IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

MEPTEHIJI

(MERTENIL®)

CKnao:
ditoua peyosuHa: po3yBaCTaTHH;

1 TabneTka MicTUTh po3yBacTatury 5 Mr, 10 mr a6o 20 mr, mo ekBiBaneHTHO 5,2 Mr, 10,4 mMr abo
20,8 Mr po3yBacTaTUHY KaJblIiio;

0onoMidCHI peuoBuUHU: TAKTO3W MOHOTIAPAT, I1eJII0/103a MiKpOKpUCTasligyHa, MarHilo TiTPOKCHU],
KPOCITIOBiIOH, MarHito cTeapart; IIiBKOBa 000JI0HKA: CIUPT MOJiBiHiTOBUY, TuTaHy miokcum (E 171),
MaKpOTOJI, TaJlbK.

JIikapcbka ¢opma. TabmeTKH, BKPUTI IITiBKOBOIO 000JI0HKOIO.

OcCHOBHI (pi3uKo-XiMiuHI 81aCMUBOCMI:

MeprTeHin, TabneTKy, BKPUTI ITiIBKOBOIO 06010HKOI0, 110 5 Mr: 6ii abo Matizke 6ifti, KpyTiti, OBOOIYKJTi
TabNeTKH, BKPUTI IIiBKOBOIO 000JI0OHKOIO, liaMeTpoM IpubIKU3Ho 5,5 MM. 3 ofHOTO OOKY TabJIeTKH €

rpaBitoBaHHSA «C33».

MepTeHin, TabneTKy, BKPUTI I1iIBKOBOIO 06010HK010, 110 10 Mr: Gini ab6o Maiixke Oimi, KpyTi,
IBOOMYKJIi TaONeTKy, BKPUTI IJIIBKOBOIO 000JI0HKOI0, JiaMeTpoM Npubau3Ho 7 MM. 3 OHHOTO OOKY

TabNeTKY € rpaBifoBaHHsA «C34»,

MepTeHin, TaOneTKN, BKPUTI IIiIBKOBOIO 06010HKO10, 110 20 MT: Oini abo Maiixke Oimi, KpyTi,
IOBOOMYKJI TaONeTKH, BKPUTI MTiIBKOBOIO 000JI0HKOI0, miaMeTpoM mpubau3Ho 9 MM. 3 0IHOT0 OOKY
TabNeTKY € rpaBifoBaHHsA «C35».

dapMmakoTepaneBTHYHA rpyna. ['inonimigemiuni 3acobu, MoHOKOMIIOHEHTHI. [HribiTopu I'MI-KoA-
penykrasu. Po3yBactatul. Kog ATX C10A AOQ7.

®apMaKoIOriyHi BJIaCTHBOCTI.
®apmakoOuHamika.

MexaHi3m 0ii. Po3yBacTaTHH € CeJIeKTUBHUM i KOHKypPeHTHUM iHribiTopom 'MI'-KoA-pengykrasu,
(bepMeHTYy, 110 BU3HAYa€ MBUIKICTh Peakllii Ta MePeTBOPIOE 3-TiIPOKCU-3-METUNTIIOTAPUIIKOEH3UM A



Ha MeBaJIOHAT, IKUM € MOIepeHUKOM XojiecTepruHy. OCHOBHUM MicClleM [iii po3yBacTaTUHY € IediHKa
- MillleHb il Ipenaparis, 10 3HUXKYIOTh PiBEHb X0IeCTepuHy. Po3yBacTaTuH MifBUIY€E KiTbKICTh
petnienitopiB JITTHII Ha moBepxHi KJTITHH MeYiHKH, IOCUIIOIOYHN 3aXOIJIeHHs Ta KaTabosmi3m JITTHII, i
npurHivye curtes JIIITHII B eviniy, TOMy 3HUXKY€ 3arajabHy KijbKiCTb 4acTUHOK JITTIHIII i
JITTHII,.

®apmakoduHamiuHa 0is

PosyBacTaTuH 3HUXKYE NigBUILIEHUM piBeHb X0necTepuny-JITTHII, 3aranbHOr0 X0IECTEPUHY Ta
tpuriitepupis (TT), migBuiye piBHi xonectepuny-JIIIBIL. Bin Takox 3MeHInye piBHi AioB, XC-
HeJITIBII, XC-JITIOHII, TT-JITIOHII Ta nigpuinye piBeHb AnoA-1. Po3yBacTaTul 3MeHIIIye
cuiBBimHomenHsa XC-JITTHII/XC-JITIBII, 3aransHoro XC/XC-JITIBII, XC-ueJITIIBII/XC-JITIBIII Ta
cruiBBimHOmeHHS AnoB/AmoA-I.

Bigmosigs Ha mO3y y MAalli€HTIiB i3 TePBUHHOIO TinepxojiecTepuHeMielo (tum Ila ta IIb) (Bimkopurosana
cepenHsd BiICOTKOBA 3MiHa MOPIBHSHO 3 I0YAaTKOBUM pPiBHEM)

Mo3a N XC-JITHMBaraisauifXC-JIIBIITT XC-ueJIIIBIIJAnoB  |AnoA-I
XC

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

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

10 mr 17 -52 -36 14 -10 -48 -42 4

20 mMr 17 -55 -40 3 -23 -51 -46 5

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

TepaneBTuuHuM ePeKT MPOABIIETHCS MMPOTSITOM OJHOTO TUXKHS IIiCIIS ITOYaTKY Teparlii, yepes 2
TUXKHI JTIiKyBaHHS edeKT pmocsarae 90 % Bim MakKCUMalbHO MOXKINBOT0. MakcuManbHUU eheKT, K
IIPaBUJIO, JOCATAETHCS yepe3 4 TUXKHI Ta MIATPUMYETHCS ITiC/Is L[bOTO.

dapmakoKiHemuxka.
AGcopObirisi. MakcuMasbHa KOHIIEHTPAIisS pO3yBacTATHHY B IIJIa3Mi JOCSATAETHCS IPUOTU3HO Yepes

5 TOOMH IIiCIIsl TEPOPAIbHOT0 3aCTOCYBaHHS. AOCOMIOTHA 0i0OMOCTYIIHICTL CTaHOBUTH MPUOMMU3HO 20
%.

Posmnopin. Po3yBacTaTuH 3HaYHUM YMHOM 3aXOIUTIOETHCS NEYIiHKOIO, SIKA € OCHOBHUM MiCIIEM CHHTE3Y
X0JIeCTePUHY Ta KiipeHcy xonectepuny JITTHII. O6’em po3mominy po3yBacTaTHHY CTaHOBUTH
npubnusno 134 1. [Tpubnusno 90 % po3lyBacTaTUHY 3B’I3Y€EThCS 3 OiIKaMu I1a3MU KPOBi,
nepeBaxkHO 3 alibOyMiHOM.

Biorpancdopwmariisi. PodyBacTaTus nifgmaeTscs oOMexkeHoMy MeTaboiamy (mpubnussuo 10 %).

HocnimxeHHST MeTa00Ji3My 3 BUKOPUCTAHHSIM JIIOICHKUX T'elIaTOLUUTIB in Vitro BKa3ywoTh, 110
pO3yBacTaTHH € cllabkuM cybcTpaToM, s MeTaboi3aMy dhepMeHTaMu CUCTeME IUToXxpomy P450.
CYP2C9 € ocHOBHUM i30hepMeHTOM, SIKUM Oepe y4acTh y MeTabomi3Mmi, Toxi sk i3opepMeHTH
CYP2C19, CYP3A4 ta CYP2D6 3anyueHi y MeTab0i3M MeHII00 Mipoio. OCHOBHI MeTaboiTé - N-
OEeCMEeTHUII Ta TaKTOHOBI MeTaboiTu. N-mecMeTun-metadomitT npubnu3no Ha 50 % MeHII aKTHBHUH,
HiX PO3yBacTaTHH, TOMI SIK JIaKTOHOBI MeTaboiT! hapMakosoriyno HeakTuBHi. binbie 90 %
(bapMakosoTiyHol aKTUBHOCTI 11000 iHriOyBaHHS 1upKymoo4doi [MI'-KoA-penykrasu 3a0e3medyeThCst
PO3yBaCTaTUHOM.

Busenenns. [Tpubnusno 90 % Bim mpUMHATOI 103U PO3yBaCTaTUHY BUBOOUTHCS 3 OPraHi3My y



HEe3MiHEHOMY CTaHi 4epe3 KUIIeYHUK (BK/II0oUalyu abcopOoBaHuil Ta HeabcopOoBaHMM
po3yBacTaTHH), a YaCTUHA, 1110 3a/IUIIIIAcs, BABOOUTLCS Y HE3MiHEHOMY BUTJISAI HUPKaMU.
[Tpubnu3Ho 5 % BUAINAETHCS i3 ceueto B He3MiHeHOMY BUTIsAni. [lepion HamiBBUBEIEeHHS i3 IIa3Mu
(T,,) ctaHOBUTH 19 roguH i He 3poCTae IPU 3aCTOCYBaHHI BULIUX 03 IpenapaTy. CepenHs
reoMeTpUYHa BeJIMYMHA KIIiPEHCY IJIa3MM CTaHOBUTD mpubau3Ho 50 ni/roguny (KoedilieHT Bapiarrii
21,7 %). 9k i y Bunagky 3 inmmmu inribitopamu 'MI-KoA-penyKkTa3su, y Ipoliec Ie4iHKoBOT0
3axOIIJIEHHST PO3yBaCTaTUHY 3anydyeHnit MeMOpanuuit nepeHocHuK OATP-C. Lleit mepeHOCHUK
Biflirpa€ BEJIUKY pOJIb Y BUBENEHHI PO3yBacTaTUHY [1€YiHKOIO.

JlinitiHicTh. CuCcTeMHA Iis po3yBacTaTUHY 30iMbIIYETHCS MIPOMOPLIMHO A03i mpenapary. 3MiH
(bapMaKOKiHETUYHUX ITapaMeTpiB IIpU MPUoMi ITpenapary feKiibka pa3iB Ha 0o0y He Biil3HaYa€ThCS.

Oco06nuBi Tpyny NallieHTiB

Bik i cmamyb. He 6y10 BUSIBJIEHO KJIiHIYHO 3HAYYLIOT0 BIJIUBY BiKy Ta CTaTi Ha papMaKOKiHETUKY
po3yBacTaTuHy y gopociaux. EXCrio3ulisa y giTei Ta mifjIiTKiB i3 reTepO3UTr0THOK CiMENHOI0
rinepxonectepuHeMieio Oyia momi6HoI0 abo HHUXKY0I0 eKCIIO3HIIil ¥ JOPOCIuX N0OPOBOIIbLIIB (IUB.
HUXKYE pOo3Tin «Jlitu» ).

Paca. TlopiBHANBHI HoCHifXKeHHS hapMaKOKiHETUKHY ITOKa3anu 30inbileHHs IPUOIU3HO V¥ 2 pa3u
cepenuboro 3HadeHHs AUC i C,,, y TallieHTiB MOHT0/I0igHOI pacH (IMOHIN, KUTauI, Qimimini,
B’€THaMIIi i KOpewuIli) MOPiBHSIHO 3 MOKa3HUKAMU Y IIPECTaBHUKIB €BPOIEOINHOI pacu. B iHmyciB 6yno
Big3HauyeHO MepeBulleHHs: mpudnu3Ho B 1,3 pa3a cepeguboro 3HavyenHs AUC i C,,.. AHami3
IIOKa3HUKIB (papMaKOKIHETHUKY IJI51 BCi€l JOCIiXKyBaHOl I'PYIIX MAl[i€HTiB He BUSBUB KIIIHIYHO
3HAQYYILIKX BiAMIHHOCTE! y papMaKOKiHETHUIII TperapaTy Cepefl €BPOIENIIiB Ta TEMHOIIKIpUX
MMAllieHTiB.

ITopyweHHA PyHKUil HUPOK. Y TOCTiAXKeHHi MaIli€eHTIiB 3 Pi3HUMU CTyIEeHSIMU HUPKOBO1
HeIOCTaTHOCTI IPY HUPKOBIM HELOCTATHOCTI JIETKOTO Ta IIOMIpPHOTO CTYII€HSI KOHLIEHTpallis
po3yBacTaTuHy abo N-gecMeTus MeTaboJIiTy B IJIa3Mi KpPOBi He 3MiHIOBaach. Y Nalli€HTIB 3 TAXKKOIO
HUPKOBOIO HEIOCTATHICTIO (KJIipeHC KpeaTHUHiIHY <30 MJI/XB) CIOCTepiranocs mifBUIEHHS V 3 pa3u
KOHIIeHTpallil i B 9 pa3iB migBuIeHHs: KoHLIeHTpauii N-mecMeTun MeTaboiTy B I1a3Mi KpoBi
TIOPiBHSHO 3i 3MOPOBUMU [0OPOBONIBLAME. KOHIIEHTPAIlisl po3yBaCTaTUHY B IJIa3Mi KPOBi ¥ MAli€HTIB,
sKi mepeOyBaloTh Ha reMopmiarisi, 6yma npubnusHo Ha 50 % BUIOI0, HiXK Y 370POBUX OOOPOBOJIBIIIB.

ITopyweHHA pyHKUil neviHKU. Y OOCHiAXKEeHHI IaIli€HTiB 3 PI3HUMHU CTYIIEHSIMU II€4iHKOBOI
HEJ0CTOTATHOCTi Oynu BifCyTHI faHi mpo 30i/blIeHHST CUCTEMHOI [Iii po3yBacTaTHHY Y 0Ci0 3 OLiHKOI0
7 06aniB abo HUXKYe 3a ImKasoio Yainga - [1'10. OgHak y maifieHTiB 3 ouiHKo0 8 i 9 6asiB 3a mKanowo
Yaiinga - [1'10 6y0 Big3HAUYeHO MOAOBXKEHHS CUCTEMHOI €KCII03UIil IIOHaliMeHIIIe B 2 pa3u
TIOPiBHSTHO 3 AHAJIOTIYHUM ITOKA3HUKOM V HAILi€HTIB 3 GinbIl HU3bKMMHU MOKA3HUKAMH 3a IITKAJI00
Yaiinma - [T'10. [JocBigy 3acToCyBaHHSI pO3yBaCTAaTUHY IalliEHTaM IJIS JIIKYBaHHS 0Ci0 3 MeYiHKOBOIO
HeJoCcTaTHiCTIO Bullle 9 OasiB 3a mkasnoo Yainma - I1'10 BigCcyTHiii.

I'enemuyuHul nosaimopQpiam

Po3nogin inribiTopis 'MI'-KoA-pegyKTa3u, BK/II0UYal0Yy PO3yBacTaTHH, BifOyBaeThCs 3a y4acTIO
TpaHcrnopTHux 6inkiB OATP1B1 ta BCRP. V nanienTis 3 nonximopgizmom renis SLCO1B1 (OATP1B1)
ta/abo ABCG2 (BCRP) icHye pu3uK MiIBUILIEHOI €KCIIO3UIlil po3yBacTaTuHy. [Ipyu okpemMux popmax
noniMopdizmy SLCO1B1 ¢.521CC ta ABCG2 c.421AA ekcno3sutis po3yBactatury (AUC) mipBuiieHa
nopiBHsAHO i3 reHotunamMu SLCO1B1 ¢.521TT a6o ABCG2 ¢.421CC. CnerianbHe T€HOTATYBaHHS B
KJTiHiYHi# TpakTuIl He mepenbaydeHe, aje MalieHTaM i3 TaKUM MOJIiMOP(i3MOM PEKOMEHTYETHCS
3aCTOCOBYBaTH MeHIy f000BY 03y PO3yBaCTaTUHY.



Himu

Excmo3utlig nikapchKoro 3aco0y y miTeil i3 reTepo3UroTHOI CiMEeNHOI0 TilepxoieCTEpHHEMIEI0 BiKOM
Big 10 mo 17 a6o Big 6 mo 17 pokiB nmomi6Ha abo HUKYa OO €KCIO3UIlil Y TOPOCIMX MalliEHTIB.
Excmo3autlis podyBactaTuny 0yia nependadyBaHO0 MO0 03K Ta TPHUBAIOCTI MIPUUOMY MIPOTSITOM
OinbIn HiX 2-pigHOTrO0 MEpiomy.

Kniniuni xapakKTepuCTHKH.
Iloka3aHHA.
JIiKyBaHHA 2inepxosecmepuHemii.

IopocnuM, mifgsiTKaM Ta AiTSM BiKOM Bifi 6 POKIB i3 IepBUHHOIO rinepxonecTepureMieio (tumy Ila,
BKJIIOUHO 3 CiMelHOI0 TeTePO3UTOTHOIO TillepxojiecTepruHeMielo) abo 3MilaHo0 guciinigeMieio (TUILy
IIb) s mOmOBHEHHS [0 Hi€TH, KOJIX JOTPUMaHHS OIETU Ta 3aCTOCYBaHHS iHIINX HeMeIUKaMeHTO3HUX
3aco0iB (Hanmpuknan QisMYHKUX BIpaB, 3HUXKEHHS MacH Tijla) € HEOOCTaTHIM.

[opocnuM, miamiTKaM Ta OiTAM BIKOM Bifi 6 POKIB i3 CiMEMHO TOMO3UTOTHOIO Tilepx0JIeCTePUHEMIED
SIK [IOTIOBHEHHS [0 [i€TH Ta iHIIMX JIiMigq03HUKYIOUNX 3aco0iB NTiKyBaHHS (Hampukian adbepesy
JITTHIII) a6o y Bumagkax, KOJIM TaKa Tepallis HegoCTaTHLO e(eKTHUBHA.

IIpoghinakmuka cepuego-cyOuUHHUX NOPYWEHb

3ano0iraHHs 3HaYHUM CepLIeBO-CYOAUHHUM MIOPYIIEHHSIM Y MAIliEHTIB, SKUM, 3a OLIiIHKaMH, 3aTPOXKYE
BUCOKHUY PU3UK IIE€PIIOr0 BUNAAKY CEPLEBO-CYIUHHOTO OPYIIeHHS (OUB. PO3MiN
«PapMakogmHaMiKa»), IK DOTIOBHEHHS [0 KOPEKIIil iHIUX (PaKTOpiB PUBUKY.

IIpomunoka3aHHs.

* TTa1rieHTaMm 3 rimepuyTIUBICTIO OO PO3yBacTaTUHY ab0o 0o OyOb-IKOl 3 MOMOMIXKHUX PEUYOBUH,
BKa3aHUX y po3aini «Ckiam»;

* MalfieHTaM 3 3aXBOPIOBAHHSM IeYiHKM B aKTUBHIN (a3i, B ToMy yuci HeBigmomoi eTionorii, 3i
CTiMKUM IiABUIIEHHSIM aKTHBHOCTI TeYiHKOBUX TpaHCaMiHa3, a TaKOX MifBUALIEHHSIM PiBHS Oyab-SKO1
TpaHCaMiHa3M y CHpPOBATILi KPOBi OiNIbII HiXK y 3 pa3u BifTHOCHO BEPXHLO1 Mexi HopMu (BMH);

* MaIfieHTaM 3 TSXKKUM IOPYIIeHHSM (QYHKII HUPOK (KJTipeHC KpeaTuHiHy < 30 MII/XB);
e MIallieHTaM 3 MioIlaTi€lo;

* MalfieHTaM, SIKi OqHOYaCHO OTpUMYyBau KoMOiHalliio codocOyBip/BenmnaTacBip/BOKCHIIAIPEBIP (TUB.
po3min «B3aeMomis 3 iHIMKUMY TiKapChKUMHU 3aco0aMu Ta iHII BUOU B3a€EMOMIIN»);

* TaIfieHTaM, SIKi OMHOYAaCHO IIPUIMAIOTh ITUKIIOCIIOPHH;

* y Iepiof BariTHOCTI i rogyBaHHA I'PYAI0, @ TAKOXK KiHKaM PEelpOAYKTUBHOIO BiKY, Ki He
3aCTOCOBYIOTH HafliiHUX 3ac00iB KOHTPAIEIIii;

[Tpu3HauyeHHs mpenaparTy B A03i 40 Mr MpOTUIIOKa3aHo MallieHTaM 3 (paKTopaMu, I0 CIPUSIOTh



PO3BUTKY MiomnaTii/pabmoMioni3y. Taki ¢akTopy BK/IIOUAIOTE:

* IOMipHO BUPaXKeHi nopyleHHs QYHKII HUPOK (KJTipeHC KpeaTHHiHY < 60 M/XB);

* TIMIOTHPEO3;

* HasBHICTh B iHAUBiAyanbHOMY abo ciMeiiHOMYy aHaMHe3i CITaIkOBUX M’SI30BUX 3aXBOPIOBAHE;

* HasBHICTh B aHaMHe3i MiOTOKCUYHOCTI Ha Ti mpuiioMmy iHmux inriditopis ['MI'-KoA-penykrasu ab6o
¢bibpartis;

* 3JI0BXKUBAHHS aJIKOTOJIEM;
* CTaHH, IKi MOXKYTbh IPU3BOAUTHU [0 MiIBUIIIEHHS KOHIIEHTpAllii pO3yBacTaTHHY Y IIJIa3Mi KPOBi;
* IPUHAJIEKHICTh MO MOHTOJIOIIHOI Pacu;

* omHOYacHuM mpuiioM ¢ibpaTiB (quB. po3minu «OcobIUBOCTI 3aCTOCYBaHHSI» Ta «B3aeMofis 3
iHIITIMYM JTiIKapCbKUMM 3aC00aM¥ Ta iHIIM BUOY B3aEMOIii»).

B3aemodisn 3 iHwumu snikapcoKumu 3acobamu ma iHwi eudu e3aemodiii.

Brnus cynyTHIX IpemapaTiB Ha pO3yBacTaTUH

IHri6iTOPH TPAHCIOPTHUX OiNKiB

Po3yBacTaTuH € cy0cTpaTOM OJ1s1 AESAKUX TPAHCIIOPTHUX OiNKiB, B TOMY YHCJIi IEYiHKOBOTO
TpaHcnopTepa 3axomneHHs OATP1B1 Ta edmiokcHoro Tpancnoprepa BCRP. OpHo4yacHe
3aCTOCYBaHHS PO3yBaCTaTHHY i3 MiKapChKUMM 3ac00aMH, 1110 TPUTHIUYIOTE Ii TPAHCIIOPTHI 6iNKy,
MO2Ke MTPU3BOAUTH [0 MiABUINEHHS KOHIIEHTPAIlill po3yBacTaTUHY B IJIa3Mi KPOBi Ta 30inbIIeHHS
pu3uKy Mionarii (muB. po3pinu «Crocib 3acTocyBaHHS Ta K03u», «OCOOIMBOCTI 3aCTOCYBaHHI»,
«Bzaemogis 3 iHIIUMY JTiIKapCHKUMHU 3aco0aMu Ta iHIN BUOM B3a€EMOMiN», TaOmuIro 1).

Luknocmoo PUH

Y nepiop CynyTHLOTO 3aCTOCYBaHHS PO3yBaCTaTUHY Ta LUUKIIOCIOPUHY 3HaYeHHA AUC po3yBacTaTuHy
Oynu B cepelHbOMY IIPUOIM3HO y 7 pa3iB BUIMMH, HiX Ti, IKi CIIOCTepiramucs y 34OpoBUX
noOpoBobLiB (OuB. TaOnuIo 1). Po3yBacTaTHH MPOTUIIOKA3aHUM MaIlieHTaM, SIKi OMTHOYACHO
OTPUMYIOTh IUKJIOCIIOPHUH (OUB. Po3ain «[IpoTUIOKa3aHHS»).

CymyTHE 3aCTOCYBaHHS He BIIJIMBAJIO Ha KOHIIEHTpAIlil IMKIOCIOPUHY B IJIa3Mi KPOBI.

IuribiTopu mpoTeasu

Xoda TOUHMM MexXaHi3M B3a€MO/il HEBiOMUM, OOHOYACHE 3aCTOCYyBaHHS iHTi6iTOPiB MpOTea3u MoXKe
3HAYHO 30i/bLTyBaTH €KCIIO3UIIiI0 PO3yBacTaTUHY (muB. Tabnuino 1). Hampuknag, y
(bapMaKOKiHEeTUYHOMY JOCHIIKeHHI OfHOYacHe 3acTocyBaHHS 10 Mr po3yBacTaTUHY Ta
KOMOiHOBaHOTO JTiKapchbKOro 3aco0y, 1o MicTuB fBa iHribiTopu nmpoteasu (300 mr aTazaxasipy/100
MT' PUTOHABIPY), Y 3M0POBUX N0OPOBOIIBLIB cynpoBoaxKyBanocs migsumieHHsaM AUC ta C,,,
po3yBacTaTUHY IPUOIU3HO B 3 Ta 7 pa3iB BigmoBimHO. OgHOYACHE 3aCTOCYBAaHHS PO3yBaCTAaTUHY Ta
nesskux KoMOiHalli# iHri6iTopiB mpoTea3u MOXKJIKMBE IIiC/IST peTeIbHOT0 00OMIPKYBAHHS KOPEKIIil 1031
pO3yBaCTaTUHY, BUXOASYHU i3 OUiKyBaHOT0 3POCTAHHS €KCIIO3UIlil PO3yBacTaTUHY (OUB. PO3Oinu



«Cmocib 3acTocyBaHHA Ta fo3u», «OcoOIMBOCTI 3aCTOCYyBaHHS», «B3aeMopis 3 iHIIMMU JTiKapCbKUMU
3aco0aMu Ta iHIIi BUOW B3a€EMOMili», TaOmuIo 1).

Cemdibpo3un Ta iHMNI JTiMiTO3HNUXKYIOYi 3ac00u

OpHoYacHe 3aCTOCYyBaHHS PO3yBacTaTHHY Ta reMdibpo3uny npusBonauio ao 3poctands AUC Ta C,,,
po3yBacTaTUHY B 2 pa3u (OuB. po3fin «Oco6IUBOCTI 3aCTOCYBAaHHS»).

3Baxkal4y Ha [laHi ClelialbHUX JOCTiAXKeHb, GapMaKOKiHETUYHO 3HAYYII0l B3aEMOII 3
dbenodiOpaTOM He 0UiKYETHCS, OQHAK MOXKJIMBa hapMaKoAuHaMiuHa B3aemomis. I'empidpo3ur,
dbenodibpar, inmi pidbpatu Ta nimigo3HuKYy0Yi mo3u (> abo piBHi 1 r/0o0y) HialWHY (HIKOTMHOBOI
KUCJIOTH) 30iNbIIyI0Th PU3UK PO3BUTKY MiomaTil pu CyyTHHOMY 3aCTOCYBaHHi 3 inribitopamu ['MT-
KoA, 11MOBipHO, 3a paXyHOK TOTO, 110 BOHH MOXKYTh CIPUYUHSATU MiOIaTiio, KOJIX iX 3aCTOCOBYIOTh
okpeMo. JTo3a po3yBactaTtury 40 MTr mpoTUIIOKa3aHa IIPU CYIyTHHOMY 3aCTOCYBaHHi (ibpaTiB (Ius.
po3minu «IIpoTunoka3anHsa» Ta «OcoONMMBOCTI 3aCTOCYBaHHS»). TaKUM IallieHTaM TaK0XK CJIif
IIOYMHATHU Tepamiio 3 JO3U 5 MT.

E3eTumib

OpgHOYacHe 3aCTOCYBaHHS PO3yBacTaTHHY B 03i 10 Mr Ta e3etumiby 10 Mr namieHTam i3
rinepxonectepuHeMieio mpusBoauno no 3poctanHs AUC po3yBactatuny B 1,2 pa3a (tabmuis 1).
OpHak He MOXKHA BUKJTIOYATH hapMaKOAMHAMIUHOI B3a€MOIil MiXK pO3yBacTaTUHOM Ta e3eTUMiOOM,
110 MOXKe TIPXU3BEeCTH N0 HebaxKaHuX ABUI (AUB. po3min «OcoONMMBOCTI 3aCTOCYBaHHS»).

AHTalMOHI OIpemapaTu

OpHoyYacHe 3aCTOCYBaHHSA PO3yBaCTATHHY i3 CyCIEH31IMU aHTALU[IB, 110 MICTATH aJlOMiHIIO Ta
MarHiio TiIpOKCU, MPU3BOOUTE A0 3MEHIIIeHHS KOHIIEHTpallil po3yBacTaTUHY B IJla3Mi KpOBi
npu6nu3no Ha 50 %. el epekT OyB MeHII BUpakKeHUM Y pPa3i 3aCTOCyBaHHS aHTaLMOHUX 3ac00iB
yepes 2 TONMHU MiC/Is po3yBacTaTuHy. KiIiHiuHaA 3HAYYIIICTS I1i€l B3a€MOfil He BUBYaIacs.

Eputpominva

OpHoyacHe 3aCTOCYBaHHS PO3yBacCTaTUHY Ta epUTPOMILUHY 3HUXKYBano AUC,, po3yBacTaTHHYy Ha
20 %, a C,,,,po3yBactaTuny - Ha 30 %. Taka B3aemopis Moxke OyTU CIpUYUHEHA TTOCUTIEHOI0
IIePUCTaIbTUKOI0 KUIIEYHUKY BHACJIIIOK [Iii epUTPOMIIIUHY.

®epmenTy nuToxpomy P450

Pe3ynbTaTu gocmigKeHs in vitro Ta in vivo cBig4arTh, 110 pO3yBacTaTUH He iHTiOye i He CTUMYITIOE
izopepmenTu nuToxpomy P450. OKpiM 110T0, pO3yBacTaTUH € CITaOKUM CyOCTPaTOM IUX
i3oepmenTiB. TakuM YMHOM, B3a€MOfil 3 TiKapCHKUMU 3ac00aMU B pe3yybTaTi MeTaldomi3my,
onocepenkoBanoro P450, He ouikyeTbcs. He criocTepiranocs KaiHIYHO 3HAYYIIUX B3a€EMOAIN MixK
po3yBacTaTHHOM Ta ¢ykoHazosoM (iuribitopom CYP2C9 ta CYP3A4) a60 KETOKOHA30JI0M
(imri6iTopom CYP2A6 Ta CYP3A4).

Tukarpeaop

Tukarpenop Moxe BIJIMBaTH Ha HUPKOBY €KCKPELIil0 PO3yBacTaTUHY, 30ibIIyI0OYN PU3UK HOTO
HaKONW4YeHHs. X04a TOUHUYU MeXaHi3M HEeBIOMUY, V NeIKUX BUNafKaX CIIIbHUYU IPUUOM
TUKaArpeiopy Ta po3yBacTaTUHY IPU3BONUB [0 3HUKEHHS (PYHKII1 HUPOK, HiIBUIIEHHS PiBHSA
KpeaTuHdpocPokinasu Ta pabmoMionisy.



B3aemomii 3 mikapchKuMu 3aco6aMu, 110 BUMAralTh KOPEKIIii 1031 PO3YBACTATUHY (IKB. TAKOXK
Tabmuio 1)

[Tpu HeoOXiMHOCTI 3aCTOCYBaHHS PO3yBACTATHHY 3 iHIIMMHU JTIKapCbKUMM 3aco0aMu, 3aTHUMU
IiABHUINYBATH €KCIIO3UIIii PO3yBACTATUHY, M03y PO3YBACTATUHY IMOTPIOHO CKOpPUTyBaTH. [Ipu
IpU3HAYeHHi Ipernapaty MepTeHin 3 iHIIKXMHU JTiKapChbKUMHU 3aco0aMy BapTO 03HAMOMUTHCH 3 IXHIMU
iHCTPYKIIiAMU [JIST MEIUYHOT'0 3aCTOCYBaHHS. AKIIO 0YiKY€ETHCS, 10 €KCITO3UILis JTIKapChKOTO 3aC00y
(AUC) 3pocTe mpubnu3Ho B 2 abo Oinbile pa3iB, 3aCTOCYBaHHS PO3yBAaCTATHUHY CIIiJ TOYMHATH 3 JO3U
5 Mr ofivH pa3 Ha fo0y. MakcumasnbHy 1060BY 003y PO3yBaCTaTUHY CIIiJ CKOPUTYBAaTHA TaKUM YMHOM,

00 o4ikyBaHa €KCIIO3UIlis PO3yBAaCTAaTHHY He IePEeBUINyBajla eKCIO3MUIIil0, 10 Bif3HAYAETHCS IIPU
npuiiomi mo3u 40 Mr/moby 6e3 3acTOCYBaHHS JTiIKAPChKUX 3ac00iB, 110 B3aEMOMIIOTH i3 JTiKapChKUM
3aco00M; HaIIPUKIIa, IPXU 3aCTOCYBaHHi 3 reM¢piOpo3uIoM f03a po3yBacTaTHHY CTaHOBUTUME 20 MT
(30inpiIeHHsT ekcno3utlii B 1,9 pa3a), Ipu 3acToCyBaHHi i3 KoMOiHalli€lo puToHaBip/aTa3saHagip - 10

Mmr (36inbirenHs B 3,1 pasa).

fAxkmio nikapcekui 3aci6 36inmpnrye AUC po3yBacTaTUHY MEHII HiX y 2 pa3y, II0YaTKOBY 103y
3MeHIIyBaTH He MOTPiOHO, ajie Cifl JOTpUMyBaTHUCs 00epeKHOCTI pu 30ibIIeHH] 03U TiKapChKOTo

3aco0y MepTeHin mo noHam 20 mr.

Tabmuig 1. By cymyTHIX JTiKapCchbKUX 3aco0iB Ha eKcro3utlito po3yBactatuny (AUC; B mopsaaky
3MEHIIEHHS BEJIMUMH) 3a Omy0IiKOBAHUMHY JaHUMHU KITIHIYHUX JOCTiAXKEHb.

36inpmennst AUC po3yBacTaTuHY B 2 pa3u a0 0inbiie, HiK y 2 pa3u

Pe>kuM 103yBaHHS JIiIKapChKOro 3aco0y, mo|PexXuM 103yBaHHSA 3mina AUC
B3a€EMOIi€ [po3yBacTaTuny |po3yBaCTaTnHy*
CodocOysip/BenmnaTtacsip/Bokcumnanpesip (400 |10 Mr, omHOpa30Ba A03a T 7,4 pasa
Mr-100 mr-100 mr) Bokcumnamnpesip (100 mr)

OJIMH pa3 Ha #o0y npotsarom 15 gHiB

LlukocmopuH, Bif 75 Mr [iBiui Ha mo6y mo 10 Mr oguH pas Ha o0y, T 7,1 pas3a
200 mr nBigi Ha KOOy, 6 MicsiB 10 gHiB

aponytaming 600 Mr aBivi Ha HoOy, 5 OHIB 5 Mr, ogHOpa30Ba f03a 1 5,2 pasa
Peropaderni6 160 Mr omus pa3 Ha go0y, 14 mHiB |5 MT, omHOpa30Ba f03a 1 3,8 pasa
Atana3saBip 300 mr/putonasip 100 mr omus pa3 |10 Mr, ogHOpPa3o0Ba m03a T 3,1 paza
Ha f00y, 8 oHiB

Bennaracsip 100 Mr oguH pa3 Ha fo0y 10 Mr, omHOpa30Ba J03a 1 2,7 pasa
OmbitacBip 25 mr/maputanpesip 150 mr/ 5 Mr, ogHOpa30Ba 103a 1 2,6 pasa
putoHaBip 100 Mr oguH pa3 Ha f00y/gacabyBip

400 mr gBiui Ha goOy, 14 mHIiB

Tepudnynomin [laHi BiICyTHI 1 2,5 pasa
['pa3omnpesip 200 mr/enbacsip 50 mMr oguH pa3 |10 mr, omHOpa3oBa mo3a T 2,3 paza
Ha f00y, 11 mHiB

['nekarnpesip 400 mr/ni6penTacsip 120 Mr ogun |5 Mr ofivH pa3 Ha Ho0y, T 2,2 pasa
pa3 Ha o6y, 7 gHiB 7 OHiB

Ulominasip 400 mr/putonasip 100 mr gBivi Ha |20 Mr ogus pa3 Ha fo0y, 7 oHiB [T 2,1 pa3a
moOy, 17 mHiB

KanmaTuni6 400 mr mBivi Ha moby 10 mr, omHOpPa30Ba J03a 1 2,1 pasa
Knomigorpens 300 M HaBaHTaxKyio4a f03a, @ |20 Mr oguH pa3 Ha K00y T 2 pa3u
MOTIM 75 MT NIPOTATOM 24 TOOWH

doctamaTrui6 100 Mr OBidi Ha OeHb 20 Mr, OgHOpPAa30Ba [03a 1 2,0 pasu
debykocTtaT 120 Mr oguH pas3 Ha mo0y 10 mr, omHOpa30Ba g03a 11,9 pasa
['emdidpo3un 600 mr gBidi Ha K00y, 7 OHIB 80 mr, ogHOpa3oBa f03a 11,9 paza
306inpmennst AUC po3yBaCcTaTHHY MeHIIIe HiXK Yy 2 pa3H




PeKuM 103yBaHHSI IiIKapChbKOro 3aco0y, mo|{PexXuM 103yBaHHSA 3Mmina AUC
B3a€EMoie [po3yBacTaTUHy |P03yBaCTaTnHy*
Entpombonar 75 Mr oguH pa3 Ha moby, 5 guiBs |10 Mr, omHOpa30Ba H03a 1 1,6 pasa
IapyHaBip 600 mr/putonasip 100 mr gBivi Ha |10 Mr omux pa3 Ha goOy, 7 guiB |T 1,5 pasa
no0Oy, 7 mHiB
Tumnpanasip 500 mr/putonasip 200 mr aBivi Ha |10 Mr, ogHOpa30Ba m03a T 1,4 paza
mo6y, 11 guiB
IIponemapon 400 Mr aBivi Ha goOy [laHi BigCyTHI 11,4 pasa
[Tpakona3on 200 Mr omuH pa3 Ha noOy, 5 mHiB |10 Mr pa3oBa go3a 11,4 paza
EzeTumi6 10 Mr omuH pa3 Ha mo6y, 14 gHiB 10 Mr omuH pa3 Ha #o6y, 14 11,2 paza”

nHiB
3unxennss AUC po3yBacTaTuHy
PexxuM No3yBaHHS JIiKapChbKOro 3aco0y, mo|Pe:xuM 1o3yBaHHA 3mina AUC
B3a€EMOi€ [po3yBacTaTHRy |po3yBaCTaTnHy*
Eputpomitua 500 Mr yotupu pa3u Ha moby, 7 |80 Mr, pa3oBa gosa 120 %
OHiB
Batikanid 50 Mr Tpudi Ha o0y, 14 gHiB 20 mr, pa3oBa [03a 1 47%

HeMmae kK1iHiYHO 3HaYynioro BIUIMBY Ha cniBBigHomieHHst AUC po3yBacTaTHHY

PeKuM T03yBaHHSI IiIKapChbKOro 3aco0y, mo|{PexXuM 103yBaHHS 3Mmina AUC
B3a€EMoie [po3yBacTaTHHY |P03YBaCTaTI/II-ly*
®ozammpenasip 700 mr/ putonasip 100 mr gBivi |10 mr, ogHOpa3oBa fo3a \ad

Ha 100y, 8 mHiB

Anermitasap 0,3 mMr, 7 OHiB 40 mr, 7 OHIB o

Cunimapus 140 mr Tpudi Ha o6y, 5 gHIB 10 mr, pa3oBa fo3a o

denodibpar 67 mr Tpuyi Ha 000y, 7 [HIB 10 mr, 7 oHiB o

Pudammin 450 Mr opguH pa3s Ha o0y, 7 gHIB 20 mr, ogHOpa3oBa f03a o

KetokoHna3zon 200 Mr aBiui Ha goOy, 7 OHIB 80 Mr, ogHOpa30Ba 03a o

®mokonason 200 mr oguH pa3 Ha fo6y, 11 guiB |80 Mr, omHOpa30Ba f03a o

"[aHi, Ipe[CcTaB/IeHi 9K 3MiHa B X pasiB, SBJIATL COO0K0 IPOCTE CIIBBIAHOIIEHHS MiX
3aCTOCYBaHHSIM pO3yBacTaTUHY y KoMmbiHamii Ta okpemo. [laHi, mpencTaBineHi y Burnsami % 3miny,
SIBIITIOTH C00010 % Pi3HUINO BiIHOCHO ITOKA3HMKIB ITPU 3aCTOCYBaHHI PO3yBaCTaTUHY OKPEMO.

30inblIeHHS TO3HAYEHO 3HAYKOM T, BiICYTHICTB

3MiH <, 3MeHIIeHHa - | .

“By110 IpoBeeHo KinbKa JOCIIiIXKeHb B3a€MOii TpX Pi3HMX [03aX PO3yBacTaTHHy; B Tabmui 1
IpeficTaBjeHi HaUOiNbI 3HAUYIIE CIiBBigHOIIEHHS.

BB po3yBacTaTUHY Ha CYNMYTHI TiKapchKi 3acobu

AnTaroHicTu BiTaminy K

4K iy Bunagky 3actocyBaHHs iHImMuUX iHTi6iTopiB [MI'-K0A-penyKTasu, mo4yaToOK JTiKyBaHHS
po3yBacTaTHHOM al0 MOCTYTIOBe MiABUIIEHHS MOT0 J03U Y NallieHTiB, sIKi 0qHOYAaCHO 3aCTOCOBYIOTh
aHTaroHictu Bitraminy K (manpuknan Bapdaput abo iHII KyMaprHOBI aHTUKOATYJISTHTH), MOXE
IIPU3BECTH [0 MiABUIIEHHS MiXKHAapOTHOTO HOpMaidoBaHoro cruiBBigHomenHs (MHC). ITicns BigMiHN
po3yBacTaTUHY a0o0 3MeHIeHHs 1031 MHC Moxe 3HU3UTUCS. Y TaKUX BUIaAKax 0axkaHo

BifIMOBIIHMM YHHOM KOHTpomoBatu MHC.

IlepopanbHi KOHTPALENTHBY/ TOPMOHO3aMicHa Teparmig (I'3T)

OpHOYacHe 3aCTOCYBaHHS PO3YBACTAaTHHY Ta ITePOPabHUX KOHTPALIEITUBIB TPHU3BOAMIIO 10




niguienHs AUC eTuHinecTpadiony Ta Hoprectpeny Ha 26 % ta 34 % BigmoBigHO. Take migBUILIEHHS
piBHIB B my1a3mi KpoBi CIify BpaxoByBaTH Ipu Mif0opi 103U mepopalbHUX KOHTpalenTuBiB. Hemae
maHUX 11010 papMaKOKiHETHKY JTiKapCchKuX 3ac0o0iB y Malli€HTiB, SIKi OMHOYACHO IIPUNMAIOTh
po3yBactaTuH Ta ['3T, TOMy MOXK/IMBICTh B3a€EMOIil BUKJ/IIOYAaTH He MOxKHa. OgHaK BifOMO, IO TaKa
KoMOiHallig IMPOKO 3aCTOCOBYBanacs y XKiHOK B K/ITIHIYHUX AOCTiAKEHHSX Ta ITepeHocuiack noope.

[HIi TiKapceKi 3acobu
IIUTOKCHUH.

3a maHUMU crienuivYHUX JOCTigXKEeHb B3a€MOLil KJTiHIYHO 3HAUYIOl B3a€EMOZI1 i3 JUTOKCUHOM He
OYIKY€ETHCH.

®y3ugoBa KUCIIOTA.

IocmimXeHHsT B3aEMO{Iii 3 po3yBaCTaTUHOM Ta (Py3UI0BOIO KMCIIOTOI HE MMPOBOAUINCH. PU3UK
PO3BUTKY MiomarTii, BK/toyarouu pabmomiosniz Moxe OyTy 30inbIleHU IPU CYIMYTHHOMY 3aCTOCYBaHHI
CHACTEMHOI (Py3UI0BO1 KMCJIOTH 3i CTaTHHaMU. MexaHi3M Ili€l B3aeMogil (hapMaKOmUMIYHUHM,
dhapMakokineTHuHUH ab0 00uaBa), MoKy HeBimomui. [ToBigomusiiiocss mpo pabmomioni3 (BKIOYal0yu
JleTaibHi BUNIAKY) V TALi€HTIB, SKi OTpHMyBaiyd KoMOiHaIlio.

Ao miKyBaHHS 3a [OIIOMOT'0I0 CUCTEMHOI (y3UI0BOI KUCTIOTH HEOOXiTHO, JTiIKyBaHHS
PO3yBaCTAaTUHOM Ma€ OyTH MPUIHUHEHO IIPOTSATOM BChOTO MEPIONY TiKyBaHHS QYy3UIOBOI0 KUCIIOTO
(muB. po3min «OcoONMMBOCTI 3aCTOCYBaHHS»).

iTn

HocmimKeHHS B3aEMOIii TPOBOAUINCSA NTHIIe V Hopocnux. CTymiHb B3aEMOil y AiTel HeBiIOMUM.

Oco6 1ueocmi 3acmocy8aHHs1.

Tsxki mKipHi mo6iuHi peakirii

[Tpu 3acToCyBaHHI pO3yBacTaTUHY IOBIOMIISAIIOCS TIPO TSXKKi MKipHi m00iYHi peakilii, BKII0O4al0Yn
cuagpoM CriBeHca-[IxkoHcoHa (CCJI) Ta iHmyKoBaHy JliKapCbKUMHU 3aco0aMu eo3uHO(Diiio 3
cuctremHuMu cumntoMmamu (DRESS-cunmpom), SKi MOXKYTh 3arpoXKyBaTH KUTTIO a00 IPHU3BECTH [0
JIeTaNIbHOTO pe3ynbTaTy (ouB. po3nin «ITobiuni peakuii»). ITig yac mpu3HayeHHS JTiKapChKOTo 3acoby
maljieHTaM CJIiJ MOBIAOMJIATH IIPO O3HAKMU Ta CUMIITOMU TSAXKKHUX IIKIPHUX pPeakliil Ta PeTeIbHO
CIIOCTepiraTvl 3a HUMHU. AKIIO 3'ABISIOTHCS 03HAKU U CUMIITOMH, 1[0 BKa3yIOTh Ha LI}0 Peaklito, CIIif
HeTalHO NIPUIMHUTY IPUUOM IpenapaTy MepTeHin Ta PO3rigHYTH aJlbTepHATUBHE JTIKyBaHHS.

fAKIo y mailieHTa po3BUHYJacs Taka cepiio3Ha peakiis, ik CCIl abo DRESS-cunnpowm, y 3B’93Ky i3
3aCTOCyBaHHSIM IipernapaTy MepTeHin, MiKyBaHHS IIpernapaToM HeoOXiiHO HeralHOo MPUIUHUTH i
HIKOJIM He 3aCTOCOBYBATH MOTO B IOJAJIBIIOMY.

Brnive Ha HUPKHU

Y nmatieHTiB, SKi 3aCTOCOBYBasin MepTeHiN y BUCOKUX [103aX, 0co01uBOo 40 Mr, Bifl3HaYanucs BUagKU
IpOTeiHypii (BU3HAUEeHOI 3a TECTOBOIO CMYKKOI0), TepeBaxKHO KaHaJIbI[eBOl 3a IMOXOMXKEHHSIM Ta Y
OinbIIOCTi BUMIAAKiB TUMYAcoBO1 abo mepepuByacToi. [IpoTeinypid He cBiguuia mpo roctpe abo
IIPOrpecyloye 3aXBOPIOBaHHSA HUPOK (muB. po3min «Ilob6iuHi peakiii»). Cepiio3Hi HebaxaHi sBUIIA 3



00Ky HUPOK y IIOCTMapPKETHHTOBHUY IePiof] Bif3Hadasy YacTille IpU 3acTocyBaHHi mo3u 40 mr. Y
NallieHTiB, SIKi IPUUMalOTh Ipenapart y 1o3i 40 Mr ciif peryisapHO nepeBipaTé QyHKII0 HUPOK.

Briive Ha CKeNeTHY MYCKYIIaTypy

[MopymienHs 3 60Ky CKeleTHOI MyCKyJIaTypy, HallpyUKIIaf Mianris, MionaTis Ta, pigko, pabmomionis,
CIIOCTEpIranucs y MallieHTiB IPX 3aCTOCYBaHHI OyOb-IKUX 103 IpenapaTy MepTeHin, 0co0IuBO IPH
no3ax Oineire 20 mr. I[Ipu 3acTocyBanHi e3eTuMi0Oy y KoMOiHarii 3 inri6iTopamu 'MI-KoA-penykrasu
IyKe PimKo MOBiMOMIISIZIOCH PO BUIIAAKU PO3BUTKY pabmomionidy. He MoxkKHa BUKITIOYATH
dhapMakoguHaMidyHOI B3a€MOfil (IUB. po3min «B3aemogis 3 mikapchKuMHU 3acobaMy Ta iHIII BUIH
B3aEMO[il»), TOMY TaKy KOMOiHaIlilo CITifl 3aCTOCOBYBaTH 3 00€pekKHICTIO.

4K i y BUummapKy 3actocyBaHHd iHmux iHridiTopis ['MI'-KoA-penyKkTa3u, 4acToTa IIOBiJOMIIEHD IIPO
BUIIa[IKX paboMiosi3y, IOB’sI3aHOT0 i3 3aCTOCYBaHHSM PO3yBaCTaTUHY, Y IOCTMapKETUHTOBOMY
nepioxi Oyna BuImo mnpu mo3i 40 mr.

HepBoB0o-M's130Bi edekTu

[ToBimOMMANIOCH, 10 ¥ TOONUHOKUX BUINIaIKaX CTaTUHU iHOYKYIOTh «de novo» abo 3aroCTpiO0Th BXKe
icHytouy miacTeHito rpaBic abo ouHy MiacTeHiio (ouB. po3min «I1o6iuHi peakiii»). Y pasi 3arocTpeHHs
CHMIITOMIB CJIifi TPUIIMHUTHU 3aCTOCYBaHHS JIiKapChKOTo 3acoby MepteHin. [ToBigoMsiiocs mpo
PEeLUaNBY, IPU IOBTOPHOMY 3aCTOCYBaHHi TOTo caMoro abo iHIIIOro CTaTUHY.

BuwMmipioBaHHSA KpeaTUHKiHA3U

PiBenb kpeatunkinasu (KK) He crig BUMipIoBaTH Micls 3HAYHUX (Hi3MUHUX HaBaHTaXXeHb abo 3a
HasBHOCTI MOXKJIMBUX aJIbTEPHATUBHUX MPUYUH MiABuileHHS KK, 1110 MOXYTh YCKIIagHIOBATH
iHTepnpeTalito pe3ynbTaTiB. fAKmio BuxigHi piBHiI KK 3HayHO migBuimneHi (> 5 pasiB Buie BMH),
IPOTSATOM 5-7 OHIB He0OXiHO 3pO0UTH TOBTOPHUIM aHAai3, 1100 MiATBEePAUTH Pe3yIbTaTH. AKIIO0
pe3yibTaT MOBTOPHOIO aHaIi3y MigTBEePAKYIOTE, 110 BuxigHe 3HadeHHS KK Oinbie HiXK B 5 pasiB
nepesuiirye BHM, 3acTocyBaHHS JIiKapChKOT0 3ac00y IOYKWHATH He CIIif,.

[Iepen mo4aTKOM JIiKYBaHHSA

MeprTeHin, 5K i inmi inridiTopu ['MI-KoA-penyKkTa3u, ciif 3 06epekHiCTIO TpU3HayaTy NallieHTaM 3i
CXUTIbHICTIO 00 Miomatii/pabmomionidy. [lo Takux GpaKTOpiB HaleXKaTh:

* MIOpYyIIeHHS (PYHKIIil HUPOK;
* TIOTUPEO3;
* HasIBHICTb B 0cobucTOMYy abo ciMeliHOMY aHaMHe3i CllaIkOBUX 3aXBOPIOBaHb M’S3iB;

* HasIBHICTb B aHaMHe3i MiOTOKCUYHOCTI, Ha (OHi 3acTocyBaHHs iHIMX iHTi6iTOpiB [MT-K0A-
penykTasu abo ¢idparTis;

* 3JI0BXKUBAHHS aJIKOT'0JIEM;
* BiK > 70 pOKiB;

* cUTYyallil, 1110 MOXKYTh IPU3BECTHU [0 MiABUIIEHHS PiBHIB JIiKapChKOTo 3aco0y y maa3Mi (IUB. po3ainu
«Crmocib 3acTocyBaHHS Ta 0O3W», «B3aemopis 3 iHIIMMHU JTiIKapCHKUMHU 3aco0aMu Ta iHIII BUAU
B3aeMofiin» Ta «®apMaKOKiHETHKA»);



* OHOYacHe 3acToCyBaHHS (Pidpartis.

Y Takux maii€eHTiB IOTPiOHO MOPIBHATH PU3UK Ta MOXKJIMBY KOPHUCTh IIPK 3aCTOCYBaHHI IIpemnapary;
TaKO0X PEKOMEH[I0BaHUY MOHITOPUHT CTaHy nalieHTa. He ciif no4uHaTH JIiKyBaHHS Y BUALKY
3HAQYHO NIiABUIIEeHNX IToYaTKOBUX piBHIB KK (> 5 pagiB Buine BMH).

B nepion nikyBaHHS

[TarieHTiB Cif MomepeauTy IPO HEOOXIMHICTh HEraHO MOBIIOMIISTH IIPO M’ sI30BUM 6inb
He3'sICOBHOTO TIOXOAKEHHS, M's130BY CJ1a0KicTh abo CymoMu, 0COOIMBO SKIIO BOHU CYIPOBOOKYIOTHCS
He3OyKaHHSAM a0 MigBUILEHHSIM TeMIlepaTypH. Y TaKux maiieHTiB ciig BumiptoBatu piBHi KK. Crin
IPUIMHUTH JTiKyBaHHS, K10 piBHI KK 3HayHOo migBuieHi (> 5 X pasiB Buile BMH) a6o sKimo
M’S130Bi CUMIITOMH TSIXKKi Ta CIPUYUAHSAIOTH AUCKOMGOPT Y MOBCAKOEHHOMY XKHUTTi (HaBiTh SKIIO
piBenb KK < 5 x BMH). flkmo cumnromu MuHawTh i piBeHb KK mmoBepTaeTsca 10 HOpMu, MepTeHin
abo anpTepHaTuBHUY iHTi6iTOp MI-K0OA-pegykTa3u MoxkHa cripobyBaTu 3aCTOCYBaTH 3HOBY, ajie y
MiHiMaTBHUX [103aX Ta Iif HaraamoM Jiikaps. Perynsapauit KoHTponb piBHa KK y maitienTis 6e3
BHUIINIEBKA3aHUX CUMIITOMIB He OTPiOHuUM. BimoMo mpo myxKe pigkicHi Bumagku iMyHOOIIOCEepeqKOBaHOl
HeKpoTu3yio4oi miomatii (IOHM) mig wac a6o micns Teparii cTaTUHAME, B TOMY YHCIIi
po3yBacTtaTuHOM. Kniniunumu nposisamu IOHM € cnabKicTh MPOKCUMAIbHUX M’S13iB Ta HiABUIIEHHS
PiBHS KpeaTHHKiIHa3W y CUPOBATI, 110 30epiraeThCs HaBiTh IiC/sA MIPUIMHEHHS 3aCTOCYBaHHS
CTaTHHIB.

Y KJTiHIYHUX JOCTIAXKEHHSIX He 0yJI0 OTpHMaHO [J0Ka3iB IiIBUIIEHOT0 BIUINBY Ha CKEJIETHY
MYCKYy/IaTypy V HEBEIUKOI KiTbKOCTI Ialli€HTiB, sIKi IpUiMany po3yBacTaTUH Ta CyNyTHi JTiKapChKi
3acob6u. OgHaK MmigBuUIleHa YacTOTa BUIAAKIB MiO3UTY Ta Miomartii criocTepiranach y malli€HTiB, ki
3aCTOCOBYIOTS iHImi iHTi6iTopu I'MI'-K0oA-penykTasu i3 moxigHuMu ¢hibpOoEBOI KUCIIOTH, B TOMY YHCIT
reMpi6po3usioM, HUKIOCIOPUHOM, HIKOTUHOBOIO KUCJIOTOIO, IPOTUTPUOKOBUMU 3ac0o0aMu I'PynIu
a3071iB, iHribiTOpaMu mIpoTeasu Ta MaKpOMigHUMHU aHTHOIOTHKaMu. ['eMpiOpO3u miABUIIYE PU3UK
PO3BUTKY MiomaTil Ipu CyIyTHbOMY 3aCTOCYBaHHI i3 gesikuMu inribitopamu I'MI'-KoA-penykrasu,
TOMY PO3yBacTaTHH He PeKOMEHIOBAHO 3aCTOCOBYBaTH y KoMbiHatlii i3 remdioposunom. Kopucts
TIOJaJIbIIIO] 3MiHM PiBHS JIiMiAiB IIPM 3aCTOCYBaHHI po3yBacTaTUHY Y KoMmOiHarii i3 ¢pibpaTamu abo
HiallMHOM ITOTPiOHO PeTeNbHO 3BaXKyBaTH IOPIBHSIHO i3 IOTEHIINHUMY PU3UKaMHU, TI0B’I3aHUMHU i3
3aCTOCyBaHHSIM Takux KoMOiHalliii. OqHOYacHe 3aCTOCYyBaHHS PO3yBacTaTHHY B 03i 40 Mr Ta
¢dibpatiB TpoTUIIOKa3aHO (OUB. po3minu «B3aeMois 3 mikapCchKUMU 3aco6aMu Ta iHII BUOU
B3aeMofmiii» Ta «I1o6iuHi peakirii»).

MepTeHin He CIlif 3aCTOCOBYBATH CIIiIILHO 3 CUCTEMHUMMU JTiIKapChKUMU 3acob6amMu (y3U0BOLI KUCTIOTH
abo mpoTsaroMm 7 gHIB Micis NPUNMHEHHS JTiKyBaHHS Gy3UO0BOI0 KUCI0TOW. [lanienTaM, y SKux
3aCTOCYBaHHS CUCTEMHOI (Py3UI0BOI KMCIIOTH BBaXKAETHCS HEOOXigHUM, JTiIKyBaHHS CTaTUHAMMU CIIig
IPUIIMHUTY Ha BeCh TEPMIH JIiKyBaHHS Qy3UO0BOIO KMCIO0TOI0. [ToBigoMIsiyiocss mpo pabmomiosi3 y
TIAIlieHTIB (B TOMY YKCIIi OeKinbKa JeTalbHUX BUMAMKIB), IKi OTpUMYyBaJIX JIiKyBaHHS KOMOiHaIlil0
Gy3umoBol KUCTIOTH Ta CTaTUHIB (IUB. po3Ain «B3aeMofiia 3 iHIUMY TiKapChKUMM 3acob6aMu Ta iHII
dbopmu B3aeMopiit»). [anieHTaM HeoOXiMHO HeraHO 3BEPHYTHUCS A0 JiKaps, SKIIO0 BOHU BiIUyBaiOTh
Oymb-gKi CHMITOMU M's130BOi cj1abKoCTi, 605110 a60 XBOPOOIMBOI Uy TIMBOCTI IIPU TOPKaHHI.

Teparmito cTaTuHaMU MOXKHa ITOBTOPHO PO3IM0YaTH Yepe3 7 OHIB IMiC/s 0CTaHHBOI 003U (Hy3UA0BOI
KHCJIOTH. Y BUHSITKOBUX BUIIAKaX, KOJIM HeoOXigHa ITPOJIOHI0BaHA CUCTEMHA (y3uI0Ba KHUCIIOTA,
HAIMPUKJIIAM, IJIs JIIKYBaHHS BaXKKUX iHQeKIiN, HeoOXigHiCTh OIHOYACHOT'0 3aCTOCYBaHHs MepTeHiny i
Gy3umoBol KUCTIOTH IIOBUHHA PO3TJISAATHCS B KOXKHOMY KOHKPETHOMY BUIIAKY i Mifl peTenbHuM
MeIUYHUM HarJIsafgoM.

MepTeHin He CIif 3aCTOCOBYBATH IaIliEHTaM 3 TOCTPUMHU, CEPUO3HUMU CTaHaMH, 110 CBig4YaTh IIPO



MiomnaTito ab0 MOXKJIMBICTh PO3BUTKY HUPKOBOI HEIOCTATHOCTI BHACTIAOK pabmoMionidy (Takux sK
CETICUC, apTepiasibHa TinoTeH3is, o0upHe XipypriyHe BTpyYaHHs, TpaBMa, TSXKKi MeTabomiuHi,
EeHIOKPHHHI Ta eJIeKTPONiTUYHI po3sagu abo HEKOHTPOILOBAHI CyoOMHU).

BronuB Ha IeYiHKY

4k i inmi inribitopu 'MTI-KoA-penykTasu, MepTeHin cniif 3 00epeXkHiCTI0O 3aCTOCOBYBAaTH MalliEHTaM,
SIKi 3JI0BKMBAIOTh aJIKOTOJIEM Ta/a00 MaloTh B aHAMHEe3i 3aXBOPIOBAHHS MTEYiHKH.

PexomeH0BaHO nepeBipsATH 0i0XiMiuHiI MOKA3HUKY (PYHKIIII TEeYiHKY Iepef] T0YaTKOM 3aCTOCYBaHHS
npemnapary Ta 4epe3 3 MicsIi TiKyBaHHS MOTOMY. MepTeHin ciif npunuHuTH a0 3MEeHIIUTH 03y,
SIKIIIO piBeHb TPaHCaMiHa3 y CHPOBATIIi KPOBi Oifibllle HiXK YTPUUi ITePEBUIIYE BEPXHIO MEXKY HOPMH.
YacToTa IOBifOMJIEHD ITPO CEPIO3HI siBUIIA 3 OOKY MEeYiHKY (TepeBaXKHO MiiBUILIEHHS PiBHS
IeYiHKOBUX TpaHcaMiHa3) y micnsipeecTpaliiHuil nepion 6yna 6inbloio Mpy 3acTocyBaHHi 1o3u 40
MT.

Y malieHTiB i3 BTOPMHHOIO TillepX0JieCTEPUHEMIEI0, CIPUYMHEHOI0 TinoTUPeo30M abo HePOTUIHUM
CHHIDPOMOM, CJIif CII0YaTKY IIPOBECTH JIiKyBaHHS OCHOBHOTO 3aXBOPIOBaHHS, a IOTIM II0YMHATHU
JIIKyBaHHS IIpeliapaToM MepTeHin.

Paca

HocnimxkeHHS (hapMaKOKiHETUKY CBif4aTh ITPO 3POCTAHHS €KCIIO3MUllii y MaI[ieHTiB MOHTOJIOIIHOI pacu
npuOIU3HO BABiYi IOPIBHSAHO 3 €BPONENIAMY (OUB. po3minu «Crocid 3aCTOCyBaHHS Ta JO3U»,
«IIpoTtunoka3anHsa» Ta «PapMaKOKiHETHUKA»).

IuridiTopu opoTeasu

[TinBuieHa cUCTEMHa eKCIIO3UIIis 0 pO3yBacTaTUHY CIIOCTepiranacs y ocib sfKi 3aCTOCOByBaju
pO3yBacCTaTHH OJHOYACHO i3 pisHUMH iHTiGiTOpaMu MpoTeas3u y MOeNHAHHI i3 puToHaBipoM. Crin
00MipKyBaTH SIK KOPUCTb Bifj 3HMKEHHS PiBHS JiMifiB 3a JOIIOMOT0I0 PO3yBaCTaTUHY Y Malli€HTIB i3
BIJI, siKi oTpuMYyIOTh iHTiOGiTOPY IPOTeas3H, Tak i MOXKJIMBICTh MiBUIIIEHHS KOHIIEHTPALIil
pO3yBacTaTHHY ¥ IIJla3Mi KPOBi Ha ITOYaTKY Tepallil Ta Mpu MigBUIIEHH] 031 PO3yBacTaTUHY Y
NallieHTiB, SIKi OTPUMYIOTE iHTi6iTOpU MpoTea3u. OgHOYACHE 3aCTOCYyBaHHS JIiIKapChKOT0 3ac00y 3
inribiTopaMu 1MpoTea3u He PeKOMEHIYETHCS, SIKIIO J03a PO3yBaCTaTUHY He CKOPUTOBaHa (IUB. PO3Mis
«Crmoci6 3acTocyBaHHS Ta Ho3u» Ta «B3aemopmis 3 iHIMMMU TiKapchbKUMU 3aco0aMy Ta iHIII BUOU
B3aEMOIiN»).

HenepeHOCUMICTh TaKTO3U

Jlikapcekui 3aci6 MepTeHin MiCTUTh 1aKTO3u MOHOTrimparT. ITalieHTam 3 pPigKicHOI CITagKOBOIO
HeIepeHOCUMICTIO TallaKTO3H, TIOBHOIO JTaKTa3HOI0 HeJoCTaTHICTIO abo ManbabcopOIieto TIr0K03u-
rajlakTo3M He CJIiJ 3aCTOCOBYBATH I JIiKapChKuM 3acib.

IHTepcTHIianbHa XBOpoOa nereHb

[ToomwHOKI BUMTQKX iHTEPCTHUIiaIbHOI XBOPOOHU JTereHb OyJI0 3apeECTPOBAHO IIPH 3aCTOCYBaHHI
IesIKUX CTAaTHHIB, 0COOIMBO y BUMIAIKy OOBIOTPUBAsIOi Tepamii (nuB. po3gin «I1o6iuHi peakiii»). [lo
IIPOSIBIB 11i€i XBOPOOU MOXKHA BiTHECTH OUCIIHOE, HETIPOAYKTUBHUM KallleNlb Ta MOTipIIeHHs
3arajbHOrO CTaHy (CTOMIIIOBaHICTh, BTpaTa MacCH Tijla Ta IMXOMaHKa). AKI0 MiI03pIEThC, 10 Y
nalieHTa PO3BUHYJIOCH iHTEPCTHUIIialbHa XBOpoba JiereHb, 3aCTOCYBaHHS CTaTHHIB MOTPIOHO
IPUIAHUTH.



[TykpoBuit miabet

eski ¢pakTu CBig4YaTh, 10 CTAaTUHY, MiABULIYIOTh PiBEHD I'JIIOKO3U B KPOBIi Ta y JeAKHUX MAal[i€HTiB,
SIKUM 3aT'POXKY€ BUCOKUY PU3UK PO3BUTKY HiabeTy B MalOyTHbOMY, MOXKYTh CIIPUYUHSITH
rinepriikeMiio Takoro piBHS, 3a SKOro HeoOXimHe HaylexkHe JTiKyBaHHS mia0ety. 110 3arpo3y, ogHaK,
IIepeBULLY€E 3HUXKEHHS PU3UKY CyIUHHUX MIOPYIIEHD IIPU 3aCTOCYBaHHI CTaTHUHIB, 1 TOMY BOHA HE Ma€
OyTu mifcTaBoIo IS IPUIIMHEHHS Tepalil cTaTHHaMu. 3a IallieHTaMy TPYNIU PU3UKY (PiBEHb
TJTIOKO3H HaTiie 5,6-6,0 Mmonb/n, IMT >30 kr/M°, migBUIEHUH PiBEeHDb TPUTIlLIEPUIIB, apTepiaibHa
rimepTeH3ist) CIi BCTAHOBUTY K KITIHIYHUM, TakK i Oi0XiMiYHMIi KOHTPOB 3TigHO i3 HAlliOHaTbHUMMU
KepiBHUILITBAMHU.

Y mocnipxenHi JUPITER 3apeecTpoBaHa 3arajibHa 4aCcTOTa LIyKPOBOTO fiabeTy cTaHoBuna 2,8 % y
TPYyIIi IpuiioMy po3yBacTaTuny Ta 2,3 % — y rpymi mnane6o, mepeBaxHO y NallieHTiB i3 piBHEM
[JII0KO3U HaTIle Bif 5,6 10 6,9 MMOIB/I.

it

Ouinka JiHIKHOTO POCTY (3picT), Macu Tina, IMT (iHgeKcy Macu Tifla) Ta PO3BUTOK BTOPUHHUX
CTaTeBUX O3HaK 3a TaHHEPOM y fiTel BIKOM Bifj 6 1o 17 pokiB, AKi MpuiiManu po3yBacTaTUH,
o0MekeHa IepiogoM TPUBAJICTIO 2 poku. ITicng 2 pokiB HOCTigXKyBaHOTO JIIKYBAHHS XKOJHOTO BIIJIUBY
Ha pict, Macy Tina, IMT abo craTteBe m03piBaHHS BUSBIEHO He OYJ10 (OUB. PO3Min
«®apMaKoouHaMiKa»).

Y KiiHiYHOMY AOCHIAKEHH] y OiTel Ta HifJIiTKIB, K1 IpUUMayd po3yBaCTaTUH IIPOTATOM 52 TUXKHIB,
nigsuienHs piBHsA KK >10 pasiB Buiie BHM Ta cumMntomu 3 60Ky M’g3iB micis GpizugHOoro
HaBaHTaXXeHHs a00 migBuINeHoi Qi3nyHOl aKTUBHOCTI CITOCTEPIranucs 4acTillle MOPiBHSIHO 3 TAKUMHU
y mopocnux (muB. po3min «[To6iuni peakirii»).

3acmocyeanns 8 nepiod eazimuocmi ab6o 200yeaHHs 2py0010.

Po3yBacTaTuH IPOTUIIOKA3aHU B IIepiof BaTriTHOCTI Ta TOOyBaHHS TPYOIO.

KIHKY PenponyKTUBHOIO BiKY.

2KiHKY penpoayKTUBHOTO BiKy ITOBMHHI 3aCTOCOBYBAaTH HafliiHi 3aco0u KOHTpaIlemIlil.
BariTHICTE.

OCKinbKY X0JIECTEPUH Ta iHII NPORYKTH GI0CUHTE3Y X0JIeCTEPUHY CYTTEBO BaXKJIUBi 1T PO3BUTKY
1J107a, TOTEeHUiMHUYM pU3uK iHri0yBaHHs [ MI'-KoA-penykTa3u nepeBuillye MOXKIJINBY KOPUCTh Bifl
3aCTOCyBaHHS JIiIKapChKOT0 3ac0o0y B Iepiof] BariTHOCTI. AKIIO malieHTKa 3aBariTHIE B epiof
3aCTOCyBaHHS I[bOTO JIIKapChKOT0 3aco0y, JTiKyBaHHS CIIif HeTallHO IPUINHUTH.

l'ongyBaHHA rpyOnio.

Po3yBacTaTuH moTparisie y MOJIOKO IIypiB. [JaHUX 11010 TPOHUKHEHHS JTiIKapChKOro 3aco0y y rpyaHe
MOJIOKO JTIOOVHU HeMa€ (OuB. po3ain «IIpoTunoka3aHHI»).

30amuicmsb enaueamu Ha weudkKicmos peakuii npu KepyeaHHi asmompaHcnopmom a6o



podomi 3 iHwumu mexaHizmamu.

HocmifxeHs, 0 BUBYAIOTH BIIJIUB PO3YBaCTATUHY Ha MIBUOKICThH Peakliil Ipu KepyBaHHI
aBTOTpaHCIOPTOM abo po6oTi 3 iHIKMMU MexaHi3MaMu, He TpoBoaunu. OfHAK, 3 OTJISIAy Ha
(dapMakoaMHaMiYHi BIaCTUBOCTI IIpenapaTy, MaJlOMMOBIPHO, 110 MepTeHiT YNHUTAME BIUIUB Ha Taky
3maTHicTh. [Ipy KepyBaHHI aBTOTpaHCIOPTOM a60 po6oTi 3 iHIMKMMYU MexXaHi3MaMu CIIifl BpaXOByBaTH
MOXKJIUBICTh 3aIlaMOPOYEHHS B N1EPIOf JIiIKyBaHHS.

Cnoci6 3acmocyeaHHss ma do3u.

[Iepen mo4aTKOM JIiKyBaHHS MALIEHTY CJIIT IPU3HAUYUTYA CTaHOAPTHY TilIOX0JIECTEPUHEMIYHY HIETY,
KOl BiH ITIOBMHEH JOTPUMYBATHUCA i Iifl 4ac JIiKyBaHHS.

Cnocib 3acTocyBaHHS
MepTeHin npuiiMaioTh IEPOPaIbHO, B OyOb-IKWi Yac AHS, He3aJleXKHO Bifl IPUUOMY ixKi.
031

o3y mpenapaty noTpibHO migOupaTy iHOUBiAyalbHO, 3aJIeXKHO Bil MeTH Teparil Ta Bigmosifmi
Ialli€HTa Ha JIiKyBaHHS, KEPYIYUCh PEKOMEHAIiIMU TI0TOYHUX 3arajbHONPUUHATUX KEPIBHULITB.

JIikyBaHHS{ TilepxonecTepUHEeMil

PekoMeHOBaHa IIOYaTKOBA [I03a CTaHOBUTHL 5 abo 10 Mr, mepopanbHo, 1 pa3 Ha 000y K [ys
IallleHTiB, AKi paHille He 3aCTOCOBYBaAJIU CTaTUHY, Tak i [JIs MALi€HTIB, AKi A0 LIbOTO 3aCTOCOBYBAJIA
inmi inri6iTopu ['MI-KoA-penykTa3su. [linbupaiooyn MoYaTKOBY OO3Y CIIifl BpaXOBYBaTH
iHOMBiMyabHUY PiBEHDb X0JIECTEPUHY Y NMALliEHTIB Ta PU3UK PO3BUTKY CEPLIEBO-CYIUHHUX YCKIIaTHEHb,
a TAaKOXK MOTEHIIMHUN PU3UK PO3BUTKY MOOIYHMX pPeakiii. 3a HeoOXimHOCTI MigBUIIYBATH [03Y OO
HACTYIIHOTO PiBHA MOXHa uepe3 4 TuxHi (ouB. po3nin «dapMakonuHaMika»). OCKITbKY y BUIATIKY
3acTtocyBaHHS 0o3u 40 Mr no6iuyHi peakxilii BHHUKAIOTh YacCTillle, HiXK IMPU 3aCTOCYBaHHI MEHIIIUX 03
(ouB. po3min «I1o6iuHi peakiiii»), 0CTaTOYHO TUTPYBATH AO3Y [0 MaKCHMaIbHOI fo3u 40 Mr cIif mulie
[J1s TAl[i€HTIB 13 TAXKOI IilepXoIeCTepUHEMIEI0 Ta BUCOKUM PU3UKOM CepLeBO-CYAUHHUX II0PYIIEHb
(30KpeMa y MallieHTiB i3 CiMEWHOI0 TilepXx0oIeCTEPUHEMIEIO), V SKUX He BOANIOCS OOCSATTH 6aXKaHOTO
pe3ynbTaty npu 3acTocyBaHHi go3u 20 Mr i siki 6yayTh nepeOyBaTu mif peryisipHUM HarIsigoM
cneniaricra (ouB po3min «Oco6IMBOCTI 3aCTOCYyBaHHS»). Ha moyaTKy 3acToCyBaHHS IIpenapaty y mo3i
40 MT peKOMEHOOBAHO CIIOCTEPEKEHHS CIIelliaicTa.

3anobiraHHs MOPYIIEeHHSIM 3 60KY CceplieBO-CYIUHHOI CUCTEMU

Y mocnimkeHHi 3HUKEHHS PU3UKY MOPYIIEeHb 3 00Ky CEPIIEBO-CYIUHHOI CUCTEMU IIpernapar
3acTOCOBYyBanH ¥ 0o3i 20 Mr Ha mo0y (muB. po3min «®apMaKoguHaMiKa»).

[TaIieHTH NTITHBOTO BIiKY

PexoMeHnoBaHa IMoYaTKOBa 403a AJ1s NallieHTiB BikoM 1OHaf 70 POKiB CTAHOBUTH 5 MT (OUB. PO3Min
«0OcobuBOCTi 3aCcTOCyBaHHS»). [HIIa KOPEKIis 03U 3 OrJIsAAY Ha BiK He mOTpiOHa.

[larienTy 3 mopyIeHHAM GYHKIII HIPOK

[MarienTam i3 nerkuMu abo MOMipHUMU NOPYILIEHHAME QYHKIIII HUPOK KOPEKIis 03U He MOoTPiOHa.



PekxoMeHIoBaHa ITOYaTKOBA 403a OJIs MAILi€HTIB 3 MOPYIIEeHHSIM (QYHKIIiI HUPOK ITOMipHOI TSIKKOCTi
(kmipeHC KpeaTuHiHy <60 MJI/XB) CTaHOBUTH 5 MT. [l03a 40 Mr MpoTUIIOKa3aHa HallieHTaMm i3
IOMIPHUMU MOPYLIEHHAMHU (PYyHKIIiI HUPOK. [TalfieHTaM 3 TSXKKUM MOPYyIIeHHIM (PYHKIIiI HUPOK
3aCTOCYBaHHS IIpenapaTty MepTeHin IpoTUIIOKa3aHo y Oyab-IKUX [03ax (OUB. PO3Minu
«IIpoTunoka3aHHsa» Ta «PapMaKOKiHETHKA»).

[NamieHTH i3 mopyIIeHHIMY QVHKINI IeYiHKHT

Y nanieHTiB i3 MOPYyIIEHHSIMH MTEYiHKH, 110 OIiHIoBanucs y 7 abo meHie 0ajiB 3a mrkanoo Yainma-
[T'10, mifBUILIEHHST CUCTEMHOI €KCITO3UIlil po3yBacTaTUHY He crocTepiranmocs. OmHak y ocib i3
nopyiieHHAMH ¥ 8 Ta 9 6aniB 3a mKkanoio Yainma-I1'1o cucTeMHa €KCIIO3UIlis 3pocTaa (IUB. PO3Min
«PapMakoOKiHeTHKa»). TaKuM IallieHTaM CJIifi TPOBOAUTH OLIHKY (QYHKIil HUPOK (OUB. PO3MiN
«Ocob6muBOCTi 3acToCcyBaHHs»). [IOCBiA 3aCTOCYyBaHHS MpenapaTy MallieHTaM 3 MoKa3HuKoM 9 6asiB
abo Ginbie 3a mkanoio Yainpa-I1'1o BigcyTHiM. MepTeHin NpoTUIIOKa3aHU MTallieHTaM i3
3aXBOPIOBAHHSIMMU ME€YiHKY B aKTUBHIiM cTafil (MuB. po3Min «I[IpoTuoKa3aHHI»).

Paca

Y narieHTiB MOHTOJIOIHOI pacy CIIOCTepiranach MifiBUIleHa CHCTEMHA €KCIIO3UIlisd IIpenaparty (OuB.
po3minu «IIpoTunoka3anHs», «Oco6IUBOCTI 3aCTOCyBaHHSI» Ta «PapMaKOKiHETHKA»).
PexomeHOoBaHa IToOYaTKOBA I03a IJIS IAIiEHTIB a3iliChbKOIr0 IOXOIKEHHS CTAHOBUTDL b MTI; mo3a 40 mr
TaKUM ITallieHTaM [IPOTUINIOKa3aHa.

leneTnuHUY noniMopdizm

[TeBHi TUNM T€HETHYHOTO MOMIMOP(i3My MOXKYTh IPHU3BOOUTHU [0 IMiABUILIEHHS €KCIIO3UIIil
po3yBacTaTUHY (OUB. po3nin «PapMakokiHeTHKa»). [TalieHTaM i3 BifOMOIO HasBHICTIO TAKUX TUIIIB
noJ1iMop¢i3aMy peKOMeHyEThCS 3aCTOCOBYBATH MEHIITY NOOOBY 03y pO3yBacTaTHUHY.

[NalieHTH 31 CXMIBHICTIO 10 PO3BUTKY MiomaTil

PekxoMeHgoBaHa moyaTKOBa g03a OJIs NAIli€HTIB i3 paKTOpaMu PU3UKY [0 PO3BUTKY MiomaTil
CTQHOBUTH 5 Mr (uB. po3in «OcobIUBOCTI 3aCTOCYBAHHSI»).

Io3a 40 MT mpoTHUIIOKa3aHa OesSIKUM i3 TaKMX IMalli€HTiB (IuB. po3min «[IpoTUOKa3aHHS»).

CynyTHE 3aCTOCYBaHHS

Po3yBacTatuH € cyOCTpaTOM [Jis Pi3HUX TpaHCHOPTHUX OinkiB (Hampukiag OATP1B1 ta BCRP).
Pusuk Mionaril (BK/Ito4arouu pabmomiosni3) migBULIYETHCA IPYU ONHOYACHOMY IIPUAOMi pO3yBaCTaTUHY
pa3oM 3 [IeBHUMH JIiKapChKUMHU 3acob6aMy, 3MaTHUMH ITiABUIYBaTH KOHIIEHTPAllil pO3yBaCTaTUHY B
I71a3Mi yepes3 B3a€MOJII0 3 MMM TPAHCIOPTHUMHU OilkaMu (HampuKiIaf, IIUKIOCIOPUH Ta JesKi
inribiTopu mpoTea3u, BKI04YaloyX KoMOiHallil puTOHaBipy 3 aTaHa3aBipoM, JIomiHaBipoM Ta/abo
TUIIPaHaBipoM; OuB. po3ninu «OcoOMUBOCTI 3aCTOCYBaHHA» Ta «B3aeMopis 3 iHIIUMY TiKapChKUMU
3acobaMu Ta iHII BUAM B3aeMofii»). [Ipu mpu3HayeHHi npenapaTy MepTeHin 3 iHmuMu
JiKapChKUMU 3aco0aMy BapTO 03HAMOMHUTHUCH 3 IXHIMH IHCTPYKIISAMU 71T METUYHOTO 3aCTOCYBAHHS.
[Tpy MOXKIMBOCTI CITifi PO3TISHYTU albTePHATUBHE JIiKyBaHHA i, SIKII0 HEOOXiTHO, TUMYacOBO
[IPUNWHUTY JIIKyBaHHS PO3yBacTaTUHOM. B CUTyallifX, KOJIX OGHOYACHOT 0 3aCTOCYBAHHSA LIUX
JiKapChKUX 3aco0iB pa3oM i3 po3yBacTaTUHOM YHUKHYTHA HEMOXKJIMBO, HEOOXiAHO 3BaXKUTH BCi
TiepeBaru Ta pU3UKY CYNYTHHOTO JIIKYBaHHS Ta PETEJNIbHO migbupaTu 003y po3yBaCTaTUHY (OUB.
po3min «B3aeMomist 3 iHIMMMY JTiIKApPChKUMHU 3ac00aMM Ta iHIIi BUOKW B3aEMOTIN»).



Himu.

3acToCcyBaHHS IIpenapaTry OiTSM Mae€ MPOBOOUTH JIAIIE CIEeLialiCT.

Hity Ta mimmiTky BikoM Bin 6 mo 17 pokis (ctamis Tanuepa ‘II-V).

CiMelHa reTepo3UTr0THA TiIepxolecTepruHeMis

3BUYaliHa Io4YaTKoOBa M000Ba Ho3a OIS AiTel Ta MigIiTKiB i3 reTepo3UroTHOI0 CiMENHOI0
rinepxonecTepuHeMi€l0 CTaHOBUTE D5 MT Ha [00y.

* V gitei BikoM Bifi 6 10 9 POKiB i3 CiMeIHOI0 T€TEPO3UTOTHOIO TillepX0IeCTEPUHEMIEO
peKoMeHJ0BaHa [103a CTaHOBUTH Bif 5 Mr 1o 10 Mr nmepopanbHO OfUH pa3 Ha #o0y. be3meka Ta
e(eKTHUBHICTh 3aCTOCYBaHHS JTiKapChKOro 3acoby y mo3ax Ginbire 10 Mr y gaHoi rpymnu NalieHTiB He
OOCIiAXKyBasach.

* YV miteii BikoM Bif 10 mo 17 pokiB i3 CiMelHOI reTepO3UTr0THOIO TillepX0JIeCTEPUHEMIEI0
pPeKOMeH0BaHa [103a CTaHOBUTH Bif 5 Mr mo 20 MT rmepopabHO OOUH pa3 Ha noly. be3meka Ta
e(eKTHUBHICTh 3aCTOCYBaHHA [03 Buille 20 MI y JaHOI TPpyIH MAIlieHTiB He JOCIiAKyBanach.

[TigBuIyBaTH [O3Y CIif BiAMOBIAHO OO iHAMBiAYya/IbHOI BiATOBII AUTUHYU Ha JIiKyBaHHS Ta
IIepPeHOCUMOCTi JTiIKapChKOTO 3aco0y, IOTPUMYIOUKUCh PeKOMEeH Iallill 010 TiKyBaHHS OiTel (OuB.
po3min «Ocob6auBOCTI 3acTOCyBaHHS»). [Iepen moyaTKoM Tepariil po3yBaCTaTUHOM JiTSIM Ta MifIiTKaM
CJIi[l TPU3HAYUTH CTaHAAPTHY Till0XOJIECTEPUHEMIYHY Hi€TY, SIKOI MaIlieHTH MaloTh JOTPUMYBaTHUCH i
IIPOTATOM JIiKyBaHHS.

CiMeliHa TOMO3UTOTHA TiepxoIecTepruHeMis

Y mitent BikoM Big 6 0o 17 pokiB i3 CiMeMHOI TOMO3UTOTHOIO TillEePX0JIeCTEPUHEMiEI0 MaKCHMallbHa
PeKOMeHoBaHa N03a CTaHOBUTh 20 MI 0OuH pa3 Ha [m00y.

PexomeH0BaHa MOYaTKOBA [I03a CTAHOBUTE Bif 5 Mr 1o 10 Mr oguH pa3 Ha f00y 3aleKHO Bif BiKy,
MacH Tifla Ta MOMePeIHbOT0 3aCTOCYBAaHHS CTAaTUHIB. [ligBUITyBaTH 10 MaKCHMabHOI fo3u 20 MT
OOuH pa3 Ha mo6y ciif BignmoBigHO o iHAMBigyasnbHOI BiATIOBiAl AUTUHY Ha JiKyBaHHS Ta
IIePEeHOCHUMOCTI IIpenapary, JOTPUMYIOYKUCh PEKOMEH AN 00 JiKyBaHHS OiTel (IUB. PO3Tin
«Oco6uBOCTi 3acTOCyBaHHS»). [lepe[l MOYaTKOM Teparlil po3yBaCTaTHHOM [iTSIM Ta MifjIiTKaM CJIif
IPU3HAYUTHU CTAHAAPTHY TillOX0JIeCTEPUHEMIUHY HIi€TY, KOl IallieHTH MaloTh JOTPUMYBATHUCH i
IIPOTSATOM JTiKyBaHHS.

IocBin nikyBaHHS Ifi€l nomynsnil y mo3ax Oinbiae 20 Mr oOMeKeHUi.
TabmeTku 1m0 40 Mr He 3aCTOCOBYIOTE AiTSIM.

ITiTy BiKOM 10 6 DPOKIB.

Besneka Ta eeKTUBHICTh 3aCTOCYBaHHS HiTSIM BiKOM [0 6 POKiB He BHBYajack. ToMy He
PEKOMEeHI0BaHO 3aCTOCYBaHHA MpenapaTry MepTeHin OiTIM BIKOM OO 6 POKiB.

Ilepedo3yeanHsi.

Cneuudiunoro nikyBaHHS IIPU Ilepefo3yBaHHi HeMa€. Y pa3i nepefo3yBaHHS PEKOMEHAYETHCS
IIPOBOAMTY CHMIITOMaTU4He JIiKyBaHHS 1 MiATpUMyBasibHYy Tepamiio. Ciifg KOHTpoJoBaTé QyHKIIi0



neyvinky i piBHi KK. Mano#MoBipHO, 110 remMopiani3 0yme epeKTUBHUM.

ITo6iuni peakuii.

[ToOiyHi peakii, 10 Bif3HAaYal0TLCSA IPU 3aCTOCYBaHHI PO3yBacTaTHHY, 3a3BUYall JIETKi Ta
TAMYaCOBi. Y KOHTPOJIbOBAHUX KJIIHIYHUX JOCTIAXKEHHIX MeHIe 4 % MallieHTiB, gKi 3aCTOCOBYBaIl
PO3yBacCTaTHH, BUMIIIHU i3 HOCTigXKeHHS Yepe3 MobiyHi peaktii.

[Nepenik mo6GiYHKUX peaKIliil Y BUTIANi Tabmuii

Y HuX4eHaBeOeHil Tabmulli MpeacTaBaeHo Mpodinb HeOaxkaHUX peakilii Ha PO3yBaCTaTHH 3a
MaHUMU KJTIHIYHUX [OCTigXKEeHb Ta BEJIMKOTO JOCBifY IMicnspeecTpalifHoro 3acTocyBanHs. Hebaxani
peaxkiil knacudikoBaHO 3a 4aCTOTOIO Ta CUCTeMHO-opranHuMHU Knacamu (COK).

3a yacToTor HeOaxkaHi peakiii po3nopinieHi TakuM YuHOM: 4acTi (Big =1/100 mo <1/10), HewacTi (Bixg
=1/1000 mo <1/100), moomunoki (Big =1/10000 mo <1/1000), pigkichi (<1/10 000), HeBigomo1
YaCcTOTH (HEeMOXKJIMBO OI[iIHUTH 3a HasIBHUMH HAHHMH).

Tabmutsg 2. TTo6iuHi peakilii 3a maHUMHU KITiHIYHUX OOCIIIXKEHb Ta OOCBIMY MicIspeecTpalifHoro

3aCTOCYBaHHSA
CucTeMHO - YacTi HeuacrTi [ToomuHOKI PigkicHi YacToTa HeBimoMa
OpraHHUY KJac
Po3namy Kposi Ta TpoMOorTOIE-Hif
miMpaTUYHOI cUCTEMU
Posnagy iMyHHOI Peaxkii
CHUCTEMHU TiepYyTIUBOCTI,
B TOMY YHCJIi
QHTI0HEBPOTHUY-
Hul Habpsik
EnmoxpuHHi po3nanu |Llykposuit
miaGet’
[IcuxiuHi po3nagu [lemnpecis
Po3magu HepBOBOI [onmoBHME 6ifb, [TonineBpona-Tis,|[lepudepuyta
CUCTEMU 3aI1aMOpPOYEHHS BTpaTa maM’siTi [HeBpoOMaTis, po3nagu

CHY (B TOMY 4uCITi
0e3COHHS Ta HiuHi
KOIIIMapu), MiacTeHis

CHICTEMU

TpaHCaMiHa3

rpasic
Po3nagu opraHis 30py| OuHa MiacTeHis
Posnagu opraHis Kalmens,
mUXaHHS, TPYIHOL 3apuIIKa
KITiITKY Ta
CepefoCTiHHS
Po31agy IUTyHKOBO- [3amop, HY#OTa, [larkpeatut [liapes
KWIITKOBOTO TPAKTy [|abHmoMiHamb-HUH

6inb

Po3nagu [ligBuIeHHA K OBTSAHUIS,
remaTobimiap-Hoi PiBHS NTE4YiHKOBUX |[F€TaTUT




Posnmamu mxkipu Ta CBepbix, CuHIpOM
MigITKipHO1 BIICHII, CTtiBeHCa-[IKOHCOHA,
KJIITKOBUHU KPOIIUB' THKA IHTyKOBaHa
TiKapChbKUMU
3acobamu
eo3uHOGiTig 3
CCTEMHUMU
cumntomamu (DRESS -
CUHOPOM)
Posnagu ckeneTHOl  [Mianris MionaTis (B ToMy [ApTpanris [TopymenHs 3 60Ky
MYCKYJIaTypHu Ta QUCII MiO3UT), CYXOXKUJIb, IHKONIN
CIIOJTy4HOl TKAaHWHU pabmomiortia, [yCKITagHeH1
[PO3PUB M’3iB, [PO3PUBAMY,
BOBYAKOIIOMi0-HUI iMyHOOIIOCEPEIKO-BaHa
CUHIPOM HEKPOTHU3YI0Ua
[mMiomaTist
Po3mamu HUPOK Ta [ematypis
CEYOBUMAINTBbHOL
CUCTEMU
Posnagu ['iHeKomacTisa
PENIPOTYKTUBHOI
CUCTEMHU Ta
MOJIOYHUX 3aJ103
3aranbHi po3nanu Ta |AcTeHis Habpsik
CTaH MICIg BBeIEHHSI

'YacToTa 3aJIeXUTh Biff HAABHOCTI GaKTOPiB pU3KKY (PiBEHb IIFOKO3K KPOBi HATIIE = 5,6 MMOJIL/II,
inmexc Macu Tina >30 Kr/M’°, HiIBUINEeHHs PiBHA TPUIIILEpU/iB, apTepianbHa rinepTeHsisa B
aHaMHe3i).

4k iy Bunapky 3 inmumu inribitopamu I'MI-KoA-penyKTa3u, yacToTa MoGiYHUX peakiliit 3aexkuTh
Bif IO3U.

Briwe Ha HUPKYU

Y narienTiB, sIKi 3aCTOCOBYBaJId pO3yBaCTaTUH, CIIOCTEPIraauch BUMTAAKK IPOTEIHYPil, IepeBakHO
KaHAaJIbIIEBOT0 MMOXOIXKEHHS (BU3HAYEHOI 3a JOTIOMOI0I0 TECT-CMYKKH). 3MiHM BMicTy Oifka y cedi Bif
HYJIS YU CJIiiB 10 3HAUEeHHS « » a0o Oinblie 3apeecTpoBaHi y <1 % mallieHTiB, SKi mpuiimManu
npemnapart y go3ax 10 mr ta 20 mr, i mpubnusHo 3 % mallieHTiB pu 3aCTOCYBaHHI 103U
po3yBacTtaTtuny 40 mMr. He3HauHe 30ibIlIeHHS YaCTOTH BUIIAMKIiB MigBUIEHHS Oifika y cedi Bifg Hys
abo crigiB 1o « » CIIOCTEpiranoch Py 3aCToCyBaHHI fo3u 20 Mr. Y OibIIOCTi BUNAOKiB BUPaXKeHiCTh
IPOTeIHypii 3MeHITyBaiach a00 3HMKAJA CIIOHTAHHO ITPY ITPOAOBXKEHHI 3aCTOCYBaHHS IIpemapary. 3a
NaHVMMHU KIIHIYHUX OOCHiAXKEeHb Ta MOCTMapKETHUHTOBUX CIIOCTEPEXEHDb Ha ChOTOAHI HE BUSABIIEHO
IPUYHUHHO-HACIIITKOBOI0 3B’SI3KYy MiXK IPOTEIHypi€lo Ta rocTpuM abo MPOTrpecyoyrM 3aXBOPIOBaHHIM
HUPOK.

I'eMaTypid crocTepiranach y nali€HTiB, K1 3aCTOCOBYBaJId PO3yBaCTaTHH, ajle € faHl KIIiHIYHUX
IOCTiAKEeHb, 10 CBiYaTh PO HU3bKY YaCTOTY il PO3BUTKY.

Bnnue Ha CKEeJIETHY MYCKYJIQTYDY

3MiHu 3 60Ky CKeJIeTHOI MyCKY/IaTypH, TaKi sIK Miairis, MionarTisa (B TOMy 4MCIli MiO3UT) Ta PigKo,
pabmoMionis, i3 rOCTPOI0 HUPKOBOIO HEOCTATHICTIO UK 6e3 Hel, CrlocTepiraaucs mpu 3aCTOCyBaHHi
Oymb-IKUX 003 PO3yBacCTaTHHY, a 0CO0OIMBO IIPU 3aCTOCYBaHHi 103 > 20 Mr.

Y namieHTiB, SKi IpuiiMany po3yBacTaTUH, CIIOCTEPIranocsa qo3o3anexHe 3pocTaHHsa piBHIB KK; y



OinbInocTi BUNaAKiB sipuiile 0yJi0 cnabKo BUpaxkeHWM, 0€3CUMIITOMHUM Ta TUMYaCOBUM. LAKIIO piBHI
KK migBumieni (6inbin gk y 5 pa3iB Bif BepxHbol Mexi Hopmu (BMH)), nikyBaHHS CITif IPUITUHUTH
(muB. po3min «OcoBGIUBOCTI 3aCTOCYBAHHS»).

BronuB Ha IeYiHKY

4K i y BUullagKy 3acTtocyBaHH4 iHmuX iHribiTopiB 'MI-KOA-penykTa3u, y HEBEIUKOI KiTbKOCTi
TAILEHTIB, SKi IPUAMaNK po3yBacTaTHH, CIIOCTEPIraaocs J0303aiexkHe 30iTbIIeHHs PiBHS
TpaHCaMiHas3; B OilbIIOCTi BUNagkiB sBuile 0yio c1abko BUpaXXeHUM, 0€3CUMITOMHUM Ta
TUMYaCOBUM.

Ha ¢omni 3acTocyBaHHS OesdKUX CTAaTHHIB Bif3Havyanucs Taki HebGaXkaHi sABHUINA:
- po37nap cTaTeBol QYyHKII];

- OKpeMi BHIIa[KH iHTePCTHUIiaIbHOI XBOPOOH JIereHsb, 0COOIMBO IIPY TPHUBAJIOMY 3aCTOCYBaHHI (IUB.
po3min «Oco6IUBOCTI 3aCTOCYBAHHS»).

YacToTa noBimomMIeHb Mpo pabmomiosi3, cepio3Hi mopyIeHHs 3 60Ky HUPOK Ta MeYiHKM ([TepeBaxkHO
IiABUINEHHS aKTUBHOCTI ITe4YiHKOBUX TpaHcaMiHa3) Oysa Ginbllla TPy 3aCTOCYBaHHi JIiIKapChKOTO
3aco0y B mo3i 40 mr.

it

[TigBuieHHs piBHg KpeaTuHKiHa3u >10 pasiB Buine BMH Ta cumntomu 3 60Ky M’sI3iB mics
¢bisnyHOrO HaBaHTaXKeHHs a0o migBuIeHOI (i3nUYHOI aKTUBHOCTI CIIOCTepiranucs vacriie y 52-
THXKHEBOMY HOOCJIiI2KeHHi 3a y4acTIO JiTel Ta MiIiTKiB IIOPiBHAHO i3 JOPOCIUMHU (OUB. PO3MiN
«OcobnuBOCTi 3acTocyBaHHS»). [IpoTe mpodinb 6e3meku po3yBacTaTUHY Yy HiTel Ta MiAiTKiB OyB
OMiOHMM [0 TAaKOTO y JOPOCTIUX.

[ToBimoMIIeHHS PO Mimo3pioBaHi mo6ivHi peakirii

[ToBimomneHHs mpo 1mob6iuHi peakiril micis peecTpaliii TikapchbKoro 3aco0y Ma€ BaXK/IuBe 3HAYEHHS.
Lle nae 3MOry IpOBOAUTYU MOHITOPUHT CIIIBBiIHOIIEHHS KOPUCTH/PU3UK IIPU 3aCTOCYBaHHI IIbOTO
JiKapCchKOro 3aco0y. MeguuHuM Ta hapMalleBTUYHUM IIpalliBHUKAM, a TaKOX IallieHTaM abo ixHiM
3aKOHHUM IIpeCTaBHUKAM CJIi[] IOBiTOMJISITH IIPO YCi BUITAAKK MiI03PI0BAaHUX MOOIYHUX Peakiii Ta
BifmCyTHOCTI e(peKTHUBHOCTI JTiKapCchKOT0o 3aco0y yepe3 aBTOMATH30BaHy iHopMalifiHy CUCTeMY 3
(dbapMaKOHarIsAAy 3a MmocuaHHgaM: https://aisf.dec.gov.ua

Tepmin npudamHocmi. 3 POKH.

VYmoBu 30epiranns. 30epiratu B opuriHajJIbHiH yIaKOBIi /IS 3aXHCTY BiJ BIUIMBY CBiTIIa.
IIns mikapchkoro 3aco0y He MOTPiOHI crelianbHi TeMIepaTypHi yMoBU 30epiraHHs.

36epiraté y HEOOCTYIIHOMY IJIST OiTeH MicCIIi.

YnakoBka. [To 10 ta6neTok y 6micTepi; mo 3 6icTepu B KapTOHHIM yIIaKOBIIi.


https://aisf.dec.gov.ua/
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