COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 04.10.2024 N= 21545

WHCTPYKIIMS TT0 MEJIMIIUHCKOMY TTPUMBHEARG-TER APETBEHROFO! !

[IPEITAPATA

I9®ABUPEH3-TJI

PerucrpanuoHHbIii HOMeP:
Toprosoe Haumenoanue npenapara: JOABUPEH3-TJI
MesxknayHapoaHoe HEIATEHTOBAHHOE HAUMEHOBaHUe: 3(haBUPEH3

JlekapcTBeHHas popMa: TaGICTKH, TOKPHITHIE TUICHOYHON 000JI0YKOM

CocraB
Onna TabyieTka, MOKPHITas TUICHOYHOH 000JIOYKOM, COEPIKUT:

JIJ1st 1O3UPOBKMU:
100 mr 200 mr 400 mr 600 mr
Heticmsyrowee euecmeo:
DdaBupens 100,0 mr 200,0 mr 400,0 mr 600,0 mr

Bcnomozamenvhvle gewgecmea. NakTO3bl MOHOTHIIPAT, LEJIION03a MUKPOKPUCTAIITUYECKAsT TUIT
101, kpockapmernio3a HaTpHsl, TUIIPOMEII03a, HATPHS JIaypHiICynb(ar, MarHus creapaT

Inenoynas obonouxa: Axsapuyc Ilpaiim BAP214000 >xkenTbiii [TUIIpOMEIIIO3a, THTAHA JUOKCH/T
(E171), makporo, KpacHTeb jKejie3a OKCHI sKeThii (E172)]

Onucanue

Tabnemxku 100 me: TabneTKU Kpyrible, TBOSKOBBIMYKJIbIE, MOKPBIThIE MIEHOUYHOW 000I0YKOM
CBETJIO-XKENTOr0 ¢ KOPHUYHEBATHIM OTTEHKOM IIBETa, HA IONEPEYHOM pa3pe3e BUIHBI JIBA CIIOA.
SAnpo Tabnerku 0en0ro WK MOYTH OEJIOTro 1BETA.

Tabnemku 200 me. TabNETKU KPYIJble, JABOSKOBBINYKIIbIE, MOKPHIThIE MIEHOYHOM 000I0YKOM
CBETJIO-XKEJITOr0 ¢ KOPUYHEBATHIM OTTEHKOM IIBETa, Ha MOMEPEUYHOM pa3pes3e BHJHBI B CIIOSL.
SAnpo Tabnerku 0enoro WK MOYTH OEIOTo LBETA.

Tabnemxu 400 m2: TabNeTKU OBaJbHBIE, TBOSIKOBBIITYKJIbIE, TOKPHITHIE TUIEHOYHON 000I0YKOM
CBETJIO-XKEITOr0 ¢ KOPUYHEBATHIM OTTEHKOM IIBETa, HA MOMEPEYHOM pa3pe3e BUIHBI JBa CIIOA.
SAnpo TabneTkn 6e10ro WK NOYTH OEJIOTo IBETA.

Tabnemxu 600 me: TabNeTKU OBajJbHbBIC, JBOSIKOBBITYKIIbIE, TOKPHITHIE TUIEHOYHON 000JI0YKOIMA
CBETJIO-)KENTOr0 ¢ KOPUYHEBATHIM OTTEHKOM IIBETa, HA IONEPEYHOM pa3pe3e BHUIHBI [BA CIIOSL.

SAnpo Tabnerku 6e10ro WK MOYTH OEIOTo IBETA.



COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 04.10.2024 N= 21549
dapmakoTepaneBTHYeCKasi TPynma: TpoT OBnpycﬂ%:::Mgﬁi-T%;f&B? )Eléf‘r_%]r:bm;

IPOTHBOBUPYCHBIE CPEACTBA MPSIMOTO JACUCTBHS; HEHYKJICO3UJHbIE HMHIHOMUTOPBHI 0OpaTHOU
TPAHCKPHUIITA3bI

Koa ATX: JOSAGO3

dapMakoJIOrH4ecKue CBoicTea

Dapmakoounamuka

Mexanuszm oeticmeus

Odasupens mnpeacTapisieT co0Oi HEHYKICO3UIHBI HHTUOUTOP OOpaTHOM TpaHCKPHUITA3bI
(HHUOT) Bupyca mmmyHopedunmra yenoeka 1-ro tuma (BUY-1). DdaBupens spisercs
HEKOHKYPEHTHBIM WMHTHOMTOpOM oOpatHoW Tpanckpunrtasbl (OT) BMY-1 u cymiecTBeHHO He
unruoupyet OT Bupyca ummyHoaeduuta yeiaoseka 2-ro tumna (BUY-2) u JJHK-momumepassi (o,
B, v 1 0) KIIETOK YenoBeKa.

llpomusosupycuas akmugnocms

[TpotuBoBUpyCcHas 3 deKTUBHOCTL 3(aBupenHza in Vitro oreHuBazach Ha JUMGOOIACTHBIX
KJIETOYHBIX JIMHUSX, MOHOHYKJIEAPHBIX KJEeTKax nepudepudyeckodl KpPOBH U KyJIbTypax
MakpodaroB/MoHOLIUTOB. UHrHOUpyromas KoHeHTpanus d¢aBupensa, Heooxoaumas st 90-95
% unrnouposanus (MKgo-g5) IITAMMOB TMKOTO THIIA HITH JTA0OPATOPHBIX KIMHUYECKHX U30JISITOB,
PE3UCTEHTHBIX K 3UIOBYANHY, HAX0AUTCA B ipenenax ot 0,46 1o 6,80 HMOIb/II.
Pezucmenmnocmo

[TpotuBoBUpycHass 3(QexkTuBHOCTh d(haBUpeH3a B KIETOYHOH KyIbType B OTHOIICHUU
pa3sHOBUAHOCTEH BUpyca ¢ 3ameHaMu amMmuHOKUCIOT B OT B monoxenusix 48, 108, 179, 181 umm
236, a Takke B OTHOUIEHMM PA3HOBUIHOCTEH C 3aME€HaMU aMHHOKHCIOT B IpoTea3e ObLia
AQHAJIOTMYHA TaKOBOM B OTHONICHMHM BHUPYCHBIX INTAMMOB JUKOTO TuMa. EIMHCTBEHHBIMU
3aMEeHaMU, KOTOpble MPHUBENU K MOSBICHHIO HAMOOINBIIEH pPE3UCTEeHTHOCTH K A(aBUPEH3Y B
KJICTOYHOM KYJIbTYpE, SBISIOTCS 3aMeHa JICHIMHA Ha u3oseiiud B momokernu 100 (L1001, 17—
22-KpaTHOE YBEJIWYCHHE PE3UCTEHTHOCTH) U JIM3KWHA Ha acmaparud B monokennn 103 (K103N,
18-33-kpaTtHoe yBenmuueHue pe3ucTeHTHOCTH). bomee uem 100-kpaTHOe yMEHBIIEHUE
BOCTIIPUMMYHMBOCTH BUPYCOB K Tperapary HaONI0Aaloch B OTHOIIGHWU pasHoBUAHOcTed BUY,
skcrpeccupyrommx 3amMmeHy K103N B gomonHeHue K IPyruM aMHHOKHCIOTHBIM 3ameHaM B OT.
3amena K103N sBismace Hanbosee yacto HaOmomaemoi 3ameHol B OT BHpPYCHBIX HITaMMOB,
MOJYYEHHBIX OT MAllMEHTOB, Y KOTOPHIX HAOJI0AaJI0Ch CYIIECTBEHHOE YBEIMYEHHE KOJINYECTBA
BUPYCHBIX YacTHIl B IJa3Me KPOBHU (BO3BpaTHas BUPEMUsS) B KIMHUYECKHX HCCIETOBAHMIIX
npuMeHeHHs d(haBupeH3a B KOMOMHAIIMY C WHAWHABUPOM WJIM B KOMOMHAIIUY C 3UAOBYIUHOM U

namMuByauHOM. /lanHas myTanus Habmoaanacsk y 90 % nanneHToB ¢ HedpHEeKTHUBHOCTHIO TEPATUU
2
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3ameHbl B OT B momosxkenusax 98, 100, 101, 108, 138, 188, 190 u 225. Tun aMUHOKHCIOTHEIX 3aMEH
B OT, cBsS3aHHBIX C YCTOMYMBOCTBHIO K 3(aBUPEH3Y, HE 3aBUCEN OT APYTUX MPOTUBOBUPYCHBIX
[penapaToB, IPUMEHSBIIUXCS B KOMOUHAIMU C 3(haBUPEH30M.

Ilepexpecmnas pezucmenmuocms

N3yuenne npoduieil nepekpecTHol pe3ucTEHTHOCTH 3(haBUpEeH3a, HEBUPAIMHA U JACTaBUPIHHA
Ha KJIETOYHBIX KYJIbTYpax mokasaino, 4ro 3ameHa K103N npuBoauT K motepe BOCHPUUMYHUBOCTH
ko BceM TpeM HHUOT. /IBa u3 Tpex uccie0BaHHBIX YCTOMYUBBIX K JETABUPIUHY KIMHUYECKUX
U30JISITOB  00Ja/lainy MEepeKPecTHOM PE3UCTEHTHOCThIO K 3(aBUpPEH3y U COJAEPXKAIH 3aMEHY
K103N. Tperuit uzonst, umetouuii 3ameny B OT B monoxxennu 236, He 001a1a1 IEpEeKpeCTHON
PE3UCTEHTHOCTBIO K 3(aBupeH3y. BupycHble HW30MATHL, BBIICICHHBIE H3 MOHOHYKJIEApOB
nepudepruyeckoil KpOBU MAIIMEHTOB, BKJIIOYEHHBIX B KIMHUYECKUE HCCIIeI0BaHus dpaBUpeHsa, y
KOTOPBIX Tepanus Obu1a Hed(pekTrBHA (BO3BpaTHAS BUPEMHS ), OBLITM UCCIICI0BAHBI B OTHOIIICHUHT
BocripuuMunBocTd kK HHUMOT. Tpunaguate wH30J4TOB, KOTOpBIE MPEABAPUTEIIBLHO OBLIN
OXapaKTePHU30BaHbIl KaK YCTOWYUBBIE K J(aBUPCH3Y, OKA3INCh TAKXKE YCTONYHMBBIMH K
HEBUpANHUHY U JAenaBupauHy. OOHapyKWJIOCh, YTO MATh M3 3TuUX ycroiumBbix k HHUOT
u3oisIToB coaepxkanu 3ameny K103N wim 3ameHy BajuHa Ha H30JeHIMH B mosiokeHud 108
(V108l) B OT. Cpeau mnpoTECTUPOBAHHBIX H30JATOB TOCHe HEIPPEKTHBHOW Teparun
3(aBUPEH30M TPH H30JIATA OCTAIMCH YYBCTBUTECIBHBIMU KaK K 3(aBUPEH3Y, TaK U K HEBUPAITHHY
U IETIaBUPJIMHY Ha KIETOYHBIX KYIbTypax.

BepoaTHOCTh MepeKpecTHON Pe3nCTEHTHOCTH MEXKIY 2(aBUPEH30M U MHTUOMTOPAMH MPOTEa3bl
ABJIIETCS HM3KOM BCIEACTBHE pa3nuuusi QepMeHToB-muIleHed. Hammune mnepexkpecTHOU
PEe3UCTEHTHOCTU MeXy 3¢aBupeH3oM U Hykieo3uaHeiMu uHruOutopamu OT (HUOT) Taxxke
MaJOBEPOSATHO BCIEACTBUE pPa3IWYUs YYaCTKOB CBSI3BIBAHMS C MHUIIEHBIO M MEXaHU3MOB
JEHUCTBHS.

DapmakoKkunemuxa

Bcacvieanue

VY 310poBBIX HOOPOBOIBIIEB MakcuManbHas KOHIEHTpaIus (Cmax) d(haBupeH3a B miaa3Me KpoBH
(1,6-9,1 MKMoOIIB/1T) TOCTUTANIACH Yepe3 5 U MOCie OJHOKPATHOTO TMpUEMa BHYTPh Mperapara B
nozax ot 100 mo 1600 wmr. Jlo3ozaBucumoe yBenuueHHE Cmax W IUIOIIAAW TOJA KPHBOH
«kouueHTpanus—speMs» (AUC) nabaromanocs mpu mpueMe mpemnapara B 1o3ax g0 1600 mr; mpu
ATOM HE HAOIIOAANOCh JO30IMPOMOPIUOHAILHOTO YBEIHUEHHUS JaHHBIX MOKAa3aTeNlel, MoITOMY
MOKHO TPEINONIOKUTh, YTO TpH OoJiee BBICOKMX J103aX BCAChIBaHWE yMEHbINAeTCs. Bpems
ToCTIKEHUST Cmax B MUIa3Me KpoBHU (3—5 4) HE M3MEHSUIOCH TOCJI€ MHOTOKPATHOTO TpHeMa

npernapara, a paBHOBECHAs! KOHLIEHTpALMs B I1a3Me KPOBU JOCTUrallach uepes 6—7 cyT.
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B TUIa3Me KpOBU cpenHue 3HAYCHUS Cmax, MUHUMaTbHOU KOHIEHTpanuu (Cmin) 1 AUC Obutn
muHeinabl npu npueme 200 mr, 400 mr u 600 mr 3daBupen3a | pa3 B cyTku. Y 35 manueHTOB,
npuHuMaBImuxX 3¢pasupen3 B go3e 600 mr 1 pa3 B cyTkH, Cmax IPH JOCTHKEHUH PABHOBECHOMU
KOHIIEHTpanuu coctapisia 12,9+3,7 mxMonw/n, Cmin — 5,6+3,2 mxmone/n, AUC — 184+73
MKMOJTB/JT- 4.

Bausnue npuema nuwu na ecacvieanue

[Ipu onHOKpaTHOM IpHEMe 3J0pOBBIMU J100poBoJbLIaMu 3daBupensa B go3e 600 mr B dopme
TabJIETOK, MOKPBITHIX IJICHOYHOU 000JI0YKOM, BMECTE C MUILEH C BBICOKUM COJIEP:KaHUEM KUPOB
Habmonanoce yBenuuenne AUC Ha 28 % u Cmax Ha 79 % 1o CpaBHEHHIO C JaHHBIMH
NOKa3aTessIMH [IPU IIpUEMe Mperapara HaTOIaK.

Pacnpeoenenue

DdaBupeH3 B BHICOKOU CTENEHU CBS3bIBACTCS C OENKaMM IUIa3Mbl KPOBU (IPUOIM3UTEIBHO HA
99,5-99,75 %), rmaBHBEIM 00pazoM ¢ ansOymuHOM. Y BUU-1-MHPUIUPOBAHHBIX MAIIMEHTOB
(n=9), koTopbie mpuHUMaK ddaBupen3 B qo3ax ot 200 go 600 mr 1 pa3 B CyTKH B TEYCHHUE 1O
MeHbIIei Mepe 1 Mecsina, KOHIeHTpalus 3(paBUpeH3a B CIIMHHOMO3TOBOM KUAKOCTH COCTaBIIsIa
ot 0,26 o 1,19 % (B cpeanem 0,69 %) OT COOTBETCTBYIOINIEH KOHIIEHTPALIUU B IUIa3Me KPOBHU.
JanHbIil TIOKa3aTesb MPUOIU3UTENIHFHO B 3 pa3za MPEBBIMIACT KOHIICHTPAIIMIO HE CBSI3AHHOU C
Oenkamu (cBoOOAHON) Ppakuuu 3(aBUpeH3a B IIa3ME KPOBHU.

Memabonusm

KnuHudeckue McclenoBaHus M HCCIeNOBaHUs iN Vitr0 ¢ UCIOJIb30BAaHUEM MHKPOCOM IEYCHH
YeJI0BeKa MoKa3alu, 4To 3(paBUpeH3 META0OIU3UPYETCS TIIABHBIM 00pa30M CUCTEMOM IIUTOXpOMA
P450 mo rMApOKCHIMPOBAHHBIX MPOM3BOIHBIX, KOTOPBIE 3aTEM CBSI3BIBAIOTCS C TIFOKYPOHOBOU
KHUCJIOTON ¢ 00pa3oBaHMEM IIIOKYPOHU/I0B. B OCHOBHOM JaHHblE METaOOJIUThl HEAKTUBHBI B
otHomennn BUY-1. HccnenoBanus in VIitro mo3BOJSIOT MPEANONIOKHTh, YTO H30(EPMEHTHI
CYP3A4 u CYP2B6 sBisitoTCS OCHOBHBIMU M30()epPMEHTAMH, OCYIIECTBIISIOIUMH METa00H3M
adaBupensa, u 9To 3asupen3 uHruoupyet nzopepmentsl 2C9, 2C19 u 3A4 cucteMsl MUTOXpOMa
P450. B wuccnenoBanmsax in Vitro adaBupen3 He wuHruOupoBan mzopepment CYP2ELl u
unrubuposan wuzopepmentsl CYP2D6 um CYPLlA2 Tonpko B KOHILEHTpALUsAX, HaMHOTO
MPEBBIMIAIONIAX MPUMEHSIEMbIE B KIIMHUYECKOH MPaKTHKE.

Dkcro3utyst dpaBUpeH3a B IIa3Me KPOBH MOXKET yYBEITMUMBATHCS Y MAIIIEHTOB, TOMO3HTOTHBIX
no nmonmumopdusmy reHa G516T uzodepmenta CYP2B6. KnuHuueckas 3HAYUMOCTH TaKOTO
U3MEHEHUS HEeU3BECTHA, OJJTHAKO HEJIb3sl UCKITI0YaTh BOZMOKHOCTh BO3pACTaHUS PUCKOB PAa3BUTHUS

Y YBEJIMUCHUSI BRIPAKEHHOCTH HEXeNaTeIbHbBIX peakinii d(paBupeHsa.
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K MHJIYKIIMH €r0 COOCTBEHHOTO0 METa0O0IM3Ma, YTO MOKET KITMHUYECKH BBIPAKATHCS Y HEKOTOPBIX
narueHToB. [Ipu MHOrOoKpaTtHOM Tpueme ddaBupens3a B qo3e 200—400 Mr B CyTKH 370POBBIMHU
noOpoBosbiiamu B TeueHue 10 nquelt Habronanach MeHbIIast CTENeHb KyMyJsaluuu 3(aBupeHsa (Ha
22-42 % uuxe mpearnoiaraeMbx 3HaueHui) U 6ojiee KOPOTKUiA epuo rnonyssiBeeHust — 40-55
4 (TIepro NOTYBBIBEICHHS OJTHOKPATHOM 036 cocTaBisieT 52—76 4). Takke ObLI0 MOKa3aHo, YTO
adasupen3 unaynupyer uzohpopmy 1Al ypumaunaudocdar-rmoxyponmirpancepassr (Y 1D-
I'T1A1), mosTOMY KOHIIEHTpAIUs pajJTerpaBupa, KOTOPbIH sBisieTcs cyoctpatom Y P-I'T1AIL, B
I1a3Me KPOBU CHUKAETCS MTPU OAHOBPEMEHHOM IIPUMEHEHUH C 3(paBUPEH30M.

Hecmotpst Ha To 4TO B McchenoBaHusx iN Vitro agpasupens unruduposan nzodpepments CYP2C9
u CYP2C19, B ucciaemoBaHusax IN VIVO HaOMIOLAI0Ch KakK IIOBBIIMIEHHE, TaK U CHUKEHHE
9KCIIO3UIIMU CYyOCTPATOB JAHHBIX (DEPMEHTOB MPU OJHOBPEMEHHOM MPUMEHEHUU C 3(PaBUPEH30M.
Koneunslit 53 ekt 1aHHOro B3auMoIeCTBUS HE YCTAaHOBIICH.

Buigeoenue

D¢daBupeH3 UMeeT OTHOCHTEIBHO OOJBIION MEPHO ] MOTYBBIBEICHHS, KOTOPHI COCTABISET HE
MeHee 52 4 moclie mprueMa OJHOKPaTHOM 103kl U 40—55 9 mocie MHOTOKPaTHOTO MPUMEHEHHUS.
[Tpubnuzurtensuo 14-34 % ot npuHTON 10361 3(haBUpPEH3a BHIBOAUTCSA MOYKaMu, MeHee 1 % 1036l
s¢aBrpeH3a BHIBOJAUTCS MOYKAMU B HEM3MEHEHHOM BHJIE.

DapmakoKuHemuKa y 0coovlx 2pynn nayueHmog

Hapywenue ¢ynkyuu nevenu

[Ipu onHOKpaTHOM mpueMe Mpenapara HaOIIOJAloCh JABYKpPaTHOE YBEJIMYEHUE MepHuoja
MOJIYBBIBEIEHUSI D(aBUpEH3a Yy OJHOIO TMAallMEeHTa C TSDKEJIOW CTENEeHbI0 IE€UYEHOYHOM
HepocTaTouHocTH (kiace C no kiaccupukannn Yaina—IIbio), 4To yka3bIBaeT Ha MOBBIIIEHHYIO
CTETeHb KyMYJISLIMHU B TaKuX ciy4asx. [[py MHOrOKpaTHOM npuemMe npemnapara He ObUIO BBISIBICHO
3HaYMMOT'O BIIUSHHS NMOpaKEeHHsI MEYeHH Ha (PapMaKOKMHETHKY 3(aBHpeH3a y MAIMEeHTOB C
JIETKOW CTENEeHbI0 MEYEHOYHON HeocTaTOuHOCTH (Kinace A no kinaccudukanuu Yaina—IIsio) mo
CpaBHEHMIO C TTAIIMEHTaMH KOHTPOJILHOU IpymIibl. B HacTosIee BpeMst HET IOCTaTOYHBIX TaHHBIX,
4yTOOBI CHeNaTh BHIBOJ O TOM, BIHSIOT JIM CPEeIHSAS W TsDKenas CTENeHb IeYeHOYHOU
HenoctatoyHocTH (kimaccsl B m C mo knaccudukanuu Yaiina—IIsio) Ha (apMakOKWHETHKY
sdasupensa (cM. pasaen «C 0CTOPOKHOCTHION).

Hapywenue ¢pynkyuu novex

dapmMakoKHHETHKA 3(paBUpeH3a y MAIMEHTOB C MOYEYHOH HEJOCTATOYHOCTHIO HE H3ydanach,
OJIHAKO B CBS3M C TEM, YTO B HEM3MEHEHHOM BHJIE€ MOYKaMHU BBIBOAUTCS MeHee 1 % NMpHUHATOM
110361 d(paBUpeH3a, HapyIIeHHe (PYHKIIUH ITOYEK HE JOJDKHO OKa3bIBaTh CyIIECTBEHHOTO BIUSHHUS

Ha BbIBejieHue d(haBupensa (cM. pasaenn «OcoOble yKazaHHs»).
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Ilon u pacosas npunaonexcnocmo (MOCNEANOBATENEHO

Y My>4YMH U KEHIIHH, a TAK)Ke Y TallMEHTOB Pa3InYHON PacoBOM MPUHAATICKHOCTH HAOII0AaJIHCh
CXO/IHbIE (hapMaKOKWHETUYECKHE MTapaMeTphl A(paBUpeH3a.

Tloowcunvie nayuenmoi

Kakux-mm6o ¢papMakoKMHETHYECKUX pa3IMUMi y MalMeHToB 65 JieT U cTapuie u 6osiee MOJIOAbIX
NAIlMEHTOB HE BBIABICHO, XOTS KJIMHUYECKHE WCCIEOBaHUS d(aBUpeH3a HE BKIIOYAIU
JIOCTaTOYHOT'0 KOJIMYECTBA MALUEHTOB 65 JIET U cTaplie.

Jlemu

DdaBupeH3 He U3yJalics y JIETeH B BO3pacTe 10 3 MECAIIEB WJIM C MacCOM Teia MeHee 3,5 K.
DapMaKOKHMHETHYECKHE TOKa3aTeNnn d(paBUpeH3a y JAETeH U B3pOCIBIX ObUIM CXOXKHMU. Y 49
JeTel, MPUHIMABIINX (paBUPEH3 B 103€, SKBUBaJICHTHOH 600 Mr (1032 pacCUUTHIBAIACH UCXOIS
13 Macchl Tena), 3HaueHne Cmax coctaBuiio 14,1 MkmMoub/it, Cmin — 5,6 Mmxmons/n u AUC — 216

MKMOJIB/J* Y.

IToka3zanus k NPUMECHCHUTIO
B cocrase KOM6HHHpOBaHHOﬁ HpOTHBOBI/IPYCHOﬁ TCpalluu AJd JICYCHUA B3POCIIbIX, ITOAPOCTKOB

u aeteil, napuuposanasix BUY-1.

IIpoTuBonoka3zanus

* ['unepuyBCTBUTENHHOCTD K TIOOOMY M3 KOMIIOHEHTOB Mpernapara.

* [TeueHouHast HEIOCTATOYHOCTH TsKeENO# cTenenu (kimace C no kiaccudukaruu Yaina—I1b10).

* Jletu ¢ maccoii Tena menee 32,5 kr (s qo3upoBok 100 mr, 200 mr u 400 mr), geTH ¢ Maccoi
tena meHee 40 xr (ans qo3upoBku 600 Mmr).

* OnHOBpeMEHHOE TpHUMEHEHHEe C Tep(eHaTuHOM, ACTEeMH30JIOM, IHM3AMPUIOM, MUMO3UIOM,
OenmpuamioM, MHAA30JaMOM, TPHA30JlaMOM M QJIKAJIOWJaMU  CIOPLIHBM  (Hampumep,
SProTaMUHOM, ITUTHAPOIPTOTAMHUHOM, JPrOHOBHHOM WM METHUIIPTOHOBHHOM), TOCKOJBKY
KOHKYpPEHTHOE B3ammoJeiictBue 3¢pasupensa ¢ uzopepmentrom CYP3A4 moxer mpuBectH K
MOIaBIICHUIO MeTa00IM3Ma JaHHBIX MPENapaToB U MOSBICHHUIO TPEMTOCHUTOK /111 BOSHUKHOBEHUS
CEPbE3HBIX W/WJIHM YrpOXKAIOMIMX >KU3HU HEXKEIATeNbHBIX SBICHUN (HampuMmep, apuUTMUH,
JUIUTETIbHOMY CeTaTUBHOMY (P (GEKTy UM YTHETEHHIO JIbIXaHus).

* OmHOBpEMEHHOE MPUMEHEHHE C Tpenaparamu, COAEPKalliMU 3BepOOON TPOIBIPSIBICHHBIN
(Hypericum perforatum), mockoibKy Ipu 3TOM BO3MOXKHO CHIYKCHHE KOHIICHTPAIUH d(aBUpEH3a
B IJIa3M€ KPOBU M CHIDKEHHE ero KIMHHYecKoro s¢dekra (cMm. paszmen «B3aumonelcTBue c
JIPYTUMH JICKApPCTBEHHBIMH MPEIapaTaMmny).

* JlebuuuT aKkTa3sl, HENEPEHOCUMOCTb JIAKTO3bI, TJIFOKO30-TAIAKTO3HAs MajlbabcopOIusl.
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C 0CTOPOKHOCTHIO

* ¥V manyeHToB, UMEIOLIUX B AHAMHE3€ IICUXUATPUUECKUE PACCTPOMCTBA, HAXOIAIIUXCS B IPyIIIE
HOBBIIIEHHOTO PUCKA MO PA3BUTHIO CEPHE3HBIX HEXKETATEIBHBIX SBICHUI CO CTOPOHBI ICUXHKH.

* V manueHToB ¢ HapyIICHUAMHU QYHKIMH [IEUYCHH JIETKOW U CPEIHEH CTETIeHH THKECTH (KJIACChI
A u B no xnaccuduxanun Yaitng—IIs10).

* ¥V nanueHToB, HMEIOLIUX CYA0POrd (B TOM YHUCIIE B aHAMHE3E).

* VYV QanueHToB, NPUHUMAIOMIMX COITYTCTBYIOIIME IPOTHBOCYAOPOKHBIE IpenapaTbl C
NPEUMYIIECTBEHHBIM METa0O0IM3MOM B IIEUCHH, Takue Kak (EeHUTOMH, KapOaMaszenuH |
denobapbuTan (HEOOXOJUMO OCYIIECTBIATh MEPUOAUYECKH KOHTPOJb WX KOHICHTpAalUH B
KpoBH) (cM. pasaen «OcoObIie yKazaHUs»).

* [Ipu oqHOBpeMeHHOM pUMEHEHHH 3(haBUpEH3a U apTeMeTepa/aoMedanTprHa.

IIpumMenenune npu 6epeMEeHHOCTH U B IEPUO/I TPYAHOI0 BCKAPMJIUBAHUS

Ilpn neuenun s¢aBUpeH30M cienyeT u3deratb HacTyIuleHHs OepemenHoctd. Heobxommumo
UCIIOJIb30BATh HAEKHBIE METOJIbI OAPbEPHON KOHTPALIEIIIUU B COUETAHUH C IPYTUMH METOIaMH
(B TOM 4HMCIIe IEpOPATIbHBIMH HMJIH JAPYTUMH TOPMOHAIBHBIMH KOHTpanenTiuBaMu). [lockoibky
3(1)3,BI/Ip€H3 HUMECT IIJII/ITGJII)HI)Iﬁ Inepruoa 1moJIyBbIBCACHUA, H606XOHI/IMO HCII0JIB30BaTh HAACKHBIC
METO/IbI KOHTPAIICTIIIMK HA MIPOTHKEHUH 12 Herenb mocie IpeKpalieHus JISUeHUs d3(PaBUPCH30M.
[lepen HavamoM seyeHHs 3(AaBUPEH30M SKEHIIUHBI, CIOCOOHBIE K JAETOPOXKACHUIO, JOJKHBI
HpoiTH TecT Ha GepeMeHHOCTb. D(aBUPEH3 HE CIeyeT MPUMEHATh BO BpeMsi OEpeMEHHOCTH, 32
UCKITFOUEHHEM CITy4JaeB, KOT/Ja OTEHIMAIbHAS TTOJIb3a JJIsl MaTePH MPEBBIIIAET BOZMOKHBIH PUCK
IJig 1mjioga U HET JAPYrux aJbTCPHATUBHBLIX METOJOB JICUHCHMA. Ecmm KCHIIMHAa ITPHUHUMACT
s¢aBupeH3 Bo Bpems | TpumecTpa OepeMEHHOCTH WM OEpeMEHHOCTh HACTYHaeT BO BpeMs
npUMeHeHHs 3(]aBHUpeH3a, OHa JOJKHA OBITh MPEayNpeXkaeHa O MOTEHIHUAIbHOM BpeAe s
II0/1a.

He MMPOBOANIIOCE AACKBATHBIX W KOHTPOJHUPYCMBIX KIMHUYCCKHUX I/ICCJ'IC}IOB&HPI?I C ydaCTuem
OepeMeHHBIX. B mocTperucTpaiioHHOM Meproie ObUIM MOIy4eHbl COOOIIEHUS O MPUMEHEHUU
s¢aBrpeH3a B cocTaBe KOMOMHUPOBaHHOM aHTUpeTpoBUpycHO Tepanuu (APBT) B | Tpumectpe
O6epemenHoctu. He coobmanocs o Hamuuuu coenupuueckux ocoOeHHOCTel (yBelIMueHUU
Y4acTOTHI) TTOPOKOB PA3BUTHS Y HOBOPOXKIEHHBIX. TOJBKO HECKOJIBKO COOOIIEHUH ComepKain
UHPOPMALIMIO O ClIydasiX pa3BUTHUS Je(PEKTOB HEPBHOM TpyOKH, BKIIOYas MEHWHTOMHEJIOLENE.
BonbmMHCTBO TaHHBIX COOOLIEHUH OBUIM PETPOCTIEKTUBHBIMU, U IPUUYNHHO-CIICICTBEHHAS! CBA3b

He OblJIa U3y4eHa.
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UMEETCsl IOCTaTOYHON MH(OpMAaIIUU O NeUCTBUU dPaBUPEH3a HA HOBOPOXKICHHBIX U MJIQ/ICHIIEB.
Kenmmnaam, npuHUMaOmMM 3(GaBUpPEeH3 B TMEPHOJ] JAKTAllUU, KOPMIIEHUE TPYAbI HE
pexkoMeHnayercsi. Bo wu3bexanue mnepemaun BUY Hu mpm kakux oOctosrenbctBax BUY-

MH(GUIUPOBAHHBIM MaTEPsIM HE PEKOMEHIyeTCS KOPMUTbH IPYAbIO.

Cnocod npuMeHeHHs U 103bl
Baytps. Ilpenapat pekoMmenayercs npuHUMaTh nepej cHoM Harowak. IIpuem sdaBupensa Bo
BpeMs NpHEMa IMUIIHA MOXKET YBEIMUYUTh HKCIO3ULUI0 3(paBUpPEH3a U INPUBECTH K MOBBIIICHUIO
Y4aCcTOTHl HEXEJATeNbHBIX peakiuid. Tepanuto npemnaparom DdaBupens-TJI nomkeH Ha3HayaTh
Bpay, UMEIOIINH onbIT ieueHuss BUY-undexunn.
O¢aBupeH3 [MOJKEH Ha3Ha4yaTbCsd B KOMOMHAIMM C JIPYTMMU AHTHPETPOBUPYCHBIMHU
JIEKaPCTBEHHBIMU CPEACTBAMM.
B3pocnvie
Odasupen3 HazHauaercss B komOuHauu ¢ HUOT ¢ nnu 0e3 unruduropa nporeazst BUY no 600
Mr 1 pa3 B CyTKH.
Koppexyus 003
Ecmu mpemapar OdaBupens3-TJI mpumeHsiercss OJHOBPEMEHHO C BOPHKOHA30JIOM, /032
BOPHUKOHA30J1a J0DKHA ObITh yBenndeHa 10 400 mr 2 pasa B CyTKH, a 1032 3(aBupeH3a J0DKHA
6b1Th yMeHbllieHa 10 300 mr 1 pa3 B cytku. Ilocie mpekpaliieHusi Tepanuu BOPUKOHA30JI0M
JIOJKHA IPUMEHSThCS ITepBOHavanbHas 1o3a 3daBupensa (600 mr) (cM. pa3aen «B3anmopeiicteue
C IPYTHUMH JICKAPCTBEHHBIMU MPETapaTaMmny).
Ecnu s¢aBupens npuMeHseTcsi OJHOBPEMEHHO ¢ pU(QaMIMIIMHOM y NAIIUEHTOB ¢ Maccoi Tena 50
KT ¥ OoJsiee, MOXeT NMoTpedoBaThcs yBelIndeHue 1036l apaBupensa 1o 800 mr 1 pa3 B CyTku (cM.
pasnen «B3aumoeiicTBre ¢ APYTUMH JISKAPCTBEHHBIMH MIPEapaTaMiy).
Jemu om 3 nem
[Ipenapar DdaBupens-TJI HazHawaeTcss B KOMOMHAIIMKA C UHTHOUTOpPOM mpoTeasbl BUY u/mmm
HUOT. Ins neteii ot 3 jeT A03bI MOAOKPAIOTCS B 3aBUCUMOCTH OT MAcChl Tela (cM. Tadu. 1).
[Tpenapat Ddasupens-TJI MoxeT Ha3HAYATHCSA TOJIBKO TEM JETSIM, KOTOPBIE MOTYT MPOTJIaThIBATh
tabnetku. bezomacHocTh M 3P PeKTUBHOCTh MpuUMeHeHUs npenapaTta Ddasupens-TJI y gereit
MJyajame 3 JIET UM Maccou Tena MeHee 13 KT He yCTaHOBJICHBI.

Tabnuya 1

Jlo3b1 U1l AeTeii MpU Ha3HAYeHUH npenapata Jpasupens-TJI 1 pa3 B cyrkn*

Macca Tesa, Kr Jo3a npenapara Ddasupens-TJI, mr
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40 u OGonee 600

* J103BI IUT AITUEHTOB ¢ Maccoi Tena MmeHee 40 KT MpUBEASHBI TOIBKO I HHPOPMAITUX H HETPHUMEHUMBI

JUTSI TaOJIETOK JT03UPOBKOH 600 Mmr.

Ilayuenmut ¢ noueyHoIl HEOOCMAMOYHOCHbIO

dapmMakoKHHETHKA d(paBUpEH3a y MAIMEHTOB C MOYEYHOH HEJOCTATOYHOCTHIO HE H3ydanach,
OJIHAaKO B CBSI3U C TEM, YTO B HEM3MEHEHHOM BHJE IOYKaMH BBIBOJUTCS MeHee | % npunHsaTOn
10361 3(haBUpeH3a, HapylIeHne (QYHKIUU MOYeK He JOJHKHO OKa3bIBaTh CYIIECTBEHHOI'O BIUSHUS
Ha BbIBeZICHUE ddaBupen3a (cM. pasnaen «Oco0ble yKa3aHusm»).

Ilayuenmul c neuenouHoll HEOOCMAMOYHOCHIbIO

VY nmanueHToB ¢ 3a00JIeBaHUSIMH TI€YCHHU JIETKOM CTENEHH TSHXKECTH KOPPEKINHU A03bI d(paBUpeH3a
He TpeOyercs. [lpu 3TOM manueHThl AOHKHBI THIATETBHO HAOMIOJATHCS HA MPEAMET Pa3BUTHS
HEKENaTeNIbHbIX peakuui, OCOOCHHO CO CTOPOHBI HEPBHOM CHCTeMbl (CM. pasjeibl
«[IpotuBonokazanus» U «OcoObIe yKazaHUs).

He pexomenayercs mnpumeHenuwe mpemapata DdaBupens-TJI y TanueHTOB C MEYCHOYHOU
HEJOCTATOYHOCTBhIO CpEIHEH CTENEHU TSKECTHU, MOCKOJbKY Ha JAaHHBIH MOMEHT BpPEMEHU

HEOOCTAaTOYHO JAaHHBIX, YTOOBI YCTAHOBUTH, HY’KHA JIM B TAKUX CIIYydasAX KOPPCKUUA JO3BbI.

ITob6o4uHoe neiicTBHe

Oouwguit npoghuns 6e3onacnocmu

B nenom sdaBupeH3 Xopomo MNepeHOCHICS B KIMHMYECKUX HCCleoBaHMAX. B moxarpymme
NAlUEHTOB, NMPUHUMABIIKUX 3(aBupeH3 B goze 600 mr 1 pa3 B CyTkM B KOMOMHALUU C
uaruouTopamu nporeassl BUYU w/mnmun HUOT, nanbonee wacteiMu (1o MeHbineid mepe y 5 %
NAIMEeHTOB) HEXeJaTeIbHBIMU PEaKUsAMH KaK MUHUMYM CPeIHEN TSKeCTH ObLIIM KOXKHAas ChIIb
(11,6 %), ronoBokpyxenue (8,5 %), romroTa (8,0 %), ronosHas 60sb (5,7 %) U MOBBIIIEHHAS
yromisieMocTs (5,5 %).

HaubGonee 3ameTHBIMU HEXeIaTEIbHBIMU SBJICHUSIMHU, CBSI3aHHBIMM C IpHUEMOM 3(daBHUpeH3a,
ABJIJIUCh KOXKHAs ChIIIb M CUMIITOMBI CO CTOPOHBI HEPBHOM cucTeMbl. CUMITOMBI CO CTOPOHBI
HEPBHOM CHCTEMBbI OOBIYHO MOSIBIISUIMCH BCKOPE MOCJIE Havasla Teparuu U, Kak MpaBuiIo, UCUe3alu
nocie TMepBeIXx 2—4 Henenb Tepanuu. Takke Yy MAalMEeHTOB, NPUHUMABIIUX 3(aBUPEH3,
HaOJII0/TATMCh TSKENbIE peaKliy CO CTOPOHBI KOXKHU, Takue Kak cuHapoMm CtuBeHca—/[)koHcoHA 1
MHOTO()OpMHasi SKCCYIaTUBHAS HPUTEMA; HAPYIICHUS IICUXUKH, BKITIOYAs TSXKEIYIO JACTPECCHIO,
CMepTh BCIIEJCTBHE CYMIIMJA U TICUX030M10/I00HOE MOBECHHE, & TAaKXKe CYIOPOXKHbIE MPUTIAIKH.

[Ipu npumeHenuu 3¢daBUpeH3a OAHOBPEMEHHO C MHILEH MOXKET YBEIMYMBATHCS CHCTEMHAas
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peakmii (cM. pasaen «OcoOble yKazaHHs»).

[Tpoduns Ge30macHOCTH IPH JUTUTEIHHON TepaIiuu, BKIIOYaBIICH d(aBUPEH3, OIECHUBAIH B X0O/I€
KOHTPOJIMPYEMOT'O HCCIE[OBAaHUSA, B KOTOPOM HAaIlMEeHThl NpUHUMaIU Ju00 3¢daBuUpeH3 +
3UIOBYAMH + JTaMUBYAHH B TeueHue 180 Hemenp, mu00 3¢aBupeH3 + uHANHABUDP B TeueHue 102
Helenb, MO0 WHIWHABUD + 3UIOBYIWH + JIAMHBYIUH B TedeHue 76 Henenb. JlmuTenbHOE
npuMeHeHne 3(QaBUpPEH3a B XOJI€ JAHHOTO WCCIICJOBAHHUS HE COMPOBOXKIAIOCH MOSIBICHUEM
KaKUX-1100 HOBBIX JaHHBIX 110 0€30MacHOCTH.

Huxe nmpuBeieHbI cpeIHETSIKENbIE U TSHKEIbIe HeXKellaTeIbHbIE PEeaKllii, B OTHOUICHHH KOTOPBIX
OblJTa yCTAaHOBJICHA BO3MOXKHAsI MPUYUHHO-CIICICTBEHHAS! CBS3h C MPHUMEHSBIIUMCS PEKIMOM
Tepanuu (MO MHEHHUIO HCCIEIOBAaTENIe) W KOTOpble HAOMIOMANUCh B XOJI€ KIMHUYECKHUX
uccleoBaHui  3¢daBUpeH3a, MPUMEHSBIIETOCS B PEKOMEHJOBAaHHOW J103¢ B COCTaBe
koMOuHupoBanHoi APBT.

Kypcusom BbIIENEHbl HeXeJaTelIbHbIC SBJICHUS, KOTOPhIE OBLIM 3apEerUCTPUPOBAHBI B
MOCTPETUCTPAIMOHHBIN IIEPUO]T MPUMEHEHHSI 2(aBUPEH3a B COCTaBE KOMOMHUPOBAHHOMN TEPAITHH.
YacroTta HexenaTelabHBIX SBJICHUM MPUBEACHA IO CIEAYIONeH KiIacCH(pUKALUU: OYEeHb YacTo
(>1/10); wacro (>1/100, <1/10); meugacto (>1/1000, <1/100); peaxo (>1/10 000, <1/1000); oueHn
penko (<1/10 000).

Hapywenus co cmoponbi MMMVHHOﬁ cucmemul

Heuacmo: TUIICPYYBCTBUTCIILHOCTD.

HCZDVWQHM}Z CO Cn1OPOHbL obmena eeuecme U numanusi

Yacmo: TUNEPTPUTIULEPUIEMUS *; Heyacmo: TUTIEPX0JIECTEPUHEMHUS ™.

Hapywenus ncuxuxu

Yacmo: mMaTONOTUYECKHE CHOBHUACHUS, OECIOKONCTBO, AempeccHs, OecCOHHUUA*; neuwacmo:
CKJIOHHOCTH K a(heKTy, arpecCUBHOCTD, CIIyTAHHOCTh CO3HAHUS, HACTPOEHHE CO CKIIOHHOCTBIO K
d(opHun, TALTIONMHALNN, MaHHs, TMapaHOWAAIbHOE MoBeneHue, ncuxoz VYV, CynlIuAaIbHas
MOTBITKA, CYHITUAAIBHBIE HAMEPEHHUS; peOKo. Oped W, Hegpo3 M, CMepmb 8Cle0Cmaue cyuyuoa m™.

Hapywenus co cmoponst HepsHoU cucmembl

Yacmo: HapyuleHust MO3XHCeUK08ol Koopounayuu u pasHosecus 'V, pacctpoiicTBo BHUMaHus (3,6
%), ronoBokpyxkenue (8,5 %), romoubie 0o (5,7 %), comnmmBocth (2,0 %)*; meuacmo:
TPEBOKHOE BO30YXKJIEHUE, aMHE3Hsl, aTaKCHsl, HaApyLIEHNEe KOOPAUHALMU ABM)KEHUH, CyJOpOTH,
HapyIeHue MblnieHus, mpemop 'V .

Hapyuwienus co cmopoHbl opeana 3peHus

Heuacmo: HEUETKOCTD 3PUTCIBHOI'O BOCIIPHUATHUA.

Hapyuwenus co cmoponsl opeana cayxa u Jla5upan’IHbl€ HapyuieruA

10
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Heuacmo: wym 6 yuwax V¥, BepTHTO. (NOCNEAQCBATENEHOCTE 0001)
Hapywenus co cmoponbl cocydos

Heuacmo: «npunuevr» kpoeu k xoxce muya 'V .

Hapywenus co cmoponul dicey0ouno-KumeuHo2o mpakma

Yacmo: 6011 B XKHUBOTE, JUapesi, TOLIHOTA, PBOTA; Heuacmo. NaHKPEaTHT.

Hapywenus co cmoponbl neyenu u Jcenyesbleo0Auux nymeu

Yacmo: IIOBBIIICHUE AKTUBHOCTH acrapTaTaMHUHOTpaHC(epasbl (ACT)*,

ananuHamuHoTpancdepassl (AJIT)* u ramma-rnyramunrpanchepassl (I'TT)*; neuacmo. ocTpsiii
TeMaTUT; PeOKo. Ne4eHOUYHAsl HeOOCMAMOYHOCHL W™ .

Hapyuwienus co cmoporbl Kodcu u NOOKOJNCHbIX IMKAHEL

Ouenv yacmo: xoxHas cbib (11,6 %)*; uwacmo: KOXHBIA 3yn; Hewacmo. MHOrodopmHas
JKCCyJaTuBHas dpurema, cuHiapoMm CrueHca—/[oHcoHa*; pedko: ¢omoannepauueckuii
oepmamum V.

Hapywernus co cmoporbsl noi08vix op2amos u MOJIOYHOLL JHCEe3bl

Heuacmo: ruaekomactus.

Obwue paccmpoiicmsa

Yacmo: NOBBILIEHHAS YTOMIISIEMOCTb.

* boJiee MOPOOHOE ONTUCAHUE CM. HUXKE.

V JlanHble HEXeNaTelbHBIC pPeakiuu ObLTH 3a(UKCUPOBAHBI B TOCTPETUCTPALIMOHHBIN TMEPHO
HaONIOACHMS; YacTOTY JTHX PEaKIU{ ONpeAessuid, HCIOIb3ysl JaHHbIE, MOIy4YeHHbIE B Xoae 16
KIIMHAYECKUX UCCIIeIOBaHuH (ydacTBoBaM 3969 manueHToB).

m OTH HEXKeNaTeNbHbIC PeaKIMK ObLIM 3a()MKCHPOBAHBI B OCTPETUCTPAIIMOHHBIN MTePHO HAOIIOICHUS,
OJIHAKO y TAI[MCHTOB, NMPUHUMABIIMX >(aBUPEH3 B X0J¢ 16 KIMHMYECKUX HCCICHOBAHUM, O HHUX HE
COO0O0IIAIOCH KaK O SBJICHUSX, CBSI3aHHBIX C TPUMEHEHUEM Ipernapara. B cooTBeTcTBHY ¢ Kiaccudukarmen
TI0 YaCTOTE 3TU MOOOYHBIE SIBIIEHUS OBUIN paclieHeHbI KaKk HaOIogaBIInecs peaKo (Ha OCHOBaHUHU OLIEHKU
BepxHell rpanuibl 95 % noBepurenbHOro uHTepBaia s 0 siBJeHU B pacueTe Ha KOJIMYECTBO MALUEHTOB,

NPUHAMABIIHX 3(GaBUPEH3 B X0/I€ YKa3aHHBIX KIMHUYECKUX HccenoBanuii (N=3969)).

Onucanue omoenvHbIX HedceNameabHbIX A6/1eHUT

Koorcnaa ceine. B Xone KIMHUYECKUX HCCIIEAOBAaHUM KOXHasl Chlb Habmoganach y 26 %
MalKeHTOB, NMpUHUMaBIUX d(paBupen3 B noze 600 mr, mo cpaBHeHuto ¢ 17 % manueHTOB B
KOHTPOJIbHBIX Ipynnax. Y 18 % mnainueHToB KoxkHas Chlllb OblIa CBA3aHa ¢ IpueMoM 3(daBupeH3a,
npu 3toM y 1,7 % nmaueHToB mpueM npemnapara Obl IPeKpalieH U3-3a NOSBICHHS KOXKHOM CBITTH.
YacToTa pa3BUTHS MHOTO(POPMHOM 3KCCyIaTUBHON 3puTeMbl U cunapoma CtuBeHca—/[>koHcoHa

coctaBuia npumepHo 0,1 %.
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3(aBUpPEeH30M B 3 KIIMHUUECKUX UCCIEIOBAHUSAX CPEeIHEH MPOIOIKUTENbHOCTRIO 123 Henenu. Y
6 nereii cwinb OblIa TsDKENOM. [lepen Havanom Tepanuu 3(aBUPEH30M y AeTeil UM MOXKET OBITh
PEKOMEH/I0BaHa COOTBETCTBYIOIIAs AHTUTMCTAMUHHAs TEpalus B KadyecTBE NPO(UIAKTHKH.
OObIYHO pa3BUBAIOTCA €1a00 MJIM YMEPEHHO BBIPRKEHHBIC MAaKYJIONAIYJe3Hble KOXHbIE
BBICHIITAHUS, KOTOPBIC MOSIBIISIIOTCS B TEUEHHE MEPBBIX 2 HeIenb IOcie Hayaja Teparnuu
s¢aBupeH30M. Y OOJBIIMHCTBA NAIIMEHTOB KOXKHAs CBIITb MCYE3aeT MPH MPOJOJDKCHUN TEeParuu
s¢aBupeH3oM B TedyeHue 1 mecsaua. D¢paBupeH3 MOXKeT ObITh MOBTOPHO Ha3HAu€H NallMEHTaM,
KOTOPbIE MPEKPATUIIN €r0 MPUEM U3-3a MOSBIECHUS KOKHOU chinu. [Ipu BO30OHOBIEHNH Tepanuu
3(paBUPEH30M PEKOMEHAYeTCs TaKKe NpPUHUMATh COOTBETCTBYyMomMEe Onokatopsl Hi-
TECTaMHUHOBBIX PELENTOPOB U/WIH KOPTUKOCTEPOHIBI.

Hmeercsi orpaHMYeHHBIH ONBIT MPUMEHEHUs 3(aBUpEH3a y NAIMEHTOB, KOTOPbIE MPEKpaTHIIN
TEpanuIo IpyruMHu aHTUPETPOBUpPYCHbIMU NpenaparaMu u3 rpynnsl HHUOT. Yacrora penunnsa
KO>KHOM CBITH TIOCJIE TIEPEX0/1a C TEPAauK HEBUPAITMHOM Ha Tepanuio 3(h)aBUPEH30M, B OCHOBHOM
OLICHEHHAss 0 OMYyOJIMKOBAaHHBIM PETPOCHEKTHBHBIM IaHHBIM, cocTaBuia oT 13 mo 18 % wu
COIIOCTaBUMa C YaCTOTOM, BBISBICHHOW Yy MAIMEHTOB, NPUHUMABUIMX 3(GaBUPEH3 B XOJe
KIMHUYECKUX HCcheqoBanuil (cM. pazaen «OcoOblie yKa3aHusy).

Cumnmombvl coO CMOPOHbL NCUXUKU

Y HEKOTOPHIX MALMEHTOB, MPUHUMABIINX (PaBUPEH3, HAOIIOJAINCH CEPhE3HbIC HEXKEIATEIIbHBIC
ABJICHUSI CO CTOPOHBI INICUXMKH. B KOHTpOIMPYEMBIX KIMHUYECKHUX MCCIEIOBAaHUAX YacTOTa
BO3HUKHOBEHUS OT/EIbHBIX CEPhE3HBIX HEXKENATENbHBIX SIBIEHUH CO CTOPOHBI NCUXMKH OblIa
clemylomen: Tsokemas genpeccuss — 16 % B Tpynme ManMeHTOB, TPUHHUMABIINX
koMOuHupoBanuyio APBT c sdaupenzom, u 0,6 % B KOHTPOJIBHOW TpyINe MaIMEHTOB,
cyunaaibabie Hamepenus — 0,6 u 0,3 %, cynnuaanbHble MONBITKY 0e3 JieTanbHoro ucxona — 0,4
u 0 %, arpeccuBnoe mosenenue — 0,4 u 0,3 %, mapanounanpasle peakuun — 0,4 u 0,3 %,
MaHuakaibHble peakiuu — 0,1 u 0 % cooTBETCTBEHHO.

[TarueHTsl, HWMEIOIIME B aHaMHE3€ IICHUXMYECKHE paccTpocTBa, HAXOJATCS B TpyIIe
MOBBILIEHHOI'O PUCKA 10 PA3BUTHUIO JTAHHBIX CEPbE3HBIX HEXKENATENIbHBIX SIBJICHUN CO CTOPOHBI
IICUXHUKH C YaCTOTON BO3HUKHOBEHUS Ka)KJI0TO U3 BBIIIENEPEUNCIEHHBIX sBIeHUH oT 0,3 % ans
MaHUaKaIbHBIX peakiuii 10 2,0 %o I7s TSHKENON ASTPEeCCUn U CyUIMIAIbHBIX HaMepeHuid. Takxke
B IOCTPErMCTPAI[MOHHOM IIEPUOJI€ IOJIYYEHbI COOOIIEHHUS O Clydasx CMEpPTH B pe3ylibTaTe
cyuiuaa, Ope1oBbIX pacCTpPOMCTBAX U MCHUX030110J00HOM MOBEJCHHH.

Cumnmombpi co CMOPOHbL HEPEHOU CUCTHEMbL

VY nanueHToB, NpuHUMaBIIKX 3¢ aBupen3 B 103e 600 MI B paMKaxX KOHTPOJIUPYEMBIX KIIMHUYECKUX

HCCH@HOB&HHﬁ, qacTo Ha6J'IIO)IaJ'II/ICI) CICAYIOMUE HEKCITATCIIBHBIC PCAKIIUU: T'OJIOBOKPYXKCHHUC,
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COOTBETCTEBYET 3KCNEPTHOMY OTYETY
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OECCOHHMIIA, COHJIMBOCTB, PACCTPOMCTBO uvaHuA '-'fcoﬁﬁ&%bﬁi“é-r Ettontitensa - Taioxe

HaOJI0aMNCh U IpYTHE HeXelaTelbHble sSBIeHUs. CpelHeTsDKeNble U TSDKENIbIe CUMIITOMBI CO
CTOPOHBI HEPBHOM cucTeMbl Habmoaanmuch y 19 % (Tsokensie — y 2%) manueHToB, TOTa KaK y
MAIMEHTOB, MOJIYYaBIINX KOHTPOJIBHYIO TEPAUIO, ITOT IOKa3aTesb cocTaBmi 9 % (Tsokenbie — y
1%). B xonme xiumHMYECKHX wuccieqoBaHuii 2 % NalUeHTOB, NPUHUMABIIUX 3(]aBUpeH3,
NPEKPaTHITN TEPAIUIO M3-32 BBIIICYKAa3aHHBIX CUMIITOMOB.

CHUMIOTOMBI CO CTOPOHBI HEPBHOM CHUCTEMBI OOBIYHO HAOIIOAATNCH B TEUCHHE TEPBOTO WIIH
BTOPOTO JIHA [TOCJIe Hayaja Tepanuu U B OOJBIIMHCTBE CIy4YaeB MCUe3aiu B TeUEHUE MepBbiX 2—4
Henenb. B wccnenoBanuu ¢ ydactueM HEHMH(PUIIMPOBAHHBIX JOOPOBOJIBLIEB pENpe3eHTATUBHBIN
CHMIITOM CO CTOPOHBI HEPBHOW CHCTEMbI BO3HHUKAJI B CpeIHEM Yepe3 | 4 mociie npuema rnpemnapara
U Jumaics B cpeqHeM 3 4. CHMIITOMBI CO CTOPOHBI HEPBHOM CHCTEMBI Pa3BUBAIMCH Yallle, €CIU
3(haBUpEeH3 MPUHUMAIHM BO BpeMs mpuema muiy. Bo3MokHO, 3T0 00yCIIOBICHO MOBBIIICHUEM
KOHIIEHTpauuu dS(daBupeH3a B IJIa3Me€ KPOBM B TaKuX yCIoBHSX (CcM. paszfen
«DapMakokuHeTHKa»). sl yaydineHus: NepeHOCMMOCTH Mperapara B OTHOUICHHWH JaHHBIX
CHMIITOMOB B TE€YEHHE TEPBBIX HEAETh TEPalMi PEKOMEHAYeTCS NMPUHUMATh IpenapaT mnepen
CHOM. DTOT pEeXHM IpHeMa PEKOMEHIYeTCS U TEeM MAalUeHTaM, Y KOTOPBIX MPOJOJIKAIOT
HaAOII0IaThCS JAHHBIE CUMITTOMBI (cM. pazfen «Crnocod npuMeHeHus U 103b1»). CHUKEHHE 03Bl
WK APOOHBIN MPUEM CYTOYHOM 0361 OOBIYHO HE AIOT OJaronpusTHOTO 3 deKra.

AHau3 JaHHBIX O JJTUTEILHOMY NPUMEHEHHUIO Tpernapara IoKaszaj, 4To Iocjie 24 HeIenb
TEpanuy YacTOTa BIIEPBHIC BOZHUKIINX CUMIITOMOB CO CTOPOHBI HEPBHON CHCTEMBI y MAI[MEHTOB,
OpUHUMABIIUX 3(aBUpeH3, Oblla B 1LEJIOM CXOAHOM C TakoBOH B KOHTPOJBHOW TIpymIie.
lleuenounas nedocmamoyrnocmo

B nmoctpeructpannonHusiii nepuoa HaOMOAEHUS ObUIO 3apETUCTPUPOBAHO HECKOJIBKO CIy4yaeB
NEYEHOYHON HEI0CTaTOYHOCTH, BKIIOYass cilyyad Oe3 yKa3aHuUd Ha 3a00JeBaHUs IE€YEHU B
aHamMHe3e, a Takke O0e3 JpYyruxX BbIABICHHBIX (DAKTOPOB pHCKA. YKa3zaHHBIE CIy4au
XapaKTEPU30BAINCH MOJTHUEHOCHBIM TEUEHUEM; B PAJIEC CIIydaeB MOTPeOOBAIACH TPAHCIUIAH TAIIHS
MEYEeHU WM cOO0IIaIOCh O CMEPTH MallUeHTA.

Cunopom 6occmaHno8ienus UMMYyHUmMema

Y BUY-uHGUIIMPOBAHHBIX MAIIMEHTOB C TSKEIBIM UMMYHOIS(UIIMTOM B Hadaje MPOBEICHUS
koMOnHMpoBaHHOW APBT MOeT MOBBICUTHCS PUCK BO3HUKHOBEHHS BOCHAIUTEIbHBIX PEaKIUil
Ha HEAKTUBHBIE WM OCTAaTOYHBIE ONMOpTyHUCTHYecKHe HHeknuu (cMm. paszmen «Ocobbie
yKa3aHUm).

Jlunooucmpodghusi u memabonuueckue HapyuieHus

KomOunupoBannas APBT accomummpyercss ¢ mepepacmnpeneieHueM >KAPOBOM TKaHH Teia

(munonucrpoduert) y  BUYU-uH@uuupoBaHHBIX  MAUEHTOB,  BKJIOYash  HCTOLIEHUE
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BHYTPUOPIOIIMHHOM IIPOCTPAHCTBE, BHYTPEHHUX OpraHax, 3aJHei yactu meu («rop0 OyiiBonay)
U TUNIEPTPOQHIO TPYIAHBIX JKEJIE3.

KomOunupoBannas APBT wmoker BbI3BaTh METAa0OJWYECKUE HAPYIICHHUS, TaKHE Kak
TUIEPTPUTIUICPUICMUS, TUIEepX0JIeCTepUHEMHUS, MHCYJIMHOBAS PE3UCTEHTHOCTD,
THIIEPTIIUKEMUS ¥ THIIEpIakTaTeMust (cM. pasaen «OcolOble ykazaHus»).

Ocmeonexpos

Habmronanuch ciyyan ocTeOHEKpO3a, MPEUMYIIECTBEHHO Y MAIlMEHTOB C XOPOIIO M3BECTHBIMU
dakTopamu pucka, ¢ jurenbHor BUY-uHbpeknuen, a Takke y MaueHToB, KOTOPHIE JUTUTEIBHO
npuHuManu komouHupoBannyo APBT. OnHako yacToTa 3TOro OCIIOKHEHHS HE YCTaHOBJIEHA (CM.
pazzen «OcoOble yKa3aHUs»).

Jlabopamopnvie nokazamenu

«lleuenounviey gpepmenmsi: noBbilieHne aktuBHoctTd ACT u AJIT Gonee yem B 5 pa3 BbilIe
BepxHed rpanunbl HOpMbl (BI'H) mabmonmanocs y 3 % manuentoB u3 1008, mpuHUMaBIIHX
adasupen3 B 1o3e 600 mr B cytku (5—8 % npu ymrensHolt APBT ¢ acdhaBupen3om). AHamornasoe
MOBBILICHHE HAOIIOAANOCh Y MAIMEHTOB KOHTPOJIbHOU Tpymiibl (5 % npu qurensHoii APBT Ge3
acaBupen3a). [loseimenue aktuBHoctu I'T'T Oonee uem B 5 pa3 Boitie BI'H nabnronanocs y 4 %
BCEX MalnueHTOB, npuHUMaBmmx 600 Mr adasupensa, u 'y 1,5-2 % nanueHToB U3 KOHTPOJIBLHON
rpymnsl (7 % npu mmrensHoii APBT ¢ adasupensom u 3 % npu mmrensHoit APBT 6e3
sdaBupen3a). M3onupoanHoe mnoBsiieHne akTuBHOCTH I'TT y marueHToB, NMPUHMMAIOLIMX
s(aBUpeH3, MOXKET yKa3blBaTh HA MHAYKIHIO (EPMEHTOB. B KIMHMUYECKOM HCCIIEOBAaHUM TPU
mutensHoi APBT okono 1 % manueHToB B Kaxa0M U3ydaeMol rpymnmne nNpeKpaTuiu Tepanuio B
CBSI3U C HapYIICHUSIMH CO CTOPOHBI ITEYEHH M KEITIECBBIBOSIINX MTyTEH.

Amunaza: acCUMIITOMAaTHYECKOE yBEJIMYEHHE aKTUBHOCTH aMMJIa3bl B CHIBOPOTKE KPOBH, Oolee
yeM B 1,5 pasza mpesbimatomee BI'H, Obuio BbisiBieHo y 10 % manueHTOB, MPUHUMABIIUX
spaBupeH3, M y 6 % [anuMeHTOB KOHTPOJbHBIX rpynm. KinHuyeckoe 3HaueHue
ACHMITTOMAaTHYECKOTO TOBBIIICHUS aKTUBHOCTH aMHJIa3bl B CHIBOPOTKE KPOBU HEWU3BECTHO.
Jlunuowl: oBbITIIeHHE KOHIIeHTparmu obtero xonecrepuna (OXC) na 10-20 % nabmronanock y
HEMH()ULIMPOBAHHBIX T00POBOJIBIIEB, IPUHUMABIINX 3(paBUpeH3. B KIMHUUECKUX HCCIIeJOBAHUSIX
NPUMEHEHUs pa3nuyHoi komOuHupoBaHHOM APBT ¢ sdaBupeH30oM y MalMeHTOB, paHee He
nonydaBmux APBT, B Teuenue 48 Hemenpb jedeHUsT HAOMIOJAIOCh MOBBIIICHHUE KOHIIEHTPAIIUU
OXC na 21-31 %, xonectepuHa TUnonpoTenHoB Beicokoi ruioTHOcTH (XC JITIBIT) Ha 23-34 %
u TpurauuepuioB Ha 23—49 %. Jlons nauueHToB, y KoTopbix oTHomeHne OXC/XC JIIBII 6su10

Oospiie 5, He W3MEHWIAch. BenwunHa W3MEHEHHWS KOHIICHTPAIMM JIMIHIOB MOXET OBITh
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CpeAcTB B cocTaBe koMOnHUpoBaHHONH APBT.

Bzaumooeiicmsue npu nposedenuu mecma HA KAHHAOUHOUObL: >(PaBUPEH3 HE CBI3BIBACTCS C
KaHHAaOMHOUJHBIMU PELENTOPaMH, OJHAKO HMEIOTCS COOOIICHHS O JIOKHOMOJIOXKUTEIbHBIX
pe3ysbTaTax aHajlu3a MOYM Ha KaHHAOWHOU[Bl Y HEMH(PUIIMPOBAHHBIX J0OpoBosbLeB U y BUY-
UHOHUIMPOBAHHBIX IMALUEHTOB, MNPUHUMABIIMX d(aBupeH3. [loNOXUTENbHBIA pe3ynbTaT
CKPMHUHT-TECTa Ha KaHHAOMHOMABI PEKOMEHIYeTCsl TOATBEP)KIaTh, HWCHOJB3YSd TaKue
crHelualbHbIe METO/IbI, KaK Ta30Bas XpoMaTorpadus Uim Macc-CrieKTpOMETPHSL.

Jemu u noopocmku

Tum 1 9acToTa HEXXENATENbHBIX SBJICHUN y JIeTel B IEJIOM COMOCTaBHMBI C HAOIIOJaeMbIMH Y
B3pOCJIBIX MAIIMEHTOB, 32 UCKIIOYEHUEM KOXKHOM CBITTH, KOTOpas y ieTei BcTpedaercs vamie (y 46
% nereil), yeM y B3pOCIBIX, U Ooliee BhIpakeHa (TspKemas KoKHasi Chlllb Habmoganace y 5,3 %
netreif). C 1enp0 NPOPUIAKTUKH CHIMM  MOXET OBbITh IIeIeCO00pa3HbIM  Ha3HAUYECHUE
COOTBETCTBYIOIMX OJIOKATOPOB Hi-THCTAaMMHOBBIX PEIENTOPOB METSAM A0 Hadala Teparuu
a(aBUpeH30M. XOTS CUMITOMBI CO CTOPOHBI HEPBHOW CHUCTEMBI Y MAJICHBKHX JETEH TPYIHO
BBISIBUTH, MIOJIATal0T, YTO TAKUE CUMITOMBI y JIeTel HAOI01al0TCs peke U OHU OOBIYHO OBIBAIOT
aerkumu. Y 3,5 % manueHToB HaOII0JaINCh CUMIITOMBI CPEIHEN TSYKECTH CO CTOPOHBI HEPBHOU
CHCTEMBI, TPEUMYIIIECTBEHHO TOJIOBOKpYX)eHrne. Hu y ogHOT0 pebeHka He HaOIr01aI0Ch TSKEBIX
CHUMIITOMOB M HE MoTpeboBajach OTMEHA TEpalMH W3-32 CHMIITOMOB CO CTOPOHBI HEPBHOMU
CHCTEMBI.

/Jlpyzue ocobvie cpynnvl nayuenmos

AxmusHocmob «ne4eHouHbIX» (hepMeHmos y nayuenmos, O0OHOBPEMEHHO UHDUUUPOBAHHBIX
eenamumom B unu C

Cpenu manueHToB, CEpPONO3UTUBHBIX Mo renatuty B w/mim C, nosbiuenue aktuBHoctd ACT
6onee ueM B 5 pa3 Boie BI'H nabmonanock y 13 % manueHToB, NpUHUMABIINX 3(aBUPEH3, U Y
7 % MauuMeHTOB U3 KOHTPOJIbHOM TpyIIbl, a nossiieHre akTuBHOcTU AJIT Gonee uem B 5 pas
Boiie BITH — y 20 u 7 % nauueHToB cooTBeTCTBEHHO. Cpeay MalKueHTOB C COYETAHHOMN
uHdpekue 3 % ManueHToB, NPUHUMABIIUX 3(aBupeH3, u 2 % MalueHTOB U3 KOHTPOJBbHOM
TPYNIbl MPEKpaTHIN TEpanmuio H3-3a HapylmleHWH (QyHKUuMU nedeHu (cM. pasgen «Ocolble

yKa3aHUN).

Ilepeno3upoBka
Y HEKOTOPBIX MAlMEHTOB, CIy4YailHO MpUHABIIKX d(daBupeH3 B goze 600 mr 2 pa3a B CYTKH,
HAOJI0/IAI0Ch YCUJIEHHE CHMITOMOB CO CTOPOHBI HEPBHOM CHUCTEMBL. Y OJHOIO MalHeHTa

Ha0JII0/1aTMCh HEITPOU3BOJIbHBIE MBIILIEYHBIE COKPAIICHHUS.
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B ciyuae nepeno3upoBku 3(haBUpEH30M J€UEHUE noan%gé}a%; 'ﬁ@ﬁ@_ﬁl&tﬂdﬁ;{he—%ﬁ(ﬂﬂéﬂ)iHHx

MEPOTPUSTHH, BKIIOYAIOIUX KOHTPOIb OCHOBHBIX MOKa3aTesel )KU3HEAEATEIbHOCTH OpraHn3Ma
1 HaOJIIOJICHNE 32 KIIMHUYECKUM COCTOSIHUEM TaIreHTa. J[Jis BeiBeeHus HeaOCOpOUPOBAaHHOTO
mpernapaTa MOXHO HCIOJIb30BaTh aKTUBUPOBAHHBIA yrosb. Crenudpuyeckoro aHTUA0Ta JUIS
JIeYeHUsl Tepeno3upoBKU 3¢daBupeH30M He cymecTByeT. Ilockonbky 3(daBuUpeH3 aKTHBHO
CBSI3bIBAETCS C O€lIKamMH, MAJIOBEPOSITHO, YTO C TIOMOIIBIO JAMAIM3a BO3MOXKHO 3HAYUTEIHHOE

yZaJeHue npenapara U3 KpoBH.

B3aumoseiicTBHe ¢ APYrHMHU JIeKAPCTBEHHBIMH NMpenapaTaMu

Ddasupens in Vivo seisiercss uHaykropom usodepmentor CYP3A4, CYP2B6 u VID-I'T1AL.
KoHuenTpanusi B 1mia3Me KpPOBH COEAMHEHHUH, KOTOpbIE SIBISIOTCS CyOCTpaTamMy JaHHBIX
U30(EPMEHTOB, MOXKET CHIIKAThCS IPU OJTHOBPEMEHHOM MPUMEHEHUU ¢ ddaBUpeH30M. B To xe
BpeMs in Vvitro sdaBupen3 uaruduposan mzodepment CYP3A4. TeopeTHUECKH 3TO MOXKET
NPUBECTH K YyBeNMWuYeHUIo dkcrmosunuu cyocrpatoB CYP3A4, mostomy ciemyer coOronarh
OCTOPOXXHOCTh Tpu mpuMeHeHun cyoctparoB CYP3A4 ¢ y3kUM TepameBTHYECKUM OKHOM.
Ddasupen3 moxer ObiTh uHAYKTOpoM H30(hepmentoB CYP2C19 u CYP2C9, omHako in Vvitro
TaK)ke HaOJII0/1a710Ch MHTMOMPOBaHUE TaHHBIX n30pepMeHTOB. /[0 KoHIIa 3 dekT, HaOI0 JaeMBbIii
Opd OJHOBPEMEHHOM IPUMEHEHUHM »H(aBHpeH3a C COCIUHEHHSAMHU-CYOCTpaTaMu JTaHHBIX
u30(epMEHTOB, HesiceH (CM. paszen «DapMaKOKUHETHKAY).

Okcno3unys 3paBUpeH3a MOXKET YBEIMUYUTbCS NMPU NPUMEHEHUH Ipernapara OJHOBPEMEHHO C
HEKOTOPBIMU JIEKaPCTBEHHBIMU TMpernapaTaMu (HAmpuMep, PUTOHABUPOM) WM THIIEBHIMU
NpOAYyKTaMu (Hampumep, ¢ IpednpyToBBIM COKOM), KOTOpble HHTHMOMPYIOT U30(EpPMEHTHI
CYP3A4 unu CYP2B6. Ilpenapatsl Ha ocHOBe 3KcTpakTa ['uHKro nBynomactHoro (Ginkgo
biloba), xoTopsie wuHAYHHPYIOT naHHBIE W30()EPMEHTHI, MOTYT MPHUBOAUTH K CHUKCHHIO
KOHIIEHTpaluu d(aBUPEH3a B IJ1a3Me KPOBH.

Ilpomueonokazannan KOMOUHUPOGAHHAA MeEPANUA

3sepobotil npoovipsisnennoiii (Hypericum perforatum): maruieHTsI, IpUHUMAOIIHE d(aBUPEH3, HE
JMOJKHBl MPUHUMATh TMPENapaThl/IPOAYKTHI, COAepkKaliue 3BepoOOi  MPOBIPSIBICHHBIN.
Konnentpanus »s¢daBupeHza B Iula3Me KPOBH MOXET CHIDKAThCA TMPU  OJHOBPEMEHHOM
NPUMEHEHHHU CO 3B€pO00EM MPOIBIPSIBIICHHBIM, TIOCKOJIBKY OH BBI3BIBAET MHAYKIHIO (DepMEHTOB
W/AJTM TPAHCTIOPTHBIX OEJTKOB, OTBETCTBEHHBIX 32 META0OJIM3M JIEKApCTBEHHBIX CpeacTB. Ecmu
MAIUEHT YK€ MPUHUMAET MPermapaThl/IPOIyKThI, COJAEpIKaIINe 3BEpoO0i MPOIABIPSIBICHHBIN, TO
IpUMEHEHHE TOCIIEAHETO CIeyeT OTMEHHUTD, IPOBEPUTH KOHIIEHTPAIIMIO BUPYCa B KPOBU U, €CIIU
ATO BO3MOKHO, KOHIIEHTpamuoo 3(aBupeH3a B KpoBH. Ilocie OTMEHBI MpernapaTtoB/IpoIyKTOB,

CoJIepXKaluxX 3BEpo00i MPOABIPSBICHHBIN, KOHIICHTpAIHs d(PaBUpPEH3a MOXKET MOBBICUTHCS, H
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 04.10.2024 N= 21545

TOTr/Ia TOTpedyeTcs KOPpEeKIus a03bl 3(aBupeH3a. ﬁﬂ‘p}hﬁi}g%épb@ﬂ L'ﬂﬂéz'ﬁ, 'S IFHé;Il-X.IOFO,

CBSI3aHHOE C MHAYKIMEH (EepMEHTOB, MOKET COXPAHSATHCS B TEUCHHE HE MEHEE 2 HeJelb Mociie
ero oTMeHsl (cM. paszaen «I[IpoTHBONOKa3aHus).

/lpy2ue e3aumooeiicmeusn

B3aumopeiictBus Mexay dd¢aBupeH3oM W uHTHOMTOpamu mporeassl BUY, apyrumu
AHTUPETPOBUPYCHBIMH IperapaTaMu, MOMUMO MHTHOMTOPOB mpoteazsl BUY, a Taxke Mexmy
3(paBUpEH30M W  JIGKAPCTBEHHBIMH  TIpenaparaMd, HE OTHOCALIMMHCA K  TpyIIme
aHTUPETPOBUPYCHBIX IPENapaToB, YKa3aHbl B IPUBEICHHOM Huxe Tabiuue 2. YBelndeHue
3HA4YEHUs IOKa3aTenss 0003HadaeTcsi 3HAaKOM T, YMEHbIICHHE 3HAUY€HUs — 3HAKOM |, eciu
nokKasaresb ocTaeTcs 63 N3MEHEHUI — 3HaKoM <. Eciu mpenapat BBoguIICS Kaxable 8 wim 12 4,
TO 3TO0 oOo3HauaeTcss Kak «k84» wimm «kl12u». 90 % u 95 % noBepuTENbHBIE WHTEPBAIIBI
IpEeCTaBJIEeHbI B CKOOKAX, €CIU NpUMEHUMO. OObIYHO HCCIIe0BAaHMSI TPOBOIMINCH Ha 3J0POBBIX

,I[O6pOBOJ'ILI_IaX, €CJIX TOJIBKO CIICHIUAJIBHO HE OrOBApUBACTCA ApYyTrad I/IHCbOpMaI_II/IH.

Tabnuya 2
B3aumopeiicTBusi Meskay 3(paBUPEH30M U IPYTHMH JIeKapCTBEeHHbIMH NpenapaTaMu
JlexapcTBeHHBIE IPenapaThl, BiinsiHue Ha KOHIIEHTPALUIO Npenapara B
pas/esieHHbIE 110 CHIBOPOTKe; cpeHee u3MeHeHnue 3Havyenuiit AUC,
(papMakoTepaneBTHYECKHM Crmax, Cmin (%0) 1 1oBepUTeJIbHbIE HHTEPBAJIbI, €CJIH
rpynmnam (1o03a) NpPUMeHUMO? (MeXaHU3M)

[IpoTHBOMUKPOOHBIE MPeNnapaThbl

AnmupemposupycHole 1eKapcmeeHHvle cpeocmea

Uneubumopol npomeaszvt BUY

ArazaHaBup/puToHaBup/adpaBupen3  |Artazanasup (mocne nonyaas): AUC: «* (ot | 9 no 1

(400 mr 1 pa3 B cytkn/100 mr 1 paz B |10), Cmax: 1 17 %* (o1 1 8 10 1 27), Cmin: | 42 %* (ot |

cyTkn/600 Mr 1 pa3 B cyTku, Bce 31 no | 51)

[perapaTbl IPUHUMAJIINCE BO BPEMs

rpreMa U1 )
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ot 04.10.2024 N= 21545

ATazaHaBUp/pUTOHABUDP/3PaBUPEH3
(400 mr 1 pa3 B cytkn/200 mr 1 pa3 B
cytku/600 Mr 1 pa3 B CyTKH, BCe
penapaTsl IPUHUMAJIKNCh BO BpeMst

[preMa MUIIH)

ATazan:

Bup (0LAE oy oy AGC 0+ et 10 10

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

126), Cmax: «*/** (ot | 5 n0 1 26), Cmin: T 12 %*/**
(ot | 16 10 1 49) (uaaykus CYP3A4)

* [Ipu cpaBHeHMM ¢ atazanaBupoM 300 mr/putoHasupom 100
Mr 1 pa3 B cyTku Beuepom 0e3 adaBupensa. Takoe CHIDKEHNE
Ciin aTa3aHaBHPa MOXKET OTPHUIIATEIHLHO BIUATH Ha

b PeKTHBHOCTE aTazaHaBHpa

** OCHOBaHO Ha HCTOPHYECKOM CPaBHEHUH

MOHUTOPHHTA

OnHOBpEMEHHOE IPUMEHEHHE Y(aBUPEH3a C aTa3aHaBUPOM/PUTOHABUPOM HE PEKOMEHTYETCsL.
Ecnu TpeOyercst oqHOBpeMeHHoe puMeHenue arazanasupa ¢ HHUOT, neo6xoanmo
paccMOTpETH 11eJ1eco00pa3HOCTh YBEIUYEHHUS 103kl aTazaHaBupa 10 400 Mr 1 puTOHaBHpa J10

200 mr B KOM6I/IHaI_[I/II/I C 3(1)aBI/IpeH3OM ¢ obecrieueHuEM TIIATCIBbHOI'O KIIMHHNYCCKOI'O

JlapyHaBup/puToHaBup/3¢haBupeH3
(300 mr 2 paza B cytku*/100 mr 2 paza
B cyTkn/600 Mr 1 pa3 B cyTkmn)* HIDKE
[PEKOMEHIOBAHHOM J103bI

[Too0HBIE pe3yIbTaThl OXKHUIAIOTCS U
[pU IPUMEHCHUU B PEKOMEHI0BAaHHBIX

o3ax

JapynaBup: AUC: | 13 %, Cnmin: | 31 %, Cmax: | 15 %
(uaaykius CYP3A4)

O¢asupens: AUC: 1 21 %, Cmin: 1 17 %, Cmax: 1 15 %
(uarubupoBanue CYP3A4)

OnHoBpeMeHHBIN TpreM 3¢aBupen3a 1 napyHaBupa/puronasupa (800 mr/100 mr 1 pa3 B cyTkH)
MOYKET MTPUBECTH K CHIKEHUIO0 Cmin HapyHaBupa. Eciu adaBupeH3 HeoOX0MMO IPUMEHSTh
0JIHOBPEMEHHO C 1apYHaBUPOM/PUTOHABUPOM, CIIEyeT MPUMEHATh KOMOUHALINIO
napyHaBup/putoHaBup B pexume 600 mr/100 mr 2 pasza B cyTku. OJ1HAKO TaKyr0 KOMOMHAITUIO
CJIelyeT Ha3HayaTh C OCTOPOKHOCTHI0. CM. HHCTPYKIUIO IO METUIITHCKOMY IPUMEHEHUIO

napyHaBupa/puToHaBHpa. CM. Takke HUXKE MHPOPMAIIMIO IO PUTOHABUDPY

cyTtkn/600 Mr 1 pa3 B cyTkun)

docamnpeHaBup/puToHaBUpP/3(paBUPEH3

(700 mr 2 paza B cytku/100 mr 2 pa3za B

Kinuandyecky 3Ha4MMOTO (I)apMaKOKI/IHeTI/I"IeCKOFO

B3aMOJICHCTBHS HE BBISBICHO

HIDKE MH)OPMAIUIO 110 pUTOHABUPY

Koppekiiuu 10361 HU OJTHOTO M3 ATHX JIEKAPCTBEHHBIX TIpenapaToB He TpedyeTrcs. CM. Takxke

H3

docamnpenasup/HenpuHaBup/3haBupe

B3anmoaeincTere HE U3y4aaoch

KOppeKI_II/II/I A03bI HU OJHOTO M3 3TUX JICKAPCTBCHHBIX IIPEIapaToB HE Tpe6yeTC$I
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 04.10.2024 N= 21543

docamnpenaBup/cakBuHaBup/>daBupen [BzanMoeiicTBre He Haydatocs — /B TS UUUT

3

M cnonp30BaHue TaKOM KOMGI/IHaLII/II/I HC PCKOMCHAYCTCA, IIOCKOJIBKY OKHUAACTCS 3HAYNMOC

CHIDKCHHUE IKCIIO3UIMU 000MX MHIHOMTOPOB mpoTea3sl BUY
NununaBup/3daBupens Nuaunasup: AUC: | 31 % (ot | 8 1o | 47), Cmin: | 40

(800 mr x84/ 200 mr 1 pa3 B cyTkn) %
CX0HO€ CHI)KEHHE IKCIIO3UITUN MHANHABHPA
Ha0II01a10Ch B ciiydasx, koraa uaauaasup (1000 mr
K84) BBOWICS B KOMOUHaImu ¢ ddaBuper3om (600 mr
1 pa3 B cyrku) (uaaykuus CYP3A4)

DdaBupeH3: KIMHUYECKH 3HAYUMOTO
(hapMaKOKHHETHYECKOT'O B3aUMOJICHCTBUS HE

Ha0JII0 JAJIOCH

uunasup/puronasup/shasupens (800 [Muaaunasup: AUC: | 25 % (ot | 16 10 | 32)°, Cmax:
Mmr 2 pasa B cyTku/100 mr 2 pa3a B 117 % (ot | 6 10 | 26)°, Crmin: | 50 % (ot | 40 10 |
cytkn/600 Mr 1 pa3 B cyTkn) 59)°

DhaBupeH3: KIMHIYECKH 3HAYUMOTO B3aUMOICHCTBUS
He HaOmoganock. CpenHee TeOMEeTPUYECKOE 3HaUYCHNE
Cmin nanunaBupa (0,33 mr/i) npu ero NnpUMEHEHUH B
KOMOMHAIIMK ¢ PUTOHABUPOM U 3(PaBUPEH30M ObLIO
OosbllIe, YeM IpU ero NPUMEHEHUH B KaUecTBe
MouoTepanuu 1o 800 Mr k84 (Cpin 0,15 mr/m). ¥V
narueHToB, nHpuimpoBanHbix BUU-1 (n=6),
rmokasareian papMakOKUHETUKU UHANHABHPA U

3(baBHpeH3a 00BIYHO OBLIM COITOCTABUMEI C TAKOBBIMU

y HeMH(MUIIMPOBAHHBIX TOOPOBOJIBIICB
XOTsl KIMHUYECKasi 3HAYUMOCTh CHUKEHUSI KOHLIEHTpalluu UHANHABHPA HE YCTAHOBJIEHA,

HaOJr01aB1Ieecs (PapMaKOKMHETUYECKOE B3aUMOIEHCTBUE JIOJIKHO IPUHUMATHCS BO BHUMaHUE
[pU BHIOOPE peXMMa TEparHU, BKIIIOYAIOUIEr0 OJHOBPpEMEHHO 3(aBUPEH3 U UHIMHABUD.
Koppexkiun 10361 3paBupeH3a He TpeOyeTcsi, €CIl OH Ha3HAYaeTCsl ¢ MHAWHABUPOM WIIH C

WHIMHABUPOM/pUTOHABUPOM. CM. Takke HIKE MH()OPMAIIHUIO 110 PUTOHABUPY

JlonuuaBup/putoHaBup B hopme CylIeCTBEHHOE CHUKEHUE SKCIIO3UIINH JIOTMHABUPA
MATKHX Karcysl Wik B popMe pacTBOpa

[UIsI IpUeMa BHYTpb/3(aBupeH3
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ot 04.10.2024 N= 21545

[Ipu oqHOBpEeMEHHOM Ha3HAYEHUH ¢ 3(h)aBUPEHIOM cneg?@?‘ﬁa@&%ﬁéﬂ: %EMGGSEE&HG(’:"IQ

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

YBEJIMYEHUS /103 JIONMMHABUPA U PUTOHABHPA B POpPME MATKHX KarcCyll WiK B (hopMe pacTBOpa

U1t puema BHYTpb Ha 33 % (1o 4 kancynbl/~6,5 M 2 paza B CyTKH BMECTO 3 Karcyin/5 mi 2

pa3a B cyTku). OiHaKo cienyer coOaoaaTh OCTOPOKHOCTD, TOCKOJIBKY TaKash KOPPEKIUs 103bI

JJI1 HCKOTOPBIX IMAIIUCHTOB MOXKET OKa3aThCs HGI[OCT&TO‘-IHO?I

JlonmuHaBUp/PUTOHABUD B
TabneTKax/2(haBUpeH3

(400/100 mr 2 paza B cytkn/600 mr 1
pa3 B CyTKH)

(500/125 wmr 2 paza B cytku/600 mr 1
pa3 B CyTKH)

Konnenrpanuu nmonuHasupa: | 30—40 %
KoHIIeHTpalny JIOMHABUPA CXOIHBI C TAKOBBIMU TTPU
MpUMEHEHHUH JJonuHaBupa/puToHasupa o 400/100 mr

2 pa3za B cyTkH 0e3 3(paBupeH3a

Jl03a monmMHABHMPA U PUTOHABHPA B TaOJIETKaX JOJHKHA ObITh yBenmueHa 10 500/125 mr 2 pasa B

CYTKH IPU OJJHOBPEMEHHOM MpuMeHeHHnH ¢ d¢aBupen3om mo 600 mr 1 pa3 B cytku. Cm. Takxke

HUKe HH)OPMALIMIO 110 PUTOHABUPY

Hendunasup/ahasupens

(750 mr xk84/600 mr 1 pa3 B cyTkH)

Hendunasup: AUC: 120 % (ot 1 8 10 1 34), Cmax: 1
21 % (ot 1 10 mo 1 33). JlaHHas koMOMHAIMS OOBIYHO

XOpoHmo IMEPECHOCUTCA

Koppekiuu 10361 HU OJJHOTO M3 ATHX JIEKAPCTBEHHBIX MIPENapaToB HE TpeOyeTcs

PutonaBup/>aBupens

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

Putonasup: AUC yrpom: 118 % (1 6 — 1 33), AUC
BeuepoM: <>, Cmax yrpom: 1 24 % (1 12 — 1 38), Cmax
BeuepoM: <>, Cmax yTpoM: 1 42 % (1 9 — 1 86)°, Cmin
BeuepoMm: 1 24 % (1 3 -1 50)°

Ddasupens: AUC: 121 % (1 10— 1 34), Cmax: 114 %
(14—126), Cmin: 1 25% (1 7 — 1 46)°
(narubuposanue CY P-omnocpenoBaHHOTO
OKHCITUTEIHLHOTO METAab0IU3MA)

[1pu npueme 3¢paBupeH3a B KOMOMHAINH C
putoHasupom 1o 500 mim 600 mr 2 pa3a B CyTKH
[EepPEHOCUMOCTh Obli1a HU3KOW (Hampumep,
HaOJTIOAATNCh TOJIOBOKPYKEHHUE, TONTHOTA, TApECTE3H s,
MOBBIIIIEHNE AKTUBHOCTU «IIEYCHOYHBIX» ()EPMEHTOB).
JlocTaTouHbIE JaHHBIE O IEPEHOCUMOCTH 3(haBUpEH3a B

KOMOWHAIIMK C pUTOHABUPOM B HU3KHX J103ax (1o 100

Mr 1 unu 2 paza B CyTKH) OTCYTCTBYIOT
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 04.10.2024 N= 21545
(MOCTEOOBATENBHOTTE U0UT)

[Tpu Ha3HaueHUH >(paBUpPEH3a C PUTOHABUPOM B HI3KMX J03AX CICAYET yIUTHIBATE
BO3MOXKHOCTH YBEJIMUECHHUSI YACTOTHI CBA3AHHBIX C 2(PaBUPEH30M HEKEIATEIbHBIX SIBICHUH

BCJICACTBHEC BO3MOXXHOI'O (bapMaKOI[I/IHaMI/I‘ICCKOFO BBaHMOHCﬁCTBHH

CakBuHaBUpP/pUTOHABUP/3(aBUPEH3 ‘BSaI/IMOIIef/’ICTBI/Ie HE U3y4ajoch
OTCyTCTBYIOT JaHHBIE, TO3BOJISIONINE Pa3padOTaTh PEKOMEH/IAIMH 110 PEKUMY TO3UPOBAHHUS.

CM. Takxke Bblle MHPOpMAIIHIO IO puToHaBupy. [IpuMenenue 3¢paBupensa B KOMOMHALIMY C

CaKBMHAaBHPOM B KaueCTBE €AMHCTBEHHOI0 MHruouTopa nporeassl BUY He pekomenayercs

Anmazonucmol xemoxkunosvix peyenmopos CCRS
Mapasupok/3¢pasupens (100 mr 2 paza B Mapasupok: AUC12: | 45 % (| 38— | 51), Cmax: | 51

cyTkn/600 Mr 1 pa3 B CyTKn) % (| 37 — | 62)

KonuenTpanuu 3¢aBupensa He U3MepsIINCh,

B3aI/IMOI[€I\/JICTBI/Ie HEC 0XKMIacTCs

CM. HHCTPYKIUHU 1O MCAUITHUHCKOMY IMMPUMCHCHUIO JICKAPCTBCHHBIX IPEIIapaToB, B COCTAaB

KOTOPBIX BXOOUT MAapaBUPOK

Hneuoumopol unmezpaszot BU4

Panrerpasup/>haBupeHs Panterpasup: AUC: | 36 %, C12: | 21 %, Cmax: | 36 %
(400 Mr ogHOKpaTHas 103a/—) (nanykuus pepmenta YD-I'TIATL)

Koppekuuu 10361 panTerpaBupa He Tpedyercs

Vlekapcmeennuvte npenapamot uz czpynn HUOT u HHUOT
HWOT/>¢paBupens VccnenoBanus B3anMoAecTBUN 2(aBUpeH3a U

npenapaTtos u3 rpynnel HUOT He npoBoaunuce, 3a
VCKJIFOYEHUEM B3aUMOJIEUCTBUM C JIAMUBYJUHOM,
3UJI0BYJIMHOM U TEHO(OBHpPA AU30MPOKCHIT
¢dbymapaTom. KnmuHudecku 3HauMMble B3aUMOJIEHCTBUS
HE MPEeIoaralTcs, MOCKOIbKY METa00I13M
npenapaTtos u3 rpynnel HUOT npotekaer nmyTsamuy,
OTJIMYHBIMH OT TAKOBBIX JUIS 3(paBUpEH3a, U
MaJOBEPOSITHO, UTO OHU OyyT KOHKYPUPOBAaTh 32 OJIHU
U T€ e MeTaboIu3upyroIue GepMEeHTHI U TyTH

BBIBCICHUA

Koppekuuu 10361 HU OJJTHOTO U3 JaHHBIX JIEKAPCTBEHHBIX MPENapaToB HE TpedyeTcst
HHUOT/>dasupens ‘B3aHMOHeﬁCTBHe HE U3y4aJIOCh
[Tockonbky npumenenue 1Byx HHUOT He obGecnieunBaeT nperMyIecTBa ¢ TOUKU 3pEHUS

A dexTrBHOCTH U 0€30MIaCHOCTH, OJJHOBPEMEHHOE MPUMEHEHHE F(haBUpPEH3a U IPYrOro

cpenctBa u3 rpynnsl HHUOT He pexomenayercs
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 04.10.2024 N= 21545

Jlekapcmeennvie npenapamsl npomus gupycaenamug-¢'==-ER TENBAULTD UUUT

Boruenpesup/>haBupens

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

borenpesup: AUC: < 19 %*, Cmax: <> 8 %, Cnmin: | 44
%

Ddasupens: AUC: < 20 %, Cmax: <> 11 %, Cnin: | 12
% (| 24 % — 1 1 %) (uanykuus CYP3A Bauser Ha
OoLenpeBup)

*0-8 4

OTtcyrcTBue 3P deKTa (<) COOTBETCTBYET

YMCHBIICHUIO CPECAHETO COOTHOIICHHUA HE boiee yeM

Ha 20 % wiu yBenudenuro He Oosiee ueM Ha 25 %

KinHnyeckas 3HaUMMOCTh YMEHbILICHUS

yCTaHOBJIEHA

KOHIIEHTpaluu OolenpeBrpa B IiasMe KpoBU He

Tenanpesup/adasupens (1125 mr

k84/600 Mr 1 pa3 B CyTKH)

TemanpeBup (otHOCHTEnbHO 750 mr k84): AUC: | 18
% ( 8—127), Cmax: | 14 % (| 3— ] 24), Cnin: | 25 %
(114-134)%

Ddasupens: AUC: | 18 % (| 10 — | 26), Cmax: | 24 %
(1 15—-132),Cmin:  10% (1 1 — | 19) % (uuaykuus

n3odpepmenta CYP3A4)

HpI/I COBMCCTHOM IMPUMCHCHHH TCJIAIIpCBUPaA U SQ)aBHpeHSa PCKOMCHAYCTCA YBCININUTD J03Y

Tenanpesupa 10 1125 mr k84

Cumenpesup/3dasupens (150 mr 1 pa3 B

cyTtkun/600 mr 1 pa3 B cyTkn)

CumenpeBup: AUC: | 71 % (| 67 — | 74), Cmax: | 51 %
(] 46— | 56), Cmin: | 91% (| 88— | 92)

Ddasupens: AUC: <>, Cmax: <>, Cmin! <> (MHIYKIIUS
CYP3A4)

OnHOBpEMEHHBIN IPUEM CUMENPEBHPA C

KOHIICHTPALlMU cUMeNpeBupa B miazMe Beneactsue nHaykuun CYP3A agaBupeH3om, 4To
MO>KET IIPUBECTHU K MOTepe TepaneBTuueckoro a¢dexra cumenpesupa. CoBMecTHOE

IpUMEHEHNE CUMENpeBUpa U 3(haBUpeH3a HE PEKOMEHAYETCs

S(I)aBI/IpeH3OM MPpUBOAUT K CYIIECTBECHHOMY CHUXXCHUTIO

AHTHOMOTHKH

AsutpomunH/3dasupens (600 mr B

BUI€ OJTHOKpaTHOM 10361/400 Mr 1 pa3 B

CYTKN)

Knuandyecky 3Ha4MMOTO (I)apMaKOKI/IHCTI/I‘{CCKOFO

B3aHMOJICHCTBHS HE BBISBICHO

Koppekiinu 10361 HA OJJHOTO M3 JaHHBIX JIEKAPCTBEHHBIX MPENapaToB HE TpeOyeTcst
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 04.10.2024 N= 21545

Knaputpomunun/>dasupen3 (500 mr KnapmrpOMHuﬁg:l:M@:f‘S%’."/z %ﬁg(b-"—'i IG),Ibrlnlalxl

k124/400 mr 1 pa3 B CyTKH) 26 % (| 15— | 35)

14-runpoxcumerabonut kinaputpomunuaa: AUC: 1 34
% (1 18 — 1 53), Cmax: 149 % (1 32 -1 69)
Ddasupens: AUC: <, Cmax: 111 % (13- 1 19)
(uaaykuus CYP3A4)

Ko>xHas cbinb HaOmoganace y 46 %
HEMH(PHUIIMPOBAHHBIX JOOPOBOJIBIIEB, OTHOBPEMEHHO

[PUHUMABIINX 3(AaBUPEH3 U KIAPUTPOMHUIIIH

Knnandeckas 3Ha4MMOCTh H3MECHEHUH KOHILCHTpAIUX KJIApUTPOMHUIIMHA B I1J1a3ME€ KPOBU HE
YCTaHOBJICHA. Bwmecto KIIapuTpOMUIMHA CIICAYCT PACCMOTPCTh BO3SMOXKXHOCTb MPUMCHCHUA

PyTroro aHTHOWOTHKA, HAPUMeEp, a3uTpoMuiinHa. Koppekmuu 10361 3daBupensa He TpedyeTcs

JIpyrue anTUOMOTUKYU U3 TPYTIIIbI B3anMonencTere He U3y4anoch

MaKpOJIUI0B (HaIpuMep,

PPUTPOMHUIIMH )/3PaBUpEeH3

OTCYTCTBYIOT JaHHBIE, TO3BOJISIONINE Pa3paboTaTh PEKOMEHJAIMH TI0 PEKUMY JT0O3UPOBAHHS

[IpoTuBOTYOEpKYyJI€e3HbIE JTeKAPCTBEHHbIE NPenapaThl

Pudadbyrun/adasupens (300 mr 1 pa3 B |Pudadyrun: AUC: | 38 % (| 28 — | 47), Cmax: | 32 %
cytkn/600 Mr 1 pa3 B CyTKH) (} 15— | 46), Cmin: | 45% (| 31— | 56)
Ddasupens: AUC: <, Cmax: <>, Cmin: | 12 % (] 24 -1
1) (uaaykus CYP3A4)

Cyrounast 103a pudadyTuHa JoiKHa ObITh yBenrueHa Ha 50 %, eclu miaaHupyercs
0/IHOBPEMEHHOE TTpuMeHeHue ¢ d¢aBupeH3oM. ClieIyeT Takke pacCCMOTPETh 11€JIECO00pa3HOCTh
yIABOEHUS 1036l puadyTuHa mpu npuMeHeHn: prudadyTrHa 2 uiu 3 pa3a B HEIETIO B
KoMOHMHaIMHU ¢ dpaBupen3oM. Knuandeckuii 3¢ ekt Takoit KOppeKuu 1036l He u3ydeH. [1pu
KOPPCKOHUHN A03bI TAKKE CIICAYCT YUUTHIBATD MHAUBUAYAJIbHYIO IICPCHOCUMOCTD U

BUPYCOJOTMYECKUIN OTBET (CM. pasnen «DapMaKOKHHETHKAY)

Pudamnunmz/>paBupeHs3 Dpasupens: AUC: | 26 % (| 15— | 36), Cmax: | 20 %
(600 mr 1 pa3 B cytkn/600 mr 1 paz B |(| 11— | 28), Cmin: | 32 % (| 15— | 46) (uHIYyKIIHS
CYTKH) CYP3A4 u CYP2B6)
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 04.10.2024 N= 21545

Ecnu a(haBupeH3 npuMeHseTcs 0JHOBPEMEHHO pHdJaMHﬁhﬁ{éﬂﬁﬁﬁﬁ&fﬁ#&'ﬂ?{a&dﬁ‘{"ﬁa

50 xr u GoJnee, CyTOUHYIO 103y dhaBUpeH3a ciieayeT yBenuduTh 10 800 Mr, 4T00BI 00eCTeunTh
PKCTIO3UIMIO, CXOJIHYIO C TAKOBOW MPH MPUMEHEHUH daBUpeH3a B CyTouHOU 103¢ 600 mMr 6e3
pudamnuimHa. Knuaunueckuit apdexT Takoit KoppeKuuu 10361 He u3ydeH. [Ipu koppekiuu 103bl
TaK)Ke CJIEIyeT yUYUTHIBATh HHIUBUAYAIBHYIO IEPEHOCUMOCTh U BUPYCOJIOTHIECKUI OTBET (CM.

paznen «DapmakokuneTrkay). Koppekiuu 10361 pudamnuinmna He TpedyeTcs

[IpoTMBOrpUOKOBbBIE JIEKAPCTBEHHBIE NPenapaThbl
Htpakonason/>haBupen3 Hrpakonaszon: AUC: | 39 % (| 21 — | 53), Cmax: | 37
(200 mr x124/600 mr 1 pa3 B cyTKn) % (] 20 — | 51), Cmin: | 44 % (| 27 — | 58) (cumxenue

KOHIIEHTPALNil HTPAKOHA30J1a BCIIECACTBIE HHIYKIIUH
CYP3A4)

['uapokcunrpakonaszon: AUC: | 37 % (| 14 — | 55),
Cmax: | 35 % (| 12— | 52), Cmin: | 43% (| 18 — | 60)
DdaBupeHs: HE BBISBICHO KIMHMYECKHA 3HAYMMBIX

N3MEHEHUN

[TockonbKy HElb3s BBIpabOTaTh PEKOMEHAALNH 10 PEXKUMY J03UPOBAHUS UTPAKOHA30J1a,
CJIEZyeT pacCCMOTPETHh BO3MOKHOCTh IIPUMEHEHUS alIbTePHATHBHBIX POTUBOTPHOKOBBIX

JICKAPCTBCHHLIX CPCACTB

[To3akoHa3ou/s(haBupeH3 [To3akonazomn: AUC: | 50 %, Cmax: | 45 % (uHAYKIUSA
(/400 mr 1 pa3 B CyTKH) Y J1D-rmoKypOHUPOBAHHUS )

Cnez[yeT n30erathb OJHOBPCMCHHOTO ITPUMCHCHU A IT03daKOHA30J1a U 3(1)aBI/IpeH3a, €CJIM TOJIBKO

OKHnJacMmas 1oJib3a AJid ManreHTa HE IMPEBhIIIACT BO3MOXKHBII pHUCK

Bopukonazoin/3haBupen3 Bopukonazon: AUC: | 77 %, Cmax: | 61 %
(200 mr 2 paza B cytku/400 mr 1 paz B [IdaBupens: AUC: 1 44 %, Cmax: T 38 %

CYTKH)
Bopukonazon/sdasupen3 (400 mr 2 pazaBopukonaszon: AUC: | 7% (| 23 — 1 13)*, Cmax™: 1 23

B cyTkn/300 Mr 1 pa3 B CyTKH) % (| 1-153)*

DpaBupens: AUC: 117 % (1 6 — 1 29)**, Cmax: «**
* Ilo cpaBHeHuto ¢ 200 Mr 2 pa3sa B CyTKU IIPpH IPUMEHEHUHU
B MOHOTEpAITUU

** I1o cpaBaenuio ¢ 600 mr 1 pa3 B cyTKu Ipy IPUMEHEHUN
B MOHOTEpAaIuK (KOHKYPEHTHOE HHTMOUPOBaHHE

OKHCITUTEIILHOTO METa0OoIN3Ma)
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 04.10.2024 N= 21545

[Tpu oqHOBpEeMEHHOM MIPUMEHEHUH Y()aBUPEH3E C Bopm%byrz{?oﬂ'awﬂ'ﬁgﬁﬁé'ﬁﬁéﬁﬁbhhi' )'fdzlél !
BOPHUKOHA30J1a TOJDKHA ObITh yBenmuueHa 10 400 mr 2 pasa B CyTKH, a 03a d(aBupeH3a —
cHkeHa 10 300 mr 1 pa3 B cytku. Eciin npuMeHeHne BOpuKoHa3oJia OyeT MpeKpaiieHo, To

J103a 3(1)aBHpeH3a JOJIDKHa OBITH BOCCTaHOBJIEHA a0 HayaJIbHOU

DirykoHa3011/3(haBupeH3

(200 mr 1 pa3 B cytkn/400 mr 1 pa3 B
CYTKH)

KiimHMYecku 3Ha4MMOr0 B3aUMOJIEUCTBUSA HE

BBIABJICHO

KOppeKHI/II/I A03bI HU OJHOT'O M3 JaHHBIX JICKAPCTBCHHBIX CPEACTB HE Tpe6yeTc;1

KeTokonazon u apyrue
IPOTHBOIPUOKOBBIE CPEICTBA —

[MPON3BOJHBIC UMK AA30J1a

B3anmoaeiicTBre HE N3y4aaoch

OTCYTCTBYIOT JaHHBIE, TO3BOJISIONINE Pa3paboTaTh PEKOMEHJAIMH TI0 PEKUMY JT03UPOBAHHS

[IpoTuBoMaJisipuiiHbie JJeKAPCTBEHHbIE CPeICTBA

ATOBaxoH/TIporyaHui/3(aBupens
(250 mr/100 mr ogHOKpaTHas 103a/600

Mr 1 pa3 B CyTKH)

AtoBaxoH: AUC: | 75 % (ot | 62 mo | 84), Cmax: | 44
% (ot | 20 1o | 61)
[Iporyanun: AUC: | 43 % (ot | 7 1o | 65), Cmax: <>

hhaBUPECH30M

[To BO3MOXHOCTH cieryeT u30eraTb 0OJIHOBPEMEHHOTO IMPHUMEHEHHS aTOBaXOHA/IPOTyaHUIa C

Aptemetep/momedanTpun/3haBupeHs3
(20 mr/120 mr, 6 npuemoB o 4

TabneTku B Teuenue 3 muei/600 mr 1

pa3 B CYTKH)

Aptemerep: AUC: | 51 %, Cmax: | 21 %
Jluruapoapremusunu: AUC: | 46 %, Cmax: | 38 %
JTromeantpun: AUC: | 21 %, Cmax: <
Dpasupens: AUC: | 17 %, Cmax: <> (MHAYKIUS
CYP3A4)

apTemMeTepoM/TroMe(aHTPUHOM

B03MOXXHO CHI)KEHHE aHTHMaHHpHP’IHOFO 3(1)(1)GKT8. BCJICACTBUEC CHUKCHUA KOHLICHTPAIUH
apTeéMeTcpa, TUrnaAPpOAPTEMUIMHNHA NI J'IIOMe(l)aHTpI/IHa Ipru COBMCCTHOM IIPUMCHCHHHU C

hdaBupenzom. CienyeT coOI01aTh OCTOPOKHOCTD MTPU COBMECTHOM MPUMEHEHHUH d(aBUPEH3a C

AHTalU/HBIE JeKAPCTBEHHbIE MPenapaTbl
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AHTaIUIBI, COJCPKAIINE ATFOMUHUS
TUAPOKCHU, MATHUSI TUAPOKCU UITH
CHMETHUKOH/3(paBUPEH3

(omHOKpaTHast 1032 30 MiT/0THOKpaTHAsI
mo3a 400 mr)

DamotuaH/2PaBupeH3 (0OTHOKpaTHAS

no3a 40 mr/oxHokpatHast qo3a 400 mr)

Kax ai|rain1o1, CONCpIRAHIHG A oM RIS THAPOKCIA

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

HJIN Marovs ruIpOKCHU, TaKk 1 q)aMOTI/II[I/IH HC
OKa3bIBAIOT He6ﬂarOHpI/I${THOFO BJIMSIHHA HA

BcachlBaHME (aBUpEeH3a

MaJioBepOosSITHO, YTO MPH MPUMEHEHUH (aBUpPEH3a C JIEKapCTBEHHBIMHU IIpenapaTaMu, KOTOPbIE

BIMSIOT HA pH JKeIy109HOr0 CONEPKUMOT0, H3MEHUTCS BCACBIBAEMOCTh d(aBHpEH3a

AHKCHOJIUTHKHU

Jlopazenam/a¢aBupeH3

(2 mMr ogHoKkpaTHas 103a/600 mr 1 pa3 B

CYTKH)

JTopazemam: AUC: 17 % (11— 1 14), Cmax: 116 % (1
2 — 1 32). DT U3MEHEHHUS HE PACLIEHUBAIOTCA KaK

KIIMHNYCCKH 3HAYHUMBIC

KOppeKHI/II/I JA03bI HX OAHOI'O U3 JAHHBIX JICKAPCTBCHHLIX ITPCIIAPATOB HEC Tpe6yeTc;1

AHTHKOATYJISHTBI

Bapdapun/adasupens

ArLieHOKyMapoJi/3(haBupeH3

BSaHMOI[efICTBHe HC U3Yy4aJlOCh. Bo3moxxHO Kak
YBCJIMYCHHUEC, TAK 1 YMCHBIICHUC KOHICHTPpAalIUuN

Bap(aprHa/aneHoKymMaposa B 1jia3mMe KPOBH MO

BIUSIHUEM >(paBUpPEH3a

MoxeT noTpeGoBaThCsi KOPPEKLUs A03bl BapapuHa/alieHoKymMaposa

[IpoTuBOCY10POKHBIE JIEKAPCTBEHHbIE NPENapaThl

KapOamaszenus/3¢aBupeHs

(400 mr 1 pa3 B cytkn/600 mr 1 pa3 B
CYTKH)

Kap6amazenun: AUC: | 27 % (| 20 — | 33), Cmax: | 20
% (1 15— | 24), Cmin: | 35 % (| 24— | 44)
Dpasupens: AUC: | 36 % (| 32— | 40), Cmax: | 21 %
(§ 15— ] 26), Cmin: | 47 % (| 41— | 53) (cumxenue
KOHIICHTPALMi KapOaMa3ernuHa BCISICTBUES MHIYKIIUU
CYP3A4; cHmkeHne KOHIIEHTpaluii daBupeH3a
Beencreue uuaykimn CYP3A4 u CYP2B6).
PasuoBecuble 3HaueHUI AUC, Chax ¥ Cmin aKTUBHOTO
MeTabouTa KapOama3enuHa SMOKCHIa He
M3MEHSIOTCS. B3anMoelicTBre TPy 0THOBPEMEHHOM
[pUMEHEHHH 00JIee BBICOKHUX 103 d(aBUpEH3a HITH

KapOama3enuHa He U3y4ajoch
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 04.10.2024 N= 21545

LA ELT .'_ N =1 U =
OTCYTCTBYIOT 1laHHbIE, HA OCHOBAaHMH KOTOPBIX [MOKHO PaspaBOTaTs PEKOMCHAALIMH O PERIMY
no3upoBaHus. Cienyer paccCMOTPETh BO3MOKHOCTb IPUMEHEHUS APYroro
[IPOTUBOCYIOPOKHOTO JIEKAPCTBEHHOTO CPeCTBA. PeKoMeHAyeTCsl MPOBOUTD IEPUOAUYECKUN

MOHUTOPHHI' KOHIOCHTpaIUun Kap6aMa3enHHa B IIJIa3M€ KpOBU

denurtouH, penodapOuTan u gpyrue
POTHBOCYIOPOKHBIE JICKAPCTBEHHBIE

[pernaparsl, SBISIOIKecs cyocTparaMu

n3odepmentoB CYP450

B3anmozeicTeue He n3ydanock. Bo3MOxHO Kak
YMEHBIIICHUE, TaK U YBEIIMYCHUE KOHLIEHTPAIHA
(dhenntonHa, heHobapOUTaIa U IPyrux
MIPOTHBOCYJOPOXKHBIX JICKAPCTBEHHBIX IIPENapaToB,
saBIsTIOIIMXCS cyOcTpaTamu nzopepmentor CYP450,
€CITM 3TH MpenapaThl IPUMEHSIOTCS OJJHOBPEMEHHO C

A(haBUPEH30M

Ecin adaBupeH3 IPUMEHSETCS OJJHOBPEMEHHO C TPOTHUBOCYIOPOKHBIMHE IpenapaTaMu,
sBIsIOIMMUCS cyocTpaTtamu nzopepmentoB CYP450, He0OX0AMMO OCYILIECTBIATh

HepI/IOI[I/I‘-ICCKI/Iﬁ MOHHUTOPHHI KOHI_ICHTpaI_II/Iﬁ MIPOTUBOCYAOPOIKKHBIX IIPCIIAPATOB B KPOBU

BansnpoeBast kucinora/shaBupens

(250 mr 2 paza B cytku/600 mr 1 pa3 B
CYTKH)

KnuHrYecKr 3HaYMMOT0 BIMSHUS HA
(hapMakOKMHETHKY 3(haBUpEH3a HE BBISBIICHO.
OrpaHuyeHHbIE JaHHbIE OKA3bIBAIOT, YTO KIMHUYECKU

3HAYMMOC€ BJIMAHUC Ha (bapMaKOKI/IHCTI/IKy

BAJILITPOEBOM KUCJIOTHI OTCYTCTBYET

Koppekiuu 10361 3gaBupensa He Tpedyercs. [lanmenTs! 10KHBI HAX0IUTHCS O]

Ha6J'IIO,I[eHI/IeM AJIsT KOHTPOJIA CYJOPOKHBIX ITPUTIAIKOB

Burabarpun/>dasupens

["abanenTuH/3(haBUpeH3

B3anmopeiicTBue He n3ydanock. KilmHuyecku
3HAYMMbIE€ B3aUMOJCHCTBUS MaJIOBEPOATHBI,
[MOCKOJIbKY BUTA0ATPUH U Ta0aNIeHTHH BBHIBOASTCS
MCKIIOYUTENLHO MTOYKAMHU B HEU3MEHEHHOM BHE U
BpsiT M OyyT KOHKYPHUPOBATh C
MeTabOIH3UPYIOITUMHI EepPMEHTAMU U MYTSIMHU

BBIBCICHUA 3(baBI/1peH3a

KOppeKI_II/II/I A03bl HU OJHOTO M3 NAHHBIX JICKAPCTBCHHLIX ITPCTIapaTOB HC Tpe6yeTca

AHTHAENPECCAHTHI

Cenexmuenvle unzuﬁumopbl 06pamnozo 3axeama CepomoHuHa

Ceptpanun/>QaBupeH3

(50 mr 1 pa3 B cytku/600 mr 1 pa3 B
CYTKN)

Ceprpamun: AUC: | 39 % (| 27 — | 50), Cmax: | 29 %
(1 15— 40), Cmin: | 46 % (| 31— | 58)
Ddasupens: AUC: <, Cmax: 111 % (1 6 — 1 16), Chmin:

<« (naaykius CYP3A4)
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4

'YBelIM4YeHue 1035l CEPTPAIMHA JOJIKHO IIPOBOJUTHCS C YdetoM rmmiadrors oteera. -

TEBETCTEYET ZKCNEPTHOMY OTYETY

Koppekiuu 10361 3(haBupeHsa He Tpedyercst

[Tapokcerun/3(haBupeH3

(20 mr 1 pa3 B cytku/600 mr 1 pa3 B
CYTKH)

KnuHnuecku 3Ha4MMOro papMaKOKHHETHIECKOTO

BSaHMOI[efICTBI/ISI HEC BBISIBJICHO

Koppekuuu 10361 HU OJHOTO U3 AaHHBIX

JICKapCTBEHHBIX MPErapaToB He TpeOyercs

dryokceTHH/3paBUpEH3

B3aumopeiictBue He n3ydanock. [10ckonbKy aJist
(hyoKCceTHHA XapaKTepeH TOT K€ METa00IMUSCKHUI
MpodwITh, 9TO U JUIS TAPOKCETHUHA, T.€. OH SBIISIETCS
MOIIHBIM HHruOuTOpoM CYP2D6, MOXKHO 0KUIATH,
4TO (PIIYOKCETHH Takke He OyJIeT B3auMOJICHCTBOBATh

c 23aBUpPEH30M

KOppeKHI/II/I J03blI HU OJHOI'O U3 JAaHHBIX

JIEKaPCTBEHHBIX NIpenapaToB He TpeOyercs

oonamuna)

Cenexmuenvle quuﬁumopbt 06pamuozo 3axeama Kamexoj1iamMuHoe6 (Hopadpenaﬂuua,

bynpornmon/3daBupens
(150 Mr omHOKpaTHas 103a
(mpostoHrupoBaHHOro AeicTBHs)/600 Mr

1 pa3 B cyTKH)

bynporron: AUC: | 55 % (| 48 — | 62), Cmax: | 34 %
(121-147)

['uapoxcudynponuon: AUC: <, Cmax: 150 % (120 — 1
80) (manykuus CYP2B6)

YBeIUUeHHUE J03BI 6yr[p0n1/10Ha JOJIXKHO

h¢aBupeHsa He TpeOyeTcs

MMPOBOAUTLCA C YHETOM KIIMHUYCCKOTO OTBETA, OAHAKO

1032 HE JOJKHA IIPEBBIIIATh MAKCUMAIBHYIO PEKOMEHAYEMYIO 103y. Koppekuu 103sl

byokaTopsl Hi-rucTaMuHOBBIX pellenTopoB

[letupusun/3haBupeH3

(10 mr ogHOKpaTHas 103a/600 Mmr 1 pa3
B CYTKH)

Lletupusun: AUC: <, Cmax: | 24 % (] 18 % — | 30 %).
JlaHHbIC U3MEHEHUS HE PACIICHUBAIOTCS KaK
KIIMHUYCCKU 3HAYNMBIC

DdaBupeH3: KIMHIYECKH 3HAYUMOTO B3aUMOICUCTBUS

HC BBISIBJICHO

KoppeKuI/m J03bI HU OJJTHOI'O M3 JAaHHBIX

JIEKapCTBEHHBIX NpenapaToB He TpeOyercs

CepaeyHo-cocyiMCThIe NPenapaThbl

EﬂOKamopbl «MEOJICHHBIX) Kajlbyueeovlx Kanailoe
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—

Juntuazem/>aBupens Jluntraszem: AUE! i 855)61%' ".STS-E—JT:'}@"}; 'Chimx ;I,t 60/%
(240 mr 1 pa3 B cytkn/600 mr 1 paz B |(| 50 — | 68), Cmin: | 63 % (| 44— | 75)
CYTKH) Neanetrnaunruazem: AUC: | 75 % (| 59 — | 84),

Cmax: | 64 % (] 57— | 69), Cmin: | 62 % (| 44— | 75)
N-mononemerumauiaruazem: AUC: | 37 % (| 17— |
52), Cmax: | 28% (| 7— ] 44), Cmin: | 37 % (| 7— | 52)
Ddasupens: AUC: | 11% (| 5— | 18), Cmax: T 16 % (1
6 — 1 26), Cmin: 113% (1 1 — 1 26) (uHIYKIHS
CYP3A4). Veenuuenue GpapMakOKMHETHUSCKHX
rmapameTpoB d(aBupeH3a He OBUIO PaCIEHEHO KaK

KIIMHUYCCKH 3HAYNMOC

BOHpOC (¢} H606XOI[I/IMOCTI/I KOPpCKIHU OO03bI AWUJIITHA3EMa PCIIACTCA C YICTOM KIIMHUYCCKOTO
OTBCTa (CM. HHCTPYKIMUIO IT0 MCAUITUHCKOMY ITPUMCHCHUIO ,Z[I/IJ'ITI/IaSGMa). KOppeKI_II/II/I J0O3bI

hdaBupeH3a He TpeOyeTcs

Bepanamwi, ¢penonunun, HUGEIUnuH U [B3anmoaelicTBue He u3ydanock. Eciu adaBupens
HUKAPIUTTAH [IPUMEHSICTCS OJTHOBPEMEHHO C KaKUM-JTHOO
MIperapaToM U3 TPYIIBI OJIOKATOPOB «MEJICHHBIX)
KaJIbIIMEBBIX KaHAJIOB, KOTOPBIC SBIISIOTCS
cyoctparamu nzodpepmenta CYP3A4, BOZMOKHO

CHM)XCHUC KOHLICHTPAUN 3TOI'O 6J'IOKaT0pa B Ij1asMe

KpOBH

BOHpOC 0 HCO6XOI[I/IMOCTI/I KOppCKIHU n03 6J'IOI(aTOpOB MCOAJICHHBIX» KAaJbIIMCBBIX KaHAJIOB
PEacTCA C YUCTOM KIIMHUYCCKOI'0 OTBETA (CM. HHCTPYKIMHU ITO MCAUITHUHCKOMY IMTPUMCHCHUIO

6J'IOKaTOpOB CMEIJICHHBIX) KaJIbIIMCBBIX KaHaJ'IOB)

['unonunuaeMu4ecKue JeKapCcTBeHHbIE NMPenaparTbl

Unzuoumopvr I’ MI'-KoA-pedykma3sut

ATopBacTaTUH/3(aBUPECH3 ATtopBactatua: AUC: | 43 % (| 34 — | 50), Cmax: | 12
(10 mr 1 pa3 B cytkn/600 mr 1 pa3 B % (1| 26)

CYTKH) 2-runpokcuaropsactatun: AUC: | 35 % (| 13— | 40),
Cmax: | 13% (1 0— | 23)

4-runpokcuatopactatua: AUC: | 4 % (| 0— | 31),
Cmax: | 47 % (] 9— | 51)
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
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O6mah axrusHO S Hlr HomTOpos TNVITZKGA-T 0 1]

penykraszel: AUC: | 34 % (| 21— | 41), Cmax: | 20 %
(12-126)

CnenyeT OCYHIECTBIIATH nepnonm{ecxnﬁ MOHUTOPHUHI' KOHOCHTpAaIHU XOJCCTCPUHA B KPOBH.

MoskeT moTpeOoBaTbCsi KOPPEKIHS JO3bI aTOPBACTATHHA (CM. HHCTPYKIIHMIO [0 METUIIMHCKOMY

MPUMEHEHHUIO aropBacTtaTuHa). Koppekuuu 10361 d3paBupeH3a He Tpedyercs

[TpaBactatun/3(haBupeH3 [TpaBactatun: AUC: | 40 % (| 26 — | 57), Cmax: | 18
(40 mr 1 pa3 B cytkun/600 mr 1 pa3 B % (] 59 - | 12)

CYTKH)

CrnenyeT OCyLECTBIATh IEPUOINYECKUI MOHUTOPUHT KOHLIEHTPALUK X0JIECTEPHHA B KPOBU.

MoskeT moTpeOoBaThCsi KOPPEKIHS 036 MpaBacTaTHHA (CM. HHCTPYKIHUIO TI0 METUITTHCKOMY

MPUMEHEHHUIO MpaBacTaTuHa). Koppekiuu 10361 3haBupeH3a He TpedyeTcs

CumBactaTtuH/3(haBUpEeH3 CumBactatun: AUC: | 69 % (| 62 — | 73), Cmax: | 76
(40 mr 1 pa3 B cytkn/600 mr 1 pa3 B % (1 63— 79)
CYTKH) CumBacrarus kucinota: AUC: | 58 % (| 39 — | 68),

Cmax: | 51 % (] 32— | 58)

O61mas aktuBHOCTH HHTUOUTOPOB ['MI'-K0A-
penyktasel: AUC: | 60 % (| 52 — | 68), Cmax: | 62 %
(1 55— | 78) (uunykuus CYP3A4)

[Tpu 0AHOBpEMEHHOM NMPUMEHEHUH d(aBUPEH3A C
ATOPBACTATHHOM, MPABACTATUHOM HMJIM CHMBAaCTATHHOM

3HadeHnss AUC 11 Cmax 2paBupeH3a He H3MEHSFOTCS

Cnez[yeT OCYHICCTBJIATDH HepI/IO,ZLI/I"IeCKI/Iﬁ MOHUTOPUHT KOHICHTpAIUU XOJICCTCPUHA B KPOBH.
MoxxeT HOTpe6OBaTBC$I KOppeKOuA 103bl CUMBACTATUHA (CM. HHCTPYKIUIO IT0O MCAUITUHCKOMY

PUMEHEHUIO0 cuMBacTaTuHa). Koppekunu 103sl apaBupensa He Tpedyercs

PozyBactatun/>(haBupeHs B3anmopeiictBue He uzyvanock. PozyBacratun
BBIBOJMTCSI B OCHOBHOM B HEU3MEHEHHOM BHJIE UEPE3
PKEITYTOYHO-KHUIIIEYHBIN TPAKT C KETIbI0, TTOITOMY

B3aUMOJICHCTBUSA C 2(haBUPEH30M HE OXKUTAETCS

KOppeKI_II/II/I A03bI HU OJJHOT'O M3 NJAHHBIX JICKAPCTBCHHLIX IPCTIapaTOB HC Tpe6yeTca

FOpMOHaJII)HbIe KOHTpauenTuBbI
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J1y1st mepopalibHOTO TPUMEHEHUSI:
DTUHUIICTPAIUON +
HOprecTuMat/3aBupeHs

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

Mr 1 pa3 B CyTKH)

OTHHU JIBCTD&I[HEIJ;II':A[E@_‘E I"‘—E;,Hdrrgaj;j RH :"'é:m-[l-n?' P 8'1’;5-' (1

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

14 — | 25)

Hopanrectpomun (aktuBHBIN MeTaboauT): AUC: | 64
% (| 62— | 67), Cmax: | 46 % (] 39— | 52), Cmin: | 82
% () 79— | 85)

JleBoHoprectpen (aktuBHbIi MeTabonut): AUC: | 83
% (L 79— | 87), Cmax: | 80 % (] 77 — | 83), Cmin: | 86
% (| 80 — | 90) (uuaykius MeTabomHu3Ma)
DdaBupeH3: KIMHUYSCKU 3HAYUMOTO B3aUMOACHCTBHS
He BBISIBJIICHO. KiTMHMYeCcKas 3HaYMMOCTh ATHX

P deKTOB HEM3BECTHA

BCKapMITHBAHHSI)

B AOMNOJHCHUEC K TOPMOHAJIbHBIM KOHTpAaUCIITUBAM JOJKCH UCIIOJIB30BATHCA HaIIe)KHI)Iﬁ METOJ

OapbepHOi KoHTpaneniuu (cm. pazaen «lIpumeHenue npu 0epeMEeHHOCTH U B TIEPUO] TPYIHOTO

[IpoOHTrMpOBaHHOTO JEHCTBUS 115
BHYTPHUMBIILIEYHOTO BBEJICHUS:
NIeOMeIPpOKCUIIPOTeCTEPOHA alleTaT
(AMITA)/>dpaBupens

(150 mr IMITA BHYTpUMBILIEUHO

OJTHOKPATHO)

B teuenue 3 mecdleB ucciae10BaHUs He ObLIO
BBISIBJICHO 3HAYMMBIX Pa3jIM4uil B OTHOLUIECHUU
(hapMaKOKMHETHUYECKMX ITapaMeTPOB
MEIPOKCUIIPOreCTEPOHA MEXTY JOOPOBOIbLIAMH,
nonmy4yasmumu APBT c adaBupensom, u
noOpoBosibIIamMu, KoTophie He onydanun APBT. Bo
BTOPOM HCCJIEIOBAaHUN ObUIN TOJTY4YEHBI CXOJHbIE
pe3yabTaThl, XOTS KOHLIEHTPALUH
MEIPOKCUIIPOTeCTEPOHA B IUIa3ME KPOBH PA3IMYAIUCH
B OoJiplIei creneHu. B 06oux nccnenoBaHusax
KOHLICHTPALIMK IIPOTeCTEPOHA B IUIa3Me KPOBU Y
0OpPOBOJIBIIEB, MPUHUMABIIUX ddaBupen3 + [IMIIA,
OCTABAIMCh HU3KUMHU, YTO COOTBETCTBOBAJIO

MMOAAaBJICHUIO OBYJIALIUA

BCKApMITUBAHHSI)

B nononHeHue K TFOPpMOHAJIBHBIM KOHTPpAalCITHBAM JOJIKCH UCII0JIb30BATHCA HaJEKHBIM METOH

OapbepHO KOHTpatueniuu (cM. pazzaen «lIpumenenne npu 0epeMeHHOCTH U B TIEPUOJ] TPYAHOTO
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
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VmmanTat: sToHOrecTpen/>hasupens  |BauMoneiicTBie Hie H3ydaitocs. MGkio oxutats |

CHIDKCHHUS DKCITO3UIIUU TOHOTeCTpena (MHAYKIIUS
CYP3A4). B nocTpeructpaniioOHHbIN MEpUO.T
HaOI0IeHUs OBLITN TTOJTYYCHBI OT/ICJIbHBIC COOOIICHUS
00 OTCYTCTBHM KOHTPALENITUBHOTO 3 PeKTa MpH
[IPUMEHEHHH STOHOTECTpeNia y MAIUeHTOK,

[IPUHUMAaBIINX 3(PaBUPEH3

B AOIIOJIHEHNE K TOPMOHAJIbHBIM KOHTpalCIITUBAM JOJIXKCH HMCIIOJIb30BATHCA HaI[C)KHI:Iﬁ METO

OapbepHOii KOHTpanenun (cM. pazaen «lIpumenenne npu 0epeMEeHHOCTH U B TIEPHOJ TPYIHOTO

BCKapMJIUBAHHUSI)

NMMyHoOenpeccaHThI

IMMYHOETIPECCAHTHI, KOTOPBIE B3anmozencTere He n3y4anocb. MOXHO 0KUAATh
METa0OTH3UPYIOTCS U30(PEPMEHTOM CHVKEHUS SKCIIO3UIMU UMMYHO/IEIIPECCaHTa

CYP3A4 (manmpumep, MUKJIOCIIOPHH, (uaaykims CYP3A4). ManoBeposITHO, U4TO yKa3aHHbIC
TAKPOJIMMYC, CHPOIUMYC)/3(paBUpPEH3  |[MMMYHOJCTIPECCAHTBI OyIyT OKa3bIBaTh BIMSHUE HA

PKCITO3UIINIO A(aBUPCH3a

MoskeT ToTpedOBaTHCS KOPPEKIIHS 036l UMMYHOACTIPECCaHTa. PEeKOMEHyeTCsl OCYIIeCTBISTh
TIIATEIbHBI MOHUTOPUHI KOHILIEHTPALM KIMMYHO/IETIPECCAHTa B KPOBU B TEUEHHUE HE MEHEE 2
Helelnb (10 YCTaHOBIIEHHUS CTa0OMIIbHBIX KOHIIEHTPALlM) C MOMEHTA Havalla Teparnuu

H(haBUPEH30M WIIK C MOMEHTA €€ OTMEHBI

Onuonapl

MeTaon/3>haBupens Meramon: AUC: | 52 % (| 33— | 66), Cmax: | 45 % (|
(ctabumbHas moaaepskuBaromias 103a, (25— | 59) (uuaykius CYP3A4). B uccnenoBanuu ¢
35—-100 mr 1 pa3 B cytkn/600 mr 1 pa3 B [yuactuem BUY-uHpUIMPOBaHHBIX MAI[MEHTOB,

CYTKH) KOTOpBIE BBOJMIIN c€0e HAPKOTHUYECKHE CPENICTBA
BHYTPHBEHHO, YCTAaHOBJICHO, YTO OJJHOBPEMEHHOE
MpUMEHEeHHEe Y(PaBUpeH3a U METAJOHA TIPUBOIUIIO K
CHIDKCHUIO KOHIICHTPAIIMY METaI0Ha B IJIa3Me KPOBH U
MOSIBJICHUIO CUMITTOMOB OTMEHBI OITHaTOB. UTOOBI

YMCHBIIUTH BBIPAXXCHHOCTh CUMIITOMOB OTMCHEI, 103y

MeTaJ0Ha YBEIMUMBAIIM B cpeHeM Ha 22 %
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[TarieHThl OJIKHBI HAXOUTHCS 0] HaOr0IeHueM Jutst 'C%EBb%HéﬂEﬁTld:é}lgHﬁjTéHﬂ/lf JuuT)

CHUMIITOMOB OTMCHBI. HpI/I HGOGXOI[I/IMOCTI/I A03Yy MCTaJl0oHa CJIICAYCT YBCINYHNTD, YTOOBI

YMEHBIIUTH BRIPAXKEHHOCTh CHMIITOMOB OTMEHBI
bynpenopdun/Hanokcon/>paBupeHs bynpenopdun: AUC: | 50 %

Hopoymnpenopdun: AUC: | 71 %

DdaBupeHs3: KIMHAYECKU 3HAYUMOTO
(hapMaKOKUHETHYECKOTO B3aUMO/ICHCTBUS HE

BbIABJICHO

HecMmoTpst Ha CHUKEHUE SKCTIO3UIMH OynpeHop(drHa, CITydaeB IPOSIBICHUS CHMITOMOB OTMEHBI
y MaIMeHToB He Habmroaanock. He Tpedyercs KOppeKIuy 1036l HU OJTHOTO U3 JIEKAPCTBEHHBIX

[pernapaToB MPH OJHOBPEMEHHOM Ha3HaueHUH OynpeHopduHa u 3gaBupeHsa

290 % noBepuTENbHBIC HHTEPBAJIBI, €CIIM HE YKA3aHO JIPYToe.
®95 % NoBepUTENbHBIE HHTEPBAIBL.

YD — ypunuanudocdar; 'MI-KoA-penykrasza — 3-ruapokcu-3-MeTHIATIY TApHII-KOSH3UM-A-peIyKTa3a.

Jemu

HccnenoBanus BSaHMOHCﬁCTBHH MPOBOAWIIMCH TOJIBKO Y B3POCJIbIX.

Oco0ble ykazanust

OaBupeH3 He JOKEH NPUMEHSThCS B KauecTBE €JMHCTBEHHOIO Ipemnapara s jedenus BNY-
UHQEKIMM, a Takke He JOJDKEeH J00aBiIsATbCci B KauyecTBE E€AMHCTBEHHOIO Ipermapara K
HeappexTuBHOM cxeme Tepanuu. Kak u B ciiyuae npyrux HHUOT, npu npumenenun a¢aBupensa
B MOHOTEpalMHM MOXET OBICTPO pPa3BUTHCA PE3UCTEHTHOCTh BUpyca. I[Ipu BeIOOpe HOBBIX
AHTUPETPOBUPYCHBIX MpPENapaToB il MPUMEHEHUS B KOMOMHAIMM C 3(haBUPEH30M CleIyeT
YUUTBIBaTh BO3MOXKHOCTh pPa3BUTHs MEPEKPECTHOW PE3UCTEHTHOCTH BHpyca (CM. paszen
«DapMaKOAMHAMHKAY).

He pexomenmyercs mnpumeHeHue 3¢aBUpeH3a OJHOBPEMEHHO C  TaOJETUPOBAHHBIMU
JEeKapCTBEHHbBIMM  IpenapaTaMu ¢ (UKCUPOBAaHHBIMM  KOMOMHAIMsIMHU  3(aBUpeH3a,
AMTPHUIMTAOMHA U TEHO(POBUPA TU3OMPOKCHI (pyMapaTa, €ClIi TOJIBKO He TpeOyeTcs KOppeKLus
110361 (HanpuMep, Mpu NIPUMEHEHUH ¢ PUPAMIUIITHOM ).

He pexomeHnyeTcs OJHOBpEeMEHHOE NpUMEHEHHe H(aBUpEeH3a C MpernapaTaMH Ha OCHOBE
skcTpakra ['uHkro nBynomactHoro (Ginkgo biloba).

[Tpu Ha3HaYeHHUHU MpenapaToB Uil OJHOBPEMEHHOI'O MPUMEHEHUS ¢ 3(paBUPEH30M Bpay JI0JIKEH
0o0paTuThCsl K MHCTPYKLUUSAM IO MEAMIMHCKOMY TPUMEHEHHUIO JaHHBIX JIEKapCTBEHHBIX

IperapaToB.
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CEKCYaIIbHOTO KOHTAKTa WM Yepe3 KPOBb. B CBSA3M ¢ 3TUM clieyeT coOI0JaTh COOTBETCTBYIOIIHE
MeEpbI IPEJOCTOPOKHOCTH.

Conymcmeyrowana APBT

Ecnu npuem kakoro-immb6o aHTUPETPOBUPYCHOTO Tpenapara B cocrabe komOuHupoBanHoit APBT
OTMEHSIETCS B CBSI3U C IMOJO3PEHHMEM Ha HENEePEeHOCHMOCTb, HEOOXOIUMO pPAaCCMOTPETh
BO3MO>XHOCTh OJIHOBPEMEHHON OTMEHBI BCEX aHTHPETPOBUPYCHBIX IpemnaparoB. [Ipuem Bcex
OTMEHEHHBIX aHTUPETPOBHPYCHBIX TpENnaparoB JOJKEH ObITh BO30OHOBJIEH cpa3y IHocie
MCYE3HOBEHUSI CHMIITOMOB HerepeHocuMocTH. He pekoMeHyeTcst mpepbiBaeéMasi MOHOTEpAIust U
[I0CJIEI0BATEIbHOE IOBTOPHOE HA3HAYEHNUE aHTUPETPOBUPYCHBIX IIPENAPATOB U3-3a IOBBIILICHUS
BEPOATHOCTH IOSIBJICHUS PE3UCTEHTHOTO K Tepaluy BUpyca.

Koowcnasa coino

B xnmHHYeckux uccrneaoBaHuax d¢aBuUpeH3a HAOIIOJAINUCh JIETKO U YMEPEHHO BBIPAKCHHBIE
BBICBIIIAHUS, KOTOPbIE OOBIYHO MCUE3aIIU MPU NPOA0JIKEHUH Tepanuu. [IpueM cooTBETCTBYIOMIMX
0J10KaTOpOB H1-THCTAMHHOBBIX PELENITOPOB W/WIIM TIFOKOKOPTHKOCTEPOHUIOB MOKET YIYUIIHTh
MEPEHOCUMOCTh U CIIOCOOCTBOBATH CKOPEHIIEMY UCUE3HOBEHHUIO KOKHOM Chinu. Tspkernas popma
KOKHOM CBITH, COMTPOBOXK/IaeMasi BOJABIPSIMHU, IECKBaMallluel SMUTENHs WK 00pa30BaHUEM 3B,
HaOmromanace MeHee 4eM y 1 % mnamueHTOB, NMpUHUMABIIUX 3¢aBupeH3. MHorodopmHas
AKCCcydaTUBHAs spuTema i cuaapom CtuBeHca—/xoHcona Becrpedanuch y 0,1 % mamueHToB.
Ecnn y manueHTOB BO3HHMKaeT Tsbkenas (opMa ChIIH, COMPOBOXKIAaeMas BO3HUKHOBEHHEM
BOJIIIBIPEH, JeCKBaMallel SMUTENUsl C BOBJICUCHHEM CIM3HCTBIX O0O0JOYEK HIIM JIMXOPAJKOM,
HEO0OXOUMO HEMEIJICHHO MpeKpaTUuTh HpueM 3(daBupeH3a. I(PaBUpPEeH3 HE PEKOMEHIOBaH
NanueHTaM, y KOTOpBIX ObLla Yrposkarollas >KM3HHM KOXKHAs peakius (Hampumep, CUHIAPOM
CruBenca—/[oHcoHa). B cnywae mnpekpameHuss Tepanuu >(PaBUPEH30M HEOOXOJUMO
paccMOTpeTh BOIPOC O MPEKPAIEHUH TpUeMa APYruX aHTUPETPOBUPYCHBIX MPEnapaToB, YTOOkI
n30eXaTh MOSBICHUS PE3UCTCHTHOTO K Tepamuu Bupyca (cM. paszmen «[loOouHOe aeicTBHE).
Ciydan KOKHOM CBINTU 3aperucTpupoBanbl y 59 (32 %) u3 182 nmereii, mony4aBIIMX JeYCHUE
3(aBUpPEH30M B 3 KIIMHUUECKUX MCCIIEOBAHUSAX CpelHEl MpOIoIKUTEeNbHOCTIO 123 Henenu. Y
6 nereil ceinb ObUIA TsDKENOM. Menuana BpeMeHH Havaja MOsIBIICHH ChINU y AeTell cocTaBuia 28

nueit (3—-1642 nus).

[lepen Hauanmom Tepanuu >(aBUPEH30M Yy JeTed UM MOXeT ObITh pPEeKOMEHJ0BaHa
COOTBETCTBYIOIIAs] aHTUTUCTAMUHHAS Tepanus B Ka4eCcTBE NMPO(YUIaKTHKH.
OnplT mpuMEHEHUs »H(aBUpeH3a Yy TMalUEHTOB, KOTOPhIM OBLIM OTMEHEHBl Jpyrue

aHTHpeTpoBupycHble cpeactBa u3 kiacca HHUOT, orpannuen (cMm. pasnen «llobounoe
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apyrux HHUOT pasBunuce yrposkaromue >KM3HU KOJKHBIE peakuuu (HampuMmep, CHHIPOM
CruBenca—/[>xoHcOHA).

Cumnmomol coO CMOPOHBL NCUXUKU

HmeroTcs AaHHble O BO3HUMKHOBEHUHM HEXKEIATEIbHBIX SBJICHUH CO CTOPOHBI ICUXUKU Y
NAIMEeHTOB, MpUHUMABIIKX d3(aBupens. I[lanueHTsl, WMEIOMME B aHaMHE3€ IICUXHYECKUE
paccTpoiicTBa, HaxXOAATCS B TIpyNIE MOBBILEHHOTO PHUCKAa 10 Pa3BUTHIO CEPHE3HBIX
HE)KEJIaTEeNIbHBIX SIBIICHUHM CO CTOPOHBI NICUXUKU. B yacTHOCTH, TspKenas jaenpeccus Hauboliee
yacto HaOiojanach Yy TAUMEeHTOB C Jenpeccued B aHamHe3e. Takke HMerOTCA
[OCTPETUCTPALIMOHHBIE TAHHBIE O CIy4asX TSDKEJIOW JENpeccuu, CMEPTH B pe3yibTaTe CYUIUAA,
Opena 1 cuxo301mog00HOro moseeHus. [laneHToB He0OX0IMMO IPEAYIPEIUTH O TOM, YTO TIPU
Pa3sBUTHU TaKMX CHUMIITOMOB, KaK TsDKeJas AENpeccusi, ICUX03bl WIN CYHMIUJAIbHBIE HJIEH, OHU
JIOJDKHBI HEMEJIJIEHHO COOOIUTh 00 3TOM CBOEMY Bpauy. Bpau nosmkeH onpeenuTb BO3MOXKHYIO
CBSI3b 3TUX CHMIITOMOB C IpHUeMOM 3(}aBUPEH3a, U €CIIM 3Ta CBSA3b MOATBEP)KIACTCS, OLICHUTh
COOTHOLLIEHUE PUCKa JJIs MalUeHTa IpU MPOJOJDKEHUHN Tepalluy U MOTEHIMAIbHON IMOJb3bl OT
nprema npenapata (cM. paszaen «[lodouHoe aeicTBUEY).

Cumnmomovt co CHOpPOHbL HEPBHOIL CUCHIEMbL

VY nanuenTtoB, npuHUMaBIIKMX 3¢aBupen3 B 1o3e 600 mr 1 pa3 B CyTKH B paMKaxX KIMHUYECKHX
UCCIICIOBaHMIA, 4acTO HaONIONaINCh CIEIYIONUEe CHMIITOMBI: TOJOBOKpY>KEHHE, OECCOHHMIIA,
COHJIMBOCTb, CHW)KEHUE KOHLIEHTPALMU W IATOJIOTUSl CHOBUACHMMN, TaK)K€ BCTPEUAIUCH APYTHE
HeXenarenbHble siBIeHus (cM. paszzen «llobouynoe neiictBue»). CUMOTOMBI CO CTOPOHBI HEPBHON
CUCTEMBI OOBIYHO HA0JII0IAINCh B T€YEHHE NIEPBOTO WM BTOPOTO JAHS T€parnuu U B OOJIBIINHCTBE
CIIy4aeB Mcue3ajH rnocie nepBbix 2—4 Hexaenb. [lanneHToB HE0OX0AUMO MPOUH(POPMHUPOBATH O
TOM, YTO TAaKH€ CHUMITOMBI, €CIM OHHU TMOSBISAIOTCS, OOBIYHO HCYE3alOT MPU MPOAOKEHUU
TEpauy U HE SABISAIOTCA MPU3HAKOM BO3MOKHBIX HAPYIIEHUI CO CTOPOHBI IICUXHMKH, KOTOPBIE
BCTPEYAIOTCS PEXKE.

Cyoopoicuvie npunaoxku

Coob1manocs 0 cygoporax y MaiideHTOB, IPUHUMABIINX 3(aBUPEH3, 0COOEHHO y MalMEHTOB C
cynmoporaMu B aHamHe3e. [Ipy OJHOBpEeMEHHOM NPUMEHEHHH MPOTHUBOCYAOPOKHBIX
JIEKapCTBEHHBIX CPEACTB, METAOOIM3UPYIOUINXCS B OCHOBHOM B MEYEHHU, TaKUX Kak (DEHUTOUH,
kapOamazenuH wu  (eHobapOuTan, crueayer MEpPUOJUYECKH TPOBOJUTH  ONpPEICIICHHE
KOHILEHTpAallUd d3TUX IpernaparoB B IIa3Me KpoBU. MccinemoBaHue B3auMOJEHCTBUI
JIEKapCTBEHHBIX CPEACTB IOKAa3ajo, YTO MpPHU OJHOBPEMEHHOM NpPUMEHEHHWHU KapOamasernuHa U

sdaBupeH3a KOHLEHTpaluKW KapOamasernvHa B IUJIa3M€ KpOBU CHIDKaJIUCh (CM. paszzien
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NPUIAJAKaMU B aHAMHE3€ JI0JDKHBI HAXOTUTHCA MOJT 0COOBIM HaOII0ICHUEM.

Hexcenamenvnvie a61eHus co CmopoHbl neuenu

B nocrpeructpanuonHslii neproa HaOIr0AeHUs ObLIO MOTyYEHO HEOOIbIIOE YUCIIO COOOLIEHUH O
Pa3sBUTHU IIE€YEHOUYHOM HEJOCTATOYHOCTH Yy MAIMEHTOB 0e3 yKa3aHWi Ha 3a00JieBaHMsI IIEUYCHH B
aHaMHe3e, a Takke 0e3 Ipyrux BBIABICHHBIX (akTOopoB pucka (cMm. pazzpen «Ilobounoe
neiictBuey»). B CBA3M C 3TUM PEKOMEHAYETCS OCYLIECTBISITH MOHUTOPUHI aKTUBHOCTU
«MI€YEHOUYHBIX» (PEPMEHTOB AK€ y MAlMEHTOB 0€3 NMEeYEHOUHOW NUCHYHKIMU B aHaMHE3€ MU
Ipyrux (akTopoB pUCKa.

Bausanue nuwu

[Ipu npumeHeHuu HQaBuUpeH3a BO BpeMs IpHUEMa NHUIIM MOXET BO3pacTaTh SKCIIO3ULIUSA
s¢aBupen3a (cM. pazgen «PapMakoIOTH4YEeCKUE CBOWMCTBA»), 4YTO MOXKET HPUBOAUTH K
YBEJIMYEHHUIO YacTOThl HeXeNaTeIbHbIX peakiuil (cM. paznen «Iloboynoe neiictBue»). B cBsi3u ¢
3THM PEKOMEH]IyeTCsl IPUHUMATH 2(PaBUPEH3 HATOIIAK, JKEJIATSILHO HA HOYb.

Cunopom 60ccmano61eHUus UMMYHUMEemMa

JlaHHbli cuHApOM HaOroacs Y MAUEeHTOB ¢ TSKEJIbIM UMMYHOAE(DUIIUTOM B J1I000H MOMEHT
nocjie Hadaia npoBeneHuss komOuHupoBaHHOM APBT. B pesynbrare ycuieHus UMMYHHOTO
OTBETa BCJICJICTBHE TEPAIlMU B TEYCHUE HECKOJIBKUX HEJENb WM MECSLEB OT Hadaja JICYCHUs
MOXET  Pa3BUTbCS  BOCIAJIWTEIbHAs  PEAKUMs HA  HEAKTUBHBIE WM OCTATOYHBIC
OMIOPTYHUCTUYECKHE MH(PEKIINHU, TAKUE KaK [IMTOMETaJIOBUPYCHBIA PETUHUT, T€HEpaTU30BaHHbIE
W/WJIH 0YaroBble MUKOOAKTepUaibHbIe MH()EKIIMU, THEBMOHHUSI, BbI3BaHHAs Pneumocystis jirovecii
(mpexxHee Ha3zBaHue — Pneumocystis carinii). Takue BocHaTUTENbHBIC CUMIITOMBI HYXXIQIOTCS B
JabHENIIEH OLICHKE U HA3HAYEHUN COOTBETCTBYIOLIETO JICUCHHS.

AyTOMMMYHHbIE HapyleHHs (Takue Kak AU(Qy3HbI THpEOTOKCHYECKH 300) HaOMI01anMCh Ha
(oHE BOCCTAHOBJIEHMS HMMYHHUTETa, OJHAKO BpeMs HauyalbHbIX MPOSABICHUNA CHIBHO
BapbUPOBAJO, U 3a00JI€BAaHUE MOIJIO BO3HUKATh YEpe3 MHOI'O MECALEB I1OCIIE Hayajla TepaIuu.
JTunooucmpogus u memabdonuueckue napyuieHus

KomOunupoBannas APBT accouuupoBaHa ¢ mepepacrnpeieseHueM MOJIKOXKHOM >KHPOBOM
kjaeryatku Tena (munmoauctpodus) y BUY-unHpuumpoBaHHBIX manueHToB. OTnaneHHbIE
IIOCJIEJICTBHSI ATOTO SIBJICHUS ITI0KA HEU3BECTHBI, U MEXAHU3M €T0 Pa3BUTHUS U3Y4YECH HEJOCTATOYHO.
[Ipenmonaraerca CBS3b MEXKIY BHCLEPAIBbHBIM JIMIIOMATO30M M NPUMEHEHHEM WHTHOUTOpPOB
npoteassl u junoarpodpun u npumeHenueM HUOT. IloBblmieHHBII pHCK  pa3BUTHUS
JUMOAUCTPOPUH MOXKET ObITh OOYCIIOBIIEH KaK WHAMBHUIYAIbHBIMU (PAKTOpPaMHU, TaKUMH Kak
MOKUJIOW BO3pacT, Tak U (akTopaMu, CBSI3aHHBIMU C TPUEMOM IpEenapaTroB, TaKUMH Kak

nponomkutensHas APBT u cBsizanHble ¢ Helt MeTabonnueckue HapylieHus. B cBs3u ¢ aTum npu
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oOpamas BHHUMaHHE Ha IepepaclpeqesieHue IOJKOKHOW JKUPOBOM KIJIETYATKH, a TaKxKe
OIIPEEATh KOHIEHTPALUIO JUIIUIO0B B CBIBOPOTKE KPOBU HATOILIAK U KOHLIEHTPALUIO IVIFOKO3bI B
kpoBU. Hapymenuss nunugHoro oOMeHa JOJKHBI KOPPEKTUPOBATbCS B COOTBETCTBUH C
KIMHUYECKUMU MPOsIBICHUSIMU (cM. paszen «[lobouyHoe aeiicTBreY).

Ocmeonekpos

XOTA ATHOJNOTHS JAHHOTO 3a00JeBaHMs NpPU3HAHA MHOTO(GAKTOPHOH (BKIIOYAs MPUMEHEHHE
KOPTUKOCTEPOU/IOB, 310yIOTPEOICHNE AJIKOT0JIEM, TSKEIYI0 HMMYHOCYIIPECCHUIO, TIOBBIIIEHHBIN
MHJIEKC MacChl Teja), cilydal OCTEOHEKpO3a HaONIoJaIuCh MPEUMYILECTBEHHO Y MAI[MEHTOB C
matensHoi BUY-uH(pexnuen u/umm y maueHToB, JUIMTEIBHO MOTyYaBIInX KOMOMHUPOBAHHYIO
APBT. IlauueHTsl TOJKHBI HE3aMEUIMTEIbHO OOpaTUTHCS K Bpady IpU IMOSBICHUM OoJiell B
CyCTaBax, CHUKEHUU MOABHKHOCTH CYCTaBOB WJIM TPYJHOCTSIX IPU X0/b0e.

Ocoovie cpynnol nayuenmos

Iayuenmul ¢ 3a601e6anuaMU neveHU

OdaBupeH3 NPOTUBONOKA3aH MallMEHTaM C TSDKEJIOW CTENEHBI0 MEUYEHOUYHOM HEIO0CTaTOYHOCTH
(xmacc C mno knaccupukauuu Yaitna—IIlsto) (cm. pasgenst  «[IpoTuBomokazaHus» u
«PapMakoJIOTHYeCKUe CBOWCTBA») M HE PEKOMEHIYeTCs MalUeHTaM C IOPaKEHUEM IE€YEeHU
CpeHEH CTENEeHU TSKECTH, MOCKOJIbKY Ha JaHHBIH MOMEHT HEJOCTAaTOYHO JIaHHBIX, YTOObI
YCTaHOBUTb, HY)KHA JIM B TaKUX CIlydasX KOpPpPEKUMs MA03bl. BciencTtBue MHTEHCUBHOIO
MeTaboau3ma 3¢paBupeHsa cucreMoit 1uroxpoma P450 1 orpaHHYeHHOro OMbITa KIMHUYECKOTO
OpUMEHEeHHs TMpernapara y NalMeHTOB C XPOHHYECKHMHU 3a00J€BaHMAMHU IE€UYEHHU CIEeTyeT
coOiroaaTh OCTOPOKHOCTH MPH Ha3HAuYE€HUU 3(aBUpEH3a MalMeHTaM ¢ 3a00JIeBaHUSMU NEUYEHU
Jerkoi creneHu TspkecTu. [Ipu 3TOM manueHThl TOJKHBI HAaXOJUTHCS MOJ HAOIIOJEHUEM IS
CBOEBPEMEHHOTO BBISBICHHS J]0303aBUCHUMBIX HEXENATeNbHBIX PEaKIUi, 0COOEHHO CO CTOPOHBI
HEPBHOM cCHUCTEMBL. Takyke 4epe3 OIpEeACIICHHbIE WHTEPBalbl BPEMEHU CIENYET IIPOBOAUTH
1abopaTopHble aHAIN3BI JUIsl OLIEHKH COCTOSIHUS MedeHH (cM. paszznen «Crnocod mpUMeHEHus U
TI03BI»).

bezonacHocth 1 3pPekTUBHOCTD 3(haBUpEH3a HE MOATBEPXKACHBI Y MAIMEHTOB CO 3HAYMMbBIMU
HapylmeHusMUA (QYHKIMU TedyeHu B aHamHese. [lanuenTs! ¢ xpoHuueckum renatutoM B wmm C,
npuHUMaIue KoMOuHMpoBaHHY0O APBT, BXxoast B Tpymnmy pucka pa3BUTHUS TSDKEIBIX
HEXENATENbHBIX PEAKIUI CO CTOPOHBI IEYEHH, KOTOPBIE MOT'YT ITPUBECTH K JIETAIBHOMY UCXOJY.
VY nmanueHToB ¢ HapylleHueM (QYHKIMM ME€YEeHU B aHAMHe3e, BKII0Yas XPOHUYECKHH aKTUBHBIN
relaTuT, MOBBIIIAETCS YacTOTa Pa3BUTHUS HAPYIICHUH (GYHKIUHU NEYeHH NPpU KOMOMHHUPOBAHHOM
APBT, nostoMy Takue MalueHThl JOJKHBI HAXOAUTHCS MO/ HAaOJIOIEHHEM B COOTBETCTBUH CO

CTaH,I[apTHOI\/’I cxemon. Y MNanmuEHTOB C YXYALICHHUEM TCUYCHHA 3a00JIeBaHUs TICUCHH WM C
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npesbimatomuM BI'H, nonb3a ot npopomkenns tepanuu 3(paBUPEH30M JT0JDKHA COMOCTABIATHCS
C BO3MO>XHBIM PUCKOM B OTHOILIEHUU BO3HUKHOBEHUS FeNaTOTOKCUYHOCTH. B OTHOIIEHUH TaKuX
HAlMEHTOB CJeyeT PACCMOTPETh BOMPOC O 11eJIecO00pa3sHOCTH NpephiBaHus win oTMeHsl APBT
(cMm. pazgen «[TobouHOE AEHCTBHEY).

IIpy OIHOBPEMEHHOM NPUMEHEHUM JAPYIHX JICKAPCTBEHHBIX CPEACTB C  WM3BECTHOMU
renaToTOKCUYHOCTBIO PEKOMEHIYETCS IPOBOAUTH KOHTPOJb AKTUBHOCTH <«II€YEHOYHBIX)»
¢depmentoB. Ilanmentam c¢ rematutoM B wmim C npu HasHaueHMM KOMOMHHPOBAaHHOM
IIPOTUBOBUPYCHOU TEPAIINU CIEAYET TAK)KE PYKOBOACTBOBATHC MHCTPYKLUAMU 110 IIPUMEHEHUIO
Ha3HayaeMbIX MpenaparoB i JeueHus renatuta B uinu C.

Tayuenmur ¢ noueunoii HeOOCMamouHOCmMoIO

dapmakoKMHETHKA 3(paBUpeH3a y MAIMEHTOB C MOYEYHOH HEJOCTATOYHOCTHIO HE H3ydanach,
OJIHAaKO B CBSI3U C TEM, YTO B HEU3MEHEHHOM BHUJE IOYKAaMU BBIBOIUTCS MeHee 1 % npunHsaTOn
710361 d(paBUpEH3a, HapyIIeHUe (PYHKIIUH ITOYEK HE JOJDKHO OKAa3bIBATh CYIIECTBEHHOTO BIMSHHUS
Ha BbIBe/ieHUE d(haBupensa (cM. paznen «PapMakoIoruyeckie cBOMcTBay). OMbIT MPUMEHEHHS
3¢aBUpeH3a y MALUEHTOB € TSKEJION MOUYEeYHOM HEJOCTaTOYHOCThIO OTCYTCTBYET, B CBS3U C YEM
y TaKuX MAaIMEeHTOB CJIeIyeT MPOBOAMUTH TIIATEIbHBIH MOHUTOPUHI OE€30MAaCHOCTH NMPUMEHEHHUS
npenapara.

Tlayuenmor nodxcunozo 6ospacma

[TockonbKy B KIMHUYECKHE HCCIIEAOBAaHUS ObLIO BKIIIOYEHO HEOOJBIIOE KOJIMUYECTBO MOMKHIIBIX
NAIMEHTOB, HET OCHOBAaHUM IpeaIoararb, YTo JEHCTBUE IIperapaTa Ha MAalMEeHTOB MOKUIIOrO
BO3pacTa OTJIMYAeTCs OT TAKOBOT'O Ha 00Jiee MOJIO/IBIX MMAalUEHTOB.

Jlemu

[Tpumenenue sdaBupeH3a y aeredl muaame 3 MecsleB WIM ¢ Maccod Tela MeHee 3,5 Kr He

HCCICO0BAIOCh.

Bunsinne Ha cIOCOOHOCTH YIPABJIATH TPAHCIOPTHBIMHU CPEJACTBAMH M MeXaHU3MaMH

He mnpoBogunmock wuccienoBaHuid It OLUEHKH BIMSHHUS Ha CIIOCOOHOCTb  YNpPaBIAThH
TPAHCHOPTHBIMHM CpEACTBAaMH U paboTaTh C MeXaHW3MaMHu. D(paBUPEH3 MOXKET BbBI3bIBATH
TOJIOBOKPYKCHHUE, HapylmcHue BHHUMAHUNSI, 6GCCOHHI/II_[y n Apyruc HEXKEJIaTCIIbHBIC
nexapcTBeHHbIe peakuuu co croponsl [IHC. [TanueHToB ciaenyeT npeaynpennTh, 4To €Ciau Yy HUX
HOABATCS JIOOBIE M3 3THX CHMIITOMOB, MM CJeQyeT H30eratb yNpaBlIEHUS TPaHCIOPTHBIMU

cpeacTtBaMu U pa6OTLI C MEXaHHU3MaMH.

dopma BbIIIYCKA
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ITo 10 Tabmerox (ms mo3upoBku 100 mr, 200 Mr u 400 'M"; B'ng%%ﬁ“y@ﬂkﬁi{dsk %QﬂdBKy

U3 TUICHKM KOMOHMHHMPOBAHHOW  (MOJMBUHHWIXJIOPHY/TIONTUBUHUINICHXIOPUI) U (OJIBIU
AJTIOMUHHUEBOM NI€YaTHOM JTaKUPOBAHHOM.

ITo 30 (ansa Bcex 103upoBoK), 60 (s mozuposku 100 mr), 90 Tabnerok (ms mo3upoku 200 mr)
B 0aHKy MOJMMEpPHYIO (M3 MOJMATHIIEHA WIM TOJMIPONUIIEHA) Il JIEKAPCTBEHHBIX CPEJICTB,
YKYIOPEHHYIO KPBIILIKON OJUMEPHOH (13 MOJIUATUIIEHA WM [TOJIUIIPOIINIIEHA).

Ha Oanky HakjeMBalOT ATHKETKY M3 OyMaru 3THKETOYHON WM MUCUYEH MM CaMOKJIESIIYIOCS
ITUKETKY.

ITo 3 KOHTYPHBIX STYCHKOBBIX ynakoBKHU (st qo3upoBku 100 mr, 200 Mr u 400 Mr), 6 KOHTYPHBIX
SYEUKOBBIX YNAKOBOK (st A03upoBkd 100 Mr), 9 KOHTYpHBIX SYEHKOBBIX YIaKOBOK (st
no3upoBku 200 Mr) BMecTe ¢ MHCTPYKIMEN IO MPUMEHEHUIO MOMELIAI0T B MAaYKy U3 KapTOHA
KOpOOOYHOTO.

Kaxnayro Oanky BMecTe ¢ MHCTPYKIMEH MO NMPUMEHEHHIO MOMENIAIOT B IMayKy M3 KapTOHA

KOpOOOYHOTO.

YciaoBus xpaHenust
B 3amuieHHOM OT cBeTa MecTe, pu TemiiepaType He Bbiiie 25 °C.

XpaHUTh B HEJOCTYITHOM IS IETEeH MecTe.

Cpoxk rognocTu
2 roza.

He MMPUMCHATH 11O UCTCUCHUHN CPOKA 'OAHOCTH, YKA3aHHOT'O HAa YITAKOBKC.

YcaoBust ornycka

OTnyckaroT 1o peLenty.

Buaajesien perucTpanMoOHHOI0 yI0CTOBEPEHHUs

00O «TexHomorus I€KapCTB»

141400, Poccuiickas @eneparus, MockoBckas 00JI., T. XuMKkH, yi. Pabodas, 1. 2a, ctp. 31, mom.
21

Tenedon: +7 (495) 225-62-00

dakc: +7 (495) 225-62-65

E-mail: info@drugsformulation.ru

IIpounsBoauTe/b/0pranusanusi, NPUMHUMAOIIAS PeTEH3NH MOTPeOuTeIsI
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AO «P-Dapa» (NOCNEOCBATENLHOCTL 0001)

150061, Poccuiickas ®enepanus, SpocnmaBckas o6m., r.0. T. fpocmaBns, T. Spocnasib,

yi. I'pomoBa, 1. 15
Tenedon/dakc: +7 (4852) 40-30-20

E-mail: info@rpharm.ru
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