IHCTPYKIIA
AJIS1 MEUYHOI'0 32CTOCYBAHHS JIKAPCHKOIo 3ac00y

PO3Y.JIII® IJIIOC
(ROSULIP® PLUS)

Cknao:

Ofloui peuosunu: PO3YBACTATHH, €3CTUMIO;

1 karncyma MICTUTH JIBi TaOJICTKH:

1 Tabnerky posyBactatuny 10 mr (y BUTIISIII pO3yBacTaTHHY MHKY) Ta 1 Tabnerky ezetumidy 10 mr;
abo 1 rabnerky po3yBacratuny 20 mr (y BUTISAL pO3yBaCTaTHHY LIUHKY) Ta 1 Tabmetky ezetumioy 10
Mr; abo 1 TabneTky posyBactatuny 40 Mr (y BUTJIAII pO3yBacTaTUHY IIUHKY) Ta 1 TaOleTKy e3eTuMioy
10 mr;

OONOMINCHI PeHOBUHU.

0151 mabiemKu po3y8acmamumy:

LIEJTI0I03a KPEMHI€BA MIKPOKPHUCTAIIYHA, KPEMHIIO JIOKCHU] KOJIOITHUN O€3BOTHUM, MAarHIIO CTeapar;
0151 mabiemku ezemumioy:

MOBIJIOH, HATPIIO KPOCKapMelsio3a, IIeNI0I03a MIKPOKPUCTaidHa, MAaHITOJ, HATpPilo Jaypwicylbdar,
TIPOKCUIPONUILIETION03a 3 HU3bKUM CTYIEHEM 3aMIIIEHH I, MarHilo CTeapar;

cknao xancyau 10 me/10 me:

3aniza okcup xoBTHil (E172), Turany nioxcua (E 171), xxenatus;

cknao kancyau no 20 me/ 10 me ma 40 me/ 10 me:, 3aniza okcun xostuii (E172), 3ami3a okcua yepBoHU
(E172), tutany miokcun (E 171), xenatus.

Jlikapcska ¢opma. Kancynu tBep/l.

OcHo8HI Pi3uK0-XIMIYHI 81ACMUBOCTI:

kancynu no 10 me/ 10 me:

TBEPJl KEJIATHHOBI Karcyiu, 0e3 MapKyBaHHS, CaMO3aKpHUBaIO4i, 3 OCHOBOIO KOBTOTO KOJIbOPY Ta
KPHIITKOIO JKOBTOTO KOJIbOpy. KokHa Karcyna MiCTUTh /1Bl TaOJIETKH.

Tabmerka po3yBactatuny 10 mr: Ouri abo Maibke OULTl MpoOJOBryBari TabjmeTku 3 (Qackoro, 3
rpaBipyBaHHIM CTWII30BaHOi Jitepu E Ta HoMepom 596 Ha omHOMy Oo11i TabneTku, 6e3 abo maibke 6e3
3amaxy;

Tabnetka ezeTumiOy 10 mr: Ou1i abo Maibxke OUTI Kpyriii muiacki TabieTku 3 Gackoro, 3 rpaBipyBaHHSIM
cTUIi30BaHoi Jitepu E Ha ogHOMY Oo11i TabseTkn Ta HOMepoM 612 Ha apyromy 6o TabneTku, 6e3 abo
Maibke 0e3 3amaxy;

kancynuu no 20 me/ 10 me:

tBepai xenatuHoBi Karcymn CONI-SNAP 0, 6e3 mapkyBaHHs, caMO3aKpHBaOUi, 3 OCHOBOIO JKOBTOTO
KOJIbOPY Ta KPUILKOI KOJIhopy Kapameni. KoxHa karcyna MiCTUTh AB1 TaOJIETKH.

Tabnerka posyBactatuny 20 wmr: Ouri abo Mmaibke Ouli mpojoBryBari TabimeTku 3 (ackorw, 3
rpaBipyBaHHSIM CTHII30BaHOI Jitepu E Ta HOMepom 597 Ha ogHOMY Oo11i TabneTku, 6e3 abo maibke 6e3
3amaxy;

tabnerka ezetumiOy 10 mr: Ouri abo maibke Ol Kpyrii muiacki TabieTku 3 (ackoro, 3 rpaBipyBaHHSIM
cTuii3oBaHoi Jitepu E Ha omHOoMy Ooiri Tabnetku Ta HoMepoM 612 Ha apyromy 6ol Tabnetku, 6e3 abo
Maibxke 0e3 3amaxy;

kancyauu no 40 me/ 10 me:

tBepai xenatuHoBi karncynu CONI-SNAP 0, 6e3 mapkyBaHHS, CaMO3aKpHBaOYi, 3 OCHOBOIO >KOBTOTO
KOJIbOPY Ta KPULIKOIO YEPBOHOTO KOJbOPY. KoXHa Karncymna MICTUTh AB1 TaOJIETKH.

TaGnerka posyBacratuny 10 mr: Oini abo maiixe OuTi oBajbHI TabJIETKH 3 (ackoro, 3 TpaBipyBaHHIM
cTuiizoBaHoi Jitepu E Ta Homepom 598 Ha ogHOMY 0111 TabneTku, 6e3 abo Maiixe O6e3 3amaxy;



tabnerka ezerumiOy 10 mr: Oini abo maibke OiTi Kpyrii Iiacki TabneTku 3 (packoio, 3 rpaBipyBaHHAM
cTrII30BaHO1 Jitepu E Ha omHOMY Oo11i TabneTkun Ta HoMepoM 612 Ha apyromy Oorri Tadnerku, 6e3 abo
Maiixke 0e3 3amaxy.

dapMmakoTepaneBTHYHA Ipyna.
Iaridiropu ' MI'-KoA-penykrasu B KOMOIHAIII] 3 IHIIUMH TiMOMIMIIEMIYHIME 3ac00aMu.

Kox ATX C10B A06 .

Dapmakonoziuni enracmusocmi.

Dapmaroounamixa.

Pozyeacmamun.

PozyBacratuH € cenekTHBHHUM KOHKypeHTHUM iHTiOiTOopoM ['MI-KoA-penykrasu — depMeHTy, SIKHii
peryaoe MBUAKICTh TEPETBOPEHHS 3-TIAPOKCH-3-METWI-TIIOTApWI-KOCH3UMY A B MEBAJIOHAT,
MONEPETHUK XOJIECTEPHHY.

['onoBHOIO MIIIEHHIO /111 pO3YBAacCTaTHHY € MEYIHKA, /i€ BIIOYBAE€ThCSA CUHTE3 XOJIECTEPUHY.
PozyBacTtaTuH 3011b11Yy€e KUTBKICTh MEYIHKOBUX PELENTOPIB JINONPOTEiAiB HU3bKOT miibHOCTI (JITTHILL)
Ha TIOBEPXHI KJIITUH, 30UIbIIYIOUM 3axoruieHHs Ta kartadomizm JIITHI, mo mocwuiroe 3axoruieHHS 1
karabonizm JIIMHII[ i, y cBoto wepry, mpu3BOAWTH JIO NPUTHIYEHHS CUHTE3y JIMOMPOTEINIB IyKe
Hu3bKOI mutbHOCT1 (JITTAHIL), 3Menmyroun Tim camum 3aranbHy kiutbkicts JITTHILL Ta JITTIHILI.
PosyBactatun 3MeHmrye migBuiieHy Kiibkictb xojectepuny JIITHIL[, 3arampHoro xonectepuny Ta
TPUTIILEPUIIB, AEUIO0 30UIbIIYE KUIBKICTh XOJIECTEPUHY JIMOMPOTEINIB BUCOKOI miibHOCTI (JITIBILI).

Bin 3MeHmIye Takox KUIbKICTh anosinonpoteiny B, xonecrepuny neJIIIBII, xonecrepuny JIITHIII,
tpurmnepuais JIIIJIHIL ta nemo minBumye piBeHp amosminonpoteiny A-I. PosyBacratun 3menmrye
Takox cmiBBigHOMIEeHHsT Xonectepuny JIITHIL/ xonmectepuny JIIIBI, 3aramepHOTO XOJI€CTEpUHY/
xonecrepuny JIIIBI, xonecrepuny HeJIIIHII/ xonecrepuny JIIIBIL[ Ta coiBBigHOIICHHS
anosinonpoTteiny B/ anoninonporeiny A-I.

TepaneBTuunmii eekT MPOSABIAETHCA MPOTIroM 1 TIKHA MICAS MOYaTKy Teparii po3yBacTaTHHOM,
yepe3 2 THXKHI JiKyBaHHS edekT nocsrae 90 % mMakcuMaibHO MOXKIMBOTO. MakcuMaiabHUI eeKT, sk
MIPaBUJIO, TOCATAETHCS Yepe3 4 THOKHI IMICIIS MOYaTKY JIIKyBaHHSI.

Ezemumio.

Ezetmi6 — 1 mpencTaBHUK HOBOTO KJIAcy JIMIJO3HIKYBAJIBHUX PEUYOBHH, SKI CEICKTUBHO
MPUTHIYYIOTh IHTECTHHAIBHY a0COPOIIII0 XOJIECTEPHHY Ta BIIMOBITHUX POCIMHHUX CTEepoJiB. E3eTumio
€ TepopalbHO AaKTUBHMM Ta Ma€ MeEXaHi3M  [ii, BIIMIHHMH  BiJ  IHIIMX  KJIAciB
XOJIECTEPUHO3HIDKYBAIBHUX IMpernapaTiB  (HANpHUKIAJ, CTaTHHIB, CEKBECTPAHTIB JKOBYHHMX KHUCIIOT
(cMoM), KACIIOTHHUX MOXIAHUX (PiOpaTiB Ta pOCIMHHKUX CTAaHOIIB). MOJIEKYIISIPHOIO MIIICHHIO €3eTUMIiOy €
nepenocuuk crepois Niemann-Pick Cl-Like 1 (NPC1L1), mo BianoBigae 3a BCMOKTYBAaHHSI XOJECTEPHHY
Ta (pITOCTEPOIIIB Y KUILICUHUKY.

Ezernmi6 jokani3yeThCcsi Ha HITKOBIM CMYKIII TOHKOi KHIIKK ¥ MpHUTHIYYye aOCOpOIIiI0 XOJIECTEPUHY,
3MEHIIYIOUM JOCTaBKy IHTECTHHAJIHHOTO XOJIECTEpUHY B TMEYIHKY; CTATUHU 3HWKYIOTH CHHTE3
XOJIECTEpUHY B MEYiHII, ¥ pa3oM Ii MeXaHI3MU 3a0e3MeuyIOTh J0JATKOBE 3HI)KCHHS XOJIECTEPHUHY.
[Ticnst 2-TUXKHEBOTO KIIIHIYHOTO 3aCTOCYBaHHS y 18 Mali€eHTIB 3 TiNepXoJecTepUHEMIEI0 €3eTUMIO Ha
54% 3HMKyBaB a0COPOIIiI0 XOJIECTepUHY MOPIBHIHO 3 T1a1e0o0.

byna mpoBeneHa cepis AOKTIHIYHUX JOCHIKEHb JUIs BU3HAYEHHS CEJIEKTUBHOCTI €3eTHMIOy 100
npurHivenHs abcopOuii xomectepuny. Eserumi6 npurniuysas abcop6uito ['*Cl-xonectepuny 6e3
BIUIMBY Ha aOcopOLif0 TPUTIILEPHUIIB, KHUPHUX KHUCIOT, JKOBUHHUX KHUCIOT, IPOreCTEPOHY,
eTUHLIECTPaiony abo KUPOPO3UYMHHUX BiTaMiHIB A 1 D.

Enigemionoriuni AOCTIKEHHS] BCTAaHOBWIJIM, IO CEpIEBO-CyJUHHA 3aXBOPIOBAHICTh Ta CMEPTHICTH
3MIHIOIOTBCS TPSAMONPONPIIHHO 10 piBHA 3arainpHoro xosecrepuny ta XC JIIMHIL 1 oGepHeHo
nponopuiiHo 1o piBas XC JITIBIII.

BB esetumiOy Ha  cepleBO-CYAMHHY 3aXBOPIOBAHICTh Ta JIETAIbHICTH IMOKH IO HE
IIPOJAEMOHCTPOBAHUN.

Dapmaxoxinemuxa.

Ezemumio.



Abcopoyia. Ilicns npuiloMy BHYTPIIIHBO €3€TUMIO IIBUIKO BCMOKTYETHCS Ta aKTHBHO KOH'IOTYE 3
YTBOPEHHSM (papMaKoIOTIYHO aKTUBHOTO (PEHOIBHOTO TIOKYPOHIAY (e3eTuMiO-TitokypoHin). Cepeans
MakcumanbHa KOHIEHTpalisd (Cmax) y MIa3Mi KpOBI €3eTUMIOY-TIIOKYPOHITY AOcsATaeThesi yepes 1—2
rof, i esetumiby — uepe3 4 —12 rox. AGcooTHY OI0JOCTYIHICTh €3€TUMIOY BU3HAYUTH HEMOXKIIUBO,
OCKUIBKH IS CIIOJTyKa HEPO3YMHHA Y BO/IL.

OnnoyacHui mpuitoM Ki (3 HU3BKUM a00 BUCOKMM BMICTOM XHpYy) HE BIUIMBAE HA IEPOPATBbHY
0i010CTYNHICTh €3eTuMiOy, 30KpeMa e3eTuMi0y y mo3yBanHi 10 mr. Esetumi0 MokHa npuiiMaTH
HE3AJIeKHO Bl IpUAOMY TXKI.

Posnooin. EzetnMi0 Ta e3eTUMIO-TIIOKYPOHI 3B’ A3YIOThCS 3 OUTKaMu I1a3Mu JIIOAUHA Ha 99,7 % 1 88—
92 % BIAIIOBIIHO.

Memabonizm. Metabonism e3eTumiOy BiTOYBAa€Tbcs B TOHKOMY KHIICYHHKY 1 MEYiHII HUISIXOM
KOoH toramii 3 rmokypoHinom (peakmis Il dasw) 3 momanpiM BUBEICHHSIM 13 JKOBYIO. MiHIMalIbHUN
OKMCHHH MeTabonism (peakmis | ¢a3m) crmoctepiraBes Ha Bcix eramax Tpanchopmanii. Ezetumid Ta
€3eTUMIO-TJTIOKYPOHIT € OCHOBHUMH PEYOBHHAMH, 1[0 BHU3HAYAIOTHCSA B IJIa3Mi KPOBI, Ta CTAHOBIISTH
npubmu3zao 10-20 % 1 80-90 % Bix 3arampHOTO BMICTY Mpemnapary B Iia3Mi BiAmoBigHo. E3eTumiod Ta
€3€TUMIO-TJIIOKYpOH1I TOBUIBHO BHUBOJATHCA 3 IJIa3MU KpOBI B IPOLEC KHUIIKOBO-TIEUIHKOBOI
petupkyssinii. Ilepion HanmiBBUBEIEHHS €3€TUMIOY Ta €3€TUMIOY-TJIIOKYPOHIY CTAaHOBHUTH HMPUOIU3HO
22 roMHM.

Busedenns. Tlicns npuitoMy 106poBosbLAMU BHYTpimHb0 20 Mr *C-e3eTumiOy B mimasMi kposi Oyio
BUSIBJIEHO TTpuOin3HO 93 % cymapHOoro e3eTumiOy BiJ 3arajibHOi pafioakTUBHOCTI Mmia3Mu. [Ipubauzxo
78 % 1 11 % npuiitHATOl pagioaKTUBHOI 103U OYJIO BHBEICHO 3 KAJIOM i CEYCH0 BIMMOBIIHO TTpoTsaroM 10
nHiB. Yepes 48 ron y mia3mi KpoBi HE CIIOCTEPIraiaocs piBHIB PalioaKTUBHOCTI, 110 BU3HAYAIOTHCS.
Ocobausi nonynsayii.

Ilayienmu 1imnb020 8IKY

VY mamieHTiB JITHBOTO BIKY (MOHAA 65 POKIB) KOHIIEHTpallisd B IJIa3Mi KPOBI 3arajbHOTrO €3eTHUMIOy
MpUOJIM3HO BIBIYI BUIIA, HDK Y MoJioamux mamieHTiB (18—45 pokis). 3umxenns XC JITTHII 1 mpodinb
Oe3reKkr MPUOJM3HO OJHAKOBI Yy TAII€HTIB JITHBOTO BIKY 1 MOJIOJMX TAII€HTIB, SKi MPUHAMAIOTh
ezetumi6. ToMmy HeMae MOTpeOu B KOPEKIIil 103H /IS MAIIEHTIB JITHOTO BIKY.

llayicumu 3 ne4inko8oi0 HedocmamHicmio

[Ticns omHopazoBoro mpuitomy 10 wMr e3eTumiOy 3HAYEHHs CEpeIHbOI IUIONII TiJi KPUBOIO
«koHIeHTparis B miazMi — gacy (AUC) 3arampHOTO €3eTuMiOy Oyso B 1,7 pa3a Bulle y TAalli€HTIB 13
MEYIHKOBOKO HEJIOCTATHICTIO JIETKOTO CTymneHs (5—6 6aniB 3a mkanorw Yainga — [1°10), HDK Y 370pOBUX
no6poBoibIiB. [IpoTsrom 14-meHHOrO MOCHIKEHHS 3acTocyBaHHs e3eTumiOy (mo 10 mr momss) y
MAIi€HTIB 13 MEYIHKOBOIO HEIOCTATHICTIO MOMIipHOTO cTyneHs (7-9 OaniB 3a mkanor Yaitnga — [1°10)
3HaueHHs AUC 3araabHOT0 €3eTHMi0y 3pocTajio MpuOau3HO B 4 pa3u B 1-i Ta 14-i1 1eHb MOPIBHIHO 3
TaKUM TIOKa3HHKOM Yy 3J0pPOBUX M00poBoJibIiB. [lamieHTaM i3 NMEYiHKOBOK HEIOCTATHICTIO JIETKOTO
CTYIIeHsI KOPEKIIisl 1031 He MoTpidHA. OCKUIbKH €()EeKTH MiIBUIIIEHOTO BMICTY €3eTHMIOY B IMAIlIEHTIB 13
MEYIHKOBOIO HEJOCTATHICTIO MOMIPHOTO ab0 TsKKOro cTymneHs (Outbmie 9 OGamiB 3a mkanoro Yainma —
IT’10) meBinomi, mpenapar Posynin® Ilmoc He pexkoMeHIOBaHMIl IS 3aCTOCYBaHHS Ll KaTeropii
namieHTiB (quB. po3ain «OcoOIUBOCTI 3aCTOCYBAHHSY).

llayiecnmu 3 HUPKOBOIO HEDOCMAMHICIIO

ITicast ogHOpazoBoro mpuitomy 10 Mr e3eTMiOy B MAIiE€HTIB 3 TSHKKOK HUPKOBOIO HeaocTaTHicTio (N =
8; knipenc kpeatuniny < 30 mu/xs/1,73 M?) cepenne 3nauenHs AUC 3aranbHOro e3eTHMiby 3pocTano
npubin3Ho B 1,5 pa3za MOpPIBHAHO 3 TakuUM IOKa3HUKOM Yy 370pOBHX J00poBoibliB (n = 9). Llei
pe3ynbTaT HE BBAXKAETHCSA KIIHIYHO 3HauymuM. Hemae moTpeOu B KOPEKIil JO3U AJs MAIIEHTIB 3
MOPYIIEHHAM (YHKIIIT HUPOK.

Y upoMy JOCHIKEHHI B OJHOTO TMallieHTa (KU MaB HUPKOBUN TpaHCIUIAHTAaT W OTpUMYBaB
MYJIBTUTEPAITiI0, B TOMY YHCII1 HUKIOCHOPHH) PIBEHB 3arajbHOro e3eTuMioy OyB Buiuil y 12 pasis.
Cmamyp

Konnenrtpamis B miasmi 3arajgbHoro e3erumiOy tpoxu Buma (mpubmuzno 20%) y KiHOK, HDK Yy
qoJ10BiKiB. 3HMKeHHs piBHS XC JIITHIL i npodine Oe3nekn npuOIM3HO OJHAKOBI B YOJIOBIKIB 1 XKIHOK,
sAKi npuitmarots npenapat Posynin® [Tntoc. ToMy HeMae IOTpe6U B KOPEKIIii 1031 3aJ1€3KHO BiJ CTaTi.
Pozyeacmamun.




BcMoOKTYBaHHS.

Cmax pO3yBacTaTWHy y IUIa3Mi KpPOBi JOCATAETbCS MPUOTU3HO 4Yepe3 S5 TOAMH TIcIs MEepOopabHOTO
npuiiomy. biogocTynHicts cTaHOBUTH pubm3HO 20 %.

Posnoi.

O6’em posmoainy po3yBacTaTUHY CTaHOBHUTH mnpubOnm3no 134 n. Maibke 90 % posyBacTatuny
3B’A3YETHCS 3 OUTKAMU IJIa3MH KPOBi, B OCHOBHOMY 3 JIbOYMIHOM.

Mertaboi3m.

PosyBacratun mimnaerbes oOMexxeHomy Metabonizmy (mpubmusHo 10 %). PosyBacratuH € ciaOkum
cyOcTpaToMm st MeTaboIi3My epMEeHTaMu cUcTeMu nuToxpomy P450.

I'onoBHUM 130(epMeHTOM, 110 Oepe ydacThb y Metaboi3mi po3yBactatuny, € CYP2C9.

®epmentu CYP2C19, CYP3A4 ta CYP2D6 menm akTuBHI. ['0JJOBHUMHU BHSBICHUMH METAa0OJITAMU
po3yBacTtaTuHy € N-IHCMETHJ Ta JIAKTOHOBI MertaOoiith. N-muemernn npubmuzno Ha 50 % MeHIn
aKTHUBHHH, HDK PO3yBaCTaTHH, JIAKTOHOBI MeTaboiitu ¢apmakosioriuno HeaktuBHi. bimeme 90 %
(hapMaKoJIOTTYHOT aKTUBHOCTI, HANpaBJIeHOT Ha NpuUrHiueHHd nupkymorodoi I'MI-KoA-penykrasu,
3a0€3Mevy€eThCS PO3yBACTATHHOM.

Busenenns.

[Mpubu3ro 90 % n03u po3yBacTaTHHY BUBOJUTHCS Y HE3MIHEHOMY BUTJISIII 3 (pekanisMu (BKITIOYAFOUH
abcopOoBaHuii Ta HeabcopOoBaHM po3yBacTaTHH). PemTa akTUBHOI pe4OBUHM BUBOJUTHCS 13 CEYEIO.
Maitke 5 % BUSBISETbCS y cedl y He3MIHEHOMY Burisial. Ilepion HamiBBUBEAEHHS CTaHOBUTh
npubau3Ho 9 ronuH. Ilepion HamiBBUBEIAEHHS HE 3MIHIOETbCS MpH 30UTblIeHHI A03u. Cepenniit
TEOMETPUYHHUI KITIPEHC CTaHOBUTH pubu3Ho 50 s1/rox (koedimient Bapiaii 21,7 %).

Sk 1 npu 3actocyBanHi HIIKX 1HTI0ITOpiB [ MI'-K0oA-peaykrasu, y mpoiiec nediHKOBOTO 3aXOIUIEHHS
po3yBacTaTUHy 3alydeHHil MemOpanHui mepeHocHuk xojectepuny OATP-C. IlepeHOCHUK BHKOHYE
BAYKJIMBY POJIb Y MEUIHKOBIN eliMiHaIlll pO3yBacTaTHHY.

JlintitHicTe. CHCTEMHA EKCHO3UIlSl PO3yBaCTaTHHY 30UTBIIYETHCA MpomopiidHo 10 mo3u. [licms
MpUHOMY JEKUTBKOX J0O0BHX 103 apMaKOKIHETUYHI MapaMeTpH HE 3MIHIOIOTHCA.

Oco0nuBi rpyny NAIEHTIB.

Bik i cTaTh He MarOTh KJIIHIYHO 3HAYYIIOTO BIUTMBY Ha (DapMaKOKIHETUKY PO3YyBaCTaTHUHY.

Emmniyni epynu. TlopiBHIIbHI TOCTIKEHHS (DApMaKOKIHETHKH PO3YBACTATHHY Y XBOPHX MOHTOJIOITHOT
pacu noka3zanu 30utbeHHsT AUC Ta Cmax TPUOINU3HO y/IBiY1 MOPIBHIHO 3 TIOKa3HUKAMU MPECTAaBHUKIB
€BPOTICOITHOT pacH, 110 MPOXKUBAIOTh Y €Bpori Ta A3ii.

BrumBy renernuHux ¢akTopiB Ta (HaKTOpIB HABKOJMIIHBOTO CEpPEJOBHINA Ha BIAMIHHOCTI Yy
(hapMaKOKIHETUYHHUX TapaMeTpax He BHUsABIEeHO. DapMaKOKIHETUYHUN aHaTi3 Pi3HUX €THIYHUX T'PYI HE
BUSBHUB KIIHIYHO 3HAYYIIMX BIIMIHHOCTeH Yy (apMaKOKIHETHIIl TMAIIEHTIB — MPEJACTaBHUKIB
€BPOTEOiAHOT Ta MOHT'OJIOITHOT pac.

Tayienmu 3 Hupxosorw Hedocmamuicmio. Y TAIIEHTIB 3 JETKUMHU a00 MOMIPHUMH IOPYIICHHSIMH
GbyHKIIT HUPOK pIBEHb KOHIEHTpalii po3yBactaTuHy Ta N-mucMmerwiy y 1ia3Mi KpoBi CYTTEBO HeE
3MIHIOETbCA. Y TAI€HTIB 3 TSKKOK HHPKOBOIO HENOCTATHICTIO (KiipeHC kpeaTtuHiHy < 30 mi/xB)
KOHILIGHTpAllis pO3yBacTaTUHY y MJa3Mi y 3 pas3u BHUIlA, a KOHIEHTpalis N-IucMeTuiny y 9 pas3iB BUIIA,
HDK y 3J0pOBHUX A00poBOJIbLIB. PiBHOBa)kHa KOHILIEHTpAllisl PO3YBACTAaTHHY Yy IJIa3Mi MAaIli€HTIB, SIKi
nepe0yBaroTh Ha reMoianisi, Oyna npubnauzno Ha 50 % BUIO0, HIK Y 30POBUX JOOPOBOJIBIIIB.
IHayieumu 3 neuinkosoro nedocmamuicmio. Cepell XBOPUX 3 PI3HUM CTyMEHEM MEYIHKOBOI
HEJOCTATHOCTI HE BHUSBJICHO 30UIbIICHHS MEpioJy HAMIBBUBEACHHS pPO3YBAaCTaTHHY, fAKIIO Oan 3a
mkanotro Yaitnga—IT'to He mepeBuiryBaB 7. OpHak y JBOX MallieHTIB 3 Oamamu 8 Ta 9 3a mIKajoro
Yaiinna—I1'to cioctepiranocs NOJ0BXKEHHS Nepioy HaliBBUBEACHHS OHAWMEHIIIE YABIYi.

JlocBiz 3acTOCYBaHHA pO3yBacTaTHHY MallieHTaM 3 6anoMm Buiie 9 3a mkanoro Yaitnga—I1'to BigcyTHiil.

KuiniuHi XapakTepucTHKH.

Ilokazannsa.

Sk tormoMDbKHA Teparist 10 JI€TH Ul NaLi€HTIB 13 MEPBUHHOIO TIIEPXOJIECTEPUHEMIEI0, KOJH € JOLUTBHUM
3aCTOCYBaHHS KOMOIHOBAHOTO JKapCHKOTO 3aCO0Yy:

* ISl ALLIEHTIB, SIK1 HE JIOCATIIM HATEKHOTO PE3yabTaTy MPH JIIKYBaHHI TUIbKH CTATUHOM;

* 3aMiHa Teparii Ul Mali€eHTIB 3 JOCTaTHIM KOHTPOJIEM 3aXBOPIOBAHHS IPU CYMICHOMY 3aCTOCYBaHHI
pO3yBacTaTHHy Ta €3€TMMIOY B TUX CaMHX J103aX, 1O 1 (hikcosana komOinauis Posymin® [Tiroc.
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Ilpomunokasauna.

- [ligBumeHa 4YyTIMBICTH /[0 AaKTHBHHX pEYOBHH ab0 10 Oynp-fKOi 3 JOMOMDKHUX PEYOBHH
npenapary;

- aKTUBHE 3aXBOPIOBAHHS IIE€YIHKM, B TOMY YHCIi CTiiKe MiIBUIIEHHS pPIBHI CHUPOBATKOBUX
TpaHcaMiHa3 HEeB1IOMOI eTiojorii Ta Oyab-sKe MiABUINEHHS PIBHIB TpaHCAMiHA3 y CHPOBATII BTpUYi
1 Onbie Bix BepxHboi Mexi Hopmu (BMH);

- TSOKKe mopymeHHs QyHKii HupokK (kimipeHc kpeatuHiny < 30 Mi/xB);

- Miomaris;

- OJIHOYACHE 3aCTOCYBAHHS LIMKJIOCIIOPUHY;

- IUTAYHH BIK;

- BariTHICTb, MEPiOJ TOyBaHHS TPYAIIO;

- TMPOTHUIOKA3aHO >KIHKaM pEMpOJYKTHBHOTO BIiKY, SIKIi HE 3aCTOCOBYIOTh €()EKTUBHUX METOJIB
KOHTpAIIeTIIIii.

Po3ynin® Ilmtoc xancynu 40 mr/ 10 Mr mpoTumnoka3aHi HamieHTaM, Kl MarOTh MIJBUIIEHUH pPU3HK

PO3BUTKY MiomnaTii/ pabaomionizy. @akTopaMu pU3HKY €:

- HHMPKOBA HEJOCTAaTHICTh CEPEIHBOTO CTYNEHs (KIIpeHC KpeaTuHIHY < 60 MJ1/XB);

- TINOTHUPEO3;

- HAasIBHICTb CIIAJIKOBUX 3aXBOPIOBaHb M’SI31B B IHAMBIAYaIbHOMY a00 CIMEHHOMY aHaMHE31;

- MIOTOKCHYHICTh, cHpUyuHeHa IHmMMH iHrioitopamu [I'MI-KoA-penykrasu abo ¢ibpatamu B
aHaMHe31;

- 3IIOBXXKMBaHHS aJIKOTOJIEM;

- CTaHH, KI MOXKYTb MPU3BECTH J0 MIABUIIEHHS KOHIEHTpAllii po3yBacTaTUHY Yy MJIa3M1 KPOBI;

- HAJIEXHICTH 10 MOHTOJIOITHOT pacu;

- OJHOYacHe 3acTocyBaHHA (iOpartis.

B3aemodia 3 inwmumu nikapcoKumu 3acodoamu ma inuii 6uou 3acmooiil.

Ineioimopu mpancnopmuux OiIKi6

PosyBacratua € cyOctparoM Ui ACSKAX TPAHCIOPTHUX OUIKIB, B TOMY YHCII TEYIHKOBOTO
tpancnoptepa 3axomieHHs OATP1BI1 Ta edmatokcHoro Tpancnoprepa BCRP. OgHodacHe 3acTocyBaHHS
pO3yBacTaTUHY 3 JIIKAPCHKUMHU 3ac00aMHM, 10 MPUTHIIYIOTH 1[I TPAHCTIOPTHI OUTKH, MOXKE MPHU3BOIUTH
JI0 TIIBHINEHHS KOHIEHTpAIlii HOro y Iia3mi KpoBi Ta 30UIbIIEHHS PU3MKY Miomatii (IWB. PO3ILITH
«Croci0 3actocyBaHHS Ta J03W», «OCOOIMBOCTI 3aCTOCYBaHHM», «B3aeMois 3 HITUMH JTIKAPCHKUMH
3ac00aMu Ta iHIII BUAX B3a€MOIii», TaOauIo 1).

Luxnocnopun

VY nepiosl CynyTHBOTO 3aCTOCYBaHHSI pO3yBacTaTUHY Ta Hukiocnopuny 3HaueHHs AUC po3yBacTaTuny
Oyn B cepeaHbOMY NTPHOIM3HO y 7 pasiB BHINMMH, HDK Ti, SKI CIOCTEpIraaucs y 3I0POBHUX
n00poBoJIbIliB (nuB. Tabnuiro 1). Po3yBacTaTMH TNPOTHIOKA3aHWH MaIli€eHTaM, sKi OJHOYAaCHO
OTPUMYIOTh HUKJIOCTIOPUH (UB. po3in «IIpoTHIOKa3aHHs»).

Ineioimopu npomeasu

Xo4a TOYHHMI MeXaHI3M B3a€MO/Iii HEBIIOMUM, OJIHOYACHE 3aCTOCYBaHHS IHTIOITOPIB MpPOTEa3d MOXKE
3HaYHO 30UTBLIYBATH EKCHO3UIIII0 po3yBacTatuHy (auB. Tabmuio 1). Hampuknag, y mocnimkeHH1
(hapMaKkOKIHETHUKH OJHOYacHEe 3acTocyBaHHs 10 Mr posyBacTaThHy Ta KOMOIHOBAHOTO JIIKapChbKOTO
3aco0y, mo micTuB aBa iHriditopu nporeazu (300 mr arazanaBipy/ 100 Mr putoHaBipy), y 310pOBHX
100poBOJIBIIB cympoBomKyBantocs minBuiieHHsM AUC ta Cmax po3yBacTaTUHY NpuOIM3HO B 3 Ta 7
pa3iB BiamoBinHO. OjHOYacHe 3acTocyBaHHsA npenapaTy Posymin® Ilmoc Ta aeskux KoMOiHaIlii
IHri0ITOPIB MpOTea3 MOXJIMBE MICHs KOpekuii Jo3u mnpenapaty Posynin® Ilmtoc, BuUXOIsuM 3
OUIKYBAaHOTO 3pPOCTaHHS €KCIO3Wllii po3yBacTaTUHY (AuB. po3aimn «Croci® 3acTOCyBaHHS Ta JIO3U»,
«Oco0nuBoCTI 3acTocyBaHHA», «B3aemonis 3 IHIIMMM JIKapCbKMMHK 3aco0aMu Ta IHIII BUAU
B3a€eMOily», TabmuIo 1).

Temghibposun ma inwi 1inido3HUNCYBATBHI 3aCO0U

OpnouacHe 3actocyBaHHs mnpenapaty Posymin® Ilmroc Tta remdibpo3uiny mpuU3BOAUIO O 3POCTaHHS
AUC Ta Crax po3yBacTaTHHY B 2 pa3u (auB. po3ai1 «OcoOIMBOCTI 3aCTOCYBAHHS).



Buxonsum 3 [maHuUX CHEIIaNbHUX JOCHIDKEHb, (apMaKOKIHETHYHO 3HAYYIIOi B3aeMomil 3
¢benodiOpaToM He OUYIKYETbCS, OIHAK MOXJMBa (apMakoauHamiuHa B3aemonia. ['em¢pibposw,
¢benodidpar, iHmri Gpidpary Ta NiNiAO3HWKYBAIBHI JJO3H HiallMHY (HIKOTHHOBOI krciotun) (1 1/ m1ody abo
OutpIe) 30UTBIIYIOTH PU3HMK MIOMATIi NMPH CYIMYTHHOMY 3acTocyBaHHI 3 iHribiTopamu ['MI'-KoA,
IMOBIPHO 3a paxyHOK TOTO, III0 BOHM MOKYTh CIIPHYMHSATH MIOTATIIO, KOJH X 3aCTOCOBYBAaTH OKPEMO.
Jlo3a 40 Mr mpoTHIIOKa3aHa P CYIIyTHbOMY 3acTocyBaHHi (iOpaTiB (1uB. po3aum «IIpoTunokasanus»
ta «Oco0IMBOCTI 3acToCcyBaHHs»). [lapanenbhuii mpuitom ¢derodiopary ado rempiOpo3mITy IMiBHUIILYE
KOHIICHTpAIIli 3aralbHOTO €3eTHuMi0y mpubau3Ho y 1,5—1,7 pa3a BigmoBinHo. Xo4a Take MiABHIIECHHS HE
BBAKAETHCSA KIHIYHO 3HAUYIIUM, CyMicHWA mpuitom Po3ynin® Ilmoc 3 remdibposmnom
MPOTHIIOKA3aHUH, a 3 iHIMMH (HidpaTaMu — HE PEKOMEHI0BAaHH.

VY mamieHTiB, sKi npuiiMaroTh e3etuMid Ta (erodiOpar, iCHye pH3MK PO3BUTKY XOJeEINiTiazy Ta
YKOBYHOKAM STHOT XBOPOOHU.

[Ipu migo3pi Ha >KOBYHOKAM sHY XBOpOOy y Malli€HTa, SAKUH npuiimae e3etumid Ta (eHodidpar,
MOKa3aH1 00CTEKEHHS )KOBYHOTO MIXypa, a TaKy Teparliro Cif TPU3YITUHUTH.

[Tapanensuuii npuiiom penodidbpaty ado remdpiOpo3mily MOMIPHO MIABHUINLYE KOHIEHTpAIlii 3arajlbHOTO
ezetumiOy (mpubnusno y 1,5—1,7 pasa BiiMoBiIHO).

Kom6inoBaHa Tepamnis e3eTuMiOOM Ta IHIIMMH piOpaTaMu HE JOCTIHKYBaIach.

®ibpaT MOXKYTh 30UIBIIYBaTH BHUIUICHHS XOJECTEPHHY B KOBY, IO NMPHU3BOAUTH 10 KOBYHOKAM STHOI
XBOpOOU. Y X0J1 OCHIKEHb HA TBAPUHAX €3€TUMIO 1HO1 30UTbIIIYBaB PIBEHb XOJECTEPUHY B MIXYpOBIi
KOBYI, ajle He y BCIX BHUJIB. PU3MK yTBOpEHHS KaMeHIB, MOB'I3aHUN 3 TepaneBTHYHHM 3aCTOCYBaHHAM
€3eTuM10y, HEBUSBIICHH.

Aumayuoui npenapamu

OnnouacHe 3acTocyBaHHsA mpemnapaTy Po3ymin® IDmoc 13 CycneH3isiMH aHTAIlUIIB, IO MICTATH
TIAPOKCH]T aTIOMIHII0 a00 MarHiro, 3HWKYBAJIO KOHIICHTpAIlil pO3yBacTaTHHY Y TUIa3Mi KpOB1 MPUOIH3HO
Ha 50 %. Leit edext OyB MEHII BUpaX€HUM Yy pa3i 3aCTOCYBAaHHS aHTALUIHUX 3ac00iB uepe3 2 TOIUHU
micis nmpuiiomy nipenapary Po3ymin® Ilmroc. Kniniuaa 3HagyniicTs 1iei B3aeMoIii He BUBUYaacs.
OnHoYacHMI TPUIMOM aHTalMJIIB 3HIKYE CTYIiHB a0OCOpOIli e3eTumiOy, aje HEe BIUIMBAE HA HOTO
OlomocTynHICTh. Take 3HMWKEHHSI CTyTEeHsT aOCOpOITii He BBAKAETHCS KIIHIYHO 3HAUYIIIHM.
Epumpomiyun

OpHoyacHe 3aCTOCYBaHHS PO3yBacTaTUHY Ta epuTpoMinuHy 3HmKyBasio AUC posyBactatuny Ha 20 %,
a Cmax — Ha 30 %. Lls B3aeMomis Moke OyTH CIIPUYMHEHA MOCUJICHOIO MEPUCTAIBTHUKOI KUIIEYHUKY
BHACIIIJIOK JIii EPUTPOMILIUHY.

Depmenmu yumoxpomy P450

Pesynprati gocaimkens in VIitro ta in Vivo cBiguaTh, IO pO3yBacTaTHH HE IHTIOye i HE CTUMYJIIOE
130¢epmentu uutoxpomy P450. Okpim 11b0r0, po3yBacTaTHH € c1abKUM cyOCcTpaToM LuX 130(hepMEHTIB.
Takum uMHOM, B3a€EMOIIl 3 JIKAPCHKUMU 3ac00aMH B pe3yiabTaTi METabONi3MY, OMOCEPEAKOBAHOTO
P450, ne ouikyerbcs. He cmocrepiranocs KIIHIYHO 3HAYYIMIMX B3a€MOIA MDK pO3yBacCTaTUHOM Ta
¢dnykonazonom (iHridiropom CYP2C9 ta CYP3A4) a6o kerokonazonom (inridiropom CYP2A6 Ta
CYP3A4).

VY MOKIIHIYHUX MOCHIIPKEHHAX OyJI0 BHSIBJICHO, IO €3eTUMI0 He iHAYKye (pepmeHTH HuToXxpomy P450,
K1 MeTaboI13yI0Th JiKapchKi 3acobu. He BiqMmivanucs KIIHIYHO 3HAYYyII (papMaKOKIHETHUHI B3a€MOIiT
MDK €3eTUMIONM Ta JIIKapChKUMU 3aco0amu, 110 MeTabomizyeThest nutoxpomamu P450: 1A2, 2D6, 2C8,
2C9, 3A4 — a6o N-anerunrpancdepasoro.

Bzaemooii, wo sumazaroms xopexyii 0o3u po3ysacmamumy

IIpy HeoOXigHOCTI 3acCTOCYBaHHS pPO3yBACTaTMHY 3 IHIIMMHU JIKAPCHKUMH 3aco0aMH, 3JaTHUMHU
MIIBUIIYBAaTH €KCIO3MIIIi PO3yBacTaTHUHY, J03y INpenapary MOTpiOHO CKOPUTYBaTH. SIKIIO OYIKYETHCH,
mo excrosuis npenapaty (AUC) 3pocte npubau3Ho B 2 abo Ounblie pasiB, 3acTocyBaHHs Po3ynimy®
[Tnroc cin mounmHaTH 3 103U 5 MI OIMH pa3 Ha 100y. MakcuMmanbHy 1000BY 103y mpenapary Po3ymin®
[Tmroc ciig cKOpUryBaTH TakKUM YHWHOM, 1100 OYiKyBaHa €KCIO3UIlis PO3yBacTaTHHY HE IepeBUIIyBaJla
eKCIO3HIIIIO0, 110 Bi3HAYa€ThCs MpH npuiomi 1034 40 mMr/no0y 6e3 3acTocyBaHHS JIIKAPChKUX 3acO0iB,
10 B3a€MOJIIOTH 13 MpernapaToM; HalpHKIaj, MpH 3acTOCyBaHHI 3 rem¢iopos3unom no3a Pozyminy®
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[Tnroc cranoButume 20 mr (30utbmieHHs ekcrosumii B 1,9 pa3za), mpu 3acToCyBaHHI 3 KOMOIHAIIEIO
putoHaBip/atazanaBip — 10 wmr (30umbmienHs B 3,1 pasa), mpu OJHOYACHOMY 3aCTOCYBaHHI 3

[UKIIOCTIOPHHOM — 5 Mr (301nbIeHHS B 7,1 pa3a).

BrmB cynyTHIX JiKapchbKHX 3aC00iB Ha €KCHO3UIIII0 PO3YBACTATHHY
(AUC; y nopsaKy 3MEHIIICHHS BEJIMYMHU) 32 OMYOJIIKOBAHUMH JTAHUMH KIIHIYHUX JOCITIPKEHb

Tabmursa 1

Pexxum no3yBaHHS JiKapchkoro 3acoly, 1o |Pexxum J03yBaHHS | 3MIHA AUC

B3aEMOJIIE pO3yBacTaTHHY po3yBacTaTHHY*

Huknocnopun Bin 75 mr aeiui Ha m00y 10|10 mMr oguH pa3 Ha o0y, |1 7,1 pa3a

200 mr nBidi Ha 700y, 6 MicsIIiB 10 nuiB

ArazanaBip 300 mr/ putonaBip 100 mr omus|10 mr, ogHOpa3oBa no3a |1 3,1 pasa

pa3 Ha 100y, 8 nHIB

Cumenpusip 150 mMr onun pa3 Ha 100y, 7 quiB | 10 M1, omHOpa3oBa g03a |1 2,8 pasza

Jloninasip 400 mr/ putonasip 100 mr nBiui Ha|20 Mr oguH pa3 Ha 100y, |1 2,1 pa3a

no0y, 17 nuiB 7 nHIB

I'emi6po3un 600 mr nBivl Ha 100y, 7 THIB 80 mr, omHOpaszoBa go3a |1 1,9 pasza

EnTpomObomnak 75 Mr oaun pa3 Ha 100y, 5 qaiB | 10 M1, ogHOpasoBa no3a |1 1,6 pasa

Hapynasip 600 mr/ putonasip 100 mr asiui Ha |10 Mr oguH pa3 Ha o0y, |T 1,5 paza

no0y, 7 nHIB 7 mHIB

Tunpanasip 500 mr/ putonasip 200 mr agiui|10 mr, ogHOopaszoBa no3a |1 1,4 pasa

Ha 7100y, 11 aHiB

Hponenapon 400 Mr aBidi Ha 100y Hesinomo 1 1,4 paza

ITpakonazon 200 mMr onuH pa3 Ha 100y, 5 qHiB |10 M1, omHOpa3oBa go3a |1 1,4 paza **

Ezetumi6 10 mr ogun pa3 Ha o0y, 14 nHiB 10 mr omuH pa3 Ha 100y, | T 1,2 paza **
14 nuiB

®ozammnpenaBip 700 mr/ putonarip 100 wmr|10 mr, ogHOpa3oBa g03a |<«>

NB141 Ha 100y, 8 THIB

Anermirazap 0,3 mr, 7 1HIB 40 mr, 7 oHiB >

Cunimapun 140 mr Tpudi Ha 100y, 5 THIB 10 M1, ogHOpa3oBa J03a | <>

®denodidbpar 67 Mr Tpudi Ha 100y, 7 THIB 10 mr, 7 nHIiB >

Pudammin 450 mr onun pa3 Ha 100y, 7 IHIB 20 mr, oHOpa3oBa J03a |«

Ketoxonazon 200 mr nBivi Ha 100y, 7 AHIB 80 M1, oTHOpa30Ba 1032 |«

®nykonaszon 200 Mr oauH pa3 Ha 100y, 11 auiB |80 Mr, ogHOpa3oBa g03a |«

Epurpominiua 500 mr ywotupu pasu Ha A00y, |80 mr, ogHopasosa no3za || 20%

7 nHIB

Baiixanin 50 mr Tpudi Ha 100y, 14 nHIB 20 mr, ogHOpa3oBa mo3a || 47%

* Jlani, 3a3HaueHi SK 3MiHa B X pa3iB, SBJSIOTH COOOIO CHIBBIJHOIIEHHS MDK 3aCTOCYBaHHSIM
po3yBacTaTuHy y Kom0OiHalii Ta okpeMo. JlaHi, 3a3HaueHi y BIICOTKaX, SBISAIOTH COOOIO0 BIICOTKOBY

PI3HUILIIO BIIHOCHO NMOKA3HUKIB MIPU 3aCTOCYBaHH

1 pO3yBacTaTUHy OKPEMO.

30UIbLICHHS TO3HAUYEHO 3HAYKOM T, BIICYTHICTb 3MiH — <>, 3MEHIIEHHS — | .
** Byno mpoBelieHO KiTbKa JOCTIKEHb B3a€MOJIl 3 pi3HUMH J103aMu mpemnapary Po3ymin® Ilmoc — y

TaONUII TIOJIAHO HAWOUTBII 3HAYYIIIE CITIBBIIHOII

Anmaeonicmu simaminy K

CHHAI.



Sk 1 mpu 3actocyBanHi iHIKX iHriOiTOpiB ' MI'-KOA-penykTasu, Ha o4aTKy 3aCTOCYBaHHS Mperapary
Po3ynin® Ilnroc abo mnpu MiABMIIEHHI HOTO 03U y TAalieHTiB, fKi OJHOYACHO 3aCTOCOBYIOTh
a"taronictu Biraminy K (mampuxman Bapdapun abo iHIIHMI KyMapHHOBUI aHTHKOATyJSHT), MOKJIMBE
MIABUIICHHS MDbKHapogHOTO HOpManizoBaHoro crniBBimHomeHHs (MHC). [lpunuHeHHS 3acTOCYBaHHS
npemapaty Po3ymin® [lnroc abo 3MeHIeHHs oro 1031 Moske mpusBectu 10 3HmkeHHsS MHC. ¥V Takux
BHIaJIKaX OakaHUH HajaekHUH MoHITOpuHr MHC.

OnnouacHe 3actocyBanHsi ezetumiOy (10 mr oamu pa3 Ha 100y) HE Majo 3HAYHOTO BIUIMBY Ha
OlogocTymHicTh BapdapuHy Ta TPOTPOMOIHOBHM HYac y XOJi JOCHIIKEHHS 3a ydacTio 12 310poBHX
JIopociux 4YoJoBikiB. OpHak Oynmu micispeectpaiiiiHi moBimomieHHs mnpo 30ubmenas MHC y
MaIieHTIB, SKUM €3eTUMIO JojaBaiu 10 BapdapuHy ado ¢uyingiony. IIpu momaBaHHI €3eTHMIOY 10
BaphapuHy, IHIIOTO KyMapHHOBOTO aHTHKOATYJISHTY abo (iayiHIiOHy HEOOXigHO 3HiHCHIOBATH
mMonitopuHr MHC Hane:xHUM YUHOM.

Ilepopanvni konmpayenmugu/ copmonozamicna mepanis (1'37)

OnHouacHe 3aCTOCYBaHHS pO3YBacTaTHHY Ta TEPOPATBHUX KOHTPAIENTUBIB TMPHU3BOIWIO 0
nigsuieHas AUC eTuHinecTpaaiony Ta Hoprectpeny Ha 26 % ta 34 % BianoBinHo. Take minBUIleHHS
IJ1a3MOBUX PIBHIB KpPOBI CJIiJi BPaXOBYBaTH IMpH MiAOOP1 A03M MEpOpabHUX KOHTpALENTUBIB. [laHux
010 (papMaKOKIHETUKH TMperapaTiB y MaII€HTIB, K1 0OJJHOYACHO 3aCTOCOBYIOTH po3yBacTaTuH Ta ['3T,
HEMae, TOMy HE MOKHA BUKJIIOYATH MOJI0HOTO edekTy. OaHak KOMOIHAIlIS HIUPOKO 3aCTOCOBYBAJIACS
KIHKaM y paMKax KIIHIYHUX JOCTIIKEHb 1 IepeHocuiacs 100pe.

Kniniyai pociimkeHHs JTiKapcbkol B3aeMoJii €3eTUMiOy HE BHUSIBIUIM BIUIMBY Ha ()apMaKOKIHETHKY
MepopaTbHAX KOHTPAIENTHBIB, BKIIOYAIOYH €THHUIECTPAIION Ta JIEBOHOPTECTPE.

Cmamunu.

Komnoi kmiHIYHO 3Ha4YymNOi (hapMaKOKIHETHYHOT B3aeMOJIii HEe OyJIO BHUSBICHO MPH KOMOIHOBAaHOMY
npuiiomi  e3etumiOy 3  aTOpPBACTaTUHOM, CHMBACTAaTHHOM, TPAaBaCTaTHHOM, JIOBaCTaTHHOM,
(dbayBacTaTHOM 200 PO3yBaCTaTHHOM.

Tnwi nixkapcoxi 3acoou

3a MaHUMH CHEIIaTbHUX JOCIIKEHb, KIIHIYHO 3HAYYIIOi B3aEMOJIIi pO3YBAaCTaTUHY 3 TUTOKCUHOM HE
OYIKYETBCS.

B KmiHIYHEX AOCTIKEHHSAX JIIKApChKO1 B3aEMOii €3eTUMIO mpu KOMOIHOBaHIN Teparnii He BIJIMBAB HA
(apMaKkoKIHETUKY JIaliCOHY, JAeKcTpomeTopdaHy, IUTOKCHHY, IEpOpalbHUX KOHTPALICIITUBIB
(eTwHUITECTPAIIONY Ta JIGBOHOPrecTpeny), TIimi3uay, TojJoyraminy abo Mimazonany. [lumernaun npu
KOMOIHOBaHIN Teparii 3 €3eTUMIO0M He BIIMBAB Ha 010/I0CTYIHICTh €3eTUMIOY.

Xonecmupamin.

IIpn kOMOIHOBaHOMY 3aCTOCYBaHHI 3 XOJIECTUPAMIHOM CEpelHE 3HA4YeHHS IUIONI MiJ KPHUBOIO
«koHLeHTpamisg B mia3mi — gacy (AUC) cymapHoro eszetumiOy (e3eTumid Ta e3eTUMiO-TIIFOKYPOHIN)
3MeHuryBasiocst npubau3sHo Ha 55 %. Ilpu nmomaBanHI e3eTMMiOy 1O XOJECTHpaMiHy IOCTYIIOBE
3HIDKEHHS XOJIECTePUHY JIMONpoTeiHiB HU3bKO1 miasHOCTI (XC JITTHIIL) Moxke yrmoBiUTbHUTHUCS.
Jloninagip/ pumonagip

Y (¢apmakosOrivHOMY JOCHIIPKEHHI CYIYTHE 3acTOCYBaHHS pO3YyBacTaTUHY Ta KOMOIHOBaHOIO
mpemnapary, 1o MICTUB JiBa iHri0iTopu npoteazu (sominaBip 400 mr/ putonasip 100 mr), y 310poBHX
JOOPOBOJIBIIB ACOLIIOBAIOCS 3 MPUOIU3HO BOPA30BUM Ta I SITUPA30BUM 30UIBLIEHHSAM IOKa3HUKIB
piBHOBakHOTO AUC(0 24y Ta Cmax pO3yBacTaTHHY BIANOBIAHO. B3aemoaiss MK po3yBacTaTHHOM Ta
IHIIMMU 1HT10ITOpaMH MPOTEa3u He BUBYAJIACh.

Dy3udiesa Kucioma:

Pusuk Miomarii, B ToMy uMciai pabaoMioiizy, MOXKe 3pOocTaTH MpH CYINYTHbOMY 3acCTOCYBaHHI
(by3uaieBOT KUCIOTHU 31 CTATHHAMH.

Ocoobnueocmi 3acmocysanns.
Bnaue na nupku



[IpoTeinypis, BHsBIEHa Yy pe3yiabTaTi aHaN3y 3a TECT-CMYXKaMH, IEPEeBAXHO KaHAJIbLIEBOTO
MMOXOJ/KEHHSI, CriocTepiranacs y Malie€HTIiB, Kl JIIKyBaJIUCS BHIIUMHU JO3aMH PO3YBaCTaTHHY, 30KpeMa
40 wmr, 1 y Oimpmiocti BHmajkiB Oyna TUMYacoBOK abo mepepuBuacTor. lIpoTeinypis He Oyia
NepeBICHUKOM rocTpoi abo mporpecyrodoi XxBopodu HUpOK (nuB. posnin «[lobiuni peakmii»). YactoTta
MOBIIOMJIEHb TIPO CEpiiO3HI sABMIA 3 OOKY HHUPOK Yy MOCTMApKETHHTOBHX IOCITIDKEHHSX BHINA MPU
3aCTOCYBaHHI /103U po3yBactatuny 40 mr. Y maiieHTiB, sSKi IpUAMaOTh po3yBacTaTHH y 1031 40 mr, y
XO1 CHOCTEPEKEHHS CIIiJl PETYJSPHO MEePeBipATH (PYHKIIIFO HUPOK.

Bnaue na ckenemmuy myckynamypy

[MopymenHs 3 GOKy CKEJIETHOI MYCKYJAaTypH, HalmpHKIaJ Miairis, MiomaTis Ta 3pigka padmomiolis,
CTIOCTepIirancs y Mali€HTiB, K1 MPUIMaIl pO3yBaCTaTHH y OyIb-SIKHX J03aX, 0co0nuBoO Outbie 20 mr.
Sk 1 mpu 3actocyBaHHi iHmmX iHri0iTopiB I'MI-KoA-penykrasu, yactota BHNAAKiB pabaoMiolizy,
MIOB’SI3aHOTO 13 3aCTOCYBAaHHSIM PO3YBAaCTaTHHY, Y MOCTMApKETHHTOBHA Iepioa Oyia BHUILOIO MPH 1031
40 mr. € NOBIIOMJICHHS TPO PIAKICHI BHUITAJKH IMYHOOIIOCEPEIKOBAHOI HEKPOTHYHOI Miomarii, 1o
KJIIHIYHO TIPOSIBJISIETHCSI CTIMKOIO MPOKCU3MAIBLHOIO M S30BOI0 CJIAOKICTIO 1 MIIBHUINCHHSIM pPIBHS
CHUpPOBATKOBO1 KpeaTHMHKIHA3W, IMiJ 4ac JIIKyBaHHA a0o0 Micias NPUINMHEHHS JIKYBaHHS CTaTHHAMH,
BKJIIOUAIOYM pPO3yBAcTaTUH. Y TaKOMy pa3l MOXYTb OyTH HEOOXITHHUMH JI0JaTKOB1 HEHpOM’sI30BI 1
CEepOJIOTIUH1 OCIIIKEHHS, JIIKYBaHHS IMyHOCYIIPECUBHUMU IIperapaTaMu.

VY NOCTMapKETMHTOBOMY JOCIIKEHHI TOBIJOMIISIIOCS MPO BMIIAJKKA MIOMATIi Ta pabaoMionizy Mmpu
3aCTOCYBaHHI1 €3eTHUMiOy. BinblIicTh mamieHTiB, B SKUX PO3BUHYBCA padAOMIOIi3, MpUMMalu CTaTUHU
olHOYacHO 3 e3eTuMiboM. OjHak Mpo BUMAAKK pabIOMIONI3y MOBIIOMIISIIOCS AYXKE PIIKO MpH
MOHOTEpAITi €3eTUMIOOM 1 AyXe PIAKO y pasi 3aCTOCYBaHHS €3eTHMIOY 3 HIIMMH 3ac00amMu, 3 SKUMU
OB’ sI3aHUH PU3UK BUHUKHEHHS PabI0Mioizy.

[ToonuHoki Bumanku pabaoMIONi3y BiI3HAYaNMCS TPU 3aCTOCYBaHHI €3eTUMIOy y KoMmOiHamii 3
iriditopamu  I'MI'-KoA-penykrasu. He MokHa BHKIIOUAaTH MOXIIMBICTh (papMakoAMHAMIYHOT
B3aemMoii (muB. po3ain «B3aeMomis 3 HIIUMH JIKApCHKUMHU 3aco0aMy Ta IHINI BUIHU B3aEMOJIN»), a
TOMY TaKy KOMOIHAIIIIO CJI1]] 3aCTOCOBYBATH 3 00EPEKHICTIO.

Pisenv kpeamunkinasu

PiBens kpeatunkinazu (KK) He ciig BuMiproBaTtd Ticis 3HAYHMX (I3MYHMX HaBaHTaXXEHb ab0 y pasi
HassBHOCT1 aJIbTeépHAaTUBHUX TpuunH minBuiieHHs KK, mo MoXyTh YCKIagHIOBAaTH  IHTEPIPETAIIIO
pesynbTaTiB. Skmo mouatkoBi piBHI KK 3Hauno migsumeni (> 5 x BMH), nporsarom 5-7 aHiB
HEOOX1THO 3pOoOUTH MMOBTOPHHM aHANI3, II00 MIATBEPAUTH Pe3yabTaTH. KO pe3ylnbTaTH MOBTOPHOTO
aHai3y MiATBEPIKYIOTh, 10 ToudaTtkoBe 3HaueHHs KK Oimpme HbK y 5 pasiB mepeBumrye BHM,
3aCTOCYBAHHS IpenapaTy NOYUHATU HE CIIi.

Ilepeo nouamkom nikysanms

Po3ynin® Ilmtoc, sx 1 pemry iHridiropie 'MI'-KoA penykrasu, ciim 3 0O0EpeXHICTIO HpH3HAYATH
MalieHTaM 31 CXWIBHICTIO 10 MionaTii/padaomionizy. Jlo ¢pakTopiB TAaKOTO PU3HKY HAJIEKATh:

— nopytieHHs GYHKIIT HUPOK;

— TIMOTHPEO3;

— HasBHICTH B 0coOucTOMY a00 pOJMHHOMY aHAMHE31 CIIaIKOBUX 3aXBOPIOBaHb M SI31B;

— HasBHICTh B aHAMHE31 MIOTOKCHYHOCTI Ha T 3acTocyBaHHs iHIKX iHT1O61TOpiB [MI'-KOA penykraszu
a6o ¢ibdparis;

— 3JI0B)KMBAHHS aJIKOTOJIEM;

— BiKk > 70 pOKiB;

— CHUTYallii, 10 MOXYTh MPU3BECTU 10 MIJBUIICHHS PIBHIB Ipenapatry y mia3Mi KpoBi (IUB. PO3JIUTH
«Cnoci0 3acTtocyBaHHS Ta A03u», «B3aemomis 3 IHIIMMH JIKapChbKUMHU 3aco0aMM Ta iHIN BHIU
B3aeMoIiil» Ta «DapMaKkoOKIHETHKA);

— CYILYTHE 3aCTOCYBaHHs (i0partiB.

VY TakMX MalieHTIB MOB’S3aHUH 13 JIKyBaHHAM PU3UK NOTPIOHO OILIHIOBATH, MOPIBHIOIOYH 3 OUIKYBAHOIO
KOPHUCTIO; TaKOX PEKOMEHIYETbCS KIIHIYHUN MoOHITOpUHT. Skmo mnowatkoBi piBHI KK 3HauHO
nigsumieHi (> 5 x BMH), nikyBaHHS MOYHHATH HE CIiJI.

Y nepioo nixysanns

[NamieHTiB CHif MOMPOCUTH HETailHO MOBIAOMIISATH TPO M S30BUN OUTh, cHaOKiCTh abo cymoMu
HEBIZIOMOI €Ti0JIOoTii, 0COONMBO SKIIO BOHU CYMPOBOJUKYIOTbCS HE3AY)KaHHSAM a0 JHMXOMaHKOW. Y
TaKuX MauieHTiB noTpioHo BuMiproBatu piBHI KK. 3acTocyBanHs mpemapary ciiJi NIPUIMHUTH, SKIIO
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piBui KK 3nauno migBumieni (> 5 XBMH) a6o skmo cumMnToMu 3 60Ky M’S31B TSOKKI Ta CIIPUYHHSIIOTH
moaeHHui muckoMmpopr (HaBith skmo piBHi KK < 5 x BMH). V pa3i 3HUKHEHHS CUMNTOMIB Ta
noBepHeHHa piBHA KK 10 HOpMHM MOXHa TOHOBUTH Tepamilo po3yiainoM abo albTepHATUBHUM
irioiropom I'MI'-KoA-penykrasu y HaliMeHIIId 1031 Ta WX peTeIbHUM HarisgoM. PerymspHo
nepesipstu piBHi KK B acumnToMaTHuHUX NaIli€eHTIB HeMae nmoTpebu. Jyxe piako moBiIOMIISIIOCS TPO
BUIIAIKH IMyHOOTOCepeaKoBaHo1 HekpoTuyHOi Mionatii (IOHM) min yac abo micns Teparii cTaTuHaMH,
y ToMy 4Hcii po3yBacratuHoM. Kminigaumu nposisamu [OHM € cimaOkicTh MPOKCHUMABHUX M SI31B Ta
MIZIBUIIIEHHS PIiBHS KPEAaTHHKIHA3M y CHPOBATII KpPOBI, IO 30epiraeThCs HABITH MICHsA MPUIHHEHHS
3aCTOCYBAaHHS CTaTHHIB.

VY pocmimkeHHSX He OyJ0 OTpUMAaHO JOKa3iB IMiJBUIICHOTO BIUIMBY HAa CKEIETHY MYCKYIATypy y
HEBEJIMKOT KIUTBKOCTI MaIi€eHTiB, ski mpuiiManu Po3ymin® IDlmoc Ta cymytHi npemapatu. OmHak
MIZIBUIEHHS YaCTOTH MIO3HUTYy Ta MiomaTii BiJI3HAYAIOCs y MAIiEHTIB, SKi MpUAMaNM iHIII iHTiOiTOpH
I'MI'-KoA-penykra3u pa3oM i3 HOXimHUMH (iOpO€BOT KUCIOTH, B TOMY dHCII TeMdiOpo3uiom,
LUKIJIOCTIOPUHOM, HIKOTUHOBOIO KHUCJIOTOIO, a30JIbHUMH MPOTUTPUOKOBUMHM IperapaTaMH, IHrioiTopaMmu
MpOoTea3y Ta MAKPOIITHUMU aHTUOIOTHKaMU. ['eM(i10po3ui NmiABUIIYE pU3UK MIONATIi MPU CYIyTHEOMY
3acrtocyBaHH1 3 fesskuMu iHriditopamu 'MI™-KoA. Tomy 3actocoByBati Po3ynin® Ilntoc y komOiHaii
3 reM(}iOpo3usioM He peKoMeHAyeTbcs. KopucTh mojaaibiioi 3MiHM PIBHS JIIMIAIB MpPU 3aCTOCYBAHHI
npenapary Posynin® Ilmoc y komGinamii 3 ¢ibpaTamMu a60 HiallMHOM TOTPIOGHO PETENBHO 3BAXKYBATH
MOPIBHSIHO 3 MOTEHIIMHUMH PU3UKaMU, MOB’sI3aHUMU 3 3aCTOCYBAaHHSAM Takux KoMOiHauii. Jloza 40 mr
MPOTHUIIOKa3aHa TPHU CYIMYTHBOMY 3acTocyBaHHI ¢iOpariB (quB. po3aimm  «Bzaemomis 3 iHIIUMU
JIKapChKUMHU 3aco0aMH Ta iHIIN BUIM B3aeMOii» Ta «[1o0iuHi peakiii).

Po3ynin® Ilmtoc He ciif 3acTOCOBYBaTH MAallieHTaM 13 TOCTPUMHU, CEPHO3HMMHU CTaHAMH, 110 CBIIYaTh
PO MIOTIATiI0 a00 MOKJIUBICTh PO3BUTKY HUPKOBOI HEJJOCTATHOCTI BHACIIZOK paOAOMIONI3y (TaKUX SIK
CerncHcC, TINOTEH3is, 3HayHe XIpypriyHe BTpYy4YaHHS, TpaBMa, TSHKKI METa0OJIYHI, €HIOKPHHHI Ta
€JIEKTPOJIITHYHI PO31aau a00 HEKOHTPOJIBOBAaH1 CYAOMH).

Bnaue na neuinky

Axi 1 mmi iaTIOITopr 'MIT-KoA-penykrasu, po3yBacTaTWH CIi 3 OOEPEKHICTIO 3aCTOCOBYBATH
Tali€eHTaM, K1 3JJ0BXKUBAIOTh AJIKOTOJIEM Ta/ab0 MarOTh B aHAMHE31 3aXBOPIOBAHHS TIEYIHKH.
PexomennoBaHo mepeBipsATH O0i0XIMIYHI MOKa3HUKK (DYHKIIT MEYIHKU TIEpea MOYaTKOM JIIKYBaHHS Ta
yepe3 3 MicAii moToMy. 3aCTOCYBaHHsI TIpenapary po3yBacTaTUH CIIiJI MPUITMHUTH a00 3MEHIIUTH J103Y,
SKIIO PIBEHb TpaHCaMiHa3 y CHPOBATIIl KPOBI OUIbIIE HDK BTPUYI MEPEBHINYE BEPXHIO MEXKY HOPMH.
YacToTa MOBIIOMJIEHH NMPO CEPHO3HI siBUIA 3 OOKYy IMEYiHKH (MEpEeBaXXHO MPO TMiJABUIICHHS PiBHS
TpaHcaMiHa3 MEYIHKH) y MICIApeecTpaiiHui epioa Oysia OUIBIIO MPU 3acTOCyBaHH1 1031 40 Mr.

VY marieHTiB i3 BTOPUHHOIO TilIEPXOJECTEPUHEMIEID, 3YMOBJICHOIO TIMOTHPEO30M ab0 HEeGPOTHIHUM
CUHJPOMOM, CJIiJI CHOYAaTKy BHJIIKYBaTH OCHOBHY XBOpoOy, TMepHl HDK pO3IMOYMHATH Teparlito
npenaparoM Po3ynin® Ilmroc.

[Tix yac gocnipKeHpb y MaIie€HTIB, SKI 3aCTOCOBYBaJIM KOMOIHAIIIIO CTaTHH Ta €3eTUMIO, criocTepiraaocs
MOCTYIOBE MiJBUIINEHHS pPiBHIB TpaHcamiHa3z (> 3 x BMH). Ilpu npuiiomi xomGiHallii e3eTumio 3i
CTaTMHOM CJiJl TMPOBOIUTH (YHKIIOHATbHI MEYiHKOBI MPOOM Ha TMOYaTKy Tepamii Ta 3TigHO 3
PEKOMEHIALISIMU CTOCOBHO CTAaTUHY.

Paca

Hocnimkenus (GapMaKoKIHETUKH CBIYaTh MPO 3POCTAHHS €KCIIO3HUIIii y Malli€eHTIB MOHTOJIOIAHOI pacu
MpUOIM3HO BIIBIYI MOPIBHSIHO 3 €BpomeiisamMu. [l Takux Maii€eHTiB HEOoOXiJHa KOPEKIs JO3yBaHHSI
po3yBactatuHy (amB. po3aum «Crocid 3acrocyBaHHA Ta J03u», «[IpoTunokasaHHs» Ta
«PapmakoKkiHeTHKay). s malieHTiB a3iiCchbKOT pacH MOYaTKOBA JI03a PO3yBACTATHHY MOBUHHA OyTH

5 wmr. [linBuIleHa KOHLIEHTpALlisl pO3yBacTaTUHY Y IJIa3Mi KpoBi OyJsia MoMiueHa B a3iiCbKUX Malli€HTIB
(muB. po3ain «OcobauBOCTI 3acTocyBaHHA» Ta «PapMakokiHeTHKay). Ciij B3sTH 0 yBaru 30UIbLIEHY
CHCTEMHY €KCIIO3MIIII0 MPH JIIKyBaHHI NAIiEHTIB MOHTOJIOIHOT pacH, y SKMX TilepXojecTepuHeMis He
KOHTPOJIIOEThCA I€KBATHO JI03aMU pO3yBacTaTUHY 70 20 MT.

Ineibimopu npomeasu

[linBuieHa cuUCTeMHa EKCIO3UIls 70 pO3yBAacTaTHHY crocTepirasacsi B o0ci0, sKi 3aCTOCOBYBAJIU
pO3yBacTaTUH CYIYTHBO 3 PI3HUMHU IHTIOITOpaMHM TpoTea3u y NO€AHAaHHI 3 puToHaBipom. Ciifg
oOMIpKyBaTH SIK KOPHUCTh BijJl 3HM)KEHHS PIBHS JIMIAIB 3a JONOMOTOI0 IpenapaTy po3yBacTaTHHY Y
narieHTiB i3 BIJIL, ski oTpuMyIOTh 1HTIOITOPU MpPOTEa3u, TaK 1 MOKJIMBICTH MiJBUIICHHS KOHIIEHTpAIil
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po3yBacTaTUHy y IIa3Mi KpOBI Ha MOYATKy Tepamii Ta NpU MiABUILEHHI JO3M pPO3yBAaCTaTUHY Y
MAIIEATIB, SIKI OTPUMYIOTH 1HTi0ITOpU TpoTeasu. OMHOYACHE 3aCTOCYBAaHHS Mpenapary 3 iHribiropamu
NpoTeas HE PEKOMEHAYETHCS, SIKIIO J03a PO3yBaCTaTMHY HE CKOpuroBaHa (muB. po3ainr «Crocid
3aCTOCYBaHHS Ta J03W» Ta «B3aeMois 3 IHIIMMHU JTIKAPCHKUMH 3ac00aMU Ta 1HIIT BUAW B3a€MOIII).
Inmepcmuyianvrua x6opoba ne2ens

[Tin yac 3acTocyBaHHs NESKUX CTAaTHHIB, OCOOJMBO NPH TPHBAJIOMY JIIKyBaHHI, MOBIJOMIISUIOCS TIPO
BUHSATKOBI BUIAJKU IHTEPCTULIIAIBHOT XBOpOOH JiereHb (nuB. po3ain «I[lobiuni peakirii»). [lo mpossis
i€l XBOpoOM MO’KHA BITHECTH 3aJHIIKY, HENPOAYKTUBHHUI Kallledb Ta 3arajibHe IMOTIPIICHHS CTaHy
(cTOMITIOBaHICTh, 3HIDKGHHS MacH TUTa Ta Tapsdka). Y pasi Migo3pu Ha IHTEPCTUIIAIBHY XBOpPOOY
JIeTeHb 3aCTOCYBaHHS CTATHHIB CIIiJ] IPUITMHUTH.

Llyxposuii diabem

Jleski ¢akTé cBimyaTh, U0 CTaTUHH HiIBUIIYIOTH PIBEHb TJIIOKO3M B KPOBI Ta y JESKHUX MAIiEHTIB 3
BHCOKHUM PH3UKOM PO3BUTKY MIia0eTy MOXYTh CIHPHUYUHATH TiNeprilikeMilo, ska mnoTpeOyBaTume
nikyBaHHs. 1[0 3arpo3y, oJHaK, EPEBHUIILY€E 3HIKEHHS PU3UKY CYIHMHHUX MOPYIIEHb MIPH 3aCTOCyBaHHI
CTaTHHIB, 1 TOMY BOHa He Ma€ OyTH MIACTaBOIO JUIsl NPUIMHEHHS Tepamii cTaTMHaMU. 3a MalleHTaMU
rpynu pusuky (piBeHb TMIOKO3M Hatme 5,6-6,0 Mmoms/n, imgekc macu Tima (IMT) > 30 xr/m?,
MIABUIIEHUN PIBEHb TPUIIIILEPUJIIB, apTepiajibHa TINEePTeH31s) CIiJi BCTAHOBUTHU SK KIIHIYHUM, TaK 1
010XIMIYHHUN KOHTPOJIb 3TTHO 3 HAI[IOHATbHUMHM 1HCTPYKLIISIMHU.

VYV nmocmimkenni JUPITER 3apeectpoBana 3aranmpHa yacToTa IIyKpOBOTO Jia0eTy craHoBmia 2,8 % y
rpymi npuiiomy posyBacTaTuHy Ta 2,3 % — y rpyni 1uiane0o, MepeBakHO Yy MAIlEHTIB 13 pIBHEM
TJIFOKO3M HaTIIE Big 5,6 10 6,9 MMOJIB/JI.

Sk 1 npu 3acrocyBanHi iHmUX iHriGiTopiB I'MI'-KoA-penykrasu, mpu 3acTocyBaHHI pO3yBacTaTHHY
crioctepiraiocsi 3poctanHs HDALC Ta piBHIB IIIOKO3M y CHpOBATIi KpPOBi. Y JESKHX BUMAIKAX IIi
MOKa3HUKH MOXYTh TEPEBUIIYBAaTH TPAHWYHE 3HAYCHHS [UIA JIIArHOCTHKH IIYKpPOBOTO Jiabery,
HacamIepe]| y Hali€eHTiB 3 BUCOKUM PU3UKOM PO3BHUTKY Jialery.

Po3ynin® Ilmroc sk MOHOTEpariss He CIPUYUHSE 3HIKCHHST 0a30BO1 KOHIIEHTpAIlli KOPTHU30JIy TUTa3MU
KpOBi 1 HE BIUIMBAE Ha Pe3epB HATHUPKOBUX 3ay103. HeoOXximHa 0OEpeXHICTh Yy pa3l OJHOYACHOTO
3acTocyBaHHs mnpenapary Po3ymin® I[lmoc Ta HIMUX JIKapChKUX 3ac00iB, 3MaTHUX 3HWIXKYBATH PiBHI
a00 aKTUBHICTh CHJIOTEHHUX CTEPOIMHMX TOPMOHIB, HANPHUKIA] KETOKOHA30JIy, CIIPOHOJAKTOHY Ta
LHUMETHMHY.

3acmocyearnns y nepioo eazimuocmi abo 200Y8anHsL 2pyO0r0.

Po3ynin® Imtoc mpoTuioka3anuil y nepioj BarirHOCTI a00 TOyBaHHS TPYIIO.

JKiHkam penpoyKTUBHOTO BIKY CJIiJl BAKOPUCTOBYBATH HaJICKHI 3aCO0M KOHTPAIICTIIII].

VY pasi HeoOXiTHOCTI JIIKYBaHHS KIHKH, SKa TOIY€E TPYAA0, CIIiJl BUPIIIMTH MUTAHHS TIPO MPUITUH CHHS
IPyIHOTO BUTOJOBYBAHHSI.

30amuicmy  enausamu Ha WEUOKICMb peaxyii npu KepyeaHHi aA8MOMpPAHCNOPMoOM abdo [HWUMU
MexaHizmamu.

Jlocnimkens BrunuBy npenapary Posymin® ITmoc Ha 31aTHICTh KepyBaTH aBTOMOOLIEM Ta TIPALIOBATH 3
MexaHi3MamM# He npoBoawiH. [Ipu kepyBaHHI aBTOTpaHCIOPTOM ab0 POOOTI 3 IHIIMMHU MeXaHI3MaMu
CJIiJ BPaXOBYBAaTH MOXIJIMBICTh 3alIaMOPOYEHHS Y MEPIOJI JTIKYBaHHS.

Cnoci6 3acmocysanna ma 0o3u.

[lepen mouaTKOM JIIKyBaHHS MAIiEHTY CIiJ MPU3HAYUTH CTaHJAPTHY XOJECTEPUHOZHIKYBAIIbHY JIETY,
SKOI CITiJi TOTPUMYBATHUCh 1 IPOTATOM JiKyBaHHsA. J[03y ciij migdupaTy iHAUBINYadbHO, 3aJI€XKHO Bij
MeTH Tepamii Ta eeKTHUBHOCTI JIIKYBaHHs, BPaXOBYIOUM PU3MK MOOIMHMX peakuiil i JOTPUMYIOUHCH
YMHHUX PEKOMEHAAIIH.

Komb6iHOBaHe JiKyBaHHSA CIiJi TOYMHATH TUIBKM IICAS BHU3HAUEHHS MNOTPIOHOrO J/103yBaHHS
po3yBacTaTuHy a00 000X KOMIIOHEHTIB Mpenapary.

Kopekuito 1031 MOKHA MPOBOAUTH MiCIis 4 THXKHIB Tepartii.

PexomenioBana 1060Ba 103a — 1 Kancyrna, siky IpuiMaroTh He3aJIeKHO BiJ MpUiioMy bxi.

11



Po3ynin® Ilmoc He 3aCTOCOBYIOTH SIK TiHOJIiNigeMiuny Tepariio nepmoi ninii. Kancymu Posynin® Imoc
10 mr/ 10 mr i 20 mr/ 10 Mr He 3aCTOCOBYIOTH JUIS JIKYBaHHS MAIli€HTIB, SIKI MOTPEOYIOTH 103y
po3yBactatuny 40 mr.

Posynin® Ilntoc cnin npuitmMaTy 3a > 2 roaunu 10 abo 4epes > 4 TOAMHY HiC/s HPUHOMY CEKBECTPAaHTA
KOBUHHX KHUCIIOT.

Ilepsunna cinepxonecmepuremis.

Posynin® Ilmoc mpuiitmarots 1 pa3 Ha 100y, yBeuepi, He3alexHO Bif npuiiomy Pxi. Jlo3y mpemapary
niI0MpPaloTh HAWBITYaIbHO 3 OTJIsILy Ha movaTkoBuil pieHs XC JIITHILL, mery nikyBaHHS Ta KIIHIYHY
BIJIMOBi/Ib XBOPOTO HA TEPAITil0, 1[0 MPOBOJIUTHCS.

Hiamazon 103 cranoBuTh Bix 10 mr/ 10 mr 1o 40 mr/ 10 mr Ha 100y. 3a3Buyail Mo4aTKOBa TEPANICBTUIHA
no3a cranoButh 20 Mr/ 10 mr Ha 100y a60 40 mr / 10 mr Ha noOy. [Ticns moyarky JTiKyBaHHS a00 Ha eTari
ninGopy no3u mpenapary Posymin® Ilmoc piBeHb HimimiB KpoBi CITij KOHTPOJIOBATH 3 iHTEPBAIOM HE
MeHIIe 4 THKHIB Ta ITPU HEOOXITHOCT1 IIPOBOAUTH KOPEKITIFO JIO3H.

THayienmu nimuvo20 8iK).

[TamieaTam BikoM > 70 pokiB pEeKOMEHIYeThCS TOYATKOBAa J03a po3yBacTatuHy S5 wMr. Llei
KOMOIHOBaHMI IpenapaT He 3acTOCOBYIOTh K Tepamito nepinoi JiHii. KomOiHOBaHy Tepamiio ciin
MMOYMHATHU TUIBKM MICHS M1I00pY MiIX0AAI01 03U pOo3yBacTaTUHY a00 000X KOMIIOHEHTIB.

Jlozysanmns Ons nayienmie 3 nOpyueHHIM QyHKYii HUpOK

Hemae HeoOXiqHOCT1 y KOpEKIIl 03U Ul MAli€HTIB 3 JIETKUM Ta MOMIPHUM MOPYILIEHHSAM (QYHKIIIT
HUpOK. PexoMeHnoBaHa MoYaTKOBA J03a IS TAIIEHTIB 3 TOPYIICHHSIM (YHKIIT HUPOK TMOMIPHOI
TSKKOCTI (KJIIpeHe KpeaTHHIHY < 60 MJI/XB) CTAHOBHUTH 5 MTI' pO3yBacTaTUHY.

®ikcoBaHy KOMOIHAIII0 HE 3aCTOCOBYIOThH SIK Tepamito nepiuoi JjiHii. KomOiHOBaHe HiKyBaHHS CIil
PO3MOYMHATH TUIBKH MICJIS MI00PY MIIXOISIIOr0 03yBaHHS pO3yBacTaTUHY a00 000X KOMIOHEHTIB.

Kancymu Posymin® ITmoc 40 mr/ 10 Mr mpoTHIIOKAa3aHO 3aCTOCOBYBATH TAIICHTAM 3 TOPYIIEHHIM
(GyHKIIT HUPOK MOMIPHOT TsDKKOCTIL. [lamieHTaM 3 TSHKKUM MOPYIICHHSM (YHKI[T HUPOK 3aCTOCYBaHHS
pO3yBacTaTUHY NPOTHUIIOKA3aHO y OyAb-IKHX J103aX.

Tlayiecnmu 3 neuinkosow HedoCmamHicmio.

JIst mariedTiB 13 TMEYIHKOBOKO HEIOCTATHICTIO JIETKOTO cTymeHs (5—6 OamiB 3a mkanoro Yaitnma—I1’10)
KOpEKIlis 1031 He moTpibHa. Po3ymin® ITmoc He peKOMEHIOBaHMIA TAIlieHTaM i3 moMipHOIo (7-9 Ganis
3a mkanoro Yainma—II'10) abo Tsokkoro (Outeme 9 OanmiB 3a mkanow Yaitmma—I1'r0) mediHkoBOO
HejlocTaTHICTIO (ymB. po3min  «Oco6muBOCTi  3acTocyBaHHs»). Posynin® Ilmoc mpoTHIOKa3aHHit
Hali€eHTaMm 3 TOCTPUM 3aXBOPIOBAHHSM MEYIHKH.

Paca

VY narieHTiB MOHIOJIOITHOI pacH CHoOCTepirajach MiJBHUILEHA CUCTEMHA EKCIO3MIlil pO3yBaCTaTHHY.
Pexomen10BaHa noyaTKoBa 033 PO3yBacTaTHHY JUIS MAIIEHTIB a31MChKOrO MOXO/KEHHSI CTAHOBUTH 5
MT.

Po3ynin® Ilmoc He 3aCTOCOBYIOTH SIK TiMoJiMiAeMiuny Tepamito nepioi ainii. Kom6iHoBane nikyBaHHs
CIIIJI PO3MOYMHATH MICIs MiA00PY HEOOX1THOTO AO3YBaHHS PO3yBacTaTUHY a00 000X KOMIIOHEHTIB.
P03ynin® [Tmroc 40 mr/ 10 Mr namieHTaM MOHTOJIOITHOT pacu MPOTUITOKAa3aHUH.

I'enemuunuii nonimopizm

Binomo, mo Aeski TUMK TEHHOTO MOMIMOPGI3MY MiABUIIYIOTh CHUCTEMHY Ail0 po3yBactatuny. s
MAIIEHTIB 13 BCTAHOBJICHOIO MPUCYTHICTIO JIESAKUX THIIIB MOJIMOP(]I3MY PEeKOMEHIYETHCS 3aCTOCYBaHHS
6inbIn HU36KOT 1060BOT 1031 Po3yminy® ITmoc.

Jlo3yeanus 013 nayicHmi 3i CXUILHICMIO 00 PO3BUMKY MIOnAmii.

PexomeH10BaHa MOYaTKOBA J103a PO3yBAaCTATHUHY JJs MALIEHTIB 31 CXMJIBHICTIO 10 PO3BUTKY Mionatii
CTaHOBUTH 5 Mr. DikcoBaHy KOMOIHAIlIIO HE 3aCTOCOBYIOTH SIK TIHOJIMIIEMIUHY Teparito Mepoi JiHii.
Komb6iHOBaHe JiKyBaHHS CIIil pO3MOYMHATH MICHS Mi00PY HEOOX1THOTO 103yBaHHS pO3yBacTaTUHY abo
000X KOMITOHEHTIB.

Po3ynin® Imoc 40 mr/10 Mr namieHTaMm 3i CXMJIBHICTIO 10 PO3BUTKY MiONaTii IPOTUMOKA3aHHIA.
3acmocysanna 3 iHWUMU NIKAPCOKUMU 3ACOOAMU.

Po3yBactatun € cyOctpaToM st pi3HUX TpaHcmopTHux OuIkiB (Hampukmnag OATPIBI ta BCRP).
Pusuk mionatii (BKII0OUaroun pabaoMiodis) migBHILyeTbCS PH 0JHOYACHOMY TIpuitoMi Posyniny® ITmoc
pa3oM 3 MEeBHUMH JIIKAPCHKUMHU 3aco0aMH, 3aTHUMH MiJIBUIYBATH KOHLEHTPALI0O PO3YBacTaTUHY Y
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IUTa3Mi KpOBI 4Yepe3 B3a€MOJII0 3 UMM TPAHCIIOPTHUMH OUTKaMU (TaKUMH SK LUKIOCHOPHH Ta JESKi
iHTi0iTOpKM TpOoTeas3u, BKIOYArOYM KOMOIHAIlli pPUTOHABIpy 3  araHa3aBipoMm, JomMiHaBipoMm Ta/abo
TUNpaHaBipoMm). MoKHa pO3IJISHYTH albTEPHATUBHE JIIKYBaHHS 1, SKIIO HEOOXITHO, THUMYacOBO
NPUNMHUTY JiKyBaHHs Posyninom® I[Tmoc. V cutyaisx, KoM 0JHOYACHOTO BBEJECHHS IUX JKAPChKHUX
3aco6iB pasoM i3 Posyninom® ITmoc yHHKHYTH HEMOXKIIMBO, TIOTPIOHO 3BaKyBaTH BCi IepeBaru Ta
PHU3HKH CYMYTHBOTO JIKyBaHHs Ta PeTejbHO Minoupatu 103y Posyniny® Ilmoc.

Jimu.
Besneka Ta edekTuBHiCTH 3acTocyBaHHs Posymimy® Ilmoc 1iTAM He BHBUamaca. 3acTOCOBYBATH
MIPOTUIIOKA3aHO.

Ilepeoo3ysanns.

CrnemmdiyHoro JiKyBaHHS TNiepefo3yBaHHs HeMmae. JIiKyBaHHA CHMIITOMAaTHYHE, PEKOMEHIYETHCS
nigTpuMyBasibHa Tepanis. I[loTpibeH KOoHTposib (QyHKLII MEYiHKM Ta PIBHIB KpeaTHHPOCPOKiHA3U
(K®K). ManoimoBipHO, 110 TeMo/1iaii3 0yae eeKTHBHUM.

IHo6iuni peakuii.

3 60Ky Kpogi ma nimgpamuynoi cucmemu. TPOMOOITUTOTICHIS.

3 60Ky iMyHHOI cucmemu’: peaKIlii TIIepYyTINBOCTI, B TOMY YUCII1 AaHTIOHEBPOTUYHUHN HAOPSIK.
EnookpunHi po3naou: yKpoBHii fiabet’.

Tcuxiuni poznadu: nenpecis.

3 6oky Hepeosoi cucmemu: TOJIOBHUN OUlb, 3allaMOpPOYEHHS, IMOJIHEBpONATisi, BTpara Iam ATi;
nepudepruyHa HEBpOMaTisl, pO3Jaau CHY (B TOMY YMCII1 O€3COHHS Ta HIYHI KOIIIMapH).

3 60Ky opeanie OuxanHs, epyOHOI KIimKy ma cepedoCminHs . Kallelb, 3a/IUIIKa.

3 6oky mpasHoi cucmemu: 3amop, Hy0Ta, abJOMIHATBEHUN OUTh, TAHKPEATHUT, Jiapes.

3 boky eenamobiniapnoi cucmemu. TMIBUICHHS PIBHS NMEYIHKOBUX TPaHCAMIHA3, JKOBTSHHIS, TCMATHUT.

3 6oky wxipu ma niOwKipHoi Kiimkoeunu: CBEpODK, BHUCHII, KpOMHUB’sHKA, cuUHApoM CTiBeHca —
J>xoHCOHa.

3 60Ky ckenemuoi mMyckyramypu ma Cnoay4HOi MKAHUHU: MIaiTis, MiomaTis (B TOMY YHCII MIO3HT),
pabIomiodi3, apTpalIris, MOPYIICHHS 3 00Ky CyXOXKWJIb, IHKOJIM YCKJIQJHEH]1 pO3pUBaMH,
IMYHOOTIOCepeIKOBaHa HEKPOTUYHA MIOTIATIA.

3 60Ky HUpOK ma ceyo8uinbHOI cucmemu. TEMaTypis.

3 60Ky penpodykmusHoi cucmemu ma MOJIOYHUX 34103 . TIHEKOMACTIA.

3acanvhi poznadu: acteHis, HaOpSK.

! Yacrora 3anexuTh Bix HasBHOCTI (paKTOPIB PH3MKY (PiBEHD TIIFOKO3M HATIIE > 5,6 MMoas/1, IMT > 30
Kr/M?, TIiIBUIIEH] PiBHI TPUTIiLEpHAIB, apTepianbHa TiNepTeH3is B aHaMHe31).

SAx 1 nmpu 3actocyBanHi iHmuUX iHriditopie 'MI'-KoA, dacroTa HeOakaHMX peakilii Mae TEHJICHIIIIO
3aJIE)KaTH BII IO3H.

Bnaus na nHupxu

[Ipoteinypis, BusiBIEHa Yy pe3yabTaTi aHamily 3a TECT-CMYKKaMH, IMEpPEeBaXHO KaHAJIbLIEBOTO
MIOXOJUKEHHS, CllocTepirajacs y MalieHTiB, K1 3aCTOCOBYBAIM pPO3yBacTaTWH. 3MIHM BMICTy Ollka y
cedi Bif Hyas a0o cCiifiB 10 3HaueHHS ++ abo Outblie crnoctepiranucsa B < 1 % maiieHTiB y AesKUX
YacOBHX TOYKaX Y X0/l 3acCTOCyBaHHs mpenapaTy B qo3ax 10 ta 20 mr i nmpubnusno y 3 % — mnpu 1031
40 mr. HeBenuke 30UIbIIEHHS YacTOTH 3MIHM BMICTy Oinka Bim Hyds abo CHiliB A0 3HAYEHHS +
cioctepiranucs npu a031 20 mr. Y OUIbIIOCTI BUIAJAKIB MPOTEIHYpis 3MeHIIyBajgacs abo 3HUKala
CIIOHTAHHO TP MPOJOBXKEHHI Tepamii. 3a JaHUMHU JOCHIIKEHb Ta TMOCTMAPKETHHTOBUX CHOCTEPEKEHD
Ha I[efl Yac HE BHSBJICHO NPUYMHHO-HACTIIKOBOTO 3B’S3Ky MUK MPOTEIHYpi€l0 Ta TOCTpUM abo
MPOTPECYIOYHUM 3aXBOPIOBAHHSIM HUPOK.

Ha Tni 3actocyBanHs mnpenapary Posymin® Ilmroc Bim3HaueHO BHIAAKU TeMaTypii; 3a JaHUMU
KIIHIYHUX JOCHIIKEHD, YacToTa ii Maja.

Bnnue na ckenemmny myckynamypy

VYpaxkeHHs1 CKeJNeTHOI MYCKyNaTypH, Taki K Mianrii, miomaTis (B TOMY 4YHCIi MIO3MT), Ta 3piIka
pabaoMioJIi3 13 TOCTPOIO HUPKOBOIO HEJOCTaTHICTIO abo Oe3 Hei Oynu BiA3HAuYeHI1 NMPH 3aCTOCYBaHHI
Oyap-sikux 103 Po3yniny® Ilmtoc, ocodmuBo mpu qo3ax > 20 Mr.
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VY marieHTiB, SKI NpUMMaId po3yBacTaTHH, CIOCTEpiranocs no3o3aiexHe 3poctaHHs piBHIB KK; y
OUIBIIOCTI BHMAJKIB sIBUIIE OylO CIIa0KMM, acUMOTOMAaTHYHMM Ta TuM4acoBuM. Skmo piBHi KK
nixsuieHi (> 5 x BMH), nikyBaHHs citiJf npunuHATH (AUB. po3ai «OCOOIMBOCTI 3aCTOCYBAHHSD).
Bnaue na neuinky

Sk 1 mpu 3acTocyBanHi iHmMX iHTi0iTOpiB I'MI'-KOA-peaykra3u, y HeBenTUKOI KUTBKOCTI MAII€HTIB, K1
npuiiMany po3yBacTaTHH, BiI3HAYAIOCA J10303aJIe)KHE 30UIBLICHHS PIBHS TpaHCaMmiHa3; y OUIBIIOCTI
BUIIQIKIB siBHILE OyI0 c1a0KuM, aCHMITOMAaTHYHUM Ta TUM4YacoBUM. [Ipu 3acTocyBaHHI po3yBacTaTUHY
TaKOX BiJ3Ha4anocs migsumieHHs pisHiB HDALC.

Ha 1711 3acTocyBaHHS JesIKUX CTaTHHIB BiI3HAYAIIMCS TaKi HeOaxaHi SBUIIA: PO3JIaJ CTaTeBO1 PyHKIIIT;
OKpeMi BUNAJIK{ IHTEPCTHUIIaIbHOI XBOPOOW JIeTeHb, OCOOIMBO NPU TPHUBAJIOMY 3aCTOCYBAaHHI (IUB.
po3in «OcoOIMBOCTI 3aCTOCYBAHHS).

YacroTa MOBIIOMJICHb PO PabaoMioIi3, cepifo3Hi MOpyIIeHHS 3 OOKY HUPOK Ta MEUYiHKH (IIepPEeBa’KHO
MIABUIICHHS aKTHBHOCTI TICUIHKOBHUX TpaHCaMiHa3) OUTbINA IIPH 3aCTOCYBaHHI Ipemnapaty B 1031 40 mr.
VY nmporeci micaspeecTpaniitHoro 3acTocyBaHHSI KOMO1Hallli po3yBacTaTUHY / €3eTUM10y 11eHTU(IKOBAHO
Taky HeOa)xaHy peakilifo, sIK JieTalbHa Ta HEJETallbHA TEYIHKOBA HEAOCTaTHICTh. OCKUIBKHA MPO IO
peaxiio MOBIIOMIISUIOCS CIIOHTaHHO, 1 PO3MIp MOMYJSII HEBU3HAUEHUH, HEMOXKIIMBO JOCTOBIPHO
OIIIHUTU 1i 4acTOTy a00 BCTAHOBUTHU HASBHICTh NMPUYMHHO-HACIIIKOBOIO 3B’SI3KYy 13 3aCTOCYBaHHSIM
npenapary.

3pigka MOBIIOMIISUIOCS TNMPO MNOPYUIEHHS KOTHITUBHUX (YHKIIM (HampuKiIajg MOTIPIIEHHS aM’sTi,
3a0ybKyBaTICTh, aMHE3isd, TOTIPIICHHS TMaM'dTi, CIUIYTaHICTh CBIAOMOCTI), IO AacCOIIOIOTHCA 13
3aCTOCYBaHHSAM cTaTuHIB. [Ipo Taki KOTHITHBHI NHpoOJieMH TMOBLAOMISUIOCA y 3B’S3Ky 3 yciMma
CTaTMHAaMHU. SIBuUIIA, PO SIKi HAEThCS Y MOBIAOMIICHHSX, 3a3BMUYall MalOTh JIETKUNA XapakTep 1 MUHAIOTh
MICJST BIAMIHM CTaTHHIB; pa3oM 3 TUM IPOXOJATh PI3HUHM Yac A0 MOSBM CUMOTOMIB (Bix 1 1oHS 10
KUTPKOX POKIB) Ta JI0 3HUKHEHHSI CUMIITOMIB (Me/iaHa — 3 THXKHI).

Tepmin npuoamnocmi. 3 poOKu BiJl AaTH BUPOOHMIITBA TIEPIIOT TAOIETKH, K1 MICTATHCS B KarlCyJi.

YMoBH 30epiraHus.
36epiratu npu Temneparypi He Buie 30 °C y He1oCTynmHOMY JUTsl TITeH MiCIIi.

YnakoBka.
ITo 10 kancyn y 6uictepi; mo 3 GiicTepu y KapTOHHINA KOPOOII.

Kareropis Bignmycky. 3a peuenrom.

BupooHuk.
3AT ®apmarnesrrunuii 3aBoja EI'IC.

Micue3naxoa:keHHsI BAPOOHHUKA Ta MO0 aapeca Micusi NPOBasKeHHS JislJIbHOCTI.

9900, m. Kepmenn, Byn. Martsim kipait, 65, YropumHa.
1165, m. bynanemr, Byn. bekenndenni, 118-120, Yropiuna.
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