ky pecnipamopHoi cucmemu, op2aHie epy0HOi KAimKu ma cepedocmiHHA: KallleNlb, QUCITHOE;
3 60Ky cucmemu mpasaeHHA: fiapesi;

3 60Ky 2enamobisiapHo20 mpakmy: XKOBTSHULIS, TEIATUT, HiIBUILIEHHS aKTUBHOCTI IIeYiHKOBUX
TpaHCaMiHa3;

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

3 60Ky KicmKogo-M'A3080i cucmemu: iMyHOOIIOCEPeIKOBaHA HEKPOTH3ylo4ya MioTaTis, apTpanris.
[TopymenHst 3 60Ky CyX0XKHUJIb, iHKOJIM YCKIafHEeHi PO3PUBAMH; PO3PUB M’s13iB; BOBYAKOIOMiOHMI
CHHIPOM.

3 60Ky HUPOK: TeMaTypis;

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

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

3 60Ky Kpogi: TPOMOOIIMTOIEHIS.

ITpu 3acmocysaHHi OesiKux cmamuHie nogidoM/510Ck NPO Maki HebadxcaHi ssuwa:

Oemnpecis;

TIOPYIIeHHS CHY, B TOMY YKCJIi 0€3COHHS Ta HiYHi KOUIMAapH;

po3nagy cTaTeBol QYHKIII;

OKpeMi BUNIAJKHU iHTEPCTUIIIaTbHOT'0 3aXBOPIOBAHHS JIeTe€Hb, 0COOIMBO Y BUIAAKy TPUBAJIOl Teparrii;
3aXBOPIOBAHHS CYX0XKHUJIb, iHKOJIM YCKJIafHEHi IX PO3PUBOM.

YacToTa BUIafKiB pabmoMioni3y, cepio3HuX MOpyIIeHs 3 60Ky HUPOK Ta MediHKY (IepeBakHO
IiABUINIEHUY PiBeHb TpaHcaMiHa3) Oya GinbInoio TPy 3acTOCyBaHHI fo3u 40 Mmr.

Y npoueci micngpeecTpaliiHoro 3acToCyBaHHS pPO3yBacCTaTUHY ineHTH(}IKOBaHO TaKy HeOakaHy
peaktiiio gK jeTajlbHa Ta HeleTallbHa MeYiHKOBa HeJOCTaTHICTh. OCKIbKY PO 110 PeakKIlio



TIOBITOMJISIIIOCS CIIOHTAHHO i3 MOMYJIsii HeBU3HAYEHOI KiJTbKOCTi, HEMOXKJIMBO HOCTOBIPHO OI[iHUTH il
4acToTy a00 BCTaHOBUTH HASIBHICTh MPUYMHHO-HACIIIAKOBOTO 3B'sI3KY i3 3aCTOCYBAHHSIM IIpemnapary.

3pigka y micngpeecTpaliiHOMy Iepiofi MOBifOMIISIIO0CS PO MOPYIIeHHS KOTHITUBHUX QyHKIIIN
(HampuKIIan MoTipiIeHHs naM'aTi, 3a6ybKyBaTiCTh, aMHE3is, TOTipIIeHHS TaM 'sTi, CITyTaHICTh
CBimOMOCTI), 1110 aCOLi0I0ThCS i3 3aCTOCYBAHHSAM CTaTHHIB. [Ipo Taki KOrHiTUBHI MpobaeMu
IIOBIAOMIJISINIOCS Y 3B'SI3KY 3 yCiMa CTaTUHAMHU. fBUINA, IIPO SKi UAETHCS y IOBIAOMIIEHHSX, 3a3BUYail
MaIOTh JIETKUM XapaKTep i MUHAIOTH ITiCJIg BiIMiHU CTATHHIB, @ TAKOXK MalOTh Pi3HUU YacC A0 MOSBU
cuMITOMIB (Big 1 OHS [0 POKiB) Ta [0 3HUKHEHHS CUMIITOMIB (MefdiaHa - 3 TUXKHI).

Himu

[TinBuieHHs piBHS KpeaTuHKiHa3u >10 pagis Buie BMH Ta cumnromu 3 60Ky M’s3iB micis
¢isuyHOTrO HaBaHTaXXKeHHs abo migBuUIeHOl Pi3nUHOI aKTUBHOCTI CIIOCTepiranucs dacriiie y 52-
TUKHEBOMY KITIHIYHOMY OOCTiIXKEHHi 3a y4acTIO [iTell Ta MiIiTKiB IOPiBHSAHO i3 HOPOCAUMHU (IUB.
po3min «Ocob6nauBoCTi 3acTOCyBaHHS»). [IpoTe mpodink 6e3meKy po3yBacTaTUHY y AiTEH Ta MimTiTKiB
OyB OmiOHUM [0 TAKOTO Y JOPOCIHX.

[ToBimomeHHs PO Migo3poBaHi mo6iYHI peakirii

[ToBimomeHHs npo mo6iuHi peakilil micis peecTpallil TikapchbKoro 3aco0y Ma€ BeNlvKe 3Ha4eHHS. Le
[a€ 3MOTY IPOBOAUTY MOHITOPHUHT CIIiBBiTHOIIEHHS KOPUCThL/PU3UK IPHU 3aCTOCYBaHHI IILOTO
JiKapchbKOro 3acoby. MeguuHuM Ta ¢apMalleBTUUHUM IIpalliBHUKAM, a TaKOX MallieHTaMm abo ixHiM
3aKOHHUM IIpe[CTaBHUKAM CJIif TIOBiOMJISITH TIPO YCi BUITAAKHU Ii03PI0OBaHUX MOOIYHMX Peakllii Ta
BificyTHOCTI e(peKTUBHOCTI NTiKapChKOT0 3aco0y yepe3 aBTOMaTu30BaHy iHopMalliiHy CUCTeMY 3
(dapMmakoHarnsany 3a nocunaHHaM: https://aisf.dec.gov.ua.

Tepmin npudamHocmi. 3 POKH.

YMoBH 30epiranss.

30epiraTu B OpUTiHAIbHIN YIIaKOBI /151 3aXUCTY Bif Aii cBiTna. Jlikapchkuii 3aci6 He moTpebye
0CO0NTMBUX TEMIIEPATYPHUX YMOB 30epiraHHs.

36epiratu y HEOOCTYIIHOMY IJIST OiTeH MicIi.

YnakoBka.

s 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 GicTepiB 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:

no 10 tabneToxk y 6mictepi, mo 1 abo 2, abo 3, abo 6, abo 9 GricTepiB y KapTOHHIM KOPOOII;



o 7 TabneTok y 6yicTepi, mo 2 abo 4, abo 8 6ricTepiB y KAPTOHHIM KOPOO1Ii.

Kareropis Bigmycky. 3a perenTtom.

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

Micue3HaxoIKeHHsI BHPOOHHKA Ta MOro ajJpeca MicCIsi IPOBaKeHHsI Tis/IbHOCTI.

[TImap’emka necra 6, 8501 Hoso mecTo, CroBeHis.



