COOTBETCTBYET 2KCNEPTHOMY OTYETY

UHCTPYKLUS o1 23.10.2024 N= 23365
(MOCNEOCBATENEHOCTE 0003)

10 MEJUIIMHCKOMY ITPUMEHEHNIO-AEKAPCTBEHHOTO HPEHAPATA

CUWIAEHA®NJ OKCIIPECC KAHOH

PerncrpanuoHHblii HOMep:

Toprosoe naumenoBanue: Cunnenadpun xcrpecc Kanon
Me:kayHapogHOe HeMATEeHTOBAHHOE HAMMEHOBaHUe: CcuiieHadu
JlekapcTBenHnasi popma: TabIETKH, AUCTIEPTUPYEMBIE B IIOJIOCTH PTa
Cocras

B1 Ta6J'IeTKe, JIMCIIEPTUPYEMOM B IIOJIOCTH PTa, COACPKHUTCS:

Oeticmsyowee gewgecmeo: cunaeraduia murpar 70,24 mr, B nepecdere Ha cuaeHadwmr 50,00 mr;

Bcnomozamenvhovle gewgecmea.: acmaptam 10,00 mr, apomatusatop wmsaTHbA 05042 — 1,20 wmr,
apomaru3atop msaTHbI 1203783511 — 1,50 mr, riunepona quberenar 40,00 Mr, KpeMHUST THOKCHT
kosmouaHeil 4,00 Mr, Kpockapmeiioza Hatpus 25,00 mr, wuzomansT 70,00 Mr, HaTpus
creapungymapar 5,00 mr, creapunoBas kucaora 5,00 mr, cykpanosza 6,00 mr, Ton Mumn® cunmii

10,00 mr, ®-MEJIT tun C 252,06 mr.

Onucanue: TabIETKU KPYIJIble JBOSIKOBBITYKJIbIE TOIYOOT0 LBETA C BKpAIJIEHUSIMU OT OEJI0ro 10

CHHECTO IIB€TA, C 3a11aXOM MSATHI.

(I)apMaKOTepaHeBTI/I'—IeCKaﬂ rpynmna: cpeacTBa, IpUMEHIEMBIC B YPOJIOTHH,; CPECACTBA AJIA JICUCHUS

APEKTUIIBHOMN TUCHYHKIUY.

Koa ATX: GO4BEQ3.
DapMaKoJIOrHYecKue CBOMCTBA

Dapmaxoounamuka

Cungenaduyn - MOIIHBIN CEJNEKTHBHBIH MHTHOUTOpP HMKJIOryaHO3MHMOHOGochar (il MD) —
crienuduaeckoit pocdoaudcrepasnbl S-ro tuma (OIIS5).

Mexanusm Oeticmeus

Peanuzanus (Gpu3MOIOrMYECKOro MEXaHU3Ma SPEKIUH CBsA3aHA C BBICBOOOKICHHEM OKCHAA a30Ta
(NO) B xaBepHO3HOM Telle BO BPEMs CEKCYalbHOM CTUMYJISIIMUA. DTO, B CBOIO OYEPE/Ib, TPUBOIUT K
yBenUYeHUIO cojepkanus 1l M®, mnocrnenyromneMy paccilalleHHI0 TJIaJKOMBIIICYHON TKaHH
KaBEPHO3HOTO TeJIa M YBEIMYEHHUIO IIPUTOKA KPOBH.

CunneHadui He OKa3bIBaeT MPSIMOTO PAcCIa0IAIONIETro ASHCTBUS HAa 30JIMPOBAHHOE KaBEPHO3HOE
TENo YeloBeKka, HO ycuiuBaeT 3¢ dekt okcuaa azora (NO) mocpencrBom mHrubupoBanus OJ135,
KOTOpas OTBeyaeT 3a jaerpaganuio ul M.

Cunnenadun cenektuBeH B oTHomenun ®J[D5 in vitro, ero aktuBHOCTH B oTHOmICHHH DJID5
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(DI[36 - B 10 pas; (DI[31 — Ooisiee yeM B 80 pas; @ﬂ\jA, \y,u,J'-r, LPAJ/—WAJII = O0JICT ICM
B 700 pa3. Cunnenadun B 4000 pa3 6oiee cenektuBeH B oTHomeHuu @ /195 no cpapaenuto ¢ GJ133,
YTO MMEET BaKHeHIee 3HadeHue, Mockoiabky DJ[D3 sBiusercs OAHUM M3 KIHOYEBBIX (HEPMEHTOB

PEryJIiind COKPATUMOCTH MUOKApAA.

Oobsazamenvuvim  yciosuem IPpgekmusnocmu  cundenaguna  A6aAemMcaA  CEKCYAabHAA
cmumynayua. Cunaenadun BOCCTaHABINBACT HAPYIICHHYIO 3PEKTHIBHYIO (DYHKIIHIO B YCIOBHUSIX
CEKCYaIIbHOM CTUMYJISIIIMM 32 CUET YBEIMYCHHS NMPUTOKA KPOBH K KABEPHO3HBIM TelIaM TI0JIOBOTO

YJIeHa.
Knunuueckue oannwvie

Kapouonocuueckue uccneoosanus

[Tpumenenue cunaenaduina B 1o3ax 10 100 Mr He IPUBOAMIIO K KIIMHUYECKU 3HAYUMBIM H3MEHEHUSIM
OKI' y 3m0poBbIX A00pOBOJNBIEB. MakcUMaabHOE CHIKEHHE CHCTOIMYECKOrO JIaBIICHUS B
MOJIOKCHUHU JIeXka Tmoclie mpuema cuiaeHadpmia B go3e 100 mr cocraBmwio 8,3 MM pT. CT., a
JMACTOIMYECKOTO AaBIEHHS — 5,3 MM PT. CT. bonee BhIpa)keHHBIN, HO TaKKe MPexoasamuil 3¢ et
Ha apTepuanbHoe aaBneHue (AJl) orMevancs y ManueHTOB, IPUHUMABIIUX HUTPATHI (CM. pa3aelbl
«[IpoTuBomnokazanus» u «B3zanumoseiicTBrUe ¢ JPYTUMH JIEKAPCTBEHHBIMU CPE/ICTBAMU).

B wuccnepnoBanun remonmHamuueckoro 3ddexra cuigeHapuia B ogHokpaTHOM noze 100 mr y
14 nanuenToB C TspKENo# uimemudeckoit 6onesnbo cepana (MbC) (6onee yem y 70 % marmeHTOB
ObUI CTEHO3, IO KpaifHell Mepe, OAHON KOPOHApHOI apTepuH), CUCTOJIMYECKOE U JUACTOIUYECKOEe
JIaBJICHUE B COCTOSHUU TMOKOs yMeHbagock Ha 7 % u 6 %, COOTBETCTBEHHO, a JIETOYHOE
CUCTOJIMYECKOE JIaBJIeHHE CHIDKaIoch Ha 9 %. CungeHadul He BIUSIT Ha ceplleyHbId BRIOPOC U HE
HapyIall KPOBOTOK B CTEHO3HMPOBAHHBIX KOPOHAPHBIX apTEPHSX, a TAKXKE MPUBOIII K YBEITMUCHUIO
(mpumepHO Ha 13 %) aneHO3WH-WHAYIUPOBAHHOTO KOPOHAPHOTO MOTOKA KaK B CTCHO3MPOBAaHHBIX,
TaK U B MHTAaKTHBIX KOPOHAPHBIX apTePHUSIX.

B nBoitHOM cienoM 11ane6o-KOHTPOIUPYEMOM HccieqoBaHuK 144 manueHTa ¢ 3PEeKTHIIBHOMN
TUCYHKITMEH U CTaOMIIbHOW CTEHOKApIUeH, MPUHUMAIOIINX aHTHAHTHHAIBHBIE ITpeTiapaTsl (Kpome
HUTPATOB) BBIMOMHSUIA (PU3UYECKHE YIPAKHEHUS J0 TOrO MOMEHTa, KOIJa BBIPaKEHHOCTb
CHUMIITOMOB CTE€HOKAPAWU YMEHbIIMIACh. [IpOOIKUTENBHOCT BBIOJHEHUS YIpPaXKHEHUs Oblia
nocroBepHo Oombie (19,9 cexkynn; 0.9 — 38,9 cexynm) y manueHTOB, MPUHUMABIIAX CHIIICHA(HI B
OJTHOKpaTHOH 703e 100 MT 110 CpaBHEHUIO ¢ MAIIUEHTAMH, MTOTYYaBITUMU TIIaIe00.

B paHaoMu3upoBaHHOM JBOMHOM CIIENIOM IUIAIe00-KOHTPOJIMPYEMOM HCCIEIOBAHUN H3ydalld
abdekr mepemenoit mo3bl cuigeHadgmia (mo 100 mr) y myxuuH (0 = 568) ¢ IpEeKTHIBHOI
TuchyHKIMe W apTepuaibHOM TUNEPTEeH3WEW, MNpUHUMAIOMMX Oojiee 2 TUIIOTEH3UMBHBIX
npenapato. CuineHadun yaydmui spekuuio y 71 % MyxuuH 1o cpaBHeHuio ¢ 18 % B rpymnme

iane6o. Yactora HexenaTeNbHBIX peakiuii ObUla CpaBHUMa C TAaKOBOM B JPYrux TIpymmax
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HAIMEHTOB, TAK K€ KaK Yy JIUII, IPMHUMAIONHX Gosee 3 rHHOTeH:;HEH-'HIX1 ?Héjq Fom-365
JCINENOB BHOCTE 0003)

Hccnedosanus spumenbHulX HApYUeHUU

Y HEeKOTOpBIX MAMEHTOB Yepe3 1 yac mocie npuema cuiieHaduia B 1o3e 100 Mr ¢ momMoIpio Tecta
®apucBopra-Mancernia 100 BbIsSIBICHO JIerkoe U Mpexosiiee HapylleHue CIOCOOHOCTH pa3inyaTh
OTTEHKH IBeTa (cuHero/3eneHoro). Yepez 2 waca mocie mpueMa IMpenapara 3TH HM3MEHEHUS
orcyrcTBoBaiM. CuUuTaercs, 4TO HapyIIEHHE LBETOBOIO 3PEHHS BBI3BIBACTCS MHTHOMPOBAHUEM
®J126, xoTopas yuacTByeT B IpoOILIeCCe Iepeiadn CBeTa B ceTyarke rias3a. CuineHaduin He OKa3bIBaj
BJIUSTHUSL HA OCTPOTY 3PEHUS, BOCIPUITHE KOHTPACTHOCTH, 3JIEKTPOPETUHOIPAMMY, BHYTPUTIIa3HOE
JABJICHHUE WM TUaMeTp 3padka.

B muane6o-KOHTpOIIMpPYyeMOM  TMEPEKPEeCTHOM  HCCIECOBAaHWUHM  MMAIMEHTOB C  JIOKa3aHHOH
pPaHHEBO3PACTHON MaKyISIpHOH nereHepamnueit (n = 9) cunaeHadwn B ogHokparHoi o3¢ 100 mr
nepeHocuics xopoio. He ObUIO BBISIBICHO HUKAKUX KIMHUYECKH 3HAYMMBIX M3MEHEHHUI 3peHMus,
OILICHMBAEMBIX 10 CIICIIUAIbHBIM BU3YAJIbHBIM TECTaM (OCTPOTA 3PEHHUS, pelIeTka AMcIepa, IIBETOBOE

BOCTIPUATHE, MOJCIIMPOBAHKE TTPOXOKACHUS 1IBETA, IepuMeTp X aMbpu u hoTocTpece).
Dapmakokunemuka

CDapMaI(OKI/IHeTI/IKa CI/IJ'I,Z[CHa(I)I/IJ'Ia B PCKOMCHAYCMOM JUAIIA30HC 103 HOCHUT JIMHEMHBIN XapaKkTep.

Bcacvisarnue

[Tocne mpuema BHYTph cuiifieHadui ObICTPO BcachiBaeTcs. AOCOMOTHAS OMOIOCTYITHOCTH B CPETHEM
coctasisiet okoio 40 % (ot 25 % mo 63 %). In vitro cunueHaduin B KOHIEHTpAUK OKOJI0 1,7 HI/Mi
(3,5uM) momaenser aktuBHOCTE DJ[IS5 uemoBeka Ha 50 %. Ilocme OXHOKpPATHOrO IMpHEMa
cunneHaduia B go3e 100 Mr cpeanssi MakCUMalbHasi KOHIIGHTpAIUs CBOOOAHOrO cuijeHaduiIa B
m1azmMe KpoBU (Cmax) My»K9uH cocTaBiisieT okosio 18 Hr/mi (38 HM). Cmax ipu mipuemMe cuiienadua
BHYTPb HaTOILIAK JlocTUraeTcs B cpeaneM B TeueHue 60 MuH (ot 30 muH 1o 120 mun). [lpu npueme
B COUETAHHH C KUPHOH MUIIEH CKOPOCTh BcachIBaHUS CHIKAETCS: Cmax YMEHBIIIAETCS B CPETHEM Ha
29 %, a BpeMsi JOCTHXEHHS MakcUManbHON KOHIEeHTpaiuu (Tmax) yBemuumBaercs Ha 60 MuH,
OJIHAKO CTEeNeHb aOCOpOIMHU JAOCTOBEPHO HE M3MEHsieTcs (IUIouaab moj (papMaKOKHHETHUYECKOM

kpuBoit korneHtpanusa-spems (AUC) cumxkaercs va 11 %).
Pacnpeoenenue

O6wem pacnpezneneHus cuijeHaduia B paBHOBECHOM COCTOSIHUM COCTaBjsieT B cpexHem 105 .
CBs13b cuiieHaduiIa ¥ €ro OCHOBHOTO MUPKYIUpyromiero N-m1eMeTuiibHOro MetadonnTa ¢ OeKkaMu
IJ1a3Mbl KPOBU COCTABIISIET OKOJIO 96 % U He 3aBUCHUT OT 00Ilel KOHIIEHTpaluu npemnapara. Menee
0,0002 % no3wl cunneHaduna (B cpennem 188 Hr) oOHapykeHO B cnepme depe3 90 MuH mocine

npuema npenapara.
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

Cunnenapun MeTaboOMU3UpyeTCs, TJIAaBHBIM 00pa3oM, B TEYCHU IMOJ JCHcTBHEM H30(epMeHTa
CYP3A4 (ocuoBHo# myTh) 1 u3oepmenTa CYP2C9 (nomomHUTEIBHBIN MTYTH).

OCHOBHOM IMPKYIMPYIOIIUA aKTUBHBIA MeETa0oJUT, oOpasymommiics B pesyiabrare N-
JeMETWINPOBAaHUs CcuijeHaduIa. moaBepraeTcs aaibHelnmeMmy MeTabonuzMy. CelneKTHBHOCTB
JIeicTBUS 3TOro Merabonuta B oTHomeHWH DJID comocraBuMa ¢ TakOBOW cuiaeHaduiIa, a ero
akTUBHOCTH B oTHomieHun DJID5 in vitro cocrasiser okono 50 % akTMBHOCTH cHiACHAdUIIA.
Konnenrpanus metabonnra B I1a3Me KpOBHU 370POBBIX 10OpPOBOJBIEB cocTaBisuia okoio 40% ot
KOHIEeHTpauuu cuigeHadumia. N-IeMeTunbHbI  MeTa0oNUT MOJBEpraeTcs JAajbHeileMy

Metabonu3my; niepuo ero nonysbiBeneHus (T12) cocraBiseT 0koso 4 yac.
Buigeoenue

OO6muii kupeHc cungeHaduia cocrasiser 41 n/gac, a koneunsii T12 — 3-5 wac. [locne npuema
BHYTPB TaK)K€ Kak MOCJe BHYTPUBEHHOTO BBEJCHHS CUIeHA(UT BEIBOJUTCS B BUAE METa0OIUTOB,
B OCHOBHOM, KHIIEYHHUKOM (0Kko0yi0 80 % mepopanbHON A03bl) U, B MEHBUIEH CTENEHH, IMOYKaMHU

(oxo1o 13 % nepopanbHOii 10361).

DapMaKOKMHETHKA Y 0CO0OBIX I'pynI nalucHTOB

Tlooicunvie nayuernivl

VY 310poBBIX My>X4HH (cTapiie 65 JieT) KIUpeHce cuieHaduia CHIKEH, a KOHIIEHTpAIUsl CBOOOHOTO
cunjieHaduIa B ria3mMe KpoBu npumepHo Ha 40 % Beiie, ueM y Moioasix (18—45 net). Bo3pact He

OKa3bIBACT KIMHUYECKU 3HAYMMOTI'O BIUSHMS HA YaCTOTY Pa3BUTHS HEXKENATEIBbHBIX PEaKIUN.
Hapywenus ¢pynxyuu novex

Y manuMeHToB ¢ TOYEYHOH HEJOCTATOYHOCTh JIETKOW CTeneHW (KIMPEeHC KpeaTHHHHA
[KK] 60 — 89 mi/mMunH) u cpeaneii cremenn Tspkectn (KK 30-59 mu/muH)  dapmakokrHeTHKA
cuiizieHaduIa mocjae OJHOKPAaTHOrO MpreMa BHYTPh B 03¢ 50 Mr He u3MeHseTcs. Y MalKueHTOB C
noyeyHo HenocTtaToyHocThio Tspkenod cremenn (KK <30 mu/mMuH) knmpenc cuiaeHaduia
CHIDKAETCS, YTO TMPHUBOJMT K MPHUMEPHO IBYKpaTHOoMy yBenuueHuto 3Hadenuss AUC (100 %) u
Cmax (88 %) 1O CcpaBHEHHIO C TaKOBBIMH IOKA3aTENISIMH TPH HOPMAIbHON (GYHKIHH TOYEK Yy

MAalMEeHTOB TOM K€ BO3PACTHON TPYIIIBI.
Hapywenusa ¢pynkyuu nevenu

VYV mamueHToB ¢ nuppo3om medeHu (kmaccel A um B mo knaccubukamuu Yaitnn-I1s0) xaupeHc
cuiieHaduIa CHUXKACTCS, YTO MPUBOAUT K ToBbieHH0 3HaueHuss AUC (84 %) 1 Cmax (47 %) 1o
CPaBHEHHIO C TAKOBBIMHU IOKA3aTENSIMH IPH HOPMAIbHOM (DYHKIMH TEYEHU Y MALUEHTOB TOH ke
BO3pacTHOM rpynmnbl. @DapMakOKMHETHKA cuiieHapwia y TMalueHTOB C  IEYCHOYHOM

HEJI0OCTaTOYHOCTHIO TspKenon crenenu (kinace C mo knaccudukanuu Yaina-I1s10) He n3ydanace.
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31 10 2074 M= 71365
IToka3aHusi K IPUMEHEHH IO o1 23.10.2024 N= 2336°

(NOCNEOCBATENEHOCTE 0003)

HeKapCTBeHHBIﬁ npemnapar CI/IJII[eHa(pI/IJI 3Kcnpew Kamommoxazamr—« OTPpUMCHCHHNIO Yy B3POCIBIX
MYXYHH CTapiie 18 net mis nedyeHus HapymeHHﬁ OPCKIHNH, XapaKTECPU3YIOIHUXCA HECITOCOOHOCTBIO
K JOCTHXXCHHUIO W COXpaHCHHIO SPCKINH I10JIOBOI'O YJICHA, JIOCTATOYHOMU JJIA
YAOBJIETBOPUTCIBHOTO IIOJOBOI'O aKTa. CI/IJII[eHa(I)I/IJI B(I)q)eKTI/IBeH TOJIBKO IIpH CeKcyaHBHOﬁ

CTUMYJIALIUU.

IIpoTuBONOKa3aHMSA

. ['unepuyBCTBUTENBHOCTD K CHIIIeHA(UITY W/WIIH K JIFOOOMY U3 BCIIOMOTAaTeNIbHBIX BELIECTB B
cocTaBe Ipernapara.

. [IpumeHeHue y NalMeHToB, NOJyYaoLUX IOCTOSIHHO WX C NTepephIBaMH JOHATOPBI OKCHUA
azora (NO), opranuveckne HUTpPATHl WJIM HUTPUTHI B JIOOBIX (hopMax, MOCKOJIBKY CHIACHA(UIT
YCUJIMBAaET THUIOTEH3UBHOE JCMCTBHE HUTPATOB (CM. pazaen «Bsaumooeticmsue ¢ Opyeumu
JIEKAPCMBEHHBIMU CPEOCMEAMUY).

. OnHOBpEeMEHHOE MPUMEHEHHE HHTUOUTOPOB (ochomamdcrepassl tuna 5 (DJIS5), Brimrodas
cuizieHauiI, CO CTUMYJSITOPAMU TYaHWJIATHUKIIAa3bl, TAKUMU KaK PUOLMTYaT, MPOTHUBOIIOKA3aHO,
T. K. 5TO MOET MPHUBOJUTH K CHUMIITOMATUYECKON THIOTEH3UU (CM. pa3fien «Bzaumodeiicmeue c
Opy2uMU IeKAPCMEECHHBIMU CPEOCMEAMUY).

. besonacnocts u addextuBHOCTh Tpenapara Cunpenadun Oxcnpecc Kanon npu
OJTHOBPEMEHHOM TIPUMEHEHUH C JIPYTUMU JICKAPCTBEHHBIMH CPEACTBAMH IS JICUCHUS] HApYIICHHUHA
SPEKLUU HE H3YYalIHCh, MO3TOMY MPHUMEHEHHE MOJO0O0HBIX KOMOMHALMN MPOTUBOMOKA3aHO (CM.

paznen «C ocmoposcHoCmbio).

. [Teuenounasi HemOCTATOYHOCTh TsDKeNoM crenenu (kiace C mo kiaccudukanuu Yaitn-
[Tb10).

. OnHOBpEMEHHBIN TPUEM PUTOHABHUPA.

. Tspkenple cepledHO-cOoCcyAHuCThIe 3aboneBaHus (TsDKenas cepaeyHas HEeIOCTaTOYHOCTH,

HecTaOuJIbHAs CTEHOKap/us, NEpeHEeCeHHble B TOCIeAHHE 6 MecsAleB WHCYIbT WM HHGapKT
MHUOKapJa, KU3HEYTrpOXKaloIe apuUTMUU, apTepuanbHas THMIEepTeH3Usl (apTepuanbHOE J1aBJICHHE
(Al) >170/100 MM pr. cT.) unu aptepuanbHas runorensus (Al <90/50 mm pr. ct.)) (cM. paznen «C
OCMOPOANCHOCBIOY).

. [TanpeHTHI C 3MM304aMHU Pa3BUTUS HEAPTEPUUTHON INEPENHEN HMIIEMHYECKONW HEHPOIATHH
3putenbHoro Hepea (HITMH3H) ¢ notepeii 3peHus B 01HOM Ii1asy.

. HacnencTBeHHBINH MUTMEHTHBIA PETUHHT (CM. pasfies «C 0cmopodcHocmpio).

. ITo 3apeructpupoBaHHOMYy TOKa3aHuto mnpenapar Cumnnenapun Dxcrnpecc KanoH He
NpeHa3HayeH ISl IPUMEHEeHus y aeTei 1o 18 jer.

. [To 3aperucrpupoBaHHOMY ToKazaHuto mnpemapar CungeHadun Okcnpecc KaHoH He

npeaHa3HauCH I NPpUMCHCHUSA Y JKCHIUH.
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HUCTOYHHUKOM q)eHI/IJIaJIaHI/IHa. MoxeT oka3aThbcs B JAHBIM I TTAaCTHTOB C tycru/uu\cu)u_y pmcm.
C 0CTOpPOKXHOCTHIO

AHaromuueckas nedopMalis IMOJIOBOTO 4YjieHa (aHTYJISAIus, KaBepHO3HbIH (uOpo3 uian Oose3Hb
[lefiponn), 3aboyeBanus, Mpeapacloiaraloie K pa3BUTHIO NpHUanu3Ma (CeproOBHIHO-KICTOYHAS
aHEeMHsl, MHO)KECTBEHHAsE MUEIIOMA, JIEHKO3, TPOMOOIIUTEMHS), 3a00JI€BaHHS, COMTPOBOXKAAIOIIUECS
KPOBOTECUCHHEM, sI3BEHHAst 00JIe3Hb JKENTyIKa U IBEHAILATUIIEPCTHON KUIIIKU B CTAJAUN 000CTPEHUS,
HapymeHus (QYHKIMU TEeYeHU, TToYeyHas HeAoCTaTodHOCTh Tspkenoi creneHu (KK <30 mur/mun),
nanMeHTsl ¢ snuzonoMm pasputus HIIMH3H B anamHese, onHOBpeMEHHBIN mpueM anbda-
aapeHo0JI0KaTOPOB.

JUis  IMarHOCTHKM HApYIIEHWH OJpEKIUH, ONPEACTICHUS WX BO3MOXKHBIX TPUYMH U BBIOOpA
aJIeKBaTHOTO JICYEHUs HEOOXoauMO coOpaTh MOJHBIA MEAMLIMHCKUNA aHaMHE3 W IPOBECTH
TiiarensHoe (hu3uKanbHoe odcnenoBanue. CpencTBa JeueHUs SPEKTUILHON AUCHYHKIUU AOTKHBI
IPUMEHSTHCS C OCTOPOXKHOCTBIO y TAlIMEHTOB C aHATOMHYECKOW aedopMariieil mojJoBOro 4ieHa
(aHTYyNSMS, KaBEpHO3HBIN (pubOpo3, Oone3ns I[lelipoHn) Win y MAaMEeHTOB ¢ (aKTOpaMu PHCKa
pa3BUTHUSA IpHANK3Ma (CEPIIOBUTHOKIETOUHAS aHEMUS, MHOXKECTBEHHAsI MUEJIOMA, JICHKEeMHUS).

Bo Bpems mOCTperucTpallioOHHBIX HMCCIEIOBAHUN COOOIIATIOCh O ClIydasX pa3BUTHS JUIMTEIbHOM
IpeKIUH U mpuanu3Mma. B ciayuyae coxpaHeHusi spekuuu Oosiee 4 4acoB CleAyeT HEMEIJIEHHO
oOpaTuThcsl 3a MEOUIMHCKOM momounpto. Ecnum Tepanus npuanu3ma He Obula IpOBeJEHa
HEMEJJIEHHO, 3TO MOXET MPUBECTH K MOBPEXKICHUIO TKaHEH MOJI0BOT0 WieHa M HEe0OpaTUMOH yTparte
noreHuuu. IlpemapaTsl, npenHa3Ha4YeHHbIE I JICYEHUS HApPYLIEHUM DJpPEKIHH, HE CIEeNyeT
NPUMEHSTh My)KUYMHaM, JUIsl KOTOPBIX CeKCyallbHasi akTUBHOCTh HEXKeJlaTeIbHa.

CekcyanbHasi aKTUBHOCTb IIPEJICTABIISIET OMPEICIICHHBIN pUCK NTPU HaJIM4uK 3a00JieBaHUM cep/la,
MO3TOMY Iepe]l HadaioM J1r000i Tepanuu 1o noBory HapyIIeHUH SpeKIU Bpady ClIeyeT HalpaBUTh
nalyeHTa Ha 00ClIeZIOBaHUE COCTOSHUS CEepJIeUHO-COCYAUCTON cucTeMbl. CekcyaabHasi akTHBHOCTb
He)XellaTellbHa y NAallMeHTOB C CEPACYHOM HEIO0CTaTOYHOCThIO, HECTaOWJILHOW CTEHOKapIueH,
NEPEeHECEeHHbIM B  MocienHue 6 MecdleB HHPApKTOM  MHOKapjJa MWIM  HMHCYJIBTOM,
KHU3HEYTPOXKAIOIIMMHU apUTMHUAMH, apTepuainbHoi runeprensueit (Al >170/100 mm pT. cT.) WiIu
aprepuanbHoil runotensuen (AJ] <90/50 mm pt. ct.). [Ipuem cungenaduna y Takux MaldeHTOB
NpOTUBOIOKA3aH (cM. pazzen 4.3.). B KIIMHHYeCKHX UCCIIeIOBAaHHUSX TTOKa3aHO OTCYTCTBHE Pa3Inunil
B YacToTe pa3BuThs MHpapkTa Muokapaa (1,1 va 100 yemoBek B TO/) WM 9aCTOTE CMEPTHOCTH OT
cepaevyHo-cocyaucTeix 3aboneBanuii (0,3 Ha 100 yenoBek B TOA) Yy MAIMEHTOB, IMOJYYaBIIUX

cuzieHadnI, o CPaBHEHUIO C MAIMEHTaMHU, TIOJTy4aBIIMMHU TU1aeoo.
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Cepdelmo-cocvducm ble€ OCJIOAHCHEHUA

B xoz1e moctperucTpaiioHHOT0 MPUMEHEHUS CHIieHaduIa A7 JI€YeHHUS SPEKTHIIbHON TUCHYHKIIUN
CO00LIATIOCh O TAKMX HEXKEJIATeNIbHBIX PEaKIMsIX, KaK TSXKeIIble CEpIAeYHO- COCYAUCTHIE OCI0KHEHUS
(B T. 4. mHpApKT MHOKapJa, HECTa0WiIbHAas CTEHOKAapAWs, BHE3alHas cepledyHas CMepTb,
JKEIIyZI0UKOBasi apUTMHUs, TIE€MOpPPArudecKuil HUHCYIbT, TPAH3UTOpHAs MILIEMUYECKas aTaka,
TUIEPTEH3UsS U TUINOTEH3Ms), KOTOphle UMENU BPEMEHHYIO CBSI3b C MPHUMEHEHHEM cuiieHaduia.
BonbmMHCTBO 3TUX MAIMEHTOB, HO HE BCE M3 HUX, UMEIH (PAKTOPBI pHCKa CEpIAEUYHO-COCYIUCTHIX
OCJIOXKHEHUH. MHOrme M3 yKa3aHHBIX HEXeNaTeNIbHBIX peakluil HaOJoJaluch BCKOpE Iocie
CEKCYyallbHOM aKTUBHOCTH, U HEKOTOpPble M3 HUX OTMEYAJIMCh IOCIE NpueMa cuiaeHadpmia Oe3
nocjeaAyroleil cekcyanbHol akTUBHOCTH. He mpeacraBisieTcss BO3MOKHBIM YCTAHOBUTH HAJIUYHE
IPSIMON CBA3M MEKIY OTMEUYaBLUIMMUCS HEXKENATEIbHBIMU PEAKUUIMU U yKa3aHHBIMU WM UHBIMHU

dakTopamu.

ADmeDMa]leClﬂ SUNOmMeH3uA

Cunaeradul 0OKa3pIBaCT CHCTEMHOE Ba30MJIATHPYIONICE JEHCTBUE, MPUBOJSIIEE K MPEXOISIIEMY
CHUXKCHUIO AI[, YTO HEC ABJIACTCA KIIMHUYCCKHU 3HAUYUMBIM SIBJICHUCM W HC IMPHUBOJMUT K KaKI/IM-JII/I6O
MOCIEACTBUSIM Y OOJIBIIMHCTBA MallMEHTOB. TeM He MeHee, 10 Ha3HaueHus npenapata CunaeHapun
Oxcnpecc KaHOH Bpay 10JKEH THIATENBHO OLIEHUTh PUCK BO3MOKHBIX HEXKENATEeNIbHBIX MPOSBIICHUN
Ba30/IMJIATUPYIONIETO JEUCTBHS Yy MAIlMEHTOB C COMYTCTBYIOIIMMH 3a00JI€BaHUSIMH, OCOOCHHO Ha
(doHe cexcyanbHOM aKTUBHOCTH.

[ToBbIlIeHHasT BOCIPUUMYHBOCTD K Ba3oAMWJIaTaTOpaM HAOMIOJAETCsl Y MAIMEHTOB C OOCTPYKIIHEH
BBIXOJHOTO TpaKTa JEBOrO JKelyaodka (CTEHO3 aopThl, rumneprpoduueckas oOCTPYKTUBHAS
KapAMOMHUOMNATHSA), a TaKKE C PEIKO BCTPEYarOIIMMCS CHUHAPOMOM MHOXECTBEHHOM CHCTEMHOM
aTpouu, MPOSIBISIIOIIMMCS TSKEJIBIM HapylleHueM peryisinuu AJ[ co cCTOpOHBI BereTaTUBHOM
HEPBHOM CUCTEMBI.

[TockonbKy OMHOBPEMEHHOE TNpUMEHEHue cuineHaduna u anb(ha-aapeHoOIOKATOPOB MOKET
IMPUBECTH K CUMIITOMATHYECKOU apTepHaHBHOﬁ TUINIOTCH3UN Y OTACJIBHBIX YYBCTBUTCIBHBIX
nanuenToB, mpenapar CwineHadun Oxcrpecc KaHOH ciiemyeT ¢ OCTOPOKHOCTHIO TPHUMEHSITH
nalyeHTam, NPUHUMAIOIINM ajib(a-aJpeHo0NIoKaTopsl (CM. pasfen «Bzaumoodelicmeue ¢ opyeumu
JleKapcmeeHHbiMu cpedcmeamuy). UToObl CBECTH K MUHHUMYMY PUCK Pa3BUTHS OPTOCTATHYECKOM
TUTIOTEH3UW Yy TIAIMEHTOB, TMPUHAMAOMINX alb(a-aapeHoOIOKaTOphl, TpPHUEM Ipemapara
Cunnenadun Oxcripecc KaHoH criemyeT HayuHATH TOJBKO TMOCHE JOCTHIKEHHS CTAOMIM3AIluN
MOKa3areneil reMOIMHAMUKH Yy 3THX NanueHToB. ClieyeT TakKe pacCMOTPETh LeIeco00pa3HOCTh
CHW)KCHMSI HadaidbHOW 103bl mpemapata CungeHadgun Okcnpecc Kanon (cm. pasgen «Cnocob
npumeHenus u 003v1»). Bpau pomkeH npouH(GOpMUPOBATHh MAIMEHTOB O TOM, KaKHe IEHCTBHS

CICOYCT MPCANPUHATE B CIy4ac IMOABJICHHUA CUMIITOMOB OpTOCT&TH‘IGCKOﬁ TUIIOTCH3HUH.
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3pumenvuvle HApPYUICHUS

B penxux cimydasix Bo BpeMsl IOCTPETUCTPALIIOHHOTO IPUMEHEHHUs BceX HHrHOnTOopoB /135, B TOoM
yucie cuinnaeHapuna, coodmanu o HIIMH3H - peakom 3a0osieBaHUM M NMPUYMHE CHIDKCHHS WIIN
NOTepH 3peHusl. Y OOJBIIMHCTBA U3 ITUX MAUEHTOB ObLTN (PaKTOPHI PUCKA, B YACTHOCTH CHUYKEHHE
OTHOLIEHUs TMAMETPOB SKCKaBallMM M JHMCKa 3PUTEIBLHOTO HEpBa («3aCTOMHBIA TUCK»), BO3pPAcT
crapme 50 jer, caxapHblil Auaber, apTepuanbHas THIEPTCH3Ms, WIIeMUYecKas OOJe3Hb cepila
(UBC), runepnunuaemMust 1 Kypenue. B o0cepBallmOHHOM HCCIIEOBaHUM OLCHUBAIH, CBS3aHO JIU
HeJaBHEE MPUMEHEHHE MpernapaToB kiacca mHruoutopoB ®JI1D95 ¢ octpeim Havamom HITMH3H.
Pe3ynbTaThl yKa3bIBalOT Ha PUOJIU3UTEIIBHO JBYKpaTHOE MoBbIIeHHe pucka pa3putus HITMH3H B
npenenax S nepuojoB nonyBbiBeaeHUs (T12) nmocne npumenenus unruouropa ®/135. Cornacuo
ONyOJIMKOBAaHHBIM JIMTEPATypHBIM JIaHHBIM, TOAWYHAss dYactoTra Bo3HukHOBeHuss HITMH3H
cocrapnsieT 2,5-11,8 cnyqaeB na 100 000 myxunH B Bo3pacte > 50 nerT B oOmIel MOMyIALUU.
Crenyer peKOMEHI0BaTh IMALIMEHTaM B Clly4ae BHE3aIIHOW MOTEPH 3PEHUS] NPEKPATUTh TEPAIIHIO
crIZIeHa(hUIIOM U HEMEJICHHO IIPOKOHCYIBTUPOBATHCS € BpauoM. JIuia, y KOTOPBIX yke ObLI cirydait
HIIMH3H, nmetor nossimenHsiit puck penunua HIIMH3H. [loatomy Bpauy cieayeT oOCyauTh
JaHHBIA PHUCK C TaKUMH TMallMeHTaMH, a Takke OOCYIUTh C HHUMH TOTEHIHMAIBHBIM IIaHC
HeOnaronpusaTHOro BozaeWcTBUs uHruoutopoB DJDS5. Huruburtopsr P25, B TOM umcie
cuijieHadui1, y TaKuX HAMEHTOB CJIeAyeT MPUMEHSATh C OCTOPOYKHOCTHIO M TOJBKO B CUTYalLlUsX,
KOT/la OKMJaeMasl MoJib3a MPEBBIIAeT PUCK. Y marueHToB ¢ snu3onamu passutus HITMH3H c
norepeil 3peHHMs Ha OJMH TIJa3 TMpHeM CuwijgeHaduiaa MpoTHBONOKa3aH (CM. pasjen
«lIpomusonokaszanusy).

Y HeOodbIIOro uMciaa MAalMEeHTOB C HACHEACTBEHHBIM IUTMEHTHBIM PETHHUTOM HMEIOTCS
FEHETUYECKH JETEPMUHUPOBAaHHbIE HapylieHus QyHkuuil Qocdoanscrepas ceryaTku Tjasa.
Ceenenus o 0€30MaCHOCTH NMPUMEHEHUS cuiieHaguia y MalueHTOB C NMUTMEHTHBIM PETUHUTOM
OTCYTCTBYIOT, IOTOMY y TaKMX NallMEHTOB HE CIeAyeT MPHUMEHATh cuiaeHadmi (CM. pasnen

«lIpomusonoxasanusy).

Hapywenus ciyvxa

B HEKOTOPBIX MOCTPErHMCTPALMOHHBIX MCCIEIOBAHUAX COOOIAeTCs O Ciaydasx BHE3AIHOIo
YXYJIIEHUs] WIK TOTEPH CIIyXa, CBSI3aHHBIX C NMPUMEHEHHEeM Bcex MHruouropoB PJ135, Briroudas
cunjieHadu1. BonbIIMHCTBO ATUX MAMEHTOB UMENU (HaKTOPbI pUCKA BHE3AMHOIO YXY/IICHUS WIH
notepu ciyxa. [IpUYMHHO-CIIEICTBEHHONW CBS3M MEXIY NPUMEHEHHEeM HHruOutopoB DJID5 u
BHE3AIHBIM YXYALICHUEM ClIlyXa WJIN IOTEpel ciayxa HE YCTaHOBJIEHO. B cilydae BHe3anmHOro
YXYIIICHUs clyXa WM MOTepH ciyxa Ha (oHe mpuema npenapara Cunaenadun Oxcnpecc Kanon

ClIelyeT HEMEJIEHHO MMPOKOHCYIBTUPOBATHCS C BPAUOM.
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Cunnenaduy ycHUIMBaeT aHTHarperanTHeld 3¢ ekt Hutponpyccuaa Hatpusi, noHatopa NO, Ha
TPOMOOIUTHI YeJIOBEKA B YCIOBHUSX iN Vitro. JlaHHbIe 0 0€30MacCHOCTH MPUMEHEHHUs CHIIZIeHaduIa y
MAIMEHTOB CO CKJIOHHOCTHIO K KPOBOTOYMBOCTH UM OOOCTPEHHEM SI3BEHHOM OOJIE3HU XKeNlyaKa U
JIBEHAIIATUIIEPCTHONW KHUIIKUA OTCYTCTBYIOT, o3TOMY mpenapar CunneHadun Dxcrnpece KaHon y
TaKUX MAlMEHTOB CIEIyeT MPUMEHSTh C OCTOPOXKHOCTBIO (CM. paznen «C ocmopodcHOCmbIOY).
YacToTa HOCOBBIX KpPOBOTCUEHHUH Y IIalUEHTOB C JIETOYHOM THUIIEPTCH3UEH, CBSI3aHHOU C
mubdy3HpIMH 32001€BaHUSIMU COSAMHUTELHON TKaHU, Oblia Beile (cunaenadun 12,9 %, nnanedo
0 %), yeM y MaIMEHTOB C MIEPBUYHO# JierouHoi runeprensuei (cuaneHadun 3,0 %, miamedo 2,4 %).
VY manueHToB, MONy4YaBIIMX CHIIIEHA(QHUI B COYETAaHWH C AHTAarOHUCTOM BHTamMuHAa K, wactoTa
HOCOBBIX KpoBOTeueHuil Obuia Bbiiie (8,8 %), 4ueM y HalMeHTOB, HE NPUHHUMABIIUX AHTArOHUCT

sButamuna K (1,7 %).

OaH06D€M€HHO€ NpUMEeHeHue ¢ ODVZMMM cpedcmeamu ON1s IeYeHus HClDVM/leHMZZ IpeKyuu

besonmacHocte U 3ddexTuBHOCTE Tpernapara Cunaenadun Dxcripecc KaHOH OAHOBPEMEHHO C
apyrumu uHrubutopamu ®J135 nnu qpyruMu npenaparaMu s JISYEHUsl JIETOYHOM MMIepTeH3UH,
coJiepKaLMMHU CUIIeHadWIT MU APYTUMHU CPEJICTBAMHM JICUEHUS HapyILEHUH 3pEKIIUH HEe U3y4alIiCh,
MOSTOMY  TNpPUMEHEHHE TMOAOOHBIX  KOMOMHAIMi  He  peKoMeHxayercs  (cM.  paszen

«lIpomusonoxasanusy).

IIpumeHeHne BO BpeMsi 0epeMEHHOCTH M B MEPUO/I I'PYAHOT0 BCKAPMIUBAHUS

[To 3aperucTpupoBaHHOMY MOKA3aHUIO MIpemapaT He peIHa3HaueH JIJIsl MPUMEHEHUS Y )KSHIIUH.
Cnocod npuMeHeHus U 103bl

PexxuM 103upoBanus

Bspocnvie

[Tpenapar Cunaenapun Okcrnpecc KaHoH, TabineTku, AuCHEprupyeMble B IMOJIOCTH PTa, MOXKET
IPUMEHATHCS MAIllMeHTaMH, KOTOPbIE HCHBITHIBAIOT TPYAHOCTU NPU NPOIJIaThIBAHUU TAaOJNETKH, B
KadyecTBE aJbTEpHATHUBBI Mperaparam cuijgeHaduiaa B JIeKapcTBEHHBIX (opMmax: TaONeTKu Hu
TabJIETKU, TOKPHIThIE TUIEHOYHON 000JI0YKOH.

[Tpu npueme npenapara Cungenadun Oxcnpece KanoH ¢ »kupHOM nuieil nelcTBue mpemnapata
MOJKET Pa3BUTHCS MO3KE, YEM IIPU €r0 IPUEME HATOLIAK.

Pexomenryemast 103a 171t OOJIBIIMHCTBA B3POCIBIX MAMEHTOB cocTaBisieT SO Mr mpumepHo 3a 1 gac
70 ceKcyallbHOM akTMBHOCTH. C yueToM 3(()EKTUBHOCTU U NMEPEHOCHMMOCTH /1032 MOXKET OBITh
yBenuueHa 10 100 Mr wim cHuxkeHa 10 25 mMr. MakcumanbHas peKoMeHyeMas 1034 COCTaBJISIET
100 mr. MakcumainbHasi peKOMeHyeMasi KpaTHOCTh MpUMeHeHHs — 1 pa3 B CyTKH.

[Ipu HeoOXomuMOCTH TpueMa cuiaeHaduiaa B g03€¢ 25 MI PEKOMEHJOBAHO TNPUMEHEHUE



COOTBETCTBYET SKCNEFTHOMY OTYETY
cuigeHaduIa B JIEKapCTBEHHOM (opMe TabIIeTKH, HOKPBITHIE qngﬁbéﬁoh“@%gﬁatf*bﬁ*égfﬁarﬁ. L
(MOCNEOOBATENBHOCTR 0003)

Oco0BbIe IPVIIILI MAIUEHTOB

Tayuenmsi ¢ noueunoii HeOOCMamMoOYHOCMbIO
[Ipu movyedHol HETOCTATOYHOCTH JIETKOM U cpefHelt crenenu TsbkecTH (kmupeHc kpearnauHa (KK)
30-80 mu/MuH) KOppEKIUs J03bl HE TPEOYETCs, MPU TOYECTHON HETOCTATOYHOCTH TSKETIONW CTETICHH

(KK <30 mn/muH) 103y cuiaeHaduina cieayeT CHU3UTh 10 25 MT.
Tayuenmol ¢ neyenounol HedOCMamoyHOCMbIO

[Tockonbky BbIBeeHHE cuieHaduiIa HapyllaeTcs y MalUeHTOB C MOBPEXKICHHEM IieueHU (B

YaCTHOCTH, IIPH LIUPPO3E), 103y cuiieHaduna cieayer CHU3UTh 10 25 MT.

O,ZIHOBDCMGHHOC OPpUMCHCHHUEC C IPYTIUMH JICKAPCTBCHHBIMHU CPEACTBAMU

OnaHOBpEeMEHHOE MPUMEHEHHE C PUTOHABUPOM HE peKOMEeHIyeTcs. B 1ro6oM ciydae MakcuManbHas
no3a cuijeHaduia He JOKHA MPEBBIIATh 25 Mr, a KPaTHOCTh MpUMeHeHusl — 1 pa3 B TeUeHUU

48 yacoB (cM. paszen «Bzaumoodeiicmeue ¢ Opyeumu 1eKapCmMEeHHbIMU CPeOCMBAMUY).

[Ipyu onmHOBpeMEHHOM mNpUMEeHEHUH ¢ uHruOuTopamu uzodpepmenta CYP3A4 (spurpomuiu,
CaKBUHABHP, KETOKOHA30JI, UTPAKOHA30J1) HaYaIbHas /103a npenapara Cunaenadun Jxcnpecc Kanon
JIOJDKHA COCTaBJIATH 25 Mr (cM. pasnen «Bzaumooeiicmseue ¢ Opy2uMu J1eKApCmMEeHHbIMU
cpedcmeamuy).

UroObl CcBeCTH K MHHHMYMY PHCK pa3BUTHS OPTOCTATUYECKOH THIIOTEH3WH Yy TIIallMEHTOB,
MpUHUMAIOIUX alb(a-aapeHoodsokaropsl, npuem mpenapara Cungenadpun Ikcrnpecc KaHon
clieflyeT HauuHaTh TOJBKO TOCJE JIOCTUXKEHUS CTAOMIBHOM I'eMOAMHAMHMKU Y 3THX IallUCHTOB.
Crnenyer Takxe pacCMOTPETh 1e1ecO00pa3sHOCTh CHMIKEHUSI HAyallbHOW J03bI cuijieHaduiaa (cM.

paznensl «C ocmoposxcnocmuion U «Bzaumodeticmsue ¢ Opyeumu 1eKapcmeeHHbiMu CpeoCmeamuy.).
THayuenmor noscunozo eo3pacma
Koppexuust no3s1 npenapara Cunnenadgun Dxcnpecc Kanon He tpedyercs.

CTH

[Ipenapar Cunnenadun Dxcnpecc Kanon mpoTtuBomnokasaH y aeteit B Bozpacte 110 18 et (cM. pazaen

«lIpomusonokazanusy).

Cnooco0 nmpuMeHeHus

BnyTtpsb.

TabneTku, AuceprupyeMblie B MOJIOCTH PTa, XPYNKUE, TOITOMY UX HE CIEAYeT BbIIaBIUBAThH Yepes
(donbry ynakoBkH, T. K. OHM MOTYT ciomatbes. He cienyer OpaTh TableTKy MOKPBIMH PYKaMH, T. K.

TabJeTKa MOXKET Ha4aTh PACTBOPSTHCA.
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Heo6xoauMo oCTOpOXXKHO H3BIIEYb TaOJETKYy H3 ynaKOBKI/I Helmg:&f&ndﬁc%;‘éiﬁa S3BIK U
(o OBATENBEHOCTE 0003)

ACPKaTh BO PTY B TCUCHHUC HCCKOJIBKUX CCKYHI ;ro—n'onﬂoro—pacrsopeﬂm[—mﬁu 3aIInTh

KHUIKOCTBIO.

He crneayer cmemmBarh TabJIETKY BO PTY C IMHIIEH.
ITo0ouHOE neiicTBUE

Haubosee yacTbiMu HeXXeNIaTEIbHBIME PEAKIUSIMU ObUIN TOJIOBHAS 0OJIb U «IIPUITUBBI».

OObIYHO HEXeNmaTeNbHbIE pPeakuuu cuigeHaduia ci1abo MM YMEPEHHO BBIPAKEHBI M HOCST
NPEXOISIIUI XapaKTep.

B wuccrnenoBanusx ¢ mpuMeHeHHEM (UKCHPOBAHHOHN JI03bI MMOKA3aHO, YTO YacTOTa HEKOTOPBIX
HE)KEJTATEIbHBIX PEaKIUi MOBBIIIACTCS C YBEITMUYECHUEM JI036I.

YactoTa BCTpEYaeMOCTH OIpeIeIeHa CISIYIONIIM 00pa3oM: oueHb yacto (>1/10), wacto (ot >1/100
no <1/10), wewacto (ot >1/1000 mo <1/100), penxo (ot >1/10000 mo <1/1000), o4yeHb peako
(<1/10000), yacToTa HEM3BECTHA (HEBO3MOXKHO OTPEICTUTh HA OCHOBE UMEIOIITNXCS TAHHBIX ).
HesxenarenbHble peakuy CTPYNIIMPOBAHBI B COOTBETCTBHH C MOPSIKOM Ha OCHOBAaHHH CHCTEMHO-

opransbix kiaccos (COK).

HapymeHuﬂ CO Cn1OPOHbL MMMVHHOZZ CUCmeMbl .

Hedacmo — peakuu rmnepuYyBCTBUTCIIBHOCTU (B T. 4. KOXKHasd CLIHB), AJUICPTUICCKHUEC PCAKIIUU.

Hapywernus co cmoponst opeana 3penus.

yacmo — 3aTYMaHEHHOE 3pEHUe, HapyIIEHHE 3pEHUs, [IHaHOIICHS,

Heuacmo — 0o0nb B IIazax, gorodobdus, (oTomncus, XpoMaTorncusi, MTOKPaCHEHHE IJ1a3/MHBEKIUH
CKJIep, U3MEHEHHE SPKOCTH CBETOBOCHPHUATHS, MUAPUA3, KOHBIOHKTHUBHUT, KPOBOU3IIUSHUE B TKAHU
r7a3a, KaTapakTa, HapyleHne paboThl CIIE3HOTO anmapara;

PeoKo — OTEK BEK U MPHUJIETAIOIINX TKAaHEH, OIIYIIIEHNEe CyXOCTH B TJ1a3aX, HATWYHE PaTyKHBIX KPYTOB
B I10JI€ 3pE€HUS BOKPYT MCTOUYHUKA CBETA, MOBBIIICHHAS YTOMIISIEMOCTD TJ1a3, BUACHUE MIPEIMETOB B
KENTOM IBeTe (KCAHTOINCHA), BUACHUE MPEIMETOB B KPACHOM LIBETE (IPUTPOICHS), TUIIEPEMUS
KOHBIOHKTHBEI, pa3IpakeHHe CIIM3UCTON 000JIOUKH TJ1a3, HEMPUATHBIC OLIYIICHHUS B II1a3aX;
yacmoma HeuszgecmHa — HEAPTEPUUTHAS TIEPETHSA UIIEMUYECKasi HEBPONATHUS 3PUTEIIHOTO HEPBA,
OKKJIIO3USI BEH CETYaTKH, Ae(eKT Mojei 3peHus, TUILIONUA™, BpeMeHHas NOTeps 3peHHs WM
CHIDKEHHE OCTPOTHI 3pEHUS, MOBBIIICHUE BHYTPUTTIA3HOTO JABIEHHS, OTEK CETYaTKH, 3a00JIeBaHUsS

COCYyOB CE€TUATKH, OTCIIOMKA CTCKJIOBUJHOI'O TeJ'Ia/BI/ITpeaJ'IBHaSI TpaKIus.

Hapywenus co cmoponwt opeana ciyxa u Jzaéupunma:

Heuacmo — BHE3aITHOE CHIKEHHE WM TTOTepsl cllyxa, 00JIb B yIIaX, 3BOH B yIIax.

Hapywenus co cmoponst cocyoos:

Yacmo — «IPUITHABBI?,

11
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Heuacmo — Taxukapaus, OLIYLIICHHE CEPALCOMCHUS, CHIX Q%ﬁﬂaﬂs fO16" TaBNIeHN,
(it JE,J-JaPT HbHOCTL 0003)

YBCIUMUCHUC YaCTOTHI CCPACTHBIX COKpaHleHHfI, HC
6.]'[01(3,[[3, I/IH(i)apKT MHOKapaa, TpOM603 COCYyOB I'OJIOBHOI'O MO3ra, OCTaHOBKa cepAaua, cepacdyHasn
HEAOCTATOYHOCTb, OTKJIOHCHHA B IIOKa3aHHUAX  OJCKTPOKapAHOrpaMMbl, KapAWOMHOIIATHUA,
IMOBBIIICHUEC APTCPUAIBHOTO JABJICHUS,

peoko — GUOPMILIALIUS IPpeCepIuii, BHE3ATHAS CepAcUHas CMEPTh™, JKeITyJOUKOBast apUTMUS ™.

Hapyuwenus co cmoporbl Kposu u JZMMd)Clﬂ’lLl’l@CKOZZ cucmemul.

HEYaCTO — aHEMUSI, JICHKOIICHHS.

HapymeHuﬂ Memabou3Ma U RUMAHUA.

Heuacmo — OILYIIEHUE XaXIbl, OTEKH, I10Jarpa, HEKOMIICHCHUPOBAaHHBIM caxapHbId Jguader,

THIEPTINKEMHUS, TIEpUPEPUICCKUE OTEKH, TUIIEPYPUKEMHSL, TUITOTIIMKEMUS, TUTICPHATPUEMHUSL.

HapymeHuﬂ CO Cn1OPOHbL ObIXamenbHou cucmemsl, opcarnos ZDVOHOZ:Z KilemKu u CD@OOCmeHM}l.'

yacmo — 3aJI0)KEHHOCTh HOCA,
Heyacmo — HOCOBO€ KPOBOTEUYECHHE, PUHUT, acTMa, IUCIIHOD, JIAPUHTHUT, (DApUHTUT, CHUHYCHUT,
OpOHXUT, YBeTMUEHUE 00BEMa OTACIIIEMON MOKPOTHI, YCHIICHUE KallLJIs;

PeOKo — UyBCTBO CTECHEHUS B TOPJIE, CYXOCTh CIU3UCTOM 000JI0YKHU MOJIOCTH HOCA, OTEK CIU3UCTON

000JIOYKH ITOJIOCTH HOCA.

JKenyoouno-xkuweynvie HapyueHus.

9acTO — TOIIHOTA, TUCTICTICHUS;
Heuacmo — racTpos3odareanbHas pediitokcHas 005e3Hb, PBOTa, 00Jb B 00JaCTH JKUBOTA, CyXOCTb
CJIN3UCTON 000JIOUKHU MOJIOCTH PTa, IIIOCCUT, THHTUBUT, KOJUT, JUC(Arus, raCTpUT, FaCTPO3HTEPHUT,
930(aruT, CTOMaTHT, OTKJIOHEHHE «ITEYCHOYHBIX» (DYHKIIMOHAIBHBIX TECTOB OT HOPMBI, pEKTAITBHOE
KPOBOTCUCHHE;

pe()KO — TUIIECTE3Us CIIM3UCTON 000JIOYKH OJIOCTH pTa.

Hapywenus co cmoponst MblileyHol, CKelemuou u COCOUHUMENIbHOU MKAHU:

gacTo — 00JIb B CIIMHE;
Heuacmo — MAIITHs, 00JIb B KOHEYHOCTSIX, apTPHUT, apTPO3, Pa3pPhIB CYXOKHIIUS, TCHOCUHOBHT, 0OJIb

B KOCTAX, MUACTCHHA, CHHOBHUT.

Hapyuwienus co cmopombl noyex u MO’-!€6bl€0()ﬂWux nymeii.

He4dacmo — HUCTUT, HUKTYPUS, YBCIUUCHUC MOJIOUYHBIX KEJIC3, HCACPIKAHUC MOYH, reMaTypusi.

Hapywenus co cmoponbi penpodwcmueﬂoﬁ CUCmeMbl U MOJIOYHBLX JHcenes.

Hedacmo — YBCIIMUCHUC MOJIOYHBIX KCJIC3, HAPYUICHUC IAKYIIAIUNU, OTCK FGHHTaHHﬁ, aHoprasmmus,
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

. 5 A0 074 Ne FTIEE
reMaToCIIepMHUsl, TOBPEKICHHUE TKAHEH TTOJIOBOTO YICHA, o1 23.10.2024 N> 23367

(NOCNEOCBATENEHOCTE 0003)

pe()KO — AJIUTCIIbHAsS SPCKI U H/I/IHI/I npuarnun3M, KpOBOTCHCHUT N3 TTOJTOBOTO TJICHA.

Hapywenus co cmoponsl Hepsrou cucmembi.

OYeHb Yacmo — rojoBHas 00JIb;

4acmo — roJIOBOKPYKEHUE;

Heuacmo — COHJIMBOCTb, MUTPEHb, ATAKCHs, MBIIICYHBIH THIEPTOHYC, HEBpPAJITHs, HEHpomarus,
napecTes3usi, TPeMOp, BEPTHro, OCCCOHHHWIA, HEOOBIYHBIC CHOBHJICHHS, IMOBBIIMICHUE PEQIIEKCOB,
THITECTE3US;

peoko — Cyaoporu™, MOBTOPHBIE CYIOpOru*, 0OMOPOK, HApyIIEHHE MO3TOBOI0 KpOBOOOpAIICHMS,

TPAaH3UTOpHAAd MIICMUYCCKAA aTaKa.

Hapywernus co cmoporsl Kodicu u NOOKONCHLIX MKAHEI.

Heyacmo — KOXHas Chillb, KpamnWBHUIA, TMPOCTONH Teprec, KOXHBIA 3yl, TOBBIIIEHHOE

IIOTOOTACIICHUC, N3BA3BIICHUC KOXKU, KOHTaKTHBIN ACPpMATuUT, 9KC(1)OJII/IaTI/IBHBII>'I JACPpMATHUT;

yacmoma HeuzeecmHa — CUHAPOM CTHBGHC&'I[)KOHCOHB,, TOKCHUYCCKUHU 3HI/IIIepMaJII>HI)II71 HCKPOJIN3.

Obwue Hapywenus u peakuuy 8 Mecme 86e0eHUsL:

Heuacmo — ONIyIIEHUE Xapa, OTEK JIMLA, peakius (OTOUYBCTBUTEIBHOCTH, IIOK, acTEHUS,
HOBBIIIIEHHAs] YTOMJIAEMOCTh, 00JIb PA3IMYHOM JIOKaIM3alMK, 03HOO, cilydaiiHble MmajeHus, 60ib B
00JacTu rpy/IHOM KJIETKH, CIy4yailHble TPaBMbI;

PeoKo — pa3IpaKUTEIbHOCTb.

*HesxxenarenbHbIe pCaKknru, BbIABICHHBIC BO BPEMS MOCTPECTUCTPAIUOHHBIX HCCJIeIOBaHUM.

Omnucanye OTACIbHBIX HeXKENaTSAbHBIX PeaKIIUN

CepoeyHno-cocyoucmole 0CI0HCHEHUS.

B xone nmocTMapKeTUHroBOro NpUMEHEHHUs cuijieHaduIa Uit JeUeHUs IPEKTUIIbHON TuChYHKIIUU
cO00IIANIOCh O TAKUX HEXENATeNbHBIX PeaKIUaX, KaK TSKeJIble CepAeYHO-COCYIUCTHIE OCI0KHEHUS
(B T. 4. mHpApKT MHOKapJa, HECTaOWIbHAs CTEHOKAp/AWs, BHE3alHas CcepledyHas CMepTb,
JKEIYJOUYKOBasi ApUTMHUsI, TIEMOpPParMyeCcKUil HHCYJIbT, TPAH3UTOPHAs HIIEMUYECKas aTaka,
apTepualibHas TMIEepTEH3Us W TUIOTEH3Hs), KOTOpble MMEIU BPEMEHHYIO CBS3b C NMPUMEHEHHEM
cunjieHaduia. BolnbIIMHCTBO 3TUX MALIMEHTOB, HO HE BCE U3 HUX, UMEH (PaKTOPbl pUCKA CEPJCHHO-
COCYIIUCTBIX OCJIOXKHEHUI. MHOTHE U3 YKa3aHHBIX HEXeJIaTelIbHbIX peakiiii HaOIr01anuch BCKOpe
1I0CJIE CEeKCYAIbHOM aKTUBHOCTH, M HEKOTOPBIE U3 HUX OTMEUAINCH MOCIIE TpueMa cuiiaeHagpua 6e3
MOCIIEAYIOIEN CEKCyalnbHOW aKTUBHOCTH. He mpencraBiseTcss BO3MOKHBIM YCTAHOBUTH HAJIMYHUE
IPSIMON CBA3M MEXKIY OTMEUYaBUIMMMCS HEKENATEIbHBIMUA PEAKUUAMU M YKAa3aHHBIMU WJIA WHBIMH

daxTopamu.
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

31 10 2074 Ne 71366
3pumenvHvie Hapyuenus ot 23.10.2024 N= 23367

(NOCNEOCBATENEHOCTE 0003)

B penkux ciydasix BO BpeMsi HOCTPETUCTPALIMOHHOTO TPUMEHEHUSI BceX MHTuouTopoB @195, B TOM
yuciae cuijleHaduiaa, cooOland O HEeapTepUUTHOW NepeAHed MIIeMUYECKOH HEeBpPONaTHH
sputensHoro Hepsa (HITMH3H) — peakom 3a0oneBaHny U MPUYUHE CHUKECHUS WUIA TIOTEPH 3PEHUS.
VY GOJBIIMHCTBA U3 3TUX MAIMEHTOB ObUIM (PAKTOpPHI PUCKA, B YACTHOCTH: CHIDKEHHE OTHOIICHUS
JIMaMETPOB IKCKABALIMM U JUCKA 3PUTEIHHOTO HEpBa («3aCTOMHBIN AUCK»), Bo3pacT crapiie 50 jer,
caxapHbIii 1uabeT, THnepTeHs3us, uieMudeckas 00Je3Hb Cep/ia, TUIEePIUIUAeMust U Kypenue. B
00cepBallMOHHOM MCCIIEI0OBAHNY OLIEHUBAIIN, CBA3aHO JIM HEJJaBHEE IPUMEHEHHE IpenapaToB Kiacca
uHruouTopoB ®JI35 ¢ octpeim Havamom HITMH3H. PesynbpTaThl yKa3siBatoT Ha IPUOIUZUTEIBHO 2-
kpaTHoe nosbitienue pucka HIIMH3H B npenenax 5 neprooB 1os1yBbIBEACHUS [TOCIIE IPUMEHEHUS
uaruouropa DJID5. CornacHo OMyONMKOBAaHHBIM JUTEPATYPHBIM JAaHHBIM, TOJUYHAs YacTOTa
Bo3HuKHOBeHuss HIIMH3H cocrasnser 2,5-11,8 cnyqyaes Ha 100 000 my>xuuH B Bo3pacte >50 sieT B
obmelt monymsiuuu. CreayeT peKOMEHAOBaTh MallMeHTaM B CIy4ae BHE3allHOW IOTEpU 3PEHUs
IPEKPATUTh TEPANUI0 CUIACHA(DUIOM U HEMEUIEHHO MPOKOHCYJIbTUPOBAThCA C BpadoM. Jluia, y
koTopeIx yxe Obul cayuail HIIMH3H, umeror noseimennsiit puck peunausa HITMH3H. [Toatomy
Bpauy cleayeT OOCYIUTh JaHHBI PUCK C TAaKMMHU MAalMEHTaMHU, a TakXke OOCYIUTb C HHUMH
HNOTEHIMAIBHBIN IaHC HeOIaronpusaTHOro Bo3aeiicteus nuaruouropos ®A35. Muruduropsr GJ135,
B TOM 4YHCJIE€ CUIACHA(WUI, Y TaKMX NAIlUEHTOB CIIEYeT MPUMEHATh C OCTOPOKHOCTHIO U TOJBKO B
CUTYalUsX, KOT/Aa 0)KUJaeMasi ojib3a MPEBbIIIAET PUCK.

[Tpu ucnonp3oBaHuM cuiaeHadwiIa B 033X, MPEBBIIIABIINX PEKOMEHIyEeMble, HEeXelaTelbHbIe

peakuuy ObUIM CXOIHBIMU C OTMEUEHHBIMHU BBIIIE, HO OOBIYHO BCTPEYAIHCh Yallle.
Ilepeno3supoBka

[Ipu onHOKpaTHOM TpHieMe cuiiaeHaduaa B 1o3e A0 800 Mr HexxenaTeIbHbIe PeaKIuu ObLTH TAKUMH
kKe, KaK U TIpH TipreMe cuiiieHaduia B 0ojee HU3KUX J03aX, HO BCTpedanuch yaiie. [Ipumenenune
no3el 200 M He TPHUBOAWIO K TMOBBIMIEHHIO A()(QEKTUBHOCTH TMpemapaTa, OJHAKO, YacToTa
HEXKEJIaTCIIbHBIX peaKHI/II\/II (FOJ'IOBHaSI 6OJ'II), «IIPHIIUBBI», T'OJIOBOKPYKCHHC, JUCIICTICHA,
3aJI0’KEHHOCTb HOCA, HapyIlIeHNE 3pEHUs) YBEIMUNBaIach.

Jledenue cumnromaruueckoe. I'eMoananus3 He yCKOpseT KIUPEHC cuiieHaduIa, Tak Kak MOCIeTHUN

aKTUBHO CBS3BIBACTCS ¢ O€lIKaMH IIa3MbI U HE BBIBOOUTCA ITIOYKaAMHU.
B3aHMOI[eﬁCTBHe C APYIr'uMM JICKAPCTBCHHBIMU CPEIACTBAMMU

Brusinue opyaux nekapcmeenHuiX npenapamos Ha apmMakoKuHemuxy cuioeHaguia

Metabonu3m cuieHadguia MTPOUCXOIUT B OCHOBHOM moj neiictBueM u3zopepmentoB CYP3A4
(ocuoBHOW myTh) M CYP2C9, mosToMy HMHrHOMTOPBHI 3THUX H30()EPMEHTOB MOTYT YMEHbBIIATh
KIMPEeHC CcuiaeHauia, a WHAYKTOPHI, COOTBETCTBEHHO, YBEIMYMBATh KIMPEHC CHIACHadHia.

OTMeueHO CHUKEHHME KIMpeHca cuiieHaduia Npu OAHOBPEMEHHOM NPUMEHEHHH WHTHOUTOPOB
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COOTBETCTBYET 3 h[ EFTHO M?HTLET:

uzopepmenta CYP3A4 (keTokoHA30J, 3PUTPAMUIIMH, l_luHME_‘li[E g i éTf Pﬁ{ 5800 M),

Hecrienupuieckuit uHrnouTOop M3odepmenta CYP
(50 Mr) BbI3bIBAET TOBBIIICHUE KOHIICEHTpAIMU cuiiaeHadwia B miazme Ha 56 %. OQHOKpaTHbI
npuem 100 Mr cungeHaduia coBMeCTHO ¢ 3puTpoMunmHOM (1o 500 mr/cytkm 2 pa3a B JCHb B
TedueHue S5 AHel), ymepeHHbIM uHrHOMTOpoM u30depmenta CYP3A4, nHa ¢done noctmxeHus
MOCTOSTHHOM KOHIIGHTPAIUU dPUTPOMHUIIMHA B KPOBH, puBoAMT K yBenuuenuo AUC cunnenaduna
Ha 182 %. Ilpu coBmecTHOM mnpueme cuiaeHapmia (ogHokpatHo 100 Mr) m caxBuHaBHpa
1200 mr/gens 3 pa3a B neHb), uaruoutopa BUY-npoteasbr u uzopepmenta CYP3A4, Ha done
JOCTHKEHUS IOCTOSIHHON KOHIIGHTPAIMK CaKBUHABHPA B KPOBU Cmax CHi1ieHadua MoBklaiach Ha
140 %, a AUC yBemmumBanmace ©Ha 210 %. Cwinenagun He OKa3plBacT BIUSHUS Ha
(dapMaKOKHMHETHKY CakBHHaBHpa. bosiee cuibHble HHTHOUTOPHI m3odepmernta CYP3A4, takue kak
KETOKOHA30Jl ¥ UTPAKOHA30J, MOTYT BbI3bIBaTh U OoJjiee CHIIbHbIE M3MEHEHUs (papMaKOKHHETHUKH
cuiieHaduia.

OnHoBpeMeHHOE TpuMeHeHue criaeHadmia (ogqHokpatHo 100 mr) u putonasupa (o 500 mr 2 pasa
B CyTKH), uHTHONTOpa BUY-1poTeass! u CHIIbHOTO HHTHONTOpA H30()epPMEHTOB CHCTEMBI ITMTOXPOMA
P450, na ¢QoHe AOCTHMKEHHS TOCTOSHHON KOHIIGHTpAIlMM PUTOHABHpPAa B KPOBH MPUBOAMUT K
yBenmuueHUI0 Cmax cunaeHadmia va 300 % (B 4 paza), a AUC na 1000 % (B 11 pa3). Uepes 24 gaca
KOHIICHTpaIus cuiieHaduiIa B mia3mMe KpoBu cocTaBisieT okosio 200 Hr/mut (Tociie 0JHOKPATHOTO
MpUMEHEHUs OAHOro cuijeHaduna — 5 Hr/mun). D10 coriacyercss ¢ 3()QPEeKToM pPUTOHABUpPA Ha
HIMPOKUH auamnazoH cyoctpatoB nutoxpoma P450. Cunpenadun He BnuseT Ha papMaKOKUHETUKY
pUTOHaBHUpa. YUHTHIBas JTH JaHHBIE, OJHOBPEMEHHBIH TMpHEM pPUTOHABHpAa U CHIAeHaduUIa
NPOTHBONOKa3aH. B mro0om cioydae MakcuMallbHas J03a CuigeHadwia HU TIpU  KaKuxX
00CTOSITENBCTBAX HE JOJDKHA MIPEBBIIATh 25 MI' B TeueHue 48 4acos.

Ecnu cunaenadgun npuHUMaioT B peKOMEHAYEMBIX /103aX MalMeHThl, TMOJyYarollne 0JJHOBPEMEHHO
cunbHble HHTUONTOPHI M3ohepmernta CYP3A4, To Cmax cBOOOIHOTO cuiieHaduIa He MPEBBIIIAET
200 HM, u npemnapaT XOpOLIO NEPEHOCUTCH.

OJHOKpATHBIA TIpHEeM aHTaluaa (MarHus THIPOKCHIIA/ATFOMUHHS THAPOKCHIA) HE BIMSCT Ha
OMOOCTYMHOCTD CHIIIeHadUIA.

B wuccrnenoBaHusix ¢ y4yacTHeM 370pPOBBIX JOOPOBOJIBIIEB TpPH OJHOBPEMEHHOM MPUMEHEHUU
AHTAarOHWCTAa DSHJIOTCIMHOBBIX pelenTopoB, Oo3eHTaHa (umHAykTop wm30depmenta CYP3A4
(ymepennsbiit), CYP2C9 u, Bozamoxuo, CYP2C19) B paBHOBecHO# KoHIleHTpaiuu (125 Mr nBa pasa
B CYTKH) U cuiifieHauia B paBHOBECHOW KoHIeHTpauuu (80 Mr Tpu pas3a B CyTKH) OTMEUAIOCh
camkenne AUC u Chmax cunnmenaduna Ha 62,6 % u 52,4 %, coorBerctBeHHo. CummeHadun
yBenmuuuBail AUC u Cmax 0o3enTtana Ha 49,8 % u 42 %, coorBerctBeHHo. [Ipennonaraercs, 4ro
OJIHOBPEMEHHOE TNpPUMEHEHHEe cuiaeHadmia ¢ MOITHEIME HHAYKTOpamMu uzodepmenta CYP3A4,
TaKUMH KaK pru(aMITUIIMH, MOXKET IPUBOJUTH K OOJIbIIIEMY CHIDKCHUIO KOHIICHTPAIIUU cujieHaduna
B TJTa3M€E KPOBH.
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

(CCJICKTI/IBHI:IQ I/IHFI/IGI/ITOpLI 06paTHOI‘O 3axBaTa CCPOTOHNHA, TPUIUKITITICCKUT anlyu_l,cupcuuarum),
THA3UAHBIC U TI/IaBI/I,I[OHO,Z[O6HBIC JAUYPCTHKH, I/IHI‘I/I6I/ITOpBI AII® u aHTaroHUCTHI KaJlbllusi, HE
OKa3bIBAIOT BIMSHUSA Ha (papMakoKWHETHUKY cuiaeHaduiaa. AsutpomuninH (500 Mr/cyT B TedeHHE
3 nueit) He okaspiBaeT BiIMAHUS Ha AUC, Cmax, Tmax, KOHCTAHTY CKOpPOCTH BbIBeleHHS U T1/2

cuiZieHa(riIa WK €ro OCHOBHOTO UPKYJIUPYIOIIETO0 METa00IHTA.
Bruanue cunoenaghuna na opyaue iekapcmeenHvle cpeocmea

Cwinenadun sBasieTCs ClIaObIM MHTHOMTOPOM H30(EPMEHTOB CUCTeMbI UTOXpoma P450 — 1A2,
2C9, 2C19, 2D6, 2E1 u 3A4 (MKs50>150 mxmonb). ITpu npueme cunaeHaduia B peKOMEHTYEMbIX
n03ax ero Cmax COCTaBISIET OKOJIO 1 MKMOJIb, IO3TOMY MaJIOBEPOSITHO, YTO CUJIZCHA(UIT MOMKET
MOBJIUSTH HA KIIMPEHC CyOCTPaTOB 3TUX U30(DEPMEHTOB.

Cungenadun ycuiIMBaeT TMIIOTEH3WBHOE JEHCTBHE HUTPATOB KaK MPH UIUTEIHLHOM MPUMEHEHUU
MOCIEAHNX, TaK M MPU MX HA3HAYCHHH IO OCTPbIM MOKa3aHUsSM. B CBsA3M C 3TUM, NMpUMEHEHHE

cuizieHaduIa B COYETaHUU C HUTPATaAMU WM JIOHATOPAaMH OKCHIa a30Ta POTHBOIIOKA3aHO.
Puoyuecyam

B JOKIMHMYECKMX HCCIEAOBAaHUAX OBUT OTMEYEH aJIUTUBHBIA A(GQEKT B BUAE CHIDKEHUS
cucreMHoro AJl mpu npumeHeHun wunHruoburopoB @®/I135 B koMOuMHanuu c puouuryarom. B
KJIMHIYECKHUX UCCIIEIOBAHUAX OBIIO MTOKA3aHO, YTO PHOIUTYAT YCHIIMBACT TUITOTEH3UBHBIC () (DEKTHI
uaruouTopoB ®J135. He Obu10 MoydeHO 10Ka3aTEIBCTB OJIaronpusTHOTO KIMHHYECKOTO Y deKTa
KOMOMHAIMM B MCCIENOBAaHHBIX mnomymsanusax. OJHOBpEeMEHHOE IpHMEHEHHE pHoLUryara Hu
UHTUOUTOPOB dJ135, BKJTIOYast cunaeHapu, IIPOTHBOIIOKA3aHO (em. paszzaen
«lIpomusonoxasanusy).

[Ipu onHOBpEeMeHHOM TNpueMe ainbda-aapeHoOI0KaTopa M0Kca3o3uHa (4 Mr u 8 Mr) u cuieHaduia
(25 mr, 50 mru 100 Mr) y nanmeHToB ¢ 10OpOKaYeCTBEHHOM THITepIlIa3uel MpeICTaTeIbHOM JKee3bl
CO CTaOMJIIBHOM TeMOAMHAMHUKOW CpeqHee JOMOJHHUTEIbHOE CHUXKEHHE CHCTOJIUYECKOrO
aptrepuansHoro nasieHus (CAJl)/muactonuueckoro aprepuanbHoro nasineHus (JA/Jl) B momoxxeHnn
«J1eXKa» COCTaBISIO 7/7 MM PT. CT., 9/5 MM PT. CT. U 8/4 MM PT. CT. COOTBETCTBEHHO, a B IMOJIOKECHUN
«cTOos» — 6/6 MM pT.CT., 11/4 MM. pT.CT. 1 4/5 MM PT. CT. cooTBeTCTBEHHO. CO00IIaeTCS O PEAKHX
cllyyasiX pa3BUTUS Y TaKuUX TallMEHTOB CHMITOMATHYECKOW OPTOCTaTUYECKOH T'MIIOTEH3UH,
MPOSBISBIICICS B BHJIE TOJOBOKpYXeHHH (0e3 oOMopoka). Y OTHENbHBIX YYyBCTBUTEIbHBIX
MAIMEHTOB, MOJMyYalouMX anb(da- aapeHo0I0KaTOphl, OJHOBPEMEHHOE NMPUMEHEHHE cuiieHaduna
MOYET MPUBECTH K CUMIITOMAaTHYECKOW apTEepUATbHOMN THIIOTCH3HH.

[Tpu3HAKOB 3HAYUTEIHLHOTO B3aUMOACUCTBUS ¢ TonOyTamMuaom (250 mr) umu Bapdapunom (40 mr),
KoTopble MeTabonu3upyrorcs nzohepmentom CYP2C9, He BhIsSBICHO.

Cunnenadw (100 MT) HE OKa3pIBaeT BIUSHHS Ha PapMaKOKUHETUKY HHTHOuTOpoB BUY-mipoTeass,
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COOTBETCTBYET SKCNEFTHOMY OTHETY

CaKkBUHABHpAa U PUTOHABUPA, SBISIOLIAXCA Cy6CTpaTaMI/I I/IE' f\l/[ef?[:}l‘: YOy P3RS0 HPI/I ux
[EOUBATENBHO C T:u 00o03)

MIOCTOSIHHOM YPOBHE KOHIIEHTPAIUil B II1a3Me KPOBH:

OpnHoBpeMeHHOE MpHUMEHEeHHe cuijieHaduiaa B paBHOBeCHOM coctosiHuu (80 mr 3 paza B CyTKH)
npuBoauT K noBbieHUI0 AUC u Cmax 603eHTana (125 mr 2 pa3za B cytku) Ha 49,8 % u 42 %
COOTBETCTBEHHO.

Cunnenadun (50 Mr) He BBI3BIBACT JOMOJHHUTEIHHOTO YBEIMYCHHS BPEMEHU KPOBOTECUCHHS IPH
IpUeMe aleTHICATUIIMIOBON KUCIOTHI (150 mr).

Cungenadui (50 Mr) He ycUITMBaeT TUIIOTEH3UBHOE JCHCTBHUE aJIKOTOJISI Y 30POBBIX T0OPOBOJIBIIEB
P MaKCHMaJIbHON KOHIIEHTPAIMK aJIKOrojIs B Iu1asMe KpoBu B cpeaneM 0,08 % (80 mr/m).

VY manueHToB ¢ apTepUaNbHON TUIIEPTOHUEH PU3HAKOB B3auMoaeicTBrs cuiieHadmia (100 mr) ¢
aMJIOJIMITUHOM HE BBISIBIICHO.

Cpennee nonodHUTENbHOE CHIDKEHUE A/l B onokeHUu «iexa» coctanisier 8 MM pt. cT. (CAJ]) u
7 MM pt. cT. (JAH).

[lpumenenne cungeHaduaa OAHOBPEMEHHO C THIIOTCH3MBHBIMH CPEICTBAMH HE MPHBOAHUT K

BO3HHUKHOBCHUIO JOIIOJTHUTCIBHBIX HEXCIATCIbHBIX pCaKHI/Iﬁ.
Oco0ble ykazanus

BcnoMorarenbHEIE BEIIeCTBA

Acnapmam

[Ipenapar Cunaenadpun Dkcnpecc KanHoH comepkUT acmapTam, KOTOPBIM SIBISETCS MCTOYHUKOM
(bennnanannHa. MoXeT 0Ka3aTbCsl BPEIHBIM JUISl MAIIUEHTOB ¢ (DeHUIIKETOHYpPHUEH.

Hampuu

Jlannblil penapat coepkutT MeHee 1| Mmoub (23 Mr) HaTpus Ha OAHY TaOJNETKY, TO €CTh I10 CYTH HE
COJIEP’KUT HATPUS.

Inuyepon

[Tpenapat Cunnenadun Sxcnpecc KaHOH colepKUT MIMLEPON U MOXKET BBI3bIBATh TOJIOBHYIO 00JIb,
PacCTpONCTBO KENTyJIKa U Truapero (TOHOC).

Hzomanem

JlanHblil npenapaTta coAepXUT M3oMainbT. [larMeHTam ¢ peako BCTpedarolleiics HacaeICTBEeHHOM

HCIICPCHOCUMOCTLIO (bpyKTO3LI HC CJIICAYCT IPUHUMATD I3TOT IIPCIiapar.
Biausinue Ha CMOCOOHOCTh YHpaBJAATb TPAHCIIOPTHBIMHU CpEACTBAMU, MEXAHU3MaAMHU

[Ipuem cunneHadunsa OKa3blBa€T HE3HAUUTENBHOE BIMSHHE Ha CIOCOOHOCTh YIPaBISATh
TPAHCIIOPTHBIMU CPEACTBAMH U MEXaHU3MaMH.

OpHaKo MOCKOJIBKY TpU IpueMe cuiieHaduia BOSMOXKHO Pa3BUTHE T'OJOBOKPY)KEHUS, CHUKCHUE
A]l, pa3BUTHE XPOMATOIICUM, 3aTYMaHEHHOI'O 3PEHHUS U T.I. HEXKeNaTeNIbHbIX peakUui, cieayer

coOI0AaTh OCTOPOKHOCTh MPHU YIPABICHUHU TPAHCIIOPTHBIMHU CPEJCTBAMHU M 3aHATHSAX JIPYTHMHU
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COOTBETCTBYET SKCNEFTHOMY OTHETY

39365
MOTCHIIMAIBLHO OINACHBIMH BHJIAMH JICATSIHHOCTH, Tp66y10un/191 13'51%;'6{1{ 6‘H1:'{eHT aI_II/II/I

'IE..:I.' BA TEJ'II:H- CTh 000

BHUMAHUA N 6BICTpOTI>I NICUXOMOTOPHBIX peaKuH,ﬁ.—'PamU CICAYCT BHUMATCIIBHO OTHOCHUTHCI K
HHIUWBHUAYAJIbHOMY ,I[efICTBI/IIO Imperapara B YKa3aHHbBIX CHUTyallUuiaX, 0COOEHHO B Hauaie nmpuemMa

npenapara Cunnenadun Dxcrnpecc KaHoH.
dopMa BbINIYCKa

TabneTku, TUcreprupyeMsbie B MOJIOCTH pTa, SO MT.

ITo 1, 2, 4 unu 10 TabneToKk B KOHTYPHYIO SA4YEHKOBYIO ymakoBKy w3 IuieHKH [IBX/TIXT®D umu
I[BX/TIS/TIBJAX, unu Goabru amroMUHHEBOM sxecTKo MHOTOCH0MHON OITA/dhonbra/I[IBX u dhonbru
AJTIOMUHUEBOM NEYaTHOM JJaKUPOBAHHOM.

[To 20 unm 40 TabneTok B OAHKY MOJMMEPHYIO JUIS JIGKAPCTBEHHBIX CPEJICTB M3 MOJUAITUIICHA HITH
nojmdTIIIeHTepedTanaTa. Kpplika U3 MoJu3THIICHA WITH TTOJATPOIIICHA.

[To 1, 2 KOHTYpPHBIX STUEHKOBBIX YIAKOBKU UITH 110 1 GaHKe MOTMMEPHOH 1 IEKapCTBEHHBIX CPEICTB

BMECTE C MHCTPYKIMEH [0 MPUMEHEHHIO (JIMCTKOM-BKJIAJbIIIEM ) TIOMELIAIOT B IAYKy U3 KapTOHA.
YciaoBus XxpaHeHust

ITpu Temneparype He Boiie 25 °C BO BTOpUYHOHN YIIAaKOBKE (ITaYKe KAPTOHHOM).

XpaHUTh B HEOCTYITHOM JJIs IETE€H MecTe.
Cpoxk rognocTun

2 roza.

He npumeHATh 10 HCTEYEHUH CPOKa FOJTHOCTH.
YcaoBus ornycka
OTnyckaroT Mo peLenty.

Baanesienn perucrpanmuoHHOro yjaocroBepeHusi/Opranu3amnusi, NPUHUMAKIIAS TNPeTEeH3UH

norpedouTesen

Poccniickas @enepanvs

3A0 «KaHnoHdapma MpoaKIIH»

141100, MockoBckas 00u1., T.0. [1]&1koBo, r. [I]énkoBo, yn. 3apeunas, a. 105.
Ten.: +7 (495) 797-99-54

DJeKTpoHHBIH aapec: safety(@canonpharma.ru

Honyyums 0onorHumenvHvle OanHble O Npenapame, HANPAGUNL NPEMEH3UI0, HA e20 Kauecmeo,
bezonacnocms,  COOOWUMb O  HEHCENAMENbHbIX — JIeKAPCMECHHbIX — PEaKyUsX MOJNCHO — NO
meneghony: 8 (800) 700-59-99 (becrmaTHas nuuus 24 vyaca) Wik Ha caiite www.canonpharma.ru B

pas3aciic «[Tonutuka B 001acT KauecTBa» — «be3omnacHocTh npemnapaToB».

IIpousBoauTenn
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Poccniickas @enepanvs
3A0 «Kanondapma mpogaxIs»
Tlpouzeoocmeo comosoil iekapcmeeHHOU hopmbl

MockoBckas 00:1., r.0. [llénkoso, 1. Ill&nkoBo, yi

COOTBETCTBYET 2KCNEPTHOMY OTYETY
o1 23.10.2024 N= 23365

(NOCNEOCBATENEHOCTE 0003)

. 3apeunas, ctp.105b, k. 16;

MockoBckas 00:1., T.0. [llénkoBo, r. [ll€nkoBo, yi. 3apeunas, ctp. 1055, k. 12.

Ilepsuunas ynaxoseka

MockoBckas 00:1., T.0. lllénkoBo, r. Ill€nkoBo, yn
MocxkoBckas 00:1., r.0. lllénkoso, r. Ill&nkoBo, yn
Bmopuunas/nompedbumenvcras ynakosxka
MockoBckas 00:1., T.0. lLlénkoBo, r. [ll€nkoBo, yiu
MockoBckas 00:1., T.0. lLlénkoBo, r. [ll€nkoBo, yn
MockoBckas 00:1., T.0. lLlénkoBo, r. [ll€nkoBo, yiu
Buinyckarowuu koumpons kauecmea
MockoBckas 00:1., T.0. lLlénkoBo, r. IlI€nkoBo, yiu
Ten.: +7 (495) 797-99-54

www.canonpharma.ru

. 3apeunas, ctp.105b, k. 16;
. 3apeunas, ctp. 1055, k. 12.

. 3apeunas, ctp. 1055, k. 16;
. 3apeunas, ctp. 1055b, k. 12;

. 3apeunas, ctp. 105b, k. 1.

. 3apeunas, ctp. 105b, k. 11.
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