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JPEKTHNbHAS

aU(jeHa — HoBblil
npenapam gas AeYeHus
JpeKmuAbHoi quehyHKuuD

lpenapamamu nepeoli nuHuu mepanuu
apekmunbHol ducyrkyuu (3f) aenaromea
uHeu6umopel ochoduscmepasel 5 muna (Of3-5).
Jeticmeue uneu6umopos Of3-5 obycnosnero
nosbiwleHuem npumoKa Kposu K mKaHAM n008020
yjieHa eciiedcmaue paccaabieHus 2A0KUX Mblwy
apmepulti u kagepHo3Holx men. [lpenapamei
He(hhekmueHbI 8 0MCymcmeuu cekcyanbHo20

Cmumynuposaxus.

HacTosillee BpemMA Ha Mu-
POBOM  pblHKE  MPUCYT-
CTBYIOT Tpu npenapata
LaHHOM rpynnbl, ofobpeHHble FDA
(YnpaBneHve no KOHTpOM 3a nu-
LEeBbIMM NPOAYKTaMW U NIeKapCTBEH-
Hbimn cpeactBamu, CLUA) v EMEA
(EBponeinckoe areHTCTBO MO JieKap-
CTBEHHbIM CpPeACTBaMm) — cungeHadpun
(Brarpa®), Tapanadun (Cranuc®) wu
BapfeHadun (leBntpa®). ddpeKTns-
HOCTb U 6€e30MacHOCTb MpenapaToB
noAaTBepXAeHa MHOIOYMCIEHHbIMU
OOKIIMHUYECKUMU U KITMHUYECKUMU
nccnefoBaHUAMN.

C MOMeHTa MOABNEHWA Ha pPblHKe
CWA nepsoro uHrnéutopa ®O3-5 -
cungeHaduna (Buarpa®) npowno yxe
10 neT, 3a rofbl MOCTMAaPKETUHIOBOrO
onbiTa npenapat nomor 6onee 20 MfH
MY>K4uH. [lefcTBMe npenapata NposB-
naetca yepes 60 MyH. nocne npuema. B
KIMHNYECKNX NCCNe0BaHUAX, U3yYaB-
LUKX 3aBUCMMOCTb JleyebHOoro addekTa
OT 03bl penapara, B xofe 24-Hepenb-
HOM Tepanuu YynyudleHne 3peKkunn
6bI/1I0 3aPErncTPUPOBaHO y 56%, 77%
1 84% MyXUUH, MPVHUMABLLVX 25 Mr,
50 mr 1 100 Mr cungeHaduna, COoTBeT-
CTBEHHO, MO CcpaBHeHMto ¢ 25% nauu-
€HTOB, MPUHUMABLLVX Naue6o.

B nocnegHen pepakumn PykoBoga-
ctBa EBponeiickon yponorunyeckon
accoumauun no BefeHunio 6oMbHbIX
3/l onucaHbl ABa APYrUX UHrMémTopa
O[13-5, noaABMBLUMECA Ha PbIHKE Cry-
cTa 5 net nocne nosasneHna Buarpbi®:
Taganadun (Crannc®) v BapaeHadun
(NleBnTpa®). B KnuHUYecknx wuccne-
[OBaHMAX, U3y4YaBLUMX 3aBUCUMOCTb
neyebHoro a¢deKta oT fo3bl Npena-
paTa, B xofe 12-HepenbHON Tepanun
ynyyLueHue s3pekLum 6bi10 oTMEYEHO
y 67% 11 81% My>KUMH, NPUHUMABLLNX,
COOTBETCTBEHHO, 10 Mr 1 20 Mr Taga-
naduna (Crnanuc®), Nno cpaBHEHUO C
35% My>KUMH B KOHTPOJIbHOW rpyn-
ne, nosyyaslMxX nnaue6o. Bbicokan
3bdeKkTMBHOCTL Tapanaduna nop-
TBEpXKAEHa B MOCTMAPKETVHIOBbIX
HabniogeHusax. B page nccnegosaHun
TakXKe MokasaHa 3¢deKTVBHOCTDL
npenaparta B TPyAHO MOAAAMOLMXCA
neyeHMIo NOArpymnnax nauMeHToB.

B KnuHMuecknx wuccrepoBaHNUAX
s¢dekTBHOCTM BappeHaduna (Jle-
BUTPa®) B xofe 12 Hepenb neyeHuA
ynyJlleHne 3pekuMn OTMEYEHO Y
66%, 76% 1 80% My>KUMH, MPUHMMAB-
wux 5 mr, 10 Mr 1 20 mr BapaeHaduna,
COOTBETCTBEHHO, B CpaBHeHuM ¢ 30%
B rpynne nnaue6o. dpdeKTMBHOCTb
BapfeHaduna TakKe noaTBepAaeHa
B MOCTMapPKETVMHIOBbIX WCCnefoBa-
HUAX, B TOM Ymcne B TPyAHO NogAaato-
LMXCA JIeYeHMIO NMOArpynnax nauu-
eHToB € O[].

Momumo nopTBepkaeHUs 3oddek-
TUBHOCTW NIeKapCTBEHHbIX Mpenapa-
TOB, B XOA€ KJIMHNYECKUX UCCneno-
BaHWI ocoboe BHMMaHUe yaenseTca
6e30MacHOCTM NPOBOAUMOII Tepa-
nvn.

YA06CTBO MPUMEHEHUA WHIMOWTO-
pos ®f13-5 (nepopanbHo, No Heob-

XOAVMOCTU — Mepep MNaHMpyembiM
NnonoBbiM  akTom) obycnaBnusaeT
BbICOKYIO BEPOATHOCTb OLWMOBOK npu
Bbl6Ope pexrmMa fo3vpoBaHus. Mpu-
MepamMn MOAOGHbIX OWKOOK MOryT
CIYXKWTb MOMbITKN YBENNYEHUA AO3bl
ANA ynyyweHns pe3ynbTaTtoB, KOMOU-
HauuA ¢ HecoBmecTumbimu J1C, a Tak-
e MprieM npenapatoB My»UMHaAMK,
He cTpagatowymm [ (19).

Momumo npaeunbHoro npuema J1C,
Ba)KHOW cocTaBnAwowen 6e3onac-
HOCTW Tepanuu fBNSETCA KOHTPOJib
HexenaTenbHbIx ABneHun (HA), Bos-
HuKaowmx B xofde neyeHusa. Cyuie-
cTBYeT psag HA, npucywnx Bcem uH-
rméutopam OL3-5 n 06yCNOBNEHHbIX
OCHOBHbIM MEXaHU3MOM [eiCTBUA
npenapatoB - Basogunatauuen. K
TaKUM SBNEHUSAM OTHOCATCA: TOJOB-
Has 60nb, NPUIUBBI KPOBU K NuLy,
rONOBOKPYKEHME, 3aNI0KEHHOCTb
HOCa, Ancnencuyeckre siBneHns. na
cunpgeHaduna  TakKe  XapaKTepHbl
HapyLeHusi 3peHust (B YacTHOCTY,
HapyLueHMe LBeTOBOCNPUATUSA), Ha-
6nopatoimecs y 3% nauneHToB, Tor-
[a KaK XapaKTepHOl 0COBEHHOCTbIO
Tafanadurna ABNAETCA CPaBHUTENbHO
6onee BblCOKas YacToTa BO3HUKHOBE-
HUA 6onen B cnuHe 1 myuanrui (y 3-6%
nauveHToB). B 6onbLIMHCTBE Clyyaes
Habnopaowmeca HA BbipaxeHbl He-
3HauuTeNIbHO, He TpPebyloT neuyeHus
1 NPOXOAAT CaMOCTOATENbHO; YacTo-
Ta NpeKpalleHus Tepanuv B CBA3M C
BO3HMKHOBeHMeM HAl He oTnnyaetca
OT TakoBoOW Npu npreme nnauebo (6).

BJIMAHUE UHTUBUTOPOB
®A>3-5 HA CEPAEYHO-
COCYyAUCTYIO CUCTEMY

MprvHUMas BO BHUMaHMe TOT daKT,
YTO UCXOOHO WHrMbuTopbl ®O3-5




pa3pabaTbiBanncb NS neyeHus 3a-
6oneBaHUN  CepAeYHO-COCYANCTON
cuctembl  (CCC), HabniwogeHne 3a
BO34encTBneM npenapatoB Ha CCC
IOJIXKHO MPOBOAUTHCA  MOCTOSIHHO.
KnuHnyeckne nccnefoBaHus n noct-
MapKeTVMHroBble HabnogeHna npu-
MeHeHusa wuHrnoutopos OO3-5 He
noKasanu yBeMYeHUs 4acToTbl BO3-
HUKHOBEHMs HbAPKTa MUOKapaa Ha
¢doHe nposoauBLeica Tepanuu. Mpu
Ha3HauyeHuu uHrnéutopos O3-5 na-
LUMeHTaM CO CTabuibHOW CTeHOKap-
Vel He OTMEeYanocb HU M3MEHEeHMs
BPEMEHU TPEHUPOBKYW, HU U3MEHe-
HUA MPOACIKUTENBHOCTA  ULLEMUN
BO BpeMs BbINONHeHNA GpU3NYECKNX
ynpaxHeHun (6).

Mpriem nHrnértopos OA3-5 ctporo
NPOTMBOMOKAa3aH MauWeHTam, npu-
HYMAKLWKMM HUTPaTbI, B CBA3U C MO-
BbILUEHHON BepPOATHOCTbIO BO3HVIK-
HOBEHWA rMNoTeH3nn. AnuTenbHOCTb
B3aVMOZENCTBUA MeXAy opraHuve-
CKUMW HUTpaTamyl 1 UHIMGUTOpamMm
®>3-5 3aBMCUT OT BpemMeHn npriema
npenapaTtoB. B cnyyae BO3HMKHOBe-
HUA MPUCTYNna CTEeHOKapAauu nocse
npviema nHrnérTopa OL3-5 ansa kynu-
pOBaHMA NPUCTyMNa BMECTO HATPATOB
cnegyeT npuHATb JIC gpyron dapm-
rpynnbl; HATPATbl MOXXHO MPUHMATb
JINLWb Yepes COOTBETCTBYIOLLEE BPEMS
(uepes 24 u. ansa cunpgeHaduna v Bap-
neHadwuna n yepes 48 u. ons Tagana-
¢éuna). Mprem aHTUrMNEePTEH3MBHbBIX
npenapaTtoB Apyrux dapmrpynn He
BAUSieT Ha npodunb 6Ge3onacHoOCTh
uHrnéutopos OO3-5.

B xome Tepanuu wHrMbutTopamm
®Of1>-5 cnepgyer Takxe yunTbIBaTb
NOTEHUMANbHBI  PUCK  CepAeYHo-
COCYANCTbIX OCJIOXHEHU MNpU CeK-
CyaNlbHOW aKTUBHOCTU B CrefyroLmx
cnyyasx: B TeyeHue 3 mecsLeB nocre
nepeHeceHHOro MH}apKTa MUOKap-
na (M), B TeueHune 6 mecsiLeB nocie
NnepeHeCceHHOro WHCYnbTa, Npu He-
CTabWNbHON CTeHOKapaWum Win cTe-
HOKapAauy, BO3HMKaloWeN BO Bpems
MoJIOBOrO aKTa, Mpy Pa3BUBLLENCS B
TeueHue NOCNefHNX 6 MecsLeB cep-
fAeyHon HepoctatouyHoctn Il OK no
NYHA (New York Heart Association —
Hbto-nopkckaa Accoumnauma Cepaua),
HEeKOHTPONMpPYyeMbixX HapyLIeHUAX
CepaevyHoro putMma, apTeprianbHON
runoteHsmm (AL < 90/60 Mm pT. CT.)
W HEKOHTPONMPYEMOI apTepuasib-
HoW runepteH3un (7, 18, 20).

Kpome Toro, uHrnbutops OO3-5
cneflyeT C OCTOPOXHOCTbIO Mpume-
HATb Yy MAUMEHTOB C Mpefpacnosno-
XKEHHOCTbIO K Mpuanuamy (Hanpu-
Mep, Mpu  CeprnoBUAHO-KIIETOYHON
QHEMUU, MHOXECTBEHHON MUesiome
VNN NeNKo3e), a TakXKe Y NaLneHToB C
aHaToMumyecKo fedpopmauren nono-
BOTO UsieHa (Hanpumep, Npu yrioBom
VNCKPUWBNEHUW, KaBEPHO3HOM Ppubpo-
3e unu 6onesHu Menponn) (1).

Bce wuHrmbutoper ®O3-5 B pas-
HOWM CTeneHn B3aMMOAENCTBYIOT C
o-agpeHob6sioKaTopamu, UTO B HEKO-
TOPbIX C/lyYasix MOXeT NMPUBOAUTL K
BO3HVKHOBEHUIO ~ OPTOCTaTMYECKOM
runoteHsun. CunpgeHadun B pose
50 mr nnm 100 Mr He peKomeHAayeT-
CA NPVHUMATb B TeUYeHue 4 4. nocne
nprvema o-agpeHobnokatopa. OgHo-
BPEMEHHBIN Mpuem BapheHaduna u
0-afpeHO6NIOKAaTOPOB TaKXKe MPOoTU-
BOMokasaH. OfHako, Kak Mokasanu
KNMHUYECKME NCCNeoBaHus, NpoBe-
neHHble S.M. Auerbach, coBmecTHbIl
npvem BapgeHadwna ¢ Tamcynosu-
HOM He acCoLUMNpPYETCA C KNMHUYECKU
3HauMmon runoteHsnen. OpgHoBpe-
MEHHbIV MpreM o-afpPeHO6IOKaTOPOB
TakXXe MPOTMBOMOKa3aH MauveHTam,
npyHMMaKwWum Taganadun (3a wuc-
K/IOYeHMeM TaMcyni03unHa) (6).

Y nauneHToB, NPUHUMAIOLLMX KETO-
KOHA30/, WTPaKOHA30/, 3PUTPOMMU-
LWH, KNapUTPOMULVH U UHTMOUTOPbI
npoteasbl BVY (puToHaBUp, CakBu-
HaBUpP), MOXeT NOoTpeboBaTbCA CHU-
»KeHune no3bl uHrnbutopos ®O3-5. U
HaobOopOT, y NaLMeHTOB, NPUHVMalo-
Wwux pudamnuumH, deHobapbuTan,
dEeHNTOVH 1 KapbamMasenuH, MOXeT
BO3HVKHYTb HEOOXOAUMOCTb B MOBbI-
WeHWM fo3bl MHrMéuTopa ®L3-5.

Y nauyueHtoB ¢ AmcdyHKUMen no-
yeK 1 MNeYeHU TaKke HeobXoAaumo
KOPPEKTMPOBaTb 03bl UHIMOUTOPOB
OO3-5 n cobnopaTb OCTOPOXKHOCTb
npu UX NCronb30BaHU.

Mpn n3yyeHnn JaHHbIX O 4yacToTe
MM 1 cepoeyHo-cocyamcTon cmepTu
npu Tepanuun cungeHaduiom B xoge
120 KNUHUYECKUX WCCEeNOBaHUN,
npoBefeHHbIX B nepuog ¢ 1993 no
2001 rr.,, ObINIO YCTAHOBMIEHO, YTO B
nnaue60-KOHTPONIMPYeMbIX  KCCTie-

poBaHuAx yactota VIM n ceppeyuHo-
cocygucTon cmepTtu coctasnsana 0,91
Ha 100 nauueHTO-nNeT HabnoaeHus
npu Tepanun cungeHadunom n 0,84
Ha 100 naumeHTo-neT Habnwoae-
HUS npu npueme nnaue6o. OTHO-
cuTenbHbI puck UM n ceppeuyHo-
CcoCyoucTon CMepT! npu npueme
cungeHadrna, No CpaBHEHUIO C Na-
ueb6o, paBeH 1,08. B OTKpbITbIX UCCe-
fAoBaHuAX cungeHadmna yactota MM
N CepAEeYHO-COCYANCTON CMepTH CO-
ctaBnana 0,56 Ha 100 nauneHTO-NeT
HabnogeHna. Takum obpasom, Tepa-
nus cungeHadusiom He NPUBOAUT K
nosbiweHno prucka VIM n cepaeyHo-
cocygucTon cmeptn (11, 21).

YactoTa Hfl BO Bpema Tepanuun cun-
AeHadunom CcocTaBnsAeT B CpeaHeM
27%. HA, Kak npaBuso, Bblpa)keHbl
B HE3HAuuTeSIbHOM CTerneHu u He
TPebyloT CrneuunanbHOro  NleyeHus.
YactoTa BO3HMKHOBEHUS MPUIMBOB
KpoBWu K nuuy coctasnsaeT 10-14%, ro-
NoBHOW 6onu — 3-25%, gucnencun —
5-14%, HapyweHna 3peHuna — 2-3%.
Yactota Hfl He pa3nuuaetca y nayu-
€HTOB, CTpaJaloWwmnX WLLEMNYECKON
6onesHbio cepaua (MBC), n 6e3 Hee.
Mpw noBbIWeHNN Ao3bl cunaeHaduna
6onee 100 mr yactoTta Hfl Bo3pacTaer
fo 63%. OgHako yacTtoTa Hfl, BO3HUK-
Kalowmx npu npueme cungeHaduna,
[IOCTOBEPHO HUKE TaKOBOW NpU Npo-
BeAeHNV UHTPAKaBEPHO3HbIX UHbEeK-
UM anbnpocTaguna.

B xope nccnepoBaHua, npoBeeHHo-
ro R.A. Kloner ¢ coasr. (10), 6bin10 go-
Ka3aHO, YTO OHOBPEMEHHbIN Npuem
cungeHadrna u aHTUTMNEPTEH3MB-
HbIX MPenapaToB He BANAET Ha YacTo-
Ty BO3HUKHOBeHMA HA. B nccneposa-
Hue 6bIN1o BKoYEHO 3414 nauneHToB
¢ 3[, u3 Hux y 38% GOMNbHbIX UMenacb
apTepuanbHas rUNepTeH3na U OHU
nosyyanu aHTUrMnepTeH3rBHbIE Npe-
napatbl, B otanyue ot 34% naumeHToB
C HopManbHbiMu Lmdbpamu ALl. Mpn
aHanuse pesynbTaToB UCCefoBaHUA
ObIfI0 3aPErNCTPUPOBAHO NMPUMEPHO
OAVHaKoBoe Konmyectso HA Kaky na-
LIMeHTOB, MoJTyYaBLUNX cungeHadun n
AHTUTMNEPTEH3VBHbIE  Mpenaparbl,
Tak 1 y Tex, KTO He nosyyan rmrnoTeH-
3MBHYIO Tepanuto (38%).

B pabote C.R. Conti c coaBT. npu
aHanuse HA'y 357 naumeHToB ¢ 31 oT-
MeYeHO ynyulleHuve spekunn y 70%
nayyeHToB, NMPUHUMABLUNX CUNLeHa-
¢éun, ny 20% naymeHToB, NPUHNUMAB-




wux nnauebo (5). N3 HA oTmeueHbl
ronoBHas 60sib, rMNepemMusa Koxu u
ancnencna: y 25%, 14% n 12% naum-
eHToB c MIBC n'y 21%, 15% n 10% na-
umneHToB 6e3 IBC, COOTBETCTBEHHO.

Mpwn n3yyeHnn 3dppeKTMBHOCTA Ta-
pganadwuna S. Carrier c COaBT. OTMETUNIN
[JOCTOBEPHOE yryuylleHne COCTOAHUSA
y 59 nauymeHToB ¢ O[] Npu Ha3HaYeHnn
Taganaduna B gosax 10 mr u 20 mr,
6onee BblpakeHHOe MPU MCMONb30-
BaHWV nNpenaparta B go3e 20 mr (14,5;
21,2 n 23,3 6annoB, COOTBETCTBEHHO,
13 30 BO3MOXHbIX), MO AaHHbIM OMpPo-
cHuKa M3 (2) (MO - mexayHa-
POAHBIN NHAEKC SPEKTUNBHON PYHK-
UMM — aHKeTa, NCNonb3yowanca ans
OLIEHKN 3PEeKTUNbHON GyHKUMK, CO-
CTOUT U3 Pa3buTbix Ha 5 gomeHoB 15
BOMPOCOB, KaCaloWKWXCA U3MEHEHUN
cekcyanbHoi ¢yHKUmKU. [omeH SO
(3pekTnbHON GyHKLUUM) BKOYaeT 5
BOMPOCOB, OLEHUBAIOLLMX IPEKTUNb-
Hyto ¢yHKUmI0). Ha doHe nposoams-
Wwenca Tepanum Hambonee 4yacTbiMu
HA 6binu gucnencua v ronoBHas
6onb, Habnopaswreca y 22% un 17%,
9,7% n 14,6%, 2% wn 8% nauyneHToB
npv npvieme Taganaduna 20 mr, 10 mr
1 nnaue6o, COOTBETCTBEHHO.

B nccnepoBaHuAxX, U3yyaBwmx 3¢-
beKTVBHOCTb U 6e30MacHOCTb Tafa-
naduna, Hambonee yactoimm HA Gbinn
rofioBHas 6onb (7-17%), aucnencus
(8-10%), npunuBbl KPoBU K nuuy (3-
5%), 6onu B cnviHe / mnanrusa (3-6%).
HA 6binn BbipaxeHbl B cnabon mam
cpefjHen cTeneHu, pefko TpeboBanu
npekpaLleHnsa Tepanun 1 ymeHblua-
JINCb CO CHWXeHMeM fo3bl. Bo Bcex
MCCnefoBaHUSAX, U3yYaBLIMX Pa3Niny-
Hble [03bl Taganaduna, coobueHns
06 M3MEeHeHWV LBETOBOrO 3peHus
6b111 peakumm (< 0,1% naymeHToB).

Ha ¢oHe npuema BappeHaduna B
xofe KIIMHUYECKUX WCCeaoBaHni
Hanbosiee 4acTo PerncTprpoBaINCh

cnegyoue HA: ronosHasa 6onb
(11-22%), nNpunuBbl KPOBU K nuLy
(6-13%), puHnT (5-13%), pucnencu-
yeckue aBneHusa (2-7%). HapyweHwnin
LIBETOBOrO 3peHs Npu KCMNob30Ba-
HUW Npenaparta B PeKOMEHA0BaHHbIX
[l03ax He Habnoganocb. YactoTa ce-
pbe3Hbix HA coctaBnana ot 2,9% po
3,7% (B 3aBUCMMOCTM OT [O3bl Bapae-
Hadwuna) (8).

B HacTosWEee Bpems Ha pOCCMNCKOM
pbIHKe MOSABWCA HOBbLIN CENeKTVB-
HbIli 06paTUMBIA MHIMOKTOP LIMO-
cneunduueckon ®O3-5 - 3upeHa
(yaenadun).

Kak n pgpyrvne nHrnéutopbl O3-5,
3npeHa He OKa3blBaeT NPAMOro pac-
cnabnaLero AecTBUA Ha U30NIMPO-
BaHHOE KaBEPHO3HOe Teslo, HO Mpu
CEKCyallbHON CTUMYNALUN YCUNBa-
eT paccnabnawowmnin 3¢pdekT okcmaa
a30Ta NOCpPefCTBOM MHIMOMpPOBaHUsA
OO3-5, oTBeTCTBEHHOW 3a pacnag
u'MO® B KaBepHO3HOM Tese, YTo Npu-
BOAWT K penakcaumu rnafkmx MbilL
apTepuii 1 NPUTOKY KPOBM K TKAHAM
NMoJIOBOrO YfieHa, UYTO, B CBOK oOue-
peab, Bbi3biBaeT spekuuto. Mpenapat
He 3pdEeKTNBEH B OTCYTCTBUN CEKCY-
aNbHOTO CTVMYNIMPOBAHNA.

PE3VJIbTATbI
3KCNEPUMEHTAJIbHbIX
WCCNEAOBAHUIA YAEHAOUIA

UsyyeHue  ¢papmakoOuHamuku.
ViccnepoBaHuA in vitro nokasanu,
yTo ygeHadun ABNAETCA CeneKkTUB-
HbIM UHIMO6UTOPOM PpepmeHTa OL13-5.
O[13-5 npucyTCTBYeT B MMaAKMX MbiLl-
Lax KaBepHO3HOro Tena, B MNagKux
MbILILLAX COCYAOB BHYTPEHHUX Opra-
HOB, B CKENeTHbIX MbLILax, TPOMOO-
LMTax, MOYKax, Nerkrx N Mo3xeuke.

Bbino npoBeaeHO HeCKONbKO WUC-
cnefoBaHUn No usyuyeHno ddpdek-
TOB yfeHaduna B U30NMPOBAHHbBIX
dparmeHTax TKaHW NafKuMX MblLL,

HoBbil cenekTNBHbIN obpatimMbin nHrnonTopr UM @=cnenndn:=
yeckou OS5 ="3upeHa (yaeHadun); Kakin apyrne MHrnonTopbl
DD-5; He OKasbIBAaET NPSAMOT0 pacciabnAolIero AencTBIA Ha N30-
NVPOBaHHOE KAaBEPHO3HOE TE0; HO M PUI CEKCYanbHOV CTMMYALI
yCNMBAET, paccnabnAarpmn S PEKT OKCcaa as0Td NOCPEACTBOM

nHrnovpoBanns MOL13:5; oTBeTCTEEeHHOW 2a pacnag UM @ B Kagep-
HOZHOM Tese, YTOMPVBOANT K penakcaliin BiagKnx MbiLiL apTepiuin
1 NPUTOKY KPOBI K TKaHAM MOJIOEOT.0 YieHa, YTO, B/CBOI0 OYepeab;
BbIZbIBAET 9pEeKLNIO:

N4 pexka6pb 2008

neLepucTbIx Ten Kponuka. YaeHadpun
BbI3blBaJ1 NOBbIWEHKEe ypoBHA LUIMO,
ycunmBatoLleecs B NpucyTCTBUN [O-
HOpa OKcuAa a3oTa — HUTponpyccnga
HaTpus. 3TV JaHHble CBULETENbCTBY-
10T O TOM, UTO in Vivo yaeHadunn MoxeT
YCUNIMBATb SPEKLMIO MOJIOBOrO use-
Ha 3a cyeT ycuneHus paccnabneHus
MbILUL, OMNOCPEeAOBAHHOTO OKCUMAOM
a3oTa. DpeKToreHHoe JencTBre yge-
Haduna obycnoBIEHO MOBbIWEHVEM
HakorneHna UIM® B KaBepHO3HbIX
Tenax. MiccnenoBanus in vivo Ha coba-
Kax U Kpblcax MOATBEPAWN SPEKTO-
reHHoe JeicTBue ygeHaduna nocne
OHOKpaTHOro BBeAeHWA npenaparta.

YpeHadun asnsetca B 10 000 pa3
6onee MOLWHbLIM VHIMOUTOPOM B OT-
HoweHun Q3-5, yuem B OTHOLIEHUN
oa3-1, ©43-2, ©A3-3 n ®[13-4, KoTo-
pble OKanu3syloTcs B cepALe, roynoBs-
HOM MO3re, KPOBEHOCHbIX COCyAax,
rneyeHn u Apyrux opraHax. Kpome
Toro, yaeHadun B 700 pa3 akTBHee B
oTHoweHun Of]3-5, yem B OTHOLLEHUN
®[3-6, obHapyeHHOW B ceTyaTke
1 OTBETCTBEHHOW 3a LBETOBOCMpPUS-
Tre. YgeHadun He nHrnbupyet OI3-
11, uto obycnaBnMBaeT OTCYTCTBUE
cnyyaeB Muanruu, 6onen B CrivHe u
NPOABIEHNN TECTUKYNAPHO TOKCMY-
HOCTW.

Pe3ynbTaTbl JOKNIMHNYECKNX UCCne-
[OBaHWIA MOKa3ann BblCOKUA MNpo-
¢éunb 6esonacHocTn ypeHaduna B
Knacce nHrubutopos ®13-5.

UsyyeHue  papmakokuHemuku.
JoKnvHUYecKne unccnegoBaHns Mo-
Kasanu, 4yto yaeHadpun 6bicTpo BCa-
CbIBAeTCA MoOCie MpremMa BHYTPb.
BpemA pocTvKeHMA MaKCUmanbHOW
KOHLiEHTpauuu B nnasme Kposu (t_ )
coctaBnAet 30-90 muH. (B cpefHem
60 myH.). Npenapart xapakTepusyeTca
WMPOKMM pacrnpefeneHnemM B TKa-
HAX. YoeHadun metabonusnpyetcs B
neyeHy c obpasoBaHMEM Tpex meTa-
6onuTtoB (B T.u. DA-8164 — 0CHOBHOIO
MeTabonuTa B OpraHM3mMe YesioBeKa).
Mpw nepopanbHOM BBeAeHWN yaeHa-
¢duna B neyeHn Habnogaetca apdekT
NepBOro MPOXOXAeHNsA (T.e. CHXe-
Hue 3Kcno3numn npenapata Ha 23%
Mo CPaBHEHWIO C BHYTPUBEHHbIM BBE-
JeHueM), a TakkKe npeobpasoBaHue
npenapara B KULWeYHUKe (CHUXeHre
3Kcno3vumm Ha 58%). BbiBegeHune
yaeHadmna ¢ MOYOI He3HAUNUTESTbHO.

Mepwvop nonysbiBegeHua (T1/2) co-

cTaBnseT 12 u., Bbicokoe cBA3biBaHne @
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4 CokpawaeTr Bpema pedpaKTepHOro nepuopa
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1. OTyeT Mo KAMHUYeckomy uccneposaHuio ®asbl | «PaHAOMU3NPOBaHHOE ABOMHOE Cienoe nnaue6o-KOHTPOoIMpyeMoe nocsiefoBaTeslbHOe WCCefoBaHne NpUMeHeHns yaeHaduna npu
OAHOKPATHOM 1 MHOTOKPaTHOM Npueme C NoBbILeHNeM A03bl Y 3A0POBbIX MyXUNH KOPENCKOW HaLMoHanbHOCTU» - 2005 .

2.0T4eT No KNMHUYeckomy nccnegosanuto ®asbl | «PaHAOMU3NPOBAHHOE, ABOMHOE CNENoe, Nnauebo-KoHTPoArpyemMoe NcciefoBaHne NpUMeHeHns yaeHaduna npu o4HOKPaTHOM npreme ¢
MCNOb30BaHVEM MOBLILIAKLMNXCA J03 Y 3[0POBbIX My>X4MH €BPONEONHON pacbl» - 2002 T.

3. OTYET MO KANHNYECKOMY NCCeJoBaHMI0 «PaHAOMU3MPOBAHHOE NEPEKPEeCTHOE NCCIe[oBaHNE C LEbIo U3yUeHNs BO3LENCTBIA ankorons Ha GpapMaKkoKMHETVKY yaeHadua y 300poBbix
My>UMH-A06poBONbLEB» - 2007 T.

4. OTYeT Mo KNMHWUYECKOMY UCCIeaoBaHmio «KNMHMYeCKoe nccnefoBaHne C Lenbio N3yYeHrs BAVAHUA NpuemMa Nuwm nocie nepopasnbHoro nprvema ygeHaduna B TabneTtkax y 340poBbIX
My>XUuH» - 2006 T.

5. VIHCTpyKLMA No MeanLMHCKOMY NprMeHeHwio npenapata 3ugeHa. PY JICP-006071/08, BbigaHo 31.07.2008.

6. Shim H.J., Kim Y.C,, Jang J.M. Subacute toxicities and toxicokinetics of DA-8159, a new phosphodiesterase type V inhibitor, after single and 4-week repeated oral administration in rats.
Biopharm Drug Dispos. 2003; Dec, 24(9): 409-18.

7. Phase Il clinical (double blind placebo-controlled) data with 164 ED subjects at 13 institutions in Korea

8. Paick J.S.Kim S.W.The efficacy and Safety of Udenafil, a new selective phosphodiesterase type 5 inhibitor, in pations with erectile dysfunction. J.Sexual Medicine,2008; 5: 946-953.
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yaeHadwvna c 6enkamu nnasmbl KpoBM
(93,9%) npopnesaet nepuof ero 3¢-
beKTMBHOCTM 0 24 u. Nocsie npuema
BCero ogHow fosbl (T1/2 cunpgeHadu-
na, BapaeHadmna v Tapganaduna co-
ctaBnsaetT 3-5, 4-5 n 17,5 4., cooTBeT-
CTBEHHO).

ToKcrKOKUHeTNYeCcKne [aHHble,
Nnosy4YeHHble B pe3ysbTaTe TOKCUKO-
NOrMYECKNX WUCCNefOBaHUN MHOro-
KpaTHOro BBeAEHUs Mpenaparta, rno-
Kasanu, YTo 3KCnosuumsa yaeHaduna
(Ha ocHoBaHUW 3HauyeHun AUC - nno-
Wajb Nog KpuBOW 3aBUCMMOCTY KOH-
LUeHTpauuy OT BPeMeHM) y Mbllleln,
KpblC 1 cobak noBbiwaetcs 6Gonee
yem NPOMopLUMOHaIbHO 03e npena-
pata. [py noBTOpHOM BBELEHUN Mpe-
napara y KpbiC U cobak oTMeyanocb
Gonee Bbicokoe 3HavyeHne C v AUC,
Mo CpaBHEHWIO C OJHOKPATHbIM BBe-
[EHUEM, B TO BPEMS! KaK Y MblLLEN 3Tn
napameTpbl OCTaJINCb HEU3MEHHbIMU.

U3yyeHue mokcuyHocmu. lNpun 13-
YUYEHUN OCTPOW TOKCUYHOCTM yAeHa-
duna npy ogHOKpaTHOM nepopasnb-
HOM 1 BHYTPUBEHHOM BBedeHW/ He
6b110 OOHAPYXKEHO HUKAKUX M3MeHe-
HUIA B OpraHnU3Me »MBOTHbIX, CBA3aH-
HbIX C M3y4YaeMblM npenapatom. Mu-
HYMarbHas NeTanbHas 403a Y Mblllen
1 KpbIC NPV NepopanbHOM BBEAEHUN
npenapata coctaBnseT 1 r/kru 1,251/
KI Maccbl Tena, COOTBETCTBEHHO, NpU
BHYTPMBEHHOM BBeAeHUW yaeHadu-
na Kpbicam — 100 Mr/Kr.

B xopae v3yuyeHus nogocTpoi n xpo-
HUYeCKOW TOKCMYHOCTU yaeHadumna
Ha VMBOTHbIX MPU MHOFOKPAaTHOM
nepopanbHOM BBefleHWUU yaeHaduna
BbISIBNIEH YPOBEHb, HEe Bbi3bIBAOLMI
BMAVMbBIX HEONAronpuATHbIX BO3ael-
ctBun  (no-observed-adverse-effect-
level, NOAEL), paBHbiii 250 mr/Kr/
J€eHb AN CaMUOB U CaMOK MbllLeN,
125 mr/kr/peHb y Kpbic 1 12 mr/Kr/
JeHb y cobak nopogbl burnb.

Ha ocHoBaHUM pe3ynbratoB [o-
KNMHUYECKNX UCCNIeA0BaHNI cienaH
BblBOA 00 OTCYTCTBUMM y yAaeHaduna
MyTareHHOro mnoTeHUrana, a Takxe
MMMYHOTOKCUYECKOTO U FeHOTOKCH-
YeCKoro AencTBus.

M3yyeHre penpomayKTMBHON TOK-
CUYHOCTV yaeHaduna npoBOAUSIOCH
Ha CTaguy PaHHero 3mMb6pUOHasbHO-
ro passutus y Kpbic. Mpu BBegeHUN
yaeHaduna B pose 280 mr/Kr/peHb
OTMeYanocb YBeNMYEHUe CpeaHen
NPOAOCKUTENIBHOCTU  3CTPAJIbHOTO

UMKNa 1 NMOBbILIEHME YacTOTbl Hepe-
rYNAPHbIX 3CTPasbHbIX LMKMOB. Mpu
MCMOJIb30BaHNM AAaHHOW [03bl TaKXe
Habno4anocb CHUKEHNE YKCa »en-
TbIX TeJl U VMMJIaHTaUuiA, NPUBOAUB-
Wwee K CHYKEHUIO GepTUIbHOCTU ©
yacToTbl 6epemeHHoCcTeN. CBSI3aHHbIX
C MpenapaTom W3MEHEHMI Konuye-
CTBa 1 COCTaBa CMepMbl 1 KOHLLEHTpa-
UMM TeCTOCTEPOHa B CbIBOPOTKE He
BbISIBJIEHO.

Ha ocHoBaHWMM MONyYeHHbIX [aH-
Hbix, NOAEL ana penpogyKTuBHOM 1
o6Lien TOKCUYHOCTY paBeH 70 mr/Kr/
ZeHb. Mpy n3yyeHun nepu- U NOCTHa-
TaJIbHON TOKCUMYHOCTU yaeHadwuna y
KpbIC 6bin10 ycTaHoBneHo, uto NOAEL
paBeH 30 Mr/kr/geHb ans 6epemeH-
HbIX KpbiC 1 100 mMr/Kr/geHb gns no-
TOMCTBA.

Mpw n3yyeHnn smbprodeTanbHOro
pa3BUTUA KpbIC TOKCMYeCcKoe [eil-
cTBMe yaeHaduna Ha MaTEPUHCKYIO
0cobb 1 noa Habn[anocb ToNbKo
npv WCNoONb30BaHWMM MNpenapata B
no3e 300 mr/kr. NOAEL paseH 100 mr/
Kr/peHb.

Mpw n3yyeHnn smbprodeTanbHOro
pa3BUTUA Yy KPOJIMKOB TOKCUYeCKoe
JelicTBre ygeHaduna Ha MaTepuiH-
CKylo 0cobb U nnop Habnopanocb
TONbKO MPU UCMOJIb30BaHWM Mpena-
pata B go3e 2400 mr/kr. NOAEL paBeH
80 mr/Kkr/peHb.

B nepvog ¢ 2001 r. no 2007 r. npo-
BEAEHO 9 KIMHUYECKUX WUCCNefoBa-
Hui yaeHaduna (B lOxHoi Kopee,
CLLUA v BennkobpuTaHum) C yyactmem
6onee 1100 nauneHToB. [nA OLEHKN
3bdpeKkTMBHOCTU yaeHadmna ncnonb-
30BaJICA «30J10TOW CTaHAAPT» OLEHKMU
30 - MO (19).

B 2005 rogy B rocnutane Ceynbcko-
ro HauMOHaNbHOTO YHMBepcUTETa
(Chongro-Ku) npoBepeHo [fBolHoe
cnernoe nnaye6o KOHTponuMpyemoe
paHAOMM3UPOBAHHOE VCCNefOBaHKe
(dasa I) ¢ uenblo oueHKM Gesonac-
HOCTW, NMEPEHOCMMOCTU 1 U3yUeHus
nokasatenen ¢GapMaKOKMHETUKN /
dapmakoguHamumK yaeHaduna npu
nepopanbHOM OJHOKPAaTHOM U MHO-
FOKPaTHOM MprieMe y 340POBbIX My>-
UNH KOPENCKOWM HaumoHanbHocTu. B
nccnefoBaHNM yyacTBoBasno 60 My»K-
yuH B Bo3pacTte oT 19 go 45 ner, u3
HUX 42 MyXUMHbI Y4acTBOBaNN B UC-

CflelOBaHUN OAHOKPATHOrO Mpuema
yaeHaduna n 18 — B nMccnegoBaHum
MHOFOKpaTHOro nprieMa npernapara
(13).

Mocne ogHOKpaTHOroO npuema yge-
Hadwuna B gose 25 mr, 50 mr, 100 mr,
200 mr n 300 Mr m MHOrOKpaTHOro
npuema B gose 100 n 200 mr 6bino
YCTaHOBJIEHO, UTo yaeHadwn 6bicTpo
BCacCbIBaeTCH, Tmax cocTaBnseT 1-2 u.
nocre npriemMa, He3aB1MCUMO OT A03bl
npenapara, nepvos rnonyBblBeAeHNs
(T1/2) yoeHaduna paBeH 10-12 u. u
TaK>Ke He 3aBUCWT OT J03bl Npenapa-
Ta. 3HaUMMOro HakornieHus yaeHadu-
na nocse 7-gHEBHOro npuema npe-
naparta He Habnoganocb. OCHOBHbIE
bapmaKoK/MHeTYeCKEe MapameTpbl,
TaKkue, Kak T1/2 1 NoYeYHbIN KNUPEHC,
OCTaBanNCb HeW3MeHHbIMU Mocse
7 OHen npviema yaeHaduna.

Hanbonee vactbimu Hfl, BO3HMKaB-
MMM B XOZe Tepanuu yaeHadunom,
Oblnn ronoBHasa 60Mb, MPUANBLI KPO-
BV K JILlY, SPEKLUS, OLLYLLIEHWE Xapa;
B OOMbLUNHCTBE CJ/lyYaeB OHW Obiu
BbIPaXXeHbl B NIETKOW CTENeHU, HOCK-
NN NPEXOASALLNIA XapaKTep U He Tpe-
6oBanu neyeHus.

B nBoiiHoM cnenom nnauebo Kol-
TPONMPYEMOM UCCIeAOBaHNM, MPO-
BeleHHOM B BenukobputaHun B
2002 rogy (da3za ), nsyyanuco 6e30-
MacHOCTb, MePEeHOCUMOCTb 1 papma-
KOKMHETVKa yaeHadwna npu opHo-
KpaTHOM MNpueme C UCMOJNIb30BaHNEM
nosblWwawwuxca go3. B uccneposa-
HWW yyacTBOBaNM 32 340POBbIX MY>-
YVHbI €BPOMNEOUHON pachl B BO3pac-
Te ot 18 oo 55 neT, pa3geneHHbIX Ha
4 rpynnbl, No 8 YenoBeK B KaXdoMN.
M3yuanuch cnegyowve [03bl yaeHa-
¢duna: 50 mr, 100 mr, 150 mr 1 200 wmr,
npenapaT NpUHYMancs OfHOKPATHO,
HaToLlaK.

YoeHadumn Xxopowo nepeHoCcuncs
npy OJHOKPAaTHOM MpuemMe BO BCEX
fo3ax. MNpwu ncnonb3oBaHny BCcex Ao3
npenapara konnyectso HA 6bino He-
6GONbLINM, VX YacTOTa U BblPaXKeH-
HOCTb He 3aBucena OT WCMoJb3ye-
Mo [o3bl yaeHaduna. CepbesHbiX U
Txkenblx HAl He 3apeructpupoBaHo.
BonbwnHcTBO HA 6bINK BbIpaXKeHbl B
NErkon CTENeHN 1 NPOXoAnS CaMo-
CTOSTENbHO, He TPebys neyeHus.

KnuHnYeckn 3HaummbIx N3meHeHui
pe3ynbTaTtoB NabopaTopHbIX KcChe-
[loBaHWi, dr3nKanbHoro obcnenosa-
HUA, AaHHbIX DKl 1 OCHOBHbIX NOKa3a-
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VHHOBALVIOHHbIN 4
npenapart CO MHOXeCTBOM ++

4 ObecrneunBaeTr  Heobxogumylo Ansa 3peKkummn
TBepgocTb >

+ He 06nagaet TeCTUKYNAPHOM TOKCUYHOCTbIO

<+ Boicokunn npodunb 6Ge3onacHOCTM B Kacce
NHrMbUTOpPOB ®13-5"

4+ YBennumBaeT akCrManbHYK Harpy3Kky Ha nosioBou
unen™

4+ ObecneumBaet NOSIHOLEHHOE Hayano,
NOAAEP KaHME N OKOHYAHMIE MOIOBOro aKTa

1. IHCTpYKUMA No MeAULMHCKOMY NpUMeHeHuto npenapata 3uaeHa. PY JICP-006071/08, BblaaHo 31.07.2008.

2. Shim H.J,, Kim Y.C,, Jang J.M. Subacute toxicities and toxicokinetics of DA-8159, a new phosphodiesterase type V inhibitor, after single and 4-week repeated oral administration in rats.
Biopharm Drug Dispos. 2003; Dec, 24(9): 409-18.
3. Phase Il clinical (double blind placebo-controlled) data with 164 ED subjects at 13 institutions in Korea

4. Paick J.S.,Kim S.W. The efficacy and Safety of Udenafil, a new selective phosphodiesterase type 5 inhibitor, in pations with erectile dysfunction. J.Sexual Medicine,2008; 5: 946-953.
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Tenen XnsHeaeATenbHOCTU OpraHuns-
Ma BblSIBJIEHO He OblS10.

YaeHadun 6bICTPO BcacbiBanicsa no-
cne npuema BHyTpb, T cocTaBnano
1,0-1,5 4. nocne nprvema npenapara
(He3aBucumo ot go3bl). MNocne goctu-
xeHua C  Habnopanocb AByxdas-
HOE CHWXXKEHME KOHLeHTpauun npe-
naparta B nna3sme. Mepropg nonysbiBe-
aeHus yaeHadwrna coctaBnsan ot 11 u.
[0 15 4. 11 6bINT CXOAHBIM NMpKY Npreme
npenapara Bo Bcex Ao3ax. CuctemHas
3KCno3nums yaeHaduna nosblwanacb
6osiee yemM NPOMOPLMNOHANBHO A03€e
(B MHTepBane go3 50-400 mr).

Metabonut ypeHaduna DA-8164
ObICTPO NOABNANCA B Nna3me (Meana-
HaT -1,5-3,5u.nocne npuema), 4to
CBUAETENbCTBYET O ObICTPOM MeTabo-
nusme ygeHaduna ¢ obpasoBaHveEM
DA-8164. [lepuop nonysbiBegeHUA
DA-8164 coctaBnan ot 11 4. go 17 u,,
He 3aBrCen OT 4o3bl yaeHadwna v 6bin
cxofHbIM ¢ T1/2 yneHadwuna, uto CBU-
OETeNbCTBYET O JNUMUTAPOBAHHOM
BbIBeZleHMU 0bpa3ytoLeroca metabo-
nuta DA-8164.

BoiBegeHne ypeHaduna ¢ Moyon
OblI0 HU3KKM, B TeUyeHne 48 u. nocne
npuviema B HeN3MeHHOM BUE BbIBOAN-
nocb 5-10% yneHadwmna. BoisegeHue ¢
Mouoin meTabonuta DA-8164 B Teue-
Hue 48 u. ObINIO TaKXKe OUYEHb HU3KUM
(0,1% pos3bl), UTO CBUAETENLCTBYET O
TOM, UYTO MOYKU He SIBASIKOTCA OCHOB-
HbIM OpraHoM BbiBefleHUs yaeHadwuna
1 ero metabonuta DA-8164 (14).

Mo paHHbIM CXOOHOrO ABOWHOIO
cnenoro nnauebo KOHTPONMpyemo-
ro nccnepoBaHus, NMPOBEAEHHOrO B
BenvkobputaHum B 2003 1. (dasa I)
C Uenblo Kr3yyeHusi 6e30MacHOCTY,
NnepeHocMocTy,  hapMaKOKMHETU-
Ku 1 papmakogrHamrKku yaeHadwuna
NPy MHOrOKPaTHOM MpuemMe C WUC-
MoJsiIb30BaHVEM MOBbILLAILMXCA 103 Y
18 300POBbIX MY>XUMH EBPOMNEOUIHON
pacbl, NpenapaTt XopoLlo nepeHocuI-
CA NpU €eXefHEeBHOM OAHOKPATHOM
npueme B go3se 100 mr n 200 mr B Te-
yeHne 10 gHein. OTmeyeHo Hebosb-
woe yucno HA. Npu ncnonb3osaHnn
yoeHaduna B gose 200 mr oTMeyeHa

HeCKonbKo 6osiee BbICOKas YacToTa u
BblpaxkeHHoCTb Hf. Hanbonee yacTbi-
Mn HA Gbiny cnoHTaHHasA 3pekunsa u
ronoBHas 60sb.

(MapmaKkoKnHeTMKa yaeHaduna xa-
pakTepr3oBanacb ObICTPbIM Bcachbi-
BaHMEM, MeAMnaHa JOCTUXKEHMA MaK-
CYIManbHOW KOHLEeHTpauunun B nnasme
Tmax coctaBnana 1,0-1,5 vaca nocne
npuema npenapata B AeHb 1 1 AgeHb
10, Nnpu ncnonb3oBaHUU obeux o3
yaeHaduna. TNpu  ucnonb3oBaHuK
npenapata B fose 200 mr C__ 1 06b-
em pacrnpefenieHna B Tpu pasa npe-
BblLIANN aHasornyHble MnapameTpbl
npwv UCrnosnb3oBaHuy go3bl 100 Mr.

Mepuop nonysbiBefeHns yaeHabu-
na coctaBnan ot 11 4. 4o 12 4. n 6bin
CXOAHbIM MpK Mnpueme npenapara
BO BCeX [03ax B TeueHue BCex AHeun
npuema. PaBHOBeCHasA KOHLEHTpa-
uMA B nias3me 6bin1a JOCTUIHYTa K AHIO
3, yepes 48 u. nocsnie Havyana Tepanuu.
Mpn MHOrokpaTHOM npueme yaeHa-
duna HakonneHus npenapara He Ha-
6ntoganocb. CUcTeMHasa 3KCNo3muus
yaeHaduna nosbiwanacb 6onee yem
nponopynoHanbHo go3se (ot 100 mr
K 200 mr).

MapmakoKknHeTnKa meTabonuta DA-
8164 xapaKTepusoBanacb ObICTPbIM
nosBfeHMeM B Mnasme, 4To cBupe-
TeNnbCTByeT O ObICTPOM MeTabonus-
Me yaeHadwuna c obpasoBaHmem DA-
8164.

CpegHuii nepuof nonysbiBeAeHUA
DA-8164 B 1 n 10 gHX coCTaBnsin OT
10 y. go 14 u., He 3aBuUcen oT Jo3bl
yaeHadwuna v 6bin CXO4HbIM C Nepro-
nom nonysbiBefieHus (T1/2) yneHadu-
na, YTo CBMAETeNbCTBYET O NUMUTU-
pOBaHHOM BbIBElEHUN MeTabonuTa
DA-8164. CuctemMHaa 3Kcnosuyusa
DA-8164 nosbiwanacb nponopumno-
HanbHO fo3e yaeHadwuna.

BbiBegeHve ypeHaduna c mouyon
6bIIO HU3KMM, B MPOMEXYTKE MEXIY
npuemamu npenapaTa B HEM3MEHHOM
Bue BbiBOAWNOCh 7-12% yaeHadwuna.
BbiBegeHme ¢ moyoii metabonuTa DA-
8164 B npomexyTke Mexxay npuema-
MU npenapata ObiIo OYeHb HU3KMM
(0,1-0,2% po3bl), UTO CBMAETENLCTBYET

lipenapar 3npeHa  cneayer NpuHNMaTh BHYTPb 3a 30/ MUHYT. AO
npeanonaraemMon ceKcyanbHoV aKTUBHOCTH, HE3aBIICVMO, OT. Npui=
ema nnin:s MakcnmanbHad peKoMEHAOBaHHas KPaTHOCTb npnemMa
1'pasB CyTKN.

0 TOM, YTO NMOYKU He ABNAOTCA OCHOB-
HbIM OpraHoM BblBeieHUsA yaeHaduna
n ero metabonuta DA-8164.

EXXeqHEBHbIV OQHOKPATHBIA Npuem
yaeHaduna B gose 100 mr n 200 mr B
TeyeHue 10 gHen He BAUAN Ha LBETO-
BOCNPUATHE Y MYy>KUMH (15).

B opyrom MHOroueHTpoOBOM [BOW-
HOM creriomM nnauebo KoHTponupye-
MOM PaHAOMM3NPOBAHHOM UCCNeno-
BaHUK, nposefeHHom B 2004 rogy B
lOxHol Kopee B 13 ueHTpax ¢ yua-
ctmem 319 MyXuuH, CTpajalowmx
3[1, oueHka I® c Mcnonb3oBaHMEM
OCHOBHOrO  Kputepusi 3dpdeKTnB-
HOCTW Tepanun — 3HAYeHUN AOMeHaA
OO0 (IlIEF) nokasana cTaTUCTUYECKUN
3Haunmoe ynyuweHune 3O y naumnen-
TOB, MPUHMMAaBLLUX yaeHadwn B fo3e
100 mr 1 200 mMr, N0 CpaBHEHMIO C NNa-
ue6o. MNMpu aHanuse 3Ha4YeHUI BCex
nomeHoB IIEF, a Takxe onpocHuKa
SEP (Sexual Encounter Profile, gHeB-
HUK Mpoduns cekcyanbHbIX OTHOLLE-
HUI (3aNONHAETCS NOC/e KaXaon no-
nbITKK nosiosoro akta) n GAQ (Global
Assessment Question, Bornpoc obuien
oueHKu: «[puBeno nu neveHve, Npo-
BoAvBLeecs Bam B TeueHne nocnea-
HUX 4 Hefenb, K YNyYleHUo dpekK-
ummn?») nocne 12 Hepenb Tepanuu
Habntoganocb JOCTOBEPHOE yryylue-
HVe noKasaTenen cpean NauneHToB,
npvHUMaBWNX yaeHadun 100 mMr u
200 mr, N0 CpaBHEHNIO C NUCXOAHbIMU
3HaYeHVAMMN.

HA Bo3Hnknny 2,9%, 17,9% n 25,9%
NnayveHToB, MPUHMMaBLLIMX Male-
60, yaeHadun 100 mr 1 200 mr cooT-
BETCTBEHHO. bonblumHcTBO HA 6binn
BblpaXkeHbl B NIErkon CTeneHu, pas-
peLanocb CamoCTOATENbHO U He Tpe-
6oBano nevyeHusi. CepbesHblie HA oT-
cytctBoBanu. 3a 12 Hefenb neyeHna
HW OAVH M3 MNALNEHTOB He NpeKpaTui
yyacTia B MUCCNefOBaHUN B CBA3U C
BO3HMKHOBeHMeM HfA, cBsA3aHHOro ¢
NPVIHMAeMbIM NpenapaTom.

Hanbonee vactbivm Hfl y nauuen-
TOB, MPUHMMAaBLLUX yaeHadwn B fo3e
100 mr 1 200 Mr, 6bInN NPUAKBbI KPO-
BM K JlUy, ronioBHasA 6onb, nokpac-
HEeHWe rna3, 3aJl0OKEHHOCTb HOoca "
avcnencus. CnyyaeB BO3HWKHOBEHUA
Taknx HA, Kak mmanrua n nsmeHeHve
LiBETOBOCMNPUATUA, XapaKTepHbIX AnA
apyrux uHrnébutopos ®13-5, He onu-
caHo (16).

B nBoriHoM cnenom nnauebo Kol-

TPONMPYyEMOM PaHAOMU3NPOBAaHHOM P>
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nccnefoBaHMM € nogbopom  [o3bl
3upeHsl, nposegeHHom B CLLA B 2007
rofy, npuHano yyactne 340 naunen-
TOoB C D[], NnpuHMMaBLWKNX 3nJeHy B
no3e 50 mr, 100 mr, 150 mr vnu nnaue-
60 B TeyeHue 3 mecaues (17).

Tepanua 3upeHon B pose 50 wr,
100 mr 1 150 mr 6onee 3dHEKTUBHO
ynyJwana 3HavyeHua gomeHa 3O u
oTBeTbl Ha Bonpocbkl Q2 n Q3 SEP, no
CpaBHeHUO ¢ nnauebo (pasnuuua
OblIN  CTAaTUCTUYECKM 3HAUYUMBIMU).
Bbonee Bbipa)keHHOe ynyudweHue OT-
HOCUTENIbHO MCXOAHbIX NMoKa3aTtenem
npv npueme 3uaeHbl (Bo BCex go3ax),
no cpaBHeHMIO ¢ nnauebo, Habnwoaa-
NOCb NPW aHaNn3e 3HaYeHUN ocTanb-
Hbix gomeHoB |IEF (ynosneTtBopeH-
HOCTb MOJIOBbIM aKTOM, Oprasm, no-
NIOBOe BrieyeHvie 1 obuias yaoBnet-
BOPEHHOCTb), Bonpocos Q1 (Bonpoc
Q1 - oueHnBaeT NoABMEHME IPeKLUN)
n Q4 (Bonpoc Q4 - oueHuBaeT ygo-
B/IETBOPEHHOCTb TBEPAOCTbIO SpeK-
umm) SEP, GAQ n PSAE (Patient self-
assessment of erection questionnaire,
OnNpOCHNK CaMOCTOATENBHOW OLEHKN
nauuneHTom spekumu). Ynyywerve SO
6b1710 60rnee BbIpaXXEeHHbIM B rpyrnnax
NnaumneHToB, MOJyYaBLIMX 3uAEHy B
po3se 100 mr n 150 mr, N0 CpaBHEHUIO
C NauveHTamu, NPpYHUMaBLWMKN yae-
Hadwun B go3e 50 mr.

3 331 maumeHTa, BKIIOYEHHOTO B
ITT-aHann3 6e30MacHOCTY, B XOAe 1C-
cnefoBaHuA 'y 122 My>UUH BO3HUKIIO
onHo unu 6onee HA (y 28,8% B rpynne
NMauneHToB, NPUHMMaBLIKX NJiaLebo,
26,5% B rpynne My>K4nH, NpUHNMaB-
wux 3ngeHy 50 mr, 45,2% B rpynne
NaumneHToB, MNPUHMMABLWNX 3ULEHY
100 mr, n 'y 46,4% B rpynne myuuH,
npuH1MasLwnx 3uaeny 150 mr).

Pasnnuua mexgy rpynnamm B ua-
CTOTe BO3HMKHOBeHUs HA 6binn cTa-
TUCTUYECKU 3HAUMMbIMK. B 60NbLUNH-
cTBe ciyyaeB Hf 6binm BbipaxeHbl B
NEerkown cTeneHn U HOCKMAWN Npexoan-
W1 xapaktep. EauHcTBEHHBIMKU HA,
BO3HVKLWNMW B XOA€e NCCIIef0BaHNA U
pacueHeHHbIMU NccnefoBaTeNiemM Kak
MMeloLMe BO3MOXKHYIO, BEPOATHYIO
WM TOYHYIO CBA3b C UCCTIefyeMbIM
npenapatomM, 6binM Agucnencus, ro-
NOBHas 60b 1 LWYM B yLLIaX.

Ha ocHoBaHWK pe3ynbraToB, Mony-
YeHHbIX B KIUHUYECKMX UCCnefoBa-
HUSIX, CAenaH BbiBOA O Lenecoobpas-
HOCTU NpUMeHeHus 3upeHbl B fo3e
100 wmr. lMpenapat crnegyeT NPUHU-

MaTb BHYTpPb 3a 30 MUHYT JO Npegno-
naraemom cekcyasbHOW aKTUBHOCTM,
He3aBMCMMO OT npuemMa nuwu. [Josa
3npeHbl MOXeT ObiTb yBenuueHa [0
200 Mmr, C y4yeToM WMHAMBMAYaSIbHOW
30DEKTMBHOCT U MEPEHOCUMOCTU
npenapata. MakcumanbHas peko-
MeH[IOBaHHas KPaTHOCTb MNpUMeEHe-
HWA — OVIH Pa3 B CYTKN.

Mo paHHBIM aHanv3a pesynbTaToB
nccnefoBaHun 6e3onacHoCTH, MNpo-
BEAEHHbIX B Pa3HblX CTpaHax, Hawu-
6onee uacteiMm Hf, cBA3aHHbIM C
nprviemMom ygaeHabuna, sBAAIOTCA U3-
MeHeHunA co ctopoHbl CCC — npwunu-
Bbl KPOBM K JIMLY, YacTOTa KOTOPbIX
npesbiwaeT 10%. Takke AOBONbHO
yacteimm HA (1-10%) siBnsitoTcs ro-
noBHas 060Jb, 3aNIOKEHHOCTb HOCa,
anckomoopT B rpyaW, ollylieHue
XKapa, Aucnencuyeckme fBNEHUs, a
Takxe runepemus rnas. K pegknm HA
(0,1-1%) OTHOCATCA OCNIOXHEHUS CO
ctopoHbl LIHC: ronoBokpy»xeHue, pu-
rMMAHOCTb MbILUL LIEW, MAPecTe3nu; Co
CTOPOHbI OPraHOB 3peHusa — 3aTyma-
HeHHoe 3peHne, 601b B rnasax, NoBbi-
LWeHHoe Ce30TeYeHne; CO CTOPOHbI
OpraHoB [bIXaHWs — OfbILLKA, CYXOCTb
B HOCY; CO CTOPOHbI KKT — TOWHOTA3,
3ybHasa 605b, 3anop, racTput. Takxke
BO3MOXHbI peflkne annepruyeckre
peakunu — oTeK BeK 1/unu nuua, Kpa-
NMBHMLA.

B npouecce NOCTMapKETUHIOBbIX
Habno4eHnn Npy NPUMEHeHUN yae-
Hadwna 6bIIY TakXKe onucaHbl Apyrue
HA: cunbHoe cepaLebneHre, HocoBoe
KpOBOTeUeHMe, LWYM B yLIax, Auapes,
annepruyeckme peakuum (KoXkHas
CbiMb, 3pUTEMA), ANUTENbHAA Spek-
uMA, YyBCTBO 00OLero auckomdpopTa,
olyLeHre XoNio4a WK »apa, NocTy-
pasibHOEe roNIOBOKPY>KEHUE, KaLLETb.

B cBA3M C Tem, 4TO Nprem KUPHOWN
MUY MOXET BNUATb Ha 3bPeKTuB-
HOCTb AencTBuA nHrnbutopos OL13-5,
B 2006 rogy B CeynbCKOM HaLMiOHasb-
HOM YyHMBepcuTeTe 6bisI0 MPOBEAEHO
OTKpbITOE PaHAOMU3VIPOBAHHOE Me-
peKpecTHOe uccnefoBaHne C Lenblo
U3yYyeHVs BUAHNA MpremMa nvim Ha
bapMaKoKHETVKY yaeHadwuna y 3g0-
POBbIX My>KuuH (4). B uccnegosaHum
y4acTBOBano 16 My>XUMH KOpPencKom
HaLUMOHANbHOCTK, MOMyYaBLUUX yae-
Hapun nmMbo HaTowak, Nnbo nocne
nprieMa nuLLm co CPeHUM Coaep»Ka-
HVEeM >upa, NMbo — C BbICOKUM coaep-
KaHveMm xupa.

MonyueHHble pe3ynbTaTbl OKa3anu,
YTO MPYEM MULLUN C BICOKMM COAep-
XKaHVEeM XuMpa He BNUAET Ha BCacbl-
BaHue yaeHadwuna. HecmoTpsa Ha cH-
xeHvie C Ha 20% npu nprieme ype-
Haduna nocne ynorpebneHna nuim
CO CpefHUM COHEepXaHMEM >KUPOB,
Mo CpaBHEHUIO C NPUEMOM yaeHadu-
fla HaTOLIAK, N3MEHEHUS KONMYecTBa
abcopbupyemMoro npenaparta He Ha-
6nt04anoch.

Mpuem yoeHaduna nocne npuema
MALKN CO CPESHUM U BbICOKUM CO-
JAepXKaHUeM Xupa He BAUAN Ha Npo-
¢dunb 6esonacHoCcTy nNpenaparta (no
CpaBHeHUIO C NpremMoM yaeHadumna
HaTowak). [Ans oueHKn BO3gen-
CTBUSA ankorons Ha GapmakoKUHeTH-
Ky yaeHaduna B LleHTpe knuHuye-
CKMX UCCnegoBaHnin (MeguuuHCKNUN
ueHTp AcaH, Ceyn, Kopes) 6bino
npoBefieHO PaHAOMU3NPOBAHHOE,
nepekpecTHoe uccnefoBaHve Ha 24
nauueHTax. Pesynbtathl nccneposa-
HUs MOKa3anu, YTo Nprem anKkorons
B CcOYeTaHuu C yaeHadunom He rno-
BAUAN Ha dapMaKOKMHETNYeCKUN
npodunb nocnegHero. B uenowm,
npuem ankorons B COYeTaHWU C ne-
popanbHbiM nNpvemMom yaeHaduna
ABNseTca 6e30MacHbIM U XOPOLIO
nepeHocutca (23).

Mpu n3yyeHun B3aumogencTBuA
yaeHaduna c¢ apyrumu JIC 6binn
nonyueHbl crnepyowme aaHHble. Mpu
OIHOBPEMEHHOM MpuemMe C yaeHa-
bUNoOmM KeToKOHa30M BbI3blBAET yBe-
nnuenne C 1 AUC ypeHaduna Ha
185 1 312%. OfgHOBPEMEHHbI Nprem
yaeHadmna n KeTOKOHa301a He Bbli3bl-
BAET KIMHMYECKM 3HAUMMBbIX U3MEHE-
HWI (B T.Y. He OKa3blBaeT BIAHUA Ha
roKasaTenu Xn3HegeATesIbHOCTU op-
raHu3ma, aaHHble JKI, dr3nKanbHOro
obcnepoBaHvsA U pe3ynbTatbl N1labo-
pPaToOpHbIX UCCNefoBaHMIA), MO CpaB-
HEeHNIO C N30/IMPOBAHHBIM MPUEMOM
yaeHaduna.

OOHOBpEMEeHHbI  npueM  yaeHa-
duna n TamcynosunHa He BAUSET Ha
npodunb 6esonacHocTn yaeHaduna
(Tak Kak He BbI3bIBAET KJIMHUYECKU
3HAYUMbIX U3MEHEHWI), a TaKXKe He
BAUAET Ha GapMaKOKUHETVKY yaeHa-
duna (3).

B HacTosWee Bpemsa NpofoKaTcs
1CCnefoBaHUs MO CPaBHUTENIbHOMY
aHanu3y aKTMBHOCTM yheHadwna B
OpraHy3me MOJIOfbIX Y MOXWIIbIX JIt0-
Zel 1 No BAUAHWIO ankorons Ha 3¢-
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bEKTMBHOCTb 1 6e30MacHOCTb npe-
napara.

Ha ocHoBaHWMW [aHHbIX, MoOnyyeH-
HbIX B Pa3NYHbIX KIANHUYECKUX
uccnefoBaHuAxX, yaeHadun He pe-
KOMeHZyeTCcA MpUHUMATb Mnpu no-
BbILLUEHHOW YYBCTBUTENBHOCTA K JtO-
60My 113 KOMMOHEHTOB MNpenapara, a
TakXe Npy OAHOBPEMEHHOM Mpreme
HUTPATOB U APYIMX «IOHATOPOBY» OK-
cupa asoTa.

Cnepyet  cobniogatb  OCTOPOX-
HOCTb MPU Ha3HayeHuUn yaeHadwuna
nauveHTaMm C HeKOHTPONMpPyeMoi
apTepuanbHoln runepteHsven (AL >
170/100 mm pT. cT), runotoHven (A <
90/50 MM pT. CT.); MauneHTam C Ha-
CNeACTBEHHbIMY  [lereHepaTUBHbIMA
3a060/1eBaHMAMM CETYATKU (BKouas
NMUTMEHTHbBIN PETUHUT, nponudepa-
TUBHYIO AMabeTNYecKyl peTuHona-
TWUIO); NAUMEHTaM, NepeHecW M B Te-
yeHue NocnefHUX 6 MecsiLieB UHCYIBT,
NHPAPKT MUOKapaa UM aopTOKOpPO-
HapHOE LYHTUPOBAHWE; MaLNEeHTaM C
TAXENON NeYeHOYHOM MM NOYEYHON
HeAOCTaTOUYHOCTbIO; MPU  HanMuum
BPOXOEHHOrO CHAPOMA YAJIMHEHNSA
unHtepsana QT v npu yBenuueHun
nHtepBana QT BcneactBue npuema
npenapaTos.

CnepyeT yuuTbiBaTb MOTEHLUMANb-
HbIV PUCK Pa3BUTUSA OCIIOKHEHUI NP
CeKCyasibHOW aKTUBHOCTW Y MauueH-

TOB C Takumu 3abonesaHnsamn CCC,
Kak HecTabunbHasi CTeHoOKapaus unm
CTeHOKapAus, BO3HMKaAloLWasA BO Bpe-
Ms MOJIOBOTrO aKTa; XpOHUYecKas cep-
neyHas HepgocTaToyHocTb (II-IV OK no
NYHA), pa3BuBLIasaca B TeueHue no-
cnefHUX 6 MecsLeB; HEKOHTPONMpye-
Mble HapyLIeHNsa CepaeYHOro putma.

Mpuv ogHOBpPEMEHHOM Npueme yaeHa-
¢duna 1 6oKaTopOB KasnbLEBbIX KaHa-
OB, O-afPEHO6I0KATOPOB NN APYTUX
TMMOTEH3VBHBIX CPEACTB MOXET OT-
MeYUaTbCs JOMNOSIHUTENBHOE CHUXKEHUNE
CAO v OA[ Ha 7-8 MM PT. CT.

C OCTOPOXKHOCTbIO CrieyeT Npume-
HATb yAeHapun y nauneHToB ¢ npes-
PaCnoNoOXeHHOCTbID K Mpuanusmy,
a TakXe y MauueHToB C aHaToMuye-
cKoli pedopmaunenn NoaoBoro une-
Ha, NPV HaNMYUM MMMaHTa NOoBO-
ro usieHa.

HecmoTpsa Ha oTcyTcTtBUe B xope
KINMHUYECKMX UCCIefOBaHUN Cryya-
€B NPOIOHIMPOBaHHOW 3peKunn (60-
nee 4 4) n npuanusma (bonesHeHHas
3peKuusi, NPOAOIIKUTENBHOCTbIO 60-
niee 6 4), Takne ABNEHNA CBONCTBEH-
Hbl N8 AAaHHOTO Kacca npenapaTtos.
B cnyyae BO3HUKHOBEHMWS 3peKuun
NPOAOMKUTENBHOCTbIO 6Gonee 4 u.
(He3aBMCKMMO OT Hanuuua 6oneBbIxX
OLLYLIEeHNIA) NaUMeHTbl JOMKHbI He-
Me[IEHHO 06PaTUTbCA 32 MEAULUH-
cko nomolbto. Mpu  oTcyTCTBUM

CBOEBPEMEHHOTO JIeUeHA Npranvsm
MOXeT MpUBECTM K HeobpaTumomy
NMOBPEXAEHNIO SPEKTUSIbBHONW TKaHWU
n 0.

He pekomeHgyeTcss ncnonb3oBaTb
yaeHadun B KOMOMHaUmy € apyrumm
BuaaMu nevenusa d/.

3ugeHa — HOBbIN MpeacTaBuUTeNb
Knacca mHrubutopos O®A3-5. Otnu-
YNTENIbHOW OCOOEHHOCTbIO 3UAEHbI
ABNAeTCA ObICTPOe U NpefcKasyemoe
Hauano pencteuA yepe3 30 MUHYT,
ONTUMAsnbHas MPOJONIXKNUTENbHOCTb
NencTBUA — 00 24 4acoB, a TaKXke
BbICOKMI Npodunb 6e3onacHoCTn B
Knacce uHrnébutopos OO3-5. Mpuem
anKoronif 1 >KUPHOM MWLM He OKa-
3blBaeT BAUAHMA Ha dapMaKkoKuHe-
TUKY yaeHaduna, uyto genaeTt npvem
3raeHbl MaKcManbHO YAOOHbIM Ans
NauveHTOoB.

D¢ddeKkTMBHOCTE U 6Ge30mnmacHOCTb
3vaeHbl MpuU neyeHUr MaureHToB C
31 nopTBepPKAEHa B MHOTOUMCIIEH-
HbIX KIMHUYECKMX WCCNIe[0BaHNUAX,
npoBeaeHHbIXx B Kopee, CLUA, Benu-
KOGpUTaHUN.

C 2005 ropa ypeHadwn ycrew-
HO npogaetca B lOxHoM Kopee, B
2008 roay yaeHadun 3aperncTpupo-
BaH B Poccum nop Toprosbim HasBga-
Huem 3uaeHa.
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