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1O MEJJUIITUHCKOMY TTPUMEHEHUIO JIEKAPCTBEHHOI'O ITPEITAPATA
Cuigexcum
PerncrpanmonHblii HOMep:
Toprosoe HanMeHoBaHue: CHIIJIEKCUM
Mex1yHapoaHOe HEMATEHTOBAHHOE HAUMEHOBaHUe: CujieHa(pI
JlexapcTBeHHas ¢opma: TaOIETKU, TOKPBITHIE INICHOYHOI 000I0UKOM
Cocras
1 mabnemxka npenapama cooepircum:
Jo3upoexa 25 me
Heticmeyrowee eewjecmeo.
cuiieHaduia nurpar - 35,12 mr,
B repecdete Ha cuiaeHadm - 25,00 mr.
Bcnomozamenvhvle sewjecmea: 1emnonao3a Mukpokpuctaumueckas (tun PH 102) - 74,00 wr,
kanepius ruapodocdar guruapar — 33,88 mr, kpockapmemioza Hatpus - 9,00 Mr, marHus
creapar — 3,00 mr.
Bcnomocamenvhvie sewecmsa (obonouka):
[FotoBoe mieHoYHOE MOKpbiTHe romyboro mBera «WINCOAT WT-1447 Blue» — 5,45 wmr
(rumipomerutosa - 58,40 %, makporou 3350 — 11,70 %, Turana nuokcun — 21,60 %, Tanek — 8,00
%, KpacuTenb OpuiranToBbiil cuauii — 0,30 %).
Jo3upoexa 50 m2
eticmsyrowee gewgecmeo:
cuieHaduia nurpar - 70,24 wmr,
B niepecuete Ha cuiaeHadut - 50,00 mr.
Bcnomoecamenvhuie gewyecmea: 1eiono3a Mukpokpucrawmieckas (tun PH 102) - 148,00 wmr,
KampIusl ruapodocdar guruapar — 67,76 mr, kpockapmesuioza Hatpus - 18,00 mr, marHus
creapat — 6,00 mr.
Bcnomocamenvhuvie sewgecmsa (obonouka):
['otoBoe mieHouHoe moOKpbiTHe romyboro mBera «WINCOAT WT-1447 Blue» —10,90 mr
(rutrpomerutosa - 58,40 %, makporous 3350 — 11,70 %, turana nuokcun — 21,60 %, Tamek — 8,00
%, kpacuTenb OpuiranToBbiil cuauii — 0,30 %).
JHo3upoexa 100 me
Heticmeyrowee eeujecmeo.
cuneHagwmia nurpar - 140,48 mr,

B miepecuete Ha crneHadwi - 100,00 mr.
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kanpiust runapodocdar guruapar — 135,52 mr, kpockapmennoza Hatpus - 36,00 Mr, marHus
creapat — 12,00 mr.

Bcnomocamenvhuvie sewyecmesa (obonouka):

['otoBoe 1uteHOuYHOE MOKphITHE roiayOoro meera «WINCOAT WT-1447 Blue» 21,79 wmr
(runpomeriosa - 58,40 %, makporon 3350 — 11,70 %, Turana nuokcua — 21,60 %, Tanek — 8,00
%, kpacutenb OpuwunanToBeiid cuamii — 0,30 %).

Onucanue

25 mr u 50 mr:

Kpyriibie 1BOSIKOBBIYKIIbIE TAOJIETKH, MOKPBITHIE TUIEHOUYHOW 000JI04KOi romyboro nsera. Ha
MOTIEPEYHOM pa3pese apo OEITOro WU MOYTH OEJIOTO IIBETA.

100 mr:

KarcynoBuaHbie IBOSIKOBBITYKJIbIE TaONETKH, MOKPBIThIE IJICHOYHON 000JI04KOW roimyboro
nBera. Ha momepeunoM paspese spo 0esoro wiv moYTH 0e1oro 1Bera.
dapmakoTepaneBTHYeCKAas rpynmna

CpenctBa, mpyUMEHSIEMbIE B YPOJIOTUU; CPEICTBA TSl JICYCHHSI SPEKTUIIBHON AUC(YHKINU.

Kon ATX: GO4BEO3

dapMaKoJIOrHYecKue CBOMCTBA

Dapmakoounamuxa

Cungenadun - CeNEKTHBHBIA HHTHOMTOP HUKINYECKOro TyaHo3MHMoHOdocdara (ul MD)-
crnierudurueckoit pochoauscrepassr 5-ro tumna (OD-5).

Peanuzanus pusnonornyeckoro MexaHmu3Ma 3pEKINH CBs3aHa ¢ BHICBOOOXKIEHUEM OKCHJIa a30Ta
(NO) B kaBepHO3HOM Tej€ BO BpEMS CEKCYaJIbHOH CTUMYJSIHMHA. DJTO, B CBOI OYEpE/b,
MPUBOIUT K yBenuueHuto ypoBHsa ul M®, mocnenyomeMy pacciabieHUIO TIIaJKOMBIIIECYHON
TKaHHU KaBEepPHO3HOTO TeJa U YBEIMYEHUIO TPUTOKA KPOBH.

Cungenadguyi He OKas3blBaeT MPSMOT0 paccialisiomero JAeWCTBUS Ha U30JHMPOBAHHOE
KaBEPHO3HOE TeJO YesioBeka, HO ycuiuBaeT 3¢ ekt NO nmocpenctBoMm unruoupoBanus OJ13-5,
KOTOpasi OTBETCTBEHHA 3a pacnax ul MO.

Cunnenadun cenektiBeH B oTHommeHnn OJII-5 in vitro, ero aktuBHOCTH B oTHOIIeHUH DJ[D-5
MIPEBOCXOUT aKTUBHOCTh B OTHOIIICHHUH JIPYTHUX M3BECTHHIX M30(epMEHTOB (PocdoaudcTepasb:
®J12-6 - B 10 pa3; ®JID-1 - 6omee yem B 80 pa3; DAD-2, D/ID-4, DJID-7-DJ]3-11 - Gonee yem
B 700 pa3. Cunnenadun B 4000 pa3 Gonee cenektuBeH B oTHomeHNH DJID-5 Mo cpaBHEHHUIO ¢
®J[D-3, 9To MMeeT BakHelIee 3HaUeHUE, MOCKOIbKY DJ1-3 ABISETCS OMHUM M3 KIFOUEBBIX

(bepMEHTOB PeryJsiuu COKPaTUMOCTH MUOKap/a.
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CIUMYNIAYUSA.

CunneHadus1 BOCCTaHABIMBACT HAPYIICHHYIO 3PEKTHIBHYIO (DYHKITHIO B YCIOBUSAX CEKCYaIbHOM
CTUMYJISIIUY 32 CUET YBEJIMYCHHSI IPUTOKA KPOBU K KABEPHO3HBIM TEJIaM IOJIOBOTO YICHA.
DapmakoKkunemuxa

dapMaKOKHHETHKA cUJIeHaduiIa B peKOMEHIyeMOM JTHana3oHe 103 HOCUT JIMHEWHBIN XapakTep.
Bcacvisanue

Cungenadun ObicTpo BcachiBaeTcsi. MakcuMalbHble HaO0JaeMble KOHIIGHTpAIMU B IJIa3Me
KpOBU TIPH NpUeMe CUiieHaduiIa BHYTPh HATOMIAK JOCTHTarOTCs B TedeHue 30 — 120 mMuHYT
(Meauana 60 MuHYT). AGCOJIIOTHAS OMOOCTYITHOCTh B CpeiHeM cocTaBisieT okojio 41 % (25 —
63 %). [locie mpuema mnpemnapata BHYTpbh B PEKOMEHJIOBAaHHOM Juarna3one 103 (25 — 100 mr)
AUC u Cmax cunaeHaduiia moBbIaTcsa NponopiuoHaibHo no3e. [Ipu npueme cunaenaduna ¢
MUIIeH CKOPOCTh €r0 BCACHIBAHUS CHUKAETCS, MPH 3TOM BpEMS JOCTHKEHHUS MaKCUMAaJIbHOMN
KOHIIEHTpaIUH (tmax) YBETHUYHBaAETCS B cpenHeM Ha 60 MUHYT, @ Cmax CHUYKAETCSI B CPEJIHEM Ha
29 %.

Pacnpeoenenue

O0beM pacripeneneHus cuiieHaduia B paBHOBECHOM COCTOSIHHH (Vd) COCTaBIsieT B CpelHEM
105 1, 9yTO yKa3bIBaeT Ha €ro pacrupeieieHue B TKaHAX. MakcuMaibHas o0IIas KOHIICHTPALus
cuigeHaduIa B Iia3Me KpoBH IMOciie OAHOKPATHOTO MpHeMa Ipernapara BHyTpb B go3e 100 mr B
cpenHeM coctaBiasier okono 440 ur/mn (koaddumuent Bapuanmu — 40 %). Ilockombky
CBs3bIBaHUE cHIZeHa(uIa (M €ro OCHOBHOTO IUPKYIUpYIomEero N-aecMeTHi-mMeTabonura) ¢
OenkaMH MI1a3Mbl JOCTUTaeT 96 %, cpenHsist MaKcuManbHasi KOHIIEHTpalus cBOOOIHON (pakiuu
cunjieHaduia B asMe kpoBu cocrapiseT 18 Hr/min (38 HM). CBsa3biBaHuE ¢ OenKamMH IMJ1a3Mbl
HE 3aBUCHUT OT OOIIel KOHLIEHTpALUH npenapara. Y 310poBBIX T100poBoJbIeB uepe3 90 MUHYT
nociie OJHOKPATHOTO NpueMa cuijeHadwuia B 103e 100 Mr B 25KyIIsITe ONPEaesiioch MEHEe YeM
0,0002 % nipunaTOl A03bI Ipenaparta (B cpeaHemM — 188 Hr).

Memabonusm

Cungenadun merabonuszupyercs, TIaBHBIM 00pa3oM, B MEYEHU TOJ JACUCTBHEM H30(epMeHTa
CYP3A4 (ocHoBHoii myTh) U uszodepmenta CYP2C9 (momoiaHUTENbHBIH MyTh). OCHOBHOM
UPKYJIAPYIONIHA aKTUBHBIA MeTaboyuT, oOpasyromuiics B pesynbraTe N-IeMeTHIUpOBaHHS
cunaeHaduIa, TMoABepraeTcs AanpHermeMy meradbonm3Mmy. CeleKTHBHOCTH JEHCTBHS ITOTO
MeTabonuta B otHomenun PJ[D comocraBuMa ¢ TakoBOW cuiigeHaduiIa, a ero akKTUBHOCTh B
otHomeHnn DJID-5 in vitro cocrasiser okosio 50 % aktuBHOCTH cwineHadmina. KoHeHTpanus

MeTaboiMTa B IUIa3ME€ KpPOBH 3JI0POBBIX JT0OpOBOJIBIIEB cocTaBisiiia okoido 40 % ot
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Metabonu3my; niepro ero noiyssiBeaeHus (T12) cocraBiseT 0komo 4 4acos.

Buigeoenue

O6mmit knupeHc cuiaeHaduna cocrasiser 41 n/gac, a koHeuneld Tip - 3-5 uacos. Ilocne
preMa BHYTPb Tak)K€ KakK I0CJI€ BHYTPUBEHHOI'O BBEJEHUS CHiieHAadu1 BBIBOAUTCS B BHJE
METa0OJIUTOB, B OCHOBHOM, KUIIEYHHKOM (0kojo 80 % mepopainbHON 103bl) W, B MEHbIICH
cTerneHu, nmoukamu (okoio 13 % nepopaibHOit 03bI).

DapmakoKuHemuKa y 0codvlx 2pynn nayuenmog

Toowcunvie nayuenmoi

Y 3710pOBBIX AOOPOBOJIBIIEB MOKUJIOTO Bo3pacta (65 JieT W crapiie) KIUpEeHC CriicHaduia
CHIDKEH, a KOHIeHTpauus cuwigeHaduiaa M akTUBHOro N-IeCMETHJI-METadoiIuTa B IUIa3Me
npubau3uTenbHo Ha 90 % BbIlIe ee YPOBHS Y 3I0pPOBBIX JOOPOBOJIBIIEB MOJIOAOTO Bo3pacTa (18
— 45 net). BenencrtBue BO3pacTHBIX Pa3iMuuil B CBSI3bIBAHHMM IpernapaTta ¢ OelKaMu I1a3Mbl,
COOTBETCTBYIOIIEE MOBBIIICHUE KOHICHTPAIMKM CBOOOAHOTO CcuiaeHaduia B IUla3Me KPOBHU
npuOaM3UTENBbHO cocTaBisuio 40 %.

Hapywenus ¢ynxyuu nouex

Y 100poBOMBIEB C TOYEHYHOM HENOCTAaTOUYHOCTHIO JIETKOW M CpenHed creneHu (KIUpeHC
kpearnauHa (KK) = 30 — 89 mn/mun) hapMakoKknHETHUECKUE TapaMeTphl CHIIACHA(UIA TP €ro
OJIHOKpaTHOM npueme BHYTpb (B 103e 50 mr) He usmensuiuck. Cpennue 3HaueHuss AUC u Cmax
N-necmernn-meTaboauTa MOBbIIAIUCh 10 126 % u 73 % COOTBETCTBEHHO IO CPAaBHEHHUIO C
JNOOpOBOJIBIIAMU TOTO e Bo3pacTa 0e3 HapymeHus (yHKIMM mnodek. OnHaKko BCIEICTBHE
3HAYUTEIBHOH  MEXHHIMBHIYyaTbHOW  BapuaOeNbHOCTH OTH  pa3iuyus HE  SBISUIHCH
CTaTUCTUYECKU 3HAUYMMBIMH. Y J100pOBOJIBIIEB C IOYEYHOW HEIOCTATOYHOCTBIO TSXKEION
crenenu (KK < 30 mu/MUH) KIMpeHC cuiieHaguiIa CHUXKAJCS, YTO MPUBOAMIO K YBETUUYEHUIO
AUC u Cmax B cpegneM Ha 100 % u 88 %, COOTBETCTBEHHO, IO CPABHEHUIO C ATUMU
MOKa3aTeIsIMU Y TAlMEHTOB TOW K€ BO3PACTHOM TPYyNNbl C HOPMaJbHOM (PyHKUMEH MOYEK.
Kpome Toro, 3nauenust AUC u Cmax N-gecmetmin-meradonura nosbimanuchk Ha 200 % u 79 %,
COOTBETCTBEHHO.

Hapywenus ¢pynxyuu nevenu

VY nmauueHToB ¢ nuppo3oM neueHu (ctaauu A u B no knaccuduxanumn Yainna-IIsio) knupenc
cuiieHaduIa CHUXKACTCS, YTO NMPUBOAUT K ToBbieHuto 3HaueHust AUC (84 %) u Cmax (47 %)
10 CPAaBHEHUIO C TAKOBBIMHU MTOKA3aTENIMH IIPH HOPMAIBbHOM (PYHKIIUH MEYESHU y MallUEHTOB TON
e BO3pacTHO rpymnmbel. PapMakOKMHETHKAa CcuieHapuia y TalUeHTOB C IEYEHOYHOM
HEJIOCTAaTOYHOCTBhIO Tspkenmoi crenmeHu (cramus C mo wmaccudukanmu Yanng-Ilsio) He

U3y4Janach.



COOTBETCTBYET 3KCNEPTHOMY OTUYETY

e e e mre e
oT 25.03.2025 Nz 3383

(MOCNEOOBATENEHOCTE 00

IHoka3anusi K NpUMeHEHUI0

JlexapcTtBenHblil mpemapaT CHIIIEKCUM IMOKa3aH K MPUMEHEHUIO Y B3POCHBIX MYKYHH IS
JICYCHHS SPEKTUIBHON NUCHYHKINHU, XapaKTEPU3YIOUIeHCs HECTIOCOOHOCTBIO K JIOCTHUIKECHHUIO
WJIM COXPAHEHUIO 3PEKIUU MOJIOBOTO YJIeHAa, TIOCTATOYHOM Ui YJOBIETBOPUTEIHHOIO ITOJIOBOTO
aKkTa.

IIpoTuBonoKka3zaHus

['unepuayBCTBUTENBHOCTh K CHIACHA(DHIY W/WIKM K JIFOOOMY M3 BCIIOMOTAaTEIbHBIX BEUIECTB B
cocTaBe Ipernapara.

[IpuMeHeHre y MalMeHTOB, MOJYYalOUIMX MOCTOSHHO WJIM C IMEepephiBaMH JOHATOPHI OKCHA
a30Ta, OPraHUYECKHEC HUTPATHl WIA HUTPUTHI B JIIOOBIX (DOpMax, MOCKONBKY CHIACHA(MIT
YCUJIMBAaeT TUIIOTCH3MBHOE JEWCTBHE HUTPATOB (CM. pasaen «B3aumoneilicTBue ¢ ApyruMu
JIEKaPCTBEHHBIMU CPEICTBAMM).

CoBMectHOe mpuMeHeHue uHruOutopoB M®J[D-5, Brmouas cunneHadusna, CO CTUMYIATOPAMU
TYaHWJIATIMKIIA3bl, TAaKUMH KaK pHUONMIyaT, TaK KaK »d3TO MOXET MPUBOJUTh K
CUMIITOMATHYCCKON THUTIOTECH3UH.

bezonacHocts U 3 deKTUBHOCTh cuifieHauiIa MPU COBMECTHOM IMPUMEHEHHH C APYTUMHU
CpPEeICTBAMHU JICYCHHS HApPYIIEHUH OpEeKIUH HE H3yYalucCh, I[IO3TOMY OJHOBPEMEHHOE
MIPUMEHEHHE TTOIOOHBIX KOMOWHAINN HE peKoMeHayeTcs (cM. pazaen «OcoOble yKazaHUs»).
[TeweHOUHAST HEIOCTATOYHOCTD TsDKENOH crenenu (kmace C mo knaccupukanmu Yaiina-I1ero).
OpnHOBpeMEHHBIN TPUEM PUTOHABHUPA.

[Ipemapar He cieayeT NPUMEHSTh y MYXKYHH, KOTOPBIM HE PEKOMEHJIyeTCS CeKCyalbHas
AKTUBHOCTH (HAMpUMEp, Y TAIUEHTOB C TSDKEIBIMU CEPACYHO-COCYIAMCTHIMU 3a00JICBAHUSMU,
TaKAMHU KaK HeCTaOWJIbHAs CTEHOKApAWs WM XPOHUYECKas cepJedHas HeI0CTaTOYHOCTh
TSDKEJION CTETIEHN ).

[lepeHeceHHble B TeueHUE TMOCIEIHUX 6 MecsleB HHPAPKT MHUOKapJa WU HHCYIbT,
KHU3HEYTPOKAIOIUE apuTMHH, apTepuanbHas runoteHsus (AJ] menee 90/50 mm pr. ct.) win
aprepuanbHas runeprensus (Al) - AJl 6osee 170/100 mwm pT. cT.

VY manMeHToB ¢ 3MH30JlaMU Pa3BUTHS HEAPTEPUUTHOM MepenHed HIIeMUYecKod HelpomaTtuu
3pUTENBHOTO HEpBAa C MOTEpei 3peHuss B OJHOM TIJla3y, HE3aBUCHUMO OT TOTO OBLIM IIU 3TH
SIUA30/IbI CBS3aHBI C IPEABIAYIIUM MPUMEHEeHHEeM HHruouTopa ®J13-5.

JlnarHocTHpOBaHHBIC HACJICICTBEHHBIC 3a00JCBAaHUS CETYATKH, B TOM YHCJIC IHTMEHTHBINA
petuHHT (cM. pazaen «OcoOble yKazaHusm).

[To 3aperucTpupoBaHHOMY MOKa3aHUIO CHIIIeHADUIT HE TIPeJHa3HAYCH JUIsl IPUMEHEHUs Y JAeTeil
Y IOIPOCTKOB 10 18 ser.

[To 3aperucTpupoBaHHOMY IOKAa3aHUIO CWJJIEHAQUI HE NpeIHa3HayeH ISl NMPUMEHEHUS Yy
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KCHIIIUH.

C 0CTOPOKHOCTHIO

AHaromuueckas aedopmaiys oJI0BOrO YieHA (aHTYIISANNS, KaBEPHO3HBIN (UOpO3 uitu OOJNIe3Hb
[Tetiponm).

3a0osieBaHus, MpeAPACHIONATraoiie K Pa3BUTHIO MpUanu3Ma (CEeproBUIHO-KIETOUHAsS aHEMUS,
MHOXECTBEHHasl MHEJIOMa, JeWKo3, TpomOouuTemus). 3aboyeBaHUs, COMPOBOXKIAIOIINECS
KPOBOTEUYEHHUEM.

S13BeHHas 00JIe3Hb KellyIKa U JBEHAALATUIIEPCTHON KUIIKU B CTaIUU 00OCTPEHHUS.

[leyeHOUHAs HETOCTATOYHOCTB JIETKOW U CPEAHEN CTETIEHH TSHKECTH.

[Toueunas HemocTaTouHOCTH TsKenon crenenn (KK menee 30 mur/mun).

VY nmanueHToB € 3IU30I0M Pa3BUTHA IEpEIHEN HEApTCPUUTHOW HILIEMHYECKOW HEHPOIAaTHH
3pUTEILHOTO HEPBA B aHAMHE3E.

OnHOBpeMEHHBIN TPUEM OJIOKATOPOB (-3 JPEHOPELIETITOPOB.

IIpumeHeHnne BO BpeMsi 0epeMEHHOCTH M B IIePHO/I TPYAHOI0 BCKAPMJIMBAHUSA

ITo 3aperucTpupoBaHHOMY IIOKA3aHUIO IIpenapaT He IpeIHAa3HAYEeH JIJIsl IPUMEHEHUS Y KEHILUH.
Cnoco0 npuMeHeHMsI U 103bI

BnyTps.

Pexomennyemas no3a st O0IBIIMHCTBA B3POCIIBIX MALMEHTOB cocTaBisieT S0 Mr mpuMepHo 3a 1
qyac 70 CeKCyanbHOH akTWBHOCTU. C y4eToM 3()()EKTHBHOCTH M MEPEHOCHMOCTH /1032 MOXKET
ObITh yBenmueHa 1o 100 Mr wiam cHMXeHa 10 25 Mr. MakcumalnbHas peKoMeHayemas 103a
cocraBnsieT 100 mr. MakcumanbHasi peKoMeHayeMasi KpaTHOCTh IpUMEHEHus - 1 pa3 B CyTKHU.
Bpemss Hauana mnposiBieHHS AKTUBHOCTH JIEKapCTBEHHOro nmpenapata CHIJEKCUM MOXKET
YBEJIMYUBAThCA NpPHU TNpUEME C MHUIIEH IO CpPaBHEHUIO C IPUEMOM HaToIak (CM. paszaen
«DapMaKOKUHETHKAY).

Ilpumenenue npenapama 6 0co0bIX KIUHUYECKUX SPYRNAX NAYUEHMOG

Y oemeii u noopocmkos 0o 18 nem

[Tpumenenue npenapata CHiIeKCUM He TIOKa3aHo y JIeTeil U MoApPOCTKOB 110 18 jer.

Y noorcunvix nayuenmoe

Pexomennyemas HadanpHas j03a npenapara CUIIeKCUM JUIs MAlIMEHTOB B BO3pacTe OT 65 neT u
crapuie — 25 Mr. YuuTeiBass 3(QQEKTUBHOCTb M IEPEHOCHMOCTh HAYaIbHOM J03bl, MpHU
HEO0OXOAMMOCTH BO3MOXKHO TIOIIAr0BOE yBeIn4deHue 10361 10 SO mr mwiu 100 mr.

Y nayuenmoe ¢ napywenuem ¢ynxkyuu novex

[Tpu modeuyHOW HeAOCTATOYHOCTH Jierkoil u cpenueidt crenenu Tsokectu (KK 30-89 mu/mun)
KOPPEKTHUPOBKA J03bI HE TpeOyeTcs, MpU MOYeUHON HemocTaTouHoCTH Tsokenon cteneHn (KK <

30 mi/MuH) — HavalbHas J103a npenapara CHIIEKCHM JOJDKHA COCTaBisATh 25 mr. Mcxons w3
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nostamnHo yBenudena 10 50 mr u 10 100 mr.

Y nayuenmos c napywenuem ¢pynxyuu nevenu

[TockonbKy BbIBEJCHME CHJACHA(UIa HapyllaeTcs y MAlMEeHTOB C IOBPEXKICHHUEM IEeYeHU (B
YAaCTHOCTH, NPHU LUPPO3e), HadalbHas 103a npenapata CUIJEKCUM JI0JIKHA COCTABIATH 25 M.
Hcxons n3 3(pPeKTUBHOCTH M MEPEHOCHMOCTH Tpernapara, Mpu HEOOXOAMMOCTH, /1032 MOXKET
ObITh IO3TAanHO yBenuueHa 10 50 mr u 1o 100 mr.

Cosmecmmnoe npumenenue ¢ Opyeumu 1eKapcmeeHHbIMU CPpeoCcmeamu

3a UCKIIOUYEHHEM DPHUTOHABHMpA, KOTOPHII HE PEKOMEHIYeTCs NPUHMMATh OJHOBPEMEHHO C
cungenaduiom (cM. pasaen «OcoOble yKa3aHHA»), y MAIUEHTOB, IPUHUMAIOIINUX OJHOBPEMEHHO
unruoutopel CYP3A4, cinegyer paccMOTpeTb BO3MOKHOCTb IIPUMEHEHHs IIpernapara B
HaualnbHOM no3e 25 wmr (cMm. pasgen «BzaumopeiicTBue ¢ JpyruMH  JIEKapCTBEHHBIMHU
CpEICTBaMm).

UroObl cBECTH K MHUHHMYMY PHUCK DPa3BHTHS OPTOCTATHYECKOW THUINOTEH3WH Y IAalMEHTOB,
NPUHUMAIOIIUX a-aIpeHOOIOKATOPEI, ipueM npenapara CHIIEKCUM ClIeAyeT HaYHMHATh TOJIBKO
nociae JOCTHXKEHMsI cTaOwiM3allid TeMOJUHAMUKHM Yy O3TUX nanueHtoB. Crenyer Takke
paccMOTpETh 11e51ec000Pa3HOCTh CHUKEHUST HauaJIbHOM J103bI crilieHa(uIa.

ITob6o4uHoe neiicTBHE

Pesrome HDOd)I/IJDI 0e30IacHOCTH

[Ipodune Oe3omacHocTH cuiaeHadmia Oa3upyercs Ha JaHHBIX, MHOIy4YeHHBIX oOT 9570
MAIMEHTOB, KOTOpPbIE MONydYaldW JaHHBIN MpemapaT B XojAe 74-X NBOWHBIX CIEMbIX IuTanebo-
KOHTPOJIMPYEMBIX KIMHUYECKHX HCcheoBaHui. Yare Bcero y MalUEeHTOB, MPUHUMABIIUX
cuineHadua B XOJA€ KIMHUYECKHX HMCCIIEOBAHUN, PErHCTPUPOBATNCH TAaKHE HEXKeIaTelIbHbIC
peakiuu Kak TOJIOBHas Oo0ib, THUMEPEMHUS KOXHM, JUCHENCHs, 3aJ0KEHHOCTh HOCa,
TOJIOBOKPY>KEHHE, TOIIHOTA, MPWJIUBBI, 3pUTEIbHBIE HAPYIICHMS, LIMAHOINCHUS WU HapYIICHUE
BOCITPUSITHSA 1IBETA.

Nudopmarnus 0  HEXeNaTeNbHBIX  PEAKIHUAX,  3aPETHCTPUPOBAHHBIX B paMKax
MOCTPETUCTPAIIMOHHOTO HaOIIofeHus, coOupanach Ha mnpoTsbkeHun >10 ner. Ilockombky
JEPKATEN0 PETUCTPALMOHHOTO YAOCTOBEpEHHUSI cooOIIanoch He 000 BCEX HEXeIaTeNbHBIX
peaknmsIX, U, COOTBETCTBEHHO, HE BCE HEXKeJaTeIbHbIE peakIuu ObUTH BKJIIOYEHBI B 0azy
JIAHHBIX 110 O€30MaCHOCTH, TO HEJIB351 JOCTOBEPHO OINPEACIIUTh YaCTOTY JAHHBIX PEaKIIH.

PesromMe HexenaTeabHbIX PeaKIIil

[To nanubiM Bcemupnoil opranumsamum 3npaBooxpaHeHus (BO3) nexenarenbHbie 3(QQeKTbi
KJIaCCU(UIIMPOBAHBI B COOTBETCTBUU C UX YaCTOTON Pa3BUTHS CIEAYIOLIUM 00pa3oM:

odeHpb yacto (> 1/10), gacto (> 1/100, vo <1/10), mHewacto (> 1/1000, no <1/100), peaxo
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(> 1/10000, Ho <1/1000), ouers pemco (<1/10000), thirsrd Hbmecimn 2 B hnciotttves

JAHHBIM YCTAHOBHUTH YaCTOTY BO3ZHUKHOBEHUS HE MPECTABIISIIOCH BO3MOYKHBIM.
Hngpexyuu u uneasuu

HEYacTO — PUHUT.

Hapywenus co cmopoHbl uMMYHHOU CUCMeEMbL

HEYacTO — TUIIEPYYBCTBUTEILHOCTb.

Hapywenus co cmoponvl HepeHoll cucmembl

OUYEHb YAaCTO — I0JIOBHAs 00JIb; YaCTO — IOJIOBOKPYKEHHE; HEYAaCTO — COHJIMBOCTb, TMIIECTE3NUS;
pPElKO — OCTpOEe HapyLIEHHE MO3TOBOI'0O KPOBOOOpAIIEHUs, TPAaH3UTOPHAs UILIEMUYECKas aTaka,
cyaoporu*®, penusuB cyaopor*, oOMOpokK.

Hapywenus co cmoponuvl opeana spenust

4acTo — HAPYUICHWE BOCIIPHSTHS I[BETa™*, HapylIeHHe 3peHHs, HEUETKOCTh 3PEHHUS; HEUacTO —
HapyLICHUs CIIe300TAeTeHus***, Gonp B obOnmactu rnasa, ¢orodobus, dotorcus, runepeMus
IJ1a3, "3MEHEHUE SIPKOCTH CBETOBOCIIPUATH S, KOHBIOHKTUBHUT; PEJIKO — HEAPTEPUUTHASL EPEAHS
uieMuueckas Heiipormarust 3purenbHoro Hepsa (HIIMH3H)*, okkmio3us cocymoB ceTyaTku™,
KPOBOM3JIMSHUE B CETYATKY IJ1a3a, apTEPUOCKICPOTHUECKAs PETHHOMATHUS, IOPAKECHNUE CETYATKH,
riaykoma, Aeekt moss 3peHusi, AUIJIONUS, CHUKEHUE OCTPOThI 3PEHHUs, MUOIHUS, aCTEHOINMS,
IUTaBAIOLIME MOMYTHEHUS CTEKJIOBHUJIHOIO Teja, MOpPaKEHUE paayKHOM 000JI0UKH, MHJIpHA3,
HAJIMYHE B TIOJI€ 3pEHUS PaJTy>KHBIX KPYTOB BOKPYT HCTOYHHUKOB CBETa, OTEK IJ1a3a, MPHUITYXJIOCTh
IJ1a3a, HapyIIeHHe CO CTOPOHBI OpraHa 3peHus, TUIIEpEeMUsl KOHBIOHKTHBEI, pa3IpaKeHHE IJ1a3a,
HEOOBIYHOE OIIYIIEHHE B TJ1a3y, OTEK BEK, N3MEHEHHUE IIBETA CKIICPHI.

Hapywenus co cmoponul opeana cayxa u aabupunma

HEYacTO — BEPTUTO, LIIYM B YIIaX; PEAKO — IIIyX0Ta.

Hapywenus co cmoponvl cepoya

HEYacTo — TaXWKap/Ws, OIIyIIEHHE CepALeONEHNs; PEeAKO — BHE3alHasi KOpOHapHas CMepTh*,
UHpApKT MHOKapla, XeayJodyKoBas apuTMus™, ¢uOpwiisuus mnpencepauil, HecTaOMibHas
CTEHOKap/IHsl.

Hapywenus co cmoponwsl cocyoos

4acTo — TUIEPEMUsS] KOXH, TPWINBBI, HEUACTO — apTepHalibHAs THIEPTEH3HS, apTepHabHas
TUIOTEH3HSL.

Hapywenus co cmoponul Ovixamenvhotl cucmemsl, opeanos 2pyOHOU KIemKU U CPe00CmenUs
4acTo — 3aJI0)KEHHOCTh HOCA; HEYaCTO — HOCOBOE KPOBOTEUCHUE, 3aJI0KEHHOCTh MPHIATOYHBIX
nma3yx HOCa; PeIKO — YyBCTBO CTECHEHHS B TOpJie, OTEK CIIM3HCTOW OOOJOYKH IOJIOCTH HOCA,

CYXOCTb CIIU3UCTOM 000JI0YKH MOJIOCTH HOCA.
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Kenyoouno-Kuuieunvie HapyuleHus

9acTO — TOIIHOTA, UCIENCHS; HeYacTo — racrpod3odareanbHas peditokcHas 00Je3Hb, PBOTA,
007 B BEpXHEW YACTH KMBOTA, CYXOCTh BO PTY; PEIKO — THUIIECTE3Us CIU3UCTOU O00OJIOUYKU
MOJIOCTH PTa.

Hapywenus co cmoponsl Kodtcu u nOOKOINCHbIX MKAHell

HewacTo — coimb, peako — Cungpom Cruenca-/xoncona (CCH)*, Ttokcuueckuit
sanuepManbHbiid Hekpous (TOH)*.

Hapywenus co cmoponwl mblueunotl, ckeiemHotl u cOeOUHUmMenbHOU MmKaHu

HEYacTO — MUAJITHS, 00JIb B KOHEYHOCTSIX.

Hapywenus co cmopoHuvl nouex u Mouesvbi8o0sauux nymetl

HEYaCTO — TeMaTypHsl.

Hapywenus co cmopoHvl penpodyKkmueHotl cucmembl U MOJIOYHBIX Jdcele3

PENKO — KPOBOTEUEHHUE U3 TIOJIOBOTO WIEHA, MPUANU3M™, reMaTocnepmust, JUIUTeIbHAs SPEKIHS.
Obwue Hapywenus u peakyuu 8 mecme 68e0eHUs.

HEYacTO — 0OJb B TPYMHOHN KJICTKE, MOBBIMICHHAS YTOMIIIEMOCTH, OIIYIICHHE Kapa;, PeaKo —
pa3apaKUTENbHOCTD.

Jlabopamophvie u uncmpymenmanvHovle OaHHble

HEYACTO — TAXUKAPIHSL.

* 3aperucTpupoBaHO TOJIBKO B XOJI€ OCTPETUCTPALIMOHHOTO HAOIIOICHUS

** HapyuieHue BOCIPHUSATHUS I[BETA: XJIOPOIMCHUS, XPOMATOICHS, IMAHOICHUS, SPUTPOICHUS H
KCAHTOTICHS

*** HapymieHus CJI€300TIEICHUS: CYXOCTh TJla3, HapylIEHUE CIE300TACNICHUs] U TOBBIIIICHHOE
CJIE300T/ACTICHUE

Ilepeno3upoBka

[Tpu ogHOKpaTHOM mpueme cuinieHaduia B no3e A0 800 Mr HexenaTeNbHbIE PEAKIUH ObLIN
TaKHUMH K€, KaK W Mpu mnpuemMe cuiacHadmia B 0ojlee HU3KUX J03aX, HO BCTPEYAIUCH YaIlle.
[Tpumenenue mo3b1 200 Mr HE TMPUBOAMIO K MOBBIMICHUIO 3(()EKTUBHOCTH, OJHAKO, YaCTOTa
HEKeNaTeNbHbIX peakuuil (rojloBHas O0ONb, «IPUIMBBDY, TOJOBOKPYXKEHHUE, JHUCIICTICHS,
3aJI0’KEHHOCTh HOCA, HapyIIeHHE 3pEHNs) YBETUINBAJIACh.

Jledenne cuMrromMarnueckoe. I'eMoaManu3 HE YCKOpSET KIMPEHC CWiaeHapuiIa, TaK Kak
TIOCJICTHAIA aKTHBHO CBSI3BIBACTCS C OSIKaMU TIa3MbI Ml HE BEIBOJIUTCS TIOUKAMH.
B3aumoeiicTBHe ¢ APYrUMH JIeKAPCTBEHHBIMH CPeACTBAMH

Biausnaue apyrux aeKkapcTBEHHBIX IIpenapaToB Ha d)aDMaI(OKI/IHCTI/IKV CI/IJ'II[eHad)I/IJ'Ia

HUccneoosanus in vitro
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Merabonu3m cunaeHaduia TMPOUCXOIUT B OCHOBﬁQﬂ;“:Héi]C/::Fé%I'}:BQW':::

I eMHToR
mutoxpoma CYP3A4 (ocnoBHo# myTh) 1 CYP2C9, mosroMmy MHIHOUTOPHI 3TUX W30(EPMEHTOB
MOTYT YMEHBIIUTh KIUPEHC CUiieHa(uIa, a UHIYKTOPbI, COOTBETCTBEHHO, YBEIUYUTH KIUPEHC
cuiieHaduia.

Hccneoosanus in vivo

[TommynsimuoHHbIA  (papMaKOKMHETUYSCKUI aHaTU3 JaHHBIX KIMHUYECKUX HCCIICIOBAHUN
IPOJIEMOHCTPUPOBAT CHIKCHHE KIUpEHCa cuiieHaduia NMpU OJHOBPEMEHHOM NPUMEHEHUHU
uHruouTopoB CYP3A4 (Taknx Kak KETOKOHA30J1, SPUTPOMHUIIMH, ITUMETHIMH). HecMoTps Ha To,
YTO TPH OJHOBPEMEHHOM TpUMEHeHWH cuwiaeHaduna u  uHruouropo CYP3A4 He
HAO0JII0JIAIOCh POCTAa YaCTOThl HEXKEJIATENbHBIX SIBJICHHUH, CIEIYyeT pacCMOTPETb BOIPOC O
IIPUMEHEHUN IIperapaTa B Ha4aJIbHOM J103€ 25 MT.

OnnoBpemeHHoe mpuMeHeHue cuiaeHaduna (B goze 100 Mmr onHokpatHo) u putoHaBupa (mmo 500
Mr 2 paza/cyT), uaruouropa rnporeassl BUY u cunpHOro unruduropa utoxpoma P450, na done
JOCTUKEHUS TOCTOSIHHOW KOHIIEHTpAIlMM PUTOHABUPA B KPOBU, IPUBOJAMIO K YBETUUEHUIO Cmax
cwinenaduina Ha 300 % (B 4 paza) u AUC na 1000 % (B 11 pa3). Uepes 24 yaca KOHIICHTpAIUS
cuneHaduia B maa3Me KPOBU COXpaHsuiack Ha ypoBHe 200 HI/MIJI MO CpPaBHEHHIO C 5 HI/MI
Mociie OJHOKPATHOTO NMPUMEHEHHS OJHOro cuijaeHaduiaa. ITO COTNacyercs ¢ BBIPAKEHHBIM
BJIMSHUEM DPHUTOHABUpAa Ha ILEJbIM psJl MpenaparoB, SBISIOUIMXCA CyOCTpaTaMH LUTOXpoMa
P450. Cunnenadun He oka3piBai BIMSAHUSA Ha (papMaKOKMHETHKY puTOHaBUpa. Ha ocHoBanum
pe3ynbTaToB (papMaKOKMHETUUYECKUX HCCIEIOBaHUN COBMECTHOE NMpPUMEHEHUe cuiaeHaduna u
pUTOHaBHpa He pekoMmeHayercss (cM. pasgen «OcoOble YKa3aHHsS»), U HHU HpPU KaKux
00CTOSATENHCTBAX MAaKCHUMaNIbHAS J03a CHIIIeHaIa He TOJDKHA MPEBHIIATh 25 MT B TeueHue 48
YacoB.

[Tpu ogHOBpeMEeHHOM IpUMeHeHHH cuiaeHaduna (B 1o3e 100 Mr oHOKpaTHO) U CaKBUHaBHpa
(B mo3e 1200 mr 3 paza/cyr), unruburopa BUY-nporeassl m uHruburopa uzodepmeHTa
CYP3A4, Ha (oHe OOCTMXKEHHS TOCTOSHHOW KOHIICHTPAllUM CaKBUHAaBHpPAa B KPOBH, Cmax
cunjeHaduia B KpoBu nosbimanack Ha 140 %, a AUC ysennuuBanach Ha 210 %. Cunnenadun
HE OKa3bIBaJ BIMSHUS Ha (apMaKOKMHETHKY cakBUHaBHpa (cM. pasnen «Crnocod mpuMeHeHus u
no3bl»). bonee cunbHble mHrHOMTOPHI M30(pepMeHTa CYP3A4, Takue Kak KETOKOHA301 M
UTPAaKOHA30J1, MOTYT BBI3bIBaTh 00JI€€ BHIPAKEHHbIE U3MEHEHUS.

OnnoxpaTHbIi ipuem cuiaeHaduna B 1o3e 100 Mr coBmecTHO ¢ spuTpoMuriitHoM (1o 500 mr 2
pasa B CyTKH B TeueHHEe 5 nHeill), ymMepeHHbIM uHruouropom usopepmenta CYP3A4, na ¢pone
JOCTUKEHUS MTOCTOSSHHOW KOHILIEHTpAalMM 3PUTPOMHUIMHA B KPOBHU, NPUBOJWI K YBEIMUYEHUIO
AUC cungenaduia Ha 182 %. Ilpuem azurpomununa (mo 500 Mr B CyTKu B Te€4eHUE 3 JHEN)

3I0POBBIMH  MY>KUMHaMU-00poBosibiiaMu  He okasbiBanl BiausHUA Ha AUC, Cmax, Tmax,

10
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mupKyupytomiero merabonura. Lumernaun (B moze 800 mr), unrubutop nuroxpoma P450 u
Hecrienupuueckuit uarnouTop CYP3A4, nmpu coBmecTHOM npueme ¢ cuiaeHapmiom (B 1oze 50
MI') NPUBOAMJ K IOBBIILIEHUIO KOHLEHTpAalUM CUAeHaduiIa B IUIa3Me€ KPOBU Yy 3J0POBBIX
n00poBosIbIIeB Ha 56 %.

['peiindpyToBblii CcOk sBisieTcss ciabbiM uHruOuTopoM Merabonmsma CYP3A4 B crenke
KHAIIEYHUKA U MOXET BBI3bIBATH YMEPEHHOE TOBBIIICHHE YPOBHS CHIIZIeHa(MIa B TJIa3Me KPOBH.
OpnHOKpaTHBIA mpueM aHTauuAa (MarHus T'MIPOKCHIA/alIOMMHUS THAPOKCHIA) HE BIMSUI Ha
OMOIOCTYITHOCTD cUJIZicHaduIIa.

Hecmotpst Ha TO, 4TO crienugrUecKue UCCIEI0BaHUS B3aUMOACUCTBUS cruiieHaduiIa co BceMu
JEKapCTBEHHBIMU  CPEACTBAMU  HE  IPOBOAWINCH, [0  JaHHBIM  IOMYJIALHOHHOIO
(apMaKOKMHETHYECKOr0 aHaiu3a (apMakOKMHETHKA CHJAeHaduiIa He MEHsUlach IIPU €ro
OJTHOBPEMEHHOM IPUMEHEHUU C JIEKApCTBEHHBIMM CpEACTBAMH, OTHOCALIMMHUCSA K TpyIlne
uaruouropoB CYP2C9 (Takumu xak TonOytamun, BaphapuH, GEHUTOUH), TPYIIIe HHITHOUTOPOB
CYP2D6 (TakuMuM Kak CeJEKTHUBHbIE HMHIHOMTOpPHl OOpaTHOrO 3axBaTa CEpOTOHHHA,
TPULIMKIMYECKUE AHTUACIIPECCAHThI), IPYINIe THA3UAHBIX M THA3UJONONOOHBIX JUYPETHKOB,
HETIEBBIX M KaluicOeperaromux AWypeTHUKOB, WHIMOMTOPOB aHTMOTEH3WHIPEBPAIIAIOIIEro
¢depmenTa, OIOKATOPOB KaIbLIMEBHIX KaHAJIOB, AHTarOHHCTOB [-aJpeHOPELEeNTOPOB WU
uHAyKTOpoB Metabommsma CYP450 (takmmm kak pudamnunme, OapOutypatsl). B
UCCIICIOBAHUM C YYacCTHEM 3J0POBBIX MYXYHMH-100pPOBOJIBLIEB COBMECTHOE IPUMEHEHHE
AQHTArOHUCTA PHJOTENNHA 003eHTaHa (KOTOphIN sBiseTcst nHAyKTopoM n3odepmento CYP3A4
[ymepennsiM|, CYP2C9 u, Boszmoxuo, CYP2C19) B paBHOBecHOM coctosinuu (125 Mr nBa paza
B CYTKH) U cwijeHaduia B paBHOBECHOM cocTosiHuM (80 Mr Tpu pasza B CYTKH) NMPUBOIIIO K
camkeHnio AUC u Cmax cunaenaduna Ha 62,6 % u 55,4 %, cooTBeTCTBEHHO. MOXHO 0XKHAATH,
4YTO OJHOBPEMEHHOE NMPUMEHEHUE CHIbHBIX MHIYKTOpoB CYP3A4, Takux kak pudaMIuiyH,
BbI30BET 00Jie€ BBIPAKEHHOE CHIKEHHWE KOHILIEHTpAallMM CcHiJeHapuia B IJ1a3Me KpPOBH.
Hukopannun oOnamaer cBOCTBaMM aKTHMBATOpa KaJMEBBIX KAHAJIOB M HUTPATONOJ00HBIM
neiicrBuem. braronaps HUTpaTHOMY KOMIOHEHTY JaHHBIM IpenapaTr MOTEHIHAIbHO CIIOCOOEH
BCTYIaTh B KIMHUUYECKH 3HAYMMOE B3aUMOJIEHCTBHUE ¢ CHIIZICHA(UIOM.

Bansane CI/IJ'I)IeHad)I/IJ'Ia Ha ApYTHUC JICKAPpCTBEHHBIC CPEACTBA

HUccneoosanus in vitro

Cunpgenadun sBnsercs cnadbiM HHTHOUTOPOM u3ohepmentoB 1A2, 2C9, 2C19, 2D6, 2E1 u 3A4
(ICso > 150 MmxM) nmroxpoma P450. [Ipu npueme cuinneHaduia B peKOMEHIYEMBIX 033X €ro
Cmax COCTaBJISIET OKOJIO 1 MKMOJIb, ITO3TOMY MaJOBEPOSTHO, YTO CHIICHA(UI MOXET IOBJIHUATH

Ha KJIMPEHC CyOCTPAaTOB JJaHHBIX U30()EPMEHTOB.
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dochonuscrepaspl, TAKUX Kak TEOPWLIMH U TUTUPUAAMOIT, OTCYTCTBYIOT.

Hccneoosanus in vivo

Cormacysach ¢ wu3BecTHBIM 3¢ @dexkTom Ha curHaibHbld Kackang NO/uI'M® (cm. pazgen
«®apmakonuHaMuKa»), OBLIO HPOAEMOHCTPUPOBAHO, YTO CHiIEeHAdUI MOTEHLUUPYET
TUIIOTEH3UBHOE JIEHCTBUE HUTPATOB, B CBSI3U C YEM, IIPUMEHEHUE JIOHATOPOB OKCHJIA a30Ta WU
HUTPATOB B JIO0OH (OpMe COBMECTHO C CHIIZICHA(UIOM IPOTUBOMOKA3aHO (CM. pa3eln
«IIpoTHBOIIOKa3aHU).

Puonuryar: JlOKIMHUYECKHE HCCIEJOBAaHMS MOKA3adu JOMOJIHUTEIbHBIA 3(PPEeKT CHUKEHUS
CHCTEMHOT'O apTEepPHAIbHOTO JaBJICHHUS IPH OJHOBPEMEHHOM HCIIOJIb30BAaHUH WHTHOUTOPOB
®JI3-5 u puomuryara. B KIMHMYECKHMX MCCIEIOBAHUSAX PHUOLUTYaT TII0Ka3ajdl YCUJICHUE
runoreH3uBHoro 3ddexra wuuruOutopoB DJ3-5. OTCYTCTBYIOT [AaHHBIE OIArOMPHUITHOTO
KIuHU4Yeckoro ad¢exkra AaHHOW KOMOWHAIMUM B  TMOMYJSIUOHHBIX  HCCIICOBAHMSIX.
OnHOBpeMeHHOE TpPUMEHEHUE puonuryara u WHruoutopoB @J1D-5, Brimrodas cruiiaeHadu,
IIPOTUBOMNOKA3aHO.

CoBMecTHOE TMpUMeHEeHHE cuineHaduna u anbda-aapeHoOIOKATOPOB MOXKET MPUBECTH K
Pa3BUTHIO CUMIITOMATUYECKON THUIIOTEH3UHM y OTACNIbHBIX IPEAPACIOIOKEHHBIX ITallMEHTOB.
Pa3BuTHE TaHHOTO COCTOSHUS BEPOSTHEE BCETO MOXKET HAOJIOJAThCS B T€UEHHE 4 4acoB IOCIIE
npuema 1036l cwineHadguiaa (cMm. paszmensl «Croco® mpumeneHuss u a03b» U «OcoOble
yKazaHus»). B xome Tpex wuccrneaoBaHUN —crnenU(PUUECKOTO B3aHUMOJCHCTBUS  MEXKIY
JeKapCTBEHHBIMM  CpEeACTBaMH  MAllMeHTaM ¢ JOOpOKauyecTBEHHOH  rumepruiasuen
npencratenbHoil xene3bl (AI'TDK) B crabuinbHOM cocTosiHMM Ha (OHE MpuemMa JOKca3zo3uHa
OJIHOBPEMEHHO Ha3Hauajcsi anb(a-aapeHo0sokaTop Aokca3o3uH (B nmo3e 4 Mr u 8§ mr) u
cunnenadun (B goze 25, 50 u 100 mr). YV marnueHToB, BKIIOUEHHBIX B JIaHHBIE MCCIIEIOBAHUS,
ObUIO OTMEYEHO Cpe/iHee JONOJIHUTEIbHOE CHUKEHHUE apTepUaIbHOTO JABICHUS B MOJI0XKEHUU
nexa Ha 7/7 MM pT. cT., 9/5 MM pT. cT. 1 8/4 MM PT. CT., U CpeJJHEE CHUKEHHE apTepUaIbHOro
JaBJIEHUs B TIOJIOKEHWU CTOsA Ha 6/6 mm pT. cT., 11/4 Mm pr. ct. u 4/5 MM pT. CT.,
COOTBETCTBEHHO. [Ipu 0THOBpeMEHHOM NPUMEHEHHH CUiJIeHa(uIa 1 T0KCa3031Ha y MallUeHTOB
B CTaOWJIBHOM COCTOSHMM Ha (pOHE NPUMEHEHHs J[IOKCa303MHa COOOILEHUs O pa3BUTHU
CUMITOMATUYECKOM OPTOCTATHYECKONM THUMOTEH3UHW OBLIM HEYaCThIMH. OTH COOOIIEHUs
BKJIIOYAJIM CIy4yau TOJIOBOKPYXKEHHS U MPET0OMOPOYHOro cocTosiHus 6e3 cunkorne. [IpusHakon
3HAUYMMOTO B3auMojeicTBus cunaenaduna (B mo3e 50 Mr) ¢ Tondyramuaom (B 1o3e 250 mr) wium
Bapdapurom (B no3e 40 mr) - npenaparamu, KotTopbie MeTabonuzupytorces CYP2C9, BrisiBneHO

He OBLIO.
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BBI3BIBAEMOI0 ALIETUIICATUIIAIOBOM KUCIOTOH (B 103€ 150 Mmr).

Cunpgenadui (B 1o3e 50 MT) He MOTEHIIUPOBAT THIIOTCH3UBHOE JACHCTBHE AIKOTOJIS Y 3I0POBBIX
JT0OPOBOJIBIIEB MPU MAKCUMAIBHOM YPOBHE 3TaHOJa B KPOBU B cpenHeM 80 mr/.

Y DanueHToB, MNPUMEHSABIIMX cHigeHapmi, He ObUI0 OTMEUEHO OTIHYMN [poduis
0€30IaCHOCTH TI0 CPaBHEHHUIO C IUIane0o Ipu OAHOBPEMEHHOM IMPHUMEHEHHHM TAaKHX KIJIACCOB
THIIOTCH3UBHBIX JIEKAPCTBEHHBIX CPEACTB, KaK TUYPETUKU, OJOKATOPHI [(-aIpeHOPEIEeNTOpOB,
uHruOuTopel AII®, aHTaroHUCTH pelenTopoB aHruoTeHsuHa II, rUMOTeH3MBHBIE NHpenaparbl
(BazomuiaTaTopbl M Mpenaparbl LEHTPAIbHOrO JEMCTBHS), OJIOKATOPHI aapPEHEPTHUYECKUX
peuenTopoB, OJOKATOPHl KaJbLIMEBBIX KAaHAJIOB W OJOKATOpPHI 0O-aJpeHOpenenTopoB. B
CHEMAJIbHOM KJIMHUYECKOM HCCIIEJOBAaHUM, HAIPABICHHOM Ha M3yYEHHUE JIEKApCTBEHHBIX
B3aMMOJICHCTBHI, MpPU COBMECTHOM mNpuMeHeHun cuiieHadmia (100 mMr) u ammonunuHa y
NAlMEHTOB C apTepHabHON THMepTeH3uel OBLJI0 OTMEYEHO [OMOJIHHUTEIBbHOE CHIKEHUE
CUCTOJIMYECKOI0 apTepUaAIbHOIO JaBJICHUS B IOJOXKEHUM IMAllMEHTa Jieka Ha 8 MM pT. CT.
CoOTBETCTBYIOIIEE CHUKEHHUE JUACTOIMYECKOTO apTepUaIbHOro AABJIEHUS COCTABUIO 7 MM PT.
ct. [lo BenuyuHE OTH [OMOJHUTEIbHBIC CHIDKCHUS apTEPHATbHOTO JIABJICHHS  OBbLIU
COMOCTaBUMBI C TaKOBBIMH, HAOIIOAAEMBIMH B TpYIIE 370POBBIX J0OPOBOJIBIEB MPHU
NPUMEHEHHUHU TOJNBKO cuieHadmia (cM. paznen «DapMakoaMHAMUKAY).

Cunnenaduin (B 1o3e 100 Mr) He okaspIBall BIUSHUS Ha (hapMaKOKMHETUKY WHTHONTOpoB BNY-
poTeasbl, CAakBUHABUpA U PUTOHABHpA, SBIAIOMUXCS cybcTtparamu n3zodpepmenta CYP3A4, B
PaBHOBECHOM COCTOSIHUM.

Cunpgenadun B paBHOBECHOM cocTosiHMM (80 Mr Tpu pa3a B cyTKH) BbI3bIBanl yBennueHne AUC
6o3enTtana (125 mr nBa pasza B cytku) Ha 49,8 % u Cmax Ha 42 % y 370pOBBIX T0OPOBOJIBIIEB
MY’KCKOI'O T10J1a.

OcoO0ble ykazanus

JUIs TMarHOCTUKM HApYIICHWH SPEKIMH, ONpEAETICHHUsS WX BO3MOXKHBIX IMPHYUH W BBIOOpA
aJIeKBaTHOTO JIEYeHHMs] HEOO0XOAMMO coOpaTh MOJHBIA MEIUIMHCKUI aHaMHE3 U IPOBECTH
TIIaTeNbHOE (PU3MKAIIbHOE 00CIIeI0BaHKE.

DakTOphl pUCKA CePACIHO-COCYINUCTHIX 3a00JIeBaHUMI

CekcyanbHasi aKTUBHOCTH IMPEJICTaBISET ONpEAENEHHBI pPUCK NpHU HATUYUM 3a00JeBaHUMN
cep/ia, Io3TOMY Iepesl HauyaioM JH000i Tepanuu 1o MOBOAY HapYLIEHHUH 3peKIUU Bpad MOKET
MOCYUTATh HYKHBIM ITPOBECTU 00CIIEIOBAaHUE CEPJICUHO-COCYAUCTON CHCTEMBbI AIIUEHTA.

Cunnenadgun oxa3plBaeT Ba3zoAWJIATUpPYIOLIEe JeWcTBUE, MpHUBOJAIIEE K HEOOIbIIOMY
TPaH3UTOPHOMY CHIJKEHHUIO apTepHalibHOTO naBieHus. /o Ha3HaueHus cuigeHaduia Bpau

JOJIKEH TINATCIBHO OLICHUTH pHUCK BO3MOKHBIX HEXKEIJIaTCJIIbHBIX HpOS[BJ'ICHI/Iﬁ
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

Ha ()OHE CEeKCyallbHOW AaKTHBHOCTH. [lOBBIIIEHHAs BOCHPUMMYMBOCTD K Ba30HIaTaTOpaM
HAOJII0JIaeTCsl y NALMEHTOB C 3aTPyJHEHHEM OTTOKA M3 JIEBOI'O JKEIyJOuKa (HalpuMmep, Mpu
CTEHO3€ aopThbl, rUNepTpoduueckoil OOCTPYKTHBHON KapAMOMHOIIATHM), a TaKXKe C PEIKO
BCTPEYAIOLIMMCA CHHJIPOMOM MHO)XECTBEHHOHM CHUCTEMHOM aTpoduu, MNpOSABISIOIIMMCS
TSKEIBIM HapyLIEHUEM peryjisillMM apTepUabHOTO [ABIEHUA CO CTOPOHBI BETE€TaTUBHOU
HepBHOM cucteMbl. CriieHa(ui yCHIIMBaeT TUIOTEH3UBHBIN 3(h(peKkT HUTpaToB.

B nepuon nmoctperucTpalliOHHOro HaOIOJEHUs ObUIM 3aperMCTPUPOBAHBI CIy4ad CEPbE3HBIX
CEepAEYHO-COCYTUCTBIX OCIOXKHEHUH (B T.4. HH(pApKTa MUOKapAa, HECTAOWIbHON CTEHOKapIuH,
BHE3AIIHOM KOPOHApHOW CMEPTH, JKEIYJOYKOBOM apUTMUU, TE€MOPPArMYECKOro HHCYJIbTA,
TPaH3UTOPHOW MILIEMUYECKOW aTaku, apTepUAIbHON TMIEPTEH3UHM M TUIIOTEH3UH), KOTOpbIE
UMEJU BPEMEHHYIO CBSI3b C IPUMEHEHHEM cuiieHa(uia. BoabIIMHCTBO 3TUX MALMEHTOB, HO HE
BCE U3 HUX, UMEH (PaKTOPbI PUCKA CEPAECUYHO-COCYAUCTBIX OCIOKHEHUH. MHOr1ne n3 yka3zaHHbIX
HE)KeJIaTeJIbHbIX SIBJICHUM Ha0JI01aliCh BCKOPE MOCIE CEKCYalbHOM aKTUBHOCTH, U HEKOTOPbIE
U3 HUX OTMEYAJINCh MOCcTe MpueMa cuiieHadmia 6e3 Iocieayomel ceKeyaabHO aKTHBHOCTH.
YCTaHOBUTH HAMYME NMPSAMOU CBSI3U MEXIY AAHHBIMU SIBICHUAMHU U YKa3aHHBIMHU WM MHBIMU
(bakTOpamMu He NMPEICTABIIACTCS BO3ZMOKHBIM.

IIpuanusm

[IpenapaTsl 1J1s1 T€YSHHUS SPEKTUIBLHON TUCOYHKINH, B T.4. CUIIEHA(HII, TOJKHBI IPUMEHATHCS
C OCTOPOXHOCTBIO Y MAIlMEHTOB C aHATOMHUYECKOW Jedopmarueil monoBoro wieHa (Hanpumep,
aHTyJIALUS, KaBepHO3HBIN (puOpo3 unu 60e3ub [lelipoHn) win y ManueHToB ¢ 3a00JeBaHUAMH,
IpepacroiaralouiMi K pa3BUTHIO MpHanu3Ma (TaKUMHU KaK CEpPIOBUIHO-KJIETOYHAs aHEMMs,
MHO’KECTBEHHAs! MUEJIOMa UJTU JIEHKEMHUS ).

B xone moctpeructpaiiioHHOTO MPUMEHEHHs CHIieHa(duIa MOCTynalId COOOIIEHHs O Pa3BUTUU
IIPOJIOHTMPOBAHHON 3pEKLMU U MpuanuiMa. Eciau spekumst AJIMTCs CBbIlIEe 4 4acoB, NALUEHTY
clenyeT oOpaTUTBhCS 3a HEOTJIOKHOM MeNMIMHCKOM nomomibto. Ecnum npu npuanusme He
IIPUHATH HEOTJIOKHBIE MEPBI, TO MOXKET IPOU30MTU NOBPEXKICHHE TKAaHEH IOJIOBOTO WICHA U
HeoOpaThMas HoTeps MOTEHIIHH.

CoBMECTHOE IPUMEHEHHE C APYTUMHU I/IHFI/I6I/ITOD3.MI/I DJ13-5 unu ApyruMy METOJaMU JICUYCHHS

SDGKTI/IJ'IBHOI\/’I )II/ICd)VHKHI/II/I

bezonacHocTh U 3P PeKTUBHOCTD cuifeHauIa IpU MPUMEHEHHH B KOMOMHAIMM C JIPYTUMU
uHruouropamu @JI3-5 unu ApyrumMu mpenapaTamMy JUIsL JICYEHHs JIETOUYHOW apTepualibHOU
TUIIEPTEH3UH, COAEpKaMMU cuiiieHadua (Hanpumep, PeBaino), a Takke ApYyruMH CpeCcTBaMU
JUISL JIEYEHUS DPEKTWIbHON AUC)YHKIMM HE H3ydalaucCh, I[OATOMY MCIIOJIb30BAaHHE TaKHUX

KOMOWHAIINA HE PEKOMEHTyeTCSl.
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Bunusiaue Ha 3peHune

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

bbimn mosydeHbl CIOHTaHHBIE COOOUIEHUS O CIy4asX HapyUIeHUsi 3pEHUsI MpU MpUEMe
cuineHaduna u Apyrux HHruOuTopoB MJ[3-5. B cioHTaHHBIX COOOMICHUSIX U HAOJIOIaTeTHHOM
UCCJIEIOBAaHUM ObUIM OTMEUEHBI CIyyau peIKoro 3aboieBaHMsl — HEAPTEPUUTHOW MepeaHen
uIeMu4YecKon Heiponatuu 3putenbHoro Hepa (HITMH3H), koTopbie nMenu cBs3b C MpUeMoM
cwineHaduna u Ipyrux uHruouropo ®J3-5. [ManueHTOB HEOOXOIUMO MPEAYIPEAUTH O TOM,
YTO B CJIyya€ BHE3AITHOTO HAPYIICHHS 3PEHUS CIIEIyeT MPEKPaTUTh IMPHUEM JIEKapCTBEHHOTO
npenapata CHUIIEeKCUM U HEMEIJICHHO 00paTUThCA K Bpady.

CoOBMECTHEIN IIPUEM C PUTOHABUPOM

CoBmecTHOE TPUMEHEHHE CHIAeHA(UIa U pUTOHABUPA HE PEKOMEH/TyeTCS.

CoBMecTHBIN npueM ¢ anbda-aapeHo0I0KaTOpaMu

[TockonbKky COBMECTHOE TMpUMEHEHHe cuiaeHagmia u anb(a-agpeHOOIOKATOPOB MOKET
OPUBECTH K PAa3BUTHIO CHUMITOMATHYECKOW THIOTEH3UHM Yy OTICIBHBIX YYBCTBUTEIBHBIX
MAalMEeHTOB, CIIEIYEeT C OCTOPOXKHOCTHIO HA3HAYaTh CWJIJICHA(PWI TMalKMeHTaM, MPUHUMAIOIUM
anbda-anpeHodaokaTopel. Pa3BuTHE TaHHOTO COCTOSIHHUS BEPOSITHEE BCErO MOXKET HAOII0AAaThCs
B TeueHue 4 4acoB mociie npuema J03bl cuinaenaduina. C 1enpi0 MUHUMHU3AIUN PUCKa Pa3BUTHUS
OPTOCTAaTUYECKOW TUMOTEH3UHM TEpamuio CuileHaQuiIOM MOXHO HA4YMHATH TOJNBKO Y
FeMOJUHAMHYCCKH  CTa0WJIBHBIX  [MAllMEHTOB,  MPUMEHSIONIMX  OJIOKaTopbl  anb(da-
aaperopenenTopoB. ClemayeT TakKe pPacCMOTPETh BOIPOC O NPUMEHEHHWH cuijieHaduia B
HavanpHOM no3e 25 mr. Kpome toro, Bpauam HeoOxoaumMo MHPOPMHUPOBATH MAIMEHTOB O TOM,
KaKue JIEUCTBUS CJIEAyeT MNPEANPHUHATh B CIy4yae IOSBICHUS CHUMIITOMOB OPTOCTAaTUYECKOU
TUTIOTEH3UH.

Brnusaue Ha CBEPTHIBAEMOCTE KPOBH

B wuccnenoBaHusXx Ha TpPOMOOIMTAax denoBeka IN VIitro ObUIO MOKa3aHO, YTO cuieHaduI
NOTEHIMPYET aHTHArperaHTHOe JAeHCTBHE HUTpompyccuia HaTpus. CBeleHus o 0€30MacHOCTH
NPUMEHEHHUs cuiieHaduia y TalMeHTOB ¢ HapyIIEeHUSIMH CBEPTHIBAEMOCTH KPOBU WIIM OCTPOM
NEeNTHYECKON $3BOM OTCYTCTBYIOT, IOATOMY IPUMEHEHHWE CHIIeHapuIa MalueHTaMu 3TOH
TPYIIIBI BO3MOYKHO JIMIIB TIOCJIE TIIATEIBHOW OLEHKH COOTHOLLIEHHUS «II0JIb3a — PUCKY.

BcrnoMmorarensHble BellecTBa

JlexapcTBeHHbIH npenapar CHIIIEKCUM COAEPKUT HaTpuid. B Tabnerkax no3uposkoit 25 u 50 mr
conepxurcs MeHee 1 MMoutb (23 Mr) HaTpus, TO €CTh Mpernapar, o CyTH, HE COAEPKUT HATPHil.
B tabnetkax go3uposkoit 100 mr comepkutcs 6onee 1 MMmonsb (23 Mr) HaTpus, MOATOMY JaHHYIO
uH(pOpMaLMI0 HEOOXOAUMO YUYMTHIBATh MallME€HTaM, HaXOASIIMMCS Ha JHETE C OrpaHUYCHHBIM

MOCTYIUICHUEM HATpUs.
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KeHIMHEI

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

JlexapcTBennsiii penapat CuIIeKCUM He TIpeAHa3HAYEH /1JIsl IPUMEHEHHUS Y KCHILHH.
Biusinue Ha CIOCOOHOCTH YNPABJSTH TPAHCIIOPTHBIMHU CPEICTBAMM, MEXaHU3MAMH

[Ipuem cunneHaduna oOKa3bplBa€T HE3HAYMTENbHOE BIMSHUE Ha CIOCOOHOCTH YHPABISATH
TPAHCIIOPTHBIMU CPEACTBAMH, MEXaHU3MaMHU.

[Tockonbky mpu mpuemMe cuijaeHaduia BO3MOXKHO pPAa3BUTHE TOJOBOKPYKCHHUS, CHUKCHUC
apTepUAIbHOTO JABJICHUS, Pa3BUTHE XPOMATOICHH, 3aTyMaHEHHOTO 3pCHHS] M TOJ00HBIX
HEKeNaTeNIbHbIX ~ peaklMif, cleayeT  coOloaTh  OCTOPOKHOCTh  IpU  YIPaBJICHUU
TPAHCIIOPTHBIMU CPEACTBAMHM UM 3aHATUSAX JPYTHMMH [OTEHIMAJbHO OMACHBIMH BHJIaMU
JESTEIIbHOCTH, TPEOYIONIMMH  TIOBBIIIICHHON  KOHIICHTPAIMM BHUMAHHUS UM OBICTPOTHI
MICUXOMOTOPHBIX peakiuil. Takke cieayeT BHHUMATEIbHO OTHOCUTHCS K HWHJMBHIYyaJIbHOMY
NEHCTBUIO Mpernapara B yKa3aHHBIX CUTYallUsIX, OCOOCHHO B Hauaje JeUeHUs U MPH U3MEHEHUHU
peKUMa JO3UPOBAHUS.

dopMa BbIIIYCKa

TabneTKu, MOKPHITHIE TNIEHOYHOW 0001049K0#, 25 Mr, 50 Mr, 100 Mmr.

ITo 1, 4 nou 10 TabneToK, MOKPHITHIX IJICHOYHON 000yI0uKOH, B Onmuctep 3 mieHku [IBX u
¢boNbru amOMHUHNEBOM.

[To 10 Tabnerok, MOKPHITBIX IUICHOYHOH OOOJIOYKOW, B IUIACTHKOBBIC OaHKH U3
NoJMATHIICHTEpeTanaTa, YKylnOpeHHbIC MIACTUKOBBIMUA KPBIIIKAMHU W3 TIOJUAITHIICHA BBICOKON
IUIOTHOCTH U HHU3KOTO JaBIIEHUS, C KOHTPOJEM IepBOro BCKpbITUS. Ha OaHKy HakjIewBaroT
ATUKETKY U3 OyMaru mucuen Wi STUKETOYHOM.

1 6anky unu 1 wnm 2 6aucTepa BMECTe ¢ MHCTPYKIIMEH 110 MEAUIIMTHCKOMY IPUMEHEHUIO B IMAYKY
W3 KapTOHA JUIsl TOTPEOUTENIbCKOM Taphbl THIAa XPOMOBBIN I XpOM-3p3all.

YciaoBus XxpaHeHUs

ITpu Temnieparype He Bbie 25 °C.

XpaHUTb B HEIOCTYITHOM JIJIs IETEH MecTe.

Cpoxk rognocTu

2 roja.

He npuMeHsTh 110 UCTEYEHUH CPOKA TOJTHOCTH.

YcaoBust ormycka

OTIyCcKarT 1O penenty.
IIpousBoaurenn
Poccuiickas @enepanus

000 «2nBancy ®apmay
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Benroponckas 0671., benropoackuii paifoH, mrr. CeBeDHﬁllai%jgé%e‘J%Bg;E%'%; CTb 0002)

KonrakTHsrii Tenedon: +7 (4722) 20 23 19

Baagenen PEruCcTpanuoHHOro yuocToBepeﬂnﬂ/Opraﬂnsaunﬂ, NpUHUMaIas nNpeTrcH3nu

OT nmoTpeduTesIei
Poccuiickas @enepanus
000 «9nBancny ®apmay

308010, benropoackast 06:1., MyHULIMIIATBHEIN palioH benropoackuid, r.1m. nocenok CeBepHBIH,

nrt. CeBepHblii, yi. bepesonas, 311. 5.

O pazeumuu HexCcenamenbHuIX peakyull, CEA3AHHBIX C NPUEMOM NPEenapama, cooouams.:
Poccniickas @enepanus

00O «2nBancn Papmay, Poccust

308010, benroponackast 06:1., benropoackuii paiton, nrr. CeBepHslii, yi. bepe3osas, 31. 5.
Ten.: +7 (4722) 20 23 19

e-mail: factory@atcl.ru
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