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NHCTPYKIMUA
1O MEJUITUHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOT'O IIPEITAPATA

IDPDOEKC® Cuiyrenadua

PerncrpanmoHHbII HOMep:
Toproeoe HanmeHoanue: DYOOEKC® Cungenapun
MeskayHapoaHOe HelIaTeHTOBAHHOe HAUMeHOBaHHe: CHiieHa(II

JlexapcrBeHHast popma: TaOICTKH, TOKPBITHIC TUICHOYHOH 000I0UKOH
CocraB

1 mabnemxa npenapama cooepiicum: S0 mr 100 mr
leticmsyrouee eeyecmeo:

Cwinenadwia 1uTpar - 70,25 Mr - 140,50 mr
(B mepecueTe Ha cuiieHadUI) (50,00 mr) (100,00 mr)

Benomozamenvhule geujecmea.

[Hemronoza MUKpoKpHUcTaiUIHYecKast Tun 102 - 126,37 mr - 252,74 mr
Kanbiug rugpodocdar - 41,25 Mr - 82,50 mr
Kpaxmain npexkenaTHHU3UPOBAHHBIN KYKYPY3HBIH - 27,50 mr - 55,00 mr
Marnus cteapar -4,13 Mr - 8,26 Mr
Kpockapmeriosa Hatpust - 2,75 mr - 5,50 mr
Kpemuus q1uokcnu1 KOJUTOUTHBI N - 2,75 Mr - 5,50 Mr

Cocmas 0bonouxKu:

[M'anpomeriosa (THIP OKCUIIPOMMIMETHIIIEILITION03) - 4,30 mr - 8,60 mr
Makporon 4000 (mosmstuiieHriaukosb 4000) - 0,86 mr - 1,72 mr
Turana quokcua -2.58 Mr -5,16 Mr
[Tommcop6at-80 - 1,29 Mr -2,58 Mr
Taapk - 0,86 MT - 1,72 mr
Kpacurens xeneza OKCU KpacHBIN - 0,02 mr - 0,04 mr
Kpacutens xenesza OKCH/T JKeIThIH - 0,09 mr -0,18 mr
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Onucanue

CNEPTHOMY OTYETY

TaGnmeTku Kpyrible, JBOSKOBBINMYKJIbIE, IOKPHIThIE IUIGHOYHOM 0O00JIOUKOH oOT OnegHo-
OPAaHIKEBOTO € PO30BATHIM OTTEHKOM JI0 OJIe/THO-KOPUYHEBOTO ¢ PO3OBATHLIM OTTEHKOM I[BETA; Ha

MOIICPCYHOM pa3pe3C AApo OT 6ej10r0 A0 IIOYTH OeJoro OBETA.

dapMmakoTepaneBTHYeCKAs TPYIIA

CpecTBo JeUeHUs dSpeKTHIIbHON quchyHKIuA — OJID5-urudurop
Kox ATX: GO4BEO3

PdapmakosoruuecKkue cBolcTBa

Dapmaxoounamuxa

Cunnenadgun  —  CeJIGKTUBHBIM ~ MHTHOMTOp  IMUKIMYECKOTO  T'yaHO3MHMOHOdochaTta
(ul' M®)-cnenududeckoit pochoauscrepassr S-ro tuma (OJI33).

Peanuzanus GpU3HOIOTHUSCKOTO MEXaHU3MA SPEKIIUU CBsI3aHA ¢ BLICBOOOXKICHHEM OKCH/IA a30Ta
(NO) B KaBepHO3HOM TeJie BO BpeMsl CEKCYaJbHOW CTUMYJBIIUH. DTO, B CBOIO OYepe/b,
OPUBOIUT K YBeIHYeHHIO ypoBHS HI M@, mocieqyiomeMy pacciablieHHIO TIaIKOMBIESTHON
TKaHU KaBEPHO3ZHOTO TeJIa U YBEJIMUYSHHUIO IPUTOKA KPOBH.

CunneHadgui He OKasplBaeT TMPSIMOTO  paccjalisiiomero JASHCTBUS Ha H30JMPOBAHHOS
KaBepHO3HOE TeJi0 dYeJioBeKa, HO ycwiuBaeT s(dekt okcuga azota (NO) mocpencTBoMm
uHrubupopanus OJ[35, koTopas oTBeTcTBeHHA 3a pacma 1l MO.

Cunnenadui cenekTuBeH B oTHomeHuu ®OJ[D5 in vitro, ero akTUBHOCTH B oTHomeHUH OJ[D5
MIPEBOCXOUT AKTHBHOCTH B OTHOIICHUHU JIPYTUX HU3BECTHHIX H30(epMEeHTOB dochoamdcTepassl:
®JI56 — B 10 paz; ®JID1 — Gonee uem B 80 pasz; OJ132, OJ[D4, OJ/[D7-OJID11 — Gosee ueM B
700 pa3. Cungenadpun B 4000 pas Oosee cenekTuBeH B oTHomeHun ®J[D5 mo cpaBHeHHIO C
OJ[33, yro WMeeT BaxHelee 3HadeHUE, MOCKOIbKY DJ[D3 sBisieTcs] OJHUM W3 KJIFOUEBBIX
(bepMEHTOB PETYJISIIUUA COKPATUMOCTH MUOKApP/Ia.

ObszamenvHoim  ycoiosuem hpexmuenocmu  cundeHapuira AGIAEMCA  CEKCYANbHAA
CIUMYAAUUA.

CuiieHadu1 BOCCTAHABIUBAST HAPYIICHHYIO APEKTHIBHYIO (DYHKITHIO B YCIOBUSIX CEKCYaJbHOM
CTUMYJISIIIUY 32 CUET YBEJIMUSHHUsI IPUTOKA KPOBH K KABEPHO3HBIM TeJIaM IIOJIOBOTO YJICHA.
Dapmaxoxunemuxka

{dapmakoKHHETHKA CHIJIeHA(UIIa B PEKOMEHTYeMOM JHana3oHe 103 HOCHT JIHHSHHBIN XapakTep.
Bceacuviganue

[Tocine mpuema BHYTpH cuiieHadus ObICTPO BcachiBaeTcsl. AOCONMIOTHAA OHOJOCTYIHOCTH B
cpenHeM cocTaBisieT okoio 40 % (ot 25 % no0 63 %). In vitro cuiaeHadWI B KOHIIGHTPALUH

okoio 1,7 mr/mn (3,5 HM) momaBiser aktuBHOCTh @J[D5 uenoexka Ha 50 %. Ilocne
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cBoOoiHOTO cuiiieHaduia B iazMe KpoBH (Cmax) MY)KUHH COCTaBIsICT okoJio 18 ur/mu (38 HM).
Cmax TIp¥ TipueMe CUiIeHaduIa BHYTPb HATOMAK JOCTUTACTCS B cpe/lHeM B TeueHHe 60 MUH (OT
30 muna go 120 mwuu). llpu npueme B coueTaHWH € JKHUPHOMW MHINEH CKOPOCTh BCACHIBAHUS
cHWKaeTCs: Cmax yMEHbINAeTCs B cpeHeM Ha 29 %, a BpeMs JOCTHIKEHHS] MAKCHMAaJIbHOM
KOHIeHTpaluh (Tmax) yBeHunBaeTcsi Ha 60 MUH, OJHAKO CTeleHb abGCOpOIUH JOCTOBEPHO HE
u3MeHsiercst (IJIOmaab ToJ (apMaKOKHHETHUSCKOH KpHUBOM KoHIeHTpanusg-ppemsi (AUC)
cHWKaeTcss Ha 11 %).

Pacnpeoenenue

OGbeM pacripe/ieficHHs] CWieHadWIa B paBHOBECHOM COCTOSIHMM COCTaBJIsieT B cpeaHeM 105 .
Ces3p cuiyieHaduila M €ro OCHOBHOTO ITUPKYJHpYIOMEro N-JeMeTHJIBHOTO MeTabosmTa ¢
OesikaMH TUJIa3MBI KPOBHU COCTABIIIET OKOJIO 96 % M He 3aBUCHUT OT OOIeH KOHIICHTpAI[UH
npenapata. Menee 0,0002 % nos3er cunieHadmwia (B cpeqaemM 188 Hr) oOHapyKeHO B cliepMe
yepes 90 MUH MocIie pueMa mpenapara.

Memabonusm

Cunaenadun mMetaGonu3upyeTcs, IJIaBHBIM 00pa3zoM, B IEUEHU IOJ JeHCTBHEM H30(epMeHTa
CYP3A4 (ocHoBHOU myTh) U m3odepmenta CYP2CY9 (omosHUTENBHBIN MyTh). OCHOBHOM
IUPKYIUPYIONIUN aKTHBHBIA MeTaOoNUT, oOpaszyromuicss B pesynbrate N-JIeMeTHIHpOBAHUS
cuieHaduia, mMoaBepraeTcs aajdpHelmemMy MeTabommsmy. CeleKTUBHOCTH JEHCTBHSI STOTO
MeTabonuTa B oTHomeHun @)D comocTraBuMa ¢ TakoBoM cuieHaduiIa, a ero aKTHBHOCTH B
otHomennu ®JI35 in vitro coctavmsier okoio 50 % akTuBHOCTH cwIeHadwia. KoHeHTpams
MeTaboIMTa B IUIa3Me KPOBH 30POBBIX JOOpoBOJBIER cocTaBisuia okoino 40 % ot
KOHI[CHTpalluKd cuiyieHaguiaa. N-JIeMeTWIbHBIH MeTaboJUT TMOoJBepraeTesl JalbHEHIIeMy
MeTaboJIU3MY; IEpUo/I eTo MoTyBbIBeIeHUs (T1/2) COCTABIIACT OKOJIO 4 YacoB.

Buigeoenue

OOmu#t kimpeHe cuwigeHapuna coctasiser 41 j/dac, a koneunsii Ti2 — 3-5 wacos. Ilocne
mpueMa BHYTpb, TAK K& KakK MOCJIe BHYTPUBEHHOTO BBEJCHUS, CHIeHA(U BBIBOJUTCS B BUIC
METa0OJIUTOB, B OCHOBHOM KHIICUYHHUKOM (0koJio 80 % mepopaibHOH JO3BI), © B MEHBIICH

cTeleHu noykamu (okos1o 13 % nepopalibHOM JT03bI).

D apMaKOKUHEMUKA Y 0CODBIX ZPYNN NAUUEHIN0E

I ooicunvie nayuenmei

Y 370poBBIX MOXKWIBIX NAIlUCHTOB (cTapiie 65 JeT) KIHUpeHC CHWIIeHaduiIa CHHXKEH, a
KOHI[eHTpanus cBoOOIHOTO CHIeHa(uIa B IUIa3Me KpoBH NpumepHo Ha 40 % Bbllie, 4eM Yy
MoJobIX (18-45 mer). Bo3zpacT He OKa3bIBaeT KIMHHYECKH 3HAUUMOTO BIIMSIHUSA HA YacTOTY

BO3HHKHOBCHHS HCKCJIATCIIBHBIX peaKuHﬁ.
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Hapyuienus pynxynuu novex

CNEPTHOMY OTYETY

[Ipu noveuHo# HETOCTATOUHOCTH JeTKoH (kinpenc kpeatununa [KK] 60—89 mi/mun) u cpenneit
(KK — 30—59 mi/MUH) CTeTIeHH TSDKECTH (papMaKOKUHETHKA CUiieHaduiIa OCie OTHOKPATHOTO
npueMa BHYTpPh B jo3e 50 Mmr He m3MeHsercs. lIpu modeuHodl HeJOCTATOUHOCTH TSDKEJION
crenenn (KK <30 mu/mMuH) wiHpeHC cWiieHauWIa CHHXKACTCS, UYTO IPHUBOJUT K NPUMEPHO
npykpatHomy ypeandeHuto 3HaueHUust AUC (100 %) u Cpax (88 %) 110 CpaBHEHHIO ¢ TAKOBBIMH
MOKa3aTeJSIMHU TIPH HOPMAJIbHON (YHKITHH MMOYSK V MAIIUEHTOB TOU K€ BO3PACTHOU TPVIIIIBI.
Hapywienus ¢pynxyuu nevenu

VY manueHToB ¢ MUppo30oM meueHu (ctaquu A u B mo wiaccudukanuu Yainn-1Is10) kirpenc
cuieHaduIa CHIKASTCS, 4TO MPUBOAUT K MoBbImeHU0 3HaUeHUST AUC (84 %) B Cmax (47 %)
10 CPABHEHUIO ¢ TAKOBBIMH MOKA3aTe/ISIMU IIPU HOPMATBHOU (PYHKIIMU [IeYSHU Y TAI[HSHTOB TOH
JKe Bo3pacTHOM rpymmbl. {DapMmMakokWHeTHKAa culeHaduia y MHAlUEHTOR € ICYSHOUHOU
HEJOCTATOYHOCThIO Tspkenod cremeHu (cragusi C mo kiaccudukaruu  Yabina-Ileio) He

H3y4dajiach.

Iloka3zaHus K MpUMeHEeHUIO

Jleuenue >peKTHIHLHOW AUCHYHKIIMH, XapaKTEePHU3YIOMICHCS HECMOCOOHOCTHIO K JIOCTHKEHHUIO
WM COXPAHEHHIO 3PEKIIUH MOJIOBOTO WICHA, IOCTATOYHOH /IS YOBICTBOPHTEIHLHOTO TIOJIOBOTO
aKTa.

BOOEKC® Cunnenadun 5pdeKTHBEH TONBKO MPH CeKCYaTbHOM CTHMYJIAIHH.

IIpoTuBoNIOKA3ZaAHMSA

['unepuyBCTBUTENILHOCTE K CHIICHAQUITY WHIH K JIIOOOMY K3 BCIIOMOTATEJIbHBIX BEIISCTB B
coCTaBe IIpenapara.

IIpuMeHeHHe y NAIMEHTOB, IOJIYYalONIUX IIOCTOSIHHO WJIM € IepepblBaMHU JOHATOPBI OKCHAA
a30Ta, OpPraHUYEeCKHEe HUTPAThl WIM HUTPUTHI B JIIOOBIX (opMax, MOCKOJBKY cCHIeHApUIT
YCHJIMBAaeT THIIOTSH3UBHOE JeHCTBHEe HHUTpaTOB (cM. pasaen «BzaumojeHcTBHE ¢ JApYTUMH
JIEKapCTBEHHBIMH CPECTBAMMY).

CoBMecTHOC TpuMeHeHHe uHTHOUTOpoBR ODJ[D5, BrimOUas cuiAeHAQWI, CO CTHMYJISITOPAMH
I'YaHWIATIMKIA3bl, TaKUMH KakK pHOIUIyaT, TaK KakK »dTO MOXET IpHUBOJUTH K
CUMIITOMAaTHYECKOM THIIOTEH3HH.

bezonacHocTh U 5(Q(PeKTUBHOCTh CHIIeHa(UIa IPH COBMECTHOM IPHUMEHEHHHM ¢ JpYTHMHU
Cpe/IcTBAMHU JICUCHMs] HapYLUIEHHM OpeKIMH HE H3YYalluch, IIO3TOMY OJIHOBPEMEHHOE
IpUMEHEHHE TOJOOHBIX KOMOUHAITNH He peKoMeHayeTes (M. paziest «Ocolble yKazaHUs»).
[TeueHowHAasI HETOCTATOYHOCTD TsDKeJIOU cTenenH (kiace C mo kiaccupukauu Yaiwma-11s10).

OHOBpEeMEHHBIN NIPUEM PUTOHABUPA.
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AKTUBHOCTH (HANIpUMEp, Y MAIUSHTOB ¢ TSHKEJBIMH CepJIeUHO-COCYAUCTHIMHU 3a00JIeBAaHUSIMH,
TaKUMU KaK HecTaOWIbHAsi CTEHOKApJHsl WM XpOHHUUECKasl CepJeuHas HeJI0CTATOYHOCTh
TSDKEJIOW CTEeTICHN ).

IlepeHeceHHble B TeUeHHE TMOCHEIHUX 6 MecseB HHGApKT MHOKapAa WIH HHCYIIBT,
JKU3HEYTPOXKAIONINEe apUTMUH, apTepuaibHas runoteHsus (AJ] menee 90/50 MM pr. ¢T.) wim
apTepuanbHas runepterzus (Al') — AJl Gomee 170/100 mm pr. CT.).

Y nanuMeHToOB ¢ SIIH30/IaMH Pa3BUTHUsI HEApTEPUUTHOM IIepe/HEeH HIIEeMUYECKOH HEHpOIlaTUH
3PUTEJILHOTO HEpBa ¢ TMOTEeped 3peHHsS B OJHOM TIJja3y, HE3aBHUCHUMO OT TOTO OBUIM JIH 3TH
SIH30/IbI CBSI3AHBI C IPEABIAYIMUM MPpUMESHeHHEM HHTuOuTOpa MJ[D5.

JluarHoCTHpOBaHHbIE HACJC/CTBEHHbIE 3a00JeBaHUS CETUYATKH, B TOM UHCIIE MUTMEHTHBIN
peTUHUT (cM. pazyiest «OcoOble YKazaHH»).

ITo 3aperucTpupOBaHHOMY TTOKA3aHUIO CHIIJIeHA U He TpeJHA3HAYSH /ISl IPUMSHEHHS Y JeTeH
U MOJAPOCTKOB J10 18 JieT.

ITo 3aperucTpupoBaHHOMY IIOKa3aHUIO CHJJIeHAQWI HE NpeJHA3HAUYeH JUIsl NMPUMEHEHHS Y

JKCHIIIHUH.

C ocTopoKHOCTBIO

AHaToMuuecKas JieopMallys MOJOBOTO UieHa (aHT YIS, KaBepHO3HbIH Gubpo3 wim 6osie3Hb
[leiiponn).

3abosneBaHus], TpeIpacioiaralonue K pa3BUTHIO TpHanu3Ma (CeprioBU/THO-KIICTOUHAS] aHEMUS,
MHOJKECTBEHHASI MHEJIOMa, JIeWKo3, TpoMOomuTeMus). 3a0oJeBaHUs, COIMPOBOMKIAIONUECS
KpPOBOTEUYCHHUEM.

SI3BeHHas GOJIe3HD JKeJTy/IKa U JBCHAIATUIICPCTHON KUIIKH B CTAAHUH 000CTPEHHUS.

[leueHoUHAsI HETOCTATOUHOCTD JISTKOM U CpeHEH CTEIICHH TSDKECTH.

[Toueunast HerocTaTOUHOCTD TsKesoM crenenn (KK menee 30 Miu/Mun).

Y DauMeHTOB € SIH30J0M pPAa3BUTHS NEpeJHEU HEapTSPUUTHONW HIIEMUUYSCKOW HEWpOIATHH
3PUTEJILHOTO HEPBA B aHAMHE3e.

OHOBpeMeHHBIN IpHEeM GJI0KATOPOB (t-aPEHOPEIICTITOPOB.

IIpymeHeH1e Bo BpeMs GepeMeHHOCTH U B MePHO/L TPY/THOT0 BCKaPpMJIMBAHUSA

Ilo 3apEeTUCTPHUHPOBAHHOMY IMOKA3aHUIO IIpCIiapaT HE MIpSJHa3HAUYCH JJIA IIPUMCHCHHUA Y SKCHIITUH.

Crnioco0 npyuMeHeHNs M T03bI
Bay1ps.
Pexomengyemast 1o3a Juisi GOJIBIIMHCTBA B3POCIBIX MAIIMEHTOR cocTaBisieT S0 M IPUMEpHO 3a

1 gac a0 CeKcyaﬂLHOﬁ aktuBHOCTH. C YUcTOM 9(1)(1)CKTI/IBHOCTI’I H IICPCHOCUMOCTH 1034 MOIKET
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coctapiisieT 100 mr. MakcumasnibHasi peKOMeHTyeMasi KpaTHOCTh IIpUMEHEeHUs — 1 pa3 B CyTKH.
IIpu HeoOxogumocTH mpueMa cuijeHaduia B Jo3e 25 Mr cieyeT NpUMEHSTH IpenapaThbl
cuiieHauiIa IPYrux MPOU3BOIUTEIICH B JO3UPOBKe 25 Mr wik 50 Mr, HMEIOMIUX PHUCKY JJIS
JeJIeHUs TabJICTKH MOTIOJIaM.

Ilpumenernue npenapama 6 0cobsIx KIUHUYECKUX ZPYRIAX RAUUEHINOG

YV oemeii u noopocmxos oo 18 nem

IIpumenenue npenapata DOOEKC® CungeHadun He IOKa3aHO y JeTel M IOJAPOCTKOB IO
18 ser.

Y nooicunvix nayuenmos

Pexomenyemasi HauajibHasi Jo3a IIpermapara SODOEKC® Cunnenadun U1 TAIACHTOB B
BO3pacTe oT 65 JeT u crapiie — 25 Mr. YunuTtbiBast 3pQeKTHBHOCTh U MEPEHOCUMOCTh HAUaJIbHOU
JIO3bL, IPH HEOOXOTUMOCTH BO3MOXKHO TIOMIATOBOE YBeIMUSHHUE T03bI 1o 50 Mr wnm 100 mr.

YV nayuenmos ¢ Hapyuienuem yHxyun nouex

[Ipu mouedHOM HETOCTATOYHOCTH Jierkod M cpemueit cremenu TsikecTd (KK 30-89 mur/mun)
KOpPpeKTUPOBKA JI03bI He TpeOyeTcsi, MpH MMOUSYHOH HEJOCTATOUHOCTH TSKEION CTeleHHU
(KK <30 mu/muH) — HadaIbHasi J1o3a IMpemapaTa SODEKC® CwiieHa W OJDKHA COCTABIISATh
25 mr.

Y nayuenmos ¢ napyuenuem pynxyun neuexu

[TockonbKy BBIBe/IeHHE CHIJIeHA(HUIA HApPYIIAeTCs Y MAIMSHTOB ¢ TIOBPEXKICHUEM TIeUueHHU (B
YACTHOCTH, TPH IHppo3e), HadadbHas joza npemapata DPOEKC® Cunmenadmn moimkHa
COCTABJIATH 25 M.

CosmecmHoe npuMeHeHue ¢ OpyeUMU TeKapCme eHHbIMY CPeOCmeami

IIpu coBMecTHOM TIpUMEHEHHH ¢ HHruOHTOpamMu uzodepmenta CYP3A4 (spuTpOoMHUITHH,
CaKBHHABHp, KeTOKOHA30JI, HTPaKOHA30.1) HaualbHas j03a npenapara DOOEKC® Cunnenadun
JTOJIKHA COCTABJIITE 25 MT.

YtoObl CBeCTH K MHUHHMYMY pPHCK pasBUTHS IOCTYpaJbHOW THUIOTEH3WH Y TAIIMEHTOB,
IPUHUAMAIONMMX (-aipeHOGIOKATOpLL, npHeM mpemapata DOOEKC® Cungenadun ciegyert
HAYUHATH TOJIKO TIOCe JOCTHIKCHHUS CTAaOWIM3AIlMH TeMOJUHAMHUKHA Yy 5STHX TallHeHTOB.

Cnez[ye’r TaKXKE pacCMOTPETh I_IeJ'IeCOOGPaSHOCTL CHIDKSHHUS HAUATLHOM JO3BI CI/IJ'II[eHa(I)HJ'Ia.

ITodouHoe nelicTBHE

HauGonee YacThIMH HEKeNATEIbHBIMH PEAaKITUSIMH TPU MPUMEHEHHH CHIIeHaduIa ObLIH
rojioBHasi 60JIb W «IpHWIHBBD». Kak mpaBuio, HexelaTeIbHbIC PEakidd ObIBAIOT JIETKOH HIIH
CpeHeH CTEeTNeHH TSDKSCTH M HOCAT NPSXOIsAmui  xapakTep. YacToTa HEKOTOPHIX

HCEKCJIATCIIBHBIX peaKI_[I/Iﬁ SIBJISICTCSI TO303aBUCHMOM.
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CHCTEMHO-OPTaHHBIM  KJlaccaM ¢ YKa3aHHEeM 4YacTOThl HMX BO3HHKHOBEHHS COTJIACHO
pekomeranusmM BO3: ouens vacthie (= 1:10); vacteie (= 1:100 u < 1:10); nevactoie (= 1:1000 u
< 1:100); peakue (= 1:10000 u < 1:1000); ouens peakue (< 1:10000).

Hapywenua co cmopoHst UMMYHHOU CHCHIeMbl: HEUACTO - PEAKIUA TOBBINICHHON
qYBCTBUTEIILHOCTH (B T.U. KOJKHAS CHITIb), AJUICPTHUSCKUE PEAKITHH.

Hapyuienusa co cmoponst opzana 3peHus: 4acTo — 3aTYMaHEHHOS 3peHUe, HapyIICHHE 3peHUS,
IUAHOIICHS, HeuacTo — 0oJib B riazax, ¢gorodobus, (oTONCHs, XpOMATOICHS, MOKPACHSHUE
CIIU3UCTOM OGOJOUYKH IJ1a3/MHBEIIHPOBAHHOCTh CKJICp, M3MEHEHHE SIPKOCTH CBETOBOCTIPHSITHA,
MH/IpHA3, KOHBIOHKTUBHT, KPOBOWZJIUSHHWE B TKaHH TJla3a, KaTapakTa, HapylmeHHe padoThl
CJIC3HOTO allllapaTa; PeJaKO — OTeK BEK M MPHJICTAIOMMUX TKaHEH, ONYIEHHE CYXOCTH B TJla3ax,
HaJUYhe paAyKHBIX KPYIrOB B TIOJie 3pSHHS BOKPYI HMCTOYHHKAa CBeTa, IOBBLIMICHHAS
YTOMJISIEMOCTbD TJ1a3, BUACHHUE TIPEAMETOB B JKEJITOM IBeTe (KCAHTOIICHS), BUJCHHUE TPEIMETOB B
KpacHOM I[BeTe (PPUTPOIICHS), TUIEPEMUSI KOHBIOHKTHBREI, pas3[pakeHHe CIHU3UCTOW OOOJIOUKH
IJ1a3, HENpPUSTHBIC OIMYNMICHUS B TJla3aX, 4YacTOTa HEHM3BECTHA — HEAPTEPUUTHAS TIEPESTHSA
HUIIeMUYESCKasi HeUPOTIATUA 3pUTEIILHOTO HEPBA, OKKIIFO3US BEH CETUYATKH, JIeeKT MmosieH 3peHus,
JUIUIONIUSL, BpeMEHHas IMoTeps 3peHUs] WIM CHHXKCHHE OCTPOTHI 3pCHHS, MOBBINICHUE
BHYTPHUTJIA3HOTO JABJCHHUS, OTSK CeTYATKH, 3a00JIeBaHHS COCY/IOB CETYaTKH, OTCIOHMKa
CTSKJIOBHJTHOTO TeJIa/BUTPEOpEeTHHAIbHAS TPAKITHSL.

Hapyuwienusa co cmoponst opzana ciyxa: HedacTo — OOJIb B yIIax, MyM B YIIax, 3BOH B YIIax,
BHE3AIMHOS CHUXKCHHE WIIH MTOTEePsI CIIyXa.

Hapywenua co cmoponst cepoua: HEUACTO — TaxUKapAus, ONIYIISHHE CcepArcOneHHs,
HecTaOUITbHASL CTEHOKAp/Us, ATPHOBEHTPUKYJIsipHas Oiiokaga, WHpApKT MHOKap/a, TpoMOo3
COCYJIOB TOJIOBHOTO MO3ra, OCTaHOBKAa CepJjIa, OcTpasi cepAeuHas HeJOCTAaTOYHOCTb,
OTKJIOHeHHST B mokazatemsix OKI, kapauomMuomnaTus; penko — (GUOPHWUIAIUS TpeJICepIHi,
BHE3aITHasl Cep/IeUHasi CMEPTh, JKETY0UKOBAs ApUTMHUAL.

Hapywenusa co cmopoHbt cocy0oé: 1acTo — Ba30JIWIATAIUS («IIPUJIHBBDY KPOBH K KOJKE JIUIA),
HEYACTO — CHUIKEHHUE apTepHATLHOTO JaBJICHHS, TIOBBIMCHUE apTePHUATILHOTO TaBICHUS.
Hapyuwienua co cmopoHst Kpoeu u Jaumamuyeckol cucmempl: HEUYACTO - aHSMHUS,
JIEUKOTICHHUSL.

Hapywenusa co cmoporst 0dmeHa éeniecme U RUMAHIA: HEUACTO — OIMYISCHUE JKaXK]TbI, OTSKH,
moJiarpa, HEKOMIICHCHUPOBAHHBIH CaXapHbIH JHa0eT, THIEPIIHKeMHUs, epudepruiueckue OTeKH,
THUIICPYPUKEMHS, THITOTJIMKEMUS, THIICPHATPASMHSL.

Hapyuwienua co cmopoHsl ObIXAMETbHOI CUCIMEMbl, OpP2AHO06 ZPYOHOU KlemKu U

cpedocmeuu;t: JacTOo — 3aJIOKCHHOCTH HOCA, HEYACTO — HOCOBOC KPOBOTCUCHHUC, pPHUHHT,

#
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OT/IeISIEMOM MOKPOTBI, YCHJICHHE KallULS, PeJKO — UYyBCTBO CTECHEHHUSI B ToOpje, CYXOCTh
CIM3UCTOU 000JI0UKY MOJIOCTH HOCA, OTEK CIIM3UCTON 000JI0UKH IMOJIOCTH HOCA.

Hapywienua co cmoponst Hcey00uHo-KuieHo20 mpaKma: 4acTo — TOUNTHOTA, JUCTICIICHS,
HeYacTo — ractpossodareanbHasi peduirokcHas 60J1e3Hb, pBOTa, 00JIb B 00JIACTH JKUBOTA, CYXOCTh
CIIM3UCTOM O0OJIOUKM TOJIOCTH pTa, TJOCCHT, THHTHBHUT, KOJMT, Auc(harus, TracTpwur,
FacTPOIHTEPUT, 330(aTUT, CTOMATHT, OTKJIOHSHHE «IIeYSHOUHBIX» (PYHKIIMOHAIBHBIX TECTOB OT
HOPMBI, peKTaJIbHOEe KPOBOTEUSHHE; PEAKO — THIIECTE3Hs CIIM3UCTON 00O0JI0UKH MOJIOCTH pTa.
Hapywienua co cmoponst crelemuo-muluiedHoi U COeOUHUMEbHOU MKAHY: 9acTo — 00JIb B
CIMHE, HEeYacTO - MHaIrus, O0Jib B KOHEYHOCTAX, ApTPUT, apTpo3, Pa3pblB CYXOXKUIIMH,
TEHOCHHOBHUT, O0JIb B KOCTSIX, MMACTCHMSI, CHHOBHT.

Hapywienua co cmoponst nouex u mMo4eevle00suux nymerl: HeUacTo — IUCTUT, HUKTYpUS,
HeJlepKaHUe MOYH, TeMaTypHsl.

Hapyuienua co cmoponsl nonoesix opzanoé u ZpyoHou ceie3pl: HEUaCTO — YBEJIMUYCHHE
MOJIOYHBIX >KeJIe3, HapylleHHe OHSKYJLIIHH, OTeK IeHUTAJIMH, aHOPTa3sMHsA, I'eéMaTOCIIEpMHU,
NOBpeXK/JCHHE TKaHEeH II0JIOBOTO WIeHA, peJKO — IpHalu3M W/HWIM JUIMTENIbHAs SPeKIHs,
KpOBOTEUYECHHE M3 IIOJIOBOTO YJICHA.

Hapywernua co cmopoHst HepeHOIl cucmemsl: OUYeHb YacTO — ToJIOBHasE O0Jb, 9acTo -
TOJIOBOKPY)KEHHE; HEYacTO - COHJIMBOCTh, MHUIDEHb, aTaKCHs, THUIIEPTOHYC, HEBpaJTHsi,
HelponaTusi, mapecTe3usi, TpeMOp, BEpTUTO, CUMIITOMBI JICIIPECCHH, OSCCOHHHUIA, HeOOBIUHBIS
CHOBH/ICHMsI, IIOBBIMICHHE PepIISKCOB, THIIECTE3US; PEIKO — CYAOPOIH, IOBTOPHBIE CYAOPOTH,
0OMOpOK, HapyIIeHHe MO3TOBOTO KPOBOOOpAIeHUs, TPAH3UTOPHAs HIIIEeMUYECKasl aTaKa.
Hapywenua co cmopoHst Koxycu U ROOKOJNCHBIX MKAHe: HEYaCcTO — KOJXKHAsl ChIMb,
KpalluBHUIIA, IPOCTOM Irepliec, KOXKHBIN 3y, IOBBINIEHHOE MMOTOOT/AC/ICHUE, U3bA3BIICHUAS KOXKH,
KOHTAKTHBIM JIepMAaTHT, »SKC(OIMATUBHBIN JepMATHT, YacTOTa HEHU3BECTHA - CHHJPOM
Cruenca-/[>koHCOHA, TOKCHUYSCKUH AIIHJIepMAJIbHBIN HEeKpoJu3 (cuHapoM Jlaiiesa).

Ilpouue: neyacTo - ONyIIEHHE ’Kapa, OTEK JMIA, peaknus (POTOUYBCTBUTEIBHOCTH, IIOK,
ACTEeHHUs, IOBBIMICHHAs] YTOMJIIEMOCTh, OOJIb pazIMYHON JIOKAJIM3allMH, O3HOO, cilydalHbIe
na/IeHus1, 00Jb B 00JaCTH TPYIHOH KIICTKH, CIIydaiHbIe TPABMBL; PEIKO — Pa3IpaKUTEIHbHOCTb.
OcnooicHe s CO CMOPOHbBL CEPOUHO-COCYOUCTNON CUCTNEM bl

B Xxode MNOCTPeTHCTPAIlMOHHOTO MPUMEHEHMs CHJIeHauiIa Ui JICUeHHUs] SPEeKTHIBHOM
JUCPYHKIUU  cooOmasoch O  TAaKUX  HEXEJATeJbHbIX  SIBJICHUAX, KaK  TsDKeJble
CepACUHO-COCYTUCThIC OCIOKHEHUS (B T.4. MH(PApKT MHOKap/a, HecTaOWIIbHAsI CTEHOKAp/Hs,
BHE3aIlHasi CcepAcdYHasl CMepTh, JKEJIYAOUYKOBas AapHTMHsA, TEeMOPPard4eCKMM HHCYJIBT,

TpPaH3UTOpHAS HIIEMHYSCKasl aTaka, apTepUAIbHAS TUIISPTEH3USI U apTepHaIbHASI THUIIOTCH3HUA),
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HAIUCHTOB, HO HE BCE U3 HUX, UMEIU (PAKTOpbl PUCKA CEPACUHO-COCYIAMCTBIX OCIOMKHEHMM.
MHorue W3 yKazaHHBIX HE)KeJIAaTeJIbHBIX SIBJICHUH HaOIIOAAIUCh BCKOpe IOCHE CEKCYAJIbHOM
aKTUBHOCTH, ¥ HEKOTOpBIe M3 HUX OTMEUAJIMCh IOCJIe NpueMa cuiieHaduiIa 6e3 mocieayromei
CEKCYaJIbHOM aKTUBHOCTH.

He npencraisieTcss BO3MOKHBIM YCTAHOBHTH HAJIMYUE IPSAMOMN CBSI3H MEKIAY OTMEYaBIIUMUCH
HE)KeJIaTeJIbHBIMHU SIBJICHUSAMHU U YKA3aHHBIMH WJIH HHBIMH (aKTOpaMH.

Hapywenus co cmoponvt opeana sperus

B penxux ciydasx BO BpeMs MOCTPETUCTPAIMOHHOTO MPUMEHEHHS BceX HHruduTopos ®OJ[D35, B
TOM 4HCJIe CHIJeHaduIa, cooOmMaIu 0 HeapTepUUTHOHN NepeHed HIIeMHUSCKOW HelponaTHH
sputeabHoro Hepsa (HIIMH3H) - penkom 3a0ojeBaHMM W TPHYMHE CHUKCHHUSA HIH MOTSPH
3peHus. Y OOJBIIMHCTBA M3 HTHX MAIUCHTOB ObLIM (aKTOphl PUCKA, B YaCTHOCTH, CHUIKCHHE
OTHOIICHHS TUAMETPOB SKCKABAIlMK U JIUCKA 3pUTEJILHOTO HepBa («3aCTOWHBIM AUCK»), BO3PACT
crapme 50 ger, caxapHbli JualeT, TUNEPTEHRHs, MHIIeMHYeckass OoJie3Hb ceplla,
THIIEPJIUNUIEMUsT U KypeHHe. B oOcepBallMOHHOM HCCIISIOBAHUM OIICHUBAJIH, CBSI3aHO JIU
He/JaBHEE TIPUMEHEHHUE TIpenapaToB kiacca HHruoutopor MJ1D5 ¢ octprim Havasiom HITMH3H.
Pesynbrarel yKa3spIBalOT Ha TNPHOIU3MTEILHO 2-KpaTHoe moBbimenne pucka HIIMH3H B
npeeiax 5 TepHoJ0B IMOJYBBIBEICHHS Tocie mnpuMeHeHHs uHruomutopa ®J[D5. CormacHo
OonyOJIUKOBAaHHBIM JIUTEPATYpHBIM JIaHHBIM, TOJHWYHas uacToTa Bo3HUKHoBeHus HIIMH3H
coctapisieT 2,5-11,8 ciayuyaeB Ha 100 000 myxuuH B Bodpacte > 50 sieT B OOmIeH MOMYJISAIUU.
CrenyeT pekoMeH/I0BaTh NIAIUEHTAM B CJIyYae BHE3AITHOHM MOTEPH 3PEHUS IIPEKPATUTh TEPAIIHIO
CHIIIeHaUIIOM U HEMEUICHHO IIPOKOHCYJIBTHPOBATHCA ¢ BpadoM. JIuma, y KOTOpBIX yxke ObLI
ciayuat HITMH3H, umeror noseimennsid puck peuuauspa HIIMH3H. IlosTomy Bpauy cieayert
oOCYIUTh JAaHHBIH PUCK ¢ TAKUMH MAI[UCHTAMH, a Takke OoOCYIUTh ¢ HUMM MOTESHIHAILHBIN
niaHc HeOJIaronpuaTHOTO Bo3AekcTBUs uHrHOUuTOpOoR ®MJ[D5. Unruburtoper ®J[D5, B ToMm uuncie
cuiieHa U, y TAKUX MAIUSHTOB CIIeIyeT IPUMEHSTE ¢ OCTOPOIKHOCTHIO U TOJIBKO B CUTYAIMSIX,
KOI'/1a 03KHM/IaeMasi 110J1b3a IIePEBEIINBAET PUCK.

ITpu ucnosp30BaHUU CHIZCHA(UIA B J103aX, IPEBBIMIABIIUX PEKOMEH/yeMble, HeXelaTebHbIe

peaKknuu ObLIH CXOJHBIMH C OTMCUYCHHBIMH BBIIIIC, HO 0OBITHO BCTpCUATIUCH YallleC.

Ilepeno3upoBka

Cumnmonmol

IIpu oguokpaTHOM mpueMme cuifgeHadmia B go3e go 800 Mr HexelaTesbHbIE peaKIUu ObLIH
TaKHUMH 3Ke, KaK W MpHU mpueMe cuiieHaduia B Gojee HHU3KHX JI03aX, HO BCTPEUYAIHCH Halle.
[Ipumenenne o361 200 MT He TPHBOJWIO K TOBBIMICHHIO >(P(PEKTHBHOCTH, OJTHAKO YaCTOTa

HCKCJIATCIIBHBIX peaKuHﬁ (I"O.J'IOBHaH 60.]'[1), «(IIPUJIMBBID», TOJOBOKPYIKCHHUC, IUCIICIICHUIL,
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(MMOCNEND
3aJI03KEHHOCTh HOCA, HAPYIIICHUE 3PSHHUST) YBEIIE qHBajIach. - CNEAC

COOTBETCTBYET SKCNEPTHOMY OTYETY

Jeuenue
Jleuenue cumnTOMaTHUECKOe. l['eMoAManu3 He YCKOpSIeT KIUpeHC cuiyieHaduiaa, Tak Kak

HOCJ'IeI[HI/Iﬁ aKTHBHO CBSI3BIBAETCA ¢ OeJIKaMH IIa3Mbl H He BBIBOJHUTCS ITOUKaMH.

BzaumoneiicTBie ¢ APYTUMH JIeKAPCTBEHHBIMH CpPeIcTBAMHU

Bruanue Opyeux nexapcmeenHvlx npenapamos Ha (apMaxoKuHemuKy culoeHaguna
MeTaGomu3m cuiiieHaHIa TPOUCXOAUT B OCHOBHOM Moj JekicTeueM uzodepmenta CYP3A4
(ocHopHO# myTh) B CYP2CY, mosTOMy HHTUOUTOpPHI ATHUX H30(epMEHTOB MOTYT YMEHBITUTH
KJIUpEHC cuiieHaduia, a HUHIYKTOPbL, COOTBETCTBEHHO, YBEJIHWUYHThH KIMpPEHC CHIAeHadUa.
OTMeueHO CHIKEHHE KJIMpeHca cwieHaduia Mpyu OJHOBPEMEHHOM MPUMEHEHUH WHTHOUTOPOB
uzopepmernta CYP3A4 (keTokoHa30y, SpUTpoMUlMH, muMeTHaAuH). [{umetnaun (800 wmr),
Hecrienuuueckuii  uHruOUTOp mW3odepmenta CYP3A4, npu COBMECTHOM TIpHEME C
cuaeHapuiioM (50 Mr) BeI3BIBAST MOBBIMICHHE KOHIIEHTPAITUH CHIeHadHIa B IasMe Ha 56 %o.
OpmHokpatabiii pueM 100 Mr cuiieHaduIa COBMECTHO ¢ spuTpoMHIIEHOM (1o 500 Mr/cyTku
2 paza B JieHb B TeueHHe 5 AHeH), crenududyeckum uHruouTOopoM m3odepmenta CYP3A4, na
(oHe [JOCTHIKEHHUSI TIOCTOSIHHOM KOHILIEHTPALlUM DSPUTPOMHIIMHA B KPOBH, MPHUBOJUT K
yeeauueHuto AUC cumieHadpuna Ha 182 %. Ilpu copmecTHOM mpueMe cuiieHaduIa
(omaokparHo 100 wmr) wm caksuHaupa (1200 wmr/menp 3 pasa B JeHb), HHTHOHTOpA
BUY-nporeazsl u u3odepmenta CYP3A4, Ha doHe MOCTHIKEHHS TOCTOSHHON KOHIICHTpAITUH
CakBUHaBHpa B KpoBU Cmax cHIIeHaduIa noBbimanack Ha 140 %, a AUC yBenuuuBaiach Ha
210 %. CunneHadun He okasplBaeT BIMAHUA Ha (apMaKOKHHETHKY CaKBHHapHpa. bolee
cuibHBIe UHTHOUTOPHI H3odepmenTa CYP3A4, Takue Kak KeTOKOHA30J U UTPAKOHA30J, MOTYT
BBI3BIBATH U 00Jiee CHIIbHbIE U3MEHEHHUS (PapMaKOKUHETUKHU CHIeHA(pUIIA.

OHOBpeMeHHOE MpUMeHeHHe cuiieHadmia (ogHokpatHo 100 mr) u putonapupa (mo 500 mr
2 pasa B cyTku), uaTHOUTOpa BUU-1ipoTeaspl U CHIBHOTO HHTHOUTOpA U30(epMEHTOB CHCTEMBI
nuroxpoma P450, Ha (oHe MOCTHKEHHSI MOCTOSIHHOM KOHIEHTpAIlUU PUTOHABHpPA B KPOBH
IpUBOIUT K yBeMUeHHIO Cmax cuieHaduaa Ha 300 % (B 4 paza), a AUC na 1000 % (B 11 pa3).
Yepez 24 yaca KOHIEHTpAIHsl CHIAeHadHWIa B IUIa3Me KPOBH COCTaBisieT okojio 200 HI/mu
(mocne OJTHOKPATHOTO TPUMEHEHHUSI OJHOTO cWiieHapuina — 5 HI/Mi). DTo corjiacyercs ¢
spdekToM puUTOHABHpa Ha IHPOKHH JUANa30H CyOCTpaToB CHCTeMbI IUuToXpoma P4350.
Cwinenadpmn He BiMseT Ha (apMaKOKHHETHKY pPHTOHABHpa. YUHThIBAsS 5STH JIaHHBIE,
OJIHOBPEMEHHBIN TIpHeM pUTOHABUpAa U CHIAeHadmiIa mpoTHBomokazaH. Eciu cuigeHadwmn
MPUHUMAIOT B PEKOMEHIYEMBIX [103aX TMAI[MEHTHI, TMOJYUYAIONHE OJHOBPEMEHHO CHJIIbHBIC
uHrubuTopel usodepmenta CYP3A4, 10 Cmax cBoGOAHOro cuijieHaQuIa He MPEBBINIAST

200 BM, u mnpemapaT Xopollo IiepeHocHTcs. OIHOKpATHBIM TIpUeM aHTaluja (MarHus
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Unrubutoper uzodepmenta CYP2C9 (tonbyramun, Bapdapun), wuzodepmenta CYP2D6
(ceneKTUBHbIE  HMHTHOUTOPHI ~ OOpaTHOro  3axpara  CEpPOTOHWHA,  TPHUIMKIHYECKUE
AHTU/CTIPECCAHTHI), THA3HWJHBIE M THA3WIONOJOOHBIE IUypeTUkH, UHrHOUTOpHl AlID wu
AHTATOHUCTHI K&JIBIMSI HE OKa3bIBAIOT BIMAHHUA Ha (apMaKOKMHETHKY cHIIeHaduia.
AsutpomuniuH (500 mr/cyT B Teuenue 3 nueil) He okaspiBaeT BIHSHHUS Ha AUC, Chax, Tmax,
KOHCTAHTY CKOpPOCTH BbIBeJeHHS U T1p cuiiieHauIa WM €0 OCHOBHOTO ITHPKYJIHPYIOIIErO
MeTaboIuTa.

[Ipu oaHOBpeMeHHOM TNpHUMEHEHUH ¢ Oo3eHTaHOM (WMHAYKTOpoM HzodepmeHToB CYP3A4,
CYP2C9) orveuanoch cHmwkeHne AUC u Chax cuigeHabwia Ha 62,6 % u 52,4 %
COOTBETCTBEHHO.

[IpenmosnaraeTcs, 4To OJHOBpEMEHHOE NpUMEHEHHE CUAeHa(UIa ¢ MOIHBIMH HHIYKTOPaMH
nzodpepmerTa CYP3 A4, TakuMu Kak pu(paMIUITHH, MOKET MPHUBOJUTEH K OOJbIIEMY CHHKCHHIO
KOHI[CHTpAIIUH CHIeHaWIA B TUIa3Me KPOBH.

Brusnue cunoenaguna Ha opyene nexapcmeeHtvie Cpeocmea

Cunnenadun spisieTcs: caabbIM HHTHOUTOPOM H30(EepMEHTOB CHCTEMBI ITUTOXpoMa P450 — 1A2,
2C9, 2C19, 2D6, 2E1 m 3A4 (UKso =150 wmxmomp). Ilpuw mpueme cuineHadpuia B
pPEKOMEHYeMBIX /103aX €TI0 Cmax COCTABIAeT OKOJO 1 MKMOJB, IIO3TOMY MAJIOBEPOSTHO, UYTO
cuiieHa(UIT MOKET MOBJIUATH HA KIIUPEHC CyOCTPaTOB ATUX U30(EPMEHTOB.

CuineHadw1 YCHIHBAST THIIOTSH3UBHOS JICUCTBHE HUTPATOB KaK MPH JUTHTESILHOM TIPUMSHSHUH
MIOCJIE/THUX, TaK W MIPU UX HA3HAYSHUH II0 OCTPBIM MOKA3aHUsM. B CBA3M ¢ TUM, IpUMEHEHHE
cuiieHa(uiIa B COYeTAHUU ¢ HUTpATAMH WK JTOHATOpPAMH OKCHJIa a30Ta IPOTUBOIIOKA3aHO.

[Ipu ogHOBpEeMEHHOM TpHEME -aJIpeHOGI0KaTopa JIokcaso3uHa (4 Mr u 8 Mr) U cwiieHaduIa
(25 wmr, 50 mr u 100 Mr) y mammeHToB ¢ JOOpOKAaueCTBEHHOW THUIEpIUIa3Wed MPOCTaThl CO
CTaOMIBHOU reMO/TUHAMUKOM cpe/iHee JTOTIOJTHUTEIILHOE CHUIKEHHUE
CHUCTOJIMUECKOTO/TUACTONIMUECKOTO apTepHAIbHOTO JAaBJICHUSA B IOJIOXKSHUU JIelKa Ha CIIHHE
COCTARIISIIO 7/7 MM PT. CT., 9/5 MM pT. CT. U §/4 MM PT. CT. COOTBETCTBEHHO, a B MOJIOKEHHUH CTOS
— 6/6 MM pT. CT., 11/4 MM pT. cT. U 4/5 MM pT. CT. cooTBeTcTBeHHO. Co00Iaercst 0 peJKux
CIydasxX pa3BUTHS Yy TaKUX MAIUSHTOB CHUMIITOMATHYSCKON MOCTYpaJIbHOW THIOTEH3UH,
MPOSIBJIIBIICHCS B BHJIE TOJIOBOKpY:KeHUU (6e3 oOmopoka). Y OTHeNbHBIX YYBCTBHUTCIHHBIX
HAI[ASHTOR, TOJYYAIOMMX o-aJpeHOOIOKATOPHl, OJHOBpEeMeHHOE IpHUMEHeHHUe CcUiieHaduIa
MOJKET IPUBECTH K CUMIITOMaTUYECKOHU TUIIOTEH3HH.

OHOBpeMeHHOE TpHUMEHEeHHEe CHIieHa(HIa B papHOBeCHOM cocTosinud (80 Mr TpHu pasa B
cyTKu) puBoauT K yBeauueHHIO AUC u Chax 603eHTaHa (125 Mr 1Ba pasa B cyTku) Ha 49,8 % u

42 % COOTBETCTBEHHO.
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(40 Mr), koTopble MeTaboM3upyIoTCs H3odepmenToM CYP2C9, He BHISBICHO.

Cunnenadpun (100 wMr) He okasbiBaeT BIHAHUS Ha (PapMaKOKMHETHKY HHIHOUTOPOB
BUU-npoteasbl, CakBHHaBHUpa W PUTOHABHUpA, SBIBIOMUXCA cyOcTpaTamMu wu3odepMeHTa
CYP3 A4, npu ux NocTOAHHOM YPOBHE B KPOBH.

Cuiaenadui (50 Mr) He BBI3BIBACT JOMOJHUTEIBHOTO YBEIHUCHUS BpeMEHH KPOBOTSUCHHS TIPH
IpUeMe areTUICAIMIHIOBOU KUCIIOTHI (150 mr).

Cunnenadpun (50 Mr) He YCWIHBAST THIOTSH3WBHOS [ICHCTBHE aJIKOTONISI Y 3/IOPOBBIX
TOOpOBOJIBIICE TIPU MaKCUMAJIbHOH KOHIEHTpAIIUU aJikoroyisi B KpoBH B cpemnem 0,08 %
(80 Mr/m).

Y mNanueHTOB ¢ apTepUaIbHOHW THIEPTEH3WeH MpPU3HAKOB B3aMMOJCHCTBUS cuUiieHadmIa
(100 mr) ¢ amyIoIMIIMHOM He BbIsIBIeHO. Cpe/iHee JTOMOJHUTENIbHOS CHIDKeHHEe Al B OJI0)KeHUHN
JIe’)Ka COCTaBJIsIeT & MM PpT. CT. (CHCTOJIMYECKOTO) M 7 MM pT. CT. (JUACTOJIUYECKOTO).
[Ipumenenne cunieHaduiIa B COYCTAHHU C THUIOTCH3WBHBIMU MpemapaTaMd HE TPHUBOIUT K

BO3HHKHOBCHHIO JOIMOJTHUTCIIbHBIX HEXKCIIATCIIBHBIX peaKHHﬁ.

Oco0ble ykazaHu s

JUIsl UarHOCTHKU HapyHIICHUM HPeKIUH, OIpeAe/eHUs HX BO3MOXKHBIX IPUYUH U BBIOOpa
a/ICKBaTHOTO JICUeHHUSI HEeoOXOquUMO coOpaTh NOJIHBIM MEJUIMHCKHN aHaMHE3 M IPOBECTH
TIIaTeIbHOEe (U3UKanbHOE oOcneqoBanue. CpeJacTBa JIeUEHHUS] SPEKTUIbHOM JHCYHKIIUU
JIOJDKHBI MCIIONIB30BAThCA € OCTOPOXKHOCTHIO Y TAIIMEHTOB ¢ aHATOMHUYECKOH Jiedopmanueit
MOJIOBOTO WieHa (AHTYJISIHS, KaBepHO3HBIH GubOpo3, Gosesnp llelipoHu) WM y TAIIMEHTOB C
(dakTopaMH pHUCKAa Ppa3BUTUs IIpHANU3Ma (CEPIIOBHIHOKICTOYHAs aHEMHs, MHOKECTBEHHas
MHEJIOMA, JICUKEMHST).

Coobmanock 0 ciydasix pa3BUTHUS JUIUTEJILHON SpeKIMH U MpHanu3Ma. B ciaydae coxpaHeHUs
SpeKIMH B TeueHHe Oosiee 4 4acoB ciejayeT HEMEJICHHO OOpaTHTBCSA 3a MEJUIUHCKON
MIOMOTIBIO.

Ecnu Ttepanusi mnpuanuzMa He Oblla IPOBEJEHA HEMEUICHHO, STO MOMKET IIPUBECTH K
HOBPEXKJCHHIO TKaHEeH 10JIOBOTO WeHa U HeoOpaTUMOH yTpaTe MOTSHIIUH.

IIpenapaTsl, mpeaHa3Ha4YeHHBIE JUIA JICUCHUS HApYIIEHHUH SPeKIUH, HE CJe/lyeT Ha3HadaTh
MY>KUHHAM, JUISI KOTOPBIX CeKCyaJlbHasi aKTHBHOCTD HEsKeJIaTe IbHa.

CekcyasibHasi aKTUBHOCTh HPEACTABIISICT ONIPEICJCHHBIM pPUCK INpU HAJMYUU 3a00JeBaHUN
cepAla, MOATOMY Iepe]] HadaJloM 000N TepalMM IO MOBOAY HApyIICHHH SpeKIMH Bpauy
cJeyeT HAIpaBUTh MAIlMeHTa Ha OOC/IeJOBAHHE COCTOSIHHS CepJIeYHO-COCYAMCTOH CHUCTEMBI.
CekcyanbHasi aKTUBHOCTh HE)KeJIaTeJIbHA Yy MALIMEHTOB C CEpACUHON HEJOCTaTOYHOCTHIO,

HeCTaOHILHOH CTCHOKapﬂHeﬁ, MCPCHCCCHHBIM B ITOCJICTHHUC 6 MCECIAIICB I’IH(i)apKTOM MHOKapga
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(AJl > 170/100 MM pr. c1.) unu runoteHzuedt (AJl < 90/50 mm pt. ctr.). B xmHHYeCKHUX
UCCIICIOBAHUSAX TOKAa3aHO OTCYTCTBHE pa3IMUUi B YacTOTe pa3BUTUA HH(papKTa MUOKapAa
(1,1 ma 100 yemoBeK B T'OJ) WIH YaCTOTE CMEPTHOCTH OT CepASUHO-COCYTUCTHIX 3a00JIeBaHUM
(0,3 ma 100 dgemoBek B roj) y TAI[HCHTOB, TMOJYYABIMUX CHICHA(pUI, TO CPAaBHEHHIO C
MAI[ASHTAMH, TIOJTYYaBITUMHU TLIa1e60.

OcnooicHeHIs CO CIMOPOHbBL CepOeUHO-COCYOUCOT CuCmeMbl

B Xojie mNOCTperucTpaliioOHHOTO MPHUMEHEHHMs CWIIeHapuWIa [Uid JICUeHUS SPEKTUILHOU
TUCYHKITUU COOOIMAIOCh O TaKHUX HEKeJIATSIbHBIX PEaKIUsIX, KaK TsDKeJbIe OCJIOKHEHHS CO
CTOPOHBI  CepJICUHO-COCYTUCTON cHCTeMbl (B T.4. HUHPApPKT MHOKap/aa, HecTaOWUiIbHAs
CTEHOKApJusl, BHE3alHAsl CepACYHasl CMepTb, JKEJIYJAOUYKOBasi AapUTMHs, TeMopparudecKui
WHCYJIBT, TPAaH3UTOpHAsl HIIeMHYECKas aTaka, 'MISPTEH3Us U THIIOTEH3Hs1), KOTOpbIe HMeEJH
BPEMECHHYIO CBSI3b C MPUMEHEHHUEM cHieHaduia. BoJdbIMUHCTBO STUX MAIIMEHTOB, HO HE BCE W3
HUX, UMeJTH (PaKTOPBI PUCKA OCJIOKHEHHH CO CTOPOHBI Cep/IeUHO-COCYTUCTOM cucTeMbl. MHOTHE
U3 YKa3aHHBIX He)KeJaTeJIbHBIX peaKIi HaOII0aJIuCh BCKOpE MOCIe CeKCYaIbHOW aKTUBHOCTH,
U HEKOTOpBIE M3 HUX OTMEUAJIUCH MOCIIe MpueMa cuiieHaduIa 6e3 mocie1yIomei cekcyaabHO
akTUBHOCTU. He mpeacTaBiisieTcsi BOZMOJKHBIM YCTAHOBHTH HAJIMUUE MPSMOU CBSI3H MEXTY
OTMEUABITUMHUCS HEXKeIaTeIbHBIMU PEAKITUSAMHI M YKA3aHHBIMU WK HHBIMU (PaKTOPaAMHU.
Apmepuanvuas cunomensus

CwineHadguyi  oKa3plBaeT CHCTEMHOS BasOJWIATHpYIONMee JGHCTBHE, TMpHBOAANIee K
NpexosleMy CHIKeHHI0O AJl, 4To He SBISETCS KIMHUYECKH 3HAYMMBIM SIBJICHHEM H HE
IPUBOJUT K KaKUM-JTHOO TOCHEJCTBUAM Yy OOJBIIMHCTBA MAlUeHTOB. TeM He MeHee, [0
HazHAUCHUS CHIeHa(IIa Bpad JODKEH TIATeIbHO OICHUTh PUCK BO3MOIKHBIX HEXKEIATSIHHBIX
NpOSIBJICHUM  BA3OWIATHPYIOMIETO  JACHCTBUS y  IAIMEHTOB €  COOTBETCTBYIOIIHUMH
3aboJieBaHUSIMH, 0COOSHHO Ha PoHE CeKCyaTbHOU aKTUBHOCTH. [loBBINNIEHHAS BOCTIPUMMYHUBOCTD
K BazoJujaTaTopaM HaOJII0JaeTCsl Y TMAIUEHTOB ¢ OOCTPYKIMEH BBIXOJHOTO TpaKTa JEBOTO
JKeJIynouka (CTeHO3 aopThl, TUlepTpoduueckas oOCTpYKTURHASL KapIUOMUOIIATHS), a TaKKe C
PEIKO BCTPEUAIOMIMMCS CHHIPOMOM MHOYKECTBEHHOM CHUCTEeMHOM aTpoduu, MpOSBIIONIUMCS
TSDKEJIBIM  HapylmieHueM peryasanuu AJ[ co CTOpoHBI BEreTaTUBHOM HEPBHOM CHUCTEMBIL.
[TockoJIbKY COBMECTHOE TIPUMEHEHHE CHIeHAQHIA U 0-a/IpeHOOIOKATOPOB MOKET MPUBECTH K
CHMIITOMATHYECKOU THIIOTEH3UHU Y OT/JEJIbHBIX YYBCTBUTEIBHBIX MAIMEHTOB, IIpemnapaT clleyeT
C OCTOPOXKHOCTBIO HazHa4aTh IMAllUeHTAM, MPUHHUMAIOIMMM O-aJpeHOOIOKATOPhI (CM. paszjen
«BraumopelicTeue ¢ JAPYTUMH JICKAPCTBECHHBIMU CpeJCTBaMm»). UTOOBI CBECTH K MUHUMYMY
PHUCK Pa3BUTHUSI NOCTYpAIbHON TMIIOTCH3HUH Y MAIUSHTOR, MIPHUHUMAIOIHUX (-3 JpeHOOIOKATOPBI,

IIpUeM CI/IJI,[[eHa(l)I/IJIa CJACAYCT HAYUHATH TOJIBKO IMOCJIC JOCTHUMKCHUA CT&6HJIPI33.III/II/I nokasaTteJieit
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e pacdMotpd i frerEcoobpiioeTs cHitkenus

rC¢MOAWHAMHUKH Y 5THX IAIllHCHTOB. CnenyeT T

HaYyaJIbHOM /10361 cuiieHaduia. Bpau fgosmkeH npouH(OpMHpOBAThH MAIMEHTOB O TOM, KaKUe
JNEUCTBUS ClIeyeT NPeAIPHUHSITH B CIydae MOsBICHUS CUMIITOMOB ITOCTYPaJIbHOM THIIOTEH3HH.
Spumenvrvie HapyweHus

B penkux ciayuasx BO BpeMs TNpUMEHEHHS BceX HMHruOuTopor OJ[35, B TOM umHCie
cuieHaduia, cooOmaAlIoch O BO3HHUKHOBEHHH HEApPTePHUMTHOM IepeHed MIIeMHYeCKON
HeliponaTun 3putenbHoro Hepea (HIIMH3H) - penkoM 3aboepanuu U MpUIHHE CHIDKSHUS WITH
OTepU 3peHHs. Y OOJBIIMHCTBA U3 DTHX NAIMEHTOB ObLIM (PakTOphl pHUCKa, B YACTHOCTH,
CHU)KCHHE OTHOLICHMSI JUAMETPOB DKCKABAIlMM W JIMCKA 3pUTEIBHOTO HepBa («3acTOWHBIM
JUCK»), BozpacT crapuie 50 jietT, caxapHblif [ualeT, apTepHaIbHas TUIIEPTEH3Us, HIIeMUYecKast
0oJs1e3Hb cepalla, THIepIUunuIeMus U KypeHue. CieyeT peKOMeHI0BaTh NAIlMEHTaM B CiIydae
BHE3AITHOW TMOTEepPH 3pEHUsl IMpPEKpaTHTh Tepalluio CHIJeHAQHIOM M HEMEJJICHHO
IIPOKOHCYJIBTUPOBATLCS € BPAdOM.

Jluna, y koTopsix yxke Obut cayuait HIIMH3H, uMerot nmoBbImenHbli puck perpaupa HITMH3H.
ITosTOMy Bpady cileyeT oOCY/IMTh JaHHBIM PUCK ¢ TAKUMH IMAlUEHTAMH, a TakxkKe OOCYIHThH ¢
HUMHM TIOTCHIIHAIBHBIA IMaHC HEONAarompusTHOTO BO3JCHCTBHSL MHruOuTopor @J[D5.
HUarubutoper ®JID5, B ToM uucie cuiieHapWI, V TaKHX IMAIHCHTOB CJIEAYeT MPUMEHSTH C
OCTOPOXKHOCTBIO M TOJIBKO B CHTyallMsIX, KOIJa OKHAAaeMas I10JIb3a IIPEBBINIAET PHCK. Y
nanueHToB ¢ smuzogamu passutus HIIMH3H ¢ morepeit 3peHust B ogHOM Ijlazy MpHEM
cuieHaduia OPOTHRONOKa3aH. Y HeOOJBIOIOro YHC/IA MAlUeHTOB ¢ HACIeICTBEHHBIM
IIUTMEHTHbIM PETUHUTOM HMEIOTCS TeHeTHUYSCKH JAeTepMHUHHUPOBAHHbIE HApYIICHUs (YHKIIUN
dochoamdcTepas ceTuaTKu TIiiaza. CpeneHusi o 0e30IMaCHOCTH IPUMEHEHHs cUeHaduaa y
HAITUeHTOB ¢ NMUIMEHTHBIM PETHHHUTOM OTCYTCTBYIOT, IIpHeM CHieHaduIa TAaKUM MalfdeHTaM
IIPOTUBOIIOKA3aH.

Hapyuenus cnyxa

B HEKOTOpPBIX IMOCTPETUCTPAIIMOHHBIX U KIMHUYECKUX HCCJICAOBAHMSIX cOOOIMIaeTcsl 0 Ciaydasix
BHE3AITHOTO YXY/IMICHUSI WM IOTepH CJIyXa, CBSI3aHHBIX ¢ NPUMEHEHHEM BCEX HHIHOUTOPOB
@®JI35, pxmouas cuwiieHapuia. DBoOJBIMIMHCTBO HSTHUX TAIUCHTOB HMEIH (aKTOphl pHCKa
BHE3AaIIHOTO YXY/JIICHHUs HWIM T[OTepH cJyXa. I[IpHUMHHO-CIEACTBEHHOM CBSI3H MEXIY
npuMeHeHneM HHTHOHTOpoB ®J[D5 W BHE3alMHBIM VXY/INICHHSM CIIyXa WIH MOTeped ciayxa He
YCTaHOBJICHO. B cilyuae BHe3amHOro yXy/ALISHHs cIyXa WIM IOTepH cilyXa Ha (poHe Npuema
cuiieHaduiIa ciaelyeT HeMeUICHHO IPOKOHCYIBTHPOBATHCS ¢ BPAUOM.

Kposomeuenus

CusieHadu yCHIMBAaeT aHTHArperaHTHBIN >(PQeKT HUTponpyccHaa HaTpus, JoHATOpa OKCHIa

a30Ta, Ha TPOMOOITUTHI UeJIOBeKa 71 Vitro. JlaHHBIe 0 6e30TIaCHOCTH IPUMEHEHHS CHIIeHadIIA Y

14



COOTBETCTBYET SKCNEPTHOMY OTYETY

ot 24.05.2023 Ne 9670

LR B < S

y o~ = DA TE LY TL ONN1Y
NAIHEeHTOB €O CKJIOHHOCTLIO K KPOBOTOYHBOCTH HJIH oﬂ&%eaﬁe}lf-ﬂ'ﬁﬂﬁfgﬁWﬁﬁeéﬁﬁ“gxgﬂﬂfnka

U 12-mepcTHOW KHIIKH OTCYTCTBYIOT, MOATOMY CHJICHAQUI y HTUX MAlUESHTOB CJEAyeT
MPUMEHSTh € OCTOPOIKHOCTHIO. YacToTa HOCOBBIX KPOBOTEUSHHUM Yy MAIMEHTOB C JIGTOUHOH
TUNepTeH3NUEeH, CBsI3aHHOM ¢ MU y3HbIMU 3a00IeBaHUSAMHI COSAUHUTEILHON TKaHH, ObLIa BBIIIE
(cunnenadun 12,9 %, miaredo 0 %), ueM y MaIUSHTOB ¢ MEPBUYHOMN JICTOYHOU apTepHATIbHON
runeprerzueit (criaenadpun 3,0 %, mwianedo 2,4 %). Y marueHToR, MOIYYaBIIUX CHIIeHADUT B
COUCTAHHWH C AHTArOHUCTOM BUTaMHHA K, 9acTOTa HOCOBBIX KpOBOTeUeHHH Oblia BhIme (8,8 %),
YeM y HALMeHTOB, HE MIPUHUMABIIUX aHTaroHucT Butamuna K (1,7 %).

Ipumenenue cosMecmuo ¢ Opy2uMu Cpeocmeam edeHus HapyuleHuli spexyuu

BezonacHocTh B 3 (PeKTHBHOCTh CHIICHaQMIa COBMECTHO ¢ JApYrUMH HHrHOHTOpamu ®J[D5
WU JPYTUMH IpernapaTaMy Uil JISUSHUS JIETOUHOW apTepHaIbHOU TUIIEPTEH3UHU, COACPIKAITUMHI
cuiieHa W, WIH APYTUMH CPEICTBAMU JICUSCHHUSI HAPYIICHUH APEKIUH He U3YYAIIUCh, TO3TOMY

IIPUMCHCHHUC 1'[0,[[06HI:IX K0M6I/IH3.I_IPII71 IIPOTHUBOIIOKA3aHO.

B.mistHue Ha crocoOHOCTh YIpPaBJIATH TPAHCIIOPTHBIMH CpEACTBAMM, MEXaHM3MaMH

HpI/IeM CI/IJIZ[eHanHJ'Ia OKasbIBAeT HE3HAUYHTEILHOE BJHMSIHHE HAa CIOCOOHOCTD YHOpaBJIATH
TPAaHCIIOPTHBIMHU CpCACTBAMHU, MCXaHU3MaMH.

HOCKOHbe Ipu IpHUEME CHJIIIeHa(l)HJIa BO3MOJKHO PAa3BHTHC TOJOBOKPYKCHHA, CHHIKCHHUC
APTCPHUHATIBHOTO JAaBJICHHA, Pa3BHUTHUC XPOMATOIICHH, 3aTyMAaHCHHOTIO 3pCHHA H HO,Z[O6HBIX
HCEXKCJIATCIIBHBIX peaKuHﬁ, CJIeayeT CO6J'IIO,Z[aTL OCTOPOIKHOCTD npu YIIpaBJICHUH
TPAHCIIOPTHBIMU CPEACTBAMU W 3aHATHAX JPYTHMH IIOTCHIHAJIIBHO OIIAaCHBIMH BHIAMH
JACATCIIBHOCTH, TpeGyI-OH_[I/IMI/I MMOBBIIIISHHOMU KOHIICHTpallud  BHHMAaHHA H GI)ICTpOTBI
MMCUXOMOTOPHBIX peaKHHﬁ. Taxoxe CJIeAYyeT BHHUMATCIIBHO OTHOCHUTLCA K HHAHBHUAYAJILHOMY
JICHCTBHIO npeiiapaTta B YKa3aHHBIX CHTYallUuAX, 0COOSHHO B Havajle JICUSHHS U IpHu U3MCHCHHUHA

peKuMa JO3UPOBAHHA.

dopma BBITyCKaA

TabeTku, MOKPHITHIC TUICHOUHOM 0600uKoM, 50 Mr, 100 Mr.

ITo 1 TaGneTke B makeTHK (calle) U3 IUIEHKH KOMOMHHUPOBAHHOW Ha OCHOBE IMOJMMEPHBIX IUICHOK
U (OJIBTH ATFOMUHUEBOH.

ITo 1, 4, 6, 8, 10, 15 wiu 20 TaGneTok B KOHTYPHYIO SUSHKOBYIO YIMAKOBKY W3 IUICHKH
NOJIUBUHWIXJIOPH/IHON M I'MOKOM yIIaKOBKM, M3TOTOBJICHHOM Ha OCHOBE (DOJIBI'M aJTFOMUHHUEBOM.
I[Io1,2,3,4,5,6,7,8,9, 10, 15, 20, 25, 30, 40, 50 naketukoB (came) unu no 1, 2, 3, 4, 5, 6
KOHTYPHBIX sJYeHKOBBIX YIIAKOBOK BMECTE ¢ MHCTPYKLHEH 110 IPUMEHEHHIO [TOMEMAIOT B ITaYKy

H3 KapToHa.
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R— (NOCNEACBATENBHOCT 0001)

XPpaHUTH [IpU TeMIlepaType He Beime 25 °C.

XpaHUTh B HEJTOCTYITHOM JUISI ISTeH MecTe.

Cpok rogHocTH
3 rona.

He IMPpUMCHATH 11O HCTCUYCHHH CPOKa rOAHOCTH, YKAa3aHHOTO Ha YIIAKOBKC.

YceaoBus OTIIyCKa

OTIycKaroT 10 penenTy.

Baagenenr perucrpaimmoHHoro ymocropepenusi / IlpomsBomuress / Opranmsanms,
TMIPUHUMAKOIIAA TPETEH3UH OT MOTpeduTe el

3A0 «Dpanap», Poccus,

659332, Anraiickuii kpai, r. buiick, yi1. Conmnamuctuueckas, 23/6,

Ten./daxkc (3854) 39-00-50.
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