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IHCTPYKUIA
JUISE MEIHYHOT0 3aCTOCYBAHHA JIIKAPCHKOIO 3200y

CHJIAT'PA

Cknao:

oitoua pevosuna. sildenafil;

1 Tabnerka, BKpHTa ILUTIBKOBOIO OOOJOHKOIO, MIiCTHTH cuijieHadiny (y dopmi cuinenadiny
uutpaty) S0 mr;

1 rabnerka. BKpHTa IUIBKOBOK OOOJOHKOI, MICTHTH cuijeHadiny (v dopmi cunaeHadiny
mutpary) 100 mr;

OONOMIDICHI pe4yo6uHU: TTAKTO3a MOHOTIIPAT, HEI0I03a MIKpoKprcTaniyna, nosigon K (29-32),
HATPil0 KpockapMerso3a, MarHiio creapar, Opadry Blue 03F20404: rinpomenosa (6 CP), Tutany
niokeun (E 171), makporon 6000, inaurokapminy amominieuit nak (E 132).

Jlikapebka opma. TaGneTkH, BKPHTI [UTIBKOBOK 000JI0HKOO.

Ocnoeni ¢hizuxo-ximiyni eéracmueocmi: TabNeTKH, BKPUTI IIIBKOBOK 00O0JOHKOI, OJIAKHTHOTO
KOJIbOPY, eninTu4Hoi (GopMu, aABoONYKIi, 3 rpaBipyBanHsM «SL50» ab6o «SL100» Ha oawiit i3
CTOpIH.

@apmakoTepaneBTHYHA rpyna. 3aco0u, 110 3aCTOCOBYIOTbCA MPH €PeKTHIbHIA AHCHYHKLIT.
Cunpenadin. Kox ATX G04B E03.

DapmaronoziuHi e1acmugocmi.

DapmarkoouHamika.

Mexanism mii. Cunaenadin € nikapcbkum 3aco0oM IS NEpOpaibHOTO  3acTOCYBaHHS.
NpPH3HAYEHUM JUIS JIIKYBaHHS epekTuabHOl auchyukimii. IIpu cexcyarbHOMY 30y/DKeHHI
MiKapchbKMH 3aci0d BIJHOBIIOE 3HHXKEHY ePeKTHJIBHY (YHKIIIO HUIAXOM TMMOCHJICHHS MPUTOKY
KPOBI J10 NeHica.

dizionoriyHMid MeXaHi3M, 10 3YMOBIIIOE €PeKIil0, BKIIOYae BUBLIbHEHHS OKCHay a3oTy (NO) y
KaBepHO3HUX TijaXx Iijl 4Yac ceKcyalbHOro 30y/UkeHHs. BHBiIbHEHHI OKCHA a30Ty aKTHBYE
(epMeHT  ryaHiJaTUHKIIA3y, 0  CTHMYJIOE  NiJABHINEHHS  PIBHA LHKJIIYHOTO
ryaHosuaMoHo(pochary (ulM®P), mo, y CBOK Hepry, BHKIMKAE po3ciabieHHs TIIajaKoi
MYCKYJIaTYPH KABEPHO3HHUX TiJl, CIPUSIOYH PUTOKY KPOBI.

Cunnenadin € MOTY)KHHM Ta ceJeKTHBHUM iHribiTopoM ul M®-cnenndiunoi pocdoaiecrepazu
5 (PIE-5) y xaBepHO3HuX Tinax, ne ®JIE-5 Bianosinae 3a posnan ul M®. Edexrn cunnenadiny
Ha epekuilo MaroTh nepudepuunnii xapakrep. CuinneHadin He UMHHTH Oe3nocepeaHbOl
penakcyrodoi aii Ha 130/IbOBaHI KaBEPHO3HI TiNa JIOAWHM, ajie IMOTYXHO MOCHIIIOE
poscaabmorouy aito NO Ha many tkanuny. [lpu akrusanii metabomiynoro nusxy NO/ul'M®,
o BiAOyBa€ThCs NIPH CEKCyalbHIN cTUMYJIsILIT, iHrOyBanns cuitenagisom ®JE-5 npu3BOAHTD
Ao miaBuuieHHs piBHsA ul M® y kaBepHO3HHX Tijax. Takum uuHOM, U1 TOro, 106 cHteHadin
BHKJIMKaB noTpiGHHH hapMakosoriuuuii edekT, HeoOXiHe cekcyalibHe 36y IKeHHS.
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Boaus nva dapmakoauHamiky. JlocaiDKeHHs in vitro NpoAEMOHCTpYBa/IM, WO cuiaeHadul €
cenektuBHAM 10 DJIE-5, mo Oepe akTHBHY y4acTh y nporeci epekuii. Edexr cunaenadiny Ha
®JIE-5 nortyxuimmi, HiX Ha iHwi Binomi docdomiectepasu. lleit edext y 10 pasis
noTykHimui, Hik epexkt Ha PJIE-6, o Oepe yyacTs y npouecax GoTonepeTBOpeHHs y CITKIBLI.
[TpH 3acToCyBaHHI MAKCHMAILHHX PEKOMEHI0BAHHX /103 CelIeKTHBHICTh cuiaenadiny go ®JIE-5
y 80 pa3iB nepeBumiye ioro cenektuBHicth 10 ®JIE-1, y 700 pasie Buma, Hix o OJE-2,
®JIE-3, ®JIE4, DJIE-7, OJIE-8. DJIE-9, PJIE-10 T1a PJIE-11. 3B0Kpema, CeNCKTHBHICTH
cunaenadiny no ®JE-5 y 4000 pasis nepeBuinye ioro cenektuBHicte a0 DJE-3 -
HAM®O®-cnenudivynoi i3ohpopmu docedoniecrepasn, mo Oepe yuwacTe y perynsuii cepuesoi
CKOPOT/IHBOCTI.

Dapmaroxinemuka.

AbGcopbuis. Cungenadin mpeuako abGcopOyerbes. MaxkcumanbHi  M1a3MOBI  KOHLEHTpaLii
JmKapebkoro 3acoby jgocsrarotbes npotsroMm 30-120 xeumuH (i3 meaiaHowo 60 XBHIMH) micis
fioro mnepopanpHoro 3acrocyBanns Hartmie. Cepeans aGcomortHa OiogocTynHicTh micis
NepopaibHOro 3acToCyBaHHs CTaHOBHTH 41 % (3 miana3oHoMm 3Ha4eHb Bix 25 % g0 63 %).
V pekomenzoBaHoMy jaiana3zosi 03 (Bia 25 go 100 mr) nokasuuku AUC 1a Chnax cunaenadiny
nicJis HOro nepopaibHOrO 3aCTOCYBAHHSI I ABHILYIOTHCS [TPONOPLUIHHO /10 T103H.

[Tpu 3actocyBaHHi cuijaeHadiny mia yac npuiomy ki cTynmiHb abcopOuil 3HHIKYETHCS 13
cepeHiM NoAoBKeHHIM Tinax 10 60 XBHIMH 1 cepeIHiM 3HHKEHHIM Cax Ha 29 %.

Posnoain. Cepenniii piBHOBaXkHHI 00’eM posnoainy (Vg) ctanoButh 105 miTpiB, MmO CBIIYHTH
IO PO3IOL JIIKApPChKOro 3aco0y B TKAHMHAX OpraHizMy.

[Ticnga opHOKpaTHOro mepopanbHOro 3actocyBaHHs cuineHadiny B po3i 100 mr cepeans
MaKCHMaJIbHa 3arajibHa Iia3MoBa KOHLEHTpallis cuiaeHadiny cranoBUTh MpUOIN3HO 440 Hr/Ma
(xoedinienT Bapiaiii ctaHoBUTE 40 %). OcKiIbKH 3B’ I3yBaHHs chiieHadiay Ta Horo roJoBHOTO
N-necmeruin-merabonity 3 Oinkamu miasmu jgocsrae 96 %, cepeiHss MakCHManbHa I1J1a3MOBa
KOHLEHTpallis BibHOro cuijeHadiny aocsrae 18 ur/ma (38 umons). Cryninb 3B’si3yBaHHS 3
OiskamMy 11a3MHU HE 3aNIeXKUTh Bijl 3aralbHUX KOHLEHTpaLil cuineHadiny.

V 310poBHX 100POBOIBLIB, AKi 3acTOCOBYBaIH cuiaeHadin ognokpaTtao B 1031 100 mr, uepes 90
XBUJIMH B esikysiati Bu3Havanocs mexie 0,0002 % (B cepeanbomy 188 Hr) 3actocoBanoi 103u.
biorpancdopmanis. Merabomism cunaeHadiny 3aIHCHIOETbCA TOJOBHHM HYHHOM 3@ Y4YacTio
MikpocoMansHuX i30¢pepmeHTiB neviHku CYP3A4 (ronoBuuit msx) ta CYP2C9 (apyropsanuii
msx). TomoBHUI  HUpKymMOKOYMA MeTaboNIT YTBOPIOETHCS HUISIXOM  N-JeMeTHIIOBAaHHS
cunaeHaduny. CenekTuBHICTe MeTtabounity BigHocHo DPJIE-5 nopiBHAHHA 3 CEICKTHBHICTIO
cunnenadiny, a axktuBHicTe Metabomity BimHocHo ®MJIE-5 cranoruts npubmuzno 50 %
AKTHMBHOCTI BHMXiIHOT pe4yoBHHHM. [Ina3MOBI KOHIEHTpalii MbOro MeTaboJiTy CTaHOBISTH
npubmsuo 40 % koHueHTpauii cuiieHadiny y nuasmi kposi. N-jeMeTHIb0BaHHI MeTabomiT
3a3Hae nojajibinoro mertabonismy, a nepioj HOro HaniBBHBEACHHS CTAaHOBHTh MNMPHOIH3HO
4 rouHu.

Eniminanis. 3araneHuii KiipeHe cuiieHadiny cTaHoBUTh 41 J1/Toj, 3yMOBIIOIOYH TepioJl Horo
HaliBBHBEJICHHS TpHBANICTIO 3-5 roaumH. Sk micas mepopaibHOro, Tak 1 IICHs
BHYTPIIIHBOBEHHOIO  3aCTOCYBaHHA €KCKpewis cuiageHadiny y Burisai  MeTabomiTiB
31IACHIOETBCS TOJIOBHUM YHWHOM i3 kaioM (mpubimszno 80 % BBeaeHoOl mepopaibHOI J103U) Ta
MEHIIOIO MipoIo 3 ceuero (mpubimzno 13 % orpumaHoi 103H).

Dapmakokinemura y 0cobaueux epyn nayicHmis.

[lanieHTH JNiTHLOrO BiKY. Y 3/0pOBHX [00pOBOJBIIB JITHBOTO BiKy (BikOoM Bia 65 pokiB)
BiJI3HAYA/IOCS 3HMIKEHHS KiipeHcy cuieHadiay, mio 3yMOBIIOBAIO [MiZIBULIEHHS IUIA3MOBHX
KOHIIEHTpallii cuiaaeHadimy Ta oro akTHBHOTO N-AeMeTHIboBaHOro MeTabouliTy npub/IH3HO Ha
90 % mopiBHAHO 3 BIANOBIAHMUMH KOHLEHTPALISMHU Y 3I0POBHX A00POBOJBIIB MOJOALIONO BiKY
(1845 pokiB). V 3B'43Ky i3 BIKOBHMH Bi/IMIHHOCTSAMH y 3B'd3yBaHHi 3 OilKaMH 1uia3MH KpoBi
BIJAMOBIIHE MiJBHINCHHS MIa3MOBOT KOHILEHTpauii BibHOrO cHiAeHadiny CTaHOBHIIO
npuGnu3no 40 %.

HupkoBa mepoctatHicTh. Y a00pOBOJBIIB 13 NOpYHIIEHHAMH (YHKUIT HHPOK JIErKoro ta
cepeHbOro crymens (kimipeHc kpeatuHiny 30-80 wmi/xB) ¢apmakokinetuka cuiieHadiny
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3aJIMIIaIacs He3MIHEHOIO Mic/s HOro 0JHOKPAaTHOTO MEPOPaIbHOro 3acTocyBaHHs y 031 S0 mr.
Cepenni AUC Ta Cmax N-aeMeTHIbOBaHOTO MeTalboMiTy MiABULIYBAIMCS Ha MakcumyM 126 % Ta
MakcuMyM 73 % BiAMOBIZHO MOPIBHSAHO 3 TAKHMH MMOKa3HUKaMH Yy 00pOBOJIBIIB TAKOIO K BiKY
Oe3 nopywens ¢ynkuii HHpok. OJgHak 4Yepe3 BHCOKY IHAMBIAyajbHY BapiaOelbHICTH LI
BIIMIHHOCTI He Oy/IM CTATHCTHYHO 3HAYYIIMMH. Y JOOPOBOJBIIB i3 TSKKMMH [OPYLIEHHIMH
Gynkuil HHpoK (KaipeHc KpeatHHiny Hiokde 30 Mur/xB) KiipeHc cuiieHadiny 3HHIKYBABCS, 110
npu3Bouio 10 cepeaHix niauieHb AUC 1a Cinax Ha 100 % 1a 88 % BiANOBIAHO MOPIBHSAHO i3
JN0OpOBOMBLSAMH Takoro x Biky 0e3 mopymens ¢yukuii Hupok. Kpim toro, 3uavenns AUC Tta
Chmax N-1eMeTuiboBanoro Metadomity 3nauyue niasuirysanucs Ha 200 % ta 79 % BiaAnoBiaHo.
[TeuiHKOBa HEJOCTATHICTh. Y A0OPOBOJIBIIB i3 HPO30M MEYiHKH JIETKOIO Ta OMIPHOTO CTYIIEHS
(xmaciB A ta B 3a knacudikauicro Yaiinpa-11'10) knipenc cuagenadiny 3HHIKYBaBCa. 110
npu3eo 10 10 niasuineHHss AUC (84 %) ta Cax (47 %) NOpPIBHSHO 3 J0OPOBOJIBLSMH TAKOTO
K BiKy Oe3 nopyueHb (QyHKuiii nedinku. @apMakokiHeTHka cuijieHadiny y mnaiieHTiB i3
nopymeHHAMH QYHKIIH Me4iHKH TSKKOTO CTYNEHsS He BHBYAIACH.

Kainiuni xapakrepucTuky.

Hokaszanna.

PekoMeHyeTbCsl 3aCTOCOBYBATH YOJIOBIKAM 13 €PEKTHJIBHOKO JAUCHYHKIIEIO, KA BH3HAYAECTHCSA
SIK He3JaTHICTh JOCATTH a0 MIATPHMATH €peKILilo CTaTeBOro WwieHa, HeoOXiaHy Ui YCHilIHOIo
CTaTeBOIO aKTy.

Jlns epexTrBHOI aii nikapeskoro 3aco0y Cunarpa notpibHe cekcyaibHe 30y/IKeHHS.

Hpomunokasanua.

— IlizBHIleHa YYT/IMBICTH A0 AKTHBHOI pe4OBHHH abo Oyab-iKol 3 IOMOMINKHHX PEHOBHH
JKapchKOTo 3aco0y.

— OpHOuacHe 3acTOCyBaHHSA i3 JOHOpaMH OKCHIY a30Ty (TaKMMH K aMiTHITpUT) abo HiTpataMH
y Oyap-skiii Gopmi nmpoTunokasaHe, OCKIJIbKH BIZOMO, IO cHieHadin mMae BILUIMB HA LUISXH
MeTabomi3My OKCHAY a30TY/LHHKIIYHOro ryaHosuHMoHO(pochaty (uI'M®) Tta noteHiie
rinoTeH3uBHHUI eeKT HITpaTiB.

— OxnHouacHe 3actocyBanHns iHri6iTopiB ®JIE-5 (y Tomy uncni cunaeHadiny) 31 cTHMYIATOPaMH
ryaHiIaTIMKIa3d, TaKHMH SK DPIOLUIyaTr, MPOTHIIOKA3aHe, OCKLUIBKH MOXKE [PH3BECTH JIO
CHMNTOMATHYHOI rinoTeH3ii (AMB. po3ain «B3aeMois 3 IHIIMMH JIIKapchbKUMHM 3aco0aMu Ta iHLi
BH/IH B3aEMOIii»).

— CraHn, npu SKUX He PEKOMEHJIOBaHA CeKCyallbHa aKTHBHICTH (HANpHKIAA, THKKI cepleBo-
CYAMHHI po3/lajgd, Taki sAK HecrabilbHa CTEHOKapis ado cepleBa HEAOCTATHICTh THKKOIO
CTyIeHs).

— BTpara 30py Ha o/fHEe OKO BHAciIOK HeapTepialbHOI MepeAHbO! ileMiYHOT HeBpomaTii
30pOBOr0 HEPBY HE3aIEKHO BiJ TOro, MOB’S3aHa LA MATOJIOTIA i3 MONEpPeaHIM 3acTOCYBaHHIM
inriditopiB ®JIE-5 uu Hi.

— HasBHICTE TakuX 3axBOpIOBaHb, AK MOPYIIEHHA (YHKUIT NEYIHKH THKKOTO CTYIEHH,
aprepianbHa rinorensis (aprepianbHuii THCK HIDKYe 90/50 MM pT. CT.), HEIOIaBHO T€PEHECEHHH
iHCyIbT ab0 iH(papKT MiokapJa Ta BiIOMi CHaJIKOBi JereHepaTHBHI 3aXBOPIOBAHHS CITKiBKH, TaKi
K NIrMEHTHHH peTHHIT (HeBeJWKa KUIBKICTh TaKMX MAUIEHTIB Mae€ TEHETHYHI po3jiaiu
docdoniecrepas citkiBku), ockinbku Oesneka cuneHadiny He pochiKyBazacs y TakHX
Miirpynax naiieHTis.

B3aemodia 3 inmumu aikapcoKumu 3acobamu ma iHuwii 6uOu 63aEmMo0iil.

Eghexmu inwux aikapcekux 3aco6ie na cunoenagin.

Hocnigxenns in vitro. Metabomi3m cuiaenadiny BinbyBaeTbes nepeBakHO 3a y4acTio i30dpopMu
3A4 (ronoBuuii msx) ta iz3odopmu 2C9 (apyropsanuii uuisx) waroxpomy Psso (CYP). Tomy
iHriGiTopn 1MX i30Q)epMEHTIB MOXKYTb 3HHKYBATH KiipeHC cuijeHadiay. a iHIYKTOpH LHX
i30()epMEHTIB MOXKYTh MiIBULIYBATH KJIipEHC cHieHadiny.

Hocnijpkenns in__vivo. Ilonynsuiiinuii (dapMakokiHETHYHHI aHaii3 JaHuX KJIiHIYHHX

3




JOCTI/UKeHb MPOJAEMOHCTPYBAB 3HHKCHHs KIipeHCy cuiaeHadiny npu HOro oaHOYacHOMY
3acTocyBaHH1 3 iHriditopamu CYP3A4 (TakumMM SK KETOKOHA30J, EPUTPOMILIMH, [IUMETH/IHH).
Xoua rnpu o/IHOYACHOMY 3acTocyBaHHi cuieHadiny Ta inriditopis CYP3A4 3pocraHHs yacToTH
NoOIYHMX ABHIL HE CIOCTEPIrayiocs, CJiJ PO3IJIAHYTH MOXKIHMBICTB 3aCTOCYBaHHS MOYaTKOBOI
JI034 cuaaeHadiny 25 mr.

OnnouacHe 3actocyBanus iHriditopy BlJI-mporeasu puronasipy, ayxke noTykHOro iHriéitopy
P4s0, y crani piBHoBaxHoi konuentpauii (500 mr 1 pa3z na no0y) ta cungenadinay (pazosa a03a
100 mr) nmpu3Boauiao 10 miABHINEHHS Cmax criaeHadiny Ha 300 % (v 4 pas3u) Ta miABHINEHHS
nnazmoBoi AUC cunnenadiny na 1000 % (y 11 pasis). Yepe3 24 roausHu mJiasMoBi piBHi
cungeHagiry Bce e craHoBHaH npuOam3Ho 200 Hr/mui, NOpiBHAHO 3 piBHEM NPUOIH3HO
5 HI/MJI, XapakTepHHM I 3acTOCYBaHHS cuiaeHadily OKpemo, IO BIANOBIIAE 3HAYHOMY
BIUIMBY PHMTOHaBipy Ha MHpokuid cnektp cyOctpariB Psso. Cuizenadin He BruMBae Ha
dapmakokineTuky puTOHaBipy. 3 ormsay Ha i (dapMakOKiHETHYHI JaHi OJHOYACHE
3aCTOCYBaHHA CHJJIeHaily Ta PHTOHABIpY HE peKOMeHAyeTbes (muB. po3ain «OcobnmBocTi
3aCTOCYBAHHN»); B Oy/Ib-1KOMY BHIAJKy MaKCHMalIbHa /103a CHIZIeHadiTy 3a )KOAHUX 00CTaBHH
HE IMOBHHHA NepPeBUIIYBATH 25 MI poTAToM 48 rojiuH.

Onnouache 3actocyBanns iHriditopy BlJI-nmporeasn caxsinasipy. inriditopy CYP3A4. y no3i,
1o 3abe3nevye piBHOBaXHY KoHueHTpauito (1200 Mr Tpuyi Ha 100y). Ta cuaaenadiny (100 mr
pazoBo) MpH3BOAMIO 10 MiABHILEHHS Cmax cuiieHadiny Ha 140 % Ta 3011b1IEHHS CHCTEMHOT
ekcnosunii (AUC) cunpenadiny wa 210 %. He BusBieHo BrukBY cuijeHadiny Ha
(hapMakoKiHETHKY cakBiHaBipy (;mB. po3in «Crocib 3acTocyBaHHs Ta j103M»). [TependavaeTses,
mo Ginemr noTyxHi iHribitopu CYP3A4, Ttaki sk KeTOKOHA30/1 Ta iTpakoHa3ol, OyayTh MaTu
Olbll BUpasKEHUH BILTHE.

[Ipn 3actocyBanHi cunaeHadiny (100 mr pa3oBo) Ta epHTPOMIIIMHY. TOMIpHOTO IHTiOITOpPY
CYP3A4, y piHoBaxkHoMmy ctadi (500 mr asiui Ha 100y npotsroM 5 AHIB) criocTepiranocs
NiJIBHIIEHHS CUCTeMHOT ekcno3uuii cuiienadginy Ha 182 % (AUC). V 3p0poBux 100poBOIIBILIB
4OJI0BI4O1 CTaTi HE CrocTepiranocs BIIMBY asuTpoMinuuy (500 mr Ha jg00y nporsarom 3 ai6) Ha
AUC, Cmax, Tmax, KOHCTAHTY HIBHIKOCTI €MiMiHAIil Ta MOJaJbIIMA NEpiojl HaniBBHBEICHHS
cunenadiny abo #Horo rosoBHOro uUHpKyMow4oro Merabomity. Ilumernauu (imribitop
uuToXpomy Paso ta Hecnmeumdiunuii inriditop CYP3A4) y no3i 800 mMr npum oaHOYACHOMY
3acTOCYBaHHI 13 cuiaaeHadguiom y a031 S0 Mr y 370poBuX J0OpPOBOJIBIIB TPH3BOJUB J10
MiJABHIIEHHS [1JIa3MOBHX KOHIIEHTpalliii cunaenadiny Ha 56 %.

['peiindpyrosuii cik € ciadbkum iuriditopom CYP3A4 y CTiHUI KHIIEYHHKY 1 MOYKE BUKIHMKATH
MoMipHe MiIBMINEeHHs piRHIB cuiteHadiny y mia3mi Kposi.

OpHoKpaTHe 3acTOCYBaHHS AHTAUMAIB (MarHilo TiJPOKCHAY/ATIOMIHIIO TiIPOKCHIY) He
BIUTMBAIO Ha 6100CTYNHICTH cuiieHadiny.

Xo4a nocniipkeHs crenngigHol B3aeMoii 3 yciMa JiKapchbKHMH 3aco0aMH He MPOBOAKIOCH, 3a
JaHUMH nonynsuiiHoro (apMakoKiHeTHYHOro asamily, ¢apmakokiHeTHka cuiaeHadiny He
3MIHIOBAJIacs NPHU HOro 0OJHOYACHOMY 3aCTOCYBaHHI 13 JIKapChbKUMH 3ac00aMH, 110 HAIEKATh /10
rpynu iuridiropie CYP2C9 (tonOyramia, Bapdapun, ¢enitoin), rpynu iHriditopie CYP2D6
(TakuX AK CEJEKTHBHI IHTIOITOPH 3BOPOTHOIO 3aXOIUICHHS CEPOTOHIHY, TPHUMK/IIYHI
AHTHICTIPECAHTH), TPYNH Tia3WJAHUX Ta TIA3UJAOMOAIOHMUX JIYPeTHKIB, TETILOBHX Ta
Kanii3bepiraiouux  JAlypeTHKiB, 1HriGITOpIB  AHMOTEH3WHIEPETBOPIOIOYOTO  (hpepMeHTy,
aHTaroHiCTIB KaJbllilo, aHTAaroHicTiB B-aapeHopenentopis abo inaykropis Metabomizmy CYPaso
(takux sk pudamminux, 6apditTypatu).

YV Xoai J0oCTiIKEHHs 33 yyacTIO 3/I0pPOBHX J00pOBOJIBIIB-HO/IOBIKIB O/IHOYACHE 3aCTOCYBaHHS
aHTaroHicra eHaoreniHy OocenTtany (momipumii inaykrop CYP3A4, CYP2C9 ta, MOXIHBO,
CYP2C19) y piBHOBaxkHOMY cTaHi (125 Mr aBiui Ha 100y) Ta cunaeHadiny y piBHOBaXKHOMY
crani (80 mMr Tpuyi Ha 100y) npu3Boauo 10 3HWKeHHS AUC Ta Chax cunieHadiny ua 62,6 % ta
55,4 % sianosiaHo. ToMy ofHOYacHE 3acTOCYBaHHA TaKHX MOTYx)HHX iHayKkTOpiB CYP3A4, sk
pudamiin, MOXKe NPH3BOAHTH 10 GijbLI BHPaXKEHOr0 3HHIKEHHS KOHUEHTpalii cuigeHadiny B
TU1a3Mi KpOBI.

Hikopanaun signsie co0ow riGpuil akTUBaTopa Kajiblii€eBUX KaHaiuiB Ta Hitpaty. Hitparuuii
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KOMIIOHEHT 3YMOBIIIO€ MOK/THBICTB HOTO cepito3HOT B3aeMoii 3 cHiIeHADLIOM.

Egpexmu cunoenagpiny na inwi nixapcwki 3acobu.

Hocnikenns in vitro. Cunaenadin — cnabkuii iHriditop izodopm 1A2, 2C9, 2C19, 2D6, 2E1 Ta
3A4 umroxpomy Psso (IKso >150 mxmonb). Ockinbkd TMiKOBI [1a3MOBI  KOHLEHTpaLlii
cunaeHadiny JOpiBHIOWOTH NMpuUOIN3HO 1 MKMOIB, BIUIMB JiKapcekoro 3acoby Cumarpa Ha
KiipeHc cyOeTpariB 1HX 130()epMEHTIB MATOMMOBIPHHIA.

BigcytHi naaHi mojo B3aemonil cuigeHadily Ta TakMX HecneuM(pi4HHX  iHriOITOpIB
docdoaiectepasn. sk TeoDiTIH Ta AUMIPHIAMOIL.

Hocnijpkenns in vivo. OCKiJIbKH BiIoMO, 1m0 cujaeHadin Mae BIUIMB HA MeTabo1i3M OKCHIY
a30Ty/UMKIIYHOr0 ryaHosuHMoHodochary (ul'M®P), Oyno BcraHoBiIeHO, Im0 cHIAeHadin
NOTEHIIIOE TIMOTEH3WBHY IO HITPaTiB, TOMY HOro OJHOYAacHe 3acTOCYBaHHS 3 JIOHOPaMH
okcuay asory abo 3 HiTpatamMu B Oyab-sikii  gopmi mpoTuriokazaHe (AMB. poO3jin
«[Tpotunoxazanusy).

Piomuryar. JIOKmiHIYHI JOCHIJKEHHA MPOJEMOHCTPYBAIH aJAMTHBHHN CHCTEMHHMH eQeKT
3HHMKEHHS apTepiabHOr0 THCKY, NpH OJHOYAcCHOMY 3acTocyBaHHi iHribitopis ®JIE-5 3
piouuryaroM. KuiniyHi  J0CHiUKeHHS OPOJAEMOHCTPYBAIH, IO  PIOMMIYaT IOCHIIIOE
rinoten3uBHy aito iHribitopis ®JIE-5. ¥V nauienTiB, ski Opanu ydacTh y JOCHIDKEHHI He
CIOCTEPIrajoch MO3UTHBHOIO KIiHIYHOro e(eKTy BiJl OHOYACHOIO 3aCTOCYBaHHs iHriGiTOpIB
®JIE-5 3 piouuryaroM. IIpoTunokasane oJHO4acHe 3acTOCYBaHHS piolMryary 3 iHriGitopamu
@®JIE-5 (y Tomy uncni cunaenadinom) (aus. pos3aun «llporunokasannsy).

OaHouyacHe 3acTocyBaHHs cuiieHadiny Ta OJ0KaTOpiB (-a/IPEHOPELEHITOPIB MOXKE IPU3BECTH
J10 PO3BHTKY CHMITOMATHYHOT INOTeH3iT y JeSKUX CXHJIBHHUX JI0 1ILOro narieHTiB. Taka peakiis
HalyacTilie BHHHKaJa MpoTAroM 4 ToAMH IMICAS 3acTOCYBaHHA cuiaeHaduly (AMB. po3jin
«Cnoci6 3actocyBanHs Ta J103u» Ta «OcoOaMBOCTI 3acTocyBaHHS»). Y X0l 3 JIOCHIIKCHB
cnietdivHOl B3aeMOiT JIiKapchbKUX 3aco0iB 610KaTOp @-aIpeHopelenTopiB J0KCca303uH (4 Mr Ta
8 mr) ta cuagenadin (25 mr, 50 mr ta 100 Mr) 3acrocoByBalHCs OJHOYACHO MAlli€HTaM i3
J00pOSKICHOIO TiNepruiasielo nepeaMixypoBoi 3a03H, cradinizaiis cTany skux Oyja JocsrHyTa
NpH 3aCTOCYBaHHI [OKCa303MHY. Y WHX MOMYJSILIAX CIOCTEpiragocs CepeaHe J0AaTKOBE
ZHUKEHHS apTepiabHOTO TUCKY Y MOJIOXKEeHH] jexauud Ha 7/7 MM pr. cr., 9/5 MM pr. c1. Ta
8/4 MM pT. CT. Ta cepeJHE 3HMIKEHHS apTepiajlbHOTO THCKY Y MOJIOMKEHHI cTog4u Ha 6/6 MM pT.
T., 11/4 MM prt. cT., 4/5 MM pT. cT. BianoBiaHo. IIpn ogHOYacHOMY 3acTocyBaHHI cuiaeHadiny
Ta JIOKCAa303MHY Y nauieHTiB, crabinmizauis crany fkux Oyla JOCATHYTa NHpPH 3acTOCYBaHHI
JIOKCA303MHY, 1HOJI MOBLAOMJISIOCS MPO PO3BATOK CHMITOMATHYHOI OPTOCTATHYHOI IMOTEH3I .
VY 1MX NORIIOMJIEHHSIX WILIOCS TPO BUNAIKH 3allaMOPOYEHHS TA CTAaH Tepejl HePUTOMHICTIO,
ajne 0e3 CHHKOIE.

He cnocrepiramocs JKOAHHX 3HAYYMIMX B3a€MOJIM INpH  OJHOYACHOMY 3aCTOCYBaHHI
cunzaenHagpiny (50 mr) i Tonbyramiay (250 mr) abo Bapdapuny (40 mr), mo Merabomi3yoTbCs
CYP2C9.

Cungenadpin (50 Mr) He mNPHU3BOAHWB /0 IOJOBKEHHS dacy KpOBOTEYi, CIPHYMHEHO!
3aCTOCYBaHHAM aneTHacaminuiaoBoi kucaortu (150 mr).

Cunpenadin (50 Mr) He MOTEHIIFOBAB TMOTEH3UBHY JIiK0 AKOTOIK0 Y 3/I0POBHX J00OPOBOJILLIIB
IIPH CcepeIHIX MaKCHMAalIbHUX PIBHSX eTaHoy kpoBi 80 mr/mu.

Y nauieHTiB, AKI 3acTOCOBYBAIM CHIJACHa(I, HE CHOCTEPIralocs JKOAHHX BIAMIHHOCTEH
npodJimo NoOIYHMX etl)eKTiB MOpiBHAHO 3 I1aleb0 NpH OXHOYACHOMY 3aCTOCYBaHHI TaKHX
KJ1aciB TiNOTEH3MBHHUX JIIKapChbKUX 3acobiB, K AlypeTHkH, GJ0KaTopH B-aupenopeuenmpm
iridiTopu  AIl®, anraronictu auriorensuny I, aHTHrinepteH3uBHI JIIKapCI:Kl 3acobu
(CyAMHOPO3IIMPIOBATBHI Ta LEHTPATBHOI JiT), OJIOKaTOPH aJpeHepriuHuX HeHpoHiB, GJI0KaTopH
Kajdbli€BUX KaHauiB Ta OJIOKaTOpH o-aapeHopenenTtopiB. Y creuiaJlbHOMY JIOCHiKEHH]
B3a€MO/II1 IPH OJHOYACHOMY 3acTocyBaHHi cuiaeHadiny (100 mr) Ta amnoauniny namieHram i3
apTepiajIbHOK  TINEPTEH3IEI0  CIOCTEpiranocs  JA0JaTKOBE  3HHMKEHHS  CHCTOJIYHOIO
apTepiajibHOrO THMCKY B IIOJIOJKEHHI JeXkauyu Ha 8 MM pr. cT. BianosigHe 3HHKeHHs
J1aCTOJYHOTO apTepialbHOr0 THCKY CTAHOBWIO 7 MM PT.CT. 3a BEJIMYHHOK I J0JaTKOBI
3HWKEHHS apTepialbHOr0 THCKY OyJIM MOPIBHAHHUMH i3 TUMH, IO CHOCTEPIragucs IpH
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3aCTOCYBaHH1 JMIe cuifeHadiny y 3710poBHX A00poBObLIB (AHMB. po3ain «dPapmakonoriysi
BJIACTHUBOCTIY).

Cunnenadin B n03i 100 Mr He BIIHMBaB Ha (apMakOKiHETHYHI TNOKA3HUKH iHTIGITOPIB
BlJI-nporeasu. cakBiHaBipy Ta pUTOHaBIpY. fAKi € cyOcTpatamu CYP3A4.

Y 310poBHX 100POBOJIBIIB YOIOBIYOT CTATi 3aCTOCYBAHHSA CHIAeHA(IIY y PIBHOBAXHOMY CTaHi
(80 mr Tpuui Ha 100y) npu3soauno a0 niaBuueHHss AUC ta Cpax 60ocentany (125 Mr aBivi Ha
Jenb) Ha 49,8 % 42 % BianoBiaAHO.

Ocobnugocmi 3acmocy8aniA.

Jlo nowatky Tepamii ciig 3i0patH MeQMYHMI aHaMHE3 NALI€HTa Ta NPOBeCTH (i3HKaIbHE
o0cTeKeHHs U T1arHOCTHKH epeKTHIIbHOT AHCYHKIT Ta BU3HAYEHHS 11 MOJKIIMBHX IIPHYHH.
Dakmopu  pusuxy cepyego-cyouHHux 3axeopiosann. OCKIIBKHM CeKcyallbHa aKTHBHICTD
CYNPOBO/UKYETBCSA TIEBHHM PH3HKOM 3 OOKy cepus, a0 ModyaTky Oyab-sIKOro JiKyBaHHS
epeKTHIbHOI AUCYHKIIT JTiKap Mae€ OIIIHATH CTaH CEPLEBO-CYAWHHOI CHCTEMH Nalli€HTa.
Cungenadin 4YHHMTH CYJAMHOPO3LIMPIOBAIBHY  [i10, IO MPOABIAETbCA JIETKHM  Ta
KOPOTKOYACHHM 3HHKEHHSM apTepiabHOr0 THCKY (IHB. po3aia «DapMakoIMHAMIKaY).

Jlo npusHadeHHs cuiieHadiny JliKap Mae peTeNbHO 3BAXKHTH, YW MOXKe Takui edekt
HECNPHATIMBO BIUIMBATH HA MALIE€HTIB i3 MEBHUMH OCHOBHHMH 3aXBOPIOBAHHAMH, 0COOIHMBO Y
KoMOiHami1 i3 CeKCyalbHOK aKTHBHiCTIO. [0 mnauieHTIB i3 MiABMINEHOIO YYTIMBICTIO 10
Ba30IWJIATATOPIB HAlEKaTh MAIIEHTH 13 OOCTPYKIIEK BHBIJIHOTO TPAKTY IBOTO IUIYHOYKA
(HanpuKIaa, CTeHo3 aopTH. rineprpodiuyda oOCTpyKTHBHA Kapaiomionaris) abo mauieHTH i3
PIAKICHMM CHHIPOMOM MYJIbTHCHCTEMHOI arpo@ii, OJHUM i3 NPOSBIB SKOI € TAKKE NOPYLICHHS
perynsuii apTepialbHOro THCKY 3 OOKY BereTaTHBHOI HEPBOBOT CHCTEMH.

Cunaenadin noTeHIitoe rinoTeH3uBHU edekT HiTpaTiB (AuB. po3ain «[IpoTHnokasaHHs»).

VY nocTMapkeTHHroBOMY Mepiojii MOBIAOMIISIIOCS MpO TsDKKI moOivHi peakuii 3 Goky cepueBo-
CYAMHHOI CHCTEMH, BK/IIOYAIOYH 1HGApPKT MioKapja, HecTaOlIbHY CTEHOKapilo, pantoBy
CepleBy CMEpTh, LILTYHOYKOBY apHTMil0, lepeOpoBacKyIspHi KPOBOBHJIHMBH, TPAH3HTOPHY
lIIeMiyHy aTaky, apTepiajbHy TilepTeH3iio Ta apTepiaibHy IiNoTeHs3ilo, AKi 3a yacoM 30iranucs
13 3acrocyBaHHsM cuigeHadiny. VY OinbiocTi nauieHris, ajge He y BCiX, icHyBain (akrtopu
PH3HUKY CepLEBO-CYIHHHHMX 3aXBOpIOBaHb. barato takux moGiyHMX peakuiif crocrepiramocs mia
yac abo ojpa3y Mmiciisg CTaTeBOro akTy 1 JIMIIE KUIbKa TPAMmMUJIOCH HEBJOB3i MIC/IS 3aCTOCYBAHHS
cunsieHapiny 6e3 cekcyanbHOi aKTHBHOCTI. TOMY HEMOMIMBO BHM3HAYMTH, Y IOB’SI3aHHMi
PO3BHTOK TakuX MOOIYHMX peakuiii Oe3nocepesHbo 13 (akTOpaMH PH3HKY, YH IX PO3BHTOK
3YMORJIEHHH THIIAMY YUHHHKAMH.

[Ipianizm. 3acobu i MiKyBaHHS €pPeKTHJIBHOI AMCYHKLUIL, y ToMy 4Mcni i cuiageHadin, ciin
NpHU3HAYaTH 3 OOEPEKHICTIO MAllieHTaM i3 aHATOMIYHMMH JedopmarlisiMi reHica (TaKUMH SIK
aHrynsiis, KaBepHo3Huid ¢iOpo3 abo xBopoOa Ileiiponi) abo mnaiieHTaM 3i cTaHaMu, IO
CIIPHAKOTH PO3BUTKY Mpiammi3My (TaKMMH SK CEPNonoiOHOKIITHHHA aHeMis, MHO)XKHHHA MieJIoMa
abo seiikeMis).

[licna Buxoay cungeHadisy Ha PHHOK TOBIIOMIATIOCH MPO BHINAAKH NMOJOBKEHO! epekuii Ta
npianiamy. SIKiio epekiiis TpuBae OLIbII HiK 4 FOJAWHH, MAIiEHTaM CJTiJI HEraifHO 3BEPHYTHCH 3a
MEHYHOKO JIONOMOro. 3a BiJICYTHOCTI HeraiHOro JiKyBaHHS mpiami3M MOXe MpPHU3BECTH 10
MOUIKO/DKEHHs TKAHKMH TeHica Ta J0 CTIMKOI BTpaTH MOTEHIIIT,

Oonovacne 3acmocyéanua 3 iHwumu ineibimopamu DUAE-5 abo inwumu 3acobamu 01s
niKysanns epekmunvHoi oucgynkyii. besneka Ta epEKTHBHICTH OJHOYACHOTO 3aCTOCYBaHHS
cungeHadpiny 3 iHmuMH iHribitopamu @JIE-5 abo iHIMMH JiKapchbKUMH 3acobamu  Juis
JMIKYBaHHA TiNEpTeH3i JereHeBoi aprepii, Akl MICTATh cunaeHadin (Hanpuknan Pesanmo), um 3
IHIIUMH JTIKAPCBKUMH 3ac00aMu /1151 JIIKYBaAHHA €PEKTHIBHOT AuCQYHKIIT He BUBYanucs. ToMmy
3aCTOCYBAHHS TaKMX KOMOIHALliH He peKOMEeH10BaHe.

Bnaue wna 3ip. CnoHTaHHI TMOBIAOMICHHS NPO BHHHUKHEHHA JAe(eKTiB 30py HAIXOIHIH
acollifioBaHo i3 3acTocyBaHHSM cuijeHadiny Ta iHmmx iHriditopis ®J[E-5 (auB. posuin
«[1o6iuni peakuii»). [Ipo BUNajku HeapTepianbHOI NEPeAHbOI iEMiUHOI HeBponaTii 30poBOro
HEPBY. L0 € PIAKICHAM CTAaHOM, HAJAXOAHIH CHOHTAHHI MOBIAOMJICHHS Ta MOBLAOMISIOCS Y
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HaIrJIsI0BOMY J0C/I/DKEHHI acoliiHoBaHo 13 3acToCyBaHHAM cuiyieHadiny Ta iHmMX 1HridiTopiB
@®JIE-5 (nuB. po3ain «Ilobiyni peakiii»). [lamieHTIB ciijg nmonepeauTH, 10 Yy pasi panToBOro
NOPYLIEHHS 30pY 3acTOCOBYBaHHS Jikapcbkoro 3aco0y Cuiarpa ciiiJl NPUIIMHUTH Ta HeraiHo
3BEpHYTHCA 10 JIiKaps (auB. po3ain «I[IpoTrHmokasanua»).

Oonouacue 3acmocyéanHa 3 pumonagipom. OIHOYACHE 3acTOCyBaHHA CHIeHadiny Ta
PUTOHABIpY HEe peKOMeHyeThes (AuB. po3ain «B3aemosis 3 iHIIKMMHU JliKapcbKUMH 3acobamu Ta
IHII BHH B3aEMOIII»).

Oonouacue 3acmocyeanns 3 b.1okamopamu a-aopenopeyenmopie. IlamieHTam, skl 3aCTOCOBYIOTE
Grokaropu o-aJpeHOpelenTopiB, 3acTOCOBYBaTH cuijeHadin ciif 3 obepekHICTIO, OCKLIbKH
Taka KOMOIHAIIs MOXKEe NMPH3BECTH 0 CUMIITOMATHYHOT MIIOTEH31T Y A€AKHX CXHJIBHHX 10 LLOTO
nauieHTiB. CHMITOMaTHYHa TiNOTEH3is 3a3BMYail BHHHKAE NOpPOTATOM 4 TOAMH ITICHs
3acTocyBaHHd cwigeHadiny. 3 MeTow MiHIMI3alil MOXKIMBOrO PO3BHTKY MOCTYpalbHOT
rinoTeHsii y Maui€HTiB, AKI 3aCTOCOBYIOTH OJIOKATOPH 0-aJpeHOPEUENnTOpPiB, iIX ¢TaH MoTpiOHO
craburizyBaTd 3a J0MOMOror OJ0KAaTOpiB 0-aAPEHOPENENTOPIB A0 MOYaTKy 3aCTOCOBYBaHHS
cunieHadiny. Takox il po3riasiHyTH MOKIIMBICT 3aCTOCYBAHHS [10YaTKOBOI 103H 25 MT (JHB.
po3zain «Crniocib 3actocyBanHs Ta 103u»). KpiM Toro, ciig npoiHgopMyBaTH Nali€HTIB, SK JisSTH
y pa3si NOsSiBH CHMITOMIB OPTOCTATHYHOT T1IIOTEH3II.

Bnaue na kposomeui. JlocmijxkeHHs TPOMOOIMTIB JIIOJWHM TPOJAEMOHCTPYBAIH, 1O in Vitro
cunaeHadin NOTEHLiOE aHTHarperauiiHi egexkTH HaTpito HiTponpycuay. Hemae xoaHOl
iHdopmanii mogo Ge3nekn 3acTocyBaHHS CHIIeHA( LTy Nalli€HTaMH i3 MOPYIIEHHAMH 3rOpTaHHs
KpoBi a00 TrOCTPOK MENTHYHOK BHPa3KOK. TakuMm YHHOM, 3acTOCYBaHHsA cuiaeHadiny
naiieHTaMM i€l TPYNH MOMKIHBE JIHIIE MIC/is peTeibHOI OLIHKHM CHiBBIJHOIIEHHS KOPHUCTI Ta
PH3HKIB.

[Ticns 3acTtocyBaHHs J103d 100 Mr 370poBHMH J00POBOJBISMHA HE CIOCTEPIrajocs BIUIMBY Ha
MOP(}OIOTiIo UM PYXOMICTh CIIEPMATO301/iB (IHB. po3ii «DapMaKoMHAMIKa ).

Bmpama cayxy. JlikapsM clil NOpagMTH Nali€HTaM NPHIMHHUTH 3acTOCYBaHHsA 1HTIOITOpIB
@JIE-5. Brmouaryu Jikapcbkuid 3acid Cunarpa, Ta HeraiHo 3BEpHYTHCS 3a MEIUYHOIO
JIOTIOMOTOKO Y BHIMAJKaX PanToOBOTO 3HMXKEHHS 4d BTpaTu ciayxy. [Ipo ui sBuIua, SKi TaKox
MOXYTb CYIpPOBO/KYBAaTHCS JI3BOHOM Yy ByXaxX Ta 3anaMOpOYEHHSM, MOBIIOMIANIOCH 3
aconjamiero y Jaci i3 3actocyBanusmM inribitopis ®JIE-5. Bkmouaroun cunaenadin. Buznauutn,
YH 11i SBMINA NIPAMO TIOB si3aHi i3 3actocyBaHHsAM IHTIOGITOpiB OJIE-5 uM 3 iHIIMMH GaKTopamu
HEMO3KITHBO.

Oonoyacne 3acmocyéanua i3 cinomensueHumu aikapcokumu 3acobamu. Cunarpa 4YHHHTDH
CHCTEMHY CYJMHOPOZIMIUPIOBAIBHY JII10 Ta MOXKE B MOJATBIIOMY 3HHKYBATH apTepianbHuii THCK
y MAli€HTIB, SKI 3aCTOCOBYIOThH TiMOTEH3UBHI JiKapchki 3acobu. Y OKpeMoMy J0CIiKeHHI
JKapCebKOl B3aeMOJiT ojlHOYacHe 3acTocyBaHHs amjoauniny (5 mr a6o 10 mr) ra cungenadiny
(100 Mr) mepopaibHO CIOCTEPIraocs cepeHe 10JaTKOBE 3HHKEHHS CHCTOJIYHOIO THCKY Ha
8 MM PT. CT. Ta AiaCTONIYHOIO — Ha 7 MM PT. CT.

3axeopioseanns, wo nepeoaromvcsi cmamesum ULIsIXoMm. 3acCTOCYBaHHS JIIKapchbKoro 3acoby
Cunarpa He 3aXHIIAE Bijl 3aXBOPIOBaHb, L0 NepeJaloThesA cTaTeBHM HULAXoM. CiiJl po3risHyTH
MOJJIMBICTE MPOIHCTPYKTYBATH MALlI€HTIB 100 HEOOXIAHMX 3ano0KHUX 3ac00iB /Ul 3aXHUCTY
BiJl 3aXBOPIOBaHb, 110 MepeaaloThCsl CTATEBUM LIUISXOM, BKIIOYAIOYHM Bipyc iMyHoaedinmTy
IO/ IMHHA.

Llonomidichi peyoeunu.

Jlikapcpkuit 3aci®6 micTuTh nakTo3y. ToMmy mikapchkHii 3aci® mpoTHIOKa3zaHMH namieHTaMm i3
PIAKICHUMH CHAAKOBHMH 3aXBOPIOBAHHSAMHM, IIOB A3aHMMH 3 HENEPEHOCHMICTIO TIa/lakTO3H,
HeJoCTaTHICTIO JlakTasy Jlanna abo nmopymeHHsM BCMOKTYBaHHS [TIOKO3H-TaTaKTO3H.

Lleit nikapcekuii 3aci6 mMictuTh Merine 10,4/20.8 Mr/n03y HaTpit0, TOOTO MPAKTUYHO BUJILHHIT B
HATPIIO.

3acmocysanns y nepioo eazimuocmi abo 200ysamHs 2pyooio.
Jlikapepkuii 3aci6 Cuiarpa He npH3Ha4YeHHH U1 3aCTOCYBaHHA HKIHKAMMU.




30amuicme 6naueamu Ha WEUOKICMb peakyii npu KepyeanHi asmompancnopmom abo iHuumu
Mexanizmamu.

JlocikeHb BIUTHBY JiKapChKOro 3aco0y Ha 3JaTHICTh KepyBaTH TPAHCIIOPTHHMH 3aco0aMH Ta
IpalOBATH 3 IHIIMMH MeXaHi3MaMH He npoBoamiocs. OCKIUIbKH Y X0/l KIIHIYHEX J0CTIUKEHD
3aCTOCYBAHHS CHiZACHAdiIy NOBIAOMISANIOCH NPO BUMAAKH 3alamMOpOYEHHs Ta MOPYLIEHHS 3
GoKy opraHiB 30py, nepej THM SIK CiJaTH 3a KEPMO TPAaHCIOPTHOro 3acody abo mparroBaTH 3
MeXaHi3MaMH, mnalieHTaM HeoOXiaHO 3'icyBaTH., SKOK € iXHA IHAMBIAyalbHa peakuis Ha
3aCTOCYBaHHA Jikapcskoro 3acody Cunarpa.

Chnocio 3acmocysanna ma 003u.

Jlikapceknit 3acib 3aCTOCOBYIOTH N1E€POPAIIBHO.

Hopocni. PekomenpoBaHa n03a craHoBHTh S0 Mr Ta 3acTOCOBYEThCS Y pasi HeoOXiAHOCTI
npuOJHM3HO 3a TOAMHY JO CEKCyalbHOI AaKTHBHOCTI. 3ajie’kHO BIJ e(eKTHBHOCTI Ta
NEePEHOCHMOCTI JTiKapchKoro 3aco0y 103y MoxHa 30iutbmuTH 10 100 Mr abo 3HM3HTH 10 25 Mr
(3acTOCOBYETBCS JliKapchkHii 3aci® y BIANOBIAHOMY J03yBaHHI). MakcuMaabHa peKOMEH10BaHa
no3a cradouts 100 wmr. Yacrora 3acTocyBaHHs MaKCHMajJIbHOI PEKOMEHIOBAHOI JIO3H
nikapcbkoro 3aco0y cranoBHTh | pa3 Ha 100y. IIpu 3actocyBanni nikapebkoro 3aco0y Cunarpa
i1 yac mpuitoMy ki Jisi MOJKe HAacTaBaTH Mi3Hille, HIX MPH HOro 3aCTOCYBaHHI HATIIIE.
Iayienmu aimnvoo ixy. HeoOXiHICTb y KOpeKIii 1031 MaiieHTaM JiTHBOTO BiKy (> 65 pokiB)
BIACYTHS.

Hayienmu iz nupkosoro neoocmamuicmio. IlalieHTaM 13 HUPKOBOK) HEIOCTATHICTHO JIETKOTO Ta
MOMIPHOTO CTYNeHs TSKKOCTI (KiaipeHc Kpeatuniny 30-80 Mui/XB) pekoMmeHjoBaHa J103a
niKapchKoro 3aco0y € TaKoro K, AK HaBeJACHO BHUILE Y po3aiai «/lopocmin.

OCKiJIBKH Y Nali€HTIB 3 HUPKOBOK HEIOCTATHICTIO TSKKOTO CTYTMEHs (KIIPEHC KpeaTHHIHY
< 30 Mu1/XB) KJIipeHe cuiteHa( iy 3HHKEHHI, CJIi1 PO3IISHYTH MOXKIIMBICTH 3aCTOCYBAHHS J103H
25 mr. 3anexHo Bi eeKTHBHOCTI Ta NEPEHOCHMOCTI JIKapchKoro 3aco0y mpH HeoOXimHOCTI
JI03y MOKHa 3011BIIATH NOCTYNOBO 10 50 Mr ta 10 100 mr.

llayienmu i3 neyinkosolo Hedocmamuicmio. OCKIIBKM Yy MNALIEHTIB i3 MNEYiHKOBOIO
HEJIOCTATHICTIO (HAMPHUKIAA IHMPO30M) KIipeHC cuiieHadiny 3HHKEHHH, CIiJl po3rJsHYTH
MOJIMBICTh 3aCTOCYBaHHA J103M 25 Mr. 3aieXHO Bil €(PEeKTHBHOCTI Ta NEpPeHOCHUMOCTI
JKapchKoro 3aco0y mpH HEOOXITHOCTI 103y MOXHA 30UIBLIMTH nmocTynoBo jgo S0 Mr Ta 1o
100 mr.

llayienmu, sxi  3acmocoeyiomsv inwti  nikapceki  3acobu. SIKIIO NAIEHTH OJIHOYACHO
zacTocoryiOTh iHTiIOITOpH CYP3A4 (uB. poznin «BzaeMostis 3 iHITAMM TIKAPCEKUMU 3acobaMu
Ta iHII BUIH B3a€EMOJIi»), /Tl pO3IJISHYTH MOXIIUBICTH 3aCTOCYBaHHS M0YAaTKOBOI 1031 25 Mr
(32 BHHATKOM pHTOHABIPY, 3acTOCYBaHHS $KOrO OJHOYAacCHO 13 cwiAeHapUIOM He
PEKOMEHIYEThCS, TUB. po3aiyl «OcoO0IMBOCTI 3aCTOCYBaHHS »).

3 Merow MiHiMi3alil MOXKIMBOTO pPO3BHTKY NOCTYPAIbHOI TiMoOTeH3ii y maimieHTiB, sKi
3aCTOCOBYIOTh OJIOKATOPH (-aJipeHOPENENTOPIB, X cTaH MOTPIOHO cTabini3yBaTH 3a JOMOMOI 00
OnokaTopiB 0-aJIpeHOPELENTOPIB 0 TMOYaTKy 3acTOcOBYyBaHHA cuiaeHadiny. Takox ciin
PO3IIIAHYTH MOJMJIHMBICTH 3aCTOCYBAHHSA MOYATKOBOI M03u 25 Mr (auB. posain «OcobauBoCTi
3aCTOCYBaHHA» Ta «B3aemMo1is 3 iHIIMMH TiKapCbKUMH 3ac00aMH Ta 1HII BHIH B3aEMOJIii »).

Himu.
Jlikapcbkuii 3aci6 He nmoka3aHuii 10 3acTocyBaHHS ocobamu BikoM 10 18 pokis.

Hepeoosysanna.

Y X0/l KJIHIYHHX JOC/I/UKEHb 33 y4acTio J100pOBOJIBIIB MijJ Yac 3aCTOCYBaHHS Pa30BOi J103H
cunnenadiny o 800 Mr nmoGiuni peakuii OyiaH NMOAIGHHMH 10 THX, WO CIOCTEPIranucs MpH
3aCTOCYBaHHI cHiJeHadiny y HWKYMX J03aX, aje 3ycrpiyaamcs dactime Ta Oyam OGimbin
TSOKKMMH. 3acTOCOBYBaHHs cuijieHadiny y g03i 200 Mr He HNpPH3BOAMIO A0 INiJABHIIECHHSA
e(eKTHBHOCTI, ajle CIPUYHHAIO 3POCTAHHS KiJBKOCTI BHIIAJAKIB PO3BHTKY MOOIYHHX peakiii
(romoBHOrO 0O, MPUIIMBIB KPOBI, 3a1aMOPOYEHHS, JIUCIIENCIT, 3aKJIaJIeHOCT] HOCA, MOPYILIEHb 3

8
- /



00Ky oprasis 30py).

V pa3i nepenosyBaHHS NpH HEOOXIZHOCTI BAAKOTHCA A0 3BHYANHHX MIATPUMYIOYHMX 3aXOJIiB.
Ilpuckopenns KiaipeHcy cuiieHadiny nmpu reMojianizi MajgoiMOBIpHE BHACIIZIOK BHCOKOIO
CTYNEHA 3B A3yBaHHA JIIKapcbKoro 3aco0y 3 OUIKaMH nua3MH KpoBlI Ta BIACYTHOCTI eJiMiHALIl
canaeHadiny i3 ceuero.

Ho6iuni peakuyii.

3riIHO JaHUX JIiTepaTypHHUX JKepell, HaiiuyacTile MoBiAOMISIOCH PO Taki MobiuHI peakiii, sk
FOJIOBHUH OiNlb, MPHIIMBH KPOBI, JHUCIIENCIs, 3aKIaleHICTh HOca, Oilb y CITHHI, 3aaMOpOYeHHS,
HY/10Ta, NPUJIMBH XKapy, NOPYIIEHHS 30pY, LIAHOICIA Ta 3aTbMapeHHs 30py.

Yei kIiHIYHO 3HaYymi noOiyHI peakuii, HaBeJCHO HHXKYE BIAMOBIIHO 0 KiacH@ikauii
«CucTtema-opras-Kjiaac» Ta 4acToTH: ayke uacro (= 1/10), gacto (= 1/100 — < 1/10), HeuwacTo
(= 1000 — < 1/100) Ta piako (> 1/10000 — < 1/1000). YV mexax KoKHOI 4aCTOTHOI Ipyny nodiuHi
peakilii HaBe/IeHi y TOPS/IKY 3MEHIIEHHS 1X cepHO3HOCTI.

[HdekiiiiHi Ta iHBa3MBHI 3aXBOPIOBAHHS.

Heuacmo: punir.

3 oKy IMYHHOI CHCTEMH.

Heuacmo: rinepuyTiIUBICTh.

3 BOKyY HEpPBOBOI CHCTEMH.

yorce wacmo: TONOBHHUH Oilb.

Yacmo. 3anaMOpOYEHHS.

Hevacmo: coHIMBICTB, riniecTesis.

Pioko: 1HCY/IbT, TPAH3UTOPHA 11IEMiIYHa aTaka, Cy10MH*, pELIMIMBH Cy10M™*, CHHKOTIE.

3 OOKY OprasiB 30py.

Yacmo: NopyLIeHHS COPUIHATTS KOJILOpY**, po3najiu 30py, 3aTbMapeHHs 30py.

Hevacmo: po3naau ciabozoBuaiieHHs***, 6inb B ouax, ¢porodobis. oroncis, rinepemis ouei,
SICKPaBICTh 30pY., KOH FOHKTHBIT.

Pioko: HeaprepialbHa MNepejiHs illeMiyHa HeHponartis 30pOBOr0 HepBa*, OKIO3ifA CyIUH
CITKIBKH*, peTHHaJIbHUI KPOBOBH/IMB, apTepIOCKICPOTHYHA PETHHONATIA, MOpYLIeHHs 3 OOKy
CITKIBKH, TIJlaykoMa, AedexTH mois 30py, AWIUIONIS, 3HHIKEHHS TOCTPOTH 30py, MiOmis,
acTEeHOIis, TUIaBalovi MOMYTHIHHS CKJIOBHAHOTO Tija, TOPYINEHHS 3 OOKY paii1yKHOT 000JOHKH,
Mizpia3, mosBa CAKOYHX KPYriB HABKOJIO JUKepesa cBiTia (rajo) y moii 3opy, HaOpsk ouei,
NPHUIYXJIICTh O4Yel, mopyineHHs 3 OOKy od4ei, rinepemis KOH IOHKTHBH, MOJPa3HeHHA O4ei,
AHOMAITBHI BIIYYTTS B 0Yax. HAOPSK MOBIK, 3HeOapBIEHHS CKIEPH.

3 OOKy oprasiB ciyXy Ta BeCTHOYJISPHOIO anapary.

Heuacmo: 3anamMopodeHHsl, 13BiH Y ByXax.

Pioxo: rnyxora.

3 Goky cepusi.

Heuacmo: Taxikapais, TOCHJIeHe cepleOHTTs.

Pioko: pantoBa cepueBa cmepTh*, iH(apkT Miokapaa, HUIyHOYKOBa aputMmia*, (ibpusiis
nepezacepab, HectabilbHa CTEHOKAP/is.

3 6OKy Cy/IHH.

Yacmo: NpAIMBH KPOBI 10 001IHYYs, IPHIMBH XKapy.

Hevacmo: rinepTeH3is, rinoTeHsis.

3 OOKY pecnipaTOpHOT CHCTEMH, IPYAHOT KJIITKU T4 CepPeIoCTiHHS.

Yacmo. 3aKi1afeHicTh HoOca.

Heuacmo: HOCOBa KpOBOTEYa, 3aK/IaIeHICTh MPHIATKOBHX Ma3yX HOCA.

Pioko: BiguyTTsl CTUCHEHHS Y ropili, HaOpsK cu30B0T 000JI0HKH HOCA, CYXICTh Y HOCI.

3 BOKY HITYHKOBO-KHITIKOBOTO TPAKTY.

Yacmo: nynora, Aucnencis.

Heyacmo: ractpoesodarcanbia peduitokcHa xBopoOa, OaroBaHHs, Oiib y BepxHiii 4acTHHI
AKHBOTA, CYXICTh y POTI.

Pioko: rinectesisi pOTOBOT MOPOKHUHH.




3 OoKy HIKIpH Ta NIAMKIPHOT TKAHHHH.
Heyacmo: BucHnaHHs.

Pioxo: cunapom CriBeHca-JoHCOHa*, TOKCHUHMH eMmiiepMaibHuil HeKposis*.

3 60Ky OMOPHO-PYXOBOI'O anapary Ta CroJIyYHOI TKAHHHH.

Hewacmo: mianris, Oinb y KiHIIBKaXx.

3 60KV CEeYOBH/IIILHOI CHCTEMH.

Heuacmo: remarypisi.

3 BOKY penpoYKTHBHOI CHCTEMH Ta MOJOYHHX 3a7103.

Pinko: kpoBoTeua 3i craTeBoro 4ieHa, npiamizm*, remarocnepmis, MoI0BKeHa epeKiis.

3arajibHi po31aju Ta peakilii y Micili BBEICHHS.

Heuyacmo: 6inb y rpyasx, miZIBHIIEHA CTOMIIIOBAHICTb, BIIY9YTTS Kapy.

Pioko: noapa3sHeHHs.

OOGcTexeHHs.

Hewacmo: niiBHIIEHA 9acTOTa CEPIEBHX CKOPOYEHb.

* IoigoMsiocs MIIE Mijl Yac A0CIIDKEHB Micas BUXOAY CHIIeHadiay Ha pUHOK.

** [lopylieHHs CHpPHHHATTA KOJIBOPY: XJIOPOICif, XPOMATOICIS, LIAHOINCIs, epUTPOICis,
KCaHTOIICIA.

*** [lopymieHHA C/IbO30BHALICHHA: CYXICTh B O4ax, [OPYIICHHS CJIbO30BH/ILJIEHHS Ta
MiIBHIIIEHHS CIIbO30BH/IICHHS.

Huxue3asnadeni sBuima cnoctepiranucs y < 2 % NaiieHTIB y X0l KOHTPOJIbOBAaHHX KJIIHIYHHX
JIOCJIJUKEeHb; TPHYMHHHHA B3a€MO3B 30K He BU3Ha4YeHWH. [loBiIoMIeHHS BKIIOYAIH SBHINA, 11O
Majii BipOriHMH 3B'S30K i3 3acTOCYBaHHAM JiKapchbKoro 3acoOy. SBuima, ski He Oyiu
3a3Ha4eHi, Oy/IH JISTKUMH Ta MOBIAOMJICHHA OYJIH 1YK€ HETOYHUMH, OO MaTH 3HAYCHHS.
3acaneni. Habpsik oOnvyds, peakuii (OTOYYTIMBOCTI, IIOK, acTeHis, Oilb, panToBe NaiiHH,
Oisb y HHUBOTI, panToBe MOMIKOIKEHHS.

3 6Goky cepyeso-cyounnoi cucmemu. CTeHOKapais, AV-010Kaja, MirpeHb, MOCTypalibHa
rinoTeH3is, imemis Miokapaa, TpoMOO3 CYJAMH TOJOBHOTO MO3KY, panToBa 3yNHHKA Cepilsd,
nopyuieHHs pe3yasTariB Ha EKI', kapaiomionatis.

3 6OKY WINYHKOBO-KUWIKOB020 mpaxkmy: TIOCHT, KOMT, Aucdaris, racTpMr, racTpoOeHTEpHT,
e3odarit, CTOMaTHT, NOPYIICHHA pe3y/IbTaTiB NEYIHKOBHX Npo0, peKTalbHa KpOBOTEYaA, IHTIBIT.
3 60Ky cucmemu Kpogi ma rimgamuynoi cucmemu.; aHeMis, TEUKONEHis.

3 boky obminy pewosun, memabonizmy: cnpara, HaOpsik, nojarpa, HectabinbHHE niaber,
rinepriikeMis, mepudepuydHi HaOPAKH, rinepypHKeMis, rinoraiKeMis, rinepHaTpieMis.

3 boky creiremno-m 230601 cucmemu: apTPUT, apTPO3, PO3PHB CYXOKHILISL, TEHOCHHOBIT, OUIb ¥
KiCTKax. MiaCTE€H1s. CHHOBIT.

3 boky Hepeosoi cucmemu: aTakcis, HeBpairig, HeWponaris, napecresis, TPeMop, BEepPTUTO,
nenpecis, 0€3COHHs. aHOMAIbHI CHOBHIIHHS, 3HHKEHHs pedJieKcis.

3 6oky OuxanbHOl cucmemu. acT™Ma, JMCITHOE, JIAPHHTIT, (PapHHTIT, CHHYCHT, OPOHXIT, MOCHIIEHE
CITMHOBH/1i/ICHHS, TOCHJICHHS KalLTHO.

3 6oky wikipu: KpOTHB'sHKa, reprec, cBepOLK, NITAMBICTb, BHPA3KH IUKIPH, KOHTAKTHHIi
JIEpMaTHT, ekcoiaTHBHHI IEPMATHT.

Cneyughiuni 6ioyymms.: panToBe 3HHKEHHS Y¥ BTpata ciyxy, Oi/1b y ByXax, KPOBOBHIIUB Y 0KO,
KarapakTa, CyXiCTh B 04ax.

3 boky ypoeenimaneHoi cucmemu: UMCTHT, HIKTYpisi, MiJBUIIEHAa 9acTOTa CEYOBHITYCKaHb,
30UIbIIEHHS MOJIOYHHMX 3a/103, HETPUMAaHHs cedi, MOpYIIeHHS esKyisuii, HaOpsk cTaTteBHX
OprasiB, aHOpra3mis.

oceia 3actocyBaHHs micas BUXody Ha puHok. Ilicns Buxoamy cunpenadiny na puHOK Oyim
inenTudikoBaHi HIK4Ye3azHaveHi moOiuni peakuii. OCKUJIBKM NPO Taki peakii NoBiJoMIsIOTH
NOOpOBIIBHO Ta MOBIIOMIIEHHS HAAXOAATH Bil NMOMYJALil HEBIAOMOro po3Mipy, He 3aBkK/IH
MO’KHA JIOCTOBIPHO OLIHHMTH IX YacTOTy Ta BCTAHOBHTH NPHYMHHHH 3B’A30K i3 €KCHO3MLIEIO
nikapeekoro 3aco0y. Ili sBuima Oynu 3a3HaveHi Ak yepe3 iX CepHO3HICTb, YacTOTy
MOBIAOMJIEHHS, BUICYTHICTh YiTKOTO albT€PHATHBHOIO 3B’S3KY, TaK 1 Yepe3 KOMOIHAIIO 1HX

dakropis.
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Cepyeco-cyounni ma yepebpoeackyaapni acuwa. IloBinomnsnocs mpo cepifo3Hi cepueBo-
CyauHHI, nepeOpoBacKYIAPHI Ta Cy/AMHHI SBHINA, BKIIOYAI0OYH 1epeOpOBACKY/ISSPHY KPOBOTEYY,
cybapaxHoijanbHy Ta BHYTpilIHbOLEepeOpalbHy KpOBOTEYY Ta jereHeBy KpoBoTeuy, 1o Oyiu
NoB’s3aHl y 4aci i3 3acTocyBaHHSAM cuijeHadiny. ButbliicTs mamieHTiB, aje He BCl, MaiM
icHytoui (akTopu cepueBo-cyaHHHOro pu3uky. IloBimomnsnocs, mo OGarato 3 HHMX SIBHILN
BHHHUKIM T yac abo Biapa3sy micias CeKCcyalbHOI aKTHBHOCTI, Ta JEKijAbKa SIBUIL BHHHKIH
BiZpasy I 4ac 3acTOCyBaHHs cHiiieHadiny Oe3 ceKcyanbHOI aKTHBHOCTI. HIII SBUINA BUHHKITH
NPOTSArOM HACTYIIHMX TOJMH YM JHIB MNCIS 3aCTOCYBaHHS CuiaeHadiny Ta ceKcyanbHOl
aKTUBHOCTI. HEMOXK/IMBO BCTAHOBHTH, YA MAOTh I[i SBHIIA MPSIMHI 3B 430K 13 3aCTOCYBAHHSIM
nikapcbKoro 3aco0y, i3 CeKCyalbHOK AaKTHBHICTIO, 13 HAsgBHHMH ()akTopaMH pH3HKY 4H i3
komOiHari€lo 1mx (pakTopis, 4M 3 iHITAMH (PaKTOPaMH.

Kpoeonocna ma nimpamuyna cucmemu: Ba30OKITIO3HBHUN KpH3. Y HEBEIHKOMY 3aBYacHO
NPUNTHUHEHOMY JIOCHIJKeHHI 3acTOCyBaHHS Jikapchkoro 3aco®y Pepaumo (cuijaenadin) ans
NAaLIEHTIB 3 JICTEHEBOIO apTepPiabHOIO MNEPTEeH31€10, BTOPUHHOK 11010 CEPrONnoIiOHOKTI THHHOT
aHeMii, npuM 3acTOCyBaHHI CHIJEHadidy Npo pPO3BHTOK Ba30OKIKO3MBHHUX KpH3iB, LIO
norpeOyBajid rocriTaiizamii MOBIAOMISJIOCS YacTillle, HI)K NpPH 3aCTOCOBYBaHHI muanebo.
Kniniune 3Hauenns wiei ingopmarii 1715 naieHTiB, AKi 3aCTOCOBYIOTH JiKapchKkuii 3acid Cinarpy
3 METOIO JIIKYBAHHS €PEeKTHIIBHOT JUCHYHKILIT, € HEBIIOMHUM.

Hepeoea cucmema: TpuBora, TpaH3uTOpHA I7100a/IbHA aMHE314.

Crneyugpiuni eiouymms.

Cayx. IToBizoMIs10cs PO BUNAIKH PaNTOBOTO 3HHKEHHS YH BTPATH CJIYXY, NOB's3aHi y yaci i3
3aCTOCYBaHHAM cuiaeHadiny. V JesKUX BHINAIKaX MOBIAOMIISIOCH MPO HASBHICTH MEIHUHHX
CTaHIB Ta IHIIKWX (PAKTOPIB, 110 MOIJIM BIAIrpaTH poJib y PO3BHTKY MOOIYHMX peakiiii 3 OoKy
cayxy. Y Oararbox Bumaakax iH(opmallis IOA0 MOJAIBIIOr0 MEIMYHOTO CIIOCTEPEeKEHHS
BiJcyTHS. Bu3HauuTH, uM 1i SBHIIA NpSMO TOB’S3aHi i3 3acTOCyBaHHAM cHiieHadimy, 3
HasBHUMH (BaKTOpaMH pPH3HKY BTpaTH CIyXy, 3 KoMmOiHauiero uux (akTopiB 4¥ 3 IHIIAMH
(haxTopamH, HEMOMKITHBO.

3ip: THMuYacoBa BTpaTa 30py. TOYEPBOHIHHS O4eil, TMedis B oO4ax, [iIBUIICHHS
BHYTPIIIHBOOYHOTO THUCKY, HaOpsiKk CITKIBKH, CyJMHHI 3aXBOPIOBaHHS CITKIBKM 4YM KpOBOTeua,
BiLLIApYBaHHs CKJIONOAIOHOTrO TiIa.

Piiko moBiIoMIIsIOCS PO BUNAJKH HeapTepialbHOT MepeIHbOl ileMiyHoi HeBpPOonarTii 30pOBOro
HEpRBY, 1110 € NIPUYHHOIO 3HUKEHHS 30pYy, BKJIIOYAIOUH NOCTIHHY BTpATy 30py, SKi Oy NoB s3aHi
y yaci i3 3actocyBanHsaM iHriditopie ®JIE-5, pxmovatoun cuigenadin. bararo 3 nauienris, ane
He BCi, MajiW HasBHI aHaToMiudi abo cyauHHI GakTOpH PH3MKY PO3BHTKY HeapTepiaibHOl
nepeHbOl  ileMiuHOT HeBponarii 30pOBOro HepBa. BKIWOYaK4M (ajne Heo0O0B A3KOBO
0oOMeXyHOUHCh) TaKi: HU3bKE CIIiBBIJHOIIEHHS JAlaMeTpy eKcKaBalii Ta JUCKY 30pOBOro Hepapa
(3acTiiinuii 1MCK 30poBOro Hepma), Bik Oimbmie HiXK 50 pokiB, rimepreHsis, 3axBOPIOBaHHS
KOPOHapHHX apTepii, rinepiinigemis T1a namiHad. HeMOXIHBO BU3HAYMTH, YH 1[I ABHINA MPIAMO
noB’g3aHi i3 3acrocyBanusM inribiropis ®JIE-5 uu 3 HassBHUMH aHATOMIYHUMH ab0 CYAHHHUMH
dakropamu puzmky, un 3 KoMOiHALIE UUX BCiX PAKTOPIB, YK 3 IHIIMMH (GAaKTOPaMH,

Tepmin npuoamunocmi. 3 poxu.

¥Ymosu 30epiranns.

36epiraTi B opUriHaibHii ynakosui npu temneparypi He Buie 30 °C.
36epiraTi y HEJAOCTYITHOMY JUIs JAiTEH Micli.

VnakoBka.

ITo 1 abo no 4 rabnerku y 6aicrepi; nmo 1 Gaictepy B navui.

[To 1 Tabnerwi y 6mictepi: mo 2 GiicTepy B nadi.

Kareropis sianycky. 3a peuenrtom.
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3aasuuk. [IpAT «®apmanesrruna pipma «lapaunsy.

Micue3snaxoaKeHHs 3asiBHHKA Ta ioro ajipeca Micusi NpPoBa/’KeHHs AifJIbHOCTI.
VYkpaina, 02093, m. Kuis, By:. bopucninsceka, 13.

Bupoouuk. Axragic JIT.

Micue3HaxoxKeHHsI BAPOOHHKA Ta HOro ajipeca Micls NPOBAKeHHH AisIbHOCTI.
BJIb 016, Byne6ens Inaactpian Ecreiit, 3eiityn 3TH3000, MasnbTa.

JlaTa 0CTaHHBOTO MEPersay.
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YTBEP/KJIEHO
[Mpuka3 MuHHCcTEPCTBA
3paBOOXpAHeHHS YKPaHHbI
/1 Of AHG Ne 7
Perncrpaunonnoe yiocrosepenne

N L8 /G 7 [
(P [ 17157 )/ 2L

HHCTPYKLIUSI
110 MeJIHIHHCKOMY NMPHMEHEHHIO JEKAPCTBEHHOI0 CPeACTBA

CHJIATPA

Cocmas:

oeticmayiowee seuyecmeo. sildenafil;

1 Tabnerka, nokpeiTas MieHOYHOH 000s104KOi, coaepkuT cuieHaduna (B popme cunnenadunia
uutpara) S0 mr;

| TabneTka, MOKpHITas MJICHOYHOH 000JI0YKOM, coaepikuT cuineHaduaa (B popme cunnenadpuna
uutpara) 100 mr:

B8CNOMOCAMENbHbIE 6ewjecmed; JNIAKTO3a MOHOIMApaT, L1038  MHKPOKpHUCTa/IHYecKas,
moBuaoH (29-32), HarpHa Kpockapmeiulosa, MarHus creapar, Opadry Blue 03F20404:
runpomeruiosa (6 CP), turana auokcun (E 171), makporon 6000, vHAMrokapMHHa aTiOMHAHHAEBBIN
nak (E 132).

JlekapcerBennas ¢popma. TabneTku, NOKPBITHIE INIEHOYHONH 0D0JI0YKOM.

OcHoguble (huzuko-xumuueckue cgoticmea: TabneTku, NOKPHITHIE MIIEHOYHOH 000104K0ii, ronyboro
BeTA. LIHITHYECKOH opMbl, ABOSKOBBITYKIIbIE, ¢ TpaBHpoBKOH «SL50» umm «SL100» Ha ogHO#H
U3 CTOPOH.

®apmakorepaneBTHYecKas rpynna. CpeacTsa, IpUMEHSEMble MPH 3PEKTHIBHON JHCHYHKIUH.
Cunnenadun. Koxg ATX G04B E03.

Dapmakonozuyeckue ceoiicmed.

Dapmaroounamuxa.

Mexanusm pefictBusa. CungeHadun sBISETCS JIEKAPCTBEHHBIM CPEACTBOM Ul NEPOPabHOIO
MPUMEHEHUS, NPEeAHA3HAYEHHBbIM JUIs JIeYeHHs 3peKTHIbHOH auchynkumu. [Ipn cekcyaabHOM
BO30YK/ICHUH JIeKapCTBEHHOE CPeJICTBO BOCCTAHABIMBAET MOHHKEHHYIO 3PEeKTHIBHYIO (DYHKIHIO
MyTeM YCHJICHHS IPUTOKA KPOBH K MEHHUCY.

Du3HONIOrHYecKHi MEXaHU3M, MPUBOALIHH K IPEKIHH, BKIKOYAET BHICBOOOKICHHE OKCH/IA a30Ta
(NO) B KaBepHO3HBIX TeJaX BO BpeMs CeKcyaabHOro Bo30y:xaenus. OcBoOoauBIIHiicS OKCH/I a30Ta
aKTUBHpYeT (PepMEHT ryaHHJATUMKIIa3y, YTO CTHMYJIMPYET MOBBILIEHHE YPOBHS LMKJIHYECKOIo
ryano3uamoHogochara (ul'M®), yro, B cBOW odYepeab, BbI3bIBaeT pacciabiieHHe IaaKoH
MYCKYJIaTYPbl KABEPHO3HBIX TEJI, CIOCOOCTBYS MPUTOKY KPOBH.

Cunnenagun sBIsSeTCS MOIIHBIM W CENeKTHBHBIM HHrHOuMTOpoM 1l M®-cneunduyeckoii
hochomuacrepassl 5 (PJID-5) B kaBepHO3HBIX Tenax, rae ®J19-5 oreewaer 3a pacnaa ul M.
Oddextsl cunnenaduna Ha spekiMo uMmeroT nepudepuyeckuii xapakrtep. Cungenadun He
OKa3bIBaeT HEMOCPEACTBEHHOTO PesIaKCHPYIOLIEro AeHCTBUS Ha H30/IMPOBaHHbIe KaBePHO3HbIE Tena
4eJI0BEKa, HO MOLUHO ycHyuBaeT pacciabmstoumee aeiicteue NO Ha 31y TKaeb. [Ipu akruBauuu
metabonauueckoro nytd NO/MUI'M®, yT0 NPOMCXOAMT TPH CEKCYATbHOH CTHMYJISIINH,
WHrubuposanue cuibaeHadguiaom ®J[D-5 npUBOANT K NOBBIIIEHHIO YpoBHA Ul M® B KaBepHO3HBIX




tenax. Takum oOpazom, ans Toro, utoObl cuifeHadus BbI3Bal HYKHBIH (hapMakoIOrH4yecKui
a¢dekT, HeoOX0 MO ceKcyalbHOe BO30YKIEHHE.

BiusHue Ha dapmakoauHaMuky. ViccnenoBaHus in vitro noKaszaid, 4TO CUJJeHAadH] sBiseTcs
cenekTHBHBIM K ®J[D-5, 4To aKTHBHO Y4acTBYeT B mpotecce spekunn. JddexT cunaenaduna Ha
®J1D-5 momHee, yeM Ha apyrue u3pecTHble Gochoamacrepassl. I1oT 3pdexr B 10 pas mouiHee,
yeM 3 ¢ext Ha DJ[I-6, yuacTByrommii B npoueccax (OTONpeBpALIEHNs B CETYATKeE.

[Ipn nmpuMeHeHHH MaKCHMalbHBIX PEKOMEH/I0BAaHHBIX /103 CEIEKTHBHOCTL cuiaeHaduia B ®J13-5
B 80 pa3 mpesbinaer ero cenekruBHocts K ®JE-1, B 700 pa3 Bbune, yem B ®JIE-2, ®JID-3,
OJIE-4, OJIE-7, OJIE-8, OJIE-9, ®JIE-10 u DJIE-11. B gacTHOCTH, CeNEKTUBHOCThL CHIIZIGHA(HIA
B ®J[D-5 B 4000 pa3 mpeBbimaer ero cenekTuBHOCTH K ®J]D-3 — nAMO®-cneuuduueckoi
n30¢opmbl pochoanrcTepasbl, YHaCTBYIOUIHH B PEryJIALHH CEPACYHON COKPATHMOCTH.
Dapmarokunemuxa.

AbGcopbuusi. Cunnenadun Guictpo abcopbupyercs. MakcumalbHble TIa3MEHHbIE KOHIIEHTPAlIUU
JIEKapCTBEHHOrO cpejcTpa aocturaiores B TedeHre 30—-120 munyT (¢ Meananoi 60 MHHYT) nocie
€ro nepopaibHOro npuMeHeHus Hartomak. Cpeanss abcoioTHas OHOJOCTYNHOCTH TOCIIE
nepopaibHOro npuMeHeHus cocraniser 41 % (c auanazoHoM 3HadeHuii ot 25 % 1o 63 %).

B pexomennoBanHoM amanasone 103 (ot 25 mo 100 wmr) mokazarenn AUC u MakcHMalbHOH
KOHLEHTpallMu  cuiaeHaduiaa mocie €ro  NepopaibHOr0  MPUMEHEHHMS  MOBBILIAIOTCH
IPONOPLUHOHAIBHO J03€.

[Ipn npumenennu cuiajeHapuia BO BpeMsi MpHeMa IHIIKM cTeneHb abcopOLMM CHHXKaeTcs co
CPEIHUM YATHHEHHEM Tmax 10 60 MUHYT U cpeAHHUM CHIKEHHEM Cmax Ha 29 %.

Pacnpesenenue. CpeaHuii paBHOBeCHBbIH 00beM pacnpeaesneHus (Va) cocrasisger 105 nuTpos, 4To
CBHJIETEJILCTBYET O paclpe/lesIeHHH JISKaPCTBEHHOrO CPE/ICTBA B TKAHAX OpraHu3Ma.

[Tocne OXHOKPAaTHOrO MNEpOpalbHOrO NpHMeHeHHs cuiageHaduna B go3e 100 Mr cpensss
MaKcuMalibHas o011as ria3MeHHas KOHIeHTpalus cuijieHaduna coctasisier npuMepHo 440 Hr/mi
(koadpumment Bapmanmm coctaBiaser 40 %). IlockosnbKy cBsi3bIBaHHE CHIJIeHadUIa M €ro
rnaBHoro N-ngecmertnii-merabonura ¢ Oenkamu miasmbl gocturaetr 96 %, cpeaHssi MaKCUMasbHas
nia3MeHHas KOHIEHTpauus cBoOoaHoro cuiaaeHapuna gocturaer 18 ur/mia (38 umons). Crenens
CBsI3bIBaHMA ¢ OeJIKaMHu IU1a3Mbl HE 3aBUCHT OT OOIIMX KOHIeHTpaLuii cuiieHaduna.

Y 310poBBIX JA00POBONBIEB, MOMY4aBIIMX cHIAeHapu1 oaHokpatHo B ao3e 100 mr, yepes
90 MunyT B 3sKysTe onpeaensnocsk mensbiue 0,000 2% (B cpeanem 188 HI) npUMEHEHHO#H J103b1.
buortpanchopmaius. MeraGonusm cuiieHaduna ocymiecTisieTcs riIaBHEIM 00pa3oM C y4acTHeM
MHUKpocoMainbHbIX H30(pepmenToB nedein CYP3A4 (ocHoBroi# nmyTh) 1 CYP2CY (BrOpOcTeneHHbIi
nyts). [naBHbIi mupKymupyroumi metaboaut oOpasyercs mnytemM  N-aeMeTHIMPOBaHHA
cunaeHaguna. CeleKTUBHOCTE METabO0IHTa OTHOCHTEIBHO D/]D-5 cpaBHHMa ¢ CEIEKTHBHOCTHIO
cuizeHaduiaa, a akTHBHOCTL MeTabosuta oTHOcHTENbHO MJID-5 cocrasnser npumepno 50 %
aKTHBHOCTH HMCXOJHOTO BeulecTBa. [lna3MeHHbIE KOHLEHTpALMH 3TOro MeTabosiMTa COCTAaBIAIOT
npumepHo 40 % KoHIEHTpallMKU CUJieHadHIa B ni1asMe KpoBU. N-IeMETHIMPOBaHHbIH METab0IUT
nojBepraercs JajibHeleMy mMeTaboiau3My, a NepHo/l ero MnoJyBbIBEJIEHUS COCTABIISET NPUMEPHO
4 yaca.

OmuMuHaums. OOumii knupeHc cunaeHaguna cocrtaBnser 41 7/yac, BbI3BIBas MEPHOA €ro
TIOJTYBbIBEICHHS ITPOI0KHUTENLHOCTBIO 3—5 yacoB. Kak nocne nepopalibHOro npuemMa, Tak M rnocie
BHYTPHBEHHOTO TPUMEHEHHs ISKCKpelMs cuijeHaduna B BHIe METabOJIMTOB OCYLIECTBISETCS
rnaBHbIM o0pa3oM ¢ KaioM (npumepHo 80 % BBeneHHOH BHYTPb J03b1) H B MEHBLIEH CTENEHH C
MO40# (nmpuMepHO 13 % nosry4eHHOH 103b1).

Dapmarokunemura 6 0cobbix 2pynnax nayueHmos.

ITaumeHThl NOXMJIOro Bo3pacta. Y 3J0pOBbIX J100pPOBOJIBIEB MOKHION0 Bo3pacta (crapiie 65 jer)
OTMEYAJIOCh CHW)KEHHE KIHMpeHca CHiJieHadmiIa, 4TO NPUBOJAMIIO K TOBBIIIEHHIO IJIa3MEHHBIX
KOHIIEHTpALMi cHileHa(uiIa ¥ ero akTHBHOTo N-JeMeTHIMPOBAaHHOrO MeTabosMTa MPUMEPHO Ha
90% mno cpaBHEHHIO € COOTBETCTBYIOIIMMH KOHLEHTPAUHUAMH Y 3J0POBBIX J100pOBOJIBLICB
Mostozoro Bospacta (18—45 ner). B ¢BA3M ¢ BO3pacTHBIMH pa3/IHYUSIMH B CBSI3bIBAHHH C OenkaMu
IJ1a3Mbl  KPOBH COOTBETCTBYIOIIlEE TOBBIIEHHE IUIA3MEHHOH KOHIEHTpPAaUUH CBOOOIHOIO
cuijieHagua cocrasisio npumepHo 40 %.




[loyeyHas HEOCTATOYHOCTH. Y JOOPOBOJIBIEB C HapylIeHHEeM (YHKIIMH 1OYEK JIETKOH U cpeHeH
crenenu (kiupenc kpearuHuHa 30-80 mu/mMuH) dapMakoKHHETHKA cHiaeHadHia OCTaBaliach
HEM3MEHHOM 1ocje ero oHoOKpaTHoro nepopaisHoro npuema B go3e 50 mr. Cpeauue AUC u Cax
N-nemerunupoBaHHoro metabo/MTa MNOBbIIATHCE Ha MakcumyM 126 % u makcumym 73 %
COOTBETCTBEHHO 10 CPAaBHEHHMIO C TAKUMH [TOKa3aTessMH Yy 100pOBOJIbIIEB TAKOTO ke Bo3pacra 0e3
HapylweHuid (QyHkuMu noyek. OJHAKO HM3-3a BBICOKOW MHIMBHAYalIbHOH BapHalenbHOCTH 3TH
pa3iuyus He ObUIM CTAaTHCTHYECKHM 3HAYUMbIMH. Y J00pOBOJBIEB C TSKEIBIMH HapyHIICHHSIMH
GyHKIuH nodek (KIMpeHc KpeaTHHHHA HHke 30 MJI/MHH) KIHMpeHC CHIIeHa(HIa CHHKAICA, Y9TO
npuBouii0 K cpejHemy nospimeHHI0 AUC # Cpax Ha 100 % u 88 % coorBercTBEHHO 110
CPaBHEHHIO ¢ N0OPOBOJIBIIAMH TAKOro ke Bo3pacta 6e3 HapymeHnui ¢pyHkiuu noyex. Kpome toro,
3HaueHHe AUC M Cpax N-zemeTHnupoBaHHoro Merabonura 3Haunmo noseimanuch Ha 200 % u
79 % COOTBETCTBEHHO.

[leyeHouHAs HEAOCTATOYHOCTh. Y JA0OPOBOJIBIEB C LIUPPO3OM MEUeHH JIeTKOH U cpejHeil cTeneHu
(kmaccoB A m B no knaccupmkaumm Yaina-IIso) knupeHc cuiaeHaduaa CHHIKaICS, HYTO
npuBoauI0 K noBbimeHH0 AUC (84 %) # Cmax (47 %) 10 cpaBHEHHIO ¢ JT00POBOJIBIIAMH TAKOTO e
Bo3pacta Oe3 HapyumeHuit QyHkumii nevyenn. dapmakokuHeTHKa cuieHaduIa y NANUEHTOB C
HapyleHUAMH QYHKIIMH NEYEHH TAKEIOH CTENeHH HE H3Y4alloch.

Kinunnueckne XxapakTepucTHKH.

Ilokazanus.

PekomeHyeTcs MpHUMEHATh MYXKYHHAM C 3PEKTHIBHON JTHUCYHKIIHEH, KOTOpas onpe/ie/serTcs Kak
HecrnocoOHOCTh JIOCTHYL WJIH TOJIEPXKATh 3IPEKIMIO TMOJIOBOr0 4YieHa, HeoOXOIuMYyK JUis
YCMEIIHOrO MOIOBOT0 aKTa.

Hns  spdexkTnBHOrO JAEHCTBHA JieKapcTBeHHOro cpeiacrea Cuiarpa HYKHO —CeKCyalbHOE
BO30YKIEHHUE.

IIpomusonorasarusa.

— [loBbIlIeHHAs YyBCTBHUTENBHOCTh K AKTHBHOMY BELIECTBY HMIIM JIIOOOMY H3 BCIOMOraTelbHbIX
BEIIECTB JIEKAPCTBEHHOTO CPE/ICTBA.

— OaHOBpeMEHHOE IMpPUMEHEHHE ¢ JOHOPAMH OKCHJAA a30Ta (TakKUMM Kak aMHUIHUTPHUT) HITH
HHTpaTaMH B J000# (opMe NPOTHBONMOKA3aHO, MOCKOIBKY H3BECTHO, YTO CHIJICHA(U BIMAET HA
nyTH MeTaboIM3Ma OKCH/Ia a30Ta/IIHKIHYeCKoro ryaHo3uaMoHodochara (ul M®) u noreHumupyer
TMIIOTEH3HBHOE JICHCTBHE HUTPATOB.

— OpHoBpeMmeHHOE npuMeHeHHe MHruOuTOopoB ®J[3-5 (B TOM wuyHcine cuiageHaduia) co
CTUMYJIATOpPaMH T'yaHHJIAaTLHK/Ia3bl, TAKHMH KaK PHOLIMIYaT, MPOTHBONOKA3aHO, MOCKOJIBKY MOKET
MPUBECTH K CHUMITOMATHYECKOM TMNOTEH3MH (cM. pasgen «BzaumopeilicTBHe ¢ ApPyrUMH
JIeKapCTBEHHBIMH CPEJICTBAMH U JIPYTHE BH/IbI B3aUMO/ICHCTBHI»).

— CocTosHHA, NPH KOTOPBIX HE PEKOMEHIYETCs CeKCyallbHas aKTHBHOCTH (HANpHMeEp, TAKENIbIe
CEPJIEYHO-COCY/IACTBIE PACCTPOHCTBA, TaKHE KaK HeCcTaOMiIbHAs CTEHOKap/us WIH cepiaeyHas
HEJ0CTATOYHOCTh TAMKEIIOH CTENeHH).

— IloTepsi 3penns Ha OJIMH IJ1a3 BCJIECACTBHE HeapTEepHAIbHOH NepeaHeii HIIeMHYECKOH HEBPONATHH
3PUTENBHOIO HEPBA HE3aBHCHMO OT TOrO. CBSi3aHa 3Ta MATOJIOTHS C MPE/bIIYIIUM MPUMEHEHHEM
uaruburopos MJ153-5 wmm Her.

— Hanumume Ttakmx 3aboneBaHuii, Kak HapylmeHHe (YHKUHH IEYEHH THKEJIONH CTENEHH,
aprepuaibHas THUIOTEH3Hs (aprepuanbHoe namBieHne Huke 90/50 MM pr. c¢1.). HenaBno
EePEHECEHHbIH HHCYJILT MM MH(APKT MHOKapJa H MU3BECTHbIE HAC/IEACTBEHHbIE JlereHepaTHBHbIE
3aboneBaHMs CETYATKH, TaKHe KaK MHIMEHTHBIA PEeTHHHT (HeGOoJblOoe KOIMYeCTBO TaKHX
NAalMEHTOB HMEET TIeHEeTHYeCKHe paccTpoiicTBa Qocdoauscrepas ceTyaTKH). MOCKOJIBKY
Oe30macHOCTh CHIIZICHa(uIIa HE HCCIIEIOBAIUCH B TAKUX MOATPYIIAX MAlHEHTOB.




B3iaumooeicmeue ¢ Opyeumu 1eKapcmeeHHbIMU CPEOCMEAMU U OPY2uUe 6UObI 63AUMOOCUCMEUIL.
Dhghexmul Opyeux nexapcmeeHusblx cpeocms Ha curdeHagpu.

Uccinenosanus in vitro. Merabonusm cungeHaduna npoHCXoauT NMPEUMYIIECTBEHHO € YYacTHEM
m3opopmbl 3A4 (ocHoBHOW mnyTh) u u30popmbl 2C9 (BTOpOCTENmeHHBIH IMyTh) WHTOXPOMA
Pss0 (CYP). [Toatomy uHruOMTOpBI 3THX H30()ePMEHTOB MOT'YT CHHM¥KATh KJIMpEeHC cHiieHadua, a
HHYKTOPBI 9THX H30()€pPMEHTOB MOTYT MOBBIIIATE KIHpPEHC chiieHaduia.

Uccnenosanus in vivo. llonynsiuonnsiit papMaKOKHHETHUECKUN aHANH3 JAHHBIX KIMHUYECKHUX
MCCNIeJOBaHUH MPOJEMOHCTPHPOBAI CHHIKEHHE KJIMpPEHCa CHIJCHaQHIa NPH OJHOBPEMEHHOM
npuMeHeHuH ¢ uHruoburopamu CYP3A4 (TakuMH KaK KeTOKOHA30Jl, IPUTPOMHUIIMH, IUMETHIHH).
XoTs npH OJHOBpeMEHHOM NpuMeHeHHH cuijeHaduna u uHrubutopoB CYP3A4 poct yacToTh!
noOoYHbIX sBJIEHUI He HabmoAanoch, CJeAyeT PpacCMOTPETb BO3MOKHOCTH IPUMEHEHHs
Ha4a/lbHOM 103kl cHiiieHaguna 25 Mr.

OnnoBpemenHoe mnpuMeHenue wuHruouropa BWU-npoTeassl puTOHaBHpa, OYEHb MOIIHOTO
uaruouropa Psso, B cocTosHMEm paBHOBecHOM KoHueHTpauun (500 mMr 1 pa3 B CyTkH) H
cuwiieHaduia (pazosas no3a 100 mr) npuBoaHI0 K NOBBIMLEHUIO Crax cHiiaeHaduna va 300 % (B 4
pa3a) u nossimenuo 1iasMenHod AUC cunpenadpuna va 1000 % (B 11 pa3). Uepe3z 24 wyaca
MIa3MEHHBIE YPOBHH CHIJIeHadHa Bee eme cocTaBasad npuMepHo 200 HI/MI 1O CpaBHEHHIO €
YPOBHEM TPHUMEPHO 5 HI/MJI, XapaKTepHBIM /IS TNpPHMEHEHHS CcuijaeHaduna OTAeNbHO. 4YTO
COOTBETCTBYET 3HAYMTEIbHOMY BIIMSHHIO PUTOHABHpPAa Ha WIMPOKUH crektp cybceTpaToB Piso.
Cunpenadun He BauseT Ha (apMaKOKHHETHKY PHTOHABHpA. Y YHThIBasA 3TH (papMaKOKHHETHYECKHE
JTaHHBIE OJIHOBPEMEHHOE NPHMEHEHHe CHIJIeHania 1 PUTOHABHPA HE PeKOMEHJIyeTCs (CM. pasjelt
«OcobeHHOCTH MpPUMEHEHHS»); B TI000OM ciyuae MakCHMalibHas [103a cuijieHaduna npu Kakux
1100 00CTOATEILCTBAX HE JOJIKHA MPEBBIATE 25 MI B TeueHHe 48 yacos.

OnnoBpemenHOe npuMeHeHne HHrHOMTOpa BUU-nporeassl cakBuHaBupa, HHruoutopa CYP3A4, B
no3e, obecreunBarolleil paBHOBeCHYIO kKoHlleHTpauuio (1200 Mr Tpu pasa B cyTkH) ¥ cuigeHaduna
(100 Mr ofHOKpaTHO) NMPHBOAMIO K MOBHINEHUIO Cmax cHigeHaduia Ha 140 % u yBenuueHue
cucteMuoit sxkcnosuimn (AUC) cunaenadmna va 210 %. He BuigBIeHO BAHsSHUSA cHIieHaduia Ha
(bapMakOKHHETHKY cakBHHaBHpa (cM. pasaen «Cnoco0 mpumeHeHHs M 103b1»). [Ipennonaraercs,
uto Oosee mouHbie HHTHOUTOPL CYP3A4, Takne Kak KETOKOHA30/l U HTPaKoHa3oj, OyaAyT UMeTh
Oosiee BhIpaKEHHOE BIIMSIHHUE.

[Ipu npumenenuu cunaesaduiaa (100 Mr oAHOKPaTHO) U IPUTPOMHILIMHA, YMEPEHHOTO HHIHOMTOpa
CYP3A4, B paaoBecHOM coctossHuM (500 Mr aBak/ibl B CYTKH B TedeHue 5 aHei) Habmonanoch
MOBBILLIEHHE CUCTEMHOM dKeno3uunu cujaeHaduna va 182 % (AUC). V 310poBeix 106poBosibLEB
MYJKCKOT0 1ojia He Habmomanock BIMsHHS asdTpomuuuHa (500 mr B Tedyenne 3 cytok) Ha AUC,
Cmaxs Tmax, KOHCTAHTY CKOPOCTH OJJIMMHHAIIMH ¥ TOCIEAYIOIIMN TepHOJ IOJTYBbIBEIACHHS
cHJieHaMIa MM ero OCHOBHOTO IMpKyaupytomero metabonmurta. llumernaun (MHruGurop
uuroxpoma Pyso n Hecneunpuyeckunit uarnburop CYP3A4) B no3e 800 Mr npu ogHOBpeMEeHHOM
IIPUMEHEHHH C cuiieHadunoM B 103e S0 M y 3710pOBBIX J100pOBOJIBIEB ITPHBOANI K MOBBIIIEHUIO
MIa3MeHHbIX KOHIEHTpaluii cuiieHagpuia Ha 56 %.

['peiindpyToBeiii cok sBnsercs caadbiM HHrHOMTOpoM CYP3A4 B CTEHKE KHMIICYHHKA H MOXKET
BbI3BaTh YMEPEHHOE IMOBBIIIEHHE YPOBHEH CHIIeHa(HIa B 1171a3Me KPOBH.

OaHOKpaTHOE NPUMEHEHHe aHTAlMIOB (MarHus rHAPOKCHIA/ATFOMHHHS THIAPOKCHIA) HE BIIHSIIO
Ha OHOJ0CTYNHOCTD cuiieHaduna.

XoTA HceneaoBaHUH ceUNn(pHYECKOro B3aHMO/JICHCTBHA CO BCEMH JIGKAPCTBEHHBIMH CPEICTBAMH
HE  MOpPOBOJAMIOCH, [0  JaHHBIM  MOMYJIAIMOHHOTO  (papMaKOKMHETHYECKOro  aHasm3a.
papmakokHHeTHKa cHIZeHaduIa He MEHsJach IMPH  OJJHOBPEMEHHOM TpPHMEHEHHH ¢
JEKapCTBEHHBIMHU CpeJCTBAMH, NpUHALIeKaluMH K rpynne uaruburopos CYP2C9 (tonbGyramm,
BaphapuH, denutoun), rpynnsl uHrHOMTOpoR CYP2D6 (Takux Kak CeJeKTHBHBIE WHIHOMTOPSI
o0paTHOro 3axpara CEpPOTOHWHA, TPHLMKIMYECKHE AHTHENPECCAHThI), TPYNNbl THA3MIHBIX H
THA3HJ0NOA00HBIX JHYPETHKOB, MNETJIEBBIX M KaluicOeperaromux IHYPETHKOB, HHIHOMTOPOB
aHrMOTEH3  HIEPETBOPIOIOYOr0  (hepMEeHTa,  AHTArOHMCTOB  KaJbllWs,  AHTArOHHCTOB
B-anpeHopenentopoB wiuM MHAYKTOpoB Metabomu3ma CYPaso (Takux kak pudamIimim-,
OGapOutyparst).




B xone wuccnemoBaHusi ¢ ydacTHeM 370pOBBIX J00pOBOJBLIEB-MYXKYHH  OJHOBpPEMEHHOE
NMpUMEHEHHe aHTaroHucra sHaoTenuHa 6ocenTana (ymepennsiii uaaykrop CYP3A4, CYP2CY u,
Bo3MokHO, CYP2C19) B paBHOBecHOM cocTosHHM (125 Mr aBak/abl B CYTKH) ¥ cHiieHaduIa B
paBHoBecHOM cocTossHHA (80 Mr Tpu pasa B cyTkd) npuBomuino kK cHmkeHHI0O AUC B Chax
cuneHaduna Ha 62,6 % u 55.4 % coorBercTBeHHO. [l03TOMY OJHOBpEMEHHOE MPUMEHEHHE TAKHX
MolHbIX HHAYKTOpoB CYP3A4, kak pudaMnuLKH, MOXKET NPUBOANTHL K OoJiee BbIPaKEHHOMY
CHHIKEHHIO KOHLIEHTpaluy cuiijieHaduia B ria3mMe KpoBH.

Huxopanaun npexncraBnser coboifi ruOpua akTHBATOpa KalblMEBLIX KaHAJIOB M HHTpATa.
HUTpaTHbIH KOMIIOHEHT npeaonpesienseT BO3MOXKHOCTE €ro Cepbe3HOro B3aHMOJEHCTBUS C
CHIIb/IeHa(DHIIOM.

Dpdexmur cundenaguna na opyeue 1ekapcmeenivie cpeocmed.

Wccnenosanus in vitro. CunneHadpun — cnadwiii muarudutop uzodopm 1A2, 2C9, 2C19, 2D6. 2E1 u
3A4 uuroxpoma Psso (MKso> 150 MkMoab). ITockosbKy MHKOBBIE IUIa3MEHHbIE KOHLEHTpalHH
cunjeHaduIa paBHBI NPHMEPHO | MKMOJb, BIHsSHHE JIeKapcTBeHHOro cpeiactea Cunarpa Ha
KJIMpeHe cyOcTpaToB 3THX H30(epMEHTOB MaJTOBEPOSTEH.

OTCyTCTBYIOT JaHHBIE O B3aUMOJIeHCTBUM cHIiZieHaduIa U TakuxX HecrnielMduueckux HHrHOUTOPOB
tbochoauscTepasbl, Kak TEOGHUTHH H THITHPHAAMOI.

Hccnenosanus in vivo. IlockonbKy M3BECTHO, YTO CHiAeHAdWI BIMSET Ha MeTaOOIM3M OKCHJIA
a30Ta/lMKIMYecKoro ryaHosuaMmoHodocedara (ul'M®), Obuto ycTaHoBIeHO, uTO CHiAeHadU
MOTEHUMPYET THIIOTEH3HBHOE ACHCTBHE HHUTPATOB, MOITOMY €r0 OJHOBPEMEHHOE MPHUMEHEHHE C
JIOHOpaMHM OKCHJIa a30Ta WIM HHTpaTaMH B J000H (opme mnpoTHBomokazaHo (cM. paszaen
«IIpoTuBONOKA3aHUS ).

Puorryar. Jloknuundeckue necie0BaHus MOKA3aIH a/UIMTHBHBIN cHcTeMHbIH G deKT CHHKEHUS!
apTepHaJbHOTO JIaBJIeHWS, T[PH OJHOBPEMEHHOM mNpuMeHeHHH HHrHOuTOpoB DJID-5 ¢
puonryatoM. KinHu4eckue MCCaeI0BaHUs MOKa3alid, YTO PHOLUIYAT YCHIMBAET THIIOTEH3MBHOE
neiicteue uHruburopoB MJ[3-5. V nanueHToOB, y4acTBOBABIIMX B UCCIIEOBaHUHM, He Ha0II01a10Ch
KJAMHHYECKOro 3(peKTa 0T 0AHOBPEMEHHOTO NpuMeHeHus HHruouTopo ®J[D-5 ¢ puouuryarom.
[IpoTHBOMOKa3aHO OJXHOBPEMEHHOE NMpPUMEHEHHWE pHolmryata ¢ uHruoutopamu ®JI3-5 (B TOM
yucie cunpaeHaduiom) (em. pasaen «lIpotuBonokaszanusy).

OnHoBpeMeHHOE NpUMEHEeHHEe CHIIeHaduIa U OI0KaTOpoB 0-aApeHOPELENTOPOB MOXKET MPHBECTH
K Pa3BUTHIO CHMITOMATHYECKOH THIOTEH3HH Y HEKOTOPBIX MPeApacrnoNoKEeHHBIX MNalMEeHTOB.
Takas peaxkiusi 4acTO BO3HHKa/Ia B Te4eHHE 4 4acoB Mocie NpuMeHeHus cuiaenaduia (cm. paszaen
«Crioco® npumenenus u 103bl» U «OcoGeHHOCTH NpuMeHeHHs»). B xoae 3 wuccneaoBanuit
crienu(UYecKoro B3aUMOIEHCTBUS JIEKAPCTBEHHBIX CpeACTB OJIOKATOp 0-aJpeHOPElEnTOpOB
Jlokca3o3uH (4 Mr U 8 Mr) u cuinaeHadun (25 mr, 50 Mr 1 100 M) NpUMEHSIJTHCE OJIHOBPEMEHHO
nainMeHTaM ¢ J00poKauecTBEHHOW Trumepriasueil mnpejacraresbHOH JKese3bl, cTabuiamM3aius
COCTOSIHMSL KOTOPLIX ObLIa AOCTHIHYTa MpPH MPUMEHEHHHM [OKCa303uMHA. B 3THX mnomynsuusx
Ha0II01a/I0Ch CpeaHee NOMOMTHUTEIbHOE CHUKEHHE apTepHaIbHOIO JaBJICHUS B MOJOKEHHH JIekKa
Ha 7/7 MM pT. cT., 9/5 MM pT. cT. U 8/4 MM PT. CT. U CpejiHee CHHKEHHE apTepPHAIbHOTO JaBJIeHHUS B
MOJIOXKEHHH ¢Tosi Ha 6/6 mMm pr1. cr., 11/4 MM pr. ct1., 4/5 MM prT. cT. B cooTBeTcTBHH. [Ipm
O/IHOBPEMEHHOM TPUMEHEHHWH CcHiIeHaduila M JIOKCa303MHA Yy TNAalMeHTOB, cTabuimM3aius
COCTOSIHMS KOTOpBIX ObUIa JIOCTUTHYTa NPH NMPUMEHEHHH JOKCAa303WHA, WHOI/Ia co00IIanoch o
pa3sBHTHH CHMOTOMATHYECKOH OPTOCTATHYECKOH TMNMOTEH3HH. B 3THX coOOILIEHHAX TOBOPUIOCH O
CllydasX roJIoOBOKPY’KEHHE H COCTOsSIHHE nepel 0OMOpPOKOM, HO 6€3 CHHKOTIE.

He wnabmonanoch HHMKAaKMX 3HAYMMBIX B3aUMOEHCTBHH NpPH OJHOBPEMEHHOM TPHMEHEHHH
cungenapuna (50 wmr) u  ronOyramuay (250 wmr) wim  Bapdapuna (40 wMr), KoTopsele
metabonusupyores CYP2C9.

Cunpenadun (50 Mr) He npuBoama Obl K YBEJIHYCHHIO BPEMEHH KPOBOTEYEHMS, BBI3BAHHOIO
IPUMEHEHHEeM alleTHJICAIHIIMI0BOH KucaoThl (150 mr).

Cunpgenapun (50 Mr) He NOTEHIHIOBAB THMNOTEH3HBHOE /EHCTBHE AQIKOrojis Yy 3JA0POBBIX
A00pOBOJIBILIEB [PH CPEAHUX MAKCHMAIbHBIX YPOBHSX 3TaHo/1a B KpoBH 80 Mr/.

Y nauMeHToB, MONy4aBIIMX CHIeHaQuiI, He HAOMIOJATOCh HMKAaKMX pa3Iu4uil  mpoduiis
11000UYHbIX 3((PEKTOB MO CPABHEHHUIO ¢ TUIALe00 MPU OJHOBPEMEHHOM MPUMEHEHHH TAKHX KJIACCOB

»




TUMIOTEH3UBHBIX JIEKAPCTBEHHBIX CPEJACTB, KaK JAMYPETHKH, OJOKATOpbl [-aJpeHOpeuenTopos,
uarubutopsl  AIl®D, aHTaroHMcTel aHrmoTeH3wHa I, aHTHIHNEpPTEH3HWBHBIC JIEKAPCTBEHHBIE
cpencTBa (COCYIOpacIIMpSIONINE M HEHTPAIbHOrO JeicTBHs), OMOKaTOpBl aJpeHEePrHYecKUX
HeHpOHOB, 6I0KATOPHI KATBIIMEBLIX KAaHATOB M GJIOKATOPHI t-aJpeHopenenTopoB. B cnenuansHom
HCCJICIOBAHUN B3aUMOJICHCTBUSA MPH OJHOBPEMEHHOM NpuMeHeHuH cuaaeHapuaa (100 mr) u
aMJIO/IMIIMHA [ALMEHTaM C apTePUAIIbHOM rUnepTenH3ueit Habmoanoch A0NOIHUTEIIBHOE CHUKEHHE
CHCTOJIMYECKOTO apTepHaIbHOrO JaBieHHs B TMOJOXKeHHH Jiexxka Ha 8 MM pr. cr. CHHXKeHue
JAHACTOJINYECKOrO apTepHAlIbHOrO JaBieHHs coctaBwio 7 MM  pr.ct. [lo Benuumne 31H
JIOTIOTHUTEIbHBIC CHHKCHHE apTePHAIBHOIO MaBlICHHS OBbUIM CONMOCTaBMMbI C TEMH, YTO
Habmoanuch NpH NPUMEHEHHH TOJIBKO CHIleHadHna y 370pOBBIX JOOPOBOJIBLEB (CM. paszen
«PapMaKoJOTrHYECKHE CBOMCTBAY).

Cunnenapun B posze 100 Mr He BiMsul Ha (apMaKOKMHETHYECKHE [OKa3aTejld HHIHOMTOpPOB
npoteassl BUY, cakBuHaBUpa U pHTOHABHpa, KOTOpbIe sBistoTes cyberparamu CYP3 A4,

Y 310poBEIX 100pOBOJIBLEB MYXKCKOTO 014 IPHMEHeHHs cuijleHadguIa B pABHOBECHOM COCTOSIHHH
(80 mr Tpm pasza B cyTkn) npuBoaui0 K MOBBIIEHHIO AUC B Cmax 6ocenTan (125 mMr aBaxael B
nenb) Ha 49.8 % 42 % cOOTBETCTBEHHO.

Ocobennocmu npumMeHeHuA.

Jlo Havana Tepanuu cieayeT coOpaTh MEIUIIMHCKUI aHaMHe3 MalMeHTa U NMPOBECTH (U3UKATBHOE
oOcnenoBanue JUIs JHACHOCTHKH OHPEKTHJILHOH AMCOYHKIMH W ONpeJelieHHs ee BO3MOMKHBIX
IPUYHH,

Daxmopul  pucka cepoeyno-cocyoucmelx 3zaboneeanuit. IlockonbKy cekcyajibHas aKTHMBHOCTB
CONPOBOJKAAETCA ONpEJAENeHHbIM PHUCKOM €O CTOPOHBI cepAla, A0 Hayaia Ji0oro jedyeHus
SPEKTHJIBHOH IHCOYHKLUMHM Bpay JOKEH OLEHHTh COCTOSIHHE CEpAeYHO-COCYAMCTOH CHCTEMBbI
nanuenta. CungeHadun OKa3blBae€T COCYAOpPACHIMPSAONIEE JEHCTBHE, MPOSBISETCSH JIETKHM H
KPAaTKOBPEMEHHBIM CHHKEHHUEM apTepPHAIbHOTO J1aBieHns (M. pa3zaen «DapMakoaIHHAMUKaY).

Jlo HaszHaueHus cHiZeHadMIa Bpad JOKEH TINATEIBHO B3BECHTh, MOXET JH TakoH s¢pdexrt
He01aronpuATHO BJIHATH HA MALIMEHTOB C ONPE/IC/IEHHBIMH OCHOBHBIMH 3a00J1€BaHUAMH, 0COOEHHO
B COYETAHHH C CEKCYalIbHOM aKkTHBHOCTBIO. K naimueHTam ¢ NOBBILIEHHOH YYBCTBHTE/IBHOCTBIO K
BA30/IMJIATATOPAM OTHOCHTCS MALMEHThl ¢ OOCTPYKIIHEi BBIBOAHOTO TPaKTa JIEBOTO JKEIyA04Ka
(HampuMep, CTEHO3 a0pPThl, rHNepTpodHYecKas 00CTPYKTHBHAA KapAHOMHONATHA) HIIH NALHEHTBI C
peJKMM CHHAPOMOM MYJIbTHCHCTEMHOH aTpodWH, OJHMM H3 MPOSABICHUNH KOTOPO# sBIsSETCS
TSKENoe HapylleHHe peryisiiiii apTephalbHOro JaBJIeHHS CO CTOPOHbI BEreTaTMBHON HEPBHOMH
CHCTEMBI.

Cunpaenagpun MOTEHLIUPYET THIIOTEH3UBHOE nefcTBHE HUTPATOB (cMm. paszen
«ITpoTHBOINIOKa3aHNA»).

B nocTtMapkeTHHroBOM mepuoje coo0anock O THKENbIX MOOOYHBIX PEaKIUsSX CO CTOPOHBI
CEPJICYHO-COCY/IUCTON CHCTEMBI, BKJIIOYas HH(APKT MHOKap/a, HeCTaOMIBHYIO CTEHOKap/HIO,
BHE3AIHYIO CEPACYHYIO CMEPThH, KETYA0YKOBYIO apHTMHIO, 1IepeOpOBacKy IApHbIC KPOBOH3JIHAHHUS,
TPaH3UTOPHYIO MIIEMHYECKYIO aTaKy, apTepHalIbHYIO TMIEPTeH3HIO U apTePHAIbHYIO THIIOTEH3HIO,
KOTOpBIE M0 BPEMEHH COBMNAJAIH C MpUMeHeHHeM cuiaeHapuna. Y OOJbIIMHCTBA MALMEHTOB, HO
He Y BCeX, CYIIeCTBOBAIH (DakTOpbl pHcKa Cep/eYHO-COCYAMCTBIX 3aboseBaHuit. MHOro Takmux
noOOYHbIX peakiuii HabII01a710Ch BO BpeMsl HIIM cpa3y Mocjie MOJIOBOro akTa U TOJIBKO HECKOJIBKO
CIIYYWJIOCH BCKOpE Mocie NpuMeHeHus cuiaeHapuna Ge3 cexcyaibHoi axtuBHOcTH. [loaromy
HEBO3MOXKHO ONPEAEIHTh, CBA3aHO Pa3BUTHE TaKUX MOOQYHBIX peaKUHi HEMOCPeJACTBEHHO C
(daxkTopamu pucKa, HJIHM HX pa3BUTHE 00YCIOBICHO JAPYrHMH (aKkTOpaMH.

IlIpuanuzm. CpencrBa Ui NeYeHHS HIPEKTUILHOH MUCHYHKIMH, B TOM 4HClIe W cHiieHadm,
CIe/lyeT Ha3Ha4daTh C OCTOPOKHOCTBIO MAllMEHTaM C aHAaTOMHYECKMMH aeopManusMu reHuca
(TaKUMHM Kak aHryisius, KaBepHO3HbIH ¢ubpo3 wmu Oonesns IleiipoHn) Wi nanueHTam c
COCTOSIHHSIMH, KOTOpBIE CIIOCOOCTBYIOT Pa3BHTHIO NpHANK3Ma (TAKMMH KaK CeprOBHIHO-KIETOYHAS
aHEeMHUsl, MHOKECTBEHHAs MUEJIOMa HIIH JIEHKEMHUS).

[locne BbIXojaa cunaeHaduna Ha pBIHOK CcOOOMIATOCH O Cly4asX Y/UIMHEHHOH OSpeKiMH H
npuanuima. Ecny spekins jummres 6osiee 4 4acoB, MallMeHTaM CleayeT HeMeUIeHHO 0OpaTHThes 3a
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MeJAMIMHCKON noMolbto. [Ipu oTeyTCTBUM HEME UIEHHOrO JIeYeHUS NMPHUANU3M MOXKET NMPUBECTH K
MOBPEKACHUIO TKaHeH NeHuca U K CTOHKOH motepe MoTeHIHH.

Oono6pemenHoe npumeHenue ¢ opyeumu uxneubumopamu @/3-5 wuiu opyeumu cpeocmeamu OJist
nevenus  spekmuibHoll  oucghyniyuu. bezonacHocts H APPexTUBHOCTE  OJAHOBPEMEHHOr0
npuMeHeHus cunaeHaduna ¢ apyramu uHruOuropamu ®J13-5 unam Apyrumu J1eKapCTBEHHBIMH
CPE/ICTBAMH [U1sl JICYEHUS THUIIEPTEH3UH JIETOYHON apTepHH, CoJepXKaliue cuiieHadui (HanpuMep,
PeBanno), wim ¢ IpyruMH JeKapcTBEHHBIMH CPEACTBAMHU JUIS JIEYEHHS IPEKTHIBHOH AUCHYHKITHHA
He u3y4anuck. [1o3ToMy npuMeHeHHe TakKuX KOMOHHAIMH He peKOMEeH TyeTcH.

Bnusnue na 3penue. CnioHTaHHBIE COOOINEHHS O BO3HHUKHOBEHHH JIe(DEKTOB 3peHHs TMOCTYNAIH
acCOLMMPOBAHO ¢ TNpPHUMEHEHHeM cuiieHaduna u JApyrux uHruburopoB ®J[D-5 (cm. paszzgen
«IToGounble peakumn»). O ciaydasx HeapTepHaIbHON mepeaHed HIIeMHUYecKOH HeBpOIaTHH
3PUTEIBHOTO HEpBA, SBIAETCH PEJAKHM COCTOSHHEM, [MOCTYNajlH CHOHTaHHBIE COOOIIEHHA M
co00111an0ch B HA/I30PHOM HCCIeI0OBAaHUH aCCOLMUPOBAHO C MpUMEHeHHeM cuiiieHaduIa u Ipyrux
uaruouropos ®J19-5 (cMm. Pazaen «Ilobounsie peakuun»). [TauneHTOB cieayeT npeaynpeanTk, 4To
B CIy4yae BHE3allHOrO HapyIICHHS 3peHHs TPHMEHEHHUs JieKapcTBeHHOro cpeacrsa Cunarpa
cie/lyeT MpeKpaTuTh U HeMe UIeHHO 00paTuThes K Bpauy (cM. pasaen «IIpoTuBonokasanus»).
Oonoepemennoe npumenenue ¢ pumonasupom. OJHOBPEMEHHOE NpPHUMEHEHHE CHJJICHaduIa W
pHTOHABHpa HEe peKoMeHjayercs (cM. pasaen «BzammoneiicTBHe ¢ JAPYTHMH JIeKaPCTBEHHBIMH
Cpe/ICTBAMH M JIpYTHe BU/IbI B3aUMOJICHCTBHIY).

Oonospemennoe npumenenue ¢ brokamopamu a-aopenopeyenmopos. llaumenTtam, NpUHAMAIOLIMM
010KaTOpBI 0-aIPeHOPELENTOPOB, MPUMEHATH CHIAEHA(QHIT CIIeayeT C OCTOPOKHOCTHIO, OCKOJIBKY
Takas KOMOMHALIMS MOJMKET TMPUBECTH K CHMITOMATHYECKOH TMIOTEH3UH Y HEKOTOPBIX
MpeIpacnofoKEHHbIX K 3ToMy nauuenToB. CHMNTOMaTHYeCcKas rUMNOTeH3Hs OOBIMHO BO3HHMKAET B
TeuyeHHe 4 dYacoB mocie npuMeHeHHs cuijgeHadmna. C 1enbl0 MHHHMH3AIMH  BO3MOXKHOTO
pa3BUTHS  NOCTYpalbHOM  TMIIOTEH3WW y  MAIMEHTOB,  MNPUHUMAIOMUX  OI0KaTOphI
(-aJpeHOPELIeNTOPOB, HX COCTOSHHE HYXKHO CTaOMJIM3MPOBATH C [MOMOIILI OJIOKAaTOpPOB
(-aJpeHOPELIENTOPOB JI0 Hayajia NpuMeHeHus cuiageHapuna. Takike cieayer paccMOTpPETh
BO3MO)KHOCTB NMPUMEHEHHsI HadalbHOM J03bI 25 Mr (cM. pazaen «Crnoco® mpUMEHEHHsS W J03BI»).
Kpome Toro, cieayer npoMH(GpOpMHpOBaThH MALMEHTOB, KakK JEHCTBOBATH B Ciyyae TOSIBICHHS
CHMIITOMOB OPTOCTATHYECKOH IMIIOTEH3HH.

Bnuanue wna rkposomeyenus. Wccnenoanuss TpoMOOLIMTOB 4eNOBEKa IOKa3ald, 4TO in Vitro
cuieHadua MOTEHIMPYET aHTHarperaioHHbie 3QQeKThl HATpHs HUTponpyccuaa. Her HuKakoi
HHPOPMALIMH  OTHOCHTENbHO OE€30MacHOCTH TNpPUMEHeHHs CHIJeHapHIa TalWeHTaMH C
HapYIICHHSIMH CBEPTHIBAHHS KPOBH HWIH OCTPOM sA3BeHHO#H Oosesnbto. Takum oOpazom,
NpUMEHEHNe CcHieHaduIa malMeHTaMH 3TOH IPyINIbl BO3MOXKHO TOJIBKO I10C/E THIATEIbHOM
OIIEHKH COOTHOLIEHHUS MOJIb3bl U PUCKA.

ITocne npuema 100 mr 310poBeIMH A0OpPOBOJIBLIAMH HE HAOMIOAANOCh BIIMSHUS HA MOP(OJIOTHIO
WIIH NO/IBUKHOCTh CIIEPMATO30HM/10B (CM. pasjien «PapMakoIMHaAMHKa).

Ilomeps ciyxa. Bpadam cieayeT ocOBEeTOBATh MAlMEHTaM IIPEKPATHTh IPUMEHEHHE HHIMOUTOPOB
@OJ19-5, Brumouas jgekapeTBeHHoe cpeactBo Cuilarpa, 1 HEME/UIEHHO 00OpaTUThCs 3a MeJIULIMHCKOM
MOMOIIBK B CIy4asX BHE3alHOTO CHWKEHHS WM norepu ciayxa. OO0 3THX SBIEHHMSX, KOTOpble
TaKKe MOT'YT COINPOBOXKIATLCSA 3BOHOM B YIIAX M I'OJOBOKPYKEHHEM, cO00IIAIOCH € accolHalei
BO BPEMEHHM ¢ NpHUMeHeHHeM HHruburopoB ®JID-5. Bkmouas cungeHadun. OnpejenuTs, 3TH
SIBJICHUS HaNpAMYIO CBA3aHBbI C MpuMeHeHHeM HHruoutopoB ®JID-5 mam ¢ apyrumu pakropamu
HEBO3MOKHO.

Oonoepemennoe npumenenue ¢ 2UNOMEHIUGHBIMU JeKapcmeeHHbiMu  cpeocmeamu. Cunarpa
OKa3bIBAET CHCTEMHYI) COCYAOpacIIMpsOlIee JACHCTBHE M MOXKET B JajJbHEHIIEM CHHXKATh
apTepHalibHOE JaBJIE€HHE Y MALMEHTOB, MPHMEHSIONIMX THIIOTEH3HBHBIE JIEKApPCTBEHHBIE CPE/ICTRA.
B oraenbHOM HCCIEIOBAHWH JIEKAPCTBEHHOI'O B3aMMOIEHCTBHS OJHOBpPEMEHHOE TNpUMEHEeHHe
amnomunuaa (5 mr wiad 10 mr) u cunnenadguna (100 mr) nepopanbHo Habmoganock cpejaHee
JOTIOTHUTEIbHOE CHMKEHHE CHCTOJIMYECKOTO JIaBlieHHs Ha 8§ MM PT. CT. M JIMACTOJIMYECKOTO — HA
7 MM PT. CT.



3abonesanusn, nepedarowjuecs nonosbim nymem. IlpuMeHeHue neKapcTBeHHOro cpeactea Cumarpa
He 3amuuaer ot 3aboseBaHuil, nepeialomMxcs MoaoBbIM nyTteM. CreayeT paccMOTPETb
BO3MOKHOCTb ~ NPOMHCTPYKTHPOBaTb  ITALIMEHTOB  OTHOCHTEJIBHO  HEOOXOMMMBIX  Mep
PEJOCTOPOIKHOCTH IS 3aUMTHl OT 3aboneBaHMil, MepearoIIuXCcs MMOJIOBBIM IMyTeM, BKJKOYas
BUPYC HMMYHO/Ie(HIINTA YeTOBEKa.

Bcnomozamenvhvie 6euyecmaa.

JlekapcTBeHHOE  CPEACTBO  COACPKHT  Jakrody. lloatoMy — JekapcTBEHHOE  CPEeICTBO
NPOTHBONOKA3aHO MALMEHTaM C PEAKHMH HAaCIeJICTBEHHBIMH 3a00JIeBaHHAMH, CBS3aHHBIMH C
HENEPEHOCHMOCTBIO TalakTO3bl, HEI0CTATOYHOCTBIO J1akTassl Jlanna uiK HapylieHHeM BcachiBaHHS
TJIHOKO3bI-TATaKTO3BI.

OTO NeKapcTBeHHOE cpeacTBO comepxkHuT MeHee 10,4/20.8 mMr/mo3y HarpHs, TO €CTh NMPAKTHYECKH
cBOOOIHBIN OT HATPUSA.

IIpumenenue 6 nepuod bepemennocmu Ui KOPMAEHUS 2pyobIo.
JlexapctenHoe cpeactBo Cuarpa He MpeHa3HAYeHO Ul TPUMEHEHHS KEeHITHHAMH.

Cnocobrocmy 61uame Ha cKOpocmv peakyuu npu YnpasieHuu asmompancnopmom uiu Opyeumu
MEXAHUIMAMU.

McenenoBanuii BIMSHHS TeKapCTBEHHOTO CPeACTBAa HA CIOCOOHOCTH YHPAaBJIATh TPAHCIOPTHBIMH
cpeacTBaMH W paboTaTth ¢ JAPYrHMH MEXaHM3MaMH He NpoBoauioch, IloCKoMBKY B Xoze
KJIMHUYECKHX HCCIICI0BaHHH NPUMEHEHHS cuiieHaduia coolmanochk o ciiy4asx rojoBOKpYKeHHs
W HapylleHHsl CO CTOPOHBI OpPraHOB 3peHHs Nepea TeM, Kak CaauThCid 33 PyJb TPaHCIOPTHOIO
cpeacTBa wiu paboTraTth ¢ MeXaHW3MaMH, IalHeHTaM HeOoOXOJMMO BBIICHHTH, KAaKoBa HX
WH/IHBH/IyaIbHAs PeaKi|s Ha MPUMEHEHHe eKapcTBeHHoro cpeactBa Cunarpa.

Cnocob npumenenun u 003sl.

JlekapcTBEHHOE CPEACTBO MPHMEHSIOT NIEPOPATIBHO.

Bspocivie. Pexomenayemas no3a cocraBiasier 50 Mr m npuMeHsETCS B ciydae HeoOXOTHMOCTH
NPUMEPHO 3a 4Yac JI0 CeKCyalbHOW axkTMBHOCTH. B 3aBucumoctd 0T 3hdeKTHBHOCTH WU
MEPEHOCHUMOCTH JIEKAPCTBEHHOTO CPEJICTBA /103y MOXKHO YBeTUYHTh /10 100 M WJIH CHU3UTH 10

25 Mr (npUMeHseTCA JIeKapCTBEHHOE CPEACTBO B COOTBETCTBYIOUIEH J03MpOBKe). MakcumalnbHas
pekomentoBaHHas J103a cocrasiaser 100 mr. YacTtora npumMeHeHHs MaKCUMAIbHOH peKOMEHIyeMOii
J103bl JIEKAPCTBEHHOTO CpejcTBa cocTaBnseT | pa3 B cyTku. IIpu nmpHMeHeHHH J1eKapCTBEHHOIO
cpeacta Cunarpa BO BpeMs NpHEMa MMHILM JEHCTBHE MOJMKET HACTYNaTh MO3AHEE, YEM MpPH €ro
NPHMEHEHHUH HATOIIAK.

Iayuenmuvr nooxcunoco 6ospacma. HeoOGXoauMOCTh B KOPpeKLHH /I03bl MAlHEHTaM TOKHIOTO
BO3pacta (= 65 n1eT) OTCyTCTBYET.

ITayuenmer ¢ noveunout neoocmamounocmoio. TlatMeHTaM ¢ MOYEYHON HEI0CTATOYHOCTBIO JIETKON
H cpe/lHell cTeneHH TskecTH (KnMpeHc kpeatwHHHa 30-80 Mu/MUH) pekoMeHayemas [103a Takas
JKe, KaK yKa3aHo Bblilie B pasjeie «B3pocibie.

[TockompKy y NalMEHTOB ¢ MOYEYHOH HEOCTATOYHOCTBIO TSAKEN0H CTeneHn (KIHPEHC KpeaTHHHHA
<30 MJ/MHH) KJIHpPEHC CHIIIeHa(HIa CHUXKEH, CIelyeT PacCMOTPeTh BO3MOXKHOCTH NMPUMEHEHHS
n0361 25 Mr. B 3aBucumMocTH 0T 3p(PEeKTHBHOCTH H NEPEHOCHMOCTH JIEKapCTBEHHOT'O CPEJICTBA MPH
HEOOX0IMMOCTH JI03Y MOXKHO YBEJIHYHTh nocteneHHo g0 50 mMr u 10 100 mr.

[layuewmer ¢ nevenounou nedocmamoyrocmero. IlOCKOJIBKY y NAllMEHTOB C IE€YEHOYHOI
HEJI0CTAaTOYHOCTBIO (HaNpuMep, LHPpPO30M) KIUPEHC CHIIeHaduIa CHHKEH, CleyeT pacCMOTPETh
BO3MOJKHOCTh NPUMEHEHHA 103bl 25 Mr. B 3aBucuMoctd oT 3()(eKTHBHOCTH H NEPEHOCHMOCTH
JIEKapCTBEHHOI' O CPEACTBA NPH HEOOXOAMMOCTH 103y MOKHO YBEJIHYHTH NOCTENEHHO 10 50 Mr | 10
100 wmr.

llayuenmeoi, npumensiowue opyeue nexapcmeennvie cpedcmeéa. Ecnmim mauueHTsl OAHOBPEMEHHO
npuMeHstoT HHruOuTOpsl CYP3A4 (cM. pasnen «B3auMoaeHcTBHe ¢ IPVIHMH JIEKAPCTBEHHBIMH
CPEICTBAMH M JIPYTHE BH/Ibl B3aUMOJACHCTBHIY), CIIEAYET PACCMOTPETh BO3MOKHOCTh NPUMEHEHHS




HAuYaIbHOH 03Bl 25 MT (3a HCKIIOUEHHEM PUTOHABHpA, NPUMEHEHHe KOTOPOro OJHOBPEMEHHO C
CHJIbJICHA(HIOM He peKoMeH/1yeTcs, eM. paszen «OcoOeHHOCTH TPHUMEHEHUS ).

C uenbl0 MHHHMHM3ALUMH BO3MOXHOTO Pa3BUTHS NOCTYPAILHOW THIIOTEH3UMM Y IIAllUEHTOB,
MPUHAMAIONIHX OI0KaTOPBI 0-APEHOPEIENTOPOB, HX COCTOSIHHME HYKHO CTabHIM3HpOBaTh C
MoMOoLIbI0  0J1I0KaTOpPOB  (-aZIPEHOPELENTOPOB /10 Hauyaja NpuMeHeHHs cHiaaeHaduaa. Takxke
ClielyeT paccMOTPeTh BO3MOXKHOCTh TNPHMEHEHHs HadalbHON Jo3bl 25 Mr (cMm. paszgen
«OcobenHocTH npuMeHenus» u «B3aumoeiicTBHe ¢ JPYrHMH JIeKAPCTBEHHBIMH CpPE/ICTBAMH H
JpyTHE BHbI B3aUMOACHCTBHII»).

Jlemu.
JlexapcTBeHHOE CpeAACTBO HE NMOKa3aHO K MPUMEHEHHIO JTHLIaMH B Bo3pacTe 10 18 ner.

Ilepeooszuposka.

B xoae KIMHHYECKHX HCCIEI0BaHHMH C y4acTHEM J00POBOJIBLLEB MPH NPUMEHEHHH Pa30BOH 103kl
cuaeHadpuna o 800 mr nmoGouHble peakuMH ObLTH 1MOJ00HBI T€M, KOTOpbIC HaOJIIOJaIHCh TPH
npUMeHeHHH cuijieHaduna B Oojee HU3KMX [103aX, HO BCTpeyaluch vaile u Obuin Oonee
TsokenbIMH. [IpuMmenenne cunaeHajuna B jgoze 200 Mr He NPHBOAWIO K MOBBIMICHUIO
3 ¢eKTHBHOCTH, HO BBI3BIBAIO POCT KOJIWYECTBA C/Iy4aeB pa3BHTHS NMOOOYHBIX peakuuii (roJoBHOM
00/, NPUIHBOB KPOBH, TOJOBOKPYKEHHE, JMCIENCHH, 3aJI0KEHHOCTH HOCA, HapylleHu# co
CTOPOHBI OPraHoB 3PEHHs ).

B ciydae nepeno3HpoBKH TMpH HEOOXOAMMOCTH NpHOErardT K OOBIYHBIM IOAAEPHKHUBAIOIIAM
MEpPONPUATUIM. Y CKOpPEHHE KIMpPEeHca cuiiieHadua npH reMoHainie MajloBEPOATHO BCIIEICTBHE
BBICOKOH CTENEHH CBA3BIBAHMS JICKAPCTBEHHOIO CpeJCTBa ¢ OenKamM Mia3sMbl KPOBH H OTCYTCTBHS
3JIMMHHAIMH CHIICHadHIa ¢ MOYOH.

Ilobounsre peaxkyuu.

[Io nanHbBIM THTEPATYPHBIX MCTOYHHKOB, Yallle BCEro COOOINAIOCh O TAKHX MOOOYHBIX peaKlMiX,
KaK rojoBHas Oo0llb, NPWIABBI KPOBH, JUCIEINCHS, 3aJ0KEHHOCTh Hoca, Oolb B CHHWHE,
rOJIOBOKPYXKEHHME, TOLIHOTA, MPHIMBbLI JKapa, HApYIIEHUs 3PEHUs, [IMAHOICHS M [OMYTHEHHE
3peHHS.

Bce KiMHHYeCKH 3HauMMble MOOOYHBIE pEaKlHH, [PHBEJACHBI HHIKE B COOTBETCTBHH C
kinaccudukauuein «CucremMa-opraH-Kiaacc» M 4acToTel: O4eHb Yacto (= 1/10), gacto (= 1/100 —
< 1/10), nevacto (> 1000 — < 1/100) u peaxo (= 1/10000 — < 1/1000). B mpenenax kaxaoi
YaCTOTHOM TpyTINbI MOOOYHBIE PeaKlliH NMPHBEICHBI B OPAIKE YMEHbIIEHHS HX CEPbEe3HOCTH.
NHdex1noHHbIE U HHBA3HBHbIC 3a00/ICBaHUI.

Heuacmo: punurt.

Co cTOPOHBI HMMMYHHO# CHCTEMBI,

Hewacmo: runep4yBCTBHTEIBHOCTb.

Co cTOpOHbLI HEPBHOI CUCTEMBI.

Ouenb wacmo: ronoBHas 00/b.

Hacmo: ronoBoKpyKeHHe.

Hewacmo: cOHITHBOCTb, THITECTE3HS.

Peoxo: MHCYIBT, TPAH3HTOPHAS HIIEMHYECKas aTaka, CyJ0poru*, peliuauBsl Cy10por*, CHHKOIE.
Co cTOpPOHBI OPraHoB 3PEHHS.

Yacmo: HapyleHHe BOCTIPUATHS 1BeTa**, paccTpoicTBa 3peHus, TOMYTHEHHE 3PEHHUA.

Heuacmo: pacctpoiicTBa cie3oBbiieneHre™***, 6onb B riaszax, porododus, Gporoncus, runepemus
r71a3, APKOCTh 3PEHHS, KOHBIOHKTHBHT.

Peoko: HeapTepHanbHas TepeaHss HIIEMHYecKas HeHpomaTHsi 3pHTEIBHOTO HepBa* OKKIIO3HS
COCYZIOB CETUaTKH® peTHHAJILHOE KPOBOW3JIHSHHE, apTEePHOCKIEPOTHYECKass PEeTHHOMATHS,
HApyIIEHHs CO CTOPOHBI CETHATKH, IJ1ayKoma, AedeKTbl o 3peHHs, AWIUIONHUS, CHHIKEHHe
OCTPOTHI 3PEHHA, MHOIHS, ACTEHOIH, MJIABAIOIIHE NMOMYTHEHUSA CTEKJIOBHIHOIO TeJla, HapyLIECHHs
CO CTOPOHBI PAIYKHOH 000JIOYKH, MHJPHA3, MOSBJIEHHE CBETHIIUXCH KPYTOB BOKPYI HCTOYHHMKA
cBera (rajio) B Iojie 3peHHs, OTEeK TIJa3, MPHUIYXJIOCThL IJ1a3, HAPYIIEHHWS CO CTOPOHBI TJias3,
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THNIepeMHs KOHBIOHKTHBBI, pas3/ipa’keHHe r1a3, aHOMAlbHbIE OLIYIIEHWS B IJla3ax, OTEK BeK,
o0ecliBeYHBaHHS CKIIEPbIL.

Co CTOpPOHBI OPraHoOB cJ1yXa H BeCTUOVJIIPHOrO anmapara.

Heuacmo: ronoBokpykeHue, 3B0H B yIax.

Peoxo: rnyxora.

Co cTopoHBI cepaiia.

Heuacmo: tTaxuxapausi, ycuneHHoe cepanedbuenue.

Peoxo: BHe3anHas cepaeyHas cMepTh*, HMH(APKT MHOKapja, KeJIyJ04YKOBas apHTMHA*,
(Gubpwsiuus npeacepanii, HectabUiIbHAS CTEHOKAPIMS.

Co CTOPOHBI COCYIOB.

Yacmo: npuimBbl KPOBH K JIMILY, TIPHJIMBLI JKapa.

Hewacmo: runepTeH3usi, TANOTEH3U.

Co CTOPOHBI PeCHPATOPHOH CHCTEMbL IPYAHOH KJIETKH H CPEJIOCTEHHUS.

HYacmo: 3a10KeHHOCTD HOCA.

Hewacmo: HOCOBOE KPOBOTEUEHHE, 3aI0KEHHOCTH MPHIaTOYHBIX 11a3yX HOCA.

Peoxo: omyimeHne cxxaTus B ropiie, OTeK CIU3HCTOH 000109KH HOCA, CYXOCTh B HOCY.

Co CTOPOHBI JKENYAOYHO-KHIIEYHOTO TPAKTA.

Yacmo: TOMIHOTA, JIMCIIETICHS.

Heuacmo: ractpossodareansHas peduiokcHas 0one3Hb, pBoTa, 00/1b B BepXHeH HacTH JKHBOTA,
CYXOCTB BO PTY.

Peoko: runectesus poToBoOi MOJIOCTH.

Co CTOPOHBI KOXKH ¥ MOIKOKHOH TKaHH.

Heuacmo: coinb.

Peoxo: cunapom CtrBeHca-/I)koHcoHa*, TOKCHYECKHH MHAepMAIbHbIH HeKponu3*.

Co CTOPOHBI ONOPHO-/IBUTATENILHOTO aniapara U COeIMHUTENILHOM TKaH!.

Hewacmo: muanrus, 60715 B KOHEUHOCTSIX.

Co cTOpOHBI MOYEBBIICTHTEILHONH CHCTEMBI.

Heyacmo: remarypus.

Co cTOPOHB! PENPOAYKTHBHOM CHCTEMBI U MOJIOUHBIX JKEJIe3.

Peoko: kpoBoTeueHHe H3 TI0JIOBOTO wWI€HA, NpUanu3M™® remarocnepMus, MNpPOJOKHTEIbHAS
IPEKLHUS.

OOuue HapyIICHHs ¥ Peakilii B MECTE BBE/ICHHS.

Hewacmo: 60:1b B rpyiu, NOBBILIEHHAS YTOMISEMOCTh, YYBCTBO kKapa.

Peoko: paznpaxenne.

OO6cneoBanue.

Heyacmo: noBbIIEHHAs 4aCTOTA CePACYHBIX COKPALIEHHH.

* Coobmanoce MIIEL BO BpeMs HCClIE0BAHUN 1OC/Ie BBIX0Aa CHiIeHa(HIa Ha PhIHOK.

** Hapymenue BOCHPHATHS [BETa: XJIOPOTICHS, XPOMATOMNCHS, I[HAHONCHS, EPHTPOIICHS,
KCaHTOICHS.

*¥** Hapymenue cre3oTedeHHe: CyXOCTh B IJla3axX, HapylICHHE CJIE300T/IC/ICHAS U TOBBIIEHHE
ClIe30TeUeHHE.

Huxenpusenennsle sBneHus Habmogamuch y < 2 % NalUWEHTOB B XOJ€ KOHTPOJMPYEMbBIX
KJIMHHUYECKUX MCCJIEIOBAHHI: NMPUYMHHAS B3aUMOCBA3b He ompezesneHa. CooOlieHue BKIOYAIH
ABJIEHHS, KOTOPBIE HMEJIN BEPOATHYIO CBA3b C MPHMEHEHHEM JIEKapCTBEHHOIO cpe/cTBa. SIBiIeHHs,
KOTOpBIE HE ObLIH yKas3aHbl, ObLIH JErKUMH M COODOILIEHHUS ObUIH OYEHb HETOUHBIMH, YTOOLI HMETh
3HAYEHHeE.

Obwue. Otex muua, poroceHcHOMNM3aLHKA, WOK, acTeHHs, Oob, BHe3anHoe mnajaeHue, 0Oib B
KHMBOTE, BHE3AITHOE MOBPEHKICHHE.

Co cmopouvi  cepoeyno-cocyoucmou  cucmemsl:  CTeHOKapaus, AV-010kaga, MHIPEHb,
NOCTYpaibHas THMOTEH3Ms, WUIEMHS MHOKapja, TpoMOO03 COCYA0B roJIOBHOIO MO3ra, BHe3arHas
OCTaHOBKa cep/ila, HapyueHus pe3yabratos Ha DKI', kapanmomuonarus.
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Co cmoponer  JKcenyoOYHO-KUUEYHO20  mMpakma: TJIOCCHT, KOJMT, JAWc]ards, racTpwr,
racTPO3HTEPUT, 330(aruT, CTOMATHT, HApPYLIEHHE Pe3yIbTATOB IMEYEHOYHBIX MP0o0, pPEKTaTIbHOE
KPOBOTEYEHHE, THHTUBHT.

Co cmoponwl cucmemuvl KpoGU U TUMGAMUHECKOU CUCMeMbl: aHEMHES, JIEHKOIICHHS.

Co cmoponwvl obmena eewgecms, memadonusma: *Kaxjaa, oTek, rnojarpa. HectaOMIbHBIH auHadeT,
THNIEPrIIMKeMus, nepudepuuecke 0TeKH, THIIEPYPUKEMHS, THITOTIIMKEMHUS], THIIEPHATPHEMHS.

Co cmoponbl KOCMHO-MbIUEYHOL cucmeMbl: apTPUT, apTpo3, pas3pbiB CYXOKHITHS, TEHOCHHOBHT,
00J1b B KOCTAX, MHACTEHHUS, CHHOBHT.

Co cmopoubl HepeHoil cucmemsl: aTaKCHs, HEBPAITHA, HEHponaTHs, NapecTe3n, TPEMOp, BEPTUTO,
Jlenpeccus, becCOHHMIA, aHOMAaJTbHbIe CHOBHICHUS, CHHIKeHHE pedIeKCoB.

Co cmoponsl ObixamenvHoll cucmemvl: acTMa, JUCITHOE, JTAPUHTHUT, GapHHTHUT, CHHYCHT, OPOHXHT,
YCHJIEHHOE CIIIOHOOT/IEICHHE, YCHIICHHE Kallls.

Co cmoponbl kodcu: KpaluBHHUIA, reprec, 3y, MNOTIHBOCTb, A3Bbl KOXKH, KOHTAKTHBIA JepMaTHT,
9Kc(oIMaTHBHBIN 1€PMATHT.

Cneyugpuueckue owyuenus. BHE3AHOE CHIWKEHHE WIM 1oTeps ciayxa, Ooap B ymax,
KPOBOM3/IMSIHHE B TJIa3, KATapakTa, CyXoCTh B IJia3ax.

Co cmoponvr  ypocenumaivHoU cucmemvl: WHCTHT, HHUKTYPHSA, TOBBIICHHAs YacToTa
MOYEHCITYCKaHHii, yBeTMYEHHE MOJIOYHBIX JKENe3, He/IepKaHUe MOYH, HapylIeHHE AKYIISIHHN, OTEK
TOJIOBBIX OPraHOB, AHOPTra3MHs.

OnbiT npUMeHEHHs nocjie Bbixoja Ha phiHOK. Ilocne BeIxojga cuijenaduia Ha pPHIHOK ObUIH
HICHTH(OUIHPOBAHBl HIKENpHBEJeHHbIE NoOoYHble peakuuu. [lockonbky O TakMX peakuuu
€o001maT J00POBOJIBHO M COOOLIEHHS MOCTYNAKT OT MOMYJIALHH HEW3BECTHOrO pasMmepa, He
BCerja MOHO JOCTOBEPHO OLEHHUTH HX 4HYaCTOTY H YCTAHOBHTHL NPUYHHHYH CBi3b C 3KCHO3HHHeﬁ
JEKapCTBEHHOTO CPEJCTBA. JTH SBJIEHHS ObUIM OTMEYEHbl KaK 3a HX CEpbE3HOCTh, YacTOTy
c0001IeH s, OTCYTCTBHE YE€TKON albTePHATHBHOMH CBA3M, TaK U Yepe3 KOMOMHALIMIO 3THX (paKTOPOB.
Cepoeuno-cocyoucmeie u yepebposackyisiprvie signenus. CoobLanoch 0 Cepbe3HbIX CepleHHO-
COCYAMCTBIX, LEepeOpOBACKYISAPHBIX M COCYAMCTBIX SBJIEHMX., BKIKOYas LepedpoBacKy/spHOe
KpOBOTEYEHHE, CcyOapaXHOMAATbHOE M BHYTPHLEPEOPAIBHOM KPOBOTEYEHHE M JIETOYHOE
KPOBOTEUYEHHE, KOTOpbIe OBbLIH CBA3aHbl BO BPEMEHH C MPUMEHEHHEM CHIlieHaduIa. boibuHHCTBO
MAalHeHTOB, HO HE BCE, HMMEJIH CYIIECTBYIOIHE (AKTOPbl CEPACYHO-COCYIUCTOrO pHCKA.
Coo0manock, 4T0 MHOTHE M3 3THX ABJICHHH BO3HHKJIHM BO BPEMs WIIM cpa3sy I0C]IE CEeKCyalbHOH
aKTHBHOCTH, M HECKOJIbKO SIBJICHHH BO3HHK/IM cpa3dy [pH NpUMEHeHWH cuijaeHaduna Oe3
CeKCYaTbHOM aKTUBHOCTH. J[pyrue siBMeHHs BO3HUK/IN B TEUCHHE MOCIEAYIOIMX YaCOB WM JAHEH
nocjie NPHMEHEHHs CHIJIeHa(uIa U CeKCyanbHONH aKTHBHOCTH. HEBO3MOXKHO yCTaHOBHTH, MMEIOT
JH 9TH SBICHHUA NPAMYIO CBA3b C NPUMEHEHHEM JIEKQpCTBEHHOTO CPEJACTBA, C CEKCyalbHOM
aKTHBHOCTBIO, C MMEIOIUMUCS (aKTOpaMH pHUCKa MM ¢ KOMOWHauuel 3THX (akTOpoB, WIH C
JIpyrumu akTopamu.

Kpoeenocnaa u aumgpamuveckans cucmemvl: BazOOKIKO3MBHUH Kpu3zuc. B HeGosblioM
3a01aroBpeMeHHO IPHOCTAHOBIEHHOM HCCIIEZIOBAHHH TPUMEHEHHs JIeKapcTBEHHOTO CpescTBa
Pepanmo (cwinenadun) A8 NalMEeHTOB C JIETOYHOH apTepHaIbHOW rMNepTeH3Hel, BTOPHYHOH B
OTHOIIEHHH K CEpPIOBHIHOKJIETOYHOH aHEMHH, NpPH TNPHMEHEHMH CcHIleHadHuIa O pa3BHTHH
BA300KJIFO3UBHUX KPH30B, TpeOYIOIIME rOCMUTAIN3AINH COO0IATIOCH Yallle, YeM MPH NPUMEHEHUH
nmnane6o. Knunaudeckoe 3HaueHwe HToif WHPOPMAIMH 7 TAIMEHTOB, TNPHHUMAIOMIMX
nekapcTBeHHOe cpeacTBo Cuiarpy ¢ UeNbl0 JIEYEHHS JPEKTHIBHOH IHCHYHKUHH, SBISAETCA
HEH3BECTHBIM.

Hepenas cucmema: TpeBora, TpaH3UTOPHas riobaibHas aMHe3Hsl.

Cneyughuueckue ougyuyeHus.

Cayx. Coolanock 0 ciyqasiX BHE3alHOIO CHH/KEHHS MIIH MMOTEPH Ci1yXa, CBA3aHHBIE 110 BPEMEHH C
npuMeHeHueM cuijeHapuia. B HEKOTOpBIX ciayyasx cooOlanock O HAIMYHH MeIHIIHHCKHX
COCTOSIHUH M JIpYTHX (JaKTOPOB, KOTOPBIE MOTJIH ChIIPaTh pPoJjib B Pa3BUTHU MODOYHBIX peakiiuii co
CTOpOHBI ci1yxa. Bo MHOTHX ciiydasx uHdopMalus 1o JajibHeHmemMy MeIHIHHCKOMY HaOII0IeHHIO
otcyrcTByeT. OnpeaenuTs, 3TH ABICHHS HANPAMYIO CBS3aHbI ¢ NMPHMEHEHHEM CHIJeHaduia, ¢
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HMEIOLIMMHCS (DaKTOpaMH PHCKa TOTEPH cilyXa, ¢ KoMOMHaLHeH 3TUX (akTopoB HIH ¢ IPYrHMH
(akTopamMH, HEBO3MOXKHO.

3penue: BpeMeHHas TOTeps 3peHHs, [OKpPaCHeHWe IJla3, *OKeHHe B IJla3aX, MOBbIIEHHE
BHYTPHIJIA3HOIO JaBJICHHSA, OTEK CETYATKH, COCYIHCTEIE 3abosreBaHus CETYATKH HIIH
KPOBOTEYEHHE, OTCJIOWKA CTEKJIOBHJIHOTO TeJla.

Peaxo coobmanock o ciy4asx HeapTepHalbHO# nepe/Hei HIIEMHYECKOH HEBPOTIATHH 3PHTENILHOTO
HEpBa, YTO SBJSETCA TNPHYHHON CHHKEHHMS 3PEHHS, BKIIOYAsd TMOCTOAHHYIO MOTEPIO 3pEHHS,
KOTOpBIe OBLTH CBA3aHbI BO BPEMEHH ¢ MpHMeHeHHeM HHruOuTopoB ©/12-5, Brimoyas cuiieHadmI.
MHoOrue U3 nauueHToOB, HO HE BCe, UMEIH MMEIOLIUECs aHATOMHYECKHE WM COCYAUCThIE (PaKTOPHI
pHCKa pa3BHTHS HeapTepHAIbHOW IepeJHeH HIIEMHYECKOH HEBPONATHH 3PHTEILHOTO HEpBa.
BKIIOYas (HO He 00s3aTeNbHO OrpaHWUYMBAsCh) CIEAYIOUIME: HHM3KOE COOTHOLIEHHE jJuaMerpa
IKCKaBallHK M JIMCKA 3PUTEBHOTO HepBa (3acTOHHBIH JHCK 3pHTENBLHOrO HepBa), Bo3pact Oonee 50
JeT, rTunepTeH3us, 3aboneBaHig KOPOHAPHBIX apTepHii, THIIEPIUNHeMUs U KypeHue. Hero3amoxHo
ONpPEAC/IHTh, 3TH SABICHHSA HANPSAMYIO CBA3aHbI ¢ NpHMeHeHHeM HHrHOMTOpoB PJ[D-5 uMnm ¢
MMEIOLIMMHCS aHATOMHYECKHMH WJIH COCYAMCTBIMHM (paKkTOpaMu pUCKa, WM ¢ KOMOWHALMEH ITHX
BCeX (PaKTOPOB, HIIK C APYTHMH (PaKTOpaMH.

Cpoxk zo0Hocmu. 3 rojia.

YeaoBusi XxpaHeHus.

XpaHUTh B OPUTHHAJILHON yIIaKOBKe 1pu TeMnepatype He Boiie 30 °C.
XpaHUTb B HEJIOCTYITHOM JUIst JIeTell MecTe.

YnakoBka.

ITo 1 uiu no 4 tabnetku B 6uucrepe; o 1 6aucTepy B nayke.

ITo 1 Tabnerke B 6immcTepe; no 2 6GimcTepa B nayke.

Kareropus ormycka. Ilo penenry.

3assurean. YAO «Papmanestrueckas Gpupma «/lapauuanr.

MecToHaxoxkIeHHEe 3asiBUTE/IS H €70 a/jpec MecTa 0CyIecTB/IeHHS AesiTe/IbHOCTH.
Vkpauna, 02093, r. Kues, yi. bopucnonsckas, 13.

IIpousBoauTeb. AktaBuc JITa.

MecTonaxoxaenne NpoH3BOAHTEIS H €r0 a/ipec MeCTa OCYMEeCTBACHHA 1eATeIbHOCTH.
bJIb 016. bynebens Ungactpuan Dereitt, 3eiityn 3TH3000, Mansrta.

Jata nocaeanero nepecMoTpa.
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