CocrTaB

Oelicmeyrwuiee geu,ecmao: Taganapui;
1 TabneTka comepxkut 20 Mr Taganaduia;

gcnomozameJibHble seu,ecmaed: 1akKTo3a, THAPOKCUITPOIINIHEJIN0JI03a, HAaTPUus
KPOCKapMeJlyio3a, HaTpus Jaypuiacyibdar, 1eIoi03a MUKPOKPUCTAIINYecKas,
MarHus cTeapat: 060704Ka TabIeTKu: CMeCh Kpacurtenei xkentasa 32K12884
(makTo3a, runpomerio3a HPMC 2910, tutana nuokcurn (E 171), TpuaneTus, xkejle3a
okcupn xentbid (E172 )) Tanek.

JIekapcTBeHHasi GopmMma

TabseTKy, MOKPHITHIE TIJIEHOYHOM 000JT0YKOM.

OcHogHble (pu3ukKo-xuMmuveckue ceolicmaa: TabneTKH, ITIOKPHITHIE TTJI€EHOYHOM
000JIOUKOI, JKEJITOTO IIBeTa U MUHOAIeBUIHOM (OPMEI, C TUCHEeHUueM «C20»,

dapMaKoTepaleBTHYECKasi Ipynmna
CpencTBa Oy nedeHus HapylleHuu spekuuu. Taganadun. Kog ATX G04B EO08.
®dapMaKOOMHaAMHKa

MexaHu3M OEeNCTBUS

Tamamadun ABIsIETCS CEIeKTUBHLIM 00PATUMBIM UHTUOUTOPOM HUKITUYECKOTO
ryaHo3uHMoHodocdhaTa (1I'MO) - cnemuduueckou pochoamectcpas3nl Tumna 5 (OI03-5).
Korpma cekcyanbHast CTUMYJISIITUS BhI3bIBAET JIOKAJIbHOE BHICBOOOXKIEHME OKCHUIA
asoTa, uHruOupoBanue O3 5 TaganaduroM MPOU3BOAUT IOBHIIIIEHHBIE YPOBHU Il M@
B EIIEePUCTHIX Tejle. ITO MPUBOOUT K pelaKCalluu IJIafKUX MBIIII] ¥ IPUJINBY KPOBU K
TKaHSIM II0JIOBOTO YJIeHa, B pe3yJIbTaTe Yero IIPOUCXOOUT 3peKius. Tagamapun
O0e3meicTByeT 03 CeKCyalIbHOM CTUMYIISIIUU.

SdbdekT nHrubUpPoBaHU KOHIIeHTPaluu 11l M® B IeIiepucThiX Tejae TakKxkKe
HabJsrogaeTCs B TJIaAKUX MBIIIIAX IIPOCTATHl, MOYEBOM ITIY3LIpE U UX COCyHaX,
IIePEeHOCAIIUX KPOBb B BHIIIIEYKa3aHHbIe opraHbl. COCyaucTas pejakcalus, KoTopas
IIPY 3TOM BO3HMKAET, IPUBOOUT K ITOBHIIIEHNIO ITePPY3UU KPOBU U MOXKET OBITh
MIPUYHUHON YMEHBIIIEHUS CUMIITOMOB TOOPOKaYeCTBEHHOM TUNIEPIIIa3un
MIpefCcTaTEeNbHOMN XKeJe3bl. ITU COCYyauCThie 3PHEeKTH MOTYT OBITh HOTIOJTHEHHI
MHTUOMPOBaHMEM aKTUBHOCTU addhepeHTHHEIX HEPBOB MOYEBOT0O IIY3LIPSI U
perlakcalnuey riagKuX MBI IPOCTaThl U MOYEBOI'0 IIy3BIPS.



dapmakoguHamMudeckKue 3pHeKTH

HccnepgoBanus in vitromoka3sanu, 4TO Tagaladuil ABISETCS CEeIeKTUBHBIM
uHruoutopom ®I3 5. PO 5 - hpepMeHT, KOTOPHIM ObIJT HalieH B I'JIaAKUX MBIIIIaxX
MIEeMIePUCTOro Tejla, COCYOUCTHIX U BUCIIEPaIbHBIX I'JIaOKUX MBIIIIaX, CKeJIETHBIX
MBIIIIIIaX, TPOMOOLIMTaX, ITI0YKaX, JIETKUX U MO3KedykKe. BnusHue taganaduna Ha O35
cunbHee, 4eM Ha gpyrue ¢ocdoausctepasrl. [leicTBue Taganaduna Ha P35 B 10
000 pa3 npeBhiIaeT ero BnusiHue Ha pepmerTrs O3 1, O3 2 ©®10 4 u OI13 7. 4TO
HaJIU4eCTBYIOT B cepflie, MO3re, COCyaaX, Ie4YeHH, JIeNKOIUTaX, CKeJIeTHBIX MBIIIIax 1
opyrux opraHax. Tagamadun B 10000 pa3 MoimHee oTHOCUTENTBHO O3 5 1Mo
cpaBHeHUio ¢ OJI19 3. 4TO ¢ pepMEeHTOM, UMEIOMINMCS B CepAlle U KPOBEHOCHBIX
cocyzax. dTa CeJIeKTUBHOCTh B OTHOmeHun OPJ195 no cpaBHeHuro ¢ P15 3 roma BaKHO
/ o ToM, uTto ®IIO 3 siBIsieTcs PepMeHTOM, KOTOPBIM UTPAET ONPENeJIEHHYIO POJIb B
COKpallleHUU cepieBOro Mulmibl. Kpome Ttoro, Taganaduin npumepHo B 700 pa3
MoITHee oTHocuTenbHO PIID 5 mo cpaBHeHUIo ¢ ®JI1D OwI, UTO sABJIsIETCSA GEPMEHTOM,
HMEIOIINMCS B CeTYaTKe U OTBETCTBEHHBIM 3a POTOTpPaHCOYKIUIO. Taganadpun Takxke
B 10 000 pas moinHee oTHOCUTENBHO OI1O 5 mo cpaBHeHMio ¢ OO 7. @1 8. @13 9 u
®I3 10.

Knuunyeckas 9OGeKTHBHOCTD 1 6€30I1aCHOCTD

Tpu KIMHUYECKHEe UCCIIeI0OBaHus ObIJIN ITPOoBeeHbl ¢ yuacTueM 1504 manueHTOB C
LIeJIbIO BRISIBJIEHUS IIepuoaa Hadana adpdekTa Taganaduia, KOTOPHIMT
NPOOEMOHCTPHUPOBAJI CTaTUCTUYECKU 3HAUUMOE yIIy4dllleHUe 3PEeKTUJIbHOU QYHKIUHU, a
TaKXe OeliCTBEHHOCTh B TedyeHUue 36 4acoB U BHISABIEHUS 3 deKkTa yxKe depe3 16
MUHYT IIOCJIe IpuemMa Inaiebo.

Y 300poBHIX MTOOPOBOJILIIEB Tagaadul He IPOSIBISET CYIIIeCTBEHHON PAa3HUIILI 10
CPaBHEHUIO C Ij1aredo I10 moKal3aTeIsIM CUCTOJIMYECKOT0 M OUACTOINYEeCKOT 0
apTepuabHOTO JaBIeHHUS B IIOJIOKEHUHU JIexka (CpegHee MaKCUMallbHOe CHUXKeHue 1,6
/ 0,8 MM PT. CT. COOTBETCTBEHHO), CUCTOJINYECKOT0 U TUAaCTOJINUYECKOTO
apTeprasibHOTO OaBIEHUS B IIOJIOXKEHUU CTOS (CpegHee MaKcuMallbHOe cHuxeHue 0,2
/ 4.6 MM PT. CT. COOTBETCTBEHHO) 1 CyIIeCTBEHHOT0 U3MEHEHUS YaCTOThl CEPAEYHBIX
COKpallleHUH.

B xome nccnemoBaHus BIUSHUSA Tagaladuia Ha 3peHue C UCII0JIb30BaHUEM TeCTa
OLIEHKHU I1BeTOBOr0 BocmpusaTus Famsworth-Munsell 100 Hue Ob1710 yCTaHOBIIEHO, YTO
Tagajnaduil He yXyAllaeT pacliO3HaBaHUSA IBETOB (CUHUM / 3eJieHblN). [lonydyeHHbIe
OaHHbIe KIIMHUYECKOT 0 UCCJIEAOBAaHUS IIOATBEPKIAIOT HU3KHUM CPOIOCTBOM
taganaduna no O3 6 cpaBHenuio ¢ P13 5. B Xxome KIMHNYECKUX MCCII€IOBaHUMN
penko (<0.1%) coobiamock 00 U3MEHEHUSIX B Pacllo3HaBaHUU IIBETOB.



Brisio mpoBegeHo TpU KINHUYECKUX MCCJIETOBAaHUS C Y4aCTUEM MYKYMH [OJIS OIleHKHU
MIOTEHIIMAJIbHOT0 BIUSHUS Ha ciepMaTorene3 Cuanuca® B go3e 10 mr (ogHO
HUCCIieqoBaHKe MPOOOIXKUTETLHOCTRIO 6 Mecsi1ieB) U B go3e 20 Mr (0OHO uCCieqoBaHUe
ITPOAOJIXKUTENILHOCTBIO 6 MeCsIeB U OJUH - IIPOAOJIKUTEJILHOCThIO 9 Mecs1eB) ITpu
JacToTe nmpueMa 1 pa3 / cyT. B xofe OByx M3 Tpex UCClIemoBaHuM HabJI0ganoch
KINHUYECKU HE3HAUNTEIbHOE CHUXKEHNE KOJIUYEeCTBa U KOHIIEHTPAIIUU CIIEPMHI,
aCCOIIMMPOBAHHOE C IIprueMoM Taganaduna. Itu apdeKTr HU ObIIU CBSI3aHHI C
U3MEHEHUSIMU OPYTrUX XapaKTEePUCTHUK, TAKUX KaK MOOBU2KHOCTH CIIEPMaTO30U0B,
MOP(GOIOTUA U YPOBEHb (POJIIUKYJIOCTUMYJIMPYIOIIErO0 TOPMOHA B KPOBH.

Taganadwun B mo3ax oT 2 Mr 1o 100 Mr omleHuBanach B xoge 16 KIMHUYECKUX
ucciaenoBaHuu ¢ ydactueM 3250 manyeHTOB, KOTOPbIe BKJII0YAJIU HallueHTOB C
9PEKTUNIbHOU OUCPYHKIIMEN Pa3/InYHOU TSAXKeCTH (yMepeHHasi, CpeOHelN TSIKeCTH,
3HAUUTEeJIbHAS), Pa3/INYHOM 3TUOJIOTHH, ITAllieHTOB pa3Horo Bo3pacTa (oT 21 mo 86
JIET) ¥ PA3IUYHBIX OTHUYECKUX I'PYII. Y OOJNBIIMHCTBA ITAllMeHTOB 3pPEeKTUJIbHAsA
ouchyHKIMs HabJIoganach B Te4eHrue He MeHee OOHOTO0 rofa. B xome rmepBUYHBIX
rccnegoBaHui 9QpHEeKTUBHOCTY KO3PGUIIUEHT yJIYUYIIeHUsI COCTOTHUS cocTaBnisan 81%
B rpynne Cuanuca® 1o cpaBHeHUI0 ¢ 35% B rpymie mnnainedo. Kpome Toro, y
MalMeHTOB C 3PEKTUIbHOMN OUCOYHKIIMEN Pa3/IMUYHON CTEIEeHU TSIKECTH CO0O0IIanoch O
YIIy4IIeHUuS COCTOSSHUSA BO BpeMs nprueMa Cuanuca® (KospPuIIMeHT yCIIelIHbIX
MOMOBITOK cOoCTaBuil 86%. 83% u 72% y maliieHTOB C 3PEKTUJIbHOU OUCHYHKIIHEN
YMEPEHHOU, CPefHEN U 3HAYUTEJIbHOU TSAXKECTU COOTBETCTBEHHO I10 CPaBHEHUIO C
45%, 42% u 19% B rpymne 1aaiebo).

B xope uccnemoBaHUs NPOOOJIKUTENBHOCTHIO 12 Henesnb ¢ yyacTueM 186 manueHTOB
(142 maumeHTH noy4danu Taganadum, 44 nmanueHTH - m1anedo) C BTOPUYHOM
SPEKTUIbHOU OUCPYHKIIMEU OTHOCUTEJILHO ITOBPEXKAEHUS CIIMHHOTO MO3ra Taganadui
IPOSABIIAJI 3HQUUTEJIbHOE YIIy4llleHue 3PEKTUIbHOU (PyHKIIUY, @ B CPEOHEM
KO3(PUIIUEHT yCIEIIHbIX MOILITOK Npu npueMe Cuanucy® B mo3e 10 mr unu 20 mr
(mogbop mo3bl, TPpUMEHEeHKe TPU Heo0X0auMOCTH) cocTaBmnsan 48% B rpy1ie
Cuanuca® 1o cpaBHeHUIO ¢ 17% B rpymnmne mnaieoo.

Hetu

Briyio mpoBegeHO OOHO MCCIeAOBaHMe 10 y4acClio JeTel C MBIIIIeYHOU OUCTpoduen
[iomena (M), B KOTOPOM IIOATBEPKOEHHBIX MOKa3aTeIbCTB 9PPEKTUBHOCTHA HE
OBLJIIO ITPOOEMOHCTPHUPOBAHO. DTO HUCCcIenoBaHue 3pdeKTUBHOCTU Tadanaduiaa ObII0
paHOOMM3UPOBAHHOE.IBOMHBIM CJIETIBIM I1T1alle00-KOHTPOIUPYEMEBIM, B TPEX
MmapasiIe/IbHBIX TPyIIax ¢ yuactueM 331 pebeHKa MYy>KCKOIO I10jia B Bo3pacTe OT 7 A0
14 net ¢ MII[l. oOHOBPEMEHHO IIOJIy4Yasid TepPalknio KOPTUKOCTEPOULAMU.
HccnepoBanue BKIO4Yaso 48-HegelbHbIM IBOMHOU CJIEIION IIEePUOM, BO BpeMs
KOTOPOTO MallueHTHl ObIIM pa3desieHbl Ha TPYIIIL nprueMa Taganaduna 0,3 Mr / Kr,



taganadwuna 0,6 Mr / Kr unu mniaiebdo exxemHeBHO. Tamanadun He IPOAEeMOHCTPUPOBAIT
9(PeKTUBHOCTH B IEPBUYHON KOHEUYHOU TOUYKE OTHOCUTENIBHO 3aMeqJIeHUS CHUXKEHU S
CKOPOCTH XOObOHBI, U3MEPEHHOM 10 U3MEHEHHNIO OUCTAHIINU B TECTE C 6-MUHYTHOM
xoab0Ooi (TCX). 3Muura cpegHero 3HaueHus aucTtaHimu B TCX, pacCUUTAaHHOTO I10
MeTONy HauMeHbIIUX KBaapaToB, / Ha 48 Hepgene coctaBuna 51.0 M B rpynne maamnedo
110 CpaBHEHHUIO ¢ 64.7 M B rpymme taganadwuna 0,3 * nr / kr (p-0.307) u 59,1 m B
rpynne taganaduna 0,6 mr / kr (p = 0,538). [ToogTBepKOeHHYIO €(EKTUBHTCTH TaKXkKe
He ObIJTI0O 00HAPY2KEHO U MPHU ITOBTOPHBIX aHAJIM30B Pe3yJIbTaTOB TaHHOTO
uccnenoBanusa. O61IMe pe3yIbTaThl 10 0€30IIaCHOCTH, IIOJIYyYeHHBIE B 9TOM
KCCIeloOBaH1H, B 11eJIOM COOTBETCTBOBAJI U3BECTHOMY IIpOGuiIio 6e30IacHOCTHU
Taganaduia U HexKelaTeIbHBIM SIBI€EHUSIM, OKUIaeMbIM B meguaTpudyeckor M ripu
JIe4YeHUU KOPTUKOCTEPOUTAMHU.

dapMaKOKHHETHKA

BcacvieaHus. Taganaduia XOpoIIIo BCaChIBAeTCS IIOCTIE IIpeMa BHYTPb.
MaxkcuMarsnibHas KoHIleHTpanusa B nna3Me (C max ) JOCTUTaeTCs B CpegHeM dyepes 2
yaca I1ocJje rmpueMma.

BuopmoctynHocTh Taganaduia nocie npueMa BHyTpb HE ycTaHaBIuBasacs.

CKOpOCTh U CTEeNeHb BCAaChlBaHUS Tafasiaduia He 3aBUCSINMNE OT ITpueMa ITUIIH,
TaKuM ob6pa3oM, Crasrc MOXKHO IIPUHUMATH C NTUIllel unu 6e3 Hee. BpeMs BBeieHUs
OO3Hl (YTPO MIU Bedep) He UMeJl KIMHUYEeCKU 3HaYUMOT'0 BIMSHUS Ha CKOPOCTb U
CTeleHb BCaChLIBAHMUSI.

Pacnpedenenue. CpenHuii 00beM pacIipefieIeHUs COCTaBIIIET IIPUMEPHO 63 I,
yKa3blBas Ha TO. 4TOo Cuanuc pacrupenenseTcs B TKaHu. [Ipu TepaleBTUYeCKuX
KoHIleHTpanusax 94% tamamaduiia B I1a3Me CBsi3aHo ¢ Oenkamu. Ha cBsi3bIBaHUE C
OenkaMu He BIUSET HapylleHue QyHKIUY ITI0YEK.

Mensnine 0,0005% BBemeHHOM HO3HI OLIJIO OOHAPY2KEHO B CIIEPME Y 3[TOPOBBIX
T0OPOBOIIBIIEB.

Memab6oausm. Taganadpun npernMyIIeCTBeHHO MeTabonu3upyeTtcs ndogpopmon 3A4
utoxpoma P450 (CYP). OCHOBHBIM HUPKYIUPYIOIINM MeTaO0JIUTOM SBISIETCS
MCTHUJIKATEXOJITIIOKYPOHUL, aKTUBHOCTh KOTOPOro B oTHoLIeHuu ®I13-5 B 13 000 pa3
MeHblIIe, YeM aKTUBHOCTH Tafjanaduiaa. TakuM oO0pa3oM, 0KUOaeTCsa, YTO MeTaboIuT
OymeT NPOSIBAATh KIIMHUYECKOW aKTUBHOCTY B KOHIIEHTPAIIUIX, KOTOPHIE
HabJIoaoTCs.

Bwvigod. KnupeHc mepopabHOTO Tafganaduiaa coctaBnsget 2,5 1/ 9ac, a CpegHUuu
Imepuon HalluBBHBeOEeHHS - 17,5 4aca y 30poBhIX HoOpoBoIblleB. Tamamadun



BBIBOZIMTCSI IIPEUMYIIIECTBEHHO B BUAE HEAKTUBHBLIX MeTa00IUTOB, B OOJIbINEl CTEeIIeH!
C KasnoM (mpuMepHO 61% mo3kl) ¥ B MEeHbIIIEeN - ¢ MO40i (0K0JI0 36% MmO3HI).

JIuuutiHucms / HeauHuumucmeo ¢papmakokuHemuku. PapMakKOKHHETHUKA Tamdasnaduia
Yy 3[I0POBBIX HOOPOBOJIBIIEB IMHENHO IIPONOPLIMOHAaIbHA BpEMEHHU U [03hl. B muaras3oHe
mo3 oT 2,5 Mr go 20 mr skcno3unus (AUC) moBeIIIaeTCS IIPONOPIIMOHAIBHO O03€.
ITocTosiHHas KOHIIEHTPAIUs B MIJIa3Me KPOBU OJOCTUTAETCS B TeUeHHe D mHeu mpu
eXeIOHEeBHOM IIpreMe OOUH pa3 B OEHb.

dapMakKOKMHETHKA IIpellapaTa OQUHAKOBA y MMAllMeHTOB C 3PEKTUIbHOU OUCHYHKIIUEN
U y IallMeHToB 0e3 Hee.

OTJIe.TIbeIe TPYIIIEI ITIalTMEHTOB

JIuuya nootcusnoz2o so3pacma. 30OPOBEIE HOOPOBOIBIIEI ITOXKMIIOTO Bo3pacTa (65 et u
CcTaplile) UMeJIi HU3KKe 3HaUYeHUs KJIMpeHca Tajanaduiia Ipyu IpueMe BHYTPb, 9YTO
IPUBOOUIIO K MOBHIIIIEHNIO Ha 25% 3kcno3unuu (AUC) no cpaBHEHUIO CO 3TOPOBEIMU
moOpoBonbilaMu B Bo3pacte 19-45 net. 3ToT Bo3pacTHOU 3QHEKT HE SABIISTETCS
KJIMHUYECKU 3HaYUMBIM U He TpeOyeT KOPPEeKUUH JO3HL.

IloyeyHass HeOocmamouyHocmb. B xome ucciegoBaHUM 10 KJIIMHUYECKOU
(apmakonoruu ¢ IpuMeHeHUEM Pa30BOM A03bl Tamanadusia (5-20 MTI') 3KCIIO3ULUS
taganaduna (AUC) mpakKTHYECKH YOBOUJIOCH Y ITAIIMEHTOB CO c1aboi (KIUpPeHC
KpeaTuHuHa oT 51 go 80 M1 / MUH) UK YMepPeHHOU (KIupeHC KpeaTuHUHA OT 31 go 50
MJI / MUH) IIOY€4YHOU HEOOCTAaTOYHOCTHIO, a TaKXKe y ITallieHTOB C TEPMUHAJIbHOU
cTaguel nmoye4yHor O00JIe3HU Ha guanuse. Y IMallieHTOB, HaXOOUBIINXCS Ha
reMofuasi3e, MakKCuMaJsibHasI KOHIleHTpalus B mna3me (Crax) Onina Ha 41% BrIlIe,
YyeM Y 3[I0POBBIX MOOPOBOIbIIEB. BiusHueM reMmoauasi3a Ha BEIBOJ Tafastaduia
MOZKHO IpeHeOpeyb.

ITeueHouHas Hedocmamo4yHocmMb. dKcno3unusa taganaduna (AUC) y marimeHTOB CO
cnaboli 1 yMepeHHOM MeYeHOYHON HeJOCTaTOYHOCThIO (Kitacchl A u B 1o mikane
Yaiing - [1p10) cCOMOCTAaBUMO C 3KCIIO3UIHMEN Y 3TOPOBHIX JOOPOBOJIBIIEB IIPU
Hal3HayeHuu 036l 10 Mr. [JaHHBIE 110 6€30IIaCHOCTH Ha3HayeHuss Cuamaucin®
IaIMeHTaM C TSXKeJIOM NedeHOYHOM HegoCcTaToYHOoCThIo (Kiacc C mo mkane Yaung -
[1p10) orpanudensl. I1pu HasHayeHun Cuasnuca Bpayd OOIXKEH BHUMATEJILHO OILEHUTh
WHOWBUOyalIbHbIE ITPEANOYTEHUS / PUCKU. HeT JaHHBIX OTHOCUTENIbHO IPUMEHEHHUS B
mo3e BrIIle 10 Mr mamueHTaM C IIe4YeHOYHOM HeJOCTAaTHHCIIO.

ITauueHmul ¢ caxapHbvim duabemom. Ikcno3uius Taganaduma (AUC) y 60TbHBIX
caxapHBIM guabeToM Obljla IpUMepHO Ha 19% HuXKe, 4eM y 30OPOBEIX JOOPOBOJIBIIEB.
OTa pa3HHUlla B 3KCIO3UIIUU He TPeOyeT KOPPEKIIUU [O3HI.



IToxa3zaunus

JleyeHUe 9PEKTUIILHONU OUCHYHKIIMU Y B3POCIIBIX MYKYMH.
[Tpenapat 3¢gpeKTUBEH IIPU HATUUYNUU CEKCYaJIbHOM CTUMYJISLINH.

Cuanuc He IIOKa3aH IOJI IPUMEHEeHUS XKeHIIUHaM.
IIporuBONOKAa3aHUA

[TigBuIieHa 4yTAUBiCTh OO0 Tamanadiny a6o mo OyOb-IKOTO iHIIOTO KOMIIOHEHTA
pernapary.

Y xomi KMiHIYHUX OOCIimXXKeHb Tafanadin BUSBUB BIaCTUBICTh IOCUITIOBATH
rinoTeH3uBHUU e(PeKT HiTpaTiB. BBazKa€eThCs, 110 1Lie € HACIiAKOM IIOEAHAHOT' O BIIJIUBY
HiTpaTiB Ta Taganadisy Ha OUIIX oKcuay a3ory/ul’ MO®. Takum 4yuHOM, Taganadin
[IPOTUIIOKAa3aHMWU NallieHTaM, IKi 3aCTOCOBYIOTH OpPraHiuHi HiTpaTH y OyOb-gaKin
JIiIKapchKin popmi.

Ciamic® He cJifi 3aCTOCOBYBATH YOJIOBIKaM i3 CeplieBUMU 3aXBOPIOBAHHAMMU, OJII SIKUX
CeKkcyalibHa aKTUBHICTb € HeOaxkaHo10. JIikapi MOBUHHI 3BazkKaTu Ha IMOTEHIIMHUN
CeplieBUM PU3UK, aCOLilOBaHUU 3 CEKCyaIbHOIO aKTUBHICTIO, V ITAIIEHTIB i3 yXKe
HasgsBHUMU CePLIeBO-CYOIUHHUMHU 3aXBOPIOBaAaHHAMU. HuK4ye3a3HaueHl I'pyIy MAlll€HTIB
i3 cepieBO-CyIMHHUMH 3aXBOPIOBAaHHSIMHU He OyIM BKIIOYEHi y KIiHIUHI DOCTimXeHHs,
TOMY 3aCTOCYBaHHS Tafasadiny s HUX IPOTUIIOKa3aHe:

e ITAITIEHTH 3 iHPAPKTOM MioKapaa MPOTAroM ocTaHHix 90 mHIiB;

e TTAIliIEHTH 3 HecTabiJIbHOIO CTeHOKap/ieo abo cTeHOKap/i€o, 110 BUHUKAE ITiJl 4ac
CTaTeBUX aKTiB:

e TIAITiEHTH i3 CepIlleBOI0 HEJOCTATHICTIO, 110 BiATIOBimae Kiacy 2 abo BuIlle 3a
knacudikaniero Huo-HopKceKoi acomiarii ceprist, IpoTAToM OCTaHHIX 6 MicsIIiB;

e TIAIliEHTU 3 KOHTPOJILOBAaHUMM apUTMIisIMHU, apTepiabHOIO rinoTeHsien (<90/50
MM PT.CT.) Y4 HEKOHTPOJIbOBAHOIO TiIepPTEeH3I€0;

e TIALIIEHTH IICJIA IHCYJIBTY, 110 CTABCA IIPOTIATOM OCTaHHIX 6 MiCALIB.

Cianic® mpoTumnoOKa3aHMUU IalliEeHTaM i3 BTpPaTO 30Py OJHOTO OKa B pe3yJbTaTi
HeapTepialbHOI IepenHbol ilmeMiuHol onTu4dHol HeponaTil (HAITIIOH) 3anexHo Bif
TOT0, OYJI0 IIe MOB'sI3aHO i3 momepenHiM BIauBoM iHribiTopiB ®IIE 5, uyu Hi.

CynyTHe 3acTocyBaHH# iHri6iTOpiB ®IIE 5, B TOMY umcIi Taganadiny, 3i
CTUMYVJIATOPaMU I'yaHJIaT LUKJIa3U, TAKUMHU K PiOLUTyaT, IPOTUIIOKa3aHO, OCKIJIbKU
MIOTEHIIINHO I1e MOXKe IIPU3BECTH 10 CUMIITOMATUYHOI TiIIoTeH3il.



B3aemogis 3 iHIIMMU TiKapChbKUMHK 3acoO0aMu Ta iHIIN BUOYU B3a€MOMil

IocmigKeHHS 000 B3aeMofii OyJio mpoBedeHo Ay no3yBaHb 10 Mr ta 20 Mr, gaHi
HapgaHo Hux4e. KiliHiYHO 3Hauyllla B3a€EMO/is IIPU 3aCTOCYBaHHI BUIIIUX O03 HE MOXKe
OyTH BUKJIIOUEHa, SIKIII0 TaKa CIocTepiranacs mnmpu 3actocyBaHHi Ciamicy® B HUXKYUX
mo3ax (10 mr).

BronauB iHmmx jikapchbKux 3aco0iB Ha Taganadin

IH2ibimopu uumoxpomy CYP450

Tapmamadin metabomnisyeTrbcs nepeBaxxHo CYP3A4. CenektuBuui inriditop CYP3A4
KeTakoHa30J (200 mr mopmeHHO) 30inbirye ekcrio3unito (AUC) tapganadiny (10 Mr) y 2
pa3u ta Cmax Ha 15 % mopno 3HadeHs AUC i Cmax ogHoro taganaginy. KeTokoHason
(400 mr Ha genb) ekcno3utito (AUC) Tapganadiny (20 mr) y 4 pa3u Ta Cmax Ha 22 % .
PuTonasgip, inri6itop nporeas (200 Mr aBiui Ha meHsb), mo iHrioye CYP3A4, CYP2C9.
CYP2C19 ta CYP2D6, 36inbmrye ekcrosutrito (AUC) taganadiny (20 mr) y 2 pa3u, He
3miHouM Cmax. Xoda cunenudidHi B3aeMopgil He Oyiu mocCiifzKeHi, iHmIi iHridiTopu
ImpoTea3Hu, TakKi K cakBiHaBip Ta iHmIi iAridiTopu CYP3A4, Taki K epUTPOMIIIUH,
KJIapUTPOMIIIMH, iTpaKOHA30JI Ta TPeun@pyTOBUH CiK, CIIif Mpu3HadaTu 3
00epeKHICTIO, OCKIIBKYM OYiKY€ETHCS, 110 IIPU CYMiCHOMY 3aCTOCYBaHHI BOHU
MigBUITyBAaTUMYTh KOHIIEHTpALil0 Taganadiny B maa3Mi. K HaCIiZOK MOXKe
IMiABUNTYBATHUCh YaCTOTA BUHUKHEHHS ITOOIYHUX peakIliid.

TpaHcnopmepu

Bonus TpaHCIOPTEPiB, HAIpUKJIaM P-TJIiKOIPOTreiHiB, Ha po3mogin Taganadiny
HeBigmoMuii. TaKM YMHOM, iCHY€E iMOBIpHICTB JTiKapChKOl B3a€EMO/Iil, OITOCEpeaKOBaHOl1
iHTiOyBaHHSM TPaHCIIOPTEPIB.

Inoykmopu yumoxpomy CYP450

Iaoyktop CYP3A4 pudamninuu 3uuxye Benuuuny AUC tapanadiny Ha 88 %
nopiBHAHO 3i 3HaYeHHAM AUC ogrHOoro nuite taganadiny (10 mr). MoxxHa IpUITyCTUTH,
III0 TaKe 3HUKEHHS KOHIIeHTpallil Tpu3Bene A0 3HUXKEeHHSA eeKTUBHOCTI Taganadiny.
CynyTHe 3acTocyBaHH4 iHImUX iHOyKTOpiB CYP3A4, Takux gk peHobapOiTan, ¢peHiTOIH
Ta KapOaMa3emniH, TaKOXK MOKe 3HUXKYBaTHU KOHIIeHTpallilo Tamanadiny B I1a3Mi.

Bnaue madanaginy Ha iHWIiI AiKapcbvKi npenapamu

Hitpatu. V¥ xomi kiniHiYHUX gochigkeHb Taganadin (5 mr, 10 mr, 20 MI) BUSBISB
BJIACTHUBICTH IIOCUJIIOBATHU TiIOTEH3UBHI e(eKTU HiTpaTiB. TaKMM YMHOM, 3aCTOCYBaHHS
Ciamicy® maifieHTaMu, SIKi OTPUMYIOTh JIIKyBaHHS OpraHiyHMMM HiTpaTaMu y Oyab-
sKiM (popMi, IPOTUIIOKA3aHO. AKINO O MalieHTa, SKoMy IIpu3HadeHo Ciamic® y
Oynb-sKitt mo3i (2.5-20 Mr), 3acTOCyBaHHS HIiTpPaTiB € MeOUYHOIO HEeOOXigHiCTIO TpHU



3arpo3JIMBOMY IJIs XKUTTSA CTaHi, TO Ilepel 3aCTOCyBaHHA IIpenaparTiB HiTpaTiB Ma€
MUHYTHU He MeHIe HiX 48 roguH miciasa octaHHbOro npumnomy Cianicy. Y Takomy
BUIIQJKy 3aCTOCyBaHHS HiTpaTiB MOBMHHO BimOyBaTUCS MiJ MeOUYHUM HATJIIOOM i3
HaJIeXXHUM MOHITOPUHIOM I'eMOOUHaMIYHUX ITOKa3HUKIB.

AHmuzinepmeH3u8Hi npenapamu (8 momy 4ucai 610kamopu Kaavuiesux KaHaiis)

ITig vac cymicHoro mpu3HadyeHHs Tagasnadiny (y mo3yBaHHiI 5 Mr oguH pa3 Ha gody abo
y BUTJISIAL Pa30Boi mo3u 20 Mr) i3 6J710KaTOPOM a-agperoperenTopiB MOKCa303uHOM (4-
8 Mr Ha [eHb) CIIOCTepiraaocsa 3Ha4YHe IIOCUJIEHHS TiIIOTEeH3UBHOTO e(PEKTy
ocTtaHHBOTO. llent epekT TpuBae 0o 12 roguH i MOXKe IPOSABIIATUCST OKPEMUMHU
CUMIITOMaMH, B TOMY YMCJIi Y BUTJISIII 3allaMOpoYeHHs. Taka KoMOiHallis ImpemaparTiB
He PEKOMEHOYEThCS OJIsl 3aCTOCyBaHHS.

Y xopi mocnimzkeHb B3aEMOIil 3a y4acTi0O 0OMeXKeHO1 KiJTbKOCTi 3MOpPOBUX TOOPOBOJIBIIIB
He IIOBiIOMIISIZIOCS IIPO BUIIlEeBKa3aHi e(peKTH MpU CyMiCHOMY 3aCTOCyBaHHI i3
andy303HHOM ab0 Tamcyno3uHoM. Ciifg 3 00epexXkHicTio Tpu3HavaTy Taganadin
ralieHTaM, sIKi OTPUMYIOTh JIiKyBaHHS OJI0KaTOpaMU a-agpeHOopPelenTopiB, 0COOINBO
ocobaM JiTHBOTO BiKy. JIiKyBaHHS CJIil pO3MOYUHATH 3 MiHIMaIbHOTO OO3YBaHHS Ta
ITOCTYTOBO 30iJIbIIIyBaTH HO3Y.

Y xopmi gocnigzKeHb KIiHiYHOI papMaKOoOUHaMiK1 BUBYABCS IIOTEHITial Taganadiny
IIOCHUIIIOBATH TiMOTEH3UBHI e()eKTH OCHOBHUX aHTUTINIEPTEH3UBHUX IIpelapariB.
IocmimXyBanmyuch OCHOBHI KJlacH ITpelapaTiB: 0JI0KaTOPH KaJlbITiEBUX KaHalliB
(ammnopumnin), iHriéiTopu AII® (eHamamnpui), 6J10KaTopu P-ampeHopelenTopiB
(MeTomponon), Tia3unHi giypeTuku (beHmpodnya3un) Ta 6;10KaTOPH PELETITOPIB
aHrioTeH3uHy 11 (caMmocTiiiHO Ta B KoMOiHallil 3 Tia3UOAHUMU OiypeTUKaMMU.
OJI0KaTOpaMM KaJIbITiEBUX KaHasliB, 0JloKaTopaMu P-amgpeHopenenTopiB Ta/abo
6y10KaTOpaMu a-aapeHopenenTtopis). Tamanadin (y mosi 10 Mr, KpiMm mocaigxKeHb
B3aeMofil 3 6J10KaTOpaMM PeLEeNnTopiB aHrioTeH3uHy Il Ta aMIoOuIiHOM, e BUBYABCH
edekT go3u 20 Mr) He BUSABIISB 3HAYYIIOI B3aEMOil i3 BUIlle3a3HaYeHUMHU KIacaMu
JIiKapChKUX 3ac00iB. Y X0mi iHIIIOT0 DOCHTigXKeHHS KITIiHi4YHOI (hapMaKoJIoTil BUBYAIOCS
CYIIyTHE 3aCTOCyBaHHS Taganadiny (B mo3i 20 Mr) 3 meKiTbKoMa TilloOTeH3UBHUMU
npenapaTtaMu (OO YOTHPHOX). Y IAIi€EHTIB, SIKi MpUKMalu OeKibKa
QHTUTINEPTEeH3UBHUX 3aCc00iB, 3MiHM apTepiabHOT0 TUCKY 3ajeKaJjiu Bif piBHSA
KOHTPOJIIO apTepialbHOTO TUCKY. TaKUM YMHOM, y HaIliEHTIB 3 moOpe KOHTPOJILOBAHOIO
rinepTeH3i€l0 3HMKEHHS TUCKY Oy/I0 He3HaYHUM Ta BifIIOBifaro TaKOMY y 3TOPOBUX
OOOPOBOIBIIB. Y MAIli€eHTiB 3 Ba’KKOKOHTPOJILOBAHOIO apTepPialbHOIO TimepTeH3i€0
criocTepirasnochk Oinbllle 3HUXKEHHST apTepialIbHOI0 TUCKY, X04a y OiJIbIIIOCTiI XBOPUX
3HUXKEHHS TUCKY He CyIPOBOAXKYBaJIOCh IIIOTEH3UBHUMMU CUMIITOMaMHU. Y Malli€HTIB,
SIKi OTPUMYIOTh CYIIyTHIO TEpPaMil0 aHTUTINEePTEeH3UBHUMH JIiIKapCbKUMU 3acobaMu,
3aCTOCyBaHHA Taganadiny B 0o3i 20 Mr MoKe MPU3BOOUTHU [0 3HUKEHHA



apTepiarbHOTO TUCKY, sIKe (KpiM BUIIAAKy CYIYTHHOTO 3aCTOCYBaHHS i3 6710KaTOpaMu
a-aIpeHOPEIEeIITOPiB) € HE3HAUYHUM Ta KIIiHIYHO He3HAUyIIUM. AHaJli3 JaHUX TPEThOl
dha3u KIiHIYHOTO AOCIiAXKEHHS He BUSB Pi3HULI Yy TOOIYHUX peakligax, 10 BUHUKAIU Y
Mali€eHTiB, Ki OTPUMYBaIM JIiIKyBaHHS TagajaadisioM i3 CynyTHIM 3aCTOCYBaHHSAM
AHTUTINEPTEH3UBHUX 3aCc00iB Ta NiKyBaHHS TiIbKU TamanadinoMm. He3Baxkaiouu Ha 1ie,
HeoOXimHO HajgaBaTU BiOIMOBiOHI peKoMeHallil 11040 MOXKIUBOT0 3HUKEHH
apTepiagbHOr0O THUCKY HalliEeHTaM, SKi JIIKYIOThCS TIIIOTEH3UBHUMU JIIKAPCHhKUMU
3acobamu Ta CianicoM®.

Piouueyam

Y xomi moKJTiHIiYHUX OOCHiIXKeHb OyB BUSIBIE€HUUW afUTUBHUU TilIOTEH3UBHUU €(pEKT
Ipu CynyTHbOMY IpurioMi iHriditopis ®OE 5 3 pionuryaTtoM. Y xXofai KIiHIYHUX
OOCITim»XXKeHb OyJI0 BUSIBIIEHO, III0 PiOIUTyaT MOCHUITIOE TilTOTEH3UBHY Mif0 iHTiGiTOpPiB
®JIE 5. He Oysio goka3iB CIPUSATIMBOTO KIIiHiYHOTO ebeKTy 1li€ei KoMmOiHalil y
OocIim»KyBaHiM momynsilili. CynmyTHE 3aCTOCyBaHHS pionuryarty 3 iHriditopamu O®JIE 5,
B TOMY 4HCJIi TaganadiioM, IPOTUIIOKAa3aHo.

IH2i6imopu 5-a-pedykmasu

Y xopai KimiHIYHOTO OOCIIAXKEHHS, B IKOMY I[IOPIBHIOBAJIOCS CyMICHE 3aCTOCYBaHHSA
Tapanadiny y mo3i 5 Mr ta ¢inacTtepuny y mo3i 5 Mr i3 nmpuitomMoM mjaiebo Ta
dinactepuny y mo3i 5 Mr st yCyHeHHSI CUMIITOMIB MOOPOsIKiCHOI rimepmna3sii
ImepeaMixypoBoi 3a/103u, He OyJI0 BUSIBIIEHO KOOHUX HOBUX MOOIYHUX peakiliil. [IpoTe
OCKiJIbKY BJIaCHE OOCIIiAXKEeHHs B3a€MO/Iil JTikapChKHX 3ac00iB 3 METOIO OIiHKMU e(eKTiB
Taganadiny Ta iHri6iTopiB 5-a-pefyKTa3u He IPOBOAMIIOCS, CJIif 3 00epekKHICTIO
IMpu3HavaTy Tafanadin naiieHTam, SKi OTPUMYIOTh JIiKyBaHHS iHTi6iTOpamMu 5-a-
penykKTas3u.

CYP1A2 cy6bcmpamu (Hanpuksaad meoginin)

Y xomi mocnimxeHHS KiIiHiuHOI ¢papMaKosioril mpu npuiomi taganadginy (B gosi 10 mr)
3 TeodiniHoM (HeceneKTUBHUM iHTiOiTOpOM (pocdhomiecTepasu) He CIIOoCTepPiraaocs
HisIKO1 (papMaKOKiHETMYHOI B3aeEMofil. EOuHUM (apMaKogMHaAMIUYHUM epeKToM OyI10
He3HayHe ITigBUIIIEHHS ceplieBoro putMmy. HeoOxigHO BpaxoByBaTH MOXKIIUBICTD
BHHUKHEHHS IIbOT0 e(peKTy IIPU CYMICHOMY 3aCTOCYBaHHIi Taganadiny Ta Teoisiny,
He3BaXalo4M Ha Te, 110 BiH He Ma€ KJTIHIYHOl 3HAYYIIOCTI.

Emuninecmpadion ma mepbymaniH

Tapmamadin migBuiilyBaB 0i0gOCTYIIHICTh IEepPOPaJIbINUX JIiIKapChKUX (GOPM 3
eTHHinecTpanaionoM. Take 30i1biIeHHS 0I0AOCTYIIHOCTI MOXKHa O4iKyBaTHU IPU
CYMiCHOMY 3aCTOCYBaHHi 3 TepOyTasiHOM. Xo4a KJTiHiYHi Hacmigku 11iei kombiHalii
HeBiOoMi.



AK0201b

Ankoronb (cepegHs MakcuManbHa KoHIileHTpalisd 0,08 %) He BOIuBaB Ha CYIyTHE
3acTocyBaHHs Taganadiny (B mo3i 10 a6o 20 mr). TakoxK He CIIOCTepiranocs 3MiH
KOHIIeHTpallil Taganadiny MpoTATroM HaACTYIIHUX TPhOX TOAWH ITiCIS OMHOYaCHOT O
MIPUIOMY aJIKOTOJII0 3 TagaadisomM. AJTKOT0Ib 3aCTOCOBYBAIU TaKUM YHHOM, 1100
OOCSTTU MaKCUMaJIbHOTO PiBHsI abcopOilii anKorosio (IIBUAKUM ITpUioM 0e3 ITpUuiioMy
1Ki MpoTsiroM 2 TOAMH ITiCJIg 3acTOoCyBaHHs). [TpuiioMm Taganadiny (B mo3i 20 Mr) He
IPU3BOOUB OO0 CTATUCTUYHO 3HAUYIIOTO 3HUXKEHHS apTepialbHOTO TUCKY Ha TIIi
npuromy ankorosmto (0,7 r/Kr), IpoTe y OessKUX HalliEHTiB CIIOCTepiranocs
IIOCTypaJjibHEe 3allaMOPOYEeHHS 1 OpTOCTaTU4YHa rinoreHsida. [IpuitoM Taganadiny Ha Tii
HUXKYUX 003 ankorosio (0,6 r/Kr) He CIPUUYUHSB apTepianbHOIl TinoTeH3sil, a
3alaMOpPOYEeHHs CIIOCTEPIranocs 3 Ti€l K Y4aCTOTOO, 110 ¥ IIPU IPUKUOMI OOHOT O
aJIKOroJii0. BIIIUB aKOTO0JII0 Ha Ni3HaBaJlbHI (PyHKIIl He IOCUJTIOBABCA NIPHU
CYIIyTHBOMY 3aCTOCyBaHHIi Taganadiny (B 7o3i 10 mr).

Jlikapcoki 3acobu, w,o memabos i3yromuscs 3a yuacmio yumoxpomy P-150

He ouikyeThcs, 110 Taganadisn CIpUYUHATAME KITiHIYHO 3HauyIlle iHriOyBaHHS 94U
iHmyKyBaHHS KJIipeHCY JIiKapCchKuX 3aco0biB, 1110 MeTabo1i3yioThCcsa i3opopmamu
CYP450. ¥ xopi kniHiuHUX mocnimxkeHb Oy/10 JOBefeHO, 1110 Tamanadin He iHriOye i He
iHoykye izodopmu CYP450, y 1. u. CYP3A4, CYP1A2, CYP2D6, CYP2E1l, CYP2C9 Ta
CYP2C109.

CYP2C9 cybcmpamu (Hanpukaad R-eapgpapuH)

Tapmamadin (y mo3i 10 mr ta 20 Mr) He BUSBJIAB KJIiHIYHO 3HAYYIIIOTO BIJIMBY Ha
ekcno3uilito (AUC) S-Bapdapuny uu R-Bapdapuny (CYP2C9-cyOcTpaT), a TaKOXK He
BIIMBAB Ha IPOTPOMOiIHOBUY Yac, iHIyKOBaHUM BapdapHuHOM.

AcnipuH

Tapmamadin (y mo3i 10 mr Ta 20 MI') He IMOTeHIIitOBaB 30i/TbIIIEHHS Yacy KPpOBOTeUi,
CIPUYMHEHO] alle TUJICATIIIUIOBOI0 KHCIIOTOIO.

ITpomuodiabenniuHi aikapcuKi 3acobu

CneuudiuHi gocrigxeHHs B3aeMofil Taganadiny i3 nmpotugiabe THYHUMHU JIiIKapChbKUMU
3aco0aMu He TPOBOUIUCE.

B3auMoOaeHCTBHE C IPYTrHMH JIEKapCTBEHHBLIMH CPEeICTBAMH H IPyrue BHObI
B3aMMOOEHUCTBUHA



HccnepoBaHus 10 B3aUMOIENCTBUM OBIJIO MPOBEAEHO AJI1sT HO3UPOBOK 10 Mr u 20 mr,
OaHHBIE IIPeoCTaBlIeHbl HuXe. KIIMHNYeCcKU 3HaYMMO€e B3aUMOIeUCTBUE IIPpU
IIPUMEHEeHNH BHICOKHUX 03 He MOXKeT ObITh UCKJII0OYEHAa, eCJIM TaKas HabJomanach Ipu
npumeHeHuu Cuanuca® B HU3Kux go3ax (10 mr).

BrnusiEMe Opyrux JIeKapCTBEHHEBIX CPEICTB Ha Tamanaduia

HHzubumopusl yumoxpoma CYP450

Tapmamadun metabonusupyercss CYP3A4. CenexktuBHbilt uHrnoutop CYP3A4
KeTakKoHa301 (200 Mr exxenHeBHO) yBenuuuBaeT skcno3unmio (AUC) tagmanaduna (10
Mr) B 2 pa3a u C max Ha 15% otHocuTtenbHO 3HaueHUu AUC u C max OgHOTO
taganaduna. KerokoHason (400 mr B meHb) 3kcno3uiuio (AUC) taganaduna (20 mr) B
4 pa3a u C max Ha 22%. PutonaBup, nHruouTtop nporeas3 (200 Mr gBaxKanl B JE€HDb),
KoTophriti uHrubupyetr CYP3A4, CYP2C9. CYP2C19 u CYP2D6, yBenmuuuBaeT
skcno3unuio (AUC) taganadumna (20 mr) B 2 pa3a, He MeHssa C max. XoTs
crenuduyecKkrue B3auNMOIeMCTBUS ObIIM UCCIIEI0BaHbI, APYTUe UHTUOUTOPH
IIpoTea3kl, TaKMe KaK CaKBUHaABUP U apyrue uHruobutopsl CYP3A4, Takue Kak
SPUTPOMUIINH, KJIaPUTPOMULIMH, UTPAKOHA30JI ¥ TPEUTI(PPYTOBLIN COK, CIIeayeT
Ha3Ha4vaTh C OCTOPOXKHOCTHIO, IIOCKOJIbKY OKUIOAETCS, YTO IIPU COBMECTHOM
MMPUMEHEeHUU OHU OYIOyT ITOBBIIIATH KOHIIEHTPAIHUIO Taganadusia B ninasMe. B
pe3ynbTaTe MOXKET ITOBHIIIIATHCS YaCTOTA BO3HUKHOBEHUS MOOOYHBIX PeaKITUH.

TpaHcnopmepul

BnusiHue TpaHCIIOPTEPOB, HAIIPUMEP P-TIUKOIIPOTEUHUB, Ha paclipeneieHnue
Taganaduia Heu3BecTeH. TakKuM 00pa30M, CyIIECTBYET BEPOSITHOCTDb JIEKAPCTBEHHOTO
B3aMMOOENCTBUS, OIIOCPEIOBAaHHOM MHIMOMPOBaHUEM TPAHCIIOPTEPOB.

HHoykmoposl uumoxpoma CYP450

NunykTop CYP3A4 pudamnunus cauxkaeT BenuuuHy AUC taganaduna Ha 88% 1o
cpaBHeHUIO co 3HayeHueM AUC ogHoro nuinb Taganadumnaa (10 mr). MoxHO
MTPEAIOJIOKUTh, YTO TaKOe CHUXKEHME KOHIIEHTPAlluU IPUBEAET K CHUKEHUIO
addekTUBHOCTU Tagaiaduna. OQHOBpEMEHHOE ITPUMEHEHNE APYTUX UHOIYKTOPOB
CYP3A4, Takux KakK ¢peHobapbuTan, peHUTOUH 1 KapOaMa3eInH, TakK¥Ke MOXeT
CHUKAaTh KOHIIEHTpAIINIO Tagasaduia B Ijaa3Me.

BausHue madanaguna Ha Opyaue nekapcmeeHHble npenapamebl

Hutpatel. B xoOe KnnuHU4YeCKUX ucciaengoBanui taganadun (5 mr, 10 mr, 20 mr)
ITPOSIBJISANI CBOMCTBO YCUIUBATh TUIIOTEH3UBHBIE 3((HEKTH HUTPATOB. TaKuM 00pa3oM,
npuMeHeHne Cuanuca® maumeHTaMU, IIOJIy4YalouMU JledeHe OpraHn4eCKuMU
HUTpaTaMu B 1000 popMe MpOoTHUBOIIOKa3aHo. Eciu oiis manueHTa, KOTOPOMY



cyx)neHo Cuasnuc B m000i mo3e (2.5-20 Mr), npuMeHeHue HUTPAaTOB MeIUIIMHCKOM!
He0oOXOOUMOCTBIO IIPU YI'POKAIOIIEM XKU3HU COCTOSTHUM, TO Iepel IPpUMeHeHUs
IpemnapaToB HUTPATOB [OJI2KHO IPOUTH He MeHee 48 4acoB MOCJie IMOCIeTHEro mpuemMa
Cuanuca. B TakoM ciiydyae IpuMeHEHUS HUTPATOB OOJIKHO ITPOUCXOAUTh MO
KOHTPOJIEM C HaAJIeXKalluM MOHUTOPUHIOM reMOOUHaMHUYeCKUX II0Ka3aTeJlen.

AHmueunepmeHsueHbte npenapameoul (8 mom uucae 6/[0Kam0pbl Kd/buyuesbvlX KaHanos)

Bo Bpemsi coBMeCTHOTO Ha3HaueHus Taganaduia (B JO3UPOBKe 5 MI' OOUH pa3 B CYyTKH
WUJIM B BUE Pa30BoM 03kl 20 MT) ¢ 6JI0KMPAaTOPOM a-aipernopenenTopuB
NOKCa303uHOM (4-8 Mr B IeHb) HaOJI0aI0Ch 3HAUUTEJILHOE YCUJIeHUE
TUIIOTEH3UBHOTO 3¢ deKTa mocaemHero. IToT 3¢pPeKT aauTcsa 0o 12 4acoB ¥ MOXKET
MIPOSABIIATHCSA OTOENbHBIMU CUMIITOMaMU, B TOM YHCJIe B BUE I'OJIOBOKPYXKeHUs. Takas
KOMOMHAIMS IpelrapaToB He PeKOMEeHOYeTCs OJId IPUMeHeHUsI.

B xope uccnenoBaHuy B3aUMOOENUCTBUSA C yYaCTUeM OTPaHUYEHHOI'O YUCJjla 3TOPOBEIX
noOPOBOIIBIIEB HE COOOIIAaeTCs O BhIIEeyKa3aHHBIX 3PEKTH IIPU COBMECTHOM
IPUMEHEHUU C ajly303HHOM UJIM TaMCYyJI03uHOM. CrenyeT C OCTOPOXKHOCThHIO
Ha3HadaTh CHanuc nauyeHTaM, KOTOPHIE IOJIy4YaloT JiedeHue Oj10KaTopaMu a-
agpeHOoPEelLenTOPOB, 0COOEHHO JIUIlaM ITOXKUJIOT0 Bo3pacTa. JleueHue ciaenyeT
Ha4YWHaTh C MUHUMAJIbHOTO JO3UPOBAHUS U IIOCTEIIEHHO yBEeJIN4YUBaTh J03Y.

B xome uccnemoBaHUM KJIMHAYECKOU (papMaKOOAWHAMHUKM U3ydaJsiCs IMOTeHIHall
Taganadusia yCUINBATh TUIIOTEH3UBHEIE 9(P(PEKTHl OCHOBHBIX aHTUTUIIEPTEH3UBHEBIX
npemnapaToB. FcciemoBasiiich OCHOBHBIE KJIACChI IpernapaToB: 6JIOKATOPHI KAJIbITMEBBIX
KaHaJoB (aMIoounuH), uHruouTopsl AII® (sHanmanpui), 6;10KaTOpsl P-
agpeHOopPelenTOPOB (MEeTOIPOJION), TUA3UOHbIE AUYPEeTUKHU (0eHapodIyasunm) u
0JIOKAaTOPHI PEIEeNTOPOB aHTuoTeH3nHa 11 (caMOCTOSATEeIbHO ¥ B KOMOMHAIIUY C
TUA3UIHBIMU OUypPeTUKaMu. biokaTopaMu KalablIMEeBHIX KaHAJIOB, Oj1oKaTopaMu P-
aJlpeHOopPeNeITOPOB U / unu 6JI0KaTopaMu a-agpeHopelienTopoB). Tagamadun (B mose
10 Mr, KpoMe HcceIoBaHUM B3aUMOIENCTBUS C OJI0KaTOPaMM PEIeIITOPOB
aHruoTteHsuHa Il u amnogunuHoM, roe uldydancs 3¢pdekT mo3sl 20 MT) He TIPOSABIAN
3HAYMMOT'0 B3aMOIENCTBUS C BhIIIIeyKa3aHHBIMHU KJIaCCaMHU JIEKaPCTBEHHBIX CPEICTB.
B xome mpyroro uccnemoBaHUS KIMHAYECKON (apMaKOJIOTUH U3y4YaloCh
ODHOBPEMEHHOEe NNpUMeHeHue Taganaduna (B go3e 20 MI') ¢ HECKOJILKUMU
TUIIOTEH3UBHLIMHU IIpelapaTaMu (g0 YeThIpex). Y MaliueHTOB, IIPUHUMAaBIITUX
HECKOJIbKO aHTUTUIIEPTEH3UBHBIX CPEACTB, U3MEHEHUSI apTePHUaIbHOTO OTaBIeHUS
3aBUCEJIHM OT YPOBHS KOHTPOJISI apTePUaIbHOIO AaBlieHusa. Takum obpa3oM, y
MaleHTOB C XOPOIIIO0 KOHTPOJIMPYEMOM TUTIEePTEeH3UeN CHUXKeHNe OaBJIeHUs OBII0
He3HAYUTEJIbHBIM U COOTBETCTBOBAJIO TAKOBOMY Y 3[OPOBBIX TOOPOBOJILIIEB. Y
MMaleHTOB C TPYAHOKOHTPOJIMPYEMBIX apTepHUaIbHOM TUIlepTeH3uel HabIiomanoch
OosbIllee CHUXKEHNE apTePUaIbHOTO JaBJIEHU, XOTSA Y O0OJILITMHCTBA OOJIbHBIX



CHUXKEHUe MTaBJIeHUS He CONPOBOXKOAIOCH TMIIOTEeH3UBHBIMU CUMITOMaMu. Y
MalMeHTOB, ITOJIyYaloIIuX TePAIui0 aHTUTUTIEPTEH3UBHLIMHU JIeKapCTBEHHBIMU
cpencTBaMu, IpUMeHeHHue Tajgasnaduna B go3e 20 MI MOXKeT IPUBOOUTEL K CHUXKEHUIO
apTepUaJIbHOTO [aBJIeHUS, KOTOpoe (KpoMe ciiydasi OMHOBPEMEHHOT O IIPUMEHEHUS C
6J10KaTOpaMu a-adpeHOPEIIEIITOPOB) SIBISIETCS HE3HAUNUTENbHEIM U KIIMHUYECKHN
He3HaYMMbBIM. AHAJTM3 JaHHBIX TPeThel a3kl KIMHUYECKOr0 UCCIeI0OBaHus He
ITPOSIBJIEHNE PA3HUIILI B TOOOYHBIX PEaKIINSaX, KOTOPhle BO3HUKAJIY Y HallMeHTOB,
MIOJIy4YaBIIINUX JIeueHHe TamanaduiIoM C COIYTCTBYIOIINM IIPUMEHEeHUEM
AQHTUTUIIEPTEH3UBHBIX CPEACTB U JIeUeHHUs TOJILKO TamanaduiaoM. HecMoTpst Ha 3To,
Heo0X0UMO MPEeOOoCTaBJIATh COOTBETCTBYIOIINE PEKOMEHIAIIMN OTHOCUTEIILHO
BO3MOZKHOT'O CHUXKEHHS apTepHuabHOTO OTaBIeHUs ITallieHTaM, KOTOPhIe JIedaTcs
TUIOTEH3UBHBIMU JIEKAPCTBEHHBIMU cpeficTBaMu U CuaaucoM® .

Puouueyam

B xopme MOKIMHMYECKUX UCCIieqoBaHuM OblI OOHApyKeH aJggUuTUBHBINA T'HIIOTEH3UBHBIN
9 deKT npu OJHOBPEMEHHOM ITpueMe UHruoutopoB ®JI13-5 ¢ puonuryartom. B xome
KJIMHAYECKUX UCCIeoBaHuM ObIJI0 0OHAapPy>KEeHO, YTO PUOLUTYyaT yCUIUBAET
TUIOTEH3UBHOE melcTBrue MHruouTopoB OO 5. He OblI0 JOKa3aTEIbCTB
6JIaronpUsITHOTO KIMHUYECKOT0 3¢ deKTa 3TOM KOMOMHAIIUY B UCCIIEIyeMOM
nonynsanuu. OQHOBpeMeHHOe TPUMeHeHue puonuryarta ¢ uaruoutopamu ®03-5, B
TOM 4YHCJIe TajanaduioM, IPOTUBOIOKa3aHO.

HH2ubumopbsl nsimuwiili-pedyKmasbl

B xome KIMHUYECKOT0 UCCIeqoBaHsI, B KOTOPOM CPaBHUBAJIOCh COBMECTHOE
npuMeHeHUNe Tafgasnaduna B go3e 5 Mr ¥ puHacCTepuaa B 00o3e 5 MI' C IPUEMOM
manebo u ¢puHacTepuma B Jo3e 5 MT OJisi YyCTPaHEeHUsI CUMIITOMOB
noOpoOKauyeCTBEHHOMN T'UIlePIlIa3uu MpeacTaTeIbHOM XKeJje3kbl, He ObIII0 00HapPyKEeHO
HUKaKWX HOBBIX TOOOYHBIX peakiuii. OQgHAaKO MOCKOJIbKY COOCTBEHHOE UCCIel0OBaHUe
B3aMMOJIENCTBUS JTIeKaPCTBEHHBIX CPEOCTB C 1ieJIbI0 OlleHKU 3P (eKToB Taganaduna u
MHTUOUTOPOB NATHIM-PEOYKTA3bl HEe TPOBOAUIIOCH, CIIEAyeT C OCTOPOXKHOCTHIO
Ha3HavaTh CHaauc nmanyreHTaM, KOTOPBIe MOJIyYaloT JieYeHue HHTuOUTOpaMu IIsIThIH-
penyKTa3Hl.

CYP1A2 cybcmpambl (Hanpumep, meopuaiuH)

B xome nccnemoBaHus KJIMHUYECKON (hapMaKOJIOTHUHU IpU ITprueMe Taganadunaa (B mole
10 Mr) ¢ TeodpunnIuHOM (HECETEKTUBHLIM HHIHOUTOPOM dhocdonuacTepas3n) He
Habmoganoch HUKAKOW (apMaKOKHHETHYECKOT 0 B3aUMOAeCTBUSI. ENMHCTBEHHBIM
dbapmakoguHaMudeckux 3¢p¢eKToB OLII0 HE3HAUYUTEIHHOE TOBBIIIIEHUE CEPOEeYHOTO
putMa. Heo6XoouMo yYUTHIBAaTh BO3MOXKHOCTh BOSHUKHOBEHUS 3TOT0 3¢ deKTa mpu
COBMECTHOM IpPUMEeHEeHUHU Taganaduiaa u TeopujinHa, HECMOTPS Ha TO, YTO OH He



KJIMHAYECKOH 3HAYMMOCTH.
9muHusascmpaduoa u mepbymanuH

Tamanadun noBhIIan 6MOIOCTYITHOCTD IIEPOPAIBIINX JIEKAPCTBEHHBIX (DOPM C
9TUHUIISCTPAAuosa. Takoe yBenudeHrue OMOOOCTYIIHOCTH MOXKHO OXKHUIATh IIPHU
COBMECTHOM NPUMEHEHUHU C TePOYTaTIUHOM. XOTSI KIUHUYECKHE ITOCIIeICTBUS 3TOMU
KOMOMHAITNN HEeN3BECTHEI.

AK02010b

Ankoronb (cpegHsiga MakcuMasibHasa KoHuleHTpanusa 0,08%) He BIuAI Ha
OOHOBPEMEHHOEe NTpuMeHeHue Taganaduna (B go3e 10 unm 20 Mr). Takxke He
HaOJII0oganoch U3MEHEHNM KOHIIeHTpalluu Tafjanaduia B TeYeHUE CIeOyIoIuX Tpex
YacoB II0CJIe OOHOBPEMEHHOT O IIPpHUEeMa aJKoroJis ¢ TamanaduioMm. AJIKOTOIIb
MMPUMEHSIJIM TAaKUM 00pa30oM, 4YTOOBI JOCTUYh MAaKCUMAJILHOTO YPOBHSI abcopOiuu
ankoroJsi (ObICTPHIM nmpreM 60e3 edbl B TEUEeHHEe 2 YacoB II0C/Ie IpuMeHeHus ). [IpueMm
taganaduna (B mo3e 20 Mr) He TPUBOAUII OBl K CTaTUCTUYECKHN 3HAYUMOMY CHUXKEHUIO
apTepuaabHOTO AaBleHus Ha ¢poHe npueMa ankorosnd (0,7 r / Kr), ofHAKO y
HEKOTOPHIX IMallMeHTOB HabI0aanoCchk MOCTypalbHOE TOJIOBOKPYXKEHNE U
opTocTaTu4decKas runoren3us. [Ipuem tTaganaduiia Ha ¢poHe OGomee HUIKUX 03
ankorons (0,6 r / Kr) He BBI3BIBAJIO apTEPUAIbHON TUIIOTEH3UH, a TOJIOBOKPYKEHUE
HaOJII0OaI0Ch C TOM XKe YaCTOTOM, YTO U IIPU NpreMe OJHOI'O aJIKOTOJIs.

JlekapcmeeHHble cpedcmaea, memabo1 usyromscs ¢ yuacmuem uumoxpoma P-150

He oxupaeTcs, 4To Taganadui BEI30BET KIIMHUYECKN 3HAUYMMOe UHTMOUPOBaHUEe NN
WHOYLHNPOBaHUE KIUPEHCa JIeKapCTBEHHEBIX CPEACTB, KOTOPHIE MeTab0IU3UPYIOTCSA
n3ogpopmamu CYP450. B xone KIUHNYECKUX UCCIIEOBaHUM OBIJIO TOKa3aHo, YTO
Tapanaduil He UHTuOUpyeTcs U He uHaynupyeT usodpopmer CYP450, B T. 4. CYP3A4,
CYP1A2, CYP2Do, CYP2E1, CYP2C9 u CYP2C19.

CYP2C9 cybcmpamul (Hanpumep R-eapgapuH)

Taganadwun (B ;o3e 10 mr u 20 Mr) He IPOSBISAN KIMHUYECKN 3HAYMMOTO BIIMSHUS Ha
skcno3uinio (AUC) S-Bapdapuna unu R-eapdapuna (CYP2C9-cybcTpaThl), a TakKkKe He
BJIMSIJT HAa MPOTPOMOMHOBOE BpeMsi, MHOYIIUPOBAHHBIN BaphapuHOM.

AcnupuH

Tapamadun (B go3e 10 mr u 20 M) He TOTEHIIUIOBAB yBeJIMYEHUE BPEMEHU
KPOBOTEYEHHS, BLI3BBAHHOTO alleTUJICAJINLINIIOBOM KUCIIOTOM.

ITpomuduabennu4Hu seKkapcmeeHHble cpedcmed



Crnemuduueckue UCCIeqOBaHUSI B3aUMOAENCTBUSA Tajanaduia C
TUNOTJINKEMUYECKUMU JIEKapCTBEHHBIMU CPEOCTBaAMU HE IIPOBOOUIINCE.

OC00EeHHOCTH MPUMEHEeHHSI

Hepen HadaJoM JiedeHus Cuasuc.

[Tepen mpuMeHeHUEM MIpeNapaTa Bpady CIeAyeT ONpeaesiuTb IIePBOIIPUYNHEI
9PEKTUIbHON AUCHYHKIIUY U Ha3HAaUYUTh COOTBETCTBYIOIIUY KypPC JIeYeHUS.

[Tepen HayanoM I000T0 TeYEHUS SPEKTUNBHON OUCHYHKIIMYU BPauu OOIKHBI
VYUTHIBATb COCTOSTHHE CEPHAEYHO-COCYAUCTON CUCTEMHEI ITAllMEeHTOB, ITOCKOJIbKY
CYIIIeCTByeT onpefeieHHasl CTEIIeHb CEPAEYHOr0 PUCKa, aCCOLIMUPOBAHHBIN C
CeKCyaJIbHOM aKTUBHOCTHIO. Taganadui mposaBiIsgieT COCyaopacIIupsaoini 9pPeKT,
4YTO MOXKET IPUBOOUTHL K HE3HAUUTEJIPHOMY M TPAH3UTOPHOTO CHUXKEHUS
apTepuasbHOTO OaBIEeHUS U IIOTEHIIUPOBaHNE TUIIOTEH3UBHOI0 3¢ dpeKTa HUTPATOB.

HeusBecTtHo, aBsgeTcsa 3¢ HeKTuBHLIM CHaJMC OJI MallueHTOB, IepeHeCIInX
oIepalrio Ha Ta30BbIX KOCTSX UM PaAuKaJIbHOU IIPOCTAaTIKTOMUU Oe3 cCoOXpaHEeHUs
HEPBOB.

CepoOeuyHo-cocyducmas cucmema

C 1ocTMapKeTHHTOBUX UCTOYHUKOB U / UJIM B XOO€e KJIIMHUYECKUX MCCIIeqOBaHUM
CO00IIIaIoCh O CEPhLE3HBIX SIBJIEHUSI CO CTOPOHBI CEPIEYHO-COCYOUCTOM CUCTEMEI, B TOM
yucne 06 nHpapKTe MUOKapaa, BHE3aIllHONW CepAevYHOM CMePTH, HeCTaOUIbHOMU
CTEeHOKapAueu, )KenyoodYKOBOU apUTMHUY, HapyllIeH!UsI MO3T0BOI0 KPOBOOOpAIIleHUs,
TPaH3UTOPHYIO UIIIEMUYECKYIO aTaKy, 00/Ib B ITPynH, cepalebrueHre U TaxuKapauio.
BonBIIMHCTBO MAlMEeHTOB, Y KOTOPBLIX HAOIIOMaIUCh TaKue T0O0YHbIe PeaKIInu, UMeJn
(bakTOPEI prCKa CO CTOPOHHBI CEPAEYHO-COCYOIUCTON CUCTEMEI. B TO Ke BpeMs IToKa
HEBO3MOXKHO TOYHO YCTAHOBUTH, BhIIIIeyKa3aHHbBIE SIBJIEHUS CBSI3aHHI C (paKTOpaMu
pHucKa, mpuMeHeHueM Cuanuca®, ceKCyalbHOU aKTUBHOCTBIO MAIIMEHTOB UJIN C
KOMOMHaUMeN 9TUX UNTHA OPyrux (aKTOPOB.

Heo6xoguMo ¢ OCTOPOXKHOCTBHIO Ha3HaYaTh Cuanuc maueHTaM, IpUHUManIuM a-1
6JI0KaTOPHI, IIOTOMY YTO YV HEKOTOPHIX OOJILHEIX OJHOBPEMEHHBIN IPUEM 3TUX
IperapaToB MOXKET IIPUBECTU K CUMIITOMaTUYeCKOU r'unoTeH3uu. He pekomeHOyeTcs
KOMOMHUPOBaHHOE ITPUMeHEeHMEe Tafanaduia U JoKCa303uHa.

OpaaHvl 3peHus

Coo0111a710Ch 0 Ciydasx yXyAOllleHUs 3peHus U HeapTepualibHy epegHel
uiemMuyeckou ontudyeckou Heuponatuu (HAIIMOH) npu npuMerneHuu Cuanucy® u
opyrux nHruoutopoB @O 5. AHaMU3 JaHHBLIX 003epBallMMHUX MCCIIEIO0BaHUM ITOKa3all



MIOBHIIIIEHVEe pUCKa pa3Butus octpor HATITMOH y My>K4YuH C 9pE€KTUIBHOU
oucyHKITMEN mociie MpuMeHeHus Taganaduia Uiu Ipyrux uHruoutopos O3 5.
[ToCcKONBKY IIOBHIIIEHNE TAKOI'O PUCKA MOXKEeT BO3HUKHYTH Y BCeX IIallueHTOB,
MIPUMEHSIOINX Tafasiadus, Bpad OOIXKeH IIPeaynpeauTh NalueHTa 0 He00X0AUMOCTH
OTMeHHI Tafjanadunaa u odpallleHus 3a MEJUILIMHCKON ITOMOIIbIO B ClIy4yae BHE3allHOM’
norepu 3peHusa (cMm. pasgen «IIpoTuBonoKa3zaHusa»).

YxyoweHue uau 8He3anHas nomeps ciayxa

Coo011a10ch 0 ciIy4asix BHe3aIlTHOM ITOTepH CiIyxa IIociie IpUMeHeHus Tafanadura.
Hes3aBucuMO OT TOTO, UMEJNUCH APyTrHue paKTOPhl pHUCKa (TaKue KakK BO3pacT, Halu4ue
nuabeTa, TUIEPTEH3UH U CJIy4au MOTEPU CJIyXa B aHaMHe3e), MallueHTOB HYKHO
MPeayIpeauTh 0 He0OXOOUMOCTH OTMEHHI Tamanadusa 1 oOpalleHus 3a MeOUIIMHCKOMN
IIOMOIITBIO B CJIy4Yae BHE3AITHOTO YXYOIIeHUs UIIH IIOTePHU CIIyXxa.

ITeueHOYHas1 HeOOCMAMOYHOCMb

Knuau4yeckue gaHHbIEe 0 0€30aCHOCTU MPUMEHEHUS Pa30BoM 03kl Cuanucy ®
namueHTaM C TSIXKeJIbIMU HapyuleHusAMu QyHKLnM rnedenu (knacc C mo mkane Yaung -
I1p10) orparnyeHsl. [1pu HadHayeHuu Cuanuca® TakuM mallieHTaM Bpad OOJIXKEH
TIIAaTEeJIbHO OLIEHUTh UHOVBUAYAJIbHEIE IPEOIIOUYTEHUS / PUCKU Tepaluu.

ITpuanu3m u aHamomuuyeckasa depopmauus N0108020 YieHda

[TarimeHTaM, y KOTOPHLIX BO3HUKAIOT dPEKIINHU, ITPOodoIKaloIuecs 4 yaca unu 6osee,
ciemyeT yKa3aTh Ha He0OXOOUMOCTb HEMEIJIEHHO 00paIlaThCsa 3a MeOUIITMHCKON
rmomMoIneo. Ecnu He OymeT HeMeOJIeHHO IIPOBEeHO JIeYeHWe IMPpuanu3Ma, TO 3TO
MOZKET ITPUBECTHU K ITOBPEXKAEHUI0 TKaHEeM IT0JIOBOTO YJIeHa U IOJITOCPOYHOM ITOTEPHU
TIOTEHITHUH.

Heo06xoouMo C OCTOPOXKHOCTBIO Ha3HavyaTh Cruanuc namueHTaM C aHaTOMUYEeCKUMU
nedopManusIMU IOJIOBOTO 4YJjieHa (TaKMMH KaK yIJI0BO€ MCKPHUBIEHNE, KaBEPHO3HBIN
¢bubpos unu 60s1e3Hb [IeMUPOHU) UJIHM TTAllMEHTaM C COCTOSSHUSIMU, KOTOPHIE MOTYT
IIPUBECTH K IIpHanui3Ma (Takue KakK CEepPIIOBUOHO-KJIETOYHAsA aHEMUsI, MHUEJIOMHasA
00JIe3HDb UJIN JIEUKEeMUS).

O0HospemeHHoe npumeHeHue ¢ uHaubumopamu CHUP3A4

Heo6xoguMo ¢ OCTOPOKHOCTBHIO Ha3HaYaTh Cuanuc maueHTaM, IPpUHUMaOIIIM
uHruoutopsl CYP3A4 (puTOHABUP, CAaKBUHABUP, KETOKOHA30JI, UTPAKOHA30JI.
OPUTPOMUIIMH), TOCKOJIBKY IIPXU COBMECTHOM IPUMEHEHHUH C TaganaduioM
HaOJIogaeTcs yBenndeHue akcno3unuu taganaduia (AUC).



O0HoBpeMeHHOe NpuMeHeHue ¢ Opy2uMu /1eKapCmeeHHbIMU cpedcmaeamu 015
/e4YeHUS IPpeKmuibHOU OucyHKUUU

BezomacHocTh 1 3¢ppeKkTuBHOCTL IpuMeHeHUs Cuanuca® B KOMOMHAIIUYM C OPYTUMU
uHruoutopamu ®JI13-5 unu OPyruMu CpeacTBaMU [Jis JIeUeHUs 3PEKTUIIbHOU
OUCPYHKIIUU UCCIIE0BaJICh, TIO3TOMY HEOOX0AMMO PeKOMEHA0BATh ITallieHTaM He
npuHUMaTh CHaIuc B TOOOOHBIX KOMOMHAIIMSX.

Jlakmosa

Cuamnuc comepxkKuT JakTo3y. Cuanuc He cjlenyeT Ha3HayvaTh MallueHTaM C PeIKUMU
HacJIe[ICTBEHHLIMU (DOPMaMU HEIePEeHOCHMOCTHU TaJIaKTO3hl, CHHIPOMOM T'JIFOKO30-
rajakTo3HOI ManbabcopOIuy U medUuIIUTOM JIaKTa3k! Jlamrma.

CnoCcoOHOCTH BIMSITHh Ha CKOPOCTH PEaKIHH [IPH yIIPaBJIeHUH
ABTOTPAHCIIOPTOM HJ/IM PadoTe C MeXxaHHu3MaMH

Brnusiine Cuanuca Ha CHOCOOHOCTH YIIPABIISAThL aBTOTPAHCIIOPTOM U OPYTUMU
MeXaHH3MaMi He3HAYUTENIbHBIN. XOTSI 4acTOTa COOOIIEeHUH O SIBIIEHUSIX
TOJIOBOKPYXKEHHE B X0Oe KIIMHUYECKUX UCCJIeqOBaHUM C IPUMeHeHueM MmJialedo u B
X0Jle KIMHUYEeCKUX UCCIIeI0OBaHUM C TpuMeHeHrueM Taganadusa Oblia mogoodHasd,
Mal¥eHTHl JOMXKHBI 3HaTh, KaK BAuseT Ha HUX CHuanuc, npexje 4eM YIpPaBiIsaTh
aBTOTPAHCIIOPTOM MJIM paboTaTh C MEXaHU3MaMHU.

IIppuMeHeHHe B mepHO]] 0EPEMEHHOCTH H/IIH KOPMJIEHHUS I'PYIbIO

Cuanuc He IMOKa3aH OJIsd IIPUMEHEHHUs ZKEHIITHAM.

(Depmu./leOCTle. B xome OBYX KIIMHUYECKHUX WCCIIeJOBaHUM OBIIIO YCTAaHOBJIEHO, YTO
HapyLIIE€eHUuA (I)epTI/IJ'H:HOCTI/I HE OKUOAETCA Y JI0O€eN, XOTS B OTOEIbHBIX MYZXK4YUH
HabIoganock CHUXKEHUEe KOHIIEHTpPalluN CII€PMEI.

Crmoco0 nmpuMeHEeHHsI H T03bI

I mepopanbHOTO IpUMeHeHUsi. CiieqyeT npuHuMaTh TabneTku Cuanuca c
3aKa3HBIM COAepzKaHUEM AEeNCTBYIOIIETrO BellleCTha.

B3pocneie myxxunHbl. PeKoMeHOyemMas go3a cocrtasiusieT 10 Mr nepeq
mpeprojiaraeMol CeKCyaJIbHOM aKTUBHOCTBHIO HE3aBUCHUMO OT IIpUeMa IIUIIH.
[TanmeHTaM, y KOTOPBIX Taganaduin B fo3e 10 Mr He oKa3bkIBaeT xkKejmaeMoro sapdekTa,
MOZKHO IIPUMEHSATH 403y 20 Mr.

[IpenmapaTt npuHUMalOT He MeHee 4yeM 3a 30 MUHYT 00 OXKHWOaeMOU CEeKCyalbHOU
aKTUBHOCTBIO. OPPeKTUBHOCTh Taganaduiaa coxpaHseTcs 0o 36 4acoB IIOCIe IpUueMa.



MakcumMasibHas PEKOMEHOOBaHHAi 9YaCTOTa IIpHUeMa - OOWH pa3 B JE€Hb.

Tapganadun B go3e 10 mr u 20 Mr npegHa3Ha4YeH [OJI IPUMEHEHUS Iepeq
IIpenrnojiaraeMoy CeKCyaJlbHOM aKTUBHOCTBIO U HE PEKOMEHOYEeTCs OJIs €2KeTHEBHOT'O
MMPUMEHEHUS.

B cnydae npenmomaraemMoro 4yactoro npuMeHenusi Cuanuca® (mo KpaiHeu Mepe
OBaXKIbl B HEMIEJTI0), PEXKUM e3KeOHEeBHOT0 MpuMeHeHus 6onee HU3KUX 103 Cuanuca®
MOKeT OLITh O0Jiee 11eiecoo0pa3HbIM, Ha OCHOBe BhIOOpA IMallieHTa U pellleHue Bpaya.
II1s1 TaKMX IallMeHTOB peKOMeHayeMas [A03a COCTaBJIgAeT 5 MI' / CyT IPUMEPHO B
OOVHAKOBOEe BpeMs. 103y MOXKHO YMEHBIIIaTh 00 2,5 MI' / CYTKU, YYUTHIBas
WMHOUBUAYAIbHYIO HEIIEPEHOCUMOCTh pernapaTa. LlenecooO0pa3HOCTh AJIUTEILHOTO
eXXeJHEeBHOI' O IIPUMEHEHU CJieAyeT NePUOONYECKH IIepecMaTpPHUBaTh.

Oco0ble TPYIIEI TAlMeHTOB

MyoicuuHbl nodtcu1020 8o3pacma. Koppekuus mo3ul He TpebyeTcs.

MyoicuuHbl, noyeuyHol HedocmamouyHocmbio. Koppekiius mo3bl He TpebyeTcs mis
Mal¥eHTOB CO Ccj1abo¥ U YMEPEeHHOU IT0YeYHOM HeJOCTaTOYHOCThIO. [[JIs IaleHTOB C
TS2KEeJION IT0YeYHOM HeJOCTaTOYHOCThI0O MaKCUMaJIbHO PEKOMeHayeMasi go3a
coctaBisieT 10 Mr mpu npuMeHeHUU TabIeTOK COOTBETCTBYIOIIETO TO3UPOBAHUS.

MyoicuuHbl, umMerouw,ue ne4eHoYHyw Hedocmamo4yHocmbs. PeKoMeHaoyeMas go3a
Cuanuca® coctasnseT 10 Mr mepep npearnojaraeMor CEKCyaJlbHOU aKTHBHOCTBIO
He3aBHCUMO OT IpueMa ITUIIU.

KnuHudeckue maHHBIE IIIOOO0 0€30IIaCHOCTH Ha3HaueHUa Cuanuca® manueHTaM C
TS2KEeJION ITeYeHOYHON HeooCTaTO4YHOCThIO (Kiacc C o mkane Yaunn - [1n10)
OrpaHUYEHH]; B Cllydae Ha3Ha4YeHHUs Bpayd OOJIKEH BHUMAaTEJIbHO OLIEHUTh
UHOWBUOYyalIbHBIE IIPEONIOYTEeHUs / puCcKU. HeT maHHBIX 11000 npuMeHeHusa Cuanuca®
B mo3e Bhile 10 Mr mamueHTaM C Ie4YeHOYHOH HeJOCTAaTOYHOCThIO. HeT JaHHBIX
OTHOCHUTEJIbHO IpuMeHeHus Cuanuca® B mo3e 2,5-5 MI' OUH pa3 B AEeHb [IallueHTaM C
Ie4YeHOYHOU HEeJOCTaTOYHOCThIO II03TOMY B ClIydae Ha3Ha4YeHUS Bpayd JOJIXKEH
BHUMAaTEJIPHO OILEHUTh NHOAWBUAYyaJIbHBIE ITPEANOYTEHNS / PUCKU Ha3HAUYEHUS
Cuanucy® B mo3e 2,5-5 Mr oguH pa3 B [I€Hb.

My>K4YUHBI, UMEIOINe caXxapHbIi muabet. Koppekius mo3sl He TpebyeTcs.
Iemu. IlpenapaT He npegHa3Ha4Y€eH OJI IPUMEHEHU Y OeTeu.

Oco0bBle IPemoCTePeKeHUs IPYU YTUIIN3AIINuKT




Hewncronb30BaHHBIN ITpeIIapaT WX OTXObI CjiedyeT YTUJIN3UPOBaTh B COOTBETCTBUM C
OEeNCTBYIOIIUMU HOPMATUBHLIMU TPEOOBAHUSIMHU.

et
[IpenapaTt He npenHa3Ha4veH OJid IPUMeHeHUs y geTen (B Bo3pacte 0o 18 ner).
Ilepeno3upoBka

Cumnmowmbl. [Ipu ogHOKpaATHOM NIPUMEHEHUHU 3[OPOBEIMU HOOPOBOJIbLIAMU
Taganaduna B go3e go 500 Mr u mpu MHOTOKPATHOM IIPUMEHEHUHU ITallueHTaMu
Taganaduna go 100 Mr B cyTKu mOoOOYHBIE 3(P(PEKTHl OBIIU aHAaIOTUYHBI TEM, KOTOPBIE
HabJIoanuch Ipyu IPUMEHEHUU MEHBIINX 103 IIperapara.

JleueHue. B ciiydyae epeno3UpPOBKY, €CJIU HYXKHO, CllefyeT NPUMEHSATh CTaHOAPTHYIO
CUMIITOMaTU4YeCKylo Tepanuio. Ha smuMuHanuio tTaganaduia reMoguanu3 BN
HECYIIIeCTBEHHO.

ITIobouHBbIE peaKIIUuu

PesioMe npoduis 6e30MacHOCTH mpenapaTa

[To6ounBIMU 3 PeKTaMM, 0 KOTOPHIX COOOIIaeTCs Yallle BCEero NpHu JiIeueHUHn
9PEKTUNbHOU OUCPYHKIINU, IBJISIOTCSA T'OJIOBHAs 00JIb, QUCIIEIICHS, O0JIb B CIIMHE,
MHAaJITHS. YaCTOTa BOSHUKHOBEHUS KOTOPBIX BO3pacTalia C YBeITUudYeHueM OO3bl
Cuanuca. [To6ouHblEe PeaKIuy OBITY KPAaTKOBPEMEHHBIMU, OT JIETKUX A0 YMEPEHHBIX.
BOnBIIMHCTBO CJIy4YaeB IIOSIBIEHUS T'OJIOBHOM 00U MpPU exXegHeBHOM npueMme Cuanuca
B mo3ax 2,5 Mr, 5 Mr HaGnromganach B TeueHue nmepsruix 10-30 CyTOK 1mmocie Havaia
JIeYEeHUS.

TabnuuHbIe DaHHBIE TOOOYHBIX PeaKIui

Huxecnenyoiiasa Tabnuna COOEepKUT AJaHHBIe 0 TOOOYHBIX peaKUuil, HHPOpMaIus o
KOTOPBIX ITOCTYIIajia U3 CIIOHTAaHHBIX COOOINIeHUM 1 HabogaBIIvecs B Xoae maiebo-
KOHTPOJINPYEMBIX KITMHUYECKUX UCCceqoBanui (Cc ydactueM 8022 maineHTOB,
nony4daBiux Cuanuc, u 4422 naumeHTOB, ITOJIy4YaBIINX I1j1ale00) IpuMeHeHue
Cuanuca no HeoOXOOUMOCTHU U €XKeJHEeBHOI'0 IIPUMEeHEHUS AJIs1 JIeYeHUs 3PEeKTUIbHON

OUCHYHKIUU.

Ouensb gacTo (> 1/10), gyacto (> 1/100 u <1/10), HegacTo (> 1/1000 u <1/100), peaoko
(> 1/10000 u <1/1000), ouens penko (<1/10000), yacToTa HEU3BECTHA (4aCTOTY
HeNb351 YCTAaHOBUTD 10 UMEIOUIUMCS OaHHBIM).
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Co cTOpOHHI "OMMOPHO-OBUTaTEILHOIO alliapaTa”, COeQUHUTEIbHOU U
KOCTHO-MBIIIIEYHOU TKaHU

bons B criuHe,
MHAJITHS.
00JIb B
KOHEYHOCTSIX

Co CTOPOHEI ITIOYEK U MOYEBBIOETUTEIBHON CUCTEMBI

reMaTypus

Co CTOPOHHBI PENPOAYKTUBHOU CUCTEMEL

[Ipumanusm,
[TpopgomxkuTteabHas KPOBOTEeUYEHUE U3
9PEeKIIus TIOJIOBOTO YJIEHA,
TeMOCIIepPMUS
OOuIue paccTpouCcTBa
Bonp B rpynﬂl OTtek J'II/II_IaZ,
nepudepuyeckKue BHe3aIlHast
OTeKH, c1aboCThb cepmedyHas CMeprl'2

1 - BONBIIMHCTBO MAllMEHTOB, Y KOTOPHIX HAOJIIOOaINCh TaKue MOoO0YHbIe PeaKIIny,
uMeJiu paKTOpH pUCKa CO CTOPOHLI CEPAEeYHO-COCYIUCTON CUCTEMHI.



2 - TTo6ouHBIE peaKIlnK, 0 KOTOPHIX COOOIIAIOCh BO BpeMs ITOCTMapKEeTHHTOBBIX
KCCIeIOBaHUM, U KOTOPhIe He HabIoanoch B Xoe mianebo-KOHTPOJINPYEMBIX
KJIMHUYECKUX UCCIIeNOBaHUU.

3 - Haitie coo06imianochk Ipyu NpUMeHEeHUHN Tajasiaduia BMecTe C
AQHTUTUNEPTEH3UBHBIMU CPEeOCTBAMU.

OmoenbHble nobouHble peakyuu. CoobI11aioCch 0 HEMHOI'O By3a 4acToTy 3Mel Ha OKIT,
yale BCero - 0 CUHycoBasi OpaguKapaus, y IMallieHToB, IIoJIyYyaBIux Taganadun U
pa3 B CYTKH, 10 CPAaBHEHUIO C MallMeHTaMU, KOTOPhble IPUHUMAaIIH 11aneto.
BonbmHCTBO maHHBIX n3MeHeHuM Ha DKI' HU ObLIU CBsI3aHBI C ITPOSBJIEHUEM
MMOOOYHEIX PeaKIIni.

Ocobvle epynnbl nauueHmos. [laHHble KITUHUYECKUX UCCIIeOBaHUM 10 TPUMEHEHUIO
Taganadusa n1e4eHus 3PeKTUIbHOU AUCHYHKIIUY YV ITAallMeHTOB cTapiile 65 neT
OorpaHHYeHH. B xoe KIMHUYeCKUX UCCIeNOBaHNl IIPY MPUMeHEeHNH Taganadusia mo
He0oOXOOUMOCTH OJIS TeYeHUs 9PEKTUIbHON OUCPYHKIIUYU auapes dallle BO3HUKasa Y
nalueHTOB cTapiie 65 JieT.

CpoOK rogHOCTH
3 romga.
YcnoBusi XxpaHeHUus

XpaHUTh B OpUTMHAJIbLHOM yIIaKOBKe IIpu TeMIiiepatype He Boimie 30 ° C B
HEOOCTYIIHOM [JIs IeTeU MecCTe.

VYnakoBka

ITo 2 Tabnetku mo 20 Mr B 6j11cTepax, mo 2 GaucTepa B KapTOHHOM KOPOOKe.
Kareropus ornycka

ITo penenrty.

IIpou3zBoouTennb

HepBI/IqHaH U BTOPHUYHAsA YIIAKOBKA, Pa3pPEIIeHre Ha BBIITYCK CEPHUH:

JIunnu C.A.



MecTOHax0XKIeHHe IIPOMU3BOOHUTEIA A €ro aapec MeCTa OCynmieCTBIICHHASA
oesiTeJIbHOCTH

ABpa pge ns Uupyctpus, C, 28108. Anbkobennac, Maapun, Ucnanus.
N CTOYHUK MHCTPYKIIUHA

NHCTPYKIIUS TeKapCTBEHHOTO CPeACTBa B3siTa U3 0QUIIMaTbHOT0 UCTOYHUKA —
l'ocymapCTBEHHOTO pPeecTpa JIEKapCTBEHHBIX CPEACTB YKPaUHHI.
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