Ckian

Oilo4a peyosuHa: TepKaHIgUuMIiHy TiApOXJIOPHU, III0 €eKBiBaI€HTHO
JIEPKaHIgUIIiHY;

1 TabreTka, BKpUTa ILTIBKOBOIO 000JIOHKOIO, MiCTUTh JIEPKaHIOUITIHY
rigpoxnopuny 10 Mr (ekBiBalleHTHO NnepKaHiguIriny 9,4 mr) ab6o
JepKaHigumiHy rigpoxnopuny 20 Mr (ekKBiBajleHTHO JiepKaHigumiHy 18,8 mr);

OONOMINCHI PEeYOBUHU:

TabsieTku 10 MT: MOBiOH; HATPil0 KPOXMANbIIIKOIAT (TUITI A); TaKTO3HU

MOHOTIOpaT; 1IeJIl0jIo3a MIKPOKpPUCTaJliYHa; MarHilo cTeapar; CIIUPT
IIOJIiBiHIJIOBUM, YaCTKOBO TigponizoBaHuu*; tutany giokcun (E 171)*;
Makporomn*; tTanek*; 3amida okcun xkoBtum (E 172)%*;

*y cknami Opadry II Yellow 85F32553.

TabneTku 20 MI': ITOBimOH; HATPil0 KPOXMaNbIIiKOJIAT (TUI A); JTaKTO3U

MOHOTIgpaT; LeJIi0jio3a MIKPOKPUCTaJliYHa; MarHito cTeapar; CIIUPT
IIOJIIBiHIJIOBUM, YaCTKOBO TigponidoBaHuu*; tutany giokcup (E 171)*;
MaKporoir*; Taabk*; 3ajiza okcup xkKoBTui (E 172)*; 3amiza okcug 4epBOHUM
(E 172)*.

*y cknapai Opadry II Pink 85F34564.

JIikapcbKa ¢dpopMma

TabneTKu, BKPUTI MIiBKOBOIO 000JI0OHKOIO.

OcHoBHI (i3uKo-xiMiuHi 81acmueocmi: KpyTJli, IBOOIIYKIIi KOBTi ab0 pOIKeBi,
IIOKPUTi TabnmeTKu giametrpom 6,5 £ 0,3 mMm ab6o 8,5 £ 0,4 MM, 3 PHUCKOIO 3
OOHOTO OOKY, IITaMIIOM «L» 3 iHIIIOr0 60KY.

dapMakKoTepaneBTUYHA Ipyla



CeleKTHBHI aHTaAroHiCTH KaJlblilo 3 IepeBaXHOIO0 [i€0 Ha cyguHu. [ToxigHi
purigponipuguny. Kog ATX C08C A13.

®apMaKoOJIOridyHi BJIaCTHUBOCTI

dapmakoOuHamika.

JlepKaHiOuIIiH - 1le aHTaroOHiCT KalbIlil0 JUTigpOnipuOuHOBOI rpymnu. IHrioye
TpaHCMeMOpPaHHUM MOTIK KaJlbIlil0o BCEPEANHY KapaiOMiolIUTiB Ta

rIagKoM’ SI30BUX KIIITUH CYOUH. MexaHi3M aHTUTIIIEPTEeH3UBHOI il
JIEPKaHIOUIIIHY 3yMOBJIEHUU IIPSIMUM pPeJlaKCyHO4YUM BIIJIMBOM Ha IjiafkKi
M’S13U CyOWH, 3a PaXyHOK YOTr'0 3MEHIIYEThCA 3araJlbHUU CYOUHHUU
nepudepudHnn omip. He3Baxkaiwuym Ha KOPOTKUM I1€Pioad HalliBBUBEOEHHS 3
IJIa3MU KPOBI, JIEPKAHIAUIIIH YAHUTE IPOJIOHTOBaHy aHTUTIIEPTEH3UBHY HiI0
3a PaxyHOK MOro BUCOKOT0 Koe(illieHTa MeMOPaHHOTO PO3IOAiTy. 3aBOsKu
BHCOKIiM CYOUHHIN CEeJIEKTUBHOCTI IpenapaT He YMHUTh HETaTUBHOIL
iHOTpomHOI fmil. ['ocTpa apTepianbHa rinnoTeH3isa 3 pedrIeKTopHO0
TaxXiKapZi€elo BUHUKAa€E PIOKO 3aBOsKU OCTYIOBOMY PO3BUTKY Ba3oguiaTarliil
IIPU IPUNOMI JIepKaHIOUIIiHY.

Ax 1 gng iHmMX acuMeTpUuyHuX 1,4-OUrigponipuanHiB, aHTUTIIIEepTEeH3UBHA
AKTHUBHICTh JIEPKaAHIOUIIIHY B OCHOBHOMY 3YMOBJIEHa MOT0 S-eHaHTiOMEepPOM.

KniniuHa epeKTUBHICTh i 6e3I1eKa 3aCTOCYBaHHS IepKaHiguIriny y mo3i 10-20
MTI" OIMH pa3 Ha moOy OynIu BUBYEHI V ITOABIMHOMY CIIimoMy miaiebo-
KOHTPOJIbOBAHOMY KJIIHIYHOMY HocIigXKeHHi (B skoMy 1200 narieHTiB
OTPUMYBalNu NepKaHiguirid, 603 mallieHTH oOTpUMYyBau Ijaiebo) Ta B
aKTMBHO KOHTPOJIbOBAHUX 1 B HEKOHTPOJILOBAHUX OOBrOTPUBAINX KITIHIYHUX
OOCIIIXKEeHHAX 13 3arajibHOI0 KiJIbKICTIO 3676 IalllEHTIB 3 rilIepTEeH3IEl0.

Ilo 6inmbHIoCTi mocCHigXKeHb Oy/TH 3ay4deHi MalliEHTH 3 eCeHIliaIbHOIO
rirmepTeH3i€r I1erkoro abo IMOMIpHOTO CTYIIEHS TSIXKKOCTI (BKII0Yal04uu
Talli€EHTiB JIITHBOTO BiKy Ta XBOPUX Ha IIYKPOBUM AiabeT), IKi oTpUMyBaju
JIepKaHiOuIIiH SK MOHOTepaIlriio abo y koM0OiHariil 3 iHriditopamu AL,
oiypeTukaMu 4u OeTa-010KaTOpaMHu.



IomaTKOBO 00 KIIIHIYHUX OOCIiAXKEeHb, IPOBEIEeHUX I MiATBEPAKEHHS
TepaneBTUYHUX II0Ka3aHb, [IOOaJibille HEBEJIMKe HEKOHTPOIIbOBaHe, aje
paHOoOMi30BaHe OOCIIIXKEHH IIpelapaTy 3 Y4acTIO IMAlllEHTIB 3 TAXKKOI0
apTepianbHOIO TimepTeH3i€l (CepegHe + cCTaHOapTHE BiOXUIIEHHS PiBHSA
OiaCTOMIYHOTO apTepianbHOro TUCKY 114,5 = 3,7 MM pT. CT.)
IIPOAEMOHCTPYBaJI0O HOpMaJli3allito apTepiaJabHOro TUCKY YV 40% 3 25
MMAIli€EHTIB, SIKi MpUMManu nepKaHiguid y mo3i 20 mr 1 pa3 Ha o0y, Tay
56% 3 25 mallieHTiB, Kl mpuuMaiu jepKaHigunid y no3i 10 Mr 2 pa3u Ha
noOy. Y moaBiiHOMY CIIimOMY paHOOMi30BaHOMY HIane00-KOHTPOIbOBAHOMY
OOCIIIOXKEHH] V MallleHTIB 3 130JIbOBAHOI CUCTOJIIYHOIO TillepPTEH3IE
JIepKaHiouIiH e()eKTUBHO 3HU2KYBaB CUCTOJIIYHUYN apTepiaJlbHUU TUCK i3
CEepenHbOr 0 II0YaTKOBOTO 3HaYeHHA 172,6 = 5,6 MM pPT. CT. 110

140,2 = 8,7 MM pT. CT.

KiiHiYHUX OOCHiAXKEeHb y OUTSAYil HOIYJIALil He IIPOBOOUIIN.
dapMakoKiHemuKa.

AOcopOi1ris

JlepKaHIOUIIiH ITIOBHICTIO BCMOKTYETHCS IIICJISA II€POPaIbHOIO IPUNUOMY YV I031
10-20 Mr, MmakCcUManbHI KOHIIEeHTpallil y nna3mi kposi 3,30 ur/mn = 2,09 c.s.
Ta 7,66 Hr/Mn £ 5,90 c.B. BiDmOBimHO peeCTPyIOThCSA MpubIu3HO yepes 1,5-3
TOOVHU.

IIBa eHaHTiOMepHU IEePKaHIOUIIIHY OIeMOHCTPYIOTh NOOiOHUM TPOodiib PiBHIB y
IJIa3Mi KPOBi: Yac HOCATHEHHS MaKCHUMaJIbHOI KOHIIeHTpallil y ImIa3Mi KpoBi
TaKUM caMHuM, MaKCuUMaJlbHa KOHILIeHTpallisd Ta moka3Huk AUC y cepegHbOMY
B 1,2 pa3sa Buili Ojisd S-eHaHTioMepa, a Iepiof HaliBBUBEOEHHS OBOX
eHaHTiOMepiB, IO CyTi, OMHaKOBUM. B3aeMomepeTBOPEHHS €HaHTIOMEPIB in
VIVO He BiJ3Hay4aJsioCh.

BHacmigok BUCOKOT0 MeTabo0JIi3aMy IIpU IIEPBUHHOMY ITPOXOXKEHHI yepe3s
IeviHKy a0cooTHa Oi0mOCTYNHICTh JIEPKaHIAUIIIHY, TPUUHSTOTO MalliEHTOM
IIepopPasbHO IIicJIs 1oy, CTaHOBUTH Npubmiu3Ho 10%, xoda BoHa
3MeHIIlyBajacsa 00 %3 IbOro 3HaUYEeHHS, SKIIO IpernapaT 3aCTOCOBYyBaJlu
3[I0POBi MOOPOBOJIBII HATIIE. AKINO mpernapaT MpUUMaTH He ITi3Hille Hixk



yepe3 2 TOOWHMU ITiC/ISA BXKUBaHHSA OyXKe XKUPHOI 1Ki, 10T0 6i0OCTYIIHICTh
30iNnbIIYETHCS V 4 pa3u. ToMy NepKaHIOUITiH CIif IpuiMaTH 0O BXKUBaHHA
1Xi.

Posnopin

Posmofin 3 nyma3Mu KPOBi y TKAHWHM Ta OPTaHU IIBUOKUN Ta OOIIMPHUMN.
CTy1iHb 3B’sI3yBaHHS JIePKaHIOUIIIHY 3 OiIKaMM IIJITa3MHU KPOBi ITEPEBUIIYE
98%. Ockinbku piBeHb OifiKa y IIa3Mi KPOBi 3MEHIIIEHUN Y TAlli€HTIB i3

TSIXKKUMHU DOPYIIEeHHAMHN QPYHKIIII HUPOK Ta MeYiHKHU, BilbHA Qpakiiis
rpernapaTy Moxke 30iTbITyBaTHCH.

BioTpaHcdhopmaliisa

JlepkaHiguIiH eKCTEHCUBHO MeTaboIi3yeThcs isopepmernTom CYP3A4,
He3MiHeHUl npenapar y cedi abo Kasli He BUSIBIISIEThCS. Bin
IIEPETBOPIOETHCS ITepeBaXkKHO Y HeaKTUBHI MeTaboiTu, mpubnusno 50%
IIPUHHSTOI MO3U BUBOOUTHCS i3 cedero.

ExcriepuMeHTH in Vitro 3 JJIOOCBKAUMHU MIKPOCOMaMU IT€YiHKHU CBig4YaTh, 110
nepkauigumia geifo npurHiyye CYP3A4 ta CYP2D6 nipu KOHIIeHTpaLifax,
BigmoBigHO y 160 i 40 pa3iB BUILUX, HiXK MOTr0 MaKCHMaJibHa KOHIIEHTpallisd y
I1JIa3Mi KPOBi, IKa OOCATAEThCA IMicis npuuomy po3u 20 mr. KpiMm 1poro,
OOCIIiOXKeHHS JTiKapChKOl B3aEMO[Iil y JII0Oeu IIPOOeMOHCTPYBalIu, 10
JIEPKaHIOUIIIH y I1JIa3Mi KPOBI He 3MIHIOE PiBEHDb Mia3ojiaMy, TUIIOBOTO
cyoctpaty CYP3A4, abo meTonpomnony, TuroBoro cyocrpaty CYP2D6. Takum
YUHOM, IIPU 3aCTOCYBaHHI JIEPKaHIOUIIIHY Y TEPAIEBTUYHUX J03aX He
OouiKyeThCs OioTpaHCchopMallil mpenapartis, 1o MeTtabosidyoTbcsas CYP3A4
abo CYP2DG6.

Busenenusa

EniMiHallisa mpoXoouTh B OCHOBHOMY HINsIXOM OioTpaHchopMailiil. CepenHin
TepMiHaJIbHUM IepPioa HalliBBUBEOEeHHA CTaHOBUTH 8-10 roouH, a
TepamneBTUYHa Ois TpuBa€ 24 TOOWHU BHACJIIIOK BUCOKOI'O CTYII€HS
3B’sI3yBaHHS JIEPKaHIOUIIIHY 3 JTinigaMu KIiTUHHUX MeMOpaH. [1pu
IIOBTOPHOMY 3aCTOCYBaHHI KyMyJIAllisd He CIIOCTepiranacs.



JIiHIMHICTh/HEIIHINHICTD

[Ipu nepopaibHOMY 3aCTOCYBaHHI JIEPKaHIOUIIIHY MOTr0 KOHLIEHTpallida y
I1J1a3Mi KPOBi He € IPSAMO INPOIIOPLIIMHOI0 IPUUHATIN 0031 (HeliHiliHa
KiHetuka). Ilicnsa nmputiomy 10 mr, 20 mr i 40 Mr makcuMaJsibHi KOHIIeHTpallil
y I1J1a3Mi KpPOBIi, Kl CIIOCTepirajaucs, Majiu CIiBBigHOIIeHHA 1:3:8, a miomi
ITi KPpUBUMHU 3aJIe>KHOCTI KOHIIeHTpallil y IJla3Mi KPOBI Bifl 4acy Maiu
criBBigmHOIIeHHS 1:4:18, 1110 BKa3y€ HaA MOCTYIIOBE HACUYEHHSI MeTabo0Ii3My
IIPU TIEPUIOMY ITPOXOAKeHHi. TakuM YMHOM, 0i0OOCTYNHICTDb JIEPKaHIAUTIiHY
30iNTBIIIYETHCS 3 MiOBUIIEHHSIM OO3U.

IHopmaTKoBa iH(dopMallisi II0g0 OKPeMUX I'PYI IallieHTiB

Byno noka3saHO, 10 (papMaKOKiHETHKA JIEPKaHIOAUIIIHY Y Nalli€EHTIB JIITHHOTO
BiKy Ta y Halli€eHTiB 3 AUCPYHKITI€I0 HUPOK abo nediHKu ci1abkoro abo
CepemHbOIro CTyIIeHS TAXKKOCTI CX0OXKa Ha TakKy, III0 CIIOCTEePIraeThCs y
3arajbHilM IPyMi HaIli€HTIB. Y XBOPUX i3 TSIKKUM CTyIeHeM OUCPYHKIIi1
HUPOK abo0 y Aiamizo3anekHUX XBOPUX KOHIIEHTpAaIlil TiKapChbKOTo 3aco0y
Oynu Ginbin BucokuMu (mpubnu3no 70%). Y nallieHTiB i3 cepenHim abo
TSI2KKHUM CTyIIeHeM NOPYIIIeHHI QYyHKIIil ITedYiHKY CUCTeMHA Oi0OCTYITHICTh
JIepKaHiouIiHy, iMOBipHO, 30iIbIIYETHCS, OCKINIbKY BiH MeTab0i3yEThCS
TOJIOBHUM YWHOM y II€YIiHII.

IToxka3aHHSA

EceHllianbHa rinepTeH3is j1erkoro abo MOMipHOTO CTYIIEHS TSIXKKOCTI.

IIporunoka3aHHs

[inmepuyTnuBiCTh OO JIepKaHiguIiHy abo mo Oyaob-IKOro KOMIIOHEHTa
mpemnapary.
OOCTpyKIIisi BUBIDHOTO Bigminy JiBOTO IIITyHOYKa.

HermnikoBaHa 3acCTiliHa cepiieBa HeOOCTATHICTh.
HecTtabinbHa cTeHOKapmis abo HellogaBHiM (mpoTsaroMm 1 micsiiis)

iHpapKT MioKapaa.



e TsaXKa 1e4YiHKOBa HEJOCTaTHICTh.

e TsKKa HUPKOBa HEOCTATHICTh (KiipeHC KpeaTuHiHy <30 MII/XB),
BKJIFOUAIOYM MIAlli€HTIB Ha reMopiaiisi.

e OgHOYAaCHEe 3aCTOCYBaHHS 3 MOTYyXKHUMMU iHTiOiTopamu CYP3A4,
LIMKJIOCIIOPUHOM, TpeundpyToM abo rperundpyTOBUM COKOM.

B3aemonisi 3 iHNIMMH JTiKapChbKHMH 3aCo00aMHu

IIpomunoka3aHe 00HOYdCHe 3dCMoOCyB8dHHA

IH2ibimopu CYP3A4

JlepkaHinumin MeTabomnidyeThbcs mifg miero depmernty CYP3A4, Tomy
iHribiTOopu Ta iIHOYKTOPH LILOTO EPMEHTY, III0 3aCTOCOBYIOTHCS OOMHOYACHO 3
JIEPKaHIiOUIIIHOM, MOXKYTb BIIJIMBAaTH Ha MeTabo0JIi3M Ta eJjliMiHalliio
JiepKaHiguminy. [JocaigXKeHHsa B3a€EMO/il JIePKaHIOUIIiHY 3 IIOTYKHUM
inriditTopom CYP3A4 KeTOKOHA30JI0M ITPOAEMOHCTPYBAJIM 3HAYHE
IIiABUIIEHHS PiBHA JTepPKaHIguMNiHy y nina3mi KpoBi (15-KpaTHe migBUIIIeHHS
nmoka3HuKa AUC Ta 8-KpaTHe HiOBHUIlleHHS MaKCUMaJIbHOI KOHIIEHTPAIIil
eyToMepa S-JIepKaHigumIiny).

Cnig yHUKATH OOHOYACHOT'0 3aCTOCYBaHHS JIepKaHIAUIIiHYy 3 iHribiTOpaMu
CYP3A4 (i3 KeTOKOHA30JI0M, iTPaKOHA30JIOM, PUTOHABIPOM, EPUTPOMIIIMHOM,
TPOJIEaHOOMIIIMHOM, KJIIAPUTPOMIITUHOM).

ILlukaocnopuH

IIpu ogHOYaCHOMY 3aCTOCYBaHHI JIEPKaHIOUIIIHY 1 TUKJIOCIIOPUHY
ITiIBUIIYETHCS PiBeHb 000X PEYOBUH Y I1JIa3Mi KpOBi. [IOCIiaKeHHs 3 y4acTIo
MOJIOOUX 3M0POBUX NOOPOBOIBIIB IT0KA3al0, 1110 3aCTOCYBaHHS
LIUKJIOCIIOPUHY Yepe3 3 TOOUHU IIICIIA IIPUUOMY JIEPKAHIOUIIIHY He
3MiHIOBaJIO PiBEHE JIEPKAHIOUIIIHY y IJIa3Mi KpoBi, BogHOo4Yac nmoka3Huk AUC
IIMKJIOCIOPUHY 30inbIiilyBaBcs Ha 27%. OgHaK ogHOYacHe 3aCTOCYBaHHS
JIEPKAHIAUIIIHY i HIUKJIOCIIOPUHY IIPU3BOOUTH IO TPUKPATHOTO 30ibIIEHHS
PiBHS JIEPKaHIOUIIIHY y I1a3Mi KpoBi Ta 30inbiieHHsa mokasuuka AUC
LUKJIOCTIOpuHyYy Ha 21%.



LIMKJIOCIIOPUH Ta JIEPKaHIOUIIiH He CJIif 3aCTOCOBYBaTU Pa30M.
I'petinppym abo epetingppymosutl Cik

AK i gng iHmux gurigpomnipuauHiB, MeTab0i3M NepKaHigUITiHy
VIIOBIIBHIOETHCS IIiJl BOJIUBOM COKY rpern@pyTa 3 MOogaldblIuM MigBUIIeHHSIM
CHUCTEMHOI JOCTYIIHOCTI IepPKaHIOUIiHYy Ta IIOCUJIEHHSIM TilOTEeH3WBHOI [il.
He cnig npuiiMaTy 0gHOYAaCHO JIEPKaHIiOuIIiH Ta rpeundpyT abo
rpeun@pyToBUH CiK.

He DQKOMQH@OBCIHQ 00HOUYdCHE 3dCmMOCyYBAHHA

Inoykmopu CYP3A4

Heo0OxigHo 3 00epekHICTIO 3aCTOCOBYBAaTHU JIEPKaHIAUITIH OOJHOYACHO 3
inmykTopamMu CYP3A4, TakuMHU K IPOTUCYOOMHI 3acobu ((heHiTOolH,
denobapbiTan, kapbaMaserin) Ta pudaMITIIUHOM Yepe3 MOXKJINBE
3HUKEHHS aHTUTIIIEePTEeH3UBHOI Oil TepKaHIguITiHy. Y [IUX BUOagKax
PEKOMEHIOBAHO YacCTIINKU KOHTPOJIb PiBHS AT.

A/1K0201b

Crig yHUKaTU BXKUBaHHS aJIKOTOJII0 Yepe3 MOXKJIMBE IOTEHI[II0BaHHSA
Ba30UIATAIlIMHOTO e(PEKTy aHTUTINEePTEH3UBHUX JTiKapChKUX 3aco0iB.

B3aemo0ii, sKi nompebyromb Kopekuii 0o3u

Cybcmpamu CYP3A4

Cnig 6yt 00epeKHUM IIPU OJHOYAaCHOMY 3aCTOCYBaHHI JTepKaHIOUIIHY 3
inmuMmu cyoctpatamu CYP3A4, TakuMu K TepdeHaOuH, acTeMi30JI, 3
aHTHapUTMiYHUME 3acobamu IIl Kimacy, TaKuMU SIK aMiogapoH, XiHiauH,
COTaJIOI.

Mioaszonam

IIpu ogpHOYacHOMY 3acToCyBaHHI 20 Mr JIepKaHIOUIIiIHY Ta Mifa3ojiaMy y
OOOPOBOJIBIIB JIiTHROTO BiKy aOCOPOIis NepKaHiAuIIiHY ITigBUIIlyBalach

(mpubnu3no Ha 40%), a MIBUAKICTL abcopOI1ii 3HUXKYyBaach (tmaX



rmomoBxKyBasnach 3 1,75 mo 3 roguH). KoHIleHTpallis Miga3onaMy He
3MIiHIOBaJIaChb.

Memonpoaon

OpgHOYacHe 3aCTOCYBaHHS JIepKaHIOUITIHY 3 METOIIPOIOIOM - b-0710KaTOpOM,
SIKUY BUBOOUTHCS IEPEBAXKHO Yepes MeUiHKy, He 3MiHI0€ 0i0OOCTYyITHICTD
METOIIPOJIONY, ajle IMIPU3BOOUTH 10 3MEHIIIeHHS 0i0MOCTYITHOCTI
nepkaHigumiHny Ha 50%. Llei epeKT MOXKINBUY BHACITIOAOK 3MEHIIIEHHS
IIEYiHKOBOTO KPOBOTOKY, III0 CIIPUYUHSIETHCS b-0l10KaTOpaMu, TOMy MOXKe
BUHUKATH y Pa3i 3aCTOCYBaHHA 3 iHIIUMU HpemapaTtaMu 1i€l rpynu. OTxe,
JIEPKAHIOUITiH MOXKHa 3aCTOCOBYBaTHU 3 b-ampeHo6ioKaToOpaMu, ajie Ipu
IIbOMY MOKe OyTH MOTPiOHEe KOPUTYBaHHS IO3U.

JueokcuH

[Ipu ogHOYacHOMY 3acTOoCyBaHHI 20 MTI' JIepKaHIOUIIiHY IallieHTaM, SAKi
IIOCTIMHO IPUUMAIOTh b-MEeTUIIUTOKCHH, He 0yJI0 BUSBJIEHO JOKa3iB
(papmakokiHeTnuHOl B3aemogil. [IpoTe criocTepiranocs migBUILIEHHS CmaX
OUTOKCUHY B cepegHboMy Ha 33%, Tofai K nmoka3HukK AUC i HUPKOBUU
KJIIpeHC 3HAa4YHO He 3MiHIoBanucsda. CTaH Halli€EHTIB, AKUM OJHOYAaCHO
MIPU3HAYUIN OJUTOKCHH, CJIi[l peTeIbHO KOHTPOJIIOBATHU OO0 O3HAK

iHTOKCUKAIIil TUTOKCUHOM.

OO0OHOoYacHe 3acmoCcy8adHHs 3 IHWUMU AiIKAPCbKUMU 3acobamu

D 1yoKCemuH

BuB4YeHHS B3aEMOIil IIPU OJHOYAaCHOMY 3aCTOCYBaHHi 3 PIIyOKCETUHOM
(iurioiTopom CYP2D6 i CYP3A4) y moOpOBOBIIB BiKOM 65 = 7 POKiB
(cepemHili = C.B.) He BUSIBMJIO KIIiHIYHO 3HAYYINOl 3MiHU (papMaKOKiHETUKHU
JIEpKaHIgUIIiHYy.

IHHumemuoduH

OmHo4YacHUM NIpUMoOM HMMeTUAUHY y #1031 800 Mr Ha mo0y He CIIPUYUHSIE
3HAYHMUX 3MiH KOHIIeHTpallil TepKaHigUITiHy y IJ1a3Mi KpPOBi, ane ciifg 0yTtu
00epeKHUM IIPU 3aCTOCYBaHHi OiNTbIII BUCOKUX N03 YePEe3 MOKIIUBICTh



30iybIIeHHST 0i0OCTYITHOCTI Ta aHTUTINIEPTEH3UBHOTO €hEKTY
JIEpKaHIOUIIIHY.

CumsacmamuH

Konu nepkaHiguriin y no3i 20 Mr ogHO4YacHO 3aCcTOoCOByBasiu 3 40 Mr
cuMBacTaTuHy, NoKa3HUK AUC nepKaHiguIIiHy iCTOTHO He 3MiHIOBaBCs, TOf1
siK ToKa3HuK AUC cuMBacTaTUHY 30inbaIyBaBCcsa Ha 56% i el xKe MOKa3HUK
MOTr0 aKTUBHOTO MeTaboJtiTy b-rigpokcukucnoTu - Ha 28%. ManouMoOBipHO,
III0 TaKi 3MiHU MalOTh KJIiHiYHe 3HaueHH. He 04iKyeThCs B3aEMOil MixK
LIMMU IIpernapaTaMu, AKIIO0 JIEPKaHIOUIIIH IpUMaTU 3paHKy, a CUMBacTaTUH
- yBeudepi, SK BKa3aHO OJI LbOT0 Impelapary.

Iiypemuku ma iHe2i6imopu AIT®

JlepKaHiguIliH MO>KHa 3aCTOCOBYBATU OJHOYACHO 3 [iypeTUKaMu Ta
iHribiTOpamMu aHTiOTEH3UHIIEPETBOPIOBAIBHOTO PEPMEHTY.

THwi nikapcevki 3acobu, sKi enausaroms HA apmepiaabHull Muck

4K 1 O BCiX aHTUTINIEPTEH3UBHUX IIperaparTiB, MOXKIIMBE IIOCUJIEHHS
rinoTeH3uBHOTO e(PeKTy IIPU OJHOYACHOMY 3aCTOCYBaHHI IepKaHIAUIIIHY 3
iHIIMMY JTiKapChbKUMHU 3acoO0aMH, siKi BIIJIMBAIOTh Ha apTepialbHUM THUCK,
TaKUX K a-O0JI0KaTOPH OJIsi CUMIITOMATUYHOIO JIIKyBaHHS 3aXBOPIOBAHb
Ce4YO0BOI'0 MiXypa, TPULIMKIIIYHI aHTUOeIpeCaHTh, HEUPOJIENITUKHU.

HaBmaku, MOXKe CIIOCTepiraTHUCs 3HUKEHHS TilTOTEH3UBHOTO ehEeKTY IIpU
OHOYAaCHOMY 3aCTOCYBaHHi 3 KOPTUKOCTEPOIigaMHu.

Oco0/IMBOCTi 1010 3aCTOCYBaHHS

CuHOpoMm caabkocmi cuHycosoz20 8y31a

JlepKaHiOuIIiH CIi 3aCTOCOBYBATH 3 00EPEKHICTIO IalliEHTaM i3 CHHAPOMOM
c1abKOCTi CHHYCOBOTO By3Jia (0e3 iMIIJTaHTOBAHOT O KapOiOCTUMYISATOPA).

HucgyHKuia 118020 WAYHOUYKA cepuA



Xoya reMoAMHaAMIYHO KOHTPOJIbOBaHI OOCHIAXKEHHS He BUSIBUJIN IIOTIpPILIEeHHA
IITYHOYKOBO1 (PYHKIIi1, CITi 3 00epeXKHiCTIO Mpu3HadYaTy IIpU OUCPHYHKIIi1
JIIBOTO LIJIYHOYKA CEePLIs.

TwemiuHa xe8opoba cepus

By10 BUCIIOBJIEHO MIPUNYIIEHHS, 110 AeAKi AUTigPOnipuauHYU KOPOTKOI il
MOXKYTh OyTH ITOB’sI3aHi 3 NiOBUIIIEHUM CEPIIEBO-CYOIUHHUM PU3UKOM Y
TMAIiEHTIB 3 ieMiuHOI0 XBOP0OOI0 ceplisi. Xoda JlepkaHigumnin-TeBa €
IIperapaToM OOBrOTPUBAJIO] [Iil, IPOTE TAKMM XBOPUM IIpeIaparT CIif
3aCTOCOBYBaTU 3 00epekHiCTIO. [[esKi OUTigpomipuanHM PigKO MOXKYTh
IIPU3BOOUTHU [10 IPeKopaianbHOro 6010 abo cTeHoKapmii. [IykKe pigko y
ITAIiEHTIB 3 paHillle iCHYI0Y0I0 CTEHOKaPi€lo MOXKJIMBE 30iIbIlIeHHS
YaCTOTH, TPUBAJIOCTi ab0 TSIKKOCTI IUX HalamiB. MoXYyTh Bif3HadyaTUC
IIOOAMHOKI BUIMIaAKHu iH(papKTy MioKapza.

ITepumoHeaavHull 0iani3

3acToCyBaHHS JIEPKaAHIAUIIIHY ITOB I3YETHCA 3 PO3BUTKOM IIOMYTHIHHA
[IePUTOHEAaJIbHOI'O eKCyaaTy y Ialll€HTIB Ha IepPUTOHEeaIbHOMY iaJli3i.
[ToMyTHIHHS 3YMOBJIEHO MMiABUIIEHOIO KOHIIEHTPALIIEIO TPUTJIILIEPULIIB B
eKCcygaTi ouepeBUHHN. X04a MexaHi3M HeBigoMuu, 11eii epeKT Ma€ TeHOEeHIIiI0
3HMKATU HEBIOOB31 MiCJIsd BiOMIHU JIepKaHiguIIiHy. [led B3a€EMO3B 130K CIIif]
B3ATU OO yBaru 3ajJjisi YHUKHEHHS BUIIA[KiB, KOJIU IOMYTHIHHA
IIEPUTOHEAIBPHOT0 eKCygaTy MoKe OyTU IMTOMUJIKOBO IPUUHSATO 3a
iHpeKIiMHNY IIePUTOHIT 3 ITOAaIbIIOI0 HEMOTPiOHOIO rocHiTani3alli€lo Ta
eMIIipUYHUM BBEIEeHHSIM aHTUOIOTUKIB.

JIlakmo3a

Lle nmikapcbKuM 3acid MiCTUTE JTaKTO3Yy. [lallieHTaM 3 pigKicHUMU
CIIaAKOBUMMU ITPOOIeMaMU HEIIePeHOCUMOCTI rajlakKTo3H, 3arajibHol
JIaKTa3HOl HeJOCTAaTHOCTi ab0 IJII0K030-TaJIaKTO3HO1 MajibabCcopO1Ilil He CIIif
3aCTOCOBYBATH IIeH JIiIKapChbKUM 3acio.

Hampiti



Llei nikapcbKui 3acid MicTuTh MeHIne 1 MMonb HaTpio (23 mr) B 1 Tabnerii,
TOOTO ITPaAKTUYHO BIIbHUU Bif HaATPilo.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHA 2py0010.

KitiHiuHUWU [OCBi 3aCTOCYBaHHSA JIEPKAHIOUIIIHY y IIepiof BariTHOCTI
BimcyTHiu. [locnigu Ha TBAapUHAaX He BUSBUJIM TE€PATOTE€HHOT0 e(ekTy, asne
BiH CIIOCTEepIraBC4 IIi 4Yac 3aCTOCYBaHHS IHIIUX OUTIOPOIIPUOUHOBUX
CIIONIyK. He peKkoMeH0OBaHO 3aCTOCOBYBATHU JIEPKAHIOUIIIH BariTHUM Ta
XKiHKaM pPeInpoayKTHUBHOTO BiKY, SIKIIIO BOHU He 3aCTOCOBYIOTh e(PEKTUBHY
KOHTpAaLEeIILio.

TouHO HEBIiMOMO, UM IPOHUKAE JTePKaHiguMIiH abo Moro MeTaboIIiTH Yy TpyOoHEe
MOJIOKO. TOMYy PM3UK OJIsi OUTUHYU He MoxKe OyTu BUKIIoueHu. He ciin
3aCTOCOBYBAaTH JIEPKAHIAWIIIH ¥ IePiof rogyBaHHA I'PYLOOIO.

depmusibHiCMb

KriHigyHI maHi 11040 BILJIMBY JIEPKaHIOAUIIIHY Ha (ePTUIbHICTh BiICyTHI.
HasiBHi maHi mpo 0060poTHI 6ioxiMiuHiI 3MiHU B T'OJIiBIIi CIIepMaTO30i1MiB, 10
MOXKYTb BIIJIMHYTHA Ha MOXKJIMBICTD 3allJIIJHEHH, Y MALll€HTIB, SIKl JTIIKyBaJIUCs
O6Ji0KaTOpaMu KalbIliEBUX KaHAJIB. Y pa3i MOBTOPHOTO HEYCIIIITHOTO
3allJIifHEHHS In Vitro Ta 3a BiACYTHOCTI IHIIUX ITOSACHEHB 100 LIbOTO CIIif
PO3TISIHYTH 3aCTOCYBAHHS 0JIOKATOPiB KalIbIliEBUX KaHAJIIB SIK MOXKJIUBY
IIPUYUHY.

30amHicmb 8nausamu HA WBUOKICMb peakKuyil npu KepyeaHHi
asmompaHcnopmom abo iHWwuMu MexaHizmamu.

BnnuB nepkaHigUIIiHy Ha 34aTHICTh KepyBaTHU TPAHCIOPTHUM 3acoboM abo
IHIIUMY MexaHi3dMaMu He3HauyHuM. OJgHaK HeoOXimHO B3SATH 0 YBaru
MOKJIMBIiCTh 3allaMOPOY€HHSsI, CJIaOKOCTi, MigBUIIIEHOl BTOMJIIOBAHOCTI, PimKoO
- COHJIUBOCTI.

Cnocid 3acTocyBaHHSI Ta JO3H



PekoMeHOoBaHa go3a cTaHOBUTH 10 MT mepopasnbHo 1 pa3 Ha mo0y He MeHIIe
HiXK 3a 15 XBUIMH 00 BXKMBaAHHS 1XKi. 3aJIe2KHO Bif iHOUBiOyaIbHOI peakiiil
raljieHTa Ha JIiKyBaHHS 003y MOXKHa IigBUMUTU OO0 20 MT.

[TimGip mo3u moBUMHEH OyTHU MMOCTYIIOBUM, OCKiTbKM MaKCHMaJibHa
QHTUTIIEePTEH3KWBHA [isi PO3BUBAETHCA IIPOTATOM 2 TUXKHIB JIIKyBaHHS.

[lamieHTaM, TUCK SKUX afeKBaTHO He KOHTPOJIIETHCS IIPU MOHOTEpaIlil
QHTUTIIEPTEH3UBHUMHU MpelapaTaMu, MOxke OyTH 3aIlTpPOIIOHOBAHO OOdaTH
Jmikapchkui 3acid JlepkaHigumnin-TeBa y cxeMu JTiKyBaHHS 3 b-
agpeHoOI0KaTOpaMu (aTeHOJI0N), AiypeTukaMu (rigpoxiopoTia3um) abo
igridiTopamu AII® (kantompua adbo eHalapuil).

OCKinbKHu KpUBa «Oo3a-e(eKT» Ma€ IjIaTo B IIPOMiKKY 103 20-30 mr,
MaJIOMMOBIPHO, 110 e(PEeKTHUBHICTH JIIKAPCHKOTO 3aCO0y 30iIbIINTHCS IPU
3aCTOCYBaHHI BUIIOI 103U, TOMOi SIK PU3UK BUHUKHEHHS M0OiYHUX e(eKTiB
MOK€e 30iJIbIIIUTHUCS.

IlauieHmu AIMHBO20 BIKY

3rigHo 3 JaHMMHU (PapMaKOKIHETUYHHUX Ta KITIHIYHUX JOCHTiAXKEeHb
JIepKaHiguIIiH MOXKHa 3aCTOCOBYBATU XBOPUM JIITHLOTO BiKy 6€3
CIIellia/IbHOTO KOPUT'YBaHHSA OO3U, ajie IIOYMHAaTHU JIiIKyBaHH4 IalliEHTaM
JIITHBOTO BiKy HEOOXiIHO IifT HarIsIooM.

ITauieHmu 3 HUpPKOBoO abo neyiHKo8OK HeOOCMAamHicmioo

XBOpHM 3 HUPKOBOIO ab0 MeYiHKOBOIO HEIOCTATHICTIO IETKOT0 Ta
CepemHbOr0o CTyIleHs JIIKyBaHHSA JIEPKAHIOUIIIHOM CJIif TOYUHATHU IIif
HarjasggoM. 3Bu4YaiHa peKoMeHaoBaHa go3a 10 Mr rmepeHOoCUThCS HallieHTaMu
LIUX IMiATPYI, SIK IpaBuio, nobpe, migBullleHHI 003U 0o 20 Mr moTpedye
00epexxHOCTI.

Y maifieHTIiB 3 IIe4YiHKOBOIO HEJOCTATHICTIO MOXKJINBE IIiIBUIIEHHS
QHTUTIIEPTEH3UBHOTO e(eKTYy mpernapary, 1110 moTpedye KOpPeKIIii J0o3u.



[IpoTunokasaHe 3aCTOCYBaHHS JIEPKAHIOUIIIHY IallieHTaM 3 TSIKKOIO0
OUCGYHKITIEIO IMTeYiHKU ab0 TIKKOI0 OUCPYHKITIEI0 HUPOK (KIipeHc
KpeaTuHiHny <30 MJI/XB), BKJIIOUAIO4YU IAlli€HTIB Ha reMoiamisi.

Cnocib 3acTOCyBaHHS.

ITepen 3acTOCYyBaHHSM ITpenapaTy HeoOXimHO B3sSTHU OO yBaru, IIo:

e 3aCTOCOBYBATHU IpemnapaT 0aKaHo BPaHIli, He MeHIIe HiX 3a 15 XBUIUH
IO CHIOaHKY;
e €M JIiIKapChKUM 3aci® He MOKHa IIPUNMATU 3 TPEUNIPPYTOBUM COKOM.

Himu.

Be3mneky Ta eeKTUBHICTh 3aCTOCYBaHHS JIiIKapChbKOT0 3ac0o0y OiTSM BiKOM [0
18 pokiB He JoCIiaXKyBasiu, HaHl OO0 3aCTOCYBaHHSA OITAM BIOCYTHI.

Ilepemo3yBaHHs

[IpoTsarom repiony micasgpeecTpaliiHOr0 3aCTOCYBaHHS IIOBIIOMIIAIIN IIPO
OesiKi BUnagku nepeno3yBaHHA (Big 30-40 mr go 800 Mr, y TOMy 4HCIIi
crpoba cyllumy).

Cumnmomu. 3a aHaJIOTIE0 3 IHIIUMHU JUTIOPOIIIpUANHAMU, IIPU
repeno3yBaHHI TePKaHIOAUIIIHOM CIIif O4iKyBaTU BUHUKHEHHS HaaMipHOI
rnepudepruyHol Ba3oausaTallil i SBHOI apTepialbHOl TimoTeH3il Ta
pednekTopHOl Taxikapail. OgHaK Opu OyzKe BUCOKHUX J03ax nepudepudHa
CENIeKTUBHICTh MOKe OyTH BTpadeHa, 110 MOXKe COPUYNHUTHU OpaguKapmiio i
HeTraTUBHUH iHOTponHUM edekT. HaibinbIm mommupeHi mobdiuHi peakiiii,
[I0B’s13aHi 3 Iepefo3yBaHHAM, - i€ IiI0TeH3is, 3alaMOpPOY€eHHS, TOJIOBHUU
Oinb Ta IMOCUIIeHEe CepleOUTTS.

JlikyearnHs. IIpu TSKKili apTepianbHil rimoTeH3il HeoOXigHO BXKUTHU 3aXOiB
aKTMBHOI KapOiOBaCKyJISIPHOI MiATPUMKH, BKJIIOUAI0YW YaCTHUH MOHITOPUHT
CeplieBOol Ta OuXajlbHOl QYHKIIiM, HagaHHSs HalliEHTy TOPU30HTAIbHOTO
IIOJIOZKEHHS 3 IPUIIOHATUMYA HUXKHIMUY KiHITIBKAMU, KOHTPOJIb PIOWHHU, 10
LIMPKYJIIOE, Ta CEYOBUIIYCKAaHHS. 3 OIJIIAYy Ha MOA0BXKEHY (papMaKOJIOTidHY



Oifo JIepKaHiauIiHy, y pa3i mepego3yBaHHS € HEOOXiOHUM HarJIsa[d 3a CTAHOM
CEepPIeBO-CYOIUHHOI CUCTEMHM TaKMX IIAlliEHTIB IIIOHAUMEHIIIe TPOTIroM 24
roguH. 3 OTJIAOY Ha BUCOKe 3B’siI3yBaHHS JIepKaHIOuIiHy 3 OinkaMu, giami3
MozKe OyTu HeebeKTUBHUM. [lallieHTH 3 04iKyBaHOIO ITIOMipHOIO ab0 TSIKKOIO
iHTOKCHKaAIIi€l0 MaloTh OYTH ITiJl HAarjsiJgoM B yMOBaX iHTEHCHUBHOI Teparrii.

ITo0iuni edpexTH

3rigHoO 3 JaHUMHU KJIIHIYHUX OOCIIAXKEHb Ta MiCIApeeCcTpaLliiHOoro
3aCTOCyYBaHHS MO0OiYHI peakilil, IKi BUHUKAJIM HalldacTille - e nepudepuyHi
HaOpsKU, TOJIOBHUM Oinb, MPUIIIUBU, TaXiKapmdisd i mocusieHe cepreduTT.

Y HuXX4YeHaBedeHil TaOnuIli BKa3aHo IM0OiYHi peaxilil, IIPo sKi IOBimOMIISIIIN
i Yyac KIIIHIYHUX OOCIIiAXKEHD Ta IIICIAPeECTPaLiiHOro 3aCTOCYBaHHSA
IIperapary y KpalHax CBiTy Ta OIS SKuX OyB OOTPYHTOBaHUM IIPUYNHHO-
HaCJIiKOBUM 3B’I30K i3 3aCTOCYBaHHAM IIpenaparty. [1o0iuHi peakiril
HaBeOeHOo 3TrigHo 3 Knacudikaiiero MedDRA Ta 4acTOTOI0 BUHUKHEHHS:
oyxe 4gacto (=1/10), gacto (=1/100 go <1/10), HewacTo (=1/1000 o
<1/100), pigko (=1/10000 oo <1/1000), oyxe pigko (<1/10000), yactoTta
HeBigoMa (HEMOXKIIUBO OLIHUTH 3 HaABHUX OaHUX). Y KOXKHINA rpyIri
BiATIOBIAHO O YaCTOTH BUHUKHEHHS peakliiil 3a3Ha4eHO0 y IIOPSIAKy
3MEeHHIIeHHS IXHbOl CEePMO3HOCTI.

MedDRA

Kiacudikailis YacTtoTa

YHacTto Heuacto Pionko

CHCTEM i HeB1OOMa

OpraHiB

3 60Ky iMyHHOI _ )
TimepuYyTIUBiCTh
CUCTEMU




3 00Ky

. T'OJIOBHUM COHJIMBICTBD,
HEPBOBOI _ 3allaMOpPOYEHHS _
0inb HEITPUTOMHICTh
CUCTEMHU
Taxikapmis,
3 OOKy cepisi  [IIOCUJIEHE CTeHOoKap[is
CcepleduTTs
3 OOKy
CYAWHHOI [IPUIIUBU rirnoTeH3sis
CUCTEMHU
_ rimepTpodis scet
3 6oKy OUCIIeICis, 1
IIIJTYHKOBO- HyRoTa, OJIIOBaHHS,
) . ; IIOMYTHIHHS
KHUIIIKOBOT' O Ginte y BepxHid Oiapes
_ IIEPUTOHEaIbHOT
TPakTy 4YaCTHHI XKUBOTa 1
eKcynaTy
3 60Ky Ie4diHKMu HIOBUIIEHHSA
Ta PiBHSA
2KOBYOBUBIOHUX TpaHCaMiHa3
IIJIAXIB CUPOBATKU KPOBIi

3 OOKy HIKipHu
Ta 11 IPUIATKIB

BUCHII,

cBepOixk

BUCHUIIaHHA

HaOpSK



3 OOKY OIIOPHO-
PYXOBO1

CHUCTEMH, .
; Mianrisa
CIIOJIYYHOI
TKaHUHH 1

KiCTOK

3 OOKY HUPOK i
CEYOBUBIOHUX MOy pis ToJIaKiypis
IIJISAX1B

3arasnpHi )
lacTeHis,
MMOPYLIEHHSA Ta |[nepudepudHi| | )
o OigBUIlleHa Oinb y Tpynasx
peaxilil y Miciii [HaOpsakKu )
BTOMJIIOBAHICTh

BBEeOEHHS

1o6iuni peaxiril 3i CHOHTAaHHUX MOBiIOMJIEHD i Yac IIicasipeecTpaliiHoro
3aCTOCyBaHHA y KpalHaXxX CBITY.

JlepkaHIOUIIiH He BIIJIMBAE€E HETQaTUBHO Ha PIBEHb LIYKPY Y KPOBi Ta PIBEHD
JIIIIAIB Y CUPOBATIl KPOBI.

Y nnaneb0-KOHTPOJILOBAaHUX KITIHIYHUX JOCIiAXKeHHIX nepudepuyHi
HaOpsku cranoBunu 0,9% Ha Tii mpuitomMy nepkKaHiguniny y mosi 10-20 Mr Ta
0,83 % mpu nputiomi nnamebo. Llsg yactora gocsrana 2% y 3aranbHi
IIOMYJISAIIIl JOCHiI>KeHHsI, BKJII0UAal04YM JOBTOTPUBAJI KITiHIiUHI BUIIpOOyBaHHS.

3acTocyBaHHA OeIKUX OUTIOPOIIIPUANHIB MOXKe 1HOI IIPU3BOOUTH OO
IIpeKopaianbHOT0 00110 a00 CTEeHOKapil, y BUHITKOBUX BUIAOKaX V
TMAIfiEHTIB 31 CTEeHOKapi€lo MoxKe 30iIbIIUTHUCS YaCTOTa, TPHUBAJICTh abo
TAXKKICTh HalafiB, MOXYTh BijJ3HA4YaTUCA 1307IbOBaHi BUMAAKU iHPaAPKTY
MioKappa.

ITogidomaeHHs npo nido3prosaHi nobiuHi peakuii. IToBimoOMIeHHS IPO
1mo0ivHi peakilil micias peecTpaliil JIikapchbKOTro 3aco0y Ma€ BaxKIIUBe



3Ha4yeHH. lle Jae 3MOry NpOBOAUTY MOHITOPUHT CIIBBiIHOIIIEHHS
KOPHUCTh/PU3UK MIPU 3aCTOCYBAHHI IILOTO JTiKapChKOTro 3aco0y. Meogu4yHUM Ta
apMalieBTUYHUM TpalliBHUKaM, a TaKOXK HallieHTaM ab0 1X 3aKOHHUM
IIpefCcTaBHUKAM CJIiJl ITOBIIOMJISITH ITPO yCi BUMAAKM ITiM03pI0OBaHUX ITOOIYHUX
peaxkilii Ta BilCyTHOCTi e(DeKTUBHOCTI JTiKapChbKOT0 3aco0y uepes
ABTOMaTH30BaHy iH(poOpMalliiHy cucTeMy 3 (hapMaKOHarasagy 3a
nmocunanHaM: https://aisf.dec.gov.ua.

TepMin npuIaTHOCTI

3 POKH.

VYMmoBHu 30epiranHs

30epiraTu nmpu temnepaTrypi He Builie 25 °C B OpUTiHAIbHIN YIIAKOBIIi OJIS
3axXuMCTy Bif Bonoru. 36epiraté y HeOOCTYIHOMY OJISI OiTeM MicCIii.

YonakoBka

ITo 14 TabneTok y 6iicTepi; mo 2 abo 1o 4 6micTepu B KOPOOITi.

KaTeropis Bignycky

3a pelenToM.

BupooHHK

bankandapma-Hynuuisa AT.

Miciie3Haxo/dKeHHsI BHUPOOHHKA Ta aJpeca MiCIisi IPOBaaXeHHsI HOTr 0
IisITHLHOCTI.

Byn. CamokoBceke 1mioce 3, ynuuis, 2600, bonrapis



