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

[ToBEIIIIEHHAsI YYBCTBUTEIBHOCTD K Taganaduia UK K J1I000My APYroMy KOMIIOHEHTY
mperapara.

B xome KIMHUYECKUX MCCIIeqoBaHUM Tafganaduia oOHapyKUJI CBOMCTBO YCUIIUBATh
TUIIOTEH3UBHOE JEeNCTBUE HUTPaTOB. CYUTAETCS, YTO 3TO SABJISIETCHA CIIEOCTBUEM
COYEeTaHHOTO BO3AENCTBUA HUTPATOB U Tafdajladuiia Ha MyTh OKCHUAa a3oTa / uI' MO.
Takum oOpa3oM, Tamanaduil IPOTUBOIIOKA3aH NallieHTaM, KOTOPhle IPUMEHSIOT
OpraHUYeCcKHe HUTPATHI B JTI000M IeKapCTBEeHHOM (popMme.

Cuanuc He cliegyeT IPUMEHSITh MyKYHWHAM C CepAeuYHbIMU 3a001eBaHUSIMHU, OIS
KOTOPHIX CEKCyalbHasA aKTUBHOCTh HexXeJlaTeJlbHa. Bpa4uu JOIXKHEI YYUTHIBATh
MIOTEeHIIMaJIbHBIN CEPOEYHBIM PUCK, aCCOLIUUPOBAaHHBINA C CEKCyaJlbHOM aKTUBHOCTHIO Y
MMalleHTOB C y2Ke UMEIOIINMUCS CepAeYHO-COCYIUCTHIMU 3a00IeBaHUSIMU.
HuxxenpuBegeHHBIE TPYIIIL MAIIMEHTOB C CEPAeYHO-COCYAUCTHIMU 3a00/IeBaHUSIMU HE
OBIJTH BKJIIOUEHHI B KIMHUYECKHE HUCCIIefOBaHus, I0O3TOMY IIpUMEHeHne Tafasnaduia
OIS HUX IPOTHUBOMIOKA3aHO:

e TTAILIMEHTHI C “HPAPKTOM MHOKapaa B TedeHue nociaegaux 90 mHew;

e TAIIMEHTHI C HECTAOMIbHOM CTEHOKapAueu UiIu CTeHOKapauei, BO3HUKAeT BO
BpeMs IIOJIOBBIX aKTOB:

e TAIIMEHTHI C CEPAEYHON HEIOCTAaTOYHOCThIO, COOTBETCTBYET KJIaCCy 2 UIIH BHIIIIE
1o knaccudukanuy Heo-HopKCKO# accolpaliy cepala, B Te4eHHe II0CIeTHIX 6
MECSIIEB;

e TTAIIMEHTHI C KOHTPOIUPYEMBIMU apUTMUSAMU, apTeprUabHou runotes3uu (<90/50
MM PT.CT.) UJIL HEKOHTPOJIUPYEMOU TUIIEPTEH3UEN;

e TIAIIMEHTHI IOCJIe UHCYJIbTa, IPOU30IIEAIIEer0 B TeYeHNE IIOCTIETHUX 6 MeCsI1eB.

Cuanuic MpoTHUBONOKAa3aH ITallieHTaM C IIOTEPEU 3peHusI OOQHOTO I'Jla3a B pe3yJbTaTe
HeapTepUalabHOU IIepegHen UIlleMUu4YeCKou ontTudeckour Herponatuu (HAITMOH) B
3aBUCHUMOCTH OT TOTO, OBIJIO 3TO CBSA3aHO C MPEObIAYIIUM BINSHUEM UHTUOUTOPOB
OI1O9-5, unam HeT.



OmHOBpPEMEHHOEe TpuMeHeHre HHTuO6uTOpoB ®I13-5, B ToM yucne Taganadumna, co
CTUMYJISITOPaMU I'yaHUJIAT LUKJIa3bl, TAKMUMU KaK PHUOILUTyaT, IPOTUBOIIOKA3aHo,
IIOCKOJIBKY ITIOTEHLIMAIbHO 3TO MOXKET IIPUBECTU K CUMIITOMaTU4YE€CKOM TUIIOTEH3UN.

B3auMoOaeHCTBHE C IPYTrHMH JIEKapCTBEHHBLIMH CPEeICTBAMH H IPyrue BHObI
B3aUMOIEeHUCTBUH

HccnemoBaHus IO B3aUMOAEUCTBUM OBIIIO ITPOBEAEHO A1 H03upoBOK 10 Mr u 20 mr,
OaHHbIEe IIPeoCTaBIeHbl HUXKe. KIMHNYeCcKU 3HaYMMOe B3aUMOOENCTBUE IIPHU
MIPUMEHEHNHN BLEICOKUX 103 He MOXKeT OBITh UCKJ/II0YeHa, eCJIM TaKas Habiomanach IIpu
npumMeHeHuu Cuanuca® B HU3Kux go3ax (10 mr).

BnusiHMe Opyrux JeKapCTBEHHBIX CPEACTB Ha Tagaaadua

Huaubumopul uumoxpoma CYP450

Tapmamadun metabonusupyercss CYP3A4. CenektuBHbili uHruoutop CYP3A4
KeTakoHa30J (200 Mr exxegHeBHO) yBenuuuBaeT akcno3unuio (AUC) Tapanaduma (10
Mr) B 2 pa3a u C max Ha 15% oTtHOcuTenbHO 3HaueHUu AUC u C max OgHOTO
taganaduna. Kerokornason (400 mr B meHb) skcno3uimio (AUC) taganadumna (20 mMr) B
4 pa3a u C max Ha 22%. PutoHaBup, uHrubuTop nporeas3 (200 Mr gBaxkKabl B J€HB),
KoTopeit nuurudbupyet CYP3A4, CYP2C9. CYP2C19 u CYP2D6, yBenuuuBaeT
skcno3unuio (AUC) taganadumna (20 mr) B 2 pa3a, He MeHAsa C max. X0oTsd
crienupuyecKre B3auMOIeMCTBUS OBIIM UCCIE0BaHbI, APYTUe UHTUOUTOPH
IMpOoTea3kbl, TaKKMe KaK CaKBUHABUDP U apyrue uHruoutopel CYP3A4, Takue Kak
SPUTPOMMUIINH, KIaPUTPOMUIINH, UTPAKOHA30JI U TPEUINI(PPYTOBLIN COK, CIIE€AyeT
Ha3Ha4YaTh C OCTOPO2KHOCTHIO, IIOCKOJIBKY OKMOAETCS, YTO IIPHU COBMECTHOM
IMPUMEHEHUU OHU OYyIOyT ITOBBIIIATH KOHIIEHTPAILHUIO Taganadusa B nina3Me. B
pe3ynbTaTe MOXKET ITOBHIIIIATHCS YaCTOTa BO3HUKHOBEHUS MOOOYHBIX PeaKIUu.

TpaHcnopmepul

Bnusinve TpaHCIOPTEPOB, HAITPUMEDP P-TJIMKOIIPOTENHUB, Ha pacupenesieHue
Tapanaduia Heu3BecTeH. TakuM 06pa3oM, CyIIECTBYET BEPOSITHOCTh JIEKAPCTBEHHOTO
B3aUMOIENCTBUS, OIIOCPENOBaHHOM MHTHOMPOBaAHNEM TPAaHCIOPTEPOB.

HHnoykmoposl yuumoxpoma CYP450

NupykTop CYP3A4 pudamnuiima cHuxkaeT BenuduHy AUC Tapanadumna Ha 88% mo
cpaBHeHUI0 co 3HaueHneM AUC omHoro nuinb Taganadumna (10 mr). MoxHO
MIPEnIoJIOXKUTh, UYTO TaKOe CHUXKEHNE KOHIIeHTPallul IPUBEIET K CHUXKEHUIO
adpdpekTuBHOCTHU Tamanaduna. OGHOBPEMEHHOE IIPUMEHEHNE OPYTUX UHOYKTOPOB
CYP3A4, Takux Kak ¢peHobapbuTan, peHUTONH U KapOaMa3eInH, TaK¥Ke MOXKET
CHUMZKAaTb KOHIIEHTpPAalluio Tajanaduia B IJIa3Me.



BausHue madanaguna Ha Opyaue nekapcmeeHHble npenapamebl

Hutpathl. B xoOe KnuHU4YeCKUX ucciaenoBanui taganadun (5 mr, 10 mr, 20 mr)
ITPOSIBJISANI CBOMCTBO YCUIUBAThL TUIIOTEH3UBHLBIE 3¢ (HEKTH HUTPATOB. TaKuM 00pa3oM,
npuMeHeHune Cuanuca® IaluyeHTaMu, IT0JIy4YalouMU JJedeHe OpraHn4yeCcKuMHU
HUTpaTaMu B 110001 popMe NpOoTHUBOIIOKa3aHo. Eciu o manueHTa, KOTOPOMY
cyx)peHo Cuasnuc B m000i mo3e (2.5-20 Mr), npuMeHeHHne HUTPAaTOB MeIUIIMHCKOM!
He0oOXOOUMOCTBIO IIPU YI'POKAIOIIEM XKU3HU COCTOSTHUY, TO Iepel IPpUMeHeHUs
IpernapaToB HUTPATOB [OJI2KHO IIPOUTH He MeHee 48 4acoB MOCJIe IMOCJIeTHEro mpuemMa
Cuamnuca. B TakoM ciydae IpUMEeHEHUS HUTPATOB JOJI2KHO IIPOUCXOOUTH O[,
KOHTPOJIEM C HaaJIleXKalluM MOHUTOPUHIOM reMOOUHaMHUYeCKUX II0Ka3aTeJlen.

AHmU?UTlepmeH3U6Hbl€ npenapameoul (8 mom uucae 6/lOKamOpbl Kd/bvuyuesblX KaHanos)

Bo BpeMs coOBMeCTHOTO Ha3HadeHus Tafjanaduia (B JO3UPOBKE 5 MTI OOMH pa3 B CYTKH
WU B BUAE pPa30BoM [03bl 20 MT) ¢ GJIOKMPATOPOM a-aApenopelienTOPUB
NOKCa303uHOM (4-8 Mr B IeHb) HaOJI0aI0Ch 3HaUUTEJILHOE YCUJIeHNE
TUIIOTEH3UBHOTO 3¢ deKTa mocaemgHero. IToT 3¢pPeKT aauTcsa 00 12 4acoB ¥ MOXKET
MMPOSBIIATHCSA OTOENbHLIMU CUMIITOMaMU, B TOM YHCJIe B BUJE I'OJIOBOKPYXKeHUs. Takas
KOMOMHAIMs ITpenapaToB He PEKOMEHAYETCS OIS TPUMEHEHU .

B xome mcciemoBaHuil B3aUMOIEHCTBUSA C y4aCTHEeM OTPAaHUYEHHOI'0 YHCJjIa 3TOPOBEIX
n0OPOBOIIBIIEB HE COOOIITAeTCsI O BHINIEeyKa3aHHBIX 3(EKTH IIPU COBMECTHOM
MIPUMEHEHUH C ajipy303HHOM UJIU TaMCyJI03UHOM. CJIelyeT C OCTOPOXKHOCThIO
Ha3HavyaTh CHalIKC MallieHTaM, KOTOPhIe ITOIyYaloT jJedeHre 0JI0KaTopaMH a-
agpPeHOPEeLenTOPOB, 0COOEHHO JTHUIIaM ITOXKHUJIOTO Bo3pacTa. JleueHue cieayer
HaAYWHATL C MUHMUMAaJIbHOTO TO3UPOBAHUS 1 IIOCTEIIEHHO YBEINYHBATE O3Y.

B xome uccnemoBaHUM KIIMHAYECKOU (hpapMaKOOMHAMHUKM U3ydasiCs IMOTeHIHall
Taganadusia YCUINBaATh TUIIOTEH3UBHEIE 9(D(PEKTH OCHOBHBEIX aHTUTUIIEPTEH3UBHEBIX
npemnapaTtoB. MccnemoBanuch OCHOBHBIE KJIACCHI ITperapaToB: 0JI0KAaTOPH KaJIbIIMEeBBIX
KaHaJoB (aMJIoOunuH), uHruoutopsl AII® (sHanmanpui), 6;10KaTOpPsl P-
aZpeHOopelenTOPOB (METOIIPOJION), TUa3UAHbIE AUypPeTuKHU (0eHapodya3un) u
0JIOKAaTOPHI PEIeNTOPOB aHTuoTeH3nHa 11 (caMOCTOSTeJIbHO 1 B KOMOMHAIIUY C
TUA3UIHBIMU OUYpPeTUKaMu. biokaTopaMu KalbIIMEeBHEIX KaHAJIOB, OJ10KaTopaMu P-
aIpeHOopPelenTOPOB u / unu 0JI0KaTopaMu a-agpeHopelenTtopoB). Tagamadun (B mose
10 Mr, KpoMe HcceIoBaHUM B3aUMOIEMCTBHUS C OJI0KaTOPaMU PEeIeIITOPOB
aHruoTteH3uHa Il u amMIogunuHOM, rae ulydanacsa 3¢gp@deKT go3bl 20 MI) He IPOSABIIAI
3HAYMMOTO B3aUMOJENCTBHUS C BhIIlIeyKa3aHHBIMU KJIaCCaMM JIEKapPCTBEHHBIX CPEACTB.
B xome mpyroro uccnenoBaHUS KIMHAYECKON (papMaKOJIOTUM U3y4YalloCh
OMHOBPEMEHHOEe NTpUMeHeHue Taganadunaa (B go3e 20 MI') C HECKOJILKUMU
TUIIOTEH3UBHBEIMU IIpellapaTaMu (OO0 YeThIpex). Y IMalueHTOB, IIPUHUMAaBIITUX
HECKOJIbKO aHTUTUIIEPTEH3UBHBIX CPECTB, U3MEHEHUS apTePHUaIbHOTO OaBJIeHUS



3aBUCEJIH OT YPOBHSI KOHTPOJISI apTepPUaIbHOI0 AaBlieHus . Takum oOpa3oM, y
MMaleHTOB C XOPOIIIO KOHTPOJIMPYEMOM TUIIePTEeH3UeN CHUXKEeHNe NaBJIeHUs ObIIo
He3HaYUTENIbHBIM U COOTBETCTBOBAJIO TAKOBOMY Y 3[IOPOBBIX MOOPOBOJILIIEB. Y
MAIlMEeHTOB C TPYOTHOKOHTPOJIUPYEMEIX apTEPHUAIbHOM T'UIepTeH3uel HabIoaanoch
0oJiblllee CHUXKEHNE apTePUabHOTO IaBIeHUS, XOTS Y OOJBIINHCTBA OOIbHBIX
CHUXKEHHNe TaBJIeHUS He CONPOBOXKOAIOCH TMIIOTEH3UBHBIMU CUMITOMaMu. Y
MalMeHTOB, ITOJIyYaloIIuX TePAIuio aHTUTUTIEPTEH3UBHLIMHU JIeKapCTBEHHBIMU
cpefcTBaMHu, IIpUMeHeHHue Tamasnaduiaa B go3e 20 MI MOXKET IIPUBOOUTH K CHUXKEHUIO
apTepUasIbHOTO [aBJIeHUS, KOTOpoe (KpoMe ciiydasi OMHOBPEMEHHOTO IIPUMEHEHHUS C
OJI0KaTOpaMu a-aApPEeHOPEIENTOPOB) SIBIASETCSI HE3HAYNTEIBHBIM U KITMHUYECKHU
He3HAaYHUMBIM. AHAJTN3 JaHHBIX TPeThel (a3bl KIMHUYECKOr0 UCCIeI0BaHus He
MTPOSIBJIEHNE PA3HUIILI B TOOOYHEIX PEaKIINSaX, KOTOPhle BO3SHUKAJIN Y HallMeHTOB,
MIOJIyYaBIINUX JIeueHHue TamanaduiIoM C COIIYTCTBYIOIINM IIPUMEHEeHUEeM
AQHTUTUIIEPTEH3UBHBIX CPEMICTB U JIeYeHUs TOJbKO TaganaduioMm. HecMoTps Ha 3To,
HeoO0X0OUMO MPEeaOCTaBIIATh COOTBETCTBYIOIINE PEKOMEHIAIINY OTHOCUTEJIBHO
BO3MOXKHOT'0 CHUKEHUSI apTEePHUabHOT0 aBIeHUs MMallueHTaM, KOTOPhIe JiedaTCs
TUIOTEH3UBHBIMH JIEKAPCTBEHHBIMU CcpefcTBaMu U CHaaucoM® .,

Puouueyam

B xope MOKIMHMYECKUX UCCIiefoBaHuM OblI OOHAPYyKEeH aaaUuTUBHBIN I'UIIOTEH3UBHBIN
9 deKT npu OTHOBPEMEHHOM ITpueMe UHruoutTopoB ®JI13-5 ¢ puonuryarom. B xome
KJIMHAYECKUX UCCIeloBaHuM ObII0 0OHapPy>KEeHO, YTO PUOILIUTYyaT yCUIUBAET
TUIIOTEH3UBHOE AeicTBrue nHruouTopos O3 5. He 6bII0 mOKa3aTENbCTB
671aronIpPUsITHOT O KIIMHUYECKOTO0 3(pdeKkTa 3ToM KOMOUHAIIMY B UCCIIEAyEeMOM
nonynsaiuu. OmHOBPpeMEeHHOE IIPUMeHeHNe puonuryara ¢ uaruoutopamu ®JI13-5, B
TOM 4YHCJIe TamanaduioM, IPOTUBOIOKa3aHO.

HH2ubumopbsl nsimuwiili-pedyKmasbl

B xome KMMHUYECKOT0 UCCIeqoBaHusI, B KOTOPOM CPaBHUBAJIOCh COBMECTHOE
NpuMeHeHUre Tafganaduna B go3e 5 Mr U puHACTEepPUOa B H0o3e 5 MTI' C IPUEMOM
mianebo u puHacTepuma B Jo3e 5 MT OJisi YyCTPaHeHUsI CUMIITOMOB
noOpoKauyeCTBEHHOMN T'UIIePIlIa3uu MpeacTaTeIbHOM XKeJje3kbl, He ObIJI0 00HapPYyKEeHO
HUKaKWX HOBBLIX TOOOYHBIX peakiuii. OQHAaKO MOCKOJIbKY COOCTBEHHOE UCCIIeIOBaHUe
B3aMMOIEMCTBUS JIEKaPCTBEHHBIX CPEOCTB C 1IeJIbI0 OlleHKU 3P (eKTOoB Taganaduna u
MHTUOUTOPOB NATHIM-PEOYKTA3bl HEe TPOBOAUIIOCH, CIIEAyeT C OCTOPOXKHOCTHIO
Ha3HadaTh CHanuc nauyveHTaM, KOTOPBIE ITOJIyYaloT JiedeHrue HHTHOUTOpaMu IS ThIN-
penyKTa3Hhl.

CYP1A2 cybcmpambl (Hanpumep, meopuaiuH)



B xome uccnemoBaHUs KIMHNYECKOU (papMaKOJIOTUU IIPU IIpueMe Tafmanaduia (B mose
10 Mr) ¢ TeodpunnuHOM (HECEIEKTUBHEIM HHTHOUTOPOM dhocdommuacTepasnl) He
HaOJII0gaI0Ch HUKAaKOW (hapMaKOKMHETUYECKOT0 B3aUMOIeCTBUsI. EMUHCTBEHHBIM
dbapmakoguHamMmuueckux 3¢hHeKTOB ObIJI0 HE3HAYUTEIbHOE IIOBHIIIIEHNE CEPOeYHOr0
puTMa. Heo6XoguMo y4YuTHIBaTh BO3MOXKHOCTh BOSHMKHOBEHHUS 3TOT0 3 deKTa IpHu
COBMECTHOM IIPUMEeHEHUH Tamanadusia u TeopuaarHa, HECMOTPS Ha TO, YTO OH He
KINHUYECKON 3HAYUMOCTH.

9muHusascmpaduoa u mepbymanuH

Tamanadun noBaITan 6MOIOCTYITHOCTD ITIEPOPAIBIINX JIEKAPCTBEHHBIX (DOPM C
9TUHUIIICTPAAuoia. Takoe yBenuyeHrue OMOMOCTYIIHOCTH MOXKHO OXKHUATh IIPHU
COBMECTHOM IMPUMEHEHUHU C TePOYTaTMHOM. XOTSI KIUHUYECKHE ITOCIIeICTBUS 3TOMU
KOMOMHAITN HEN3BECTHEI.

AK02010b

Ankoronb (cpegHsia MakcuMasibHasa KoHueHTpanusa 0,08%) He BIuAI Ha
OOHOBPEMEHHOEe NTpuMeHeHue Taganaduna (B go3e 10 unm 20 Mmr). Takxke He
HaOJII0oganoCch U3MEHEHNM KOHIIeHTPalluu Tafjanaduia B TeYeHUEe CIeOyIouuX Tpex
YacoB II0CJIe OOHOBPEMEHHOT O IIPHUEMa aJIKoroJjis ¢ TamanaduioMm. AJTKOTOIIb
MIPUMEHSIJIM TAaKUM 00pa30oM, 4YTOOBI JOCTUYh MAaKCUMAJILHOTO YPOBHSI abcopOiuu
ankorois (OLICTPHINM npreM 0e3 egbl B TeYeHHe 2 4acCoB II0CJie IpUMeHeHus ). [Ipuem
taganaduna (B mo3e 20 Mr) He TPUBOAUII OBl K CTaTUCTUYECKN 3HAYUMOMY CHUKEHUIO
apTepuaabHOTO AaBleHus Ha ¢poHe npueMa ankorond (0,7 r / Kr), ofHAKO y
HEKOTOPHIX ITallMeHTOB HabI0aanochk NOCTypalbHOE TOJIOBOKPYXKEHUE U
opTocTaTu4decKas runoren3us. [Ipuem tTaganaduiia Ha ¢poHe Oomee HUIKUX 03
ankoroins (0,6 r / Kr) He BBEI3BIBAJIO apTEPUAIbHOU TUIIOTEH3UH, a TOJIOBOKPYXKEeHUEe
HaOJII0OaI0Ch C TOM XKe YaCTOTOM, YTO U IIPU MpHUeMe OJHOI'O aJIKOTOJIs.

JlekapcmeeHHble cpedcmaea, memabo1 usyromscs ¢ yuacmuem uumoxpoma P-150

He oxwupaeTcs, 4To Taganadui BEI30BET KIMHUYECKN 3HAUYMMOE UHTMOUPOBaHUEe NN
WHAYIIMPOBaHMe KIIUpPeHCca TIeKapCTBEHHBIX CPEACTB, KOTOPhie MeTab0IU3UPYIOTCS
n3opopmamu CYP450. B Xxofe KIUHUYECKUX UCCIIETOBaHUM OBIIIO TOKa3aHo, YTO
Tapanaduil He UHruOupyeTcs U He uHOyuupyeT usodpopmer CYP450, B T. 4. CYP3A4,
CYP1A2, CYP2Do, CYP2E1, CYP2C9 u CYP2C19.

CYP2C9 cybcmpamul (Hanpumep R-sapgapuH)

Taganadwun (B mo3e 10 mr u 20 Mr) He OIPOSBISAN KIMHUYECKN 3HAYMMOTO BIIUSHHUS Ha
skcno3uiuio (AUC) S-Bapdapuna unu R-eapdapuna (CYP2C9-cybcTpaThl), a TakKKe He
BJIMSIJT HAa MPOTPOMOMHOBOE BpeMsi, MHOYIUPOBAHHBIN BaphapuHOM.



AcnupuH

Tapganadwun (B8 mo3e 10 mr u 20 MI) He IIOTEHIIUIOBAB YBeJINYEeHNE BPEMEHU
KPOBOTEUYEHNSI, BEI3BAHHOI'O alleTUJICAIUIIUIIOBON KUCIIOTOMH.

ITpomuduabennu4Hu seKapcmeeHHble cpedcmad

CHeHI/Id)I/I‘-IeCKI/Ie MCCJIeIOBAaHUS B3aUMOOENCTBUS Tau;ana(blzma C
TUIIOTTTMKEMHUYECKUMHU JIEKAPCTBEHHBIMHU CPEOCTBAMU HE IIPOBOOUIINCH.

OCo0eHHOCTH IPUMEHEHU ST

ITepen HavanoMm nevyenus Cuanuc.

Hepe;l:[ IIPUMEHEHHUEM IIpEeIlapPpaTa Bpa4dy CIIeOyeT OIIPEOEIUNTh ITE€PBOIIPHUYNHEL
SpeKTI/IHbHOfI JII/IC(I)YHKI_[I/II/I 1 HAa3HA4YUTDH COOTBGTCTBYIOH_II/IfI KYpPC JIeUeHUsd.

[Tepen HayanoM Jit000TO JIeYEeHUS 3PEKTUIbHON AUCGHYHKIIUY Bpail OOJIKHBI
YYUTHIBATH COCTOSTHHE CEPOEYHO-COCYOUCTON CUCTEMEI ITAallieHTOB, IIOCKOJIbKY
CyIeCTByeT OIpefeJiIeHHas CTEIIeHb CEPAEYHOI0 PUCKa, aCCOLMUPOBAHHBIU C
CEeKCyaJIbHOM aKTUBHOCTHIO. Tafganaduil IposaBiasieT COCyaopacCIIupaommni 3QpQexT,
4YTO MOXKET MPUBOOUTH K HE3HAUUTEIbHOMY U TPAH3UTOPHOTO CHUXKEHUS
apTepUasbHOTO JaBJIeHUS U NOTEHIMPOBaHUE TUIIOTEH3UBHOTO 3¢ deKTa HUTPATOB.

HeusBecTHO, sBnsieTcs 3¢ dHeKTuBHLIM CHaJIHMC OJI MallueHTOB, IepeHeCIInX
oIepalivio Ha Ta30BbIX KOCTSX UM PaAuKaJIbHOMN IIPOCTATIKTOMUU Oe3 COXpaHEeHUs
HEPBOB.

CepoeyHo-cocyducmas cucmemda

C moCTMapKEeTHHTOBUX UCTOUYHUKOB U / MJIM B XOO€ KIIMHUYECKUX UCCIIeIOBaHUU
CO00IIIazIoCh O CEPhLE3HBIX SIBJIEHUSI CO CTOPOHBI CEPIEYHO-COCYOUCTOM CUCTEMEI, B TOM
yrcne 06 nHpapKTe MUOKapaa, BHE3aITHONW CepaevYHOoM CMePTH, HeCTaOUIbHOMU
CTeHOKapaueu, xKenymouYKOBOM apUTMUY, HapyIlIeH!UsI MO3T0BOI0 KPOBOOOpAIIleHUs,
TPaH3UTOPHYIO UIIIEMUYECKYIO aTaKy, 00/Ib B IPynOu, cepaliebrueHre U TaXxuKapauio.
BonBIIMHCTBO MAllMeHTOB, Y KOTOPBIX HaOIIOgaIuCch TaKue NOoO0YHbIe peaKIuu, UMeJn
(baKTOPHI pHCKa CO CTOPOHHBI CEPAEYHO-COCYOUCTOM CUCTEMEI. B TO 2Ke BpeMs IToKa
HEBO3MOXKHO TOYHO YCTAHOBUTH, BhIIIeyKa3aHHbBIE SIBJIEHUS CBSI3aHHI C paKTOpaMu
pHcKa, npuMeHeHneM Cuanuca®, ceKCyaJlbHOU aKTHUBHOCTBIO IIAllMUeHTOB UJIU C
KOMOMHAaUMeN 39TUX UITH OPYyruX (aKTOPOB.

Heo6x0a1M0 ¢ OCTOPOXKHOCTHIO Ha3HavaTh CHanuc namueHTaM, IPUHUMAIOIINUM a-1
6JI0KaTOPHI, IIOTOMY YTO ¥ HEKOTOPHIX OOJIbHBIX OMHOBPEMEHHBIN ITPUEM 3TUX
IIperrapaToB MOXKET IMIPUBECTH K CUMIITOMAaTUYECKOM T'UIIoTeH3uu. He pekoMmeHOyeTcs



KOMOMHUPOBaHHOE MPUMeEHeHNe Tafanaduiia U JOKCa303uHa.
OpeaHvl 3peHus

Coo0611a10ch 0 ciy4dasx yXyOllleHUs 3peHus U HeapTepualbHy nepegHen
uieMuyeckou ontudeckou Heuponatuu (HAITMOH) npu npuMmeHeHuu Cuanucy® u
opyrux uHruouTopoB @10 5. AHanu3 faHHBIX 003epBallMUHUX MCCIEIOBaHUY IT0Ka3all
MOBHIIIIEHVE pUCKa pa3Butus octpor HATIMOH y My>K4YUH C 9pE€KTUIBHOU
nuchyHKIIMEN IToCe NTpuMeHeHus Tafganaduiaa unu gpyrux muHruoutopos @9 5.
[ToCKOJNBKY IIOBEHIIIEHNE TAKOI'O PUCKA MOXKeT BO3HUKHYTH Y BCeX IIallueHTOB,
NPUMEHSIINX Tafganaduia, Bpad AOJKEeH IPeaynpeauTh NaleHTa 0 HeoOXOOMMOCTH
OTMeHHI Tafjanaduna u odpallleHusa 3a MEJUIIMHCKON ITOMOIIbIO B ClIy4yae BHE3allHOMU
noTtepu 3peHusa (cMm. pasgen «IIpoTuBonoKa3zaHusg»).

nydweHue u/siu BHe3danHas nomeps CJiayXa

Coo011as10Cch 0 CiIy4asix BHEe3aITHOM ITOTepH CiIyxa IIocjie IpuMeHeHus Tafanadura.
He3aBuCcHMO OT TOTO, UMEJIUCH Apyrue paKTOPhl PHUCKa (TaKue KakK BO3pacT, Halu4yue
nuabeTa, TUIEPTEH3UH U CJIy4YaW MOTEPH CJIyXa B aHaMHe3e), MallieHTOB HYKHO
mpeaynpeguTh 0 He0OOXOOUMOCTH OTMEHHI Tafanaduia 1 oOpallleHHs 3a MeOUIIMHCKOU
TTOMOIIIBIO B CITy4Yae BHE3AMHOI'0 YXYAIIIEeHUS UJIN IIOTEPU ClIyXa.

ITeueHoYHass HeOoOCMAMOYHOCMb

KnuHuyeckue maHHbIEe 0 0€30IIaCHOCTY IIPUMEHEHUS Pa30Bol 403kl Cuanucy ®
nauveHTaM C TAXKeJIBIMU HapylleHusaMu QyHKIuu nedenu (kinacc C nmo mkane Yaung -
ITp10) orparnyeHsl. [1pu HadHadyeHnu Cuanuca® TakuM mallieHTaM Bpad OOJIXKEH
TI[aTEJIbHO OLIeHUTh UHONBUIYAJIbHEIE IPENIOYTEHUS / PUCKU TEepaluu.

ITpuanu3m u aHamomuyeckas depopmMauus N0a108020 4jaeHd

[TarmmeHTaM, y KOTOPHIX BO3HUKAIOT 9PEKIMU, IPoJoKatIuecs 4 yaca unu 6oinee,
cremyeT yKa3aTh Ha He0OXOOUMOCTL HeMeJIeHHO oOpallaThbCsa 3a MEeIUITUHCKON
romo1so. Ecniu He OymeT HEMeJIEHHO ITPOBeAeHO JIeueHne ITpuanmnu3mMa, To 3TO
MOZKET ITPUBECTH K ITOBPEXKIEHHUI0 TKaHEe! IT0JIOBOTO YJIeHa W [OJITOCPOYHOMN ITOTEPHU
MTOTEHIINH.

Heo6xoouMo C OCTOPOXKHOCTBIO Ha3HavyaTh Cruanuc namueHTaM C aHaTOMHUYeCKUMU
nedopMaIusiMH II0JIOBOTO YJIeHa (TaKUMU KaK YTJIOBOe€ MCKPUBJIEHUE, KABEPHO3HBIM
bubpos unu 60s1e3Hb [IeMUPOHU) UJIU ITAllMEHTaM C COCTOSTHUSIMM, KOTOPBIE MOTYT
IIPUBECTHU K IIpHanu3Ma (TakKue KakK CepIoOBUOHO-KJIETOUYHAsI aHEeMMUs, MUeJIOMHAasI
00JIe3Hb UJIU JIEUKEMUSI).

O0HospemeHHoe npumeHeHue ¢ uHaubumopamu CHUP3A4



Heo6xoguMo ¢ OCTOPOXKHOCTBHIO Ha3HayaTh Cuanuc maueHTaM, IPpUHUMaOIIIM
uHrnoutopsl CYP3A4 (puTOHABUP, CAaKBMHABUP, KETOKOHA30JI, UTPAKOHA30JI.
OPUTPOMUIINH), TOCKOIBKY IIPX COBMECTHOM NIPUMEHEHHUH C TaganapuioM
HaOJogaeTcs yBenndeHue akcno3unuu taganaduia (AUC).

OO0HoBpeMmMeHHOoe npuMeHeHue ¢ Opy2umMu 1eKapCmeeHHbIMU cpedcmaeamu 015
Ae4eHUusl IpeKmuabHOU OucyHKUUuU

Bez3omacHocTh 1 3¢ppeKTuBHOCTL MpuMeHeHUst Cuanuca® B KOMOMHAIIUY C OPYTUMHU
uHruoutopamu ®JI13-5 unu OpyruMu CpeacTBaMU [OJIs JIeUeHUs 3PEeKTUIILHOMU
ouCcPyHKIIUY UCCIIEI0BAJIMCh, TIO3TOMY HEOOX0AMMO PeKOMEHO0OBATh ITallieHTaM He
npuHUMaTh Cuanuc B IIOJ00OHBIX KOMOMHAIINSIX.

JIlakmosa

Cuasuc comepKuT JIakTo3ly. Cuasuc He cileayeT Ha3HadaTh MAllieHTaM C PeIKUMHU
HaCIeOCTBEHHLIMU (pOopMaMu HEIePEeHOCUMOCTH TraJlaKTO3hI, CHHIPOMOM TJTIOK030-
rajakTO3HOI MaibabcopOimy 1 meduIInTOM JIaKTal3k! Jlamrma.

CroCcoOHOCTH BJIMSITHh HAa CKOPOCTH PEaKIIHH IPH YIIPaBI€eHHH
ABTOTPAHCIIOPTOM HJ/IM PadoTe ¢ MexXxaHHu3MaMH

Bnusaue Cuanuca Ha CIIOCOOHOCTH YIIPaBJISATh aBTOTPAHCIIOPTOM U APYTUMU
MexaHH3MaMi He3HAaYUTEeNbHBIM. XOTS YacTOTa COOOIIEHUN O SIBJIEHUIX
TOJIOBOKPYZKEHUE B X0€e KJIIMHUYECKUX MCCJIeJOBaHUU C IPUMeHeHUeM Mmiainedo u B
Xome KIMHUYECKUX UCCIIeNOBaHUM C IpUMeHeHueM Tagasaduiia Obiyia momodHas,
MalnueHTHl JOJI2KHEI 3HATh, KaK BiIUsAeT Ha HuX Cuasnuc, npexae YeM yIIpaBiIsaTh
ABTOTPAHCIIOPTOM UJIM PaboTaTh C MEXaHU3MaMMU.

IIppuMeHeHHe B mMepHO]] 0ePEeMEeHHOCTH H/IH KOPMJIEHHUS I'PYIbIO

Cuanuc He IMOKa3aH OJIs IIPUMEHEeHU s 2KEHIITUHAM.

depmuavHocmb. B XoOe IBYX KIIMHUYECKUX UCCJIeMOBAHUM OBIJIO YCTAHOBJIEHO, YTO
HapyuieHus GepTUIbHOCTH He 0KHUAAETCS Y JIIOOEel, XOTS B OTAEIbHBIX MyKYHH
HaOJII0gan0Ch CHUXKEeHWEe KOHIIEHTPAIllUU CIIEPMEL.

Cnoco0 nmpuMeHeHHUsI U 1036l

Ilnst mepopasibHOTO MpuMeHeHus1. ClenyeT IpuHUMAaTh TabnmeTku Cuasnuca C
3aKa3HBIM cofepzKaHUeM [elCTBYIOIIero BelecTBa.

B3pocnele myxuuHEL. PekoMeHyeMas no3a cocTasiseT 10 Mr nepen
IIpearnojaraeMoi CeKCyalbHOM aKTUBHOCTHIO HE3aBUCUMO OT IpueMa IIHUIIN.



[TaunmeHTaM, y KOTOPBIX Taganadui B fo3e 10 Mr He oKa3bkIBaeT kKejmaeMoro sapdekra,
MOZKHO IIPUMEHATH 403y 20 Mmr.

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

MakcumaribHas PEKOMEHOOBaHHAAd 9aCTOTa IIpHuEeMa - OOUH Pa3 B IEHb.

Tapamadun B go3e 10 mr u 20 MT nipegHa3Ha4YeH [OJid IPUMEHEeHUs Iepeq
IIpenrnojiaraeMoy CeKCyaJIbHOM aKTUBHOCTBIO U He PEKOMEHIyeTCs OJIs eXKeIHEBHOI'0
[IpUMEHEHUS.

B cnydae nmpepmnonaraemMoro 4actoro npumMeHeHus Cuanuca® (o KpaliHeu Mepe
OBaXKIbl B HEIEJI0), PEeXKUM eKeqHEeBHOT0 ITpuMeHeHus 00jiee HU3KUX 003 Cuanuca®
MO2KeT OBITh OoJjiee 11e1eco00pa3HbIM, Ha OCHOBE BhIOOpPA MallMeHTa U pellleHue Bpayva.
Il TaKMX HDallMeHTOB PeKOMeHayeMas A03a COCTaBJIsAeT 5 MTI' / CyT IPUMEPHO B
OOKWHaKOBOe BpeMs. [103y MOXKHO YMEHbIIATh A0 2,5 MI' / CYTKU, YYUTHIBas
WHOUBUAYAIbHYIO HEIIePEeHOCUMOCTh nperapaTa. Llenecood0pa3HOCTh OJIUTEILHOTO
eXXeOHEeBHOI'0 IPUMEHEHUS CliefyeT IIePUOANYECKU ITepecMaTpUBaTh.

Oco0ble TPYIILL TalMeHTOB

MyoicHuHbI NoXcUN020 803pacma. Koppekiiusi mo3sl He TpedyeTcs.

MyocuuHbl, noueyHol HedocmamoyHocmbio. Koppekiiust go3sl He TpeOyeTcs ans
MMaleHTOB CO Cj1abo¥ U YMEepPeHHOU IT0YeYHOM HeJOCTAaTOYHOCThIO. [IJIs1 ITallieHTOB C
TS2KEeJION ITI0YEeYHOU HeJOCTaTOYHOCThI0 MaKCUMaJIbHO PEKOMEeHayeMas fo3a
coctaBnseT 10 Mr ripu npuMeHeHUU TabJIeTOK COOTBETCTBYIOIIETO MO3UPOBaHUS.

MyoicyuHbl, uMerwue neyeHoYHy HedocmamoyHocms. PekoMeHOyeMasi go3a
Cuanuca® coctasnsgeT 10 Mr mepeq npearnogaraeMor CeKCyalbHOM aKTUBHOCTBIO
He3aBUCUMO OT IIpHeMa MUIIN.

KnuHnyeckue maHHBIE IIIOA0 0€30IIaCHOCTU HaldHaveHus: Cuanuca® mamueHTaM C
TSI2KEJIOM IIeYeHOYHOM HeJOCTaTOYHOCThIO (Kimacc C 1o mkane Yaung - [1e10)
OTrpaHUYEHH; B Cllydae Ha3Ha4YeHUs Bpayd AOJIKE€H BHUMATEJILHO OLIEHUTh
WHOUBUAYaIbHbIE IPEeANOoYTeHUs / pucku. HeT maHHBIX 1000 npuMeHeHus Cuanuca®
B Jo3e BhImie 10 Mr mmamueHTaM C Ie4YeHOYHON HeJoCTaTOYHOCThI0. HeT maHHBIX
OTHOCUTEJIbHO IpuMeHeHUs Cuanuca® B mo3e 2,5-5 MI' OIVH pa3 B OeHb HallueHTaM C
Me4YeHOYHOU HEeJOCTaTOYHOCTHIO ITIO3TOMY B ClIydae Ha3HA4YeHUS Bpad JOIXKEH
BHUMAaTE/IbHO OLIEHUTh MHANBUAYyaJIbHbIE IIPEAIOYTEeHUS / pUCKY Ha3Ha4YeHUsd
Cuanucy® B mo3e 2,5-5 Mr oguH pa3 B O€Hb.

MyXK4YUHBI, UMEIOIINEe caxapHbIM nuabeT. Koppekuus no3bl He TpebyeTcs.



Hemu. [IpenapatT He IpefHa3Ha4eH OJid IPUMEHEHUA V OJeTeu.

Ocobnle IpegoCcTepeKeHUS IPHU YTHIN3AINN

Heucrnonb30BaHHBIN ITpeIlapaT WU OTXObI CJIeAyeT YTUJIN3UPOBaTh B COOTBETCTBUM C
OENCTBYIOIIUMU HOPMaTUBHLIMU TPEOOBAHUSIMMU.

HeTn
[TpemapaTt He IpegHa3HaA4YeH OJId IPUMEHEeHUd y neTeu (B Bo3pacTte mo 18 ner).
Ilepego3upoBKa

Cumnmowmbl. [Ipu ogHOKPATHOM IPUMEHEHUHU 3[IOPOBEIMU HTOOPOBOJILIIAMU
Tapanadwusia B gose 0o 500 Mr ¥ Ipu MHOTOKPAaTHOM ITPUMEHEHUU NallieHTaMu
Tapanaduaa go 100 Mr B cyTku nmo6o4yHbIe 3(pPeKThl ObIIM aHAaJTOTUYHE TEM, KOTOPHIE
HabIoJanuch OIpyu IPpUMEeHEHUYU MEHBIINX 103 IIpelapara.

JleueHue. B cnydae nmepemo3upPOBKY, €CJIU HY2KHO, ClIeAyeT MIPUMEHATh CTaHAapPTHYIO
CUMITOMaTH4YeCKyIo Tepanuio. Ha snumuHanuo Taganaduia reMoguaains BN
HeCYIIeCTBEHHO.

ITo6o4YHbIE peaKIIuu

Pe3ioMe nmpoduisi 6e300aCHOCTH Iperapara

I[TobounbiMU 3(pdeKTaMu, 0 KOTOPBLIX COOOIIaeTCs Yallle BCEero Mpu JIeYeHUun
9PEKTUIbHON OUCGHYHKIIUYU, SIBIISIOTCS T'OJIOBHAsA 00Jb, gUCIencus, 60Ib B CIINHE,
MUAJITUSA. 4aCTOTa BOSHUKHOBEHHUSI KOTOPBIX BO3pacTalla C YBeJINUeHUEM JO03bI
Cuanuca. ITo6o4yHbIEe peaKluy ObIJIM KPaTKOBPEMEHHBIMHU, OT JIETKUX OO0 YMEPEHHBIX.
BOnBIIMHCTBO CIIy4YaeB IIOSIBIEHUS T'OJIOBHOM OOIU NMpPHU exXegHeBHOM npueMe Cuanuca
B mo3ax 2,5 Mr, 5 Mr HaGntoganach B TeueHue nepsbix 10-30 cyTOK 1mocie Hadana
JIe4YeHus.

TabnuuHbIe JaHHbIe TOOOYHBIX PeaKIInHi

Huxxecnenytomiasi Tabuila COOEePKUT JaHHbIe 0 ITOO0YHBIX peakiiui, tHGoOpMaIus O
KOTOPBIX IIOCTyIIajla U3 CIIOHTAaHHBIX COOOIIIeHUM U HabogaBIIvecs B Xoae mnaiebo-
KOHTPOJIMPYEMBIX KIIMHUYECKUX UCCeqoBanuy (Cc ydactueM 8022 malmeHTOB,
nonydasBiux Cuanuc, u 4422 nmauyeHTOB, IIOJIyYaBIIUX I1J1alle00) IpruMeHeH’e
Cuanuca no HeoOXOOMMOCTH U €3KeOHEBHOTO TPUMEHEHUS [OJIs JTeUYeHUs 9PEKTUIILHOU

OUCPYHKITUU.



Ouensb yacTo (> 1/10), gacto (> 1/100 u <1/10), HewvacTo (> 1/1000 u <1/100), penko
(> 1/10000 u <1/1000), ouens penko (<1/10000), yacToTa Heu3BeCTHA (4YaCTOTY
HeJIb3sI YCTAaHOBUTD 10 UMEIOIIUMCS JaHHBIM).

OueHb
YacTo HeuacTto penko
4acTo

Co CTOPOHBI UMMYHHOU CUCTEMEI

Peakuuu AHTMOHEBPOTUYECKUU

TUIIEPYYBCTBUTEJIIBHOCTHU OT€‘K2

Co CTOPOHBI HEPBHOU CUCTEMEI

OPYIIIEHHS MO3TOBOT0
Kp0130o6pr:uueHI/15{1
(BKIIOYas
reMopparu4eckue

SIBIIEHUST), IIOTEPSI
T'onoBHAs

TrOJIOBOKPYKEHUE CO3HAHUSI,
00JIb
TPAH3UTOPHASA

HIimmeMmnu4deCcKasi 8.T8.K8.1

, MUTPEHbBZ, Cymoporu

2 TpaH3UTOpHAS

aMHe3usd

Co CTOPOHBI OPraHOB 3PEHUS




HeueTkoe 3peHue.
omryIieHue 6011 B
riasax

HedekTs momns
3peHus, OTEK BeK,
KOHBPMOHKTHBAJIbHA
THUIIePEeMHUS,
HeapTepHasbHa
IIepenHss
HUIeMHUYeCcKas
onTHYecKas
HeupoIraTus
(HATIMOH)?,
OKKJIIO3USI BEH

CGT‘IB.TKI/I2

Co CTOPOHBI OPTAHOB CIIyXa U PAaBHOBECHS

3BOH B ylIax

BHezanHas noreps

ciayxa
Co
CTOPOHHI
cepnma’
NHpapKT MuoKapza,
HecTaOuIbHAA
Taxukapous, 2
CTEHOKapaus~,
cepaiebrueHue
XKeJIyoodKoBas
apHTMHa2
Co
CTOPOHHI
COCy[OOB
ApTepuanbHas
TUIIOTEH3UsS,
MTPUINBEI
apTepuasbHas
TUIIEPTEH3USA
Co CTOpPOHBI pecCnupPaTOPHON CUCTEMBEI
3aJI02KeHHOCTh OObIIIKa, HOCOBOE
HOCa KpPOBOTEUYEHUE




Co CTOPOHEI F&CTpOHHTeCTHHaHBHOﬂ CHUCTEMEI

Bonb B XXUBOTE,
TOIIHOTAa, PBOTA,

OUCIEIICUS .
ractpoa3odareanbHbIU
pedIoKC
KpanusHuuiia,
C cunnpoMm CTuBeEHCa -
0
H}KOHCOHaZ,
CTOPOHHI 5
9KC(HOIUaTUBHLIMN
KOXKU U BBLICHITIAHUS 3
OepMaTuT®,
TMOOKOXKHBIX
. TUIICPTUAPO3
TKaHeu
(upe3mepHOE
IIOTOOTHEeJIeHUE)

Co cTOpOHBHI "OMMOPHO-OBUTraTEILHOIO allapara”, COeqUHUTEIbHOU U

KOCTHO-MBIIIEYHOU TKaHU

MHUAaJITU.
00JIb B

bonw B cnuHe,

KOHEYHOCTAX

Co CTOPOHEI IIOYEK U MOYEBHBIOETUTEIBHON CUCTEMBI

reMaTypus

Co CTOPOHBI PETPOAYKTUBHOM CUCTEMEI

[TpomonxurenbHas
9pPEeKIUn

[Tpuanusm,
KPOBOTEUYEeHUE U3
II0JIOBOTO UJIEHA,

reMOCIIEpMUS

OO6mIre paccTpoMCTBa




1 2

Bonb B rpyou OTek nuia®,
nepudepruyecKue BHe3aITHas
oTeKH, ci1aboCThb cepmevyHas cmeprl'2

1 - BONBIIMHCTBO MAllMEHTOB, Y KOTOPHIX HAOJIIOOaINCh TaKue MOoO0YHbIe PeaKIIny,
uMenu PaKTOPhI PUCKa CO CTOPOHEI CEPAEYHO-COCYAUCTONU CUCTEMEIL.



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.

YnakoBKa

ITo 1 unu 2 tabnetku mo 20 Mr B 6111cTepax, mo 1,2 unu 4 61ucTtepa B KAPTOHHOM
KOpOOKe.

Kareropus ornycka
ITo peuenty.
IIpousBoouTennb

HepBI/ItIHaf{ W BTOPHUYHASA YIIaKOBKaA, Pa3pelleHne Ha BEIITYCK CEPHUHN:

JInnnu 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.



http://www.drlz.com.ua/

