MHHHCTEPCTBO 3/IPABOOXPAHEHUS POGEHACKO GEAEPALIIN |
|

MHH3OPAB POCCHH
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COTTACOBAHO

NMHCTPYKLUA

10O MEJULIMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O ITPEITAPATA

KAMACTWJI®

Perncrpanmonnoe ynocrosepenue: JII[1-003602.

Toprosoe HaHMeHOBaHHE JIEKAPCTBEHHOro cpeacTBa: Kamactun®.

MexayHapoaHOe HeNMATEeHTOBAHHOE HAMMEHOBAHHeE: CHIIIeHA(MII.

JlekapcTBeHHasi popma: TabiIeTKH, TOKPHITHIE TUIEHOYHOH 000I0UKOH.

Cocrtas

B kaxcooit mabnemke cooepicumea:

Heiicmeyrouee seugecmeo: cunnenaduna nurpar 35,12 mr, 70,24 mr, 140,48 mr (B nepecuere Ha
cuinenadpun 25,0 mr, 50,0 mr wam 100,0 mr)

Bcnomozamenvnvie gemgecmea:

nesutono3a Mukpokpucraumaeckas 74,00 mr/148,00 mr/296,00 mr, xansuus rugpodocdar 6e3-
Bo/HBIN 33,88 Mr/67,76 mr /135,52 mr, kpockapmeruiosa Hatpust 9,00 mr/18,00 mr /36,00 mr, mar-
Hus creapar 3,00 mr/6,00 mr/12,00 mr, omagpaii 11 romy6oit 31K80956 (nmakToza MoHOTHIpaT
40,00%, runpomerioza HPMC 2910 (E464) 28,00%, tTutana quoxcun (E171) 20,500%, Tpuare-
tiH 8,00%, kpacutenp cuHmii/uHauro kapmuH (E132) 3,500%) 4,65 mr/9,30 mr/18,60 wmr,
omanpaii mpospaunbiii 02K19253 (runpomemnoza HPMC 2910 (E464) 90,00%, tpuanerun
10,00%) 0,80 mr /1,60 mr/3,19 wmr.

Onucanue

Tabnemku 25 mz:

JIBOSIKOBBINTY KJTble TaOJETKH pOMOOBUIHOM (POPMBI, TOKPHITHIE TUIEHOYHOH 000J109K0# roy6oro
I[B€Ta, C IPaBUPOBKOI Ha OJHO# cTopoHe «I», Ha mpyroit «35». Ha nonepeynom paspese sapo

TaOJIETKH OEJIOro WM ITOYTH OEJIOro IBETa.
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Tabnemku 50 mz:

JIBOSIKOBBITTY KJTbIE TA0IETKH pOMOOBUIHON (POPMBI, MOKPHITHIE TUIEHOYHOM 000J1049K0# rorydoro
I[BETA, C TPAaBUPOBKOI Ha OJHOU cTopoHe «I», Ha mpyroit «36». Ha monepeynom paspese sapo
TabaeTKu 0eJI0ro Wik mo4TH OesIoro mBeTa.

Taonemku 100 mz:

JIBOSIKOBBINTY KJTble TaOJIETKH pOMOOBHIHOM (POPMBI, TOKPBITHIE TNIEHOYHOH 000J104K0# roay6oro
I[BETA, C I'PaBUPOBKOI Ha oqHOU cTopoHe «I», Ha npyroi «58». Ha monmepeunom paspese sapo

TabJIEeTKH OEJIOro WM IOYTH OeJIoro 1sera.

PapmakoTepaneBTHYECKAasl TPYNNA: SPEKTIILHON TUCHYHKIUH cpeAcTBO JeueHus — ®J1D5-
UHTUOUTOP.

Koa ATX: GO4BEO3.

®apmakoJioruuecKue cBOiCTBA

DapmakoouHamuka

Cunnenagun — MOIIHBIA CENEKTHBHBIA WHTHOUTOP HHKIMYECKOTO TyaHO3HMHMOHO(ochaTa
(uI'M®)-cnenudpuyeckoit pochoauscrepassl S-ro Tuna (OJ[I5).

Mexanusm oeticmesus

Peanmu3anust ¢pu3noIornueckoro MexaHu3ma dpeKIiy CBsA3aHa ¢ BBICBOOOXKICHHEM OKCH/Ia a30Ta
(NO) B xaBEepHO3HOM TeJI€ BO BPeMsI CEKCYAIbHON CTUMYJISIIHHA. DTO, B CBOIO OUepe/ib, IPUBOIUT
K yBeau4eHuro ypoBHs il M®, nocieayromeMy pacciabiaeHUIO I1aJKOMBIIIEYHOW TKaHU KaBep-
HO3HOTO T€Ja U YBEJIMYEHUIO IPUTOKA KPOBH.

Cunnenadun He OKa3bIBaeT MPSAMOro paccaabIIsiomero JeWCTBHS Ha H30JUPOBAHHOE KaBEPHO3-
HOE TeJI0 4yeloBeka, Ho ycuiauBaeT 3¢dekt oxcuma azora (NO) mocpeacTBOM HHIHOMPOBAHHS
®J155, koTopast oTBeuaert 3a nerpaganuio ul MO.

Cunnenadun cenextuBeH B otHomeHun DJID5 in vitro, ero akTHBHOCTh B oTHOIIeHHH DJ[D5
IIPEBOCXOUT aKTUBHOCTh B OTHOIIEHUH JIPYTHX HU3BECTHBIX M30(hepMeHTOB (ochoaudcTepasb:
/156 - B 10 pa3; /121 — Gonee yem B 80 pa3; ®J132, ®/1D4, ®ID7-OJ[D11 — Gonee uyem B
700 pa3. Cunaenadun B 4000 pa3 60:ee cenektuBeH B oTHomeHHH /195 mo cpaBHenuto ¢ ®J[D3,
4TO UMEET BaXKHelIee 3HaueHue, mockoiabky @193 sBnsercs oHUM U3 KIIIOYEBBIX (epMEHTOB
PEryJISIIMUA COKPAaTUMOCTH MHOKap/a.

OobazamenvHbIm ycnosuem 3¢hghekmueHocmu cundeHaguna A61AemMca CeKCyaibHas CIMUMyia-
yua. CunneHadguy BOCCTAaHABIMBAECT HAPYIICHHYIO 3PEKTHIBHYIO (QYHKIIHIO B YCIOBHSX CEKCY-

aJIbHOM CTUMYJISIUHU 3a CYET YBCIIMYCHUA TPUTOKA KPOBH K KABEPHO3HBIM TE€JIaM ITOJIOBOT'O YJICHA.



DapmakoKkunemuka

®dapmakoknHeTHKA cuiieHaduIa B peKOMEHIyEMOM JHarna3oHe /103 HOCUT JIMHEHHBIH XapakTep.
Bcacwvisanue

[Tocne nmpuema BHYTpSH criieHad 1 ObICTPO BcackiBaeTcss. AOCOMOTHAS OHOIOCTYTHOCTH B Cpe/l-
HeM cocraBiisieT okoso 40 % (ot 25 % no 63 %). In vitro cunaeHagun B KOHIEHTPAIMU OKOJIO
1,7 ur/min (3,5 H’M) noxasisiet aktuBHOCTh DJ[D5 yenoreka Ha 50 %. [locne ogHOKpaTHOTO MPH-
ema cuigeHaduna B 1o3e 100 Mr cpeaHsisi MaKCUMalIbHAsI KOHIIEHTpalusi CBOOOIHOTO CHJI/IeHa-
¢una B mnazme KpoBH (Cmax) My»k4uH coctaBisieT okoyio 18 Hr/mia (38 HM). Crax IIpu nipHeMe
cuiieHaduiaa BHYTph HATOLIAK JOCTHraercs B cpeaHeM B Tedenue 60 muH (oT 30 MuMH 10
120 mun). [Ipu npueme B coueTaHUM C XKUPHOU MHUINEH CKOPOCTh BCachiBaHUs CHMXKAETCS: Cmax
yMeHbIaeTcsi B cpegHeM Ha 29 %, a BpeMsi JOCTHKEHHUS! MAaKCUMaIbHOM KOHUEHTPAUUH (Tmax)
yBeIn4uBaercss Ha 60 MHMH, OZJHaKO CTeneHb aOCOPOIUH TOCTOBEPHO HE M3MEHsieTcs (ILUI0Ma b
noJ apMakokuHETHYECKOH KpuBO# KoHIeHTpanusa-Bpems (AUC) cumkaercs Ha 11 %).
Pacnpeoenenue

O6mwem pacnipenenenus cuiieHaduia B paBHOBECHOM COCTOSIHUM COCTaBisieT B cpeareM 105 .
CBs3b cuiieHadguIa 1 €ro OCHOBHOTO HUPKYJHpYOmero N-IeMeTHIbHOro MeTabomTa ¢ 6er-
KaMH IIJIa3Mbl KPOBH COCTABIISIET OKOJIO 96 % M He 3aBUCUT OT 00IIeH KOHIIEHTpalluK IIpenapara.
Menee 0,0002 % no3sl cunnenaduia (B cpeaneM 188 Hr) oOHapyxkeHo B criepMe yepe3 90 MuH
1ocje nmpueMa rnpernapara.

Memabonusm

Cunnenadpun merabonu3upyeTcs, IIaBHBIM 00pa3oM, B MEYEHH MO JIEHCTBHEM H30(EepMEHTOB
cucreMsl nuToxpoma P450: CYP3A4 (ocuoBHoi myTh) 1 CYP2C9 (nononHuTenbHbI#M myTh). Oc-
HOBHOH LMPKYJIMPYIOLIUHA aKTUBHBIA MeTaboIuT, oOpasyromuiics B pe3ysibrate N-1eMeTHImpo-
BaHMs cuieHadmiIa, MojBepraercs AaiabHeimeMy MeTtabonmu3My. CelneKTHBHOCTH IEeHUCTBHS
sTOro meradbonura B otHomeHun /1D comocraBuma ¢ TakoBOM criiZieHaduIa, a ero akTHBHOCTh
B oTHOmeHu:n ®J1D5 in vitro coctaBnseT okoiio 50 % akTuBHOCTH cwieHadwmia. KoHneHTpamms
MeTaboJIuTa B IIa3Me KPOBH 3710POBBIX J0OPOBOJIBIEB cOCTaBIIsLIa 0KOJIO 40 % OT KOHIIEHTpaIH
cuneHadpuna. N-1eMeTHIbHbI MeTaboUT MOABEpraeTes AalbHeleMy MeTab0oIu3My; TIEpHOT
ero noJtyBbiBeieHUs (T1/2) cocTaBiseT 0koJio 4 4acoB.

Buviseoenue

OO6mwmii kiupene cunneHaduna cocrapiset 41 yi/gac, a koneunsnii Ti, —3-5 gacos. [Tocne npuema
BHYTPb TaKXe Kak I10CJie BHyTPUBEHHOI'O BBEJICHHS CHIIIeHA(UI BHIBOAUTCS B BUE MeTaboIu-

TOB, B OCHOBHOM, KUIIIEYHUKOM (0K0J10 80 %) 1, B MEHbIIEH cTeneHu, nmoykamu (okoso 13 % ).



DapmakoKkunemuka y 0cobbix 2pynn nayueHmoe

Hooscunvie nayuenmoi

VY 310pOBBIX MOXMJIBIX MAIMEHTOB (CTapiie 65 jeT) KIupeHe cuiaeHaduia CHUXKEH, a KOHIICH-
Tpaius cBOOOIHOrO cuieHaduia B aMe KpoBu npuMepHo Ha 40 % BhIIe, 4eM Y MOJIOJBIX
(18-45 net). Bo3pact He OKa3bIBAaeT KIMHUYECKU 3HAYUMOI'O BIIMSHHUS HA 4acTOTY Pa3BUTHS I10-
604HBIX 3G PEKTOB.

Hapywenus ¢yynkyuu novex

VY nanuMeHToB ¢ MOYEYHOH HEJI0CTAaTOUYHOCTHIO JIerkoi crenenn (kaupenc kpearuHuna [KK] 60-
89 mu/muH) 1 cpenneii crenienu TsokecTr (KK —30-59 mur/mMuH) papmakokuHeTHKa cuiieHaduia
10CJIe OJJHOKPATHOTO ITpUeMa BHYTPS B 103 50 Mr He u3Mensietcs. [Ipu Tsokenoi crenenu noyey-
Ho# HepocTarouHocTH (KK<30 mM/mMuH) KupeHe criiieHaduIa CHUKAETCS, YTO IPUBOIUT K IIPU-
MepHO aBykpaTtHOMY yBenudeHuto 3HadeHuss AUC (100 %) u Cmax (88 %) 1o cpaBHEHHIO € Tako-
BBIMH [10KA3aTeISIMU ITPA HOPMAJIbHOM (DYHKITUH MOYEK Y MAIUEHTOB TOM e BO3PACTHOM IPyIIIbL.
Hapywenus ¢ynxkyuu nevenu

V nanueHToB ¢ nuppo3omM neveHu (craauu A u B o kiaccudukammu Yaitna-I1s10) kmupesc cu-
neHaduia CHIKaeTcs, 4To npuBoAMT K noBbimeHuo 3HadeHuss AUC (84 %) u Cmax (47 %) mo
CPaBHEHHIO C TAKOBBIMH ITOKA3aTEJISIMUA ITPA HOPMATBLHOU (DYHKIIUHU TIEYSHH y TTAlIUEHTOB TOH ke
BO3pacTHOM rpynmnbsl. apMakoKuHETHKA CuiieHaduIa y MalueHTOB C EYEHOYHOH He0CTaToy-

HOCTBIO TsDKeNnoi crenenu (crtaaus C no kiaccupukanuun Yaiina-I11p10) He u3ydasace.

Ilokazanus K NPUMECHECHHIO
Jleuenue Hapyme}mﬁ SPEKIHUH, XapaKTCPU3YIOIUXCS HECIMOCOOHOCTHIO K JOCTHKEHUIO HIIH CO-
XPaHCHHUIO 3PEKIUH I10JIOBOI'O YJICHA, JIOCTAaTOYHOM IS YAOBJIETBOPUTEIIBHOT'O IIOJIOBOTO aKTa.

Cunoenagpun r3¢pgpexmusen monvko npu cexcyanbHou CmumMynAyuU.

IIporuBonoka3anus

['unepyyBCTBUTENLHOCTD K CHIIIeHAGHITYy W/WIH JTFOOOMY M3 BCIIOMOTATEIbHBIX BEIIECTB B CO-
CTaBe IIpemnapara.

[IpuMeHeHre y ManUeHToB, MOJIyYAIOUIMX IMOCTOSHHO WM C MepepbIBaMU, JOHATOPHI OKCHAA
a30Ta, OpraHNYeCKUe HUTPAThl WJIK HUTPHUTHI B JIIOOBIX OpMaX, MOCKOJIBKY CHIIIEHA(HIT YCUITH-
BAaeT T'MIIOTEH3UBHOE JIEHCTBUE HUTPATOB (CM. pasjen «B3aumoeicTBre ¢ ApyruMu JeKapCTBEH-
HBIMH CPEJICTBAMHUY).

CoBmecTHOe mpuMeHeHHe HHrHOuTOpoB DJID5, BKIIOYas cuinneHadui, co CTUMYJISTOpaMH rya-
HWIATLUUKIIA3bl, TAKUMH KaK PUOIUIYaT, TaK KaK 3TO MOXXET NPHUBOJUTH K CUMIITOMATHYECKOM

THIIOTCH3UMH.



be3onacHocTh 1 3G PEeKTUBHOCTH CHiIeHadUIa IPH COBMECTHOM IIPUMEHEHHH C JAPYTUMH CpENl-
CTBaMH JICYCHHUS HAPYIIEHUI SPEKIIUHN HE U3YUYaAJIUCh, TI0ITOMY OJHOBPEMEHHOE IPUMEHEHHE I10-
JOOHBIX KOMOMHAIIUI He peKoMeHayeTcs (cM. pazzen « Ocobble yKa3aHusm»).

[TeueHouHast HEOCTATOYHOCTH TsiKeo# cTenern (kiace C no kiaccupukanuu Yana-I1s10).
O/HOBpEMEHHO# ITPHUEM PUTOHABHpA.

[Ipenapat He ciieyeT MPUMEHATh Y MYXXYHUH, KOTOPHIM HE PEKOMEHIYETCs CeKCyallbHasi aKTUB-
HOCTH (HampuMep, y MAIMEeHTOB C TSKEIBIMU CEPICYHO-COCYAUCTHIMH 3a00JI€BAaHUAMH, TAKUMH
KaK HecTaOWIbHAs CTEHOKap[Us WJIM XPOHHYECKas CepliedyHas HeJ0CTaTOYHOCTh TSKEJIOH cre-
TICHHU).

[lepeHeceHHbIE B TeUEHHE MOCIEAHUX 6 MecsleB HHGAPKT MHOKap/a UM UHCYJIBT, XKU3HEYTPO-
KaIOIMe apuTMHH, apTepuanbHas runotensus (AJ] menee 90/50 MM pT.cT.) WM apTepHaIbHAsA
runeprensus (Al') — AJ] 6omnee 170/100 mm pT.cT.

V nmanueHToB ¢ 3MU30/1aMU Pa3BUTHS NEepeIHEN HeapTepUUTHON UIIIEMUYECKON HeliponaTuu 3pH-
TEJILHOTO HEpBa C MOTEpel 3peHUsl Ha OJUH IJIa3, HE3aBUCHMO OT TOrO OBUIM JIM 3TH 3MH30/bI
CBSI3aHBI C TIPEIbIIYINUM IpUMEeHeHneM uaruouropa ®J195.

JlnarHocTHpOBaHHbBIE HACIIECTBEHHBIE 3a00JI€BaHHSI CETYATKH, B TOM YUCJI€ MUTMEHTHBIA peTH-
HUT (cM. pazzaen «OcoOble yKa3aHus»).

ITo 3aperucTpupoBaHHOMY IOKa3aHHIO CHIIZICHAQHIT He NTpeJHa3HauYeH /Ul IPUMEHEHHs y JeTeH
U TIOAPOCTKOB /10 18 ner.

ITo 3aperucTpupoBaHHOMY NOKa3aHHIO CHJIeHA(UI He NpeHa3HAYeH Ul IPUMEHEHUS y JKEeH-

ITUH.

C ocTOpOXKHOCTBIO

AnaroMudeckas gehopManus MOJIOBOTO WieHa (aHTyIISIus, KaBepHO3HbIH GuOpo3 miu 60e3Hb
[leitponn).

3aboneBaHus, Mpeapacnoararoiyue K pa3BUTUIO MpHANU3Ma (CEpIOBUIHO-KIETOYHAsT aHEMHUS,
MHOJKECTBEHHAs! MUEJIOMa, JIEHKO3, TPOMOOIIUTEMHS ).

3aboJieBaHuUs, COMPOBOXKIAOIINECS KPOBOTEUCHHEM.

S13BeHHast 60JIe3Hb JKETyIKa U JIBEHAIATHIIEPCTHOM KHUIIKU B CTaIHHU 000CTPEHHUSI.

IleuenouyHast HEOCTATOUHOCTB JIETKON M CPETHEH CTETIEHU TSKECTH.

[Toueunas HenoctarounocTh TspKenoi crenenn (KK menee 30 mur/mMun).

VY nmanueHTOB C 3MU30/10M Pa3BUTHUS NEpeIHeN HeapTepUUTHON MIIEMUYECKOW HeHponaTuu 3pu-
TEJIHOTO HEPBa B aHAMHE3e).

OnHOBpEeMEHHBIH pueM OJI0KaTOpoB alb(ha-apeHOPEEenTOPOB.



Hpnmenelme npHu Gepemem{ocnl H B IEPHOJ 'PYAHOr0 BCKApMJIMBAHHHA

[lo 3aperucTprpoBaHHOMY MOKA3aHUIO IpenapaT He NPeIHAa3HAYEH Ul IPUMEHEHHUS Y )KEHIIMH.

Cnocob npumMeHeHHUs H 103bI

BuyTps.

Pexomenmyemast 103a /it OOJNBIIMHCTBA B3POCIIBIX MAIIMEHTOB cocTaBiseT 50 Mr mpUMEpHO 3a
1 yac 1o cexcyanbHO# akTHBHOCTH. C y4eToM 3()()EKTUBHOCTH M NMEPEHOCHUMOCTH 71032 MOXKET
Ob1Th yBenmrueHa 10 100 Mr uiu cHIkeHa 10 25 Mr. MakcuManbHas peKOMeHyemasi 103a COCTaB-
asier 100 mr. MakcumanbHasi peKOMeH TyeMasi KpaTHOCTb IPUMEHEHHUS — OJIMH pa3 B CyTKH.
Hapywenusa ¢pynkyuu novex

[Ipu nerkoit u cpenHei crenenu TsHkecT mouevnou HepoctarouHoctd (KK 30-89 mi/mun) xop-
PEKTHpOBKA 1036l HE TpeOyeTcs, NMpH MOYeyHOW HemocTarouHocTH Tspkenoi crenmeHu (KK <
30 mn/mMuH) — 103y npenapara Kamactun® ceyer cHH3HTE 110 25 M.

Hapywenus ¢pynkyuu neuenu

[Tockonbky BbIBeieHHE cHiIeHa(uiIa HapylmiaeTcs y TMAlUEHTOB C TOBPEXKIACHHEM IIEUCHH

(B YaCTHOCTH, IIpH LUPPO3e), 103y npenapata Kamactun®

CJIeTyeT CHU3UTH 10 25 MT.
Coeémecmnoe npumeHneHnue ¢ Opy2umMu J1eKapCmeeHHbIMU CPEOCmEamu

[Ipu coBmecTHOM npuMeHeHHH ¢ uHTHOUTOpamMu u3odepmenta CYP3A4 (3puTpOMHUIINH, CaKBU-
HaBUD, KETOKOHA30JI, UTPAKOHA30J1) HaYaJlbHas J103a Ipenapara JI0JDKHA COCTaBIATh 25 MT (CM.
paszen «B3aumoeicTBUE C IPyTUMU JIEKAPCTBEHHBIMU CPEICTBAMEY).

YT1006BI CBECTH K MUHUMYMY PUCK Pa3BUTHS MOCTYPATbHON TMIIOTEH3UH Yy MAlUEHTOB, MPUHHUMA-
IOIIHX 0-aIPEHOOIOKATOPEI, IPHEM IIperapara cjieyeT HauuHaTh TOJILKO IOCIIe JOCTHIKEHHS CTa-
OunM3anuyu reMoIMHAMUKH y 3TUX nanueHToB. Clieyer Takke pacCMOTPETh 1eJIecO00pa3HOCTh
CHHIKEHMS HadanbHOM 10361 ipenapata Kamactun® (cM. paszenst «Ocobble ykasanus» u «B3au-
MOJIEHCTBUE C IPYTUMH JIEKAPCTBEHHBIMU CPEJICTBAMUY).

Hoxcunvie nayuernmol

Pexomenayemas HavaibHas J103a Mpenapata Juis NAllMeHTOB B BO3pacTe OT 65 JeT U crapiie —
25 mr. YuutsiBas 3¢ GpeKTHBHOCTH ¥ IEPEHOCUMOCTh HAYaJIbHO#M 103b1, IPH HEOOXOAMMOCTH, BO3-

MO>KHO MOIIaroBoe yBejuueHue 10361 10 SO mr wium 100 mr.

IToGounoe neiicTBHE

Haubonee yacteiMu no6ounbMu 3¢ dexramu ObUTH rosoBHast O0JIb U KITPUTHBBIY.

O6pryH0 MobounbIe 3¢ dekTh! cueHaduna cinabo Wik YMEPEHHO BBIPAXKEHBI U HOCSIT MPEX0/s-
LU XapakTep.

B wuccrnenoBanusx c INIPpUMCHCHUEM (bHKCHpOBaHHOﬁ J03bI IIOKa3aHO, YTO YaCTOTa HEKOTOPLIX
(o]



HE)XeNlaTeIbHBIX SIBJICHUH NMOBBIINACTCS C YBEINYEHUEM JI03BL.

Kiaccudukaiiis 4acToThl pa3BUTHs HEXeNaTebHbIX peakuuit: ovens yacmo — > 10 %, vacmo —
> 1% u <10%, newuacmo —> 0,1 % u <1 %, peoko —> 0,01 % u < 0,1 %, ovenwv peoxo —< 0,01 %,
yacmoma Heuz8ecmHa — HEBO3MOXKHO OTIPEIEIUTh Ha OCHOBE UMEIOIIUXCS JaHHBIX.

Co cmopoHbl UMMYHHOU CUCIEMbI

Heuacmo: peakuiy MOBBIIIEHHOW YyBCTBUTEILHOCTH (B T.4. KOJKHAs CHIIlb), a/LIEPTHYECKHE pe-
aKIUH.

Co cmoponbst opzana 3peHus

Yacmo: 3aTyMaHeHHOE 3peHHe, HapylIeHHe 3peHuUs, [IHaHOICUs; Heuacmo: 60Ib B T1azax, poro-
¢bobus, hoTorcus, XpOMaTOICHs, TOKPACHEHHE CITU3UCTOH 00OJOYKH TJ1a3/MHBEIMPOBAaHHOCTh
CKJIEp, U3MEHEHHE SPKOCTH CBETOBOCIPHSITHS, MUIpPHA3, KOHBIOHKTHBHUT, KPOBOHM3JIUSHHUE B
TKaHU IJ1a3a, KaTapakTa, HapylieHHe paboThl CI€3HOTO almapara; peoko. OTeK BEK M IPUIIEraro-
IIAX TKaHEeH, OLIyIIEeHHE CyXOCTH B IJla3aX, HAJIMYUE Pay>KHBIX KPYrOB B IOJIE 3PEHHs BOKPYT
MCTOYHHMKA CBETA, MIOBBIIIEHHAs YTOMJIIEMOCTb IJ1a3, BUJCHUE IPEJMETOB B JKEJITOM I[BETE (KCaH-
TOIICHS), BUJICHHE IIPEJIMETOB B KPACHOM IIBETE (IPUTPOIICHS), TMIIEpeMHs] KOHBIOHKTUBBI, pa3-
JpakKeHHe CIU3UCTOM 000JI0UKH IJ1a3, HENPUATHBIE OLTYIIEHHS B IJIa3aX; Yacmoma Heu36ecmua:
HeapTepUUTHAs Nepe/IHss UIIEeMHUYecKash HEeBPONaTHsl 3PUTEIBHOTO HEPBA, OKKIIO3Us BEH CET-
4aTKu, Je(eKT moseit 3peHus, JUIIONHs*, BpeMeHHas OTeps 3pEHUs] WM CHUKEHUE OCTPOTBI
3pEHUs], TIOBBIIICHHE BHY TPUIJIA3HOTO JABJICHHUS, OTEK CEeTYAaTKH, 3a00JIeBaHUs COCYIOB CETUATKH,
OTCJIOWKA CTEKJIOBU/IHOTO TeJla/ BATPEOPETUHAIbHAS TPAKIIHSL.

Co cmoponwl opzana cnyxa u 1abupunma

Heyacmo: BHe3ammHOE CHU)KEHHE WIIH MTOTEPs CIIyXa, IIyM B yInax, 00Jb B yIIax, 3B0H B yIlax.
Co cmoponw cepoya

Heuacmo: taxukapus, OIIyIIEeHHE cepAleOueH s, YBeINYeHHE YaCTOThl CEpACYHbIX COKpaIlle-
HUH, HecTaOUIIbHAS CTEHOKAp/Ms, aTPHOBEHTPUKYJIsApHas Oyiokana, MH(apKT MHOKapja, ocTa-
HOBKa cepjla, cepieyHas HeJOCTaTOYHOCTh, OTKJIOHeHus Ha OKI', kapauoMuonaTus; peoko:
bubpwLIAIHS Ipecep/Iuii, BHE3aMHAas CepAEeYHas CMEPTh*, JKeITyJ0UKOBasi apuTMHUs ™.

Co cmoponbt cocyoos

Yacmo: «IPUIHBBIY; HeYacmo: CHWKEHUE apTepUaIbHOTO JIaBJIeHHs], TPOMOO03 COCYI0B I'OJIOB-
HOT'O MO3Ta, MOBBIIIEHUE apPTEPUATBHOTO JIaBJICHHUS.

Co cmoponbl Kpogu u 1uMpamuyeckoii cucmemobl

Heyacmo: anemusi, TeHKOTICHUSI.

Hapywienua memabonuzma u numaHus



Heyacmo: omymeHue jkax/Ibl, OTEKH, [oJ1arpa, HEKOMICHCUPOBAHHBIN caxapHbIi quaber, Tu-
NepriukeMusi, nepudepudeckue 0TeKH, THIepyPUKEMHUS. THIIOTJIMKEMHUS], THIIEPHATPHEMHSL.

Co cmopoHnbl ObixamenbHOU cucmembl, Op2aH06 2PYOHOU K1emKuU U CPe0oCmeH U

Yacmo: 3al10)K€HHOCTh HOCA; Heuacmo: HOCOBOE€ KPOBOTEYEHUE, PUHHUT, OpOHXHAJIbHAs acTMa,
JTACITHOD, JJADUHTHUT, (PApUHTHT, CHHYCHT, OPOHXHT, yBeJIMYeHHE 00BEMA OTAETSIEMOH MOKPOTHI,
YCUJICHHE Kallllsl; peoKo: IyBCTBO CTECHEHHS B rOpJjie, CYXOCTh CIU3UCTON 00OJOYKH MOJIOCTH
HOCA, OTEK CITM3UCTOM 000JI0YKH IIOJIOCTH HOCA.

/Kenyoouno-kuweunvie Hapywienua

Yacmo: TOIIHOTA, TUCTIETICUS; Heyacmo. racTpodsodareanbHas pediokcHas 00se3Hb, pBOTA,
007b B 00J1aCTH )KUBOTA, CYXOCTh CJIM3UCTON 00O0JIOUKH MOJIOCTH PTa, IIIOCCUT, TAHTUBUT, KOJIUT,
mucarus, racTpuT, TaCTPOIHTEPHUT, 330()aruT, CTOMATUT, OTKJIOHEHHE «IIE€YEHOYHBIX)» (YHKIHU-
OHAJIBHBIX TECTOB OT HOPMBI, PEKTAILHOE KPOBOTEUCHHE; peOKO. THIIECTE3Hs CIU3UCTOU 000-
JIOYKH IOJIOCTH pTa.

Co cmopoHbl MbluieuHOU, CKelemHOU U COCOUHUMEIbHOU MKAHU

Yacmo: Gosb B CIUHE; Heyacmo: MAAITHs, 00JIb B KOHEUHOCTSX, apTPHUT, apTpO3, pa3phiB CyXoO-
*KUJIMH, TCHOCUHOBHT, O0JIb B KOCTSIX, MUACTEHHUS!, CHHOBHT.

Hapywenus co cmopoHbsl nouex u Mo4egble00auiux nymei

Heuacmo: 1MCTUT, HUKTYpUsl, HeAEP)KaHUE MOYH, TeMaTypHsl.

Hapywenus co cmoponsl penpodyKkmugHoli cucmemsl U MOJI0OYHbBIX Jicene3

Heuacmo: yBenn4eHne MOJIOUHBIX JKeJie3, HapyIIeHUE Ky JISIUN, OTEK TeHUTAJIui, aHOpra3Mus,
reMaToCIepMHusl, NOBPEXKICHHE TKaHE! MOJIOBOTO WICHA; peOKo. JTUTENbHAs SPEKIIHS H/WITH TPU-
anu3M, KpPOBOTEUEHHE U3 IIOJIOBOTO WIEHA.

Co cmoponbl HepeéHOUl cucmembl

Ouenv yacmo: ronoBHas 00JIb; Yacmo: TOJIOBOKPYKEHHE; HeYacmo: COHIIMBOCTh, MUTPEHb, aTaK-
CHsl, TUIIEPTOHYC, HEBPAJITHsI, HEUPOIATHS, ITAPECTE3Us, TPEMOP, BEPTHT'O, CHMIITOMBI JIETIPECCHH,
OeccoHHuUIa, HEOOBIYHBIE CHOBUJICHUS, TIOBBIIIEHHE PEQIIEKCOB, THIIECTE3US; peoKo: CyI0poru*,
IIOBTOPHBIE CyA0pOru*, 0OMOpOK, HapyIIIEHHE MO3TOBOT0 KPOBOOOpAIIICHHsI, TPAH3UTOPHAS HIIIe-

MHU€ecKas aTaka.
Co cmopoHbl Kodcu U NOOKONCHOU K1emYamKu

Heyacmo: xoxHasl ChIllb, KPAITMBHUILIA, TPOCTOM repriec, KOXKHBIN 3y, HOBBIIIEHHOE OTOOTAEE-
HHE, U3BSA3BICHUE KOXKH, KOHTAKTHBINA JEPMATUT, SKCHOIHATHBHBIN JIEPMATHT; YaCmoma Heus-

séecmna — cuaapoM CtuBeHca-/[)KOHCOHA, TOKCHUECKHH 3MUAEPMAIBbHBIA HEKPOJIH3 (CHHIPOM
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Jlaienna).
Ilpouue

Heuacmo: omyineHue xapa, OTeK JIMIa, peakius ¢oToUyBCTBUTEIBHOCTH, OK, ACTECHHUS, IIOBbI-
IIEHHAs YTOMJIIEMOCTh, 00JIb Pa3IMYHON JIOKATHU3AIMHU, 03HOO, cTydaifHble najeHus, 6071b B 00-

JIaCTH TPYIHOM KJIETKH, CITy4alfHble TPaBMBI; peOKO. Pa3IpakuTeIbHOCTb.

* HexxenareabHble p€aKknuu, BBIBJICHHBIE B IIOCTPETACTPALIMOHHOM II€PHOAC NPUMEHEHUSA CUJI-

neHagua.
OcnoxcHeHuA co cmoponsl cepoeyHO-COCYOUCHOU CUCMEMbL

B xoz1e mocTperucTpaiiMOHHOro nepuo/ia HabJIoAeHUs 3a MAMEeHTAMU [I0JTyYaBIIUMH CHIIZICHA-
Gun I TeYeHus SPEeKTHIIBHON TUCHYHKIUN cOOOIATOCh O TaKMX HEXETATe/IbHBIX SIBICHUSAX,
KaK TSDKEJIbIE CepIeYHO-COCYAUCTHIE OCTIOXKHEHHS (B TOM YHCiie HHPAPKT MUOKap/a, HeCTaOUIb-
Hasi CTEHOKap/Iusi, BHE3aITHAs CepeUHasi CMEPTh, )KETyJOYKOBas apUTMHUs, TeMOpparu4ecKuii MH-
CYJIbT, TPAH3UTOPHAS HIIIEMHYECKas aTaKa, THIIEPTEH3Ms U TUIIOTEH3HUs ), KOTOpbIe UMETH BpEMEH-
HYIO CBSI3b C MPUMEHEHHEM cuiiieHaduiIa. BoNbIIMHCTBO 3TUX MAIMEHTOB, HO HE BCE M3 HHX,
uMen (aKkTOphl pUCKA CEPAEUHO-COCY IUCTHIX OCIOKHEHHH. MHOTHE U3 YKa3aHHBIX HEXKelaTellb-
HBIX SIBJICHUH HAOJIOIAIUCH BCKOPE MOCTIE CEKCYaIbHON aKTUBHOCTH, U HEKOTOPBIE U3 HUX OTME-
YaJuch Mocie mpueMa cuiieHadguia 6e3 nmocieayronei cekcyaibHoi aktuBHOCTH. He mpencras-
JSI€TCs BO3MOXKHBIM YCTAHOBUTh HAJIMYUE MPSMON CBSI3U MEXTy OTMEUYABIIUMHUCS HEXEIaTellb-

HBIMU SIBJICHUSIMU M YKa3aHHBIMH HJIH HHBIMH (DaKTOpaMu.
Hapywenua co cmopomsl opzana 3peHun

B penxux ciayyasix BO BpeMsi OCTPETUCTPALIMOHHOTO MIPUMEHEHHUs1 Bcex uHruouropos @105, B
TOM 4YHClIe cHiAeHaduIa, coodIand 0 HeapTepUUTHOM NepeaHel MIeMUYecKod HeWponmaTuu
3putenbHoro Hepa (HIIMH3H) — peaxom 3aboneBanny ¥ NprUUMHE CHUKEHUS WM NIOTEPH 3pe-
HUs. Y OOJBIIUHCTBA U3 ATUX MAIIMEHTOB ObUIM (PaKTOPBI pUCKa, B YACTHOCTH CHH)KEHHE OTHOLIE-
HUS JUaMEeTPOB KCKaBallM¥ U JMCKA 3pUTEIIBHOTO HepBa («3aCTOWHBINA TUCK»), BO3PACT CTapIle
50 ner. caxapHblii quabeT, apTepualibHas THIEPTEH3Hs, HIleMHudeckast 00J1e3Hb cepAla, TUIepIiu-
nueMus U Kypenue. B o0cepBallmOHHOM HCCIIEIOBAHUH OLIEHUBAIIN CBSI3aHO JIM HEJAaBHEE IIPHU-
MEHEeHHe IpenapaToB Kiacca uHruoutopoB ®J195 ¢ octpeiv Havanom HIIMH3H. Pesynbrarer
yKa3bIBAIOT Ha MpUOIM3uTeNsHO 2-KpaTHoe nobimenue pucka HIIMH3H B npenenax 5 nepuogon

nocie npuMeHenus uaruoutopa ®/155.

CornacHo OHy6J'II/IKOBaHHI)IM JATEPATYPHBIM JaHHBIM, TIOJHYHAsA 4YacCcTOTa BO3HHUKHOBCHHA

HIIMH3H cocraBnser 2,5-11,8 ciydaeB Ha 100 000 myxunH B Bo3pacte > 50 netr B oOmei
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nonysuud. CrieayeT peKoOMeH/I0BaTh MaleHTaM B CIIydae BHE3aIHOM IIOTEPH 3pEHHs IpeKpa-
THTH TEPANHIO CHIICHAQUIOM U HEMEUIEHHO MTPOKOHCYITUPOBAThCS ¢ BpadoM. Jluna, y koto-
pbix yxe Obut ciayuait HIIMH3H, umeror noseinmnenssii puck peuuausa HITMH3H. ITosromy
Bpady clieyeT 00CYIUTh JaHHbIH PUCK C TAKUMH MAIHEHTaMH, a TaK)Ke 00CYyIUTh C HUMH IIOTEH-
[MaIbHbINA MaHC HeOIAronpusaTHOro Bo3aeicTBust uHruOouTOopoB ®J125. Maruduropsr ®J105, B
TOM YHCIIe CHIIeHAdWI, y TAKUX NMAIHEHTOB CJIEAYET MPUMEHSTH C OCTOPOKHOCTBIO U TOJIBKO B

CUTyalusX, Korja OXxXuaacmMas 1oJib3a IpEeBbIIIacT PUCK.

HpI/I INPUMCHCHHUH ITPpEIIapaToB CI/IJ'I}ICHa(bI/UIa B 103aX, IIPEBhIINIABIINX PEKOMECHIYCMBIC, HEXKEIIA-

TeJIbHBIE ABJICHUS OBbLIN CXOJHBIMH C OTMEYEHHBIMHU BBIIIC, HO 00BIYHO BCTPEHAIHUCH Yallle.

Ecnu nobvie u3z ykazanHvlx 6 UHCMPYKYyuu HextcelamenvHulx peakyuii ycyayonsiomes, uiu Bol samemunu

nobble Opy2ue Hedlcenamenbhble peaKyuu, He YKa3aHHble 8 UHCIMPYKYuu, coobujume 00 5mom 6payy.

Ilepeno3upoBka

[Ipn ogHOKpaTHOM mpueme cuiaeHaduia B go3e 10 800 Mr HexenaTeabHbIE SBICHUS ObUTH Ta-
KUMH K€, KaK U MpH npueMe cuiieHaduia B 6o1ee HU3KUX J103aX, HO BeTpedanuch vame. [Ipu-
MeHeHue 10351 200 MI' He TPUBOIMIIO K NOBBIIEHUIO 3 (HEKTUBHOCTH CHIZICHa(uiIa, OHAKO, Ya-
CTOTa MOOOYHBIX peakiuii (roloBHas 60JIb, KIIPHIIMBBIY, FTOJIOBOKPYKEHHUE, TUCTIETICUS, 3aJI0KEeH-
HOCTb HOCa, HapyIIeHHE 3pEHNUS) YBEIHIHBAIACK.

Jleyenne cumntomaruyeckoe. ['eMouanu3 He yCKOpSET KIHMPEHC CUiIIeHaduIIa, TaK KaK ocye/-

HUM aKTUBHO CBSI3BIBAETCS C O€JIKaMHM IIa3Mbl U HE BBIBOJAUTCS MOYKAMHU.

B3aumopeiicTBHe ¢ APYrHMH JIEKAPCTBEHHBIMH CPeACTBAMH

Bnusanue opyzux nekapcmeeHHbIX npenapamos Ha (papmaKkoKuHemuKy cuioeHauna
Merabonmu3m cuneHaduia IPOUCXOAUT B OCHOBHOM IO/ JEHCTBUEM H30()EPMEHTOB CHCTEMBI
utoxpoMa P450: CYP3A4 (ocuoBroit myTh) 1 CYP2C9 (nonomHUTENbHBIN 1Ty Th), IO3TOMY HH-
TUOUTOPBI 3THX U30()ePMEHTOB MOTYT YMEHBIIATh KIMPEHC CUIIeHaduIa, a HHIYKTOPBI, COOT-
BETCTBEHHO, YBEJIMIHBATh KIMpeHC cuiaeHadmia. OTMe4eHO CHHKEHUE KIIMpeHca cuiiieHaduna
IpHU OJJHOBPEMEHHOM IpUMeHeHUH HHruouTopoB n3opepmenta CYP3 A4 (keTokoHa301, 3pUTPO-
munuH, numetuauH). [lumernmun (800 mr), Hecnmenuduyeckuit wHruOUTOp H30PEpMEHTA
CYP3 A4, npu coBMecTHOM npreMe ¢ criiieHaduaoM (50 Mr) BbI3bIBAaET MOBBIIIEHUE KOHIICHTPA-
UM cuiieHaduia B wiasme Ha 56 %. OxgnokpatHbii npueM 100 Mr cunieHaduia COBMECTHO ¢
spuTpoMunHOM (1o SO0 Mr/cyTku 2 pa3a B JieHb B TE€YCHHE 5 THEH), Crieu(pUIeCKUM UHTUOU-
topoMm m3ophepmenta CYP3 A4, Ha poHe TOCTHKEHUS TOCTOSHHON KOHIIEHTPAIIHH SPUTPOMHUIIMHA
B KpoBH, puBOAUT K yBermmueHuio AUC cunnenaduna Ha 182%. [Ipu coBMecTHOM mpueme cuii-
nenaduna (ogaokpartHo 100 mr) u cakBuHaBupa (1200 mr/aess 3 pasa B 1eHb), uHruouropa BUY-
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npoteasbl 1 u3odhepmernta CYP3A4, Ha GoHe TOCTHIKEHUS IOCTOSHHON KOHIIEHTPAIUU CAKBHHA-
BUpa B KpoBH Cmax cHieHaduIa noseimanack Ha 140 %, a AUC yBenuuuBaniack Ha 210 %. Cun-
neHadu1 He OKa3bIBaeT BIMSHUS Ha (hapMaKOKMHETHKY CaKBHHaBHpa. boiiee cuibHble HHTUOU-
topsl u3opepmerTa CYP3 A4, Takre Kak KE€TOKOHA30J M HTPAKOHA30JI, MOTYT BBI3bIBAaTh U OoJiee
CHJIbHBIE U3MEHEHUs (PapMaKOKUHETUKH CHIieHadua.

OnHoBpeMeHHOE TpuMeHeHHe cuiieHadmia (ogHokpatHo 100 mr) u putonasupa (mo 500 mr
2 pa3a B cyTkH), uHrHOuTOopa BUU-npoTeassl U CHIBHOTO HHTHOMTOPA H30(EPMEHTOB CHCTEMBI
utoxpoMa P450, Ha poHE TOCTHIKEHUS MOCTOSHHON KOHIIEHTPALUH PUTOHABHpA B KPOBH IPHU-
BOJUT K yBeTHueHHIO Cmax cruiienaduna Ha 300 % (B 4 pasza), a AUC Ha 1000 % (8B 11 pa3). Uepes
24 yaca KOHIIEHTpaI¥s cuiieHaduIa B r1a3Me KpoBH cocTaBisieT okosio 200 Hr/mi (Tocie oaHo-
KpPaTHOTO NPUMEHEHUS OJHOTO cuiieHaduna — S Hr/mi). D1o coriacyercs ¢ 3¢ peKToM puToHa-
BUpPA Ha MIMPOKHHA Auana3oH cybctpaToB muroxpoma P450. Cunnenadun He Biusier Ha papmako-
KMHETHKY PUTOHABUpA. Y UUTHIBAs 3TH JIaHHBIE, OJTHOBPEMEHHBIH TPUEM PUTOHABUPA U CHIIJICHA-
¢una nporuBonokaszan. B mobom ciiyyae MakcuMmalbHas 103a CHIieHauIa HA IPH KakuX 00-
CTOSATENICTBAX HE JOJDKHA MPEBBIIATh 25 MT B TeueHHe 48 yacos.

Ecnu cunpeHadgun nNpHHAMAIOT B PEKOMEHIYEMBIX 033X MAIlMEHTHI, MOJTy4Yarollie OJXHOBpE-
MeHHO cuiibHble HHTHOUTOPHI H30hepMeHTa CYP3 A4, To Cmax cCBOOOJHOTO cHIIeHAdHIIA HE TTPE-
BoimaeT 200 HM, u npenapat XopoIno NepeHOCHTCS.

OnHOKpaTHBIN MpHEM aHTalKa (MarHus TUAPOKCH 1a/aTFOMUHIS THAPOKCH IA) HE BIUSET Ha OHO-
JOCTYITHOCTh CHIIIeHaduIa.

Huruburops! uzopepmenta CYP2C9 (tonbyramun, Bapdapun), uzopepmenta CYP2D6 (cenek-
THUBHBIE HHTUOUTOPHI 0OPAaTHOTO 3aXBaTa CEPOTOHMHA, TPULMKIMYECKHE aHTH/ICTIPECCAHTHI), TH-
a3uHbIC U THA3UAO0NONO0HBIE MUY PETUKU, HHTHOUTOPHI AIID 1 aHTarOHUCTHI KaJIbIUs HE OKa-
3bIBAIOT BIUSHUS HA (JapMaKOKHHETUKY CHIieHaduIa.

AzutpomunuH (500 mr/cyT B Teuenue 3 nHeit) He oka3biBaeT BIUSHUS HA AUC, Crax, Tmax, KOH-
CTaHTy CKOpOCTH BbIBe/ieHUs U T2 cunenaduia Uik ero OCHOBHOTO UPKYJTHPYIOMET0 MeTabo-
JMTA.

B uccenenoBaHusx ¢ ydacTHeM 370pOBBIX JOOPOBOJIBIIEB MPU OJHOBPEMEHHOM ITPUMEHEHHH aH-
TaroHWCTa SHJAO0TEIMHOBBIX pelenTopoB, 603eHTana (uHayKTOop H3ohepmenta CYP3 A4 (ymepen-
Heli), CYP2C9 u, Bo3moxuHo, CYP2C19) B paBHOBecHO# KOHIEHTpaiwuu (125 Mr .nBa pasa B
CYTKH) U cHIIeHaduIa B paBHOBECHOU KoHIIeHTpaIu# (80 Mr Tpu pa3a B CyTKH) OTMEYAIOCh CHH-
keHue AUC U Cmax cunieHaduia Ha 62;6 % u 52,4 %, COOTBETCTBEHHO.

[Ipennomnaraercs, 4T0 OJHOBPEMEHHOE NPUMEHEHUE CHIIIEHA(pHIa C MOIIHBIMU HHIYKTOpaMH
n3opepmenta CYP3A4, TakuMu Kak pudaMITHIIHH, MOXKET IPHBOIUTEH K OOJIBIIEMY CHHKEHHIO
KOHIICHTpaIK cuiieHadua B 1ia3mMe KpoBH.
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Bnusanue cundenaguna na opyzue nekapcmeeHHole cpeocmea

Cunnenapun sisercs ciaabbiM MHrHOMTOpOM H30depmeHTOB 1uroxpoma P450 - 1A2, 2C9,
2C19,2D6, 2E1 u 3A4 (MKs0>150 Mmxmois). [Tpu mpueme cunieHaduia B peKOMEHIYEMBIX 103aX
ero Cmax COCTaBIISIET OKOJIO | MKMOJIb, TOTOMY MaJIOBEPOSITHO, YTO CHJIIEHAGHI MOXKET MOBJIH-
ATh Ha KJIMPEHC CyOCTpaTOB 3TUX U30()epMEHTOB.

Cunnenadu yCHIMBaeT THIIOTEH3UBHOE JIEHCTBUE HUTPATOB KaK MY JUIUTEILHOM IPUMEHEHUU
MIOCJIETHUX, TaK U IPU MX Ha3HAUYEHHH IO OCTPBIM MOKa3aHUSM. B CBS3M ¢ 9TUM, IpUMEHEHHE
cuiieHaduIa B COYETAaHUH ¢ HUTPATaMHU WJIH JOHATOPAMHU OKCHJIa a30Ta MPOTUBONIOKA3AHO.

[Tpu oHOBpEeMEHHOM TpHEMe 0-aIpeHob0KaTopa ToKca3zo3uHa (4 Mr u 8§ Mr) u cuwineHaduna
(25 mr, 50 mMr u 100 Mr) y nanueHToB ¢ J0OpOKaYeCTBEHHON TMIIepIUIa3HeN MpeIcTaTeIbHON XKe-
7e3bl CO CTaOWIBHOM TeMOJUHAMUKON CpeqHee OMOJIHUTEIbHOE CHUIXKEHHE CHCTOJINYe-
CKOT'0/JIMaCTOJINYECKOTO apTepHATBHOTO IaBJICHUS B IOJIOXKEHUH JieXKa Ha CIIUHE COCTAaBIISLIO
7/7 MM pT. CT., 9/5 MM pT. cT. 1 8/4 MM PT. CT., COOTBETCTBEHHO, a B IIOJIOKEHUH CTOS — 6/6 MM
pT. cT., 11/4 MM pT. cT. 1 4/5 MM pT. CT., cooTBeTcTBeHHO. COO0IIaeTcs 0 peAKHX Clydasx pa3Bu-
THS y TaKUX NAIUEHTOB CUMITOMATHYECKON MOCTYPATbHON THIIOTEH3UH, IPOSIBIISBLICHCS B BUJIE
rOJIOBOKpY KeHH#H (6e3 00Mopoka). Y OTAEIbHBIX YyBCTBUTEJIBHBIX MAIIMEHTOB, MOJIYYaIOIHUX 0~
a/ipeHo0JI0KaTOPhI, OJHOBPEMEHHOE IPUMEHEHHE CUJIIeHa(HIa MOXKET PUBECTH K CUMITTOMATH-
YECKOM T'MIIOTEH3UHU.

[Ipu3HaKkoB 3HAUUTENHHOTO B3aMMOAEHUCTBHS ¢ TosOyTtamuaom (250 mr) wim BaphapuHOM
(40 mr), kotopsie Metabomu3upytorcs uzopepmentrom CYP2CY, He BBIsSBIECHO.

Cunnenapun (100 mr) He okaspiBaeT BIMSHHS Ha (papMakoKHHETHKY HHruburopo BUU-
poTeasbl, CAKBUHABUPA, ABJsIOIuXcst cyocrparamu u3zodepmenta CYP3A4, npu ux nmocTosH-
HOM YPOBHE B KPOBH.

Cunnenadui (50 Mr) He BBI3BIBAET JAOMOJHUTEIHHOTO YBEJIMYCHUS BPDEMEHH KPOBOTEUCHHS TIPH
[IpUeME alleTHICATUIMIOBOM KUCTIOTHI (150 mr).

Cunnenadun (50 Mr) He yCHIMBAET IHIIOTEH3UBHOE JIEHCTBHE AJIKOTOJISL Y 3I0POBBIX 100POBOJIb-
1IeB IIPU MAKCUMAaJIbHOM KOHIIEHTpaluy ankorosis B kpoBu B cpeHeM 0,08 % (80 mr/mm).

V nanmeHTOoB C apTepUabHOM THNIepTeH3KMel MPU3HAKOB B3auMoieiicTBus cuieHadua (100 mr)
C aMJIOJUIIMHOM He BbIsIBIeHO. Cpe/iHee IOTOIHUTENbHOE CHIDKeHHE A/l B TOJIOKEHUH Jiexka Co-
CTaBJISIET 8§ MM PT. CT. (CHCTOJIMYECKOTO) U 7 MM PT. CT. (IHACTOJIMYECKOTO).

[Ipumenenue cunaeHaduia B COUETAHUU C THIIOTEH3UBHBIMU ITpenapataMy He MPUBOIUT K BO3-
HUKHOBEHHIO JIONIOJTHUTEIbHBIX HEXKEJIATeIbHBIX PEaKIHii.

OnHOBpeMEeHHOE MpUMEHEeHHE cuilieHaduIa B paBHOBECHOM COCTOSIHUH (80 MT TpH pa3a B CyTKH)
npuBoUT K NMOBBIIEHUI0 AUC u Chax 603eHTana (125 mr aBa pasa B cyTku) Ha 49,8 % u 42 %,
COOTBETCTBEHHO.
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Oco0ble ykazanusi

Jns IMarHOCTHKM HApPYLIEHHH SPEKIMH, ONPEIe/ICHUs NX BO3MOXHBIX IIPUYHMH U BBIOOpA aJeK-
BaTHOTO JICYCHHUS HEOOX0IUMO cOOpaTh MOJIHBIN MEAUIIMHCKII aHaMHE3 U IIPOBECTH TLIATEIILHOE
¢dusukanpHOe obcnenoBanue. CpeacTsa JedeH s SPEKTUIBHOH TUCHYHKINH JODKHBI HCIIOIB30-
BaThCS C OCTOPOXKHOCTHIO y MAIIMEHTOB C aHATOMHYECKOH AieopManiueii IoJI0BOro 4ieHa (anry-
JISIHsI, KaBEPHO3HBIN (uOpo3, 6ose3ns [leiiponn), WK y NalueHToB ¢ (aKToOpaMu pHCKa pa3BH-
THSI IpUanu3Ma (CeproBHIHOKIETOYHAs aHEMUS, MHOXKECTBEHHAsi MHEJIOMa, JIEHKEMHUs).
Coo0mmanoch 0 cirydasx pa3BHTHS THTEIBHOW SPEKIUM M NpuanusMa. B ciydae coxpaHeHHs
SpPEKIIUH B TeueHue OoJiee 4 4acoB CiieyeT HEMEAIEHHO 00paTUTHCS 32 MEUIIMHCKOM ITOMOIIBIO.
Ecnu Tepanus npuanu3ma He Oblla IPOBE/IeHA HEMEUIEHHO, 3TO MOXKET IIPUBECTH K MOBPEXK/Ie-
HUIO TKaHEeH M0JIOBOrO WieHa U HeoOpaTUMOH yTpaTe MOTEHIUH.

[Ipenapatbl, npeaHa3HAYESHHBIE JUIS JICUCHUS HApYIIECHUH SPEKIUH, HE CIeyeT Ha3Ha4yaTh MyXK-
YUHaM, JUIsi KOTOPBIX CEKCyalbHasi akTHBHOCTh HEXeJlaTelIbHa.

CekcyanbHasi akTHBHOCTb ITPEJICTABIISET ONPEIEIEHHBIA PUCK IPH HAJTMYUH 3a00JIeBaHui cepala,
MI03TOMY IIepel HayaaoM JTI000# Tepamnuy 1o NOBOy HapyIIeHUH 3peKIUU Bpady ClIeAyeT Halpa-
BUTH NaIMEeHTa Ha 00C/IeI0BaHUE COCTOSIHUS CEPAEUHO-COCY TUCTON CUCTEMBI.

CekcyasibHasi akTHBHOCTh HE)KeJIaTelIbHA Y MAlUEHTOB C CEPJICYHON HEI0OCTaTOYHOCTHIO, HECTA-
OMIBHOM CTEHOKApIUei, IIepeHECEHHBIM B MOCIEIHHE 6 MecsAIeB HHPAPKTOM MUOKAp/ia U UH-
CYJIBTOM, )KA3HEYTPOXKAIOIIIMMHU apUTMHSIMH, apTepuaibHoi runeprensueit (Al > 170/100 mm pT.
CT.) WM aprepuanbHoOi runotensueit (AJl < 90/50 mm pr. cr.). [Ipuem cunnenaduna y Takux
MAIMEHTOB IPOTHBOIOKA3aH. B KIMHUYECKUX UCCIIEI0BAaHUSX IT0KA3aHO OTCYTCTBUE pa3IHuuil B
yactore pa3BuThs HH(papkTa Muokapaa (1,1 zva 100 yenoBek B roJ) WJIM 4acTOTE€ CMEPTHOCTH OT
cepaedHo-cocyaucThix 3aboneBanuii (0,3 Ha 100 yenoBek B rof) y NanMeHTOB, MOIyYaBIIUX CHII-
JneHaduiI, 1o CPaBHEHUIO C MAIMEHTaMH, MT0JTyYaBIIUMHU I11a1eoo.

Cepoeuno-cocyoucmoie 0cn10x4cHeHuUA

B xo1e mocTperucTpalOHHOT0 IPUMEHEHHUs CHIIeHa(HIa UTs JIeYeHUs] SpEKTUIIbHON THChYHK-
MM COOOINAIOCh O TAaKUX HEXKENATENbHBIX PEaKUUsX, KaK TsKeNble CepAedHO-COCYIAUCThIE
OCNIOXKHEHHUsl (B T.4. HH(GApPKT MHOKapja, HecTaOWJIbHAs CTEHOKapWs, BHE3alHas cepieydHas
CMEpTbh, XKETyIOYKOBas ApUTMHS, T'€MOpPPArHuecKUi HMHCYJIbT, TPAaH3UTOPHAs HIIEMHYECKas
aTaka, apTepHajbHasi TUIIEPTEH3Usl U TUIIOTEH3Hs ), KOTOPbIE UMEIIM BPEMEHHYIO CBSI3b C IIPUMeE-
HeHUeM cuiiieHaduIa. BoIbIIMHCTBO 3THX MAIlMEHTOB, HO HE BCE U3 HUX, UMENHN (haKTOphI pHCKa
CepAEYHO-COCYTUCTHIX OCJIOKHEHHH. MHOTHE U3 yKa3aHHBIX HEXKeJIaTeIbHBIX peakliuii Habmoaa-
JICh BCKOpE MOCJIe CEeKCYalbHON aKTUBHOCTH, U HEKOTOPbIE U3 HUX OTMEYAINCH I1OCIIE IIpHEMa

cuineHaduna 6e3 MoCIeayIome ceKCyaabHOH aKTHBHOCTH. He mpencTaBisieTcss BO3MOXKHBIM
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YCTQHOBHTh HAJTMYHME MPSIMOH CBS3M MEXIYy OTMEUYABIIMMHUCS HEXKEIATEIbHBIMHU PEAKLUIMH H
yKa3aHHBIMH WM UHBIMU aKTOpaMu.

T'unomen3usn

Cunnenadgun OKas3bIBaeT CHCTEMHOE Ba3oJWIaTHpYIOIee JAeHCTBUE, NMPHUBOIAIIEE K IPEXOMs-
meMy cHUXKeHHI0 AJl, 4To He sSIBIsSeTCS KIMHUYECKH 3HAYMMBIM SIBJICHHEM W HE IPUBOJIHT K Ka-
KUM-JIU0O TOCNIEACTBUSM y OOJBINMHCTBA MalMEHTOB. TeM He MeHee, 10 Ha3HAYCHUs CHIIJICHA-
¢uia Bpay JODKEH TIIATEIBHO OIIEHUTh PUCK BO3MOKHBIX HEXeIaTeIbHbIX IIPOSBICHHH Ba30/11-
JIATHPYIOIIETO JEHCTBHS Y IAIIHEHTOB C COOTBETCTBYIOIIMMHE 3a00JIeBaHUSIMHU, 0COOEHHO Ha OHE
CeKcyalibHO#M akTHBHOCTH. [10BBIIIIEHHAss BOCTIPHMMYHMBOCTD K Ba30uIaTaTopaM HabIrogaeTcs y
TAlUEHTOB ¢ OOCTPYKIMEH BBIXOHOTO OTBEPCTHUS JIEBOTO JKEITy10UKa (CTEHO3 a0pThI, THIIEPTPO-
¢budeckass oOCTPYKTHBHAs KapAMOMMOINATHUs), a TAKXKE C PEJKO BCTPEYAIOMUMCS CHHIPOMOM
MHO)KECTBEHHOU CHCTEMHOM aTpouH, MPOSBISIFOIIUMCS TSDKEJIBIM HapylleHueM perysnuu AJl
CO CTOpPOHBI BEr€TaTUBHOM HEPBHON CHUCTEMBI. [10CKOIBKY COBMECTHOE NMPUMEHEHHE CHIIJICHA-
¢una u 0-aapeHoOI0KATOPOB MOXKET MPUBECTH K CUMITOMAaTHYECKOW TMIIOTEH3HH Y OTJAEJIBHBIX
YyBCTBHUTEJIBHBIX ITALIMEHTOB, MpEMapar cjaeIyeT ¢ OCTOPOKHOCTHIO Ha3HA4YaTh NallMEeHTaM, IIpHU-
HUMAIOLIUM 0-apeHO0I0KaTOph! (cM. paszzen «B3aummopaelcTBhe ¢ APYTHMHU JIEKapCTBEHHBIMU
cpeacTBamMmu»). UToObl CBECTH K MUHUMYMY PHCK Pa3BUTHSI IOCTYPAJIbHON TUIIOTEH3UH Yy Hally-
€HTOB, IPUHUMAIOIIUX 0. -aPEeHOOIOKATOPEI, IIPUEM CHIIZIeHadUIIa clielyeT HAaYMHATh TOJIBKO 10-
cJle IOCTHKEHUS CTaOMIIN3aLUy [T0Ka3aTeNe reMOMHAMHUKY Yy 3TUX NanueHToB. ClieayeT Takxke
pPaccMOTpETH 11e71ec000pa3HOCTh CHIKEHUSI Ha4albHOW /10361 cuiiieHaduna. Bpau nomken mpo-
UH(GOPMHUPOBATH MAIIMEHTOB O TOM, KaKue ACUCTBUS CIEAYET MPEANPHHST B CIIydae MOSBICHUS
CHMIITOMOB TOCTYpaJIbHON THIIOTEH3HUH.

3pumenvnsie HapywieHuA

B penxux cirydasx Bo Bpemsi mpuMeHeHHs BceX HHruouTopoB @195, B ToM ynciie cuinieHadua,
co00Imanoch 0 BO3HUKHOBEHUH HEAPTEPHUUTHOMN NepeHel MINEMUYECKOH HeHponaTuu 3puTeib-
Horo HepBa (HIIMH3H) - peakom 3a0ojieBaHUM ¥ NMPUYMHE CHH)KEHUS WIH NOTEPU 3peHUs. Y
OOJIBIIMHCTBA U3 3TUX NMAITUEHTOB ObUTH (PaKTOPBI PUCKA, B YACTHOCTH CHU)KEHUE OTHOLIECHHUS JUa-
METPOB IKCKaBaIlMK U JHCKA 3PUTEIBHOTO HepBa («3aCTOMHBIN AUCK»), Bo3pacT crapue 50 jer,
caxapHblii tuaber, apTepuaibHas THIIEPTEeH3HUs, HIleMHYecKas 00J1e3Hb ceplia, THIEPIUIUICMUs
u Kypenue. CieryeT peKOMeHI0BaTh NallueHTaM B CITydae BHE3ATHOW IOTEPHU 3PEHHUS IPEKPATHTh
Tepanuio CuiiieHapuIOM U HeMeJIEHHO MPOKOHCYIbTHPOBATHCS C BpauoM. JIuiia, y KOTOpBIX yxe
obu1 ciryuait HIIMH3H, umerot nossimenHsiit puck penuausa HITMH3H.

[TosToMy Bpady ciiemyer oOCyAMTh JaHHBIA PUCK C TAKUMH MALIMEHTAMH, a Takke 00CyIuTh C

HUMHU TOTEHITHATBHBIN MaHC HeOIarompusTHOro Bo3aelcTBUs HHruoutopoB ®J1D5.
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Nurubutopsr ®/1D5, B ToM uncne cuinieHaduiI, y TaKUX NAIUEHTOB CIIEAYET IIPUMEHSATH C OCTO-
POYKHOCTBIO H TOJIBKO B CHTYAIIHsX, KOTJIa O)KHJaeMasl 110J1b3a IPEBBIAECT PUCK. Y MAllMeHTOB C
snusoamu passutus HITMH3H ¢ notepeii 3penust B 0HOM ri1a3y IpHeM cuiaeHaduIa mpoTHBO-
nokaszaH. Y HeOOJIBIIOro YMCia MAIMeHTOB C HACTIEJCTBEHHBIM IMMIMEHTHBIM PETHHHTOM HMeE-
IOTCS TEHETHYECKH JIeTePMUHIPOBaHHBIE HapymeHus GyHKuui ochoauscrepas ceTyaTky riasa.
CBenenus 0 6€30MacCHOCTH MIPUMEHEHHUs CWIIeHaguIa y HallueHTOB ¢ IMTMEHTHBIM PETHHHTOM
OTCYTCTBYIOT, IPHEM CHIIICHa(HIa TAKAM TMAllMEHTaM IPOTUBOIIOKA3aH.

Hapywenus cnyxa

B HEKOTOpBIX MOCTPETHCTPAIIMOHHBIX ¥ KIMHHUYECKHX HCCIECOBAHUAX COOOLIAETCS O CiIydasx
BHE3AIHOTO YXY/IIICHHS WA MOTEPH CIyXa, CBA3aHHBIX C IMPHUMEHEHHEM BCEX MHIHOMTOPOB
®J135, Brmoyas cuieHadul. BONBIIHHCTBO 3THX MAMEHTOB MMeNH (aKTOpbl pHCKa BHE3all-
HOTO YXY/IIIEHHUS WM MOTepH ciiyxa. [[pHurnHHO-CIIeICTBEHHOM CBSI3M MEX/ly IPUMEHEHHEM HH-
rubutopoB ®J]D5 u BHE3aNMHBIM yXY/IIIEHHEM CITyXa WX NOTEpeit ciryxa He yCTaHOBJIEHO. B ciry-
Yae BHE3AITHOTO YXY/IIEHHs ClIyXa WM TOTEpH cliyxa Ha (oHe mpuema cuieHaduia cieayer
HEMEJUIEHHO ITPOKOHCYJIETUPOBATHCS C BPa4OM.

Kposomeuenua

Cunnenadun ycuimMBaeT aHTHArperaHTHbIH 3¢ ekt HuTponpyccuaa HaTpHs, JOHATOpa OKCHAA
a30Ta, Ha TPOMOOIIMTHI YeJIoBeKa in vitro. JlaHHbIe 0 0€301IaCHOCTH IPUMEHEHHUS cuiieHaduIa y
MAIIMEHTOB CO CKJIOHHOCTBIO K KPOBOTOUHUBOCTH MJTH 000CTPEHUEM SI3BEHHOU O0JIC3HU XKeITy1Ka U
12-iepCcTHOM KUIIKH OTCYTCTBYIOT, IOATOMY CHJIIEHAQHIT Y 3THX MAIUEHTOB CIIEAYeT IPUMEHATh
C OCTOPOXHOCTBIO. HacToTa HOCOBBIX KPOBOTEUEHHH Yy MAI[MEHTOB C JIETOYHOW TMIIEPTEH3HEH,
cBsi3aHHOM ¢ U dy3HBIME 3a00JI€BAaHUSAME COEIMHUTEIBHON TKaHHU, ObUIa BhIIe (cHiaeHADUI
12,9 %, nnane6o 0 %), yem y marueHTOB ¢ MEPBUYHON JIETOYHOW apTepUATbHONU THIIEPTEH3UEH
(cunpenadun 3,0 %, mranebo 2,4 %). Y manuueHTOB, MOTyYaBIIMX CHIIEHA(QHUI B COUYETAHUU C
aHTaroHUCToM BUTaMHHa K, 4acToTa HOCOBBIX KpoBOoTeueHH Obu1a BbIie (8,8 %), ueM y namu-
€HTOB, HE MPUHUMAaBIIKMX aHTaroHuct Buramuna K (1,7 %).

Ilpumenenue coemecmno c Opy2um u cpedcmeamu 1e4eHua HapyweHun IpeKuyuu
be3onacHocTh 1 3¢ (GeKTHBHOCTH CHIIIeHadHIa COBMECTHO ¢ ApyrUMU uHruoutopamu OJ105 um
JIpYTHUMH IpenapaTaMH JUis JT€UEHUs JIETOYHOM apTepHalbHOM TMIEPTEH3UH, COACPKAIIUMHU CHII-
JneHaduI WM IPyTUMHU CpeICTBAMH JICYEHHUsI HApyIIEeHUH SPEKIUU He U3y4aIuCh, IOITOMY IIPH-

MEHEHHE MOJ00HBIX KOMOMHALIHI IIPOTHUBOIIOKA3aHO.

Biusinue Ha cnocOOHOCTH YIPABJATH TPAHCIIOPTHBIMH CPeICTBAMH, MEXaHH3MAMH
Ha ¢one npuema cunieHaduia Kakoro-1mdo OTpUIATEIHHOTO BIUSHUS HAa CIOCOOHOCTH yIIpaB-
JISTh aBTOMOOWIJIEM WJIH IPYTHMH TEXHUYECKUMHU CPEICTBAMH He HaOJII01aI0Ch.
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[TockobKY TpU TpHeMe CuiiieHaduIa BO3MOXKHO pa3BUTHE TOJOBOKpYXKEHHUs, CHKeHHe All,
pPa3BUTHE XPOMATOICHH, 3aTYMAHEHHOTO 3PEHUS M T.I. HEXEJATEJIbHBIX PEaKIWi, ClIeayeT Co-
61r01aTh OCTOPOYKHOCTH MIPHU YTIPABJICHUHU TPAHCIIOPTHBIMHU CPEACTBAMH M 3aHATHSAX JIPYTUMH I10-
TEHI[HATBHO OTIACHBIMHU BHJIAMH JIESITEIbHOCTH, TPEOYIOIMMY MOBBIIIEHHOW KOHIIEHTPALMH BHH-
MaHHs U OBICTPOTHI ICUXOMOTOPHBIX peakuuil. Takxke ciaeqyeT BHUMATeIbHO OTHOCHTLCS K HH-
JIMBUIyIbHOMY JEHUCTBHUIO Ipernapara B yKa3aHHBIX CHTYallUsiX, 0OCOOCHHO B Hayaje J€YECHHs U

IIpyu UBMCHCHHH PCIKUMaA JO3UPOBAHUS.

®opma BbIIyCKa

TabneTku, MOKPBITHIE IUIEHOYHOM 0060109K0#, 25 Mr, 50 Mr, 100 mr.

IIpu npoussoocmee na Xemepo Jlabc Jlumumeo

ITo 1 wnm 4 Tabnerku B 6muctepe u3 wienku [IBX u ¢ponbru amomunuesoi. Ilo 1, 2 uam 3 6u-
cTepa ¢ UHCTPYKLUEH O MPUMEHEHHUIO B ITaUKe U3 KapTOHA.

Ilpu ynaxoske na OOO « MAKHU3-DAPMA»

ITo 1, 2 wm 3 6:mcrepa no 1 winm 4 TabneTku ¢ UHCTPYKLUKEH 110 TPUMEHEHHUIO B IAYKe U3 KapToHa.
IIpu pacgpacoske u ynaxosxe na OO0 « MAKHU3-DPAPMA»

[To 1, 4 wim 10 TabneTok B KOHTYPHO# siuelikoBoil yrnakoBke u3 rieHku [I1BX u ¢onbru amomu-
HUEBOM I1eYaTHOM JIAKUPOBAaHHOM.

ITo 1, 2 nnu 3 KOHTYpPHBIX SUEHKOBBIX YHakoBKH 1o 1 wau 4 TabneTku, no 1 uiam 2 KOHTYpHBIX
STYEUKOBBIX ynakoBkH 1o 10 TabieTok BMecTe ¢ HHCTPYKIMEH 110 IPUMEHEHHIO B ITa4YKe U3 Kap-

TOHA.

YcaoBusi XxpaHeHHs
[Ipu Temneparype e Bbine 25 °C.

XpaHUTh B HEIOCTYITHOM JUIS IETEH MecTe.

Cpok rognoctn
3 roxa.

He IIPUMECHATE 10 HCTCUYCHHUH CPOKA 'OTHOCTH.

YeaoBus oTimycka

OTmycKaroT 1o penenry.

Baajgesen permcTpanuoHHOro yaocroBepeHusi/OpraHusanus, NPHHHMAKOMAS NPETeH3HH
noTpedouTe st
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Xetepo Jlabc Jlmmuten, Unaus
Anpec: «Xerepo Kopnope#iTy, 7-2-A2, Unnactpuan Dcraiite, Canat Harap,
Xaitnapaban - 500018, Tenanrana, Unaus.

[Iperen3un motpeduTeneid mpuHUMaeT MOCKOBCKOE INpEICTaBUTEIbCTBO KOMIIAHHUH «XETEPO
Jla6¢ JIumuren» (Muaus).

Anpec: 109029, r. MockBa, ABTOMOOMIIBHBIH 1Tpoe3 [, a. 6, ¢Tp. 5.

Ten./daxc: +7 (495) 981-00-88

e-mail: DrugSafety-Russia@heterodrugs.com

IIpousBoauTenn

Bce cmaouu npouseoocmea

Xemepo Jlabc Jlumumeo, Hnous

AJzipec MecTa IpOU3BO/ICTBA:

IOHUT-V, yu. Ne 439, 440, 441 u 458, TCUUK ®opmymaitima CO3, [lonenammm Bunnamnxk, xan-
yepsia Manpgan, paiton MaxaOyOnarap, Tenanrana, 509301, Uuaus.

Ilepsuunan ynaxoska/Bmopuunan (nompebumensckaa ynakosxka)/Beinyckaroujuit Konmpoio
Kauecmea

000 «MAKH3-DPAPMA», Poccus

AJipec MecTa MpOU3BO/ICTBA:

109029, r. MockBa, ABTOMOOUJIBHBIN TIpoe3 N, A. 6, cTp. 4, cTp. 6, cTp. 8.

['naBa npencraButenscrea Komnanun JxpyBan Kactypun Maxan Acypu
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