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Hekxcnym

Perncrpannonnsrii nomep: I1 N013775/01
Toprosoe HanmenoBanue: Hekcuym
Me:xyHapoanoe HenaTeHTOBAHHOE HANMEHOBAHME: 30MENPa30JI

JlekapcrBennast popma: TablieTKH, MOKPBITHIE 060I0YKO#H

CocTaB
Onna Tabiaerka, mokpbITasi 060,1049K0i, 20 MI' COIEPIKHT:

Aopo mabaemxu: Oeiicmeyiowee seujecmeo — 330Menpasona Marams Tpuruapar 22,30 Mr

(COOTBCTCTByeT 20 mr 330Menpa30na); 6CnomMozamellbHble seuecmea — IIHIOEPpUIIMOHOCTEapar

40-55 1,70 wmr, rumponosa 8,10 mr, runmpomesnioza 5,00 Mr, marHus creapar 1,20 wr,
METAaKpUJIOBOW W OTaKpuaoBod kucnor comomumep (1:1) 35,00 wmr, uemwmonosa
MHUKpOKpHcTammyeckas 273,00 mr, nonucopbar 80 0,62 mr, kpocnoBuaoH 5,70 Mmr, HaTpus
creapuipymapar 0,57 Mmr, caxaposa, cdepuyeckue rpanynsl (caxap, cepHueckue I'paHyJibl)
(pazmep 0.250-0,355 mm) 28,00 mr, Tansk 14,00 mr, tpusTHIIMTpaT 10,00 Mr.

Obonouka mabremxku: 6CnOMO2amenbHble 8eUecmed — runpomeriosa 12,00 mr, makporoxn 3,00

MT', KpacuTesb jkeje3a okcua kpacHbiii (E 172) 0,06 Mr, kpacutens xene3a okcun xenthiii (E

172) 0,02 mr, Tutana auokcun (E 171) 2,90 mr, napadun 0,20 mr.

Onana TabaerTka, OKpbITasi 060.109K0ii, 40 MI COTePKHT:

Aopo mabaemxu: Qdeiicmeyiouee eeugecmeo — 330Menpa3ona Marams Tpuruapar 44,50 mr

(cooTBercTBYeT 40 MI 930MENpa3ONa); 6crOMOAmeNbHbIe 6euecmed — TIHIEPHIMOHOCTEapaT

40-55 2,30 wmr, rumponoza 11,00 mr, rumpomeno3a 8,80 Mr, maruus creapar 1,70 wmr,
METAaKpUJIOBOW W OTaKpuIoBOH kucnor comomumep (1:1) 46,00 wmr, uemwmnonosa
MuKpokpucTammyeckas 389,00 mr, nomucopbar 80 1,10 mr, xpocnoBumon 8,10 mr, HaTpHs
creapuidymapar 0,81 mr, caxaposa, cdepuyeckue rpanyinl (caxap, cdepHueckue I'PaHyJibl)

(pazmep 0,250-0,355 mm) 30,00 mr, Tanbk 20,00 mr, TpusTHIILATPAT 14,00 MT.

Obonouka mabremku: 6cnomozamenbHble 8euecmed — runpomerniosa 17,20 mr, makporosn 4,30
MT, KpacuTesb jkese3a okcua KpacHeiii (E 172) 0,45 mr, tutana muokcun (E 171) 3,80 wr,

napadus 0,30 mr.



Onucanue

Tabmerku 20 mr: npoaoJiroBaras ABOSKOBBIITYKJ1ast TabjeTKa CBETJIO-PO30BOI'0 IIBETA, IIOKPHITAs

A
000J104KOH, ¢ 01HOH cTOpOHBI rpaBupoBka 20 MG, ¢ apyroit cropons: — EH |

Tabnerkn 40 wmr: mponosroBaras ABOSKOBBINYKIIas TaGlleTKa PO30BOTO I[BETA, MOKPHITas

A
0601104KO#, ¢ OZHOM CTOPOHBI rpaBupoBka 40 MG, ¢ apyroii cropons — EI

(I)apmaKOTepaneBanecKaﬂ rpymma: >KeJie3 XEIIyJIKa CEKPECIHUI0 MOHHXKAIOLIEEe CPEICTBO —

IIPOTOHHOI0 HacOca HHTUOUTOP
Koa ATX: A02BCO5

dapmako/IOrH4ecKne CBOHCTBA

PapmakoIHHAMHKA

D30Menpason ABISETCS S-H30MEPOM OMENpa3oia M CHHYXKAET CEKPEIMIO COJISHON KHCIOTHI B
JKeJTy IKe Ty TeM CIenU(pUIecKoro HHruOMpOBaH#s TIPOTOHHOM MOMITBI B TapHETaIbHBIX KIETKaX
Kelmynaka. S- W R-u3oMep omempasona 00JaaroT  CXOMHOW  papMaKoIMHAMHYECKOI
AKTUBHOCTBIO.

Mexanuzm oeticmeus

D30Menpason BseTcs c1abbIM OCHOBAaHHEM, KOTOPOE TIEPEXOMT B AKTUBHYIO (JOPMY B CHIIBHO
KHCIION Cpe/ie CeKPETOPHBIX KaHAJIbIIEB MAPHETAIBHBIX KIETOK CIIM3UCTON 000I0UKH KETyIKa 1
MHIHOMpPYET MNpOTOHHYIO mnomnmy — ¢epment H'/K'- AT®asy, npu 5TOM NPOHCXOIUT
MHTMOMpOBaHHe Kak 6a3aIbHOM, TaK ¥ CTHMYJIMPOBAHHOM CEKPELIMH COJISTHOM KHCIIOTBL.

Brusnue na cexpeyuio consinoil kuciomer 6 dcenyoxe

JleficTBre 330Menpa3ona pa3BUBaeTCs B TeueHHe | yaca 1mociie nepopanbHoro npuema 20 Mr uiu
40 mr. Ilpu exenHeBHOM NpHeMe Npenapata B TedeHHe S5 Hed B 103e 20 MI OMH pa3 B CYTKH
CpeliHsAs MaKCUMallbHasi KOHLIEHTPAIMS COJIIHOM KHCIIOTHI NTOC/IE CTUMYJISAIHH MIEHTAaraCTpPHHOM
cHikaercst Ha 90% (Ipu M3MepeHMH KOHIIEHTPAIMH KHCIIOTHI Yepe3 6-7 4acoB Mocje mpHeMa
npernapara Ha 5-i JIeHb TeparuH).

Y maumueHToB ¢ ractpossodareansHoil  pedurokcHOM  Gonesnslo (IDPB) u  Hammumem
KJIMHUYECKUX CHUMIITOMOB 4Yepe3 5 JHeH eXeJHEBHOIO MepopabHOTO MpHeMa 330MeNpasolia B
no3e 20 mMr unu 40 Mr 3HaYeHHe BHY TPIKeITy1049HOr0 pH BbIe 4 moaIepKUBAIOCh B TEUEHHE,

B cpeziHeM, 13 u 17 yacoB u3 24 yacos. Ha ¢one npuéma s3omenpasona B 103e 20 MI B CyTKH
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3HaYCHUE BHYTpHiKeTypo4Horo pH Beiue 4 momnepsxkuanock He MeHee 8, 12 u 16 yacos y
76%, 54% n 24% mnauueHToB, cooTBeTcTBeHHO. [t 40 Mr 930Menpa3oia 3T0 COOTHOIIEHHE
coctaBisieT 97%, 92% u 56%., cOOTBETCTBEHHO.

BhisiBiiena Koppensuus MexTy KOHIEHTpalHell Npenapata B IJa3sMe M HHTHOHPOBAaHHEM
CEKPELUH COJITHOM KHCJIOTBI (71 OLEHKH KOHLEHTPAlMH HCronb3oBanu napamerp AUC
(TUTomab Mo KPUBOH «KOHIEHTpALHS — BPEMS»)).

Tepanesmuueckuit aghhexm, docmuzaemviii 6 pesyiomame uHUOUPOBAHUS ceKkpeyuu CoNsIHOU
KUCI0Mbl

IIpu npueme npenapara Hekcuym B 103¢ 40 Mr 3axupienne pedimokc-330¢arurta HaCTymaer
npuOIM3uTENbHO y 78% manueHToB 4epe3 4 Hexenu Tepanuum u Yy 93% — uepes 8 Henenb
TEparnuu.

Jleuenne mnpenapatom Hekcmym B 103e 20 Mr 2 pa3sa B CyTKM B KOMOMHAMH C
COOTBETCTBYIOIIMMH aHTHOMOTHKAMH B TEYEHHE OJHOM HeIeNH NPUBOAMT K YCIENIHOI
spanukaun Helicobacter pylori npubmusutensio y 90% nanueHToB.

[TanenTam ¢ HEOCTOKHEHHOH A3BEHHOM GOJIE3HBIO I10CIIE HEJETBHOTO 3PaIMKAIIHOHHOTO Kypca
He TpeOyeTcs moclelyromeii MOHOTEpaNHy IpenapaTaMi, TOHMKAIOIMMH CEKPEIHIO IKee3
KeJTyJIKa, /Ul 3a)KUBJICHUS SI3BbI U YCTPAHEHHS CHMITTOMOB.

DddexTrBHOCTS Npenapata HekcruyMm npu KpoBOTEUEHHH M3 MENTHYECKOM A3BbI ObLIa MOKa3aHa
B HCCIIC/IOBAHUM y MAlMEHTOB ¢ KPOBOTEYECHMEM M3 IENTUYECKOW SI3BBI, I1OITBEPHKICHHBIM
9HJIOCKOITHYECKH.

Apyeue s¢ppexmul, céazannvie ¢ uneubUpoSanuem cexpeyuu ConaHoil Kuciomb

Bo Bpemst sieuenus npenapatamMy, MOHIKAIOIUIMMH CEKPELMIO JKEJE3 JKeTyIKa, KOHIEHTPALHS
racTpMHa B IlJJa3Me€ TIOBBIIIAETCS B pE3yJbTaTe CHIKEHHs CEKPEIMH KHMCJIOTHL Bcenenctue
CHM)KEHHUsl CEKPEIMH COJISTHOM KHCJIOTBI MOBBIIAETCS KOHIEHTpalus Xpomorpanuna A (CgA).
[ToBbienue konnentparmu CgA MOXET OKa3biBaTh BIMSHHME HA PE3YJIbTaThl 00CIIEIOBAHMIA LIS
BBIABJICHUS HEHPOIHIOKPHHHBIX omyXoneH. [l npeoTBpalieHus: JaHHOTO BIMSHUS TEPAHIO
MHTHOMTOPaMH MIPOTOHHOH MOMIBI HEOOXOAUMO IPHOCTAHOBHTH 3a 5-14 1Hel 10 NpoBeIeHHs
uccienoBanys KoHuenTpauun CgA. Ecim 3a 510 Bpemst koHueHTpaimsi CgA He BepHysach K
HOPMaJIbHOMY 3HAYEHHIO, HCCIIEIOBAHUE CIIEYET MOBTOPUTE.

Y jeteii u B3pOCIBIX NMAIMEHTOB, JIHTENBHOE BPEMs MOMyHaBIIMX 330MENpPa30li, OTMEYaeTCs
YBEJIMUCHNE KOJMYECTBA SHTEPOXpPOMaPPUHONONOOHBIX KIETOK, BEPOATHO, CBSI3aHHOE C
NIOBBIIICHUEM KOHIICHTpAIlMHM IacTpHHA B IU1a3Me. KIIMHHYECKOH 3HAYMMOCTH JaHHOE SIBIICHHE
HE MMeeT.

b4 NalMEeHTOB, MIPUHUMAIOIIUX MpEapaThl, IOHUXKAIOIIUE CEKPCIUIO XKEJIC3 JKEIIYJIKa, B TCUCHUE



JUIITEJIBHOTO TPOMEKYTKa BPEMEHHM, 4Yalle OTMevaeTcs o0pa30BaHHE JKEJIE3MCTBIX KHCT B
Keny/ike. OJTH  sBIEHHS OOYC/OBIEHB (DH3HOJIOTHYECKHMH WM3MEHEHHSIMH B pe3yjbTare
BBIPAKCHHOTO HMHITMOMPOBAHMS CEKPEIHH COJSIHOM KHCIOTHL. KHCTBI 106poKadyecTBEHHbIE H
NOJBEPratoTcsi 0OpaTHOMY Pa3BHTHIO.

[IpuMenenne Je€KapCTBEHHBIX MPENApaToB, MOJIABISIOIMX CEKPELHIO CONSHOM KHCIOTHI B
KEIyJIKe, B TOM YHCJIE, MWHIHOMTOPOB MHPOTOHHON ITOMIIBI, COMPOBOXKIAETCS YBEIHYEHUEM
COAEpXKaHHUs B IKEIyJKe MHUKPOOHOH (iopbl, B HOpPME NPHCYTCTBYIOLIEH B KeyJ0YHO-
KHIIEYHOM TpakTe. lIpuMeHeHHe MHTHOMTOPOB NPOTOHHOW IOMIIBI MOXET INPHBOAUTH K
HE3HAYMTECIbHOMY YBEIIMYCHUIO PUCKa MH(EKIHOHHBIX 3a00JIeBaHHM KeNy0YHO-KHUIIEYHOTO
TpaKTa, BbI3BaHHBIX Oakrepusmu poma Salmonella spp. w Campylobacter spp. u, y
FOCIIUTATTM3UPOBAHHBIX MAIIMEHTOB, BeposiTHO, Clostridium difficile.

B Xo/ie 1ByX IIpOBENIEHHBIX CPaBHUTEIBHBIX HCCIICI0BAHMI ¢ pAHUTHIMHOM npenapaT Hekcnym
noKasai Jiyquryro 5Q(eKTHBHOCTE B OTHOLICHHH 3aKHMBJIEHHS 3B JKETyJKa Y MAIMEHTOB,
MOJIy4aBIIMX  HECTEPOUJHBIC TPOTHBOBOCHAIUTENbHbIe mnpenaparsl (HIIBII), Bxirouas
CEJIEKTHBHBIE HHTHOUTOPBI UKI00KcUureHasbl-2 (1{0I-2).

B xome nByx wuccnenoBamuii npemapar Hekcuym Tokasan BBICOKYIO 5((EKTHBHOCTH B
OTHOIICHWH MNPOQUIAKTHKH 3B JKENyJKa M [BEHAIUATHIEPCTHOM KMIIKM Yy TAIMEHTOB,
nonyyaBminx HIIBII (BospactHas rpymma crapiie 60 jgeT W/MIM ¢ HENTHYECKOH $3BOM B

aHaMHes3€), BKJIIoYas CeJIeKTUBHbIe HHruouTopsl 1[OI-2.

PapMaKoOKHHETHKA

Abcopbyus u pacnpeoenenue

D30Menpason HEyCTOWYMB B KHCIOH Cpefe, MOITOMY /Ul MEpPOPATbHOTO MPHMEHEHHS
HCIIOJIB3YIOT TaOJIETKH, COJEpKallle IpaHyJ]bl Mperapara, 000J0YKa KOTOPHIX YCTOHYHMBA K
JCHCTBHIO JKEJYIOYHOTO COKa. B ycIoBHSX in vivo nuIIb He3HAUMTEbHAS YacTh Y30MeNpa3olia
npesparnaercst B R-usomep. Ilpenapar 6picTpo abcopOupyercsi: MakcHMMabHas KOHIEHTPAIMs B
MaasMe  Jlocturaercs depe3 1-2 waca mnociae mnpuema. AGCOMOTHas GHOJOCTYIIHOCTD
330METpa3oJia nocjae OAHOKPAaTHOro npueMa J103bl 40 Mr cocraBisier 64% u Bo3zpacraeT 10 89%
Ha (hOHE eXKEJHEBHOrO NpHeMa OIWH pa3 B CyTkH. Jlns m03el 20 Mr 330Memnpasona 5TH
nokaszarenu  cocraBiusior  50% wu 68%, cooTBercTBeHHO. OOBEM pacmpeneneHHs IIpH
PaBHOBECHOH KOHIIEHTPALUH y 3/10POBBIX JIFOJIEH COCTaBiseT MpubaM3uTenbao 0,22 /KT Macchl
Tela. D30Menpa3o CBA3bIBAETCA ¢ OeIKaMH TIa3Mbl Ha 97%.

IIpuem mumm 3ameiser ¥ CHMXKAET BCAachIBAHHWE J30MENpA30ia B JKETyIKE, OJHAKO 3TO HE

OKa3sbIBa€T CYMICCTBCHHOI'O BJIUSIHUS Ha 3(1)(1)CI(TI/IBHOCTI> PIHFI/I6I/IpOBaHI/I$I CEKpeunu COJISTHOU
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KUCJIOTHI.
Memabonusm u sxckpeyus

D30Menpason nojBepraeTcs MeTaboIN3My ¢ y4acTHEM CHCTEMBI IuToxpoma P450. OcHoBHas
4acTh MeTabONM3UPYETCs TNPH YYaCTHH CreHH(pHUYIecKoro mnomuMopdHoro wu3odepMenTa
CYP2C19, npu 5T0M 00pa3yroTcsi IHAPOKCHIMPOBAHHBIE M J€CMETHINPOBAHHBIC META0OIHTHI
30menpasosa. MeraGonusm ocraBuelics yactn ocymectsisercs uzopepmentom CYP3A4; npu
3TOM 00pasyeTcs CyabpOmpoU3BOAHOE 330MEINpa3olia, ABJAIONIEECs OCHOBHBIM METaGOIHTOM,
Ollpe/ie/IsieMbIM B IIa3Me.

ITapamerpbl, NpHBe/IeHHbIE HMXKE, OTPAXKAIOT, B OCHOBHOM, XapakTep (apMaKOKMHETHKH Y
MalUEHTOB C MOBBIIIEHHOW aKTUBHOCTHIO H30odepmenta CYP2C19.

OO1mii KIIMpEHE COCTaBIISET IPUMEPHO 17 J1/4 mociie 0OHOKPATHOTO MpHeMa Tpenapata u 9 /4
— TIOCJe MHOTrOKpaTHOro mpuema. Ilepuon mosyBeiBeneHHs cocTaBiusier 1,3 waca npu
CHCTEMaTHYECKOM NpHeMe OJMH pa3 B CyTKH. [lnomans moja kpuBoi «KOHIEHTpAIUsS—BPEMS»
(AUC) Bo3pactaeT npu IMOBTOPHOM IpHeMe 330Mernpasona. Jlo3o3aBucumoe yBennuenne AUC
IIpH IOBTOPHOM NIPHEME 330MeNpa3ojia HOCUT HEJIMHEHHBIN XapakTep, YTO SBJISETCS CIIEACTBHEM
CHIXKCHHs MeTabo/Iu3Ma NpH «IIEPBOM IMPOXOXKACHHH» Yepe3 IeYeHb, a TaKKe CHIIKECHUS
CHCTEMHOI'0 KJIMPEHCa, BEPOSITHO, BBI3BAHHOrO HHrudbupoBanuem wuzopepmenra CYP2C19
930MEINpPa3’0JIoM M/UJHM €r0 CyIb(ONpor3BOAHBIM. [IpH exXeHEBHOM TIPHEME OJMH pa3 B CYyTKH
330MeNpa3ol MOJTHOCTBIO BBIBOAUTCS M3 IUIA3Mbl KPOBH B IEpephIBE MEXIYy IPHEMaMH U HE
KyMYJIHpYET.

OcHOBHbIE METAOOMTHI 330MENpa3oia He BIHSIOT Ha CEKPELMIO XKelyA0uHOlH KHCIOThL IIpu
nepopajibHOM npuMeHeHUH 10 80% /103bI BHIBOAUTCS B BHJIE META0OJIMTOB ¢ MOYOH, OCTATBHOE
KOJIMYECTBO BHIBOAMTCA ¢ (examusmu. B moye oGHapyxusaercss MeHee 1% HEH3MEHEHHOTO
330Menpasoia.

Ocobennocmu hapmakokunemuku 6 HeKOMOPLIX 2PYNNAX NAYUECHIMOB

[Tpubimsutensio y 2,9+1,5% HaceneHusi cHuXeHa akTMBHOCTH m3opepmenta CYP2C19. Y
TaKUX TALKEHTOB MeTabOIM3M 330MeNpa3’oiia, B OCHOBHOM, OCYIIECTBISETCS B pe3ybTaTe
nevicteust CYP3A4. Tlpu cuctemarnueckom mprueme 40 Mr 530Menpasosa OJHOKPATHO B CYTKH
cpennee 3Hadenne AUC na 100% mnpeBblmaeT 3Ha4Y€HHE 3TOTO MapaMeTpa y MHAIMEHTOB C
MOBBIIICHHON aKTUBHOCTBIO H30pepmenTa CYP2C19. Cpennue 3HayeHHs MaKCHMATbHBIX
KOHLEHTPALXH B MIa3Me y MallMEHTOB CO CHM)KEHHON aKTUBHOCTHIO M30()EPMEHTA MOBBILIEHBI
npuOIM3UTENBHO Ha 60%. YKa3aHHble 0COOCHHOCTH He BJIHMSIOT Ha 03y M CHOCOO MPHUMEHEHHUS
330Menpasoia.

Y naumentos noxunoro Bospacra (71-80 ser) MeTaGoiM3M 330Menpa3osa He MpeTepreBacT
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3HAYUTEJIbHBIX H3MEHEHHUH.

ITocne oxHokpatHoro npuema 40 Mr 33omenpasona cpeanee snadenne AUC y sxeHuwH Ha 30%
TNPEBBIIACT TAaKOBOE y MyX4HMH. IIpu exelHEBHOM mNpueMe Ipenapara OIMWH pa3 B CYTKH
pasniynii B hapMaKOKHHETHKE Y MY)KYHH M XKEHIIMH HE OTMeYaeTcs. YKa3aHHble 0COOEHHOCTH
HE BIIMSIOT Ha /103y M CIOCOO IPUMEHEHHsI 330MeNpa3oJia.

Y [NauueHToB ¢ JIETKOH M YMEPEHHOH MeYeHOYHOH HEeJOCTATOYHOCTBIO METaboIH3M
330MEIpa30yia MOXKET HapylaThCs. Y MAlMEHTOB C TSHKEJIOW IEYEHOYHOH HEJOCTATOYHOCTHIO
CKOpOCTh MeTabo/IM3Ma CHHIXKEHA, 4YTO TNpPUBOAMT K YyBelHyeHHMIo 3Hauenuss AUC s
330Menpasosia B 2 pasa.

Visydenne (apMakOKMHETHKM y TAMEHTOB € [OYEYHOH HEIOCTATOYHOCTBIO HE MPOBOIMIOCH.
[TockonbKy wYepe3 MOYKM OCYIIECTBISICTCS BBIBEJEHME HE CAMOTO 330MENpasoiia, a €ero
MeTabOIMTOB, MOKHO NOJaraTh, YTO MeTabOJM3M 330MENpa3’oNia y MALHEHTOB ¢ IOYEYHOM
HEJIOCTaTOYHOCTHIO HE H3MEHSETCS.

Y nereit B Bo3pacre 12-18 ner mocne moBropHOro mpuema 20 Mr u 40 Mr s3zomempasolna
3Hauenne AUC 1 BpeMmsl JOCTHXEHHS MaKCHMAIbHOM KOHILEHTpauuu (tmax) B IasMe KpOBH

ObutH cxozHbI co 3HaYeHussMA AUC 1 tmax y B3poCIIbIX.

Iloka3anusi K NpUMEHEHHIO
I'acTpodsodareansuas pedunokcHas 60/1e3Hb
® JICUCHHE 3PO3UBHOTO peduitokc-330¢arura
¢ JUIMTENIBHOE TOJUICP)KUBAIOIIEE JICYEHHE II0CTIE 3a’KMBJICHHS 3PO3UBHOTO pedirokc-
330(aruTa JuIst NpeJOTBPAIEH s PELUIMBA

® CHUMIITOMAaTHYECKOE JICYEHUE racTpor3odareanbHON pedIoKCHOM 601e3HN

SI3Bennas 60.1€3Hb JKeJTy/KA M IBEHAIUATHIIEPCTHOH KHIIKH
B cocTraBe koMOMHHpPOBAHHOI Tepanun

® JICYCHHE A3BBI IBCHA/IIATUIIEPCTHOM KUILIKH, aCCOLMUPOBAaHHOM ¢ Helicobacter pylori

* NpOQHIAKTHKA PELUMBOB IIENTHYECKOM S3BbI, aCCOLMUPOBaHHO# ¢ Helicobacter pylori
JAuTebHAs KHCIOTONOAABISAIOMAS TEPANHs Y NALMEHTOB, MEePEHECITHX KPOBOTeYeHHE
U3 MeNTHYeCKOH s3BbI (M0C/Ie BHYTPHBEHHOTO NMPHUMEHEHHs NPENapaToB, MOHHKAIIINX

CEKPEIHIO JKeJle3 JKeTyAKa, 115l NPOPHIAKTHKH PelH/IuBa)

IManmenTsl, auTeabHo npunumaromue HIIBIT

® 3AXHUBIICHHE A3BBI )KEJIyKa, CBA3aHHOM ¢ mpuémom HIIBII
:
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® 1npoduIaKTHKa A3BbI JKENTyJKa U JABCHAIUATHUIIEPCTHON KHIIKH, CBSI3aHHOH ¢ IMPHEMOM
HIIBII y nauneHToB, OTHOCSIIUXCS K IPYIINe pHCKa

Cunapom  3oiauHrepa-J/IIMCOHA WM JPYrHe COCTOSIHHS, XapaKTePH3YIOIHecs

NaTOJIOrHYeCKOH TIHIepceKpenHei JkKeje3 JKedyaKa, B TOM 4YHCJIe, HIHONATHYECKAS

ranepcexkpenus.

IIporuBonoka3anus

[IoBbIIEHHAs Y9yBCTBUTEIBHOCTD K 930MENPAa30ily, 3aMelIeHHbIM OEH3UMHU/1A30J1aM WK JPYTHM
HHI'PEMEHTaM, BXO/IAIIMUM B COCTAB Ipernapara.

Hacnecteennas HenepeHOCHMMOCTb (PYKTO3bI, TIIFOKO30-TallaKTO3HAsS MaibaOcopOLus W
caxapa3o-M30MaJibTa3Hasi HeJOCTaTOYHOCTb.

Jletckuii Bo3pacT g0 12 ner (B CBS3M C OTCYTCTBHEM JaHHBIX 00 5(Q(EKTUBHOCTH H
Oe30macHOCTH NPUMEHEHMs Tperapata y JaHHOM TpyIIbl MAlMEHTOB) W JETCKHH BO3pacT
crapiue 12 jieT mo ApyruM 1okazaHusiM Kpome ractpossodareaibHoi pedrokcHol 601e3Hu.
D30Menpason He JIOIKeH NPUHHMATHCS COBMECTHO C aTa3aHaBUPOM M HeJI(HHABUPOM (CM.
paszen «B3aumoneiicTBre ¢ ApyrUMH JIeKapCTBEHHBIMH CPEICTBAMHU ).

C OCTOPOKHOCTBIO — TsKEJIas [0Y€YHast HEJOCTAaTOYHOCTh (OHLIT IIPUMCHCHU A orpaHquH).

IIpumenenne npu 6epeMeHHOCTH H B IIEPHO/I IPYAHOI0 BCKAPMJIMBAHHS

B Hacrosiiee BpemMs HET J0CTAaTOYHOrO KOJMYECTBA JAHHBIX O NPMMEHEHHH IIpenapara
Hexcuym Bo Bpemst OepeMeHHOCTH. Pe3ynbTaThl SNUIAEMHONIOIMYECKHX —HCCIEIO0BAHUIA
OMeMpasojia, MNPEeACTABJISIONIEr0 CcOoO00H paleMHYecKyl0 CMeCh, T[O0Ka3ald OTCYTCTBHE
(eToToKCHUECKOTO IeHCTBHS WK HApyIIEH s Pa3BUTHS ILIOJA.

IIpu BBEeEHMHM 330MeNpa30ia KUBOTHBIM HE BBISIBICHO KaKOr0O-TUOO NMPSIMOro MM KOCBEHHOTO
OTPHUIIATEIbHOTO BO3JEHCTBUS Ha pa3BUTHE SMOpHOHA WM IUIoJa. BBejeHwe paneMudeckoi
CMeCH TMpernapara TakKKe He OKa3bIBaIO KaKoro-Jimbo OTpHUIATEeIbHOIO BO3IEHCTBUS Ha
)KUBOTHBIX B II€PUOJ] OEPEMEHHOCTH, POJIOB, @ TAKXKE B MEPHO/I IIOCTHATAIBHOTO Pa3BUTHS.
HasnavaTh npenapar 6epeMeHHBIM ClielyeT TOJBKO B TOM Cilyyae, KOrja OXKuaaeMas I0Jb3a s
MaTepy MpPeBbINAET BO3MOXKHBIN PUCK VIS IIO/A.

He wu3BecTHO, BbLIENSAETCS JIM 330MENpPas’oll € TIPYJHBIM MOJIOKOM, MOJTOMY HE ClIEIyeT

Ha3HayaTh npenapat Hekcrym Bo BpeMsi KOpMIIEHHSI TPYABIO.

Cnocob npuMeHeHHUsI M 103b1

BuyTtpe. TabneTky cnemyeTr mporiaTbiBaTh IEIHKOM, 3amdBas >KMIAKOCTBIO. TabneTKH Helb3s
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Pa3:KEeBbIBATH WU JAPOOHTH.

JIis manyMeHToB ¢ 3aTpyIHEHHEM IJIOTaHHUS MOXHO PACTBOPATH TaOJETKH B NOJOBHHE CTaKaHa
HETa3MPOBAaHHOM BOJBI (HE CIEIyeT MCIOJIb30BaTh IPYTHe JKHMIKOCTH, TaK KaK 3allMUTHas
000J104Ka MUKPOTPaHyJl MOXET PaCTBOPHUTHCS), pa3MeIlnBas 0 pachajeHus TableTKH, moce
4ero B3BECh MHUKPOTPaHyJI CJI€AyeT BBIIUTH Cpa3y WK B TeueHHe 30 MHHYT, MOCIIE Y€ro CHOBA
HallOJIHUTh CTaKaH BOJOW HAIOJOBMHY, pa3MellaThb OCTaTKM MW BbIMHTh. He cuemyer
pa3KeBbIBATH N JPOOUTH MHKPOTPAHYJIbI.

JUist IaenToB, KOTOPBIE HE MOTYT IJIOTaTh, TAOJIETKH CIIEyeT pacTBOPSATH B HETa3MPOBAHHOM
BOJIE U BBOJHUTH Y€pe3 Ha30racTpajibHbIi 30HA. BakHO, 4TOOBI BBHIOpAaHHBIE MINPHII M 30H]
NOAXOJM/IM JUIsS BBHINOJHEHHS IAHHON NpOLEeAyphbl. YKa3aHHS IO IMOArOTOBKE M BBEICHHUIO
npenapaTa 4yepe3 Ha3oracTpajibHbIM 30H] IPHBEJIECHBI B pasjerne «BeneHue mpemnapara depes

Ha30racTpaJibHbIA 30H1».

B3pocabie u netu ¢ 12 jer

I'acTporsodareanvuas pedunokcuas 60/1e3HbL

Jleuenue O9PO3HUBHOI'O De(bJTIOKC-330d)aFI/ITaI o 40 mr OJHH pa3 B CYTKH B TCYCHHEC 4-x HCCIIb.

PGKOMeHIlyCTCH JIONIOJIHUTENIbHBIN 4-X HeIeIbHBIA Kypc JI€Y€HHsA B cClydasax, Korja II0CJjie

IIEPBOI'0 KypcCa 3aKHUBJIICHUE 330(1)aI‘I/ITa HE€ HACTyIMaecT, UJId COXPaHAIOTCS CUMIITOMBI.

JluTenpHoe NOAACPIKUBAOMICE JICYCHHUE I1OCJIC 3a)KUBJICHUSI 3PO3UBHOI'O pe(bmoxc-asod)arma

[UIS IpEeI0TBpALlleHUs peuuauBa:; mo 20 mr OJIUH pa3 B CYTKH.

CuMnToMaTHyecKoe JieyeHne ractpossodareanbHoii pedurokcHoi Gonesnu: 20 MI OJMH pa3 B

CYTKM — nanuenTam 6e3 330¢arurta. Eciu nocne 4-x Hezellb J1€4€HHs CUMIITOMBI HE HCYE3aloT,
ClIeyeT NPOBECTH JOMOJHHUTENIbHOE o0cieoBaHue nmanuenTa. [locie ycTpaHeHus: CHMIITOMOB
MOXHO TIEpeHTH Ha PEeXUM NpuéMa Mpenapara «IpH HEOOXOJUMOCTH», T.€. NPHHHMATH
nperniapar Hekcuym mo 20 Mr oamH pa3 B CYTKH HpH BO30OHOBJIEHMHM CHMOTOMOB. Jlis
nauueHTos, npuHuMarommx HIIBII u oTHOcsmmMXCs K rpymnme prcka pa3sBUTHS S3BBI JKENTyIKa
WIM  JIBCHAIIATHICPCTHOW KMIIKH, HE PEKOMEHIYeTCsl JIeYeHHe B peXHUME  «IIPH

HEOOXOAUMOCTH Y.

B3poc.bie

SI3BeHHasn 00J1e3HL KeJYyJAKa H }lBeHa}][laTl/ll'lepCTHOﬁ KHINKH

B cocraBe koMOMHUpOBaHHOM Tepanuu s dpagukaunn Helicobacter pylori



® JICYECHHE A3Bbl JIBCHA/ATUNICPCTHON KHMIIKH, acCOIMMPOBaHHOM ¢ Helicobacter pylori:
npeniapatr Hekcuym 20 mr, amokcnmwmmH | r u kinapurpomurme 500 mr. Bee
npernaparbl IPUHUMAOTCS [1Ba pa3a B CYyTKH B TeueHue 1 Helelu.
® NpodUIAKTHKA PELUINBOB MENTHYECKHX 53B, aCCOUMUPOBaHHbIX ¢ Helicobacter pylori:
npenapat Hekcuym 20 mr, amokcummwumH 1 r u kinaputpomunun 500 mr. Bcee
npernaparbl IPUHUMAKOTCS JiBa pa3a B CYTKH B TeueHHe 1 Hemenu.
JaTenbHas KHCI0TONOABIAIOMAS TEPANHs Y NANMEHTOB, MepPeHeCHIHX KPOBOTeYeHHE
U3 MeNTHYeCKON sI3BbI (MOc/Ie BHYTPHBEHHOI0 NMPHMEHEHHsI NPeNapaToB, MOHHAKAIOMHX
CEKPELHIO JKeJIe3 JKeayAKa, 11 NPOPHIAKTHKH pelu/IuBa)
IIpenapar Hexkcuym 40 Mr 1 pa3 B cyTku B TedeHue 4 HeJelb 110C/I€ OKOHYAHHS BHY TPUBEHHOI

TEpaluu npenaparaMu, IOHWKAIIUMHU CEKPEIHIO JKele3 JXKEITy IKa.

IManuenTsl, AauTeabHo npuaumaromue HITBIT
® 3aXUBJICHHE S3BbI XKemyJKa, cBa3aHHo# ¢ nmpuémom HIIBII: mpenapar Hekcuym 20 mr
uiu 40 Mr ofiMH pa3 B cyTKU. JTHTEIbHOCTD JIeYeHH s COCTaBiseT 4-8 Heeb.
® npodHIaKTHKA A3BbI JKEJIY/IKAa W JBEHAILUATUIICPCTHON KUIIKH, CBSA3aHHOH C IIPHEMOM

HIIBII: mpenapat Hexcuym 20 mr uiam 40 Mr oiuH pa3s B CyTKH.

CocTosinus, cBSI3aHHBIE ¢ MATOJOIHYECKOIH IHIIepPCEeKPeNHeii jKele3 JkKeTyAKa, B TOM YHCIe,
CHHAPOM 30/UITHHIepa-IJITHCOHA U HIHONATHYECKAS THIIEPCeKPelust

Pexomenyemas HavyanbHas no3a — npenapat Hekcuym 40 Mr 18a pasa B cyTku. B nanpHeiimem
7032 MOAOMpPaeTcs WHAMBUIYAIbHO, JUIATENBHOCTH JIEYEHHS OINpPENENsSeTcs KIMHUYECKOH
KapTHHOH 3abosieBanus. Mimeercs onbIT mpuMeHeHus npernapara B jgo3ax 10 120 mr 2 pasa B

CYTKH.

IToyeunas HeIOCTATOUHOCTB: KOPPEKIMs 03bI npenapara He Tpedyercs. OHAKO, OMBIT
NpUMEHEeHUs Tpenapata HekcuyM y NalmMeHTOB € TSKENIOM MOYEYHOM HEIO0CTATOUHOCTHIO
OrpaHMYCH; B CBSI3U C 9TUM, IIPH HA3HAYEHHUHM Npenapara TaKuM MalHeHTaM ClieyeT CoOIoaaTh

OCTOPOXKHOCTB (CM. paszzen « DapMaKOKHHETHKA).

[leyeHo4Hasi HeJOCTATOYHOCTH: IPH JIETKOW M YMEPEHHOH INEYEeHOUHOH HEIOCTATOYHOCTH
KOppeKIiMs J103bl Ipemnapara He TpeOyercs. JIid MalUEHTOB € TSKEIOHM IE4EHOYHOMH

HCI0CTAaTOYHOCTBIO MaKCUMaJIbHas CyTOYHas J103a HE JOJDKHA IIPEBHIIATh 20 mr.



[ManueHTHI MOKHIOTO BO3pacTa: KOPPEKIHUs J03bI IpernaparTa He Tpe6yeTcs1.

BBenenne Inpenaparta 4epes Ha30FaCTpaJleblﬁ 30H/I

Ipu nasnavenuu npenapama vepes nazo2acmpanvuvlii 30H0

1.

[TomecTnTe TabneTky B MINPHUI U 3aOTHUTE INIPHI] 25 MJI BOJABI M NPUOIH3HTEIBHO
5 M1 Bo3ayxa. JI71s HEKOTOPBIX 30HAOB MOXKET MOTPeOGOBATLCS pa3BeieHHe penapara
B 50 MJ nMTBEBOH BOABI IS TOrO, YTOOBI INPEIOTBPATHTH 3aCOPEHHE 30HIA
rpaHyJiaMH TabJIETKH.

Hemeuienno B30oaTaiiTe MIpHI] B TeUSHHE IPUMEPHO JIBYX MHHYT /Il pACTBOPEHHS
TaOJIeTKH.

JleprxuTe IIPUIL HAKOHEYHHKOM BBEPX U yOEAUTECH, YTO HAKOHEYHHK HE 3aCOPHIICS.
BBenrTe HakOHEYHMK HINPHIA B 30H/, HPOJIOIKAsH YAEPKUBATH €r0 HANPABJIEHHBIM
BBEPX.

BeTpsxHuTE MpHI U IepeBEepHUTE ero HAaKOHEYHHKOM BHH3. Heme uieHHO BBenuTe
5-10 mu pacTBOpeHHOro mnpenapara B 30HA. Ilocie BBeJeHHS BEPHHUTE INIPHI[ B
IpeXXHEE IMOJIOKEHHE M B30OJITaiTe (LIMPHIL J0JDKEH YAEPKUBATHCS HAKOHEUHHKOM
BBEPX VIS M30€KaHMsI 3aCOPEHUS] HAKOHEYHHUKA).

[lepeBepHuTe IMpHIl HAKOHEYHUKOM BHHM3 M BBeauTe eme 5-10 mu npemaparta B
30H/. [loBTOpHTE TaHHYIO ONEpaIyio, MOKa MIPHILl He OYIeT MyCT.

B cinyyae ocraTka yacTu npenapara B BHJE OCajKa B IINPHIIE 3aMOJHUTE IINPHUIL 25
MJI BOZIBI M 5 MJI BO3JlyXa M IOBTOPUTE ONEpaIMH, OMHMCAHHbIE B MyHKTE 5,6. Jlis

HEKOTOPBIX 30HIOB JJIs 9TOM LETU MOXKET MOHAI00UThCS SO MJT TUTHEBO BO/JBI.

IToGouHoe neiicTBHE

Huoxe IIPUBCACHBI HEXKEIATEJIbHBIE pPEaKUuH, HE 3aBUCAIIHUC OT pexXuMa JO3HMPOBAHHS

npemnapara, OTMEYEHHBIE B XOJ€ KIMHUYECKHUX MCCJICIOBAaHUN U npru TMMOCTMApPKETHHIOBOM

IIPUMEHCHHUH ITpenapara.

Yacrora HexenaTeNbHBIX PEaKLWi NpUBEJEHA B BUJE CIEAYIOMEN IpajallMu: OYEeHb YacTo
(=1/10); wacto (=1/100, <1/10); Hewacto (>1/1000, <1/100); peako (>1/10000, <1/1000); oueHn
peaxo (<1/10000).

Co CIMOPOHbL KOHCU U NOOKONCHBLX MKaHell

Heuyacmo: nepmatur, 3y [, Chillb, KpalliBHHIIA;

Peoko: anoneuus, GoToceHCHOUTH3ALINS;

Ouenv peoxo: MynbTudopMHas ospurema, cuHapoM CTHBeHCca-J/[PKOHCOHA, TOKCHYECKHUH
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SMAACPMATILHBIA  HEKPOJIH3, OCTPbIH  TeHEpaTH30BaHHBIA  OK3aHTEMATO3HBIH  IyCTYyJIes,

JIEKapCTBEHHAS ChINb ¢ 503HHO(HIMEN U cucTeMEbIME cumMnToMamu (DRESS-cunapom).

Co CMOPOHbL CKEICMHO-MbIUEYHOU U COCOUHUMEILHOU MKAHU

Peoko: aptpanrus, Muanrus;

Ouenv peoko.: MbIllIeYHAast C1abOCTb.

Co cmoponwvt HepeHOIl cucmempi

Yacmo: ronoBHas 601k,
Heuacmo: ronoBoKpyXeHHe, NapeCTe3HH, COHIUBOCT;

Peoko: napymeHue BKyca.

Hapyvwenus ncuxuxu

Heuacmo: 6ecconnnna;
Peoko: nenpeccusi, BO30YK/IEHHE, 3aMEIATENIBCTBO;

Ouennv pe()rco.' raJTrOIIMHAIUK, arp€CCUBHOE MTOBEICHHUE.

Co cmoponbl JHceny0oYHoO-KUme o020 mpakma

Hacmo: 6onb B KHUBOTE, 3aII0p, JUAPEst, METEOPU3M, TONIHOTA/PBOTA;
Heuacmo: cyxoctb Bo pry;
Pedko: cTOMaTUT, KaHIHUI03 JKeITy J0YHO-KHIIEYHOTO TPAKTa;

Ouenb pedko: MEKPOCKOIMYECKUH KOJIHUT (IOATBEPIKICHHBIH THCTOJIOTHUYECKH ).

Co cmoponbl neyenu u Jcendesvi8oosuux nymeil

Heuacmo: noBblleHHe aKTHBHOCTH «IEYEHOYHBIX» (DEPMEHTOB;
Peoko: renatur (c xenTyxoi uim 6e3);
Ouenv pedro. TeYeHOUHAs HEJOCTATOYHOCTD, SHIE(DATONATHS y MALHEHTOB C 3a60IeBAHUIMHU

ICYCHH.

Co CMOpPOHbL NOJIOBLIX OP2AHO8 U MOJIOYHOU JHCeNe3bl

Ouenb peoko: THHEKOMACTHSL.

Co cmopoubi kKposu u tumpamuyeckoil cucmemvl

Peoxo: neiikonenust, TpoMOOILMTOIIEHUS;
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Ouenb peoko. arpaHyJIONUTO3, HAHIMTOIEHHUS.

Co cmopoHbl UMMYHHOU cUCmeMbl

Peoxo: pPCaKu TrurnepYyBCTBUTECIBHOCTH (HaanMep, JiuxXopaaka, aHI‘I/IOHeBpOTH‘leCKI/Iﬁ OTCK,

anaduIaKTHYECKas peaKius/aHaQUIaKTHIECKHH IOK).

Co cmoponbl dblxamenbHou cucmemsl, 0p2ano8 2pYOHOU Kiemku U cpeOoCmeH s

Peoko: bponxocnasm.

Co cmoponbl noyex u Moyeswbi8oosuUx nymetl

Ouenv pedko. UHTEPCTHIIHAIBHBINA HEQPUT.

Co cmoponwi opeana 3peHus

Peoko: He4eTKOCTh 3peHHsl.

Co cmoponbi 0bmena eewecms u numanus

Heuacmo. nepudepudeckue oTeku;
Peoko: runonarpuemus;
Ouenv  pedko: THUNOMAarHUEMUs; TUIOKAIBLHMEMHUS BCIEACTBHE TSKEIOH TMIIOMArHHEMHH,

TATIOKAJIMEMHUS BCJIICACTBUE THIIOMAarHueMHUH.

Obwue paccmpoiicmsa

Peoxo: nenomoranue, MoTIMBOCTD.

IlepenosupoBka

Ha Hacrosiumii MOMEHT onmcaHbl KpaiiHe pPEAKHe Cllydad yMBIIUIEHHOH Iepeno3upOBKH.
Ilepopaibnbiii mpuem 330Memnpasona B 103¢ 280 Mr compoBoXaancs oOImell clIabocTbio u
CHMIITOMaMH €O CTOPOHBI KEJTyI0YHO-KHIIEYHOro TpakTa. Pa3oBbiii npuem 80 Mmr mpemapara
Hekcuym He BbI3bIBaN KakMX-MHOO OTPHLATENBHBIX MOCIEACTBUH. AHTHIOT 330Mempasona
HEM3BECTCH. 30MENpasojl XOpPOLIO CBS3BIBACTCS C O€lKaMH IUIA3Mbl, IOITOMY HAJH3
manospdexrusen. Ilpu nepeno3upoBke HEOOXOAMMO MPOBOAUTH CHMIITOMATHYECKOE W 0OIIee

MNOAACPIKUBAIOIICE JICYECHUE.

Bsanmoueﬁcnme C IPYTHMH JIEKAaPCTBEHHBIMH CpeACTBAMH
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Buusnue s30menpasona na gpapmaxokunemuxy opyaux 1eKapcmeenHnbix npenapamos

CHMKEHME CEKpeLMH COJISTHOM KHCIOTHI B JKelyjlke Ha (JOHe JIeUeHHs 330MENpaszolioM H
JAPYTHMH WHTHOMTOpaMH TPOTOHHOW MOMITBI MOXET IPMBECTH K CHHUIKEHMIO WIIH MOBBIIICHHIO
abcopOluy NpenapaToB, BCAChIBAHHE KOTOPHIX 3aBHCHT OT KHCIOTHOCTH cpeibl. I1omo6HO
JAPYTHM TIpenaparam, CHHKAIOUIUM KHCJIOTHOCTb JKETyJOYHOTO COKa, JICYCHHE H30MENPa3’0jioM
MOJKET NPUBOJIUTH K CHIXKEHHMIO abCOpOIMH KETOKOHa30Jla, UTPAKOHA30Ja W 3PIOTHHMOA, M
MOBBIICHNIO a0COPOLMH TAKHX NPENapaToB, Kak AUTOKCHH. COBMECTHBIN TIPHEM OMENpa3ona B
no3e 20 Mr omMH pa3 B CyTKH M JMTOKCHHA IMOBBHIIAET OMOJOCTYIHOCTh AWUTOKcHHA Ha 10%
(6MOIOCTYTHOCTB IMTOKCHHA MOBBIIIATACH HA BeIMUMHY 10 30% Y ABYX M3 JIECSTH NAIMEHTOB).
beuto moxasano, uyTO OMempa3on B3aMMOJEHCTBYET C HEKOTOPHIMH AHTHPETPOBHUPYCHBIMH
npenapatamMu. MexaHM3Mbl M KJIMHHYECKOE 3HAYeHHE OSTHX B3aMMOJEHCTBHII He Bcerna
M3BECTHBI. YBelM4YeHHe 3HayeHus pH Ha (oHe Tepanmmu OMENpPa3’oloM MOKET BIMSATh Ha
BCAChIBAHME aHTUPETPOBHPYCHBIX MpenapaToB. Taxike BO3MOKHO B3aHMMOJIEHCTBHE HA YPOBHE
m3opepmenta CYP2C19. Tlpu COBMECTHOM NpHMEHEHHH OMENpa3oNa M  HEKOTOPHIX
AHTHPETPOBUPYCHBIX NpENapaToB, TaKMX KaK aTa3aHaBHp M HelduHaBup, Ha (oHE Tepamuu
OMENPa30JIoM, OTMEYaeTCss CHU)KEHHWE MX KOHLEHTpallMM B CHIBOPOTKe. IlosTomy mx
OZIHOBPEMEHHOE NPUMEHEHHE He pekoMeHayeTcs. CoBMecTHOe mpuMeHeHne omenpasosna (40 Mr
OZIMH pa3 B CyTKH) ¢ arasanaBupoM 300 mr / putoHaBupoM 100 Mr y 310poBBIX 106pPOBOIBIER
NPHBOJMIIO K CYHIECTBEHHOMY YMEHBIIEHHIO OHOJOCTYIIHOCTH aTa3aHaBupa (IUIOMIAnb MO
KPUBOW «KOHLEHTpauus — BpeMms», MakcuMaibHas (Cmax) u MunHuMmanbHas (Cmin)
KOHLEHTPALMY YMEHBIIATUCh MPUOIM3UTENBHO Ha 75%). YBeanueHue 036l aTa3aHaBUpa [0
400 Mr He KOMIIEHCHPOBANIO BO3/IEHCTBHS OMeNpa3oiia Ha GHONOCTYTHOCTh aTa3aHABHPA.

IIpr oHOBpEMEHHOM NPUMEHEHHH OMeNpa3ojia W CaKBUHABHPA OBLIO OTMEYEHO MOBBIICHHE
KOHLEHTpAallM¥ CaKBUHABHpPA B CBIBOPOTKE, IIPH NPUMEHEHHHM C HEKOTOPHIMH JPYTUMH
AHTUPETPOBUPYCHBIMHU TIpeNapaTaMM HMX KOHIEHTpAllUs HE MEHsJIach. YUHTHIBas CXO/HbIE
(hapmakokuHeTHUeCKHE M (hapMAKOIHHAMHYECKHE CBOMCTBA OMENpa3ojia M 330MeNpasolia,
COBMECTHOE NPUMEHEHHE 330MeIpa3oia ¢ aHTHPETPOBUPYCHBIMH IperapaTaMH, TaKMMH Kak
aTa3aHaBUp U HEJI(QUHABHUP, HE PEKOMEH/IYETCS.

O3omenpason unrubupyer CYP2C19 — ocHOBHOH wM30(epMEHT, ydyacTBYIOUHII B €ro
meraboimsme. COOTBETCTBEHHO, COBMECTHOC IMPHMEHEHHE 330MENpasosiia ¢  JAPYTHMH
npenaparaMu, B MeTaboJIM3Me KOTOPBIX NpuHUMaeT ydactue uzopepment CYP2C19, takumu
KaK JuaseraMm, MUTaJoNnpaM, HMHUIIPAMUH, KIOMUIPAMHUH, QEHUTOUH U JP., MOXKET IPHBECTH K
TIOBBIIICHUIO KOHIEHTPAIMH OSTUX MPENapaToB B IUIa3Me€, YTO, B CBOK OYEpEb, MOXKET

noTpeOoBaTh CHMXKEHHS J103bl. OO0 3TOM B3aUMOJEHCTBMM OCOOEHHO BAa)KHO ITOMHHTH npu
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NpUMeHeHHH npenapara Hexcnyma B pexume «1mo HeoOxoaumoctiy. [Ipu coBMeCTHOM mpreMe
30 Mr s30omenpasona M auasenama, KOTOpbIHA sBisiercss cydcrpatom usodepmenta CYP2CI19,
OTMEYAETCsl CHKEHUE KIMpeHca JinazenamMa Ha 45%.

IIpumenenne 33oMenpazona B 103¢ 40 Mr NpPUBOAMIO K TIOBBIIEHHIO OCTATOYHOM
KOHLIEHTpaluy (eHUTOMHA y MALMEHTOB ¢ snuiencueil Ha 13%. B cBsa3u ¢ 95TUM pekoMeHIyeTcs
KOHTPOJIMPOBATh KOHLUEHTPAluK (PEHUTOMHA B IUIa3Me B Hayasle JICUeHHs 330MEIPa30jioM U IIpH
€ro OTMEHe.

[Ipumenenne omenpasona B 03¢ 40 M OIMH pa3 B CYTKH MPUBOAMIIO K YBEIMYEHHIO TLIOIIAIH
MO KPHBOM «KOHIEHTpanus — BpeMs» M Cmax BopukKoHa3ona (cyOcTpaT wu3odepMmeHTa
CYP2C19) na 15% wu 41%, COOTBETCTBEHHO.

Cosmectnpiii npuem Bapdapuna ¢ 40 Mr 330Menpasosia He MPUBOAMT K M3MEHEHHIO BPEMEHH
KOAryJisiiii y TalHWeHTOB, JJIMTEIbHO NpUHUMAKOMUX BapdapuH. OgHAKO co00OMmAIoCh O
HECKOJIbKUX CITy4asX KIMHHYECKH 3HAYMMOro mnoBblieHus upaekca MHO (MexmyHapoaHoe
HOPMAJIM30BAHHOE OTHOIIEHHWE) TPU COBMECTHOM IIPUMEHEHHH Bap(apuHa W 330MENpa3oJia.
Pexomennyercs xontponupoath MHO B Hayalie ¥ 10 OKOHYaHHHM COBMECTHOTO IIPUMEHEHHUS
330MeNpa3o/a ¥ BappaprHa WK APYyTHX TPOM3BOIHBIX KyMapHHa.

[lo pesynbratam uccinenoBaHHii OTMedYeHO (papMaKOKHHETHYECKOE/(papMaKoIMHAMHYECKOE
B3aUMO/ICHCTBHE MEXIY KIONMIOTrpenoM (HarpyzouHas 1o3a 300 Mr u mojiepskuBarommas 103a
75 wmr/cyt.) m 330omenpazoioM (40 MI/CYT. BHYTPb), KOTOPOE IIPUBOJMT K CHHKEHHIO
OKCMO3HMIIMK aKTUBHOIO MeTabosuTa Kionujaorpena B cpeaHeM Ha 40% W CHHKEHHIO
MaKCUMalIbHOro MHruOupoBanusi AJP-uHIyIHPOBAHHOM arperaiu TPOMOOILMTOB B CPEIHEM
Ha 14%.

KinHnyeckast 3HaUMMOCTB 3TOTO B3aHMOJICHCTBHS HE SCHA. B MPOCIIEKTHBHOM HCCIIeIOBAHUH Y
MAIMEHTOB, MOJIyYaBIIMX I1aneb0 MM oMenpasoi B o3¢ 20 MI/cyT. OJHOBPEMEHHO ¢ Tepanueit
KJIONMJIOTpesioM | anetuicanunuiaoBoid kuciaotod (ACK), m mpu aHamm3e KIMHHYECKUX
MCXOJI0B MacIITaOHBIX PaHJOMH3HPOBAHHBIX HCCIIENOBAHMN HE OBUIO MOKA3aHO MOBBIIICHUS
pUCKa CEpACYHO-COCYTUCTBIX OCJIOKHEHHH IPH COBMECTHOM IPUMEHEHHH KJIONHIOrpeNia H
MWHIHOUTOPOB NPOTOHHOM MOMITBI, BKJIFOYAst 330MeETPa3ol.

Pesynbrare! psna HaGmomaTeIbHBIX HCCIENOBAHMN TIPOTUBOPEYMBLI M HE JAIOT OJHO3HAYHOTO
OTBETA O HAJIMYMU WM OTCYTCTBUHM IOBBIIIEHHOTO PHCKAa TPOMOOIMOOIHYECKHX CEPIAEYHO-
COCYZIUCTBIX OCJIOKHEHUH Ha (JOHE COBMECTHOrO NPUMEHEHHs KJIOMHIOTpeia U MHTHOUTOPOB
IIPOTOHHOM MTOMITBI.

[Ipy  nprMeHeHMM KJIONMHJOTpesa COBMECTHO C (DUKCHpOBaHHOH koMmOMHammed 20 wMr

33omenpazona U 81 Mr ACK skcno3unmsi akTHBHOrO MeTaboNHMTa KJIOMMAOTpENa CHU3MIIACH
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noytn Ha 40% MO CpaBHEHHIO ¢ MOHOTEpamHeil KIOMUAOTPENOM, MPH 3TOM MaKCHMAIbHBIE
YPOBHH HHTHOHpOBanus AJIQ-HHIYIHPOBaHHON arperaiuu TpOMGOIMTOB GbLTH OXHMHAKOBBIMH,
4TO, BEPOSITHO, CBSI3aHO ¢ 0JIHOBpeMeHHbIM npreMoM ACK B Hu3Koi 103e€.

IIpumenenue omenpasona B no3e 40 Mr npuBoawIIo K yBenuuenuo Cmax u AUC (ruromam non
KPHBOH «KOHIEHTpalKs — BpeMs») LuIocTa3oia Ha 18% u 26%, COOTBETCTBEHHO, /Ul OJHOTO
U3 aKTHBHBIX METa0O0JIMTOB IHJIOCTA30J1a YBEIMYEHHE COCTaBUIO 29% 1 69%, COOTBETCTBEHHO.
CosmecTnblii npueM numsanpuzaa ¢ 40 Mr 330Menpasona NPUBOAHT K IOBBIIIEHHIO 3HAYCHHUIA
(hapMaKkOKMHETHYECKUX MapaMeTpoOB LU3aANpHUAa Y 310poBbIX 106poBobues: AUC — Ha 32% u
nepuo/ia noiyBbiBe/ieHus Ha 31%, oHaKo MakCHMasIbHasi KOHLEHTpAIlKs [M3alpH/a B IIa3Me
IpA S5TOM 3HAYMTEILHO He H3MeHsieTcs. HesnauurensHoe yamuenue unrepsana QT, koTtopoe
HaOJIOJAIOCh [P MOHOTEpANMM IM3ANPHIOM, IpH 100aBieHMM TNpemapata Hekcmym He
YBEIMYMBAJIOCH (CM. pa3zen «Ocobble yKa3zaHusn»).

[Ipy 01HOBpEMEHHOM NMPUMEHEHHH 330MENpa3oJia U TaKPOIHMYca ObUIO OTMEYEHO TOBBIIEHHE
KOHIEHTPAIlMH TAKPOJHMYCa B CBIBOPOTKE KPOBH.

Y HEKOTOpbIX MAllMeHTOB OTMEYald [OBBINICHHE KOHIEHTPAIMHM METOTpeKkcaTa Ha (OHe
COBMECTHOTO IPUMEHEHHS ¢ MHTHOMTOPAaMHU IPOTOHHOM MoMIibl. [Tpy IpEMEHEHHH BBICOKUX 103
METOTpeKcaTa Clie/lyeT paCCMOTPETh BO3MOXKHOCTh BPEMEHHOH OTMEHBI 330MeNpa3oia.
IIpenapar Hekcnym He BBI3BIBACT KIMHAYECKH 3HAYMMBIX HM3MEHEHHH (apMaKOKMHETHKH
AMOKCHUIWJIJTMHA ¥ XUHH/IHHA.

Wccnenosanns mo oOneHKe KpaTKOCPOYHOTO COBMECTHOTO NPHUMEHEHHsS 9J30MeNpasolia M
HalpoKCeHa WK popekokcrnba He BBIIBUIM KIMHHYECKH 3HAYMMOTO (papMaKOKMHETHYECKOTO

B3aUMOJICUCTBHS.

Bausinue niexapcmsennbix npenapamos Ha hapmMakoKunemuxy 330Menpasona.

B Merabonusme 330Mmenpasona mpuHEMaroT ydacte wusodepmentsl CYP2C19 u CYP3A4.
CoBMecTHOE TpMMEHEHHE 330Menpa3oiia ¢ KIapuTpoMHIMHOM (500 Mr 2 pasa B CYTKH),
KoTopbiii WHrHOMpyeT u3ohepmeHT CYP3A4, mpuBomut K yBenmuenuio 3HayeHuss AUC
a30oMenpasosnia B 2 pasa. COBMECTHOE NPHUMEHEHHE 330MeNpasolia ¥ KOMOMHHPOBAHHOTO
uHruoutopa wmsodpepmentoB CYP3A4 wu CYP2C19, nanpumep, BOPHKOHA307a, MOXET
NPUBOJUTHL K Oosiee yem 2-X KpaTHOMY yBennueHuto 3Hadenus AUC s 330omenpasona. Kax
NpaBUJIO, B TAKUX CIIy4yasX He TpeOyeTcs KOPPEKIMHU J03bl 330Mernpazosa. Koppekius 1035l
330MeIpa3osia MOKET MOTPeOOBATHCS y MAIMEHTOB C TSDKEJBIM HapyIleHHeM ()YHKIUH TIe4eHH U
NPHU JUIMTEIBHOM €T0 IPUMEHEHHH.

JlekapcTBenHble Tpenapatsl, HHAynupyomue uzopepmentsl CYP2C19 u CYP3A4, takue Kak,
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pPI(l)aMIII/IlIHH U npeniapaThbl 3Bep0605{ NPOABIPABIICHHOIO, IMPH COBMECTHOM IIPUMCHCHHUH C
530MEIPa30JIOM MOTYT IIPUBOJAUTH K CHUKECHHUIO KOHIICHTpAMX 330MeETpasojia B IJIa3Me KPOBH

3a CYET YCKOPCHUA MeTabom3Ma 930M€IIpa3oJia.

Oco0ble ykazanus

[lpu Hanuumu mMOOBIX TPEBOXHBIX CHMITOMOB (HampuMep, TaKHX KakK 3HAYMTEIbHAS
CIIOHTaHHAas NOTEPs MAcCChl Teja, MOBTOPHAs PBOTa, AUc(arus, pBoTa ¢ MPUMECHIO KPOBH MU
MeJIeHa), 4 TAK)KE TP HAJIMYMM A3BBI KeJTy/IKa (M [IPH [OA03PEHHIH Ha A3BY XKeMy/IKa) CIeIyeT
MCKJIIOUUTL HAJMYMe 37I0KaY€CTBEHHOTO HOBOOOPA30BaHMS, MOCKOJIBKY JICUYEHHE MpernapaTtoM
Hexcuym MOXeT IpHBECTH K CTIaKHBAaHHIO CHMIITOMATHKH H OTCPOYHMTH OCTAHOBKY JHATHO3a.
B penkux ciydasx y mnNalnMeHTOB, UIHTEIBHOE BpeMs NPUHUMABIIMX OMENpPAa3ol, MpH
THCTOJIOTHYECKOM HCCJIEIOBAHMU OMONTATOB CIM3HCTOH O0OJIOYKH Tela HKENyJKa BBIABIISIICS
aTpoUyYecKHii racTpHr.

[TatmenTs!, npuHAMaroIKe npenapar B Te4eHHe JTHTEIBHOTO neproja (ocobeHHo Gosee rofa),
JOJKHBI HAXOMTBCS 01 PETYJIIPHBIM HAOJII0JICHHEM Bpaya.

[lanmenTel, npuUHUMaromMe mnpenapar HekcuyM «Io HeoOXOAUMOCTHY», HOJDKHBI OBITh
NPOMHCTPYKTUPOBAHbI O HEOOXOJIMMOCTH CBSI3aThCS CO CBOMM BpPAyoM MpPH H3MEHEHMH
Xapaktepa cHUMNTOMOB. IIpuHKMMas BO BHUMaHME KoJieOaHHs KOHIIEHTPAIWH 330MEINpa3ojia B
IUIa3Me MpH Ha3HAYEHHUH TEPAIMU «I10 HEOOXOIUMOCTHY, CIIeYET YUUTHIBATH B3aUMOJIEHCTBUE
npenapara ¢ JIpyruMH JIEKApCTBEHHBIMH CPEJICTBaMU (cM. pazaen «B3aumoseiicTBre ¢ qpyruMu
JIeKapCTBEHHBIMH  cpeicTBaMu»). Ilpu Ha3Hauenuu npemapata Hekcuym Juis spaaukanuu
Helicobacter pylori nomkHa y4uThIBaThCsSl BO3SMOXHOCTH JIEKAPCTBEHHBIX B3aUMOIEHCTBHI IS
BCEX KOMIIOHEHTOB TPOWHOM Tepanuu. KiapuTpoMUIMH SBJISI€TCS MOIIHBIM HHTHOUTOPOM
CYP3A4, nostoMy npu Ha3Ha4YeHWH SPaJMKALMOHHONW Tepanvy MalUeHTaM, MOJIYYalolHM
Apyrue npemnaparsl, MeTaboimsupyromuecs ¢ ydactueM CYP3A4 (manpumep, musanpuia),
HEOOXO/IMMO YUHTHIBATh BO3MOXKHBIE IIPOTHBONOKA3aHHUsI M B3aMMO/IEHCTBHS KJIapUTPOMUIIMHA C
STUMH JIEKAPCTBEHHBIMHU CPEJICTBAMH.

Tabnerku npemapara Hekcuym coxepxar caxapo3y, MO3TOMY OHH HPOTHBONOKA3aHbI
NalMeHTaM ¢  HacJEJCTBEHHOH HENepeHOCHMOCTBIO  (DPYKTO3bI,  IIFOKO30-TalaKTO3HOM
MasbabcopOIMel M caXxapa3o-H30MalbTa3HOM HEJ0CTATOYHOCTBIO.

[lo pesynbraTam wuccienoBaHHH OTMedYeHO (HapMaKOKHHETHUECKOe/(hapMaKoIMHAMUUECKOE
B3aMMOJICHCTBHE MEXY KJIONHMIOIpeaoM (Harpy3odHas go3a 300 Mr u mouiepXuBaromias 103a
75 wmr/cyt.) u 330MenpasonoM (40 Mr/cyT. BHYTph), KOTOPOE HPHBOJMT K CHHKEHHIO

SKCMO3MIKK K aKTHUBHOMY MeTaboIuTy Kiomnuaorpena B cpeaHeM Ha 40% M CHHIKEHHUIO
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MaKCHMaJIbHOr0 MHruOupoBanus AJID-MHIyIMPOBAHHON arperamid TPOMOOLKMTOB B CpeIHEM
Ha 14%. IlosTomy cnexyer wu30eraTb OJHOBPEMEHHOTO IIPMMEHEHHs 330MENpasona H
Kionujorpesna (cM. pasaen «BsaumozeicTBre ¢ ApyruMu JIeKapCTBEHHBIMHE CPEICTBAMHE ).
OrnenbHbie HAGMIOIATEIbHBIE MCCIEIOBAHMS YKa3bIBAIOT HA TO, YTO TEpanus MHTHOUTOpaMH
MPOTOHHOH TIOMIIBI MOXKET HE3HAYMTENBHO IMOBBIIIATh PHCK CBSA3aHHBIX C OCTEONOPO30M
NIEPEIOMOB, OZTHAKO B IPYTHX MOA0OHBIX UCCIIEIOBAHUSX TMOBBIIICHHE PUCKA HE OTMEYEHO.

B paH10MH3MpOBAaHHBIX, ABOMHBIX CIEMBIX, KOHTPOJMPYEMBIX KIMHHYECKHX HCCIIEIOBAHUSIX
OMemnpasojia ¥ 330MeNpa3ofia, BKIKOYas [Ba OTKPBITBIX HCCIIEOBAHUS JUIMTEIBHONW Tepanuu
(bomee 12 ner), He Oblla TOATBEPIKACHA CBS3b IEPENOMOB Ha (OHE OCTEOINOpo3a ¢
IIPUMEHEHHEM MHITHOUTOPOB MPOTOHHOM ITOMITBL.

XO0Tsl PUUNHHO-CIIE/ICTBEHHAS CBA3b IPUMEHEHHS OMENpPa30.1a/30MeNpasoia ¢ eperoMaMy Ha
(one ocreomopo3a He ycTaHOBIEHA, NALMEHTHl C PHCKOM Pa3BUTHS OCTEOIOPO3a HIIM
NepesioMOB Ha €ro (oHe JOMKHBI HAXOAMTHCS I10J COOTBETCTBYIOUIMM KIMHHYECKHM

HaAOJIFOJICHUEM.

Biusinue Ha cnioco0HOCTD K YIIpaB/IeHHIO TPAHCIIOPTHBIMH CPEACTBAMH H MeXaHH3MaMH
B cBsa3u ¢ TEM, YTO BO BpEMs TEpaANHUU IIperapaToM HCKCI/IyM MOIyT Ha0II0/1aThCst
FOJIOBOKPYIKCHHE, HECYECTKOCTh 3PEHUS U COHJIMBOCTDb, CIEAYyET co001aTh OCTOPOXHOCTH IIPpU

YIPaBJICHUH aBTOTPAHCIIOPTOM U APYTHMH MEXaHU3MaMH.

®opma BbINyCKA

Tabnerku, nokpeiteie 060104K0M, 20 Mr 1 40 Mmr.

[lo 7 Tabnerox B amomunueBble Oiucrepsl, mo 1, 2 wim 4 Guucrepa ¢ MHCTpYKIHMeH 110
NPUMEHEHHIO B KAPTOHHYIO 11a4Ky ¢ KOHTPOJIEM MEPBOTO BCKPHITHSI.

IIpu ynakoBke OOO «Actpa3eneka Unpactpus», Poccus:

[Io 7 Tabnerox B amomuHHeBble Oiuctepsl, mo 2 wid 4 Guucrepa ¢ HMHCTPYKIHMeEH 10

MPUMCHCHHUIO B KAPTOHHYIO MMa4YKy C KOHTPOJIEM II€PBOIO BCKPLITHS.

YcioBusi XxpaHeHust
[Ipu temneparype He Bbine 25 °C, B OpUTHHAJIBHON yNAKOBKE, B MECTAX, HE JOCTYNHBIX JUIS

eTen.

Cpok rogHocTn

3 roja.
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He [IPUMCHSTD I10 HCTEUYEHUHN CPOKA T'OJHOCTH, YKa3aHHOI'O Ha YIIaKOBKE.

YcaoBus ornycka

Otmyckatot 1o perenty.

(undpopmauua_ykazvieaemca moyibKo npu ynaxkoeke Ha RPeOnpusmuu Acmpa3eneka Ab,

Hlseyusn):

HanmeHoBanue mun lOpHIlH‘lCCKI/lﬁ apec aeprkaresas (BJ]aIIeJlbIIa) PETHCTPAIITHOHHOIO

YAOCTOBEPEeHHUS
Actpa3eneka AB, SE-151 85 Conepranse, I1IBerus
AstraZeneca AB, SE-151 85 Sodertalje, Sweden

[IponsBomurens, ¢acopmuk (nmepBHYHAS YNAKOBKA), YNAKOBIIHK (BTOpHYHAs
(moTpeduTe/IbCKAN) YIAKOBKA) M BBINYCKAIOIHI KOHTPO/Ib Ka4eCTBA
Actpa3eneka Ab, I'aprynaBaren, 151 85 Conepranse, I1IBenus

AstraZeneca AB, Gartunavagen, 151 85 Sodertalje, Sweden

Hanmenosanme, azpec opraHM3aumuu, yIoJHOMOYEHHOH aep:KaTeleM HJH BJIaJeJbLeM
PErHCTPAIIHOHHOIO YI0CTOBEPEHHs JIEKADCTBEHHOr0 TMpenapara i MeJHIHHCKOI0
NpUMEHEHHs HA NPHHATHE NPETEeH3Mil 0T MoTpedHTeI5:

[IpencraBurensctBo komnanuu Acrpa3enexa FOK Jlumuresn, Benuko6puranus, B r. Mockse

1 OO0 «Actpa3enexa ®apMacblOTHKAI3»

123100, r. Mocksa, 1-it Kpacrorsapaeiickuii npoesn, . 21, ctp. 1, stax 30, komHaTs! 13 u 14
Ten. + 7 495 7995699

dbaxkc + 7 495 7995698

HekcnyMm — ToBapHbIif 3HaK, COGCTBEHHOCTD IPYMIBI KOMIAHKUH AcTpa3eHeka.

©AstraZeneca 2018-2022

Hnu (undhopmauuna _ykazvieaemca moabKo npu__ynaxkoeke Ha__npeonpuamuu 000

«Acmpa3enexa Huoacmpusy, Poccus):

HanmenoBanue w ropmamyeckmii axpec aep:kartensi (BJajgeiblia) perHcTPAIHOHHOIO
YI0CTOBEpeHHSs

Actpa3eneka AB, SE-151 85 Conepranse, IlIsenus
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AstraZeneca AB, SE-151 85 Sodertalje, Sweden

IIpousBoauTe/ib, pacoBMHK (MePBHYHAA YNIAKOBKA)
Actpa3eneka AB, I'aprynaBaren, 151 85 Conepranse, I1Benus

AstraZeneca AB, Gartunavagen, 151 85 Sodertalje, Sweden

YnakoBmuk (BTopu4Hasi (MOTPeOHTEIbCKAS)) YIAKOBKA) M BHINYCKAIOMHI KOHTPOJIb
KavecTBa

00O «Actpa3eneka Unnactpus»

249006, Poccus, Kamyxckas o6macts, Boposckuit paiion, nepesns JJo6puno, 1-biii BocTounbiii

Ipoe3/1, BiajaeHue 8§

HaumenoBanme, aapec opraHM3anuy, YIOJHOMOYEHHOH aepiKaTe/leM HJIH BJAJeJbIeM
PerHCTPALHOHHOIO YIOCTOBEPEHHSI JIEKAPDCTBEHHOI0 Mpenapara i MeIHIIHHCKOI0
NpPHMEHEHHs HA IPHHATHE NPEeTEeH3HIl 0T MoTpeduTe IS

OO0 Actpa3eneka ®apmacbioTHKAI3

123100, r. Mockaa, 1-it KpacnorBapaeiickuii mpoess, a. 21, ctp. 1, atax 30, komuats! 13 u 14
ten. +7495 7995699

¢baxc +7495 7995698

Hekcnym — ToBapHblit 3HaK, COOCTBEHHOCTD IPYIITBI KOMIaHKH AcTpa3eHeka.

©AstraZeneca 2015-2022

PykoBojuTe s rpynnel no pabote ¢ HHCTPYKLMSIMAY/ < /4

«AcTpa3eneka
dapmlichoTukanas

U KJTHHUYECKOH YaCThIO PETYJIATOPHOTO JI0ChE Penuna U.b.
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