COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 23.04 2026 N= 8337

OBIIASI XAPAKTEPUCTHUKA JEKAPCTREHHOTO TIPERAPATA "

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA

ODABUPEH3-HAHOJIEK, 600 mr, TabieTKH, MOKPHITHIC MJICHOYHONW 000I0YKOM.

2. KAUECTBEHHBIN U1 KOJIUYECTBEHHBIN COCTAB

JleiicTBy1o11ee BemecTBO: A(haBUPEH3.
Kaxxnas Tabnerka, mOKphITask INICHOYHON 0005109K0#, conepxkut 600 Mr aaBupeH3a.

BemiectBa, Hajiuuue KOTOPBIX HAJ0 YUYUTHIBATh B COCTaBE JICKAPCTBEHHOIO Iperapara: JIaKTo3a,
Hatpuit (cm. paznen 4.4).

[TonHbIi TepeyeHb BCIIOMOTaTeIbHbIX BELIESCTB MPUBEIEH B pa3aene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabeTku, MOKPHITHIC IJICHOYHONH 000I0UKOM.

TaOneTku, MOKPHIThIE INIEHOYHOU 000JI0UKOM, KEJITOTO LIBETA, IBOSIKOBBIITYKJIbIE, OBATbHON (POPMBIL.
Ha nonepeynom paspese: onHOpojHas Macca OT Oenoro A0 HmoyTH Oenoro IBeTa, OKpY)KEHHas
LIBETHON IIJIEHOYHOW 000JIOUKOA.

4. KIMHUYECKHUE JAHHBIE

4.1. ITokazaHusl K IPUMEHEHHIO

[Ipenapar DPABUPEH3-HAHOJIEK mnoka3aH K NpUMEHEHHI0 B COCTaBe KOMOMHUPOBAHHOM
IIPOTUBOBUPYCHOW TEpANNU AJIS JIEUEHUS B3POCIBIX, TOJAPOCTKOB U JE€TEN cTapuie 3 JIET ¢ Maccou
tena 40 kr u 6onee, THQUIIUPOBAHHBIX BUPYCOM UMMYyHoieduuTa yenoseka 1-ro tuna (BUY-1).

4.2. Pesxum 103MpPOBaHNUS U CNIOCO0 MPUMEHEHUSs

Tepanuto 3(haBUPEH30M TOKEH Ha3HAYaTh Bpad, UMEIOIIHK onbIT ieueHuss BUY-undexnun.

3(I)aBI/IpCH3 JOJDKCH  HAa3HAdaTbCd B KOM6I/IHaI_II/II/I C OpyruMHu  aHTHPETPOBUPYCHBIMU
JICKAPpCTBCHHBIMU CPEACTBAMMU.

PexxuM 103upoBaHus

Bspocnvie

Oc¢aBupeH3 Ha3zHayaeTcs B KOMOMHAIMM C HYKJIEGO3WJHBIMH HMHTHOUTOpamMH oOpaTHOU
tpanckpuntassl (HMOT) ¢ unu 6e3 uaruduropa nporeazsl BUY o 600 mr 1 pa3 B cyTku.

Koppexyus 003

Ecnu adaBupens npumeHsieTcst 0IHOBPEMEHHO ¢ BOPUKOHA30JI0M, /1032 BOPUKOHA30J1a JI0JIKHA OBITh
yBenuudeHa 10 400 mr 2 pasa B CyTKH, a J103a dpaBUpeH3a JoKHA ObITh yMeHbIeHa Ha 50 %, To ecTh
o 300 mr 1 pa3 B cytku. [locne mpekpaieHus: Tepanui BOPHUKOHA30JIOM JOJKHA TPUMEHSThCSA
nepBoHavanbHas 103a dhasupensa (600 mr) (cm. paznen 4.5).
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u Oosiee, MOXKeT MOoTpeOOBaThCS yBeIUUYeHHE 10361 ddaBupen3a 10 800 mr 1 pa3 B cyTku (cM. pazen
4.5).

Oco0ble rpynisl MalueHToB

Hab;uenmbz C NOYeYHOoU HedoCMAamo4HOCMbIO

dapMakoKMHETHKA 3PaBUPEH3a y TAIIMEHTOB C TOYCUYHOW HEOCTATOYHOCTHIO HE U3y4aliach, OJTHAKO
B CBA3M C T€M, YTO B HEU3MEHEHHOM BHUJE IOYKAMH BBIBOAMTCA MeHee | % MpUHATOW 03B
a¢aBupeH3a, HapymieHue (QYHKIMH MOYEK HE JOJDKHO OKa3bIBaTh CYIIECTBEHHOTO BIIUSHUS HA
BbIBeZIeHUE d(haBupeH3a (cM. paszaen 4.4).

Hat;ueHmbz C NeYeHOYHOU HeOOCMAamoO4HOCbIO

VY nanueHToB ¢ 3a00J1eBaHUSAMU NIEUECHHU JIETKOW CTEMEHU TSKECTU KOPPEKIHs A03bl d(aBUpEeH3a HE
tpeOyercs. Ilpu 5TOM nHamMeHTHl OJDKHBI TIIATENFHO HAOIIONAThCS HA MPEIMET Pa3BHTHUS
HEXeJaTeNIbHBIX PpeakKIuii, O0COOCHHO CO CTOPOHBI HEpBHOW cucTeMbl (cM. pazaen 4.4). He
PEKOMEHIyEeTCsl MPUMEHEHUe A(aBUpeH3a y NMallueHTOB C IEYEHOYHOW HEJOCTaTOYHOCThIO CpEHEN
CTETeHHU TSHKECTH, MOCKOJIbKY Ha JaHHBIH MOMEHT HEJOCTAaTOYHO JAHHBIX, YTOOBI yCTaHOBUTH,
HY’KHa JIM B TAKUX CIIydasX KOPPEKLUs A03bI.

eTH
D¢aBupeH3 Ha3HAYaeTCs B KOMOUHAIMK ¢ HHrHOuTOopoM nporeazsl BUY n/mmm HUOT.
Jloist mereld 1036l MOJ0MPAIOTCS B 3aBUCUMOCTH OT Macchl Tena (cM taour. 1).
DdaBupeH3 MOKeT Ha3HAYATHCS TOJILKO TEM JIETSAM, KOTOPBIE MOTYT MPOTJIATHIBATH TAOJICTKH.
Tabmuma 1. J{o3sl q1st neteit npu HazHaueHUW ¢daBupensa 1 pa3 B CyTKH.

Macca Teaa, Kr Jo3a npenapata J®ABUPEH3-HAHOJIEK

Ot 40 xr u 6oitee 600 Mr

be3zonacHocTh U 3¢ (heKTUBHOCTE MPUMEHEHUS 3(paBUpeH3a y JeTell Miajme 3 JeT He YCTaHOBJICHBI.
JlaHHBIE OTCYTCTBYIOT.

ITpenapatr DOABUPEH3-HAHOJIEK He cnenyer HazHauaTh (IPUMEHSTh) y JieTel ¢ Maccoil Tena
MeHee 40 KT B CBSI3W C HEBO3MOXKHOCTBIO 00ECIIEYUTh PEKUM JI03UPOBAHUSL.

Cnoco0 mpuMeHeHus

BryTps.

Pexomenayercst npuHUMaTh dpaBUpeH3 nepe cHoM HaTomak. [Ipuem ahaBupen3a Bo Bpemst mpuema
MUIIA MOKET YBEJIMYUTH €r0 DKCIMO3UIMIO M MPUBECTH K MOBBIMICHUIO YAaCTOTHI HEXENaTeIbHbIX
peakiuii (cMm. pazaenst 4.4 u 5.2).

4.3. [IporuBonoKa3zanusi

e ['UNepYyBCTBUTENFHOCTh K 3(aBUpPEH3y WJIM K IJIOOOMY W3 BCIIOMOTATEIFHBIX BEIIECTB,
IIEPEYUCIIEHHBIX B paszzene 6.1;

o [leueHOYHAs HEIOCTATOYHOCTH TsDKeNoH creneHu (kinace C no knaccudpukanuu Yaitna-I1s10) (cm.
pasnen 5.2);

e OQHOBpEMEHHOE MpPUMEHEHHE C TepPeHaJnHOM, AaCTEMHU30JI0M, LH3AMPUIOM, MHUMO3UIOM,
OermpuIMiIoM, MHAA30JIaMOM, TpHA30JaMOM U alKaJOMAAMU  CIOPBIHBUM  (HampuMmep,
AProTaMHUHOM, JTUTHIPOIPTrOTAMHUHOM, SPrOHOBUHOM WM METHJIIPrOHOBUHOM), IOCKOJBKY
KOHKYpPEHTHOe B3aumojeilicTBue sdasupensa ¢ nzopepmeHToM CYP3A4 moxeT mpuBECTH K
MOJIaBJICHUIO MeTa0oJaM3Ma JIaHHBIX [pernapaToB U  MOSBICHUIO MNPEINOCHhUIOK s
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ApPUTMUH, JJTUTEITBHOMY CeIaTUBHOMY 3((EKTy WM YyTHETSHUIO AbIXaHus) (cM. pasnen 4.5);

e OIHOBpEMEHHOE TMPHMEHEHHE C TpernapaTaMu/IpoAyKTaMH PACTUTEIBHOTO MPOUCXOXKICHUS,
COZIepIKAIUMK 3BEepo00i TpOIBIpsIBICHHBIA (Hypericum perforatum), MOCKOIbKY TPU 3TOM
BO3MOJXKHO CHIDKCHHE KOHIICHTPAIK d(aBUPECH3a B IUIa3Me KPOBH M, KaK CIICJCTBUE, CHIDKCHHE
ero KamHu4eckoro 3 dekra (cm. pazzaen 4.5);

e OIHOBPEMEHHBII TMPHUEM C TPa30NPEBUPOM/3I0ACBUPOM H3-3a OKUAAEMOTO 3HAYUTEIBHOTO
CHIJKEHMsI KOHLEHTpallUuU B IUIa3Me KPOBU Tpas3olpeBupa U snbacsupa (cM. pasgen 4.5). O1or
3 eKT BO3HUKAET BCIEACTBUE TOTO, YTO ddaBupeH3 unayuupyer nzopepment CYP3A4 wmm
rukonporens P (P-gp), u4TO NpUBOAUT K MOTEpe BHUPYCOJOTHYECKOM 3(P(HEKTUBHOCTH
(TepaneBTHYECKOTO 3P deKTa) rpazonpeBupa/ndoacBupa;

e Ha3znauenune Impemnapara nainyueHTam:

— IPU HAJIAYMM B CEMEHHOM aHAMHE3€ CIy4aeB BHE3AlHOM CMEPTH WIH BPOKICHHOIO
yuHeHus uHrepsana QTc Ha 3JIeKTpoKapAnOrpaMMe Uil IPYrUX KIMHUYECKUX COCTOSIHUM,
COIIPOBOXKAAIOIINXCS YUIMHEHneM uHTepBana QTc;

— C KJIMHUYECKUMHU TIPOSBICHUSIMH apUTMUU CEpAla WIA C KIMHUYECKH 3HAYMMOU
Opaaukapauel Wik XpOHUYECKOW CepAeYHON HEOCTaTOYHOCTHIO CO CHIKEHHOW (ppakimeint
BBIOpOCa JIEBOTO KETyJOUKa B aHAMHE3E;

— C TSDKENBIMU HAPYLIEHUSMHU DJIEKTPOJIUTHOrO OallaHCa, HAMpHUMEp, TUIMOKAIUEMHUEH WIn
THIIOMarHueMHUEH;

e OQHOBpEMEHHBI TIpUEM C TIpermapaTamy, BBI3BIBAIOIMIMME yanuHeHue wuHTepBana QTc
(mperapaThl ¢ apUTMOTCHHBIM d(hPeKTOM):

— aHTHapUTMHUYECKHE Npenaparsl kiaccos [A u III;
— HEMPOJIENITUKH, aHTHIEIIPECCAHTHI;

— HEKOTOpbIC aHTHOMOTHMKHM, BKIIOYAasi IMpENapaThl, OTHOCSIIMECS K CICAYIOUIMM KJaccam:
MaKpOJHUIbl, (PTOPXHUHOJIOHBI, TPOTHBOTPUOKOBBIE TPEMapaThl MPOU3BOJHBIE MMHUIA3071a U
TpHasona;

— HEKOTOpbIE HeceTaTUBHBIE aHTUTHCTAMUHHBIE MpernapaThl (TepdeHaanH, aCTeEMU30I);
— IU3aIpPHT;

— ¢rexauHuz;

— HEKOTOpPBIC IPOTUBOMAJISIPUITHBIE TIPETIapaThl;

— METaJIOH.
4.4. OcoOble yKka3aHus 1 Mepbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH

D¢daBupen3 He AOMKEH MPUMEHSATHCS B KayecTBE €AMHCTBEHHOTO Mpemnapara Juis jeueHuss BIY-
nH(pEKIMH, a TakkKe He JIOJDKEH J00aBISAThCS B KAayeCTBE CJIMHCTBEHHOTO TIperapara K
Hen(p(HEeKTUBHOM cXeMe Tepanuu.

Kak u B cirydae qpyrux HEHYKJICO3UIHBIX HHTUOUTOPOB 00patHoi TpanckpunTassl (HHUOT), npu
NpUMEHEHUH 3(haBUPEH3a B MOHOTEPANIUU MOXKET OBICTPO pa3BUTHCS PE3UCTEHTHOCTH BUpyca. [lpu
BbIOOpE HOBBIX aHTUPETPOBUPYCHBIX MpENapaToB /s MIPUMEHEHHs] B KOMOMHAIUU ¢ 3(aBUpeH30M

CJICAYCT YUUTBIBATH BO3MOXHOCTL PA3BUTHA HepereCTHOﬁ PE3UCTCHTHOCTHU BUpPYCa (CM. pa3aci
5.1).

He pexomenayercs mnpuMeHeHHe dS(}aBUpEeH3a  OJHOBPEMEHHO C  TalbJeTHpPOBAaHHBIMHU
JIEKapCTBEHHBIMU IpenapaTamMu ¢ (GUKCUPOBAHHBIMU KOMOMHAIUAMU 3(haBUpPEH3a, YMTPULIUTAONHA
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1 TeHo(OBHpPA AU30NPOKCHIa (PyMapara, eciiu TOIbKO _HE pebVetch ROSpek i o CHan o ap.

IIPU OTHOBPEMEHHOM MTPUMEHEHHUHU C pUPaMITULIITHOM).

He pexoMeHnayeTcst 0IHOBPEMEHHOE MPUMEHEHHE d(aBUpeH3a C IpernaparaMi Ha OCHOBE DKCTPAKTa
I'makro aBynomnactHoro (Ginkgo biloba) (cm. paznen 4.5).

[Ipu Ha3zHaueHun mpemnapaToB JJIsl OJHOBpeMEHHOro mpumeHeHus ¢ npenapatom JDOABHPEH3-
HAHOJIEK Bpau momKkeH o0paTUThCS K OOIIMM XapaKTepUCTHKaM JIEKapCTBEHHOIO IMpernapara
(OXJIIT) maHHBIX JIEKAPCTBEHHBIX MIPEIapaToOB.

Ha ¢one nposenenust antuperpoupycHoir tepanuu (APBT) Henb3s UCKIIIOYUTH PUCK TEperadn
BUY npyrum nunam Bo BpeMs CEKCYaIbHOIO KOHTAKTa WM 4epe3 KpoBb. B ¢BsA3M ¢ 3TuM cnenyer
COOJII01aTh COOTBETCTBYIOIINE MEPBI IIPEIOCTOPOKHOCTH.

ConyrcrByromas APBT

Ecnmu mpueM Kakoro-immO0 aHTUPETPOBUPYCHOTO CpPEICTBa B cocTaBe koMmOmHUpoBaHHOW APBT
OTMEHSETCS B CBSI3U C MOJIO3PEHUEM Ha HEIIEPEHOCUMOCTh, HEOOX0AMMO PACCMOTPETh BOZMOKHOCTh
OJIHOBPEMEHHOM OTMEHBI BCEX AHTHPETPOBUPYCHBIX TmpemnaparoB. [IpmeM Bcex OTMEHEHHBIX
AHTHPETPOBUPYCHBIX MpENapaToB JJOJDKEH OBITh BO300OHOBIEH Cpa3y IOCIE HCYE3HOBEHHS
CUMIITOMOB  HEMEpEeHOCUMOCTH. He  pexkoMmeHmyeTcs  mpeppiBacMas  MOHOTEpamusi W
MOCIIEZIOBATEIbHOE TMOBTOPHOE HA3HAYCHHE AHTHPETPOBUPYCHBIX CPEACTB U3-3a MOBBIIICHHUS
BEPOSITHOCTH TOSIBJICHUS PE3UCTEHTHOTO K T€paluu BUpyca.

KoykHas cplnb

B xnMHHMYECKMX HCCIETOBaHUAX A(aBHpeH3a HAOIIOJAINCH JIETKO W YMEPEHHO BBIPaKEHHBIC
BBICBHIITAHHUS, KOTOPbIE OOBIYHO MCYE3AIOT MPH MPOJODKEHUHU Tepamnuu. [IpuemM cOOTBETCTBYIOLIMX
6mokaTopoB H|-THCTAaMMHOBBIX PELENTOPOB W/WIH TIIOKOKOPTUKOCTEPOHIOB MOXKET YIyUIIUTh
MEPEHOCUMOCTh M CIIOCOOCTBOBATh CKOpEHINIEMY MCUE3HOBEHHUIO KOXKHOW chimu. Tspxenas dopma
KO>KHOM CBINK, CONMPOBOX/AaeMasi BOJJIBIPSIMH, JICCKBAMALUEH SMUTENUS MM 0O0pa3oBaHUEM SI3B,
HaOmonanach MeHee uyeM y | % manueHtoB, npuHUMaBmuX 3dasupens. MuorodopMHas
JKCCyIaTUBHAs spuTemMa uinu curapom CtuBenca-/)xoncona secrpeuanuce y 0,1 % namuenton. Eciun
y TAIMEHTOB BO3HUKAET TsDKenas (opMa ChIIH, COMPOBOXKIaeMasi BOZHUKHOBEHHEM BOJABIPE,
JIeCKBaMalMeil SMUTENIHS C BOBJICYCHHEM CIU3UCTHIX OOOJOYEK WM JIMXOPAIKOH, HEOOXOIMMO
HEMEJIEHHO MPEeKpaTUuTh mpueM d¢aBupensa. I(haBupeH3 He pEKOMEHI0BaH MallUeHTaM, Y KOTOPBIX
ObLIa yrposKarolas )KU3HU KOXHas peakuus (Harpumep, cuaapom CtuseHca-J>koHcoHa). B ciydae
MpeKpaleHus: Tepanuu 3paBUPEH30M HEOOXOAUMO PAcCMOTPETh BOMPOC O MPEKpalleHuu mpueMa
JIPYTHX aHTHPETPOBUPYCHBIX MPENapaToB, 4TOOBI H30€KaTh MOSBICHUS PE3UCTEHTHOTO K TEpaITHH
BUpyca (cM. pazzen 4.8).

OnplT npuMeHeHHs 3¢aBUpeH3a y NAIUEHTOB, KOTOPbIM ObUIM  OTMEHEHBl Jpyrue
aHTHpeTpoBUpycHbIe cpenctBa U3 kiacca HHUOT, orpanuuen (cMm. pasgen 4.8). DdaBupens He
PEKOMEH/IOBaH MalMeHTaM, y KOTOpbIX paHee Ha ¢one npuema apyrux HHUOT passunmch
YIpOKAIOIIME KU3HU KOXKHbIE peakiuu (Harpumep, cuHapom CTuBeHca-/[KoHCOHa).

VY ummaenne narepsaia QTc

VY nnunenue unTepBana QTc Habm0AAIOCh Y NAllMEHTOB, MPUHUMABLINX 3(aBUpeH3 (CM. pa3zesnsl
4.3u4.5). Y naiueHToB ¢ puckoM yanuHeHus QTc cienyer paccMOTpeTh allbTEPHATUBHYIO TEPAITUIO
0e3 nmpuMeHeHus dpaBUpeH3a.

CHuMITOMEI CO CTOPOHBI IICUXWKHU

Nmerorcst 1aHHBIE 0 BOSHUKHOBEHUH HEXENATENbHBIX SIBICHUN CO CTOPOHBI IICUXUKH Y MALUEHTOB,
NpUHUMAaBIIKMX 3¢aBupen3. [lanueHTs, uUMeroOUMe B aHAMHE3€ IICUXWYECKHE pacCTPOWCTBaA,
HaXOJATCsS B IPYIIIE MOBBIIIEHHOTO PUCKa IO Pa3BUTHIO CEPHE3HBIX HEXKENIATENIbHBIX SIBJICHUM CO
CTOPOHBI ICUXUKH. B yacTHOCTH, TsDKenas Aenpeccus Hanbosee 4acTo HaOIr01anack y NallMeHTOB C
Jenpeccueil B aHamHe3e. Takke HMMEITCS MOCTPETMCTPALlMOHHBIE JAHHBIE O CIydasx TSKEION
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Nenpeccuy, CMEPTU B pe3ysbTare cyulyaa, Opena u HCI/IXOS(EIIOIL'O%HO—'ILO 'IIOBezteIEH/I;r Hauprem‘OB

HCOGXOI[I/IMO npeaynpcauTb O TOM, 4YTO IIPHU pPa3BUTUH TAKUX CUMIITOMOB, KaK TAKCIIad JCTIPECCUH,
TICMXO03bl WM CYMIIMJAIbHBIC HJICH, OHU JIOJDKHBI HEMEIJICHHO COOOmUTh 00 3TOM Bpauy. Bpau
AOJDKCH OIMPECACIIUTb BO3BMOKHYIO CBA3b 9TUX CUMIITOMOB C IPUEMOM 3(1)aBHpeH3a, H, €CJIK 3Ta CBA3b
MOJITBEPK/IAETCS, OIICHUTh COOTHOIICHHWE PHCKA Ul TMAIMEeHTa MPU MPOJOJDKCHUU TEparud U
MOTEHIIMATBHOM MOJIB3bI OT NpUeMa Ipenapara (cM. pazaen 4.8).

CHUMITOMEBI CO CTOPOHBLI HEPBHOM CHCTEMBEI

VY manueHToB, NMpUHUMABIIKX 3¢aBupeH3 B no3e 600 mr 1 pa3 B CyTKM B paMKaxX KIMHHYECKHX
UCCIIEIOBAaHUM, 4YacTO HAOJIIOJAIUCh CIEAYIOUIME CHMIITOMBI: TOJIOBOKpPY’KEHHE, OECCOHHMIA,
COHJIMBOCTb, CHW)XKCHHE KOHLEHTPALlUM M IATOJIOTUsSl CHOBUACHWMN, TaKXKe BCTPEHAIUCH JpPYyrue
HeXenarenbHble ABIeHUs (cM. paszzen 4.8). CUMITOMBI CO CTOPOHBI HEPBHOW CHCTEMbI OOBIYHO
HaOJI0AATNCh B TEYCHUE MIEPBOTO MM BTOPOTO JHS T€panuu U B OOJBIIMHCTBE CIIy4acB HCUE3ATU
nocie nepBblx 2 —4 Henmenb. IlanueHToB HE0OXOAMMO NPOUMH(GOPMHPOBATE O TOM, YTO TaKHUE
CUMIITOMBI, €CJIM OHU IMOSBJISIIOTCS, OOBIYHO MCYE3AI0T MPU MPOJODKEHUN TEPAIUU U HE SIBIISIFOTCS
IIPU3HAKOM BO3MOXKHBIX HAPYLIEHUH CO CTOPOHBI IICUXUKH, KOTOPbIE BCTPEUAOTCSI PEKE.

He#poTOKCHYHOCTh C TO3JHMM Ha4ajoM, BKIIOYas aTakCUio M HHuedaronatuio (HapyuleHHne
CO3HaHUS, CIIyTaHHOCTb CO3HAHMs, IICUXOMOTOPHOE 3aMeIJIeHHEe, ICHX03, JCIUPHH) MOKEeT
BO3HHUKAaTh 4€pe3 HECKOJIBKO MECALIEB MM JIET MOCe Hadaua Tepanuu 3¢dasupeH3oM. Hekoropsie
cllyyal HEHpPOTOKCMYHOCTH C MO3JHMM HayaJloOM BO3HHMKAJIM Yy MAIMEHTOB C TI'€HETHYECKUM
nomumopdumom uzodepmenta CYP2B6, 4ro cBsi3aHO ¢ TOBBIIEHHEM KOHIICHTPAUU d(paBHpeH3a
B IIJJa3Me€ KPOBH, HECMOTpPs Ha CTaHAApPTHbIE N103bl 3¢aBupeH3a. IlanueHTsl ¢ mpuU3HAKaMu U
CUMIITOMaMHU  CEPbE3HBIX HEBPOJOTMYECKHX  HEXKENATENbHbIX  pEeakUuid  JIOJKHBI  OBITh
He3aMeUITMTEIbHO 00CIIe10BaHbl ISl TOTO, YTOObI OLIECHUTh BO3MOXHOCTb CBSA3H JaHHBIX COOBITHI €
nprueMoM ddaBupeH3a 1 000CHOBAaHHOCTD MPEKPAIEHHs Teparnuu 3(haBUpPEH30M.

CynoposKHbIE IPUITAAKH

Coo0mmanoch 0 Cymoporax y MalydeHTOB, IPUHUMABIINX 3(PaBUPEH3, OCOOCHHO y IAlMEHTOB C
cyJoporaMu B aHamHese. [Ipu o JHOBpeMEHHOM MPUMEHEHUH TPOTHBOCYTOPOMKHBIX JIEKAPCTBEHHBIX
CPEIICTB, META0OMM3UPYIOIINXCSI B OCHOBHOM B IE€UEHHU, TaKUX Kak ()EHUTOWH, KapOamas3ernuH U
(benobapbura, cieayer NepuoIunIeckd MPOBOAUTH ONpeAeTeHNEe KOHIIEHTPAIIM ITUX MpenapaToB
B TUTa3Me KpoBW. lcciieoBaHWe B3aWMOJCHCTBHIA JICKAPCTBEHHBIX CPEJICTB TOKA3ajo, 4TO TPU
OJTHOBPEMEHHOM TMPUMEHEHUH KapOamazenuHa ¢ 3(aBHUpEeH30M KOHIICHTpAIMH KapOama3enuHa B
T1a3Me KpOBU CHIDKATHUCH (CM. pazzen 4.5). [TarueHTsl ¢ CyTopOKHBIMU TPUTIAJKAMU B aHAMHE3e
JOTKHBI HAXOAUTHCSA MOJT 0COOBIM HAOIIOICHUEM.

HexenaTenpHbIC SIBICHHUS CO CTOPOHBI IICYCHU

B moctperucrpanoHHbIi nepuoa HabMOAEHUs ObUIO MOJyYeHO HEOOJIBIIOe YUCIO COOOIIEHHH 0
Pa3BUTHH MEYEHOYHON HEJOCTATOYHOCTH y MAalMEeHTOB 0e3 yka3zaHuil Ha 3a00jieBaHUS IEUYEHU B
aHaMHe3e, a Takke 0e3 IPYrux BbIABICHHBIX (PAKTOpOB pHcka (cM. pazzaen 4.8). B cBs3u ¢ 3tum
PEKOMEHIYEeTCSI OCYIIECTBIIATh MOHUTOPUHI AKTUBHOCTH «IE€YEHOYHBIX» (PEPMEHTOB JaXe Y
NAaIMEeHTOB 0e3 MeYeHOYHOM TUC(YHKIIMN B aHAMHE3€ WM APYTruX (aKTOPOB pUCKa.

Brausiane nuimm

IIpu npumenennn mnpenapara OPABHWPEH3-HAHOJIEK Bo Bpems mnpuema NHIMUM MOXET
BO3pacTaTh dKCcHo3uiusa d(paBupen3a (cMm. paszen 5.2), 4TO MOXKET MPUBOJIUTH K YBEIUYEHUIO
4acTOTBI HEXENIATENbHbIX peakuui (cM. paszzen 4.8). B cBsa3u ¢ 3TUM peKoMeHAyeTcsl NPUHUMATh
npenapatr DOABUPEH3-HAHOJIEK Hartomak, skenareasHO Ha HOYb.

CHUHAPOM BOCCTAHOBJICHUS MMMYHUTETA

JlaHHBIN CUHIIPOM HAOMIOJANCA y MAlMEHTOB C TSHKEJIbIM MMMYHOJAE(PUIUTOM B JIFOOOH MOMEHT
rocje Havyajia mpoBeeHus komonHupoBanHoit APBT. B pesynbrare ycuneHuss MMMyHHOTO OTBETa
BCJIE/ICTBUE TEpaluu B TEUEHHE HECKOJIbKMX HeNledb WM MECAlleB OT Hayaja JICYEHHUS MOKET
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COOTBETCTEY
ot 2304

MNOCOENOBATEI
pPa3BUTHCS BOCHAIMTENIbHAS PEAKIHS HA HEAKTUBHBIC MJIU rl)cra*;]oﬂ%r,

WH(EKINHU, TaKhue Kak I[MTOMETaJOBUPYCHBIA PHUHUT, TEHEPATU30BAaHHBIC W/WIM OYaroBbIe
MUKOOAKTepHallbHble HMH(EKIIMKM, ITHEBMOHHUS, BBbI3BaHHAS Pneumocystis jirovecii (IpexHee
Ha3BaHue — Pneumocystis carinii). Takue BoCIAIMTEIbHBIE CUMIITOMBI HYXIAIOTCS B JaJIbHEHUIIEH
OLICHKE ¥ Ha3HAYEHUU COOTBETCTBYIOLLETO JICUCHUS.

AyTOMMMYyHHbBIE HapylLIEHU (Takue Kak 0ose3Hb I 'peiiBca 1 ayTOMMMYHHBIH I'enaTtuT) HabJIroJalIuch
Ha (OHE BOCCTAHOBJIIEHUS MMMYHUTETAa, OJHAKO BpEMsl HauyalbHbIX MPOSABICHUNA CHUIBHO
BapbUPOBAJIO U 3200JIEBaHUE MOTJIO BO3HUKATh Ye€Pe3 MHOI'O MECSILIEB IIOCIIE Hayaa TePaIuim.

.HI/IHOI[I/ICTDOd)I/IH 1 MeTa0OJHYECKHE HapyniCHUA

KombunupoBannas APBT accornumpoBana ¢ nepepacnpeielieHueM MOAKOKHO-KHUPOBON KIETYaTKU
tena (unopuctpodus) y BUYU-unpunmpoBanneix nauueHToB. OTIaNeHHbIE NOCIEACTBHS 3TOTO
SIBJICHUS II0Ka HEU3BECTHBI, U MEXAaHHU3M €ro pa3BUTUA M3y4eH HenocraTouHo. Ilpeamnosaraercs
CBSI3b MEX/1y BUCLIEPAIbHBIM JIMIIOMATO30M, IPUMEHEHHEM HMHTMOUTOPOB MPOTEa3bl U JIUN0ATpohuu
u npumenenneM HUOT. T1oBbIeHHBINH PUCK Pa3BUTHS JHUIIOAUCTPOPHHA MOXKET OBITH 00YCIIOBICH
KaK MHAMBUYalbHBIMU (haKTOpaMU, TAKUMHU KakK IOXKUIION BO3pacT, Tak U (pakTopamu, CBS3aHHBIMU
C IPUEMOM IIpENapaToB, TAaKUMU Kak npoaospkutenbHas APBT u cBszanHbie ¢ Hell MeTabonyeckue
HapylleHus. B cBsI3M ¢ 3TUM IpU KJIMHUYECKOM OOCII€OBAaHMM MNAlMEHTa CleAyeT MPOBOIUTh
¢dusukanbHOE 00CienoBaHMe, oOpalas BHUMAaHUE Ha IepepaclpeleleHue IOAKOKHO-KHPOBOH
KJIETYAaTKH, a TAKXE OINPEAEIATh KOHLEHTPALUIO JIMIUIOB B CBIBOPOTKE KPOBHM HATOIIAK U
KOHLEHTPALMIO TJIIOKO3bl B KpoBU. HapyiieHus aunuaHoro ooOMeHa JOKHbBI KOPPEKTUPOBATHCS B
COOTBETCTBUH C KJIMHUYECKMMHU NPOSIBIECHUAMHU (CM. paszen 4.8).

Octeonekpo3

XoTs aTHONOTHS JaHHOrO 3a00JieBaHMA MpH3HAHA MHOTO(AKTOPHOW (BKJIOYAs MPUMEHEHHE
KOPTUKOCTEPOUJIOB, 3JIOYIOTPEOICHNE AIKOTOJIEM, TSHKEIYI0 MMMYHOCYIPECCHIO, MOBBIIICHHBIN
MHJIEKC Macchbl Teya), CIy4al OCTEOHEKpo3a HaOII0JaNnuCh MPEUMYIIECTBEHHO y MAIlMEHTOB C
mmrenbHo BUY-nHdeknuei w/winm y ManueHToB, JIMTEIBHO MOTYYaBIIMX KOMOMHUPOBAHHYIO
APBT. Ilanuentsl AOMHKHBI HE3aMEUIMTEILHO OOpaTUTHCS K Bpauy HpH MOSABICHUU OoJeill B
CycTaBaX, CHI)KEHUH TOJBUKHOCTH CYCTABOB MJIM TPYJIHOCTSIX MPH X0Ob0E.

Oco0nIe T'PYHIIIBI HATWMCHTOB

Hauueﬁmbz C NeYeHOYHOU HeOOCMAamoYHOCbIO

O¢aBupeH3 NPOTUBONOKA3aH MallMEHTaM C TSHKEJIOW CTENEHBI0 MEYeHOYHOW HEeI0CTaTOYHOCTH
(xmacc C no knaccudukanuu Yaina-I1e10) (cM. pazaenst 4.3 u 5.2) 1 HE peKOMEHIyeTCs MallueHTaM
C MOPaKEHUEM TIEUYEHU CPEIHEN CTENEHU TSDKECTH, MOCKOJIBKY Ha JAHHBIM MOMEHT HEIOCTATOYHO
JaHHBIX, 4YTOOBI yCTAaHOBUThH, HYKHa JIM B TaKUX CIydasx KOppekuus no3bl. Bcenencreue
MHTEHCUBHOrO MeTabonu3Ma »3(daBUpeH3a MoJ JeHCTBHEM cHcTeMbl IuToxpoma P450 u
OTPAaHUYEHHOTO ONbITa KJIMHUYECKOTO MPUMEHEHHs Mpernapara y MalUeHTOB C XPOHUYECKUMH
3a00J€BaHUSAMU T[I€YEHH, CIEAyeT CoON0IaTh OCTOPOXXKHOCTh MpPHU Ha3HAYeHHWHU IIperapara
OOABUPEH3-HAHOJIEK nauuentam ¢ 3a00sieBaHUSMU T€YEHU JIETKON CTeneHu TskecTH. [lpu
3TOM MAaLUEHThl JOJDKHBI HAXOIUTHCS IMOJ HAONIOJIEHHEM MJIsi CBOEBPEMEHHOI'O BBISBICHUS
J10303aBUCUMBIX HEKEJIaTeJIbHBIX PEAKINil, 0COOEHHO CO CTOPOHBI HEPBHOM cUCTEMBI. Taxxke uepe3
OIpeJie/IeHHbIE MHTEPBaJbl BPEMEHHU CIIEAyeT MPOBOAUTH J1IAOOpAaTOpPHBIC AHAIM3BI JJS OLEHKH
COCTOSIHUS TieueHU (cM. pazzen 4.2).

bezonacHocts U 3¢ ¢dexkTuBHOCTS 3(aBUpEeH3a HE MOATBEPXKJIEHBl Y MAIMEHTOB CO 3HAYMMBIMU
HapyuleHUsIMU (QYHKIMM TeyeHu B aHamHe3e. [lamueHTsl ¢ xpoHuueckuM rematutoM B umu C,
npUHUMaroIue KoMOuHHMpoBaHHY0O APBT, BXomiar B rIpynmy pHcKa pPa3BUTHS TSDKENbBIX
HEXENaTeNbHBIX PEAKIUN CO CTOPOHBI IEYEHH, KOTOPhIE MOTYT IPUBECTH K JIETAJILHOMY UCXOAyY. Y
NAlMeHTOB C HapylleHHeM (QYHKIMU TEeYeHW B aHAMHE3e, BKIIOYas XPOHMUYECKUH aKTHUBHBIN
rernaTuT, MOBBIIIAETCA YAacTOTa PAa3BUTHUS HApyILIEHUH (QYHKIMU MEYeHH NMPU KOMOMHHPOBAHHOMN
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APBT, nosTomMy Takue ManyeHTbl JOJKHBI HaXOAUThCS HOII'I—I’H@‘EEX%H M %%UTBG’ITCTB'I/I'I/IU‘CI?O

C 'H-' OTYETY

CTaHIAPTHOW CXeMOH. Y TAaIMeHTOB C YXYIIICHHEM TeUeHHUs 3a00NieBaHUS TEUYCHU WIH C
YCTOWYMBBIM YBEJIMYCHUEM aKTUBHOCTH CHIBOPOTOUHBIX TPAaHCAMHUHA3, IPEBBIIIAIOIINM 00Jiee YeM B
5 pa3 BepxHioto rpanuily Hopmel (BI'H), monb3a ot npoaomkeHus Tepanuu 3(paBupeH30M JI0JDKHA
COINOCTAaBIIATHCSI C BO3MOYKHBIM PUCKOM B OTHOUIEHUWM BO3HUKHOBEHHS T€IIaTOTOKCUYHOCTH. B
OTHOIICHUHU TaKUX MalMEHTOB CIEAYET PACCMOTPETh BOIIPOC O [EIeCO00Pa3HOCTH MTPEPHIBAHS HITU
ormeHsl APBT (cwm. paznen 4.8).

IIpy  OIHOBPEMEHHOM INPHUMEHEHMM JPYIMX JIEKAPCTBEHHBIX CPEICTB C  M3BECTHOHU
IeaTOTOKCUYHOCTBIO  PEKOMEHAYETCSI NPOBOJUTH KOHTPOJIb AKTHMBHOCTH  «IIE€YEHOYHBIX)»
¢depmentoB. [lammentam ¢ rematutom B winm C npu  Ha3HAYeHWHW KOMOMHUPOBAHHOM
IIPOTUBOBUPYCHOM Tepamnuu ciefyer Takke pykoBoactsoBarscsi OXJIII HazHawaeMBIX IpenapaTroB
114 nedenus rernaruta B win C.

Hab;uenmbz C NOYEeYHOoU HedoCMamo4HOCmbIO

dapmakOKHHETHKA d(aBUpEeH3a y NAIMEHTOB C TOYEYHOM HEAOCTATOYHOCTHIO HE H3yYasach, OTHAKO
B CBSI3U C TE€M, YTO B HEM3MEHEHHOM BHJE MOYKAMH BBIBOAUTCA MeHee 1 % NpUHATOW 103bI
sdaBupeH3a, HapylleHHe (QYHKIMH MOYEK HE JOJDKHO OKa3bIBaTh CYIIECTBEHHOTO BIUSHHS Ha
BbIBeieHHE 3(aBupen3a (cM. pazzgen 5.2). OnsiT npuMeHeHus 3(aBUpeH3a y NaIlMeHTOB C TsHKEIon
[IOYE€YHON HEJJOCTaTOYHOCTHIO OTCYTCTBYET, B CBSA3H C UEM y TaKUX HALIMEHTOB CJIEYET MPOBOIUTh
THIATENbHBI MOHUTOPUHT O€30MaCHOCTH MPUMEHEHHUS MIpernapara.

ﬂuua nooaicus10co so3pacma

HOCKOHBKy B KIMHHYCCKHEC HCCICOAOBAHMA OBUIO BKJIIOUEHO HEOOBIIOE KOIHMYECTBO ITOXKHIIBIX
aluCHTOB, HET OCHOBaHHI1 nmpeamoJarartb, 4ro HeﬁCTBHG npemnapara Ha MAaUCHTOB IIOXXHJIOTO
BO3pacTa OTJIIMYACTCA OT TAKOBOI'O Y boiee MOJIOABIX IMTAIIUCHTOB.

CTH
HpI/IMeHeHI/Ie Bq)aBI/IpeH?»a y JeTelt muaaie 3 MCCALICB UJIN C BECOM MCHCC 3,5 KI" HC UCCJICIOBaJIOCh.

Cnyyan KOXXHOHM ChIlIM 3apeructpupoBanbl y 59 u3z 182 nereit (32 %), mosryyaBIIUX JI€UEHHE
3¢aBUpPEeH30M B 3 KIMHUYECKUX HCCIIEAOBAHUAX CpeAHEN MPOJODKUTENbHOCTRIO 123 Henenu. Y 6
JeTel chIlb ObLTa TsKENoM. Menrana BpeMeH! Havalla MOSIBJIICHHS ChINU Y JIeTel cocTaBmiia 28 qHei
(3-1642 nua). Ilepen Havanom Tepanuu 3(aBUPEH30M y JeTell UM MOXKET ObITh PEeKOMEHJOBaHa
COOTBETCTBYIOIIasl aHTUTHUCTAMUHHAS Tepanus B Ka4eCTBE MPOQPHUIAKTUKH.

BcnoMmoraTenbHbIE€ BEIIECTBA

Jlakmosa

IIpenmapatr OO®ABUPEH3-HAHOJIEK conepxxut sakro3y. /laHHBIN JIEKapCTBEHHBIN NpenapaTr He
clieyeT NMpPUHUMATh NAIMEHTaM C PEJKO BCTPEyarolIeiicsi HACJIeJCTBEHHOW HENEepeHOCHMOCThIO
rajakTo3bl, JAKTa3HON HEJJOCTATOYHOCTBIO WM TIIOK030-TAJIakKTO3HON MajibabcopOuueit.

Hampuu

JlaHHBIN JeKapCTBEHHBIN Mpenapar coaepkHUT MeHee 1| Mmounb (23 mr) Hatpus Ha 1 TabneTky, TO
€CTb, 10 CYTH, "HE COAECPKUT HATPHS'".

4.5. BzaumogeiictTBue ¢ JPYrHMH JIEKADCTBEHHBIMH IpenaparamMMm W Jpyrue BHIbI
B3aMMOJAEHCTBUSA

D¢aBupens in vivo ssusercs uHAyKTOopoM n3opepmeHToB CYP3A4, CYP2B6 u uzodpopmsr 1A1
ypuauaaudocdar-raokyponmnrpanchepazsr (YAD-I'TIA1). Konuenrpamus B 1mia3Me KpPOBH
COEIMHEHUI, KOTOphIE SABISAIOTCS CyOCTpaTaMu JaHHBIX M30()EPMEHTOB, MOXKET CHIDKATbhCS MPHU
OJIHOBPEMEHHOM IpUMEHEHUHU ¢ 3(daBupeH3oM. B To xe Bpems in vitro 3¢aBupeH3 MHTHOUpOBAI
nzopepmenT CYP3A4. TeopeTnuecku 3T0 MOXKET NPUBECTH K YBEITMUYCHHIO SKCIIO3UILIUH CyOCTpaTOB
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CYP3A4, nostomy ciienyeT coOI01aTh OCTOPOKHOGTE IIPH H%&h;ellgrpﬂ% VE%EJELB "J\FP%AIA‘F'

OMY OTHETY

Y3KUM TEeparneBTUYECKUM OKHOM. D(}aBupeH3 MOKeT ObITh HHIyKTOpoM n3opepmentoB CYP2C19 u
CYP2C9, onnako in vitro Takxe Ha0II01a710Ch HHTMOMPOBaHKE JTaHHBIX U30(epMeHTOB. /[0 KoHIIa
apdekr, HaOMOIAaEeMBblii MPU OJHOBPEMEHHOM MPUMEHEHHH J(aBUPEH3a C COCAMHCHUSMU-
cyOcTpaTaMu JaHHBIX M30()EPMEHTOB, HE siceH (CM. pazzaen 5.2). Dkcrno3unus 3haBUpEeH3a MOXKET
YBEIMYUTHCSA TIPH TPHUMEHCHUU TMperapara OJHOBPEMEHHO C HEKOTOPBIMHU JIEKAPCTBEHHBIMH
cpeacTBaMu  (HampuMmep, PUTOHABUPOM) WM NUIIEBBIMH  HPOAYKTaMH (Hampumep, C
rpeingpyToBEIM COKOM), KoTOpbie HHTHOUPYIOT n30hepmenTsl CYP3 A4 unn CYP2B6. [Ipenapats
Ha OCHOBe dKcTpakTta ['mHKro nynomactHoro (Ginkgo biloba), KOTOpble MHIYIUPYIOT JaHHBIC
130(hepMEHTHI, MOTYT IPUBOJNTH K CHIDKEHUIO KOHIICHTPAIH 3(haBUpeH3a B TUIa3Me KPOBHU.

IIpoTuBOonOKa3aHHAA KOM6I/IHI/IDOBaHHa${ TCpalini

DdaBupeH3 MPOTHBOIIOKA3aHO NPUHAMAThL OJHOBPEMEHO C Tep(eHaTuHOM, acTEeMHU30JIOM,
U3AMPUAOM, MUAA30J1aMOM, TPHA30JIaMOM, MUMO3UIOM, OCIPUIMIIOM U alKaIOUIaMH CIIOPBIHBU
(Hanmpumep, SProTaMuH, AUTHAPOIPTOTAMUH, HSPTrOHOBUH WJIM METUIIPrOHOBUH), IOCKOJIBKY
KOHKYpEHTHOEe B3aumojeiictBue 3¢aBupensza c¢ uzodpepmertoMm CYP3A4 moxeT mHpHUBECTH K
MOAABJICHUIO METAa00JIM3Ma TaHHBIX MPENapaToOB U MOSBICHUIO MPEANOCHUIOK /JIi BOSHUKHOBEHUS
CEpbE3HBIX U/UIN YTPOKAIOIINX KU3HU HEXKENATEIbHBIX SIBICHUN (HampuMmep, CepeYHON apuTMUH,
JUTATEIHHOTO CEAATUBHOTO (P (eKTa WM YrHeTeHUs AbIxanus) (cM. pazaen 4.3).

IIpenapamul, gvizvigarowue yonuneHue unmepsana QTc

[IpoTuBOonOKa3aH OJHOBPEMEHHBIH HpueM 3(aBUpeH3a U MPENaparoB, KOTOPbHIE BbHI3bIBAIOT
ynnuHenue uarepBana QTc u MOryT npuBOIUTH K BOSHUKHOBEHHUIO )K€y IOUKOBOM TaXUKAPAUH I10
TUILY «upyd T». K TakuMm npenaparam OTHOCSTCS:

— aHTHapUTMUYECKue npemnapatsl kiacco IA u III;
— HEUpOJENTUKH, AaHTUICTTPECCAHTHI;

— HEKOTOpble AaHTHOMOTUKHU, BKIIOYas Ipernaparbl, OTHOCSIIUECS K CIEIyIOIUM KJaccaM:
MaKpOJIHIbI, (PTOPXMHOJIOHBI, MPOTHBOIPHOKOBBIE MpenapaTsl MPOU3BOAHBIE WMHAA30JIa H
TpHa3oia;

— HEKOTOpble HeceJaTHBHBbIE AaHTUTMCTAMHUHHBIE Tpenaparbl (TeppeHaauH, acTeMH30l);
[UA3ATPUT;

— (QrexkanHUI;

— HEKOTOpbIe NPOTHBOMAIISIPUIHBIE ITpEnaparsl;

— MeTajoH (cM. pazzaen 4.3).
I'pasonpesup/>n6aceup

OnHOBpPEMEHHBIM TMPUEM C Tpa3oNmpeBUPOM/3I0ACBUPOM TMPOTHUBOMOKA3AH, MOTOMY YTO MOMKET
MIPUBECTH K MOTEPE BUPYCOJIOTUUYECKOM aKTHBHOCTH Tpa3onpeBupa/sndacsupa (cM. paznen 4.3).

36epoboii npoovipsaenennviti (Hypericum perforatum)

[TanenTsl, npUHUMaOIMEe d3(aBUPEH3, HE JOJDKHBI TNPUHUMATh MpenapaTbl/IPOAYKTH,
coJieprkarire 3Bepo0oil mpozbipsBieHHbIN. KoHlleHTpanus 3¢daBupeH3a B Iula3Me KPOBH MOKET
CHIDKAThCA NMPH OAHOBPEMEHHOM NPUMEHEHHUU CO 3BEpO0OEM MPOABIPSBICHHBIM, MMOCKOJIBKY OH
BBI3bIBACT MHIYKIMIO (EPMEHTOB W/HIIM TPAHCIOPTHBIX OEIKOB, OTBETCTBEHHBIX 3a METa0OJIM3M
JIEKapCTBEHHBIX CPEJCTB. EciaM manueHT y)e NpUHUMAET Mpenaparhbl/TIPOAYKThI, COAEpIKallne
3Bepo0OH MPOJBIPSABIEHHBIA, TO MPUMEHEHHUE IIOCIETHEr0 CJeayeT OTMEHUTb, IPOBEPUTH
KOHIIEHTPALIMIO BUpPYCa B KPOBHU U, €CJIM 3TO BO3MOXKHO, KOHIIEHTpaluio 3(aBupensa B kposu. [locie
OTMEHbI TPEenapaToB/IPOAYKTOB, COJAEpKAIIMX 3Bepo00il MPONBIPABIECHHBIH, KOHIIEHTPAIUI
s¢aBUpeH3a MOKET MOBBICUTHCS W TOTAA MOTpedyeTcs KoppeKuus 103bl ddaBupeH3a. BiusHue
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

HE MeHee 2 HeJlelb MOCJe ero OTMEHHI (cM. pasnen 4.3).

Jlpyrue B3auMOJIEHCTBUS

B3zaumopeiictBust  Mexay ddaBupeH3oM W uHTHOMTOpamMu mporeazsl BUY, npyrumum
aHTHPETPOBUPYCHBIMH MIperapaTamMu, MOMUMO HHTIHOuUTOpoB mporeazbl BUY, a Takxke mexny
3(aBUPEH30M U JICKAPCTBECHHBIMH IIPETapaTaMy, He OTHOCSIIUMHUCS K TPYIIE aHTUPETPOBUPYCHBIX
MpernapaToB, yKa3aHbl B MPHUBEACHHON HIbke Tabmuue 2. YBelauueHue 3Ha4YeHHs MOoKas3aTels
0003HaYaeTCs CTPEIKON «1», YMEHBIIIEHUE 3HAUCHUS — CTPEIIKOH «|», €CIIM MoKa3aTeb ocTaeTcs 0e3
W3MEHEHUN — CTPEIIKOM «<«>»; €CJIu Mpenapar BBOAWIICS 4epe3 Kaxiaple 8 win 12 4, To 3TO
o0o3Hauvaercs Kak «x8w» nimm «k129». 90 % u 95 % noBepuTenbHbIE HHTEPBANIBI IPEICTABICHBI B
CKOOKax, eciau  npuMeHumo. AOOpeBuarypori AUC  oOo3HaueHa  [Uiomaap O]
(apMaKOKMHETUYECKON KPUBOH «IJIa3MEHHass KOHIEHTpauusi — BpeMs», Cmax — MaKCHMalbHas
KOHIEHTpaLUs B I1a3Me KpoBU, Cimin — MUHUMAaJIbHAsA KOHIIEHTPAIUs B IJIa3Me KPOBHU.

OObIUHO HCCIEeI0BAHUS MTPOBOAMINCH Ha 3/I0POBBIX JTO0OPOBOJIBLIAX, €CIIA TOJIBKO CHEIHMAIbHO HE
oroBapuBaeTcs Apyras uHGopMaius.

Tabnuna 2. BaumoaeiictBus Mexay 3(paBUPEH30M U IPYTUMU JIEKAPCTBEHHBIMU CPEICTBAMU

Biausinue Ha KOHUEHTPALUIO
npenapara B CbIBOPOTKe.
JlekapcTBeHHbIE MPenaparhbl, CpenHee u3mMeHeHue
. Pexomengaunum, Kacawumecst
pa3aesieHHbIE MO 3HaveHuii AUC, Cmax, Cmin
N BO3MOKHOCTH OJHOBPEMEHHOI0
¢apmakoTepaneBTHYECKUM IpynnaM (%) u 1oBepUTEIbHbIE
npuMeHeHus ¢ IpaBupeH30M
(m03a) HHTEPBAJIbl, €CJIH
NpUMEeHUMo?
(MexaHu3M)

INPOTUBOMUKPOBHBIE ITPEITAPATBI

AnmupemposupycHsle neKapcmeenHble cPeocmea

Hneubumopwr npomeasvt BU4

ATazanaBup/putToHaBup/3daBupeH3 ArtazanaBup (mocie noiayaas): | OxHOBpeMeHHOE IIPUMEHEHUE
(400 mr 1 pa3 B cyrku / 100 mr 1 pa3 B | AUC: «<* (ot |9 no 110) a¢aBupeHsa c
cytku / 600mr 1 pa3 B cytku, Bce | Cmax: 117 %* (o1 18 mo 127) aTa3aHaBUPOM/PUTOHABUPOM HE
mpenaparsl  NpUHUMAIUCh BO  BpeMs | Cuin: [42 %* (o1 |31 10 |S1) | pexomenayercs. Ecmu Tpebyetcs
npuemMa IHIIIHN) OJTHOBPEMEHHOE NpUMEHEHHE
ATa3zaHaBup/puToHaBUp/3daBupeH3 ArtazaHaBup (Iocie Moy Hs): | arazaHaBUpa c HHUOT,
(400 mr 1 pa3 B cytkn /200 mr 1 paz B cytku | AUC: «*/** (ot |10 10 126) | HEoO6xoaumo paccMoTpeTh
/ 600 Mr 1 pa3 B cyTtku, Bce mpenapatbl | Cpax: <>*/** (o1 |5 mo 126) 1e7Iec000pa3HOCTh YBEIUYEHUS
MIPUHUMAIIICH BO BPEMsI IIpHUeMa IHIIIN) Cmin: 112 %*/** (or |16 no | 1o3bl arasaHasupa 10 400 Mr m
149) puronasupa go  200mr, B

(I/IHL[yKLIH;[ CYP3A4). KoMOMHamuu ¢ 3(QaBupeHsom, c

Ilpu  cpaBHeHuH ¢ | OOeCIEYEHUEM TIIATEIBHOTO

aTa3aHaBUPOM 300 Mr /| KJIMHMYECKOTO MOHUTOPHUHIA.
puronasupoM 100 mr 1 pa3 B
CYTKH BEYEPOM 6e3
a¢aBupensa. Takoe CHIKEHHE
Cmin  aTa3aHaBUpPa  MOXET
OTpHUIATECIBHO BIIUATH Ha
3(h(heKTHBHOCTH aTa3aHaBHpa.
**0CHOBAHO Ha HUCTOPHYCCKOM

CpaBHEHHH.
HapyHaBup/putoHaBup/3(haBUpeH3 [JapyHaBup: OnHOBpEMEHHBIH pueM
(300 mr 2 paza B cytkn* / 100 mr 2 paza B | AUC: [13 % sdaBupeHsa u
cytku / 600 mr 1 pa3 B cyTKH) Chin: 131 % JlapyHaBHpa/pUTOHABHPA

Cax: 15 % (800 Mr/100 Mr 1 pa3 B cyTKH)
* HIDKE peKOMEHIOBAaHHOH JIO3HI. (manyxuns CYP3A4) MOJKET MPUBECTH K CHIKEHUIO Cin
[TomoOHBIE pe3yIbTAaTHl OXKHUIAIOTCS U TIpH | DdaBupeH3: nmapyHaBupa. Ecmm  adasupen3
IIPUMEHEHNH B peKOMEHI0BaHHbBIX g03ax. | AUC: 121 % HE00X0IUMO MIPUMEHSTh
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Conin: 117 %

CAEROBATEMEHOCTE 0002

OMY OTUETY

Cmax: 115 %
(uarn6uposanne CYP3A4)

JapyHaBUPOM/PUTOHABHPOM,

clieqyeT MPUMEHSITh KOMOWHAIIHIO
JNapyHaBHP/PUTOHABUD B PEKHME
600 Mr/100 Mr 2 paza B CYTKH.

O,Z[HaKO TaKyro KOMGI/IHaI_II/IIO
CIIeayeT Ha3Ha4daTb C
OCTOPOXHOCTBIO.

CM. Taxxe HIDKE WHPOPMALHIO 110
PHUTOHABUPY.

®docamnpeHaBup/puTOHaBUP/3PaBUPEH3 Knuamueckn 3HaunMoro | Koppekmust 10361 HM OJHOTO U3 3THX
(700 mr 2 paza B cytku / 100 mMr 2 pasza B | (hapMaKOKHHETHIECKOTO JIEKapCTBEHHBIX CpencTB HE
cytku / 600 mr 1 pa3 B cyTkn) B3aUMOJICHCTBUSA He | Tpebyercs.
BBISIBJICHO. CM. TakxKe HIKe HWHPOPMAILHMIO IO
PHUTOHABHPY.
®ocamnpenasup/uendunasup/ahasupens | BzaummoneiicTBue He | Koppekims 10361 HU OZIHOTO U3 3TUX
N3y4ajoch. JIEKapCTBEHHBIX cpeacTB HE
Tpedyercsi.
®docamnpenasup/cakBuHaBup/3daBupeH3 | B3ammoneiicTBue He | [IpumeHeHne Takoili KoMOWHaLUH
U3y4ajioch. HE PEKOMEHIYeTCs, IOCKOJIbKY
OKHJAETCSl 3HAYNMOE CHIDKCHHC
HKCHO3UIUN O000MX WHTHOUTOPOB
npoteassl BUY.
WnnunaaBup/>¢aBupeHs WNunnaaBup: XoTs KIMHWYECKas 3HAYMMOCTh
(800 mr x84 / 200 mr 1 pa3 B cyTKH) AUC: |31 % (ot |8 mo |47) CHUIKECHHUS KOHLIEHTpaLHu
Chin: 140 % MHIVHABUPAa HE  YCTAaHOBJICHA,
CxonHoe CHIDKCHHE | HaOJIIomaBIIeecs
OKCIIO3ULIUU WHIUHABUpa | (papMakOKMHETHYECKOe
HaOmoaasoch B CiIydasX, | B3aMMOJAEHCTBHUE JIOJDKHO
korga wuHauHaBup (1000 Mr | mpuHHMaTbcd BO BHHMMaHHE IpHU
k84) BBOJWJICS B KOMOMHANWU | BBIOOpE pexxuma Tepamum,
¢ adasupenzom (600 mr 1 pa3 | BKIOYAOIICTO OJTHOBPEMEHHO
B CYTKH). a(aBupeH3 u WHJIUHABUP.
(manyxums CYP3A4) Koppexmms mo3sl s¢aBupeH3a He
O¢asupens: KIMHUYECKH | TpeOyeTcs, eclii OH Ha3HadaeTcs C
3HAYUMOTO WHJITHABUPOM WITH c
(hapMaKOKMHETHYECKOTO WHJITHABUPOM/PUTOHABUPOM.
B3aUMO/ICHCTBUS He | CM. Takxke HIKe MHPOPMAIHIO IO
Ha0JII01aII0Ch. PHUTOHABHPY.
Wupunasup/puronaBup/3dhaBupen3 Wunnnasup:

(800 mr 2 paza B cytku / 100 mMr 2 pasa B
cytku / 600 mr 1 pa3 B cyTKH)

AUC: |25 % (ot |16 10 [32)°
Comax: 117 % (0T |6 10 [26)°
Crmin: 150 % (o1 40 10 |59)°

DdaBupens:

Knunnueckn 3HAYUMOT0
B3aMMOIENCTBUSA HE
Ha0JIIOaI0Ch. Cpennee
TEOMETPHUIECKOE 3HaYECHHUE

Chmin mHOEHABUpPA (0,33 ™Mr/mM)
IpH ero TMpUMEHCHWH B
KOMOWHAIINY C PUTOHABHPOM U
a¢daBuper3oM ObuTO OoJIBIIIE,
4eM [pPH €ro NPUMCHEHUH B
MoHoTepanuu 1o 800 Mr k84
(Ciin 0,15 Mr/m). Y manmeHToB,

MHQHUIHPOBAHHBIX BUY-1
(n=0), MoKazaTesu
(hapMaKOKMHETHKH

WHJIMHABUpa W 3¢aBHpeH3a
0OBIYHO OBLIN CONOCTABUMBI C
TaKOBBIMHU y
HEMH(PHUIUPOBAHHBIX

JI0OPOBOJIBIIEB
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JlonuHaBup/pUTOHABUP B
BHYTpB/3(daBupeH3

JlonuHaBuMp/pUTOHABUD
TabneTKax/3(paBupeH3

(400/100 mr 2 pa3a B cytku / 600 mr 1 pa3

B CYTKH)

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

B CYTKH)

MATKUX
Karcyjiax Win B pacTBOpEC Jid MOpHCMa

Cy1uiecTBeHHOE

e RO GREARBATERRHOCT R0

MY OTUETY

OKCIIO3UIIUU JIOTIMHAaBUPaA.

KoHnenrpanuu nonuHaBupa:
130-40 %

KoHueHTpammu  jonuHaBHpa
CXOJHBl C TAKOBBIMH IPH
NpHUMEHCHUH
JIONIMHABUpa/pUTOHABUpA MO
400/100 mr 2 paza B cyTku 0e3
a¢aBupeH3a.

3(aBUPEH30M CIIEAYET PaCCMOTPETh
LeTIeCO00Pa3HOCTh YBEINUCHHS J103
JONMHABMpa W pUTOHABUpAa B
MSTKUX Karcyllax WM B pacTBOpE
Juid mpuema BHyTpb Ha 33 % (mo 4
Karcymiel/~ 6,5 M 2 pa3a B CYTKH
BMecTo 3 Kamcyn/5S Ma 2 pasza B
CYTKH). OpnHako crenyer
co0IroaTe OCTOPOKHOCTB,
MIOCKOJIBKY TaKas KOPPEKLHs JO3bI
JUISL HEKOTOPBIX MalUeHTOB MOXKET
0Ka3aThCs HEJJOCTATOYHOM.

Jlo3a nonuHaBHpa W PUTOHABHpPA B
TabeTKax JOKHA ObITh yBeIHYEeHa
0 500/125 mr 2 pa3a B CyTKU NpH
OJTHOBPEMEHHOM IIPHMEHEHUH C
adasupensom 600 mr 1 pa3 B cyTku.
CM. Taxxe HIDKE WHPOPMANHIO TI0
PHUTOHABUPY.

Hendunasup/>dpasupens
(750 mr x84 / 600 Mrl pa3 B CyTKH)

Hendunasup:

AUC: 120 % (ot 18 mo 134)
Crmax: 121 % (ot 110 mo 133)
JlanHas KOMOWHAIUS OOBITHO
XOPOIIIO MEPEHOCUTCSL.

Koppekuust 10351 HE OJJTHOTO U3 9THX
JIeKapCTBEHHBIX CpencTB HE
TpeOyercs.

Putonasup/3hasupens

(500 mr 2 pasza B cytku / 600 mr 1 pa3 B

CYTKH)

Puronasup:

AUC ytpom: 118 % (16 — 133)
AUC BeuepoMm: <>
Crnax yTpOM:
(112 -138)

Cinax BEUEPOM: >
Cunin yTpoM: 142 % (19 — 186)°
Chin BEYEPOM: 124 %
(13 - 150)°

O¢aBupens:

AUC: 121 % (110 — 134)
Cmax: 114 % (14 — 126)
Crin: 125 % (17 — 146)°
(uHrHOMpOBaHuE
OTIOCPEOBAaHHOT O
OKHCIIUTEIHFHOTO
MeTaboIH3Ma)

[Ipu mpueme »3daBupenHza B
KOMOWHAIINA C PUTOHABUPOM
o 500 mr nim 600 mr 2 pa3za B
CYyTKH TEPEHOCHMOCTh Oblia
HU3KOI (mammpumep,
HaOII0JAINCH
TOJIOBOKpY>KEHHE,
napecTesus,
AKTHUBHOCTH
(hepMeHTOB).
JlocraTouHple  AaHHBIE O
MEePEeHOCUMOCTH 3(aBUpeH3a B
KOMOHMHAIIMY C PUTOHABHPOM B
HU3kuX go3ax (mo 100 mr 1
wm 2 pasda B CYyTKH)
OTCYTCTBYIOT.

124 %

CYP-

TOIIHOTA,
MOBEILLICHUE
«TIEYCHOYHBIX)

Ilpu Ha3HaueHUU O>(QaBUpPEH3a C
PUTOHABUPOM B HU3KHUX J03ax
CJICAYCT Y4YUTBIBATH BO3MOXXHOCTDH
YBECJINYCHUA YaCTOThI CBA3aHHBLIX C
s¢haBUpEH30M HEXKEJIaTeTbHBIX
SIBJICHUN BCJIEACTBUE BO3MOYKHOTO
(bapMakoIMHAMHYECKOTO
B3aUMO/ICHCTBUSL.

CaxBuHaBUp/pUTOHABHP/3(aBUPEH3

BzaumoneiictBue HE
M3y4alioch.

OTCyTCTBYIOT
MO3BOJISIOIUE pa3paboraTh
pEeKOMEeHAaUH o pexumy
nosupoBanus. CM. Takke BBIIIE
MHGOPMAILIMI0O  TI0  PUTOHABHPY.

JaHHBIC,

11
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

KOMOMHAIlMM C CakBHHAaBHPOM B
KauecTBE €JJUHCTBECHHOI'O
uHruburopa mnporeassi BUY  He
PEKOMEHYETCS.

Anmazonucmol xemoxunogwvix peyenmopog CCRS

MapaBupok/3¢aBupeH3

(100 mr 2 pasza B cytku / 600 mr 1 pa3 B

MapaBupoxk:
AUC2: [45 % ({38 - 151)

Cwm. OXJIIT JIEKapCTBEHHBIX
NpenaparoB, B COCTaB KOTOPBIX

CYTKH) Cmax: {51% (137 —162) | BXODUT MapaBUpPOK.
Konuenrpamun  »dasupensa
HE U3MEPSITHC,
B3aNMOJIEHCTBHE HE
OJKHTAeTCSl.
Hneubumop unmezpasvrt BU9
Panrerpasup/>dasupen3 Panrerpasup: Koppekuust 1031 panrerpaBupa He
(400 mr ogHOKpaTHAas 703a / — ) AUC: |36 % Tpebyercs.
Ci: l21 %
Cuax: 136 %
(MHIYKIHS (bepmeHTa
YAD-I'T1AL)
Jlexapcmeennvie cpedcmsa uz epynn HUOT u HHUOT
HUOT/aaBupens HccnenoBanus Koppekius 10361 HU OJHOTO W3
B3anMOJICHCTBHN A(aBUpeH3a | NaHHBIX JICKAPCTBEHHBIX CPEACTB HE
W TpemapatoB W3 TpymOmbl | Tpedyercs.
HUOT ne mnpoBogwiuce, 3a
UCKITIOYCHUEM
B3aNMOJIEUCTBUN [¢
JTAMMBYAMHOM, 3UIOBYIUHOM
u TeHo(}OBHpa JH30IPOKCUIIA
dhymaparom.
Knunnuecku 3Ha4YUMBbIE
B3aUMOJEICTBUA HE
MIPEIoNaraloTcsa, IOCKOJIBKY
MeTa0OJI3M TIperapaToB W3
rpynnel - HUOT  mpotekaet
MyTSMH,  OTIUYHBIMH  OT
TaKOBBIX A 3(aBUpEH3a, U
MAJIOBEPOSITHO, YTO OHH OYAYT
KOHKYPHPOBATh 32 OJAHU H TE
xKe MeTabOoIU3UPYIOIINE
(hepMeHTBI M IIYTH BbIBEJICHHSI.
HHUOT/>¢paBupens Bsaumoneiicteue He | [TockombKy  TpUMEHEHHE  JABYX
M3y4alioch. HHUOT HE obecrieunBaeT

NnpeuMymecTBa € TOYKHU 3pPCHUA
3¢ GeKTUBHOCTH W 0€30IacHOCTH,

OJTHOBPEMEHHOE MpUMEHEHNE
s(aBupeHsa 1 JIpyroro CpeicTBa u3
TpyIIIbI HHUOT HE
PEKOMEHyeTCsl.
Jlexapcmeennvie cpeocmea npomug eupyca cenamuma C
Bouenpesup/s>haBupens AUC: <19 %* Knuanaeckas 3HAYMMOCTh
(800 mr 3 paza B cytkn / 600 Mr 1 pa3 B | Cpax: > 8 % YMEHBIICHUS KOHLIEHTPALUU
CYTKH) Chin: 144 % Oonenpesupa B IUIa3Me KPOBU HE
D¢asupens: YCTaHOBJICHA.
AUC: <20 %

Ciax: <11 %

Cnin: [12% ({24 % —11%)
(magyxums CYP3A BiuseT Ha
OorerpeBup)

*0—-8u

OtcyrctBue sddexra (<)
COOTBETCTBYET YMEHBIICHHUIO
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COOTBETCTBYET 3K(
ot 23.04.20
CPEIHEr0  COOTHOICHHUS BT TEABATENTERUL TD YUl

oonee yeM Ha 20% wnm
YBEJIMUYECHHUIO HE OoJice ueM Ha
25 %.

TenanpeBup/>daBupeH3
(1125 mr x84 / 600 mr 1 pa3 B cyTkm)

TenanpeBup (OTHOCHTENBHO K
750 mr k8u):

AUC: [18% ({8 —127)

Crmax: |14 % ({3 - |24)

Chin: 125 % (J14—134) %
OcaBupens:

AUC: |18 % (J10— |26)
Crmax: 124 % (J15—[32)

Chin: 110 % (11— 119) %

Ilpx  COBMECTHOM MPHUMEHCHUH
TeNanpeBrupa u s¢aBupeH3a
PEKOMEH/IYeTCS  YBEJIUYHUTh 103y
TenanpeBupa 10 1125 mr x8y.

(MHIYKIMA CYP3A4

shaBUpPEH30M)
Cumenpesup/adaBupens Cumenpesup: OIHOBPEMEHHBIH pueM
(150 mr 1 pa3 B cytku / 600 mr 1 pa3 B | AUC: |71 % (167 — |74) cuMmernpeBupa ¢ 3daBupeH30M
CYTKH) Crmax: {51 % (146 — |56) NPUBOAUT K  CYLIECTBEHHOMY

Chin: 191 % (188 — |92) CHUKECHHIO KOHLIEHTpALuU

DdaBupens:

AUC: &

Cmax: <

Chin: <

OtcyrctBue  sddekra ()
COOTBETCTBYET yMEHbBIICHHUIO
CPEIHEr0 COOTHOILCHHS HE
6onee uwem Ha 20% win

YBEIMYCHHUIO HEe OoJiee ueM Ha
25 %.

CHMEIpEBHpa B IJIa3Me BCIEACTBHE
naaykoun CYP3A  adasupensom,
YTO MOXET NPHUBECTH K IOTEpe

TEPareBTHIECKOTO a¢dekra
CHMETIpEeBHpA. CoBmecTHOE
NpUMEHCHHE  CHMENpEeBHpa |

adaBupeH3a He PEKOMEH/TyeTCs.

(manyxuus CYP3A4)
I'pazonpeBup/3nb6acBup I'pazonpeBup: O/HOBpEMEHHBIN npueM c

AUC: |83 % rpa3onpeBUPOM/310aCBUPOM

Chax: 187 % MPOTHBOMOKa3aH (cM. pasgen 4.3),
NOTOMY 4YTO MOXET MPHBECTH K

Onbacsup: noTepe BUPYCOJIOTHYECKOI

AUC: |54 % 3¢ eKTUBHOCTH

Crnax: 145 % rpasornpeBupa/andacBupa n3-3a
3HAYHUTEIBHOTO CHIKCHUS

KOHIICHTpalluu B IUIa3M€ KpPOBU

rpasonpeBupa  H anbacBupa,
BCJICACTBHC WHAYKIONUHU
a¢aBupeH30M n3odepmenra
CYP4A3 uu P-pg (mmst

JOTIOJTHUTENEHOI nH(OopMaImu cM.
OXJIII rpa3omnpeBupa/sndacBupa).

Benmaracsup/codocOysup
BenmaracBup/BokcumanpeBup/copocoOyBu

p

OMY OTYETY

Benmaracsup: IIpy  coBMecCTHOM IPUMEHEHHH
AUC: |53 % TeHO(OBHpa
Crnax: 147 % JIM30TPOKCHIIA/3MTpUIITaONHA/ A da
Chin: 157 % BHUpEH3a c
BEJIaTaCBUPOM/COPOCOYBUPOM
Codocbysup OBIJIO  MMOKa3aHO, 3HAYUTEIHHOE
Chnax: 138 % CHWXCHHE KOHIICHTPAINH B IIa3Me
KPOBH BeJINaTacBUpa BCIIEACTBHE
[Ipennonaraercs: WHIYKUHUH 3(aBupeHzom
|Bokcunanpesup nm3odepmenta CYP3A4, uto Mmoxer
MPUBECTH K norepe
TEpaneBTHUECKOTO a¢dexra
BEJINIATACBHPA. Osxunaercs
aHaJOTUYHOE CHIDKECHUE
KOHLEHTPAIlMM B IUIa3Me KpPOBH
BOKCHJIATIPEBHPA. CoBmecTHOE
MIPUMEHEHNE a(haBupeH3a c

BEJIaTacBHPOM/cOPOoCcOYBUPOM
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—

(MGG EQCEBATERBROCTE 002

BEJIMATACBUPOM/BOKCHIIAIPEBUPOM/
cohocOYBUPOM HE PEKOMEHIYETCsI

(anst JOTIOJTHUTEILHOMN
nHdopmanuu cM. OXJIIT
Benmaraceupa/codocOyBupa u
BeJIIaTacBHpa/BOKCHIIANIPEBHPA/CO
(dhocoOyBupa).

I'mexanpeBup/mbpeHTacBUP |I'nexanpesup OxHOBpEMEHHEBIH pueM

|ITnbpenraceup TIIeKalpeBUpa/ MMOpeHTacBupa ¢

a¢aBupeH30M TIPUBOANT K
CYILECTBEHHOMY CHI)KCHUIO
KOHILICHTpaIHU

rjeKanpeBupa/muopeHTacBupa B
iasMe, 4TO MOXET MPUBECTH K
noTepe TEpaneBTHYECKOTO
s¢dexra. CoBMECTHOE TPUMCHEHUE
rJeKanpeBupa/muOpeHTacBupa |
adaBupeH3a HE PEKOMCHIYeTCs

(mms JIOTIOTHUTETIHHOM
HHPOPMALUH cM. OXJIII
rJIeKanpeBHpa/TUOPEHTACBUPA).
Anmuéuomuxu
AzutpomMuLuH/3(haBUpeH3 Knuangecku 3HayuMoro | Koppekuuss 1036l HH OAHOTO U3
(600 mr B BuOe ogHOKpaTHOU 0361 / 400 MT | (hapMaKOKHHETHIECKOTO JIAaHHBIX JIEKAPCTBEHHBIX CPENICTB HE
1 pa3 B cyTKH) B3aUMOJICHCTBUS He | TpeOyercs.
BEISIBIICHO.
Knaputpomunina/adaBupens Knapurpomurus: Knnangeckas 3HAYIMOCTD
(500 mr x124/400 mr 1 pa3 B cyTkH) AUC: [39 % ({30 — |46) U3MEHEHUH KOHLIEHTpaLHU
Crax: 126 % (|15 - |35) KJIApUTPOMUIIMHA B IUIa3Me€ KPOBH
14-ruppoxcumeTaboIUT HE yCTaHOBJIEHA. BwmecTto
KJIapUTPOMUIIMHA: KJIApUTPOMHUITMHA ciexyer
AUC: 134 % (118 = 153) paccMoTpeTh BO3MOXHOCTh
Crnax: 149 % (132 - 169) MPUMEHEHUS JPYTrOro aHTHONOTHKA,
DdaBupens: HATPUMEp, a3UTPOMHIIMHA.
AUC: & Koppekimst 10361 3¢aBupeH3a He
Cmax: T11 % (13 — 119) Tpebyercs.
(manyxuus CYP3A4)
KosxHas ceib HaOmrOmanacey y
46 % HEMH(QHUIIUPOBAHHBIX
JIOOPOBOJIBIICB,
OJTHOBPEMEHHO MPHHUMABIIIAX
3¢aBUpPEH3 U KIAPUTPOMHUITHH.
Hpyrue  antuOnoTMKM W3  rpymsl | B3auMoneiicTBue He | OTcyTCTBYIOT JIaHHBIE,
MaKpOJIMJIOB (HaNpUMep, 3PUTPOMHUIIMH)/ | U3y4aJoCh. MO3BOJISIOIINE pa3paboTraTh
a¢aBupeH3 peKOMEHAAINH o pexUMY
JIO3UPOBAHUSI.
IIpomueomybepKyne3nvie 1eKapcmeeHHble CPeOCmea
Pugabyrun/>¢paBupens PudabyTus: Cyrounass  no3a  pudabyTtuHa
(300 mr 1 pa3 B cytku / 600 mr 1 pa3 B | AUC: |38 % (|28 — |47) JOJDKHA ObITh yBenamueHa Ha 50 %,
CYTKH) Chnax: 132 % (115 — |46) €CJIH TIAaHUPYETCST OJHOBPEMEHHOE
Chnin: 145 % (31— |56) NpUMEHeHHe ¢ 3(aBUPEH30M.
DdasupeHs: Crnegyer  Takke  paccMOTpPETh
AUC: & 1enecoo0pa3HOCTh YABOCHUS 03B
Crax: © pudalbyTnHa TPH  [PUMEHEHUH
Chin: 12 % ({24 - 11) pudabyruna 2 unu 3 pasa B HEJEIO
(manykuus CYP3A4) B KOMOWHAIUH C 3(aBHPCH30M.

Knuanuecknit  apdexr  Takoi
KOPPEKIMH J103bI He u3ydeH. [Ipu
KOPPEKIMH JI03bl TaKXKe CIeayeT
YUYHUTHIBATh VHJIMBHAYAJIHYIO
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COOTBETCTBYET 3KCMEPTH

-~ ST

OMY OTUETY

ot 23.04 2026 N2 8337
(OCAERORGIENPHOCTS 002)
BUPYCOJIOTHYECKUI  OTBeT  (cM.
pazzen 5.2).
Pudamnuunn/spasupens Ddasupens: Ecniu  sdaBupens  mpumensercs

(600 Mr 1 pa3 B cytku / 600 Mr 1 pa3 B
CYTKH)

AUC: [26 % (}15-|36)
Crax: 120 % (|11 — |28)

Chin: 132 % ([ 15— |46)
(MEIYKOHS CYP3A4 "u
CYP2B6)

OJTHOBPEMEHHO ¢ pUGAMITHIITHOM Y
MaIMeHTOB ¢ Maccoil Tena 50 kr u
Ooee, CyTOUHYIO 703y d(haBUpEH3a
crenyer yeenmyuth 10 800 wmr,

4TOOBI 00ECIEYNTh DKCIIO3HUIIHIO,
CXOJHYIO c TaKOBOH npu
TIPUMEHCHUN s(aBupeH3a B
cyrounor  mo3e 600 Mr  Ge3
pudaMImIIHAa. Knnnanueckuit
3¢ deKT Takoil KOPPEeKIHH J03bl HE
U3yYeH.

Ilpn xoppekuuMu 03Bl  TaKxke
creyer YUUTHIBATD

WHIVBHIYAIIBHYIO TEPEHOCUMOCTD
U BHPYCOJIOTHYECKHH OTBET (CM.
pasmen 5.2), Koppekuuss 103bI
pudaMIuIHa He TpeOyeTcs.

IlIpomuesozpuodrosvie nekapcmeennsie cpeocmea

Utpakonason/a3haBupeHs Htpakonaso: ITockonbky Henb3ss BBIPabOTATh
(200 mr k124 / 600 mr 1 pa3 B cyTku) AUC: [39% ({21 - |53) peKoMeHaanun 1o pexuMy
Crmax: 137 % (120 - |51) JI03UPOBAHUS WTpaKoOHAa307a,
Chin: 144 % (127 — |58) CIeAyeT pacCMOTPETh BO3MOKHOCTh
(cHmxeHUE KOHIICHTPAIUi | MPUMEHEHHS AIIbTePHATHBHBIX
UTpaKOHA30J1a BCJICJICTBHE | IPOTHBOTPHOKOBBIX
naaykun CYP3A4) JIEKapCTBEHHBIX CPEICTB.
l'unpoxcuuTpakoHa30M:
AUC: [37 % (}14 - |55)
Crax: 135 % (112 - |52)
Chin: 143 % (118 — |60)
DdaBupens:
HE BBIBJICHO KIMHUYECKH
3HAYMMBIX U3MEHEHUN.
ITo3akoHa30i1/3(aBupeH3 [To3akoHnazour: Cnenyer nszberartb
(—/400 mr 1 pa3 B cyTkH) AUC: |50 % OJTHOBPEMEHHOIO HMPUMEHEHHUS
Crnax: 145 % M03aKOHA30J1a M 3(aBUpEeH3a, €CIH
(MHIYKIHS TONBKO OXKUAAaeMas TIoJb3a Ui

Y A®-Tar0KypOHUPOBAHHS)

IHanmucHTa HEC
BO3MOJKHBIN PHUCK.

MpEBbIIIACT

Bopukonazon/adasnupens Bopukonazon:
(200 mr 2 pa3a B cytku / 400 mr 1 pa3 B | AUC: |77 %
CYTKH) Cax: 161 %
DdaBupens:
AUC: 144 %
Crax: 138 %
BopukoHazon/a>¢aBupens Bopuxonasoun:

(400 mr 2 pasza B cytku / 300 mr 1 pa3 B
CYTKH)

AUC: |7 % (123 — 113)*
Crmax: 123 % (J1 —153)*
D¢asupens:

AUC: 117 % (16 — 129)**
Cunax **

* mo cpaBHeHmoo ¢ 200 mr 2
pasa B CyTKH ITPH IPUMEHEHHH
B MOHOTEpAITHH

** mo cpasaenuto ¢ 600 mr 1
pa3 B CYTKH NpPHU IPUMEHEHHU
B MOHOTEPAITHH
(KOHKypeHTHOE
MHrHOMpOBaHKE

[Tpn onHOBpEeMEHHOM NPUMEHEHHH

s¢aBupeH3a ¢  BOPUKOHA30JIOM
MOJIePKUBAIOIIAs J03a
BOpPHKOHA30J1a JTIOJKHA OBITH

yBenmueHa a0 400 mr 2 paza B
CYTKH, a J103a 3(aBUpeH3a CHUKEHA
Ha 50 %, T.e. 10 300 Mr 1 pa3 B
CYTKH. Ecnu NpUMEHEHHE
BOpPHKOHAa3051a OyJeT MpeKparieHo,
TO 103a 3(haBUpeH3a TOKHA OBITh
BOCCTAaHOBJICHA JIO HAYaJIbHOM.
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COOTBETCTBYET 3KI

CTIEPTHOMY OTUETY

ot 23.04.2026 N= 8337
(MOCAEQOBRTENEROC T 00T

OKUCJIUTEIBLHOTO

MeTabos3Ma)
dnykoHa3om/3¢aBupeHs3 Knunnuecku 3HauuMoro | Koppekuus 103el HU OJHOTO U3
(200 Mr 1 pa3 B cytku / 400 mr 1 pa3 B | B3auMoJeiicTBUS HE | JaHHBIX JIEKAPCTBEHHBIX CPE/ICTB HE
CYTKH) BBISIBJICHO. Tpedyercsi.
Keroxonazon u apyrue | B3zaumopelictsue He | OTCYTCTBYIOT JIaHHBIE,
MIPOTHBOTPHOKOBBIC CpencTBa — | u3y4anocs. MO3BOJISIOIUE pazpaboraThb
IIPOU3BOIHBIC UIMUIA3071a pEeKOMeHIaluu o pexumMy

JTIO3MPOBAHUSI.

Ilpomueomanapuiinsle nekapcmeennsle cpeocmea
ATOBaxOH/TpOTyaHWIT/3(haBUpPEH3 ATOBaxoOH: ITo Bo3MOKHOCTH ciienyeT u3berarb

(250 mr / 100 Mr omHokparHas mo3a / | AUC: |75 % (ot |62 no [84) | ogHOBpeMEHHOTO MIPUMEHEHHS
600 mr 1 pa3 B CyTKH) Crax: 144 % (ot |20 mo [61) aTOBaXOHA/TPOTyaHIIIa c
[Mporyanmn: 3(aBUPEH30M.
AUC: |43 % (ot |7 mo |65)
Chax: <
Aptemertep/momMedaHTpuH/ daBUpPEH3 Aptemerep: Bo3morxHO CHIDKEHHE
(20 mr / 120 mr, 6 mpuemos no 4 Tabnerkn | AUC: |51 % AHTHMAJSIPUIHOTO sddexra
B TeueHue 3 qHeit / 600 mr 1 pa3 B CyTKN) Cmax: {21 % BCIICACTBUEC CHMKCHUS
JuruapoapTeMU3HHIH: KOHLICHTPAINH apTeMerepa,
AUC: |46 % JTUTHIIPOAPTEeMU3UHUHA W
Crmax: 138 % nmoMe(daHTpUHa IIPU COBMECTHOM
JlromedanTtpuH: NpUMEeHeHHu ¢ 3daBupeH3om.
AUC: |21 % Crnenyet co00AaTh OCTOPOIKHOCTD
Crax: © IPU COBMECTHOM  IPUMEHEHUHU
DdaBupens: a¢aBupeH3a c
AUC: |17 % apTeMeTepoM/ItoMe(haHTPHHOM.
Cax: <
(mapyknus CYP3A4)
AHTAIU/JHBIE JJEKAPCTBEHHBIE CPEJICTBA
AHTanumapl, Kax anTamuapl, conmepkamiue | ManoBeposiTHO, 4TO npu
coJepiKalllie aIIOMHHUS THIPOKCUA — | QIIOMMHUSI THIPOKCHJA WU | IPUMEHEHHUU s¢aBupeH3a c
MarHus THIPOKCHT — | Mareusg THAPOKCHA, TaK M | JIEKapCTBEHHBIMHU Cpe/ACTBaMH,
CHUMETHKOH/3(aBUPEH3 (aMOTHAMH HE OKa3bIBAIOT | KOTOpHIC BIHSIOT Ha pH
(30 M omnokparHas mo3a / 400 Mr | HEONMArOMPUATHOTO  BIMSHUS | JKEIyIOYHOTO COJIEP)KUMOTO,
OJTHOKpAaTHasl 103a) Ha BcachlBaHHe 3(haBUpeH3a. N3MEHUTCS BCacbIBAEMOCTb
damoTHaMH/haBUpPEH3 a¢aBupeHs3a.
(40 Mr  omgHOKpaTHas mo3a / 400 mr
OJIHOKpaTHasl 103a)
AHKCHUOJIMTUKHA
Jlopazenam/>daBupens Jlopazenam: Koppekiust 10351 HHM OXHOTO W3

(2 Mr omHOKpaTHas no3a / 600 mr 1 pa3 B
CyTKH)

AUC: 17 % (11 —114)
Coax: 116 % (12 — 132)

JAHHBIX JICKAPCTBEHHBIX CPEJICTB HE
Tpebyercs.

Otn WU3MEHEHUs HE
pacleHUBAIOTCS Kak
KIIMHUYCCKH 3HAYUMBIC.
AHTUKOATI'YJISAHTBI
Bapdapun/aaBupens BsanmoneticTBue He | MoxeT moTpedoBaThCs KOPPEKIIHS
AneHokyMmapoi/3¢haBUpeH3 n3y4yajocb. BO3MOXXHO Kak | JJO3BI BapdapuHa WA
yBEIHYCHHUE, TaK U | aleHOKyMapoa.
YMCHBIIICHUE KOHIICHTpAaIuu
BapdapuHa WA
alleHOKyMapoJia B IUIa3Me
KpOBH Ioa BIIMAHUEM
ahaBupeHsa.
MNMPOTUBOCYAOPOXHBIE JEKAPCTBEHHBIE CPEACTBA
Kap6amazenun/>dasupens Kapbamazenun: OTCYyTCTBYIOT JIaHHBIE, Ha
(400 mr 1 pa3 B cytku / 600 mr 1 pa3z B | AUC: |27 % ({20 — |33) OCHOBaHMH  KOTOPBIX  MOXHO

CYTKH)

Crnax: 120 % (115 — |24)
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COOTBETCTEBYET 2K

L

CTEPTH

ot 23.04 2026 N= 8337

Coint 135 % (J24|-1ad) 111

SRR Tl 0002

OMY OTUETY

O¢asupeHs: PEKUMY TO3UPOBAHMS.

AUC: |36 % (|32 — |40) Cnenyer paccMoTpeTh

Crmax: 121 % (|15 - |26) BO3MOYXHOCTb IPUMEHEHUS IPYTOro

Chin: 147 % (141 — |53) MIPOTUBOCYJOPOKHOTO

(cHMXEHHE KOHLEHTPAIMH | JIEKapCTBEHHOTO CpeAcTBa.

kapOamazennHa  BcleAcTBHE | PexomeHmyercs TIPOBOIUTH

WHITYKIIH CYP3A4; | nepuomraeckuii MOHHUTOPHHT

CHIDKEHHE KOHIIGHTpAIMil | KOHIICHTpAalMH KapOamas3ernnHa B

a¢aBupeHsa BCJICJICTBHE | IUIA3Me KPOBH.

WHITYKIIH CYP3A4 u

CYP2Bo6).

PaBHoBecHbIe 3HaueHus AUC,

Cmax ¥ Cpin  aKTHBHOIO

MeTabonuTa KapOamasemnuHa

SMOKCHJA HE HW3MEHSIOTCS.

Bsaumonenctaue pu

OJTHOBPEMEHHOM MPUMEHEHHUH

Ooiee BBICOKHX o3

s(haBupeH3a Win

kapOama3ennHa He H3yJaIoch
OcHutonH, Qenobapburan u apyrue | BlammoneiicTBue He | Ecmm  »sdaBupen3  mpumensiercs
TIPOTHBOCYJOPOKHEIC JIEKapCTBCHHBIC | M3yJaloch. BO3MOXHO Kak | OJHOBPEMEHHO c
CpelncTBa, SABJSIIOINHECS — CyOCTpaTamMH | YMCHBIICHUE, TakKk ¥ | IPOTHBOCYAOPOKHBIMU
nzodepmenros CYP450 YBEIMYEHUE  KOHUECHTpaUui | IpenapaTraMy, SIBJISIFOLLIMMUCS

(dhenutonna, peHodbapouTana u | cyocrparamu n30(pepMEHTOB

JIpyrux npoTtuBocynopoxHeix | CYP450, HE00X0AUMO

JIEKapCTBEHHBIX CPE/CTB, | OCYLIECTBIATH MEPUOANYECKUI

ABJSIIOLIMXCS  cyOcTparaMy | MOHUTOPUHT KOHLICHTPALHiA

n3opepmento CYP450 (mpu
OJTHOBPEMEHHOM MPUMEHEHUU
¢ 3(aBUPECH30M).

IIPOTUBOCY JOPOKHBIX IIPENAPATOB B
KpOBH.

Banenpoesas kucnora/>daBupeHs Knuangecku 3HaunMoro | Koppekmust 1o3bl 3¢aBupeH3a He
(250 mr 2 pa3za B cytku / 600 mr 1 pa3 B | BIHAHUSA Ha | TpeOyercs. [lamMeHTBI  JOJDKHBI
CYTKH) (hapMaKOKHHETHKY HaXOJWThCS 0] HAOIIOACHUEM IS

a¢daBupeH3a HE BBIABICHO. | KOHTPOJIS CyIOPOXKHBIX MPHUIIAKOB.

OrpaHHuYeHHBIE JIaHHBIE

MOKa3BIBAIOT, YTO KIIMHHUYECKU

3HAYNMOE BIIMSHUE Ha

(hapMaKOKUHETHKY

BaJIbIIPOEBOM KHUCJIOTBI

OTCYTCTBYET.
Burabarpun/adasupens Bsaumopeiicteue He | Koppekius 1036l HH OAHOTO U3
lNabanentun/s¢pasupens U3y4anock. JIAaHHBIX JIEKAPCTBEHHBIX CPENICTB HE

Knuangecku 3HaUUMBbIE | TpeOyercs.

B3aUMOJIEHCTBUS

MAaJIOBEPOSITHBL, ~ IOCKOJIBKY

BUrabaTpuH U rabameHTHH

BBIBOJATCA ~ MCKIIIOYMTEIBHO

MOYKaMH B HEHU3MEHEHHOM

BUAE W BpAg JKU  OyayT

KOHKYPHPOBATh c

MeTa0OIH3UPYFOIIUMHI

depMeHTAMH W OYTAMH

BBIBeZICHHSI d(haBUpEH3a.
AHTUJAENNPECCAHTHI

Cenexkmuensole quuﬁumopbl oépamnozo 3axeama cepomonuna

Ceprpanun/a>daBupens
(50mr 1 pa3 B cyrku / 600 mMr 1 pa3 B
CYTKH)

CepTpanuH:

AUC: [39 % ({27 - |50)
Crmax: 129 % (|15 — |40)

Chin: {46 % ([51 — |58)

VBenuueHne J03bl  CEepTpAIMHA
JIOJDKHO TIPOBOJMTBHCS C Y4ETOM
KJIMHUYecKoro oreera. Koppekims
J1036I 3(paBHpeH3a He TpedyeTcs.
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 23.04 2026 N= 8337
Spampes OCAEROBATERSHOCTE 7902)
AUC: &
Cmax: T11 % (16 — 116)
Chin: <>
(manyxuus CYP3A4).
[Mapokcetnn/>aBupens Knuangecku 3HaunMoro | Koppekuuss 1036l HH OAHOTO U3
(20mr 1 pa3 B cytku / 600 Mr 1 pa3 B | (apMaKOKHHETHYECKOTO JIaHHBIX JIEKAPCTBEHHBIX CPEJICTB HE
CYTKH) B3aUMOJICHCTBUSA He | Tpebyercs.
BBISIBJICHO.
OyokceTHH/>paBUpeH3 BzaumoneiictBue He | Koppekuus no3pl HM OAHOTO U3
n3y4anochk. IIOCKONBKY M | JaHHBIX JICKAPCTBEHHBIX CPEACTB HE

(hryokceTHHa XapakTepeH TOT
K€ METab0IMIEeCKIA TPOUIIb,
YTO U U1 NAPOKCETHHA, T.€. OH
SIBIISIETCS MOIIHBIM
UHTUOUTOPOM CYP2D6,
MOXHO OKHM[IATh, 4TO
(iryokceTuH Takxke He Oyaer
B3aUMO/ICHICTBOBATD c
3(haBHUPCH30M.

TpeOyercs.

Cenexkmuegnule UuH2UOUMOPBL 0OPAMHO20 3AX8AMA KAMEXONAMUHOE (HOPAOPEHAAUNA, OONAMUHA)

Bynponuon/>dasupens
(150 MI OJIHOKpAaTHas J103a
(mponoHrupoBanHoro aenctsus) / 600 mr 1

Bymnpomnuos:
AUC: |55 % (148 - |62)
Crmax: |34 % (J21 — |47)

VBenuyeHue J03bl  OyIpoOIHOHA
JIOJDKHO TIPOBOJMTBHCS C  Y4ETOM
KIMHUYECKOT0 OTBETa, OJJHAKO 1032

pas B CyTKH) I'unpokcuOynponuoH: HE JIOJKHA NpeBbIIIATh
AUC: & MaKCHUMaJIbHO PEKOMEHIYEMYIO
Crmax: 150 % (120 — 180) no3y. Koppekius 1o3s1 a¢aBupeHsa
(mapyxnus CYP2B6) He TpeOyercsl.
BJIOKATOPBI H: -I'HCTAMUWHOBBIX PELHEIITOPOB
Lerupusun/sdaBupeHs Hetupusun: Koppekimss 10361 HM OJHOTO U3
(10 mr omHokpatHas no3a / 600 mr 1 paz B | AUC: < JTaHHBIX JICKapPCTBEHHBIX CPE/ICTB HE
CYTKH) Crax: 124 % (118 — |30) TpeOyercs.
JlaHHBIE ~ W3MEHEHUS  HE
pacLeHNBAIOTCS Kak
KJIMHUYECKH 3HaYNMBIE.
O¢daBupeHs:
Knuanueckn 3HAYNMOTO
B3aUMOJEHCTBUS HE
BBISIBJICHO.

CEPJEYHO-COCYAUCTBIE INTPENTAPATBI

BJ’lOKamopbl «MEOSICHHBIX) Kabyueevlx Kanauoe

Huntrazem/>¢paBupeH3
(240 mr 1 pa3 B cytku / 600 Mr 1 pa3 B
CYTKH)

Juntuazem:

AUC: [69 % (155-179)
Crmax: 160 % ({50 — |68)
Chin: 163 % (144 - |75)
JeanernnaunrrazeM:
AUC: |75 % (159 — |84)
Crnax: 164 % (157 — 169)
Chin: 162 % (144 — |75)
N-MOHOIEMETHITNITHAZEM:
AUC: [37 % (|17 - ]52)
Crmax: 128 % (17 — |44)
Chin: 137 % (J17 - |52)
D¢asupens:

AUC: 111 % (15 -118)
Crmax: 116 % (16 — 126)
Chin: 113 % (11 —126)
(manyxums CYP3A4)
YBenuuenue

(hapMaKOKHHETHIECKHX

Bormpoc HEOOXOAUMOCTH
KOPPEKIMH  J03bl  JIUIITHa3eMa
peliaercs ¢ y4eToM KIMHHYECKOTO
otBeta (cM. OXJIIl mmnTHazema).
Koppexkimst 10361 3daBupeHsa He
Tpebyercs.

(8}
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COOTBETCTBYET 3KI

-~

oT 23.04 2026 N2 !

e
napameTpoB d(dsupensa e = |=HEATEIDALL TO UULA
ObL10 pacUeHEHO Kak
KIIMHUYECKH 3HAYHUMOE.

Bepanamui, ¢enogunun, Hudeaunua u | BzaumoneicTue He | Bompoc 0 HE0OX0AUMOCTH

HUKapIUIHH n3y4aiocb. Ecmu adaBupens | koppekuuu 2103 0J0KaTOpOB
IIPUMEHSETCA OJHOBPEMEHHO C | «MEIJICHHBIX» KaJIbIIUEBbIX
KakuM-1100 TpernapaToM U3 | KaHAJIOB  pemaercs C  Y4eToM

TPYTIIIBI OoxaTopoB
«MEIUICHHBIX»  KaJbLHEBBIX
KaHAJIOB, KOTOpPBIC SBIAIOTCA
cyOctpatamn  m3odepmeHTa
CYP3A4, BO3MOJKHO
CHIDKCHHUE KOHIICHTPAI[HH

3TOro OiokaTopa B IUIa3Me
KPOBH.

KmuHUYeckoro otBera (cm. OXIJII
6110KaTOPOB «MEJITICHHBIX»
KaJILITUEBBIX KaHAJIOB).

IT'HIOJHUIINIAEMHUYECKHUE JIEKAPCTBEHHBIE CPEJCTBA

Huzuoumopvr 'MTI'-KoA-pedykmasut

ATopBacTaTHH/3(aBUpEH3
(10 mr 1 pa3 B cyrku / 600 Mmr 1 pa3 B
CYTKH)

ATopBacTaTHH:

AUC: |43 % (|34 - |50)
Crmax: 12 % (|1 - ]26)
2-THIIPOKCHATOPBACTATHH:
AUC: [35% ({13 - |40)
Crmax: {13 % (10— |23)
4-runpoKcuaTOpBacTaTHH:
AUC: |4 % (10— |31)
Crax: l47 % (l9 — l51)
Ob6mas aKTUBHOCTh
HHTUOUTOPOB
I'MI'-KoA-penyKra3ssl:
AUC: [34% (|21 - |41)
Crmax: 120 % (12 — |26)

Cnenyer
NEPUOINYECKUM
KOHIICHTPAIIH

OCYILIECTBIISTH

MOHHUTOPHUHT
XOJIeCTepUHa B
KpoBU. MoxeT mOTpedOBaThCs
KOPpPEKIMsl [103bI aTopBacTaTuHA
(cm. OXJIIT atopBacTaTuHa).
Koppekius no3el 3¢aBupeHsa He
Tpedyercsi.

[IpaBacratun/>daBupeH3
(40 mr 1 pa3 B cytku / 600 Mmr 1 pa3 B
CYTKH)

[IpaBacTtaTun:
AUC: |40 % ({26 — |57)
Cmax: |18 % (159 —112)

Cnenyer
NEPUOINYECKUIMA
KOHLCHTPAIlNM  XOJECTepHHa B
KpoBH. Moxer moTpedoBaThCs
KOPPEKIHSI 103bI IIpaBacTaTiHa (CM.
OXJIIT npaBacTatuHa).

Koppekims no3el 3¢aBupeH3a He
Tpedyercsl.

OCYIICCTBIIATH
MOHHUTOPUHT

CumBacTaTus/3(aBupeH3
(40 mr 1 pa3 B cyrku / 600 Mmr 1 pa3 B
CYTKH)

CuMBacTaTHH:
AUC: |69 % (162 - |73)
Crnax: 176 % (163 -179)

CuMBacTaTHH KHACJIOTA:
AUC: |58 % (139 — 168)
Conax: 151 % (152 — |58)

Oo6mas aTHBHOCTH
HHTUOUTOPOB I'MI-KoA-
pelyKTasbl:

AUC: |60 % (52— |68)
Crax: 162 % (155 —178)
(manyxuns CYP3A4)

ITpn OIJHOBPEMEHHOM
MpUMEHEHHH J(aBUpeH3a C
aTOPBACTaTHHOM,
IpaBacTaTHHOM i
CHUMBAacCTaTHHOM 3HAYCHHS
AUC u Cpnax ddaBupeHsza He
M3MEHSIOTCS.

Cnenyer
MepUOANYECKUI
KOHIIEHTpaLuU

OCYIIECTBIISTh

MOHHUTOPHUHI
XOJiecTepuHa B
KpoBu. MoxeT mOTpebOBaThCS
KOPpPEeKIMsl 7036l CHMBAcTaTHHA
(cm. OXJIIT cumBacTaTHHA).
Koppekimst 10361 3daBupeHsa He
Tpebyercs.

PosyBacratun/3daBupens

BzaumoneiictBue HE
M3y4alioch. PozyBacratun
BBIBOJIUTCS B OCHOBHOM B

Koppekiust 10361 HM OJHOTO W3
JIaHHBIX JICKApPCTBEHHBIX CPEICTB HE
Tpedyercsi.
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COOTBETCTBYET 3KCMEPTH

e A A e e
oT 23.04 2026 Nz 83337

R

e
HCU3MCHCHHOM [BUJC qeb'eﬁ-

CHEQOBATENBH

T W e
L TD UdLE)

JKeJTyJOYHO-KUIIEYHbIN TPaKT
c JKEITYBIO, [I03TOMY
B3aUMOJICUCTBUE ¢

B(I)aBI/IpeH?)OM HC OXKHIOaCTCs.

I'OPMOHAJIBHBIE KOHTPAIEIITUBbI

Hns NEpOPaIbLHOrO
DTHHHIACTPAAUON+
HOprecTuMat/3(aBupeHs3
(0,035 mr+0,25 mr 1pa3 B cytku / 600 mr 1
pa3 B CyTKH)

MNPUMCHCHUA:

OTUHWIICTPAUON:

AUC: &

Cmax: «>

Chin: |8 % (114 —125)
Hopoanrectpomun  (aKTHUBHBII
MeTaboIHT):

AUC: |64 % (162 — |67)
Crax: 146 % (139 — |52)

Chin: 182 % ({79 — |85)
JleBoHOpTrecTpen  (aKTUBHBIH
MeTaboIHT):

AUC: |83 % (179 - |87)
Crax: 180 % (}77 — |83)

Chin: 186 % ({80 — |90)
(MHIYKIMA MeTaboau3Ma)

DdaBupens: KITUHHYCCKH
3HAYUMOTO  B3aMMOJCHCTBHUS
HE BBISBIICHO.

Kananueckas 3HAYMMOCTD

9TuX 3 ()EeKTOB HE U3BECTHA.

B nomonHeHne Kk TrOpPMOHAIBHBIM
KOHTpaleNnTHBaM JIOJDKEH
UCTIONB30BaThCsl HAAEKHBIM MeToJ
OapbepHOil  KOHTpauenuuu  (cM.
paznen 4.6).

[IponoHrupoBaHHoro  JAEWUCTBUSA
BHYTPUMBIIIEYHOTO  BBEACHMUS:
MEIPOKCHIIPOTECTEPOHA
(AMIIA)/>daBupens
(150 mr JMITA
OJIHOKPATHO)

JUTSt
Hemo-
areTar

BHYTPHUMBIILIEYHO

B  Teuenme 3 MeECSIIEB
UCCIIEIOBaHUA  HE  OBLIO
BEISIBIICHO 3HAYMMBIX
pa3imumii B~ OTHOLICHHU
(hapMaKOKHHETUICCKHUX
apaMeTpoB
MEPOKCUIIPOTecTepoHa
MEXITy JI0OpPOBOJIBIIAMH,
nony4yasmumu  APBT c
3(haBUPEH30M, "
IOOPOBOJIBIIAMH, KOTOPHIE HE
nosydanu APBT.

Bo BrOopoMm wucciemoBaHUU
OBUTH  TIONMYYEHBI  CXOJHEIE
pe3yIbTATHI, XOTS
KOHIICHTPAIHH
MEAPOKCUIIPOTecTepOHa B
IU1a3Me KPOBH Pa3IHYaINCh B
Gonpmieit ctemeHu. B obomx
HCCIIEAOBAHMIX
KOHLEHTPAI[MH POTeCcTEePOHa
B Ia3Me KpPOBH y
JIOOPOBOIIBIIEB, TPUHIMABIITIX
3(haBupeH3 + JIMIIA,
OCTAaBAINCh HHU3KUMH, 9YTO
COOTBETCTBOBAJIO
IOJTABJICHUIO OBYJISIIHH.

B nmomonHeHHe K TOpPMOHAIBHBIM
KOHTpaLeNTHBAM JOJDKEH
UCIIONB30BAThCSl HAJCKHBIIT METOx
OapeepHON  KOHTpalenud  (CM.
paznen 4.6).

Nmmnanrar:
OrtoHorecTpen/>paBupenH3

Bsaumoneiicteue
N3ydanoch.
MOXHO O0XHIaTh CHIKCHUS
SKCHO3MIMN  JTOHOTEecTpesna
(manyxuns CYP3A4).

B OCTPErUCTPALIIOHHBIH
nepuoji HaONIOJACHUS OBLITH
MOy YEHBI OT/IEJIbHBIE

HC

cooOmennss 00  OTCYTCTBHH

B nononHeHne K TOpMOHaIBHBIM
KOHTpAIeTITHBaM JIOJDKEH
HCIIOJIB30BAThHCA Ha}le)l(HBIﬁ METOQ
OappepHOW  KOHTpamenuu  (CM.
pasnen 4.6).
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COOTBETCTBYET 3K

ot 23.04. 2026
kouTpauentuerofo  sddekra = ==EAT

npu NPUMEHEHUU
JTOHOrecTpena y MNalUeHTOK,
NPUHUMABIIHX (aBHPEH3.

NMMYHOJEINIPECCAHTBI
HNMMyHOIETIpECCaHTHI, KoTopele | BzanumonelictBue He | MoxeT moTpeGoBaThCs KOPPEKIHS
METab0JIU3UPYIOTCS n3odepMeHTOM | M3ydanocb. MOXXHO OXHAATh | AO3BI HMMYHO/ICTIPECCAHTA.
CYP3A4  (mampumep,  IMKIOCIOpPHWH, | CHU)KEHHS sKcno3unuu | Pexomenayercs OCYILECTBIIATh
TaKpOJIMMYC, CHPOJIUMYC)/3(paBupeH3 HUMMYHO/JICIIPECCAaHTa TIIATENbHBINA MOHUTOPHHT
(uanykuus CYP3A4). KOHLICHTpaLun
ManoBeposTHo, YTO | IMMYHOJETIDECCAaHTa B KPOBHU B
yKa3aHHbIE Te4eHUe He MeHee 2 Henenb (1o
UMMYHOJICTIDECCAHTBl  OyIOyT | YCTAaHOBIICHHSA CTaOMIBHBIX
OKa3bIBATh BIIMSHUC Ha | KOHLIEHTpALHi) ¢ MOMEHTa Hadaia

HKCIO3UINIO 3(haBHUpEH3a.

Tepamui  3(aBUPEH3OM WIH C

MOMCHTA €€ OTMCHBEI.

O OU/IbI
Meranon/>daBupeH3 MeraoH: [TpoTBONIOKa3aHO OJJHOBPEMEHHBIH
(crabunmpHass monmepkuBaromas  no3a, | AUC: |52 % (|33 — [66) npueM >(paBUpeH3a U METaI0Ha U3-

35—-100 mr 1 pa3 B cytku / 600 mr 1
CyTKH)

pa3 B

Crax: 145 % (125 - 159)
(manyxuns CYP3A4)

B mccnenoBannu ¢ ydactueM
BUY-nHpHIMpOBaHHBIX
MalUEeHTOB, KOTOPbIE BBOJIUIIN
cebe HapKOTHUYECKHUE CPe/ICTBA
BHYTPUBEHHO, YCTaHOBJICHO,
4TO OJIHOBPEMEHHOE
npUMEHEeHHE J(aBUpeH3a U
MeTaJ0Ha  INPUBOAMIO K
CHIDKCHHIO KOHIICHTPAITUHI
METaI0Ha B IIa3Me KPOBH H K
TIOSIBIICHUIO CHMIITOMOB
OTMEHBI OITHATOB.
YroOsr YMCHBIIIHATH
BEIPQ)KEHHOCTh ~ CHMIITOMOB
OTMEHBI,  JI03y  METaJoHa
YBEJIMYMBAJIM B CpPEAHEM Ha
22 %.

3a pHCKAa YIJIMHCHHS HHTepBaia
QTc (cm. pazmen 4.3).

Bynpenopdun/Hanokcon/3haBupens

bynpenopdun:

AUC: |50 %
HopOynpenopdus:

AUC: |71 %

O¢daBupeHs:

Kinnanaeckn 3HAYHMOTO
(hapMaKOKHHETHYECKOTO

BSaHMOﬂeﬁCTBHﬂ HEC

BBISIBJICHO.

Hecmorps CHUKEHHUE
9KCIO3UIIUI OynpenopduHa,
CllyyaeB TMPOSIBICHHS CHUMIITOMOB
OTMEHBl y  TAIMEeHTOB  HE
HaOmomanoce. He  TpeOyercs
KOPPEKIMsl O3l HU OJHOTO W3
JIEKapCTBEHHBIX ~ CPEACTB  NpH
OJTHOBPEMEHHOM Ha3HAYCHUH
OympeHopduHa U 3paBUpeH3a.

Ha

2 — 90 % noBepuTeNbHBIE HHTEPBAIIBI, €CIIN HE YKa3aHO JPYToe.

95 % noBepUTENLHBIE HHTEPBAIIBL.
YD — ypunuaaudocdart.

I'MTI"-KoA-penykrasza — 3-THIPOKCH-3-METHIATIYyTAPHI-KOOH3UM A peayKTasa.

Bzaumooeticmeue npu npogedenuu mecma Ha KAaHHAOUHOUObL

D¢daBupeH3 He CBA3BIBAETCS ¢ KAHHAOMHOWIHBIMU pElENTOpaMH, OJHAKO MMEIOTCS COOOIEHUs O
JIOKHOMOJIOKHUTEIBHBIX pe3yibTaTaXx aHalu3a MOYM Ha KaHHAOMHOMJBI Y HEMH(UIMPOBAHHBIX
MH(UIIPOBAHHBIX

nobpososbiee u y BUU-

MaIEeHTOB,

IMPUHUMAaBIINX

IlonoxuTenbHBIN pe3yjibTaT CKPUHUHI-TCCTA HaA KaHHa6I/IHOI/IJIBI PECKOMCHAYCTCS NOATBCPIKAATD,
HCIIOJIB3YS TAKHUE CIICHUAJIbHBIC METOAbI, KaK ra3oBas XpOMaTOI"pa(l)I/ISI HJIN MacCC-CIICKTPOMETPHUS.

CTH
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COOTBETCTBYET ZKCTEPTHC

ot 23.04.2026 N 83

ACNEAOBATENEHOC T.:. 0002)

MY OTUETY

o (Ll
UccnenoBanus B3auMoACHCTBHS TPOBOAWINCH TOJBKQ Y BSDOCEL

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTD U JAKTAUMS

JKeHIIUHEI ¢ JIETOPOIHBIM MOTSHIINAIOM (KOHTD&HCHHI/IH Y MYKYHMH U )I(CHHII/IH)

IIpu newyenun »s¢daBupeH3oM crexyer u30erarb HacTyIuleHHs OepeMeHHOCTH. Heobxoammo
HCIIOJIb30BaTh HAJICKHbIE METObl OapbepHON KOHTPALICTILIUY B COUETAaHUU C APYTUMHU MeTo/1aMu (B
TOM 4YHCIIe TIepOpaTbHBIC WU JIPYTHe TOPMOHAIbHBIE KOHTparenTusbl). [lockonbky 3daBupeH3
UMEeT JAJUTENbHBIN MepuoJ MONYyBbIBEACHUS, HEOOXOJUMO HCIIOJIb30BATh HAJEKHBIE METObI
KOHTpAIICTIIIMK Ha MPOTSHKEHUHM 12 HeAenb Mmocie npekpamieHus ledenus 3dasupenszom. Ilepen
HAYaJIOM JieueHus 23(paBUPEH30M KEHILUHBI, CIOCOOHBIE K IETOPOKICHHIO, TOJKHBI IPONTH TECT Ha
OEepEeMEHHOCTb.

bepemeHnHOCTh

DdaBupeHs He clemayeT MPUMEHSATh BO BpeMsi OCPEMEHHOCTH, 3a UCKIIOYCHHEM CIy4aeB, KOTJa
MOTEHLIMAJbHAs TOJb3a ISl MAaTepu MPEBBINIAET BO3MOXKHBIM PUCK JUIS TUIOAA U HET JPYIrHX
ATbTEPHATUBHBIX METOJOB JieueHHs. Eciu keHmmHa nmpuHUMaeT 3()aBUPEH3 BO BpPEMs MEPBOTO
TpuMecTpa OepeMEeHHOCTH Wi 0epeMEHHOCTh HACTyMaeT BO BpeMs MpUMEHEeHUs d(paBUpeH3a, OHA
JOJKHA OBITH MTPEeyNpeXkaeHa O MOTEHIIMAIBHOM Bpee IS IJ10/1a.

He mnpoBoamiiock agekBaTHBIX U KOHTPOJIUPYEMBIX KIMHUYECKHUX HCCIENOBAHMI C ydacTHEM
O0epeMeHHBIX. B mocTperucTpanioHHOM mepuojie ObUTH TONYYEHBI COOOUICHHS O TMPUMEHEHUH
a¢daBupen3a B cocraBe komOuHupoBaHHOH APBT B mepBom Tpumectpe OepemeHHocTu. He
co00MIaTI0Ch 0 HATMYMHU crenu(pUIecKnX 0COOEHHOCTEH (YBEIMYCHUS YaCTOTHI) IOPOKOB Pa3BUTHUS
y HOBOPOXJIECHHBIX. TOJIKO HECKOJIBKO COOOIIEHUH co/iepKani HHPOPMAIUIO O CIIy4asX Pa3BUTHUS
nedexToB HepBHOH TpyOKH, BKIIIOYast MEHHHTOMHEeNoene. BolbIIMHCTBO JaHHBIX COOOICHNH ObLTH
PETPOCTIEKTUBHBIMH, U IPUYNHHO-CIIEICTBEHHAS CBS3b HE ObLIa M3YyYeHA.

JlakTarms

bbu10 nokaszaHo, 4To 3(haBUPEH3 BIICIACTCS C IPYAHBIM MOJIOKOM KOPMALIMX KeHIMH. He nmeercs
J0CTaTOYHOM MH(pOpMaIuu 0 JeicTBUM 3(aBUpPEH3a Ha HOBOPOXKIEHHBIX U MiIaJieHIIeB. JKeHmuHaMm,
IPUHUMAIOIIUM 3(haBUPEH3 B MEPUOJ JIAKTalluM, KOpPMJIEHME TIpyAblo He peKkoMmeHuayercs. Bo
n30exanue nepenaun BUY uu npu kakux oOcrosrenscTtBax BUYU-MHQUIMPOBaHHBIM MaTepsIM HE
PEKOMEHIyETCSl KOPMUTB TPYABIO.

DepTIbHOCTD

Bnusaue s¢daBupeHs3a Ha GepTHIIBHOCT CaMIIOB M CaMOK Y KpPbIC OLIEHMBAJIACh TOJBKO B J103aX,
o0ecrneurBaBIINX CUCTEMHOE BO3/IEHCTBUE Mpenapara, SKBUBAJICHTHOE UM MEHbILIEE TOr0, KOTOPOe
JOCTUraeTcs y JIIOJe mpu MnpueMe peKOMEHJOBAaHHBIX 103 3¢aBupeH3a. B 3Tux uccinempoBaHMsIX
3(haBUPEH3 HE BIIMSUIT HA CIIApUBaHKE WIH (HEePTUIHLHOCTD CaMIIOB U CaMOK KpbIC (710361 10 100 mr/Kr/2
pas3a B CyTKH) U HE BIHUUI HA TapaMeTphl CIEPMOTPaMMBbI MJIM TIOTOMCTBO CaMIIOB KPbIC, TOJTy4YaBIINX
npenapat (10361 10 200 Mr/2 pasa B cyTkH). PenpoaykTuBHast CHOCOOHOCTh TOTOMCTBA, POKIEHHOTO
OT CaMOK KpBbIC, TOJy4YaBIINX 3(haBUPEH3, HE N3MEHSIIACh.

4.7. BiusiHue Ha CHOCOOHOCTH YINPABJATH TPAHCHOPTHBIMU CpeACTBAMHM M padoTath ¢
MeXaHMU3MaMH

O¢daBupeH3 MOXKET BbI3BATh T'OJOBOKPY)KEHHE, HapylIeHWE KOHIIEHTpAllMM BHUMAHMS W/UIU
COHJIMBOCTG. [laniueHToB ciieqyeTr MpOMHCTPYKTUPOBATh O TOM, YTO B CIIydae BOZHUKHOBEHUS ITUX
CUMIITOMOB MM cJleayeT u30eraTh MOTEHIMAJbHO ONACHBIX 3aHSATHH, TaKUX Kak BOXKIEHUE
aBTOMOOWJIS WM PaboTa ¢ MEXaHU3MaMH.

4.8. HexxennaTebHbIEC peakuuu
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Pesrome mpoduirst 0e3onacHOCTH

B menoMm »sdaBupeH3 XOpomio MEepeHOCWICS B KIMHUYECKHX WCCIEAOBaHUAX. B moarpyrme
MaUEeHTOB, MPUHUMaBIINX d¢aBupen3 B 1o3e 600 mr 1 pa3 B cyTKu B KOMOUHAIIMY C HHTUOUTOPAMHU
nporeazsli BUYU w/mmu HUOT, nambonee dwacthimMu (MO0 MeHbIIEH Mepe y 5 % MalueHTOB)
HEXKeNaTeJIbHBIMU PeaKIMsIMH KaKk MUHHUMYM CpeqHell TspkecTu ObUIM KoxkHasi cwinb (11,6 %),

rojioBokpysxkenue (8,5 %), romnora (8,0 %), ronoBHas 00b (5,7 %) ¥ NOBBILLIEHHAS YTOMIISIEMOCTD
(5,5%).

HauGonee 3aMeTHBIMH HEXENaTeIbHBIMU SBICHHUSMH, CBS3aHHBIMH C TpHeMoM 3(daBupeH3a,
SIBJISUTUCh KOXKHAsl CBIIb U CUMIITOMBI CO CTOPOHBI HEPBHOW CUCTeMbl. CHMIITOMBI CO CTOPOHBI
HEPBHOW CHUCTEMBI OOBIYHO TMOSIBJUIMCH BCKOPE MOCIIE HaYala TEparuy U, KaK MPaBUIIO, UCUE3ATU
nocye 2—4 Heyenb Tepanuu. Takke y TanueHTOB, IPUHUMABIIUX 3(haBUPEH3, HAOTIOAATNCH TSXKEIIbIC
peaKiuu CcOo CTOPOHBI KOXH, Takue Kak cuHapoM CtuBeHca-/[KOHCOHA W MHOTO(OpMHAS
AKCCYJaTUBHAs 3PUTEMA; HAPYIICHUS TICUXHKH, BKITIOYAs TSHKEIYIO JICTTPECCUI0, CMEPTh BCIICACTBUE
CYHIIUJa U TICKXO30MOJO00HOE TOBEIEHUE, a TAKKe CYJOpPOKHBIC MpHmaaku. [lpu mpruMeHeHuun
a¢aBUpeH3a OJTHOBPEMEHHO C MTUIIEH MOKET YBEITMUUBATHCS €TI0 CHCTEMHAS SKCITO3UIIHSI, YTO MOXKET
MIPUBOJUTH K YBEIMYCHHUIO YaCTOTHI HEXKETATEIbHBIX peakiuid (cM. pazaen 4.4).

[Ipoduias Ge30macHOCTH MPHU JUTUTEIIBHOW TepaIiy, BKIIOYABIICH 3(aBUPEH3, OLICHUBAIA B XOJIC
KOHTPOJIHPYEMOT'O UCCIICIOBAHMSI, B KOTOPOM TMAIlUEHTHI IPUHUMATH TU00 3PaBUpeH3 + 3UI0BYIUH
+ namuByauH B TeueHue 180 Henenb, 1100 rdaBupeH3 + nnauHaBup B Tedenue 102 Hepens, 1u60
WHIWHABHD + 3UIOBYIMH + JIAMUBYIMH B TeUeHUE 76 HeNeb. JTuTeNbHOS TPUMEHEHHE d(aBUpeH3a
B XOJIC JAHHOTO HCCJICJIOBAHMS HE COMPOBOXKIAIOCH MOSBICHUEM KaKWX-JIMOO HOBBIX JIAHHBIX IO
0€30I1acHOCTH.

TabanuHoe pE3OME HEXKENIaTEIbHBIX pEaKIIMH

Huxe npuBeneHbl CpeHETSKENbIE U TSHKEIbIe HEXellaTelbHbIe PEAKI[MU, B OTHOIIEHUU KOTOPBIX
Obula YCTaHOBJEHAa BO3MOJKHas NPUYMHHO-CIEACTBEHHAsl CBSI3b C IMPUMEHSBLIMMCA PEKUMOM
Tepanuu ([0 MHEHMIO MCCIE[OBaTeNeil) M KOTOpble HAOMIOJAINCh B XOJ€ KIMHUYECKUX
uccieioBaHui  3(aBupeH3a, INPUMEHSABIIErocs B PEKOMEHJOBAHHOM J103¢ B  COCTaBe
koMOuHMpoBaHHO APBT.

KypcuBoMm BbIJIe/IEHBl HEXKeJaTEeNbHBIE pPEAaKLUUH, KOTOpble OBUIM 3aperMCTPUpPOBAaHbI B
MOCTPErUCTPALIMOHHBIN MTEPHO] MPUMEHEHHS 3(paBHpEeH3a B COCTaBE KOMOMHUPOBAHHOU TEPAIUH.

YacroTa HexenaTelbHBIX peakluid MpHUBEIeHA MO CIeAyromel KiaccupUKalud: O4eHb 4acTo (>
1/10); gacto (= 1/100, HO <1/10); Heuacto (>1/1000, Ho <1/100); peaxo (=1/10 000, vo <1/1000);
oueHb penko (<1/10 000), yacToTa Heus3BecTHa (HA OCHOBAaHWU HWMEIONIMXCS TAaHHBIX OILIEHUTH
HEBO3MOJKHO).

CucTeMHO-OpraHHbIe Yacrora
HexenarejbHble peakuuu
KJIACChI BCTPE4YaeMoCTH
Hapymenust co croponsl | Hewacro TUTNIEPYYBCTBUTEIHLHOCTD

MMMYHHO! CUCTEMBI

Hapymenus Yacro THIIEPTPUTIIULEPUICMUS ¥
MeTaboIM3Ma U TUTAHH -
Heuacto TUIEPXO0JIECTEPUHEMUS
[cuxuaeckne Yacro MaTOJIOTHYECKNE CHOBUACHHUS, OECIOKOMCTBO, Iempeccus,
HapyIIeHUS O6ecconHuma*
Hewacto addexTHBHAaS NTAaOWIBHOCTH, AarpecCHBHOCTb, CIYTaHHOCTH

CO3HaHMus, HaCTpOCHUC (¢10) CKJIOHHOCTBIO K Sﬁ(l)OpHI/I,
TraJUIrOIIMHAK, MaHud, MapaHOUJAaJIbHOC MMOBEACHUEC, NCUXO3 ),
CyMIIUAAJIbHBIC MMONBITKH, CYULINIAJIbHBIC HAMEPCHU

Penxo oped”, Hespo3”, cmepmb cnedcmaue cyuyuoa™”
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COOTBETCTEYET 3KCNEPTHOMY OTYETY
ot 23.04 2026 N= 8337
I-|—|l—I —~ _il—_ilf"ul- 3 1-|—|—ii:| |If-.|- T Iriﬁl-l-.-l
Hapymrenus co cropons | Yacto napywent  mosoctlikoson ' xooporindipi W - pubrdétcint)
HEPBHOU CUCTEMBI pacctpoiictBo BHuMaHuUS (3,6 %), ronoBokpyxkenue (8,5 %),
rosoBHasi 6016 (5,7 %), connusocts (2,0 %)*
Heuacro TPEBOXXHOE BO30YXICHHWE, aMHE3Ws, aTakCHs, HapylleHue
KOOpJMHAIIMK JIBHXCHUH, CYIOpPOTH, HAPYUICHUE MBIIUICHUS,
mpemop’
Yacrora HEU3BECTHA | dHYedaronamus
Hapymenus co cropons! | Heuacto HEUYETKOCTh 3PUTEIBHOTO BOCIIPUATHUS
opraHa 3peHust
Hapymenus co cropons! | Heuacro Wiym 6 yuiax’, BEpTUro
oprana ciyxa u
nabupuHTa
Hapymenust co croponsr | Hewacto «NPUIUBLLY KPOBU K KOdHCe auya’
COCy/IOB
Hapymennst co croponsr | Yacto 00Jb B )KHBOTE, THapesi, TOITHOTA, PBOTA
KEITyJOYHO-KUIIICTHOTO
Hewacto MTAHKPEATHT
TpaKTa
Hapymenust co croponsr | Yacto TIOBBIIICHUE aKTHBHOCTHU acnapTaraMuHoTpaHcdepassl (ACT)*,
TIeYeHU u TIOBBINIICHUE AKTUBHOCTH ajlaHmHaMuHOTpaHchepassl (AJIT)*,
YKEITICBBIBOSIINX MMy TeH MTOBBIIICHUE aKTUBHOCTH raMma-riyramuntpancdepassr (I'TT)*
Heuacto OCTpBIN IenaTuT
Penko NeYeHOYHAsl HeOOCMAMOYHOCHL ¥
Hapymenust co croponsl | O4eHb 4acTo KoxHas cbib (11,6 %)
KOXXH W TOIKOXKHBIX =
. Yacto KO>HBIN 3y
TKaHel
Heuacrto MHOTO(OpMHasi 3KCCynaTHBHAs 3puTeMa, cuHapoM CTHBEHCA-
Jxoncona*
Penxo domoannepeuueckuii depmamum’
Hapymenus co croponsl | Hewacto TMHEKOMACTHS
PenpoONyKTUBHOM
CHUCTEMBl M MOJIOYHBIX
xKeses
OOmme Hapymienuss u | Yacro HOBBIIICHHAS] YTOMJISIEMOCTh
peaximn B MecTe
BBEJICHHS

* — poJee MOAPOOHOE OMMUCAHUE CM. HIDKE B mojipasene « OMICcaHne OTACIbHBIX HeXKEIATSIFHBIX PEaKIIHiD).

’ — TaHHBIC HEXeJaTelIbHbIC PeaKIuu ObLTH 3aUKCHPOBAHBI B MOCTPETHUCTPALIMOHHBIA TIEPHO]] HAOIOICHUS , YaCTOTY
ATHX PeaKIUi ONPe eI, UCIIOb3YS TaHHEIC, TOTyYeHHBIE B X0€ 16 KIIMHIYECKUX UCCIlefoBaHui (yaacTBoBaro 3969
MAIUEHTOB).

” — MaHHBIC HEXeNaTeIbHBIC PEAKIIUH OBLIH 3a()IKCHPOBAHBI B IIOCTPETUCTPAIIMOHHEIN ITePHO HAOIIOACHHUS, OTHAKO Y
MaIMeHTOB, MPUHAHUMABIINX d(haBUpeH3 B X07e 16 KIMHUIECKUX HCCIIE0BaHNN, 0 HUX HE COOOIIANIOCH KaK O SBICHUSX,
CBSI3aHHBIX C MPUMEHEHHEM Tpernapara. B coOOTBETCTBUU ¢ KiaccH(PHKAIIMEH 1O YacTOTe 3TU HEXKEIaTebHbIC SBICHHS
ObUTH PACIICHEHBI KaK HAOJIOMABINUECS «PEaKo» (Ha OCHOBAHWHM OIICHKH BepXHEW rpaHuibl 95 % MTOBEPUTEIHHOTO
uHTepBana Ay 0 sgBiIeHMN B pacyeTre Ha KOJWYECTBO MAIlMEHTOB, MPUHUMABIIMX 3(aBUpPEH3 B XOJ€ yKa3aHHBIX
KIMHUYECKUX uccienoBanuii (n = 3969)).

Onuncanue OTACIBHBIX HEXCIIATCIbHBIX DeaKHI/II\/'I

Koowcnas coino

B xoze kmuHu4ecKX uccae10BaHui KOXKHas ChIlb Habmoanack y 26 % naiuneHToB, IPUHUMAaBIINX
s¢asupen3 B go3e 600 mr, mo cpaBHeHHIO C 17 % NalMeHTOB B KOHTPOJBHBIX Irpymmnax. ¥ 18 %
MalMEeHTOB KOXKHAs CHIMb ObLJIAa CBsI3aHHA ¢ TIpreMoM 3¢aBupeH3a, npu 3ToM y 1,7 % manueHToB
npueM Impernapara ObUI MpeKpalleH W3-3a TMOSBIEHUS KOXHOM cbimu. YacToTa pa3BUTHSA
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MHOTO(OPMITOH KCCYTaTUBHOM SPUTEMBI U CHHIAPOMA CTI/IBGH&I ﬂ;lco‘;llcorra COCTABIT ér HD‘I/IM‘@'DHO

0,1 %.

OOblYyHO pa3BUBaIOTCS €1a00 WIM YMEPEHHO BBIPAKECHHBIE MAaKyJIOMAMyJe3HbIE KOXKHbBIE
BBICHINIAHUS, KOTOpBIE TMOSIBJISIIOTCA B TEUEHHUE IMEPBBIX JIBYX HEAENb IOCJIE Hauyajga Teparnuu
s¢aBupeH30oM. Y OOJBIIMHCTBA MAIMEHTOB KOXKHAS CHIIIb MCYE3aCeT MPHU MPOAOIKEHUU Teparuu
3(aBUPEH30M B TE€UEHHUE OJJHOTO Mecsia. D(haBUpeH3 MOKET ObITh MOBTOPHO HA3HAUCH MAI[UCHTAM,
KOTOpBIE MPEKPaTUIM €ro MpHUeM H3-3a MOSBICHUS KOXKHOW chinu. [Ipu BO30OHOBIIEHHHU Tepamnuu
3(aBUPEH30M PEKOMEHIYETCS TAK)KE MPUHIUMATh COOTBETCTBYIOMIHME OJIOKaTOphI H|-rucTaMIMHOBEIX
PELEenTOPOB U/UIH KOPTUKOCTEPOU/IBI.

HmeeTcss OTpaHUYCHHBIN OMBIT MPUMEHEHHs d(paBUPEH3a y MAIMEHTOB, KOTOPHIE MPEKPATHIN
TEepanuio APYTMMH aHTHUPETPOBUPYCHBIMU mpenaparamu u3 rpynnsl HHMOT. Yacrota penuausa
KOXXHOU CBIMH IOCJIE TIEPexo/ia ¢ Teparuy HEBUPAMMHOM Ha Tepamnuio 3paBUPEH30M, B OCHOBHOM
OIICHEHHAs1 0 OMyOJHWKOBAaHHBIM PETPOCIICKTUBHBIM JaHHBIM, cocTaBmia oT 13 % mo 18 %, u
COMOCTaBMMa C 4YaCTOTOW, BBHISBICHHOW Yy TMAIMEHTOB, MNPHHUMABIIUX 3(]aBupeH3 B Xoje
KIIMHAYECKHUX HUccleaoBaHuil (cM. paszaen 4.4).

Cumnmomwi co CMOPOHbL NCUXUKU

Y HEKOTOPBIX MalMEHTOB, MPUHUMABIIUX >(PaBUPEH3, HAOIIONATNCH CEPhE3HbIE HEXellaTeIbHbIE
peaKkuu CO CTOPOHBI TCUXUKU. B KOHTPOJUPYEMBIX KIMHUYECKHUX MCCICIOBAHUAX YACTOTa
BO3HUKHOBEHHUS OTACNBHBIX CEPHhE3HBIX HEXKENaTENbHBIX PEAKIMil CO CTOPOHBI TCHUXUKHU ObLIa
cienymolei: Tsxenas aenpeccus — 1,6 % B rpyIine naueHToB, IPUHUMABIINX KOMOMHUPOBAHHYIO
APBT c adaBupenzom, u 0,6 % B KOHTPOJIIBHOH TpyIile NAIUEHTOB; CYUIUAaIbHbIe HAMEPEHUS —
0,6 % wu 0,3 %; cynnmmanbHbIe TOMBITKA 0e3 jerampHOro ucxoma — 0,4 % u 0 %, arpeccuBHOE
noseaenue — 0,4 % u 0,3 %, napanounansubie peakiuu — 0,4 % u 0,3 %, MaHUaKkaabHbIEC PEAKIIUU —
0,1 % u 0 %, COOTBETCTBEHHO.

[TanreHThI, UMEIOIUE B aHAMHE3€ ICUXUYECKHE PACCTPOMCTBA, HAXOATCS B IPYIINE MOBBIIIEHHOTO
pI/ICKa 10 pa3BI/ITI/IIO JTAHHBIX CGpBG?;HI)IX HCXKCJIATCIIbHBIX SIBJICHI/Iﬁ (610] CTOpOHI)I IICUXHKH C tIaCTOTOIt/'I
BO3HUKHOBEHHMSI KQXKJI0TO U3 BBIIIEIIEPEUUCICHHBIX ABJIeHUM oT 0,3 % i1 MaHHaKaIbHBIX pPEaKIHi
10 2,0 % s TsbKeIod AETpeccuy UM CyMUUIAlbHBIX HamepeHui. Takke B MOCTPErucTpalliOHHOM
MepHOo/Ie TIOTyUeHBI COOOIICHHS O CITydasx CMEPTHU B pe3ybTaTe Cyulna, Ope1oBbIX pacCTpOCcTBax
M TICUX030M0J00HOM ITOBEIEHHH.

Cumnmomsl co CMOpPOHbL H€p6H012 cucmemaol

VY nanueHToB, NpuHUMaBLINX 3(]aBupeH3 B o3¢ 600 Mr B paMKax KOHTPOJIMPYEMBIX KIMHHYECKUX
UCCIIeIOBAaHMM, YacTO HaOJIOJAINCh CIENyIOIUe HeXKeIaTeldbHble PEAKIMU: TOJIOBOKPYKEHHE,
OeccoHHMIIa, COHIIMBOCTh, PACCTPONCTBO BHUMaHUS, KOIIMAapHble CHOBUEHUS. Taxke HaOI0Aanuch
U JIpyTU€ HEXeNaTelbHble sBIeHNA. CpelHETKENbIE U TSKEIbIE CUMIITOMBI CO CTOPOHBI HEPBHOM
cucteMbl HaOmogauch y 19 % (Tsoxensie —y 2 %) manueHToB, TOT/1a KaK y MallieHTOB, TOJTYYaBIINX
KOHTPOJIbHYIO TEPAIUIO, 3TOT MOKa3aTelb cocTaBua 9 % (Tsokensie —y 1 %). B xone kmuHHuecKux
uccienoBaHuii 2 % MalMeHTOB, MNPUHUMABIIMX 3(aBUpeH3, MNpPeKpaTHId Tepanuoo Uu3-3a
BBIILIEYKAa3aHHBIX CUMIITOMOB.

CHUMIITOMBI CO CTOPOHBI HEPBHOM CHCTEMBI OOBIYHO HAOIIOAAIUCH B TEYEHHE NIEPBOTO WJIK BTOPOTO
JHSI ITOCTIe Havyajia Teparuy U B OOJBIIMHCTBE CIIyyaeB HCUYe3ali B T€UCHUE NMEepBhIX 2 — 4 Hezenb. B
UCCJIETOBAaHUM C y4acTHEM HEUH(DUIUPOBAHHBIX JOOPOBOJIBIEB PENPE3CHTATUBHBIN CUMIITOM CO
CTOPOHBI HEPBHOM CHUCTEMBI BO3HUKAJ B CPEAHEM depe3 | U mocie mpuema npenapara v JUIMICS B
cpenHeM 3 4. CUMOTOMBI CO CTOPOHBI HEPBHOM CHUCTEMBI pa3BUBAIMCH 4alle, €Ciu 3(paBUPEH3
IPUHUMAIIM BO BpeMsl MpHeMa MUIIK. Bo3MOXKHO, 3T0 00yCIIOBIIEHO MOBBIIIEHUEM KOHIEHTpAIUU
a(aBUpeH3a B TUIa3Me KPOBH B TAKUX YCIOBHSIX (CM. pazzaen 5.2). Jlns yiaydiineHus: mepeHoCUuMOCTH
Ipenapara B OTHOLIEHUHN JAHHBIX CUMIITOMOB B TEYECHHE NEPBBIX HEJENb TEPAllUU PEKOMEHAYETCS
IIPUHUMATh Tpenapar mepell CHOM. JTOT PEXHUM IpUeMa PEKOMEHAYETCS M TeM NalUueHTaM, y
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ApOOHBIN IPUEM CYTOYHOM 1036 OOBIYHO HE Aal0T OJAaronpusTHOrO 3¢ dekra.

AHanu3 JaHHBIX [0 ATUTELHOMY PUMEHEHHIO 3(haBrpeH3a MoKas3al, yTo nocie 24 Hejenb Tepanuu
4acTOTa BIEPBbIE BO3HUKIIUX CUMITOMOB CO CTOPOHBI HEPBHOM CHUCTEMBI Y TMalUEHTOB,
MPUHUMABIINX 3(aBupeH3, OblIa B 1I€JIOM CXOIHON C TAKOBOW B KOHTPOJIBHOM TpYIIIIE.

B moctperucTpanMoOHHBIA MEpHOA  COOOLIANIOCh O CBA3aHHBIX C BBICOKOH KOHIEHTpamuen
s¢aBUpeH3a aTakKCUU U 3HLEe(aNoNaTui, BO3HUKABIINX Yepe3 HECKOJIbKO MECSILEB WM JIET Mocie
Hayvana JiedeHus dasupenzom (cm. pazzaen .4.4).

Ileyenounas neoocmamounocms

B mocrperucrpanoHHbIid mepros HaOMOAEHHsS OBLIO 3aperuCTPUPOBAHO HECKOJIBKO CIIydacB
HEYCHOYHOW HEIOCTATOYHOCTH, BKIIIOYAs CiTydan 0e3 yKa3aHuil Ha 3a00JIeBaHus [ICUCHU B aHAMHE3E,
a Takke 0e3 JPYrHX BBISABICHHBIX (PAKTOPOB pUCKA. YKa3aHHBIE ClIydyaW XapaKTepU30BAIHCh
MOJIHUCHOCHBIM TEUCHHEM; B psIe CIyYacB MOTPeOOBaNach TPAHCIUIAHTALMS IICYCHU WIIH
co00MIATIOCh O CMEPTH MAIHEHTA.

CMHOpOM 60CCMAHOBICHUA UMMYHUmMemda

Y BUY-uHQUUUPOBAHHBIX MAMUEHTOB C TSHKEIBIM HUMMYHOJAS(PHUIIMTOM B Hadalle MPOBEACHUS
KoMOuHupoBaHHOH APBT MoeT MOBBICUTHCS PUCK BO3HUMKHOBEHHSI BOCHIAJIMTENILHBIX PEaKLUi Ha
HEaKTHBHBIE WJIM OCTATOYHBIC OIMOPTYHUCTHYECKHE HH(EKIWU. AYTOMMMYHHBIE HApYLICHHUS
(Takue kak Oosie3Hb I'peliBca U ayTOMMMYHHBIN renaTut) HaOnroAanuch Ha (POHE BOCCTAHOBJICHUS
MMMYHHTETA, OJHAKO BPEMsI HadaJIbHbIX MPOSBICHUM CUIBHO BapbUpPOBAJIO, U 3a00JI€BaHUE MOTJIO
BO3HHUKATh Yepe3 MHOI'O MECALEB I0CIIE Havana Tepanuu (cM. paszzien 4.4).

Jlunooucmpodgpus u memabonuyeckue HapyuieHus

Kom6unupoBannas APBT accouumpyercs ¢ mnepepacmpeeieHHeM JKUPOBOM TKaHU Tela
(munomucrpodueii) y BUY-uH(GUIIMPOBAHHBIX NAIIMEHTOB, BKIIOYAsl UCTOMIEHUE MepUPEpHISCKOI
U JIUIEBOM MOAKOKHO-)KUPOBOM KIIETYATKH, €€ HAaKOIJICHHE BO BHYTPHUOPIOIIMHHOM MIPOCTPAHCTBE,
BHYTPEHHUX OpraHax, 3aJHeil yacTu meu («rop0d OyiBoia») u rTUnepTpodUro rpyIHbIX JKees3.

KomOunupoBanHas APBT MoxeT BbI3BaThb MeETa0OJIMYECKHE HApyIIEHUs, Takue Kak
THIEPTPUTIHLEPHIEMHISL, TUTIEPXOJIECTEPUHEMHUS], MHCYIMHOBASI PE3UCTEHTHOCTb, TUTIEPTIINKEMUS U
runepiaakrareMus (cM. paszaen 4.4).

Ocmeonexpos

HaGnromanuch ciiydan OCTEOHEKpO3a, MPEUMYIIECTBEHHO Yy MAllMEHTOB C XOPOIIO H3BECTHBIMHU
¢dakTopamu pucka, ¢ murenbHod BUY- undeknuel, a Takke y MalueHTOB, KOTOPbIE JJIUTEIbHO
npuHUMau KoMOnHKUpoBaHHYI0 APBT. OnHako yacToTa 3TOro OCIOKHEHHs HE YCTAaHOBJICHA (CM.
paznen 4.4).

Jlabopamopnuie noxkazamenu

«lleuenounviey d)eDMeHmbl

ITosbruenue aktuBHOCTH ACT 1 AJIT Gosee uem B 5 pa3 Boiie BI'H na6mtonanocs y 3 % naunueHToB
n3 1008, mpunumaBmux 3¢asupen3 B go3e 600 mr B cytku (5-8 % npu miaurensHoit APBT ¢
s¢aBUpeH30M). AHAIOTUYHOE MOBBIIIEHHE HA0II0JAIOCh Y MAIMEHTOB KOHTPOJIbHOM rpynmsl (5 %
npu autenbHoit APBT 6e3 adaBupen3a). [loseimenune aktuBHocT ['T'T 6osee uem B 5 pa3 Bbiie
BI'H nabmoganock y 4 % Bcex mauueHToB, npuHuMaBmux 600 mr sdasupensza, u y 1,5-2 %
ManueHToB U3 KOHTposibHOUN rpynmsl (7 % npu anutensHoit APBT ¢ adasupenzom u 3 % npu
nnmutensHoi APBT 6e3 adasupensa). M3oiauposannoe nossiienrne aktuBHocTd I'T'T y nanuenTos,
MPUHUMAIOIIKUX 3(QaBUPEH3, MOXKET YKa3blBaTh Ha HHAYKIHIO (PEepMEeHTOB. B kiIuHMYecKoM
uccaenaoBanuu npu juutenbHoi APBT okono 1 % mnanueHTOB B KaXaoW HM3yd4aeMoW Trpymnre
MIPEKPATUIIN TEPATHIO B CBSI3U C HAPYIICHUSIMHU CO CTOPOHBI IEUEHU U JKETUYEBBIBOASAIIUX MyTeH.
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Amunasa

ACHUMITTOMAaTHYECKOE YBEITUUYCHUE aKTUBHOCTH aMHJIa3bl B CRIBOPOTKE KPOBH, Oojee ueM B 1,5 paza
npessimatoniee BI'H, 6bu10 BhisiBaeHO y 10 % mnanueHTOB, MpUHUMABIIUX 3(aBUpeH3, U y 6 %
MalUEeHTOB KOHTPOJIbHBIX rpynmn. KinHudeckoe 3HaYeHHE AaCMMITOMATHYECKOTO IOBBIIICHUS
aKTUBHOCTH aMUJIa3bl B CBIBOPOTKE KPOBU HEU3BECTHO.

Jlunuowi

[ToBpimenne koHueHtpanuu obmero xonectepuHa (OXC) na 10-20 % wnHabmoganoch y
HEMH(PUIMPOBAHHBIX J0OPOBOJIBIIEB, TPUHUMABIINX 3(PaBUpeH3. B KIMHUYECKUX HCCIIETOBAHHIX
MPUMEHEHUs pa3nu4Hol KomOumHHMpoBaHHOH APBT ¢ sdaBupeH3oM y MalMeHTOB, paHee HE
nonyyaBmux APBT B Teuenne 48 Henenpb neueHust HaOI0JaI0Ch MOBBIIeHUE KoHeHTparmu OXC
Ha 21-31 %, xonecrepuHa JUNONPOTEMHOB BbICOKOM muoTHocTtu (XC JIIIBIT) Ha 23-34 % wu
TpurnuuepunoB Ha 23-49 %. Jlons nammenTtoB, y xotopeix otHomenne OXC/XC JIIBII 6buto
Oonpiie S5, He W3MEHWIACh. BennumHa W3MEHEHHS KOHIEHTPAlUN JIMIUIOB MOXET ObITh
00ycJ0OBJIeHa TaKUMHU (PaKTOpPaMH, KaK JUIMTEILHOCTh TEPANUU U MPUEM APYTUX JIEKAPCTBEHHBIX
CpelcTB B cocTaBe komOuMHUpoBaHHOU APBT.

Oco0ble rpynibl MalueHTOB

AKmMUBHOCMb  «NEYeHOYHLIX» (epMeHmo8 Y NayueHmos, O0OHOBPEMEeHHO UHOUUUPOBAHHBIX
cenamumom B unu C

Cpenu manueHToB, Cepono3uTUBHEIX 10 renatuty B w/unu C, noseimenue aktuBHocTd ACT Gornee
yeM B 5 pa3 Beimie BI'H nabGmronanocs y 13 % manueHToB, npuHUMaBIIKX d¢aBupeH3, u'y 7 %
MAIMEHTOB U3 KOHTPOJIBbHOM Ipynibl, a moBbieHrne aktTuBHocTH AJIT Gosnee uem B 5 pa3 Boitie BITH
Habmomanock y 20% wu 7 % manMeHToB COOTBETCTBEHHO. Cpeau ManMeHTOB C COYETaHHOU
uHpekuueii 3 % nauueHToB, MPUHUMABIIUX d(aBupeH3, U 2 % NaIlMeHTOB U3 KOHTPOJIBbHOMN IPYIIIBI
MPEKPATHIIU TEPAINIO U3-3a HAPYLICHUH QYHKINU 1edeHu (cM. pasnen 4.4).

CTH

Tunm n yacrtora HEXeNaTeNbHBIX SBICHUNA y JETEH B IIEJIOM COMOCTaBUMBI C HAOIIOIAEMBIMH Y
B3pOCJIBIX MMALMEHTOB, 32 UCKIIOUEHHUEM KOXKHOM CBIITH, KOTOpas y JIeTel BcTpeuaeTcs yalle, Yem y
B3pocaeix (y 59 uz 182 (32 %) nerelt, monyvaBmux 3¢aBupeH3), U 0oyiee BbIpakeHa (TspKenas
KO>KHasi chllb HaOmonanacek y 6 u3 182 (3,3 %) aereit). C nenpio npopUIakTHKU CHIITH MOXKET OBbITh
1es1ecoo0pa3HbIM  Ha3HAYEHHWE COOTBETCTBYIOMIMX OJIOKATOPOB Hi-rHCTaMHHOBBIX PELENTOPOB
JeTSM /10 Hayajia Tepanuu 3(paBUpeH30M.

XOTsI CUMIITOMBI CO CTOPOHBI HEPBHOW CHUCTEMBI Y MaJIEHbKHX JI€TE€H TPYJIHO BBISBUTH, 0OJAraror,
YTO TaKWe CUMITOMBI Yy JIeTei HaOIr01at0TCs peske U 00BIYHO OBIBAIOT JIETKUMHU. Y 3,5 % mannueHToB
HaOJII01aINCh CUMIITOMBI CPEIHEN TSKECTH CO CTOPOHBI HEPBHOW CHUCTEMBI, MPEUMYILIECTBEHHO
roJIoBokpy>xenue. Hu y onHoro pedeHka He HaOIr01a10Ch TSDKEIBIX CHMITOMOB M HE TOTpeboBanach
OTMEHa TepaIuyu 13-3a CAMITOMOB CO CTOPOHBI HEPBHOM CHCTEMBI.

COO6H.I€HI/IC 0 MOA03PEBACMBIX HCXKCIATCIIbHBIX PCAKITHAX

BaxHo coo0mare O NOJO3PEBAaCMBIX HEKEJIATEIbHBIX PEAKIMAX MOCIE€ PErucTpanuu
JIEKapCTBEHHOTO Ipernapara ¢ ILeblo oOecrneueHus] HeMpEepbIBHOIO MOHMTOPUHIA COOTHOIICHUS
«I0JIb3a — PHUCK» JIEKAPCTBEHHOro Ipenapara. MeAMIUMHCKUM pabOTHUKaM pPEKOMEHIYeTCs
co00MIaTh O JIOOBIX MM0I03PEBAEMBIX HEKENATENbHBIX PEaKIHMIX JEeKapCTBEHHOTO Mpernapara yepes
HalTMOHAJIBHBIE CHUCTEMBbI COO6H1€HI/I$I 0 HCXKCIIATCIIBHBIX PEAKOUAX TOCYJapCTB — YJIICHOB
EBpasuiickoro 5KOHOMHUYECKOr0 COI3a.

Poccutickas ®@eoepayus
denepanbHas ciyx0a mo Hag30py B cdepe 3npaBooxpaneHus (Pocsnpasuaazop)

Anpec: 109012, r. MockBa, CnaBstHCKasi TU101aab, 1. 4, ctp. 1
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4.9. Ilepeno3upoBka

CHUMIITOMBI

VY HEKOTOpBIX MAalMEHTOB, CIy4YailHO NPHUHIBIIMX 3¢paBupeH3 B go3e 600 Mr 2 pasa B CyTKH,
HaOJII0AaJI0Ch YCUIIEHHE CHMIITOMOB CO CTOPOHBI HEPBHOM CHCTEMBI. Y OJHOrO IalleHTa
HaOJII0AATMCh HEMPOU3BOIBHBIC MBIIICYHBIE COKPAIICHUSI.

JleueHue

B ciydae nepeno3upoBku 3(paBUpPEH30M JIeUEHUE TOIHKHO COCTOSITh M3 OOIIMX MOJACPKUBAIOIIIX
MEPOIPUATHHA, BKIIOYAIOIINX KOHTPOJIb OCHOBHBIX MMOKa3aTelNel KU3HEAesTeIbHOCTH OpraHu3Ma u
HaOIIoOZeHNEe 32 KJIMHUYECKHM COCTOSHHMEM TManueHTta. J{ns BbIBeeHUsT HeaOcopOMpOBaHHOTO
mpernapaTa MO>KHO UCIIOJIb30BaTh AKTUBUPOBAHHBIN yroib. Crienn(uueckoro aHTUAO0TA IS JICYCHUS
NEePeo3UPOBKH d(paBUpPEeH30M HE cymiecTByeT. [10CKONbKYy 3(aBHpEeH3 aKTUBHO CBS3BIBACTCS C
OenkaMu, MaJOBEPOSITHO, YTO C MOMOIIBIO AMATU3a BO3MOXKHO 3HAUUTEIbHOE yAaJleHUE mpernapaTa
U3 KpOBH.

5. DPAPMAKOJIOTMYECKUE CBOMCTBA
5.1. ®apmakoauHamMuYecKHne CBOCTBA

dapMakoTepanieBTUYECKass TIpylna: IPOTUBOBUPYCHBIE CPEICTBA CUCTEMHOIO  JEHCTBUS;
IIPOTUBOBUPYCHBIE CpPEJCTBA IMPSIMOrO JAEWCTBUSA; HEHYKJICO3UIHBIE WHIHOUTOpPHI 0OpaTHOMN
TPAHCKPHUIITA3BI.

Kon ATX: JOSAGO3

MexaHHn3M AeHCTBUS

OdaBupen3 mnpexacrasnaseT co00M HEHYKJICO3UAHBIH HHIMOMTOp OOpaTHOW TpaHCKPUIITA3bl
(HHUOT) BHY-1. DdaBupen3 spisercss HEKOHKYPeHTHbIM HHruoutopom BHY-1 obpartHoit
tpanckpuntassl (OT), cymecrBenno He uHruoupyer BIY-2 obpaTtHyro Tpanckpunrazy u JIHK-
nojumepassl (a, f3, Y 1 §) KJIIETOK yelloBeKa.

dapmakonmaamMmuecke YO OEKTH

IIpomusosupycnas akmueHocmo

[IpotuBoBUpycHast >(PdekTUBHOCTh 3(aBuUpeH3a in Vitro OIEHUBAJAaCh Ha JIUM(OOIACTHBIX
KJICTOYHBIX JIMHUAX, MOHOHYKJEAapHbIX KJIEeTKaX mepupepudeckol KpoBM M  KYJIbTypax
Makpodaros/MoHouuToB Wurubupyromas xonueHntpauus (MK) adaBupensa, HeoOxomumas s
90 — 95 % wunrubupoBanus (MKop.9s) mTaMMOB IUKOTO THMA WM JaOOPAaTOPHBIX KIMHHUYECKHX
M30JISITOB, PE3UCTEHTHBIX K 3UJI0OBYIMHY, HaXOAUTCs B npeaenax ot 0,46 1o 6,8 HMob/II.

Pezucmenmnocmo

[IpotuBoBupycHass 3(QQeKTuBHOCTh 3¢haBUpeH3a B KIETOYHOM KyJIbType B OTHOIICHUU
pPa3HOBHAHOCTEN BUpyca ¢ 3aMeHamMu aMuHOKUCHoT B OT B monoxenusix 48, 108, 179, 181 unu 236,
a TaK)Ke B OTHOIIEHWU Pa3HOBUIHOCTEHN C 3aME€HaMHU aMHHOKHCIIOT B TIpoTease, Oblla aHaJoTUYHA
TaKOBOM B OTHOILIEHUU BUPYCHBIX LITAMMOB JUKOTO THUMA. EAMHCTBEHHBIMH 3aMEHaMHU, KOTOPHIE
MIPUBETN K TIOSBICHUIO HAMOOJBINEH PE3UCTEHTHOCTH K 3(aBUPEH3Y B KJIETOYHOH KYJIBTYpE,
SBIIIOTCS 3aMEHa JielnrHa Ha u3onediuH B nojoxeHuu 100 (L100L, 17-22-kpaTHOe yBenudeHHE
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pesucrenTHocTH). bonee uem 100-kpatHOEe yMEHbIIEHNE BOCIPUUMYHUBOCTH BUPYCOB K IIpenapary
Ha0IIOJaI0Ch B OTHOIIEHWW pasHoBuaHocTe BUY, skcnpeccupyromux 3ameny K103N B
JIOTIOJIHEHUE K JPYTMM aMUHOKHUCIIOTHBIM 3aMeHaM B OT.

3amena K103N sBmsutace Hanbosiee vacto Habmomaemor 3ameHord B OT BHpPYCHBIX IITaMMOB,
MOJIyYeHHBIX OT TMAIMEHTOB, Y KOTOPBIX HAOIIOAIOCh CYIIECTBEHHOE YBEIMUYEHUE KOJIUYECTBA
BUPYCHBIX YaCTHI[ B IUIa3Me€ KpOBH (BO3BpaTHas BUpEMHs) B KIMHUYECKUX HCCIIEOBAHMSIX
MpUMEHEHHS d(PaBUPEH3a B KOMOMHAIIMK C WHAWHABUPOM WJIM B KOMOWHAIIMH C 3UIOBYJAUHOM U
namuBynuHoM. JlanHas myTtanus Habmoganack y 90 % manueHToB ¢ HedQPEKTUBHOCTHIO TEparu
a¢aBupen3om. Takxke, XOTS U pexe, U 4acTo TonbKo B komOuHanmu ¢ K103N, HaOmroqanmcey 3aMeHbl
B OT B monoxenusax 98, 100, 101, 108, 138, 188, 190 u 225. Tun amuHOKHCIOTHBIX 3amMeH B OT,
CBSI3aHHBIX C YCTOWYMBOCTBIO K 3(haBUPEH3Y, HE 3aBUCEII OT APYTUX MPOTUBOBUPYCHBIX MPENAPATOB,
MIPUMEHSIBIIUXCS B KOMOUHAIUU C 3()aBUPEH3OM.

llepexpecmuas pezucmenmuocmeo

N3yyenne npoduieit nepekpecTHONU pe3ucTeHTHOCTH d(PaBUpeH3a, HEBUpANIMHA U JIeJaBUPIMHA Ha
KJIETOYHBIX KYJIbTypax mokasaso, yto 3ameHa K103N mpuBoauT K morepe BOCIPUUMUYUBOCTH KO
BceM TpeM HHUMOT. JIBa u3 Tpex HCCIEJOBAaHHBIX YCTOMYMBBIX K JAETABUPJIUHY KIMHHYECKHX
M30JISTOB 00J1a/1ay TIEPEeKPECTHONW PEe3UCTEHTHOCTRIO K 3daBupeH3y u coaepxaimm 3ameHy K103N.
Tperuit uzonar, umeronmii 3ameny B OT B momoxennu 236, He o0iagan MepeKpecTHOM
PE3UCTEHTHOCTBHIO K 3(haBUPEH3Y.

BupycHble W30MATHI, BBbIIEJICHHBIE W3 MOHOHYKJIEApOB TNepudepudeckoil KpoBU MAalMEHTOB,
BKJIIOYCHHBIX B KIIMHUYECKHE MCCIeI0BaHUs d(paBUpPEH3a, Y KOTOPBIX Teparus Obuta Hed(hhekTuBHA
(Bo3BpaTHass BuUpeMHs), ObUIM UCCIEOBaHbBl B OTHoWIeHWM BocrnpuumuuBoctu k HHUOT.
TpuHaguars U30JIATOB, KOTOpBIE NPEABAPUTENBHO OBbUIM OXapaKTEpPU30BaHbl KaK YCTOWYHUBBIE K
s¢aBUpeH3y, OKA3aIHUCh TAK)KE€ YCTOMUMBBIMHU K HEBUPANUHY U JeiaBupauHy. OOHAPYKUIOCH, YTO
1Tk U3 31X yeroituubix K HHUOT u3onsatos congepxanu 3ameny K103N nnu 3amMeHy BajiiHa Ha
uzoneiinun B monoxkeHuu 108 (VIO8I) B OT. Cpeau mnpoTECTUPOBAHHBIX H3O0JSATOB IOCIE
HeopPeKTHBHON Tepamuu HPaBUPEH30M TPHU H30JATA OCTAINCH UYBCTBHTEIBHBIMH KakK K
a¢aBUpeH3y, TaKk U K HEBUPANHMHY U JISTaBUPIUHY, HA KIETOUHBIX KyIbTypax.

BeposTHOCTh NepeKpecTHON PEe3UCTEHTHOCTH MEXAY 3(PaBUPEH30M M HMHTHOMTOpaMHU IMPOTEas3bl
ABNISICTCA HU3KOM BCieACTBHE pasnuuusi  (QepMeHToB-MuuleHed. Hamuume nepekpecTHoOH
PE3UCTEHTHOCTU Mexay 3¢aBupeH3oM U Hykieo3unHbiMu uHruouropamu OT (HMOT) rtakxke
MaJIOBEPOATHO BCIIEJCTBUE PA3/INUYMs YUACTKOB CBSI3bIBAHMSI C MUIIEHBIO U MEXaHU3MOB JIEHCTBUS.

5.2 dapmakokuHeTHYECKHE CBOHCTBA

AOGcopbims

VY 310poBbIX 100pOBONIBLEB Cmax 2aBUpeH3a B mazme kpoBu 1,6—-9,1 MKMoIIb/1 focTUranach yepes
5 4 mocne OJHOKpaTHOro IpHeMa BHYTpb Ipenapata B fo3ax ot 100 no 1600 mr. [lo3o3aBucumoe
yBenudeHue Cmax 1 AUC HaOmr01a70Ch Mpu npueMe mpemnapara B 103ax 10 1600 Mr; npu 3ToMm He
Ha0JI0Aa7I0Ch  1030MPONOPIMOHATIBHOTO YBEJTMUEHHUS] JaHHBIX IIOKa3aTesled, MO3TOMY MOXKHO
MIPEIOI0KHUTh, YTO TIpU OoJiee BBHICOKHMX J103aX BCACHIBAaHME yMEHBIIAeTCs. Bpemsi mocTikeHus
MaKCUMaJbHOW KOHLEHTpalMK B IUIa3Me KpoBU (3—5 4) HE M3MEHsUIOCH 1OCJIEé MHOTOKPAaTHOTO
npuema fpenapara, a paBHOBECHasi KOHIEHTpaLUs B TUIa3Me KPOBU JAOCTUTaach yepe3 6—7 CyTOK.

Y BUY-uHpUUIMPOBAaHHBIX MAIUEHTOB MPU JOCTHKEHHUH PAaBHOBECHOW KOHIIEHTpAlLlMU IpenapaTa B
1a3Me KpoBH cpefHne 3Ha4eHUS Cmax, Cmin 1 AUC Obutn nunelns! npu npueme 200 mr, 400 mr u
600 mr adasupen3a 1 pa3 B cyTku. Y 35 maueHToB, IpUHUMABIIUX ¢daBupeHs B go3e 600 mr 1 pa3
B CYTKH, Cmax TIPU JOCTHIKEHUU PABHOBECHOM KOHIIEHTpaIuu coctapisuia 12,9+3,7 MkMotb/it, Cuin —
5,6+3,2 mxMmoab/n, AUC — 184+73 MKMOJIB/I X 4.
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Brusnue npuema nuwu Ha ecacvlearue

[Ipu ogHOKpaTHOM IpHeMe 3I0pOBBIMH JOOpoBoONbIaMH 3(aBupeH3a B goze 600 mr B BHUIE
Ta0JICTOK, MOKPBITHIX IJICHOUYHOW 00O0JIOUKOM, BMECTE ¢ IMUILEH C BBICOKUM COZIEpKaHUEM >KUPOB
Habmozanock ysenuueHne AUC Ha 28 % u Cmax Ha 79 % B CpaBHEHUH C JJaHHBIMH I10Ka3aTeIIMU
IIpU IIpUeMe Ipenapara HaToILAK.

Pacopenenenne

D¢daBupeH3 B BHICOKOW CTENEHH CBSI3bIBACTCA C OJIKaMHU I1a3Mbl KPOBU (MPUOIM3UTENHHO Ha 99,5—
99,75 %), npexxae Bcero ¢ anboymuHoM. Y BUY-uHpuIMpoBaHHBIX ManueHToB (n = 9), KOTOpbIe
nony4yanu dpasupen3 B go3ax oT 200 7o 600 Mr oguH pa3 B CYyTKH B TEUEHHE, IO MEHBIIIEH Mepe,
OJIHOTO Mecsla, KOHIIEHTpalus IpernapaTa B CIMHHOMO3IOBOM JKUIKOCTH cocTaBisuia oT 0,26 1o
1,19 % (B cpennem 0,69 %) OT COOTBETCTBYIOIIEH KOHIIEHTpAllMM B I1a3Me KpoBU. [laHHBIN
MoKa3aTeiab NPUOTU3UTENBFHO B 3 pa3a NpEeBBbIIIACT KOHICHTPALMIO HE CBA3aHHOW ¢ OelkaMu
(cB0OOHOM) (ppakiuu adaBUpeH3a B TUIa3Me KPOBH.

Buorpancdhopmars

Knunuyeckue uccieqoBaHus U UCCIENOBAHUS in Vitro C HCIOJIb30BAaHHEM MHKPOCOM IEYEHH
YeJI0BeKa MOKa3ald, YTo d(paBUpEeH3 METaOOIU3UPYETCs TIIaBHBIM 00pa3oM CHCTEMOH IUTOXpOMa
P450 no ruapoKCHUIMpPOBAaHHBIX MPOU3BOAHBIX, KOTOPHIE 3aTEM CBS3BIBAIOTCS C TIIIOKYPOHOBOMH
KHCIIOTOM ¢ 00pa3oBaHUEM INIIOKYpOHHIOB. B OCHOBHOM, naHHble MeTaOONMTHI HEAKTHUBHBI B
otHomenun BUY-1. UccnenoBanus in vitro no3BoNsSIOT IPEINON0XKUTE, 4TO n3odepmentsl CYP3A4
u CYP2B6 saBisit0TCS OCHOBHBIME M30()€PMEHTAMH, OCYIIECTBISIFOIIMME MeTabom3M d(aBupeH3a
u uyTo 3(aBupen3 unrudbupyer uzodepmentsl 2C9, 2C19 u 3A4 cucremsl mutoxpoma P450. B
UCCIIEIOBAaHMSX in vitro >QaBupen3 He wuuruOupoBan uzopepment CYP2E1 u wunrubuposain
uzopepmentel CYP2D6 u CYPIA2 TOnABKO B KOHIEHTpPALMAX, HAMHOTO MPEBBIIIAIOIINX
MIPUMEHSEMbIC B KIIMHUYECKOU MPAKTHKE.

Dkcno3unus dpaBUpeH3a B IIa3Me KPOBU MOXKET yBEIIMYMBATHCS Y MAllUEHTOB, TOMO3UTOTHBIX T10
nosmmMopdm3my rera G516T mzodepmenta CYP2B6. Kimmandeckast 3HaYMMOCTh TAKOTO U3MEHEHUS
HEU3BECTHA, OJHAKO HEJIb3S UCKIII0YaTh BO3MOXKHOCTh BO3PACTAHUS PUCKOB PA3BUTHSI U YBEIMUCHUS
BBIPOKEHHOCTH HEXKEJIATEeIbHBIX peakIuii aaBUpeH3a.

bbuto nokaszano, uto adaBupen3 uuayuupyet uzopepmentsl CYP3A4 u CYP2B6, uro npuBouT K
MHAYKIUH €ro COOCTBEHHOTO MeTalo0JIM3Ma, YTO MOXKET KJIMHUYECKH BBIPAXKATHCS Yy HEKOTOPBIX
nanueHToB. IIpu MHorokpaTHoMm mnpueme 3¢aBupensa B jgo3e 200—400 Mr B CyTKH 370pPOBBIMH
nobpoBosbliaMu B TeueHue 10 nHel HaOnroganack MeHbIlas CTENEeHb KyMyJIaluu d¢aBupeHsa (Ha
2242 % HuKe MpeanogaraeMbIX 3HaUYeHUI) U Oojiee KOPOTKUIA Mepruos noiaysbiBeeHus — 40-55 4
(mepuoj MOJTyBBIBEJICHUSI OJTHOKPATHOM 03Bl cOCcTaBisieT 52—76 4). Taxxke ObUIO MOKa3aHO, YTO
s¢asupen3 unayuupyer YAD-I'T1A1, nosToMy KOHUEHTpaLus pajaTerpaBupa, KOTOPBIA sBIsETCS
cyoctpatom YI®-I'TIAI, B mia3mMe KpoBH CHUXKAETCd IPU OJHOBPEMEHHOM IPUMEHEHHH C
adaBupeH3oM (cM. pazaen 4.5).

Hecmotps Ha TO, 4TO B UCCiEe0OBaHUX in vitro apaBupen3 uHruouposan usopepmentsl CYP2C9 u
CYP2C19, B uccinenoBaHusx in vivo HaOII0IAIOCh KaK MOBBIIICHNE, TaK U CHIDKCHHE YKCITO3UIIUN
cyOcTpaToB AaHHBIX (DEPMEHTOB MPHU OJHOBPEMEHHOM IMpUMeHeHUH ¢ dpaBupeH3zom. KoneuHsrit
3¢ (deKT TaHHOTO B3aMMOJICHCTBHSI HE YCTAHOBJICH.

OauMHUHAIIAS

D¢aBupeH3 UMeET OTHOCUTEIBHO OOJIBIION TEPHUO/I MOTYBBIBEJICHHS, KOTOPBIH COCTABIISIET HE MEHEe
52 4 mocine mnpuemMa OJHOKpaTHOM A03bl M 40-554 mocie MHOTOKpPaTHOTO TPUMEHEHUS.
[Tpubnusurensno 14-34 % ot npuHATON 10361 AaBUpeH3a BHIBOAUTCS MOUYKaMu, MeHee 1 % 1036l
s¢aBrpeH3a BBIBOJUTCS MMOYKAaMU B HEU3MEHEHHOM BUJIE.

Oco0nie T'PYIIIBI HAITWUCHTOB
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Toueunas neoocmamounocme

OMY OTUETY

dapMakoKMHETHKA YPaBUPEH3a y TAIIMEHTOB C TTOYSUYHON HEAOCTATOYHOCTHIO HE N3YyYallach, OJTHAKO
B CBS3M C T€M, YTO B HEM3MEHEHHOM BHJE MOUYKaMU BblaensieTcss meHee 1 % 103wl adaBupeHsa,
HapylieHne (YHKIUU TMOYEK HE JOJDKHO OKa3bIBaTh CYIECTBEHHOTO BJIMSHHUS Ha BBIBEJICHUE
acdaBupensa (cm. pasznen 4.4).

Ileuenounas neoocmamounocms

IIpu opHOokpaTHOM mpueMe »>daBupeH3a HAOMIOAANOCh [BYKpPaTHOE YBEIHMYEHHE Iepuoja
MOJTyBBIBEICHUST 2(aBUpEH3a y OJHOTO TMAalMEHTAa C TSDKEJOW CTEMEeHbID IEeYCHOYHON
HegocratoyHoctu (kinacc C mo kimaccudukanuu Yainn-I1p0), 4To yKasbIBaeT Ha MOBBIIICHHYIO
CTETeHb KYMYJISAIIUY B TaKUX ciy4asx. [Ipu MHOTOKpaTHOM mpueMe dpaBUpeH3a He ObLIO BBISIBICHO
3HAYUMOTO BIIMSIHHUSI TOpaKEHUs IMeYeHH Ha (PapMakOKMHETUKY 3(haBUpeH3a y NalMeHTOB C
MEYCHOYHON HEIOCTaTOYHOCTHIO JIETKOW CTETeHH TsDKeCTH (Kimacc A mo kiaccudukanuu Yaiin-
[1p10) O CpaBHEHUIO C MAMEHTAMH KOHTPOJIbHOM rpymnmbl. B HacTosiee BpeMsi HET T0CTaTOYHBIX
JAHHBIX, YTOOBI CJieiaTh BBIBOJ O TOM, BJIMSIIOT JM CPEIHSSA U TSkKejlass CTENEeHb MEYEHOYHOU
HegocraTouHoctu (knace B u C no knaccuduxanuu Yaitna-I1s10) Ha hapmMakoKuHETHKY dpaBUpeH3a.

ﬂuua nooaicusioco sospacma

Kakux-1160 hapMakoOKMHETHUECKUX PA3IMYUil y MalMeHTOB 65 JeT U crapiie u 0ojee MOJOIBIX
MAIUEHTOB HE BBIABICHO, XOTA KIMHUYECKUE WCCICIOBaHM J(PaBUpCH3a HE BKIOYAIN
JOCTATOYHOTO KOJMYECTBA MAUEHTOB 65 JIET U cTaplie.

Ilon u pacosas npunaonexcnocmo

VY My>XUUH U JKEHIIUH, a TAaK)Ke y MallMeHTOB Pa3INYHON PacoBOM MPHUHAICKHOCTH HAOIIOAATNCH
CXOIHbBIE (JapMaKOKHHETHUYECKUE TTapaMeTphl aBupeH3a.

CTH

[Tpumenenue 3(haBupeH3a y eTel B BO3pacTe A0 3 MECSIIEB I C BECOM MeHee 3,5 KT He H3y4alioch.
dapmakoKHMHETHYECKHE TTOKa3aTeIH d(paBUpeH3a Y AeTeH U B3POCIBIX ObUIM CXOXKUMU. Y 49 nereid,
MOJIy4aBIIUX J103y 3(aBupeH3a, s3xkBuBajeHTHYI0 600 Mr (7032 pacCUMTHIBANIACh UCXOJS U3 MAacCChl
tena), Cmax coctaBuna 14,1 Mmxmoinb/1, Cmin — 5,6 MkMoab/1 1 AUC — MKMOIB/TT X 4.

6. PAPMAILLEBTUYECKUE CBOWCTBA
6.1. IlepeueHb BcmoMoOraTe/IbHbIX BeLIECTB

emnrono3a mukpokpuctawnyeckas 101
Kpockapmeriosa HaTpus

I'mnponosa

Hatpus naypuncynsgar

JlakT03BI MOHOTHIpAT

Marnus creapar

Ob6oiouka

I'mmpomennosa 3cP

I'mnpomennosa 6¢P

Turana TMOKCUI

Makporon 400
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Tanwk

Kpacurens xene3a okcu xKenThli

[Tonucop6at 80

6.2. HecoBmecTUMOCTH

He npumenumo.

6.3. Cpok rogHocTH (CpOK XpaHeHus)

3 roxa.

6.4. OcoOble MepbI NPEAOCTOPOKHOCTH IPH XPAHEHUH

XpaHUTh B 3alIMIICHHOM OT CBETa MECTE IpHU TemnepaType He Bbiie 25 °C.
6.5. XapakTep u cofep:kaHue YIaKOBKHU

ITo 30 Tabnerok B Oanky mnonudTHieHOBYIO (IIDBII) ¢ BHHTOBOI TOPIOBHMHOM, 3aKPBITYIO
nosnndTiieHoBo  (II9BII) KphIIKOH, CO BCTPOEHHBIM OCYIIUTENEM M KOHTPOJIEM IE€PBOTrO
BCKpbITHs. baHka cHaOkaeTcs caMOKIIESIENHCs] STUKETKOM.

Ka)KZ[YIO 6aHKy BMCECTC C JIMCTKOM-BKJIAABIIIEM IMOMEIIAIOT B KAPTOHHYIO IMAYKYy.

6.6. OcoObie MepbI NPeIOCTOPOKHOCTH NMPH YTHIM3AUUHM HCHOJIb30BAHHOIO JIEKAPCTBEHHOI0
npenapara MM OTX0J0B, MOJYYEHHBIX MOC/Je NMPUMEHEHHsI JeKAPCTBEHHOr0 Mpenapara, u
Apyrue MAHMIYJSIIMU € PenapaTomM

Oco0ple TpeOoBaHUsI OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YJIOCTOBEPEHUSA

Poccuiickas @enepanns
OO61recTBO ¢ orpaHUueHHOM 0TBETCTBeHHOCTRIO «Hanomnex» (OO0 «Hanonek»)

123112, r. MockBa, BH. Tep. I. MyHUIIMNIaTbHBINA OKpyT [IpecHenckuii, yi. TecroBckas, 1. 10, momer.
1/16

Ten.: +7 (495) 648-26-87

OnexrponHas noura: info@nanolek.ru
7.1. IlpeacraBureib AepsKaTesss perMCTPALHOHHOIO YAOCTOBEPEHUS

IIperen3un HOTDC6I/IT6J'I€I\/’I HamnpasJATH 110 aapeCy:

Poccuiickas @enepanns
OO011ecTBO ¢ orpaHMYeHHON O0TBETCTBEHHOCTRIO «Hanomnex» (OO0 «Hanomnek»)

123112, r. MockBa, BH. T€p. I. MyHHIMNAIBHBINA OKpyT IIpecuencknit, yi. TectoBckas, a. 10, momenn.
1/16

Ten.: +7 (495) 648-26-87

OnexrponHas noura: info@nanolek.ru
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8. HOMEP (HOMEPA) PETCTPAIIMOHHOI'Q) yﬂOdeﬁEW{ﬁﬂTE”E HOCTE 0002)

9. KATEI'OPHUSA OTITYCKA JIEKAPCTBEHHOI'O ITPEITAPATA

JlexapcTBeHHBIN IpenapaT OTHOCUTCS K KaTErOPUM OTIIYCKa 10 PELEnTy.

OOmast xapakrtepuctuka JjekapctBeHHoro mnpenapara OD®ABUPEH3-HAHOJIEK pocrynHa B
€IMHOM PEecTpe 3aperuCTPUPOBAHHBIX JIEKAPCTBEHHBIX cpeAcTB EBpa3zuiickoro sKOHOMHYECKOTO
COI03a M Ha O(HIMATLHOM CaldTe YIOJHOMOYEHHOTO OpraHa (9KCIEpPTHOM OpraHMu3alum)
https://Ik.regmed.ru/Register/EAEU_SmPC.
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