COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 18.04.2025 N2 10471
MHCTRYKIWUATOCNEQDEATENEHOCTE 0002)

10 MEJUIITMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O IIPEITAPATA

daBupen3-IaBaHCa
PerncrpanuoHHblii HOMep:
Toprosoe HauMeHOBaHue: DaBUpPEH3-DABAHC
Me:kayHapogHOe HeIATEHTOBAHHOE WJIH I'PYNIIUPOBOYHOE HAMMEeHOBaHue: Y(aBUpEH3
JlexapcTBeHHas opma: TaOIETKH, TOKPBITHIC TNICHOYHON 000I0UKOM

Cocras:

1 TaGieTKa COEpPIKUT:

oeticmeyrowee seujecmao: ddasupens 100 mr/ 200 mr/ 300 mr/ 400 mr/ 600 mr;
scnomozamenvhvie gewgecmaa (10po). nakto3sl MoHoruapar 50 mr/ 100 mr/ 150 mr/ 200 mr/
300 mr, kpaxman Kykypy3Hbiid 12 mr/ 24 mr/ 36 mr/ 48 mr/ 72 mr, KpockapMesio3a HaTpus
10 mr/ 20 mr/ 30 mr/ 40 mr/ 60 mr, kpoctioBugon XL-10 9,33 mr/ 18,67 mr/ 28 mr/ 37,32 wmr/
56 mr, nmoBugon K-30 6,67 mr/ 13,33 mr/ 20 mr/ 26,68 mr/ 40 mr, Hatpus jaypuiacyiabdar
2,83 mr/ 5,67 mr/ 8,5 mr/ 11,32 mr/ 17 mr, maraus creapat 2 mr/ 4 mr/ 6 mr/ 8 mr/12 wmr;
scnomozamenvHuvle sewecmea (obonouxa): rotoBoe mokpeirue Wincoat WT-10019P Generit 3,6
mr/ 7,2 mr/ 10,8 mr/ 14,4 mr/ 21,6 mr (moauBuHWIOBKIN criupT 45,0 %, neuutun coesrit 3,0 %,
makporos 4000 11,0 %, turana auokcua 30,0 %, tamek 11,0 %), kpacuTenb XHHOJIUHOBHIM

xenteiid (E 104) 0,23 mr/ 0,46 mr/ 0,7 mr/ 0,92 mr/ 1,4 mr.

Onucanne

Hosuposexa 100 me: Kpyriibie ABOSKOBBITYKIIbIC TA0JIETKH, TOKPBITHIE IIEHOYHOW 000I0YKOM OT
JKENTOr0 JI0 KOPHYHEBATO-KENTOro IBeTa. Ha momepeyHoM paspese sapo Oelioro WM MOYTH
0eJIoro IBETA.

Hosuposxa 200 me: Kpyriibie BOSKOBBITYKIIbIC TA0JIETKH, TOKPBITHIE IUIEHOYHOW 000I0YKOM OT
JKEIITOr0 JI0 KOPUYHEBATO-KENTOro IiBeTa. Ha momepeunoM paspese sapo Oenoro WM MoYTH
0eJIoro IBETA.

Hosuposexa 300 me: Kpyriibie ABOSKOBBITYKJIBIC TA0JIETKH, TOKPBITHIC MIICHOYHOW 000JIOUKOM OT
JKEIITOrO JI0 KOPHUUYHEBATO-KENTOro 1iBeTa. Ha momepeunoM paspese sapo Oeloro WM MOYTH
OeJoro 1BeTA.

Hosupoexa 400 me: TPOJOITrOBAaThIC TBOSKOBBIMYKJIbIE TaOJIETKH, MOKPHITHIC TUICHOYHOMN
000JIOYKO OT KENTOro 10 KOPUYHEBATO-XKEITOro 1BeTa. Ha monepedunom paspese sapo 6ernoro

WJIY IOYTH O€JIoro IBera.
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Hosuposka 600 m2. TPORONTOBATHIE JBOAKOBBITYKIHIE |(TAMSIEIKHA ", TIOKPHIIEIC T HIEHOMHON

000JI0YKOW OT KEJITOTO JI0 KOPUYHEBATO-XKEJITOr0 I[BETa, C PUCKONW Ha OmHOW cTopoHe. Ha

IIOIIEPEYHOM paspese AApo OETI0ro WM MOYTH OEIIoro IBeTa.

dapmakoTepaneBTHYecKas TIPyNIa. I[POTUBOBUPYCHBIE CpPEACTBA CUCTEMHOIO JIEHCTBUS;
MPOTUBOBUPYCHBIE CPENICTBA MPSIMOTO JEHCTBUS; HEHYKJICO3UJHBIE HHIHOUTOPHI OOpaTHOM

TPaHCKPHIITA3bI.
Kox ATX: JOSAGO03

®apMakoJIOrH4ecKue CBoiicTBa

Dapmakoounamuxa

Mexanuszm oeticmeus

OdaBupeH3 npencTaBisgeT coOON CENEKTUBHBIM HEHYKJICO3MJHbI HHTUOMTOp 0OpaTHOMN
tpanckpunrtazsl (HHUOT) Bupyca mmmyHonedummra venoBeka tun 1 (BUY-1). Ssnsercs
HEKOHKYpeHTHbIM uHruoutopom BUU-1 obpatnoit Tpanckpunrassl (OT), ne uarudupyer BUY-
2 obpatnyto Tpanckpunrtazy u JJHK-nmomumepass (o, B, Y 1 0) KIETOK YeloBeKa.
Ilpomueosupycuas akmusHocms

[TpotuBoBUpYCcHas 3(deKTUBHOCTL 3(daBupeH3a iN Vitro oreHuBagach Ha JUMGOOIACTHBIX
KJICTOYHBIX JIMHUSX, MOHOHYKJICAPHBIX KJEeTKax nepudepudyeckodl KpOBH U KyJIbTypax
makpodaros/mononuToB. Unrudupyromas xonmnentpamnus (UK) apaBupensa, neodOxoaumas s
90-95% wunruouposanusi (MKoo9s5) mTaMMOB JAMKOTO THIA WM JIJAOOPATOPHBIX KIMHHYCCKUX
M30JISITOB, PE3UCTEHTHBIX K 3UJI0OBYIUHY, HaXoAuTcd B npenenax ot 0,46 1o 6,8 HMOJb/ 1.
Pezucmenmnocmu

[TpotuBoBUpycHas 3¢ddexkTuBHOCTh 3(aBUpeH3a B KIETOYHOH KyJIbType B OTHOIIEHHH
pa3HOBHJIHOCTEN BUpyca ¢ 3aMeHaMHu aMUHOKUCIOT B OT B mosunmsx 48, 108, 179, 181 winm
236, a Takke B OTHOLIEHUH PA3HOBUAHOCTEM C 3aMEHaMM aMUHOKHUCIOT B IpoTease, Oblia
AQHAJIOTUYHA TAKOBOH B OTHOIICHWH BHUPYCHBIX INTAMMOB JHKOTO THMA. EIMHCTBEHHBIMH
3aMeHaMM, KOTOpPbIE NPUBENHU K MOSBICHUIO HAauOOIbIIeH K 3()aBUPEH3Y B KIETOUYHON KYIbTYpE,
SBJISIFOTCS 3aMeHa JieiiHa Ha u3oneiiua B mosunuu 100 (L1001, 17-22-kpaTtHoe yBeTHUCHHE
pe3UCTEeHTHOCTH) U Ju3uHA Ha acnaparud B mosuimu 103 (K103N, 18-33-kpaTtHoe yBenuueHue
pesucteHTHOCTH). bonee wem 100-kpaTHOe yMeHbIIEHHE BOCIPUUMYHMBOCTH BHPYCOB K
npenapary HaOJII0AaIochk B OTHOIIEHMM pasHoBUAHOCTeW BUY, skcmpeccupyrommx 3aMeHy
K103N B nonosHeHue K IpyruM aMMHOKHUCIOTHBIM 3ameHaM B OT.

3amena K103N sBisutace Haubosnee yacto Habmoaaemoil 3ameHoit B OT BHpPYCHBIX IITaMMOB,
MOJTYYCHHBIX OT MAlMeHTOB, Y KOTOPHIX HAOIIOMAI0Ch CYIIECTBEHHOE YBEITMYCHUE KOJIMYECTBA
BUPYCHBIX YacTHIl B TUIa3Me€ KpOBU (BO3BpaTHAas BUPEMHs) B KIMHUYECKHX HCCIICOBAHMSIX

MMPUMCHCHUA B(I)aBI/IpCHZ;a B KOM6I/IHaI_II/II/I C HHAWHAaBHUPOM HJIU B KOM6I/IH8.I_II/II/I C SUJOBYJUHOM U
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COOTEBETCTEYET ZKCNEPTHOMY OTYETY
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namMMByIMHOM. Jlannas Mmyrtanusa HaOmopanack y 90 maemop T¢ [HepOheKEMBHOETEIO

Tepanuu 3(haBUpEeH30M. Tak ke, XOTs M pexke, U 4acTo ToJbko B komOuHanuu ¢ KI103N,
Habmonamucy 3amensl B OT B mosunusax 98, 100, 101, 108, 138, 188, 190 u 225. Tun
aMHHOKUCIOTHBIX 3aMeH B OT, CBS3aHHBIX C YCTOHYMBOCTBIO K 3()aBUPEH3Y, HE 3aBUCEN OT
JIPYTUX IPOTUBOBUPYCHBIX MPENapaToB, MPUMEHSIBIINXCSA B KOMOMHALIMU C 3(PaBUPEH30M.
Ilepexpecmnas pezucmenmuocms

N3yuenne npoduieit mepexpecTHONH pe3UCTEeHTHOCTH d(paBUpPEH3a, HEBUPANMHA U JIeIaBUPIMHA
Ha KJIETOYHBIX KYJIbTypax rmokasano, yto 3ameHa K103N npuBoauT k morepe BOCIPUUMYHBOCTH
ko BceM Tpem HHUMOT. [IBa u3 Tpex MCCIEIOBaHHBIX JEIaBUPIUH-YCTOMUUBBIX KIMHUYECKUX
U30JISITOB O0JIafjalid TMEePEeKPECTHOW PE3UCTEHTHOCThIO K 3(aBUpEH3Y U COAepk ald 3aMEeHy
K103N. Tperuit uzonst, umeronuii 3ameny B OT B nmo3unuu 236, He obnanan nepekpecTHON
PE3UCTEHTHOCTHIO K 3(haBUpEH3Y.

BupycHble H3054THI, BBIJCIEHHBIE M3 MOHOHYKJIEApOB Mepudepruueckoid KpOBU MAIEHTOB,
BKIIIOUEHHBIX B KJIMHMYECKHWE UCClefoBaHus d(}aBUpeH3a, y KOTOPBIX Tepamus Obuia
Hea(dexTrBHA (BO3BpaTHAS BUPEMHS), OBIIIM UCCIIETOBAHBI B OTHOIIEHHH BOCIIPUUMYHBOCTH K
HHUOT. Tpunanuate H30J4TOB, KOTOpPHIE IMPEABAPUTENBHO OBUIM OXapaKTEpHU30BAaHbI Kak
ycToiunBbie K 3(haBUPEH3Y, OKA3allCh TAKKE YCTOWYHMBBIMU K HEBHUPANUHY U JICTaBUPIUHY.
O6napyxunoch, yto MATh U3 3TuUX ycroiuumBbix K HHUOT wu3onaToB conmepikain 3aMeHy
K103N wnu 3ameHy BanuHa Ha wusoneinud B mosumuu 108 (V108l) B OT. Cpeau
POTECTUPOBAHHBIX H30JATOB Tocie Hed(heKkTuBHONW Tepanuu >(PaBHUPEH30M TpPU H30JATA
OCTAJIMCh YyBCTBUTEIBHBIMHU K d(paBUPEH3y Ha KJIETOYHBIX KYJIbTypax.

BeposTHOCTh nIepeKpecTHON pe3UCTEHTHOCTH MEXy 3(haBUPEH30M U MHTMOUTOPAMU MPOTeas3bl
SBIISICTC HU3KOW BCIEICTBUE PA3MUYHBIX (epMeHTOB-MuIlIeHell. Hamnuwme mnepexpecTHoOn
pesucTeHTHOCTH Mexay 3(aBupeH3oM H Hykineo3uaHbiMu uHruOutopamu OT (HUOT) rtaxxke
MaJIOBEPOATHO BCIEACTBHE pa3IMuUsl YYacTKOB CBS3BIBAHMS C MHILEHBIO U MEXaHU3MOB
JEHUCTBHUS.

DapmakoKkunemuxa

Bcacvieanue

VY 310p0oBBIX 100POBOJIBIEB MakcuMalibHass KOHIEHTpalus (Cmax) 2aBUpeH3a B IIa3Me KPOBH
1,6-9,1 MxMomnb/n gocTUranack yepe3 S 4 Mociie OJHOKPAaTHOTO MpHeMa BHYTPh Ipernapara B
no3ax ot 100 mo 1600 wmr. [lo3o3aBucumoe yBenuueHH€ Cmax M IUIOMAAM TOJ KPUBOU
«xoH1eHTpanusa-Bpems» (AUC) Habmro1an0ch npu npueMe mnpernapara B 103ax 10 1600 mr; npu
3TOM He HaOJI0JANO0Ch JT030MPONOPIHMOHAIBLHOTO YBETUUEHHUS JaHHBIX MOKa3aTenel, mo3ToMy
MOYKHO TPEINOJNI0XKNUTh, YTO NpU OoJiee BBICOKMX J/103aX BCAChIBaHHE yMEHblIaeTcs. Bpems
noctikeHUus! Cmax B TU1a3Me KpoBH (3-5 4) HE M3MEHSJIOCH IOCIE€ MHOTOKPAaTHOTO Ipuema

npernapara, a paBHOBECHAs! KOHLIEHTPAILMs B IU1a3Me KPOBH JJOCTHIalach yepes 6-7 CyTOK.
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YV BUY-uHQUUUPOBAaHHBIX MAalMEHTOB TNPH JIOCTHIKCHHA E PABHOBECHOH JKOHHEHIPAIII

mpenapara B Iuia3Me KpoBHW cpenHue 3HadeHUs! Cmax, MUHUMaJIbHON KOHIEHTpanuu (Cmin) #
AUC 6butn yuaetinsl pu npueme 200 mr, 400 mr u 600 mr 3¢dasupensa 1 pas B cytku. Y 35
NaIMeHTOB, MpUHUMaBIIKNX 3(haBupen3 B no3e 600 mr 1 pa3 B cyTkH, Cmax IPH JOCTHKEHUH
PaBHOBECHOM KOHIIEHTparuu coctasisia 12,9 + 3,7 mkmons/a, Cmin — 5,6+3,2 Mmxmounb/in, AUC
— 184473 mMxMmonb/m*y.

Bausnue npuema nuwu na écacvisanue

[Ipr omHOKpaTHOM mpUEMe 3A0POBBIMU J0OpOBOJIBIAMHU daBupeH3a B go3ze 600 mMr B BUjae
TabJIETOK, MOKPBITHIX IJICHOYHON 000JIOUKOM, BMECTE C MUIIEH ¢ BHICOKUM COAECPKAHUEM KUPOB
Haomoganock yennuenne AUC Ha 28% u Cmax Ha 79% B CpaBHEHUH C JaHHBIMH TTOKA3aTEISIMH
IIpU [IpUEMeE IIpenapaTa HaTOIIAK.

Pacnpeoenenue

DdaBupeH3 B BHICOKON CTEMEHH CBS3bIBACTCS C OETKaMH IIa3Mbl KPOBH (MIPUOIU3UTENBHO Ha
99,5 - 99,75%), rnaBHbIM 00pa3om ¢ anbOymuHoM. Y BUY-1 uHQUIMpOBaHHBIX MAIUEHTOB (N =
9), koTopbie pUHUMATH daBupen3 B go3ax oT 200 go 600 mr 1 pa3 B CyTKu B TeUEHHUE TIO
MeHbIIe Mepe 1 Mecsna, KOHIEHTpanus 3(aBUpeH3a B CIIMHHOMO3TOBOH IKUIKOCTH
cocraBmsia oT 0,26 mo 1,19% (B cpeanem 0,69%) OT COOTBETCTBYIOIICH KOHIEHTPALlUU B
a3Me KpoBu. JlaHHBIN MOKa3aTenb NPUOIM3UTENBHO B 3 pa3a MpPEeBbIIIaeT KOHIEHTPALUIO HE
CBSI3aHHOM c Oenkamu (cBoOOaHOM) (hpakimu 3paBUpeH3a B IJIa3ME KPOBH.

Memabonuzm

KinHuueckre MccieoBaHus M MCCIIEA0BaHUs IN VItr0 ¢ MCIONB30BaHUEM MHKPOCOM TEYCHHU
YyelmoBeKa TMOKa3aiu, 4To d(haBUpPEeH3 MeTabONMM3UpPYeTCsl TJIaBHBIM 00pa3oM CHCTEMOM
nuroxpoma P450 10 ruapoKCUIMpPOBAaHHBIX MNPOU3BOJHBIX, KOTOPBIE 3aTE€M CBSI3BIBAKOTCS C
TJIIOKYPOHOBOW KHMCIIOTOM ¢ 00pa30BaHHEM TIIOKYPOHHIOB. B OCHOBHOM, JTaHHBIE METaOOIUTHI
HeakTHBHBI B oTHomiennu BUY-1. UccremoBanus in VItr0 mo3BOJSIFOT MPEANOIO0XKHTh, YTO
mzopepmentsl  CYP3A4 u  CYP2B6  sBusitoTcs  OCHOBHBIMH  HM30(epMEHTamy,
OCYIIECTBISIONMMU MeTa0oNMu3M 3(paBUpeH3a, U 4YTO 3(PaBUPEH3 MHTHOUPYET H30(epMEHTHI
2C9, 2C19 u 3A4 cucremsl nutoxpoma P450. B wuccnenoBanusx in Vitro agaBupeH3 He
unrubuposan uzopepment CYP2El u unrubuposan uzodpepmentel CYP2D6 u CYPIA2
TOJIbKO B KOHLIEHTPAIUSAX, HAMHOTO MPEBBIIAIOIINX TPUMEHSIEMbIE B KIIMHUYECKON MPAKTHUKE.
Dxkcno3unus dhaBUpeH3a B MIa3Me KPOBU MOXKET YBEIUYMBATHCS Y MAlMEHTOB, TOMO3UTOTHBIX
no monumopdusmy reHa G516T mzodepmenta CYP2B6. KnuHuueckass 3HaYMMOCTh TakKOTO
U3MEHEHHUs HEeHW3BECTHAa, OJIHAKO HeJNb3sl HCKII0YaTh BO3MOXHOCTb BO3PACTaHUSl PHCKOB
pPa3BUTHUS U YBETUYCHHUS BRIPAKEHHOCTH HEXeNaTeNIbHBIX peakiuii apaBupeHsa.

bouto mokazano, uro »dasupen3 wuHayuupyer uszodpepmentsi CYP3A4 u CYP2B6, uto

MMPUBOJUT K HHAYKIIUU €TO CcOOCTBEHHOTO MeTa6OJ'II/13Ma, 49TO MOXKET KIIMHUYCCKU BBIPAXKATLCA Yy
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HEKOTOpBIX nanueHToB. IIpn MHOrokpatHoMm npueme >HaBHPaE3a BEIOBE [200:-400r M1 BCYTKH

3I0pOBBIMU J100poBoOJiblIaMU B TeueHHe 10 qHeil Habmioganach MEHbIIas CTENEHb KyMYJSLUU
sdaBupen3a (Ha 22-42% HWXKE NpeanojiaraéMbIX 3HAYCHH) W 00Jee KOPOTKUU IMEepUO.
noiyBbiBesieHus - 40-55 u (meproAa MoyTyBBIBEACHUST OJHOKPATHOHM 03Bl COCTaBisAeT 52-76 u).
Taxke ObUTO MOKa3aHO, 4TO ddaBupeH3 uHAyHUpyer uzohopmy 1Al-ypuauaaudocdar-
rmrokyporunTpancdepassl (YAD-I'TIAL), modToMy KOHIEHTpAIUs pajTerpaBHpa, KOTOPBIMA
apnserca cyoctpatom YI®-I'TIAI, B mima3mMe KpOBU CHIDKAETCS NPU OJHOBPEMEHHOM
MPUMEHEHUU C 3(PaBUPECH30M.

Hecmotpss Ha TO, 4TO B HCCIEIOBaHHMAX IN Vitro sdaBupeH3 HHTHOMpOBAT H30(PEPMEHTHI
CYP2C9 u CYP2C19, B wmccienoBaHusax IiN VIVO HaOIOIanoCh KakK IIOBBLIIIEHHE, TaK H
CHIDKEHHE IKCIIO3UIIUHM CYyOCTpPaTOB NAaHHBIX (PEPMEHTOB MPH OJHOBPEMEHHOM IPUMEHEHUH C
adaBupenr3oMm. Konednsrit 3 pexT JaHHOTO B3aUMOICHCTBHS HE YCTAaHOBJICH.

Buviseoenue

DdaBupeH3 uMeeT OTHOCUTEIHHO OOJIBIION MEePUOJI MONTYBBIBEICHUS, KOTOPBI COCTaBIsSET HE
MeHee 52 4 mocie npueMa OJHOKpaTHOM 103kl U 40-55 4 mociae MHOTOKPaTHOTO NMPUMEHEHHUS.
[Tpubmmsurensno 14-34 % oT mpuHATONM 103bI 3(aBUPEH3a BBIBOAUTCSA No4Ykamu, mMeHee | %
110361 3(haBUPEH3a BBIBOJUTCS MMOYKAMU B HEM3MEHEHHOM BUJIE.

DapmaxkokuHemuka y ocoovix epynn nayueHmos

Hapymenue d)VHKHI/Iﬁ INCYCHHU

IIpu onHOKpaTHOM TIpueMe IpernapaTa HaOJI0JaI0Ch JBYKPAaTHOE YBEIMYEHHE Iepuojia
MOJTyBBIBEIEHUSI D(QaBUpEH3a y OJHOIO TMalMeHTa C TSKEIOMW CTENEHbI0 MEeYEHOYHOU
HenoctaToyHocTH (kiace C no cucreme Yaiina-I1bio0), 4To yka3sIBaeT Ha MOBBIIIEHHYIO CTENEHb
KyMYJSILIMM B Takux ciaydasx. [Ipy MHOrokpaTHOM Ipueme mpernapara He ObUIO BBISBIEHO
3HAUMMOTO BIIMSHUS MOPAKEHUS MEeYeHU Ha (apMaKOKMHETUKY 3(aBUpeH3a Yy MalMEeHTOB C
JIETKOW CTENEeHbI0 NEYEHOYHOH HenocTaToyHocTH (kiacc A mo cucreme Yaitng-Ileio) mo
CPaBHEHMIO C MALIMEHTAaMU KOHTPOJBHOW Tpymmbl. B Hacrosiiee BpeMs HET JOCTATOYHBIX
JTAHHBIX, YTOOBI C/I€TaTh BBIBOJ O TOM, BIIUSIOT JIM CPENHAS U TsDKeNas CTENeHb IeYeHOUHOM
HegoctarouHocTH (kiaccel B u C o cucreme Yaina-IIst0) Ha GapmMakokuHeTHKY d(daBupeH3a
(cm. pasnenst «C ocmopodchocmuioy, «[Ipomueonokasanusy).

Hapymienue d)VHKUI/II/I NOYECK

®dapMakokrHETHKA d(aBHpeH3a y MAIKUEHTOB C MOYEYHOW HEJOCTATOUYHOCTHIO HE HM3ydallach,
OJIHAKO B CBSI3M C TEM, YTO B HEM3MEHEHHOM BHJIE NMOYKaMU BBIBOJUTCS MeHee 1% MpuHATON
036l ddaBUpeH3a, HapylmieHHe (YHKIMM TIOYeK HEe JOJDKHO OKa3bIBaTh CYIIECTBEHHOTO

BJIMAHHA Ha BBIBCJICHHUC 3(1)aBI/IpeH33. (CM. pasacit «Ocobvie yKCIS’CZHM}Z»).
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[Ton u pacoBasi IPUHAAICKHOCTh (MOCNEOOBATENEHOCTL 0002

Y MyX4yuH W SKEHIIMH, a TakKe€ Yy MalHUEeHTOB pa3JIMYHON pPAaCOBOM MPUHAMLIC)KHOCTH
HaOJII01aHMCh CXO/AHBIE (hapMaKOKMHETUYECKHE TapaMeTphl 2(paBUpeHs3a.

[loskuiiple DalMeHThl

Kakux-mi0o (apMakoOKMHETHUYECKHX pPAa3IU4YUil y ManueHToB OT 65 jer u crapiie u Oosee
MOJIO/IBIX TAIMEHTOB HE BBISBICHO, XOTA KIMHUYECKHE HCCIeIOBaHUs J(aBUpEH3a He
BKJIFOYAJIA JOCTATOYHOTO KOJIMUECTBA MAIIMEHTOB OT 65 JIeT u crapiie.
eTH

DdaBupeH3 He W3ydalicsa y JeTell B Bo3pacTe A0 3 MECAIECB WIM C BecOM MeHee 3,5 K.
dapMaKOKHMHETUYECKUE TIOKa3aTeNn d(aBupeHsa y AeTei U B3POCIbIX ObUIH CXOKUMHU.

VY 49 nereii, npuHUMaBIINX 3(GaBUPEH3 B 03¢, IKBUBaIECHTHONH 600 Mr (71032 pacCUUTHIBAIACH
UCXOJIS U3 MacChl Tena), 3HaueHne Cmax coctaBmio 14,1 mxmoib/1, Cmin — 5,6 Mkmons/1 u AUC

— 216 MKMOIB/1*4.

IToxka3zaHusi K MPUMEHEHU IO
[Ipemapar DdaBupeH3-DaBaHCA IMOKa3aH K MPUMEHEHHIO B COCTaBe KOMOMHHPOBAHHOMN
MPOTUBOBUPYCHOU TEpaNUy IS JICUYCHHS B3POCIIBIX, MOAPOCTKOB U JETCH B BO3pacTe crapiie 3

JIeT, MHOHUIUPOBAHHBIX BUPYCOM UMMYyHOAeHIIHUTA YeiaoBeka 1-ro tuma (BUY-1).

IIpoTuBoONOKa3aHMS

® TUIIEPUYBCTBUTEIHLHOCTH K 3(aBUPEH3Y U K JIFOOOMY U3 KOMIIOHEHTOB TIperapara;

® TIOBBINIEHHAS YYBCTBUTEIBLHOCTH K COE HIIU apaxucy;

e JIeUIUT JIAKTa3bl, HEMEPEHOCUMOCTD JAKTO3bI, TTIIOK030-TaJaKTO3HAasI MaJIbabCcopOLIvs;

® MeUeHOYHAs! HEJAOCTATOYHOCTh TshKenol crenenu (kinacc C mo kinaccudukanuu Yaina-I1si0)
(cMm. pazgensl  «@Papmakonozsuveckue ceoucmeay, «DPapmakoKuHemuxa y 0coObiXx epynn
RAYUCHMOBY);

e macca Tena y nereit meHee 32,5 kr (s go3upoBok 100 mr, 200 mr, 300 mr u 400 mr), macca
Tena y nereit menee 40 kr (ams mno3uposku 600 Mmr);

® OJIHOBPEMEHHBIN TpueM ¢ TepheHaTUHOM, aCTEeMM30JIOM, MH3AMPHIAOM,  MHIa30JIaMOM,
TpHa30JlaMOM, MHUMO3UJIOM, OCHPHUINIIOM M alKalOMJIaMHU CIOPLIHBH (HAIPUMEp, SPrOTaAMHUH,
TUTHIIPOIPTOTAMUH, OSPrOHOBHMH  WIJIM  METWJIDPTOHOBHUH), TOCKOJBKY  KOHKYPEHTHOE
B3auMozeiicteue as¢aBupensa ¢ uzopepmeHToMm CYP3A4 MoxkeT mpuBEeCTH K IOJABIECHUIO
MeTaboIM3Ma JaHHBIX MPENapaToB U MOSBICHUIO MTPEATOCHUIOK TSI BOSBHUKHOBEHHUS CEPbE3HBIX
W/WIH  YTPOXKAIOIIMX KU3HU HEXKENATeNbHBIX SIBICHUN (HAampuMep, CEepIAeYHON apUTMHUH,
JUTUTETILHOTO ceqaTHBHOTO d(heKTa WM yrHEeTeHUS AbIXaHus) (CM. pasznen «Bzaumoodeticmsue ¢

Opy2umMu 1eKaPCMEEHHLIMU CPEOCMEAMUY);
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® OJHOBPEMEHHBI TpHUEM C MpenaparaMu/mpoayKTaMilpHeTHTeLHOTOL HIpOHcX MRAgHN,

conepxainMu 3BepoOoit mposipsiBiieHHbIN  (Hypericum perforatum), mockonbKy mpu 3ToM
BO3MOXXHO CHW)XCHHE KOHIICHTpaluu OJ¢aBUpeH3a B IUIa3Me KPOBH M CHIDKCHHE €ro
KInHH4Yeckoro J3ddexkra (cM. pazgen «Bzaumoldelicmeue ¢ OpyeumMu  1eKapCmeeHHbIMU
cpedcmeamuy);
® OJIHOBPEMEHHBIN IMPHEM C TPa3oNPEBUPOM/I0ACBUPOM H3-32 OXKHJIAEMOTO 3HAYUTEIHLHOTO
CHW)KCHHSI KOHIIGHTPAIIMHY B IIa3Me KPOBHU TPa30NpeBHpa U didacBupa. IToT 3PPeKT BO3ZHUKAET
BCIIEACTBUE TOTO, uTO 3(aBupen3 unayuupyet nzopepmenTr CYP3A4 wim rnukonportens P (P-
gp), 4TO IPHUBOAMWT K IOTEPE BHUPYCOJOTHUYECKOW aKTHUBHOCTH (TepameBTHueckoro 3ddekra)
rpa3onpeBupa/andacBupa.
Ha3nauenue npenapara nanueHTam:
—  TpU HAIWYUM B CEMCHHOM aHAMHE3€ CIIy4acB BHE3AIHOM CMEpPTH WM
BPOKICHHOTO yIIMHEHHs uHTepBaa QTcC Ha 3JIEKTpoKapAHorpaMMe WA APYTUX
KIIMHHYECKUX COCTOSIHUI, COMPOBOXKIAOINNXCS yIUTHHEHHEeM nHTepBaia QTc;
— ¢ KIMHUYECKHMH MPOSBICHUSMHU apUTMHUU CEepJIla WU C KIMHUYICCKH 3HAYUMOM
Opasukapauedl WIM XPOHUYECKOW CEplIeYHON HEIOCTAaTOYHOCTBIO CO CHUIKCHHOM
(bpakiueli BBIOpOCca JIEBOTO JKEIyI04Ka B aHAMHE3E;
— C TSOKEIbIMH  HApYIICHUSMH  O3JCKTPOJUTHOTO  OajlaHca,  Hampumep,
THITOKAIIMEMHUCH WM THITIOMAarHUEMUEH.
OnHOBpeMEHHBI TIpHEM C TMpenapaTtaMd, BBI3BIBAOIIMMHU y/uIMHeHHe wuHTEepBana QTc
(mpenapathl ¢ apUTMOT€HHBIM 3PPEKTOM):
- aHTHapUTMUYecKue npenapatsl kiaccos [A u III;
—  HEeWpOJEeNTHUKH, aHTUACTIPECCAHTHI;
—  HEKOTOpbl€ AHTUOMOTHKH, BKIIOYAs MpenapaThl, OTHOCAILIUECS K CIEIYIOIINM
KJIaccaMm: MakpoOJUIbI, (PTOPXHUHOJIOHBI, TPOTUBOTPUOKOBBIC MPENapaThl MPOU3BOIHBIC
WMHIa30J1a ¥ TPHA30J1a;
—  HEKOTOpbIC€ HECEeIAaTUBHBIC aHTUTHCTAMUHHBIC Tpemnaparbl  (Tepdenamu,
acTeMHU307);
—  IM3anpur;
- brexanHu;
—  HEKOTOpbI€ MPOTUBOMASIPUHHBIC TTPETIapaThl;

- MCTAaJ0H.

C 0CTOPOKHOCTHIO
® MAIMEHTHI, UMEIONIME B aHAMHE3e ICUXHATPUYECKHE PACCTPOICTBA, HAXOMATCS B TPYIIE

IMMOBBIIICHHOI'O PUCKA 10 Pa3BUTHUIO CEPHE3HBIX HEXKCIIATCIIbHBIX peaKHI/Iﬁ CO CTOPOHBI ICUXUKH,
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® MANMEHTHI C MEYSHOYHOW HEeJOCTATOYHOCTHIO |JIETKON W CPE e Crerncr iapeeT (KIaas A u

B o knaccuduxanuu Yaitna-I1sio);

® MMAI[MCHTHI, UMCIOIKE CYA0poru (B TOM YKCIIC B aHAMHE3E);

® MANMCHTHI, MOJYYAIOIIUe  COMYTCTBYIOIIHE  IMPOTUBOCYJOPOKHBIE  Tpemaparbl ¢
MPEUMYIIECTBEHHBIM METa0OJMU3MOM B TICUEHHU, TakKWe Kak (EHUTOWH, KapOaMasenuH,
dbenobapOuTan,  BaJgbllpoe€Bas  KUCJIOTa, BUrabaTpuH  (HEOOXOAMMO  OCYIIECTBIISATH
NEPUOINICCKUN KOHTPOJIb 32 KOHIICHTPALUEH B KPOBH);

® OJIHOBPEMEHHOE NMPUMEHEHHE C JIapYHABUPOM, apTeMETePOM/ITyMe(paHTPHHOM;

® HEC PEKOMEHJIYeTCSI COBMECTHOE MPHMEHEHHE d(aBUPEH3a C BEINaTacBUPOM/COPOCOyBHPOM
WJIM C BEJMATaCBUPOM/BOKCHIIAIIPEBUPOM/COPOCcOyBUPOM;

® COBMECTHOE IpUMEHEHHE d(PaBUpEH3a C TICKANPEBUPOM/THOPEHTACBHPOM.

IIpuMeHenue nNpu 6epeMEHHOCTH M B EPHO/I I'PYIHOI0 BCKAPMJIMBAHUS

[Ipu nedeHun sdaBupeH3OM cleayeT u3deraTb HacTymuieHus OepemeHHoctu. Heobxoaumo
UCTIOJIb30BaTh HAJEKHBIE METOJbI OaphepHOW KOHTPALENIUH B COYETAHUU C APYTHMH
MeTofaMu (B TOM 4MCJ€ MepopajbHble WIH JpPyrue TOPMOHAJIbHBIE KOHTPALIENTHBBI).
[Tockonbky agaBupeH3 UMeeT JUIMTEJIbHBIA IEpUOa  IOJYBBIBEIECHUS, HEOOXOIUMO
UCIOJIb30BaTh HAJEKHBIE METO/Abl KOHTpALENUMU Ha MNpOTsDKEHMH 12 Hejenp mocie
npekpameHus JyieueHus 3¢dasupensoM. llepen Hadanmom JedeHus 3(paBUPEH30M IKCHIIHMHBI,
CIOCOOHBIE K JIETOPOXKIECHUIO, JOJDKHBI IPONTH TECT Ha OepeMeHHOCTh. D(aBUPEH3 HE CeTyeT
IPUMEHSATHh BO BpeMsl O€peMEHHOCTH, 32 UCKIIIOYEHHUEM CIIy4aeB, KOrJla MOTEHLUAIbHAs 110J1b32a
JUTSL MaTe€pH TPEBBIIIACT BO3MOXKHBIN PUCK JUIS II0AA M HET APYrHX allbTepHATHBHBIX METOJIOB
nedeHus. Ecnam xeHIMHa npuHUMaeT 3(aBUpeH3 BO BpeMsi IIEPBOr0 TPUMECTpa OepeMEeHHOCTH
WM OEepeMEeHHOCTh HAcCTyNaeT BO BpeMs MpUMEHEHMs 3(aBUpEH3a, OHA JOJKHA ObITh
npeaynpexieHa o MOTeHIIMaIbHOM Bpeie A MII0/a.

He npoBoauiock afeKBaTHBIX U KOHTPOJUPYEMBIX KIMHMYECKHX HCCIEJIO0BAaHMMA C ydyacTHeM
OepeMeHHBIX. B mocTperucrpaiinoHHOM nepuoze ObUIM MOJY4YEHbI COOOIEHUsI O TPUMEHEHNUN
s¢aBUpeH3a B COCTaBe KOMOMHHpPOBAaHHOW aHTHpeTpoBupycHoil Tepanuu (APBT) B mepsom
TpuMecTpe OepemeHHOCTH. He coobmanoch 0 Haumuuuu crenupuueckKux 0coOeHHOCTeH
(YBEJIMYEHHUsI YaCTOThI) MOPOKOB Pa3BUTHsI Y HOBOPOXKJIEHHBIX. TONBKO HECKOIBKO COOOIIEHUM
cojepxan WHPOpPMAIUIO O CcIydasx pa3BUTUS Je(dEKTOB HEPBHOW TpyOKH, BKIIOUAs
MEHHHTOMUEIOIeNIe. BONBIIMHCTBO JaHHBIX COOOMIEHWH OBUTH PETPOCHEKTUBHBIMHU, |
NPUYMHHO-CJIEICTBEHHAs CBsI3b HE OblIa M3yueHa.

Bruto mokazano, 4to 3(aBUpeH3 BBIIAENSAETCS C IPYIHBIM MOJOKOM KOPMSIIMX >KeHIIMH. He
UMeeTCsl JIOCTaTOYHON HHOpMaluu O JAeWCTBUM J(paBUpEH3a Ha HOBOPOXKACHHBIX U

MJIaICHIICB. )KeHH_[I/IHaM, IIpUHUMAOIUM S(i)aBI/IpeHS B MICPpUOJ JIAKTAllUH, KOPMIICHHUE T'PYALIO
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He pexomenayerca. Bo ms0Oexanme nepenaun, BUY HA|MpA| KEKHS . 000TosrenberBax) (B Y -

UHQHUIHUPOBAHHBIM MaTePsIM HE PEKOMEHYETCsI KOPMUTh TPYABIO.

Bnusaue s¢aBupensa Ha HepTUIBHOCTD CaMIIOB M CAMOK y KPBIC OI[EHUBAJIOCh TOJBKO B 032X,
KOTOpble OOeCreyrBali CUCTEMHOE BO3JCHCTBHE MpenapaTa, SKBHBAJICHTHOE WM MEHBIIEE,
KOTOpOE JOCTUraercs y JIoJeH IpHU INpHEeMe PEKOMEHJOBaHHBIX /103 3¢aBupeH3a. B 3Tux
UCCIIEIOBaHUAX (aBUpPEH3 HE BIMSI Ha ClIapuBaHue WK (epTUIBHOCTh CAMI[OB U CAMOK KPBIC
(mo3pl 10 100 MI/Kr/cyTkM) W HE BIMSUI Ha HapamMeTpbl CHEPMOTPAMMBI, WJIM TOTOMCTBO,
MOJTy4EHHOE OT 3TUX caMIoB Kpbic (7036l A0 200 mr/cyrku). PenpoaykTuBHAs CIOCOOHOCTH

IMOTOMCTBA, POKACHHOT'O OT CaMOK KPBIC, ITOJIy4aBIINX B(baBI/IpCHS, HE€ U3MCHSAIHNCH

Cnoco0d npuMeHeHHsI U 103bI

BryTpb, mipenapaTr peKoMeHAyeTCsl MPUHUMATh Mepea CHOM HaTtomak. Ilpuem adaBupeHsza BO
BpeMs MpHUeMa MU MOXKET YBEIUYHUTH HKCIIO3UINIO 3(PaBUpEH3a M MPUBECTH K IMOBBIIICHUIO
YacTOTHI HEXeNaTeNbHbIX peakuuil. Tepanuio 3(haBUPEH30M J0KEH Ha3HAYaTh Bpay, UMEIOIIUN
onbIT Jedenuss BUY-undexuuu. IdaBupeH3 A0KEH Ha3HAYATbCd B KOMOMHAIIMU C APYTUMU
AHTUPETPOBUPYCHBIMU JIEKAPCTBEHHBIMH CPEJICTBAMH.

B3pocnvie

Odasupens Haznauyaetrcs mo 600 mr 1 pa3 B CyTKM B cOCTaBe KOMOMHUPOBAHHOW Tepamnuu C
uHruOuTopamu  mpoteassl BUY  w/unm  HYKI€O3UIHBIMH ~ MHTHOMTOpaMHU  OOpaTHOM
tpanckpunrtassl (HUOT).

Koppekuus 103

Ecnu a¢aBupeHs npruMeHseTcsi OJHOBPEMEHHO ¢ BOPUKOHA30JI0M, J03a BOPUKOHA30Ja JIOJIKHA
ObITh yBenmueHa 10 400 mr 2 pasa B CyTKH, a /032 3(paBUpeH3a JI0JDKHA ObITh YMEHBIICHA /10
300 mr 1 pa3 B cyrku. Ilocne npekpamieHusi Tepanuu BOPUKOHA30J0M JOJKHA IPUMEHATHCS
nepBoHavaibHas 1o03a 3daBupenza (600 mr) (cMm. pazgen «Bzaumodeticmsue ¢ Opyeumu
JIeKAPCMBEHHBIMU CPEOCBAMUY).

Ecnu s¢daBupens npumeHsercsi OJHOBPEMEHHO ¢ pU(aMIUIMHOM Y MAaLUEHTOB C MAacCol Tena
50 kr u 6onee, 103a dpaBupeH3a A0KHA ObITh yBennueHa 10 800 mr 1 pa3 B cyTku (cM. paszen
«Bzaumooeiicmaue ¢ Opyeumu 1eKapCmeeHHbIMU CPEOCNBAMUY).

Iloopocmku u demu c maccoit mena 40 k2 u 6onee

O¢aBupen3 HazHauaeTcss mo 600 mr 1 pa3 B CyTKM B cocTaBe KOMOMHUPOBAHHOM Tepamuu C
uHruouropamu nporeassl BUY w/unu HUOT.

Jemu om 3-x 1em ¢ maccou mena om 32,5

PekoMenpanuu no npruMeHeHUIo 3(QaBUpeH3a B KOMOMHAIMU ¢ MHTMOMTOpOM mpotea3st BUY
u/wim HUOT npencrasnens! B Tabauue 1. DdaBupeH3 MOXKET Ha3HAYAThCS TOJIBKO TEM JIETSIM,

KOTOPBIC MOT'YT IIPOIJIaThIBATH TaOJIEeTKU.
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Tabmuna 1. JIo3b1 1s nereli npy HasHaueHNUU (FHABHPERBA OAAHEPHS BCYTRE 10021
Macca Tesa (Kr) Jo3a a¢paBupenza (mMr)
32,5-40 400
Ot 40 u Gonee 600

JMemu 0o 3-x nem u ¢ maccoit mena menee 32,5 k2

BezonacHocTh 1 3P PeKTUBHOCTD TPUMEHEHHS ITpenapaTta DdaBupeH3-IaBaHC] Y AeTei Miaamie
3 ner nnm maccoil Tena Menee 32,5 KT HE YCTaHOBJICHBI.

Ilayuenmut c noueunoil HedoCmMamo4HoOCMbIO

dapmakoKMHETHKA 3(paBUpeH3a Y MALMEHTOB C MOYEYHON HEIOCTaTOYHOCTHhIO HE H3ydanach,
OJTHAKO, B CBSI3W C TEM, YTO B HEHM3MEHEHHOM BHJE IMMOYKaMHU BbIIensercss MeHee 1% 03Bl
a¢aBupeH3a, HapylieHne (QYHKIHUU MOYEK HE JIOJDKHO OKAa3bIBaTh CYIIECTBEHHOTO BIMSHHUS Ha
BBIBelIcHUE d(aBupen3a (cM. pasaen «Ocobbie yKazaHusy).

Ilayuenmut c neuenouHoll HEOOCMAMOYHOCMbIO

VY nanueHToB ¢ 3a00J€BaHUSMHU TI€UYEHU JIETKOW CTETIEHU TSDKECTH KOPPEKLUH 1036l d(haBupeH3a
He TpeOyercs. [Ipu 3TOM mamMeHThl TOJHKHBI TIIATETLHO HAOIOJAThCS HA MPEIMET Pa3BHTHUS
HEXKENNATeNbHbIX peakluil, OCOOEHHO CO CTOpPOHBI HEPBHOW CHCTEMBbI (CM. pa3zeibl
«lIpomusonoxasanusy u «Ocobvle yKazanusy).

He pexomennyercs npumeHeHue 3(paBupeH3a y MalueHTOB C MEYSHOYHOW HEIO0CTAaTOYHOCTHIO
CpeIHEeW CTeNeHH TSHKECTH, MOCKOJIbKY Ha JaHHBI MOMEHT BPEMEHHM HEIOCTaTOYHO JaHHBIX,

YTOOBI YCTAHOBUTD, HYKHA JIM B TAKUX CIIYy4asaX KOPPCKUUS JO3BbI.

ITo0ouyHOE neiicTBHE

Ooéuwguit npoghuns 6e3onacnocmu

B nenom 3¢daBupeH3 Xxopoiio HepeHOoCWICs B KIMHUYECKUX HCCIeAOBaHUAX. B monarpymme
NalMeHTOB, NpUHUMABIIMX 3(aBupeH3 B go3e 600 mMr 1 pa3 B CyTKM B KOMOMHAIMM C
uHruouropamu nporeassl BUY n/unn HUOT, nanbonee yacteiMu (1o MeHbIiel mepe y 5%
NAIMEHTOB) HEXKENATeIbHBIMU PEAKIMAMU KaK MUHUMYM CPEIHEH TsHKECTH OBbLIM KOXKHAs! ChIIb
(11,6%), ronoBokpyxenue (8,5%), TomHota (8,0%), romoBHas 6016 (5,7%) U TOBBIIICHHAS
yToMi1eMocTsb (5,5%).

HanOonee 3aMeTHBIMH HEXENAaTENbHBIMU SIBICHUSMH, CBSI3aHHBIMM C IpHUeMOM 3(aBHpEH3a,
ABJISJIUCH KOKHAS ChIIb U CUMIITOMBI CO CTOPOHBI HEPBHOM crcTeMbl. CUMIITOMBI CO CTOPOHBI
HEPBHOM CHCTEMBbl OOBIYHO MOSBISUINCH BCKOpE IOC/IE Hayaja Tepalmuu M, KaK IMpPaBUIo,
ycyesaliy 1nocjie nepBbix 2-4 Heaenb Tepanuu. Takxke y HalMeHTOoB, IPUHUMAaBIINX 3(aBUpeH3,
HaOJI01aHMCh TSDKENbIE PeakIMM CO CTOPOHBI KOXH, Takue Kak cuHapoM CtuBeHca-J[>KOHCOHA
U MHOTOQOPMHAs DJKCCYAAaTUBHAs OSpHUTEMa; HapYIICHUS TIICUXMKH, BKIOYas TSDKETYIO
JENpPEecCuIo, CMEepTh BCIEACTBHE CYyUIUIa M TICUXO30MOJO00HOE TMOBEIACHHE, a TakKke

CYZIOPOKHBIE IIPUMA/IKH.
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IIpn npumeHennu >(QaBUpEeH3a OJHOBPEMEHHO € NHIIEH | MOKET ) FRETATVBATEC [cHCIEMHAs

9Kcro3uuus 3(aBUpeH3a, YTO MOXKET MPUBOAUTH K YBEIMYEHHUIO YacCTOThI HEXKeJaTeNbHBIX
peakmii (cM. pasaen «Ocobbie yKazanusy).

[Tpodunes OGe30macHOCTH MPU ATUTEIBHON Teparnuu, BKIOYABIICH d(paBUPEH3, OICHUBAIA B
X0Jle KOHTPOJIMPYEMOI'O HUCCIEeI0OBAaHUS, B KOTOPOM MAIMEHTHl MPUHUMANIU J100 3(aBupeH3 +
3UIOBYAMH + JIaMHBYIMH B TeueHue 180 Henmenb, mu60 3¢aBupeHs + nHauHaBup B TedeHue 102
Helenb, MO0 WHIWHABHD + 3HUJIOBYIWH + JIAMUBYAWH B TedeHue 76 Hemenb. JliurenpHOe
NpUMEHEeHHE d(PaBUPEH3a B XOJI€ JAHHOTO HCCIEIOBAaHUS HE COMPOBOXKIAIOCH TOSBICHUEM
KaKuX-1100 HOBBIX JAaHHBIX 110 0€30MacCHOCTH.

Huxe mnpuBeneHbl CpeAHETSDKENIble M TSIKENbIE HEXelaTeldbHble pPEeaKIMH, B OTHOIICHUU
KOTOPBIX ObllIa YCTAaHOBJICHA BO3MOXKHAsT NMPUYUHHO-CIICICTBEHHAS CBSI3b C IIPUMEHSBIIUMCS
pexuMoM Tepanmuu (IO MHEHHUIO UCCIEOBaTeNe) M KOTOphIe HAOIIOAAMCh B XOJE
KIIMHUYECKUX HCCIEeOBaHUN »(aBUpeH3a, MPUMEHSBIIETOCS B PEKOMEHIOBAaHHOW /03¢ B
coctaBe komOuHupoBanHoit APBT.

Kypcusom 6vi0enenvl HexenaTeNbHbIC SBJICHUSA, KOTOpPhIE OBUIM 3apEerUCTPUPOBAHBI B
MOCTPETUCTPANIMOHHBIA MEPUOJ TPUMEHEHUs d(aBUpeH3a B COCTaBE KOMOMHHPOBAaHHOM
TEparnuu.

YacroTa HexeNnaTeNbHBIX SBICHUN MpPUBEJEHA MO ClEAyomel KiaccuPpUKaluu: OYeHb 4acTo
(>1/10); wacto (>1/100, <1/10); meuacto (>1/1000, <1/100); peaxo (>1/10000, <1/1000); oueHn
penxo (<1/10000).

HapvyiueHus co cTOpoOHbEI HMMYHHOM CUCTEMBI:

o HCEYACTO: THIICPUYYBCTBUTCIBbHOCTD.

Hapyi1iieHus co CTOpOHEL oOmeHa BCIIICCTB U ITUTAHW.

L4 qacTo: FHHGprI/IFHI/IHCpI/IIICMI/ISIl;

L4 HEYacCTO: FHHerOHeCTepI/IHeMI/IHl.

HapvineHus ncuxuku:

o YacTO: MATONOTHYECKHE CHOBHIEHHUS, GECTIOKOICTBO, IenpeccHs, 6eccOHHMIAY;

o HEYacTO: CKIOHHOCTh K aeKTy, arpecCCUBHOCTb, CIIyTAaHHOCTh CO3HAHUs, HACTPOCHHE
CO CKJIOHHOCTBIO K 3i(hOpHH, TaUTIONMHAILNHN, MAHHs, MapaHOMAAIbHOE MOBEIEHUE, NCUXO037,
CYHIIUAbHAS MTONBITKA, CYUIIUAIbHBIE HAMEPEHHUS;

. penKo: 6ped®, nespos®, cmepmo ecneocmeue cyuyuoa®?.

Hapyiienus co cTopoHbI HEPBHOM CHUCTEMBEL:

L4 4acCTO: HapyuieHus MO3IHCEUKOBOU Koop()uHaL;uu upaeHoeecu}zz, paCCTPOfICTBO BHUMAaHHUA

(3,6%), ronoBokpyskenue (8,5%), ronosHsle 601 (5,7%), cornmuBocTs (2,0%)?;

11
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° HEYACTO: TPEBOKHOE BO30YyXAeHHE, aMHe3us|[|aTaKcusil [ Bdpyaiene ) Kopuui@anum

JBUKEHHI, CyI0pOrH, HAPYIIEHHE MBIILUIEHHS, mpemop?.

Hapynienus co cTOpoHBI Oprada 3peHus.

L4 HEYACTO: HCYCTKOCTDb 3PpUTCIILHOI'O BOCIIPUATHUS.

Hapynienus co cTOpoHBI Opraga cjiyxa u J'Ia6I/IDI/IHTHBIe HApYIICHUS .

° HCYACTO: uiym 6 ymaxz, BCPTUTO.

Hapynienne co cTOpOHEI COCYIOB:.

° HCYACTO: «npUIU6sl) KpoBU K KodHce ﬂuuaz.

Hapynieanus co cTOPOHBI JKEIYA0YHO-KHIIISYHOI'O TPAKTA.

° 4acTo: 00JI1 B KHUBOTEC, 1Uapes, TOIIHOTA, PBOTA,
L4 HCYACTO: [TAHKPCATUT.

Hapynienus co cTOpOHbBI ISYCHU M SKETYEBBIBOJASIINX NYTCH:

o 9acTo: MIOBBIIIICHUEC AKTUBHOCTHU acnapraTaMUHOTpaHc(epasbl (ACT)!,
ananuaamuHotpancdepassl (AJIT)! u ramma-ryramuntpancoepasst (ITT)Y;

o HEYacCTO: OCTPBIi I'emaTuT;

o PENKO: nevenounas HedocmamouHocms>".

Hapynienus co cTOpOHBI KOKHM 1 IOAKOKHBIX TKAHCH

. OueHb 4acTo: KokHas chirb (11,6%)!;

. 4acTO: KOKHBIN 3Y7;

o HEYacTo: MHOro(pOpMHasi SKCCyJaTUBHas sputeMa, cuaapoM CtuseHca-JlxoHcoHa';
. penKo: gpomoannepauueckuti depmamum?.

HaDVHIeHI/ISI CO CTOPOHBHI ITOJIOBBIX OPraHOB M MOJIOYHOM JKEJIC3bI:

L4 HEYaACTO: THHCKOMACTHA.

O0mrie paccTpoiicTBa:

o 9acTO: MOBBIIICHHAS YTOMIISIEMOCTb.
! — Bosee noapo6HOE OMMCAHUE CM. HUKE.

2 — JlanHble HeXeJaTeNbHble PeaKiMy ObUIM 3a(UKCHPOBAHBI B TIOCTPErHCTPALIMOHHBIN TIEPHOL
HaOJIOICHNS; YaCTOTY 3TUX PEAKIMU OIPEEIsiIi, UCIIONb3Ys TaHHbIE, TOJydeHHbIe B Xoae 16
KIIMHUYECKHX UcclieJoBaHUM (yyacTBoBaiu 3969 nainueHTos).

3 — DTu HexenaTelbHblE PEaKIMH ObLTH 3a(QHKCHPOBAHBI B IOCTPErHCTPALMOHHBINA TEPUON
HaOJIOIeHUs, OJIHAKO Y TMAI[MeHTOB, NPUHUMABIIUX 3(aBupeH3 B xoje 16 KIMHMYECKUX
UCCIIE/IOBaHM, O HUX HE COOOIIANOCh KakK O SBJICHUSIX, CBSI3aHHBIX C IPUMEHEHUEM 3(paBUpeH3a.
B cooTtBercTBUM C KiaccuduKalyei mo 4acTore 3TH MOOOYHbIE SIBICHUS ObLIM PACLIEHEHBI Kak
HaOJI0IaBIINECs] «pelKOo» (Ha OCHOBAHWU OIIEHKH BepxHEH rpanuubl 95% a0BEpUTENHHOTO

HWHTCpBAJIa IJIA 0 sBIeHUN B pacucTe HAa KOJUYCCTBO IMAITUCHTOB, IIPUHUMABIINX 3(1)aBI/IpeH3 B
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
oT 18.04. 2025 Kz 10471
XO0JIe YKa3aHHBIX KIIMHUYECKUX uccnenoBanui (h = 3969 OCNENOBATENEHOCTS 0002)

Onucanue omoenbHbIX HeHce1amebHblX peaKyuil

Kosknas ceinp

B xoge KIMHUYECKHMX WHCCIEOBAaHUN KOXHasl ChIb HaOmoganace y 26% NalueHToB,
npuHUMAaBIIKX 3¢aBupeH3 B go3e 600 mr, mo cpaBHeHUIO ¢ 17% ManueHTOB B KOHTPOJBHBIX
rpynnax. ¥ 18% manueHToB KOXHasl ChIllb ObLjIa CBsI3aHa ¢ MPUEMOM 3(aBUpeH3a, IpU ITOM y
1,7% mnanueHToB mpHeM mpernaparta ObLI MPEeKpalleH W3-3a MOABICHHUS KOXKHOHM chinu. Yacrora
pasBUTHS MHOTO(OPMHONM HKCCYIAaTUBHOM spuremMbl U cuHapoma CruBeHca-/[)koHCOHa
cocrasuia npumepHo 0,1%.

Crnyyau KOXHOHM cbiu 3apeructpupoBanbl y 59 u3 182 nereit (32%), nomyyaBmIMX JieUeHUE
3(aBUpPEH30M B 3 KIMHUYECKUX HCCIECIOBAHUAX CPEeIHEH MPOIOIHKUTENBHOCTRIO 123 Henenu. Y
6 neteii ceimb ObuTa TsDKenoi. [lepen Hadanom Tepanuu 3GpaBUPEH30M y JETeH UM MOXKET OBITh
PEKOMEHI0OBaHAa COOTBETCTBYIOIIAsl AHTUTHUCTAMHMHHASA TEpanus B KayecTBe MPO(HUIAKTHUKH.
OOBIYHO pa3BHBAIOTCS C1a00 WJIM YMEPEHHO BBIPAKEHHBbIE MAaKYJIOIMAIyJe3Hble KOXHbBIC
BBICBIIIAHUS, KOTOpBIE MOSBISAIOTCS B TEUYEHUE INEPBBIX JBYX HENENb I0CIE Haydajga Tepaluu
a¢aBupeH30M. Y OOJIBIIMHCTBA MAUEHTOB KOXKHAS CBHIITb MCYE3aeT NMPU MPOJOIKEHUH Teparuu
3(haBUpPEH30M B TEUEHHUE OJHOro Mecsma. DdaBUpeH3 MOKET ObITh MOBTOPHO Ha3HAYEH
MalMEHTaM, KOTOpbIE TMPEKPATUIIM €ro IpUEeM u3-3a TMOSABJICHHUS KOXHOM cbinu. llpu
BO300HOBJICHUH Tepanuu 3(paBHUPEH30M PEKOMEHAYETCS TaKKe MPUHUMATh COOTBETCTBYIOIINE
65okatopbl Hi-rucTaMUHOBBIX PELIENTOPOB M/HITH TITFOKOKOPTUKOCTEPOU/IBI.

HmeeTcst orpaHUYeHHBIN ONBIT NMPUMEHEHUs 3(aBUpeH3a y MalMeHTOB, KOTOpPbIE MPEKPaTUIIN
TEpaui0 JPYTMMH aHTUPETpoBUPYCHbIMU mnpenaparamMu w3 rpynnsl HHUOT. Yacrora
peunBa KOXHOM CHIIM MOCTIe NMepexo/ia ¢ Tepauy HEBUPAMHOM Ha Tepamnuio 3(aBUpEeH30M, B
OCHOBHOM OIICHEHHasl 110 OMYOJIMKOBAHHBIM PETPOCHEKTUBHBIM JaHHBIM, cocTaBuia oT 13% 1o
18%, u comocTaBUMa C 4YaCTOTOM, BBISIBJICHHOW y MAIMEHTOB, MPUHUMABIIHNX 3(aBUPEH3 B XOE
KIMHUYECKUX MCCIeqoBaHuil (cM. pazaen «Ocobvle yKazanusy).

CHMIOTOMBI CO CTOPOHBI ICUXHUKH

Y  HEKOTOphIX IMAllMEHTOB, TPUHUMABIINX 3(aBUpeH3, HAOIIOMATUCh  CEPbE3HBIC
HEKENIaTeIbHBIC SBJICHUS CO CTOPOHBI TICUXHKH. B KOHTPOTUPYEMBIX KIMHUYECKHX
HCCJICIOBAHMIX YacTOTa BO3HUKHOBEHHUS OTJENBbHBIX CEPHhE3HBIX HEKENATEIbHBIX SIBICHUN CO
CTOPOHBI TICUXUKH Obla CIeayrooIlen: Tsokenas nenpeccus 1,6% B Tpymme MalueHTOB,
npuHUMaBIIuX KoMmOuHupoBanHyio APBT c¢ sdaBupenszom u 0,6% B KOHTpPOJBHONM rpymnmne
MaIlUeHTOB, cyuluaanbaeie Hameperus 0,6% u 0,3%, cyunuaaabHbIe TOMBITKH 0€3 JIETaTbHOTO
ucxona 0,4% u 0%, arpeccuBnoe noseaenue 0,4% u 0,3%, napanounansusie peakuuu 0,4% u

0,3%, mannakanbHblie peakiuu 0,1% u 0% coOTBETCTBEHHO.
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COOTEBETCTEYET ZKCNEPTHOMY OTYETY
ot 18.04.2025 N2 10471
[TanmenTtel, MMEKOIME B aHAMHE3e MCUXMYECKHME [PACCTPOMTTBA, THARPAHTCAT LB (Ipyine

MOBBIIIEHHOTO PHCKA MO Pa3BUTHIO JTaHHBIX CEPhE3HBIX HEXKETATEIbHBIX SBICHUH CO CTOPOHBI
MICUXUKH C YaCTOTOM BO3SHUKHOBEHHMS KaXJOT0 U3 BBIIENIEPEUUCICHHBIX sBieHui oT 0,3% ms
MaHUAKaIbHBIX peakuuil 10 2,0% miida TSKENOW AENpeccud M CYMIUAAIbHBIX HAMEpPEHUM.
Taxke B MOCTPETUCTPAIIMOHHOM TIEPUOJE TOJYYEHBI COOOMICHHSI O CIIydasX CMEpPTH B
pe3ysbTare CyHIHIa, OpPeIOBhIX pACCTPOUCTBAX U IICUX030MOA00HOM TTIOBEICHUH.

CUMIOTOMEI CO CTOPOHBI HCDBHOI;'I CHUCTCMbI

VY nanueHToB, npuHUMAaBIIKMX A3(aBupeH3 B g03e 600 Mr B pamMKax KOHTPOJUPYEMBIX
KIIMHUYECKUX HCCIICIOBAaHMM, YacTO HAONIOAAIMCh CICAYIONIME HEXKENaTelbHbIE pPeaKIuu:
TOJIOBOKPY)KCHHE, OCCCOHHMIIA, COHJIMBOCTh, PACCTPOMCTBO BHHUMAaHUS, KOIIMapHBIC
cHOBUJeHHUA. Taxke HAOMIOAANMCh W APYrue HexelarenabHble siBlieHUs. CpeaHeTspKelble U
TSKEJIbIE CUMITOMBI CO CTOPOHBI HEPBHOW cucTeMbl Habmoganuch y 19% (Tsokensie - y 2%)
MAIMEHTOB, TOTAAa KaK y MaldeHTOB, MOJIYYaBIIUX KOHTPOJBHYIO TEpPANUIO, 3TOT IOKa3aTellb
coctaBunn 9% (tsokensie - y 1%). B xome xnuHMYecKHUX HccleoBaHuil 2% MalUeHTOB,
NPUHUMABIINX 3()aBUPEH3, TPEKPATHUIIH TEPAITHUIO U3-32 BBINICYKa3aHHBIX CHMITTOMOB.
CHMIITOMBI CO CTOPOHBI HEPBHOW CHCTEMBI OOBIYHO HAOIIOJAIMCh B TEUCHHE IEPBOTO WA
BTOPOTO JIHA [IOCJIe Havaja Tepanuy U B OOJBIIMHCTBE CIy4YaeB MCcUe3alu B TeUEHUE MepBhIX 2-4
Hezlenb. B uccnenoBaHuu ¢ ydactueM HEeMH(UIIMPOBAHHBIX TOOPOBOJIBIEB pElpe3eHTATUBHBIN
CHMIITOM CO CTOPOHBI HEPBHOM CHCTEMBI BO3HHMKAJI B CpeJaHEM dYepe3 1 4 mocie mnpuema
npenapara u Juics B cpeqHeM 3 4. CUMITOMBI CO CTOPOHBI HEPBHOM CHUCTEMBI Pa3BUBAIIUCH
yaimie, eciu 3(GaBUpPEeH3 MPUHUMAIM BO BpeMsl Mpuema Muilyd. Bo3MokHO, 3TO 00YCIOBICHO
MOBBIIIEHHEM KOHIIEHTpalnuu 3(paBUpeH3a B IUIa3Me KPOBUM B TaKUX YCIOBHUAX (CM. paszfen
«Dapmakokunemuxay). Jns ynydieHUs TEPEeHOCHMMOCTH Mpenapara B OTHOIICHHWU JaHHBIX
CUMIITOMOB B TECUCHHE TEPBBIX HEJCIh TEPAlliU PEKOMEHIYETCS] MMPUHUMATH Tperapar mnepet
CHOM. DTOT PE&XHUM MpUEeMa PEKOMEHIYETCS U TeM MalMeHTaM, y KOTOPBIX MPOAOIKAIOT
HaOJII0IaThCS TAaHHBIE CUMITOMBI (CM. pasfen «Crnocod npumenenust u 003ol).

CHIKeHUE N103bl WU JAPOOHBIM MPUEM CYTOYHOW 103bI OOBIYHO HE JAIOT OIarompusTHOTO
s dexra.

AHanmM3 JaHHBIX MO JUIMTEIHOMY MPUMEHEHMIO Tperapara Iokaszaji, 4To mociie 24 Heaelnb
TEpanmuu dYacToTa BIEPBbIE BO3HUKIIMX CHMITOMOB CO CTOPOHBI HEPBHOW CHCTEMBI Y
MAIMEHTOB, MPUHUMABIINX >(QaBUPEH3, OblIa B IEJIOM CXOJHOW C TaKOBOW B KOHTPOJIBHOU

rpymnme.

IIeueHOUHAS HEAOCTATOYHOCTDH

B HOCTpCl“I/ICTpaI_II/IOHHI:Jﬁ nepmuon Ha6JIIO,[[eHI/I${ OBLIO 3apCruCTpUPOBAHO HCCKOJIBKO CJIIY4acB
MIEYCHOYHOM HEAOCTAaTOYHOCTH, BKIIOYas Cllydaun oe3 yKa3aHPII>i Ha 3a00JICBaHUS IICUYCHH B

aHaMHe3e, a Takke 0e3 IPYTrux BHISIBICHHBIX (JAaKTOPOB PUCKA.
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COOTEBETCTEYET ZKCNEPTHOMY OTYETY
ot 18.04.2025 N2 10471
VKasaHHbIE CydaW XapaKTEpU30BaIMCh MOIHUECHOGHBIM/ | AEYCHAGNS | B (pae, (olydacs

notpeboBagach TpaHCIUIAHTAIMS TIEUEHU WIIM COOOIIANIOCh O CMEPTH MallMeHTa.

CI/IHZ[DOM BOCCTAHOBJICHUA UMMYHUTECTA

Y BUY-uHGUIHMPOBAHHBIX MAMEHTOB C TSDKEJIBIM UMMYHOAC(PHUIMTOM B Hayalle MPOBEICHUS
KoMOMHHUpOBaHHON APBT MOXET MOBBICUTBLCS PUCK BOZHUKHOBEHHUS BOCTIAJIMTEILHBIX PEAKITUN
HAa HEAKTUBHBIE WM OCTAaTOYHBbIE OMMOPTYHUCTHYECKHEe HMHPekiuu (cM. pazaen «Ocobwie
VKA3AHUSLY).

Jlunoaucrpodus v MmetaboaudecKUue HapyIIeHUs

KomOunupoBannas APBT accomuupyercss ¢ mepepacrpeicsieHHeM S>KHPOBON TKAaHHM Tela
(mumoguctpoduert) 'y ~ BUYU-uHUUMpPOBAHHBIX  NAIMEHTOB,  BKJIKOYAs  HMCTOIICHUE
nepuepuyeckol M JIMLIEBOW  MOAKOXKHO-KMPOBOM  KIIETUYATKH, €€ HAKOIUICHHE BO
BHYTPHOPIOIIMHHOM IPOCTPAHCTBE, BHYTPEHHUX OpraHax, 3a/{HeH yacTu 1meu («ropd OyiBoIay)
U TUIIEPTPOUIO TPYTHBIX HKETE3.

KomOunupoBannas APBT wMoxeT BbI3BaTh METa0OMUYECKHE HapyLIeHHs, TaKhe Kak
TUIEPTPUTIULEPUIEMUS, TUIIEPXO0JIECTEPUHEMUS, MHCYJIUHOBAsI PE3UCTEHTHOCTb,
THIIEPIITUKEMUS ¥ THIIEpIakTaTeMust (CM. paszen «Ocobbie yKazanusy).

OcTeoHekpo3

Habmronanuch ciaydan OCTEOHEKpPO3a, MPEUMYIIECTBEHHO Y MAlUEHTOB C XOPOIIO M3BECTHBIMU
dakropamu pucka, ¢ nautensHoil BUU-undekuei, a Takxke y nalueHToB, KOTOPhIE AITUTEIBHO
npuHUManu KoMOuHupoBaHHy0 APBT. OnHako yacToTa 3TOro OCIOXKHEHUS HE yCTaHOBJIEHA
(cM. pazaen «Ocobbie yKazanusy).

.Ha6ODaTODHLIe IIOoKa3aTc/In

«lleuenounvie» gpepmenmoi

[ToBeimenue aktuBHOCTH ACT m AJIT Oonee yem B 5 pa3 Bblllle BEpXHEW I'PaHULIBI HOPMBI
(BI'H) nabmromanock y 3% mamuentoB u3 1008, mpunumasmux s¢dasupen3 B go3e 600 mr B
cytku (5-8% mnpu mmurensHo APBT ¢ oadaBupeHsoM). AHAIOTHYHOE TOBBIIICHHE
HaOJI0aJ0Ch Yy TAlMEeHTOB KOHTposbHOM rpynmel (5% mnpu mmutensHoii APBT  Ge3
sa¢aBupensa). [loBbiienne akruBHoctu ['T'T Gonee uem B 5 pa3 Beiie BI'H nabmonanock y 4%
BCEX MalMeHTOB, NpuHUMaBIIKUX 600 Mr s¢aBupensa, u y 1,5-2% nanueHToB U3 KOHTPOIbHOU
rpynnsl (7% npu amutensHoit APBT ¢ sdaBupensom u 3% npu pnurensHoit APBT 0Ges
sdasupensa). MzonupoBanHoe nosbimieHHe akTuBHOCTH I'TT y manueHTOB, MPUHUMAIOLIMX
3(aBUpeH3, MOKET yKa3blBaTh HA MHIAYKIHIO (EpPMEHTOB. B KIMHUYECKOM HCCIEA0BAHUU MPHU
nutensHoi APBT okoso 1% nanueHToB B KaX/10i H3yyaeMoil rpymne npeKpaTuii Tepanuio B

CBA3U C HAPYUICHUAMU CO CTOPOHEI INICYCHHU U KCITYCBBIBOAATIINX HYTCﬁ.
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COOTBETCTEBYET 3KCNEPTHOMY OTYETY
oT 18.04. 2025 Kz 10471
Amunaza (NOCNEOCBATENEHOCTE 0002)

ACHUMIITOMAaTUYECKOE YBEIMUEHUE aKTUBHOCTH aMUJIa3bl B CHIBOPOTKE KpOBH, Oosiee ueM B 1,5
pasa npesblimatoniee BI'H, Obu10 BbisiBiieHO y 10% manueHToB, MPUHUMABIINUX 3(aBUPEH3, H Y
6% TalMEeHTOB KOHTPOJIbHBIX Tpynn. KiuHHueckoe 3Ha4YeHHEe AacCHUMITOMATHYECKOTO
MOBBILICHHS AKTUBHOCTU aMHJIa3bl B CHIBOPOTKE KPOBH HEU3BECTHO.

Jlunuowi

[loBbrienne koHneHtpauuu obmiero xonectepuHa (OXC) na 10-20% wnHabmomanoch y
HEMHQUIIUPOBAHHBIX  TOOPOBOJBICB, MPUHUMABIIUX  dpaBUpeH3. B  KIMHHYECKHX
WCCJICIOBAHMAX TPUMEHEHHS pa3nuuHol KomOuHupoBaHHo APBT ¢ »adaBupeHsom y
nmanueHToB, paHee He mnonydaBmux APBT, B Teuenue 48 Henenp nedeHus HaOIIOAAIOCHh
noBbiienre KoHmeHtpauun OXC nHa 21-31%, XxonectepuHa JIUNONPOTEMHOB BBICOKOM
mwiotHoctu (XC JIIIBIT) na 23-34% u tpuraunepunos Ha 23-49%. Jloas nauueHToB, y KOTOPBIX
otHomenue OXC/XC JIIBII Obuio Oonblne 5, He H3MEHHIIACh. BenwynHa H3MCEHEHHS
KOHIEHTpAllMH JUIUAOB MOXET OBbITh OOYCIOBJI€HAa TakKUMHU (aKTOpaMu, KaK JUIMTEIHLHOCTH
Tepanuu U IpHeM IPYTUX JCKapCTBEHHBIX CPEACTB B cocTaBe KomOMHUpoBaHHoii APBT.
Bzaumooeticmeue npu npogedenuu mecma Ha KAHHAOUHOUObL

DdaBupeH3 He CBA3bIBACTCS ¢ KAHHAOMHOMIHBIMH PEIENTOPaMH, OJJTHAKO UMEIOTCS COOOIIECHUS
0 JIO’KHOTIOJIOKUTENIBHBIX PE3yJbTaTaxX aHaIM3a MOYM Ha KaHHAOWHOU/IBI Y HEMH(PUIIMPOBAHHBIX
nobpoBonbiieB Wy BUY-uHGUIMpPOBAHHBIX MAallMEHTOB, MPUHHUMABIIUX 3(aBUPEH3.
[TomoxkuTenpHBIA ~ pe3yiabTaT  CKPUHHUHT-TECTa HA  KaHHAOWMHOWABI  PEKOMEHIYeTCs
MOATBEPK/IATh, HCIONB3Ys TaKHe CIHEIUaTbHbIE METOJbI, KaK Tra3oBas XpomaTtorpadus wWin
Macc-CIEKTPOMETPHSL.

Jemu u noopocmku

Tumn 1 yacToTa HEXKENATENBHBIX SBJIICHUN Y JETEH B I[€JIOM COMOCTaBUMBI C HAOJIOTAEMBbIMU Y
B3pOCJIbIX MAI[MEHTOB, 33 UCKIIIOUEHUEM KOJKHOM CBINU, KOTOpas y JieTeil BcTpedaercs vauie (y
46% neteit), ueM y B3pOCIIBIX U Oosiee BbIpaxkeHa (TspKenas KoXHasl Chblllb Habmoanacek y 5,3%
neteif). C 1enpl0 NPOPMIAKTUKH CHIMMM MOXET OBITh IIeIeCO00pa3HbIM Ha3HAUYEHHE
COOTBETCTBYIOIIMX OJI0KaTOpOB Hi1-THCTaMMHOBBIX PELENTOPOB JIETAM 10 Hayajga Teparuu
s¢aBupeH30oM. XOTSI CUMITOMBI CO CTOPOHBI HEPBHOW CHUCTEMBI Y MaJICHBKUX JIETEH TPYAHO
BBISIBUTH, MOJAralT, YTO TaKWe CHUMITOMBI Yy JeTel HaOltonalTcs peke W OObIYHO OBIBAIOT
nerkumu. Y 3,5% MaIMeHToB HAOMIOAaTUCh CUMITOMBI CPETHEHN TSKECTH CO CTOPOHBI HEPBHOU
CUCTEMBI, IMPEUMYIIECTBEHHO TOJIOBOKpY)XeHue. Hu y ogHoro pebeHka He HaOII01aIoCh
TSOKETIBIX CHMIITOMOB M HE TOTpe0oBajach OTMEHA TEpamuH H3-3a CHMIITOMOB CO CTOPOHBI

HCpBHOfI CHUCTCMBI.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 18.04.2025 N= 10471
/lpyzue ocobvle cpynnovl nayuenmog (NOCNEOCBATENEHOCTE 0002)

AKTHBHOCTE _«IT€YCHOYHBIX ) (be]f)MeHTOB Y HOanucHTOB, OAHOBPEMEHHO I/IHd)I/IHI/IDOBaHHI)IX

renatutoM B mimm C

Cpenu manueHToB, CEPONO3UTUBHBIX MO renatuty B w/mmu C, nossimenne aktuBHOCTH ACT
6onee ueM B 5 pa3 Boiie BI'H nabmtonanocs y 13% nanuenToB, npuHUMaBIIUX 3(paBUpeHs, U Y
7% NalMeHTOB U3 KOHTPOJbHOM rpymnimbl, a noBeimieHHe aktuBHOCTH AJIT Gonee uem B 5 pa3
Beimie BI'H nabmonanocs y 20% u 7% mnanueHToB cOOTBETCTBeHHO. Cpely NalMeHTOB C
coyetanHoW wuH(pekuuenr 3% mNanMeHToB, NPUHUMABIIUX 3(aBupeH3, U 2% MAIHEHTOB U3
KOHTPOJIbHOM TPYMIbl MPEKPaTHIIM TEPANHIO KM3-3a HapyILICHUH (YHKIHMM TMeueHu (CM. paszel

«Ocobvle yrazanusy).

Ilepeno3upoBka

Cumnmomut

Y HEKOTOpPBIX MAIMEHTOB, CIydyailHO MPHUHABMIMX 3(]aBupen3 B goze 600 Mr 2 pasa B CyTKH,
HAO0JI0/IAI0Ch YCHIIGHHE CHMIITOMOB CO CTOPOHBI HEPBHOM CHUCTEMBL. Y OIHOIO MAallMeHTa
HaOJII0JAJTUCh HEMPOU3BOJIBHBIE MBIIICYHBIC COKPAIIICHUSI.

Jleuenue

B cnyuae mepeno3upoBku 3(aBHpEH30M JIEYEHUE JIOJDKHO COCTOSTh M3 OOMIMX
MNOAJCPKUBAIOIIUX  MEPONPUATUH, BKIIOYAIOIMIMX KOHTPOJb OCHOBHBIX  IOKa3aTesen
JKU3ZHEJEATEIbHOCTH OpraHu3Ma W HaONI0/ICHHE 32 KIMHUYECKUM COCTOSHUEM manueHTa. Jlis
BBIBE/ICHUS HeabCOpOMPOBAHHOTO MperapaTa MOKHO HCIIOJIb30BaTh aKTUBUPOBAHHBIN YTrOJb.
Crernuduyeckoro aHTUIOTa IJs JICYCHHS TEPEeIO3UPOBKH 3(PaBUPEH30M HE CYIIECTBYET.
[Tockonbky 3(¢aBUpEH3 aKTUBHO CBS3BIBAETCS C OeIKaMu, MalOBEPOSTHO, YTO C IMOMOIIBIO

Auajin3a BO3MOXHO 3HAUYUTCIIBHOC YAAJICHUC IIpCIIapaTa U3 KpOBH.

B3aumopneiicTBHe ¢ APYTUMH J1eKAPCTBEHHBIMH CpeCTBaMU

Ddasupens in Vivo seisiercst uaayktopom uzodepmentoB CYP3A4, CYP2B6 u YAD-T'T1AL.
KoHueHnTpanuss B Iula3Me KPOBU COEIMHEHMH, KOTOpBIE SIBISIOTCS CyOCTpaTaMH JaHHBIX
U30(epMEHTOB, MOXKET CHUXKATHCS MPU OJHOBPEMEHHOM MPUMEHEHHH ¢ 3(aBupeH3oM. B To ke
Bpems in Vitro sdasupen3 unrubuposan uzodepment CYP3A4. Teoperndecku 3TO MOXKET
MPUBECTH K YBEIHYECHHIO dKcrno3uiuu cyocrpatoB CYP3A4, mostomy criemyeT coOiroaath
OCTOPOXKHOCTH NpH npuMeHeHnn cyoctpatoB CYP3A4 ¢ y3kuM TepaneBTH4eCKUM OKHOM.
DdaBupens moxer ObITh UHAYKTOpOoM H30pepmerntoB CYP2C19 u CYP2C9, ognako in vitro
Takke Ha0moaanoch MHrUOMpoBaHWE JaHHBIX u3odepmeHTOB. Jlo koHma sddexr,
Ha0JI0/ITaeMBbli P OAHOBPEMEHHOM NPUMEHEHHH 3(paBUPEH3a C COeIMHEHUSIMU-CyOCTpaTaMu
JAHHBIX U30(epMEHTOB, HE sAceH (cM. pasnensl «Papmakonozuyeckue CEOUCMBAN,

«DapmakoKuHemuray).
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COOTBETCTEBYET 3KCNEPTHOMY OTYETY
oT 18.04. 2025 Kz 10471
Oxcno3unus 3haBUPeH3a MOXKET YBEIMYHTHCS| IPH NPYYCHCHHN| TIPIAPATaA -OIHOBPEMEHHO

HEKOTOPBIMU JIEKAPCTBEHHBIMU IIpenapaTaMy (HampuMep, PUTOHABUPOM) WIM HUILEBBIMU
NPOAYKTaMU (HampuMep, C TpendpyToBBIM COKOM), KOTOpble HHTHOMPYIOT H30(EepMEHTHI
CYP3A4 wumu CYP2B6. Ilpemapatel Ha ocHOBe 3KcTpakta I'mukro bumoba, koropsie
UHAYLUPYIOT JaHHble H30(EpPMEHTbl, MOIYT MPUBOJIUTh K CHIKCHMIO KOHLEHTpalUuu
s¢aBupeH3a B IJ1a3Me KPOBH.

IIpomusonokazannas KOMOUHUPOBAHHASI Mepanus

3Bepoboii mposipsiBiieHHbIH (Hypericum perforatum): mamueHTbI, TpUHUMAaOLIHE 3()aBUPEH3,
HE JIOJDKHBI IPUHUMATh IPEnapaTbl/IPOIYKThI, COAEpKallue 3BEpOOON IMPOIBIPSIBICHHBII.
Konuentpanus 5s¢daBupeH3a B IU1a3Me€ KpPOBM MOMKET CHHXKATBCSA IPU  OJHOBPEMEHHOM
IPUMEHEHHUHU CO 3BepO00EM MPOIBIPSBICHHBIM, TIOCKOJIBKY OH BBI3BIBAET MHIYKINIO (DEPMEHTOB
W/WIIN TPAHCHIOPTHBIX OEJIKOB, OTBETCTBEHHBIX 32 META0OJM3M JIEKAPCTBEHHBIX cpeAcTB. Ecimm
HAalMEHT YK€ MPUHUMAET MPenapaThl/IPoayKThl, COAEpKaIle 3Bepo00il MPOoAbIPSIBIECHHBIH, TO
IPUMEHEHHE MOCJIETHEro cielyeT OTMEHUTb, IIPOBEPUTh KOHLIEHTPALMIO BUPyca B KPOBHU W,
€CIM  3TO BO3MOXHO, KOHIEHTpamuio 3daBupeHza B  KpoBu. llocie  oTMeHBb
IpenapaToB/IPOIYKTOB, COAECPIKAIMX 3BEpOOOH MPOABIPABICHHBIN, KOHIIEHTpanus d(haBupeH3a
MOJKET IMOBBICUTBHCS U TOr/a MoTpedyeTrcst Koppekuus 1o3bl 3¢daBupensa. Bausuue 3sepobos
IPOJBIPSABICHHOT0, CBA3aHHOE C MHIYKLUEH (epMEHTOB, MOXKET COXPAHATHCS B TEUEHHE HE
MeHee 2 HeZIeNb 10CyIe ero OTMEHBI (CM. pasaen «/Ipomugonokazanusy).

D¢daBupeH3 NPOTHBONOKA3aHO MPHHAMATh OJHOBPEMEHHO C Tep(EHAIMHOM, ACTEMHU30JIOM,
LU3aMPUIOM, MHA30JaMOM, TpPHUA30JaMOM, MHUMO3UIOM, OENpUIMIOM U  alKaJouJaMu
CHOPBIHBHM (HANIpUMEp, 3ProTaMUH, JUTHAPOIPTOTAMHH, 3PTOHOBUH WIM METUIIPrOHOBHUH),
MOCKOJIBKY KOHKYpPEHTHO€ B3auMojeicTBue 3¢aBupeHsa ¢ uzopepmentrom CYP3A4 moxer
NPUBECTU K MOJIABICHUIO MeTabonM3Ma JaHHBIX MPENapaToB U MOSBICHUIO MPEINOCHUIOK JIs
BO3HHUKHOBEHHUS CEPbE3HBIX W/WIM YIPOKAIOLIUX >KU3HU HEKENaTeIbHBIX SBJICHUM (Harpumep,
CepAeYHON apUTMHH, JIUTEIHHOIO CEAaTUBHOTO 3(h(heKTa MM YTHETCHHS JIbIXaHUs ).

[Ipenapatsl, BRI3BIBAIONINE YIIMHEHNE MHTepBaiaa QTc

[IpoTuBONOKa3aH OJHOBPEMEHHBIN INpHeM 3(paBUpPEH3a U MPENnapaToB, KOTOPbIE BBI3BIBAIOT
yanuHeHue uHrepBaia QTc u MOryT NpuUBOAUTH K BOBHUKHOBEHUIO JKEITYA0YKOBOM TaXuKapaAuu
1o Ty «nupy3t». K Takum npenaparam OTHOCATCS: aHTHAPUTMHUYECKHE IIpenapaThl KJIacCcoB
IA u III; HeliponenTHKH, aHTUACTPECCAHTHI; HEKOTOPhle aHTUOMOTHKH, BKIIOYas Mpernaparsl,
OTHOCSIIIMECS K CIEIYIONIMM KjaccaM: MaKpOJHIbl, (TOPXHUHOJIOHBL, NPOTUBOIPUOKOBBIE
mpernapaTsl  MPOU3BOJHBIE  MMMJA30jla U TpUA30Jla;  HEKOTOphle  HeceJaTHBHbBIE
AHTUTHMCTaMUHHBIE TpemnapaThl (TepdeHaanH, acTeMH30d); HU3anpua; (GpJIeKauHuI; HEKOTOpble

HpOTHBOMaHHpHﬁHLIC npenaparbl; METAO0H.
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COOTBETCTEYET JKCMNEPTHOMY OTUYETY
ot 18.04.2025 M2 10471
I'pasonpeBup/s10acBup (MOCNEOOBATENEHOCTE 0002}

OpnHOBpeMEeHHBIN MpPUEM € Irpa3zonpeBUPOM/3710aCBUPOM IMPOTUBOMOKA3aH MOTOMY, YTO MOKET
MPUBECTH K MOTEPE BUPYCOIOTUYECKON aKTHBHOCTH Tpa3omnpeBUpa/ ndacBupa.

pyeue 83aumooeticmeus

B3aumopeiictBus Mexay ddaBupeH3oM u  uHTHOMTOpamMu mnpoTeassl BUY, apyrumu
AHTUPETPOBUPYCHBIMH IpernapaTaMu, IOMUMO MHTHOUTOPOB mpoTeassl BUY, a Taxke mexny
7GaBUpPEH30M W  JICKQPCTBEHHBIMHM  IpenapaTtaMd, HE OTHOCANIMMECSI K  TpyIIme
AHTUPETPOBUPYCHBIX MPEMapaToB, YKa3aHbl B MPHUBEACHHON HIbke Tabmuie 2. YBeTU4eHHE
3HAYEHUS TOKa3aTesid 0003HAYaeTCsl CTPEJIKOW «T», YMEHBbLICHHE 3HAUEHHUS - CTPEIKOH «»,
€CJIM TOKa3aTellb OCTaeTcsl 0e3 M3MEHEHMH - CTPEIKOM ««>»; €clu IMpernapaT BBOJWICA Yepe3
Kaxaple 8 uian 12 4, To 370 0003HaYaeTcs Kak «k8u» i «k12a». 90% u 95% noepurenbHbIC
WHTEPBAJIBI TIPEJICTABJICHBI B CKOOKaX, eciiu MpuMeHUMO. OOBIYHO MCCIICIOBAHUS MTPOBOIMIINCH
Ha 37I0POBBIX 10OPOBOJIBIIAX, €CIIM TOJIBKO CIEUAIBLHO HE OTOBapUBaETCs Apyras HHbopMaIusl.

Tabnuna 2. BzaumopeiictBust Mexay 3(aBUPEH30M U APYTUMU JIEKAPCTBEHHBIMH CPEICTBAMU

JlekapcTBEeHHBIE TPeNapaThl, BimsiHe HA KOHIIEHTPAIMIO MPeNapaTa B CHIBOPOTKE.
pa3ieieHHbIe M0 Cpennee nzmenenue 3HadeHuit AUC, Cmax, Cmin (%) 1
(apmakoTepaneBTHYECKHM rpynmnam JI0BEpPUTEIbHbIE HHTEPBAJIbI, €CJIH IPUMEHUMO (MeXaHU3M)
(1032)

MMPOTUBOMUKPOBHBIE TIPENNAPATbBI
AnmupempogupycHble 1eKapcmeennbie cpeocnea
Huzubumoper npomeasvt BUY
ArtazanaBup/putoHaBup/>¢pasupen3 (400 | ArazaHaBup (TIOCIE TONYIHS):
mMr 1 pa3 B cyrkw/100 mMr 1 pa3 B | AUC: «* (ot |9 mo 110), Cmax: T17%* (ot 18 mo 127), Cmin:
cytkn/600 mMr 1 pa3 B cyrku, Bce | |42%%, (ot |31 mo |[51).
mpenaparsl NPUHAMAINCh BO  BpeMs
IIpueMa IHUIIN)
ArazanaBup/puronasup/>dasupens (400 | ArtazanaBup (IIOCI€ MOJTY/IHS):
Mr 1 pa3 B cyrkw/200 mMr 1 pa3 B | AUC: «*/** (o1 |10 1o 126), Chax «*/** (oT |S mo 126), Cmin:
cytkn/600 Mr 1 pa3s B cyrkd, Bce | T12% */** (ot |16 no 149) (uunykims CYP3A4).
npenaparsl OpUHAManuch Bo  Bpems | * Ilpu cpaBHenuu c¢ arazanaBupom 300 mr/puronasupom 100 mr 1
TpreMa MUIIH ) pa3 B cyTku BeuepoMm 0Oe3 sdaBupensa. Taxoe cHmxerne Cmin
aTazaHaBUpa MOXET OTPHUIATENbHO BIMATH Ha 3()(PEKTHBHOCTDH
aTazaHaBHpa.
** OCHOBaHO Ha MCTOPUYECKOM CPABHEHHUH.
OnHOBpeMeHHOE NpUMEHEHHE 3(haBHpeH3a C aTa3aHaBHPOM/PUTOHABHUPOM He pekoMmeHayercs. Ecmu TpeOyercs
OJHOBpeMeHHoe npuMeHeHne arazaHasupa ¢ HHUOT, HeoOxoanmo paccMOTpeTh Leecoo0pa3sHOCTh YBEITHUCHUS
no3bl arazaHaBupa 10 400 mr m putoHaBmpa mo 200 mr, B koMOMHAanuu ¢ 3(aBHpPEH30M, ¢ OOecleYeHHEM
TIIATEIHHOTO KIMHUYECKOT0 MOHUTOPHHTA.
Hapynasup/puronasup/3dasupens 300 mr | JapyraBup:
2 paza B cyrku*/100 mr 2 paza B | AUC: |13%, Cmin: [31%, Cmax: |15%, (manyxnus CYP3A4).
cytkn/600 mr 1 pa3 B cyTkn) OcaBupens:
*  Hwke  pekomeHpoBaHHOHW 103kl | AUC: 121%, Cmin: 117%, Cmax: 115% (uaruduposanue CYP3A4).
[Tog06HBIE Pe3yNbTAThl OKUIAIOTCS U TIPU
MIPUMEHEHUH B PEKOMEHI0OBaHHbIX J103aX.
OnHOBpeMeHHBIN IprueM >(aBupen3a u gapyHasupa/putonaBupa (800 mr/100 mr 1 pa3 B CyTKH) MOXKET IPHBECTH
k cHwkeHHt0 Cpin  mapyHaBupa. Eciam  3daBupeHs HeoOXOIUMO MNPUMEHSATh  OJHOBPEMEHHO C
JlapyHaBHPOM/PUTOHABHPOM, CIEIyeT MPUMEHATh KOMOMHANNIO AapyHaBup/puToHaBup B pexxume 600 mr/100 mr
2 paza B cyrku. OgHAKO Takyl0 KOMOHMHAIMIO CJEIyeT Ha3HayaTh C OCTOPOXHOCTbIO. CM. MHCTPYKIHMIO IO
MEIMIIMHCKOMY TPUMEHEHHIO JapyHaBupa/putoHaBupa. CM. Takke HIKE HH(OPMAIMIO IO PUTOHABUPY.
®docamnpenaBup/puToHaBUpP/3PaBUpEH3 Knuanueckn 3HauuMoro (hapMakoOKHHETHYECKOTO B3aUMOAEHCTBUS
(700 mr 2 paza B cytku/100 mr 2 pasa B | He BBISBJIEHO.
cytkn/600 mr 1 pa3 B cyTkn)
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 18 04 2025 N2 10477
JlekapcTBeHHbIE Mpenaparsl, Bau

Hie 12 KOFMHTR M0 MPETAAL I PEFOPOTIYY |
pas3iae/iecHHbIC MO Cpe 7 . (0

(apMakoTepaneBTHYECKUM rPynmnam JOBEPUTEIbHbIE HHTEPBAJbI, €CJIM MPUMEHNUMO (MEXaHH3M)
(103a)

Koppexkiin 10361 HE OJTHOTO M3 3TUX JIEKAPCTBEHHBIX CPEJCTB HE TpeOyercs. CM. Takke HHXKe HH(POPMALHIO 110
PHUTOHABHPY.

®docamnpenasup/Hendunasup/ daBupeHs3 | B3aumMopelicTBie He H3y4asocCh.

KOppeKHI/II/I J03bl HU OAHOT'O U3 3TUX JICKAPCTBCHHBIX CPCACTB HEC Tp66yeTCH

docamnpenasup/cakBuHaBup/ daBUpeH3 | B3aumMopelicTBie He H3y4aocCh.

Hcnonp3oBaHue TakoW KOMOWHAIMM HE PEKOMEHIYETCs, ITOCKOJbKY OXKHAAeTCs 3HAauuMOE CHIDKCHHUE
9KCNO3MIMHU 000MX MHIMOMTOPOB poTeassl BUY.

WununaBup/>daBupeH3 Wnnunasup:

(800 mr x84/ 200 mr 1 pa3 B cyTKH) AUC: |31% (ot |8 mo [48), Cmin: |40%.

CxomHOE CHIDKEHHE SKCIIO3UIMK WHAWHABHpPA HAOJII0NAIoOCh B
cirydasx, korna uaauHaBHp (1000 k89) BBOIUICS B KOMOWHAINHA C
sdasupenzom (600 mr 1 pas cytkn) (nuaykims CYP3A4).
OdaBupens:

KJIMHUYECKH 3HAYMMOTO (papMaKOKHMHETHYECKOrO B3aWMOACHCTBUS
HE Ha0III0Jaoch.

Wupunasup/putonaBup/3haBupenH3 WNupnnasup:
(800 Mr 2 pasa B cytkn/100 mr 2 pasa B | AUC: [25% (ot |16 10 |32)®, Cmax: [17% (0T |6 10 [26)®, Cpin:
cytkn/ 600 Mr 1 pa3 B cyTkm) 150%, (ot |40 1o |59)°.

DdaBupens:

KJIMHUYECKH 3HAYMMOTO B3aMMOJICHCTBHA HE HaOII0AaNoCh.
Cpennee reomerpuyeckoe 3HaueHue Cmin nHAMHABUPA (0,33 Mr/mn)
IpU €ro TMpUMEHEHHMH B KOMOMHAalMM C pPUTOHABHPOM U
s¢aBupeH3oM Obul0 OoJbllle, YeM TMpHU €ro IPUMEHEHUH B
MoHoTeparud 1Mo 800 Mr k84 (Cmin 0,15 mr/m). Y mnamueHTos,
nHpunmupoBanHex BIUU-1 (n = 6), nokaszarenn (papMaKOKUHETHKH
WHIOWHABHpAa W J¢aBUpeH3a OOBMHO OBUIM COIOCTaBHMBI C
TaKOBBIMH Y HEHH(UIIMPOBAaHHBIX JOOPOBOJIBIICB.

XoTsl KIMHWYECKash 3HAYMMOCTh CHIDKCHHS KOHIICHTPAllMM WHIMHABHPAa HE YCTaHOBJICHA, HaONFOIaBIIeecs
(hapMaKOKMHETHIECKOEe B3aUMOJICHCTBUE JOJDKHO NMPUHUMATHCS BO BHHMAaHHUE TPH BHIOOpPE pEXMMa TEpaIiH,
BKJIFOUAIOIIETO OJTHOBPEMEHHO 3(aBupeH3 u nHauHasup. Koppekunu no3el 3aBupeHza He TpeOyeTcs, eciu OH
Ha3Ha4YaeTcs C MHAWHABUPOM WM C HHAMHABHPOM/PUTOHABUPOM .

CwM. Taxoke HIKe HHPOPMAIHIO TI0 PUTOHABHPY

JlonuHaBUp/pUTOHABUD B Msrkux | CyllecTBEHHOE CHH)KEHUE KCIIO3ULINH JIOTTHHABHPA.
Karcyjax WIM B pacTBope I INpHeMa
BHYTpH/3(paBUpeH3

[Ipn ogHOBpeMEHHOM Ha3HAa4YEeHUH C 3()aBUPEH30M CIELyeT pacCMOTPETh IEeNecO0OPa3HOCTh YBEIMUCHHUS /103
JIONMHABHMpPa U pUTOHABUPA B MATKUX KalcyJax WM B pacTBOpE Ul mpueMa BHyTpb Ha 33% (1o 4 kancyinsl/ ~ 6,5
MI 2 pasa B CyTKM BMecTo 3 kamcyn/5 mia 2 pasa B cyTku). OgHAaKo ciemyeT coOJofaTh OCTOPOXKHOCTD,
ITOCKOJIbKY TaKasi KOPPEKIMsI 0361 11 HEKOTOPHIX MAIMEHTOB MOYKET 0KA3aThCsl HEAOCTATOYHOM.

JlonunaBup/putonaBup B Tabnerkax/ | KoHuentpauwnu ponunasupa: |30 — 40%.

a¢aBupeH3 KoHneHTpaun 10nuHaBUpa CXOIHBI C TAKOBBIMH IIPH IPUMEHEHUN
(400/100 mr 2 pasa B cytkn/600 mr 1 pa3 B | nonuHaBupa/putonasupa mo 400/100 mr 2 pa3a B cyrtku 0e3
CYTKH) a¢aBupeHsa.

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

B CYTKH)

Jlo3a nonuvHaBMpa W pUTOHABUpa B TaOJieTKax NOJDKHA ObITh yBenuuena no 500/125 mr 2 pa3a B cyTku Inpu
OJTHOBPEMEHHOM IpuMeHeHnn ¢ 3¢daBuperzom mo 600 mr 1 paz B cyrku. CM. Taxke HIDKe WHQOpManuio 1o
PHUTOHABHPY.

Hendunasup/>dasupens Hendunasup:
(750 mr x84/600 mr 1 pa3 B cyTKn) AUC: 120% (ot 18 10 134), Cmax: 121% (ot 110 mo 133). Janunas
KOMOWHAIHSI 00BIYHO XOPOIIO MEPEHOCUTCS.

KOppCKHI/II/I J03bl HU OAHOT'O U3 3TUX JICKAPCTBCHHBIX CPCJCTB HE Tpe6yeTc51.

PutonaBup/>dasupens Purtonasup:
(500 mr 2 paza B cytkn/600 mr 1 pa3 B | AUC yrpom: 118% (16 — 133), AUC Beuepom: «<>; Crax yTpOM:
CYTKH) 124% (112 — 138), Cimax Be4epoM «;

Crmin yTpom: 142% (19 — 186)P,

Crin Beuepom: 124% (13 — 150)°.

Odasupens:

AUC: 121% (110 — 134), Cmax: 114% (14 — 126), Cmin: 125% (17 —
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 18 04 2025 N2 10477
JlekapcTBeHHbIE Mpenaparsl, Bau

Hie 12 KOFMHTR M0 MPETAAL I PEFOPOTIYY |
pa3nejieHHbIE M0 Cpe, 7 i

(1)
(apMakoTepaneBTHYECKUM rPynmnam JOBEPUTEIbHbIE HHTEPBAJbI, €CJIM MPUMEHNUMO (MEXaHH3M)
(103a)

146)° (unrubuposanue CYP-0moCpesoBaHHOIO OKHMCIUTETLHOTO
MeTabonu3ma).

[Tpu npueme 3¢aBupeH3a B KOMOMHALMK ¢ pUTOHABUPOM 110 500 mMr
wm 600 Mr 2 paza B CyTKM IE€PEHOCHMOCTh ObLIa HH3KOH
(HanpuMep, HaOJIIOAAINCH TOJIOBOKPY)KEHHE, TOLTHOTA, apecTe3us,
MTOBBIIICHUE aKTUBHOCTH «TICYCHOYHBIX» (DEPMEHTOB).
Hocrarounsle JaHHBIE O TEPEHOCHMOCTH d(paBuUpeH3a B
KOMOWHAIIMHA C PUTOHABUPOM B HU3KHX no3ax (mo 100 mr 1 wmm 2
pa3a B CyTKH) OTCYTCTBYIOT.

ITpn Ha3HaueHHM 3¢aBUpEH3a C PUTOHABUPOM B HMU3KHX J103aX CIEAYET YUUTHIBATH BO3MOJKHOCTH YBEIHUICHUS
YacTOTBl  CBSI3AaHHBIX  C  3(aBUPEH30M  HEXKENATENBHBIX  SBICHHM  BCIEICTBHE  BO3MOJXKHOTO
(hapMaKOAMHAMHUYECKOTO B3aUMOACHCTBHSI.

CakBuHaBUp/pUTOHABHDP/3(paBHpEH3 | BsanmMopelicTBre He H3y4ajoCh.

OTCyTCTBYIOT aHHBIE, TO3BOJIAIOIINE pa3paboTaTh PEKOMEHAAINHU 10 PEXHUMY A03UpoBaHKUA. CM. TakKe BBIIIE
nHdopmanuio 1o putoHaBupy. Ilpumenenue s¢daBupeH3a B KOMOMHAIMM C CAaKBUHABHPOM B KayecTBE
€IMHCTBEHHOT0 MHTHOMTOpa nportea3bl BUY He pexomeHayeTcs.

Anmazonucmol xemoxunoswvix peyenmopoe CCR5

MapaBupok/3¢aBupeH3 MapaBupok:

(100 mr 2 pasza B cytkr/600 mr 1 pa3 B | AUC12: [45% (|38 — |51), Crmax: 151% (37 — |62).

CYTKH) Konuenrpanus sdaBupeHsa He u3Mepsuiach, B3aMMOJCHCTBHE He
OXKHJIAETCS.

Konnenrpanuys apaBupeHsa He n3Mepsuiach, B3aUMOJICHCTBHE HE 0XKUAACTCS.

Uneubumop unmeepasvt BU9

PanrerpaBup/>daBupens (400 mr | Paxrerpasup:
OJTHOKpATHast 103a/—) AUC: [36%, Ci2: [21%, Cmax: |36% (uuaykius pepmenra Y D-
I'T1Al).

Koppexkin 10361 panTerpaBupa He TpeOyercs

Jlexapcmeenuvie cpeocmaa uz epynn HUOT u HHUOT

HUOT/>¢paBupen3 UccrenoBannst B3auMOJICHCTBUIT 3(aBUpeH3a W MpernapaTtoB U3
rpynoel - HUOT  He  mpoBogwiuch, 3a  HCKIIOUYEHUEM
B3aMMOJACHCTBUI € JaMUBYIWHOM, 3UJIOBYIMHOM M TEHO(OBHpa
JU30MPOKCHUIT ¢dbymaparom. Kiuanueckun 3Ha4YMMBbIE
B3aUMOJEHCTBUSL HE IIPEAIOJarafoTcs, IOCKOJIbKY MeTa0onm3M
npenapaTtoB u3 rpynnsl HUOT mporekaeT myTsMu, OTIHYHBIMU OT
TaKOBBIX U1 3¢aBUpEH3a, M MAaJOBEPOSATHO, UYTO OHH OYyIyT
KOHKYPHPOBATh 32 OJIHU U T€ )K€ MeTaboJIM3UpyIolIne GepMeHThl U
IyTH BBIBEICHUSL.

KoppexkIimu 10361 HU OZHOTO U3 JTAHHBIX JICKAPCTBEHHBIX CPEACTB HE TPeOyeTCs..

HHUOT/>¢asupens | B3aumonelicTBue He H3y4aJlOCh.

IMockonbky npumenenue nsyx HHUOT He oOecreunBaeT NMpeuMyIIECTBAa C TOYKU 3peHUs 3H(GEKTHUBHOCTH U
0e30MacHOCTH, OJHOBPEMEHHOe IpuMeHeHHe sdaBupensa u apyroro cpeicrsa u3 rpynnsl HHUOT He
PEKOMEHAYETCS.

Jlexapcmeennvie cpedcmsa npomug supyca cenamuma C

Bonenpesup/>3dasupens (800 mr 3 paza B | AUC: <> 19%%*, Cmax: <> 8%, Cin: [44%.

cytkn/600 Mr 1 pa3 B CyTKH) DdaBupens:

AUC: & 20%*, Cmax <> 11%, Cmin: |12% ({24 — 11) (unyKIHs
CYP3A Bnusier Ha OGorenipeBup), *0 - 8 4.

OtcyTcTBUe 3 deKTa («>) COOTBETCTBYET YMCHBIICHHIO CPEIHETO

COOTHOILEHHsI HE > 4yeM Ha 20% WM yBEJIMYEHUIO HE > 4YeM Ha
25%.

Knrandeckas 3HaYMMOCTh YMEHBIICHVSI KOHIICHTPAIIMK OOTIETPEBUpPA B MJI1a3Me KPOBH HE YCTAHOBJICHA.

TemanpeBup/3haBupeHs Temanpesup (otHOCUTENHHO 750 Mr K84):

(1125 mr k84/600 Mr 1 pa3 B CyTKH) AUC: |18% (|8 — |27), Cmax: 114% ({3 — |24), Cmin: 125% (|14 —
134).

Odasupens:

AUC: | 18% ({10 — |26), Cmax: 124% ({15 — |32), Cmin: 110% (11—
119) (manykuust CYP3A4).

IIpu coBMecTHOM NMPUMEHEHHH TeNanpeBupa W dPaBUPEH3a PEKOMEHAYETCS YBEIHYUThH 03y TellalpeBupa 0
1125 mr k8y.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 18 04 2025 N= 10471

JlekapcTBeHHbIE penapaThl, Buiusiuie Ha KOFUCH TN AN NPENAPALA B CHIBOPOTKE |
pa3nesieHHbIe M0 Cpe i in-(S
(apMakoTepaneBTHYeCKUM rpynmnam JO0BepUTeIbHbIe HHTEPBAJbI, €CJIM MPUMEHUMO (MeXaHH3M)
(103a)

Cumenpesup/>dasupens (150 mr 1 pa3z B | Cumenpesup:

cytku/600 Mr 1 pas B CyTkH) AUC: [71% (]67 —=]74), Cmax: [51% ({46 — |56),
Chrmin: 191% (188 —]92).
DdaBupens:
AUC: <, Cnax: <>, Cpin: <> (uanykims uzopepmerra CYP3A4).

OIHOBpEMEHHBIH ITpUeM CHMENpeBUpa ¢ 3(paBUPEH30M MPHBOAUT K CYIIECTBEHHOMY CHIDKCHUIO KOHLIEHTPALIUH
CcUMeNpeBHpa B IUIa3Me BciencTBue MHAYKIMU m3opepmenta CYP3A adaBupeH30M, YTO MOXKET NMPUBECTH K
moTepe TepameBTHYECKOTO 3ddexTa cumenpeBupa. CoBMEeCTHOE NMPUMEHEHHE CHMENpEeBHpa W d(aBHpeH3a HE
PEKOMEHYeTCS.

I'pazonpeBup/>mbacBup I'pazonpermup:

AUC: |83%, Crmax: [87%.
Onbacsup:

AUC: |54%, Crax: 145%.

OIHOBpPEMEHHBIH IIPHEM C IPa3oIPEBUPOM/IIOACBHPOM IIPOTUBOIIOKA3aH IIOTOMY, YTO MOXKET IIPUBECTH K IOTepe
BUPYCOJIOTHYECKOH aKTHBHOCTH TPa3oNpeBHpa/aI0acBhpa HM3-3a 3HAYUTEIBHOTO CHIDKCHUS KOHLEHTPAlMd B
Iula3Me KpoBH I'pa3onpeBHpa U 3J10acBHpa, BCIeACTBUE MHAYKIUH ddaBupensom usopepmenta CYP3A4 wnu P-

gp.

Benmnaracsup/codocOyBup Benmnaracsup:
Bennaraceup/Bokcunanpesup/ AUC: [53%, Cmax: 147%, Cmin: |57%.
Codocoysup (1125 mr k84/600 mr 1 pa3 B | CodocOyBup:
CYTKH) Cmax: T 38%.
[Npennonaraercs:
| BokcunanpeBup
[pu COBMECTHOM NPUMEHECHUT TeHo(oBUpa JH30MPOKCHII/SMTpHLIMTa0HHA/ 2 (haBUpeH3a c

BEJIIaTaCBUPOM/COPOCOYBUPOM WM C BEIMAaTaCBUPOM/BOKCHIIATIPEBHPOM/CO(POCOYBHPOM OBLIO TIOKa3aHO,
3HAYUTEIbHOE CHIDKEHHE KOHIICHTPAlMU B IUIa3ME KPOBH BENIATACBHpa BCIEACTBHE MHAYKIMH 3(UBEpeH30M
m3odpepmenta CYP3A4, 4ro MOXKET MPUBECTH K MOTEpe TepaneBTHdeckoro 3ddekra penmaracBupa. OxunaeTes
AQHAJIOTUYHOE CHIDKEHNE KOHIICHTPALUH B TIa3Me KpOoBH Bokcuitanpesrpa. CoBMECTHOE IpUMEHEHHUE d(aBupeH3a

C BEJMnaTacBUpoM/cohocOyBHPOM HIIH c BeJIAaTaCBUPOM/BOKCHIIAIPEBUPOM/codocOyBUpOM He
PEKOMEHTyeTCSl.
I'nexanpeBup/muOPEHTACBUD | I'nekarnpeBup

| IuGpenracup

OIHOBpEMEHHBII MpHEM TIIeKanpeBrpa/muopeHTacBupa ¢ 3(haBUPEH30M MPUBOJIHT K CYIIECTBEHHOMY CHU)KEHHIO
KOHIICHTPAI[MK TJIEeKalpeBUpa/TMOPEHTACBUPa B IJIa3M€, YTO MOMKET MPUBECTH K IOTEPE TEPANEBTHUYECKOTO
a¢dexra. CoBMECTHOE NPUMEHEHHUE IICKAIIPeBUPa/MUOpEeHTACBUAPA U 3(haBUPEH3a HE PEKOMEHIYeTCs.

Anmuouomuxu
Asutpomunus/3(aBupeHs Knuauyecku 3HAYMMOT0 (PapMaKOKHHETHYECKOTO B3aUMOICHCTBHUS
(600 Mr B BHIE OHOKPATHOH O3B/ HE BBISBIIEHO.

400 mr 1 pa3 B cyTKH)

KOppeKHI/II/I J03bl HU OAHOT'O U3 JAHHBIX JICKAPCTBCHHBIX CPCACTB HC Ipe6yeTc;[.

Knapurpomunun/>dasupens Knapurpomurus:

(500 mr x 124/ 400 mr 1 pa3 B CyTKH) AUC: [39% (130 —]46), Cmax: 126% ({15 — |35).
14-runpoKcUMeTab0IHUT KITapUTPOMHUIIHHA!

AUC: 134% (118 —|53), Cmax: 149% (132 —169).

DdaBupens:

AUC: ©, Cmax: 111% (13 —119) (uunykims CYP3A4).

Koxnas cpmp HaOmogamack y 46%  HeMHOUIIMPOBAHHBIX
JOOpOBOJIbLIEB, OJHOBPEMEHHO NPUHMMABIIMX J(aBUpEeH3 U
KJIAPUTPOMHMIIHH.

Knuanyeckass 3Ha9MMOCTh W3MEHEHHMH KOHIIGHTPAIMH KIAPUTPOMHIMHA B IUIa3ME KPOBH HE YCTAHOBIJICHA.
BmecTo KIapUTpOMHIIMHA CIEAYET PacCMOTPETh BO3MOXKHOCTH MPUMEHEHHUS APYToro aHTHOMOTHKA, HAIIPHMED,
asutpomuiHa. Koppekiu 1036l 3haBupensa He TpedyeTcs.

Hpyrue  aHTHOMOTMKM W3  Tpynnsl | B3ammonelicTBue He H3ydaliocs.
MaKpoJIMJO0B (HAIpuMep, SPUTPOMUIIMH)/
s¢aBupeH3

OTCYTCTByIOT JAaHHBIC, ITO3BOJIAIOIIHNC pa3pa60TaTL PEKOMCHAU 110 PEKUMY JO3UPOBAHUS.

Hpomueomyﬁepkyﬂembte JieKkapcmeeHnHble cpedcmea

Pudabyrun/>dasupens Pugabyrun:
(300 mr 1 pa3 B cytkn/600 mr 1 pa3 B AUC: [38% (128 —]47), Cmax: 132% (115 — |46), Cmin: [45% (|31
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 18 04 2025 N2 10477
JlekapcTBeHHBIE Mpenaparhbl, HHe Ha KOHMCHTNALMFO NPETIAPALA B OEBOPOTKe |
pasiejieHHbIE M0 i in-(%
(dapMakoTepaneBTHYECKUM IPynnam J0BepUTEIbHbIE HHTEPBAJbI, €CJIH MPUMEHUMO (MeXaHU3M)
(103a)
CYTKH) —-156).

DdaBupens:
AUC: &, Cmax: <, Cmin: [12% (124 — 11) (uanykims CYP3A4).

CyrouHas no3a pudabyTHHa A0JDKHA OBITh yBenndyeHa Ha 50%, eciy IiaHUpyeTCcsl OJJHOBPEMEHHOE IIPUMEHEHHE
¢ adaBupenzom. CreryeT TakKe pacCMOTPETh LEJIeCO00Pa3HOCTD yIBOCHHS 036l pr(adyTHHA IPH MPUMEHEHUN
pudabyruna 2 wim 3 paza B Helenro B KomMOuHaImu ¢ d¢aBupenzoM. KnmHudecknit 3¢ GeKT Takoi KoppeKuuu
7036l He u3ydeH. [Ipy Koppekuuu m03blI TaKke cieqyeT Y4YUTHIBATh HHIMBHUAYaJIbHYIO IEPEHOCHMOCTh M
BHPYCOJIOTHYECKHUH OTBET (CM. paszeinsl «Papmakono2uyeckue ceoiucmeay, «PapmakoKunemuray).

Pudamnumun/>dasupen3 OaBupens:
(600 mr 1 pa3z B cyrkn/600 mr 1 pa3z B | AUC: [26% (|15 — |36), Cmax: 120% (}11 — |28), Cmin: {32% ({15
CYTKH) — 146) (manyxums CYP3A4 u CYP2B6).

Ecmu »daBupeH3 npuMeHseTcs OTHOBPEMEHHO ¢ PHU(PAMITUIIMHOM Yy TAIlMeHTOB ¢ Maccoit Tena 50 kr u Gonee,
CyTOuHyI0 103y 3(daBupensa ciexyer yBenmduth 10 800 Mr, 4TOOBI 0OECIEYHTH SKCIIO3UIMIO, CXOTHYIO C
TaKOBOW IpW MPUMEHEHUH d(paBupeH3a B cyTouHoit 1o3e 600 Mr 6e3 pudpammunmHa. Kitnamaeckuit a3¢pexr Takoit
KOPPEKLHH 1036l He U3yueH. [Ipu KoppeKunu 103kl TaKKe CIeAyeT YIUTHIBATh HHIMBHAYAIbHYIO IEPEHOCHUMOCTD
U BUPYCOJIOTHYECKHUH OTBET (CM. pasznen «@Papmakonozuueckue csovicmseay, « Papmaxoxunemuxay). Koppeximu
JI03bI pr(aMITUIIHA HEe TpeOyeTcsl.

Ilpomuesozpuodrosvie nekapcmeennvle cpedcmea

UrpakoHazon/adaBupeH3 Urpaxonasour:

(200 mr x124/600 mr 1 pa3 B cyTkH) AUC: [39% ({21 — |53), Cmax: 137% ({20 — |51), Cmin: 144% (127
— |58) (cHmKeHME KOHLEHTpalUUWd BCIEACTBUE HHIYKIUU
CYP3AA4).
I'mapoKcHUTPaKOHA30M:
AUC: [37% (114 — |55), Cmax: 135% (112 — |52), Cmin: |43% (18
— 160).
OdaBupens:

HE BBISIBJIICHO KJIMHHYECKH 3HAYNMBIX H3MCHCHHM.

HOCKOJ’IBKy HCIIB34 BLIpa6OTaTB PEKOMCHAANH TI0 PEKUMY AJO3UPOBAHUA UTPAKOHA30J1d, CICAYET PACCMOTPCTh
BO3MOXXHOCTb IPUMCHCHU S aJIbTCPHATUBHBIX HpOTI/IBOFpI/I6KOBLIX JICKapCTBCHHLIX CPCIACTB.

[To3akoHa3011/3(aBupeH3 ITo3akonazour:
(= /400 mr 1 pa3 B CyTKH) AUC: |50%, Cmax: |45% (uaaykuust Y ID-rmoKypoOHUPOBaHUS).

Cne;[yeT n3berathb OJHOBPEMEHHOT'O MPUMEHECHMS MMO3aKOHA30J1a 1 3(I)aBI/IpeH3a, €CJIM TOJIBKO OXXHJacmasl I10J1b3a
JUIA TTalJUCHTA HE MPEBLIIIACT BO3MOKHBIN PHUCK.

BopukoHnazosn/adaBupens Bopuxkonasour:
(200 mr 2 pasa B cytku /400 mr 1 pa3 B | AUC: |77%, Cmax: 161%.
CYTKH) Ddasupens:

AUC: 144%, Cmax: 138%.
BopukoHnazosn/adaBupens Bopuxkonasour:
(400 mr 2 pasa B cytkr/300 mr 1 pa3 B AUC: |7% (123 — 113)*, Cimax: 123% ({1 — 153)*.
CYTKH) Ddasupens:

AUC: 117% (16 — 129)**, Chax: <>**.

* 1o cpaBHeHHIO ¢ 200 Mr 2 pa3za B CYTKH NIpH NPUMCHEHUU B
MOHOTEpaIuy;

** 10 cpaBHeHHto ¢ 600 mr 1 pa3 B CyTKM IpH NPHUMEHCHHU B
MOHOTepanuu (KOHKYPEHTHOE HHIMOHMPOBAHHWE OKUCIHUTEIHFHOTO
MeTabonuzma).

IIpu opHOBpeMEHHOM NpUMEHEeHHH 3(haBUPEH3a C BOPHUKOHA30JIOM MOJIEPKUBAIONIAsl 1032 BOPHUKOHA30JIa
JoJDKHA ObITh yBenndeHa a0 400 mr 2 pasa B CyTKH, a 103a 3daBupensa cHikeHa 10 300 mr 1 pas B cytku. Ecnu
IIpUMEHEHNE BOPHKOHA30jla OyJaeT MpeKpameHo, TO 1o03a d¢aBHpeH3a IODKHA OBITH BOCCTAHOBJIEHA [0
HavyaJbHOM.

®ykoHa3o1/3(aBupeHs3 KiuHUueckr 3Ha4MMOT0 B3aUMO/ICHCTBHSI HE BBISIBIICHO.
(200 mr 1 pa3 B cytkn/400 mr 1 pas B
CYTKH)

KOppCKHI/II/I J03bl HU OAHOT'O U3 JAHHBIX JICKAPCTBCHHBIX CPCACTB HE Tpe6y€TC$I.

Kerokxonazon u Apyrue IMpOTUBO- B3aHMOH€ﬁCTBHC HE N3y4aJioCh.
l'“pI/I6KOBI:IC cpeacrtBa  — IMPOU3BOJHBIC
nMuzasoja

OTCYTCTByIOT JAaHHBIC, ITO3BOJIAOIINC pa3pa60TaTL PEKOMCHAWU 110 PEKUMY JO3UPOBAHUS.

MPOTUBOMAJISAPUMHBIE JIEKAPCTBEHHBIE CPEJICTBA
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COOTBETCTEBYET 2K

oT 1::- 'F|i ._'

JlekapcTBEeHHbBIE MpenapaThl,
pa3nejieHHbIE M0
(apMakoTepaneBTHYECKUM rPynmnam
(103a)

W ma KORNCT IO BPETAALS K SETBOPOTES

A0BEPUTEIbHbIC HHTEPBAJIbI, €CJIM IPUMEHUMO (MexaHl/lElM)

AToBaxoH/mporyaHui/>hpaBupeH3
(250 mr/100 mr ogHOKpaTHast 103a/600 Mr
1 pa3 B cyTkn)

ATOBaxOH:

AUC: |75% (162 — |84), Crmax: |44% (|20 — |61).
IIporyanun:

AUC: [43% (17 — |65), Cmax: <.

I1o BO3MOKHOCTH CJICAYCT n3berarnb OJHOBPEMCHHOI'O NPUMCHCHUS aTOBaXOHa/HpOFyaHI/IJ'Ia C Sq)aBI/IpeHSOM.

Apremetep/mymedanTprH/3haBupeH3
(20 mr/120 mr, 6 npuemoB 1o 4 TabneTKu
B TeueHue 3 quei/600 mr 1 pa3 B CyTKH)

Aptemerep:

AUC: [51%, Cmax: 121%.
JuruapoapTeMU3HNH:

AUC: [46%, Cmax: |38%.

JlymedanTpus:

OdaBupens:

AUC: [17%, Cmax: <> (naaykimn CYP3A4).

B03MOXXHO CHMKEHHE aHTHMAISIPHAHOTO J¢QeKTa BCICACTBHEC CHIKEHHS KOHICHTPAllMMd apTeMeTepa,
JUTHIPOApTEMU3NHIHA WM JTyMe(aHTpUHA P COBMECTHOM IIpUMeHeHHH ¢ 3¢daBupenzom. CrenyeT coOmoaarh
OCTOPOKHOCTh IPY COBMECTHOM TIPHMEHEHHH Tpenapara DdaBupeH3-OaBaHC C apTeMeTepoM/TyMe(aHTPUHOM.

AHTAIIMJIHBIE JJEKAPCTBEHHBIE CPEJICTBA

AHTanumapl, COJEpKallUe  AIOMUHUS
TUOPOKCUA — MarHus THUAPOKCHI —
CUMETUKOH/3(haBUpEH3

(30 mn  ogHokpatHas 103a/400 wMmr
OJIHOKpaTHasl 103a)
damoTuaMH/haBUpPEH3

(40 mMr — opmHokpaTHas 1n03a/400 mr —
OJTHOKpATHAs J103a)

Kax anTammapl, coaepikaiiue altOMUHUS TUAPOKCUI WIM MAarHUs
THIPOKCHI, TaK U (aMOTHIMH HE OKa3bIBAIOT HEOJIArOMPHUATHOIO
BIMSIHUS Ha BCAaChIBaHUE d(aBUpPCH3A.

MaJ'IOBepOSITHO, 4UTO IpU NPUMCHCHHU 3(1)aBI/IpeHSa C JICKAapCTBCHHBIMU CPCACTBAMH, KOTOPBIC BJIMAKOT Ha pH
JKCIIYJOUHOI'0 COACPIKMMOT O, UBMCHHUTCSH BCACBIBACMOCTh 3(1)aBI/IpeH38..

AHKCHOJIUTUKHA

Jlopazemam/>paBupen3
(2 mr ogHOKpatHas 103a/600 mr 1 pa3 B
CYTKH)

Jlopazenam:
AUC: 17% (11— 114), Cnax: 116% (12 — 132).

OTH U3MEHEHUS HE PaCOCHUBAIOTCA KaK KIIMHUYCCKU 3HAYUMBIC.

Koppekimu 10361 HU OJJTHOTO U3 JIAHHBIX JIEKAPCTBEHHBIX CPEJICTB HE TPeOyeTcs.

AHTUKOAT'YJISAHTBI

Bapdapun/aasupens
AtneHoKyMapos1/3dhaBupens

BzaumonelicTBre He U3ydanock. Bo3M0HO, Kak yBeJIMU€HUE, Tak U
YMEHBIIICHHE KOHICHTpauu BapdapuHa/alleHOKyMapoJia B Iia3Me
KPOBH 10 BIUSIHUEM 3(aBUpeH3a.

MoskeT noTpeboBaThCsi KOPPEKLHs 1035l BaphapHHa/alieHOKyMapoJia.

IMPOTUBOCYIOPOXHBIE JEKAPCTBEHHBIE CPEACTBA

Kapbamazenun/s>haBupens
(400 mr 1 pa3 B cytku/600 mr 1 pa3 B
CYTKH)

Kap6amazenuH:

AUC: [27% (120 — |33), Cmax: 120% ({15 = |24), Cnmin: 135% (124
— |44).

Odasupens:

AUC: [36% (132 — [40), Cmax: {21% ({15 = [26), Cmin: [47% (|41
— 153) (cmmxeHme KOHIEHTpamuii KapOamaselnHa BCIIEICTBHE
naaykiun - n3opepmenra CYP3A4; cHmKeHHe KOHIGHTpaIUi
a¢aBupen3a BcueacTBUe uHAYKuH u3zopepmenra CYP3A4 u
CYP2B6).

PasnoBecHbie 3HaueHHSI AUC, Cmax B Chin aKTUBHOTO MeTa0o0IMTa
Kapbama3zenuHa SMOKCHAA He U3MEHSIOTCS.

B3aumopnelictTBue 1npu  OAHOBPEMEHHOM  IIPUMEHEHUH
BBICOKHUX 7103 d(haBrpeH3a nim kapOama3enuHa He U3y9asioch.

6oiee

OTCyTCTBYIOT aHHBIE, HA OCHOBAaHMHM KOTOPBIX MOXHO Pa3paboTaTh PEeKOMEHIAINH 10 PEXUMY JTO3UPOBAHHS.
Cremyer paccMOTpeTh BO3MOXKHOCTh NMPHUMEHEHHS IPYTOro MPOTHBOCYAOPOKHOTO JIEKaPCTBEHHOTO CPEICTBA.
PexkomenyeTcst MpOBOINTH MEPHOINIESCKHH MOHHTOPHHT KOHIIEHTpAINK KapOama3ennHa B IIa3Me KPOBH.

OenntonH, (HeHobapburan
MIPOTUBOCYZIOPOKHbIE

CpeAcTBa,  SBISIOLIMECS
n3odepmenros CYP450

u Jpyrue
JIEKapCTBCHHbIE

cybcrpaTamMu

BzaumonelictBre He uzyyanochb. Bo3M0XHO, Kak yMEHbILIEHHE, TaK
U yBEJIMUCHHWE KOHIeHTpauuii QeHuronHa, ¢eHodapOutama u
JPYTUxX MPOTHUBOCYIOPOKHBIX JIeKapCTBEHHBIX CPE/ACTB,
sSBIsIOIMXcs  cyocrpatamu  m3odpepmentoB CYP450, ecim stn
TIpenaparsl IPUMEHSIOTCS] OTHOBPEMEHHO C 3(haBHPEH30M.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 18 04 2025 N= 10471

JlekapcTBeHHbIE NIpenaparsl, Binsiuue na KOFEEATH AN NPENAPALA B OBIBOPOTKE |
pa3nesieHHbIe M0 Cpe i in-(S
(apmakoTepaneBTHYECKHM rpynmnam J0BepUTEIbHbIE HHTEPBAJIbI, €CJIH IPUMEHHMO (MEXaHU3M)
(103a)

Ecnmun a¢daBupeHs mnpuMeHseTcsi OJHOBPEMEHHO C IPOTHBOCYJOPOXKHBIMH IIperapaTaMy, SBISIOIIUMUCS
cybcrpatamu uzodepmentoB CYP450, He0OX0AMMO OCYIIECTBIATh EPHOINYECKIH MOHUTOPUHT KOHIEHTPALIUN
IIPOTUBOCYJOPOXKHBIX IIPENapaToB B KPOBHU.

Banbsnpoesas kucnora/adasupens (250 mr | KnuHuueckn — 3Ha4MMOro — BIMSIHMS — Ha  (papMaKOKHHETHKY
2 pa3a B cyTkn/600 Mr 1 pa3 B cyTKH) s¢aBupeH3a He BbLsBIeHO. OrpaHUYEHHBIC JaHHBIE MOKa3bIBAIOT,
YTO KIMHUYECKH 3HAaYMMOE BIHMSHUE Ha (apMaKOKHHETHKY
BaJIbIIPOEBOM KUCIOTHI OTCYTCTBYET.

Koppexkiin 10361 3¢aBupensa He Tpedyercs. [lanneHTs JOKHBI HAXOAUTHCS 110 HAOIIOICHAEM AT KOHTPOJIS
CYIOPO’KHBIX IIPHITAIKOB.

Burabatpun/>aBupens B3anmMopefictBe  He  m3ydanoch.  KIIMHWMYECKH  3HAYMMBIC
labanenTnn/>¢haBupeHs3 B3aMMOJICHCTBHS MAJIOBEPOSITHBI ~ ITOCKOJNBKY BHUTA0AaTpuH U
ra0aneHTHH BBIBOAATCS UCKITIOYUTEIBHO TOYKaMH B HEH3MEHECHHOM
BUJIE M BpsX JM OyXyT KOHKYpPUPOBaTb ¢ MeTabOIN3UPYIOIMMH
(hepMeHTaMH U ITyTSIMH BBIBEACHUS 3(aBHPEH3A.

Koppexkiiu 10361 HU OZHOTO M3 JAHHBIX JIEKAPCTBEHHbIX CPEACTB HE TpeOyeTcs.

AHTUJAEINNPECCAHTDI
CenlekmugHnble UHZUOUMOPDL OOPAMHO20 3AX6AMA CEPOMOHUNA
Ceptpanun/>¢paBupeH3 Ceptpanu:
(50 mMr 1 pa3 B cytkw/600 mr 1 pa3z B | AUC: |39% (27 — |50), Cmax: 129% (|15 — |40), Crin: [46% ({31
CYTKH) — |58).
DdaBupens:
AUC: &, Crax: 111% (16 — 116), Cmin: <> (uanykiu CYP3A4).

VBenuueHne M03bl CepTPaTHHA JIOMDKHO MPOBOJHUTHCSA C YYETOM KIMHHYECKOro oTBera. KOoppeKuuu m03bI
a¢aBupeH3a He TpedyeTcs

IMapokcerun/3¢aBupens Knuanuecku 3HauuMoro (hapMakOKHHETHYECKOTO B3aUMOACHCTBUS
(20 mMr 1 pa3 B cytkw/600 mr 1 pa3 B | He BBISBICHO.

CYTKH)

Koppexkiiu 10361 HU OZHOTO M3 JAHHBIX JICKAPCTBEHHbIX CPEJCTB HE TpeOyeTcs.

dnyokceTnn/3¢aBuUpeH3 B3anmopeiictBue He wn3ywanock. Ilockombky i QiayokceTnHa

XapakTepeH TOT Jke MeTabommyeckudi mnpoQuiab, 9TO W IS
MapOKCETHHA, T.€. OH ABIseTcS MOMIHBIM mHrnoutopom CYP2D6,
MOXHO  OXHWAaTh, 4YTO  (IIYOKCETHH Takxke He  Oyzaer
B3aMMOICHCTBOBATH C 3(haBUPCH30M.

KOppeKHI/II/I J03bl HU OAHOT'O U3 JAHHBIX JICKAPCTBCHHBIX CPCACTB HC Ipe6yeTc;[.

CenekmugHnble UHZUOUMOPBL 0OPAMHO20 3AX6aAMA KAMEXOIAMUHOE
(nopadpenanuna, donamuna)

Bynponuon/>dasupens Bynponunon:

(150 MT OJTHOKpaTHasI no3a | AUC: [55% (148 — |62), Cmax: {34% (|21 — |47).
(npononrupoBanHoro neiicteus)/ 600 mr 1 | I'mapokcuOynponuoH:

pa3 B CYTKH) AUC: &, Ciax: 150% (120 — 180) (naaykrmu CYP2B6).

YBenudyeHue 10361 OyIponHuoHa JA0JKHO MPOBOIUTHCS C YIETOM KIMHHYECKOTO OTBETa, OJHAKO J103a HE JOJDKHA
MIPEBBINIATh MAKCUMAIILHO PEKOMEHIyeMyr0 103y. Koppekiu 10361 3haBupeH3a He TpeOyeTCsl.

BJOKATOPBI Hi-THCTAMHWHOBBIX PELHEIITOPOB

Letupusun/adaBupens Hetupuzux:

(10 mr ogrokpatHast 103a/600 mr 1 pa3 B | AUC: <, Crax: |24% (118 — |30).

CYTKH) JlanHple WM3MEHEHWs] He pACUEHUBAIOTCA KaK  KIMHUYECKH
3HAYUMBIE.
O¢asupens:
KJIMHUYECKH 3HAYUMOTO B3aUMO/ICHCTBUSI HE BBISBIICHO.

KOppCKHI/II/I JA03bl HU OJHOT'O U3 JAHHBIX JICKAPCTBCHHBIX CPCIACTB HE Tpe6y€TC$I.

CEPJEYHO-COCYIAMUCTBIE ITPENNAPATBI

Eﬂomzmopbt «MEOJICHHBIX) KalbyyueevlxX Kananoe

Hunruazem/>daBupeH3 Juntuazem:
(240 mr 1 pa3 B cyrkn/600 mr 1 pa3z B | AUC: [69% (155 — |79), Cmax: 160% ({50 — |68), Cmin: |63% (|44
CYTKH) - 175).
Jeanetunaunrruazem:
AUC: |75% (159 — [84), Cmax: 164% (157 — |69), Cmin: |62% (|44
- 175).
N-MOHOEMETHIITIITHAZEM
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 18 04 2025 N= 10471

JlekapcTBeHHbIE NIpenaparsl,
pa3aesieHHbIE 10

HIte Ha KOFIGHTREMIO MPETAALA 3 PETBOPOTKYS |

(apmakoTepaneBTHYECKHM rpynmnam J0BepUTEIbHbIE HHTEPBAJIbI, €CJIH IPUMEHHMO (MEXaHU3M)
(103a)

AUC: [37% (117 — |52), Cmax: 128% (17 — |44), Cmin: 137% ({17 —
152).
DdaBupens:
AUC: 111% (15 — 118), Cmax: 116% (16 — 126), Crin: 113% (11 —
126),
(manykuus CYP3A4).

VBenndyeHne (papMaKOKHHETHUECKHX IMapaMeTpoB 3(haBUpeH3a HE
OBIIO PACIIEHEHO KaK KIMHUYECKU 3HAYUMOE.

Bompoc 0 HeE0oOXOAMMOCTH KOPPEKIMH AO3Bl IOUITHA3eMa pEIIaeTcsd C YYeTOM KJIMHHYECKOTO OTBETa (CM.
MHCTPYKIHMIO II0 MEAUIMHCKOMY IPUMEHEHNI0 qunTrasema). Koppekimu 10361 3¢aBupeH3a He Tpedyercs.

Bepamamun, ¢enoaunua, HudeaunuH u | B3ammopeiicTBue He wm3ydanock. Ecnmu adaBHpeH3 NpHMEHsETCS
HUKapAUTIHH OJHOBPEMEHHO ¢ KaKMM-JIMOO MPEnapaToM M3 TPYMHIEI OJI0KaTOPOB
«MEIUICHHBIX»  KaJbIIMEBBIX  KaHAJIOB, KOTOpPBIE  SIBISTFOTCS
cyoctparamu  m3opepmenta CYP3A4, BO3MOXKHO CHHKCHHUE
KOHLIEHTPALMHK 3TOro OJI0KaTopa B I1a3Me KPOBH.

Bomnpoc 0 He00X0AUMOCTH KOPPEKIIUHU 7103 OJIOKATOPOB «MEIJICHHBIX» KaJbI[MEBhIX KAHAJIOB PEIIACTCS C YUCTOM
KIUHAYECKOTO OTBeTa (CM. HWHCTPYKIUH 10 MEIUIIMHCKOMY TNPUMCHCHHIO OJIOKATOPOB «MEIJICHHBIX)
KaJIbIIMEBBIX KaHAJIOB).

IT'NNOJHUINIEMHNYECKHUE JIEKAPCTBEHHBIE CPEICTBA

Huzuoumopvr ' MI'-KoA-pedykmasut

ATtopBactaTun/>daBupeH3 ATOpBacTaTHH:
(10 Mr 1 pa3 B cytkn/600 mr 1 pa3 B | AUC: [43% (|34 — |50), Cmax: 12% (|1 — |26).
CYTKH) 2-TUAPOKCHATOPBACTATHH:

AUC: |35% ({13 — |40), Cmax: |13% ({0 — |23).
4-THOpOKCHATOPBACTATHH:

AUC: |4% (10— |31), Cmax: 147% (19 — |[51).

O6m1ast akTuBHOCTH HHTHONTOPOB ' MI"-KOA -pemykTa3sr:
AUC: |34% (|21 — |[41), Cmax: |20% ({2 — |26).

Crefyer OCYHIECTBISTh MEPUOAUYECKU MOHHTOPHHT KOHIEHTPALMM XOJIECTEpUHA B KPOBH. MOXKeET
MOTpeOOBaThC KOPPEKIMA 1036l aTOpBacTaTHMHA (CM. MHCTPYKIMIO 10 MEIUIIMHCKOMY MPHUMEHEHHIO
aTopBacraTuHa). Koppekiuu 10361 d3aBrpeH3a He TpeOyeTcs.

[paBacraTun/3daBupens IIpaBacraTus:
(40 mr 1 pa3 B cytku/600 mr 1 paz B | AUC: |40% ({26 — |57), Cmax: {18% ({59 — 112).
CYTKH)

Cremyer OCYHMIECTBIATh NEPUOAMUYECKHH MOHMTOPHHI KOHIIEHTpPAIlMM XOJieCTepHHAa B KpOBH. MoOxeT
MOTpe0OBAaThCS  KOPPEKIUs 1036l IMpaBacTaTHHA (CM. MHCTPYKIMIO 110 MEAWUIMHCKOMY IPHMEHCHHIO
npaBacraruHa). Koppekuuu 103bl 3aBupensa He TpedyeTcs.

CumBactatus/3(haBupeHs3 CumMBacTaTuH:
(40 mr 1 pa3 B cytkn/600 mr 1 paz B | AUC: [69% (162 — |73), Cmax: 176% (163 — |79).
CYTKH) CHUMBacTaTHH KHCIIOTA:

AUC: |58% ({39 — [68), Cmax: |51% ({32 — |[58).

O6m1ast akTuBHOCTH HHTHONTOPOB ' MI"-K0OA -pemykTa3ssr:

AUC: [60% (|52 — [68), Cmax: 162% (|55 — |78) (wHDyKUHSA
CYP3A4).

[Tpu oHOBpEMEHHOM NPUMEHEHHH (QaBUPEH3a C ATOPBACTATHHOM,
npaBacTaTUHOM wiH cuMmBacTaTHHOM 3HaueHH AUC U Cpax
s¢haBUpeH3a HE U3MCHSIOTCS.

Cremyer OCYHMIECTBIATh NEPUOAMUYECKHH MOHMTOPHHI KOHIIEHTpPAIlMH XOJieCTepHHAa B KpOBH. MoxkeT
MoTpeOOBATECS  KOPPEKIUS JO03bI CHMBAcTaTHHA (CM. HWHCTPYKLIHIO 110 MEAWIUHCKOMY TPHUMEHEHHUIO
cuMBacratuHa). Koppekuun 10361 23daBupeHsa He TpeOyeTcs.

PoszyBacratun/>¢asupen3 B3aumonelictBue He wu3ydaiaoch. Po3yBacTaTMH BBIBOIUTCS B
OCHOBHOM B HEM3MEHEHHOM BHUJE 4Yepe3 MKeNlyJAO0UHO-KUIIEUHbII
TPAaKT C JKEITYbIO, TOATOMY B3aUMOJICHCTBHE C 3(aBUPECH30M HE
OXKUJAETCS.

KOppCKHI/II/I J03bl HU OAHOT'O U3 JAHHBIX JICKAPCTBCHHBIX CPCJACTB HE TpeﬁyeTcsL

I'OPMOHAJIBHBIE KOHTPALEIITUBbI

J1st nepopanbHOro NPUMEHEHHS: OTHHWIACTPAANON:
OTUHUIICTPAIUOT + Hoprectumatr/ | AUC: <, Cnax: <>, Crin: |8% (114 — |25).
s¢asupen3 (0,035 mr + 0,25 mr 1 pa3 B | HopanrecrpomuH (akTHBHBII MeTabOIJIUT):
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cytku/ 600 mr 1 pa3 B cyTKH)

AUC: [64% (162 — |67), Cmax: |46% ({39 — |52), Cmin: 182% (179
— 185).

JleBoHOprecTpen (aKTUBHBIM METaOOJINT):

AUC: [83% (|79 — |87), Cmax: |80% ({77 — |83), Cmin: |86% (180
— 190) (uaaykums merabonnsma).

DdaBupens:

KIMHUYCCKH 3HAYUMOT'O B3aPIMO,I[CI>iCTBPIH HC BBISABJICHO.

Knuangeckast 3HAYMMOCTB 3THX 3((EKTOB HEM3BECTHA.

B nomonHeHMe K TOpPMOHAIBHBIM KOHTPALENTHBAM [OJDKEH MHCIIONB30BATHCS HAAEKHBIH METOx OaphepHOI
KoHTpaueniwu (cM. pasaen «/Ipumenenue npu bepemennocmi i 8 NEpUod 2pYOHO20 BCKAPMIUBAHUILY).

IIpoNnOHrupOBaHHOTO JEWCTBUSA JUIs
BHYTPUMBIIICYHOTO BBEJCHUS:
Jleno-MeapOKCHIIPOrecTEPOHa arerar
(AMIIA)/»dpaBupen3 (150 mr AMIIA B/M
OJIHOKPATHO)

B teuenne 3 mecsneB nccne10BaHUS HE OBIIO BBISIBICHO 3HAYMMBIX
pasnMuui B OTHOUICHHMHM (PapMaKOKMHETHYECKHX ITapaMeTpoOB
MEIPOKCHIIPOTECTEpPOHA MEXIY I0OpPOBOJIBLIAMH, IONTyYaBIINMHU
APBT, c a¢daBupenzoM, 1 100pOBOJIBLIAMH, KOTOPEIE HE MOIydallnd
APBT. Bo BTOpOM HCCIENIOBaHMU OBUIM IOJYy4YEHBI CXOJHBIE
Ppe3ynbTaThl, XOTs KOHLIEHTPAalUU MEAPOKCUIIPOreCTEPOHA B IIa3Me
KpOBH pa3nuyaiuch B Oousblieil creneHu. B o6oux uccienoBaHusx
KOHIIGHTPAllMN IPOreCTepOHa B IUIa3Me KPOBH y JOOPOBOJIBIIEB,
MPUHUMABIIUX 3(aBUPEH3 + JEN0o-MeIPOKCUIIPOrecTepOHa alerar,
OCTaBAJIUCh  HHU3KUMH, 4YTO COOTBETCTBOBAJIO  MOJABICHUIO
OBYJISILIAN.

B nomonHeHMe K TOPMOHAIbHBIM KOHTPALENTHBAM JOJDKEH MHCIIONB30BATHCS HAAEKHBIH MeTox OapbepHOI
KOHTpauenuuu (cM. pazaen «/Ipumenenue npu 6epemMeHHOCmU U 8 NepUoO 2PYOHO20 6CKAPMAUBAHUAY).

WmnnaHTar:
sTOHOTecTpen/3(paBupeHs3

BSaHMOHeﬁCTBHe HE MH3Yy4aJOCh. MoxHO OXHWIAaTb CHHXXCHUA

3KCIIO3UIINU 3TOHOTeCTpeia (MHIYKIHS CYP3A4). B
MMOCTPETUCTPALMOHHBIA TIepruos HaONfoNeHUs OBUTH IIONTyYeHBI
OTICNbHBIC COOOIIEHHS 00 OTCYTCTBHH KOHTPAICIITHBHOTO
a¢dexTta NpH OPUMCHCHUH 3TOHOTECTpENia Yy  MAIMEHTOK,

MIPUHUMABIINX 3(aBUPEH3.

B nomonHeHWe K TOPMOHAIBHBIM KOHTpAIENTHBAaM JOJDKEH HCIOJIb30BaThCS HANEKHBIH METOoA OapbepHOU
KOHTparenimu (cM. pasaen «lIpumenenue npu 6epemMeHHOCmU U 8 NEPUOO 2PYOHO20 6CKAPMAUBAHUSY).

NMMYHOJAEINNPECCAHTBI
HNMMyHOIETIPECCAHTH, KoTOphle | B3auMopelictBue He wusydanocb. MOXHO OXUIAaThb CHWXKEHUS
MeTaboIM3UPYIOTCS U30()EPMEHTOM | SKCIIO3HUIIUU HMMYHOJIEIIpECCaHTa (mHayKIHS CYP3A4).
CYP3A4  (manpumep, IIMKJIOCTIOPWH, | ManoBeposiTHO, YTO yKa3aHHbIE HMMYHOJENPECCAHTHl OyIyT

TaKpPOJIMMYC, CHPOIUMYC) / 3(aBUpPEH3

OKa3bIBaTh BJIMAHHUEC Ha SKCIIO3HUIITUIO 3(1)aBI/IpCHSa.

MosxeT moTpeGOBaThCsl KOPPEKIHS 03B

HUMMYHOJCTIPpECCAHTA. PeKOMeHHyeTCﬂ OCYILICCTBJIATH TH.[aTeJILHBIﬁ

MOHHUTOPUHT KOHHGHTpaL{I/Iﬁ HMMYHOJZCTIpECCaHTa B KPOBU B TCUCHUC HC MCHEC 2 HCICIIb (Z[O YCTaHOBJICHUA
CTaOUIBHBIX KOHHCHT‘paHHﬁ) C MOMCHTA Ha4aJia Tepalnun 3(1)aBI/IpCH30M WK ¢ MOMECHTaA €€ OTMCHBEI.

OIMMOUAbI

MetanoHn/>¢aBupeH3

(craOmiibHas MOJIEpXKMBAIOIIAS 1033, 35-
100 mr 1 pa3 B cytkw/600 mr 1 pa3 B
CYTKH)

MerTtanoH:

AUC: [52% (133 — [66), Cmax: {45% (|25 — |59) (wHDyKUMSA
CYP3A4).

B uccienoBannu ¢ yyactuem BUY-mHQUIMPOBAHHBIX MAIUCHTOB,
KOTOpBIE BBOJIWJIM ceOe HApKOTHYECKHE CpEeJCTBAa BHYTPUBEHHO,
YCTaHOBJICHO, 4YTO OJHOBPEMEHHOE MNpPUMEHEHHE 3(aBUpEH3a U
METa/IOHa TPHUBOJMJIO K CHIDKEHUIO KOHIIGHTpAIlMM METaJoHa B
I1a3Me KpPOBH W K TMOSBICHHIO CHUMIOTOMOB OTMEHBI OITHATOB.
UToOBl YMEHBIIUTH BBIPAKEHHOCTh CHMITOMOB OTMEHBI, 03y
METaJI0OHA YBEIMYUBAIIU B cpeiHEM Ha 22%.

HpOTI/IBOHOKa3aH O)IHOBpeMeHHBIﬁ IIPUEM D

AaBUPCH3a U MCTAaJI0OHA M3-3a pUCKA YJIMHCHUA NHTCPBaJIad QTC

Bynpenopdun/nanokcon/acaBupens

Bynpenopdun:

AUC: [50%.

HopO6ynpenopdus:

AUC: [71%.

O¢asupens:

KIMHUYECKH 3HAYUMOTO
B3aUMOJICHCTBUSI HE BBISIBIICHO.

(hapMaKOKMHETHYECKOTO

HecmoTps Ha CHIDKEHHE SKCIO3MINHN OynpeHop(HHA, CIIydaeB MMPOSBICHUS CHMIITOMOB OTMEHBI y MTAIIHEHTOB HE
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

JlekapcTBeHHbIE NIpenaparsl, Binsiuue na KOFEEATH AN NPENAPALA B OBIBOPOTKE |
pa3nesieHHbIe M0 Cpe i in-(S
(apmakoTepaneBTHYECKHM rpynmnam J0BepUTEIbHbIE HHTEPBAJIbI, €CJIH IPUMEHHMO (MEXaHU3M)
(103a)

HaOmonanocs. He TpeOyercsi KOppeKIMU 0361 HU OJHOTO M3 JIEKAPCTBEHHBIX CPEICTB MPU OJHOBPEMEHHOM
Ha3Ha4eHUH OynpeHopduHa 1 3(aBupeHs3a.

a— 90% JOBepHUTEIIbHBIC HHTEPBAIIBI, €CIIH HE YKa3aHO JIPYroe;
b — 95% noBepuTenbHBIC HHTEPBAIBI;
YD — ypuaunaudocdar;

I'MI'-KoA-penykTasza — 3-THAPOKCH-3-METHITITYTAPIII-KOIH3UM-A-peyKTasa.

Jlemu

HcenenoBanus B3aMMOJECHCTBUS IIPOBOJUINCH TOJIBKO Y B3POCIIBIX.

Oco0ble ykazanus

O¢aBupeH3 He JOJKEH IPUMEHATHCS B KaueCTBE €MHCTBEHHOIO Ipenapara Juist gedenus B1Y-
UHQEKIMM, a TaKKe He JOJDKeH J00aBIsATbCd B KayecTBE EIUMHCTBEHHOrO Ipenapara K
HeopdexruBHO cxeme Teparmu. Kaxk m B cimyuwae npyrux HHUOT, npu npumenenun
sdaBupeH3a B MOHOTEPAIIMH MOXKET OBICTPO Pa3BHUTHCS PE3UCTEHTHOCTH BHpYyca. Ilpu BbIOOpE
HOBBIX AHTHUPETPOBUPYCHBIX IpPENaparoB s NPUMEHEHUs B KOMOMHAIUU C 3(aBUpPEH30M
clleflyeT Y4YUTBIBaTh BO3MOXKHOCTb Pa3BUTHUS NEPEKPECTHONH PE3UCTEHTHOCTH BHpYyca (CM.
paznen «PapmakoouHamuray).

He pexkomennmyercs mpuMeHeHne d(haBUpeH3a OJHOBPEMEHHO C  TaOJIeTUPOBAHHBIMH
JCKapCTBEHHBIMH  TpernaparaMd ¢ (UKCUPOBAaHHBIMH  KOMOMHAUMsAMHU  3(aBHpEH3a,
SMTPULMTA0MHA U TeHO(OBHPA AU30MPOKCUIT (pyMapaTa, eCiid TOJbKO He TpeOyeTcss KOPPEKIUH
7103l (HampuMep, Npu NpUMEHEHUHU ¢ pudaMnuuHoM). OTHOBpEMEHHBIH npueM 3(aBUpeHs3a ¢
[JIEKanpeBUPOM/IUOPEHTACBUPOM ~ MOKET  3HAYUTENbHO  YMEHBIIUTh  KOHIIEHTPAIUH
rJieKanpeBUpa U NHUOpeHTacBUpa B IUIa3ME€ KpPOBH, 4YTO MOXKET MPUBECTH K TIOTepe
TepaneBTHUeckoro s@dexra. CoBMECTHOE NPUMEHEHUE TIJeKalpeBUpa/MMOpeHTacBUpa |
s(aBupeH3a He PEKOMEH TyeTCsl.

He pexomenagyercss OogHOBpEeMEHHOE NIPHUMEHEHHE J(aBHpeH3a C IpernaparaMH Ha OCHOBE
skcTpakTa ['mHkro bunoba.

[Tpu Ha3HaYeHUH NpenapaToB JUIs OJHOBPEMEHHOIO MPUMEHEHHs ¢ 3(paBUPEH30M Bpau J0JKEH
O0paTUThCSI K MHCTPYKIMSAM IO MEAMLMHCKOMY IPHUMEHEHHIO JaHHBIX JIEeKapCTBEHHBIX
IIPEMapaToB.

Ha ¢one nposenenuss APBT nenb3s uckmounts puck nepegaun BUY nqpyrum nunam Bo Bpemst
CeKCYallbHOTO KOHTAaKTa WJIM 4Yepe3 KpoBb. B cCBiA3m ¢ 3TuM cieayer coOiroaaTh
COOTBETCTBYIOLIME MEPBI IIPEAOCTOPOKHOCTH.

COHVTCTBVIOHI&S[ AHTUPCTPOBUPYCHAA TEpAIUI

Ecnu npuem xakoro-nmi0o aHTUPETPOBHPYCHOTO CPEACTBA B cocTaBe kKoMOuHMpoBaHHOH APBT

OTMCHSACTCA B CBA3UM C TIOAO3PCHHEM Ha HCICPCHOCUMOCTD, HeO6XO,Z[I/IMO PACCMOTPECTH
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BO3MOXKHOCTh OJHOBPEMEHHOW OTMEHBI BCEX aHTUPEMPOBANYCOHBE TPEicHs. [Tiprem]Bcex

OTMEHEHHBIX aHTHUPETPOBUPYCHBIX IPENapaTroB [OJDKEH ObITh BO30OHOBIEH cpa3y Hocie
MCUE3HOBEHHS CHMIITOMOB HETIEPEHOCHUMOCTU. He pekoMeHiyeTcst mpepbiBaeMasi MOHOTEpAIus
U TI0CJIEIOBATEIILHOE MMOBTOPHOE Ha3HAYCHHE aHTHPETPOBHPYCHBIX CPEACTB M3-3a MOBBIIICHHS
BEPOSITHOCTH IOSIBIICHUS PE3UCTEHTHOIO K Tepaluu BUpyca.

KoxHnas cblb

B knuHMuYeCKUX HcclenoBaHMUSIX 3(aBUpeH3a HAOIIOANUCH JIETKO M YMEPEHHO BBIPAKCHHBIC
BBICHIIIAHUS, KOTOpPBIE OOBIYHO  HCYE3aNM TMpH  NPOAOIDKEHMHM  Tepamuu. llpuem
COOTBETCTBYIOLIUX 0J10KaToOpoB Hi-rucraMuHOBBIX peLenTopoB u/unu
[JIFOKOKOPTUKOCTEPOUA0B MOXKET YJIYUIIUTh HEPEHOCUMOCTh M CIIOCOOCTBOBATH CKOpEHLIEMY
MCUC3HOBEHMIO KOXHOHM ChIIH. Tskenast popma KOXKHOHM CBHIIH, CONPOBOXKIAEMasi BOJIIBIPSIMH,
JieCKBaMalyell anuTenus win o0pa3oBaHUEM sI3B, HaOMOAANach MeHee 4eM y 1% marueHTos,
IpUHUMaBIIUX 3¢aBupeH3. MHoropopMHas 3KccyqaTUBHaAs spuTemMa Ui cunapom CTuBeHca-
Jbxoncona Berpevanucs y 0,1% nauuenTtoB. Eciim y manueHTOB BO3HMKAeT Tspkenas Gopma
CBIITH, COMTPOBO’KIaeMasi BOSHUKHOBEHHEM BOJIJIBIPEH, IECKBaMAIMel SIUTEIHS C BOBICYCHUEM
CIIM3UCTBIX O00O0JIOYEK WM JIMXOPAJKOM, HEOOXOAMMO HEMEUIEHHO IPEKpaTUTh MpUeM
s¢aBupeH3a. DpaBUpeH3 HE PEKOMEH/I0BAH MALlMEHTaM, Y KOTOPBIX Oblja yrpojkarouias KU3HHU
KO)KHas peakuus (Harpumep, cuHapom CtuseHca-/[xoHcoHa). B ciyyae npekpalieHus Tepaniu
3¢aBUPEH30M HEOOXOJMMO PpacCMOTPeTh BONPOC O MPEKpAlleHUH MpUeMa ApYyrux
AQHTHPETPOBHUPYCHBIX CPENICTB, YTOOBI M30€XKATh MOSBICHHUS PE3UCTEHTHOTO K TEparuyu BHpyca
(cM. paznen «llobounoe Oeiicmsuey). Ciayyan KOXKHOW CHIIIU 3aperucTpupoBaHbl y 59 u3 182
nereit (32%), moay4yaBumIuX jeueHue 3(haBUPEH30M B 3 KIMHMUYECKUX HCCIIEAOBAHUIX CpEIHEH
IPOIOJDKUTENBHOCTBIO 123 Henenu. Y 6 aerelt cblnb Obl1a TsDKEIONW. MeauaHa BpeMeHU Havana
NOSIBJIGHUS CbIM Yy gAered coctaBuwina 27 gHet (3-1504 nus). Ilepen Hawanom Tepanuu
a(aBUPEH30M Yy JeTeld UM MOXKET OBITh PEKOMEH/IOBaHA COOTBETCTBYIOIIAs aHTUTHCTAMHHHAS
Tepanus B KauecTBe NPOQUIAKTUKH.

OnblIT npuMeHeHHs d3(aBUpEH3a Yy MAaIlMEHTOB, KOTOPbIM OBUTM OTMEHEHbl JApYyrue
aHTuperpoBupycHble cpeactBa u3 kimacca HHUMOT, orpanuuen (cm. pazpen «llobounoe
Oeticmsuey). DhaBUpPeH3 HE PEKOMEHJIOBAH MallMeHTaM, Y KOTOpBIX paHee Ha (OoHE mpuema
npyrux HHUOT pas3Buiuck yrpoxaromue XH3HH KOXKHBIE peakiuH (HampuMep, CHHIPOM
CtuBeHca-/[>kOHCOHA).

CHUMIITOMBI CO CTOPOHBI IICUXWKHU

HNmerotcs JaHHBIC O BO3HHKHOBCHHH HECKCIATCIIBbHBIX SIBIICHUH CO CTOPOHBI TICUXUKHU Y
ManucHTOB, MNPHUHUMABIIHUX B(I)aBI/IpeHB. HaI_II/IeHTBI, UMCIOIIME B AaHAMHEC3€ IICHUXHUYCCKUC
paCCTpOﬁCTBa, HaxXoOdTCd B TpPyHnIe IMOBBIICHHOIO0 pHUCKa IO Pa3sBUTHIO CCPBC3HBIX

HEXKEIIaTSIIBbHBIX SBJICHUM CO CTOPOHBI IICUXUKH. B YaCTHOCTH, TsKEJIasA ACIIPECCUs HauOoJee
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4acTo HaOmojamack y NalWEHTOB C Jenpeccuei (B EauamHeBe. | L FaRKeE -, mMEIoTCs

MIOCTPETUCTPAIMOHHBIC TAHHBIC O CIIydasX TsHKEIIOW METPECCHU, CMEPTH B pe3ysbTaTe CyHIuaa,
Opena M 1cuxo30moa00HOro moseneHus. IlanueHToB HEOOXOIUMO TPEAYNPEAUTh O TOM, YTO
IIpU pa3BUTUHN TAKHUX CUMIITOMOB, KaK TKCJIasd ACHPCCCHUA, IICUXO3bI UM CYHUIIUAAIBHBIC UACH,
OHH JIOJDKHBI HEMEUIEHHO COOOIUTh 00 3TOM CBOeMY Bpady. Bpau 1oybkeH ompeneiuTh
BO3MOXHYIO CBSI3b OTHX CHMIOTOMOB C TpueMoM 3(aBuUpeH3a, U, €Clii d3Ta CBA3b
MOATBCPKAACTCA, OUCHUTH COOTHOIICHHUC PUCKA JJIA IMAlMCHTA MpU MPOAOJLDKCHUU TCpalluu U
MOTEHIMAIBHOM MOJIB3bI OT MpHeMa Ipenapata (cM. pazaen «[lobounoe deticmeuey).

CHMIITOMBI CO CTOPOHBI HEPBHOMN CHUCTEMBI

VY marueHToB, MpUHUMAaBIIKMX d¢aBupeH3 B 03¢ 600 Mr 1 pa3 B CyTkH B paMKax KIMHUYECKUX
UCCIIEIOBaHM, 4acTO HAOIIOANUCh CIEIYIOIUE CHUMIITOMBI: TOJIOBOKPY)KEHHE, OECCOHHMIIA,
COHJIMBOCTb, CHIDKCHHE KOHIIEHTPALIMH U TIATOJIOTHS CHOBHJICHH, a TAK)KE€ BCTPEUATIUCH JPYTUe
He)KenaTellbHble sABleHus (cM. pazaen «llobounoe Oeticmsuey). CHUMITOMBI CO CTOPOHBI
HEPBHOW CHCTEMbI OOBIYHO HAONIOAATUCH B TEUYCHHE MEPBOTO UM BTOPOrO JIHS TEpaluu U B
OOJILIIMHCTBE CIydyaeB HCYE3aIM TMoche TmepBeix 2-4 Henmenb. [lanmeHTOB HEOOXOAMMO
pouH(OPMHUPOBATH O TOM, YTO TAKHE CHUMIITOMBI, €CIIM OHHU IMOSBISIOTCS, OOBIYHO MCYE3aI0T
IPU MPOJOJDKEHUU TEPANUU U HE SBIAIOTCS MPU3HAKOM BO3MOKHBIX HApYIICHHH CO CTOPOHBI
MICUXUKH, KOTOPBIE BCTPEUAIOTCS PEKE.

CynopoKHEIEC IPUIIAIKH

Coo0mmaiock 0 Cy1oporax y naiydeHTOB, IPUHUMABIIAX d(PaBUPEH3, OCOOCHHO Y TAIIMECHTOB C
cyaoporaMd B aHamHe3e. lIpm OJHOBPEMEHHOM TIPUMEHEHHWH MPOTHBOCYIOPOKHBIX
JIEKapCTBEHHBIX CPEJICTB, META0OIU3UPYIOIINUXCS B OCHOBHOM B TI€UEHH, TaKMX KaK (PEHUTOHH,
kapOamazenuH u  ¢eHobapOuTan, cleayer MepUOAWYECKH MPOBOJIUTH  OMNpeeTeHHE
KOHIIEHTpalUid ATHUX MOpenapaToB B Iula3Me KpoBu. FcciaegoBaHwe B3anMMOJECUCTBUI
JIEKApCTBEHHBIX CPEJICTB IMMOKA3al0, YTO MPHU OJHOBPEMEHHOM NPHUMEHEHUHN KapOama3enuHa |
sdaBupeH3a KOHIEHTpaluu KapOamaszenmuHa B IJ1a3Me KPOBU CHHXKANUCH (CM. paszzen
«B3aumooeticmsue ¢ Opyeumu neKapcmeeHnviMu cpeocmeamuy). [1alueHTsl ¢ Cya0pOoKHBIMU
MpUTNIAJKaMU B aHAMHE3€ JOJIKHBI HAXOJUTHCS 10T 0COOBIM HAOIOICHUEM.

HexenatennHbIC SBICHUS CO CTOPOHBI IICYCHU

B noctpeructpannoHHbiii nepuo HabMoIeHUs ObLIIO TOTYYeHO HEOOBIIIOe YUCIO COOOIIEeHUN
0 Pa3BUTHH MEUYEHOUYHON HEJTOCTATOYHOCTH y MAIIMEHTOB 0e3 yKa3aHWii Ha 3a00JIeBaHUs NIEYCHU
B aHaMHe3e, a Takxke O0e3 Jpyrux BBISBICHHBIX (aKTOpoB pucka (cM. pazuen «l/lobounoe
Oelicmeue»). B cBs3M ¢ ITUM PEKOMEHAYETCS OCYIIECTBIATh MOHUTOPHHT AKTHUBHOCTH
«TEYEHOYHBIX» (DEPMEHTOB JlaXKe Yy MAIIMEHTOB 0e3 MeueHOYHOW TUCHYHKIIMU B aHAMHE3e U

APyrux (baKTOpOB pucka.
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Bausaue nmunm (MOCNEOOBATENEHOCTL 0002

[Ipu npumeHenuu sdaBupeH3a BO BpeMs IMpuUeMa MHUIM MOXET BO3pacTaTh HSKCIO3ULUS
adaBupensa (cM. paznen «Papmaxonoeuveckue ceoricmeay noapasien « PapmakoKxuHemukay),
YTO MOXKET MPUBOJAUTH K YBEJIMYECHUIO YAaCTOTHI HEXENATENbHBIX peakuuil (cMm. paszzien
«llobounoe Oeticmsue»). B cBsi3u ¢ 3TUM pPEKOMEHJyeTCsl MPUHUMATh 3(PaBUPEH3 HATOIIAK,
JKeJaTelbHO Ha HOYb.

CI/IHZ[DOM BOCCTAHOBJICHUA UMMYHUTCTA

JlaHHBI CUHAPOM HAOIOJAIICS Y MTALMEHTOB C TSHKEIBIM UMMYHOJIC(HUIIUTOM B JTF000H MOMEHT
1ocJIe Hayaia npoBefeHus koMmOuHupoBaHHOW APBT. B pesynprate ycuiaeHuUsS UMMYHHOTO
OTBETa BCIICJICTBUE TEpallMU B TEUECHUE HECKOJIbKMX HENENb WM MECALEB OT Hayaljla JeueHus
MOJKET  pPa3BUTbCS  BOCHAJNUTENIbHAs  peaklus Ha  HEAKTUBHBIE WM  OCTaTOYHbIE
ONMOPTYHUCTHUYECKUE  HH(OEKIHH, TaKkue KaK  LMTOMETaJIOBUPYCHBIH  PETUHHUT,
reHepaIn30BaHHbIC W/WJIM OYaroBble MUKOOAKTepuanbHble MH(MEKINH, THEBMOHUS, BbI3BaHHAs
Pneumocystis jirovecii (npexnee Ha3Banme - Pneumocystis carinii). Takue BocmaauTeIbHbIE
CUMITOMBI HYK/1al0TCS B JAJIIbHENIIEH OLlEHKE U HA3HAYEHUU COOTBETCTBYIOIIETO JICUEHUS.
AyTOMMMYHHbBIC HapyiieHus (Takue Kak Ooie3Hb ['peliBca M ayTOMMMYHHBIH TEIaTHT)
HaOMo1anCh Ha (OHE BOCCTAHOBJICHHS] HIMMYHUTETA, OJHAKO BPEMs HayalIbHBIX MPOSIBICHUN
CWJIBHO BapbUpOBallo, U 3a00JI€BaHKE MOTJIO BO3HUKATh Yepe3 MHOIO MECSIIEB IOCie Hadajia
TEparnuu.

Jlunomuctpodus v MmetaboauuecKue HapyIIeHUs

KomOunupoBannas APBT accouumpoBana ¢ mepepacrpeiesieHueM IOJIKOKHO-KUPOBOM
kiaeryatku Tena (unomuctpodus) y BUY-uHpuuupoBaHHBIX nanueHToB. OTAajeHHbIE
IOCJEACTBHSI JTOrO SBJICHUS II0Ka HEHU3BECTHBI M MEXaHU3M €ro pa3BUTHS HU3Y4YEH
HepocTaTouHO. [Ipenmnonaraercs cBsi3b MEXJy BHUCIEpPAIbHBIM JIMIIOMATO30M U IMPUMEHEHHUEM
uHruoutopos npoteassl BUY u nunoarpopun u npumenennem HUOT. [loBbieHHBIH pUCK
pasBUTHS JUMOAUCTPOUH MOXKET ObITh OOYCIIOBJIIEH KaK WHAMBHUIYAIbHBIMHM (hakTOpamu,
TaKUMU KaK MOXHUJIONW BO3PACT, TaK U (paKTOpaMH, CBSI3aHHBIMH C IPUEMOM IpenapaToB, TAKUMH
kak npoaoswkutenbHast APBT u cBsizanHbIe ¢ Hell MeTabonnyeckue HapylieHus. B cBs3u ¢ atum
IpU KIMHUYECKOM OO0CII€ZIOBAaHUM TallMEHTa ClIeyeT MPOBOAUTH (PU3MKAIbHOE 00Ce10BaHue,
oOpamiass BHUMaHME Ha TepepacnpeiesieHue IOAKOKHO-)XUPOBOM KJIETYaTKH, a TaKxke
ONPEAEIATh KOHLIEHTPALMIO JUMHI0B B CBIBOPOTKE KPOBU HATOIIAK U KOHLIEHTPALNIO TIIIOKO3BI
B KpoBH. Hapymenuss nunuaHoro oOMeHa JOJKHBI KOPPEKTHPOBATHCSI B COOTBETCTBUU C
KJIMHHYCCKUMH TIPOSBICHUAMHE (CM. pasjen «[lobounoe Oeticmeuey).

OcTeoHekpos

XO0Ta 3THOJIOTUS JTAHHOTO 3a00JieBaHMs MpPU3HAHA MHOTO(AKTOPHOM (BKIIOYas NMPUMEHEHHE

KOPTUKOCTECPOU OB, 3J'I0y1'IOTpe6J'IeHI/Ie aJIKOI'oJIEM, TSAXKECITYIO UMMYHOCYIIPECCHIO,
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TIOBBIIIEHHBIA MHJIEKC MACCHI TeJa), Clydan OCTEOHEKP(3a)Ad0HQIEITE MPSHMYITecTBEHHO Y

ManueHToB ¢ juutenbHo BUY-undexnueld w/wiav y MamueHTOB, JUITMTEIBHO TOJYYaBIINX
koMOnHMpoBaHHY!0O APBT. IlanueHTsl NOJKHBI HE3aMEAJIUTENIBHO OOpaTUTHCS K Bpady IpU
MOSIBJICHUH 0OJIeH B CycTaBax, CHIDKEHUH TIOJIBUYKHOCTH CYCTaBOB WIIM TPYAHOCTSIX MPHU XOJb0E.

Y umnaenne uarepsaia QTc

Yanunenue unrtepBana QTc HaOmoAanoch y MalMEHTOB, MPUHUMAIOMIMX 3(aBUpEeH3 (CM.
pasuensl  «llpomusonokaszanusy,  «Bzaumooeticmeue ¢ = Opyeumu  aeKapcmeeHHbIMU
cpeocmeamuy). Y TAIMEHTOB C PUCKOM yUIMHEHHUs uHTepBaia QTc ciemyer paccMoTpeTh
aNbTepHATUBHYIO Tepanuio 0e3 npuMeHeHus 3(paBupeH3a.

Ocoobie cpynnot nayuenmos

Tayuenmoi ¢ 3a601e6anuamu neyeHu

DdaBupeH3 MPOTHBOIIOKA3aH MAIMEHTaM C TSDKEJIOW CTENEHBIO MEYCHOYHON HEA0CTATOYHOCTH
(xmacc C no cucreme Yaitna-ITsto0) (cm. pasaenst «lIpomusonoxazanusy; « @apmaxonocuieckue
ceoticmeay noapasnen « PapmakokuHemukay) U He pEKOMEHAYETCsl MallueHTaM ¢ MOpakeHueM
MIEYCHU CPEAHCH CTEIECHU TSHKECTH, MOCKOJIBKY Ha JaHHBIM MOMEHT HEJAOCTAaTOYHO JIaHHBIX,
YTOOBI YCTAHOBUTH, HY)KHA JIU B TAKUX CITYYasiX KOPPEKIUS O3B

BcenenctBue wuHTeHCHBHOrO Metabonusma d3(daBupeH3a cuctemMod muroxpoma P450 wu
OTPAaHUYEHHOTO OMbITa KIMHUYECKOTO MPUMEHEHUs Mpernapara y HalUeHTOB ¢ XPOHUYECKUMU
3a00JIeBaHUSMU TEYEHU CJEIyeT COONI0JaTh OCTOPOKHOCTh NpU HazHaueHUH 3(daBUpEH3a
MarUeHTaM ¢ 3a00JICBaHUSIME TIEYCHH JICTKON CTENEHU TsDKECTH. [Ipr 3TOM MarueHThl TOJDKHBI
HAaXOJWTHCSI TOJ HAONIOJACHWEM JIII  CBOEBPEMEHHOTO  BBISBJIICHUS  JI0303aBHCHMBIX
HEXXENaTeNbHbIX PEakKIfii, OCOOCEHHO CO CTOPOHBI HEPBHOW CHCTeMBI. Takke uepe3
oTmpezieieHHbIe UHTEPBAJIBI BPEMEHU CIIeAyeT MPOBOAUTH Ta0OPaTOPHbBIE aHATU3bI AJs OIEHKU
cocTosHUS TieueHH (CM. pasnen «Cnocob npumeneHust u 003vl»).

bezomacHocTh 1 3 dexTHBHOCTE d(haBUpeH3a HE TOATBEPKICHBI Y TAIIMCHTOB CO 3HAYMMBIMU
HapylIeHusMHU (QYHKIUU TIeueHu B aHaMHese. [lanuenTsl ¢ xpoHndeckum rematutom B umu C,
npuHUMaIe kKomOuHupoBaHnHyto APBT, BXomsT B rpymmy pucKa pa3BUTUSA TAKEIBIX
HEKENIATeIbHBIX PEaKIUi CO CTOPOHBI TIEYEHH, KOTOPBIE MOTYT IMPUBECTH K JICTAIHLHOMY
UCXOay. Y TAIMEeHTOB C HapylmieHWeM (pYHKIWU TIEYCHW B aHAMHE3E, BKIIIOYash XPOHHUYCCKUN
AKTUBHBIM TEMaTUT, MOBBIIIAETCS YacTOTa pAa3BUTHUS HApymIeHWH (YHKIUU TEYSHH TpHU
koMOuHHpoBaHHONW APBT, mosToMy Takue manueHThl JOKHBI HAXOIUTHCS MO HaOII0AeHUEM
B COOTBETCTBUHU CO CTAHIAPTHOW CXeMOW. Y TAIMEHTOB C YXYIIICHHEM TEUSHUS 3a00JIeBaHUS
MEYCHH WU C YCTOMYHMBBIM YBEIIMYCHHUEM aKTUBHOCTH CBHIBOPOTOYHBIX TpaHCAMHUHA3,
npeBblaromuM Oonee yeM B 5 pa3 BI'H, monp3a oT mpomomkeHus: Tepanuud 3(QaBUPEH30M

JOJIKHa COIMOCTABJIATHCA C BO3MOXHBIM pUCKOM B OTHOIICHHUH BO3HUMKHOBCHU
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renaToTOKCUYHOCTH. B OTHOHmIEHMM TakMX |MauMeHTOR)(CAGAYETE PAcOVOEPers) -BONPo¢ o

1es1ecoo0pa3HocTH npepoiBanus wind otMeHbl APBT (cMm. pasaen «l/lobounoe deticmsuey).

[Ipy oOgHOBpEMEHHOM MPUMEHEHHUU JAPYTUX JIEKAPCTBEHHBIX CPEJACTB C  H3BECTHOM
renaTOTOKCUMYHOCTBIO PEKOMEHJYETCS MPOBOJUTH KOHTPOJIb AKTUBHOCTH «II€YEHOYHBIX)
depmentoB. Ilamumenram c¢ remarutroMm B wnum C npu Ha3HaueHUHM KOMOMHHUPOBAHHOMN
MPOTUBOBUPYCHOW TEpamuu CJleIyeT TakKe PYKOBOJICTBOBATHCS HMHCTPYKIHUSMHU IO
MIPUMEHEHHUIO Ha3HAYaeMBbIX MpenaparoB Jiis jeueHus renatuta B unu C.

Tayuenmoi ¢ noueunol HedOCMamouHOCMuio

®apMakoKMHETHKa 3(aBUpeH3a y MalMeHTOB C MOYEYHOW HEJOCTATOYHOCTHIO HE H3Yy4dalach,
OJIHAKO B CBSI3U C T€M, YTO B HEU3MEHEHHOM BHJE MOYKAMHU BBIBOAUTCA MeHee 1% mpuHSTON
no3el d(aBupeH3a, HapylieHWe (YHKIUUA TOYEK HE JOJDKHO OKa3bIBaTh CYIICCTBEHHOTO
BIIMSTHUS HA BBIBEAICHHE d(aBupeH3a (cM. pazuen «Dapmakonocuieckue c8oucmsady moapasiel
«Dapmakokunemuxay). ONBIT NpuMeHeHHs] dhaBUpPEH3a Yy MAUEHTOB C TSKEION MOYeYHOH
HEJOCTAaTOYHOCTBIO OTCYTCTBYET, B CBSI3M C YeM Yy TaKUX MalMEHTOB CJIEyeT MPOBOJIUTH
THIATEILHBI MOHUTOPHHT 0€30M1aCHOCTH MTPUMEHEHUS TTperapaTa.

Tayuenmsi nodxxcunozo 6ospacma

[TockonbKy B KIMHHYECKHUE UCCIIECTOBAHMS ObLTO BKIIOYEHO HEOOBIIOE KOJTUYECTBO MOMKHUIBIX
MAIMEHTOB, HET OCHOBAHHM MpeArnoiaraTh, 4To JSHCTBUE Mpenapara Ha MAlMeHTOB MOXKUIOTO
BO3pacTa OTJIMYAeTCA OT TAKOBOTO y 00Jiee MOJIOIbIX MAI[IEHTOB.

Jlemu

[TpumeneHue apaBupeHsa y aerei miiajiie 3 Mec. Wi ¢ BECOM MeHee 3,5 KI' He UCCIIEJ0BAJIOCh.
Bcnomozamenvhvie geujecmea

[lanmeHTaM ¢ peaKo BCTpPEYArOUIEHCs HACIEICTBEHHOM HENEePEeHOCUMOCThIO TajlaKTO3bl,
ne(UIUTOM JIaKTa3bl JioHmapel WM TJII0KO030-TalaKTO3HOW MayibabcopOumei He cienyer
MIPUHUMATH JTOT TMpernapar.

Hannsbiit npenapar coaepxur 1,1 mr, 2,19 mr, 3,29 mr, 4,39 mr, 6,58 mr Hatpus Ha 100 mr, 200
mr, 300 mr, 400 mr, 600 mr. Heo6xoaumMo y4uThIBaTh MAallMEHTaM, HAXOMISIIUMCS Ha JIUETE C
OTpaHUYEHUEM TTOCTYIIJICHUS HATPUSI.

JaHHbBII  TIpemnapar  COAEPKUT  JIEUUTHUH  COeBbIA. llanmMeHTaM ¢ MOBBIIIEHHOMN

YYBCTBUTCIIBHOCTBIO K apaxucCy UJIN COC HE CICAYCT IPUHUMATD JaHHBIN Ipemnapar.

Biusinue Ha CIOCOOHOCTH YNIPABJSATH TPAHCHOPTHBIMYU CPEACTBAMH, MEXaHU3MAMH

He mpoBomunoch wWCCEeNOBaHUM [JI1 OICHKHA BIUSHUS HAa CIOCOOHOCTh YIPABISTH
TPAHCMIOPTHBIMU CPEJCTBAMH W paboOTaTh C MexaHW3MamMu. DGaBUPEH3 MOXKET BBI3BIBATH
TOJIOBOKPY)KEHHE, HapylleHWe BHUMAaHUS, OECCOHHUIlY W JpYyrHe HeXelarelbHbIe

JICKApCTBCHHBIC PEAKIIMU CO CTOPOHBI IeHTpaibHOW HepBHOW cuctembl (L[HC). Ilamuenrtos
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CIIelyeT NMPEAYNPEIUTh, YTO, €CIM y HUX MOABATCA THOOBIE A PR CHMITRONMOB, M GIeayeT

n30erarhb yrnpaBJeHHs] TPAHCIOPTHBIMU CPEJICTBAMU M pabOThI ¢ MEXAHU3MaMH.

dopMa BbINIYCKa

TabneTku, MOKPHITHIE IIEHOYHOU 000104K0i, 100 mr, 200 Mmr, 300 mr, 400 mr, 600 mr.

ITo 10 Tabnerok B OucTep u3 rieHku [1BX 88 u amomunueBoit honbry.

ITo 3 nmm 10 GmucTepoB BMECTE C MHCTPYKIMEH MO MEIUIIMHCKOMY NMPUMEHEHHUIO B MAYKy W3
KapToHa Ui NOTPEOUTEIHCKON Taphl THUITA XPOMOBBIN HIIM XPOM-3p3all.

[To 30 umu 100 TabneTok B IUIACTHKOBYIO OaHKY W3 MOJUATUIICHTEpe(TasiaTa, yKYNOPEHHYIO
IUTACTUKOBOM KPBIIIKOM M3 MOJMATUIICHA BHICOKON IUIOTHOCTU HU3KOTO JABIIEHUSI C KOHTPOJIEM
nepBoro BCKpbITHS. Ha OaHKy HaKJIEMBAIOT ATUKETKY U3 OyMaru mucuei, Wik STUKETOUHOM, UITN
CaMOKJICSIIIIYIOCS ITHKETKY.

1 G6aHKy BMeCTE€ C WMHCTPYKIMEH M0 MEIUIIMHCKOMY MPUMCHCHHIO B TAYKy W3 KAapTOHA IS

NOTPEOUTENHCKOM Taphl TUIIA XPOMOBBIN WM XPOM-3P3all.

Cpox rogHocTu

2 roja. He ncnonn30BaTh 10 HCTCUCHUH CpOKa roaHOCTH.

YciaoBus XxpaHeHust

Xpanuts rpu Temreparype He Boiie 25 °C. XpaHUTh B HEIOCTYITHOM I IETei MecTe.

YcaoBus ornycka

OTnyckaroT Mo peLenry.

IIpousBoaurenn

00O «32nBancn Papmay, Poccust

benroponackas 0611., benropoackuit paiton, nrr. CeBepHslii, yi. bepesosas, 31. 5.

Konrakthslii Tenedon: +7 (4722) 20 23 19

Baajenen peructpanuoHHOro yaocropepenusi / Opranuszanus, NPUHAMAKOLIAS PeTEH3UH
norpedureei

00O «OnBanca ®apmar, Poccust

308010, benroponckas 001., MyHUIIUIABHBIN paiioH benropoackui, r.m. nmocenok CeBepHBI,
nrt. CeBepHblii, yi. bepe3onas, 31. 5.

O pazeumuu HexcenamenbHbIX peakyull, CEA3AHHBIX C NPUEMOM NPenapama, cooouwams.

000 «OnBanca dapmar, Poccust

308010, benroponckas o6u., benropoackuii paiion, nrr. CeBepHblii, yi. bepe3osas, 311. 5.

Ten.: +7 (4722) 2023 19

e-mail: factory@atcl.ru
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