COOTBETCTBYET 3KCTEPTHOM:
 or 1804025 N 10471
OBILASI XAPAKTEPUCTHKA JIEKAPCTBEHIOFO TIPEITAPATA Y002

1. HAUMEHOBAHMUME JIEKAPCTBEHHOI'O IIPEITAPATA

Ddasupens-Oaanca, 100 mr, TabneTkH, MOKPHITHIC TIICHOYHON 000JI0YKOH.
Ddasupens-DnBancy, 200 Mr, TabICTKH, TOKPHITHIE TNIEHOYHON 000I0YKOH.
Ddasupens-Oaanca, 300 Mr, TabIeTKH, MOKPHITHIC TIIICHOYHONH 000I0YKOH.
Ddasupens-DnBanca, 400 Mr, TabIETKH, TOKPHITHIE TNIEHOYHON 000I0YKOH.
Ddasupens-Oaanca, 600 Mr, TabIeTKH, MOKPHITHIC TIIICHOYHON 000JI0YKOH.

2. KAUECTBEHHBIN U KOJIMYECTBEHHBIN COCTAB
JeticTBytomee BemecTBo: d(haBupeHs.

Odasupens-Oaanca, 100 Mr, TabIETKH, MOKPHITHIC IIICHOYHON 000710YKOU

Kaxnas Tabnerka, mokpbITast MIeHOYHOM 000510uK0it, conepxut 100 Mr apaBupensa.
BcrniomorarenbHble BellecTBa, HaJM4KWe KOTOPBIX HAJO YYUTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npernapara: JJaKTo3a, JJISUUTHH coeBbIi (cM. paznensl 4.3. u 4.4.), Harpuii (cM. pasaen 4.4.).

Odasupens-DaBanci, 200 Mr, TabJIETKH, TOKPHITHIC INICHOYHOW 000I0YKOM

Kaxxgas Tabnerka, moKpbITas INIEHOUYHOM 00o0n0ukol, cogepxkut 200 mr sdaBupeHsa.
BcnomoratenbHbie BelllecTBa, HAJTUYUE KOTOPBIX HAJAO YUYUTHIBATH B COCTaBE JICKAPCTBEHHOTO
mpenapara: JJakTo3a, JISHUTHH COeBBIN (cM. pasnensl 4.3. u 4.4.), Hatpuii (cMm. pazaen 4.4.).

Odasupens-Oaanca, 300 Mr, TabJIETKH, MOKPHITHIC IIICHOYHON 0007I0YKOH

Kaxxnas Tabnerka, mokpbITas INIEHOUYHOM 00010uK0H, coaepxut 300 mr a¢daBupeHsa.
BcrnomoratenbHble BelIecTBa, HAJIMYKWE KOTOPBIX HAJO YYUTHIBATH B COCTABE JIEKAPCTBEHHOTO
npernapara: JJaKTo3a, JICIUTHH COeBbIi (cM. pasaensl 4.3. u 4.4.), Harpuii (cM. pasaen 4.4.).

Odasupens-DaBanci, 400 mr, TabJIETKU, TOKPHITHIC INICHOYHOW 000I0YKOM

Kaxxnas Tabnerka, HoKphITas INIEHOYHOU 000J109K0i, coaepkuT 400 mr 3paBupeHsa.
BcnomoratenbHbie BelllecTBa, HATUYHE KOTOPBIX HAJAO YUYUTHIBATH B COCTaBE JICKAPCTBEHHOTO
mpenapara: JJakTo3a, JISHUTHH COEBBIN (cM. pasnensl 4.3. u 4.4.), Hatpuii (cMm. pazaen 4.4.).

Odasupens-Oaanca, 600 Mr, TabJIETKH, MOKPHITHIC IICHOYHON 000710YKOH

Kaxxnas Tabnerka, mokpbITas INIEHOUYHOM 00070uK0H, coaepxkut 600 Mr 3¢daBupeH3a.
BcrnomoratensHble BelecTBa, HAJIMYWe KOTOPBIX HAA0 YUUTHIBATh B COCTaBE JIEKAPCTBEHHOTO
mpenapara: JIakTo3a, JISHUTHUH COEBBIN (cM. pasnensl 4.3. u 4.4.), Hatpuii (cMm. pazaen 4.4.).

[TonHbIN TIEepevYeHb BCIOMOTATEIBHBIX BEIIECTB MPUBEICH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabyeTku, MOKPHITHIEC TUNIEHOYHONW 000JTIOUKOM.

Ddasupens-Oasanca, 100 mr, Ta0IETKH, IOKPBITEIE NIEHOYHOW 000JI0YKOM

Kpyrible IBOSKOBBIMYKIIbIE TaOJIETKH, MOKPBHITHIE IJICHOYHOW OOOJOYKON OT KENTOro A0
KOPHYHEBATO-XKEJITOTO IBeTa. Ha mormepednom paspese sapo 0eoro Uitk movT 0esioro mBeTa.

Ddasupens-Dasadca, 200 mr, TabJIEeTKH, MOKPBITHIE IUIEHOYHONH 000JI0UKOM
Kpyrible IBOSKOBBIMYKIIbIE TaOJIETKH, MOKPBHITHIE IJICHOYHOW OOOJOYKON OT IKENTOro A0
KOPHYHEBATO-XKEJITOTO 1BeTa. Ha mormepeunom paspese sapo 0eoro Wik movT Oesioro IMBeTa.

Ddasupens-Dasadca, 300 Mr, TaOJIETKHA, MOKPBITHIE INIEHOYHONW 000JI0YKOH
Kpyrible IBOSKOBBIMYKIIbIE TaOJIETKH, MOKPBHITHIE IJICHOYHOW OOOJIOYKON OT IKENTOro A0
KOPHYHEBATO-XKEJITOTO IBeTa. Ha mormepednom paspese sapo 0eoro Wik o4t OeJIoro IBeTa.

Ddasupens-Dasadca, 400 mr, TabJIETKH, MOKPBITHIE INICHOYHOMH 000JI0UYKOMI
[TpononroBaTeie NBOSKOBBIMYKIIbIE TAOIETKH, TOKPHITHIC MIIEHOYHOW 00OIOYKON OT KEITOTO 10
KOPUYHEBATO-KENTOro 1BeTa. Ha momepeunom paspese sapo 6es1oro uiiu mouTy Oesioro 1BeTa.

Ddasupens-Oaanca, 600 Mr, TabIETKH, MOKPHITHIC IIICHOYHON 0007T0YKOU

[TpononroBaTeie NBOSKOBBITYKIIbIE TAOIETKH, MOKPHITHIEC TNIEHOUYHON 000IOUKON OT KENTOTo A0
KOPUYHEBATO-)KEJITOTO IIBETA, C PUCKOW Ha O7HOM cTopoHe. Ha momepeunom paspese sapo 6emoro
WM TIOYTH OEIIoTo IBETA.
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porijaTbiIBaHUsA, a HC JJIA pa3aCICHNA Ha paBHBIC JO3bI.

4. KIMHUYECKHUE JAHHBIE

4.1. Iloka3aHusi K NPUMEHEHUIO

[Ipemapar DdaBupens-OaBaHc] TOKa3aH K NPUMEHEHUIO B COCTaBE KOMOMHHMPOBAHHOMN
MIPOTUBOBUPYCHOW Tepanuu sl JICUEHUs B3POCIBIX, TOJAPOCTKOB U JIeTel B Bo3pacte cTapiie 3
JeT, MHPHUIMPOBAHHBIX BUPYCOM UMMYHOAehHIIMTA YeiaoBeka 1-ro tuna (BUY-1).

4.2. Pe:kuM 103UPOBAHUS M CIIOCO0 NMPUMEHeHHs

Tepamnuto 3(haBUPEH30M JODKEH Ha3HAYaTh Bpad, UMEIOIMIMNA OmbIT JiedeHus: BUY-undekmmm.
OdaBupeH3 JOMKEH Ha3HAyaThbCs B KOMOMHAMM C JPYTUMH  aQHTHUPETPOBUPYCHBIMU
JIEKApCTBEHHBIMU CPEICTBAMMU.

PexxuM J103upoBaHus

Bspocnvie

Ddasupens HazHavaercss mo 600 mMr 1 pa3 B CyTKM B COCTaBe KOMOMHUPOBAHHOW TEpamuu C
uHruOuTOpamMu  mporeassl BUY  w/wim  HYKICO3WAHBIMH —~ WHTHOMTOpaMH  OOpaTHOM
tpanckpunrassl (HUOT).

Koppexyus 003

Ecnu 3¢daBupeH3 npuMeHseTcsl OJHOBPEMEHHO ¢ BOPUKOHA30JIOM, /1032 BOPUKOHA30J1a JIOJDKHA
ObITh yBenuueHa 10 400 Mr 2 pasa B CyTKH, a 1032 3paBUpeH3a JoJkHa ObITh yMeHblIeHa 10 300
mr 1 pa3 B cyrku. [lociie mpekpamieHHs Tepanvi BOPUKOHA30J0M JIOJDKHA TPUMEHSTHCS
nepBoHavaibHas 103a daBupensa (600 mr) (cm. pasaen 4.5.).

Ecnu a¢haBupens npuMeHsieTcst OJHOBPEMEHHO ¢ pU(paMITHIIMHOM Yy TAIIUEHTOB ¢ Maccou Teia 50
KT 1 Oosee, 103a 3aBupen3a gowkHa ObITh yBenudena 10 800 mr 1 pa3 B cyTku (cm. pazmen 4.5.).

Oco0nIe I'pYIIIBI NAIIMCHTOB

Tayuenmol ¢ Hapywenuem GyHKYuU novex
dapmakoKHHETHKA 3(aBUpEeH3a Yy MAMEHTOB C IMOYEYHON HEIOCTaTOYHOCTHIO HE M3ydanach,
OJIHAaKO, B CBSI3U C TEM, YTO B HEM3MEHEHHOM BMJ€ IOYKaMH BblaenseTcss MeHee 1% 103bl
adaBupeH3a, HapyleHne (GYHKIMKA MMOYEK HE JOJDKHO OKa3bIBaTh CYIIECTBEHHOTO BIUSHHS Ha
BbIBEJICHHE d(aBupeH3a (cM. paszaen 4.4.).

Tayuenmol ¢ napywenuem @yHKkyuu nevenu

VY nanueHToB ¢ 3a00JIeBaHUSMHU M€YEHHU JIETKOM CTENEHH TSXKECTH KOPPEKIUH J103bl 3(haBUpEH3a
He TpeOyercs. IIpu 3TOM manueHThl AOKHBI THIATEIbHO HAOMIOJAThCS HA MPEAMET pa3BUTHUS
HEXeJaTeIbHBIX PEaKInii, 0COOEHHO CO CTOPOHBI HEPBHOM CHCTEMBI (CM. paszzensl 4.3. u 4.4.).
He pexomenayercs npumeHeHure 3¢paBUpeH3a y MAlMEHTOB C MEYEHOYHOW HEIOCTATOYHOCTHIO
CpEeIHEN CTENEHU TSHKECTH, NOCKOJIbKY HAa JaHHBIH MOMEHT BPEMEHM HEJOCTATOYHO JAHHBIX,
YTOOBI YCTAHOBUTH, HYKHA JIU B TAKUX CIIy4asiX KOPPEKLHs JO3bI.

€TH
TIloopocmxu u demu ¢ maccou mena 40 ke u bonee
O¢aBupen3 HazHavaeTcss mo 600 mMr 1 pa3 B CyTku B cocTaBe KOMOMHMPOBAHHOW Tepamuu C
uHruoutopamu npoteassl BUY n/unu HAOT.

Jlemu om 3-x nem ¢ maccoti meaa om 32,5

PekoMenganuu mo nmpuMeHeHUIo 3gaBUpeH3a B KOMOMWHALMU ¢ MHTUOUTOpOoM mpoTeassl BUY
w/wiim HUOT npencrasnens! B Tabnaune 1. D¢paBupeH3 MoxeT Ha3HAuaThCs TOJIBKO TEM JAETSM,
KOTOpBIE MOTYT MPOTJIAThIBATh TA0IETKH.

Tabmuna 1. Jlo3sl 11 nereit npu Ha3HaueHUU >(GaBUPEH3a OJUH pa3 B CYTKU

Macca TeJsa (Kr) Ho3a 3¢aBupensa (mr)
32,5-40 400
Ot 40 u 6oJee 600
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Jlemu 0o 3-x 1em u ¢ maccoii mena menee 32,5 ke (MOCTEOOBATENEHOCTE 0002)

be3onacHocTh 1 3 hEeKTUBHOCTL TPUMEHEHUS TTpenapara DdhaBUpeH3-DABaHCA Y ASTEH MiIaaie
3 ner nnm maccoil Tena Menee 32,5 KT He YCTaHOBJICHBI.

Croco0 nmpruMeHeHus

BHyTpb, npenapatr peKOMEHIYeTCsl PHUHUMATh Mepe] CHOM Haromak. I[Ipuem sdaBupeH3a BO
BpeMSI HpI/IeMa IIUIIU MOXKET YBGHHqHTL SKCIIO3UIINIO S(I)aBI/IpeH3a nu HpI/IBeCTI/I K ITOBBINICHUKO
YaCTOTHI HEXKeJIaTeIbHBIX PEaKIIH.

4.3. IlpoTuBONOKA3AHUS

J THIIEPYYBCTBUTEIBHOCTh K 3(aBUPEH3Y WM K JIIOOOMY M3 BCIIOMOTaTeNIbHBIX BEIIECTB,
NIEPEYUCIIEHHBIX B pazzaene 6.1.;

J MOBBIIIICHHAs! YyBCTBUTEIILHOCTD K COE WIIM apaxucy;

J neUIUT JIaKTa3bl, HEMEPEHOCUMOCTD JIAKTO3BI, TNIIOK030-TaTaKTO3HAs MaIbadCcopouus;

J NeYeHOYHAasi HeAOCTaTOYHOCTh TsDKeNoi cremnenu (kinacc C mo kiaccuukanun Yaiina-

[Ts10) (cM. paszmen 5.2.);

. Macca tena y gereit menee 32,5 kr (st no3upoBok 100 mr, 200 mr, 300 mr u 400 mr),
Macca Tena y aereit menee 40 kr (mis qo3upoBku 600 mr);

. OJTHOBPEMEHHBIN mpueM ¢ TepheHaTuHOM, aCTEMU30JIOM, [IU3ANPUAOM, MHAAa30JaMOM,
TpHa30J1laMOM, MHMO3UJIOM, OCTIPUAMUIOM M alKaJOWJaMU CIOPBIHBH (HAPUMEp, SPrOTaMHUH,
JUTUAPOIPTOTAMUH, OSPrOHOBHH  WJIM  METHWJIDPrOHOBUH), TIOCKOJIBKY  KOHKYPEHTHOE
B3anmojeiicteue adaBupenza ¢ msodpepmentom CYP3A4 mokeT mMpuBECTH K MOJABICHHIO
MeTa0oIM3Ma JaHHBIX TMPENapaToB U MOSBICHHUIO MPEANOCHUIOK JI1 BOSHUKHOBEHUS CEPhE3HBIX
W/WIM  YTPOXKAIOIIMX JKU3HU HEXKENaTeNbHbIX SBICHUN (Hampumep, CepAeYHON apuTMuH,
JUTHTEIILHOTO CeAAaTHBHOTO (P (eKTa WM YTHETESHUS JbIXanus) (cM. pazaen 4.5.);

. OJTHOBPEMEHHBIN MpHEM ¢ MpernapaTaMu/mpoAyKTaMyd PACTUTEIBHOTO MPOUCXOXKICHUS,
COZIepKaIlUMK 3Bepo0oil mpoabipsiieHHblid (Hypericum perforatum), mockonbKy mpu 3TOM
BO3MOXXHO CHW)KCHHE KOHIIGHTpaluu O>(aBHpeH3a B IUIa3Me€ KPOBH U CHH)KEHHE €ro
KIHHHYEeCKOoro 3ddekra (cMm. pasaen 4.5.);

o OJTHOBPEMEHHBIM  MpPUEM C  TIpa3oNPEeBUPOM/3JI0ACBUPOM  H3-32  OKHUIACMOTO
3HAYUTEIBHOTO CHM)KEHUS KOHLEHTpAIMM B IJIa3Me KPOBM Ipa3onpeBHpa M 3idacBUpa. ITOT
3 PEeKT BO3HUKAET BCIEACTBUE TOTO, 4TO d(aBupen3 mHaynupyer mzodpepment CYP3A4 wm
rmukonporenH P (P-gp), dYro mNpUBOIUT K TMOTEpPEe BHPYCOJOTHUECKOH aKTUBHOCTU
(TepamneBTHueckoro 3¢ dexra) rpazonpeBupa/sndacBupa.

Ha3znauenue nmpenapara nmanueHTam:
— T1pU HAJIMYAMA B CEMEHHOM aHaMHe3€ CIIy4aeB BHE3AITHOM CMEPTH WM BPOXKICHHOTO
yHeHus: nHTepBana QTc Ha IeKTpoKapAnOTrpaMMe WK APYTUX KIMHHYECKUX COCTOSTHUH,
COIIPOBOKIAIOIMXCA y/uIMHeHeM uHTepBania QTc;
— ¢ KIMHWYECKUMH TPOSBICHUSAMH apUTMHUHM Cepala WIH C KIMHUYECKH 3HAYUMOU
Opanukapauel WM XPOHHUYECKOW Cep/IeYHON HEAOCTaTOYHOCTBIO CO CHMKEHHOU (pakimeit
BbIOpOCa JIEBOT'O JKeTyJ04Ka B aHaMHE3€;
— € TSDKETIBIMH HapYUICHUSMH DJIEKTPOJIMTHOTO OaiaHca, HalpuMep, THITOKATMEMHUEH WITH
TUIIOMArHUEMUEH.
OnHOBpeMEHHBII MpHeM ¢ TpenapaTaMy, BbI3bIBAIOIIMMH yJUIMHEeHHEe uHTepBaia QTc
(mpenapathl ¢ apUTMOT€HHBIM 3PPEKTOM):
—  aHTHapUTMHUYECKHe npenapatsl kiaccos IA u I1I;
—  HEUpPOJIENTHKH, aHTHIEPECCAHTHI;
—  HEKOTOpblE aHTUOMOTHKH, BKIIIOYAs MPernaparbl, OTHOCSIIUECS K CIEAYIOIIMM KIlaccaM:
MaKpOJHIBI, (PTOPXUHOJIOHBI, MPOTUBOTPHOKOBBIE MpPENapaThl MPOU3BOJHBIE UMHIA30JIa U
TpHUA30I1a;
—  HEKOTOpbHIE HEeCeaTUBHBIC aHTUTHCTAMUHHEIE MTPeTapaTsl (TepPeHaimH, aCTEMHU30);
—  [H3anpum;
—  (¢nexauHuz;
—  HEKOTOpBIE MPOTUBOMAJISIPUIHBIE TIPETIapaThl;
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- METAaJ0H.

4.4. OcoOble ykazaHHusi 1 MepPbl NPeI0CTOPOKHOCTH NPH MPUMeHEHUH
C OCTOPOXKHOCTBIO

®  TAIMCHTHI, UMCIOIINE B aHAMHE3€ IICUXUATPUIECKHE PACCTPOICTBA, HAXOMIATCS B TPYIIIE
MIOBBIIIEHHOT'O PUCKA TI0 Pa3BUTHUIO CEPhE3HBIX HEXENATEIbHBIX PEAKIIMNA CO CTOPOHBI IICUXHKH,

®  MMAIHMEHTHI C ICYCHOYHOUN HEJOCTATOYHOCTHIO JIETKOW U CPEAHEH CTENEHH TSHKECTH (KIacce
A u B no knaccuduxanun Yaitna-I1s10);

®  TAIMEHTHI, HMEIOIIHME CYIOPOTH (B TOM YHCIIC B aHAMHE3E),

® TAIMCHTHL, MOJYYAIOIIUE COMYTCTBYIOIIUE MNPOTHBOCYJIOPOXKHBIE TIpenapaTbl ¢
NPEUMYIICCTBEHHBIM METa00JIM3MOM B TICUEHH, Takhue Kak (EHUTOMH, KapOamaseluH,
¢denobapOuTan, BamblpoeBas  KHCIOTAa, BHUrabarpuH  (HEOOXOIMMO  OCYIIECTBIISTH
NEPUOINICCKAN KOHTPOJIb 32 KOHIICHTPAILIUEH B KPOBH);

e  OJIHOBPEMEHHOE IPUMEHEHHE C ITapYHABHPOM, apTEMETEPOM/ITyMe(paHTpHHOM;

® HE peKoMeHayeTcs COBMECTHOE IpUMEHEHHE adaBupeHsa C
BEJIIaTaCBUPOM/COGOCOYBUPOM HITH C BEJIATACBUPOM/BOKCHIIAITPEBUPOM/COPocOyBUPOM;

®  COBMECTHOE MpUMEHEHHE 3(haBUPEH3a C TIEKANPEBUPOM/TTHOPEHTACBHPOM.

Oco0ble ykazaHus

OdaBupeH3 He JOHKEH IPUMEHSThCS B KaUuecTBE €JMHCTBEHHOIO Ipemnapara jajs jedenus BNY-
UHQEKIMHA, a TaKkkKe He JOJDKEeH JI00aBIsAThCS B KadeCTBE EAMHCTBEHHOTO Iperapara K
Hea(pdexkTuBHOM cxeme Tepanuu. Kak u B cilyyae ApYyrux HEHYKJICO3UJHBIX HHTHOUTOPOB
obpatnoit Tpanckpuntasel (HHUOT), npu npumeneHnn >¢paBUpeH3a B MOHOTEPAITUH MOKET
OBICTPO Pa3BUTbCA PE3UCTEHTHOCTh BUpyca. Ilpu BBIOOpPE HOBBIX aHTHPETPOBUPYCHBIX
IpenapaToB JUIsi IPUMEHEHUS! B KOMOWHAINH ¢ 3()aBUPEH30M CIIEYeT YIUTHIBATH BO3MOKHOCTh
pa3BUTHSI IEPEKPECTHOM PE3UCTEHTHOCTH BUpYyca (cM. paszzen 5.1.).

He pexomenayercs mnpumeHeHne »d¢aBUpeH3a OJHOBPEMEHHO C  TaOJIETUPOBAHHBIMU
JEeKapCTBEHHbBIMM  IpenapaTaMu ¢ (UKCUPOBAaHHBIMM  KOMOMHAIMsIMU  3(aBUpeH3a,
IMTpHUIMTAOMHA U TeHO(OBUpaA TU3OMPOKCHI (pymMapara, €CIIU TOIBKO He TpeOyeTcss KOPPEeKIUu
71036l (Hampumep, Ipy NpUMEHEHUH ¢ prudamnuuuHoM). OTHOBpEMEHHBIN NpueM >(paBUpeH3a ¢
[JIEKapeBUPOM/TIUOPEHTaCBUPOM ~ MOXKET ~ 3HAQUUTEIbHO  YMEHBIIUTh  KOHLEHTpPALUU
IJIeKalpeBUpa W MNHOpeHTacBMpa B IUIa3Me€ KPOBH, YTO MOXET NPUBECTH K MOTEpe
tepaneBTuueckoro 3ddexra. CoBMECTHOE TPUMEHEHHUE TJEKapeBUpa/MHUOPEHTACBUpA U
s(aBupeH3a He PEKOMEHTyeTCsl.

He pexomennyercst olHOBpeMEHHOE NIpHUMEHEHHE 3(aBHUpeH3a C IpernapaTaMd Ha OCHOBE
sKkcTpakra ['uHkro buno0a.

[Tpu Ha3HaYeHUM IpenapaToB AJs OJHOBPEMEHHOIO IPUMEHEHHUs ¢ 3(aBUPEH30M Bpau JIOJIKEH
0o0paTUThCsl K MHCTPYKLUUSAM IO MEAMIMHCKOMY TIPUMEHEHUIO JaHHBIX JIEKapCTBEHHBIX
IpernapaToB.

Ha ¢one npoBeneHus antuperpoBupycHoii Tepanuu (APBT) Henb3s UCKIIOUYUTE PHCK Hepeaadn
BUY npyrum nunam Bo BpeMs CEKCYaIbHOTO KOHTAKTa WK Yepe3 KpOoBb. B CBA3M ¢ 3TUM cieqyer
co0JII0/1aTh COOTBETCTBYIOIINE MEPBI IPEAOCTOPOKHOCTH.

Conymcmsylowas anmupemposupychas mepanus

Ecnu npueM kakoro-nmbo aHTHPETPOBUPYCHOTO CPEACTBA B cocTaBe KoMOMHHpoBaHHOM APBT
OTMEHSIETCS B CBSI3U C TMOJO3PEHHEM Ha HENEePEeHOCUMOCTh, HEOOXOIMMO PpPacCMOTPEThH
BO3MO>XHOCTb OJIHOBPEMEHHOM OTMEHBI BCEX AaHTHPETPOBUPYCHBIX cpelacTB. llpmem Bcex
OTMEHEHHBIX AHTHPETPOBUPYCHBIX IpEMapaToB JODKEH OBITh BO300HOBIEH cpa3y Iocie
MCYE3HOBEHUSI CHMIITOMOB HerepeHocuMocTH. He pekoMeHyeTcst mpepbiBaeMasi MOHOTEpAnust 1
IIOCJIEZI0BATENIBHOE MMOBTOPHOE HA3HAUYEHUE AHTHUPETPOBUPYCHBIX CPEACTB M3-3a IOBBIIICHUS
BEPOATHOCTH IMOSBJICHUS PE3UCTEHTHOTO K Teparnuu BUpyca.

Koowcnas cotno
B xnuHmyeckux wuccnenoBaHusAX d(haBHpeH3a HAOIIOAAINUCH JIETKO U YMEPEHHO BBIPAKCHHBIC
BBICHITIAaHUS, KOTOPBIE OOBIYHO MCUE3alU MPH MPOI0JDKEHUH Tepanuu. [IpremM coOTBETCTBYIOMINX
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MEPEHOCUMOCTh U CIIOCOOCTBOBATH CKOPEHIIEMY UCUE3HOBEHUIO KOKHOM ChINu. Tspkenas popma
KOXHOU CBITIH, COITPOBOXK/IaeMasi BOJIBIPSIMH, IECKBAMAIMEH SMUTEIHS Wik 00pa3oBaHUEM SI3B,
HaOmonanach MeHee ueM y 1% manueHToB, NpUHUMAaBIIMX 3(aBupeH3. MuorodopmHas
AKCCydaTUBHAs sputema win cusjapoMm CrtuBeHca-/[>xoHcoHa Bcrpeyanuch y 0,1% manueHTos.
Eciu y manueHTOB BO3HUKAeT Tskenas (opma ChIMH, CONPOBOXKIaeMasi BO3HUKHOBEHUEM
BOJIJIBIPEH, JIeCKBaAMAIME SMUTEIHS C BOBJIICUYCHHEM CIU3HCTHIX OOOJOYECK WM JIMXOPAJIKOH,
HEOOXOIUMO HEMEIJICHHO MpeKpaTuTh mpueM d(daBupeHsa. DdaBUPEH3 HE PEKOMEHIIOBAH
MalMeHTaM, Y KOTOPBIX OblIa yrpoKaromasi >KU3HU KOXKHAas peakiusi (Hampumep, CUHAPOM
CruBenca-JlxoHcona). B ciyuae mnpekpamieHuss Tepanmud 3(aBHPEH30M  HEOOXOIMMO
paccMOTPETh BOMPOC O MPEKpAlIEHUH MpHEeMa JAPYTUX aHTHPETPOBUPYCHBIX CPEICTB, YTOOBI
n30exaTh MOSIBICHUS PE3UCTEHTHOTO K Tepanuu Bupyca (cM. pazzen 4.8.). Ciaydan KOXKHOM ChINU
3aperucTpupoBanbl 'y 59 u3 182 nmereit (32%), monydaBmmx JedeHue 3(PaBUPEH30M B 3
KJIIMHUYECKHUX MCCIICIOBAHUSIX CPEIHEN MPOTOIDKUTEIBHOCTRIO 123 Henenu. Y 6 netel chinb ObLta
TspKeno. MenMana BpeMeHU Havauia MosIBJIICHUSI ChINK y JeTel coctaBmia 27 nuei (3-1504 qus).
[lepen wnauanom Ttepanuu 3(]aBUpeH3OM Yy JeTell UM MOXeT ObITh pPEeKOMEHJI0BaHa
COOTBETCTBYIOIAs aHTUTHCTAMUHHAS TePaIvs B KAYeCTBE MPOQPIIIAKTHKH.

OnpiT  mpuMeHeHus d(aBUpEeH3a Y TMalUeHTOB, KOTOPHIM OBLIM OTMEHEHBl JApYyTue
aHTHpeTpoBHUpYCHBIE cpeacTBa u3 ktacca HHUOT, orpanuden (cm. paszaen 4.8.). DdaBupeH3 He
PEKOMEHIOBaH MalMeHTaM, y KOTOpbIX paHee Ha ¢one npuema npyrux HHUOT pa3Bunuchk
YIPOKAIOLIUE KU3HU KOXKHBIE peakiuu (Harpumep, cuaapoM CtuBeHca-/[)koHCOHA).

Cumnmomsvi coO CMOpPOHbL NCUXUKU

HmeroTcss gaHHBIE O BO3HMKHOBEHHHM HEXKETATEIbHBIX SBJICHHH CO CTOPOHBI TCHUXUKH Y
NAalMEeHTOB, MPUHUMABIIKUX A>(aBupeH3. [lanueHTb, HMeEIOIIMEe B aHaMHe3€ IICUXUYECKue
paccTpoiicTBa, HAaxXOITCS B TPYNNE TMOBBIIIEHHOTO pHUCKAa 10 PAa3BUTHIO CEPhE3HBIX
HE)KEJaTeNIbHBIX SIBIICHUM CO CTOPOHBI NCUXUKU. B yacTHOCTH, TsDKenas jaenpeccus Hauboliee
yacTo HaOmoJajiach y TMAlMEHTOB C JIeTIpeccMed B aHamHe3e. Takke HMerTces
HOCTPErUCTPALIMOHHBIE JTaHHBIE O CIyYasiX TSKEJIOW JeNpeccuu, CMEPTH B pe3yibTaTe CyHLuaa,
Opena 1 cuxo301moA00HOro moseeHus. [lanreHnToB He0OX0IMMO IPEAYIPEIUTH O TOM, YTO TIPU
Pa3sBUTHM TaKMX CHUMIITOMOB, KaK TsDKeJas AeTpeccusi, ICUX03bl WIN CYyUIUaTIbHbIE UAEH, OHU
JIOJDKHBI HEMEIJICHHO COOOIIUTH 00 9TOM CBOEMY Bpauy. Bpau jmomkeH onpeneanTs BO3MOKHYIO
CBSI3b 3THX CHUMIITOMOB C IpHUeMOM 3(haBUpPEH3a, U, €CIM 3Ta CB3b MOJATBEPXKIACTCS, OLIEHUTh
COOTHOIIIEHUE PUCKA JJISl MAIMEHTa TPU MPOJOJDKCHUN TEPalK M MOTEHIUAIBLHOHN TONB3BI OT
nprema npemnaparta (cM. paszaen 4.8.).

Cumnmombi cO CMOPOHbL HEPEHOU CUCTEMbL

VY nmanueHToB, MpUHUMABIIKX 3¢haBupen3 B 1o3e 600 Mr 1 pa3 B CyTKM B paMKax KIMHMYECKUX
UCCIICIOBAaHUM, 4acTO HAOMIONAINCh CIEIYIOIUE CHUMIITOMBI: T'OJIOBOKpY’KE€HHE, OECCOHHMIIA,
COHJIMBOCTb, CHUJKEHUE KOHIICHTPALlMU U NIATOJIOTUsl CHOBHUJIEHUH, a TaKXKe BCTPEUYAINCh IPYrHe
HeKenaTenbHbIe sBJIeHUs (cM. pasaen 4.8.). CUMIITOMBI CO CTOPOHBI HEPBHOW CUCTEMBI OOBIYHO
HaOJI01aJIMCh B TEUEHUE MIEPBOT0 WIM BTOPOT'O THS TEPANUH U B OOJIBLIIMHCTBE CIIy4aeB HcUe3alln
nocne nepBeIx 2-4 Henenb. llanreHToB HE0OX0AMMO MPOMH(OPMHUPOBATH O TOM, YTO TaKUeE
CHUMIITOMBI, €CJI OHU MOSBIISIOTCS, 0OBIYHO HCUE3at0T IPU MPOAOIKEHUN TePATUH 1 HE SIBIISIOTCS
IIPU3HAKOM BO3MOYKHBIX HAPYIIEHUI CO CTOPOHBI ICUXUKHU, KOTOPbIE BCTPEUYAIOTCS PEXKeE.

Cyoopooicrble npunaoxu

Coo0manock 0 cymoporax y manieHTOB, TPUHUMABIIUX 3(haBUPEH3, OCOOCHHO Yy MAIMEHTOB C
cymoporaMu B aHamHe3e. [Ipy OJHOBpEeMEHHOM NPUMEHEHHH IPOTHUBOCYAOPOKHBIX
JIEKapCTBEHHBIX CPEACTB, METAOOIM3UPYIOUINXCS B OCHOBHOM B MEYEHHU, TaKUX Kak (DEHUTOUH,
kapOamazenuH u  (QeHoOapOuTan, cieayer MEPHOAMYECKH TMPOBOAMTH  OMNpeAeTIeHHUE
KOHIIEHTpallMid 3THX TMpenaparoB B Iula3Me KpoBHU. McciemoBaHue B3aWMMOJCHCTBHIA
JIEKapCTBEHHBIX CPEJICTB IMOKA3aj0, YTO MPU OJHOBPEMEHHOM MPUMEHEHHH KapOamas3enuHa U
s¢aBupeH3a KOHIIEHTpalMK kKapOama3enuHa B IUIa3Me€ KpOBU CHMXKaMUCh (cM. pasgen 4.5.).
[TarueHTHl € CYIOpPOKHBIMH TPUIIAJKaMH B aHaMHE3e JOJDKHBI HAXOAHUTHCS TOJ OCOOBIM
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HAOJIFONEHUEM.

Hedicenamenvhvie senenus co CmopoHvl neueHu

B noctperucrpannonnblii meproj HabroAeH!s ObLIO MOIy4eHO HEOOIBIIIOE YUCIIO COOOIICHHIA O
Pa3BUTHH IIEYCHOYHON HEIOCTATOYHOCTH Y MAIMCHTOB 0€3 yKa3aHHi Ha 3a00JIeBaHUsI TICUCHH B
aHaMHe3e, a TaKke 0e3 APYruxX BHIBICHHBIX (aKTOPOB pHcKa (cM. pazzaen 4.8.). B cBsa3u ¢ atum
PEKOMEH/IyeTCs OCYIIECTBISITh MOHUTOPHHI aKTUBHOCTH «IIEYCHOYHBIX» (EPMEHTOB NAXKE Y
MAIMEHTOB 0e3 IeYeHOYHOH MMCHYHKIIMU B aHAMHE3€ WU APYruX (PaKTOpPOB pUCKa.

Brnusnue nuwu

[Ipy npumeneHun 5daBHpeH3a BO BpeMs IpHUeMa MNUIIM MOXXET BO3pacTaTh HKCHO3HMILUSA
a(aBupensa (cM. paszen 5.2.), 9To MOKET MIPUBOAUTH K YBEIMUYEHUIO YaCTOTHI HEXKEJIaTeIbHbIX
peakuuii (cM. pasaen 4.8.). B cBsi3u ¢ 3TUM pEeKOMEHIyeTcsl MPUHUMATh 3(paBUpPEH3 HATOIIAK,
JKeJaTelbHO HA HOYb.

Cunopom 60ccmano8ieHus UMMYHUmMemd

JlaHHBI CHHIPOM HAOJONAIICS Y HALUCHTOB C TSHKEIBIM UMMYHOIE(UIIUTOM B JFOO0H MOMEHT
nocje Havaia mpoBeaeHuss komOuHupoBanHoi APBT. B pesynbrate ycuiaeHHs UMMYHHOTO
OTBeTa BCJCJCTBHE TEpAlUU B TEUCHHE HECKOJBKHUX HENENb WM MECSALECB OT Hadalla JICUCHHUS
MOXET  pa3BUTBCSA  BOCHAJIMTENIbHAS  PEaKls HAa  HEAKTUBHBIE WJIM  OCTaTOYHBIC
OIIOPTYHUCTUYECKHE NH(EKIMHU, TAKUE KaK [IUTOMETaJIOBUPYCHBIN PETHHHT, TeHEPAIN30BaHHbIC
W/IITH 04aroBble MUKOOAaKTEepUaibHbIC MH(EKIINK, THEBMOHMS, BbI3BaHHAst Pneumocystis jirovecii
(mpexxHee Ha3BaHHe - Pneumocystis carinii). Takue BoCTIaIMTEIbHBIE CHMIITOMBI HY)KIAIOTCS B
JaTbHEHIIICH OlIeHKE M Ha3HAYEHUH COOTBETCTBYIOIIETO JICUCHHS.

AyToMMMyHHBIC HapylieHus (Takue Kak Oose3Hb ['peiiBca M ayTOMMMYHHBIH TeIaTHT)
HaOJII0JaTNCh HA ()OHE BOCCTAHOBJICHUS MMMYHHUTETA, OJHAKO BPEMs HA4YaJbHBIX IPOSBICHUI
CHJIBHO BapbHpOBajo, M 3a00JCBaHHE MOIJIO BO3HHKATh YE€Pe3 MHOIO MECAIEB IOCJe Havaia
Teparuu.

Jlunooucmpodghus u memabonuueckue Hapyulenus

KomOunupoBannas APBT accouumpoBana ¢ mnepepacnpenesieHueM MOAKOKHO-KUPOBOM
kietdatku Tena (nmumopuctpodus) y BUHUY-undunumpoBaHHbIX mnanueHToB. OTaaneHHbIC
MOCJIEACTBHSI 3TOTO SIBJICHUS IIOKA HEU3BECTHBI M MEXaHU3M €r0 Pa3BUTHS U3Y4€H HEJOCTaTOYHO.
[Ipeamonaraercss CBsI3b MEXAY BHCLEPATIbHBIM JIUIIOMAaTO30M U HPUMEHEHHEM HHTHOUTOPOB
nporeazsl BUY u nunoarpodunm u npumenennem HUMOT. IloBblIeHHBIM pHUCK pa3BUTHS
JUTOTUCTPOPUU MOXKET OBITH OOYCIIOBJIEH KaK WHIAUBUAYAIBHBIMH (DaKTOpamu, TaKUMHU Kak
MOXKUJIOW BO3pacT, Tak M (akTopaMH, CBSI3aHHBIMU C MPUEMOM IpEnaparoB, TaKUMH Kak
nponomkutensHas APBT u cBsizanHbIe ¢ Hell MeTabonrueckue HapyIieHus. B cBs3u ¢ aTUM npu
KJIIMHUYECKOM O0O0CJIeI0BaHMM TAalleHTa ClelyeT IPOBOJUTh (PHU3UKAIbHOE 00CIe10BaHue,
oOpamiasi BHHMaHHE Ha IepepaclpesielieHne IMOAKOXKHO-KUPOBOM KIJIETYAaTKH, a TaKxKe
OTpeAeNATh KOHIIEHTPALUIO JINMUIOB B CBIBOPOTKE KPOBU HATOIIAK U KOHIIEHTPAIUIO TJIIOKO3bI B
KpoBU. Hapymienuss aunuaHoro oOMeHa MJOJDKHBI KOPPEKTUPOBATbCs B COOTBETCTBUHU C
KJIIMHUYECKUMU TPOSBICHUSIMH (CM. paznen 4.8.).

Ocmeonexpos

XoTsl 3THONOTHSI TaHHOTO 3a00JieBaHMs NpPU3HAHA MHOrO(QaKkTOpHOM (BKIIOYas MPUMEHEHHE
KOPTUKOCTEPOH/IOB, 310YOTPEOICHNE AIKOTOJIEM, TSDKEIYI0 HMMYHOCYIIPECCUIO, TTOBBIIICHHBIN
MHJIEKC MAacChl Teja), ciaydal OCTEOHEKPO3a HAaOII0JaIHUCh NMPEUMMYILECTBEHHO Y MAIMEHTOB C
muatensHo BUY-uH(exnuen u/unm y naueHToB, JUIMTEIbHO MOIYyYaBIIMX KOMOMHUPOBAHHYIO
APBT. IlauueHTsl TOMKHBI HE3aMEIMTEIbHO OOpaTUTHCS K Bpady MHpU MOSBICHUM Ooyiel B
CyCTaBaxX, CHUKEHUH MOABMKHOCTH CYCTaBOB MJIM TPYAHOCTSX MPH X0Jb0€.

Yonunenue unmepsana QTc

Yanunenne waTepBana QTc HaOmromanoch y MAlMEHTOB, MPUHUMAIOMINX 3(haBUpPEeH3 (CM.
pasnensl 4.3., 4.5.). Y nmanueHToB ¢ pucKoM yuTHHEeHHs HHTepBaia QTc ciieayer paccMOTpeTh
aNbTepHATUBHYIO Tepanuio 0e3 npumMeHeHus d(haBupeH3a.
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Ocobvie epynnvl nayuenmos

Tayuenmui ¢ 3abonresanuamu neyeHu

OdaBupeH3 NpoTUBOIIOKA3aH MAIMEHTaM C TSKEJION CTENEeHbIO NEUYEHOUYHO HEeI0CTaTOYHOCTH
(xnmacc C mo cucreme Yaiina-ITero) (cm. pasmenst 4.3., 5.2.) u He peKOMEHAYETCS MallMeHTaM C
MOPAKEHUEM ME€UYEHH CPEIHEN CTEIECHH TSHKECTH, IOCKOJIbKY HA IaHHBI MOMEHT HEJIOCTaTOYHO
JAHHBIX, YTOOB! YCTAHOBUTH, HYXKHA JIM B TAKUX CIIy4asX KOPPEKLHS JT03bI.

BcnenctBue wHTEHCHBHOrO Merabonm3Ma 3daBupeH3a cucreMor 1murToxpoma P450 wu
OTrpaHMUYEHHOIr'0 OIbITa KIMHUYECKOTO MPUMEHEHHUs Mpenapara y HalMeHTOB ¢ XPOHUYECKUMU
3a00JIeBaHUSMU TIEUYEHU CIEIyeT COOJI0JaTh OCTOPOXKHOCTh MPU Ha3HAYeHUU 3(aBUpEeH3a
HalyeHTaM ¢ 3a00JIeBaHUAMU TEYCHHU JIETKON CTENEeHU TsKecTd. [Ipu 3TOM marMeHThl TOJIKHbI
HAaXOJUTbCSI TOJ HAONIOJEHHEM I CBOEBPEMEHHOI'O  BBISBICHHUS  J10303aBUCUMBIX
HEXKEJIATENbHBIX peakIMii, OCOOCHHO CO CTOPOHBI HEPBHOW cucTeMbl. Takxke depes
oTpeziefieHHbIE UHTEPBAJIbl BPEMEHHU CJIeIyeT MPOBOJUTH J1a00paTOpHbIE aHAIU3bI IJISl OLICHKH
COCTOSIHUS TIeUeHH (CM. pazaen 4.2.).

be3zonacHocth u 3 pexTuBHOCTH 3aBUpeH3a HE MOATBEPKIACHBI y MALUEHTOB CO 3HAUUMBIMU
HapylmeHussMA (YHKIUU TeYeHn B anamHese. [lanuenTsl ¢ xpoHudeckuM rematutoM B wmn C,
npuHUMaIue komOuHupoBanHyto APBT, BXomsT B rpynmy pHCKa Pa3BUTHS TSKEIBIX
HE)KeJIaTEeJIbHBIX PEAKINI CO CTOPOHBI IEYEHHU, KOTOPbIE MOTYT IIPUBECTH K JIETAIbHOMY UCXOAY.
VY manueHToB ¢ HapylieHueM (YHKIUHU MeYeHH B aHAMHe3€, BKII0Yas XPOHUYECKUN aKTHUBHBIN
TelaTUT, MOBBIIIACTCS YaCTOTA PA3BUTHUS HAPYIIECHUH (PYHKIIMH IMEYSHN TPU KOMOMHHUPOBAHHON
APBT, nosromy Takue MalMeHThl JOJKHBI HAXOAUTHCS MOJI HAOIIOJCHUEM B COOTBETCTBUU CO
CTaHJAPTHOW CXeMOW. Y MAalHUEHTOB C yXYANICHUEM TeUeHHUs 3a00JIeBaHMs TICYCHU WU C
YCTONYMBBIM YBETMYCHHEM aKTUBHOCTH CHIBOPOTOUHBIX TpaHCAMUHA3, MPEBBIMIAIOLINM Ooliee
4yeM B 5 pa3 BepxHe# rpanuisl Hopmbl (BI'H), mosib3a oT nponoymkeHus tepanuu 3(haBUpeH30M
JIOJKHA ~ COINOCTAaBJIATBCA C  BO3MOXHBIM  PUCKOM B OTHOILIEHUM  BO3HUKHOBEHUS
renaToTOKCMYHOCTH. B OTHOIIEHHMHM TakuMX NalMEHTOB CIEAYeT pacCMOTPETb BOIPOC O
nenecoodpasHoctu npepriBanus uinu otmeHsl APBT (cm. paznen 4.8.).

[Ipy OJHOBpPEMEHHOM NPUMEHEHUU JPYTUX JIEKaPCTBEHHBIX CPEACTB C  HM3BECTHOU
renaTOTOKCUYHOCTBIO PEKOMEHJYETCS NIPOBOJUTH KOHTPOJb AKTHUBHOCTU «II€YEHOYHBIX)
¢epmenroB. Ilanmentam c¢ rematrutom B wim C npu HazHayeHMM KOMOMHUPOBAaHHOM
IIPOTUBOBUPYCHOMU TE€pAIUH CIELYET TAK)KE PYKOBOJICTBOBATHCS MHCTPYKLUSMH 110 TPUMEHEHHIO
Ha3HayaeMbIX MpenaparoB Ajs jedeHus renatuta B unu C.

Iayuenmul ¢ noueurou HedOCMamMoO4YHOCMbIO

dapmakokHHETHKA 3(aBUpeH3a y MAIMEHTOB C MOYEYHOW HEJIOCTATOYHOCTHIO HE H3ydaach,
OJIHAKO B CBSI3U C TEM, YTO B HEU3MEHEHHOM BH/I€ TIOYKaMU BBIBOAUTCS MeHee 1% MpUHATON 10361
adaBupeH3a, HapyleHne GyHKIUU MOYEeK HE JIOJHDKHO OKa3bIBaTh CYIIECTBEHHOTO BIIMSHUS Ha
BbIBelieHHe d(aBupen3a (cM. pazgen 5.2.). OnbIT npuMeHeHHs 3(paBUpeH3a Yy MALUCHTOB C
TSDKEIION TIOYEYHON HEeJOCTATOYHOCTHIO OTCYTCTBYET, B CBSI3U C Y€MY TAKHX ITAIUEHTOB CIIETyeT
IPOBOJUTH TIIATEIbHBI MOHUTOPHHT 0€30MaCHOCTH PUMEHEHUS Mpernapara.

Hayuenmul noowcunozo sospacma

HOCKOHLKy B KIMHUYCCKHUEC HCCICIAOBAHUA OBLIO BKJIIOUYEHO HEOOJBIIIOE KOJTUYCCTBO MOMKUIIBIX
MalfMCHTOB, HET OCHOBaHMUI1 npeamnojaaratb, 4To JIeCTBHE npemnapara Ha MAaUCHTOB ITOXKHUJIOTO
BO3pacTa OTIIMYACTCA OT TAKOBOI'O Y Ooiee MOJIOABIX ITAITUCHTOB.

BcnoMorarenbHEIC BEMISCTBA

[TanimenTamM ¢ peako BCTpeyarolieldcss HaCIeACTBEHHOM HEMEepeHOCHMOCThIO TalaKTO3bl,
neUIUTOM JIaKTa3bl JIOMaped WM TIIIOKO30-TaIaKTO3HOM ManbabcopOuueil He clemyer
MPUHUMATH 3TOT Mpernapar.

Hannsiid npemnapat coaepxut 1,1 mr, 2,19 mr, 3,29 mr, 4,39 mr, 6,58 mr Harpus Ha 100 mr, 200
mr, 300 mr, 400 mr, 600 Mr. Heo0XoaumMo y4UTHIBATh MallM€HTaM, HAXOMAAIIUMCS Ha TUETE C
OTpaHUYEHUEM TTOCTYIIJICHUS HATPHSI.

JlaHHbIi1 Ipenapat coAepKUT JEUUTUH coeBbli. [laliieHTam ¢ MOBBIIEHHON YyBCTBUTEIbHOCTBIO
K apaxucy WU COe He CeAyeT MPUHUMATD JIAHHBIN Tpermapar.
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[Ipumenenue r(aBupensa y aeteit miaame 3 Mec. Win ¢ BeCOM MeHee 3,5 KI He UCCIIeI0BaIOCh.

4.5. B3aumoaeiicTBHe ¢ JAPYrMMH JIEKAPCTBEHHBIMH MpenapaTaMu H JpPyrue BH/bI
B3aNMOJAEeHCTBUSA

D¢asupen3 In Vivo seisiercss uHAykTopoM wu3odepmentoB CYP3A4, CYP2B6 u 1Al-
ypuausaudochar-riokyporuntpanchepassl (YIDP-I'T1A1). Konnenrpanus B mia3mMe KpOBH
COCIMHEHUH, KOTOPbIE SABJSIOTCS CyOCTpaTaMu JaHHBIX M30(DEPMEHTOB, MOXKET CHHXKAThCS TPU
OJTHOBPEMECHHOM IPUMEHEHHH ¢ ddaBupeH3oM. B To xe Bpems in Vitro agpaBupeH3 HHruouposas
uzopepmerr CYP3A4. TeopeTwueckd 3TO MOXKET MPHUBECTH K YBEIWYCHHIO SKCIIO3UIIUU
cyocrpatoB CYP3A4, mnostomy crieayer coOMoAaTh OCTOPOKHOCTh TIPH TNPUMEHEHUH
cyocrparoB CYP3A4 ¢ y3kuM TepaneBTUYeCKUM OKHOM.

DdaBupens moxker ObITh uHAYKTOpOoM H30(pepmentoB CYP2C19 u CYP2C9, oanako in vitro
TaKXke HabJr01aJI0Ch MHIMOMpOBaHKE TaHHBIX n30(epMeHToB. Jlo KoHIa 3¢ deKT, HabII0aaeMBbIi
IpU OJHOBPEMEHHOM MPUMEHEHMH d>(PaBUPEH3a C COEIAUHEHUSIMHU-CYOCTpaTaMu JaHHBIX
u30(epMEHTOB, He siceH (cM. paszern 5.2.).

Oxcno3unus 3haBUpeH3a MOXKET yBEIWYUTHCS MPH MPUMEHEHUU Mperapara OJHOBPEMEHHO C
HEKOTOPBIMU JIEKAPCTBEHHBIMM TIperapaTaMu (HampuMep, PUTOHABUPOM) WJIM MHUILIEBBIMU
NPOAYKTaMU (HApuUMeEp, C TPeUrnPpyToBBIM COKOM), KOTOPbIE HHTUOMPYIOT H30(epMEeHTHI
CYP3A4 wmu CYP2B6. Ilpenaparsl Ha ocHoBe »3KcTpakTa [mHkro buiobda, koTtopsie
UHAYIUPYIOT JaHHBIE H30()epMEHTHI, MOTYT IPUBOJUTH K CHHYKEHUIO KOHIIEHTpalluu 3(haBUpeH3a
B IJIa3M€ KPOBH.

[TpoTuBONOKa3aHHAs KOMOMHUPOBAHHAS Tepanus

3Bepo0oii mpoabIpsBieHHbIH (Hypericum perforatum): maiueHTsl, IpUHUMAOLIKE d(haBUPEH3, HE
JOJDKHBl IPUHUMATh MpenapaTbl/IpOAYKTBI, coJAepKaliue 3BepoOoil  IPOABIPSBICHHBIMH.
Konuenrpanus »s¢aBupeHsa B IUla3M€ KPOBHM MOXKET CHUXKATbCS IPU OJHOBPEMEHHOM
IPUMEHEHHUHU CO 3BepO00eM MPOJIBIPSBIECHHBIM, IIOCKOJIBKY OH BBI3bIBAET HHAYKIUIO ()EPMEHTOB
W/WIIN TPAHCHOPTHBIX OEJIKOB, OTBETCTBEHHBIX 32 METAa0OJM3M JIEKAPCTBEHHBIX cpeAcTB. Eciu
HAlMEHT YK€ MPUHUMAET MPenaparThl/IPOayKThl, COAEpIKaIe 3Bepo00il MPpoAbIPsSIBICHHBIH, TO
IIPUMEHEHHUE MOCIIETHETO ClIeAYeT OTMEHUTD, IPOBEPUTH KOHIIEHTPALUIO BUPYyca B KPOBHU U, €CIIN
3TO BO3MO’KHO, KOHIIEHTpaluio 3¢haBupeH3a B KpoBU. [lociie oTMeHBI npenapaToB/IpOAyKTOB,
coJiepKalIiX 3BepoOOl MPOABIPSBICHHBIN, KOHUEHTpalus 3(paBUpeH3a MOXKET MOBBICUTHCA U
Toraa mnorpeOyercss KOppekuus 1o3bl 3(aBupeH3a. BiusHue 3Bepo00s HpPOABIPSBICHHOTO,
CBSI3aHHOE C MHAYKLHEH (PepMEHTOB, MOKET COXPAHATHCS B TEUEHHUE HE MEHee 2 He/elb Mocie
€ro OTMeHHI (cM. pazfen 4.3.).

OdaBupeH3 MPOTUBONOKA3aHO HPUHHUMATh OJHOBPEMEHHO C Tep(dEeHaAMHOM, ACTEMHU30JIOM,
U3aNpUAOM, MHJA30J1aMOM, TPHA30J1aMOM, MHUMO3MJOM, OCMpPUIWIOM U aJKaJOUIaMHU
CHOpBIHBY (HampuMep, 3ProTaMuH, JUTHJIPOIPrOTAMUH, SPrOHOBUH WM METHJI3PIOHOBHH),
MOCKOJIBKY KOHKYpPEHTHO€ B3auMojeicTBue 3¢aBupensza ¢ uzopepmentom CYP3A4 moxer
IIPUBECTU K IMOJIABIECHUIO MeTab0IM3Ma JaHHBIX MPENapaToB U MOSBICHUIO MPEANOCHIIOK s
BO3HUKHOBEHUS CEPhE3HBIX M/MIM YIPOKAIOIIMX >KU3HU HEXKENATeNbHbIX SBJICHUHN (Hampumep,
CEep/ICUYHOM apUTMUH, JUTUTEIBHOTO CEAATUBHOTO 3()(eKTa WIIM YTHETCHUS IIXaHUs).

IIpenapamul, evizvisarowue yonunenue unmepeana QTc

[IpoTuBONOKa3aH OJHOBPEMEHHBIN MpHeM 3(haBUpPeH3a U TMPEenapaTroB, KOTOPHIE BHI3bIBAIOT
yanuHenue uarepBaita QTc u MOryT NIpUBOAUTH K BOZHUKHOBEHUIO JKEITYA0YKOBOW TaxUKapaAuu
1o TUNy «upy ™. K Takum npenapatam OTHOCATCS: aHTUAPUTMHUECKHE TIpenapartsl kiiaccoB [A
u III; HelponenTuku, aHTUIECTIPECCAHTHI; HEKOTOpPblEe AHTHOMOTHUKHM, BKJIOYAs Mperaparsl,
OTHOCSIIIMECS K CIEIYIOUIMM KjaccaM: MakKpOJuAbl, (TOPXUHOJIOHBL, MPOTUBOIPUOKOBBIE
IpenapaTsl IPOM3BOAHBIE UMHJIA301a U TPUA30J1a; HEKOTOPBIE HECEJaTUBHBIE aHTUTCTAMUHHBIE
npemnapartsl (TeppeHaivH, aCTEMU30I1); U3anpul; QJIeKauHU]T; HEKOTOPbIE TPOTUBOMANIIPUITHBIE
IpenapaTsl; METa/I0H.

I'pazonpesup/snbaceup
OpnHOBpeMEHHBIN MPUEM C TPa3ompPeBUPOM/30ACBUPOM MPOTUBOMOKA3aH MOTOMY, YTO MOKET
8



COOTBETCTEYET ZKCNEPTHOMY OTUET
oT 15 042025 N2 10471
IPUBECTH K TIOTEPE BUPYCOTIOTMYECKON AKTUBHOCTH rpaéghpeB]fpgfynﬁéCBﬂp 10 VS
Jpyrue B3auMoneicTBYs
BsanmopeiictBust Mexay d3¢daBupeHsoM U uHrHOuTopamm mpoteassl BUY, napyrumu

aHTUPETPOBUPYCHBIMH IIpenaparaMy, IOMUMO MHIHOMTOpOB mporteazbl BUY, a Takxke mMexny
3paBUpEeH30M ¥  JICKAPCTBEHHBIMHM  IpenapaTamMy, HE OTHOCAIIMMHUCS K  TpymIme
AHTUPETPOBUPYCHBIX IPENapaToB, yKa3aHbl B IPUBEJCHHON Huxke Tabmuie 2. YBenuuyeHue
3HAYCHHUS ITOKA3aTelsi 0003HAYACTCSI CTPEJIKON «1», YMEHBILICHHE 3HAUCHUS - CTPEJIKOH «|», €CIH
HOKa3aTesb OCTAeTCsl 0€3 U3MEHEHUH - CTPEIKON ««>»; €U IpenapaT BBOJWICS Yepe3 Kax/ible
8 w12 4, To 310 0003HAUaeTCs KaK «K8u» uiH «k12u9». 90% u 95% noBepuTENbHBIE HHTEPBAIIBI
IPECTaBIEHbI B CKOOKaX, €CIM NpUMeHUMO. OOBIYHO HCCIIeI0BaHMsI IPOBOIMWINCH HA 310POBBIX
J0OPOBOJIBIIAX, €CIIH TOJIBKO CIEHAIBHO HE OrOBapUBaeTCs Apyras HHGopmanus.

Tabmuua 2. B3aumopeiictBust Mexxay 3(paBUpeH30M U IPYTUMH JIEKAPCTBEHHBIMHU CPEICTBAMHU

JlexapcTBeHHBIE NIPeENaparsl,
pasieseHHbIE M0
(hapmaxoTepaneBTHYECKHM rpynnam
(mo3a)

Bausinne Ha KOHIIEHTPALUIO MPENAPaTa B CHIBOPOTKE.
Cpennee n3MeHeHHEe 3HAYEHHH IJIOIAAN MO KPUBOM
«konnenTpamus — spems» (AUC), MakcumManbHoOi
koHueHTpauuu (Cmax), MUHHMAJIbHON KOHIEHTPAIIMH
(Cmin) (%) v noBepUTEIbLHbIE HHTEPBAIDI, €CJIH
NPUMEHNUMO (MEXaHHU3M)

INPOTUBOMUWKPOBHBIE ITPEITAPATBI

AHmupemposupycHble 1eKapcmeeHHble CPeocmea

Uneubumopwr npomeaszvr BUY

ATazaHnaBup/puToHaBUp/3haBUpPEH3
(400 mr 1 pa3 B cytknr/100 mr 1 pa3 B
cytkn/600 mr 1 pa3 B cyTku, Bce
npemnaparbl MPUHUMAINCE BO BPEMA
MprieMa MUTIIH)

ArtazanaBup (1OCIE MOITYIHS):
AUC: «* (ot |9 10 110), Ciax: 117%* (ot 18 1m0 127), Cmin:
142%*, (ot |31 mo |[51).

ATazaHnaBup/puToHaBUp/3(haBUpEH3
(400 mr 1 pa3 B cytkn/200 mr 1 pa3 B
cytkn/600 Mr 1 pa3 B CyTKH, Bce
npenaparsl NPUHAMAIHCH BO BpeMs
rprieMa TMUIIIH)

ArazanaBup (TTocIe MOTyaHs):

AUC: «&*/** (ot |10 no 126), Cmax <>*/** (ot |5 no 126),
Chmin: 112% */** (ot |16 mo 149) (uunykuus CYP3A4).

* IIpu cpaBHennu ¢ atazanaBupom 300 mr/putoHaBupom 100
Mr 1 pa3 B CyTKH BedepoM 0e3 adaBupeHsa. Takoe CHIKEHHE
Cmin aTazaHaBHpa MOXET OTPHIATEIHHO BJIHMATH Ha
3¢ (eKTUBHOCTH aTa3aHaBHUPA.

** OCHOBaHO Ha UCTOPHYECKOM CPaBHEHHH.

OnHOBpeMEHHOE NMpUMEHeHue 3(aBUpeH3a ¢ aTa3aHABUPOM/PUTOHABUPOM HE pekoMmeHayercs. Eciu
TpeOyeTcss OIHOBpeMEHHOe mpuMeHeHue arazaHaBupa ¢ HHUOT, HeoOxomumo paccMOTpeTh
11e1eco00Pa3HOCTh YBEIHUEHH 103bI atazaHaBupa 10 400 mr u putoHasupa 10 200 Mr, B KOMOWHAIIH
¢ 2(paBupeH30M, ¢ 00ECTIeUeHIEM TIIATEIPHOTO KIIMHNYECKOTO0 MOHUTOPHHTA.

Hapynasup/putonasup/s¢dasupens 300 | JapyHaBup:

mr 2 pasa B cytku*/100 mr 2 paza B | AUC: [ 13%, Cumin: |31%, Cmax: | 15%, (nanykuus CYP3A4).
cytkn/600 mr 1 pa3 B CyTKH) OaBupens:

*  Hmke pekomenaoBaHHoW  703bl. | AUC: 121%, Cumin: 117%, Cmax 115% (uHruOupoBanue
IMomo6ueIe pesymsTarthl okumgarorcs u | CYP3A4).

MpU MPUMEHEHUH B PEKOMEHIOBAaHHBIX

JI033X.

OnHoBpeMeHHBIN npreM 3haBupen3a u gapyHasupa/puronasupa (800 mr/100 mr 1 pa3 B CyTKH) MOXKET
npuBecTH K CHIKEHHIO Cnin JapyHaBupa. Ecin sdaBupeH3 HeoOX01uMo IPUMEHSTh OJHOBPEMEHHO C
JapyHaBUPOM/PUTOHABUPOM, CIIeyeT MPUMEHATh KOMOWHALIMIO JapyHAaBUP/pUTOHABUD B pexume 600
Mmr/100 mr 2 paza B cyTkn. OJJHaKO TaKyl0 KOMOHMHAIMIO CieyeT Ha3Ha4aTh C OCTOPOXKHOCTHIO. CM.

HHCTPYKIMIO 110 MEAMIMHCKOMY NPHUMEHEHHIO JapyHaBUpPa/pUTOHABUPA.

WHGOPMALIMIO TI0 PUTOHABUDY.

CwM.

TAKXXC HHXKC

docamnpeHaBUp/pUTOHABUP/3aBUPEH3
(700 mr 2 pa3a B cytku/100 mr 2 pasza B
cytkn/600 mr 1 pa3 B CyTKH)

Kuanuecku 3HA4YMNMOI'O
BSaHMOHeﬁCTBHH HEC BBISIBJICHO.

(hapMaKOKHMHETHYECKOTO

KOppeKI_II/II/I A03bl HU OAHOI'0 M3 3THUX JICKAPCTBCHHBLIX CPEACTB HC Tpe6yeTC$I. CM. TaxKe HIDKE

WH(OPMALIMIO 110 PUTOHABUDY.




COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 18.04.2025 N= 10471

o e e e
JlekapcTBeHHbIE MPeNaparhl, Buansinne Ha Ko'ﬁﬂe'}'rrdﬁrlﬁmtl'fbbﬁﬂﬁ'ﬁﬁ'ﬁ"ckﬁ';b'ﬂﬁ"ﬂc'e.
pasjejeHHbIe 1o Cpennee U3MeHeHHE 3HAYEHMIT TLUIOLIAAM 110 KPHBOIi

(papMaKoTepaneBTHYECKHM IPYIIIaM «KOHUeHTpanus — Bpems» (AUC), MakcuMAaILHOM
(m032) koHueHTPAMH (Crax), MUHMMAJILHOM KOHUEHTPALUH

(Cmin) (%) v noBepUTEIbLHbIE HHTEPBAJIBI, €CJIH
MPUMEHNMO (MeXaHHu3M)

docamnpeHaBup/HenhuHABAP/ B3aumoneiicTBre He N3y4anoch.
a(haBUpeH3

Koppekumu 10361 HM OJTHOTO M3 3THX JICKAPCTBEHHBIX CPEJCTB HE TpeOyeTcs
docamnpeHnaBup/cakBUHaBUP/ B3aumogeiicTBrue He U3y4anoch.
a(haBupeH3

Vcnonb30BaHue Takoi KOMOWHAIMU HE PEKOMEHIYETCs, IOCKOJIbKY OXHMIAETCS 3HAYMMOE CHIDKEHHE
SKCHO3UINH 000MX HHTHOUTOPOB NpoTeaszsl BUY.

Wnpnnasup/>dasupens WnaunaBup:

(800 mr k84/ 200 mr 1 pa3 B cyTKH) AUC: |31% (ot |8 mo |48), Cmin: |40%.

CxoaHOe CHHKEHHUE HKCIIO3UIMN HHINHABUPA HAOII0AaI0Ch
B ciydasx, korma uaauHaBup (1000 k84) BBOmMIICS B
koMOmHanmu ¢ adasupeHzom (600 mr 1 pa3 cyrkm)
(uanykuust CYP3A4).

Ddasupens:

KITMHAYECKU 3HAYUMOTO (hapMaKOKHHETHYECKOTO
B3aMMOJEHCTBUS HE HAOJIIOIAIOCh.

WnnuraBup/putoHaBup/3haBUpeHs3 NuanaaBup:

(800 mr 2 paza B cytku/100 mr 2 pasa B | AUC: [25% (ot |16 10 [32)°, Cmax: {17% (ot |6 10 |26)°,
cytkn/ 600 Mr 1 pa3 B CyTKH) Crin: 150%, (ot |40 1o |59)°.

Ddasupens:

KIMHAYECKH 3HAYMMOTO B3aUMOJICHCTBUS HE HAOIIOAAI0Ch.
Cpennee reomerpudeckoe 3HaueHue Cmin mHIMHABUPA (0,33
MT/IT) TIpH €r0 IPUMEHEHNH B KOMOMHAIINY C PUTOHABUPOM
1 3(aBUPEH30M OBLITO OOJIBIE, YEM MPH €T0 MPUMEHEHUH B
monoTepanuu 1mo 800 mr k84 (Cin 0,15 Mr/m). ¥ manueHToB,
uaduimpoBanusix BHUY-1 (0 = 6), nokasarenu
(apMaKkOKMHETHKN WHAWHABUpa W dS(haBHPEH3a OOBIYHO
OBbUIM COTMOCTaBHMBI C TAaKOBBIMH Yy HEWH(HUIMPOBAHHBIX
JIOOPOBOJIBIIEB.

XOTs KIMHUYECKas 3HAYNMOCTh CHIDKCHHS KOHIIGHTpAalliM WHAWHABHpAa HE YCTaHOBJICHA,
HaOoaBIieecs (HapMaKOKMHETHYECKOE B3aWMOJCHCTBUE JIOJDKHO NMPUHMMATHCSA BO BHHMAaHUE NpPU
BBIOOPE peKUMa TepaIuK, BKIIYAIOIIErO OJHOBPEMEHHO d(aBUpeH3 U uHAuHaBup. Koppekiuu 10361
a¢aBUpeH3a He TpeOyeTcs, eCii OH Ha3HaYaeTCs ¢ MHIUHABUPOM HJIM C WHAMHABHPOM/PUTOHABUPOM.

CM. Takxe HIbKe HH)OPMALKIO IO PUTOHABHPY

JlonunaBup/putoHaBup B MATKHX | CylIeCTBEHHOE CHHKCHUE SKCIIO3HUIINH JIOMTUHABUPA.
Kalcyjax WIH B pacTBOpE Ui MpHeMa
BHYTPB/3(aBUPEH3

[Ipu onmHOBpeMeHHOM Ha3HaueHWM C 3(aBUPEH30M ClEIyeT PpPacCMOTPETh IeNeco00pa3HOCTh
YBCJIMYCHUA 103 JIOTIMHABUPA U PUTOHABUPA B MATKHUX KaIlCyJiaX WJIM B PaCTBOPEC JJId IpHE€Ma BHYTPb Ha
33% (mo 4 xancyssl/ ~ 6,5 mit 2 pa3a B CyTKH BMeCTO 3 Karcyi/5 mi 2 pa3a B cyTku). OJIHaKO CleayeT
COOJIFO/IaTh OCTOPOXHOCTh, TOCKOJIBKY Takas KOPPEKIUs 03Bl IS HEKOTOPHIX MAIlMEHTOB MOMKET
0Ka3aTbCsl HEAOCTATOYHOM.

JlonuHaBup/putonaBup B TabneTkax/ | Konnenrparun sonuaasupa: |30 — 40%.

s¢aBUpeH3 KoHIeHTpaMy JONMHABHPAa CXOJHBI C TaKOBBIMH IIpU
(400/100 mr 2 pa3za B cytkr/600 mr 1 pa3 | mpumeHeHuH JionuHaBupa/putoHasupa mo 400/100 mr 2 paza
B CYTKH) B CyTKHU 0e3 d(haBupeH3a.

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

B CYTKH)

Jlo3a jonuHaBUpa U PUTOHABHpA B TaOJIeTKax JOJDKHA ObITh yBennueHa ao 500/125 mr 2 pasa B cyTku
MPU OJHOBPEMEHHOM TNpUMeHeHHH ¢ ddaBupeH3oM mo 600 mr 1 pa3 B cytku. CM. Takxke HHUXKE
WHGOPMALIMIO 110 PUTOHABUDY.

Hendunasup/>¢daBupens | Hendunasup:
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 18.04.2025 N= 10471

Rt et
JlekapcTBeHHbIE MPeNaparhl, Buansinne Ha Ko'ﬁﬂe'}'rrdﬁrlﬁmtl'fbbﬁif)‘ﬁﬁ'ﬁ"ckﬁ';b'ﬁ&'fk'e.
pasjiejieHHbIE 110 CpenHee n3MeHeHHEe 3HAYEHU I TUIOMIAH MO KPHBOW

(papMaKoTepaneBTHYECKHM rPyNnam «koHueHTpaunusi — Bpemsn» (AUC), MakcuMaIbHO#
(n032) KoHueHTpauuu (Cmax), MUHHMAJIbHO# KOHIEHTPAIIMH

(Cmin) (%) v noBepUTEIbLHbIE HHTEPBAJIBI, €CJIH
MPUMEHNMO (MeXaHHu3M)

(750 mr k84/600 Mr 1 pa3 B CyTKH) AUC: 120% (ot 18 10 134), Cmax: 121% (ot 110 mo 133).
JlanHast KoOMOHHAITHST 0OBITHO XOPOIITO MMEPEHOCHTCS.

KOppCKHI/II/I J03blI HU OJHOI'O U3 3TUX JICKAPCTBCHHBIX CPCACTB HE Tpe6yeTcsL

PutonaBup/>daBupens Purtonasup:
(500 wmr 2 pasa B cytkr/600 mr 1 pa3 B | AUC yrpom: 118% (16 — 133), AUC Beuyepom: <>; Cax
CYTKH) yrpoM: 124% (112 — 138), Crnax BEUCPOM <>

Crin yTpom: 142% (19 — 186)°,
Crmin BeuepoM: 124% (13 — 150)°.

DdaBupens:
AUC: 121% (110 — 134), Cmax: 114% (14 — 126), Cnin: 125%
(17 — 146)° (unrubuposanue CYP-omocpenoBaHHOTO

OKHCITUTEIIBHOT'O METa00JIN3Ma).

[Tpu npueme 3¢haBupeH3a B KOMOWHAIIMN C PUTOHABHUPOM T10
500 mr umu 600 mMr 2 pasza B CyTKH MEPEHOCUMOCTH Obla
HU3KOH  (HampuMmep, HaOMIOJANINCh TOJOBOKPYXKEHHE,
TOIIHOTA, napecresus, MOBBIILICHHE aKTUBHOCTHU
«TIEYEHOYHBIX» (DEPMEHTOB).

JocTtatounble aHHbIE O IEPEHOCUMOCTH 3(aBUpPEH3a B
KOMOWHAIIMU C PUTOHABUPOM B HM3KHX f03ax (rmo 100 mr 1
WK 2 pa3a B CyTKH) OTCYTCTBYIOT.

[lpu HazHaueHuH >¢aBUpEH3a C PUTOHABHPOM B HU3KHX J03aX CIEIyeT yYUTHIBATH BO3MOXHOCTb
YBEJIHMYEHHS YaCTOThI CBSI3AHHBIX C 3(haBUPCH30M HEXKEIATEIbHBIX SBJICHUN BCIEICTBHE BO3MOXKHOTO
(hapMaKoIMHAMHUYECKOTO B3aUMOACHCTBHSL.

CakBrHaBHp/pUTOHABUP/IaBUPEH3 | BsanmogeiicTBre He U3y4aloCh.

OTcyTCTBYIOT JaHHBIC, MMO3BOJISIIOIIUE pa3paboTaTh PEKOMEHAALWH MO PEeKUMy Ao3upoBaHus. CM.
TaKXe BbIle HHPOPMALHIO 110 puToHaBUpy. [IpuMenenne 3¢paBupeH3a B KOMOMHALIMY C CAKBUHABUPOM
B Ka4eCTBE €MHCTBEHHOro HHruouTopa nporeazsl BUY He pekomenayercs.

Anmazonucmuol xemorxunogwix peyenmopos CCR5

Mapasupok/3daBupens MapaBupok:

(100 mr 2 pasa B cytku/600 mr 1 pa3 B | AUC12: [45% (138 — |51), Crmax: {51% ({37 — |62).

CYTKH) KonmenTparus sdaBupeH3a HE U3MEpSIach,
B3aUMOJICHCTBHE HE 0’KHJIAETCSI.

KonuenTpaims a3daBupensa He U3MepssIach, B3aNMOJICHCTBHE HE OXKHIACTCS.

Hneubumop unmeepaset BUY

PanterpaBup/>dpaBupens (400  wmr | Panrerpasup:
OJTHOKpATHAas J103a/—) AUC: |36%, C12: |21%, Ciax: |36% (uHDYKIMS hepMeHTa
YJIO-TT1AL).

Koppekumu 10361 panrerpasupa He TpeOyeTcs

Jlexapcmeennvie cpedcmsa uz epynn HUOT u HHHOT

HUOT/>¢paupens Hccnenopanus B3aMMOCHCTBUN d(haBUPEH3a U MPEnapaToB
n3 tpynnsl HUOT He npoBOAMINCH, 3a HCKIIOUYCHHUEM
B3aMMOACHUCTBUH C JAMHUBYIUHOM, 3UAOBYIUHOM U
TeHo(GOBHpa  TU3OMPOKCHI  (QymapatoMm. Kiunuyecku
3HaYNMblE  B3aUMOJEHCTBHSI  HE  MPEAIOoJIararoTcs,
MOCKOJIBKY MeTabonu3M npenapatoB u3 rpymmnsl HUOT
MPOTEKAET MyTSAMH, OTIMYHBIMM OT TaKOBBIX JJIf
adaBupeH3a, W  MaJOBEPOATHO, HYTO OHH OYIyT
KOHKYpHpPOBaTh 3a OJHH M T€ XK€ MEeTaOOIM3UpYIoIIne
(epMEHTHI U yTH BHIBEACHHUSL.

Koppexkiny 10361 HA OJTHOTO M3 JaHHBIX JICKAPCTBEHHBIX CPEICTB HE TPEOyeTCs.

HHUOT/>dasupens | B3auMopeiicTBue HE H3y4aloCh.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 18.04.2025 N= 10471

JlekapcTBeHHbIE MPeNaparhl, Buansinne Ha Ko'ﬁﬂe'}l‘rdﬁrlﬁmtifbbﬁif)‘ﬁﬁ'ﬁ"ckﬁ';b'ﬁ&'fk'e.

pa3aeseHHbIE 0
(hapmakoTepaneBTHYECKUM IpynmnamM
(n103a)

Cpennee n3MeHeHHNe 3HAYEHUI TUIOIATH 0] KPUBOI
«konneHTpamus — ppems» (AUC), MakcumManbHoOi
koHueHTpauu (Crax), MUHEMAIBLHONH KOHIEHTPAIUH
(Cmin) (%) 1 noBepUTEIbHBIE HHTEPBAJIbI, €CJIU
MPUMEHNMO (MeXaHHu3M)

[Nockomeky mpumenenue aByx HHUOT nHe oOecnednBaeT mpenMyIiecTBa C TOYKHA 3PEHUS
3¢ (heKTUBHOCTH U O€30ITaCHOCTH, OJTHOBPEMEHHOE NMPHUMEHEHHe d(aBUPEH3a U IPYTOTO CPEICTBA U3
rpynnsl HHUOT He pekomeHyercs.

ﬂekapcmeeHHble C

pedcmea npomus supyca cenamuma C

bouenpesup/>dpasupens (800 mr 3 pasza
B cyTkn/600 mr 1 pa3 B cyTkn)

AUC: & 19%*, Crax: <> 8%, Cuin: |44%.
DdaBupens:

AUC: & 20%*, Cmax: < 11%, Cmin: [12% (|24 - Tl)
(maaykius CYP3A Bnusier Ha 6onenipeup), *0 - 8 4.
OtcyrctBue 3(ddexra («>) COOTBETCTBYET YMEHBIICHHUIO
CpEJIHEro COOTHOIIEHUS He > yeM Ha 20% Wiin yBETUYEHUIO
He > 4yeM Ha 25%.

Knmnandeckas 3Ha4MMOCTh YMEHBIICHHUS KOHLIEHTpaXH OOlenpeBrpa B IIa3Me KPOBU HE yCTAHOBJICHA.

TemanpeBup/>daBupens Temamnpesup (oTHOCHTENBHO 750 Mr K849):

(1125 mr k84/600 mr 1 pa3 B CyTKH) AUC: |18% ({8 — |27), Cmax: |14% ({3 — |24), Crin: {25%
(114 —134).
Ddasupens:

AUC: [18% (|10 — |26), Crax: 24% ({15 — |32), Cnin:
110% (11 -/ 19) (uaaykuust CYP3A4).

IIpy coBMecTHOM MPUMEHEHUM TejampeBupa M 3(aBUpEeH3a PEKOMEHIYETCsl YBEIMYHUTh 03y
tenanpeBupa 10 1125 mr k8u.

Cumenpesup/>dasupens (150 mr 1 pas B
cyTkn/600 Mr 1 pa3 B CyTKH)

CumernpeBup:

AUC: |71% (167 —]74), Cmax: 151% (|46 — |56),

Chin: 191% (188 —192).

Ddasupens:

AUC: <, Cmnax: <, Cmin: < (uaykuus usodepMeHTa
CYP3A4).

OnHOBpEMEHHBIH IIPHEM CHMEINpeBUpa ¢ 3()aBUPEH30M NPHUBOAMUT K CYIIECTBEHHOMY CHIXECHHUIO
KOHIICHTPAIH CHMETIPEBHPA B TI1a3Me BelieAcTBre HHAYKIK n3opepmenta CYP3 A adasupenszom, 4to
MOJKET TPHBECTH K TIOTEpe TepaneBTHUeCKoro addekra cumenpeupa. CoBMeCTHOE NpPUMEHEHHE
cHUMeNpeBUpa U 3¢daBUpeH3a HE PEKOMEHIYETCsl.

I'paszonpeBup/3;16acBUp I'paszonpeBup:

AUC: |83%, Ciax: |87%.
DnbacBup:

AUC: |54%, Ciax: [45%.

OnHOBpEMEHHBIH IpHEM C Tpa3olpeBHPOM/3J0aCBUPOM IPOTHBONOKA3aH IIOTOMY, YTO MOXKET
MPUBECTH K TOTEPE BHPYCOJOTMYECKON aKTHBHOCTH Tpa3olpeBHpa/dn0acBUpa W3-3a 3HAYUTEIHBHOTO
CHIDKEHHMs KOHICHTpPAallMM B IUIa3M€ KPOBHM TPa3oNpeBHpa M HI0ACBHpa, BCIECACTBUE WHIYKIMH
s¢asupenzom m3opepmenta CYP3A4 wium P-gp.

Bennaracsup/codocOyBup Bennaraceup:
Bennaracsup/BokcunanpeBup/ AUC: |53%, Cmax: 147%, Cmin: |57%.
Codocoysup (1125 mr k84/600 mr 1 pa3 | CodocOyBup:
B CYTKH) Crmax: 1T 38%.
IIpeanonaraercs:
| Bokcunanpesup
I[Ipy  coBMecTHOM NpPUMEHEHHMH TEHO(OBUpPA  JU3OMPOKCHI/IMTPULUTAONHA/ApaBUpeH3a ¢

BEJNAaTacBUPOM/COGOCOYBUPOM HIIM €  BEJIaTaCBUPOM/BOKCHIAIIPEBUPOM/COPOCOYBUPOM  OBIIO
MOKa3aHo, 3HAYMTENLHOE CHIDKCHHE KOHIIEHTpAIlMKM B IUIa3Me KPOBH BeJIIaTaCBHpa BCIEJICTBHE
uHAYyKOuK 3¢puBepen3oM nzopepmenta CYP3A4, uro MoxeT IpUBECTH K MOTEPE TEParieBTUYECKOro
s¢pdexra BenmatacBupa. OKuAaeTcss aHAIOTHYHOE CHIDKCHHWE KOHLEHTpAalUMH B IIa3Me€ KpPOBHU
Bokcuianperupa. CoBMeCTHOE MpUMEHEHHe 3(haBupeH3a ¢ BeAIaTacBUPOM/coPpocOyBUPOM HIIH C
BEJNaTacBUPOM/BOKCHIANIPEBUPOM/COHOCOYBUPOM HE PEKOMEHIYETCS.

I'nexanpeBup/nuOpeHTacBUp | I'mekampeBup
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 18.04.2025 N= 10471

Rt et
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MPUMEHNMO (MeXaHHu3M)

| Ilubperraceup

OmHOBpEMEHHBIN MTpHEM TIeKanpeBUpa/MHOpeHTacBupa ¢ 3(haBUPEH30M MPHUBOANUT K CYIIECTBEHHOMY
CHIDKCHHUIO KOHIICHTPAIIMU TJIEKAIIPEBUPa/MUOPEHTACBUPA B ILIA3ME, YTO MOXKET MPUBECTH K MOTEPE
TepanepTudeckoro 3ddekra. CoBMECTHOE MPUMEHEHHE TIICKApeBUPa/ MUOPEHTACBUpA U d(paBUPCH3A
HE PEKOMEHTyeTCsl.

Anmuobuomuru
AzutpoMuIuH/3QaBupeH3 Knunnuecku 3HAYHUMOTO (hapMaKOKHHETUYECKOTO
(600 Mr B BUIE OHOKPATHOM J103b1/ B3aUMOJEUCTBUA HE BBISIBICHO.

400 mr 1 pa3 B CyTKH)

Koppeknnu 10361 H1 0JTHOTO W3 JAHHBIX JIEKAPCTBEHHBIX CPEJICTB HE TpeOyeTcs.

Knapurpomunun/sdpasupens Knapurpomunus:

(500 mr k 129/ 400 mr 1 pa3 B cyTKH) AUC: [39% ({30 —]46), Cmax: [26% ({15 — |35).
14-runpoKcuMeTaboNIHuT KIapUTPOMHUIIMHA!

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

AUC: &, Cmax: 111% (13 —119) (uanykuust CYP3A4).
Koxxnast ceinb HaOmonanach y 46% HenHOUIHPOBAHHBIX
JIOOPOBOJIBLIEB, OTHOBPEMEHHO TPUHUMABIINX d(aBUPEH3 U
KJIAPUTPOMHIIVH.

Knuandeckas 3HaAYMMOCTh HM3MEHEHHH KOHLEHTpPAlMW KIAPUTPOMHMLMHA B IJla3ME€ KPOBU HE
yCTaHOBJIEHA. BMECTO KIapuUTpPOMHIIMHA CIEIyeT PacCMOTPETh BO3MOXKHOCTh MPHUMEHEHHs JIPYroro
aHTUOMOTHKA, HaITpUMep, asutpomulinHa. Koppekuun 10361 d¢daBupeH3a He TpedyeTcsl.

Hpyrue antOnotwkm w3 Tpynmsl | B3anmopeiicTBue He H3y4aloch.
MaKpOIHIOB (Hammpumep,
SpUTPOMHUITHH)/ 3aBUpeH3

OTCYTCTBYIOT JAaHHBbIC, ITO3BOJIAIOIINEC pa3pa60TaTb PEKOMCHAAIIMH 10 PEKUMY NO3HUPOBAHM.

Ilpomusomybepkynesnvle 1ekapcmeeHHble CPeocmea

Pudabyrun/>dpasupens Pucabyrun:
(300 mr 1 pa3 B cytkn/600 mr 1 pa3 B AUC: |38% (128 —147), Cmax: {32% (} 15— [46), Cmin: 145%
CyTKH) (131 —]56).
OaBupens:
AUC: &, Cmax: <>, Cmin: [12% ({24 — 11) (uHDyKUMS
CYP3A4).

Cytounas no3a pudadyTuHa A0KHA OBITH yBenmdeHa Ha 50%, eciu TuraHupyeTcsl OJHOBPEMEHHOE
npuMeHeHne ¢ ddaBupeHzoMm. Cremyer TakkKe pacCMOTPETh IEIeCO00pPa3sHOCTh YABOCHHUS 03B
pudabytuHa npu npuMeHeHnH pudadyTrHa 2 WK 3 pa3za B HEACTIO B KOMOWHAINHU C 3(aBUPEH30M.
Knunundeckuii 3pdexr Takod KOppeKIuH J03bl He u3yueH. [Ipu KOPPEKIUH J03bl TaKkKe CIeAyeT
YUYHUTBIBATh HHIMBUIYAIbHYIO IEPEHOCHMOCTh M BUPYCOJIOTHUECKHI OTBET (CM. pasen 5.2.).

Pudpammuun/sdpaBupens OaBupens:
(600 mr 1 pa3 B cytkn/600 mr 1 paz B | AUC: [26% ([15 — |36), Cmax: 120% ({11 — [28), Cmin:
CYTKH) 132% (|15 — |46) (uanykius CYP3A4 u CYP2B6).

Ecnu ahaBupen3 nmpuMeHseTcs 0JTHOBPEMEHHO ¢ pUGaMITHIIMHOM Y MAIUEHTOB ¢ Maccoi Tena 50 Kr u
Oonee, CyTOUHYIO 03y ddaBupeH3a cienyeT yBeanauTh 10 800 Mr, 9TOOBI 00€CTIeUnTh KCIO3HUITHIO,
CXOIHYIO C TaKOBOW MpH NMpHMEHEeHUH >(haBUPEH3a B CyTO4YHOW Jj03e 600 Mr 0e3 pubamMmuiuHa.
Kimuanaeckuii apdexr Takol koppekiuu 03kl He u3ydeH. [Ipu KOppeKIuu J03bI TakkKe CIeayeT
YUUTHIBATh WHAWBUYAIBHYIO TEPEHOCHUMOCTh M BHPYCOJOTHUECKHH OTBeT (CM. pasaen 5.2.).
Koppexkiuu 10361 pudamnuiria He Tpedyercs.

Ilpomueozpubkosuie nexapcmeennsle cpeocmea

Utpakonazon/>dasupens Utpakonasour:

(200 mr k1249/600 mr 1 pa3 B CyTKH) AUC: [39% ({21 — [53), Cmax: 37% (120 — [51), Chin:
144% (127 — |58) (cHmwkeHue KOHIEHTpAIMi BCIEICTBUE
naayknun CYP3A4).
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I'mapokcuuTpakoHazon:

AUC: [37% ({14 — |55), Cmax: 135% ({12 — [52), Chin:
143% (118 — | 60).

DdaBupens:

HE BBIABIICHO KIIMHNYECKH 3HAYMMbIX U3MEHEHH.

ITockonbKy HeNb3s BBIPAOOTATh PEKOMEHIAIMH IO PEKUMY TO3MPOBAHHS HTPAKOHA30J1a, CIIEAYET
paccMoTpeTh BO3MOXKHOCTh TNPHMEHEHHS aNbTEPHATHBHBIX MPOTHBOIPHOKOBBIX JEKAPCTBEHHBIX
CpPEJICTB.

[To3akonazon/3aBupen3 [Tozakonazo:
(/400 mr 1 pa3 B cyTKH) AUC:  |[50%, Cmax  |45%  (uenykmus Y] O-
TJIFOKYPOHHUPOBAHUSA).

Crnenyer wu3beratb OIHOBPEMEHHOTO NPHUMEHEHHsS I03aKOHa30ia W 3(aBUPEH3a, €CJIU TOJIBKO
oKpJlaeMas oJb3a JUIs MAalMeHTa He IPEBBIIIAET BOBMOKHBIN PHUCK.

Bopukonazon/adasupen3 Bopukonazour:
(200 Mr 2 paza B cytku /400 mr 1 paz B | AUC: |77%, Cmax: 161%.
CYTKH) Ddasupens:

AUC: 144%, Crax: 138%.
Bopukonazon/adasupen3 Bopukonazour:
(400 mr 2 pasza B cytkn/300 Mr 1 paz B | AUC: | 7% (123 — 113)*, Cmax: 123% (|1 — 153)*.
CYTKH) Ddasupens:

AUC: 117% (16 — 129)**, Crnax: <>**.

* 1o cpaBHeHMIO ¢ 200 Mr 2 pa3a B CyTKH [IPU IPUMEHEHUH
B MOHOTEpAIINH;

** o cpasHenuro ¢ 600 mMr 1 pa3 B cyTKH Npy IPUMEHEHUH
B MOHOTEpanuu (KOHKYpeHTHOe WHTHOMpOBaHHE
OKHCITUTEIIBHOT'O0 METa00IN3Ma).

Ilpy oOXHOBpEMEHHOM TpPUMEHEHHH d(haBUpeH3a C BOPHKOHA30JOM TOJAJCPKHUBAIOIIAS 1032
BOPHMKOHA30J1a JIOJDKHA ObITh yBeauueHa 10 400 mr 2 pa3a B CyTKH, a J103a 3(aBupen3a camxena 10 300
Mmr 1 pa3 B cytku. Ecim npuMeHeHne BopuKoHa3oia OyieT mpeKpaiieHo, To 1o03a 3(aBupensa J0mKHa
OBITh BOCCTAHORBJICHA JIO HAYAJILHOU.

®nykonazon/s¢paBupeHs3 Kimanyeckn 3Ha4MMOro B3auMO/ICHCTBYSI HE BBISBIICHO.
(200 mr 1 pa3 B cytkn/400 mr 1 pa3 B
CYTKH)

KOppeKI_II/IPI JA03bl HU OAHOI'O M3 JAHHBIX JICKAPCTBCHHLIX CPCACTB HC Tpe6yeTc;1.

Kerokonazon wu npyrume npotuso- | B3aummogeiicTBHe HE H3ydaloCh.
IpUOKOBBIE CpEJICTBA — TPOU3BOJHBIC
MMHKJa3051a

OTcyTCTByIOT JAaHHBIC, ITO3BOJIATOIIHNC pa3pa60TaTL PEKOMCHJAAIINH 10 PECIKUMY NO3HUPOBAHMUS.

MPOTUBOMAJISIPUMHBIE JIEKAPCTBEHHBIE CPEJICTBA

AToBaxoH/mporyanui/3¢aBupeHs ATOBaxoH:
(250 mr/100 mr ogrokpatHas 103a/600 | AUC: |75% (162 — |84), Cmax: |44% (20 — |61).
Mmr 1 pa3 B CyTKH) [Iporyanun:

AUC: [43% (17 — |65), Cona. <.

ITo BO3MOXHOCTH cleayeT u30eraTb OJIHOBPEMEHHOTO IPUMEHEHMS AaTOBaXOHA/TIPOTyaHHIa C
3(haBUPEH30M.

Aptemertep/mymedaHTpuH/3haBUpeH3 Aptemerep:

(20 wmr/120 wmr, 6 mnpuemoB 1o 4 | AUC: |51%, Cmax: |21%.
TabneTku B Teuenue 3 nueit/600 mr 1 pa3 | JuruapoapTreMU3uHUH:

B CYTKH) AUC: |46%, Cmax: |38%.
JlymedanTtpun:

AUC: |21%, Crax: <.
O¢aBupens:
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(n032) KoHueHTpauuu (Cmax), MUHHMAJIbHO# KOHIEHTPAIIMH

(Cmin) (%) v noBepUTEIbLHbIE HHTEPBAJIBI, €CJIH
MPUMEHNMO (MeXaHHu3M)

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

Bo3M0OXHO CHIKEHHE aHTUMAISIpUHHOTO 3 dekTa BeiiecTBUE CHUKECHUST KOHIICHTPALMHU apTeMeTepa,
JUTUPOAPTEMU3NHIHA WK JTyMe(daHTpUHA MPU COBMECTHOM NMpUMEHEeHUHU ¢ ddaBupenzoM. Crenyer
COOJIFO/IaTh OCTOPOXKHOCTh TIPM COBMECTHOM TNIPUMEHEHHM Tpernapara JdaBupeH3-DaBaHCI C
apTeMeTepoM/ITyMmepaHTPHHOM.

AHTAIIMJHBIE JIEKAPCTBEHHBIE CPEJACTBA

AHTauAbl, conepXaimye amoMHHUS | Kak aHTauuapl, copepskallue aTlOMUHUS THAPOKCH] WIH
THUAPOKCH]IT — MarHusi THIPOKCHI — | MarHWs THAPOKCHI, Tak W (aMOTHUAWH HE OKa3bIBAIOT
CUMETHUKOH/2(haBHpEH3 HEOIaronpusATHOTO BIUSHUS Ha BCachIBaHUE d(aBUPEH3A.
(30 mn onHOkpaTHas m03a/400 wmr
OJIHOKpaTHAas J103a)
damotuanH/>haBUpeH3

(40 mr — omHokpartHas 103a/400 mMr —
OJIHOKpaTHAas J03a)

ManoBeposiTHO, 4TO MPH MPUMEHEHUH 3(PaBUPEH3a C JIEKAPCTBEHHBIMH CPEJICTBAMH, KOTOPBIE BIHSIOT
Ha pH Xeny104HOT0 CONepKUMOT0, H3MEHUTCS BCAChIBAEMOCTb A()aBHPEH3A.

AHKCHOJIMTUKHU

Jlopazenam/3¢daBupens Jlopazenawm:

(2 mr ogrokpaTHas 103a/600 mr 1 paz B | AUC: 17% (11 — 114), Crmax: 116% (12 — 132).

CYTKH) OTH W3MCHEHHSI HE pACIHCHHUBAIOTCS KaK KIMHUYCCKH
3HaA4YHUMBIC.

Koppekiuu 10361 HA 0JTHOTO W3 JaHHBIX JICKAPCTBEHHBIX CPEIICTB HE TpeOyeTcsl.

AHTUKOAT'YJISIHTBI

Bapdapun/shaBupen3 BzanmogeiictBue He  W3y4yasioch. BO3MOXHO,  Kak

AneHokyMapos/3daBupen3 YBEJIIMYCHHE, TaK W  yMCHBIICHHE  KOHIICHTPAI[UK
BapdapuHa/aleHOKyMapoJia B IIa3Me KPOBHU TOJT BIUSHUEM
adaBupeHsa.

MoxeT noTpeboBaThcsl KOPPEKLHs 10361 BapaprHa/alleHOKyMapoJia.

MHNPOTUBOCYAOPOKHBIE JEKAPCTBEHHBIE CPEJACTBA

Kap6amazenun/a¢haBupen3 Kapb6amazenuH:
(400 mr 1 pa3 B cytkn/600 mr 1 pa3 B | AUC: [27% (120 — |33), Cmax: $20% ({15 — [24), Cmin:
CYTKH) 135% (124 — |44).
Ddasupens:
AUC: [36% (132 — ]40), Cmax: {21% ({15 — |26), Cmin:
147% (|41 — |53) (cHWKeHHWE  KOHIICHTpaIui
kapOamaszenuHa BCJIEACTBUE WHAYKIMUA H30(QepMeHTa
CYP3A4; CHUKEHUE KOHIIEHTpalUi a¢aBUpeH3a

BciencTeue nHIykinn nopepmenta CYP3A4 u CYP2BO6).
PaBaoBecHbie 3HaueHHsT AUC, Cpax # Cpin aKTHBHOTO
MeTabonuTa kKapbamasenrHa SMOKCH 1A HE U3MEHSIOTCS.
BzaunmogeiicTBre npu 0JJHOBPEMEHHOM IpUMEHEHUH OoJiee
BBICOKMX /103 J¢aBuUpeH3a WM KapOama3enuHa He
M3y9aJIOCh.

OTCyTCTBYIOT [aHHBIE, HA OCHOBAaHMHM KOTOPBIX MOXKHO pPa3paboTaTh PEKOMEHIAIMH IO PEXHUMY
nosupoBanus. ClieyeT paccMOTpeTh BO3MOXKHOCTh HPUMEHEHHUS JPYroro MPOTHBOCYIOPOKHOTO
JIEKapCTBEHHOTO CPENCTBA. PEeKOMEHayeTCsl MPOBOAMTH MEPUOJMYECKUIT MOHUTOPUHT KOHICHTPAIMU
KkapOama3zenuHa B I1a3Me KPOBH.

®dennronn, (enodapoutan u apyrue | BzammopeiictBue He — m3ydasoch.  B03MOXHO,  Kak
MIPOTUBOCYAOPOKHBIE  JICKAPCTBEHHBIC | YMEHBIICHHUE, TAK U yBEJIMUCHNE KOHLIEHTpauii )eHUTOrHA,
cpeAcTBa, sBIstomMecs cyOctparamu | penobapOurana U JpYyrux MIPOTHBOCYIOPOKHBIX
nzodepmenros CYP450 JIEKAPCTBEHHBIX  CPEJICTB, SIBILSIIOMIMXCSl  cyOcTpaTramu
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mopepmenroB  CYP450, ecmu 3T mpemapaTs
MIPUMEHSIFOTCSI OJJHOBPEMEHHO € 3()aBUPEH30M.

Ecnu a¢aBupeHs npuMeHseTcs: OJHOBPEMEHHO C MMPOTUBOCYAOPOXKHBIMU TperapaTaMH, sBISIONMMHCS
cyoctpatamu m3odepmerToB CYP450, HE0OXOIMMO OCYIIECTBISTH MEPHOAMYSCKUN MOHUTOPHHT
KOHIICHTPAIMI IPOTUBOCYIOPOXKHBIX MPEMApPaToB B KPOBH.

BamsmpoeBast kucnora/adasupen3 (250 | Knuandeckn 3Ha4mMMOro BIHSHUS Ha (DapMaKOKWHETHKY
Mr 2 paza B cyTkn/600 mr 1 pa3 B cyTku) | odaBupeHza He BblABIeHO. OrpaHHYcHHBIC JIaHHBIC
MOKA3bIBAIOT, YTO KJIMHUYECKH 3HAYMMOE BIMSIHHE Ha
(hapMaKOKMHETHKY BaJIbIPOEBOM KUCIOTHI OTCYTCTBYET.

Koppekuuu no3st 3daBupensa He TpeOyercs. [alueHThl JOMKHBI HAXOAUTHLCS O] HAOMIOACHUEM IS
KOHTPOJIS CyTOPOXKHBIX ITPUIIAIKOB.

Burabarpun/adasupens BianmogeiictBue He u3ydanoch. KIMHHYECKH 3HaUYUMBIC
l'abanenTun/>haBupen3 B3aMMOJICHCTBUS MaJIOBEPOATHBI TIOCKOJIBKY BUTa0aTpHH H
Fa6aHCHTI/IH BBIBOIATCA  HCKIOYUTCIIBHO IIOYKaMHM B
HCU3MCHCHHOM BUAC W BpAJ JIU 6Y)Z[YT KOHKYpHUPOBATh C
MeTabOoMM3UPYIOIUMA (EPMEHTAMU U MYTSAMH BBIBEICHHUS

adaBUpeH3a.
Koppekumu 10361 HE OJTHOTO M3 JAHHBIX JICKAPCTBEHHBIX CPEICTB HE TpeOyeTcsl.
AHTUJAEINPECCAHTBI
CenekmuegHvle UH2UOUMOPBL OOPAMHO20 3AX6AMA CEPOMOHUNA
Ceptpanun/>¢haBupen3 CeptpanuH:
(50 mr 1 pa3 B cytkn/600 mr 1 pa3 B | AUC: [39% (27 — [50), Cmax: 129% ({15 — [40), Chin:
CYTKH) 146% (131 — |58).
Ddasupens:
AUC: &, Chax: 111% (16 — 116), Chin: <> (MHIYKIHH
CYP3A4).

VYBenuueHue 103bl CepTpalrvHa JOKHO HPOBOAUTHECS C YUYETOM KIMHHYECKOro orBera. Koppekmun
J103bI D(paBUpPEH3a He TpedyeTcs

[Mapoxcernun/aaBupens Knunnueckn 3HaYMMOT'0 (hapMaKOKHHETHYECKOTO
(20 mr 1 pa3 B cytkn/600 Mr 1 pa3 B | B3auMO/ICHCTBUSI HE BBISBICHO.

CYTKH)

Koppexkumu 10361 HM OJTHOTO M3 JaHHBIX JICKAPCTBEHHBIX CPEACTB HE TpedyeTcs.
diryokceTrnn/>(aBupeHs B3aumoneiictBue  He  u3ywanochb. Ilockonbky g

(GIIyoKCeTHMHAa XapaKTepeH TOT K€ MEeTa0OoIMUYeCKUi
npod Tk, 4TO U JIJIsI TAPOKCETHHA, TO €CTh [T.€.] OH ABJIETCS
MotHbiM uHrHOUTOpoM CYP2D6, MOXHO O0XHIaTh, YTO
(GIIyoKCeTHMH Takke He OyJIeT B3auMOJCHCTBOBATh C
3 aBUPEH30M.

KOppeKI_II/IPI JA03bl HU OAHOI'O M3 JAHHBIX JICKAPCTBCHHLIX CPCACTB HC Tpe6yeTc;1.

CenexmugHbie uHZUOUMOPDBL 0OPAMHO20 3AX6AMA KAMEXOIAMUHOB
(nopadpenanuna, donamuna)

Bynpomnuon/>dasupens Bynponmon:

(150 MT OJTHOKpAaTHas mo3a | AUC: [55% (148 — [62), Cmax: [34% (121 — |47).
(nponmonrupoBanHoro nedctus)/ 600 | ['MaApOKCHOYIIPOIHOH:

Mmr 1 pa3 B CyTKH) AUC: &, Cmax: 150% (120 — 180) (nunykiuu CYP2B6).

YBenuueHue 10361 OyMPOIMOHA JOJDKHO IPOBOIUTHCS C YI€TOM KIIMHIUYECKOTO OTBETa, OJHAKO J103a HEe
JIOJDKHA MPEBBINIATh MAKCUMAIILHO PeKOMEHayeMyto 103y. Koppekimu 10361 a3daBupen3a He TpedyeTcs.

BJIOKATOPBI H;-T'NCTAMMWHOBBIX PEHEIITOPOB

Lertupusun/>dhaBupeHs Herupusun:
(10 mr onnokpatnas 103a/600 mr 1 paz B | AUC: <, Crax: [24% ({18 — |30).
CYTKH)
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JlaHHbIC M3MEHEHHUsSI HE PACICHUBAIOTCS KaK KIMHUYCCKH
3HAYUMBIE.

Odasupens:

KJIMHUYECKH 3HAYMMOTO B3aUMOJICHCTBUSI HE BBISBIICHO.

Koppekunu 10361 HE 0JTHOTO W3 JAHHBIX JIEKAPCTBEHHBIX CPEJICTB HE TpeOyeTcsl.

CEPJEYHO-COCYJUCTBIE IIPEITAPATBI

BJIOKamopbl «MEOJICHHBLX) Ka/lbYueevlx Kanailoe

Huntuazem/>3daBupeHs Huntnazem:
(240 mr 1 pa3 B cytkn/600 mr 1 pa3 B | AUC: [69% (|55 — |79), Cmax: [60% ({50 — |68), Crin:
CYTKH) 163% (144 — |75).

Jeanerunaunruazem:

AUC: [75% (|59 — [84), Crmax: [64% (|57 — 169), Cnin:
162% (144 — |75).

N-MOHOIEMETHIIIMITAA3ZEM:

AUC: |37% (17 = |52), Cmax: 128% (17 — |44), Cnin: |37%

(17 - [52).

Ddasupens:

AUC: 111% (15 — 118), Cmax: 116% (16 — 126), Crmin: 113%
(11 -126),

(mamyxmus CYP3A4).

VBeanuenue (hapMaKOKHMHETUYECKHUX napaMeTpoB

adaBupeH3a He ObLTO PACIIEHEHO KaK KIIMHUYECKH 3HAYNMOE.

Bompoc 0 He00X0ANMOCTH KOPPEKLIUH A03bI TUITHA3EMA PEILACTCS C YYSTOM KIMHUYECKOT0 OTBETa (CM.
MHCTPYKIUIO TI0 MEIUIUHCKOMY INPHUMEHEHHIO ImiThaseMa). Koppekuuu 103bl d(daBupeH3a He
TpeOyeTcsl.

Bepanamun, denogunua, HubequnuH u | Blaumogeiicteue He m3ywanmock. Ecim  adasupens
HHUKapIUIIH NPUMEHSETCS] OTHOBPEMEHHO C KaKUM-JIN0O TIperapaToM U3
TpyIIibl 6HOKaTOpOB CMCJICHHBIX» KaJIbIIUCBBIX KaHAaJIOB,
KOTOpbIe sBIsIIOTCS cyOcTpatamu uzodepmenta CYP3A4,
BO3MOJKHO CHIDKCHHE KOHLCHTPAIlMU 3TOro OJIoOKaTtopa B
1a3Me KpOBH.

Bormpoc 0 He00X0AMMOCTH KOPPEKIIUH 103 OJIOKATOPOB «MEJIICHHBIX)» KAJIbIIMEBBIX KAHAJIOB PEIacTCs
C yYETOM KJIMHUYECKOTO OTBeTa (CM. WHCTPYKIMH TI0 MEIUIIMHCKOMY TPUMEHEHHIO OJIOKaTOpOB
«MEJICHHBIX» KaJBITUCBBIX KAHAJIOB).

I'NMIIOJUITNIAEMAUYECKUE JIEKAPCTBEHHBIE CPEJICTBA

Huzubumopvr I'MI-KoA-pedyxkmasut

ATopBacTaTHH/3(aBUpEH3 ATopBacTaTHH:
(10 mr 1 pa3 B cytkn/600 mr 1 pa3 B | AUC: [43% (34 — |50), Cmax: 12% (|1 — |26).
CYTKH) 2-THIPOKCHATOPBACTATHH:

AUC: [35% ({13 — |40), Cmax: {13% (10— |23).
4-rupoKCHaTOPBACTATHH:

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

O6mas aktuBHOCTH UHTHOUTOPOB I MI'-K0oA-penykrasbr:
AUC: |34% (|21 — |41), Cmax: 120% (]2 — |26).

CrnenyeT OCYIIECTBIATh MEPUOAMYSCKUIT MOHUTOPUHT KOHIIEHTPAIIMK XOJIECTepUHA B KpoBH. MoOXeT
MoTpeOOBaThCSI KOPPEKIHSL JI03bI aTOPBACTAaTHHA (CM. HHCTPYKIIMIO 10 MEJUIIMHCKOMY MPHUMEHEHHIO
aTtopBactratnna). Koppexnmu 10361 3haBupeH3a He TpeOyeTcsl.

[MpaBacrarun/>¢haBupeH3 [IpaBacraTu:
(40 mr 1 pa3 B cytkn/600 mr 1 pa3 B | AUC: |40% (126 — [57), Cmax: | 18% ({59 — 112).
CYTKH)

17



ot 18.04.2025 N= 10471

JlekapcTBeHHBIEe Ipenaparsl,
paszeieHHbIe 110
(hapmaxoTepaneBTHYECKHM Irpynnam
(n103a)

Bausinue na Kolﬁﬂe'il‘fﬂﬁdﬁﬁ%"bbﬁﬂf)‘ﬁm‘ﬂ:'chfhbiﬁ:&hcwe.

COOTBETCTBYET ZKCNEPTHOMY OTUETY

Cpennee n3MeHeHHNe 3HAYEHUI TUIOIATH 0] KPUBOI
«konneHTpamus — ppems» (AUC), MakcumManbHoOi
koHueHTpauu (Crax), MUHEMAIBLHONH KOHIEHTPAIUH
(Cmin) (%) 1 noBepUTEIbHBIE HHTEPBAJIbI, €CJIU
MPUMEHNMO (MeXaHHu3M)

CrnemyeT OCYyIIECTBIATH MEPHOAMYECKUI MOHUTOPUHT KOHIIEHTPAIMH XOJIECTepUHa B KpOBH. MOXKeT
MOTpeOOBaTHCS KOPPEKIHA 03B MpaBacTaTHHA (CM. MHCTPYKIHIO 1O METUIIMHCKOMY MPUMEHEHUIO
npaBactatuHa). Koppekiuu 10361 aaBupeH3a He TpedyeTcs.

CumBacraTus/3QaBupeHs
(40 mr 1 pa3 B cytkn/600 mr 1 pa3 B
CYTKH)

CumBacTaTuH:

AUC: |69% ({62 — |73), Cmax: {76% (163 —]79).
CHUMBacTaTHUH KUCIIOTA:

AUC: [58% (139 — ]68), Cmax: {51% ({32 — |58).

O6mas aktuBHOCTH UHTHONTOPOB I MI'-K0oA-penykrasbr:
AUC: [60% (52— |68), Cmax: 162% (|55 — | 78) (mHIYKIHS

CYP3A4).
I[Ipy  omHOBpEeMEHHOM TpPHMEHEHHH J(aBHpeH3a C
aTOpPBACTAaTHHOM, TIPAaBAaCTaTHHOM WM CHMBACTaTHHOM

3HaueHUs] AUC 11 Ciax 2paBUpeH3a He N3MEHSIOTCS.

Crenyer oCylIecTBIATh NEPUOAMYECKU MOHUTOPUHT KOHIIGHTPAIMH XOJIeCTEpHHA B KpOBU. MoOXKeT
noTpeOOBaThCs KOPPEKLHs 036 CUMBACTAaTHHA (CM. HHCTPYKIHIO 110 MEIUINHCKOMY HPHUMEHEHHUIO
cumBactarrHa). Koppekiun 1o3s1 adaBupeHsa He TpedyeTcs.

Po3syBacrarun/>¢aBupens

B3aumoneiicTBrue HE n3ydaniock. Po3yBacTaTiH BBIBOJIUTCS B
OCHOBHOM B HEH3MEHEHHOM BHJE uepe3 KeTyI0uyHO-
KHUILIEYHBIM TPAKT C >KEYbIO, O3TOMY B3aUMOJCUCTBHE C
3(aBUPECH30M HE OXKHJIACTCSL.

Koppekiuu 10361 HA 0JTHOTO W3 JaHHBIX JICKAPCTBEHHBIX CPEIICTB HE TpeOyeTcsl.

I'OPMOHAJIBHBIE KOHTPALEIITHUBBI

s mepopaibHOr0 IPUMEHEHHS:
DTUHWIdCTPAANON +  HOprecTUMart/
a¢aBupen3 (0,035 mr + 0,25 mr 1 pa3 B
cytkn/ 600 mMr 1 pa3 B CyTKH)

OTHUHUIACTPATUOIL:

AUC: &, Ciax: <>, Crin: [8% (114 — |25).
HopanrecTpoMuH (aKTHBHBIH METa0ONHNT):

AUC: [64% (162 — [67), Crmax: 146% (139 — [52), Chin:
182% (179 — |85).

JleBoHOprecTpen (aKTUBHBIN META0OIHT):

AUC: [83% ({79 — [87), Cmax: 180% (|77 — [83), Chin:
186% (180 — |90) (maaykust MeTaboIu3Ma).

Ddasupens:

KIMHAYECKA 3HAYUMOTO B3aMMOJICHCTBHS HE  BBISBICHO.
Kimanyeckast 3Ha4MMOCTb 3THX 9 (EKTOB HEU3BECTHA.

B jmomosHeHHE K TOPMOHAIBHBIM KOHTPAICNTHBAM JIOJDKEH HCIIOIb30BAThCS HAJCKHBIH METOJ
OapbepHO# KoHTpateniwn (cM. paszaern 4.6.).

IIpoaoHIMPOBAHHOrO AEHCTBHS s
BHYTPHUMBIIIEYHOI'O BBEICHHUS:
Jleno-MeIpOKCUTIPOreCTEpOHa  aleTaT
(AMITA)/adpaBupens (150 mr AMIIA
B/M OJTHOKPATHO)

B Teuenme 3 MecsameB HcCiIeqOBaHUS HE OBLIO BBISIBIEHO
3HAYUMBIX Pa3IMYUil B OTHOIICHHH (PapMaKOKHHETHUECKUX
napameTpoB MEIPOKCUIIPOrecTepoHa MEXKIY
noOpoBosnbliaMu, nonydasiuMu APBT, ¢ adaBupeHsom, u
nmoOpoBosbliaMu, KoTopbele He noydann APBT. Bo Bropom
WCCJICIOBAHUN OBUIH MOJIYYEHBI CXOIHBIC PE3YIbTATHI, XOTS
KOHIICHTPAIIMH MEAPOKCHUIIPOTECTEPOHA B INIA3ME€ KPOBH
pasnTuyauch B O0MIBIIICH cTeneHn. B 000X UCCIemOBaHUAX
KOHLIGHTpallud TMpOrecTepoHa B IUIa3ME€ KPOBH Yy
J00OpOBOJIBLIEB, MPUHUMABIIMX 3¢aBUpeHs + jerno-
MEJIPOKCHUIIPOTECTEPOHA arleTaT, OCTABAINCH HU3KHMH, YTO
COOTBETCTBOBAJIO MOJABJICHUIO OBYJISLIUU.

B nononHeHMe K TOPMOHAJIBHBIM KOHTpALCNTUBAM JIOJDKEH WCIIOJIb30BAThCS HAICKHBIA METOX
OapbepHO# KoHTpareniwn (cM. paszaen 4.6.).

mmianrar:
ATOHOTECTpEN/3PaBUpeH3

B3aumoneiictBue He  M3ydanocb. MOXKHO  OXHWJATh
CHIDKEHHMS  JKCIIO3UIMKM  3TOHOrecTpena  (MHIYKLHUS
CYP3A4). B moctpeructpaiioHHbII eproa HaOIIOACHUS
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Rt et
JlekapcTBeHHbIE MPeNaparhl, Buansinne Ha Ko'ﬁﬂe'}'rrdﬁrlﬁmtl'fbbﬁif)‘ﬁﬁ'ﬁ"ckﬁ';b'ﬁ&'fk'e.
pasjiejieHHbIE 110 CpenHee n3MeHeHHEe 3HAYEHU I TUIOMIAH MO KPHBOW

(papMaKoTepaneBTHYECKHM rPyNnam «koHueHTpaunusi — Bpemsn» (AUC), MakcuMaIbHO#
(n032) KoHueHTpauuu (Cmax), MUHHMAJIbHO# KOHIEHTPAIIMH

(Cmin) (%) 1 noBepUTEIbHBIE HHTEPBAJIbI, €CJIU
MPUMEHNMO (MeXaHHu3M)
OBLTM TIOMYYEeHBI OTJENbHBIE COOOIMIEHHS 00 OTCYTCTBHHU
KOHTpPAIlCITHBHOTO ahdexra pu MIPUMEHEHIH
STOHOTeCTpeNa Yy NallueHTOK, MPUHUMABIINX 3(aBUPEH3.
B nomonHeHwe K TOPMOHABHBIM KOHTpaLENTHBAaM MIOJDKEH HCIOJIb30BAThCS HAACKHBIA METO.
OaprepHOil KoHTparenuu (cM. paszen 4.6.).

UMMYHOJIEINPECCAHTBI
HNMMyHOAEpeccanThI, KOoTophie | B3auMonelicTBue He W3ydanoch. MOXHO — OXHJIATh
METa0OIM3UPYIOTCS U30()EPMEHTOM | CHW)KCHUS DKCHO3UIIMM WUMMYHOJCIpeccanTa (MHAYKIUS
CYP3A4 (mampumep, umkioctoput, | CYP3A4). MajoBeposTHO, 9TO yKazaHHBIC

TaKpOJIMMYC, CHPOIUMYC) / 3paBUpeH3 | IMMYHOJENPECCaHThl OyayT OKa3blBaTh BIHMSHAE Ha
HKCHO3UIMIO d(haBUpEH3a.

Moxer noTpeboBaTbcs KOPPEKLMsl [O3bI HMMYyHOZENpeccaHTa. PeKoMeHIyeTcs OCyLIeCTBIATh
TIIATEJIbHBI MOHUTOPUHI KOHLIEHTPaUii IMMYHOIEIIPECCAHTa B KPOBU B TEUCHHE HE MeHee 2 Helemb
(o ycraHOBIEHUs CTaOMJIBHBIX KOHIEHTPALMi) ¢ MOMEHTa Hadana Teparnud 3(QaBHPEH30M WU C
MOMEHTa €€ OTMEHBI.

OIIMOHU bl
Mertanon/>dasupeH3 MertanoH:
(crabwibHas mnomaepxuBaromas no03a, | AUC: |[52% (133 — [ 66), Cmax: |45% ({25 — |59) (unayxuus
35-100 mr 1 pa3 B cytkn/600 mr 1 pa3 B | CYP3A4).
CYTKH) B wuccnemoBanmm ¢ ydactuem BUY-uHpuUIMpOBaHHBIX
MallMeHTOB, KOTOpbIE BBOIWIM ce0c HApKOTHYECKHE
CpeIcTBa BHYTPHBEHHO, YCTAaHOBJICHO, YTO OJIHOBPEMEHHOE
NpUMEHEeHne »d(aBHpeH3a W MeTaJoHa MPHUBOIWIO K
CHIDKEHHIO KOHIIGHTPALMH METAJ0HA B IIa3Me KPOBH H K
MOSIBJICHUIO ~ CHMIITOMOB ~ OTMEHBI ~ OMHAaToB.  YTOOBI
YMEHBIIUTh BBIPAKCHHOCTh CHMIITOMOB OTMEHBI, 03y
METaJJOHA YBEJIUYHMBAJIN B cpeiHEM Ha 22%.
[IpoTHBOTIOKa3aH OAHOBPEMEHHBIN TIpUEM d(PaBUPEH3a U META/I0OHA U3-3a PUCKA Y/UIMHEHHS] HHTEpBaa
QTc.
Bynpenopdun/nanokcon/>pasupens Bynpenopdumn:
AUC: |50%.
HopOynpenopdun:
AUC: |[71%.
OaBupens:
KITMHAYECKU 3HAYUMOTO (hapMaKOKHHETHYECKOTO
B3aWMO/ICHCTBUSI HE BBISIBICHO.
HecMmoTpst Ha CHIKEHHME DKCIIO3MIMM OynpeHopduHa, CIydaeB NPOSBICHUS CHMITOMOB OTMEHBI y
MalMeHTOB He HalOmronanock. He Tpedyercss KOppeKuy 10361 HU OJJHOTO M3 JIGKaPCTBEHHBIX CPEICTB
P OJIHOBPEMEHHOM Ha3Ha4YeHUHU OynpeHopdurHa u dhaBUpeH3a.
a — 90% noBepuUTEIHHBIC HHTEPBAJIBI, €CITM HE YKa3aHO JIPYTOE;
b — 95% noBepuTeIBbHBIC HHTEPBAIIBL;
YO — ypuaunaudocdar;
I'MTI'-KoA-penykTaza — 3-THIAPOKCU-3-METHIITTYy TAPHII-KOIH3UM-A-peIyKTasa.

eTH
HccenenoBanus B3aMMOIEHCTBHS IPOBOJWIMCH TOJIBKO Y B3POCIIBIX.

4.6. ®epTHIBHOCTD, 0€PEeMEHHOCTD H JAKTALUSA

}KGHHII/IHI)I C ACTOPOAHBIM ITOTCHIIMAJIOM

[Tpu nedenun s¢aBUpeH3OM cieayeT u30eraTb HacTyluleHUs OepemeHHOCTH. Heobxomumo
HCII0JIB30BAaTh HAJACKHBIC METO/bI 6apbepH0ﬁ KOHTpaluCluuu B COUYCTAaHUHU C APYTUMU METOAaMU
(B TOM YHCIIE TEPOpANTEHBIE HITH IPYTUe TOPMOHATIbHBIE KOHTpaenTUBbI). [I0CKOIbKY 3(haBUpeH3
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KOHTpAIICTIIIUN Ha MPOTsDKEHUH 12 Hepemnb mocie npekpaeHus edeHus 3¢asupenzoM. [lepen
HAYaJIOM JIeueHUs 3(haBUPEH30M KEHIIIUHBI, CIOCOOHBIE K IETOPOKACHHIO, TOIKHEI TPOUTH TECT
Ha OEPEeMEHHOCTb.

bepemeHHOCTD
DdaBupeH3 He ClIeyeT MPUMEHATh BO BpeMsi OEpEMEHHOCTH, 3a UCKIIOUEHHUEM CITy4aeB, KOT/a

NOTEHIMATIbHAS TOJb3a JUII MaTepH IMPEBHIIIACT BO3MOXKHBIA PUCK JJIS IJI0OJA U HET JAPYIHX
aNbTepHATUBHBIX METOJIOB JieueHus. Eciu jkeHIMHa mpuHUMaeT 3(haBUpeH3 BO BPeMsl [IEPBOTO
TpuMecTpa OEpPEMEHHOCTH WM OEpPeMEHHOCTh HACTyHaeT BO BpPeMsl IPUMEHEHHs d(paBUPEH3a,
OHa JIOJKHA OBITH MPEeAyNpexaeHa O MOTEHIMATLHOM Bpee IS I10/1a.

He npoBoamioch anekBaTHBIX U KOHTPOJHPYEMBIX KIMHUYECKHX HCCIEIOBAaHMNA C y4acTHEM
OepeMeHHBIX. B mocTperucTpaliioHHOM Hepruojie ObUTH MOJIyYeHBbl COOOLICHHUSI O MPUMEHEHUH
adaBupen3a B cocraBe komOuHHpoBanHoi APBT B mepBom Tpumectpe OepemenHoctd. He
COOOIIAIOCh O HAJWYMH CHEHU(PUISCKUX OCOOCHHOCTEH (yBEIMYEHHUSI YacTOTHI) IOPOKOB
pasBUTHS Y HOBOPOXKICHHBIX. TOJBKO HECKOJIBKO COOOLICHMH conepKajii WH(POPMAIHI0 O
CIIy4asix pa3BUTHUS Je(DEKTOB HEPBHOM TpyOKH, BKIIOYass MEHHWHToMuesolene. bompmmHcTBO
JAHHBIX COOOMICHWH OBLUTM PETPOCIIEKTUBHBIMHU, W TMPUYUHHO-CIEICTBEHHAs! CBS3b HE ObLIa
U3y4YeHa.

JlakTaims
beuto mokaszaHo, 4Tto 3¢aBUPEH3 BBLAEISETCS C TPYAHBIM MOJIOKOM KOPMSIIUX XeHIIWH. He

UMEETCsI IOCTATOYHON WH(POPMAIIUU O IEHCTBUU d(PaBUPECH3a HA HOBOPOXKICHHBIX U MJIQJICHIICB.
Kenmunam, npuHUMaomMM 3(GaBUpeH3 B MEPHOJ] JaKTallud, KOpPMJIEHHE TpPyAbI0 He
pekomennyercsi. Bo wuzbexanue mnepegaun BUY Hu npu kakux oOcrtositenbcTBax BUY-
MH(OUIUPOBAHHBIM MaTEPsIM HE PEKOMEH]IYEeTCS KOPMHUTH IPYAbIO.

DepTUIILHOCTD

Bnusinue s¢daBupen3a Ha pepTUIHLHOCTh CaMIIOB U CAMOK Y KPBIC OILIEHHBAJIOCh TOJBKO B 033X,
KOTOpbIe 00€cleunBalii CUCTEMHOE BO3JCUCTBUE Mpernapara, SKBHUBAJICHTHOE WJIM MEHBIIIEE,
KOTOpO€ JOCTUTAeTCs y JIoAeH MpU NpUeMe PEeKOMEHJOBAaHHBIX 103 3(aBupeHza. B atux
ucciae0BaHuAX 3(haBUPEH3 HE BIMSII HA CIIApUMBAHUE WM (PEPTUILHOCTH CaMIIOB M CAMOK KPBIC
(mo3e1 go 100 Mr/Kkr/cyTkd) W He BIMSUI Ha MapaMeTpbl CIepMOTpamMMbl, WU TOTOMCTBO,
MOJIY4eHHOE OT 3THUX CaMIIOB KpbIC (103b1 10 200 mr/cyTkm). PenmpomykTuBHasi criocoOHOCTH
MOTOMCTBA, POKJIEHHOTO OT CAaMOK KpBIC, TOMy4aBIINX 3(aBUPEH3, HE U3MEHSITUCH.

4.7. BuausiHMe HA CNOCOOHOCTH YNPABJATH TPAHCIOPTHBIMHU CPeICTBAaMHU M padoTarth ¢
MeXaHNU3MaMH

He mpoBoamioch wuccnenoBaHui JUuisi OLEHKHM BIUSHUS Ha CIOCOOHOCTb  YIPAaBIATH
TPAHCTIIOPTHBIMU CpEICTBaMHU M pPabOTaTh C MexaHu3MaMu. DQaBUPEH3 MOXKET BBI3BIBATH
TOJIOBOKPY)KEHHE, HapylleHHEe BHHUMaHMs, OECCOHHMIly U JpyrHe HeKelareiabHble
JIEKapCTBEHHBIE PEAKIMK CO CTOPOHBI IeHTpanbHOW HepBHO# cuctembl (ITHC). IMarmenTtoB
clelyeT NMpenynpeaunTh, YTO, €CIU Y HUX MOABATCS JHOObIE M3 3TUX CHUMIITOMOB, UM CIEAYET
u30erarhb yrpaBJieHHs] TPAHCTIOPTHBIMU CPECTBAMHU M paOOTHI C MEXaHU3MAMH.

4.8. HexkenaTeibHbIE peaKINU

Pestome npoduist 6e30nacHOCTH

B memom 3¢aBupeH3 XOpOIIO MEePEeHOCHIICS B KIMHUYSCKUX HCCICAOBaHUAX. B moarpymme
MAIMeHTOB, MPUHUMABIIUX 3(aBupeH3 B goze 600 mr 1 pa3 B cyTku B KOMOHMHAIMH C
uaruouTopamu npoteazsl BUY w/unm HUOT, nanbonee yacteiMu (0 MeHbIeH mepe y 5%
MAIMEHTOB) HEXENaTEIbHBIMU PEAKIIUAMU KaK MUHUMYM CPeTHEH TsSHKecTH ObUTH KOKHAs ChITTh
(11,6%), ronoBokpyxenue (8,5%), Tomnora (8,0%), romoBHas 60sb (5,7%) U TOBBIMICHHAS
yTOMJIAEMOCTb (5,5%).

HauGonee 3aMeTHBIMH HEXeNaTeIbHBIMU SBJICHUSAMH, CBS3aHHBIMH C TpueMoM 3(haBHPEH3a,
SBIISTTUCH KOXKHAS CHIMIb M CUMIITOMBI CO CTOPOHBI HEPBHOU crcTeMbl. CHMITOMEI CO CTOPOHBI
HEPBHOW CHCTEMbI OOBIYHO MOSBIISUTHCH BCKOPE TTOCIIE HaYalla TepaIiuy U, Kak IPaBUIIO, HCUYE3aIH
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nocyie mnepBbiXx 2-4 Henenb Tepanuu. Takxke y Héﬂﬂ;le;rp(%‘;';ﬁbﬁ];%kTﬁ'dﬁﬁﬂrﬁém,

HaOJTIOJATMCH TSDKEITBIE PEAKIIMU CO CTOPOHBI KOXKH, Takue Kak cuHapoM CtuBeHca-/[)KoHCOHA 1
MHOTO(OpPMHAs IKCCY/IAaTUBHAS SPUTEMA; HAPYIICHUS TICUXUKH, BKITIOYAs TSDKETYIO JACTPECCHIO,
CMEpPTh BCJICACTBUE CYHIIUIA U IICUX030I10I00HOE MOBEICHUE, a TAKXKE CYIOPOKHBIE TIPHUITAIKH.
[Tpu npumenenuu >¢aBUpPeH3a OJHOBPEMEHHO C MHUIICH MOXET YBEIWYUBATHCS CUCTEMHAS
9KCTO3UIUs 3(PaBUPEH3a, YTO MOXKET MPHUBOAWTH K YBEIWYCHHUIO YaCTOTHI HEXKEJIATEIbHBIX
peakuuii (cM. paznen 4.4.).

[Tpoduns 6e30macHOCTH NIPH TMTEIBLHON Tepaliuy, BKIFOYABIICH (aBUpPEH3, OIICHUBAIU B XO/I€
KOHTPOJIMPYEMOTO HCCIEAOBAaHUS, B KOTOPOM TAIMEHTHl MNpPUHUMAIXA JHOO 3(daBUpeH3 +
3UIOBYAMH + JTaMUBYAUH B TeueHue 180 Hemenp, mub0 3¢aBupeH3 + uHANHABUDP B TeueHue 102
Helenb, MO0 WHIWHABUD + 3UIOBYIWH + JIAMHBYIUH B TedeHue 76 Henenb. JmuTenbHOE
npuMeHeHrue 3(aBUpEeH3a B XOJC JAHHOTO WCCIICIOBAHUS HE COIMPOBOXKIAJIOCH MOSIBICHUEM
KaKUX-I100 HOBBIX MaHHBIX 10 0€30IaCHOCTH.

TabnuuHOe pe3roMe HeKENNATSIILHBIX PEaKITHi

Hwxe npuBeicHBI CpEAHETSIKEIBIC U TSKEIbIC HeXKellaTeIbHbIE PEAKIIUU, B OTHOIICHHH KOTOPBIX
ObUIa yCTAHOBJICHA BO3MOJXKHAs MIPUYMHHO-CJICIICTBCHHASI CBS3b C NMPHMEHSBIIMMCS PEKUMOM
Tepanuy (0 MHEHUIO HCCIIeAOBaTeNeil) M KOTOpble HAOMIOAaINCh B XOJ€ KIMHHYECKUX
uccleioBaHuii  3(aBUpeH3a, TMPUMEHSBIIETOCS B PEKOMEHJOBAHHOW 03¢ B COCTaBe
koMOuHupoBaHHoi APBT.

Kypcueom e6vloenenvt HexenaTeNbHbIC SBJICHUSA, KOTOPbIE OBUTM 3aperHCTPHPOBAHBI B
MOCTPETUCTPANIMOHHBIA TEPUOJT TMPUMEHEHHsSI 3(QaBUpEH3a B COCTaBe KOMOMHHPOBAHHOUN
TeparuH.

Yacrora HeXelaTeNbHBIX SIBICHUH MPHUBECHA MO CIEAYIONIeH KiacCH(UKAIUU: OYEHb YacTo
(>1/10), gacro (>1/100, o <1/10), meuacto (>1/1000, Ho <1/100), peaxo (>1/10000, Ho <1/1000),
oueHb penko (<1/10000), yacroTa Hew3BeCTHA (HA OCHOBAaHMHM HMMEIOIIUXCS JTAHHBIX OLICHUTH
HEBO3MOJKHO).

CuCcTeMHO-OpPraHHbIil KJace \ He:kenarenbHble peakunu

Hapyuienust co cTopoHbl HMMYHHOW CHCTEMBI:

Heuacto \ TUIEPUYYBCTBUTEIBHOCTh

Hapymennst Mmerabonm3Ma U MUTaHUS:

Yacrto TUIEPTPUTIIALEPUICMITS

Heuacto runepxonecTepuHeMus

[Icuxuyeckne HapyICHHUS:

Yacro MaTOJIOTUYECKHUE CHOBHUICHUS, OECIOKOMCTBO, IEMpeccHus,
GecconHua’t

Heuacto CKJIOHHOCTh K a(d@dexTy, arpeccCUBHOCTb, CIYTaHHOCTb

CO3HaHUd, HACTPOCHUC CO CKIIOHHOCTBHO K 31>'I(I)0pI/II/I,

TraJlJIronquHaIu, MaHHusd, IapaHOUJAAIIBHOC IIOBCACHHC,
2

ncuxo3®,  CyMUMJalbHas  TOMbITKA,  CyMLUJAJbHbIC
HaMEpEeHHS

Penko 6ped®, nespos®, cuepmo écnedcmsue cyuyuoa*

Hapymienust co cTopoHbI HEPBHOM CHCTEMBI:

Yacto HAPYWEHUS MO3JICeUKOBOTl KOOPOUHAWUU U PAGHO6ECUS’,

pacctpoiictBo BHUMaHHA (3,6%), romoBokpyxenue (8,5%),
ronoBHbIe 6011 (5,7%), connuBocts (2,0%)!

Heuacro TPEBOKHOE BO3OYXKJIEHHE, aMHE3Ws, aTaKChs, HapyIICHHE
KOOpJMHAIIMA  JBIDKEHWH,  CYJOpOTH,  HapylIeHUE
MBIILIEHHS, MPeMop?

Hapy1eHust co cTOpoHbI OpraHa 3peHus:

Heuacro \ HEUYETKOCTb 3PUTEIIbHOTO BOCIIPUSITUS
Hapymenust co cTopoHbl opraHa ciyxa 1 JabUpuHTa:
Heuacro \ Wym 8 ymaxz, BEPTUTO
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Hapy1ienue co CTOpOHBI COCYIOB: \JIVALJTERVEA TETBVA Th UUle)
Heuacro | «npunuewi» kposu Kk kosce nuya®

JKenynouHO-KUIIIEYHbIE HAPYIICHHUS

Yacro 00JIM B JKHBOTE, JMapesi, TOIMHOTA, PBOTA

Heuacro HaHKPEATHT

Hapymienust co CTOpOHBI IEYEHU U KEITYEBBIBOSAIIMX yTEH:

Yacro NOBBIIIEHUE  AKTUBHOCTH  acmapTaTaMHHOTpaHC(hepasbl

(ACT)}, anmanmnamunoTpanchepasst (AJIT)! u ramma-
rryramunrpancoepasst (ITT)?

Heuacto OCTpBIN renaTuT

Penxo NeueHouHas HedoCMamoYHOCHb "

HapymieHnst co CTOpOHBI KOXKH U TIOJAKOYXKHBIX TKAHEH:

OdeHb 9acTo KoskHas chmb (11,6%)*

Yacto KOKHBIN 3y]1

Heudacto MHOroOpMHasi ~ SKCCylaTHBHAas ~ dpUTEMa,  CUHAPOM
CruBeHca-J[xoHcoHa’

Penko omoannepauueckuii depmamum?

Hapyrienwnst co CTOpOHBI peNpOAYKTUBHON CHCTEMBI M MOJIOYHBIX JKEJIe3:

Heudacto | rusexomacTus

OO6mre HapyIIeHHS U PeaKIIMy B MECTE BBEICHMUS:

Yacto | HOBBIIEHHAS YTOMISIEMOCTD

1 — Bosnee moapoOHOE OMKMCAaHUE CM. HUXKE.

2 — JlaHHble HeXKeJaTeNbHBIE peakud ObUTH 3a(UKCUPOBAHBI B TOCTPETHCTPAIIMOHHBIA TIEPHOA
HaOJIIOZCHNS; YacTOTY JTHX pEaKnuil ONpeneNisuid, HCHONb3ys JaHHBIE, MHONydeHHBIE B Xoxe 16
KITMHIYECKUX HccienoBannid (yaactBoBaimu 3969 maeHTos).

3 — OTH HexenaTeNnbHbIE peaknuu ObLTH 3a()UKCHPOBAHBI B TOCTPETHCTPAIMOHHBIA MEPUO]] HAOIIOACHNS,
OJJHAKO Yy MAlMEeHTOB, NMPHHUMABIINX 3(paBHpPEH3 B Xoae 16 KIMHUYECKUX HCCIEIOBaHUI, O HHUX HE
coo0Iaoch Kak O SBICHHSAX, CBA3AaHHBIX C NpHUMEHEHHWeM JdaBupeH3a. B coorBercTBHH ¢
KJIaccu(UKaIHEH 10 4YacTOTe 3TH MOOOYHBIE SBJICHUS OBUIH paclieHeHBI KaK HaOmoJaBIIrecs «peakoy (Ha
OCHOBaHHUM OIIEHKH BepxHel rpanuilsl 95% nosepurtensHOro nuHteppaia i 0 sSBIEHUH B pacueTe Ha
KOJIMYECTBO MAIMEHTOB, IPHHUMABIINX 3(aBUPEH3 B X0/I€ YKa3aHHBIX KIIMHUYECKUX MCCIEIOBAaHUH (N =
3969)).

Omnucanre OTACNbHBIX HeXKENaTSAbHBIX PeaKIIUN

Koorcnas coine

B Xxone KIMHWYECKMX UCCIENOBAaHMM KOXKHas ChIb Habmomanack y 26% MalueHToB,
npuHUMaBIIKX d¢haBuper3 B qo3e 600 mr, mo cpaBHeHUIo ¢ 17% MaueHTOB B KOHTPOJBHBIX
rpymnmax. Y 18% manueHToB KOXHasi ChIlb OblIa CBA3aHa C MpUEeMOM 3(aBUpPEH3a, MPU ITOM Y
1,7% manueHToB MpUeM Ipenapara ObUl IpeKpallleH M3-3a MOsABJICHUs KOXXKHOM chinu. Yacrora
pa3BUTHUST MHOTO(OPMHOM SKCCylaTUBHOM »sputeMbl U cuHapoma CruBeHca-/[>koHcoHa
cocrasuiia npumepHo 0,1%.

Cnydan KOKHOW CBHITIM 3aperucTpupoBanbl y 59 uz 182 nereit (32%), mony4aBIiux JieueHUE
3(aBUpPEH30M B 3 KIIMHUYECKHX MCCIIEAOBAHUIX CpEeAHEN MPOAOIKUTENbHOCTIO 123 Henenun. ¥V
6 nerelt coinb OblIa TspKeno. [lepen HauanoM Tepanuu 3(paBUPEH3OM Y J€Tel UM MOXKET ObITh
pPEKOMEH/I0BaHa COOTBETCTBYIOILAS AHTUTMCTAMHHHAs Tepanus B KauecTBE NPO(UIAKTHKH.
OObIYyHO pa3BUBalOTCS c€1a00 WM YMEPEHHO BBIPAKEHHbIE MAaKyJIOMANyJae3Hble KOXKHbBIE
BBICBIIIAHUS, KOTOpBIE TOSBISAIOTCA B TE€UEHHME MEPBBIX JABYX HEAENb IIOCIIE Hadaua TEparuu
3¢daBupeH30M. Y OOJBIIMHCTBA MAIIMEHTOB KOXHAsl ChIIb MCUE3aeT MPHU NMPOJIOJIKEHUHN TEPATTUN
3(paBUpPEH30M B TEUYEHHE OJHOr0 Mecsua. DQaBUpeH3 MOXET OBITh IMOBTOPHO Ha3HAa4YeH
nanueHTaM, KOTOpble MpEeKpaTW/Id €ro NpUeM H3-3a TOSBJIEHUS KOXHOM ceimu. Ilpu
BO300HOBJICHUH Tepanuu 3(paBUPEH30M PEKOMEHIYETCsS TakKe MPUHUMATh COOTBETCTBYIOIINE
6s10xkaTopbl Hi-rucTaMUHOBBIX pelenTOPOB U/UITU TITIOKOKOPTUKOCTEPOUIBI.

Hmeercsi orpaHMYEHHBIH ONBIT MPUMEHEHUs 3(aBUpEH3a y MAIMEHTOB, KOTOPbIE MPEKpaTHIIN
Tepanuio IpyruMu aHTUPETPOBUPYCHbIMU npenapatamu u3 rpynnsl HHUOT. Yactora pennausa
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KOKHOM CBIINHU IOCJIE MEePeXo/ia ¢ TEPANUU HEBU ATTMHOM. gg@ﬁ%&%ﬁ)g%ﬁ%hr B OCHOBHOM

OIICHEHHAsI MO0 OMYyOJMKOBAHHBIM PETPOCIEKTHUBHBIM JaHHBIM, cocTaBuia ot 13% mo 18%, u
COMOCTaBMMa C 4YaCTOTOH, BBISIBJICHHON Yy TAI[MEHTOB, NMPUHUMABIIMX 3()aBHpPEH3 B XOJe
KIIMHUYECKHUX HccaeaoBanuil (cM. pasznen 4.4.).

Cumnmombvi co CmopoHvl NCUXUKU

Y HEKOTOPBIX MAlMEHTOB, IPUHUMABIINX 3(PaBUPEH3, HAOIIOIATUCH CEPhE3HbIE HEXeJIaTeIbHbIC
SBJICHUSI CO CTOPOHBI TNCUXUKU. B KOHTpONIMpPYEMBIX KIMHUYECKUX HCCIECIOBAHUAX YacTOTa
BO3HUKHOBEHHUS OTJEJIbHBIX CEPbE3HBIX HEKENATEeNIbHBIX SBJICHHH CO CTOPOHBI ICUXHUKU ObLIa
clenymolen: Tsokenas aenpeccust 1,6% B rpyine naiyeHToB, IPUHUMABIIMX KOMOWHUPOBAHHYIO
APBT c sdaBupenzom u 0,6% B KOHTPOJIbHOI TpyIme NaleHTOB, CyUIUIAIbHbIE HAMEPEHUS
0,6% u 0,3%, cyunumanbHble TOMBITKA Oe3 JyeranpbHOro ucxoma 0,4% wu 0%, arpeccuBHOE
nosenenue 0,4% u 0,3%, napanounansusie peakuuu 0,4% u 0,3%, mannakanbubie peakiuu 0,1%
1 0% COOTBETCTBEHHO.

[TaruenTsl, MMEOIIME B aHAMHE3€ I[ICUXMYECKHE PACCTPOMCTBA, HAXOIATCA B TpYIIE
MOBBIIIEHHOTO PHUCKA 0 Pa3BUTHIO JTAHHBIX CEPbE3HBIX HEKENATEIbHBIX SBJICHHUN CO CTOPOHBI
MICUXHUKHU C YaCTOTOW BO3HUKHOBEHUS KaXKJIOTO M3 BBILIENIEpEeUHCIeHHBIX sBIeHUH oT 0,3% s
MaHHUaKalIbHBIX peakuuii 10 2,0% ams TsHKEIoN Jenpeccuy U CyMIMIalbHbIX HaMepeHul. Takxe
B TOCTPETHCTPAIIMIOHHOM IE€PUOJIe TOMYyYeHBbl COOOIICHHS O CIIydasX CMEPTH B PE3yJbTaTe
cyHIuaa, OPeIOBBIX PaCCTPOMCTBAX M MICHX030M0I00HOM MTOBEICHHH.

Cumnmombi coO CMOPOHbL HEPEHOUL CUCTEMb]

VY nanueHToB, NpPUHUMABIIMX ddaBupeH3 B 1o3¢ 600 Mr B paMKax KOHTPOJIUPYEMBIX
KJIMHUYECKMX MCCIIEJOBAaHUM, 4YacTO HAOMIONANINCh CIEeNYIOIUEe HeXeaaTelabHble pPEeaKLUu:
TOJIOBOKPY)KEHHE, OCECCOHHMIIA, COHJIMBOCTh, PACCTPOMCTBO BHUMAHHSA, KOIIMapHBIC
cHoBuJieHHsA. Taxke HaOMIOJaNUCh M JpYrHe HexesareibHble sBieHus. CpeqHeTskenble U
TSDKEIIbIE CUMIITOMBI CO CTOPOHBI HEPBHOW cUCTeMbl HabOmromamuch y 19% (Tsoxensie - y 2%)
NAlMEeHTOB, TOI/la KaK y IMAalMeHTOB, MOJIyYaBIIUX KOHTPOJIBHYIO TEpaIvio, 3TOT MOKa3aTelb
coctaBun 9% (Tsoxensie - y 1%). B xonme KIMHUYECKUX HCCIeAOBaHUN 2% MalMEHTOB,
IPUHUMABIIUX 3(GaBUPEH3, IPEKPATUIIN TEPAIIHIO U3-3a BbIILICYKA3aHHBIX CUMIITOMOB.
CHUMITOMBI CO CTOPOHBI HEPBHOHM CHCTEMBI OOBIYHO HAOINIOJAIMCh B TEUEHHE IEPBOTO WU
BTOPOTO JHS MOCJIe Hayajla Tepanuu 1 B OOJBIIMHCTBE CIIy4aeB UCUE3ad B T€UEHUE NIepBhIX 2-4
Hezlenb. B uccienoBanuu ¢ yyacTueM HEMH(QUIIMPOBAHHBIX JOOPOBOJIBLIEB PENPE3EHTATUBHBIN
CHUMIITOM CO CTOPOHBI HEPBHOM CUCTEMBI BO3HHUKAJ B CpeTHEM uepe3 1 4 rmocsie npuema rnpemnapara
U Jumaicst B cpeqHeM 3 4. CHMITOMBI CO CTOPOHBI HEPBHOW CHCTEMBI Pa3BUBAIUCH Yallle, €CIIN
s¢aBUpeH3 MPUHUMAIN BO BpeMs Ipuema Nuiu. Bo3aMoxHO, 3TO 00yCIIOBIEHO MOBBIIEHUEM
KOHIEHTpaluu 3(aBUpeH3a B IJIa3Me KPOBU B TAKUX YCIOBHSX (cM. pazaen 5.2.). s ynydiieHus
NEPEeHOCUMOCTH TpenapaTa B OTHOIIEHUM JAaHHBIX CHUMIITOMOB B TEYEHHE IEPBBIX HENENb
TEpanmuy PEKOMEHIyeTCsl TPHHUMATh TMpermapar IMepel] CHOM. OTOT pPEeXUM IpHeMa
PEKOMEH/IyeTCs U TeM MalMeHTaM, Y KOTOPbIX MPOJ0JDKAIOT HAaOM0JaThesl JaHHBIE CUMIITOMBI
(cM. pazzen 4.2.).

CHuxeHue 11036l WIM APOOHBIH NpPUEM CYTOYHOM 1036l OOBIYHO HE HAIOT OJIArONPUSTHOTO
s dexra.

AHau3 JaHHBIX NO JIMTEIbHOMY NPUMEHEHHUIO Ipernapara IMokasal, yTo rocie 24 Henelb
TEpanuy 4acTOTa BIIEPBHIE BOZHUKIINX CUMIITOMOB CO CTOPOHBI HEPBHOW CUCTEMBI y TIAIIEHTOB,
NPUHUMABIIUX (haBUpPEH3, ObliIa B 11€JI0M CXOJIHON C TAKOBOW B KOHTPOJIBHOM rpymIie.

Ileuenounas neoocmamoynocme

B HOCTpeFHCTpaL[HOHHBIf/'I nepuon Ha6J'IIOI[eHI/I$I OBLIO 3apCruCTPpUPOBAHO HECKOJIBKO CIIy4acB
MICYCHOIHOU HEAOCTAaTOYHOCTH, BKIIIOYasd Cliydaunu 0e3 YKaSaHI/Iﬁ Ha 3a0o0/cBaHUs IIEYEHU B
AaHaMHCE3€C, a TAKXKC 0e3 APYTrUX BbIABJIICHHBIX (I)aKTOpOB puckKa.

YkazaHHEIC Cclydan XapaKTEepu3oBaIUCb MOJTHHUCHOCHBIM TCUCHUCM, B pAAC ClIydacB
HOTpe6OBaJ'IaCB TPpaHCIUIaHTalWs MMEYCHU U coo61uanoc1; 0 CMCPTH IMAllUCHTA.
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Cunopom 6occmaHno8ieHus UMMYHUmMema (MOCNEOOBATENEHOCTS 0002)

Y BUY-uHOUIMPOBAHHBIX MAIMEHTOB C TSHKEIBIM MMMYHOACHHUIIUTOM B Hadaje MPOBEIACHUS
KoMOnHMpoBaHHOW APBT M0OeT MOBBICUTHCS pUCK BOZHUKHOBEHUS BOCIAIMTEIbHBIX PEaKLU
Ha HEAKTHBHBIC WJIM OCTAaTOYHBIC OMIOPTYHUCTHYECKHE HHPEKIHMH (CM. pasnen 4.4.).

Jlunooucmpogus u memabonuueckue HapyuieHus

KomOunupoBannas APBT accouumpyercss ¢ mnepepacnpeneieHueM >KUPOBOM TKaHM Tela
(munmogmerpodueit) y  BUY-uHUUIUMpPOBaHHBIX  MAIMEHTOB,  BKIKOYas  MCTOILICHHE
nepuepuyeckodl M JIMLEBOM  IOJKOXKHO-KMPOBOM  KJIETYAaTKH, €€ HaKOIUIEHHE BO
BHYTPUOPIOIIMHHOM MPOCTPAHCTBE, BHYTPEHHHUX OpraHax, 3aJHel yacTu men («ropod OyiiBonay)
U TUIEPTPOPHIO TPYIAHBIX JKEIIE3.

KomOunupoBannas APBT MoxxeT BbI3BaTh META0OJIMYECKUE HApYIICHUS, TaKue Kak
TUIEPTPUTIULEPUICMUS, TUIEPXO0JIECTEPUHEMMUS, WHCYJIMHOBAsS PE3UCTEHTHOCTD,
TUIEPIVIMKEMHUS] U THIepiaaKTaTeMus (cM. pasnen 4.4.).

Ocmeonekpos

Habmonanuce ciiyuan ocTeOHEKPO3a, MPEUMYIIECTBEHHO Y MAIMEHTOB C XOPOILIO M3BECTHBIMU
dakTopamu pucka, ¢ JuintesnbHo BUY-nHpeknueil, a Takxke y NallMeHTOB, KOTOPbIE AIUTEIbHO
npuHUManu koMOuHupoBaHHyl0 APBT. OpgHako yacToTa 3TOro OCIOXHEHHS HE yCTaHOBJIEHA
(cm. pasznmen 4.4.).

Jlabopamopnvie nokazamenu
«lleuenounvle» gpepmenmoi

[ToBeimenne aktuBHOCTH ACT m AJIT Gonee wem B 5 pa3 Beime BI'H naGmromanock y 3%
narueHToB u3 1008, npuaumasmux 3haBupen3 B 1o3e 600 mr B cyTku (5-8% mpu quTeabHON
APBT c s¢daBupenzom). AHAIOTHYHOE TOBBIIICHUE HAOIIOJAIOCH Y MAIMEHTOB KOHTPOIBHOU
rpyninsl (5% npu anutensHoit APBT 6e3 adaBupensa). [lossinenne aktuBHocT ['TT Gonee uem
B 5 pa3 Beiie BI'H na6monanock y 4% Bcex nanueHToB, npuHuMaBmmx 600 mr aaBupeHnsa, u 'y
1,5-2% nanueHToB U3 KOHTPOsIbHOU rpymmbl (7% npu qmurensHoir APBT ¢ adasupenzom u 3%
npu jquurenbHol APBT 0e3 agaBupensa). M3onupoBanHoe nosbimieHue aktuBHoctd [TT y
NAIMEHTOB, MPUHUMAIONINX 3(aBUPEH3, MOXKET YKas3blBaTh Ha HMHAYKLIHIO (epMeHTOB. B
KIIMHUYECKOM HccienoBanuu npu anutenbHoil APBT okono 1% nanueHToB B Ka a0l n3ydaemMon
TpyIIe NPEKPATUIIN TEPANHIO B CBSI3U C HAPYUIEHUSIMU CO CTOPOHBI ITEYEHU U HKEITUEBBIBOISAIINX
IyTeH.

Amunaza

AcUMITOMAaTUYECKOE YBETWYEHUE aKTUBHOCTH aMHJIa3bl B CHIBOPOTKE KpOBH, Oojiee yem B 1,5
pa3a npesbimmatomniee BI'H, 6110 BoisiBneHo y 10% manueHToB, MPUHUMABIIUX 3()aBUpPEH3, U Y
6% MaIMeHTOB KOHTPOJIBHBIX IrpyIl. KInHnYecKkoe 3HaYeHHE aCHMITTOMAaTUYECKOTO TTOBBIIIICHHS
AKTUBHOCTH aMHJIa3bl B CBIBOPOTKE KPOBU HEU3BECTHO.

Jlunuowi

[ToBpimenune koHueHTpauuu obmero xonecrepuna (OXC) na 10-20% nHabGmOgANOCH Y
HEUH(UIIMPOBAHHBIX J0OPOBOJIBLIEB, IPUHUMABIINX 3(aBUPEH3. B KIIMHUYECKUX HCCIe0BaHUAX
NpUMEHEeHHs pa3auyHoi koMOuHMpoBaHHOW APBT c »daBupeH3oM y manueHTOB, paHee He
noydyaBmux APBT, B Teuenue 48 Hepnenp JieueHns HaOII0aI0Ch MOBBIIIEHNE KOHIICHTPAIIUN
OXC na 21-31%, xonectepuna nunonpoTenHoB Beicokoi oTHocTu (XC JIIBIT) Ha 23-34% u
TpurimnepuaoB Ha 23-49%. ons namuenTtoB, y koTopbix otHomenne OXC/XC JITIBII 6s110
Oonblie 5, He M3MEHWIach. BenmnunHa W3MEHEHHMS KOHIEHTpAaUU{ JUIUAO0B MOXET OBbITh
00ycIioBJIeHa TAKUMH (PaKTOpaMH, KaK JTUTEIbHOCTh TEPAaK U MPUEM JAPYTUX JIEKAPCTBEHHBIX
CpeACTB B cocTaBe koMOnHUpoBaHHOUH APBT.

Bzaumooeticmeue npu nposedenuy mecma Ha KAHHAOUHOUObI

DdaBupeH3 He CBA3BIBAETCS ¢ KAHHAOMHOUIHBIMU PELIETITOPAMH, OJHAKO UMEIOTCSI COOOIIEHUS O
JIO)KHOTIOJIOKUTEIILHBIX Pe3yJIbTaTaX aHaJ3a MOYM HAa KAaHHAOWHOW]IBI Y HEWH(HUIIMPOBAHHBIX
nobpoBonbiieB Uy BUY-uHQUUIMPOBAHHBIX MAIMEHTOB, MPUHUMABIINX 3(aBUPEH3.
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[TonoxuTenbHbIN pe3yabTaT CKPUHUHT-TECTA HA KaHH%Hﬁ&hﬂ%k&ﬁéﬁ%wﬁoﬁfﬁéb%hm,

UCIIOJIB3YS TaKHe CIelMalbHbIe METOIbI, KaK ra30Basi XpoMarorpadus Uid Macc-CIeKTPOMETPHSL.

[Ipoune 0coObIe MONYIISILUA

AKMUBHOCMb  «NEYEHOUHBIXY (hepMeHmos y NayueHmos, OOHOBPEMEHHO UHGUYUPOBAHHBIX
eenamumom B unu C

Cpenu manueHToB, CEpONMO3UTUBHBIX 10 Tenatuty B w/wmm C, nmoBeimienne aktuBHOCTH ACT
6onee ueM B 5 pa3 Boiie BI'H Habmoganocs y 13% nanueHToB, npuHUMaBIIMX 3(aBUPEH3, U Y
7% mNanMeHTOB U3 KOHTPOJBHOW IpymIbl, a noBbiieHue aktuBHocTH AJIT Oonee ueM B 5 pa3
Beimie BI'H naGmiomanock y 20% u 7% manmueHTOB COOTBETCTBeHHO. Cpenu MarueHTOB C
coyetaHHOW uH(pekuuend 3% MauueHTOB, NMPUHUMABIIMX 3(paBuUpeH3, U 2% NalKUeHTOB U3
KOHTPOJIbHOM T'PYIIBI MPEeKpaTHId Tepanuio U3-3a HapyumleHUH (QyHKIUU MedeHu (CM. pas3jaen
4.4.)).

eTu
Tum u 9acToTa HEXeNaTeNbHBIX SABJICHUNA y JeTel B IIeJIOM COIOCTaBUMBI C HAOJIOJAaeMBIMH Y
B3pOCJbIX NAIIMEHTOB, 3a UCKIIOYEHUEM KOXKHOM ChINM, KOTOpas y AeTeil BcTpeuaercs yaiue (y
46% neteii), ueM y B3pOCIBIX U 00siee BhIpakeHa (TsDKeNasi KOXKHas ChIlb Ha0moaanacek y 5,3%
nerei). C wnenbto MNPOPUIAKTUKM CBHIDM MOXET OBbITh 11€JecO00pa3HbIM Ha3HAYCHHE
COOTBETCTBYIOIIMX OJ0KaTOpoB Hi-THCTAaMHHOBBIX PEIENTOPOB JAETAM [0 Hayala Teparuu
3¢haBuUpeH30M. XOTS CUMIITOMBI CO CTOPOHBI HEPBHOW CHUCTEMBl y MaJE€HbKHX JAeTeil TpyaHO
BBISIBUTD, TI0JArat0T, YTO TaKWe CHMIITOMBI Yy JI€TeH HaOJIOAIOTCS peke M OOBIYHO OBIBAIOT
aerkumu. Y 3,5% narnueHToB HaOII0aluCh CUMIITOMBI CPEAHEN TSAKECTH CO CTOPOHBI HEPBHOM
CHCTEMBI, IMPEUMYIIECTBEHHO TOJIOBOKpYXeHne. Hu y omHoro pebGeHka He HaOIr0AaI0Ch
TSDKEJIBIX CUMIITOMOB M He NOTpeboBajach OTMEHA Tepaluu H3-3a CUMIITOMOB CO CTOPOHBI
HEPBHOM CUCTEMBI.

Coo0111eHNs 0 TOA03PEBAEMBIX HEXKEJIATENIbHBIX PEAKIMIX

BaxxHo cooOmarb 0 10OJ03pPEBAEMbBIX HEXKENATENbHBIX PpEAKUUsAX II0CJIE PErucTpaluu
JIEKapCTBEHHOTO Iperapara ¢ Lelibl0 00ecreyeHns HepepbIBHOIO MOHUTOPUHIA COOTHOILICHUS
«I10J1b3a — PHUCK» JIEKAPCTBEHHOrO Impernapara. MeIunuHCKUM pabOTHUKAM pPEKOMEHAYETCS
cooluiaTe O JIIOOBIX MOJO3PEBAEMbBIX HEXKENATENbHBIX PEaKIMIX JICKapCTBEHHOIO Ipernapara
YCpe3 HAIMOHAJIBHBIC CUCTEMBI COO6HIGHI/I$I 0 HCXKCJIATCIBHBIX PCAKIUAX TOCyAapCTB — YJICHOB
EBpa3uiickoro 5KOHOMHUYECKOr0 COK3a.

Poccniickas @enepanns

®denepanbHas ciiyx0a 1o Haa30py B cepe 3ApaBOOXpaHEHUS.

Anpec: 109012, r. Mocksa, CraBsiHCKas III0IIaab, 1. 4, cTp. 1.

Tenedon: +7 (800) 550-99-03

OnekrponHas modra: pharm@roszdravnadzor.gov.ru

Caiit B UH(POPMALMOHHO-TEJIEKOMMYHUKAIUOHHON CeTH «HTEpHET!
https://www.roszdravnadzor.gov.ru

4.9. Ilepeno3npoBka

CumMnToMbI

VY HEKOTOpBIX MAIMEHTOB, CIyyailHO MpUHABIIUX 3¢aBupeH3 B no3e 600 Mr 2 pasa B CyTKH,
HaOJIF01aJIOCh  YCHJICHHE CHMIITTOMOB CO CTOPOHBI HEPBHOH CHCTEMBI. Y OJHOTO ITallMeHTa
HaOJII01a1MCh HEMPOU3BOJIbHBIE MBIIIICUHBIE COKPAILIEHHS.

Jleuenne

B cniydae nepeno3upoBku 3(aBUPEH30M JICYSHHE JTOJKHO COCTOSITH U3 OOIIUX TOACPKUBAIOIIIIX
MepOHpHﬂTHﬁ, BKJIHOYAKOIIINUX KOHTpOJ'IB OCHOBHBIX HOKaSaTeHeﬁ KU3BHCACATCIIBHOCTHU OPFaHI/ISMa
U HaOJNIOZICHHE 332 KIMHUYECKUM COCTOSTHUEM maiineHTa. [l BeiBeneHus HeabcopOMpOBaHHOTO
npenapaTa MOXHO HCIIOJIb30BAaTh aKTI/IBI/IpOBaHHBII\/II erJ'II). CHGHI/I(bI/I‘—IeCKOFO AHTUA0TA IJIs1
JIeYeHUsl TepPelO3UPOBKU J(PaBUPEH30M He cymecTByeT. I[lockonbky 3¢aBUpeH3 aKTHBHO
CBSI3BIBAETCSl C O€IKaMM, MaJOBEPOSTHO, YTO C TMOMOIIBIO JHAM3a BO3MOXXHO 3HAYUTEIIHBHOE
yAaJIeHHe npenapara u3 KpoBH.
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COOTBETCTEBY

5. ®APMAKOJIOTHYECKUE CBOVMICTBA (NOCNELNQE

5.1. @apmakoaHaMUYecKHe CBOICTBA

®dapMakoTepaneBTUYECKass TPYIa: TPOTHBOBUPYCHBIE CPEICTBA CHCTEMHOTO JEHCTBUS;
MPOTUBOBUPYCHBIC CPEJICTBA MPSMOIO JCHCTBHUS; HEHYKJICO3HMHBIE HHTHOMTOPBI OOpaTHOMU
TPAHCKPHUIITA3HI.

Kox ATX: JOSAGO03

MexaHu3M J1eHCTBUS

O¢daBupen3 mnpencTaBiIsieT coOO0H CENEeKTUBHBIA HEHYKJICO3HIHBIH HMHTHOUTOP 0OpaTHOM
tpanckpunrtassl (HHUOT) Bupyca ummyHonmeduiura uenoexka tun 1 (BUY-1). SBnsercs
HEKOHKYpeHTHBIM HHrHOuTOpOoM BNU-1 06patnoii Tpanckpunrassl (OT), He nunruéupyer BUUY-2
obpatnyro Tpanckpuntasy u JJHK-nmommmepassr (a, B, Y ¥ 0) KJIETOK YeoBeKa.

dapmakoauaamuyeckue d3PHeKTol

IIpomueosupycnas akmusHocms

[TpotuBoBUpYCcHas 3 deKTUBHOCTL 3(daBupeH3a iN Vitro oreHuBagach Ha JUMGOOIACTHBIX
KJICTOYHBIX JIMHUSX, MOHOHYKJIEAPHBIX KJEeTKaX nepudepudyeckodl KpOBH U KyJIbTypax
makpogaros/mMmonounutos. Marnbupyromas konunentpauus (UK) sdaBupensa, neoOxoaumas amst
90-95% wunruouposanus (MKoo95) MITAMMOB TUKOIO THIA WM JTAOOPATOPHBIX KIMHHYCCKHUX
U30JIATOB, PE3UCTEHTHBIX K 3UI0BYIUHY, HaX0AUTCs B mpeaenax ot 0,46 mo 6,8 HMOIIb/I.

Pesucmenmnocmo

[IpotuBoBUpycHas 3¢ddekTuBHOCTE 3(haBUpEeH3a B KIETOYHOM KYyJIbTYpE B OTHOLICHHUU
pa3HOBHIHOCTEN BUpyca ¢ 3aMeHaMu aMUHOKUCIOT B OT B nmozunmsx 48, 108, 179, 181 uiu 236,
a TaK)K€ B OTHOLIEHUH Pa3HOBUIHOCTEN C 3aMEHaMU aMUHOKHUCIIOT B IIpoTeas3e, Obljla aHaI0rM4Ha
TAaKOBOW B OTHOLIEHHWHU BUPYCHBIX IITAMMOB JAUKOI0 TUIA. EAMHCTBEHHBIMH 3aMEeHaMH, KOTOPbIE
NPUBEIH K TOSBICHUIO HAanOOJbIIeH K 3(aBUPEH3y B KICTOYHON KYJIbTYpE, SBISIFOTCS 3aMEHA
neinuHa Ha u3oneinuH B mo3uuuu 100 (L1001, 17-22-kpaTHOe yBenu4YeHHE PE3UCTEHTHOCTH) U
mu3uHa Ha acnaparud B nosunuu 103 (K103N, 18-33-kpaTtHoe yBenn4eHHUE PE3HCTEHTHOCTH).
bosnee uem 100-kpaTHOE yMEHbLIEHHE BOCIPUMMYMBOCTH BUPYCOB K IIpenapaTy HabIo1aj1och B
oTHouIeHuu pasHoBuaHocte BUY, skcnipeccupyromux 3ameny K103N B jononHeHue kK Apyrum
AMUHOKHUCIJIOTHBIM 3aMeHaM B OT.

3amena K103N sBisutace Haubosee yacto HaOmonaeMoit 3ameHoit B OT BUPYCHBIX IITaMMOB,
MOJYYEHHBIX OT MAaIlMeHTOB, Y KOTOPHIX HAOII0ATI0Ch CYIIECTBEHHOE YBEIMYEHUE KOJIMYECTBA
BUPYCHBIX YacTUI[ B IUIa3M€ KpOBHU (BO3BpaTHas BUPEMHMs) B KIMHUYECKHX HCCIIEJOBAHMSIX
npUMeHeHHs 3(paBUpeH3a B KOMOWHAIMY ¢ UHAWHABUPOM UM B KOMOMHAILIUU C 3UAO0BYIMHOM U
namMuByauHOM. /laHHas MmyTanuus HaOroganacek y 90% nanneHToB ¢ HeA(HEKTUBHOCTHIO TEpATUU
sdaBupeH3oM. Tak ke, XOTd U pexe, U 4acTo Toiabko B koMOuHaiuu ¢ K103N, nHaOGnronanuck
3amenbl B OT B mo3umusax 98, 100, 101, 108, 138, 188, 190 u 225. Tun aMHHOKHCIOTHEIX 3aMEH
B OT, cBs3aHHBIX C YCTOMYMBOCTBIO K 3(haBUpEH3yY, HE 3aBHUCEN OT JIPYI'MX MPOTHUBOBUPYCHBIX
[penapaToB, IPUMEHSBIINXCS B KOMOWHAIMY C 3(haBUPEH30M.

Ilepexpecmnas pezucmenmuocms

N3yuenue npodumneit nepekpecTHON pe3UCTEHTHOCTH d(paBUpeH3a, HEBUPANMHA U JIeJIaBUPANHA
Ha KJIETOYHBIX KyIbTypax mokasano, yto 3ameHa K103N mpuBoauT K moTepe BOCIPUUMYHUBOCTH
ko BceM TpeM HHHMOT. [IBa u3 Tpex HCClIeIOBaHHBIX JCIABUPAUH-YCTOMYUBBIX KIMHUYECKUX
U30JIATOB 00JIaaaM MEePEeKPEeCTHONH PE3HCTEHTHOCThIO K 3(aBUPEH3Yy M COAEPXKaIH 3aMEHy
K103N. Tperuit uzonst, nmeronmii 3ameny B OT B mosuruu 236, He o0siagan mepeKpecTHOM
PE3UCTEHTHOCTBIO K 3(haBUPEH3Y.

BupycHble H3054ThI, BBIJEIEHHbIE M3 MOHOHYKJIEApOB INepuepruueckoil KpOBH MAalEHTOB,
BKJIIOYEHHBIX B KJIMHUYECKHE HCCeoBaHUA dS(]aBupeH3a, y KOTOpPbIX Tepamus Oblia
Hea(dpexTrBHA (BO3BpAaTHASI BUPEMHsI), OBIITN MCCIICIOBAHBI B OTHOIICHUH BOCIIPUUMYHUBOCTH K
HHUOT. Tpunaguate H30J5STOB, KOTOpBIE NPEIBAPUTENBHO OBLIM OXapaKTEPHU30BaHBI Kak
ycTol4MBBIE K 3(aBUPEH3Y, OKA3aJlUCh TAK)KE YCTOMYMBBIMU K HEBUPANMHY U JEIaBUPAUHY.
OOHapyXUJI0Ch, YTO IATH U3 ATUX ycToiunBbiXx K HHUOT n3omnsaros coneprxanu 3ameny K103N

26



COOTBETCTBYET 3KCMEPTHOM!
ot 18.04.2025 N 10471

WIK 3aMEHy BallMHA Ha M30JIeHIuH B mo3umuu 108 (vi'as}i}ﬂ o1 €'pemt hﬁ&fémffpﬁﬁ'a'ﬁﬁmx

H30JATOB  mociie  Hedp(dEeKTUBHOW  Tepamuu 3(HaBUPEH30M TPU  HM30J8ITa  OCTAIHUCh
YYBCTBUTEIHHBIMU K 3(haBUPEH3Y Ha KIETOYHBIX KYIbTypax.

BeposaTHOCTh nepekpecTHON Pe3UCTEHTHOCTH MEXY 3(paBUPEH30M M MHTMOUTOpPAMU MPOTEa3bl
SBIIICTCS. HHU3KOM BCJEACTBHE pa3UYHBIX (EPMEHTOB-MUIICHEW. Hanuune mnepekpecTHOl
pesucrenTHOCTH Mexay 3(paBupeHzoMm u Hykimeo3uaHbiMu uHTHOUTOpamMu OT (HUOT) takxke
MaJIOBEPOSATHO BCIEACTBUE pPA3IMUYUsl YYaCTKOB CBS3BIBAHHUS C MHIICHBIO U MEXaHU3MOB
IECUCTBUSL.

5.2. apmMaKkoKHUHeTHYeCKHUe CBOHCTBA

AOGcopouus
VY 310poBBIX 100poBONBIEB Cmax d(aBupeH3a B miazMe kKpoBu 1,6-9,1 MKMOJIB/T HOCTUTANACH

yepe3 5 4 Mocje OJHOKPATHOIO IpueMa BHYTph mpemnapara B go3ax oT 100 mo 1600 wmr.
Ho303aBucumoce yBennieHne Cmax 1 AUC HaOr01a710Ch ITPU MMpUeMe Ipenapara B go3ax a0 1600
MT; TIpH 3TOM HE HaOJIOAaJI0Ch J030MPONOPIHOHAIBHOTO YBEIUYCHUS JAaHHBIX IMOKa3aTenei,
M03TOMY MOKHO HIPEIINOJIOKUTh, YTO IpU OoJiee BBICOKMX /033X BCAChIBAHHE YMEHbILACTCS.
Bpems noctmxennst Cmax B Ii1a3mMe KpoBH (3-5 4) He U3MEHSIIOCH 110CJIE MHOTOKPaTHOTO IIpUeMa
mpernapara, a paBHOBECHasi KOHIICHTpaIUs B IUIa3Me KPOBU JOCTUTANIACh uepe3 6-7 CyTOK.

Y BUY-uHpUIMpOBaHHBIX TAMEHTOB ITPH JTOCTHKEHUU PABHOBECHOI KOHIIEHTPAIMH Iperapara
B 11a3Me kpoBu cpennue 3HaueHus: Cmax, Cmin 1 AUC Obutu nuneins! npu npueme 200 mr, 400
mr u 600 mr a¢paBupensa 1 pas B cytku. Y 35 manueHToB, IpUHUMABIINX ddaBupeH3 B go3e 600
Mmr | pa3 B cyTkH, Cmax IPU JOCTUKEHUU PABHOBECHOM KOHLIEHTpauuu cocTtaBisuia 12,9 + 3.7
MKMOJIB/T, Cmin — 5,6+3,2 mxmons/i1, AUC — 184+73 MKkMOIb/m*4.

Pacnpenenenue

DaBupeH3 B BBICOKOW CTETICHU CBS3BIBACTCS C OSTKaMU TUTa3Mbl KPOBHU (IPpUOIM3UTENBHO HA 99,5
- 99,75%), rnaBHbIM 00pazom ¢ ansOymunoMm. Y BHUY-1 undunupoBaHHbXx nanueHToB (n = 9),
KOTOpble MpUHUMaIH 3¢paBupen3 B go3ax ot 200 qo 600 mr 1 pa3 B CyTKu B T€UEHHE 110 MEHbIIEH
Mmepe 1 Mecsina, KOHIEHTpalus d3GpaBUpeH3a B CHUHHOMO3TOBOH JKUJKOCTH cocTaisiia ot 0,26 1o
1,19% (B cpennem 0,69%) OT COOTBETCTBYIOIICH KOHIEHTPAIIMM B IUIa3Me KpoBH. JlaHHBII
nokaszareib NMPHOIM3UTENBHO B 3 pa3a MPEBBIIIACT KOHIEHTPALMIO HE CBSI3aHHON C OenkaMu
(cB0OOIHOI) (ppakiuu 2paBUpeH3a B IJIa3ME KPOBH.

buotpancdopmarus

KinHudeckre vccieoBaHus U MCCIIeA0BaHUs IN VItr0 ¢ MCIONB30BaHUEM MHKPOCOM TEYCHHU
YeJI0BeKa IMOoKa3aiH, YTo 3(haBUPEH3 METa00IM3UPYeTCs TIIaBHBIM 00pa3oM CUCTEMOM IUTOXpOMa
P450 10 runpoKCUIMpPOBaHHBIX MPOU3BOJHBIX, KOTOPHIE 3aTEM CBSI3bIBAIOTCS C IIIOKYPOHOBOM
KHUCJIOTON ¢ 00pa3oBaHHEM TIJIIOKYpPOHHUJOB. B OCHOBHOM, JaHHBIE MeTaOOJIMThl HEAKTHBHBI B
orHourenun BUUY-1. UccnenoBanus in Vitr0 mo3BOJSIOT MPEAONIOKUTh, YTO H30(EPMEHTHI
CYP3A4 u CYP2B6 sBnstoTCS OCHOBHBIMU M30(epMEHTAMH, OCYILECTBIAIOUIMMHA META00IN3M
a¢aBupeH3a, u 4To 3gaBupen3 uHruoupyet uzopepmentsl 2C9, 2C19 u 3A4 cuctembl IUTOXpOMA
P450. B wuccnenoBanusix in Vitro adaupen3 He wunrubuposan wuzodepment CYP2El u
unrubuposan uzodepmentst CYP2D6 u CYPIA2 TOABKO B KOHIEHTpALUSX, HAMHOIO
IIPEBBINIAIOIINX IPUMEHSEMBIE B KIMHUYECKOW MTPaKTUKE.

Oxcno3unus 3¢aBUpeHsa B IIa3Me KPOBU MOXKET YBEJIIMYMBATHCS Y MalMEHTOB, TOMO3UTOTHBIX
no nonumopdusmy rena G516T mzodepmenta CYP2B6. KnuHudeckass 3HAUUMOCTH TaKOTO
M3MEHEHHUS HEU3BECTHA, OJHAKO HEJIb3sI UCKIII0YaTh BO3MOKHOCTh BO3PACTaHUSI PUCKOB Pa3BUTHUS
U YBEJIIMYECHHUS BHIPAXKEHHOCTH HEXeNaTeIbHbIX peakuuii apaBupeHsa.

bruio nokasano, uto a¢aBupen3 uuayuupyet uzopepmentsl CYP3A4 u CYP2B6, uto npuBoaut
K MHJYKIIUU €0 COOCTBEHHOT0 MeTa00IMU3Ma, 4YTO MOXKET KIMHUYECKU BBIPAXKAThCsl Y HEKOTOPBIX
nanuenToB. [Ipu MHOTOKpaTHOM mpueme 3¢aBupensa B 103¢ 200-400 Mr B CyTKH 310pOBBIMU
no6poBosbiiaMu B TedeHue 10 qHeit Habmojanach MeHbIIast CTeNeHb KyMYJIALUH dpaBupeH3a (Ha
22-42% HUXKe TpeIoiaraeéMbIX 3HAYeHUH) 1 00Jilee KOPOTKHI Tepro;] momyBeiBeaeHus - 40-55
4 (TMepHo NOTyBbIBEICHHS OJTHOKPATHOM 1036 cocTaBisieT 52-76 u). Takke ObLI0 MOKa3aHo, YTO
sadaBupen3 unayuupyer uzopopmy lAl-ypuaunnudocdar-raokyponunrpancdepasst (Y 1D-
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I'T1A1), mo3TOMY KOHIIEHTpALIUS palITerpaBUpa, KOTOpﬁ%‘%BMﬁI Eé?ggrgéﬁ%ﬁ "’S;I-IRI'JLTLJI"II'AI,

B IIJITa3M€ KPOBH CHIDKAETCSI MPU OJHOBPEMEHHOM MTPUMEHEHUH ¢ d(DaBUPEH3OM.

Hecmotpst Ha TO, 4TO B MccliieioBanusX IN Vitro agasupens unrnduposan nuzodpepments CYP2C9
nu CYP2C19, B ucciaemoBaHusx IN VIVO HaOMIOAAIOCH KaK IOBBINIEHHWE, TaK W CHIDKEHUE
AKCIO3UIUH CYOCTPATOB JaHHBIX ()EPMEHTOB IPU OJHOBPEMEHHOM MPUMEHEHUU C 3(PaBUPEH30M.
KoHneunslit 3¢ ekt 1aHHOTO B3aUMOICHCTBUS HE YCTAHOBJICH.

DIMMHUHALIUA
DdaBupeH3 UMeeT OTHOCUTEIILHO OOJIBIION MEPHO]] IMOTYBBIBSICHUS, KOTOPBIH COCTABIIIECT HE

MeHee 52 4 1mociie mpruemMa OJHOKpaTHOM 1036l U 40-55 4 mociie MHOTOKPAaTHOIO NPUMEHEHUS.
[TpubnuzutensHo 14-34 % oT npuHSTOMN 10361 3(haBUpEH3a BHIBOAUTCA MOYKaMu, MeHee 1 % 10356l
s¢aBrpeH3a BIBOJAUTCS MOYKAMU B HEU3MEHEHHOM BHJIE.

[TanmeHThl NOXMUIIOr0 BO3pacTa

Kakux-mn6o (apMakOKMHETHUECKUX pPA3IUYMil y MalMeHTOB OT 65 jer u crapuie u Ooinee
MOJIO/IBIX TTAIlIEHTOB HE BBISBJICHO, XOTs KIMHUYECKHE HCCIeA0BaHNA Y (paBUpeH3a HE BKIIOYAIIH
JIOCTaTOYHOT'O KOJIMYECTBA MALIUEHTOB OT 65 JIeT U CTapIle.

[ToyeuHasi HEJIOCTATOYHOCTh

dapMakoKHHETHKA 3(aBUpeH3a y MAMEHTOB C MOYEYHOH HEIOCTATOYHOCTHIO HE M3Yy4dallach,
OJIHAKO B CBSI3U C TEM, UTO B HEM3MEHEHHOM BHU/IE TOUYKaMHU BBIBOJUTCS MeHee 1% MpUHATOM 10361
adaBupeH3a, HapymeHne (QyHKIUU MMOYEeK HE JODKHO OKa3hIBaTh CYIIECTBEHHOTO BIIMSIHHS HA
BhIBEJICHHE d(aBupen3a (cM. paszaen 4.4.).

Ileuenounas HEJOCTAaTOYHOCTH

[lpn omHOKpaTHOM mpueMe Ipenapara HaOJIIOAANOCh JBYKpaTHOE YBEIMYCHHE IIEpHOMA
NOJIYBBIBEIEHUSI J(aBUpPEH3a y OAHOIO MAlUEHTa C TSHKEJIOM CTEeNeHbl0 I€YEHOYHOM
HenoctaToyHocTH (kiace C no cucreme Yaitna-11p10), 4T0 yKka3bIBaeT Ha MOBBIIIEHHYIO CTENEHb
KyMyJsiILUM B Takux ciaydasx. [Ipy MHOrokpatHom npueme mpernapara He ObUIO BBISIBICHO
3HAQUUMOT'0 BJIMSHUS TOP)XEHHs TEeYeHHW Ha (hapMaKOKWHETHUKY 3(aBUpeH3a y TMaIlHEeHTOB C
JIETKOW CTENEeHbI0 IMEYeHOYHOM HexocraToyHocTu (kinacc A mo cucreme Yaitng-Ilsro) mo
CPaBHEHHUIO C MAalMEHTaMH KOHTPOJBHOH Tpynmbl. B Hacrosiiee BpeMsi HET JOCTAaTOYHBIX
JaHHBIX, YTOOBI CACIaTh BBIBOA O TOM, BJMUAIOT JIK CPCAHAA U TAXKEIIAsA CTCIICHDB TIeUYEHOYHOM
HenoctaTouyHocTH (kiaccel B u C no cucreme Yaitnn-ITeto) Ha dapmMakokuHETUKY 3(haBUpeH3a
(cm. paznensi 4.3., 4.4.).

BiusHue npuema nunm Ha BCacklBaHUE

[Ipu ogHOKpaTHOM mpueMe 310pOBBIMU J10OpoBOJbIAMH 3(aBupeH3a B ao3e 600 mr B Buze
TabJIETOK, MOKPBITHIX MJICHOUYHOW 000JI0YKOi, BMECTE C MHULIEH C BBICOKMM COJIEpKAHUEM >KHPOB
Haomonanoce yeenuuenrne AUC Ha 28% u CmaxHa 79% B CpaBHEHHU C JJAHHBIMH [TOKA3aTENIAMH
IpY IpueMe Mpernapara HaTOIaK.

I1on u pacoBasg NPUHAUIEKHOCTD
Y MyXuYMH M JKEHUIMH, a TakkKe Yy NalUMEHTOB pa3IMYHON pacoBOMl MPUHAJIEKHOCTU
HaOJII0ATNCh CXOAHBIC (DapMAaKOKHHETHYECKUE TTapaMeTphl A(aBHpEH3a.

eTH
DdaBupeH3 He u3ydalics y JeTeid B BoO3pacTe M0 3 MecslleB WIM C BECOM MeEHee 3,5 Kr.
dapMaKOKHHETUYECKHUE TTOKa3aTeNu dpaBUPeH3a y IeTel 1 B3POCTBIX OBLTH CXOKUMH.

V 49 nereii, npuHUMaBIIUX d()aBUPEH3 B 03¢, SKBUBaJIeHTHOW 600 Mr (7032 paccUMThHIBaIaCh
MCXO0JI U3 MacChl Tena), 3HaueHue Cmax cocTaBuiio 14,1 MkMoab/a, Cmin — 5,6 MkMos/n u AUC —
216 MKMOIB/T*y.

6. PAPMAIIEBTUUYECKHUE CBOMCTBA
6.1. IlepeyeHb BCIOMOTraTeJIbHbIX BelIECTB
Cocras sspa

JlakT03BI MOHOTHIPAT

Kpaxman kyKypy3HbIi
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Kpockapmemnnosa narpus

Kpocnosugon XL-10
IMosumon K-30

Hatpus naypuncynsdar
Maruus creapat

CocraB 0001049KH
I'otoBoe mokpeiTie Wincoat WT-10019P Oenblit (MOJMBUHUIOBBIA CIHUPT, JICHUTHH COCBBIH,
makporoi 4000, ThTaHa JUOKCHU]I, TAJIBK)

Kpacurens xunonmuHoBbIH xenthiii (E 104)

6.2. HecoBMecTUMOCTE
He npumenumo.

6.3. Cpok roaHocTu (CpOK XpaHeHHSs )
2 roja.

6.4. Oco0ble Mepbl NPEIOCTOPOKHOCTH NPH XPAHEHU U
XpaHuTh npu Temneparype He Boiie 25 °C.

6.5. XapakTep u cojep:KaHHe NMePBUYHOI YITAKOBKH

ITo 10 Tabnerok B Ouctep u3 mieHku [1BX 88 u amomunueBoit honbru.

ITo 3 unu 10 OnmcTepoB BMECTE C MHCTPYKLHMEH MO MEAMLMHCKOMY MPUMEHEHUIO B MAuKy U3
KapTOoHa Ul NOTPeOUTEIbCKON Taphl THUIA XPOMOBBIN MJIM XpOM-3p3all.

ITo 30 mau 100 TabneTok B MIACTUKOBYIO OaHKY M3 HOJUATUIIEHTepedTanara, YKYNOPEHHYIO
IUTACTUKOBOM KPBIIIKOM M3 MOJUATUIIEHA BBICOKOM IJIOTHOCTH HU3KOIO JABJIEHUS C KOHTPOJIEM
nepBOro BCKpbITHA. Ha 0aHKY HaKJIEHMBAIOT STUKETKY W3 OyMaru mucydei, Wi dTUKETOYHOH, HITH
CaMOKJIESIIIIYIOCS ITHUKETKY.

1 OaHKy BMecTe€ C HMHCTPYKIHEW 10 MEIUIMHCKOMY NMPUMEHEHHUIO B TMAayKy M3 KapTOHA IS
HOTPEOUTENHCKON Taphl THUIA XPOMOBBIN HIIM XpOM-3p3all.

6.6. OcobGble Mepbl TPEIOCTOPOKHOCTH TPH YHHYTOKEHHH HMCIOJIb30BAHHOTO
JIEKAapCTBEHHOT'0 MpenapaTa Wi 0TX010B, OJYyYeHHBIX I0CJIe PHMeHeHNUsI penapara, u
APyrue MaHHIYJISIIUAHE C IPenapaTomM

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. JEPKATEJIb PETUCTPAIUOHHOI'O YAOCTOBEPEHMUSA

Poccniickas @enepanns

000 «9OnBancn Papmar

308010, benropockast 06J1., MyHUITMTIATBHBIN paiioH benropoackwuii, r.m. mocenok CeBepHBIH,
nrt. CeBepHblid, yi. bepe3osas, 311. 5.

Ten.: +7 (4722) 20 23 19

Anpec snexTpoHHO# mouThl: factory@atcl.ru

8. HOMEP PETUCTPAIIMOHHOI'O YAOCTOBEPEHUS

9. JATA NEPBUYHOMN PETMCTPAIIMM (ITOJATBEPXJIEHHS PETHCTPAIIMU,
MNEPEPETUCTPAIINN)
Jlata nmepBoii perucTpanuu:

10. JATA IEPECMOTPA TEKCTA

OOmiasi xapakTepHCTHKa JICKAPCTBEHHOTO Tmpenapata OQaBUpeH3-DABaHCA JOCTYIIHA Ha
uH(GOpMAIIMOHHOM TopTane EBpasuiickoro 3KOHOMHYECKOTO cOro3a B HH(DOPMAIMOHHO-
KOMMYHUKaIIMOHHOM cetn «/HTepHeT» http://eec.eaeunion.org/.
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