KYNNALL BYAMYA NYPUKHOMA
NUBUTPAH™"
LIBIGRAN"
MpenapaTHuHr casao Homu: JIVBUTPAH™"
Tabcup atyBun moaaa (XMH): cungeradun
JOopw waknu: KoGyk 6unaH konnaxrax Tabnetkanap

Tapkubu:

Xap 6up Ko6uk 6unaH Kyu 0
¢haon modda: cunpeHadun (cungeHadun umTpati waknuaa) - 50 Mr ékn
100 mr;

épdamyu moddanap: MUKPOKPUCTANMMK LENmiono3a, CyBCU3 KamnbLinii
ruapodoccaTi, HaTpuit kpockapmennoaa, marHuii cteapat, Opadry Il Blue
32 K 20406: ruapokcunponunmeTunuennionosa, temup Il okenan (E172),
TPUaLETUH, NakTo3a MOHOrMApaTH, TUTaH auokenan (E171), nHaurokapmuH
(E132).

Tabpudcnm:

50 mr TabneTkanap: xaBO paHrU nnéHka kobwk GunaH KonnaHra, Gup
TomMoHupa “50”, Gowka Tomonupa “LBG” rpaBupoBkanu, ontu Gypuaknu
TabneTkanap.

100 mr TabneTkanap: XaBO paHInu NnéHka kobuk GunaH konnawraH, Gup
TomMoHupa “100”, Gowka Tomonuaa “LBG” rpaBupoBkanu, ontu Gypyaknu
TabneTkanap.

®dapmakoTepaneBTUK rypyxu: SpeKLMSHUHT By3unuiunapuHmu JaBonatl yuyH
popw BocuTanapu. Pocdoauactepasa MHruéutopnapu.

ATX koau: GO4BE03

®dapMaKkonoruk xycycusatnapm

®PapmakokOuHaMmuKkacu

Cunpenacdun apekTun AUChYHKUMAHW AaBonaiwl yuyyH, ndra kabyn
KWNUHaauraH BocuTa xucobnaHaaun. Y cekcyan parbatnaHTupuwra xasob
Tap3uga JKMHCWI ONaTHUHI KOH 6unaH TabMUHNAHULLIMHK SIXLUMNaLL opkanu,

I 5pekTV PYHKUWSIHU TUKNanau.

XXuHCuin onaTHUHI BpPEeKUMACUHU (DU3NONMOTUMK MexaHW3Mu cekcyan
parfatnaHTMpuL BakTuaa foBak TaHaga asoT okcuauHuHr (NO) axpanutd

I 1101 GunaH GOFMMK, A3OT OKCWAM FyaHMNLWMKNa3Hi aonnawTipan, Gy
I k11K ryaHO3VNHMOHO(OCHATHUHT (LI M®) MUKAOPUHM OLMLMra, Ba BYHUHT
I okv6aTuaa foBak TaHa (corpus cavernosum) farvu CUNUK MyLIaKnapHUHT
——GyLUALWLLN Ba FOBAK CUHYCMNAapPHW KeHranvwura onub kenagun. CungeHadun
I o/avHVMHT anoxuaa foBak TaHacura 6esocuTa GylwIalITUPYBUM Tabeup
I KypcaTmaiian, nekuH 6y Tykumara asoT OKCUAWHMHI GywawTupysun
—— TABCUPUHU KyHalTUpaan. CungeHadunHuHr acocuin tTabeupu UrM®HU
— napyanaHuiivra Macbyn 6ynraH epmeHT - 5-Typ doccoamactepasa (PAI5)

HW UHTMBNLMS KUNMHULLMAAH nBopaTaup, WyHAAN KNG, Y SKUHCUIA ONaTHUHT
apekuusicuHn Tommp Gockuuura éppam Gepagun. Hatwkaga NO-ra Gornuk
uIM® HuHr fapaxacu owaau. Cekcyan parbatnaHtupuw naintuga NO nokan
axpanub uukagw, foeak TaHaga UM® MUKAOPUHM OLWIMLWIMHW Yakupub,
cungeHadunHuHr Tabenpy octuaa S35 nHrmbuums kununaaw. Wy ca6abnu
Nuburpan” npenapaTHUHT camapafopiMriMiu MaxBypuii WwapTi cekcyan
parfatnaHTMpuLL xucobnaHaau.

PapmakoKuHemukacu

Cypunuwu

Cunpernacdun te3 cypunaau. Mnasmagarn KOHUEHTPALUACUHUHT
makcumymura 30-120 muHyT (YpTada 60 MuHyT) AaBoMuaa spuwmnnaaun. Nura
kabyn kunranga MyTnok 6uokvpaonuwnumii 41% vu (25-63%) Talukvn kunagu.
CunpeHacunHn TaBcust aTuNraH gosanappaa hyra kabyn kunueranvaa
(25 mr -100 mr) AUC Ba C,,,, aosara kypcaTkuunapu owaaun. CungeHaduntm
oBkaT 6unaH kabyn kunranga cypunuw Tesnuru kamasgw; T, yptada 60%
MuHyTUra owaau, C,, aca ypraya 29% ra kamasau.

TakcumnaHuwu

TakcumnaHuLL XaXxmMu MyBo3aHaT xonaTtuaa ypraya 105 n Hu Tawkun kunagm,
Oy yHu TyKuManapga TakeumnasuwnaaH aanonat 6epaau. Cungesacun sa
YHUHT acocuii koHaa annaHu® topysun N-gecmeTun metabonutu nnasma
okcunnapv 6unaH TaxmuHaH 96% G6ornaHaaw Ba yHuHr C,, 18 Hr/mn (38 HM) Hn
Tawkun kunagu. Mnasma okcunnapu 6unad GOFNaHMILN npenapaTHUHT
YMyMUi KOHLEHTpaLusicura 6oFnnK amac.

BuompaHcgopmayuscu

CunpeHadun acocaH XurapHUHr Mukpocoman usodepmeHtnapu CYP3A4
(acocwit nyn) Ba CYP2C9 (kywmmya inyn) épaammaa metabonuamra yupanau.
Acocuit metabonutu N-gecmetuncungeHacdungup. Kennnyanuk 6y
metabonutn xam metaGonuamra yupaiigu. O3 ra Taboup CenekTUBMMM
6yinya metabonutu cunaeracun Gunan Gup xun, yHuHr ®3 ra HucbataH
baonnuru aca, in vitro wapoutuaa cungeHaUHUHE Y3uHU haonnrnHm
TaxmMuHaH 50% Hu Tawkun kunaau. MeTabonUTHUHI nnasmaparv
KOHLIEHTPALMSIC aCOCUI MOLAAHUHT KOHLEHTPALMACUHN TaxMuHaH 40% Hu
Tawkun kunaau. N-aecmeTnn metabonuTi keirHrn Metabonuamra yupanau;
YHUHT T, , TaXMUHaH 4 COATHM TaLLKWN Kunaau.

Yukapunuwu

CungeHaUnHUHT yMyMUI KnupeHew 41 n/coathu, sikyHun T, aca 3-5 coatHu
Tawkun kunagw. CunpgeHadun uyra kabyn KUnNuHraugaH KewuH,
metabonutnapn xonupga acocaH axnart 6unad (taxmuHaH 80%) Ba kam
MVKOOPAA — CUMAVK GuNaH (Ao3aHWHT TaxMuHaH 13%) ynkapunagu.

A da 2ypyx pIiaf P

Kekca nayueHmnap

Kekca éwnu (65 éwaaH owraH) COFNOM KyHrunnunapgaa cunaeHaunHuHr
KnupeHcun nacaﬁraH, CVIﬂI:LeHaq)VIJ'I Ba N-[:LeCMeTIAJ'I MeTabonUTUHNHT
nnasmajaru KoHueHTpauwusicu aca, éw (18-45 éwnu) cornom
KYHIMNnunapaari yHuHr gapaxacura Hucbartax TaxmuHad 90% tokopw GynraH.
Kekca éwnun waxcnapaa nnasma okcunnapu 6unaH Typnuya GornaHuwm
Tydaiinu nnasmaga 3pkuH aon MOAAAHUHI KOHUeHTpauuscu éuw
nauveHTnapAary KoHUeHTpauvsicuaaH TaxmuHaH 40% tokopu 6ynraH.

Bylipak emuwmosyunuau

EHrun Ba yprtaya (kpeaTuHuH knupeHcu 30-80 mn/muH) Gyipak
ETULIMOBYMUNNIY BYnraH CoFMom kyHrnnnknapaa 50 mr 6up mapta nura kabyn
KUMraHaaH KenuH, YHUHT hapmakokuHeTukacu yarapmaraH. Ofup Gyiipak
eTULIMOBYUNUIY BYNraH (kpeaTuHnH knuperen 30 MN/MUH) KYHrMNnuknapaa
cunaeHadUnHUHT KNupeHcu nacarax. Ly ca6abnu, 6yHaai nauveHTnapaa
wy éw rypyxaaru Gyiipaknap aonusT Hopman GynraH nauveHTnapaaru
WyHAai kypcatkuinap 6unax conuwtupraHaa AUC TaxmmnHaH 100% rasaC,,,
TaxmuHaH 88% ra tokopu 6ynraH.

JKueap emuwimosyunuau

EHrun Ba ypTa gapaxanu xurap unpposu (Yaing-Teto TackHudm 6yinnya A sa
B cuHdbu) 6ynraH kyHrunnunapga xvrap caonuati Hopman 6ynraH wy éw
Typyxu KYHrunnuknapra HucbataH cungeHacunHuHr KnupeHcu nact, 6y
ynapaaAUC (84%)BaC,,, (47% ) Hu owumiumra onnb kenaau.

Ofup xurap eTUIMOBHYMNNM BYnraH nauuneHTnapaa cunaeHadunHuHL
bapmakokuHeTukacu (Hanng-Teto TacHudm 6yimya C cuHcbu) ypraHunmaraH.
Kynnanunuwm

JInGurpan” apeKTUn AUCKHYHKLMSIHA CUMNTOMATVK AABOMALL Y4yH KynnaHaan.
JInburpan” cexkcyan parGaTnaHTupui 6ynmaraHaa camapa kypcaTtmainam.
JnburpaH” aénnapaa KynnaHmanau.

Kynnaw ycynu Ba gosanapu

OpeKkTUn AUCHYHKUMSHW cUMNTOMaTVK AaBonawaa (KUHCUA anokara
KOHWKWLW y4yH 3apyp GynraH apekuusira 3puLLMLLHK €K1 caknab TypuLHKU
unoxu 6ynmaranaa), TaBcus STUMAraH Ao3a ofaTaa pexanalTupunra
cekcyan aonnvkaaH TaxMuHaH 1 coaT onguH 50 Mr HW TalKun Kunaau.
Camapagopnur Ba y3nawtupuwHu xucobra onu6, posa 100 mr raya
OLUMPUNNLLK €N 25 Mr raya kamanTupunum MymkuH. Makcuman TasBcus
atunraH fosa 100 Mr HW Talwkun kunaau Ba KyHura 1 mapta KynnaHagu.
Mpenapar nura kabyn kunuHaan. OBkaT BakTMAA NpenapartHn kabyn Kunui,
04 KOpWHra kabyn Kunuiura HACGaTaH YHUHT TabCUPUHU CEKMHMALITUPULLIN
MyMKWH. LiuToxpom P450 HuHr kyunu unrubutopnapum CYP3A4 kyunu
WHrMBuTOpnapw (3pUTPOMULIMH, CaHUKaBUP, KETAKOHA30!, UTPaKoHa30m kabu)
6unan 6up BakTAa Kynnall nnasmaza cUnaeHatUHUHT KOHLEHTPaLMSCUHN
owmwvra épaam 6epuium MymkvH. CunaeHaduUnHHT I0Kopy KOHLEHTpaUMACH
TabCUPUHU XaM, HOXYS camapanapuHi Xam Ky4alTUpULLKM MYMKWHIUIMHW
xucobra onub, npenapaTHUHI TaBcusa aTUNraH Gownaqfy gosacu 25 Mr Hu
Tawknn kunaau. CunaeHadunHu putoHasnp GunaH Gupra kynnaw Tascus
aTunmanan. Anbca-agpeHobnokatopnapuHu kabyn kunaértraH
nauneHTnapaa nocTypan rMnoTeH3UsHU PUBOXNAHWIWIN XaBHhUHM
KamaiTvpuw yuyH, Niuburpan™ npenapatuHu kabyn kunuwhu dakat
remMoMHamMuka Kypcatruinapu TYpFyH XonaTtra apullraHaaH cyHr Golunaiu
kepak. LyHuHraek, npenapaTHuHr (6ownaHFny gosacuuu 25 mr rava
KamManTUPULLIHMHT Makcazra MyBOMUKITNMHY KYPULL NO3NM.

Maxcyc rypyx 6emopnapu 6unaH 60Fnuk 6ynraH Kylummya mabnymorap.
Byiipak/xuaap

OFMpnuri eHrvn Ba yprada aapaxanu Byiipak eTMLIMoBYMIUIinaa (KpeaTuHuH
knupeHey mMuHytura 30-80 Mn) posaHn TyFpunawl tanab atunmaiian. Ofmp
Aapaxapary byiipak eTUIMOBYMNUIMAA (KPeaTUHWUH KNupeHen MuHyTura 30
M1 AaH kam) cunaeHadUTHUHT A03aCUHM KIMpPEeHCU nacTnurv Tycbannu 25 mMr
raya kamantupuin nosum. 3apypat 6ynraHga camapagopnuru Ba
Y3nawTMpununLLMHn xucobu 6unaH fosaqu acta-cekuH 50 mr ékn 100 Mr rava
OLLMPYLL MYMKMH.

Xurap daonuatuHuHr 6yaunuium 6ynraH nauneHTnapaa (Macana uspposaa)
cunaeHadUnHUHT YnkapunuwmnHm 6ysunuwin cababnu, npenapatHUHT
A03acuHK 25 Mr raya kamaiTVpuLL Kepak.

Tepuampuk 2ypyxu

Kekca éwnu naumentnapaa (65 éw Ba yHaaH kaTTa) AosaHu TyFpunall tTanad
aTUNMangu.

Hoxysa Tabcupnapu

OHr Kkyn yypanauraH HOXys camapanapu: GOl OFpUFK, 103HWU Ku3apuu,
Aucnencusi, BypyHHN BUTULLK, 6OLL aRNaHNLLIK, KYHIUA aiHULLK, KN3ULL XMCCH,
KYPULIHK Byaunuiumn:  yuaHoncua (6apya XMCMNapHN BakTUHYa KYK paHraa
KYPUHULLIM XONATK), KYPULLHW TYMaHNALWNLLIN.

KnuHWK axaMUsTNN KIWHUK Ba NOCTMapPKETUHT TaZkukoTnapaa nnaue6o 6unawx
conuwiTMpraHaa Kyn yupaiaurad HoXyl peakuusnap, ydpaiu Tes-Tesnuru sa
TUsMMnap 6yinya Kyiuaa KenTupunran: nainao 6ynvil Tes-Tesnuru: xyaa Tes-
Te3 (21/10); Te3-Te3 (21/100 maH <1/10 rava); Te3-Te3 amac (21/1000 paH
<1/100 rava); kam xonnapga (21/10000 paH <1/1000 raya); xyaa kam
xonnapaa (<1/10000); Tes-Teanuru Homablym (MaBXyd Mablymotnap
acocuaa 6axonaLlHVUHT UNoXK RYK).

nOCTMapKeTMHf Aaspaa y‘-lpaﬁ,ﬂl/lfaH KNUHUK axamuaTtnu HO)K)?FI
camapanapHUHr Te3-Te3nurn Homabrym Aeb kypcaTunraH.

UH ea

Te3-me3 amac: puHuT.

MmmyH muzumu momoHudaH

Tes-me3 amac: 0KopU Ce3yBYaHMNMK peakumusanapy.

Hepe mu3zumu moMoHuOaH:

JKyda me3-me3: 6oL oFpuu;

Tes-me3: 6oL annaHmwu;

Tes3-me3 amac: yiiKy4aHIvK, runectesus;

Kam xonnapda: uepebposackynsp 6yaunuiunap, TpaH3UTop ULLIEMMUK XyKyM,
TUpULINap®, TakpOpUN TUPULLIMLLNAP™, XYLUAAH KETULL.

Kypuw ab3onapu momoHudaH

Te3-me3: paHrnapHW CesulHn Kabyn KUNUWHM By3unuium, KypuHm
By3nnMLLK, KYPULLIHN TyMaHMALLMLLIK;

Tes-me3 amac: ky3 &Wwu annapatuHWHr By3unuwu***, kysnapga oFpuk,
doTodobusa, cdotoncus, KysnapHW kKusapuwu, kysnapga siwHauw,
KOHBIOHKTUBUT;

Kam xonnapda: KypyB HEPBUHUHI apTepuuT GyrmaraH OnAWHIN WLIeMUK
Hesponatusicn (NAION)*, Typ napaa BeHanapuHUHI OKKNo3nsicu, Typ napaara
KOH KyAWnuwW, apTepuocknepoTWk peTuHonaTus, TYp napaaHu
LWMKACTNaHULLW, MayKoMa, KypuULl MaifoHUHU HYKCOHW, AWUMNONUS, KypuL
YTKUPNWUIMHA Nacanvliv, MUOMWS, acTEHOMWS, LIMLWA TaHaHWHI Cy3yB4W
Xupanawuium, kamanak napAaHuHT LMKacTNaHuwy, Muapuas, €pyFnnk
maHbBau atpodmpa Kypull MangoHupa kamanak govpanap MaBxyanuru,
KOHBIOHKTUBA TMNEPEeMUsiCK, KY3NapHU LIMKACTNaHWLWK, Ky3napaa HOXyLl
Xucnap, KOBOKMapHU LUMLLIN, CKNepa MHbeKUMsnapu.

o

ab3ocuea
Kam: aluntuiiHm ingkonuim.
10y P musumu ]
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Tes-me3 amac: 103H1 Kn3apuLuu, KU3uLL Xnuceu;

Tes3-me3 amac: TaxuKapawsi, topak yPULLMHN XWUC KUIULL, TUNep-, M1NoTeH3us;

Kam xonnapda: TycataaH topakka Gofnuk Ynum, muokapp uHdapktu,

KopvH4anap aputmusacu, 6ynmavanap ¢ubpunnsuyvsacu, 6ekapop

cTeHoKapaus.

Hacgbac mu3umu, KyKkpak Kaghacu ea KyKc opanufu ab30s1apu MoMoHUdaH

Te3-me3: GypyHHM GUTULLIN;

Tes3-me3 amac: anuctakcuc (BypyHaaH KOH KETULLIK), CUHYCUT;

Kam xonnapda: TOMOKA@ CUKAMULLM XMCCH, BYPYH LUMANMK KaBaTUHW LWMLLK,

GYpYH GYLUNNFN LWINNANK KABATVHM KYPYKITA.

Oekam xa3M KuuWw mu3umu MOMOHUOGaH:

Tes-me3: KYHrun aiHWLWKW, AUCnencus;

Tes-me3 amac: racTpoasocbarean pedriioke, KycuLl, KOPUH coxacuaa OFpuK,

OFU3HU KypuLLWn;

Kam xonnapda: ofin3 6YLUNUFM LMWK KABATUHU MMNECTeansCcu.

Tepu eamepu ocmu Kiemyamkacu moMoHUOaH

Te3-mes amac: Tepy ToLIMacH;

Kam xonnapda: CTuBeHc-[I)XOHCOH CUHAPOMMU™*, TOKCUK anuaepman Hekponms®.
y y ea y

Tes-me3 amac: MUantus, OEK-Kynnapaa oFpuK.

Byii ea culio daynnapu

Tes-me3 amac: rematypus;

Penpody sacym P

Tes-me3 amac: XMHCUA ONaT TYKUManapuHUHI LWNKACTNaHNLLKM, NpUanuam®,

remMaTocnepmusi, 3peKUMSIHN Kyyaiinium.

Ymymuii 6y. pea i f

Tes-me3 amac: Kykpak kachacu coxacuaa OFpUK, IOKOPW YapHOKMMK, KU3MLLI

xpceu;

Kam xonnapda: TabcupyaHmnuk.

Tadkukomnap

Tes-me3 amac: FOKTT owmium.

*NocTMapKeTVHT TakUKOTNap BakTuAa aHUKMaHraH Hoxys camapanap.

**paHrnapHu CeauLLIHN By3nnunLIK: XNoponcus (KUcMnap SWun paHrra 6ysnrax

Tapaa KYPUHWLINHUHT BaKTUHYaNWK XOnaTu), XpoMaToncusi, LuaHoncus

(xucmnap xaBopaHrra 6ysnraH KYpUHULLWHUHT BaKTUHYanuUK xonatu),

3PUTPONCUA (KUCMNAP KUSFULL PaHrTa BYsnraH KYPUHULLMHWHT BaKTUHYaNMK

XONaTWT), KCaHTOMCUs (Kucmrnap capuk paHrra 6ysnraH KypUHWLINHUHT

BaKTUHYaNMK XonaTur).

***Ky3 UM annapaTtit UWUHK By3UnnLIK: Kyanapaa KypyKInK XUceu, Ky3 ELnHN

Ky oKyLwn.

TymoH HOXYS1 P XaKuda JYET:

[opv npenapatu pyixataaH yTraHugaH CYHr FYMOH KWMWHraH HOXYs

peakuusnap xakuaarv xabapnap Myxum axamusTra ara. By aopu BocuTacuHm

cdonpga/xasd HUCGATUHM y30K MyadaT Ha3opaTUHU amanra oWupuLl

UMKOHUSITUHM Gepaau.

Hoxyw camapanap natido 6ynzaHuda wughokopaa Mypoxaam KumuHe.

I Kynnaw mymkuH 6ynmaraH xonatnap

Cungenacunra ékn npenapaTtHUHI Gollka KOMMOHEHTNapura toKopu

— Ce3yBYaHIVK.

EEE \O/urM® anmalwmHyBura Mabnym camapacu Tydannu, cunpeHagpun
I H/TPATNAPHUHT TUNOTEH3NB TabCUPUHW Ky4aiTUpaam, WYHUHT YYyH YHU
I OPTaHVK HUTpatnap (amunHuTpaT, GyTUnHUTPaT Kabu) Eku HUTPaTNapHUHN
— GOWKa WaknAnap (HUTPOrAULEPUH, N30COPGUA MOHOHUTPATH,
I eNTasdpUTPUTON TeTPaHWUTPaTW, IPUTPUTON TeTpaHuTpaTu, usocopbus
I AVHVTPaTH kabu) 6unaH 6up BakTAa kabyn KUNULL MyMKUH aMac.

Kypys HepsuHuHz apmepuum 6ynmazaH, onduHau UWeMUK Heeponamuscu.
OpeKTun AnchyHKUMSAA KynnaHagurad 4opy BocuTanapHu (ly xymnaaaH
cungeHadun) cekcyan daonnvk kepak 6ynmaraH nauveHtnapra (Macanas,
TypFyH GynmaraH cTeHokapana kabu topak-koH TOMUP TU3UMU TOMOHUAAH
xupawia 6ysunuwnapaa) 6ytopunmaiiau.

CunaeHadunHM Kyauaaru rypyx nauueHTnapia kynnat MyMKuH 3Mac, HyHku
YHUHT XaBhCu3nurv 6ynmya KNMHUK TaakukoTnap yTkasunmaraH:

. OFUp XXurap eTULLIMOBYNINTA
. Aptepuan runoteHaus (Ab <90/50 Mm cum. ycT.).
. SIKVHA@ YTKa3UraH MHCYNLT &K MUOKapA UHGaPKTX.

MUrMeHTNN PeTUHNT kabu TYp NapAaHWHT Hacnuii AereHepatus Gysunuiunapu
(kyn 6ynmaraH Gemopnapaa Typ napaaHuHr cochoauactepasanapuHUHT
aonIUrMHY reHeTuK By3unuiunapy maexyg 6ynaau).

[AopVnapHUHT §3apo Tabcupu

Bouwka dopu mancupu

In vitro madkukomnap: CunpeHadunHuHr metabonuamu umtoxpoma P, (CYP)
HuHracocaH 3A4 uzochopmacu (acocuii itynm) Ba 2C9 (kampok axamuaTra ara
6ynran “ynu) Tabeupu octuaa o3 Gepaau, Aemak, by usohepMeHTNnapHUHN
MHMMBNTOPNapy CUnaeHadUMHUHT KNMPEHCUHM NacaiTUPMLLK, UHAYKTOPapy
9ca — OLIMPWLLN MYMKMH.

In vivo madkukomnap: ®apMakOKUHETUKAHUHT WUFUHAW Taxnunu
KETOKOHA3051, 3PUTPOMULIMH, LMMETUANH kabu CYP3A4 nHrubutopnapu 6up
BaKTAa KynnaHraHuaa, cunaeHacUnHUHL KNMPEHCUHN NacailuwnHn KypcaTau.
MauneHTnapaa HoOXyLW KYPUHULLNAPHUHT Te3-Te3nuru owmaraH 6yncana, 6y
npenapatnap 6unad 6up BakTAa kabyn KunWHraHuaa, cunaeHadUIHUHT
TaBCUs KUIMHraH GoLLNaHfFy Ao3acu 25 Mr HK TalKU Kunaau.

Cunpenacun 100 mr gosaga 6up mapta Ba UMTOXpoMma P, HUHI Kyunu
MHMMGNTOPYN NpoTeasanap UHMMGMTOpN puoHaBMp BUp BaKTAa KynnaHraHaa,
puToHaBupHUHT (500 Mr kyHura 2 mapTa) nnasmajaru MyBo3aHaTu
KOHLieHTpaumscura apuiinw porunaa, cunaeHacbunHuar C, ., 4 mapra (300%)
raBaAUC Hu aca 11 mapta, 1000% ra oLwmLum Ky3aTunraH.

Cunpexadun kabyn kunrangaH 24 coataaH CyHr nnasmaga YHUHT 6Up Y3uHUHT

KOHLIeHTpauusicn 5 mr/mnHu, Gupranukaa kynnadraHga aca — 200 mr/mn Hu
TaLLKAN 3Taau.

CunpeHachun pUTOHaBUPHUHT hapMakoKUHeTMKacura Tabeup kypcatmanam,
61poK tokopuaa kypcatunraH papMakoKUHETUKAHUHT XyCyCUSITAapuHu
xucobra onnb, cunaeHacun Ba pUTOHaBMpHM Gupra Kynnaw Tascus
aTUnmanan.

OWTB — npoteasa MHrMGMTOpYK cakBUHABMPHUHT (1200 Mr aaH kyHura 3 mapTa)
MyBO3aHaTNV Nnasmanu KoHueHTpauwsicu horunaa 100 Mr fosa kynnaHraHmaa
cunpeHacounHuHr Cmax unm (140%) Ba AUC Hu (210%) owmiy Ky3aTunraH.
CunpgeHadun cakBUHaBUPHUHT hapMakoKUHeTUKacura Tabeup kypcatmanau.
KeTokoHa3on éku utpakoHason kabu CYP3A4 HUHT Kyunu uHrubutopnapw
cungeHaddUNHUHT papMakoKMHETUK napameTpnapuHu sikkonpok
YarapuLunapuHu Yakmpuwmn MymkuH. CungeHacun 100 mr gosaga 6up mapra
Ba LMTOXpOM P450 HWHI Kyunu MHrMGutopu xucobnaHraH npoTeasanap
WHrMbuTopu putoHaeup Gup BakTAa KynnaHraHaa, PUTOHABUPHUHT
MyBO3aHaTNM Nnasma KoHueHTpaumusacy dornaa (500 Mr aaH kyHura 2 mapTa)
cunaeHadunHuHr Cmax Hu 4 mapta owwwm (300%) Ba AUC — 11 mapTa
(1000%) owwmwm kysatunraH. CYP3A4 ky4cu3 UHTMBUTOPU SPUTPOMULIMHHUHT
MyBO3aHaTMM nnasmanu KoHueHTpauusicn conuaa (500 mr gaH kyHura
2 maprta 5 kyH faBomuaa) Ba 6vp BakTaa cungeHadunHm 100 mMr fozaaa 6up
MapTa kynnaHranuaa, cunaeHaduninir AUC Hu 182% ra owmim Ky3aTunraH.
Kynura 500 mr gosaga 3 kyH AaBoMupa KynnaHraHuaa asMTpOMULIMHHA
cunaeHadnnHuHL, Cmax, Tmax, YKapyUnnLL TE3MUIMHHT KOHCTaHTaCH, YHUHT
acocuit aitnaHu6 topyBun meTabonuTUHUHT T,, ra, Tabeupu Gyinua
mabnymotnap nyk. Cofnom kyHrunnunapga CYP3A4 HuHr Hocneumduk
WHIMBUTOPYK Ba LIUTOXPOM P,5, MHMBUTOPYM LmmeTuamH (800 mr) 6unaH Gupra
KynnaHraHaa, nnasmaga cunaeHatunHuHr KoHUeHTpauwmsicn (50 mr gosapa
kynnaHraHaa) 56% ra owraH. Wuyak aesopuaa MeTaGonNM3MUHUHE Kyvcus
MHrM6uTOopM xmucobnanraH rpeitndpyTt wapbatn, KOH nnasmacuia
CVU'lFleHaq)VIJ'IHIAHI’qapa)KaCIAHVI axaMmuaTCuU3 owmnwmra onmb6 kenuwmn MYMKWH.
AHTaUMOHU (MaArHWiA rapoKCUan/antoMmHWIA ruapokeamn) Gup mapta kabyn
KUnuL cunaeHadunHnHr GrokMpaonuLInra Tabenp Kunvanam.

CYP2C9 (tonbyTtamup, BapdapuH, dpeHutouH kabu), CYP2D6
(CEepOTOHUHHUHT KkaiiTa kampab ONMHULLIMHW CenekTUB WHrubutopnapu,
TPULMKIUK aHTUAenpeccaHTnap kabu), uHruéutopnapw, avypetvknap, ANo
MHTNGMTOpPNapu, kanbuui KaHannapuHuHr Gnokatopnapu, GeTta-
afpeHopeLenTopnapHuHr aHTtaroHuctnapu, CYP450 metaGonuammuHuHT
vHaykTopnapu (pudamnuuuH, 6apbutypatnap kabw) cungeHadWnHUHT
hapMakKoK1HETVK NapameTpriapura Tabeup Kypcatmanau. Pucbamnuumt kabw
CYP3A4 HUHI Kyunu uHrnbutopnapu cungeHadUnHUHT nnasmanu
KOHLIEHTPALMSICUHN aXaMUSITII NacaiTUPULLIM MyMKIH.

HukopaHaun HUTpaT rM6puAN Ba Kanuin KaHanmapuHUHT
chaonnaHTUpyBuncuaaH uéopat. HuTpaTHuHr Gopnuru Tycbannu cungeHadun
61naH ¥3apo TabCUPUHUHT SXTUMOIN MaBXy/.

CundeHacpunHu 6owka dopu eocumanapuaa mabcupu

In vitro madkukomnap: Cunpenadun uutoxpoma P, - 1A2, 2C9, 2C19, 2D6,
2E1 Ba 3A4 usodepmMeHTNapuUHUHT Ky4Ycus unHrubutopuaup
(UK;,>150 mkmonb). CunpeHadun TaBcus KUNWHraH fJosanapaa
KynnaHraHuaa, YHUHr nnasmagars makcuman KOHLEHTpaLuscy TaxmMUHaH
1 MKMONb HU TalWKWN KUNaaW, WYHWHT y4yH cunpeHacdun 6y
M30depMeHTNapHNHI cyBcTpaTnapuHmu KNMpeHcura Tabeup Kunui
KOBUNUATUra AranuruHN AXTUMONU kam. TeounnuH éku aunupaaamon kabu
hocdoanacTepasaHuHr Hocneunduk MHIMGUTopnapuHn cungeHadun bugax
y3apo Tabeupu 6yiinya mabnymotnap nyK.

In vivo madkukomnap: NO/UTM® HUHr anmalmHyBura Tabeupu Tycbaiinu
cunaeHacnn HUTPATNAPHUHT MUMOTEH3NB TabCUPUHK KyyanTupaau. LLyHuHT
YUYH cuneHaduHn HUTpaTiap €k asoT OKCUAWHUHE [oHaToprapy 6unaH
6Gupra Kynnaw MyMkuH amac. Anbda-agpeHobrnokaTopnapHu kabyn
KUnaéTraH anoxuaa cesrup nauueHTnappa cunpeHadunHn 6up Baktaa
Kynnaw cuMMNTOMaTUK runoTeHsusira onub kenuwm MymkuH, 6y opataa
cungeHadun kynnaraHgaH keiuwH 4 coat yTrad kysatunagu. [JokcasosvH
6unaH TypryHNawTMpunraH npoctata GesuHUHr xaBccus runepnnasusicn
6ynraH nauueHTnapaaru yyra Mmaxcyc tagkukotnapaaa anbda-
aapeHobrnokaTop AoKcasosuH (4 mr Ba 8 mr) cunaeHadun (25 mr, 50 Mr éku
100 mr) 6unaH kynnaHraH. Ywby tagkukotnapaa étraH xonataa Ab Hu ypTada
Kywmmya nacaiuwm myBoduk 7/7MM  cum.ycT., 9/5 MM cum.ycT Ba
8/4 MM cuM.yCT Talkun Kunaau, oék-kynnapaa Ab Hu MyBoduK nacaiuim
6/6MM cum.ycT., 11/4 MM cUM.yCT Ba 4/5 MM CUM.YCT HU1 TALLKUM KUnaau.
WyHaah nayneHTnapaa CMMNTOMaTWK NOCTypan rMNoTeH3us
PUBOXMaHWLLMHUHT Kam Xonnapu xakuaa xabap GepunraH. bow ainaHuwm
XOnnapw aHuknaHraH, BUpoK XyLuAaH KeTULL Xonnapy KysaTunmaraH.

CYP2C9 TomoHuzaH meTabonuamra yupaiaurad tonbytamug (250 mr) éku
BapdapuH (40 wr) GunaH xuaawii y3apo TabCUPUHUHT Genrunapwu
aHuKnaHvaraH.

CungeHadwn auetuncanvuuun kucnotacu (150 mr) 6unan 6vp Baktaa kabyn
KUNWHraxsaa, KoH KETULIW BaKTUHM KYLUMMYa OLUMLLIMHI YaKupManau.
CunpeHadun (50 Mmr) gosaga COFMOM KYHMUNNWNAp KOHWAA ankoronHuHr
ypTaya makcuman mukgopy 80 mr/an 6ynraHuaa, ankoronHUHI  TUMOTEH3VB
TabCUPUHM KyyaiTupmaraH.

CunpgeHadunHu Ba KyWnaarm aHTUrMNepTEH3UB BOCUTanap rypyxu:
nuypetnknap, 6eta-6nokatopnap, AMN® MHrM6UTOPNapu, aHrMoTeH3NH
Il aHTaroHucTnapw, Basogunatatopnap Ba Mapkasuii Tabcupra ara
aHTUMMNEPTEH3NB BOCUTanNap, aApeHeprk HeMpOHNapHUHI Grokatopnapu,
KanbLuii kaHannapuHUHT 6riokatopnapu Ba anba —aapeHobrnokaTopnapHi
kabyn kunravga, nnaue6o GunaH conuITUpraHaa Xeu kaHaai yarapuwnap
Ky3aTunmaraH.

ApTepuan runepTeHsusicu 6ynraH nauueHTnapga cungeHadun (100 wr)
amnoavnuH 6unax Gup BakTAa KynnaHraHaary KNMHUK Taakvukotnapaa eTraH
xonatgaru apTepuan G0CMMUHU — CUCTONMK 8 MM.CUM.YCT. ra, ANacTonuk —
7 MM.CMM.yCT.ra nacaivv kysatunrad. Ab Hu ByHzan kylwumMya nacanvwm
Cofnom KyHI'I/IJ'IJ'II/IJ'Iap[Zla 6I/Ip CI/IJ'I[ZleHaq)VIJ'I vwnarunraHaa xam Ky3atunras.
CofnoM apKak-KyHrmnamnap UWTMPOKMAAr KIMHWK TaakukoTaa cunaeHadun
(100 wmr) posaga CYP3A4 Huur cybetpatm 6ynran OUTB-npoTeasa
I/IHI'MBMTOpM CaKksBMHaBNP Ba PUTOHABUPHWUHT MyBO3aHATIN KOHUEHTpauusacura
TabCUp KUNMaraH.

Cofniom apkak KyHrunnunapaa cungeHadunHuHr mMysosaHaTnm
KoHLeHTpauwsicu donmnaa (80 mr gaH kyHura 3 mapra) 6oseHTaHHuHT AUC
49,8% ra (125 mr gaH kyHura 2 mapta), Cmax—42% ra oLmLIM Ky3aTunraH.
Maxcyc kypcaTmanap

Mpoteasa MHrMGUTOPN puToHaBMp GunaH Gup BakTAa Kynnaw nnasmagarut
KOHLIEHTPaLMACUHN axamuatnu owwuwmra onub kenagm (AUC 11 mapta
owaawn). PutoHasup kabyn kunaétraH nauueHtnapra cunaeHadun
axTnéTkopnuk 6unaH, nact gosanapaa 6ylopunaau. CunaeHadUHUHE KopK
TU3MMNU Aapaxacu 6unaH Gofnuk Mabnymotnap YeknaHrad. 200-800 mr
npenapaTHn Kabyn KWnraH COfNOM KyHrunnuknapaa aptepuan 6ocumHn
nacanuviun, XylwaaH KeTWl Ba y3oK MyaaaTnu apekuus TyFpucupa xabap
GepunraH.

Jn6urpaH™ npenapatuty GylopuLuaaH onavH Kyinaarunapra abTnéop 6epuil
Kepak:

5-10 Mr amnoaunuH kabyn kunaéTtraH runepreHausicn GynraH nauveHTnapra
6ytopunranga 100 mr cungeHadun CUCTONMUK Ba AMACTONWUK GOCUMHM
MyBOGMK ypTaya 8 MM CUM. yCT. Ba 7 MM CWM. YCT. ra nacanninHu YakupraH
(“Bouka nopu Bocutanapu 6unaH y3apo Tabeupu’” ra kapanr). CungeHadunym
6ollKa aHTUrMNEpTeH3NB BocuTanap 6unaH 6up BakTAa KynnatHu ypraHuil
6yinya HasopaTNN KMHUK TaZKMKOTNap YTKasunmaraH.

CungeHadvnHu KOH KeTUwnapu €ku Mebha sipa KacanmnurHu 3ypainuiin
6ynrax 6emopnappaa kynnaiu xaBpcuanuri aHuknaHmaraH.
CunaeHadnnHN 3peKUMAHUHT Gy3unuwnapuHu aasBonaw yyyH
MymxannaHraH 6olka BocuTanap 6unaH mMaxmyaaa KynnawHWHT
xaBdcusnurn Ba camapafopnurn anuknaumarad. LyHuHr ydyH GyHpait
MaxMyanapHu KynnaLl TaBcus KUIMHMaiam.

Opamnappaa cunaeHachun KoH KeTuLL BaKTura, Ly XXymnagaH auetuncaniuun
KucnoTacy 6unaH maxmyaza bylopunranaa, Tabeup Kunmaian.

[asonawhy GolwnawaaHd aBBan dpeKUMSHUHT By3unuiunapuHu cababuhu
aHVKnaw yyyH TYnuK TMEGUN aHaMHE3HU WWFULL Ba MALMEHTHW CUHYKOB
hr3mMKan TEKLLMPYBUHM YTKa3NLL Kepak.

FOpak-KoH momup mu3umu momoHudaH acopamnap

Cekcyan caonnuk topak kacannuri 6ynraHmaa mabnym xasd TyFaupaau.
LyHUHr yuyH cungeradun GunaH gasonawHy GolunalaaH onavH, ropak-
TOMMP TU3NMUHU CUHYMKNAG TEKLLMPWLL Kepak.

CungeHadvn BasoaunaTaLUanoByyn Tabeup kypcatu kobunusTura ara, 6y
AB HY yTKUHYM Ba axamusTcua nacanviumra onub kenaau. ByHaaH Tawkapu,
npenapatHu GylopuiuaaH aeearn, Widokop MyBoduK kacannuknapy 6ynraH
nauueHTnapaa BasoAnnaTaLmanoByn TabCUPUHWHT HOXYLL KYPUHULLNAPUHUHT
XaBuHM cuHuKNab Gaxonall nos3um, aiHWKca cekcyan gaonnnuk doHnaa.
Basoaunatatopnapra tokopu Ce3yBYaHMMK Yan KOPUHYaHUHT YMKapuLl
MYNUHKHT 06CTpyKLUMSiCH (MacanaH aopTa CTeHO3U, runepTpoctuk o6CTpyKTB
KapavoMuonaTus), LYHUHIAeK KaMm ydpaiauraH BereTaTus Heps TU3NMU
ToMOHMAaH AB BoWKapUIMWKHWHT ofup Byaunuiinapu 6unaH HamoéH
6ynyBun Kyn COHNMM TW3UMNK aTpocma cuHAapomu GYnrad nauveHTnapga
KysaTunaau. Mpenapat HUTPaTNapHUHT FUNOTEH3MB TabCUPUHM Ky4yaiiTupaau.
CunpeHachunHn NOCTMapKETUHT Kynnaw Aasomuaa Muokapn WHgapkTu,
HOTYPFYH CTeHoKapaus, TycaTaaH lopaknu ynvum, KopuH4anap aputMUsicu,
remMopparvk WHCYmbT, TPaH3UTOP WLWEMMUK XYXyM, apTepuan runep- Ba
rMNOTeH3Ns kabu opak-TOMMP TU3MMM TOMOHWUIAH XWNAAMIA acopaTnap xaknaa
xabap 6epunran. Y6y nauneHTNapHUHT Kynuunuruaa iopak-Tommp Tusumm
TOMOHWJAH acopatnapHUHr xaBd omunnapu maexyn 6ynran. Kypcatunrax
KYPUHWLLNAPHUHT KYNYWUAMIU cekcyan dhaonnvk BakTnaa €k Aapxon yHaaH
KeWuH Ky3aTunraH, ynapaaH aipumnapu cungeHadun kabyn kunrasaaH KenmH
cekcyan haonnmKena Xxam aHuknaHaam. AHUKNaHraH KYpUHULL Ba KypcaTunraH
éku Boluka omunnap opaciaa 6esocuTa anoka MaBxXyaNNrMHN aHUKNALIHUHT
WNOXM AYK.

lMpuanuam

OpeKunAHUHT Bysunuwnapuin aasonall y4yH npenapatnapHu KUHCUi
ONaTHUHI aHaTOMUK AedopMauLmach (aHrynsums, kaBepHo3 ¢ubpos éku
MenpoHbe kacannur) 6ynraH Gemopnapaa éku npuanu3mMH1 puBoOXKNaHULWUra
Mounnuk 6ynraH xonatnapaa (YPOKCUMOH-Xyxalpanu aHeMusi, Kyn CoHnm
Muneroma ékun neikemMus) 9XTUETKOPNNK B1naH KynnaHnLn kepak.
CunpeHadunHW nocTMapkeTWHr Kynnaw AaBomupa ysok myaaaTtnu
apekuusnap Ba npuanuam Tyfpuchaa xabap GepunraH. Opekuus 4 coataaH
OpTVK [A@aBoM 3TCa, MauMeHT aapxon Tuboui éppamra Mypoxaar Kunum
Kepak.

Arap [japxon Npuannu3MHUHT oA OfMHMACA, XWHCUIA OnaT TYKNMaCUHUHI
Kal;ITMaC LwmKacTnaHnLwv Ba UMNOTEHUUSA PUBOXNAHULLN MYMKWUH.

Bowka ®L]3 5 uHaubumopnapu éku speKkyusHuHe 6y3unuwnapuHu 0asonaw
y4yH eocumanap 6urnaH 6upaanukda KynnaHunuwu

CundeHapunHu ®3/[-5 HuHe Gowka uHeubumopnapu Exku ynka
aunepmeH3usicuHu Odasonaw y4yH 6owka npenapamnap, cundeHagusn
caknos4u éku apekyusHuHe 6Gy3unuwnapuHu Oaeonaw y4yH 6owka
gocumanap 6unaH 6upea KynnawHuHe xasgcusnuau ea camapadopnuau
ypeaHunmazaH, WyHuH2 y4yyH 6yHOall MaxmyanapHu Kynnaw mascusi
smunmatiou.

Kypuiwra Tabeupu cunperadun sa 135 HUHT GoLuka MHrMbuTopnapm kynnatu
BaKTWUAA KYPULLHM CNOHTaH Byaunuiinapu xakuaa xabap 6epunran. XKyaa kam
xonnapfa KypyB HEepBUHWHI apTepuut GynmaraH OnauHIM Ulemuk
Hesponatusicn (KHAOWH) xaknpa xabap Gepunran. Kypuwhn TycatgaH
6ysunuwn xonuaa cunaeHadun Gunad gasonallHW TyXTaTWW Ba Aapxon
wmchokop 6unaH Macnaxatnaluui o3num.

PumoHasup 6unaH KynnanHuwu

CunpgeHadunHu putoHasup 6unax Gupra Kynnatu TaBcus aTUNManau.
Anbpa-adpeHobriokamopnap bunaH bupaa KynnaHuwu

Cupenadun Ba anba- agpeHobriokatopnaphv Gupra Kynnaw anoxuaa
ce3rnp nauneHTnapga CUMNToMaTuK runoTeHsunsra onub kenum MYMKUHNUIA
Tycbaiinn, anbta-aapeHobnokatopnapHn kabyn kunaétraH nauveHTnapra
npenapartHu axTuétkopnuk Gylopuw nosum. Opataa, GyHpait xonaT
cungeHadun KynnaHraHaaH keiiH 4 coat gasomuaa Kysatunagun. Anbda-
afgpeHobnokaTopnapHu kabyn kunaétraH nauueHTnapaa noctypan
TUMOTEH3NS PUBOXKNAHULIMHUHT XaBOUHU KamanTvupuw yuyH, Nuburpan™
npenapatuHu akaT remoguHamMuka kypcatkuunapu TypFyH xonatra
apULIMAraHaaH cyHr 6ownat nosum. LLyHuHIAek, npenapaTHuHT GoLnanFy
[103aCUHU 25 Mr raya KMaiTupuL Makcaara MyBOUKIMIMHA KYPULL NTO3UM.
MocTypan runoTeH3UsHUHI CUMNTOMIIapy Naitao 6ynraH xonuaa HAMa KUnuLL
Kepaknuri xakuaa naumeHTnapHa xabapaop Kunui nosum.

KoH kemuwinap

In vitro TagkukoTnapga cungeHadun HaTpuUil HUTPOMNPYCCUAHUHT
aHTWarperaHT camapacuHW KyyaiTupuln aHuknaHraH. KoH keTuwwura
Mounnuru éku haon nenTuk sipacu GynraH nauveHTnapaa cunaeHaunHn
KyNnaLwHUHr XaBdcnanurn 6yinia mabnymoTnap iyk, WYHUHT y4yH GyHpan
6emopriapaa npenapaTthu KynnatHn Makcaara MyBoUKIUIMHN CUHYMKNat
6axonaw nosum. Typ napaa OKKMIO3WACUHW PUBOXMAHWLLMHUHT xaBdu
aliHMKCca KOHHU 0KOPpY MBYYaHNUrnaa nauueHTnapaa owann.

Nuburpan™ aénnapaa kynaHmaiiam.

Tnburpan™ npenapatn TabneTkanap naktosa caknaiau. Kam yupaiguran
Hacnuii ranakTo3aHu ysnawtupaonmacnuk, flanna nakrasa TaHkUcnurn éku
rMioko3a-ranakTosaHn kam cypunuwm 6ynraH nauueHTnapra npenapat
Gytopunmanau.

Tuburpan™ npenapaTuHuHr xap 6up TabneTtkacy 1 MMONb HaTpWi caknanan
(23 Mr gaH kam); HaTpuiiHWHT ByHAai Mukdopuaa xed kaHzai maxcyc
KkypcaTtmanap Tanab atunmanau.
X dopnuk ea dasf
CunpaeHadunHm aénnapaa kynnat MyMKUH amac.

Tpancnopm eocumanapuHu ea 6owka nmomeHyuan xaegpnu
J mancupu

CunpeHadunHu aBToMobunHM éku Boluka TexHWK BocuTanapHu Golukapui
KoBunuaTUra Tabeupy Gyitnia TankukoTnap yTkasunmaraH.

Cofnom KYyHrunnu apkaknapaa cunaeHadUNHUHT MyBO3aHaT
KOHUeHTpaumacn doHnga (80 mr gaH kyHura 3 mapta) 603eHTaHHUHT
(125 mr gaH kywura 2 mapta) AUC 49,8% ra, Cmax — 42% ra owwwm
Ky3atunraH.

ABTOTPAHCMOPTHM XaiAall Ba MeXaHWU3MMapHu GoLuKapuLLAa 3XTUETKOPMKKa
pUOS KUMWLW NIO3UM, YYHKM cunaeHacun Gow ainaHuwm Ba KypuLIHM
6Y3UNULLNHN HYaKUPULLN MYMKUH.

Mpenapat Gonanap ononmanaurax xoiaa caknaHCcuH Ba SPOKNUUK MyaaaTh
YTraHuaaH KeivH NwnatTuiaMacuH.

[Lo3zaHu ownpmG ro6opunuium

Cofnom KyHrunnunapaa yTkasunraH Tagkukotnapaa 800 mr rada gosanapaa
6up mapTta kabyn KUnMHraHuaa, HOXyll KYpUHWLLINap nacTpok fosanapaa
kabyn KUnUHraHuaary conuTMpapnu 6YnraH, nekuH Kynpok KysaTtunrad Ba
SKKONpOK 6ynraH.

200 mr no3aza kabyn KMnMHraHaa TabCUPRapHUHT KydaiuLLn KysaTunmaraH,
61POK HOXYS peakLManapHUHT (6oL OFPUFK, I03HW Ku3apuim, 6oLl annaHmwmn,
avcnencus, 6ypyHHN GUTULLIK, KYPULLHK By3unuium kabu) naingo 6ynuwm Tes-
TE3MUMHM YCULLIN Ky3aTUiraH.

[Haeonaw

Hosa owupn6 to6opunraH xonaa craHaapT caknab TypyB4u [JaBonallHu
yTKasuw nosum. [inanua cunaeHaunHUHr KNMMPEHCUHU TeanawTupManan,
4yHKW cunaeHacun nnasma okcunnapu 6unau aon GofFnaHaam Ba CUAANK
6unaH Yrkapunmanau.

Yukapunuw waknm

J'I|/|6V|rpaH" 50 mr ékwm 100 mr, kobuk GunaH kKonnawraw Tabnetkanap
6nuctepnappaa. 1 6nuctep (1 &k 4 kobuk Gunax konnaHraH TabneTka) kynnatu
6yinya inyprkHomacy GunaH Gupra kapToH KyTura XXonnaHraH.

Caknaw wapouTtnapu

25 °C paH tokopy GynmaraH xapopataa, opuriHan ypamuaa, Kypyk konaa
CaKnaHCuH.

ﬂpOK,HVIﬂMK Mmyaaatm

3imn.

[opuxoHanapaaH 6epui TapTMGH

PeuenT 6yinya.

Kaia Kunuw ryBoXHOMacuHUHF 3racu

[oasa XonauHr A. L.

Xankanel Mepke3 Max. BacbiH Qkcnpecc [kap. Net

34303 Kiouykuekmemke/Mictambyn/Typkus

WNwna6 umkapysum:

[oasa XonguHr A. L.

Opranuse CaHaiiv Benbrecu, Atatiopk Max. Atatiopk [Ikag. Ne32
Kapaarau/Yepkeakoi/Tekupgar/Typkusi
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MAsfarma

WHCTPYKUMA NO NPUMEHEHUIO
NIUBUTPAH"
LIBIGRAN"

Toproeoe HasBaHue npenapara: JINEUIPAH"

Aeincraytowme Bewectso (MHH): cungenacun

TekapcTBeHHas chopma: TabneTka, nokpbITas NIeHo4HOM 060M104KOM
CocraB:

akmusHoe eewjecmeo: cunpeHacdun (B dopme cungeHacduna uutpara) -
50 mrunm 100 mr;

ecriomozamerbHble geujecmea: LENonosa MUKpokpuctannuyeckas,
Kanbuusi ruapodocdar 6e3BoaHbIN, KpOCKapMennosa HaTpusi, MarHus
cteapart, Opadry |l Blue 32 K 20406: ruapokcunponunMeTunuennionosa,
okena xenesa xentold (E172), TpuaueTuH, naktosbl MOHOrMApaT, TuTaHa
Avoken (E171), uhaurokapmux (E132).

Onucanue:

Tabnetkn 50 Mr: wecTuyronbHble TabneTkn, NOKPbITbie MIEHOYHOW
oBonoykoMn, rony6oro uBeTa, ¢ rpasupoBkoii "50" Ha ogHol cTopoHe, "LBG" -
Ha apyrow.

Tabnetkn 100 Mmr: wecTuyronbHble Tabnetkn, NOKpbITble NNEHOYHOW
oBonoykoMn, ronyGoro LBeTa, ¢ rpaBypoBkoii "100" Ha oaHol cTopoHe, "LBG" -
Ha apyrow.

®dapmakoTepaneBTUYeckasa rpynna: JlekapcTBeHHble cpeacTBa Ans
TeYeHNs HapyLUEeHWid apekLumn. MHrbutopel hocdoamnactepasb.

Kop ATX: GO4BEO3

®dapmakonoruyeckue cBoicTea

PapmakoduHamuka

Cunpexadun ABNAETCS CPEACTBOM NS NIEYEHWUS 3PEKTUNbHOW ANCHYHKLMK,
npuHUMaemMblM BHYTpb. OH BOCCTaHaBNMBAET 3PEKTUNbHYIO (yHKLUIO
NOCPEACTBOM YIyYLEHNs KPOBOCHAGXEHWsI MOMOBOro YneHa B OTBET Ha
CeKcyarnbHyo CTUMYNSLMIO.

duanonornyeckuii MexaHusm Jpekuynn nonoBoOro YneHa cBA3aH C
BbICBOGOXAEHMEM okcuaa asota (NO) B kaBEpPHO3HOM Terne Npu cekcyanbHon
cTumynsaunn. Okcua asoTa akTueBMpyeT hepMeHT ryaHunaTuuknasy, yto
NpVUBOAUT K MOBBILLEHUIO YPOBHS LIMKNWYECKOro ryaHosuHMoHodocdata
(urM®) 1, Kak cneacTBUE 3TOrO, paccnabneHuto rMaakux MblLLL, KaBepPHO3HOTO
Tena (corpus cavernosum) W paclUNPEHNI0 KaBEPHO3HbLIX CUHYCOB.
CunpgeHacdun He okasbiBaeT NPsSIMOro paccnabnsiowero BUSHUA Ha
M30NMpOBaHHOE KaBepHO3HOe Teno YenoBeka, HO ycunueaeT
paccnabnstowmii achpekt NO Ha 3Ty TkaHb. Mpu cekcyanbHOW CTUMYNSALUKN
nokaneHo ocBoGoxaaetca NO, nog BnusiHuem cunpeHaduna uHrnbupyetcs
®[135, BbI3bIBasi pocT ypoBHs UIM® B kaBepHO3HOM Tene. Mo aToi npuynHe
obszaTenbHLIM yCrosueM ahekTUBHOCTY npenapara Jnburpansensetcs
CeKkcyanbHasa CTUMynaums.

PapmakoKuHemuka

BcacsbieaHue

Cunpenadun GbicTpo BcackiBaeTcsi. KoHueHTpauusi B nnasme gocturaet
makcumyma B TeuveHne 30-120 muH (B cpeaHem 60 muH). A6conioTHas
610A0CTYNHOCTL NpW Npueme BHYTPb B cpeaHem cocTaenseT 41%
(B AnanasoHe 25-63%). Mpu Nnpueme cunaeHacuna BHYTPb B peKOMEHayeMbIX
posax (25 mr-100 mr) nokasatenu AUC wn C,, yBenuyusatoTcs
nponopuyoHansHo aose. Mpu npueme cunpgeHacuna ¢ NULien CKOPoCTb
BCacbIBaHUA CHkaetcs; T, yBenuumnsaeTcs B cpegHem Ha 60 muH, a C,,
CHWXaeTcs B cpeaHem Ha 29%.

PacnpedeneHue

OGbem pacnpeneneHusi B paBHOBECHOM COCTOSIHUM COCTaBSIET B CPEAHEM
105 n, 4To yKasbiBaeT Ha ero pacrnpegeneHne B TkaHax. CungeHadun u ero
OCHOBHOW LiMpKynupytoLmii N-0ecMeTunoBbIi MeTabonut npuMepHo Ha 96%
ceasbiBatoTCA ¢ Genkamu nnasmel n ero C,, coctaenset 18 Hr/mn (38 HM).
CenasbiBaHne ¢ Gernkamu nnasmbl He 3aBUMCUT OT O6LIEN KOHLEeHTpauuu
npenapara.

BuompaHcghopmayust

Cunpexacun metabonuasnpyetcs rnaeHLIM o6pasom noa aencteuem CYP3A4
(ocHoBHOM NyTb) U CYP2CY (AononHUTENbHbIN NyTb) M30(EPMEHTOB NEYEHN.
OcHoBHol MeTaGonut N-gecmetuncunaeracun. Mosxe aToT MeTabonut
ToXe noasepraeTcs metabonuamy. Mo cenekTuBHOCTM AeiicTBus Ha O3
MeTabonnT ConocTaBuM C cunaeHacuiom, a ero akTMBHOCTb B OTHOLLEHUM
®3 in vitro coctaBnseT npumepHo 50% akTMBHOCTK camoro cungeHaduna.
KoHueHTpauusi metabonuTta B nnasme, coctaensieT npumepHo 40% oT
KOHLIEHTPaLMM OCHOBHOro BellecTsa. N-gecMeTunbHbIR MeTabonnT
noasepraetcsa ﬂaﬂbHeﬁLUeMy MeTaﬁOJ'IVKiMy; ero T‘QCOCTaBﬂﬂeT 0oKOMno4 4.
Brigederue

O6LWmin KNUPEHC cunaeHaduna cocTasnseT 41 n/y, a koHeuHbln T,, - 3-5 .
Mocne npuema BHYTpb CI/IJ'I/:leHad)VIJ'I BbIBOOUTCA B BUAe MeTaBOnVITOE, B
OCHOBHOM, C kanom (npumepHo 80% [03bl) 1 B MeHbLLE CTeNeHu - ¢ MoYoit
(npumepHo 13% [03bl).
Py ¥ 0co6i
Toxunble nayuerms!

Y 300poBbIX Noxunbix Aob6poBonbleB (65 net u crapluie) KNUpeHc
CMJ'I/:leHaq)VIJ'Ia CHWXEeH, a KoHueHTpauusa CI/IJ'I[Z[eHaq)VIJ'Ia n
N-gecmeTunmetabonuta B nnasme npumepHo Ha 90% npesbllaeT ypoBeHb
ero y 340poBbIX Momnofbix Aobposonbues (18-45 net). U3-3a pasnuuHoi
cTeneHn cBsidblBaHUs c Genkamu nnasmbl y vy noxwunoro Bo3pacTa
KOHLIEHTPaLMsi CBOBOAHOrO aKTUBHOTO BELLECTBA B Na3me NpUMepHo Ha 40%
NPeBbILLIAET ero KOHLIEHTPALMIO Y MONO/bIX NaLNEHTOB.

No4eqHas HedocmamoyHoCmb

Y pobpoBonbLeB C Nerkoil U yMepeHHOW MNOYEeYHON HEeAO0CTaTOYHOCTbIO
(knupeHc kpeaTuHuHa 30-80 MN/MUH) hapMakoKMHETUKA NOce OAHOKPaTHOrO
npuema BHYTPb 50 Mr He MeHsinack. Y A06POBOMbLLEB C TSHKENO NOYeUHO
HeoCTaTOMHOCTbIO (KNMPEHC KpeaTuHWHa meHee 30 MN/MWUH) KNUpeHc
cunaeHacuna cHkeH. Mo 3Toi NpuyKHE y Noo6HLIX NaLMeHToB nokasaTteni
AUC npumepHo Ha 100% u C_,, npumepHo Ha 88% Bblille MO CPaBHEHMIO C
TaKOBbIMU NOKa3aTeNnsiM1 Npy HOPMarnbHON (OYHKLMM NOYeK Y NaLUeHTOB Toi
e BO3PaCTHO rpynnbl.

[NeyeHo4Hasi HedocmamoyHoCMb

Y no6poBOrbLEB C LMPPO30OM NeYeH Nerkoit n cpeHein crenexn (knaccAn B
no wkane Yannga-bto) KNupeHc cungeHaduna Hike, Yem y JoGpOBObLER
TOVi e BO3PaCTHOM rpynfbl C HOPMaribHOM (yHKUME NEYEHN, YTO NPUMBOANT K
nosbiweHno y HUXx AUC (84%) n C,,, (47%). dapmakokuHeTuka cungeHaduna
Y NaLUNEHTOB C TSHKErOil NeYeHOYHON HE0CTaTOMHOCTBIO (knacc C no Lwkane
Yaitnaa-Meto) He nsyyanace.

Moka3saHusA K NpUMeHeHUI0

Jnburpan”™ nokasaH AnNsi CUMNTOMAaTUYECKOTO NIEYEHUs] IPEKTUILHOM
ANChYHKUMN.

JInburpaH” He okasbiBaeT acpchekTa 6es HanMuMa CeKcyanbHOM CTUMYNALMM.
He NpUMeHSIeTCA Y KEHLLIMH.

Cnoco6 npuMeHeHUs M 103bl

Mpu cumnToMaTU4YECKOM NEeYeHUN 3IPeKTUNbHOW AUChYHKUUU (npu
HEBO3MOXHOCTW AOCTIKEHUS! U MOAAEPXaHNs 3peKumuu, HeobxoauMmoii Ans
YOBNETBOPUTENBHOTO MOMOBOrO akTa) peKkoMeHayemas [o3a OGbl4YHO
cocTtaBnsieT 50 Mr npumepHo 3a 1 4ac [0 NNaHWMpyemoii cekcyarbHown
aKTMBHOCTU. C y4eToM 3hheKTUBHOCTM 1 NEPEHOCUMOCTH 1038 MOXET BbITh
yBenuyera Ao 100 mr unu cHwkeHa o 25 mr. MakcumanbHas pekoMmeHayemas
po3a coctaensieT 100 Mr v npuHumaetcst 1 pas B AeHb. Mpenapat npuHUMatoT
BHYTPb. Mpu1em npenapata Bo BpeMs e/ibl MOXET 3aMe/fsTh ero ieicTame no
CPaBHEHMIO C NPUEMOM HaToLLaK.

OpHOBpEMEHHOE MNPUMEHEHWE C CUMbHBIMU WHIMBUTOpPamMn LUTOXpoma
P450 CYP3A4 (Takumu Kak 3pUTPOMMULIMH, CaKMHABMP, KETOKOHas3on,
MTPaKoHa30mM) MOXeT cnocobcTBOBaTL MOBLIWIEHMIO KOHUEHTpauuu
cwnneHad)wna B nnasme. YuYuTbiBas TO 4YTO BbICOKas KOHUeHTpauusa
cunpgeHacuna MOXET Bbi3BaTb Kak yCureHne AedcTBUs, Tak U NOBOUHbIX
ahheKToB, pekomMeHayemas HadarnbHas Ao3a npenapata cocTaensieT 25 Mr.
He pekomeHayeTcst COBMECTHOE NpUMeHeHne cunpgeHaduna ¢ puToHaBUpoM.
Y1oBbl CBECTU K MMHUMYMY DUCK PasBUTWS MOCTYParlbHOW MMMOTEH3NUN Y
nauneHToB, NpUHMUMaloLMX anba-aapeHobnokatopsl, NpueMm npenapata
ﬂwﬁwrpaH“ criepyeT HauuHaTb TOMbKO nocre [JOCTWKEHUs cTabunusauun
nokasaTenei remoaumHamuku. CneayeTt Takxe paccMoTpeThb
LienecoobpasHOCTb CHIKEHWA HauarnbHOM 403kl Npenapata 4o 25 mr.
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Mpn NoYe4HOW HEeAOCTATOYHOCTU NErkoW U CpefHeil CTEeneHu THKecTU
(knupeHc kpeaTuHuHa 30-80 MN/MuUH) Koppekuusi [o3bl He Tpebyetcs. Mpu
NOYEYHON HEAOCTATOMHOCTM TSKENO CTeneHn (KNMPEeHe KpeaTuHuHa MeHee
30 mMn/MuH) M3-3a CHWXKEHHOro KrnupeHca [o3y cungeHaduna cnegyert
yMeHbWwUTb A0 25 Mr. Mpu HeoBXOANMOCTU 403y MOXHO MOCTENeHHO
nosbiwatk A0 50 Mrunu 100 Mr ¢ yueTom apheKTUBHOCTM N NEPEHOCMMOCTW.
Mockonbky BbiBeAeHWe cunpgeHaduna HapylwaeTcs y NauueHToB C
HapyLeHreM hyHKLMM NeyeHun (Hanpumep, npu LMpPos3e), 403y npenapata
CcrnepyeT CHU3NUTL 40 25 Mr.
Fepuampudyeckas epynna
Y nauueHToB noxunoro Bo3pacta (65 net u craplue) KoppekLun Ao3bl He
Tpebyetcs.
Mo6GouHble aencTBUsA
Havbonee uacTto BcTpevatowmecs noboqHble apcekTbl: ronosHas Gonb,
NoKpacHeHWe nuua, AWCMEncusi, 3anoXeHHOCTb HOCa, TONOBOKPYXEeHWe,
TOWHOTA, ouwyleHne xapa, HapylweHue 3peHus: uunaHoncusa (BpeMeHHOe
COCTOsIHME, NPY KOTOPOM BCE NPEeAMEThI KaxyTcs rony6eiMm), 3aTyMaHeHHoe
3peHne.
HexenatenbHblie peakuuu, BcTpevyawowmnecs B KIIUHUYECKUX U
NOCTMapKETUHIOBbLIX MCCNEAOBaHUSX Yalle Mo CpaBHeHMo ¢ nnaue6o u
KMMHWYECKN 3HAYMMBble, yKasaHbl HWKE MO 4YacToTe BCTPEYaeMocTn U no
cucTemam.
YacTtota BO3HMKHOBEHMS: O4eHb YacTo (21/10); yacTto (ot 21/100 go <1/10);
HeyacTo (oT 21/1000 go <1/100); peako (ot 21/10000 go <1/1000); oyeHb
penko (<1/10000); ¢ Hen3BeCTHOW 4acToToi (He MOryT GbiTb OLEHEHbl Ha
OCHOBE MMEHOLNXCS AaHHBIX).
YacTtoTa KIMHMYECKM 3HauMMbIX MOBOYHbIX 3hHeKTOoB, BCTpEHalomxcs B
I'IOCTMapKeTMHI'OEbIFi nepuvoz, ykasaHa Kak HenspecTHas.
WHepekyuu u uneasuu
Heyacmo: PUHNT.
Co P y
Heyacmo: peakL NoBbILLIEHHON YyBCTBUTENBLHOCTH.
Co P Te i
0O4YeHb Yacmo: ronoBHas 6OJ'Ib;
4acmo: rofloBOKPYXEHNe;
Heyacmo: COHNMBOCTb, TUNECTE3Ns!;
pedko: LepebpoBackynsipHble HapyLeHUs, TPaH3WTOpHas ulemuyeckas
araka, Cyoporu*, NoBTOpHbIE Cyaoporn*, 06Mopok.
Co cmopoHkI op2aHa 3peHust
4acmo: HapyleHne LiBEeTOBOCNPUATUS, Hapy
3peHue;
Heyacmo. HapylleHue paboTbl crnesHoro annapata***, Gonb B rnasax,
oTodobus, hoToncus, nokpacHeHe rmas, Greck B rnasax, KOHbIOHKTUBUT;
pedko: HeapTepUUTHas NepeaHsis UlleMUYeckas HeBPONaTUsS 3pUTENbHOMO
HepBa (NAION)*, oKknto3Wsi BeH ceTyaTku, KPOBOMW3NMUSIHUE ceTyaTku,
apTepuocknepoTuyeckas petuHonaTtus, nopaxkeHue ceT4yartku, rnaykoma,
AecdeKkT nonei 3peHus, AUNMONUS, CHWXKEHWe OCTPOTbl 3PEHUsl, MUonus,
acTeHonusi, nnasaloliMe MOMYTHEHWS CTEKMOBUAHOMO Tena, nopaxeHue
pany)KHoﬁ OGOJ'IO\IKI/I, Mugpuas, Hanuyune pagyxHbolx Kpyros B none 3peHus
BOKPYr MUCTOYHWKa CBeTa, rMnepemMusi KOHbIOHKTUBbLI, pasapaxeHuwe rnas,
HEMPUATHBIE OLLYLLIEHWS B Fa3aXx, OTeK BeK, MHbEKLIMM CKrep.
Co cmopoHbI op2aHa c/lyxa u 1abupUuHMHOU CucmeMb|
pedko: noTeps crnyxa.
Cocmop P Y
4acmo: NoKpacHeHMe LA, OLLyLLeHWe Xapa;
Heyacmo: Taxvukapaus, oLLyLLieHve cepauebueHns, runep-, rmnoTeH3us;
pedko: BHe3anHas cepaeyHas CMepTb, MHapKT MUOKapaa, Xenyaoukosas
apuTMns, hnbpunnauna npeacepanii, HectabunbHas CTeHokapans.
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npy NPUMEHEHWN €ro OfIHOTrO COCTaBMSIET 5 HI/MM, a NpU COBMECTHOM
npumeHeHun — 200 Hr/mn. CunpgeHaduwn He okasbiBaeT BAWSHUA Ha
¢apmMaKkoKMHETUKY PUTOHABMPA, OfHAKO, y4uTblBas 0CoBEHHOCTM
¢hapMaKOKMHETWKM, ykasaHHbIe Bbllle, COBMECTHOE NPUMEHEHNE PUTOHaBIpa
n CI/IJ'I[ZleHaq)VIJ'Ia He pekomeHayeTcs.

Ha ¢oHe paBHOBECHON NNa3MEHHOW KOHLEeHTpauuu uHrubutopa BUY-
npoteasbl caksuHasvpa (1200 mr 3 pasa B AeHb) Habnoganock ysenuyeHve
C... cungeHaduna (140%) n AUC (210%) npu ero npumerexnn B fose 100 mr.
CunpeHadun He okasblBaeT BMNSHWA Ha (hapMakKOKMHETUKY CakBUHABMPA.
Bonee cunbHble MHrMGUTOpPHI CYP3A4, Takue Kak KeTOKOHa3onm wnwu
nTpakoHason, MOryT Bbl3biBaTb Gonee BblpaXxeHHble U3MEeHeHnsa
¢hapmMaKoKMHETUYECKX NapameTpoB cunaeHadmna. Mpu ogHoBpeMeHHOM
O[HOKPaTHOM MpuUMeHeHun cunpeHacuna B Aose 100 Mr v uHrMGUTOpa
npoTteas puToHaswupa, ABMAKOWEroca MOLHbIM VIHI'MSI/ITOpOM uutoxpoma
P450, Ha ¢hoHe paBHOBECHOW NNasMEHHOW KOHLIEHTpauuu puUTOHaBMpa
(500 mMr 2 pa3a B AeHb) Habnoaanock ysenuyenve C, ., cungeraduna 8 4 pasa
(300%) n AUC — B 11 pa3 (1000%). Ha choHe paBHOBECHOW Nna3mMeHHoN
KOHLIEHTpaLuu ymepeHHoro uHrubutopa CYP3A4 aputpomuumHa (500 mr
2 pasa B [eHb B TeyeHWe 5 AHeil) U OAHOBPEMEHHOTO OAHOKPaTHOro
npuMeHeHus cungeHadvna B gose 100 mr Habnioaanock ysenuyeHne AUC
cungeHacuna Ha 182%. HeT uHdopmaumm OTHOCUTENbHO BAUSHUS
a3UTPOMULIMHA NPU ero NpumeHeHun B o3se 500 Mr B AeHb B TeveHue 3 aHein
Ha C_,, T,.. KOHCTAGHTy CKOpOCTW amumuHauuu, T': cunpeHacuna u ero
OCHOBHOTO LMpKynupyiollero metabonuta. ¥ 300poBbix Ao6poBonbLes npu
COBMECTHOM MpKYMEHEHUN C Hecneunduyeckum uHréutopom CYP3A4 un
WHIMBMTOpOM uMTOXpoMa P450 uumeTtugumHom (800 Mr) KOHUEHTpauus B
nnasme cunaeHacuna (npu ero npuMeHeHUn B Aose 50 Mr) yBenuymunach Ha
56%. lpeindpyToBbIA cOK, ABNSAlOWMIACcA cnabbiMm MHrMGUTOPOM
meTabonuama CYP3A4 B cTeHke KULWEYHWKA, MOXET MPUBECTU K
HesHauyMTenbHOMY NOBbILLIEHWIO YPOBHS cunaeHadmna B nnasme KpoBu.
OpHoKpaTHbIV NpUeM aHTaumaa (MarHus ruipokcuaa/antoMuHus rmapokecuaa)
He BNVAieT Ha G1ooCTYNHOCTL cUnaeHacmna.

WHrnbutopel CYP2CY (Takve kak Tonbytamui, BapdapuH, heHUTOuH),
CYP2D6 (Takvne kak cenekTuBHble MHrMBUTOPLI O6GpaTHOro 3axsaTta
CepOTOHMHA, TPULIMKIIMYECKUE aHTNAENPEeCCaHTbI), AMYPETUKMA, NHIMBUTOPSI
AM®, 6GnokaTtopbl kanbLWeBbiX KaHanoB, aHTaroHWcTol GeTa-
afgpeHopeuLenTpoB, UHAYKTOpbl MeTabonuama CYP450 (Takue kak
pndamnuunH, 6apbuTypaThl) HEe OKa3biBaKT BNUAHNS Ha
chapMakoK1HeTUYeckne NnapameTpbl cungeHaduna.

CunbHble nHaykTopbl CYP3A4, Takue kak pudamnuH, MoryT Bbi3biBaTh Gonee
3HaYMTErNbHOE CHIKEHME NNa3MeHHON KOHLIeHTpaumMm cunaeHadmna.
Hvikopanawn npefcrasnsieT coboi rmbpua HATpaTa 1 akTuBaTopa Kanuesblx
KaHanos. M3-3a HanMuusi HUTPaTa eCTb BEPOSTHOCTb B3aMMOAECTBUS C
cunaeHadunom.

¢ Ha dpyaue Je F

Wccnedosarus in vitro: CunpeHacdun ssnsetca cnabblM UHTMGUTOPOM
n3odepmeHToB uutoxpoma P, - 1A2, 2C9, 2C19, 2D6, 2E1 n 3A4
(MK;,>150 mkmonb). Mpu npuMeHeHun cunpeHaduna B pekoMeHayembix
[l03aX MaKCUMasbHast KOHLIEHTPaLMs! ero B Niasme COCTABMSIET OKOMO 1
MKMOJTb, MOSTOMY MasnoBepOSiTHO, YTO CurieHachnn CnocoBeH MoBNUATL Ha
knupeHc cybecTpaToB aTMx u3odepmeHToB. HeT mHdopmauum no
B3aMMOAENCTBUIO Hecneunduyecknx MHrMbutopor docdoanactepasbl,
TaKux Kak TeOUNIMH UMK AUMMPUAAMOIT, C CUNAEHadUIOM.

UccnedoeaHus in vivo: U3-3a BnusiHus Ha obmeH NO/UFM® cungeHadun
ycunueaet runoTeH3nBHoe neﬁcrsme HUTPAaTOB. B cBsian ¢ aTum npumeHeHue
cunaeHacnna B CoMETaHUM C HUTPaTaMW UMM I0HAaTOpaMu OKcuaa asota
NPOTMBONOKA3aHO. Y OTAENbHbIX YyBCTBUTENbHbIX MALMEHTOB, MOMyYatLLmx
anba-agpeHobnokaTopbl, OAHOBPEMEHHOE MpUMeHeHne cungeHaduna
MOXET NPUBECTU K CUMMTOMATUHYECKO FMNOTEH3NM, 4TO 06bIYHO HabrioaaeTcs
yepes 4 vaca nocne npuema cungeHacguna. B Tpex cneundunyeckunx
nccnegoBaHUaX y nauyumeHToB ¢ Ao6pokadyecTBEHHON runepnnasven
npocTaThl, CTabUNU3MPoOBaHHON AOKCA303MHOM, arnba-agpeHobrnokatop
[0KCa303uH (4 Mru 8 Mr) npumeHsincs ¢ cungeHadunom (25 mr, 50 mrunm 100
Mr). B aTux uccrnegoBaHusix cpegHee [OMOMHUTENbHoe CHikeHne Al B
MonoXeHUn nexa coctaensieT 7/7 mm pr.cT., 9/5 Mm pT.cT ¥ 8/4 MM pT.cT
COOTBETCTBEHHO, CHIKeHME ALl Ha HKHIUX KOHEYHOCTSAX CocTaBnsieT 6/6 Mm
p1.cT, 11/4 MM PT.CT 1 4/5 MM PT.CT COOTBETCTBEHHO. Y NOAOGHLIX NaLNEHTOB
€006LLAaNock O PeAKNX Cryyasix PasBUTUS CUMMNTOMATUYECKOI NOCTypanbHOM
runotexHann. OTMevanuchb Cryyan roroBOKPYXEHUS, OaHako 06MOpOKOB He
Habnoganock.

Mpu3sHakoB CyLLIECTBEHHOTO B3AMMOAECTBUA ¢ TonbyTammaom (250 mr) unu
BapcapuHomM (40 mr), koTopble MeTaGonuanpytotcsi CYP2C9, He BbISIBNIEHO.
CungeHadun (50 Mr) He BbI3bIBAET [AOMNOMHUTENBHOTO YBENMYEHUA BPEMEHN
KPOBOTEYEHWS! NPU OAHOBPEMEHHOM NpUEME C aLleTUNCanMUMIOBO KUCHOTON
(150 mr).

CungeHadun (50 Mr) He ycunuBan rvnoTeH3UBHOE AeCTBME ankorons y
3/10pOBbIX A0GPOBONbLER NPY CPEAHEM MaKCMManbHOM YPOBHE ankororsi B
kpoBw 80 mr/an.

He oTmevanocs n 1 no cp: 0 ¢ nnaue6o B No6oYHbIX
fefcTBUAX Npu npueme cungeHaduna u cnegywwmux rpynn
aHTUMMNEPTEH3NBHbIX CPEACTB: ANYPETUKOB, 6eTa-6rokaTopos, MHrMGNTOpoB
AT®, aHTaroHMCTOB aHrunoTeHsuHa |l, Basogunaratopos u
AHTUTMNEPTEH3UBHBIX CPEACTB LEHTPanbHOro AeicTsns, Gnokatopos
a/ipeHepr1yecknx HenpoHoB, BroKaTopoB KarbLMEBbIX kaHarnos W anbda-
aapeHo6oKaTopoB.

B KNWUHUYECKOM MCCNEAOBaHUN Y NALMEHTOB C apTepuanbHON r1nepTeHanen
npy OAHOBPEMEHHOM Npueme cunpeHaduna (100 Mr) ¢ amnogunMHoOM
Haﬁnlou,anocb CHWXeHue apTepuanbHOro AaBfeHus B MNOMOXEeHUU nexa:
CUCTOMNMYECKOTO - Ha 8 MM PT. CT., AMACTONNYECKOrO - Ha 7 MM pT. CT. Moao6Hoe
[nononHuTenbHoe CHkerne ALl 6bino, Kak y 310poBbix A06POBOMbLEB NpK
ncnonb3oBaHNMM 04HOro CI/IJ'I/:leHaq)VIJ'Ia.

B KNNHUYECKOM UCCNEA0BAHNM C yHaCTUEM 310POBbIX MYXHMH-A06POBONbLIER
cunaeHadun (100 Mr) He okasblBan BIMSIHWE HA PaBHOBECHYHO KOHLIEHTPaLMIO
I/IHI'MBMTOPOE BMq-HpoTea:ibl CaksMHaBupa v puToHaBnpa, KOTOPble ABNATCA
cyberpatamn CYP3A4.

Y 300p0BbIX MYX41H-106POBONbLEB Ha (hOHE PaBHOBECHOI KOHLIEHTpaLMN
cunpeHaduna (80 mr 3 pasa B [eHb) Habniopanock nobiweHne AUC
603eHTaHa (125 mr 2 pasa B feHb) Ha49,8%, C,,,—Ha 42%.

Oco0Gkle ykasaHus

OFLHOBpeMeHHOe npumeHeHue c IAHI'VIGIATOpOM nporea3 puUTOHaBsupom
MPUBOANT K 3HAYUTENbHOMY MOBBLILIEHWIO KOHLEHTpauuu B nnasme (AUC
nosbiwaetcs B 11 pas). MauveHTam, nonyyaroLmm putoHasmup, cungeHadun
Ha3Ha4yalT C OCTOPOXHOCTbIO U B HU3KMX [03ax. naHHble, CBfi3aHHble C
BbICOKVIM CUCTEMHbIM YPOBHEM cunaeHaduna, orpaHuydeHsl. Cooblianoce o
CHWKEHUM apTepuarnbHOro AaBneHnsi, oGMOpOKE W ANUTENbHON Spekummn y
3p0poBbIX A06poBoOnbLEB, NpuHUMaBLLKX 200-800 Mr npenapara.

Mepen Tem kak HasHadewTb npenapar Juburpan”, Heobxoaumo 0BpaTuTh
BHUMaHWe Ha Hkecneaytollee: 100 Mr cunaeHaduna BbI3bIBaNO CHKEHNE
CUCTONMNYECKOro U AnacTonnuyeckoro AasneHns B CpeaHemM Ha 8 Mm pT.CT. 1
7 MM PT.CT. COOTBETCTBEHHO MPU Ha3HA4YEHUU NaLWeHTam C runepTeH3ven,
nonyvatwowmm 5-10 mr amnogunuuia (cMm. "B3aumopgeiicTBue ¢ ApyruMu
nekapcTBeHHbIMU cpeacTBamn”). KOHTPONMpyeMbiX KMUHUYECKUX
nceneaoBaHuin No N3y4eHno OAHOBPEMEHHOTO NPUMEHEHUs cungeHaduna c
[IPYTIMW @HTUTMNEPTEH3NBHBIMM CPECTBAMM HE MPOBOAMNOCh.
Be3onacHocTb NpUMeHeHus CI/IJ'I/:leHaQ)VIJ'Ia y BOnbHbLIX C KpoBoTe4yeHuem unun
o6ocTpeHnem si3BeHHOM GoNe3HN He ycTaHoBNeHa.

BesonacHocTb 1 9thheKTUBHOCTb NpYMeHeHWs cunaeHaduna B kombuHaumm
C ApyrMMWn cpeacTtBamu, npefHasHayYeHHbIMW AnSa nevyeHus HapqueHI/II;I
9pekuumn, He ycTaHoBneHa. B cBA3W ¢ 3TUM npumeHeHWe NoAoGHbIX
KOMBUHaLMIt He peKoMeHAyeTCs.

Y nioaeit cunaeHadmn He BIUAET Ha BPEMS KPOBOTEHEHWS!, B TOM Yucne npu
HasHa4YeHuM B KOMBMHALMUM C aLeTUNCanuLmMIoBOi KUCNOTON.

Mepen Tem Kak Ha3Ha4WTL NeveHue, Ans onpeaeneHns BO3MOXKHbIX MPUYNH
HapyLeHuii 3pekummn HeobxoanMmo cobpaTh MOMHbIA MEAULIMHCKUIA aHaMHes 1
npoBecTu TlaTensHoe uankanbHoe o6creaoBaHne nalumeHTa.

OCroXHeHUs1 Co CMOopPOHbI cepdeyHo-cocyducmol cucmembl

CekcyanbHas akTUBHOCTb MpefcTaBnseT onpeaeneHHbIn pUck Npy Hanuuum
3aboneBaHuit cepgua. B cBA3nM ¢ 39TUM nepea Havanom nevyeHus
cunaeHacdmnom HeobxoauMmo TulaTenbHoe obcnefoBaHMe CepaevHo-
COCYANCTON CUCTEMBI.

CungeHadun obnagaeT BasoauNaTUpyOLWMM AeUCTBUEM, YTO NPUBOANT K
npexofsiieMy 1 HesHaunTenbHoMy CHwkeHuio Afl. TemM He MmeHee, A0
Ha3Hau4eHuA npenaparta BpaY [10/KeH TLLATeNbHO OLEHNTb PUCK BO3MOXHbIX
HexenaTternbHbIX NPOSIBMEHNI Ba30ANNATUPYIOLLEro AENCTBUS Y NaLUEHTOB C
COOTBETCTBYIOWMMMU 3abonesaHnsMM, 0CoOBeHHO Ha oHe ceKkcyanbHo
akTMBHOCTU. [OBLIWEHHAA YyBCTBUTENbLHOCTL Kk BasoaunaraTopam
HabnogaeTca y nauueHToB ¢ O6CTpyKuMen BbIBOAHOTO TpakTa IeBoro
Xenyaoyka (Hanpumep, npu cTeHo3e aopTel, runepTpoduyeckoi
06CTPYKTUBHOW KapaMoMuonaTin), a Takke C Pefko BCTpevyalolyumcs
CWHOPOMOM MHOXECTBEHHOW CUCTEMHON aTpodumn, NpoABASIOLMMCS
TSKENbIM HapylleHnem perynsuun ALl co CTOPOHbI BEreTaTUBHON HEPBHOW
cncTeMsl. [penapat ycunueaeT r1noTeH3NBHOE AeCTBUE HUTPATOB.

B Xxoae NOCTMapKeTWHroBOro NpuMeHeHus cunpeHaduna coobljanocb o
CepbesHbIX OCMOXHEHUAX CO CTOPOHbI CEPAEYHO-COCYANCTON CUCTEMBI, TaKMX
Kak MHapKT M1oKapaa, HecTabunbHas CTeHokapaus,, BHe3anHas cepaeqHas
CMepTb, XenyJo4KoBas apuTMUs, reMoppariyeckuii UHCYNLT, TPaH3UTOpHast
viemMnyeckas ataka, apTepuanbHas runep- U rmnoTeHans. BomnbLINHCTBO 3TUX
nauneHToB Mmeno akTopbl pUcKa OCHOXHEHW CO CTOPOHbI CepreyHo-
COCYANCTO CUCTEMBI.

MHore 13 ykasaHHbIX SiBMIEHW Habniofanuce BO BPeMsi Unu cpasy nocne
CeKCyarnbHON aKTMBHOCTM, HEKOTOPble W3 HWX OTMeYanuchb rocne nprema
cungeHaduna 6e3 nocnepyiollenn cekcyanbHON akTUBHOCTU. HeBO3MOXHO
YCTAHOBUTb Hanuyne npsMoi CBA3U MeXAY OTMedYaBWumMucs
HexXenaTenbHbIMU SBMEHNAMI 1 YKasaHHBLIMU UK UHBIMU hakTopami.
lpuanusm

MpenapaTbl ANst NEYEHNs! HapYLLIEHWIH 3PEKLIMM HEOBXOAMMO UCMONb30BaTh C
OCTOPOXHOCTBIO Y MaLMEHTOB C aHaToMuuyeckol nedopmaumeii Nonosoro
uneHa (aHrynsums, KaBepHO3HbI ¢ubpos, GonesHb [MeiipoHbe) unn
COCTOSIHWSAX, Npeapacnonaraiolux K passuTvio npuanuama (CeprioBuaHo-
KNeToyHas aHeMusi, MHOXecTBeHHas Muenoma, neiikemus). B xonme
NOCTMapPKETUHIOBOIo NPUMEeHeHNA CI/IﬂﬂeHaq)Vlﬂa COOsLLlaI'IOCb o IZU'WITeI'IbHOI;I
apekumm 1 npuanuame. Mpn apekumn Gonee 4 4acoB NaLMEHT AOMKEH
HeMeAneHHo 06paTUTLCS 3a MEANLIMHCKON MOMOLLbIO.

Ecnu HeMeaNIeHHO He NpefoTBpatuTb NpuUanuam, BO3MOXHO HeoﬁpaTMMoe
NoBpEX/EHIe TKaH! NONOBOTO YrleHa 1 Pa3BUTUE UMMOTEHLIMM.

lNpumeHeHue coemecmHo ¢ Opyaumu uHaubumopamu @LES5 unu cpedcmeamu
Ons neyeHust HapyweHul apexyuu

Be3onacHocTb 1 apekTUBHOCTL NPUMEHEHNS cunaeHadmuna CoBMECTHO ¢
apyrumn vHrubutopamu G35 unu OpyrvMu Npenapatamu Ans NeveHus
neroyHon rmnepTteH3nu, coaepxawummm CI/IJ'I/JeHaq)VIJ'I wnn apyrumn
CPEe/ICTBAMM NEYEHNS HaPYLLEHNA 3PEKLNN HE U3y4anuch, B CBSI3UN C Yem
npyYMeHeH1e NoA06HbIX KOMBUHALMIA HE PEKOMEHYeTCsl.

BrnusHue Ha 3peHue

Coo6LUanocs O CMOHTaHHBIX HApYLIEHWSX 3PEHWs BO BPeMsi NpUMEHEHNs
cungeHadwna v apyrvx uHrnbutopos ®35. B peakux cryyasx coobLianoch
o HeapTepl’ll/lTHOl;i I'Iepe[:lHel;l VeMnyeckon HeBponaTuu 3puUTernbHOro Hepsa
(HMWH3H). B cnyyae BHe3anHoro HapyLieHUs 3peHusi creayet npekpaTutb
Tepanuio cunaeHadunom u HeMeaneHHO NMPOKOHCYNLTMPOBATLCS C BPAHOM.
MpumeHeHue ¢ pumoHasupom

He pekoMeHyeTCs COBMECTHOE NpUMeHeHe cunaeHacuna ¢ pUToHaBUpoMm.
lMpumereHue c anbgha-adpeHobrokamopamu

nOCKOJ‘Ibe COBMeCTHOe npuMeHeHwne CMﬂﬂeHa¢Mﬂa n aﬂbq)a-
a,qpeH06n0KaT0poa MOXET NpuBeCTU K CUMNTOMATUYECKOW MUMNOTEH3UN y
OTAENbHbLIX YYBCTBUTENbHbLIX MaUMeHTOB, nMpenapaT cneayeT ¢
OCTOPOXHOCTbIO Has3Ha4aTb nauyveHTam, NpuUHUMawwum aﬂbq)a-
afpeHobnokatopbl. Mogo6Hoe cocTosiHMe kak npaBuno Habniopaetcs B
TeueHne 4 yacoB nocrne npuMeHeHus cunaeHacuna. Utobel cBecTU K
MWHUMYMY PUCK pas3BuUTua I'IOCTypaJ'IbHOI;I FTMNOTEH3UN y nauueHToB,
npuHUMaloLLMx anbda-agpeHobnokaropsl, npuem npenapara fu6urpaH”
CreayeT HauMHaTb TOMbKO Mocre AOCTWXKEHUs cTabunusaunm nokasartenen

o P o P Py u
cpedocmeHusi
4acmo: 3aN0KEHHOCTb HOCa;
He4Yacmo: ANUCTaKCUC (HOCOBOE KPOBOTEUEHWE), CUHYCHT;
edKo: HyBCTBO CTECHEHWS! B rOprie, OTEK CAU3NCTON 0BOMOYKU HOCa, CyXOCTb
CIN3MCTON 0BOIOUKM MONOCTM HOCa.
Co P J: ]
4acmo: TOLLHOTA, AUCENCHS;
He4acmo: racTpoasodareanbHblit pechriioke, pBoTa, Gonb B 0GnacTy xusoTa,
CyXOCTb BO PTY;
pedKo: TUNecTeauns CIM3NCTON 0GOMOYKY MONIOCTU pTa.
Co P KOXu u ]
He4dacmo: KOXXHas Cbinb,
pedko: cuHapom CTuBeHca-[KOHCOHa®, TOKCMYECKU 3nuaepmanbHbIin

Hekponua*.

Co P ] u ii mKaHu
He4acmo: Muanrus, 6orb B KOHEYHOCTSIX.

Co P noyeku nymedi

Heyacmo: remaTypus;

Co P penpody i u i )ene3sbl

Heyacmo: noBpexAeHue TKaHeil NONoBOro 4YneHa, npuanuam®,
remMaTocnepMusi, yCUeHUe SpeKLnm.

O6wuep u p

Heyacmo: Gonb B 0BNAcTW rPy/HOV KNETKM, NOBbILIEHHAs YTOMIIAEMOCTb,
oulyluieHne xapa;

PedKo: Pa3apaxUTENbHOCTb.

UccnedosaHus

Heyacmo: yennyeHue YCC.
*Mo6oyHble 3hdeKTbl, BbiBMEHHbIE BO BPEMS MNOCTMAPKETUHIOBbIX
nccneaoBaHum.
**HapylleHne LBETOBOCNPUATUS: XIOpONcus (BpeMeHHoe COCTOsIHWE, npu
KOTOPOM MPEAMETbI KaXyTCs OKPaLLEHHbIMI B 3€NEHbIi LIBET), XPOMAaTONCHSI,
unaHoncus (BPEMEHHOEe COCTOSIHME, NMpU KOTOPOM MpeaMeTbl KaxyTcs
OKpalLeHHbIMW B rony6oit LIBET), 3puTponcus (BPEMEHHOe COCTOsIHME, Npu
KOTOPOM MpeaAMEeTbl KaxyTCs KpPacHOBAaTLIMM), KCAHTOMCUS (BpeMeHHoe
COCTOsIHME, MPY KOTOPOM NPEeAMETbI KaXyTCA OKPALLEHHbLIMM B XXeNTbIii LIBET).
***HapylieHne paboTbl CNesHoro annapara: OllylieH1e CyXoCTW B rnasax,
NOBBILLIEHE CNIE30TeYeHUS.
C 0nod P
COOﬁLLleHMe 0 NoAO03pUTENbHBIX NoBGoYHbIX peakuunax nocne Toro, Kak
neKapcTBeHHbI Npenapar Gbin 3aperecTpupoBaH, MMeeT BaXHOE 3HaYeHue.
370 no3BonsAeT OCyWeCTBNATL ANUTENbHbIA KOHTPOMb COOTHOLIEHUS
I'IOJ'II:Sa/pIACK NpUMeHeHUs NekapCcTBeHHOro cpeacTsea.
[TMpu nosieneHuu HexenamensHbix 3¢hghexkmos obpaiualimecs K 8pady.
MpoTusonokasaHusa
MoBblWweHHas YYBCTBUTENbHOCTL K CI/IJ'IﬁleHaq.)VIJ'Iy W K ApyrmmM KOMNoHeHTam
npenapara.
Bnaropapsi naBectHomy adpcpekty Ha obmeH NO/uM® cungenadun
ycunuseaeTt rmnoTeH3nBHoe [ZLeI;ICTBVIe HUTPATOB, NO3TOMY €ro NpuMeHeHue
OIHOBPEMEHHO C OPraHNYeCKUMU HUTpaTamu (TakUMU Kak amWnHWTPaT,
BYTURHUTPAT) MNK APYruM chopMami HUTPATOB (TakUMM KaK HUTPOIMULIEPWH,
MGOCOPGMAG MOHOHUTPAT, NEeHTa’pUTpuUTOona TeTpaHUTpaTt, 3puTpuTona
TeTpaHuTpar, nsocopbuaa amHuTpat/ceHobapbuTan) npoTuBonokasaHo.
MepenHss HeapTepUNTHas ULLIeMUYecKast HEBPONATHA 3PUTENLHOIO HepBa.
JlekapCTBeHHbIE CPeACTBA, WCMOMb3yeMble NPU 3PEKTUNBHOM ANCHYHKLMM
(BKkntoyas cunaeHacun), He HasHayalTCs NauMeHTam, ANs KOTOpbIX
ceKkcyanbHasi aKTWBHOCTb HexenaTenbHa (Hanpumep, Mpu CepbesHbiX
HapyweHuUAxX cO CTOPOHbI Cep[:le‘-lHO-COCy[ZWICTOVI CUCTEeMbl, Takux Kak
HecTabunbHas cTeHokapaws).
Cunpaeradun NpoTMBOMNOKa3aH HKECNeAyoWmrM rpynnam naumyeHToB, Tak
KakKk He npoBOAMNOCH KIMUHUYECKUX MCCJ'quOBaHVII;I no nosoay ero
6esonacHocTy:
- TKenas neYeHoYHas HeloCTaTouHOCTh
- apTepuanbHas runotersns (ALl <90/50 mm pr.cT.)
- HeJaBHO NepeHeCEeHHbIE MHCYNLT UNU MHapKT M1oKapaa.
HacnencTeeHHble AereHepaTuBHbIE HapyLIEHWs ceTyaTku, Takne Kak
MUrMEHTHBIA PeTuHUT (y HeBonbLoro Yyncna 6onbHbLIX UMEKTCs TeHeTu4Yeckue
HapyLLeHWs akTUBHOCTM chochoamnacTepas ceTHaTkm).
JlekapcTBeHHbIe B3aumoaencTeus

dpyaux. J: ped Ha o
UccnedosaHusi in vitro: Metabonuam cunaeHacuna nNpoucxoauT rmasHbIM
obpa3om nop BnusiHeM usogopm 3A4 (ocHoBHOI nyTb) n 2C9 (MeHee
3HAUYMMBIN NyTb) LMTOXpoma P450 (CYP), cnenoBatensHo, MHIMBUTOPBI 3TUX
N30(hepMEHTOB MOTyT YMEHbLUWNTb KNMpeHC cunpeHaduna, a MHAYKTopbI -
YBENUYUTB KNMPEHC cunaeHaduna.
UccnedoeaHus in vivo: AHanus apMakoOKWHETUKM MO COBOKYMHOCTAM
rokasar, 4To npu OfHOBPEMEHHOM NpUMeHeHUU ¢ nHrnbutopammn CYP3A4,
TakMMW Kak KeTOKOHa30M, 3pUTPOMMULIMH, UMMETUAWH, Habniopanock
CHWXeHne knupeHca cunpgeHacduna. HecmMoTps Ha To 4To yacToTa
HexenaTenbHbIX ABMEHWI Yy NauneHToB He yBenuyunacb, npu
OIHOBPEMEHHOM NpUeMe C 3TUMM NpenapaTami pekoMeHlyemas HajanbHas
Ao3a cunpeHaduna coctasnseT 25 mr. py 0gHOBPEMEHHOM MPUMEHEHUN
cunaeHaduna ogHokpaTtHo B Ao3se 100 Mr 1 MHrMGMTOpa NpoTeas pUToHaBsupa,
SBNSAIOWErocs MOLWHbLIM MHrM6UTOpOoM umutoxpoma P450, Ha doHe
AOCTVXXEHWsi pAaBHOBECHOW Na3MeHHOM KOHLIEHTpaLmmn putoHasmpa (500 mr 2
pasa B AeHb) Habnoaanocs yeenudenue C, ., cungeHadmna B 4 pasa (300%) n
AUC — B 11 pa3 (1000%). KoHueHTpauus cunaeHacuna B nnasme yepes 24 4

remop . CneqyeT Takke paccMOTpeTb LienecoobpasHOCTb CHUKEHNS
HavanbHoW A03bl Npenaparta Ao 25 mr. Heobxogumo nponHdbopmupoBaTth
nauueHToB O TOM, Kakue AENCTBUS CreayeT NpeanpuHsTb B Cryvae
NOABMNEHNA CUMNTOMOB I'IOCTypa]'IbHOVI TMNOTEH3UN.

Kposomeuerusi

B wccnepoBanusix in vitro 6bIno NpoAeMOHCTPUPOBaHO, YTo cungeHadun
ycunuseaet aHTI/IaI'peraHTHbllji Sq)qJeKT HaTpus HUTponpyccuaa. ﬂaHHble o
6e3onacHOCTU NpUMeHeHWs cunaeHacuna y nauneHToB CO CKIIOHHOCTBIO K
KPOBOTOUMBOCTM WM aKTUBHOM MENTUYECKOM S3BOM OTCYTCTBYIOT, B CBSI3U C
YeM y NoA0GHBIX NaLNEHTOB CRIeAyeT TLIATeNbHO OLIEHUTB LIeNecoo6pasHoCcTL
npuMeHeHus npenapara. PUck pa3BuUTUS OKKITHO3UM ceTHaTKu, 0COBGEHHO npu
NOBbILLIEHHO CBEPTLIBAEMOCTY NI MOXWIbIX NALIMEHTOB, BO3pacTaeT.
JINGUrpaH” He NPUMEHSIETCS Y KEHLUMH.

Tabnetkn npenapara Juburpan” cogepxat nakrosy. MNauveHtam ¢ peakoit
HacneacTBEHHON (hOPMOI HENEPEHOCUMOCTH ranakTosbl, AeduynuTom
nakTasbl Jlanna unn rnioKo3o-ranakTo3Hol Manbabcopbuvent npenapart He
HasHavaeTcs.

Kaxnas Tabnetka npenapata JIuburpaH“conepxut meHee 1 MMonb HaTpust
(MeHee 23 Mr); Npu TakOM KONMYECTBE HATpUsi He TpebyeTtcs Kakux-nbo
0COo6bIX ykasaHui.

P 80 8pemst 6ep ue
CunaeHadun He crieflyeT IPUMEHSITb Y XKEHLLMH.
BnusiHue Ha cnoco6HoCmMb ynpaesieHUss MPaHCNOPMHbIMU

3 3

3

P u dpy 3Mamu
He nposoannuck nccneaosaHus No BAMSIHUIO cunaeHaduna Ha cnocobHOCTL
yNpaBnATb aBTOMOGUNEM UMK APYTMMUM TeXHUYeckumm cpeacTeamu. Cneayet
cob6rioAaTe OCTOPOXHOCTb MPU BOXAEHWM aBTOTPAHCMOPTa M ynpaBrneHun
MexaHu3Mamy, Tak kak cunaeHadun MOXeT Bbl3BaTb TONOBOKPYXeHWe u
HapyLUeHune 3peHus.

MpenapaT He crieayeT NpUMeHsiTb NOCHe MCTEYEHWs CPoka FOAHOCTU 1
CrieAyeT XpaHnTb B HEOCTYMHOM Ans A€Tel MecTe.

Mepeposuposka

B uccneaoBaHusx y 340pPOBbIX 40GPOBONbLLEB MPU OHOKPATHOM fpueme B
nosax/o 800 Mr HexenaTernbHble ABMeHNs Gbinn CoNocTaBNMbI C TAKOBLIMI
npu npueme B Gonee HU3KMX [03aXx, HO BCTPeyanuck yalle u Geinn Gonee
BbIpaXeHHbIMU.

Mpu npueme B po3e 200 Mr ycunenus OelcTBUS He Habnioganocb, HO
OTMeYancs pocT YacTOThl BOSHMKHOBEHMSI MOGOYHBLIX peakuuin (Takux Kak
ronoeHasi 6onb, NokpacHeHWe nuUa, ronoBOKPYXeHue, Aucnencus,
3aM0XeHHOCTb HOCa, HapyLLEHNE 3pEeHNs).

Jlederue

B cnyyae nepenosvpoBkM Heo6XxoaAWMO MPOBOAMTL CTaHAAPTHYI
noanepxuBsaollyio Tepanuio. [uanus He [OMKEH YCKOPsTb KMUPeHC
CI/Iﬂ[ZleHad)l/lﬂa, Tak Kak nOCﬂe[ZlHVII;i aKTUBHO CcBsi3bIBaETCs ¢ Genkamm nnaambt
W He BbIBOAUTCS C MOYON.

®opma Bbinycka

Jn6urpan” 50 mr unu 100 Mr, TaBneTku, NOKPLITLIE MAEHOYHOM 0BONOYKON, B
6nuctepax. 1 6nuctep (1 Tabnetka unu 4 TabneTku, NOKPbITLIE NMNEHOYHON
060N0oYKOIt), B KOMMMEKTe C MHCTPYKUMENH NO MPUMEHEHWI0 ynakoBaH B
KapTOHHYI0 KOPOGKY.

Ycnosus xpaHeHus

XpaHuTb Npu TemnepaType He BbiLle 25 °C, B OpUrMHaNbHOM ynakoBKe.
CpokroaHocTn

3roga.

Ycnosus oTnycka us antek

Mo peuenTy.

Bnageneu peructpauuu

[oasa Xonauur A. L.

Xankanel Mepke3 Max. BacbiH Qkenpecc [kap. Net
Kiouykyekmemxe/Ctambyn/Typuns

MpousBoautens

[oasa XonguHr A. L.

Yepkeakoit OpraHuse CaHaiiv benbrecu

Kapaaray Max., AtaTiopk [kag. Ne32

Kanaknbl/Tekuppar/Typuust

HaumeHoBaHMe M agpec opraHu3auvMu NpuUHUMalOWel NPeTeH3nu
(npennomeﬂml) No Ka4eCTBY NeKapCTBeHHbIX CpeacTs

Anpec opraHusauuu, NpUHMMaloLei NpeTeH3un (NpeanoxeHus) no
KayecTBy NeKapCTBEHHbIX CPeACTB Ha TeppuTopuu Pecny6nuku
Y36ekucraH
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