Ckian

Oitoyi pe4yoBuHU: PO3yBacTaTUH, €3eTUMIO;

1 TabreTka, BKpUTa IJIiBKOBOIO 000JIOHKOIO, MiCTHUTh: 5 MI' pO3yBacTaTUHY (y BUTJIAOL
KaJbllilo po3yBacTtaTuHy) Ta 10 Mr e3etuMiOy a6o 10 Mr po3yBacTaTuHy (y BUTJISAMOL
KaJbllito po3yBacTtaTuHy) Ta 10 Mr e3etumiby, abo 15 Mr posyBacTaTuHy (y BUTJISAOI
Kasbllifo po3yBacTtaTuHy) Ta 10 Mr e3etumiby, abo 20 Mr po3yBacTaTUHY (y BUTJISALI
Kasbllilo po3dyBacTtaTuHy) Ta 10 Mr e3etumiby, abo 40 Mr po3yBacTaTuHY (y BUTJISAOI
KaJblIlilo po3yBacTaTuHy) Ta 10 MTr e3eTuMmidy;

OONOMIJICHI pe4oB8UHU: 11eJII0JI03a MiKpOKpPHCTalliuHa; JakTo3a; MaHiT (E 421);
KPOCIIOBiIOH, TUII A; HATPil0 KPOCKapMeJsio3a; MarHiio cTteapart; moBinoH K 30; HaTpito
aypuicynbdaT; KpeMHito Oiokcug KOJIoImHUM 0e3BOIHUM;

IJTIiBKOBa 000JIOHKA: JJaKTO3W MOHOTIZpaT, rimpoMmesio3a, Tutany giokcup (E 171),
TpUAlLeTHH, 3asi3a okcup xkoBTuit (E 172) (Mictuthbes y Tabnetkax 10 mr/10 mr ta 15
Mr/10 mr), 3amisa okcupn yepBouui (E 172) (mictuthes y TabnmeTkax 15 mr/10 mr, 20
Mr/10 mr ta 40 mr/10 mr), 3anida okcupg yopuuii (E 172) (mictuthbes y Tabnetkax 40
mr/10 mr).

JIikapcbKa dpopMma

TabreTKu, BKPUTI IIJIIBKOBOIO 000JIOHKOIO.
OCHOBHI (pi3uKo-xiMiuHI 8s1acmusocmi:

tabnetku 5 Mr/10 Mmr: 6ioro abo Marizke 6ilIOro KOJILOPY, KPYTIi, Aelllo ABOOITYKITi,
BKPUTIi IJTiIBKOBOIO 000IOHKOIO TaOJIETKY 3i CKOIIEHUMHU KpasiMU Ta 3 I'paBipyBaHHAM
R1 3 ogHOroO GOKY;

tabmeTku 10 Mr/10 Mr: Big 6J1imo-KOPUYHIOBATO-2KOBTOT'O A0 OJIiH0-KOPUYHEBO-KOBTOT'O
KOJIbOPY, KPYTJIi, Melll0 OBOOIIYKJIi, BKPUTI IJTiBKOBOIO 0O0JIOHKOIO TabJIeTKHU 3i
CKOIIIeHUMHU KpasiMHU Ta 3 rpaBipyBaHHsaM R2 3 ogHOro OOKY;

tabneTku 15 Mr/10 Mr: G1imo-poxKeBo-0pPaHKEeBOIro KOIbOPY, KPYTJIi, [Ielllo IBOOIIYKITi,
BKPUTIi IJTiIBKOBOIO 000IOHKOIO TabJIETKY 3i CKOIIEHUMHU KpasiMU Ta 3 I'paBipyBaHHAM
R3 3 ogHOro 6OKY;

tabneTku 20 Mr/10 Mr: G/1imo-poKeBOTr0 KOIbOPY, KPYTJIi, JeIllo ABOOIYKJIi, BKPUTI
TJIIBKOBOIO 000JIOHKOIO TabJIeTKU 3i CKOIIEHMMM KpasiMU Ta 3 rpaBipyBaHHSAM R4 3
omHOTO OOKY;



tabnetku 40 mr/10 mr: Big 6itimo-cipyBaTo-dioneToBoro o 61igo-cipo-¢ioneToBoro
KOJIbOPY, KPYTJIi, Melllo IBOOITYKJIi, BKPUTI IJTiIBKOBOIO 000JIOHKOIO TabmeTKu 3i
CKOIIIeHUMHU KpasiMHU Ta 3 rpaBipyBaHHSM R5 3 ogHOTO OOKY.

®dapMaKoTepalneBTHYHA Irpyna

[uribiTopu 'MI'-KoA-penykTa3u B KoMOiHallil 3 iHIIMMM TinosinigeMivHuMu 3acobaMu.
PosyBacTaTun Ta e3etumi6. Kog ATX C10B A0G6.

®apMaKoOJIOridyHi BJIaCTHUBOCTI

dapmaKkoOuHamika

Po3yBacTaTuH

Po3yBacTaTuH € CeNeKTUBHUM KOHKYpPeHTHUM iHriditopom 'MI'-KoA-penykTasu,
JIIMITYIOUHUM HIBUOKICTE (E€PMEHTY, III0 IEPETBOPIOE 3-TiAPOKCHU-3-METUIITIIyTapUI-
KOEH3UM A Ha MeBaJIOHAT, IOIePeaHUK xonecTepuHy. OCHOBHUM MicleM il
poO3yBacTaTUHY € MMeYiHKa, OpraH-MillleHb O/ 3HUKEHHS KOHIIeHTpallil X0JIeECTEPUHY.

PosyBacTaTuH 30imbIIIy€e KinbKiCTh MEUYiHKOBUX PEILEIITOPIB JIIMONPOTEIHiB HU3bKO1
miinbHOCTI (JITIHIIT) Ha moBepxHi KIiTHH, 30iIbITyI0YN 3aXOIJIEHHS Ta KaTabosisMm
JITTHIII, i mpu3BOOUTH A0 NPUTHIYEHHSI CUHTE3Y B IEYiHIIi TIiIIONMPOTEIHIB OyXKe
HU3bKOI1 mrinbHocTi (JITIIHIIT), 3MeHIIyI04 TUM CaMUM 3arajbHy KiJTbKiCTh YaCTOK
JITTHIL ta JITTIIHIII.

Po3yBacTaTuH 3MeHIIy€E MiABUILIEHY KibKiCTh XonecTtepuny JITTHII (XC-JITTHII),
3arajibHOT'O XOJIECTePUHY Ta TPUTIIIIEePUOiB, Aemio 30iIbIIy€e KiTbKiCTh X0JIECTEPUHY
JIIIONPOTEeIniB BUCOKOI IIinbHOCTI (XC-JITIBIII). BiH 3MeHIIIye TAKOXK KiJIbKiCTh
anomninomnpoTteiny B, xonectepunry HeJIIIBII, xonectepuny JIII[THII, Tpuriitnepungis
JITIOHIII Ta memio migBuiiye piBeHb amnosinonpoTeiny A-I. Po3yBacTaTuH 3MeHIIy€E
TaKoXK criBBigHomeHHA XC-JITTHII/ XC-JITIBII], 3aransHOr0 X0nectepuny/ XC-JIIIBIII,
XC-ueJITTHII/ XC-JITIBII] Ta coiBBigHOIIEHHS amoJinonpoTeiny B/ anominonpoTeiny A-
I.

TepaneBTuuHUU e(HEKT NIPOABIIETHCA MPOTATOM 1 THUIKHS ITiCIA MOYaTKy Teparil
po3yBacTaTUHOM,4Yepe3 2 TUXKHI IiKyBaHHSA eekT gocsarae 90 % makcuMaabHO
MOXKJIMBOT0. MakcUManbHUN e(DEKT, SKIPaBUJIO, HOCITAETLCSA Yepe3 4 THUXKHI ITicis
II04YaTKYy JIIKyBaHHSA.

KaiHniuHa edpekmusHicmb ma 6e3neka

Po3yBacTaTuH mmokasaB CBOIO €(peKTHUBHICTh Y JOPOCIUX 3 TiIepX0oIeCTEePUHEMIEIO 3
abo 6e3 rinmepTpuriinepuaeMii He3aaexHO Bifl pacH, CTaTi 44 BiKy, a TAKOXK Y



MalieHTiB 0COOJMBUX I'PYII, TAKUX K IAIliEHTH 3 IYKPOBUM fiabeToM abo mallieHTH 3
CIMENHOIO TirnepxojieCTEPUHEMIEIO B aHaMHe31.

3a 006’emHaHUMM JAaHUMU OOCHimkeHb ¢a3u III po3dyBacTaTuH epeKTUBHO 3HUKYBaAB
PiBHi X0ecTepuHy y OiNbIIOCTI Malli€HTIB i3 rinepxosiectepuHeMieio Tuiy Ila ta IIb
(cepepniit moyaTtkoBuil pieHsb XC-JITTHII npubnu3Ho 4,8 MMOIIb/I) OO LiJIbOBUX
3Ha4YeHb, BCTAHOBJIEHNX BU3HAHUM KEPiBHUIITBOM EBPOIIECHKOTI0 TOBAPUCTBa
aTtepockiiepo3y (EAS; 1998); npubnu3no y 80 % mailieHTiB, aKi npuiiManu mpenapar y
mo3i 10 Mr, BOamocss DOCSTTH HOPpMaTHUBHUX IinboBuX PiBHIB XC-JITTHIII 3a EAS (<3
MMOJIb/TT).

Ezetumi6o

E3eTtumib - 11e mpeaCcTaBHUK HOBOTO KJIaCy JillifO3HUKYBaJIbHUX PEYOBUH, SKi
CENIeKTUBHO IIPUTHIUYIOTh iHTECTUHAIbHY abCoPOIIit0 X0JIECTEPUHY Ta BiOIIOBImHUX
POCIUHHUX CTepoiiB. E3eTuMib € mepopanbHO aKTUBHUM Ta Ma€ MeXaHi3M fii,
BiIMIiHHMU BiJ iHIIUX KJIaCiB XOJIECTEPUHO3HMIKYBAJIbHUX IIpenaparTiB (HalmpuKkiiang
CTATHHIB, CEKBECTPAHTIB 3KOBYHUX KHUCJIOT (CMOJIM), KMCJIIOTHUX IOoXimHux ¢idpaTiB Ta
POCIUHHUX CTAHOJiB). MOJIEKYIIPHOIO MillIeHHIO €3eTUMi0y € TePEeHOCHUK CTEPOJIiB
Niemann-Pick Cl-Like 1 (NPC1L1), 1o BinmoBifae 3a BCMOKTYBaHHS X0JIECTEPUHY Ta
(iTOCTEPOIIiB Y KUIIIEYHUKY.

E3eTumib nmokani3zyeThCsI Ha UIITOYKOBIM CMYZKIli TOHKOI KUIIIKYM ¥ IPUTHIYYE
abcopO11it0 X0JIeCTepUHY, 3MEHIITYIOUYN JOCTaBKYy iHTECTUHAIBHOTO X0JIECTEPUHY B
MEeYiHKY; CTaTUHU 3HUXKYIOTh CUHTE3 XOJIECTEPUHY B MIEYiHIli, ¥ pa3oM Ili MexaHi3Mu
3a0e31mevyioTh JOAaTKOBE 3HUKEHHS X0IecTepuHy. [1icis 2-TuKHeBOro KIiHiYHOTO
3acToCcyBaHHs y 18 mallieHTiB 3 rimepxonectepuHeMicio e3etTuMib Ha 54 % 3HUKYBaAB
abcopO11ito xonecTepuHy MOPiBHSAHO 3 mJaledo. byna npoBemeHa cepis mOKIiHIYHUX
OOCITim>KeHb IJIsI BU3HAUYEHHS CEJIEKTUBHOCTI e3eTUMiOy 111040 IpUTrHiveHHs abcopOiril
xonecTtepuny. E3eTuMib npuraiuyyBaB abcop0Oiliio [14C]-XOJ'I€CTepI/IHy 6e3 BILJIMBY Ha
abcopO11ito TPUTIILEPUIiB, XKUPHUX KHUCIIOT, JKOBYHUX KHMCJIOT, IPOTE€CTEPOHY,
eTuHinmecTpagiony abo XKUPOPO3YUHHUX BiTaMiHiB A i D.

EnigemionoriuHi gocimigKeHHs BCTaAHOBUIIH, 110 CEPILEBO-CYANHHA 3aXBOPIOBAHICTh Ta
CMEPTHICTh 3MIHIOIOTHCS IPAMOIIPOIPIIIVHO OO PiBHS 3araJIbHOT0 XojiecTepuHy Ta XC-
JITTHIIT i o6epHeHO mpormopilitiHo go piBasa XC-JITIBIII.

OnmHOYacHe 3aCTOCyBaHHS e3eTUMIiOy 3i cTaTUHaMHU ITOKa3aao e(PeKTUBHICTD Y
3HUKEHHi PU3UKY CePIleBO-CYyOUHHUX XBOPOO y IMalliEHTIiB 3 CEPLIEBO-CYANHHUMU
3aXBOPIOBaHHSMU Ta TOCTPUMU KOPOHAPHUMHU CUHAPOMaMU y aHaMHe3i.

KaiHniuHa edpekmusHicmb ma 6e3neka




3a JaHMMHU KIiHIYHUX OOCIigKeHb, 3aCTOCYBaHHS e3eTuMiOy, IK MOHOTeparrii abo y
KoMOiHalril 3i cTaTuHaAMM, 3HAaYHO 3HUIKYE PiBeHb 3arajibHOT0 XonecTtepuny, XC-
JITTHII, anoninonporteliny B (amo-B), TpurninepuniB Ta migsuinye piBeHbs XC-JITIBII y
MalllEHTIB 3 rirnepxojieCTePUHEMIEL.

dapmakoKiHemukKa

Po3yBacTaTuH

Abcopbuis

MaxkcuMasibHa KOHILIeHTpallis (Cmax) pO3yBacTaTUHY Y IJIa3Mi JOCATAETHCA
nmpubOIN3HO Yyepe3 5 TOAWH ITIicsa nNpuiioMy Bcepeauny. AGComoTHa 0i0gOCTYITHICTD
CTaHOBUTH Npubnu3Ho 20 %.

Po3noodina

PosyBacTaTUH €KCTEHCUBHO IEPETBOPIOETHLCA B MEYiHITl, SKa € IEPBUHHUM ILIEHTPOM
CUHTE3Y X0JiecTepuHy Ta KiipeHcy XC-JITTHII. O6’eM po3nomniny po3yBacTaTUHY
cTaHOBUTH NMpubnu3Ho 134 . ITpubnuzno 90 % po3yBacTaTUHY 3B’ SI3YIOTHCS 3
O6inKaMu IJ1a3Mu, TOJIOBHUM YHMHOM 3 aIbOyMiHOM.

Memaboaizm

MeTtaboJ1i3aM po3yBacTaTuHy ooMexkeHuM (mpudnusro 10 %). [ocmimxeHHS
MeTaboIIi3My in Vvitro i3 3aCTOCyBaHHSIM I'elaTOLMTIB JIIOAMHU BKa3yIOTh Ha Te, 110
PO3yBacCTaTUH € OyxXKe cllabKuM cyOcTpaToM [AJjit MeTabos1i3aMy Ha OCHOBI IIMTOXPOMY
P450. CYP2C9 6yB ocHOBHUM i30(pepMeHTOM, 1110 OpaB y4acTh y MeTabo1i3Mi, TOOi aK
izopepmenTu 2C19, 3A4 ta 2D6 Oynu 3any4deHi MeHIIO0 Mipoio. OCHOBHUMU
BH3HaYeHUMU MeTabosriTaMu € N-ge3MeTun Ta 1akToH. MeTabomniT N-ge3aMeTusn €
nmpubnu3Ho Ha 50 % MeHII akTUBHUM, HiXK po3yBacTaTuH, a popMa JTaKTOH
BBaXKa€THCS KIIiHIYHO HeaKTuBHOMO. binbie 90 % dapMakonI0rivHOl aKTUBHOCTI,
HaITpaBIeHOl Ha NpUTHiYeHHsS nupKymoodol [MI'-KoA-penykTas3u, 3a0e3medyeThCs
pO3yBacTaTUHOM.

BugedeHHA

[MTpubnuszo 90 % mo3u po3yBacTaTUHY BUBOOUTHCS Y HE3MIHEHOMY BUTISMI 3
dekamismu (cknagaeTscs 3 abcopboBaHol Ta HeabCcopOOBaHOI AiI0U0l peYOBUHU), a
3aJIMIIIOK BUBOOUTHCS i3 cedeto. [Ipubmus3Ho 5 % BUBOOUTHCSA Y HE3MIHEHOMY BUTISIOI
i3 ceuerlo. [Ilepiom HamiBBUBeOeHHS 3 IIJIa3MH CTAHOBUTH NpuOIu3H0o 19 rogun. I[Tepion
HalliBBUBEOEHHS He 30ilbIIYETHCSA TPU BUCOKUX mo3ax. CepenHiil reOMeTpUYHUMN
KJIipeHC 3 IJla3MU CTaHOBUTH npubnau3Ho 50 n/ron (koedilieHT Bapiatii 21,7 %). Ak i
mopo inmmux iHriditopis 'MI-KoA-penyKTasu, 3aXOnieHHs II€YiHKO PO3yBaCTaTUHY



ITPOXOOUTH 3a y4acTio MeMOpaHHOro TpaHcnopTepa OATP-C. Lleit TpaHcnopTep
Bifirpa€e BaXJIMBY POJIb Y BUBEEHHI PO3yBaCTaTUHY 3 II€UiHKU.

JIiHIUIHICMb/HeAiHIUHICMb

CucTteMHa €KCII03UIliI pO3yBacTaTUHY 30iMbIIYETHCSA MPOIOPIiKiHO Ho3i. [Ipu mpuiiomi
OeKinTbKOX M000BUX H03 papMaKOKiHETHYHI MapaMeTpu He 3MiHIOIOThCH.

Ocob.usi epynu nauieHmis

Bik ma cmamb

HeMmae kiiHiYHO 3HAUYIIOTO BIJIUBY BiKy a0o0 cTaTi Ha ¢hapMaKOKiHETUKY
po3yBacTaTUHY y mopociaux. PapMaKOKiHETHKA PO3yBaCTaTUHY Y AiTeH i IMiOIiTKIB 3
reTepO3UTr0OTHOIO CiMEMHOIO0 TilepxonecTepuHeMieio Oyiia moaiOHOI0 A0 TaKol y
OopocinXx JOOPOBOJIBIIIB.

Paca

dapMaKOKiHETUYHI AOCIiAXKEHHS NeMOHCTPYIOTD IIiABUIIIeHH MTPUOIN3HO B 2 pa3u
Me[iaHu IIJIOIII ITi KPUBOIO «KOHIIEHTpallis B ma3Mi - gac» (AUC) Ta Cmax
pO3yBacTaTUHY y IMPEeOCTaBHUKIB MOHTOJIOIAHOI pacH (AMOHIIIB, KUTAMNIIIB, QiminmiHIiB,
B’€THAMIIiB Ta KOPEUIIiB), ITIOPiBHSAHO 3 MalliEeHTaMU €BPOIIEOIHO] pacH; y iHOyCiB

crocTepiraeTbcs 306inpienHs npubnusxo B 1,3 pa3a menianu AUC Ta Cmax'
[Monynaniiaui (papMaKOKiHETUYHUY aHalli3 He BUSBUB KJIIHIYHO 3HAUYYIIOl Pi3HUILL Y

(bapmakokiHeTHIII MiXK IIpefCcTaBHUKaMU €EBPOIEOITHOI Ta HETPOIOHOI pac.
ITauieHmu 3 HUPKOB0OIO HEOOCMAMHICMIO

[Tig yac mocmigKeHHs 3a y4acTIO IalliEHTiB i3 Pi3HUM CTylleHeM MOpPYyIIeHHsS QYyHKIIi1
HUPOK XBOpo0Oa HUPOK JIETKOTo ab0 IIOMIpHOTO CTyIIeHs He BIJIMBaja Ha
KOHIIeHTpaIlil0o po3yBacTaTUHY YU Horo Metabomnity N-me3aMeTuny B mj1a3mi KpoBi. ¥
MAali€HTIiB 3 TAXKKUM HNOPYyLIEeHHAM (QYHKII1 HUPOK (KiIipeHC KpeaTuHiHy < 30 MJI/XB)
KOHIIEHTpallisg po3yBacTaTUHY B IJIa3Mi 30inbliryBanacsa y 3 pa3u, a KoHIeHTpalriss N-
ne3MeTuny - y 9 pasiB, HOPiBHSHO 3 BiAIIOBIZHUMMU ITOKa3HMKaAMU y 3T0POBUX
moOpoBonbiliB. KoHIIeHTpallil po3yBacTaTUHY B MJia3Mi KPOBi y cTabilbHOMY CTaHi y
Malli€eHTiB, sKi IPOXOAATh reMogiani3, Oynu npubnu3Ho Ha 50 % OiIbIIUMU, HiXK y
3MOPOBUX HOOPOBOJIBIIiB.

ITauienmu 3 ne4iHKOB01 HedocmamHicmio

ITig 9yac gocnigzKeHHs 3a y49acCTIO MAaIliEHTIB 3 PI3HUM CTylHeHeM HNOpPYIIeHHS PyHKIIil
MeYiHKU IIPU NeYiHKOBiM HeJOCTATHOCTI 3 IIOKa3HWKaMU 7 Ta MeHIIe 3a
Knacugikatieio Yainga - [1'1o migBUILIEHHS €KCIIO3UIIil pO3yBacTaTUHY He
crioctepiranocsa. OgHak IMigBUIIeHa CUCTEMHA €KCIO3UIlis MIOHaUMEeHIIIe BABOE



CIIOCTepirasaacs y OBOX IIAIliEHTIB 3 ITOKa3HUKaMHU 8 Ta 9, MOPIBHSHO 3 HalliEHTaMu 3
MEHIIVMM ITOKa3HUKaMM 3a Kiacudikarieo Yaunma - [1'10. [locBig 3acToCyBaHHS
naiieHTaM 3 IIoKa3HuKaMu 9 Ta Oinbile 3a Knacudikarieio Yanga - [1'1o0 BigcyTHiM.

I'enemuyuHut noaimop@ism

Y ¢dapmakokineTuti iuridoiTopis pegykra3u I'MI'-KoA, B ToMy 4uCIIi po3yBacTaTHUHY,
0epyThb yuacTh TpaHcnopTHi 6inku OATP1B1 ta BCRP. V xBopux 3 reHETUYHUM
nosrimopgdizmom SLCO1B1 (OATP1B1) i/a6o ABCG2 (BCRP) icHye pU3UK HigBUIIIEHOTO
BIIJIMBY po3yBacTtaTuHy. Okpemi nomimopdizmu SLCO1B1 ¢.521CC i ABCG2 c.421AA
IIOB’s13aHi 3 OiTbII BUCOKMM BIJIMBOM po3yBacTaTuHY (AUC) NMOPiBHSHO 3 TeHOTUIIaMU
SLCO1B1 k.521TT a6o ABCG2 k.421CC. lle cunenu¢giuyHe reHOTUIIyBaHHS 3a3BUYall He
BUKOPHUCTOBYETHCS B KJIIHIYHIN NIPaKTUIli, ajie NalieHTaM, Y SKUX BUSABJIEHO 1Ii TUIIU
nmosrimopdiaMy, peKOMeHOyeEThCS MeHIIa Jo0oBa mo3a Po3yBaCTaTHUHY.

Iimu

IIBa (papMakOKiHETUYHI AOCTiAXKEeHHs po3yBacTaTuHy (y ¢hopMi Tab/IeTOK), B IKOMY
B3$1JIM y4acTh naiieHTu BikoM 10—17 a6o 6—17 pokiB (3aranom 214 mallieHTiB) 3
reTepO3UrOTHOIO CIMEMHOIO TillepXojieCTePUHEMIEIO, TIOKa3aJsiy, 110 BIIJIUB IIpenapaTy
y OiTel BiOIIOBiZa€e BIJIUBY IIpellapaTy y HOPOCIIUX IalieHTiB. BIIIUB po3yBacTaTUHY
OyB nepenbadyeHU 3 PO3PAXYHKY A03U Ta Y 2-piyHUM IIepion dacy.

E3zetumi6b

Abcopbuis

[Ticnss nmpuiioMy BHYTPIIlIHBO €3€TUMIO IIBUIKO BCMOKTYETHCS Ta aKTUBHO KOH'IOTYE 3
YTBOPEHHAM (papMaKOJIOTiYHO aKTUBHOT'0O (DeHOJILHOTO TJIIOKYPOHiAY (e3eTuMio-
TJIIOKYPOHIM).

CepepnHe 3HaUYEHHS CmaX y IJ1a3Mi KPOBi €3eTUMiOy-TIIOKYPOHIy MOCSATAEThCS Yepes
1-2 rom, a ezeTuMmiOy - uepe3 4—12 rom.

AGcom0THY 6i0JOCTYIHICTh €3eTUMiIOy BU3HAUYUTHU HEMOXKJIUBO, OCKIIbKY IIS1 CIIOJIyKa
Hepo34YWHHa y BOOHOMY PO34YHMHI OJid iH €KIIiN.

OnmHOYacHe BXKMWBaHHSA 1XKi (3 HU3bKUM ab0 BUCOKHMM BMiCTOM XKHWPY) He BIJIUBA€E Ha
rmepopanbHy 0i0OOCTYIIHICTL e3eTuMiOy, 30KpeMa e3eTuMioy y mo3yBaHHi 10 Mr.
E3eTumib MoXHa mpuiiMaTy He3aJIeXKHO Bill BXKMBaHHS 1Xi.

Po3noodia

E3eTumib Ta e3eTUMIiO-TTTIOKYPOHIi 3B’ I3yI0OThCS 3 OiTKaMu IIJ1a3MU KPOBi JIIOOUHY Ha
99,7 % i 88-92 % BigmosigHO.



Memaboaizm

Metabomi3M e3eTuMiOy BimOyBa€eThCA B TOHKOMY KUIIIEYHUKY i MeYiHIi HIIsIXOM
KOH'[oraitiil 3 rIioKypoHigoM (peakwis II ¢a3u) 3 moganbmIinM BUBEOEHHSIM i3 KOBYIO.
MiniManbHUM OKHMCHUYM MeTaboJ1i3M (peakirist I ¢pa3u) crmocTepiraBscs Ha BCix eTarax
TpaHcdopmMmartii. E3eTumib Ta €3eTUMIO-TIIIOKYPOHi[T € OCHOBHUMHU pPeYOBHHAMHU, 110
BHM3HAYAIOThCS B IJIa3Mi KPOBi, Ta cTaHOBNSATh Mpubau3Ho 10-20 % i 80-90 % Big
3arajbHOTO BMICTY IIpenapaTy B mja3Mmi BignmoBigHo. E3eTuMmib Ta e3eTumid-
TIIOKYPOHI[ MOBIJIbHO BUBOASTHCS 3 IJIa3MHU KPOBIi B ITPOIECi KUIITKOBO-IIEYiHKOBO1
penupkynsilii. [lepiog HamiBBUBeOeHHS €3eTUMiIOy Ta €3eTUMIiOy-TJIIOKYPOHimy
CTAHOBUTH IMPUOIIM3HO 22 TOOUHHU.

BuseoeHHA

[Ticnst mpuioMmy OOPOBOIBIIIMY BHYTPIIIHBEO 20 MT 14C-e3eTI/IM16y B IJ1a3Mi KpOBi
Oy1o BusiBieHO npubau3Ho 93 % cymMapHOro e3eTuMiOy Bif 3arajbHOl pajlioaKTUBHOCTI
mina3mu. [Tpubnusso 78 % i 11 % npuitHSATOI pamioaKTUBHOIL J03U OyJI0 BUBEIEHO 3
KaJioM 1 ceyero BiamoBigHO npotaroM 10 muiB. Yepes 48 rop y 1nj1a3Mi KpoBi He
CIIOCTEepiraaocs piBHIB pafgiOaKTUBHOCTI, SKi MOXKHa BU3HAYUTH.

Ocobusi epynu nauieHmis

Iimu

dapmMaKkoKiHeTHKa e3eTUMiOy OMHAKOBA [IJIsT MOPOCIIUX Ta HOiTel BikoM Bim 6 pokiB. [Ij1s
OiTel BiKOM OO 6 POKIiB JaHi (papMaKOKiHETUYHUX OOCHIAKEHb HeOOCTyIHi. KimiHiuHUU
OOCBiMl 3aCTOCYBaHHS €3eTUMIiOy OiTsIM Ta HOPOCIIMM BKIIIOYaB ITAIli€EHTIB 3
TOMO3UTOTHOIO CIMEMHOIO Tillepx0ojeCTEPUHEMIEI0, TETEPO3UTOTHOIO CIMENHOI0
rinepxosyieCTepuHEMIE Ta CUTOCTEPOJIEMIETO.

ITauieHmu AiMHBLO20 BIKY

Y marrieHTiB JTiTHBOTO BiKYy (IIOHam 65 POKiB) KOHIIEHTpPAIIis B IIJIa3Mi KPOBi 3arajibHOTO
e3eTuMiOy npuOIM3HO BABiYi BUIllA, Hi2K Y MOJIoAIIKX IalieHTiB (18-45 pokiB).
3uuxkenHsa XC-JITTHII i npoginb 6e3neku MpubIU3HO OOHAKOBI Y MAIliEHTIB JIITHHOTO
BiKY i MOJIOgUX MAIli€HTiB, SIKi MpuiiMaloTh e3eTuMi06. ToMy HemMa€e moTpeOdu B KOPEKITil
0O3U [Jis Malll€HTIB JIITHLOTO BiKYy.

ITauienmu 3 ne4iHKOB0W HedocmamHicmio

[Ticns ogHOpa3oBoro npurioMy 10 Mr e3eTuMiOy cepenHi 3Ha4YeHHS TJIOIII I KPUBOIO
«KOHIIeHTpallis B nna3Mi - yac» (AUC) 3aranbHOro e3etumidy Oynu B 1,7 pasa
BUIIIMMHU Y TIAII€HTIB i3 IMe4iHKOBOIO HEIOCTATHICTIO JIETKOTO CTyneHs (5-6 0arriB 3a
mkaJsor Yaunga - [1'10), HiXK y 3mopoBux mo0OpoBoJbLiB. [IpoTsirom 14-meHHOTO



OOCIiAKEeHHS 3aCTOCyBaHH €3eTUMiOy (1o 10 Mr m1ogHsI) y MalliEHTIB i3 ITeYiHKOBOIO
HEeIOoCTaTHICTIO MoMipHOTro cTymeHs (7-9 6aniB 3a mkasno Yainga - [1'10) 3HaueHHS
AUC zaranbHOT0 €3eTUMiOy 3pocTasio npubnu3Ho B 4 pa3u B 1-i Ta 14-i meHb
MMOPiBHSAHO 3 TAKUM MOKA3HUKOM Yy 3[IOPOBUX AOOPOBOLIIiB. [TallieHTaM i3 me4iHKOBOIO
HeIOOCTaTHICTIO JIETKOTO CTYIEeHs KOPEKIIisi fo3u He moTpidHa. OCKiNnbKu epeKTH
ITiTBUIIIEHOTO BMiCTy €3eTUMiOy B ITAIliEHTIB i3 ITeYiHKOBOIO HEOOCTATHICTIO IIOMipHOTO
abo TsaKKOTO cTyrneHs (6inbiie 9 6aniB 3a mkasnoio Yainga - [1'10) HeBigomi, e3eTuMid
He PeKOMEeHIOOBaHUU [JI 3aCTOCYBaHHS IIi KaTeropil namieHTiB (OUB. PO3Aia
«OCcOoOIUBOCTI 3aCTOCYBaHHS»).

ITauieHmu 3 HUPKOBOK HedoCcmamHicmio

[Ticnss ogHOpasoBoro npuiomy 10 Mr e3eTuMiOy B MaIliEHTIB 3 TSIKKOI0 HUPKOBOIO
HeJocCTaTHICTIO (n = 8; kiipeHc KpeaTuHiny < 30 mi/xB/1,73 M2) CepenHE 3HaUYEeHHA
AUC zaranbHOT0 €3eTUMiOy 3pocTasno npubnu3Ho B 1,5 pa3a MOPiBHSIHO 3 TAKUM
IMTOKA3HUKOM Y 3[I0POBUX NO0OPOBOJBIIB (n = 9). Llelt pe3ynbTaT He BBAXKAETHCS
KJIiHiYHO 3HauymuM. HeMae nmotpebu B KOPEKIIii 403U [ MAlliEHTiB 3 ITOPYIIIEeHHSIM
yHKIIIl HUPOK.

Y npomy gociifzKeHHI B OOHOIO nallieHTa (AKuM MaB HUPKOBUU TpaHCHJIAHTAT 1
OTpPUMYyBaB MYJIbTUTEPAIil0, B TOMY YUCJIi IUKJIOCIIOPUH) PiBEHb 3arajibHOI0
e3eTuMiOy OyB Buiuii y 12 pasis.

Cmamo

KoHuleHTpallis B Ij1a3Mi 3arajabHOT0 €3eTUMiOy Tpoxu Bumia (mpubiu3Ho Ha 20 %) y
XKIHOK, HiXK y 4omnoBiKiB. 3HuxkeHHs piBHs XC-JITTHII] i mpodins 6e3meku npubImn3Ho
OIDHAKOBI B YOJIOBIKiB i XKiHOK, sIKi ITpuiiMaioTh e3eTuMi6b. ToMmy HemMae moTpedu B
KOpPEKIIil 103U 3aJIe2KHO Bif CTaTi.

IToka3aHHA

[MpodinakTuKa cepieBO-CYIUHHUX YCKJIagHEHD

[Ipenmapart POKcepa® [I1r0c mOKa3aHUM OJi 3HUKEHHS PU3UKY CEpPLIeBO-CyOUHHUX
YCKJIagHEHb SIK 3aMiCHa Tepallis y MalieHTiB 3 imeMiuyHoi0 xBopoboio cepis (IXC) Ta
roctpuM KopoHapHuUM cuHgpoMmoM (I'KC) B aHaMHe3i, y IKHUX OOCTATHIA KOHTPOJIb
3aXBOPIOBAHHS [OCATAETHCS OOHOYACHUM 3aCTOCYBAaHHSM PO3yBaCTaTUHY Ta
e3eTuMiOy IK MOHOKOMIIOHEHTHUX IIpelaparTiB y TUX CaMHUX [03aX, 110 i B
KOoMOiHOBaHOMY ITpeIliapari.

[TepBuHHA TinepxolecTepUHEMisl/ TOMO3UTOTHA CiMelHa rinepxojiecTepuHeMis



[Tpemnapat POKcepa® [T1roc moKa3aHUM sSIK IOIIOMiXKHa Teparlrist 4o gietTu abo iHmImx
HedapMaKOJIOTiYHUX 3aXO0[iB (Hampukiazn, GisuyHi BIpaBy, 3HUXKEHHS MacCH Tila) O
JIIKyBaHHS OOPOCJIMX IAIliEHTIB i3 HIEPBUHHOIO (T€TEPO3UTOTHOIO CIMEMHOIO Ta
HeciMeWHOI0) rirepxojiecTepruHeMieio abo TOMO3UTOTHOIO CiMeNHOI0
rinepxoyieCTepuHEMI€0, Y SKUX OOCTAaTHINM KOHTPOJIb 3aXBOPIOBAHHS AOCATAETHCA
OOHOYACHUM 3aCTOCYBaHHSIM PO3yBaCTaTHUHY Ta €3eTUMiOy TK MOHOKOMIIOHEHTHHX
ImperapaTiB B TUX CaMUX [03aX, 10 i B KOMOiHOBaHOMY Mperapari.

ITporunnoka3aHHs

JIikapcbKui 3acib POKcepa® [ItoCc IpoTUIOKA3aHUM MPU:

e MiABUINEHIN YYTIMBOCTI IO Hil0YMX PEeYOBUH ab0 10 OyOb-sIKUX iHIITHUX
KOMITOHEHTIB JIiKapChbKOT0 3aco0y;

e AaKTMBHOMY 3aXBOPIOBaHHI NE€YiHKHK, B TOMY YHUCJIl CTIMKOMY HiABUILIEHH] PiBHIB
CUPOBATKOBUX TPaHCaMiHa3 HEBiOMOI eTioorii Ta OyOb-IKUX IMigABUIEHHSIX
PiBHIB TpaHCcaMiHa3 y CUPOBATIIi, 110 BTPHUYl II€PEBUILYIOTH BEPXHIO MEXKY HOPMU
(BMH);

e TSIJKKMX IOPYIIEHHSX (QPYHKIi1 HUPOK (KiIipeHC KpeaTuHiny < 30 MJI/XB);

e Miomarii;

e CYyIyTHbOMY JIIKyBaHHI LIUKIJIOCIIOPUHOM;

e OJHOYACHOMY 3aCTOCyBaHHi KoMOiHallil codocOyBip/BenmaTacBip/BOKCHUIaIpPeEBip
(muB. po3min «B3aeMomis 3 iHIIMMU JTiKapChbKUMHK 3acoO0aMu Ta iHIII BUOU
B3a€EMOOiN»);

e BATiTHOCTI Ta IIif 4acC nepiony rogyBaHHS IPYOAI0; KiHKaM PEeIIPOAYKTUBHOT O
BiKy, Ki He BUKOPUCTOBYIOTh BifiTIOBigHI 3ac00M KOHTpAIEIIIIii.

[Tpemnapat POKcepa® [Tmroc, TabrmeTK, BKPUTI IJIiIBKOBOIO 00010HKOIO 110 40 Mr/10 mr,
MPOTUIIOKA3aHUM IalliEHTaM 3 MiOIIaTi€l0 Y BXKe HassBHUMHU (PaKToOpaMU PO3BUTKY
MiomnarTii/pabmoMioni3y; Taki paKTopu BKIHOYalOTh: IOMipHE MOPYIIEeHHS QyHKITi1
HUPOK (KJIipeHC KpeaTuHiHy < 60 MJI/XB); TiIOTUPEO03; HasIBHICTh CIIaJdKOBUX
3aXBOPIOBaHb M’s13iB B iHOUBiOyanbHOMY ab0 ciMelHOMY aHaMHe3i; HasBHICTb B
aHaMHe3i MiOTOKCUYHOCTi, cnpuuYnHeHol inmuMu inriditopamu I'MI'-KoA-penykTa3u
abo ¢ibpaTtamMu; 31MOBXKMBAHHS aJIKOT0JIEM; CTaHU, IKi MOXKYTb ITPU3BECTH [0
IMigBUIIIEHHS KOHIIEHTpAaIlil po3yBacTaTUHY Yy IIJIa3Mi KPOBi; HaleKHICTh [0
MOHTOJIOIAHOI pacH; CyIIyTHE 3aCTOCyBaHHS (iOparTiB.

B3aemoaisi 3 iHIIMMH JTiKapChbKUMH 3aco0aMHu Ta iHIIi BHIH B3a€Moail

OpgHoYacHe 3aCTOCYBaHHS MPOTUIIOKa3aHe




IMukaocnopuH

OpHO4YacHe 3aCTOCYyBaHHA Ipenapary POKcepa® [Ii1roC 3 TUKIJIIOCIOPUHOM
IPOTUIIOKA3aHO (ouB. po3nin «IIpoTunokalaHHsa»). Y mepion CyonyTHbBOTO
3aCTOCYBaHHS PO3yBaCTaTHUHY Ta IUKJIOCIIOPUHY 3HaueHHS AUC po3yBacTaTuHy Oyiu
B cepegHbOMY NPHUOJIM3HO ¥ 7 pa3iB BUIIUMH, HiXK Ti, SIKi CIIOCTepiraaucs y 34OpOBUX
moOpoBobIliB (AuB. Tabmuiro 1). OgHOYacHe 3aCTOCYBaHHS He BIIJIMBA€E Ha
KOHIIEHTPAIIiI0 [IUKJIOCIIOPUHY Y I1JIa3Mi KPOBI.

OpgHoYacHe 3aCTOCYBaHHS HE PEKOMEHOOBaHe

IH2i6imopu npomea3su

CymyTHE 3aCTOCYyBaHHS iHTiIOITOPIB ITpoTea3u MOKe 3HAaYHO MigBUIIYBATU CUCTEMHY
€KCIIO3UIIiI0 pO3yBacTaTUHY, X04a TOYHUM MeXaHi3M IIi€l B3a€EMO[il HeBimoMuu (OuB.
tabnuiiio 1). 3okpeMa, y hapMaKOKiHETUYHOMY AOCIIiA?KEHHI CyIIyTHE 3aCTOCyBaHHS
po3yBacTtaTuHy 10 Mr Ta KoMOiHOBaHOTO IIpelapary, 1110 MiCTUTD ABa iHTi6iTopHU
npoTea3u (aTazdaHaBip 300 mr/putoHaBip 100 Mr), y 3mopoBux g0OPOBOJIBLIIIB
aCoIIiloBasIoCs 3 IIPUOJIM3HO TPUPA30BUM Ta CEMUPA30BUM 30iJIbIIIEHHSIM IIOKA3HUKIB
piBHOBaxkHOTO AUC Ta Cmax po3yBacTaTUHY BignmoBimHO. OgHOYaCHE 3aCTOCyBaHHSA
pO3yBacCTaTUHY i HessKux KOMOiHOBaHUX ITpenaparTiB iHTiGiTOpiB MpoTea3 MOXKIIUBE
TiJIBKU MIiCJIA PETEJIBHOI0 KOPUT'YBaHHS OO3U PO3yBaCTaTHUHY 3 YpaXyBaHHSIM
O4YiKyBaHOTO ITiTBUINEHHS €KCIIO3UIlil po3yBacTaTUHY (OAUB. po3miniu «OcobImBOCTI
3acTocyBaHHs», «C11ocib 3aCTOCyBaHHS Ta OO3U», @ TAKOXK Tabmuiro 1 y po3mimi
«B3aeMomist 3 iHIIMMU JTiKapChbKUMHK 3acoO0aMu Ta iHIII BUOU B3AEMOMI»).

IH2ibimopu mpaHcnopmHux binKie

Po3yBacTaTuH € cyOCTPATOM MJIsI AESTKUX TPAHCIOPTHUX OilKiB, B TOMY YHCITi
MMe4YiHKOBOTO TpaHcIopTepa 3axomneHHss OATP1B1 Ta epmioKCHOTro TpaHCIOpPTEPa
BCRP. OgHOouyacHe 3aCTOCyBaHHS PO3yBaCTATUHY i3 JIikKapCbKUMHU 3acobaMu, 1110
MIPUTHIYYIOTH 1Ii TPAHCIOPTHI OiIKM, MOKe IPU3BOAUTH [0 MiABUIIEHHS KOHIIEHTPAllil
MOro B mJia3Mi KpoOBi Ta 30iNbIIeHHS pU3UKy MionarTii (ouB. po3ainu «Crocid
3acTOCyBaHHS Ta mo3u», «OcoOIMBOCTI 3aCTOCYBaHHSI», @ TAaKOXK Tabnuiio 1 y po3mini
«B3aemogis 3 iHIMMMM TiKapCchbKUMH 3acoO0aMu Ta iHIIT BUOU B3aEMOMIN»).

dibpamu

CynyTHE 3aCTOCYBaHHS PO3yBaCTAaTUHY Ta reMdiOpo3uny Mpu3BOOUTE OO0 30iIbIIeHHS

y 2 pa3u Cm L Ta AUC pozyBacTaTuhy (OuB. po3min «OcoOIUBOCTI 3aCTOCYBaHHS»).

a

3 oryisAoy Ha HOaHi crelialbHUX OOCTiAXKEeHb, 3HauylIol papMaKOKiHETUYHOI B3aEMO/il
3 ¢peHoGiOpaTOM HE OUIKyETHCS, OMHAK MOXK/IMBA PapMaKogUuHaMiuHa B3a€MOis.
T'emdibpo3un, penodidbpar, iumri ¢pidbpaTu Ta ainigo3HMKYyBanabHi 403U (= 1 r/gody)



HiaImuHY (HIKOTHHOBOl KHCJIOTH) HMiABUIIYIOTh PU3UK PO3BUTKY MionarTil mpu
CynyTHbOMY IIpuiiomi 3 iHri6iTtopamu I'MI'-KoA-penyKTa3u, MOXKJIMBO TOMY, IIT0 BOHU
MOXKYTb BUKJIMKAQTH MiOIlaTiio npu npurioMi okpemo. [Josa 40 mr/10 mr
IIPOTUIIOKa3aHa NPHU CyIIyTHOMY 3aCTOCyBaHHi (iOpaTiB (OUB. po3minu
«[TpoTunokasaHHsa» Ta «OCcoOJIMBOCTI 3aCTOCyBaHHS»). TaKUM MallieHTaM HeoOXigHO
PO3MOYMHATH Tepalliio 3 403U 5 MI' po3yBaCTaTUHY.

Y nailieHTiB, sKi npuiiMaloTh e3eTuMib Ta heHopiOpaT, iCHyE pU3UK PO3BUTKY
X0J1eJliTia3y Ta XKOBYHOKaM'sTHOI XxBopoOu (auB. po3minu «OcobIMBOCTi 3aCTOCYyBaHHS»
Ta «[1ob6iuHi peakirii»).

[Tpu mmigo3pi Ha )KOBYHOKaM sIHY XBOpPOOy y IallieHTa, SKUM IIpuiMa€e e3eTUuMib Ta
benodibpaT, MokalaHi 00CTEKEHHS XKOBYHOT0 MiXypa, a TaKy Tepalliio CIif
MPU3YIUHUTH (AUB. po3min «I[1o6GiuHi peakirii»).

[TapanenpHul npuiiom dhenodidbpaty abo reMdidpo3usly moMipHO TigBUILIYE
KOHIIeHTpallil 3arajJbHOro e3eTuMioy (mpubnu3Ho y 1,5-1,7 pa3a BiAmoBigHO).
KombinoBaHa Teparlis eseTumiooM Ta iHmmMu ¢pibpaTaMu He OOCTiAXKyBalach.

®ibpaTu MOXKYThH 30i/TbIITyBaTH BHUOITIEHHS XOJIECTEPUHY B KOBY, 110 TPU3BOAUTH [0
KOBYHOKaM’ THOI XBOpoOu. Y Xofi HOKITiHIYHUX OOCIiAKEeHb Ha TBapUHaXxX e3eTuMio
30imbIITyBaB PiBEHb XOJIECTEPUHY B MiXypOBill K0BYi, ajie He y BCix BumiB. Pu3uk
YTBOPEHHS KaMeHiB, IT0B’I3aHUH i3 3aCTOCYBaHHSAM e€3eTUMi0Oy, He Moxke OyTHu
BUKJIIOYEHUHN.

®dy3udosa Kucsioma

Pu3uk miomarii, BKIo49ao4yu paboMionni3, MoxKe ITiOBUIIyBaTUCS 3a PaxyHOK
CYIIyTHBOTO CUCTEMHOTO 3aCTOCyBaHHS (Py3UA0BOl KUCJIOTH 3i cTaTUHaMU. MexaHi3M
11iel B3aemomii (papmMakoguHaMiuHuM a00 hapMaKOKIiHETUYHMM) ITOKU HEBIMOMUM.
Bynu noBigomneHHs mpo padaomiosni3 (BKJI0Yalo4uM JeTalibHiI BUIIQAKM) Yy MAlli€HTiB,
sIKi oTpuMyBanu 110 KoMOiHallito. AKIo cucTeMHe NiKyBaHHS (y3UI0BOIO KHUCIIOTOIO €
HeOoOXigHUM, TO 3aCTOCYBaHHS PO3yBacCTaTUHY Ma€ OyTU NPUIIMHEHO ITPOTSATOM yChOTO
nepiony JiKyBaHHS (Py3UA0BOIO KUCJIOTOIO (OUB. po3ain «OcobmmBOCTI
3aCTOCYBaHHS»).

IuI1i B3aemomil

AHmauuodu

OnmHOYacHUY NPUMOM aHTAIIUAIB 3HUKYE CTYHiHb abcopOilil e3eTuMiOy, ane He
BILJIMBA€E Ha MOro 0iofgoCcTymHiCTh. Take 3HUXKEHHS CTyIleHs abcopOilil He BBaXKa€ETHCS
KJIIHIYHO 3HAQYYIIIUM.



OpHo4YacHe 3aCTOCyYyBaHHS PO3yBaCTaTUHY i CYCIeH3il aHTalluOiB, 110 MiCTSITh
aJIIOMiHiIO TiTPOKCHU[ Ta MarHilo TigpoKcup, IPpu3BOOUTL 40 3MEHIIEeHHSA KOHIIeHTpallil
po3yBacTaTUHY B mi1a3Mi KpoBi mpubnusHo Ha 50 %. Lle#t epekT 6yB MeHII
BHPaXXeHUM Y pa3i 3aCTOCyBaHHS aHTAIlMOHUX 3ac00iB yepe3 2 TOOUHU MiCs
mpuiioMy po3yBacTaTUHY. KiiHidHa 3HAaYyHIiCTh Ili€l B3a€EMOZil He BUBUYAsacs.

AHMuKoazyaamu

OpHouyacHe 3acTocyBaHHA e3eTuMiby (10 Mr oguH pa3 Ha moOy) He Majio 3HaYHOT O
BIUTMBY Ha OiomocTymnHicTh BapdapuHy Ta MpoTpoMOiHOBUIM YacC y XOMi OOCIiaXKEeHHS 3a
y4acTio 12 370poBUX HOPOCIUX YOIOBiKiB. OmHaK Oynu micnspeecTpaliiHi
MMOBiHOMJIEHHS ITPO 30iIbIlIeHHS MiKHapOOHOTO HOPMaJli30BaHOT'O CITiBBiJHOIIIEHHS
(MHC) y nanienTiB, sKuM e3eTuMiO momaBanu A0 Bapdapuny abo ¢nayiagiony. [1pu
oomaBaHHI e3eTuMiOy oo BapdapuHy, iHIIIOT0 KyMapUMHOBOTO aHTUKOATYJISHTY abo
dbnyingiony HeoOxigHO 3mificHIOBaTU MOHITOpUHT MHC HanexXHUM YUHOM (OUB. PO3Mis
«OCcOoOIUBOCTI 3aCTOCYBAHHS»).

Ak i mpu 3acTtocyBaHHi iHmux iHridiTopiB 'MI'-KoA-pegyKkTa3u, Ha IMO4YaTKY
3aCcTOCyBaHHS po3yBacTaTHHY a0o0 IIpU IMiABUILEHH] MOT0 03U y Malli€HTiB, SKi
OOHOYACHO 3aCTOCOBYIOTH aHTaroHictu BiTaminy K (Hanpukianm BapgapuH abo iHImmHi
KyMapUHOBUU aHTUKOATYJISHT), MOXKJuBe HninsulileHHss MHC.

[TpunuHeHHS 3aCTOCYBaHHS PO3yBacTaTUHY ab0 3MEHIIIeHHS MOT0 03U MOXKe
npu3BecTu Ao 3HMKeHHss MHC. ¥ Takux Bunagkax OakaHUM HaJIeXKHUW MOHITOPHHT
MHC.

EpumpomiuuH

Bigomo, 1110 omHOYacHe 3aCTOCYBaHHSA PO3yBaCTaTHUHY Ta ePUTPOMILIMHY 3HUIKYBaJl0
AUC po3zyBactatury Ha 20 %, a Cmax — Ha 30 %. Taka B3aeMopisi Moxke OyTH
CIIpUYMHEHA MigABUIIEHHSAM IePUCTAIbTUKN KUII€YHUKY BHACIIOOK il EpUTPOMIIIUHY.

depmeHmu yumoxpomy P450

IocmigkeHHs in vitro Ta in vivo ITOKa3ylOTh, 1110 pO3yBacTaTUH He € aHi iHTibiTopoM,
aHi iHOyKTOpOM i30(pepMeHTiB cucTemu mutoxpomy P450. Kpim Toro, po3yBacTaTuH €
rmoraHuM cyocTpaToM Ajs nux i3ogpepMeHnTiB. OTKe, JTiKapCchKi B3aEMOil uepes
MeTaboIIi3M, onocepeaKoBaHUM 1IUTOXpoMoM P450, He ouikytoTbecs. KitiHiuHO 3HauyIa
B3aEMO[isI MixK po3yBacTaTHHOM i ¢pykKoHa3ooM (iHribiTop izodepmenTtiB CYP2C9 i
CYP3A4) a6o keTokoHa30yioM (iHridiTop izopepmenTiB CYP2A6 i CYP3A4) He
CIocTrepirasnacs.

Y mokImiHIYHUX OOCHiAXKeHHsIX 0yJio BUSBJIEHO, 1[0 €3eTUMIi0 He iHAyKye hepMeHTH
nuToxpomy P450, 1o MeTtabosi3yroTh penapat. He BimMivanucs KiIiHIiYHO 3HAYYII



bapmakokiHeTuHi B3aeMoil Mixk e3eTuMiOOM Ta JTiKapChbKUMH 3acoOaMu, 10
MeTaboi3yloThcsa nuToxpoMamu P450: 1A2, 2D6, 2C8, 2C9, 3A4 - a6o N-
aneTunTpancdepasoro.

XosecmupamiH

[Tpu koMOiHOBaHOMY 3aCTOCyBaHHI 3 X0lecTupaMiHOM cepenHe 3HaueHHsI AUC
cyMapHOTo e3eTuMiby (e3eTuMib Ta €3eTUMiO-TIIOKYPOHi) 3MEHIITyBaI0Cs IPUOIU3HO
Ha 55 %. IIpu gomaBaHHI e3eTuUMiOy A0 XOJIeCTUPaMiHy IIOCTYIIOBe 3HUXKeHHSA XC-
JITTHIIT mozke ymoBinbHUTUCS (OuB. po3ain «Crocib 3acToCyBaHHS Ta OO3U»).

JTu20KCcuH

3 orJIsAny Ha HOaHi crelialTbHUX OOCHiAXKeHb, KITIHIiYHO 3Ha4yIlol B3aEMO/il 3
OUTOKCUHOM He OYiKYEThCH.

ITepopanvHi KOHMpPauenmuesu/20pmoHo3amicHa mepanis (I'3T)

OpgHOoYacHe 3aCTOCYyBaHHS PO3yBaCTaTHHY Ta IlepopajibHUX KOHTPallEeIITUBIB
npussoguiio oo migsuilieHHSA AUC eTuHiNecTpaniony Ta HoprecTpeny Ha 26 % ta 34 %
BinmoBigHO. Take mimBUIlleHHS PiBHIB y IJIa3Mi KPOBi C/Iil BpaXoByBaTH IIpU migbopi
003U IepopaibHUX KOHTPALEeINTUBIB. [laHUX 100 ¢apMaKOKiHETUKH ITpelapaTiB y
Mali€eHTiB, IKi OOHOYaCHO 3aCTOCOBYIOTh po3yBacTaTuH Ta I'3T, HeMae, TOMy He
MOZKHa BUKJTIOYaTH nogioHoro edpekty. OgHak KoMOiHallisI IITMPOKO 3aCTOCOBYBaacs
XKiHKaM B paMKaX KJIIHIiYHUX OOCJIiOXKeHb i IIepeHocusnacs moope.

Tuxkazpenaop

Turarpenop MoxKe CIPUYUHATHA HUPKOBY HEJOCTATHICTH i BIIJIMBAaTHU Ha HUPKOBY
€KCKpeIlifo po3yBaCcTaTUHY, 30i/IbIIyI04YXd PU3UK MOT0 HAKOIIMYEHHS. Y OesIKUX
BUIIafKaX CyMiCHUM IIPUNOM THUKarpesiopy i po3yBacTaTUHY IIPU3BOAUB OO0 3HUKEHHS
dyHKII1 HUPOK, MigBUllleHHs pPiBHS KpeaTuHdochokinasu (KPK) ta paboomionisy.
PekomeHOy€eThHCSA IPOBOAUTHU KOHTPOIb (QYHKIIII HUPOK Ta piBHA KOK npu
OOHOYAaCHOMY 3aCTOCYBaHHI TUKArpeopy 1 po3yBacTaTUHY.

B3aemodii, wo sumazarombs Kopekuii 003u podysacmamuHy

[Tpu HeOOXiAHOCTI CyIIyTHBOTO 3aCTOCYBaHHS PO3yBaCTaTUHY 3 iHIIUMHU JTiIKAPChKUMU
3acobamu, sKi 30iMbIITYIOTh EKCIIO3HUIliI0 PO3yBaCTaTUHY, JO3U OCTAHHBOTO MAalOTh OyTHU
CKOpUTOBaHi. AKII0 o4ikyeThbcs 30inbieHHs: ekcro3utiil (AUC) npubnu3Ho B 2 pa3u
abo Bullle, TiKyBaHHS CJIiZl pO3NOYMHATH 3 5 MT po3yBacTaTuHy 1 pa3 Ha moOy.
MakcumasnbHa 1o60oBa f03a po3yBacCTaTUHY IIOBUHHA OyTHU BigperyiboBaHa TaKUM
YUHOM, 11100 OYiKyBaHa €KCIIO3UIIisl pO3yBacTaTUHY He IepeBUIllyBaia eKCII03HUIIilo,
III0 BigMidaeThCcs pu npuiiomi 40 Mr po3yBacTaTUHY Ha 0oOy 0e3 3aCTOCyYBaHHS



JIiKapCchbKUX 3aco0iB, I110 B3aEMOIiIOTh i3 mpernapaToM. Hampukiaz, Ipy 3aCTOCYBaHHI 3
rem@pidpo3uIoM MakKCcuMalibHa g03a po3yBacTaTuHy ctraHoButuMe 20 mr (1,9-kpaTHe
30iybIIeHHsI), a IPU 3aCTOCYBaHHI i3 KoMOiHalli€lo aTa3daHaBip/puToHaBip — 10 Mr

po3yBacTaTuny (3,1-KpaTHe 30iIbIIEHHS).

Axio nmikapcbkui 3acid 30inbinye AUC po3yBacTaTUHY MEHII HiXK y 2 pasy,

ITOYaTKOBY J03y 3MEHIIyBaTH He IMOTPiOHO, ajie CiIif JOTpUMyBaTHCS 00ePexXHOCTi

mpu 30iNbIIeHHi 03K JTiKapChKOTro 3acoly POKcepa® [Inroc monapm 20 mr.

Tabnuisa 1

BnnuB cynyTHiX TiKapchKuxX 3aco0iB Ha eKCcro3uiio po3dyBactatuy (AUC; y mopsagKy

3MEHIIIeHHS BeJIMYUHU) 3a ONyOIiKOBaHUMHU JaHUMH KIIiHIYHUX JOCTiAXKEHb

36inbmenHuss AUC po3yBacTaTUHY B 2 pa3u abo Oinblie

pa3 Ha moOy, 8 mHiB

OOHOPa30Ba O03a

. Pexum .
PexuM no3yBaHHSI JIIKapChKOro 3acooy, 3minu AUC
. OO3YBaHHS
III0 B3a€EMOi€ po3yBacTaTHHY*
PO3yBacCTaTHUHY
Codocoysip/BenmnaTtacsip/Bokcunamnpesip (400 10
MT,
mr / 100 mr / 100 mr) + Bokcumnamnpesip (100 T 7,4 pasa
: OLHOpAa30Ba go3a
MT') OOMH pa3 Ha mo0y mpoTsarom 15 mHiB
LluknocnopuH Big 75 mr go 200 Mr gBidi Ha 10 Mr oguH pas 1 71 pasa
oGy, 6 MicsiiiB Ha o0y, 10 guiB - P
O MI', OHHOpPa30Ba
Haponytamin 600 Mr gBiui Ha goOy, 5 OHIB 038 AHOP 1 5,2 pasa
O
) . |5 Mr, ogHOpa3oBa
Peropadeni6 160 mr oguH pa3 Ha go0y 14 nHiB 033 T 3,8 paza
O
ATtazanaBip 300 mr / putonaBip 100 mr ogur |10 wmr,
T 3,1 paza




10 wmr,

Cumenpusip 150 Mr oguH pa3 Ha Oo0y, 7 OHIB T 2,8 paza
OOHOpa30Ba [03a
. 10 wmr,
Benmatacsip 100 Mr oguH pa3 Ha moby 2,7 pa3a
OOHOpa30Ba [103a
OwmbGitacBip 25 Mr / mapuTtanpesip 150 mr /
. . 5 MI, OJHOpa30Ba
piTonasip 100 Mr oguH pa3 Ha moly / 038 2,6 pasa
macaOyBip 400 mr gBiui Ha moOy, 14 mHIiB A
I'pa3onpesip 200 mr / enbacBip 50 Mr oguH 10 mr, 2 3 pasa
pa3 Ha moby, 11 mHiB OOHOpPa30Ba mo3a P
I'mexkanpesip 400 mr / mibperTacsip 120 mMr 5 MT" OOUH pa3 Ha 2 2 pasa
OJMH pa3 Ha foOy, 7 OHiB no0y, 7 mHiB 4P
Jlomirasip 400 mr / putoHasip 100 mr gBivi Ha |20 Mr oguH pa3 121 pasa
no6y, 17 guis Ha o0y, 7 OHiB - P
Knonigorpens 300 Mr HaBaHTazKyBaJjibHa fg03a, (20 Mmr, ' 2 pasm
micrst sIKo1 75 Mr 4yepe3s 24 rof OJHOpa30Ba g03a P
: .. , 80 wmr,
IF'em@ibpo3un 600 Mr aBidvi Ha Oo0y, 7 OHIB T 1,9 paza
OOHOpa30Ba [03a
30inpienuss AUC po3yBacTaTUHY MEHIIIE HiXK y 2 pa3u
. Pexxum .
PezxuM mo3yBaHHsI IiKapChbKOTr0 3aco0y, 3minau AUC
. OO3yBaHHS
IO B3a€EMOJIE pPoO3yBaCTaTHUHY*
PO3yBacCTaTHHY
. 10 mr,
EntpomObornar 75 Mr oguH pa3 Ha o0y, 5 OHiB T 1,6 pa3a

OOHOPa30Ba Jo3a




Hapyuasip 600 mr/putonasip 100 Mr aBidi Ha

10 Mr oguH pa3

OgHOpPAa30Ba J03a

T 1,5 pasza
noOy, 7 mHiB Ha moOy, 7 OHiB P
Tunpanasip 500 mr/putonasip 200 mr aBivi Ha |10 Mmr,
. 11,4 paza
moby, 11 oHiB OIHOpPa30Ba Oo03a
Iponemapon 400 Mr nBiui Ha MO0y Hesigmomo T 1,4 pasa
|10 mr,
ITpakoHaszosn 200 Mr oguH pa3 Ha mo0y, 5 OHIB T 1,4 paza **
OOHOpa30Ba go3a
3auxenHda AUC po3yBacTaTUHY
. Pexum .
PexxuM no3yBaHHs JIiIKapChKOTro 3acooy, 3minu AUC
. OO3YBaHHS
IIIO0 B3a€EMOJIIE po3yBaCTaTHUHY*
PO3yBaCTaTHUHY
Eputpowminma 500 Mr yotupu pa3u Ha go0y, 7 (80 wr, L 20 %
OHIiB OOHOpa30Ba go3a °
. : : ) 20 wmr,
Baiikanin 50 Mr Tpudui Ha moOy, 14 nHiB 147 %

*[IaHi, mpefacTaBIeHi K 3MiHa B X pa3iB, IBISIOTH COO0I0 CIiBBiTHOIIIEHHS MiXK

3aCTOCYBaHHSIM PO3yBacTaTHUHY y KOMOiHallil Ta okpeMmo. [[aHi, mpeacTaBieHi y

BUrAai % 3MiHM, SBJISIOTH COO0I0 BifCOTKOBY Pi3HUINIO BiTHOCHO ITOKA3HUKIB MTpHU

SaCTOCYBaHHi PO3YyBACTAaTHUHY OKPEMO.

306inbIIeHHS T03Ha4YeHO 3HaYKoM T, BiCyTHICTb 3MiH — <, 3MEeHIIIEHHS — .

**ByJi0 IpoBeAEeHO KilbKa JOCIiAXKEeHb B3aEMOil 3 Pi3HUMU J03aMHU PO3yBacCTaTUHY, ¥

TaOIUIll TOAaHO Haubimblll 3HaYyllle CHiBBiOHOIIEHHS.

JIikapcheKi 3aco0u / KomOiHallii, ki He May KJIiHiYHO 3HAQ4yIIIOro BIJIUBY Ha

craiBBigHOmeHHA AUC po3yBacTaTUHY IIPU OOJHOYAaCHOMY 3aCTOCYBaHHI: aneriaiTa3ap
0,3 mr 7 gHiB; ¢peHodiOpaT 67 Mr 7 gHiB 3 pa3u Ha A00y; daykoHaszomn 200 mr 11 gaiB 1

pa3 Ha moby; ¢pozamnpenaBip 700 mr / putoHasip 100 mr 8 nHiB 2 pa3u Ha mo0y;




KeTokKoHa30s 200 mr 7 gHiB 2 pa3u Ha mo0y; pudamimin 450 mr 7 gHiB 1 pa3 Ha moly;
cunimaput 140 mr 5 gHiB 3 pa3u Ha mo0y.

B kmmiHiYHMX DOCHIiIXXeHHSIX JTiKapChKol B3aeEMO/il e3eTuMib rmpu KoMOiHOBaHiM Teparrii
He BIIMBaB Ha ()apMaKOKIHETHUKY OAllCOHY, eKCTpoMeTopdaHy, AUTOKCUHY,
rnepopaabHUX KOHTPALENTUBIB (ETUHIIECTPaAioy Ta JI€eBOHOPTeCcTpeny), IIinisuny,
TonOyTamMiny abo Mmimazonany. lluMeTunus mpu KoMmOiHOBaHiM Tepartrii 3 eseTumMioom He
BIIMBAB Ha 0i0OCTYIIHICTh €3eTUMiOy.

itk

IocmigKeHHs B3aEMOil ITPOBOAUIIMCS JIMIIIE 3a y4acTio gopocnux. CTymiHb B3a€EMOIil
y OiTeu HEeBiHOMUMU.

Oco0/IMBOCTi 111010 3aCTOCYBaHHS

Bnaus Ha Hupku

[TpoTeinypis, BUsABJIeHa y pe3yJbTaTi aHali3y 3a TeCT-CMy>KKaMHU, ITepeBakKHO
KaHaJIbL[eBOI'0 ITOXOOXKEHHS, CIIOCTepirasacs y Malll€HTiB, Kl JIIKyBaJILCS BUIUMU
O03aMM po3yBacTaTUHY, 30KpeMa 40 Mr, i y OiibIIoCTi BUnagKiB Oyjia TUM4YacoBOO abo
ImepepuBYacToio. [IpoTeinypisi He Oyya repeaBiCHUKOM IocTpPol abo Iporpecynvoi
XBOpoOu HUPOK (muB. po3min «ITobiuHi peakirii»). YacToTa MoOBigoOMJIEHD IIPO CEPHO3Hi
siBuIla 3 00Ky HUPOK y IOCTMapKETUHTOBUX OOCIiAKEHHSIX BUILlA ITPU 3aCTOCYBaHHI
no3u po3yBacTtaTuHy 40 Mr. Y malieHTiB, AKi IpUNMaloTh PO3yBacTaTUH y 703i 40 Mmr,
Yy XO[i CIIOCTEpPEXKEHHS CJIi PETYISAPHO MePeBIPATH PYyHKITiII0O HUPOK.

Bnaue Ha ckesemHy MycKyaamypy

[Topy1ieHHs 3 00Ky CKeJleTHOI MyCKyJaTypH, HalTpUKJIad Mianiris, MiomnarTist Ta 3pigka
pabaomionis, criocTepiranucs y mali€eHTiB, siKi IpuiiMaly po3yBacTaTuH Y OyOb-IKUX
mo3ax, ocobuBo Oinbire 20 mr. Bynu moBimoMIeHHS PO BUIIaAKM MiomnarTil Ta
pabaoMmioni3y Ipu 3aCTOCyBaHHI e3eTUMIiOy. BinblIicTh Mali€eHTiB, y IKUX PO3BUHYBCS
pabmoMmioni3, mpuiiManu CTaTUHU OJHOYACHO 3 e3eTuMiOoM. OmHaK PO BUMAOKHU
pabaomioni3y moBigoMIIsiiocs AyzKe PimKo Ipu MOHOTeparil e3eTuMiboM i myKe pigKo
y pa3i 3acTocyBaHHS e3eTUMIiOy 3 iHIIMMU 3aco0aMu, 3 SKUMU IT0B SI3aHUMN PU3UK
BUHUKHEHHS paboomiosizy.

AKI1110 BUHHUKIIA ITigo3pa Ha MioIIiio, I110 MPOSBIISETHCS M’ sI30BOI0 CIabKiCTIO i
MigBUIIEHHSM piBHSA KpeaTuHpochokina3u (KOK) 6inbie Hixk y 10 pa3is BMH,
MIpUioM e3eTuMily, Oyab-IKUX CTaTUHIB ab0 iHIIMX JTiIKapChKUX 3aco0iB, sKi
MPUHMMAJIKCS OJHOYACHO, HeOOXigHO HeraHo npunuHuTH. IlaIieHTH, saKi
PO3IIOYMHAIOTH Tepallilo JTiKapChbKUM 3aC000M POKcepa® [Tmtoc, MaloTh OyTH



npoiHdopMOBaHi IPO PU3UK BUHUKHEHHS MioIaTil i TOBUHHI HeraHO ITOBiIOMIISITH
PO IOSIBY OyOb-IKOTO M’'s1I30BOT'0 00JI10, YYTIUBOCTi ab0 cj1abKOCTi (QUB. po3min
«IToGiuHi peaxkiii»).

Y KinbKox BUIIaIKaX ITOBiIOMIISIZIOCS, III0 CTaTUHU CIPUYUHSAIOTL de novo abo
3aroCTPIOIOTh Y2Ke HasiBHY MiaCTeHilo IpaBic YU MiaCTeHito o4el (OUB. PO3Oin
«IToGiuHi peaxkIii»). ¥ pasi mocuneHHss CUMIITOMIB 3aCTOCYBaHHS JIiIKApPChKOT'0O 3aC00y
Pokcepa® Ilnroc ciig npunuHuTu. [1oBimoMIsiIoCsa Ipo peuuaguBy, KOJIU (IIOBTOPHO)
BBOOWJIX TOM caMuil a0o iHIIWI CTAaTHUH.

PigeHb KpeamuHKIHA3U

PiBenb kpeaTtuHkina3u (KK) He ciig BUMiproBaTHU MiCJIsg 3HAYHUX PiSUYHUX
HaBaHTaXkKeHb ab0 y pa3i HasgBHOCTI albTepHATUBHUX NPUYNH mmigBuineHHsa KK, 110
MOXKYTb YCKJIagHIOBATH IHTepIIpeTallito pe3yabTaTiB. AKIIo mo4yaTKoBi piBHiI KK
3HaAYHO ImigBuIleHi (> 5 paziB Bim BMH), npoTsirom 5-7 nHiB Heo6XigHO 3poOuTHU
ITOBTOPHUM aHasli3, 1100 NifTBepOuTU pe3yabTaTH. AKINO pe3yabTaTh MOBTOPHOTO
aHaJIi3y IMiaATBEPAXKYIOTh, 110 ImouyaTKoBe 3HaYeHHsT KK OinbIiie HiXK y 5 pasiB
nepesuinlye BHM, He ciif moYynHaTU 3aCTOCYBaHHA IIperapary.

ITeped nouamkom niKy8aHHA

IIpenmapat POKcepa® [Tntoc, sk i immmi iuribiTopu 'MI-KoA penykTaswu, ciifm 3
00epexXKHiCTIO TpU3HavYaTH IalliEHTaM 3i CXUIbHICTIO 00 MionaTii/pabmomionizy. 1o
(bakTOpiB TAKOTO PU3UKY HAJIEKATh:

e MIOPYIIEeHHS (PYHKIIl HUPOK;

e TIIOTUPEO3;

e HaSIBHICTH B 0ocoOucTOMYy ab0 ciMelHOMY aHaMHe3i CIaJKOBUX 3aXBOPIOBaHb
M’ s13iB;

e HaSIBHICTh B aHaMHe31 MiOTOKCUYHOCTI Ha TJIi 3aCTOCYBaHHS iHIIUX iHTiOiTOPIB
'MTI'-KoA- penykTa3u abo ¢idparis;

e 3JIOBXKUBAHHS aJIKOTOJIEM;

e BiK > 70 pOKiB;

e CHUTYyallil, III0 MOXYTh IPU3BECTHU [0 IIiABUIIIEHHS PiBHIB IIpenapary y Ijia3Mi
KpoBi (ouB. po3ninu «PapMakokiHeTHKa», «B3aeMofisa 3 iHIIMMH JTIKAPCHKUMU
3acobaMu Ta iHII BUOU B3aeMofii» Ta «Crocib 3aCTOCyYBaHHS Ta MO3U»);

e CYyIyTHE 3aCTOCyBaHHS (pibpaTis.

Y Takux mallieHTiB MOB’sI3aHUM i3 JIIKYyBaHHSM PU3UK IIOTPIOHO OIiHIOBATH,
MIOPIBHIOIOYY 3 OYiKyBaHOI KOPUCTIO; TAKOXK PEKOMEHOYETHCS KIIIHIYHUI MOHITOPUHT.
Axmio nouaTtkoBi piBHi KK 3HauHO nigBuiieHi (> 5 pasiB Bim BMH), nikyBaHHs
IO4YMHATH He CIIif.



Y nepioo mepanii

IMarmieHTiB CIifg IOMPOCUTH HEeTaHO IMOBIHOMIISATH PO M’ sI30BHUM Oinb, ci1abKicTh abo
CyIOMH HEeBiOMOI1 eTionoril, 0cOOIMBO SKIIIO0 BOHU CYIIPOBOOXKYIOTHCSA HE3OYKaHHSAM
ab0 MMXOMaHKOI0. Y TaKuX IallieHTiB moTpidHo BuMiproBaTu piBHiI KK. 3acTocyBanHsa
npenapary Ciig npunuHuTH, Ko piBHi KK 3HauHO migBumieHi (> 5 pa3is Bix BMH)
a00 SKII0 CUMIOTOMU 3 OOKY M’SI3iB TSIXKKi Ta CIPUYMHSIIOTD IIIOJEeHHUN OUCKOM@OpT
(maBiTh akmio piBHiI KK = 5 pasis Big BMH). V pa3si 3HUKHEHHS CUMIOITOMIB Ta
noBepHeHHs piBHA KK 1o HOpMHM MOXKHa IMOHOBUTHU TepaIIiio IIpenapaToM POKcepa®
[Tmroc abo anbTepHaTUBHUM iHribiTopoM ['MI-KOA-penyKTa3u y HaMeHIIi Oo3i Ta
IIi peTenbHUM HarnsaaoM. B perynsapHoMmy MoHiTOpUHTY piBHIB KK y 6e3cuMOTOMHUX
MalieHTiB HeMa€ noTpebu. [lyKe pigKo MOBiHOMJIAIOCS PO BUIAAKHU
iMyHOOITIOCeEpenKoBaHOl HeKpoTuuHO1 MiomnaTii (IOHM) nig yac abo micis Tepamii
CTaTWHaAMHM, Y TOMY YHCJi po3yBacTaTuHoM. KniHignumu nposieamu IOHM € cnalkicTh
IIPOKCUMAJIbHUX M’S31B Ta MiABUILIEHHS PiBHS KpeaTUHKIHa3W y CUPOBaTILL KPOBI, 110
30epiraeTbCcs HaBITH ITiCJIA NPUIIMHEHHS 3aCTOCYBaHHS CTAaTUHIB.

[Tig yac KNiHIYHUX OOCHIAXKEeHb He 0yJI0 OTPMMaHO OOoKa3iB MigBUIIEHOTO BOJIUBY Ha
CKeJIeTHY MYCKYyJlaTypy Y HEBEJIUKOI KiJIbKOCTI Ialli€HTiB, IKi IpUAMaln
po3yBacCTaTHUH Ta CylnyTHIi npemnapaTtu. OgHakK MigBUILEHHS YaCTOTU MIO3UTY Ta
MiomarTii Bim3Ha4asnocs y MalieHTiB, sKi nmpuiiManu innii iuriditopu 'MI'-KoA-
penyKTal3u pa3oM i3 moxigHuMu ¢pidpoeBOIl KUCIOTHU, B TOMY YHCIIi remMdpidpo3unomM,
IIMKJIOCTIOPUHOM, HiKOTMHOBOIO KMCJIOTOIO, a30JIbHUMU ITPOTUTPUOKOBUMU
npenapaTaMu, iHridiTopaMu nMpoTea3u Ta MaKpPOJIiAHUMU aHTUOIOTUKAMH.
I'eM@i6po3un migBUIyEe PU3UK MioIaTil Ipu CYyIyTHROMY 3aCTOCYyBaHHi 3 IeIKUMU
inridiTopamu I'MTI'-KoA. ToMy 3acToCyBaHHS mIpelapart POKcepa® [Tntoc y kKombiHaIrii
3 rem}pibpo3uIoM He PeKOMeHOyeThCsa. KOpucTh momanbIliol 3MiHM PiBHS JIIiOiB mpu
3aCTOCyBaHHI ITpenaparty POKcepa® [Tmtoc y kombiHa1iii 3 pibpaTamMu noTpiOHO
peTebHO 3BaXKyBaTU MOPIBHSAHO 3 NOTEHIIMHUMU PU3UKaMU, II0OB’I3aHUMHA 3
3aCcTOCyBaHHSIM TaKux KoMOiHalliii. [lo3a po3yBactaTuny 40 Mr mpoTuUIoKa3aHa IpHU
CYIIyTHBOMY 3aCTOCyBaHHi ¢iOpaTiB (DuB. po3minu «B3aemomist 3 iHIIMMU TiKapChbKUMHU
3acobaMu Ta iHII BUOU B3aeMomiii» Ta «IToOiuHi peakirii»).

[Tpenapat POKcepa® [Inroc He ciif 3aCTOCOBYBaTH MalliEHTaM i3 TOCTPUMU,
CEepHO3HUMHU CTaHaMH, 110 CBim4YaTh PO MiomnaTiio abo MOXKITUBICTh PO3BUTKY
HUPKOBOI HEJOCTAaTHOCTi BHACIiAOK pabmoMioJtidy (TakKux K CEIICHUC, TillOTeH3is,
3HaYHe XipypriuHe BTpy4YaHHs, TpaBMa, TSIKKi MeTa0Oo0IiuyHi, eHIOKPHUHHI Ta
eJIEKTPOJIiTHI po3naau ab0 HEKOHTPOIbOBaHI CyIOMHU).

dy3udosa Kucsioma

[Ipenapat POKcepa® [Imtoc He cig 3aCTOCOBYBATH OJHOYACHO i3 Py3UA0BOIO
KMCJIOTOI0 ab0 MPOTATOM 7 OHIB ITiCIs MPUIIMHEHHS JIIKyBaHHSA (Py3UA0BOI0 KUCJIOTOIO.



[71a maIieHTiB, AJig SKMX CUCTEMHE 3aCTOCYBaHHS (Py3UIOOBO1 KMCIIOTHU BBaXKAETHCS
HeOoOXigHUM, IiKyBaHHS CTaTUHAMU MMOTPiOHO MPUITMHUTH HA BeCh Iepiof IiKyBaHHS
dby3umoBoi KuciaoTow. bynu moBigoMIeHHs PO BUNaaKu pabmoMionidy (BKIOYao4yu
JieTalbHi) y MallieHTiB, SIKi OTpUMyBasiu Qpy3ug0oBy KUCIOTY i CTaTUHU B KOMOiHaIIil.

[TamieHT TOBMHEH HEeTalHO 3BEPHYTHUCS OO JIiKaps, SKIIO BiH BifyyBa€ CUMIITOMHU, TaKi
sIK M’s130Ba cJ1abKicTh, 6imb abo B’ stimicTh. Tepamisas ctaTuHaMu MoxKe OYTH ITOBTOPHO
IpoBefeHa Yyepe3 7 OHIB IiCIA 3aCTOCYBaHHSA OCTAHHBOl JO3U (Py3UO0BOL KUCJIOTH.

Y BUHSATKOBUX BHUIIAJKaX, KOJIX HeoOXigHe TpuUBajle CUCTEeMHEe 3aCTOCyBaHHS
$by3umoBoi KUCIOTH, HAITPUKIIAM, OJIs JIIKyBaHHSA BaXXKUX iH(MEKIi, oqHOYacHe
3aCTOCYBaHH4 IIpernapary POKcepa® [Tmtoc i py3umoBOI KMCIIOTH MOXKJIMBE TilTbKH IIif
peTenbHUM MeOUYHUM HaTrJISIgOM.

Bnaue Ha neuiHKy

ki i inmmi iuridiTopu 'MI-KoA-pegykTasu, po3yBacTaTHUH CIIiT 3 00epexkKHiCTIO
3aCTOCOBYBATH IalliEHTaM, SIKi 3JI0OBXKMBAIOTh aJIKOrojeM Ta/abo MaloTh B aHaMHe3i
3aXBOPIOBaAHHS MEYiHKU.

3acTocyBaHHS IIpernapary POKcepa® [Tmroc 40 mr/10 Mr mpoTUIOKa3aHO HalliEeHTaM,
sIK1 3JIOBXKUBAIOTH aJIKOT'OJIEM.

PekomeHOBaHO MepeBipsiTU 0ioXiMiuHI TOKa3HUKM (QYHKII ITeYiHKY ITepel Io0YaTKOM
JIIKyBaHHS Ta 4yepe3 3 Micslli IoToMYy. 3aCTOCYBaHHA IIpelapary POKcepa® [Inroc cmin
MIPUIUHUTY a00 3MEHIITUTH O03Y, SKIIO PiBeHb TpaHCaMiHa3 Yy CUPOBATIIi KPOBi OinbIle
HiK BTPHUUi IIePEBUILYE BEPXHIO MeXKY HOpMH. HacToTa MOBiJOMJIEHD ITPO CEPUO3Hi
siBuIIa 3 OOKYy IeYiHKU (IepeBaxKHOo PO MiABUIIIEHHS PiBHSA TpaHCcaMiHa3 MMeYiHKMN) y
micnsipeecTpallitiHuii repion Oyiia GibIIO0 ITPU 3acTOCyBaHHi g03u 40 MT.

Y mailieHTiB i3 BTOPMHHOIO Tillepx0JjieCTePUHEMIi€I0, 3yMOBJIEHOIO TilTOTUPEO30M abo
HeDPOTUYHUM CHUHAPOMOM, CJIiJl ClIOYaTKy BUJIIKyBaTHU OCHOBHY XBOPOOY, IePII HixK
PO3IOYMHAaTHU Tepallilo nmpernapaToM POKcepa® [Tmroc.

Bigomo mpo pigkicHi netanbHi abo HeneTaslbHI BUITQAKM ITI€YiHKOBOI HEJOCTATHOCTI ¥
MaLi€HTiB, Kl IpUMany CTaTUHYU, B TOMY YUCJIi pO3yBacTaTHH.

[Tig yac mocrmigzKeHb y Malli€HTiB, SIKi 3aCTOCOBYBajiu KOMOiHallif0 CTaTUH Ta €3eTUMi0,
CIIOCTepirasnocs NOCTyIIOBe MiABUINIeHHS PiBHIB TpaHcaMiHa3 (= 3 pazis Big BMH).
Cnig mpoBoguTu GyHKITIOHAJIBHI ITEYiHKOBI ITpoOX Ha MOYaTKy Tepallil mpenapaToM
POKcepa® [Iroc Ta 3rigHO 3 peKOMeHJalliIMu CTOCOBHO CTaTUHY (OWB. PO3Oinu
«PapmakoKiHeTuKa», «IIpoTunoka3daHHsa» Ta «Criocib 3aCTOCyBaHHS Ta JO3U»).

Paca



Y mocnigxeHHSX PapMaKOKiHETUKM CIIOCTEPIrasocsa 3pOCTaHHS CUCTEMHOI €KCIIO3UIIil
npenapary y HalliEHTiB MOHTOJIOIAHOl pacH IIOPiBHSHO 3 €EBPONEUIISIMHU (OUB. PO3OiIU
«IIpoTunoka3aHHs» Ta «Crocib 3aCTOCyBaHHS Ta OO3U»).

IH2ibimopu npomeasu

[TigBuileHa cUCTEMHa €KCIIO3Ullisl po3yBacCTaTHUHY CIIOCTepirasnacs B ocib, AKi
3aCTOCOBYBAJIM PO3yBaCTaTUH CYIIyTHHO 3 Pi3HUMMU iHTiOiTOpaMu mpoTeasu y
IO€eJHaHHI 3 puTOoHaBipoM. CiIif BpaXOBYBaTU SIK KOPUCTH Bill 3HUXKEHHS PiBHS JIIMiiB
3a [JOIIOMOI 010 PO3yBacTaTUHY y HalieHTiB i3 BIJI, gki oTpuMyIOTh iHTibiTOPHU
IpoTeas3y, TaK 1 MOXKJIMBICTh MiABUIIEHHS KOHIIEHTPAIlill pO3yBaCTaTUHY y IJ1a3Mi
KPOBi Ha MOYaTKYy Teparlil Ta Ipu OigBUIIEHHI 031 pO3yBacTaTUHY y IAIliEHTIB, IKi
OTPUMYIOTH iHTi0iTOpU poTea3u. OgHOYaCHE 3aCTOCYBaHHS Mpelapary 3
iHribiTopamMu IMpoTea3u He PEKOMEHYETHCS, IIOKM 103a PO3yBacTaTUHY He Oyfme
CKopuroBaHa (OuB. po3minu «B3aemois 3 iHIMMU TiKapCchbKUMM 3acoOaMu Ta iHIITI
BUOU B3aeMomiti» Ta «Crocib 3acTOCyBaHHS Ta OO3U»).

IHmepcmuuiasibHe 3axX80PHBAHHA /1€2€HDb

[ToognHOKiI BUMIAAKM iIHTEPCTHUIIaJIbHOTO 3aXBOPIOBaHHS JIeTeHb OyJIM 3apeecTpoBaHi
ITPU 3aCTOCYBaHHI AesIKUX CTAaTUHIB, 0COOMUBO y pa3i JOBroTpuBajsol Tepamii (qus.
po3min «ITobiuHi peakirii»). [Jo CUMIITOMIB IMOPYIIEeHHS HajleXKaTh OUCIIHOE,
HENPOOyKTUBHUU Kallle/lb Ta IIOTipIlIeHHs 3arajJbHOTr0 CTaHy (BTOMa, BTpaTa MacCH Tila
Ta rapsdka). AKIIo Migo3pIETHCS, 10 Y NalliEHTa PO3BUHYJIOCH IHTEPCTHUIlia/IbHE
3aXBOPIOBaAHHS JIET€Hb, 3aCTOCYBAaHHS CTATUHIB ITOTPIOHO MPUIIMHUTH.

Llykposuti oiabem

IMeski aKTu CBimYaTh, 110 CTaTHUHMU ITiABUIIYIOTh PiBEHDb I'TIOKO3U B KPOBI i y IessKux
Malli€HTiB 3 BUCOKUM PU3UKOM PO3BUTKY IIYKPOBOTO MiabeTy MOXKYTh CIIPUYUHSITU
rinepriikeMilo TaKOro PiBHA, SKa BUMaraTuMe JiiKyBaHHs. OgHaK 3HUXKEHHS PU3UKY
CYyOVWHHUX IIOPYILIEHb IIPU 3aCTOCYBaHHI CTaTUHIB II€PEBUILYE 110 3arp0O3y, 1 TOMYy BOHa
He Mae€ OyTH ITiICTaBOIO [JI IPUIIMHEHHS Tepallil cTaTUHaMU. 3a CTAHOM IIalliEHTIB
rpymnu pu3uKy (piBeHb IIIOKO3U HaTIle 5,6—6,9 MMonb/1, iHgekc macu Tina (IMT) > 30
KF/M2, MMigBUIIIEHUHM PiBeHb TPUTJIILEPUiB, apTepialbHa rinepTeH3isi) CIig BCTaHOBUTHU
SIK KJTiHIYHUY, Tak i 6i0XiMiYHUYE KOHTPOIb 3TiTHO 3 YNHHUMHU HaCTaHOBAMHU.

Y mocnimkXeHHSIX 3apeecTpoBaHa 3arajibHa 4acToTa IIYKpPOBOTo OiabeTy cTraHoBuia 2,8
% y rpyIi npuiioMy po3yBacTaTUHy Ta 2,3 % y rpymi nnaiebo, IepeBaXkHO y IalliEHTiB
3 piBHEM T'JIIOKO3M HaTIIe Big 5,6 1o 6,9 MMoOmb/m.

dibpamu



IocnigxxeHHs 1000 6e3mekyu Ta e()eKTUBHOCTI OTHOYACHOTO 3aCTOCYBaHHS €3eTUMiOy
3 ¢pibpaTtamu He mpoBomuan. [1pu migo3pi Ha XKOBYHOKAM sIHY XBOPOOY y IallieHTa,
SIKUY MpUMMa€e po3yBacTaTuH/ e3eTuMib Ta peHodiOpaT, mokasaHi 00CTeKeHHS
2KOBYHOTO MiXypa, a TaKy Tepalliio CJIifg Npu3ynuHuTHa (quB. po3giiu «B3aemomis 3
IHIIMMY TiKapChbKMMH 3aco0aMU Ta iHIIi BUOU B3aEMOMili» Ta «ITo0iuHi peakiii»).

AHMuUKoazyaaHmu

[Tpu momaBaHHI nIpenapaTty POKcepa® [Tmroc mo Bap(dapuHy, iHIIIOT0 KyMapH#HOBOT O
AHTUKOATYISIHTY abo pyiHgioHy HeoOXigHO 3mificHIOBaTU MOHiTOpUHT MHC
HaJIeXXHUM YUHOM.

Ilimu ma nioaimku 8ikom 8i0 10 do 17 pokis

Buonus po3yBacTaTuHy Ha JIiHIMHUU pICcT (3picT), Macy Tina, IMT (iHgekc Macu Tina) Ta
PO3BUTOK BTOPUHHUX CTATEBUX O3HAK 3a IIKajyioo TaHepa y giteu Bikom 10-17 pokis
OLIIHIOBABCS JIUIIE IIPOTATOM OOHOI'O POKY. Iliciaa 52 TUXKHIB OOCIIIAXKYBaHOT O
JIIKYBaHHS KOOHOTO BIIJIMBY Ha picT, Macy Tina, IMT abo cTaTeBe mo3piBaHHS
BUSBJIEHO He Oyso (OuB. po3nin «®apMakoarHaMika»). [OCBig KITiHIYHUX OOCHIIXKEHb
3aCTOCyYBaHHS IIpemnaparTy OiTaM Ta IigjIiTkaM oOMeXKeHUM, i JOBroTpuBali epekTu
3aCTOCyBaHHA po3yBacTaTUuHY (> 1 pik) Ha cTaTeBe O03piBaHHSA HEBIOOMI.

Y kiIiHiYHOMY OOCIIAXKEHH] y AiTeu Ta HifJIiTKiB, AKi IpuiMasiu po3yBacTaTUuH
OpoTsarom 52 TuUXKHIB, migBuitieHHs piBHSI KK > 10 pasiB Bumie BHM Ta cumnToMmu 3
00Ky M’s13iB ITicsisa ¢pi3smYHOro HaBaHTaXKeHHA ab0 mimBuUIeHOol Pi3UYHOl aKTUBHOCTI
CIIOCTepiranucs 4acTillle ITOPiBHAHO 3 TAaKUMHU y HOPOCIUX (OAuB. po3min «ITobiuHi
peaxiii»).

Tsorcki wKipHi nobiuHI peakuii

[Tpu 3acToCyBaHHI pO3yBacTaTUHY IIOBIIOMIISIZIOCS IIPO TAXKKIi MIKipHi mM00iYHi peakiiii,
BKJIIO4auu cuHgpoM CTiBeHCca — [I2KOHCOHa Ta MeJWKaMEeHTO3HY peakxlliio 3
eo3nHoO(iniero Ta cucteMuuMu cumntomamu (DRESS-curgpom), ki MOXYTh
3arpoXkKyBaTU XKUTTIO0 ab0 MPU3BECTHU A0 JIeTAJIbHOTO HaCHiaKy. [Ipu3Hadaooun
JIiIKapChbKUU 3acib mallieHTaM CIIiJ ITOBiZOMJIATH IIPO O3HAKU Ta CUMIITOMHU TSIKKHUX
IIKIPHUX pPeakliiid i yBaXKHO CIOCTepiraTu 3a HUMHU. Y pa3i MOSABU O3HAK Ta CUMIITOMIB,
III0 BKa3yIOTh Ha Ii peakllil, C/Iif HeralHO IPUIUHUTHU 3aCTOCYBaHHS JIIKapChKOT'0
3acoby POKcepa® [In1r0C Ta pO3rjgHYTHU ajilbTEPHATUBHE JIIKyBaHHS.

Ax110 y naifieHTa po3BHUHYJIaCh TaKa CeprO3Ha peakilisd, sK cuaapoMm CTiBeHca —
I[I>koHCOHa a00 MeOIMKaMeHTO3Ha peakllis 3 e03UHO}iTi€I0 Ta CUCTEMHUMU
cumntomamu (DRESS-cungpoMm) mig yac 3acTocyBaHHS JIiKapChKOT0O 3aC00y POKcepa®
[Tmtoc, nmikyBaHHS HeOOXiIHO HeraHoO IIPUIIMHUTY i Hagalli HiKou He 3aCTOCOBYBaTHU

11el JIiKapChbKUM 3acio.



[Ipenapat POKcepa® [Intoc micTuth 1aKkmo3y. IlallienTaM 3 pigKiCHOIO CIIagKOBOO
HEeIepeHOCUMICTIO TrajlaKTO3U, 3arajbHUM nedinmuToM nakTa3u abo MOPYIIeHHSIM
BCMOKTYBaHHS TI'JIIOKO3U-TaJIaKTO3U HE CJIi[l 3aCTOCOBYBATH LleH Iperapar.

[Ipemapart POKcepa® [Tmtoc MicTuth MeHIe 1 MMosb (23 Mr)/mo3y HaTpiio, TOOTO
NPaKTUYHO BiJIbHUH Bif HaTpilo.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHA 2py0010.

ITpemnapat POKcepa® [I1r0Cc IpoTUNIOKa3aHUM y IIePiof BariTHOCTI Ta rOgyBaHHSA
rpynnio (ouB. po3min «IIpoTUIIOKa3aHHI»).

Ilepiog BariTHOCTI

KiHkaM penpoayKTUBHOIO BiKy CJIif 3aCTOCOBYBaTH BiAMOBiIHiI 3ac00M KOHTpPAIIEMIIil.

OCKINTbKM XOJIECTEPUH Ta iHIII IPOAYKTU OIOCUHTE3y X0JIECTEPUHY CyTTEBO BazKJIMBI
OJIs1 PO3BUTKY IIJIOfla, MOTEHIIiMHUYN pu3uK iHrioyBanHs ['MI-KoA-penykTa3u
IIepeBUIllye MOXKJIUBY KOPUCTH Bifl 3aCTOCYBAaHH4 IIpelapary y liepioq BariTHOCTL. ¥
OesAKUX OOCIIAXKEHHAX Ha TBApUHAX BUABJIIEHO PEIIPOAYKTUBHY TOKCUYHICTE. AKIIO
naljieHTKa BariTHi€ y mepiof 3aCTOCyBaHHSA Ipenapary, JIiKyBaHHS CJIig HerauHO
[IPUIIVHUTH.

Hemae KIiHiYHKX maHUX OO0 3aCTOCYBaHHSA e3eTuUMi0Oy y mepiof BariTHOCTI.
IocnmigKeHHs Ha TBapuHaX i3 3acTOCyBaHHSM e3eTUMIOy SIK MOHOTeparil He BUSBUIIU
OOKa3iB mpsamMoro abo HempsiMOT o IIKiMJIMBOTIO BIIJIMBY Ha BaATiTHICTD,
BHYTPIIIHbOYTPOOHUY PO3BUTOK, ITOJIOTH a00 IOCTHATAILHUMN PO3BUTOK.

Ilepiog rogyBaHHS I'PYOOIO

[Tpemnapat POKcepa® [I1r0C He cIIif 3aCTOCOBYBaTH y IIEPION rogyBaHHS I'PYALIO.
Po3yBacTtaTuH NpOHUKAE Y TPYAHE MOJIOKO IypiB. HeMae maHUX 1100 MPOHUKHEHHS
pO3yBacCTaTUHY y I'PyOHE MOJIOKO JIIOOVHU.

OCKIiNnbKM iHIUY JTiIKapChKUM 3acib IIOT0 KJIacy IIPOHUKAE Yy TPyAHE MOJIOKO JTIOOUHU
Ta BpaxoByiouH, 1110 iHri6iTopu I'MI'-KoA-penyKTa3yu MOXYTh CHPUYUHSATH CEPHO3HI
HeOaxkaHi peakliil y HEMOBJIAT, XKiHKaM, 5Ki MOTPeOyIOTh MiKyBaHHS PO3yBaCTaTHUHOM,
CJIif PEKOMEHAYyBaTU YTPUMATHUCS Bifl TOOAYBAHHS I'PyOOIO.

HocmimkeHHS ITOKa3any, 110 e3eTUMIO IpOHUKAE V TPyaHe MOJIOKO ITypiB. Hemae
OAHUX II0JI0 IPOHUKHEHHS e3eTuMiOy y rpyagHe MOJIOKO JTIOIUHU.

QepPTUIIBHICTD




IlaHi momo BOuBy e3eTuMiOy Ha pepTUIbHICTh MoauHU BincyTHi. E3eTuMib He
BIIJIMBA€E Ha PENIPOAYKTUBHY (DYHKIIiIO CaMIliB Ta CaMOK IIIypiB, pO3yBaCTaTHH IIPHU
3aCTOCyBaHHI Y BUCOKHUX O3aX Ma€ TOKCUYHUM BIIJIUB Ha MaBI Ta co0axk.

30amHicmb 8nausamu Ha weuodKicmb pedkuii npu kepye8aHHi asmompaHcnopmom abo
[HWUMU MexaHi3mMamu.

He nmpoBomumu mociim»XXeHb IIOO0 BU3HAYEHHS BIIMBY PO3yBacTaTUHY abo e3eTuMioy
Ha 30aTHICTh KepyBaTH aBTOMOOiIeM Ta iHIIMMU MexXaHiYHUMHU 3acobamMu. OgHaK IIpu
KepyBaHHi aBTOMOOiIeM Ta iHIIMMU MeXaHiYHUMHU 3aco0aMu CJIil BpaXOBYBaTH, ITI0 ITif
Yac JIIKyBaHHS MOXK€ BUHUKHYTU 3allaMOpPOYEHHS.

Cmocid 3acTocyBaHHs Ta 03U

[lepen moyaTKOM JIiIKyBaHHS MALIEHTY CIiO IPU3HAYUTU CTaHOAPTHY
XOJIECTEPUHO3HUKYBAIbHY OIETY, KOl CJIiI JOTPUMYBATHUCh 1 IPOTATOM JIiKyBaHHS.

PexomeHnpgoBaHa mo6oBa fgo3a - 1 TabieTKa, SKy IpUKMMalOTh He3aJIe’KHO BiJl IpUAOMY
1Xi, mepopanbHO.

Ilo mepexony Ha ITiKapChKuM 3acib POKcepa® [Intoc cTaH Mali€eHTiB TIOBUHEH
KOHTPOJIIOBATUCS CTAOIMbHUMH [J03aMU OKPEMHUX KOMIIOHEHTIB IIPU OOHOYACHOMY
3acTtocyBaHHi. [lo3a npenapary POKcepa® [Tmtoc moBuHHA 6a3yBaTHCS Ha 03aX
OKpeMUX KOMIIOHEHTiB KOMOiHallil B MOMEHT IIepexony.

POKcepa® [Tn1roc He MigXOOUTH OIS IT0YaTKOBOI Tepamil. Ha mouaTKy 3acToCcyBaHHS
abo gkIro nmoTpibHa 3MiHa 403U Oyab-IKOl [ifo4ol pedyoBUHM (HiKCOBaHOI KOMOiHAIlil
yeped Oynb-IKy IPUYUHY (HalpUKJiaz, BIepIle AiarHOCTOBAHO 3aXBOPIOBaHHS, 3MiHa
CTaHYy IallieHTa a00o B3aEMO/Iist TiKapChbKUX 3ac00iB), OKpeMi KOMIIOHEHTH ITOBUHHI
OyTu 3aCTOCOBaHi TOBTOPHO [JI51 BU3HAYEHHS [JO3MU.

[Tpemnapat POKcepa® [Intoc caig npuy¥MaTHU IOHaAWMEHIIEe 3a 2 TOOUHH [0 1
IIIOHAaMeHIIe Yyepe3 4 TOOWHU MHiC/Isa IPUUOMY CEKBECTPAHTIB 2KOBYHUX KUCJIOT (OUB.
po3min «B3aemopis 3 iHIIMMH JTiIKAPCHKUMU 3aco0aMU Ta iHIIN BUOU B3a€EMOMiN»).

JTooamkoea iHopmauiss wo0o cneuiasbHux 2pyn HaceaeHHs

[TalfieHTH JITHBOTO BiKY

[TauienTam BikoM nmoHap 70 pPOKiB pEKOMEHAYETHCS II0YaTKOBa [J03a po3yBaCTaTUHY D
Mr (guB. po3gin «OcoOGIUBOCTI 3aCTOCYBaHHSA»). [lomaTKOBa KOPEKIIisA MO3U He
nmoTpidHa.

IMTanieHTH 3 HOpyHIeHHAM (DYHKITII HUPOK




[71s1 malieHTiB 3 JIETKUM ITOPYIIeHHSAM (QyHKII1 HUPOK HeMa€e HeoOXigHOCTI y KopeKIlii
mo3u. PekoMeHgOBaHa MoYaTKOBA [03a [JId IIAlli€HTIB 3 MOPYIIEeHHSIM QYHKIII HUPOK
IIOMIPHOI TA2KKOCTI (KJIipeHC KpeaTHHIHY < 60 MJI/XB) CTAHOBUTH 5 MI' PO3yBaCTaTHHY.
3acTocyBaHH IperapaTy POKcepa® ITmroc 40 mr/10 Mr mpoTUIOKa3aHO MHalliEHTaM 3
MMOPYIIEHHSAM (QYHKII1 HUPOK ITIOMipHOI TAXKKOCTI. [TallieHTaM 3 TAKKHUM ITOPYIIEHHSAM
(GyHKIIil HUPOK 3aCTOCyBaHHS Ipenapary POKcepa® [Tm1toCc TPOTUIIOKA3aHo y Oyab-
SIKUX Ho3ax (ouB. po3pinu «®PapMakokiHeTuKa» Ta «[IpoTunokasaHHS»).

[MTarieHTH 3 MOPVIIIEeHHSIM QYHKITI NeYiHKHT

I maIlieHTiB i3 MeYiHKOBOIO HEAOCTATHICTIO JIETKOT0 cTyneHs (5-6 6aJliB 3a 1IKaiow0
Yaninma - [T'10) Kopekilis go3u He noTpibHa. [Ipemnapat POKcepa® IImroc He
peKoMeHOOBaHUU MallieHTaM i3 moMipHoio (7-9 GaniB 3a mKkasnow Yaunga - [1'10) abo
TSI2KKOI0 (Oinpmie 9 OajtiB 3a mKkasnoo Yatinnoa - I1°10) meuiHKOBOIO HeJOCTAaTHICTIO (IUB.
po3ninu «®apMakokiHeTHuKa» Ta «OCOOGIMBOCTiI 3aCTOCYBAHHS»).

[Tpenapar POKcepa® [Inroc mpoTUNOKa3aHWM MalliEHTaM 3 TOCTPUM 3aXxBOPIOBAHHSM
neviHku (OuB. po3min «IIpoTUIIOKa3aHHSI»).

Paca

Y mailieHTiB MOHTOJIOIAHOI pacH CIIoCTepiraaacs IIigBUIlleHa CUCTEMHA €KCIIO3UIlis
npenapaty (ouB. po3minu «®apMaKoKiHeTuKa», «[IpoTunokasanusa», «Ocob6IuBOCTi
3aCTOCyBaHHs»). PeKOMeHIOBaHa mo4YaTKOBa J03a PO3yBacCTaTUHY AJIid MAlli€HTIiB
a31aTChKOT0 IMOXOIXKEHHS CTaHOBUTH 5 MT. [1o3a 40 mr/10 Mr mpoTunokasaHa
MalfieHTaM MOHTOJIOIAHOI pacu (OuB. po3min «[IpoTUIOKa3aHHSI»).

IleHeTnyHUMN nDojiMopdizM

Bimomo, 110 cnemnudidyHi TUIIN T€HETUYHOTr 0 MOoIiMopP(}i3aMy MOKYTh IPU3BOOUTH OO
30iyIbIIIeHHST eKCIT03UIlil po3yBacTaTUHY. IlallieHTaM i3 HasIBHICTIO TaKUX TUIIIB
nmosriMmopdizaMy peKoMeHOYEThCS 3MEHIIUTU T0O0BY M03y PO3yBaCTaTUHY.

ITo3yBaHHS OJIsI HAIIEHTIB 3i CXUJIBLHICTIO O PO3BUTKY Mionaril

PekoMeHmoBaHa rmoyaTkKoBa A03a pPO3yBacTaTUHY [OJIs Alll€HTIB 31 CXUJIBHICTIO OO
PO3BUTKY MiomaTil CTaHOBUTh 5 MT (OUB. po3min «OCcoOIUBOCTI 3aCTOCYBaHHS»).
3acTocyBaHHS IpernapaTy POKcepa® IInroc 40 mr/10 Mr namieHTaM 31 CXUIBHICTIO [0
PO3BUTKY MiomarTil IPOTUIIOKAa3aHO (OuB. po3min «IIpoTUnoKa3aHHI»).

CynyTHS Tepanis

PosyBacTaTuH € cyOCTpaTOM OJIsSI Pi3HUX TpaHCHOPTHUX OinkiB (Hampukmag OATP1B1
Ta BCRP). Pu3uk miomnaril (BK/I04aro4yu pabaoMioni3) OigBUIIYETHCSA IPHU
OOHOYACHOMY 3aCTOCYBaHHI po3yBaCTaTHHY 3 IIEBHMMMU JIiKapChbKUMU 3acobamy,



3MaTHMMM IIiABUIIyBaTU KOHIIEHTPAaIlil pO3yBacTaTHUHY B IIJIa3Mi KPOBIi yepe3
B3a€EMO[IiI0 3 IIUMH TPAHCIIOPTHUMHU OiTKaMu (HampuKiafd 3 ITUKJIOCIOPUHOM Ta
OesIKMMHU iHTiOiTOpaMu IIpoTeal3u, BKJIIoOYalouu KoMOiHallil pUTOHaBipy 3
aTaHa3aBipoM, JIoIiHaBipoM Ta/abo TUIpaHaBipoM, OUB. Po3Oinu «Oco6IUBOCTI
3acTOCyBaHHS» Ta «B3aeMopisa 3 iHIIMMU TiKapChbKMMM 3acob0aMu Ta iHIII BUOU
B3aeMopmiti»). Ciim po3rassHyTH ajlbTepPHATHUBHE JIIKyBaHHS i, TKIT0 HEOOXimHO,
TUMYaCOBO IIPUIIMHUTY Tepalito IpernapaToM POKcepa® [Inroc. ¥V cutyailiax, Konu
OOHOYACHOTO 3aCTOCYBaHHS ITUX JIiIKapChbKUX 3ac00iB i3 ImpemapaTom POKcepa® [Imroc
VHUKHYTU HEMOXKJINBO, CJIi[l 3BaKUTU KOPUCTh Ta PU3UKU Biff CYIYTHHOT'O
3aCTOCYBaHHS Ta peTelbHO MimbupaTyu A03y POo3yBacTaTUHY (OUB. po3hin «B3aemomisa 3
IHIIUMY TiKapChbKMMH 3aco0aMu Ta iHIIi BUOU B3aEMOMI»).

Iimu

Bes3neka Ta epeKTUBHICTh 3aCTOCYBaHHS TabJIeTOK pO3yBaCTaTUHY/e3eTUMIOy OiTAM
(BikoM 1o 18 poKiB) Ha maHWU Yac He BCTAaHOBJIEHI, TOMYy 3aCTOCYBaHHS IIpelapaTry
POKcepa® [I1r0Cc He PEKOMEHOYETHCS i BiKOBiU I'PYIIi.

Ilepeno3yBaHHs

Y pasi nepeno3yBaHHS PEKOMEHOYEThCS HiATPpUMYyBaJlbHa Tepallisi Ta CAHMITOMaTU4YHe
JIIKyBaHHS.

Po3yBacTaTuH

[ToTpibeH KOoHTpPONb PyHKIII MeuiHky Ta piBHiB KOK. EdQekTuBHICTh reMopianisy
MaJIOMMOBipHa.

E3zeTtumi6b

Bynu pgesiki moBimoOMIIEeHHS PO Iepeno3yBaHHA €3eTUMiOOM, y OiTbIIOCTi BUNIAIKIB 1ie
He CIPUYMHUIIO HebaxkaHux saBuUIl. 3adikcoBaHi mobiyHi peakiiii He MaTu 3HAYHOTO
BILJIUBY.

ITo0iuni edpexTH

HecnpusaTnusi peaxkilil, Ki CIOCTEPIral0ThCA IPU 3aCTOCYBaHHI pO3yBacTaTUHY, K
IIpaBUJIO, JIETKI I TUMYacCOBI.

Y KOHTpPO/IbOBaHUX KITIHIYHUX OOCIIOXKEHHAX MeHIe 4 % MallieHTiB, gKi
3aCTOCOBYBaJId pO3yBacTaTUH, BUUIIIN i3 JOCIiAXKEeHHS Yepe3 HebaxkKaHi peaxiiil.

B tab6mnuri 2 npencraBsieHo mo6iuHi peakIiil Ha 3aCTOCyBaHHS PO3yBaCTaTUHY,
BU3HaAY€eHI Ha MifCcTaBl JaHUX KJIIHIYHUX i TOCTMapKETUHTOBUX OOCIIIXKEHb.



[Tor’s13aHi 3 e3eTuMiOOM moOiYHiI peakxiiii cmocTepiramucs 3 OiTBIIIOI YaCTOTOI Y
MalieHTiB, siKi orpuMyBanu e3etuMib (N = 2396), HiXK y nalieHTiB, AKi OTpUMyBalu
mwiane6o (N = 1159), a TakoXK y Ialli€EHTIB, sIKi OTPUMYyBaJM CYyIIyTHIO Teparlliio
eseTtumioom 3i cratuHamu (N = 11308), HiXK y TUX, XTO OTPUMYyBaB MOHOTEpPAIIii0
cratuHaMmu (N = 9361). [ToctMapKeTUHTOBI ITOOIYHI peakiiil, mOB’si3aHi 3 e3eTUMiIOOM,
Oy oTpuUMaHi 3 IMOBimOMJIEHB PO €3eTUMi0, 1110 3aCTOCOBYBaBCs OKpeMo abo 3i
CTaTUHaMHU.

Heb6axaHi peakiiil Ki1acu@ikyioTbCs 3aJIe’KHO Bil YaCTOTH i CUCTEMHU OpraHiB: gyxe
gacTo (= 1/10); gacTto (3 1/100 — < 1/10); HegacTo (3 1/1000 — < 1/100); pigko (3
1/10000 — < 1/1000); oy=xe pigko (< 1/10000); HeBimoMO (He MOKHa OLIIHUTH 3a
HasIBHUMU OAaHUMM).

Tabnuisa 2

[To6iuHi edeKkTH Ha MigcTaBi JaHUX KITIHIYHUX i TOCTMapPKETUHTOBUX OOCIiAXKEHb

YacToTa

Cucrema opraniB |[HebazxkaHi peakiii

Po3yBactraTuH E3eTuMmio

3 60Ky Kposi ma
aAimgpamuuHoi TpoMOoIUTONEHIS Pionxo HeBimomo
cucmemu

Peaxkiiil rinmep4yTInBOCTI,

) Pioxo
BKJII0YalO04M aHTioegemMy
3 60Ky iMyHHOI
cucmemu Peaxkiiil rinmep4yTInBOCTI,
BKJIIOYAIOYU BUCUIIQHHS, )
) . . - HesBigomo
KPOIIMB'IHKY Ta aHapimaKTU4HI
peaxkirii
3 60Ky eHOOKPUHHOI Lo 1
LlykpoBuu miabet YacTto -

cucmemu




3 60Ky 06MiHY

peuyosuH ma 3HUXKEHHS alleTUTY - Heuacto
Xap4yyB8aHH A
3 60Ky ncuxiku Hemnpecis HesBigmomo HeBigmomo
I'omoBHUM 6inb YacTto Yacto
3armaMoOpoYeHHs YacTto HesBigomo
[TonineBpomnartis HyXe pigko -
BTpaTa mam’aTi HyXe pigko -
3 60Ky Hepsosoi
cucmemu [TepudepryHa HeBPOMIATis HesimoMo -
Po3nagu cHy (BKIO4aouu 0€3COHHS .
o Hesigomo -
Ta HiYHi XXKaxu)
[TapecTesisa - HeuacTto
MiacTeHisa rpasic Hesigomo -
3 6oky ouell MiacTeHis oueit Hesigomo -
3 60Ky cyOuH [IpunnuBy, apTepiaibHa rinepTeH3is |- Heuacto
3 60Ky OuxanvHoi  |Karemb Hesimomo Heuacto
cucmemu, op2aHis
2pYOHOI KAimKu ma
cepedoCcmiHHA HucmoHoe Hesigmomo Hesigmomo




3armop YacTto HeBimomo
Hynota YacTto Heuacto
Ab6pmoMiHanmbHUN Oiflb YacTto YacTto
[larkpeaTuTt Pinxo Hesigomo
3 60ky wayHkoeo- |[liapes Hesigomo YacTto
KUWKOB8020 mpaxkmy
CyxicTb y poTi - Heuacto
lactpur - Heuacrto
MeTteopusm - Yacto
Iucmercisi, racTpoe3odareanbHa
- Heuacto
pedmiokcHa xBopoba
[TigBUIlIEeHHS PiBHSA IIE€YiIHKOBUX )
. Pioxo -
TpaHCaMiHa3
KoBTsaHUIISA Hy>Xe pigko -
3 60Ky
HCOBUOBUBIOHOT . .
['emaTtut Hy>xe pigko Hesigomo
cucmemu
2KoBuHOKaM’siHa XxBopoOa - HeBimomo
XOJIeIMCTUT - HeBimomo




CBepbix Heuacto HeuacTo
Bucun HeugacTto HeuacTto
Kpomnup’sHka HeuacTto HeuacTto
3 60Ky wkipu ma
niowKipHUX CunpgpoM CriBeHca — [I?KOHCOHA Heginomo -
MKAHUH
MynbpTuU(GOPMHa epuTeMa - Hesimomo
MegukaMeHTO3Ha peakiid 3
€03UHOQINi€I0 Ta CUCTEMHUMHU HeBigmomo
cumntomaMu (DRESS-cungpom)
Mianris Yacto Yacto
MiomnaTisa (B TOMYy 4YUCJIi MiO3UT) Pigxo Hesigomo
Pa6momiosis Pigko HeBigomo
ApTparia Hyxe pigko Heuacrto
3 60Ky m’s13i8 ma
cnoayuHOT mKaHuHU IMyHOOOYMOBII€EHa HEKPOTHUYHA HeBizomo ~
MioraTis
[Topy1ieHHST 3 O0OKY CyX0XKHUIIb, .
. . HeBimomo -
IHKOJIM yCKJIaJHEHi po3puBaMu
Bine y cnuHi - Heuacto
M’si30Ba cnabKicTh - HeuacTo




bine y KiHIIIBKax

Heuacto

M’s130BUM CIIa3M,

. . - Heuacto
Oinp y mui
BoBuakomnomiOHMHi )
Pioxo .
CUHOPOM
Po3pus Mm’s13iB Pigko -
3 60Ky HUpPOK ma
cevyosugioHol I'emaTypist Iyxe piomko -
cucmemu
3 boKy cmamesux
ope2aHie ma ''HekoMacTisa Iyxe pigko -
MOJ/IOYHUX 3d/103
AcCTeHis Yacto Heuacto
Habpsak Hesigomo -
3aaanvHi .
[Tepudepuunuit HaOPSK - HeuacTto
nopyweHHA
BTommioBaHICTB - YacTto
Binw y rpynsx, 6inp - Heuacrto
ITaHi OocaiOaceHv |IlimBuinenus AJIT ta/a6o ACT - YacTto




[TigBUIllleHHS PiBHA
K®K y cuposartiii
KPOBIi, DiABUILIEHHS
pPiBHS raMMa-

) - HeuacTto
rIyTaMiZITpaHCHIEeNnTHUaa3uy,
MMOPYLIEHHA
(byHKITIOHATBPHUX

MMe4YiHKOBUX P00

1 Yacrora sanexuts Big HasIBHOCTI (paKTOPiB pU3UKY (PiBEHB I'JIIOKO3M HATIIE = 5,6
MMonb/n, IMT>30 KF/MZ, HigBUIIIEH] PiBHI TPUTIILEPUOIB, apTepiajibHa rinepTeH3ia B
aHaMHe3li).

Ak i mpu 3acTtocyBaHHi iHmux iHridiTopiB 'MI'-KoA-pegykTa3u, 4yacToTa IMoOiYHUX
peakliii Ha 3aCTOCyBaHHS PO3yBaCTaTUHY 3aJIeXKUTh, K IIPaBUJIO, Bif OO3H.

Onuc okpeMux nobivyHMX peaklii

Bnaus Ha HuUpku

Y nmanieHTiB, sIKi 3aCTOCOBYBaJid pO3yBaCTaTUH, CIOCTEPIraJuCh BUNaOKU IPOTEIHYPil,
ImepeBaXkKHO KaHableBOT0 IOXOOXKEHHS (BU3HAYEHOl 3a «TECTOM CMYXKKU»). 3MiHHA
BMicTy OiflKa y cedi Bifl BigCyTHOCTi 4u ciifiB mo ++ abo OinbIlle 3apeecTpoBaHi yepe3
meskuu 9yac y < 1 % manieHTiB, sKi npuriManu npenapat y go3i 10 mr ta 20 mr, Ta
mpubu3Ho v 3 % MaliedTiB mpu 3acTocyBanHi go3u 40 Mr. He3HauHe 30iIbIlIeHHSA
4acTOTH BUNAIKIB IigBUIlleHHs Oiflka y cedi Bif BigcyTHOCTI abo crigiB mo +
CIlocTepirasocst mpu 3acTocyBaHHiI go3u 20 Mr. ¥ GifbII0CTi BUIIAOKiB BUPAXKEHICTh
MIPOTEIHYyPil 3MeHIITyBaach abo 3HMKaJla CIIOHTAHHO P ITPOAOBXKEHHI 3aCTOCYBaHHSA
npenaparty. [lepernan naHuX KIiHIYHUX OOCITIAXKEHD Ta HiCIsSpeecTPaLiiHoro OCBioy
3aCTOCYBaHHS He BUSBUB IPUYMHHOTO 3B’SI3Ky MiXK IPOTEIHYPi€l0 Ta rocTpuM abo
IPOTPeCcyl0YrM 3aXBOPIOBaHHSIM HUPOK.

['emaTypis criocTepiranachk y Nalli€HTiB, sIKi 3aCTOCOBYBaJId PO3yBaCTaTHH, 1 JaHi
KJIiHIYHUX OOCJiOXKeHb CBig49aTh IPO 11 HU3bKY YacCTOTYy.

Bnaue Ha ckesiemHy MycKy/1amypy

3miHM 3 OOKY CKeJIETHOI MYCKYyJIaTypH, TakKi K Miasrisi, mionarTis (B TOMy 4YHCIIi
MiO3HT) Ta pPigKo - pabaoMiosii3 i3 rocTpo HUPKOBOIO HEOCTATHICTIO abo 6e3 Hel
CIIOCTepiraaucs Ipu 3aCTOCYBaHHI Oyab-IKUX 103 PO3yBacTaTUHY, @ 0COOIUBO IIpHU
3aCTOoCyBaHHi o3 > 20 Mr. Y narieHTis, Ki Ipu¥iMaiu po3yBacTaTUH, CIIOCTepIrajgocs



mo303aJiexkHe 3pocTaHHs piBHIB KK; y 6inbmIocTi BUNaakiB siBuile 0ysio ci1abKum,
0e3CMMOTOMHUM Ta TUMYacoBuM. AKiro piBHi KK mimBuineni (> 5 pasiB Big BMH),
JIIKYBaHHS CJIig IPUIIMHUTU (OUB. po3min «OcoBIMBOCTi 3aCTOCYBaHHSI»).

Bnaue Ha neviHKy

Ak i mpu 3acTtocyBaHHi iHmux iHridiTopiB 'MI-KoA-penyKkTa3u, y HEBEJIMKOI KiTbKOCTi
Mali€eHTiB, SKi IpUMaIl PO3yBacTaTUH, CIIOCTepPiramsocs mo3o3ajiekHe 30iTbIneHHs
piBHS TpaHcaMiHa3; y OilIbIIIOCTiI BUNAJKiB siBUllle Oys1o cnabkuM, 6€3CUMIITOMHUM Ta
TUMYaCOBUM.

[ToGiuHi peakiiii, sIKi crlocTepiranuch MpU 3aCTOCYyBaHHI AesIKUX CTaTUHIB:

e CeKCyaJilbHa OUCPYHKIIiS;
e BUHSITKOBI BUMTAJKU iHTEPCTUIIaJIbHOTO 3aXBOPIOBAaHHS JIET€Hb, 0COOIUBO NIPHU
OOBrOCTPOKOBIiY Teparrii (auB. po3ain «Ocob6IuBOCTi 3aCTOCYBaHHS»).

Pabpgowmionis, cepiio3Hi nopyuieHHs GYHKINI HUPOK i IMeYiHKYU (ITepeBazkKHO IOIIraloTh
B HigBUIIIEHHI Te4YiHKOBUX TpaHCaMiHa3) CIIOCTepPirajJncCh YacTillle IPHU 3aCTOCYyBaHHI
npemnaparty y go3i 40 mr.

IToka3Huku nabopamopHux 00Cai0HCeHb

Y KOHTPOJIbOBAaHUX KJTIHIYHUX OOCITiAXKEHHSIX MOHOTepaIlil e3eTuMiOoM KITiHiYHO
3HauyIlle MigBUIIeHHS CUPOBaTKOBUX TpaHcMina3 (AJIT ta/abo ACT = 3 pa3iB Bix
BMH) 6ymno mogi6bHuM 1mpu 3acTocyBaHHi e3eTuMidy (0,5 %) Ta mmaredo (0,3 %). Y
OOCITim»KeHHsIX KoOMOiHOBaHOI Tepamil mimBuIlleHHs y OiNbIIIOCTi BUIIaAKiB OyI10
0e3CcUMIITOMHUM i He OyJI0 ITOB’sI3aHO 3 X0JjiecTa3oM. JYacToTa 1mosiBu ctaHoBuia 1,3 %
y TMalli€HTIB, AKi CyIyTHHO IMpuiManu e3eTuMib Ta ctatuH, Ta 0,4 % y nmali€eHTiB, sKi
IpUUMaNIu TinbKu cTaTuH. [I0Ka3HUKY HOpMaJli3yBaJIUCs IiCIs MIPUNUHEHHS
JIiKyBaHHS a00 IIpU IIPOJOBXKEHHI Teparrii (guB. po3min «Oco6IUBOCTi 3aCTOCYBAaHHS»).
ITig yac KiIiHIYHUX OOCIiAXKEeHb Y Halli€HTiB, 10 OTPUMYyBaJIl MOHOTEPAIIilo
e3eTuMibom, 3poctanHsa KOK > 10 pasis Big BMH 6yno 3a¢dikcoBano y 4-x 3 1674 (0,2
%) tay 1-ro 3 786 (0,1 %) mamienTiB rpynu nname6o. Take xk 3poctanusg KOK 6ymo
3adikcoBanoy 1 3917 (0,1 %) maui€eHTiB, sIKi CyIIyTHBO IpUKMMaJiu e3eTUMib Ta
ctaTtuH, Tay 4-x 3 929 (0,4 %) mailieHTiB, AKi mpuiManmu TiibKu cTaTuH. He 6ymo
3adikcoBaHO migBUIeHHSA MiomnaTili abo pabmomionily, OB’ si3aHUX 3 NiKyBaHHSIM
e3eTuMiOoM, ITOPIiBHSAHO 3 rPyraMu KOHTPOJIIO (11aiied6o abo MOHOTepallisi CTaTUHOM)
(muB. po3min «OcobGIMBOCTI 3aCTOCYBaHHS»).

Hitu

Y miTe# Ta migmiTKiB, SKi MIpuUManud po3yBacTaTUH, Micas Pi3sMYHOr0 HaBaHTAaXKEHHS
a6o mipmBuieHol ¢isnuyHoi akTuBHOCTI migBuiteHHs KK > 10 pasis Big BMH Tta



CUMIITOMU 3 OOKY M’SI3iB CIIOCTEepiraaucs 4acTillle ITOPiBHSIHO 3 TAKUMHU Y JOPOCTIUX
(muB. po3min «ITob6iuHi peaxkiiii»). [IpoTe npodinb 6e3meku po3yBacTaTUHY Y OiTEH,
MiMTiTKIB Ta OPOCINX MOHiOHMIH].

Y kniHIYHUX OOCHIAXKEeHHAX 3a y4acTio giten (Bikom 6-10 pokiB) 3 reTepO3UTOTHOIO
ciMeliHOIO Ta HeciMelHOI0 rinmepxonecrtepurHeMi€eio (n = 138) migBumiernus AJIT Ta/abo
ACT (= 3 pasis Bim BMH cnioctepiranocs y 1,1 % mailieHTiB y rpymni e3eTumioy
nopiBHSAHO 3 0 % y rpymi nnane6o. [Tineuineras KOK (= 10 paziB Bim BMH) Ta
BUIIQAKY MiomaTil He Oyu 3apeecTpoBaHi.

IToBigOMIEHHS IIPO MigO3PIOBaHi NOOiYHI peakxiril

[ToBimoMreHHS Tpo MOOiIYHI peakilil Imicssg peecTpallil TiKapCchbKoro 3acody Mae
BaXXJ/IUBe 3Ha4YeHHd. lle mae 3MOry IpOBOOUTYA MOHITOPUHT CIiBBITHOIIIEHHS
KOPUCTBL/PU3UK IIPU 3aCTOCYBaHHi ITbOT0 JIiIKapPCHKOTro 3aco0y. MeguyHuM Ta
bapmalieBTUYHMM ITpaIliBHUKAM, a TAKOXK MallieHTaM abo iX 3aKOHHUM
IMpeAcTaBHUKAM CJIil ITOBIHOMIISITH IIPO YCi BUIIaAKH ITiMO3PIOBAaHUX ITOOIYHUX peakIlii
Ta BiICYTHOCTi e()eKTUBHOCTI JIiKapChKOTr0 3aco0y yepe3 ABTOMaTHU30BaHy
iHpopMaliiHy cucTeMy 3 (papMaKoHarnsaay 3a nocuaaHHsaM: https://aisf.dec.gov.ua.

TepMin npuIaTHOCTI
3 POKH.
VYMmoBHu 30epiranHs

30epiraTty B OpuUTiHaIbHIN YIIAKOBIIi OJIsT 3aXMCTY Bif mil BojToru Ta cBiTia. JIikapchKui
3acib He moTpebye 0COOMMBUX TEMIIEPATYPHUX YMOB 30€epiraHHs.

30epiraTty y HeIOCTYIIHOMY OJISI OiTeM MicCIIi.

VYnakoBka

ITo 10 TabneTok y 6iicTepi, mo 3 abo 9 GiicTepiB y KapTOHHIN KOPOOIIi.
KaTeropis Bignycky

3a peLienToMm.

BupooHHK

KPKA, no.n., HoBo mecto, CnoBeHiss/KRKA, d.d., Novo mesto, Slovenia.



Micie3Haxo/dKeHHsI BHPOOHHKA Ta aJpeca MiCIisi IPOBaaXKeHHsI HOTr 0
IisTIHLHOCTI.

[Mmap’emika necrta 6, 8501 Hoso mecto, CnoBeHist/Smarjeska cesta 6, 8501 Novo
mesto, Slovenia.



