CocrTaB

delicmsyrwuw,ee geu,ecmaeo: CuingeHapui;

1 TabneTKa KeBaTenbHas COOEPXKUT cunmeHaduma nurpara 140,48 mr, 4yTo
9KBUBa/IeHTHO cungeHaduma 100 mr;

gcnomMozame/ibHble 8eu,ecmaed: Kainus MOoIaKpUInH; Boga OUYUIleHHasa Kalus
TUAPOKCHU UM KUCJIOTA COJISHAs; MarHusl cTeapaT KPeMHUS TUOKCUM KOJIJTIOUIHBIN
acnaprtam (E 951) HaTpusa KpocKapMeJljio3a; apoMaTU3aTOP MSATHHIM; JJaKTO3a
MOHoruapart, moBugoH K-30.

JIekapcTBeHHasi GopmMma

TabeTku xKeBaTeJIbHEIE.

OcHOBHBIE (HU3UKO-XUMUYECKHUE CBOMCTBA: Oefble, TPEYTrOJIbHbIE, TBOSIKOBLIITYKIIBIE C
TUCHeHueM «100» ¢ OgHOM CTOPOHHI.

dapMakoTepaneBTHYECKasi Ipynmna

CpencTBa, IpuMeHsieMbIe ITPU 9peKTunbHou auchyrkuuu. CungmeHadun. Kog ATX
G04B EO03.

®dapMaKOAMHaAMHUKa

MexaHu3m Oetlicmausi. CungeHadus IBIseTCS IIpernapaToM sl ITIepopaIbHOT0
MIPUMEHEeHU S, TpefHa3HaueHHbIM [JI5 JIeYeHUs 3peKTUIbHOU nuchyHkuuu. [1pu
II0JIOBOM BO30Yy2KOEeHUHU ITpenapaT BOCCTaHABIMBAET MIOHUKEHHYIO 3PEKTUIbHYIO
(GYHKIIHIO IyTEM YCUJIEHUS IIPUTOKA KPOBU K IIEHUCY.

®u3nOIOTrUUYEeCKU MeXaH!U3M, YTO ITPUBOOUT K 3PEKINH, BKJII0Uasi BEICBOOOXKIEHHUE
okcuga a3ora (NO) B KaBepHO3HBIX TeJlaX BO BPEMS II0JIOBOTO BO30YKIEHHUS.
OCBOOOOUBIIUMCS OKCUM a30Ta aKTUBUPYET PepMeHT I'yaHUJIaTIIMKIa3a, YTO
CTUMYJIUPYET IOBHIIIIEHNE YPOBHS IIUKJINYECKOT0 r'yaHo3uHMOoHOopochaTa (' M),
4YTO, B CBOIO OUepenb, BEI3LIBAET pacciabieHue Ii1agKol MyCKyIaTyphl KaBEPHO3HBIX
TeJI, CIOCOOCTBYSI IPUTOKY KPOBHU.

CunpeHadu IBISI€TCS MOIIHLIM U CEJIEKTUBHBIM HHTUOUTOpPOM I M®-
crienududeckon pochonuscrepasnl 5 (OP1I-5) B KaBEepHO3HBIX Tenax, rae ®II9-5
oTBedaeT 3a pacnag ul'MO. BnusgHue cungeHaduia Ha 3peKIUI0 UMeeT
nepudepudeckui xapakrep. CunmeHadunl He OKa3blBaeT HEIOCPEOCTBEHHOT O
pelaKCUpPYIOIIero AeCTBUSA Ha U30JIMPOBaHHEIE KaBEPHO3HLIE Tejla YeJI0BeKa, HO



MOIIIHO YCUIUBaeT paccnabnsioiiee geictBue NO Ha 3Ty TKaHb. [Ipu aKTUBaLUU
MeTabonuyeckoro nytu NO/uI'M®, 4TO IPOUCXOOUT IPHU ITOJIOBOM CTUMYJISIIINH,
UHruOupoBaHue cunbaeHadunom OI35 MPUBOAUT K MOBHIIIEHUIO YPOBHS 1T MO B
KaBEPHO3HBIX TejiaX. TakuM 00pa30M, OJid TOTo, YTOOBI cusimeHadusI BhI3bIBasl HYKHBIHN
bapmakonorundeckui apdeKkT, HeoOXOOUMO TOJI0BOE BO30YyKIOEHME.

BausiHue Ha ¢papmakoduHamuKy. UccrnegoBaHus in vitro mokazanu, 4To cungeHadun
SIBJISETCS CeIeKTUBHBIM K PJ13-5, 4TO aKTUBHO y4aCTBYET B IIPOLIECCE IPEKIUU.
Bnusinue cunmeHadwuna Ha ®I19-5 MolllHee, 4YeM Ha APYTHUe U3BECTHBIE
dochogusctepasnl. IToT apdekT B 10 pa3 moinHee, yeM 3PHeKT BO3OEMCTBUSA Ha
®J156, yyacTBYIOIIMH B IpoLeccax GoTonpeBpalieHusa B ceTyaTke. [Ipu npumMeHeHUU
MaKCHMaJIbHLIX PEKOMEHOOBAHHLIX 103 CEIEKTUBHOCTD cungeHadumna B ®I13-5 B 80
pa3 mpeBHiIaeT ero ceneKTuBHOCTh K ®IIE1, 8 700 pa3s Beitlie, yeM B OIIE2, OI13-3,
OIOE4, ®IE7, ®IOES, ®IE9, ®IIE10 u ®IE11. B 4acTHOCTH, CEJIEKTHUBHOCTD
cungeHadumna B ©I13-5 B 4000 pa3 npeBHIIIAeT €ro CeIeKTUBHOCTDL K OI19-3 - HAM®-
crienuduieckor n3opopMul I3, ydaCTBYIOUIUN B PETYIISILNU CEPOEYHON
COKPaTUMOCTH.

(I)apMaKOKI/IHeTIfIKa

Abcopbuus. CungeHadun 6picTpo abcopbupyeTcs. MakcuMabHas IJla3MeHHas
KOHIIeHTpauusa gocturaercs B Tedernue 30-120 muHyT (C MeguaHou 60 MUHYT) IIOCJIE
ero IepopajbHOro IpUMeHeHus HaTolnak. CpefgHsass OMOOOCTYIIHOCTh IIOCJIEe
IIepopaybHOro npuMeHeHus cocrasisgeT 41% (c guamasoHOM 3Ha4YEeHUU OT 25 A0
63%). B pekomeHmoBaHHOM Auarna3oHe 003 (0T 25 mo 100 mr) nmokazaTtenu AUC u
MaKCHMallbHOM KOHIIEHTPaluu CuigeHaduia mocjie ero nepopaabHOT0 IIPUMEHEHU
MOBLINIAIOTCS IPOIOPIIMOHAILHO J03€.

[Tpu npuMeHeHUU cuageHadua BO BpeMs IIprueMa IIUIIN CTelleHb abcopOIuu
CHUZKAEeTCs CO CPeHUM yOnuHeHreM Tmax 1o 60 MUHYT U CpeJHUM CHUXKEHHEM
Cmax Ha 29%.

PacnpeodeneHue. CpenHuii paBHOBeCHEIN 00beM pacnpenenenus (Vd) cocrasmsier 105
JINTPOB, YTO CBUOETEIBCTBYET O pPacIpefeieHuu IIpelapaTa B TKaHAX OpraHu3Ma.
[Tocne ogHOKpaATHOTO IIpreMa BHYTPh cungeHaduna B go3e 100 Mr cpegHss
MaKcHuMalbHas o0lllas ImIa3MeHHass KOHIIeHTpallus cuingeHaduia cocTaBisieT
npuMepHo 440 ur/mn (koadpduuuent Bapuanuu coctaBnsieT 40%). [TocKONMbKY
CBsI3bIBaHUE cuipmeHadua u ero romaBHOro N-gecmetun-MmetabonuTta ¢ OenKaMu
nna3Mel gocturaetr 96%, cpegHsiss MakKCuMaJllbHasA IIJla3MeHHasi KOHILEeHTPalUus
cBoObogHoro cunmeHaduna gocturaeT 18 ur/mia (38 #Mosb). CTeneHb CBI3LIBAHUS C
OefKaMu IIJIa3MbI HE 3aBUCHUT OT OOIIUX KOHIIEHTpalul cunmeHadpuia.



Y 300poBHIX MTOOPOBOJILIEB, MOMYYABIINX CUIAeHadUI OOHOKPATHO B mo3e 100 mr,
yepe3 90 MUHYT B 9aKyJsaTe onpenensanock meHbine 0,0002% (B cpegueM 188 Hr)
DO3HI.

Memaboauszm. MeTabonu3m cuimeHaduia OCyIIeCTBISIETCS TTTaBHEIM 00pa3oM C
y4acTheM MHUKpocoMabHBIX U30(pepMeHTOB neueHr CYP3A4 (0CHOBHOU ITyTh) U
CYP2C9 (BTOpOCTENEHHLIY ITyTh). [ TaBHBIM HUPKYIUPYIOMINY MeTabomuT o0pa3yeTcs
nyteM N-geMeTUunIupoBaHus cunmeHaduna. CeneKTUBHOCTh MeTabonuTa
oTHOCUTeNnbHO ®JI13-5 cpaBHUMA C CEJIEKTUBHOCTBIO CUlmeHadusia, a akTUBHOCTD
MeTabonuTa oTHocuTenbHO OI19-5 cocTtaBinsgeT npuMepHO 50% aKTUBHOCTHU UCXOOHOTO
BemlecTBa. [I;1a3MeHHast KOHIIEHTPAIUs 9TOro MeTabonuTa cocTasisieT npumMmepHo 40%
KOHIIeHTpalluu cuigeHaduia B miaa3Me KpoBu. N-IeMeTUJINPOBaHHBIM MeTab0JIUT
IMoaBepraeTcs majabHeNIeMy MeTaboIu3My, a IIepuoy] ero MoJIyBLIBeIeHU
COCTaBJIsIeT IIpUMepPHO 4 4Jaca.

BuvigedeHue. O0mun KnupeHc cungeHaduna coctaBnsaeT 41 j1/49, BEI3EIBAs IIEPUO €TI0
IIOJIYBBIBEEHUS IIPOOOIZKUTENILHOCTHIO 3-5 YacoB. Kak 1ocrse npuema, Tak U I10ocjie
IIPUMEHEHU S 9KCKPeIus cungeHaduia B Buge MeTab0JIMTOB OCYIIIECTBISIETCS
r1aBHBIM 00pa3oM ¢ KanoM (mpumepHo 80% BBeOEeHHOM BHYTPD M03bI) U B MEHBIIIEH
cTeneHu ¢ Mouou (mpuMepHO 13% BBeOEeHHOU IIepopaabHOM AO3HI).

PapMaAKOKUHEemMuKd 8 0cobblX 2pynn Nay,ueHmos.

ITayueHmul nodicuno020 8o3pacma. Y 3MOPOBBLIX MOOPOBOJIBIIEB ITIOXKUJIOTO BO3pacTa
(cTapie 65 1eT) 0TMeYaoCh CHUIXKEHNE KINpPeHca culgeHaduiaa, 4To IPUBOOUIIO K
MMOBHIIIIEHHUIO ITJITa3MEHHBIX KOHIIEHTPaIlul cufeHadusia u ero akTUBHOTO N-
OeMeTHUJINPOBaHHOTO MeTabonuTa npuMepHo Ha 90% 110 CpaBHEHUIO C
COOTBETCTBYIOIIIMMU KOHIIEHTPAIIUSIMH Y 30OPOBHIX TOOPOBOJILIIEB MOJIOIOT0 BO3pacTa
(18-45 net). B cBsI3u C BO3PACTHBIMU PA3TUYUSIMU B CBSI3BIBAHUU C OeJIKaMU I1JIa3MBbl
KPOBU COOTBETCTBYIOIIIEE ITOBLIIIIEHNE TIJTa3MEHHOM KOHIIEHTPAIlUd CBOOOIHOT O
cungeHaduia cocTaBnusano npuMepHo 40%.

IToyueuHas HeOocmamoyuyHocmb. Y 1OOPOBOJIbIEB C HapylleHneM (QPyHKIIUU TOYEK
JIETKOU U CpenHel cTeneHu (kKnupeHc KpeatuHuHa 30-80 mi/MuH) hpapMaKOKHHETHKA
cungeHaduia ocTaBajlach HEU3MEHHOU IIOCJIe er0 OOHOKPATHOTO IIprueMa BHYTPD B
mo3e 50 mr. Cpegaue AUC 1 Cmax N-meMeTUIuPOBaHHOTO0 MeTaboIuTa MOBHIIIAIUCH
Ha MakcuMyM 126% u makcumMyM 73% COOTBETCTBEHHO I10 CPaBHEHUIO C TAKUMU
IMoKa3aTelsiMU y HOOPOBOJIbIIEB TAKOTO K€ Bo3pacTa 6e3 HapyllleHuM QyHKIUY ITI0YEK.
OnmHako M3-3a BBICOKOUM MHAWBUAYaJIbHOU BapuaOelbHOCTH 3TU Pa3IUYUs He ObIIU
CTAaTUCTUYECKU 3HAYMMBIMU. Y TOOPOBOJIBIIEB C TAXKEJIBIMU HaPYIIeHUIMHU QYyHKITUU
nmoyek (KnMupeHC KpeaTuHUHa HUKe 30 MJI/MUH) KJIIUPEHC cuageHaduia CHUXKAJCH,
4yTO npuBoguiio K cpegHuM noseilieHn AUC 1 Cmax Ha 100% u 88% COOTBETCTBEHHO
110 CpaBHEHUIO C MOOPOBOIbIIaMHU TAaKOTO Ke Bo3pacTa 6e3 HapylleHu QyHKIUN



noyek. Kpome toro, 3Hauenrue AUC u Cmax N-meMeTuIMpoOBaHHOTO MeTaboIuTa
3HauuMO IoBHIIIanuck Ha 200% u 79% CoOTBETCTBEHHO.

ITeueHouHas1 HeOocmamo4yHocmb. Y JOOPOBOJIBIIEB C IIUPPO30OM MEeYEeHH JIETKOU U
cpenHeu ctenenu (knaccos A u B o knaccudukanum Yaung-I1bi0) KIupeHc
cunpeHaduma CHUXKAJCA, 4To npuBoauso K noswiineHno AUC (84%) u Cmax (47%) o
CpPaBHEHUIO C COOTBETCTBYIOIIMMHU MOKA3aTeIsIMU Y TOOPOBOJILIIEB TAKOTO XK€
Bo3pacTa 6e3 HapylieHu GyHKINYN neyeHu. PapMaKOKMHETHKY cunmeHaduna y
MaMeHTOB C HapyHIeHUSAMU (QYHKIINY IIeUeHU TSAXKeJIOW CTEeIeHU He N3y4YallucCh.

IToxa3zauus

IIpenapat Konerpa [lent0KC peKOMEHAYETCS IPUMEHATh My>K4YUHaM C 3PEKTUJIbHON
ouchyHKIIMEN, KOTopasi OIIpeneisseTcss Kak HeCIIoCOOHOCTDh JOCTUYD UJTH ITOANePXKaTh
SPEKINIO0 IT0JI0BOTO YjIeHa, He0OXOOUMYIO OISl YCIIEIITHOTO II0JIOBOT0 aKTa.

s apdekTuBHOrO AencTBUs npenapata KoHerpa [lelioKC Hy2KHO IOJI0OBOE
BO30yXK[eHUeE.

IIporuBONIOKa3aHUA

1. TloBrIIIeHHAsT YYBCTBUTENBHOCTh K aKTUBHOMY BEIIECTBY UJIM JIIOOOMY U3
BCIIOMOTaTeJIbHEIX BellleCTB IIpelapara.

2. OgHOBpEMEHHOE ITPUMEHEHNE C JOHOpPaMHU OKCHOa a30Ta (TaKMMU Kak
aMUJTHUTPUT) UIU HUTPAaTaMu B J1I0001 (popMe IPOTHUBOIIOKAa3aHO, ITOCKOIBKY
M3BECTHO, YTO CUJImeHadus BIUsIEeT Ha OyTU MeTabomu3Ma OKCcHuaa
a30Ta/IUKIINYeCKOro ryanHo3maMoHodocdarta (I'M®) u noTeHIIUPYET
TUIIOTEH3UBHOE JEeUCTBUE HUTPATOB.

3. OgHOBpPEMEHHOE ITpUMeHeHue NHTruouTopoB PI13-5 (B ToM uucie cunmeHadua)
CO CTUMYIATOPaAMU I'yaHUIaTIIUKIIa3bl, TAKUMM KaK PUOLIUTyaT,
IIPOTHUBONOKa3aHO, ITOCKOJIbKY MOXKET IIPUBECTU K CUMIITOMaTU4Y€eCKON
TUIIOTeH3uu (CM. pa3genl «B3auMopgencTBUe C OPYTUMU JiIeKapCTBEHHBIMU
CpeacTBaMM U OPYTrHUe BUOLI B3aUMOIOEUCTBU»).

4. COCTOSHUS, IPU KOTOPBEIX HE PEKOMEHOYETCA II0JI0Bask akKTUBHOCTH (HAlIpuMeD,
TSI2KeJIble CePIeYHO-COCYAUCThIE PACCTPOMCTBA, TaKue KaK HecTaOuIbHas
CTEHOKapAUus UJIU CepaedHasi HeJOCTaTOYHOCTh TSAXKEJIOW CTEIEeHN).

5. IloTeps 3peHUs Ha OOUH I'Jla3 BCJIEACTBUE HeapTepHUaibHOU IepeqHen
UIIeMUYeCKOU HeBPOIlaTUU 3PUTEJILHOTO HEpBa HE3aBUCUMO OT TOT'0, CBsI3aHa
9Ta IAaTOJIOTUS C IIPEOBIOYIIIUM IPUMeHeHrneM UHruouTopoB ®I13-5 unu HeT.

6. Hanuume Takux 3aboyieBaHUM, KaK HapylleHUe PyHKINU IeYeHU TAKEJION
CTeNeHHU, apTepualbHas TUII0TeH3us (apTepuanbHoe oaBiaeHue Huxke 90/50 MM
pT. cT.), HemaBHO mepeHeCeHHbIM UHCYIbT UM UHPapPKT MUOKapaa U U3BECTHHIE



HacJiIe[CTBEHHbIE MereHepaTuBHEIE 3a00JIeBaHNs CEeTYATKU, TaKue KakK
IMUTMEHTHHIN PEeTUHUT (HeOOJIbII0e KOTUYEeCTBO TaKUX MTAllMEHTOB UMeeT
reseTudyeckue paccrpoiictBa ®I1O ceTyaTKH), IIOCKOIBKY 0€30I1aCHOCTD
cunmeHaduIa He UCCIEeN0BaMCh B TAKUX MOATPYIIax NalueHTOoB.

B3auMoOaeHCTBHE C IPYTHMH JIEKapCTBEHHBLIMH CPEICTBAMH H IPpyrue BUAbI
B3aMMOIEeHUCTBUHA

BausaHue Opya2ux nekapcmeeHHblX cpedcme Ha cusideHadui.

HccaedosaHus in vitro. MetabonusM cusigeHaduia MPOUCXOOUT ITPEUMYIIIECTBEHHO C
y4gactueM nu3odopmbl 3A4 (0CHOBHOU ITyTh) U U30POpMEI 2C9 (BTOPOCTENIEHHBIU Ty Th)
nutoxpoma P450 (CYP). I[ToaToMy UHTUOUTOPHI 3TUX M30(DE€PMEHTOB MOTYT CHUXKATh
KJIUPEHC cuigeHadunia, a UHOYKTOPHI 3TUX U30(hEePMEHTOB MOTYT HOBHIIIATh KJIIUPEHC
cungeHaduia.

HccaedosaHus in vivo. TTonynsiimoHHBIN PapMaKOKUHETUYECKUHM aHaJIn3 JaHHBIX
KIMHUYECKUX MCCIJIeIOBaHUM IIPOJEMOHCTPUPOBAI CHUXKEHNE KIINPeHca cunaeHaduna
IIPU OMHOBPEMEHHOM IIpuMeHeHuu ¢ nuuruburopamu CYP3A4 (TakuMU Kak
KETOKOHA30JI, 9PUTPOMUIINH, HUMETUONH). XOTS IPHU OOHOBPEMEHHOM IIPUMEHEHUU
cunpeHaduna u uHrno6uTopoB CYP3A4 pocT 4acTOTHI MOOOYHEIX SIBIEHUN HE
HaOJII0ganoch, CjIegyeT paCCMOTPETh BO3MOXKHOCTh TPUMEHEHM S HadalbHOM HO3HI
cunpmeHaduma 25 Mmr.

OmHOBpPEMEHHOE MPpUMeEHeHNe NHTUOUTOpa ImpoTea3sl BUY, oueHb MOIIIHOTO
unruburopa P450, B cocTosiHUU paBHOBeCHOU KOHIleHTpanuu (500 Mr 1 pa3 B CyTKH) U
cunpeHaduna (pasoBas go3a 100 Mr) npuBOAUIIO K HOBHINIEHHIO Cmax cungeHaduia
Ha 300% (B 4 pa3a) u nosrilieHUIO 1a3dMmeHHo AUC cungenadmuna Ha 1000% (8 11
pa3). Yepes 24 yaca mia3MeHHBIU YPOBEHDb CUJIfeHaduia BCe ellle COCTaBIIsI
npuMepHo 200 HT/MJI IO CPaBHEHUIO C YPOBHEM IIPUMEPHO 5 HI/MJI, XapaKTEPHBIM I
IpUMEHEHUS CUfeHaduia OTOeIbHO, YTO COTJIaCyeTCs CO 3HAUUTEIbHBIM BIIMSHUEM
pUTOHaBUpPa Ha MIMPOKU crieKTp cyocTtpaTtoB P450. CunpgeHadun He BIUSET Ha
(papMaKOKWHETUKY PUTOHABUPA. YUYUTHBAA 3TN PapMaKOKUHETUYECKUE TaHHBIE
OOHOBPEMEHHOE IPUMEeHeHNe CuifeHaduna u puToHaBUpa He peKOMeHayeTcs (CM.
pa3nen «OcoOeHHOCTHY IIPUMEHEHUSI»); B JIIOOOM CJIydyae MaKCcuMaJllbHas go3a
cunpgeHaduna Tpu KakKux 00CTOSATEIbCTBAX He MOJI?KHA MPEBHIIIATh 25 MI' B TEYEHUE
48 4acos.

OnHOBpeMeHHOe ITpuMeHeHne nHruoutopa BUY-nmpoTea3rsl cakBUHABUpPA, UHTUOUTOPa
CYP3A4, B no3e, obecrieurBaeT paBHOBECHYIO KOHIIeHTpanuio (1200 Mr Tpu pa3a B
cyTkm) u cungeraduna (100 Mr ogHOKpaTHO) IPUBOAUJIIO K HOBHIIIEHWIO Cmax
cungeHaduna Ha 140% u yBenuueHue cucteMHou sakcno3unuu (AUC) cunpeHaduia



Ha 210%. He BrIsIBIE€HO BIUSAHUSA CUIgeHaduina Ha (apMaKOKMHETUKY CaKBUHaBHUPaA
(cMm. pa3pen «Crocob mpuMeHeHUs U A03kI»). [IpeAmnonaraeTrcs, 4To 60jiee MOIIHLIE
uHruoutopsl CYP3A4, Takre KakK KeTOKOHA30JI M UTPAaKOHa30J1, OyoyT uMeTh Oojee
BHIDA’KEHHOE BIIUSTHUE.

[Tpu npumeHenuu cunpeHadusna (100 Mr ogHOKpPaTHO) U SPUTPOMULITHA, YMEPEHHOTO
uurubutopa CYP3A4, B paBHOBecHOM cocTostHUU (500 MT mBaXObl B CYTKU B TEYEHUE
5 mHel) HaOJII0OaIOCh ITOBLIIIIEHNE CUCTEMHOM 3KCIIO3uIuu cunmeHaduna Ha 182%
(AUC). Y 3m0opoBBIX OOPOBOJIBIIEB MYKCKOTO I10J1a He HabJII00aioCh BIUSHUS
asutpomunuHa (500 mr B Teuenue 3 cytok) Ha AUC, Cmax, Tmax, KOHCTaHTYy
CKOPOCTH SJIMMHHALIMU U MOCIEOYIONIUN IIePUOT II0JIyBEIBEAeHU CUigeHadunia uiu
€ro OCHOBHOT'O LIMPKYyIUpyoIiero Mmetabonura. LlumetuaguH (MHTUOUTOP IUTOXpPOMaA
P450 u Hecnenmuduueckuit unrudbutop CYP3A4) B mo3e 800 Mr npu ogHOBPEMEHHOM
MIPUMEHEHUH C cungeHadunoM B fo3e 50 MI y 3MOPOBHIX JOOPOBOJILIIEB IIPUBOAUI K
MIOBLINIEHUIO IIJITa3MEHHOM KOHIeHTpalluu cuigeHaduna Ha 56%.

['peundpyTOBLIN COK siBNsseTCs ciaabbiM uHruoutopom CYP3A4 B cTeHKe KUIIIEYHUKA U
MOKET BbI3BaTh YMEPEHHOE TIOBHIIIIEHNE YPOBHEN cuigeHaduia B Ijaa3Me KPOBHU.

OmHOKpaTHOe IIPUMeHeH’e aHTallua0B (MarHus TUAPOKCHIA/ JIIOMUHNS THAPOKCHUIA)
He BITHSI0 Ha OMOOOCTYITHOCTh CUImeHaduIa.

XOTs UCCIegoBaHul Clieu(pUIeCcKOro B3auMOOENCTBUSA CO BCEMU I€eKapCTBEHHBIMU
CpencTBaMu He IIPOBOOUIIM, II0 JAHHBIM HNONYISIIMOHHOTO (h)apMaKOKMHETUUYECKOTO
aHanu3a, papMakKOKHMHETHUKA CUifeHaduna He MeHsA1aCh IPU OJHOBPEMEHHOM
IIPUMEHEHUNU C JIeKapCTBEHHBIMU CPEACTBaAMU, IPUHAAJIeXKAaIlIUMU K I'PyIIIe
nHruoéuTopoB CYP2C9 (TonbyTramup, Bapdaput, GeHUTOUH), TPYINL UHTUOUTOPOB
CYP2D6 (Takux KakK CeJIeKTUBHbIE MHTMOUTOPHLI 0OPAaTHOTO 3aXBaTa CEPOTOHUHA,
TPULIUKIINYECKNE aHTUAENIPECCAHTHI), TPYINILI TUA3UOHBIX U THA3UOOIOJ00HBIX
OUYPETUKOB, TIETJIEBLIX U KaniicOeperanilinx JUyPeTUKOB, HHTUOUTOPOB AII®,
AHTArOHMCTOB KaJbliMs, aHTarOHUCTOB - aAPEHOPEIETITOPOB UK UHAYKTOPOB
MeTabonu3dmMa CYP450 (Takux Kak pudpamMnouuH, 6apOouTyparTsl).

B xopme uccienoBaHUs C y4aCTHEM 300POBHIX TOOPOBOJILIEB-MYKUYHUH OTHOBPEMEHHOE
NIpUMeHeHMe aHTaroOHUCTa 3HOOoTeNMnHa 60ceHTaH (yMepeHHBIN uHAyKTOp CYP3A4,
CYP2C9 u, Bo3amoxuo, CYP2C19) B paBHOBECHOM COCTOSTHUH (125 MI ABaKObl B CYTKH)
U cungeHadwuia B paBHOBECHOM COCTOsTHUU (80 Mr Tpu pa3a B CyTKM) IIPUBOAMIIO K
cuuxenve AUC u Cmax cunpgeHadusia Ha 62,6% u 55,4% cooTrBeTcTBeHHO. [ToaTOMY
OOHOBPEMEHHOE IIPUMEHEHUE TaKUX MOUTHLIX UHAYKTOPOB CYP3A4, Kak pudaMIIuIH,
MOKET ITPUBONTH K 00Jiee BEIpaKeHHOMY CHUXKEHUIO KOHIIeHTpaIlluu cunmeHaduia B
Ijia3Me KpPOBH.



Hukopaupgun npencTtaBnsieT coboi rubpu akTUBATOPa KaJIbIIMEeBBIX KAHAJIOB U
HUTpaTa. HUTpaTHBEIM KOMIIOHEHT ITPEeNONpeaesisieT BO3SMOKHOCTh €0 CePhe3HOT 0
B3aUMOJIENCTBUS C CUIIbAeHADUIIOM.

BausHue cundeHaguaa Ha Opyaue nekapcmeeHHble cpedcmed.

HccaedosaHus in vitro. CungerHadus - cinabeiii uHruouTOp usodopm 1A2, 2C9, 2C19,
2D6, 2E1 u 3A4 nutoxpoma P450 (MK50> 150 MKMOIb). ITOCKOIBKY NUKOBEIE
IJla3MeHHbIe KOHIIeHTpalluu cuigeHaduia paBHE IPUMEPHO 1 MKMOJIb, BIIUSHUE
npemnapaTta KoHnerpa [lesoKc Ha KJIMPEHC CyOCTPaTOB 3TUX U30(pepMeHTOB
MaJIOBEPOSITEH.

OTCyTCTBYIOT JaHHBIE O B3aMMOLEUCTBUM CUIAeHaduIa U TaKUX HeCcleun(puieCKux
MHTUOUTOPOB dochoauscTepassl, KakK TEOPUIIIUH U OUITUPUOAMOJT.

HccenedosaHus in vivo. TTOCKOTBKY U3BECTHO, UTO CUIAeHadUI BIUIET HA
MeTabO0IU3M OKCHIa a30Ta/IMKINYeCKOro ryano3uaMoHodochara (I'M®), 65110
YCTaAHOBJIEHO, YTO CUJIAeHadu/I NOTEHIUPYeT TUIIOTEH3UBHOE NEWCTBUE HUTPATOB,
II09TOMY €eTr0 OJHOBpPEMEHHOe IIPUMeHeHUe C JOHOPaMU OKCHUAa a30Ta WU HUTpaTaMu
B 1110001 (hopMe IPOTUBOIOKA3aHO (CM. «I[IpOTUBOIIOKA3aHUS »).

Puouueyam. [IOKJIMHUYECKUE UCCIIEN0BaHUS ITOKa3ajlIu agqUTUBHBIU CUCTEMHBINU

9 peKT CHUKEHUS apTePUaIbHOTIO JaBJIEHUS IIPHU OJHOBPEMEHHOM IPUMEHEHUU
uHruoutopoB ®JI13-5 ¢ puonuryaromMm. KimnHnyeckue UCCIeI0oBaHUs OKa3asu, YTO
pUoIMTyaT YCUINUBAET TUIIOTEH3UBHOE [elicTBUe MHruouTopoB ®II3-5. YV nmanueHToOB,
y4aCTBOBaBIIUX B MCCJIEJOBaHUU, He HaOJII0aioCh KJIIMHNYECKOT0 3¢ dheKTa npu
OOHOBPEMEHHOM IIpUMeHeHUU UHTruouTopoB ®I13-5 ¢ puomuryaTom.
[TpoTUBOMOKA3aHO OJHOBPEMEHHOE MPUMEeHeHe PUOIUTyaTy ¢ uHruoutopamu ®JI3-5
(B ToMm umucne cunbgeHadpunom) (cMm. Pasgen «[IpoTuBOmOKa3aHusSI»).

OnHOBpeMEHHOe ITpUMeHeHue cuigeHaduna u 6JI0KaTOPOB a-aIpPeHOPEeleIITOPOB
MOXKET IIPUBECTU K Pa3BUTHUIO CUMIITOMATU4YE€CKOU THIIOTEH3UU ¥ HEKOTOPHIX
IpenpacnoioKEeHHBIX MallMeHTOB. Takasd peaKIusa 4aCTO BO3HUKAalla B TedyeHue 4
4acoB MOcCJie MpuMeHeHus cungeHadumna (cM. pa3gen «Crocob npruMeHeHUSI U JO3bI»
u «OcobeHHOCTU MPUMeHeHussI»). B xome 3 uccieqoBaHui crieu@rUIecKoro
B3aMMOOENCTBUS JIEKaPCTBEHHBIX CPEMICTB OJI0KATOP X-aIPEHOPEIENITOPOB
mokca3o3uH (4 mr u 8 mr) u cungeHadun (25 mr, 50 mr u 100 Mr) TPUMEHSIIUCH
OIHOBPEMEHHO IMallueHTaM C MoOpOKaYyeCTBEeHHOM ruiepIijia3uell nmpeacraTeIbHOU
X&KeJse3bl, CTabunm3alrsa COCTOSTHUS KOTOPBIX Oblla JOCTUTHYTa IIPU IIPUMEHEHUN
OOKca303WHa. B aTux monynsanusax HabJioanoch cpegHee OOIOTHUTEIbHOE CHUXKEHUE
apTepuasbHOTO OaBJIeHUs B II0JIOXKEHUU jiexKa Ha 7/7 MM pT. CT., 9/5 MM pT. cT. u 8/4
MM PT. CT. MU CPeHee CHUXKEHNEe apTepHUaibHOTO OaBJIeHUs B IOJIOXKEHUM CTOS Ha 6/6
MM pPT. cT., 11/4 MM pT. CT., 4/5 MM PT. CT. COOTBETCTBEHHO. [Ipy 0mHOBpEMEHHOM



MMpUMeHEeHUU cuigeHaduia U JOKCa303WHa y IMallieHTOB, CTaOMIN3allius COCTOSTHUS
KOTOPBIX ObIJIa IOCTUTHYTA IIPU IPUMEHEeHUHU MOKCa3031WHa, UHOTga Coo0Iaau o
Pa3BUTHUH CUMIITOMATHYECKON OPTOCTATUUYECKOM T'HIIOTEeH3UU. B 9TUX COOOIIEeHUIX
TOBOPUJIIOCH O CJIy4YasX rOJIOBOKPYKeHNe U MpegoOMOpoYHOe COCTOsIHUE, HO O0e3
CUHKOIIE.

He Habmomanoch HUKAKUX 3HAUMMBIX B3aUMOAEUCTBUM IIPHU OOHOBPEMEHHOM
npuMeHeHuu cunpgeHaduna (50 mr) u Tonbyramuny (250 mr) unu Bapdaputa (40 mr),
KoTopble MeTabonusupyttcsas CYP2C9.

Cunpmenadun (50 Mr) He MpUBOAUI OBl K YBEJITMYEHNIO BPEMEHU KPOBOTEUEHNS,
BBI3BAHHOT'O IPUMEHEHUEM alleTUICAIUIINIOBON KUCIOTH (150 Mr).

Cunpmenadwun (50 Mr) He MOTEHUIMUPOBAJI TUIIOTEH3UBHOE OENCTBHE aJIKOTOJIS Y
3[I0POBBIX MOOPOBOJIBIIEB ITPU CPeIHEM MaKCHMaJIbHOM YPOBHE 3TaHOoJIa B KpoBu 80
MI/OI.

Y nanuueHTOB, MMOJIy4YaBIIUX cuigeHadus, He HaOIIOIAaTIOCh HUKAKUX Pa3TudYUl
npoduins modbouyHEIX 3PPEeKTOB MO CpaBHEHUIO C IIJ1aledo IIPH OJHOBPEeMEeHHOM
MMPUMEHEHUU TaKUX KJIaCCOB IT'MIIOTEH3UBHBIX JIEKAPCTBEHHBIX CPENCTB, KakK
OUypPEeTUKU, OII0KATOPHI B-afpeHOoPelenTOPOB, UHTUOUTOPH! AIT®, aHTAar OHUCTH
aHTHOTeH3uHa II, aHTUTrunepTeH3UBHEIE JIEKaPCTBEHHBIE CPEICTBA
(cocymopacuiupsliyue U eHTPaJIbHOTro OeiCcTBU) , 6JI0KaTOPH aApeHepPruiecKux
HEeWPOHOB, OJIOKATOPHI KaIbIIMEBBIX KaHAIOB M OJIOKATOPHI A-afpeHopelennTopoB. B
CIlellaIbHOM MCCIeIOBaHNM B3aMMOMEUCTBUS ITPU OOHOBPEMEHHOM IIPpUMEHEHUHU
cunpeHaduna (100 Mr) u amaoguNnuHa IIallieHTaM C apTepHUaIbHOM TUIIePTeH3ueln
HaOJII0MaI0Ch TOIOIHUTEIPHOE CHUXKEeHHEe CUCTOINYEeCKOT0 apTePHUaIbHOI0 JaBIeHUS
B IIOJIOKEHUH Jiexka Ha 8 MM PT. cT. CHUKEHME OUaCTOJIMYEeCKOT0 apTepruaabHOTO
OaBIEHUS COCTABUIIO 7 MM PT.CT. [To BeTuUMHE 3TU OONOTHUTENbHEIE CHUXKEHHE
apTepUasIbHOTO JaBJIeHUs ObIIM COIOCTABUMEI C TEMHU, YTO HAOJIIOOATUCh IPU
MMPUMEHEHUU TOIBKO CUulmeHadunIa y 3qOpPOBLIX MOOPOBOJIbIEB (CM. Pa3mern
«®apMaKOJIOTUYECKUE CBOUCTBaA»).

Cunpenadun B mo3e 100 Mr He BUsa Ha ¢apMaKOKMHETHYECKHE ITOKa3aTesu
MHTUOUTOPOB ITpoTea3kl BUY, cakBUHaBUpa U PUTOHABUPa, KOTOPHIE SBJISIOTCS
cyoctpatamu CYP3A4.

Y 300poBBIX TOOPOBOJILIIEB MY2KCKOTO TI0JIa IPUMEeHeHUs cuingeHadpunia B
paBHOBeCHOM cocTossHUM (80 Mr Tpu pa3a B CyTKH) OIPUBOAUIIO K nOBeIIeHU0 AUC u
Cmax 6oceHTaH (125 Mr gBaxpabl B cyTKH) Ha 49,8% u 42% COOTBETCTBEHHO.

OC00eHHOCTH IPUMEHEHU ST



Ilo Hayajla Tepamuu ciegyeT coopaTh MeOUITMHCKNWI aHaMHe3 MallieHTa U IIPOBECTH
dbu3ukanbHOE 00CIeqoBaHue OJI TUAaTrHOCTUKU dPEKTUIbHON OUCHYHKIINU U
oIIpefieeHusT €€ BO3MOXKHEIX ITPUYHH.

daxmopbl pucka cepdeuyHo-cocyoucmuix 3abosesarull. ITOCKONBKY ITOJIOBAs
aKTUBHOCTH COIIPOBOXKAAETCS ONpendeIeHHbIM PUCKOM CO CTOPOHEI CepAlla, OO Hadasa
JTI000r0 JIeYeHU T 9PEeKTUIbHOM TUChHYHKIIMN Bpayd [OJIXKEH OIIeHUTh COCTOSTHUEe
CepOedYHO-COCYOUCTOU CUCTEMEI nmalmeHTa. CungmeHaguI OKa3bIiBaeT
COCyIopacCHIupSIIIee JeliCTBUE, IPOSABIISAETCS JIETKUM U KPaTKOBPEMEHHBIM
CHUZKEHWEM apTepHaJbHOIO faBlieHus (cM. pa3pen «®apMaKojlorudeckue»). 1o
Ha3Ha4YeHUs CUIgeHaduIa Bpad OOJIKEH TIIaTeJIbHO B3BECUTh, MOXKET JIU TaKOu
adpdeKT HEOIATrONMPUSATHO BIUATH Ha MAIllMEHTOB C ONIpeOeIeHHBIMIU OCHOBHBLIMHU
3a001eBaHUsIMU, 0OCOOEHHO B COUYETAaHUU C ITOJIOBOM aKTUBHOCTHIO. K marmeHTam c
MMOBBIIIIEHHOW YYBCTBUTENIBHOCTHIO K Ba30AMIaTaTOPaM OTHOCSTCS HallueHTHI C
0OCTpPYKIIMEN BLIBOOHOTO TPaKTa JIEBOTO XKeJyaouka (HalrpuMep, CTEHO3 aOPTHI,
runeprpoduruyeckasi OOCTPYKTHUBHASA KapAUOMUOIIATHSI) U MTAllUEeHTHl C PEIKUM
CUHOIPOMOM MYJIbTUCUCTEMHOM aTPOPUM, OMHUM K3 IIPOSBIIEHUN KOTOPOU SIBISIETCS
TSI2KeJloe HapyIlleHue Peryslui apTepuaabHOTO JaBJIeHUS CO CTOPOHEI BereTaTUBHOMN
HEPBHOU CUCTEMEI.

KoHnerpa [lesokc mOTeHIUPYEeT TUIIOTEH3UBHOE JeiCTBUE HUTPATOB (CM. pa3men
«[IpoTUBOIOKa3aHUSI»).

B mocTMapKeTUHTOBBIM TEPHUOM COO0IIanu O TSIXKeJIbIX ITIO00YHBIX PeaklusIx Co
CTOPOHBI CEPMIEYHO-COCYANCTON CUCTEMBI, BKJII0oYasi HPapKT MHUOKapAa,
HecTaOUJIbHOM CTEHOKapauel, BHE3aIllHYI0 CEPAeYHYI0 CMEPTh, XKEeNyoo4KoBas
apuTMus, 11epedpPoBaCKyJIIPHBIE KPOBOU3NIUSIHUS, TPAH3UTOPHA UIleMUYecKas
aTaka, apTepHualbHOM TUIlepTeH3ueld U apTepruaJlbHOU ITUIIOTEH3UM, KOTOPHIE 110
BpPEMEHU COBIIafaliud C MpuMeHeHUeM IpenapaTta KoHerpa gentokc. Y O0IbIIMHCTBA
anUeHTOB, HO He Y BCeX, CYyIleCTBOBaJIX (paKTOPHI PUCKa CEPOAEYHO-COCYOUCTHIX
3abosieBaHnii. MHOTO TaKuX MOOOYHBIX peakKlyii HabJII0gasioch BO BpeMs UIIHU Cpa3y
II0CJIe II0JIOBOTO aKTa U TOJIBKO HECKOJIBKO CJIYYMJIOCh BCKOPE II0CJie IPUMEHEHUS
npenapaTta Konerpa [lemtokc 6e3 mo10BOM aKTUBHOCTH. [109TOMYy HEBO3MOIKHO
OIIPEIENNUTh, CBI3aHO Pa3BUTHUE TAaKUX IMOOOYHBIX PeaKIUi HEIIOCPEACTBEHHO C
bakTOpamMu pucKa, UM UX Pa3BUTHE O00YCIJIOBJIEHO OPYTrUMH (paKTOpPaMHU.

ITpuanusm. CpencTBa O JIe4YeHUSA 3PEKTUIbHON AUCPYHKIUY, B TOM YHUCIIE U
cungeHadun, cuieagyeT Ha3HadaTh C OCTOPOXKHOCTHIO MallieHTaM C aHaTOMUYEeCKUMU
nedopMalusIMu IeHruca (TaKUMU KaK aHTYIISIIUsI, KaBepPHO3HBIN (hubdpo3 unu 601e3Hb
[MetpoHM) UM MallMEeHTAM C COCTOSTHUSIMU, KOTOPhIE CIIOCOOCTBYIOT PA3BUTHUIO
npuamnu3Ma (TaKMMH KaK CEPIOBUOHO-KJIETOYHAS aHEMU S, MHOXKECTBEHHAasi MruejioMa
WU JIEUKEeMUSI).



[Tocne BrIXOOa mpelapaTa Ha PHIHOK COOOIIamu O ClIy4dasiX YOJIMHEHHON 9PEeKIIUU U
npuanui3ma. Ecnu spekuus gnutcsa 6onee 4 4acos, IallueHTaM cllefyeT HeMeOJIeHHO
00paTUTHCA 3a MEOUIIMHCKOM IIOMOIIbI0. B ciiydyae OTCyTCTBUS HEMENJIEHHOTO
JIeYeHUs IPUaIli3M MOXKET IIPUBECTH K ITOBPEXKOEHUIO TKaHEe! IIeHnuca U K CTOMKOU
ImoTepe MOTEeHIINN.

OpHOBpPEMEHHOE IPUMEHEeHNe C OpyruMu uaruoutopamu ®J19-5 unu opyrumu
npelapaTaMu OJis JIe4eHUs 3PEeKTUIbHOU AUCPyHKIUU. be3onacHOCTh u

9} PeKTUBHOCTL OMHOBPEMEHHOT O IPUMEHEHUSI CUIgeHaduIa C OPYyTUMUA
uHruoutopamu ®JI193-5 unu OpyruMu mpemnapaTamMu Ojs JiedeHus TUIIepTeH3Un
JIETOYHOU apTepuH, comepKallne CUageHadus Uin C JPyTUMHU IIperapaTaMu giis
JledeHU s 9PEeKTUJIbHOU OUCHYHKINYM U3ydanu. [I0aToMy IpuMeHeHnEe TaKuX
KOMOMHaLUM HEe PEKOMEHIYETCS.

BausiHue Ha 3peHue. CIIOHTaHHBIE COOOIIIEHUST 0 BOBHUKHOBEHUH Ne(deKTOB 3peHuUs
ITOCTYIIaJIM aCCOIIMUPOBAHO C MPUMEeHeHUeM cujifeHadusia u Apyrux UHruOUTOpPOB
®I13-5 (cM. pa3gen «ITobouHble peakuum»). O ciay4dasx HeapTepuaabHOU IepegHen
UIIeMHUYEeCKOM HEBPOIIaTUM 3PUTEIBHOTO HEPBA, ABISETCSI PEOKHUM COCTOSSHUEM,
TTOCTYyTIaJI CIIOHTAHHBIE COOOIIEHUS U CO00IIan B Ha30pHOM HCCIIeI0OBaHUU
aCCOIIMMPOBAHO C ITIPUMEHEHUEM cuimeHaduia u Opyrux uHruo6utopos ®03-5 (cMm.
pa3nen «ITobouHble peakiuu»). [IalMeHTOB clenyeT MPeaynpequThb, YTO B ciIy4yae
BHE3aMHOT0 HapylIeHUs 3peHus IpuMeHeHnsa npenapaTta Kornerpa [lentokc ciegyeT
MMpeKpaTUuTh U HeEMeJIEHHO 00paTUThCs K Bpauy (cMm. Paspgen «IIpoTuBOIIOKa3aHUSI»).

OO0HoBpemMeHHOoe npuMeHeHue ¢ pumoHasupom. OTHOBPEMEHHOE TPUMEHEHUE
cunpmeHaduna ¥ pUTOHABUPA He peKoMeHAyeTcs (CM. pa3aen «B3auMmopmericTBue C
OPYTUMHU JIEKapCTBEHHBIMH CPEICTBAMHU U APYTHe BUIOBI B3aUMOIOENCTBUM»).

OO0HospemeHHOe npumeHeHue ¢ baokamopamu a-adpeHopeuenmopos. [lauyueHTamM,
MIPUHUMAIONIUM OJI0KATOPHI -aAPEeHOPEIIETITOPOB, IPUMEHSTh CUJIeHagUsI ciaenyerT C
OCTOPOIKHOCTBIO, ITIOCKOIBKY TaKasi KOMOMHAIIMSA MOXKET MPUBECTU K
CUMIITOMATU4YeCKOM TUTIOTEH3UM Y HEKOTOPHIX IIPEAPACIOI0KEHHBIX ITallieHTOB.
CuMnToMaTH4ecKas TUIIOTEeH3UsI OOBIYHO BO3HUKAET B TeUueHHe 4 4aCoB MOCJIe
npuMeHeHus cungeHadwuna. C 1enbpi0 MUHIMHU3allii BO3MOXKHOTO PA3BUTHUA
IMOCTYPaJIbHOM TMIIOTEH3UHN Y MallMeHTOB, IPUHUMAIOIINX OJTOKaTOPHI Q-
aIpeHOoPelLEeINITOPOB, UX COCTOSSHUE HYKHO CTaOMTM3UPOBATh C IIOMOIILIO0 6JI0KaTOPOB
0-aIPEeHOPEINENTOPOB OO Havajla MpuMeHeHus cunaeHadua. Takxke cieayeT
pPaccMOTPETh BO3MOXKHOCTh IPUMEHEHHUSI HadaIbHOU 03kl 25 Mr (cM. pa3aen «Crmocob
IpUMeHeHUus U O0o3kI»). KpoMe Toro, ciegyeT mpornH(GOpPMUPOBATh IMAallieHTOB, KakK
OEeNCTBOBATh B ClIy4dae MOSBIEHUSA CUMIITOMOB OPTOCTAaTUYECKOU TUIIOTEH3UN.

BausHue Ha kposomeueHusA. MiccnemoBaHus TPoMOOIIMTOB Yel0BeKa IIoKa3ajd, 4To in
vitro cungeHadgul DOTEHLIMPYET aHTUArperauuoHHBIM 3Q(PEeKTh HaTPUA



HUTpomnpyccumga. HeT HuKakoi MHOOPMAIIUH OTHOCUTEILHO 0€30IaCHOCTH
IIPUMEHEeHUus CuigeHaduma mamueHTaMy C HapYIIeHUSIMH CBePTHIBAHUS KPOBU UITH
OCTPOM sI3BEHHOM 00J1e3HbI0. TakKuM 00pa3oM, IpuMeHeHue cuinneHaduia
MalreHTaMu 9TOU T'PYIIIIEl BO3MOXKHO TOJIBKO IIOCJIe TIIATEeIbHON OIeHKU
COOTHOIIIEHUS ITOJIb3bl ¥ PHCKA.

ITneHo4Has oboa04ka mabsaemok cooepacum aakmo3sy. [Ipenapat Kouerpa [emoKc
He CJIeyeT IPUMEHSTh MyXXYMHAaM C TAKUMH PeOKUMU HaCJIeICTBeHHEIMU
HapYIIeHUSIMH, KaK HeIIepPeHOCHMOCTD TaJIaKTO3kEI, HeJOCTAaTOYHOCTD JIaKTa3kl Jlamma
WUJTM MaibaOCOPOIMs T'JII0KO3LI-TaJIaKTO3HI.

ITocne nmpueMa 100 Mr 30OopOBEIMU HOOPOBOJILIIAaMU He HAOJIIOOAI0oCh BIUSHUS Ha
MOP¢OIOTHUIO U ITOABUKHOCTh CIEPMATO30UI0B (cM. Pa3men
«®apMaKOoJIOTUYECKHUE).

ITomep=s cayxa. BpadyaM crienyeT IOCOBETOBaTh HMallieHTaM NPEKPAaTUTh IPUMEHEeHNEe
uHruoutopoB ®J19-5, BKimouyas npenapat KoHerpa [lenokc, 1 HeMeIJIeHHO
00paTuUThCSA 3a MEOUITMHCKOM ITOMOIIIBIO B CJIyYyae BHE3aITHOTO0 CHUXKEHUS U IOTepHU
ciayxa. O0 9TUX SBJIEHUSIX, KOTOPhIE TAKXKe MOTYT COMPOBOXKAATHCS 3BOHOM B yIIax U
T'OJIOBOKPYK€eHHeM, CO00Ianu C accollaliiel BO BpeMeHU C IpUMeEHEHUEeM
uHruoutopoB ®J19-5, BKimouas cungeHadun. OmnpenesnTb, 3TU IBIEHUS HAIIPSIMYIO
CBSI3aHbI C IPpUMeHeHreM UHruouTopoB ®I13-5, unu ¢ gpyrumMu ¢hakTopaMHu,
HEBO3MOXKHO.

OOHoBpeMeHHOe NpuMeHeHuUe C 2unomeH3uBHbiMU npenapamamu. Kornerpa [lesmokc
OKa3bIBaeT CUCTEMHYIO COCYHOpacCIInpsIollee JeuCTBUE U MOXKET B faJlbHEUIIeM
CHHUZKATh apTepuajlbHOE OaBJeHHte V ITAalliUeHTOB, IIPUMEHSIOINX TUIIOTEH3UBHBIE
JIeKapCTBEHHLIE CpefCcTBa. B oTOenbHOM MCCIefOBaHUM JIEKAPCTBEHHOI' O
B3aMMO[ENCTBUS OJHOBPEMEHHOE IpUMeHeHUue aMmyonunuHa (5 mr unu 10 Mr) u
cunpeHaduna (100 Mr) mepopabHO HabII0OaI0Ch CpeHee OOMOTHUTEIbHOEe
CHUKEHHE CUCTOJIMYECKOI'O JaBJjIeHHUs Ha 8 MM PT. CT. U AUACTOJIMYECKOIO - Ha 7 MM
PT. CT.

3abosesaHus, nepedarowuecs noaosbim nymem. IlpumeHeHne npenapata Konerpa
IlemtoKC He 3aluIiaeT OoT 3a00JIeBaHUM, IepeJaloIuXCs ITOJI0BEIM nyTeM. CriemyeT
pPaccMOTPETh BO3MOXKHOCTh MHGOPMHUPOBAHUS MTAIMEHTOB O HEOOXOOUMBIX MED IS
3alIUTH OT 3a00IeBaHUM, TePENaloIIUXCs TOJOBEIM ITYyTEM, BKITIOYasi BUPYC
UMMyHOmeduLIMTa YeoBeKa.

CnocoOHOCTH BIIMSITHh Ha CKOPOCTH PEaKIHH [IPH yIIPaBJIeHUH
ABTOTPAHCIOPTOM HJ/IH Pad0oTe ¢ MeXaHHu3MaMH



HccnepoBaHuil BIUSHUS IIpenapaTa Ha CIOCOOHOCTh YIIPABIIATh TPAHCIIOPTHHIMU
cpencTBaMu U paboTaTh C OIPYrUMH MeXaHu3MaMU He IIPOBOAUu. [IOCKOBKY B X0Ie
KJIMHUYECKUX UCCIIeNOBaHUY IPDUMEHeHUs cuigeHaduna coodmany o cirydasax
TOJIOBOKPYZKEHUS U HapyLIEeHUs CO CTOPOHEI OPTaHOB 3pEHUs, Ilepen TeM KakK
CagUThLCS 3a PYJIb TPAHCIOPTHOI'O CPEACTBa UIU OPYTMMU MeXaHUu3MaMu, nalueHTaM
HeoOXOOUMO BBHISICHUTh, KAKOBa UX MHOWBUOYAIbHAS PEaKIUs Ha IIPpUMeHeHue
npenaparta Korerpa [lentokc.

IIpuMeHeHHE B IepHOJ 0€ePEMEHHOCTH H/IH KOPMJIEHHSI T'PYIBIO
[Ipenapat Konerpa [en0KC He IpegHa3HavYeH OJI IPUMEHEeHUS XKeHIUHaM.
Criocod mpMMeHeHHUsI U JO03bI

IIpenapam npumeHsamb nepopasavHo. Ilepen TeM KakK NPOTJIOTUTH TaOIEeTKY
pa3keBaThb.

I[Insa addekTuBHOTO AeicTBUSA npernapaTta KoHerpa [lesoKc Hy>KHO I10JIOBO€e
BO30yXKIeHUeE.

B3pocavie. Pekomenayemas go3a Korerpa [lentokc cocTaBinseT 50 MI IPUMEHSATh, B
ciydyae HeoOXOIMMOCTH, IIPUMEPHO 3a Yac [0 IIOJI0BOM aKTUBHOCTU. B 3aBUCUMOCTH
oT 3¢ (PEeKTUBHOCTHU U MEPEHOCUMOCTH IIpenapaTa 403y MOXKHO yBenuduTh o 100 Mr
WA CHU3UTD OO0 25 MT *. MakcuMalibHasi peKoOMeHOoBaHHas go3a coctaBnseT 100 mr B
cyTku. [Ipu npumeHenuu npenaparta Kornerpa [lenoKc BO BpeMs IIpueMa IIUIIu
OelCTBHUE IIpenapaTta MOXKET HacTyIlaTh ITO30Hee, Y4eM IIPU ero IIpruMeHeHnn HaTolllak.

ITauueHmul nodcus020 8o3pacma. Heo6xXxoguMoCTh B KOPPEKIIMU IO3HI MallieHTaM
MMOZKUJIOTO Bo3pacTa (= 65 meT) OTCyTCTBYyeT.

ITauuerHmul ¢ noyueyHou Hedocmamo4yHoCcmbvio. 1715 mallueHTOB C II0YEeYHOU
HeOOCTaTOYHOCTHIO JIETKOU U CpeOHEelN CTEeIIeHU TSIXKeCTHu (KnupeHc KpeatuHuHa 30-80
MJI/MUH) peKOMeHayeMas Oo3a TaKas XkKe, KaK yKa3aHO BhHIIIe B pa3ferie «B3pocrbie».

[TockONBKY y mallueHTOB C IOYEeUYHOU HEeJOCTaTOUYHOCTBIO TSIKEJION CTeIleHU (KJIUPEHC
KpeatuHuHa <30 MJI/MUH) KJIMPEHC CUJIAeHadula CHUXKEH, CIeAyeT PacCCMOTPETH
BO3MOXKHOCTh IPUMEHEHHUS O03kI 25 MT *. B 3aBUCUMOCTHU OT 9PPEKTUBHOCTU U
IIepeHOCUMOCTH IIpenapaTa Ipu HeoOXOOUMOCTH A03y MOXKHO YBEIUUYUTH ITOCTEIEHHO
mo 50 mr u mo 100 mr.

IMTayuenmul ¢ neyeHouHoU Hedocmamo4Hocmbuvio. [I0CKONBKY y IMallueHTOB C
IIe4YEeHOYHOU HEeJOCTAaTOYHOCThIO (HalrpuMep IUPPO30M) KIIUPEHC cuigeHadunia
CHUXKEH, ClIeyeT paCCMOTPETh BO3MOXKHOCTh IPUMEHEHUS OO3Hl 25 MI' *. B



3aBUCUMOCTHU OT 3¢pPEKTUBHOCTU U IEPEHOCUMOCTH ITperapaTa IIpu HeoOXOOUMOCTHU
003y MOXKHO YBEJIMYHUTH HocTeneHHo go 50 mr u o 100 mr.

ITauyuenmul, npumeHAUWUe Opy2ue 1eKkapcmeeHHble cpedcmaad. Ecnu naleHTE
onmHoBpeMeHHO MHTruOuTOpEl CYP3A4 (3a UCKITIOUeHWEeM PHUTOHABUPA, IIPUMEHEeHHue
KOTOPOTO OOJHOBPEMEHHO C CUJIbIeHapUIOM He peKOMEHOYyeTCs, CM. pa3aesibl
«Ocob0eHHOCTU TPUMEHEHUST» U «B3auMoeNCTBUE C IPYTUMHU JIeKapCTBEHHBIMU
CpencTBaMU U OpPyryue BUOLL B3aUMOIOEUCTBUM»), ClIefyeT PaCCMOTPETh BO3MOXKHOCTD
IIpUMEHEHUS HadajIbHOU JO3BI 25 MT *,

C 1enbl0 MUHUMU3AIIUU BO3MOXKHOI'O PA3BUTUS IOCTYPaIbHOU TUIIOTEH3UH Y
NMalneHTOoB, IPUHUMAIONIUX 6JI0KaTOPHL (-aApPEeHOPELeNTOPOB, COCTOSTHUE TaKUX
MMalMeHTOB HYKHO CTaOMIU3UPOBaTh C ITOMOIIbI0 OJIOKAaTOPOB Q-adpPeHOPELEeIITOPOB A0
HadaJjla TpUMeHeHus cungeHaduna. Takxke cilemyeT paCCMOTPETh BO3MOKHOCTD
MIPUMEeHEeHMS HadaabHOU 03kl 25 MT * (cM. pa3gesnibl « OCOOEHHOCTH IPUMEHEHUI» U
«B3auMopenicTBUe C OPYTUMU JIEKapPCTBEHHBIMU CpPELNCTBaMU U OPyTrue BUOEL
B3aMMOOEHUCTBUI»).

* - IPpUMEHSTH JIEKapCTBEHHBIE CPEMICTBA C AEUCTBYIOIIUM BEIIECTBOM CuUIgeHadun B
COOTBETCTBYIOIIIEN TO3UPOBKE.

HeTn
[Tpennapat KoHerpa [lenoKC He MOKa3aH K IIPpUMEHEeHUI0 1ullaM 0o 18 mer.
Ilepeno3upoBka

B xome KITMHUYECKUX UCCJIeOOBaHUM C yyacTheM T0OPOBOJILIEB IPU ITPUMEHEHUN
pas3oBoi go3kl cungeHaduna mo 800 Mr moboUHEIe PeaKIuy ObIIN ITOOOOHEI TEM,
KOTOpPHIe HAOIIOAINCh ITPYU ITPUMeHeHun cuineHaduia B 0ojiee HU3KUX I03aX, HO
BO3HUKAJIM 4Yalle 1 OblIu 00Jiee TsaxKenbIMu. [IpuMeHeHue cunmeHaduna B gose 200
MT" HEe TIPUBOOUJIO K MOBHIIIEHUI0 3HEKTUBHOCTH, HO BEI3BIBAJIO POCT KOJIMYECTBa
CIy4aeB pa3BUTHUS MOOOYHBIX Peakiuii (TOJI0OBHOM 00JIH, MPUINBOB, TOJIOBOKPYXKEHUeE,
OVCIEIICUY, 3aJI02KEHHOCTHU HOCa, HapyILIeHUW CO CTOPOHBI OPraHOB 3PEHUS).

B cnyyae mepemo3upoBKY IIPU HEOOXOOMMOCTHU CJIeAyeT IPUMEHUTH OOLIYHEIE
IIOAAePXHUBAIOIIe MEePONMPUATHS. YCKOPeHHe KIIHpPeHca cuigeHaduia npu
reMogualii3e MaJIOBePOSITHO BCJIEACTBHE BHICOKOM CTEIEHH CBSI3bIBAHHS ITperapara C
0eTKaMu I1JIa3MbI KPOBU 1 OTCYTCTBHUS 3JIMMUHAIIMK CUIOeHaduIa C MOYOH.

ITobo4YHbIE peaKIIuu



Haun6omee yacThIMU ITOOOYHBIMU pPeaKIUSIMU, 0 KOTOPHIX COOOIIany B KIMHUYECKUX
HCCJIeJOBaHUAX CPeOU NallMeHTOB, IPUHUMAaBIIUX cuigeHadun, 661U roj1oBHAsI 60JIb,
IIPUJINBEI, JUCIEICHUS, 3aJI0KEHHOCTDh Hoca, 00JIb B CIIMHE, T'OJIOBOKPYKEHUE,
TOIITHOTA, HapyIIeHNue 3PeHus, [IUaHOIICUs U 3aTyMaHuBaHue 3peHusi. MHGopMaIus o
MOOOYHBIX PEAKIIUM B paMKaX ITOCTMapKEeTUHTOBOT0 HabtomeHus: Oblyia coOpaHa B
TedYeHHUe Mepuoa IIPomoIXKUTETbHOCTbIO 60s1ee 10 meT. ITOCKONBKY 3asiBUTEITIO
coo01tanu He 000 BcexX IMMOOOYHBIX PeaKIUsIX U He BCe MOO0YHbIE peaKuu ObLIN
BKJIIOUEHHI B 0a3y JaHHBIX 110 0€30MaCHOCTH, YaCTOTa TAaKUX PeaKIui He MOXKeT OBITh
OOCTOBEPHO OIIpefeieHa.

Bce knuHMYECKU 3HaYMMbIe TTOOOYHBIE PeaKIIuy, KOTOPhle HabIioaanich BO BpeMs
KJIMHUYECKUX MCCIJIeIOBaHUM Yallle, YeM NIPU NPUMEHEHUH Janebo0, IpuBeaeHbl HUXKE
B COOTBETCTBMHU C Kilaccudpukamnmen «CucremMa-opraH-KjiacC» U 4aCTOThI: O4Y€Hb 9acTO
(= 1/10), gacto (= 1/100 - <1/10), HeyacTo (= 1000 - <1/100) u pexgko (= 1/10000 -
<1/1000). B nipenmenax Kaxao¥ YaCTOTHOM I'PYIIIEI ITIOO0OYHBIE PeaKIIUU ITPUBEIEHEI B
NOpsigKe YMEHBIIEHUS UX IPOSBIEHUN.

HHpekuuoHHble u uHBa3usHbvle 3ab60/1e8aHUS.
HeuacTo: puHUT.

Co cCmMOpPOHbL UMMYHHOU CcucmemMbl.

HewgacTo: runepuyBCTBUTEIBHOCTb.

Co cmoOpoOHblI HEPBHOU CcuCmMeMbl.

OuyeHb YacTO: TOJI0OBHAsS OOJIb.

YacTo: TOJI0OBOKpPYKEHUE.

HeyacTo: COHMUBOCTE, TUIIECTE3UA.

Penko: MHCY/IBT, TPAH3UTOPHAS HIIeMUYecKas aTaka, CyJIOPOTH *, peliuIuBLEI CyooM *,
CHUHKOIIE.

Co cmopoHblI OP2aHO8 3PEHUA.
YacTo HapylIeHue BOCIPUATHUA I[BeTa **, paCCTPOMCTBA 3PEHUS, IOMyTHEHNE 3PEHUS.

HeuacTo paccTporcTBa cie3oTedeHune ***, 6onb B rinasax, portododusi, ¢poTomcus,
TUIIePEeMHUS TJia3, SPKOCTh 3PEHUSI, KOHbIOHKTUBUT.

Pepko HeapTepuasibHa MepeaHsas ullleMrudecKasi HeMponaTus 3pUTeIbHOro HepBa *
OKKJIIO3U S COCY[IOB CETUYATKHU * peTUHAJIbHBIM KPOBOU3JIMSAHNE, apTEPUOCKIEPOTUYHA
PEeTUHOIIaTUs, HapyIllIeHUs CO CTOPOHBI CETYAaTKH, TI1aykKoMma, HedeKThl IOIsT 3peHUs,



OUIIIONNSI, CHUXKEeHKMEe OCTPOTHI 3PEHMsI, MUOMHSI, aCTEHOIINS, TIJIaBaIOII1e
IIOMYTHEHHUS CTEKJIOBUIHOTO TeJjla, HapYyIIeHUsI CO CTOPOHBI PAAYyKHOM 000JI0OUKH,
MHUPHA3, MOSIBJIEHUE CBETSIINXCS KPYTroB BOKPYT UCTOYHUKA CBEeTa (rajio) B moJje
3peHusi, OTEK IjIa3, IPUIYXJIOCTh I'Jla3, HAPYIIeHUs CO CTOPOHEI I'/Ia3, TUIIePEeMHUs
KOHBIOHKTHBHI, pa3gpaxkKeHue Irjia3, aHoMaIbHbIE OLIYIIeHHs B I1a3axX, OTeK BekK,
obecIliBeYrBaHUE CKIIEPHI.

Co cmopoHbl Op2aHo8 cayxa u eecmuby1apHO20 annapama.
HeyacTo: rol0BOKpy2K€eHMe, 3BOH B yIllax.

Pepko: rimyxora.

Co cmopoHbl cepdua.

HeuacTo: Taxukapaus, yCuIeHHOe cepalebrueHune.

Penko: BHe3amHas cepaedyHasi CMepTh *, MHaPKT MUOKap/a, XKeJIyqoOYKoBasi apuTMUSI
*, pubpunndanus npeacepauii, HectabuabHast CTEHOKaPOUS.

Co cmopoHbl cocy0os.

YacTo: IpuIUBE KPOBU K JIUIY, ITPUJIUBEL 2Kapa.

HewacTo: runepreH3us, TUIIOTEH3US.

Co cmopoHbl pecnupamopHOlU cucmembl, 0P2aHO8 2pYOHOU KaemKu U cpedoCmeHUsl.
YacTo: 3a7I0KEeHHOCTD HOCa.

HeuacTo: HOCOBOE KPOBOTEeUEHME, 3aJI0KEHHOCTh ITPUOAaTOYHBIX ITa3yX HOCa.

Pepnko: omymieHue cxkaTus B ropJjie, OTEK CJIM3UCTOM 000JI0UKU HOCA, CyXOCTh B HOCY.
Co cmopoHbl Hce1y00UYHO-KUUWe4YHo20 mpakmad.

YacTo: TOIIHOTA, AUCIEIICHUs.

HeuacTo: racTpoa3odareanbHas pedokcHass 601e3Hb, pBoTa, 60Ib B BePXHEH YacTu
KHUBOTA, CyXOCTh BO PTY.

Penko: rumecTes3usi POTOBOM IIOJIOCTH.
Co cmoOpOHbI KOJHCU U NOOKOHCHOU MKAHU.
HeugacTo: ChIIb.

Pepgko: cuagpom CtuBeHcCa-I[:KOHCOHA *, TOKCUYECKUU STMIHUAePMalIbHbIA HEKPOIU3 *,



Co cmopoHbl ONOPHO-08U2aMEAbHO20 dNNApama u coeduHume1bHouU MKaHu.
HeuacTo: muanrus, 60jib B KOHEYHOCTSIX.

Co cmopoHbl MoYesblde1umebHOU Cucmemebl.

Heuacrto: rematypus.

Co cmopoHbl penpodyKmuBHOU cucmeMbl U MO/A0YHbIX dHcees.

Penxko: KPOBOTE€YE€HHE 13 ITOJIOBOT'O YJI€Ha, ITPUAIITu3M * reMaTOCIIEPMUI,
IIPOOOIIZKUTEJIbHAA 3PEKIINA.

Obw,ue HapyweHus U peakuuu 8 mecme ege0eHUusl.

HeuacTo: 6051b B TpyOHu, TTOBHIIIIEHHAS YTOMIISIEMOCTh, YYBCTBO XKapa.

Penko: pa3gpaxkeHue.

Ob6caedosaHue.

HeugacTo: moBhIlIIeHHAs YacTOTa CEPOEYHBIX COKPAIIleHUM.

* Coo0111a10Cch NI IPU UCCIEI0OBAaHUY II0CJIe BhIXOOa ITpernapaTa Ha PhIHOK.

** HapylueHre BOCIPUSATHUS L[BETA: XJIOPOIICUSA, XPOMATOIICUS, LINaHOIICHUSI,
€PHUTPOIICUS, KCAHTOIICHUSI.

*+* HapyllleHue cjie30Te4eHne: CYXOCTh B I'/la3aX, HapyLIeHue CJIe300TOeIeHUs U
[IOBHIIIIEHUE CII€30TEeYEeHUeE.

HuxkenpuBeneHHbIE IBJIEHUS HaOMOOanuch B <2% IallueHTOB B XOfe
KOHTPOJINPYEMEIX KJIMHUYECKUX UCCJIENOBAHUY; IIPUYNHHAA B3aUMOCBS3b He
onpeneneH. CooOuieHMe BKIIOYaIu SIBJI€HUSI, KOTOPHIE UMEJI BEPOSITHBIN CBSA3b C
IpUMeHeHMeM IIpernapara. ABlIeHusI, KOTOphle He ObUIU yKa3aHbl, ObUIU JIETKUMU U
Cco00IIeHUs OBIIM OYE€Hb HETOYHBIMY, UYTOOBI UMEThH 3Ha4YEHUE.

Obuwue. OTek nuilia, GoTOoCEeHCUOUTM3AIINS, III0OK, aCTeHUs, 60/Ib, BHe3aMHOe ITaJieHue,
00/1b B JKUBOTE, BHE3AIMHOE ITOBPEXKIECHUE.

Co cmopoHbl cepOedHo-cocyducmotll cucmembl: CTeHOKapaus, AV-01oKama, MUTPEHB,
MMOCTypaJbHas TUMIOTEH3U s, UIIeMUSI MUOKapaa, TPOMO03 COCYIOB IOJIOBHOT'O MO3Ta,
BHe3alTHasi OCTAHOBKA Cep[lla, HapylIeHus pe3ynbTaToB Ha JKI', KapouomMuomnaTus.

Co CMOPOHDbI ofceﬂydquo-Kuwequeo mpaxkma: TJIOCCUT, KOJIUT, JII/IC(bal"I/IH, IraCTpPHUT,
T'aCTPOSHTEPHUT, :—)30(1)&1“1/11", CTOMATHUT, HapYIIeHHue Pe3yJIbTAaTOB ITI€YE€HOYHEIX Hp06,
PEeKTallIbHOE€ KPOBOTEYEHNE, THHTIUBHUT.



Co cmopoHbl cucmembl Kpo8u U AuM@pamuyeckoll cucmembl: aHEMUS, JIEUKOIIEHUS.

Paccmpoticmea memaboau3ma u numaHus: ’kKaxja, OTeK, mogarpa, HeCTaOUIbHBIN
nuabeT, TUIePrIuKeMus, nepudeprudeckre OTEKU, TUIIEPYPUKEMU S, TUIIOTTTUKEMMUS,
TUIIEPHATPUEMUSI.

Co CMOPOHDbI KOCMHO-MblWEYHOU cucmembl: APTPHUT, aPTPO3, PA3PEIB CYX02KUJIUS,
TEHOCHHOBHT, 00b B KOCTAX, MHNACTEeHHusI, CHHOBHUT.

Co cmopoHbl Hep8HOUl cucmeMbl: aTaKCHUs, HeBpaJTrus, HeMpPoIaTus, mapecTe3nu,
TPEeMOp,BEePTUTO, Adenpeccusi, 0eCCOHHUIIA, aHOMAJIbHbIEe CHOBUOEHUSI, CHUXKEHHIE
pedIeKcoB.

Co cmopoHbl ObixamenbHOU cucmeMbl: aCTMa, OABIIIKA, TapUHTUT, GapPUHTUT,
CUHYCUT, OPOHXUT, YCUJIEHHOE CIIIOHOOTHEIeHUe, YCUIeHNe Kallljls.

Co cmopoHbl KoJicu: KpaluBHUIIA, Teprec, 3y, IOTINBOCTh, I3Bbl KOXKU, KOHTAKTHHIHN
OepMaTHUT, 9KCGHOIUATUBHBIN TepPMaTHUT.

Cneuuguueckue owyw,eHuUs: BHe3alHOe CHUXKEHHE UJIN II0TepPsi ClIyXa, 00JIb B yIIIax,
KPOBOM3NIUSIHUE B I'/la3, KAaTapaKTa, CyXOCTh B I'JIa3ax.

Co CMOPOHDbI ypoeeHuma/leofl cucmembvl: TUCTUT, HUKTYPHS, ITIOBHIIIEHHAA 9dCTOTa
MO‘-IeI/ICHYCKaHI/IfI, YBEJIMYEHNE MOJIOYHEIX 2K€eJIe3, HeJeP2KaHue MO4YHM, HaPYyIIEeHue
IAKYIIAIINY, OTEK IIOJIOBBIX OPIraHOB, aHOPra3MHusi.

Onbim npumeHeHus noc/ae 8bixo0d Ha PblHOK. [TOCKONIBKY O TaKUX ITOOOYHBIX
peakumsax coob11aoT JOOPOBOJIBFHO U COOOIIEHUS IIOCTYIIAIOT OT IMONYJISALNNT
HEeU3BECTHOM YHCIIEHHOCTH, He BCETHa MOXKHO MOCTOBEPHO OII€HUTh UX YaCTOTY U
YCTAHOBUTH NPUYUHHYIO CBSI3b C 3KCIO3UIINEN JIEKAPCTBEHHOTO CPENCTBA. DTHU
SIBJIEHUS OBIJIM OTMEYEHHI KaK 3a UX CePhe3HOCTh, YaCTOTY COOOIIEeHHI, OTCYTCTBHE
YETKOT'0 aJIbTePHATUBHOTO CBSI3H, TAaK M Yepe3 KOMOMHAITUIO 9TUX (PAaKTOPOB.

CepoeuHo-cocyducmbule u uepebposackyasipHble AieHus. CoobIIanoch 0 CEPbe3HBIX
CepOedYHO-COCYOUCTHIe, IlepeOpoBacKyIsIpHble U COCYOUCTHIE SIBJIEHUS, BKIIIOYas
11epeOpPOoBaCKyIsIPHON KPOBOTeUeHNe, cCyDapaxHouaaabHOE U BHYTpHUIllepeOpalbHOM
KPOBOTEYEHNeEe U JIETOYHOe KPOBOTEUYEHHE, KOTOPhIe OBIJIM CBsSI3aHEI BO BPEMEHHU C
npuMeHeHueM cungeHaduna. Y O0IbIIMHCTBA ITAIIMEHTOB, HO He Y BCeX, UMEJIUCh
dbakTOpEI cCEPOEYHO-COCYOUCTOT0 pucka. CoobIlasoch, YTO MHOTHE U3 ITUX SIBII€HUMN
BO3HUKJIM BO BpeMS MJIU CPa3y IIOCJIE ITOJI0OBOM aKTUBHOCTHU U HECKOJIbKO SBJIEHUMN
BO3HUKIIM Cpa3y II0Cjie MpuMeHeHus cunneHadwua 6e3 mMoI0BoM aKTUBHOCTH. [Ipyrue
SIBJIEHUWST BO3HUKJIIM B TE€UEHUE CIeOYIOIINX YaCOB UIU OHEU MMOCJe TPUMEHEHUSI
cunpgeHadunIa U M0JI0BOM aKTUBHOCTU. HEBO3MOXKHO YCTAHOBUTD, 3TU SIBIIEHUS
CBSI3aHbI C MPUMEHEeHHeM IIpelapaTa, C II0JIOBOM aKTUBHOCTHIO, C UMEIOITUMUCST



dbakTOopamMu pHCcKa UIHU C KOMOMHaIuen 3TUX GakKTOPOB, UIHU C APYTUMU (HaKTOpaMu.

KposeHocHas u aumgpamuyeckas cucmembl: Ba30OKJIIO3UBHUI KPU3KUCOB. B
HeOOoJILIIIOM 3a0/1aroBpeMeHHO IPUOCTAaHOBJIEHHOM HCCJIE€IOBAaHUY ITPUMEHEeHU
npemnapaTta PeBanuo (cunmeHaduir) Ojis IMalueHTOB C JIETOYHOUW apTepHualIbHOU
TUIepTeH3uel, BTOPUYHOU 10 CEPIIOBUAHOKIIETOYHON aHEMUH, TIPU IIPUMEHEHUN
cunmeHaduia 0 Pa3BUTUN Ba300KIIO3UBHUX KPU30B, TPeOYIOIINe TOCIIUTAIN3allNH,
cooOmIany yaile, 4eM Ipu NpuMeHeHuu Iiamnebo. KnmuHnyeckoe 3HaUeHUe 3TOU
vnHGOPMAIUHY OIS HallMeHTOB, IPUHUMAIOIINX CUIAeHadHI C 1eJIbio JIeYeHU
9PEKTUNbHON OUCPYHKIIUU, IBJISETCSI HEU3BECTHBIM.

HepeHas cucmema: TPEBOXKHOCTDb, TPAH3UTOPHAsI r1o0aibHasA aMHe3us.
Cneuuguueckue owyweHus.

Cayx. Coo011amoch 0 ciIydasix BHE3aIllHOTO CHUXKEHUS WU ITOTEPU CITyXa, CBSI3aHHbBIE
110 BpEMEHU C TpUMeHeHueM cuiimeHaduna. B HeKOTOpPHIX cliydasx coo0Ianu o
HaJIU4YUU MEeOUIIUHCKUX COCTOSTHHUU U OPYTUX (paKTOPOB, KOTOPhIE MOTJIM ChITPaTh POJIb
B Pa3BUTUHU MOOOYHBIX PeaKIUi CO CTOPOHHI CiIyXa. Bo MHOTUX ciy4yasx uHpopMalusa
110 JajibHeUllIeMy MeOUIIMHCKOMY HaOIIoOeHUI0 OTCYTCTBYeT. O penenuThb, 3TH
SIBJIEHUS HAIIPSIMYIO CBSI3aHBI C IPUMEHEHUEM cuigeHadunia, C UMEINMUCS
akTOpamMm pHUCKa IIOTEPU ClIyXa, C KoMOMHAaIIMeN 3TuX (GaKTOPOB UIHU C APYTUMU
(bakTOpamMu, HEBO3MOKHO.

3peHure BpeMeHHas IIoTeps 3PpeHus, IOKpPacHeHue Iiia3, XKKeHHe B Ijla3ax,
MIOBHINIIEHWE BHYTPUTJIA3HOTO JABI€HUS, OTEK CeTYAaTKH, COCYIUCThIe 3a00IeBaHus
CeTYaTKH MM KPOBOTEUYEHMEe, OTCJIONKA CTEKJIOBUOHOIO TeJa.

Penko coob1ianu o ciaydasix HeapTepHualbHOU IepegHel UIleMUYeCKON HeBPOIaTUU
3PUTEJIbHOTO HEPBA, YTO SBJISETCS NPUYNHONW CHUXKEHUS 3PEeHUs, BKIIIo4Yas
ITOCTOSIHHYIO ITIOTEPIO 3pEeHHUsI, KOTOPHIe OB/ CBSI3aHLI BO BPEMEHU C IIPUMEHEHUEeM
uHruoutopoB ®J13-5, BKioyasa cungeHadun. Y MHOTUX ITAllMEHTOB, HO HE Yy BCEX,
UMEeJINCh aHaTOMUYECKHE UIU COCYAUCTHIE (paKTOPHI PUCKa Pa3BUTUA
HeapTepUaabHOU MepeqHed UIeMUYeCKOU HeBPOIlaTUU 3PUTEIbHOTO HEPBa, BKITIO4Yas
(HO He 00s3aTENbHO OTPAHUYNBASICh) CIIeAyIOIIMe: HU3K0e COOTHOIIIEHWEe NuaMeTpa
9KCKaBalluU U OVCKa 3PUTEIHbHOTO HepBa (3aCTOUHBIN OUCK 3PUTEIHLHOTO HEPBA),
Bo3pacT 50 neT, runepTeH3usi, 3a001eBaHNsI KOPOHAPHLIX apTEPUM, TUTIEPIUITUAEMU ST
U KypeHue. HeBO3MOXKHO OIIPEeEeNnTh, 9TU SABJIEHUS HAaIPsIMYIO CBSI3aHEI C
IpuUMeHeHueM UHruouTopoB ®I13-5, uiu ¢ UMEIIMUMUCSI aHaTOMUYECKUMHU UJTH
COCYOUCTHIMHU (paKTOpaMM pPHUCKA, UJIM C KOMOMHALMEeN 3TUX BCeX (aKTOPOB, UJIH C
OpyruMu pakKTopaMHu.



Omuem o nodo3pesaemvix NnobouyHble peakuuu. OTYET O ITOT03PeBaeMbBIX ITOOOYHEIE
peakluy II0Cie PerucTpalny JIeKapCTBEHHOI'0 CPeqCTBa UMeeT BaXKHOe 3HaYeHue.
ITO MO3BOJISIET MTPOBOOUTh HEIPEPLIBHEIM MOHUTOPUHT COOTHOIIIEHUS IIOJIL3EI U
PHCKOB, CBSI3aHHBIX C IIPHMEHEHHEeM 3TOr0 IIpelapara. Bpauam ciegyeT
OTUYHUTBIBATHCS O JIIOOBIX IT0I03PEeBaeMble TOOOYHEIE PEAKIINH B COOTBETCTBUH C
TpeOOoBaHUSIMH 3aKOHOOATEJILCTBA.

CpoOK rogHoCTH
3 roma.
YcnoBusi XxpaHeHHUus1

[IpemapaTt He TpebOyeT CIelnalbHBIX TEMIIEPATYPHBIX YCIIOBUM XPaHEHUS.
XpaHUTh B OpUTUHAJILHOU YIIaKOBKE [JIA 3alllUTHL OT CBETA.

XpaHUTh B HEJOCTYITHOM [JIsI OEeTEeU MeCTe.

YnakoBka

ITo 4 TaGneTke B 6;1ucTepe, mo 1 671uCcTEepy B KAPTOHHOM KOPOOKe.
Kareropus ornycka

ITo penenrty.

ITpou3sBoourtenn

I'enedapm CA.

MecTOHax0XIeHHEe IIPOU3BOTUTEJISI U €r0o afpec MecTa OCylleCTBIeHUS
OesaATeJILHOCTH

18- kM Mapadonoc AseHto, [Tannuau Attuka, 15351, I'penus.
N CTOYHHUK HHCTPYKIIUH

NHCTPYKIIUS TeKapCTBEHHOTO CPeACTBa B3siTa U3 0QUIIMaTbHOT0 UCTOYHUKA —
['ocymapCTBEHHOTO peecTpa JIEKAPCTBEHHBIX CPEACTB YKpPaUHHI.
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