CocrTaB

Oeticmsyrwuwee geuecmao: Olmesartan medoxomil;

1 TabneTKa, IMOKpPHITAsI IIJIEHOYHOU 000JI0UKOM, cogepxkuT 40 Mr oiMecapTaHa
MeOOKCOMMIIA;

8CnomozamesibHble 8ew,ecmad: 1eJIio3a MUKPOKPUCTallJInYeCcKas,
TUAPOKCUIIPOMNUIILEIIIII0I03a HU3K03aMellleHHas, JIaKTO3bl MOHOTHUAPaT,
TUAPOKCUIIPOMIUIILEIIII0I03a, MarHus cTeapat, TutaHa guokcup (E 171), Tanek,
TUIIPOMEJIO3a.

JIekapcTBeHHasi GopmMma

TabseTKy, MOKPHITHIE TIJIEHOYHOM 000JT0YKOM.

OcHosHble (pu3uKo-xumuyecKkue ceolicmed: oBajibHbEIe TabyeTKu, 0e0oro 1IBeTa,
MIOKPBITHIE IIJIEHOYHOU 000JI0UKOM, C XapaKTEePHBEIM 3alaXxoM, Pa3MepoM IIPUMEPHO
15x7 MM, ¢ TucHeHuEM «C15» ¢ ODHOM CTOPOHHI.

®dapMaKoTepaneBTHYECKasi Ipynma
BrnokaTtope! peuentopos anruorensuHa II. Kog ATX C09C AO08.
®dapMaKOAMHaAMHUKa

dapMakoguHAMHUYECKHEe CBOMCTBA.

OnMecapTaH MEOOKCOMMUII IBISAETCSA CUIBHOOENCTBYIOIINM IePOPaIbHO aKTHUBHBIM
CeJIEKTUBHBIM aHTaroHuCToM penentopoB (tum AT1) anruorensuHa II. OxupgaeTcs,
4TO OH OJIOKUPYET BCe OENCTBUSA aHTHOTeH3UHa II, omocpenmoBaHHbie perienntopom AT,
He3aBUCHUMO OT UCTOYHHMKA U IyTU CUHTe3a aHruoTteH3uHa II. CeJleKTUBHBIN
aHTtaroHusM penentopoB AT1 anruoren3uHa Il IPUBOAUT K MOBHILIEHUIO YPOBHSI
PEeHMVHa B I1Jla3Me KPOBU U KOHIIEHTpaluu aHruorensuHa I u I, a TakkKe K HEKOTOPOMY
YMEHBIIEHUIO KOHIIEHTPalluu ajlbJgOoCTEPOHA B IIJla3Me KPOBMU.

AHTHOTeH3uH Il SBIsI€TCSI OCHOBHBIM Ba30aKTUBHBEIM TOPMOHOM PEHUH-aHTMOTEH3UH-
aJIbIOCTEPOHOBOM CUCTEMHI M UT'PaeT BaxKHYIO POJIb B TaTO(GU3UOJIOTUU TUIIEPTEH3UN
yepe3 penenTtopsl Tuma 1 (AT1).

Knuauyeckas Sd)(beKTI/IBHOCTB N COXPaHHOCTE.




[Tpu apTepuanbHOM TUIIEPTEH3UN OJIMECAapTaHa MEIOKCOMUII BHI3bIBAET [JIUTEIHHOE
CHUXKEHUEe apTepHabHOTO AaBieHusi. HeT CBUOeTEeNbCTB O BOBHUKHOBEHUU
apTepuanbHOU TMIOTEH3UHU [I0C/Ie IpreMa IIepBoy A03bl, TaxXU(pUIaKCUM BO BpeMs
OJIUTENbHOTO JIEYEeHUS UJIM CUHAPOMAa OTMEHHI IT0CJie TpPeKpalleHus JTeYeHus.

OnmHOPa30BHIM CYTOYHBIN IIPUEM [03bI OJIMecapTaHa MemoKcoMusia obecrednBaeT
s pekTUBHOE U MATKOE

cuuxeHuve All B TeueHue 24 yacoB. OQHOKPATHEIN CYTOYHEIN ITpUEM [OO3HL IIperapaTa
obecrneuynBaeT Takoe Xke CHuxXeHue AJl, Kak U ITPpU IPUMEHEHUU eTr0 CYTOYHOM MTO3HI,
pacupenesleHHON Ha 2 IpueMa B TeUYeHUe CYTOK.

[Ipu HenpeprIBHOM JI€eYEeHUU MaKCUMaJibHOe CHUXKeHue AJl gocTturaercs yepes 8
HeIenb I0oCJie HadaJjla Tepalliy, XOTS CYyIleCTBeHHOe CHUKeHue AJl HaOmogaeTcs yxe
yepe3 2 Hegenu jieyeHusd. [Ipy npuMeHeHUY BMeCTe C TUOPOXJIOPOTUA3ULOM
HabJIoaeTCcs OOMOHUTENbHOE CHUXKeHUe AJl U TaKOM CONyTCTBYIOIIUN ITPUEM
IIperapaToB IIEPEeHOCUTCS XOPOLIIO.

Bnusuue OJIMeCapTaHa Ha JIETAaJIBHOCTHh U 3a00J7IeBaeMOCTh II0Ka HEM3BECTHO.

B xonme paHDOMU3UPOBAHHOIO UCCIIENOBAHUS OJIMecapTaHa U IpefoTBpallleHus
MUKpPOanbOyMuHypuu npu aguaberte (ucciemoBanue ROADMAP), K KOTOpoMy OBIIIO
BOBJIeueHO 4447 nmanueHToB ¢ nuabetom Il Tumma, ¢ HOpMOAanLOYMUHYPHUEHN U C 10
MeHbIIIEeN Mepe OOgHUM (aKTOPOM pHCKa CEPOEYHO-COCYAUCTHIX 3a00JIeBaHUMN,
U3ydaJjid BO3MOXKHOCTS JIeUeHUsI. B TeueHUe Cilefyolnero UCCjaeqoBaHusi, KOTOpoe
OJINJIOCH B cpepHeM 3,2 rofa, HalyeHTHl IoJIy4dalu ojiIMecapTaH uiu Ijianebo B
OOIIOJIHEHWE K OPYI'UM aHTUTUIIEPTEH3UBHEIM JIEKAPCTBEHHLIM CPEeACcTBaM, KpoMe
MHTUOUTOPOB aHTMOTEH3UHIIPeBpalalomniero pepmenTa (AIT®) umu 610KaTOPOB
peuentopoB aunruoren3uHa II (BPA).

[To KpuTEpPHUIO KINHUYECKUX HAOTIONeHUN NePBUYHON KOHEYHON TOYKU UCCIIeI0OBaHUe
IPOOEMOHCTPUPOBAJIO JOCTOBEPHOE CHUXKEHNE MEPBUYHON KOHEYHOU TOYKHU B
MIPOAJIEHNY BPEMEHMU [0 IMOSBJIEHNS MUKPOalbOyMUHYPHUHU B IPYIIle OJIMecapTaHa.

[Tocne mompaBKM Ha pacXoXIOeHUe MoKal3aTeed apTepuaabHOT0 JaBIeHUsI TaKoe
CHUXKEHUEe PUCKA yKe He OBbIJI0 CTaTUCTUYECKU 3HAYUMBIM. MUKPOAnTbOyMUHYPUS
pa3Bunacsk y 8,2% (178 u3 2160) nanueHTOB Irpynmkl onMecaptada 1y 9,8% (210 us
2139) namMeHTOB I'PYIIIIH maieoo.

[To kxpuTepUAM KJIMHUYECKUX HAOIOeHNY BTOPUYHBIX KOHEUYHBIX TOYEK, ClIy4Yyaun
CepHeYHO-COCYOUCTHIX HapylleHul Obnu y 96 naumenToB (4,3%), TpUHUMAaBIINX
oJiMecapTaH, U y 94 nmauveHTOB



(4,2%) rpynmsl mnane6o. YacToTa jieTaabHBIX KCXOOOB M3-3a CEPOEeYHO-COCYOUCTRIX
3a6o0sieBaHu ObINIa BHIIIE IPU IIPUMEHEHUM OJIMEecapTaHa, YeM IIPU IIPUMeHeHU!U
mae6o [15 manuenToB (0,7 %) cpaBHuTENbHO ¢ 3 6onbHBIMU (0,1 %)], HECMOTpPS Ha
MMoJoOHYI0 YaCTOTY CJIy4aeB HejleTalbHOT0 MHCYNbTa [14 namueHnToB ( 0,6%) 110
cpaBHeHUI0 ¢ 8 6onbHBEIMU (0,4%)], HenmeTanbHOTO MH(papKTa MruoOKapaa [17 malnmueHTOB
(0,8%) o cpaBHeHuUIo ¢ 26 60mbHBIME (1,2%)] ¥ MeTarIbHBIM UCXOOOM OT OPYTHUX, HE
CBSI3aHHBIX C CEPOEYHO-COCYOUCTHIMU 3a0o0sieBaHussMu npuduH [11 nmaumenTos (0,5%)
1o cpaBHeHUIO ¢ 12 6ombabIMU (0,5%)]. IIpu npuMeHeHUH oiMecapTaHa o0Iias
JIETAJIbHOCTH B YHCJIEHHOM OTHOIIIEHUU Bo3pacTasa [26 nmauueHToB (1,2%) o
cpaBHeHUIO ¢ 15 6onbHBIMU (0,7%)], 9TO SIBISIIOCH I'TaBHLBIM 00pa3oM pe3yIbTaTOM
OO0JIBIIIET0 KONIMYECTBA JIETaJbHBIX UCXOO0B M3-3a CEPAEYHO-COCYAUCTHIX 3a00IeBaHUN.

B xome uccnenoBanus nuabeTudeckoi HedpoIraTu OTHOCUTEIbHO CHUXKEHUS
YaCTOTHI CITy4aeB KOHEYHOM cTaauu 3a00jieBaHUs MOYEK MPU ITPUMEHEHUN
onMmecaprtaHa (uccnegoBanus ORIENT) usydasnoch BIMsSHHE OJIMecapTaHa Ha
IMOYEeYHbIE U CEPIIEYHO-COCYOUCTHIE TTIOCIEACTBUS ¥ 577 0TOOpaHHBIX
paHOOMM3UPOBAHHBIM 00pa30M SITTOHIIEB U KMTAUIEB, TAllUEeHTOB ¢ nuabetom I . B
TeueHUe CIeOyrlero uccienoBanusa B cpegHeM 3,1 roga naueHTH II0JIy4daliu
oJIMecapTaH uu Ijaiedo B [MOMMOJIHEHNE K OPYTUM aHTUTUIEePTEeH3UBHBIM
JIeKapCTBaM, BKJIOUast UHTUOUTOPHI ATTD.

[TepBuuyHasi KOMOMHUPOBAaHHAS KOHEeYHAs TOYKA (IJINTEIbHOCTh BPEMEeHH 40 MOMEHTa
IIePBOr0 YOBOEHUS KOHIIEHTpPalluu KpeaTUHWHA B CHIBOPOTKE KPOBU, KOHEYHas CTagus
3a00eBaHus ITIOYEK, JI€TAaIbHOE IIOCIIeICTBUE I10 TIOOLIM IIPUYNHAM)
3apeructpupoBaHa y 116 nanveHTOB rpymnmsl onMecaprasa (41,1%) uy 129
MalyeHTOoB I'PyIkl miarebdo (4 ,4 %) [oTHocuTenbHBIM puck (BP) 0,97 (95 %
moBepuTenbHBIM uHTEepPBan (OK) 0,75-1,24); p=0,791]. BropuyHass KoMOMHUPOBaAHHAsI
KOHeYHas TO4YKa, CBsI3aHHAs C CEpOedYHO-COCYOUCTHIMU 3a00JIeBaHUSIMU, OTMeYeHa y
40 nmauMeHTOB, MPUHUMAaBIIKUX onMecapTaH (14,2%), u y 53 naiiueHTOB IPyHIEL
nanebo (18,7%). 3Ta KoMOMHUPOBAHHAs KOHeYHasI TOYKa, CBsI3aHHasl C CEPOeYHO-
COCYOUCTHIMHU 3a00JIeBaHUSIMHU, BKJTIOYas JIeTaJIbHOE ITOCJIeICTBUE BCIIEACTBUE
CeprevYHOo-CoCyaucThIX 3aboneBanuit y 10 (3,5%) manmeHTOB, IPUHUMABIINX
oJIMecapTaH, ITo cpaBHeHUIo ¢ 3 manuentamu (1,1%) rpynms nnamebo, o61ITyIO0
seTanbHOCTh 19 (6,7%) nmanueHTOB 110 cpaBHeHUIO € 20 ( 7,0%) 60IbHBIMH,
HeJIeTaIbHBIM UHCYTBT y 8 (2,8%) manuueHTOB 110 cpaBHeHUIo ¢ 11 6onbHBIMU (3,9%) u
HeJieTalbHBIM UH(PapKT Muokapaa y 3 (1,1%) mamueHTOB IO CpaBHEHUIO C 7 OOIbHBIMU
(2,5%) ) COOTBETCTBEHHO.

HGJII/IanI/IT-IeCKaﬂ IIOMIYJIAIINA

AHTUTHUTIIEpTEH3UBHBIE 3 (PEKTH MEJOKCOMMIIa OJIMecapTaHa B IeguaTPUIeCKOun
MONyJIAUY ObIIM TPOaHaTM3UPOBaHbI B PAaHIOMU3MPOBAaHHOM JBOMHOM CJIEIIOM



1a1e60-KOHTPOJIMPYEMOM MCCIiefoBaHuM ¢ ydacTtueMm 302 malueHToB B Bo3pacTe OT 6
mo 17 net. Uccnenyemas rpylilia COCTOsIiIa U3 MAaIlMeHTOB HErpouaHOU pacs (112
nanueHToB) U rpymmsl (190 mamueHTOB), CMEIIaHHOM B PACOBOM OTHOIIEHUU (Cpegnu
HUX - 38 mmalMeHTOB HETPOUTHOM packl). [IpHuYnHOM apTepualbHOU TUTIEePTEeH3UU Oblia
IpEeUuMyIIeCTBEHHO 3CCeHIMaibHasa runeprer3us (87% w3 rpymnnsl DalueHTOoB
HErpoOUaHOU pacH U 67% 13 cMeltaHHOU Irpyisl). [lanueHTH ¢ Maccou Tesna oT 20 go
< 35 KT OBIJTM PAaHOOMH3UPOBAHBI B TPYHINEI, KOTOPBIM ITPUMEHSIN 2,5 MT
oIMecapTaHa MeJoKcoMuna (Hu3kasa mos3a) unu 20 Mr (BeICOKasi Jo3a) OOUH pa3 B
CYTKH, a IMallMeHTHl C Maccou Tejia = 35 Kr ObIJIM PaHAOMU3UPOBAHEL B TPYIIIIHI,
KOTOPBLIM IIPUMEHSIIA

5 Mr npenaparta (Hu3kas go3a) unu 40 Mmr (BeicokKas go3a) 1 pa3 B cyTku. B go3se,
rnmogoOpaHHOM B 3aBUCUMOCTH OT MAaCCHI Tejla, MEJOKCOMHMJI OJIMecapTaHa 3HAYUTEJIbHO
CHMZKAaJl KaK CUCTOJINYECKOe, TaK U OMaCTOINYeCcKOoe AaBjeHne. Kak nIpu HU3KUX, TaK
¥ IIPY BBICOKMX [03aX OJIMecapTaHa MeOOKCOMUJI 3HAYUTEJIbHO CHUXKAJ
CHUCTOJIMYEeCKOe apTepualbHOEe JaBlIeHHne COOTBETCTBEHHO Ha 6,6 1 11,9 mMm prT. cT. (OT
MCXOOHOTO YPOBHs). [TlaHHBIM 3 deKT HaOmogancs TakxkKe BO BpeMs (pa3bl OTMEHHI,
IIPOAOJIZKaBIIENCs 2 Heesiu B JOTIOJIHUTEIbHO PaHIOMU3UPOBAHHLIX I'PYINIax, BO
BpeMs KOTOPOU KaK CpefHee CUCTOJIMYeCKOoe, TakK U guactonudeckoe All
OIEMOHCTPUPOBAJIM CTAaTUCTUYECKU 3HAaYMMOE BOCCTAHOBJIEHHE CUMIITOMOB B I'PyIIe
ms1aie6o Mo CpaBHEHUIO C TPYIIION, ITOJIyYaBIlIed oIMecapTadHa MeIoKCOMHuI. B
ImeguaTPUYEeCcKOU MOMyIsIuU TeueHre 010 3HEeKTUBHLIM KaK IIPU IEPBUYHOM, TakK
U IIpU BTOPUYHOM apTepHasibHOU TUIlepTeH3UH. TakK Ke KaK U y B3POCJIbIX TallMeHTOB,
apTepuasibHOE JaBJIeHHE y JeTel HerPOUOHOM pachl CHMIKAJIOCh B MEHBIIIEN CTEIEeHH.
B ToMm Xke uccnemoBaHuu 59 maleHTOB B BoO3pacTe OoT 1 mo 5 j1eT ¢ Maccou Tena = 5
KT B OTKPBITOH (pa3e ucciaegoBanus noaydanu 0,3 MIr/Kr oIMecapTaHa MeJOKCOMMIIa
OOVH pa3 B CYTKHU B TedyeHHe 3 Hedellb, a 3aTeM - B JBOMHOU CJiernou dase
KCCIeoBaHus - OBIIM PaHAOMM3UPOBAHBI. B TPYIIIEI, IOTy4daBIlre Iu00 oIMecapTaHy
MemoKcoMmuJ, nubo nnanebo. Yepes 2 HeOesnu Iocjie OTMEHEI CpegHee
CUCTOIUYECKOe/INacTOMNYeCKOe apTepruaabHOe NaBjieHue B HUXKHeN ToOYKe OBIJIO Ha
3/3 MM pPT. CT. HUXKe B I'PYIIIe, IIOJy4YaBIIen COrjlaCHO paHgoOMU3alluu OJIMecapTaHa
MEeOOKCOMMUJI; JaHHas pa3HUlla B MOKa3aTelsIX apTepUabHOTO JaBI€HUS He SIBISIach
cTaTucTUuuYecku 3Hauumou (95 % IIHU ot -2 go 7/ot -1 mo 7).

[Ipyras nHDOpPMaKsI

[IBa KpYIIHBIX PAHOOMU3UPOBAHHBIX KOHTPOJIUPYEMBIX UCCIIEAOBaHUS - UCCIIeJOBaHUE
ONTARGET (rmo6anbHoe 1ucciegoBaHue KOHEYHON TOYKHU ITPU OTHEIbHOM
NpPUMEHEeHNH TeJIMHCapTaHa U IIPU ero IPUMEHEeHUU B COUeTaHUU C PAMUIIPUTIOM) U
uccnenoBanre VA NEPHRON-D (uccnemoBaHue 1no HedpomaTuu npu nuabdere,
IpoBOauBILeeCss MUHUCTEPCTBOM 110 AelaM BeTepaHoB CIITA), ndyyanu npuMeHeHue
comnpsizkeHue nHruoutopon AIT® c BPA II.



UccnegoBanve ONTARGET ocyI11ecTBIIs1JIOCH C IIPUBJI€YEHUEM TAllUEHTOB C UCTOpUEN
CepevYHO-COCYAUCTHIX UITH 11epeOpoBaCKyISIPHBIX 3a00/IeBaHUM UJINM CaXapHOTO
nuabeTta Il Tuma c npu3HaKaMU Pa3BUTUS OCJTIOXKHeHUM. MccinegoBanue VA
NEPHRON-D ocyI1iiecTBsIIOCh C IIPUBJIEYEHUEM ITAllMEHTOB C caXapHbIM AuabeTom II
THIIA ¥ OuabeTu4yeCcKou HedpoIlaTUen.

OTHU ucciaegoBaHUs MTOKa3aid, 4TO 10 CPAaBHEHUIO C MOHOTepaNnuen NpuMeHeHne
KOMOMHUPOBAHHOMN TepPanuu He IIPUBEJIO K MTOJIYYEeHUI0 3HAYUMOT0 TI0JI€3HOT0

9 pekTa OTHOCUTEIILHO IMOCIEACTBUM U JIETAJIbHOCTHU BCJIEACTBHE MOYEUHBIX U/UITU
CepHOedyHO-COCYOUCTHIX 3a00JIeBaHUM, HO MOBJIEKJIO 3a COOOM MOBHIIIIEHNE PUCKA
TUIepKaJIueMuu, OCTPOTO IIOBPEXAEHUS [I0UYEK U/UJIU TUIIOTEH3UUN. YUUTEIBAs
nomoOHbIe apMaKoOuHaMUYeCKre CBoucTBa MHIruouTopoB ATT® u BPA 11,
IIOJIy4YeHHbIE€ BHIBOABI CIIPABEOJIMBEL U OJI APYTUX IIPEeOCTaBUTEIeN 3TUX KaTerOpuu
JIEKapPCTBEHHBIX cpencTB. TakuM 00pa30M, ImalueHTaM ¢ ouabeTuyecKou
HedporaTueln HeJlb3s IPUMEHSATh HHTuouTopsl AIT® u BPA II.

HccnegoBauue ALTITUDE (uccnemoBaHue anucKupeHa npu nuadete II Tuma c
IpUMEeHEeHNEM KOHEYHBIX TOYEK, CBI3aHHBIX C CEPOEYHO-COCYAUCTHIMU U TOYEYHBIMU
3a00eBaHUSIMH) OBIJIO TTOCBSIIIIEHO U3YYEHUIO ITOJTb3bl OT H00aBIEHUS alTUCKUPEHA K
CTaHOapTHOM Tepanuu unruobutopamu AII® unu BPA Il npu nedyeHuu MaluueHTOB C
caxapHbIM AuabeToM. 001€3HbBIO IT0YEK, CEPAEYHO-COCYIUCTHIM 3a00IeBaHUEM UIIU C
00enuMM TaKMMHU ITaTOJIOTUSIMU. DTO MCCIieoBaHue OLICTPO IMpeKpalieHo B CBSI3U C
POCTOM pPHCKa BO3HMKHOBEHUS HexKejlaTelbHBIX 9p¢eKToB. [10 cpaBHEHHUIO C TPyNIION
maiebo, y malumeHTOB I'PYIIIEL aJIUCKAUPEeHa CMEPTH 110 IPUYHHE CEPAeYHO-
COCYOUCTHIX 3a00JIeBaHUM 1 MHCYJIbTa B YUCJIEHHOM OTHOIIIEHUU Oblsla 60jIee 4acToMu,
a COOTBETCTBYIOINE HexKenaTenbHble 9P(PEKTH 1 Cephe3HbIE HEXKETaTeIbHEIE

9 dekTH (runepkKanueMusi, TUIOTEH3UA U HapyllleHne QYHKIINU IT0YEK)
PErucTPUpPOBAJIKCh Hallle TaKXKe Y MalueHTOB I'PYNNbl aJIMCKUPEHA. .

dapMaKOKHHETHKA

BcacriBaHKE M pacrpefesieHue.

OnMecapTaHa MeJOKCOMUII - 3TO poyieKapcTBO. OH OBICTPO IIpeBpalllaeTcs B
dbapmakonmoruyecku akKTUBHBIM MeTaOO0JIUT OJIMecapTaH Mo[ OelCTBUEM 3CTepa3 B
CIIU3UCTOM KUIIIEYHUKA U B TTIOPTAJIbHOM KPOBU BO BpeMsi abcopbiuu
MMUILEBaPUTEJILHOTO TPaKTa.

B mma3me KpoBU MM B IIPOAYKTAaX BHIJIEJIEHUS OJIMecapTaHa HepacIaBITUMCS
MeIOOKCOMMUJI UM Heu3MeHeHHas: 00KOBas 1ellb MeJOKCOMUIbHOM I'PYINBI He
oOHapyxkuBanuchk. CpegHee abCoMOTHOE 3HaYeHNe OMOOOCTYITHOCTH OJIMecapTaHa 13
TabJIeTUPOBAaHHOM JIeKapCTBEHHOU (popMEBI cocTaBmnsaeT 25,6%.



CpenoHee MmakcuManbHOe 3HaueHUe (Cmax) oiMecapTaHa B IIJlTa3Me KPOBHU
OOCTUTaeTCs 4epe3 2 4 II0oCjie BHYTPEHHEro IpuMeHeHUs IIpenapara, u
KOHIIEHTPAllMs €ro B IIJla3Me yBeJIMUYUBAETCS IIOYTU JIUHENHO C YBEIMYEeHUEM
OOHOKPaATHOMU IIepopaabHOU 03kl M0 80 Mr.

[Muina IIPaKTHUYE€CKHU HE BIIMAET Ha 6PIO,'E[OCTYHHOCTB OJIMeCapPTaHa, ITI03TOMY
MEeOOKCOMMII MO2KHO IIPMMEHATE HE3aBHMCHUMO OT IIpHeMa ITUIITHN.

B dhapmakokuHeTUKEe oIMecapTaHa He HaOJioaloCh HUKAKOW KIMHNYECKU 3HaYUMOU
Pa3HUIIBI IO CTaThe.

CBsi3bIBaHUE OJIMecapTaHa MegoKCcOoMHIa ¢ OeJlKaMU IIJIa3Mbl KPOBU SIBJISIETCS
3HauUuTeNabHBIM (99,7%), HO ITOTEeHIIUAaN OJI KJINHUYEeCKH 3Ha4YMMOTI'0 COBUTA
BEJIMYUHBI CBA3BIBaHUSA C OeJIKaMU IPY B3aMMOOEUCTBUM OJIMecapTaHa C APYTUMU
OOHOBPEMEHHO MPHUMEHSAEMBIMHU JI€KAPCTBEHHLIMM CPEOCTBAMU C BEICOKOUM CTEIIEHBIO
CBSI3bIBAHUS C OeJIKaMU SIBISIETCS HU3KUM. YTO IIOATBEePKOaeTcss (akKToOM OTCYTCTBHUS
KJIMHUYECKU 3HaYMMOI'0 B3aUMOOENCTBUS MEeXKOy OlIMecapTaHOM (MeOOKCOMUJIOM M
BapdapurOoM). CBsI3EIBaHNE OJIMecapTaHa C KJIeTKaMU KPOBU HE3HAYUTENIbHO.
CpepHuii 00beM paciipefesieHus Mocjie BHyTPUBEHHOTO BBegeHUs Manbii (16-29 ).

MeTabonu3Mm u BBIBEOEHHE.

OOmuIuit IIa3MeHHbBIN KIIUPEHC, KaK ImpaBuiio, coctasisa 1,3 /4 (KB, 19%) u O6bin
OTHOCUTEJIbHO MEeJIJIEHHBIM II0 CPaBHEHMIO C KPOBOOOpallleHeM B eYeHU (IPUMEepPHO
90 m/4). ITocne BBemeHUsT OOHOKPATHOU IepopabHOM OO3LI OJIMecapTaHa
MegoKcoMuia, 3amedeHHoro usoromnom 14C, 10-16 % BBegeHHOM Pagu0aKTUBHOCTU
BBIBOOMJIOCh C MOYOH (ITOOaBAsA0IIee KOINYECTBO - B TedeHue 24 4 mocjie BBeOeHUs
IO3kBI), @ OCTAaTOK PAJUOAKTUBHOCTU BHIBOOUIICS C heKanusaMu. Onupasich Ha
IMOKa3aTejlb CUCTEMHOUN OOCTYIIHOCTH (25,6%), MOXKHO MOACYUTATh, YTO
abcopOupoBaHHEIN OJIMecapTaH BLHIBOOAUTCS KaK nmouykamu (0koiyo 40%), Tak u yepe3
IIe4YeHb U XKeTdyeBrBoasnue myTu (0kKomo 60%). Bcs BeIBoguMasi paguOaKTUBHOCTD
OblNla ompeneneHa Kak oMecapTaH. HUKakKoro apyroro 3HaummMoro MmetabosamnTa
oOHapyKeHO He Oblsi0o. KuineuHo-nedyeHOYHAasA peUUPKYISALUSA oJIMecapTaHa
MUHMUMallbHa. [I0OCKONIBKY 3HaUYUTE/IbHAasA YaCTh OJIMecapTaHa BbIBOOUTCSA Yepes
XKeJT4eBbIBOMSIINE TYTHU, IPUMeHeHNe pelaparTa nanueHTaM ¢ 00CTPyKIuen
KeJTYeBBIBOOSAINNX IIyTEW MIPOTUBOIIOKAa3aHo (CM. pa3aen «IIpoTUBOIIOKa3aHUSI»).

KoHeuHbIl epuop MOJIYBLIBEOEHUS OJIMecapTaHa HaXOOguJicsa B ouarna3oHe oT 10 mo
15 ¥ mocne MHOTOKPATHOTO MepopajibHOTO NpuMeHeHus. CTabUIbHOE COCTOSTHUE
OOCTHUTAJIOCh ITOCJIe ITpreMa MePBLIX HECKOIbKUX 03, IPUYEM OalbHEUIIIEro ero
HaKoMJIeHus He Habmomanoch yepe3 14 gHel TOBTOPHOTO mpuema. [louyeuyHbIN
KJIUpPeHC cocTaBisan npuMepHo 0,5-0,7 n/4 1 OblJ1 HE3aBUCUM OT IO3HI.



(DapMaKOKI/IHeTI/IKa B CIIeIIMaJIBHEIX I'PYIIIaX IIallMEeHTOB.

ITeOuampuueckasa nonyaauus

dapMaKOKMHETHUKY OJIMecapTaHa UCCJIefOBalil y MallueHTOB C apTepualbHOU
rurnepTeH3uen B Bo3pacTte oT 1 mo 16 net. KnupeHc oiMecapTaHa y JaHHBIX
MMal¥eHTOB ITIOXOOMJI Ha KJIMPEHC B3POCJIILIX MAllMeHTOB C ITOIIPaBKOW Ha MaccCy Teja.

NudopMmanmsa o papMakKOKHMHETHKE ¥ ITIeAUaTPUYECKUX ITallMeHTOB C HapyUIeHUIMU
(pyHKIIUY TOYEK OTCYTCTBYET.

JIuua noocunoz2o 8o3pacma (65 nem u cmapwe)

Y maliMeHTOB C apTepUalIbHOU TMIEePTEH3UEN BeIUdYNHa MI0Iaay Moa KPUBOM
«KOHIeHTpanus-speMsa» (AUC) B cTaOUIILHOM COCTOSSHUHU yBeJIM4YMBaliaCh IIPUMEPHO
Ha 35% y mamueHTOB II0XKHUJIOT0 Bo3pacTa (Bo3pacToM 65-75 neT) u npuMepHO Ha 44%
y IMAIlMeHTOB B BO3pPacTe OT 75 JIeT 0 CPaBHEHUIO C TPYIIIION moMJagmie. ITO, 10
MEeHbIIIeM Mepe, YaCTUYHO MOXKET OBITh CBSI3aHO CO CPeOHUM CHUXKeHueM QyHKITUU
IIOY€eK B 9TOU I'PYIIIIe MallieHTOB.

HapyweHnue ¢pyHKUUU nouek

Y naiueHTOB C IETKUMHU, YMEPEHHBIMU UJIU TSAXKEJIBIMU HapyILIeHUusIMU GyHKIIUU
nmoyek nokazatenu AUC B cTaOUIbHOM COCTOSSHUY YBEIUYUIINCH COOTBETCTBEHHO Ha
62%, 82% u 179% 110 CpaBHEHMIO C TAKUMHU ITOKA3aTeIsIMU ¥ 3[IOPOBLIX TOOPOBOJILIIEB
rpynnsl KOHTPossa (cM. «Cnocob npuMeHeHUs U H03bl» U «OCOOEHHOCTH IPUMEHEHUS

»).
HapyweHnue ¢pyHKUUU neuyeHu

[Tocne omHOKpaTHOTO IIEpPOpabHOTO IpUMeHeHus moka3artenu AUC onMecapTaHa y
MalMeHTOB C JIETKUM HJIX YMEPEHHBIM HapylieHrueM QYHKIIMY ITeYeHu ObITH
COOTBETCTBEHHO Ha 6% u 65% BHIIIE, YeM Y 3[IOPOBLIX TOOPOBOIBIIEB. Yepes 2 4 Imocjie
IIprueMa IIperapaTa y 340POBHIX TOOPOBOJILIIEB U MTAIIMEHTOB C JIETKUM U YMEPEHHBIM
HapymeHueM QyHKIUU IeYeHU HeCBsI3aHHas O0JIS OJIMecapTaHa COCTaBJIsdia
cooTBeTCTBeHHO 0,26%, 0,34% u 0,41%. ITocie MOBTOPHOTO IIpHeMa y IMalueHTOB C
yMepeHHBIM HapylieHneM GQYHKINY ITedeHu cpegHui moka3artenb AUC onMecapTaHa
OBIIT Ha 65% 06oJbIlle, YeM y 3TOPOBBIX J0OPOBOJIbIleB. CpemHue mokalaTenu Cmax
oJiMecapTaHa OBIJIM IMTOMOOHBIMHU y MTAIIMEHTOB C HapylleHueM QyHKIIUY TeYeHU U
3M0POBLIX MOoOpPoBOBIEB. OlleHKY IPUMEHEHUS OJIMecapTaHa MeIoKCoOMUIIa
MmalyveHTaM C TAXKeJIbIMU HapyIleHusaIMu QyHKIINY IeYeHU He ITPOBOOUIH (CM.
«Crioco06 mpuMeHeHUs 1 O03bI» U «OCOOEHHOCTH IIPUMEHEHUSI»).

Bzaumooeiicmesue ¢ Opy2umu A1eKapcmeeHHbIMU cpedcmeamu.



KomneceBemnaMm (BeliecTBO, CBSI3bIBAlOIIEE KEJTYHbIE KMCIJIOTHI):

OpgHOBpeMeHHO npuMeHeHue 40 Mr oiMecapTtaHa MegokcoMmuiaa u 3750 mr
KOJIeCEBEJIOT0 TUOPOXJIOPHOAa IPUBENIO K CHUXKEeHUI0 Cmax (MaKCUMalbHOU
KOHIIEHTpAall1) oiMecapTaHa Ha 28% U K yMeHbIIeHUIO IToKa3aTtesnsa AUC
onMecapTaHa Ha 39%. Cnabsiii adekT (yMeHbIIeHHe noKa3aTener Cmax u AUC Ha
4% 1 15% cooTBeTCTBEHHO) HaOII0asICcs IPY ITPUMEHEeHUH oJIMecapTaHa
MeJoKcoMuia 3a 4 Jaca mepep IpuMeHeHUueM KOJIeCeBEeJIOr0o TUAPOXIOpUIa.

[Tepuon nmonmyBEIBEOEHUS OJIMecapTaHa CoKpailuascs Ha 50-52%, He3aBUCHUMO OT TOTO,
KaKuM 00pa3oM ero IIPUMEHSIJIN OITHOBPEMEHHO C KOJIeCEBEJIBIM I'UIPOXJIOPHUAOM UIIU
3a 4 yaca 0o IpUMEHEHHUsS 3TOro IIpemnapara (cM. BlaumMogencTBue C OPyruMua
JIeKapCTBEHHBIMM CPEJCTBaMU U APYTUe BUIOBI B3aUMOOENCTBUM).

I[oKauHuyeckue OaHHble no be3onacHocmu

B nccrnemoBaHUSIX XPOHNYECKOM TOKCUYHOCTHY Ha KpbIcax U cobakax 3dpdeKTr
oJIMecapTaHa MeJOoKCOMUJia ObIIM CXOXKU C APYTHMU aHTaroHucTaMu peuentopa AT1
u uaruouTopamu AII®: mmoBbIIIIeHe KOHIIEHTPAalli MOYEeBHUHEI B KPOBU (@30T
MOYEBUHBI KPOBM) U KpeaTUHUHA (BCIeAcTBUEe GYHKIMOHATbHBIX U3MEHEHU! B
IOYKaxX, BRI3BaHHBLIX MaccupoBaHueM AT1). , CHUXKeHHe S5PUTPOLUTAaPHBIX TapaMeTPOB
(KOHIIEHTPAIUX SPUTPOIIMTOB, TeMOTJIOOMHA, TeMaTOKPUTa), TUCTOJIOTUYEeCKUe
IIpU3HaKU IIOpakKeHUs MoYekK (o4yaru pereHepalnmy I04e4YHOr 0o 3IMUTEeNIUs, YTOJIIIeHuEe
06a3aibHOM MeMOpaHbl, pacIIipeHne ITOYEeYHBIX KaHaIbIIEB).

ITaHHBIE HexXeNnaTelbHbIe 9(p¢GEeKTHI, BEI3BaHHBIE (hapMaKOJIOTHYECKUM OeHMCTBUEM
MeIOKCOMHUJIa OJIMecapTaHa, BO3HUKAJIU TaKXKe B NOKJIMHUYECKUX UCCIIeOBAHUSIX C
OPYTUMU aHTaroHucrtamu peunentopa AT1 u uarudbutopamu AIT® u MoryT OHITH
YMEHBIIIEHEI IYTEM OOJHOBPEMEHHOI'O BHYTPEHHEr 0 IPUMEeHEeHUsI HaTpUs XJIOpUaa.

Y o06oux BUOB XKMWBOTHBIX HaOJII0aIach MOBHIIIIEHHAs aKTUBHOCTh PEHUHA B IIJIa3Me
KPOBU U TUIIEPTPOUS/TUTIEPITTIa3U IOKCTAaTrIOMEPYIISIPHBIX KJIETOK MMOY€EK. ITU
U3MEHEHUS, KOTOPhIE SABJISIOTCSA TUMMHYHBIM 3(pdpekToM nHrubutopos AII® u gpyrux
aHTArOHHCTOB perlennTopa AT1, moxoxe, He UMEIOT KJIIMHUYECKOM 3HAYNMOCTH.

[TogoGHO ApPyruM aHTaroHucTtam penenTtopa AT1, onMecapTaHa MegOKCOMUIT
IIOBBIIIIAEeT YaCTOTY XPOMOCOMHEIX Pa3phIBOB B KYyJIBTYpPe KJIETOK in vitro. OgHako
nogoOHbIe 3¢ PEeKTH He BOCIIPOU3BOOUINCH B HECKOJILKMX UCCIeNOBaHUAX in vivo, roe
oJIMecapTaHa MeIOKCOMMUJI IIPUMEHSJIM BHYTPh B OY€Hb BEICOKUX fo03ax, fo 2000
MI/KT. B 11e710M maHHBIE BCECTOPOHHET 0 UCCJIEIOBAHUS HAa T€HOTOKCUYHOCTD
CBUOETEIbCTBYIOT O TOM, YTO T€eHOTOKCHUUYECKOEe JelCTBUe oJIMecapTaHa IIpu
KJIMHUYECKOM IIPUMEHEHUU MaJIOBEPOSATHO.



KaHnieporeHHbIX 3¢p¢peKTOB ojiMecapTaHa B ABYXJIETHEM HCCJIeMOBAaHUM HA KPhLICAX U
OBYX IIECTUMECSYHBIX UCCJIeIOBAHMUSIX Ha TPAHCT€HHLIX MBIIIaX He HabJogau.

B nccnemoBaHuSX PENPOOyKTUBHOM TOKCUMYHOCTHY Ha KphICaxX oJIMecapTaHa
MEeOOKCOMMUJI He BIUSJI Ha GepTUIBHOCTD U HE OKa3bIBaJl TEPATOTEHHOTO OIENCTBUS.
Kak u B cjly4ae Cc IpyruMu aHTAaroHUCTAaMU PEIENTOPOB aHTMoTeH3uHa II, mocine
9KCIIO3UIINU OJIMEcapTaHa MeJOKCOMMUIIa BEIZKMBAEMOCTh IOTOMCTBA Obllla CHUXKEHaA, a
Yy CaMOK, IT0JIy4YaBIIUX MIpeIapaT Ha IMO3OHUX CPOKax 6epeMeHHOCTH U BO BpeMs
JIaKTalli¥, OTMedasiach OuUjlaTallus ITOYEeUHBIX JIOXaHOK. Kak u apyrue runoTeH3uBHEBIE
JIeKapCTBEHHEIE CPENCTBa, OJIMecapTaHa MeqOKCOMMJI Obls1 60Jiee TOKCUYEH OJIsd
OepeMeHHBIX KPOJIMKOB, YeM OJist OepeMeHHBIX KPBIC, OOHAKO He OKa3bIBajl IPU 3TOM
(peTOoTOKCHUUYECKOTO IEMCTBUS.

IToxka3aHus

JleyeHune 3cceHIIMAIbHOU TUIIEPTEH3UU Y B3POCIIBbIX TAllueHTOB.

JledyeHne apTepuabHOU TUIIEPTEH3UN y AeTel U MOAPOCTKOB OT 6 [0 18 ner.
IIporuBONIOKa3aHUA

e [ToBHIIIIEHHAS YWYBCTBUTENIBHOCTD K OENCTBYIOIIEMY BEIIIECTBY UM K OOHOMY U3
KOMIIOHEHTOB JIEKaApPCTBEHHOI' O cpencTBa (cM. «CocTaB»).

e bepeMeHHbIe UTH XKEHIIIUHBI, KOTOPHIE TIJTaHUPYIOT 3abepeMeHeTh (CM.
«OcobeHHOCTH ITPUMEHEeHUsS», «[IpuMeHeHue B Iepuoq 0epeMeHHOCTH NN
KOpPMJIEHUE TPYLOBIO»).

e OOCTPYKIIMS XKeT4eBHIBOOSNINUX ITyTel (cM. «PapMaKOKMHETUKA»).

e OgHOBpPEMEHHOE IPUMEHEHHEe OJIMecapTaHa MeJoKCOMMUJIIa C IpernapaTaMH,
comepzKallluMU aJIMCKUPEH, IPOTUBOMNOKAa3aHo HallmeHTaM, O0JIbHLEIM CaXapPHBIM
nuabeToM U IMMOYEYHOU HETOCTAaTOYHOCTHIO (CKOPOCTD KIIyOOYKOBOU (pUITLTPAIINU
(CK®) < 60 mnn/mun/1,73 M2) (cM. «B3auMopgencTBue C OPYyTrUMUA
JIEKapPCTBEHHBIMU CPECTBAMHU U OPYyTrue BUIOLI B3aUMOOENCTBUMN»,
«QapMakKoOOuHaMUKa»).

B3auMoOaeHCTBHE C IPYTrHMH JIEKapCTBEHHBLIMH CPEeICTBAMH H IPyrue BHIbI
B3aMMOIEeHCTBHU

JlelicTBHEe OPYTUX JIeKapCTBEHHLIX CPEACTB Ha oJIMecapTaHe MegOKCOMIII.

IIpye2ue npenapamul ¢ 2unomeH3uUBHbIM deucmaeuem

[unmoTeH3uBHLIN 3(PPeKT oiMecapTaHa MeJOKCOMHUJIa MOXKET OLITh YBEJIMYEH TIPU
OOHOBPEMEHHOM IIPUMEHEHUU C OPYTMMU I'MIIOTEH3UBHBIMY IIperlapaTaMu.



HHeubumopul AII®, 610Kkamopbl peuenmopo8 aHauomeH3uHa II uau aauckupeH

[IBotiHast 6JI0KaJla peHUH-aHTHOTEeH3UH-aJIbIoCcTepoHoBoM cucTteMul (PAAC) ¢
ITOMOIITbI0 KOMOMHUPOBAHHOTO IPUMEHEeHUsI UHTuouTopoB AII®, 6;10KaTOpPOB
pelenTopoB aHTMOTeH3nHa II UIu anucKupeHa cBsi3aHa ¢ 00jiee BRICOKOM YacTOTOM
MoOO0YHEIX 9P(PEKTOB, TAKUX KaK apTepuaabHasa TUIIOTEH3UsI, TUIIEPKAJINEMUS U
CHHUXKeHHe QYHKIIUU IT0YeK. HeJOCTaTOYHOCTh) II0 CPaBHEHHUIO C OTHEIbHLIM
IpUMeHEeHNeM IIpenapaToB, geucTByomux Ha PAAC (cMm. "[IpoTuBonoKa3aHus",
"OcobenHocTHu nmpuMeHeHusa", "®apmMakoguHaMuKa'").

ITpenapamel kaaus u kaauticbepezarow,ue duypemudyeckue cpeocmasd

[Tpu omgHOBpEMEHHOM IIPUMEHEHUHU MIpelapaToB, OeNCTBYIOIINX Ha PEHUH-
aHTUOTEH3UH-aJIbOCTEPOHOBYIO CUCTEMY C KanurcOeperamniiMyu OUYPEeTUYeCKUMU
CpeOcTBaMH, ITpelapaTaMi Kajus, COOepKallluMi KaJluil 3aMeHUTENSIMU COIU NN
OPYTUMHU IpenapaTaMy, KOTOPbIe MOTYT IIOBHIIIIaTh YPOBEHDb Kalus (HallpuMep,
rernapuHoOM), BO3MOXKHO ITOBHIIIIEHHE KOHIIEHTPAIIUK KalIus B CBIBOPOTKE. KPOBH,
II03TOMY TaKoe OJHOBPEMEHHOE MpUMeHeHre He peKoMeHayeTcs (cM. «OcoOeHHOCTH
IPUMEHEHUS»).

HecmepouodHvlie npomugogocnaaumenvHbvle npenapamul (HITBII)

HIIBII, B TOM uncJie alleTHUICAJIMIIUIIOBAast KUCJIOTa B Ho3e 6ojiee 3 I'/CYT, a TaKkKe
uHruouTopsl IIOI'-2 1 aHTAarOHUCTH PEIEeNITOPOB aHTMOTeH3UHa [I MOTryT melcTBOBaTh
CUHEPru4Yecku, yMeHblllas KiIy0o4ukKoByio punbrpalnio. OmHOBpeMEHHOE ITPUMEHEHNE
9THUX IIperapaToB CBA3aHO ¢ puckoM OIIH. B Takux ciydasx ciefgyeT KOHTPOJIMPOBaTh
(GyHKIIMIO TOYEK B HadaJlie JiIieUeHUsI U JOCTaTOYHOe MOCTYIIJIEHNE JKUIOKOCTH B
OpraHu3M HalkeHTa.

Kpowme atoro, HIIBII npu ogHOBpEeMEHHOM IIPUMEHEHUUN MOT'YT CHUXKAaTh
aHTUTUIIEPTEH3WBHOE [JECTBUE aHTAarOHUCTOB PELENITOPOB aHrnoTeH3uHa Il u
NIPUBOOUTH K CHUXKEHUIO UX 9P PHEKTUBHOCTH.

Cel-ceecmpaHm JHCe/1YHblX Kucsa10m.

OmHOBpPEMEHHOE MPUMEHEHNE CEKBECTPAHTA XKETUHBIX KUCIIOT KOJIECEBEIIOMY
TUPOXJIOPUAY CHUXKAET CUCTEMHOE BIUSHUE Ha MUKOBbIe KOHIIEHTPAIUHU
oJIMecapTaHa B IIJla3Me KPOBU U COKpalllaeT Iepuo IMoIyBeIBemeHusI. [I[puMeHeHne
oJIMecapTaHa MeIOKCOMMJIa He MeHee 4eM 3a 4 yaca [0 mpremMa KoJIeCeBeJIoro
TUPOXJIOPUAA YMEHbBIIAaeT UX B3auMoOIelcTBre. [IoaToOMy cienyeT IIPUMEHSATH
oJiIMecapTaHy MeJOKCOMHMIIa II0 MeHbIIIeN Mepe 3a 4 Jaca [0 ImprueMa KOJIeCeBeJIoro
rugpoxiopuna (cMm. PapMakKOKMHETHKA).

IIpyeue npenapamul



3aMedeHO yMepeHHOe CHUXKeHMe OMOAOCTYIIHOCTH MEeIOKCOMMIIa OJIMecapTaHa IIocje
JIeYeHUsI aHTalugaMu (MarHus-aTIOMUHUSA TUOpoKcun). OMHOBpPEMEHHOe TPUMEeHeH’e
c BapdapuHOM 1 OIUTOKCUHOM He BIUsEeT Ha papMaKOKMHETHUKY MeJOKCOMUIIa
oJiIMecapTaHa.

IlericTBUE OJIMeCapTdaHa MEOJOKCOMMIIA Ha OPYIrue JIEKaPCTBEHHEIE CPEOCTBA.

ITpenapamvel aumusa

[Tpu omHOBpPEMEHHOM IIPUMEHEHUHU JIMTHUS C UHTUOUTOPaMU
aHTHOTEeH3UWHIIpeBpalammnero GepMeHTa ¥ C aHTarOHUCTaMM PELIETITOPOB
aHruoTteH3uHa Il HabGm0manoch 0O0paTUMOeE MOBHIILIEHUE KOHIIEHTPALUU JIUTUS B
CBIBOPOTKE KPOBHU U ITOBHIIIIEHNE TOKCUYHOCTH €T0 MPEernapaToB, II03TOMY TaKas
KoMOMHaNusa He pekoMmeHayeTcs (cM. «OcobeHHOCTH TpuMeHeHusi»). Ecinu Takoe
OOHOBPEMEHHOE MPUMeEHeHNe He0OX0OUMO, TaKUM MallieHTaM PeKOMEHOYeTCs
TIIATENbHBIN KOHTPOJIb KOHIIEHTPALIUM JIUTUS B CBIBOPOTKE KPOBU BO BPEMS JIEUEHUS.

Ipyaue npenapamul

He BHISIBUIU KIIMHUYECKU 3HAUYUMOTI'0 B3aUMOAENCTBUS OIMecapTaHa MeJIOKCOMHMIIa C
BapdaprHOM, IUTOKCUHOM, aHTAaUUAOM (aJTIOMUHUS TUOPOKCU/TUAPOKCUL MarHUs),
TUAPOXJIOPOTHA3UAOM U IIpaBacTaTMHOM. B 4yacTHOCTH, oJiMecapTaHa MeJOKCOMUJI He
OKa3bIBaJl CYIIECTBEHHOTO BINSIHUSA Ha papMaKOOUHaAMUKY UIN PapMaKOKUHETHUKY
BapdapuHa, unu Ha papMaKOKUHETUKY OUTOKCHHA.

Takzke He OBIJIO BHIIBJIEHO KJIMHUYECKM 3HAQUMMOT0 UHTUOUPYIOLIETO OeNCTBUS
oIMecapTaHa MemoKcomuia Ha ¢pepMmenThl 1A1/2, 2A6, 2C8/9, 2C19/ 2D6, 2E1, 3A4 u
nuToxpoM P450 y yenoBeka in vitro u mnomMmedeH MUHUMAJIbHBIN uiu 5 [TosTomy
KCCJIeOBaHUs B3aUMOIENCTBUS in Vivo ¢ U3BECTHBIMU MHTUOUTOPaAMU U UHAYKTOPaMU
(pepmenTOB IMTOXpOoMa P450 He MPOBOOUNCE U KIIMHUYECKHU 3HAYUMBIX
B3aUMOIENCTBUU MeXKay oJIMecapTaHOM U IpellapaTaMy, MeTab0Iu3M KOTOPHIX
obecneynBaeTCs BHIIIIeyKa3aHHBIMU (pepMeHTaMu uToxpoma P450, He oKugaeTcs.

ITeOQuampuueckaa nonyaauus

HccnenmoBaHue B3aMMOOEHCTBUS OJIMeCapPTaHa MeOOKCOMMJIIa C JPYTUMHU
JIEKaPCTBEHHEIMHU CpedCTBaMU ITPOBOONUJIOCH TOJIBKO C YH4dCTHEM B3POCJIBIX ITAITMEHTOB.
HeunsBecTHO, ITOX0XKY JIU JaHHBIE B3aUMOOENCTBUSA Y B3POCJIBEIX 1 OeTeu.

OCO00EeHHOCTH MPUMEHEHHSI

YMeHbvweHue obvema yupKyaupyrow,el Kkposu



Y maiueHTOB C YMEHBIIIEHHIM 00beMOM IIMPKYIUPYIOIeN KPOBY U/UIU HU3KUM
YPOBHEM HaTPUS B CLIBOPOTKE KPOBU BCIENCTBUE MHTEHCUBHOM Tepanuu
OUypeTUKaMU, OTPaHUYEHHOT 0 TOTPeOJIeHUs COIU C MUIIEeN, Auapey UIu PBOTHI
MOJKET Pa3BUTHCSI CUMIITOMaTU4YeCKas apTepruajlbHas TMIOTeH3Us1, 0COOEHHO II0CIie
IpUMEeHEeHUS [IePBOU JO3Hl JIEKapCTBEHHOT0 CpeACcTBa. Takue U3MEeHEeHUS CIenyeT
YCTPaHUTH OO Hayalla JIeYeHUsT MeJOKCOMHUIIOM OJIMecapTaHa.

IIpyaue ycio8us, c8s13aHHbIEe CO cMuMYyAAauuel peHUH-aH2uOMmeH3UH-
asnv,0ocmepoHoB8ol cucmembl

[TanmeHTHl, y KOTOPHIX COCYOUCTHIM TOHYC U (DYHKIIUS B OOJIbIIIEN CTETIEHU 3aBUCST OT
aKTUBHOCTHU PEHUH-aHTMOTEH3NH-aJIbJOCTEPOHOBOU CUCTEMBI, HAIpUMEP HalleHTHI C
TSAXKEJION 3aCTOMHOU CepaedYHON HeOJOCTaTOYHOCThHIO UJIU C ITaTOJIOTMEHU IIOYEK, B TOM
YHCJIe CO CTEHO30M II0UYEeYHOU apTepPUu, MOTYT pearupoBaTh Ha OpyTHUe mpelnaparhl,
BJIMSIOLIUE Ha 3Ty CUCTEMY, OCTPOU apTepUabHOU THIIOTEH3HUEMN, a30TeEMUEN,
onurypueu unu, B pegkux ciaydasx, OITH. [IpuMeHeHre aHTarOHUCTOB PELIENITOPOB
aHruoTteHs3uHa Il MoxkeT compoBoOXKAaThHCSA MOOAOOHBIMU 3 HEKTAMU.

BaszopeHasivHas 2unepmeH3us

[IpuMeHeHMe IIpenapaToB, BIUAIOIINX Ha PEHUH-aHTMOTEH3UH-aJIbIOCTEPOHOBYIO
CHCTEMY, y MallMeHTOB C ABYCTOPOHHUM CTEHO30M IIOUYEYHOU apTEePUU
(GyHKUIMOHUPYIOIIEW eQUHCTBEHHOU IIOYKHY CBSI3aHO C PUCKOM Pa3BUTHUS TSIKEIOU
apTepHuaJbHON T'MIOTEH3UU U TOYEeYHOU HEeJOCTaTOYHOCTH.

HapyweHue ¢pyHKUUU noYeK U MpaHCNAdHMauus noYkKu

Y nauyeHTOB C HapylleHueM QyHKIUY IT04Y€eK, MIPUMEHSIIOIINX OJIMecapTaH
MeOOKCOMUII, PEKOMEHOYETCA MePUOAUYEeCKN KOHTPOIUPOBATh KOHIIEHTPAILIUIO KaJlus
U KpeaTHHUHA B CRIBOPOTKE KPOBU. [IpMeHeHUe oIMecapTaHa MeOgoOKCoOMuJla He
PEKOMEHI0BaHO MaleHTaM C TSIKeJIbIM HapylieHueM (QYHKIIUU Io4YeK (KIupPeHC
KpeaTuHuHa MeHee 20 mMi/MuH) (CM. CIIoCcO0 IPpUMEHEHUS 1 OO3HI,
dapmakokmHeTHKa). ONBIT IPUMEHEHUS OJIMecapTaHa MedOKCOMUIIa mallieHTaM,
HeJaBHO IIepeHeCIINM TPaHCIJIaHTalUI0 ITIOYKY UJIM y MallMeHTOB C TepMUHAJIbHOU
IIO4YEe4YHOU HEeJOCTAaTOYHOCTHIO (KJIMPEHC KpeaTUHUHa MeHee 12 MJI/MUH) OTCYTCTBYET.

HapyweHue ¢pyHKUUU neyeHu

OnMecapTaHa MeJOKCOMUJI He peKOMEHIOBaH [Jis IPUMeHEHUs IalueHTaM C
TS2KEeJIBIM HapyllleHueM QyHKIUY IIeYeHU U3-3a OTCYTCTBHUS OIIbITa €T0 IPUMEHEHUS
(cm. «Crocob mpuMeHEeHUS U OO3bI» MPHU HO3€ IpenapaTa Npu JIETKOM U YMEPEHHOM
HapyumeHuu GyHKIIUY ITIeYeHNn).

I'unepkaauemus



[TpenapaThl, BIUAIOIINE Ha PEHUH-aHTUOTEH3UH-aJIbIOCTEPOHOBYIO CUCTEMY, MOTYT
IIPOBOLIMPOBATh TUIIEPKaIneMu0. PUCK ee pa3BUTHUS YBEJIMYUBAETCS Yy ITAllUeHTOB
IMOKUJIOTO BO3pacTa ¥ MOXKET IIPUBECTHU K JIeTaJIbHOMY UCXOAY IIPU MOUYEeYHOMN
HeOOCTaTOYHOCTU U caxapHOM auabeTe, IIPU COMIYTCTBYIOLIEM IPUMEHEHUU OPYTUX
IpenapaToB, IPUBOASIINX K IIOBBIIIIEHUIO YPOBHS Kalusa U/UJM IIPU HaJIUYUHU
WHTEPKYPPEHTHHIX 3a00JIeBaHUN.

[Tepen Ha3HaAUYEHUEM CONYTCTBYIOIIUX IIpPeIapaToB, BIUSIONIUNX Ha PEHUH-
aHTUOTEH3UH-aJIbAOCTEPOHOBYIO CUCTEMY, CIIE€YET TIIATEJILHO OIEeHUTh COOTHOIIEHUE
BO3MOZKHOM IT0JIb3Hl M BO3MOXKHOT'O PHCKa 3TOT0 JIeUeHUS U paCCMOTPETh ApyTrue
BO3MOXKHOCTHU Tepamnuu. . K oCHOBHBEIM (paKTOpaM pUcCKa T'UIlepKalhueMUHd OTHOCSTCS:

e caxapHBIU OuabeT, HapylleHre (PYHKIIMU IOYEK, MallueHTh B Bo3pacTe oT 70 5eT;

e KOMOMHAIIMS C OOHUM MJIM HECKOJIbKUMHU IpelrapaTaMi, BIUSIOIIUIMY Ha PeHUH-
aHT'MOTEH3UH-aJIbAOCTEPOHOBYIO CUCTEMY U/UJIU C IpelapaTaMy Kalus.
HexkoToprle npemnapaTel, gaxe KjaacChl IpernapaToB MOT'YT BEI3BaTh
rurepKaIneMuio: 3aMeHUTENIH COJIU, KaluicogepxKalliye nmpemnaparhl,
Kanuiicbeperalomnye IuypeTudeckre cpeacTBa, MHTruoOuTopsl AII®, aHTaroHMUCTHI
penenTopoB aHruoTeH3uHa 1I, HecTepouagHble MTPOTUBOBOCIIAIUTEIbLHBIE
Cpe[CcTBa, B TOM YUCJIe CeIeKTUBHBIE UHTUOUTOPHI LIOT-2, , TpUMETONpuM;

e NHTEPKYPPEHTHHIE 3a00JIeBaHUS U COCTOSIHUSI, B TOM YHCJIEe JeruapaTalius,
OoCTpas meKOMIIeHCallus CepAeYHON AesaTeJIbHOCTU, MeTab0oInYeCKUU allumos,
yBeIn4YeHUe TSIKECTHU ITOUYEeYHBIX HapyILIeHWY, BHe3allHOe HapylleHue QyHKINHN
MMo4eK, HanpuMep, Npu UHPEKIIMOHHLIX 3a00/1eBaHUSX, JIN3UCE KIIETOK,
HaIIpUMeP, IIPU OCTPOM HIIeMUU KOHEYHOCTeH, pabmoMuonu3e, IoJIuTPpaBMax.

Y naiueHTOB ¢ TaKUMHU paKTOpaMU PUCKa PEKOMEHIYEeTCs OCTOSHHBIN KOHTPOJIb
KOHIIEHTpaIluu KaJus B CHIBOPOTKe KPOBU (CM. B3auMopelcTBUE C APYTUMU
JIEKAPCTBEHHBIMU CPEACTBaMU U APYyTHe BUOLI B3aUMONENCTBUN).

IleotiHasa 610Kada peHUH-aH2u0meH3UuH-a1b0ocmepoHosoll cucmembsl (PAAC)

Cy1iecTByeT OOKa3aTelbCTBO TOTO, YTO OOHOBPEMEHHOE MPUMEHEHNE HHTUOUTOPOB
ATI®, 6710KaTOPOB PEIENTOPOB aHTHOTEeH3UHA II UM anucKupeHa MOBHIIIIaeT PUCK
apTepuaabHOM TMIIOTEH3UH, TUMIEPKAINEMUU U CHUXKEHHUSI QYHKIIMU II04Y€EK (B TOM
yucne OITH). ITosTomy nBoiiHas 6nokaga PAAC cBsizaHa C OMHOBPEMEHHBIM
npuMeHeHrueM UHrnouTopos AII®, 6710KaTOPOB PelelTOPOB aHTuoTeH3nHa I unu
aJIMCKUpEHa He peKOMeHAoBaHa (CM. «B3auMomencTBUE C OPYTUMU JIeKapCTBEHHBIMU
CpPeOcTBaMU M ApyTHUe BUIOBI B3aUMOAENCTBUMN», «DapMaKoguHaMUKa»).

Ecnu Tepanus OBOMHOMN 610Kambl cuuTaeTcs: abCOMIOTHO HEOOXOOMMOM, ee clenyeT
ITPOBOAUTDH TOJILKO IOM HAGJIIOOeHUEM CIIeIIMaIUCTa U IIPU PETYIITPHOM U TIIATEeJIbHOM
MOHUTOPHUHTE QYHKINU IT0YEK, YPOBHS 3JI€KTPOJIMTOB U apTEPUAJILHOT'O HaBIeHUS.



Nuruburtopsl AII® u 6110KaTOPHl PELENITOPOB aHTUOTeH3uHa I He crenyeTr
OOHOBPEMEHHO MPUMEHSTH ITallueHTaM C AuabeTudeckoil HedpomaTueu.

ITpenapamvl aumus

Kaxk ¥ ¢ gpyrumMu aHTaroHUCTaMU PELENTOPOB aHTnoTeH3uHa I, omHOBpeMeHHOe
IpUMEeHeHMe JINTUSA U3 OJIMecapTaHa MeJOKCOMUJIOM He PEKOMEHAyeTCA (CM.
«B3aumMomencTBUEe C OPYTUMHU JIeKapPCTBEHHBIMU CPEOCTBaMM U OPyTryUe BUOBI
B3aMMOOENUCTBUI»).

CmeHo03 ycmbsi aopmbl UAUu MUMPAAbHbIU CMEeH03; 06CcmMpyKmueHas
2unepmpoguueckas kapouomuonamus

OHMecapTaHa MEeOOKCOMMII C OCTOPO2KHOCTHIO ITPUMEHATH ITalTHEHTaM CO CTEHO30M
YCThbA aOPTEI UJIM MUTPAJIBHBIM CTEHO30M HJIA C 06CTpYKTI/IBHOI';I I‘I/IHeprOd)I/I‘-IeCKOI;I
KapHHOMHOHaTHefI.

IlepsuuHblill anbOoCMepoHU3M

[TanyeHTH! C IIePBUYHLIM aJIbJOCTEPOHU3MOM He pearupyioT Ha aHTUTHUIIEPTEeH3UBHEBIE
Impernaparhl, HelCTBYIOIME IIyTeEM UHTMOUPOBAHUS PEHUH-aHTUOTEH3WHOBOM CUCTEMHI.
TakuM oOpa3oM, IpUMeEHEHUE OJIMecapTaHa MeJOKCOMIIIa He PEKOMEHYeTCsI TaKUM
MmamyeHTaM.

Cnpy-nodobHasa aHmeponamus

B oueHb pemkux ciaydasx TsxKeas XpOHHYecKas ouapes C CyIIeCTBeHHOM moTepen
MacCCHI TeJjla, BO3HHKAIOIIAsi CpeOu MMallieHTOB, IIPUMEHSIOIINX OJIMecapTaH B TeYEeHUEe
Imepuoa OT HECKOJIBKUX MECSIIEB 10 I'ofia ITOCJIe HadaJjla ITprueMa IIpenapara, MOXKeT
OBITH BEI3BAHA JIOKAIU30BAaHHOM peakIMel TMIepuYyBCTBUTENbHOCTY 3aM€EIJIEHHOT O
Tuna. KuieyHasi 6MOIICUS TaKKUX IIAIMEeHTOB YaCTO yKa3bhiBajla Ha aTPOdHI0 BOPCHUHOK.
Ecnu y marnueHTa BO3HUKAIOT TaKHe CUMIITOMBI ITPH JIEYEHUU OJIMECAaPTAHOM,
HeoO0XO0OUMO MCKITIOUUTE OAPYTYI0 3THoNIorui. CiegyeTr pacCMOTPETh IpeKpallleHue
IIpreMa ojIMecapTaHa MeqOKCOMHMJIA B TEX CJIydasiX, Korga Apyras 3THOJIOTHS He
oIpeneneHa. B cioydasix, KOorga CUMITOMBI KMCYE3al0T U COPY-IIOO00HAas S9HTEPOIIaTHsI
MoATBepXKaeHa OuOoIICcHel, JledyeHnue oJIMecapTaHa MeIOKCOMUIIOM He ClefyeT
BOCCTAHAB/INBATh.

9mHuuyeckue omauyus

Kaxk ¥ y Bcex aHTaroHMCTOB PeLeITOPOB aHTrMoTeH3nHa 1I, aHTUurunepTeH3uBHBIN
a¢ddekT onmMecapTaHa MeJOKCOMMIIa HECKOJILKO MEHBIIIE y IIPeCTaBUTEJIEU
HErpoOMOHOM pachl, YeM y OPYTUX MallMeHTOB, BO3MOXKHO 13-3a 00JIbIIen
pacnpoCTpaHEeHHOCTU HU3KOI'0 YPOBHS PEHUHA B 3TOU MONYIIALINN.



Hpyeoe

3HauuTenbHOe CHUXKeHue AJll Ha GoHe neuyeHUs MIOOBIMU aHTUTUIIEPTEH3UBHLIMU
CpenCcTBaMU y IMaIlMeHTOB C UIIeMHUYeCKOU 00JIe3HbIO CepAlia UJu C HapylIeHueM
MO3T0BOT'0 KPOBOOOPAIIIEHUST MOXKET ITPUBECTH K MH(PAPKTYy MUOKapaa ¥ UHCYIbTa.

HpenapaT COOEPXKUT JIaKTO3y, ITIO3TOMY He CIIeAyeT IIPUMEHATD ITallueHTaM C
BpO}K)IeHHOfI HEeIlIepeHOCHUMOCTHBIO I'aJIAKTO3HI, BpO)K,'E[GHHOﬁ HeOgoCTaTOYHOCTEIO
JIAKTa3El UJIKN C HaPYIIIEeHHWEM BCaChIBaHHUA I''TIOKO3EI U I'aJIaKTO35I.

CnoCoOHOCTH BIMSITHh Ha CKOPOCTH PEaKIMH [IPH yIIPaBIeHUH
AaBTOTPAaHCIOPTOM WIH padoTe C MeXxaHU3MaMH

K&pJIOCElJ'I@ OKa3hbIBA€T HE3HAYHUTEJIbHOE NUJIM YMEPEHHOE BIIMAHHUE Ha CIIOCOOHOCTD
YIIPABJIATE TPAHCIIOPTHEIMU CPEOCTBaAMU UJIN OJPYTI'MMU ME€XaHU4YEeCKHUMU CPpeagCTBAMMU.
FOHOBOpr}KeHI/Ie WJIN ITOBHIIIE€HHAA YTOMIIAE€MOCTDb MOT'YT HMHOT'HA BOSHUKATL Y
IIAallMEHTOB, MIPMHUMAIOIIUX dHTUTUIIEPTEH3NWBHYIO TEPAIIUIO, YTO MOZKET HAPYIINUTDH
CIIOCOOHOCTB K pearupoBaHHUIO.

HpHMeHeHHe B IIepuona GepeMeHHOCTH HJIA KOpDMJIEHHsI TPYOBIO

bepemeHHOCMDb

Kappocan nmpoTuBomoKa3aH OepeMeHHBIM UM KEeHIIMHAM, KOTOPhIe MIJIaHUPYIOT
3abepemeHeTh. Ecnu Bo BpeMs jieueHuss KapgocasioM moATBEPKIAETCS
0epeMeHHOCTb, ero IIpuMeHeHne HeoOX0IMMO HeMeIJIEHHO IIPEeKPaTUTh U 3aMeHUTh
OPYTUM JI€KapCTBEHHBLIM CPEICTBOM, Pa3peIlleHHbBIM K IPUMeHeHUI0 OepeMeHHBIM.
SnuupeMuosIoruyecKue JaHHBIE O PUCKEe TePAaTOTeHHOT0 BO3eNCTBUS UHTHOUTOPOB
ATI® B I TpuMecTpe 6epeMeHHOCTU He YOeOuTeNNbHB; OMHAKO HEKOTOPOE yBeJIndeHue
PHCKa He MOXKEeT OBITh UCKITI0OYEHO. XOTS HET KOHTPOJIUPYEMBIX SIIHUAEMUOJIOTUYECKUX
OaHHBIX O PHCKEe IPUMEHEeHHUs aHTarOHUCTOB PeIenToOPOB aHTruoTeH3uHa II, momoOHbIe
PHUCKH MOT'YT CYILIeCTBOBATh IIPU IPUMEHEHUU 3TOr0 Kjlacca nmpernapaTtoB. Eciu
OJINTEeNIbHAS Tepalus aHTarOHUCTaMHU PeLEeTOPOB aHTuOoTeH3UuHa [I KKW3HEeHHO
HeoOxoOuMa, ITallieHTKaM, KOTOphie MJIaHUPYIOT 3a0epeMeHeTh, peKOMEeHAYeTCsI
MMPUMEHSATH APYTUe aHTUTUIIEPTEH3UBHEIE ITpernapaThl, 6e30IMaCHOCTh KOTOPHIX ITPHU
OepeMeHHOCTH AOoKa3aHa. [Ipu muarHoCTUpPOBaHUM O€PEMEHHOCTH CIIeOyeT
IpPEeKpaTuTh IPUMEHEHUE aHTAarOHUCTOB PELENITOPOB aHTHuoTeH3rHa Il 1 Ha3Ha4YuTh
anbTepHaTuBHOE JleyeHue. B II u Il TpuMecTpax aHTarOHUCTEL PELIEIITOPOB
aHruoTteH3nHa Il oka3bBalOT TOKCMYECKOE OeUCTBUE Ha IUIoh (yTHETeHUE PYyHKIUU
OYeK, OJIUMTOTUApPOMaMHUs, 3adepPKKa ocCudUKAIIUM KOCTEM dYeperna) U MiIageHIla
(moyeyHas HEOOCTATOYHOCTh, apTepuabHas TUIIOTEH3Us, TUIepKanueMus) (CMm.
pa3pen «[oknuH»). B ciiydyae NpruMeHEHUSI aHTarOHKUCTOB PeLelITOPOB aHTMOTEH3UHA



IT Bo II u III TpuMecTpax cienyeT OoNpenennuTh QYHKIINIO T0YeK U OCU(PUKALIUI0 KOCTEN
Jepella y IJI0Ja IO JaHHBIM YJIbTPa3BYKOBOT'O UCCIIENOBaHUs. 3a MIafeHIlaMy,
MaTepu KOTOPHIX IPUMEHSJIN aHTarOHUCTHL PEeITOPOB aHTuoTeH3uHa 11, cnenyert
HabmofaTh U3-3a BO3MOXKHOM apTeprualbHON TUIOTEeH3UN (CM. «IIpOTHBOIIOKA3aHM I »
1 «OCco0eHHOCTU IPUMEHEHUST»).

KopmaeHue 2pyovio

IToKa3aHO, 4TO OJIMecapTaH 3KCKPETUPYETCS B MOJIOKO KPBIC, OOHAKO, aHaJIOTUYHbIE
OaHHble OTHOCUTEJILHO YeJIoOBeKa OTCYTCTBYIOT. 2KeHIIIMHaM, KOTOPhIE KOPMSAT I'PyObIO,
He cJienyeT npuMeHATh Kapmocas n3-3a OTCYTCTBUS OIBITA €0 IPUMEHEHUS B 3TOT
nepuon. BMecTo 1eKapCTBEHHOTO cpencTBa Kapmocan MOXKHO IPUMEHSATh ApyTrue
AQHTUTUIIEPTEH3UBHBIE IpenapaThl, 0€30MaCHOCTh IPUMEHEHHUSI KOTOPLIX B IIEPHUOL
KOPMJIEHUS TPYObI0 MOKa3aHa, 0COOEHHO IIPU KOPMJIEHUU MJIaJIeHIIeB UJIU
HEeOOHOIIIEeHHLIX JeTeu.

Cnoco0 mpuMeHeHHUsI U T03bI

B3pocavie

HayanbHas cyTo4YHas go3a MeJgoKcoMUsa oiMecapTaHa cocTasiseT 10 mr 1 pa3 B

cyTku. Ecnu ymenbiieHue All HeqocTaTOYHO, TO JO3Y CllenyeT yBeJauduTh 1o 20 mr 1
pa3 B cyTKU. Ecnmu HeoOxoouMo, m0o3y IIpenapaTta MOXHO yBenuuuThb 00 40 mr 1 pa3 B
CYTKM (MakKCcUMaJibHas CyTOYHAas J03a) UK 400aBUTh K JIeYeHUIO0 THAPOXJIIOPOTUA3HU,.

AHTUTHUIIEPTEH3UBHBIN 3¢ GEKT oIMecapTaHa MeIoKCcoMuiia HabmogaeTcs:, Kak
IIpaBUJIO, B TeUEHUE

2 HeIenu IOCJie Hauajla JIeuYeHus, a MaKCcuMalbHbIM 9pdekT HabmomaeTcs yepes 8
HeIenb IIOCJie Haudajla Tepaluu. JTO ClenyeT UMeTh B BUy IPU PaCCMOTPEHUU
U3MEeHEeHUS peXuMa OO3UPOBKHU [OJisd ITallueHTa.

ITauuenmul noscusno20 so3pacma (65 rem u cmapuwe)

OOBIYHO HET HEOOXOOUMOCTHU B KOPPEKIINU NO3Hl NalleHTaM II0XKUJIOr0 Bo3pacTa (CM.
peKoOMeHOOBaHHBIE [O3HI /IS MallMeHTOB C HapylleHneM QyHKIUHU mmouek). [1pu
MOBBIIIIEHNUY CYTOYHOU O3Bl [0 MaKCUMaJIbHOU, cocTasisawied 40 Mr, cienyet
TIIATEJIbHO KOHTponupoBaTh All.

ITayueHmul ¢ HapyweHuem pyHKuuUU noyek

MaxkcuMaJsibHasl CyTOYHas [03a [ MMallieHTOB C HapylleHueM QYHKIUHN ITI0UYeK
JIETKOU UJIM YMEPEHHOU CTEeNeHU TAXKECTHU (KIUpeHc KpeaTuHuHa 20-60 Mi1/MuH)
cocTtaBinsieT 20 MTI', TIOCKOJIbKY OITLIT TPUMEHEeHUsT 00jiee BLICOKHUX 103 B MaHHOU
rpynme oTcyTcTByeT. OnMecapTaHa MeqOKCOMUJI He TOKa3aH IIPU TAXKEIOM



HapylleHnn QyHKINU IT0YeK (KIMPeHC KpeaTuHUHa MeHee 20 MI/MUH) 13-3a
HEe3HAYUTEJIbHOTO OITbITa IIPUMEHEHUS TaKUX IMalueHToB (CM. pa3nenbl «OCoO0eHHOCTU
OpuMeHeHusI» U «PapMaKOKUHETUKA»).

HapyweHue ¢pyHKUUU neyeHu

[Tpu HapymieHUU QYHKIINU II€YEHU JIEeTKOU CTENeHU TSIKeCTH KOPPEKIUs OO3Hl He
TpebyeTcs. [Ipyu yMepeHHOM CTENeHN HapylIeHus HavalbHas qo3a oJiMecapTaHa
MegokcoMuia coctasisgeT 10 Mr/cyT, a MakcuMasnbHasa - 20 Mr. [Ipu conyTCTByrOIEM
Ha3HaA4Y€eHUM IallieHTaM C HapylleHneM QyHKIUYN IIeYeHN QUYPEeTUYEeCKUX CPEICTB U
OPYTHUX aHTUTUIIEPTEH3UBHBIX CPEeACTB HEOOXOAMMO TIIaTeIbHO HabIoaaTh 3a
ypoBHeM AJl u pyHKIHeN modyek. OnMecapTaHa MeJOKCOMMUII He ITOKa3aH IIpu
TS2KEJIOM HapyIIeHUuU QYHKUIUYM IIeYeHU U3-3a OTCYTCTBUS JOCTATOYHOTO OIIbITa
nmpuMeHeHus (CM. pa3fgensl «OcoOeHHOCTY TpUMeHeHUsI» U «PapMaKOKUHETHKA»).
OnMecapTaH MeIOKCOMUII He CJIelyeT IPUMEHATh IMallieHTaM C 00CTpyKIueln
KeJT4eBhIBOOAINNX ITyTel (cM. [IpoTMBOIIOKa3aHus).

ITeOQuampuueckaa nonyaauus.
IeTu u MOOPOCTKU B BOo3pacTe OT 6 0o 18 met

PekomeHnpnyeMas HadajlbHas OO3a MeOOKCOMMIIa OJIMecapTaHa geTsAM B BO3pacTe OT 6
no 18 net cocraBnsieT 10 Mr 1 pa3 B cyTku. Eciiu apTepuasibHOE OaBJIeHUE He
YMEHbIIaeTCsa B JOCTAaTOYHOU CTEIIeHU, J03Y MOXKHO ITOBBICUTH 10 20 Mr 1 pa3 B
cyTku. [Ipu Heob6xoguMoCcTu Oojiee BEIPaXKEeHHOTr 0 CHUXKeHust AJl, meTssM ¢ MacCou
Tesla = 35 KI J03y oJIMecapTaHa MeJOKCOMMUJIa MOXKHO HOBBICUTH A0 40 MI' B CyTKH.
I1s meTel ¢ Maccou Tejla < 35 KI' CyTO4YHas JO3UPOBKa He OOJI’KHa IIpeBHIaTh 20 Mr.

Crioco0b mpuMeHeHus

C 11ebI0 COOJIIONEHMNS pexknuMa OJO3UPOBKHU JiIeKapCTBEeHHOe cpencTBo Kapmocan
PEKOMEHOyeTCs MPUMEHATh IIPUMEPHO B OOHO M TO XK€ BpeMs KaXKIObIU JeHb, C IIUIen
unu 6e3, HaopuMep BO BpeMs 3aBTpakKa. TabeTKu cjienyeT 3aluBaTh JOCTAaTOYHBIM
KOJIM4YeCTBOM XKUOKOCTU (HanpuMep, 1 cTakaHoOM Bogbl). TabneTKy He clieayeT
pPa3kKeBLIBATE.

HeTn

[IpuMeHSTH OIS TeYeHusI apTepUalbHON TUIIEePTEH3UU OEeTIM U IOOPOCTKaM B
Bo3pacTe oT 6 mo 18 neT. besonacHocTh 1 3¢pHEKTUBHOCTD O/ AeTen oT 1 mo 5 mer
ellle He YCTaHOBJIEHBI. IMeloIuecs: CerofHs JaHHbIe, IIPUBEIEeHHbIE B pa3gesiax
«IToGouHBIE peakuu» U «PapMakKogMHaAMHUKa», OOHAKO PEKOMEHIAIINH M0 JO3UPOBKE
COCTaBUTb HEBO3MOKHO. [IpuMeHsATh mIpenapaT geTsaM 00 1 roga He ciienyeT U3



coobpaxkeHu# 6e30MaCHOCTHA U B CBSI3U C OTCYTCTBUEM [IaHHBIX.
Ilepeno3upoBka

OTHOCUTENBHO ITEPEegO3UPOBKU €CTh TOJIBKO OrpaHUYeHHas nHpopMalusa. bonee
BEePOSITHEIM 3¢ (GEKTOM IPHU IMepeao3uPOBKe SIBJISETCS apTepualbHas TUIIOTeH3U.
[Tpu mepemo3upPoOBKe 3a MaAIlMeHTOM CjieflyeT BHUMATeJIbHO HaOIIomaTh U IIPOBOOUTH
CUMIITOMATHU4Y€ECKYI0, IOAAePKUBAIOIIYI0 TepaIuio.

IlaHHBIX 0 BO3MOKHOCTH BHIBEIEHHUS OJIMecapTaHa MeqoOKCOMMJIA IIyTeM Ouaian3a HeT.
ITo6GouHBbIE peaKIuu

0630p npodunss 6€30IacHOCTH

[ToGouHbBIE pPeakIuu, Hanbojiee YaCTO BO3HUKAIOIINE B XOIIe JIEYEeHUSI CPedCTBOM
Kapmocain - ronoBHbie 60511 (7,7%), rpumnmnonogodHsie cUMIITOMEL (4,0%) u
rogoBokpyxeHnue (3,7%).

B KOHTpONMpyeMsIX Ij1anieb0 UCCIef0BaHUSIX MOHOTEPAIUU eJUHCTBEHHOU NOO0YHOU
peakiuei, CBsI3aHHOM C TeueHueM, ObIJIO TOJIOBOKPYKeHue (JacTtoTa 2,5% mpu
MIPUMEHEeHUN onMecapTaHa Megokcomusa u 0,9% B rpymnne mnnaie6o).

YacToTa OTKJIOHEeHUM 1abopaTOPHLIX TapaMeTPOB Obllla HECKOJILKO BHIIIE IIPHU
IIPUMEeHEeHUN OJIMecapTaHa MeJOKCOMMJIa I10 CpaBHEHUIO C mJiaiebo:
runeprpurnuiepuneMmus - 2,0 % npu npuMeHEeHUU OIMecapTaHa MeJgoOKCOMUIIa 1o
cpaBHeHUIO C 1,1 % npu npuMeHeHUH I1/1a1le00, MOBHIIIIEHNE YPOBHS KpeaTuH
dbochorunazre - 3 0,7% npu npuMeHeHUH MJ1aiebo.

HexenaTtenbHble 3Q(EKTH 110 pe3yabTaTaM KINHUYECKUX UCCIeI0BaHUMN
Kappocany®, uccnemoBaHui 6€30I1aCHOCTH BHIIIEINIET0 Ha PHIHOK IIpernapaTra u
CIIOHTAHHBIX COOOIIeHNY ITPpUBeeHbl B Tabnuile. [TobouHbIe peakIinu
pacipenensaioTCs 10 YaCTOTe BO3HUKHOBEHUS CJIeAyIOIIUM 00pa30M: O4YeHb 4acCTO
(1/10); wacto (3 1/100, < 1/10); muorga (3 1/1000, < 1/100); peoko (3 1/10000, <
1/1000); OueHs pegkKo

(< 1/10000); yacToTa Heu3BecTHa (He MOXKeT OBITh OlleHeHa U3 UMEIOIIUXCS
HCTOYHUKOB).

CucreMsnl OpraHoB 11O
ITobouHBbIE peaKIIuu YacToTa
Ki1accupukanuu MedDRA




Co CTOPOHEI CUCTEMEI KPDOBH U

B TpomOboIUTOIEHU ST HeuacTto
nmuM@paTUYeCKON CUCTEMEL
. AHadunakTudeckas
Co CTOpPOHBI UMMYHHOU CUCTEMBI Heuacto
peakuus
['uneprpurnuuepugemMusa |dacrto
['mnepxonecTepuHEMUs Heuacto
Co cTopoHbl MeTabonu3Ma u
MMHIeBapeHus
['unepypukeMus YacTo
['nnepkanueMus Pepnko
['o510BOKpyXKeHUE YacTto
Co CTOpPOHBI HEPBHOU CUCTEMEI
'onoBHas 60b YacTo
Co CTOpPOHBI OPraHoOB CiIyXa Bepturo Heuacto
CreHOKapaous HeuacTto
Co CcTOpPOHEI cepalia
Taxukapous Heuacto
Co CTOpPOHBEBI COCY0B ApTrepuanbHas runoTeHsus Pegko
Bpouxur Yacto
PecnimpaTopHbie, TOpaKaabHEIE U
QapuHTUT Yacto
MearacCTHHAJIbHbIE HapyIIeHUsI
Kamrens Yacto




Punur Yacto
['acTposHTEPUT YacTo
Huapes Yacto
Bbonb B XKuUBOTE YacTto
TomrHoTa YacTto

Co CTOPOHEI XKeJIyIOYHO-KUIIIEYHOT O

TpakKTa
[ucrnencus YacTto
PBoTa Heuacto
CropyxkernomoOHast

9HTEepomaTusa (CM.

OueHb pegko

«OcobeHHOCTH
IPUMEHEHUS»)
DK3aHTeMa Heuacto
Anneprudeckuu gepmatuT |Hedacto
KpanusHuna Heuacto
Co CTOPOHBI KOXKHU U ITIOOKOXKHBIX
. ChIIib HeugacTto
TKaHeu
3yno Heuacto
Anonenus HeusBecTHO
AHTHMOHEBPOTUYECKHUHU OTEK |Pegko




ApTput YacTo
Bonsb B civHe Yacto
Bonb B KOCTAX YacTto
CoO CTOPOHBI CKEIETHO-MBIIIIEYHOU
CHUCTEMBI ¥ COeOUHUTENIbHON TKaHU
Muanrusa Heuacrto
Aptpanrusa Heuacto
Merimieyssie Cyqoporu Penko
I'ematypus YacTto
Nupekuus
. YacTto
MOYEBBLIBOOSIINX IIyTEU
CoO CTOpPOHBI ITOYEK ¥ MOUYEBBIBOOSIINX
nyTen
OcTpasa noyeyHas
Penoko
HeOoCTaTO4YHOCTbD
Hapymenue pyHKINUM
Penoko
Mo4YeK
bomnp Yacto
Bonb B rpygHOU KIIETKEe YacTto
[Tepudepuyeckuii 0TEK YacTo
OO61ue HapyleHus
['punno3nsie CUMITOMEL Yacto
[ToBrIlIEHHAA
YacTo

YTOMIIAE€MOCTD




OTexk nuila HeuacTto

AcTtenuda Heuacto
OO0111ee HegoMoraHue HeuacTto
JleTapruyeckoe COCTOAHUE Pegko

[ToBEBINIIEHNE YPOBHS
Yacto
(bepMeHTOB NeYyeHn

[ToBBIlIIEHME YPOBHSA
YacTto
MOYEBUHBI B KPOBU

H3MmeHeHUs 1abopaTOPHBIX

ITapaMeTPOB TTOBBIIIIEHNE YPOBHS
KpeaTuH(POCPOKMHA3HI B YacTto
KPOBHU

[ToBrIlIEHME YPOBHA
Penoko
KpeaTUHNHA B KPOBU

Coobm1anoch 00 eMUHUYHBIX CIydasiX pabgoMuonun3a, CBsI3aHHBIX II0 BPEMEHU C
npuMeHeHreM 0JIOKaTOPOB PELENTOPOB aHTuoTeH3uHa 1.

ITonoaHumenvHas uHgpopmauusi 06 0cobbix 2pynnax Nay,ueHmMos8
ITeOuampuueckas nonyasauus

B xope OByX KIIMHUYECKUX UCCIIEAOBAaHUU C y4aCTHUEM OeTel U MOAPOCTKOB (361
4yeJIoBeK) B Bo3pacTe oT 1 7o 17 net ObIJI IpOBefeH MOHUTOPUHT 6e30MacCHOCTH
oJIMecapTaHa MegoKCOMuia. B To BpeMst Korga Ipupoaa U TIXKeCTh TOO0UHBIX
peakiui Obllla aHAJIOTUYHOM, KaK U Y B3POCIIBIX MallMeHTOB, YacToTa
HUXKECIJIeOYIOUIUX MOO0OYHBIX PeaKIlull y JmeTel Oblfia BHIIIE, YeM Yy B3POCIIBIX:

e HOCOBBIE KPOBOTEUYEHUS y OETEU ABJIAIOTCS pPaclIpoCTPaHEeHHOU MOO0YHOU
peakiuei (= 1/100 mo < 1/10), 0 KOTOPHEIX HE CO0OIAaIOCh OTHOCUTEIIEHO
B3POCJIBIX TallueHTOB.



e B TeYeHHUe 3 He[ OBOMWHO CJIENOT0 UCCIIeJOBaHUs YaCTOTa BO3HUKHOBEHU S
TOJIOBOKPY2KEHUS U I'OJIOBHBIX 00J1eli, TpeOOoBaBIINX JTedeHue, Obljia IOYTH B JIBA
pa3a BhIIlIe V feTeud oT 6 0o 17 s1eT B rpylile, IpUMEHSBIIEN OJIMecapTaHy
MEOOKCOMMUJI B BEICOKMX A03ax.

B o0iiewm, HpO(i)I/IJ'Ib 0e301acHOCTHU OJIMeCapPTaHa MEeIOOKCOMHUJIIA Y MEAUaTPUIECKHUX
HallMeHTOB He OTJIMYAJICSI B 3HAUYUTEJILHON CTEIIEHU OT HpO(bHHH 0e30I1aCHOCTH
B3POCJIBIX IIAITUEHTOB.

ITauuenmul nodtcusnoz20 so3pacma (65 rem u cmapuwe)

Y mammeHTOB IMOXKUJIOI0 BO3pacTa T'MIIOTEeH3US MOXKeT Hab/IoaaThCsd HECKOIBKO dallle
(oT «pemKo» mo «MHOTOa»).

CpoOK rogHOCTH
3 roga.
YcinoBusi XxpaneHusi

CnenuvanbHBIX YCJIOBUM XpaHEeHUS He TpebyeTcsi. XpaHUTh B HEJIOCTYITHOM MOJIS [eTel
MecCTe.

VYnakoBka

ITo 14 TabneTok B OnucTepe, 1Mo 2 67McTepa B KAPTOHHOM KOpPOoOKe.
KaTeropus ornycka

ITo penenrty.

IIpousBoouTtennb

Bepnuna-Xemu Al

Jlabopatopuoc Menapunu C.A.

MecCTOHaxOXKIeHHe IIPOU3BOIUTEJISI U ero aapec MecTa oCcynmieCTBJICEHUA
oesiTeJIbHOCTH

I'muaukep Ber 125, 12489 bepnuH, 'epmanus.
N CTOYHHUK UHCTPYKIUH

I/IHCTPYKL[I/IH JIEKapPCTBEHHOT'O CpeaCTBaA B3sTa U3 O(bI/ILII/IaHBHOI"O HUCTOYHHUKA —



I'ocymapCTBEHHOT0 peecTpa JIeKAPCTBEHHEIX CPEeOCTB YKPAuHEHL.



http://www.drlz.com.ua/

