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Cunaenadua

PerucrpauuoHHbIil HOMep:

Toprosoe HanmenoBanue: CriaeHadun
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Cocras

Opna TabneTka, MOKphITas MJICHOYHOH 000JI0UKOH, COEPIKUT:

Oeticmeyiowee éewecmeo. cunneHaduia murpat — 28,090 Mr (B nepecyere Ha cHIIeHapHIT —

20,000 mr);

6cnomozamenvubie Geujecmsa; 1EJUTI0I03a MHKPOKpHCTAUTMYECKas; Kaiblus ruapodocdar

©e3BO/IHBII; KpOoCKapMeJlsIo3a HaTpUsl; MarHus creapar;

naienounas — o6onouka:  [THIpoMeUIo3a; TalbK; TUTaHAa  AHOKcu; Makporon 4000
(momuatunenrmukoiab 4000)] wim [cyxas cMech s IUIEHOYHOIO IIOKDBITHS, COJeprKalias
THIIPOMEILIO3Y, TATbK, THTaHa JHOKcH I, Makporo 4000 (monuatuienriaukos 4000)].

Onucanune
Kpyrisle JBOSKOBBIMYKIIbIe TaOJIeTKH, MOKPBIThIE IJIEHOUYHOH 000JI0YKOM 0enoro MM movrH
Oenoro uBera. Ha monepedynom paspese sapo 6es10ro iy mo4ytu 6esnoro 1sera.

(DapmaKOTepaneBanecKan rpymnmna
Bazoupmampyromee CpEeACTBO.

Kon ATX
C02KXO01

dapmako/IOruuecKne cBoicTBa

DapmakoouHamuxka

CuneHaduin — MOIIHBIA CENIEKTHBHBIM HMHTHOMTOp IMKJIMYECKOro TryaHO3MHMOHO(ochara
(u'M®) - cneuudpudeckoir ¢ochomuscrepassr THnma S (DADS5). Ilockomeky DJIDS,
oTBeTCTBeHHas 3a pacnan ul M®, cogepXuTcsi He TOJIBKO B KABEPHO3HOM TeJIe II0JI0BOrO WIEHa,
HO M B cOCyJax JIETKHX, CHIeHadu, SBISSCh HHTHOUTOPOM 3TOro (pepMeHTa, yBEIHUHBAET
cogepxkanre Ul M® B ri1aJAKOMBIIIEYHBIX KIETKAaX JIETOYHBIX COCYJOB H BBI3BIBACT HX
pacciabienue. Y manueHToB ¢ serouHoi runeprensueit (JII') mpuem cunnenaduia npuBoauT K
PaCIIMPEHUIO COCY/IOB JIETKUX M, B MEHBILEH CTENIEHH, IPYTUX COCY/IOB.

Cunzenadun cenextuBeH B oTHomeHud ®JI35 in vitro. Ero aktuBHOCTh B oTHOmEHHH PJ[D5
PEBOCXOAUT aKTHBHOCTh B OTHOLIEHUH JPYTMX H3BECTHBIX M30(epMeHTOB (ochoauscTepasbl:
®J1D6, yyacTBYyIOLICH B repegadye CBETOBOIO CHIHAla B ceT4aroi obosouke riaza — B 10 pas;
®J151 — B 80 pa3; ®/132, ©/[D4, OAD7-OJID11 — Gonee yem B 700 pa3. AKTHBHOCTDH
cuwinenapuia B oTHomeHun DJ[D5 Gosee uem B 4000 pa3 mMpeBOCXOAMT €ro aKTHBHOCTH B
orHomenun ®J193, tAMO-crienndpudeckoit Gpochoauscrepassl, yyacTByrOIIEH B COKpaIllEHUH
MHOKap/a.

CunzieHadun BbI3bIBaeT HEOOBIIOE U MPEXO/slliee CHUKEHHE apTepuaabHoro aasienus (AJl),
KOTOpoe B OOJIBIIMHCTBE CIydaeB HE CONMpPOBOXKIAETCH KJIMHHYECKMMH cummToMamu. [locie
npuema cuwigeHaduia BHYTph B 03¢ 100 MI MakCHMajbHOE CHHIKEHHE CHCTOIMYECKOrO H



auacToanueckoro AJl B MONOKEHUH JIe)Ka COCTABHIIO B cpeiHeM 8,3 MM pT. CT. U 5,3 MM pT. CT.
cooTBeTcTBeHHO. Ilocie mpuema cwigeHadpuaa B jgoze 80 Mr 3 pasa B CyTKH Yy 3/10pOBBIX
MY)KYHH-T00pOBOJIBIIEB ~ OTMEYAJIOCh  MAaKCHMalbHOE  CHHIKEHHE  CHCTOJIMYECKOrO U
auMacTonuyeckoro AJl B MOJIOXKeHHMH Jiexa B cpexHeM Ha 9,0 MM pT. cT. ¥ 8,4 MM pT. CT.
COOTBETCTBEHHO.

[Tocne mpuema cuijeHapuia B goze 80 Mr 3 pasa B CyTKM y MNalMEHTOB C CHCTEMHOM
apTepUabHON IMIIEPTeH3HeH CHCTONMYECKOe U IMacTouueckoe Al CHIKAIOCh B CPeHEM Ha
9,4 MM pT. CT. 1 9,1 MM PT. CT. COOTBETCTBEHHO.

Y nammenTos ¢ JII', nonyyasmmx cuineHadu B 1o3e 80 Mr 3 pa3a B cyTkH, cHikeHue A/l ObL10
MeHee BRIPaXKEHHBIM: CHCTOIMYECKOE U JuacTonndeckoe AJl CHMXKaIoch Ha 2 MM pT. CT.

IIpH OJTHOKPAaTHOM IIpHEME BHYTpPb B f03ax 10 100 Mr 370poBBIMH J106POBOJIBLAMH CHILIEHA(HII
HE OKa3bIBaJl CYLIECTBEHHOTO BJIMSHMS Ha IoKasaTend snekrpokapauorpammbl (OKI). Ilpu
npuMeHeHud cuineHaduiaa B go3e 80 Mr 3 pasa B cyTkM y mauueHToB ¢ JII' KIMHHYECKH
3HayuMble u3MeHeHus: DKI' He BBIABIISINCE.

[Ipu u3y4eHHH reMoJuHaAMHYECKUX 2 PeKToB cHiaeHapuIa IIpU OJHOKPATHOM IPHEME BHYTPb
B 03¢ 100 Mr y 14 manueHTOB ¢ TSDKEJIBIM KOPOHApHBIM aTEPOCKJIEPO30M (CTEHO3, 10 KpaiHeH
Mepe, O/IHO} KopoHapHO# apTepuu Gosee 70 %) cpeHee CHCTOINYECKOE M auacToindeckoe A/l
B IOKOE€ CHH3MJIOCh Ha 7 % u 6 % COOTBETCTBEHHO, 110 CPAaBHEHHMIO C HMCXOJHBIM YPOBHEM.
CucToMyecKoe JaBJeHHE B JIETOYHOM apTepHH CHIKAIOCh B cpeHeM Ha 9 %. Cunnenadun ne
BJIMSUI HAa CepJEeYHBIH BHIOPOC M HE YXYALIal KPOBOTOK B CTEHO3MPOBAHHBIX KOPOHAPHBIX
apTepusX.

V HEKOTOpHIX MAlMEHTOB Yepe3 | yac mocne npuema cuiieHaduaa B no3e 100 Mr ¢ moMoIbio
tecra ®ancBopca-MyHcess 100 BBISBIEHO JIETKOE M IPEXOsINee HapylIEHHe CIOCOOHOCTH
IIBETOBOCTIPHATHS (CHHEr0/3eJIeHOr0 LBETOB); Yepe3 2 Yaca Iocjie Ipuema cuiieHapuia sTu
u3MeHeHus: ucuezand. CuuTaercs, 4YTO HapylIEHHE LBETOBOIO 3PEHHMS  BBI3BIBACTCSI
uHrubuposanreM ®J[D6, ydacTByromieil B Ipolecce Nepefayd CBeTa B CeTyaTod 000sI0uKe
rinaza. CuiieHaduin He OKa3bIBaeT BIMSHUS Ha OCTPOTY 3pPEHHUs, BOCIPHUATHE KOHTPACTHOCTH,
JIAaHHBIE 3JIEKTPOPETHHOrpad K, BHYTPUIJIA3HOE JaBJIEHUE HIIH JHAaMETP 3padkKa.

V NalMeHTOB ¢ MOATBEPXKICHHON HAYaJbHOW BO3PACTHOM JereHepaluel MakyJibl CHIIeHaduI
IIpH OJJHOKpAaTHOM rnpueme B 03¢ 100 Mr He BBI3BIBAJI CYIIECTBEHHBIX H3MEHEHHH 3PUTEIIBHBIX
(GyHKIHMHA, B 9aCTHOCTH, OCTPOTHI 3PEHHs, OLEHHBAEMOH C IOMOINBIO DPEUIETKH AMCIEp,
CIIOCOOHOCTH pa3nuyaTh LBeTa CBeTO(opa, OLEHHBaeMble METOJIOM nepumeTpun Xamdpu, u
NPEXOJAIINX HApyLUIEHWH 3PUTENBHBIX (QYHKLHH, OIIEHMBAEMBIX C IOMOIIBIO METOMa
doTocTpecca.

Dppexmuerocmy y 83pocavix nayuenmoé ¢ JII'

UccnenoBamu 3¢ pexktuBHOCTh cruiieHaduna y 278 mamuentos ¢ nepsuynoit JII' (63 %), JIT,
aCCOILMMPOBABILENCS C CHCTEMHBIMH 3a00JIeBaHUSIMH coeMHUTENpHON TKanu (30 %), u JII,
pa3sBUBLIEHCS MOCIE€ XHUPYPrHYECKOro JIeYeHHs BPOXKJICHHBIX NOpokoB cepaua (7 %). Y
GonpmmHcTBa nanuenToB umencs II (107; 39 %) wmm 111 (160; 58 %) dyHKUMOHAIBHEIA Kilace
JII' no xnaccudukamuu Beemuproit Opranuszauuu 3apaBooxpanenus (BO3), pexe
onpenensmuck I (1; 0,4 %) wnu [V (9; 3 %) dynkunoHanbHble kiacchl. [TanuenTtos ¢ ppakuuei
BBHIOpOCA JIEBOrO JKenymouka MeHee 45 % wunm ¢dpakuued yKOpOYeHHs pasmepa JIeBOro
Kenyaouka Meree 0,2 B UCClIe/IOBaHHE HE BKJIIOYAJM, TaK )K€ KaK M MAlMEHTOB, JUI KOTOPbIX
okasanach HeadekTuBHOM Tepanus 6o3eHtanoM. CunaeHadun B go3zax 20 mr, 40 mr wiam 80 mr
NPUMEHSUTE BMECTe CO CTAHIAPTHOH Tepamuel (MalMeHThl KOHTPOJIBHOM TPYINIBI IOJTyYaiu
miane6o). IlepBHYHON KOHEYHOH TOYKOM OBUIO MOBBINIEHHE TOJIEPAHTHOCTH K (DU3MYECKOH
Harpy3Ke 1o TecTy 6-MHUHYTHOM X0p0bI yepe3 12 Hezenb nocie Havaa jeyeHus. Bo Beex tpex
rpynmnax MaldeHTOB, IIOJNYYaBIIMX CuiAeHagua B pasHBIX 032X, OHa JIOCTOBEPHO
YBEIMUMBAIACH 110 CPABHEHHUIO C IU1ane60. YBeIHYeHHE MPOHICHHON IUCTAHIUH (C MOMPAaBKOM
Ha 1urane6o) coctaBmiio 45 M, 46 M 1 50 M y HAIMEHTOB, MOJIYYaBIIMX CHICHAQUI B 103X
20 mr, 40 Mr 1 80 Mr cooTBeTCTBEHHO. JIOCTOBEPHBIX pa3/IMUUM MEXAY IPYIIaMH MallMeHTOB,
NPUHAMABIIMX CHJIIeHA(UII, HE BBIABIICHO.



ViyumeHue B pe3yibTaTax TecTa 6-MHHYTHOH XO0AbOBI OTMEYAIOCh Mmocie 4 Helelb TeparHHy.
Jaunbii 3bdext coxpansuics Ha 8-i u 12-if Henensx Tepanuu. CpeJHUH TepaneBTHYCCKHI
3¢bdeKT mocnenoBarTebHO HabMIOAAICS B pe3yjbTaTaXx TecTa 6-MHHYTHOH X0bObI BO BCeX
rpynmnax cuigeHaduia 10 CpaBHEHHMIO C IUlanebo B MOMYJSAIMAX MAlMEHTOB, CIELHHAIBHO
OTOOpaHHBIX MO CJIEAYIOUMM [pU3HAKaM: JeMOrpaduuecKuM, reorpa@uueckuM H IO
ocoOeHHOCTsIM 3aboseBanus. bazoBble mapaMeTpsl (TECT X0b0bI U FeMOIMHAMUKA) U 3P PEKTHI,
B OCHOBHOM, OBLIM CXOKHMH B rpymmnax nanuenTos ¢ JII' pa3nnusbX GyHKIMOHAIBHBIX KJIACCOB
o BO3 u pa3uyHbIX 3THOJIOTHH.

CTaTHCTHYECKH 3HAYMMOE MOBBIIIEHHE PE3YJIbTATOB TecTa 6-MUHYTHON X0AbObI Ha0/I0OI0CH B
rpynIe NanueHToB, nojiydasmux 20 mr cuigeHaduna. Jns nanuentos ¢ JII' GyHKIMOHATBHBIX
knaccos II u III yaydmenue pe3ynbTaTtoB TecTa 6-MHHYTHOH XOIbOBI, CKOPPEKTHPOBAHHbIE 110
manedo, cocrapisieT 49 M U 45 M COOTBETCTBEHHO.

V nanueHToB, MOJIy4YaBIIMX CHIIIeHa(UII BO BeeX /103aX, Cpe/IHEE JaBICHUE B JIETOYHOM apTepuu
JIOCTOBEPHO CHHXKAJIOCH [0 CPaBHEHHIO ¢ IU1anebo. Y MalueHToB, MOJMyYaBIIMX CHIICHA(QHI B
no3ax 20 mr, 40 Mr u 80 Mr, CHH)KEHHE JaBJICHUs B JIETOYHOM apTepHy ¢ MompaBKoil Ha s dexr
mrane6o coctaBuiio: 2,7 MM PT. €T., 3,0 MM pT. cT. ¥ 5,1 MM pT. CT. COOTBETCTBEHHO. Kpome
TOrO, BBISBJIJIOCH YJIYYIICHHE CIIEAYIOIIUX MOKa3aTesed: CONPOTHBICHHUE JICTOYHBIX COCY/IOB,
JIaBJICHHE B TIPaBOM MpeACepAMH U cepieuHbli BbIOpoc. M3MeHeHHs YacTOThI CEepACYHBIX
CoKpamieHuit u cucreMHoro AJl 6putd He3HaYUTETbHBIMH. CTENEHb CHU)KEHHS CONMPOTHBIICHUS
JIETOYHBIX COCY/IOB IPEBOCXOJMIA CTENEeHb CHH)KEHHS NEepH(EPHYECKOro COCYIUCTOrO
CONpPOTHBJIEHHs. Y MAHEHTOB, MONTYYaBIIHX CHIAeHAaQHII, BBISBHIM TEHACHIHUIO K YIIy4IICHUIO
KJIMHHYECKOrO TeueHHs 3a00JieBaHMs, B YaCTHOCTH CHIDKEHHME 4YacTOTHl I'OCIHTAIM3ALUN 10
nosoay JII'. JIons mamMeHTOB, COCTOSHUE KOTOPBIX YJIYYIIHJIOCH, 10 KpaWHeH Mepe, Ha OJUH
GynkumoHanbHBIM Kiacc mo Kiaccupukamun BO3 B Teuennme 12 Hemenp B rpynmax
cunzenapuia 6uuia Beime (28 %, 36 % u 42 % nanuMeHToB, MOJMYYaBIIMX CHIIEHADUI B 034X
20 mr, 40 mr %} 80 mr COOTBETCTBEHHO), 4eM B rpymre iane6o
(7 %). Kpome Toro, jedeHue CHIJEHaQHIOM II0 CpPaBHEHHMIO C IU1aleb0 NPHUBOAMIO K
YIyUYIIEHHIO Ka4yecTBa JKHU3HH, OCOOEHHO M0 TIIOKa3aressiM (HU3HYECKOH AaKTHBHOCTH, U
TEHJIEHIIMM K YJY4YIICHHIO HHAeKca ojablukd bopra. IIpomeHT mnanmeHTOB, KOTOPHIM K
CTaH/IApTHOM Tepanuy MPUIUIOCH JOOABHUTH Iperapar elle OJHOro Kjacca, B Tpymie Iuanedo
6bu1 Beie (20 %), 4eM B rpynnax MaiueHToB, MoMydaBmmx cuineHadun B no3ax 20 mr (13 %),
40 mr (16 %) u 80 mr (10 %).

Hughopmayus no ooneocpounoii 6vlocusaemocmu

B npo/iyieHHOM HCCIIeI0BaHUH ObLIO YCTaHOBJICHO, YTO CHJIEHA(HII TOBBIIIAET BHDKHBAEMOCTh
nanueHTos ¢ JII'.

Oppexmuernocme y 63pocivix  nayuenmos ¢ JIIT npu  coO6MeCMHOM NPUMEHEHUU
9NONPOCMEHONOM

DdpdexkTrBHOCTS cuiAeHadHIa U3ydanu y 267 manueHToB co crabuibHbM TeuyeHueM JII' Ha
(GoHe BHYTPHBEHHOTO BBEIEHHs SIONPOCTEHONA. B HccienoBaHHe BKIIKOYAIN MAMEHTOB C
nepsuynoit JII' u JII', acconuupoBaBIIeiicsi ¢ CHCTEMHBIMH 3a00J€BaHUSAMHU COEIMHHUTEIBHOM
TKaHH.

[TanuenTsl OBUTH paHIOMHM3MPOBAHBI Ha IpyIIsl ianebo u cuiaeHaduia (¢ GUKCHPOBAHHBIM
nmoabopoM 03, HaumHas ¢ 1036l 20 mMr, 1o 40 mMr u 3arem 80 mr, 3 pa3a B CyTKH) IpH
KOMOMHMPOBAaHHON Tepalmi¥ C BHYTPUBEHHBIM BBEJIEHHEM srornpocTeHona. [lepsuunoi
KOHEYHOH TOYKOW OBLIO MOBBHIIIEHHE TOJEPAHTHOCTH K (DH3MYECKOH Harpyske mo Tecry 6-
MHHYTHOM XOIbOBbl uepe3 16 Hemenb Iocie Hayanga JIeYEHHS. YBEIHYEHHE IIPOMICHHON
nucTaHuuu B rpynne cwineHaduina cocraBwio 30,1 M mpotus 4,1 M B rpynne miane6o. ¥
MAlMEHTOB, IPUHUMABIIUX CHJIeHa(uI, cpeaHee JaBlIeHHE B JIETOYHOM apTepUH JIOCTOBEPHO
CHMXKAJIOCh Ha 3,9 MM PT. CT. I10 CPaBHEHHUIO C IpyNnoH mianedo.

Knunuyeckue ucxoowt

Tepanust cuigeHaQUIOM 3HAYUTEIBHO yBEIMYMBAIA BPeMs 10 KIMHHYeCKoro yxymmenus JII
1o cpaBHeHHIO ¢ mane6o. [To onenke Kannana-Maiiepa, y manueHToB, nojly4aromux 1ianebo,



PHCK Pa3BUTHS YXyAIICHUs ObUT B TPH pa3a BbIIE (IIPOIMOPLHUS MAIUEHTOB € YXYyIIICHHEM B
rpynne mianebo cocrasuaa 0,187 (0,12-0,26), a B rpynme JeyeHHs cunpenadpuaom — 0,062
(0,02-0,10), moBepuTenpHBI HHTEpBaT 95 %). Ileproa BpeMEeHH 10 KIMHHYECKOTO yXYALICHUS
ONpeJeNsUICss Kak BpeMs OT PaHJOMM3allM¥ MAlMEeHTOB JO IEPBBIX NPU3HAKOB YXYIIICHUS
(MeTanpHBIA MCXOJ, TPAHCIUIAHTALMs JIErKOTO, MHUIMHMPOBAHME Tepanuu OO3CHTAHOM MHIIM
M3MEHEHHUE 1031 MONPOCTEHOIA H3-3a KIMHHYECKOr0 yXyImeHus). ¥ 23 naiueHToB U3 Ipymibl
m1ane6o oTMeYald NpU3HAKK KIMHHYecKoro yxyamenus (17,6 %), B To BpeMs Kak B Ipymie
cuiieHaduIa yxXyaeHne otMedanock y 8 nauueHTos (6 %).

V mauueHToB ¢ nepuyHOit JII' 0TMeYan cpejiHee OTKJIOHEHHE B TECTE 6-MHHYTHOH XOIBOBI:
TIPH OJHOBPEMEHHOM NPUMEHEHHH C cuiieHapuIoM — 26,39 M, NIpy NpUMEHEHHH C I1anedo —
11,84 m. YV nauuenTos ¢ JII', cBA3aHHOM ¢ CHCTEMHBIMH 3a00JIeBAHUSAMHU COEIMHUTEIIbHOH TKaH!U
— 18,32 M u 17,5 M COOTBETCTBEHHO.

Dpgpexmusnocme u 6e30nacnocme npumeneHus cundenaguaa y 63pocivix nayuenmos c JII'
(npu 00HOBpeMeHHOM npUMeHeHuu ¢ 6o3eHmanom)

B uenom, npoduiab moGouHBIX 3(dexToB B ABYX rpymnmax (OJHOBPEMEHHOE NPUMEHEHHEC
cunienaduna u 603eHTaHa ¥ MOHOTepanus 603eHTaHOM) ObUT OJIMHAKOBBIA W COOTBETCTBOBA
npoduo mo604YHbIX 3()(HEKTOB NPH IPUMEHEHNH CHIIIeHadua.

DapmakokunemuKka

Bceacvisanue

CunzeHadun ObICTPO BCACBIBAETCS B IKETYJ0YHO-KUIIEYHOM TPAKTe IIOCTE NpHeMa BHYTPb.
AGcomoTHas OMOJOCTYIHOCTH B cpelaHeM coctaBiaseT okoino 41 % (ot 25% mo 63 %).
MakcuMabHas KOHIEHTpanus cuineHapuia B miazme KpoBU (Cmax) AocTHraercs vepes 30-120
MHH (B cpeHeM — uepe3 60 MHH) mocie puemMa BHYTpb Hatomak. I[Tocie mpuema cunenaduia
3 pasa B cyTkd B jauanazoHe 103 oT 20 mr mo 40 Mr miomans moa (papMakOKHHETHYECKOH
kpuBoif «koHuenTpauus-spems» (AUC) u Cmax YBETHUMBAIOTCS MPONOPUHOHANBHO 103¢e. [Ipn
npueme cuigeHadpuwia B no3e 80 Mr 3 pasa B CYyTKH €ro KOHIEHTpalus B IUIa3ME€ KpPOBH
yBeIMYUBAETCS HeNUHEeiHHOo. [IpH OJHOBpEMEHHOM INpHEME C IHIIEH CKOPOCTh BCACHIBAHUS
cuneHaduia cHmxkaercs. [Ipu 0JHOBpEMEHHOM IPUEME C )KUPHOM IMHILEH BPeMsl TOCTHIKCHHs
MakcuManbHOM KOHUEHTpalMu (TCmax) yBemuuuBaercss Ha 60 MuH, @ Cmax YMEHBIIAETCS B
cpeaneM Ha 29 %, OIHAKO CTeNeHb BCAChIBaHHUs CyIecTBeHHO He u3Mensercs (AUC cHumkaercst
Ha 11 %).

Pacnpeoenenue

O6beM pacripeiesieHdst cuiiieHaduiia B paBHOBECHOM COCTOSHHH COCTaBIseT B cpenHem 105 .
[Tocsie mpuema BHYTph cuiieHaduia B 1o3e 20 Mr 3 pa3a B CyTKH MakCHMaJlbHas KOHLCHTpALUs
cunjeHaduIa B iiasMe KpOBH B PaBHOBECHOM COCTOSIHHHM cOCTaBiseT 0kojo 113 ur/mi. Casasb
cunjieHaduiIa ¥ €ro OCHOBHOTO IMpKynHupyomero N-aemeTHabHOro merabosnura ¢ Oenkamu
TIa3Mbl KPOBH COCTABJISET OKOJIO 96 % W He 3aBHCHT OT 00Ilell KOHIEHTpalluu cuiieHadua.
Yepe3 90 MuH mocie mpreMa cuiieHaduia B crepMe 3J0pOBBIX J0OPOBOJIBIEB OOHAPYKCHO
meree 0,0002 % o3l cunenaduna (B cpeanem 188 Hr).

Memabonuzm

Cunngesapun  meTaboiM3upyeTcs, TIJIaBHBIM 00pa3oM, B II€YEHH T[OJ  JCHCTBHEM
MHKpOCOMaTbHBIX H30(epmentoB nuroxpoma P450: nzodepment CYP3A4 (ocHOBHOM 1yTh) U
uzopepment CYP2C9 (momonuutenbHb 1yTh). OCHOBHOH IMPKYJIMPYIOIIHH aKTHBHbIA
MeTaboauT obOpasyercs B pesyiabrare N-gemeTwiupoBaHusi cuiaeHaduna. CeleKTHBHOCTH
neiictBus Toro Merabonura Ha ®JID comocraBuMa ¢ TaKOBOU cuiiieHaduia, a ero akTUBHOCTD
B oTHOImeHHH PJ1D5 in vitro cocrabnser okosio 50 % akTuBHOCTH cuiaeHaduia. KonnenTpauus
MeTa0ouTa B IUIa3Me KpOBH cocTaBiseT okono 40 % OT KOHUEHTpamuu cuijaeHaduma. N-
JIEMETH/ILHBIA METa0OJIMT MoJBepraercs AalbHelIeMy MeTaboIu3My; KOHEYHBIH MEPHOJ €ro
nonyssiBeieHuss (Tiz2) cocraBiser okoyo 4 yacoB. Y NAIMEHTOB C JIETOYHOW apTepHalbHOM
runeprensueii  (JIAI) cooTHomeHue KoHUeHTpamuii N-ZeMeTHIbHOro MeTaboinuTa |
cunaenaduia Beime. Konnenrpanuus N-1eMeTHIBHOTO MeTaboIMTa B IJIa3Me KPOBH COCTaBIISIET
okoimo 72 % ot TtakoBod cuineHaduna (20 mr 3 pasa B cyrku). Bxuax meraGonura B



(hapMaKoJIOrHYECKyI0 aKTHBHOCTH CHieHaduaa coctaBiseT 36 %, ero BKIAJ B KIMHHYECKHH
s¢dexT nmpenapara HEU3BECTEH.

Buigeoenue

O6muit kmpeHc cugeHaduna cocrapiser 41 i/dac, a koHeunblt Tiz — 3-5 wacos. Ilocie
IpHeMa BHYTpb CHIIeHa( I BEIBOAUTCS B BUJI€ METabOTHTOB B OCHOBHOM KHIIEYHHKOM (OKOJIO
80 % 1103B1) H, B MEHBILIEH CTENEHH, ITouKaMu (0010 13 % 103b1).

DapmakoKuHemuKa y 0cooslx 2pynn nayueHmos

Ilayuenmul nodcuno2o 6o3pacma

YV [an@eHToB MOXKMWJIOro BospacTa (65 JeT W crapiie) KIMpeHC CHiieHaduia CHWKEH, a
KOHIIEHTpaIMs CBOOOAHOrO cHileHaduia W ero akTHBHOTO N-IEMETHJIBHOrO MeTabolnTa B
[U1a3Me KpoBH mpumepHo Ha 90 % Bblle, YeM y MauueHToB Gosee Mojozoro Bodpacta (18-45
ner). TTockosnbKy CBsi3bIBaHHE cHiieHaduia ¢ OelkaMy IUla3Mbl KPOBH 3aBHCHUT OT BO3pacTa
MalyeHTa, KOHLEHTpalHs CBOOOAHOro cuieHaduiIa B IulasMe KpPOBH Y MALUCHTOB ITOJKHIIOIO
BO3pacTa BellIe mpuMepHO Ha 40 %.

Iayuenmol ¢ Hapywenuem YHKyuu novex

IIpu 7erkoit ¥ yMepeHHOW CTEleHH IIOYEeYHOH HeloCTaTo4yHOCTH (KaupeHe kpearuHuHa (KK)
30-80 mu/mMuH) (papMaKOKHHETHKA CHIJeHa(uIa 1ocie OAHOKPATHOrO IMpueMa BHYTPh B J103¢€
50 Mr He u3MeHsercs. IIpu Tskesnoit moueunod HexocrarouHocTH (KK menee 30 mu/mun)
KJIMpeHe cuiaeHaduna cHmwkaercs, yto npuBoaut K yBennmdeHuro AUC na 100 % u Cmax Ha
88 % 10 CpPaBHEHHMIO ¢ MOKa3aTe/sIMH NIPH HOPMAIBHOH (YHKIMM IOYEK y IMAlUEHTOB TOH Ke
BO3PACTHOH rpymnmbl. Y NAMEHTOB ¢ TsDKeNoi modeunoi HenoctatouHocThio AUC # Crmax N-
nemetwibHOro Merabosmmra Bbime Ha 200 % u 79 % COOTBETCTBEHHO, Y€M Yy IAIMECHTOB C
HOpPMaJIbHOHM (PyHKIMEH OYex.

Ilayuenmul ¢ HapywieHuem QYHKYuUU nevenu

Y 106poBOJIBIEB ¢ HApyIIEHUsIMH (YHKIMH TTeUEeHH JIETKON MM cpesiHeii crenenu (5-9 6amwion
no mkaye Yaitna-I1si0), KIMpeHe cuiieHaduia CHIKAeTCs, YTO MPUBOAUT K nosbinieHnio AUC
(85 %) u Cmax (47 %) 1O CpaBHEHHIO C MOKA3aTeIsIMH IPH HOPMAIbHOH (QYyHKIMH IEYEHH Y
MalMeHTOB TOM K€ BO3pacTHOM rpynmbl. dapMakOKMHETHKa CHIJICHapuiIa y MAlHEHTOB C
TSKEIBIMM HapylmieHusMH (yHkuuu nedenu (Gonee 9 GawtoB mo mxkane Yaina-Ileio) e
U3y4aiach.

Ionynayuonnas papmaxokunemuxa

[Ipn u3ydenun (apMakOKHHETHKH cuiieHaduua y nanueHToB ¢ JIAI' B mOmMyJsuOHHYIO
(GapMaKOKHHETHYECKYI0 MOJEIb BKJIIOYHJIH BO3pacCT, II0J, pacoOBYI IPHHAICKHOCTB,
nokasatei (pyHKIHH ITOYeK H MevYeHH. JlJaHHbIe, KOTOPhIe HCIOIb30BAIM JUIs MMOMYJISIIHOHHOTO
aHa/IN3a, BKJIIOYAIM B ce0sl IUPOKUM CrieKTp JeMorpaduyeckux U J1abopaToOpHBIX NMapamMeTpoB,
CBA3aHHBIX C COCTOSHHMEM (QYHKIMH MeYeHH U novek. Jlemorpapuyeckue moxasaresu, a TakxKe
napaMeTpbl QYHKIIMH NEeYeHH WK 0YEK HE OKa3bIBAIM CTATHCTHYECKU 3HAYMMOTO BIMSHHS Ha
(bapmakokuHeTHKY cuieHaduna y nauentos ¢ JIATL

V nanuenTos ¢ JIAI nocne npuema cungeHaduia B 1o3zax ot 20 mr 10 80 mr 3 pasa B CyTKH €ro
CpeIHHE paBHOBECHBIE KOHIeHTpaluy 6putH Ha 20-50 % BhllIe, YeM Y 310POBbIX J10OPOBOJIBIEB.
MunnMaibHas KOHLEHTpanus cuiieHaduia B miasMe KpoBH (Cmin) ObL1a B 2 pasa BBIIIE, YEM Y
3JI0pOBBIX J100POBOJIBIEB. [l0JydeHHbIEe JaHHBIE YKa3bBAIOT Ha CHUJKEHHE KIMpPEHCa W/Wid
yBeJIMYeHHe OHOJOCTYIIHOCTH CHIIeHaduIa 1mocie npueMa BHYTpb y manueHtoB ¢ JIADT 1o
CPaBHEHHIO CO 37I0POBBIMH J0OPOBOJIBIIAMH.

Iloka3anus K NPHUMEHEHHIO
Jlerounas TUTICPTCH3UA.

IIpoTruBonokasanus

— MOBBIIIEHHAs YYBCTBHTEIBHOCTh K CHIICHaGWIy MM K JHOOOMY JIpYroMy KOMIIOHEHTY
npernapara;

— BEHOOKKJIIO3MOHHAs O0JIE3Hb JIETKHX;



—  OJHOBpPEMEHHOE PHMEHEHHE C JOHATOPaMH OKCHJIA a30Ta MM HUTpaTaMu B J060# dopme;

—  OJHOBpPeMEHHOe IpHMEHEeHHe C MOIUHBIMH HHruoutopamu msopepmenta CYP3A4 (B tom
Yycile KeTOKOHA30JI0M, HTPaKOHA30JI0M U PHTOHABHPOM) (CM. paszen «Bsaumoneiictue ¢
JPYTHMH JIEKQpPCTBEHHBIMHU CPEACTBAMH»);

— OJHOBpeMeHHOe TpuMeHeHHe ¢ uHruOuropamu @JIDS5, BKmOYas  cuiieHadUI,

THIIOTEH3UBHBIMU  CpE€JACTBAMH — CTHMYJIATOpaMH ryaHuJiaTIUKIIa3bl, TaKHMH KakK
puonuryar, TaK KakK O35TO MOXET IpPHUBOIHTL K CHUMIITOMATHYECKOMN apTepnammoﬁ
THIIOTCH3HH,

— moTeps 3peHHs B OJHOM IJla3y BCJICJCTBHE IepeiHell HeapTepPUHTHOH HIIEMHYECKOM
HEBPONATHM 3PUTEIBLHOIO HEpBa, HAC/IEICTBEHHbIE JIeT€HEPAaTHBHBIE 3a00JICBAHMs CETUATOM
000J109KH rJ1a3a (MUTMEHTHBIH PETHHHT),

—  TspKenoe HapymeHue GpyHkuun nedenu (6osee 9 H6amion no mxane Yaiina-I1sio);

— HMHCYJIBT WX HH(PAPKT MHOKap/ia B aHaMHe3e;

— TsKenas apTepuaibHas runoteHsus (cucrommueckoe AJl menmee 90 MM pr. cT,
muacroiauyeckoe AJl meree 50 MM pT. CT.);

— Bo3pact 10 18 set (uccnenoBanus 3G GpeKTHBHOCTH U 6€30MaCHOCTH He MPOBO/IUIIHCE).

C 0cTOpPOKHOCTHIO

I wm IV o¢yuxkuuonanbusle kiacchl JIAIT (addexkTuBHOCTE M G€30macHOCTh  HE

YCTaHOBJICHBI);

— anaroMuueckas aepopMalus I[OJOBOr0 4WieHa (aHTyJSALUs, KaBepHO3HbIH (HOpoO3 wim
Gonesnp Ileiiponn) u 3aboieBaHMs, IpeApacHojaralollie K pa3sBUTHIO IIpHANK3Ma
(ceprmoBHAHO-KJIETOYHAs aHEMHsI, MHO)KECTBEHHAs] MUEJIOMa, JIEHKO3);

—  3abo0JieBaHUs, CONMPOBOXIAIOLIMECS KPOBOTEYEHHEM, WIH OOOCTpEHHE A3BEHHOW 00JIe3HH
KeTy/Ka U JBEHAAATHIIEPCTHON KHILKH;

—  cepledyHas HeJOCTaTOYHOCTh, HecTaOWIIbHAs CTEHOKapus, YKM3HEYTpOXKAIOIIUe apUTMHUH,
aprepuanbHas runeprersus (AJl > 170/100 MM pT. €T.), OOCTPYKIHMsI BBHIXOAHOTO TpaKTa
JIEBOTO JKeJyaI0uKa (CTEHO3 aopThl, runeprpoduueckas 0OCTPYKTHBHAS KapAMOMHOINATHS),
PEIKO BCTPEYAIONIMICA CHHAPOM MHOXECTBEHHOH CHCTEMHOH aTpo(uH, IPOSBIAIOIIUNACS
TSDKEJIBIM HapylmieHueM peryisuud AJl co CTOpOHBI BEreTaTMBHOM HEPBHOW CHCTEMBI,
TUIIOBOJIEMHS;

—  mepeaHsis HeapTepHHTHAs HILIEMHYECKasi HeBPOIAaTUs 3pUTEIbHOIO HEPBA B aHaMHE3¢e;

—  OJHOBPEMEHHOE INpPUMEHEHHE C yMepeHHbIMH HHruburopamu msopepmenta CYP3A4 (B
TOM YHCJI€ 3PUTPOMHMLUHOM, CAaKBUHABUPOM, KJIAPUTPOMHMIIHMHOM, TEIMUTPOMHUIIMHOM U
He(]a30q0HOM) U 0-aApeHOOI0KATOPAMH;

—  OJIHOBpPEMEHHOE NMpUMeHeHHe ¢ nHaykTopamu nzodepmenta CYP3A4.

IpumeHenne npu epeMEeHHOCTH H B MEPHO/ I'PYAHOr0 BCKAPMJIMBAHUS

B onpbITax Ha KHBOTHBIX CHJIZICHA(HI HE OKa3bIBaI MPSIMOrO HJIM HENPSIMOI0 HEXeIaTeIbHOIO
nefcTBUS HAa TeuyeHHe OepeMeHHOCTH U pasBHTHe 5MOpHOHa/mioza. Mccienosanus Ha
’KABOTHBIX TTOKa3aJl TOKCHYECKOe BO3/IEHCTBHE 110 OTHOIIEHMIO K IIOCTHATAJIBHOMY Pa3BUTHIO.
[TocKOJIBKY a/leKBaTHbIE KOHTPOJMPYEMblE HCCIENOBAHUS INpPHMEHEHHs CuileHapuia y
GepeMeHHBIX HE IPOBOJMIIMCH, MPUMEHATH mpenapar CuieHadui Bo BpeMs OGepeMEHHOCTH
MOKHO TOJILKO B TOM CJIy4ae, €CJIM I0JjIb3a Il MaTepH IPEBBIIIAET MOTEHIUAIbHBIN PUCK UL
mIo/a.

HeusBecTHO, BbIIEIsleTcs 1M cuigeHadun B rpyaHoe Mojoko. Ilpu  HeoOXoaumocTu
npuMeHeHus npenapara CuneHaduI rpyIHOe BCKapMIIMBaHUE CIIENY€ET IPEKPATHTb.
JIOKIMHMYECKHE KCCIIE[0BAHMs He IOKa3ald OTPUIATENBHOrO BIMSHUS CcuileHadHIa Ha
(bepTUITBHOCTS.



Cnocod npuMeHeHHUsl H 103bI

BuyTps. Pexomennyemas no3a npenapara Cunaenapun — 20 Mr 3 pasa B CyTKH ¢ HHTEPBAIOM
OKOJIO 6-8 4YacoB HE3aBHCHMMO OT MpHeMa NuIIK. MaxkcuMaibHas peKOMeHJIyemas 1032
coctasiser 60 mr.

ITayuenmol ¢ HapyweHuem GYHKYuU noyex

Koppekius /10351 He TpeOyeTcs, OHAKO IPH IIOXOH MEPEHOCHMOCTH Ipernapara 03y CHHKAIoT
10 20 Mr 2 pa3a B CyTKH.

ITayuenmol ¢ HapyweHuem @YHKYuU neyenu

Koppekius 0361 y MAlMEHTOB C JIEKHM WIH YMEPEHHBIM HapylIeHHeM (QYHKIHH INEYCHH
(5-9 Gamrop no mkate Yaina-Ileio) He Tpebyercs, OJHAKO MPH IJIOXOH NEPEHOCHMOCTH
npenapara 103y CHIXaroT 10 20 Mr 2 pasa B CYTKH. Y NALHEHTOB C TSHKEIbIM HapyLICHHEM
dynximu nedenn (6onee 9 GamwioB mo mxane Yainp-Ilpio) mpuMeHeHHe npenapara He
uccnenoBanock (cM. paszaen «[IpotuBonoka3anusy).

ITayuenmur noxcunozo eo3pacma (65 nem u cmapwie)

Koppekuus 10361 He TpedyeTes.

Jlemu

I[Tpumenenne cugeHaduina y aeteit Muaame 18 JeT NpoTHBONOKAa3aHO (HEAOCTaTOYHO JaHHBIX
110 3¢ HeKTHBHOCTH ¥ 6E30IaCHOCTH).

Iayuenmwl, nonyyaiowjue conymemeyowyio mepanuio

OnHOBpEMEHHOE MPUMEHEHHE CHIIeHaduia ¥ SMONPOCTEHOIA pacCMaTPHBACTCA B pasjeliax
«®DapmakoauHaMuKa» U «Ilo6o4Hoe nencTBHEY.

KoHTposmpyeMble HCCIIEIOBaHUS 110 ONEHKe 3(P(EKTMBHOCTH ¥ O€30MacCHOCTH NMPHMEHEHHs
cuieHaduIa B COUETAHMH C APYTMMH Mpenaparamu (6o3eHTan, uinonpoct) ms nevenns JII' ne
npoBomuiuch. KoMOuHMpOBaHHYI0 Tepamuio npemaparoM CuigeHaguin ¢ yKasaHHBIMH
TpenapataMi  CJI€IyeT IPOBOAUTH C OCTOPOXKHOCTBIO. B03MOXHO, MOMXeET morpeboBarhes
KoppeKims 10361 cuiieHapuna. TeM He MeHee, HET NAaHHBIX O HEOOXOAMMOCTH MOBBIIICHHS
710361 cHIIeHad 1A IIPU OJTHOBPEMEHHOM NIPUMEHEHHH ¢ 603EHTaHOM.

DpdekTHBHOCT, ¥ 0€30IacHOCTh IPUMEHEHHs CcHiJAeHapuia B COYCTAHWH C JIPYTMMHU
unruduropamu ®J1D5 y nauuentos ¢ JIAI' He uzydeHa.

OIHOBpEMEHHOE TNpUMEHEHHe CHZeHaQuIa ¢ MOIHBIMH HHTHOMTOpaMH H30(pepMeHTa
CYP3A4 (nanpumep, KETOKOHA30JI0M, HTPAKOHA30JI0M, PUTOHABUPOM) IIPOTUBOIIOKA3AHO.

IIpy  HeOOXOMMMOCTH OJHOBPEMEHHOTO IIPHMEHEHHS C YMEPEHHBIMH HHTHOMTOpaMH
usopepmenta CYP3A4, TakuMH Kak OSpUTPOMHMIMH M CaKBHHABUp, J03y IIpenapara
CunzieHadui ciieayer yMeHbIIUTh 10 20 Mr 2 pa3a B CyTKH y [TAIIUCHTOB.

[Ipy HEOOXOJMMOCTH OJHOBPEMEHHOTO IIPUMEHEHHs C 0ojiee MOIIHBIMH YMEPEHHLIMHU
unruouropamu u3opepmenta CYP3A4, TakuMH Kak KIQPUTPOMHUIMH, TEIUTPOMHUILHUH U
He(hazo/10H, 103y npenapara CunieHadui cieayeT yMeHbmuUTh 10 20 Mr 1 pa3 B CyTKH.

ITo6ouHoe aelicTBHE

Knaccudukanust 49acToThl pa3BUTUS NOOOYHBIX 3(P(EKTOB  COrNacHO  PeKOMEHIALHAM
BceemupHoii opranusaiuy 3apaBooxpanenus (BO3):

oueHb yacto > 1/10;

4acTo or > 1/100 mo < 1/10;
HEYacTo ot > 1/1000 mo < 1/100;
penKo ot > 1/10000 mo < 1/1000;

oueHb penko < 1/10000, BkIroYast OTAEIbHbBIE COOOIECHHS;

YacTOTa HEW3BECTHA — II0 HMEIOIIMMCS JIaHHBIM YCTAHOBUTH 4YaCTOTYy BO3HHKHOBEHHSA HE
IPECTaBISAETCS. BO3MOXKHBIM.

Hugpexyuu u uneazuu.

YacTO — BOCTIAJIEHUE MTOIKOKHON KJIETYATKH, TPUIIII, HEYTOUHEHHBIH CHHYCHT.

Icuxuveckue HapyueHus:

yacTo — OECCOHHHMIIA, TPEBOTa.



Hapywenus co cmoponbl Hep6HOU CUCHEMbL!

0Y€eHb YacTO — roJIoBHas 00JIb;

4acTo — TPEMOP, MApPECTe3Usl, HEYTOUHEHHOE YyBCTBO JKXKEHHS, THII03CTE3H;

peaKo — HapyIeHHe MO3rOBOI0 KPOBOOGPAIIEHHUS, TPAH3UTOpHAs HIIEMHYeCKas aTaka,

YacTOTa HEM3BECTHA — MUT'PEHb.

Hapywenus co cmopoHbt cocy008:

OYEeHb YacTO — runepeMus (IIOKpacHEeHHe KOXKH JIMILA);

HeyacTo — nosbimenne AJLE

4acTOTa HEU3BECTHA — CHIKEeHHE AJl.

Hapywenus co cmoponsl ObiXameibHOU CucmeMbl, 0p2aHo6 2pYOHOU KIeMKU U CPEOOCMEHUA.!
9acTO0 — HEYTOYHEHHBI OPOHXHT, HOCOBOE KPOBOTEUEHHE, HEYTOYHCHHBIH DPHHHUT, Kalleb,
3aJI0)KEHHOCTB HOCA.

JKenyoouno-kuweynvie HapyuieHus:

OYEHb YacCTO — JAUapesi, AUCIIEIICHs;

YacT0 — HEYTOYHEHHBIH TacTPUT, HEYTOYHEHHBIH TaCTPO’HTEPHT, racTpod3opareasbHas
pedrokcHas 60J1€3Hb, FeMOPpOii, B3yTHE XKHBOTA, CYXOCTh CIM3UCTOM 000JI0UKH MOJIOCTH PTa.
Hapywienusi co cmopoHbl MbluleYHOU, CKeIeMHOU U COCOUHUMENIbHOU MKAHU!

OYEHb 4acTO — O0JIb B KOHEYHOCTHX;

4acTo — MHAJITHs, OOJIb B CIIUHE.

Hapywenusi co cmopoHbl KOJdCU U NOOKOICHLIX MKAHEU!

4acTo — aJIONELHs, SPUTEMA, TIOBBIIIEHHOE TOTOOT/IE/ICHHE B HOYHOE BPEMS CYTOK;

9YacTOTa HEU3BECTHA — KOJKHAs ChHIIIb.

Hapywenus memabonusma u numarus:

9acTo — 3aJepP)KKa HKHUIKOCTH (OTEKH).

Hapywenus co cmopoHel 0p2ana 3peHus.

YacTO — KPOBOHM3JIUSHHE B CETYATYI0 O00O0JIOYKY IJIa3a, HEYTOYHECHHBIC HAPYILICHHs 3PEHHI,
3aTyMaHeHHoe 3peHue, GoTododusi, XpoMaToncHs, UAHOTICHs, BOCIIAJICHUE IJ1a3, IOKPACHEHHEC
rjas;

PEJIKO — CHHYKEHHE OCTPOTHI 3pEHHMs, IUILIONHS, HApYIIEHHe YyBCTBUTEILHOCTH IJ1a3a.
Hapywenus co cmopoHbl opeana ciyxa u 1abupunma:

YacTO — BEPTHUTIO;

HEYacTo — 3BOH B ymax,

4YacTOTa HEU3BECTHA — BHE3aIHAas IJIyXOTa.

Hapywenus co cmoponvl penpoOyKmueHOU CUCmeMbl U MOJIOYHbBIX Jicenes:

9acTO — THHEKOMACTHUsl, TEMOCIIEPMHS;

PeIKO — KPOBOTEUEHHUE U3 I10JIOBOTO YICHA,

4YacTOTa HEU3BECTHA — IIPUAIIN3M, JUIMTENIbHAS SPEKIIHS.

Hapywenus co cmopoHbl Kpo6u u 1umMpamu4eckou Cucmemoi.

4acTO — HEYTOUHCHHAs] aHEMHMSL.

Obwjue HapyweHus U peaKyuu 6 Mecme 66€0eHUs.:

4acTo — JIMXOpaJKa.

*_ IaHHbIE HeXelaTeNIbHBIE SBJICHHS ObUIN 3apErHCTPUPOBAHBI IIPH IPHMEHEHHH JIEKAPCTBEHHbIX
npenapatoB cuigeHaguna B no3uposkax 25 mr, 50 mr u 100 Mr s jeyeHus 3peKTHIBHOHU
JUChHYHKITHH.

O61as yacTOTa NpPEKpalICHHUs JIeUeHHs CHIIEHaGuIIoM B peKoMeHyeMoit o3e 20 Mr 3 pasa B
CyTKH OblIa HU3KOM W HE OTJIMYANIach OT TaKOBOi B rpynme mianedo (2,9 %).

B miane6o-KOHTPOJIMPYEMOM HCCIENOBaHMM H3ydand dS(GEeKT aJbIOBaHTHOM Teparuu
cunieHaHIOM Kak JIOTIOJHEHHs K BHYTPHBEHHOMY BBEIEHHMIO JMONPOCTeHoNa. 134 nanuenTa ¢
JIAT monyuanu cuwigeHadun B CcyTouHbIX no3ax oT 20mr go 80mr 3 pasa B CyTKH H
snonpoctenon, W 131 mamueHT moiydan IUranebo M 2nompocTeHol. [IpomoyKuTebHOCTD
neyeHus coctaBuia 16 Hezmenb. O6MIas yacToTa MpeKpalieH s Tepaty 13-3a HeOIaronpUsaTHHIX



COOBITHII B TPYIIe CHIIAeHA(HI/MONPOCTEHON cocTaBsa 5,2 % 10 CPaBHEHHMIO € 10,7 % B
rpymnie maneto/3nonpocTeHo.

IlepenosnpoBka

Cumnmombvi

['onoBHas 60k, «IPHIMBBED KPOBH K KOXKE JIMIIA, FOJIOBOKPY)KEHHE, AUCIEICHS, 3aI0KEHHOCTh
HOCa, HapylIeHHe CO CTOPOHBI OpraHa 3peHHUs.

Mepwi no okazanuio nomowu npu nepe0o3uposKe

Jleyenue cumrToMaTHdeckoe. I 'emoananu3 Hea(GeKTHBEeH (CHIeHAaUII aKTUBHO CBS3bIBACTCH
¢ GeNIKaMu T1J1a3Mbl KPOBH).

B3aumoeiicTBHE ¢ APYTHMH JIEKAPCTBEHHBIMH CPEACTBAMH

UccnenoBanus B3auMoOJEHCTBHS cHiAeHaduia ¢ JApYrHMH JIEKQpCTBEHHBIMHM CPEICTBAMH
IPOBOMJIACH HA 3J0POBBIX N00pOBOJIBLAX, 3a MCKIIOYCHHEM CIIyYaeB, YKa3aHHBIX OTACIBHO.
JlaHHBIE PE3yJIbTAThI CIIPABEUTHBBI JUIS IPYTUX IPYIIII [ALMEHTOB H METO/IOB BBEICHHUSL.
Brusnue Opy2ux 1eKapcmeeHHbIX Cpedcme Ha (PapMaKoKUHemMuUKy cundeHaguna
Hccneoosanus in vitro

MeTaGomm3M cuieHaduIa MPOMCXOUT, B OCHOBHOM, MO JeCTBHEM H30()epMEHTOB
murtoxpoma P450: wusopepment CYP3A4 (ocHOBHOH myTh) H H30(pEpMEHT CYP2C9
(IOTIOTHUTEIBHBIN TyTh), IO3TOMY HHTHOHTOPBI 3THX M30()ePMEHTOB MOTYT CHHXATh KIMPEHC
cuieHaduIa, a HHIYKTOPBI — MOBBILIATE €r0 KIMPEHC.

Hcceneooeanus in vivo

B uccienoBaHMM Ha  3JI0POBBIX  MYXKYMHAX-100pOBOJIbIAX MPUMEHEHHE aHTaroHMCTa
SHIOTEMHA GO3eHTaHa, KOTOPbIi SBISETCA YMEPEHHbIM HHIAYKTOpoM u3odepmentoB CYP3A4,
CYP2C9 wu, Bo3amoxuo, CYP2C19, B paBHOBecHOM cocTosHHH (125 Mr 2 pasa B CyTKH)
npuBoIo K cHkeHnI0 AUC U Crax criiieHaduIa B paBHOBECHOM cocTosHuHM (80 Mr 3 pasa B
cyTkn) Ha 62,6 % u 55,4 % coOTBETCTBEHHO. XOTs COBMECTHBIH NpPHEM JIBYX NPENapaToB HE
COMPOBOXKIAICSA KIMHHYECKH 3HAYUMBIMU H3MEHEHHAMU AJl B MOJIOKCHUH «IeKa» U «CTOS» U
XOpOIIO TEPEHOCHIICS 3A0POBBIMH J0OPOBOJIBIIAMH, CHIIEHAQUI COBMECTHO ¢ OO3eHTAHOM
ClielyeT IPUMEHSTh C OCTOPOKHOCTBIO.

IIpumenenue putoHasupa (500 Mr 2 pasa B CyTkH), MHrHOMTOpa nporeasst BUY u mommuoro
unruGuropa m3odepmenta CYP3A4, B komOunauuu ¢ cuiaeHapuaom (100 Mr oxHOKparHO)
NIPUBOMMIO K yBenuueHHro Cmax cHineHaduna Ha 300 % (B 4 pasa) u AUC Ha 1000 % (B
11 pa3). Yepe3 24 wyaca KOHLEHTpalus CuileHaduia B IUla3Me KPOBH COCTaBHIIA OKOJIO
200 HF/MJ TIPOTHB 5 HI/MJI TpH NPUMEHEHHH TOJNBKO CHiieHaduia, 4TO COrjacyercs c
uHpopMarueii o BblpaxeHHOM d(dekTe pHTOHaBHpa Ha (PApMAKOKMHETHKY pasIHiHBIX
cy6erpatoB mmToxpoma P450. OnHOBpeMeHHOE NPHMEHEHHE CHIIeHaduia ¢ PUTOHABUPOM
IPOTHBOINOKA3aHO.

Haubonee wmommusle wuurudutopel uzodepmenta CYP3A4, takue Kak KETOKOHA30J1 W
MTPAKOHA30J1, MOTYT OKa3bIBaTh JEHCTBHE, CXOIHOE ¢ AecTBHeM puTOHaBHpa. OXHOBPEMEHHOE
NpUMeHeHHe CHiIeHadHIa ¢ KETOKOHA30JI0M ¥ MTPaKOHA30JI0M ITPOTHBOIOKA3aHO.
OJIHOBpeMeHHOe NpuMeHeHue cakBuHaupa (1200 Mr 3 pasa B CyTKH), HHTHOUTOpA NpOTEasbl
BUY u wmodepmenta CYP3A4, ¢ cuigenapuiaom (100 Mr OJHOKpPATHO) MPHBOIMT K
yBenuueHUI0 Cmax cuiiieHaduna Ha 140 % u AUC Ha 210 % COOTBETCTBEHHO. Cunnenadun He
OKa3pIBaJl BIMSHUS Ha (papMaKOKHHETHKY cakBHHaBHpa (cM. pasznen «Crioco® NpUMEHEHHs H
JIO3BI»).

Ilpu omHokpaTtHOM mpueme cuwiaeHaduia B go3e 100 Mr Ha QoHe Tepamuu SPUTPOMUIHHOM,
SABJSIONIMMCS yMEPEeHHBIM HHrHOHTOpoM H3ohepmenta CYP3A4, B paBHOBECHOM COCTOSHUH
(500 Mr 2 pa3a B CyTKH B TedeHHe 5 CyToK) BbisiBeHo yenuuenne AUC cunenaduna Ha 182 %
(cM. paszaen «Criocob NpUMEHEHHUS U JI03b1).

Taxue uarnGuTOps! H30depmenta CYP3A4, Kak KIapUTPOMHIIMH, TETMTPOMHULIMH U He(ha30/10H
[PEANOJIOKHTETBHO MOTYT OKasbiBath d(dekt, cxomHbii ¢ sddexrom puroHasupa. Takue
unaru6buTopel nzopepmernta CYP3A4, kak cakBMHABUP WIIM SPUTPOMHUIIMH MOIYT YBEJIHYIHBATH

9



AUC B 7 pas. B cBA3M C 9TUM 0IpH OJHOBPEMEHHOM NPHMEHEHHH OTHX HHIHOMTOPOB
mzopepmenta CYP3A4 ¢ cuneHaguiom ciemyer coOI0AaTh OCTOPOKHOCTL K KOPPEKTHPOBATH
no3y uaruéuropos usopepmerta CYP3A4 (cm. pasaen «Criocod npiMEHEHHs U JIO3BI»).

YV 370pOBBIX MYKYHH-Z0OpOBOJIbIEB a3UTPOMHIMH (500 MI' B CYTKH B TEUCHHE 3 cyTOK) He
okazpBan BausHMS HAa AUC, Cmax, TCmax, KOHCTAHTY CKOPOCTH O3IMMHHamuud wid Tip
cuiIeHaduIa ¥ €ro OCHOBHOTO LIUPKY/IHPYIOWIET0 METabO0IHTa.

Iumernmue (800 Mr), wuHruGuTop uMTOXpoma P450 M Hecnmemuduyeckui HHrHOHTOP
modepmenta CYP3A4, mpu coBmectHoM npueme ¢ cuigeHaduiom (50 Mr) BBI3BIBA
yBe/IMueHHe KOHIEHTpaluii cuyiienaduia B 11a3mMe KpOBH 3710POBBIX I06pOBOJIBLEB Ha 56 Y.
OZHOKpATHBIH PHEM aHTALMIOB (MArHUs THAPOKCH/IA U AJFOMHUHUS THAPOKCHA) HE OKa3bIBall
BJIMSIHUS Ha OMOIOCTYIHOCTH CHILIeHaduIa.

CoBMECTHOE TpHMEHEHHE TNepOPAIbHBIX KOHTPAleNTHBOB (ITMHMIACTpammona 30 MKr u
jieBoHOprecTpena 150 MKT) He OKa3bIBAJIO BIMSAHUS Ha hapMaKOKMHETHKY CHIIeHadHIIa.
Huzubumopwr usogpepmenma CYP3A4 u f-adpenobrokamopel

YcTaHoBIIEHO, uTo y manuenToB ¢ JIAD cHumxaeTcs KIMpeHe cuiiieHaduia npubIn3HTeIbHO Ha
30% mnpH OJHOBPEMEHHOM TPHMEHEHHH CO CIa0bIMH MM CPEIHMMH HWHIHOMTOpaMH
usodepmenta CYP3A4 u Ha 34 % 1pu OIHOBPEMEHHOM IIPUMEHEHUH € -aApeHOOIOKAaTOpaMH.
AUC cunznenaduia npu ero npuMeHeHud B fo3e 80 Mr 3 pasa B cyTKu Oblia B 5 pa3 BBIIIE, YeM
mpd npuMeHeHMM cwigeHapuna B gose 20mr 3 pasa B Cyrku. B mccmenoBanmsx
B3aumojeiictBus ¢ uHruOutopamu uzodepmenra CYP3A4, TakuMH Kak CaKBHHABUD M
SPUTPOMMIMH (MCKIIOYas camble MOIIHbIe HHrHOHTOphl M30pepmenta CYP3A4, Takme Kak
KETOKOHa30J1, HTpakoHason, putonasup) AUC cuiaeHaduia B 3TOM Juana3oHe KOHUECHTpaIui
YBEJTHYHBAIACH.

Huoykmoput uzogpepmenma CYP3A4

Kiupenc cuizeHaduia yBenH4MBaeTCs NPUOIM3MTENPHO B 3 paza HPH OJHOBPEMECHHOM
IpUMeHeHHH co cabbiMu uHIyKTOpamMu H3odepmenta CYP3A4, uro cooTBeTcTBYET s dexty
Go3eHTaHAa Ha KJIMpeHC cHAeHapuia Yy 3I0pOBBIX J00poBosbLEB. Oxupaercs, dYTO
0JIHOBPEMEHHOE TIPMMEHEHHE CuIIeHaduIIa ¢ MOIIHEIMH HHIyKTOpamu u3opepmenta CYP3A4
NMPUBEIET K 3HAYMTEIBHOMY CHWKCHHIO KOHIEHTpalMH cuiaeHaduia B miasme kposu. Ilpu
OJTHOBPEMEHHOM TMpHUMeHeHHH cuiieHapuna (B no3ze 20 Mr 3 pasa B CYTKH) y B3pOCIBIX
nanuentoB ¢ JIAI u 6o3eHTana B cTabuiibHOM 03¢ (62,5-125 Mr 2 pasa B CyTKH) OTMEYaJIOCh
TaKOe JK€ CHW)KEHHE OJKCIO3MIMH CuwiaeHapuia, KaKk M IpH IPUMEHEHHH Y 30pOBBIX
JN0OPOBOJIBLIEB.

Bnuanue cundenaguna Ha papmakoKuHemMuKy Opy2ux 1eKapcmeeHHbLX Cpedcme
Hccneoosanus in vitro

Cunnenadun spisiercs cnabbiv maruGuTopoM uopepmentos CYP1A2, CYP2C9, CYP2CI9,
CYP2D6, CYP2E1 u CYP3A4 cuctemsl muroxpoma P450 (ICso > 150 mxM). He oxunaercs,
yto cuuaeHaduy GyleT OKa3blBaTh BIMAHHE HA COCIMHEHHMS, SBIAIOLMECs CyOcTpaTaMH JTHX
130()epMEHTOB, B KJIMHUYECKH 3HAUMMBIX KOHIIEHTPALIUIX.

Hccneoosanus in vivo

Cunnenapui okaspiBaeT aedictBue Ha cucteMy NO/UI'M® ¥ yCHIMBaeT aHTUTHIEPTEH3UBHOE
neiictBue HUTparoB. Ero OIHOBpPEMEHHOE NPHMEHEHHE C JOHATOpaMH OKCHJa a30Ta WM
HHUTpaTaMi B JTIOOBIX (hOpMax IMPOTHBOIOKA3aHO.

[Ipy OJHOBpeMEHHOM TIPMMEHEHHH O-aipeHoOioKaropa Jokca3o3uHa (4mr u 8Mr) u
cunpeHaduna (25 mr, S0 Mr u 100 Mr) y mamueHToB ¢ J0OpOKa4YeCTBEHHOM THIEpIUIa3sHeH
MpeJICTATEbHOM JKeJe3bl JOTONHUTEIbHOE CHIKEHHE CHCTOIMYECKOro/mactosmieckoro AJl B
TIOJIOKEHHH «Iexay cocTaBuwio 7/7, 9/5 u 8/4 MM pT. CT., @ B MOJIOKEHUH «cTOs» — 6/6, 11/4 n
4/5 MM PT. CT. COOTBETCTBEHHO. [IpH NpHMeHeHHH cHiIeHaduIa MalHeHTaMy, MOJTy4aroliMH
JIOKCA303MH, OTMEUYEHBbI pEJKHE Clydal pa3BHUTHA  OPTOCTATHYECKOM  THIIOTCH3MH,
COITPOBOYK/IABIIIEHCS TOJIOBOKPY)KEHHEM, HO HE 0OMOPOKOM.



[IpuMeHeHHe cuiifeHaduia y TNANUWeHTOB, NPHHHMAOIINX 0-apeHo0I0KaTOPhl, MOXKET
NPUBECTH K KJIMHUYECKH 3HAYMMOM apTepHalbHOM TMIIOTEH3HH y IMAlMCHTOB € Ta0MJIBHOCTBIO
AL

Ilpn u3ydenun B3aumojeiicTBus cuiaaeHapuna (100 Mr) ¢ amJIOIMIMHOM y MALHUCHTOB C
apTepUAIBHOM TUMepTeH3neil ObLI0 OTMEYEHO IOMOIHUTEIPHOE CHHIKEHHE CHCTOIHIECKOro
nuactonyeckoro AJl B MOJIOKEHHH «Ieka» Ha 8 MM PT. CT. © 7 MM PT. CT. COOTBETCTBEHHO.
Cxonnoe cHmwkeHue AJ] OTMeYanoch NMpHM NPUMEHEHHH OJHOIO CHiieHaduia y 310pOBBIX
J0OPOBOJIBLIEB.

TTpu3HakoB B3auMo/eHcTBHs crieHaduna (50 Mr) ¢ Ton0yTaMuI0M (250 Mr) nim BaphapruHOM
(40 Mr), KOTOpble METAGOIM3UPYIOTCS O IeHCTBHEM H30(pepMeHTa CYP2C9, He BBISBIIEHO.
Cunnenadun (50 Mr) He BBI3BIBAT JOMOJHHTEIBLHOIO YBEIHYCHHS BPEMEHH KpOBOTCHCHMS,
BBI3BAHHOTO AIlETHJICATMIIIOBOMN KHCIOTON B KadecTBe aHTHarperanTHoro cpeacrsa (150 mr).
Cunnenapun (50 Mr) He YCHIMBAI AHTUTHMIIEPTEH3WBHOE IEHCTBHE 5TaHOJNA Yy 3/0POBBIX
106poBosibLEB P Cmax 3TaHONA B KpoBH 80 MI/mt.

V 3710poBbIX A00pPOBOJIBLEB CHIIEHA(HUT B PABHOBECHOM COCTOSHHH (80 Mr 3 pa3za B CyTKH)
sei3biBas yBeamdeHne AUC u Cmax Go3entana (125 Mr 2 pasa B CYTKH) Ha 49.8% u 42 %
COOTBETCTBEHHO.

[1pu 0HOBPEMEHHOM NPUMEHEHHH G03eHTaHa y B3pocibIX nanueHToB ¢ JIAI B HauanbHOH 1103€
62,5-125 Mr 2 pa3a B cyTku u cuiieHaduia B 1o3e 20 Mr 3 pa3a B CYTKH OTMEYAETCs MEHbIICE
ypenuuenne AUC 6o3eHTaHa [0 CPABHEHHIO CO 370POBBIMU J00POBOJIBIIAMH, TIOJTy4arOUIMMHU
cuieHadu B 1o3e 80 mMr 3 pasa B CyTKH.

Cunnenadpun B oxHOKpaTtHOH no3e 100 Mr He oOKasblBal BIHMAHHMA Ha pPaBHOBECHYIO
dapmakokuHeTHKYy WHruOuTOpoB mpoTeassl BUY cakBuHaBHpa M PHTOHABHpA, KOTOPBIC
aBisoTCs cyocrparamu u3odepmenta CYP3A4.

CunzneHadui He OKa3bIBaJl KIMHHYECKH 3HAYMMOIO BJIMSHHS Ha KOHLEHTPAIHUIO MEPOpAIbHBIX
KOHTPAIIENITHBOB B ILIa3Me KPoBHU (3THHIIdCTpanuosa 30 MKr u neBoHoprectpena 150 Mkr).

Oco0b1e ykazaHusi

Bo n36exaHue 0CI0KHEHHUI IIPUMEHATH CTPOTO M0 Ha3HAYEHHMIO Bpaya!

DddexTHBHOCT, M 6€30MacCHOCTh IPUMEHEHHs CHIJIeHaduiIa y MALUEHTOB C THKEIOH Jr
(bynkunoHansHbIM Ki1ace IV) He nokaszana. B ciydae yXyAIlIeHHs COCTOAHUS MALMCHTA Ha ¢done
Tepanuu npenaparoM CuiaeHaui cienyeT paccMOTPETh BO3MOXKHOCTD IIEPEX0/1a Ha TEPAIIHIo,
MPUMEHAEMYIO Ul JIeYeHHs JAHHOW CTaJuMM JIETOYHOW TUIEPTEeH3HuH (Hampumep,
snonpocTeHooM) (cM. paszen «Crocod npuMeHeHus u 103b1»). [Ipi cOBMECTHOM NPHMEHECHUN
npenapara CuiieHapun ¢ 603€HTAHOM WM JIPYTHMH HHIAYKTOpaMH nzopepmenra CYP3A4
MOYXeT oTpeOoBaThCs KOPPEKIHUS 1035

CooTHomenue nonp3a/puck cuianeHadmia y maumertoB ¢ JII' I gpynkuuonanbHoro xiacca He
ycTaHOBJeHO. MccenoBanus 110 MPUMEHEHMIO CHIIEHauiIa B JICYCHHH BTOPHYHOH JII', 3a
uckmouenneM JII, cBsI3aHHOM ¢ 3a00/IEBAHUAME COEIMHUTENILHON TKaHU, M pesuayanbHon JII',
HE MPOBOIHIIHCE.

Apmepuanvras 2unomen3us

Cungesagun  oOKa3plBaeT CHCTEMHOE BasOJWIATHpyIOUlee JCHCTBHE, INpPUBOIAIICE K
HeGONMBIIOMy TpaH3uTOpHOMY cHikenuio AJl. Jlo HasHaueHus npenapara CriieHadui
HeoOXO[MMO BHHAMATEIbHO OIEHHTh pPHUCK BO3MOXKHBIX HEXENATEIbHBIX —IPOSBICHUI
BasojwiaTHpylomero  3ddexkta y  [AUMEHTOB € apTEpUAlbHOM  THIOTCH3HMEH
(AJL < 90/50 MM PT. CT. B COCTOSHHH [IOKOST), THIIOBOJIEMHEH, TSHKEION 00CTPYKIHEH BBIXOHOTO
TpakTa  JIEBOTO  JKelyJo4yka  (CTEHO3  aopThl,  THIEepTpoduyecKas 00CTpYKTUBHAs
KapIHOMHOIIATHS), a TAKXKe C PEJKO BCTPEYAIOIIMMCS CHHIPOMOM MHOXKECTBEHHOH CHCTEMHOM
aTpoduu, TPOSBIIAIONMMCS TSDKEIBIM HapylIeHHEM pery/isiuu AJl co CTOpOHBI BEreTaTHBHOM
HEpBHON CHCTEMBI.

[TocKOBEKY COBMECTHOE MPUMEHEHHE CuiieHadHIa M 0-aipeHO0I0KaTOPOB MOJKET MPUBECTH K
Pa3BUTHIO CHMIITOMATHYECKOH apTepHalbHOM TMIIOTCH3HH Y 4YYBCTBHTEIBHBIX MAlMCHTOB,
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npenapar CusgeHapuI cieyer ¢ OCTOPOXKHOCTHIO IPUMEHSTH Y NAlMEHTOB, IIPUHUMAIOLIIX O-
anpeHo6mokaTopbl. UToGBI CBECTH K MHHHMYMY PHCK Pa3sBHTHS [OCTYPalbHOH THMIIOTEH3HH Y
NALHeHTOB, NPUHAMAIONINX 0-aJpEeHOOIOKATOPbl, HayaTh NpHHUMaTh npenapar CuigeHadui
CIIEIyeT TOJIBKO TOCTIE TOro, Kak Oy/AeT HOCTHUIHyTa cTabuiiM3alys IoKasaTee reMoIMHaMUuKH
y 9THX NalMeHToB. Bpad Jo/bKeH NPOMH(pOPMHPOBATH NALMEHTOB O TOM, KakHe JEHCTBUs
CIIe/lyeT MPeTNPHHSTE B CIydae MOSBJICHAS CUMIITOMOB [OCTYPAIbHON THIIOTEH3HH.
CepoeyHo-cocyoucmoie 0CI0HCHEHUA

B Xoze IOCTMApKETHHIOBOTO TpPHMEHEHHs CHIJICHauIa JUis JIEYCHHsS OPEKTHIIbHOM
JTUCYHKIMA COOOMIAIIOCh O TaKUX HEXENATeIbHBIX SBICHUAX, KaK CEPhE3HBIC CEpACUHO-
COCYJCTBIE OCTOXHEHHs (B TOM 4Hcile HH(MApKT MHOKapja, HeCcTaOMJIbHAs CTEHOKapaus,
BHe3alHasi cepjedyHas CMepTh, OKEIyJOYKOBas AapUTMHs, IeMOpPPAard4YecKHil HHCYIBT,
TPaH3UTOpHAs MIIEMHYECKas aTaka, apTepuajbHas TMICPTeH3HA U apTepHalibHast TUIIOTEH3US),
KOTOpPBIE HMMENM BPEMEHHYIO CBsi3b C NpHMEHEHHeM cuiieHaduia. bBOJBIMHCTBO 5THX
AIMEHTOB, HO HE BCe M3 HUX, MMeIH (aKTOPBI PHCKA CEPACYHO-COCYNMCTBIX OCIOKHEHHH.
MHOTHe M3 YKa3aHHBIX HEXeNaTelbHBIX SBICHHI HaGONATNCh BCKOpE IOCIE CEKCyalbHOM
AKTHBHOCTH, H HEKOTOPBIE M3 HUX OTMEYAIUCh TOC/Ie nprema cuaenaduia 6e3 nocieayromen
ceKCyanbHOM aKTMBHOCTH. He Tpe/cTaBiiseTcss BO3MOKHBIM YCTAHOBUTH HAIMYHE IPAMOH CBA3H
MESKIy OTMEYABIINMHUCS HEXKeJIaTeIbHbIMU SBJICHUAMH M yKa3aHHbIMH (paKTOpaMH HIIH HHBIMH
IPUYUHAMH.

3pumenvhvie Hapyuenus

BBUIM OTMEYeHBI pEIKHE CJlydad pasBHTHS IepelHell HeapTepUUTHOH HIIeMHYECKOH
HEBPONIATHH 3PUTENBHOTO HEpBa KaK NPHYHHBI YXYILICHUS WM TOTEPH 3peHHs Ha ¢one
npuMeHeHus BceX MHruoutopoB OJ195, Brmoyas cuiieHadui. bolbIMHCTBO TUX MALMEHTOB
uMenH (akTOpbl pPHCKa, TakWe Kak dKckaBauus (yriyOsieHue) JucKa 3pUTEIbHOrO HEpBa,
Bo3pacT ctapure 50 jieT, caxapHslil [uaber, apTepuaabHas TUIEPTEH3Hs, HIleMAYecKas 00JIe3Hb
cepja, FHIEpIUIUAeMHs U KypeHHe. B ciyyae BHE3aHON MOTEPU 3pEHHUs MALMEHTaM CIICyET
HEMEJUIEHHO INpeKpaTHTh npuem mnpenapara CungeHagun ¥ oOpaTHTBCS 3a MEAMLMHCKOM
MIOMOIIIBIO.

V MalMeHTOB, Y KOTOPBIX paHee OTMEYAIHCh CIIydaH NepeHell HeapTepUUTHON HIIeMHYECKOMU
HEBpONIATHH 3PHUTEJIFHOTO HEpBa, OTMEYaeTCs MOBBIICHHBIH PHUCK pPa3sBUTHS JIAHHOTO
3aboneBaHus. B CBA3M ¢ 3TUM Bpay JOJDKEH OOCYIUTh C NAlMEHTOM BO3MOJXKHBIC PHCKH IIpH
npuMeHeHHH HHruouropo ®JID5. VY TaKuX MalMEHTOB Ipenapar Cunpenadun cinemyer
IIPUMEHSATH C OCTOPOXKHOCTBIO U MOCIIE TIATEILHON OLEHKH COOTHOIIECHHS M0JIb3a-PHCK.

VYV HeOOJBIIOro 4YMciIa MalMeHTOB C HACIEeJCTBEHHBIM IHIMEHTHBIM PETHHHTOM HMMEIOTCH
reHeTHYECKH JeTepMHHMpPOBaHHble HapymeHus GyHKmui docpoauscrepas ceTyaTku Iiasa.
Caenenus o 6€30MaCHOCTH IPHMEHEHHs CHIIieHadHIa Y IalMEHTOB ¢ MUTMEHTHBIM PETHHHTOM
OTCYTCTBYIOT, [IO3TOMY IIPHMEHEHHE CHiIeHa(uIa y TaKuX MAlHeHTOB IPOTHBONOKA3aHO.
Hapywenus cnyxa

B HEKOTOPBIX MOCTMAPKETHHIOBBIX M KIMHHYECKHX HCCIIEIOBAHHMAX COOOWIAETCS O Ciydasx
BHE3AIIHOTO YXY/IUICHHs WM MOTEPH CIyXa, CBA3aHHBIX C NPUMEHEHHEM BCEX HHIHOUTOPOB
@175, Brmoyas cuiaeHadua. BOJBIIMHCTBO STHX IAIMEHTOB MMETH (HakTophl pHCKa
BHE3aIIHOTO YXY/UICHHS WJIH TMOTepH ciayxa. [IpHYMHHO-CIIEICTBEHHOH CBS3H MEKIy
npuMeHenreM HHruGuTOpoB ®J1D5 M BHE3ANmHBIM YXY/IIEHHEM CilyXa HJHM IOTEpeH ciyXa He
YCTAaHOBJIEHO. B cllyuae BHE3aNHOro yXy/IIEHHs CIyXa HJIM IOTepH Ciiyxa Ha (oHe mnpHema
npenapara CungeHadu cieyeT HEMEUIEHHO IPOKOHCYIbTHPOBATECA C BPAuOM.
Kposomeuenus

Cunznenadui ycHJIMBaeT aHTHArperaHTHBIA 3Q(EKT HUTPONPYCCHIa HATPHs, JOHATOPA OKCHA
a30Ta, Ha TPOMOOIMTHI YeI0BeKa in vitro. JlaHHbIe 0 6€30IaCHOCTH IPUMMEHEHHs CHiIeHadHIIa y
[AIMEHTOB CO CKJIOHHOCTBIO K KPOBOTOUYMBOCTH HIIH 00OCTPEHHEM A3BEHHOHM 0OJIE3HH JKelyIKa
W JBeHAILATHIEPCTHOH KHIIKH OTCYTCTBYIOT, Io3ToMy mnpenapar CuaeHagun y 5TuX
MALHEHTOB CleAyeT NpPHMEHSTh C OCTOPOXKHOCTBIO. YacToTa HOCOBBIX KPOBOTCHYCHHH Yy
nanuentos ¢ JIAT, cBs3aHHO# ¢ AU Dy3HBIME 3a00JI€BaHHAMH COEIHHUTEIBHON TKaHH, Oblia
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Bpmme (cuageHapun — 12,9 %, miane6o — 0 %), 4eM y MAlMEHTOB C nepBuuHoii JIAT
(cunenadun — 3 %, mane6o — 2,4 %). Y nauueHToB, NOJTyYaBIIMX CHIICHA(QHI B COUCTAHHH C
AHTArOHMCTOM BHTaMuMHAa K, 4yacToTa HOCOBBIX KpoBOoTeyeHHiH Obuta Bbime (8,8 %), vem y
TAIMEHTOB, He MPMHUMaBIIKX anTaroHucT BuTamuna K (1,7 %).

Anamomuyeckasn degpopmayus no106020 YieHa U NPUANUIM

CuwizeHadu HEOOXOMMMO MPUMEHSTH € OCTOPOXKHOCTBIO Y NAlMEHTOB C aHATOMHYECKOH
nedopmanueil MOJIOBOro WieHa (aHTY/ISIMSA, KaBePHO3HBIH (puOPO3, 6one3np [leliponn) uiam y
MAMeHToB ¢ (aKkTopaMH pHCKa pa3BUTHS NpHanu3Ma (CEeprOBHIAHOKICTOYHAA aHEMHs,
MHOKECTBEHHAs! MUEJIOMa, JIeHKEeMHS).

ITp¥ JUTHTETBHOCTH dPEKUMH Gosiee 4 4acoB ciielyeT HEME/UICHHO 0OpaTHThCA 32 MEIUITHCKON
noMomnibio. B ciydae ecii He OBUIO MPOBEIECHO HEMEUICHHOE MEIMIIMHCKOE BMEIIATCIbCTBO,
BO3MOJKHO IOBPEKICHHE TKaHE! M0JI0BOr0 YWICHA U MOJIHAs OTEPS MOTEHIUH.

OonospemenHoe npumererue ¢ 603eHmanom

[Ipn npuMeHeHMH cuiieHaduia Ha (pOHE HAYATBHOH Tepamud OO3CHTAHOM HE OTMEYAIOCH
yJIydIIeHHs COCTOSIHUS MAMEHTOB (OLEHKa C TOMOUIBIO TeCTa 6-MUHYTHOM X0ab0BI) 110
CPaBHEHHIO C IPUMEHEHHEM MOHOTEPAITHH 603eHTaHOM. Pe3ynbTaTsl TecTa 6-MHHYTHOM X0/1b0BI
OT/IMYAINCH Y AalHeHToB ¢ nepsuuHoii JIAT u JIATL, cBA3aHHOM ¢ CHCTEMHBIMU 3300/ ICBAHUAMMU
coeMHUTEIbHON TKanu. Y manmeHtoB ¢ JIAI, CBs3aHHOW € CHCTEMHBIMH 3a00JIeBaHHSMH
COEMHUTE/IBHON TKAHH, Pe3yJIbTaT OJHOBPEMEHHOrO MPUMEHEHHMs cuiieHapuia u GoseHTaHa
6BUT XyXKe, 4eM IpH MOHOTEpanvd GO3CHTAHOM, HO JIydllle, YeM y MAlHeHTOB C IEePBHYHOH
JIAT, monmyyaBmux MoHOTepanuio GoseHraHoM. Takum 00pasoMm, Bpady CJ€IyeT OLEHHBATH
pe3yJIbTaT TeparHy MPU OJHOBPEMEHHOM IIPUMEHEHHH criieHaduIa 1 603eHTaHa y MallueHTOB
¢ nepsuyHoit JIAT, onmpasick Ha cBoi onblT Tepanuu JIAI. OxHOBpeMeHHOE NPUMEHEHHE
npenapara CunneHagun u GoseHrana y naunueHToB ¢ JIAT, CBA3aHHOH C CHCTEMHBIMH
3a00JIeBaHUSIMH COCTUHUTEIBLHON TKaHH, HE PEKOMEH/1yeTCs.

Oonospemenroe npumenenue ¢ Opyeumu uneuoumopamu G35

D¢pdexTHBHOCTE U 06€301maCHOCTh OJHOBPEMEHHOIO IMPHMEHEHHS cuieHaguna ¢ ApyruMu
unaruburopamu OJ135 y maumentoB ¢ JIAI' He wH3ydaauch, MO3TOMY INPUMEHCHHE TaKou
KOMOMHAIINK HE PEKOMEHIYETCS.

Baunsinue Ha cn0cOOHOCTH YNPABJIATH TPAHCIIOPTHLIMH CPEACTBAMH, MEXaHH3MAMH
TToCKOJIBKY MpH NpHeMe CHiieHaduIa BO3MOKHO pa3BHTHE TOJIOBOKPYXeHUs, CHIbKeHne AJl,
pa3BUTHE XPOMATONICHH, 3aTYMAHEHHOIO 3PEHHsl M JAPYrMX MOOOYHBIX SBICHHH, CIENYeT
cOOIONaTh OCTOPOKHOCTD IPH YIPABJICHHH TPAHCIIOPTHBIMH CPE/ICTBAMH U 3aHATHAX JPYyTHMHU
OTEHLMAIBHO OMACHBIMH BHJAMH JEATEIbHOCTH, TPEeOYIONIMMH MOBBIIIEHHOW KOHLEHTPAMN
BHHMAaHHMS ¥ OBICTPOTHI IICHXOMOTOPHBIX peakuui. Takxke cieyeT BHUMATEIbHO OTHOCHTBCH K
MHIMBHIYATBHOMY JEHCTBHIO IIperapara B YKa3aHHBIX CHTYallUsiX, OCOOCHHO B Hayasle JICUCHHS
¥ [IPH K3MEHEHUH peXKMa 103UPOBaHMUS.

®opma BbINIyCKAa

Ta6neTkn, HOKPBITbIE IUVIEHOUYHOH 0605109K0#, 20 MT.

15 umu 30 TabneToK B KOHTYPHOH S4eHKOBON YIIakoBKe M3 IICHKH MOJMBAHUIXJIOPHIHOH HIH
T10JTUBHHUIIXJIOPHTHOM/ IO IMBHHAIAICHXIOPUTHON ¥ (DOJIbIH aIFOMHHHEBOM .

90 TabieToK B 6aHKE M3 MMOJIUITHIIEHA BBICOKOH IMIOTHOCTH.

6 KOHTYPHBIX SYEHKOBBIX YIIAKOBOK 110 15 TabNeTOK Wik 3 KOHTYPHBIE YEHKOBBIE YIIAKOBKH 110
30 tabneTok, uin oaHa OaHKa BMECTE ¢ HHCTPYKLIMEH 110 IPUMEHECHHIO B ITA4YKE U3 KapTOHA.

YcaoBus XpaHEHUs
XpaHHTH B 3alIUIIEHHOM OT CBETa MeCTe IIpH TemIrepatype He Boiue 25 °C.
XpaHHUTh B HEIOCTYITHOM IS JIETEH MECTe.

Cpok roaHocTH
4 rona.



-

He [IPUMEHSATH 110 UCTCYCHUH CPOKa rOAHOCTH.

YejoBus oTIycKa
OTmycKaroT 10 peLenTy.

IOpuanueckoe U0, HA HMs KOTOPOro BbIIAHO PErHCTPAIHOHHOE YA0CTOBEpEHHE
AO «BEPTEKC», Poccus
IOpummueckuit anpec: 197350, r. Canxr-IlerepOypr, Jlopora B Kamenky, 1. 62, nut. A.

IIponsBoauTen

AO «BEPTEKC», Poccus

Anpec npoussoctsa: T. Cankt-IlerepOypr, Jlopora B Kamenky, 1. 62, nmurt. A.
Opranu3anus, IPMHAMAIONIast IPETEeH3UH IIOTpeOHTeIeH:

AO «BEPTEKC», Poccus

199106, r. Cauxt-IleTepbypr, BacuibeBckuit 0cTpoB, 24-THHHS, 1. 27, mut. A.
Ten./dpaxc:

IIpencrasutens AO «BEPTEKC» C. A. Konartbeko
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