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o1 22.11.2024 N= 25836
(NOCNEOCBATENEHOCTE 0002)

NMHCTPYKLUA
1O MEJUIIMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O ITIPEITAPATA

Idpasupens Kanon

PerncrpanuoHHblii HOMep:

Toprosoe HaumenoBanue: J¢papupen3 Kanon

Me:kayHapoaHOe HeIATEHTOBAHHOE WJIHM I'PYNIIUPOBOYHOE HAMMeHOBaHue: Y(aBUpeH3
JlekapcTBeHHas popma: TaOJICTKU, TOKPHITHIE TIICHOYHOH 000JI0YKOH.

Cocras

1 TabieTka, DOKPHITAs IUIEHOYHOU 000104kok 200 MI, CONEDIKUT:

Oeticmsyrowee geugecmeo: 3pasupens 200,00 mr;

ecnomozamenvhvle ewjecmea: TUIIPOJO03a HU3KO3aMElIeHHas (THUIPOKCUITPONUIIISIUTION03a)
10,00 mr, kpemuus auokcuj kojutouansii 4,00 mr, kpockapmesuiosza HaTpus 16,00 Mr, 1aKTO3bI
mororuapat 73.00 mr, maraus creapat 4,00 mr, Harpus naypuicyiasdar 4,00 mr, mosumon K-30
18,00 mr, nemntono3a Mukpokpuctaindeckas (tun 101) 71,00 mr;

cocmas nienounou obonouku: Omanpaii I xenterit 85F32410 12,00 Mr, B TOM 4ucie: MaKpOro
(MOMUATUNCHTTIUKOL) 2,424 Mr, noauBUHUIOBBIM criupT 4,800 mr, tanek 1,776 mr, TuTaHa
nuokeun 2,820 mr, KpacuTenb kene3a okcu xentoiid 0,180 mr.

1 TabyerKa, MOKPBITAs IIIEHOYHOU 000710uKk0i 600 MT, COIEPIKUT:

oeticmeyrowee geujecmao. 3pasupens 600,00 mr;

ecnomozamenvhvlie ewjecmea: TUIPOJO03a HU3KO3aMENIeHHas (THUIPOKCUIIPOIUIIIEIITI0N032)
30,00 mr, kpeMHUs TUOKCUT KoutouaHbIi 12,00 Mr, kpockapmeiio3a Hatpust 48,00 mMr, 1aKTO3bI
mMonoruzapat 219,00 mr, maraus creapar 12,00 mr, Hatpus naypuicynbdar 12,00 mr, nosugon K-
30 54,00 mr, nemtrono3a Mukpokpuctammdeckas (tum 101) 213,00 mr;

cocmasg naenounoti ooonouxu: Onanpait II sxenteiit 85F32410 36,00 mr, B TOM 4Kcie: MaKporo
(MOMUATUNCHTIINKOL) 7,272 Mr, moauBUHWIOBHIH criupT 14,400 mr, tamek 5,328 Mmr, TuTaHa
nuokcun 8,460 mr, KpacuTenb kene3a okcul xKenToiid 0,540 mr.

Onucanue

TabneTku KpyTible ABOSKOBBIMYKIbIE (H03upoBka 200 MT) WU OBalbHBIC BOSKOBBHIMYKIIbIE
(mosupoBka 600 Mr), TOKPBITBIE TUICHOYHOW OOOJIOYKON KOpPHUYHEBATO-)KEITOro 1Bera. Ha

IIOIIEPEYHOM pa3pe3e — HOYTH OeIoro IBeTa.
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dapmakoTepaneBTHYeCKasi IPyNna: MPOTHBOBUPYCHBIE CPEICTBA CHCTEMHOTO JEHCTBUS;
IPOTHBOBUPYCHBIE CPEACTBA MNPSAMOTO JEHCTBHS, HEHYKJICO3HIHBIE WHTMOUTOPHI OOpaTHOM
TPAHCKPUIITA3HI.

Kon ATX: JOSAGO3.

®apMakoJIOrn4ecKue CBoicTea

Dapmakoounamuka

Mexanuzm Oeticmeus. DpaBUpeH3 IPeICTaBIICT COO0H HEHYKIICO3UIHBIM HHTHOUTOP 00paTHOM
tpanckpunrtassl (HHUOT) BUY-1. DdaBupen3 sBiseTcs HEKOHKYPEHTHBIM HHrHOMTOpoM BNY-
1 obOparnoit Tpanckpunrtasel (OT) u cymecrBeHHo He uHrubupyer BUY-2 OT u JHK-
nosuMepassl (a, B, v, ) KIETOK YelIOBeKa.

Ilpomuseosupycuas axkmusnocms. llpoTuBoBHpyCcHast 3(dexkTuBHOCTh 3(haBUpeH3a in Vitro
OLICHMBAJIaCh Ha  JUMQOOTACTHBIX  KJIETOYHBIX JUHUSX, MOHOHYKIICAPHBIX  KJIETKAX
nepuepudeckoil KpOBH U KYJIbTypax MakpodaroB/MoHOLUTOB. HTHOMpyromas KOHIIEHTPAIUs
(UK) a¢paBupensa, neooxomumast 1iist 90 — 95% unrunduposanus (M1Koo.95) mraMMoB AUKOTO THTIA
WK J1a00paTOPHBIX KIMHUYECKUX H30JISITOB, PE3UCTEHTHBIX K 3UJOBYAMHY, HAaXOIUTCS B
npeaenax ot 0,46 1o 6,8 HMOIB/I.

Pesucmenmuocms. llpotuBoBupycHas 3¢(eKTUBHOCTh d(aBUpeH3a B KIETOYHOW KYJIbType B
OTHOLIEHUH Pa3HOBUAHOCTEN BUpyca c 3ameHamu amuHOKHcIOT B OT B nonoxenusix 48, 108,
179, 181 unu 236, a Takke B OTHOLIEHUHW Pa3HOBUAHOCTEH C 3aMEHAMU aMUHOKHCIIOT B ITPOTEase,
ObUla aHAJIOTMYHA TAKOBOM B OTHOILIEHMM BUPYCHBIX IITAMMOB JUKOTO THUIA. EMMHCTBEHHBIMU
3aMEHaMM, KOTOpble MPUBEIM K IMOSBICHHIO HAaUOOJIbLIEH PE3MCTEHTHOCTH K 3(aBUpPEH3Yy B
KJIETOYHOW KYJbTYype, SIBJISIOTCS 3aMeHa JeilMHa Ha u3oyieduuH B nonoxenuu 100 (L1001,
17 — 22-kpaTHOe yBEJIWYEHHE PE3UCTEHTHOCTH) M JIM3MHA Ha acmaparud B nojioxeHun 103
(K103N, 18-33-kpaTHOe yBenmuueHue pesucteHTHocTH). bonee yem 100-kpaTHOEe yMEHbIIEHUE
BOCIIPMMMYHMBOCTH BHUPYCOB K Ipenapary HaOJroAajaoch B OTHOLIEHMH pa3HoBHJHOcTed BUY,
skcrnpeccupyromux 3aMmeny K103N B mononHeHne K ApyruM aMHMHOKHUCIOTHBIM 3aMeHam B OT.
3amena K103N sBnsinacy Hanbonee yacto HaOmonaemoit 3ameHoi B OT BUpPYCHBIX IITaMMOB,
MOJYYEHHBIX OT MAllMEHTOB, Y KOTOPHIX HAOJII0Aa]I0Ch CYIIECTBEHHOE YBEIUYEHHE KOJIMYECTBA
BUPYCHBIX YaCTHUI[ B IJla3Me KpPOBH (BO3BpaTHAas BUPEMHUS) B KIMHHUYECKUX HCCIEIOBAHMIX
npUMeHeHUs 3(aBupeH3a B KOMOMHALIMY ¢ MHIMHABUPOM UJIU B KOMOMHAIUH C 3UJIOBYJTUHOM U
namMuByauHOM. /laHHas myTanus Habmoaanack y 90 % nanneHToB ¢ HedQPEKTUBHOCTHIO TEPAITUN

adaBupen3om. Taxke, XOTs U pexe, U 4acTo Tonbko B komOuHanmu ¢ K103N, nHabmroganuck
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3amenbl B OT B momoxkenusax 98, 100, 101, 108, 138, 188, 190 u 225. Tun aMHHOKHCIIOTHBIX 3aMCH
B OT, CBsI3aHHBIX C YCTOMYMBOCTBIO K 3(haBUpEH3Y, HE 3aBUCET OT APYTUX MPOTUBOBHPYCHBIX
IpenapaToB, IPUMEHSBIINXCS. B KOMOUHAIMU € 3(haBUPEH30M.

Ilepexpecmnas pesucmenmuocme. W3yueHnue mnpoduneil NepeKpecTHON pe3uCTEeHTHOCTH
s¢aBupeH3a, HEBUpPANIMHA W JIETaBUPAMHA HAa KJIETOYHBIX KYJIbTypax MOKa3ajio, 4TO 3aMeHa
K103N npuBogutr k mnorepe BocnpuumuuBocTd ko BcemM TpeM HHUMOT. JlBa u3 Tpex
UCCJICIOBAaHHBIX YCTOWYMBBIX K JEIABUPAUHY KIMHUYECKUX HU30JIATOB 00Jaald epeKpecTHON
PE3UCTEHTHOCThIO K 3(aBupeH3y u cozaepkanu 3ameHy KI103N. Tperuii u3074T, MMEIOIIHIA
3ameny B OT B monoxxenuu 236, He o0nanan MepeKpecTHOW PE3UCTEHTHOCTHIO K d(aBUPEH3Y.
BupycHble H3075ThI, BbIAEIEHHBIE M3 MOHOHYKJIEApPOB INepu(EeprUuecKOl KpOBU IAalMEHTOB,
BKJIIOYEHHBIX B KJIMHUYECKUE MCCIEI0BaHUSA H(aBUpeH3a, y KOTOpBIX Tepamus Obuia
Hea(dekTrBHA (BO3BpaTHAs BUPEMHUS), ObUIM MCCIIEI0BAHBI B OTHOILIEHUH BOCIPUUMUYHUBOCTH K
HHUOT. Tpunaauars H30J8TOB, KOTOpbIE IMPEABAPUTENBHO OBLIM OXapaKTEpU30BaHbl Kak
yCTOHYMBBIE K 3(paBUpPEH3Y, OKAa3aJIUCh TAK)KE YCTOMYMBBIMU K HEBHPANUHY U JI€JIaBUPIUHY.
OOHapyXUJI0Ch, YTO MATh U3 3TUX ycTouuBbIX K MMMOT u3zonsatoB conepxanu 3ameny K103N
WK 3aMEHY BalinHa Ha u3oneiunH B nojoxkeHuu 108 (V108I) B OT. Cpenu npoTecTUpOBaHHBIX
U30IATOB  mocine  Hed(hdeKkTuBHOW Tepamuud  d()AaBUPEH30M TPH  HM30JISATa  OCTAJHChH
YYBCTBUTEJIBHBIMU KaK K 3(aBUPEH3Yy, TaK M K HEBUpPANUHY U JIEIaBUPJIUHY, Ha KIIETOUHBIX
KYJIbTYpax.

BeposTHOCTh MepeKpecTHOM Pe3sUCTEHTHOCTH MEXKIY 3(haBUPEH30M M MHTMOMTOpAaMH MPOTEa3bl
SBIISIETC HM3KOW BCIIEACTBUE pa3nuuus (epMeHTOB-MuIlleHe. Hamuuue mnepekpecTHOiM
PE3UCTEHTHOCTU MEXIy 3¢aBupeH3oM U Hykieo3uaHbiMu uHruouropamu OT (HUOT) Taxxke
MaJIOBEPOATHO BCIJIEJCTBUE pA3IUYMsl YYaCTKOB CBA3BIBAHHSA C MHIIEHbIO M MEXaHU3MOB
JEHCTBHUS.

DapmakoKunemuxa

Bcacvisanue. Y 310poBbIX 100poBoJbLEB MakcuManbHass KOHUEHTpauus (Cmax) 2daBUpeH3a B
miasme KpoBH 1,6 — 9,1 MKMOJIB/1 AOCTUTaNach Yepe3 5 4 Mocie OJHOKPAaTHOrO MpueMa BHYTpPb
npemnaparta B 103ax oT 100 o 1600 mr. /lo3o3aBucumoe yBennueHNe Cuax U IITOMAIHN 0T KPUBOU
«koHeHTpanus-spems» (AUC) Habmroanock nNpu npueMe npemnapara B j103ax g0 1600 mr; npu
3TOM He HaOJII0AaloCh JO30MPONOPLUOHAIBHOIO YBEIMYEHUS JaHHBIX MOKa3zaTeslei, Mo3TOMY
MOKHO TPEIINOJIOKUTh, YTO MpH Oojiee BBICOKMX J103aX BCAchlBaHHWE yMeHbIlaeTcs. Bpewms

JOCTHIXCHUA Cmax B ILTa3Me KpOBU (3 -5 I-I) HC HU3MCHAJIOCH IOCJIC MHOTOKPATHOI'O IMpUcMa
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Ipernapara, a paBHOBECHasl KOHIIEHTpaLUs B IUIa3Me KPOBU JOCTUTajach uepes3 6 — 7 CyToK.

Y BUY-uHOUIMPOBAHHBIX MAIIMEHTOB MIPU TOCTUKEHUN PAaBHOBECHON KOHIIEHTPAIIUH IIperapara
B IJIa3Me KpoBH cpeaHue 3HaYeHUS Cmax, MUHUMAIbHOW KOHIEHTpAUU (Cmin) 1 AUC Obumn
nunernbl npu npueme 200 mr, 400 mr u 600 mr 3¢daBupensa 1 pa3 B cyTku. Y 35 MalueHToB,
npuHuMaBIIuX d¢paBupens B no3e 600 mr 1 pa3 B cyTkd, Cmax IPU JOCTHIKEHUH PAaBHOBECHOU
KOHIIEHTPAaIUU cocCTaBiIsIa 12,9+£3,7 MKMOJIB/TI, Cmin-5,6£3,2 MKMOJIB/II,
AUC-184£73 MKMOIb/ 11 X 4.

Bausnue npuema nuwu na écacviganue.

[Ipu oxHOKpaTHOM IpHeMe 30pOBBIMM J100poBoJbLIAaMU 3¢aBupeH3a B no3e 600 mr B BUIE
TabJIETOK, TOKPBITHIX IJICHOYHOW 000JI0UKO#, BMECTE C TIHILEH C BEICOKUM COAEP)KaHUEM KUPOB
Ha6monanocs yeenuuenne AUC na 28% u Cmax Ha 79 % B cpaBHEHUU C JaHHBIMU MOKa3aTeNsIMU
[py NpHeMe Mpenapara HaToIIaK.

Pacnpeoenenue. DdaBupeH3 B BBICOKOW CTENEHU CBS3BIBACTCS C OEIKaMU IUIa3Mbl KPOBH
(mpubmmsurensHo Ha 99,5-99,75 %), rmaBHeIM oOpazom ¢ anmpOymmHOM. Y BUY-1
WH(HUIMPOBAHHBIX MAIMEHTOB (N = 9), KOTOphIe MpUHUMAHU 3aBupen3 B 103ax ot 200 1o 600 mr
l pa3 B cyTku B Te4YeHHE MO MeHbIIed Mepe | Mecsna, KoOHIEeHTpauus 3(daBupeH3a B
CIIMHHOMO3TOBOM KUAKOocTH coctaBimstia ot 0,26 go 1,19 % (B cpemmem 0,69 %) or
COOTBETCTBYIOIIEH KOHLEHTPALMU B Ija3Me KpoBH. JlaHHBIN MoKa3aTtenb NpUOIU3UTENBHO B 3
pa3a MpeBbIIIAeT KOHIIEHTPALMIO HE CBA3aHHOM ¢ OenkaMu (CBOOOHOMN) (hpakiiuu r¢aBUpEeH3a B
I1a3M€e KPOBH.

Memabonum.

Knunuueckue nccienoBaHusi M MCCIEA0BAaHUS in Vitro ¢ UCHOJIb30BAaHUEM MHKPOCOM IE€UEHU
YeJI0BEKa MOKa3aliv, 4To d(aBUPEH3 META0O0IU3UPYETCS TIIABHBIM 00Pa30M CUCTEMOM IIUTOXPOMA
P450 10 ruapOKCHIMPOBAHHBIX NPOU3BOJIHBIX, KOTOPBIE 3aTEM CBS3BIBAIOTCS C INIFOKYPOHOBOM
KHCJIOTON ¢ 00pa3oBaHUEM TIIIOKYPOHUAOB. B OCHOBHOM, JaHHbIE METaOOJUTHI HEAKTUBHBI B
orHomiennn BUY-1. VccrnenoBanust in vitro mo3BOJIIOT NPEANOIOKUTH, YTO HU30(EepMEHTHI
CYP3A4 u CYP2B6 aBnstoTCSI OCHOBHBIMH M30()epMEHTaMHU, OCYIIECTBISIONIMMI METa00I13M
adaBupeH3a, 1 4To 3paBupeH3 nHruoupyet nzopepmentsl 2C9, 2C19 u 3A4 cucremsl TUTOXpoOMa
P450. B wuccnenoBanusax in vitro >QaBupeH3 He wuHruouposan uzopepmentr CYP2E1 u
unruoOuposan wuzopepmentel CYP2D6 u CYPIA2 TOnpKO B KOHILEHTpalMsSIX, HAMHOIO
MPEBBIIIAIOIINX IPUMEHSIEMbIE B KIIMHUYECKOM MPaKTUKE.

3KCHO3I/II_II/I$I 3(1)aBI/IpeH33 B IIa3MC KPOBU MOKET YBCINYNBATHCA Y NAIUCHTOB, TOMO3UT'OTHBIX



COOTBETCTBYET 2KCNEPTHOMY OTYETY
o1 22.11.2024 N= 25836
(NOCNEOCBATENEHOCTE 0002)

no monmumopdusmy reHa G516T mzodepmenta CYP2B6. KinmHuueckas 3Ha4MMOCTH TaKOTO
M3MEHEHUS] HEM3BECTHA, OJJTHAKO HEJIb3s UCKII0YAaTh BO3MOKHOCTh BO3pacTaHUsl PUCKOB Pa3BUTHS
Y YBEJIMUEHHUS BBIPAKEHHOCTH HEXKeNaTeJIbHbIX peakiuil apaBupeHsa.

br110 nokazano, uto 3¢gasupens nnaynupyet uzopepmentsl CYP3A4 u CYP2B6, uro npuBoaut
K MHJIYKIIMH €T0 COOCTBEHHOTO METa00IM3Ma, YTO MOYKET KIMHUYECKH BBIPA)KaThCs Y HEKOTOPBIX
narueHToB. [Ipu MHOTOKpaTHOM mpueme 3¢aBupensa B 1o3e 200-400 Mr B CyTKH 30pPOBBIMU
noOpoBosbiiamu B TeueHue 10 queit Habro1anach MEHbIas CTeNeHb KyMyJIsuu 3¢ aBupeH3a (Ha
22 — 42 % HKe mpeanojiaraéMbIX 3HaueHUN) U Oojiee KOPOTKUN MEpUOA TOTYBBIBEACHHS -
40 - 55 4 (mepuoja MONYBBIBEIEHUSI OJHOKPATHOM 03Bl cocTaBisieT 52 — 76 4). Takxke ObLIO
MOKa3aHo, 4YTo  3(paBUpPEeH3  UHAYIHPYET  HU30QopMy 1A1 ypuaunaudocoar-
rmokyporuntpanchepaszsr (YAD-I'TIAL), modToMy KOHIEHTpalus paiaTerpaBupa, KOTOPBIN
aprsercss cyoctpatom YJD-I'TIAl, B mia3Me KpOBU CHIKAETCS MPU OJAHOBPEMEHHOM
MPUMEHEHUU C 3(PaBUPECH30M.

HecwmoTpst Ha TO, 9TO B HCCIEOBAHUSX in vitro ddaBupen3 nHruouposan uzodpepmentsr CYP2C9
n CYP2C19, B wucciaemoBaHusX in vivo HaOJIIOZAIOCh KakK IIOBBIIIEHHE, TaK M CHIDKEHHUE
9KCIIO3UIIUHU CyOCTPaTOB JaHHBIX (DEPMEHTOB MPU OJHOBPEMEHHOM MIPUMEHEHUU C 3(PaBUPEH30M.
Koneunstit 3ppext qaHHOTr0 B3aMMOACHCTBHS HE YCTAHOBJICH.

Buigeoenue.

OdaBupeH3 UMeeT OTHOCUTENIbHO OOJIbLION MEepUO] MOTYBbIBEACHUS, KOTOPBIA COCTaBISET HE
MeHee 52 4 nocie npuemMa ogHoKpaTHou A03bl U 40 — 55 4 mociie MHOTOKpPaTHOTO MPUMEHEHUS.
[Tpubnusurensno 14 — 34 % oT nmpuHATOM 103bI 3(aBUpEH3a BBIBOAUTCSA MOYKAMM, MEHee
1 % no3bl a¢aBUpeH3a BHIBOJUTCS MOYKAMU B HEU3MEHEHHOM BH/IE.

CDaDMaKOKI/IHeTI/IKa Y 0CO0BIX T'pPVYIII ITIAITUCHTOB

Hapywenue ¢ynkyuu neuenu.

[Ipy onHOKpaTHOM mpueMe IMpenapara HaOMIJAIoCh JABYKpPAaTHOE YBEIMYEHUE Iepuoja
MOJTYBBIBEIEHUSI A(aBUpEH3a Yy OJHOIO TMAallMeHTa C TSHKEJIOW CTENeHbI0 IeYeHOYHOM
HepoctaToyHocTH (kiaacce C o cucreme Yaitna-I1s10), 4To yka3pIBaeT Ha MOBBIIICHHYIO CTENIEHBb
KyMYJISLIMM B TakuX ciydasx. [Ipy MHOrokpaTHOM mpHeMe mpernapara He ObUIO BBISIBICHO
3HAYMMOT'O BIUSHHS NMOpaKeHHs MEYeHU Ha (PapMaKOKMHETHKY 3(aBHpeH3a y MAIMEHTOB C
JIETKOW CTENEeHbI0 MEeYeHOYHON HexocraToyHocTH (kiacc A mo cucreme Yaitng- [lpro) mo
CpaBHCHHIO C IMallTUCHTAMU KOHTpOJ'IBHOfI T'pYIIIBIL. B HACTOAIICC BPEMA HET 1OCTATOYHBIX JAHHBIX,

YTOOBI CACIaTb BbBIBOA O TOM, BJIMAIOT JIM CPCAHAA W TAKCIIasA CTCICHb MIEYSHOYHOH
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HepoctaTouHocTH (kitace B u C o cucreme Yaiina-I1st0) Ha papmakoknHeTHKy 3daBupeH3a (CM.
C 0CTOPOKHOCTBIO).

Hapywenue ¢pynkyuu nouex.

®apMakoKMHETHKa 3(]aBUpeH3a y NAIMEHTOB C MOYEYHOM HEIOCTATOYHOCTHIO HE M3ydallach,
OJIHAKO B CBSI3M C TEM, YTO B HEU3MEHEHHOM BUJIC TIOYKaMU BBIBOAUTCS MeHee 1% MpUHSTOM 10361
adaBupeH3a, HapylIeHne (YHKIIMHA TOYEK HE JIOJDKHO OKa3bIBaTh CYIICCTBEHHOT'O BIIMSIHHUS HA
BhIBeIeHUE daBupen3a (cM. Ocolble yKazaHus ).

Ilon u pacosas npunaonexicHocme.

Y My’>KUHMH U KEHILMH, a TAKXK€E y MallUEHTOB PA3JINYHON pacoBOM MPUHAIIICKHOCTH HAOII0JalINCh
CXOJHbIC (hapMAKOKUHETHUECKHE TTapaMeTpsl d(aBUpCH3A.

Toowcunvie nayuenmsoi.

Kakux-m10o QapMakOKMHETHYECKHX pa3IMuuil y TaIMeHTOB OoT 65 jer u crapuie u Oolee
MOJIOJIBIX MAIMEHTOB HE BBISIBIICHO, XOTSI KIIMHUYSCKUE MCCIIEA0BaHUS d()aBUPCH3a HE BKITFOYAIN
JI0OCTaTOYHOT'0 KOJIMYECTBA MALUEHTOB OT 65 JIEeT U cTaplie.

Ilemu.

DOdaBupen3 He u3yyancs y JeTel B Bo3pacTte 10 3 MecAlleB WM C BECOM MeHee 3,5 Kr.
dapMaKOKHHETUYECKUE ITOKazaTtenn d(paBUpPeH3a Yy JeTe W B3POCIBIX OBUIM CXOKHMH.
VY 49 nereii, npuHUMaBIIKUX 3()aBUPEH3 B J03€, dKBUBajIeHTHOM 600 Mr (;03a paccuuThIBaIach
UCXoNs U3 Macchl Tena), 3HaueHUue Cmax coctaBmwio 14,1 MkMOab/1, Cmin —5,6 MKMOJIB/J U
AUC-216 MxkMonb/1 X 4.

Iloxka3zaHus K NPUMEHEHHIO

B cocraBe KOMOMHUPOBAHHON MTPOTUBOBUPYCHOW TEPAITUU ISl JICUESHUST B3POCIIBIX, MTOJIPOCTKOB

U eTel, THPUIIMPOBAaHHBIX BUPYCOM UMMYyHoAeuiuTa yenoseka (BUY-1).

IIporuBonokasanus

. THIIEPUYBCTBUTENIBHOCTBIO K JTF0OOMY M3 KOMIIOHEHTOB IIpernapara;

. neUIUT J1aKTa3bl, HEIIEPEHOCUMOCTD JIAKTO3bI, [IIOK030-TAIaKTO3HAsI MajbabcopOus;

. MEYEHOYHAas HEJ0CTaTOYHOCTh Tskenol crenenu (xnacc C mo kinaccubukanuu Yana-
[Ts10);

. JeTH ¢ Maccoil Tema meHee 32,5 kr (st 1o3bl 200 Mr), et ¢ Maccoit Tena meHee 40 kr

(mmst mo3et 600 mr);
. OJIHOBPEMEHHBIN TIpHeM ¢ TeppeHaJIUHOM, aCTeMH30JI0M, IU3AMPHUIAOM, THUMO3HUJIOM,

6erI/I,Z[I/I.HOM, MHIa30JIaMOM, TpHUa30JIaMOM U aJIKaJIOnAaMu CHOPBbIHbBA (HaHpI/IMep, SproTaMuH,
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JUTUJIPOIPrOTaAMUH,  3PrOHOBUH  WJIM  METWIIPrOHOBHMH), IIOCKOJIBKY  KOHKYpPEHTHOE
B3auMmoJieiictBue 3¢daBupenza ¢ uzopepmenTom CYP3A4 moxeT mpuBeCTH K IMOJABICHUIO
MeTa0oJIM3Ma JJaHHBIX IPEenapaToB U MOSBIECHUIO MIPEIIOCHIIOK /1711 BOSHUKHOBEHUS CEPhE3HBIX
U/WIN  YTPOXKAIOUIMX JKU3HU HEXKEJIATeNIbHBIX SBICHUN (HalpuUMep, CepledyHOM apuTMHH,
JUIUTEJIEHOTO CEaTUBHOTO (P eKTa WiIM yrHEeTEHUS IbIXaHHs);

. OJTHOBPEMEHHBIH TNpHEM C MpernapaTaMu, COJACPKAIIUMH 3BEpOOOH MPOABIPSBICHHBIN
(Hypericum perforatum), NOCKOJIbKY IPU 3TOM BO3MOXXHO CHUKEHHE KOHLIEHTpalMK 3(paBUpeH3a
B IUIa3M€ KPOBU M CHMXKEHME ero KimHuueckoro 3ddekra (cMm. pasznmen «BzaummoneiictBue c
JpYTMMH JIEKaPCTBEHHBIMU MperapaTaMm»);

. OJTHOBPEMEHHBII IIPUEM C TPA30TPEBUPOM/3TI0ACBUPOM U3-32 0KHIAEMOTO 3HAYUTEITHHOTO
CHIDKEHHMsSI KOHIIGHTpAallMM B IUIa3Me€ KpOBU TIpas3onpeBupa U 3a0acBupa (CM. paszaen
«B3aumopeiicTBue ¢ JpyrumMu JIeKapcTBEHHBIMU Hpenapatamu»). OTOT 3((eKT BO3HHKAeT
BCJICJICTBUE TOTO, 4TO 3daBupen3 uuaynupyet uzopepment CYP3 A4 wnu rimmkonporens P (P-g),
YTO MPHUBOAWT K MOTEPE BHUPYCOIOTHUECKON APPEKTUBHOCTH (TepareBTHUECKOro 3ddexra)
rpa3onpeBupa/andacBupa.

. Ha3zHaueHue 3(aBUpPEH3a MallUEeHTaM:

- IpU HAJIMYUM B CEMEHHOM aHaMHE3€ CIydyaeB BHE3alHOM CMEpPTH WJIM BPOKICHHOIO
ynnuHeHus: uatepBana QTc Ha snekTpokapauorpaMMe WM JPYTHX KIMHUYECKUX COCTOSIHUU,
COIPOBOXKAAIOIIMXCS yUIMHEHHeM uHTepBana QTc;

- € KIMHUYECKMMH IIPOSIBIICHUSMU apUTMHH CEpALA WIM ¢ KIMHUYECKH 3HA4UMOMN
Opaaukapauel WM XpOHUYECKOH CepaedHON HeI0CTaTOYHOCTBIO CO CHMKEHHOH (pakuueit
BbIOpOCa JIEBOTO KENIyA0UYKa B aHAMHE3E;

- C TSDKENbIMU HApYLIEHUSMHU 3JIEKTPOJIUTHOrO OajaHca, HampuMep, TMIIOKaTUEeMHEH WM
TUIIOMAarHUEMHEH.

. OJIHOBPEMEHHBII NpUEM C TpenaparaMy, BbI3BIBAIOIIMMU yAIuMHEHHE HHTepBana QTc
(mpenapathl ¢ apUTMOT€HHBIM 3PPEKTOM):

- aHTHapuTMHUYeckue npenapatsl kiaccos [A u III;

- HEHpOJIENITUKH, aHTHIETIPECCAHTHI,

- HEKOTOpble aHTHOMOTHKH, BKIIIOYAsl MpPEnaparhl, OTHOCSIIMECS K CIEIYIOUIMM Kiaccam:
MakpoJuAbl, (PTOPXUHOMOHBI, MPOTUBOIPUOKOBBIE Tpenaparbl MPOU3BOAHBIE HMMHJA30JIa U
TpHUA30I1a;

- HCKOTOPBIC HECCHATUBHBIC aHTUTUCTAMUHHBIC ITPCIIAPaThI (TCp(I)CHa,[[I/IH, aCTeMI/ISOJ'I);
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- UM3ampuni;
- (rnexauHum,
- HEKOTOpble MPOTUBOMAIIIPUITHBIC TIPETIapaThl;
- METaJIoH.
C 0CTOPOKHOCTHIO
« IlanuenTsl, UMEOIINE B aHAMHE3€ NCUXHATPHYECKHUE PACCTPONCTBA, HAXOJATCS B TPYIIE
MOBBILIICHHOT'O PUCKA M0 Pa3BUTHIO CEPbE3HBIX HEXKENATENbHBIX SIBJIEHUN CO CTOPOHBI IICUXUKU.
« [lammeHTsI ¢ IEYEHOYHON HETOCTATOYHOCTRIO JIETKOM M CpeiHEl CTeTIeHH TshKecTH (Kiace A u
B no cucreme Yaitna-I1s10).
« [laruenTsl, UMEIONIHME CYIOPOTH (B TOM YHCIIC B aHAMHE3E).
« IlamueHTsl,  MONyYarOIUE  COMYTCTBYIOIIME  MPOTUBOCYIOPOKHBIE  CpEACTBA  C
MPEUMYIIECTBEHHBIM METa0OIM3MOM B TI€YEHHM, Takhe Kak (EHUTOUH, KapOama3emnuH,
(denobapOuTan, BALIIPOEBAst KUCIIOTA, BUTA0ATPHH (HEOOXOIUMO OCYIIECTBIISATE MEPUOINICCKUT
KOHTPOJIb KOHIICHTPAIIUH B KPOBH).
« OpnHOBpeMEeHHOE MPUMEHEHUE C IapyHABUPOM, apTeMeTepoM/TyMe(paHTPHUHOM.
« He pexomennyercst ofHOBpeMeHHOE pUMeHeHue d(haBUpeH3a BeanaTacBupom/coocoyBupom
WIN C BEJATaCBUPOM/BOKCHIIAIPEBUPOM/COPOCOYBUPOM.
«  OmHOBpeMEHHOE MPUMEHEHHE d(PaBUPEH3A € TIIEKAITPEBUPOM/TTHOPEHTACBUPOM.
IIpumeHeHne MpU 6€PEMEHHOCTH U B MEPUO/ TPYTHOT0 BCKAPMJIMBAHUS
[Ipu nedenun s¢aBUpeH30M cleayeT Hu30eraTh HacTyIUleHHs OepeMeHHocTH. Heobxommmo
MCIIOJIb30BaTh HA/ICKHBIE METO/IbI OaphEPHOI KOHTPAIEHIINH B COYETAHUH C JPYTUMU METOIaMU
(B TOM YHCIIE IepOpaATbHBIE WM APYTHe TOPMOHAIBHBIC KOHTpanenTuBhl). [IockobKy 3¢ aBupeHs
UMEeT JUTUTEIIBHBIN TIepUOJI TOTYBBIBEICHUS, HEOOXOIUMO HCIIOIh30BaTh HAJICKHBIC METOJIBI
KOHTpALICTIIIUU Ha MPOTsHKEHUH 12 Helenb mocie npekpaiieHus jgeueHus >¢asupen3om. [epen
HAYaJIoM JieueHus 2(paBUPEH30M KEHIIUHBI, CHOCOOHBIE K IETOPOKICHUIO, TOMKHBI TPONUTH TECT
Ha OepeMeHHOCTh. DhaBUPEH3 HE CIIEAYET MPUMEHSATH BO BpeMs OEpEeMEHHOCTH, 3a HCKITIOYECHUEM
CIIy4aeB, KOTJia MOTCHIIMAIbHAS T0JIb3a JJI MaTepH MPEBBIIIACT BO3MOXKHBIN PHCK JUTS TIJI0Ja U
HET APYTUX aTbTePHATHBHBIX METOIOB JieueHus. Ecnu skeHIMrHa npuHUMaeT 3(paBUpeH3 BO BpeMsI
MEPBOrO0 TpUMecTpa OEpEeMEHHOCTH WIH OEpeMEHHOCTh HACTyMaeT BO BPEeMsl MPUMEHEHHS
a(haBupeH3a, OHA JTOJDKHA OBITH MPEIYNPEkKACHA O MOTEHIIMATLHOM BpeIe I TUIO/A.
He mpoBOIMIIOCH aJeKBATHBIX M KOHTPOJMPYEMBIX KIHHHYECKUX HWCCIICOBAHHHA C ydacTHEM

6epeMeHHHX. B MOCTPECTUCTPAINOHHOM IIEPHUOAC ObLIH MMOJIYYCHBI COO6H_ICHI/I$I 0 NPpUMCHCHHUU
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sdaBupeH3a B cOcTaBe KOMOMHHMPOBAHHOW aHTHUpeTpoBUpycHOM Teparnuu (APBT) B mepBom
TpuMecTpe OepemenHoctd. He cooOmiamock 0 Hamuuuu crenu@uyueckux 0coOeHHOCTeH
(YBeJIMYEHHUSI 4aCTOThI) HOPOKOB PA3BUTHUSA Y HOBOPOXKIAEHHBIX. TOJIBKO HECKOJIBKO COOOIIEHUI
colepkainy HMHPOpPMALMIO O CclIydasx pa3BUTHS Je(QEeKTOB HEpBHON TpyOKM, BKIIOUas
MEHHHIOMUEINOIeNe. BONBIIMHCTBO JaHHBIX COOOWIEHWH OBUIM PETPOCIEKTUBHBIMH, H
NPUYMHHO-CJICICTBEHHAs CB3b HE ObLIa M3yueHa.

bbuto mokazaHo, 4To 3(aBUpEH3 BBLIEISIETCS C I'PYJHBIM MOJOKOM KOPMANIMX eHUIMH. He
UMeeTCs JOCTaTOUYHON NH(pOopMaLUU O JeHCTBUU 3(paBUpEH3a HA HOBOPOXKIEHHBIX U MIIAJICHLIEB.
Kenmunam, npuHEMaOmMM 3(aBUpPeH3 B TIEPHOA JIAKTAIlMH, KOPMJICHHE TpPYAbI0 He
pexomenayercs. Bo wusbexanme mepemaun BUY Hu mpu kakmx oOcrostenbctBax BUY-
UHOUIHUPOBAHHBIM MaTepsIM HE PEKOMEHYETCsI KOPMUTh TPYAbIO.

Cnoco0 npuMeHeHHsI U 103bI

BuyTpsb, penapaT pekoMeHaAyeTCsl IPUHUMATh IIEpe]] CHOM HATOIIAK.

[Tpuem adaBupeHsa BO BpeMsi MpHeMa MUIIKA MOXKET YBEIHYUTHh SKCIIO3UIHIO d(aBHpEH3a U
IPUBECTH K IOBBIIICHUIO YaCTOThl HEXelaTelbHbIX peakuuil. Tepamnuio s¢daBupeH3a JOKEH
Ha3HaA4aTh Bpay, UMEIOMUK onbIT JeueHuss BUY-undekium.

DO¢daBupeH3 J[OIKEH Ha3HA4aThCs B KOMOMHAMHM C JPYTMUMH aHTHPETPOBHPYCHBIMU
JIEKapCTBEHHBIM U CPEICTBAMU.

Bspocnvie

O¢aBupen3 HazHauaeTcss B komOumHauuu ¢ HUOT ¢ mnm 6e3 mnaruburopa nporeazsl BUY no
600 mr 1 pa3 B cyTkn.

Koppexyus 003

Ecnu a¢aBupeH3 npumeHsieTcss OJHOBPEMEHHO ¢ BOPMKOHA30JI0M, /1032 BOPUKOHA30ja JI0JKHA
ObITh yBennyeHa 10 400 Mr 2 pasza B CyTKH, a J03a 3¢aBUpeH3a J0JKHA ObITh YMEHbIIEHA J10
300 mr* 1 pa3 B cytku. Ilocne mpekpalieHuss Tepaniy BOPUKOHA30JIOM JIOJKHA MPUMEHSATHCS
nepBoHavasibHas J103a ddaBupensa (600 mr) (cMm. BzaumoseiicTBue ¢ ApyrumMu JeKapCcTBEHHBIMU
CpencTBamm).

Ecnu sdaBupens npuMeHsieTcs: 0IHOBPEMEHHO C pu(aMIUIIMHOM Y TAllUEHTOB ¢ Maccoi Tena 50
KT ¥ OoJsiee, MOXeT MoTpedoBaThcs yBelIudeHue 036l adasupensa 10 800 mr 1 pa3 B cyTku (cMm.
B3aumopeiicTBue ¢ ApyruMu JeKapcTBEHHBIMU CPEACTBAMH).

* mpu HeoOXOaUMOCTH HpUMeHeHus 3¢aBupens3a B no3e 300 Mr B CyTKu clielyeT Ha3HadaThb

JIEKapCTBEHHBIE MPENapaThl Ipyrux MNpous3BoauTesei B 1o3uposke 300 mr.
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Jlemu om 3-x 1em
Ddasupens HazHadaeTCsi B KoMOMHaIUu ¢ uHTHONTOpOoM rpoteassl BUY w/wmu HUOT. st nereit
OT 3 JIeT 103bI TOIOUPAIOTCS B 3aBUCHMOCTH OT Macchl Tena (cM. Tabmmiy 1). DdaBupeHs MoxeT
HA3HAYAThCSI TOJIBKO TEM JETSM, KOTOPBIE MOTYT IpOIJIAaThIBaTh TaOJeTku. be3omacHOCTh U
3¢ (heKTUBHOCTL TPUMEHEHUs d(aBupeH3a y AeTei muaame 3 JIeT Uik Maccoi Tena Menee 13 kr
HE YCTaHOBJICHBI.

Ta6mmma 1. JIo3sl 1u1st nereld mpu Ha3HauYeHUH npenapara DdaBupen3 KaHoH oMH pa3 B CyTKH™*

Macca Tesa, Kr Jo3a npenapara JdaBupen3 Kanon, mr
32,5-40 400
Ot 40 u Gonee 600

Tayuenmsi ¢ noueunoli HeOOCMamMoOyYHOCMbIO

®dapMakoKHHETHKA 3(PaBUpeH3a y MAIMEHTOB C MOYCYHOW HEIOCTATOYHOCTHIO HE M3Yy4allach,
OJIHAKO B CBSI3M C TEM, YTO B HCM3MEHECHHOM BHJIC IIOYKAMU BBIBOJUTCS MeHEe 1% NMPUHATOM 10361
a¢daBupeH3a, HapylieHne (YHKIMH MOYEK HE JOJDKHO OKa3bIBaTh CYIIECTBEHHOTO BIMSHHS Ha
BbIBeIeHHE ddaBupen3a (cM. OcoOble yKa3aHus).

Tlayuenmoi ¢ neuenouHou HeOOCMAaAmMo4HOCMbIO

VY manueHToB ¢ 3a00JICBaHUSMU TIEYCHH JISTKOW CTETICHU TSHKECTH KOPPEKIIUH 10361 3(haBUpeH3a
He TpeOyercs. [lpu 3TOM manueHThl AOJHKHBI TIHIATEIHHO HAOMIOJATHCS HA MPEAMET Pa3BUTHS
HE)KeNaTeNbHBIX PeaKIlHii, 0COOEHHO CO CTOPOHBI HEPBHOU cucTemsl (cM. [IpoTuBOMOKa3aHus U
OcoOble ykazaHus).

He pexomenmyercs npuMeHeHHe d(paBUPEH3a y MAIMEHTOB C MEYCHOYHOW HEIOCTATOYHOCTHIO
CpeIHel CTeNeH! TSHKECTU, TOCKOJIbKY Ha JaHHBIH MOMEHT BPEMEHHM HEJOCTATOYHO JaHHBIX,
YTOOBI YCTAaHOBUTH, HY)KHA JIM B TAKUX CITY4asiX KOPPEKLIHUS JO3bI.

ITob6o4uHoe nelicTBue

Obwuii npoghuns bezonacHocmu

B menom adaBupeH3 XOpoIIo MEepeHOCUJICS B KIMHUYECKUX HCCIENOBaHUSX. B moarpymme
MAIlMeHTOB, MpHHUMABIIUX 3(aBupeH3 B no3e 600 mr 1 pa3 B CyTkH B KOMOWHAIIUH C
uaruouTopamu nporeassl BUYU n/mmmm HUOT, nanbonee wacteiMu (mo mMeHbIel mepe y 5 %
MAIUCHTOB) HEXeJIaTeIbHBIMU PEAKIIUAMU KaK MHHUMYM CPEIHEH TSKECTH OBUTH KOXHAas ChIIb
(11,6 %), romoBokpyxenue (8,5 %), Tomnota (8,0 %), ronoBHast 60116 (5,7 %) U MOBBITIICHHAS
yTomiseMocTsb (5,5 %).

Hauboiee 3aMeTHBIMH HeEKelaTeIbHBIMHU SABJICHUSAMHU, CBA3AHHBIMHU C IIPUCMOM 3(baBI/IpCH38.,
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ABJISJIUCH KOXKHAs ChIIb U CUMIITOMBI CO CTOPOHBI HEPBHOM cucTeMbl. CHMIITOMBI CO CTOPOHBI
HEPBHOM CHCTEMBI OOBIYHO MOSIBIISUIMCH BCKOPE MOCIIE Havala Teparuu U, Kak MpaBuiIo, UCYe3an
nociae NepBbIX 2-4 Hemenb Tepanuu. Takke Yy NalLKMEHTOB, NPUHUMABIIMX 3(aBUPEH3,
HaOJII0AAJIMCh TSKEIIbIe PEAKLIMU CO CTOPOHBI KOKH, Takue Kak cuHapoM CtueHca-/[)koHcoHa U
MHOTO()OpMHas SKCCYIaTUBHAS HPUTEMA; HAPYIICHUS [ICUXUKH, BKIIOYAs TSXKEIYIO JICTIPECCHIO,
CMEpTh BCIIEJCTBHE CYHIIHA U TICUX03010J00HOE MOBEICHHE, a TAKXKE CYIOPOKHBIC TPUTIAIKH.
[Ipu npumeHeHuM 3(paBUpEH3a OAHOBPEMEHHO C IUILEH MOXET YBEJINYMBATHCA CUCTEMHAas
9KCHO3MLMA 3(aBUPEH3a, YTO MOXKET MPHUBOJUTH K YBEJIMYEHHUIO YacTOThl HEXeIaTeIbHbIX
peakuuii (cM. OcoOble yKa3aHus).

[Tpodune Ge3omacHOCTH IPU JUIUTEIBHON TEpaIlny, BKIOYaBIIEH 3(paBUPEH3, OLIEHUBAIN B X0/I€
KOHTPOJIMPYEMOT'0 HCCIE0BaHMsI, B KOTOPOM MALMEHThl MPUHUMaIN JMOO 3¢paBupeHs +
3UJIOBYIMH + JIaMuUBYIUH B TeueHue 180 Hepenb, n100 3¢aBuUpeH3 + MHAMHABUD B TEUCHUE
102 nenenb, 160 UHIMHABUD + 3UJOBYIUH + JJAMUBYJIUH B TeueHUe 76 Heaenb. JlnuTenbHOE
pUMeHeHHe 3(QaBUpEH3a B XOJE JaHHOTO MCCIEJOBAaHUS HE CONPOBOXKIAIOCH IOSIBICHHUEM
KaKHMX-JIM00 HOBBIX JJAHHBIX IO O€30MAaCHOCTH.

Huxe npuBeneHbI CPEIHETSKENBIE U TSHKEIIbIE HEXKENIATEIIbHbBIE PEaKLMU, B OTHOLIEHUH KOTOPBIX
ObljJa yCTAaHOBJIEHA BO3MOXKHAsl IMPUYMHHO-CIIEICTBEHHAs CBA3b C INPUMEHSBIIUMCS PEXKUMOM
Tepanuu (MO MHEHMIO HCCienoBaTeNnell) W KOTOpbhle HAOMIOJaINCh B XOA€ KIMHUYECKHX
UCCIIeIOBaHUM 3¢aBUpeH3a, MPUMEHSBIIETOCs B PEKOMEHIOBAHHOM J103€ B COCTaBe
koMOuHupoBanHoit APBT.

KypcuBoM BbIJIeNeHBl HEXeJaTeldbHbIE SBICHHS, KOTOpble OBLIM 3aperucTpUpOBaHbl B
MOCTPETUCTPALIMOHHBIN MEPHOJT TPUMEHEHUSI 2aBUPEH3a B COCTaBE KOMOMHUPOBAHHOM TEPATINU.
YacroTa HexenaTeabHBIX SBJIECHUI NMpUBEIEHA MO Cleaylolleld Kiaccu(uKaluu: O4eHb 4acTo
(= 1/10); gacro (= 1/100, < 1/10); neuacro (= 1/1000, < 1/100); peaxo (= 1/10000, < 1/1000);
oueHsb penko (< 1/10000).

Hapywenus co cmoporbl UMMYHHOU CUCHEMDbL

Heuacmo: TUINICPYYBCTBUTCIIBHOCTD.

Hapywenus co cmoponbl obmena seuecme U numdaHuA

Yacmo: FI/IHCprI/Il"J'II/II_ICpI/II[eMI/ISII; Heyacmo. FI/IHCpXOHeCTepI/IHCMI/I}Il.

Hapywenus ncuxuxu

Yacmo: TNaTOJIOTMUECKHE CHOBHJEHHMS, OECHOKONCTBO, JENpeccHs, OECCOHHHIA'; Heuacmo:

CKJIOHHOCTB K a(l)(l)eKTy, arp€CCUBHOCTD, CITYTAHHOCTH CO3HAHU, HACTPOCHUC CO CKIIOHHOCTLIO K
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Sﬁ(bOpHH, rajunonquHanyy, MaHus, I[MapaHOMAaJIbHOC ITOBCACHUC, ncuxo32, cynnuaajibHasdg

TIONKITKA, CYUIUIAIbHbIE HAMEPEHHUS; PEMIKO: Oped’, neepos’, cmepmob ecredcmeue cyuyuoa®’.

Hapyuwenus co cmoponsl Hepsrou cucmembl

Yacmo: HApYLIEHUs MO3KEUKOBOH KOOPIMHAIIMK M PaBHOBECHS’, paccTpoiicTBo BHUMaHus (3,6
%), ronoBokpyxenue (8,5 %), ronosusie 60mu (5,7 %), conmBocts (2,0 %)!;

Heyacmo: TPEBOKHOE BO30YXJICHHE, aMHE3Ms, aTaKCHUs, HAPYIICHHE KOOPAMHAIINU JIBHKECHUH,
Cy/IOpOTH, HApyLIEHHE MBIIIEHHS, Mpemop’.

Hapywenus co cmoponwt opeana spenus

Heuacmo: He4eTKOCTh 3PUTCIBHOI0 BOCIIPUATHUSA.

Hapywenus co cmoponst opeana ciyxa u /lCl6UDMHI’I’lel€ HAapyueHuA

Heuacmo: 1yM B yliax”, BEpTHUTO.

HapymeHue CO Cn1OPOHbL COCVOOG‘

Heuacmo: «NpUiuesbly Kpoeu K Koaice ]ZZ/II/;CZZ.

Hapywernus co cmoponbt cheﬂVaO'{HO—KMWQUHOZO mpaxkma

Yacmo: 6051 B )KUBOTE, AUAPEs], TOITHOTA, PBOTA;
Heuacmo: TTaHKPEaTHT.

Hapywenus co cmoponsl neuenu u cheﬂll€6b160()}lu4ux nymeﬂ

Yacmo: ITOBBIIICHUE AKTUBHOCTH acrapraTaMHUHOTpaHc(epasbl (ACT)',
ananuaamuHotpancdepassl (AJIT)! u rammarmyramuntpanchepassl (ITT)!; newacmo: octpeiit
TenaTHT; peoKo: neueHoYHas HeJ0CTaTOUHOCTh !,

HapymeHuﬂ CO CHIOPOHbL KO2HCU U NOOKOJICHLIX MKAHel

Ouenv yacmo: xoxuas ceimb (11,6 %)!;

uacmo: KOXKHbIU 3Y]I;

Heuacmo: MHOro(pOpMHas SKCCyaTUBHas SpuTeMa, cuHapoM CTuseHca-JlxoHcoHa';
peoko: GOToaNepruuecKuil 1epMaTuT’,

Hapyuwenus co cmoponbl noi06vix op2aros U MOIOYHOU HCene3bl

Heuacmo: TnHEKOMACTHS.

Obwue paccmpoticmsa

Yacmo: NOBBILIEHHAS] YTOMIISIEMOCTb.
1 Bonee nmogpoGHOE ONMCAHKE CM. HUKE.
2JlaHHbIE HEXKENATENbHBIE PEAKIUHM ObUIM 3a()MKCHPOBAHBI B MOCTPETHCTPALMOHHBIA TEPHO

Ha6J'IIOIleHI/I$I; YaCTOTy JOTHUX peaKLII/Iﬁ OIIPECACIIAIN, UCHOJBb3yd NAHHBIC, MOJYUCHHBIC B XOIC
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16 xIMHUYECKUX UccieoBaHu (yyacTBoBanu 3969 nanueHToB).

3JTM  HEXeNarTenbHbIE PEAKUUHM ObUIM 3aMKCHPOBAHBI B IIOCTPETMCTPALMOHHBIA MEPHO
HAOJIO/IEHUs, OJHAKO Y IMAalMeHTOB, MPUHUMABIIMX 3(haBUpeH3 B Xoie 16 KIMHMYECKUX
UCCJIEIOBAaHMM, 0 HUX HE COOOIIANIOCh KaK O SIBJICHUSX, CBSI3aHHBIX ¢ IPUMEHEHHEM Npemnapara. B
COOTBETCTBUM C Kiaccu(uKalueil 1mo yacToTe 3TH MOOOYHBIEC SBJICHUS ObUIM PACICHEHBI Kak
HAOJIIOJIaBIIMECS] «PENKO» (HA OCHOBAHMM OLIEHKM BEpXHEW rpaHuilibl 95% I0BEPUTEIBHOTO
uHTepBana /i 0 sBIEHUN B pacyeTe Ha KOJMYECTBO MAlMEHTOB, MPUHUMABIINX 3(haBUPEH3 B
X0JI€ YKa3aHHBIX KIIMHUYECKHUX HccaeaoBanuil (n = 3969)).

Onucanue oTAeIbHBIX HeXKeJIaTeAbHbIX SIBJEHUH

Kooicnas ceinb. B Xo/e KIIMHUYECKUX HCCICIOBAaHUN KOXKHAsl ChIb HabOmomamack y 26 %
NAIMEHTOB, MPUHUMABIIUX 3¢aBupen3 B goze 600 mr, nmo cpaBHeHuto ¢ 17 % manueHToB B
KOHTPOJIbHBIX Ipynmax. Y 18 % mainueHToB KoxkHas ChIIb OblIa CBA3aHa ¢ IpueMoM 3(daBupeH3a,
npu 3toM y 1,7 % nmanuenToB nmpueM npernapara OblT MPEKpaIieH 13-3a MOSBICHHUS KOKHOM CHITIH.
Yacrora pa3BuTisi MHOTO(OPMHOW 3KCCYIaTHBHOM dpuTeMbl B cHHIpoMa CtuBeHca-/[>koHCOHa
cocraBuia npumepHo 0,1 %.

Crnyyau KOKHOM chIM 3apeructpupoBanbl y 59 u3 182 nmereit (32 %), momydaBmux JeUeHUE
3(aBUpPEH30M B 3 KIIMHUYECKUX UCCIEIOBAHUSAX CPEIHEH MPOIOIHKUTENBHOCTRIO 123 Henenu. Y
6 nerelt collib ObuTa TsDKENOU. Ilepen HauamoMm Tepanuu 3paBUPEH30M y AETEH UM MOXKET ObITh
PEKOMEH/I0BaHa COOTBETCTBYIOIIAs AaHTUTMCTaMUHHAs TEpanus B KadyecTBEe MPO(PUIAKTHUKHU.
OObIYHO pa3BHUBAIOTCA C€1a00 MM YMEPEHHO BBIPRKEHHBIE MAaKyJIONAIyJle3Hble KOXKHbBIE
BBICBIIIAHUS, KOTOPBIE MOSBIIAIOTCS B TEUEHHUE IEPBBIX JBYX IEIEib IOCIE Haydajla Tepanuu
s¢aBupeH30oM. Y OOJIBIIMHCTBA MAllMEHTOB KOKHAS ChIb MCYE3aeT MPHU MPOJAOHKEHUN Tepanuu
7(paBUPEH30M B TEYEHHE OJHOTO MecdAna. J(aBUpPEH3 MOKET ObITh IMOBTOPHO Ha3HAYEH
NalUeHTaM, KOTOpbIE MPEKpaTHWIM €ro MpUEM H3-3a TMOSABICHUS KOXHOW ceimu. [lpnm
BO300HOBJICHUH Tepanuu 3(paBUPEH30M PEKOMEH]IYeTCsl TaKKe MPUHUMAaTh COOTBETCTBYIOIUE
6s10kaTopbl Hi-rucTaMuHOBBIX pelenTOPOB U/UITU KOPTUKOCTEPOUIBI.

HmeeTcst orpaHUYeHHBIN OMBIT MPUMEHEHUs (aBUpEH3a y MAlMEHTOB, KOTOPBIE MPEKPATUIIN
TEpaIuIo IPYTMMHU aHTUPETPOBUPYCHBIMU Ipenapatamu u3 rpynnsl HHUOT. Yacrora penuansa
KO>KHOM CBIIHU TOCIIE TIepexo/ia ¢ TEparui HEBUPAITMHOM Ha Tepanuio 3()aBUPEH30M, B OCHOBHOM
OIICHEHHAs 10 ONMyOJIMKOBAHHBIM PETPOCIIEKTUBHBIM JTaHHBIM, cocTaBuia oT 13 % mo 18 %, u
COMOCTaBMMa C YacTOTOM, BBISIBICHHON Yy NAallMeHTOB, MPUHUMAaBIIUX 3(aBUpPEH3 B XOJe

KIIMHUYECKHX uccienoBanuii (cM. OcoOble yka3aHus).
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Cumnmomst co cmopoHvl ncuxuxku. Y HEKOTOPBIX MAIMEHTOB, MPUHUMABIIUX 3(paBUPCH3,
HaOJII0JJAINCh CepbE3HbIC HEXKENaTeIbHbIC SIBJCHUSI CO CTOPOHBI MCUXUKHU. B KOHTpOIHUpyeMbIX
KJIMHAYECKUX MCCIIEIOBAHUAX YACTOTA BO3HUKHOBEHUS OTJIEIbHBIX CEPhE3HBIX HEKEIATEIbHBIX
SBJIGHUN CO CTOpPOHBI TNCUXMKH ObUIa Clenyromiei: Tsokenas nenpeccus 1,6 % B rpymme
NalMeHTOB, MPUHUMAaBIINX KoMOnHUpoBaHHYI0 APBT ¢ adaBupenzom u 0.6 % B KOHTpOJIbHOU
rpynne nauueHToB, cynuujanbHble Hamepenus 0,6 % u 0,3 %, cynuujanbHble MONBITKH 0€3
neranpHoro ucxona 0,4 % u 0 %, arpeccuBnoe nosenenue 0,4 % u 0,3 %, napaHongaIbHbIE
peakuuu 0,4 % u 0,3 %, mannakanbabie peakiuu 0,1 % u 0 % coOTBETCTBEHHO.

[latiuenTsl, uMEIONIME B aHAMHE3€ I[ICUXUYECKHUE PACCTPOMCTBA, HAXOAATCS B TPYIIE
MOBBIIIEHHOTO PHUCKA MO PAa3BUTHIO JAHHBIX CEPHE3HBIX HEKENATENbHBIX SBICHUNU CO CTOPOHBI
MICUXUKH C YaCTOTOW BO3HMKHOBEHUS Ka)KJOT0 U3 BBILIENEPEUUCIEHHBIX siBJieHun ot 0,3 % nis
MaHHUaKaIbHBIX peakiui 10 2,0 % 17s TSHKENon Aenpeccut U CyULIMIANbHBIX HaMepeHui. Takxke
B IMOCTPETHCTPALIMOHHOM TMEPHOJIC TMOJIYyYEHbl COOOIICHHS O CiIy4dasx CMEpPTH B pe3yjbTaTe
cyHIaa, OpeIOBBIX PaCCTPOMCTBAX M IICHX030M10I00HOM MOBEICHHH.

Cumnmomsl cO CMoOpOHbI HEPEHOU CUCHEMBI.

VY nanueHToB, npuHUMaBIIKX ¢ aBupeH3 B 103e 600 MT B paMKaX KOHTPOIUPYEMBIX KITHHUYECKHIX
MCCJIEI0BAHMM, YacTO HAOMIOJAINCh CICAYIOIINE HEXENaTelIbHbIe PEaKIUU: TOJIOBOKPYKEHUE,
OCCCOHHMIIA, COHJIMBOCTh, PACCTPONCTBO BHUMAHMS, KOIIMAapHbIE CHOBUICHUSA. Takxke
HaOIOJAINCh U JIPYyrue HeXeNaTenbHbie siBlieHUs. CpeIHETsHKENbIE U TSHKENIbIe CUMITTOMBI CO
CTOPOHBI HEPBHOU cucTeMbl HabmroAanmuch y 19 % (Tsokensie — y 2 %) manueHToB, TOraa Kak y
MAIMEHTOB, TIONYYaBIINX KOHTPOJBHYIO TEparuio, TOT MoKa3aTellb cocTaBull 9 % (Tsxkenbie —
y 1%). B Xome KIWHWYECKUX HCCleNOBaHUNA 2 % MalMeHTOB, NMPUHUMABIIUX 3(aBUPEH3,
MIPEKPATUIIN TEPATTUIO M3-32 BBIIICYKA3aHHBIX CUMITTOMOB.

CHUMINITOMBI CO CTOPOHBI HEPBHOH cHUCTEMBbl OOBIYHO HAOMIOAANUCH B TEUEHHE IEPBOTO WIIU
BTOPOTO JHS MOCJIE€ Hayana Tepalnuyd W B OOJNBIIMHCTBE CIy4YaeB MCYE3aIH B TEUCHHE MEPBBIX
2 — 4 wmemenb. B wuccnmemoBaHMM C  y4acTHeM HEWH(HUITMPOBAHHBIX  JTOOPOBOJIBIIEB
pEnpe3eHTAaTUBHBIA CUMIITOM CO CTOPOHBI HEPBHOW CHCTEMBI BO3HUKAJI B CpelaHeM uepe3 | 4
nocJie mpueMa mpemnapara u aauics B cpeqHeM 3 4. CUMIITOMBI CO CTOPOHBI HEPBHOM CUCTEMBI
pa3BUBANUCH Halle, eciu A(GaBUPEH3 MPUHUMAIA BO BpeMs MNpueMa MNHild. Bo3moxkHO, 3TO
00YCJIOBJICHO TOBBITIICHUEM KOHIICHTPAIUK d(PaBUPEH3a B TJIa3M€ KPOBU B TAKUX YCIOBUAX (CM.
®dapmakokuHeTHKa). JIIsi yaydimeHdss TEpPeHOCHMOCTH TperapaTa B OTHOIICHWH JaHHBIX

CUMIITOMOB B TCUCHHUC ICPBBIX HCACIIL TCpAllMU PCKOMCHAYCTCA NMPUHUMATH HNpCrapaTr nepea
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CHOM. OTOT pPE&XHUM IIpHUEMAa PEKOMEHIYETCSI W TEM IalUEHTaM, Y KOTOPBIX IPOJOJIKAIOT
HaOmronaTecsl AaHHble cuMOTOMBI (cM. Crioco® mpumeHeHus U A03b1). CHIKEHHE O3Bl WIH
JPOOHBIN IPUEM CYTOYHOM JI03bI OOBIYHO HE AT OJaronpusTHoro g dexra.

AHan3 JaHHBIX 0 JJUTEIbHOMY IPUMEHEHHUIO Ipernapara Iokasal, 4yTo rocie 24 Henelb
TEpanuy 4acToTa BIEPBbIE BO3SHUKIINX CUMITOMOB CO CTOPOHBI HEPBHOM CUCTEMBI Y IAI[UEHTOB,
NPUHUMABIIUX d(paBUpeH3, Obla B 1IEJIOM CXOJHON C TAKOBOW B KOHTPOJIBHOM rpyrIie.

B noctpeructpaiioHHBI NEpUOJl COOOLIAIOCh O CBA3AHHBIX C BBICOKOM KOHLEHTpaluen
s¢aBUpeH3a aTakcuu U SHIe(aIonaTiy, BO3HUKABIINX Y€pe3 HECKOJIbKO MECSIIEB WM JIET OCIIe
Hayvasa JiedeHust daBuperH3zom (cM. OcoOble yKazaHus).

Ileuenounas nedocmamoyrocme.

B nocrpeructpannoHHbli nepuoa HaOMIOJeHHUs ObUIO 3apEerMCTPUPOBAHO HECKOJIBKO CIIydaeB
[ICYEHOYHON HEJ0CTaTOYHOCTH, BKIJIIOYas cilydyad Oe3 yKa3aHuM Ha 3a0oJieBaHUS IEUEHH B
aHaMHe3e, a Takke O0e3 Jpyrux BbBIIBICHHBIX (PAKTOpOB pucKa. YKa3aHHBIE Ciydau
XapaKTepU30BAINCh MOJHUEHOCHBIM TEYEHUEM; B PsJI€ CIy4aeB OTpeOoBanach TpaHCIUIAHTALUs
IIEYEHH UM COOOIAIOCh O CMEPTHU alUeHTa.

Cunopom eoccmaHo8neHus UMMYHUmMema.

Y BUY-uHOUIMPOBAHHBIX MAMEHTOB C THKEIBIM UMMYHOAC(PHUIUTOM B Havaje MPOBEICHUS
koMOnHMpoBaHHOW APBT MO)eT MOBBICUTHCS PUCK BO3HUKHOBEHHS BOCHAIUTEIbHBIX PEaKIUil
Ha HEAKTUBHBIC WJIM OCTATOYHBIE ONMMOPTYHUCTUYECKHE HHpeKHH (cM. OcoObie yKa3aHus).
AyToMMMYyHHble HapyueHus (Takue kak Oone3Hb ['peiiBca M ayTOMMMYHHBIM TIemnaTHT)
HaOroanMch Ha (poHe BOCCTAHOBJIEHUS UMMYHHUTETA, OJJHAKO BpeMsl HayaJIbHBIX MPOSBICHUIN
CHWJIBHO BapbHpOBaJIO, U 3a00JIeBaHWE MOTJIO BO3HUKATh YEpE3 MHOI'O MECSIIEB IOCIE Hadaja
tepanuu (cM. OcoOble yKa3aHusl).

Jlunooucmpodghus u memabonuueckue HapyuleHus.

KomOunupoBannas APBT acconuupyeTrcst ¢ mnepepacnpeneleHueM >KHpPOBOM TKaHU Tena
(munonucrpoduert) y  BUYU-uHPuuUpoBaHHBIX  MAIMEHTOB,  BKJIIOYas  HCTOILIEHHUE
nepudepudeckol U JUIEBOM  TMOAKOKHO-)KMPOBOM  KJIE€TYAaTKH, €€ HAKOIUIEHHE BO
BHYTPUOPIOIIMHHOM IPOCTPAHCTBE, BHYTPEHHUX OpraHax, 3aHei yactu men («ropO OyiiBomay)
U TUIIEPTPOQHIO TPYIAHBIX JKEJIE3.

Kom6unupoBannas APBT MoxkeT BbI3BaTh MeETa0OJMMYECKHE HapylIEHUs, Takue Kak
TUIEPTPUTIUIIEPUIEMUS, TUIEepPX0JeCTEpUHEMHS, MHCYJIMHOBAS PE3UCTEHTHOCT,

THUIICPIIIMKEMHUA U TUIICPIIAKTATCMU A (CM. OcoOkIe y1(a3aHI/I$I).
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Ocmeonekpos.

Habumonanuce citydan ocTeoHEKpo3a, MPEUMYIIECTBEHHO Y MAllMEHTOB C XOPOILIO M3BECTHBIMU
dakTopamu pucka, ¢ qurenbHoi BUY-uHbeknuei, a Takke y manueHToB, KOTOPhIE JUTUTEIIBHO
npuHUMaIl KoMOnHupoBaHHYI0 APBT. OnHako yactoTa TOro 0CJIOKHEHUS HE YCTaHOBJIEHA (CM.
OcoOble ykazaHus).

Jlabopamopnvie nokazamenu

«ITeuyeHOYHEIEY d)CDMCHTI)I

[Tobrmenne aktuBHOCTH ACT 1 AJIT Gonee ueMm B 5 pa3 Bbllie BepxHel rpanuiibl Hopmbl (BI'H)
Habmonanoce y 3 % mammentoB u3 1008, mpuanMaBmmx 3¢daBupen3 B no3e 600 Mr B CyTKH
(5-8 % npu mmurenpHOi APBT ¢ 3daBupeH30M). AHAIOTHYHOE MOBBINICHUE HAOIOMATIOCh Y
MAIMEHTOB KOHTPOJIbHOM rpynmsl (5 % npu mmurensHoii APBT 6e3 adaBupensza). [ToBbiienue
aktuBHocTH [TT OGomee wem B 5 pa3 Beiue BI'H wnabmiomanoces y 4% Bcex MNalMeHTOB,
npunuMasmux 600 mr adasupensa, u 'y 1,5-2 % nauueHToB U3 KOHTPOIBHOU Tpynmsl (7 % mpu
mmrtensHoi APBT ¢ adaBuperszom u 3 % mnpu mmrensHoii APBT 6e3 adaBupensa).
W3onupoBanHoe noBsiieHne akTuBHOCTH ['TT y maneHToB, npuHUMaromux 3(aBupeHs3, MOKeT
yKa3bIBaTh Ha MHAYKLHIO QepMeHTOB. B kiamHHUeckoM uccieqoBaHuu npu anutenbHoii APBT
okosio 1 % manuMeHTOB B KaXI0M H3ydyaeMoO#l TIpymne NpeKpaTWIM TEpanuio B CBI3U C
HapYIICHUSMHU CO CTOPOHBI IIEYEHU U KETUEBBIBOSAIINX TyTEH.

AmMunasa

AcumnTomMaTnyeckoe yBeIMUEHHE aKTUBHOCTH aMMja3bl B CBIBOPOTKE KpOBH, Oojee yeM B 1,5
pa3a npesbimatoiiee BI'H, Obu1o BoisiBneHo y 10 % manneHToB, IpUHUMABIIUX (GaBUPEH3, U Y
6 % nmanueHTOB KOHTPOJIbHBIX rpynn. KnuHudeckoe 3Hau€HNnEe aCHMIITOMATUYECKOTO MOBBIIECHUS
AKTHBHOCTH aMMJIa3bl B CHIBOPOTKE KPOBH HEU3BECTHO.

Jlnnuaml

[ToBbimienne koHueHTpanuu obmero xonecrepuHa (OXC) na 10 — 20 % wnaGmonanoch y
HEeUH(UIMPOBAHHBIX T0OPOBOIBIIEB, IPUHUMABIINX 3QaBUpPEH3. B KIMHNYECKUX HCCIET0BaHUAX
NPUMEHEHUs pa3nuyHoi komOuHupoBaHHONM APBT ¢ adaBupeH3oMm y ManueHTOB, paHee He
nony4yaBmux APBT, B Teuenue 48 nenenp nedeHus: HaOIr01a710Ch MOBBIICHUE KOHIIEHTPALUU
OXC na 21 — 31 %, xonecrepuHa JMOONPOTEHMHOB BbICOKOW mmioTHocTH (XC JIIIBII) Ha
23 — 34 % wu tpurnunepuoB Ha 23 — 49 %. Jlons mamueHToB, y KoTopbix oTHOomeHne OXC/XC
JITIBII 6b110 Gombiie 5, He M3MeHWIach. Bennmunaa N3MEHEeHHsT KOHIICHTPAIIUN JINTTHI0B MOYKET

OBITH O6YC.HOBJ'ICH8. TaKHUMHU (I)aKTOpaMI/I, KakK UIMTCIIBHOCTL TEpalliku W HOpUEM OPYIrux
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JICKapCTBEHHBIX CPEJICTB B cOcTaBe KoMOMHUpoBaHHO APBT.

BsanMoelicTBre pu NPOBEJAEHUH TECTA HA KAHHAOMHOWIBI

OaBupeH3 He CBS3bIBAETCS ¢ KAHHAOMHOUAHBIMH PELIENITOPAMHU, OHAKO UMEIOTCS COOOILEHUS O
JIOKHOIOJIOKHUTEIbHBIX pe3ybTaTax aHaJM3a MOYM Ha KaHHAOWHOWIBI y HEMH(DUIUPOBAHHBIX
nobpoBonbiieB My BHUY-uHOUIMPOBAHHBIX MAIMEHTOB, NPUHUMABIIMX 3()aBUPEH3.
[TonoxXuTenbHBIN pe3yabTaT CKPUHUHT-TECTa HA KAaHHAOMHOUIBI PEKOMEHTyeTCsl IIOATBEPKIATh,
UCIOJb3Ys TaKHE ClIeUalIbHbIE METO/IbI, KaK ra3oBasi XpoMarorpadus Ui Macc-CEKTPOMETPHSL.
Jemu u noopocmku

Tum 1 9acToTa HEXKENATENbHBIX SBJICHUN y JAeTel B IEIIOM COTMOCTABHMEI C HAOIIOJACMbIMH Y
B3pPOCJIbIX IAaLIMEHTOB, 3a MCKIIOYEHHEM KOXKHOW ChIIHM, KOTOpasl y JEeTel BCTpedaeTcs yalle
y 46 % pneteii), ueM y B3pocCibIX U Oosiee BbIpaxeHa (TsDKelas KOXKHasl Chlllb HAOIoJanach y
5,3 % pnereif). C nenbto NpOPUIAKTUKU CBHIIM MOXET OBITh L€J1ecO00pa3HbIM Ha3HAUYEHUE
COOTBETCTBYIOIMX OJ0KaTOpoB Hi-rHCTaMHHOBBIX PELENTOPOB AETSIM [0 Hayajla Teparuu
a¢aBUpeH30M. XOTS CUMITOMBI CO CTOPOHBI HEPBHOW CHUCTEMBI Yy MAJICHBKHUX JETEH TPYIHO
BBISIBUTb, IOJIAralOT, YTO TaKUE CUMIITOMBI Yy JeTeil HaOmIoJaloTcs pexe U OObIYHO OBIBAIOT
aerkumu. Y 3,5 % nanueHToB HaOJII0JaIMCh CUMIITOMBI CpE/IHEHN TSHDKECTH CO CTOPOHBI HEPBHOM
CUCTEMBI, IPEUMYILIECTBEHHO roJI0OBOKpYkeHue. Hu y onHoro pebenka He HaOI0Aa10Ch TSHKEIbIX
CUMITOMOB M HE MOTpedoBasach OTMEHA TEpanuM H3-32 CUMITOMOB CO CTOPOHBI HEPBHOM
CUCTEMBI.

/pyzue ocobvie cpynnvt nayuenmoe

AKmusHOCMb  «NEYEeHOUHBIXY (epMenmos y nayueHmos, O0OHOBPEMEHHO UHDUYUPOBAHHBIX
eenamumom B unu C

Cpenu manueHToB, cepono3uTUBHBIX 1Mo remaruty B w/unm C, noseimienue aktuBHoctu ACT
6osee ueM B 5 pa3 Boiie BI'H nabmoganock y 13 % manueHToB, NpUHUMABIIUX 3(aBUPEH3, U Y
7% TalueHToB U3 KOHTPOJIbHOU IpyIibl, a nosblmeHue aktuBHOcTH AJIT Oonee uem B 5 pa3
Beimie BI'H nabmonmanocs y 20 % u 7 % manueHToB COOTBETCTBeHHO. Cpely TMaIrMeHTOB ¢
coueTaHHOW MHGeKkuued 3 % MaluueHToB, MPUHUMABIIUX 3(daBupeH3, U 2 % NalUeHTOB U3
KOHTPOJILHOM TPYMIBI MPEKPATUIM TEPANUIO M3-3a HapylIeHui ¢yHKkuuu neyeHu (cMm. Ocolble
yKa3aHus).

Ilepeno3upoBka

VY HEKOTOpBIX MalMEHTOB, CIy4YallHO NMpUHABIIKX 3(daBupeH3 B goze 600 mr 2 pasa B CyTKH,

Ha6moz[anoc1> YCUIICHUC CHMIITOMOB CO CTOPOHBI HepBHOﬁ CHUCTEMEL. Y OJHOrO MalMeHTa
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Ha0JI10/1aJ M Ch HEITPOU3BOJIbHBIE MBIILIEYHBIE COKPAILICHMSL.

B cnyuyae nepeno3upoBku 3(haBUPEH30M JICUCHHE TOJHKHO COCTOSATH U3 OOIIUX MOAIEPKUBAFOIINX
MEpPOMPUITHIA, BKIIFOYAIOIINX KOHTPOJIb OCHOBHBIX MTOKAa3aTelel KU3HEACSITEIbHOCTH OpraHu3Ma
U HaOJI0JIeHHEe 32 KIIMHUYECKUM COCTOSIHMEM NalrueHTta. J[Jis BeiBeeHus HeabcopOupOBaHHOIO
npenapara MOXHO HCIOJIb30BaTh AKTUBUPOBAHHBIM yroib. Crneunpuyeckoro aHTujoTa s
JICYCHHS TIEPEIO3UPOBKU 3(PaBUpPEH30M HE cymniecTByeT. IlockonbKy 3¢haBUpeH3 aKTUBHO
CBS3BIBAETCSl C OelIkaMH, MajOBEpOSITHO, YTO C MOMOMIbIO AHAliu3a BO3MOKHO 3HAYUTEIBHOE
ylajeHue npenapara u3 KpoBH.

B3aumopneiicTBHe ¢ APYTMMH J1eKAPCTBEHHBIMH CpeCTBaMU

Ddasupens in vivo seusiercss uHaykKTopoM nzopepmentoB CYP3A4, CYP2B6 u YAD-ITI1AL.
Konnentpanuss B Iu1asMe KpOBU COEOUHEHH, KOTOpbIE SABISAIOTCA cyOcTpaTamMu JaHHBIX
n30()epMEHTOB, MOXKET CHIDKATHCS TPU OJTHOBPEMEHHOM MPUMEHEHHH C ddaBupeH3oM. B To xe
BpeMms in vitro 3paBupens unrubupoBan uzopepmeHT CYP3A4. Teopernuecku 3TO MOXKET
MpPUBECTU K YyBenudeHuio skcnosunmu cyocrpatoB CYP3A4, mostomy ciemyer coOmonaTh
OCTOPOXKHOCTh Npu mnpumMeHeHHH cyoctpatoB CYP3A4 ¢ y3kuM TepamneBTUYECKUM OKHOM.
Odasupens Moxer ObITh HHAYKTOpOoM u3opepmentoB CYP2C19 u CYP2C9, omnako in vitro
TaKXe HabJII0AaI0Ch HHTMOMpPOBaHUE JaHHBIX H30(hepMeHTOB. [0 KoHIa 3 deKT, HabI0aaeMBbIH
IpU OJHOBPEMEHHOM IpUMEHEHUM »3(paBUpEH3a C COEIUHEHUSMHU-CYOCTpaTaMu JIaHHBIX
n3odepmenToB, He sceH (cM. Dapmakonoruueckue cBoiicTBa, apMakoKHHETHKA). DKCIO3ZUIIUS
adaBUpeH3a MOXKET yBEIWYUTHCS MPH MPUMEHEHUH TpernapaTa OJHOBPEMEHHO ¢ HEKOTOPBHIMU
JICKapCTBEHHBIMU TpernapaTtaMu (HampuMmep, PUTOHABUPOM) WM MUIIEBBIMU MPOAYKTaMHU
(Hampumep, ¢ Trpern@pyToBbBIM COKOM), KOTOpble MHrHOUpyroT nzopepmentsl CYP3A4 wmu
CYP2B6. Ilpenapatsl Ha ocHOBe 3KcTpakTa I'mHKro buinoGa, koTopble MHAYLIUPYIOT JaHHbIE
n30(hepMEHTHI, MOTYT MPUBOANTH K CHIXKEHUIO KOHIICHTpAIH 3(haBrpeH3a B IIa3Me KPOBH.
Ilpomugonokaszannas KOMOUHUPOBAHHAA Mepanus

36epoboii npoovipsasnennwili (Hypericum perforatum): maniueHThl, IpUHUMArOTHE Y(aBUpPEH3, HE
JOJKHBI MPUHUMATh IMpPEenapaTbl/IpOAYKThI, COJAEpKaliie 3BEepo0O0i  MPOMABIPSIBIECHHBIH.
Konnentpanus s¢daBupeH3a B TMa3Me KPOBH MOXKET CHIDKATBCA TMPH  OJHOBPEMEHHOM
MPUMEHEHUHU CO 3Bep000eM MPOABIPSIBICHHBIM, ITOCKOIBKY OH BBI3BIBAET WHAYKIIMIO ()EPMEHTOB
W/ASTM TPAHCTIOPTHBIX OEJIKOB, OTBETCTBEHHBIX 3a METa0OJIM3M JIEKapCTBEHHBIX CcpeAcTB. Ecmu
NAIUEHT YK€ MPUHUMAET MpernapaThl/IPOyKThl, COJAEpKaIINe 3BepoO0i MPOABIPSIBICHHBIHN, TO

MPUMCHCHHUC ITOCIICAHCTO CICAYCT OTMCHUTD, IIPOBCPUTH KOHIICHTPAUIO BUPYCAa B KPOBU U, CCIIN
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3TO BO3MOJKHO, KOHIIEHTpanuio 3¢aBupeH3a B KpoBu. [locie oTMeHBI mpenapaToB/mpoOayKTOB,

CoJepKalX 3BepoOON MPOABIPSBICHHBIN, KOHIEHTpaLus 3(paBHUpeH3a MOXKET MOBBICHUTHCA U

TOrAa norpedyercs KoppeKuus a03bl 3(aBupeH3a. BuusHue 3Bepo0o0si MpOIBIPSABIEHHOTO,

CBSI3aHHOE C MHAYKIMEH (PEepMEHTOB, MOKET COXPAHATHCS B TEUCHHE HE MEHEe 2 HeJlelb 1ociie

ero orMeHsl (cM. [IpoTuBonokaszanus).

O¢daBupeH3 MPOTHUBOIIOKA3aHO MPUHUMATh OJHOBPEMEHHO C TepPEHATUHOM, ACTEMH30JIOM,

LU3aIPUI0M, MU030JIaMOM, TPU30JIaMOM, IUMO3UA0M, OSTIPUANIIOM U alIKAJIOUJaMH CHOPBIHBU

(HammpuMep, 3pProTaMuH, AWTHIPOIPrOTAMHMH, SPrOHOBMH WM METHJIAPrOHOBHMH), HMOCKOJIBKY

KOHKYpPEHTHOE B3ammoJeiicTBue s¢pasupensa ¢ uzopepmentom CYP3A4 moxer mpuBecTH K

MIOJJABJICHUIO META00IM3Ma IaHHBIX TPENapaToB U MOSBICHHUIO MPEAIOCHUIOK JJ11 BOSHUKHOBEHUS

CEphE3HBIX W/WIM YIPOXKAIOIIUX >KU3HM HEXeNaTeJbHbIX SBJICHUN (HampuMmep, cepaedHoi

apUTMHH, JJIUTEIBHOIO CEAAaTUBHOTO 3(h(heKTa MM YTHETCHHS JIbIXaHU).

IIpenapamul, evizvisarowue yonunenue unmepeana QTc

[IpoTrBONOKa3aHO OJHOBPEMEHHBIN MpHeM 3(paBUpPEH3a U IPEMapaToB, KOTOPHIE BBI3BIBAIOT

yanuHeHnue uarepsaia QTc ¥ MOryT IpUBOAUTH K BOSHUKHOBEHMIO XKEIIyI0UKOBOW TaXUKAPAUU

10 TUIY «IUPY3T». K TakuM npenaparam OTHOCATCS:

- aHTHapUTMHuecKue npenaparsl kiaaccoB [A u IlI;

- HEWpOJEeNTHKH, aHTUJETPECCAHTBI;

- HEKOTOpble AHTUOMOTUKHM, BKJIIOYasl MpernapaTbl, OTHOCALIMECS K CIEAYIOIIMM KiaccaM:
MaKpoJIU/bl, (PTOPXUHOJIOHBI, MPOTUBOTPUOKOBBIE MpENapaThl MPOU3BOJHBIE UMHUAA30/1a U
TpHAa30J1a;

- HEKOTOpble HeCceJaTUBHbIE aHTUTMCTAMUHHBIE TIpenapartsl (TeppeHa nt, acTeMU30);

- IM3anpui;

- (nexaunun;

- HEKOTOpbIE NPOTUBOMAJISIPUNHBIE ITPENApPaThI;

- METaJOH.

I’ pazonpesup/>n6aceup

OnHOBpEMEHHBII MpHUEM C Tpa3oNnpeBUPOM/3710aCBUPOM MPOTHBOINOKA3aH MOTOMY, YTO MOKET
IPUBECTH K ITOTEPE BUPYCOJIOTHUECKON aKTUBHOCTH I'pa3onpeBUpa/andacBupa.

/lpy2ue e3aumooeiicmeusn

BzaumopeiictBuss  Mexay ddaBupeH3oM u  uHruouropamu nporeazsl BUY, npyrumum

AHTUPETPOBUPYCHBIMH IpernapaTaMu, MOMUMO WHTHOMTOPOB mpoteazbl BUY, a Taxxke Mexay
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npernaparamMi, —He

OTHOCAIITUMUCS K

rpymnme

AHTUPETPOBUPYCHBIX TPEMapaToB, yKa3aHbl B NPHUBEICHHON HIbke Tabnuue 2. YBenuueHue

3HAaYEHUS MOKa3aTessi 0003HaUaeTCs CTPENIKON «1», YMEHbIICHHE 3HAUYEHUS - CTPEIIKOM «| », eclin

IOKa3aTellb ocTaeTcsa 0e3 N3MEHEHUH - CTpCJ’IKOﬁ «—>»; €CJIM IperapaT BBOAUIICA YE€PE3 KaXKIbIC

8 nnm 12 4, T0 310 00603HAUACTCSA KaK «K8u» WiH «K12u». 90 % 1 95 % noBepuTeNbHBIE HHTEPBAIBI

MMpEaACTaBJICHLI B CKO6KaX, €CJIM IPUMCHHUMO. OOBIYHO HCCIICA0OBaHUA IPOBOAUINCH HAa 3J0POBLIX

,I[O6p0BOJ'IBHaX, €CJIM TOJIBKO CIIENHWAJIbHO HE OroBaprBaCTCA Apyrasd I/IH(I)OpMaI_II/IH.

Tabnuua 2. B3aumooeiicmeus mexncoy 3Iasupenzom u Opy2umu J1eKapcmeeHHbIMU

cpeocmeamu

JlekapcTBeHHbIE Ipenaparsbl, | Biusitnne Ha  KOHIEHTPALHUIO Pexomenpanun
pa3aesieHHbIE 1o | mpenapara B CHIBOPOTKE.
papmakorepaneBTuueckum | CpenHee H3MeHeHHe 3HaAYeHHH
rpynmnam (103a) AUC, Cmax, OCmin (%) n

A0BepHUTeIbHbIE HHTEpPBAJIbI,

eCcJIM MPUMEHUMO (MeXaHU3M)

IIporuBOMMKPOOHBIE MPenapaThl
Anmupemposupychuvie j1eKapcmeeHHvle CPeocmea
WNuruburops! nporeasst BUY

ATazaHaBup/puTOHABUP/ ATtazanaBup (Tocie moyaHs): OnHoBpeMEHHOE

s¢asupen3 (400 mr 1 pa3 B
cytku/ 100 mr 1 pa3 B cyTku/
600 mr 1 pa3 B cyTkH, Bce
npernapaThl IPUHUMAIUCH BO

BpeMs IIpueMa MUIIH)

AUC: «* (ot |9 mo 110),
Cax: 117 %* (ot 18 no 127),
Chin: 142 %* (ot |31 no |[51)

ATtazaHaBup/putoHaBup/3asu
pen3 (400 mr 1 pa3 B cyTku/
200 mr 1 pa3 B cytku/ 600 mr 1
pa3 B CYTKH, BCe penapaTsl
MIPUHUMAIIUCH BO BpeMs

npreMa MUIIH)

ATazaHaBup (IOCiIe MONTYIHS):
AUC: «*/** (ot |10 mo 126),
Cmax: <*/** (o1 |5 mo 126),
Chmin: T12 %*/** (o1 |16 1o 149)
(unnykuus CYP3A4).

* IIpu cpaBHEHUH C aTa3aHaBHUPOM

npuMeHeHue 3¢aBUpeH3a ¢
aTa3aHaBUPOM/PUTOHABUPO
M He pekomeHayercs. Ecnu
TpeOyeTcs OJHOBPEMEHHOE

IMPUMCHCHUC aTa3aHaBHpa C

HHUOT, HEOO0XOIUMO
paccMoTpeTh
11e71eco00pa3HoOCTh
YBEIUYCHUS JIO3BI

atazanaBupa a0 400 mr u
putonaBupa g0 200 mr, B

KOMOWHAINHU C
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300 mr/putronaBupoMm 100 mr 1 pa3 | aaBupeH3oM, c
B CYTKHU BeuepoM 0e3 adaBupeH3a. | oOecredeHnemM
Takoe camkeHne Cmin aTa3aHaBHpa | TIIATSIHLHOTO
MOYKET OTPHUIIATEIBHO BIUSTH HA KJIMHHUYECKOTO
3¢ PEKTUBHOCTH aTa3aHaBHPA. MOHHMTOPHHTA.
** OCHOBaHO Ha HCTOPUIECKOM
CpaBHEHUH.
HNapynaBup/putoHaBup/ HapynaBup: OnHOBpEeMEHHBIN  TIpHEM
a¢aBUpeH3 AUC: |13 %, s¢asupeHsa 1
(300 mr 2 paza B cytku*/ 100 Mr | Cmin: |31 %, AapyHaBUpa/pPUTOHABHPA
) /600 ur 1 (800 mr/ 100 mr 1 pa3 B
pasa B CyTKU M1 pa3 B | Cpax: |15 % (uanykuus CYP3A4)
CYTKH) MOET IMPHUBECTH K
CYTKH) OdaBupens:
5 CHIIKCHUIO Chin
*  HIDKE PEKOMEHJI0BaHHOH | AUJC: 121 %,
JapyHaBUPA. Ecmu
no3bl. [logoOHBIE pe3ynbTaThl Conin: 117 %
min: * 5}aBupeH3  HEOOXOIMMO

OKHUAAI0TCA U ITPHU ITPUMCHCHU N

B PCKOMCH/IOBAHHBIX J1034aX.

Ciax: 115 % (uarHOUpOBaHHE

CYP3A4).

MPUMEHSATH OJIHOBPEMEHHO
c
JTapyHaBUPOM/PUTOHABUPO
M, CJIeayeT TPUMEHSTh
KOMOHWHAIIHAIO
JTapyHaBUP/pPUTOHABHP B

pexxume 600 mr/ 100 wmr

2 paza B cyrku. OpjHako

TaKyo KOMOMHAIINIO
clelyeT  HasHadaTb  C
OCTOPOKHOCTBIO.

Cwm. MHCTPYKLUIO o
MEAUIIMHCKOMY
MIPUMEHEHUIO

JapyHaBUPa/pUTOHABHPA.

CM. TakXe HUXKE
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UH(POPMALIUIO TIO

PUTOHABUPY.

docamnpenaBup/

puTOHaBHUpP/3paBUpEH3

(700 mr 2 paza B cy Tku/ 100
Mr 2 pasa B cytku/ 600 mr
1 pa3 B cyTkH)

KnuHuyeckn 3Ha4MMOro
(hapMaKOKMHETHYECKOTO

B3aI/IMOI[eI‘/JICTBI/ISI HC BBISIBJIICHO.

Koppekuuu 10361 HY 0JTHOTO
U3 OJTHX JIEKAPCTBEHHBIX

CpEICTB He TpedyeTcs.

Cwm. TaKxe HIDKE
UH(pOpPMAIINIO 1o
PUTOHABHPY.

docamnpenaBup/ HenpuHABUP/

a¢aBUpeH3

B3aHMOﬂeﬁCTBHe HC U3Yy4aJlIOCh.

Koppekuuu 10361 HY 0JTHOTO
U3 OTUX JIEKAPCTBEHHBIX

CPEICTB HE TpedyeTcs

®docamnpenaBup/ cakBuHaBHp/ | B3aumoneiicTBue He U3y4aaocCh. Hcnonb3oBanue TaKou

a(haBuUpeH3 KOMOHWHAIIUH HE
PEKOMEHAYETCS, MOCKOIBKY
OXKHU/TaeTCsI 3HAYNMOE
CHIIKEHHE 9KCHO3ULIUU
oboux UHTUOUTOPOB
nporeas3sl BUY.

WNnunasup/adhaBupens WNHnnHaBup: Xors KJIMHAYECKast
3HaYHMOCTb CHIDKEHHMS

(800 mr x84/ 200 mr 1 pa3 B
CYTKH)

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

Chin: 140 %.

CXomHOE CHUKEHUE SKCHO3UIUHU
WHAWHABUpa  HAOMIOAaIoch B
ciydasix, koraa uHauHasup (1000
MT K84) BBOJMJICS B KOMOWHAIIUU C

sdaBuperszom (600 mMr 1 pa3 B

cytkn) (maaykuus CYP3A4).
OdaBupens:

KIIMHUYECKH 3HAaYUMOTI'O

(apMaKOKUHETUYECKOTO

KOHIIEHTPAlll UHANHABUPA
HE YCTaHOBJICHA,
HaOJIFOJaBIIIEECS
(apMaKOKHHETHYECKOe
B3aUMOJICIICTBUE  JOJKHO
IPpUHUMATBCd BO BHUMAHUC
npu

BbIOOpE  pexuma

TEpaNuM,  BKIIOYAIOLIETO
OJTHOBPEMEHHO 3(aBUpPEH3

1 MHAWHaBUP.
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B3aUMOJCHCTBUS HE H3.6JIIO,D;2UIOCL .

WNununaBup/putoHaBup/>dhaBu
pen3 (800 mr 2 pasa B cyTKu/
100 mr 2 paza B cytku/ 600 mr
1 pa3 B cyTkH)

NununaBup:

AUC: |25 % (ot |16 10 |32)°,
Crmax: {17 % (0T |6 110 |26)°,
Chin: 150 % (0T |40 10 |59)°.
DdaBupeHs:

KIIMHUYECKU 3HAUYUMOT O
B3aMMOJICHCTBUSL HE HaAOJII01a10Ch.
Cpennee reoMeTpUYECKOE 3HAUCHUE
Cumin uanunaBupa (0,33 mr/n) npu
€ro NMPUMEHEHWH B KOMOWHAIMH C
PUTOHABHPOM U 3(haBUPEH30M OBLIIO
OoJbllie, 4YeM MpH ero MPUMEHEHUN
B KauecTBe MOoHOTepanuu 1no 800 mr
K89 (Cin 0,15 Mr/m). Y manueHTos,
uHpummupoanueix BUY-1 (n = 6),
HoKa3aTeiu (dbapMaKOKHHETUKH
WHAWHABHPA U ddaBUpeH3a 0OBIYHO
OBUTH COTIOCTaBHMBI C TAaKOBBIMH Y

HEUH(UIMPOBAHHBIX

T0OPOBOJIBIIEB.

Koppexunn J03bI
adaBupeH3a He Tpedyercs,
€CIM OH Ha3HayaeTcsi ¢
UHIMHABUPOM  WIH  C
UH/IMHABUPOM/PUTOHABUPO

M.

Cwm. TaKXe HIDKE

UH(POPMAIINIO 1o

PUTOHABUPY

JlonuHaBUp/pUTOHABUD B

MATKHX Karcymiaax 51041 B
pacTtBope Uil IpueMa BHYTpPb/

s¢aBupeH3

CyuiecTBeHHOE CHUKEHUE

9KCIIO3MIIHUHU JIOITMHABHpa.

[Tpu OJIHOBPEMEHHOM

Ha3HA4YCHUH C d(PaBUPEH30OM

cleyer paccMoTpeTh
1e1eCo000pPa3HOCTh
YBEIUYCHUS 703

JONTMHABHpA M PUTOHABUPA
B MATKHX Karlcyjgax WM B
pacTBope AN Npuema
BHYTpp Ha 33 % (nmo 4

Karcynsl/ ~ 6,5 M 2 pa3a B
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CYTKH BMecTO 3 kamcyn/ 5
M1 2 pa3a B cyTku). O1HaKo
clenyeT co0Ir1aTh
OCTOPOYKHOCTh, TOCKOJIBKY
TakKasi KOPPEKLUUH JI03bI JUIs
HCKOTOPBIX IIaIfMCHTOB
MOXET OKaz3arbcs

HETOCTATOYHOM.

JlonuHaBUp/pUTOHABUD B

TabyeTkax/ aaBUpeH3

(400/100 mr 2 pasza B cyTku/
600 mr 1 pa3 B cyTkn)

(500/125 mr 2 pasza B cyTku/
600 mr 1 pa3 B cyTkn)

Konunenrpanuu nomunasupa: |30 -

40 %.

KOHHGHTpaHI/II/I JIOIMHaBHUpa
CXOAHBI C TaKOBbIMHU npu
MMPUMCHCHHUHU JIOIITMHABUP a/

putonasupa 1o 400/100 mr 2 pa3za B

cyTku 0e3 aaBUpeH3a.

Ho3a JIOIMHABUpa 51
pUTOHaBHpa B TalJeTKaxX
JIOJKHA OBITH YBENIWYEHa J10
500/ 125 mr 2 pa3a B CyTKu
npu OJTHOBPEMEHHOM
PUMEHEHUN c

a¢aBupen3om o 600 mr 1

pa3 B CyTKH.

Cwm. TaKxKe HIDKE
UH(pOpMaIINIO 1o
PUTOHABHPY.

Hendunasup/ a¢haBupens

(750 mr x84/ 600 mr 1 pa3 B

Hendunasup:

AUC: 120 % (ot 18 1o 134),

Koppekunu 10361 HY OTHOTO

U3 OSTUX  JICKAPCTBCHHBIX

CYTKH) Cumax: 121 % (o1 110 110 133). CpEeICTB He TpedyeTcsl.
JlanHas ~ koMOuHanus  OOBIYHO
XOpOIIO MEPEHOCUTCS.

Puronasup/>aBupens Puronasup: [Ipn Ha3HA4CHUH

(500 mr 2 paza B cytku/ 600 mr
1 pa3 B cyTKH)

AUC ytpom: 118 % (ot 16 10133),
AUC BeuepoMm: <.

Cinax yTpoM: 124 % (ot 112 mo 138).
Cmax BEUEPOM: <>,

Crin yTpoM: 142 % (oT 19 10 186)°.

3(baBHpeH3a C PUTOHABUPOM
B HHU3KHUX J03aX CJICOAYCT
YUYUTEIBATH BO3MOXXHOCTb
YBCIUUCHUA HaCTOTHI

CBSI3aHHBIX C 3(aBUPEH30M
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Cmin BeuepoMm: 124 % (ot 13 nmo
150)°.

Ddasupens:

AUC: 121 % (ot 110 mo 134),
Ciax: 114 % (o1 14 10 126),
Crmin: 125 % (0T 17 10 146)°
(uHruOUpoBaHUE CYP-
OTIOCPEIOBAaHHOTO OKHCIUTEIHHOTO
MeTaboM3Ma).

ITpn npueMe

a¢daBUpeH3a B KOMOWMHAaIMH C
putonasupom 1o 500 mr wium 600 mr
2 paza B CYTKH IEPEHOCUMOCTh
HU3KOMN

ObLIa (Hampumep,

HaOJIIOAMNCh  TOJIOBOKPYXKEHHUE,
TOILIHOTA, MapecTe3usi, MOBbIIIECHNE
AKTUBHOCTHU «IIEYEHOYHBIX»
¢depmenToB). JlocraTouHble TaHHBIE
0 TEepeHOCUMOCTH 3(aBUpeH3a B
KOMOMHAIlUM C PUTOHAaBUPOM B
HU3kUX no3ax (mo 100 mr 1 umm 2

pa3a B CyTKH) OTCYTCTBYIOT.

HEXXEJIATEIbHBIX  SIBJICHUH

BCJIE/ICTBUE  BO3MOXHOTO
(hapmMaKoIMHaAMUYECKOTO

B3aUMOJICHCTBUSL.

CakBuHaBup/

a(aBupeH3

putoHaBup/

B3anmoneiicTere HE U3y4anoch.

OTCyTCTBYIOT JTaHHBIE,
NO3BOJIAIOIIKE pa3paboTaTh

PEKOMEHIallUM 10 PEXUMY

JI03UPOBAHUS.
Cwm. TaKXKe BBIIIIE
UHpOpMaIINIO 1o

putoHaBupy. I[lpumeHenue
a(aBuUpeH3a B KOMOWHAIIUN
C CaKBMHAaBUPOM B KaUCCTBEC

CAWHCTBCHHOI'O
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uHruouropa nporeazst BUY

HC PCKOMCHAYCTCA.

AHTAroHucTbl XeMOKHHOBBIX penentopoB CCRS
MapaBupok/3¢paBupeHs MapaBupoxk: Cwm. MHCTPYKIIUU o
(100 mr 2 paza B cytku/ 600 mr | AUC12: |45 % (ot |38 mo [51), MCAULIHHCKOMY
I pas B cyrxu) Cmax: 151 % (o1 37 110 162). HPHMEHEHHIO
JIEKapCTBEHHBIX
Konnenrpanuu  sdaBupeHsa He
. npernaparoB, B  COCTaB
U3MEPSUTUCh, B3aMMOJICHCTBHE HE
KOTOPBIX BXOJIUT
O)KUJIaeTCsl.
MapaBUPOK.
HNurudurop unrerpassl BUU
PanterpaBup/adaBupens (400 | PanrerpaBup: Koppekmuu JI03BI
MT OJTHOKpAaTHas 103a/ - ) AUC: |36 %, panTerpaBupa HE
Co: 121 %, TpeOyercs.

Cimax: 136 % (uHIyKIUS QepMeHTa
VID-TTIAL).

JlexkapcrBennble cpeacrsa u3 rpynn HUOT u HHUOT

HUOT/>¢paBupens

Uccnenosanus B3alMOJICUCTBUHU

B(I)aBI/IpeHBa U I[penaparoB U3

rpynnsl HUOT He npoBoaunucs, 3a

UCKJIIOYEHNEM B3aUMOIECHUCTBUI C

JaMHUBYAUHOM, 3HJIOBYJMHOM U
TeHo(oBUpa
TU30MPOKCUTI)YMapaTOM.
Kimmanueckn 3HA4YMUMBbIC
B3aNMOJICHCTBHSA HE
MpeaIoIaratoTcs, IMOCKOJIBKY

MeTa00JIM3M MIPENapaToB U3 IPYIIIbI

HUOT MIpOTEKAET IIYTSAMH,

OTIIMYHBIMH oT TaKOBbIX JJIsA

Koppekunu 10361 HY OTHOTO
U3 JIaHHBIX JIEKAPCTBEHHBIX

CpPENCTB He TpeOyeTcs.
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adaBUpeH3a, ¥ MaJOBEPOSTHO, YTO
OHU OyAyT KOHKYPUPOBATh 3a OJHU
U Te

Ke  MeTabonu3upyroume

(bepMEeHTHI U ITyTH BBHIBEJCHUS.

HHUOT/>daBupen3

B3anmoneiicTBre HE U3y4anoCh.

Ilockonpky  mpuMeHEHUe
JIBYX HHUOT HE
o0ecrieunBaeT

NpEeUMYIIecTBa C  TOYKHU
3peHust 3(G(EKTUBHOCTH U
0e30I1aCHOCTH,
OJTHOBPEMEHHOE

npuMeHeHue >GaBuUpeHs3a u

Apyroro  Cpeicrsa  u3
TPYIITIBI HHUOT HE
pPEKOMEH1yeTcsl.

JIeKapCTBeHHI)Ie CpeacTBa NIpOTUB BUPYCa renarura C

Bbouenpesup/>dasupens

(800 mr 3 paza B cytku/ 600 mr
1 pa3 B cyTKH)

bouenpesup:

AUC: < 19 %*,

Cinax: <> 8 %,

Ciin: 144 %.

Odasupens: AUC: < 20 %,
Chax: < 11%,

Chmin: {12 % (o1 |24 % 1o 11 %)

(uanykmuss CYP3A  Biuser Ha

OorenpeBup).

*0-8 u.

OtcyrcTBUE s dekra (<)
COOTBETCTBYET YMEHBIICHUIO

CpeaHero COOTHOIICHUS HE > YeM Ha

20 % unu yBEITMYEHHUIO HE > UeM Ha

Knnnnueckas 3HaYMMOCTE
YMEHbIIICHUS

KOHIIEHTPAIIUU
OolenpeBupa B IUIA3Me

KpPOBH HE YCTAHOBJICHA.
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25 %.

TenanpeBup/>paBupens
(1125 mr x84/ 600 mr 1 pa3 B
CYTKH)

Tenanpesup (oTHOCUTENBHO 750 Mr
K84):

AUC: |18 % (ot |8 no |27),

Cmax: |14 % (ot |3 no |[24),

Chin: 125 % (ot |14 o |34).
DdaBupens:

AUC: |18 % (ot |10 o |26),

Crax: 124 % (o1 |15 no |32),

Chin: 110 % (ot 11 1o [19)
(uanykuus CYP3A4).

[Ipun COBMECTHOM
IPUMEHEHUU TeNanpeBupa
u a(aBupeHsa
PEKOMEHIyEeTCSl YBEJINYUTh
no3y tenanpeBupa g0 1125

MT K84,

CumernpeBup/3dasupens (150
mr 1 pa3 B cytku/ 600 mr 1 pa3

B CYTKH)

CumenpeBup:

AUC: |71 % (ot |67 no |74),
Cax: 151 % (o1 |46 10 |56),
Chmin: 191 % (o1 |88 1m0 |92)
OdaBupeHs:

AUC: &,

Cnax: <,

Cuin: <,

(uanykuus CYP3A4)

OnHOBpEMEHHBIM  IpHEM
CUMeIpeBrpa c
3()aBUPEH30M TMPUBOJIUT K

CYIICCTBECHHOMY CHUKCHHIO

KOHIIEHTPAIIUU
CUMENpeBHpa B  IIa3Me
BCJICACTBUC UHAYKIIUU
nzodepmenta CYP3A

3(haBUPEH30M, YTO MOXKET
IPUBECTH K notepe
TepaneBTHuYecKoro 3ddexra
cumenpeBupa. CoBMECTHOE
IpUMEHEHHE CUMENpeBupa
U sdaBupeH3a HE

pEKOMEHAYeTCSl.
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I'pazonpeBup/>mb6acBup

['pazonpeBup:
AUC: |83 %,
Crnax: |87 %.
DnbacBup:
AUC: |54 %,
Cinax: 145 %.

OIIHOBpEMEHHBIN TMpPHUEM C
rpa3onpeBUPOM/II0ACBUPO
M MIPOTHUBOIOKA3aH MOTOMY,
9TO MOXET TMPUBECTH K
oTepe BUPYCOJIOTUYECKOM
AKTUBHOCTH Tpa3olpeBupa/
anbacBupa u3-3a

3HAYUTCJIBHOI'O CHMIXCHUA

KOHOCHTpAallUK B ILIA3MEC

KPOBH  Tpas3onpeBuUpa U
anbacsupa, BCJIC/ICTBUC
UHAYKIA (] aBUpEH30M

uzopepmenta CYP3A wunu

P-gp.
Benmaracsup/codocOyBup Benmaracup: [Tpn COBMECTHOM
Benmaracsup/Bokcunanpesup/ | AUC: |53 %, IPUMEHEHUN TEHO(OBHUpA
coocoysup (1125 mr k84/600 JTU30TPOKCHIT/

Mr 1 pa3 B CyTKH)

Crnax: 147 %,
Cuin: |57 %

CodocOyBup:
Crax: |38 %,

IIpeanonaraercs: |Bokcunanpesup

SMTpULIMTA0MHA/3haBUpPEH

c BEJMAaTacBUPOM/
copocOyBUpOM WM  C
BEJIMaTacBUPOM/

BOKCHJIAIIPEBUPOM/
codocOyBUpOM OBLIIO
MOKa3aHO,  3HAYUTEIILHOE
CHIDKCHUE KOHIIEHTpAIUHU B
a3Me KpPOBHU
BEJIITaTacBHpa BCIICACTBHE
WHIAYKIUH  3(UBEPEH30M
uzopepmenta CYP3A, uto
MOYET TPUBECTH K TOTEpe

TepaneBTHuYecKoro 3ddexra
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BenmnaracBupa. Oxkumaercs
AHAJIOTUYHOC CHHKCHUC

KOHLOCHTpalun B ILIa3Me

KpPOBU BOKCHUJIANpPEBUpA.
CoBMecTHOE  NPUMEHEHHE
adaBupeH3a c
BEJIIIaTaCBUPOM/
copocOyBUpOM WM  C
BEJIITATaCBUPOM/
BOKCHJIAIIPEBUPOM/
coocOyBUpoM HE
PEKOMEH]TYeTCS.
I'mexanpeBup/muOpeHTaCBUP | I'nexanpeBup OnHOBpEMEHHBIM  TIpUEM
| IluGpenTacBup TIIeKanpeBupa/
nuOpeHTacBupa c

3(}aBUPEH30M MPHUBOJUT K
CYIIECTBEHHOMY CHIKCHUIO
KOHIICHTPAITUU
TIIeKanpeBupa
/muOpeHTacBupa B IUIa3Me,
9TO MOXET TMPUBECTH K

1OTEpe  TEePareBTUYECKOIO

s dexra.

CoBMecTHOE TNPUMEHEHHE
rJIeKanpeBupa/
nuOpeHTacBUpa u
a(aBupeH3a He
PEKOMEH1yeTCsl.
AHTHOMOTHKH
AsutpoMunine/ 3paBupeH3 Knunnueckn 3HaunMoro | Koppekuuu 10361 HA OJTHOTO

(600 Mr B BUJIe OAHOKPATHOM

(bapMaKOKUHETUYECKOTO

N3 JAaHHBIX JICKAPCTBCHHBIX
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10361/ 400 mr 1 pa3 B cyTkH)

B3aI/IMOI[eI‘/JICTBI/IH HC BBISIBJIICHO.

CpEICTB He TpedyeTcs.

Kaputpomuryn/

(500 mr 124/ 400 mr 1 pa3 B

a(haBupeH3

Knaputpomunus:

AUC: 39 % (ot |30 10 |46),

Knnandeckas 3HAYMMOCTH

W3MCHEHUN KOHIIEHTPAIUH

CYTKH) Conax: 126 % (ot |15 110 |35). KJIAPUTPOMHUIIMHA B IIa3Me
KpOBM HE YyCTaHOBJICHA.
14-ruapoxcuMeTabonuT
Bmecto  kmapurpoMunuHa
KJIAPUTPOMMUIIMHA!
cienyer paccMoTpeTh
AUC: 134 % (ot 118 mo 153),
BO3MOXHOCTh IPUMEHEHHUs
. 0
Cimax: 149 % (01 132 10 169). JPyroro aHTUOMOTHKA,
Odasupens: HalpuMep, a3UTPOMUIMHA.
AUC: &, Koppekuun JI03bl
Cma: 111 % (or 13 mo 119), a¢aBupeH3a He TpedyeTcs.
(uanykus CYP3A4).
Kosxnas cbinb Habmonanace y 46 %
HEMH()ULIMPOBAHHBIX
TI0OPOBOJIBIICE, OJTHOBPEMEHHO
MPUHUMABIIIHNX a¢aBUpeH3 u
KJIAPUTPOMHULIMH.
Hpyrue  antuOuoTuku U3 | B3aumopeiicTBrue He N3y4aaoch. OTCyTCTBYIOT JIaHHBIE,
TpyHIIbI MaKpOJIUIOB NO3BOJIAIOIIKE pa3paboTaTh
(Hampumep,  IPUTPOMHULIUH)/ PEKOMEHIallNM 110 PEXUMY
s¢aBupeH3 JO3UPOBAHUS
IIporuBoTyGepKy ie3Hble JeKAPCTBEHHbIE CPeICTBA
Pudabyrun/ahaBupens Pudabyrtun: Cytounas no3a pudaldyrrna

(300 mr 1 pa3 B cytku/ 600 mr
1 pa3 B cyTKH)

AUC: |38 % (ot |28 mo |47),
Cmax: |32 % (ot |15 o |46),
Cmin: 145 % (ot |31 10 |56).

DdaBupens:

AUC: &,

JOJDKHa OBITH YBCJIMYCHA HA

50 %, ecim 1uIaHHMpyeTCA

OJTHOBPEMEHHOE
IIPUMEHEHHE c
3(haBUPEH30M. Cnenyer
TaKKe paccMoTpeTh
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Crnax: <, 1eJIeCO00Pa3HOCTh
Ciin: {12 % (ot |24 1o 11) YABOCHUA AO3BI
(manykmus CYP3A4). pudadyriHa 1pH
npuMeHeHuu pudadyruHa 2
wii 3 pa3a B HEIEII0 B
KOMOWHAIUN c
3(haBUPEH30M.
Knuanaeckuit ahdext
TaKOW KOPPEKLUHU 03Bl HE
n3ydyeH. llpu xoppekuuun
03Bl  TaKXke  CJeayeT
YUUTHIBATh
VH/IMBUYAJIbHYIO
NIEPEHOCUMOCTh u
BUPYCOJIOTUYECKUH  OTBET
(cm. pasznmen 5.2.).
Pudamnunun/spasupens OdaBupens: Ecmmn a¢aBupeH3
(600 mr 1 pa3 B cytkn/ 600 mr | AUC: |26 % (ot |15 o |36), HPUMEHACTCSA
1 pa3 B CyTKH) Comax: 120 % (ot |11 110 |28), OJHOBPEMEHHO c
pudaMIuITHOM y

Cuin: |32 % (0T |15 10 |46)

(manykmus CYP3A4 u CYP2B6).

MMaIfieHTOB C Maccou Tena
50 xr u Oosee, CyTOUHYIO
no3y 2(gaBupeH3a ciexyer
YBEJIUYUTH bi (o)
800 mr, 4yToOBI 00ECIEUYUTD
AKCTO3UIMIO, CXOAHYIO C
TAKOBOM MpHU MPUMEHEHHUH
a¢daBupeH3a B CYTOYHOMU
o3e 600 MTI 0e3
pudamMnunuHa.
Knnuanueckunit

s ekt

Takok KOPPCKOUN 03Bl HC
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n3ydyeH. llpu xoppekuuun
7036l TaKXkKe  CIeayer
YUUTHIBATh
WH/IMBUYaJIbHYIO
EPEHOCUMOCTh u
BUPYCOJIOTUYECKUM  OTBET
(cm. pazzen 5.2)).
Koppexuun O35l
pudamnuHa HE
Tpedyercs
IIpoTnBOrpHOKOBBIE J1eKAPCTBEHHbIE CPeCTBA
Wtpakonazon/>dpaBupens Wrpakonazom: [Tockonbky HEJb3s

(200 mr 124/ 600 mr 1 pa3z B
CYTKH)

AUC: |39 % (ot |21 mo |53),
Crax: 137 % (o1 |20 mo |[51),
Chin: 144 % (ot |27 no |58)

(cHMXKEHue KOHLIEHTpalun

UTPaKOHAa30J1a

unaykuuu CYP3A4).

BCJIICACTBHUEC

I'mppokcuuTpakoHa3oI:

AUC: |37 % (o1 |14 mo |55),

Cmax: |35 % (ot |12 o |52),

Cmin: 143 % (ot |18 mo |[60).
Ddasupens:

1o BBIABJIICHO

KJIMHAYECKU 3HAYMMbIX U3MEHECHUM.

BBIPA0OTaTh PEKOMEHAAINI
0 PEeXUMY JI03UPOBAHUS
UTpaKoOHAa30J1a, ciexyer
paccMOTpPETh BO3MOKHOCTH
pUMEHEHUS
aIbTEPHATUBHBIX

HpOTI/IBOFpI/I6KOBHX

JICKApCTBCHHBIX CPCIACTB.

[Tozakonazon/a¢aBupens

(400 mr 1 pa3 B cyTKn)

ITo3akonazoum:
AUC: |50 %,

Cmax: 145 % (uanykuus Y D-

TIIIOKYPOHUPOBAHUS).

Cnenyer n3berarh
OJIHOBPEMEHHOTO

NPUMEHEHHUs T03aKOHA30J1a
u 3¢haBUpPEH3a, €CIU TOJIBKO
OXHIaeMast

noJjib3a  IJId

manmueHTa HE NOPCBLIIIACT
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BO3MOYKHBIN PUCK.

Bopukonazon/adasupens

(200 mr 2 paza B cytku/ 400 mr
1 pa3 B CyTKH)

Bopukonaszoi:
AUC: |77 %,
Cinax: [61 %.
DdaBupeHs:
AUC: 144 %,
Crnax: 138 %.

Bopukonazon/ achaBupen3

(400 mr 2 paza B cytku/ 300 mMr
1 pa3 B CyTKH)

Bopukonazour:

AUC: |7 % (ot |23 no [13)*,

Cax: 123 % (ot |1 mo 153)*.
OdaBupens:

AUC: 117 % (o1 16 mo 129)**,
Crnax: .

* mo cpaBHenuto ¢ 200 mr 2 pasa B

CyTKH

MOHOTCpPAIINHU,

IIpy  TNPUMEHEHHH B

** no cpaBHenuto ¢ 600 mr 1 pa3 B

[Ipu OJIHOBPEMEHHOM

NpUMEHEHUU 3(aBUpeH3a C

BOPUKOHA30JI0M
NOJIePKUBAOLIAs 7032
BOPUKOHA30J1a JOJKHA

ObITh yBenmuueHa a0 400 mr
2 pa3a B CyTKH, a Ji03a
a¢daBUpeH3a CHIDKEHA [0
300 mr 1 pa3 B cytku. Ecnu
NPUMEHEHUE BOPHKOHA30JIa
OyzeT mpekpaiieHo, To 1032
a¢aBupeH3a JOHKHA OBIThH
BOCCTAHOBJICHA bi (0]

HavaJILHOM.

CyTKM  TpU  TNPUMEHEHUH B
MOHOTEpANUU (KOHKYpEeHTHOE
WHTHOUPOBAHUE  OKHCIUTEIBHOTO
MeTabon3ma).

®dnykoHazon/ adaBUpeH3 Knununuecku 3HauuMoro | Koppekinu 10361 HU OJJHOTO

(200 mr 1 pa3 B cytku/ 400 mr
1 pa3 B cyTkH)

B3aMMOJEHCTBHUS HE BBIABIICHO.

N3 JaHHBIX JICKAPCTBCHHBIX

CpENCTB HE TpedyeTcs.

Kerokonazon u Ipyrue
MIPOTUBOTPUOKOBBIE CPECTBA -

IMPOMU3BOJHBIC UMK AA30J1a

B3anmoneicTBre HE U3y4anoch.

OTCyTCTBYIOT JTaHHBIE,
MO3BOJISIIOIINE pa3paboTaTh
PEKOMEHIALNN II0 PEXKUMY

JI03UPOBAHUSL.
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I[IporuBomassipuiiHbIe JIEKAPCTBEHHbIE CPEICTBA

ATOBaxoH/TIporyaHu/
adaBupen3 (250 mr/ 100 mr

onHOKpatHas mo3a/ 600 mr 1

ATOBaxoH:
AUC: |75 % (ot |62 no |84),
Crax: 144 % (o1 |20 1o |61).

[Io BO3MOXKHOCTH CcCleayer
u30eraTb OJHOBPEMEHHOTO

IIPUMCHCHU A

pa3 B CyTKH) aTOBaxOHA/TpOryaHWnIa ¢
IIporyanmwr:
aaBUPEH30M
AUC: |43 % (ot |7 no |65),
Chnax: <.
Aptemerep/  mromedanTpuH/ | Apremerep: Bo3MosxHO CHIDKCHHE
3}aBupens3 AUC: |51 %, aHTUMasipuitHoro 3¢ dexra

(20/120 wmr, 6 mpuemoB mo 4
TaOJIETKH B TEYEHHE 3 IHE/

600 mr 1 pa3 B cyTkn)

Crax: |21 %.
JuruapoapTeMU3NHMH:
AUC: |46 %,

Crnax: |38 %.
JlromedanTpuH:

AUC: |21 %,

Crnax: .

OdaBupeHs:

AUC: |17 %,

Crax: <>

(uanykus CYP3A4).

BCJICJICTBHE CHIDKEHHSI
KOHIICHTPAIlUK apTeMeTepa,
AUTUAPOAPTCMU3UHHUHA I
mroMedaHTprHA npu
COBMECTHOM MPUMEHEHUH C
3¢ aBUPEH30M. Cnenyer
coOJII0/1aTh  OCTOPOXKHOCTH
npu COBMECTHOM
NpUMEHEHUH d(aBHpeH3a C
apremerepom/

JTroMe(paHTPUHOM.

AHTamUIHbIE JIEKAPCTBCHHbLIC CPEACTBA

AHTaI_[I/I,Z[BI, COACpIKaIne
AIIOMUHUA TUAPOKCUI -
Marauvs ruipoKCcun -

CUMETUKOH/ 3(paBupeH3

(30 M1 ogHOKpaTHas go3a/ 400

M OHOKpAaTHas /103a)

damotuanH/>PaBUpeH3

Kax aHTaluabl, CoACpKamue

AIIOMUHUSA THUAPOKCUI HUJIU MAarHusd

TUAPOKCUA, TaKk ¥ (aMOTHIMH He
OKa3bIBAOT HeOIaronpusITHOro
BIIMSHUS Ha BCacbIBaHHE
sdaBupeH3a.

ManoBepoaTHO, 4YTO IIpH
npUMeHeHun 3(]aBupeHsa ¢
JIeKapCTBEHHBIMU
CpeicTBaMH, KOTOpBbIE

BIIUSIOT na pH

JKCIIYAOYHOTO

COACPKUMOIro, HU3MCHUTCA
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(40 mr ogHOKpaTHas 103a/400 BCaChIBAEMOCTh

MT- OJJTHOKpaTHAs 7032) sdaBupeH3a.
AHKCHOJUTHKH

Jlopazenam/>daBupen3 Jlopazenam: Koppekuuu 10361 HU 0JTHOTO

(2 mMr onHOKpatHas 103a/ 600

Mr 1 pa3 B cyTkn)

AUC: 17 % (o1 11 1o 14),
Ciax: 116 % (o1 12 1m0 132).
OTH U3MEHEHUsI HE PACIICHUBAIOTCS

KaK KIMHHUYCCKHY 3HAYUMBIC.

N3 JaHHBIX JICKAPCTBCHHBIX

CpeICTB He TpedyeTcst

AHTHKOATYJISIHTBI

Bapdapun/ apaBupens

AueHokymapod/ 3gaBupeHs3

B3anmoneiictBue He UM3y4anaock.

Bo3MokHO, Kak yBeJIMYCHHUE, TaK U
YMEHBIICHUE KOHIICHTPALIUU
BappapuHa/  aleHOKyMmapoja B

miasMe KpOBHU II0J  BJIUSAHUCM

adaBupeH3a.

Mosxer noTpedoBaThCs

KOPPEKIIHS JI03BI
Bap(apuHa/

alICHOKYMapoJia.

IIpoTuBOCy10pOKHBIE JIEKAPCTBEHHDbIE CPe

ICTBA

Kap6amazenun/ achaBupen3

(400 mr 1 pa3 B cytku/ 600 mMr

1 pa3 B cyTKH)

Kap6amazenuH:

AUC: |27 % (o1 |20 mo |33),
Cmax: |20 % (ot |15 mo |24),
Chin: {35 % (o1 |24 o |44).

DdaBupens:

AUC: |36 % (o1 |32 mo |40),
Cmax: |21 % (ot |15 o |26),
Cmin: 147 % (or |41 mo [53)

(cHMXKEHUe KOHIIEHTpaIUi
kapOama3zenuHa

CYP3A4;

BCJICJICTBUE
HHAYKOUHA CHUKCHUC
KOHIICHTpAIIUA a(daBupeH3a

Bcaencteue uHaykunn CYP3A4 u

OTCyTCTBYIOT JaHHbBIE, Ha
OCHOBAHHUHU KOTOPBIX MOYKHO
pa3paboTaTh peKOMEH AN
[0 PEXUMY JTO3UPOBAHUS.
Cnenyet paccMoTpeTh

BO3MOXHOCTb IPUMCHCHUA

JIPyroro
MPOTUBOCYAOPOKHOTO
cpeactBa. Pexomenmyercs

IpOBOANTH HepI/IO)II/I‘ICCKI/Iﬁ
MOHUTOPHUHT KOHICHTpAaUun
Kap6aM3.3€HI/IHa B IIJ1a3M¢€

KpOBH.
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CYP2B6). PaBHoBecHble 3HauYeHUSs

AUC, Cmax ¥ Cpin aKTHBHOIO
MeTaboIuTa KapOaMasenuHa
SIIOKCHAA HE W3MEHSAIOTCS.
Bsaumopeiicteue pu
OJTHOBPEMEHHOM NPUMEHEHUN

0oJiee BRICOKUX 7103 A(haBUPEH3a UITH

Kap6aMa3enI/IHa HE U3Yy4aIoCh.

OenntonH, (enobapOutan u | BzammopeiictBue He wu3ydasioch. | Eciu a¢aBupeH3
IpYrue TMPOTUBOCYIOPOXKHBIE | BO3MOXHO, KaK YMEHBILIEHHUE, TaK M | TPUMEHSIETCA
JIEKapCTBEHHbIE CPEICTBA, | yBEIUYCHHE KOHIIEHTPALUH | OTHOBPEMEHHO c
SIBJISTFOLITAECS cyoctpartamu | penuronHa, (QenobapbuTana U | IPOTUBOCYJOPOKHBIMH
nzodpepmentoB CYP450 JIPYTUx IIPOTUBOCYJOPOKHBIX | IIpenaparam,
JIEKAPCTBEHHBIX CPEIICTB, | SBISIOMIUMHUCS
SBIISIOIIUXCS cyOcTparamu | cyOcTpataMu
uzopepmentoB CYP450, ecnu st | uzopepmentoB  CYP450,
npenaparsbl MIPUMEHSIOTCS | HEOOXOIMMO OCYIIECTBIISITh
OJIHOBPEMEHHO C 3(haBUpPEH30M. MePUOTUYECKUI
MOHHUTOPHHT KOHIICHTPAIIHii
MPOTUBOCYAOPOKHBIX
MpenapaTroB B KPOBH.
Bansnpoesas kuciorta/ | Knuandyeckn 3Haummoro BiusiHus | Koppekiuu J03bI

s¢asupen3 (250 mr 2 pasa B
cytku/ 600 mr 1 pa3 B cyTKH)

Ha (apMaKOKMHETHUKY 3(aBHpeH3a

HC BBISABJICHO. OI‘paHI/I‘-IeHHBIe

JTaHHbIE MTOKa3bIBAIOT, 4TO
KJIMHUYECKH 3HAYMMOE BIUSHUE Ta
(apMaKOKMHETHKY  BaJbIPOEBOM

KHCJIOTBI OTCYTCTBYCT.

s¢aBupeH3a He TpedyeTcs.
[ManmenTsr JOJKHBI
HaXOoaUuThHCA 1101
HaOIIOIeHUEM VTS
KOHTPOJIS CYIOPOKHBIX

IMpUIagKoB.

Burabarpun/ a¢aBupen3

I"aGanentun/ a3¢haBupeHs3

B3anmoneiictBue He HM3y4aaoch.

Knunanuecku 3HAYNMEIE

B3aUMOJEHCTBHUI MaJIOBCPOATHBI,

Koppekunu 10361 HY OTHOTO
W3 JTaHHBIX JIEKapPCTBEHHBIX

CpPENCTB He TpeOyeTcs.
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IIOCKOJIBKY BUTA0ATpUH u
rabamneHTuH BBIBOAATCA
UCKITIOYHUTEIIEHO MOYKaMHU B

HCU3MCHCHHOM BHAC W BpsAd U

Oymyr

METa0OIN3UPYIOIUMHI

KOHKYpHUpPOBAaTh c

dbepMeHTaMu U MMYTSIMU BBIBEACHMUS

a¢aBupeH3a.

AHTI/IIICI'[peccaHTbI

CenekmueHnuvle unzuﬁumopbl 06pamnozo 3axeama cepomoHUHa

Ceptpanun/>daBupens
(50 mr 1 pa3 B cytku/ 600 mr 1
pa3 B CyTKH)

CeprpanuH:

AUC: |39 % (ot |27 mo |50),
Cmax: 129 % (ot |15 no |40),

Chin: 146 % (ot |31 mo |58).

O¢daBupens:

AUC <,

Ciax: 111 % (o1 16 10 116),

Cmin: <.

(uanykus CYP3A4).

VBenunuenue JIO3BI
cepTpaiauHa JIOJIKHO
NPOBOAWTBECS C  y4ETOM
KJIMHHYECKOTO OTBETA.
Koppekums JIO3BI

s¢aBupeH3a He TpeOdyeTcs.

[Tapokcerun/ a3paBupens

(20 mr 1 pa3 B cytku/ 600 mr 1

Knunanuecku 3HAYNMOTO

(hapMaKOKMHETUIECKOTO

Koppekunu 10361 HY OTHOTO

N3 JAHHBIX JICKAPCTBCHHBIX

pas B CyTKH) B3aUMO/ICICTBUS HE BBISBICHO. CpeACTB He TpeOyercs.

®dnyokceTnH/3(aBupeH3 B3anmoneiicteue He wu3ydvanock. | Koppekuuu 10361 HU OJJTHOTO
[Tockonbky st (DIyOKCeTHHA | U3 JTAHHBIX JIEKAPCTBEHHBIX
XapakTepeH TOT Ke | CpelICTB He TpeOyeTcs.

MeTabonuyeckuii mpopuiib, 4TO M
JUIS TIapOKCETHHA, T.€. OH SBISETCA
MouHbeIM uHruOuTopoM CYP2D6,

MOXHO OXHIATb, 4TO (bHyOKCGTI/IH
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TaKKe He OyJIeT B3aUMO/ICIICTBOBATh

¢ 3(haBUpeH30M.

Cenekmuenvle UH2UOUMOPBL 0OPAMHO20 3AX8AMA KAMEXOIAMUHOE (HOPAOPEHATUHA, 0ONAMUHA)

Bbynponuon/adasupens
(150 mr onmHokpatHas m03a
(IpOJOHTUPOBAHHOTO

neiicteusi) / 600 mr 1 pa3 B

CYTKH)

bynponuon:

AUC: |55 % (ot |48 no |62),
Cax: 134 % (ot |21 no [47).
IM'uapoxcuOynponuou:

AUC: o,

Crax: 1750 % (o1 120 mo 180)
(unnykus CYP2B6).

YBenuuenue 03Bl
OymnpornuoHa JIOJIKHO
MPOBOJIUTBECSI €  y4ETOM
KJIMHHYECKOTO OTBETA,

OJHaKO [J03a HE OO0JDKHa

IpeBbIIIaTh  MaKCHUMAaJIbHO
PEKOMEH1yEeMYIO 703Yy.
Koppexuuu J103b1

adaBupeH3a He TpeOdyeTcs.

Baokapropsl Hi-ructaMmuHOBBIX penenTopos

Lerupusun/ 3paBupeHs

(10 mr ogaOKpatHas mpo3a/ 600

Mr 1 pa3 B CyTKH)

[leTnpusun:

AUC: &,

Crnax: 124 % (o1 |18 mo |30).
[lanHble W3MEHEHUS HE
pPacLICHUBAIOTCS KaK KIMHUYECKU

3HAYUMBIC.
DdaBupens:

KINHHUYCCKH 3HAYUMOI0

B3 aI/IMOILGI\/JICTBI/ISI HE BBISIBJICHO.

Koppekuuu 10361 HY 0JTHOTO
U3 JIaHHBIX JIEKAPCTBEHHBIX

CpeNCTB HE TpedyeTcs.

Cepe4Ho-COCYANCTHIE MPENapaThI

BJIOKamopbl «MEONIeHHBIX) Kajibyueeovlx Kanaios

Juntuazem/ ahaBupeH3

(240 mr 1 pa3 B cytku/ 600 mMr
1 pa3 B cyTKH)

Huntrazem:

AUC: |69 % (ot |55 mo |79),
Cmax. 160 % (ot |50 1m0 |68),
Cmin: 163 % (ot |44 10 |75).

Bompoc o HeoOxomumocTu
KOPpEKIUU JIO3BI
IUITHA3eMa  PelIaeTcss C
y4eToM KIIMHUYECKOTO

OTBeTa (CM. HHCTPYKITUIO 10
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JleanernnauiaTuasem:

AUC: |75 % (ot |59 no |84),
Crax: 164 % (o1 |57 no |69),
Cuin: 162 % (ot |4410 |75).
N-MOHOAEMETUIIUITHAZEM:
AUC: |37 % (ot |17 no |52),
Cmax: |28 % (ot |7 no [44),
Chin: {37 % (ot |17 o |52).
DdaBupens:

AUC:111% (ot 15 mo118),
Ciax: 116 % (o1 1 6 10 1 26),
Cumin: 113 % (o1 11 10 1 26)
(uanyxuus CYP3A4).

YBenuuenue
(hapMaKOKMHETHYECKUX

napaMmeTpoB 3(daBupeH3a He ObLIO

MEUIIUHCKOMY
IPUMEHEHUIO JUITHA3EMA).
Koppexkuus O35l

a(aBupeH3a He TpedyeTcs.

pacleHEHO KaK KJIMHUYECKH
3HAYUMOE.

Bepamammur, Hudenunuy, | BzaumonelictBue He wu3ydanock. | Borpoc o HeobxomumocTu

HUKAPAUNUH U (EeTOIUIHH. Ecin  »daBupeHs mnpuMeHsieTcs | KOppeKLUu /103 0J0KaTopoB

OJTHOBPEMEHHO €  KakuM-JIuOo
IpenapaToM U3 rpymIibl 6J10KaTopoB
«MEIJICHHBIX)» KaJIbIIMEBBIX

KaHaJIOB, KOTOPBIC SIBIITFOTCA
cybcTparamu

CYP3A4,

n3zodepMeHTa
BO3MOXKHO CHIDKCHHUE
KOHIICHTPAIlUN OyiokaTopa
«MCIJICHHBIX)» KAJIBIIUCBBIX KAHAJIOB

B IJIa3MC KpPOBH.

«MEJIJICHHBIX» KallbIIUEBBIX
KaHaJIOB pelIaeTcs C y4eToOM
KJIIMHUYECKOT0 OTBeTa (CM.
WHCTPYKLUH o
MEIUIIMHCKOMY

NpPUMEHEHHI0  OJI0KaTopoB

MCIJICHHBIX» KaJIbIITUECBBIX

KaHaJIOB).
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anonnnnueanecxne JIEKAPCTBCHHbIC CPEACTBA

Hnzuoumoper ' MI'-KoA-pedykmasut

AropBacraTtun/3¢haBupeH3

(10 mr 1 pa3 B cytku/ 600 mr 1

pa3 B CYTKH)

ATopBacTaTuH:

AUC: |43 % (ot |34 10]50),
Ciax: 112 % (o1|1 o |26).
2-rUJIpOKCUATOPBACTATHH:
AUC: |35 % (ot |13 mo |40),
Crax: |13 % (ot [0 o |23).
4-ruipoKcuaTOpBacTaTHH:
AUC: |4 % (ot [0 no [31),
Crax: 147 % (o1 |9 mo [51).
OO01mass akTMBHOCTb HHIMOUTOPOB
I'MI'-KoA-penykra3sbl:

AUC: |34 % (ot |21 mo [41),
Cmax: |20 % (ot |2 1m0 |26).

Cnenyer OCYILIECTBIIATh
MePUOJUYECKU I

MOHUTOPHHI' KOHOCHTpallun

XOJecTepuHa B  KpOBH.
Moxer notrpedoBaTbCs
KOppPEKLUs JI03BI
aTopBacTaTHHA (cm.
UHCTPYKIIUIO o
MEIUITUHCKOMY
PUMEHEHHIO
aTOpBACTAaTHHA).
Koppexunn J03bI

s¢aBupeH3a He TpeOyeTcs.

[IpaBacratun/ apaBupens
(40 mr 1 pa3 B cytkn/ 600 mr 1
pa3 B CyTKH)

IIpaBacraTuH:
AUC: |40 % (o1 |26 mo |57),
Ciax: |18 % (o1 |59 no 112).

Cnenyet OCYIIECTBIIATh
NIEPUOTHYECKUI

MOHUTOPHUHT KOHIOCHTpAaUun

XOJecTeprHa B  KpOBH.
Mosxer oTpedoBaThCs
KOPPEKITHS TI03b1
npaBacTaTHHA (cm.
UHCTPYKIINIO o
MEJIUIINHCKOMY
MIPUMEHEHHIO
IpaBacTaTUHA).

Koppeknunn JI03bI

s¢aBupeH3a He TpeOyeTcs.

CumBactatun/ 3¢paBupeHs

CuMBaCTaTHH:

Cnenyer OCYIIECTBIIATh
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(40 mr 1 pa3 B cytku/ 600 mr 1

pa3 B CYTKH)

AUC: |69 % (ot |62 mo |73),

Crax: 176 % (o1 |63 10 |79).
CuMBacTaTUH KUCIIOTA:

AUC: |58 % (ot |39 no |68),

Crmax: 151 % (ot |32 mo |58).
OOmass akKTUBHOCTh HMHTHOUTOPOB
I'MI'-KoA-penykrasbl:

AUC: |60 % (ot |52 no |68),

Crax: 162 % (o1 |55 no |[78)
(uanykuus CYP3A4).

[Ipr OTHOBPEMEHHOM TPUMEHEHUU
sdaBUpeH3a C aTOPBACTATHHOM,
MpaBacTaTHHOM TN
cuMBactatuoMm 3HadeHus AUC wu

Cmax 2(paBupeH3a HE U3MEHSIOTCS.

MIEPUOJNYECKU I

MOHUTOPHHT KOHIOCHTpaUn

XOJeCTepUHA B KPOBH.
Moxer noTpedoBaThCs
KOPPEKIIHS JI03bI
CUMBAacTaTUHA (cm.
UHCTPYKIIUIO o
MEIUITUHCKOMY
IPUMCHECHHIO

cumBacTtatuHa). Koppexuun

no3el  3(daBupeHza  He

TpeOyercs.

PosyBacrarun/ a¢paBupens

B3anmoneiicTBre HE N3y4anoCh.

POSYBaCTaTI/IH BBIBOAUTCS B
OCHOBHOM B HCEHU3MCHCHHOM BHJIC
4yepes3 JKeNy10YHO-KUILIEUHBIA TPaKT
c KeN4blo, HO3TOMY
B3aMMOJIeicTBHE C 3(haBUPEH3OM HE

OXXHNOAacTCA.

Koppekunu 10361 HY OTHOTO
U3 JaHHBIX JIEKAPCTBEHHBIX

CpENCTB He TpeOyeTcs.

rOpMOHaJIBHbIe KOHTpPaluenTuBbI

Hns MepopaIbHOro
IMPUMCHCHUSA:
DTUHUIICTPAINON/

HoprecTuMar/ 3paBUpeH3

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

OTUHUIACTPATUOIN:

AUC: &,

Crnax: <,

Chin: |8 % (o1 114 10 |25).

Hopoanrecrpomun (axTUBHBIN

MeTaboJInT):

B JOIIOJTHEHHE K
TOPMOHAJTLHBIM
KOHTpalENTUBaM  JOJKEH

UCIIOJIb30BaThCSl HAJICKHBIN
METO]T OapbepHO

KOHTpaleniuu (CM. pasjaen
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AUC: |64 % (ot |62 o |67), 4.6.).

Crax: 146 % (o1 |39 no |52),

Chin: 182 % (ot |79 o |85).

JleBoHOprecTpen (aKTUBHBIN

MeTaboInT):

AUC: |83 % (ot |79 no |87),

Crnax: |80 % (ot |77 no |83),

Chin: 186 % (ot |80 o |90)

(MHIYKIUS MeTaboInu3Ma).

DdaBupens: KJIIMHAYECKH

3HAYUMOTO0  B3aUMOJICHCTBHS HE

BBISIBJICHO.

Knuauyeckass 3HauMMOCTh — ITHX

3¢ (PeKTOB HEN3BECTHA.
[IpononrupoBanHoro aeiicteus | B reuenue 3 mecsiues uccnenoanus | B JIOIIOJTHEHUE K
ISt BHYTPHUMBIIIEYHOTO | HE OBUIO BBISIBIIEHO 3HAYMMBIX | TOPMOHAIBHBIM
BBEJICHUS: pa3nuumii B OTHOILIEHUM | KOHTpALENTUBAaM  JIOJKEH
Jleno-Meapokcumporecrepora | PAPMAKOKHMHETHIECKHX UCIIOJIb30BaThCSl HAJICKHBIN
anerat ([AMIIA)/ sc¢aBupens | TapaMeTPOB METO/ baprepHoit
(150  wmr  JMITA  B/M | MCIPOKCHIIPOTeCTEepOHa MEXy | KOHTpaluenuuu (cM. paszen
OJHOKPATHO) J00poBONBIAMY,  HOdy4aBIMMH | 4.6.).

APBT, ¢  »daBupenszom, u

n00poBOJIbIIAMHM,  KOTOpBIE  HE

nonydasin  APBT. Bo Bropom

UCCIICIOBAaHUM  OBUTM  MOJTyYEHbI

CXO/IHbIE pe3yiIbTaThl, XOTS

KOHIICHTPAIIUH

MEJIPOKCUIIPOTeCTEPOHA B ILIa3Me
KPOBU pa3IUyYaIuCh B OOJbIIEH

crerneHu. B o6oux HNCCIICOOBAaHUAX
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KOHIICHTPALIMU  TPOTrecTepoHa B
miasMe KpPOBH Yy JIOOPOBOIIBIIEB,

MPUHUMABIINX 3(aBUpEH3 + Jemno-

MEAPOKCUIIPOrecTepoHa arerar,

OCTaBAJIUCh HU3KHMH, 91O

COOTBETCTBOBAJIO MIOJIABJICHUIO

OBYJISILIUH.
Wmnnanrar: B3aumoneiictBue He wu3ywanock. | B JIOIIOJTHEHUE K
DroHorectpen/adaBupeHs3 MoxHO OXKUJIATh CHIDKCHUS | TOPMOHAITbHBIM

HKCIIO3ULIUU JTOHOTECTpeNia | KOHTPALENTHBAM  JIOJDKEH

(MHIYKIUSA CYP3A4). B | ucnone3oBaThesl HamEKHBIN

MOCTPETUCTPALIMOHHBIIH MEePHUO]] | METOJ OapbepHO

HaOMroZieHUsT  OBLTM  TIOJYYEHBI | KOHTpALCTIMKA (CM. pa3jel

OT/ICTbHBIC COOOIIeHUs 00 | 4.6.).

OTCYTCTBHH KOHTPALIETITUBHOTO

s dekra npu MIPUMEHEHUHN

JTOHOTECTpeNa y  TalUeHTOK,

MPUHUMABIIUX 3(aBUpEH3.

NMmyHoaenpeccanTbl

NMMmyHOAETIpECCaHTHI, B3anMmopeiictBue He U3ydanocs. | Moxer oTpedoBaThCs
KOTOpBIe MeTabom3upytorcsi | MoxKHO OXKHU/IaTh CHIDKEHHSI | KOPPEKITUS TI03b1
nzodpepmentom CYP3A4 HKCHO3ULUMU HMMYHOJENPECCaHTa | MIMMYHOETPECCaHTa.
(HampuMep, UKIOCTIOPHH, (uanykuus CYP3A4). Pexomennyercs
TaKpOJIUMYC, CHPOIUMYC)/ MaJloBepOsTHO, 4YTO yKa3aHHble | OCYIICCTBILTE TIIATE/IbHbIH
adaBupeH3 MMMYHOEIIPECCAHTbI GyayT | MOHHTOPHHT KOHICHTPALIHii

OKa3bIBaTh BJIMSAHHEC HA OKCITO3UITUIO

a¢aBHUpeH3a.

MMMYHOZETIpECCAHTA B
KpPOBH B TEUEHUE HE MEHEE 2
Henenb (10 YCTaHOBJICHUS
CTAOMITHHBIX

KOHLIEHTpalKuii) ¢ MOMEHTa

Ha4dalia TCpannunu
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s aBUPEH30M WA C

MOMCHTA €€ OTMCHBI.

Onuonapl

Mertanon/>¢aBupeHs
(cTrabunbHast
nojaJepKuBaromas 1o3a, 35 -
100 mr 1 pa3 B cytku/ 600 mr 1
pa3 B CYTKH)

Meranon:

AUC: |52 % (ot |33 mo |66),
Crax: 145 % (o1 |25 no |[59)
(uapykuus CYP3A4).

B uccnenoBanuu ¢ yuacruem BHY-
MHQPHUIMPOBAHHBIX [MaIE€HTOB,

KOTOPBIC BBOAUJIN cebe

HapKOTUYCCKHUC cpeacrea

BHYTPUBEHHO, YCTaHOBJICHO, YTO

OIHOBPEMCHHOC IMPUMCHCHUC
3(1)8.BI/IpeH321 U MCTagOHa IIPHUBOJUIIO
K CHHNKCHHIO KOHIOCHTpAalun

MCTagoOHa B INNIa3M€ KPOBU H K

MHNOABJIICHHIO CHUMIITOMOB OTMCHBI
OITMAaTOB. Yt0o0BI YMCHBIINUTDb
BBIPAXKCHHOCTDb CUMIITOMOB
OTMCHBI, A03y METaJ0Ha

YBEJIMYUBAJIM B cpeiHeM Ha 22 %.

ITarmeHTHI JOJI>KHBI
HaXOJIUThCS o1
HAOJIFOIEHUEM TUTS
CBOEBPEMEHHOTO

BBISIBIICHUS CHMIITOMOB
OTMEHBI. ITpn
HEOOXOIMMOCTH 03y
MeTaJ0Ha clenyer
YBEJIUYHT, Y4TOOBI

YMCHBUIUTHL BBIPAKCHHOCTDH

CHUMIITOMOB OTMCHBI.

Bbynpenopdun/Hanokcon/

s¢aBupeH3

bynpenopdun:
AUC: |50 %.
HopO6ymnipenopduH:
AUC: |71 %.
OdaBupens:

KIIMHUYECKHU 3HAYUMOTI'O

(apMaKOKUHETUYECKOTO

B3aMMOJEHCTBHUS HE BBIABIICHO.

HGCMOTpH Ha CHHXKXCHHUC

OKCIIO3NIINHU

OynpeHopduHa,

IIPOABIICHUSA

CIIy4acB
CUMIITOMOB
OTMEHBI y TAI[UCHTOB HE
HaOII01a710Ch. He
TpeOyeTcss KOPPEKIUSI T03bI
HU OJHOTO u3

JICKAPCTBCHHBIX CpE€aACTB
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npu OJIHOBPEMEHHOM
Ha3zHaueHuH OynpeHopduna

1 2dBHUpEH3A.

2 90% noBepuTENbHBIE HHTEPBAJIBI, €CJIM HE YKA3aHO JPYIoe.

® 95% moBepUTENbHBIE HHTEPBAJIBI.

YD — ypununaudocdar.

I'MI'-KoA-penykra3za — 3-TUJIPOKCHU-3-METHITITYTapUI-KOIH3UM A pelyKTasa.

Herun

HccenenoBanus B3aMMOIEUCTBUS IPOBOJUINCH TOJIBKO Y B3POCIIBIX.

Oco0ble yka3anus

OdaBupeH3 He JODKEH NPUMEHATHCS B KAayeCTBE €AMHCTBEHHOIO IpernapaTta uid JICYEHHs
BUY-undekuu, a Takke HE IOJDKEH J00aBISITHCS B KAYeCTBE SIMHCTBEHHOTO Iperapara K
HeadexTuBHOM cxeme Tepanuu. Kak u B cmyuae npyrux HHUOT, npu npumenenun s¢aBupensa
B MOHOTEpAalHH MOXET OBICTPO PAa3BUTHCS PEIUCTEHTHOCTH BuUpyca. Ilpu BbrIOOpE HOBBIX
AHTHPETPOBHUPYCHBIX MPENApaToB Il MPUMEHEHUS B KOMOWHAIMH C S(aBUPEH30M CIEIyeT
YUUTBHIBaTb ~ BO3MOXKHOCTb  PAa3BUTUSl  NEPEKPECTHOM  pPE3UCTEHTHOCTH  BHpyca  (CM.
dapMaKkOIMHAMHKA).

He pexkomennyercs mnpuMeHeHHEe H(aBUpeH3a OJHOBPEMEHHO C TabJeTHPOBAaHHBIMHU
JIEKapCTBEHHBIMU  MpenaparaMd ¢ (UKCHPOBAHHBIMM  KOMOMHAnusMu  3(]aBUpeH3a,
AMTpUIIUTAONHA U TeHO(OBHUpaA TU30NpOKCcUIdymapara, eciii TOJIBKO HE TPeOyeTcsl KOPPeKITUs
T03bI (HampuMep, MpU MPUMEHEHUH ¢ PUPAMITHIIMHOM).

He pexomeHayeTcsi OJHOBpeMEHHOE IpHMEHEHHe 3(haBUpEeH3a ¢ MpernapaTaMM Ha OCHOBE
skctpakta ['unkro bunob6a (Ginkgo biloba).

[Tpu Ha3HaYeHHM IpenapaToB AJs OAHOBPEMEHHOIO MPUMEHEHUs ¢ 3(aBUPEH30M Bpay J0JKEH
o0paTUThCSI K WHCTPYKLIHUSM IO METUIIMHCKOMY TPHUMEHEHHUIO JaHHBIX JIEKapCTBEHHBIX
IIpENapaToB.

Ha ¢one mposenenuss APBT Henb3s uckimounTs puck nepenaun BUY npyrum numam Bo Bpemst
CEKCyaJIbHOTO KOHTAaKTa WK Yepe3 KpoBb. B cBsi3U ¢ 3TUM cneayeT coOao1aTh COOTBETCTBYIOIINE
MEPBI IPEJOCTOPOKHOCTH.

Conymcemeyowas aHmupempoeupyCcHas mepanusi

Ecnu nmpuem kakoro-nmbo aHTUPETPOBUPYCHOTO CPEACTBA B cocTaBe KomMOMHUpoBaHHOW APBT

OTMCHACTCA B CBA3M C IIOAO3PCHHEM Ha HEINICPCHOCUMOCTD, HCO6XOJII/IMO PaCCMOTPETH
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BO3MOXXHOCTb OJHOBPEMEHHOM OTMEHBI BCEX AHTUPETPOBUPYCHBIX cpelcTB. llpueM Bcex
OTMEHEHHBIX AHTHPETPOBUPYCHBIX IpPENapaToB AODKEH OBbITh BO30OHOBIIEH cpa3y Iocie
HCUE3HOBEHUS CUMIITOMOB HerepeHocuMocTu. He pexomeHayeTcst mpepblBaeMasi MOHOTEpanus u
[I0CJIEI0BATEIbHOE [MOBTOPHOE HAa3HAUEHHE AHTHUPETPOBUPYCHBIX CPEACTB H3-3a MOBBILICHUS
BEPOSATHOCTH IOSIBJICHUS PE3UCTEHTHOTO K Tepaluy BUpyca.

Koorcnas ceinb: B KITMHUYECKUX HCCIEIOBaHUAX 3(aBUpeH3a HAOIIOJAINCH JIETKO U YMEPEHHO
BBIP@)KEHHBIE BBICBHIIIAHMSI, KOTOPble OOBIYHO MCUE3aIM NPU NPOJODKEHUHM Tepanuu. Ilpuem
COOTBETCTBYIOLIMX 0s10KaTOpoB Hi-ructaMMMOBBIX pelenTopoB U/UIIH IIIOKOKOPTUKOCTEPOUIOB
MOJKET YJIYULIUTh IEPEHOCUMOCTh U CIIOCOOCTBOBATH CKOPEHIIIEMY NCUE3HOBEHU IO KOXKHOH CBIIIH.
Tsokenast opMa KOXKHOW CBINH, CONPOBOXAAeMas BOJJBIPAMHU, JAECKBaMaIUEl 3MUTENHS WU
oOpa3oBaHueM 3B, HaOdronanach MeHee 4eM y 1% MalMeHTOB, NPUHUMABIIUX 3(haBUPEH3.
MuorogopmHas 3KccynaTuBHast sputeMa wid cunapoMm CTuBeHca-/[KOHCOHA BCTpEYaUCh Y
0,1% mnauuentoB. Eciu y mainueHTOB BO3HHUKAeT Tskenas (opMa CbhllM, CONPOBOXKIAcMast
BO3HMKHOBEHHUEM BOJIJIBIPEH, IECKBAMAIIMEH SMTUTENHS C BOBJICUEHHEM CIIM3UCTHIX 000JI0UEK HITH
JUXOpaJKOH, HEOOXOIMMO HEMEAJIEHHO HpeKpaTUTh IpueM 3¢daBupeHsza. OdaBUpeH3 HE
PEKOMEH/I0BaH MallMeHTaM, Y KOTOPBIX OblLIa yrpoXarolas *HU3HH KOXKHasi peakius (Harpumep,
curnpom CruBeHca-/[)xoHcoHa). B cimyuae mpekpamieHus: Tepanuu 3GpaBUPEH30M HEOOXOIMMO
paccMOTpeTh BONPOC O MPEKpallleHUH IMpuemMa APYTUX aHTUPETPOBUPYCHBIX CPEICTB, YTOOBI
n30exaTh TOSIBICHUS PE3UCTEHTHOro K Tepamuu Bupyca (cm. [lobGounoe nerictue). Ciyuan
KO>KHOM ChINM 3aperucTpupoBanbl y 59 u3 182 nereit (32 %), nonyyaBumx jgeueHue 3(paBupeH3oM
B 3 KIIMHUYECKUX MCCIENOBAHUAX CPEIHEN NPOAOIKATENBHOCTIO 123 Henenu. ¥V 6 nerei chilb
Obl1a TsDKEnoW. MeauaHa BpeMEHM Hadajla MOSIBJICHMS ChIM y JAeTed cocrtaBwia 27 nHEH
(3-1504 nns). [lepen nayanoM Tepanuu 3(haBUPEH30M y JACTEH UM MOKET OBITh PEKOMEHJ0BaHA
COOTBETCTBYIOIIAs] aHTUTUCTAMUHHAS Teparnus B KauecTBE NMPO(UIAKTUKH.

OnbIT mpuMeHeHHMs 3(aBUpeH3a Yy NAalMEHTOB, KOTOPhIM OBUIM OTMEHEHBl Jpyrue
aHTuperpoBupycHble cpenctBa u3 kinacca HHUOT, orpanumuen (cMm. IloGounoe peiictBue).
OdaBupeH3 HE PEKOMEHI0BaH MallieHTaM, y KOTOphIX paHee Ha ¢gone npuema apyrux HHUOT
Pa3BUWIINCH YIPOXKAIOIINE )KU3HU KOXKHBIE peakluu (Hanpumep, cunapom CtuBeHca-/[)koHCOHa).
Cumnmombvl co CMOPOHbL NCUXUKU

Hmerorcss AaHHbIE O BO3HUKHOBEHUHM HEXKENATEIbHBIX SIBICHUW CO CTOPOHBI TCUXUKH Y
MAlMEHTOB, NpUHUMAaBIIKUX 3¢aBupeH3. IlanueHTs, uUMelOUMEe B aHaMHE3€ IMCUXUYECKHE

paCCTpOﬁCTBa, HaxXoOdTCd B TIpPyHIIC IMOBBIICHHOI'0 pPHUCKAa 110 Pa3sBUTUIO CCPBE3HBIX
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HE)KEJIATENbHBIX SIBIICHUH CO CTOPOHBI NMCUXUKU. B "acTHOCTH, TspKenas jaenpeccus: Hambolee
yacTo HaOmojanach Yy IalMEHTOB C Jemnpeccueil B aHaMmHe3e. Takke MMEITCs
IOCTPErCTPALIMOHHBIE IaHHBIE O CIy4asX TSXKeJIOW IeNpeccuu, CMEPTH B pe3ysbTaTe Cynluaa,
Opena 1 ncuxo30mnoA006Horo noseneHus. IlanueHToB HEO6X0AUMO IPEAYIPEIUTH O TOM, YTO IIpU
pa3BUTUU TaKUX CUMITOMOB, KaK TsDKEJas JENPECCUs, ICUX03bl WU CYUIUAAJIbHbIE UIEHU, OHU
JIOJDKHBI HEMEUIEHHO COOOIIUTH 00 3TOM CBOeMy Bpauy. Bpau 1oymkeH onpenenuts BO3SMOKHYIO
CBSI3b 3TUX CHUMITOMOB C IIPUEMOM 3(aBUPEH3a, U, €CIM 3Ta CBA3b MOATBEPHKAAETCS, OLIEHUTh
COOTHOILIEHUE PUCKA AJIS NAalMEHTa MpU NPOJOJDKEHUU Tepaluy U MOTEHIHMATbHON MOJb3bl OT
npuema npenapata (cM. [lobounoe neiicTue).

Cumnmombl co CMOPOHbL HEPEHOU CUCTEMbL

VY nmanueHToB, NpUHUMABIIKX 3¢paBupeH3 B n1o3e 600 mMr 1 pa3 B CyTKM B paMKax KJIMHUYECKUX
UCCIIEIOBAaHUM, YacTo HaOMIOJaIMCh CIEIyIOIUe CHUMIITOMBI: T'OJIOBOKpY)KE€HHE, OECCOHHMIIA,
COHJIMBOCTb, CHU’KEHUE KOHIIEHTPAL[MN U NAaTOJIOrUsl CHOBHUIEHUH, a TAaKXKe BCTPEUYAINUCh IpYTrHe
He)xenaTesbHble siBieHus (cM. [Tobounoe aeiictBue). CHMIITOMBI CO CTOPOHBI HEPBHOM CHCTEMBbI
00BIYHO HAOJIOAATKCH B TE€YEHUE TIEPBOTO UM BTOPOTO JIHS Tepanuy U B OOJIBIIMHCTBE CIIy4acB
ucuesanu nocjue nepsbix 2-4 Hepenb. [lanueHToB HEOOX0AUMO MTPOMHPOPMUPOBATE O TOM, YTO
TaKU€ CUMIITOMBI, €CJIM OHU MOSABIIAIOTCS, OOBIUHO MCUYE3aI0T MPHU MPOJOJKEHUU TEpauu U He
ABIIIOTCS MPU3HAKOM BO3MOKHBIX HApYIIEHHH CO CTOPOHBI NCHUXHKH, KOTOPbIE BCTPEUYAOTCS
pexe.

HelpoToKCMUHOCTh € MO3THUM HayajoM, BKJIIOYas aTaKCHIO M SHIE(aToNnaTuio (HapylleHue
CO3HAHUs, CIYTAaHHOCTb CO3HAHUS, NCHUXOMOTOPHOE 3aMeJUIeHHE, ICUXO03, IETUPUN) MOXKET
BO3HUKATh Yepe3 HECKOJIbKO MECALIEB WM JIET MOcJIe Havaja Tepanuu 3¢asupcH3oM. Hekoropsie
Clly4al HEWPOTOKCUYHOCTH C TO3JHHMM HayalloM BO3HUKAJIM Yy MAlMEHTOB C T€HETHYECKUM
noaumopdusmom u3zodpepmenta CYP2B6, uyTo cBA3aHO C TOBBIIMIEHHMEM KOHIEHTpAIUH
sdaBupeH3a B IJja3Me KpPOBH, HECMOTpS Ha CTaHJapTHBIE J03bl 3¢aBupeH3a. llanueHTs c
pU3HAKaMU ¥ CUMITOMaMHU CEPbE3HBIX HEBPOJOTHYECKUX MOOOUHBIX 3PPEKTOB JOIKHBI OBITH
He3aMeUIUTEIbHO 00CIIEI0BAHBI I TOTO, YTOOBI OLIEHUTh BOZMOXKHOCTH CBSI3H JAHHBIX COOBITUI
C MpueMoM 3(haBUPEH3a U 0OOCHOBAHHOCTH MPEKPALICHUS TepaiK d(aBUPEH3OM.

Cyoopooichble npunaoxu

Coo0bmanock 0 cymoporax y mamueHTOB, TPUHUMABIITUX 3(haBUPEH3, OCOOCHHO Yy MAIMEHTOB C
cymoporaMu B aHaMmHe3e. [Ipy OZHOBpEMEHHOM NPUMEHEHUU MPOTHBOCYIOPOKHBIX

JICKApCTBCHHBIX CPCICTB, MeTa6OJ'II/I3I/Ipy10H_[I/IXCSI B OCHOBHOM B IICUYCHH, TAKHX KaK (I)CHI/ITOI/IH,
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kapObamazenud U (eHoOapOwTan, cieayer TMEePUOJUYECKH  MPOBOIUTH  OMpeAciiCHUE
KOHIIEHTpalUMi 3THX I[IpernaparoB B Iula3Me KpoBu. McciienoBaHue B3anMOJCHCTBUN
JICKapCTBEHHBIX CPEJICTB IOKa3ajo, YTO MPH OJHOBPEMEHHOM IMPHUMEHEHMHM KapOamaszenuHa u
a(daBUpeH3a KOHIIEHTpAIK KapOama3enuHa B Ij1a3Me KpOBH CHUXKAIUCH (cM. B3aumoeiicTue ¢
JPYTMMH JIEKApCTBEHHBIMU cpelicTBaMu). [laniueHTsl ¢ cy10p0oKHBIMU NPUIIAJIKAMU B aHAMHE3€
JOJKHBI HAXOUTHCS 10T 0COOBIM HAOIIOACHUEM.

Heoicenamenvnvie aenenuss co cmopomnst neuenu

B nocrpeructpannoHHbii nepuo1 HaOMI0AeHHS ObUIO MOTYYEHO HEOOIBIIOE YHUCIO COOOLICHHH 0
Pa3BUTHH MIEYCHOYHON HEOCTATOYHOCTH y MAalMEHTOB 0e3 yKazaHuil Ha 3a00JIeBaHUs IIEYCHHU B
aHaMHe3e, a Takke 0e3 IPYTuX BhISIBICHHBIX (hakTopoB pucka (cm. [Tobounoe neiicrue). B cBsi3n
C 9TUM PEKOMEHJYeTCSl OCYILECTBJISATh MOHUTOPUHI AKTUBHOCTH «II€UYEHOUYHBIX» (pepMeHTOB
JaXe y MalKueHToB 0e3 Me4eHOYHO! AUCPYHKIIMY B aHAMHE3€ WIH JPYTrux GaKkTOpoB pUCKa.
Bnusnue nuwu

[Ipu npumeHeHuu 53¢aBuUpeH3a BO BpeMs IpHUEMa NHUIIM MOXKET BO3pacTaTh OSKCIIO3ULIUSA
a¢aBupensa (cMm. PapMakoIOrHIeCKHe CBOWCTBA), YTO MOXKET MPUBOAUTH K YBEITUYCHHUIO YaCTOTHI
He)KenaTeNbHbIX peakiuii (cM. [lobounoe aeiicTBue). B cBsi3u ¢ ’TUM peKOMEHTyeTcs IPUHUMATh
a(aBUpEeH3 HATOIIAK, JKEITATEIBHO 11a HOYb.

Cunopom eoccmanognenus umMmyHumema

JlanHbIN CUHIPOM HAONIOAAJICS Y MAMEHTOB C TSXKENIbIM UMMYHOE(MUIIUTOM B OO0 MOMEHT
nocje Havaia mpoBeieHuss komOuHupoBaHHOW APBT. B pesynbrare ycuieHus MMMYHHOTO
OTBETA BCIICJCTBUE TEPANMM B TEUCHHE HECKOJBKMX HENEIb WIM MECSLEB OT Hadaja JICUYEHUs
MOKET  pa3BUTbCA  BOCHAJIMTENIbHAs  pEAaKIUs Ha  HEAKTUBHbIE WJIM  OCTaTOYHBIE
ONMOPTYHUCTHUECKHE UHPEKIIUH, TAKHE KaK [INTOMETaJIOBUPYCHBIN PETUHUT, T€HEPaTN30BaHHbIC
W/WJIA 04aroBble MUKOOaKTepuanbHble MH(EKINH, THEBMOHMUS, BRI3BaHHA Pneumocystis jiroveci
(nmpexHee Ha3BaHUe — Pneumocystis carinii). Takue BOCIAINTENIbHBIE CUMIITOMBI HYXK/IAalOTCS B
JlaTbHENIIEH OLICHKE U HA3HAYEHUN COOTBETCTBYIOLIETO JICUCHHS.

AyTOMMMYHHbBIE HapylIeHUs (Takue Kak 1uddy3HbIi THpeoTOKCHUecKuid 300) HabI01aIiCh Ha
(oHE BOCCTAHOBJIEHHS HMMYHHUTETa, OJHAKO BpeMs HaYaJIbHBIX MPOSBICHUNA CHUIBHO
BapbUPOBAJIO, U 3200JI€BaHNE MOTJIO BO3HUKATh Yepe3 MHOI'O MECALIEB IIOCiIe Havaia TepanuH.
Jlunooucmpodghus u memadbonruueckue HapyuieHus

KomOunupoBannas APBT acconumpoBana ¢ mepepacnpeneieHueM IOAKOKHO-)KUPOBOU

KjaeTyatku Tena (mumoauctpodus) y BUY-unbummpoBaHHBIX manueHToB. OTnaneHHbIE
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IIOCJIEACTBHSI 3TOTO SBJICHUS IIOKA HEU3BECTHBI U MEXAHU3M €TI0 Pa3BUTHUS U3yU€H HEJIOCTATOUHO.
[Ipenmonaraercst CBsI3b MEXAY BHCLEPATIBHBIM JUIIOMATO30M U IPUMEHEHHEM HHTHOHUTOPOB
nporeazsl W gunoarpoun u npumeHeHneM HUWOT. TloBeIIeHHBI pPHUCK pa3BUTHS
JUNOIUCTPOPUU MOXKET ObITh OOYCIIOBJIEH KaK WHAMBUAYAJIbHBIMH (DaKTOpamH, TaKUMHU Kak
HOXWJIOH BO3pacT, Tak M (hakTopamu, CBA3aHHBIMH C IPUEMOM IIpenapaToB, TAaKHUMU Kak
npopomxutensaas APBT u cBs3anHble ¢ Hell MeTabonuyeckre HapylieHus. B cBsi3u ¢ 3Tum npu
KIIMHUYECKOM O0O0CJIeIOBaHUU TalleHTa CJeIyeT MPOBOIUTH (HU3MKaIbHOE 00CIe10BaHue,
oOpaias BHHMMaHHE Ha IepepaclperesieHue MOIKOKHO-KUPOBOM KIETYaTKH, a Takke
OIpeAEATh KOHIIEHTPALUIO JIMIIUOB B CBIBOPOTKE KPOBU HATOIIAK U KOHLIEHTPALUIO TJIIOKO3bI B
kpoBu. Hapymienus nunugHoro oOMeHa JIOJKHBI KOPPEKTUPOBATHCS B COOTBETCTBUU C
KIIMHUYECKUMH TposiBiieHusiMu (cM. [Tobounoe nelictBue).

Ocmeonekpos

XOTA ATHOJNOTHS JaHHOTO 3a00JeBaHWs NpPU3HAHA MHOTO(PAKTOPHOH (BKIIOYAas MPUMEHEHHE
KOPTUKOCTEPOUIOB, 3JI0yIIOTPEOICHUE aTKOT0JIEM, TSKEITYI0 UMMYHOCYIIPECCUIO, TOBBILICHHBIN
MHJCKC MAacChl Tela), cay4yal OCTEOHEKpo3a HaOIIOaMCh MPEUMYIECTBEHHO y MAIUEHTOB C
murtenbHol BUU-undexnueit u/umm y naieHToB, ATUTENbHO MOTYYaBIINX KOMOUHUPOBAHHYIO
APBT. IlauueHTsl TOJIKHBI HE3aMEUIMTEILHO OOpaTUTHCS K Bpady MpU IMOSBICHUM Oojied B
CyCTaBax, CHHKEHUH MOABMKHOCTH CYCTaBOB MJIM TPYIHOCTSX IIPU XOJb0€.

Oco0ble rpynnsl NaMEHTOB

Tayuenmoi ¢ 3a001€6aHUAMU NeYeHU

O¢daBupeH3 NPOTUBOMNOKA3aH MAIMEHTaM C TSDKEJIOM CTENEeHbI0 NMEeYEeHOUYHOM HEeJ0CTaTOYHOCTU
(xmacc C mo cucteme Yaina-IIsto) (cm. [IporuBonokazanus; @apMakogoruueckre CBOWCTBA) U
HE PEKOMEHAYEeTCs allMeHTaM ¢ IOpaKEHUEM NIEYEHU CPeIHEN CTETIeHU TAKECTH, TOCKOJIbKY Ha
JaHHBIA MOMEHT HEJOCTATOYHO JAHHBIX, YTOOBI YCTaHOBUTH, HY)KHA JIM B TaKUX CIydasx
KOPPEKLIHS JO3BI.

BcenenctBue wuHTEHCHMBHOTO MeTabonm3ma ddaBupeHza cuctemor 1uroxpoma P450 wu
OTPaHUYEHHOT0 OMbITa KIMHUYECKOrO MPHUMEHEHUs IMpenapara y MalueHTOB ¢ XPOHUYECKUMU
3a00JIeBaHUAMU TI€UYEHHU CJeyeT CcOOMI0/IaTh OCTOPOXKHOCTh NPH Ha3HaYeHMH 3(daBHUpeH3a
nalyeHTam ¢ 3a00JIeBaHUSAMH ME€UYEHU JIETKOH CTeneHU TspKecTH. IIpu 9TOM manueHThl TO0JIKHbBI
HaXOJUTbCSl MMOJA  HAONIOJEHWEM JUIi  CBOEBPEMEHHOIO  BBISBICHMSI  J10303aBUCUMBIX
HEeXeJNaTebHBIX PeaKIuii, 0COOCHHO CO CTOPOHBI HEPBHOM CHCTEMBI. Takke uepes3 onpeie/ieHHbIS

HWHTCPBAJIBI BDCMCHU CIICAYCT ITPOBOANUTD Ha60paTOpHLIC aHaJIM3bI AJI OICHKH COCTOAHUSA IICUCHU
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(cm. Crioco0 mpUMEeHEHUS U 103bI).

Bbezonacnocts u 3¢pexTuBHOCTD 3(haBUpeH3a HE MOATBEPXKICHBI Y MAMEHTOB CO 3HAYMMBIMU
HapylIeHUIMHU (PYHKUIMU Ne4eHu B aHamHese. [lanuents! ¢ xponndyeckum renatutom B umm C,
npUHUMaIMe KoMOuHHMpoBaHHY0O APBT, BXxomsaT B Tpymnmy pucka pa3BUTHS TSKEIBIX
HE)KEJIaTEeJIbHBIX PEAKLUI CO CTOPOHBI IEYEHH, KOTOPHIE MOT'YT IIPUBECTHU K JIETAIILHOMY UCXOAY.
VY mauueHToB ¢ HapyleHueM (PYHKIMH [EYeHH B aHaMHe3€, BKIIIOYas XPOHHMUECKUI aKTUBHBIN
rernaTuT, MOBBIIIAETCS YacTOTa Pa3BUTUS HAPYLIEHUN (PYHKUIMU NMeYeHH MPpU KOMOMHUPOBAHHON
APBT, noatomy Takue ManyeHThl JOHKHBI HAXOAUTHCA MO HAONIO/IEHUEM B COOTBETCTBHH CO
CTAaHJAPTHOW CXEMOW. Y MAalMEeHTOB C YXYAIICHUEM TE4YCHHUs 3a00JIeBaHUS TEUEHU WIH C
YCTOMYUBBIM yBEITMUYEHUEM AaKTUBHOCTH CBHIBOPOTOYHBIX TPaHCAMHUHA3, MPEBBIIMIAIONINM OoJjee
yem B 5 pa3 BI'H, mosip3a ot npomomkeHus Tepanuu 3QpaBUpeH30M JOKHA COTOCTABIATHCS C
BO3MOKHBIM PUCKOM B OTHOUIEHUWM BO3HMKHOBEHHUS T'€ATOTOKCHUYHOCTU. B OTHOIIEHMU Takux
MAIMEHTOB CJIEAYET PACCMOTPETh BOIPOC O 1EJIECO00pa3HOCTH pepbiBanus win oTMeHbl APB'T
(cm. IToOouHoe nelicTBue).

[Ipy OIHOBpEMEHHOM NPUMEHEHUM JIPYTUX JIEKAPCTBEHHBIX CPEACTB C HM3BECTHOMU
renaTOTOKCUMYHOCTBIO PEKOMEHIYETCSI NIPOBOJAUTH KOHTPOJIb AKTHUBHOCTH «II€YEHOYHBIX)»
¢depmentoB. Ilanmentam c¢ rematutoM B mwim C npu Ha3HauYeHHMH KOMOWHHWPOBAHHOM
POTUBOBUPYCHOU TEpaIuy cleAyeT TaKKe pyKOBOJICTBOBATHCS MHCTPYKIMSIMHU 110 IPUMEHEHHIO
Ha3HayaeMbIX MpenaparoB Ajs jedeHus renatuta B unu C.

Tayuenmsi ¢ noueunoli HeOOCMAaMmMoOYHOCMbIO

dapmakoKMHETHKA 3(paBUpeH3a y MAIMEHTOB C MOYEYHOH HEJOCTATOYHOCTHIO HE H3yyanach,
OJIHAKO B CBA3M C TE€M, YTO B HEM3MEHEHHOM BHJI€ MTOYKaMH BBIBOAUTCS MeHee | % mpuHsaTON
1036l 3(haBUpeH3a, HapyllleHne (QYHKIUU OYEK HE JOHKHO OKa3bIBaTh CYIIECTBEHHOTO BIIHMSHUS
Ha BbIBeJIeHHE 3(haBupeH3a (cM. Dapmakosoruueckue cBoiictsa). OnbIT NpuMeHeHus 3(aBupeH3a
y NaLHEHTOB C TSDKEJION MOYEYHOM HENOCTAaTOYHOCTBIO OTCYTCTBYET, B CBS3M C YEM y TaKHX
NAlMEHTOB CIIEyeT MPOBOAUTH TIIATEIbHBIH MOHUTOPUHI O€30MaCHOCTH TMPUMEHEHUS
npenapara.

Tlayuenmul nodwcuno2o 6ospacma

[TockonbKy B KIMHUYECKHE HUCCIIEAOBAHUS OBbLIO BKIIOYEHO HEOOJBIIOE KOJIMUYECTBO MOMKHIIBIX
MAIMEHTOB, HET OCHOBAaHUM Mpeanoarath, 4YTo JeCcTBHE Mpenapara na HalueHTOB MOXKUIOTOo

BO3pacTa OTJIIMYACTCA OT TAKOBOI'O Yy Oonee MOJIOABIX ITAITUCHTOB.
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Jemu

[Tpumenenue >¢aBupensa y aeTei miajie 3 Mec. WK C BECOM MeHee 3,5 KT He HCCIIeJ0BaJIOCh.
BimnsiHue Ha cOCOOHOCTH YNPABJSTH TPAHCIIOPTHBIMH CPEACTBAMH M MeXaHU3MaMHU

He mnpoBoaunoce wucciaenoBaHUM s OLEHKM BIMSHMS Ha CIIOCOOHOCTH  YIIPaBIIATh
TPAHCHOPTHBIMH CpEACTBAMH M pabdoTaTh € MexaHu3MamH. O¢aBHUPEH3 MOXXET BbI3BIBATH
TOJOBOKPY)KEHHE, HaApylIeHHWEe BHHUMaHUsS, OCECCOHHMIlY M Jpyrue HeXellaTelbHbIe
nexapcTBeHHble peakuuu co ctoponsl LIHC. [lanuenToB cienyer npeaynpeauThb, 4To €Ciid y HUX
HOABSTCA JIOObIE M3 3THX CHUMIITOMOB, MM CleyeT H30eraTb yNpaBI€HUS TPaHCIOPTHBIMU
CpeJCTBaMU U pabOThI ¢ MEXaHU3MaMU

®opMa BbINIYCKa

TabyeTku, MOKPHITHIC MNIEHOYHOU 00051049K0i, 200 Mr 11 600 Mmr.

Hosuposxa 200 me: no 10 unu 15 TabneTok B KOHTYPHYIO SYEHKOBYIO YMAKOBKY U3 TUICHKH

nonuBuHUIXJIopuaHOH win  twienkun [IBX/TIBAX wu  donbru  amoMHHHEBOH IEeYaTHON
JTAKUPOBAHHOM.

[To 30, 60 wiu 90 Ttabnerok B OaHKy MOJUMEPHYIO [UIsl JIGKAPCTBEHHBIX CPEJICTB U3
NoJMATHIIEHTEpedTanaTa ¢ KPHIIIKONH U3 TOJUIIPONUICHA.

ITo 3, 6, 9 KOHTYpHBIX SYEHKOBBIX ymakoBOK 1o 10 tabnetox wmm mo 2, 4, 6 KOHTYPHBIX
STYEUKOBBIX YITAKOBOK MO 15 TabyeTok unu nmo 1 GaHKe MOITUMEPHOM JUTsl IEKAPCTBEHHBIX CPEJICTB
BMECTE C MHCTPYKIIMEH 1O MPUMEHEHUIO MOMENIAIOT B MMaYKy U3 KapTOHA.

Hoszuposka 600 me: mo 10 TabneTok B KOHTYPHYIO SYEHKOBYIO YIAKOBKY M3 IUIEHKU

noauBUHUIXJIOpUaHOH wnu  miaeHkn [IBX/IIBJAX wu  ¢oneru amoMHUHHMEBOH meyaTHOMH
JTAKUPOBAHHOM.

I[To 30, 60 wmm 90 TabneTtok B OaHKy MOJMMEPHYIO [JIsi JIEKAPCTBEHHBIX CPEACTB W3
NOJMATUIIEHTepedTaaTa ¢ KPHILIKON U3 MOJMIPONHIIEHA.

ITo 3, 6, 9 KOHTYpHBIX SUEHKOBBIX ynakoBoK mo 10 Tabnerok mnu no 1 6aHKe MOIUMEPHOM AT
JIEKapCTBEHHBIX CPEICTB BMECTE€ C MHCTPYKIHMEW MO NPUMEHEHHIO IMOMEIIAI0T B IMayKy M3
KapTOHa.

YciaoBus XxpaHeHUs

ITpu Temneparype He Boime 25 °C.

XpaHUTh B HEJOCTYITHOM JJIs I€Tei MecTe.

Cpoxk rognocTu

3 rona.
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He ucnonb30Bath 1Mo UCTEUEHUH CPOKA FOJTHOCTH.

YcaoBus ornycka

OTnycKaroT Mo PeLernTy.

Baajnesienn perucTpanuoHHOro yaocropepeHusi/Opranu3amnusi, NPUHUMAKOIIAS TPeTEeH3UU
norpeodurTesie

Poccniickas @enepanvs

3A0 «KanoHdapma npoaKiiHy,

141100, MockoBckas 00u1., T.0. [I]&nkoBo, r. [IlénkoBo, yi. 3apeunas, a. 105.

Ten.: +7 (495) 797-99-54.

DneKTpOHHEIH anapec: safety@canonpharma.ru

THonyuums 0ononnumenvHvle 0anHHble O npenapame, HANPAGUMs NPemeH3Ur0 Ha e20 Kaiecmao,
be3onacnocms, cOOOWUMb O HedHCelaMelbHbLX JIeKaAPCMEEHHbIX peaKyusx MOKHO 10 TenedoHy:

+7(800) 700-59-99. (6ecrmaTHas nuHMS 24 Yaca) WK Ha caiiTe Www.canonpharma.ru B pa3jene

«[Tonutrka B 00J1aCTH Ka4ecTBay» - «be30MmacHOCTh MpemapaToBy.
IIpousBoauTeab

3akpeIToe akiroHepHoe oo1mecTBo «KanoHdpapma npoaakmHy, Poccus
Aodpeca mecm npoussoocmea:

IIpouzeo0cmeo 2omoeoiil 1ekapcmeeHHou hopmbi:

MockoBckas 0611., r.0. lllénkoBo, r. ll{€nkoBo, yn. 3apeunas, ctp. 1055, k. 16
Ilepsuunas ynaxoexa:

MockoBckas 001., T.0. ll[énkoBo, r. lll€nkoBo, yiu. 3apeunas, ctp. 1055, k. 16
Bmopuunas (nompebumenvckas) ynakosxka:

MockoBckas 0611., r.0. lllénkoBo, r. ll{é€nkoBo, yn. 3apeunas, ctp. 1055, k. 16
Buvinyckarowuii konmpons kauecmea:

MockoBckas 061, r.0. ll{énkoBo, r. lll€nkoBo, yiu. 3apeunas, ctp. 1056, k. 11
Ten.: +7 (495) 797-99-54

www.canonpharma.ru.
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