NMHCTPYKIMA
1O MEJUITMHCKOMY ITPUMEHEHUNIO JIEKAPCTBEHHOI'O ITPEITAPATA

JdaBupens

Perucrpauuonnbiii Homep: JITI-007293
Toprosoe HauMeHOBaHuUe. DpaBUpPEH3
Me:kayHapogHOe HeMATEHTOBAHHOE MJIH IPYNIIUPOBOYHOE HAMMEHOBaHUe: Y(aBUPCH3

JlexapcTBeHHas ¢opma: TaOIETKU, TOKPBITHIE INICHOYHON 000I0UKOM

Cocrasb:

1 Tabaerka 100 Mr COIEPKUT:

Heticmsyrowee sewjecmeo: d3paBupens — 100,00 mr.

Bcnomoecamenvuvie  6ewyecmea:  nmakto3pl  MoHoruapar  — 41,60  wMmr, nemioigo3a
mukpokpucrauinueckas (MKI[-102) — 27,40 mr, kpockapmesro3a Hatpus — 15,60 mr,
noBu0H-K25 — 6,40 mr, Hatpus naypuicynbdar — 2,00 mr, maraus creapat — 2,00 mr.

Cocmas o060n0uku: TONMUBHHWIOBEIA crupt — 2,50 mr, makporon-4000 — 1,25 mr, turtana
nuokcua — 1,05 mr, kpacuTenp xesne3a oKeul KeaTeiid — 0,20 mr.

1 Tabaerka 400 Mr COIEPKUT:

Heticmsyrowee seujecmeo: dpaBupens — 400,00 mr.

Bcnomoeamenvuvie  gewjecmea: — NMakTo3pl  MoHormapar — 166,40 mr,  memmonosa
mukpokpuctammdeckas (MKILI-102) — 109,60 wmr, kpockapmemioda Hatpust — 62,40 wr,
noBu0H-K25 — 25,60 mr, Hatpus naypuiacyiabdat — 8,00 mr, maraus creapat — 8,00 mr.

Cocmas ob6onouxu: nomuBuaUIOBBIA crupt — 10,00 mr, makporon-4000 — 5,00 mr, TuTana
muokcua — 4,20 Mr, KpacuTtens jkene3a okcu xentoiid — 0,80 mr.

1 Tabaerka 600 Mr COIEPKUT:

Heticmsyrowee sewyecmeo: r¢asupens — 600,00 mr.

Bcnomoeamenvuvie  gewgecmea:  nmakTo3sl  MoHoruapar  — 249,60 mr,  memtonoza
mukpokpucTammueckas (MKII-102) — 164,40 wmr, kpockapmesioda Hatpus — 93,60 wr,
noBu0H-K25 — 38,40 mr, Hatpus naypuicyibdar — 12,00 mr, maraus creapat — 12,00 mr.
Cocmae obonouku: nonuBuHWIOBBINH crupT — 15,00 mr, makporon-4000 — 7,50 mr, TuTaHa

nuokcua — 6,30 Mr, KpacuTeNb xKese3a OKCUI KenThid — 1,20 mr.

Onucanue:

JosupoBka 100 mr

prrﬂble ABOSIKOBBIITYKJIBIC TaGJ’ICTKI/I, IMOKPLITBIC IJICHOYHOH O0O0OJIOYKOM JKEJITOro C
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KOPUYHEBAThIM OTTEHKOM I[BETA, C PUCKOM.

Joszuposka 400 mr

KaricynooOpa3Hbie ABOSIKOBBITYKJIbIE TA0IETKH, TOKPHITHIC TICHOYHOW 00O0JIOUKOW KEITOro C
KOPUYHEBATHIM OTTEHKOM I[BETA, C PUCKOM.

Jlosuposka 600 mr

OBaJIbHBIE JABOSKOBBINTYKJIbIE TAOJETKH, MOKPBIThIE IUICHOYHOH OOOJIOUKOM JKENTOro ¢
KOPUUYHEBAThIM OTTEHKOM I[BETA, C PUCKOM.
Ha nonepeunom paspese TaOneTok BceX OO3MPOBOK: sIpO OT IOUYTH Oenoro ao 6eiaoro ¢

PO30BAaThIM MJIH XEJITOBATBIM OTTCHKOM LBETA.

®dapmakoTepaneBTHYeCKasd TIPyNna. I[POTHUBOBUPYCHBIE CPEJICTBA CHCTEMHOIO JEHCTBUS;
IPOTUBOBUPYCHBIE CPEACTBA HPSAMOro JEHCTBHS, HEHYKJICO3UAHbIE HMHIMOUTOPHI OOpaTHOM

TPaHCKPHUIITA3bI.

Kox ATX: JOSAGO03

dapmMakoJI0THYeCKHE CBOICTBA

dapmakoJUHAMUKA

Mexanuszm oeticmeus

OdaBupen3 mnpencraBiusier co00W HEHYKJICO3HIHBIH HHTHOUTOP OOpaTHOM TPaHCKPUITA3HI
(HHUOT) Bupyca ummyHogedurmra uemoBeka Tunm 1 (BHUY-1). DdaBupens sBisercs
HEKOHKYpPEHTHbIM uHruouropom BHY-1 oOpatHoil TpaHCKpunTasbl, CYLIECTBEHHO HE
uarnoupyer BUY-2 obpatayro Tpanckpunrtazy u JHK-momumepaser (o, B, v u 8) KiIeTox
YyeJloBeKa.

IIpomusosupycnas akmugHocmo

[TporuBoBupycHast 3ddexkTHBHOCT 3¢aBupeHsa in Vitro oueHuBamack Ha JUMQPOOIACTHBIX
KJICTOYHBIX JIMHHUSX, MOHOHYKJICApHBIX KJIETKax mepudepruueckoil KpOBH H  KyJbTypax
Makpodaros/mMmononuToB. Marudupyromias konnentpamnus (MK) sadasupensa, neooxoaumas ams
90-95 % wunurnbupoBanusi (MKgp95) mTaMMOB JTUKOTO THUIMA WM JIAOOPATOPHBIX KIMHHYECKUX
U30JIATOB, PE3UCTEHTHBIX K 3UJ0BYINHY, HAX0UTcA B nipeaenax ot 0,46 1o 6,8 HMoib/1.
Pesucmenmnocmo

[IpotuBoBUpycHast 3(PQPeKTUBHOCTh 3(paBUpeH3a B KIETOUYHON KyJIbType B OTHOILIEHUU
Pa3sHOBUIHOCTEN BUpYyCa C 3aMEHAaMH aMHHOKHCIIOT B 0OpaTHOM TPaHCKPHUITA3e B MOJIOKEHUAX
48, 108, 179, 181 nnu 236, a Takxke B OTHOLIEHUH Pa3HOBUIHOCTEHN C 3aMeHaAMU aMUHOKHCIIOT B
npoTeaze, Oblla aHAIOTHYHA TAKOBOM B OTHONICHWW BHPYCHBIX INTAMMOB JHKOTO THIIA.

E)II/IHCTBGHHI)IMI/I 3aMCHaMH, KOTOPBIC NPHUBEIN K IMOABJICHUIO HanOOJIbIIEH PE3UCTCHTHOCTH K



3(daBUpeH3y B KJIETOUHOM KYJbTYype, SBISIOTCA 3aMeHa JIeHIIMHA Ha W30JEHIMH B IMOJIOKEHUU
100 (L100l, 17-22-kpaTHOe yBEeIHUCHHE PE3UCTCHTHOCTH) U JIN3WHA HA acllaparuH B IMOJIOKCHUH
103 (K103N, 18-33-kpaTHOoec yBeIMuUCHHE pE3UCTCHTHOCTH). bosiee uem 100-kpaTHOE
YMEHbBIIIEHHE BOCHPUUMYHUBOCTA BHPYCOB K IMpemapaTy HaOIoAanoch B OTHOIICHHUU
pasHoBunHoctet BUY, »skcnpeccupyrommx 3ameny KI103N B jgomojiHeHHWE K JIpyrUM
AMHHOKHUCIIOTHBIM 3aMEHaM B 00paTHOM TpaHCKpHIITa3e.

3amena K103N sBnsutace Hanbosee 4acTo HAOIIOAAaeMON 3aMEHON B 0OpaTHOW TPAHCKPHUIITA3E
BUPYCHBIX HITAMMOB, MOJYYEHHBIX OT MHAIlMEHTOB, Y KOTOPBIX HAOIIOANIOCh CYLIECTBEHHOE
yYBEJIMUEHUE KOJMYECTBA BHUPYCHBIX 4YACTHI] B IUIa3Me€ KpOBU (BO3BpaTHash BUPEMHUS) B
KIIMHUYECKUX WCCIICOBAHMIX NMPUMEHEHHS d(haBupeH3a B KOMOWHAIIMY ¢ MHIUHABUPOM WIIH B
KOMOWHAIIMM C 3UJOBYJUHOM U JaMuByauHOM. JlanHas MyTtammsi HaOmomanack y 90 %
MAIUEHTOB ¢ HEAPPEKTUBHOCTHIO Tepanuu d(aBupeH3om. Takxke, XOTS U peKe, U YaCTO TOIBKO
B koMmOuHanuu ¢ K103N, HaGmronaiuch 3aMeHbl B 00paTHOM TPAaHCKPHUIITA3€ B MOJIOKEHUAX 98,
100, 101, 108, 138, 188, 190 u 225. Tun aMUHOKUCIOTHBIX 3aMEH B OOpAaTHOW TPAHCKPHUIITA3eE,
CBSI3aHHBIX C YCTOHYMBOCTBIO K 3(aBHpeH3y, HE 3aBHCET OT APYTHUX NPOTUBOBHPYCHBIX
[penapaToB, IPUMEHSBIIUXCS B KOMOUHAIIUY C 3()aBUPEH3OM.

Ilepexpecmnas pe3ucmenmuocms

N3yuenne npoduiieil mepekpecTHOl pe3uCTEHTHOCTH 3(haBUpEH3a, HEBUPANIMHA U JICTaBUPANHA
Ha KJIETOYHBIX KYJIbTypax Mokazasuo, 4yTo 3amMeHa K103N npuBoauT K norepe BOCIPUUMYHUBOCTH
ko BceM TpeM HHMOT. JIBa U3 Tpex HCClIeIOBaHHBIX JEIABUPANH-YCTOMUMBBIX KIMHUYECKUX
U30JIATOB OOJIaflaliil MEePEeKPECTHOM PE3UCTEHTHOCThIO K 3(aBUPEH3Y U COAEPKAIM 3aMEHY
K103N. Tperuit n3onsT, UMEOIIUNA 3aMeHy B OOpaTHOM TpaHCKpHUIITa3e B MO3ULUHM 236, He
00J1a1a)1 IepEeKPEeCTHON PE3NCTEHTHOCTHIO K D(aBUPEH3Y.

BupycHble W30MTHI, BbIICTICHHBIE U3 MOHOHYKJIEApoB Mepudepudeckoil KpOBH MAIMEHTOB,
BKIIIOUEHHBIX B KIWHUYECKHE HCcIenoBaHusi »GaBUpeH3a, Y KOTOPHIX Tepamusi Oblia
Hea(dpexTrBHA (BO3BpaTHAsT BUPEMUsI), OBLIIM MCCIIEIOBAHBI B OTHOIIIEHWH BOCIIPUUMYHUBOCTH K
HHUOT. Tpunaauats H30J8TOB, KOTOpPbIE NpPEABAPUTEIBHO OBLIM OXapaKTepU30BaHBl Kak
yCTOHYMBBIE K 3(haBUPEH3Y, OKA3aIUCh TAKXKE YCTOWYUBBIMUA K HEBUPATIMHY U JICTIaBUPIUHY.
OOHapyXUJI0Ch, UTO MATh U3 3TUX ycToiuuBeIX K HHMOT u3onsatoB conepxanu 3ameny K103N
WM 3aMeHy BayiMHA Ha u3oneunuH B nmo3uruu 108 (V108I) B obpaTHoit Tpanckpunrtaze. Cpenu
MPOTECTUPOBAHHBIX H30JIATOB Mocjie Hed(P(PEKTUBHON Tepanuu 3(PaBUPEH30M TPH H30JIATA
OCTaJNCh YYyBCTBUTEIBHBIMU KaK K 3(aBUPEH3y, TaK U K HEBUPANUHY W JEIaBUPAUHY, Ha
KJIETOUYHBIX KYJIbTYypax.

BeposiTHOCTh epeKpecTHON pe3uCTEHTHOCTH MEXIY 3(aBUPEH30M U MHTMOMTOpPaMH MPOTEasbl

ABIIIETCS HM3KOM BCIEACTBHE pa3nuuusi QepMeHToB-muiieHed. Hanmune mnepexkpecTHON



PE3UCTEHTHOCTH MeXAy 2(paBUPEH30M U HYKJICO3WJIHBIMA HWHTHOUTOpaAMH  OOpaTHOM
tparckpunrassl (HUOT) Ttaxke MaqoBEpOSATHO BCIEICTBUE PA3IMUUSA YHYACTKOB CBSI3BIBAHUS C
MUILIEHBIO 1 MEXaHU3MOM JICHCTBUSI.

DdapMaKOKMHETHKA

Abcopdoyus

VY 370pOBbIX J100pOBOIIBIIEB MakcuMasibHas KOHICHTpanus (Cmax) 3aBupeH3a B mia3mMe KpOBH
1,6-9,1 MxMoOIIB/IT JOCTUTANIACh Yepe3 5 4acoB MOCIE OJJHOKPATHOTO MprUeMa BHYTPh Iperapara B
no3ax ot 100 mr mo 1600 mr. Jlo3o3aBucumoe yBenuueHHE Cmax M IUIOMIATU TIOJT KPHBOM
«xoH1eHTpanusa-spems» (AUC) Habmomanock nmpu npuemMe npemnapara B go3ax g0 1600 mr; npu
9TOM HE HAOIIOAANIOCH JO30IMPONOPIUOHAIBHOTO YBEIMYCHHUS JAHHBIX MOKa3aTeNel, OITOMY
MOXXHO TMPEJIOJIOKUTh, YTO MpHU Oojee BHICOKMX J03aX BCachlBAaHUME yMeEHbIIaeTcs. Bpewms
noctkeHus] Cmax B Mm1a3Me KpoBH (3-5 yacoB) HE MU3MEHSIIOCH MOCIE MHOTOKPATHOTO MpHeMa
mpernapara, a paBHOBECHasi KOHIICHTpaIUs B TUIa3Me KPOBU JOCTUTaIach yepes3 6-7 CyTOK.

Y BUY-uHOUIUPOBAHHBIX IALMEHTOB TPH JOCTH)KEHUH PABHOBECHON KOHIEHTPAIUU
npernapara B IUTa3Me KpOBH cpeaHue 3Ha4eHUS Cmax, MUHUMaIbHOM KOHIEHTparu (Cmin) #
AUC 6bum nuneinsl npu npueme 200 mr, 400 mr u 600 mr >daBupensa 1 pa3 B cytku. Y 35
NaUeHTOoB, MpuHUMaBImIUX 3(paBupen3 B no3e 600 mr 1 pa3 B cyTku, Cmax NpU AOCTHKECHUU
PaBHOBECHOW KOHIIEHTpamuu coctaBisuia 12,943,7 MkmMoib/1, Cmin — 5,643,2 mxmoins/n, AUC —
184+73 MKMOJIB/TT X d.

Brusnuue nuwu Ha ecacsvlearue

[Tpr omHOKpaTHOM mpHeMe 370pOBBIMH JOOpoBOJbIAMU 3(daBupeHsza B goze 600 mr B Buje
TabJIETOK, MOKPBITHIX IJICHOYHONW 000JI0YKOM, BMECTE C MUILEH C BBICOKUM COJIEPIKaHUEM KUPOB
Habmonanocy ysenndeHne AUC Ha 28 % u Cmax Ha 79 % B cpaBHEHMH C JIaHHBIMU
noKa3aTessIMM [IpU IpueMe Mpenapara HaTolax.

Pacnpeoenenue

O@daBupeH3 B BBICOKOH CTENEHU CBS3bIBA€TCA C OENKaMU IUIa3Mbl KPOBU (IIPUOIM3UTENIBHO Ha
99,5-99,75 %), raaBHBIM oOpa3oM ¢ anbOymuHOM. Y BUY-HHOUIMPOBAHHBIX MMAIUCHTOB
(n =9), koropsie momy4anu 3¢dasupen3 B 1o3ax ot 200 1o 600 Mr ouH pa3 B CyTKH B TCUCHHE,
[0 MEHbIIIEH Mepe, OJHOTO Mecsla, KOHIEHTpalus 3(haBUpeH3a B CIUHHOMO3TOBOM >KHJKOCTH
coctraBmsuia ot 0,26 mo 1,19 % (B cpegnem 0,69 %) OT COOTBETCTBYIOIICH KOHIICHTPAIIUU B
1asMe KpoBu. [laHHBIN Mokazarenb NpUOIM3UTENBHO B 3 pasa MPEeBBIIAET KOHIIEHTPALUIO He
CBsi3aHHOU ¢ Oenkamu (cBOOOAHOI) (pakimu 3paBupeH3a B MIa3Me KPOBH.
Buompancgopmayusa

KiuHuueckure vccieoBaHus M UCCIeIOBaHus IN Vitr0 ¢ MCHoOJIb30BaHHMEM MHKPOCOM IEYCHH

yelloBeKa TIOKa3ajld, 4YTO 3(}aBUpeH3 MeTaboJu3UpYyeTcs TIJIaBHBIM 00pa3oM CHUCTeMOM
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nuroxpoma P450 10 TMAPOKCUIMPOBAHHBIX MPOU3BOIHBIX, KOTOPBIE 3aTEM CBSI3BIBAIOTCS C
TIIFOKYPOHOBOM KHCJIOTOM ¢ 00pa3oBaHUEM TIIIOKYPOHUAOB. B OCHOBHOM, JTaHHBIE META0OIUTHI
HeakTHBHBI B oTHomieHnn BUY-1. HccnenoBanus in VItro mo3BOJSIOT HPEANONIOKUT, YTO
m3opepmentet  CYP3A4 wu  CYP2B6  sBasiorcs  OCHOBHBIMH  HM30()epMEHTaMHU,
OCYUIECTBISIOIUMU MeTa0on3M 3(haBupeH3a, U 4To 3¢haBUpPEH3 HHTUOUPYET HU30(epMEHTHI
2C9, 2C19 u 3A4 cucremsl muroxpoma P450. B wucciemoBanusx in Vitro sgaBupeH3 He
unrnouposan mzopepment CYP2E1 u unru6uposan nzopepmentst CYP2D6 u CYP1A2 tonbko
B KOHIICHTPALUSIX, HAMHOTO IIPEBBIILIAIOIINX TPUMEHSIEMbIE B KIIMHUYECKON MTPAKTHKE.
Oxcno3unus 3haBupeHs3a B M1a3Me KPOBU MOXKET YBEJIMYUBATHCS Y MAIlMEHTOB, TOMO3UTOTHBIX
no monmumopdusmy rena G516T mzodepmenta CYP2B6. Knmauueckas 3Ha4MMOCTH TaKOTO
M3MEHEHHs HEU3BECTHA, OJHAKO HEJIb3d HCKIYaThb BO3MOXHOCTb BO3PACTAHUS PHUCKOB
pPa3BUTHUSA U YBEITMYCHUS BHIPAKEHHOCTH HEXeNaTelIbHBIX peakiuii apaBupeHsa.

beuto mokazano, uyto sdasupens unaynupyer uszopepmentsl CYP3A4 u CYP2B6, uro
NPUBOIUT K UHAYKLIUHU €r0 COOCTBEHHOTO METa0O0IN3Ma, YTO MOXKET KIMHUYECKH BBIPAXKATHCS Y
HEKOTOPBIX ManueHToB. [lpu MHOTOKpatHOM mpueme 3¢daBupensza B noze 200-400 Mr B cyTku
3I0pOBBIMH J100poBoibLIaMu B TeueHue 10 mHeil Habmronanach MEHbIIas CTENEHb KyMYJISLUN
sdaBupensa (Ha 22-42 % HIDKE NpeanonaraeMbiX 3HA4YCeHHI) W 0OoJice KOPOTKHH Mepuoj
nonyBeiBenieHuss — 40-55 wacoB (mepwoja TOMYBBIBEICHHUS OJIHOKPATHOH O3Bl COCTaBIISCT
52-76 yacoB). Taxxke Obulo TOKa3aHo, uTo d(daBupeH3 HMHIYHUpYyeT u30(popMy
1A1  ypunuagudochar-rmokyponmnrpanchepassl  (YAD-I'TIAL), modTOMy KOHICHTPAIIHSI
panTerpaBupa, KOTopblil siBisercss cyoctpatoM YD-I'T1AL, B minasmMe KpoBU CHHXKAeTCs MpH
OJIHOBPEMEHHOM NPUMEHEHUH C 3(haBUPEH3OM.

HecMotpst Ha TO, YTO B HCCIeIOBaHUsX IN VItro 3daBupeH3 HWHrHOMPOBAT H30(PEPMEHTHI
CYP2C9 u CYP2C19, B ucciegoBanusx in Vivo HaOII0JAIOCh KaK MOBBIIICHUE, TaK U CHUKEHHE
HKCMO3ULUU CyOCTpaToOB JaHHBIX ()EPMEHTOB MpPU OJHOBPEMEHHOM MPUMEHEHHH C
sa¢aBupen3om. Koneunsrit 3¢ (heKkT TaHHOTO B3aUMOCHCTBUS HE YCTAHOBJICH.

Onumunayus

O¢daBupeH3 UMeeT OTHOCUTEIbHO OOJBIION MEepHO ] MOJYBBIBEACHHUS, KOTOPBII COCTaBIIsAeT He
MeHee 52 4acoB IOcie NpueMa OJHOKpAaTHOM 103bl M 40-55 4acoB mociie MHOTOKpPaTHOIO
npuMeHerus. [IpubmusutensHo 14-34 % ot mpuHATON 70361 A(aBUPEH3a BBIBOAUTCS TTOYKAMH,
MmeHee 1 % 10351 2aBupeH3a BHIBOAUTCS TOUYKAMH B HEU3MEHEHHOM BUJIE.

DapMaKOKMHETHKA Y 0COOBIX T'pynil NanrucHTOB

Hapywenue ¢pynxyuu nevenu
[Ipu opHOkpaTHOM mpueMme 3¢aBHUpeH3a HAOIIOJANOCh JABYKPAaTHOE YyBEJIWYEHHE Iepuoja

MOJTyBBIBE/IEHUS d(PaBUpPEH3a y OJHOIO MallMeHTa C MEYEHOYHON HEIOCTATOYHOCTBIO TSKETION



crenenu TsokecTu (kinacc C mo knaccudukaruu Yanna-I11p10), 9To yka3biBaeT Ha MOBBIIICHHYIO
CTeTNICHh KyMYJSIIUU B TakKWX ciaydasx. [I[py MHOTOKpaTHOM mpueme 3daBUpeH3a HE OBLIO
BBISIBJICHO 3HAYMMOTO BIIMSHHUS TIOPKCHHSI TIEYeHW Ha (APMAKOKUHETHKY d(aBUpEeH3a ¥
MAlMEHTOB C TICYEHOYHON HEJOCTaTOYHOCTHIO JIETKOM cTemeHu TsbkecTu (kimacc A 1o
kinaccuukanmu Yaina-I1pro) 1o CpaBHEHHIO ¢ TMalMEHTaMu KOHTPOJBbHOW Tpymnmbel. B
HACTOSIIIEe BPEMS HET JIOCTATOUHBIX JAHHBIX, YTOOBI C/IENATh BHIBOJ O TOM, BIMSIOT JIU CPEIHSS
U TsDKeNlas CTeneHb NeYeHOYHOW HemocraTtouHoctu (kmacc B u C mo knaccudukanuu
Yaitna-ITer0) Ha papmakoknHeTHKy d(aBupensa (cm. pazaen «C 0CTOPOKHOCTHION).

Hapywenue ¢ynkyuu novex

®dapMakoKHHETHKA 3(aBUpEH3a Yy MAlMEHTOB C MOYCYHOW HEIOCTATOYHOCTHIO HE M3YyYallach,
OJIHAKO B CBSI3U C T€M, YTO B HEM3MEHEHHOM BHJIC MMOYKaMH BhIBOIUTCS MeHee 1 % mpuHsTOU
10361 3(haBUpeH3a, HapylIeHne (PyHKIMU MOYeK He JOJKHO OKa3bIBaTh CYIIECTBEHHOT'O BIUSHUS
Ha BbIBeJleHUE d(aBupensa (cM. pazaen «Ocolblie yKazaHus).

Ilon u pacosas npunaonexcnocmo

Y MyX4YMH M JKCHIIMH, a TaKKe Yy IMAIUEHTOB pa3JIMYHOM pacoBOM MNPHHAIICKHOCTH
HaAOII0IATNCh CXOHBIEC (hapMaKOKMHETHUECKHUE TapaMeTpsbl dhaBUpeHs3a.

Toowcunvie nayuenmoi

Kakux-mn6o (apMakOKMHETHUECKUX DPA3IMYMi y TAalMEeHTOB OT 65 ner u crapme u Oonee
MOJIOJIBIX TIAIIMEHTOB HE BBISBIICHO, XOTS KIIMHUYECKHE UCCIIe0BaHUA d(DaBUpEeH3a HE BKIIIOYAIIN
JIOCTaTOYHOTO KOJIMYECTBA MMallMEHTOB OT 65 JIeT U cTapiie.

Jemu

DdaBupeH3 He H3ydalcs y JETe B Bo3pacTe 10 3 MecsIeB WIH C BECOM MeHee 3,5 K.
dapMaKOKMHETHYECKHUE TIOKa3aTenn 3(haBUpeH3a y JeTeH U B3POCIBIX OBLITH CXOKUMHU.

VY 49 nerteit, npuHuMaBIIKNX 3(haBUPEH3 B J103€, SKBUBaIeHTHOH 600 Mr (703a paccuMThIBaNach
UCXOMI M3 Macchl Tena), 3HadeHHue Cmax coctaBuio 14,1 Mkmonb/l, Cmin — 5,6 MKMONB/T 1

AUC — 216 MxMoIb/n1 X 4,

Iloxka3zaHus K NPUMEHEHHIO
B cocraBe KOMOMHMPOBAHHOW MPOTUBOBUPYCHOM Tepanuu JUIs JISYEHUs! B3POCIBIX, MOAPOCTKOB

U JIeTei, MHPUIMPOBAHHBIX BUPYCOM UMMYyHOAeduIHTa YenoBeka (BUY-1).

IIporuBonokasanust
® TUINEPUYYBCTBUTEIHHOCTH K 3(haBUpEH3Y WK K JTF0OOMY M3 KOMIIOHEHTOB Mpernapara,
® [IEYCHOYHAs HEIOCTAaTOYHOCTh TsDKENoW cTemeHu TsokecTu (kimacc C mo KiaccupuKaiuu

Yaitnn-I1er0) (cMm. pasgensl «Dapmakojgornyeckue cBoWcTBa» u «DapMakoKWHETHKA Yy



0COOBIX TPYIII MAIUEHTOB ),

JIETU ¢ Maccol Tena 1o 32,5 Kr;

OJHOBPEMEHHBI TpUEM C TepPeHaTUHOM, ACTEMH30JIOM, IM3AMPHUIOM, MHJA30JIaMOM,
TpHA30JIaMOM, MTUMO3UIOM, OCTIPUIUIOM U AJKAJIONAaMHU CIIOPbIHBY (HallpUMep, S)proTaMuH,
OUTUIPOIPrOTaMUH, SPrOHOBUH WM  METWISPrOHOBHUH), IIOCKOJBKY KOHKYPEHTHOE
B3auMosieiictBue 3¢daBupensa ¢ uzopepmenTom CYP3A4 MoxeT mpUBECTH K MOJABICHHUIO
MeTabonu3Ma JaHHBIX MpernapaToB M MOSBICHHUIO MPEINOChUIOK JJIi BO3HHUKHOBEHMS
CEpbE3HBIX W/WIM YTPOKAIOUIMX XKU3HU HEXKeNaTeNIbHBIX SIBICHUN (HAampuUMep, apuTMUH,
JUITENILHOTO ~ cegatuBHOro  3ddexra wnam  yrHereHus  AbIXaHus) (CM.  pasmen
«B3anMopnelicTBrE C IPYTUMU JIEKAPCTBEHHBIMU CPEJICTBAMUY);

OJTHOBPEMEHHBIM NpHUeM ¢ MpenaparaMu/MpoayKTaMH PACTUTENBHOTO IMPOUCXOKICHHUS,
coziepKalMu 3Bepo0oii ipoasipsiBiicHHbIN (Hypericum perforatum), mockosbKy Hpu 3TOM
BO3MOXXHO CHH)KEHHME KOHIEHTpauuu 3(paBUpeH3a B IJ1a3Me€ KpPOBH M, KakK CIEICTBUE,
CHIDKEHHE ero kimHudeckoro sQdekra (cMm. pasznen «BzaumopeiicTBue ¢ JIpyrumu
JIEKapCTBEHHBIMU CPEJCTBAMUY);

OJTHOBPEMEHHBIN TPUEM C TPa30MpPEBHPOM/IIOACBHPOM H3-32 OXKHIAEMOTO 3HAYUTEIHHOTO
CHWKEHUSI KOHIICHTpAallUM B IUIa3M€ KpPOBHM Tpa3onpeBupa U anbacBupa (CM. pasjaen
«B3aumopeiicTBue ¢ IPYrMMHU JIEKapCTBEHHBIMH CPEACTBAMU»). IDTOT 3((eKT BO3HHKAeT
BCJIE/ICTBUE TOTO, YTO 3aBupen3 uuaynupyer nzopepmentr CYP3A4 wnu rnukonporens P
(P-gp), 9TO TMPUBOIUT K TOTEPE BUPYCOJOTMYECKOH 3PPEKTUBHOCTH (TEPANeBTUYECCKOTO
s dexra) rpazornpeBupa/rndacBupa;

Ha3Ha4YeHHe Npenapara nalueHTaM:

- IpU HATMYMM B CEMEHHOM aHAMHE3€ CIIy4aeB BHE3alHOM CMEpTU WM BPOXKACHHOIO
yuMHeHus: uHTepBasia QTc Ha anekTpokapAMorpaMMe WM JIPYTMX — KIMHMYECKUX
COCTOSIHMI, CONPOBOXKAatoNIMXcs ynuHenneM narepsana QTc;

- C KIMHUYECKUMH TIPOSBICHUSMU apUTMUHU Ceplla WM C KIMHUYECKH 3HaYMMOMN
Opanukapuen Wiu XpOHUYECKOW CepJIeYHON HEIOCTAaTOYHOCTBHIO CO CHMKEHHOM (Ppakiuei
BBIOpOCA JIEBOTO JKEITYJ0YKa B aHAMHE3E;

- C TSOKEIBIMH HapyIIEHUSIMM 3JEKTPOJIMTHOro OajiaHca, HaIpuMep, TMIOKAIUeMHed WIH
TMIIOMarHueMuei;

OJTHOBPEMEHHBIM TpUEM ¢ MpernapaTamMH, BbI3BIBAIOUIMMH YiulnHeHue uHTepBata QTc
(mpenapathbl ¢ apUTMOT€HHBIM PPEKTOM):

- aHTHApUTMHMYECKHUE TIpernapaTel kinaccos [A u 111

- HEHPOJIENTUKY, AaHTUIETIPECCAHTBI;

- HCKOTOPELIC aHTI/IGI/IOTI/IKI/I, BKJIIOYas mperaparbl, OTHOCAINHUECA K CICAYIOIIHUM KJIaCCaM:
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MaKpOJIUIbI, (PTOPXUHOJIOHBI, IPOTHBOIPUOKOBBIC MpenapaThl MPOW3BOJIHBIC MMHIA30J1a H
TpHa3o07a,

- HEKOTOpbIC HeCeAaTUBHBIC AHTUTUCTAMUHHBIC TIperapartsl (TeppeHa nH, acTeMU30M);

- IH3anpuI;

- urekanHuI;

- HEKOTOPBIC MPOTUBOMAISIPUIHHBIC TTPETIapaThl;

- METAI0H;

° ,Z[e(i)I/IHI/IT JIaKTa3bl, HEIICPECHOCUMOCTD JIAKTO3bI, I'NTFOKO30-TaJIaKTO3HAaA Maﬂba6cop6u1/m.

C 0CTOpPOXKXHOCTHIO

® [IalMEHTHl, UMEIOIIME B aHAMHE3€ IICUXUATPUYECKHE PACCTPOICTBA, HAXOAATCS B IpyIIe
MOBBIIIEHHOIO PHCKAa [0 Pa3BUTHIO0 CEPhE3HBIX HEXKENATEeNbHBIX PEaKIUil cO CTOPOHbI
TICUXUKH;

® [IAI[MEHTHI C NMEYCHOYHON HEJOCTATOYHOCTHIO JIETKOM U CPEAHEH CTENEeHH TSDKECTH (KJIacChl
A u B o knaccuduxanuu Yaiina-ITsio);

® [alMEHThl, UMEIOIINE CYA0POrH (B TOM YUCIIE B aHAMHE3E);

® [IallMEHThl, [PUHUMAIOIIKNE  COIYTCTBYIOIIME  IPOTUBOCYJIOPOKHBIE  CpEACTBAa  C
MIPEUMYLIECTBEHHBIM METa0O0JM3MOM B I[I€YEHM, TaKUE Kak (EHUTOMH, KapOamas3emnuH,
¢deHobapbuTan, BalblpoeBas KHCIOTa, BUTa0aTpuH (HEOOXOIMMO  OCYIIECTBISTH
NEPUOINYECKUNA KOHTPOJIb KOHIIEHTPALUHU B KpOBH) (cM. pazaen «Ocolble yKa3aHUs»);

® OJIHOBPEMEHHOE ITPUMEHEHHE C JJapyHABUPOM, apTeMeTepoM/ITyMe(paHTPUHOM;

e HE PEKOMEHIYETCS OJIHOBPEMEHHOE IIPUMEHEHNE s¢aBupeH3a c
BEJIaTacBUpOoM/co(pocOyBUPOM MU C BEIATACBUPOM/BOKCUIIAIPEBUPOM/COPOCOYBUPOM;

¢ OIHOBPCMCHHOC MPUMCHCHUC 3(1)aBI/IpeH3a C FHeKaHpeBI/IpOM/HI/I6peHTaCBI/Ip0M.

IIpuMeHenune npu 6epeMEHHOCTH M B IEPUO/] TPYAHOI0 BCKAPMJIUBAHUS

bepeMeHHOCTB

[Ipu neuenun s¢aBuUpeH30M cleayeT u30eratb HacTyIieHHs OepemeHHocTH. Heobxonnmo
UCIOJIb30BaTh HAJIS)KHbIE METOIbI OapbepHON KOHTPALICTIIIUN B COUETAHUHU C IPYTHMMHU METO/1aMHU
(B TOM 4McIIe epopaibHbIe WIH JPyTrue TOPMOHAIbHbBIE KOHTPAIICTITUBEI).

[Tockonbky 5(daBupeH3 HMMeeT [UIMTENbHBIA TMEpHOJ  IOJYyBbIBEJIEHHsS, HEOOXOJUMO
HCIIOJIB30BAaTh HAACKHBIC MCTOABI KOHTpAUCHIIMK Ha MOTPOTAKCHHUU 12 HEOCIb IIOCJIE
npeKpaieHus JiedeHus: s¢aBupeH3zoMm. [lepen Hauanmom JiedeHHsT A(GaBUPEH30M SKEHIIUHBL,
CHOCOOHBIE K JAETOPOXKACHHUIO, TOJDKHBI IPOUTH TECT Ha 6epeMeHHOCTh. D(aBUPEH3 HE CleayeT

IMPUMCHATH BO BpEMA 6epeMeHHOCTI/I, 3a UCKIIFOYCHUCM CJIy4acB, KOraa MOTCHIHUAJIbHAA MMOJIb3a
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JUI MaTe€pH MPEBBIIIACT BO3MOXKHBINA PUCK JUIS IUIOA M HET JPYTUX albTEPHATUBHBIX METOOB
neuenust. Ecny skeHIIuHA MpUHUMAET 3(aBUpPEH3 BO BpeMsl MIEPBOr0 TpUMeCTpa OEpeMEHHOCTH
win OepeMEHHOCTh HAcTymaeT BO BpeMs IpUMEHEHHUs 5¢aBUpeH3a, OHA JOJDKHA OBITh
IpeayIpexkaeHa O IOTEHIMAIbHOM Bpee AJIs II0/a.

He npoBoamiioch afeKkBaTHBIX M KOHTPOJIMPYEMBIX KIMHMYECKHX HCCIIEOBAaHUI C yyacTuem
OepeMEHHBIX J>KEHIIMH. B mocTperucrpanroHHOM Iepuoje ObUTH IMOJydeHBl COOOIIEHUS O
npUMEeHEeHHUH >(PaBUpPEH3a B COCTaBE KOMOMHUPOBAHHOM aHTHpEeTpoBUpYyCcHOU Tepanuu (APBT) B
nepBoM TpuMmecTpe 6epemeHHOCTH. He coolmmanoce 0 Hanuuuu crnenuduyeckux ocooeHHocTel
(yBeJIMYEHHUS 4aCTOThI) HOPOKOB PA3BUTHUS Y HOBOPOXKAEHHBIX. TOJIBKO HECKOJIBKO COOOIIEHUI
cojepkainy HWHPOpPMALMI0O O ChOy4asx pa3BUTHS Je(QEKTOB HEpPBHOH TpyOKH, BKIIOYAs
MEHMHIOMUEIOIeNe. BONBIIMHCTBO JaHHBIX COOOWICHWN OBUIM PETPOCIEKTUBHBIMHU, U
NPUYMHHO-CJIEICTBEHHAs CBsI3b HE OblIa U3yuyeHa.

Ilepuoa rpyAHOTO BCKApMJIMBAHUS

bbulo mokaszaHo, 4To 3(aBUPEH3 BBIAEISAETCS C IPYAHBIM MOJIOKOM KOPMSILUX >KeHIIuH. He
UMEETCsl I0CTaTOYHOM MH(pOpMaluu O 1eHCTBUU 3(aBUPEH3a HA HOBOPOXKIEHHBIX U MJIaJICHIIEB.
Kenmunam, npuHUMaOmMM 3(aBUpeH3 B MEPHOJ] JaKTallud, KOpPMIEHHE TpyAbI0 He
pexomennyercs. Bo wus3bexxanume mnepemaun BUY HM npu  KakuX  0OCTOSTENbCTBAX

BUY-undumpoBaHHEIM MaTepsiM HE PEKOMEHYETCSI KOPMHTB TPY/IBIO.

Cnoco0 npuMeHeHMsI U 103bI

Buytps. Ilpenapat pexkomeHayercs npuHUMaTh nepes cHoM Hatoumiak. Ilpuem sdaBupensa Bo
BpeMs IIpHEMa MUILM MOXKET YBEIMYUTh SKCIO3UILINIO 3(PaBUPEH3a U MPHUBECTH K MOBBIIIEHUIO
YaCTOTHI HEXKENATEIbHBIX PEAKIU.

Tepamnuto 3¢aBUPEH30M JTOJDKEH Ha3HAYaTh Bpay, HMEIOIINIA onbIT teueHus: BUY-undexuuu.
DOdaBupeH3 MOMKEH Ha3HauaThCsd B KOMOMHAllMM C JAPYTUMH aHTUPETPOBHPYCHBIMU
JIEKAPCTBEHHBIMHU CPEICTBAMMU.

B3pocibie

O¢aBupen3 HazHavaeTcs B komOuHauuu ¢ HUOT ¢ mnm 6e3 muruburopa nporeazst BUY no
600 mr 1 pa3 B cyTkn.

Koppexyus 003

Ecnu s¢aBupen3 npumeHsieTcss 0OJHOBPEMEHHO C BOPHUKOHA30JI0M, /1032 BOPUKOHA30a JI0JKHA
ObITh yBenuueHa 10 400 Mr 2 pas3a B CyTKH, a /1032 3(aBUpeH3a J0JDKHA ObITh YMEHBIIEHA 10
300 mr 1 pa3 B cytku. Ilocie mpekpaiieHust Teparnuyd BOPHUKOHA30JIOM JOJDKHA MPUMEHSTHCS
nepBoHavaibHass J1o03a 2¢aBupensza (600 mr) (cm. pasmen «BzaumopeicTBue ¢ apyrumu

JIEKApCTBEHHBIMU CPEACTBAMUI ).



Ecnu s¢aBupens npuMeHsieTcsi OAHOBPEMEHHO ¢ puGaMITUIIMHOM Yy TAI[MEeHTOB C Maccoil Tena
50 kr u Gojee, MOXeT MOTPeOOBATHCS yBeNUUYeHUE 1036l dpaBupensa 10 800 mr 1 pa3 B cyTku
(cM. paznen «B3aumoneiicTBue ¢ IpyruMu JIEKAPCTBEHHBIMU CPEJICTBAMUY).

Jletu ¢ Maccoii Tena oT 32,5 Kr u 6onee

DdaBupeH3 HazHayaeTcsi B KoMOMHanuu ¢ wHrHOUTOpoM mpoteazbl BUY w/umu HUOT. ns
JETeH 03Bl MOAOUPAIOTCS B 3aBUCUMOCTH OT Macchl Tena (cm. Tabmuiy 1).

DdaBupeH3 MOKET HA3HAYATHCS TOJIBKO TEM JIETSM, KOTOPBIE MOTYT IMPOIJIATHIBATh TaOJIETKHU.
be3onacHocTh 1 3¢ (HEeKTUBHOCTh MPUMEHEHHS d(aBUpeH3a y AeTe Maccol Tena MeHee 32,5 Kr
HE YCTaHOBJICHBI.

Tabmuua 1. J103s1 As1st geTeit npu Ha3HAYeHUH 3(haBUpEeH3a OJIMH pa3 B CYyTKU

Macca tena, kr Jlo3a adaBupeHsa, Mr
32,5-40 400
40 u Gonee 600

Oco0ble IPVIIILI TAIKEHTOB

Tayuenmoi ¢ noueynoii He0OCMamouHOCMoio

dapmakokrHETHKA d(paBUpeH3a y MAIMCHTOB C IMOYEYHOH HEIOCTATOYHOCTBIO HE H3ydaiach,
OJIHAKO B CBSI3U C TEM, YTO B HCM3MEHEHHOM BHJIC MTOYKAMH BHIBOIUTCS MeHee |1 % mpuHsTOU
10361 3(haBUpeH3a, HapyIIeHHEe (PYHKIIUY MTOYEK HE JTOJHKHO OKa3hIBaTh CYNICCTBCHHOTO BIUSHUS
Ha BbIBeJleHUE d(aBupensa (cM. pazaen «Ocolble yKa3zaHus).

Tayuenmoi ¢ neueHOUHOU HEOOCMAMOYHOCHbIO

VY manueHToB ¢ 3a00JIEBaHUSIMHU TTEYSHH JICTKON CTETICHU TSKECTH KOPPEKITUS JT03bI dPaBUPEH3A
He TpeOyercs. [lpu 3TOM ManMeHTHl JODKHBI THIATEIHLHO HAOIIOIATHCS HA MPEAMET Pa3BUTHS
HEXENaTeNbHBIX PpEeakiuid, OCOOEHHO CO CTOPOHBI HEPBHOW CHUCTEMBI (CM. pa3enbl
«[IpoTtuBomnokazanus» U «OcoOble yKa3aHUsD).

He pexomenayercs npumeHeHHe 3(aBUPEH3a Y MANUEHTOB C MEUYEHOYHOW HEJIOCTATOYHOCTHIO
CpeIHEeH CTeNeH! TSHKECTH, TTOCKOJIBKY Ha JAaHHBIH MOMEHT BPEMEHU HEIOCTATOYHO JIAHHBIX,

YTOOBI YCTAaHOBUTDH, HY?KHA JIM B TAKUX CIIydasAX KOPPECKIUA JO3BI.

ITo0ouHoOe neiicTBHE

OO npodmiab 6€30IMaCHOCTH

B menom adaBupeH3 Xopoiio MEepeHOCHIICS B KIMHMYECKHUX HCCIENOBaHUSX. B moarpymme
MAIMEHTOB, MpUHUMAaBIIMX d(haBupeH3 B go3e 600 mr 1 pa3 B CyTKM B KOMOWHAIUU C
uaruouTopamu mporeassl BUY w/unmu HUOT, nanbonee dacteiMu (o MeHbineid mepe y 5 %
MAlMeHTOB) HEXENaTeTbHBIMU PEaKIUsIMU, KaK MHHUMYM, CpPEIHEH CTETNeHH TsDKECTH ObLIN

koxHast cbinb (11,6 %), ronoBokpysxkenue (8,5 %), TomnoTa (8 %), romoBHas 6oub (5,7 %) u
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MOBBIIIIEHHAsT yTOMIIIEMOCTS (5,5 %).

HaubGonee 3amMeTHBIMU HEXKeTATENbHBIMH PEAKIUSIMHU, CBS3aHHBIMH C MPHEMOM 3(aBUpPEH3A,
SBJISUITUCH KOKHAsi ChIIIb U CUMIITOMBI CO CTOPOHBI HEPBHOM cHCTeMbl. CUMITOMBI CO CTOPOHBI
HEPBHOM CHCTEMBbl OOBIYHO TOSBIISJIUCH BCKOpE IOCIE Hayaja Tepanuu M, Kak MpaBuHIIo,
ucye3alid mocje nepBbix 2-4 Hepenb Tepanuu. Takxke y MalyueHTOB, IPUHUMABIINX 3(aBUPEH3,
HaOJIIOAIUCh TSHKEIIbIE PEAKIMU CO CTOPOHBI KOXKH, Takue Kak cuuapoM CtuBeHca-/[oHcoHa 1
MHOTO(OpPMHAs SIKCCYAaTUBHAS IPUTEMA; HAPYIICHHSI TICUXUKH, BKITIOYAs TSDKETYIO JACTPECCHIO,
CMEPTh BCJIEICTBUE CYMIIMJIA M IICUX030M0A00HOE OBEIEHUE, a TAKXKE CYJJOPOKHbIE TPUTIAIKH.

[Ipu npumenenuu >¢daBUpeH3a OJAHOBPEMEHHO C MHUIIEH MOXET YBEIMYUBATHCS CHUCTEMHAs
IKCMO3UIUS d(aBUpPEH3a, YTO MOXKET MPUBOJAUTH K YBEIMYCHHIO YaCTOTHl HEKEIATEITHHBIX
peakiuit (cM. pazuen «OcoOble yKa3aHusD).

[Tpodunes Ge3omacHOCTH TPH IMTETHHOW TEpanuu, BKIIOYaBIIEeH 3(haBUpPEH3, OLIEHWBAIU B
X0Jle KOHTPOIUPYEMOTO  HCCIENOBaHUS, B KOTOPOM MAIMEHTHl MNPUHUMAIUA  JIUOO
adaBupeH3 + 3uAOBYAMH + JaMuBYIUH B TeueHue 180 Hemenb, b0 3paBupeH3 + WHINHABUD B
teueHue 102 Henmenb, MO0 WMHAMHABUD + 3UIOBYAMH + JIAMUBYJIMH B TEYeHUE 76 HEHEIb.
JnurenpHoe mpuMeHeHue 3GaBUpeH3a B XOJE JAHHOTO HCCIIEIOBaHHUS HE COMPOBOXKIATIOCH
MOSIBJICHHEM KaKUX-1100 HOBBIX JaHHBIX 110 0€30MacHOCTH.

PesroMe HexxenaTeabHbIX PEAKIU

Hwxe npuBeIeHBI CpEeIHETSDKEIbIC W TSDKEJIbIC HEXeIaTeIbHbIC PEaKiMd, B OTHONICHHU
KOTOPBIX OblIa YCTaHOBJICHA BO3MOKHAs MPHUYUHHO-CIICJACTBEHHAsI CBS3b C MPUMEHSBIIMMCS
PSOKUMOM Tepanuu (10 MHEHHUIO HCCIeAoBaTeNeil), W KOTOpble HAONIONAINCh B X0
KJIMHAYECKUX HCCAeIOBaHUN 3(aBUpeH3a, NPUMEHSBIIEIOCS B PEKOMEHIOBAaHHOW /03¢ B
coctaBe koMOMHUpoBaHHOU APBT.

KypcuBoM BBIZICNIEHBI HEXKENATENbHBIC PEAKIIMHM, KOTOPhIe OBUIM 3aperHCTPHPOBAHBI B
MOCTPETHUCTPAIIMOHHBIA TEPHOJ TPUMEHEHHUsT d(aBUpeH3a B COCTaBe KOMOMHHUPOBAHHOM
TEparum.

Yacrora HexeNnaTeIbHBIX PEaKIHUi TMPUBEICHA IO CIEAYIONeH KiIacCu(UKALUN: OYeHb Ydcmo
(= 1/10); yacmo (= 1/100 no < 1/10); reuacmo (= 1/1000 mo < 1/100); peoxo (= 1/10 000 mo
< 1/1000); ouenv peoko (< 1/10 000); wacmoma neuzsecmna (He MOXeET OBITH OIlCHEHA Ha
OCHOBE MMEIOIIUXCS TAaHHBIX ).

Hapywenus co cmopoHbl uMMYHHOU CUCmeMbl

Heuacmo: runep4ayBCTBUTEIBLHOCTD.

Hapywenusa memabonuzma u numanus

Yacmo: THIEPTPUTINLEPHIEMHS

Heuacmo: FHHerOHeCTepHHeMI/IHl.
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Tcuxuueckue napywenus

Yacmo: TIATONOTMUECKUE CHOBUICHHUS, TPEBOKHOCT, JIETIpeccHs, 6ecCOHHMIA;

Heuacmo: addexTrBHas 1a0MIBHOCTD, arPECCUBHOCTD, CIyTAHHOCTh CO3HAHUS, HACTPOCHUE CO
CKJIOHHOCTBIO K dH(OpHH, Ta/UIIONMHALNK, MAHHA, MapaHOUJANLHOE IIOBEJICHHE, HCUX03,
HOMBITKU COBEPIICHHUS CYHMIINA, CYHIIUIaTbHBIC MBICIIH;

Peoxo: cocmosnue 6peda’, neepos®, cuepmo ciredcmaue cyuyuoa>.

Hapywenus co cmoponul nepeHotl cucmembl

2, Hapymrenue BHUMaHus (3,6 %),

Yacmo: HapyuwieHUus MO32HCeUK080U KOOPOUHAYUU U PABHOBECUs
ronoBokpyxeHnue (8,5 %), ronosHas 601b (5,7 %), coctosuue comnmubocty (2,0 %)%;

Heuacmo: tpeBoxHOE BO30YXKIEHHE, aMHE3Hs, aTAKCHsI, HAPYIIEHUE KOOPAMHALMH JIBUKCHHUH,
CY/IOpOTH, HApyLIEHHE MBIIUIECHUS, mpemop?.

Hapywenus co cmoponvl opeana 3penus

Heuacmo: He4eTKOCTb 3pUTEIILHOTO BOCTIPUSTHSI.

Hapywenus co cmopoHul opeana ciyxa u iabupunma

Heuacmo: wiym 6 yuiax?, BepTuro.

Hapywenus co cmoponwsl cocyoos

Heuacmo: «npunugbl» Kposi K Kovce uya’.

Kenyoouno-kuuieunvie napyuenus

Yacmo: 6oy B )KUBOTE, TUapesi, TOIIHOTA, PBOTA;

Heuacmo: nankpeatur.

Hapywenus co cmoponvl neuenu u stcenuedbleo0auux nymeti

Yacmo: TIOBBIIIEHWE AaKTUBHOCTH  acmapraTammuoTpacdepassl  (ACT)!, mosbimenue
AKTUBHOCTH aTaHMHAMUHOTpaHCc(epasb (AJIT)?, MOBBILLICHHE AKTUBHOCTH
ramma-riytamunrpancdepass (ITT)Y;
Heuacmo: oCTpbIU TeNaTUT;

Pedko: neuenounas Hedocmamounocmy™>,

Hapywenus co cmoponsl Kodtcu u nOOKOHCHbIX MKAHel

Ouenv wacmo: xoxHas cuimb (11,6 %)%;

Yacmo: 3ynx;

Heuacmo: MuEOTOGOPMHAs SKCCyAaTHBHAS dpuTeMa, cuHapom Ctusenca-JoHcoHal,
Peoxo: gpomoannepeuueckuii depmamum?.

Hapywenus co cmoponvl penpo0yKmugeHOU cucmembvl U MOJIOYHbBIX JHcene3
Heuacmo: runexoMacTHsl.

Obwue Hapywenus u peakyuu 6 mecme 68e0eHUs.

Yacmo: OBBIIIICHHAS YTOMIIIEMOCTD.
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! Bonee moapo6HOE ommcanue cM. Huke B moapaszene «OMucaHne OTAENbHBIX HeXKeNaTelbHbIX
peaKkuuii».

2 JlaHHBIE HEKeIAaTeNbHbIE PEAKIHU ObIIH 3apETHCTPHPOBAHBI B OCTPETUCTPALMOHHKIH MEPHOJ
HAOJIIOJIEHUS; YaCTOTY 3TUX PEaKLUN ONpeAesisiif, UCIONb3Ys JaHHbIE, MOJyYeHHbIe B Xo1e 16
KIIMHUYECKHUX HcceaoBaHui (yuyacTBoBaio 3969 nmanueHToB).

3 JlanHble HEXKeNaTeNbHBIE PEAKIUH ObUTM 3a(QMKCHPOBAHBI B IIOCTPETHCTPAIMOHHBIH MEPHO
HAOIO/ICHUs, OJHAKO Y TAIMEHTOB, NMPUHUMABIINX 3(aBUpPEH3 B X0oJe 16 KIMHHUYECKHX
UCCIIEIOBAaHUM, O HHMX HE COOOHIAJIOCh Kak O SBJICHUSX, CBS3aHHBIX C IPUMEHEHUEM
JIEKapCTBEHHOI'0 MpenapaTa. B cooTBeTcTBUU ¢ KiaccuuUKalMeld Mo 4acToTe 3TH MOOOYHBIE
SIBIICHUSI OBLIM pACIEHEHBI KaK HAOOJABIINECS «PEeIKO» (Ha OCHOBAHHH OIEHKHM BEpXHEH
rpanuiel 95 % noseputenbHOro uHTepBaia s (0 sABIEHUH B pacueTe HAa KOJIMYECTBO
MAlMEHTOB, NPUHUMABIIUX 3(aBUPEH3 B XOJE€ YKa3aHHBIX KIMHUYECKUX HCCIEeTOBaHUI
(n =3969)).

Onucanue OTACJIBbHBIX HECXKCIATCIbHBIX SIBICHUM

Kooicnas coino

B Xxonme KIMHMYECKMX MCCIEIOBAHUN KOXHasg Cbllb HaOmroganack y 26 % NalMeHTOB,
npuHUMaBIIUX d¢aBupen3 B qo3e 600 mr, mo cpaBHeHUIO ¢ 17 % MalMEeHTOB B KOHTPOIBHBIX
rpynnax. Y 18 % nanueHToB KOKHas Chlllb ObUIa CBSI3aHA C IPUEMOM 3(PaBUpPEH3a, IPU ITOM Y
1,7 % nanumeHTOB mpHeM npemnapara Obul MPEKpaLeH U3-3a MOSBIICHUS KOXKHOM cbinu. YacroTta
pasBUTHSL MHOTO(QOPMHOHM 5SKCCyAaTUBHOW sputeMbl U cuHapoMa CrueHca-J>KOHCOHA
cocraBmiia npumepHo 0,1 %.

Crnyuyanm KOKHOHM cbIliM 3apeructpupoBanbl y 59 u3 182 nereit (32 %), mosny4aBmux Je4yeHUe
3(aBUPEH30M B 3 KIMHUUYECKHUX MCCIEIOBAHUIX CPEAHEN MPOJOIIKUTENBHOCTBIO 123 Hepenu. Y
6 nereil cwinb Oblna TsDKENOH. [lepen Havanom Tepanuu 3paBUPEH30M y AETEH UM MOKET OBITh
pPEKOMEH/I0BaHa COOTBETCTBYIOIIAs AHTUTMCTaMUHHAs Tepamusi B KadyecTBE MNPO(UIAKTHKH.
OOBIYHO pa3BUBAIOTCSA C€JHAa00 MM YMEPEHHO BBIPAKEHHBIE MaKyJIONamyJe3Hble KOKHbIE
BBICBIIIAaHUS, KOTOpbIE MOSBJIAIOTCS B TEUEHHE IEPBBIX JBYX HeENEb IOCIE Hayala Tepanuu
s¢aBupeH30M. Y OOJIBIIMHCTBA MAIIMEHTOB KOKHAs ChIIIb MCYE3aeT NMPHU MPOJODKEHUN Tepanuu
3(paBUpEeH30M B TEYEHHE OAHOro Mecsna. D(paBUPEH3 MOXKET ObITh MOBTOPHO Ha3HA4YeH
nanueHTaM, KOTOpble MpPEeKpaTWId €ro MpHeM H3-3a TMOsBIEHUS KoXXHOM cwimu. Ilpu
BO300HOBJICHUM Tepanuu 3(paBUPEH30M PEKOMEH]IyeTCsl TakKe MPUHUMATh COOTBETCTBYIOLIHE
65okatopbl H1-rucTaMUHOBBIX PELENTOPOB H/HITH TIIIOKOKOPTUKOCTEPOUIBI.

Hmeercsi orpaHMYEHHBIH ONBIT MPUMEHEHUs d(aBUPEH3a y MAIMEHTOB, KOTOPbIE MPEKpaTHIN
Tepanuio JAPYyTMMHU aHTUPETPOBUPYCHbIMH mpenapatramMu wu3 rpynnsl HHMOT. Yacrora

peluIrBa KOKHOW ChIMHU MOCJIE NIepexo/ia ¢ Tepauy HEBUPAIIMHOM Ha Tepanuio 3(aBUpPEH30M, B
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OCHOBHOM OIICHEHHAs 110 OMYyOJIMKOBAHHBIM PETPOCIIEKTUBHBIM JaHHBIM, cocTaBuiia oT 13 % mo
18 %, u comocTaBuMa C 4aCTOTOH, BBISIBJICHHOH y MAIIMEHTOB, MPUHUMABIINX 3(haBUPEH3 B XOJIE
KIIMHUYECKUX UcclleoBaHu (cM. paszaen «OcoOble yKazaHusm»).

Cumnmomsi co CMmopoHvl NCUXUKU

Y HEKOTOPBIX MAIIMEHTOB, MPUHUMABIINX 3(aBUPEH3, HAOIIOJAINCh CePbE3HbIEC HEXKeNaTeIbHbIE
SIBJICHUS CO CTOPOHBI MCUXUKH. B KOHTPOJIMPYEMBIX KIMHUYECKUX MCCIEOBAHUSX YacTOTa
BO3HMKHOBEHUS OTNEJIBHBIX CEPbE3HBIX HEKENATENIbHBIX SBJICHHA CO CTOPOHBI ICUXUKU ObLIa
clenyromei: Tsbkenas genpeccus — 1,6% B rpynme MHalMeHTOB, MPUHUMABIIMX
koMOuHupoBaHHyto APBT c¢ sdaBupensom, u 0,6 % B KOHTPOJBHON TpyIIe MaIHEHTOB;
cynuuaanbaeie Hamepenus — 0,6 % u 0,3 %; cyununanbHbie ONBITKH 0€3 JIeTaIbHOTO HCX0a —
0,4 % u 0 %; arpeccuroe nosenenue — 0,4 % u 0,3 %; napanonnansusie peakuu — 0,4 % u
0,3 %; maaunakansHbie peakiuu — 0,1 % u 0 %, cooTBETCTBEHHO.

[TarueHTsl, WMEMOIIME B aHaMHE3€ IICHUXUYECKHE pacCTpOMCTBA, HAXOAATCS B TPYIIIE
MOBBIIIEHHOTO PHCKA 10 PAa3BUTUIO JTAHHBIX CEPbE3HBIX HEXETATEIbHBIX SIBICHUI CO CTOPOHBI
NICHUXUKHU C YaCTOTOW BOSHUKHOBEHHS Ka)KIOTO M3 BHIIENIEPEUUCICHHBIX siBJIeHUH 0T 0,3 %, mis
MaHUaKaldbHBIX peakiui, 10 2,0 %, 1 TSHKENIoN Nenpeccud M CyMIHIATbHBIX HaMEpEeHMI.
Takxke B MOCTPETUCTPALIMOHHOM IEPUOJIE TMOJYYEHBI COOOIIEHHUS O Cclydasx CMEpTH B
pe3ynbpTare Cyuiuaa, OpeJoBbIX PaCCTPOMCTBAX U IICUX030I0JOOHOM TTOBEACHUH.

Cumnmombl coO CMOpPOHbL HEPEHOU CUCTNEMDL

Y nanueHtoB, mnpuHMMaBIIUX dS(aBupeH3 B go3e 600 Mr B paMkKax KOHTPOIUPYEMBIX
KIIMHUYECKUX WCCIIEJIOBAaHUM, YacTO HAOMIOAANUCh CIEAYIONIMe HeKeJIaTelbHbIe peaKluu:
TOJIOBOKPY)XKEHHE, OECCOHHHIIA, COHJIMBOCTh, PACCTPOMCTBO BHUMAHHWSA, KOIIMapHBIC
CHOBUJCHHA. Tarxke HaONOJAMCh W ApPYrue HekXenaTenbHble sBIeHHA. CpemaHeTsHKeble U
TSDKEJIbIE CHMITTOMBI CO CTOPOHBI HEPBHOM cHUCTeMbl Habmoganuch y 19 % (tsoxensie — y 2 %)
MAIMEHTOB, TOTJa Kak y MalMeHTOB, MOJYYaBIIUX KOHTPOIBHYIO TEpaIvio, STOT MOKa3aTelb
coctaBun 9 % (tsokensie — y 1 %). B xoxe kimMHMYECKUX uccienoBanuii 2 % maiueHTos,
NPUHUMABIIUX (PaBUPEH3, TPEKPATUIINA TEPATTHIO W3-32 BHIICYKa3aHHBIX CHMIITOMOB.
CHUMIOTOMBI CO CTOPOHBI HEPBHOM CHUCTEMbI OOBIYHO HAOIIOAATNCh B TEUEHHME MEPBOTO WU
BTOPOTO JHSI IOCJI€ Havyalla Teparnuy U B OONBIIMHCTBE CIy4YaeB MCUe3ali B TEUCHHE MEPBBIX 2-4
Heznenb. B uccnenoBaHuu ¢ ydacTueM HEHH(DUIIMPOBAHHBIX JOOPOBOJIBLEB PENPE3EHTATUBHBIN
CHUMIITOM CO CTOPOHBI HEPBHOM CHCTEMBI BO3HHKAI B CpelHEM uepe3 | wac mocie mpuema
npenapara 1 Juinics B cpegHeM 3 yaca. CUMIITOMBI CO CTOPOHBI HEPBHOW CHCTEMBI Pa3BUBAINCH
yamie, ecid 3(paBUpPeH3 MPUHUMAIU BO BpeMs NpHeMa MUIH. BO3MOXHO, 3TO 00yCIOBIEHO
MOBBIIIEHUEM KOHIICHTpAalMU A(aBHpeH3a B IUIa3Me KPOBH B TAKHX YCIOBHAX (CM. pasfeln

«®apmakonornyeckue cBoicTBa», mnonpasgen «DdapmakokuHeTukan). g yiydiieHus
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IEPEHOCUMOCTH IIpernapara B OTHOUIEHWM JaHHBIX CHMITOMOB B TEYEHUE MEPBBIX HEJEIb
TEpaMM PEKOMEHAYEeTCs NpPUHMMATh IpenapaT IMepe] CHOM. OTOT peXHUM Ipuema
PEKOMEHIYEeTCSl U TEM MallMEeHTaM, y KOTOPBIX IPOJ0JIKAIOT HAOMI0AAThCSA JaHHbIE CUMIITOMBI
(cM. pazgen «Crioco® npuMeHeHus U 103b1»). CHUKEHHE 103bl WIN JAPOOHBIN NpUEM CyTOYHOMH
JI03bI OOBIYHO HE JAFOT OJaronpuaTHoro dddexra.

AHan3 JaHHBIX MO JUIMTELHOMY NPUMEHEHHUIO 3(aBHpeH3a MOKa3aj, YTo mocie 24 Henemb
TEpanuy 4acToTa BIEPBbIE BOSHUKIINX CUMITOMOB CO CTOPOHBI HEPBHOM CUCTEMBI Y IAI[UEHTOB,
NPUHUMABIIUX 3(haBUPEH3, OblIa B 11€JI0M CXOJHON C TAKOBOW B KOHTPOJIbHOM IpyIIIE.
Ileuenounas nedocmamounocms

B moctperucTpaiioHHbIi MepHo, HAOMIOACHHUS OBLIO 3apETUCTPHUPOBAHO HECKOJBKO CIydaeB
NICYCHOYHON HEIOCTaTOYHOCTH, BKIIOYAs Ciydad Oe3 yKa3aHMid Ha 3a00JIeBaHUS TECYEHU B
aHaMHe3e, a Takxke O0e3 JpYyrux BbISIBIEHHbIX (DAaKTOpPOB pHCKAa. YKa3aHHbIE Cllydyau
XapaKTepU30BAINCh  MOJHHEHOCHBIM  TEYEHHEM; B  psjae cilaydaeB IOTpedoBaiach
TpaHCIUIAaHTALMSI IEYEHU UM COOOIIAIOCh O CMEPTH MAIUEHTA.

Cunopom eoccmarno61eHUus UMMYyHUmMema

Y BUY-uHGUUIMPOBAHHBIX MNAMEHTOB C TSXKEJIbIM MMMYHOAEC()ULUTOM B Hayaje MpPOBEIEHUS
KoMOuHUpoBaHHON APBT Mo’keT NOBBICUTHCS PUCK BOZHUKHOBEHHUS BOCHAIUTENbHBIX PEAKLUI
HAa HEaKTUBHBIC WJIM OCTaTOYHBIC ONIOPTYHHUCTHYECKHEe HHPeKimu (cMm. pasmen «Ocobbie
YKa3aHUsD?).

Jlunooucmpodghus u memabonuueckue HapyuleHusl

KomOunupoBannas APBT accomumpyercss ¢ mnepepacnpesieieHueM >KUPOBOM TKaHM Telna
(munonucrpoduert) y  BUYU-uH@uuupoBaHHBIX  NAIUMEHTOB,  BKJIIOYas  HCTOLIEHHUE
nepudepudeckol U JUIEBOM  IMOAKOKHO-)KUPOBOM  KJIE€TYAaTKH, €€ HaKOIUIEHHE BO
BHYTPHOPIOIIMHHOM IPOCTPAHCTBE, BHYTPEHHUX OpraHax, 3aJHel yacTu meu («rop0 OyiiBosay)
U TUIIEPTPOQUIO TPYAHBIX JKEIE3.

KombOunupoBannass APBT Moxer BbI3BaThb MeETa0OJMYECKHE HApyIIEHHS, TakKhe Kak
TUIEPTPUTIUIEPUIEMUS, TUIEepPX0JIeCTEPUHEMHS, MHCYJIMHOBAs PE3UCTEHTHOCTD,
TUIEPIIMKeMHUs U TunepiakrareMus (cM. paszzien «Ocobble yKazaHus»).

Ocmeonexpos

Habmoanuch ciyyau ocTeOHEKpO3a, MPEUMYIIECTBEHHO y MAllMEHTOB C XOPOIIO M3BECTHBIMU
dakropamu pucka, ¢ jymrenbHo BUY-undekuuelt, a Takke y nalleHToB, KOTOPbIE ATUTENIBHO
npuHUManu koMOuHupoBaHHYt0o APBT. OpHako yacToTa 3TOro OCIIOKHEHHS! HE YCTaHOBJIEHA
(cM. pazmen «Ocobble yKazaHUs).

Jlabopamopnvie nokazamenu
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«lleuenounviey d)epMeHm bl

[ToBeimenne aktuBHoctTd ACT u AJIT Gosee uem B 5 pa3 BbIllIe BEPXHEH TpaHUIBI HOPMBI
(BI'H) nabaromanoce y 3 % manumentoB u3 1008, npuauMaBmmx 3¢dasupens B goze 600 mr B
cytku (5-8 % mnpu pmutensHoit APBT ¢ osdaBupen3oM). AHaNOrM4YHOE TOBBIIICHHE
HAOMIOIAIOCh Yy MAIUEHTOB KOHTposibHOM rpymmbl (5 % mnpu gnmurensHoii APBT  6e3
adasupensa). [Toseimenue aktuBHocTH ['T'T Gonee uem B 5 pa3 Beiie BI'H HaGmronanock y 4 %
BCEX ManueHToB, npuHumasmux 600 mr sdaBupensa, u y 1,5-2 % nmanueHToB U3 KOHTPOJIBLHOU
rpynnsl (7 % npu pnutensHoit APBT ¢ adaBupenzom u 3 % mnpu pnurensHoit APBT 0e3
a¢aBupensa). M3onupoBanHoe mnoBeimieHue akTuBHOCTH [TT y manueHTOB, MPUHUMAIOIIMX
a(aBUpeH3, MOXKET YKa3bIBaTh HA UHAYKIHUIO (EPMEHTOB. B KIMHHMYECKOM HCCIICAOBAaHUH TPH
murensHoi APBT okono 1 % mannueHToB B KaXa0l M3y4aeMol TpyIIe MPpeKpaTuiu TEPanuio B
CBSI3H C HAPYUICHUSIMHU CO CTOPOHBI MIEYEHH U KEITYEBBIBOISAIINX MyTEH.

Amunaza

AcCUMITOMAaTHYECKOE YBEIMUCHHE aKTUBHOCTH aMUjIa3bl B CBIBOPOTKE KPOBH, Oojiee yeMm B 1,5
pasa npesbimatoniee BI'H, Obu10 BeisiBnieHo y 10 % nanueHToB, MpUHUMABIINX 3()aBUPEH3, U Y
6% manMeHTOB KOHTPOJBbHBIX TIpynn. KiuHudeckoe 3HaYeHHE aCHMIITOMATUYECKOTO
MOBBILICHHS AKTUBHOCTU aMHJIa3bl B CHIBOPOTKE KPOBH HEU3BECTHO.

Jlunuowi

[ToBeimenune koHieHTpanuu obmero xonecrepuHa (OXC) nma 10-20 % wnabmoganocs y
HEMH(QUIIMPOBAHHBIX  JOOpPOBOJBLIEB, NpPUHMMABIIMX  3¢aBupeH3. B KIMHHYECKHX
UCCIICIOBAaHUSX TPUMEHEHHUs pa3auuHoi KkomOuHupoBaHHOM APBT ¢ »adaBupenzom y
nanueHToB, paHee He mnoaydyaBunx APBT, B Teuenune 48 Henenb jeueHus HaOII0JaNoCh
noBeimieHre  KoHreHTtparuu OXC Ha 21-31 %, XonecTepuHa JHUIONPOTEHHOB BBICOKON
wiotHoctu (XC JIIIBII) nHa 23-34 % wu tpurnunepunoB Ha 23-49 %. Jlons mamueHToB, y
koTopeix oTHoueHne OXC/XC JITIBII Oputo Gombiie 5, He U3MEHUIAch. BennunHa n3MeHeHus
KOHLEHTpAlUi JIMIUIAOB MOXKET ObITh OOYyCIIOBIIEHA TaKUMHU (aKkTOpaMu, Kak JIUTEIbHOCTh
Tepanuu U IpHeM JIPYTUX JICKAPCTBEHHBIX CPEICTB B cocTaBe KomOMHUpoBaHHO APBT.

Bzaumooericmsue npu nposedenuu mecma Ha KAHHAOUHOUObBL

O¢aBupeH3 He CBs3bIBAETCS ¢ KAaHHAOMHOMIAHBIMU PELENTOPAMHU, OJHAKO UMEIOTCSI COOOIEHUS
0 JIO)KHOIIOJIO’KUTENBHBIX pe3ysibTaTax aHaJlM3a MOYM Ha KaHHAOMHOUAB! y HEMH(UIIUPOBAHHBIX
nobpoBonbiieB Uy BUY-uHQUIMpPOBaHHBIX MALIMEHTOB, MNPUHUMABIIMX 3(QaBUPEH3.
[TonoxuTenbHBIN pe3yNbTaT CKPUHUHT-TECTa HA KAaHHAOMHOUIBI PEKOMEHIY€eTCsl IOATBEPKIATh,
UCTONB3Yysl  Takhe  CHelMalbHble  METOAbl, Kak ra3oBasg  Xpomarorpadus  WIu

Macc-CIeKTPOMETPHSL.
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eTH

Tun 1 4acToTa HEXKENATEeNbHBIX SBJICHUHA y JETEH, B IIEJIOM, COIIOCTAaBUMBI C HAOIIOAAEMBIMU Y
B3pPOCIIBIX TMAIMEHTOB, 32 MCKIIOYCHHEM KOXKHOW CBHITIM, KOTOpasl y JETeH BCTpedaeTcs Yalie
(y 46 % nereit), ueM y B3pociibIX U Ooliee BbIpakeHa (TsDKeash KOXHasl Chlllb HAOMI0Aanach y
5,3 % neteit). C menpto NpoQUIAKTUKU CHIMA MOKET OBITh LieJdecooOpa3HbIM Ha3HauYEHUE
COOTBETCTBYIOIIUX OJOKATOPOB Hi-THCTAMUHOBBIX PELENTOPOB JACTAM [0 Hadaia Teparuu
adaBupeH30M. XOTS CUMITOMBI CO CTOPOHBI HEPBHOH CHCTEMBI y MAalIeHBKHX JETeH TPYyIHO
BBISIBUTH, IOJIAralOT, YTO TAaKH€ CUMIITOMBI y JeTel HaONIoJaloTcs pexe U OOBIYHO OBbIBAIOT
aerkuMu. Y 3,5 % manueHToB HaOJI01aTuCh CUMITTOMBI CPETHEH TSKECTH CO CTOPOHBI HEPBHOM
CUCTEMBI, TMPEUMYIIECTBEHHO TOJOBOKpYkeHHe. Hu y omHOro pebeHKa HE HAOII0JAIOCh
TSDKEJIBIX CUMITOMOB M HE MOTpeOOBajach OTMEHA TEpalMH W3-3a CUMIITOMOB CO CTOPOHBI
HEPBHOW CUCTEMBI.

Jpyrue 0Co0bIE T'pYIHIIBI NAIIMCHTOB

AKMUBHOCMb  «NEYEHOYHLIXY (pepMeHmos y nayueHmos, 00HOBPEMEHHO UHDUYUPOBAHHBIX
eenamumom B unu C

Cpeau manueHTOB, CEpOMO3UTUBHBIX MO renaruty B w/wnu C, noBeimeHue aktuBHOCTH ACT
Oonee ueM B 5 pa3 Beiie BI'H nabmioganocs y 13 % nanueHToB, IpUHUMABIINX (QaBUPEH3, U Y
7 % manueHToB U3 KOHTPOJIbHOM IpyMIbl, a noBbilieHne akTuBHOCcTH AJIT Gosnee ueMm B 5 pas
Bbiie BI'H na6monanock y 20 % u 7 % mnauueHToB coOTBETCTBEHHO. Cpeau ManueHTOB C
couetaHHod wuH(pexnueit 3 % manueHToB, MpUHMMABIINX 3(aBupeH3, u 2 % MalKUEHTOB U3
KOHTPOJILHOM I'pyNIbl MPEKPaTUIN TEPalHi0 M3-3a HapyLIIeHUH (YHKUUU Me4YeHU (CM. pazjeln

«Ocobble yKazaHUm).

Ilepeno3upoBka

CuMOTOMBI

Y HEKOTOpPHIX MAaIMeHTOB, CllydailHO mnpuHSBIMX d¢haBupen3 600 Mmr 2 pasa B CyTKH,
HaA0JII0/IaI0Ch YCUJIEHHE CHUMITOMOB CO CTOPOHBI HEPBHOM CHCTEMBI. Y OJHOrO MalMeHTa
HaOJII01aIMCh HEMPOU3BOJIbHBIE MBIIIICUHBIE COKPAILIEHHS.

Jleyenue

B cayuae nmepemo3upoBku 3(haBHUPEH30M  JICUCHHE JOJDKHO COCTOSTh W3  OOIIMX
MOJICP)KUBAIONINX ~ MEPOTPHUATHH, BKIIOYAMOIMMX KOHTPOJIh  OCHOBHBIX  ITOKa3aTesei
KHU3HEIEATEIIbHOCTH OpraHW3Ma M HAOJIOJCHHE 32 KIMHUYECKUM COCTOSIHMEM manueHTta. J[ns
BBIBEJICHHsI HeaOCOpOMPOBAHHOTO MpenapaTa MOXKHO HCIIOJNb30BaTh AKTHBUPOBAHHBINA YIOJIb.
Cneunduueckoro aHTHIOTa JUIS JIEYEHHUS NEPEJO3UPOBKH 3(PaBHUPEH30M HE CYLIECTBYET.

[Tockonpky 5(aBUpPEH3 aKTUBHO CBSI3bIBAETCSA C O€NKaMH, MajJOBEPOSITHO, YTO C IMOMOIIBIO
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JalIA3a BO3MOXHO 3HAYUTENIbHOE yAalleHue Mpenapara u3 KpoBH.

B3anmopneiicTBHe ¢ APYTMMH J1eKAPCTBEHHBIMH CPeACTBAMH

D¢asupens in Vivo seisiercss uHaykropoM usopepmernroB CYP3A4, CYP2B6 u YAD-I'T1AL.
Konnentpanus B 1uiasmMe KpOBU COEOUHEHHH, KOTOpPbIE SBISIIOTCS CyOCTpaTaMH JIaHHBIX
n30()epMEHTOB, MOXKET CHIIKATHCS NPU OJTHOBPEMEHHOM MPUMEHEHHH ¢ ddaBupeH3oMm. B To xe
Bpems in Vitro asgasupen3s umuruOuposan usopepmentr CYP3A4. Teoperndecku 3TO MOKET
NPUBECTH K yBeNHUYeHUIO dkcrmozunuu cyocrpatoB CYP3A4, mostoMy ciemyer coOiroaarh
OCTOPOKHOCTh TIpH mnpuMeHeHun cyoctpatoB CYP3A4 ¢ y3kuM TepameBTHYECKUM OKHOM.
DdaBupens MoxkeT ObITh HHAYKTOpOM H30odhepmernToB CYP2C19 u CYP2CY, oxnako in vitro
TaKke HaOMI0NaNoCh WHTMOMpPOBAaHUE JAaHHBIX u30QepMmeHToB. Jlo KkoHma a3ddexr,
HaOJr01aeMBbIi TIPH OJTHOBPEMEHHOM NPUMEHEHHHU 3(haBUPEH3a C COEAMHEHUSMH-CyOCTpaTaMu
JaHHBIX H30(epMEHTOB, HE sAceH (cM. pa3nen «DapMakoIOrHUecKHe CBONCTBa», MOJApa3fel
«DapmakoKUHETHKa»). DKCHo3uius 3(haBUpPeH3a MOXKET YBEIMUYUTHCS MPH NPUMEHEHUU
mnpernapara OJHOBPEMEHHO C HEKOTOPBIMU JIEKAPCTBEHHBIMU IpenaparaMu (Harpumep,
PUTOHABUPOM) WIM MUILEBBIMU IPOAYKTAMU (HAIIPUMEpP, C TPEHIPPYTOBBIM COKOM), KOTOPbIE
uHruoupyrot nzopepmentsl CYP3A4 unu CYP2B6. Ilpenaparsl Ha ocHOBe dKcTpakTa [ MHKTO
bunoba, KoTopbsle WHAYUUPYIOT JaHHBIE H30(EPMEHTHI, MOTYT MPHUBOJAUTH K CHIKEHUIO
KOHLEHTpaluu 3(paBUpeH3a B IJ1a3Me KPOBH.

HDOTI/IBOHOKaZ%aHHaﬂ KOM6I/IHI/IDOBaHHa$I TCpaluia

O¢daBupeH3 MNPOTUBOINIOKA3aHO IPUHUMATh OJHOBPEMEHHO C TeppEeHaJUHOM, ACTEMH30JIOM,
U3aNPUI0M, MU030J1aMOM, TPU30JIAaMOM, ITUMO3UI0M, OCTIPUANUIIOM U aJIKAIONIaMH CIIOPBIHBU
(Hampumep, 3proTamMuH, AUTHAPOIPrOTAMUH, SPrOHOBHUH MM METUJIIPrOHOBUH), MOCKOJIBKY
KOHKYpEHTHOE B3aumojieiicTBue s¢aBupenza ¢ uzopepmeHTom CYP3A4 MoxkeT mpuUBECTH K
NOJABJIIEHUI0 MeTa0oMu3Ma JaHHBIX [pernaparoB W  MOSBJICHUIO MPENNOCBUIOK IS
BO3HUKHOBEHUS CEPbE3HBIX W/WIM YIPOXKAIOIIMX >KU3HU HEXeNaTelIbHbIX SIBJICHUH (Hampumep,
CepJIeYHON apUTMUH, IJTUTEIHOTO CETaTUBHOTO 3(PeKTa WM yTHETEHUS IbIXaHus) (CM. pa3zen
«IIpoTHBOIIOKa3aHU»).

3eepobotii npoovipsisnennviii (Hypericum perforatum)

[TaumenTsl, npuHMMarOUIMe >(aBUpPeH3, HE JJOJDKHBI NPUHUMATh MpenapaThl/MPOAYKTHI,
coJiepskalire 3Bepoooit mpoabIpsiBieHHbIN. KoHnenTpanus 3gaBupensa B 1ia3mMe KpoBU MOXKET
CHU)KATbCs IIPU OJJTHOBPEMEHHOM MPUMEHEHUHU CO 3BEpO00EM MPOABIPSIBICHHBIM, TOCKOJIBKY OH
BBI3BIBACT MHIYKIIMIO ()EPMEHTOB H/UIIU TPAHCIIOPTHBIX OEJNKOB, OTBETCTBEHHBIX 32 META00JIN3M
JIEKapCTBEHHBIX cpelcTB. Ecnu maiueHT yxe NpUHUMAaeT MpenapaTrhl/IIPOAYKThI, COAEpIKallnie
3Bepo00il MPOJBIPSABICHHBIA, TO TNPUMEHEHHE IIOCIEIHEr0 CIEAYyeT OTMEHUTh, IMPOBEPUTH

KOHIEHTPALUIO BUpPYyca B KPOBH M, €CIM 3TO BO3MOXKHO, KOHIIEHTpaIUio 3(aBUpeH3a B KPOBHU.
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[Tocie oTMEHBI mMpemapaToOB/POAYKTOB,  COACpPIKAIIUX  3BEpOOOH  TPOJBIPSBICHHBIM,
KOHIIGHTpalusi 3(aBUpeH3a MOXET IOBBICUTbCA M TOTAa MOTPeOyeTcs KOPPeKUHUs 03bI
sdaBupen3a. Biumsuue 3Bepo00si MPOIBIPSABICHHOrO, CBS3aHHOE C HMHIYKIHMEH (epMEHTOB,
MOJKET COXpaHAThCS B TEUEHHWE HE MEHee 2 HeNeNlb Iocie €ro OTMEHbl (CM. pasjaen
«IIpoTHBOIIOKa3aHU).

Ilpenapamul, evizvisarowue yonunenue unmepeana QTc

[IpoTuBONOKa3aH OJHOBPEMEHHBIH TpUeM 3(aBUpeH3a M NPEnapaToB, KOTOPHIC BBI3BIBAIOT
yanHeHue uatepBana QTc u MOryT NpuBOAUTh K BOBHUKHOBEHUIO JKEJTYA0YKOBOM TaXUKapAUH
o TUIly «nupy3T». K TakuM mpenapataM OTHOCATCSA: aHTUAPUTMHUYECKHUE IpenapaThl KJIacCoB
IA u III; HeliponenTukH, aHTUACTIPECCAHTHI; HEKOTOPbIE aHTUOWOTHUKH, BKJIIOYAs MpPENapatsl,
OTHOCAIIMECS K CIEOYIOUMM KiaccaM: MakKpoJHIbl, (DTOPXMHOJOHBI, MPOTUBOTPHUOKOBBIC
npenaparsl IPOU3BOAHBIE UMH/1a30J1a U TPUA30J1a; HEKOTOPbIE HECEAATUBHBIE AHTUTUCTAMUHHbBIE
npenaparsl (Tepdenanus, acTeMu3odn); HU3anpuI; (baexanHu; HEKOTOpbIE
IIPOTUBOMAJIIpUITHBIE TIPENapaThl; METaI0H (cM. pasnen «I[IpoTuBonokazanus»).
I'pazonpesup/s>noaceup

OnHOBpeMEHHBIA TIPUEM C T'Pa3oNpeBUPOM/310aCBUPOM MPOTUBOMOKA3aH, MOTOMY YTO MOXKET
NPUBECTH K TOTEpPEe BHUPYCOJOTHYECKOW aKTHBHOCTH TIpaszolpeBupa/snbdacBupa (cM. paszien
«IIpoTHBOIIOKa3aHUAN).

JIpyrue B3auMOJIENCTBUSI

BzaumopeiictBuss Mexay ddaBupeHzoMm u uHruoOutopamu npoteassl BUY, npyrumu
AHTUPETPOBUPYCHBIMH TpenapaTaMu, MIOMUMO MHTHOUTOpPOB mpoTeassl BUY, a Takke Mexmy
7(haBUPEH30M W  JIEKAPCTBEHHBIMM  TIpermaparaMd, HE  OTHOCAIIMMHCS K  TpyIIe
AHTUPETPOBUPYCHBIX MpeEnapaToB, yKa3aHbl B IMPUBEICHHON HIDKE Tabmuie 2. YBelIndeHue
3HAUEHUsl TOKa3aTeNsi 0003HAYaeTCsl CTPENKOM «71», YMEHbIIEHHWE 3HAYEHHS — CTPENIKOU «|»,
€CJIM TIOKa3aTellb OCTaeTcsi 0e3 M3MEHEHHM — CTPENKOM «<«>»; €CIH TpermapaT BBOAMWICSA uepe3
Kakaple 8 wim 12 4vacoB, TO 3TO oOo3HauyaeTcs Kak «k8u» wmiam «kl12u». 90% wm 95 %
JIOBEPUTEIIbHBIC HMHTEPBAJBI MPEJICTABICHBI B CKOOKax, eciu mnpuMeHuMo. OOBIYHO
WCCIICIOBaHMSI TPOBOJIWINCH Ha 3J0POBBIX JTOOPOBOJBIAX, €CIHM TOJBKO CIEMUANTbHO HE
oroBapuBaeTcs Apyras uHpopmarms.

Tabnuna 2. BzaumozeictBust Mexay 3(paBUpPEH30M U APYTUMU JIEKApCTBEHHBIMH CPEICTBAMU

JlekapcTBEHHBIE MpENapaThl, pa3aeICHHbIE BrnusiHue Ha KOHIEHTPALMIO Mpernapara B
o apMakoTeparneBTUYECKUM TpyTIam CBIBOPOTKE.
(mo3a) Cpennee nzmenenue 3nadeHuiit AUC, Cmax, Cmin

(%) m noBepuTEIHLHBIC HHTEPBAJIBI, €CITN

MPUMEHUMO" (MEXaHU3M)
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I[TPOTUBOMUMKPOBHBIE ITPEITAPATDBI

AHTHPETPOBHPYCHBIE JTeKAPCTBEHHbIE CPeACTBA

Hneubumopol npomeasvr BUY

ArazanaBup/putonasup/adasupens (400
mr 1 pa3 B cytku/100 mr 1 pa3 B cytkun/600
mr 1

pa3 B CYTKHM, BCe Ipernaparbl

MPUHUMAJIUCH BO BpEMs MpreMa MHILH).

ATazanaBup (1mocie noyaHs):
AUC: «* (ot |9 no 110)
Cmax: 117 %* (ot 18 mo 127)
Cmin: 142 %* (ot |31 1o |51)

ArazanaBup/putonasup/adasupens (400
mr 1 pa3 B cytkn/200 mr 1 pa3 B cytkn/600
mr 1

pa3 B CYTKHM, BCe Ipernaparbl

MPUHUMAJIUCH BO BpEMs MpreMa MHILHN).

ATazanaBup (1mocie noyaHs):
AUC: «&*/** (o1 |10 o 126)
Cmax: «*/** (o1 |5 10 126)
Cmin: 112 %*/** (ot |16 0o 149)
(uanykuus CYP3A4)

*  mnpu cpaBHeHMM C  aTtazaHaBupoM 300
mr/putoHaBupoM 100 mMr 1 pa3 B cyTku Beuepom
Chmin

aTa3aHaBupa MOKET OTPULATCILHO BJIMATH HaA

0e3  adaBupeHza. Takoe  CHHXKEHHE

3¢ GEKTUBHOCTH aTa3aHaBUPA.

**0CHOBAHO Ha HCTOPHUYCCKOM CpABHCHHMH.

OI[HOBpeMeHHOC IIPUMCHCHUC 3(1)aBI/IpeH33 C aTa3aHaBI/Ip0M/pI/ITOHaBI/IpOM HCE PCKOMCHIAYCTCA.

Ecim TpeOyercss omHOBpeMEHHOE mpuMeHeHHe atasaHaBupa c¢ HHUOT,

HEO0O0X0 MO

paccMOTpETh 1es1eco00pa3HOCTh YBETUYEHUs J03bl aTazaHaBupa 10 400 Mr u puTOHaABHpA 110

200 Mr, B koOMOMHamuu C 3(aBUPEH30M, C O0OEcleYeHHUEeM TIIATENFHOTO KIMHUYECKOTO

MOHUTOPHHTA.

Hapynasup/putonaBup/sdasupens (300
mr 2 pasza B cytku*/100 mr 2 pasa B
cyTkn/600 Mr 1 pa3 B CyTKn)

*  HMXKEe  PEKOMEHJIOBAaHHOM  JO03Bl.
[TomoOHBIE pe3yNbTaThl OXKHUIAIOTCS U TIPU

MNPUMCHCHHUHN B PCKOMCHAOBAHHBIX J103aX.

JapyHaBup:

AUC: |13 %

Cmin: |31 %

Cmax: |15 %

(uanykuus CYP3A4)
Ddasupens:

AUC: 121 %

Cmin: 117 %

Cmax: 115 %
(uarubuposanue CYP3A4)

OnHoBpeMeHHbIH npueM 3¢aBupensa u napyHasupa/puronasupa (800 mr/100 mr 1 pa3 B cyTku)
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MOXET IpUBeCTU K CHIKeHHIO Cmin JapyHaBupa. Eciu sdaBupeH3 HeoOX0IUMO HMPUMEHSThH
OHOBPEMEHHO  C  JapyHaBUPOM/PUTOHABUPOM,  CIEAyeT  TNPUMEHATh  KOMOHMHAIUIO
napyHnapup/putonaBup B pexkume 600 mr/100 mr 2 pasa B cyTku. OJIHaKO TaKyr0 KOMOWHAITHIO
clelyeT Ha3HauyaTh C OCTOPOKHOCTHIO. CM. MHCTPYKUHUIO MO MEIUIUHCKOMY MPUMEHEHUIO

napyHaBupa/puToHaBupa. CM. TaKke HIDKE HHPOPMAIUIO TI0 PUTOHABHUDY .

®docamnpenaBup/puToHaBup/3HaBUpeH3 Knuanueckn 3HauuMOro (GpapMakOKHHETHYECKOTO
(700 mr 2 pa3a B cytkn/100 mMr 2 pasza B | B3aMMOJICUCTBHS HE BBISBICHO.

cyTkn/600 Mr 1 pa3 B CyTKH).

Koppekiust 10361 HU OJTHOTO U3 3TUX JICKAPCTBEHHBIX CPeACTB He TpeOdyercs. CM. TakxKe HUXKE

WH(OPMAIIHIO [0 PUTOHABUPY.

®docamnpenaBup/HenpuHaBup/shaBuper3 | BzauMopeicTBrue He U3y4alioCh.

Koppekiius 10361 HM OJJTHOTO U3 3TUX JICKAPCTBEHHBIX CPEICTB HE TpeOyeTcs.

®docamnpenaBup/cakBUHaBUp/>paBupeH3 | BzaumoneiicTBue He N3ydanoch.

Hcnonp3oBanne Takoi KOM6I/IHaHI/II/I HEC PCKOMCHAYCTC, IIOCKOJIbBKY OXHNAACTCA 3HAYUMOC

CHI)KEHHE HKCIIO3UIIUN 000UX HHTUOUTOPOB MpoTeazsl BUY.

Wupunasup/s¢haBupeHs Nununasup:
(800 mr x84/ 200 mr 1 pa3 B cyTkn). AUC: |31 % (ot |8 no |47)
Cmin: l40 0/0

CxomHOe CHW)KEHHE OKCHO3HWIMU WHIAMHABUPA
HAOMIOAAIoOCh B COyYasX, KOTAa WHIMHABUD
(1000 mr x84) BBOAWJICS B KOMOWHAIIMH C
s¢asupen3om (600 mr 1 pa3 B cyTkH).

(uanykuus CYP3A4).

Ddasupens:

Knuanueckn 3HaunMoro (papMakOKHHETHYECKOTO

B3aHMOJICHCTBUS HE Ha6moz[an005.

WnauHaBup/puToHaBUp/3paBupeH3 WNunnHaBup:

(800 mr 2 pa3za B cytku/100 mr 2 pasa B | AUC: |25 % (ot |16 1o |32)°

cyTtku/600 Mr 1 pa3 B CyTKH). Cmax: |17 % (o1 |6 10 [26)°
Chmin: 150 % (ot |40 mo |59)°
Ddasupens:

Knnanyeckn 3HauMMOro B3aMMOJEHCTBHUS HE

Ha0JIIO JAJIOCh.

CpenHee reoOMCTPpHUICCKOC 3HA4YCHHUC Chin
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uanHasupa (0,33 Mr/ia) mpu ero mpUMEHEHHH B
KOMOMHAIIMM C PHUTOHABUPOM U 3(aBUPEH30M
Obl10 OOJBINIE, YEeM TpPH €ro MNPUMCHCHHH B
kadectBe MoHoTepanuu 1mo 800 mr k84 (Cmin 0,15
Mmr/n). Y mainueHtoB, nauippoBanusix BUY-1 (n
= 6), nokazarenu (apMaKOKMHETUKH HHIUHABHPA
u 3(daBupeH3a OOBIYHO OBUIM COMOCTaBUMBI C

TaKOBBIMH Y HEMH(PHUIIMPOBAHHBIX TOOPOBOJIBIIEB.

XOoTs KJIMHMYECKash 3HAYUMOCTh CHUKEHUS KOHLIEHTpAllUM HWHJMHABHpPAa HE YCTaHOBJICHA,
HabOmoaBIeecs: papMakKOKHHETUYECKOE B3aUMOJICHCTBUE JOKHO MPUHUMATHLCS BO BHUMaHHUE
npu BBIOOpPE pEXMMa Tepanmuy, BKIIOYAOLIETO OJHOBpPEMEHHO 7(aBUpPEH3 UM WHIAMHABHP.
Koppekuust no3e1 3¢daBupeHsa He TpeOyeTcsi, ecld OH Ha3HayaeTcs ¢ HHAWHABUPOM WM C

I/IHI{I/IHaBI/IpOM/pI/ITOHaBI/IpOM. CM. TaKKe HHKE CBCACHUA 110 PUTOHABUPY.

JlonuHaBUp/pUTOHABUD B msarkux | CymiecTBeHHOE CHIKCHUE AKCHO3ULIMU
Kancyjlax Wid B pacTBOpe I IIpUeMa | JOIMHAaBHUpa.

BHYTpb/3(haBUpeH3.

IIpn 01HOBPEMEHHOM Ha3HA4YE€HHM C 3()AaBUPEH30M CIEAYET PAaCCMOTPETh LEIeCO00Pa3HOCTh
YBEJIMYEHUS J103 JIONMHABUPA U PUTOHABHPA B MATKUX KarcyjaX WU B pacTBOpe AJis Ipuema
BHYTpb Ha 33 % (mo 4 karcyinsl/okosio 6,5 mi 2 pa3a B CyTKM BMecTo 3 Karcyi/5 mia 2 pasa B
cytkn). OnHako cienyer coOlroaTh OCTOPOXKHOCTb, MOCKOJbKY Takas KOPPEKLUsS J03bl Ul

HCKOTOPBIX MAUCHTOB MOXKET OKa3aThbCs HCI[OCT&TO‘IHO?I.

JlonuHaBup/putoHaBup B  Tabinerkax/ | KoHueHTpaluu J0NMHABHpa:

adaBupeH3 130-40 %

(400/100 mr 2 paza B cytkn/600 mr 1 pa3 B | KoHlleHTpanuu JoNMUHABUpPA CXOJHBI C TAaKOBBIMHU
CYTKH), IpyU TNPUMEHEHUH JIONMHABHPA/PUTOHABUpA 10
(500/125 mr 2 paza B cytku/600 mr 1 pa3 B | 400/100 mr 2 pa3a B cyTku 0e3 r(paBupeHsa.

CYTKH).

Jlo3a monuHaBHUpa U pUTOHABHUpA B TaOJETKax MO/ KHA ObITh yBenudeHa 10 S00/125 mr 2 paza B
CYTKH TIpU OJHOBpeMEHHOM mpumMeHeHHH ¢ 3¢daBupenzom 600 mr 1 pa3 B cytku. Cm. Takxe

HIDKE MHPOPMAIIUIO TI0 pUTOHABUDY.

Hendunasup/sahasupens Hendunasup:

(750 mr k84/600 mr 1 pa3 B cyTKn). AUC: 120 % (ot 18 no 134)
Cmax: 121 % (ot 110 1m0 133)
Jannas KOMOHWHAIIHS 00OBIYHO XOpOIIO
MIEPEHOCUTCH.
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Koppekiust 10361 HU OJTHOTO U3 ATUX JIEKAPCTBEHHBIX CPEICTB HE TpeOyeTcs.

PurtonaBup/aaBupens
(500 mr 2 paza B cytkun/600 mr 1 pa3 B

CYTKH).

PuronaBup:

AUC ytpom: 118 % (16-133)

AUC Beuepom: <>

Cmax yTpoMm: 124 % (112-138)

Cmax BEeUepoM: <>

Cmin yTpoM: 142 % (19-186)°

Cmin BeuepoM: 124 % (13-150)°

DdaBupens:

AUC: 121 % (110-134)

Cmax: 114 % (14-126)

Cmin: 125 % (17-146)°

(uHTHOMpOBaHME CYP-onocpenoBaHHOro
OKHCITUTEIHHOTO METa00IN3MA).

I[Ipu mnpueme »5daBupeHza B KOMOMHALIMU C
putonaBupoMm 1o 500 mr miam 600 mr 2 pasa B
CYTKH TI€PEHOCHMOCTb ObllIa HU3KOW (Hampumep,
HaOJIOAATTNCh TOJIOBOKPY’KEHUE, TOILIHOTA,
napecresus, MOBBILICHHE aKTUBHOCTH
«TICYCHOYHBIX» (PEPMEHTOB).

JloctaTouHble  JaHHBIE O  MEPEHOCUMOCTH
s¢aBuUpeH3a B KOMOHMHAIlMM C PUTOHABHPOM B
HU3KKUX go3ax (mo 100 mr 1 umm 2 pa3za B CyTKH)

OTCYTCTBYIOT.

[Ipu Ha3HaueHuW »>(]aBUpeH3a ¢ PUTOHABUPOM B HHU3KHUX J103aX CJEAYyEeT YUHUTHIBATh

BO3MOXHOCTb YBCIIMYCHUA YaCTOTbI CBA3AHHBIX C B(i)aBI/IpeHSOM HeXeJIaTeJIbHBIX SBJICHUH

BCJIICACTBHUEC BO3MOXKHOI'O (l)apMaKOI[I/IHaMI/I"IeCKOl"O B3aHMOJICHCTBUS.

CakBHHaBUP/pUTOHABUP/3(aBUPEH3

BzaumopeincTeue He U3y4anocs.

OTCYTCTBYIOT JaHHBIC, ITO3BOJIAIONINEC pa3pa60TaTL PEKOMEHAAINU IO PCKUMY JO3UPOBAHUS.

CM. Takke Bbllle MHPOpMAIMIO N0 puToHaBUpy. IIpuMeHeHne s¢aBupeH3a B KOMOMHAIUU C

CAaKBUHABUPOM B Ka4Y€CTBC CAUHCTBCHHOI'O I/IHFI/I6I/ITOpa MMpOTCAa3bI BHY ne PCKOMCHAYCTCA.

Anmazonucmsi xemoxunogvix peyenmopog CCRS

Mapasupox/>haBupen3
(100 mr 2 paza B cyTku/600 mr 1 pa3

B CYTKH).

Mapasunpoxk:
AUC12: |45 %(|38-]51)
Cmax: |51 % ({37-162)
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Konnenrpauuss s¢aBupeHza He H3MeEpsUIach,

B3aUMOJICVICTBUE HE OKUIAETCH.

CwMm. HHCTPYKIHHU 10 MCIUIIUHCKOMY IIPUMCHCHHIO JICKAPCTBCHHBIX CPEACTB, B COCTAaB KOTOPBIX

BXOJIHUT MapaBUPOK.

Hneubumopwr unmezpazvt BUY

PanrerpaBup/>dasupens

(400 Mr ogHOKpaTHas 103a/-).

Panrerpasup:

AUC12: [36 %

Cr2: |21 %

Cmax: |36 %

(maaykius pepmenta YID-I'T1AL)

Koppekuust 10361 panterpaBupa He TpeOyeTcs.

Jlexapcmeennvie cpeocmea us epynn HUOT u HHUOT

HUOT/>¢paBupen3

WccnenoBanus B3auMoaeWcTBUi 3¢aBupeH3a U
npenaparoB u3 rpynnsl HUOT He npoBoaumuce,
3a UCKIIIOYCHUEM B3aUMOJCUCTBUI c
JTaMUBYIWHOM, 3WJOBYJMHOM H  TEHO(pOBHpA
TU30TPOKCHI PyMapaTom.

KinHuyeckn 3HauMMble  B3aMMOJCHCTBUS — HE
IIPEIIoIIararTCs, IIOCKOJIBKY MeTaboI13M
JEeKapCTBEHHbIX cpeactB w3 rpynnel  HUOT
MIPOTEKAET MyTSMH, OTIMYHBIMH OT TaKOBBIX JJIS
s¢aBUpeH3a, U MaJOBEpOSTHO, YTO OHH OydyT
KOHKypHpoBaTb 3@ OAHM WU  Te  XKe
MeTaboIU3UPYIOLINe depMeHTHl | yTH

BBIBC/ICHUA.

KOppeKI_II/I}I AO03bl HU OAHOTO U3 JaHHBIX JICKAPCTBCHHBIX CPEIACTB HE Tpe6yeTc51.

HHUOT/>¢paBupen3

BzaumopeiicTBre HE N3y4aocCh.

[Tockonpky npumenenue asyx HHHMOT He obecrneumBaeT mpeuMyllecTBa C TOUKH 3pEHUS

3(1)(1)CKTI/IBHOCTI/I )51 6630H3.CHOCTI/I, OIHOBPCMCHHOC IIPUMCHCHHUC B(I)aBI/IpeH?»a u apyroro

cpeactBa u3 rpyninsl HHUOT He pexomenayercs.

Jlexapcmeennvie cpeocmea npomug supyca cenamuma C

Bonenpesup/>paBupens
(800 mr 3 pasa B cytku/600 mr 1 pa3 B

CYTKH).

bouenpesup:
AUC: & 19 %*
Cmax: <> 8%
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Chmin: 144 %

D¢aBupens:

AUC: & 20 %*

Cmax: <11 %

Cmin: 112 % ({24 %-11 %)

(manykius CYP3A Bausier Ha 6o1ienpeBup)

*0-8 u.

OrcyrctBue  3ddekta («>)  COOTBETCTBYET
YMEHBIICHUIO CPEIHEr0 COOTHOLICHHsS HE Oolee

yeMm Ha 20 % wunm yBenwueHHIO He Ooyee yeM Ha

25 %.

Knnandeckas 3Ha4YMMOCTD YMCHBIICHHUA KOHHOCHTpALUU 6ouenpeBHpa B IINIa3ME€ KpPOBHU HC

yCTaHOBJICHA.

TenanpeBup/s¢paBupeHs

(1125 mr k84/600 mr 1 pa3 B cyTKn).

Tenanpesup (otHocuTenbHO 750 Mr K84):
AUC: |18 % (|8-127)

Cmax: 114 % (13-]24)

Cmin: 125 % (| 14-]34)

DdaBupens:

AUC: |18 % (]10-26)

Cmax: 124 % (115-132)

Cmin: 110 % (11-119)

(uaaykius uzodepmenta CYP3A4)

HpI/I COBMCCTHOM INPUMCHCHHU TCIIAIIPEBUPA U 3(1)aBI/IpeH3a PCKOMCHAYCTCA YBCIUYUTH OO3Y

Tenanpesupa 10 1125 mr k8.

Cumenpesup/>paBupeHs
(150 mr 1 pa3 B cyrkun/600 mr 1 pa3 B

CYTKH).

CumernpeBup:

AUC: |71 % (]67-]74)
Cmax: 151 % (]46-]156)
Cmin: 191 % (188-192)
Ddasupens:

AUC: &

Crmax: <>

Chin: <>

(uanykuus CYP3A4)

OIIHOBpCMCHHLIfI npueMm CUMCeIIpeBUpa € 3(1)aBHpeH30M MNPUBOAUT K CYHICCTBCHHOMY CHUKCHUTIO

KOHIIGHTpallul cUMenpeBupa B Iuiazme Beiaenactsue uuHaykuun CYP3A4 sdaBupensom, uto
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MOYET MPUBECTH K IMOTEpe TeparneBTHIecKoro s ¢pexra cumenpeBrupa. CoBMeCTHOE MPUMEHEHNE

CHMeTIpeBHpa 1 d(aBUpeH3a HE PEKOMEHTYETCS.

I'paszonpeBup/>10acBup I'pazomnpeBup:
AUC: |83 %
Cmax: 187 %
DnbacBup:
AUC: |54 %
Cmax: 145 %

OnHOBpEeMEHHBI TIPUEM C TPa30NMPEBUPOM/310aCBUPOM MPOTUBOMOKA3aH, MOTOMY YTO MOXKET
OPUBECTH K TOTepe BHUPYCOJIOTMYECKOH aKTUBHOCTH TIpa3ompeBHpa/sndacBupa M3-3a
3HAYUTENIbHOTO CHW)KEHMSI KOHIIGHTpAallMM B IIJJa3Me KpPOBU TIpa3olpeBUpa U 3I0acBHpa,
BciencTBue MHIyKuu 3¢haBupen3om uzopepmenta CYP3A4 unu P-gp (ans nomoiaHUTENbHOU

UHGOPMALIUK CM. HHCTPYKIIMIO 110 MEIUIIMHCKOMY ITPUMEHEHHIO TPa3oIpeBUpa/310acBupa).

Benmaracsup/codocoyBup Benmaracsup:
Bennaracsup/Bokcunanpesup/copocoysup | AUC: |53 %
Cmax: 147 %
Cmin: |57 %
Codocoysup:
Cmax: 138 %
[Ipennonaraercs:

| Bokcunanpesup

[Ipu coBMecCTHOM MpUMEHEHHHM TeHO(OBUpPa IAU3OMPOKCUIA/IMTPULIUTAONHA/3(haBUpEH3a C
BEJINAaTacBUPOM/coPpocOyBUPOM OBbLIO TMOKa3aHO 3HAUYUTENIBHOE CHIDKEHHE KOHIEHTpaluu B
IUIa3Me KpOBH BeJaTacBUpa BCIEACTBUE MHAYKIMHU 3(daBupen3om nzopepmenta CYP3 A4, uro
MOKET TPUBECTH K TIOTepe TepameBTHYecKkoro 3¢ddexra BenmatacBupa. Oxupaercs
AQHAJIOTUYHOE CHIDKEHHE KOHIEHTpAIlMd B IUIa3Me€ KpOBH BOKcwianpeBupa. CoBMeCTHOE
IIPUMEHEHNE sdaBupeH3a C BEJINaTacBUPOM/cOPpocOyBUPOM WIH c
BEJINaTaCBUPOM/BOKCHIIAIIPEBUPOM/COPOCOYBUPOM HE PEKOMEHIyeTcsl (JUIsl JOMOJIHUTENIbHON
uH(pOpMAIMK CM. HHCTPYKIIMIO 110 MEAUIIMHCKOMY MPUMEHEHHIO BelamnaTacBupa/codocOyBupa u

BeJIMaTacBUpa/BOKCHIapeBupa/coocOyBupa).

['nexanpeBup/mubpeHTacBUp lI'nekanpesup

|IIubpenTtacBup

OpnHoBpeMEeHHBI IpHeM  IJeKanpeBUpa/muOpeHTacBupa ¢ 3(aBUPEH30M MNPUBOIUT K
CYLIECTBEHHOMY CHUKCHHIO KOHIIEHTpallUu TJIeKanpeBUpa/MuOpeHTacBUpa B IJIa3Me, 4YTO

MOXKCET IIPUBCCTH K TMOTECPEC TCPAIICBTHYCCKOI'O 3(p(I)CKTa. CoBMeCTHOE MMPUMCHCHUC
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rJIeKanpeBupa/mudpeHTaceupa ¥ 3¢paBUpeH3a HE peKOMEHAyeTcs (A7 JIOMOJHUTEIbHOM

uHpopMaun CM. HUHCTPYKIUIO

riieKanpeBupa/muopeHTacBHupa).

1o MCIUITUHCKOMY MNPUMCHCHUTIO

AHTHOMOTHKH

AsutrpomunuH/3(haBupeH3
(600 mr B Buze oxHOKpaTHOH 10361/400 Mr

1 pa3 B CyTKH).

Knuanueckn 3HaunMoro (papmMakOKHMHETHYECKOTO

BSaHMOHeﬁCTBI/IH HC BBISIBJICHO.

KOppeKL[I/IH J03bI HU OJHOI'O U3 JaHHBIX JICK

apCTBEHHBIX CPEJICTB HE TpedyeTcsl.

Knaputpomuninn/>dasupens

(500 mr k124/400 mr 1 pa3 B CyTKH).

Kiraputpomunus:

AUC: |39 % (130-146)

Cmax: 126 % (] 15-]135)
14-runpokcuMeTadoIUT KIAPUTPOMHUIIMHA:
AUC: 134 % (118-/53)

Cmax: 149 % (132-169)

DdaBupens:

AUC: &

Cmax: T11 % (13-119)

(uanykuus CYP3A4)

HaOJIFO1AJ1aCh 46 %

Koxnas CBIIb

y

HEMH(PHUIINPOBAHHBIX J0OpOBOJIBLIEB,

OJTHOBPEMEHHO MPUHUMABIIUX 3(aBUPEH3 W

KIIAPUTPOMHINH.

KnuHndeckas 3HaYMMOCTh HM3MCHCHUI KOHILOCHTpAUKU KIIApUTPOMHUIMHA B IIIA3MC KPOBHU HE

YCTaHOBJICHA. Bwmecro KIIapuTpoOMUIIMHa CJICAYCT PACCMOTPETH BO3MOXHOCTH IPUMCHCHUA

JIPYroro aHTUOMOTHKA, HApUMeEp, azutpomuiimHa. Koppekius 10361 23haBupensa He TpedyeTcs.

AHTUOUOTUKHU u3

Hpyrue

MaKpoJIUJOB (HampuMep, SPUTPOMHIIMH)/

TpYTIIBI

a(aBUpeH3

BzaumopeincTeue He U3y4anocs.

OTCyTCTBYIOT 1aHHBIE, TO3BOJISIOIINE pa3pa

00TaTh pEKOMEHAALINHU IO PEXKUMY J03UPOBAHMSL.

IIporuBoTYOCpKYyIe3HBIC TeKAPCTBEHHbIE

cpencTBa

Pudabytun/>haBupens
(300 mr 1 pa3 B cyrku/600 mMr 1 pa3 B

CYTKH).

Pudabytun:

AUC: |38 % (]28-147)
Cmax: 132 % (|15-146)
Chmin: 145 % ({31-]56)
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D¢aBupens:

AUC: <

Crax: <>

Cmin: 112 % (124-11)
(manykus CYP3A4)

Cyrounass nmo3a pudalbyruHa pomkHa ObITh yBenwmdeHa Ha 50 %, ecnu TUIaHUpYeTCs
OJTHOBPEMEHHOE NMpHMEHEHHUE ¢ dpaBupeH3oM. ClieyeT Takke pacCMOTPETh LEeIeCO00pa3HOCTb
yIBoeHUsl 103bl pudabyTnHa mpu npuMeHeHHH pudalOyTuHa 2 Wi 3 pa3a B HEJCIIO B
KoMOuHarmu ¢ 3¢paBupenzom. Knmundeckuit 3GpQexT Takod KOppeKIuH 1036l He n3ydeH. Ilpu
KOPPEeKIIMH JI03bl TaKXKE CIEAyeT YYUTHIBATh HWHAWBUAYAIbHYIO IEPEHOCUMOCTh U

BUpycoJloruueckuid  oTBeT (cM. paszpen «Ddapmakoiiornyeckue CBOMCTBa», monpas3zen

«DapMaKOKUHETHKAY ).

Pudamnmmmn/>dpasupen3 D¢aBupens:

(600 mr 1 pa3 B cyrkn/600 mr 1 pa3 B | AUC: |26 % (| 15-/36)
CYTKH). Cmax: 120 % (] 11-]28)

Chmin: 132 % (|15-146)
(manykiust CYP3A4 u CYP2B6)

Ecnu adaBupen3 npuMeHsieTcss OHOBPEMEHHO ¢ pU(DaMIUIIMHOM Yy MAIIEHTOB C MAacCOW Tea
50 kr u Gonee, CyTOUHYIO 103y 3daBupeH3a cienyer yBeauduTsb 10 800 mr, yToObl 0OecnednTh
9KCHO3MIIMIO, CXOJIHYIO C TAKOBOHM NpHU NMpUMEHEHUM 3(haBUpeH3a B cyTouHOU ao3e 600 mr 6e3
pudamnunuHa. Knuauueckuit 3pdexT Takoil Koppekuuu 03bl 10 CUX MOop He u3ydeH. [lpu
KOPPEKLIMH J03bl TaKkXke CIeAyeT YYMTHIBaTh HHIMBUIYAIbHYIO [E€PEHOCUMOCTb U
BUpycoJoruyeckuii orser (cM. pasznen «®dapmakonoruyeckue CBOMCTBay, MoOApasjeln

«®apmakokuHeTHKa»). Koppekiust 10361 pudamnuirHa He TpedyeTcs.

IIpoTruBorpudKoBbIe JieKapCTBEHHbIE CPEACTBA

Wtpakonazon/adasupens Wtpakonasomn:

(200 mr k124/600 mr 1 pa3 B cyTKH). AUC: |39 % (]21-]53)

Cmax: 137 % (120-|51)

Chmin: 144 % (127-158)

(cHMXeHue KOHIIEHTpaLUi UTpaKoOHa30Ja
Benenacraue uHaykun CYP3A4)
I'mppoxcunutpakoHasod:

AUC: |37 % (]14-]55)

Cmax: 135 % (112-]52)

Chmin: 143 % (] 18-160)
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D¢aBupens:

He BbIABIIEHO KIIMHUYECKU 3HAUUMBIX U3MEHEHUH.

HOCKOHBKy HEJIb341 BBIpa60TaTB PEKOMEHAAIUKU II0 PEXKHUMY JO3HMPOBAHUA HMTPAKOHA30J1a,

CIICAYyEeT pacCMOTPETh BO3MOXKHOCTb IIPUMCHCHHA aJIbTCPHATHBHBIX HpOTI/IBOFpI/I6KOBBIX

JICKApPCTBCHHLIX CPCACTB.

[Tozakonazoin/>¢paBupens

-/400 mr 1 pa3 B CyTKH.

Ilo3akonazomn:
AUC: |50 %
Cmax: l,45 %

(uanykuus Y J®-rmoKypOHUPOBaHHUS)

CJ'IGI[yeT H30erath OAHOBPEMCHHOI'O IPHMMCHCHHS I103aKOHA30J1a U 3(1)aBI/IpCH33, €CJIN TOJIBKO

oXXngacmas 1oJib3a AJid IManreHTa HE IPEBBIIIACT BO3MOKHBIN PHUCK.

Bopukonazon/>dasupen3 Bopukonazom:
(200 mr 2 paza B cytkn/400 mr 1 pa3 B | AUC: |77 %
CYTKH). Cmax: 161 %
DdaBupens:
AUC: 144 %
Cmax: 138 %
Bopuxonazon/apaBupens Bopukonazon:

(400 mr 2 paza B cytku/300 mr 1 pa3 B

CYTKH).

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

Cmax: 123 % (| 1-153)*

Ddasupens:

AUC: 117 % (16-129)**

Crmax: «>**

* mo cpaBHeHuto ¢ 200 mMr 2 pa3a B CyTKH Ipu
MPUMEHEHUH B MOHOTEPAITHH.

** mo cpaBHeHuto ¢ 600 Mr 1 pa3 B cyTku mnpu
NPUMEHEHUH B MOHOTepanuu (KOHKYpEHTHOE

MHTMOMPOBAHUE OKUCIUTEIBLHOTO META00IN3Ma).

[Ipy OoIHOBpPEMEHHOM MPUMEHEHMHM 3(paBUpPEH3a C BOPHUKOHA30JIOM MOJJEpXKHUBAIOLIAas 1032

BOPHKOHA30J1a JOJ>KHA OBITh YBCJIUYCHA N0 400 mr 2 pa3a B CYTKH, a 103a B(I)aBI/Iper&a CHMIXXCHA

no 300 mr 1 pa3 B cytku. Ecnm nmpumeHeHMe BOpHMKOHa30jla OyIeT MpeKpalileHo, TO 103a

a¢aBupeH3a J0HKHA OBITH BOCCTAHOBJICHA /10 HAYAJIBHOM.

®dnykonazon/apaBupenHs

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

Kinnanyeckn 3HauMMOro B3aMMOJEHCTBHUS HE

BBISIBJICHO.
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CYTKH).

KOppeKI_II/ISI JA03bI HAU OJHOTO U3 NAHHBIX JICKAPCTBCHHBIX CPCACTB HEC Tpe6yeTc;1.

Kerokonazon u Ipyrue

MIPOTUBOTPUOKOBBIE CpencTBa —

IMPOU3BOAHBIC UMK IA30J1a

BzaumopeiicTBue HE N3y4anoch.

OTCYTCTBYIOT JaHHBIC, ITIO3BOJIAIOIIUC pa3pa60TaTL PEKOMEHAANHU 10 PEXKUMY JO3UPOBAHUS.

[TPOTUBOMAJIIPUMHBIE TEKAPCTBEHHBIE CPEJICTBA

AToBaxoHn/mporyanui/a(aBupens
(250 mr/100 Mr omHOKpaTHas 103a/600 Mr

1 pa3 B CyTKH).

ATOBaxoH:

AUC: |75 % (ot |62 o |84)
Cmax: 144 % (ot |20 10 |61)
[Iporyanwn:

AUC: |43 % (ot |7 no |65)

Cmax: <«

ITIo BO3MOXXHOCTH cjeayer n30erathb OIHOBPEMCHHOI'O IMPHUMCHCHUA aTOBaXOHa/HpOFyaHI/IJ'Ia C

3(haBUPEH30M.

Aptemerep/mymedantpun/3¢haBupeHs
(20 mr/120 mr, 6 mpuemoB 10 4 TabJIETKH B

teyenue 3 nueit/600 mr 1 pa3 B CyTkH).

Apremerep:
AUC: |51 %
Cmax: {21 %
JurunpoapTeMU3NHNH:
AUC: |46 %
Crmax: |38 %
JlymedaHnTpuH:
AUC: |21 %
Crmax: <>
Ddasupens:
AUC: |17 %
Crmax: <>

(uanykuus CYP3A4)

B03MOXHO CHUKEHHE aHTHMaHHpHﬁHOFO

3(1)(1)CKT3 BCJICACTBUC CHHIKCHHA KOHUCHTPALIUH

apTeMeTepa, AUTHUAPOAPTCMU3UHHNHA WU J'IyMC(I)aHTpI/IHa npu COBMCECTHOM IIPUMCHCHUH C

aaBupen3om. Cremayer cobI01aTh OCTOPOKHOCTH IPU COBMECTHOM NMPUMEHEHHUH d(aBUPEH3A C

apTeMeTepoM/TyMe(aHTpHUHOM.

AHTAIINMAHBIE JIEKAPCTBEHHBIE CPEJICTBA

AHTanuapl,  CoJEpKallue  ATFOMHHHUS

Kaxk aHTaIlUIbI, coJieprKaIine ATIOMHUHUS
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TUAPOKCUA — MarHus THAPOKCUA —
CUMETHKOH/3(aBUpeH3

(30 M OJIHOKpATHas 103a/400 mMr
OJTHOKpaTHas 71032).
damotuaH/>PaBupeHs3

(40 mr OJTHOKpaTHAs n03a/400 mr

OJIHOKpATHas J103a).

THUAPOKCUI WM MarHus THAPOKCUA, TaK U
($haMOTHIMH HE OKa3bIBAIOT HEOIArOMPHUSTHOTO

BJIMAHHNSA Ha BCACBIBAHUC 3(1)aBI/IpeH3a.

MaJ'IOBepOHTHO, 4TO IIpU IMMPUMEHCHUHA 3(1)aBI/IpeH33 C JICKApCTBCHHBIMU CPEACTBaAMU, KOTOPBIC

BIMSIOT Ha pH JKeIy104HOr0 COIEePKUMOT0, U3MEHUTCS BCAChIBAEMOCTh d(paBUpeH3a.

AHKCHUOJIMTUKHU

Jlopazenam/a>aBupen3
(2 Mmr omHokpartHas 103a/600 Mr 1 pa3 B

CYTKH).

Jlopazenawm:

AUC: 17 % (11-114)

Cmax: 116 % (12-132)

DT  HW3MEHEHMs] HE  PACICHUBAIOTCS  Kak

KIIMHNYCCKH 3HA4YHNMBIC.

Koppekuust 10361 HU OJJTHOTO U3 IaHHBIX JIEKAPCTBEHHBIX CPEICTB HE TpeOyeTcs.

AHTHUKOAT VJIAHTBI

Bapdapun/adasupens

AueHokymapoi/3haBupeH3

B3aumoeiicTBre He U3y4aaoCh.
B03M0OXHO, Kak yBEJIMYEHHE, TaK U yMEHBIIICHUE
KOHIIEHTpalluu  BapdapuHa/allecHOKyMapoia B

TJ1a3Me KPOBH O] BIUSIHAEM d(haBUPEH3a.

Moxet notpeGoBaThcsi KOPPEKLMs 1036l BapdapuHa/alleHOKyMapoia.

I[MTPOTUBOCY IOPOXHBIE JIEKAPCTBEHHBIE CPEJICTBA

Kap6amazenun/>¢haBupen3
(400 Mr 1 pa3 B cyrkn/600 Mr 1 pa3 B

CYTKH).

KapbamazenuH:

AUC: |27 % (]20-]33)

Cmax: 120 % (]15-124)

Cmin: 135 % (124-144)

Ddasupens:

AUC: |36 % (]32-140)

Cmax: 121 % (115-126)

Cmin: 147 % (141-153)

(cHMXKEeHHE KOHIICHTPAITH KapOamMazenuHa
BeieacTBue HMHAYKIuM u3zodepmenta CYP3A4,

CHHMIXXCHHC KOHI_ICHTpaI_[I/Iﬁ B(I)aBI/IpCH3a BCJIICACTBHC
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naaykuun nzopepmenta CYP3A4 u CYP2B6).

Pasuosecubie 3HaueHus AUC, Cmax #  Cmin
aKTUBHOTO MeTaboiuTa KapOamas3ernuHa SMOKCHIA
HE H3MEHSFOTCS. BzanMmoneiicTBue npu
OJTHOBPEMEHHOM MPUMEHEHHH 00Jiee BHICOKUX /103

a¢aBuUpeH3a WK KapbaMazenuHa He U3y4ajaoch.

OTCyTCTBYIOT JJaHHBIE, HA OCHOBAaHUU KOTOPBIX MOXKHO pa3paboTaTh peKOMEHAAINH 110 PEXKUMY
JIO3UPOBAHUS. Crnenyet paccMoTpeTh BO3MO>XHOCTh IPUMEHEHUS Ipyroro
MPOTUBOCYIOPOKHOTO JIEKAPCTBEHHOI'O CpelicTBa. PekoMeHayeTcss mpoBOIUTh MEPUOTUUECKUN

MOHHUTOPHHT KOHILIEHTpAIMK KapOama3enuHa B 1ia3Me KPOBH.

Oenutoun, Qenobapburan u apyrue | BzaumonelicTBrue He U3y4YalloCh.

MIPOTUBOCYJOPOKHBIE JeKapcTBeHHbIE | BO3MOXXHO, Kak YMEHBIICHHE, TaK U yBEIUYCHHE
CpeIcTBa, SIBJISIOIIMECS  CcyOcTparamu | KOHIGHTpanuid ¢eHuTonHa, (eHodbapourana u
uzogpepmentoB CYP450 JAPYTUX  TPOTUBOCYNOPOKHBIX  JIEKAPCTBEHHBIX
CpPEICTB, SIBJISTFOIIUXCS cyOcTparamu
nzopepmentoB CYP450, ecnu 5T mpemnaparbl

MIPUMEHSIFOTCS] OJTHOBPEMEHHO C 3(paBUPEH30M.

Ecim »daBupeH3 NpUMEHSETCS OJHOBPEMEHHO C MPOTHUBOCYIOPOKHBIMHU IpenaparamMu,
aprsAommUMucs  cyocrpatamu  u3odpepmentoB CYP450, HeoOXxomuMo — OCYIIECTBISATH

HepI/IO,I[I/ILICCKI/Iﬁ MOHHUTOPHHI KOHHGHTpaHI/Iﬁ IMPOTUBOCYAOPOIKHBIX ITPEIIAPATOB B KPOBH.

Banbnpoesas kucnora/adaBupens Knunnueckn 3HAYMMOTO BIIMSTHUS Ha

(250 Mr 2 paza B cytkn/600 Mr 1 pa3 B | hapmMakokuHeTHKY d(aBUpeH3a HE BbISBJICHO.

CYTKH). OrpaHvyeHHblE  JaHHBIE  IOKAa3bIBAIOT,  YTO
KIIMHUYECKU 3HAYMMOE BIIMSIHUE Ha
(hapMaKOKHHETUKY BAJIBIIPOEBOM KHUCJIOTBI
OTCYTCTBYET.

KOppeKHI/IH J03bI B(I)aBI/IpeHSa HC Tpe6yeTc5{. IlammeHTHl JOMKHBI HaXOAUTHCA MOA

HaOJIOZICHUEM ISl KOHTPOJISI CYIOPOKHBIX TTPUTIAIKOB.

Burabarpun/>¢paBupens B3anmonelictBue He H3y4anocsk.

["abGanenTun/>¢haBupeHs Knnnanyecku 3HaYMMBbIE B3alMOJIEICTBUSA
MaJIOBEPOSITHBI, ~ TOCKOJBKY  BUTA0aTpuH U
rabarmeHTuH BBIBOJISATCA HCKIOYUTCIBHO ITOYKaAaMHU
B HEM3MEHEHHOM BHJAE€ M BpsiA Ju OyayT
KOHKYPHUpOBATh c MeTa0OoIU3UPYIOLIUMU

(bepMeHTaMI/I " IYTAIMHA BBIBCACHUS 3(baBHpeH3a.
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KOppeKL[I/ISI A03bI HAU OJHOT'O U3 NAHHBIX JICKAPCTBCHHBIX CPCACTB HC Tpe6yeTc;1.

AHTHUAEITPECCAHTEI

CeJieKTUBHBbIE HHTUOUTOPBI 00PATHOIO 3aXBATa CEPOTOHUHA

Ceptpanun/>daBupeHs
(50mr 1 pa3 B cyrkw/600 Mr 1 pa3 B

CyTKH).

CeprpanuH:

AUC: |39 % (]27-]150)
Cmax: 129 % (| 15-140)
Chmin: 146 % (}31-]58)
DdaBupens:

AUC: &

Cmax: T11 % (16-116)
Chin: «

(uanykuus CYP3A4)

VBenuueHue [03bl CepTpaldHa JOJIKHO

Koppekuust 10361 a3aBupensa He Tpedyercs.

MMPOBOAUTHECA C YUYCTOM KIMHHUYCCKOIO OTBCTA.

[Tapokcetun/>daBupens
(20mr 1 pa3 B cyrkw/600 Mr 1 pa3 B

CYTKH).

Knuangeckn 3HaYMMOIO q)apMaKOKI/IHeTI/I‘ICCKOFO

BSaHMOIlef/JICTBHﬂ HEC BBISIBJICHO.

KOppeKHI/IH J03bl HAU OAHOI'O U3 JAHHBIX JICKAPCTBCHHLIX CPCIACTB HC Tpe6yeTc;1.

®diryokcetnn/3paBupeHs3

BzaumopeiicTBue HE N3y4anocCh.
[TockonbKy I (PIIyOKCETHHA XapaKTEpeH TOT XKe

MeTabonuueckuit  mpopuiab, YTO M IS

MMapOKCETHUHA, T. €. OH ABIIACTCA MOIIHBIM

uaruoutopom CYP2D6, MoxHO 0XHAaTh, 4YTO
(byoKceTHH Takxe He OylneT B3auMOJIeHCTBOBATh

¢ 3(paBUpPEH3OM.

KOppeKI_II/ISI A03bI HAU OJHOT'O U3 NAHHBIX JICKAPCTBCHHBIX CPEACTB HE Tpe6yeTc;1.

CejleKTHBHBIE l/IHI‘I/lﬁl/lTOPLI

06paTHOF0 3axBaTa KaTexo/JIaMHMHOB (Hopanpeﬂa.nmla,

JA0TMIaMUHA)
bynponuon/adaBupens Bbynponnon:
(150 mr OJIHOKpaTHast no3a | AUC: |55 % (]48-162)

(mposoHrupoBaHHoro aeiictus)/600 mr 1

pa3 B CyTKH).

Cmax: 134 % (121-147)
I'unpoxcuOynponuoH:
AUC: <

Cmax: 150 % (120-180)
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(uanykuus CYP2B6)

VBenuuenue J03bI 6prOHI/IOHa AOJIKHO ITPOBOAUTHCA € YUCTOM KIIMHUYCCKOI'0 OTBCTA, OJJHAKO

J03a HE OO0JDKHa IIPEBBIIIATh MAKCHUMAJIbHO PCEKOMECHIAYEMYIO J103Y. KOppeKHI/IH JO03bI

a(aBupeH3a He TpedyeTcs.

BJIOKATOPBI Hi-TUCTAMHWHOBBIX PELIEIITOPOB

Lerupusun/>¢paBupeHs
(10 mMr ogHokpaTHast 103a/600 mr 1 pa3 B

CYTKH).

Letupusun:

AUC: &

Cmax: {24 % (118-130)

JlaHHBIE W3MEHEHHMSI HE paCLECHUBAKOTCS Kak
KJIMHUYECKU 3HAYMMEIC.

Ddasupens:

Knuangeckn 3HAYMMOIO B3aMMOJCHCTBHS HE

BBIABJICHO.

KOppeKHI/IH J03bl HAU OAHOI'O U3 JAHHBIX JICKAPCTBCHHLIX CPCACTB HEC Tpe6yeTc;1.

CEPJIEYHO-COCY JUCTBIE ITPEITAPATDI

BJ'IOKﬂTOpLI «MCEAJICHHBIX» KAaJbIMECBbBIX KAHAJI0B

Hunrtuazem/3paBupeHs
(240 mr 1 pa3 B cytku/600 mr 1 pas B

CYTKH).

Jnntrazem:

AUC: |69 % (155-179)
Cmax: 160 % (150-168)
Cmin: 163 % (144-175)
Jeanetunauituasem:
AUC: |75 % (]59-184)
Cmax: 164 % (157-169)
Chmin: 162 % (144-175)
N-MOHOAEMETHIIUIITHAZEM:
AUC: |37 % (]17-]52)
Cmax: 128 % (17-144)
Cmin: 137 % ([ 17-]152)
Ddasupens:

AUC: 111 % (15-118)
Cmax: 116 % (16-126)
Cmin: 113 % (11-126)
(uaaykiust CYP3A4)

YBenuueHue (I)apMaKOKI/IHCTI/I‘{CCKI/IX napamMeTpoB
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a¢aBupeH3a He ObLTO PACIICHEHO KaK KIIMHUYECKU

3HA4YUMOC.

Bomnpoc 0 HeoOX0IMMOCTH KOPPEKIMH 103bl IWITHA3eMa PEIIaeTCs C yYeTOM KIMHUYECKOTO
OoTBeTa (CM. MHCTPYKLHUIO 1O MEAUIMHCKOMY IpPHUMEHEHHUI0 nuiTthazema). Koppekuus 10361

adaBupeH3a He TpeOyeTCs.

Bepamamuin, ¢penoaunus, HUGEAUTUH U BsaumopneiictBue He miydanocsk. Ecnu adaBupens
HUKapAUTIHH NPUMEHSETCS  OAHOBPEMEHHO C  KaKHUM-JIH0O
IpenapaToM U3 TPYHIbI OJI0OKATOPOB «MEIICHHBIX)
KaJIbIITMCBBIX KaHaJIoB, KOTOPELIC ABJIAFOTCA
cyoctparamu m3odepmenta CYP3A4, B03MOXKHO
CHIDKCHHE KOHIIGHTpAIlMd JTOr0 OJoKaTopa B

IJ1a3M€ KpOBH.

Bompoc 0 HE0OXOAMMOCTH KOPPEKIUHU /103 OJIOKATOPOB «MEIJIEHHBIX» KaJbIMEBBIX KAHAJIOB
pemIaeTcsi ¢ yueToM KIMHHUYECKOTO OTBETa (CM. MHCTPYKIIUHU 10 MEIUIIMHCKOMY MPUMEHEHUIO

6J'IOK3.TOpOB «MCIJICHHBIX» KaJIbIIUCBbBIX KaHa.]'IOB).

[UTITOJIMITUAEMNYECKUE JIEKAPCTBEHHBIE CPEJICTBA

Nuruéuropsl 'MI'-KoA-peaykrasbl

ATtopBactatus/3(aBupeHs3 ATOpBacTaTHH:
(10mr 1 pa3 B cyrkuw/600 mr 1 pa3 B | AUC: |43 % (|34-]50)
CYTKH). Cmax: 112 % (1-126)

2-THUJIPOKCUATOPBACTATHH:

AUC: |35 9% (]13-]40)

Cmax: 113 % (10-]23)

4-ruApoKCUATOPBACTATHUH:

AUC: |4 % (10-]31)

Cmax: 147 % (19-]51)

Oo6mas aKTUBHOCTb UHTUOUTOPOB
I'MTI'-KoA-penykrasbl:

AUC: |34 % (]21-]41)

Cmax: 120 % (12-126)

CrnenyeTr OCyLIECTBIATh NEPUOAUYECKUNH MOHUTOPUHI KOHLEHTPALMU XOJECTEPUHA B KPOBH.
MosxeT moTpeboBaThcs KOPPEKIUs 03bl aTOpBacTaTUHA (CM. MHCTPYKIUIO 110 MEAUIIMHCKOMY

PUMEHEHHUI0 aTopBacTaTuHa). Koppekuus no3s1 adaBupeHsa He TpedyeTcs.

[TpaBacTatun/>¢aBupeHs IIpaBactaTuH:
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(40mr 1 pa3 B cyrkw/600 Mr 1 pa3 B

CYTKH).

AUC: 40 % (126-|57)
Crmax: |18 % (159-112)

CJ'IGI[yeT OCYILICCTBIIATH HepI/IO,Z[I/ILIeCKI/Iﬁ MOHUTOPHUHI' KOHLOCHTPAIMKU XOJECTCPUHA B KPOBH.

MoskeT nmoTpeOoBaThCSl KOPPEKIUs A03bl MpaBacTaTHHA (CM. MHCTPYKIUIO MO MEAUIIMHCKOMY

MPUMEHEHHUIO MpaBacTaTuHa). Koppekius 10361 3haBupeH3a He Tpedyercs.

CumBactatun/3¢haBUpeH3
(40mr 1 pa3 B cyrkw/600 Mr 1 pa3 B

CYTKH).

CumBacTaTuH:

AUC: |69 % (162-]73)
Cmax: 176 % (163-179)
CuMBacTaTuH KUCIOTA!
AUC: |58 % (139-168)
Cmax: 151 % (]32-]158)
O6mas aKTUBHOCTbH WHTHOUTOPOB
I'MTI'-KoA-penykra3sbl:

AUC: |60 % (]52-]68)

Cmax: 162 % (]55-178)

(uanykuus CYP3A4)

[Ipn ogHOBpEeMEHHOM TpUMEHEHUHU 3(aBHpeH3a C
aTOpBACTaTHHOM,

[IpaBacTaTUHOM

AUC =mn

N

CHUMBAaCTaTHHOM 3Ha4YCHUA Crmax

Bq)aBI/IpeH3a HE U3MCHAIOTCA.

CrnenyeT OCYyLIECTBISATh NEPUOAUYECKUNA MOHUTOPUHI KOHILEHTPALMU XOJECTEpUHA B KPOBH.

Mosker noTpeOoBaThCSI KOPPEKIUS 103l CUMBAcTaTHHA (CM. MHCTPYKLHIO MO MEIUIIMHCKOMY

NpUMEeHEeHHIo cuMBacTaTHHa). Koppekius 1036l a3paBupeHsa He TpedyeTcs.

Po3syBacratun/s¢aBupens

BzaumopeincTeue He U3y4asnoch.

PosyBacTatiH  BBIBOAMTCS B  OCHOBHOM B
HEM3MEHEHHOM  BMJI€  4epe3  KeJIyAO4YHO-
KUIIEYHbIH  TPAaKT C  JKET4blO,  IMO3TOMY

B3aHMOJICHCTBHUE C B(I)aBI/IpeH?»OM HEC 0XKNJacTCA.

KOppGKHI/II/I A03bI HU OJJHOT'O M3 JAaHHBIX JICKAPCTBCHHBIX CPEACTB HE Tp€6yeTC$I.

I'OPMOHAJIBHBIE KOHTPALEIITHBbBI

Jlns

OTUHUIACTPATUON +

nepopaJIibHOTO NPpHUMCHCHUS:

HOprecTuMat/3(paBupeHs

(0,035 mr+ 0,25 mr 1 pa3 B cytkn/600 mr 1

9TI/IHI/IJ13CTpa,Z[I/IO.HI
AUC: &
Cmax: >

Crin: 18 % (114-25)
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pa3 B CyTKH).

HopanrectpomuH (akTUBHBIN METAOONIHNT):

AUC: |64 % (]62-]167)

Cmax: 146 % (139-152)

Chmin: 182 % (179-]85)

JleBoHOprecTpen (aKTUBHBINA META0OINT):

AUC: |83 % (]79-187)

Cmax: 180 % (177-183)

Chmin: 186 % (180-190)

(MHIYKIMA MeTaboIu3Ma)

DdaBupens:

KnuHuueckn 3HauMMOro B3aUMOJEHMCTBUS — He
BBISIBJICHO.

Knunuueckast 3HauuMocTh 3TUX 3(dekToB He

MN3BCCTHA.

B nomonnenue k roOpMOHAaJIbHBIM KOHTPALCIITUBAM OOJIZKCH UCII0JIb30BATLCA HaI[e)KHBIf/'I MECTO

OapbepHOl KOoHTpauenuu (cM. pazaen «[Ipumenenne npu OEpeMEHHOCTH U B IEPUOJ TPYIHOTO

BCKApMIIMBAHUSD).

IIposoHrMpOBaHHOIO JIEUCTBHS i | B Teuenue 3 MecdleB HcclelOBaHUS HE ObUIO
BHYTPHUMBIILIEYHOTIO IIPUMEHEHHUS: | BBIABICHO 3HAUYMMBIX PA3JIMYUi B OTHOILUICHUU
JlenoMenpokcumnporecreposa arerat | papMaKOKMHETUYECKUX I1apaMeTpoB
(AMITA)/>dpaBupens MEJIPOKCUTIPOTECTEPOHA MEXKAY JTOOPOBOJIBIIAMU,
(150  wmr  JMIIA  BHyTpuMbimieyHo | nonydasmumu  APBT, ¢ »daBupensom, u

OJIHOKPATHO).

N00pOBOJIbIIAMH, KOTOpBIE HE onyyanu APBT.

Bo BropoMm wucciaenoBaHuM OBUTH  MOJTYYEHbI
CXOJHBIE  pE3ylbTaThl, XOTA  KOHLEHTpaLuu
MEJIPOKCUIIPOTECTEPOHA B IUIa3Me€  KpPOBHU
pa3nuyanuch B Oonbluei creneHu. B o0omx
HCCIEAOBAHUAX KOHLEHTpAUUU IIpOrecTepoHa B
Iia3Me KpOBH Yy J0OpOBOJIBLEB, MPUHUMABIINX
a¢asupen3 + JIMIIA, ocraBaivch HU3KUMH, YTO

COOTBCTCTBOBAJIO MOAABJICHUIO OBYJIAINH.

B nomonnenue k TOPMOHAJIBHBIM KOHTPALCIITUBAM JOJIKCH HCIIOJIb30BATHCA HaJEKHBIA METOJ,

OappepHoOi KoHTpanenuu (cM. paznen «I[Ipumenenne mpu 6epeMEHHOCTH U B TIEPHO/] TPYTHOTO

BCKapMIIMBAHHUSD).

NmnmanTar:

B3aumopencTBue He U3y4asoch.
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OroHorecTpen/ahaBupeHs3

Moxuo 0’KUIaTh CHIKCHUS

CYP3A4). B

OKCIIO3HMIINH

3TOHOTECTpENIA (MHAYKIUS

HOCTpel"I/ICTpaHI/IOHHHﬁ nepuon Ha6J'II-OI[eHI/I${

OBLTM TIOJNYYEHBl OTICNIBbHBIE COOOIICHUS 00

OTCYTCTBUHM KOHTPALENTHBHOTO H(dekra mpu
PUMEHEHUN

ATOHOreCTpena y  HAlUEeHTOK,

MIPUHUMABIIUX 3(PaBUPEH3.

B AOIIOJITHECHHUE K I'OPMOHAJIbHBIM KOHTPALUCIITHBAM JOJI2KCH HMCIIOJb30BATHCA HaI[C)KHI:IfI METOJ

OapbepHOii KOoHTpauenuuu (cM. paszznen «lIpumenenue npyu 6EPEMEHHOCTH U B IEPUOA TPYIHOTO

BCKAPMIIMBAaHMSD).

NMMVYHOJIEITPECCAHTBI

NMMyHOAETIpECCAHTHI, KOTOpbIe | B3anmoaencTere He U3y4anochk.
MeTaboIN3UpPYyIOTCS nzopepmMeHToM | MOXKHO ~ OXUAAThb  CHUXKEHHUS  DKCHO3UIUU
CYP3A4  (manpumep, UHMKIOCHOpHH, | UMMyHonenpeccanTta  (upaykuus — CYP3A4).
TaKpOJIUMYC, CUPOJIUMYC)/3(haBupeHs3 MaioBeposiTHO, 4To yKa3aHHbIE

HUMMYHOACTIPCCCAHTBI 6y,Hy'T OKa3bIB4ATb BJIHNAHUC

Ha DKCIO3UIINIO Y(paBUPCH3A.

MoaxeT HOTpe6OBaTbC5I KOppeKOusa AO03bl UMMYHOIACTIPCCCAHTA. P CKOMCHAYCTCA OCYUICCTBIIATH

TI.I.[aTeJ'ILHLIfI MOHUTOPHHI KOHLICHTpaLII/Iﬁ HMMYHOJCIIPECCAHTAa B KPOBU B TCYUCHHUEC HEC MCHCC 2

Helenb (0 YCTaHOBJIEHMSI CTAOMWJIBHBIX KOHLIEHTpalMi) € MOMEHTa Hayajla Tepanuu

3(aBUPEH30M UJIM C MOMEHTA €€ OTMEHBI.

OIMMOU/IbI

Mertanon/>¢aBupen3

(crabunpHass  MOJJAEp)KUBArOIIas 7034,
35-100 mr 1 pa3 B cytkn/600 mr 1 pa3 B

CYTKH).

Mertanon:
AUC: |52 9% (|33-166)
Crmax: 145 % (]25-159)

(manykuus CYP3A4)

B UCCIIEI0BAHUHT c y4acTueM
BUY-unpuuupoBaHHBIX  MAUEHTOB, KOTOpPbIE
BBOJIMJIN cebe  HApKOTHYECKHE  CpEeICTBa

BHYTPUBEHHO, YCTAHOBJICHO, YTO OJHOBPEMEHHOE
MpUMEHEeHHE d(PaBUPEH3a U METaJ0HA MPHUBOIUIO
K CHIDKCHHIO KOHIICHTpAIlMM METaJI0OHa B IUIa3Me
KPOBH MW K TIOSBJICHHIO CHMITOMOB OTMEHBI
ornuatoB. UTOOBI

YMCHBIINUTL  BBIPAKCHHOCTDH

CUMIITOMOB OTMCHBI, 103y METAaJ0Ha YBCIIMYUBAJIN
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B cpenHeM Ha 22 %.

[TpoTuBOMOKa3aH OJHOBPEMEHHBIH NHpueM 3(paBUPEH3a M METaJO0HA HM3-32 PUCKA YAJIUHEHHUS

unrepBaia QTc (cm. paznen «[IpoTuBOTIOKA3aHHSY).

bynpenopdun/nanokcon/a¢aBupeHns bynpenopduH:

AUC: |50 %

Hopb6ynpenopdun:

AUC: |71 %

Ddasupens:

Knuandecku 3Ha4nMOTo (hapMaKOKHHETHIECKOTO

BSaHMOHeﬁCTBI/IH HC BBISIBJICHO.

HecmoTps Ha cHM>KEHHE SKCIIO3UIUU OyIIpeHOppHHA, CIy4yaeB MPOSBICHUS CUMITOMOB OTMEHBI
y TalMeHTOB He Habmtonanochk. He TpeOyercs kKoppekius 103kl HU OJHOTO U3 JIEKAPCTBEHHBIX

CPEeZICTB IIPH OJTHOBPEMEHHOM Ha3Ha4eHUU OynpeHopduHa 1 d(haBupeHsa.

84— 90 % moBepHUTEIbHBIC HHTEPBAJIBI, €CIIA HE YKa3aHO APYTOe.

b_ 95 % noBepHTEIBHBIC HHTEPBAIBI.

YD — ypunuaaudocdar.

I'MI'-KoA-penykrasza — 3-THIPOKCH-3-METHIITITY TAPHII-KOIH3UM-A-peTyKTasa.
eTH

HccnenoBanus B3auMOI€HCTBUS MMPOBOAWIIMCH TOJIBKO Y B3POCJIBIX.

Oco0ble ykazanust

O¢aBupeH3 He OJKEH NPUMEHAThCS B KauyecTBE €JUHCTBEHHOIO Ipernapara Ui JICUEeHUs
BUY-undexnuu, a Taxke He JOJDKEH JT00ABIATHCA B KayecTBE €AMHCTBEHHOTrO Ipernapara K
Hea(pdexkTuBHOM cxeme Tepanuu. Kak u B ciydae apyrux HHUOT, npu npumenenuun
s¢aBUpeH3a B MOHOTEPANIUN MOXET OBICTPO pa3BUThCS PE3UCTEHTHOCTHh Bupyca. [Ipu BbIOOpE
HOBBIX AHTUPETPOBHPYCHBIX MpENnapaToB Al NPUMEHEHUS B KOMOMHAIMK C 3()aBUPEH30M
CJIEyeT YUUTHIBATh BO3MOKHOCTb Pa3BUTHSI IEPEKPECTHON PE3UCTEHTHOCTH BUpyca (CM. pa3ien
«DapmakoIornuecKue CBOMCTBa, noapasaen «PapMakoJuHAMUKA).

He pexomenmyercss mnpumeHeHue 3¢aBUpeH3a OJHOBPEMEHHO C TaOJIETUPOBAHHBIMU
JIEKapCTBEHHBIMU  MpenaparaMd ¢ (UKCHPOBAHHBIMH  KOMOMHanusMuU  3¢aBUpEH3a,
IMTpHUIIMTAOMHA U TeHO(OBUPA AU30MPOKCHIIA hyMapara, €Cu TOJIbKO He TpeOyeTcst KOppeKIus
710361 (HanpuMep, MpU NPUMEHEHUH ¢ pU(aMIHIIMHOM).

OpnHoBpeMeHHBIN MpueM 3¢haBUpeH3a ¢ rIeKanpeBUPOM/TUOPEHTACBUPOM MOKET 3HAUUTEIIBHO

YMCHBIINTh KOHUCHTpAUOWH TJIMKAIIpEBUpa H HI/I6peHTaCBI/Ipa B IjI1a3M€ KpOBHU, YTO MOXKET
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npuBeCTM K  MoTepe  TepameBThyeckoro  3ddexra.  CoBMECTHOE  NpUMEHEHHUE
rJIeKanpeBrupa/mudpeHTacBupa u 3paBupeH3a He PEKOMEH Iy eTCsl.

He pekomenmyercs OIHOBpEMEHHOE NpUMEHEHHE 3(aBHpeH3a C MpernaparaMd Ha OCHOBE
skcTpakTta I'mukro bunoba (cm. pasnmen «B3aumoneilcTBue ¢ JIpyrUMH  JIEKapCTBEHHBIMU
CpEICTBaMu).

[Tpu Ha3HAYEHHUU MPETapaToB Ui OAHOBPEMEHHOI'O MPUMEHEHUS ¢ 3(haBUPEH30M Bpad JOJIKEH
0o0paTuThCsI K MHCTPYKLUUSAM 1O MEAMIMHCKOMY TPUMEHEHHUIO JaHHBIX JIEKapCTBEHHBIX
IpernapaToB.

Ha ¢one nmpoenenuns APBT Henb3s uckimounts puck nepegaun BUY npyrum immam Bo Bpemst
CeKCYaJIbHOTO KOHTaKTa WJIM 4Yepe3 KpoBb. B CBA3M C 3THUM cieayeT coOnroaaTh
COOTBETCTBYIOINE MEPHI IIPEJOCTOPOKHOCTH.

ConyrcrByroniags APBT

Ecnu npuem kakoro-inbo aHTUPETPOBUPYCHOTO CPelICTBA B cocTaBe komOuHupoBanHoit APBT
OTMEHSIETCS B CBSI3M C TMOJO3PEHHEM Ha HENEePEeHOCHMOCTb, HEOOXOIUMO pPaCCMOTPETh
BO3MOXXHOCTh OJHOBPEMEHHOH OTMEHBI BCEX AaHTHUPETPOBUPYCHBIX CpeacTB. llpumem Bcex
OTMEHEHHBIX aHTUPETPOBUPYCHBIX TIPEraparoB MOJKEH ObITh BO30OHOBJIEH Cpaszy IoCIe
MCYE3HOBEHUSI CUMIITOMOB HeTepeHOCUMOCTH. He pexomeHayeTcs: mpepbiBaeMas MOHOTEpamus
U TIOCTIeIOBATEIbHOE MOBTOPHOE HA3HAYCHHE AHTUPETPOBUPYCHBIX CPENICTB M3-32 MOBBIMICHHS
BEPOSITHOCTH TMOSIBIICHHS PE3UCTEHTHOTO K TepaIuy BUpPYcCa.

KoHad cblb

B kimHHMuYecKuX wuccienoBaHUsAX 3¢haBuUpeH3a HaOII0AaINCh JIETKO M YMEPEHHO BbIpa)KEHHBIE
BBICHITIAHUS, KOTOphIe  OOBIYHO  WCYE3a W TMPH  MPOJODKEHUHM  Tepanmuu. [lpuem
COOTBETCTBYIOIIUX OJIOKATOPOB H1-THCTaMHHOBBIX PEIEITOPOB H/HUIIH TITIOKOKOPTUKOCTEPOUIOB
MOXET YJIyYIIUTh MEPEHOCUMOCTh M CIIOCOOCTBOBaTh CKOpEHIEMYy HCUE3HOBEHHMIO KOXKHOU
ceinu. Tspkenast hopMa KOXKHOM CBINU, COMPOBOXKIAaeMast BOJABIPAMH, JIeCKBaMalMen 3MUTeNus
WM o0pa3oBaHUEM sI3B, HaOo1anach MeHee ueM y 1 % nanueHToB, NpUHUMABIINX 3(aBUPEH3.
MHuorodopMHas dKccyaaTuBHas spuTemMa win cuHApoM CTuBeHca-/[KOHCOHa BCTPEYAUCH Y
0,1 % mnanuentoB. Ecau y manuMeHTOB BO3HUKAeT Tsbkenas (opma ChIlM, COMpPOBOXKAaeMas
BO3HHUKHOBEHUEM BOJABIPEH, JeCKBaMallMeil AMHUTENHsS C BOBJICUYEHUEM CIIHU3UCTBIX 000J0YEK
WIA JTUXOPAJKOH, HEOOXOIMMO HEMEIUICHHO TPEKpaTUTh NpueM ddaBupensza. J(haBUpeH3 HE
PEKOMEH/IOBaH TMalMeHTaM, Y KOTOPHIX ObLIa yrpoXKaromas KU3HH KOXKHAs peakiys (Harpumep,
curapom CrueHca-/[)xoHcoHa). B ciyuae mpekpaieHust Tepanuu 3QpaBUPEeH30M HEOOXOIMMO
paccMOTpeTh BOIPOC O MpPEKpalleHHH MpUeMa JPYTHMX aHTHPETPOBHPYCHBIX CPEICTB, YTOOBI
n30exaTh MOSBICHUS PE3UCTEHTHOTO K Tepanuu Bupyca (cMm. paszmen «[lobounoe nmericTBme»).

Crnyyan KOKHOHM ChIIIM 3apeructpupoBanbl y 59 u3 182 npereit (32 %), mosy4aBmux JjedyeHUe
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3(haBUPEH30M B 3 KIMHUYECKUX HUCCICAOBAHUAX CPEIHEH MPOJOIDKUTEIBHOCTRIO 123 Henenu. Y
6 nerell cbinb ObUTA TsDKETOW. MeanaHa BpeMEHH Havaja MOSIBICHHS CHINU y JeTel COCTaBUIIa
27 nuerr (3-1504 nus). Ilepen nHawamoM Tepamuu 3(PaBUPEH30M y AT UM MOXKET OBITh
PEKOMEHI0BaHa COOTBETCTBYIOIIAS! aHTUTMCTAMUHHAS Tepanus B KauecTBe NPO(UIAKTUKH.
OnpiT  mpuMeHeHUs d(aBUpeH3a Yy TMalMEeHTOB, KOTOPbIM ObUIM OTMEHEHBl Jpyrue
aHTUpeTpoBUpycHble cpenactBa u3 kiacca HHUOT, orpannuen (cMm. pasgen «IloOounHoe
neiictBuey). D(daBUpeH3 HE PEKOMEHJOBAH MAIEHTaM, y KOTOPhIX paHee Ha (OHE mpuema
npyrux HHUOT pa3Buinch yrpokaroniue >KH3HH KOXKHBIE peakiuu (HampuMmep, CHHIPOM
CruBenca-/>xoHCOHa).

Y uuenne narepsana QTc

VYanunenne wunTepBana QTc HaGmonanoch y NalMEHTOB, MPHHUMAIOMIKX 3(haBUpPEH3
(cm. pazmensr  «IIporuBomokazanus», «B3aumozelcTBue C APYrHMH  JIEKapCTBEHHBIMH
cpeacTBaMmn»). Y MAalMEHTOB C PHCKOM yauuHeHus uHTepBasia QTc crmemyer paccMOTpeTbh
QIBTEPHATUBHYIO TepaANHIo0 0€3 IpUMEHEeHuUs d(paBUpeH3a.

CHMIITOMBI CO CTOPOHBI IICUXWKH

HmeroTcst gaHHBIE O BO3HMKHOBEHHHM HEXENATENBHBIX SBICHHH CO CTOPOHBI TCHXHKH Y
NAalMeHTOB, NpPUHUMABIIMX d¢aBupeH3. [lanueHTel, WMeOmMEe B aHaMHE3e ICHXHYECKHUE
paCCTpOﬁCTBa, HaxoOdATCd B TI'pPyHIi€ IMOBBIIICHHOI0O pPUCKa IO Pa3sBUTUIO CCPLE3HBIX
HEXKeJIaTeIIbHBIX SIBJIICHUHA CO CTOPOHBI IICHUXHWKHU. B YaCTHOCTH, TsKCJIasA ACTIPECCUA Hauboiee
4acTo HaOmIoAanach Yy TAlMeHTOB C JIelmpeccueil B aHaMmHe3e. Takke HMeErTcs
HOCTPErHCTPALMOHHBIE TAHHBIE O CIyYasX TSKeJIOW JeNpeccHH, CMEPTH B pe3yJbTaTe CyHuuaa,
Opena M TCUX030M0J00HOTO TOBeACHUsA. [laneHTOoB HEOOXOMUMO TPERYIPETUTh O TOM, YTO
IpU pa3BUTHUHU TAKNX CHUMIITOMOB, KaK TsDKEJIad ACMPECCUSA, IMCUXO03bl MU CYUIIUIAJIIBHBIC UICH,
OHHU JIOJKHBI HEMEUIEHHO COOOIIUTH 00 3TOM Bpady. Bpau 1oimkeH onmpenenuTb BO3MOXKHYIO
CBSI3b 3TUX CHMIITOMOB C IIpUeMOM 3(aBHUpEH3a M, €CIH 3Ta CBA3b MOATBEPIKIACTCS, OLIEHUTh
COOTHOHICHUC pHCKA JJIA MalMCHTAa IMPHU MPOAOJDKCHHUHN TCpaliuu U HOTGHIII/IaJ'II)HOI\/'I II0JB3bI OT
npuema npemnapata (cM. pazznen «[lobounoe nerictBrey).

CHMIOTOMBI CO CTOPOHBI HEPBHOM CUCTEMBI

VY nmanueHToB, MpUHUMABIIKX 3¢aBupeH3 B 03¢ 600 Mr 1 pa3 B CyTKH B paMKaxX KIMHHUYECKHX
UCCJIEIOBaHUM, 4acTo HaOJIIOJANIMCh CIEAYIOIIUE CUMITOMBI: IOJOBOKpY)KEHHE, OECCOHHUIIA,
COHJIUBOCTb, CH)KEHUE KOHIIEHTPAIlMU U MATOJIOTUSI CHOBHICHMI, a TaK)K€ BCTPEUAJIUCh APYyTHe
HeXenarenbHble siBIeHus (cM. pasnen «Ilobounoe neiictBue»). CUMOTOMBI CO CTOPOHBI HEPBHOU
CHUCTEMBl OOBIYHO HAOJIOJATUCh B TEUYEHHE IEPBOrO MM BTOPOro JHA Tepanud H B
OOJNBIIMHCTBE CIlydaeB MCUE3aId Tocie TMepBbIX 2-4 Hemenb. [lanmeHTOB HEO0OX0AWMO

HpOI/IH(bOpMI/IpOBaTB O TOM, 4YTO TAaKH€ CUMIITOMbBI, €CJIN OHH ITIOABJIAKOTCA, OOBIYHO HCUE3aI0T
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IPY TPOJODKEHUH TEPAIMK U HE SBISIOTCS NMPU3HAKOM BO3MOXHBIX HAPYIICHUH CO CTOPOHBI
TICUXHUKH, KOTOPHIE BCTPEUAIOTCS PEKE.

HelpoTOKCHYHOCTh C TIO3JHMM HA4yaJIoM, BKIIOYAs aTaKCUIO W SHIE(danonatuio (HapyllcHHEe
CO3HaHUSI, CIYTAaHHOCTh CO3HaHUS, TICHXOMOTOPHOE 3aMEIUICHHE, TICHXO03, JCIHPHUI) MOXKET
BO3HUKATh 4Yepe3 HECKOJIBKO MECSIEeB WM JIET TIOCle Hadajla Tepanud S(HaBUPECH30M.
Hekortopeie ciiydan HEHPOTOKCHYHOCTH C TO3AHMM HAYajJOM BO3HUKAIM Yy MAalMEHTOB C
reHeruueckuM nonumoppusmom wm3odepmenta CYP2B6, duro cBsizaHO C TMOBBIICHUEM
KOHIICHTpaluu 3¢paBUpeH3a B IUIa3Me KPOBH, HECMOTPS Ha CTaHIApTHBIC 1103l 3(aBHpeH3a.
[TareHTHl ¢ pU3HAKaMU U CHMIITOMaMH CEPbE3HBIX HEBPOJOTHUECKUX MOOOYHBIX 3(ddekToB
JOJKHBI OBITh HE3aMEIUTEIHHO 00CIEIOBaHBI ISl TOTO, YTOOBI OIICHUTH BO3MOXKHOCTH CBSI3U
JAHHBIX COOBITHI ¢ mpueMoM J(aBUpPEeH3a U OOOCHOBAHHOCTH MPEKPAILICHUS TEparuu
3(haBUPEH30M.

CyIopoxHEBIC IPUNIAJIKH

Coo0maioch 0 cygoporax y MarueHTOB, MPUHUMABIINX d(PaBUPEH3, OCOOCHHO Yy MAIUEHTOB C
cygoporaMu B aHamHe3e. [Ipu  OJHOBPEMEHHOM MNPHUMEHEHHH IPOTHUBOCYIOPOKHBIX
JIEKaPCTBEHHBIX CPEJICTB, METAOOIM3UPYIOIINXCA B OCHOBHOM B MEYEHU, TAKUX KaK (DEHUTOUH,
kapbamazenuH U  (eHobapOuTan, ciueayer MEePUOJUYECKH  IMPOBOJUTH  OMpeesieHue
KOHIIEHTpaUMUid 3THX TMpenaparoB B Iula3Me KpoBH. KccinegoBaHue B3aMMOAECHCTBUI
JIEKAPCTBEHHBIX CPEJCTB IMOKA3aJ]0, YTO MPH OJHOBPEMEHHOM MPUMEHEHHH KapOamaszernuHa H
a¢daBupeH3a KOHIIEHTpaluu KapOaMa3enmuHa B IJ1a3M€ KPOBHU CHIDKAIHCh (CM. pasjaen
«BzaumopeiicTBue ¢ JAPYTUMHU JIEKAPCTBEHHBIMU CpPEICTBaAMU»). [lallMeHThl ¢ CyAOpOXHBIMU
MpUTIAJKaMU B aHAMHE3€ JOJIKHBI HAXOAUTHCS TI0]T 0COOBIM HAOIIOICHUEM.

HexenaTennHbIC ABICHUS CO CTOPOHBI ICYCHU

B noctpeructpanonHbiil mepruo1 HaOIIOAeHHs ObLIO MOTYYeHO HEOONbIIOe YUCIO COOOIIEHUI
0 Pa3BUTHH MEYCHOYHON HEJOCTATOYHOCTH Yy MAIMEHTOB 0e3 yka3aHuil Ha 3a00JIeBaHMs TICUCHU
B aHaMHe3e, a Takke 0e3 JPYruxX BBIIBICHHBIX (hakTopoB pucka (cM. pazaen «IloGounoe
nencTBue»). B CBSA3M C ATUM PEKOMEHIYETCS OCYIIECTBISATh MOHHUTOPUHT aKTUBHOCTH
«TIEYEHOYHBIX» (PEPMEHTOB JaXKe y MalMEeHTOB 0e3 MeueHOYHON AUC()YHKINMU B aHaAMHE3e WU
Ipyrux (akTopax pucka.

Bunusiaue nuimm

[Ipu mpumeHeHuu 53QaBUpeH3a BO BpeMs NpHeMa MHIIA MOXET BO3pPacTaTh HKCIO3UIUS
adaBupensa (cMm. pazzuen «DapMakoIOrHUeCKHe CBOMCTBa», moapaszen «DapMaKOKHHETHKA),
YTO MOXXET MPUBOAUTH K YBEJIMUYEHUIO YacTOThl HEKEIATENbHBIX peakuuid (CM. paszen
«Ilobounoe neiictBue»). B cBsi3u ¢ 3TUM peKOMEHIyeTcs MPUHUMAaTh 3(aBUpPEH3 HATOIIAK,

KEJIaTCJIbHO HAa HOYb.
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CHHIpPOM BOCCTAaHOBJICHHS HMMMYHHTETA

JlanHblil cuHApOM HaOroaCcs Y MalMEHTOB € TSHKEIbIM UMMYHOAE()UIUTOM B 1000 MOMEHT
nocjie Haudaja InpoBeneHus koMOuHupoBaHHOW APBT. B pesynbrare ycuieHuss MUMMYHHOI'O
OTBETa BCJEJCTBUE TEPAIMU B TCUCHHE HECKOIBKHUX HEJENb MM MECAIEB OT Hayaja JICYCHHS
MOXET  pa3BUTHCS  BOCHAJMTENbHAs  PEaKIUs Ha  HEAKTUBHBIE WJIM  OCTaTOYHbBIC
OMIOPTYHUCTHYECKHE MH(EKINHU, TAaKhe KaK IUTOMETATOBUPYCHBI PUHUT, TeHEPATIM30BaHHbIC
W/WIM 0YaroBble MHKOOaKTepualbHble WH(EKIUK, ITHEBMOHHsS, BbI3BaHHas Pneumocystis
jirovecii (mpexxnee HasBanue — Pneumocystis carinii). Takue BocHaaMTEIbHBIE CHMIITOMBI
HYXXJIAIOTCS B JAJIbHEHIIIEH OIIEHKE M HA3HAYSHUH COOTBETCTBYIOIIETO JICYCHUSI.
AyTOMMMYyHHBIE HapylieHus (Takue Kak Oone3Hb I['peiiBca W ayTOMMMYHHBIH TemaTUT)
HaOroanch Ha (poHE BOCCTAHOBJICHUS UMMYHHUTETA, OJJHAKO BPEMsI HayaJIbHBIX MPOSBICHUI
CHJIHO BapbHpOBAIO M 3a00JIEBaHHE MOIJIO BO3HHMKATh Yepe3 MHOTO MECSIEB IOCIe Hadaja
Teparnuy.

.HI/IHOIII/ICTDOd)I/Iﬂ M MeTa00JIMYECKHUE HapyIICHUA

KomOunupoBannas APBT accounuupoBana ¢ mnepepacnpeneseHueM IMOAKOKHO-KUPOBOU
kinetdatku Tena (nmumomuctpodusi) y BUY-undunmpoBanHbix mnanueHToB. OTaaneHHbIC
MOCJIE/ICTBUSL ATOTO SIBJICHMUSI IIOKa HEM3BECTHbI, M MEXaHU3M €ro pa3BUTHS H3Yy4YEH
HenoctatoyHo. [Ipennosaraercss CBsA3b MEXKIY BUCLEPAIBHBIM JIMIIOMAaTO30M M IIPUMEHEHUEM
UHTUOUTOPOB TpoTeaszbl, u Junoatpopun u mnpumeneHnem HUMOT. IloBblmeHHBIH pHCK
pa3BUTHS JUNOAUCTPOGUU MOXKET ObITh OOYCIOBJIEH KaK WHAMBHIYyaJIbHBIMH (HaKTOpaMu,
TaKUMH KaK MOKWJION BO3pacT, Tak U (pakTOpaMH, CBI3aHHBIMHU C IPUEMOM IpenapaToB, TAKUMU
kak npoaospkutenbHas APBT u cBa3aHHbIe ¢ Hell MmeTabonnyeckue HapylieHus. B cBsa3u ¢ aTum
IpyU KJIMHUYECKOM 00CJeI0BaHUU MallMeHTa ClIeyeT NMPOBOAUTH (hU3HKaNIbHOE 00CIeI0BaHueE,
oOpamias BHUMaHHME Ha IepepaclpesielieHne TMOAKOKHO-XUPOBOM KIIETYaTKH, a TaKxke
OIpPEACIATh KOHIIEHTPALMIO JIMIIUI0B B CHIBOPOTKE KPOBU HATOIIAK M KOHIIEHTPALUIO TIIFOKO3bI
B KpoBu. Hapymienus nunuaHoro oOMeHa JOJKHBI KOPPEKTHUPOBAaTHCS B COOTBETCTBUU C
KIIMHUYECKUMHU TNposiBIeHusAMH (cM. pazzaen «Ilo6ouHoe aeiicTBue»).

OcTeoHekpo3

XO0Td 3THONOTUS JAaHHOrO 3a00JeBaHHs NpPU3HAHA MHOTO(GAKTOPHOHM (BKIOYas MPHUMEHEHHE
[IIIOKOKOPTUKOCTEPOHUIOB,  3JIOYMOTpPEOJIEHHE  aJKOroJieM, TSKEIyl0 HWMMYHOCYIPECCHIO,
MOBBILICHHBIA MHAEKC Macchl Tela), Clydad OCTEOHEKpOo3a HAOII0JaNNCh MPEUMYIIECTBEHHO Y
MarueHToB ¢ anuTenbHoil BUY-uHbekuueld w/wim y NanueHTOB, JIUTENBHO MOTYYaBIIMX
koMOuHupoBanHyto APBT. [lanueHTsl JA0MDKHBI HE3aMEAIUTEIbHO OOpaTUTHCS K Bpauyy MpHU

MOSIBJICHUU OOJIeH B CyCTaBax, CHKCHUU IMOJABUKHOCTHU CYyCTABOB HUJIM TPYAHOCTAX IPHU XO}IB6€.
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Oco0bnIe I'pynIibl TaMEHTOB

Tayuenmoi ¢ 3a60n1e6anuamu neyeHu

D¢aBupeH3 MPOTUBOMOKA3aH MAIlEHTaM C MEYEHOYHON HEZOCTATOYHOCTBIO TSHKETIOW CTETeHU
Tsokectd (kimace C mo kimaccudukanuu Yaina-I1ero) (cm. pasmensr «IIpoTuBomokazanusy u
«®DapmMakoIOTHYECKHE CBOMCTBay, mompasfaen «DapMakOKMHETHKa») M HE PEKOMEHIYETCs
NAlUEHTaM C NOPAXEHUEM [€YEHHU CPEJHEN CTENEHM TSKECTH, ITOCKOJIBKY Ha JIaHHBI MOMEHT
HEJ0CTAaTOYHO JAHHBIX, YTOObl YCTAaHOBHUTb, HY>KHAa JM B TaKUX Clydasx KOPPEKLHUS O3B
BcenenctBue wuHTEHCHMBHOro Mmetabonusma ddaBupeHsa cucremord nuroxpoma P450 wu
OTPaHUYEHHOT0 OMbITa KIMHUYECKOr0 MPUMEHEHHUs Mpenapara y MalueHTOB ¢ XPOHUYECKUMU
3a00JIeBaHUAMHU TICYCHH, CIIEAYeT COONI0JIaTh OCTOPOKHOCTh INPH Ha3HAYeHWH H(aBUpeH3a
narnyreHTam ¢ 3a00JIeBaHUSAMHU MIEYEHU JIETKON CTENeHH TsDKeCTH. [Ipu 3TOM manueHTsl JOKHBI
HAaXOAWTHbCS MMOJA  HAONIOJEHWEM NIl  CBOEBPEMEHHOTO  BBISBJICHHS  J10303aBUCHUMBIX
HEKeNaTeNIbHbIX peakiuii, OCOOEHHO €O CTOpPOHBI HEpPBHOW cHUCTeMbl. Takke uyepes
OIpe/ie/IEHHbIE UHTEPBAJIbl BPEMEHH CJIEIyeT IPOBOJAUTH JJAOOPATOPHbIE aHAIMU3BI JJIS OLIEHKU
cocTosiHUS neueHu (cM. paszaen «Cnocod NpUMEHEHUS U J03bI»).

bezonacHocTh U 3¢ deKTUBHOCTh daBUpeH3a HE MOATBEPHKIIEHBI Y MAIUEHTOB CO 3HAYMMbBIMU
HapylIeHUsIMH (YHKIMU TIe4eHu B aHaMmHese. [laruentsl ¢ xponndeckum remnatutom B umm C,
IpUHUMaIMe KoMOMHMpoBaHHY0 APBT, BXo#saT B TIpynmy pHCKa pa3BUTHS TSDKEIBIX
HE)KeJIaTeJIbHBIX PEaKUil CO CTOPOHBI IEYEHH, KOTOPbIE MOTYT IIPUBECTHU K JIETAIILHOMY UCXOAY.
VY manueHToB ¢ HapylieHueM (QYHKIMH [eYeHH B aHaMHe3e, BKIIIoYask XPOHUUYECKUN aKTUBHBIN
TelaTuT, MOBBIIIAETCS YacTOTa PAa3BUTHUS HApYIIEHUH (YHKINU [EYEeHU TPU KOMOMHUPOBAHHON
APBT, nostoMy Takue MauueHThl JOJKHBI HAXOAUTHCS MOJ HAOII0JAEHUEM B COOTBETCTBUU CO
CTaHJAapTHOH cXeMOM. Y NaIMeHTOB C YyXyJALIEHHEM TeueHus 3a00JeBaHUsl MEYEHH WIH C
YCTOMUMBBIM yBETMUYEHUEM AaKTUBHOCTU CBHIBOPOTOUHBIX TpaHCAMUHA3, MPEBBIMIAONIMM Oojee
yeM B 5 pa3z BI'H, nonp3a oT nponomkeHus Tepanuu 3(haBUPEH30M J0JKHA COMOCTABIATHCS C
BO3MOXXHBIM PHCKOM B OTHOIIIEHWM BO3HHWKHOBEHHUS Ie€MaTOTOKCMYHOCTH. B OTHOIIEHHMH TakuX
MAIMEHTOB CIIEYET PaCCMOTPETH BOMPOC O IEJIECO00Pa3HOCTH MpepbiBanus Wi oTMeHbl APBT
(cM. paznen «IloGouHoe nelicTBUEY).

IIpy ONHOBPEMEHHOM IPUMEHEHUM [JPYIMX JIEKAPCTBEHHBIX CPEACTB C  H3BECTHOMU
renaToTOKCUYHOCThI0 PEKOMEHIYETCsS MPOBOAUTH KOHTPOJb AKTUBHOCTH «IEYEHOUYHBIX)
depmentoB. I[lammentam ¢ rematutom B winm C npu HazHadyeHMH KOMOWHUPOBAHHOM
IIPOTUBOBUPYCHOW TepanmuMu CIEAYeT TakKe pPYKOBOACTBOBAaTbCA MHCTPYKLMSIMH IO
IIPUMEHEHHNIO Ha3HAYaEMBbIX MpenaparoB A jeueHus renatuta B wm C.

llayuenmul ¢ noyeunol HeOOCMAMOUHOCMbBIO

®apMaKOKMHETHKa 3(aBUpeH3a y MalMeHTOB C MOYEYHOM HEeIOCTAaTOYHOCThIO HE H3ydallach,
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OJHAKO B CBSI3M C TE€M, YTO B HEM3MEHEHHOM BHUJE IMOYKaMHU BBIBOAUTCS MeHee | % mpuHSATOMN
10361 A(haBUpeH3a, HapyIIeHne (PYHKIUU MOYEK He JOJHKHO OKa3bIBaTh CYIIECTBEHHOTO BIUSHUS
Ha BbIBeleHUE OddaBupen3a (cM. pazgen «DapmMakoIOTHYECKHE CBOWCTBa», MOIpa3zel
«®apmakokuHeTHKa»). OmNbIT OpuMeHEeHHs 5SGaBuUpeH3a y MAlHEHTOB C  I[TOYCYHOM
HEJIOCTATOYHOCTHIO TSDKEIION CTETICHH TSKECTH OTCYTCTBYET, B CBSI3HM C UEM Y TAKUX IAIIUCHTOB
CJIeTyeT MPOBOANTH TIIATEIHHBI MOHUTOPHHT O€30MaCHOCTH TPUMEHEHHUS TIperapaTa.
Tlayuenmwi noswcunoeo 6ospacma

[TockonbKy B KIMHHUYECKHUE HMCCICAOBAHHUS OBLIO BKIIOYECHO HEOOJIBIIOE KOTMYECTBO MOKHIIBIX
MAalMEeHTOB, HET OCHOBAaHUM MpE/IoJiaraTh, YTo JIEHCTBHE MperapaTa Ha MalMeHTOB MOXKHUIOTO
BO3pacTa OTIMYACTCS OT TAKOBOTO y 00Jiee MOJIOIbIX MAI[ICHTOB.

Jlemu

[Tpumenenue sdaBupensa y aereid miaame 3 MecsleB WIM C Maccod Tena MeHee 3,5 KI He

HCCIICI0BAJIOCH.

Binsinne Ha cIOCOOHOCTH YIPABJISITH TPAHCIIOPTHBIMHU CPEACTBAMM, MeXaHU3MaMU

He mnpoBoauinocs wucciaenoBaHUM JUIsl  OLEHKM BIMSHMS Ha CIOCOOHOCTb  YINPaBIsATh
TPAHCHOPTHBIMM CpEACTBaMM U paboTaTh € MexaHu3MaMHu. O(PaBUPEH3 MOXKET BbI3bIBATH
TOJIOBOKPY’)KCHHE, HApYyLICHHWE BHUMAaHUSA, COHJIMBOCTb M  JPYIME  HEKEIATEIbHBIC
JIEKAPCTBEHHBIC PEAKLUU CO CTOPOHBI LIEHTPAJIBHOW HEPBHOM cucTeMbl. llanumeHToB ciienyer
OpeaynpeauTh, YTO, €CJIM Y HUX MOSIBATCA JIIOObIE U3 3TUX CUMITOMOB, UM cjelxyeT u30erarb

YHOpaBJCHUA TPAHCIIOPTHBIMHA CPEACTBAMHA U pa6OTLI C MCXaHU3MaMH.

dopMa BbIIIYCKa

TabneTku, MOKpHITHIE MIIeHOYHOM 060m04K0i 100 Mr, 400 Mr u 600 Mmr.

I[To 10, 15, 25 wumu 30 TabneTrok B KOHTYPHYIO SUEHKOBYIO YHAaKOBKY W3 IUICHKH
MOJIMBUHUJIXJIOPUAHOM, TMOO MJIEHKU TOJUBUHWIXJIOPUIHON/ MOTMBUHWINACHXIOPUAHOM, IN60
MaTepuaia KOMOMHHUPOBAHHOTO Ha OCHOBE (OJBIM (TPEXCIOMHBIA MaTepuai, BKIHOYArOIIUN
QIIOMUHUEBYIO (GOJBTYy, IJICHKY M3 OPHUEHTHPOBAHHOIO IOJIMAMMJIA, MOJMBHUHUIXIOPUIHYIO
IUIEHKY) U (OJIBIY aIFOMUHHEBOM N€4aTHOM JTaKMPOBAHHOM.

1, 2,3,4,5, 6,9 wim 10 KOHTYpHBIX SYEHKOBBIX YIIAKOBOK BMECTE€ C HMHCTPYKIHEH IO

MEIUITMHCKOMY TPUMEHEHHUIO (JIMCTOK-BKJIAJIBII) TTIOMEIIAIOT B KAPTOHHYIO YIIAKOBKY (MTavyKy).

YciaoBus XxpaHeHUs
[Tpu Temneparype He Boie 25°C.

XpaHUTb B HETOCTYITHOM JUIS1 IETEU MeCTe.
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Cpok rognocTu
3 rona.

He IMPHUMCEHATH 110 UCTCUYCHUHN CpOKa rOAHOCTH.

YcaoBus ornycka

OTIyCKaloT MO peuenTy.

Jlep:kaTejib PerucTPAIHOHHOIO YI0CTOBEPEHUsI
000 «ATommy

Poccus, 445351, Camapckast 0611, r. XKurynesck, yi. I'uapoctpoutenei, u. 6.

IIpousBoauTeab
000 «O30m»

Poccus, Camapckas 0011, 1.0. XKurynesck, r. JKurynesck, yi. ['mapoctpourenei, . 6.

000 «O30H Papm»

Poccus, Camapckas 0011, 1.0. Tonbsttu, Tep. O3 [T, maructpans 3-1, 31. 11, ctp. 1.

Opranuzanus, NPUHAMAKOLIAS IPETEH3UH NOTpeduTe el

B ciyuae usrotoBneHus npemnapara Ha Ipou3BoAcTBeHHOH muiomaake OO0 «O30n»:

000 «O30n»

Poccus, 445351, Camapckas 00:1., r.0. JKurynesck, 1. XKurynesck, yi. ['mapocrpoutenei, 1. 6.
Tein.: +79874599991, +79874599992

E-mail: ozon@ozon-pharm.ru

B cnyuae usrorosienus npenapara Ha npousBojcTBeHHOU miomaake OO0 «O30n Papm»:
000 «O30H Papm»

Poccus, 445043, Camapckast 0611, 1.0. Tombsartu, Tep. O3 T, maructpans 3-4,3x4. 11, c1p. 1.
Ten.: +79874599993, +79874599994

E-mail: ozonpharm@ozon-pharm.ru
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