3ATBEPJUKEHO
Haka3 MinicTepeTBa 0XOpOHH
310poB’s YKpaiHu
O RoLINe LS
PeecTpauiiine nocBig4eHHs

Ne ”’ﬁ?/ /7 /52{ 0l [Of
WA /(7177 fer /¢ 2w

IHCTPYKUIA
JVISE MEIHYHOI 0 32CTOCYBAHHS JIKAPCHKOT0 32¢00y

CHJIAT'PA

Crnao:

oitoua pevosuna: sildenafil;

1 rtabnerka. BKpHTa ILUTIBKOBOK OOOJOHKOK, MicTHTH cuijaeHadiny (y dopmi cunaenadiny
uuTpary) 50 Mr;

1 Tabnerka. BKpHTa IJIIBKOBOIO 00OJOHKOIO, MICTHTH cuieHaduny (y dopmi cuigeHadiny
utpary) 100 mr;

OONOMIDICHI peyosuHU: TTAKTO3a MOHOTLIPAT, Helo0103a MiKpoKpucTaniyHa, nosigon K (29-32),
HaTpil0 KpockapMerno3a, MarHito creapar, Opadry Blue 03F20404: rinpomenosa (6 CP). Tutany
mokenna (E 171), makporon 6000, inaurokapminy amominieuii nak (E 132).

Jlikapebka opma. TaGneTky, BKPUTI IUTIBKOBOIO 000JI0HKOIO.

OcnosHi izuxo-ximiuni racmueocmi: TabNeTKH, BKPUTI MIIBKOBOK 000JOHKOIO, OJAKHTHOTO
KOJIbOPY, eminTHYHOT (GOpMH, ABOOIYKII, 3 rpaBipyBaHHsM «SL50» abo «SL100» Ha oaHiii i3
CTOpIH.

@apmakoTepaneBTHYHA rpyna. 3aco0u, 110 3aCTOCOBYIOTHCA MPH €PEKTHIIBHIH JAHCHYHKILIL
Cunnenadin. Kox ATX G04B EO03.

Dapmaronoziyni eracmusocmi,

DapmarxoouHamixa.

Mexanism mii. Cunaenadin € nikapcbkuM 3aco0OM /Ul MEpOPabHOTO  3aCTOCYBaHHS,
NpH3HAYEHHUM JUIA JIIKYBaHHsA epekTHabHol auchyHkuii. Ilpm cexcyaipHOMY 30y/DKEHHI
JMKapchKHUi 3aci® BIJHOBITIOE 3HHIXKEHY €PEKTHJIBHY (YHKIIIO HLIAXOM [MOCH/ICHHS MPHTOKY
KPOBI J10 neHica.

®izionoriyHMi MeXaHi3M, IO 3YMOBIIIOE €PeKLII0, BKIIOYae BUBLIbHEHHS OKCHy a3oTy (NO) y
KaBEPHO3HHX TLlAX MiJl Yac CeKCyaJbHOro 30y/uKeHHA. BHBIIbHEHHMI OKCHA a30Ty aKTHBYE
(epmeHT  ryaHinaTtuukiasy, 0  CTHMYJIOE  NiJBHINEHHS  PIBHS IUKJIIYHOTO
ryaHosuaMoHopochary (1l M®P), mo, y cBOK Hepry, BHKJIMKAE po3ciabiaeHHs TIIaaKoi
MYCKYJIaTYPH KABEPHO3HHX TiJl, CIPUSIOYH MPUHTOKY KPOBI.

Cunzienadin € noTyKHHM Ta ceJeKTHBHUM iHribitopom ul’ M®-cnerudivynoi pocdoaiecrepazu
5 (®JIE-5) y xaBepHO3HuX Tinax, ne ®JIE-S Bignosinae 3a posnajg ul M®. Edexrn cunnenadiny
Ha epekuilo MaroTh mnepudepuunnit xapaxrep. Cungenadin He uUMHHTB Ge3MOCEpeaHBOT
penakcyio4oi i Ha i307bOBaHi KaBEPHO3HI TiNa JIKOJUHH, ajie€ [OTYKHO [OCHIIOE
poscaabmorouy aito NO nHa many Tkanuny. [lpu akrusanii metaboniunoro nuisixy NO/ul'MO®,
110 BiAOYBa€ThCs NIPU CEKCYalbHIN CTUMYJISILIL, iHrOyBanns cuijienagiiom ®JIE-5 npu3BOAHTD
no miasumieHHs piBHA 1l M® y kaBepHO3HuX Tinax. Takum 4uHOM, 1 TOro, 100 cHteHadin
BHK/IHKaB noTpiOHHH hapmakonorivauii edext, HeoOXiIHE CeKCyallbHe 30y IKEeHH.
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Bonus na dapmakoauHamiky. JlocnikeHHs in vitro NpoAEeMOHCTpYBallM, 1O cuiaeHadin €
cenektuBHuM 10 PJIE-5, mo Gepe akTHBHY y4acTh y mpoueci epekuii. Edexr cunaenadiny Ha
®JIE-5 nortyxuimmi, HiX Ha iHmi Bigomi ¢ocdomiectepasu. lleii edexkr y 10 pasis
noTykHimui, Hix epext Ha OJIE-6, o Gepe yyacts y npouecax GoTonepeTBOpeHHs y CITKIBLL.
[IpH 3acTocyBaHHI MAKCHMAILHHX PEKOMEH/I0BAHHX /103 CelIeKTHBHICTE cuiaenadiny go ®JIE-5
y 80 pa3iB mepeBuniye ioro cenektuBHicth 10 ®JIE-1, v 700 pasie Buma, Hix g0 OJIE-2,
OJIE-3, ®/IE4, ®JIE-7, OJIE-8. DJIE-9, OJIE-10 ta DJIE-11. 30Kpema, ceneKTHBHICThb
cunaenapiny no @DJE-5 y 4000 pasis nepesuinye #oro cenexkrtuHicte a0 DIE-3 —
nAM®-cnienudivynoi i3odpopmu docdomiecrepasn, mo Oepe ydacTte y perynsuii cepueBoi
CKOPOTIHBOCTI.

Dapmarokinemuxa.

AbGcopbuis. Cunnenadin mBuako abcopOyerbes. MakcumaibHi  MIa3MOBI  KOHIEHTpallii
JiKapchkoro 3aco0y jaocsrarothes npotsrom 30-120 xBumuH (i3 MeaiaHowo 60 XBHIMH) micis
fioro mnepopanbHoro 3acrocysants Hatme. Cepeans abcomorTHa O6i0JOCTYNHICTL Mmicis
NepoOpaIbHOro 3acTocyBaHHs ctaHOBHTH 41 % (3 jmianasoHom 3HaueHb Big 25 % mo 63 %).
Y pekomennoBaHOMY jiana3zosi 03 (Bia 25 no 100 mr) nokasuuku AUC 1a Cmax cunnenadiny
miciist HOro MepOPALHOTO 3aCTOCYBAHHS MiJBHIIYIOTHCS IIPOMOPILIHHO 10 T03H.

[Ipu 3acrocyBanHi cuiaeHadiny mia 4ac npuiiomy ki cTyniHb abcopOuii 3HHKYETbCS 13
CepeaHiM NMOAOBKEHHAM Tmax 10 60 XBHINH 1 cepeIHIM 3HHKEHHAM Cpmax Ha 29 %.

Posnoain. Cepenniii piBHOBaXkHHI 00’eM posnoainy (Vg) ctanoButh 105 miTpiB, MO CBIIYHTH
PO PO3IOALT JIKAPChKOro 3aco0y B TKAHHHAX OpraHi3My.

[Ticns oJHOKpaTHOrO MEpPOpaIBHOrO 3acTocyBaHHsA cuigeHadiny B o031 100 Mr cepeans
MaKCHMallbHa 3arajibHa IU1a3MOBa KOHLEHTpallis cuiaeHadiny ctaHoBUTh Npubau3Ho 440 Hr/Mi
(xoe¢iuient Bapiauii ctaHoBHTE 40 %). OcKibKH 3B’ sI3yBaHHs cHyiAeHadiIy Ta HOro roJoBHOroO
N-necmerni-merabonity 3 Olakamu riasmu jgocsrae 96 %, cepeaHs MakCHMaiabHa I1J1a3MOBa
KOHLEHTpallis BikHOro cuijieHadiny gocsrae 18 ur/ma (38 umons). CTymiHb 3B’SI3yBaHHS 3
OinkamMy M1a3MHU HE 3aNIeKUTh Bijl 3aralbHUX KOHIEHTpALlil cuiieHadiy.

V 310poBHX 100pOBOJIBLIB, SKi 3aCTOCOBYBaIH cHiieHadin ogHokpaTHo B 1031 100 mr, uepes 90
XBWJIMH B esKysTi Bu3Hayanocs mexie 0,0002 % (B cepearbomy 188 Hr) 3acTocoBaHOl A03H.
biorpancdopmaitis. Merabonizm cungeHadiny 3aIHCHIOETHCS TOJOBHHM YHHOM 33 YYacTiO
mikpocomanbHuX i30¢epmenTiB nevinku CYP3A4 (ronosuuii nuisx) ta CYP2C9 (apyropsanuii
uisx). T'oIOBHMH HMPKY/IIOIOYMA  MeTaboliT yTBOPIOETHCS ULISXOM  N-JeMeTHIIOBaHHS
cunaeHapiny. CenekTuBHicTh MeTtabouity BigHocHo @DJIE-5 nopiBHSHHA 3 CEIEKTHBHICTIO
cunaenadiny, a axktuBHicTe Metabomty BigHocHo ®JIE-5 craworute npubmuzno 50 %
aAKTUBHOCTI BHXiZHOI pevoBuHHU. [Ina3mMoBI KoHueHTpalii mbOro metTaboliTy CTaHOBISATH
npubmzHo 40 % xoHueHTpauii cuageHadiny y nuasmi kpopi. N-aeMeTHIbOBaHHH MeTaboiT
3a3Hae nojanbiioro Mmerabonidmy, a nepioj HOro HaniBBUBEAEHHS CTAHOBHUTH MPHOIH3IHO
4 roauHH.

EniMinauis. 3aranbHuil KiipeHc cuieHadily cTaHOBUTh 41 J1/Toj, 3yMOBIIOIOYH Nepioj Horo
HaliBBUBEJEHHS TpHBANICTIO 3-5 roauH. Sk micas mepopaibHOro, Tak 1 Michs
BHYTPILIHBOBEHHOTO  3aCTOCYBaHHA eKckpeuis cuigenadiny y Burisai  merabomiTiB
3IACHIOETBCSA TOJIOBHHUM YHHOM i3 KaioMm (mpubansno 80 % BBemeHOT mepopaibHOI J03H) Ta
MEHIIO Mipolo 3 cevero (mpubinzno 13 % orpumaHoi 103H).

Dapmaxoxinemura y 0cobIueux 2pyn nayicHmis.

[TanieHTH niTHLOrO BiKY. Y 3/J0pOBHX H0OPOBOJBIIB JIITHBOTO BiKY (BikoM Bia 65 pokiB)
BiJI3HAYAIOCS 3HMIKEHHS KiipeHcy cuiieHadiay, o 3yMOBIIOBAIO [MiJBULIEHHA MIA3MOBHX
KOHIIEHTpalliil cunaeHadiny Ta ioro akTHBHOTO N-JAeMeTHIboBaHOro MeTabouniTy npubiu3Ho Ha
90 % mopiBHAHO 3 BIANOBIAHWMH KOHLUEHTPALIAMH Y 3/I0POBHX A00POBOJIBIIB MOJOAIIONO BiKy
(1845 pokiB). ¥V 3B'A3Ky i3 BIKOBHMH BiZIMIHHOCTSAMM Y 3B’s3yBaHHi 3 OlaKkamu MjiasMu Kposi
BIIMOBIZIHE Mi/IBHIIEHHS T[UIa3MOBOI  KOHIEHTpalii BiILHOrO CHiZeHainy CTAHOBHIIO
npubnuzno 40 %.

HupkoBa nesmoctatHicTh. Y n00poBOJBIIB 13 TNMOpYHIIEHHAMH (YHKIIT HHPOK JIErKOro Ta
CepelHboro crymeHs (kiaipeHc kpeatuHiny 30-80 wmu/xB) ¢apmakokineTuka cuiaeHadiny
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3aJMIIaNacs He3MIHEHOIO Micis HOro 0HOKPaTHOTO MepopalbHOro 3acTocyBaHHs y 1031 S0 Mr.
Cepeani AUC T1a Cpax N-aemMeTniiboBaHoro MetaboniTy miaBHLIYBaIHCs Ha MakcumyM 126 % Tta
MakcuMyM 73 % BiJMOBIHO MOPIBHAHO 3 TAKAMH MOKa3HUKaMH Y J00POBOJIBIIB TAKOIO K BIKY
Oe3 nopywenb ¢yHkuii HHpok. OjHaK 4Yepe3 BHCOKY iHAMBiAyajbHy BapiaGesbHICTh LUi
BIIMIHHOCTI He Oy/IM CTATHCTHYHO 3HAYYIMMMH. Y JOOPOBOJBIIB i3 TSKKMMH [OPYLIEHHAMH
dynkuiT HHpOK (KIipeHc KpeaTHHiHy HEK4e 30 MuI/XB) KiipeHc cuiieHadiny 3HHIKYBaBCs, 1110
npu3Bo 10 10 cepeaHix niaBuieHb AUC 1a Cax Ha 100 % 1a 88 % BiANOBiAHO MOPIiBHSHO i3
J0OPOBOMBIIAMHU TaKoro x Biky 6e3 mopymens yukuii Hupok. Kpim toro, 3nayenns AUC Tta
Cumax N-z1iemMetniboBanoro Metabo ity 3Hauyiie miasuiryBanucs Ha 200 % ta 79 % BianosiaHo.
[TeuinkoBa HeJIOCTATHICTL. Y A00OPOBOJIBLIB i3 HHPO30M NEYiHKH JIETKOI0 Ta MOMIPHOTO CTYNEHS
(xnaciB A ta B 3a knacuoikanicro Yaiinma-I11'10) knipenc cungenadiny 3HuKyBaBcs, 11O
npu3souno ao niasuineHHs AUC (84 %) ta Cmax (47 %) nopiBHAHO 3 100pOBOJIBLAMH TaKOTO
K BIKy Oe3 mopyiueHb (yHkuiii nedinku. PapMakokiHeTHKa cHigeHadiny y MaiieHTiB i3
nopyueHHAMH QYHKIIH MediHKH TSKKOTO CTYNEeHs He BHBYANIACH.

Kuainiuni xapakrepucTukm.

Hokazanna.

PexomeHayeTbCs 3acTOCOBYBATH 4OJIOBIKAM 13 €PEeKTHJIBHOIO AHCYHKIIEIO, KA BH3HAYAETHCS
SIK HE3JaTHICTh JOCATTH a0 MIATPHMATH €PeKIil0 CTaTeBOro WieHa, HeOOXIAHY Ul YCHilIHOro
CTaTeBOIo aKTy.

Jlns edexruBHOI aii gikapeekoro 3aco0y Cunarpa notpidHe cekcyaibHe 30y 1KeHHS.,

Hpomunokasanua.

— IligBuiieHa 4yTAMBICTH 10 AKTUBHOI pedOBHHH abo Oyab-siKol 3 JOMOMINKHHX PEHOBHH
TKapchKOro 3aco0y.

— OpHOYacHe 3acTOCYBaHHS i3 JOHOPaMH OKCHIY a30Ty (TaKMMH K aMiTHITpUT) abo HiTpataMH
y Oyab-sikiit popMi nmpoTunokasaHe, OCKIJIbKH BiZIOMO, 10 cuieHadin mMae BIUIMB HA LUISIXH
MeTaboi3My OKCHIY a30Ty/LIMKII4HOro ryaHosuHmMoHodochary (ul'M®P) Tta noteHiioe
rinoTeH3MBHHUI e(eKT HITpaTIB.

— OnHouacHe 3actocyBaHHs iHribiTopis ®JIE-5 (y Tomy uncni cuneHadiny) 3i cTUMyIsSTOpaMH
ryaHlIaTUMKIa3d, TaKHMH SK DPIOLHUIYaT, MPOTHIIOKA3aHe, OCKLUIBKH MOXKE [PH3BECTH 0
CHMITOMATHYHOI rinoTeH3ii (AuB. po3ain «B3aeMo/lis 3 IHIIMMH JIIKapCbKUMHA 3aco0aMu Ta iHL
BHJIM B3aEMOJIiH»).

— Crann, npu gKuX He PEKOMEHJIOBAHA CEKCyallbHA AKTHBHICTL (HANPHKIAA, THKKI CceplieBo-
CYAMHHI poO3/lajM, Taki AK HecrabilbHa cTeHOKapais abo cepleBa HEAOCTATHICTH THKKOTO
CTyTEeHS).

— BTpara 30py Ha ojHe OKO BHACIiJIOK HeapTepialnbHOI MepeAHbO! ileMiyHOT HeBpomnaTtii
30pOBOr0 HEPBY HE3aJIEMHKHO BIJl TOrO, MOB’si3aHA L MATOJIOTIA 13 MOMEPeAHIM 3aCTOCYBAHHAM
iHridiropis ®JIE-5 4 Hi.

— HasBHICTE TakuX 3axBOPIOBaHb, SK MOpYIIEHHS (YHKUIT [EYiHKH TSIKKOTO CTYMeHs,
aprepianbHa rinorensis (aprepianbHuii THCK HIKYe 90/50 MM pT. CT.), HELIOAABHO N€pPeHECEeHHH
iHCy1bT abo iH(apKT MioKap/Ja Ta BiIOMi CIaJIKOBi JIereHEepaTHBHI 3aXBOPIOBAHHS CITKIBKH, TaKi
K NIrMEHTHHH peTHHIT (HeBeJMKa KUIBKICTH TAaKHX TMALi€HTIB Mae€ TeHeTHYHi po3jiajiu
docdoniecrepas citkiBku), ockinbku Oesneka cuneHadiny He gochijuKyBajsacs y Takux
MiArpynax naii€eHTiB.

B3aemodia 3 inmumu aikapcokumu 3acobamu ma inwi euou 83aemMooiil.

Eghexmu inwux aikapcorkux 3acobie na cunoenagin.

Hocnimkenns in vitro. Metabomi3m cunaenadiny BinOyBaeThes nepeBakHO 3a Y4acTio i30opMu
3A4 (ronoBuuit muiAx) Ta i3ohopmu 2C9 (apyropsanuii uuisx) maroxpomy Psso (CYP). Tomy
iHriGiTopH UMX i30)epMEHTIB MOXKYTb 3HHKYBATH KIipeHC cuijeHadiay, a iHJYKTOpH LHX
i30()epMEHTIB MOXKYTh MiIBULIYBaTH KJipeHC cuiaeHadiny.

Hocnijpkennss in_ vivo. llonmynsauiiinuii (apMakokiHETHYHHIl aHaii3 JaHHX KJIIHIYHHEX
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JOCIIKeHb NPOJEMOHCTPYBAB 3HWXKEHHS KiipeHcy cuingeHadiny npu #oro ogHOYaCHOMY
3acrocyBanHl 3 1HriOiTopamu CYP3A4 (TakMMH SIK KETOKOHA30J1, €PHTPOMIIHH, [IAMETH/IHH).
Xoua nmpy 0/IHOYaCHOMY 3acTocyBaHHi cuineHadiny ta inriditopiB CYP3A4 3poctanHs 4acTOTH
MOOIYHMX ABHIL HE CIOCTEPIrajocs, CJiJ PO3rJISHYTH MOMIMBICTH 3aCTOCYBaHHS MOYaTKOBOT
71034 cuageHadiny 25 mr.

OanoyacHe 3actocyBanHus iHri6itopy BlJI-mporeasu puronasipy, ayxke moTyxkHOro iHriditopy
Pss0, y crani piBHOBaxHOT KoHueHTpauii (500 mMr 1 pa3 na no0y) Ta cungenadizy (pa3osa 103a
100 mr) npusBoauio g0 miaBHIIEHHS Cmax cuiaeHadiny Ha 300 % (v 4 pasu) Ta NiABHILEHHS
nnasmoBoi AUC cunnenadiny na 1000 % (y 11 pasis). Yepe3 24 roawnu mia3MoBi piBHi
cuneHadiny Bce e craHoBuau npubGamu3Ho 200 Hr/mi, MOPIBHAHO 3 piBHEM NPUOIH3HO
S Hr/MJI, XapakTepHHM I 3acTOCYBaHHS cHiaeHadLIy OKpemo, WO BIANOBIIAE 3HAYHOMY
BIUIMBY PHMTOHAaBipy Ha IMHpoKWi cnektp cyOctpariB Psso. Cuinesadin He BIMBae Ha
¢dapmakokiHeTHKy pUTOHaBipy. 3 ornsay Ha I (apMakOKiHETHYHI JaHi OJHOYacHe
3aCTOCYBaHHS cHiJieHadiry Ta pUTOHaBIpY He peKoMeHayeTbes (auB. pozain «Ocobnusocti
3aCTOCYBaHHA»); B Oy/Ib-KOMY BHIAJKy MaKCHMaJlbHa [103a cHieHadiny 3a ®oaHHX 00CTaBHH
HE ITOBHHHA MEPEBUIIYBATH 25 MI IPOTATOM 48 rOJIMH.

Onnouache 3actocyBanus iHri6itopy Bl/I-mporeasn caxsinasipy. inriditopy CYP3A4, y no3i,
o 3abe3nedye piBHOBaXHY KoHueHTpaiito (1200 Mr tpuyi Ha 100y). Ta cuaneradiny (100 mr
pa3oBo) MpH3BOAMIIO /0 MIABHIIEHHS Cpax cuijieHadiny Ha 140 % Ta 30UIbIIEHHS CHCTEMHOT
excnosuuii (AUC) cunpenadiny wa 210 %. He BusiBieHo BBy cuiteHadiny Ha
(hapmakokiHETHKY cakBiHaBipy (inB. po3jin «Cnocibd 3acTrocyBanHs Ta j03u»). [lependavaernes,
o Outbin notyxkHi iHrioitopn CYP3A4, Taki 9K K€TOKOHA30/1 Ta iTpakoHa3oj, OyayTe MaTH
OlabIl BUpaXKeHHH BILIHB.

[Ipn 3actocyBanni cunaeHadiay (100 mr pa3oBo) Ta epHTPOMIUHMHY, MOMIPHOTO IHTIOITOpPY
CYP3A4, y pisHoBaxxHoMY ctadi (500 mr asiyi Ha 100y HpoTAroM 5 AHIB) crocTepiranocs
MiJIBALIEHHS] CUCTEMHOT ekcro3uuii cunaeHadiny Ha 182 % (AUC). ¥V 310poBHX 106pOBOJIBILIB
4OJI0BIYO1 CTATi HE CHOCTEpiranocs BIIMBY asuTpoMinHHy (500 mr Ha 100y npotsrom 3 xi6) Ha
AUC, Cmax, Tmax. KOHCTAaHTY HIBHAKOCTI eliMiHalii Ta MoAaibIIMH MEpioj HamiBBHBEICHHS
cuigeHadiny abo HOro roJOBHOrO UHpPKYIOH4Yoro merabomity. Ilumernaun (iHriGiTop
uuToxpomy Paso ta Hecnmeuudiunuii inriGitop CYP3A4) y no3i 800 Mr mpu o HOUACHOMY
3acToCcyBaHH1 13 cuigeHadiiom y a031 S0 Mr y 370poBHX J100pPOBOJIBIIB MPH3BOAUB JIO
MiABHIIEHHS [1JIa3MOBHX KOHIIEHTpallii cuiaeHadiny Ha 56 %.

['peitndpyrorwnii cik € crnadkum inriditopom CYP3A4 y CTiHIII KHIIEYHHKY i MOYe BUKIMKATH
NoMipHe IMiJIBMIIEeHHS PIBHIB cuieHadiny y rmiami KpoRi.

OpHokpaTHe 3acTOCyBaHHA AaHTAUMAIB (MarHilo TiAPOKCHAY/QTIOMIHIKO TiAPOKCHIY) He
BIUIMBAJIO Ha O100CTYNHICTL CHiLIeHadiy.

Xoua nocnipkeHs crnenndignoi B3aeMoii 3 yciMa JTiKapchbKHMH 3ac00aMH He MPOBOAKIOCS, 3a
JAaHUMH TonmynsuiifHoro (apMakoKiHETHYHOTO aHamily, (apMakoKiHeTHKa cHiaeHadiny He
3MiHIOBaIacs NPHU HOro 0OIHOYACHOMY 3aCTOCYBaHHI i3 JiKapChbKMMHU 3ac00aMH, 110 HaIeKaTh J10
rpynu iHribiropie CYP2C9 (tonbyramia, Bapgapun, ¢eniroin), rpynu iHribitopie CYP2D6
(TakuX AK CEJCKTHBHI IHTIOITOPH 3BOPOTHOIO 3aXOIUICHHS CEPOTOHIHY, TPHUMK/IIYHI
AHTHICTIPECAHTH), TIPYNH Tia3WJAHMX Ta TIA3WAOMOMIOHUX JIYPETHKIB, TETIBOBHX Ta
Kajmii3Oepiralouux  JliypeTHKiB, iHriGiTOpiB  aHriOTEH3WHNIEPETBOPIOKOYOTO  (hepMeHTy,
QHTaroHICTIB KaJIbllil0, aHTAroHICcTiB B-aapeHopenentopie abo iHaykropi Metabomizmy CYPaso
(taxkux sk pudamminuH, 6apOiTypaTh).

Y Xoai Z0CHKEHHS 33 yyacTIO 3/I0pPOBHX J00pOBOJIBLIIB-HO/IOBIKIB O/IHOYACHE 3aCTOCYBaHHS
aHTaroHicra esjoreniHy Oocenrtany (nomipumii ingykrop CYP3A4, CYP2C9 ta. moxiHBO,
CYP2C19) y piBHoBaxkHoMYy cTaHi (125 mr aBiui Ha 100y) Ta cungenadiny y piBHOBaXkHOMY
craHi (80 Mr Tpuyi Ha 100y) npu3zBoaua0 10 3HWKEHHS AUC Ta Cmax cuieHadiny Ha 62.6 % ta
55,4 % BianoBiaHo. ToMy oHOYacHe 3aCTOCYBaHHS TaKMX NMOTYXHUX iHaykTOpiB CYP3A4, sk
pudamiiin, MOXKE NPHU3BOAUTH 0 OLIbLII BHPAXKEHOI0 3HHMIKEHHS KOHUeHTpauii cuigenadiny B
1a3Mi KpoBi.

Hikopanaun siginsie co0ow0 ri0puil akTUBATOpa Kajibli€BUX KaHatiB Ta Hitpaty. HitparHmii
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KOMITOHEHT 3yMOBIIIO€ MOMKIIHBICTB HOro cepiio3Hoi B3aeMoii 3 cuiieHad oM.

Egpexmu cunoenagpiny na inwi nixapcoki 3acobu.

Hocnimxenns in vitro. Cunaenadin — cnabkmii iHriditop izodopm 1A2, 2C9, 2C19, 2D6, 2E1 Ta
3A4 nwmroxpomy Passo (IKso > 150 mxmonb). OckinbkH TiKOBI MIa3MOBi  KOHIEHTpaLlii
cuneHadly JAOpIBHIOWTh MpHOIM3HO | MKMOMb, BIUIMB JKapcbkoro 3acoby Cumarpa Ha
KJipeHc cyOCTpariB HX 130()epMEHTIB MaTOMMOBIPHHIA.

Biacytni nani moao Blaemonii cuigeHadiny Ta Takux HecneudiyHux  iHribitopis
docdoaiectepasn. Sk TeoDiTIH Ta AUMIPHAAMOIL.

Hocnijpkerns in vivo. OCKiIbKH BiIOMO, 10 CHjAeHadin Mae BIUIMB Ha MeTaboi3M OKCHIY
a30Ty/LIMKIIYHOrO ryaHosuHMoHo(pochary (ul'M®), Oyno BcraHoBiaeHo, MO cuiaeHadin
NOTEHLIIOE TIMOTEH3UBHY IO HITPATiB, TOMY HOro OJHOYAacHE 3acTOCYBaHHS 3 JOHOPaMH
okcuay asory abo 3 HiTpatamMM B Oyab-skid ¢opmi npoturnoxkaszaHe (IMB. PO3Jia
«ITpoTunoxazanusy).

Piomuryar. JIOKTiHIYHI JOCHIJKEHHS MPOJEMOHCTPYBAIM aJAMTHBHUN CHUCTEMHHH eQdeKT
3HMIKCHHS apTepiabHOr0 THCKY, NPH OJHOYAaCHOMY 3acTocyBaHHi iuriGitopis ®JIE-5 3
piouuryaroM. KiiHiyHI  J0CHIDKEHHS  OPOJAEMOHCTPYBAIH, [0  PIOMHMIYaT  IOCHIIIOE
rinoteH3uBHy jnito iHriditopie ®JIE-5. ¥V nauienTiB, ski Opanv yuacTe y JOCHI/DKEHHI He
CIIOCTEPIrajloch MO3UTHBHOTO KJIIHIYHOro e()eKTy BiJl 0JHOYACHOrO 3acTOCYBaHHS iHribiTOpiB
®JIE-5 3 piouuryaroM. IIpoTunokasane oJHo4acHe 3acTOCYBaHHS pioLMryary 3 iHriGitopamu
@®JIE-5 (v Tomy uncni cunaenadinom) (aus. pos3ain «llporunokasanus»).

Onnovache 3actocyBaHHs cHiiieHadiny Ta 0J0KaTOpIB 0-aJAPEHOPEUEITOPIB MOMKE MPH3BECTH
J10 PO3BUTKY CUMIITOMATHYHOT TIOTEH3iT y AeAKNX CXHIBHUX JIO I[bOT0 naiieHTiB. Taka peakiis
HalyacTile BHHUKajla MpoTSroM 4 ToAMH IMIC/as 3acTOCYBaHHS cuiiieHaduly (AMB. po3jin
«Cnoci0 3acrocyBanHs Ta ja03u» Ta «OcobmuMBOCTI 3acTocyBaHHA»). Y X0l 3 AOCHIIKCHB
cnerudivHOl B3aeMOIiT JIiKapchbKUX 3aco0iB 010KaTop ¢-aipeHOpeLenTopiB J0KCa303uH (4 Mr Ta
8 mr) ta cuiazeHadin (25 mr, 50 mr ta 100 Mr) zacTocoByBalHCS OJHOYACHO MAlli€eHTaM i3
JI0OPOSIKICHOIO TiNepruiasielo nepeaMixypoBoi 3ai03u, crabdinizailis cTany skux Oyia JocsrHyTa
NpH 3acTOCYBAaHHI JIOKCA303MHY. Y IHMX MOMYy/SALIAX CHOCTEpPiranocs CEepeaHe J0JaTKOBE
3HM)KEHHS apTepiajibHOTO0 THCKY Y MOJIOKEHHI jiexadd Ha 7/7 MM pr. cT., 9/5 MM pT. CT. Ta
8/4 MM PT. CT. Ta cepeJiHe 3HMIKEHHS apTepiajibHOTO THUCKY Y MOJI0MKEHH] cTosuu Ha 6/6 MM pT.
cT., 11/4 MM pt. cT., 4/5 MM pT. cT. BianosiaHo. [Ipu ogHOYacHOMY 3acTocyBaHHI cHifeHadiTy
Ta J0KCa303WHY y mnauieHTiB, crabimizanis craHy skux Oyna JOCATHYTa NpPH 3acTOCYBaHHI
JIOKCA303UHY, 1HOJII MOBIJOMIISIIOCS PO PO3BUTOK CHUMIITOMATHYHOI OPTOCTATHYHOI IiMOTEH3I .
V umx nopriIoMIeHHSIX WIIOCS TPO BUNAIKH 3al1aMOPOYeHHS TAa CTaH Iepejl HeIPUTOMHICTIO,
ane 0e3 cuHKoIeE.

He cnoctepiramocs KOAHHX 3HAYYMIMX B3a€EMOJIH INpPH  OJHOYACHOMY 3aCTOCYBaHHI
cunaenagpiny (50 mr) i Tonbyramiay (250 mr) abo Bapdpapuny (40 mr), mo Merabomi3zyioTbes
CYP2C9.

Cunpenadin (50 Mr) He NpH3BOAMB 0 MOAOBKEHHS Yacy KpOBOTEYi, CIPHYMHEHOT
3aCTOCYBaHHAM aueTuicaninuioBoi kucnotu (150 mr).

Cunnenadin (50 Mr) He MOTEHIIOBAB TMOTEH3HBHY HiI0 ANKOTOJI0 Y 3J0POBHX JA00pPOBOJIBIIIB
[IPH CepeIHIX MAaKCUMAJIBHUX PIBHAX eTaHoy KpoBi 80 mr/ .

Y nauieHTiB, AKi 3acTOCOBYBAIM CHIJIeHadil, He CHOCTEpIirasocs JMKOAHHMX BiAMIHHOCTEH
npodimo modiuHMX edekTiB MmopiBHAHO 3 Mauedo NnpH OJHOYACHOMY 3aCTOCYBaHHI TaKHUX
K/IaciB TiNOTEH3MBHUX JIIKApChKUX 3aco0iB, sK aiypeTHkH., GJOKaTOpH [-aapeHopeuenTtopis,
iHridbitopu AIlI®D, antaronictd anriotensuHy Il aHTHrinepTeH3uBHI JiKapchki 3acobH
(CyaAMHOPO3IIHMPIOBANIBHI Ta LEHTPAIBHOI J1ii), 6J0KaTOpH aapeHepriYHuX HEeHpoHiB, 610KaTopH
KalbIli€BHX KaHamiB Ta OJ0KaTOpH o-ajJipeHopenenTtopiB. Y cheliaJibHOMY JIOCHIKEHHI
B3a€MOJIIT IpH OJHOYacHOMY 3acTtocyBaHHi cuineHadiay (100 mr) ta aminoauminy namieHTam i3
apTepiajibHOK0  TiNepTeH3iel0  crmocTepiranocs — J0JaTKOBE  3HMKEHHS  CHCTOJIYHOIO
apTepiajJibHOIO THCKY B IIOJIOXKEHHI JeXkaun Ha 8 MM pr. cT. BianosigHe 3HHKEHHA
A1aCTOJIYHOTO apTepiaibHOIO THCKY CTAHOBHJIO 7 MM PT.CT. 3a BEJIMYMHOKO I JIOJAaTKOBI
3HWKEHHS apTepialbHOr0 THCKY OyJIM MNOPIBHSHHUMH i3 TUMH, IO CHOCTEpiragucs IpH
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3aCTOCYBAHHI JIMINEe CHieHadiny y 310poBHX A00pOBOMBLIB (AMB. po3ain «@PapMakosoriuti
BJIACTHBOCTI»).

Cunnenadin B 031 100 mr He BmiaumBaB Ha (apMaKOKiHETHYHI TIOK43HMKH iHTIOITOpPIB
BlJI-npoteasu, cakBiHaBipy Ta pUTOHaBipYy, fKi € cyOcTpatamu CYP3A4.

Y 310poBHX 100pOBOJIBIIB YOI0BIYOT CTATi 3aCTOCYBaHHsA CHIIAeHA(LTY Y PIBHOBaXKHOMY CTaHi
(80 Mr Tpuui Ha 100y) npu3Boauno a0 miaBuieHHs AUC Ta Cpax OocenTany (125 Mr aBivi Ha
Jienb) Ha 49,8 % 42 % BianoBiaHO.

Ocobaueocmi 3acmocy8aHiA.

Jlo nowatky Ttepamii ciin 3i0pat MeaMuyHMii aHaMHe3 nalieHTa Ta NpoBecTH (i3UKaIbHE
o0cTeKeHHs U J1arHOCTHKH ePeKTHIIbHOI AUC(YHKIIT Ta BU3HAYSHHS 11 MOJKJIIMBHX IIPHYHH.
Dakmopu  pusuxy cepyeto-cyOuHHux 3axeopiosannb. OCKIIBKH CceKcyallbHa aKTHBHICTB
CYNPOBO/UKYETbCS TE€BHMM PH3MKOM 3 OOKy cepus, a0 modarky Oyab-sIKOro JiKyBaHHS
epeKTHIbHOI JUC@YHKLIT JTiKap Mae OIIHUTH CTaH CEpPLEBO-CYJMHHOI CHCTEMH NallieHTa.
Cunnenadin 4YHHMTHL CYAMHOPO3LIMPIOBATBHY  [il0, IO MPOABIAETbCA JIETKHM Ta
KOPOTKOYAaCHUM 3HMIKEHHSIM apTepialbHOro THCKY (AUB. po3ain «DapmakoIuHaMiKay).

Jlo mnpusHaueHHs cuifeHadilly JiKap Ma€ peTelbHO 3BaXHTH, YW MOXKe Takuil edekrt
HECIPHATIMBO BILUIMBATH HA MALIEHTIB i3 MEBHAMH OCHOBHHMH 3aXBOPOBAHHAMH, 0COOINBO Y
koMOiHamii 13 CEKCyalbHOK akTHBHICTIO. Jl0 mamieHTIB i3 MiJIBUIICHOK YYTIMBICTIO J10
Ba30AUJIATATOPIB HANEkKaTh MALEHTH 13 OOCTPYKIUIEIO BHMBIJHOIO TPAKTY IBOTO IIITYHOUKA
(Hanpukiag, creHo3 aoprTH. rineprpodiuyda obcTpykTHBHA Kapaiomionaris) abo mauieHTH i3
PIAKICHMM CHHIPOMOM MYJIbTHCHCTEMHOI arpodii, OJHUM i3 NPOSBIB AKOI € TAKKE NOPYLICHHS
perysiuii aprepialbHOro THCKY 3 60Ky BereTaTHBHOI HEpPBOBOT CHCTEMH.

Cungenadis moTeHuilOe rinoTeH3uBHUi edekT HiTpaTiB (auB. po3ain «[IpoTunokasanHs»).

VY nocTMapKkeTHHroBOMY Iepio/ii MOBIAOMIISIIOCH MPO TSHKKI moOivHi peakuii 3 OoKy cepueBo-
CYAMHHOI CHCTEMHM, BK/IIOYAIOUH iHGApKT Miokapjaa, HecTaOlnbHY CTEHOKapilo, panToBy
CepleBy CMepTh, UIIYHOYKOBY AapHTMIIO, LepeOpoBacKyIsipHI KPOBOBHIIMBH, TPAH3HTOPHY
lIIeMIYHy aTaKy, apTepiajibHy TiepTeH3Il0 Ta apTepiajibHy TOTeH3il0, AKi 3a yacom 30iranucs
13 3actocyBaHHsM cungeHadiny. Y OuIblIOCTI NaUieHTIB, ajle He y BCiX, icHyBaiu ¢axTopu
PH3UKY CepLEeBO-CYJAMHHHUX 3aXBOPIOBaHb. bararo takux noGiuHMX peakiuiii croctepiraiocs mij
yac abo ojipa3y micis CTaTeBOro akTy 1 JHWIIE KUIbKAa TPAMmMUIOCS HEBAOB3I MIC/A 3aCTOCYBAHHS
cuneHapiny Ge3 cekcyalbHOI aKTHBHOCTI. TOMY HEMOMJIHBO BHM3HAYMTH, YHM IIOB’S3aHMiA
PO3BHTOK TakuX MOOIYHMX peakiiii Oe3nocepefHbO 13 (akTOopaMH PH3UKY, YH IX PO3BHTOK
IYMORJIEHUI IHITUMM YHHHUKAMM.

[Ipianism. 3acobu s miKyBaHHA €peKTHJIBHOT AucyHKuUil, y ToMy 4Hcni W cuageHadin, ciin
NpU3HA4aTH 3 OOEPEKHICTIO MaIlieHTaM i3 aHaTOMIYHUMH AedopmallisMu reHica (TakuMH SK
aHrynauis, xaBepHo3Hud ¢ibpo3 abo xBopoba Ilefiponi) abo mnauieHTaM 3i cTaHamu, IO
CIPHAIOTH PO3BUATKY MpianizmMy (TAKUMH K CEPNONOAiOHOKIITHHHA aHeMisl, MHO)KHHHA MiejoMma
abo neiikeMis).

[licna Buxoay cuiageHadiny Ha PpHHOK MOBIAOMIIAIOCH MPO BHUIAAKH NOJOBXKEHOI epekuii Ta
npianiamy. SIKiio epekiiis TpuBae OUIbII HIK 4 FOJAWHH, MAIIEHTAM CJTiJI HETaifHO 3BEPHYTHCH 3a
MEIMYHOKO JOTIOMOro0. 3a BiJICYTHOCTI HEraiHOro JIiKyBaHHS Mpiari3M MOXe MPHU3BECTH JI0
MONUIKO/KEHHs] TKAHUH TeHica Ta J0 CTifKol BTpaTH MOTeHIIIT.

Oonouacne sacmocysannsa 3 imwumu in2ioimopamu @DUE-5 abo inwumu 3acobamu 0as
niKysanns epekmunvHoi oucgynkyii. besneka Ta e(eKTHBHICTH OJHOYACHOTO 3aCTOCYBaHHs
cungeHadpiny 3 iHmMMM iHribiropamu @JIE-5 abo iHIIMMHM JiKapchbKUMHM 3acobamu uis
JMIKYBaHHA TinepTeH3ii jereHeBoi aprepii, AKki MICTATh cunaeHadin (Hanpuknan Pesauuo), uu 3
IHIIMMH JTIKapChbKHMH 3ac00amu [Ulsl JIIKYBaHHS €PeKTHIIbHOT AucdyHkuii He BuB4amucs. Tomy
3aCTOCYBaHHS TaKMX KOMOiHAaLlii He pEKOMEHI0BaHE.

Bnaue na 3ip. CnoHTaHHi MOBIJOMJIEHHS NpPO BHHUKHEHHS Je(QeKTiB 30py HAIXOIHIH
acolliioBaHo i3 3acTocyBaHHSM cuijeHadiny Ta iHmmx iHriditopie ®JE-5 (auB. posuin
«[ToGiuni peakuii»). [Ipo BUnaaku HeapTepialbHOI NepeaHbOl ileMiYHOT HeBPONAaTii 30pOBOTo
HEPBY. LIO € PIAKICHAM CTAHOM, HaJAXOAHIM CHOHTAHHI MOBIAOMJICHHS Ta MOBIIOMIBIOCS Y
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Haris/10BOMY JIOCHIDKEHH] acouiifoBano 13 3acTocyBaHHIM cuiiieHadiny Ta iHIWMX 1HriGITOpIB
®JIE-5 (nuB. posain «Ilo6iuni peakiii»). IlauieHTiB Cmia momepeanTH, 10 y pasi panToBOro
NOPYIICHHS 30pY 3acTOCOBYBaHHA Jikapcbkoro 3zacoOy Cuiarpa ciiill NPUIMHUTH Ta HEraiHo
3BEPHYTHCA 10 JiKaps (auB. po3ain «IIpoTHnokasanHs»).

Oonouvacne 3acmocyéanua 3 pumonasipom. OaHOYAcHe 3acTocyBaHHA CcHiAeHadiny Ta
PHTOHABIPY HE PEKOMEHIYEThCS (IMB. po3aia «B3aeMonis 3 iHIIKMMH JIIKAPCHKUMH 3acobaMu Ta
IHII BUIH B3aEMOJIII»).

Oonouacue 3acmocysanns 3 baokamopamu a-aopenopeyenmopie. 1lauieHTam, K1 3aCTOCOBYIOTb
O70KaTOpH O-aAPEHOPELENTOPIB, 3aCTOCOBYBATH cHiaeHadin ciaig 3 00epexHICTIO, OCKUIBKH
Taka KoMOiHalis MOKe NMPU3BECTH 10 CUMITOMATUYHOI MIMOTEH31] y JeSKHX CXHIIbHHX /10 1ILOTO
nauieHTiB. CHMOTOMaTHYHa TiNOTEH31s 3a3BHYail BHHHKAE nOpoTAroM 4 TOAMH IiCHs
3acTocyBaHHs cwiaeHadinmy. 3 MeTow MiHIMI3alii MOMXJIMBOrO PO3BHTKY MOCTYpalbHOL
rinoTeHsii y maii€HTiB, SKI 3aCTOCOBYIOThH OJIOKATOPH C-aJpeHOpPelenTopiB, X cTaH noTpibHO
crabim3yBaTy 3a JONMOMOro OJIOKaTopiB ¢-apeHOPELENTOPIB 0 MOYaTKy 3acTOCOBYBaHHS
cunaeHadiny. Takox il po3risiHyTH MOKIIMBICTD 3aCTOCYBAHHA 0YaTKOBOI 103H 25 MT (JHB.
po3zain «Crniocib 3actocyBanHs Ta 103u»). KpiM Toro, ciia npoiHpopMyBaTH NalieHTIB, SK AISTH
y pa3si NosSiBU CUMITOMIB OPTOCTATHYHOI II10TEH3II.

Bnaus na kposomeui. JlocmijkeHHS TPOMOOLMTIB JIIOAMHH IPOJAEMOHCTPYBAIH, IO in Vitro
cunaeHadin NOTeHLiEe aHTHarperauiiinHi edexkTH HaTpito HiTponpycuay. Hemae xoaHOi
iHdopmanii mogo Ge3neku 3acTocyBaHHS CHIIeHAad LTy NallieHTaMHU 13 MOPYLIEHHAMH 3rOpTaHHS
KpoBi a00 TroOCTpOK MENTHYHOK BHPa3kKokw. TakuMm 4YHHOM, 3acTocyBaHHs cuiaeHaduTy
namieHTaMM i€l TPYNH MOJK/IMBE JIMIIE MIiC/AsS PETeIbHOT OLIHKH CHiBBIHOIIEHHS KOPHUCTI Ta
PH3HKIB.

[Ticna 3actocyBanHs 1034 100 Mr 3710poBHMH J00pOBOJIBISMHA HE CHOCTEPIrajocs BIIHBY Ha
MOP(]OIIOTiH0 YH PYXOMICTh CIIEPMATO301/1iB (IUB. po3ii «PapMaKoMHaAMIKa ).

Bmpama cayxy. Jlikapsm cilil NOpaaMTH Nalli€eHTaM NPHIMHUTH 3aCTOCYBaHHsA iHriGiTOpIB
OJIE-5, Bxmouarouyn Jikapebkuil 3acid Cunarpa, Ta HeraiHO 3BEpHYTHCS 3a MEJIUYHOIO
JIOMOMOTOI0 Y BHIMAAKaX panTOBOrO 3HMMKEHHS YW BTpaTH ciayxy. [Ipo ni sBuima, ski Takox
MOXKYTb CYIPOBO/DKYBAaTHCS J3BOHOM Yy ByXax Ta 3anaMOpOYEHHSM, MOBIIOMISAIOCH 3
acoriaii€ro y Jaci i3 3actocyBanusm inriGitopis ®JIE-5, Bkmouaroun cunnenadin. Buznauutu,
YM 11i SIBHINA TPSMO TOB s3aHi i3 3actocyBaHHsaM iHTiIOITOpiB DJIE-5 uM 3 iHIIMMH pakTopaMu
HEMOJKITHBO.

Oonovacune 3acmocyéanua i3 2inomensueHumu aikapcokumu 3acobamu. Cunarpa 4YHHHTD
CHCTEMHY CYAMHOPO3IIMUPIOBAIBHY 110 Ta MOXKE B MOJAIBLIOMY 3HHKYBATH apTepialbHuUil THCK
y Malli€HTiB, fKi 3aCTOCOBYIOTH TiNMOTEH3MBHI JiKapchki 3aco0HM. Y OKpeMOMYy J0CITiDKEeHHI
JKapchKOI B3aeMOJil 0/lHOYacHE 3acTOCYBaHHS amjoauniny (5 mr a6o 10 mr) ta cunaenadiny
(100 Mr) mepopajbHO CIIOCTEpIrajgocs CepejiHe J0JaTKOBE 3HWKEHHs CHCTOJIYHOrO THCKY Ha
8 MM PT. CT. Ta AiacCTONIYHOTO — Ha 7 MM PT. CT.

3axeopiosants, wo nepeoaromvcsi cmamesum uLisixom. 3acTOCyBaHHS JIIKapchbKoOro 3acoby
Cunarpa He 3axXMIIac BiJl 3aXBOPIOBaHb, 10 NEPEJalOThes CTaTeBHM HUIAX0M. ChiJl po3risHyTH
MOJJIHBICTh MPOIHCTPYKTYBATH MALIEHTIB OO0 HEOOXIAHMX 3anobiKHUX 3ac00iB [UIA 3aXHCTY
BiJl 3aXBOPIOBaHb, IO MEPEJAOTHCH CTATEBUM ILISXOM, BKJIIOYAKOYH BipyC iMYHOJAe(ilMTY
O IMHH.

Honomiaxncui pevosunu.

Jlikapcekuit 3aci® MicTHTh JakTo3y. ToMmy miKapchkHif 3acid MpOTHIIOKa3aHWiA Malli€eHTaM i3
PIAKICHUMH CMaAKOBHMH 3aXBOPIOBAHHSAMHM, MOB S3aHMMH 3 HENEPEeHOCHMICTIO Ta/laKTO3H,
HeJOCTaTHICTIO JlakTasy Jlanna abo mopymeHHsM BCMOKTYBAHHSA [IIOKO3H-TATAKTO3H.

Lleit nikapcekuii 3aci6 mictuth MeHine 10,4/20,8 Mr/mo3y HaTpito, TOOTO MPAKTHYHO BiJIbHHIA Bl
HATPIIO.

3acmocysanus y nepioo eazimuocmi abo 200Y6aHHA 2PYOOI0.
Jlikapcekuii 3aci6 Cuiarpa He NpH3Ha4YE€HHH U1 3aCTOCYBAHHS KIHKAMH.




30amuicms eénaueamu na WGUOKICMb pearkyil npu KepyeanHi asmompancnopmom abo iHuuMu
MexaHizmamu.

JlocnikeHb BIUTMBY JIIKApChKOro 3aco0y Ha 3[aTHICTh KEpyBaTH TPAHCIIOPTHUMH 3acobaMH Ta
MpalfoBaTH 3 IHIIMMH MeXaHizMaMH He npoBoauiocs. OCKUIBKY y XOJi KIIHIYHUX JOCTDKEHb
3aCTOCYBAHHA CHIZCHadUIy NOBIAOMIANIOCH MPO BHMAAKH 3aMaMOpOYEHHsA Ta MOPYLIEHHS 3
OOKy opraHiB 30py, nepea THM K CiJaTH 3a KEPMO TPaHCIOPTHOro 3acody abo mpairoBatH 3
MeXaHi3MaMH, naiieHTaM HeoOXiJHO 3°scyBaTH, SKOKW € IXHS IHAMBiAyaJbHAa peaklis Ha
3aCTOCYBaHH4 Jlikapchkoro 3acody Cunarpa.

Cnocib 3acmocysanna ma 003u.

Jlikapcbknii 3acib 3acTOCOBYIOTh TIEPOPATIBLHO.

Hopocni. PekoMmeHjoBaHa 103a CTaHOBHTB 50 MI Ta 3acTOCOBYEThCS Yy pasi HeoOXigHOCTI
npuOJM3HO 3a TOAMHY JI0 CeKCyalbHOI AaKTUBHOCTI. 3ajleXkHO Bil e(eKTHBHOCTI Ta
NEePEHOCHMOCTI JIIKAapChKoro 3acoby 03y MoxkHa 30utbmHTH 10 100 Mr abo 3HM3uTH 10 25 Mr
(3acTOCOBYEThCS JliKapchkHii 3aci® y BiMOBiAHOMY J03yBaHHI). MakcuMaibHa peKOMEH10BaHa
no3a craHouth 100 Mr. Yacrora 3acTocyBaHHS MAaKCHMaJIbHOI PEKOMEHIOBAHOI JIO3H
nikapcbkoro 3aco0y cranoBuTh | pa3 Ha 100y. Ilpu 3actocyBanni nikapebkoro 3acody Cunarpa
i1 yac mpuitoMy Tk isi MOJKe HacTaBaTH Mi3Hille, HIXK MPH HOro 3acTOCYBaHHI HaTIIE.
Iayienmu aimnvo2o eixy. HeoOXiaHICTh y KOpeKLii 103K NMaiieHTaM JiTHBOTO BiKy (> 65 pokiB)
BIJACYTHSL.

ITayienmu i3 nuproeoro neoocmamuicmio. IlalieHTaM i3 HHPKOBOK HEIOCTATHICTIO JIEFKOTO Ta
MOMIPHOTO CTyNMeHs TSKKOCTI (KiaipeHc kpeatuHiHy 30-80 MI/XB) peKOMEHIOBaHa J103a
niKapcbKoro 3acofy € Takoro K, SK HaBeJeHO BHUIlle Y po3aini «Jlopociiy.

OckiIbKH y TaIl€HTIB 3 HHPKOBOKO HEIOCTATHICTIO TAKKOrO CTYNEHA (KITpPEeHC KpeaTHHIHY
< 30 MuI/XB) KJIipeHe cuieHa] iy 3HMKEHH, CJIi1 PO3TJISHYTH MOXKIIMBICTE 3aCTOCYBAHHS J103H
25 mr. 3anexHo Bil e)eKTHBHOCTI Ta NEPEeHOCHMOCTI JiKapchbKoro 3aco0y mnpH HeoOXimHoCTi
J103y MOKHa 3011BIIATH NOCTYNoBo 10 S0 Mr ta g0 100 mr.

llayicumu i3 neyinkoeoio Hedocmamuicmio. OCKIJIBKH Y NAUI€HTIB i3 MNEYiHKOBOIO
HEJIOCTATHICTIO (HANPHUKIAA IHMPO30M) KIipeHC cuijeHadiny 3HMWKEHHH, CIiJl PO3IJIsSHYTH
MOJKITMBICTE 3aCTOCYBaHHS J03M 25 Mr. 3anexHO BiJl e(eKTHBHOCTI Ta NepeHOCHMOCTI
JKapchKoro 3aco0y mpu HEoOXIIHOCTI 03y MOKHa 30UIbLIMTH mocTynoBo jgo 50 Mr ta mo
100 mr.

Ilayienmu, siki  3acmocogyioms  imwti  1iKkapceki  3acobu. SIKMO MALIEHTH  OJIHOYACHO
3acTocoByiOTh 1HTIOITOpH CYP3A4 (aus. posain «B3aemosis 3 iHIIMMHU TKApCEKHMU 3acobaMu
Ta iHII BUIH B3a€EMOJIi#»), CJIiJI PO3IJISHYTH MOXJIHBICTh 3aCTOCYBaHHS MOYAaTKOBOI /1031 25 Mr
(32 BHHATKOM pHTOHABIpYy. 3acTOCYBaHHA SKOIMO OJHOYacHO i3 cwigeHadiiom He
PEKOMEHAY€ETECS, AUB. po3ail «Oco0IHBOCTI 3aCTOCYBaHHSA »).

3 MeTor MiHiMi3alil MOXIMBOTO pPO3BHTKY NOCTYPAIbHOI TilmOTeH3ii y maiieHTiB, sKi
3aCTOCOBYIOTh OJIOKATOPH (-aJiPEHOPENENTOPIB, X CTaH NOTPIOHO cTabini3yBaTH 3a JONMOMOT 0K
Or1oKaTopiB 0-aJPpeHOPELENTOPiB 10 MOYaTKy 3acTOcOoBYyBaHHS cuiaeHadiny. Takox cuin
PO3rAAHYTH MOJKIJIHMBICTH 3aCTOCYBaHHs MOYaTKOBOI A03HM 25 Mr (ams. posain «OcoGmusocti
3acTocyBaHHA» Ta «B3aemoist 3 IHIIMME JTIKAPCHKUMHU 3aCO0aMH Ta 1HII BHIH B3AEMOJIIH»).

Mimu.
Jlikapcbkuii 3aci0 He moka3aHuii 10 3acToCcyBaHHS ocobamu BikoM j10 18 pokis.

Hepedosysanna.

Y Xxoai KMHIYHMX JOCTI/UKEHb 3a Y4acTio 100pOBOJBIIB Mij Yac 3aCTOCYBaHHS Pa30BOi JI03H
cuineHadiny o 800 Mr nmoGiuni peakuii OyiaM NMOAIOHHMH 10 THX, IO CIOCTEPiranucs Mpw
3aCTOCYBaHHI cHIjleHadiny y HWKYMX J03aX, ajge 3ycTpivaiamcsi yactime Ta Oynm Ginbin
TSOKKMMHU. 3acTOCOBYBaHHS cujjieHadiny y po3i 200 Mr He nNpH3BOAMIO A0 HiABHIICHHS
eexTHBHOCTI, aje CNPUYHHAIO 3POCTAHHA KiMBKOCTI BHIAAKIB PO3BHTKY MOOIYHHMX peakiiii
(romoBHOro 60O/, NPUIIMBIB KPOBI, 3a1aMOPOYEHHS, JMCIIENCil, 3aKIaleHOCTI Hoca, OpYIleHb 3
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Ooky oprasis 30py).

VY pa3i nepemo3yBaHHs npH HEOOXIIHOCTI BAAIOTHCA A0 3BHYAHHHUX MIATPHMYIOYHX 3aXOJIB.
IlpuickopenHst KiaipeHcy cuiaeHadiny mpu remoianizi ManoiiMOBIpHE BHAC/IZIOK BHCOKOIO
CTYNEHS 3B A3yBaHHA JIIKapchbKOro 3acoly 3 OUIKaMu nuia3Mu KpoBi Ta BIACYTHOCTI ejiMiHaLil
cunieHadiny 13 cevero.

Hobiuni peakyit.

3riJIHO JIaHHX JIITepaTypHHUX JUKepell. HaifyacTile MoBiAOMIISIIOCH MPo Taki nodivyHI peakilii, sK
TOJIOBHHI OiJ1b, IPUIMBH KPOBI, JHCIIETNCIA, 3aKIaJeHICTh HOca, OiJIb Y CIHHI, 3aaMOpOYeHHS,
HY/10Ta, NPUJTMBH JKapy, NOPYIIEHHS 30pYy, LiaHOIICis Ta 3aTbMapeHHs 30py.

Vel kIiHIYHO 3HaYyml noOiyHl peakuil, HaBeJCHO HHXK4YE BIAMOBIIHO J0 KiacH@ikauii
«CucTemMa-opras-Kjiac» Ta 4acToTH: Ayke 4acto (= 1/10), wacto (= 1/100 — < 1/10), HewacTo
(= 1000 — < 1/100) Ta piako (= 1/10000 — < 1/1000). Y mexax KoHOI 4acTOTHOI rpynu nodiuHi
peaxilii HaBeJIeH1 y MOPSIKY 3MEHIICHHS IX cepHO3HOCTI.

[ndekuiiini Ta iHBa3UBHI 3aXBOPIOBAHHS.

Hevacmo: punir.

3 6oKy IMYHHOI CHCTEMH.

Heuyacmo: rinep4yTiIHBICTh.

3 60Ky HEPBOBOI CUCTEMH.

Hyoice wacmo: TonoOBHUIA O1b.

Yacmo: 3aniaMOpoYeHHS.

Hevacmo: cOHIHBICTS, rinecresis.

Pioxo: iHCYIBLT, TPAH3UTOPHA ilIEMIYHA aTaka, CyJA0MU*, peLiM/IUBH CY1I0M ™, CHHKOTIIE.

3 Goky opraHis 30py.

Yacmo: NOpYLICHHS CIPUIHATTA KOIbOPY**, po3jiaau 30py, 3aTbMapeHHs 30py.

Heuacmo: po3naau ciabo3oBuaiieHHs***, 6inb B ouax. ¢porodobis. ¢ororncis, rinepemis ouei,
SICKPaBICTE 30pY., KOH IOHKTHBIT,

Pioko: HeapTepialbHa MepeaHs ileMiYHa HeHpomartis 30pOBOr0 HepBa*, OKIIO3ifA CYyIHH
CITKIBKH*, peTHHAJIbHUH KPOBOBH/IMB, apTeplOCKIEPOTHYHA PETHHONATIA, MOpyleHHs 3 00Ky
CITKiBKH, raykoma, AedekTd nois 30py, AUIUIONISA, 3HWKEHHS TOCTPOTH 30pYy. Miomis,
acTeHOIis, 1JIaBar0vi MOMYTHIHHS CKJIOBHIHOTO Tijla, MOPYIIEHHs 3 OOKY paiaykHol 000J10HKH,
Mijipia3, mosBa CAKOUYMX KPYTriB HaBKOJIO JUKepena CBiTaa (rajio) y moii 30py, HaOpsK odei,
NPUNYXJiCTh Ouei, mopyineHHs 3 OOKy odvel, rinmepemisi KOH IOHKTHBH, IMOJpa3HeHHs O4ei,
aHOMalbHI BIIYYTTS B 04axX, HaOpAK MOBIK, 3HeOAPBICHHS CKIIEPH.

3 60Ky opraHiB cayXy Ta BecTHOYJIAPHOIO anapary.

Heuacmo: 3anamopodeHHsl, 13BiH Y ByXax.

Pioro: rnyxora.

3 Goky cepusi.

Heuacmo: Taxikapjis, nocuieHe ceprebuTTs.

Pioko: panrtoBa cepueBa cMmepTh*, iH(apKT Miokapja, HUIYHOYKOBa apuT™is*, ¢ibpuisis
nepe/cep/b, HecTabiIbHA CTEHOKAPIis.

3 OOKY CYJIMH.

Yacmo: NpUIMBH KPOBi 10 001MYYS, IPHIMBH XKapy.

Heuacmo: rineprensid, rinoTeHsis.

3 60oKy pecnipaTOpHOI CHCTEMH. IPYIHOI KJIITKH Ta CEPEOCTIHHS.

Yacmo: 3aknajgeHicTh HOCA.

Heuacmo: HocoBa KpoBOTEYA, 3aKIaJIEHICTh MPHJIATKOBHX Ma3yX HOCA.

Pioko: Big9yTTsl CTUHCHEHHS Y ropiii, HAOpsAK cIM30B0T 000JI0HKH HOCA, CYXICTh Y HOCI.

3 DOKY HITYHKOBO-KHIIKOBOTO TPAKTY.

Yacmo: nynora, qucnerncis.

Hewacmo: ractpoesogarcaiibia peduirokcHa xBopoOa, OiioBaHHs, Gijib y BepXHi 4acTHHI
KHBOTA, CYXICTh Y POTI.

Pioko: rinectesisi pOTOBOT MOPOKHUHHU.




3 OOKy HIKipH Ta NIAMKIPHOT TKAHWHH.
Heyacmo: BucHnaHHs.

Pioxo: cunapom CriBeHca-JxkoHCOHa*, TOKCHUHMIA elTiiepMabHUil HeKpoi3*.

3 BOKY OIOPHO-PYXOBOr0 anapaTy Ta CHoJay4YHOI TKAHHHH.

Hewacmo: mianris, Oulb y KiHIlIBKaXx.

3 60KY C€4OBHIIJIBHOI CHCTEMH.

Heuacmo: remarypisi.

3 60Ky penpoayKTUBHOI CHCTEMH Ta MOJIOYHHX 3a7103.

Pinko: kpoBoTeua 3i craTeBoro 4ieHa, npianizm*, remarocnepmis, MoJ0BKeHa epeKilis.

3arajibHi po31ajii Ta peakilii y Micili BBeJICHHS.

Heuacmo: 6inb y rpyasx, MiZIBHIIEHA CTOMITIOBAHICTb, BIJYyTTS Kapy.

Pioko: noapa3HeHHS.

OOGcTexeHHs.

Heuacmo: nijBuILEHA 4aCTOTA CEPLIEBHX CKOPOYEHb.

* TloBitoMAsI0CA NHIIE i1 9ac JOCIIPKEHb MICIA BUXOY CHIIeHadiny Ha pHHOK.

** [lopylieHHs CHPHHHATTA KOJIBOPY: XJIOPOICif, XPOMATONCis, LIAHOINCIs, EepHUTPOICis,
KCAHTOIICIA.

*** [lopymieHHss CAbO30OBHIAUICHHS: CYXICTh B O4YaX, MOPYIIEHHS CJIbO30BHIAIIEHHS Ta
MiIBHIICHHS C/IbO30BH/ILICHHS.

Huxue3asnaueni gBuima cnoctepiranves y < 2 % namieHTiB y X011 KOHTPOJIbOBAHHX KJIHIYHHX
JIOCJIJUKEeHb; TPHYMHHHIA B3a€MO3B 30K He BU3Ha4YeHMH. [loBiIOMIEHHS BKIIOYAIH SBHINA, 1O
MaJli BIpOriHWH 3B’SA30K i3 3acTOCYBaHHAM JliKapchbKoro 3acoOy. SIBuina, ski He Oyim
3a3HayeHi, Oy JIerKMMH Ta MOBiAOMIEHHS OY/IM Ay/Ke HETOYHUMH, 00 MaTH 3HAYCHHS.
3acaneni. Habpsik obmnuds, peakuii (OTOYYTIMBOCTI, IIOK, acTeHis, OUIb, panToBe MaiiHHA,
Oi7b y HHBOTI, panToBe MOMIKOIKEHHS.

3 6Goky cepyeso-cyounnoi cucmemu. CTeHOKapais, AV-010kaga, MirpeHb, NOCTypaibHa
rinoreHsis, imemis Mmiokapjaa, TpoMOO3 CYJAWH TOJOBHOTO MO3KY, panToBa 3yNUHKA ceplis,
nopymenHs pe3yibrariB Ha EKI', kapaiomionaris.

3 60Ky WLIYHKOBO-KUUIKOB020 mMpaxkmy: TIOCHT, KOJIT, aucdaris, racTpuT, racTpOeHTEepHT,
e3o(arit, CTOMaTHT, NOPYILIEHHS pe3y IbTaTiB NeYiHKOBUX Npo0, peKTaibHa KPoBOTEYa, IHTIBIT.
3 60Ky cucmemu Kpoe6i ma Aimgamuynol cucmemu. aHeMis, TEHKONEHis.

3 6oky o00Miny pewoeun, memabonizmy: cnpara, HaOpsiK, mopaarpa, HectabinbHHi aia0er,
rinepriikemis, nepudepnuni HaOpsKH, rinepypHkeMis, rinoriikemis, rinepHatpiemis.

3 boxy crenremno-m 2320601 cucmemu: apTPUT, APTPO3, POIPHE CYXOKMILIS, TEHOCHHOBIT, OB ¥
KiCTKax. MiaCTE€H1i. CHHOBIT.

3 6okry Hepeo6Oi cucmemu: arakcis, HeBpairis, Heiponaris, mapecrtesis, TPEMOp, BEpPTHIO.
nenpecis, 6€3COHHS, aHOMAIbHI CHOBHIIHHS, 3HHKEHHS pedJiekcis.

3 60Ky OuxanbHol cucmemu: acT™Ma, JUCITHOE, JIAPHHTIT, (GapuHTIT, CHHYCHT, OPOHXIT, NOCHIIEHE
CITMHOBH/1I/ICHHS, TOCHJICHHS KalLTHO.

3 6oky wikipu: KpONHB'siHKa, reprec, cBepOiXK, NIT/AMBICTH, BHpPA3KH IIKipH, KOHTAKTHHIi
JIepMaTHT, eKcGoiaTHBHHI I€PMATHT.

Cneyuhiuni 6i04ymma. panToBe 3HWKEHHS Y¥ BTpaTa ciyxy. Oi/lb y ByXax. KPOBOBHIIMB y 0KO,
KarapakTa, CyXiCTh B 04ax.

3 boky ypocenimanenoi cucmemu: WHCTHT, HIKTYpis, MiJABHMIIEHAa 4acTOTA CEYOBHIIYCKAaHb,
30UIbIIEHHA MOJIOYHHX 3a/03, HETPHMaHHA ce4Yi, MOPYIIEHHS esAKy/slil, HaOpsK cTareBHX
OpraHiB, aHOpraz3mis.

Jocsia 3actocyBanHs micias BuxoAy Ha puHok. Ilicas Buxoay cungenadiny Ha puHOK Oynu
inenTudikoBaHl HiK4Ye3azHaveHi nobiuni peakuii. OCKIJIBKM NpO Taki peakiii noBigoMIsIOTh
NOOpPOBITBHO Ta TMOBIIOMJIEHHS HAAXOAATH Bil NMOMYJSLil HEBIIOMOro po3Mipy. HE 3aBikK/IM
MOKHa JIOCTOBIPHO OLIHMTH X YacTOTy Ta BCTAHOBHTH NMPUYMHHHH 3B’S30K i3 €KCHO3MIIEIO
nmikapcekoro 3aco®y. Ili sBuimma Oynu 3a3HaveHi K uepe3 iX CepHO3HICTB, YacTOTy
MOBIAOMJICHHA, BIICYTHICTh YITKOTO ajibTEPHATHBHOIO 3B's3Ky, Tak 1 Yepe3 KoMOiHaIio 1HX

¢dakTopis.
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Cepyeso-cyounni ma yepebposackyiapni seuwa. IloBinomnsnocs npo cepiio3Hi cepreBo-
CyauHHI, HepeOpoBacKyIAPHI Ta CYAHHHI SBHLIA, BKIIOYAIOYH LepeOpOBacKy/IsspHY KpOBOTEYY,
cyOapaxHoijaibHy Ta BHYTpilIHbOLEpeOpalibHy KpOBOTEYY Ta JereHeBY KpoBoTewy, 1o Oy/m
NOB’f3aHl y 4aci i3 3acTocyBaHHSM cuiieHadiny. BinrblicTs naiieHTiB, ajge He BCi, MaiM
icHYI04l (DaKTOpH CepleBO-CYAHHHOrO pHu3uKy. IloBimomisnocs, mo Oarato 3 UMX SBHIN
BHHHKIM T 4yac abo BiJpasy MicCIs CeKCyalbHOI aKTHBHOCTI, Ta JEKIJIbKa SIBUIN BHHHK/IH
Bijipasy IiJl 4ac 3acTOCyBaHHS cnn.uenatbmy 0e3 cekcyanbHOI aKTUBHOCTI. [HIII SIBUIIIA BAHUKITH
NPOTArOM HACTYIIHMX TOJMH YM JHIB IIC/S 3aCTOCYBaHHS cnmenacbmy Ta CeKCyalbHOI
akTHBHOCTI. HEMOX/IHBO BCTAHOBHMTH, Y MalOTh I SIBHINA NMPSAMHIA 3B’ 30K 13 3aCTOCYBAHHAM
nikapebkoro 3aco0y, i3 CeKCyalbHOK AaKTHMBHICTIO, i3 HasBHUMH (pakropaMu pH3HKY 4H i3
KombiHali€io uux GakTopis, M 3 IHITAME paKTOopaMH.

Kpoeonocna ma nimgpamuyna cucmemu: Ba3OOKITIO3HBHUN KpH3. Y HEBEIHKOMY 3aBYacHO
MPUITMHEHOMY JIOCJIIJKEHH] 3acTOCYBaHHs JikapchKoro 3aco0y Pepaumo (cuiaeHadin) s
MALIEHTIB 3 JICTEHEBOIO aPTEPIATLHOIO MNePTEeH31€10, BTOPUHHOK 1010 CePronoIiOHOKTII THHHOT
aHeMmii, NpPH 3acTOCYBaHHI cHiJeHaQUIy TNPO PO3BHTOK Ba30OKIKO3WBHHX KpH3iB, 110
norpedyBaiy rocmitanizamii MOBIAOMIISIOCS YacTille, HIXK TNPH 3aCTOCOBYBaHHI Iuiaiebo.
Kuniniune 3nauenns wiei ingopmariii /1s naiieHTiB, SKi 3aCTOCOBYIOTH JiKapchbkuii 3aci6 Cinarpy
3 METOI0 JIIKYBaHHS €PEKTHIIbHOT THCYHKIIIT, € HEBIZOMHUM.

Hepeoea cucmema: TpuBora, TpaH3uTOpHA I7100a/IbHa aMHE3iA.

Cneyugpiuni giouymms.

Cayx. IToBitoMIs10¢s PO BUNAJAKH PaNTOBOTO 3HHIKEHHS YH BTPATH CJIYXY, NOB'A3aH1 y yaci i3
3aCTOCYBaHHAM cuiaeHadiny. VY AesKUX BHMAaKax MOBILAOMIISIOCA MPO HASBHICTh MEIHYHHX
CTaHiB Ta iHIIHX (PAaKTOPIB, 10 MOTJIM BIAIrpaTH pojib y PO3BHTKY MOGIYHMX peakiii 3 OOKy
cayxy. Y Oararbox Bumaakax iHGopmalis MOAO0 NMOJAIBIIOr0 MEIWYHOIO CIIOCTEPEHKEHHS
BiJIcyTHA. BH3HauWTH, YM 1i SBHIIA NPSMO TOB’A3aHi i3 3acTOoCyBaHHAM cuiaaeHadimy, 3
HasBHUMHM (aKTOpaMH PH3HKY BTpaTH CIyxXy, 3 KoMmOiHauiero uux (GakTopiB 4u 3 iHIIAMH
(hakTOpamu, HEMOKITHBO.

3ip. TMMYacoBa BTpaTa 30py. [OYEPBOHIHHS OueH, TMedis B odax, [MiJABHIICHHSA
BHYTPIITHBOOYHOTO THCKY, HAaOpPsAK CITKIBKHM, CYJMHHI 3aXBOPIOBaHHS CITKIBKH 4YH KpOBOTEYa,
BillIapyBaHHs CKJI0MOAIGHOTO Tija.

Piiko moBIIOMIISIOCS PO BHNAJAKH HeapTepialbHOI MepeIHbOl IeMiuHOi HeBPOnarTii 30pOBOTo
HEPBY, 1110 € IPHYHHOIO 3HMIKEHHSI 30PY, BKITIOYAIOYHM MOCTIHY BTPATY 30pYy. AKi OyJiu 1MOB’s3aHi
y yaci i3 3actocyBaHHsM iHribitopie ®JIE-5, pxmovatoun cuienadin. bararo 3 nauiesris, ane
He BCI, MajgW HasBHI aHaToMiuHi abo cyauHHI GaKkTOpH PH3MKY POIBHTKY HeapTepialibHOl
nepeaHbol  ilmeMiyHOi HeBpomatii 30pOoBOr0 HepBa. BKIOYalouH (aie HeoOoB'I3KOBO
O0OMEXYIOUHCh) TaKi: HM3bKE CHiBBIJHOIIEHHS JiaMeTpy eKCKaBallil Ta JMCKY 30pOBOI0 HEpBa
(3acTiiiHnii 1MCK 30poBOro Hepma), Bik Oumbmie Hix 50 pokiB, rimepreHsis, 3aXBOPIOBAHHS
KOPOHApHHUX apTepiii, rinepiinizemis Ta naniHas. HeMoKIMBO BU3HAYNTH, YH I SABHINA MPIMO
NoB’f3aHi 13 3acTocyBaHHAM iHTIOITOpiB DJIE-5 4K 3 HAABHHMH aHATOMIYHUMH a00 CYJIHHHUMH
(axTopamu pu3MKy, ui 3 KOMOiHALIE LUX BCiX (PAKTOPIB, YK 3 IHIIMMH GAKTOPAMH.

Tepmin npuoamuocmi. 3 poxwu.

¥YmoBu 30epiranns.

30epirati B OpUriHaibHii ynakoBui npu temneparypi He Buie 30 °C.
30epiratd y HEJOCTYITHOMY JUIS AiTEH MicCIIi.

VnakoBka.

ITo 1 abo no 4 Tabnetky y Oaicrepi; nmo 1 GmicTepy B nayiti.

[To 1 Tabnerui y 6mictepi; nmo 2 GiictepH B nawiii.

Kareropis Bianycky. 3a peuenrtom.
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3asBauk. [IpAT «@apmanertuuna pipma «JlapHuiis».

MicuesnaxoaKeHHs 3asiBHHKA Ta H0ro ajpeca Micusi IpPoBa/UKeHHS MiAIbHOCTI.
Ykpaina, 02093, m. Kuis, Byn. bopucninbceka, 13.

Bupo6uuk. Axrasic JIT.

Micue3Haxo/skeHHsl BUPOOHHMKA Ta HOro ajpeca Micls NPOBAIKeHHS JisILHOCTI.
BJIb 016, ByneGens Inaactpian Ecreiit, 3eiityn 3TH3000, MansTa.

JlaTa 0cTaHHBLOTO Mepersy.
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YTBEPXJEHO
[Ipukas MunucreperBa
31paBOOXPAHEHHS YKPaHHbI
/1 Of ARG N 7S
Perucrpaunonnoe yiocrosepenne

Y
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HHCTPYKLMUS
M0 MeIHIHHCKOMY NPHMEHEHHIO JIEKAPCTBEHHOI0 CPecTBA

CHJIATPA

Cocmas:

oelicmeayiowee seugecmeo. sildenafil;

1 TabneTka, MOKpbITas MJICHOYHON 000JI04YKOM, coaepikuT cuiieHaduia (B Gopme cunnenaduia
uutpara) 50 mr;

| Tabnerka, MoKpeITas IJIEHOYHON 000J109KOi. coaepKHUT cuineHaduna (B popme cunpenapuna
uutpara) 100 mr:

8CHOMO2AMENbHbIE Bewjecmed.; TNIAKTO3a MOHOTMApAT, L1038  MHUKPOKpHCTALIHYecKas,
noBuaoH (29-32), HarpHs Kpockapmeiulosa, MarHus creapar, Opadry Blue 03F20404:
runpomesuiosa (6 CP), turana auokcun (E 171), makporon 6000, nHAMroKapMHHA aTlOMHHHEBbIH
nak (E 132).

JlekapcTBenHan ¢opma. TabneTku, NOKPHIThIE NIJICHOYHON 000I0YKOI.

OcHo6Hbie (husuko-xumuseckue ceoticmea. TabneTky, NOKPHITHIE MIICHOYHOH 000104K0#, rony0oro
1BeTa, IHITHYECKOH GopMbl, 1BOSKOBBITYKIIbIE, ¢ TpaBHPOBKOH «SL50» umm «SL100» Ha oaHo#
U3 CTOPOH.

@apmakorepaneBTHYecKas rpynma. Cpeacrsa, IpUMEHSEMbIe TPH 3PEKTHIBHON THCHYHKIIH.
Cunnenadun. Kox ATX G04B E03.

Dapmakxonozuveckue ceouicmea.

Qapmaroounamura.

Mexanusm pedictBus. CungeHadun sBiIsSieTCS JIGKAPCTBEHHBIM CPEICTBOM Ui NEPOPaIbHOIO
MPHUMEHEHUS, NpeIHa3HAa4YeHHbIM JUIS JIeYeHHA SPEeKTHAbHOH auchynkumu. Ilpu cexcyanbHoM
BO30YX/ICHUH JIEKAPCTBEHHOE CPEJICTBO BOCCTAHABIMBAET MOHHKXEHHYIO 3PEKTHIBHYIO (DYHKIHIO
IyTeM YCHJIeHHS TIPUTOKA KPOBH K NEHUCY.

®u3HONOrHYeCKHI MEXaHH3M, NIPHBOAALINN K IPEKIHH, BKIOYAET BHICBOOOKICHHE OKCH/IA a30Ta
(NO) B KaBepHO3HBIX T€J1aX BO BpeMs ceKcyaabHOro Bo30yxaeHus. OcBoOoauBILINICS OKCH/T a30Ta
aKTUBHpYeT (PEPMEHT I'yaHHJATUMKIA3y, YTO CTHMYJIMPYET MOBBIIEHHE YPOBHS LMKIHYECKOIo
ryanosuamonogocpara (ul'M®), uro, B cBOW obepeab, BBI3bIBaeT pacciabiieHHe IJIaaKoH
MYCKYJIaTypbl KABEPHO3HBIX TeJ, CIOCOOCTBYS MPUTOKY KPOBH.

Cunnenagun sBIsSeTCSs MOIIHBIM M CENeKTHBHBIM HHruOutopom ul M®-cnenmdpuyeckoii
hochomuscrepazsl 5 (OJ1I-5) B kaBepHO3HBIX Tenax, rae ®J]I-5 oreewaer 3a pacnan ul MO,
OddexTel cuiaeHaduia Ha JpekuHio HMeoT nepudepuyecknit xapakrep. Cungenadun ne
OKa3bIBa€T HEMOCPEACTBEHHOTO PesIaKCHPYIOLIEro ACHCTBUS HAa H30/IMPOBaHHbIE KaBEPHO3HbIE Tea
4yeJI0BeKa, HO MOLIHO ycHiMBaeT paccinadnsiouee neicteue NO Ha 3Ty TKaHb. [Ipu akTuBauuu
metabonuueckoro nytd NO/UI'M®, 410 nNPOUCXOAUT TMPH CEKCYATbHOH CTUMYJISIIHH,
uHruOuposanue cuipaeHadgurom ®J[D-5 npuBoaANT K noBeIeHHIO YpoBHA Ul M® B KaBepHO3HBIX




tenax. Takum obpazom, ans Toro, utoObl cHieHadus BbI3Bal HYKHBIH (apMakoIorH4yecKuit
s dexT, HeoOX0aMMO cexcyanbHOe BO30YKICHHE,

Biausnaue Ha dapmakoamnamuky. MccnegoBanus in vitro mokasamd, 9TO cuiieHadun sBiseTcs
CeNeKTHBHBIM K DJ[D-5, 4To aKTHBHO ydacTByeT B mpouecce spekuuu. ekt cunaenaduia Ha
®J13-5 momHee, yeM Ha apyrue usBecTHble Gochoauactepasbl. ItoT 3gdext B 10 pas mouiHee,
qeM addext Ha DJ[D-6, yyacTByIOImMI B nporieccax (OTONPEBPAILCHUs B cETHaTKe.

[Ipu npuMeHeHHH MaKCHMMaJIbHBIX PEKOMEHI0BAHHBIX 103 CEIEeKTHBHOCTL cuiieHaduna B ®J1D-5
B 80 pa3 npeseimaer ero cenekruHocth K ®OJIE-1, B 700 pa3 sbune, yem B ®JIE-2, ®J[D-3,
OJIE-4, OJIE-7, OJIE-8, ®JIE-9, ®JIE-10 u DJIE-11. B wacTHOCTH, CeNEKTHBHOCTE CHIIICHa(WIa
B ®J[D-5 B 4000 pa3 mpeBbimaer ero cenekTuBHOCTH K @®J]D-3 — nAMO®-cnemuduueckoi
n30popmbl hocou3rcTEPasbl, yHaCTBYIOUIHN B PEryIALHH CEPACYHON COKPATHMOCTH.
Dapmarokunemura.

AGcopbuus. Cunnenadpun OpicTpo abcopOupyercs. MakcuMasbHbIE TJIa3MEHHBIE KOHIIEHTpalu
JIEKapCTBEHHOIo cpeacTBa AocTuraiores B Teuenue 30-120 munyT (¢ Meauanoit 60 MunyT) nocie
€ro nepopaibHOro npuMeHeHus Haromak. Cpeanss aOcomroTHas OHOJOCTYNHOCTH MOCIIE
NepPOpabLHOTO NPUMEHEHHU cocTaBisieT 41 % (¢ Auana3oHoM 3Ha4YeHui oT 25 % 10 63 %).

B pexomennoBaHHoM auanazone 103 (ot 25 mo 100 mr) nmokaszarenn AUC M MakcHMalbHOH
KOHIIEHTpPAalHH  cuiaeHadwia Mocie  €ro  MNEepopaJbHOTO  NMPHMEHEHHsA  MOBBIMIAKOTCA
NPONOPLUHOHAIBHO J03€.

[Ipy npumenenuu cuigeHapuia BO Bpemsl MpHeMa MHUILK CTerneHb abCOpOLMM CHHUXKAeTCs CO
CpeHUM yATHHEHHEM Tmax 710 60 MUHYT ¥ cpeaHUM cHHKEHHEM Cax Ha 29 %.

Pacnpenenenue. CpeaHuii paBHOBeCHBIH 00beM pacnipeaeneHus (Vy) cocrasiaser 105 nuTpos, 4T0
CBHJIETEJILCTBYET O pacrpe/ieieH!HH JIEKapCTBEHHOr0 CPe/ICTBA B TKAHAX OpraHu3ma.

[Tocne OAHOKPATHOrO mNEpOpPaIbHOrO NpHUMeHeHHs cuiaaeHaduna B jgo3e 100 Mr cpeasss
MaKcuMalibHas 00I1as niasMeHHas KOHIIEHTpalMs cHiieHaduia coctaiser npuMepHo 440 Hr/mn
(koadpumment Bapmaumm coctaBiasier 40 %). IlockonbKy cBsi3bIBaHHE CHIJICHadHIa ¥ €ro
rnaBHoro N-gecMmetusi-merabonura ¢ OellkaMu I1a3Mel jocturaer 96 %. cpejHssi MaKcCUMaibHas
nia3sMeHHas KOHLEHTpauus cBoboaHoro cuiaeHapuna agocturaer 18 ur/ma (38 umosns). Crenenn
CBs3bIBaHMA ¢ O€JIKaMH IU1a3Mbl HE 3aBUCHUT OT OOIIMX KOHIEHTpaLuii cuiieHadua.

Y 3p0poBeIX A00pOBONBIEB, MOMy4aBIMX cuigeHapun oxanokpatHo B Ao3e 100 Mr, uepes
90 munyT B 2aKyasTe onpeaensaock Menbine 0,000 2% (B cpeanem 188 Hr) npuMeHEHHOI# 103bI.
buortpanchopmaius. MeraGonu3m cuiieHadguna ocymecTBiseTcs rjaBHEIM 00pa3oM C y4acTHEM
MHUKpocoManbHbIX H30(pepmenToB nedenu CYP3A4 (ocHoBHo# myTh) 1 CYP2CY9 (BTOpocTeneHHbii
nyts). [naBHBIH uUMpKyJupyrommii Metaboiut oOpasyercs nyreM  N-JeMETHIHPOBAHHS
cuiieHaguaa. CeleKTHBHOCTE MeTabOIHTa OTHOCHTEIbHO PJ1D-5 cpaBHHMa ¢ CEIEKTHBHOCTHIO
cuieHaduiaa, a akTHBHOCTE MeTabosuTta oTHocHTENbHO DJID-5 coctamnser npumepHo 50 %
aKTHBHOCTH HMCXOJHOTO BeulecTBa. I[na3MeHHbIe KOHLEHTPALMH 3TOro MeTaboJIHTa COCTABISIOT
npumepHo 40 % KoHIUEHTpauuu cujieHaduiIa B naasMe Kposu. N-JIeMETHIHPOBaHHbIH MeTabOIUT
nojBepraercs JajibHeimeMy MeTaboau3My, a NEPHO/L €ro MoJyBbIBEJAEHUS COCTABIISET MPUMEPHO
4 yaca.

OmuvuHauns. OOumi knupeHc cunaeHaguna cocraBnser 41 7/gac, BbI3BIBas MEPHOA €ro
TIOJTYBBIBEICHHS ITPOI0KHTENBHOCTBIO 3-5 yacoB. Kak nocne nepopaibHOro npuemMa, Tak M rnocJje
BHYTPHBEHHOTO INPHMEHEHHS! 9IKCKpelMs cuiaeHaduia B BHAe MeTabOJMTOB OCYLIECTBISETCS
rnaBHbIM 00pasoM ¢ kaioMm (npumepHo 80 % BBeAeHHOH BHYTPb J03bl) H B MEHBLIEH CTENEHHU C
MOo40ii (mpuMepHO 13 % noayueHHOH 1038b1).

Dapmakokunemurka 6 0coblx 2pYNNax NayueHmos.

ITanueHTh! M0XKUJIOro Bo3pacta. Y 3J0pOBbIX J0OpPOBOJIBIEB MMOKUIOr0 Bo3pacta (crapiue 65 ner)
OTMEYAJIOCh CHHXKEHHE KIHpeHca CHiJieHadmiIa, 49TO NPUBOJAMIO K TOBBIIIEHHIO TJIa3MEHHBIX
KOHLEHTpALMH chieHaduIa U ero akTHBHOTO N-IeMETHIHPOBAHHOTO MeTabonHuTa IPUMEPHO Ha
90 % mno CcpaBHEHHIO € COOTBETCTBYIOIIMMHM KOHLEHTPAIMSIMH Yy 30POBHIX J100POBOJIBIIER
Mostooro Bospacta (18—45 ner). B ¢BA3M ¢ BO3pAacTHBIMH pa3/IHYUSIMH B CBSA3BIBAHHH ¢ OelKaMu
IUIa3Mbl  KPOBH  COOTBETCTBYIOIIEE TMOBBIMIEHHE TMJIa3MEHHOH KOHLEHTpalMH CBOOOAHOIO
cunaeHadura cocrtaBnano npumepHo 40 %.




IToyeuHas He0CTATOYHOCTH. Y 100POBOJIBIIEB ¢ HapyIIeHHeM (YHKIMH TOYEK JIerKoi u cpeaHeit
crenenu (impenc kpearunuHa 30-80 mu/mun) dapMmakokuHeTHKa cuieHadulia OCTaBalIach
HEM3MEHHOH 1ocje ero oiHOKpaTHoro nepopaibHoro npueMa B 1o3e 50 mr. Cpeaane AUC 1 Cax
N-zemeTuiupoBaHHoro metabo/MTa MOBBINATHCE Ha MakcumyM 126 % u makcumym 73 %
COOTBETCTBEHHO I10 CPABHEHHIO ¢ TAKUMHM MMOKA3aTENsIMH Y JOOPOBOIIBIIEB TAKOrO e Bo3pacTa 6e3
HapywieHuii Qynakuuu nodek. OJHAKO H3-3a BBICOKOH HHAMBHAYalbHOH BapHaGenbHOCTH 3TH
pasiuyus He OBbUIM CTAaTHCTHYECKH 3HAYUMbIMH. Y J00pPOBOJBLEB C TsKEIBIMH HapyLIEHHSIMH
GyHKIMH MoYeK (KIMpeHC KpeaTHHHHaA HHke 30 MJI/MHH) KIMpeHC CHiAeHa(HIa CHUXKAICH, YTO
npuBoanao K cpeanemy noseimeHH0 AUC u Chpax Ha 100 % u 88 % coorBercTBeHHO MO
CPaBHEHHUIO ¢ 100pOBOJIBIIAMH TAKOTO e Bo3pacTa Oe3 HapymeHuil ¢pyHkiunu novek. Kpome toro,
3HayeHHe AUC u Cpax N-zeMeTunupoBanHoro Merabonura 3naunmo noseimanuck Ha 200 % u
79 % COOTBETCTBEHHO.

[leyeHoYHAs HEAOCTATOYHOCTb. Y JA0OPOBOJIBIEB C IIHPPO30OM MEUEHH JIETKOH W CpeJIHeH CTEreHH
(kmaccoB A u B no kinaccudpukauuu Yaiina-IIsio) kiupenc cungeHaduna cHMKaICS, 4YTO
npuBoau/I0 K noBbimeHHi0 AUC (84 %) 1 Cmax (47 %) 1o cpaBHEHHIO ¢ J00POBOJIBLAMH TaKOTO XKe
Bo3pacta Oe3 Hapymenuit QyHkumii nevenu. PapmakoxkmHeTHKa cuiieHaguIa y NMalHEHTOB C
HapymeHHsIMH QYHKIIHH MEeYeHH TAKEI0H CTeneH: He H3y4asloch.

KimHu4eckHe XapaKTepHCeTHKH.

Hokazanus.

Pexomen/1yeTcss NpUMEHATh MYXKYHHAM C 3PEeKTHIBHON JUCYHKIHEH, KOTopas onpezensercs Kak
HECNOCOOHOCTh JOCTHYbL MM TMOAAEPKATh IPEKIHI0 [MOJOBOT0 4ieHa, HEOOXOIMMYKO LIS
YCHENIHOI'0 MOJOBOr0 aKTa.

Hnsa  >dpdexTuBHOrO JEHCTBHA JIeKapcTBeHHOro cpeactBa Cumarpa HYXHO CEKCyalbHOE
BO30YXkKIEHHE.

IIpomusgonokaszanus.

— IloBbIIIeHHAs YYBCTBHUTENBHOCTE K AKTHBHOMY BEIECTBY HJIH JIOOOMY H3 BCIOMOraTelbHbBIX
BEIIIECTB JIEKAPCTBEHHOT'0 CPE/ICTBA.

— OIHOBpeMEHHOE MPUMEHEHHE C JOHOPAMH OKCHJAA a30Ta (TakUMM KaK aMHUIHUTPHUT) HITH
HUTpaTaMHu B T000# (opMe NPOTHBOMOKA3aHO, MMOCKOIBLKY H3BECTHO, YTO CHIIeHA(UN BIUSET HA
nyTd MetaboimM3ma OKCHA a30Ta/IMKIHYeckoro ryaHosuamMonodochara (il M®) u norenumpyer
TMIIOTEH3HBHOE JICACTBHE HUTPATOB.

— OpHoBpemeHHOe MpuMeHeHue HHruburopo @®J[3-5 (B ToM wumcine cuigeHaduia) co
CTUMYJISITOPAMH T'YAHWJIATIUKIIA3b], TAKHMH KaK PHOLIMIYAT, MPOTHBOMOKA3aHO, TIOCKOIBKY MOKET
MPUBECTH K CHMITOMAaTH4YeCKOH rumnoreHsun (cm. pasgen «BsaumoneiictBHe ¢ Jpyrumu
JIEKAPCTBEHHBIMH CPEICTBAMH U JPYTHE BUIbI B3aUMOJCHCTBHIA ).

— CocTosHMA, NPH KOTOPLIX He PEKOMEHJYeTcs CeKCyalbHas aKTHBHOCTH (HANpUMep, TaKesbie
CEPJIEYHO-COCY/INCTBIE PACCTPOHCTBA, TaKHe Kak HecTaOWiIbHAs CTEHOKap/HsA WIH cepacyHas
HEI0CTAaTOYHOCTH THAKEJION CTENEHH ).

— IloTeps 3peHus Ha OJIMH IJ1a3 BCJIEACTBHE HeapTepHAIbHOM NepeHeii HieMHYecKoi HeBPOnaTHH
3PUTEIBHOIO HEPBA HE3aBHCHMO OT TOrO, CBfi3aHa 3Ta MATOJIOTHA C MPE/bIIYIIHM MPUMEHEHHEM
HHruouTOpOB ®J[5-5 Hin Het.

— Hannume takux 3aboneBaHuii, Kak HapyuleHHe (YHKUHH TNEYEeHH TSOKEIOW CTeNneHH,
aprepuasiibHas TUINOTEH3Hs (aprepuanbHoe masieHne Huxke 90/50 MM pr. c¢1.). HenaBno
NepeHECEeHHbIH MHCYJIBT MIH MH(APKT MHOKap/Ja H W3BECTHbIC HAC/IEACTBEHHbBIE JereHepaTHBHbIE
3abosieBaHMsl CETYATKH, TAKHE KaK IUIMEHTHBIH pPETHHHT (HeGOIbIIOe KOIMYECTBO TaKHX
NalMeHTOB HMEET TIeHEeTHYeCKHe paccTpoiicTBa QocdoauscTepas ceTyaTkH), MOCKOIBKY
Oe30macHOCTb CHJlJIeHa(uIIa He HCCIIE0BAIMCH B TAKHX MMOATPYIINAX NalHeHTOB.




B3zaumooeiicmeue ¢ opyoumu 1eKapcmeeHHsIMuU cpeocmeamu u opy2ue guosl 83aumodencmauil.
Dpghexmur Opyeux nexapemeenuvix cpedcms Ha curdeHagpua,

Hccanenosanns in vitro. MeraGonusm cungeHadusa NpoHCXOAUT NPEHMYIIECTBEHHO ¢ YHacTHEM
u3opopmbl 3A4 (ocHoBHOW mnyTh) ¥ H30popMbl 2C9 (BTOpOCTENEHHBIH IyTh) LWMTOXPOMA
P4s0 (CYP). ITosTromy UHruOUTOpE! 3THX H30()EPMEHTOB MOT'YT CHHMXKATh KJIMpEeHC cuieHaduna, a
HHJIYKTOPBI 3THX H30()epMEHTOB MOTYT MOBBILIATE KIUPEHC CHIieHadua.

Wccenenosanns in vivo. IlonynsunoHHsli (papMakOKMHETHUECKHH aHAIN3 JIaHHBIX KIHHHUYECKUX
HCCHCI[OB&HHI’] NOpOACMOHCTPHPOBAI CHHMKCHHC KIIHpPCHCA CHJ'I,[[ﬁHaq)HIIEI HpH OJHOBPEMCHHOM
npuMeHeHuH ¢ uHruouTopamMu CYP3A4 (TakMMHM Kak KETOKOHA30Jl, IPMTPOMHULIMH, IMMETHIHH).
XoTs npH OJHOBpEeMEHHOM npuMeHeHHH cuiaeHaduna u uHrubutopo CYP3A4 poct yacToTs!
MoOOYHBIX SBJICHUI He HAOMOAATOCH, CAEAYET PacCMOTPETh BO3MOKHOCTH MPUMEHEHHS
Haya/lbHOH 103kl chiiaeHaduna 25 Mr.

OnnoBpemenHoe npuMeHeHnue wuHruOuropa BWY-npoTea3bsl puTOHaBUpa, OYEHb MOIIHOTO
uHruburopa Psso, B cocTosHMM paBHOBecHOM KoHueHTpauuu (500 mMr 1 pa3s B CyTkH) H
cuiieHaduia (pasosas no03a 100 mr) npuBoauiio K noBeiueHUIO Cmax cHiienaduaa va 300 % (8 4
pasa) ¥ noBelieHUO 11azMeHHoi AUC cunnenaduna va 1000 % (B 11 pa3). Yepes 24 wyaca
IUIa3MEHHBIE YPOBHH CHIJIeHauia Bee eme cocTaBiasud npuMepHo 200 HI/MI 1O CpaBHEHHIO €
YPOBHEM TPHMEPHO S5 HI/MJI, XapakTepHBIM [JIs TpPHMEHEHHs CcuijaeHaduna oTaeNbHO. 4YTO
COOTBETCTBYET 3HAYMTEIbHOMY BIIMSHHIO PUTOHABMpa Ha WIMPOKHH crekTp cyOcTpaToB Piso.
Cunnenadun He BiusieT Ha (papMaKOKHHETHKY PHTOHABHPA. YUHTHIBas 3TH (papMakOKHHETHYECKHE
JaHHBIC OJHOBPEMEHHOE NPHMEHEHHE CHIIeHa(n/Ia 1 PHTOHABHPA HE PEKOMEHJIyeTcs (CM. pasjel
«OcoOeHHOCTH MpPUMEHEHHS»); B JIOOOM cliydae MakCHMaibHas /103a CujjieHaduna npu Kakux
o oOcToATeNLCTBAX HE JIOJIKHA NPeBbIIaTh 25 MI B TeueHHe 48 yacos.

OnnoBpemeHnHOe MpuMeHeHHe HHrHOuTOpa BUU-npoTteass! cakBuHaBupa. nHruoutopa CYP3A4, B
J103e, obecneynBaroliei paBHOBECHYIO kKoHLleHTpauuio (1200 Mr Tpu pasa B CyTKH) ¥ cuiaeHaduna
(100 Mr osHOKpPaTHO) NMPHBOAMIO K MOBBINEHUIO Cmax cHiZeHaduiaa Ha 140 % M yBenuueHue
cucteMHoit sxkenosunuu (AUC) cunaenaduna va 210 %. He BuigBieHO BAusHUS cuineHaduna Ha
bapmakoKHHETHKY cakBHHaBHpa (cM. pasaen «Cnocod mpumeHenus u a03b1»). [Ipeanonaraercs,
yto Oosiee MolurHbie HHTUHOUTOPHI CYP3A4. Takne KaKk KeTOKOHA3071 U UTPAKOHA30I], OyayT UMETh
Gosee BhIpakKeHHOE BIIMSIHUE.

[Ipu npumenenuu cunaesaduia (100 Mr oAHOKpaTHO) U IPUTPOMHLIMHA, YMEPEHHOT0 MHIHOKTOpA
CYP3A4, B paBHoBecHOM cocTosHuH (500 Mr aBax/ibl B CYTKH B Te€4eHHe 5 aHei) HaOmoaa10ch
MOBBILLIEHHE CHCTEMHOI dKeno3uuuy cuaeHaduna va 182 % (AUC). V 310poBeix 106poBoIIbLER
MYJKCKOT0 1oja He HaOmoganock BiusiHHA asuTpomuuuHa (500 mr B Teuenne 3 cytok) Ha AUC,
Cmaxs Tmax, KOHCTAHTY CKOPOCTH OJJIMMHHAIIHH H TOCIEAYIOIIHH TepHOJ IOyBbIBEIACHHS
CHI/IeHaMIa MM €ro OCHOBHOIO UHpKyaupyromero mertabomura. llumernann (MHrubuTop
uuroxpoma Psso n Hecneuupuueckuit uarnburop CYP3A4) B n03e 800 Mr npu 0HOBpeMeHHOM
NPUMEHEHHH ¢ cHiiieHaduIoM B 103e 50 Mr y 3/0poBBIX 100pOBOJIBIEB NPUBONI K MOBBILIEHUIO
NIa3MEeHHBIX KOHIIEHTpaluii cuiieHaguna Ha 56 %.

['peiindpyToBeiii cok sBnsercs caabbiM HHrHOUTOpoM CYP3A4 B cTeHKe KHMIIEYHHKA M MOXET
BbI3BaTh YMEPEHHOE MOBBIIICHHE YPOBHEH CHiIeHadHIIa B 1171a3Me KPOBH.,

OnHOKpaTHOE NMPUMEHEHHE AHTALWAOB (MAarHWsd THAPOKCHIA/aTFOMHHHS T'MIAPOKCHAA) HE BIIHAIIO
Ha OHOJ0CTYNHOCTH cUilieHaduna.

XoTs uceneaoBaHui cnelH(PHUECKOro B3aUMOJICHCTBHSA CO BCEMH JIEKAPCTBEHHBIMH CPEICTBAMH
HE NpPOBOAHIOCH, [0  JaHHBIM  NOMYJAMOHHOTO  (apMaKOKHMHETHYECKOro  aHasm3a.
(apmakokHHeTHKa cHIZeHadHIa He MEHsjach MPH  OJHOBPEMEHHOM TpPHMEHEHHH C
JIEKapCTBEHHBIMH CPEJICTBAMH, NpUHALIEKAMMH K rpynne uarubutopos CYP2C9 (tonbyramu,
Bapdapun, denuroun), rpynnsl uHruOHTopoB CYP2D6 (Takmx kak ce/leKTHBHbIE HHIHOHTOPBI
oOpaTHOro 3axpara CEpPOTOHHWHA, TPHLMKIMYECKHE AaHTHIENPECCAHTHI), TPYNNbI THA3BMIHBIX M
THA3UI0NOJ00HBIX JIMYPETHKOB, NETIeBbIX W KaauicOeperaromux IHYPeTHKOB, HHIHOHTOPOB
aHrMOTEH3  HIEPETBOPIOIOYOr0  (epMEeHTa,  AHTArOHMCTOB  KaJbllWs,  AHTArOHHCTOB
B-anpenopenentopoB winm MHAYKTopoB MeTtabomu3ma CYPasso (Takux kak pugamIimimH,
OapOutyparsi).




B xone wuccnemoBaHusi ¢ ydacTHeM 370pOBbIX J100pOBOJIBLIEB-MYKYHH OJHOBPEMEHHOE
NpUMEHeHHe aHTaroHWcTa sHAoTennHa OoceHTana (ymepenHblid unaykrop CYP3A4, CYP2CO u,
Bo3moxkHO, CYP2C19) B paBHOBecHOM coctosiHuM (125 mMr jaBai/ibl B CYTKH) M CcHijieHaduIa B
paBHOBeCHOM cocTosHHH (80 Mr Tpu pasa B cyTkd) npuBomuio K cHHKEHHI0O AUC H Cax
cuneHapuna Ha 62,6 % u 55.4 % coorsetcTBeHHO. [103TOMY 0/JHOBpEeMEHHOE MPUMEHEHHE TAKHX
mouHbIX HHAYKTOpoB CYP3A4, kak pudaMnuunH, MOXET NPHUBOANTHL K 0oJiee BBIPAXKEHHOMY
CHH)KCHMIO KOHLIEHTpALUuK cuijileHaduia B 1ia3Me KpoBH.

Huxopanaun npexacraBnsger coboif ruOpua akTHBATOpa KalblMEBLIX KaHAIOB M HHTpATAa.
HuTpaTtHbBIf KOMIOHEHT NpEONpeaeIseT BO3MOKHOCTE €ro CEepbe3HOr0 B3aHMOJIEHCTBHA C
CHIIbJCHADHIOM.

Dppexmur cundenaguna na opyeue aiexapemeennvie cpeocmaa.

UccnenoBanus in vitro. Cunaenadmn — ciadpiii uHrndoutop u3odopm 1A2, 2C9, 2C19, 2D6, 2E1 u
3A4 umroxpoma Psso (MKso> 150 mMkmoiab). [TocKoIBKY NMHKOBBIE IIa3MEHHbIE KOHLEHTpPALHK
cuigeHaduiIa paBHBI NPUMEPHO | MKMOJb, BIHsSIHHE JieKapcTBeHHOro cpejactBa Cunarpa Ha
KJIMpeHe cyOCTpaToB 3THX H30(epMEHTOB MaJOBEPOSTEH.

OTCyTCTBYIOT JaHHBIE O B3aHMOJECHCTBHH CHIACHAa(HIa U TaKUX HecnelMpHUYEeCKUX HHIHOHTOPOB
tdocdoauscTepasbl, Kak TEOPUTHH H THITHPHAAMO.

Hccnenosanus in vivo. IlockonbKy H3BECTHO, YTO CHiAeHA(WI BIHMAET Ha MeTaOOIHM3M OKCHJIA
a30Ta/IMKIHYecKoro ryaHosuaMoHogochara (ul'M®), Obuto ycTaHoBiIeHO, 4YTO CHIIeHA(H
MOTEHUMPYET THMOTEH3UBHOE ACHCTBHE HHUTPATOB, MO3TOMY €r0 OJHOBPEMEHHOE MpPHMEHEHHE C
JIOHOpaMH OKCHJa a30Ta WIM HHTpaTaMH B 000 ¢Qopme mnpoTtuBomokaszaHo (cM. pasaen
«IIporuBOnOKa3aHUA ).

Puonmryar. JloknMHHYecKHe HCClIe0BaHUS M0KA3aIH a/UIMTUBHBINA CHCTeMHBIH Y dEeKT CHHKEHUS!
apTepHANLHOTNO  JIaBlIeHWs, TMpH OJHOBPEMEHHOM MNpuMeHeHHH uHrubutopor ®@JID-5 ¢
puonuryatoM. KinHndeckue McCne/10BaHus MOKa3ald, 4YTO PHOLUIYAT YCHIHBAET THIOTEH3MBHOE
aeicTue MHruOuTOpoB MJ[D-5. ¥V naimMeHToB, y4aCTBOBABILIKX B HCCIIC/IOBAHHUH, HEe HA0/I101a710Ch
KJIHHHYecKoro 3¢ exra oT 0HOBPEMEHHOIO IpuMeHeHHus] HHruouTopoB MJ[9-5 ¢ puonUryaToMm.
[IpoTHBONOKa3aHO OJAHOBPEMEHHOEC NMpPUMEHEHHWE pHouHryata ¢ uHruburopamu ®J[2-5 (B TOM
yrcie cunabaeHaduiom) (eM. pasaen «[IpotuBonokasanusy).

OnHoBpeMeHHOE NpUMeHeHHe cuiiieHaduia U 610KaToOpoB 0-aAPeHOPEIeNTOPOB MOXKET MPUBECTH
K Pa3BUTHIO CHMNTOMATHYECKOH THIOTEH3HHM Y HEKOTOPHIX NPeApacroNoKEeHHBIX MNalUEeHTOB.
Takas peaxiusi 4acTo BO3HHKaa B TeYeHHE 4 4acoB Mocie NMpuMeHeHus cuiaeHaduia (cm. pasaen
«Cnoco® mnpumeHeHuss M J03bl» M «Oco0eHHOCTH NpHMeHeHHs»). B xoae 3 wHccineaoBaHMid
crienu(UYecKoro B3aUMOJIEHCTBUS JIGKAPCTBEHHBIX CpPEACTB OIOKATOp 0-aPEHOPELEnTOPOB
Jokca3o3uH (4 Mr ¥ 8 mr) U cuigeHapun (25 mr, 50 mr 1 100 Mr) npUMeHsJIUCE OJJHOBPEMEHHO
namHeHTaM ¢ J00pOKaYeCTBEHHOHW THIEpIUIa3Hel mpeacTarebHOH JKejle3bl, cTaOuiamM3aims
COCTOSIHMSI KOTOPBIX OBLIa JOCTHUTHYTA MPH TNPUMEHEHHH JIO0KCa303MHA. B 3THUX mOnymisiusx
HA0IIO1A/IOCh CpeHee IOMOJHUTEIbHOE CHUKEHHE apTepPHAIbHOIO JaBJICHUS B MOJIOKEHHH JIekKa
Ha 7/7 MM pT. cT., 9/5 MM pT. CT. U 8/4 MM PT. CT. H Cpe/iHee CHIKEHHE apTePHAJILHOTO JaBJIeHHUS B
MONOKEHHH cTOs Ha 6/6 Mm pr. cT., 11/4 Mm pr. cT., 4/5 MM pr. cT. B cooTBeTcTBHH. [IpH
O/IHOBPEMEHHOM TpPUMEHEHHH CcHiIeHaduIa M JIOKCa303MHA Yy NallMEeHTOB, crabuimu3aius
COCTOSIHMSA KOTOpBIX ObUIa JIOCTHTHYTa NPH NMPUMEHEHHH JOKCAa303WHA, WHOI/IA CO00IIanoch O
Pa3sBHTHH CHMITOMATHYECKOH OpPTOCTaTHYECKOH MMMOTEH3UH. B 3THX cOOOIIEHHUAX IOBOPHIIOCH O
CllydasiX roJIOBOKpY’KEHHE H COCTOsIHHE nepesl 0OMOPOKOM, HO 6e3 CHHKOTIE.

He wnabmonanoch HHMKAaKHX 3HAYMMBIX B3aUMOICHCTBHH NpH OJHOBPEMEHHOM TPHMEHEHHH
cunjgeHapuna (50 mr) w TonOyrammuay (250 wMr) wunum  Bapdapuna (40 wMr), Koropble
metabonusupytores CYP2CO.

Cunpenapun (50 Mr) He npuBoaMa Obl K YBEJIHYCHHIO BPEMEHH KPOBOTE€YEHMS, BBI3BAHHOIO
NPUMEHEHHEM alleTHIICAIHIINI0BO#H KucaoThl (150 mr).

Cunpgenagun (50 Mr) He NOTEHUHMIOBAB TMIOTEH3MBHOE JEHCTBHE QlKOrojis Yy 3J0POBBIX
J0OPOBOJIBLIER [PH CPEIHUX MAKCHMATBHBIX YPOBHSX 3TaHO/a B KpoBH 80 Mr/ /1.

Y nauMeHToB, MONMyYaBIIMX CcHiAeHadui, He HAOMIOJATIOCh HHMKAaKMX pa3iu4uil  mpoduis
110004YHbIX 3(P(HEKTOB MO CPaBHEHHUIO ¢ TUIANE00 MPH OJHOBPEMEHHOM MPUMEHEHHH TAKHX KJIACCOB
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TUIIOTEH3UBHBIX JIEKAPCTBEHHBIX CPEJACTB, KaK JAMYPETHUKH, OJOKATOpHl [-aJpeHOpeLenTopos,
uHruburopel AII®, aHTaroHHCTHl aHrHoTeH3wHa II, aHTHIHNEepTEH3MBHBIC JICKAPCTBEHHBIE
cpezcTBa (COCYyIOpacIMpSIONIHE W HEHTPATbHOrO JeHCTBHsA), OJIOKaTOpbl aJpeHeprHYecKHX
HeWpOHOB, OI0KATOPHI KATbIMEBLIX KAaHAJIOB U OJIOKATOPHI G-aJpeHopenenTopoB. B cnenuansHoM
MCCJICJOBAHUN B3aMMOJICHCTBUS MPH OJHOBPEMEHHOM npuMeHeHuu cuageHaduna (100 Mr) u
aMJIO/IMIIMHA MALMEHTaM ¢ apTepUaAIbHOMN runepren3ueii HaboaanoCh A0NOIHUTEIIBHOE CHUKEHHE
CHCTOJIMYECKOTO apTepHaIbHOrO /aBJIE€HHS B TMOJOXKEHHHM Jiexka Ha 8 MM pr. cr. CHHXKEHHE
JHACTOJIMYECKOTO apTepHAIbHOrO JaBleHus cocraBuao 7 MM pr.er. [lo BenuumHe 3TH
JOTOHATEIbHBIC CHHJKCHHE apTEPHAIBHOIO MaBJCHHS OBUIM COMOCTAaBHMbI C TEMH, 4TO
HabIoAamMch NIPH NPUMEHEHHH TOJBKO CHIeHa(uIa y 370pOBBIX J0OPOBOJBLEB (CM. pa3fen
«DapMaKoJIOTHYECKHE CBOMCTBAY).

Cunpenadpun B mose 100 mr He BiMan Ha (papMakOKHMHETHYECKHE TMOKazaTeld HHIHOMTOpPOB
npoteas3sl BUY, cakBnHaBupa u puTOHaBHpa, KOTOphIe sBistoTcs cybcrpatamu CYP3 A4,

Y 310poBBIX 100pOBOJIBIEB MYXKCKOTO M0J1a MPUMEHeHHUs cuiljieHaduIa B pABHOBECHOM COCTOSTHHH
(80 mr Tpm pasza B cyTkn) npuBoauio K noBbimeHHI0 AUC B Cpax OocenTan (125 mMr apaxael B
neHb) Ha 49.8 % 42 % cOOTBETCTBEHHO.

Ocobennocmu npuMeHeHuA.

Jo Hauana tepanuu cieayer coOpars MEIHIIMHCKHIN aHaMHe3 MalMeHTa | MPOBECTH (QH3HKATBHOE
oOcnenoBanue U JHArHOCTHKH JPEKTHJILHOW AMCOYHKIMH W OINpeJesieHHs €€ BO3MOMKHBIX
MPUYHH.

Daxkmopul  pucka cepoeyno-cocyoucmulx 3aboneeanuu. IlockonbKy cekcyajibHas aKTHBHOCTB
CONMPOBOKIAACTCS ONPEACTCHHBIM PHCKOM CO CTOPOHBI cepjaua, A0 Hauana Jro0oro JeyeHHs
IPEKTHIIbHOH IHCHYHKLUMH Bpay J0JKEH OLIEHHTh COCTOSIHHE CepleYHO-COCYIUCTOH CHCTeMbl
nauuenta. CungeHadpun oka3blBaeT COCyJOpacHIMpsIOLIee [ACHCTBUE, MPOSBILETCS JIETKHUM U
KPaTKOBPEMEHHBIM CHHKEHHUEM apTepHaIbHOTO JaBieHus (cM. pa3aen «DapMakoauHaMuKay).

Jlo HaszHaueHus cuiaeHaduaa Bpay JOJKEH TINATEIbHO B3BECHTh, MOXET JH Tako 3¢dexrt
He01aronpuaTHO BIHSATH HA MALIMEHTOB C ONpe/Ie/IEeHHBIMH OCHOBHBIMH 3a00J1€BaHUsAMH, 0OCOOEHHO
B COYETAHHWH C CEKCYalbHOM aKTHBHOCTHIO. K malmeHTaM ¢ NOBBILIEHHOH 4yBCTBHTEIIBHOCTBIO K
BA30/IMJIATATOPAM OTHOCHTCS MALMEHThl ¢ OOCTPYKIIHEH BBIBOJAHOTO TpaKTa JIEBOTO JKEIyA04Ka
(HanpuMep, CTEHO3 aopThl, runeprpodHueckas oOCTPYKTHBHAS KapIHOMHONATHS ) WK MAlHEHTHI C
peJIKHM CHHAPOMOM MYJIbTHCHCTEMHOH aTpoQWH, OJHHM H3 MPOABICHUH KOTOPOH sBIACTCH
TSDKEJI0e HapyleHHe peryJisiliii apTepHaibHOro JaBJIEHHS CO CTOPOHbI BEreTaTMBHON HEPBHOI
CHCTEMBI.

Cunpaenagpun MOTEHLUPYET THNOTEH3UBHOE  JIGWCTBHE  HHUTPAaToB  (CM. paszen
«ITpoTHBONOKa3aHus »).

B nmocrtMapkeTMHroBOM mnepuoje coo0anock O THKENbIX MOOOYHBIX PEAKIUAX CO CTOPOHBI
CepIeYHO-COCYTUCTONH CHCTeMBl, BKJIIOYAas HH(APKT MHOKap/a, HecTabWIBHYIO CTEHOKAP/IHIo,
BHE3AIHYIO CEPACUYHYIO CMEPTh, KEIYA0YKOBYIO apHTMHIO, 1IepeOpoBacKy /IApHbIC KPOBOH3JIHAHHS,
TPAH3UTOPHYIO MIIEMHYECKYIO aTaKy, apTepPHAIbHYIO THIIEPTEH3HIO H apTEPHATIBHYIO THITOTEH3HIO,
KOTOpbIE MO0 BPEMEHHW COBIAJATH ¢ MpUMeHeHHeM cuineHaduna. Y OOJbIIMHCTBA MAIHEHTOB, HO
He Yy BCeX, CYyIIeCTBOBAIH (DaKTOphl pHcKa Cep/eYHO-COCYAMCTHIX 3aboneBannit. MHOro takmux
no0OYHBIX peakini HabI01a/10Ch BO BpeMsi HIIM cpa3y Mocjie MOJ0BOro akTa H TOJBKO HECKOJIbKO
CJIIYYHJIOCh BCKOpE Mocje NpUMeHeHus cuiaeHapuia Oe3 cexkcyaibHOW akTUBHOCTH. [Toaromy
HEBO3MOXHO OINpPEJENUTh, CBA3aHO pa3BUTHE TAKUX MOOOYHBIX peakiHil HENOCPeACTBEHHO ¢
daxTopamMH pHCKa, HIIH HX pa3BHTHE 00YCIOBICHO APYTrHMH (akTopaMH.

Ilpuanusm. CpezacrBa Ui JICYEHHS IPEKTHILHOH AMCHYHKIHH, B TOM 4YHC/Ie W CHJIeHadwI,
cllelyeT Ha3Ha4aTh C OCTOPOJKHOCTBIO MAlIHEHTaM ¢ aHATOMHYECKUMH JedopMauusMu meHuca
(TakMMH KaK aHryiIduus, KaBepHO3HbIH ¢(ubOpo3 wim Oone3us [lefipoHH) WM mnanueHTam c
COCTOSIHMSIMH, KOTOPBIE CIIOCOOCTBYIOT PA3BUTHIO MpHANK3Ma (TAKMMH KaK CEPIOBHIHO-KIECTOYHAS
aHEMMsl, MHOKECTBEHHAs MHEJIOMa HITH JIeHKeMHus ).

[locne BbIXOjaa cuiafeHaduna Ha pPBIHOK cOOOMIANOCH O CAydYasX Y/UIMHEHHOH SpeKiuud W
npuanusma. Ecinm spekuus umted Gosiee 4 4acoB, NallMeHTaM cieayeT HeMe/UIeHHO oOpaTHThCs 3a
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MEJIMIMHCKOR noMouibio. IIpin OTCYTCTBHH HEMEUIEHHOTO JIEUEHHS NPHAITH3M MOXKET NPHBECTH K
MOBPEKICHUIO TKaHeH NMeHuca U K CTOMKON norepe noTeHIuH.

Oonospemennoe npumeHenue ¢ opyeumu uneubumopamu PU3-5 wiu opyeumu cpeocmeamu O
Jgevenusi  apekmunvHot  Oucynkyuu. bezonacHocth W 3DPEKTUBHOCTL  OJHOBPEMEHHOIO
npuMeHeHus cuiageHaduna ¢ apyrumu uHruburopamu @JI3-5 unm Apyrumu J1eKapCTBEHHBIMH
Cpe/ICTBAMH /115 JICYCHUA THIIEPTEH3MH JIETOYHON apTepHH, cojepkaliue cuiaeHadgua (Hanpumep,
PeBanno), wim ¢ IpyruMH J1eKapcTBEHHBIMH CPEICTBAMHU JUIS JIEYEHHS IPEKTHIBHOMH AMCHYHKIIMHA
He u3yyamice. [losToMy npuMeHenne Taknx KoMOHHALNI HE peKOMEHTyeTcs.

Bnusnue na 3penue. CnioHTaHHBIE COOOINEHHS O BO3HHKHOBEHHH JIe(DEKTOB 3pEHHs TMOCTYNATH
aCCOLIMMPOBAHO C TNpUMEHeHWeM cuiajeHadpuna u Apyrux uHrubutopoB @®JI3-5 (cm. paszen
«ITobounble peakuuuy»). O cayyasx HeapTepHallbHON mnepeaHell HIIeMUYeCcKoN HeBpOIaTHH
3PHTENIBHOTO HEpBa, SABIACTCA PEJAKHM COCTOSHHEM, IMOCTYMalH CIIOHTaHHbIE COOOIIEHHA W
€000111a710Ch B HA/I30PHOM MCCIIeIOBAaHUH aCCOLMUPOBAHO C MPUMEHEHHEM cilieHaduIa U Ipyrux
uHruouropoB ®J19-5 (cM. Paznen «Ilobounsie peakiuu»). [TanueHToB cieayer npeaynpeauTb, 4To
B CIyyae BHE3allHOIO HapyIUeHHs 3peHHs NpPHMEHEHHUs JeKapcTBeHHoro cpeacrea Cunarpa
CJIe/lyeT PeKpaTHTh U HEMEJIEHHO 00paTUThCs K Bpady (cM. paszaen «[IpoTuBonokasanus»).
Oonospemennoe npumenenue ¢ pumonasupom. OJHOBPEMEHHOE MpPHUMEHEHHWe CHIIeHapuIa M
pHTOHABHpa He peKoMeHjayercs (cM. pasaen «BzammoneiicTBHe ¢ APYrHMH JIeKapCTBEHHBIMH
CPEJCTBAMM M JPYTHE BU/IbI B3aUMOICHCTBHIAY).

Oonospemennoe npumenenue ¢ brokamopamu a-aopenopeyenmopos. llanentaM, NPUHUMAIOLIUM
6110KaTOpBI 0-aIPeHOPELIENITOPOB, MPUMEHATh CHIACHAQHII ClIeyeT C OCTOPOKHOCTBIO, OCKOJIBKY
Takas KOMOMHAIHs MOXET TMPHUBECTH K CHMITOMATHYECKOH TMIIOTEH3HH Y HEKOTOPBIX
MPepacnoNOKEHHbIX K 3TOMY nauueHToB. CHMNTOMaTuyeckas rurnoTeH3us oObIMHO BO3HHMKAeT B
TeueHHe 4 dYacoB mocie npuMeHeHHs cuigeHadwaa. C 1edbl0 MHHHMHU3AIHMH  BO3MOXKHOTO
pa3BUTHS  TOCTYPAIbHOMH  THIIOTEH3MM Y  [AUMEHTOB,  NPUHUMAIOIMX  OGJI0KaTOpbI
(-aJIpEHOPELIENITOPOB, MX COCTOSHHE HYXHO CTaOMIIM3MpOBaTh C [OMOLILK  OJOKaTOpoB
0-a/IpeHOPELIeNTOPOB 10 Hauana MnpuMmeHeHus cuijleHapuna. Takike creayer paccMOTpeTh
BO3MOXKHOCTE ITPUMEHEHHS HadalbHOH J03bI 25 Mr (cM. pazaen «Crnoco® mpUMeHEHHs W J03bI»).
Kpome Ttoro, ciemyer npomHpopMHpoBaTh NAIMEHTOB, Kak JeHcTBOBAaTh B Cilydae IOSIBICHHS
CHMIITOMOB OPTOCTATHYECKOH IMIIOTEH3HH.

Bnuanue mna rposomeyenus. Wccnenopanus TpoMOOLMTOB 4eNOBeKa II0Ka3ald, 4TO in Vitro
cuiieHadua MOTEHIMPYET aHTHarperadoHHbie 3(QQeKTsl HaTpHA HUTponpyccuaa. Her Hukakoii
HHQOpPMAILIMH  OTHOCHTEIbHO OE30MacHOCTH NpUMEHeHHs CHiaeHapuIa DNalWeHTaMH C
HApYUIEHUSIMH CBEPTHIBAHMS KPOBM MM OCTpPOH s3BeHHOW Oonesnbio. Takum oOpazom,
NPUMEHEHHE CHiZleHaduIa MalMeHTaMH 3TOH TPyl BO3MOXKHO TOJBKO MOC/E TIIATEIBHOMN
OIIEHKH COOTHOLIEHHUS MOJIb3bl U PHCKA.

ITocne npuema 100 Mr 310poBBIMH A00pPOBOJIBLAMH HE HAOMIOAAJIOCH BIMSHUS HA MOP(OJIOTHIO
WJIH NTO/IBUKHOCTE CIIEPMATO30HM/10B (CM. pasjien «PapMakoIMHAMHKA).

Ilomeps ciyxa. Bpadam cieayeT nocoBeTOBaTh MAlMEHTaM IIPEKPATHTh IPUMEHEHHE HHIMOUTOPOB
@OJ1D-5, BruIouas jJekapcTBeHHoe cpejicTBo Cuiiarpa, 1 HeMe/UIeHHO 0OpaTHThCs 3a MeIULIMHCKOM
MOMOIIBIO B CITydasiX BHE3AIHOTO CHUXKEHHS WIM rnorepd ciayxa. OO HTHX SIBIEHUSX, KOTOpbIE
TaKKe MOTYT CONPOBOXKAATbCA 3BOHOM B yIIaX M IOJOBOKPYKEHHEM, CO00IIANOCH € accouualuein
BO BPEMEHHM C NpUMeHeHHeM HHruburopo ®JID-5. Bkmouas cuigeHadun. OnpeenuTs, 3TH
SIBJICHUSl HANpsAMYIO CBA3aHBI ¢ MpuMeHeHueM MHrubutropor ®JI3-5 umu ¢ apyrumu dakropamu
HEBO3MOKHO.

Oonoeépemenroe npumeHenue ¢ 2UNOMEH3UGHbIMU JeKapcmeeHHbiMu cpeocmeamu. Cunarpa
OKa3bIBAET CHCTEMHYI) COCYAOpaclIupsionee JeHCTBHE W MOXET B JIaJbHEHIIeM CHHXKATh
apTepHalbHOE JaBJICHHE Y MALKUEHTOB, MPHMEHAIOLIMX THIOTCH3HBHBIE JIEKAPCTBEHHBIE CPE/ICTRA.
B oraenpHOM HCCle0BaHMM JI€KapCTBEHHOIO B3aUMOJEHCTBUS OJHOBPEMEHHOE INpPHMEHEHHE
amnogunuaa (5 mr wiad 10 mr) v cungenaguna (100 mr) nepopanbHo Habmoaanock cpejHee
JONOJHATENbHOE CHH)KEHHEe CHCTOJIMYECKOro JIaBlieHHsi Ha 8 MM pPT. CT. M JHACTOJIMYECKOTO — Ha
7 MM PT. CT.



3abonesanus, nepedarowjuecs norossim nymem. IIpuMeHeHHe JeKapcTBeHHOro cpeactsa Cuiarpa
He 3ammu@aer ot 3abosneBaHui, nepenalomMxcs noaoBbIM nyTteM. Creayer paccMOTPETb
BO3MO)KHOCTb ~ IIPOMHCTPYKTHPOBaTb  [AUMEHTOB  OTHOCHTEIBHO  HEOOXOAMMBIX  Mep
NPEJAOCTOPOKHOCTH JUIS 3alIMTHl OT 3a00JeBaHHid, NepeIarolMXCs MOJIOBLIM MyTeM, BKIKOYas
BUPYC HMMYHOE(HIINTA YeTOBEKa.

Benomozamenvuuie sewjecmsa.

JlekapcTBeHHOE  cpeiCTBO  colepkHT  nakrody.  [loatomy  siekapcTBEHHOE — CPEICTBO
IMPOTHBONOKA3aHO ITallHEHTaM C PEAKMMH HAclIeJCTBEHHBIMH 3a00JIeBaHUSMHU, CBS3aHHBIMH C
HENEPEHOCHMOCTBIO TaIlaKTO3bl, HEOCTATOYHOCTHIO J1aKkTasbl Jlanna uin HapylleHHeM BcachbiBaHHS
TJIOKO3bI-TaJTaKTO3BI.

OTO NleKapCTBEHHOE CpecTBO coiepkuT MeHee 10,4/20,8 Mr/mo3y HaTpHs, TO €CTh NMPAKTHYECKH
cBOOOHBIA OT HATPUSA.

IIpumenenue & nepuod bepemenHoCmu Ul KOPMAEHUS 2PYObIO.
JlexapcTBenHoe cpeacTBo CHilarpa He npeaHa3Ha4YeHo A1 IPHMEHEHHS JKeHIIHHAMH.

Cnocobnocmy @1usme Ha CKOPOCMb peakyuu npu YRpasieHuu asmompancnopmom uiu Opy2umu
MEXAHUIMAMU,

Hccnenopanuii BIHAHHA TEKapCTBEHHOIO CPEACTBA Ha CHOCOOHOCTH YNPABJIATH TPAHCIIOPTHBIMH
cpeacTBaMH W paboTath ¢ APYrHMH MEXaHH3MaMH He MpoBoAnIoCch. IloCKONbKY B Xoje
KJIMHHYECKHX HCCNIeIOBaHHH NpUMEeHEHHs criieHadrIa coobmanoch 0 ciy4asx rojloBOKpYKEeHHS
M HapylleHHs CO CTOPOHBI OpPraHOB 3pEHHs Mepel TeM, Kak CaauTbCs 3a pyJb TPaHCIOPTHOIO
cpeactBa WM paboTarth ¢ MeXaHH3MaMH, IalHEHTaM HeOOXOJMMO BBIICHHTH, KakoBa HX
WH/IMBH/IyaIbHAS PeaKki|s Ha IPUMEHEeH e leKapcTBeHHoro cpeacrsa Cunarpa.

Cnocob npumenenun u 003sl.

JlekapcTBeHHOE CPE/ICTBO NPHMEHSIOT EPOPATBLHO.

Bspocavie. Pexomenayemas nosa cocraeiaser S0 Mr u npuMeHseTcs B ciydae HeoOXOAHMMOCTH
NPUMEPHO 3a 4Yac J0 CEKCyalbHOH axkTMBHOCTH. B 3aBucHMoOcTH 0T 3(p(dEKTHBHOCTH H
MePEeHOCHMOCTH JIEKAPCTBEHHOTO CPEJICTBA /103y MOXKHO YBeTUYHTH /10 100 M WJIM CHU3UTH 10

25 Mr (npuMmeHsieTcs JIeKapCTBEHHOE CPEJACTBO B COOTBETCTBYIOLIEH a03upoBKe). MakcumanbHas
pekomen1oBaHHas 103a cocrasuier 100 mr. YacTtora npuMeHeHHS MaKCHMaIbHOH PEKOMEHIYEMOM
J103b1 JIEKAPCTBEHHOIO Cpe/cTBa cocTaBiseT 1 pa3 B cyTkd. [IpH npHMeHeHHH JleKapCTBEHHOIO
cpeactBa Cunarpa BO BpeMs NpHema MHILH JAEHCTBHE MOXKET HACTYNaTh MO3AHEe, YeM IpH ero
NPUMEHEHWH HATOILAK.

Iayuenmuvr noxcunoco 6ospacma. HeoOGXoauMocTh B KOPPEKIHH JI03bl MAllHEHTaM I0KHIIOTO
BO3pacTa (> 65 11eT) OTCyTCTBYET.

Ilayuenmer ¢ noveunou nedocmamoynocmoio. IlauMeHTaM ¢ MOYEYHON HEA0CTATOYHOCTBIO JIETKOH
H cpe/lHell creneHH TskecTH (KnupeHc kpeatnHHHa 30-80 Mu/MHH) pekoMeHayemas [103a Takas
JKe, KaKk yKa3aHo Bblle B pasjene «B3pocisiey.

[TockombKy y NMaMeHToB ¢ MOYEYHOH HEJOCTATOYHOCTBIO TSKENO0# cTenenu (KIHpPeHC KpeaTHHHHA
< 30 mMu/MHH) KIHpeHC cHieHadHIa CHUXKEH, ClieJlyeT PacCMOTPeTh BO3MOXKHOCTb NPHMEHEHHS
103kl 25 Mr. B 3aBucuMocTi 0T 3G PEeKTHBHOCTH U NEPEHOCHMOCTH JIEKapCTBEHHOTO CPEJICTBA IIPH
HE0OXO0MMOCTH JI03y MOKHO YBEIUYUTh MocTernenHo o 50 mr u 10 100 mr.

llayuenmovr ¢ nevenoynou nedocmamoyrocmero. IlOCKONBKY y NAlMEHTOB € IMEYEHOYHOI
HEI0CTATOYHOCTBIO (HANpUMEp, MPPO30M) KIMPEHC CHILICHA(HIA CHIKEH, CIeAyeT pacCMOTPETh
BO3MOXKHOCTb NMpPHUMEHEHHs 103bl 25 Mr. B 3aBucuMocTH 0T 3()(eKTHBHOCTH H NEPEHOCHMOCTH
JIEKapCTBEHHOI O CPE/CTBA NPH HEOOXOAMMOCTH /103y MOKHO YBEJIMYHUTh NOCTENeHHO 10 50 Mr H 10
100 mr.

llayuenmei, npumensiowue opyzue nexapcmeennvie cpeocmea. Ecimi nauMeHTsl 0JAHOBPEMEHHO
npuMeHstoT uHrubutopsl CYP3A4 (eMm. paznen «BzaumojaelcTBue ¢ JPVIMMH JIEKAPCTBEHHBIMH
CPEACTBAMH M JIPYTHE BH/Ibl B3aUMOJACHCTBHIY), CIIEAYET PACCMOTPETh BO3MOKHOCTh NPUMEHEHHS




HaYyaubHOM 10361 25 MI (32 UCKJIFOYEHHEM PUTOHABHpA, NIPUMEHEHHE KOTOPOTO OJHOBPEMEHHO C
CHIBbJICHAQUIOM He peKOoMeH/TyeTcs, cM. paszien «OcoOeHHOCTH TPUMEHEHHUS ).

C uenbl0 MHHHMH3ALMK BO3MOMKHOTO Pa3BUTHA [OCTYPaIbHOH TI'HIIOTEH3UH Y IALUEHTOB,
NPUHUMAKOIIMX OI0KaTOPhl (-aJAPEHOPELENTOPOB, HX COCTOSHHE HYXKHO CTabMIM3UpOBATh C
MOMOIIBIO  0J1I0KATOPOB  (-aJIPEHOPELENTOPOB JI0 Hauyajna NpUMeHeHMs cuileHaduna. Takxke
CEYeT paccMOTPeThb BO3MOJKHOCTh TIPHMEHEHHS HadaubHOW J03bl 25 Mr (cM. paszen
«OcobeHHOCTH NpUMEHEHHA» H «B3auMoJeicTBHE ¢ JAPYTHMH JIEKAPCTBEHHBIMH CPE/JCTBAMH H
JpyTHe BHbLI B3aUMOAEHCTBHI»).

Hemu.
JlexapcTBeHHOE Cpe/ICTBO HE 1MOKa3aHo K MPUMEHEHHIO JTHIIaMH B Bo3pacre J10 18 ser.

Ilepeoosuposka.

B Xoje KIMHHYeCKMX HCCIIedOBaHHH C Y4acTHEM JlOﬁpOBOJlbl.leB [pH MNpHMEHEHHUH pa3030ﬁ J03bI
cungeHadpuna go 800 mr nmobounble peakuuH ObLTH 1OJ00HBI TeM, KOTOpbIe HaOIIOJAIHCh TIPH
[NPHMEHCHHH cnn,neﬂaclmna B 0ojice HHM3KHX J03ax, HO BCTPCHAJIMCh Halle H Ot Oonee
TsokenbIMH. [Ipumenenue cunaeHajuia B jgoze 200 Mr He NPHBOAWIO K MOBBIIIECHUIO
3} deKTHBHOCTH, HO BBI3BIBA/IO POCT KOJIMYECTBA C/Iy4aeB pa3BUTHS NMOOOYHBIX peakuuii (roJoBHOM
60J'II‘I._ IPHIHBOB KPOBH, TI'OJIOBOKPYIKCHHE, MIHCIICIICHH, 3aJI0KCHHOCTH HOCA, Hapymennﬁ co
CTOPOHBI OPraHOB 3PEHHs).

B ciydae nepeno3UpOBKH TIpH HEOOXOAMMOCTH NpuberaioT K OOBIMHBIM MOIEPKHBAIOIIHM
MEPONPHATHAM. YCKOP&:HHG KJIHpEHCa can.ueﬂacbnna [IPH TEMOJHAIN3E MaJIOBEPOATHO BCIICICTBHE
BBICOKOH CTENEHH CBA3BLIBAHUSA JIEKApPCTBCHHOT'O CpEACTEA C OenkaMu mna3Msl KPOBH H OTCYTCTBHA
SJITHMHUHAIHH cu.n,ueHachna ¢ MOYOM.

Ilobounwie peakyuu.

[To naHHbBIM JTHTEPATYPHBIX MCTOYHHMKOB, Yallle BCEro coo0INanoch O TaKMX MOOOYHBIX peaKIMsX,
KaKk TroioBHas ©00Jb, NPWIHBBI KPOBM, JUCIENCHs, 3alI0KEHHOCTh HOca, 0oL B CIHHE,
rOJIOBOKPYXKEHHE, TOIIHOTA, MPHIMBbLI Kapa, HApYUIEHHs 3PEHMsA, LIMAHOTICHS M IOMYTHEHHE
3pEHHUS.

Bce KIMHHYECKH 3HAuMMble TMOOOYHBIE pEaKlHH, TPHBEAEHBI HHXKE B COOTBETCTBHH C
kinaccuukanmeii «CucremMa-opran-Kiaacc» M 4acToThl: o4eHb dacto (= 1/10), wacto (= 1/100 —
< 1/10), nevacto (= 1000 — < 1/100) u peako (= 1/10000 — < 1/1000). B npenenax kaxmoi
YaCTOTHOM pyIINbI MOOOYHBIE PeaKIUH MPHBEICHBI B OPS/IKE YMEHbIIEHHS HX CEPbe3HOCTH.
UudexnnonHble U HHBAa3HBHBIC 3a00/1€BaHuUs.

Hevacmo: puauTt.

Co cTOpPOHbI HMMYHHO#H CHCTEMBI.

Heuacmo: FHIIEPYYBCTBHTEIIBHOCTD.

Co cTOpoHBI HEPBHOH CUCTEMBI.

Ouenb wacmo: roioBHas 00/1b.

Yacmo: ronoBOKpyKeHHe.

Heyacmo: cOHNUBOCTB, THIIECTE3HS.

Peoko: nHCYIbT, TPAH3UTOPHAS HIEMHYECKas aTaka, Cy10poru*, peLIuBbl Cy10por*, CHHKONe.
CO CTOPOHBI OPraHOB 3peHHUs.

Yacmo: HapylleHHEe BOCTIPUATHS 1BeTa**, paccTpoicTBa 3peHus, NOMYTHEHHE 3PEHHA.

Hewacmo: pacctpoiicTBa cie3oBbiaeaeHne™**, 0onb B rinaszax, ¢orododus, Goroncus, runepemMus
a3, spKOCTh 3pEHHSl, KOHBIOHKTHBHT.

Peoko: nHeapTepHanbHas NepeHss HIIEMHUYECcKas HeHpOmaTHs 3pHTEIBHOTO HepBa* OKKIIO3HS
COCYZIOB CETYaTKH* peTHHAIbHOE KPOBOW3JIHSHHE, AapTEPHOCKICPOTHYECKas pPEeTHHONATHS,
HapyllIEHHs CO CTOPOHBI CETYATKH, IJlayKoma, Ae(EeKTbl I[0JIs 3PEHHA, AWIUIONHA, CHHIKEHHE
OCTPOTHI 3peHHUsl, MUOTIHS, ACTEHOI NS, MJIABAIOIIHE MOMYTHEHUS CTEKJIOBHIHOIO TeJia, HapyIIeHN!s
CO CTOPOHBI PajlyKHOH 000J0YKH, MUPHA3, MOABICHUE CBETALIMXCHA KPYTOB BOKPYI MCTOYHHMKA
cBeTa (rajio) B IOJI€ 3pEeHHs, OTEK IJ1a3, NPHUIYXJIOCTh IJ1a3, HAPYLIEHHs CO CTOPOHBI IJia3,
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THNIEpEeMHS KOHBIOHKTHBBI, pa3/ipakeHue rj1a3, aHOMallbHble OLIYIIEHHS B TIJla3ax, OTeK BeK,
obeclBeYHBaHUS CKIIEPbIL.

Co cTOpOHBI OPraHoB ciyXa H BeCTUOVJIAPHOIO anmapara.

Heuacmo: ronoBoKpy eHue, 3B0H B yIlax.

Peoxo: rnyxora.

Co cTopoHbI cepa.

Hewacmo: taxukapaus, ycuieHHoe cepamnedueHue.

Peoxo: BHe3anmHas cepaeyHas cMepTh¥*, HH(APKT MHOKapja, JKejayJo4yKoBas apuTtMus®,
$ubpriuiamsa npeacepauii, HecTabUIbHAA CTEHOKAPIUS.

Co cTOPOHBI COCY/IOB.

Yacmo: npuimBeLl KPOBH K JIMITY, TIPHJIMBLI JkKapa.

Heuacmo: runepTeH3Hs, THIIOTEH3UA.

Co CTOpOHBI PECIUPATOPHOM CHCTEMBI, 'PYIHOMN KJIETKH W CPEJIOCTEHHUS.

HYacmo: 3a510KeHHOCTb HOCA.

Hevwacmo: HOCOBOE KpPOBOTEUEHHE, 3aI0KEHHOCTD PHAATOYHBIX 11a3yX HOCA.

Peoko: omyimeHne cxxaThs B ropiie, OTEK CIH3HCTOH 000109KH HOCA, CYXOCTh B HOCY.

Co cTOpOHBI 3KeNy10YHO-KHIIEYHOTO TPAKTa.

Yacmo: TOMIHOTA, JAHCIIETICHS.

Heyacmo: ractpos3odareansHas peduiokcHas 0one3Hb, pBoTa, 00db B BEPXHEH YacTH JKHBOTA,
CYXOCTB BO PTY.

Peoro: runecte3us poToBoii MOJIOCTH.

Co cTOpPOHBI KOXKH M MOJIKOKHOH TKaHH.

Heuacmo: cpinb.

Peoxo: cunapom CruBenca-J/)xoncona*, TOKCHYECKHH dMHAepMaIbHbIH HeKpou3*,

Co cTOpOHBI ONOPHO-/IBUTATENILHOTO aniapara i COe/INHUTEIbHON TKaH!.

Hewyacmo: muanrus, 6071b B KOHEUHOCTSIX.

Co cTOpOHBI MOYEBbLICTUTEILHOMH CHCTEMBI.

Heuacmo: rematypus.

Co CTOPOHBI PENPOIYKTUBHOM CHCTEMBI U MOJIOYHBIX JKEJIE3.

Peoxo: xpoBoTeueHHe M3 TOJIOBOTO wWieHa, NpUanu3M™* remarocrnepMus, MNPOI0IKHTEIbHAS
IPEKIIH.

OOG1mue HapyIIeHUS U Peakilii B MECTe BBEJICHHUA.

Heuacmo: 6o11b B rpyiu, NOBHIIIEHHAS YTOMISEMOCTb, YYBCTBO Kapa.

Peoxo: paznpaxenne.

OO0cnenoBanue.

Hewacmo: noBbleHHas 4acTOTa CEPACHHBIX COKPAIIECHHIHA.

* Coob1iasoch UIIBL BO BpeMs HCClIeI0BaHHUi 1ociie BeIX0/1a CHilieHadnia Ha peIHOK.

** Hapymwenue BOCHOPHATHSA [BETa: XJIOPOIICH#A, XPOMATOINCHS, LHAHONCHS, EPHTPOIICHS,
KCaHTOICHS.

*** Hapymenue cne3oTeyeHHe: CYXOCTh B TJia3axX, HapylleHHE CJIE300T/IeIeHNHsI U TOBBIIIEHHE
cle30TeueHHe.

Hwxenpusenenubie sBneHUs HaOmogamuch y < 2 % DaUMEHTOB B X0JI¢ KOHTPOJHPYEMBIX
KJIMHUYECKUX MCCJICI0BAHHI; NMPUYMHHAS B3aUMOCBA3b He omnpezeseHa. CooOlieHue BKIOYAIH
ABJICHUS, KOTOPbIE HMEJIN BEPOSATHYIO CBSA3b C MPHMEHEHHEM JIEKapCTBEHHOIO CpeJicTBa. SIBIeHu,
KOTOpbIE HE ObLIM yKa3aHbl, ObLIH JETKMMH M COOOLIEHHS ObLIH OYEHb HETOYHBIMH, YTOOBI HMETh
3HAYEHHE.

Obwue. Otexk muua, poroceHcHOMIM3aLMA, WIOK, acTeHHs, OO/b, BHe3anHoe mnajaeHue, 60b B
KMBOTE, BHE3AITHOE MOBPEKIACHHE.

Co cmopouwi  cepoeyHo-cocyoucmou  cucmemsl: CTeHOKapaus, AV-010kaga, MHIPEHb,
NOCTYpajibHas THMOTEH3Hs, HUIEMHS MHOKapja, TpoM003 COCYI0B rOJIOBHOIO MO3ra, BHe3arHas
OCTaHOBKA cep/illa, HapyeHus pesyabratos Ha DKI', kapanomuonarus.
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Co cmoponbl  OJKcenyOOoyHO-KUWEeYHO20  mpaKkma:  TJIOCCHT, KOJMT, JAucarus, TracTpHr,
racTPO’HTEPUT, 330(aruT, CTOMATHT, HApPYLICHHE PE3YIbTATOB IEYEHOUYHBIX NpPO0, pPEeKTaIbHOE
KPOBOTEUYEHHE, THHTUBHT.

Co cmoponbl cucmemvl Kposu 1 TUMGamu4eckoi cucmembl: aHeMusl, IGHKOIICHHUS.

Co cmoponwel obmena eewyecms, memadonusma: Kaxjaa, oTek, nojarpa. HectabunbHbll auabder,
THIIEPrIIMKeMHuUs, nepudepuueckne 0TeKH, THIEPYPHKEMHES, THIIOTIIMKEMHUSL, THIIEPHATPHEMHSL.

Co cmoponbl KOCMHO-MbIWEYHOU CUCMeMbl: apPTPUT, apTpo3, pa3pbiB CYXOXKWIHSA, TEHOCHHOBHUT,
60J1b B KOCTSAX, MHACTEHHUS, CHHOBHT.

Co cmoponbl HepeHOll cucmeMbl: aTaKCHs, HEBpAJITHA, HeHponaTHa, apecTe3nH, TPEMOp, BEPTHTO,
Jilenpeccus, 0eccoOHHUIIA, aHOMaJIbHbIe CHOBHIEHHUS, CHUKEeHHUE pedIeKCOB.

Co cmoponsl OblxamenvHoll cucmempl: acTMa, JUCIHOE, JTAPUHTUT, GapUHTHUT, CUHYCHT, OPOHXHT,
YCHJICHHOE CIIIOHOOT/IEICHHE, YCHIICHHE Kalllis.

Co cmoponbl Kodcu: KpalliBHULLA, Ieprec, 3y, MOTIUBOCTb, A3Bbl KOXKH, KOHTAKTHBINH JEepMaTHT,
9Kc(OIMaTHBHBIN IepMATHT.

Cneyugpuueckue owywenus: BHE3AMHOE CHWKEHHE WIM 1oTeps ciayxa, Ooaep B ymax,
KPOBOM3JIMSIHHE B TJIa3, KATapakTa, CyXOCTh B IJIa3ax.

Co cmoponvl  ypoceHumanvHoOl  cucmemvl: 1HCTHT, HHUKTYpUS, TMOBBIIIEHHAs YacToTa
MOYEHCITYCKaHHi, yBeTMUEeHHE MOJIOYHBIX JKelle3, He/IepKaHHe MOYH, HapyllIeHHE AKYIIAIHH, 0TEK
TOJIOBBIX OPraHOB, AHOPTra3MHs.

OnblT _nNpUMEHEeHHs nocje BbIXoja Ha pbuiHOK. Ilocne BeIXxojga cuijeHagwia Ha PLIHOK ObUIH
HICHTH(QUIHPOBAHE! HIKENIPHBEJCHHBIE NoOoYHbple peakuuu. I[lockonbky © Takux peakuuu
co00marT J00pOBOJIbHO M COOOIIEHHS MOCTYNAKOT OT MOMYJIALMH HEHM3BECTHOrO pasMmepa, He
BCEr/Ia MOYKHO JIOCTOBEPHO OLIEHUTh WX YAaCTOTY M YCTAHOBHTH MPHUMHHYIO CBS3b C IKCIO3UIIHEH
JEKapCTBEHHOI0 CpeACTBA. JTH SiBI€HHMsI ObUIM OTMEYEHbI KaK 3a HX CepbE3HOCTb, YacTOTY
COOOILIECHHS, OTCYTCTBHE YETKOMN abTEePHATHBHOM CBA3H, TaK U Yepe3 KOMOHHALMIO 3THX (aKTOPOB.
Cepoeuno-cocyoucmsie u yepebposackyiipuvie aeienus. CoollIatoch O CEPbE3HBIX CEpPIACHYHO-
COCYAMCTBIX., LEepeOpOBACKYJISPHBIX M COCYIAMCTBIX SBJIEHHX, BKIIOYas LepeOpoBacKy/sipHOe
KpOBOTEYEHHE, cyDapaxHOMJAAIbHOE M BHYTPHLEPEOPAJILHOM KPOBOTEUEHHE M JIETOYHOE
KPOBOTEYEHHE, KOTOpbIe OBLIH CBA3aHbl BO BPEMEHH C MPUMEHEHHeM cuijieHaduna. bonbummHeTBO
MalMeHTOB, HO He BCe, MMeEJIH CYIIeCTBYIOlMe (aKTOpbl CepAeYHO-COCYIUCTOr0 pHCKa.
CooOmanock, 4T0 MHOTHE M3 3THX SBJICHHH BO3HMKJIH BO BpeMs WJIM Cpasy IOCJIe CEKCyalbHOMH
aKTHBHOCTH, M HECKOJIbKO SIBJICHHH BO3HHKIM cpa3dy [pH NpUMEHEHHWH cuijaeHaduna Oe3
CeKCYabHOM aKTHBHOCTH. J[pyrue siBlneHHsi BO3HUK/IM B TEUYEHHE MOCIEAYIOIIUX YaCOB WK JAHEH
nocjie NpUMEHEHHs CHiJieHa(HuIa U CeKCyalbHOH aKTHBHOCTH. HeBO3MOXKHO yCTAaHOBHTH, HMEIOT
JH 3TH SABICHHUA NPAMYIO CBA3b C NPUMEHEHHEM JIEKQpPCTBEHHOTO CpPEJACTBA, C CEKCyalbHOH
aKTHBHOCTBIO, C MMEIOMMMHCSH (aKTopaMH pUCKa MM ¢ KoMOWHanmel 3THX (akTopoB, WIH C
JIDYTHMH (hakTOpamu.

Kpoeenocnaa u aumgpamuveckas cucmemwvl: Ba30OKIO3UBHHH Kpusuc. B HeOombimom
3ab1aroBpeMeHHO TPHOCTAHOBIEHHOM MCCIICIOBAHWH TPUMEHEHHs JIeKapCTBEHHOTO Cpe/CcTBa
Pepanmo (cwinenadun) A8 NanMeHTOB C JIETOYHOH apTepuHanbHOW runepreHsHeil, BTOPUUYHOH B
OTHOIIEHHH K CepHOBHﬂHOKIIETO‘-IHOﬁ dHEMHH, TIIpH TNPHMEHCEHHH CHJU-IEHa(bHJ'la 0 pa3BUTHH
BA300KJIFO3UBHUX KPH30B, TPeOYIOUIHME rOCMUTAIN3ANH cOO0IATIOCH Yallle, YeM MPH NPUMEHEHUH
minanebo. KinuHudeckoe 3HaueHWe IToil  MHGOpPMAUWH 7S MAIMEHTOB, TNPHHUMAIOIIMX
nekapcTBeHHOe cpeacTBo Cuinarpy ¢ UeNbl0 JIeYeHHs 3PEKTHIBHOH IHCHYHKUHH, SBISETCS
HEH3BECTHBIM.

Hepenas cucmema: TpeBora, TpaH3UTOPHas rio0aibHas aMHE3Hs.

Cneyugpuueckue ougyujenus.

Cayx. CooOwiaiock 0 ciryyasx BHE3AIHOIO CHHKEHHUS HIIH MOTEPH ClIyXa, CBA3aHHBIE [0 BPEMEHH C
npuMeHeHneM cuiieHaduia. B HEKOTOphIX ciay4asx cooOAIoch O HATMYAH MEIHITHHCKHX
COCTOSIHHI M APYruX (hpakTopoB, KOTOPHIE MOIJIH CHI'PATh POJIb B Pa3sBHTHH NOOOYHBIX peakimii co
CTOpOHBI ci1yxa. Bo MHOTHX ciydasx uHdopmMalus rno JaibHeHmeMy MeIHUHHCKOMY HAOIOIeHHIO
otcyrcTByeT. OnpeaenuTs, 3TH ABICHHA HANPAMYIO CBA3aHbI ¢ NMPHMEHEHHEM CHIJeHaduia, ¢
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UMEIOUIMMHCS (DAaKTOpaMH PUCKa MOTEpH cilyXa, ¢ KoMOMHauuel 3TuX (akTopoB HIH ¢ JPYrHMH
(akTopamMH, HEBO3MOXKHO.

3penue: BpeMEHHas TMOTeps 3pEHHUs, MOKPACHEHHWE TIJa3, MOKEHWEe B IJla3ax, [OBbILIEHUE
BHYTPHUIJIA3HOIO  JIaBJIEHHMsl, OTeK CeTYaTKH, COCyIAHMCTble 3aboiieBaHMsi CeTYAaTKH WM
KPOBOTEYCHHE, OTCIOHKA CTEKJIOBHIHOTIO TeEJ1a.

Peaxo coobmanock o ciy4asx HeapTepHalbHOH nepeaHeii HieMHYecKoi HeBPONaTHH 3PHTEILHOTO
HEpBA. 4YTO SBSETCS TNPUYHHON CHWKEHHMS 3PEHHS, BKIFOYAs TMOCTOSHHYIO MOTEPIO 3peHHS.
KOTOpbIC ObLIN CBA3aHBI BO BPEMEHH ¢ NpuMeHeHHeM HHrudutopos ®J13-5, Brmouas cunaeHadu.
MHorse u3 nNauueHToB, HO HE BCE, HMEIIH HMEIOIIHECS aHATOMHUYECKHE HITH COCYIHCTbIE (PaKTOPbI
pHCKa pa3BHTHS HeapTepHaJIbHONH MepejHed HIIEMHYECKOH HEBPONAaTHH 3pPHTEILHOTO HEpBa.
BKIIOYas (HO He 00s3aTeNbHO OrpaHUYMBAsCH) CIEAYIOMIME: HHM3KOE COOTHOILIEHHME Juamerpa
IKCKaBallMH M JIUCKA 3PUTENLHOTO HepBa (3aCTOHHBIN JMCK 3pUTENBHOrO Hepsa), Bo3pact 6osee 50
JeT, runepTeH3us, 3aboneBaHus KOPOHAPHBIX apTEPUid, THMEPIUIUAEMHS H KypeHue. HeBo3MoxHO
ONpeNesUTh, TH SABJICHUS HANPSMYIO CBA3aHbl ¢ NpUMeHeHHeM WHrubutopoB ®JI3-5 unu ¢
HMEIOLINMHCSA aHaTOMHYECKHMH HITH COCYAMCTBIMH (pakTOpaMu pucka, WM ¢ KOMOMHalMEH ITHX
BCeX (haKTOPOB, HIIH C APYTHMH (PaKTOpaMH.

Cpok 2oonocmu. 3 roja.

YenoBusi XxpaHeHHs.

XpaHUTb B OPHTHHAIBHON yNakoBKe 1pH Temnepatype He Boie 30 °C.
XpaHHUTb B HEJIOCTYITHOM JUIs IETEH MECTE.

Vnakoska.

ITo 1 vin no 4 tabnetku B Oumctepe; no 1 6amcTepy B navke.

ITo 1 Tabnerke B OnmcTepe; no 2 6iMcTepa B nayke.

Kareropus ormycka. [lo penenry.

3asgsurean. YAO «®apmanestrueckas Gpupma «/lapaunar.

MecTonaxo:kaenne 3asiBUTE/IS H €r0 aJipec MeCTa 0CYIeCTB/IeHHS 1eATe/IbHOCTH.
Vkpauna, 02093, r. Kues, yi1. bopucnonsckas, 13.

IpousBoauTenb. AktaBuc JITa.

MecTonaxoxkaeHne NPpoOH3BOAUTEISI H €r0 a/ipec MecTa 0CYecTBIeHHS e TeIbHOCTH.
BJIb 016, bynebens Unmactpuan Dcreiir, 3eiityn 3TH3000, Mansra.

Jara nocaeanero nepecMorpa.
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