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1O MEJUIIMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O IIPEITAPATA

Cuanenadgui

PerncrpanuoHHblii HOMep:
Toprosoe HaumeHoBaHue: CineHadur
Me:kayHapogHOe HeMATEHTOBAHHOE UJIH I'PYNNHPOBOYHOE HAMMEHOBAaHHUe: CIIIeHADUIT

JlekapcTBeHHas opma: TaOIETKU, TOKPBITHIC INICHOYHOIN 000I0UKOM

Cocras:

1 TabaeTka 25 Mr COIEPKHUT:

Heticmsyrowee seuecmeo. cunaenaduna murpat — 35,1200 mr (B mepecuere Ha cuiaeHAPI —
25,0000 wmr).

Bcnomoeamenvuvie  6ewecmea:  nmakto3sl  mMoHoruapar  — 30,0000 wmr, memtono3a
mukpokpuctamnaeckas (MKLI-101) — 21,9300 mr, kpockapmesuioza Hatpusi — 4,0000 wmr,
noBu0H-K25 — 3,0000 mr, marnus creapat — 0,9500 mr.

Cocmas obonouxu: monuBUHWIOBBIN cupT — 1,2000 mr, makporon-4000 — 0,6060 mr, TuTaHa
muokcua — 1,1940 mr.

1 TaGaerka 50 Mr COIEPKUT:

Heticmsyrowee seuecmeo. cunaenaduna murpat — 70,2400 mr (B mepecuere Ha cuigeHAQHIT —
50,0000 mr).

Bcnomoeamenvuvle  6ewecmea:  nmakto3sl  MoHoruapar — 60,0000 wmr, nemtono3a
mukpokpuctamnaeckas (MKLI-101) — 43,8600 mr, kpockapmesuioza Hatpusi — 8,0000 wmr,
noBu0H-K25 — 6,0000 mr, marnus creapat — 1,9000 mr.

Cocmas o6onouxkuy: MOTUBUHWIOBKIN cupT — 2,4000 mr, makporon-4000 — 1,2120 mr, TuTaHa
muokcua — 2,3880 mr.

1 Tabaerka 100 Mr COIEepKUT:

Heticmsyrowee sewecmeso: cunnenapuna murpar — 140,4800 mr (B mepecyere Ha cuiaeHAPUIT —
100,0000 mr).

Bcnomoeamenvuvie  6ewecmsa:  nakto3sl  MoHoruapar — 120,0000 wmr, memtono3a
mukpokpuctamnaeckas (MKL[-101) — 87,7200 mr, kpockapmemnosa Hatpus — 16,0000 wmr,
noBu0H-K25 — 12,0000 mr, maraus creapat — 3,8000 mr.

Cocmas obonouxu: monuBUHWIOBKIN cupT — 4,8000 mr, makporon-4000 — 2,4240 mr, TuTaHa

muokcuna — 4,7760 mr.
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nBeta. Ha monepeunom paspese BUAHO sIpo OEI0ro Witk MouTu 0enoro mpera u 000JI049Ka.

dapmakoTepaneBTHYecKasi IPyNIa: CPeJICTBa, MPUMEHSEMbIE B YpPOJIOTUU; CpEACTBa s
JIeUYEHUs IPEKTHIILHOM TUChYHKIUH.

Koax ATX: GO4BEO03

dapmakoJIornyecKue CBoiicTBa

Dapmakoounamuxa

CunneHagun - CeNEeKTUBHBIM HHTHOUTOP HUKIMYECKOro ryaHo3smHMoHodocdara (I’ MD) -
cnenuduyeckoii pochonudcrepassl S-ro Tuna (OGL2-5).

Peanuzamus Gpu3noI0ruuecKoro MexaHu3ma 3peKlnn CBa3aHa ¢ BHICBOOOXKIEHNEM OKCHa a30Ta
(NO) B KaBepHO3HOM Te€Ji€¢ BO BpEMs CEKCYaJIbHOW CTHUMYJSIHUH. OJTO, B CBOIO OYEPE.b,
NPUBOAUT K yBenuueHuio ypoBHs ul M®, mocnenyroniemy pacciablieHUIO TaJAKOMBIIICYHON
TKaHHU KaBEepPHO3HOTO TeJa U YBEIMUYEHUIO IPUTOKA KPOBH.

Cungenaduyi He OKa3blBa€T MPSMOT0 paccialsiomero AeWCTBUS Ha U30JIMPOBAHHOE
KaBEpPHO3HOE TEJIO uYeloBeka, HO ycwiuBaeT 3¢pdext okcuaa azora (NO) mocpeactsom
unruouposanus ®/13-5, koropas oTBeTcTBeHHa 3a pacnaa ul M.

Cunpgenaduin cenexktuBeH B oTHomeHUH OJ[D3-5 in vitro, ero akTuBHOCTH B OTHOIICHHH DJ[D-5
MPEBOCXOIUT aKTUBHOCTh B OTHOIICHUU APYTUX U3BECTHBIX U30(epMeHTOB (hochoanscTepassl:
®DJI3-6 - B 10 pa3; ®IID-1 - 6omnee yem B 80 pa3z; OID-2, D/I3-4, DJD-7-OJID-11 - 6omee uem
B 700 pa3. Cunnenadun B 4000 pa3 Gonee cenektuBeH B oTHomeHUH DJ[3-5 mo cpaBHEHUIO C
@®J[2-3, 9TO MMeeT BakKHeEWIee 3HaueHue, NOockoabKy DPJ[D-3 sBisercs OJHUM M3 KIIIOUEBBIX
(GbepMEHTOB perysuu COKPaTUMOCTH MUOKap/a.

O06s3aTenbHBIM yCIIOBUEM 3(PGEKTUBHOCTH CHIIICHA]HIIA SIBIISIETCS CEKCyaIbHAS CTUMYJISIINS.
Cungenadusl BOCCTAaHABIMBAET HAPYIICHHYIO SPEKTUIBHYIO (DYHKIIMIO B YCTIOBHUSIX CEKCYaTbHOU
CTUMYJISIIUY 32 CUET YBEIWYCHHSI PUTOKA KPOBU K KABEPHO3HBIM TEJIaM IOJIOBOTO YJICHA.
Dapmakokunemuxa

Abcopoyus

Cunpgenadui ObICTpo BcachiBaeTcs. MakcuManbHbIEe HAOII0OJaeMble KOHIICHTPAIMHM B TLUIA3Me
KPOBH IpHU MpueMe cuiicHaduiia BHYTPh HATOIIAK AocTHratorcs B TedeHue 30-120 muHyT
(menuana 60 MuHyT). AOconoTHass OMOJOCTYMHOCTh B CpelHEM cocTaBiseT okosno 41 %
(25-63 %). Ilocne mpuema mpenapaTa BHYTpPb B PEKOMEHIOBAaHHOM Juana3one 103 (25-100 mr)
TUIOMIA/Ib MOl KpUBOU «KoHIEeHTpanus - Bpems» (AUC) u makcumanbHast KOHIEHTPAIUS (Cmax)

cuifieHauIa TOBBIIAIOTCS MPONOPUUMOHANBHO Ao3e. [Ipu mpueme cunpeHadpmia ¢ mumen
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CKOPOCTh €ro BCACHIBAHHS CHIDKACTCSA, TPH  SToM.| | BPeMit OeTibkontia - MakeHMatbHoi

KoHLeHTpaluu (Tmax) yBenuuuBaercs B cpenneM Ha 60 MUHYT, a Cmax CHMDKAETCSI B CPETHEM Ha
29 %.

Pacnpeoenenue

O0nem pacripesienieHus cuiiieHaduia B paBHOBECHOM cOCTOSTHUU (Vd) COCTAaBISIET B CpeHEM
105 1, 9TO yKa3bIBae€T Ha €ro pacmpeieiieHue B TKaHAX. MakcuMmallbHas 00mas KOHIICHTpAIUs
cuiizieHaduiIa B Ii1a3Me KpoBHU MOCiIe OJHOKPATHOTO MpHeMa Ipenapara BHyTpb B go3e 100 mr B
cpenHeM cocrtaBisieT okoigo 440 Hr/mn (koaddunment Bapuanuu - 40 %). Ilockonbky
CBs3bIBaHWE CHiIeHadguiIa (M €ero OCHOBHOTO HUPKYIHpYIomero N-IeCMeTUI-MeTaboauTa) ¢
OenKamMu T1a3Mbl tocturaeT 96 %, cpenHss MakCuMallbHasi KOHIIEHTPALUs CBOOOJHOHN (hpaKkiuu
cuineHaduia B mwiazMe kpoBu cocrapisieT 18 Hr/miu (38 HM). Cs3piBaHme ¢ OeIKaMu TUTa3Mbl
HE 3aBUCUT OT OOIIEeH KOHIIGHTpAIMU Tpemnapara. ¥ 370pOBBIX J100poBObIEB Yepe3 90 MUHYT
nociie OJHOKPAaTHOTO mpuemMa cuijieHaduia B 103e 100 Mr B 94KyJsTe ONMpenessuioch MEHee YeM
0,0002 % npunaTol 10361 ipenaparta (B cpeaHeM - 188 Hr).

buompancgopmayus

Cunnenadun MeTaboIu3upyeTcs, TJIaBHBIM 00pa3oM, B TIEYEHU MO ACHCTBHEM H30(epMeHTa
CYP3A4 (ocuoBHoil myTh) m m3odpepmenta CYP2C9 (momomnutenbHBIA MyTh). OCHOBHOMU
UPKYJIUPYIOIINNA aKTUBHBIA MeTaboyuT, oOpasyrouuiics B pesynbrare N-IeMEeTHIMPOBAHUS
cuineHaduIa, MOJABEpraercs aanpHedmeMy metradonusmy. CeleKTHMBHOCTh JEUCTBUS ITOTO
Mertabonurta B oTHomeHnn DJID comoctaBuMa ¢ TakoBOW cuiaeHaduiIa, a €ro aKTUBHOCTH B
otHomenuu ®JI3-5 in vitro coctaBusier okono 50 % akruBHOCTH cuiacHaduna. KoHnnentparus
MeTa0oJaNTa B IJa3Me KPOBU 3JI0OPOBBIX JTOOPOBOJNBIEB cocTaBimsuia okono 40 % or
KOHIIEHTpaluu cuineHaduna. N-IeMETHIbHBI MeTaboNUT MOABEpraeTcsl JalbHEHIIeMy
MeTabonu3my; nepuoj noiyBeiBeaeHus (T1/2) cocTaBiseT okoio 4 4acos.

Dnumunayus

O6muii xkmupeHc cunaeHaduia cocraBusier 41 y/gac, a xoHeunwlid Tin - 3-5 gacos. Ilocne
npreMa BHYTPb TakKe KaK TOCJe BHYTPHUBEHHOT'O BBEIEHHUS CHIIEHA(UT BBIBOAUTCS B BHJIC
MeTaboIUTOB, B OCHOBHOM, KHIIEYHHUKOM (okojio 80 % mepopanbHON 1103bI) M, B MEHbIIEH
cTerneHu, noukamu (oxoso 13 % nmepopaiibHOIl 103b1).

JIu"elHoCTh (HEAUMHENHOCTB)

dapmMakoKHHETHKA cUiieHaduIa B peKOMEHIyeMOM JIHana3oHe 103 HOCHUT JIMHEHHBII XapakTep.

Oco0rIe I'pYHOIbI TAaMEHTOB

Iloyeunasn neoocmamounocmo
Y 100poBOJIBIIEB C TMOYEYHOW HEJOCTATOYHOCTBIO JIETKOW M CpEIHEH CTemeHu (KIMPEHC

kpearunuHa (KK) = 30-89 mi/mMuH) dpapmakokuHeTHYECKHE apaMeTphl CHIIAeHa(UIa MpH ero
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OJIHOKPAaTHOM TIpeMe BHYTPb (B f03e 50 mr) He M3MeHAHCE. @B'e?:éﬁg Shsetrts AUCH Coax

N-necmerun-meradbonura MoBeIIAIUCH 10 126 % u 73 % COOTBETCTBEHHO MO CPaBHEHHIO C
NOOpOBOJIBIIAMU TOTO e Bo3pacTa 0e3 HapymeHus (yHkiuu mnodyek. OJHAKO BCIEICTBHUE
3HAYUTENbHON  MEXUHAUBUAYAIbHONW  BapualOelbHOCTH 3TH  pa3jvuus HE  SBISUINCH
CTaTHUCTUYECKH 3HAUYUMBIMH. Y J10OpOBOJIBLIEB C IOYEYHOM HEJIOCTATOYHOCTHIO TSHKEION
crenienu (KK < 30 mu/MuH) KiIupeHC cuiieHaduiIa CHUXKAJICS, YTO MPUBOAMIIO K YBEIMYECHUIO
AUC n Cumax B cpegnem Ha 100 % wu 88 %, COOTBETCTBEHHO, 0 CPAaBHEHUIO C 3THUMU
MOKa3aTeJSIMU y TAIIMEHTOB TOW K€ BO3PAaCTHOM TPYIIBI ¢ HOPMaJIbHOW (DYHKIMEH TOYeK.
Kpome Toro, 3Hauernst AUC u Cmax N-necmermii-merabonurta nosbimanuchk Ha 200 % u 79 %,
COOTBETCTBEHHO.

Ileuenounas nedocmamounocms

VY mamueHToB ¢ nuppo3om medeHu (craauu A u B mo knaccudukanum Yanna-I1si0) kiaupenc
cunneHaduia cHUXKaeTcs, 4To npuBoAuT K nosbitieHHio 3HaueHus AUC (84 %) u Cmax (47 %)
10 CPABHEHUIO C TAKOBBIMHU MOKA3aTeNIMH PH HOPMAIbHON (YHKIIUU MIEYCHH Y MTAllUEHTOB TOU
e BO3pacTHOM rpymnmbel. PapMakOKMHETHKA cujieHapwIa y TMalueHTOB C IEYCHOYHOM
HEJI0OCTaTOYHOCThIO Tspkenor creneHn (craguss C mo kimaccudukanmm Yanna-Ilsro) He
U3y4anach.

Jluya noowcunozo eéospacma

Y 3700poBBIX JOOPOBOJIBIIEB MOKUJIOTO Bo3pacta (65 JerT W crapiie) KIWpPeHC cuiaeHaduia
CHI)KEH, a KOHILIEHTpauus cuifeHauia U aKTUBHOrO N-JeCMeTUI-MeTa0oliuTa B ILIa3Me
npuban3uTenbHO Ha 90 % BbIlle ee ypOBHS Y 3J0POBBIX T0OPOBOJIBIEB MOJIOAOTr0O Bo3pacTta (18-
45 net). BeneacTtBue BO3pAacTHBIX pPa3fMuUMil B CBSA3BIBAHMM IpenapaTa ¢ OelKaMy IUIa3MBI,
COOTBETCTBYIOIIEE MOBBIIMICEHNE KOHIEHTpPAIlMM CBOOOAHOTO cuiieHaduia B IUIa3Me€ KPOBU

npuOIM3UTENBbHO cocTaBisuio 40 %.

Iloxka3zaHus K NPUMEHEHHIO

JlexapcTBeHHbIH npenapar CunaeHadui mokazaH K MPUMEHEHHUIO Y B3POCIHBIX MY)KUUH CTaplie
18 nmer s nmedeHUs SPEKTUIBLHON IUC(YHKIUMH, XapaKTEPU3YIOIICHCS HECTIOCOOHOCTHIO K
JOCTHDKEHUIO  WJIM  COXPAaHEHMIO  OPEKUHH  IOJOBOrO  WIEHA, JOCTaTOYHOM  JJId
YAOBJICTBOPUTCIBHOI'O ITOJIOBOT'O AKTA.

Cunnenaduin 3pPpeKTUBEH TOIBKO MPU CEKCYAIbHON CTUMYIISALINY.

IIporuBonokazanus
['unepuyBCTBUTENBHOCTD K CHIIACHA(WITY U/UIIH K JPYTUM KOMIIOHEHTaM Ipernapara.

HpI/IMeHeHI/Ie Yy NalMCHTOB, MOJyYaromuXx IMOCTOAHHO HJIM C MEPCPbIBAMU HOHATOPHLI OKCHIA
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YCUJIMBAET TUIOTEH3UBHOE JeiicTBUE HHUTPATOB (CM. pasnen «BzauMonelcTBHE C APYyTrUMH
JICKapCTBEHHBIMU CPEICTBAMMY).

CoBMecTHOE NpUMEHEHHEe WHTHOWUTOpOB crnernupuueckon DJ[D-5, Bkimtouas cungeHadui, co
CTUMYJISITOpAaMH T'YaHWJIATLIMKIIA3bl, TAKUMU KaK PUOLIMIYaT, TaK KaK 3TO MOXKET MPUBOAUTH K
CHUMIITOMAaTUYECKON TUIIOTCH3UH.

bezonacnocts u 3¢ dexkTuBHOCTH cuipeHadUIa MPH COBMECTHOM NPUMEHEHHU C APYTHMH
CpPEeICTBAMHU JIEYCHHS HApYyIIEHUH OSpEeKIMH HE U3ydalucCh, I03TOMY OJHOBPEMEHHOE
MpUMEHEHHUE MTO00HBIX KOMOWHAINI HE peKOMeHIyeTcs (cM. pasnen «Ocolble yKazaHus ).
HenepeHocumocTh  ramaktosel, JAeQUUIUT  JaKTa3pl  JIOMapei,  TJIIOKO30-TaJlakKTO3HAs
MaTbabCcopOITHs.

[TeuyeHouHast HEMOCTATOYHOCTH TsDKeou crenenn (kinace C no knaccudukanun Yaitna-I1s10).
OIIHOBpEMEHHBIN MPUEM PUTOHABHUPA.

[Ipemapar He cieAyeT NPUMEHATh Yy MYXKUYUH, KOTOPbIM HE PEKOMEHAYETCs CeKCyajbHas
aKTUBHOCTH (HampuMep, y MAalUEHTOB C TSHKEIBIMH CEepACYHO-COCYIUCTHIMH 3a00JIeBaHHUSIMH,
TaKUMHM Kak HeCTaOWIbHas CTEHOKapIus WM XpOHMYECKas cepjaeyHas HeA0CTaTOYHOCThb
TSDKEJION CTETICHM ).

[lepenecenHble B TedeHUE TMOCIHEIHUX 6 MecsleB WHGApPKT MHOKapaa WIM HHCYJBT,
KHU3HEYTPOXKAIOIINE apUTMUHU, apTepuUaibHas TUNOTEH3US (apTepUalbHOE J[aBJICHHUE MeEHee
90/50 MM prT. CT.) WIW apTepuagbHas TUNEPTCH3US — apTepuaIbHOE JaBlieHHWe OoJee
170/100 mm pT. CT.).

VY DnanueHToB C JMU30JaMU PA3BUTHS HEAPTEPUUTHOM IEpPEAHEH MIIEMUYECKONW HEHPOIATHH
3pUTENBHOTO HEpBa C TOTEped 3peHUs B OJHOM TJja3y, HE3aBHCUMO OT TOTO OBbUTM JIU 3TH
AIU30/IbI CBSA3aHBI C IPEABIAYIINM TPUMEHEeHHEeM nHruouTopa ®J12-5.

JlnarHocTupoBaHHbIE HACJIEJCTBEHHBIE 3a00J€BaHHUS CETYATKH, B TOM YHCJIE MUTMEHTHBIN
petuHUT (cM. pasaen «OcoObie YKa3aHUus»).

1o 3aperucTpupoBaHHOMY MMOKA3aHUIO CHIICHA(UI HE MpeiHa3HAuYeH Il IPUMEHEHUS Y JIeTel
Y MOJPOCTKOB 110 18 Jer.

[To 3aperucTpupoBaHHOMY MOKa3aHUIO cuineHaduI HE MNpeIHa3HayeH Uil MPUMEHEHUS Y

KCHIIIHUH.

C 0CTOPOKHOCTBIO
AHnaroMuueckas nedopmalius mojJoBOro WwieHa (aHTYISIUs, KaBepHO3HBINH PUOpO3 mitn 00JIE3Hb
[lefiponn).

3aboseBaHus, Mpeapacnoaraloye K pa3BUTHIO MpHANU3Ma (CEpIOBHIHO-KIETOUHAS aHEMHUS,
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MHOKCCTBEHHAs MHEToMa, JIeiiko3, Tpombolmremus). “3a067epariia - CoRpoBORIAiecs

KPOBOTECUYEHHUEM.
S13BeHHast 0OJIE3HB Kelly/IKa U JBEHAAIATUIIEPCTHON KUIIIKU B CTaIUU O0OCTPEHHUS.

[leyeHOYHAast HEAOCTATOYHOCTD JIETKOM M CPEAHEN CTEIIEHU TAKECTH.

[Toueunas HemoctatouHOCTh Tskenon crenenu (KK menee 30 mi/mun).

Y nmanueHToB € SMU300M Pa3BUTHA IEpeIHEN HEApTEPUMTHOM HIIEMUYECKOM HEHpONaThH
3pUTENBHOIO HEPBA B aHAMHE3E.

OnHOBpEMEHHBIN MpHUeM 0JI0KATOPOB O-aIPEHOPEIICTITOPOB.

IIpumeHeHnne npu 0epeMEHHOCTH M B IIEPHO/L I'PYAHOI0 BCKAPMJIUBAHUSA

1o 3aperucTpupoBaHHOMY IIOKa3aHUIO IIPENapaT He IPEAHA3HAYCH I IPUMEHEHHUs Y JKCHILMH.

Cnoco0d npuMeHeHHs M 103bI
BnyTps.

B3pocible nanmedTsl

Pexomenmyemast 103a 1ij1s1 OOJBIIMHCTBA B3POCIIBIX MAIMEHTOB cocTaBisieT SO M mpuMepHo 3a 1
yac 10 cekcyajabHOW akTHUBHOCTU. C yueToM 3((PEeKTUBHOCTH M MEPEHOCHUMOCTH 7032 MOXKET
ObITh yBenmueHa 1m0 100 Mr wiam cHWXeHa a0 25 Mr. MakcumallbHas peKoMeHAyemas J103a
cocraBiseT 100 mr. MakcumMasnbHas peKoMeHAyeMasi KpaTHOCTh IPUMEHEHUS - 1 pa3 B CyTKH.
Bpemss Hauana mnposiBieHHs aKTHUBHOCTH JIEKapcTBEHHOro mnpenapara CungeHaduia MOXKET
YBEJIMYUBATHCSA NpPHU TNpUEME C MHIIEH O CpaBHEHUIO C NPHUEMOM HaTomak (cM. paszen
«DapMaKOKUHETHUKAY).

Oco0ble rpyInel NalKMEHTOB

Iayuenmul nodccunoco 6o3pacma

Pexomennayemas HadanbHas 103a npemnapara CunaeHadui sl MallUeHTOB B BO3pacTe OT 65 et
u crapme - 25 mr. YuuteiBag 3QQGEKTUBHOCTh M MEPEHOCHMOCTh HAYallbHOW J03bI, MpU
HE00XO0IMMOCTH BO3MOXKHO IOIIAroBoe yBeiarueHue 10361 10 S0 mr unu 100 mr.

Ilayuenmul ¢ Hapywenuem QyHKyuu novex

[Ipyn mouevHOM HeAOCTaTOYHOCTH Jerkod W cpemHed creneHu Tsokectn (KK 30-89 mu/mun)
KOPPEKTHPOBKa 03I HE TpeOyeTcsi, MpU IOYEYHOH HEJTOCTaTOYHOCTH TSKEJIOW CTENeHU
(KK < 30 mn/muH) - HavanbHas no3a npernapara CunjgeHaduia TODKHA COCTABIATH 25 M.
Ucxons n3 3¢ (HEKTUBHOCTH M TIEPEHOCUMOCTH TIpemnapara, mpu HEoOXOJAMMOCTH, 7032 MOXKET
OBITH MOATanHO yBenuyeHa A0 50 mr u g0 100 mr.

THayuenmoi ¢ HapywieHuem QYHKYuU neveHu

[TockonbKy BbIBEZCHHME cuiieHadWIa HapyIIaeTCsl y MAIMEHTOB C IMOBPEXKICHHEM IEUCHH
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25 wmr. Ucxonst u3 3pPeKTUBHOCTH U MEPEHOCHMOCTH Ipernaparta, Ipu HEeOOXOIUMOCTH, 1032
MOXeT OBITh ModTanHoO yBenuueHa 10 50 mr u 10 100 mr.
Cosmecmmnoe npumenenue ¢ Opyeumu 1eKapcmeeHHbIMU CPeOCmeamu
3a UCKIIOUYEHHEM DPHUTOHABHpA, KOTOPBII HE PEKOMEH]IYeTCs NPUHUMATh OJHOBPEMEHHO C
cungeHaduiaom (cM. paszaen «Ocolble yKazaHHs»), y MAUEHTOB, IPUHUMAIOIINX OJHOBPEMEHHO
unruouropel CYP3A4, crnemyer paccMOTpeTb BO3MOXKHOCTh IPUMEHEHHUS IIpernapara B
HadaJlbHOM 03¢ 25 Mr (cM. pasgen «B3aummopmeicTBue ¢ JIPYyrdMH  JICKAPCTBEHHBIMHU
CpeICcTBaMm»).
UroObl CBECTH K MHUHUMYMY DPHUCK DPa3BUTHS OPTOCTATUYECKONW THMIOTEH3WH Y MAalUEHTOB,
IPUHUMAIOIIUX 0-aIpeHO0I0KaTOPHI, TpueM npenapara CusneHapul cieayeT HAYMHATh TOIBKO
nociae JAOCTHKEHMs cTaOwiu3alMd TEeMOJUMHAMUKHM Yy OJTUX mnanueHtoB. Crenyer Takke
paccMOTpeTh L1eNeco00pa3HOCTh CHUKEHHS HadyalbHOM 1036l CUIAeHadUIIa.

eTu

[Tpumenenne npenapara CungeHadui He TOKa3aHo y JeTel U MOAPOCTKOB 110 18 ser.

ITo0ouyHOE nelicTBUE

[Ipopuns Oe3omacHocTH cunaeHaguna Oa3upyercs Ha JaHHBIX, IOJy4eHHBIX OT 9570
NaIMEeHTOB, KOTOpBIC MONy4yalu JaHHBIM mpenapaTr B Xoje 74-x ABOWHBIX CIIENBIX IuTanedo-
KOHTPOJMPYEMBIX KIMHUYECKUX HCCIeoBaHui. Yarie Bcero y MaluMeHTOB, MPUHHUMABIINX
cuigeHaduI B XO/€ KIMHHUYECKUX HCCIEOBAaHUH, PErHCTPUPOBAINCH TaKUE HEKENaTEIbHBIC
peakiuu Kak TOJIOBHasg Oo0Jib, THIEpPeMUs KOXH, JHUCIEINCHs, 3aJI0)KEHHOCTh HOCa,
TOJIOBOKPY)KEHHE, TOLIHOTA, NPWIMBBI, 3pUTEIbHBIC HAPYIICHHs, IIUAHOICHS U HapylleHHUE
BOCIIPHSITHS I[BETA.

WHpopmanuss 0  HEXKENATeNbHBIX  pEaKIUsAX,  3apETUCTPUPOBAHHBIX B paMKax
MOCTPErHCTPALIMOHHOTO HaOMoeH!sI, coOupanack Ha nporsokeHuu > 10 jer. ITockonbky
JIepKATENI0 PETUCTPAIIMOHHOTO YAOCTOBEPEHHUSI COOOINATOCh HE 000 BCEX HEeXenaTelbHBIX
peaKImsIX, W, COOTBETCTBEHHO, HE BCE HEKENATENbHBIC pPEaKIWu OBbLIM BKIIOYCHBI B 0azy
JAHHBIX TI0 0€30IaCHOCTH, TO HEJb3s1 JOCTOBEPHO ONPEACIUTh YaCTOTY JAaHHBIX PEaKIINH.

[lo manneiM BcemmpHol opranmzanmu 3apaBooxpanenHus (BO3) nexenatenbHble 3((EKTHI
KJIacCU(UIIMPOBAHbl B COOTBETCTBUU C MX YaCTOTOM pPa3BUTHUS CIEIYIOIIUM OOpa3oOM: OyeHb
yacmo (> 1/10); uacmo (> 1/100 no < 1/10); newacmo (= 1/1000 no < 1/100); peoxo (= 1/10000
no < 1/1000); ouens peoxo (< 1/10000); yacmoma neuzeecmua (He MOXKET OBITH OIICHEHA HA

OCHOBE UMEIOIIUXCS JaHHBIX).
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Hngpexyuu u uneazuu

Heuacmo: puHuUT.

Hapywenus co cmoponvl ummyHnnot cucmemol

Heuacmo. TUIIEPYYBCTBUTEIBHOCTD.

Hapywenus co cmopoHbl HepsHOU cucmembl

Ouenb yacmo: ronoBHas 00Jb;

Yacmo: TONOBOKPYKEHHUE;

Heuacmo. COHITUBOCTD, TUTIECTE3HS;

Peoxo: octpoe HapyIlIeHHE MO3TOBOTO KPOBOOOpAIICHHS, TPAaH3UTOPHAS HIIEMHYECKAs aTaka,
cynoporu*®, peruans cyaopor*, oOMOpoxK.

Hapywenus co cmoponwvl opeana 3penus

Yacmo: HapylIeHNE BOCIIPHUATHS 1BeTa™*, HapyIIeHne 3peHus, HEYeTKOCTh 3pEHHS,;

Heuacmo: wapymienusi ciie3o0TaeneHus***, 6oxp B obmactu 1aza, ¢orododus, doromcus,
TUTEPEMUs TJ1a3, U3MEHEHHUE IPKOCTU CBETOBOCIPUSITHSI, KOHBIOHKTHUBHT;

Peoko: HeapTepuuTHAs TIEpPEHs UIIEMHUYECKas HEHpoOmaTHs 3pUTEIBHOTO HepBa*, OKKIIO3US
COCYIIOB CETYATKHU™, KPOBOMBIUSHHUE B CETUATKY IJ1a3a, apTEPUOCKICPOTHYECKAsT PETUHOIATHS,
MOpaKEHUE CETYATKH, TIIayKoMma, Ae(eKT Mo 3peHus], JUILIONHUs, CHUKEHUE OCTPOTHI 3PCHHS,
MUOIIHSI, ACTEHOIMS, IJIABAIONINE IMOMYTHEHUS CTEKJIOBHIHOTO Tella, MOPAKECHHE PaayKHOU
000JI0YKH, MHUIpUA3, HAIUYUE B TOJIE 3PEHUS PaIyKHBIX KPYTOB BOKPYT HCTOYHHUKOB CBETA,
OTEK TJla3a, MPHITYXJIOCTh TJla3a, HapyIIEHHE CO CTOPOHBI OpraHa 3pEHUs, THIICPEMUs
KOHBIOHKTHBBI, pa3/ipakeHUE TIJia3a, HEOOBIYHOE OINYIIECHHE B TJa3y, OTEK BEK, W3MEHEHHE
I[BETA CKJICPHI.

Hapywenus co cmoponul opeana ciyxa u aabupunma

Heuacmo. BepTHTO, IIIyM B yIIax;

Peoko: rnyxora.

Hapywenus co cmoponwl cepoya

Heyacmo: Taxyukapaus, OulymieHue cepareOneHus;

Peoko: BHe3amHas KOpoHapHas CMepTh*, WH(APKT MHOKapaa, KEITyAOUKOBas apuUTMUI™,
GbuOpHILTALINS PECEPANiA, HECTaOUIbHAS CTEHOKAP/IHS.

Hapywenus co cmoponwl cocyoog

Yacmo: runiepeMus KOXKH, PUIUBHI;

Heuacmo: aptepuanbHasi THIIEPTCH3HS, apTepUAIbHAS THIIOTECH3USI.

Hapywenus co cmopoHbl 0bixamenbHOU CUCTeMbl, OP2AH08 2PYOHOU KIEMKU U CPeOOCHeHUs
Yacmo: 3al10KEHHOCTH HOCA;

Heuacmo: HOCOBOE KPOBOTCYCHHUC, 3AJIO’KCHHOCTD IMPUAATOYHBIX MMAa3yX HOCA;



COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 06.08.2024 N= 16155

Peoxo: 4yBCTBO CTeCHEHHS B ToOpJie, OTEK GHHSHCTHEIIZI&-(Lge‘-L&%'&J@aE’H/ICII:IJC%.,I:]A‘C%I)CTB

CJIM3UCTON 00OJIOYKH MOJIOCTH HOCA.

Kenyoouno-kuuieunvie HapyuleHus

Yacmo: TOIHOTA, JUCTIETICUS;

Heuacmo: ractpossodareanbHas pedarokcHas 00Je3Hb, pBOTa, O0JIh B BEPXHEH YacTH KUBOTA,
CyXOCTb BO PTY;

Peoko: runecte3ns CIM3UCTON 000JI0YKU TOJIOCTH PTA.

Hapywenus co cmoponvl Kodtcu u NOOKOINCHBIX MKAHeL

Heuacmo: cwimb;

Peoko: Cunppom Crupenca-Jlxoncona (CCJ])*, TOKcHYeCKHil STUACPMAIBHBIA HEKPOIH3
(TOH)*.

Hapywenus co cmoponul mblueunotl, ckeiemHou u cOeOUHUMeNbHOU MKAHU

Heuacmo: Muanrus, 6071b B KOHEUHOCTSIX.

Hapywenus co cmopoHuvl nouex u Mouesvbi800auWux nymetl

Heuacmo: remarypusi.

Hapywenus co cmoponsl penpodykmusHoU cucmemsl U MOIOYHbBLX Jicelle3

Peoxo: xpoBoTeUueHHE 13 MOJIOBOTO YieHA, MPUAMU3M™*, TeMaTOCIIEpMUs, ATUTEIbHAS SPEKIIHS.
Obwue napyuwenus u peakyuu 6 mecme 68e0eHuUs.

Heyacmo: 601k B TPYIHOH KJIETKE, MOBBIIICHHAS YTOMIISIEMOCTb, OIIYIIICHUE Kapa;

Peoxo: pa3apaxuTenbHOCTD.

Jlabopamophvie u uncmpymenmanvHvle OaHHbIE

Heuacmo: Taxuxkapaus.

* 3ap€1"I/ICTpI/Ip0BaHO TOJIBKO B X0J1€ IMOCTPETUCTPALIUOHHOT O H36HIOZ[CHI/I}I.

** HapymeHHe BOCIIpUATHSA LIBETA: XJIOPOIICUSA, XPOMATOIICHA, TUAHOIICHUA, SPUTPOIICHUA U KCAHTOIICUS.
*H* HapymeHI/m CJIC300TACIICHUA: CYXOCTb TJIa3, HApPYHMICHUC CJIC300TACIICHUA W TOBBLIIICHHOC

CJIC300TACIICHUC.

Ilepeno3upoBka

CuMITOMBI

[Ipu omHOKpaTtHOM mpueme cuiaeHadmia B no3e 10 800 Mr HexenareiabHbIe PeaKkIuu ObUIH
TaKMMHU K€, KaK U Mpu npueme cuiaeHaduna B 6ojee HU3KUX J03aX, HO BCTPEYAJIHUCh Yallle.
[Tpumenenne mo3b1 200 Mr He MPUBOAWIO K TMOBBIMICHHIO d()PEKTUBHOCTH, OJHAKO, YacTOTa
HEKENaTeNIbHBIX peakiuii (TojIoBHAs O0OJNb, «IPUJIMBBDY, TOJIOBOKPYKEHHUE, IUCIICTICUS,

3aJI0’)KEHHOCTh HOCA, HApYILIEHUE 3pEHUSI) YBETUUMBAJIaCh.
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Jleuenne cumnToMaTHueckoe. ['emonuanu3 He YCKOpsSeT KIMPEHC cuiaeHaduia, Tak Kak

HOCJ’IGI[HI/Iﬁ aKTHUBHO CBSI3LIBAETCS C O€IKaMU ILTA3MBI H HE BBIBOJUTCA ITIOYKaAMMU.

B3aumopneiicTBHe ¢ APYTUMH J1eKAPCTBEHHBIMH CPeACTBAMH

BimsgHue apyrux JeKapcTBEHHBIX MpenapaToB Ha d)aDMaKOKI/IHeTI/IKV CI/IJI,Z[GHad)I/IJIa

Hccneoosanus in vitro

Metabonu3m cunaeHaduia TPOUCXOJUT B OCHOBHOM TIOJ JACHCTBHEM HM30()hEPMEHTOB
nuroxpoma CYP3A4 (ocroBHO#M myTh) 1 CYP2C9, mosToMy HHTHOUTOPHI TUX M30(hEPMEHTOB
MOTYT YMEHBIIUTh KIUPEHC CUiieHaduIa, a UHAYKTOPHI, COOTBETCTBEHHO, YBETUYHUTH KIUPEHC
cueHaguna.

Hccneoosanus in vivo

[TonynauuoHHBI  (DApMAKOKMHETUYECKHA aHAW3 JaHHBIX KJIMHHUYECKUX HCCIICOBAHUN
IPOIEMOHCTPUPOBAJT CHIKEHHME KIMpPEHCa CuiieHaduiIa MpH OJHOBPEMEHHOM IpPUMEHEHHU
uHrnoutopoB CYP3A4 (Takmx Kak KEeTOKOHA30Jl, SpUTPOMHILIMH, TuMeTuauH). HecMoTps Ha ToO,
YTO TPU OJHOBPEMEHHOM TIpUMEHEHWW cuiaeHaduna u uHruouropo CYP3A4 He
HAOJII0/IaIOCh POCTAa YaCTOThl HEXKENATelIbHBIX SBJIEHUH, CIIEIyeT pPacCMOTPETh BOIPOC O
IPUMEHEHUN IIpenapaTa B Ha4aJlbHOM 103€ 25 MT.

OpnoBpemeHHOe mpuMeHeHHne cuiaeHaduna (B mo3e 100 Mr oIHOKpaTHO) W PUTOHABHPA
(mo 500 mr 2 paza/cyt), uaruouropa nporeassl BUY u cunpHOTO MHrHOMTOpa nnuroxpoma P450,
Ha (OHE MOCTHXKEHUS TOCTOSHHON KOHIIEHTpAallMd pPHUTOHABUpPAa B KPOBH, NPUBOAMIO K
yBenmuueHUI0 Chax criineHadmna Ha 300 % (B 4 paza) u AUC na 1000 % (B 11 pa3). Uepes 24
yaca KOHIIEHTpalus cuineHaduia B IJIa3Me KpOBH coxpaHsuiack Ha ypoBHe 200 HI/mi mo
CPaBHEHHMIO C 5 HI/MJI TOClie OJHOKPAaTHOIO MPUMEHEHHUs OIHOro cuiaeHaduma. ITo
corjiacyeTcsi C BbIpaXEHHBIM BIIMSHUEM PUTOHABHpA Ha IEJNbII psJl MPEnapaToB, SBISIOMIMXCS
cyocrparamu 1mutoxpoma P450. Cwnnenadun He okasbiBajl BIMSHHUA Ha (DapMaKOKUHETHKY
putoHaBupa. Ha ocHOBaHUM pe3ynbTaToB (hapMaKOKMHETHUECKUX HCCIIEIOBAHUI COBMECTHOE
MpUMEHEHUE CrIieHauiia 1 pUTOHABUpPa HE peKOMeHayeTcs (cM. pazaen «OcoObie yKa3aHHUs»)
U HU IPU KaKUX OOCTOATENhCTBAX MaKCHMaibHasl J03a cuiaeHaduia He JO0JDKHA MPEBbIIATh
25 mr B TeueHue 48 yacos.

[Ipu onHOBpeMeHHOM NpuMeHeHHH cuiaeHaduna (B no3ze 100 Mr oqHOKpaTHO) M CaKBHHABHpPA
(B moze 1200 mr 3 pasza/cyr), maruoutopa BUY-mporeassr m mHTHOUTOpa H30(epMeHTa
CYP3A4, Ha (oHe OOCTMXKEHHS TOCTOSHHOW KOHIICHTPAIIMM CAaKBUHABHpPAa B KPOBH, Cmax
cungeHaduia B kpoBH nosbimanack Ha 140 %, a AUC ysennuuBanacek Ha 210 %. Cunaenadun

HE OKa3bIBaJ BIMSHUS Ha (apMaKOKMHETHUKY cakBUHaBHpa (cM. pa3znen «Crnocod npuMeHeHUs U
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7n0361»). Boree cumbHble mHrHOHTOPH m3odépmenta l/CYPIEACEknE 1K HetckorAs0n u

UTPAKOHA30J1, MOTYT BBI3BIBATh 00JI€€ BEIPAKEHHBIC H3MEHEHUSI.

OnHokpatHbIi TipueM cuigeHaduna B go3e 100 Mr coBMecTHO ¢ 3puTpomMuunHoM (o 500 mr
2 pa3za B CyTKHM B T€UCHHE 5 THEH), ymepeHHbIM nHruouTopom n3odepmenta CYP3A4, na done
JOCTHKEHUSI MOCTOSIHHOW KOHIIGHTpAIMM 3PUTPOMUIIMHA B KPOBHU, MPHUBOJWI K YBEIMUYEHHUIO
AUC cungenaduna na 182 %. IIpuem azurpomunmna (mo 500 Mr B CyTKu B TeueHHe 3 JHEH)
3I0POBBIMH  MYyXXYMHAMH-T00poBosbilamu  He oka3biBal BAUsSHUS Ha AUC, Cmax, Tmax,
KOHCTaHTY CKOPOCTH 3uMuHanuu u Ty cunneHaduiaa Wid ero OCHOBHOTO HUPKYIUPYIOLIETO
MeTabonura.

Humerunaua (B mo3ze 800 mr), mHruOuTOop mutoxpoma P450 u Hecneuuduueckuid UHTHOUTOP
CYP3A4, npu coBMecTHOM mpueMe ¢ cuiaeHadunom (B 1o3e 50 Mr) mpuBOIWI K MOBBIIICHUIO
KOHIICHTpaIluu cuieHaduiIa B Tuia3Me KpOBHU Y 370POBBIX JOOPOBOJIBIIEB Ha 56 %.
['petindpyToBeIii cOk sBiseTcsl cimabbiM HMHrHOMTOpoM Metabomm3aMa CYP3A4 B creHke
KHIIIEYHUKA ¥ MOKET BBI3BIBATh YMEPEHHOE MOBHIIICHNE YPOBHS CUiIeHauiia B mia3mMe KpoBU.
OpnHOKpaTHBIM TIpHeM aHTauAa (MarHus TUAPOKCHIA/ATIOMHUHHS THAPOKCUAA) HE BIUSI Ha
OMOIOCTYIMHOCTD CUiAcHadUIA.

Hecmotps Ha To, uTO cnenuduyeckue Ucciae0BaHus B3aUMOICHCTBUS cuiieHaduia co BceMu
JEKapCTBEHHBIMU  CpPEJCTBAMU  HE  MPOBOAWIWCH, IO  JaHHBIM  MOMYJISIUOHHOTO
(apMaKOKMHETHYECKOTO aHanu3a (apMaKOKMHETHKA CHIIZIeHaduiaa He MEHsUIach IpPH €ro
OJIHOBPEMEHHOM TPUMEHEHHH C JIEKapCTBEHHBIMU CPEACTBAMM, OTHOCSIIMMHUCA K TpYIIe
uaruouTopoB CYP2C9 (Takumu kak TonOyramu, Bapdapus, GEHUTOUH), TPYIIE HHTHOUTOPOB
CYP2D6 (Takumu Kak CEJeKTHUBHBIE WHTHOMTOpHI OOpaTHOro 3axBara CEpOTOHUHA,
TPUIMKIMYECKAE aHTUACTIPECCAHTHI), TPYIIE THA3HIHBIX W THA3UJOMOAOOHBIX JAHYPETHUKOB,
NEeTJIEBBIX M KajuiicOeperaroomux AUYPETUKOB, MUHTHOMTOPOB AHTMOTEH3MHIIPEBPAILAIOIETO
dbepmenTa, OJIOKAaTOPOB KaJbIIMEBBIX KaHAJIOB, AHTAarOHUCTOB [-aapeHOPENENTOPOB WU
uHAyKTOpoB  Metabomusma CYP450 (takumm kak pudamnuiud, OapOutypatsl). B
UCCIICIOBAHUM C YYacTHEM 3J0POBBIX MYXYHUH-TOOPOBOJIBIIEB COBMECTHOE MpPHUMEHEHHE
AHTaroHHWCTA HJOTENMHA 003eHTaHa (KOTOPBIN sBIsIeTCA HHIYKTOpoM u3odepmenTtoB CYP3A4
[ymepernsiM]|, CYP2C9 u, BozmoxHo, CYP2C19) B paBHOBecHOM cocTostHuH (125 mr 1Ba pasa
B CYTKH) U cujieHaduIa B paBHOBECHOM cocTOosHUM (80 Mr Tpu pa3za B CYTKH) MPUBOJIMIO K
camkeHnio AUC u Chax cunnenaduna Ha 62,6 % u 55,4 %, cooTBeTCTBEHHO. MOXHO OXHUAATh,
YTO OJHOBPEMEHHOE MPUMEHEHHE CUIbHBIX MHAYKTOpOoB CYP3A4, Takux Kak pudaMImivH,
BBI30BET 0o0jiee BBIPAKEHHOE CHIDKEHHWE KOHLIEHTpAallMU CcuijeHaguia B IJ1a3Me KpPOBH.
Hukopannun o6namgaer CBONCTBAMH aKTHBAaTOPa KAIHMEBBIX KaHAJIOB M HUTPATOMOJOOHBIM

neiicrBueM. braromaps HUTpaTHOMY KOMIIOHEHTY JAHHBIN IMpernapar MOTEHUUAIBHO CHOCOOEH
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BCTYIATh B KIMHUYECKH 3HAYNMOE B3aUMOJICHCEBHE C cﬂiﬂhéﬁaﬂﬁﬂfoﬁ-‘:ﬂTEan OCTe 0007)

Bimsgaue CI/IJI,Z[GHad)I/IJIa Ha ApYTUC JICKaApCTBEHHBIC CPEACTBA

Uccneoosanus in vitro

Cunnenadu sBisiercst cimabbiM nHruOUTOpOoM n3odepmentoB 1A2, 2C9, 2C19, 2D6, 2E1 u 3A4
(IC50 > 150 mxM) nuroxpoma P450. I1pu npueme cunaeHadpuaa B peKOMEHAYEMBIX J103aX €ro
Cinax COCTaBISIET OKOJIO 1 MKMOJIb, TTIO3TOMY MAaJIOBEPOSTHO, YTO CHIIIEHA(UIT MOXKET TOBIUAThH
Ha KJIMPEHC CyOCTPaTOB TaHHBIX U30(EPMEHTOB.

CBeneHuss O  B3aUMOJEHCTBUM  cWijeHaduiaa W Hecnenuuueckux  HMHTHOUTOPOB
dbochoandcTepaspl, TAKUX KaK TCOPUILTHH U JUMTUPHUIAMOJ, OTCYTCTBYIOT.

Hccneodosanus in vivo

Cornacysich ¢ u3BeCTHBIM d3(dexktom Ha curHanbHbli Kackan NO/uUI'M® (cm. pazgen
«DapmakoIMHAMUKa»), OBLIO IPOJAEMOHCTPUPOBAHO, UTO CuiaeHAdUI MOTEHLUUPYET
TUIOTEH3UBHOE JIEHCTBUE HUTPATOB, B CBSI3U C YeM, MPUMEHEHHUE JIOHATOPOB OKCHJIa a30Ta WU
HUTPATOB B JIO0OH (opMe COBMECTHO C CHIIJCHA(UIOM NPOTUBOMOKA3aHO (CM. pasfeln
«[IpoTHBOIIOKa3aHUS).

Puonuryar: JIOKIMHUYECKHE HCCIEIOBaHUS IOKa3ajly JIOMOJHUTENbHBIH 3(P(GEeKT CHIKEHUs
CHUCTEMHOI'0 apTepUaibHOrO JaBJICHHUS NpPU OAHOBPEMEHHOM HCIIOJIIb30BAHUM HHTUOUTOPOB
®J[5-5 u puouuryara. B KIMHMYECKMX MCCIEAOBAHUSAX PUOLMIYaT IIOKa3ajdl YCUIIEHHE
TUIOTEH3UBHOTO 3¢dekta uHruoutopoB @OJ13-5. OTCyTCTBYIOT AaHHBIE OJArONPHUATHOTO
KIuHU4Yeckoro a¢¢exkra JAaHHOM KOMOWMHAIMU B  TMONYJISIUOHHBIX  HCCIIEIOBaHUSIX.
OnHOBpeMEHHOE TPUMEHEHHE puonuryata u uHruoutopoB ®J[D-5, Bimtouas cuiaeHadum,
npoTuBOMNoOKa3aHo (cM. pasznen «lIporuBonokazanwus»). COBMeCTHOE IPUMEHEHUE cUiicHadia
U 0-2IpEHOOIOKATOPOB MOXET MPHUBECTH K PA3BUTHUIO CHMITOMATHYECKONW THUIMOTECH3UH Y
OTJIENbHBIX MPEAPACIOIOKEHHBIX MalMeHTOB. Pa3BUTHE JAHHOTO COCTOSIHHMSI BEPOSITHEE BCETO
MOXXET HaOJI0MaThCcsl B TeYeHUE 4 4YacoB IMOcje mpuema J03bl cuijaeHadwia (CM. pa3iaenbl
«Cnoco6 mnpumeHenus u J03bl» U «OcoOble ykazaHus»). B Xxome Tpex wucciaenoBaHun
CrenupuIecKoro B3aUMOJCUCTBUS MEXKIYy JIEKAPCTBEHHBIMU CPEACTBAMH TAIMCHTaM C
TOOpOKauYeCTBEHHON rurepriazuei  mpencrarenbHoit  skenesbl (AI'TDK) B crabuiapHOM
cocTOSSHUM Ha (OHE mpHUeMa JIO0KCa303MHA OJHOBPEMEHHO Ha3Hayaycs 0-aJIpeHOo0I0KaTop
nokca303uH (B go3e 4 mr u 8§ mr) u cwineHadun (B moze 25, 50 u 100 mr). Y manueHToB,
BKIIIOUCHHBIX B JJAHHBIC MCCIIEOBAHMS, OBLIO OTMEUYEHO CpeHee IOMOJHHUTEIHLHOE CHIDKCHUE
apTepUaIILHOTO JIaBJICHUS B MOJIOKEHUU JieXka Ha 7/7 MM PT. CT., 9/5 MM pT. cT. 1 8/4 MM pT. CT.,
U CpEJIHEE CHIIKEHHE apTepUAbHOTO JMABJICHUS B MOJIOKEHUU CTOsI HA 6/6 MM pT. cT., 11/4 Mmm
pT. CT. ¥ 4/5 MM PT. CT., COOTBETCTBEHHO. [Ipy 0THOBpEMEHHOM NMPUMEHEHUH CUiieHaduIa 1

JAOKCa303rMHa Yy IAlUMCHTOB B CTaOMIBHOM COCTOSIHUM Ha q)OHe IMPUMCHCHUA JOKCAa303HWHa
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COOOIEHUS O Pa3BUTHH CUMITOMATHYECKON obTocTaTHdeC KO- FHH O eI Obr ! HeddeTBIMIL.

OTU cOOOLIEHHsST BKIIOYAIM CIIy4ad TOJOBOKPYKEHUS M MPeAOoOMOPOYHOrO COCTOSHHUs 0e3
cunkone. Ilpu3HakoB 3HauMMOro B3amMojeicTBust cuwineHapuna (B go3e 50 wr) c
tonOyramugoMm (B no3e 250 mr) mnm BapdapuHom (B moze 40 Mr) - mpemaparaMu, KOTOPBIC
metabonuzupyrorcst CYP2C9, BoisiBIIeHO HE OBLIO.

Cunnenapun (B no3e 50 Mr) He NOTEHUMPOBAN YBEIUYEHHE BPEMEHU KPOBOTECUCHMS,
BBI3BIBAEMOT0 alleTHUJICATIUIIMIIOBOM KHUCIOTOH (B 03¢ 150 mr).

Cunnenadw (B 1o3e 50 Mr) He MOTEHIUPOBAT THIOTEH3UBHOE JIEUCTBHUE ATKOTOJS Y 30POBBIX
T0OPOBOJIBIIEB MPU MAaKCUMAIBHOM YPOBHE 3TaHOJIA B KPOBU B cpeiHeM 80 mr/ .

Y mnauuMeHTOB, NPUMEHSBIIMX CcuigeHaduia, He ObUI0 OTMEYEHO OTIMYUil mpodus
0€30IaCHOCTH TI0 CPaBHEHHUIO C IUIane00 Ipu OJHOBPEMEHHOM IMPHMEHEHHHM TAaKHX KIJIACCOB
TUIOTEH3UBHBIX JIEKAPCTBEHHBIX CPEICTB, KaK IUYPETUKH, OJOKATOpHI [-aApeHOpenenTopoB,
uHruouTopel AIID, aHTaroHWCTH pPENENnTOpPOB aHTHOTeH3WHA I, TUIIOTEH3WBHBIE MpenapaThl
(BazomuuaTaTopbl W Tpenaparbl IEHTPAIBHOTO JCHCTBHsI), OJIOKATOPHI aapPEHEPTHUECKUX
penenTopoB, OJIOKATOPHl KANBIMEBBIX KAHAIOB M OJOKAaTOPBI 0O-aJipeHOperenTopoB. B
CHEIHAIbHOM KJIMHUYECKOM HCCIIEJOBAaHUM, HAIIPaBICHHOM Ha H3yY€HHUE JIEeKapCTBEHHBIX
B3aUMOJICCTBUM, NMPU COBMECTHOM NpuMeHeHuu cuiiaeHaduna (100 mr) m ammogumnuHa y
MAIUEHTOB C apTEePUAILHON THMEepTeH3ueld OBbLJI0 OTMEYECHO OTOJHUTEILHOE CHIDKCHHE
CUCTOJIMYECKOTO apTepUANBHOTO JAaBJICHHUS B TOJOXCHUM IMAIMEHTa JIieKa HA 8 MM PT. CT.
CooTBeTcTBYyIOLIEE CHUKEHHE JUACTOIMUYECKOr0 apTEePUaIbHOTO JaBJICHUSI COCTaBUIIO 7 MM PT.
ct. [lo BenuynMHe STH [OMOJHUTENBHBIE CHIDKEHHUS apTEPUAIBHOTO JaBlieHUs Obuin
COMOCTaBUMBI C TaKOBBIMHU, HAOJIIOJAEMBIMU B TpPYIE 3J0POBBIX JTOOPOBOMIBIEB TMpHU
MPUMEHEHUHU TONBKO cruieHaduia (cM. pazaen «DapmMakoInHAMUKAY).

Cunnenadwr (B mo3e 100 Mr) He Oka3bIBa BIUSHHS Ha (hapMaKOKHHETHKY WHruOMTOpoB BUY-
MpoTeas3bl, CAKBMHABUPA M PUTOHABUpA, SBISIONIMXCS cyoctparamu uzodepmenta CYP3A4, B
PaBHOBECHOM COCTOSIHUH.

Cunnenagun B paBHOBECHOM cocTostHuM (80 Mr TpH pas3a B CyTKH) BbI3bIBal yBennueHne AUC
6o3enrana (125 mr nBa pa3a B cyTku) Ha 49,8 % U Cnax Ha 42 % y 310pOBBIX 10OpPOBOJIBIEB

MYXCKOTO IT10J1a.

Oco0ble ykazanus
JIns IMarHOCTUKM HapyUICHUH SPEKIMH, ONpENeJeHHS WX BO3MOXKHBIX NPHYMH M BBIOOpA
aJIeKBaTHOTO JICYCHUS HEOOXOAMMO coOpaTh MONHBIM METUIMHCKHA aHAMHE3 M IPOBECTH

THIaTenbHOE (PU3MKaTbHOE 00CIIeIOBAHHE.
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DakTOpEI PUCKA CEPIEYHO-COCYIUCTEIX 3a00IeBaHni

CekcyanbHasi aKTUBHOCTh NPEICTABISIET ONPEICNCHHBI PUCK NpH HaTU4uK 3a00JeBaHHUN
cepAla, Mo3TOMY Iepesl HayaloM JIF00OH Teparuy Mo MOBOAY HapYIIEHUH SPEKIIUN Bpad MOXKET
IOCYUTATh HY>KHBIM IIPOBECTU 00CIJI€ZIOBAHUE CEPJICUHO-COCYAUCTON CUCTEMBI TAIIUEHTA.
Cunnenagui oka3plBaeT BazoAMIATHUpYIOLlee JeiicTBHE, NpUBOAALIEe K HEOOJbIIOMY
TPAH3UTOPHOMY CHIDKEHHIO apTepHaibHOro naBieHus (cMm. pasnen «®DapmakomuHamukay). [o
Ha3zHaueHUs cuiieHaduia Bpad JOJDKEH TINATEFHO OIICHUTh PUCK BO3MOXHBIX HEXeTaTelbHbBIX
IPOSBICHUN  BAa30JWIATHPYIOIIErO  JEUCTBUA Yy MALMEHTOB C  COOTBETCTBYIOIIUMU
3a00J1eBaHUsAMH, OCOOCHHO Ha (DOHE CEeKCyaabHOM aKTUBHOCTH. [10BBIIIEHHAs] BOCIPUUMUYNBOCTh
K BazojAujIaTaTopaM HaOIIOJaeTcsl y MalMeHTOB C 3aTPYJHEHUEM OTTOKA U3 JIEBOTO JKEJIyI0UKa
(HampuMep, TPU CTEHO3€ aopThl, TUNEPTPOPUUECKON OOCTPYKTHBHON KapAHOMHOIATHH), a
TaKXKe C PEIKO BCTPEYAIOIIUMCS CHHAPOMOM MHOXXECTBEHHOH CHCTEMHOH arpoduu,
IPOSBIIAIOIUMCS TSDKEJIBIM HapyIIEHUEM PEryjsiud apTepUAIbHOIO NaBIEHUS CO CTOPOHBI
BEre€TaTUBHOU HEPBHOM CUCTEMBI.

Cunnenadun ycuiinBaeT runoTeH3UBHBIN 3¢hdext HuTpaToB (cM. pasaen «IIpoTuBomoKazaHus»).
B nepuon moctperucTpalluOHHOro HaOMIOJEHUS ObUIM 3apeTUCTPUPOBAHBI CIy4al CEPbE3HBIX
CepAECYHO-COCYTUCTBIX OCIOXKHEHUH (B T.4. HH(pApKTa MUOKAapAa, HECTAOMIbHON CTEHOKapIuH,
BHE3AIIHOM KOPOHApHOM CMEPTH, JKEIYJOYKOBOM ApUTMUH, I'€MOPPArMYeCcKOro HHCYIbTA,
TPaH3UTOPHOW MIIEMUYECKOW aTaku, apTEpUAIbHOM THMIEPTEH3UH M THUIIOTEH3UH), KOTOpBIE
UMEJIU BPEMEHHYIO CBSI3b C IPUMEHEHUEM CUiieHadwIa. bolbIIMHCTBO 3TUX MALMEHTOB, HO HE
BCE U3 HUX, UIMEIH (aKTOPbI pUCKA CEPAECUHO-COCYIUCTHIX OCI0KHEHUNH. MHOTHE U3 yKa3aHHbIX
HE)KEJIaTEeNbHBIX SIBICHUN HaOII0AaIICh BCKOPE MOCIE CeKCYyalTbHOW aKTMBHOCTH, U HEKOTOPHIE
U3 HUX OTMEYAJIUCh Iocie mpueMa cuijieHadguiaa 6e3 nocueayromei ceKcyalbHOW aKTUBHOCTH.
Y CTaHOBUTH HAIMYME NMPSMOU CBSI3U MEXAY AAHHBIMU SIBJICHUSAMHU U yKa3aHHBIMHM WM WHBIMU
(akTOpaMu He NMPECTaBIIAETCS BO3ZMOKHBIM.

[Ipuanusm

[Ipenapatsl 11 JeueHHs SPEKTHIBHONW AUCHYHKINH, B T.4. CHIIZCHA(WI, JODKHBI TPUMEHSATHCS
C OCTOPOXHOCTBIO Y MAIlMEHTOB C aHATOMHUYECKOM Nedopmanyeii moJ0BOro wieHa (HalpuMmep,
AHTYJISNS, KaBEpHO3HBINA (huOpo3 min 6ome3Hp [lelipoHn) Wian y manueHToB ¢ 3a00JICBaHUSIMU,
IIpeIpaclonaralouMMi K pa3BUTHIO NpUanu3Ma (TaKUMHU KaK CEPIOBHMIHO-KJIETOYHAs AHEMUS,
MHO’KECTBEHHAs! MUEJIOMa UJIU JIEUKEMHUS).

B xone nmoctperucTpaiiioOHHOr0 NPUMEHEHUs CHIIeHa(uia IoCTynanu cOOOIIEHUs O Pa3BUTHU
IIPOJIOHTMPOBAHHOW 3PEKLIMU W IpHanusMa. Eciay spekuys JINTCS CBbIMIEe 4 4acoB, NALUCHTY
cieyeT OoOpaTHTbCA 3a HEOTIIOKHOM METUIMHCKOM momomibio. Eciu mpu mpuanusme He

IIPUHATH HEOTJIOKHBIE MEPBI, TO MOXKET IPOU30MTU MOBPEKIACHHUE TKAHEH II0JIOBOTO YICHA U
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HeoOpaTuMas MoTepsi HOTEHIUH.

CoBMecTHOE OPpUMCHCHHUE C JPYIUMH I/IHI‘I/I6I/ITODaMI/I (I)I[3-5 WKW JPYTUMH MCTOAaMU JICUCHUA

SPEKTUIBHOU AUCHVHKIIUU

be3onacHocTh U 3 dexkTHBHOCTD cwiiaeHadwIa Mpyu MPUMEHEHHH B KOMOWHAIIMU C JIPYTUMHU
uHruouTopamu DJ[3-5 wnm apyrumMu mpemapataMyd IS JICYCHHS JIETOYHOW apTepHalbHON
THIIEPTEH3UH, COAepKaIMMHU cuiiaeHadun (Hanpumep, PeBanmo), a Takke ApyruMu CpesiCTBaMH
JUIA JICYCHUS DPEKTWIbHOM ITUCPYHKUUU HE HU3YyYAIHUCh, IO3TOMY HCIIOJNBb30BAaHUE TaKUX
KOMOHMHAINN HE pEeKOMEHIYeTCsl.

BinusiHue Ha 3peHue

Bout monmy4yeHBl CIOHTaHHBIE COOONICHUS O CydasX HApYyIIEHUs 3pPEHUS TpPU TpHEMe
cwineHapuna u apyrux wuHruoutopoB DJI3-5 (cm. pasmen «I[lobouHoe nelicTBue»). B
CIIOHTAHHBIX COOOIIEHUIX U HAOII0aTeIbHOM UCCIIEIOBAHUM ObUIM OTMEUEHBI CIydau PelKoro
3a00/IeBaHUs - HEAPTEPUUTHOW TEpEeIHEH HINeMHYECKOW HEHpOINaThu 3PHUTEIBHOTO HEpBa,
KOTOpbIE UMENHU CBS3b C MpHUEMOM cuiieHadmna u Apyrux UHruoutopoB ®JD-5 (cm. paszmen
«[Tob6ouHoe neiicTBue»). [lanmeHTOB HEOOXOAWMO MPEAYNPEOUTH O TOM, YTO B Ccllydae
BHE3AIIHOTO HApYILICHHs 3pEHUsl CIEAyeT MPEKpaTUTh MPUEM JIEKapCTBEHHOIO Ipenapara
Cwinenadw 1 HeMeUICHHO 00paTUThCs K Bpady (cM. paszaen «IIpoTuBomoka3anus).

COBMECTHBIN OpUueM C pPUTOHABUPOM

CoBMecTHOE TNpHUMEHEHHE CHieHaduIa M PUTOHABUpPAa HE pEKOMeHayercs (CM. pasfien
«B3aumogeiicTBue ¢ ApyruMH JE€KapCTBEHHBIMU CPEICTBAMUY).

CoOBMECTHBIN OPHUEM C 0-aPEHOOIOKATOpaAMHU

[TockonbKy COBMECTHOE MPUMEHEHHE CHIIZCHAa(UIa U 0-aJpeHOOI0OKaTOPOB MOXKET MPUBECTH K
Pa3BUTHIO CUMITOMAaTUYECKOW TUIIOTEH3UH Y OTIAEIBbHBIX UyBCTBUTENIBHBIX MAlIUEHTOB, CIEAYET
C OCTOPO’KHOCTBIO Ha3HauaTh CHJIZEHa(UI NalMeHTaM, MPUHUMAIOIUM 0-aIpeHOO0I0KATOPHI
(cM. pazgen «B3aumopelcTBUe ¢ APYrMMHU JIEKAPCTBEHHBIMU CpeACTBaMu»). Pa3BuTHe naHHOTO
COCTOSIHUSI BEPOSITHEE BCETO MOXET HaOJII0AaThCs B TE€UEHHE 4 4YacoB MOCJe MpHeMa J103bI
cungeHaduia. C 1enbio MUHUMHU3AIMK PUCKa Pa3BUTHS OPTOCTATUYECKOM TUIIOTEH3UH TEPAIUIO
CHIIZICHa(DUIOM MOYKHO HAYMHATH TOJBKO y TE€MOJMHAMUYECKH CTA0MJIBHBIX MallMEHTOB,
IPUMEHSIOMNX OJ0KaTophl o-afpeHopenentopoB. CienyeT Takke PpacCMOTPETh BOMIPOC O
NpUMEHeHUH cuiieHadwia B HavyajdbHOM n03e 25 mr (cMm. pazzpen «Cnoco0 MpUMEHEHUus u
n0361»). Kpome Toro, Bpauam HeoOXx01uMo HH(GOPMUPOBATH NAIIMIEHTOB O TOM, Kakue JIeHCTBUA
ClIeAlyeT NPEeNIPUHATh B CIydae NOABICHHUS] CHMITOMOB OPTOCTaTUYECKON THIIOTEH3UH.

BansgHue Ha CBEpTHIBAEMOCTEh KPOBH

B wuccnenoBanusx Ha TpPOMOONIMTAaX deENOBEKAa in Vitro OBLIO TOKa3aHO, YTO CHIACHA(WII

NOTEHIMPYET aHTHArperaHTHOE JAEHCTBHE HHUTpolpyccuaa HaTpus. CBeaeHHs o 06€30IacHOCTH
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NpUMEHEHHUs cuiieHaduIa y HalueHToB ¢ Hap meHHHW:W%ﬁEg&E%EJ Rt ggfpoﬁ

MENTUYECKON $I3BOM OTCYTCTBYIOT, IMOXTOMY NpPHMEHEHHE CuineHaduiIa MalueHTaMu JSTOU
TPYIIBI BO3MOXKHO JIMIIE TIOCJIE THIATENLHOM OIEHKHA COOTHOIIEHUS TOJIh3a/PHCK.

KeHIMHEL

JlexapcTBennbiit ipenapar CunaeHadui He IpeHa3HaueH ISl MIPUMEHECHHS Y KEHIIH.

BcnomorarenbpHbIE€ BelllecTBa

[Ipenapar Cunpenagun coaepXuT JakTto3y. [lammeHTaMm ¢ penko  BCTpedaromeics
HACJICICTBEHHON HENEPEeHOCUMOCTBIO TajlakTO3bl, 1e(UIIMTOM JIAaKTa3bl JONapel WU TIHK030-
TraJIaKTO3HON MaabaObCcopOIMelt He ClieyeT MPUHUMATh 3TOT IIpenapar.

JlanHbIi mpenapaT colaepkHuT MeHee 1| MMoib (23 Mr) HaTpus B OJHOW TabJeTKe, TO €CTh IO

CYTHU HE COAEPKUT HATPUSI.

Biusinue Ha ClIOCOOHOCTH YNIPABJIATH TPAHCIIOPTHBIMHU CPeACTBAMM, MEXaHU3MaMHU

[Ipuem cunpenaduna oka3pBacT HE3HAYUTEIBHOE BIMSHHE HA CIIOCOOHOCTH YIPAaBISATH
TPAHCIOPTHBIMU CPEACTBAMU, MEXAHU3MAMH.

[Tockonpky mnpu mnpuemMe cuigeHaduia BO3MOXKHO pPa3BUTUE TOJIOBOKPY)KEHUSI, CHIDKEHUE
apTepHalIbHOTO JaBJICHUS, Pa3BUTHUE XPOMATOICUHU, 3aTyMAaHEHHOTO 3pEHUS U MOJ0OHBIX
HEXKEJNATENbHBIX ~ PEeaKUMd, ClIeAyeT  CcoOMoJaTb  OCTOPOXKHOCTb  INPH  YIPaBICHUU
TPAHCHOPTHBIMU CPEACTBAMU U 3aHATUSAX JIPYTUMU T[OTEHUMAIBHO OIMACHBIMUA BHJIAMHU
NEeSATENIbHOCTH, TPEOYIOUIMMH  TIOBBIIICHHON  KOHIIEHTpAllMM BHUMAaHUS UM OBICTPOTHI
IICUXOMOTOPHBIX peakiuil. Takke ciaeayeT BHHUMATEIbHO OTHOCUTHCA K WHIWBHUIYAIbHOMY
NEHCTBUIO Tpernapara B YKa3aHHBIX CUTYallUsIX, OCOOCHHO B Hayaje JCUSHUs U MPU U3MEHEHUU

PCKUMa JO3UPOBAHUA.

®opMma BBIILYCKA

TabneTKu, MOKPHITHIE TNIEHOYHOW 0001049K0i, 25 Mr, 50 Mr, 100 Mmr.

IIo 1, 2, 4, 7 wmm 10 Tabnerok B KOHTYPHYIO SYCHKOBYIO VIIAKOBKY U3 IIJICHKH
NOJMBUHUIXJIOPUIHON JHOO IUIEHKH IOJUBUHWIXJIOPUIHONW/TIOJIMBUHIINACHXIOPUIHON U
(b oJIbTH aTIOMHUHUEBOM MEYaTHOMN JIAKHPOBAHHOM.

WUm mo 1, 2, 4, 7 wnu 10 TabieTok B KOHTYpHYIO SYEHKOBYIO YIAKOBKY M3 MaTepuana
KOMOMHHUPOBAHHOTO Ha OCHOBE ()OJIBIH (TPEXCIOWHBIA MaTepuall, BKIIOYAIONINI aTlOMUHHEBYIO
(Gombry, IIEHKY U3 OPUEHTHPOBAHHOIO MOJIMAMU/IA, TOJIMBUHIIXJIOPUIHYIO IUIEHKY) U (OIbIU
AJTIOMUHUEBOU NI€YaTHOM JTaKUPOBAHHOM.

1,2,3,4, 5 nnu 6 KOHTYPHBIX SYEUKOBBIX YIIAKOBOK BMECTE C MHCTPYKLHUEN 110 MEIUIIMHCKOMY

MPUMEHEHHUIO MOMEIIAIOT B KAPTOHHYIO YITAKOBKY (MAYKY).
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YcaoBusi XxpaHeHust

[Ipu remneparype He Bbie 25 °C.

XpaHUTb B HEOCTYITHOM JUIS IETEU MECTE.

Cpoxk rognoctu
3 rona.

He npuMeHATH 10 UCTEYEHUU CPOKA TOAHOCTH.

YcaoBus oTnycka

OTIycKalT Mo peuenTy.

Jepxaresb perucTpanuoHHoro yaocrosepenusi: OO0 «Aro/un

Poccust, 445351, Camapcekas 0611., . XKurynesck, yi. 'mapocrpoureneii, 1. 6.

poussoaurens: 000 «O30n»

Poccusi, Camapckas 0611., 1.0. JXKurynesck, T. JKurynesck, yi. ['uapocrpourenei, 1. 6.
Opranusanus, npuHumamomas nperedsuu: 000 «O30H»

Poccus, 445351, Camapckas o0, r.0. JKurynesck, T. XXurynesck, yiu. ['mapocrpouteneii, 1. 6.
Ten.: +79874599991, +79874599992

E-mail: ozon@ozon-pharm.ru

JIubo

Hpoussoaurtens: OO0 «O30n Dapm»

Poccust, Camapckas 00:1., r.0. Tombsttu, Tep. O93 IIIIT, maructpans 3-1, 34. 11, cTp. 1.
Opranusanus, npuaumammas nperessun: 000 «O3on Papm»

Poccus, 445043, Camapckas 00:1., 1.0. Tonbsrtu, tep. O23 IIIT, marucrpans 3-s, 31, 11,
ctp. 1.

Ten.: +79874599993, +79874599994

E-mail: ozonpharm@ozon-pharm.ru

17



