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IODEKC® Cunenadua

Perucrpanuonnsriit Homep: JII1-004039

Toprosoe nanmenopanue: DODEKC® Cunnenadun

Memyﬂapozmoe HEMATCHTOBAHHOC HAUMEHOBaHHE: CPI.HI[CHa(I)I/IJI

JlekapcTBennas popma: TabJIeTKH, HOKPBITBIE UICHOYHOM 000I0YKOM

Cocras

1 mabnemxka npenapama cooepycum:
Jleuicmeyiowee seujecmeo:

Cunnenadwia nurpar

(B mepecyere Ha cuiieHapUI)
Bcnomozcamenvhuie 6ewecmea:

[lemmono3a Mukpokpuctaumyeckas T 102
Kanbius runpodocdar

Kpaxman npexenaTMHU3UPOBaHHBINA KYKYPY3HBIH
Maruus creapar

Kpockapmerniosa HaTpust

KpeMHuUs AMOKCHT KOJUTOU THBIH

Cocmas 06on04ku:

['unpomernosa (TuApOKCHITPONTMIIME THIIIIEIUTION03a)
Makporos 4000 (nonustrieHrHKo b 4000)
Turana quokcun

[Tonmucopbar-80

Tanbk

Kpacurens xene3a okcuI KpacHbIH

Kpacurens xene3a oKCHI KeNThIH

50 mr

-70,25 mr
(50,00 mr)

- 126,37 mMr
-41,25 mr
- 27,50 mr
-4,13 Mr
-2,75 mMr
-2,75 Mr

-4.30 Mr
- 0,86 Mr
-2,58 Mr
- 1,29 Mr
- 0,86 Mr
- 0,02 mMr
- 0,09 mr

100 mr

- 140,50 mr
(100,00 mr)

- 252,74 mr
- 82,50 Mr
- 55,00 mr
- 8,26 Mr

- 5,50 Mr

- 5,50 Mr

- 8,60 Mr
- 1,72 Mr
- 5,16 Mr
-2,58 Mr
- 1,72 Mr
- 0,04 mr
-0,18 Mr



Onucanue
Tabnetkn Kpyrible, JBOSKOBBINYKIIbIE, ITOKPBITHIE IUIEHOYHOM O0O0OJIOYKOH OT OiemHo-
OPaHXEBOI0 C PO30BATBIM OTTEHKOM 0 OJI€/IHO-KOPHYHEBOTO C PO30BAThIM OTTEHKOM I[BETA; HA

IIOIIEPEYHOM paspese sApo OT OesIoro 10 MouTH OeJIoro IBeTa.

®apmakoTepaneBTHYECKas IPyNna

CpencrBo neyeHus 3peKTUIbHON qucdynkimu — O J[D5-unrudutop

Koa ATX: GO4BEO03

Papmako/IOru4ecKmne cBoMCTBa

DapmakoouHamuxa

Cunnenagun  —  CENeKTUBHBIH  MHTMOMTOp  HHKIMYECKOro  ryaHo3uHMOHO(oc(ara
(uI'M®D)-cnennpuyeckoii pochoauscrepassl 5-ro tuma (OJ1I5).

Peanuzanus Gpu3n0I0ruueckoro MexaHu3Ma 3peKiiy CBA3aHa ¢ BHICBOOOKIEHHEM OKCHIA a30Ta
(NO) B xaBepHO3HOM Telle BO BpeMsl CEKCYaJlbHOW CTUMYJIAIUH. JTO, B CBOKO OYEPE]b,
NPUBOJIUT K yBeJW4eHUI0 ypoBHsa I M®, nmocienyromemy pacciabieHHIO TIaIKOMBIIIEYHON
TKaHH¥ KaBEPHO3HOTO TeJla U YBEIMUSHHUIO TIPUTOKA KPOBH.

Cunnenagun He oOKa3blBaeT MPSAMOTO pacciabisiomero IeHCTBAS Ha H30JMPOBAHHOE
KaBEpPHO3HOE TeJIO YejloBeKa, HO ycuiauBaeT s(dext okcuma azora (NO) mocpeactBom
uHruouposanus G115, koropast oTBeTcTBeHHA 3a pacnan il Md.

Cunnenadun cenektuBeH B oTHomeHudn ®J[D5 in vitro, ero akTHBHOCTH B oTHOIEHHH DJ[D5
NPEBOCXOJUT aKTUBHOCTH B OTHOLIEHHH APYTUX H3BECTHBIX H30(epMeHTOB (ochoauscTepassl:
®J126 — B 10 pa3; ®JID1 — 6onee yem B 80 paz; ®J132, ®J24, ®JID7-®JID11 — Gonee yeM B
700 pa3. Cunnenadun B 4000 pa3 Gonee cenextuBeH B oTHOmeHHH PJ]D5 10 CpaBHEHHIO €
®J153, 4to MMeeT BaxkHeWInee 3HaYeHHe, MOCKOIbKY DJ[D3 sBisSeTCS OIHHM M3 KIIHOYEBBIX
(epMEHTOB peryJsiiiiy COKPAaTUMOCTH MHOKap/Ia.

Obazamenvubim  ycnoeuem Ipekmuenocmu  cunoenapuna  AGNAEMCA  CEKCYAIbHAA
CMUMYNAYUA.

Cunnenadui BocCTaHAaBINBACT HAPYLICHHYIO SPEKTUIIBHYIO (DYHKIMIO B YCIOBHSAX CEKCYaATbHOM

CTUMYIJISAIINU 3a CYET YBECJIMUYCHUS IPUTOKA KPOBH K KaBEPHO3HBIM Te€JIaM IIOJIOBOI'O YJICHA.

DapmaKkoKkuHemuka

DapMakoOKHMHETHKa cuiieHaduIa B peKOMEHIyeMOM JHaa3oHe /103 HOCHT JIMHEHHBIN XapakKTep.
Bcacwvisanue

ITocne mpuema BHYTpb cuiieHapua ObICTPO BcachiBaeTcsi. AOCOMIOTHAS OMOIOCTYIHOCTH B

CpEAHEM COCTABIIET OKOJIO 40 % (ot 25 % J10 63 %). In vitro CHJIICHA(HUJT B KOHIICHTpAIIUHU
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okono 1,7 ur/mn (3,5 HM) nonaBnser aktuBHOCTh DJ[D5 uenosexka Ha 50 %. Ilocne
OJTHOKpaTHOro npuema cuineHadpuna B go3e 100 Mr cpemHsisi MakcuMasibHas KOHIIEHTpAIUs
cBoOotHOTO criiaeHaduna B iazMe KpoBH (Cmax) MYXKYHH cocTaBisieT okoio 18 ur/mi (38 HM).
Cmax Tipu ipueMe cuiieHaduIa BHYTPb HATOIIAK IOCTUTAETCS B CpeiHeM B TedeHue 60 MuH (oT
30 mun go 120 mun). [Ipu npueme B cOuYeTaHWH C KUPHOW MHINEH CKOPOCTH BCACHIBAHUS
cHmkaercs: Cmax yMeHbIIAeTcsi B cpeaHeM Ha 29 %, a Bpemsi JIOCTH)KEHUS MaKCUMAaIbHON
KOHLEeHTpaluHu (Tmax) yBeuunuBaeTcss Ha 60 MUH, OHAKO CTeNeHb abCOPOIMM JOCTOBEPHO HE
u3MeHsercs (riomaap moja  (¢apMakoKHHETHYeCKOoW KpuBod koHueHTpamus-spems (AUC)
cHmkaetcs Ha 11 %).

Pacnpeoenenue

ObbeM pacnpeneneHus cuijieHaduIa B pABHOBECHOM COCTOSIHMM cOcTaBisieT B cpeaHem 105 .
CBsi3p cuieHapuiia ¥ €ro OCHOBHOIO IHPKYJUpPYHOIEro N-IeMeTWIbHOro MeraboiuTa ¢
OenkaMH I1a3Mbl KpPOBH COCTaBIIsIeT OKOJIO 96 % M He 3aBHCHT OT OOIIeH KOHLEHTpAaIHH
npenapata. Menee 0,0002 % no3wl cuiineHaduia (B cpeaneM 188 Hr) oOHapykeHO B criepMme
yepe3 90 MuH noce npuemMa npenapara.

Memabonuzm

Cunnenapun MeTaboIM3UpyeTcsi, TJIaBHBIM 00pa3oM, B TMEYEHH MO JeicTBHEM H30(pepMeHTa
CYP3A4 (ocnoBHO# myTh) M u3opepmenta CYP2CY9 (momonmHuTenbHBIH myTh). OCHOBHOM
LUPKYJIUPYIOIIMHA aKTHBHBIM MeTaboIuT, oOpasyromuiics B pe3ysbrate N-IeMEeTHIHPOBAHUS
cwiaeHaduna, noasepraercs naibHeimeMmy MeTtaboiu3My. CeleKTHBHOCTH JEHCTBHS 3TOTO
Metabonura B oTHoumieHun ®J[D comocraBuma ¢ TakoBOW cuijieHaduIa, a €ro aKkTHBHOCTH B
otHomenuu DJID5 in vitro cocraBisger okojo 50 % akruBHOCTH cuineHaduna. Konuenrpanus
MeTaboauTa B IUIa3Me€ KPOBHU 3J0POBBIX JIOOPOBOJBIEB cocTaBisuia okoio 40 % ot
KOHIIEHTpaluu cuigeHaduna. N-IeMeTHWIbHBIH MeTa0OoJMT MOJBEpraeTcs JallbHeHIeMy
MeTtabonu3my; nepuoj ero noxyBbiBeneHus (T12) cocraBnseT 0kos0 4 4yacos.

Buvigeoenue

O6muii kmpeHc cwineHadpuna cocraBuset 41 j/gac, a koHewyHbld Tio — 3—5 wacos. [locne
IpUeMa BHYTPb, TaK e Kak IMocjie BHYyTPUBEHHOTO BBEJIEHUS, CHIIIEHA(QUT BBIBOJUTCS B BHUJIE
MeTabOoJIMTOB, B OCHOBHOM KHINEYHUKOM (okoi0 80 % mepopaidbHO#M 103bI), U B MEHbIIEH

CTENEeHH NoYkamu (0KoJ1o 13 % nepopaiibHOM 10351).

DapmaKkoKunHemuKa y ocobsix zpynn nayueHmos
Hooicunvie nayuenmul
VY 310pOBBIX MNOXHWIBIX MNaIMEHTOB (crapmie 65 1eT) KIUpeHC CcuiieHapuiIa CHUXKEH, a

KOHIIEHTpalusi cBOOOAHOro cuijeHaduia B miaa3mMe KpoBu npumepHo Ha 40 % Bbie, 4eM y
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Mosozabix (1845 ner). Bo3pact He oka3bIBaeT KIMHMYECKH 3HAUYUMOTO BIIUSTHHS HAa 4acTOTY
BO3HMKHOBEHHS HEXKEJIATeIbHBIX PEaKIIHi.

Hapywenus ¢hynkyuu novex

[Ipu movyeuno# HerocTaTOYHOCTH Jierkoi (kiupenc kpeatuauHa [KK] 60—89 mn/muH) u cpenHei
(KK — 30-59 ma/mMuH) crenenu TsbkecTH GpapMakOKHHETHKA CHIIICHApHIIA TIOC/Ie OJJHOKPATHOTO
npuema BHYTpb B 103e 50 Mr He usmensiercs. [Ipy modyeyHOH HENOCTATOYHOCTH TSKEION
creneny (KK <30 mu/muH) kiaupeHc cuinieHadguia CHHXKAETCS, YTO MPHBOIUT K IPUMEPHO
nsykpatHomy yBenuudeHuro 3HaueHuss AUC (100 %) u Cmax (88 %) 1mo cpaBHEHHIO ¢ TaKOBBIMH
MOKa3aTesIMU TPU HOPMATBHOHN (PYHKITMH MOYEK y MAIHEHTOB TOH JK€ BO3PACTHOM I'PYIIIBL
Hapywenus ¢ynkyuu neuenu

VY nmanueHToB ¢ nuppo3oM neuyeHu (ctaauu A u B no knaccudukanuu Yaitna-I1e10) xaupenc
cunieHaduaa cHMxKaeTcs, 4To npuBOIUT K noBbimeHuto 3HadeHust AUC (84 %) u Cmax (47 %)
10 CPaBHEHUIO C TAKOBBIMH MOKA3aTeIsIMU MIPU HOPMAIbHON (QYHKITUHU MIEUYEHHU Y MAIUEHTOB TOK
e BO3pacTHOM rpynnbl. DapMakOKMHETHKA CHIeHapHUIa y MAalUEHTOB C ME€YEHOYHOU
HEJIOCTaTOYHOCTBIO TspKenoi creneHd (cramuss C mno kinaccupukanuu  Yaiina-I1s0) He

H3ydaJiacChb.

IToka3zaHus K NpUMeEHEHHIO

Jleyenue SpPEKTHIBHON AUCOHYHKIMH, XapaKTEPU3YIOUIEHCS HECIIOCOOHOCTHIO K JIOCTHIKCHHUIO
WA COXPAHEHMIO IPEKIUH TOJIOBOr0 WieHa, IOCTATOYHOM JUISl YAOBJIETBOPUTEIBHOTO MTOJIOBOTO
aKTa.

IOPEKC® Cuinzenadui ypPpeKTHBEH TOILKO NPH CEKCYATbHOMH CTHMY ISIIIHH.

IIporuBonoka3zanus

[ 'Mnep4yBCTBUTENBHOCTh K CHJICHAUITY W/WIH K JTIFOOOMY M3 BCIIOMOTaTelbHBIX BEIIECTB B
cocTaBe IIpenapara.

[IpiMeHeHre y ManMeHTOB, MOJIYYarOIIMX IMOCTOSHHO WM C NepepbIBaMU JOHATOPHI OKCHJA
a30Ta, OpPraHHYeCKUe HUTPATHI WJIA HHUTPHUTHI B JIIOOBIX (opMax, MOCKOJIbKY CHIAeHA(HI
YCWJIMBAET THUIIOTEH3UBHOE [EHCTBUE HUTPATOB (CM. pasnen «B3aumoneicTBue ¢ JApyrumu
JIEKapCTBEHHBIMH CPEJICTBAMMUY ).

CoBmecTHOe mpuMeHeHHe HHruoutopoB DJ[D5, Brmrouas cuiaeHadus, CO CTHUMYISATOPAMHU
YaHWJIATUIMKIIA3bl, TAKUMU KaK pHOLMIyaT, TaK KaK »dTO MOXET [PUBOIUTH K
CUMIITOMATUYECKOU THIIOTEH3HUH.

be3onacHocTh U 3¢ deKTUBHOCTh cHiIeHAapUIa TPU COBMECTHOM IMPUMEHEHUH C APYTUMH
CpeACTBaMHU JICYCHHMS HApYLIEHUH OPEKIMH HE U3YYAIUCh, II03TOMY OJHOBPEMEHHOE

IIpUMEHEHHE 01I00HBIX KOMOMHALIUN He pekoMmeH yeTces (cM. pa3aen «Ocobblie yKkazaHus»).



[Teuenoynas HeocTaTouHOCTH TspKeNoM cTenenu (kinace C no kinaccupukanuu Yaina-I1s10).
O/HOBpEMEHHBIH PHEM PUTOHABHPA.

[Ipenapar He cieayer NPUMEHSATh Y MYXXYWH, KOTOPbIM HE PEKOMEHAYETCS CeKCyaabHas
aKTUBHOCTH (HAIpuMep, y MAIMEHTOB C TSKEIBIMH CEpPIAEYHO-COCYTUCTHIMH 3a00JIeBaHHUSIMH,
TAKUMH Kak HecTaOW/IbHAs CTEHOKApAMs WM XPOHUYECKas CepJedHas HeI0CTaTOYHOCTh
TSDKEJIOW CTETIEHH ).

IlepeHecennpie B TeueHue mnocieqHUX 6 MecsleB HWHPApPKT MHUOKapAa WJIA HHCYJIBT,
KM3HEYTpOXKAIOIIMe apuUTMUHU, apTepuaibHas runoteH3us (AJl menee 90/50 MM pT. cT.) WK
aprepuasibHas runeprensus (Al) — A/l 6onee 170/100 mM pr. cT.).

VY DanMeHTOB C 3MH30/aMU Pa3BUTHS HEAPTEPHUUTHOW IEpeIHEH HIIEeMHUYEeCKOW HeWpomaTHh
3pUTEJIBHOTO HEpBA C IOTEped 3pEHUs B OJTHOM IJia3y, HE3aBHCHUMO OT TOTO OBLIM JIH 3TH
3MU30/bl CBSI3aHbI C MPEAbIYIIMM IpUMEeHeHHeM uHruoutopa ®J135.

JlMarHoCcTHpOBaHHbIE HAC/IEICTBEHHBbIE 3a00JIEBaHUSl CETYATKH, B TOM YHCJIE MUTMEHTHBIH
peTHHHUT (cM. pazaen «Ocobble ykazaHHs»).

[To 3aperucTpupoBaHHOMY IMOKa3aHUIO CUIIEeHA(UT HE TpeTHa3HAUEH ISl IPUMEHEHHUS y IeTei
U TIOJIPOCTKOB 10 18 ner.

[To 3aperucTpupoBaHHOMY MOKa3aHHIO CUIICHAQUI HE TpeaHa3HayeH Ul MPUMEHEHHS Y

KCHIIIUH.

C 0cTOpPOXKHOCTHIO

Anaromuueckast ieopMaIus moJIOBOTO WieHa (aHTYJISIUs, KaBepHO3HBINH HUOpO3 Win 60s1e3Hb
[leiiponn).

3aboseBaHus, Mpeapacnoararoye K pa3BUTHIO NIpUanu3Ma (CeproBUIHO-KIETOYHAS aHEMHUS,
MHO)KECTBEHHAass MHUEJIOMa, JIeHKo3, TpomOouuTemus). 3aboyieBaHHS, COMPOBOXKIAIOIIHECS
KPOBOTEYEHHEM.

SI3BeHHas 00JI€3Hb XKelyIKa ¥ IBEHAIIATUIIEPCTHON KUIIKU B CTAIHHA 000CTPEHHUSI.

[TeyeHouHas HEOCTATOYHOCTD JIETKOM M CPE/IHEH CTETIEHH TSHKECTH.

[Toyeunast HenocratoynocTs Tskenon crenenu (KK menee 30 mi/mMuH).

VYV nanMeHTOB ¢ SMU30JI0M pa3BHTHs MEpeIHEH HEapTepHUTHOM HINEMHYECKOW HEeHpomaTHH
3pUTENBHOIO HEPBA B aHAMHE3e.

OnHOBpeMEHHBIH pueM OJI0KaTOPOB (-aPEHOPEIIENTOPOB.

IIpumenenne Bo Bpemsi 6epeMeHHOCTH U B MePHO/I I'PY/IHOr0 BCKAPMJIMBAHHSA

ITo 3apCruCTpUpOBAHHOMY ITOKA3aHHUIO ITpErapar HE IMPEAHa3HA4YCH JJIs IPUMEHCHUS Y XKCHIIUH.



Cnocob npuMeHeHHUs H 103bI

BHyTpb.

Pexomenyemas no3a juis OOJIBIIMHCTBA B3POCIIBIX MAMEHTOB cocTaBiseT SO0 Mr MpUMepHO 3a
1 gac 10 cexcyanbHON akTHBHOCTH. C y4eToM 3((PEeKTUBHOCTH M MEPEHOCUMOCTH 7032 MOXKET
ObITh yBenuueHa 10 100 Mr wim cHiwkeHa a0 25 Mmr. MakcumalibHasi peKOMeEHaIyeMas 103a
coctasisier 100 Mr. MakcumainbHas pekOMeH 1yemMasi KpaTHOCTh IPUMEHEHHsI — | pa3 B CYTKH.
[Ipu HeoOxommumocTH mpueMa cuiieHapwmia B 03¢ 25 MI CleayeT MPUMEHSTh MpenapaTsl
cuieHapuiIa Ipyrux MPOM3BOAUTENEH B J03UpOBKe 25 Mr wid 50 Mr, UMEIOLIMX PHCKY UL
JeNIeHHs] TabIEeTKH MOToJIaM.

Ilpumenenue npenapama é 0codbix K1UHUYECKUX ZDYNNAX RAUUEHMOE

YV 0emeut u noopocmkoe 0o 18 rem

[Ipumenenue npenapata DPDOEKC® Cunnenapun He mokaszaHo y JAeTel M MOIPOCTKOB IO
18 ner.

Y noowcunvix nayuenmos

Pekomenyemast HauaibHas jo3a mpemapata DOOEKC® Cunnenadpun s NMalkeHTOB B
BO3pacTe OT 65 jet u crapiie — 25 Mr. YuutsiBas 3QHeKTHBHOCT ¥ IIEPEHOCUMOCTh HayallbHOM
J103bl, TPH HEOOXOAMMOCTH BO3MOXKHO OIIAroBoe yBeudeHue 103b1 10 SO mr wiu 100 mr.

YV nayuenmos ¢ napywenuem ¢pynxkyuu novex

[Tpu nmoueynoi#t HenocraToyHOCTH Jerkoi u cpenHeit crenenu TsokectH (KK 30-89 mur/mun)
KOPPEKTHpPOBKa [03bl He TpedyeTcs, MpH MNOYEYHOH HEJIOCTATOUYHOCTH TSDKEIOW CTENEeHH
(KK <30 mi/mun) — HavanbHas no03a npenapara DOOEKC® Cunnenadun 10KHA COCTABIATH
25 wmr.

YV nayuenmos ¢ napywenuem ¢ynxkyuu nevenu

[Tockonbky BeIBeIEHME cHIZeHadMIa HapylIaeTcsl y MalMeHTOB C MOBPEXICHHEM IeYeHH (B
YaCTHOCTH, NPU NHMPpo3e), HayaibHas n03a mperapara DODEKC® Cunnenapun momkna
COCTaBIISITh 25 MT.

Coemecmnoe npumenenue ¢ Opyeumu 1eKapCmeeHHblMu CpeoCcmeamu

Ilpu coBMecTHOM mnpumeHeHuH ¢ wuHruOuTOopamu wu3opepmenta CYP3A4 (3puTpoMuiuH,
CaKBHMHABHP, KETOKOHA30J1, HTPAKOHA30/1) HauanbHas 103a npenapara DOOEKC® Cunnenapun
JIOJDKHA COCTABIISATH 25 MT.

YroObl CBECTH K MHUHHUMYMY pHCK pPa3BHTHUs IOCTypaJlbHOM THUIOTEH3UH Yy MAIUEHTOB,
NIPMHUMAIOIIMX 0-aJpeH06I0KaTOpbl, mpueM mpenapata DOOEKC® Cunzenapun creayer
HauMHaTh TOJBKO MOCJTE JOCTHXKEHHS CTAaOMIM3AlMM TE€MOJWHAMHMKHM Yy JTHUX I[AI[MEHTOB.

Crenyer Taxke pacCMOTpPETh 1EJIeCO00Pa3HOCTh CHUKEHHS HAYaJIbHOM J103bI CHIIICHAPHIIA.



IloGounoe neiicTBHE

Haubonee dYacTeiMM HeXelaTeNbHBIMH pEAKIUSIMH TP TPUMEHEHHH CHIeHaduIa ObLIM
rojgoBHasi 00ib U «IpHIMBBI». Kak mpaBuiio, HexenarelbHbIE PEaKIUH OBIBAIOT JIETKOW WM
CpelHEeH CTENEHH THKECTH M HOCAT Mpexoasumi xapaktep. Yacrtora HEKOTOPBIX
HEXeJIaTeNIbHbIX PEAKIUH SBISETCS J0303aBUCHMOIA.

Bo3MmoxHBIe HexenaTeabHble Peakui Ha (GoHE NMpHUMEHEHHs CHIIeHaduIa pactpeaeleHsl 1m0
CHCTEMHO-OPraHHBIM KJlacCaM C YKa3aHHEM 4YacTOTbl HMX BO3HHUKHOBEHHMS COTJIACHO
pekomenaauusm BO3: ouens yacteie (> 1:10); yacteie (> 1:100 u < 1:10); Heyactsie (> 1:1000 u
<1:100); peaxue (> 1:10000 u < 1:1000); oyens peakue (< 1:10000).

Hapywenua co cmoponsl uUMMYyHHOU CuUCMeMbl: HEYAaCTO — pEaKIHH [OBBIIIEHHON
YYBCTBUTEIBHOCTH (B T.4. KOXKHAs ChIMb), AJNIEPrHYeCKHE PEAKIIHH.

Hapywenua co cmoponst opzana 3peHua: 4acto — 3aTyMaHEHHOE 3pEHHE, HAPYIICHUE 3PEHHS,
[IMaHOIICHs; HedacTo — 0o0ab B rnazax, Gotopobus, GoTorcus, XpomMaTorncus, MOKpacCHECHHE
CJIM3UCTOH OOOJIOUKH IJ1a3/HHBEIIMPOBAHHOCTh CKJIEp, M3MEHEHHE SIPKOCTH CBETOBOCIPHUSITHS,
MHJIpHa3, KOHBIOHKTMBHT, KPOBOHM3JIMSHHE B TKaHM TJla3a, KarapakTa, HapylleHHe paboThI
CJIE3HOrO ammapara; peIko — OTEK BEK U MPUJIETAONINX TKaHEH, OLIYIIEHHE CYXOCTH B IJa3ax,
HaJIW4YMe pagyXKHbIX KpPYroB B TIIOJi€ 3pEHHS BOKPYI MCTOYHHUKA CBETa, TOBBIIIEHHAS
YTOMJISEMOCTb IJ1a3, BUJACHHUE MPEAMETOB B JKEITOM LIBeTE (KCAHTOICHS ), BUJICHUE NIPEJIMETOB B
KPacHOM IBETE (IPUTPOIICHS), TUIIEPEMHUSI KOHBIOHKTHBBI, Pa3IpaKEHHE CIU3UCTON 000JIOUKH
rja3, HENPUATHBIE OINYIIEHUs B IJ1a3aX; 4acTOTa HEW3BECTHA — HeapTEePUHUTHAs MepeaHss
HIIIEMHYECKas HEHPOIIaTUsl 3pUTENILHOTO HEPBA, OKKIIIO3USI BEH CETUaTKU, AeEKT MoJei 3peHus,
JMIUIONMS, BPEMEHHAs IMOTeps 3pEHHS WM CHI)KEHHE OCTPOTHI 3PEHHS, IOBBIIICHHE
BHYTPHUIJIA3HOI'O JIaBJICHHUS, OTEK CETYaTKW, 3a00JIeBaHUS COCYIOB CETYAaTKH, OTCIIOHKa
CTEKJIOBH/IHOTO TeJIa/BUTPEOPETHHAIbHAS TPAKITHS.

Hapywenua co cmoponsl opzana cayxa: sHedacto — 00Jib B ylnax, IyM B YIIax, 3BOH B yIIax,
BHE3aIHOE CHM)KEHUE WK MOTeps cliyxa.

Hapywenua co cmoponsl cepoua: He4acTO — TaXWKapJusi, OIIYIICHHE cepArneOneHus,
HecTaOWIbHAasl CTEHOKapIus, aTpHOBEHTPHKYJsipHas Onokana, WH(ApKT MuOKapaa, TpoMO03
COCYJIOB TOJIOBHOI'O MO3ra, OCTaHOBKa CepJlla, OCTpas cepJeyHas HeI0CTaTOYHOCT,
oTkioHeHus: B mnokazarensix OKI', kapauomuonarus; peako — (GUOPHILISIUS Tpeacepaui,
BHE3aIlHasl cep/ieuHasi CMEepTh, JKEITyA0YKOBask apUTMHUSI.

Hapywenua co cmoponsl cocydos: 4acto — Ba3ouiataus («IpUIMBE» KPOBH K KOXKE JIUIA);

HEYACTO — CHUIXKCHHUE apTEPUATIBHOTO JTaBJICHU S, ITOBBINICHUE apTEPUATIBHOTO JTIaBJICHUA.



Hapywenua co cmopousl Kpoeu u Jaumgpamuueckou cucmempl: HEYACTO — aHEMUS,
JICUKOTICHUS.

Hapywenus co cmoponsl 00mena éeuiecms u RUMAHUA: HEYACTO — ONTYIIIEHHE JKaXIbI, OTEKH,
nojarpa, HEeKOMIIEHCUPOBAHHBIM caxapHbId JHA0ET, TUNEPrIIMKeMHs], eprupepUuYecKHe OTEKH,
TUNIEPYPUKEMUSI, TUIIOTTIUKEMHUS], TUIIEPHATPHEMHUSI.

Hapywenua co cmoponst ObixameabHOU CUCHEMbl, OpP2AHO6 2PYOHOU KIemKu U
CpeoocmeHuA: 4YacTo — 3aJ0XKEHHOCTh HOCa; HEYaCcTO — HOCOBOE KPOBOTEYEHHUE, PHHHT,
OpoHXHaJibHasi aCTMa, JUCIIHOJ, JIAPUHTUT, (PapHHTUT, CHHYCHT, ODOHXHT, YBEIHYEHHE 00beMa
OTIEISIeMON MOKpPOTBI, YCHJIEHHE Kallls; PEeJIKO — YyBCTBO CTECHEHHS B TOpJie, CYXOCTh
CIIU3UCTON 000JIOYKHM IOJIOCTH HOCA, OTEK CIU3HUCTON 000JOYKH MOJIOCTH HOCA.

Hapywenusa co cmopomsl xHcey004HO-KUMEYH020 MPaAKma: 9acto — TOIIHOTA, JUCIICTICHUS,
HEeYacTo — ractpodsodareanbHas pedarokcHas 00J1e3Hb, pBOTa, 00JIb B 001aCTH KHBOTA, CYXOCTh
CIM3UCTOW OOOJOYKH TOJOCTH pTa, TIJIOCCUT, THHTUBUT, KOJMUT, JauUcdarusi, TacTpuT,
racTpOdHTEPHUT, I30()aruT, CTOMATUT, OTKJIOHEHHE «TIEYEHOYHBIX» (PYHKIIHOHATBHBIX TECTOB OT
HOPMBI, PEKTAIbHOE KPOBOTEUEHHUE; PEIKO — THIIECTE3UsI CIIM3UCTON 00O0JIOUKH MOJIOCTH PTa.
Hapywienusa co cmopoHbl CKeJ1emHO-MblUIeYHOU U COCOUHUMEIbHOU MKAHU: YacTo — 00Jb B
CIIMHE; HEYacTO — MHaIrus, O0Jb B KOHEYHOCTSIX, apTPHUT, apTpO3, Pa3pbiB CYXOXKWIHH,
TEHOCHHOBHT, 00JIb B KOCTSAX, MHACTEHHSI, CHHOBHT.

Hapywenusa co cmopoHsl nouek u mMo4eebl600AUUX Nymeil: HEYacTO — LIMCTUT, HUKTYPHUS,
HeJlepKaHUe MOYH, TeMaTypusl.

Hapywenusa co cmoponbl nonoevlx 0pzaHo8 U 2pyoOHOU Mcelle3bl: HEYacTO — YBEIUYCHHE
MOJIOYHBIX JKeJie3, HapylIeHHEe OHSKYJSAIUU, OTEK TEeHUTAIMHA, aHOPra3MHs, reMaTOCHEpMHs,
MOBPEX/ICHUE TKaHEH IMOJIOBOr0 YJI€HA; PEIKO — MpHANU3M W/WIH JUIMTENbHAs JPEKIHS,
KPOBOTEYEHHE U3 MOJIOBOTO WIEHA.

Hapywenus co cmoponst HepeéHOll cucmemsl: OUY€Hb YacTO — TOJOBHas O0Jib; 4acTo —
TOJIOBOKPY)KE€HHE; HEYacTO — COHJUBOCTb, MHIPEHb, AaTaKCHs, TUIEPTOHYC, HEBpAITHUs,
HeilponaTHs, MapecTe3usi, TPEMOpP, BEPTHIO, CUMIITOMBI JIETIPECCUH, OECCOHHUIA, HEOOBIYHBIE
CHOBHJICHHUSI, TIOBBIIICHHE PedIIEKCOB, TUIECTE3US; PEAKO — CYIAOPOTH, MOBTOPHBIE CYIOPOTH,
00MOPOK, HapyIIEHHEe MO3TOBOr0 KpOBOOOpaIlleH s, TPAaH3UTOPHAS MIIEMUYeCKas araka.
Hapywenus co cmoponbl Ko)dcu U NOOKOMNCHbIX MKAHeN: HEYacTO — KOXXHasl ChIllb,
KpanmuBHUIIA, TPOCTOM Tepriec, KOXKHBIM 3y/1, MOBBIIIEHHOE TTOTOOT/IEIEHUE, U3bSI3BIICHHE KOXKH,
KOHTAKTHBIA J€PMATUT, OSKCHOJUATHBHBIA JEPMATHT, YacTOTa HEW3BECTHA — CHHIPOM

CruBeHnca-J[>KOHCOHA, TOKCUYECKHI dMTUIepMalbHbIN HEKpoIn3 (CuHapoM Jlakena).



IlIpouue: newacto — oulylieHHE dKapa, OTEK JHIA, peakims (OTOUYBCTBHTEIBHOCTH, IIOK,
acTeHHMs, TOBBIIIEHHAs YTOMJISEMOCTb, OOJIb Pa3IMYHON JOKATH3AIUK, O3HOO, CIIydYaiiHbIe
najieHus, 0071k B 00J1aCTH TPYAHOM KIIETKH, ClIydaiiHbIe TPABMBL; PEIKO — pa3ApaKUTEIbHOCTD.
Ocnooicnenus co cmopoHul cepoeyHo-coCyOUCMOU CUCMEMbL

B Xoxe NOCTpErucTpalMOHHOTO NPUMEHEHUsSI CUiAeHaQuiIa JUIs JICYEHHS DPEKTHILHOM
JMCQYHKIME  coOoOMmMATOch O  TAKUX  HEXKENATENbHBIX  SBJICHUSAX, KaK  TSDKEIbIE
CepPCYHO-COCYTUCTBIE OCJIOKHEHMS (B T.4. MH(MApKT MHOKapaa, HecTaOWIIbHAs CTEHOKapwus,
BHE3allHAsi CepIE€YHas CMEpPTh, JKEIyJOYKOBas AapUTMHS, TIeMOPpArduyecKuii HHCYIIbT,
TPaH3UTOpHAs HIIEMHUYECKas aTaka, apTepuaibHasi TUIIEPTEH3Us] U apTepHabHAs THIIOTCH3HUS),
KOTOpbIE HMEIIM BPEMEHHYIO CBS3b C IpUMEHEHHEM cuiieHaduua. BoJBIIMHCTBO 3THX
NAalMEHTOB, HO HE BCE M3 HHMX, UMEIH (PaKTOpbl pPUCKA CEPAEHHO-COCYIMCTBIX OCIOXKHEHHH.
MHorue u3 yka3aHHBIX HEXeJaTelbHBIX SBJICHHH HaOIOJAINCh BCKOpE TOCIE CEKCyaTbHOM
AKTUBHOCTH, ¥ HEKOTOPbIE U3 HUX OTMEUYAIUCh NOcie NMpueMa cuiieHaduna 6e3 mocieayromei
CEKCyaJIbHOH aKTUBHOCTH.

He nmpencrasiisercss BO3MOXKHBIM YCTAHOBUTH HAIWYHE TPSAMOM CBSI3M MEXIY OTMEYaBIIHMHCS
HEKe/aTeJIbHBIMHU SIBJICHUSMH M YKa3aHHBIMU WJIK HHBIMH (DaKTOpaMH.

Hapywenus co cmopounwl opeana 3penus

B penkux ciydasx BO BpeMsi IOCTPETHCTPALIMOHHOTO TIPUMEHEHHUs BceX HHruoutopo @195, B
TOM 4Hcle cuifeHaduia, cooOmanu o HeapTepUUTHOW TepeaHel MIIEeMHUYECKONH HeHpomaTHu
sputensHoro Hepa (HITMH3H) — penkom 3abosieBaHUM W NMpPUUUHE CHIDKEHHS WM MOTEPU
3peHus. Y OOJIBHIMHCTBA M3 3THX MAIMEHTOB ObUTM (DAKTOPHI PUCKA, B YACTHOCTH, CHIIKCHHE
OTHOILEHHS UAMETPOB IKCKABAIlMK M JIMCKA 3PUTEILHOTO HepBa («3aCTOMHBIA AUCK»), BO3pacT
crapme 50 7ner, caxapHblii aualber, TUNEepTeH3Us, WIIeMUYeckas OoJie3Hb cepjna,
THIIEPIUIIMIEMHUS U KypeHHe. B oOcepBallMOHHOM HCCIIEZIOBAaHHHM OIICHUBATH, CBS3aHO JIH
HeJlaBHEe IIPMMEHEHUE npenapaToB kiiacca HHruoutopo ®JI25 ¢ ocrpeiv Havanom HITMH3H.
Pesynbrarel ykaseiBaloT Ha mnpuOiu3uTenbHO 2-KpaTHoe mnobimenue pucka HITMH3H B
npenenax 5 MepuosioB MONyBbIBeIEHHUs rocie npuMmeHeHuss uHruOuropa @®J[D5. CormacHo
ONyOJIMKOBAHHBIM JIMTEPATypHBIM JIaHHBIM, ToiWuyHas vactota Bo3HuUKHOBeHuss HITMH3H
cocrasisieT 2,5-11,8 ciydaeB va 100 000 myxuuH B Bo3pacte > 50 jieT B OOIIeH MOMYJISIIHH.
Crnemyer peKOMEHI0BaTh MAllUEHTaM B CIy4ae BHE3AIMHOW IOTEPH 3pEHHUs IPEKPATUTh TEPAIUIO
cuIIeHa(pHUIOM U HEMEJICHHO MPOKOHCYJIBTHPOBAThCs ¢ BpadoM. JIWIa, y KOTOPBIX yxke ObLI
cinyuait HITMH3H, umeror noseiuenssii puck peunauBa HIIMH3H. [Tostomy Bpauy cienyer
0oO0CYIUTh JaHHBIH PUCK C TAaKUMH MAlHCHTAMH, a TaK)Ke OOCYIMTh ¢ HUMH NOTEHIIMATbHBIA

H1aHC HeOIaronpusiTHOro Bo3neicTBUsl HHrHOUTOpOoB DJID5. MHrnduropsr ®J135, B ToM ymciie



CI/IJIIIeHa(bI/IJI, Y TaKuX INAlMEHTOB CJICAYET IPUMEHATH C OCTOPOXXHOCTHIO M TOJIBKO B CUTYallUsX,
KOrza oxuaaeMas 1mojib3a ne€peBeIInBacT PUCK.
HpI/I HCIIOJIb3OBAHUH CI/UI)leHanI/I.Ha B J103aX, MPEBLIIIABIINX PEKOMECHIYEMBIC, HEXKECIATCIIbHBIC

p€aKkuuu ObLTH CXOJHBIMH C OTMCYCHHBIMHU BBIIIEC, HO 0OBIYHO BCTPEYAJIMCH Yallle.

IlepenosupoBka

IIpu onnokpaTHOM mpueme cuineHaduna B jo3e 10 800 Mr HexesnarelbHbIE PEaKIMH ObLIH
TaKMMH K€, KaK W IpH Ipueme cuijeHaduia B 6ojee HU3KUX /103aX, HO BCTPEYAIUCH dallle.
[Ipumenenne n03el 200 Mr He NPUBOIMIO K MOBBIIEHUIO 3((GEKTUBHOCTH, OJHAKO YacTOTa
HEXENaTeIbHBIX peakuud (rosoBHas 00Jb, «IPUIMBBI»Y, TOJIOBOKPYXKEHHE, JIHUCIEIICHS,
3aJ10)KEHHOCTh HOCA, HAPYLIEHUE 3PEHHUs) YBETHYHBATIACH.

Jleyenne cumnTomaruueckoe. I'eMonuanu3 He ycKoOpseT KIMpEHC cuiieHaduia, Tak Kak

NOCJIEIHUN aKTUBHO CBSI3BIBACTCS ¢ OeJIKaMu I1JIa3Mbl H HE BBIBOIUTCS ITIOYKAMH.

B3aumopeiicTBHE ¢ IPYrHMH JIEKAPCTBEHHBIMH CPeICTBAMH

Bnusnue opyeux nexapcmeennvix npenapamos na (papmaxkoKkuHemuxy cuioenaguia
Mertabonu3m cuineHaduaa MPOUCXOTUT B OCHOBHOM moj jeictBrHeM u3opepmenta CYP3A4
(ocroBHOM myTh) U CYP2CY, mostoMmy MHrHOMTOPHI 3THX H30(EPMEHTOB MOTYT YMEHBIIUThH
KJIMpEHC cuiieHaduiIa, a WHAYKTOPbI, COOTBETCTBEHHO, YBEJIMYHUTh KIMPEHC CHIIeHaduUIa.
OTMeueHO CHIKEHHE KIIMpeHca cuiieHaduiIa mpu oJHOBPEMEHHOM MPUMEHEHHH HHTHOUTOPOB
n3opepmenta CYP3A4 (keTOKOHA30J, 3pUTPOMHUIMH, HUMeTHauH). [lumetuaun (800 wMr),
Hecrnienuduyeckuit uHruOMTOp U3opepmentra CYP3A4, mnpu COBMECTHOM MpHEME C
cuieHaguiaom (50 Mr) BeI3bIBaeT MOBBIIICHHE KOHIICHTpAIUK ChieHaduIa B miasme Ha 56 %.
OnHokpatsbiii mpueM 100 Mr cunnenaduia coBMecTHO ¢ IpuTpoMHIUHOM (110 500 Mr/cyTku
2 pa3a B JIeHb B Te€YeHHE 5 aHeH), crnerudpuueckum HHruoOutTopoM m3opepmenta CYP3A4, Ha
(GoHEe IOCTHIKEHHS MOCTOSIHHOM KOHIEHTPAllMH OSPUTPOMHIIMHA B KPOBH, MPHBOIUT K
yBenuueHuto AUC cunnenapuna na 182 %. Ilpu coBmecTHOM mpueme cuiieHaduia
(omnoxkpatHo 100 mr) u caxBuHaBupa (1200 wmr/menp 3 pa3a B J€Hb), HHTHOUTOpA
BUY-nporeassl u uzopepmenta CYP3A4, Ha GoHEe TOCTHKEHHUS MOCTOSHHON KOHIIEHTpAIUH
cakBUHaBUpa B KpoBU Cmax cuiyieHaduia noseimanack Ha 140 %, a AUC yBenuuyuBaiach Ha
210 %. Cunnenadpmyi He oka3bIBaeT BIUSHHS Ha ()apMakOKHHETHKY CakBHHaBHpa. boiee
cuibHble HHIUOUTOPHI M3odepmenta CYP3A4, Takue kak KETOKOHA30J M MUTPAKOHA30JI, MOTYT
BBI3BIBATh U 0OJI€E CHIIbHBIE H3MEHEHUS (papMaKOKMHETHKH CUIeHaduIa.

OnHoBpeMeHHOE NpuMeHeHHe cuiieHaduna (ogHokpatHo 100 mr) u putoHaBupa (mo 500 mr
2 pasa B cyTkH), uHruoutopa BUYU-npoTeassbl U CHIBHOTO HHTHOUTOPA U30(EPMEHTOB CHCTEMBI

uuroxpoma P450, Ha (oHe AOCTHMKEHHS MOCTOSHHOW KOHIIEHTpAllMd PUTOHABHpPA B KPOBH
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MPUBOJHT K yBETHYEHHUIO Cmax cuieHaduna Ha 300 % (B 4 pasa), a AUC Ha 1000 % (B 11 pa3).
Yepes 24 yaca xoHUeHTpauus cuigeHaduiIa B IUia3Me KpOBH cocTaBisieT okoio 200 Hr/mi
(rmocyie OJJHOKpPATHOTO NPHUMEHEHHs OAHOro cuiaeHabuiaa — S5 Hr/mia). DTo coriacyercss ¢
>bdexToM pHUTOHAaBMpa Ha IIMPOKHMI JHMana3oH CyOCTpPaToB CHCTEMBI LUTOXpoMa P450.
Cunnenadun He Biausier Ha (ApMaKOKHHETHKY pPHTOHABHMpa. YYMTHIBAas OTH JaHHBIE,
OJTHOBPEMEHHBIA IPUEM PHTOHABHPa M CHJIeHadHIa MpOTHBONOKazaH. Eciu cuimeHadwui
NPUHAMAIOT B PEKOMEHYEMBIX J03aX MAlMeHThl, MOJYyYarOllde OJHOBPEMEHHO CHIIbHBIE
uHruouTopsl u3opepmenta CYP3A4, 10 Cpax CBOOOJHOTO cuIieHaduiIa HE IPEBHIIIAET
200 HM, wu mpenapar xopomo TepeHocuTcs. OIHOKpATHBIM NpHeM aHTauuaa (MarHus
TUJIPOKCHIA/QTIOMUHUS THAPOKCH/IA) He BIUSIET Ha OMOOCTYITHOCTD CHIIIEHA(MIIA.
Wuruburoper  u3odpepmenta CYP2CY9 (tonbGyramuna, Bapdapun), uzodepmenta CYP2D6
(cenexTUBHBIE ~ MHTHOMTOpBl  OOpaTHOro  3axBaTa  CEPOTOHHMHA,  TPHIHUKIMYECKHE
AQHTHJIETIPECCAHTHI), THA3WIHBIE M THA3UAONONAOOHBIE JUYPETHKH, HHTHOHTOpHI AllD u
AQHTArOHUCTBl KaJIbLUS HE OKa3bplBAIOT BIUSHHUS Ha (ApMaKOKUHETHKY CHIIeHadua.
AzutpomuniuH (500 mr/cyt B Teyenue 3 aueit) He okaspiBaeT BiMsHHS Ha AUC, Cmax, Tmax,
KOHCTAaHTY CKOpPOCTH BbIBe[€HHS M Ti2 cuijieHaduiIa WM €ero OCHOBHOTO IUPKYJIHPYIOIIETO
MeTabouTa.

IIpy onHOBpeMEHHOM IpHUMEHEHHH C Oo3eHTaHOM (MHAYKTOpoM H30pepmenToB CYP3A4,
CYP2C9) ormeuanocy cHmxenne AUC u Cmax cuigeHadpuna Ha 62,6% u 524 %
COOTBETCTBEHHO.

[Ipennonaraercs, 4T0 OAHOBpPEMEHHOE NMPUMEHEHHE CHIIZICHApHIa ¢ MOIIHBIMH HHIYKTOPaMH
u3opepmenta CYP3 A4, takumu kak puaMiuiiiH, MOXET IIPHBOIUTH K OOJIBIIEMY CHUKEHHUIO
KOHIIEHTPALlMH CUJ/IeHa(uIa B 1J1a3mMe KPOBH.

Bnusinue cunoenaghuna na opyzue nekapcmeennoie cpeocmea

Cunnenadun siBisercs cabbiM HHTHOUTOPOM H30(EPMEHTOB CHCTEMBI IIUTOXpoMa P450 — 1A2,
2C9, 2C19, 2D6, 2E1 u 3A4 (UKso >150 wmxmoub). [lpu mnpueme cuineHapuia B
peKoMeHyeMbIX 103aX €ro Cmax COCTABISET OKOJO | MKMOJb, MO3TOMY MajOBEPOSTHO, YTO
cuiieHah I MOXKET MOBJHATH Ha KIIMPEHC CyOCTPaToOB 3THX M30()EPMEHTOB.

Cunnenadun ycuIMBaeT rHIOTEH3UBHOE JIEHCTBUE HUTPATOB KaK MPH JUTUTEIHHOM IIPHMEHEHHH
NOCJIEIHUX, TaK U IPU UX HA3HAUEHHH MO OCTPHIM MOKa3aHHWSM. B CBS3M ¢ 3TUM, IpUMEHEHHE
cuiieHaduIa B COYeTaHUH C HUTPATAMH WM JIOHATOPaMH OKCHJIA a30Ta MPOTHBOMOKA3aHOo.

IIpu ogHOBpEMEHHOM IpueMe o-aJipeHo0I0KaTopa A0Kcazo3uHa (4 Mr U 8 mr) u cuiaeHaduia
(25 mr, 50 mr u 100 mr) y namMeHTOB C J00pOKAYeCTBEHHOW THIEpIUIa3Hell MPOCTAaThl CO

CcTaOUIILHOM reMOIMHAaMUKOU Cp€aHee JOITIOJIHUTCIIBHOC CHHUIXCHHUEC
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CHCTOJIMYECKOT 0/ TMaCTOIMYECKOTO apTEPUAILHOTO JaBJICHHSI B IOJIOXKCHHH Jie)Ka Ha CITHHE
COCTaBJISLIO 7/7 MM PT. CT., 9/5 MM pT. CT. ¥ 8/4 MM PT. CT. COOTBETCTBEHHO, a B MOJIOKEHUH CTOS
— 6/6 MM pT. cT., 11/4 MM pT. cT. U 4/5 MM pT. cT. cooTBeTcTBeHHO. CO0OIIAETCS O pEaKHX
cllydasiX pasBUTHS y TaKHX [AlUEHTOB CHMIITOMATHYECKOH MMOCTYypaJbHOM T'MIIOTEH3HUH,
IPOSBIISBIIEHCS B BHJE T'OJOBOKpYXeHHH (0e3 oOMopoka). YV OTIeNbHBIX YYBCTBHTEIbHBIX
NAllMEHTOB, MOJIYYaloUMX 0-apeHO0IOKATOPbl, OJHOBPEMEHHOE MPUMEHEHHE CHiIeHaduIa
MOYKET IPUBECTH K CUMIITOMAaTHUECKON TUIIOTEH3UH.

OnHOBpeMeHHOE NpPUMEHEHHEe CUieHapuiIa B paBHOBECHOM coctossHuM (80 Mr Tpu pasa B
cyTku) npuBoauT K yBenuueHHI0 AUC u Cnax 603eHTana (125 mr nBa pasza B cytku) Ha 49,8 % u
42 % cOOTBETCTBEHHO.

[Ipu3HaKkoB 3HAYMTENHHOTO B3aUMOJAEUCTBUS C TosOyramuaoM (250 Mr) wiam BaphapuHOM
(40 mr), xotopsle MeTabomu3upytores usopepmentom CYP2C9, He BbIsSBIIEHO.

Cunnenadpun (100 mr) He oka3bpiBaeT BIHMSHUS Ha (HAapMAKOKMHETHKY HHIHOUTOPOB
BUY-nporea3pl, cakBHHAaBHpa W pPHTOHABHpa, SBISIOMMXCS cyOcTparamu u3odepmenra
CYP3 A4, npu ux NoCTOSSHHOM YPOBHE B KPOBH.

Cunnenadui (50 Mr) He BBI3bIBACT JOMOJHUTEIBHOTO YBEIMYCHUS BPEMEHH KPOBOTEUYECHHUS MIPH
npUeMe aleTHICATUIIIOBONH KUCTOTHI (150 mr).

Cunnenapun (50 Mr) He yCWIMBaeT THIIOTEH3MBHOE [EHCTBHE QJIKOTOJISI Yy 3I0POBBIX
JOOpOBOJIBIIEB MPH MAaKCUMAJIbHOM KOHIIEHTpalluu aikoroyis B KpoBd B cpenHem 0,08 %
(80 mr/mm).

VYV manuMeHTOB C apTepUANbHOW THIEPTEH3WEH MPHU3HAKOB B3aMMOJEHCTBHS CUiIeHaduIa
(100 Mr) ¢ amnoaunuHOM He BbIsIBIEHO. CpeiHee TOMOTHUTEIbHOE CHIKEeHUE A/l B OJI0KEHUH
Jexa COCTaBlIsieT 8 MM pT.CT. (CHCTOJIMYECKOTO) W 7 MM PT. CT. (AHACTOJUYECKOTO).
[Ipumenenue cuinieHaduia B COYETAHWH C THIIOTEH3UBHBIMH IMpenapaTaMd He MPHUBOIMT K

BO3HHKHOBCHHUIO JOIIOJIHUTCIIbHBIX HEXKCIIATCIbHBIX peaxum‘/i.

OcoObie ykazanust

JInsi TUarHOCTHKU HApyIIEHWH SPEeKIUH, ONpeelieHHs UX BO3MOXHBIX MPUYMH U BBIOOpa
aJIeKBaTHOTO JIEYEHUS HEOOXOauMMO coOpaTh MOJHBIA MEIUIIMHCKMA aHaMHE3 M IPOBECTH
THiatesbHOe (u3uKanbHOe obcienoBanue. CpencTBa JIEYEHHS JPEKTHIBHOW TUCHYHKIIUH
JIOJDKHBI UCHOJB30BATHCS C OCTOPOXKHOCTHIO y MAIMEHTOB C aHATOMHYECKOW edopmanueit
IIOJIOBOTO WieHa (aHTyJIsIus, KaBepHO3HBIH (Hubpo3, Oone3ns lleiipoHn) win y mamueHTOB ¢
bakTopaMH pHCKAa pPa3BUTUSI TNpHANU3Ma (CEPIOBUIHOKIETOYHAS AHEMHS, MHOXECTBEHHAs

MHEJIOMA, JIEUKEMHS ).
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CooOmanoch 0 ciryyasix pa3BHTHS JUTMTENILHOM 3pEeKIIMU W NpHanu3Ma. B ciydyae coxpaHeHus
SpEKUUH B TeyeHHe Oosiee 4 4YacoB ClIeAyeT HEMEUIEHHO OOpaTHThCS 3a MEIMIUHCKON
MOMOIIBIO.

Ecin Ttepanuss npuanuzma He ObUla HpoBeeHA HEMENJIEHHO, 3TO MOXET MPHBECTH K
IIOBPEXJICHUIO TKAHEH MOJIOBOTO WieHa U HeOOpaTUMO# yTpaTe MOTEHIIHH.

[Ipenapatsl, npeaHa3Ha4yeHHBbIE IS JICYEHHS HApYIIEHWH OJpEKIMH, HE ClIeyeT Ha3HadaTh
MY>KUYMHaM, JUIsl KOTOPBIX CEKCyallbHAsi aKTUBHOCTD HEXellaTellbHa.

CekcyanbHasi aKTHBHOCTH MPEACTABISECT OINPEIEICHHBIA PHCK TpPUH HAIWYHM 3a00JeBaHUN
cepaua, MO3TOMY IMepe] HadajaoM 00N Tepanmuu MO IMOBOJY HAPYIIEHUH IPEKIHH Bpady
ClIeJlyeT HalpaBUTh NAallMEHTa Ha 00CIeIOBAHUE COCTOSIHUS CEPJIECYHO-COCYIMCTOW CHUCTEMBI.
CekcyanbHasi aKTHMBHOCTbh HeE)XeJaTeJlbHA Y TAIlMEHTOB C CEpACYHOH HEI0CTaTOYHOCTHIO,
HecTaOMIIbHON CTEHOKap/ueH, NepeHeCeHHBIM B MOC/eHue 6 MecsiieB WH(PApKTOM MHOKapa
WIA  HMHCYJBTOM, O KH3HEYIPOXKAIOIIMMH  apUTMHUSMH, apTePHATBHONW  TUIEepTeH3Hel
(AL > 170/100 mm pt. ct.) umm runotensueit (AJl < 90/50 mwm pt. cT.). B KimHHUeCKHX
UCCIIEIOBAHUSAX [MOKA3aHO OTCYTCTBHE pa3JIMYMii B 4YacTOTe pa3BUTHS HH(papKTa MHOKapjaa
(1,1 Ha 100 4ermoBeK B o) MJIK 4acTOTE CMEPTHOCTH OT CEPJECYHO-COCYIUCTHIX 3a00sIeBaHUN
(0,3 Ha 100 yermoBek B Troj) Yy NAIlMEHTOB, MOJYYaBIIMX CHJIACHA(QUI 1O CPaBHEHHIO C
naryeHTaMHu, OJTy4aBIIUMH I11a11e00.

OcnoocHeHuss co cmMopoHbl CepOeyHO-COCYOUCMOTU CUCTNEMbL

B Xoxe mNOCTperucTpalMoOHHOTO TPUMEHEHHUS cuiieHapuIa [Aas JIEYeHUS JPEKTHIBHON
JUCHYHKIUU COOOIATOCh O TaKUX HEXKEIATeJIbHBIX PEeaKIMsIX, KaK TSDKENIble OCI0XHEHHUS CO
CTOPOHBI CEpAEYHO-COCYTUCTOM CHCTeMbl (B T.4. HH(ApKT MHUOKapaa, HecTaOUIbHAs
CTEHOKap/Jusi, BHE3amHas CepJe4yHas CMepTh, JKEIyJ0YKOBash apUTMHs, TIeMOpparMuecKui
UHCYJIBT, TPAH3UTOpHAs MINEMHYECKasl aTaka, MMIEPTEH3Uss W TUIOTEH3Hs), KOTOpble HMEIN
BPEMEHHYIO CBSI3b C MPUMEHEHUEM cuiieHaduIa. BOIbIIMHCTBO 3TUX NAIlMEHTOB, HO HE BCE U3
HHUX, UMEJTH (aKTOPbl PUCKA OCIIOKHEHHH CO CTOPOHBI CEPJIEYHO-COCYAUCTON cUcTeMbl. MHOTHE
U3 yKa3aHHBIX HeXeJaTeIbHBIX peakiuii HabIr01aIuch BCKOPE MOCIe CeKCyallbHOW aKTUBHOCTH,
¥ HEKOTOpbIE M3 HUX OTMEYATHChH MOCIe MpueMa cuiieHadguia 6e3 nociaeIyomei ceKcyalbHO
akTUBHOCTH. He mpencraBiseTcss BO3MOXHBIM YCTAHOBUTh HAJMYHE MPSIMOW CBSI3M MEXIY
OTMEYaBINUMHUCS HEXeTaTeTbHBIMH PEAKIIUSIMH U YKa3aHHBIMU WJIM UHBIMH (paKTOpamHu.
Apmepuanvras cunomen3us

CunneHadgun  oOka3pIBaeT CHUCTEMHOE Ba3OJWIATHUpYIOIEE JIEHCTBHE, MpPUBOJALIEE K
NpexosieMy CHUXEeHHIO AJl, 4To He sBiIseTcs KIMHWUYECKH 3HAYUMBIM SIBJIECHHEM H HE

NPUBOJUT K KAKUM-JIHOO TIOCIEACTBHSM Yy OOJBIIMHCTBA IAllMEHTOB. TeM He MeHee, N0
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Ha3HaYeHHUs CUIIeHa(uIa Bpay JOJDKEH TIIATEIBHO OIIEHHTh PUCK BO3MOXHBIX HEXKeJIaTeIbHBIX
NPOSIBJICHUA  Ba3OJMJIATUPYIOIET0  JICHCTBHS Y  MAIMEHTOB C  COOTBETCTBYIOIIMMH
3a00s1eBaHUAMH 0COOEHHO Ha (hoHE ceKcyalbHOU aKTUBHOCTHU. [I0BBINIEHHAsS BOCIPHMMYHBOCTD
K Ba3zoJWiIaTaTopaM HaOIIOJAaeTCsl y MAlMEHTOB € OOCTPYKIMEH BBIXOJHOTO TpaKTa JIEBOTO
XKeJTyl0uKa (CTEHO3 aopThl, runeprpopuueckas oOCTPYKTHBHAS KapIHOMHOIATHS), a TaKKe C
PEAKO BCTPEUAKOLIMMCS CHHIPOMOM MHOXKECTBEHHOHM CHUCTEMHO# aTpoduu, MpOsBIISIONAMCS
TSDKEJIBIM HapylmeHueM peryasuud AJl co CTOpOHBI BereTaTUBHOH HEPBHOH CHCTEMBI.
ITockonpKy coBMECTHOE MPUMEHEHHE CHIIeHadHIa H 0-aJpeHOOIOKATOPOB MOXET TPUBECTH K
CHUMIITOMAaTUYE€CKON TMIIOTEH3HH Y OTAEIbHBIX YyBCTBUTEJIBHBIX MAIMEHTOB, MIpenapar ciaeayer
C OCTOPOXHOCTBIO Ha3Ha4aTh MAlMEHTaM, NMPUHUMAIOIIUM O-apEeHOOIOKATOPHI (CM. pasjeln
«B3aumopelicTBHE ¢ IpPYyrHMHM JIEKapCTBEHHBIMH CpeICcTBaMu»). UTOOBI CBECTH K MHHHMYMY
PHCK pa3sBUTHS MOCTYPaJIbHOM MMIIOTEH3UH Y NAlMEHTOB, IPUHUMAIOIIUX O-aJpEHOOIOKATOPSI,
NpHEM CUIeHa(UIa clielyeT HauMHATh TOJIBKO MOCIIE JOCTH)KEHUS CTaOMITH3AIiK [TOKa3aTeleH
IeMOJIMHAMHMKH y 3TUX HauueHToB. ClielyeT TakKe pacCMOTPETh LENeCO00Pa3HOCTh CHUKEHUS
HavyaJlbHOU J103bI cHifeHapuiaa. Bpad nomkeH nmpouHGOpMUPOBATH MAMEHTOB O TOM, KaKHe
JEUCTBUS CIIEAYET MPEANPUHSATD B CIIydae MOSIBICHUS! CHMITOMOB [TOCTYPAJIbHOM TMIIOTEH3HH.
3pumenvHule napyuwenus

B penkux ciydasx BO BpeMsi NpuUMeHeHHs Bcex HHruobutopoB DJ[DS5, B TOM umcIe
cuigeHapuiaa, cooOmanock O BO3HUKHOBEHHH HEAPTEPUHUTHOW TI€peHEeH HIIeMHYECKOn
HeiponaTuu 3purenbHoro Hepsa (HITMH3H) — penkom 3aboneBanuu U npuyvHe CHUXKEHHUS WA
NOTEpU 3peHus. Y OOJBIIMHCTBA M3 3THX IMAMEHTOB ObUTH (DAKTOpHI pHCKa, B YaCTHOCTH,
CHMJKEHHE OTHOIIEHHUS [HaMETPOB JKCKaBallMM M JMCKA 3PUTEIBHOrO HepBa («3aCTOMHBIN
JCK»), Bo3pacT crapme 50 set, caxapHblii Auaber, apTepraibHasi THIIEPTEH3HS, HIIEMHYecKast
Oosie3Hb cepila, rUNEpIUNUIEMus 1 KypeHue. CleayeT peKOMEeHI0BaTh MAallMeHTaM B ClIydae
BHE3allHOM IOTEPH 3PEHUS NPEKPaTUTh Tepalnuilo CHIACHAQWIOM U  HEMEUIEHHO
IIPOKOHCYJIbTUPOBATHCS C BPAYOM.

JInna, y koropsix yxe 0bu1 citydait HIIMH3H, umeror noBsimennsiii puck penuausa HITMH3H.
[TosTromy Bpady ciienyer oOCyIUTh JaHHBIA PUCK C TAKMMHU NAIlMEHTaMH, a Takxke o0CYIUTh C
HUMH [OTCHLMAIbHBIA IIAHC HEOJIarompusiTHOr0 BO3JAeHCTBUS HHrudoutopoB DJ[DS.
Wuruburopsr ®J135, B ToM umcne cuigeHapusl, y TaKMX MAIUEHTOB CIIEIYeT HNPUMEHSTH C
OCTOPOJKHOCTBIO M TOJBKO B CHTYalUsX, KOTJa OXXHJaeMasi I0jb3a IMpPEBBIIAET PUCK. Y
naneHToB ¢ snu3zoxamu pasutuss HIIMH3H c¢ notepeit 3peHuss B 0fHOM ria3zy INpuem
cuiieHapuaa NPOTUBONOKA3aH. Y HEOOJBIIOr0 YHC/Aa MAIMEHTOB C HAC/IEJACTBEHHBIM

IMATMCHTHBIM PETHHUTOM HMECIOTCA T'CHETUYCCKH JICTCPMUHUPOBAHHBIC HAPYHICHHSA (bYHI(III/Iﬁ

14



pochoanscrepas ceruarku riaza. CeneHuss o 0e30MaCHOCTH NMPHUMEHEHHS CHieHaduua y
NalMEHTOB C IUTMEHTHBIM PETUHUTOM OTCYTCTBYIOT, NMPHEM CHJIJCHA(UIA TAKUM MallMeHTaM
IIPOTUBOMOKA3aH.

Hapywenus cayxa

B HEKOTOpBIX MOCTPErHCTPALlMOHHBIX M KIMHHUYECKUX HMCCIIEIOBAHUSAX COOOIIAETCS O Cliydasx
BHE3AITHOIO YXY/IIIEHUS MJIM IOTEPH CIyXa, CBA3aHHBIX C IMPUMEHEHHEM BCEX HHTHOUTOPOB
®J1D5, Bkmodas cuwiaeHadwI. BOMBIIMHCTBO I3THX MAIMEHTOB HMETH (AKTOPhl pHCKa
BHE3AIIHOIO YXYAIIEHHUS MJIM [OTEepU cioyxa. [IpHUMHHO-CIIECTBEHHOW CBSI3H MEXIY
npuMeHeHreM UHruouropoB MJ[D5 U BHe3aNmHBIM yXY/IIEHHEM CllyXa WM MOTEpEeH ciyxa He
yCTaHOBJIEHO. B cilyyae BHe3amHOro yxy/JIIEHHs CIyXa WIH MOTEPH ClIyXa Ha (oOHEe mpuema
cuieHaduiIa ciieyeT HeMeIJIeHHO POKOHCYIbTHPOBATHCS C BPA4YOM.

Kposomeuenus

Cunnenadun ycuiaMBaeT aHTHArperaHTHbIH 3((eKT HUTPOIPYCCHIa HATPHS, TOHATOPA OKCHJIA
a30Ta, Ha TPOMOOIMTHI YesloBeka in vitro. JlaHHble 0 0€30MaCHOCTH MPUMEHEHHUS CHIIICHaduIa y
NAIMEHTOB CO CKJIOHHOCTBIO K KPOBOTOUMBOCTH MJIH 0OOCTPEHHUEM SI3BEHHOH OOJIE3HH JKeTyaKa
U 12-mepcTHOM KHIIKH OTCYTCTBYIOT, TOATOMY CHJIJIEHaQHUI y 3THX MAIMEeHTOB CIeayeT
IPUMEHATh C OCTOPOXKHOCTHIO. YacToTa HOCOBBIX KPOBOTEUEHHH Yy MAllMEHTOB C JIETOYHON
TUNepTEeH3UeH, CBS3aHHOM ¢ UG y3HBIME 3a00JIEBAaHUSIMH COCTMHUTEIILHOM TKaHH, ObLIa BHIIIE
(cunnenadpun 12,9 %, mnane6o 0 %), yeM y MalMEHTOB C MEPBHYHOMN JIETOYHON apTepHabHOM
runeprensuedt (cunaenadpun 3,0 %, mianedo 2,4 %). Y maiueHToB, NOJTy4aBIIAX CHIICHADUT B
COYETaHWH C aHTAaroHUCToM BUTamMuHa K, yacroTa HOCOBBIX KpoBoTedeHHH Obuta BhIIIE (8,8 %),
YeM Y NMalUEeHTOB, He IPUHUMABIIUX aHTaroHucT Butamuna K (1,7 %).

IIpumenenue coemecmno ¢ Opyeumu cpeoCmeamu 1e4eHusi HapyueHuu speKyuu

bezonacHocts U 3 deKTHBHOCTh CHIZIeHApUIa COBMECTHO C APYrUMH HHrHOUTOpamMu DJ1D5
WM IPYTMMH TIpenapaTtaMu JUis JIEYeHHUs JIeTrOUYHOM apTepUuaibHON MMIIEPTEH3UHU, COJIEPIKAIIUMHU
cuieHa( U1, WM APYTUMH CPEJICTBAMH JICYEHHS HAPYIICHHH SPEKIUU HE U3YYaIHCh, TOITOMY

IIPUMEHCHUE Mo00HBIX KOMOMHAIUH ITPOTHBOIIOKA3aHO.

Binsinue Ha criocoOHOCTH YNIPaBJIATH TPAHCHOPTHBIMH CPEACTBAMH, MeXaHH3MAMHU

Ilpuem cunneHaduna okas3piBaeT HE3HAYUTEIPHOE BIMSHHE Ha CIOCOOHOCTH YIPABIAThH
TPAHCHOPTHBIMH CPEJICTBAMH, MEXaHU3MAMHU.

[Tockonbky mnpu mnpueme cuiieHaduina BO3MOXHO pa3BUTHE TOJOBOKPY)KEHHS, CHIKCHHE
apTepUaIbHOIO JIaBJICHUS, DPAa3BUTHE XPOMATOICUH, 3aTYMAHEHHOIO 3pEHHsl M MOJO0OHBIX
HEXENIaTeJIbHbIX ~ peaklui, cleayer  coOmoaaTh  OCTOPOXKHOCTh  TPU  YIPaBICHHH

TPaHCIIOPTHBIMHU CPEACTBAMH M 3aHATUAX JPYIHMHU [MOTCHIHAJIBHO ONACHBIMU BHIaMH
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JCATCIIBHOCTH, Tpe6y101HI/IMI/I MTOBBIIIIEHHOH KOHIICHTpallUh  BHAMaHUA H 6bICTp0TI>I
IICUXOMOTOPHBIX peaKuHﬁ. Taxxe CJIICAYET BHUMATEJIBHO OTHOCUTBCSA K HWHIWBUIAYAIBHOMY
JICHCTBHIO [Ipernapara B YKa3aHHBIX CUTYaIIUsiIX, 0CcOOEHHO B HaYaJle JICYEHHS U ITpU UBMCHCHUHU

pexuMa 103UpOBaHHUA.

®opma BbIITYCKA

TabneTku, MOKpHITHIE TIEHOYHOM 000109KOM, SO Mr, 100 Mmr.

[To 1 TabneTke B makeTWk (came) U3 IUICHKM KOMOWHMPOBAHHOW Ha OCHOBE IOJIMMEPHBIX
TUIEHOK U (POJIbIY AITFOMUHHEBOM.

[To 1, 4, 6, 8, 10, 15 wmm 20 TabreTok B KOHTYPHYIO SYEHKOBYIO YIAKOBKY H3 ILICHKH
IIOJINBUHUIIXJIOPUAHON ¥ THOKOM yIIaKOBKH, U3TOTOBJICHHON Ha OCHOBE ()OJIBI'H aTFOMHHHEBOM.
[lo1,2,3,4,5,6,7,8,9, 10, 15, 20, 25, 30, 40, 50 nakerukoB (came) uau mo 1, 2, 3,4, 5, 6
KOHTYPHBIX SYEHKOBBIX YIIAaKOBOK BMECTE ¢ MHCTPYKIMEH MO MPUMEHEHHUIO TIOMEMIAIOT B MAUKy

M3 KapToOHa.

YcaoBust XxpaHeHus
XpaHuTh IpH TeMiiepatype He Beiie 25 °C.

Xpa}mn, B HEJIOCTYITHOM IS JIeTe MecTe.

Cpok rognocTn
3 rona.

He IIPUMCHSATH 11O UCTCUYCHUHU CPOKA I'OJJHOCTH, YKA3aHHOT'O Ha YITAKOBKC.

YcaoBus OTIIyCKa

OTmyckaroT 1o perenry.

Baapenen perucrpanmonnoro yaocroBepenusi / IlpomsBoamress / Opranmsanus,
NPHHUMAIOMIAs PeTEeH3HH OT NOTpeduTe et

3A0 «3Banap», Poccus,

659332, Anraiickuii kpai, r. buiick, yn. Conpanuctiuueckas, 23/6,

ten./daxc (3854) 39-00-50.

JIMpeKTOp MOCKOBCKOTO IIPE/ICTABHUTEILCTRA

3A0 «DBanap» Cagonon A.B.
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