IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

PO3YBACTATHUH IC

Cknao:
ditoua pevosuHa: rosuvastatin;

1 TabGneTkKa MiCTUTL PO3yBaCTaTUHY Kasbllito 5,2 MT (y IepepaxyHKy Ha pPo3yBacTaTuH 5 Mr) abo
po3yBacTaTHHY Kanbiliio 10,4 Mr (y mepepaxyHKy Ha po3yBacTtaTu 10 Mr), abo po3yBacTaTUuHY
KanbIiio 20,8 Mr (y mepepaxyHKy Ha po3yBacTtaTdH 20 Mr), abo po3yBacTaTUHY Kasbliio 41,6 Mr
(y mepepaxyHKy Ha po3yBacTtaTtut 40 mr);

donomisicHi pewosuHu: MicroceLac® 100 (TaKTO3u MOHOTIApAT, [leII0703a MiKpOKpUCTaIidHa),

KaJbIliio rigpodocdaT gurigpat, KpoCIoBigoH, HaTPiio rifpokapOoHaT, MarHiio cTeapart, TimpoMesno3a
(rimpokcumporminMeTuenono3a), Tutany giokcun (E 171), TpuaueTtus, mosicopbart.

JIikapcbka ¢opma. TabmeTKy, BKPUTI IIiIBKOBOIO 000I0HKOIO.

OcHogHi ¢izuko-ximiuHi 81acmusocmi: TabneTKu KPyriaoi GopMu 3 IBOOMYKJIO IIOBEPXHEI0, BKPUTI
TITiBKOBOIO 000JIOHKOI0, 6iJTOTO KOILOPY.

®dapMakoTepaneBTUYHA Irpyna.

lnoninmigemiuni 3acobu. Iuribitopu I'MI-KoA-penykrasu. PosyBactatun. Komg ATX C10A A07.

dapmako102iuHi e1acmusocmi.

dapmakoOuHamika.

MexaHi3M mil

Po3yBacTaTuH € CeIeKTHUBHUM Ta KOHKypeHTHUM iHTribiTopom 'MI'-KoA-penykTasu, pepMeHTy, 110
BM3HayYa€ MIBUAKICTh peakllil Ta IepeTBOPIOE 3-TifPOKCHU-3-MeTUATNIyTapui-KopepMeHT A Ha
MeBaJIOHAT, IONepPegHUK XoiecTeprHy. OCHOBHUM MiclleM fil po3yBaCTaTUHY € ITediHKa, OpraH-
MIIlIeHb [JIs1 3MEHIIEeHHS PiBHS X0JIECTEPUHY.

PosyBacraTuH 30ibIlye KinbKiCTh PELENITOPIB JINONpOoTeiHiB HU3bKOi minsHocTi (JITTHII) Ha
TIOBEPXHi KJIITHH NEeYiHKH, TOCUIIOI0YY 3axX0IIeHHs Ta KaTabomiam JITTHIII, Ta mpurxiuye
IIeYiHKOBUY CHHTE3 JIMOINpPOTeiHiB OyKe HKU3bKOI urinbHocTi (JITIIHII), TaKuM YMHOM 3MEHIIyI0Yn
3arajibHy KiIpKicTh yacTuHOK JITTITHIIT Ta JITTHIII.



dapmakomvHaMiuHi epekTH

Po3yBacTaTuH 3HUXKYE MiIBUILIEHNI PiBEHb X0IECTEPUHY JINONPOTEIHIB HU3BKOI MIibHOCTI (XC-
JITTHII), 3aransHOr0 X0/1ecTepruHy Ta Tpuriinepupis (1T) i migBuinye piBeHb X0IE€CTEPUHY
minonpoTelniB BuCoKo1 minbHOCTI (XC-JITIBIII). Bin Tak0XK 3MeHIIIy€e piBeHb allOIiNonpoTeiny B
(AmoB), xonectepuHy, He MOB’I3aHOT0 3 JIMONPOTeIHaMu BUCOKO] IIinbHOCTI (XC-HeJITTIBII), XC-
JITIOHII, TT-JITITHII] Ta migBuinye piBeHb anomninonporeiny A-I1 (AnoA-I) (ous. Tabmn. 1). Po3yBacTatun
TaK0XK 3MeHIye cruiBBigHomeHHsa XC-JIITHII/XC-JITIBII, 3aransau XC/XC-JITIBII, XC-
HeJITIBII/XC-JITIBIII Ta AmoB/AmoA-I.

Tab6muig 1
BipmoBigp Ha 003y y MallieHTIB i3 IePBUHHOIO Tinepxosaectepunemieio tuny Ila ta IIb

(BimkopuroBaHa CepemHs BiICOTKOBA 3MiHa IMOPiBHSIHO 3 BUXIMHUM PiBHEM)

ITo3a N XC-JITIHII 3aransauit XC-JITIBII TT XC-ueJIIIBIITATOB ATm0A-I
XC

ITnamnebo 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

TepaneBTUYHUYN ePEKT NOCATAETHCS MPOTATOM 1 THKHS ITiCJIg IIOYATKY Tepalil TiKapCchKUM 3aco60M,
90 % makcuManbHOTO eeKTy - yepe3 2 THKHi. MakcuMasibHa TepaleBTUYHa BifTIOBigb 3a3BUYai
focsATaEeThCs Yepes 4 TUXKHI Ta TPUBAE Hagali.

Krigiuyda eeKTUBHICTE Ta Oe3meka

PosyBacTtaTus epeKTUBHUY y TiKyBaHHI JOPOCIIUX i3 TinepxoieCTePUHEMIEI -

i3 rineprpurninepunemieto abo 6e3 Hel - He3alekHO Bifl pacy, cTati abo BiKy, a TAKOX Yy JIiKyBaHHI
nalieHTiB 0COOIMBUX TPYII, TAKKUX SK XBOPi Ha LyKpoBuii giabeT abo mallieHTH 3 CiMeiHOI0
rinepxoyieCTepUHEMIER0.

3a 06’egHAHMMU HaHUMU HocmigxKeHb (a3u 11l po3dyBacTaTul eeKTUBHO 3HUXKYBaB piBeHb XC-
JITTHIII y GinpurocTi mauieHTiB i3 rimepxonecrepuneMieto tuny Ila ta IIb (cepenniit moyaTkoBUn
piBenb XC-JITTHIII mpu6m1u3H0 4,8 MMOJIB/T) [0 I[iIbOBUX 3HAYEHb, BCTAHOBJIEHUX BU3HAHUM
KepiBHUILITBOM EBPOIENCHKOTO TOBapuCTBa aTepocknepo3y (EAS; 1998); npubnusuo y 80 %
MAI€HTIB, AKi MIpUMaNy Po3yBacTaTUH y 1031 10 Mr, BOanocs HOCATTE HOPMaTHUBHOTO I[iJIbOBOTO
piBag XC-JITTHIII 3a EAS (< 3 MMonb/n).

Y BenuKOMYy AOCIiXKeHH] 3a y4acTio 435 Nalli€HTiB i3 TeTepO3UroTHO CiIMENHO0
rimepxoyiecTeprHEMI€0, SKi IpUMaIl po3yBacTaTUH y fo3ax Big 20 go 80 Mr 3a cxeMor0
TIOCUJIEHOTO TUTPYBAHHS MO3H, Bif3HAYaIN CIPUSTINBUY BIIJIUB JIIKAPCHKOTO 3aC00y Ha MOKA3HUKHU
JinifiB Ta HOCSATHEHHS LiTbOBUX PiBHIB IIPU 3aCTOCYBaHHI BCix [03. ITicnst TUTpyBaHHS 0o 0o00BOI
mo3u 40 mr (12 TuxHiB nikyBaHHs) piBeHb XC-JIITHIII 3uu3uBcs Ha 53 %. Y 33 % martienTiB 6yB
OOCATHYTHM HOpMaTuBHUY piBeHb XC-JITTHII 3a EAS (< 3 MMob/m).

Y BiKpuTOMY [OCIIIKEHH] IIOCAJIEHOT0 TUTPYBAHH 03 BiANOBiAL Ha 3aCTOCYBaHHS PO3yBaCTaTUHY



B mo3ax 20-40 Mr BuB4Yanu y 42 maifieHTiB (BKI049awyy 8 [iTeil) i3 TOMO3UTOTHOI CIMENHO0
rinepxonectepuHeMieo. Y 3aranbuiil monynsuil pisers XC-JIITHII 3uM3uBCA B cepenHboMy Ha 22 %.

Y KniHIYHYX DOCTiOXEHHSIX 3a y4acTio 00MeXeHOl KilTbKOCTi MallieHTiB CIIOCTEPIrany aguTUBHUN
e(eKT po3yBacTaTHHY Ha 3HUXKEHHS PiBHS TPUTJIIEPU/IB IPU 3aCTOCYBaHHi ¥ KoMOiHa1ii

3 deHodiOpaTom Ta Ha mipBuileHHs piBHSA XC-JITIBIIl mpu 3acTocyBaHHi y KoMGiHalii 3 HiallmHOM
(HIKOTMHOBOIO KHMCJIOTOI0) (AUB. po3min «OcoOMMBOCTI 3aCTOCYBAHHS»).

Y 6araTolieHTPOBOMY, MOABIMHO CIlioMy, 1ane60-KOHTPOIbOBAaHOMY KITIHIYHOMY JOCTiIXKeHHi
(METEOR) 984 narmientu BikoMm 45-70 POKiB i3 HU3LKUM PU3UKOM illIeMidHOI XBOpOOU ceplist
(Bu3HauYeHUM SK pu3uK 3a PpaMiHreMcrkoio mkanow < 10 % mpotsrom 10 pokiB), cepenHim
3HaueHHsIM XC-JITTHIII 4,0 mmomns/n (154,5 Mr/an), ane i3 CyOKIiHIYHUM aTEPOCKIEPO30M
[Bu3HAYeHUM 3a 30i/bIIIEHHSIM TOBIIMHYU KOMIIJIEKCY iHTUMa-Meqist coHHol apTepii (TKIMCA)] 6ynu
paHOoMi30BaHi 10 ABOX IpyIm Ta mpuiiManu 1 pa3 Ha fo0y abo po3yBacTaTuH y go3i 40 mr, ab6o
nnane6o mpoTaroM 2 pokis. [TopiBHSHO i3 nane6o po3yBacTaTHH 3HAUYIIe CIOBIIbHIOBAB
nporpecyBaHHs MakcuManbHoi TKIMCA y 12 Toukax coHHOI apTepil Ha -0,0145 MmM/pik [95 %
noBipuu# intepsan -0,0196, -0,0093; p < 0,0001]. 3miHa MOPiBHSIHO 3 BUXiZHUM PiBHEM CTaHOBHJA
-0,0014 mm/pixk [-0,12 %/pik (cTaTUCTUYHO He3HauyIla)] y Tpymi po3yBacTaTUHY IOPiBHSHO

i3 mporpecyBauuam 0,0131 mm/pik [1,12 %/pik (p < 0,0001)] y rpymi nname6o. [TpsiMmoi Kopemnsiii Mix
3meHmneHHsAM TKIMCA Ta 3HUKEHHSIM PU3UKY NOPYIIeHb 3 O0KY CePIIeBO-CYIUHHOI CUCTEMU
IIPOJIEMOHCTPOBAHO He 0y710. [10 IbOT0 AOCTimXKeHHs 0YJI0 3aydyeHO MallieHTiB 3 HU3bKUM PU3UKOM
imemiyHOI XBOpOOH ceplis, IKi He € IpeCcTaBHUKaMH 1LiJTbOBOI MOMYJIALl 3aCTOCYBaHHS
po3yBacTtaTuny y £03i 40 mr. [To3y 40 mr cif npu3HavyaTy JIUlle NalieHTaM i3 TAKKO00
rinepxonecTepuHEMiel0 Ta BUCOKMM PU3UKOM CepLeBO-CYOTUHHUX PO3JafdiB (OuB. po3min «Cmocid
3aCTOCYBaHHS Ta JO3MU»).

Y mocnipxenni JUPITER (O6rpyHTyBaHHS 3aCTOCYBaHHS CTaTUHIB [JIs1 MEPBUHHOI MPOQiTakKTUKY:
IHTepBeHIliiHe NOCIIIXEeHHS PO3yBacTaTUHY) BIUIUB PO3yBaCTaTUHY Ha YaCTOTY 3HAYHUX
aTepOCKJIEPOTUYHUX CEPIEeBO-CYOUHHNX 3aXBOPIOBaHb OIiHIoBanu y 17 802 yonosikiB (= 50 pokiB) Ta
XKiHOK (= 60 pokiB). YyacHUKHU JOCHTifKeHHS Oy BUIIaAKOBUM YMHOM PaHAOMi30BaHi IO JBOX TPyl
Ta npuiimManyu 1 pa3 Ha o0y ab6o po3yBactaTuH y 703i 20 Mr (n = 8901), abo mnauebo (n = 8901)

B cepenHbOMY IIPOTAToM 2 pokiB. KonnenTtpauis XC-JIITHII 3amenmmnucs Ha 45 % (p < 0,001)

y Ipymi po3yBacTaTUHY MOPIiBHSIHO 3 I'PYIIO0 I1anebo.

3a pe3ynbraTaMu post-hoc aHami3y maHUX Migrpynu Mali€eHTiB BUCOKOTO PU3UKY i3 BUXITHUM
3HaueHHAM > 20 % 3a PpaminreMcrkomw wmwkanow (1558 yyacHuUKIB) Bii3HayaIu 3Havyllle 3HUXKEHHS
YacTOTH KOMOIiHOBAHOI KiHIIEBOI TOYKH, 1110 BKJII0OYaja CMePTh BHACIIOOK CEepleBO-CYAMHHUX IOfii,
iHcynbT Ta iHpapKT Miokapaa (p = 0,028), y rpymi po3yBacTaTuHy MOPiBHSHO 3 I'PYIIOI0 I1alebo.
AGCoIoTHE 3HUKEHHS PU3UKY, BUPaXkeHOT0 3a YaCTOTOIO IOfii, CTaHOBWUIIO 8,8 BUMAOKy

Ha 1000 nmamieHTO-poKiB. [ToKa3HUK 3araabHOI CMEPTHOCTI IUIIaBCSI HE3MIHEHUM Y Wil migrpymi
BHUCOKOTO pu3uky (p = 0,193). 3a pe3ynbTraTamu post-hoc aHamily gaHuxX HigrPynu BUCOKOTO PU3UKY
(9302 yyacHuKM 3arajioM) i3 BUXigHUM 3HaA4eHHAM = 5 % 3a mKkanoio SCORE (ekcTpamonbsoBaHO 3
METOI0 BK/IIOYEHHS [JaHUX YYaCHUKIB BIKOM IIOHA[ 65 POKiB) Bif3HayalIu 3Ha4yllle 3HUXKEHHS
YacToTHA KOMOiHOBAHOI KiHIIeBOI TOYKH, 1110 BKJII0Yaja CMePTh BHACIILOK CeplieBO-CYAUHHUX IOMiii,
iHCynbT Ta iHGpapKT Miokapaa (p = 0,0003), y rpymi po3yBacTaTUHY IOPiBHSHO 3 TPYIO0 iiaiebo.
AGcComnoTHe 3HUKEHHSI pPU3UKY, BUPAaXkeHOT'0 3a YaCTOTOIO MOfJil, cTaHOBuUJO 5,1 BUMAAKy

Ha 1000 maumieHTO-pOKiB. [T0OKa3HUK 3arajabHOI CMEPTHOCTI Y Iiil MiATPYIIi BUCOKOTO PU3UKY
numniaBcs He3MiHeHuM (p = 0,076).

Y mocnigxensi JUPITER 6,6 % y4acHUKIB Ipylu IpuioMy po3yBacTaTUHy Ta 6,2 % y4aCHUKIB I'pynu
n1ane60 TPUNMHUIIY 3aCTOCYBaHHS NOCHIIIXKYBAHOTO JIIKAPCHKOT0 3ac0o0y yepe3 HebaxkaHi SBUIIA.
Hai6inbm yacTuMu HebaXaHUMU SBUIIAMY, 10 IPU3BOAUIIY 00 IPUINHEHHS JIiKyBaHHS, Oynu



mianrist (0,3 % y rpymi po3yBacrtaTtuny, 0,2 % — nnane6o), abgominansruit 6ins (0,03 % y rpymi
po3yBactatuny, 0,02 % — mmane6o) ta Bucur (0,02 % y rpymi po3yBactatuny, 0,03 % — mmame6o).
Haii6inpi yacTuMy HebaxkKaHUMU SBUIIAMHE, IO CIIOCTEPIraay y rpymi po3yBacTaTHHY i3 4acTOTOIO,
6inbIroio abo piBHOIO Big3HaueHil y rpymi mnnanebo, 6ynu iHpekIi ceqyoBux musxis (8,7 % y rpymi
po3yBacTaTuny, 8,6 % — mane6o), Ha3opapuHriT (7,6 % y rpymi po3yBacTtaTuny, 7,2 % — nnare6o),
6inp y ciuHi (7,6 % y rpymi po3yBactaTuny, 6,9 % — nnaue6o) ta mianris (7,6 % y rpymi
po3yBacTaTuny, 6,6 % — mnnaue6o).

iTn

Y noggiliHO crinoMy, paHAoMi30BaHOMY, OaraToleHTPOBOMY, Ianeb0-KOHTPOIbOBaHOMY 12-
TUKHEBOMY HOCTigXKeHHi (n = 176; 97 ydyacHUKIB 9osi0Bigol Ta 79 — XKiHOYO1 cTaTi) i3 OAAIbIIUM
40-tuxHeBUM nepiogoM (n = 173; 96 yyacHUKIB 4010Bi40l Ta 77 — XKiHOYO1 CTaTi) BITKPUTOTO
TUTPYBaHHA NO3U po3yBacTaTuHy nauieHTH BikoM 10-17 pokis (II-V crapmil po3BuTky 3a TaHHEpPOM,
fiBYaTa, y SKMX MEHCTpyallil moYanucs MjoHalMeHIIe 1 pik TOMy) i3 TeTepO3UT0THO CiMEWHOI0
rinepxonecTepuHeMi€io MPOTATOM 12 TUXKHIB OTPUMYBaIu Po3yBacTaTUH y f03i 5, 10 abo 20 mr

Ha 700y abo mnnaiebo, Mmicyis Y0oro BCi yUaCHUKY IMIOAHS MIPUMMalyd PO3yBacTaTUH MIPOTIATOM

40 tuxHiB. Ha noyaTky mocmigxkenss npubnusno 30 % narieHTis Oymu BikoMm 10-13 pokiB Ta
npubnu3no 17 %, 18 %, 40 % ta 25 % i3 Hux 3Haxomgunuck Ha I, III, IV ta V cTamii po3BUTKY

3a TarnHepoM BigmoBigHO. Pirers XC-JIITHII amenmuBcs Ha 38,3 %, 44,6 % ta 50,0 % BigmoBimHO

y rpymax mpuiioMy po3yBacTaTuly B no3i 5, 10 ta 20 Mr mopiBHsAHO i3 0,7 % y rpymi mnaiebo.
Hanpuxkinni 40-TUXKHEBOTO Iepiofy BIIKPUTOTO TUTPYBAHHS AO3U [AJIS JOCATHEHHS IiIbOBOTO PiBHS
(MakcumarsnbHa fo3a craHoBmia 20 Mr 1 pa3 Ha mo6y) y 70 3i 173 natienTis (40,5 %) BOanocs HOCATTH
uinboBoro piBHsA XC-JIITHII mentie 2,8 mMornb/n. ITicis 52 TUXKHIB JOCTIAKYBaHOT0 TiKyBaHHS

He 0yJI0 BUSIBJIIEHO XKOHOTO BIIJIUBY Ha PicT, Macy, iHmekc macu tina (IMT) abo ctaTeBe mo3piBaHHS
(muB. po3min «Ocob6auBOCTI 3acToCyBaHHS»). Lle mocnimxkeHnHs (n = 176) He IPUUHSATHE OIS
MIOPIBHSIHHS PigKuX HeOakKaHUX SBUIIL.

EdekTuBHICTh Ta 6€31€Ky 3aCTOCYBaHHS PO3yBaCTaTUHY TAaKOXK BUBYAJIK Y 2-PiYHOMY BiTKPUTOMY
OOCIi?KEeHH] 3 I[IIbOBO0 TUTPaLi€lo fo3u y 198 fmiTed 3 reTepO3UrOTHOI CiMENHOI0
rinepxonecTepuHeMieio BikoM Bif 6 1o 17 pokiB (88 yuacHuKiB 4onoBiuoi cTati Ta 110 - XKiHOUYO1
crati, < II-V crapii po3BuTKy 3a TanHepoM). [ToyaTKoBa [03a [AJIS BCiX MAIliEHTIB CTAHOBUIA 5 MT
po3yBacTtaTuny 1 pa3 Ha goOy. [TamienTam BikoM Bif 6 mo 9 pokiB (n = 64) HO3y TUTPYBAIK

mo MakcuMasnbHOI o3u 10 Mr 1 pa3 Ha mo0y, a namieHTaM BikoM Big 10 mo 17 pokiB (n = 134) -

no MakcumasbHOI fo3u 20 Mr 1 pa3 Ha go0y. Ilicng 24 MicsiiiB JTiKyBaHHS PO3yBaCTaTUHOM CEPEIHE
3HUKEHHS Bif BuXigHOro 3HaueHHs XC-JIITHIII, Bu3HaYeHe 3a METOOM HaUMEHIIIMX KBaparTis,
CTaHOBUIIO -43 % (BuximHu# piBeHb: 236 Mr/omn, Micsub 24: 133 mr/om). 17151 KOXKHOI BiKOBOI TPYIIH —
Big 6 mo < 10 pokis, Big 10 mo < 14 pokis i Big 14 0o < 18 pokiB — cepenHe 3HMKEHHS Bifl BUXiTHOTO
3HaueHHsa XC-JIITHIII, Bu3HaueHe 3a METOIOM HalMEHIINX KBaApaTiB, CTAaHOBUIO -43 % (BUXimHUMI
piBeHb: 234 mr/mn, Micsib 24: 124 mr/on), -45 % (Buxiguuit piBeHb: 234 Mr/on, micsaup 24: 124 mr/mn)
Ta -35 % (BuxigHuu piBeHb: 241 Mr/on, micsaus 24: 153 Mr/on) BignosigHOo. Pe3ynsTaTom
3aCTOCyBaHHS pO3yBacTaTHHY ¥ Ho3ax 5, 10 ta 20 Mr Takoxk Oy CTAaTUCTUYHO 3HAYYII CepenHi
3MiHU TaKWX BTOPMHHUX 3MiHHUX BEJIMYUH JIiMifiB i TiNONPOTEIHIB MOPIBHAHO 3 BUXiITHUMUI
nokasuukamu: XC-JITIBIII, zaranvauit XC, XC-ueJITIBII, XC-JITTHII/XC-JITIBII, 3aranpuuit XC/XC-
JITIBII, TT/XC-JITIBII, XC-ueJITIBII/XC-JITIBII, AnoB, AnoB/AnoA-I. 3MiHM KOXHOTO 3 IIUX
IIOKa3HUKIB IeMOHCTPYBAJIU MOJINIIeHHS MiMigHUX peakilil i 30epiranucs npoTarom 2 pokis. ITicns
24 Mics1iB JiKyBaHHS 2KOJHOTO BIIJIUBY Ha picT, Macy Tina, IMT abo cTaTeBe mo3piBaHHS BUSBIEHO HE
Oymo (guB. po3min «OcobIMBOCTI 3aCTOCYBAHHSI»).

Y paHOoMi30BaHOMY, IIOABIMHO ClinoMy, miale60-KOHTPOIL0BaHOMY, 6araTolieHTPOBOMY,
IepexpecHOMY JOCIIiKeHHi BUBYaIu e(heKTUBHICTh 3aCTOCYBaHHS po3yBacTaTuHy B m1o3i 20 mMr 1 pas
Ha Ho0y mopiBHSHO 3 miare6o 3a yyacTio 14 mite# Ta migmiTkiB (BikoM Bifm 6 mo 17 pokiB)



3 TOMO3UTOTHO CiMEUWHOI0 rinepxonecTepuHeMiero. [JOCTigXKeHHS BKIII04YaJI0 aKTUBHY 4-TUXKHEBY
nigroToBuy a3y 3 JOTPUMaHHAM HIi€TH, Iif Yac SKOl NallieHTH IpuiiManu po3yBacTaTuH y 1o3i 10
MT, IlepexpecHy ¢a3y, 110 CKIafanacs 3 6-TUKHEBOTO Mepiofy MiKyBaHHS PO3yBaCTaTUHOM y mo3i 20
MT i3 monepenHiM a0o MmofanbIIvM 6-TUXKHEBUM JTiKyBaHHSIM Ianebo, Ta 12-TUXKHEBY
iATpUMYyBaibHY a3y, IPOTSIroM SIKOI BCi MaIliEeHTH OTPUMYBaIu PO3yBacTaTUH y 7031 20 MT.
[MTauienTu, siki nepeOyBany Ha Teparii e3eTuMiOoM abo adhepe3oM, IPOAOBKYBaIN OTPUMYBATH 1ie
JIIKYBaHHS IPOTATOM yChOTO AociigxeHHs. Ctatuctuyno 3Hauyme (p = 0,005) 3HukenHd piBHS XC-
JITTHIII (22,3 %; 85,4 mr/nm, abo 2,2 MMOJIb/T) CIiocTepiranu yepes 6 TUXKHIB JTiKyBaHHS
po3yBacTaTUHOM Y 103i 20 Mr nopiBHSHO 3 manebo. CriocTepiraau CTaTUCTUYHO 3HAUYIIE 3HUKEHHS
3aransHoro XC (20,1 %, p = 0,003), XC-geJII1BI (22,9 %, p = 0,003) i AmoB (17,1 %, p = 0,024).
Takox croctepiranu 3uukeHHs piBH 1T, crniBBigHomenHs XC-JITTHII/XC-JITIBIII, 3aranbauii
XC/XC-JIIIBII, XC-meJITIBLI/XC-JITIBII Ta AtoB/Ani0A-I micyig 6 TUXKHIB JTiKyBaHHS PO3yBaCTaTUHOM
y 0o3i 20 Mr nopiBHsAHO 3 miane6o. 3uuxenus piHs XC-JIITHII yepe3 6 THKHIB MiKyBaHHS
PO3yBacTaTUHOM Y 1031 20 MI' 3 HACTYITHUM 6-THKHEBUM 3aCTOCYBaHHSM Iiiale0o 36epiramocs
mpoTsAroM 12 THXKHIB 6e3mepepBHOI Teparil. Y ogHOro nalieHTa CIIOCTePIiraay mofaiblile 3HUKEeHHS
piBuag XC-JIITHII (8,0 %), 3aransHoro XC (6,7 %) i XC-weJITIBII (7,4 %) micng 6 TUXKHIB JTiKyBaHHS

3 TUTpyBaHHAM fo3u 0o 40 mr. [1ig yac mpomgoBKeHHS BifKPUTOTO JIiIKyBaHHS PO3yBaCTaTUHOM Y 031
20 Mr y 9 3 iux nanieHTiB 3uuxkeHHd piBHSA XC-JIITHII] 36epiramocs B Mexkax Bifg -12,1 % mo -21,3 %
0o 90 TUXKHIB.

Y BifKpuTOMY AOCHIAKEHH] IIOCUIEHOT0 TUTPYBaAHHS H03 y 7 OLiHIOBAHUX [iTel 1 migIiTKiB (BIKOM Bif
8 mo 17 pokiB) 3 TOMO3UTOTHOIO CIMEMHOIO TiepX0IeCcTePUHEMI€EIO (IUB. BUIIE) BiHCOTOK 3HUKEHHS
piBasg XC-JITTHIII (21,0 %), 3aransaoro XC (19,2 %) ta XC-ueJIIIBII] (21,0 %) Big BUXigHOTO PiBHSA
IIiCc/Is 6 TUXKHIB JIIKyBaHHS pO3yBacTaTUHOM y 1031 20 MI BifilloBifjaB TOMY, 110 CIIOCTEpIraau y
BHUI[e3TafaHOMy AOCIIXKEHH] ¥ OiTeH Ta MiAJiTKiB 3 TOMO3UTOTHOK CiMEHHOI0
rinepxoyieCTEPUHEMIER0.

€BporelicbKe areHTCTBO 3 JTiKapChKuUX 3ac006iB BiTMOBUIIOCS Bif 3000B’s13aHHS HagaBaTH Pe3y/IbTaTH
IOCIIIXKeHb 3aCTOCYBaHHS PO3yBaCTaTUHY Yy BCIX MiArpynax OiTed 3 TOMO3UTOTHOI CIMENHOI0
rinepxonecTepuHeMi€l0, MePBUHHOI0 KOMOIHOBAHO (3MilllaHO0) AUCHiigeMielo Ta oI
npo¢inakTUKX MOpPYyLIeHb 3 60Ky CepleBO-CyqUHHOI CHCTEMU.

dapmakokiHemuxka.

BcMOKTYBaHHSA

MaxkcumasnbHa KOHIIEHTpallil po3yBacTaTuHy y ma3mi Kposi (C,,,) HocATaeThCa IPUOIU3HO Yepes

5 TOJIMH MIiCJISI TepopPajbHOTO 3aCTOCyBaHHS. AOCOIOTHA 0i0IOCTYITHICTh CTAHOBUTD ITPHUOIM3HO
20 %.

Posmnopin

Po3yBacTaTvH 3HQYHUM YMHOM 3aXOITIOETHCS NTEYIHKOIO, IKa € OCHOBHUM MiCIIEM CUHTE3Y
xonectepuny Ta kiipency XC-JIITHIII. O6’em po3nofiny po3yBacTaTUHY CTAHOBUTH NMpubnIu3Ho 134 1.
Bnu3bpko 90 % po3yBacTaTUHY 3B’'sI3yeThCA 3 GiTKaMu IJTa3MU KPOBi, IepeBakHO 3 alb0yMiHOM.

Mertabomizm

PosyBacraTuH 3a3Ha€e 00MexkeHOro Metabomizmy (mpubnusno 10 %). HocmigxeHHs MeTabomizMy

in vitro i3 BUKOPHUCTaHHSIM T'ellaTOLUTIB JIIOOUHY CBig4YaTh, III0 pO3yBaCTaTUH € HecrelnupidyHUM
cyOcTpaTtoM mjisi MeTaboJ1i3aMy, oImocepeiKoBaHOTo ¢hepMeHTaMu IuToxpoMy P450. OCHOBHUM
3agigauM izopepmentom € CYP2C9, memio MeHIIy pob BifirpaiooTts izodepmentu CYP2C19, CYP3A4



Ta CYP2D6. OCHOBHMMH BHU3HAUEeHUMHU MeTabomiTaMu € N-IeCMeTHIOBUH Ta JTaKTOHOBUH
meTabomitu. N-mecMeTunoBuit MmetabositT npubau3no Ha 50 % MeHII aKTUBHUM, HiXK PO3yBaCTaTHH,
JTAKTOHOBUM MeTaboJIiT BBaXKa€ThCS KIiHIYHO HeakTHBHUM. Ha po3yBactaTuH npumnapmae 6inbine 90 %
aKTHBHOCTI IIUPKYI0l04oro iHriditopa 'MI-KoA-pengykrasu.

BuBenenus

[Tpu6mu3uo 90 % mo3u po3yBaCTAaTUHY BUBOAUTHCS Y HE3MiHEHOMY BUTJISAAL 3 KajloM (pa3oM
BCMOKTaHa Ta HEBCMOKTAaHa [if04a peY0BHHA), PEITa BUBOOUTLCS 3 ceuero (mpubmu3Ho 5 % —

y He3MineHoMy Bursgi). [Iepion HamiBBUBENEHHS i3 Ij1a3Mu KPOBi CTAaHOBUTD MpuOnu3Ho 19 rogux i
He 30inbIIyeThCS IPU MifBUILEHH] 03U, CepegHe reoOMeTpUUHE 3HAUEHHS IIJTa3MOBOTO KITipeHCy
po3yBacTaTUHY CTAHOBUTH Npubnu3Ho 50 n/rop (koedimieHT Bapiaril - 21,7 %). 4k i y pasi
3acTocyBaHHS iHmuX iHri6iTopiB 'MI'-KOA-penykTa3u, meyiHKoBe 3aX0IJIeHHs PO3yBaCTaTHHY
BimOyBaeThCs 3a yuacTio MeMOpaHHOTo TpaHcnoprepa OATP-C, sxuii Bimirpae BaX/uBy POb

y IIEe4iHKOBi eJliMiHallil pO3yBaCTaTHHY.

JIiHIMHICTD

CucreMHa €KCIIO3UIIis PO3yBaCTATUHY 30iIbIIYyETHCS IPOMOPIIiHHO 0o3i. [Ipu 6GaraTropazoBoMy
IIOOEeHHOMY 3aCTOCYyBaHHI ITapaMeTpy (papMaKOKiHETUKY HE 3MiHIOIOTHCH.

Oco06nuBi TPYIY NALliEHTIB

Bik ma cmampb

Kniniyno 3Hauym[oro BIIMBY BiKy abo cTaTi Ha ¢papMaKOKiHETUKY PO3yBaCTaTHHY y OPOCTIUX He
crioctepiranu. Ekcrno3unis po3yBacTaTuHy y AiTed Ta MifgJIiTKIB i3 reTepO3UTrOTHOK CIMENHOI0
rinepxosyectepuHeMmieo 6yna nogi6Ho ab0 HUXKYOIO TTOPIBHSHO 3 €KCIIO3UIIEI0 Y JOPOCIIUX
MAI€EHTIB 3 AUCHiINiAeMi€l0 (AUB. miApo3min «JiTu» LbOro PO3Tiy).

Paca

HocmigxxeHHsT papMaKOKiHETUKY BUSBUIIH, 110 Y MAIliEHTIB MOHTOJIOIOHOI pacu (SMOHIIIB, KUTAUIIIB,
GbinminmiHiiB, B’€THAMIIIB Ta KOPEHIliB) MeqiaHHI 3HaYeHHS IJIONII ITii KPUBOIO «KOHIIEHTPAIlis-4yac»
(AUC) Ta MakcuManbHOI KOHIIeHTpalil y mma3mi Kposi (C,,,,) TpubIu3H0 BABiYi BUIll, HixXK

y IpeaCTaBHUKIB EBPOIEOITHOI pacy; y iHfiiiB MefianHi 3HaueHHs AUC Ta C,,, mipBuIieHi
npu6nu3Ho B 1,3 pa3a. AHasi3 nomynsiiiHol papMaKOKiHETHKY He BUSIBUB KITiHIYHO 3HAUYIIO1
pi3HUI MiX MalieHTaMHu €BPOIEOITHOI Ta HETPOIMHOI pac.

Hupkoesa HedocmamHicmb

Y mocnigkeHHi 3a y4acTIO IAlli€HTIB i3 Pi3HUM CTyIleHeM IMOpPYLIeHHA QYHKII1 HUPOK 3MiH
KOHIIeHTPallil po3yBacTaTuHy abo N-mecMeTunoBoro MeTaboJIiTy B IJIa3Mi KPOBi ¥ IallieHTiB

3 IIOPYIIEHHSIMU JIETKOro abo TOMIPHOTO CTyIeHs TSXKKOCTI Bif3HaueHo He Oyno. Y naiieHTiB

i3 TAKKUMU MOPYIIeHHIMU (QYHKIII HUPOK (KiTipeHC KpeaTuHiny < 30 MJ/XB) KOHIIEHTpPaLis
PO3yBaCTaTHHY Yy Ia3Mi KpoBi 6yya B 3 pa3u BUINOI0, a KOHIEHTpaIlis N-JecMeTHI0BOro
MeTabomiTy B 9 pasiB BUILOI0, HiX ¥ 300p0OBUX NOOPOBOJIBIIB. PiBHOBaXKHi MM1a3MOBi KOHIIEHTpalii
pO3yBacTaTHHY Y Ialli€eHTiB, siKi mepebyBaloTh Ha reMofianisi, Oymu mpubnusuo Ha 50 % BUIUMH,
HiX y 3[I0POBUX JOOPOBOJIBIIIB.

ITeviHKosa HedocmamHicmb

Y mocnigKeHHi 3a y4acTIO MalliEHTIB i3 Pi3HUM CTyIleHeM MOpyLIeHHS QYHKII] Ie4YiHKM 03HaK



MigBUIIIEHOI eKCITO3UIlil PO3yBaCTaTHUHY Y MAalliEHTIiB, CTaH SKUX OIliHIOBaBCS y 7 abo MeHIIe 6aiB
3a mkanow Yainma — I1'10, BusineHo He 6yno. OgHAK y OBOX MallieHTiB 3 6amamu 8 Ta 9 3a IIKaIo0
Yaitnna — 1’10 cucTeMHa €KCIIO3Ullis po3yBacTaTHHY Oyla I[oHaWMeHIIe BABiUi BUIIO0, HiK

y TalieHTiB i3 MeHmuMu 6anaMu. [JOCBig 3aCTOCYBaHHS PO3yBAaCTaTHHY IallieHTaM, CTaH SIKUX
OLIiHIOEThCS Oinbie HiX y 9 6aniB 3a mKanoio Yainga — [1'10, BigCyTHIM.

I'enemuyHull noaimopgiam

Po3nogin inri6iTopis 'MI'-KoA-penyKTa3u, B TOMY YHCJIi pO3yBaCTaTHHY, BiIOYBAETHCS 3a y4aCTIO
tpaHcmopTHux 6inkiB OATP1B1 ta BCRP. Y marrienTiB i3 renetuunum momimopdizamom SLCO1B1
(OATP1B1) Ta/a6o ABCG2 (BCRP) icHye pu3uK MigBUIIEHO] €KCII03Ullil po3yBacTaTuHy. OKpeMi
¢dopmu nomimopdizmy SLCO1B1 ¢.521CC ta ABCG2 c.421AA acoriitioBaHi 3 IiABUIIEHHIM
ekcnosutii (AUC) po3yBacTtaTuny nopiBHsHO 3 reHotunamu SLCO1B1 ¢.521TT a6o ABCG2 c.421CC.
CrnerianbHe TeHOTUNTYBaHHS B KJTiHiUHIN TpakTuUll He nepenbadeHe, ane NalieHTaM i3 TaKUM
110J1iMop¢hi3MOM PeKOMEHIYETLCS 3aCTOCOBYBATU MEHIIYy J0OOBY HO3y PO3yBaCTaTUHY.

Himu

IBa mocnimxkeHHs dapMaKOKiHETHKY PO3yBacTaTUHY (y NiKapceKiit popmi TabneTok) y miTei

i3 reTepO3uUroTHOI CiMeHNHOI0 TinepxosecTepuHeMieio BikoM Big 10 mo 17 pokiB abo Bim 6 mo 17 pokiB
(3aranom 214 marieHTiB) mOKa3asH, 10 €KCIIO3UIlis pO3yBacTaTUHY B HiTel € Momi6H0I0 a60 HUKYOI0
IIOPiBHSHO 3 €KCITO3UINEI0 ¥ MOPOC/IUX MallieHTiB. EKcno3utisi po3yBacTaTuHy Oyia nependadyBaHOIO
BiITIOBIZHO [I0 [0O3H Ta TPXMBAJIOCTi IPUIOMY NIPOTATOM OiNIbII HiXK 2 POKiB CIIOCTEPEKEHD.

KriniyHi xapaKTepHCTHKH.
Iloka3anus.
JIixyeaHHA 2inepxosecmepuHemii

IopocnuM, migmiTKaM Ta OiTAM BiKOM Bifi 6 POKIB i3 IEpBUHHO rinepxonectepureMieto (tumy Ila,
B TOMY YHCJIi i3 reTepO3UT0THO CiIMENHOIO TilepxoiecTepUHEMiEI0) ab0 3MillTaHO0 AUCIITiAeMIe0
(tTuny IIb) B IKOCTi JOTIOBHEHHS [0 OIETH, KOIU OOTPUMAaHHS OiETH Ta 3aCTOCYBaHHS iHIINX
HeMeIUKaMeHTO3HUX 3ac00iB (Hampukian ¢hi3uuyHUX BIIPaB, 3HUKEHHS MaCH Tijla) € HeMOCTaTHIM.

IopocnuM, miAiTKaM Ta AiTSM BiKOM Bif 6 POKiB IIpyu TOMO3UTOTHIM CiMEWHIN rinepxoiecTepuHeMil B
SIKOCTi IOTIOBHEHHS [I0 [i€TH Ta iHIIMX NMiMig03HUKYBaJIbHUX 3ac00iB JiKyBaHHS (Halpukiayn adepesy
JITTHII) abo y pasi, Konu Take JIiKyBaHHS € HELOPEUHUM.

ITpoginakmuka cepu,e8o-CyOUHHUX NOPYUWEHb

Ins 3amobiraHHs 3HaYHUM CEPIIeBO-CYIMHHUM IIOPYIIEHHSM V TallieHTiB, IKUM, 3a OI[iHKaMH,
3arpoxye BUCOKHMM PU3UK IIEPIIOro BUMAAKY CEPleBO-CYAUHHOI0 MOPYIIEHHS (OUB. PO3AiI
«PapMaKOoJIOTiYHi BIAaCTUBOCTi»), B IKOCTi IOMOBHEHHS 00 KOPEKIil iHIuX (aKTOPiB PU3UKY.

IIpomunoka3aHHs.

linep4yyTnuBiCTh A0 pPo3yBacTaTHHY a0 mo OyAb-SKOTO iHIIOr0 KOMIIOHEHTA JIiKapChKOTO 3aco0y.



3axBOpPIOBaHHS MIEYiHKY B aKTUBHIHU (a3i, B TOMy YHCIIi CTiliKe NiABUIIEHHS CUPOBAaTKOBUX
TpaHCcaMiHa3 HeBimoMoi eTionorii Ta OyOob-sIKe MifIBUILEHHS TpaHCAMiHa3 y CHPOBATII, 110 B 3 pas3u
IIepPeBUILYE BepXHIO MexXy HopMmu (BMH).

Taxki mopymeHHs QYHKIIII HUPOK (KJIipeHC KpeaTHHiHy < 30 MJ/XB).
Miomaris.

OpHoYacHe 3acTocyBaHHS KoMOiHalii codocOyBip/BenaTacBip/BOKCUIANpeBip (OUB. PO3Min
«B3aeMopis 3 iHIMMMY NTiKapChbKUMHU 3aco0aMu Ta iHII BUAYM B3aEMOIii»).

OpHOYacCHe 3aCTOCYBaHHS LIUKJIOCIIOPUHY.
[Tepion BariTHOCTI ab0 ToAyBaHHS TPYALIO.

Jlikapcekui 3acib IPOTHUIIOKa3aHUM KiHKaM PenpPOAyKTUBHOIO BiKY, sIKi He 3aCTOCOBYIOTh HaleXkKHi
3aco0u KOHTpAIeIii.

Io3a 40 Mr mpoTHIioKa3aHa IallieHTaM 3i CXUJIbHICTIO 0 MiomaTii/pabmomioidy. 1o hakTopiB TakKoro
PU3UKY HalexXarTh:

- TIoMipHe TopyiIeHHs QYHKIII HUPOK (K/TipeHC KpeaTuHiHy < 60 MII/XB);
- TIOTUPEO3;
- HasIBHICTb B 0COOMCTOMY 200 POIMHHOMY aHaMHe3i CITafKOBUX M’SI30BUX 3aXBOPIOBAHE;

- HaSIBHICTh B @aHaMHe3i MiOTOKCHMYHOCTI Ha TJIi 3aCTOCyBaHHS iHmwmX iHTi6iTopiB I'MI'-K0oA-penykTa3u
abo ¢ibparis;

- 3JI0BXXUBAHHS aJIKOT0JIEM;
- CHTYallii, 1110 MOXKYTh IPU3BECTH 0 MiIBUIIEHHS KOHIIEHTPALlii pO3yBaCTaTHHY V IIJIa3Mi KPOBI;
- HaJIeXXHIiCTh MO0 MOHTOJIOIIHOI pacy;

- CYIyTHE 3acTocyBaHHS ¢ibpaTiB (muB. po3minu «®apMaKoJIOTiuHi BIacTUBOCTI», «B3aemopmis
3 iHIIMMHM JTiKapCbKUMM 3aco0aMu Ta iHII BUAYM B3aEMOMii» Ta «OCOOIUBOCTI 3aCTOCYBAHHS»).

B3aemodisn 3 iHwumu nikapceKumu 3acobamu ma iHwi eudu e3aemoditi.

By cynyTHiX nikapchKux 3ac06iB Ha PO3yBaCTaTUH

IH2i6imopu mpaHcnopmHux biakie

Po3yBacTaTuH € cyOCTpPaTOM [Jis AeSKUX TPAHCIIOPTHUX OiNIKiB, y TOMY YMCIIi TpaHCIOPTEPa
neyvinkoBoro 3axomieHHsT OATP1B1 ta edpnokcHoro tpancnoprepa BCRP. OgHOYacHe 3aCTOCYBaHHS
pO3yBacTaTHHY 3 JIiIKapChKUMU 3ac00aMu, 1110 TPUTHIUYIOTH ITi TPAHCIIOPTHI 6i/IKM, MOXKe IPHU3BOAUTHI
TI0 TIiBUIIIEHHST KOHIIEHTPallii po3yBacTaTHHY B I1JTa3Mi KPOBi Ta 36ibIIeHHS PU3UKY MiomaTil (AuB.
po3minu «B3aeMopmis 3 iHITMMH JTiKapChbKUMHK 3aC00aMHM Ta iHIII BUAM B3aeMOfii» (Tabmuis 2),
«0Oco6nuBOoCTi 3acTocyBaHHS» Ta «CI10Ci0 3aCTOCYBaHHS Ta JO3U»).



LukaocnopuH

Y nepiopg CynyTHLOTO 3aCTOCYBaHHS PO3yBaCTAaTUHY Ta LUUKJIOCIOPUHY 3HaYeHHA AUC po3yBacTaTuHy
Oynu B cepeIHbOMY IPUOJIM3HO B 7 pa3iB BUIIMMHU, HiXK Ti, SKi CIIOCTEpiranucs y 3m0poBUx
noOpoBOBLIiB (O¥UB. TAaOMKINO 2). Po3yBacTaTHH MPOTUIIOKA3aHUM MAIlieHTaM, SIKi OMTHOYACHO
OTPUMYIOTh IIUKJIOCIIOPHH (guB. po3min «IIpotunoka3aHHsa»). CyIyTHE 3aCTOCYBaHHS PO3yBaCTaTUHY
He BIIMBAJIO Ha KOHI[EHTpPALlil0 UKJIOCIIOPKHY B IIJTa3Mi KPOBI.

IH2i6imopu npomea3su

Xo4a TOUHMHM MexaHi3M B3a€MO/Iil HEBiTOMUM, OQHOYACHE 3aCTOCYBaHHS iHTi6iTOPiB MpoTea3u Moxe
3HAYHO ITigBUIIYBATH €KCIIO3UIiI0 po3yBacTaTuHY (AuB. Tabnuito 2). Hanpuknan, y mociimxKeHHi
(dhapMaKOKiHETKM OMHOYacHe 3acTocyBaHHsA 10 MI po3yBacTaTHHY Ta KOMOiHOBAHOT'O JIiKapChKOTO
3aco0y, mo micTuB ABa iHribiTopu mpoteasu (300 Mr aTazaHaBipy/100 Mr puToHaBipy), Y 30OPOBUX
noOpoBobLIiB cynpoBoaxkyBasocs migsuineHHsIM AUC Ta Cmax po3yBacTaTuHy npubnu3Ho B 3 Ta

7 pasiB BigmoBigHOo. OfHOYACHE 3aCTOCYBaHHS PO3yBaCTaTHHY Ta OesKuX KoMOiHalif iHri6iTopiB
IIPOTea3u MOXKJIMBE IIiCJIsA peTeIbHOT0 00MipKyBaHHS KOPEKIIil 1031 PO3yBaCTaTUHY 3 OTJISALY
Ha OYiKyBaHe 3POCTaHHS MOT0 eKCIIO3uIlil (DuB. po3minu «B3aemopisa 3 iHIIMMHU JTiKAPCHKUMU
3acobaMu Ta iHIIi BUgU B3aeMomin» (Tabmullsg 2), «OcobauBoCTi 3acTocyBaHHSI» Ta «Croci6
3aCTOCYBaHHS Ta JO3MU»).

I'em@ibpo3us ma iHwi ainido3HUCYBANbHI 3acoOU

OpgHOYacHe 3aCTOCYyBaHHS PO3yBacTaTHHY Ta reM@piOpo3uity npu3Boauio fo 3poctanHs AUC Ta
Cmax po3yBacTaTuHy B 2 pa3u (auB. po3min «OcoO6NIMBOCTi 3aCTOCYBAHHS»).

3Baxkalo4M Ha JIaHi CrelliaIbHUX JOCTiIKeHb, papMaKOKiHETUYHO 3HAUYIOi B3aeMofil 3 ¢peHodibpaTom
He OYiKyEeThCS, OHAK MOXKJIMBa ¢apMaKoguHaMiuHa B3aemofisa. I'empidpo3un, henodidpar, inmri
¢ibpaTu Ta Nimigo3HUKYBaIbHI 103U HiallMHY (HIKOTMHOBOI KucnoTH) (= 1 r/mo6y) 30ibIIyI0Th pU3UK
MiomaTil Ipu CynyTHbOMY 3acToCyBaHHi 3 iHribiTopamu I'MI'-KoA-penykrasu, IMOBIpHO, 3a PaxyHOK
TOTO, II[0 BOHU MOXKYTh CIIPUYUHSTH MiOIaTil0, KOJIM 1X 3aCTOCOBYIOTh OKpeMo. [1o3a 40 Mr
IPOTUIIOKA3aHa P CYNyTHbOMY 3acToCyBaHHi ¢ibpartiB (quB. po3pinu «IIpoTunoka3aHHs» Ta
«0Oco6uBOCTi 3aCTOCYyBaHHS»). TAaKUM TMallieHTaM TaKOXK CJIifl TOYMHATH Tepalliio 3 Jo3u 5 MT.

E3zemumib

OpgHOYaCHe 3aCTOCYBaHHS PO3yBacTaTHUHY B m03i 10 Mr Ta e3eTumiby B m03i 10 Mr mamieHTam

i3 rinepxonecrepuHeMieio npu3Boauno go 3poctanHs AUC po3yBacTaTuHy B 1,2 pa3a (OuB.
tabnuirio 2). He MoXXHa BUK/IIO4YaTH (papMaKoJMHAMIiYHOI B3a€MO/il MiXK pO3yBaCTaTUHOM Ta
e3eTuMiboM, 110 MOXKe MPU3BECTH 00 HebaKaHUX IBUII (OUB. po3ain «OcoOIMBOCTI 3aCTOCYBaHHI »).

AHmauyuoHi aikapcuvki 3acobu

OpHOYacHe 3aCTOCYBaHHS PO3yBaCTaTHUHY 3 CYCIEH3isIMU aHTaALUIB, 10 MICTATH FIAPOKCUL
aJIIOMiHiI0 Ta MarHilo, 3HUKYBaJIO KOHI[EHTPAIlil0 po3yBacTaTUHY B IJIa3Mi KpoBi mpubnu3Ho Ha 50 %.
Lleit edekT OyB MeHIII BUpaXKeHUM Y pa3i 3aCTOCyBaHHS aHTAIUAHUX 3ac00iB Uepe3 2 TOOUHY IiCs
3aCTOCyBaHHS po3yBacTaTHHY. K/TiHiUHY 3HAUYIIiCTH 1€l B3aEMOfil He BUBYAJIU.

EpumpomiuyuH

OpHoYacHe 3aCTOCYyBaHHS PO3yBaCTaTHHY Ta epuTpoMinuuy 3HnKyBano AUC po3dyBactaTuny Ha 20 %,
a C,., - Ha 30 %. L1a B3aeMopisi Moxke OyTH CIpUYMHEHa ITOCUJIEHOI0 IIEPHUCTAIbTUKOI0 KUIIIEYHUKY



BHACJIIOOK [il epUTPOMIIUHY.
®epmenmu yumoxpomy P450

Pe3ynbTaTu gocmigKeHs in vitro Ta in vivo cBig4arTh, 1[0 pO3yBacTaTUH He iHTiOye i He iHAyKYye
izopepmenTu nuToxpomy P450. OKpiM 1160T0, pO3yBacTaTUH € HeClenupiyHuM CyOCTpaTOM IUX
i3oepmenTiB. TakuM YMHOM, B3a€MO[Iii PO3yBacCTaTHHY 3 iHIINMU JTiKAPCHKUMU 3aco0aMu B pe3yiabTaTi
MeTabomi3zmy, omocepenkoBaHoro P450, He ouikyeTbcsi. He crocTepiranu KimiHiYHO 3HAYYIIUX
B3aEMOIN MiX po3yBacTaTUHOM Ta ¢ykKoHa3osoM (inribitopom CYP2C9 ta CYP3A4) abo
KeToKOHa30510M (iaribiTopom CYP2A6 ta CYP3A4).

Tukazpesaop

Tukarpenop Moxe BIIJIMBATU Ha HUPKOBY €KCKPELIit0 PO3yBaCTaTUHY, [IIBUILYIOYU PU3UK HOT0
KyMyJsiil. Xo4a TOUHUY MeXaHi3M HEBIIOMUM, y AesKUX BUIIafKaX OMHOYACHE 3aCTOCYyBaHHS
TUKATrpeJiopy Ta Po3yBacTaTUHY IIPU3BOOUIIO 10 3HUKEHHS QYHKIil HUPOK, MifBUIIEHHS PiBHSA
kpeatutkina3u (KK) Ta po3BUTKYy pabmomioniy.

B3aemo0ii, wo sumazaroms Kopekuii 0o3u po3ygacmamuHy (OuB. TaOIUINO 2)

[Tpu HeoOXimHOCTI 3aCTOCYBaHHS PO3yBACTATHHY 3 IHIIMMHU JTiIKAPCHKUMHU 3aco0aMu, 3TaTHUMU
IiABUINYBATU €KCIIO3UIIiI0 pO3yBaCTaTUHY, 03y PO3yBaCTaTUHY IOTPiOHO CKOPUTYBATH. AKIIIO
ouikyeThcs, 1m0 ekcro3utis (AUC) po3yBacTaTuHy 3pocTe mpubiu3Ho B 2 abo Oinbile pasis,
3aCTOCYBaHHST pO3yBaCTATUHY CIIi[l MOYMHATH 3 1034 5 MT 1 pa3 Ha mo0y. MakcumasnbHy 0o00BY H03Y
PO3yBaCTaTHUHY CJIi[l CKOPUTYBATH TAaKUM YHUHOM, 11100 OUiKyBaHa €KCIIO3UIlisl pO3yBAaCTATUHY

He TepeBUIlyBaia eKCIIO3UIIilo, 1110 Bil3HaYa€eThCs pu npuiioMi no3u 40 Mr/mo0y 6e3 3aCTOCyBaHHS
JiKapchbKuX 3aco0iB, 1110 B3a€MOJiIOTH i3 HUM; HaAIIpHUKIal, IIPU 3aCTOCyBaHHi 3 reMdidbpo3uiom mo3a
po3yBacTaTuHy ctaHoBuTUME 20 MT (306isbIIeHHS eKcro3ullil B 1,9 pa3a), mpu 3acToCyBaHHi

3 KoMm0OiHallielo puToHaBip/aTa3aHaBip - 10 Mr (36inbiIeHHs ekcrno3utlil B 3,1 pa3a). AKIo mikapchKkui
3aci6 36inbiurye AUC po3yBacTaTUHY MEHII HiXK Y 2 pa3u, I0YaTKOBY 03y PO3yBacTaTUHY 3HUKYBATH
He MOoTPiOHO, aje cIlig moTpuMyBaTHUCS 00epeXXHOCTI mpu 30i/IbIIeHH] [031 PO3yBaCTATUHY OO HO3H,
1110 nepesuinye 20 Mmr.

Tabnus 2
BrnuB cynmyTHIX JikapchKuX 3ac00iB Ha €KCII03UIIil0 PO3yBacTaTUHY

(AUC; B mopsioKy 3MeHIIEHHS BeIMYMHU) 3a OMy0IiKOBaHUMU AAaHUMU KITiHIYHUX OOCIiIXKEHb

3binvwernHs AUC po3ysacmamuHy 8 2 pa3u abo binvwe Hixc y 2 pasu

Peoicum 0o3yB8aHHA AiKapcbkozo 3acoby, w,o Pescum dosyeaHHa 3miHu AUC
83aemolie po3ysacmamuHy po3ysacmamuHy*
CodocOyBip/BenmnaTacBip/BOKCHUIANIPEBIP 10 mr, omHopasoBa T 7,4 pasa

(400 mr/100 mr/100 mr) Bokcumnanpesip (100 Mmr) 1 moza
pas Ha o6y, 15 guiB
LluknocmopuH Big 75 Mr 2 pa3u Ha {06y mo 200 mr 10 Mr 1 pa3 Ha moby, T 7,1 pa3a

2 pa3u Ha o0y, 6 MicsIiB 10 guis

Hapomytamin 600 Mr 2 pa3u Ha go0y, 5 OHIB 5 Mr, olHOpPa30Ba 1 5,2 pasa
mosa

Peropacdeni6 160 mr 1 pa3 Ha no0y, 14 gHiB 5 mr, ogHopa3oBa 1 3,8 pasa

mosa



Arta3zanasip 300 mr/puTtonasip 100 mr 1 pa3 Ha o6y, 10 mr, omHopa3oBa 1 3,1 pasa

8 mHiB
Benmnaracgip 100 mr 1 pa3 Ha mo6y

OwmobiTtacBip 25 Mr/mapuTanpesip 150 mr/
putonasip 100 mr 1 pa3 Ha moby/
nacabysip 400 mr 2 pa3u Ha 0oOy, 14 gHiB
Tepudnyrnomin

I'pazonpesip 200 mr/enbacsip 50 mMr 1 pa3 Ha 700y,

11 nuis

I'nexanpesip 400 mr/mi6penTacsip 120 Mr 1 pa3 Ha

no0y, 7 mHiB

Jlominagip 400 mr/puTtonasip 100 Mr 2 pa3u Ha #0060y,

17 nuiB
Kanmatrui6 400 Mr 2 pa3u Ha fo0y

mosa
10 mr, opaopa3oBa T 2,7 pa3a
mo3a
5 mr, ogHopa3oBa T 2,6 pasa
mo3a

Iani BifcyTHI T 2,5 pasa
10 mr, opaopa3oBa T 2,3 pa3a
mo3a

5 mr 1 pa3 Ha o0y, T 2,2 pa3sa
7 mHiB

20 mr 1 pa3 Ha moby, T 2,1 pa3a
7 mHiB

10 mr, opaopa3oBa T 2,1 pasa
mo3a

Krnonigorpens 300 Mr ogHOpa30oBa HaBaHTaxyBajbHa 20 Mr, ogHopa3oBa T 2,0 pa3sa

[03a, IOTiM 75 MT 4yepe3 24 roguHu
®ocramaruni6 100 Mr 2 pa3u Ha fieHb

®ebykcoctaT 120 Mr 1 pa3 Ha 700y

Femdibpo3un 600 mr 2 pa3u Ha 0oOy, 7 [HIB

mosa
20 mr, ogHopa3oBa 1 2,0 pa3u
mo3a
10 mr, opaopa3zoBa T 1,9 pasa
mo3a
80 mr, oguHopazoBa 1 1,9 pasa
mo3a

3binvwernHs AUC po3ysacmamuHy MeHW Hixc y 2 pasu

Peoicum 003yB8aHHA NiKapcbkozo0 3acoby, w,o
83aemooie
Entpomb6onar 75 mr 1 pa3 Ha go0y, 5 [HIiB

HapyHuasip 600 mr/putonasip 100 Mr 2 pa3u Ha [00y,

7 mHiB

Tunpanasip 500 mr/putonasip 200 Mr 2 pa3u Ha

no0y, 11 guiB
Iponenapon 400 Mr 2 pa3u Ha f00y
ITpakona3zon 200 Mr 1 pa3 Ha moby, 5 gHiB

E3etumi6 10 mr 1 pa3 Ha mo0y, 14 oHiB
3HuoceHHA AUC posysacmamuHy

Peotcum 0o3yB8aHHA NiKapcbkozo0 3acoby, w,o
g83aemoolie

Eputpowminus 500 mr 4 pa3u Ha 100y, 7 OHIB

Batikanin 50 mr 3 pa3u Ha 0o0y, 14 gHiB

Peacum dosyeanusa 3miHu AUC
po3ysacmamuHy po3ysacmamuHy*
10 mr, omHopasoBa T 1,6 pasa

mo3a
10 mr 1 pa3 Ha goOy, T 1,5 pasza
7 mHiB

10 mr, opaopa3oBa T 1,4 pa3sa
mo3a

IlaHi BiiCyTHI T 1,4 pasa
10 mr, opropa3oBa 1T 1,4 pasa **
no3a

10 mr 1 pa3 Ha go0Oy, T 1,2 pasa **
14 nuis

Peacum dosyeanusa 3miHu AUC
po3ysacmamuHy po3ysacmamuHy*
80 mr, oguHopazoBa | 20 %

mo3a

20 mr, ogHopa3oBa | 47 %

mo3a

* IlaHi, mpefcTaByeHi SIK 3MiHa B «X» pPa3iB, ABISAIOTH COO0I0 CITiBBiTHOIIEHHS MiXK 3aCTOCYBaHHSIM
po3yBacTaTUHy y KoMOiHa1il Ta okpeMo. [aHi, pefcTaBnieHi y BUrismi % 3MiHu, ABISII0Th C006010 %
PI3HULIIO BiTHOCHO IMOKAa3HUKIB IIPU 3aCTOCYBaHHI PO3yBacTaTAHY OKPEMO.

30iIbIIIeHHS TO3HAYEHO 3HAUKOM « T », 3MEHIIIeHHS - « | ».

** Byso mpoBefieHO OeKinbKa AOCTiAKeHb B3a€MOIl TpU Pi3HUX [03aX PO3yBacTaTUHY, B TaOMHI 2

3a3Ha4yeHO HaubiIbI 3HAYYIIE CIIiBBiIHOIIEHHS.



Taki mikapchki 3aco6u/KoMOiHallil He Maiu KJTiHiYHO 3Ha4ymoro BiauBy Ha AUC po3yBacTaTuHy

IIPH iX CyyTHHOMY 3aCTOCYBaHHi: anernita3zap 0,3 Mr, 7 gHiB; ¢heHodibpat 67 Mr 3 pa3u Ha [00Y,

7 ouiB; dpykona3on 200 mr 1 pa3 Ha 0oy, 11 gHiB; polammpenasip 700 mr/putonasip 100 Mr 2 pa3u
Ha 700y, 8 oHiB; keTokoHa301 200 Mr 2 pa3u Ha 700y, 7 oHiB; pudammin 450 Mr 1 pa3 Ha go0y, 7
nHiB; cunimapuH 140 mr 3 pa3u Ha 0o0y, 5 [HIB.

BrnnuB po3yBacTaTUHY Ha CYNYTHi TiKapchKi 3acobu

AnmaeoHicmu eimamiHy K

4k i mpu 3acTocyBaHHi inmux inribiropis IMI'-KoA-penykTasu, Ha TO4aTKy Tepalil po3yBacTaTHHOM
abo mpu 30inbIIeHH] HOT0 03K Y MallieHTiB, SIKi 0MHOYACHO 3aCTOCOBYIOTh aHTAroHicTu Bitraminy K
(Hanpuknan Bapdaput abo iHIINME KyMapUHOBHM aHTUKOATYJISHT), MOXKJIMBE IiIBUILIEHHS
MiXKHapOgHOTO HOpMasi3oBaHoro cruiBsigHomeHHs (MHC). [IpunuaeHHS 3aCTOCYBaHHS
po3yBacTaTUHY ab0 3MEHINEHHST HOT0 N03U MOXKe MPUBECTH 10 3HuXKeHHsS MHC. ¥ Takux Bumnagkax
OaxxaHu HaynexHu MouiTopunr MHC.

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

OpHOYaCHe 3aCTOCYBaHHS PO3yBaCTaTUHY Ta II€POPaIbHAX KOHTPALIETITUBIB IPU3BOAUIIO [0 MiABUILEHHS
AUC etuHinecTpagiony Ta Hoprectpeny Ha 26 % Ta 34 % BignosigHo. Taki migBUIlleHHS KOHLIEHTPALiil ¥
T1a3Mi KpOBi CJIifi BpaxoByBaTH NpH Mig0OOpi 03U IepopaabHUX KOHTPalenTUBiB. [aHi momo
(dhapMakKoOKiHeTUKY PO3yBaCTaTHHY Ta IIpernapaTiB TOPMOHO3aMiCHOI Teparlil IIpH iX CYyIIyTHbOMY
3aCTOCYBaHHI BiICyTHi, TOMy He MOXHa BUKJII0OUYaTH NOAiOHOT0 edeKTy y pa3i 3aCTOCyBaHHS TaKol
kKoMOiHarii. OgHak KoMOGiHallis MMPOKO 3aCTOCOBYBAsacs XKiHKaM B paMKaX K/IiHIiYHUX AOCTiAKeHb i
nepeHocunacs gobpe.

THwi nikapcvki 3acobu

Huz2okcuH

3a JaHWMU CleliaJbHUX JOCTiAXKeHb KJIiHiYHO 3HaYyII0l B3aEMOZIl 3 AUTOKCUHOM He 0YiKy€EThCH.
dy3udosa Kucaoma

IocmigxeHb B3aEMO{Iii po3yBacTaTUHY 3 (Py3UI0BOIO KMCIIOTOI HE MPOBOAUIN. PU3UK PO3BUTKY
Mmiomartii, B ToMy uncii pabgomionisy, Moxe OyTH 30inblIeHUN Yepe3 CyNyTHE 3aCTOCYBaHHS
npenapariB Qy3ug0BOl KUCIOTH CUCTEMHOI il 3i cTaTHHaMU. MeXaHi3M TaKol B3a€MOZil
(bapmakomuramiuHOi a60 papMakoKiHeTHUHOI, a00 OMHOYACHO 000X BH[IiB B3A€EMO[Iil) ITOKH

He 3’scoBaHUM. Bynu moBigoMIieHHS PO BUMaAKY pabooMionisy (B TOMy 4HCIi 3 IeTaJTbHUM
HACJITKOM) Y MAIli€HTiB, SKi OTPUMYBaJIH ITF0 KOMOiHAIIiI0 JTIKapChKUX 3ac00iB. AKIIO 3aCTOCYBAHHS
npernapary ¢py3ugoBoi KMCIOTH CUCTEMHOI [Iii € HeoOXimHMM, JTiKyBaHHS PO3YBACTaTUHOM CJIifI
IPUIIMHUTY Ha BeCh Mepiof mikyBaHHS Qy3um0BOIO KUCIOTOI0. TaKoXK AUB. po3ain «OcobmIuBOCTi
3aCTOCYBaHHSI».

Himu

HocnifKeHHS B3a€EMOIil IPOBOAWIIN JIUILE 3a Y4acTIo gopocnux. CTymiHb B3a€MOZIl y AiTen
HEeBiZOMUI.



Oco06.1ue8ocmi 3acmocyeaHHsi.

Bronus Ha HUDKU

[TpoTeinypisa nepeBaxkHO KaHa/IbIIEBOTO IOXONKEHHS, BUSIBIEHA B pe3yJIbTaTi aHasi3y 3a TecT-
CMYyKKaMU, CIIOCTepiranacsd y Nali€HTiB, Kl JiKyBaJuCsa BUIUMU 003aMU PO3yBaCTaTUHY, 30KpeMa
40 wr, i B GinpirocTi BunaakiB 6yia THM4YacoBoi0 abo mepepruBYacToo. IIpoTeinypis He Gya
nIepefiBiCHUKOM I'ocTpoi abo mporpecyoyol XxBopobu HUPOK (auB. po3min «ITo6iuHi peakiii»). YacToTa
TIOBiIOMJIEHD IIPO CEPHO3Hi sBUIIa 3 00Ky HUPOK ¥ TOCTMapKEeTUHTOBUX [OCTIIXKEHHIX
po3yBacTaTUHY BHIlla IIPU 3aCTOCyBaHHi 1031 40 Mr. Y mali€eHTiB, IKi IpuiMaloTh PO3yBaCTaTHH Y
1o3i 40 MT, cTlif peryasapHo epeBipATH (YHKIIiI0 HUPOK.

Briive Ha CKeNeTHY MYCKYJIaTypy

[MopymienHs 3 60Ky CKeleTHOI MyCKyJlaTypy, HallpuKIIa[ Mianrito, MionaTiio Ta 3pigka pabmoMioris,
CIIOCTepirasny y MallieHTiB, IKi IpUIMay po3yBacTaTUH y OyOb-IKuX 003aX, 0co6uBo Oinbine 20 Mr.
Iyxe pigko Bumagku pabmomiosti3y Bif3Havanu pu 3aCTOCyBaHHI e3eTuMiby y KomOiHaril 3
inri6iropamu 'MI'-KoA-penykTa3u. He MOXXHa BUK/IIOYaTH MOXKIIUBICTh papMaKOmUHAMIdHOI
B3aeMoMil (quB. po3din «B3aeMopmis 3 iHIUMY JTiKapChbKUMK 3aC00aM¥ Ta iHIIN BUOKM B3a€EMOIii»), a
TOMY TaKy KOMOiHAIIi0 C/lif 3aCTOCOBYBaTH 3 00€PEXKHICTIO.

4K i npu 3acTocyBaHHi iHmux iHribiTtopie 'MI'-KoA-penyKTasu, 4acToTa IOBiIOMIIEHD ITPO BUIAAKU
pabmoMioni3y, IOB’s1I3aHOT0 i3 3aCTOCYBaHHSAM PO3yBaCTaTUHY, Y IOCTMapPKETHHTOBUY II€pPiofl BUILlA
IIpY 3acTocyBaHHi fo3u 40 mr.

PigeHb KpeamuHKIiHa3u

PiBenb kpeatunkinasu (KK) He ciig BUMipioBaTH micis 3HaYHUX (HisMYHUX HaBaHTaXXeHb a0o 3a
HasIBHOCTI MOXKJIMBUX aJIbTePHATUBHUX NpU4uH nigsuineHHsa KK, ki MOXyTh yCK/IagHIOBaTU
iHTeppeTaliio pe3ynbTatiB. AKio BuxigHui piBeHb KK 3HaYHO migBuiliennii (> 5 pagsis Bullle BMH),
IPOTATOM 5-7 OHIB HE0OXimHO 3pOOUTH TOBTOPHUM aHali3, 100 MiATBEPOUTH pPe3yiabTaTH. AKII0
pe3yibTaTH TOBTOPHOT'O aHasli3y MifTBePAXKYIOTh, 1110 BuxigHe 3HaueHHsT KK Oinbie HiX y 5 pa3iB
nepesuiye BMH, 3acTocyBaHHS JTikapCchKOTro 3aco0y MOYUHATH He CIIif.

ITeped noyamkoM AiKyBaHHA

PosyBacratuH, 4K i inmi inri6itopu I'MI'-KoA-penykTasu, ciif 3 06epexkHiCTIO TpUu3HavYaTh
nalieHTaM 3i CXUIbHICTIO 00 Miomatii/pabmomionidy. [lo haKTOpiB TAKOTO PU3UKY HaJleXkKaTh:

- IOPYIIeHHS QyHKIIl HUPOK;
- TIIOTUPEO3;
- HasABHICTb B 0cO0MCTOMY a00 pOOIMHHOMY aHaMHe3i ClIaIKOBUX 3aXBOPIOBaHb M’g3iB;

- HasABHICTh B aHaMHe3i MiOTOKCUYHOCTI Ha TJIi 3acToCyBaHHS iHmuMX iHri0iTopiB I'MI-KoA-penykTasu
abo ¢ibparis;

- 37I0BXKMBAHHS alIkKOT0JIEeM;
- BiKk > 70 pOKiB;

- CUTYalil, 1110 MOXKYTh IIPU3BECTHU [0 MiIBUILIEHHS PiBHS PO3yBAaCTaTHHY V IJIa3Mi (OUB. PO3Minu



«PapMaKOJIOTiYHi BIaCTUBOCTI», «B3aeEMofiia 3 iHIMKUMU JTiKapChKUMU 3ac00aMu Ta iHII BUAK
B3aeMoiii» Ta «Crocid 3aCTOCyBaHHS Ta JO3MU»);

- CYIIyTHE 3aCTOCyBaHHA ¢ibpaTis.

Y Takux malli€eHTiB II0B’sI3aHUY i3 TiKyBaHHSIM PHU3UK MOTPIOHO OIiHIOBATH, IOPiBHIOIOYN
3 04iKyBaHOI KOPUCTIO; TAKOXK PEKOMEHAYEThCS KIIIHIYHUY MOHITOPUHT. AKIIO BUXigHUY piBeHb KK
3HAYHO mifgBuileHuu (> 5 X BMH), nikyBaHHS [TIOYUHATHU HE CIIifA.

B nepiod snikyeaHHA

[TauieHTiB cnig moiHpopMyBaTu Mpo HeOOXigHICTh HeTalHO MOBIJOMUTH JIiKaps Mpo M’ S30BUi 0iNb,
cnabkicTh a00 CyToMHU HEBimOMOI eTioorii, 10 3'IBUIKCS, 0COBIHUBO SKIIO0 BOHU CYIIPOBOIXKYIOThCS
He3[yKaHHSIM a00 TUXOMaHKOI0. Y TaKUX MallieHTiB moTpidHo BuMipioBaTu piBeHb KK. 3acTocyBaHHS
JiKapChKOT0 3ac00y clig npunuHuTH, Ko piBeHb KK 3HauyHo mipuiienuit (> 5 X BMH) abo gkio
CHUMIITOMH 3 OOKY M’S3iB TSKKi Ta CIIPUUMHSIOTH IIOJeHHUYN OUCKOMMOPT (HaBiTh AKIIO pPiBeHb

KK = 5 x BMH). Y pa3i 3HUKHEeHHSI CUMIITOMIB Ta HopMari3atii piBagd KK MoXkHa ITOHOBUTH Teparriio
po3yBacTaTUHOM ab0 anbTepHaATUBHUM iHTiOiTopoM 'MI-K0A-penyKTasu y HaMeHIIIi# 703 Ta mif
peTenbHUM HariaagoM. PerynsapHo nepesBipsatu piBeHb KK y acCUMIITOMaTUYHUX TALli€HTIB HEMa€E
noTpebu. [lyzxKe pifKo MOBiqOMIISIII ITPO BUIIAOKK iMyHOOIIOCEPEIKOBAHOI HEKPOTHU3YI0YOl MiomnaTii
(IOHM) mig yac abo micns Teparii cTaTUHaMU, ¥ TOMY YKCJIi po3yBacTaTHHOM. KniHiYHUMY NTposiBaMu
IOHM e cnabkicTh mpoKcUMaabHUX M'g3iB Ta migBuilleHHs piBHSI KK y cupoBartiii, 110 36epiraeThcst
HaBITh MiC/IS IPUIMHEHHS 3aCTOCyBaHHS CTaTUHIB.

Y mexinbKoX BUIAgKax [TOBIMOMIISIY, IO JTIKyBaHHS CTaTUHAMU CIPUYUHSAJIO BUHUKHEHHS de novo
abo mpU3BOAMIIO 0 3aTOCTPEHHS yKe HasgBHOI MiacTeHil rpaBic abo ouHol popmu MiacTeHil (TuB.
po3apnin «ITo6iuHi peakirii»). 3acTocyBanHs niKapchkoro 3acoby PodyBactatus IC crifg mpUNUHUTY Y pasi
IIOCUJIeHHS CUMITOMIB. [I0BifOMIISAIN IIPO PELUAUBY IIiCIIsg IOBTOPHOTO 3aCTOCYBAHHS TOT'0 CaMOr'0o
abo iHIIIOTO CTATUHY.

Y kniHiuHUX gocTigKeHHSX He OyJI0 OTPUMaHO J0Ka3iB MiIBULIEHOTO BIJIUBY Ha CKEJIETHY
MYCKYJIaTypy Y HEBEIMKOI KiJIbKOCTI IaIi€HTIB, SIKi MpUIMaid PO3yBaCTaTHH Ta CYIyTHIi JTiKapChKi
3acobu. OpHaK IifABUINEeHHS YaCTOTH MiO3UTY Ta MiomaTil Bifl3Ha4aslu y Malli€HTiB, AKi npuiimManu
inmi inribiTopu 'MI-KoA-pefyKTa3u pa3oM i3 noxiguumu GpidpoeBoi KUCIOTH, Y TOMY YHUCIIi
rem¢piOpo3uUIOM, 3 IUKIIOCIIOPUHOM, HialluHOM (HiKOTHHOBOIO KMCIIOTOI0), a30IbHUMHU
IPOTUrPUOKOBUMU IIpenapaTaMi, iHribiTopaMu MpoTeasy Ta MaKpOJIigHUMY aHTUOIOTUKAMU.
T'eMpiOpo3usn migBuIlye pU3UK MiomaTil IpU CyyTHEOMY 3aCTOCYBaHHi 3 neskuMu inribiropamu I'MI-
KoA-penykTa3u. ToMy 3aCTOCOBYBaTH po3yBacTaTUH y KoMOiHallil 3 reM¢piOpo3umom

He PeKOMEHOYEThCS. KOpUCTh mofasblinX 3MiH PiBHIB JIMIAIB IIPU 3aCTOCYBaHHI PO3yBaCTaTUHY

y KkoMOiHariii 3 ¢pibpaTamu abo HiallmHOM (HIKOTMHOBOIO KMCJIOTO0) IMTOTPiIOHO PETENhHO 3BAXKyBaTH
TIOPiBHSIHO 3 MOTEHIIMHUMY PU3UKaMHU, TIOB I3aHUMHU i3 3aCTOCYBaHHSIM TaKuX KoMOiHattii. To3a 40 mr
IIPOTUIIOKA3aHa MPU CYIYTHHOMY 3aCTOCYBaHHi ¢ibpaTiB (muB. po3minu «B3aemopisa 3 iHIMUMU
JiKapChKUMH 3acoOaMu Ta iHIIi Bugu B3aemofi» Ta «I1o0iuHi peakiii»).

Po3yBacTaTuH He CIifl 3aCTOCOBYBATH CYIIYTHRO 3 IIpelapaTaMu (py3um0BOl KMCIIOTH CUCTEMHOI fil
abo mMpoTATOM 7 [HIB IiC/Is MPUNUHEHHS JTiKyBaHHS (Qy3UA0BOIO KUCIIOTOI0. Y Malli€eHTIB, y SKUX
3aCTOCyBaHHS IIpenapariB Qy3unoBol KUCIOTHA CUCTEMHOI [Iii BBa’KAETHCI KUTTEBO HEOOXiTHUM,
JiKyBaHHS CTaTHHAMHU CJIifi IPUNIMHUTH Ha BECh Iepiof NiKyBaHHS (y3UI0BOI0 KHCIIOTOIO.
[ToBimoMusinu mMpo BUNAAKX pabmoMioni3y (B TOMy YMCIIi AeKilbKa BUIAMKIB i3 TeTalbHUM HACIIiIKOM)
y MallieHTiB, AKi OTpuMyBau KoMOiHaIito py3uI0BOi KUCIIOTH Ta CTAaTUHIB (OUB. po3nin «B3aeMomis 3
iHImMMY MiKapchKUME 3acobaMu Ta iHIII BUOM B3aeMOiii»). [1alieHTiB ciig moiHpopMyBaTu mpo
HeoOXiIHICTh HeranHoOTro 3BePHEHHS 10 MEOUYHY JOIIOMOTY, SKII0 BOHU Big4yBaloTh Oymb-sAKi



CHMIITOMH M’530B0i cj1a0KocCTi, 605110 a00 XBOpOOIMBOI UyTINBOCTI. Tepariio cTaTuHAMU MOXKHa
IIOHOBUTHU Yepe3 7 OHIB IMiCINs MPUIOMY OCTaHHBOI H03U QY3UT0BOI KUCIOTU. Y BUHSITKOBUX
BUIIQMIKaX, KOIHM € HeoOXiTHOIO TpUBaJja Teparlis mpernapataMu Gy3um0BOl KUCIIOTH CUCTEMHOI fil,
HAIMPUKIIaM, IJIs JIIKYBaHHSA TSXKKUX iHGEKIINHUX 3aXBOPIOBaHb, HEOOXiIHICTh OMHOYACHOTO
3aCTOCYBaHHS PO3yBacTaTHHY Ta Qy3UJ0BOI KHCIIOTH ITOTPIOHO PO3TIISAATH ¥ KOKHOMY KOHKPETHOMY
BUIIQ[IKy Ta 3[iMCHIOBATH IIi[l pETEIbHUM MEeIUYHUM KOHTPOJIEM.

PosyBacTaTus He CIIif 3aCTOCOBYBATH IaIliEHTaM i3 TOCTPUMHU, CEPUO3HUMU CTaHaMH, 110 CBigqYaTh
Ipo MiomaTio a6o MOXKIUBICTh PO3BUTKY HUPKOBOI HELOCTATHOCTI BHACTIAOK pabooMioni3y (TakuMu
SIK CEIICHC, apTepiaibHa TinmoTeH3is, MaciTabHe XipypriuHe BTpy4aHHSs, TPaBMa, TSXKKi MeTaboivHi,
EeHIOKPHHHI Ta eJIeKTPOTUYHI po3sagu abo HEKOHTPOILOBAHI CyoOMH).

BronuB Ha meYiHKY

4k i inmi inribitopu 'MTI-KoA-penyKTa3u, po3yBacTaTHH CIifl 3 06epekXHICTI0O 3aCTOCOBYBaTH
nalieHTaM, sKi 37I0BXXKUBaIOTh aJIKOT0JIeM Ta/a00 MaloTh B aHaMHe3i 3aXBOPIOBAHHS TIEYiHKH.

PekxoMeHIoBaHO mepeBipsATH 6i0XiMiuHi TOKA3HUKYU (QYHKIII IeYiHKY Iepel T0YaTKOM JIiKyBaHHS Ta
yepe3 3 Micslli moToMy. 3aCTOCYBaHHS PO3yBACTATUHY CJIif] IPUIUHUTHA a0 HEOOXiTHO 3MEHIITUTH
mo3y, SIKIIO PiBHI TpaHCaMiHa3 y CUPOBATII KPOBi OifbIlle HiXK B 3 pa3u MePEBUILYIOTh BEPXHIO MEXKY
HOpMHU. YacToTa MOBiOMIIEHD NP0 CEPHO3Hi sABUINA 3 60Ky MeUiHKHU (IlepeBakHO PO MifBUIIEHHS
PiBHIB TpaHCaMiHa3 MEeYiHKM) y IOCTMapKETUHIOBUY [1€Piofl BUIlla IIPX 3aCTOCyBaHHI fo3u 40 mr.

Y nocTMapKeTUHTOBHUY I1ePiofl 3aCTOCYBaHHSA PO3YBACTATUHY 3pifKa MOBIJOMIISIN IIPO BUIAAKU
IIe4iHKOBOI HEIOCTATHOCTi, B TOMY YMCIIi 3 JIeTaJIbHUM HACJiIKOM, V TallieHTiB, SIKi IpuiMau
CTaTHHHU, 30KpeMa po3yBacTaTHH. AKII0 Ha T JIIKyBaHHS PO3yBaCTaTHHOM PO3BUBAETHCSA CEPUO3HE
ypaXKeHHS eYiHKM 3 KJTiHIYHOI0 CUMIITOMATUKOIO Ta/abo rinepbinipybinemieto abo KOBTSIHULIEIO,
CJIif HerauHO IIPUNUHUTY 3aCTOCYBaHHS PO3yBaCTaTUHY. fKINO iHIMUX IPUYUH HE BUSABIIEHO, He CIIif
IIOHOBJIIOBATH JIIKYBaHHSI PO3yBaCTaTHHOM.

Y maitieHTiB i3 BTOPUHHOIO TiepXojieCTEPUHEMIEIO, 3yMOBJIEHOIO TiOTHPE030M abo HepOTUUHUM
CHHIOPOMOM, CJIi[l CIIOYaTKy BUIIKYBATH OCHOBHY XBOpOOY, MMepIIl HiXK IMOYMHATH Tepalliio
PO3yBaCTaTUHOM.

Tsxki mKipHi moOiuHi peakirii

[Tpu 3acToCyBaHHI po3yBacTaTUHY IOBIgOMJISIM IIPO TSXKKi MIKipHi no6iuHi peakiii, BKII0Ya0Yu
cunppoM CriBeHca — [I’KOHCOHA Ta iHOYKOBaHY JiIKapChbKUM 3aCc000M peakiliio 3 eo3uHo(isieio Ta
cuctemMHuMu cumnTomamu (DRESS-cuHmpoMm), SKi MOXKYTh 3arpoXKyBaTH KUTTIO a00 IPHU3BECTU
0 TeTalbHOT0 HAaCiAKY (ouB. po3min «[1o6iuHi peakii»). [lepen moyaTKoM Teparrii JikapCchbKuUM
3aco6oM PosyBacratus IC matiieHTiB ciif moiHGopMyBaTH PO 03HAKU Ta CUMIITOMU TSXKKHUX
mKipHUX peakuit. [Tim yac mikyBaHHS HEOOXiIHO PETEIHHO CIIOCTEPIraT 3a CTAHOM Ialli€HTiB Ha
nIpenMeT [IOIBU LIUX XapaKTepPHUX CUMIITOMIB. Y pa3i I0sSIBU CUMIITOMIB, 1[0 BKA3YOTh Ha TAXKKI
mKipHi mo6iyHi peakii, cJTig HeraHo MPUIMHUTY IIPUHOM JTiIKAPCHKOTO 3aC00y Ta PO3TIISIHYTH
arnbTepHATHBHE JiKyBaHHSA. fKIIO y MallieHTa ¥ 3B’I3Ky 3 3aCTOCYBaHHSIM JIiIKapChKOT0 3aC00y
PosyBacrtatun IC po3BuHysacs Taka cepiio3Ha peakilisi, K cuaapoM CriBeHca — [I2K0HCOHa abo
DRESS-cunapoM, TakoMy NallieHTy BiIHOBJIIOBATHU JIIKyBaHHS IIperiapaToM He MOXKHa.

PacoBa HanexXHICTb

HocnimxeHHS apMaKOKiHEeTUKM CBifdaTh ITPO 3POCTAHHS €KCIIO3HUllii pO3yBaCTaTHHY y MallieHTiB



MOHTO0JI0ITHOI pacu nIpuOIKU3HO B 2 pa3u MOPIBHSAHO 3 IpeCTaBHUKAMU €BPOIIEOiAHOL pacu (OuB.
po3ginu «®apMakooriuHi BmacTuBoCTi», «IIpoTunoka3anus» Ta «Croci0 3aCTOCyBaHHS Ta [O3U»).

IuribiTopu IpoTeasu

[TifBuUINleHy CUCTEMHY €KCIIO3UIliI0 pO3yBaCTaTUHY CIIOCTepirany B ocib, AKi 3aCTOCOBYBaIH
pO3yBacTaTHH CYIyTHHO 3 Pi3HUMHU iHTibGiTOpaMu npoTea3u y KoMmOiHalii 3 puToHaBipoM. Crif OLiHUTH
SIK KOPUCTB Bif] 3HUKEHHS PiBHIB JIiMiAIB 3a AOIIOMOI0X0 PO3yBacTaTUHY y nauieHTiB i3 BIJI, saki
OTPUMYIOTH iHTiOiTOPY MPOTea3u, TakK i MOK/IMBICTH MTiABUIIIEHHS KOHIIEHTPALIil pO3yBaCTaTUHY Y IJIa3Mi
KPOBIi Ha IMOYaTKy Teparil Ta Ipy IigBUILIeHH] J03U PO3yBaCTaTUHY  Ili€l TPyNIY Mali€HTIB.
OnHoyacHe 3aCTOCYBaHHS PO3yBacTaTUHY 3 IesIKMMU iHTibiTopaMu mpoTea3u He PEKOMEHOYEThCS,
SKIIO 403a PO3yBaCTaTUHY He CKOPUTOBaHa (AUB. PO3hinu «B3aemopis 3 iHIIMMU TiKapChbKUMUI
3acobaMu Ta iHIIi BUOU B3aeMomili» Ta «Croci0 3aCTOCyBaHHS Ta JO3U»).

HenepeHOCUMICTh TAKTO3U

[TarmienTaM i3 pigKicHUMM CITafKOBUMU ITpobieMaMy HeIlepeHOCHMOCTI TalakTo3u, JediluToM
JlakTa3u abo CHHAPOMOM MasibabcopOIlil ITI0KO3K-TaTaKTO3K He CITifl 3aCTOCOBYBATH 1€ JTiIKapChbKUU
3acib.

[HTEepcTHIlianbHa XBopoOa ereHb

[Tig yac 3acTocyBaHHS OeSKUX CTaTUHIB, 0COOIMBO IIPH TPHUBAIIOMY JIiKyBaHHi, ITOBiIOMIISIN

IIPO BUHSITKOBI BUIIQ[IKU iHTePCTHUIiaTbHOI XBOPOOU JereHsb (OuB. po3nin «[1o6iuHi peakmii»).

IIo mposiBiB 11iei XBOPOOU MOXKHA BiTHECTHU 3aQUIIKY, HEITPOOYKTUBHUY KallleJb Ta 3arajbHe
IOTipIIEeHHS CTaHY (MifBHUIIEeHa BTOMJIIOBaHICTh, 3HUXKEHHS MacCH Tijla Ta rapsdka). ¥ pasi migo3pu
Ha iHTepCTHUIliabHy XBOpoOy JlereHb 3aCTOCYBAHHS CTAaTHHIB CIIif] IPUIUHUTH.

[TykpoBu# niabet

Hesiki hakTH CBifUaTh, 10 CTATUHY SIK KJIacC MigBUILIYIOTh PiBEHb ITIIOKO3U B KPOBI Ta B AEIKUX
TIAIiEHTIB, IKUM 3arpOXKy€ BUCOKUIM PU3UK PO3BUTKY IIYKPOBOIO HiabeTy B MalOyTHHOMY, MOXKYTh
CIIPUYMHSTH TillepriikeMilo TaKOTO PiBHS, 3a SKOro HeoOXigHe HallekHe JTiKyBaHHS I[yKPOBOTO
niabety. Lo 3arpo3y, ogHakK, IepPeBUINy€e 3HUKEHHS PU3UKY CYAIUHHUX MOPYIIeHb IIPU 3aCTOCYBaHHi
CTaTHUHIB, i TOMy BOHa He Ma€ OyTH IifACTaBOIO AJiI IPUIMHEHHS Tepalil cTaTHHaMU. 3a NallieHTaMu
TPyIM PU3KKY (piBeHb IMOKO3H Hatie 5,6-6,9 MMois/n, ingekc macu Tina (IMT) > 30 xr/m’,
MigBUIIEHUY PiBEHDb TPUTIIILEPHUAIB, apTepiaabHa TiepTeH3isl) Cif BCTAHOBUTHU SIK K/TIHIYHUY, TaK i
0ioxiMiUHMI KOHTPOJIB 3TiMHO 3 HAlliOHAJIbHUMY KEPiBHUIITBAMH.

Y kninivnomy gocnigxkenni JUPITER 3apeecTpoBaHa 3arajabHa 4YacTOTa I[yKPOBOTO miabeTy
craHoBuia 2,8 % y rpyimi mpuiioMy po3yBacTaTuhy Ta 2,3 % — y rpymi nnamne6o, mepeBaxHo
y HalLlieHTiB i3 piBHEM TIJII0OKO3U HaTIIe Bif 5,6 10 6,9 MMOJIb/1I.

it

Ouinka JiHIKHOTO POCTY (3picT), MacH Tina, IMT Ta BTOpHHHUX XapaKTEPUCTHUK CTAaTEBOTO NO3piBaHHS
3a TanHepoM y miTeit BikoM Bif 6 0o 17 poKiB, sIKi MpuiiMany Po3yBacTaTUH, 0OMexkeHa IepiofoM
TPUBAJICTIO 2 poKu. [licnsa 2 poKiB HOCTIOXKYBaHOTO JIiKyBaHHS KOAHOTO BIJIUBY Ha PICT, Macy Tina,
IMT abo cTaTeBe mo3piBaHHS BUSBIEHO He Oy0 (AuB. po3nin «®apMaKoJIOTiuHi BIaCTUBOCTI»). Y
KJIIHIYHOMY OOCTIiAKEHH] y [iTed Ta MifgJiTKiB, Kl IpUUMaId pO3yBaCTaTUH IIPOTATOM 52 TUXKHIB,
nigBuimenHs piBHs KK > 10 X BMH ta cumntomu 3 60Ky M’'s13iB micis GpizmyHOro HaBaHTaxkeHHS abo
migBUIIEeHOl (Pi3NYHOl aKTUBHOCTI CIIOCTEPIrany YacTille MOPiBHSAHO 3 TAKUMHU V HOPOCTUX (OUB.
po3min «ITo6iuni peakirii»).



3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHsA 2pyodoto.
JlikapceKui 3acib mIpoTUIIOKa3aHUM B Iepiof BariTHOCTI abo rogyBaHHS I'PYALIIO.
2KiHKY pemnpoayKTUBHOTO BiKy ITOBMHHI BUKOPUCTOBYBATH HajleXKHi 3ac00U KOHTpPALEIIil.

OCKinbKH X0JIECTEPHH Ta iHIII MPOAYKTH 6i0CHHTE3Y X0JIeCTEPHHY BiflirpaioTh iCTOTHY POIb Y
PO3BHUTKY IJI0fia, TOTEHIINHUY pU3uK Bif npurHideHHsa ['MI'-KoA-penyKTa3u mepeBuilnye KOPUCThb
BiIl 3aCTOCYBaHHS PO3yBacTaTUHY B IIepiof BariTHOCTI. [JaHi JOCIiAXKeHb Ha TBapUHAX 1100
TOKCUYHOTO BIIJIUBY Ha PENPONYKTUBHY QYHKIiI0 00MexXeHi. JKIIo nalieHTKa 3aBariTHie B nepion
3aCTOCYBaHHS JIiKapChKOro 3aco6y Po3yBacraTtus IC, nmiKyBaHHS CIil HErafHO IPUIUHUTH.

PosyBacTaTus noTpamnisie B MOJIOKO IIypiB. [laHUX 1040 IPOHUKHEHHS PO3yBACTaTUHY Y IPyIHE
MOJIOKO y JIIOAUHYU HeMae (AuB. po3min «[IpoTumnokasaHHI»).

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

HocmimKeHHS BIJIMBY PO3yBaCTaTUHY Ha 3MaTHICTh KepyBaTU aBTOMOOiNIEM Ta IpAIloBaTH 3 iHIIUMHU
MexaHi3MaMu He npoBofguinu. OgHak, 3 OTNISAy Ha papMaKOAMHAMIidHi BIaCTUBOCTI PO3yBaCTaTUHY,
MaJIOMMOBIPHO, 1110 JIiIKapChKUM 3aci0 BIIMBATUME Ha TakKy 34aTHICTh. [Ipy KepyBaHHi
aBTOTpPAHCIIOPTOM abo poboTi 3 iHIMKMMY MeXaHi3MaMHU CJIiJ] BpaxOByBaTH MOXKJIUBICTh
3aIlaMOPOY€EHH B IIepiof JIiKyBaHHS.

Cnocib 3acmocyeaHHsi ma do3u.

[Iepen mo4yaTKOM JIiKyBaHHS MALiEHTY CJIi IPU3HAUYUTUA CTaHOAPTHY TillOX0JIECTEPUHEMIYHY TIETY,
KOl BiH ITOBUHEH JOTPUMYBATHUCS i TPOTITOM JiKyBaHHS. []03y CIif migOupaTy iHOUBiAyanbHO,
3aJ1eXKHO Bifl MeTH Teparil Ta BiATOBifli malieHTa Ha JTiKyBaHHS, KEPYIOUUCh peKOMeHalliiMu
MIOTOYHUX 3arajbHONPUAHATHAX KEPIBHUIITB.

Jlikapcekuii 3aci6 PosyBactatus IC MoxHa npuiiMaTty y Oyab-IKUM 4ac OHS, He3alIekXHO Biff IpuiioMy
1xi.

JIixyeaHHA 2inepxosecmepuHemii

PexomeH0oBaHa MOYaTKOBA [I03a CTaHOBUTL 5 ab6o 10 Mr mepopanbHo 1 pa3 Ha go0y SK OIS
IIAIli€HTIB, SKi paHille He 3aCTOCOBYBaIu CTaTUHHU, Tak i [ Nalli€HTiB, IepeBefeHnX Ha IIPUIOM
po3yBacTaTUHY 3 mpuiiomy inmoro inribitopa I'MI-KoA-penykra3u. [Ipu Bu6opi mo4aTKOBOI 103U
CJIi[; BpaxOBYyBaTHU PiBEHb X0OJIECTEPUHY B KOXKHOTO OKPEMOI'O NallieHTa Ta PU3UK CEPLIeBO-CYIUHHUX
TIOpYIIeHb ¥ MaibyTHOMY, @ TaKOXK MMOBIPHICTh PO3BUTKY HeOaxkaHUX peakiliii. 3a HeoOximHOCTI
MigBUIIYBATH [03Y [0 HACTYIIHOTO PiBHS MOXKHa 4epe3 4 TUXHi (AuB. po3nin «®apMaKoIOriyHi
BJIACTUBOCTI»). 3 OTJIAAY Ha Te, 110 Ha TJIi 3aCTOCYyBaHHS JIiKapCchKoro 3acoly B 031 40 Mr HeOaxaHi
peaxilii BUHUKAIOTh YaCTillle, HiK ITPU MEHIUX no3ax (ouB. po3min «I1o0iyHi peakirii»), 0CTaTOYHO
TUTPYBaTU 003y 00 40 Mr BapTo JIullle MalieHTaM i3 TAXKKOI0 IinepxoieCTepUHeMI€0 Ta BUCOKUM
PU3UKOM CepLIeBO-CyAUHHUX MOPYIIeHb (30KpeMa MallieHTaM i3 CiMelHOIO TilepX0JIeCTEPUHEMIEI0), Y
SKUX He BJaJIoCs [OCATTH METH JIiKyBaHHS IIPHU 3aCTOCyBaHHi fo3u 20 Mr i siki nepeGyBaTUMYyTh



i PerynsipHUM HarnsmoM (OuB. po3min «OcobIUBOCTI 3aCTOCYBaHHI»). Ha moyaTKy npuiiomy
JiKapchKOro 3aco0y B m03i 40 MI peKOMeHOOBaHUY HATJISAL TiKaps.

ITpoghinakmuka cepuego-cyOuHHUX NOPYWEHb

Y mocnifXKeHHI 3HUXKEHHS PU3UKY CePLEBO-CYOUHHUX NTOAIM PO3yBaCTaTUH 3aCTOCOBYBAIH Y 031
20 mr Ha mo6y (muB. po3min «®apMaKoIOTiyHi BIMaCcTUBOCTI»).

ITayieHmu AiMHbO20 BIKY

PekomeHnpgoBaHa moyaTKOBa [03a IJIs IMAlli€HTiB BikoM > 70 pOKiB CTAHOBUTL 5 MT (OUB. PO3Min
«Oco0nMBOCTi 3aCcTOCYyBaHHS»). [HIIIa KOPEKIIis 003U 3 OTNISIAY Ha BiK He IOTpi0OHa.

ITauieHmu 3 HUPKOBOIO HEAoCmMamHicmio

[MTamieHTaM i3 mopymeHHAME GYHKIIII HUPOK JIETKOT0 a00 MOMIpHOTO CTYIIEHS TSIXKKOCTi KOPEKIIis
mo3u He 1oTpibHa. PeKoMeH0BaHa M0YaTKOBa [103a IJIs MAIli€HTIiB i3 mopyleHHAMU (QYHKIIII HUPOK
IIOMIpPHOTO CTyNeHd (KIipeHc KpeaTuHiHy < 60 My/xB) CTaHOBUTE 5 MT. J1o3a 40 MI TakKuM MallieHTaM
IIPOTUIIOKa3aHa. 3aCTOCYBaHHS PO3yBaCTATHHY IAIliEHTaM i3 TSXKKUMU MMOPYIIEHHSIMU (QYHKII HUPOK
IIPOTUIIOKA3aHO y Oyab-IKUX Ho3ax (quB. po3minu «PapMaKoJIOTiuHi BITaCTUBOCTI» Ta
«ITpoTUIOKa3aHHS»).

ITauieHmu 3 nopyweHHAMU PYHKUiII nevyiHKU

Y martieHTiB i3 nopyueHHIMY QYHKIII MeYiHKY, 1110 OLiHIoBanucs y 7 abo MeHIie 6ajiB 3a K00
Yainpa — [1'10, migBUIEHHS CUCTEMHOI €KCIIO3UIIil po3yBaCTaTUHY He crocTepiranu. OgHak

y TalieHTiB i3 nopymenHsamMu y 8 Ta 9 6aniB 3a mkanoo Yainma — 110 cucTeMHa eKCIIO3UIIis
3pocTtana (ouB. po3min «®apMaKoIOTiuHi BMIaCTUBOCTI»). Y TaKUX IMalli€eHTIiB JOIINbHOIO € OIliHKA
GbyHKI1i HUPOK (muB. po3ain «OcobnuBOCTi 3aCcTOCYyBaHHA»). [1OCBIM 3aCTOCYBaHHS PO3yBacCTaTUHY
nauieHTaMm, sgki Habpanu Ginbuie 9 6aniB 3a mkanowo Yaitnga — I1'1o0, BigcyTHi. Po3yBacTaTun
IPOTUIIOKA3aHUY TallieHTaM i3 3aXBOPIOBaHHAMU [TEUiHKY B aKTUBHIYU (a3i (ODUB. pPo3mOin
«ITpoTUTIOKa3aHHS»).

Pacosa HanedrcHicmb

Y narieHTiB MOHTOJIOIIHOI pacH CIIOCTEpPIrany MiABUIIEHY CUCTEMHY €KCII03UIIil0 pO3yBaCTaTUHY
(muB. po3minu «®apMakosIoriuHi BIacTUBOCTI», «[IpoTunoka3zaHHsa» Ta «OCOOIUBOCTI
3aCTOCyBaHHS»). PeKOMeHj0OBaHa IT0YaTKOBA A03a AJIS MallieHTiB MOHTOJIOIHOl PacCy CTaHOBUTDH D MT.
To3a 40 Mr TaKuM Mali€eHTaM IPOTUIIOKAa3aHa.

I'enemuyHull noaimopgpiam

[TeBHi TUNIM TEHETUYHOTO MOMIMOP(i3My MOXKYTh IPU3BOOUTHU [0 IMiABUILIEHHS €KCIIO3UIIil
po3yBacTaTUHY (OUB. po3ain «®apMaKoIOriyHi BnacTUBOCTI»). [TalieHTaM i3 BifOMOIO HasBHICTIO
TaK{X TUIIIB IOJIIMOP(i3My PEKOMEHIYETHCS 3aCTOCOBYBATU MEHIITY NOOOBY 103y PO3yBaCTaTHHY.

ITauieHmu 3i cxusnvbHicmio 0o po3sumky mionamii

PekxoMeHgoBaHa moYaTKOBa 403a OJIs MAILi€HTIB i3 paKTOpaMu PU3UKy PO3BUTKY MiOIlaTil CTAHOBUTH
5 Mr (muB. po3ain «OcobmuBOCTi 3acToCcyBaHHS»). [lo3a 40 Mr MpoTUIIOKa3aHa JesIKUM i3 TaKUX
malieHTiB (QuB. po3min «IIpoTUoKa3aHHSI»).

CynymHe 3acmocy8aHHA



Po3yBacTaTuH € cy6CcTpaToM pi3HUX TpaHCIOPTHUX 6inkiB (Hampukinam OATP1B1 ta BCRP). Pusuk
Mmiomartii (B ToMy unci pabmoMioni3y) 3pocTae mpyu CyImyTHROMY 3aCTOCYBaHHI PO3yBacTaTUHY 3 TIEBHUMU
JMiKapChKUMU 3aco0aMu, SKi MOXKYTh ITigBUINYBATH KOHIIEHTPAIIiI0 pO3yBacCTATUHY B IIJIa3Mi KPOBi
BHACJTIIOK B3a€EMO[Iii 3 IIMMHU TPAHCIOPTHUMHU OiTKaMu (HaIpUKIIaf 3 IUKIOCIIOPHHOM Ta TEeBHUMU
inribiTopaMu mpoTeasu, B TOMYy 4HCIi KOMOiHAI[iIMU PUTOHABIPY 3 aTa3aHaBipoM, JioniHaBipoM Ta/ab6o
TUINIPaHaBipOM; OUB. po3minu «B3aeMopmis 3 iHIMMY JTiKapChbKUMU 3ac00aMu Ta iHIII BUAY B3aEMOIii»
Ta «OCoOMUBOCTI 3aCTOCYBaHHS»). fAKIIO 1€ MOXKIIUBO, CITIifl PO3T/ISHYTH 3aCTOCYBaHHS
aTbTEPHATHUBHUX JIiIKapChKUX 3ac00iB Ta y pa3i HeoOXigHOCTI TUMYACOBO IIepepBaTH Teparliio
PO3yBacTaTUHOM. ZKIIO CYIIyTHHOTO 3aCTOCYBAHHS LIMX JTiIKAPCHKUX 3ac00iB i3 po3yBacTaTUHOM
YHUKHYTU HEMOXKJIVMBO, CJIifl PETEJIbHO OLIIHUTH CIIiBBITHOLIEHHS KOPUCTH/PU3UK OJHOYACHOTO
3aCTOCyBaHHS JIiKapChKUX 3aco0iB Ta BigNOBIIHUM YMHOM BiKOPUTYBATH 0O3Y PO3yBaCTaTUHY (OUB.
po3min «B3aeMopis 3 iHIMMMU JTiKapChKUMHU 3aco00aMu Ta iHIIi BUOKW B3aEMOMIIN»).

Himu.
3acTocyBaHHS JTiKapChKOT0 3aco0y HiTSM Ma€ IMIPOBOIUTH JIUIIE CIIeIliaicT.

Iitv Ta migmiTky BikoM Bif 6 mo 17 pokis (° II-V cTanii po3BuTKy 3a TaHHEPOM)

['eTepo3uroTHa ciMelHa rinepxoiecTepuHeMis

3BUYaliHa o4YaTKoOBa 000Ba Ho3a OIS [iTel Ta IMiIJIiTKiB i3 reTepO3UTr0THOIO CiIMENHOI0
rimepxojyieCTepUuHEMi€I0 CTaHOBUTE 5 MT Ha Ho0y.

* 3BMUaiiHa [03a OJId OiTel BiKOM Bif 6 0o 9 poKiB i3 reTepo3uUroTHOI CiIMEHHO0
rinepxonectepuHeMielo cTaHOBUTEL 5—10 Mr mepopasnbHO 1 pa3 Ha mo0y. be3meky Ta epeKTUBHICTD
3aCTOCYBaHHS JIiIKapChKOTo 3aco0y B fo3ax moHay 10 Mr marieHTaMm Ifi€l momynsiii He JOCTiIKyBalu.

* 3BMUaiiHa f03a A4 giter BikoM Big 10 o 17 pokiB i3 reTepo3UroTHOX CIMEUHOI0
rinepxonectepuHeMielo cTaHOBUTEL 5—20 Mr mepopaibHO 1 pa3 Ha no0y. be3neky Ta eQeKTUBHICTD
3aCTOCyBaHHS JIiKapChKOTro 3aco0y B lo3ax moHay 20 MT malfieHTaM Ifi€l Momysiii He JOCTiIKyBallu.

[TigBuLIyBaTH [O3Y CIif BiAMOBIAHO OO iHAMBiAya/IbHOI BiATIOBiMI JUTUHYU Ha JiKyBaHHS Ta
IIepeHOCUMOCTI JIiKapChKOT0 3aco0y, IOTPUMYIOUNCH peKOMeH Iallill o/I0 TiKyBaHHS OiTel (OuB.
po3min «Ocob6auBOCTI 3acTOCyBaHHS»). [Ilepen moyaTKoM Tepariil po3yBacTaTUHOM JiTIM Ta MifIiTKaM
CJIi[l IPU3HAYUTHY CTaHAAPTHY Till0XOJIECTEPUHEMIYHY Hi€TY, SIKOI MaIlieHTH Mal0Th JOTPUMYBaTHUCH i
IIPOTATOM JIiKyBaHHS.

['oMO3UTOTHA CiMelHa TilepxoleCTepruHeMis

PekomeHngoBaHa MaKcHMallbHa [03a OJId OiTed BIKOM Bif 6 10 17 POKiB i3 TOMO3UTOTHOIO CiMENHOIO0
rinepxosnecteputemiero cranoButh 20 Mr 1 pa3 Ha f00y.

PekoMeHIoBaHa IMoYaTKOBa g03a CTaHOBUTHL 5—10 Mr 1 pa3 Ha mo0y 3a1exXHO Bif BiKy, MacHu Tila Ta
IIOTIEPETHLOT0 3aCTOCYBaHHS CTaTUHIB. [TigBuiyBaTtu o3y K0 MakcuManbHOL — 20 Mr 1 pas

Ha o0y — CJIif BiATOBiAHO MO iHAWBiAyaIbHOI BiATIOBiI AUTUHY Ha JTIKYBaHHS Ta IePeHOCUMOCTI
JiKapChKOTr0 3aco0y, JOTPUMYIOUYKUCh peKOMEHIallii 1010 TiKyBaHHS OiTel (IUB. PO3Min
«Oco6uBOCTi 3acTOCyBaHHS»). [Iepe[ MoYaTKOM Teparlil po3yBaCTaTHHOM [JiTSIM Ta MifjIiTKaM CJIif
IPU3HAYUTH CTaHAAPTHY Till0X0JIeCTEPUHEMIUHY [ieTy, KOl IaI[i€eHTH MalTh JOTPUMYyBATHUCS i
IIPOTATOM JIiKyBaHHS.



IocBif 3aCTOCYBaHHS PO3yBaCTaTUHY B Ho3ax rmoHaf 20 MT mallieHTaM Ili€l monynsiii 0OMexKeH.
Tabnerku 1o 40 Mr He 3aCTOCOBYIOTh IiTSM.

ITiTk BiKOM 10 6 POKiB

Beamneky Ta epeKTUBHICTh 3aCTOCYBAHHS JIIKAPCHKOTO 3aC00y AiTSIM BiKOM [I0 6 POKiB HE BUBYAJIH.
Tomy nikapcbKui 3acid He peKOMEHYETHCS 3aCTOCOBYBATH [iTSIM BiKOM [I0 6 POKiB.

ITepedo3yeaHHs.

Cneuudiunoro nikyBaHHS Ilepefo3yBaHHs HeMa€. JIiKyBaHHS Ma€e OyTH CUMIITOMaTUYHUM, ¥ pasi
HeoOXiIHOCTI CIif BXKUBaTH MiATPUMYyBalbHUX 3aX0fiB. [I0TPiOHO TPOBOAUTY MOHITOPUHT QYHKIIil
IeYiHKY Ta PiBHIB KpeaTHHKiHa3u. EQeKTUBHICTh reMofiaidy MaJIoiMOBipHa.

ITo6iuni peakuii.

HebazxaHi peaxiiii, 1110 Bif3HA4alOTLCA IIPU 3aCTOCYBaHHI pO3yBacTaTHHY, 3a3BUYal JIETKi Ta
TUMYaCOBi. Y KOHTPOJIbOBAHUX KIIIHIYHUX JOCTIAXKEHHAX MeHIe 4 % MallieHTiB, gKi 3aCTOCOBYBaIl
PO3yBacTaTHH, BUMIIIY i3 MOCTimKeHHS yepe3 HeOaxkaHi peakirii.

Huxye HaBemeHo mpodint HebaxkaHUX peaklil, OB’ I3aHUX i3 3aCTOCYBaHHSAM PO3yBaCTaTHHY,
3a JaHUMHU KITIHIYHUX JOCIIIAXKEHDb Ta BeJIMKOr'0 NOCBIiNY MiCIsIpeecTpaliiiHoro 3aCTOCyBaHHs.
Heb6axani peakirii KinacugpikoBaHO 3a YaCTOTOI Ta CUCTEMHO-OPTaHHUMU KJIaCaMH.

3a yacToToro HebaxKaHi peakilil po3MoIiIeH0 TaKUM YHHOM: YacTo (Bim = 1/100 go < 1/10), HewacTo
(Bim = 1/1000 mo < 1/100), pigxo (Big = 1/10 000 mo < 1/1000), myxe pigko (< 1/10 000), HeBigomoi
YaCTOTH (HEeMOKJIMBO OIIIHUTH 3a HAaABHUMH JAHVMHU).

3 boky Hepeogoi cucmeMu: 4acCTo - TOJIOBHUY 0iflb, 3aTIaMOPOYEHHS; IyXKe PiIKO - MOTiHeBPOMIaTis,
BTpaTa IlaM’siTi; 4acToTa HeBiffoMa - neprdepuyHa HeBPOIaTisd, po37agy CHY (B TOMY YKCIli 6€3COHHSA
Ta HiYHI KOIIMapH), MiaCTeHis rpasic.

3 6oky opaaHy 30py: YacTOTa HeBigoMa - 04Ha Gopma MiacTeHii.
3 60Ky ncuxiku: 4aCTOTa HEBioMa - JeTpecis.

3 60Ky WAyHK0B0-KUWKOB020 MPAKmMYy: 4acTo - 3aI0p, HymoTa, abgoMiHanbHuM 0iflb; pigKo -
[TAaHKpeaTHuT; 4aCTOoTa HeBigoOMa - miapes.

3 60Ky eenamobiniapHoi cucmemu: pifKo - MigBUIEHHS PiBHIB IeUiHKOBUX TpaHCaMiHa3; IyxKe
PIOKO - XKOBTSHUIIS, TETIATUT.

3 60Ky eHOOKpUHHOI cucmemu: 4acTo - IyKpoBuM miabeT [4acToTa 3a/ekKUTh Bifl HasBHOCTI (paKTOpiB
pU3UKY (piBeHb IMIOKO3HU HaTile = 5,6 MMosb/1, IMT > 30 KT/M°, HiOBUIEHUH PiBeHb TPUTTIILIEPHUIB,
apTepianbHa rinepTeH3is B aHaMHe31)].

3 60Ky opaaHie OuxaHHs, 2pyOHOI KAimKu ma cepedoCMiHHA: YaCTOTa HEBioMa - Kallleyb, 3aUIIKa.

3 60Ky cucmemu Kkposi ma aimpamuyHoi cucmemu: PifKo - TPOMOOLUTOIEHIs.



3 6oky iMyHHOI cucmemu: PigKo - Peakilii rinepyyTIuBOCTi, B TOMY YKCJIi AHTIOHEBPOTUYHUHN HAOPSK.

3 6oky wkipu ma nidwKipHoi KAiMKoBUHU: HEYACTO - CBepOiXK, BUCHII, KPOITUB THKA; YaCTOTa
HeBimoMa - cuHapoM CriBeHca - [I:KOHCOHA, iHTyKOBaHa JTiKapCbKKUM 3aCO000M peakiist
3 eo3uHOPinie0 Ta cuctemauMu cumntoMmamu (DRESS-cunmpom).

3 60Ky ckesemHoi MycKyaamypu ma cno/Ay4YHOi MKAHUHU: 9acTo - Miasris; pigko - miomaTist (B ToMy
yucii Mio3ut), pabgomioni3, BOBYaKOMOAIOHUIM CUHAPOM, PO3PUB M’SI3iB; OyKe PidKO - apTparis;
yacToTa HeBifloMa - OPYIIeHHS 3 00Ky CyX0XKuJIb, iHKOJIU YCK/IafHEeHi pO3pHUBaMH,
iMyHOOTIOCEpPEIKOBaHa HEKPOTU3yl04a MiomnaTis.

3 60Ky HUPOK ma ce4osudinbHOI cucmeMu: OyxKe PifKo - reMaTypis.
3 60Ky penpodykmueHoi cucmemu ma MOA0YHUX 3d/103: OyXKe PilKo - TiIHeKOMacCTis.
3azanvHi po3nadu: 4acTo - aCTeHisl; YacToTa HeBimoMa - HaOpsK.

4K i mpu 3actocyBaHHi iHmux iHribitopis 'MI'-KoA-penykrasu, yacToTa HeOaXKaHUX peakiiiii Mae
TEH[IEeHIIiI0 3a/IeXaTH Bif NO3U.

Bnaue Ha HUpkKu

[TpoTeinypito nepeBaxkHO KaHAIbIIEBOTO ITOXOKEHHS, BUSBJIEHY B pe3yJIbTaTi aHasli3y 3a TecCT-
CMy>KKaMH, CIIOCTepiraau y nauieHTiB, sIKi 3aCTOCOBYBa/IM PO3yBacTaTHH. 3MiHM BMicCTy Oinka y cedi
Bim 0 abo cmimiB o 3HaYeHHS « » abo GinbIe crocTepiranu y < 1 % malfieHTiB y gesiKux 4acoBUX
TOYKaXx IIPU 3aCTOCYBaHHI po3yBacTaTuHy y mo3ax 10 ta 20 Mr i y mpubnusso 3 % - y mo3i 40 mr.
HeBenuke 306inmbIleHHS YacTOTH 3MiHM BMIicTy Oinka y ceui Big 0 abo crifiB 1o 3HaUEHHST « »
CIIOCTepiranay Ipy 3aCTOCYBaHHI po3yBacTaTHHY y 031 20 Mr. V GinbiIocTi BUNaaKiB BUPaXKeHiCTh
IPOTelHypii 3MeHIIyBasacs abo IPoTeIHypis 3HMKasa CIIOHTaHHO NIPY NIPOOBXKEHHI Tepatil. 3a
NaHUMHU KJTiHIYHUX OOCIIgXKeHb Ta TOCTMapKeTUHTOBUX CIIOCTEPEXKEHDb Ha ChOTOJHI He BUSBIEHO
IPUYMHHO-HACIIIAKOBOTO 3B’ 3Ky MiX NPOTEIHYPi€l0 Ta rocTpuM abo MporpecyruuM 3aXBOPIOBAHHIM
HUPOK.

Ha Ti 3acTocyBaHHS po3yBaCTaTUHY Bil3aHa4Yau BUMAOKU reMaTypil; 3a JaHUMU KITiHIYHUX
MOCTiAXKeHb YacTOTa iX He3HayHa.

Bnaue Ha CKe/iemHy MycKyiaamypy

YpaxeHHd CKeJIeTHOL MyCKy/IaTypH, Taki IK Mianris, Mionaris (30KpeMa MiO3UT) Ta 3pigka
pabmoMioni3, y TOMy 4HCIIi 3 TOCTPOI0 HUPKOBOIO HEIOCTATHICTIO, Bil3HAYaM MPU 3aCTOCYBaHHI
po3yBacTaTUHY B Oymb-IKUX 003aX, 0co00muBo > 20 Mr.

Y mauieHTiB, fKi IpuUiiMany po3yBaCcTaTUH, CIOCTepiraau f0303alieXHe 3POCTaHHS PiBHSA
KpeaTUHKiHa3y; y OinbIIOCTi BUNAAKIB sBUIlE OyI0 HE3HAYHUM, aCUMITOMATUYHUM Ta TUMYaCOBUM.
Axmo piBenb KK migBuiiiennit (> 5 X BMH), nikyBaHHS cy1if npunuHuTH (IUB. po3nin «OcobmuBoCTi
3aCTOCYBaHHS»).

Bnaue Ha neyiHky

4K i mpu 3acTocyBaHHi iHmuX iHTi6iTOpiB 'MI'-KOA-penyKTa3y, y HeBEJIMKOI KilTbKOCTi MallieHTiB, SKi
IpUiiMasy po3yBacTaTHH, Big3Hayasiy 10303ajiexHe MiIBUIeHHS PiBHIB TpaHCaMiHa3; y OilbIIocTi
BUIIa[IKiB gBUIIE OyJ0 He3HAUYHUM, aCHMIITOMaTUYHUM Ta TUMYACOBUM.



Ha T71i 3acTocyBaHHS OesKUX CTaTUHIB Bif3Hayanu Taki HeOaxkaHi SBUIIA, K pPO3J/iafi CTaTeBOl
GyHKIIIl; 0OKpeMi BUNIagKM iHTepCTUIialbHOI XBOPOOU JiereHb, 0COOINBO IPU TPUBAJIOMY 3aCTOCYBaHHI
(muB. po3min «OcoBGIUBOCTI 3aCTOCYBAHHS»).

YacToTa noBifomMieHb IIpo pabmomiosi3, ceplio3Hi mopymeHHS 3 00Ky HUPOK Ta MeYiHKY (IIepeBaXkKHO
TiABHUINEHHS aKTUBHOCTI TeYiHKOBUX TpaHCcaMiHa3) OiibIlla TPy 3aCTOCYBaHHI PO3yBACTATHHY Y HO3i
40 mr.

Himu

[TinBuineHHs piBHS KpeaTuHKiHasu > 10 X BMH ta cumntomu 3 60Ky M’s13iB micis GisudHOro
HaBaHTaXXeHHS a0 MigBUILEHO] Pi3UYHOI aKTUBHOCTI CIIOCTEpiraayu 4yacrime y 52-TUXKHEBOMY
KJTIHIYHOMY OOCTII?KeHHI 3a y4aCTIO JiTel Ta MiQTiTKiB IOPiBHSIHO 3 TOPOCIIMMHU (IKB. PO3MLT
«0Oco6nuBoCTi 3acTocyBaHHS»). [IpoTe mpodinb 6e3meku po3yBacTaTUHY y HiTei OyB MOAiOHUM [0
TAKOT'0 Y JOPOCTIUX.

[ToBigoMIIeHHS PO Iimo3pIoBaHi mo6ivHi peakirii

[ToBimomnenHs mpo mobiuHi peakiril micis peecTpatiii TikapchbKoro 3aco0y Ma€ BaXKIuBe 3HAYEHHS.
LTe nae 3MOr'y IpOBOAUTYU MOHITOPUHT CIIBBiIHOIIEHHS KOPUCTH/PU3UK IIPU 3aCTOCYBaHHI IIbOTO
JiKapchbKoro 3aco0y. MeguyHuM Ta ¢apMalleBTUUHUM IIpalliBHUKAM, a TaK0oX IallieHTaMm abo ix
3aKOHHUM IIpefCTaBHUKAM CJIif IOBiJOMJISITH TIPO YCi BUMIAAKHU MMif03PI0OBaHUX MOOIYHMX Peakllii Ta
BifICyTHOCTi e(h)eKTHUBHOCTI JTiKapchKOTO 3aco0y Yyepe3 ABTOMaTH30BaHy iHpopMalliiiHy cucteMy 3
dbapMakoHarasAmy 3a nmocunaHHAM: https://aisf.dec.gov.ua.

Tepmin mpugaTHOCTI.

3 POKH.

YMmoBH 30epirannsi.
30epiratu B OpuTiHaibHiY yIAaKOBIIi IpU TeMIepaTypi He Buie 25 °C.

30epiratu y HEJOCTYIIHOMY IJIST OiTe# MicIi.

YnakoBka.

[To 10 TabneTtox y 6iicTepi; mo 3 GiicTepu y maylii.

Kareropis Bigmycky.

3a peLemnToM.



BupoOHHK.

ToBapHCTBO 3 HOOATKOBOIO BimmoBiganbHICTI0O «IHTEPXIM».

Micue3HaxoKeHHsI BHPOOHHKA Ta ajipeca MicClsi IpoBaIXKeHHs MOro Iis/IbHOCTI.

Ykpaina, 65025, M. Omeca, 21-it kM. CTapoKuiBCbKOI moporu, 40-A.



