MUHUCTEPCTBO 3/IPABOOXPAHEHMS POCCUNCKON ®EEPALIU

UHCTPYKILUS
[10 MEJIULIMHCKOMY TTPUMEHEHUIO JIEKAPCTBEHHOT O ITPEITAPATA
Y®ABUPEH3-HAHOJIEK®

;- MHH3JIPAB POCCHH ';
Perucrpaunonnsiii Homep: JI[1-004056 ' 3 ’
M~00705€~ 050422 |
' T i e g
Toprosoe HauMeHOBaHME: 3(DABI/IPEH3-HAHOHEK®§L' Cor ’ ‘:wi‘v;f\Ha. ;

Me)l(ﬂyHaPOIIHOC HECMMATCHTOBAHHOC HJ/IH IPYNImHApPOBOYHOEC HAaUMCHOBAHHEC:

Ddasupens
JlekapcTBennasi popma: TabIeTKH, MOKPHITHIE TUIEHOYHOU 000JI0UKON

Cocras:

Kaxnas Tabnerka, moKpbITas IIEHOYHOH 000JI0YKON COMEPIKHUT:

Heucmeyrouee eewgecmso: Ddasupens 600 mr;

Bcnomozamenvnvie sewecmea. uemnono3a Mukpokpuctaummyeckas 101 240,00 wmr,
Kkpockapmesutosa Hatpus 60,00 mr, rumponosa 38,40 mr, Hatpus naypuiacyibdar 12,00 mr,
71aKTo3bl MOHOTHApAT 237,60 Mr, maruus creapar 12,00 mr;

Cocmas o6onouxu: omnagpait xenteiii 15B82855 18,00 mr (rumpomeniosa 3cP,
runpomesiosa 6¢P, tutana auoxeu, makporos 400, TaibK, KpacHTeNb jKejie3a OKCUT JKEIThIH,

nosucopOat 80)

Onucanue
Tabnerku, mMOKpPHITBIE TUIEHOYHOW OOOJOYKOM, JKEJITOr0 IIBETa, JIBOSKOBBIMTYKIIbIE,
oBaJIbHOM (opmbl. Ha momepedynoM paspese: oaHOpojHAs macca OT 0O€Ioro 10 MmoyuTH 0enoro

[[BETA, OKPYKEHHAas [[BETHON IUNIEHOYHOH 000JI0UKOH.

PapmakoTepaneBTHYeCKas rpynmna: npotuBoBupycHoe [BUY] cpencto
Koax ATX: JOSAGO3

dapmako/I0rHYecKHe CBOICTBA
PapmakoguHAMHKA
Mexanusm oeiicmeua: Ddasupens npeacrapisier co00i HEHYKJICO3UIHBI HHIHOUTOP

obparnoit Tpanckpuntazsl (HHWOT) BUY-1. DdaBupens sBIgeTcs HEKOHKYPEHTHBIM
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unruoutopom BHY-1 obparHO# TpaHckpunTasbl W CymiecTBeHHO He wuHruoupyer BUY-2
obpatHyto Tpanckpuntazy U JJTHK-momumepassr (o, B. v 1 ) KJIETOK YesioBexa.

Ilpomusosupycnaa akmuenocme: llpotuBoBupycHas 3¢dexTuBHOCTE ddaBupensa in
Vitro oneHuBasach Ha JUM(POOIACTHBIX KJIETOUHBIX JIMHHSX, MOHOHYKJIEAPHBIX KJIETKAX
nepupepudeckoil KpoBu M KyJIbTypax Makpodaros/mMoHouutoB. KoHueHTpaius >(aBUpeHsa,
HeoOxoaumass it 90-95 % wunrubupoBanus (ICoo05) amanTHpoBaHHBIX K J1aOOpATOPHBIM
YCIIOBHSIM IITAMMOB JIMKOTO THIA M KJIMHMYECKUX H30JIATOB, PE3UCTEHTHBIX K 3HJIOBYIUHY,
HaxoauTcs B npeaenax ot 0.46 mo 6.8 HMouIb/ 1.

Pezucmenmnocms: npotuBoBHpYCHas 3G QeKTHBHOCTH S(paBUpeH3a B KICTOYHOU
KyJIbTYpe B OTHOLIEHUH PA3HOBUIHOCTEN BUpyca ¢ 3aMeHaMu aMHMHOKUCIOT B OT B mostoskeHusx
48, 108, 179, 181 umu 236, a TakXKe B OTHOIICHUH PA3HOBH/IHOCTEN C 3aMEHAMH aMHHOKHCJIOT B
nporease, ObUla aHAJIOTMYHA TAKOBOW B OTHOIICHMH BHPYCHBIX IITAMMOB JHKOTO THIIA.
EMHCTBEHHBIMU 3aMEHAaMH, KOTOpBIE MPHUBEIN K MOSIBJICHHIO HAHMOOJBIIEH PE3UCTEHTHOCTH K
3(haBUpeH3y B KJIETOUHOU KyJIbTYpe, SIBJSIIOTCS 3aMeHa JICWIIMHA Ha U30JIEHIIUH B 110J10KeHHH 100
(L100I, 17-22-xpaTHOe yBeIMYEeHHE PE3UCTEHTHOCTH ) U JIM3MHA Ha acraparkH B moJjoxeHun 103
(K103N,18-33-kpatHoe yBenuueHHe pe3ucTeHTHOCTH). bonee dem 100-kpaTHOE yMEHBIIEHHE
BOCIIPUMMYHBOCTH BHUPYCOB K IIpernapary HaOJI0Jaloch B OTHOIIEHHH pasHoBHaHOcTed BUY,
sKcnpeccupyromux 3ameny K103N B nonosiHeHHe K IpyTrUM aMUHOKHCIOTHBIM 3ameHam B OT.
3amena K103N sBistace HanGonee yacto Habmomxaemoit 3ameHoit B OT BUPYCHBIX IITAMMOB,
MIOJYYEHHBIX OT MAIMEHTOB, Y KOTOPHIX HAOJIOIAIOCh CYIIECTBEHHOE YBEIHUEHHE KOJINYeCTBa
BUPYCHBIX YacTHI[ B IlJJa3Me€ KpOBH (BO3BpaTHas BUPEMHs) B KIMHHYECKUX MCCIICIOBAHHSIX
NpUMeHeHus 3(haBUpeH3a B KOMOMHAIIUY C MHAWHABUPOM HIIH B KOMOHHAIIUH C 3UI0BYAHHOM H
JaMHUBY IMHOM. J{anHas My Tanus HaOmoaanach y 90 % nanueHToB ¢ Hed()(HEeKTHBHOCTHIO TEpaTHu
s¢aBupenzom. Takxke, XOTS U pexe, U 4acTo TOJAbKO B komOuHamuu ¢ K103N, maGmromanuch
3ameHbl B OT B monoxxenusx 98, 100, 101, 108, 138, 188, 190 u 225. Tun aMHHOKHCIIOTHBIX 3aMEH
B OT, cBA3aHHBIX ¢ YCTOWYMBOCTBIO K 3(aBUPEH3y, HE 3aBUCEN OT JAPYTHX MPOTHBOBUPYCHBIX
IIpernapaToB, IPUMEHSBIINXCS B KOMOUHALIUU C 3aBUPEH30M.

Ilepekpecmnasn pezucmenmuocmep: nzyueHue npopuiiei mepekpecTHONH pe3uCTEeHTHOCTH
s(haBupeH3a, HeBUpaNMHA M JeJaBUpJHHA HA KJIETOYHBIX KYJIbTypaxX IOKa3alo, 4To 3aMeHa
KI103N mnpuBomutr k mnortepe BocmpuumuuBoctd ko Bcem Tpem HHUOT. Jla u3 Tpex
HCCJICZIOBAaHHBIX YCTOWYMBBIX K JAETaBUPANHY KIMHUYECKHX M30JISTOB 001l TepeKpecTHOH
PE3MCTEHTHOCTBIO K d(daBupensy u comepxanu 3ameny K103N. Tperuit uzonsar, uMeromuii
3ameny B OT B nosnosxenun 236, He 001a1as1 mepeKpecTHON PE3UCTEHTHOCTHIO K 3(haBUpEH3Y.
BupycHble M3051ThI, BBIIEJICHHBIE W3 MOHOHYKJIEApOB MepU(EepUIecKoil KpPOBH IMAIUEHTOB,

BKIIFOYCHHBIX B KIMHHUYECKHE HCCJIEAOBaHUMA 3¢)aBHpeH3a, Y KOTOPBIX TEpalunsi Obla

2



Hea(dexTHBHA (BO3BpaTHAS BUPEMUSI), ObLITH MCCIIEIOBAHBI B OTHOLIEHHH BOCIPHMMYHBOCTH K
HHMOT. TpuHanuaTe H30J4TOB, KOTOpPBIE IMpEIBAPHTENBHO OBLIM OXapaKTEPH30BAaHBI Kak
YCTOHYMBBIE K 3(DaBUPEH3Y, OKA3AIMCh TAK)KE YCTOMYUBBIMU K HEBUPAIIMHY U JIEJTaBUP/IUHY.
OGHapyXunioch, 4To MATH U3 3TUX ycToiunBeiX K HHUOT u3omstos conepxanu 3ameny K103N
WK 3aMeHY BaJiiHa Ha u3oseduH B nojoxkenuu 108 (V108I) B OT. Cpenu nmpoTecTHpoBaHHBIX
H30JMTOB  mocjie  HedhGheKTHBHOW  Tepanmuu  3(GaBUPEH30M TpU  H30JMTa  OCTAIHCh
YyBCTBUTEJILHBIMU KaK K 3(GaBUPEH3Y, TaK W K HEBHpANUHY W JEJABHPIMHY, Ha KJIETOYHBIX
KYyJIbTypax.

BepoATHOCTh HepeKpecTHOW PEe3UCTEHTHOCTH MEKIYy 3(GaBUPEH30M M HHTHOMTOpAMH
NpoTeasbl  SABJISETCS HU3KOM  BCJIEACTBHE pa3iauuus  QepmeHToB-muineHed. Hamuune
NEPEKPECTHOM PE3UCTEHTHOCTH MEXIy 3(paBUPEH30M U HYKICO3HIHBbIMH HHrHOMTOpamMu OT
(HAOT) Takxke MaaoBepOSTHO BCJIEIACTBHE Pa3IMYHs Y4YaCTKOB CBSI3BIBAHMS C MHIIEHBIO H
MEXaHU3MOB JIEHCTBUSI.

PapmMakoKHHETHKA

Bcacvieanue:

Y 3710poBbIX 106pOBOIIBIIEB MaKcHMalibHas KOHIEHTpalus (Cmax) 2haBupensa B 1miasme
kpoBH 1,6-9,1 MKkMOJIB/11 1oCTUrANIACH Yepe3 5 4 MOoc/ie OJHOKPATHOrO TIpUeMa BHYTPb Ipernapara
B j03ax or 100 mo 1600 wmr. Jlozo3aBucumoe yBeiudeHHe Cmax M TUIOMIANAM O] KPHUBOM
«koHuenTpanug-spems» (AUC) Habmoaanoch mpu nprueMe npernapara B 1o3ax g0 1600 Mr; mpu
5TOM He HaOJI0AaN0ch 1030MPONOPLUHOHATIBHOTO YBEIHUECHHs JAHHBIX MMOKa3aTesel, M03ToMy
MOJKHO TPEAIOJIOKUTh, 4YTO IpH Oosiee BBICOKHUX J103aX BCachlBaHHE yMEHbLIaeTcs. Bpems
JIOCTHXKEHUsT MAKCHMMaJIbHOM KOHIEHTpaluu B IUIa3Me KpoBU (3-5 4) He H3MEHSUIOCH MOocie
MHOTOKPATHOr0 MpHeMa Ipenapara, a paBHOBECHAs KOHIIEHTPALUS B IU1a3Me KPOBH JIOCTHIAJIach
yepes 6-7 CYTOK.

Y BHUY-uHQUUMPOBAHHBIX MAIMEHTOB MPH JOCTH)KEHHH PaBHOBECHOW KOHIIEHTpPALUH
npenapara B 1jiasMe KpoBH cpeHHe 3HaYeHUsI Cmax MUHUMaTbHOH KOHIIEHTpAUH (Cmin) 1 AUC
Obutn tuHenHb! npy npreme 200 Mr, 400 Mr u 600 Mr adaBupensa 1 pa3 B cyTku. V 35 nanueHTos,
npuHUMaBmKX 3(aBupens B go3e 600 Mr 1 pa3 B cyTkH, Cmax IPH JOCTHIKEHHH PABHOBECHOU
KOHIIEHTpauuu  cocraBiusia  12,9+£3,7 MxMoaws/1, Cmin - 5,6£3,2  MKMOJIB/I,
AUC - 184+73 MKMOJIB/JT B 4ac.

Bnusnue npuema nuwu na écacviéanue

[Ipu oiHOKpaTHOM IpHEMe 3/10pOBBIME 100POBOJIbIIaMHU d(aBupen3a B 103¢ 600 MT B BHIE
TabJIETOK, MOKPHITHIX IIJIEHOYHOH 000JI04YKO0#, BMECTE € MHIIEH C BHICOKUM COIEPKAHUEM JKUPOB
nabmonanock ysennyeHne AUC Ha 28 % 1 Ciax Ha 79 % B CpaBHEHHUH C JAHHBIMH OKA3aTeISIMU

IIPH IIPUEME IIperapaTa HaTollax.



Pacnpeoenenue:

DaBupeHs3 B BLICOKOI CTEIIEHHU CBSI3BIBACTCS ¢ GEJIKAMHM I1J1a3MbI KPOBH (IIPHOJIH3UTEIBHO
Ha 99,5- 99,75 %), npexze Beero ¢ ansOymurom. Y BUY-undumuposannbix nanuentos (N = 9),
KOTOpbIe nosydanu sdaBupen3 B go3ax ot 200 10 600 Mr oauMH pa3 B CyTKM B TE€YEHHE, IO
MEHBIIEH Mepe, OJHOro Mecsla, KOHIEHTpalUs Mpernapata B CIIHHHOMO3TOBOM KHIKOCTH
cocrasistia ot 0,26 1o 1,19 % (B cpennem 0,69 %) 0T COOTBETCTBYOIIEH KOHIIEHTPALMH B IIJ1a3Me
KpOoBH. JlaHHBIH 1OKa3aTes b NPUOIU3UTENILHO B 3 pa3a MpeBbIlIacT KOHIEHTPALMIO HE CBA3aHHON
¢ Oenkamu (cBoOOIHOM) (pakuuu dhaBupeHsa B I1a3Me KPOBH.

Memabonusm:

Knuunueckne uccieoBaHUs M HCCIEAOBAHHS in Vitro ¢ HCHOIBb30BAHHEM MHKPOCOM
MEeYCHH YeJIOBEKA MOKa3ald, 4yTo 3(paBUPEH3 META0OIU3UPYETCs TJIABHBIM 00pa3oM CHCTEMOI
uurtoxpoma P450 10 ruApOKCHIMPOBAHHBIX MPOM3BOAHBIX, KOTOPBIE 3aTEM CBS3BIBAIOTCS C
TJIFOKYPOHOBOM KHCJIOTOH ¢ 00pa3oBaHUEM IUIIOKYPOHUIOB. B OCHOBHOM, JaHHBIE METAO0OJIMTHI
HeakTUBHBI B oTHomeHuH BUY-1. HccrnenoBanus in vitro Mo3BOJSIOT MPEANOJIONKHTH, YTO
uzodepmentsl CYP3A4 u CYP2B6 siBnsttoTcst 0CHOBHBIMH H30(epPMEHTAMH, OCY LIECTBIISIOIIUMH
MeTabo0m3M ddaBupensa u 4to 3¢hasupen3s HHruoupyet uzopepmentsl 2C9,2C19 u 3A4 cucteMsl
nuroxpoma P450. B uccnenoBanusx in vitro adaBupens He unruduposan uzopepment CYP2EI
v uHruouposan uzodepmentsl CYP2D6 u CYPIA2 ToNbKO B KOHIEHTPAIMAX, HAMHOIO
NPEBBINAIONIIMX [IPUMEHSAEMbIE B KIMHUYECKOW NMpaKTUKe. DKCIO3UIMs d(aBUpeH3a B Ia3Me
KPOBH MOXKET YBEJIMYMBATBHCS y MAIMEHTOB, TOMO3UTOTHBIX MO nojgumopdusmy rena GS16T
usopepmenta CYP2B6. KiuHuueckass 3HAUMMOCTH TAaKOrO HM3MEHEHMs HEH3BECTHA, OJHAKO
HEJIb35 UCKJIF0YaTh BO3MOKHOCTb BO3PACTAHUsI PUCKOB PAa3BUTHS U YBEJIMYEHHUS BBIPAKEHHOCTH
HE’KeJIaTeIbHbBIX PeaKIii G aBupeH3a.

beuto moxasano, uto 3¢daBupen3 unaynupyet usopepmertsl CYP3A4 u CYP2B6, uto
IIPUBOJIUT K MHIAYKIHH €r0 COOCTBEHHOr0 MeTaboIM3Ma, YTO MOXKET KIIMHHYECKH BBIPaKaThCs Y
HEKOTOPBIX manueHToB. IIpu MHOrokpatHoM npueme sdasupensa B jgo3e 200-400 Mr B CyTKH
3JI0pOBBIMU 7100poBoJIbLIAaMU B TeueHue 10 JHel HaOoanach MeHbIIas CTeleHb KyMYJISIUH
shaBupensa (Ha 22-42 % HWKe NpearojiaraéMbIX 3HAYEHWH) M 00jee KOPOTKHH IMEepPHOJ
noryBbiBeeHus - 40-55 4 (mepHoA MOTyBBIBEICHHS OJHOKPATHOM J103bI cocTaBisieT 52-76 u).
Taxke Ob10 mokazaHo, 4ro sdaBupeH3 wuHayHEpyeT u3opopmy 1Al ypuaunaudocdar-
raoKyponustpanchepassl (YDP-I'T1A1), mosToMy KOHIEHTpaAlMsi pajiTerpaBupa, KOTOPBIM
apiseTcs  cyoctpatom YID-I'T1Al, B 1miasMe KpOBH CHHJKAeTCA IPH  OJHOBPEMEHHOM
IIPUMEHEHHUH C 3(haBUPEH30M.

HecmoTps Ha TO, 4TO B HCCIIEOBAHUSIX in Vitro s(paBUpeH3 HHrHOUPOBa H30()EPMEHTEI

CYP2C9 u CYP2C19, B uccrenoBanusx in vivo HabJII0Ja/10Ch KaK MOBBIIIEHUE, TAK U CHIKEHHUE
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9KCIO3ULUH CyOCTPAaTOB aHHBIX (PEPMEHTOB ITPU OJJHOBPEMEHHOM MPUMEHEHHH C 3()aBUPEH30M.
Koneunslit 3¢)hekT 1TaHHOTO B3aMMO/ICHCTBHS HE YCTAHOBJIEH.

Buigeoenue:

OdaBupen3 MMeeT OTHOCHTENBHO OOJBLIOW TEPHOI  MOJIYBBIBEIEHHS, KOTOPBIM
COCTaBJIIET HE MeHee 52 4 Moce NpueMa OJHOKpaTHOH 10361 ¥ 40-55 4 mocjie MHOTOKPaTHOTO
IIPUMEHEHHUS.

[Ipubmmsurensio 14-34 % OT NpUHATO#M /10361 3aBUPEH3a BHIBOJUTCS TTOYKAMH, MEHEE
1 % no3bl a3paBUpeH3a BHIBOUTCS MOYKAMH B HEM3MEHEHHOM BHJIE.

Dapmaxoxunemura y 0cobbix epynn nAyueHmos

Hapywenue ¢pynkyuu nevenu

IIpn oxHOKpaTHOM IpueMe npenapara HaOIIOJANIOCH IBYKPAaTHOE YBEIHUCHHE MEepHO/Ia
NOJIyBBIBEJICHUS d(aBUpeH3a Yy OJHOr0 MalUeHTa C THKEJIOM CTENEeHbI IEeYeHOYHOH
HeocTarouHocTH (kinace C no xiaccupukanuu Yaitna-I1p10), 4To yka3pBaeT Ha MOBBIIICHHYIO
CTEIEHb KYMYJISIMH B TaKUX ciIydasx. [ [pp MHOrokpatHoM npueme npemnapata He ObLIIO BBISIBJIEHO
3HAYUMOTO BJIMSHUA MOPaKEHHs IEYEHHM Ha (apMaKOKMHETUKY 3(aBHpeH3a y MAIMEHTOB C
JIETKOH CTENEHBIO NIEYEHOYHOH Hel0cTaToOuHOCTH (Ki1ace A no knaccupukanuu Yaitna-I1sro0) mo
CPaBHEHHIO C IAIIMEHTAMU KOHTPOJIBHOM I'pyMIibl. B HacTosImee BpeMs HeT 10CTaTOYHbIX JaHHBIX,
4TOOBI CJIe7aTh BBIBOA O TOM, BIMSIOT JIM CPEOHSAS W TsDKelas CTeNeHb I[1eYeHOYHOM
HexocrarouHoctd (knace B m C no knaccudpukamuu Yaitna-I1pt0) Ha (dapMakOKHHETHKY
spaBupensa (cm. pasaen «C 0CTOPOKHOCTBION).

Hapywenue ¢pynxyuu novex

dapmakokuHeTHKa 3(aBUpeH3a y MAIMEHTOB C IOYEYHOW HEJIOCTATOYHOCTHIO HE
U3y4asach, OJIHAKO B CBSA3U C TEM, YTO B HEU3MEHHOM BH/I€ [TIOUYKAaMH BbleseTCs MeHee | %o 103kl
>(haBupeH3a, HapyIeHHe QYHKIMU TTOYEK He JO/DKHO OKa3bIBaTh CYIECTBEHHOTO BIMAHHUS Ha
BbIBEJIcHHE d(aBupensa (cm. pasgen « OcoOble yKazaHHus»).

ITon u pacoeas npunaonexcHocms

VY MyXYMH M JKCHIIHMH, a TaK)Ke Yy TalHeHTOB Pa3JMYHON PacoBOM IMPHUHAICKHOCTH,
(apmakoKHHETHUECKHE TTapaMeTpbl d3haBUPEH3a CXOIHBIE.

Tooxcunvie nayuermol

Kakux-mb60 papMakoKHHETHYECKUX pa3IMYuil y MalueHToB 65 JeT u crapiie u Goee
MOJIOJIBIX MTALIHEHTOB HE BBISABIIEHO, XOTs KIMHUYECKUE HCCIIeI0BaHUs d(paBUpeH3a He BKIIOYAIN
JIOCTATOYHOI'0 KOJHMYECTBA MAIIUEHTOB 65 JIET U cTapiIe.

Jemu

IIpumenenue sdaBupeHsa y JeTeil B BO3pacTe /10 3 MECSIIEB WM C BECOM MeHee 3,5 KT He

H3y4aJioCh.



dapMaKOKMHETHYECKHE TT0Ka3aTeIn d(paBUpeH3a y NeTeil U B3POCIBIX OBUIH CXOMKHMH.
49 nereit, nomyyaBmuX 103y 3(paBupersa, SKBUBAIEHTHY0 600 MT (1032 pacCUHTHIBATIACH HCXOS
u3 Mmaccbl Tena), Cmax coctaBuna 14.1 MkM, Cmin - 5.6 MKM ® momans 1Ox KpHBOH

«KOHIICHTpaIus-BpeMs» - 216 MkM B yac.

Ilokasanus Kk npuMeHeHNI0
B cocraBe KOMOMHMpPOBaHHON NPOTHBOBUPYCHOH TEparuu JUls JIEYEHHs B3POCIBIX,

TOJIPOCTKOB U J€TeH, MHPUIMPOBAHHBIX BUPYCOM MMMYyHOAebukTa yenoseka (BUY-1).

IIporuBonokazanus
- ['unepuyBCTBUTEIBHOCTD K 9()aBUPEH3Y HIIH JIFOOOMY U3 KOMIIOHEHTOB IIPENapara;
o [leueHounass HeZOCTATOYHOCTH TSDKENOM cTemenu TskectH (kmace C 1o

knaccupukamun  Yaitnn-  Ilero) (cM. pasgensl  «®apMakosoruyeckue CBOHCTBAY,

«DapMaKOKUHETHKA Y 0COOBIX TPYIIIT MALMEHTOBY);

= Hletn ¢ maccoit Tema menee 40 kr (i JaHHBIX JIEKapCTBEHHOH (GOPMBI H
JI03UPOBKH);
. OnHOBpeMeHHBIH mpHeM ¢ TepdeHaIWHOM, acTEMH30JI0M, IHM3ANPHIOM,

MH/1a30J1aMOM, TPHA30JlaMOM, ITMMO3UI0OM, OCHPUANIOM, AaJKaJIOUIAMH CIOPBIHBHU
(HampuMep, SproTaMMH, JUTHAPOIPrOTAMHH, OSPrOHOBHH WM  METHJIIPrOHOBHH),
IIOCKOJIBKY KOHKYPEHTHOE B3ammojelctBue s¢aBupensza ¢ usopepmentom CYP3A4
MOXET IPHUBECTH K MMOJABJICHHIO METa0O0IM3Ma JAHHBIX MPErnapaToB W IOSBICHUIO
NPEANOCBIIOK UL BO3HMKHOBEHHS  CEPbE3HBIX H/WIM  YIPOKAIOIMUX  KM3HH
HEXEJIaTeIbHBIX SBJICHUH (HaIpuMep, apUTMHUH, JUTHTEILHOTO CeAaTUBHOTO d(dexTa uim
YIHETeHUS JbIXaHus) (cM. paszgen «BzaummopeiictBue ¢ JpyruMu JieKapCTBEHHBIMH
Cpe/ICTBaMu»);

. OmHOBpeMeHHBI  IIpHeM ¢ [IpenapaTaMi/MpoAyKTaMH  PAacTHTEIBHOTO
IIPOUCXOKACHUS, COJCPKAIIUMH 3B€pOOOH NpOABIPABIECHHbIH (Hypericum perforatum),
TIOCKOJIBKY IIPH 9TOM BO3MOXKHO CHH)KEHHME KOHLEHTpauus 3paBuUpeH3a B 1ia3Me KpoBU
U, KaK CJIEJICTBUE, CHUKEHHUE €0 KIMHUYeCcKoro addexTa (cM. paznen «B3aumoaeiicTeue
C IPYTHUMH JIEKAPCTBEHHBIMH CPEACTBAME Y );

o O/HOBpeMEHHBI TIPHEM C Ipa3onpeBHPOM/310aCBUPOM H3-32  0KHIAEMOTO
3HAQYMTEJIPHOTO CHWIKEHHS KOHLEHTPALWM B IIJIa3Me€ KPOBH Ipa3olpeBHpa M 3j10acBupa
(eMm. «BsaumonedicTBHe ¢ JPYrHMMH JIEKapCTBEHHBIMM CPEJICTBAMHY»). ITOT ekt

BO3HHMKACT BCJIEICTBUE TOro, 4To 3(aBupen3 unayuupyer uzopepment CYP3A4 um



riaukonporerH P (P-gp), 4ro mpuBoAMT K moTepe BHPYCOJIOTHYecKOd 3((HEeKTHBHOCTH

(TepaneBTHYeckoro 3 pexTa) rpazonpeBrpa/ndbacBupa;

I[e(bnum JIaKTa3bl, HCIICPEHOCUMOCTD JIAKTO3bI, TJIFOKO30-TraJIaKTO3Has

MabadcopOIHs;

Ha3znauenue 3¢)aBI/IpeH3a MManmueHTaM:

IpH HAJIMYMK B CEMEHHOM aHAMHE3€ CJIy4yacB BHE3AIIHOW CMEPTH WU
BPOKIEHHOT0 y/UIMHeHUs uHTepBaia QTc Ha anekTpokapanorpaMMe Win
JPYTUX KIMHHYECKHX COCTOSHHAX, COIPOBOXIAIOIIMXCS YUIMHEHHEM
untepBaia QTc;

C KJIMHHYECKUMH IIPOSBIICHUSAMU apUTMHUU CepJAla HIH KIMHUYECKU
3HAYUMOM Opaaukapauei UJIH XPOHHYECKOU CepJeYHOM
HEJI0CTaTOYHOCTBIO CO CHM)KEHHOH (hpakiiieid BHIOpoca JIEBOro kKelly104Ka
B aHAMHE3¢;

C TsOKEJIBIMM HapyLICHUSMU 3JIEKTPOJIUTHOro OajaHca, HampuMmep,

TUIIOKAJIMEMHUEH UITH FI/IHOMaFHI/ICMI/Ieﬁ;

OHHOBpeMeHHbIﬁ [IpUeM C IpenaparaMy, BbI3BIBAOIIUMHA YIIMHCHUE UHTCpPBaIa

QTc (mpenapatsl ¢ apUTMOTE€HHBIM 3P HEKTOM):

aHTHapUTMHYECKUE Npenapatsl kiaaccoB [A u II1;

HEHPOJICIITUKYU, aHTH/ICTIPECCAHTBI,

HEKOTOpble aHTUOMOTHKH, BKJIIOYAs TIpernaparbl, OTHOCSIIMECS K
CJIETYIOLIMM KJIacCaM: MaKpOJIH/bI, (TOPXHHOJIOHBI, TPOTHBOIPHOKOBbIE
npernaparhl IPOU3BOIHBIE MMH/IA30J1a U TPHUA30JIa;

HEKOTOpbIe HeceIaTHBHBbIC AaHTUTHCTAMHHHBIC Npernapartsl (TepdeHanuH,
acTeMHU301);

LU3aIPUL;

brexanHmUI;

HEKOTOpBIE MPOTHBOMAJISIPUIHHBIE TIPETIApPTHI;

MCTa/I0H.

C 0CTOpPOKHOCTBIO

HaL[PICHTI:I, UMCIOIIMM B aHAMHE3€ IMCUXUATPHUYCCKUEC paCCTPOﬁCTBa, HaxogsTCs B

I'pyNIi€ TMOBBIMIEHHOTO PUCKa IO Pa3sBHTHIO CCPHLE3HBIX HEXKEITATCIbHBIX peaxunﬁ Cco

CTOPOHBI IICUXUKH,



. [TanrenTel ¢ NEUEHOYHOM HEJOCTATOYHOCTBIO JIETKOM M CPEIHEH CTETECHU TSHKECTH
(xyace A u B no knaccuduxannu Yaitna-I1s10);

. [TanmenTsl, HMelOLIME CYy0POTH (B TOM YHCIIE B aHAMHE3€);

o [TanuenTs!, MpUHUMAIOIIKME COIMYTCTBYIOIIAE MPOTHBOCYIOPOKHBIE CPEJICTBA C
IPEUMYIIECTBEHHBIM METab0IM3MOM B IE€YEHM, TaKHe Kak (EHUTOWH, KapOama3erluH,
(denobapOuray, BanbnpoeBas KHUCIIOTA, BHUrabaTpuH (HEOOXOAMMO OCYIIECTBIATH

NIEPHOAMYECKUH KOHTPOJIb KOHIICHTPAIIUH B KPOBH);

. OnHoBpeMEeHHOE PUMEHEHHUE C JapyHAaBHPOM, apTeMeTepoM/TroMe(aHTpUHOM.
® He  pexomenayercs — OQHOBpeMEHHOe  IpUMEHeHHe  ddaBUpeH3a ¢
BeJnatacBupom/codocOyBHpoM WIH v

BEJIIIaTaCBUPOM/BOKCHIIAIIPEBHPOM/COPOCOyBHPOM;

. OnnoBpeMeHHOE MpUMeHeHue (aBupeH3a ¢ rieKanpeBUpoM/THOPEHTACBHPOM.

IIpumenenne npu 6epeMEHHOCTH H B NEPHO/ IPY/AHOI0 BCKAPMJIMBAHHS

[Ipu neuennn sdasupens3omM cieryeT u3berarh HacTyIeHus 6epemenHocTH. HeoOx01mmo
UCII0JIb30BaTh HAJIEXKHbBIE METO/bI OapbepHON KOHTPALEIIIMU B COYETAHHH C JIPYTHMHU METOIaMH
(B TOM 4HCJIE€ IEPOPaANIbHBIE MU JPYTHE FOPMOHATBHBIE KOHTpaLenTuBbI). [T0cK0IbKY 3(haBrpeHs3
UMEET JUIMTEJIbHBIA MEPHO/ TOJyBBbIBEICHHUS, HEOOXOIUMO HCIIOJIb30BaTh HACKHBIE METO/IbI
KOHTpALECIIMU Ha NPOTsHKEHUU 12 Henenb mnociie npekpaieHus jgedenus s¢asupenzom. [lepen
Ha4ajioM JIe4eHUs 3(paBUPEH30M JKEHIIMHBI, CIOCOOHBIE K JAETOPOKACHHUIO, T0JKHBI IIPOMTH TECT
Ha OepeMeHHOCTh. D(aBUPEH3 HE CIIeAyeT IPUMEHSTEH BO BpEMs O€PEMEHHOCTH, 38 HCKITFOUEHHEM
CJIy4aeB, KOrja IOTEeHIMaIbHas 110J1b3a JJISl MAaTepU MPEBBIIIAET BO3MOXKHBIH PUCK JUTS TUIOJIA U
HET IpyTUX aJbTePHATUBHBIX METOI0B JIeUeHHs. EciM jKeHIMHa TpHHIMaeT 3(aBupeH3 BO BpeMs
MIEPBOr0 TPUMECTpa OEPEMEHHOCTH MM OEpPEeMEHHOCTh HAcTyNmaeT BO BpeMs IPHMEHEHHS
>(baBHupeH3a, OHa JOJDKHA OBITh IIPEIyIIPEKIeHa O MOTEHIIMAIBLHOM BPE/Ie VIS IIIOJIA.

He mnpoBoamioch afeKBaTHBIX M KOHTPOJHUPYEMBIX KIMHHYECKHX HCCIIEOBAHUN C
y4acTueM OepeMeHHBIX. B mocTperucrpaiimoHHOM mepuoje ObUTH IOJYYeHBbI COOOIIEHHUS O
NpUMEHEHNH 3(aBUpPEH3a B COCTaBe KOMOMHUPOBAHHOM aHTUPeTpOoBUPYCHOM Tepanuu (APBT) B
nepBoM TpuMecTpe GepeMeHHoCcTH. He coolimanock 0 HamHuuu crenuduueckux 0coOeHHOCTEH
(YBEJIMYEHHUS 4acTOTHI) TIOPOKOB PAa3BUTHS Y HOBOPOXKIEHHBIX. TOJIBKO HECKOJIBKO COOOIIECHUM
comepkand MHOOPMALMIO O CIydasx pa3BUTHS J1e(EKTOB HEPBHOW TPYyOKH, BKIOUas
MEHUHIOMHETIONEeNe. bBONBIINHCTBO TaHHBIX COOOIIEHHH OBLTM  pPETPOCIIEKTHBHBIMH, U
IPUYHHHO-CJIEICTBEHHAS CBSA3b He ObLIa M3ydeHa.

bb110 nmokaszano, 4To 3(aBUPEH3 BBIACISAETCS C TPYAHBIM MOJOKOM KOPMSIIUX YKEHIIUH.
He wumeercs pocrarounoit mHdopMmamuu o JeHCTBHH S(aBUpeH3a Ha HOBOPOXKIEHHBIX H
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MutaieHeB. JKeHmuHaM, IpUHUMAIOIUM 3(haBUpPEH3 B EPUO/T JIAKTAI[MH, KOPMJIEHHE IPYIbIO HE
pekomenayerca. Bo wusbexanue nepenaun BUY Hu npu kakux obcrosrenscrBax BHU-

HH(bI’II.IPIpOBaHHI)IM MaTepsAM HE PEKOMCHAYETCA KOPMUTH I'PY ABIO.

Cnocob npuMeHeHHs U 103bI

DdaBupeH3 NpUHUMAETCS BHYTPh. PeKoMeHyeTcss puHUMaTh >(GaBUpeH3 Tepea CHOM
Haromak. [ToBelneHne KoHUEHTpauuu dpaBUpeH3a B KPOBH, HAOIOJaeMOe MPH MPUMEHEHHH
5(aBUpeH3a BO BpeMs IpUEMa MHIIH, MOKET IPUBECTH K MOBBIIIEHUIO YaCTOThI HEXKEIATeTbHbIX
peaxkuuii.

Tepanuio sdaBupeH3oM H0/DKeH Ha3HA4YaTh Bpady, MMEIOIIMHA ONBIT JieuyeHus BUY-
UHpEKIUH.

DdaBupen3 N0KEH Ha3HA4yaTbCs B KOMOHHALMU C JAPYTMMH AHTHPETPOBHPYCHBIMH
JIEKapCTBEHHBIMHU CPEJICTBAMH.

B3pocarbie

Ddasupen3 HazHavaetcs: B komOuHanuu ¢ HUOT ¢ wiu Ge3 unruburopa nporeasst BUY
1o 600 mr 1 pa3 B cyTkH.

Koppexyus 003

Ecmu sdasupens npuMmensiercs 0JHOBPEMEHHO C BOPUKOHA30JIOM, /103a BOPUKOHA30J1a
JoJkHa ObITh yBennueHa 10 400 mr 2 pasa B CyTKH, a 7103a 9(paBHpeH3a JI0JKHA OBbITh yMEHbIIIEHA
Ha 50 %, To ectb 10 300 Mr 1 pa3 B cyTku. [Tocie nmpekpalieHus Tepaniy BOPHKOHA30JI0M JI0JDKHA
MPUMEHSATLCA NepBOHAavYalbHas A03a 3dasupenza (600 mr) (cMm. pasgen «BzaumojeicTBue ¢
JPYTHMHU JIEKAPCTBEHHBIMH ITperapaTamMmu).

Ecnu a¢aBupen3 npumeHsieTcsi OJHOBPEMEHHO ¢ PU(PAMITHIIHHOM Y MAIHEHTOB ¢ MacCOM
tena S0 kr u 6osee, MoKeT ToTpedoBaThCs yBeInueHue 10361 ddhaBupensa 1o 800 mMr 1 pa3 B cyTKu
(cM. paszen «B3aumoneiicTBre ¢ IpYTrUMHU JIEKAPCTBEHHBIMHU MIPENapaTaMmy).

Jern ot 3-x Jer

Ddasupen3 Ha3HauyaeTcsl B KOMOMHAIMK ¢ HHrHOMTOpOM npoTeassl BUY w/umu HUOT.,
Jlns pereit ot 3 ser 103bl MOAOHPAIOTCS B 3aBUCHMMOCTH OT Macchl Tena (cm. TaGmumy 1).
DdaBupeH3 MOKET Ha3HA4YaThCS TOJBKO TEM JETSM, KOTOPBIE MOTYT HPOIJIATHIBATH TaOJIETKH.
besonacnocTh 1 2 dekTHBHOCTD TpUMeHeHHs dhaBupen3a y AeTeil Miaiie 3 JIET MM Maccon
Teja MeHee 13 Kr He yCTaHOBJICHBI.

Tabnuna 1. Jlo3s! a1s feteit npu HasHaueHUH S(aBUpeHs3a OJMH Pa3 B CyTKH

Macca teua, Jloza npenapara
KT ypaBupens 600 mr
Ot 40 u Gonee 600




Halll/leHTbl ¢ MOYEeYHOH HeJOCTATOYHOCTHIO

(DapMaKOKI/IHeTI/IKa 3(1)aBI/IpeH3a Yy HNalHu€HTOB C MMOYEYHOW HEJI0CTATOYHOCTHIO HE
H3y4ajach, OJTHAKO B CBSI3HU C TEM, YTO B HEU3MEHHOM BH/I€ ITOYKAMHU BBIACIIsIETCS MeHee | % 1035l
3(baBnpeH3a, HapyHmeHue (byHKU,I/II/I IIOY€K HC JOJ/DKHO OKa3bIBaTh CYIICCTBCHHOTO BJIMSHHS Ha

BbIBeJIEHHE d(haBupens3a (cM. pazzen « OcolOble yKazaHusy).

ITanueHTsI ¢ NeYeHOYHOI HeI0CTATOYHOCTHIO

Y nauMeHTOB ¢ 3a00JeBaHMSIMH IICUEHHM JIETKOH CTENEHH TSKECTH He Tpebyercs
U3MeHeHue J103bl ddaBupensa. IIpy 3TOM manMeHTHl JOKHBI TIIATEIBHO HAOIONATBCS Ha
HAJIMYKE BO3HUKHOBEHHs HEXKEJIaTeIbHBIX MOOOYHBIX peaKifii, 0COOEHHO CO CTOPOHBI HEPBHOM
cucTeMsl (cM. paszzen «Ocolble yKazaHus ).

He pexkoMeHnayercs TNpuMeHEHHe Tmperapara Yy [alMEHTOB ¢  [EYECHOYHOM
HEJI0OCTATOYHOCTBIO CPEHEN CTENEHU TSKECTH, MTOCKOJIBKY Ha TaHHBIH MOMEHT HEIOCTaTOYHO

JIaHHBIX, 4TOOBI YCTAHOBUTD, HY)KHA JIM B TAKUX CJIy4asX KOPPEKIUs N03bI.

IToGouHnoe neiicTBue

OO0t npoduie 6e30macHOCTH

B nenom adaBupens Xopoio nepeHoCHsICs B KIMHHYECKUX HCCleI0BaHusgX. B moarpymme
MalMeHTOB, NpPUHUMABIIMX d3¢paBupeH3 B go3e 600 mr 1 pa3 B CyTKM B KOMOWHAIMH C
uHruouropamu nporeazsl BUY w/mimm HUOT, nauGosnee yacthiMu (110 MeHbIIeH mepe y 5%
MALMEHTOB) HEXKENATEIbHBIMU PEAKIMSIMUA KaK MHHUMYM CpPeJIHEH TSKECTH OBLTH KOYKHAsI ChINb
(11,6%), ronoBokpyxenwue (8,5%), rourHora (8,0%) ¥ moBbIIEHHAs yTOMIIIEMOCTH (5,5%).

HaubGonee 3amMeTHbIMM HeXeNIaTeJIbHBIMU SIBICHUSMH, CBSI3aHHBIMH C IPUEMOM
3(haBUpeH3a, SBISUTHCH KOXKHAS ChINTb U CHMITTOMBI CO CTOPOHBI HEPBHOU cHCTEMbI. CHMITTOMBI CO
CTOPOHBI HEPBHOM CHCTEMBI OOBIYHO MOSIBJISIIUCH BCKOPE MOC/Ie Havasla Tepalyy U, Kak paBuJIo,
Hcye3aly nocie 2-4 HeJenb Teparnuu.

Taxxe y manueHTOB, NMPUHUMABIINX 3(aBUPEH3, HAOMIONANINCH TSUKEIbIE PEaKIMU CO
CTOPOHBI KOXH, Takhe Kak cuHApoM CTuBeHca-J[>KOHCOHa M MHOrO(OpMHas SKCCyTaTUBHAS
DPUTEMA; HAPYIIECHHUS IICUXUKH, BKIIOYAs TSIHKEIYIO JACMPECCHIO, CMEPTh BCIICJICTBHE CYHIIHIA H
IICHX0301107100H0€ TTOBEJEHHE, a TAKXKe CYJOPOKHBIC TpHaIKi. [Ipn npuMeHeHun ¢aBupen3a
OJTHOBPEMEHHO C MHUIIEH MOXKET YBEIMYMBATBHCS €TI0 CUCTEMHAas SKCIO3UIUS, YTO MOXKET
MPUBOMTE K YBEJIHUYEHHIO YaCTOTHI HEXeIaTeIbHBIX peakiui (cM. « OcoOble yKa3aHUs»).

[Tpodub Oe30nmacHOCTH TpH JUIHTEIBHON Teparny, BKIIOYAoIIei 3(haBupeHs, OleHHBAIH
B X0JIe KOHTPOJIMPYEMOT'0 UCCIIEI0OBaHMsI, B KOTOPOM MAllUEHThI MPUHUMAITH 00 3daBupens +
3UJIOBYZIMH + jlaMUBYIMH B Teuenue 180 nenesns, 1100 s¢aBupen3 + nHauHaBUp B TeueHue 102

HECIIb, 60 UHIUHABUD + 3UAOBYJMH + JIAaMHBYJIHWH B TedeHHe 76 HeIelb. JINTCJIBHOC
y
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npuMeHeHue >(haBUpeH3a B XOJe JaHHOTO HCCIIEJOBAHHS HE COMPOBOXKIANOCH MOSBICHHEM
KaKUX-T1M00 HOBBIX JAHHBIX 110 OE30IIaCHOCTH.

Huoke npHBeieHb! CpeTHETsIKENbIE W TSKEIIble HEeXKeNaTe/IbHble PEaKIiH, B OTHOIIEHHH
KOTOPBIX ObLIa YCTAHOBJIEHA BO3MOXKHAs MPUYHHHO-CJIEJACTBEHHAs CBS3b C NPUMEHSABIIMMCS
PEIKHUMOM TepaIuH (110 MHEHHIO HCCIIEI0BATENCH ) U KOTOPbIE HAOIIOAATHCh B X0/1€ KIIMHHYECKHX
WCCIIENIOBaHUH  d(aBUpeH3a, IPUMEHSBINETOCSs B PEKOMEHIOBAHHOM 03¢ B  COCTaBE
koMOunupoBanHoit APBT.

KypcuBoM BbIIeTIeHBI HEXelaTeabHbIEC SBJICHHS, KOTOPbIe ObLIM 3aperHCTPUPOBAHBI B
MIOCTPETUCTPALIMOHHBIH IepUO/T MPUMEHEHHs 2()aBUpeH3a B COCTaBe KOMOMHUPOBAHHOW TEpPAITHH.

YactoTa HexenaTeNbHBIX SBJICHHN MPHBEACHA MO CIEIYIOMEH KIacCH(PUKAIMU: OYEHb
yacto (=1/10); wacto (>1/100, <1/10); Hewacto (>1/1000, <1/100); pexxo (>1/10000, <1/1000);
oueHb peako (<1/10000).

Hapyiienust co cTOpoHbI HMMYHHOHN CUCTEMBI

Heuacro: TANECPIYyYBCTBUTCIIBHOCTD.

Hapyienus co CTOPOHBI OOMEHA BEHICCTB U IMTUTAHUI

Yacro: runepTpurinuepuieMus® ; He4acTo: THIEPXOJIeCTePHHEMHS Y .

Hapy1ienust ncuxmku

Yacro: nmaTosornyeckue CHOBHICHHUSI, OECIIOKOUCTBO, Jerpeccusi, 0ecCOHHUIA* ; HeYacTo:
CKJIOHHOCTB K a)(eKTy, arpecCUBHOCTb, CITyTAHHOCTH CO3HAHUS, HACTPOCHHE CO CKJIOHHOCTBIO K
sHopuM, TAUTIONUHALNKN, MaHHs, NAPAHOUJAIBLHOE IMOBEAEHHE, NCUX03', CYMIHIAIbHbIE
TIOTIBITKH, CyHMIUAIbHBIE HAMEPEHHUSI; PEJIKO: Oped ', Heepo3”, cmepmb 6ciedcmsue cyuyuoa’™*.

Hapymenus co CTOPOHBI HEPBHOU CUCTEMBI

YacTo: HapyIeHUs MO32KCeUK0801 KOOPOUHAYUU U PABHOGECUs. ', PACCTPOUCTBO BHUMAHHUSI
(3,6%), romoBokpyxenue (8,5%), romoBueie Gomu (5,7%), comnmuBocTh (2,0%)*; HewacTo:
TPEBOXKHOE BO30YXKICHUE, aMHE3Usl, aTaKCHsl, HApyIICHHE KOOPAWHALNK JBM)KEHUH, CYI0POTH,
HapyILIEHUE MBILUICHUS, mpemop’.

Hapymenus co CTOPOHBI OpraHa 3pCHUs

Heuacrto: HeueTKOCTH 3PUTCJIbHOTO BOCIIPUATHSA.

Hapymenus co CTOPOHBI OpraHa cjivxa u HaGHpHHTHbIe HAapyIeHUA

HeuacTo: wym 6 ywax’, Bepruro.

Hapymenus co CTOPOHBI COCYIOB

Hewacro: «npunuswi» kposu k kooice ruya’.

Hapyenus co CTOPOHBI XCJTYIOYHO- KHINIEYHOI'O TpaKTa

Yacro: Gosu B )KHBOTE, IHapesi, TOIIHOTA, PBOTA; HEYACTO: TAHKPEATHT.

HaDYIHeHI/IH CO CTOPOHBI MTEYEHU U JKEITUYEBBIBOISIIIUX ITYTEH
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Yacro: IIOBBIILIEHHE AKTUBHOCTHU acrapraTaMMHOTpaHchepasbl (ACT)*,
ananuHamuHOTpancdepasel (AJIT)* u ramma-riytamunrpancdepassl (I'TT)*; HedacTo: ocTphit
TCIIaTUT; PEJIKO: neYeHOYHAas HedOCmamoyHocme™™.

Hapymenus co CTOPOHBI KOYKH U ITOJKOKHBIX TKaHEH

Ouenp vacto: koxHas cbimb (11,6%); 4acTo: KOXKHBIA 3y[; HEYacTO: MHOro(popMHas
SKCCyJaTHBHAs dpuTeMa, cuuapoM CruBeHca-/DKoOHCOHA*; penko: gomoanniepeuueckuil
oepmamum’ .

Hapymenus co CTOPOHBI ITOJIOBBIX OPraHOB U MOJIOYHOM KEJI€3hI

Heyacro: runekomactus.

OO011e paccTpoiicTBa

YacTo: noBbIIIIEHHAS Yy TOMJISIEMOCTb.

* - Bonee moapoOHOE OMHUCAHKE CM. HHIKE.

" — JlaHHBIE HEXeJaTeNbHbIe peaKlinuH ObUTH 3aUKCHPOBAHBI B MOCTPErHCTPALIMOHHBIH
NepHOJl HAaOIFOJCHHUSA: YaCTOTY TUX PEAKLMil ONPEeesIsii, UCIIONb3Ys JNaHHbIE, NONYUYEHHBIE B
Xo/e 16 KIMHUYECKUX UCCleIOBaHM (y4acTBOBaIM 3969 manueHToB).

" — 9TH HeXKeJlaTeIbHbIe PeaKIIu ObUTH 3a) HKCHPOBAHBI B IIOCTPErHCTPALIMORHBIIN IEPHO.
HaOJIOIEHNUs, OJHAKO y IAIWEeHTOB, NMPHHAHWUMABIIKX 3(GaBUPEH3 B Xoae 16 KIMHHUECKHUX
MCCIIE/IOBAHHM, O HUX HE COO0IIAIOCh KaK O sSBJIEHUSIX, CBSI3aHHBIX C IPUMEHEHHEM Mpernapara. B
COOTBETCTBUH ¢ KiaccH(uKanuei 1Mo yactore 3TH MOOOYHBIE SIBJCHHs ObLIM PACIEHEHBI KaK
HaOJIIOJIaBIINECs «PEKO» (HAa OCHOBAHMHM OIEHKH BEpXHeH rpaHuibl 95% 10BEpUTETLHOIO
uHTepBasia Juis O ABJEHMH B pacueTe Ha KOJIMYECTBO MMAIlMEHTOB, NPMHMMABIINX >()aBUPEH3 B
XO/Ie YKa3aHHBIX KJIIMHHUYECKUX HccieioBaHui (n= 3969)).

OnucaHue 0T/IeIbHBIX HEKeJATEeIbHBIX SIBJICHHI

Kooicnaa coinb. B X0/1e KIMHUYECKHX HCCIIEI0BAHM KOKHAs ChIlb HAabIoanack y 26 %
NalUeHTOB, MPUHUMaBIIKX 3¢aBupen3 B no3e 600 mr, mo cpaBHeHHIO ¢ 17 % NaKMEHTOB B
KOHTPOJIBHBIX rpyImax. ¥ 18 % nanueHToB KoJKHas ChIb ObLIa CBsI3aHHA ¢ IPHEMOM d(aBHpeH3a,
npu 31oM y 1,7 % nanueHToB npHeM npenapara ObUT IpeKpalieH |3-3a MOSBICHUS KOXKHOM ChIIH.
YHacrora pa3sBuTHst MHOrOOpMHOM KCCYaTUBHOM dpuTeMbl M cunapoma CTHBeHca - JHKOHCOHA
cocraBuiia npumepHo 0,1 %.

Ciyyan KOXHOHM CBIMH 3aperucTpupoBanbl y 59 u3 182 nereit (32 %), momydaBmInx
nedeHne 5GaBUpPeH30M B 3 KIMHHYECKUX HMCCIIEIOBAHUIX CPEIHEH IPO0IKHTEILHOCTBIO 123
Heztenn. Y 6 jietel cbinb Obuta TsDKesoi. [lepen HavyamoM Tepanuu >(paBUPEH30M y JeTel uM
MOXET OBITb PEKOMEHJ0BAaHA COOTBETCTBYIOIAs aHTHIMCTAMHHHAs Tepanus B KadyecTBe
npodunakTuki. OGBIYHO Pa3BUBAIOTCS C1ab0 WM YMEPEHHO BBIpAKEHHBIE MAKYJIONAIyIe3HbIE

KOJXHBIC BBICBIIIAHUSA, KOTOPBIC INOSBIISIOTCS B TEYECHHUE IIEPBBIX ABYX HEACIBb IIOCJIIC Hayaja
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Tepanuu ddaBupeH3oM. Y GOJBIIMHCTBA MAIMEHTOB KOXKHAsK CBIITb HCYE3AET TPH MPOI0IKEHHH
Tepanuy 3(paBUPEH30M B TEUEHHE OJTHOTO Mecsia. D(haBUpeH3 MOXKET OBIThH MOBTOPHO Ha3HAYeH
MalUeHTaM, KOTOpble IPEKpaTW/IM €ro MpueM U3-3a TOSBICHUS KOXHOW coimu. [lpu
BO300HOBJIEHHM Tepanuu 3(aBUPEeH30M PEKOMEHIYETCs TaKyKe MPHHUMATh COOTBETCTBYIOIIHE
6Js10katopsl Hi-rucTaMMHOBBIX pelenTOPOB W/ UM KOPTHKOCTEPOH/IBL.

Mmeercss orpaHuYeHHBIH ONBIT NpPUMEHEHHs 3(aBUpeH3a y MaIlHEeHTOB, KOTOPBIE
NPEKPaTHJIM TEpanui APYTMMU aHTHPETPOBUpPYCHbIMM mpenapartamu u3 rpynnsl HHUOT.
Yacrora peumamBa KOKHOHM CBIMHM IOCJE IEpexoga ¢ Tepalid HEBUPAIMHOM HaA TEPAIHIO
5(}aBUpEeH30M, B OCHOBHOM OIICHEHHasi IO OMyOJMKOBAHHBIM PETPOCIICKTHBHBIM IaHHBIM,
cocrasuina or 13 % npo 18 %, u comocraBuMa ¢ 4YacTOTOM, BBISIBICHHOH Y MaIlMEHTOB,
[IPUHAMABIIMX 3()aBUPEH3 B X0/1€ KIIMHUYECKUX MccienoBanuii (cM. OcoOble yka3aHwus).

Cumnmomst co cmoponsl ncuxuku. Y HEKOTOPBIX ITallACHTOB, NPUHUMABIINX
3(aBupens, HaOIIONATNCh Cepbe3Hble HEXKEIATeNbHbIC SBICHHS CO CTOPOHBI ICHXHKH. B
KOHTPOJIMPYEMBIX KIMHUUECKUX UCCIIeIOBAHUSAX YaCTOTa BOSHUKHOBEHHSI OT/ICIBHBIX CEPbE3HBIX
HE’KEeJIaTeNIbHBIX SBJICHUN CO CTOPOHBI IICUXUKHU ObliIa clieayrommei: Tsokenas aenpeccus 1,6 % B
rpylIe IauUeHTOB, NpHHUMaBIIMX KomOuHHMpoBaHHYI0 APBT ¢ sdaBupenzom u 0,6 % B
KOHTPOJIbHOW TpyIIe NAalMeHTOB, cyuluaaibubie Hamepenust 0,6 % u 0,3 %, cyuuuaaibHble
noneITku 0e3 neranbHoro ucxoma 0.4 % u 0 %, arpeccuBHoe moseneHue 0.4 % u 0,3 %,
napanougansuele peakiuu 0,4 % u 0,3 %, manuakanbHble peakiuu 0,1 % u 0 % cOOTBETCTBEHHO.

[TauuenTsl, uMelOIKE B aHAMHE3€ TCUXUYECKHE pPAacCTPOMCTBA, HAXOAATCS B IpyIIe
MOBBILIEHHOTO PUCKA 110 Pa3BUTHIO JIAHHBIX CEPHE3HBIX HEKEIATEIbHBIX SIBJICHUH CO CTOPOHBI
IICUXUKHU C 4aCTOTOM BO3HUKHOBEHUS Ka)/I0r0 M3 BBILIENEpEeYUCICHHBIX siBIeHUH oT 0,3 % 11
MaHHaKaJIbHBIX peakuui 10 2,0 % 11 TAKEI0M JeNpeccuu U CyuuIalbHBIX HamepeHuil. Takxke
B IIOCTPETrMCTPALIMOHHOM IEPUOJIE TOJYUYEHBI COOOILIEHHUS O CIy4asxX CMEpPTH B pe3ysbTaTe
CyHuIH/1a, OpeIOBBIX pacCTPONUCTBAX U TICHX030110I00HOM TTOBEICHUH.

Cumnmompt co cmopoHbsl HepEHOIL cucmeMmspl. Y TIALIMEHTOB, TPUHUMABIINX d(haBUPEH3
B n103¢ 600 Mr B paMKax KOHTPOJMPYEMBIX KIMHHYECKUX HCCIICJOBAHUI, YacTO HAOIIOJaTHCh
CIIEAYIOLIME  HEKENaTeIbHbIE  pEeaklUU: TOJIOBOKpY)KEHHE, OECCOHHHIA, COHJIUBOCTD,
pacCcTpOMCTBO BHUMAHUS, KOILIMapHbIE CHOBHJEHHs. Taike HaOMOJAIUCh U JIpyTUe
HE)KesIaTeIbHbIe ABJIeHU. CpeHeTsKebIe U TSHKEIbIe CUMIITOMBI CO CTOPOHBI HEPBHOH CHCTEMBI
Habmonanuch y 19 % (tshkensie— y 2 %) ManMeHToB, TOTJa KaK y MAlMeHTOB, IOJIyYaBIInX
KOHTPOJIbHYIO TEpanuio, 3TOT IoKas3arenab coctaBwil 9 % (tskensie— y 1 %). B xone
KJIMHUYECKUX HCClieIoBaHui 2 % MalnueHToB, MPUHUMABIIMX d()aBUPEH3, TPEKPATHIIA TEPAITHIO

U3-3a BbINICYKa3aHHBIX CUMIITOMOB.
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CHMITOMBI CO CTOPOHBI HEPBHOMN CHCTEMBI OOBIYHO HAOFOIAIMCEH B TEUEHHE [IEPBOTO MK
BTOPOTO JIHS 1TOCJIE HayaJla Tepaliy U B OOJIBLIIMHCTBE CITyYaeB HCYE3AlId B TEUCHHE MEPBBIX 2-4
HezeNlb. B ucenenoBanny ¢ yyacTueM HeMH(UIIMPOBAHHBIX JI00POBOJIBIEB PENPE3eHTATUBHEIMN
CHMIITOM CO CTOPOHBI HEPBHOM CHCTEMBI BOSHUKAJ B CPEHEM uepe3 | 4 rmocJie nprema mnpernapara
U Juiiiics B cpeaHeM 3 4. CUMITOMBI CO CTOPOHBI HEPBHOM CHCTEMbI Pa3BUBAINCH Yallle, €CIIH
>(haBupeH3 NPUHUMAIIM BO BpeMs IpHeMa MHUIM. Bo3MOXHO, 3T0 00YCIOBIEHO MOBHIEHHEM
KOHIEHTpalKHu 3(haBUpeH3a B IUIa3Me KPOBU B TaKHUX YCIOBHAX (cM. DapmakokuHeTHKa). J{iis
YJIYYIICHHs [TEPEHOCUMOCTH IIpernapaTa B OTHOIIECHUH JaHHBIX CUMITOMOB B TEUEHHE IMEPBBIX
HeJleIb Tepaluu pPEKOMEHIYEeTCs INPUHUMATh Ipernapar IMepe]l CHOM. DJTOT peXHM IpHeMma
PEKOMEHYETCsS M TEM ITallMeHTaM, Y KOTOPBIX MPOAOJIKAIOT HAOMI0JaThCsl JaHHBIE CUMITTOMBI
(cM. Cnoco6 npumeHeHus W J103b1). CHIDKEHHE 03Bl MJIM JIPOOHBIA MPHEM CYTOYHOM 03B
00BIYHO He J1al0T OJIaronpusTHOrO ¢ deKra.

AHaJIu3 JaHHBIX 10 JTUTEIbHOMY IPUMEHEHHIO MperapaTa mokasa, 4to mnocie 24 Heielb
TEpaIruy 4acToTa BhepBLIe BO3HMKIIHUX CUMIITOMOB CO CTOPOHBI HEPBHON CUCTEMBI Y TTAIIUEHTOB,
NPUHUMABIINX 3(aBUpeH3, OblUTa B 11E€JIOM CXOIHOM C TAKOBON B KOHTPOJILHOM IpYIIIE.

Ileuenounaa nedoocmamounocme. B octperucTpaliioHHBIN EPHO/T HAOIIOICHUS OBLIO
3apErUCTPUPOBAHO HECKOJIBKO CIIy4YaeB IEUYEHOYHOW HEJOCTAaTOYHOCTH, BKJIIOUAs ciydaun 0Oe3
yKa3anui Ha 3a0oieBaHHs IEYEHH B aHAMHe3e, a Takke 0e3 JPYTHX BbISBJIECHHBIX (AKTOPOB
pUCKa. YKa3aHHBIE CIydal XapaKTepPHU30BAIUCh MOJHHEHOCHBIM TEYEHHEM; B psJiE CIIyYaeB
noTpedoBaach TPAHCIIAHTALIUS [IEYCHH HJIH COOOIIAIOCh O CMEPTH ITallMEHTA.

Cunopom eoccmanognenuna ummynumema. Y BUU-uHGUIMPOBAHHBIX MAIUEHTOB C
TSOKEIBIM  MMMYHOAEDUIIMTOM B Havajle MpoBedeHUs komOuHupoBanHoW APBT wmoxer
MIOBBICHTBCS PUCK BO3HMKHOBEHHS BOCIAIUTEJILHBIX pEaKIMii Ha HEAaKTUBHBIC MM OCTATOUYHBIE
OMIOPTYHHCTHUYECKHE HHPeKIMU (cM. OcoOble yKa3aHHusl).

Jlunooucmpogua u memabonuueckue Hapywienus: xomOunuposannas APBT
ACCOLMUPYETCs C IEepepaclpesie]ICHHeM SKHPOBOM TkaHU Tena (numomuctpodueit) y BUY-
MHQUIMPOBAHHBIX MAI[MEHTOB, BKIIOYAs MCTOLIEHHE TepH(EPUUECKO U JIMIEBON MOAKOKHO-
)KUPOBOM KJIETYATKM, €€ HAKOIUIEHHE BO BHYTPUOPIONIMHHOM IPOCTPAHCTBE, BHYTPEHHHX
oprasax, 3aJHel yacTH meu («ropd OyiBosa») v rUmepTpodUIO rpyIHBIX Keles.

Kom6unupoBannas APBT MoyeT BbI3BaTh MeTabOJIMYECKHE HApYyLIEHHs, TaKHE Kak
TUIIEPTPUTIIHLIEPHIEMHUS, TUIIEPXOJIECTEPUHEMUS, UHCYJIMHOBAs PE3UCTEHTHOCTD,
TUMEPrIIMKEMHUs U runepiakrareMus (cMm. OcoOble ykazaHus).

Ocmeonekpo3. Habmonanucy ciiyyan 0oCTEOHEKPO3a, IIPEUMYIIECTBEHHO Y HAIMEHTOB C

XOPpOIIO U3BECTHBIMU (haKTOpaMH PUCKa, ¢ JutnTebHoM BUY- nHbeKkrel, a TakKe y IalueHToB,
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KOTOPBIE JUIMTEIBHO IPHHUMATH KoMOUHUpoBaHHY10 APBT. OtHako yacToTa 3TOro 0CI0KHEHUS
He ycTaHoBieHa (cM. OcoOble yKa3aHus).
Jlabopamopnbie nokazamenu

«ITeyenoyneie» depmentor: noseimeHne aktuBHOCcTH ACT u AJIT Gosee uem B 5 pa3

BhIlIE BepXHeH rpanuibl HopMbl (BI'H) nabmoganocs y 3 % manuentos u3 1008, mpuHUMaBIIHX
shasupens B 103e 600 mr B cyTkH (5-8 % 1npu utnrensHoit APBT ¢ aaBupen3om). AHAIOTHUHOE
NIOBBIIICHUE HAOIIOIAJIOCH Y MAIMEHTOB KOHTPOJIBHOMU rpyIbl (5 % mpu jumntensHoit APBT Ge3
spasupensa). [Toseimenune aktuBnoctr ['T'T Gonee yem B 5 pa3 eime BI'H nabmonanocs y 4 %
BCEX NalMeHTOB, NpuHMMaBmux 600 mr sdasupensa, u y 1,5-2 % manueHTOB U3 KOHTPOJILHON
rpynnsl (7 % npu jumtensnoir APBT ¢ adaBupensom u 3 % npu umtensHoit APBT Ge3
shaBupensa). M3ommpoBannoe nosbimieHre aktuBHOCTH [T T y HarMeHTOB, MPUHAMAIOMIAX
5(haBUpEH3, MOKET yKa3bIBaTh HA WHIYKIUIO (EPMEHTOB. B KIMHHUYECKOM HCCIIEOBAHUH MPH
amatenbHoit APBT okorno 1 % naiueHToB B KaX/101 H3ydaeMo# TpyIine MpeKpaTHId TEParuio B
CBSI3M C HAPYLIEHUSMHU CO CTOPOHBI ITEYEHHU U JKETUEBBIBOISIINX Ty TEH.

AMHMIIa3a: aCHMITOMAaTHYECKOE YBEJIMYCHHE aKTUBHOCTH aMHJIa3bl B CBIBOPOTKE KPOBH,
Ooniee yeM B 1,5 pasa npesbimatoriee BI'H, 66010 BoisiBieHo y 10 % manueHToB, MIPUHAMABIINAX
>baBupens, u y 6% TANMEHTOB KOHTPOJBHBIX rpymn. KiIMHHYECKOe  3HAueHHe
ACHMMIITOMAaTHYECKOT'0 MOBBIIIEHUS AKTUBHOCTH aMUJIa3bl B CHIBOPOTKE KPOBH HEU3BECTHO.

Jlvunuzael: moBblIeHHE KOHIEeHTpauuu obmero xosnectepuna (OXC) na 10-20 %
Habo1a10¢h y HeMH(UIMPOBAHHBIX JI00POBOJIBIIEB, IPUHAMABIIKX d(paBupen3. B KIMHHUECKHX
UCCIICZIOBAaHUX IPUMEHEHUs pa3InyHOoN komOuHupoBanHOH APBT ¢ adaBupeH30M y manueHTos,
panee He mnosydaBmux APBT B Teuenune 48 Henenb nedeHus HaOIOJATOCH TOBBIIICHHE
koHueHTpauun OXC nHa 21-31 %, XoyecTeprHa JUIMONPOTEHHOB BHICOKOW MIOTHOCTH (XC
JITIBIT) na 23-34 % u tpurimuuepunoB Ha 23-49 %. Jost MAMEHTOB, Y KOTOPBIX OTHOLIEHHE
OXC/XCIJITIBU 6b110 Gonblue 5, He U3MEHUIIACh. BemMunHa u3MeHeHUs! KOHIIEHTPAIMH JIMITHIOB
MOKET OBITH 00YC/IOB/IEHA TaKMMH (aKTOpaMu, KaK ITHTEIbHOCTH TEPAIlMH U MPHEM JPYTHX
JICKapCTBEHHBIX CPEJICTB B cocTaBe KoMOMHUpoBaHHOH APBT.

Bzaumoneiicteue [IPU IPOBEJICHUU Te€CTa Ha KAHHAOUHOMJIBI: B(baBHpeH3 HEC CBA3BIBACTCA

C KaHHAOMHOMJHBIMHM PELENTOPaMH, OJHAKO HMEIOTCS COOOUIEHHS O JIOKHOIOJIOKUTEILHBIX
pe3yJibTaTax aHaji3a MOYM Ha KaHHaOMHOUb! y HEMH(PHUIUPOBAHHBIX T00poBOJbIEB 'y BIU-
MHOHLIUPOBAHHBIX ITAlIMEHTOB, MPUHUMABIINX dS(aBupen3. I[l0J0KHUTENbHBIA pe3yabTaT
CKPUHHUHI-TECTa HAa KaHHAOMHOUIBI PEKOMEHIyeTCs TOATBEPXkJIaTh, MCIOJb3YSl TaKhe
CTCIMATbHBIC METO/IBI, KaK ra30Basi XpoMaTorpadus UK Macc-CIeKTPOMETPHSL.

JleTH ¥ NoAPOCTKH
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Tunm wu uacToTra HEXenaTeNbHBIX SBICHHN y JeTed B I[EJIOM COMOCTABHMBI C
HaOII01aeMbIMH Y B3pOCIIBIX MAlMEHTOB, 338 MCKJIFOUEHHEM KOKHOM CBINHK, KOTOpas y JeTei
BCTpevaeTces vaie (y 46 % nereit), ueM y B3pocibIX U Oojiee BbIpakeHa (TspKeas KOXKHas ChIIb
Habmonanack y 5,3 % nereit). C 1eipio NpOQUIAKTHKA ChIITM MOXKET ObITh LEIeCO00pa3HbIM
Ha3HAYCHHE COOTBETCTBYIOIMX 0JIOKAaTOPOB Hi-rHcTaMHHOBBIX PELENTOPOB JETSM 10 Havaia
Tepanuu 5(paBUPeH30M. XOTS CHMITOMBI CO CTOPOHBI HEPBHOM CHCTEMBI y MAJCHBKHX JETEH
TPYIHO BBIABHTH, IOJIArar0T, YTO TAKHE CHUMITOMBI y JIeTed HaOII0OAaloTCs peke U OOBIYHO
ObIBaroT Jerkumu. Y 3,5 % nanueHToB HaOIIOMaIHCh CUMIITOMBI CPEIHEN TSKECTH CO CTOPOHBI
HEPBHOM CUCTEMBI, IPEMMYIIIECTBEHHO rOJI0BOKpYkeHHe. Hu y oiHOro pebeHka He HabII01a10Ch
TSDKEJIBIX CUMIITOMOB M HE NOTpeboBajlaCh OTMEHA TEparnud H3-3a CHMIITOMOB CO CTOPOHBI
HEPBHOU CUCTEMBI.

Jlpyrue ocodble rpynmnsl NaHeHTOB

AKmuenocmos  «neveHoOUHbIX»  (hpepMeHmos Yy  HAUUEHMO8,  O0OHOBPEMEHHO
unpuyuposannsvix 2enamumom B unu C

Cpeau manueHToB, CepoNO3UTUBHBIX 10 renatuty B w/wimm C, MOBBIIIEHHE aKTHBHOCTH
ACT 6onee yem B 5 pa3 Boime BI'H Habmoanocs y 13 % narueHToB, IPUHAMABLINX 3()aBUPEH3,
1y 7 % NalMeHTOB U3 KOHTPOJILHOM TPYTIIEL, a MoBbIeHue akTuBHOCTH AJIT Gostee yeMm B 5 pas
Beie BI'H naGmiopanocs y 20 % u 7 % mnanueHTOB cOOTBETCTBEHHO. Cpejid MalMeHTOB C
coyeTaHHOM HMHpeknueld 3 % namueHToB, MPUHAMABIIMX 3(paBupens, U 2 % MNALMEHTOB U3
KOHTPOJIbHOM TPYIIbLI NPEKPATHIIN TEPANHIO U3-3a HapylIeHUH QyHKIHH nedeHu (cm. OcobOble

yKa3aHusl).

ITepenosupoBka

Y HEKOTOPBIX NALMEHTOB, CIy4ailHO MPUHSABIIKX 3(haBupen3 B 103e 600 Mr 2 pa3a B CyTKH,
HalJI0aJIoch YCHJICHHE CHMIITOMOB CO CTOPOHBI HEPBHOH CHCTEMBI. Y OJHOrO MalMeHTa
Ha0JII01aJIMCh HEIIPOU3BOJIbHBIC MBIIIEYHBIE COKPAILEHHSI.,

B ciydyae mnepeno3upoBkH 3(aBHpPEH30M JI€YEHHE JIOJDKHO COCTOSTH M3  OOLIMX
NO/UICP)KUBAIOLIMX ~ MEPONPHUATHH,  BKIIOYAIONIMX  KOHTPOJb  OCHOBHBIX  IOKa3aTelei
KU3HEICATECIIBHOCTH OpraHu3Ma M HaOJIIOJeHUE 3a KIMHUYECKHM COCTOSIHHEM maiueHTta. [ls
BBIBE/ICHUsI HEaOCOPOMPOBAHHOIO Iperapara MOXHO HCIOJIb30BaTh aKTHBHPOBAHHBIA YTOJIb.
Crenurpuyeckoro aHTHIOTa Ui JICUCHHS IMEPEIO3MPOBKH >(aBUPEH30M HE CYILIECTBYET.
[TockonbKy 3(aBUpEH3 aKTHBHO CBS3BIBACTCS C OEJIKAMH, MalOBEPOSATHO, YTO C IOMOIIBIO

AWajIn3a BO3MOJKHO 3HAYUTEIIbHOC yJAJICHUE TIpernapara 13 KpOBH.

B3aumozaeiicTBHe ¢ IPYrUMH J1eKAPCTBEHHBIMH CPeICTBAMH
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Ddasupen3 in vivo seisercs uHIykTopom u3zopepmentoB CYP3A4, CYP2B6 u
VI®-I'T1A1. KonueHtpaius B miia3Me KpOBH COCIMHEHHH, KOTOpBIE SBJISIOTCS cyOcTpataMu
JTAHHBIX M30()ePMEHTOB, MOJKET CHIIKATHCS IIPH OJTHOBPEMEHHOM ITPUMEHEHHH C d()aBHPEH30M.
B T0 ke Bpems in vitro 3¢aBupen3 unruduponan uzopepment CYP3A4. Teopernyecku 310
MOJKET IMPUBECTH K YBEJINUeHHIO 9Kcno3uiuu cyoctpatoB CYP3 A4, mostomy ciieyer codronaTh
OCTOPOKHOCTh TpH HpumeHeHuH cyOctpatoB CYP3A4 ¢ y3kuM TepaneBTHYECKHM OKHOM.
Ddasupen3 moxer ObiTh HHIYKTOpoM H30pepmenToB CYP2C19 u CYP2CY, oxnaxo in vitro
TaKoKe HaOJII0IaI0Ch MHTHOMpOBaHUE TaHHBIX H30(epMeHToB. [lo kKoHIa Y dexT, HabI01aeMbIH
IpUd  OJHOBPEMEHHOM TPUMEHEHHUH H(aBUpEeH3a C COEAMHEHUAMH-CYyOCTpaTaMH JaHHBIX
130(epPMEHTOB, He sceH (cM. pasjielbl « DapMakoIoruyeckue cBoicTBay, « PapMakOKHHETHKA).
DKeno3unus dhaBUpeH3a MOXKET YBEIUYUTHCS NPH MPUMEHEHMHU IpernapaTa OZHOBPEMEHHO C
HEKOTOPbIMM JIEKAPCTBEHHBIMU CpEJICTBAMM (HAllpUMep, PHTOHABHPOM) HJIM IIHINEBBIMH
NPOAyKTaMH (HampuMep, ¢ TpedndpyToBBIM COKOM), KOTOpbIE HHTHOMPYIOT H30(EpPMEHTHI
CYP3A4 umu CYP2B6. IIpenapaTsl Ha ocHOBE dKcTpakTa [ mHKro buno6a, KOTopble HHAYLHUPYIOT
JTaHHBIE W30()ePMEHTHI, MOTYT MPHUBOJUTH K CHHKEHUIO KOHLEHTpALMK 3(haBUpEH3a B ILIa3Me
KPOBH.

Ilpomueonoxkasannas KOMOUHUPOBAHHAA MeEPANUA

DdaBupeH3 MPOTHBOMIOKA3aHO MPUHUMATE OJHOBPEMEHO ¢ Tep(HEHATUHOM, aCTEMH30JI0M,
[IM3aMPHUIOM, MH/Ia30J1aMOM, TPHA30JIaMOM, TTUMO3H,I0M, OEIIPUNIIOM U aIKaJIOMIaMH CIIOPBIHBH
(HampuMep, OSProTaMHH, JUTHIPOIPTOTAMHH, 3PrOHOBHH MM METHIIPrOHOBUH), MOCKOJBKY
KOHKYpPEHTHOe B3aumojeicTBue s¢daBupensza ¢ uzopepmenToMm CYP3A4 moxeT NMpUBECTH K
T0/IaBJICHU IO MeTa00IM3Ma IaHHBIX ITPENapaTOB U MOSBIECHUIO TPEATIOCHIIOK /Ul BOSHUKHOBEHHUS
CEpPbE3HBIX H/WIIM YIPOKAIOMIMX JKU3HH HEXKeJIaTeNbHbIX SBICHUH (HampHMep, CepAeYHOM
ApUTMHH, JUIMTEILHOTO CEeIaTHBHOrO 3(dexTa WM YrHeTeHHs JbIXaHHA) (CM. pasjen
«ITporuBonokazanusy).

IIpenapamei, evizvisaroujue yorunenue unmepeana QTc

[TpoTuBOMOKa3aH OIHOBPEMEHHBIH TpueM d3(haBUpEH3a U IIPENaparoB, KOTOPbIC
BBI3BIBAIOT Y UTHHEHHE WHTepBasa QTc W MOryT MPHBOIUTE K BO3HUKHOBEHHUIO JKEJyJI0YKOBOH
TaXUKapIUH 110 TUIY «IHpYdT». K TakuM npenaparam OTHOCSATCS:

— aHTHApUTMHUYECKHe npenapatsl kjaaccos IA u III;

— HEHPOJIENTHKH, aHTU/ICTIPECCAHTHI;

— HEKOTOpble aHTHOMOTHMKH, BKJIIOYAs IMpEraparbl, OTHOCAIIMECS K CIIEXYIOLHM
KjaccaM:  MakpoJMIbl, (TOPXHHOJIOHBL, IPOTHBOIPUOKOBEIE  IpPENaparhl

IMPOU3BOIHBIC UMK Ja30J1a U TpUas3oJia;
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— HEKOTOpble HECCJaTHBHBIE aHTUIMCTAMHHHBIE Ipernaparbl  (TepdeHauH,
acTEMH30J1); LIU3AIPU/I;
- (uexaunux;
— HEKOTOpbIE IPOTHBOMAJIIPHUIHBIE TTpenaparsl;
— MeTanoH (eM. «IIpotuBonokazanusy).
I pasonpesup/>n6aceup
OJHOBpEMEHHBIH TIPHEM C IPa30IPEBUPOM/3I6ACBUPOM MPOTUBONOKA3aH MOTOMY, 4TO
MOXET TIPUBECTH K IIOT€pPE BUPYCOJIOMYECKOH aKTMBHOCTH TI'pa3olpeBHpa/sinbacBupa (CM.
«IIpoTBOnIOKa3aHUSI»).
36epoboit  npoovipsenennviii  (Hypericum perforatum): NanMeHThl, NPHHAMAIOIINE
o(aBupeHs, He JIOJKHBI IPHHEMATh  [PENapaThl/TPOAYKTHI, COAEpKAIMe  3Bepoloil
npoabIpsiBieHHbIA. KoHueHTpauus shaBupeH3a B IU1a3Me KPOBH MOXET CHHKATBCSA MPHU
OTHOBPEMEHHOM TNPHUMEHEHHH €O 3BE€POOOEM IPOABIPSBICHHBIM, MOCKOJIBKY OH BBI3BIBAET
MH/IYKIMIO  (EPMEHTOB M/MJIM TPAaHCIIOPTHBIX OEJIKOB, OTBETCTBEHHBIX 3a METabOJIH3M
JIEKapCTBEHHBIX CPEICTB. ECiM manmeHT yxe NpHHUMAET Mpernapathl/poayKThl, COAEpIKAIIHE
3BepOOOH MPOABIPABIEHHDIH, TO HPHMEHEHHE IIOCIEIHEr0 CJEAyeT OTMEHHTb, MPOBEPHTH
KOHICHTPALMIO BUPYCa B KPOBH M, €CJIM 3TO BO3MOKHO, KOHLEHTPAIUIO 3(aBUpeH3a B KPOBH.
[locie  ormeHbl  mpemapaToB/MPOAYKTOB,  COIEpXKAINMX  3BEpO0OOH  MPOIBIPABIICHHBII,
KOHLCHTpalKs >(paBUpeH3a MOXET IIOBBICHTBCS M TOIAA MOTpedyeTcss KOPPEKLHs 03Bl
s(¢asupensa. Biusnue 38epo6ost MPobIPSIBIEHHOTO, CBA3aHHOE ¢ HHIYKIHEH GepMEHTOB, MOKET
COXpaHATbCS B TEYCHHE HE MeHee 2 HeAedb IIOClAe ero OTMEHbl (CM. pasjeln
«IIporuBonokaszanus»).
/pyzue e3aumooeiicmeusn
BsanmoneiictBus Mexay s¢aBHpeH3oM W wHrHOMTOpamu mnpoteassi BUU, apyrumu
AQHTUPETPOBHPYCHBIMH TIperiapataMu, IOMHUMO HHIHOMTOpOB mpoteazsl BUY, a Takke mexmy
o(aBUpeH30M M JIGKAPCTBEHHBIMM  [perapaTaMH, He OTHOCSIIMMHCA K  TpyIIe
AHTHPETPOBUPYCHBIX TIPENaparoB, yKa3aHbl B IPUBEICHHON HIbKe Tabimie 2. YBeluyeHue
3HA4YCHUsI [T0Kas3aTesist 0003Ha4YaeTCs CTPEIIKOH « 1%, YMEHbIICHHE 3HAYEHHS - CTPEIKOH « | », eciu
TI0Ka3aTeslb OCTACTCS O€3 M3MEHEHMHT - CTPEIIKOM ««—»; eCli TIpenapaT BBOAUIICS Yepe3 KaxKIble
8 wim 12 4, To 310 0603HAUaeTCs KaK «K84» My «k12u». [Tpn Heobxommumoctr 90 % u 95 %
JIOBEPUTENILHBIC HHTEPBAJIBI IPE/ICTABIEHEI B CKOOKaX. OOBIYHO HCCIIeJOBAHUS IPOBOAMINCEH Ha

3/I0POBBIX 10OPOBOJIBLAX, €CIIH TOJIBKO CIELHAILHO HE OTOBAPUBAETCS JAPyTas HHPOPMAIIHSL.

Tabmua 2. Bzanmoneiictus Mex 1y 9aBUpEeH30M U IpYTHMH J1eKapCTBEHHBIMH CPEICTBAMH

18



JlekapcTBeHHbIe Mpenaparsi,
pasjejieHHbIe N0
(hapmakoTepaneBTHYECKHM
rpynnam (1o03a)

ec1

Biusinne Ha KOHUEHTpaLUIO
npenapara B CbIBOPOTKe.
Cpennee u3MeHeHHe 3HAYEHHIT

AUC, Cmaxs Cmin (‘%)) H

AOBEPHUTEJIbHbIC HHTEPBAJIbI,

W MPUMEeHUMO" (MeXaHHU3M)

Pexomenaauuu, kacarwumecst BO3MOKHOCTH
0AHOBPEMEHHOT0 MPUMEHEeHHs ¢
3¢aBHpeH3OM

ITPOTHBOMHKPOBHBIE IIPEITAPATbHI

AHTHPETPOBHPYCHbIE JIEKAPCTBEHHbIE CPeACTBA

Huzubumopot npomeaszot BUY

ATa3zaHaBup/pUTOHABUP/3(aBUPEH3
(400 mr 1 pa3 B cytkn/100 mr 1 pa3 B
cyTkn/600 mr 1 pa3 B cyTkH, Bce G
npenapaTbl IPUHUMATIUCh BO BPEMSI
[IpUeMa IUILK)

ATa3zaHaBup (10cJe Moy IHs):

AUC: < (ot |9 1o 110)
max: 117 %* (ot 18 no 127)

Cmin: [42 %* (o1 |31 no [51)

ArtazaHaBup/puToHaBup/sdaBupens
(400 mr 1 pa3 B cyTkn/200 mr 1 pa3 B
cyTkn/600 Mr 1 pa3 B cyTku, Bce
npenaparhbl IPUHUMAIKCH BO BpeMsi
npyUeMa IM1LLK)

300
pa3

Chin

s¢asupensa.

OTPHLIATETEHO
3} pekTUBHOCTB aTazaHaBUpA.
**¥O0CHOBAHO HAa MCTOPHUYECKOM

Ata3zaHaBup (1Mociie 1oty Hs):
AUC: «*/** (ot |10 10 126)
Cmax: ©*/** (ot |5 10 126)
Cmin: 112 %*/** (o1 |16 10 149)

(unnykunst CYP3A4).

* [1pu cpaBHEHUH C aTa3aHaBUPOM

mr/ putoHasupom 100 mr 1
B CYTKM Beyepom 0e3
Takoe cHmxeHue
araszaHaBHpa MOXET
BIIUSATD Ha

OnHOBpeMEHHOE TNpHUMEHeHHe 3(aBupeHsa ¢
ara3zaHaBUpoM/ PUTOHABHPOM HE
PEKOMEHYETCS. Ecimn Tpebyetcst
OJIHOBPEMEHHOE TPUMEHEHHE ara3aHaBupa ¢
HHHUOT, HE0OX0AUMO paccMoTpeTh
1e1eco00pazHoOCTD YBEJIUUYCHHUS J103bl
arazaHasupa a0 400 Mr W puTOHaBMpa 10
200 Mr, B koMOMHauUMM ¢ 2(aBUPEH30M, C
ofecriedeHHeM  TIIATEIBHOTO  KJIMHHUYECKOro
MOHHTOPHHTA.

CpaBHEHMH.

JlapyHaBup/putoHaBup/3(haBupeHs3 JlapyHaBup: OaHOBpeMeHHbIH  mpueM  d(daBupensa U
(300 mr 2 pa3a B cytku*/100 mr 2 pasa AUC: |13 % napyHasupa/ puronasupa (800 mr/100 mr

B cyTku/ 600 Mr 1 pa3 B CyTKH) Cmin: |31 % 1 pa3 B CyTKM) MOXKET MPUBECTH K CHHKEHHIO

* HIKE PEKOMEHI0BAHHOM 03B,
[Toao6HBIE pe3yIbTaThl 0XKUIAIOTCS U
npu NPUMEHEHHUH B
PEKOMEHJIOBAHHBIX J103aX.

Crnax: 115 %
(nunyxuus CYP3A4)
D¢asupens:
AUC: 121 %
Cmin: 117 %
Cmax: 115 %

(uarubuposanue CYP3A4)

Chin

napyHasupa. Ecnu a¢aBupeH3 HeoOXoaumo
MPUMEHSTH  OJIHOBPEMEHHO C JapyHaBHUpOM/
PHUTOHABHPOM, cienyer MPUMEHSTh
KOMOMHALMIO JIapyHABUP/PUTOHABUP B PEKHME
600 Mr/100 mr

2 pasa B cyTkd. O/HaKO Takyl0 KOMOMHALMIO
ClIe/lyeT Ha3Hayarh C OCTOPOIKHOCTBIO.

CM.  HMHCTPYKUMIO MO  MEIMLHHCKOMY

MPUMEHEHUIO  JapyHaBupa/puToHaBupa. Cwm.
TAKXKe HUXKE MH(OPMALIMIO 110 PUTOHABUDY.
®docamnpeHaBup/puTOHaBUp/ Knnnuvecku 3Haunmoro Koppekuust 10361  HU  OJHOTO M3 JTHX

s(daBupens
(700 mr 2 pasa B cyTku/100 mr 2 pasa
B cyTku/600 Mr 1 pa3 B CYTKH)

(hapMaKOKMHETHYECKOTO

B3aMMOJIEUCTBUS HE BBISBIICHO.

JIEKapCTBEHHBIX cpeacTB He Tpebyercs. Cwm.
Tak’ke HIKE HHPOPMALIMIO 110 PUTOHABUPY.

®ocamnpenasup/Henduuasup/ B3anmoneiictBue He usyyanock. | Koppekuus 1036l  HM  OXHOTO M3 ITHX
S aBupens JIEKapPCTBEHHBIX CPEJICTB HE TpedyeTcs.
®docamnpeHaBup/caKBUHABHp/ B3aumozeiictBue He usyuanoch. | McnonpzoBanue — Tako  KOMOMHALMK  He
s¢aBupeHs pexoMeHayercs, MOCKOJIbKY 0XKHIAeTCsl
3HAYUMOE  CHWKEHME OJKCIO3MLMM  000MX
uHruéuropos nporeazsl BUY.
Wuaunasup/>dasupens Wuaunasup: XoTs KJIMHHYECKass 3HAYUMOCTb CHHIKEHHS

(800 mr k84/200 mr 1 pa3 B cyTkH)

AUC: |31 % (ot |8 no |47)

Crin: 140 %

CX0/IHOE CHUKEHHE IKCTTO3ULIUH
MHIMHAaBHpa Ha0I01a10Ch B
ciyvasix, korjaa uHauHasup (1000
MT k84) BBOJAMIICS B KOMOMHALIMK
¢ a2¢asupenzom (600 mr 1 pa3 B

CYTKH).
(unaykuust CYP3A4)
D(aBupeH3: KIMHUYECKH
3HaYUMOTO
(hapMaKOKHHETHYECKOTrO
B3aUMOJCHCTBUS HE
Ha0J110/1J10Cb.

Wuavnasup/puronasup/>haBupens

Wuaunasup:

AUC: |25 % (ot |16 10 |32)*

KOHLIEHTPAllMK MHIMHABMPA HE YCTaHOBJIEHA,
Ha0Jo1aBIIeECs (hapMaKOKHHETHYECKOE
B3aUMOJICHCTBHE JIOJDKHO TIPUHHAMATBCS  BO
BHHUMaHHE IpH BBIOOpE pEXMMa Tepanu,
BKJIIOYAIOLIEr0 OJHOBPEMEHHO d3(aBHpEH3 U
vHauHaBup. Koppekuus 10361 dpaBupeHsa He
TpeOyercs,  eciM  OH  HasHayaercs ¢
MH/IMHABUPOM WK (v
MHIMHABAPOM/pUTOHABUPOM CM.TaKke HIKeE
CBEJICHHSI 110 PUTOHABUDY.
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(800 mr 2 pa3a B cyTku/100 mr 2 pasa
B cyTkun/600 Mr 1 pa3 B cyTKH)

Cmax: |17 % (ot |6 10 |26)*
Chmin: 150 % (ot |40 no |59)°
DdaBupens:
KiHu4ecku 3Ha4MMOoro
B3aMMO/ICHCTBUS HE
Habmozanocs. Cpeatee
reomerpuieckoe 3HaueHue Crmin
unauHasupa (0,33 Mr/n) npu ero
[IPUMEHEHUH B KOMOUHALIMH €
PUTOHABUPOM H (aBUPEH30OM
Ob110 GOJIbLIE, YEM MPH €ro
MPUMEHEHHH B MOHOTEpPAIHH 110
800 mr k84 (Crin 0,15 mr/n). ¥
MalMEeHTOB, MH(PUIIMPOBAHHBIX
BHU-1 (n=6), noka3zarenu
(hapMaKOKMHETHKHY MHIWHABUPA H
s(haBupensa 00bIYHO ObLTH
COTNOCTABHUMBI C TAKOBBIMH Yy
HEeHH(UUIMPOBAHHBIX
J100pOBOJIBLIEB

JlonuHaBUP/PUTOHABUP B MSTKHUX
KarcyJax Wiu B pacTBOpe s puema
BHYTpPb/ 3yaBupeH3

Cyl1ecTBEHHOE CHHKEHHE
9KCIMO3ULIMM JIONTMHABHUPA.

[lpy  OJAHOBPEMEHHOM  Ha3HA4YE€HHH  C
spaBupensom creayer paccMoTpeTh
1enecoobpasHoCTh YBEIIMYEHHUS 7103
JIOTIMHABMPA M PUTOHABUPA B MATKUX Karicyaax
WJIM B pacTBOpeE ISt TpueMa BHyTpb Ha 33 % (1o
4 kancynel/~6,5 Mi 2 paza B CyTKH BMecCTO 3
Karicys/5 ma 2 pasa B cytku). OfHaKko creayer
co0JI0/1aTh  OCTOPOXKHOCTb, MOCKOJIBKY TaKas
KOPPEKLMs J103bl JUISt HEKOTOPBIX TNalMEHTOB
MOJKET 0Ka3aThCsl HEAOCTATOYHOM.

JlonunaBup/puroHasup B Tabnerkax/
s¢aBupens

(400/100 mr 2 pasa B cytkun/600 mr 1
pa3 B CyTKH)

(500/125 mr 2 pasa B cytkn/600 mr 1
pa3 B CyTKH)

KonueHrpaiums gonvHaBupa:
130-40 %
KonueHrpaimu nonuHasupa
CXOJIHBI C TAKOBBIMH TTPH
NPUMEHEHHUH
JIOTIMHABUPA/PUTOHABHPA 10
400/100 mr 2 pa3za B cyTkH 6e3
s¢asupensa.

Jlo3a nonmvHaBMpa W PUTOHABMpA B TableTKax
nosmkHa ObITh yBenuueHa 10 500/125 mr 2 pasa
B CYTKM NpPHU OJHOBPEMEHHOM IPUMEHEHHH C
s¢asupensom 600 mMr 1 pas B CyTKH.

CM. Taioke HiKe HHHOPMALIMIO 10 PUTOHABHPY.

Hendunasup/>dasupens
(750 mr k84/600 Mr1 pa3 B cyTkH)

Hendunasup:
AUC: 120 % (ot 18 0 134)
Cmax: 121 % (ot 110 10 133)
JlanHas koMOuHaIMs 0OBIYHO
XOPOLIO MEPEHOCHUTCS.

Koppekuss 710361  HH  OIHOTO W3
JIEKapPCTBEHHBIX CPEJICTB He TpebyeTcs.

ITUX

PutonaBup/>¢aBupens
(500 mr 2 paza B cyTkn/600 mr 1 pa3
B CYTKH)

PutoHnaswup:
AUC ytpom: 118 % (16-133)
AUC Beuepom: <>
Cmax yTpoMm: 124 % (112-138)
Cmax BE4EpOM: <>
CminyTpom: 142 % (19-186)*
Cmin BedepoM: 124 % (13-150)*
D¢aBupens:

AUC: 121 % (110-134)
Cmax: 114 % (14-126)
Cmin: 125 % (17-146)"
(unrubuposanue CYP-

0I0CPEI0BAHHOTO
OKHCJIUTENILHOTO MeTaboIM3Ma)
ITpu npueme >¢paBupensa B
KOMOMHALIMK C PUTOHABUPOM T10
500 mr mim 600 mr 2 pasa B
CYTKH MEPEHOCUMOCTE Obla
HU3KOM (Harpumep,
Ha0JII0/1a/TUCh TOJIOBOKPYKEHHE,
TOLIHOTA, MapecTe3us,
MOBbILIEHHE AKTUBHOCTH
«TIEYEHOUHBIX» (DEPMEHTOB).
JlocTaTouHbIe IaHHbIE O
MEPEHOCUMOCTH (aBUpeH3a B
KOMOMHALIMU C PUTOHABUPOM B

[1py HazHaueHNH daBUpPEH3a C PUTOHABUPOM
B HU3KHMX J103aX CJIE/lYeT yUUTBIBATh
BO3MOXKHOCTb YBEIM4YEHHS YaCTOTBI CBA3AHHBIX
¢ 5(haBUPEH30M HEKEIATENILHDBIX SBICHUHI
BCJIC/ICTBHE BO3MOKHOTO
(apmMaKoIMHAMHYECKOT0 B3aUMOICHCTBHS.
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HU3KKX j103ax (o 100 mr 1 uin 2
pas3a B CYTKH) OTCYTCTBYIOT.

CaxBuHaBup/puTOHABUP/3(BaBUpeH3

BsaumozelicTBHe He H3y4anoch.

OrcyTeTBYIOT JIaHHBIE, M03BOJISIOLINE
pa3paboTaTh  pPEKOMEHIALMH MO  PEKUMY
nosupoBanus. CM. Takke BbIllle HHPOPMALIHIO
no puronasupy. [Ipumenenue s¢asupensa B
KOMOMHALIMK C CAKBUHABHPOM B Ka4yecTBE
€/IMHCTBEHHOT0 MHrHOUTOpa npoteassl BUY ne
PEKOMEH/IYETCS.

Anmazonucmol xemokunogoix peyenmopos CCRS5

Mapagupok/3dasupens
(100 mr 2 pasa B cytkn/600 Mr 1 pa3 B
CYTKH)

Mapasupox:

AUC2: |45 % (138-151)
Cmax: |51 % (137-162)
Konuenrpauuu s¢aBupensa He
M3MEPAIUCH, B3aUMOJICHCTBHE HE

CM.  HMHCTPYKUMM 1O  MEIMLIHHCKOMY
NIPUMEHEHHUIO JIEKAPCTBEHHBIX IPErapaTos, B
COCTAB KOTOPBIX BXOIHT MapaBUpOK.

0)KMIAETCH.
Huzubumop unmezpazot BHY
Panrerpasup/>¢aBupens Panrerpasup: Koppekums 103b1 panterpaBupa He Tpedyercs.
(400 Mr oHOKpaTHas 103a/-) AUC: [36 %
Ci2: |21 %

Chax: 136 %
(vHaykums Gepmenra
YIAD-I'TIAL)

Jlexapcmeennvie cpedcmea uz gpynn HHOT u HHHOT

HUOT/»dasupens

HccnenoBanus B3auMoAeiCTBHUIA
s(aBupeHsa u rnpenaparos U3
rpynnsl HUOT ne npoBoaniuce,
3a UCKJIIOYEHHEM
B3aUMOJCHCTBHH C
JIAMUBY IMHOM, 3M/IOBY/IMHOM H
TeHo(oBUpa
JIM30NpOKCHIIpyMapaTom.
KnHuvecku 3Ha4nMBble
B3aUMOJCHCTBUS HE
MPEANoaraloTcsi, MOCKOIbKY
MeTaboIu3M TpernapaToB U3
rpynnsl HUOT nporekaer
My TSAMH, OTJIMYHBIMHU OT TAKOBbIX
Juist 3(aBupeHsa, 1
MaJIOBEpPOSITHO, YTO OHM Oy IyT
KOHKYPHPOBATh 3@ OJIHH U TE K
MeTaboaM3upyolHe GepmMeHTbI
U ITyTH BbIBEJICHHSI.

Koppekums 1036l HH OXHOrO W3 JaHHBIX
JIEKAPCTBEHHBIX CPEICTB HE TpedyeTcs.

HHHUOT/>¢paBupens

B3aumoaelcTBrE HE U3Y4aI0Ch.

[Tockoneky mnpumenenne asyx HHHUOT we
o0ecrneynBaeT MPEeUMyILECTBA C TOUKH 3PEHHS
3 HeKTUBHOCTH U 0e30MmacHOCTH,
OJIHOBPEMEHHOE TpUMeHeHHe OJ(daBupeH3a U

apyroro cpeacrsa u3 rpynnel HHHOT e
PEKOMEH/IyETCS.

Jlekapcmeennvie cpedcmea npomug supyca zenamuma C

bouenpesup/>¢pasupens AUC: <19 %* Kaunuueckas ~ 3HAQYUMOCTb  YMEHBLICHHS

(800 mr 3 pasa B cyTkn/600 Mr 1 pa3 B
CYTKH)

Cmax: - 8%

Chin: 144 %

Ddasupens:
AUC: < 20 %
Cmax: <11 %

Cmin: [12% (124 % - 11 %)
(uaayxumst CYP3A Brusier Ha
Gouenpesup)

*0-8 u
OrcyterBue ¢ ekra («->)
COOTBETCTBYET YMEHBILICHHIO
CPEJIHEro COOTHOLIEHHS HE > YeM
Ha 20 % WM YBEIMYCHHUIO HE >
4yeM Ha 25%.

KOHUCHTPAalUH 60uenpeanpa B IJ1Ia3M€ KpOBH
HC YCTAHOBJICHA.

Tenanpesup/>daBupens
(1125 mr kaxzasie 8 4/600 mr 1 pas B
CYTKH)

Tenanpesup (OTHOCHTEIBHO K
750 mr kaxsie 8 4):
AUC: |18 % (/8-127)

[Tpy coBMECTHOM NMpPUMEHEHHH TeJarpeBupa u
3(aBrpeH3a peKOMEHIYEeTCsl YBEIUYUTH J03Y
TenanpeBupa 10 1125 mr kaxbie 8 4.
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Cmax: |14 % (]3-]24)
Cmin: [25% (114 - |34) %
DaBupens:

AUC: | 18% (110-]26)
Cmax: [24% (]15-132)
Cmin: 10 % (11-119) %
(unaykuns CYP3A4)

Cumenpesup/a¢hasuipens
(150 mr 1 pa3 B cytkn/600 mr 1 pas B
CYTKH)

CumernpeBup:
AUC: [71 % (167 - |74)
Cmax: |51 % (146 - |56)
Cmin: |91 % (188 - |92)
D¢asupens:
AUC: & Cmax: <>, Cnin: ©,
(unaykuus CYP3A4)

OZHOBPEMEHHBI  NpUHEM  CHMENpeBHpa ¢
5(}aBUpPEeH30M TNPHBOAMT K CYIIECTBEHHOMY
CHWKEHMIO KOHLEHTPALMK CHMENpeBHpa B
miasme  Beaeactsde  uHAykumn  CYP3A
5(aBUPEH30M, YTO MOJKET MPHBECTH K MOTEpe
TepaneBTHUeckoro  3¢dekra  CUMeENnpeBHupa.
CoBMECTHOE MPUMEHEHHE CHMEMNpeBHpa M
3(aBupeH3a HEe pEKOMEH/YeTCs.

I"pazornpeBup/sn6acBup

['pasonpesup:
AUC: |83 %
Crmax: 187 %
Dnbacsup:
AUC: |54 %
Crax: l45 %

OJHOBpEMEHHBIH npuem c
rpa3onpeBMpoM/316aCcBUPOM  MIPOTHBONAKA3aH
MOTOMY, 4YTO MOXET TPUBECTH K TOTepe
BHMPYCOJIOTHUECKOH pexruBHOCTH
rpasonpeBupa/sn0acBupa U3-3a 3HAYUTEILHOTO
CHWKEHMS KOHLEHTPALMK B IJ1a3M€ KPOBH
rpasonpeBupa M 2n0acBUpa,  BCICACTBHE
WHYKLHUH spaBupeHzom u3odepmeHTa
CYP4A3 wmm P-pg (18 1OTMOJHUTENBLHOM
vHbOpMaLHu CM. MHCTPYKLHMIO 1no
MEIMLIMHCKOMY NPUMEHEHHUIO
rpasonpeBupa/anbacBupa).

Bennaracsup/codocbysup Bennaracsup: [Ipn coBMecTHOM npuUMeHEeHHH TeHO(pOBKpa
Bennaraceup/Bokcunanpesup/ AUC: |53 % JIM30TPOKCHIA/IMTPULIMTAOHHA/I(aBupeH3a ¢
codocOyBHp Crmax: 147 % BeJInaTacBUpoM/codocOyBHpom Ob110
Cmin: |57 % MOKa3aHo, 3HAUYUTEILHOE CHUXKEHHE
Cotocbysup KOHIIEHTPAIMK B TJIa3ME KPOBM BeNaTacBUpa
Crmax: 138 % BCJIC/ICTBHE WHIYKLHH s¢aBupeHzoMm
[Ipeanonaraercs: uzoepmenta CYP4A3, 4o MOXKET NMPUBECTH K
| Bokcunarnpesup norepe TEPareBTHYECKOro spdexra
BesmnaracBupa.  Oxuaaercs  aHAJIOrMYHOE
CHIKEHHE KOHLEHTPALMM B IJ1a3Me  KPOBU
Bokcuaanpesupa. CoOBMECTHOE MpPUMEHEHHE
s(haBupeHsa ¢ BeinaracBUpom/codocOyBHpom
WIH c
BEJINATACBUPOM/BOKCHIANIpeBUpoM/codocOyBr
pPOM He peKOMeHIyeTcst (I JAOMOIHUTEIbHOM
uH(popMaLru CM. MHCTPYKLIHIO 1o
MEIAMLIMHCKOMY NPUMEHEHHIO
Beanaracsupa/codocdysupa u
Be/IraTacBupa/Bokcuianpesupa/codocOysupa).
" nexanpeBup/nmubGpeHTacBup |I'nexanpesup OJIHOBpEMEHHBIH MpUEM
|TTuGpenracsup riekanpeBupa/nuopeHTaceupa ¢ paBUpeH3oM

NPUBOAUT K  CYLIECTBEHHOMY  CHHIKCHHIO
KOHLIEHTPALMH IIIeKarnpeBupa/niopeHTacBipa B
MjasmMe, 4YTO MOXKET TPHBECTH K [OTepe
tepaneBTuyeckoro  dddexra.  CoBmecTHOE
MPUMEHEHHUE TJIeKarnpeBupa/muOpeHTacBupa u
ohaBupensa  He  pekomeHayercs (s
JIOTIOJTHUTE/ILHOM vHpOpmMaLnn cM.
MHCTPYKLHMIO 10 MEAWLHHCKOMY MPUMEHEHHIO
rjieKanpeBupa/nuOpeHTacBupa).

AHTHOUOTUKH

A3UTPOMULIMH/3(aBUpEeH3

KiuHuuecku 3Ha4uMoro

KOppCKuMﬂ JI03bl HHA OJIHOTO U3 JIaHHBIX

(600 mMr B BMAE OJHOKpPATHOM (hapMaKOKMHETHYECKOTO JIEKAPCTBEHHBIX CPE/ICTB HE TPEOyeTCsl.
10361/400 Mr 1 pa3 B cyTkH) B3aUMOJICHCTBHSI HE BBISBJICHO.
Knapurpomuumu/sdasupens Knapurpomunmn: Knunnueckas 3HAYUMOCTh W3MEHEHHH
(500 mr k124/400 mr 1 pa3 B cyTkH) AUC: [39% (130 - |46) KOHIEHTPALMK KJIAPUTPOMUIIMHA B IL1a3me
Crmax: 126 % (|15 - |35) KPOBH He yCTaHOBJICHA. Bwmecro
14-T'uapokcumerabomuT KJIAPUTPOMHULIMHA  CJIEAYeT  PaccMOTPETh
KJIAPUTPOMULIMHA: BO3MOYHOCTh NPUMEHEHHSI ZIPYroro

AUC: 134 % (118 - 153)
Cmax: 149 % (132 - 169)
D¢asupens:

aHTUOMOTHKA, HATTPUMED, A3UTPOMHILIMHA.
Koppexuus 10361 9haBupensa He Tpebyercs.
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AUC: &

Cmax: 111 % (13 - 119)
(vnaykums CYP3A4)
KosxHas ceinb Habmoaanacs y 46
% HEMHHUUMPOBAHHBIX
J1I00pOBOJIBLIEB, OZHOBPEMEHHO
MPUHUMABIINX d()aBUpEH3 U
KJIAPUTPOMMLIMH.

Jlpyrue aHTUOMOTHKH W3 TPyl
MaKpOJIMI0B (Hanpumep,
SPUTPOMMLIMH)/ ddaBupeH3

BsaumoneiicTBue He H3y4anoch.

OTCyTCTBYIOT
paszpaborarb
JI03UPOBAHHSI.

JIaHHBIE, T103BOJIAIOLINE
PEKOMEHIAUMH 10  PEKUMY

IIpoTuBOTYGEpKY/Ie3HbIe JIEKAPCTBEHHbIE CPeACTBA

Pudabyrun/>dasupens
(300 mr 1 pa3 B cytkn/600 mr 1 pas B
CYTKH)

PugabyTun:
AUC: [38 % (|28 - |47)
Cmax: 132 % (}15 - |46)
Cmin: |45 % (]31 - |56)

D¢asupens:

AUC: &

Crmax: <
Chmin: 12% ({24 - 11)
(unaykuns CYP3A4)

Cytounas no3a pudabyTiHa p0/kHA OBITH
yBennueHa Ha 50 %, ecau  riaHMpyercs
O/IHOBPEMEHHOE MPUMEHEHHE C I(PaBUPEH3OM.
Crnenyer TaKxKe paccMoTpeTh
1esnecoodpazHoOCTh YJIBOCHHUS J103bI
pudabytuna npu npumeHeHnu pupabyTuna 2
WiM 3 pasa B Heemo B KOMOMHAUMM C
dpasupensom. Kinnudeckuit s¢dekt Takoi
KOPPEKLMH J103bl He u3y4eH. [Ipu koppekumu

JI03bI TAKKE crienyer YYUTBIBATh
WHIMBHLYAJIbHY IO NEPEHOCHMOCTh "
BUPYCOJIOTHYECKU I OTBET (cM.
«Papmakooruyeckue CBOHCTBaY,

«DapMaKOKHHETHKAY).

Pudamnuimn/>dasupens
(600 mr 1 pa3 B cytkn/600 mr 1 pas B
CYTKH)

DdaBupens:
AUC: [26 % (|15 -36)
Cmax: [20% (|11 - |28)
Cmin: 132 % (115 - |46)
(vnnykumst CYP3A4 u CYP2B6)

Ecnu ahaBupen3 npumeHseTcst 0THOBPEMEHHO ¢
pudamMMIMHOM y MalMEHTOB ¢ Maccoii Tena 50
Kr u Oosnee, cyTouHyl 103y d¢aBHpeH3a
caenyer yseanuutb g0 800 wmr,  uroObl
00€eCreynuTh IKCIO3ULIMIO, CXOJHYIO C TaKOBOMH
NpH NPUMEHEHUHM d(aBUPEH3a B CyTOYHOH 103€
600 wmr 6e3 pudamnuumua. KnuHnueckuii
5 dekT TaKoit KOPPEKIHUHU 03Bl JIO CHX TOp HE
M3YUEeH.

[lpy  koppekuMM  103bl  TaKkkKe  CIELyer
YUMUTBIBATh MHAMBHIYAJIbHYIO MEPEHOCHMMOCTD
u BUPY COJIOTUYECKHH OTBET (em.
«®DapmaKoI0ruueck1e CBONCTBAY,
«®apmakokuHeTuka»),  Koppekuus
pudamnumHa He Tpedyercst.

J103bl

IIpo1'uBorpu6Kom>le JIEKApPCTBEHHbIE CpeACTBa

Hrpakonazon/>paBupens
(200 Mr k124/600 mr 1 pa3 B cyTkH)

Hrpakonazon:
AUC: |39 % (|21 -]53)
Cmax: |37 % (120 - |51)
Cmin: |44 % (127 - |58)

(CHWKEHHE KOHLEHTpaLUi
UTPAKOHA30J1a BCJIEACTBUE
unaykuun CYP3A4)
['MapoKCHUTPAKOHA30IT:
AUC: |37 % (|14 - |55)
Cmax: |35% (|12-|52)
Cmin: |43 % (] 18 - |60)
Ddasupens:

HE BbISBJICHO KJIMHUYECKH
3HAYUMBIX U3MEHEHHIA.

ITockosbky Henb3s BBIpaOOTATh PeKOMEHIALUI

M0 pEeXWMY JO3MPOBAHWS  MTPAKOHA30IIa,
cleyer paccMoTpeTh BO3MOXHOCTh
NPUMEHEHHUSI ATbTEPHATHBHBIX

HpOTHBOrpMGKOBbIX JICKAPCTBCHHBIX CPCICTB.

[To3akoHazoun/3¢asupens [Tozakonazoun: Crnenyer u3berarb OJTHOBPEMEHHOTO
(/400 mr 1 pa3 B cyTkH) AUC: |50 % MPUMEHEHUS 1103aK0Ha30.1a U (haBUpeH3a, eciu
Cmax: |45 % TOJIBKO OXHJIaeMas MoJib3a JUlsl MalMeHTa HE
(MHAYKUMS MPEBbIILIAECT BO3MOKHBIA PHUCK.
Y J1P-rmoKkypoOHUpOBaHHS )
Bopukonazon/adasupens Bopukonazon: ITpu 01HOBpPEMEHHOM MPUMEHEHHH d(aBUpeH3a
(200 mr 2 paza B cyTku/400 mr 1 pa3 B AUC: |77 % C BOPHMKOHA30JIOM TOJUIEPXKMBAIOILAs  J103a
CYTKH) Cmax: |61 % BOPHMKOHA30J1a 10JbKHA ObITh yBeaudeHa 10 400
D¢asupens: Mr 2 pasa B CyTKH, a J103a 3()aBUpeH3a CHIKEHA
AUC: 144 % Ha 50 %, 1.e. mo 300 mr 1 pa3 B cytku. Ecimn
Cmax: 138 % PUMEHEHHUE BOPHUKOHA30J1a Oyner
Bopukonazon/adasupens Bopukonazoin: NpEeKpalleHo, To 103a dpaBUpeH3a 10/kHA ObITh

AUC: |7 % (]23 - 113)*

BOCCTAHOBJICHA /10 HAYaJIbHOM.

23




(400 mr 2 pa3a B cytkn/300 mr 1 pas B
CYTKH)

Cmax: 123 % (] 1 - 153)*
Ddasupens:
AUC: 17 % (16-129)**
Crmax «>**

* 1o cpaBHeHuto ¢ 200 mr 2 pasa B
CYTKM TP  TNPUMEHEHHH B
MOHOTEpAIUH
** 1o cpaBHenuto ¢ 600 Mr 1 pa3 B

CYTKH TpH  NPUMEHEHHH B
MOHOTEpAIH (KOHKYpEHTHOE
MHTUOMPOBAHUE OKHCIIUTEILHOIO
meTaboM3ma)
®iykoHazo/2¢asupens Kimunyecku 3Ha4nMoro Koppekuus 10361 HM OJHOrO M3 JIAHHBIX
(200 mr 1 pa3 B cytkn/400 Mr 1 pa3s B |  B3auMOEHCTBUS HE BBISBICHO. JIEKApCTBEHHBIX CPEJICTB He Tpedyercs.
CYTKH)
Kerokonazon " Apyrue | B3anmoseicTBre He H3ydanocs. OrcyTcTByIOT JIaHHBIE, T03BOJISAIOIINE
NpPOTUBOrPUOKOBBIE  CpeiCTBA - pa3paboTaTh ~ PEKOMEHIALMU MO  PEKHUMY
POM3BO/IHBIE UMH/1a30J1a JIO3UPOBAHHUSI.
ITPOTHBOMAJIAPHHHBIE IEKAPCTBEHHBIE CPE/ICTBA
ATOBaxoH/mporyanui/3haBupens ATOBaxoH: ITo BO3MOXKHOCTH clenyer u3berarb
(250 mr/100 Mr oaHokparHas n03a/ AUC: |75 % (ot |62 10 | 84) OJIHOBPEMEHHOIO  MPUMEHEHHUsl  aTOBaxXoHa/
600 Mr 1 pa3 B cyTku) Cmax: |44 % (ot |20 o [61) nporyaHuia ¢ 3paBupeH30M.
[Tporyauu:
AUC: |43 % (ot |7 no |65)
Crax: ©
Apremerep/momedanrpun/ Apremerep: Bo3MOKHO  CHWXKEHHE — aHTHMAISPUITHOTO
shaBupens AUC: |51 % s} dexra BeaesCTBUE CHUKEHUS KOHLICHTPALIMK
(20 mr/120 wmr, 6 npuemos mno 4 Cmax: |21 % apremerepa " momedaHTpuHa npH
TabneTku B Teuenue 3 aHei/600 mr 1 JMruapoapTeMU3HHUH OJIHOBPEMEHHOM MPUMEHEHHUHU C IaBUPEH3OM.
pas B CYTKH) AUC: |46 % Cnenyer cobmozmatb  OCTOPOXKHOCTH  MpH
Cmax: |38 % O/IHOBPEMEHHOM TIPUMEHEHUU d(paBUpeH3a ¢
JliomedanTpun apTeMETEPOM U IIOMEAHTPUHOM.
AUC: |21 %
Crax: <
Ddasupens
AUC: |17 %
Crmax: <

(vanykuust CYP3A4)

AHTAIIH/THBIE IEKAPCTBEHHBIE CPE/ICTBA

AHTaLMIBI, Kak anraumasl, conepxatine ManoBeposTHO,  4TO  NpU  TPUMEHEHHH
COZIepKALME ATIOMUHHUS THAPOKCHIL - ATIOMUHUS THIIPOKCHIL HITH S(aBupeHsa ¢ JIEKapCTBEHHBIMH CPEACTBAMH,
MarHusi TMAPOKCHJ - CHMETHKOH/ MarHus ruAPOKCHJL, TakK U KOTOpble ~ BIMAIOT Ha pH  kemymo4Horo
spaBupens (30 M oxHOKpaTHas (haMOTHINH HE OKa3bIBAIOT COJICPKMMOTr0, ~ M3MEHHMTCS  BCAChIBAEMOCTh
n03a/400 Mr - onHokpaTHas  J03a) | HEGNArONPUATHOTO BIMSHMA HA | d(aBupeH3a.

®amoruann/apasupens (40 wmr BCacChIBaHME d(aBUpEH3a.

OJIHOKpaTHasl 1103a/400 Mr

OJIHOKpaTHas J103a)

AHKCHOJINTHKH

Jlopasenam/>daBupens Jlopasenam: Koppekuuss 10361 HM OJHOrO M3 JAHHBIX

(2 mr onHoxpatHas 103a/600 mr 1 pa3
B CYTKH)

AUC:17% (11-114)
Cmax: 116 % (12 - 132)
DTH U3MEHEHUS HE
PaCLIEHUBAIOTCS KaK KJIMHUYECKH
3HAYUMBIE.

JIEKapCTBEHHBIX CPE/ICTB HE TpeOyeTcs.

AHTHKOAI'YJIAHTBI

Bapdapun/>dasupens
AueHokyMapon/3daBupens

B3aumonelictBre He H3y4anock.
Bo3MoxHO kak yBeanueHue, Tak u
YMEHBIIEHHE KOHIICHTPALIMK
Bap(apuHa/alieHokymMapoa B
TIa3Me  KpPOBM TIOJ  BIHSHHEM
s¢dasupensa.

Moxer mnoTpeGoBaTbCs  KOPPEKLHs
Bap(apuHa/ alleHOKyMapoJa.

J103bI

ITPOTHBOCY/IOPOKHBIE IEKAPCTBEHHBIE CPE/[CTBA

Kap6ama3enun/>¢dasupens
(400 mr 1 pa3 B cytkn/600 mr 1 pa3 B
CYTKH)

Kapbamazenun:
AUC: [27 % (120 - |33)
Cmax: 120 % (}15 - |24)
Cmin: |35 % (24 - |44)

DdaBupeHs:
AUC: [36 % (|32 - |40)
Cmax: |21 % (|15 - 26)

OTCYTCTBYIOT JIaHHbIE, HA OCHOBAHHM KOTOPBIX
MO3KHO pa3paboTaTh PEKOMEH/IALMH 110 PEKUMY
JIO3UPOBAHHUSL.

Cnenyer paccMoTpeTh BO3MOKHOCTb
NPUMEHEHUS  JIPYrOro  MPOTHBOCYI0POKHOTO
JIEKapCTBEHHOTO  CPEACTBA.  PexomeHayercs
NPOBOJMTH  MEPUOJMYECKHI  MOHMTOPUHI
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Cmin: |47 % (141 - |53)
(CHMXEHME KOHLICHTPALIHH
kapOamasernuHa BCleICTBUE
unaykunn CYP3A4; cumxkenne
KOHLIEHTpaLMi d(paBupeH3a
seaeactere nHAykuun CYP3A4
u CYP2B6). PaBHoBecHBIE
3HaueHust AUC, Cmax ¥ Crmin
AKTMBHOTO MeTabosnTa
kap0OamasernuHa 3MoKcuia He
u3MeHstoTes. Bsaumoaeicraue
MpH OZHOBPEMEHHOM
MPUMEHEHUHU 00Jiee BHICOKUX /103
s(haBupensa nim kapbamaszenuHa
HE M3y4ajloch

KOHLIEHTPALUH
KPOBH.

kapOamaszenuHa B IUia3Me

Denuroun, $enobapburan u apyrue
MPOTHBOCY IOPOXKHBIE

JIEKapCTBEHHbIC CpeCTBa,
SABJISIOIINECS cybcTparamu
uzodepmenros CYP450

B3anmozeiicTBre He H3y4aioch.
B03MOKHO Kak yMeHbIICHHE, TaK
1 YBEJIWYCHUE KOHLICHTPALIUH
(enuronHa, penodapburana u
JIPYTHX TIPOTUBOCY IOPOKHBIX
JIEKapCTBEHHBIX CPE/ICTB,
ABNISAIOMIMXCS cyOcTpaTaMu
m3odepmentos CYP450 (rpu
O/IHOBPEMEHHOM MPUMEHEHHH C
2(haBUpPEH30M).

Ecau a¢haBupen3 npuMeHseTcs 0HOBPEMEHHO ¢

MPOTHBOCY I0POKHBIMH npernaparamu,
ABISIOIMMHCS  cyOcTpatamMu  M30(EpPMEHTOB
CYP450, HE00X0IMMO OCYLIECTBJISATh

NEPUOINYECKUA MOHMTOPUHI KOHLEHTPaUHUH
MPOTUBOCY0POKHBIX MPEMAPATOB B KPOBH.

Bansnpoesas kuciora/sdasupens
(250 mr 2 pasa B cytkn/600 Mr 1 pa3 B
CYTKH)

KanHu4ecku 3Ha9MMOro BIMSHHUS
Ha (apMaKOKMHETHKY
3(haBUpeH3a He BISBICHO.
OrpaHuyeHHbIe JaHHbIE
T0Ka3bIBAIOT, YTO KIMHUYECKH
3Ha4YMMOE BIIMSHUE Ha
(hapMaKOKMHETHKY BaJbIIPOEBOM
KHMCJIOTBI OTCYTCTBYET.

Koppekuust 103b1 3¢aBupensa He Tpebyercs.
[TauneHTbl  J0/DKHBI  HAXOAMTBCS  TMOJ
HaO/IIOJIGHUEM IS KOHTPOJISl  CYJOPOKHBIX
TPHUIIAIKOB.

Burabarpun/>dasupens
["aGanentun/>¢asupens

B3aumoneicTBre HE H3y4asocCh.
Knunnuecku 3Haunmble
B3aUMOJICHCTBHUSI MAIOBEPOSTHBI,
MOCKOJIbKY BUrabaTpuH U
raGarneHTHH BbIBOAATCS
MCKJIIOUHMTEIIBLHO MIOYKaMH B
HEM3MEHHOM BMJIE U BPSLI JIH
Oy1yT KOHKYPHpPOBATh C
MeTaboIM3UPYIOLIHMH
(epMEeHTaMH U My TAMU
BbIBEJICHUS d(haBUpEH3a.

Koppekiuss 1036l HH OJHOTO M3 JaHHBIX
JIEKapCTBEHHBIX CPEJICTB He TpedyeTcs.

AHTHJEIIPECCAHTBI

CesleKTHBHbIE HHTHOUTOPBI 00PaTHO

ro 3axBaTa CepOTOHHHA

Ceptpanun/>daBupens
(50 mr 1 pa3 B cytkn/600 mr 1 pas B
CYTKH)

Ceprpanuu:
AUC: [39% (127 - |50)
Cmax: 129 % (|15 - |40)
Cmin: 146 % (|51 - |58)

Ddasupens:

AUC: &
Cmax: T11 % (16 - 116)
Chin: <

(uaaykuusi CYP3A4).

VBenuyeHue 103kl CepTPaIMHA  J0KHO
TMIPOBOJIUTHCS € YYETOM KJIMHMYECKOTO OTBETA.
Koppexkuus 10361 3paBupensa He pedyercs.

[Tapokcernn/a¢aBupens
(20 mr 1 pa3 B cytkn/600 mr 1 pa3 B
CYTKH)

KimHuyecku 3Ha4uMoro
(hapMaKOKMHETHYECKOTO
B3aUMOJICHCTBHS HE BBISIBJICHO.

Koppekuust 10361 HM OJHOrO W3 JaHHBIX
JIEKapCTBEHHBIX CPEICTB HE TpeOyeTcs.

Dayokcern/sdasupens

B3aumoseiicTBre He M3y4anoCh.
[Tockonbky anst piryokceTnHa
XapaKTepeH TOT ke
MeTab0IM4YECKHH PO uIIb, 4TO U
JUISl TapOKCETHHA, T.€. OH
SBJIAETCS MOLIHBIM MHTHOUTOPOM
CYP2D6, MOKHO 0%KHIATH, YTO
(uryokceTHH Takxke He Oyzer
B3aMMO/ICHCTBOBATE C
3¢aBupeH3oMm.

Koppekuust 1036 HM OJAHOTO W3 JIAHHBIX
JIEKapCTBEHHBIX CPEJICTB He TpedyeTcs.

CesleKTHUBHbBIE HHFH6HTOpr 06pa'rH0ro 3aXBaTa KaTexoJaMHHOB (Hopanpeua.ﬂuﬂa, llOI'IaMHHa)
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bynponuon/adasupens

(150 Mr  oxHokparHas ~ j03a
(nposioHrMpoBaHHOTO JeicTBus)/600
Mr | pa3 B CyTKH)

bynponuon:
AUC: |55 % (148 - |62)
Cmax: 134 % (|21 - |47)
I'mapokcubynpornuoH:
AUC: &
Cmax: 150 % (120 - 180)
(unaykuus CYP2B6)

VenuueHue 1036l OynporvoHa  JIOJKHO
MPOBOJAUTLCS € YYETOM KJIMHUYECKOTO OTBETA,
OJIHAKO ~ [103a HE  JIOJDKHA  TPEBbILIATh
MaKCHMaIbHO PEKOMEHIyeMY IO 103y
Koppexkuus 10361 2¢paBrpensa He Tpedyercs.

B/IOKATOPbI Hi -THCTAMHWHOBbBIX PEL[EIITOPOB

Lletupusun/>¢asupens
(10 Mr omHokpaTHas 103a/600 mr 1
pa3 B CYTKH)

Lletnpusun:
AUC: &

Crnax: 124 % (118 % - |30 %)
JlaHHbBIE U3MEHEHUS HE
PACIEHMBAIOTCS KaK KIMHUYECKH
3HAYMMBIE.
DdasupeHs:
KnuHuuecku 3Ha4uMoro
B3aUMOICHCTBHSI HE BBISBJICHO.

Koppekimnsi  1036] HM OJHOrO M3 JaHHBIX
JIEKapPCTBEHHBIX CPE/ICTB HE TpeOyeTcs.

CEPAEYHO-COCY/IHCTBIE ITPEITAPATbHI

BJIOKRTOPLI «MEJIEHHBbIX» KaJIbLUHEeBbIX KAHAJIOB

Jlunruazem/>¢daBupens
(240 mr 1 pa3 B cytkn/600 mr 1 pas B
CYTKH)

Jluntuasem:
AUC: |69 % (155-179)
Cmax: 160 % (150 - |68)
Cmin: |63 % (144 - |75)
Jlealle THIIMIITHAZEM :
AUC: |75 % (159 - | 84)
Crmax: l64 % (l57 = l69)
Cmin: 162 % (144 - |75)
N-MOHOJIEMETHIIINIITHA3EM
AUC: |37 % (|17 - |52)
Cmax: 128 % (17 - |44)
Cmin: 137 % (J17 - |52)
Ddasupens:
AUC: 111 % (15-118)
Crmax: 116 % (16 - 126)
Cmin: 113 % (11 -126)
(vnaykuus CYP3A4)
YBenuyeHue
(hapMakOKMHETHYECKUX
napametpoB d¢aBupeH3a He ObLI0
PACLIEHEHO KaK KIMHUYECKH
3HAYMMOE.

Bonpoc 0 HE0OX0AMMOCTH KOPPEKLHH 103bl
JIMITHA3EMa PELIAETCs C yYETOM KIMHMYECKOTo
OTBETa (CM. MHCTPYKLMIO MO MEIMLHMHCKOMY
NPUMEHEHHUH JiaTHasema). Koppekuus 103bl
y(pasupensa He TpeOyercs.

Bepanamun, ¢penoaunun, Hudeaunun
Y HUKapIUITHH

B3anumozeiicTBre HE H3y4alIoch.
Ecnu adaBupens npumensercs
OJIHOBPEMEHHO ¢ KaKUM-TTHO0

MpernapaToM U3 rpymnibl
6J10KaTOPOB «MEJIEHHBIX)

KaJIbLIMEBBIX KaHAJIOB, KOTOPbIE

ABIISIOTCS cyOcTparaMu
nsodepmenta CYP3A4,
BO3MOKHO CHH)KEHHE
KOHLIEHTPALMK 3TOro G10karopa
B IJIa3M¢ KPOBH.

Bonpoc 0 HE0OXOAMMOCTH KOPPEKLMH 103
610KaTOPOB «MEJUTCHHBIX» KaJIbLIMEBBIX
KaHaJI0B PEIIACTCS C YYETOM KJIMHUYECKOro
OTBETa (CM. MHCTPYKLUMH I0 MEIWLIMHCKOMY
MPUMEHEHUIO  0J0KATOPOB  «MEJICHHBIX)
KaJIbLIUEBBIX KAHAJIOB).

T'HITOJTHITHIEMHYECKHE JIEKAPCTBEHHBIE CPE/ICTBA

Huru6uropsl F'MI'-KoA-peaykrassl

AtopBacTaTHH/3(aBUpeH3
(10 mr 1 pas B cytkn/600 Mr 1 pa3 B
CYTKH)

ATOpBACTaTHH:
AUC: |43 % (|34 - |50)
Cmax: [12% (|1 - |26)
2-I'mapokcuaTopBacTaThH:
AUC: [35% (|13 - |40)
Crmax: 113 % (10 o l23)
4-ruIpOKCHATOPBACTATHH:!
AUC: [4% (10-|31)
Cmax: l47 % (lg -151)
OO611as akTHBHOCTH HHTHOMTOPOB
I'MI'-KoA-penykrasbr:
AUC: |34 % (]21 - [41)
Crnax: 120 % (l2 - l26)

Cnemyer  OCYIIECTBISTH — NEPHOANYECKHH
MOHHTOPHHI KOHLIEHTPALMH XOJIECTEPHHA B
KpOBH. MoXeT noTpeboBaThCsi KOPPEKLIUS 103bI
aTopBacTaTMHa  (CM.  HHCTPYKLMIO IO
MEIMLMHCKOMY MTPUMEHEHHIO aTOPBAaCTaTHHA).
Koppekuus 10361 3paBrpensa He Tpedyercs.

ITpaBacrarun/>daBupens

[TpaBacrarun:
AUC: |40 % (426 - |57)

Crneayer  OCyLIECTBISTH  MEPHOAMYECKHI
MOHHTOPHHI KOHLICHTPALMHK XOJIECTEpHHA B
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(40 mr 1 paz B cytkn/600 Mr 1 pa3 B
CYTKH)

Cmax: |18 % (159 - 112)

KpoBH. MoxeT noTpe6oBaThCst KOPPEKLIUS 103bI
npaBacTaTiHa  (cM. MHCTPYKLHIO o
MEIMLIMHCKOMY MPUMEHEHHIO 11PpaBacTaTHHA).
Koppekuwms 10361 2daBrpensa He TpeOyercs.

CumBacrarun/>¢aBupens
(40 mr 1 pa3 B cytkn/600 Mr 1 pa3 B
CYTKH)

CumBacTaTHH:
AUC: [69 % (162 - |73)
Cmax: 126 % (163 - |79)
CHUMBacTaTHH KUCJI0TA:
AUC: |58 % (139 - |68)
Cmax: [51% (|52 - |58)

OO1mast aTMBHOCTh HHTMOUTOPOB
I'MI'-KoA-penykrassi:
AUC: |60 % (|52 - |68)
Cmax: 162 % (155-78)
(vnayxuns CYP3A4)

[Tpu onHOBpeMeHHOM
MPUMEHEHHUH d(aBUpeH3a ¢
aTOpPBAaCTaTHHOM, MPABACTATHHOM
WJIM CUMBACTaTHHOM 3HAYEHUS
AUC 1 Cmax 2¢paBupeH3a He
M3MEHSIOTCS.

Cnexyer  OCYIIECTBIATH — NEPHOAMYECKHI
MOHHTOPHHI KOHLIEHTPALlMM XOJIECTEPHHA B
KpoBH. MoxkeT noTpe6oBaThecst KOPPEKIIHUS 103bl
cUMBacTaTHHa  (CM. MHCTPYKLHMIO  TI0
MEMLIMHCKOMY TIPUMEHEHHIO CHMBACTaTHHA).
Koppexkuus 103b1 3paBupensa He Tpedyercs.

PosyBactatun/sdasupens

BzanmoselicTBre He H3y4anoch.
PosyBacTaTH BBIBOAWTCS B
OCHOBHOM B HEH3MEHHOM BHJIE
uepes3 KeTy 104HO-KHIICUHbIH
TPAKT C XKEIUbIO, TI0ITOMY
B3aMMOJICHCTBHE € daBUPEH3OM
HE 0)KUIACTCS.

Koppekiust 1036l HH OJHOrO M3 JaHHBIX
JIEKapCTBEHHBIX CPE/CTB HE TpebyeTcs.

I'OPMOHAJIbHBIE KOHTPALIEIITHBbI

Jlns  mepopaibHOTO
DTUHUICTPAAUOI+
HoprecTuMar/3QaBupens

(0,035 mr+ 0,25 mr 1pa3 B cyTkn/600
Mr 1 pa3 B CyTKH)

IMPUMCHCHHUA

DTUHWIICTPAAUOI:
AUC: &
Chax: <
Cmin: |8 % (114 - 125)
HopanrectpoMuH (akTHBHBIH
MeTabouT):
AUC: |64 % (] 62 - 167)
Cmax: |46 % (] 39-] 52)
Cmin: |82 % (| 79-] 85)
JleBoHoprecrpen (akTHBHBI#
MeTaboJInT):
AUC: |83 % (179 - |87)
Cmax: |80 % (177 - |83)
Cmin: |86 % (180 - |90)
(MHayKLMs MeTabon3ma)
DdaBupeH3: KIMHUYECKH
3HAYUMOTO B3aUMO/ICHCTBHS HE
BbIsIBIIEHO. KinHuveckas
3HAYUMOCTB ITUX P dekToB He
M3BECTHA.

B JIOTIOJTHEHHUE K rOPMOHAJIbHBIM
KOHTPALICNITUBAM ~ JOJDKEH  MCIOJIb30BaThCS
HAJIeKHBIH MeToa OapbepHOH KOHTpaLenuuu
(cm. paszaen «[Ipumenenue npu GepeMEHHOCTH
U B MIEPHOJL IPYIHOTO BCKAPMIIMBAHHSAY).

[TpononrupoBanHoro aeicTBust s
BHYTPUMBILIEYHOTO BBEJICHMS:
JlenomepoKCHITporecTepoHa arerar
(AMITA)/>dasupens

(150 mr IMITA B/M 0aHOKpaTHO)

B Teuenue 3 mecsies
UCClIEI0BaHUs He ObIIO
BBISIBJICHO 3HAUUMBIX Pa3/HYHii B
OTHOLICHUH
(hapMaKOKHHETHUYECKHUX
napamMeTpoB
MEJIPOKCHUIIPOreCTEPOHA MEXKIY
JI0OPOBOJIbLIAMH, TTOJTY4aBIIUMH
APBT, ¢ a¢daBupensom, u
JI0OPOBOJIBIIAMH, KOTOPBIE HE
noiyyann APBT.

Bo Bropom uccnenoBannu Obiu
MOJTy4YEHBI CXO/IHBIE PE3YJIbTAThI,
XOTS KOHLEHTPALIMH
MEJPOKCUIIPOreCTEepOHa B IIa3Me
KPOBH pa3jiMyainuch B 6OJIbIIeH
creneHu. B o6oux
UCCJIEI0BAHUSX KOHLICHTPALIMH
NPOrecTEpPOHa B IJIa3Me KPOBH Y
J100pOBOJIBLIEB, TPHHUMABIIHX

B JIOTIOJTHEHHE K rOPMOHAIbHBIM
KOHTPALENTHBAM  JIOJDKEH  MCIOJIb30BATHCA
HaJIeKHbIH MeTOo OaphepHON KOHTpALEMLUUK
(cm. pazaen «IIpumenenne npu GepeMEHHOCTH
1 B [IEPUOJL IPYHOTO BCKAPMIIUBAHHSI»).
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sdaBupens +
JIETOMEIPOKCHITPOrecTepoHa
aleTaT, 0CTaBAIMCh HU3KUMH, YTO
COOTBETCTBOBAJIO T10/I1ABJICHHUIO
OBY/JISILIMH.

Wmnuanrar:
DtoHorecrpen/s¢aBupens

BzanmoelicTBre He U3y4anocs.
MOXHO 0XKHIATh CHUKECHUS
9KCIIO3ULIMK ITOHOTECTpea

(uanyxuns CYP3A4).

B nocTperucTpaiunoHHbIi nepro
Ha0MOAeHUs OBbUTH MOy YeHBI
OT/IelIbHbBIE COO0IIeH S 00
OTCYTCTBHM KOHTPALICITUBHOTO
s} dexra npu npuMeHeHHH
9TOHOTECTpEIa y MALUEHTOK,
MPUHUMABIIKX d(aBUpeHs3.

B JIOTIOJIHEHHE K FOPMOHAIbHBIM
KOHTpALENTHBAM  JIO/DKEH  MCIOJIB30BaThCS
HaJIeKHBIH MeTOoA OapbepHOH KOHTpaLEnUUn
(cm. pazaen «[Ipumenenue npu GepeMeHHOCTH
U B MIEPUOJL IPYTHOTO BCKapPMIIMBAHHSY).

TaKpOJIMMYC, CHPOIUMYC)/3(aBUpeH3

(MHAY KLU CYP3A4).
MasoBeposiTHO, 4TO yKa3aHHbIC

HMMYHOAEIIPECCAHTbI

HMmMmyHoaenpeccaHTsl, KOTOpble | B3ammoneiictBue He u3yudanoch. | Moxer mnorpeGoBarbesi  KOPPEKLHs  103bI
METaboNM3UPYIOTCs  M30(epMEHTOM | MOXHO — OXHIATh  CHUKEHMS | MMMYHOJENPECCAHTA. Pekomenayercs
CYP3A4 (manpumep, UMKIOCTIOPHH, | SKCIMO3MLMH HMMYHOJEIIPECCAHTA | OCYUIECTBAATh  TINATEAbHBIH  MOHUTOPMHI

KOHLIEHTPALMI UMMYHO/ICTIPECCAaHTa B KPOBU B
TEYEHHE HE MEHee 2 Helelb (10 yCTaHOB/ICHHS

B3aMMO/IEMCTBUS HE BBISIBJICHO.

MMMYHOIEIPECCAHTbI OyayT | cTaOMIBLHBIX KOHLEHTPALMi) ¢ MOMEHTa Havaa
OKa3bIBaTh BIIMSHUE Ha | Tepanuu d5(aBUPEH3OM WM C MOMEHTa ee
9KCIO3ULMIO Y aBUpEH3a. OTMEHBI.
OITHOH/TIbI
Meranon/a¢aBupens Meraon: [IpoTHBOMOKAa3aHO ~ OJHOBPEMEHHBIH  NpHUEM
(cTabuibHas MOUIePXKUBAIOLIA 1033, AUC: |52 % (|33 - |66) spaBupensa W MeraaoHa  M3-3a  pHcKa
35-100 mr 1 pa3 B cytkn/600 mr 1 pas Cmax: |45 % (125 - |59) yJUTHHEHHUS MHTEpBaja QTc (eMm.
B CYTKH) (vunykumst CYP3A4) «ITpoTHBONOKA3AHUSY).
B uccrnenoBanuy ¢ yyactuem
BHUY-undpuumpoBanHbIx
MalKEHTOB, KOTOPbIE BBOIM/IN
cebe HapKOTHUUECKHE CPEICTBA
BHYTPUBEHHO, YCTAHOBIICHO, YTO
OZIHOBPEMEHHOE NMPUMEHEHHE
s(paBupeHsa u MeTag0oHa
MPUBOMIIO K CHHKEHHIO
KOHLEHTPALMK METAI0Ha B
TJ1a3mMe KPOBH H K TOSIBJICHHUIO
CHMIITOMOB OTMEHBI OITUATOB.
YT100b! yMEHBLIUTE
BbIPAKEHHOCTh CUMIITOMOB
OTMEHBI, 103y METaJ10Ha
YBEJIMYUBAJIK B cpeiHeM Ha 22 %.
Bynpenopun/nanokcon/sdasupens bynpenopgun: HecmoTps  Ha  CHWKEHHE  OKCMO3HLIUM
AUC: |50 % OyrnpeHopuHa, ciry4yaeB MPOSABICHUS
HopOynpenopdun: CUMIITOMOB ~ OTMEHbl Y  TALIMEHTOB  HE
AUC: |71 % Habmoaanock. He TpeGyercs koppekumst 103bl
Ddasupens: HM OJHOTrO0 M3 JIEKAPCTBEHHBIX CPEACTB MpHU
Knuuuyecku 3Ha4nMoro OJIHOBPEMEHHOM Ha3HaueHuH OyrnpeHopduHa 1
(hapMaKOKMHETHYECKOTO 3(haBupeHsa.

290 % noBepUTEIIBbHBIC HHTEPBAIIbI, €C/IH HE YKA3aHO JPYTOE.

* 95 % 10BepUTE/IBbHBIC HHTEPBAJIbI.
YO - ypuaunandocdar.

I'MI'-KoA-penyxrasa - 3-ruIpoKCcH-3-MeTHIINTy TAPHII-KOIH3UM A peayKTasa.

Jemu

UccnenoBanus B3aUMO/JICHCTBUS IIPOBOJUJIUCH TOJIBKO Y B3POCJIBIX.

Oco0b1e ykazanus

3(1)3BPIpCH3 HEC JI0JIKCH IIPUMEHATHCSA B KAYECTBE €AUHCTBEHHOTO Mperiapara Juisd JICYCHU

BUY-undexnuu, a takke He NODKeH A00aBIATHCS B Ka4eCTBE €IMHCTBEHHOrO Iperapara K
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HeapdexruBHOM cxeme Tepanuu. Kak u B ciaydae npyrux HHUOT, npu npumenennn >pasupensa
B MOHOTEpAlMH MOXET OBICTPO pa3BUTLCS PE3UCTEHTHOCTH BUpyca. [Ipu BBIOOpE HOBBIX
AQHTUPETPOBUPYCHBIX IIpenapaToB Ul NPUMEHEHHs B KOMOWHALUHK C 3(aBUPEH30M CIIEayeT
YUHTBIBATH BO3MOYKHOCTL pa3BUTHs MEPEKPECTHOH PpE3UCTEHTHOCTH BHpyca (CM. pasfen
«DapmMakoIMHAMHKA)).

He pexomenayercs npuMeHeHHe 3(aBUpeH3a OJHOBPEMEHHO C Ta0JIETHPOBAHHLIMH
JICKapCTBEHHBIMHM  IpenaparamMd ¢ (UKCHPOBAHHBIMM  KOMOWHAUUSAMH  3(aBHpEH3a,
SMTpHIMTa0KHA ¥ TeHO(DOBUPA AUZONPOKCHI (ymapaTa, eclii TOJIbKO He TpeOyeTcss KOPPEKIHs
J103b1 (HaIlpyuMep, IPU OJHOBPEMEHHOM IPUMEHEHHH ¢ PUDAMITHIIHHOM ).

He pexoMeHyeTcst 0THOBpeMEHHOE MpUMeHEHHE d(aBupeH3a ¢ IpernapaTaMmy Ha OCHOBE
sKcTpakrTa ['mukro buoba.

[Ipy HazHayeHMM @pernapaToB I OJHOBPEMEHHOTO MPHUMEHEHHs C MpernapaToM
D®ABUPEH3-HAHOJIEK® Bpay nomkeH 0OpAaTHTbCS K HHCTPYKIHSAM 10 MEIXHIMHCKOMY
IIPMMEHEHHIO JaHHBIX JIEKAPCTBEHHBIX MPErapaToB.

Ha ¢one nposenenuss APBT Henb3st uckirounTh puck nepenaun BUY apyrum jtumnam Bo
BpEMsI CEKCyaJlbHOIO KOHTaKTa MJIM uepe3 KpoBb. B CB3M ¢ 3THM cieayeT coOaoaaTh
COOTBETCTBYIOIIUE MEPHI PEIOCTOPOIKHOCTH.

Conymcmeylowjas — anmupempogupycuas — mepanusi.  €CIH  ITIpHeM  KaKoro-aubo
AHTUPETPOBUPYCHOIO CpeAcTBa B cocTtaBe koMOuHupoBaHHOM APBT oTmensercs B cBs3u ¢
II0JI03PEHUEM Ha HENEPEHOCHMMOCTb, HEOOXOIMMO PACCMOTPETH BO3MOXKHOCTH OJHOBPEMEHHOM
OTMEHBI BCEX AHTUPETPOBHPYCHBIX CpeAcTB. lIpremM Bcex OTMEHEHHBIX AHTUPETPOBHPYCHBIX
IpernapaToB  JOJDKEH ObITb  BO30OHOBJIEH cpa3y IOCI€ HMCYE3HOBEHHS  CHMIITOMOB
HETIEpeHOCUMOCTH. He pexkomeHjyercss mnpepbiBaeMas MOHOTepanus M I0CIe10BaTeIbHOE
IIOBTOPHOE HA3HAYEHHE AHTHUPETPOBUPYCHBIX CPEACTB H3-3a IIOBBIIIEHUS BEPOSTHOCTH
TIOSIBJICHUS] PE3UCTEHTHOT'O K TepaIruu BUpyca.

Kooicnas cvinb: B KIMHHYECKHX HCCIIEOBaHUIX 3(aBHpeH3a HAOIIOJATUCh JIETKO |
YMEPEHHO BBIPAKEHHBIE BBICHINAHUS, KOTOPbIe OOBIYHO UCYE3AIOT MPHU MPOJIOTKEHUH TEPAIHH.
Ilppuem  coorBercTByromux  OmokaropoB  H|-THCTaMMHOBBIX ~ pEIENTOPOB  W/WIH
TIIOKOKOPTHKOCTEPOUIOB MOJKET YJIYUIIUTh MEPEHOCHUMOCTh U CIIOCOOCTBOBATH CKOpEHIIEMY
HCYE3HOBEHHIO KOKHOW chInu. Tspkenas ¢opma KOXKHOM CHIMH, COMPOBOXKIaeMasi BOJIIBIPSIMH,
JICCKBaMallMen SIUTeNIUs UK 00pa3oBaHMeM sI3B, HaOmoaanach MeHee 4yeM y 1 % manueHTos,
NpUHUMaBIIMX  3(aBupeH3. MuorodpopMHass dKCCyJaTHBHAs dSpUTeMa HIH  CHHIPOM
Crusenca-/Ixoncona Berpevanuck y 0,1 % manuentos. Eciu y manueHToB BOSHUKAET TsDKEas
Gopma ceimH, compoBokiaeMas BO3HHKHOBEHHEM BOJUIBIPEH, JECKBAMALMEH OIUTENHS C

BOBJICYEHHEM CJIU3UCTBIX 000JI0YEK HITH meopam(oﬁ, HEOOXOIUMO HEMEICHHO [IPEKPaTUTH
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npuem sdaBupensa. DhaBUpeH3 He PEKOMEH/IOBAH MAlMEHTAM, Y KOTOPBIX OblIa YrpoKalomas
KU3HU KOXKHas peakuus (Harmpumep, cunapom CtuseHca-J[koHcoHa). B ciyuae mpekpamenus
Tepanuy 3(paBUPEH30M HEOOXOJMMO PacCMOTPETh BOIPOC O MPEKpAIIEHHH MpHeMa JIPYyTHX
AHTHPETPOBHPYCHBIX CPE/ICTB, YTOOBI U30€KATh MOSBICHUs PE3UCTEHTHOIO K TEpallik BHpYycCa.
Cityyau KOXHOH CBIIM 3aperucTpupoBanbl y 59 u3 182 nereit (32 %), MoTydaBIIMX JCUCHHE
3(baBupeH30M B 3 KIMHHYECKHX HCCIIE0BAHUAX CpeaHel MpoaoKUTebHOCTRIO 123 Henemm. Y
6 nereii chimb OblTa TsKETOM. MeuaHa BpeMeHH Hayaia MosB/IEHUs CBIITN Y JeTeil cocTaBmia 27
aneit (3-1504 nms). Ilepen HavamoM Tepanuu >haBUpeH30M y JeTeidl MM MOXET ObITh
PEKOMEH/IOBaHA COOTBETCTBYIOIAsl aHTUTUCTAMUHHAs TEPAIHs B KaYeCTBE MPO(UIAKTHKH.

OmnbiT 1puMeHeHns d(GaBUpeH3a y MAIMEHTOB, KOTOPBIM OBUTH OTMEHEHBI JpYyTHE
AHTUPETPOBHUPYCHBIC cpesicTBa U3 Kinacca HHUOT, orpanuuen (eMm. «Ilo6ounoe aeiicTBrEY),

D¢aBupens He peKOMEHJIOBaH MALHEHTaM, Yy KOTOPBIX paHee Ha (OHe MpHema JAPYTHX
HHUOT  pasunuch yrpoxaroude JKM3HM KOKHBIE pPeakUuu (HampuMep, CHHIPOM
CruBenca-/I>xoHcoHa).

Yonunenue unmepeana QTc

Y nunanenne unteppaita QTc HaGmoRaIOCh y MAUKEHTOB, IPUHUMABIIMX 2(GaBHPEH3 (CM.
«IIporuBonokazanus», «B3auMozmelcTBHE ¢ JPYrMMH JIEKAPCTBEHHBIMH CpEICTBAMH»). Y
MalMEHTOB ¢ puckoMm yummHeHus QTc ciaeayer paccMoTperh albTepHATHBHYIO Tepanuio 0e3
IIPUMEHEHUS dpaBHpeH3a.

Cumnmomer co cmoponvl nCUXUKYU. UMEIOTCS TaHHBIE O BOSHUKHOBEHHH HEXKeJIaTeIbHBIX
SIBJICHU# CO CTOPOHBI ICUXUKH Y MALHEHTOB, IIPUHUMABIINX (aBupens. [lannenTrl, uMeronue B
aHaMHe3e NCHUXUYECKHEe pacCTPOMCTBA, HAXOAATCS B IPYIIE MOBBIIICHHOTO PUCKA M0 Pa3BUTHIO
CEPbE3HBIX HEKEATEe/bHBIX ABJICHUH CO CTOPOHBI ICUXUKU. B YacTHOCTH, TshKesas Jernpeccus
Haubosiee vacTo Habiojanach y MAlMEHTOB C Jenpeccheil B aHamHese. Takke HMMEIOTCS
IOCTPErUCTPALIMOHHBIC IAHHBIE O CIIy4asX TsOHKEJIOH JeNpeccuy, CMEpPTH B pe3yJibTaTe CyHIH/Ia,
Opena u nicuxo30no106H0ro noBeaeHus. [TaHeHTOB HEOGXOMMMO IIPEYTIPEUTE O TOM, YTO IIPU
Pa3sBUTHM TAKUX CHUMIITOMOB, KaK TsKesas JCNPEecCHsi, IICUX03bl WM CYHIHIAIbHbIE HIEH, OHU
JI0JKHBI HEMEJJIEHHO COO0IMTE 00 9TOM Bpady. Bpay 1oimkeH onpeenuTs BO3MOKHYIO CBS3b
OTHUX CHMITOMOB C MNpHeMOM 3(GaBUpPEH3a, U, €CIM 3Ta CBS3b IMOJTBEPHKIACTCS, OLEHHUTH
COOTHOLICHHE PUCKA JUIs MALMEHTa MPU NPOJO/DKEHHH TEPAlMi U IMOTEHIIMATLHON T0JIB3BI OT
npuema npernapara (cM. paszaen «[loGounoe neiictBue).

Cumnmomvt co cmoponel HepsHOTl cucmembl: Y TTAMEHTOB, TIPUHUMABIINX (aBUPEH3 B
no3e 600 mr 1 pa3 B CyTKM B paMKax KJIMHMYECKHX HCCJIEOBAHHH, 4acTo HaGIIOIATHCH
CJICIYIOMINE CUMIITOMBI: TOJIOBOKPYIKEHHE, OECCOHHMIIA, COHIIMBOCTD, CHIKEHHE KOHIIEHTPALUH

W I1aTOJIOTHUA CHOBHHCHHﬁ, a TAaK)K€ BCTPEYAJIUCh IPYIHEC HEXKEJIAaTCJIbHBIC SIBJICHUS (CM. pa3aci
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«ITobounoe neiictBre»). CHMITOMBI CO CTOPOHBI HEPBHOH CHCTEMbI OOBIYHO HAOIONAIHCEH B
TEYEHHE TIEPBOTO WIJIK BTOPOTO JHA TEPANMK U B OOJIBLIMHCTBE CTyyaeB HCUYE3ATH MOCIIE TIEPBBIX
2-4 nenenp. [lanueHTOB HEOOXOIMMO TPOUH(POPMHEPOBATH O TOM, YTO TAKHE CUMITTOMBI, €CJTH OHH
TNOSBIISIIOTCSI, OOBIYHO HCYE3aIOT NPU MPOJODKCHHH TEpalud W HE ABJIAIOTCS IPU3HAKOM
BO3MOYKHBIX HapyUIEHHH CO CTOPOHBI IICUXUKHU, KOTOPBIE BCTPEYAIOTCS PEIKE.

Cyoopooicnbie  npunadxu. coo0IAIOCh O CyAOpOrax y MalHeHTOB, NPMHAMABIINX
s(asupens, 0coOeHHO y MANMEHTOB C CyAOpOraMH B aHamHese. IIpH OJHOBpEMEHHOM
IIPUMEHEHUH  NPOTHBOCYIOPOXKHBIX ~ JIEKAPCTBEHHBIX CPEJICTB, METaOOIU3UPYIOMUXCS B
OCHOBHOM B TMI€YCHH, TaKMX Kak (eHuTOMH, KapOamaszenuH u QeHobGapOuTam, Cleayer
NEPHOAMYECKH TPOBOJUTH OIpE/IEJIEHHE KOHIEHTPALUH 3TUX MpErnapaTtoB B IIa3Me KPOBH.
Wcenenosanne B3auMoIeHCTBHI JIEKapCTBEHHBIX CPEJCTB MOKA3aJI0, YTO TPH OJHOBPEMEHHOM
NPUMECHEHHH KapOamasenuHa ¢ 3(paBUPEeH30M KOHIEHTpAlNU KapbamaseluHa B Iia3Me KpOBH
CHIDKaIUCh (cM. pasnen «BsammopeiicTBHe ¢ JpYyrHMH JIEKAPCTBEHHBIMM CPEICTBAMMUY).
[lanvienTsl ¢ Cy/lOpOKHBIMH IpPHIAJKAaMH B aHAMHE3€ JOJKHBI HAXOAMTHCS IOJ O0COOBIM
HaOJIOZICHUEM.

Heoicenamenvnvie aeénenus co cmopoHvl nedenu. B TMOCTPETHCTPALMOHHBIN MEPHOJ
HaOmozienns ObUI0 TOMydYeHO HEeOONBIIOE YHCIO COOOLIEHUH O pAa3sBUTHUM I1€UYEHOYHOM
HEJIOCTATOYHOCTH Yy IAalMEeHTOB Oe3 yKa3aHui Ha 3a00JeBaHus TeYEeHH B aHaMHe3e, a TakKe 0e3
JAPYTUX BBIABICHHBIX (akTopoB pucka (cMm. «[loGounoe neicTBue»). B cBsi3M ¢ 3THM
PEKOMEHAYETCS OCYIIECTBIATH MOHUTOPHHI AKTMBHOCTH «II€YEHOYHBIX» (EPMEHTOB Jaxke Y
MalMEeHTOB 0€3 NeYeHOUHON TUC(YHKIMH B aHAMHE3e WK APYrHX (akTopax pucka.

Bnusnue nuwu: npu npumenenuu npenapara D®ABWUPEH3-HAHOJIEK® Bo Bpems
IpreMa MHUIIH MOXKET BO3pacTaTh OSKCHO3MLIUA d¢paBupensa (cM. «DapMakoIoruyecKue
CBOMCTBa»), YTO MOXET NPUBOJAUTH K YBEIHUYCHHIO YAaCTOTBI HEXKEJNATENBHBIX peaKimil (CM.
paszen «lloGounoe nedictBue»). B cBs3M ¢ ITHM peKOMEHyeTCs NPUHMMATH Ipenapar
DOABUPEH3-HAHOJIEK® nHartomiax, jkeiaTebHO Ha HOYb.

Cunopom 6occmanosenenus ummyHumema. JTaHHBIA CHHAPOM HAOJIIOAANICS Y HAllHEHTOB C
TSDKEJIBIM MMMYHOIEDHIIMTOM B TI0O0H MOMEHT IOC/Ie Havala MpOBeAeHUs KOMOUMHHPOBAHHOM
APBT. B pesynbrare ycuieHHs IMMYHHOTO OTBETa BCJIEICTBUE TEPAIIMM B TEUEHHE HECKOIBKUX
He/eIb WM MECSALEB OT Hayaja JIEYEHHUs MOXKET pPa3BHTbCS BOCHAIWTEIbHAs pPEaKius Ha
HCAKTHUBHBIC ~ MJIM  OCTATOYHBIC  OINIMOPTYHUCTHYECKHE  HMHQEKIHH,  Takhe  Kak
LUTOMETaJIOBUPYCHBIA PHHUT, TE€HEPATU30BAaHHbIE W/WJIM OYAaroBble MHKOOAKTEpHAIbHBIC
vH(EKIUN, TTHEBMOHUS, BbI3BaHHAS Preumocystis jiroveci (npexHee Ha3BaHue - Pneumocystis
carinii). Takne BOCIIAJIMTEIbHBIE CUMIITOMBI HY’KIAIOTCS B JaJbHEHINEH OLEHKE U Ha3HAYEHHH

COOTBETCTBYIOIIECTO JICUCHUS.
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AyTOUMMYHHBIE HapyleHHs (Takue Kak Gone3Hp ['peiiBca M ayTOMMMYHHBIH IelaTHT)
HabmoaamMcy Ha (hOHe BOCCTAHOBJICHHS HMMYHHTETA, OJHAKO BPEMs HAYaIbHBIX MPOSBIICHHUI
CUJIBHO BapbHpOBajo U 3a00je€BaHHE MOIJIO BO3HHKATh YEpe3 MHOIO MECAIEB II0CNIE Hayana
TEepaInuy.

Jlunooucmpogus  u  memabonuueckue  napywenus: xomOunuposanHas APBT
accolMUpoBaHa C Mepepacrpeie/ieHHeM 0KOKHO-)KUPOBOH KJIeTUaTKu Tea (JIMnoaucTpodus)
y BHWY-undpuumposanueix mnaumeHtoB. OTHAIEHHBIE MOCIEACTBHA 5TOrO SBJIEHHA MOKa
HEH3BECTHBI U MEXaHM3M €ro pa3BUTHs M3y4yeH HenocTaTtovHo. [Ipeamonaraercs cBs3b MEXITY
BUCLICPAJIBHBIM JIMTIOMAaTO30M ¥ IPUMEHEHHEM HHIHOUTOPOB IMPOTEa3bl M JIMNOATPODUH U
npumeHenneM HUOT. TloBeimeHHbIH prCK pa3BUTHS THIOAUCTPODHH MOXKET OBITH 00YCIOBIIEH
KaK HWHIMBUIyaJbHBIMH (aKTOpaMH, TaKMMH KaK TOXHJIOW BO3pacT, Tak W (aKTOpaM,
CBSI3aHHBIMHU C ITPUEMOM IIPENapaToB, TAKUMHU Kak npoaospkutenbHas APBT u cBsazanHble ¢ Hel
MeTaboJIMUeCKHe HapyIleHHs. B CBSA3M ¢ 3THM IMpU KIMHHYECKOM O00C/IE0BaHUM MALMEHTa
ClIelyeT NpoBOAUTh (H3uKaIbHOE o0ciieioBaHUe, o0pailas BHUMaHHE Ha Mepepacrpeie/ieHue
TIOJIKOYKHO-)KUPOBOM KJIETYATKH, a TAKKe ONPEEIATh KOHIEHTPALMUIO JIMITHIOB B CBHIBOPOTKE
KPOBH HATOIIAK W KOHIEHTPALUIO IVIIOKO3bl B KpoBU. HapymeHus munuaHoro oOMeHa A0DKHbBI
KOPPEKTHPOBATLCSA B COOTBETCTBUH € KIMHUYECKUMH MposBiIeHUsMH (cM. pasaen «IloGounoe
JIEHCTBUEY).

OcmeoneKpos: XOTs STHOJIOTHS JIAHHOTO 3a00/ieBaHUs INIPU3HAHA MHOrO(AKTOPHOM
(BKJIOYas  NPUMEHEHHE KOPTUKOCTEPOHM/OB, 3JI0YNOTpeOJEHHE  aJIKOroJeM,  TSKEIYIO
UMMYHOCYTIPECCHIO, NOBBIIIEHHBIH MHIEKC MAacChl Tela), Cllydyan OCTEOHEKpO3a HaOJI0NaIuCh
[IPEUMYIICCTBEHHO y MMAMEHTOB ¢ AIuTeIbHON BUY-uHbekuunei u/umm y naiMeHTos, JNIMTEIBHO
nosryvaBiux KomOunupoBanHyo APBT. IlanueHTsl H0/DKHBI HE3aMeUTMTENIBHO OOPATHUTBCS K
Bpadvy IpH MOsBJIeHHH 00JIeH B CycTaBaX, CHI)KCHUH MOJIBHKHOCTH CYCTABOB HIIM TPYTHOCTSAX
pu Xozp0e.

Ocobvle epynnvl nayuenmos

Tayuenmul ¢ 3abonesanuamu nevernu. 3baBUpeH3 MPOTHBOMIOKA3AH MALIMEHTAM C TSKEIOH
CTEIEHBIO MEYEHOYHOH HexocrtarouyHocTH (kiacce C mo winaccupukanuu Yaina-ITeo) (cm.
paszensl  «lIpotuBomnokasanusy; «®PapMaKkoJOTHYECKHE CBOWCTBA») M HE PEKOMEHIYETCs
NAllUEHTaM C MOPAKEHUEM ITI€YEHH CPEIHEH CTENEHH TSHKECTH, MMOCKOJIBKY Ha JaHHBIH MOMEHT
HEJI0OCTAaTOYHO JaHHBIX, YTOOBl yCTAHOBUTb, HYXKHA JIM B TaKUX CIIy4asX KOPPEKIHs JO3BI.
BereictBre nHTEHCHBHOTO MeTab0IM3Ma dhaBUpeH3a o1 IEHCTBUEM CHCTEMBI ATOXpoMa P450
¥ OTPAHUYCHHOTO OIBITA KIMHUYECKOTO IPUMEHEHHs Iperapara y MalndeHTOB ¢ XPOHHYECKUMH
3a00JIeBaHUAMH TIEUEHH, CJEAyeT COOJIOATh OCTOPOXHOCTH MPHM HA3HAUYEHMH IIperapaTa

DOABUPEH3-HAHOJIEK® narmentam ¢ 3a60/1eBaHUSME TI€YEHH JIETKOM CTEMEHM TSIKECTH.
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[Ipu 5TOM ManueHTh! T0MKHBI HAXOAUTHCS 1101 HaGJFOIEHHEM JI/Isl CBOEBPEMEHHOTO BBISBICHHS
J10303aBUCHMBIX HEXKEJIATEIbHBIX PeaKlUi, 0COOEHHO CO CTOPOHBI HEPBHOM CHCTEMBI. Takxke
9€pe3 ONpe/eICHHbIC WHTEPBAlIbl BPEMEHHU CIIEAYET MPOBOIUTH Ja0OpAaTOPHBbIE AHAIM3BI IS
OLICHKH COCTOSIHMS Ne4eHH (cM. paszen « Criocod NpuMEeHEHHs U 10361»).

beszonacHocTs u addexTuBHOCTL 3daBUpeH3a HE ITOATBEPKAECHHl Yy MAIIMEHTOB CO
3HAYMMbBIMHU HapyIIEHUAMH QYHKIUH [I€YCHN B aHaMHe3e. [TaliueHThI ¢ XPOHHYECKHMM IelaTHTOM
B umu C, npunumaromue komGunupoBanuyio APBT, BXOIAT B Ipyniy pucKa pa3BHTHS TSKEBIX
HEXKEJIaTeIbHBIX PEAKIUi CO CTOPOHBI IEYEHH, KOTOPbIE MOTYT IIPUBECTH K JIETATLHOMY HCXO/LY.
Y NauMeHTOoB ¢ HapylmeHHeM (yHKIHHU IIeYEeHH B aHAMHE3€, BKIIOYas XPOHUUECKHi aKTHBHBbII
TCTIaTHUT, MOBBIIACTCS YaCTOTa Pa3BUTHs HAPYIIEHUH (YHKIMU MEUeHH NP KOMOMHHPOBAHHOM
APBT, mostomy Takue MalMeHTHI JOJDKHBI HAXOAUTHCS 11071 HAOMIONEHHEM B COOTBETCTBHH CO
CTAHJIAPTHOM CXEMOH. Y MNalMeHTOB C YXY/ALIEHHEM Te4yeHHs 3a00JIeBaHHs IEUEHH HWIH C
YCTOHYMBBIM YBEIMYEHHEM aKTHBHOCTH CBHIBOPOTOYHBIX TPaHCAMMHA3, NPEBBIMIAIONMM GoJiee
deM B 5 pas BI'H, nose3a ot npomomkeHus tepanuu 3¢gaBUpeH30M J0KHA COTOCTABISATBHCS C
BO3MOJKHBIM PUCKOM B OTHOLICHHH BO3HUKHOBEHMS M€MaTOTOKCHYHOCTH. B OTHOLIEHHMH Takux
NIAITMEHTOB CJIeJTyeT paCCMOTPETh BOIIPOC O 11eJecO00pa3HOCTH NpephiBanus Win oTMeHbl APBT.

[Ipy OaHOBpEMEHHOM NpPHMEHEHHH JPYTMX JIEKAPCTBEHHBIX CPEJICTB C HM3BECTHOM
IE€IIaTOTOKCUYHOCTBIO  PEKOMEH/YETCS IMPOBOAMTH KOHTPOJIb AKTHBHOCTH «II€UEHOYHBIX)
epmento. [lanmentam ¢ rematutom B wimm C npu HasHAuYeHMM KOMOWHHPOBAHHOM
IIPOTHBOBUPYCHOM TEPANUH CJIEYET TaK)Ke PyKOBOJICTBOBATHCSH HHCTPYKIIMSIMH 110 IIPUMEHEHHIO
Ha3Ha4YaeMbIX IIpenaparoB i JeyeHus renatuta B wim C.

Iayuenmer ¢ noveunoit nedocmamounocmeio: (papMakoKuHeTHKa >(aBUpeH3a Y
NAIIMCHTOB C MOYEYHOHW HEJIOCTATOYHOCTHIO HE H3yyayach, OJHAKO B CBA3H C TEM, YTO B
HCH3MCHEHHOM BHJI€ IIOYKAMHU BBIBOJMTCH MeHee 1 % MpHHATOH 103bl AaBHpeH3a, HapyLIeHHe
(byHKUMM IIOYEK He JI0TIKHO OKa3bIBATh CYIIECTBEHHOTO BIMAHUS HA BhIBEJICHNHE HaBHpeH3a (CM.
pazznen «®Papmakosoruueckue cBoicTBa»). ONBIT NpUMeHeHHs >(aBUPEH3a y MAIHEHTOB C
TSAKEJION MOYCHHON HEJI0CTATOYHOCTBIO OTCYTCTBYET, B CBSI3U C YeM y TAKHMX MAllMEHTOB CIIeIyeT
[IPOBOJIUTH TLIATEIbHBIA MOHUTOPUHT O€30IIaCHOCTH PHMEHEHHUS IIperapara.

layuenmvr nodicunozo 6o3pacma: TMOCKOJIbKY B KIMHUYECKHE HCCIIEIOBAHHS ObLIO
BKJTIOYCHO HEDOJIbIIOE KOIMYECTBO MOKMIIBIX MAIMEHTOB, HET OCHOBaHMil MpeAronaraTh, 4To
JICHCTBHE Mpenapara Ha TMalHeHTOB IOXHIOTO BO3pacTa OTJIMYAETCs OT TaKOBOrO y Oolee
MOJIOJIBIX TTallHEHTOB.

Jlemu: npumenenue >baBupensa y JeTeill Maaaime 3 Mec HIM C BECOM MeHee 3,5 KI He

HCCIIEN0BAJIOCH.
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Biusinue Ha cnocoGHOCTH yNpaBJSITH TPAHCHOPTHBIMH CPEICTBAMH U paboTaTh ¢
MeXaHHu3MaMH

He npoBomwuiock uccienoBaHMi Ul OLCHKH BIMSHUS HA CIIOCOOHOCTH YIPaBisTh
TPAaHCIIOPTHBIMH CPEJCTBAMHM M paboTaThb C MeXaHW3MaMH. J()aBHUPEH3 MOXKET BBI3LIBATH
FOJIOBOKPY’KE€HHE, HapyIICHHE BHUMAaHMsA, OECCOHHHUIly M JpyrHe He)KeJaTeIbHbIe
JiekapcTBeHHbIe peaknuu co ctoponsl [IHC. ITanuenToB cinemyer npeaynpeanTb, 4To €Clii y HUX
TMOSBSITCS JIIOOBIE W3 3THX CHMITOMOB, UM Clie[yeT H30erarh yNpaBlIeHHs TPaHCIOPTHBIMH

Cpe€ACTBaMHU U pa6OTbI C MCXaHU3MaMH.

®opma BbIycKa

Tabnerku, NOKphITHIE TICHOYHO 0605104K0i 600 MT.

[To 30 Tabnerok npenapata B Gauku nosusTiiaeHoBsie ([TIBII) ¢ BUHTOBOM rop10BHHOM
JUIsL JIEKAPCTBEHHBIX CPE/ICTB, 3aKPhIThIE MOJUATHIEHOBBIMH (IIDBI]) kpbiikaMu, ¢ BCTpOSHHBIM
OCYUIMTEJIEM ¥ KOHTPOJIEM IIEPBOr0 BCKPHITUS. baHka cHa0XaeTcsi caMOKJIIesIeNCs S THKETKOIA.

Kaxcz[y}o 6am<y BMECTE C HHCprKHHCﬁ 10 MEIUIIUHCKOMY IMPHUMEHCHHUIO ITOMEIIAOT B

KapTOHHYIO MauKy.

YenoBusi XpaHneHus
B 3amuineHHoM ot cBeta MecTe npu Temiieparype He Boime 25 °C.

XpaHUTb B HEIOCTYIIHOM JUIS JIETEH MecTe.

Cpok roanoctu
3 roja.

He MPUMCHSTD IO HCTECUCHUIO CPOKA T'OTHOCTH, YKA3aHHOT'O Ha YITaKOBKE.

YcaoBus ornycka

ITo peuenty

FOpuanyeckoe 1H10, HA HMSI KOTOPOI0 BBIIAHO PErHCTPALMOHHOE YI0CTOBEPEHHE:
00O «Hanonek», Poccus

127055, r. Mocksa, yi1. Byteipckuii Ba, 1. 68/70, ctp. 1, atax 2, oM. I, kom. 23-37
Ten.: +7 (495) 648-26-87,

3J1. movra: info@nanolek.ru

HpOl(BBOZIl/ITeJlb, aapec HpOPBBOI[CTBeHHOﬁ VIO AAKH

00O «Hanouex», Poccus
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Kuposckast obmacts, OpHueBCKHIT MyHHUIUNATbHBIA paifoH, JIEBHHCKOE TOpOJCKOE

nocenenue, buomemnuunckuit kommieke HAHOJIEK tepputopus

IIpeTen3nn noTpeduTeieii HANPABJAATH 1O aJApecy:

00O «Hanounek», Poccus

127055, r. Mocksa, yn. Byteipckuit Bai, a. 68/70, ctp. 1, atax 2, nom. I, kom. 23-37,
Ten.: +7 (495) 648-26-87,

9J1. oyTa: gmpl(@nanolek.ru

Menexep o perucrpanun
CTpaTeruYecKuX MpoeKTOB
000 «Hauonex»

O.C. Baneko
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