COOTBETCTBYET KCNEPTHOMY OTYETY
ot 27.08.2025 N= 21353

OBIIIAS] XAPAKTEPUCTHKA JIEKAPCTBEHHOFO TiPEAPATA = 002)

1. HAMMEHOBAHUE JTJEKAPCBEHHOI'O ITPEITAPATA:
O¢aBupens, 100 mr, Tab1eTKH, TOKPHITHIE TNICHOYHOH 000I0UKOM
Odasupens, 400 mr, TaOIETKH, MOKPHITHIC INICHOYHON 000JIOUKON

Ddasupens, 600 Mr, TaOIETKH, TOKPHITHIE TUICHOYHON 000JI0YKOM

2. KAUYECTBEHHbBIN U KOJUYECTBEHHBII COCTAB:
JleiicTByrolee BemecTBo: 3(aBupens

Ddasupens, 100 mr, TabJIETKH, ITOKPBITHIE INIEHOYHOU 000JI0YKOU

Kaxxnas tabnetka comepxut 100 mr ahaBupensa.

Ddasupens, 400 mr, TaOJIETKH, IIOKPHITHIE INIEHOYHON 000JIOYKOH

Kaxxnas Tabnerka cogepxut 400 mr shaBupeHsa.

Ddasupens, 600 mr, TabJIETKH, ITOKPBITHIE IUNIEHOYHOU 000JI0UKOU

Kaxxnas Tabnetka comepxut 600 mr a3haBupensa.
BcenomorarenbHble BellecTBa, HAJIMYME KOTOPBIX HAJO YUYHUTHIBATh B COCTAaBE JIEKAPCTBEHHOTO
npenapara: jakro3a (cMm. pasgensl 4.3 u 4.4), varpuil (cMm. pasgen 4.4). IlonHblii nepedeHb

BCIIOMOTATENIbHBIX BEIIECTB MPUBEACH B pazzeine 6.1.

3. JEKAPCTBEHHAS ®OPMA:
TabneTku, MOKPHITHIE MIeHOUHOU 060104uK0ii 100 mr, 400 mr, 600 Mmr.

JosupoBka 100 Mr. Kpyrias, II0ocKast CO CKOIIEHHBIMU KpassMU Ta0JIeTKa, TIOKPHITas! IJICHOYHOM

000JIOUKOI, OT CBETJIIO-CUHETO JI0 TEMHO-CHHETO 11BeTa. Ha monepeyHoM paspese siipo oT 0enoro
IO TI0YTH OEJIOro I(BETA.

Jo3upoBka 400 Mr: oBanbHasi, IBOSKOBBIMYKIIas TabIeTKa, TOKPHITAsl MJICHOYHOW 000JI0YKOMH, OT

CBETJIO-KOPUYHEBOTO JI0 TEMHO-KOPUYHEBOTO 1[BeTa. Ha momepeyroM paspese siapo ot 6emoro 10
O4YTH OEJIOTO IIBETA.

Ho3upoBka 600 Mr. oBasibHasI, TBOSIKOBBITYKJIasi TA0JIETKA, TOKPBITAS INIEHOYHOU 000JI0UKOM, OT

CBCTJIO-CHUHETO A0 TCMHO-CHHCTO LIBETA C pHCKOﬁ Ha OJgHOM CTOPOHC. Ha MOIIEPCIHOM DPaA3pe3€

SpO OT O€0ro 70 MOUTH OEJIoro LBETa.

4. KIMHUYECKUE JAHHBIE:

4.1. Iloxa3zaHus K NpUMEHEHUIO
B cocrase koMOMHMPOBaHHOI NPOTUBOBUPYCHOM TEpAIUK [JIsl JIEUEHHS B3POCIBIX, TIOAPOCTKOB
U JIeTel, MHPHUIMPOBAaHHBIX BUPYCOM UMMYyHoIedumTa yenoseka (B1UY-1).

4.2. PexuM 103MPOBAaHUS H CIIOCO0 NPHUMEHEHHS
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PexxuM 103upoBaHus
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BuyTps.

[Ipenapar pekoMeHIyeTcsi IpUHUMATh Tepe] CHOM HaTomak. Ilpuem sdaBupeH3a Bo BpeMms
npreMa MUY MOXET YBEIWYHUTDH SKCIIO3UIHIO 3(haBUPEeH3a U MPUBECTH K TOBBIMICHHIO YaCTOTHI
HE)KEJIATEJIBHBIX PEaKIUN.

Tepamnuto 3¢aBUPEH30M JIOJDKEH Ha3HAYaTh Bpay, UMEIONIHM onbIT eueHuss BUY-unpexumu.

PexxuM 1o3upoBaHusa

D¢daBupeH3 MOIDKEH Ha3HA4aTbCs B KOMOWHAIMM C JIPYTHMH  aHTHPETPOBHPYCHBIMU
JIEKapCTBEHHBIMH CPEJICTBAMH.

Bspocnvie

O¢aBupeH3 HazHavyaeTcsi B KOMOMHAIUMM C HYKJICO3HIHBIMH HMHIHOUTOpaMH OOpaTHOU
tpanckpuntassl (HMOT) ¢ unu 6e3 nuarudburopa nporeazst BUY no 600 mr 1 pa3 cyTku.
Koppexyus 003

Ecnu sdaBupens npumeHsieTcss 0JHOBPEMEHHO C BOPMKOHA30JI0M, 71032 BOPUKOHA30Ja TOJIKHA
ObITh yBenuueHa 10 400 Mr 2 pasa cyTkH, a 103a 3(paBupeH3a JoJKHA ObITh yMeHbIeHa 10 300
mr* 1 pa3 cyrkum. [locie mpekpamieHusi Tepanuyd BOPHKOHA30JIOM JIOJDKHA TPUMEHSTHCS
nepBoHavasibHas 103a dpasupensa (600 mr) (cm. pazgen 4.5.). Ecnu adaBupens npumeHseTcs
OJTHOBPEMEHHO C pu(paMIMIMHOM Y MaIMEeHTOB C¢ Maccoil Tema 50 kxr u Oosiee, MOXKeT
notpeboBaThCs yBenudeHue 10361 ddaBupensa 10 800 mr* 1 pa3 cytku (cM. paznen 4.5.).

*B 9TOM clyyae CIeAyeT NPUMEHSTH JIEKapCTBEHHBIC Ipenaparbl 3(aBHpeH3a, TaOJETKH,
MOKPBITBIC TUICHOYHOH 000J109K0H, B 1o3upoBkax 100 mr, 200 mr, 300 mr, 400 mr.

Oco0nie T'PYIIIBI TAIIMEHTOB

Tayuenmsi ¢ noueynol HedOCMamoyHOCmMuio

dapMakoKkrHETHKA 3(aBUpEH3a y MAlMEHTOB C MOYEYHOH HEIOCTATOYHOCTHIO HE HM3Yydasiach,
OJTHAKO, YYUTHIBas, YTO MeHee 1% adaBupeH3a SKCKpETHPYETCsl C MOUOi B HEM3MEHEHHOM BHUJIE,
HapyIeHne (pyHKIUH MOYeK He JODKHO OKa3bIBaTh CYNIECTBEHHOTO BIUSHHS Ha €r0 BHIBEJCHHE
(cMm. paznen 4.4.).

Iayuenmoi ¢ neueHOUHOU HEOOCMAMOYHOCHBIO

VY manueHToB ¢ 3a00JIEBaHUSMH TEUEHU JIETKOW CTENIEHH TSKECTH KOPPEKIUS 036l d(paBupeH3a
He TpeOyetcs. [Ipu ATOM manueHThl JOJDKHBI THIATEIBHO HAOMIOAATHCS Ha MPEAMET Pa3BUTHS
HEXKEJIATENBHBIX PEaKInil, 0COOCHHO CO CTOPOHBI HEPBHOU CUCTEMBI (CM. pazzedsl 4.3. u 4.4.).
He pexomenayercsi mpumeHeHHe dhaBUpeH3a y MAIMEHTOB C MEYEHOYHOW HEIOCTATOYHOCTHIO
CpeIHEeH CTEMeHU TSKECTH, TOCKOJIBKY Ha JIAHHBI MOMEHT BPEMEHHU HEIOCTATOYHO JTAHHBIX,
YTOOBI YCTAHOBUTD, HYXKHA JIH B TAKUX CITydasX KOPPEKIIHS O35

CTH
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Jlemu om 3-x 1em ¢ maccoui meaa om 32,5 ke u gonee
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O¢aBupeH3 Ha3HayaeTcss B KoMOMHAIMK ¢ MHruouTopom npoteassl BUY n/unu HUOT. [{ng neteit
OT 3 JIeT A03bI MOIOUPAIOTCS B 3aBUCUMOCTH OT Macchl Tena (cM. Tabmuiy 1). DdaBupen3 Moxer
Ha3Ha4yaThCsl TOJIBKO TEM JIE€TSAM, KOTOpbIE MOTYT IpOIJIaThiBaTh TaOyeTku. be3omacHocTh u
a3 dexTuBHOCTh MpUMEHEHUS d(paBupeH3a y aeTel Mitamie 3 JIeT WM Maccou Tenna MeHee 13 Kkr
HE YCTaHOBJICHBI.

Taoauna 1. {o3bl 115 AeTeil npu Ha3HAYeHUH I (PaBUPeH3a OJMH Pa3 B CYTKH

Macca Tesa, Kr Jlo3a a¢paBupensa, Mr
32,5 -40 400
40 u Gonee 600

Croocob nmpuMeHeHns

BayTps. Ilpenapar pekomeHmyercss MpuHUMAaTh Tiepes cHoM HaTtomak. [Ipuem adaBupeHsa Bo
BpeMs IpHeMa MUK MOXET YBEJIWYHUTh IKCIOZULUIO d(PaBUpEeH3a U MPHUBECTU K IMOBBIIICHUIO
YaCTOTHI HEXKETIATEIbHBIX PEAKIIHH.

4.3. IlporuBonokasaHus

o THIIEPUYBCTBUTENIBHOCTh K 3()aBUpEH3Y WM K JI000MY M3 BCIIOMOTAaTEIbHBIX BELIECTB,
NIEPEYUCIICHHBIX B pa3zene 6.1;

o NEYEHOYHAsI HEJIOCTATOUYHOCTh TSXKENION cTerneHu Tsokectu (kinacc C mo kiaccudukanuu
Yaitna-ITer0) (cM. pa3aenst 5.1., 5.2.);

° JIeTU ¢ Maccol Ttena Menee 32,5 kr (s qo3upoBok 100 mr, 400 Mmr), netu ¢ Maccoid Tena
menee 40 kr (mist mo3upoBku 600 Mr);

o OJTHOBPEMEHHBI TIpHeM C Tep(eHaTMHOM, aCTEeMH30JIOM, LU3AMPUIOM, MHIA30JIaMOM,
TpHa30JlaMOM, MHUMO3HIOM, OCTIPUAMIOM U ajKaJlOuJaMH CHOPBIHBH (HAIpUMEp, 3PrOTaMUH,
TUTUIPOIPTOTAMUH, OSPrOHOBHH  WJIM  METHIDPrOHOBUH), TOCKOJIBKY  KOHKYPEHTHOE
B3anMojeiicteue ¢aBuper3a ¢ uzopepmeHToM CYP3A4 MoxkeT NMPUBECTH K IOAABICHUIO
MeTa0oIM3Ma JaHHBIX MPENapaToB M MOSBICHUIO MPEANOCHUIOK I BOSHUKHOBEHHUS CEPHhE3HBIX
W/WIH YTPOKAIOIIUX >KU3HU HEXeNlaTelIbHbIX SIBICHUN (Hampumep, apuTMHUU, IJIUTEIHHOTO
ceaaTuBHOrO 3 deKTa uin yrHeTeHus aAbixanus) (cM. pazzaen 4.5.);

o OJTHOBPEMEHHBIN MpueM C IpernapaTaMu/IpoyKTaMU PACTUTEIBHOTO MPOUCXOXKICHUS,
coJlepKalIuMi 3Bepo00il mpoAbIpsBiIeHHbIN (Hypericum perforatum), TMOCKOIBKY IPH 3TOM
BO3MOXKHO CHM)KEHHE KOHIIEHTpAluH 3(paBUpeH3a B IJIa3Me KPOBHU U, KaK CIIEACTBUE, CHIKCHHE
ero KIMHIYecKoro 3gdexra (cm. pazaen 4.5);

o OJHOBPEMEHHBIH  TNpPHEM C  Tpa3olpeBUPOM/IOACBHPOM, HU3-32  0XKHMJAEMOTO

3HAYUTENILHOTO CHWIKEHHWs KOHIIEHTpAIlMd B IUla3Me KPOBU Tpas3onpeBupa U 3imbacBupa (Cwm.
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paznen 4.5.). O1oT 3peKT BO3HUKAET BCIACACTBHE TOTO, é%%&rglgd%%'ﬁﬁmg&%%%em

CYP3A4 wummn rnukonporeun P (P-gp), 4ro npuBOAMT K MOTEpe BUPYCOIOTMYECKON
3 PeKTUBHOCTH (TepaneBTudeckoro 3(pdexra) rpasonpeBupa/sndacsupa;

o Ha3zHaueHue 3(aBUpEH3a NallueHTaM:

- IpY HAJIMYXUY B CEMEMHOM aHaMHE3€ CIy4YacB BHE3AITHOW CMEPTH WIIM BPOXKACHHOTO Y UIMHEHUS
untepana QTc Ha odnekTpokapauorpamMme WM JPYrUX  KIMHUYECKUX  COCTOSIHUH,
CONPOBOXKAAIOIINUXCS YITTMHEHHEM nHTepBaia QTc;

- ¢ KJIMHUYECKUMU MPOSBICHUSIMUA apUTMHHU CepALla WK ¢ KIMHUYECKH 3HaYMMO Opaukapauen
WIH XPOHUYECKOW CEpJIeYHON HEIOCTATOYHOCTHIO CO CHIKEHHOW (hpakiuedl BeIOpoOca JIEBOTO
KeJIyZ04uKa B aHaMHE3€;

- C TSDKEJIBIMM HapyILIEHUSIMH DSJIEKTPOJMTHOro OajlaHca, HalpuMep, THUIOKaJIUeMHEH WIH
TUIIOMarHUEMHEH.

. OnHOBpEMEHHBIN MPHUEM C MpenapaTaMH, BbI3BIBAIOIIMMU yIjuHeHHEe HHTepBana QTc
(mpenapathl ¢ apUTMOT€HHBIM PPEKTOM):

- aHTHapUTMHUUECKHE npenapatsl kiaaccos [A u I1I;

- HEWPOJIENTUKY, AaHTUJIETIPECCAHTHI;

- HEKOTOpble AaHTMOMOTHKHU, BKJIIOYas Ipenaparbl, OTHOCAIIMECS K CIEAYIOIIUM KiaccaM:
MaKpoIU/bl, (PTOPXUHOJIOHBI, MPOTHUBOIPHOKOBBIE Mpenaparsl MPOM3BOJIHBIE HMMHJAa30ja U
TpHa307a;

- HEKOTOpbIC HEeCeTaTUBHBIC AaHTUTUCTAMUHHBIC TIpEnapaThl (TeppeHa i, acCTeMU301);

- IM3anpu;

- ekanHuz;

- HEKOTOpbIE MPOTUBOMAJISIPUIHBIE ITPENapaThl;

- METaJIOH.

o HETMEePEHOCUMOCTb JIAKTO3bI, JEPHUIIUT JIAKTA3bI, TJIIOKO30-TATAKTO3HAs MAIbaOCOPOIIHSL.
4.4. OcoOble yka3aHusi 1 MepbI NIPEJIOCTOPOKHOCTH NPH NPHMEHEHHH

C 0CTOPOKHOCTBIO

o [TarueHTHI, UMEIONTIE B aHAMHE3E TICHXUATPHYECKHAE PACCTPOMCTBA, HAXOATCS B TPYIIIIC
MOBBIIICHHOTO PHUCKA MO Pa3BUTHIO CEPbE3HBIX HEXKENATETbHBIX PEAKIUN CO CTOPOHBI ICUXUKH,
. MAlUEHThl C TEYEHOYHOM HENOCTATOYHOCTHIO JIETKOW M CpPEIHEH CTENEeHU TIKECTH
(xmaccel A u B mo Yaiina-ITs10);

. [TanmeHTHI, UMEIOMKE CyA0POTH (B TOM YHCIIC B aHAMHE3E);

o [TarueHTHl, NPUHUMAIONIME COIMYTCTBYIOIIME IPOTHUBOCYJIOPOKHBIE CPEJICTBA C

MPpEUMYyIIECTBCHHBIM MeTa00IM3MOM B INEYCHH, TaKHMC Kak q)CHI/ITOI/IH, Kap6aM33€HI/IH u
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dbenobapOuTa, BaabIIpoeBast KHCIOTa, BUTa0aTRUH ( Heoéa';'&‘lﬁﬂg%ﬁlﬂﬂhﬂ'ﬁ%ﬁﬁﬁ&&mﬁ

KOHTPOJIb KOHIIGHTPAIMU B KPOBH);

o OnHOBpEeMEHHOE IPUMEHEHHE C JapyHaBHPOM, apTeMETepOM/ITyMe(QaHnTPUHOM;

o He pPEKOMEH/TyeTCs OJTHOBPEMEHHOE pUMEHEHNE sdaBupeH3a c
BEJIMATaCBUPOM/BOKCHIIAIIPEBUPOM/COPOCOYBUPOM;

. OnHOBpeMEeHHOE MPUMEHEHHE d(paBUPEH3a C TIICKAPEBUPOM/TTHOPEHTACBUPOM.

Oco0bIe YKa3aHus

DaBupeH3 He JOKEH NPUMEHITHCS B KauecTBe €AUHCTBEHHOTO Mpernapara s jgedenus BIY-
UHQEKINH, a TakkKe He JOJDKeH J00aBIAThCS B KAveCTBE EJMHCTBEHHOTO TIpernapaTra K
Hea(pdexTuBHOM cxeme Tepanuu. Kak m B cilydae JOpyrux HEHYKJIECO3UIAHBIX MHIHOUTOPOB
oOparHoi Tpanckpunrtassl (HHMOT), npu npumeHeHuu s¢aBupeH3a B MOHOTEPAIIUM MOXKET
OBICTPO Pa3BUTBCS PE3UCTEHTHOCTh Bupyca. [Ipu BBIOOpE HOBBIX AHTUPETPOBUPYCHBIX
IpenapaToB JUIsi IPUMEHEHHUSI B KOMOMHAINH C 3()aBUPEH30M CIIEYET YUYUTHIBATh BO3MOKHOCTD
Pa3BUTHS TIEPEKPECTHOM PE3UCTEHTHOCTH BUpyca (cM. pazmenst 5.1., 5.2.).

He pexomenayercs mnpumeHeHue 3¢paBUpEH3a OIHOBPEMEHHO C  TalJleTUPOBAaHHBIMU
JEKapCTBEHHBIMM  TpenapaTtaMM ¢ (UKCHpPOBAaHHBIMH  KOMOMHAIMsIMM  3(aBHpeH3a,
SMTPHUIMTA0MHA W TEHOPOBUPA AU30MPOKCHI yMapara, €CIIM TOIBKO HE TPEOYeTCs] KOPPEKIIHSI
710361 (HarmpuMep, IpHu MPUMEHEHUH ¢ PUDAMITHIITHOM ).

OnHoBpeMeHHbIN npueM 3¢aBUpeH3a ¢ INIeKaIpPeBUPOM/ITUOPEHTACBUPOM MOXKET 3HAUYUTEIBHO
YMEHBUINTh KOHIEHTPAIlMK TJIMKANpeBHpa W MUOPEHTAcBUpa B IUIa3ME€ KPOBH, YTO MOXKET
OpUBeCTH K  morepe  TepameBThueckoro  s¢pdexkra.  CoBMeCTHOe  MpPHUMEHEHHE
TJIeKanpeBupa/midpeHTacBupa u dGpaBupeH3a He PEKOMEH Ty €ETCSI.

He pexomeHnayercss OIHOBpEMEHHOE INpHUMEHEHHE 3(aBHpeH3a C IpernaparaMd Ha OCHOBE
skcTpakTa ['mukro bunoba (cm. paznen 4.5.).

[Ipu Ha3HaUeHMM MpenapaToB ISl OJHOBPEMEHHOTO PUMEHEHHUs ¢ 3(paBUPEH30M Bpay JOJKEH
o0paTUTbCd K HHCTPYKUMSIM IO MEIUIUHCKOMY TNPUMEHEHUIO JaHHBIX JIEKapCTBEHHBIX
Ipenaparos.

Ha ¢one nposenenus antuperpoBupycHoit Tepanuu (APBT) Henb3st HCKIIIOUMTH PUCK Mepeiaun
BHY npyrum nunaM BO BpeMsl CEKCYalIbHOTO KOHTAKTa WIK 4epe3 KPoBb. B ¢BA3M ¢ 3TUM ciieyer
co0Ir0AaTh COOTBETCTBYIOIINE MEPBI IPEIOCTOPOKHOCTH.

Conymcmeyrowas APBT

Ecnu npueM kakoro-au0o aHTUPETPOBUPYCHOTO CPEACTBA B cocTaBe kKoMOuHuUpoBaHHO! APBT
OTMEHSIETC B CBSI3W C TMOJO3PEHHEM Ha HENEePeHOCHMOCTb, HEOO0XOIMMO pPacCMOTPETh
BO3MO)XHOCTh OJHOBPEMEHHOM OTMEHBI BCEX AaHTHPETPOBUPYCHBIX cpencTB. Ilpuem Bcex

OTMEHEHHBIX aHTUPETPOBUPYCHBIX MPENapaToB JOJDKEH ObITh BO30OHOBJIEH Cpa3y IoCIie
5



ot 27.08.2025 N= 21353
¥ =T e A 1 Onnas
MCUYE3HOBEHHS CUMIITOMOB HenepeHocuMmocTH. He peKoMQ{'ﬁVe—ltgﬂ]ﬁb%ﬁ'Jﬁgﬁlih‘i&oLa pafiis u

COOTBETCTBYET 2KCNEPTHOMY OTYETY

Mocle0BaTeIbHOE MOBTOPHOE HA3HAUYEHHWE AHTUPETPOBHPYCHBIX CPEICTB U3-3a IMOBBIIICHUS
BEPOATHOCTH IOSIBJICHHSI PE3UCTEHTHOIO K Tepaluy BUpyca.

Koorcnas coine

B xnmHuyeckux uccinenoBaHuax s¢aBUpeH3a HAOMIOJANNCh JIETKO U YMEPEHHO BbIpaKCHHbBIC
BBICBITIAHUS, KOTOPbIE OOBIYHO MCUE3alu MPHU MPOA0KEHUH Tepanuu. [IpreM coOTBETCTBYIOMINX
65okaTopoB Hi-rucTaMUHOBBIX PELIENTOPOB W/WIIN TIIOKOKOPTUKOCTEPOUIOB MOKET YIIyULIUTh
NIEPEHOCUMOCTh M CITIOCOOCTBOBATH CKOPEHIIIEMY NCUYE3HOBEHHIO KOXKHOM ChilH. Tspkemnast popma
KOKHOM CBIMH, COMTPOBOXKAaeMasi BOJABIPSIMHU, IeCKBaMallle 3MuTeaus Wik o0pa3oBaHUEM SI3B,
HaOmoganach MeHee 4eM y 1% mMmanuMeHToB, MPUHUMABIIMX 3¢aBupeH3. MHorodopMHas
JKCCyaTUBHAs 3puTemMa win cuHjapoM CrtuBeHca-/[xoHcona BcTpeuanuch y 0,1% nanueHTos.
Ecin y nanveHTOB BO3HUKAeT Tskenas (opma ChIIM, CONpPOBOXKJIaeMas BO3HHKHOBEHHEM
BOJIJIBIpEH, JeCKBaMaleil SMUTEINsl C BOBJICYEHHEM CIIU3HMCTBIX O0OJOYEK WM JIMXOPAJAKOMH,
HEOOXOJUMO HEMEIJICHHO MpeKpaTuTh mpueM d(daBupensa. DdaBUpeH3 HE PEKOMEHIOBaH
HalyveHTaM, y KOTOpBIX OblUla yrpojkarolas >KU3HM KOXKHAs peakuus (Harpumep, CUHAPOM
CruBenca-J[>xoHcona). B ciywae mpekpamenus tepamuu S()aBHPEH30M  HEOOXOIMMO
paccMOTpeTh BOMPOC O MPEKpallleHuu MpHeMa IAPYTHX aHTUPETPOBUPYCHBIX CPENCTB, YTOOBI
n30eKaTh MOSIBIICHUS PE3UCTEHTHOTO K Tepanuu Bupyca (cm. pazzaen 4.8.). Ciryyan KOKHOM ChINU
3apeructpupoBanbl 'y 59 u3 182 nereit (32%), momyuaBmux JiedeHue 3(aBUpeH30M B 3
KIIMHUYECKHX UCCIIEIOBAHUSX CPETHEHN IPOAOIKUTEIHHOCTRIO 123 Henenu. Y 6 neTeil chinb Oblia
TspKeno. Meanana BpeMeHH Havalia TIOsIBJICHUS ChITIN Y ieTel coctaBuia 27 aueit (3 - 1504 qus).
[lepen nHauamoM Tepanmuu 3(aBUpEeH3OM Yy JAeTed MM MOXET ObITh pEeKOMEHJI0BaHa
COOTBETCTBYIOIIAs aHTUTHUCTAMUHHAS Tepanus B Ka4ecTBe MPOQPUIAKTUKH.

OnbIT mpuMeHeHHs J(aBUpeH3a Yy MAIMEeHTOB, KOTOPHIM OBUTM OTMEHEHBI JIpyrHe
a"HTHpeTpoBUpycHBIE cpenacta u3 k1acca HHUOT, orpannyen (cm. paszaen 4.8.). DdaBupeHs He
PEKOMEH/IOBaH TaIlMeHTaM, Y KOTOphIX paHee Ha ¢one mpuema apyrux HHUOT passunuce
YTPO’KAIOIIUE KU3HU KOXKHBIE peakiuu (Hampumep, cuapoM CtuBeHca-/[>KOHCOHA).

Yonunenue unmepsana QTc

Yivnenune untepBana QTc nHaOmromanoch y MalMEHTOB, NMPUHUMAIOMIMX A(paBUPEH3 (CM.
pasmensr 4.3., 4.5.). VY mnanumeHtoB ¢ puckoMm ymaauHeHus QTc cremyer paccMOTpeTh
aNbTepHATUBHYIO Tepanuio 0e3 npumMeHeHus d(haBupeH3a.

Cumnmombvi co CmopoHbl NCUXUKU

Nmetorcs naHHBIE O BO3HUKHOBEHHWH HEXKENATENbHBIX SBJICHUM €O CTOPOHBI ICUXUKH Y
NAlMeHTOB, NpUHUMAaBMIMX 3¢paBupen3. [lanueHTsl, HMeOIIME B aHaMHe3€ ICUXHYECKHE

paCCTpOﬁCTBa, HaxoddATCd B TIpPyHIie IIOBBIIECHHOI'0O pPHUCKAa IO Pa3BUTUIO CCPBE3HBIX
6
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yacto Ha0mojnanack Yy TMalMEeHTOB C Jenpeccueil B aHaMmHesze. Takke HMEIOTCS
IOCTPETUCTPALIMOHHBIE TAaHHBIE O CIy4asix TSHKENIOM JAENpPECCUM, CMEPTH B pe3ysbTare CyuIuaa,
Opena 1 cuxo301mog00HOT0 moBeneHus. [larmeHToB HEe00X0AUMO IPEAYTIPETUTH O TOM, YTO TIPH
Pa3BUTHM TaKUX CUMIITOMOB, KaK TsDKeJasl JENpecchs, MCUX03bl WIN CYUIUIAIbHbIE UAEH, OHU
JIOJKHBI HEMEIJIEHHO COOOIUTh 00 3TOM CBOeMy Bpauy. Bpau goimkeH onpeaeauTb BO3MOKHYIO
CBSI3b 3THX CHUMIITOMOB C MPHEMOM 3()aBUPEH3a, U, €CIH 3Ta CBA3b MOATBEP)KAAETCS, OLEHHUTD
COOTHOILIEHHE PUCKa JJIS MalUeHTa MpU MPOJOJDKEHUHN TEPaluu U MOTEHLIUAIbHON IMOJb3bl OT
npuema npenapara (cM. pazzaen 4.8.).

Cumnmombvl o CMOpPOHbL HEPEHOUL CUCTNEMbL

VY manueHToB, MpUHUMABIIKX d¢aBupeH3 B n1o3e 600 mMr 1 pa3 B CyTKH B paMKax KIMHHYECKUX
UCCJIEIOBAaHUM, 4acTO HAOIIOJAINCh CIEAYIOIIME CHMIITOMBI: TOJIOBOKPYXEHHE, OECCOHHMIIA,
COHJIMBOCTb, CHU)KEHUE KOHLIEHTPALIMK U M1aTOJOTUsI CHOBUACHUH, a TaK)Ke BCTPEYAIUCh JIpyTrHe
HeXenarenbHble siBieHus (cM. pa3zaen 4.8.). CHUMOTOMBI CO CTOPOHBI HEPBHOM CUCTEMbI OOBIYHO
HaOJII0/1aJIHMCh B TEYEHUE IEPBOTO WIIM BTOPOTO JHS TEPANHH U B OOJIBIIIMHCTBE CIy4aeB UCUE3aIn
nocie nepBeix 2 - 4 Henenb. [lanmeHTOB HEOOXOAMMO MPOUH(POPMHPOBATH O TOM, YTO TaKHE
CHUMIITOMBI, €CIJIM OHU HNOSBIISIOTCS, 0OBIYHO UCUE3AI0T IPU MPOAOKEHUH TEPANNU U HE SBIIAIOTCA
IPU3HAKOM BO3MOXKHBIX HapYLIEHUH CO CTOPOHBI ICUXHUKH, KOTOPbIE BCTPEYAIOTCS PEXKE.
HelipoTokcHYHOCTh ¢ MO3IHUM HayaJloM, BKJIIOYas aTakCHi0 W sHuedansonaTvio (HapylleHue
CO3HAaHMs, CIYTaHHOCTb CO3HAHMsI, IICUXOMOTOPHOE 3aMeEIJIEHHE, ICHX03, NEIUPHUIl) MOKET
BO3HHKATh Yepe3 HECKOIBKO MECSIIEB WIIH JIET TIOCIIe Havaa Tepanuu dpaBupeH3oM. Hexoropsie
cilyyau HEMPOTOKCHMYHOCTH C IMO3JHMM HAyajioM BO3HHMKAJIM Yy MAIMEHTOB C I€HETUYECKUM
nonumopdusmom uzodepmernta CYP2B6, uTo cBA3aHO C TOBBIIIEHHMEM KOHLEHTpAIUU
sdaBupeH3a B IJIa3Me KpPOBH, HECMOTpS Ha CTaHAApTHBIE 103bl 3daBupeH3a. llanueHTs C
NpU3HAKAMU M CHMIITOMaMHU CEPhE3HBIX HEBPOJIOTUYECKUX MOOOYHBIX APPEKTOB JOIKHBI OBITH
He3aMeUIMTENbHO 00CIIeJ0BaHbI IS TOr0, YTOOBI OLEHUTh BO3MOKHOCTb CBSA3H IaHHBIX COOBITHH
¢ MprueMoM 3(haBUPEH3a U 0OOCHOBAHHOCTh MPEKPALICHUS TepAaK 3(aBUPEH3OM.

Cyoopoorchble npunaoxu

Coobmanocs 0 cynoporax y MalydeHTOB, MPUHUMABIIUX 3(aBUPEH3, OCOOCHHO y TAIUEHTOB C
cygoporaMM B aHamHe3e. lIpu OJHOBpPEMEHHOM MPUMEHEHHHM MPOTUBOCYIOPOXKHBIX
JIEKapCTBEHHBIX CPECTB, META0OIM3UPYIOIUXCS B OCHOBHOM B MEUYEHH, TAKUX KaK (DEHUTOUH,
kapOamazenuH u  (enoOapOuTan, cieayeT MEPUOAMYECKH MPOBOJUTH  ONpEeSICHHE
KOHIIEHTpalUMid A3THX TMpenaparoB B IUla3Me KpoBH. MccnenoBaHue B3aMMOACHCTBHI
JIEKapCTBEHHBIX CPEACTB IOKA3ajlo, YTO MpPHU OJHOBPEMEHHOM IPHUMEHEHMH KapOamas3enuHa U

s¢aBUpeH3a KOHLEHTpAlMM KapOaMa3zenmuHa B IUIa3M€ KPOBU CHMXKAJIUCH (CM. paszen 4.5.).
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

HaAOJIIOJEHUEM.

HeocenamenvHule A61eHUsA CO CMOPOHbL NEYeHU

B nocTpeructpannoHHbIi Iepro HabI0ACHUS OBLIO MOyYeHO HEOOIBIIOE YHCIIO COOOIICHHUH 0
Pa3BUTHM MEUYCHOYHOIN HEOCTaTOYHOCTH Yy MALMEHTOB 0€3 yKa3aHuil Ha 3a00J1eBaHUs IIE€YEHHU B
aHaMHe3e, a TaKke 0e3 APYruX BBIIBICHHBIX (PaKTOPOB pUcKa (cM. pazzen 4.8.). B cBsa3u ¢ atum
PEKOMEHAYETCSI OCYIIECTBIIATh MOHUTOPUHI aKTMBHOCTU «IICYEHOYHBIX» (DEPMEHTOB Haxe y
NaIMEeHTOB 0e3 MeYeHOYHO AUCHYHKINH B aHAMHE3€ WU IPYTHX (PaKTOPOB PHUCKA.

Bnuanue nuwu

[Ipu npumeHeHuu »>¢aBuUpeH3a BO BpeMs IpHEMa MHUIIM MOXET BO3pPACTaTh 3SKCIIO3UIIMS
adaBupen3a (cM. pasgensl S5.1., 5.2.) 9TO MOXKET MNPUBOAUTH K YBEIUYCHUIO YaCTOTHI
HEe)KeNaTeNbHbIX peakiuil (cMm. pasgen 4.8.). B cBsf3u ¢ 3TUM pEeKOMEHAyeTcs NPUHUMATh
3(¢haBUPEH3 HATOILAK, J)KEIATEIbHO Ha HOYb.

Cunopom 6occmaHno61eHUS UMMYHUMema

JlaHHbIi cMHAPOM HaOIIoAaCA Y MAMEHTOB € TSHKEIBIM UIMMYHOAES(PUIIMTOM B 1000 MOMEHT
nocje Haudaja npoBeaeHus kKoMOuHupoBaHHOW APBT. B pesynbrare ycuiieHus MMMYHHOIO
OTBETA BCJICJCTBUE TEPAMHM B TEYCHHE HECKOJIBKMX HEIENb WIA MECSLEB OT Haydaja JICYCHUS
MOJKET  pPa3BUTbCA  BOCHAIMTENbHAs  pEaKUUs HA  HEAaKTUBHBIE WJIM  OCTaTOYHbBIE
OMIOPTYHUCTHYECKHE MH(EKIINU, TAKUE KaK IIUTOMETAIOBUPYCHBIH PETHHUT, T€HEPATM30BAHHBIE
W/WIIM 04aroBble MUKOOAKTEepHaIbHbIE MH(EKINH, THEBMOHUS, BEI3BaHHAA Pneumocystis jirovecii
(mpexxHee Ha3zBaHue - Pneumocystis carinii). Takue BocHaaUTeNbHbIE CUMITOMBI HYKIAIOTCS B
JAJIBHENIICH OLICHKE U HA3HAYECHNUU COOTBETCTBYIOILETO JICUEHUS.

AyTOMMMYyHHbIE HapyIlleHus (Takue Kak Ooyie3Hb ['peiiBca W ayTOMMMYHHBIH TemaTUT)
HaOroanuch Ha (POHE BOCCTAHOBJICHUS MMMYHHUTETA, OJTHAKO BPEMs HAYaJbHBIX MPOSBICHUN
CHJIFHO BapbhbHpOBAJIO W 3a00JI€BaHWE MOTJIO BO3HHMKATH Yepe3 MHOTO MECSIIEB IOCIIe Hadaia
TEPAIHH.

Jlunooucmpogus u memabonuueckue HapyuieHus

KombunupoBannas APBT accoumupoBaHa ¢ mnepepacnpeneieHueM MOIKOKHOW-)KUPOBOi
Kiaeryatku Tena (mumommcrpodus) 'y BUYU-uHpummpoBaHHBIX manueHToB. OTHaneHHBIC
IOCIICACTBYSI ATOTO SIBJICHHS IIOKA HEU3BECTHBI, U MEXaHU3M €TI0 Pa3BUTHS N3Y4YCH HEAOCTATOYHO.
[Ipennonaraercs CBs3b MEXIY BUCIEPAJIbHBIM JIMIIOMAaTO30M M IMPUMEHEHHEM HHTHOUTOPOB
nporea3sl u jgunoarpopun u npumenenneM HHWOT. IloBblleHHBIH pUCK Pa3BUTHUSA
JHIOAUCTPOPHH MOXKET OBITH OOYCIIOBIIEH KaK WHIWBUAYAIBHBIMHA (PAaKTOpaMH, TAaKUMH Kak
HOXWJIOW BO3pacT, Tak M (hakTopaMH, CBA3aHHBIMU C IPUEMOM HPENaparoB, TAKUMH Kak

nponoskutenbHas APBT u csi3anHbIe ¢ Heil MeTabonndeckue HapylieHus. B ¢Bs3u ¢ aTuM npu
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

oOpaiias BHUMaHHE Ha IMepepaclpelesieHHe MOIKOXKHOW >KAPOBOM KIIETYATKH, a Takke
ONPEAENATh KOHIIEHTPALMIO JIMITUIOB B CBIBOPOTKE KPOBH HATOIIAK U KOHLIEHTPALIUIO TJIFOKO3bI B
KpoBH. Hapymenus: aumuaHoro OOMEHa JOJDKHBI KOPPEKTHPOBATHCS B COOTBETCTBUHM C
KIIMHUYECKUMH TIPOSIBIICHUSIMH (CM. paznen 4.8.).

OcmeoHexkpos

XoTs 3THONIOTHS JTaHHOTO 3a00JIeBaHMs MPU3HAHA MHOTO(PAKTOPHOW (BKIIOUAs MPUMEHEHHE
TITFOKOKOPTUKOCTEPOUJIOB,  3JIOYIOTPEOJICHUE — aJIKOTOJIEM, TSDKEIYI0 HMMYHOCYIIPECCHIO,
MOBBIIICHHBIA MHAEKC MacChl Tela), CIIydau OCTEOHEKp03a HaOI0alNCh MPEUMYIIECTBEHHO Y
nanueHToB ¢ anuTenbHoit BUY-un(exnuelt w/unum y NaUeHTOB, ATUTENBHO TMOTYYaBIIMX
koMOuHupoBannyto APBT. [lanueHTbl AODKHBI HE3aMEUIUTENFHO OOpaTHTHCA K Bpady IpH
TIOSIBJICHUY OO0JICH B CyCTaBaX, CHIDKCHUH TIOJIBUKHOCTH CYCTAaBOB WJIA TPYIHOCTSX IPH X0ab0e.

Oco0nie T'PYIIIBI TAIIMEHTOB

Iayuenmel ¢ 3a601e6anuamu neveHu

O¢aBupeH3 NPOTUBOMOKA3aH MAIMEHTAaM C MEYEHOYHON HEJIOCTATOUYHOCTBIO TSKENOW CTENeHU
Tsokectn (kmace C mo knaccudukarmuu Yainn—IIe0) (em. pasmensr 4.3., 5.1., 5.2.) u He
PEKOMEHAYETCS MalMeHTaM C MOPAKEHUEM IEYCHH CPEIHEH CTENEHM TSHKECTH, ITOCKOJIBKY Ha
JTAHHBI MOMEHT HEJOCTaTOYHO MJAHHBIX, YTOOBl YCTaHOBUTb, HY)KHAa JM B TaKUX CIIydasx
KOppEeKLMsl 103bl. BeneacTBue MHTEHCHBHOTO MeTabonn3Ma 3¢haBUpeH3a CUCTEMOM LIUTOXpOMa
P450 u orpaHMYeHHOro OIBITa KIMHUYECKOIO IPUMEHEHMsI Ipernapara y NalUeHTOB C
XPOHUYECKHUMH 3a00JICBaHUSAMHU TIE€UYEHHU CIEAYET COOIOAATh OCTOPOKHOCTh MPU Ha3HAUYCHUH
s¢aBUpeH3a NaleHTaM ¢ 3a00JIEBaHUSIMU IEYCHH JIETKOH cTeneH! TsuKkecTH. [Ipy 3ToM nanueHTs
JIOJDKHBl HAaXOJUThCS IMOJ HAOJIOJEHUEM JUIs CBOEBPEMEHHOI'O BBISBIECHHUS 0303aBUCHUMBIX
HE)KeJIaTeNbHBIX Peaklnii, 0cOOEHHO CO CTOPOHBI HEPBHOM cucTeMbl. Takke uepes onpeieieHHbIe
MHTEPBAJIbl BpEMEHHU CIeAYyET MPOBOIUTH J1a00PAaTOPHBIE AaHATIM3bI I OLIEHKU COCTOSIHUSI IEYEHU
(cm. paznmen 4.2.).

bezonacHocth 1 3¢pekTHBHOCTE 3(aBUpEeH3a HE MOATBEPXKIAEHBI Y MAIlMEHTOB CO 3HAYMMbIMU
HapyleHus MU (YHKIIMK TIeueHu B aHamHese. [lanuenTs! ¢ xponudeckuM renaturoMm B mimm C,
npUHUMaolue KomMOuHMpoBaHHY!0O APBT, BXomsaT B TIpynmy pHCKa pPa3sBUTHS TSDKEIBIX
HE)KEJIATEJIBHBIX PEAKIUI CO CTOPOHBI IEYEHHU, KOTOPBIE MOT'YT IIPUBECTHU K JICTAIBHOMY HUCXOY.
VY mauueHToB ¢ HapylleHHeM (QYHKLUUH M€YeHU B aHAMHeE3€, BKJII0Yasi XpPOHUUECKUH aKTHBHBIHI
TelaTUT, MOBBIIIACTCS YAaCTOTa PAa3BUTHUS HAPYIICHUH (QYHKIIMU MEYSHU NPH KOMOWHUPOBAHHOM
APBT, nostomy Takue MaluueHThbl JOKHBI HAXOAUTHCS O] HAOJIOJEHNEM B COOTBETCTBUU CO
CTAaHJApTHOM cXeMOH. Y MalMeHTOB ¢ yXyALIEHHUEM TedeHHs 3a00JieBaHMs IEUEHH WIN C

YCTOIZHHBBIM YBCIIMUCHUCM AKTUBHOCTH CBIBOPOTOYHBIX TPAaHCAMHUHA3, IPCBBIIIAOIIUM Oonee
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JOJDKHA  COINOCTABJIATBCA C  BO3MOXKHBIM ~ PUCKOM B OTHOLIEHWM  BO3HUKHOBEHUS
renaToTOKCUYHOCTH. B  OTHOIIEHMM TakMX NalMEHTOB CIEAYET pPAcCMOTPETh BOIPOC O
1enaecoo0pa3HocT npepriBanus uiau otMeHsl APBT (cm. pasznen 4.8.).
[Ipy ONHOBPEMEHHOM IIPUMEHEHUM JPYTHX JIEKAPCTBEHHBIX CPEACTB C  HM3BECTHOU
reNaTOTOKCUYHOCTBI0 PEKOMEHIYETCsS MPOBOAUTH KOHTPOJb AKTUBHOCTH «IEYCHOYHBIX)»
¢epmentoB. Ilanmentam c¢ rematutoM B wim C npu Ha3HaueHMM KOMOMHHPOBAHHOM
IPOTUBOBUPYCHOM TEpAIUU CIEAYET TAKXKE PYKOBOACTBOBATHCSA MHCTPYKIUSAMU 110 IPUMEHEHUIO
Ha3Ha4acMbIX NpenaparoB Ajs jeueHus renatura B wim C.
Iayuenmul ¢ noueuHou He0OCMamo4HOCmMbIO
dapmMakoKMHETHKA 3(paBHpeH3a Y MAIMEHTOB C MOYEYHON HEIO0CTATOYHOCTHIO HE H3ydasach,
OJIHAKO B CBSI3U C TEM, YTO B HEM3MEHEHHOM BUJE MOYKAaMHU BbIBOAUTCS MeHee 1 % npuHsTOn
710361 3(paBUpEH3a, HapyIlIeHUEe (PYHKLIUHU MOYEK HE JOKHO OKa3bIBaTh CYIIECTBEHHOTO BIUSHMUS
Ha BbIBeJleHHE 3(aBupen3a (cM. pazzmen 5.2.). OnbIT npuMeHeHHs 3(aBHUpeH3a y MalUeHTOB C
MOYEYHON HEIOCTATOYHOCTBIO TSDKEJIOW CTENEHM TSKECTH OTCYTCTBYET, B CBS3HM C YEM y TaKHX
NAlMEHTOB CJIEAYeT TMPOBOAUTH TIIATEIbHBI MOHUTOPUHI OE30MAaCHOCTH NPUMEHEHUs
npernapara.
Iayuenmor noxcunozo 6ospacma
[TockonbKy B KIMHMYECKHE MCCIEIOBAHUS ObUIO BKJIIOUEHO HEOONBIIOE KOJIMYECTBO MOXKUIBIX
NAIMEHTOB, HET OCHOBAaHUM IpeNIoararh, YTo JEHCTBUE IpernapaTa Ha MaldeHTOB MOXKUIJIOTO
BO3pacTa OTJIMYAaeTCs OT TAKOBOT'O y 00Jiee MOJIOIbIX NAI[IEHTOB.

€T’
[Ipumenenue s¢aBupensa y neteid muajiie 3 MecsleB MIM ¢ Maccod Teila MeHee 3,5 Kr He
UCCJIEIOBAJIOCH.

BcrnoMmorarensHble BEIECTBA

[Ipenapat coaep uT JaKTO3y U HATPUH.

4.5. BzaumoaeiicTBHe ¢ JPYrHMHU JIEKADCTBEHHBIMH NpenapaTtamMu 4 JApyrue ¢opmbl
B3aNMMOJEHCTBUSA

Ddasupens in vivo sensiercs uaaykropom m3odepmento CYP3A4, CYP2B6 u YAD-I'T1AL.
Konnenrpanuss B 1uiasmMe KpOBU COEIMHEHUI, KOTOpbIE SIBISIOTCS CyOCTpaTaMH JIaHHBIX
n30(EepPMEHTOB, MOXKET CHIDKATHCS MPU OJHOBPEMEHHOM MpUMEHEHHUH ¢ d(daBupeH3oM. B 1o xe
BpeMs in vitro 3daBupen3 uHrubupoBan uzopepmeHT CYP3A4. TeopeTHueckud 3TO MOXKET
MPUBECTH K yBenudeHUio skcnosuiiuu cyocrpatoB CYP3A4, mostoMy cremyer coOmoaaTh
OCTOPOKHOCTh TIpu npuMeHeHnn cyoctpatoB CYP3A4 ¢ y3kuM TepanmeBTUYECKHM OKHOM.

O¢aBupen3 moxer O0bITh UHAYKTOpOoM H3odpepmentoB CYP2C19 u CYP2CY, onnako in vitro
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

OpU OJHOBPEMEHHOM IPHUMEHEHUHM »H(aBUpeH3a C COEAUHEHHSIMU-CyOCTpaTaMu JIaHHBIX
u30(epMEHTOB, He siceH (cM. pasnenst 5.1., 5.2.).

Oxcno3unus 3(aBUpeH3a MOKET YBEIUYMUTHCA MPHU NMPUMEHEHHM IpernapaTa OJHOBPEMEHHO C
HEKOTOPBIMU JIEKAPCTBEHHBIMM IpernapaTaMu (HalpuMep, PUTOHABHPOM) WM MUILEBBIMU
OpOAyKTaMH (HampuMmep, ¢ TperndpyTOBBIM COKOM), KOTOpble HHIHOUPYIOT H30()EepPMEHTHI
CYP3A4 unu CYP2B6. Ilpenapats! Ha ocHOBe 3kcTpakTa [ 'mHKro bruno6a, KoTopble HHAYIUPYIOT
JaHHbIE M30()EPMEHTHI, MOTYT MPHUBOANUTH K CHIDKEHUIO KOHIICHTpanuu 3(aBUpEH3a B IIa3Me
KPOBH.

IIpoTuBONOKa3aHHas KOM6I/IHI/IDOBaHHa$I TCpalini

DdaBupeH3 NPOTUBOMOKA3aHO MPUHUMATh OJHOBPEMEHHO C TephEeHAJIMHOM, ACTEMU30JIOM,
[IU3AMPHUIOM, MHI030JIAMOM, TPU30JIAMOM, IIMMO3HIOM, OCTIPUIMIIOM M aJTKAJIOUIaMU CTIOPBIHBU
(HampuMep, IProTaMuH, JAUTHIPOIPTOTAMHH, SPrOHOBHH WIIM METHIIDPTOHOBHH), MOCKOJBKY
KOHKYypeHTHOe B3ammoJeiictBue 3¢daBupensa ¢ uzopepmentoM CYP3A4 moxeT mpuBecTH K
IO JaBJICHUIO MeTa60JII/I3Ma AAaHHBIX NPCapaToB K MMOABJIICHHUIO MMPCANTOCBUIOK AJI1 BOSHUKHOBCHU
CEPBE3HBIX W/WIM YTPOXKAIOIIUX >KU3HU HEXKEIATeIbHBIX SBICHUN (HampuMep, CepIeYHON
ApUTMUH, JIUTEIHLHOTO CEAATUBHOTO 3 (deKTa WM yrHETCHUS AbIxaHus) (cM. paszaen 4.3.).

3Bepoboii mpoasipsasiaeHublil (Hypericum perforatum).

[ManmenTsl, npuHHMamuUe 3¢GaBUPEeH3, HE [OJDKHBI MPUHUMATH MPENapaThl/TPOAYKTHI,
coaepxarie 38epo0oii mpoabIpsBIeHHBINA. KoHleHTpams sgaBupeHs3a B I1a3Me KPOBU MOXKET
CHIDKATBCS TIPU OJTHOBPEMEHHOM NPHUMEHEHHH CO 3B€p0O0EM IPOIBIPSBICHHBIM, TOCKOJIBKY OH
BBI3BIBACT MHAYKIINIO (PEPMEHTOB HM/WJIM TPAHCIIOPTHBIX OCJIKOB, OTBETCTBEHHBIX 332 METa0O0IH3M
JICKapCTBEHHBIX CpelcTB. Eciy mamueHT yke MpUHUMAeT MpemnapaThl/IPOIyKThI, COAEpKAIINe
3Bepo00i TMPOJBIPSABICHHBIA, TO NPUMEHEHHE IOCIEIHEr0 CIIEeAyeT OTMEHHUTb, IPOBEPHUTH
KOHIICHTPAIMIO BUPYCa B KPOBU M, €CIIH 3TO BO3MOXKHO, KOHIICHTPALWIO 3(aBUPEH3a B KPOBH.
[Tocme oOTMEHBI TPEMapaToOB/POAYKTOB,  COAEPXKAIIMX  3BEpOOOW  MPOJBIPSIBICHHBIN,
KOHIIEHTpalusi 3(}aBUpeH3a MOXKET TOBBICUTHCS W TOTJa MOTPedyeTcs KOPPEKIHs 03Bl
sdasupen3a. Biausaue 38epo0ost poAbIPSBICHHOT0, CBI3aHHOE ¢ MHAYKINEH (PepMEHTOB, MOXKET
COXpaHATHCS B TCUCHHE HE MEHEE 2 HEeJIeNb MOCTIe €ro OTMEHBI (CM. pazzen 4.3.).

IIpenapaTel, BEI3bIBaIONINE yVuIMHeHHe nHTepBasia QTc.

[IpoTBONOKa3aH OJHOBPEMEHHBIM MpHeM 3(haBUpeH3a M MPEnapaToB, KOTOPbHIE BBI3BHIBAIOT
yanuHeHue uHTtepsana QTc U MOryT IpUBOAUTH K BOSHUKHOBEHMIO JKEITyJ0YKOBOW TaxUKapaAuu
o TUIy «nupy ™. K Takum npenapatam OTHOCSATCS:

- aHTHAapUTMHUYECKHE TpenapaTsl kiaaccos [A u 111

- HeﬁpOHeHTHKH, AHTUACTIPCCCAHTBI;
11
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- HEKOTOpble AaHTUOMOTUKM, BKJIIOYAsl Ipernaparsbl, OI'II;-IIIC_JIC';[HI%QKI:;E'I?TEQE%III\? Yotiéban:

MaKpOJUIbI, (PTOPXUHOJIOHBI, MPOTHBOIPUOKOBBIC Mpenaparbl MPOW3BOIHBIC HMHIA30J1a U
TpHa3oa;

- HEKOTOpbIC HeCeJaTHBHBIC aHTUTHCTAMUHHBIC TIperapaThl (TepdeHa nH, aCTeMH30I1);

- [U3aTpPU/;

- ekanHUL;

- HEKOTOPbIE MPOTUBOMAIISIPUNHBIC MTPETIapaThI;

- MeTaJIoH (cM. pazzaen 4.3.).

I'pasomnpeBup/310acBup.

OnHOBpEMEHHBIN MPHEM C I'Pa3oNpeBUPOM/370aCBUPOM MPOTUBOINOKA3aH, MOTOMY UYTO MOXKET
OPUBECTH K TOTEpPEe BHUPYCOJOTMYECKOM aKTHMBHOCTH Tpa3ompeBupa/snbacBupa  (cMm.
«IIpoTUBOIIOKA3aHUAN ).

JIpyrue B3auMOJIEHCTBUS

BzaumoneiictBuss Mexay d¢aBupeH3oM ©  UHTHOMUTOpamu mporeazsl BUY, apyrumu
AHTUPETPOBUPYCHBIMHU TIpernapaTaMu, MOMUMO MHTMOMTOPOB mporeazsl BUY, a Taxke Mexmay
3GaBUPEH30M W  JIGKAPCTBEHHBIMH  MperapaTtamMy, HE OTHOCSIIMMHUCS K  TpyImIe
aHTUPETPOBUPYCHBIX IpEenapaToB, yKa3aHbl B IPHUBEICHHON HMke TaOnuue 2. YBeluueHHe
3Ha4YeHHUs MIOKa3aTesss 0003HAYaeTCsl CTPENIKOM «1», yMEHbILICHHE 3HAUEHUS - CTPEIIKOH «|», eciu
IOKa3aTesb OCTaeTcs 0€3 N3MEHEHMH - CTPENIKON «<=»; €CJIM MpenapaT BBOAMIICS Yepe3 Kax/ibple
8 mu 12 4, To 3T0 00603HaUACTCS KaK «K8w» WiH «k12u». 90% u 95% noBepuTenbHbIe HHTEPBAIIBI
IPEJICTaBICHbI B CKOOKAX, el MpuMeHUMO. OObIYHO HCCIIEI0BaHUS IPOBOIUINCH HA 3IOPOBBIX
JO0OPOBOJIBIIAX, €CIIN TOJBKO CHEMATBHO HE OTOBAPUBAETCS Apyrasi HH(pOopMaLys.

Tabnuua 2. B3aumoneiictBus Mexxay 3(paBUpeH30M U IPYTUMH JIEKAPCTBEHHBIMHU CPEICTBAMU

JlekapcTBeHHBIE TPeNapaThl, BiinsiHWe HA KOHIIEHTPAIUIO MPenapaTa B CHIBOPOTKe.
pa3nejieHHbIE M0 Cpennee nzmenenue 3HaueHuit AUC, Cnax, Cmin (%) 1
(apMakoI0rHYeCKUM rpynnamM J0BEpPUTEIbHbIE HHTEPBAJIbI, €CJIU
(m03a) NMPUMEHUMO? (MEeXaHHU3M)

ITPOTUBOMMUKPOBHBIE ITPEITAPATBI

AHmupempoeupycuble JIeKapCcmeeHHble cpe@cmea

Uneubumopwl npomeasvt BUY

ATta3zanaBup/putoHaBup/3haBupeHs3 ATazaHaBup (1OCJIE MOITYAHS):
(400 mr 1 pa3z B cytku/100 mr 1 pazB | AUC: <> * (ot |9 10 110),
cyTkn/600 mr 1 pa3 B cyTkH, Bce Cmax: 117%* (o1 18 1o 127),
IpenapaTsl IPUHUMAJIKNCh BO BPEMS Cmin: [42%* (o1 |31 o [51)

IpHeMa MUIIH)
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 27.08.2025 N= 21353

I-Hl—l.-\-—||——|ld—\.|- l;'l-l—l—|llllld_h - IH:I—I:.I
ATtazanaBup/puToHaBUp/3(HaBUPEH3 Atazandsup (mothe monymsy - o TE HEE

(400 mr 1 pa3 B cytkn/200 Mr 1 paz B | AUC: <> **%* (o1 |10 10 126),

cytku/600 Mr 1 pa3 B cyTKH, Crmax: <> **% (o1 |5 110 126),
BCE TIperapaTsl IPUHUMAUCH BO Cmin: 112%**%* (o1 |16 j10 149)
BpeMsI IpreMa THUIITH ) (maaykius CYP3A4).

* Mpu CpaBHEHUH ¢ atazaHaBupoM 300 MI/pUTOHABUPOM
100 mr 1 pa3 B cyTku Beuepom 6e3 3paBupensa. Takoe
CHHNKCHUC Cmin aTas’saHaBUpa MOXKCET OTPHULATCIbHO BJIMATH

Ha 3 (PEeKTUBHOCTH aTa3aHaBUpa.

** OCHOBAHO Ha HCTOPUYUCCKOM CpABHCHHUU.

OnHOBpeMEHHOE MpUMEHeHHEe d(haBUPEeH3a C aTa3aHAaBUPOM/PUTOHABUPOM HE peKOMEHyeTcs. Ecu
TpeOyeTcss OIHOBpEMEHHOEe NpuMeHeHue ata3zaHaBupa ¢ HHUOT, HeoOXommMo paccMOTpeTh
11eJeco00pa3HOCTh YBENMUCHUsS 103kl arazaHaBupa a0 400 mr u puroHaBupa g0 200 wmr, B

KOM6I/IH8.I_[I/II/I C BCI)aBI/IpeHZ’»OM, ¢ obecrieyeHuEM THIATCIIBHOT'O KIIMHUYECKOI'0O MOHUTOPHHTA.

JlapyHaBup/puToHaBUp/3aBUpEH3 HapyHnaBup:

(300 mr 2 paza B cytku*/100 mr 2 paza | AUC: |13%,

B cyTku/600 Mr 1 pa3 B cyTkn) Cmin: |31%,

* HIKE PEKOMEH0BAaHHOH J103BI. Crmax: | 15%,

[TomoGHbIe pe3ynbTaThl oxunatoTes 1 | (uaaykuus CYP3A4).

IIpYU IPUMEHEHUH B PEKOMEHI0BAaHHBIX | D(aBupeH3:

o3ax AUC: 121%,

Chin: T17%,

Cmax: 115%
(uarHOupoBanne CYP3A4).

OpnHoBpeMeHHBbIN npueM 3(daBupeH3a u aapyHaBupa/putoHasupa (800 mr/100 mr 1 pa3 B cyTkn)
MOXET NPUBECTH K CHIDKEHHIO Cmin JapyHaBupa. Ecim sdaBupeH3 HeoOXOAMMO NPUMEHSTh
OTHOBPEMEHHO  C  JIapyHaBUPOM/PUTOHABUPOM,  CJIEIyeT  MNPUMEHATh  KOMOWHAIIHIO
napyHaBup/putonaBup B pexkume 600 mr/100 mr 2 pasa B cyTku. OIHAKO TaKyr) KOMOHWHAITHIO
clelyeT Ha3HayaTb C OCTOPOXXKHOCTbIO. CM. HMHCTPYKLHIO MO MEAMLUHCKOMY IPUMEHEHHIO

napyHaBupa/puToHaBupa. CM. Takke HUKe HHPOPMALIUIO IO PUTOHABUDPY

®ocammnpenaBup/putonaBup/shasupens | Kimmandeckn 3Ha4MMOT0 (papMaKOKHHETHIECKOTO
(700 mr 2 pa3a B cytkn/100 mr 2 pa3a B | B3aMMOJICHCTBHS HE BBISBICHO.

cytkn/600 mr 1 pa3 B cyTkn)
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

ot 27.08.2025 N= 21353

Koppeknusa 10361 HU OJHOTO W3 3THX JIEKAPCTBEHHBIX CPENCTE He -1peOyeTds. C. Takske Hioke

MH(OPMALIHIO IO PUTOHABUPY

docammpenaBup/HeapuHaBUpP/3PaBupeH3

B3anmopeicTBue HE N3y4aoCh.

Koppekuust 10361 HU OJTHOTO U3 3TUX JIEKAPCTBEHHBIX CPEICTB HE TpedyeTcs.

docammpeHaBup/cakBUHaBUP/3(paBupeH3

B3anmoneincTeue He U3y4asoch.

Hcnons3oBanne Takoit KOM6I/IH3.III/II/I HC PCKOMCHAYCTCA, IOCKOJIbKY OXHIAACTCA 3HAYUMOC

CHIDKCHUE DKCITO3UIINN 000UX HHTHOUTOPOB TIpoTeassl BUY.

WNuaunasup/>haBupeHs

(800 mr x84/200 mr 1 pa3 B cyTKH)

Nununasup:

AUC: [31% (ot |8 n0]47),

Chin: |40%.

CXomHO€ CHIDKEHUE SKCTIO3UITUN MHANHABUPA
Ha0MI01a710Ch B citydasix, koraa uaanaasup (1000 mr
k84) BBOJWICA B KOMOUHaIwu ¢ ddaBuperzom (600 mr
1 pa3 B cyTKHm).

(maaykius CYP3A4).

DdaBupeH3: KIMHUIECKH 3HAYUMOTO
(bapMaKOKHHETHYECKOTO B3aUMOICHCTBUS HE

Ha0JIIOJAJIOCh.

WNununaBup/putoHaBup/>(haBupeH3
(800 mr 2 paza B cyTku/100 mr 2 pa3za B

cyTkn/600 Mr 1 pa3 B CyTKn)

NununaBup:

AUC: |25% (ot |16 10 |32)°,

Crmax: }17% (ot |6 10 |26)°,

Cmin: 150% (ot |40 10 |59)°

DdaBupens:

KJIMHUYECKH 3HAYMMOTI'0 B3aUMOJCHCTBUS HE
Ha0JII01a710Ch.

Cpennee reomerpruyeckoe 3HaueHUE Cmin MHIWHABHPA
(0,33 mr/n) mpu ero NPUMEHEHUH B KOMOWHAITIH C
PUTOHABUPOM U 3(PaBUPEH30M OBLJIO OOJIBIIIE, YEM MIPH
€ro NPUMEHEHUH B KauecTBe MOHOTepanuu 1o 800 mr
K84 (Cmin 0,15 mr/m). ¥V manueHToB, WHOUIMPOBAHHBIX
BUY-1 (1 = 6), nokazarenu papMaKOKHHETHKH
WHIWHABHUpa U ddaBUpPeH3a OOBIYHO OBLITH
COIIOCTABUMBI C TAKOBBIMU Y HEMH(PULIMPOBAHHBIX

TIOOPOBOJIBIIEB.

14



COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 27.08.2025 N= 21353

XO0Td KIMHHAYECKAs 3HAUMMOCThL CHIDKEHUSI KOHueHI%HﬁW'tﬁ'HﬁEﬁaﬂa'ﬁblf"_‘}'ré"' '\/Ell‘éﬁt'mn'IeHa,

HabmoaBieecs papMakOKMHETUYECKOE B3aMMOJICICTBHIE JOHKHO MPUHUMATHCS BO BHUMAaHUE MTPU
BbIOOpE pekMMa Tepanui, BKIIOYAIOIIEr0 OJHOBPEMEHHO 3(haBupeH3 WM MHAMHaBHp. Koppekius
7036l d¢aBupeHza He TpedyeTcs, €caM OH Ha3HayaeTcs C WHAWHABUPOM WIH C
WHANHABUPOM/PUTOHABUPOM.

CM. Takxe HIKE CBCJCHUA 110 PUTOHABUDPY.

JlonmuHaBUp/pUTOHABUD B MATKUX Cy111ecTBEHHOE CHUKEHHUE IKCIIO3ULINHY JIONIMHABUPA.
KarcyJiax WIA B pacTBOPE IS IpUemMa

BHYTpPB/2(haBUpPEH3

[Ipy oxHOBpeMEHHOM Ha3Haue€HHH C 3(AaBUPEH30M CIEAYET PACCMOTPETh IeNeco00pa3HOCTh
YBCIIMYUCHUA 103 JIOIIMHABUPA U pUTOHABHUPA B MATKUX KaIICyJiaX UJIM B paCTBOPEC JIA IprE€Ma BHYTPb
Ha 33% (o 4 karcynbl/okoJ0 6,5 Mi1 2 pa3za B CyTKU BMECTO 3 KarcyJsi/S mi 2 pasa B cyTku). OgHako
CIIEAyeT COOI0IAaTh OCTOPOKHOCTbD, MOCKOJIBKY TaKasi KOPPEKIHUs JT03bI I HEKOTOPBIX MAIlUEHTOB

MOXKET OKa3aTbCsa HGHOCT&TOHHOﬁ.

JlonmmHaBup/pUTOHABHD B TaOJETKaX/ Konuenrpanuu nonunasupa: |30-40%.

a¢aBupeH3 KoHnenTpanum 1onuHaBUpa CXOAHBI C TAKOBBIMH IIPH
(400/100 mr 2 paza B cytkn/600 mr 1 pa3 | npuMeHeHun JonuHaBupa/putoHasupa mno 400/100 mr 2
B CYTKH) pasa B cyTkH 0e3 3(paBUpeH3a.

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

B CYTKH)

Jlo3a nonuHaBHpa U pUTOHABHUpa B TablieTKax JOJDKHA ObITh yBemuueHa qo 500/125 mr 2 paza B
CYTKHU TIPH OJTHOBPEMEHHOM IpuMeHeHuu ¢ 3aBupenzom 600 mr 1 pa3 B cyTku. CM. Takke HUXKE

WH(OPMAIIHIO TI0 PUTOHABHPY.

Hendbunasup/>paBupens Hendunapup:
(750 mr k84/600 mr 1 pa3 B CyTKH) AUC: 120% (ot 18 o 134),
Cmax: 121% (o1 110 mo 133).

JlanHast KoMOWHAIUS OOBIYHO XOPOIIO IMTEPESHOCUTCSI.

KOppeKI_[I/IH JA03bI HA OJHOT'O M3 3TUX JICKAPCTBCHHBIX CPCIACTB HE Tpe6yeTC$[.

PutonaBup/3¢aBupens Purtonasup:

(500 mr 2 paza B cytkn/600 mr 1 pa3z B| AUC yrpom: 118% (16 - 133),
CYTKH) AUC BeuepoM: <,

Cmax yTpoMm: 124% (112 - 138),
Cmax BEUEPOM: <>,

Crmin yTpoM: 142% (19 - 186)°,
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

ot 27.08.2025 N= 21353

o Hecpon TS OB HOE T5 0602

O¢aBupeHs:

AUC: 121% (110 - 134),

Crmax: T14% (T4 - T26),

Crmin: 125% (17 - 146)°

(uarubupoBanue CYP-onocpenoBaHHOTO
OKHCJIIUTEIBHOTO METab0IN3Ma).

[Tpu nmpueme 3¢paBupeH3a B KOMOMHAIIMH C
putoHaBupom 1o 500 mr wim 600 mr 2 pasza B CyTKH
MEPEHOCUMOCTD OblIa HU3KOM (Hampumep,
HAOII0TATHCh TOJIOBOKPYKEHUE, TOITHOTA, TAPECTE3us,
MOBBIIICHUE AKTHBHOCTH «IIEYCHOYHBIX» (DEPMEHTOB).
JlocTaTouHbIe TaHHBIE O IEPEHOCUMOCTH d(aBUPEH3A B
KOMOHMHAIIMY C PUTOHABUPOM B HU3KHX J032ax (1mo 100

Mr 1 unm 2 pa3a B CyTKH) OTCYTCTBYIOT.

[Tpu Ha3zHaueHWH >paBUpPEH3a C PUTOHABHUPOM B HHU3KHUX JI03aX CJIEAYET YUHTHIBATH BO3MOXKHOCTb
YBEJIIMYEHUSI YaCTOThl CBSI3aHHBIX C 2(aBUPEH30M HEXKENaTelIbHbIX SBJICHUA BCIEICTBUE

BO3MOXXHOT'O (I)apMaKOI[I/IHaMI/I‘leCKOFO B3aUMOJCHCTBUS.

CakBuHaBUD/pUTOHABHP/3(PaBUPEH3

B3anmoneicTere HE N3y4asoch.

OTCcyTCTBYIOT JJaHHBIE, MO3BOJIAIOLINE Pa3pabOTaTh PEKOMEHJALMHU 110 PeXUMY 103upoBaHus. Cm.
TaKXke Bbllle HHpopManMi0 1O puToHaBupy. IlpumeHenue »s¢daBupeH3a B KOMOMHALUU C

CaKBMHABHPOM B KaueCTBE €IMHCTBEHHOTO HHTHOUTOpPa mporeassl BUY He pekoMeHayeTcs.

Anmazonucmot xemokurogwix peyenmopos CCRS

Mapasupox/3>aBupeHs
(100 mr 2 paza B cytku/600 mr 1 pa3 B

CYTKH)

MapaBupoxk:

AUCi2: [45% (138 - [51),

Cmax: |51% ({37 - [62).

Konnentpanus a3paBupeHsa He U3MepsIach,

B3aMMOJEHCTBUE HE OKUIAETCS.

CwMm. HHCTPYKIUU TTO MCIUIMUHCKOMY HNPUMCHCHHIO JICKAPCTBCHHBIX CPCACTB, B COCTAB KOTOPBIX

BXOJUT MAPaBUPOK.

Hneubumopol unmezpazovt BUY

PanterpaBup/s>aBupens

(400 Mr ogHOKpaTHAs 103a/-)

Panrerpasup:
AUCi2: [36%,
Ci2: |21%,
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

ot 27.08.2025 N= 21353

S o W B e

Conc: 136% 1T IEQCOBATERBROCTE000S

(uanykuus ¢pepmenta YD-I'T1AL).

Koppekuust 10361 panterpaBupa He TpeOyeTcs.

Jlexapcmeennvie cpeocmea uz epynn HUOT u HHHUOT

HUOT/>¢paBupens HccnenoBanust B3aMMOAEHCTBHM (aBUpeH3a U
npenapatos u3 rpynnsl HUOT He npoBoaunucs, 3a
WCKJIIOYCHHEM B3aUMOJICUCTBUN C TAMUBYJUHOM,
3UIOBYJIMHOM M T€HO(OBHpA TU30MIPOKCHI (PyMapaToM.
KnuHndecku 3Ha4nMBble B3aUMOJICHCTBUS HE
MPEIOIaratoTcs, HOCKOJIbKY METa00IH3M
JeKapcTBeHHbIX cpencts u3 rpynnsl HUOT npotekaet
MYTSAMH, OTIMYHBIMU OT TaKOBBIX AJIs1 3(paBUpeH3a, U
MaJIOBEPOSITHO, YTO OHHU OYyTyT KOHKYPHPOBATh 32 OJJHU
U T€ XK€ METa0OIM3UpYIoIne PepMEHTHI U Iy TH

BBIBCICHHUA.

Koppekuust 10361 HU OJTHOTO U3 TaHHBIX JIEKAPCTBEHHBIX CPEJICTB HE TpedyeTcsl.

HHUOT/>¢paBupens B3aumonelicTBue He U3y4yalloch

ITockonbky mnpumenenue nByx HHUOT nHe obecrneumBaeT mnpeuMyliecTBa € TOYKU 3PEHUS
3¢ pexTHBHOCTH M 0€30TTaCHOCTH, OJHOBPEMEHHOE ITPUMEHEHNE 3(paBUPEH3A U IPYTOTO CPEICTBA U3

rpynnsl HHUOT nHe pexomenyercs.

Jlexapcmeennvle cpeocmea npomue eupyca cenamuma C

Borenpesup/ahaBupens Bouenpesup:

(800 mr 3 pasza B cytku/600 mr 1 pa3 B |AUC: < 19%*,

CYTKH) Crmax: <> 8%,

Cmin: |44%

O¢asupens: AUC: « 20%*,

Crmax: <> 11%,

Cmin: |12% (124% - 11%)

(uanykuus CYP3A Bausier Ha GouienpeBup)

*0-8 u.

OtcytcTBue 3ddekTa (<) COOTBETCTBYET YMEHBIIICHUIO
CpeIHEro cooTHOIIeHHs He Oosee yeM Ha 20% unu

YBEJIMYECHHUIO He OoJiee yeM Ha 25%.
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TEETCTEYET 3KCNEPTHOMY OTHETY

ot 27.08.2025 N= 21353

Knuandeckass 3HAYMMOCTH YMCHBIICHNA KOHI]

errpandth GollEpeRipa b CHidsMe’ KpoRi e

YCTaHOBJICHA.

Tenanpeup/>paBupens

(1125 mr k84/600 mr 1 pa3 B CyTKH) AUC:

AUC:

Tenanpesup (oTHOcUTENBHO 750 MI K84):

Cmax: [ 14% (|3 - [24),
Cmin: |25% (|14 - |34)
Ddasupens:

Crmax: [24% (15 - |32),
Cmin: [10% (11 - [19)
(unnykuus uzodepmenta CYP3A4).

L18% (18 - 127),

L18% (110 - |26),

[Ipy coBMECTHOM NpPHUMEHEHUU TeJamnpeBupa U 3PaBUPEH3a PEKOMEHIYETCS YBEIMYUThH 103y

tenanpesupa 10 1125 mr k8y.

Cumenpesup/3¢haBupeHs
(150 mr 1 pa3 B cytkn/600 mr 1 pa3 B AUC:

CyTKH)

CumenpeBup:

Cmax: |51% (146 - |56),
Cmin: [91% (188 - [92)
Ddasupens:

AUC: &,

Cmax: <,

Cmin: <>

(uanykuus CYP3A4).

171% (167 - |74),

OnHOBpEMEHHBII TIPUEM CHMENpPEBUpa ¢ A(PaBUPEH30M NPUBOIUT K CYIIECTBEHHOMY CHIKCHHUIO
KOHIICHTpAallud CUMENpeBupa B mia3me Beieacteue HHAYKIMu CYP3A4 a¢daBupeH3om, 4To MOKET

NPUBECTH K IIOTEpe TepaneBTHYecCKoro 3¢¢exra CcHUMeNpeBHpa.

CHMeETIpeBHpa U d(paBUpEeH3a HE PEKOMEHTYeTCH.

CoBMecTHOE IMPUMCHCHUC

I'pazonpeBup/316acBup

AUC:

AUC:

I'pazonpeBup:

Crnax: l 87%.
DnbacBup:

Chmax: l45%

183 %,

| 54 %,

OnHOBpeMEHHBII IpUeM C Tpa3oNpeBHUPOM/3710aCBUPOM NPOTUBOMOKA3aH, MOTOMY YTO MOXET

MPUBECTH K IOTEPE BUPYCOIOTUIECKON aKTUBHOCTHU I'pa30IpeBUpa/3a0acBupa 1u3-3a 3HAYUTEIHHOTO

18




COOTBETCTBYET 2KCNEPTHOMY OTYETY

ot 27.08.2025 N= 21353

CHW)KEHUSI KOHIICHTPAIMK B TUTa3Me KPOBH rpasonDeBHHa{'ilxi%ﬁJf_(‘]‘a!éﬁED“a[tﬂéﬁ&i‘dﬁhé’ HAVKIIH

s¢paupenzom uzopepmentra CYP3A4 wumu P-gp (ans nomosHuTENnsHOW HHQOpMALUM CM.

MHCTPYKIIMIO [0 MEAMLIMHCKOMY IIPUMEHEHUIO TPa3opeBupa/>ndacBupa).

Benmaracsup/codocOysup Benmaracsup:

Bennaracsup/BokcuianpeBup/ AUC: | 53 %,

coocOyBup Cmax: [47%,
Cmin: |[57%
CodocOyBup:

Crnax: T 38%
Hp cAmnojiaracTcs:

| Bokcunanpesup

[Ipu coBmecTHOM TNpUMEHEHHMH TEHO(OBHpPA IU3OMPOKCHUIA/IMTpHUIIMTAONHA/daBUpEH3a C
BEJNaTacBUPOM/copocOyBUPOM ObIIO MOKA3aHO, 3HAUNTENILHOE CHUKEHUE KOHLIEHTPAIUHU B IIa3Me
KPOBM BeJNaTacBUpa BCIEACTBHE MHAYKUUHU 3daBupeHszoMm m3opepmenta CYP3A4, uro moxer
MIPUBECTH K MTOTEPE TEPAIEeBTUIECKOTO AP deKTa BenmaTacBupa. OxKumaeTcst aHaJOTHIHOE CHIDKEHUE
KOHIIGHTpAallud B Iula3Me KpoBU BokcuianpeBupa. CoBMeCTHOE NpUMEHEHHE 3(aBUPEH3a C
BeNMaTacBUpoM/copocOyBUpOM WM C BeIMAaTaCBUPOM/BOKCHIIANIPEBUPOM/COPOCOYBUPOM HE
pexoMeHayeTcs (A JOMOJHUTEIbHOM HHGOPMAIMM CM. WHCTPYKIMIO IO MEAULUHCKOMY

IIPUMEHEHMIO BenmnaracBupa/codocOyBupa 1 BelmaTacBUpa/BOKCHIIANIpeBUpa/copocOyBrpa).

['mexanpeBup/muOpeHTacBUp |I'mexamnpeBup

|ITubpenTtacBup

OnHOBpeMEHHBII  MpHeM  TJeKanpeBUpa/muOpeHTacBupa ¢  3(aBUPEeH30M  TNPUBOIUT K
CYLIECTBEHHOMY CHIDKEHHIO KOHIICHTPAIMH TJICKApeBUpa/MTUOPEHTACBUPA B TUIA3ME, YTO MOXKET
HpUBECTH K HoTepe  TEpaneBTUYECKOTO s dexra. CoBmMecTHOE NpUMEHEHHE
rIeKanpeBupa/muOpeHTacBupa W ddaBupeH3a HE peKOMeHAyeTcs (A  TOMOJHHUTENBEHON

MHPOPMALIUU CM. HHCTPYKILIHMIO IO MEIUIUHCKOMY NMPUMEHEHHIO IIIeKanpeBrpa/mMOpeHTacBUPA).

Anmubéuomurxu

AsutpomunnH/3(aBupeHs Knunundeckn 3HaunMOro (hapMakOKMHETUYECKOTO
(600 Mr B Bue omHOKpaTHOM 10361/400 | B3aMMOICHCTBUS HE BBISIBICHO.

Mr 1 pa3 B cyTKn)

Koppekuust 10361 HU OJTHOTO U3 TaHHBIX JIEKAPCTBEHHBIX CPEJICTB HE TpedyeTcsl.

Knapurpomunus/s>haBupens Knapurpomunius:
(500 mr x124/400 mr 1 pa3 B CyTKH) AUC: [39% (130 - |46),
Crnax: l26% (llS - l35)
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

ot 27.08.2025 N= 21353

14-rpoKCHMETA60 T KiIAPIT poMIHiTa. = - <]

AUC: 134% (118 - |53),
Cumax: 149% (132 - 169)

DdaBupens:

AUC: <,

Cmax: 111% (13 - 119)
(uaoykuus CYP3A4).

Koxwnast ceimb HabOmogamace y 46%
HEeMH(HUITMPOBAHHBIX T0OPOBOJIBIIEB, OTHOBPEMEHHO

NPUHUMABIIUX 3(paBUPEH3 U KIAPUTPOMULIMH

Knuandeckas 3HAYMMOCTh H3MEHCHUH KOHIOCHTpAllUW KJIAPpUTPOMHUIMHA B IIJIa3MC KPOBU HC
YCTaHOBJICHA. Bwmecto KIIapuTpOMUIIMHA CICAYCT PACCMOTPETh BO3SMOKHOCTDb ITPUMCHCHUSA APYTOro

aHTUOMOTHKA, HAIPUMED, a3uTpoMulinHa. Koppekius 10361 3gaBupeH3a He TpeOyeTcs.

Jlpyrue aHTHOMOTHKY U3 TPYIIITHI
MaKpOJIUIOB (HapUMep, SPUTPOMHUIIHH )/

a(aBupeH3

B3anmoneicTere HE N3y4asoch.

OTCYTCTBYIOT JaHHBIC, ITIO3BOJIAIOIITHNEC pa3pa60TaTb PEKOMCHAAINHU 110 PEIKUMY DO3UPOBAHUS.

Ilpomueomyébepkyne3nvie 1eKapcmeeHHvle cpeocmea

Pugabyrun/>daBupens
(300 mr 1 pa3 B cytkn/600 mr 1 pa3 B

CYTKH)

Pugabyrun:

AUC: |38% (128 - [47),
Cmax: [32% (] 15- |46),
Cmin: |45% (|31 - |56)
DdaBupens:

AUC: «,

Cmax: <,

Cmin: [12% (124 - 11)
(nanykuus CYP3A4).

Cytounas n1o3a pudaldyTuHa qoKkHa ObITh yBenuueHa Ha 50 %, eciu IIaHupyeTcs OJHOBPEMEHHOE
npuMeHeHue ¢ 3¢paBupenzoM. CrenyeT Takke pacCMOTPEeTh Ieeco00pa3sHOCTh YJIBOCHUS 03B
pudalyTrHa npu npuMeHeHnu pugadyTrHa 2 Win 3 pa3za B HEAETIO B KOMOMHAIUH ¢ 3(haBUPEH30M.
Knuandeckuit 3QexT Takoil KOPPEeKIUH 0361 He u3ydeH. [Ipu KOPpeKIuu 1036l TAKXKE CIeAyeT

YUYHUTHIBATh UHIMBUIYAJbHYIO IEPEHOCUMOCTh U BUPYCOJIOTHUECKU OTBET (CM. paznen 5.2.)
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Pudabyrun/>aBupens O¢aBipeHs:
(600 mr 1 pa3 B cytkn/600 mr 1 pa3 B|AUC: [26% (|15 - |36),
CYTKH) Cmax: {20% ({11- |28),

Cmin: {32% (|15 - |46)
(magykus CYP3A4 u CYP2B6).

Ecnu srdaBupen3 npuMeHseTcss OJHOBPEMEHHO ¢ pu(aMITUIIMHOM Y MAIIMEHTOB ¢ Maccoit Tena 50 kr
u Oonee, cyrouHyro 103y d(haBupeHsa creayeT yBenuduth 10 800 Mr, 4ToOBI 0O0ECIEYUTH
HKCTIO3HIIMIO, CXOTHYIO C TaKOBOH NpH NMpHMEHEHHH 3(paBUpeH3a B CyToyHOH mo3e 600 mr 6e3
pudammumHa. Knuanueckuit 3hpexT Takoll KOPPEeKIWMH 03Bl 10 CUX MOp He u3ydeH. llpwm
KOPpeKIIMH  JI03bI  TaKXKe CIeAyeT VYYMUThIBAaTh HWHAMBHAYAIbHYIO IEPEHOCHUMOCTh U

BHUPYCOJIOTHYECKU OTBET (cM. pazaen 5.2.). Koppekuuu 1036l prudamMnuimnaa He Tpedyercs.

IlIpomuesozpudkosvie nekapcmeennsle cpeocmea

HtpakoHaszon/>dasupens Wtpakonasomn:

(200 mr x124/600 mr 1 pa3 B CyTKH) AUC: [39% (|21 - |53),
Crmax: [37% (20 - |51),
Cmin: [44% (127 - |58)
(cHMKEeHUE KOHLEHTpalMi UTPAKOHA30J1a BCIIECTBHE
unaykuuu CYP3A4).
I'mnpoxcuutpakoHaso:
AUC: |37% (] 14 - |55),
Crmax: [35% (12 - |52),
Cmin: [43% (118 - |60).
DdaBupens:

HE BBISIBJICHO KJIIMHHUYECKH 3HAUYNMBIX H3MCHCHMI.

HOCKOHBKy HCJIb341 BBIpa6OTaTL PEKOMCHOAINHU I10 PCIKUMY JO3UPOBAHHA UTPAKOHA30J1a, CJICAYCT

PaCCMOTPECTL BO3BMOKHOCTb MPUMCHCHUS aJIbTCPHATUBHBIX HpOTI/IBOFpI/I6KOBBIX JICKApCTBCHHBIX

CpPEICTB.
[Tozakonazon/a¢aBupeHs [Tozakonazour:
(-,400 mr 1 pa3 B CyTKH) AUC: [50%,

Crnax: l45%

(uaaykuus Y J®-raoKypoHUPOBAHUS).

Crnenyet u3beraTb OJHOBPEMEHHOTO PUMEHEHHS T03aKOHa301a U 3(aBUPEH3a, €CIIU TOIbKO

OoXugacmas 1ojib3a Uil ImalfueHTa HE IPCBbIIIACT BO3MOXKHBIN PHUCK.
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Bopukonazon/ahasupen3
(200 mr 2 paza B cyTku/400 mr

1 pa3 B cyTKH)

I I .:- f .;..'I-I_HI .l lli_h = IH:I:I:.I
BOpI/IIﬁOHa?»OJ'IZ' LW || B = TR0 ol ] ] LR O TR ]

AUC: |[77%,
Cmax: [61%
DdaBupens:
AUC: 144%,
Cmax: 138%

Bopukonazon/>daBupen3
(400 mr 2 pasza B cytkn/300 mr 1 pa3 B

CYTKH)

Bopukonasou:

AUC: [7% (123 - 113)*,

Cmax: 123% ({1 - 153)*

O¢aBupeHs:

AUC: 117% (16 - 129)**,

Crmax: <>**

* mo cpaBHeHHIo ¢ 200 mMT 2 pa3a B CyTKHU IIPU
NPUMEHEHHH B MOHOTEPAITUH;

** o cpaBHenuto ¢ 600 Mr 1 pa3 B cyTku npu
NPUMECHEHHU B MOHOTEPAIUH (KOHKYPEHTHOE

WHTUOMPOBAHKE OKUCIUTEIILHOTO METa00JIn3Ma).

[Tpu ogHOBpEMEHHOM MTPUMEHEHUH d(PaBUPEH3a C BOPHKOHA30JIOM IO/IIEP>KUBAIOIIAS 032
BOPHKOHA30J1a TOJDKHA ObITh yBenmueHa 10 400 Mr 2 pasza B CyTKH, a 103a 3paBUpEH3a CHUKEHA
10 300 mr 1 pa3 B cytku. Ecii npuMeHeHre BOpHKOHAa3071a OyIeT mpeKpamieHo, To 103a

a(aBupeH3a J0HKHA OBITH BOCCTAHOBJICHA /10 HAYAJIBHOM.

dykoHa3o011/3(haBupeH3
(200 mr 1 pa3 B cytkn/400 mr 1 pa3 B

CYTKH)

Knuandecku 3HAYMMOTO B3aPIMOI[CI>'ICTBHSI HC BBISIBJICHO.

KOppeKHI/IH A03bI HU OJHOI'O U3 NAHHBIX JICKAPCTBCHHBIX CPCACTB HC Tpe6yeTc;I.

Kerokonazon u apyrue
MIPOTHBOTPUOKOBEIE CPEICTBA -

MIPOU3BOHBIC UMK 1a30J1a

B3aumopeicTBue HE U3y4aIOCh.

OTCyTCTBYIOT JaHHBIE, ITO3BOJISIONINE Pa3paboTaTh PEKOMEHIAIMH 110 PEKUMY JO3UPOBAHHUSL.

MPOTUBOMAJISIPUMHBIE TEKAPCTBEHHBIE CPEJICTBA

AToBaxoH/mporyanmi/apaBupeHs
(250Mmr/100Mr ogHOKpaTHas 103a/600 Mr

1 pa3 B cyTKH)

ATOBaxoH:
AUC: |75% (ot |62 no |84),
Crmax: |44% (ot |20 no |[61)

IIporyanun:
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

CmaxZ Aad

[To Bo3MOXHOCTH clieyeT n30erarb OJHOBPEMEHHOT'O TPUMEHEHHUS aTOBaXOHA/TIPOTyaHMIIA C

3(haBUPEH30M.

Aptemertep/nymedantpun/apaBupeHs
(20 Mr/120 wmr, 6 mpuemoB 1o 4 TabaeTKH

B TeueHue 3 qHeir/600 mr 1 pa3 B CyTKn)

Apremerep:
AUC: |51,
Chmax: l2 1%

JuruapoapTeMU3MHUH:
AUC: [46%,

Crmax: [38%
Jlymedantpun:

AUC: |21%,

Crmax: <>

Ddasupens:

AUC: [17%,

Crnax: <>

(unnykius CYP3A4).

B03M0OXHO CHIKEHHE aHTUMAIISIPUIHOTO 3P QeKTa BCIAESICTBIE CHIDKEHUS KOHIIEHTPAIUU
apTeMeTepa, JUruapoapTeMU3UMHHNHA U J'[yMC(i)aHTpI/IHa Ipru COBMCCTHOM NNPUMCHCHHU C
adaBupen3om. CrnemyeT coO01aTh OCTOPOKHOCTD IMTPU COBMECTHOM MPUMEHEHUH d(aBUPEH3A C

apreMeTepoM/TyMe(aHTpHHOM.

AHTAIUIHBIE TEKAPCTBEHHBIE CPEACTBA

AHTaHI/II[I)I, COACpIKAINEC A TFOMHUHUA Kax aHTalubl, COACPIKAIINEC AJTIOMHUHUA THAPOKCUL

TUJIPOKCHJI - MarHusi THIPOKCH]T - WJIM MarHusi TUAPOKCU], Tak U (PaMOTHIMH HE
cumeTHKoH/ 3aBupen3 (30 mn OKa3bIBAIOT HEOIATOMPUSTHOTO BIHSHUS Ha
OJTHOKpaTHas 103a, 400 Mr oMHOKpaTHas | BCachiBaHUE d(aBUPCH3A.
7103a)

damotuauna/>paBupens (40 mr
OJIHOKpaTHas 103a, 400 Mr ogHOKpaTHAst

71032)

ManoBeposaTHO, YTO NP NPUMEHEHUH F(aBUPEH3A C JIEKAPCTBEHHBIMU CPEJICTBAMH, KOTOPbIE

BIUSIOT Ha pH ’kemy104HOro coaepKUMOro, U3MEHUTCS BCaChIBAEMOCTh d(aBUPEH3a.

AHKCHOJIMTUKHA
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Jlopazenam/apaBupens
(2 mMr onHokpartHas 103a/600 mr 1 pa3 B

CYTKH)

(MOCAEOOBATERBROCTE 0002}

Jlopazgnam:

AUC: 17% (11 - 114),
Crmax: T16% (T2 - T32)
3TI/I N3MCHCHUS HE paCHeHI/IBaIOTCﬂ KaK KIIMHUYCCKHNU

3HA4YUMBIC.

KOppeKI_[I/II/I A03bI HAU OJHOT'O U3 NAHHBIX JICKAPCTBCHHBIX CPCACTB HC Tpe6yeTc;1.

AHTHUKOAT'YJIAHTBI

Bapdapun/>paBupens

AneHoKyMapoi/3(haBupeH3

B3aumopeiicTBue HE N3y4aoCh.
Bo03MOXHO, KaKk yBelM4eHHE, TaK M yMEHBILICHUE
KOHIICHTpaLUH Bap(haprHa/alleHOKyMaposia B Iu1a3Me

KpOBH IO/ BIUsTHUEM 3(aBUPEH3A.

MoskeT moTpeboBaThCsi KOPPEKIus 1036l Bap(apuHa/arieHoKyMapoJa.

IMPOTUBOCYJAOPO’KHBIE JIEKAPCTBEHHBIE CPEJCTBA

Kapb6amazenun/>¢aBupen3
(400 mr 1 pa3 B cytkn/600 mr 1 pa3z B

CYTKH)

Kap6amazenuH:

AUC: [27% (120 - |33),

Cmax: [20% (15 - |24),

Cmin: [35% (124 - |44)

DdaBupeHs:

AUC: [36% (32 - |40),

Cmax: |21% (15 - |26),

Cmin: [47% (141 - [53)

(cHMKeHUE KOHIIEHTpaluil kapbaMas3enuHa BCIEACTBHUE
uaaykuun — uzopepmenta  CYP3A4;  cHmwkeHHe
KOHIIEHTpanuii 3QaBUpeH3a BCIEACTBHE WHIYKIUU
uzodpepmentra CYP3A4 u CYP2B6).

PaBuoBecuble 3HaueHusT AUC, Cmax 1 Cmin aKTUBHOT'O
MeTabonuTa KapOaMasenuHa 3MOKCHa He U3MEHSIIOTCS.
BzaumopeiicTBue mnpu OJHOBPEMEHHOM MPUMEHEHUHU
OoJiee BBICOKHX /103 3(paBUpEeH3a UM KapOaMasenuHa He

U3Yy4aoch.

OTCyTCTBYIOT JaHHbIE, HA OCHOBAaHUHU KOTOPHIX MOXKHO pa3paboTaTh PEKOMEHIAIUH 110 PEKUMY
no3upoBanusi. Cienyer paccMOTPETh BOZMOKHOCTh PUMEHEHUS IPYTOro MPOTUBOCYIOPOKHOTO
JIEKapCTBEHHOI'O CPEJICTBA. PEKOMEHIyEeTCsl MPOBOAUTH NEPUOINIECKUI MOHUTOPUHT

KOHIICHTPALMU KapOaMasernuHa B I1a3Me KPOBH.
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®enutonH, peHoOapOoUTAI U APyTHE
MPOTHBOCYIOPOXKHBIC JIEKAPCTBEHHBIE
CpeACTBa, SIBIISIOLINECS CyOcTpaTaMu

nzogpepmentoB CYP450

BsanMoneiicteué fie naydanocs.— - - - 12 YA

B03MO0XHO, KaK YMEHBIIIEHHE, TaK ¥ YBEIHUCHNE
KOHIIeHTpauuil pennTonHa, henobapOUTaIa U APyrux
MIPOTHBOCYJOPOXKHBIX JIEKAPCTBEHHBIX CPEJICTB,
sBIsTIonUXCs cyoctpatamu uzopepmentoB CYP450,
€CJIM ATU TIpeTapaThl MPUMEHSIOTCS OJJHOBPEMEHHO C

3¢ aBUPEH30M.

Ecnu a¢haBupen3 nmpuMeHseTcst OTHOBPEMEHHO C MTPOTHBOCYIOPOKHBIMU TIPETapaTaMu,
sBIsIFoIUMUcs cyoctparamu u3opepmenToB CYP450, He06X01uMO OCYIIECTBIATh

NEPUOIMYECKUI MOHUTOPUHT KOHIIEHTpALU MPOTUBOCYAOPOXKHBIX MpenapaToB B KPOBU.

Banenpoesas kucnora/saBupeHs
(250 mr 2 paza B cytku/600 mr 1 pa3 B

CYTKH)

Knunnyeckn 3HaYMMOTO BIUSIHUS Ha
(hapMaKOKHMHETUKY d(aBUPEH3a HE BBISIBICHO.
OrpaHu4eHHbIE TaHHBIE TOKA3BIBAIOT, YTO KIMHUYECKU
3HAYMMOE BIMSHHUE Ha (PapMAKOKMHETHKY BaJbIIPOEBOIi

KHCJIOTBI OTCYTCTBYCT.

Koppexknus o361 a¢daBupensa He Tpedyercs. [TanueHTs! JOMKHBI HAXOAUTHCS 1101 HAOTI0ICHUEM

IJIs KOHTPOJIA CYJOPOKHBIX ITPUITAJIKOB.

Burabarpun/>daBupen3

I"abanenTun/>daBupeHs3

B3aumopeiictBue He nzydanocs. KiimHndyecku
3HAYMMBbIC B3aMMO/ICHCTBHSI MATIOBEPOSTHBI, TOCKOJIBKY
BUTra0aTpUH U TrabarneHTUH BBIBOJATCS UCKIFOUYUTEIBHO
MOYKaMH B HEU3MEHEHHOM BUJIE U BPSJL JIM OyayT
KOHKYPHPOBATh ¢ METAO0OIM3UPYIOIUMH (hepMEHTaMH

Y Ty TSIMU BBIBEICHUS d(aBUPCH3A.

Koppekuust 10361 HU OJTHOTO U3 TaHHBIX JIEKAPCTBEHHBIX CPEJICTB HE TpedyeTcsl.

AHTUIENNPECCAHTDBI

CenekmueHnble unzu6umopbt 06pamnozo 3axeama cepomoHuUHa

Ceprpanus/>¢paBupeHs

(50 mr 1 pa3 B cyTku/600 mr 1 pa3 B cyTkH)

Ceptpanus:

AUC: |39% (127 - |50),
Cmax: [29% (|15 - |40),
Cmin: [46% ({31 - |58)
DdaBupens:

AUC: <,

Cmax: 111% (16 - 116),

Chin: <
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VBenuueHue A03bI CEpTPAIMHA JOJIKHO IMMPOBOAUTHCA C YUCTOM KIIMHUYCCKOI'0 OTBCTA. KoppeKuI/m

1036l A(aBUpEH3a HE TpeOyeTcs.

[Tapoxcerun/>aBupens Kmuanueckn ~ 3HaumMoro  ¢apMaKOKHHETHYECKOTO

(20 mr 1 pa3 B cyTkn/600 mr 1 pa3 B CyTKH) | B3aUMOACHCTBUS HE BBISIBICHO.

KOppeKI_[I/IH JA03bI HU OJHOT'O U3 NAHHBIX JICKAPCTBCHHBIX CPCACTB HC TpGGy@TCH.

®dnyokceTrH/3(aBUPEH3 B3anmMoneiicTBre He H3y4asocCh.

[TockonbKy Aist (IyOKCETHHA XapaKTepeH TOT XKe
MeTaboauecKuil npoduib, 4To U 1J1s HapOKCETHHA, TO
€CTb OH sBJsIeTCs MOUIHBIM uHrHOUTOpoM CYP2D6,
MOYKHO OKHJIaTh, YTO (IIyOKCETUH TaKXke He OyieT

B3aUMO/ICHCTBOBATH C A(aBUPEH3OM.

KOppeKI_[I/IH JA03bI HU OJHOT'O U3 NAHHBIX JICKAPCTBCHHBIX CPCACTB HC TpGGy@TCH.

Cenexmuenvle uHZUOUMOPBL OOPAMHO20 3AX8AMA KAMEXOIAMUHO08 (HOpadpenanuna,

oonamuna)
Bbymnpomnuon/>dasupens bymnponuon:
(150 mr ogHOKpaTHas 103a AUC: [55% (148 - |62),
(mponorrupoBanHoTo AeicTBUA)/600 M | Cmax: |34% (|21 - |47)
1 pa3 B CyTKH) IMaapoxcuOynponuoH:
AUC: <,
Cmax: 150% (120 - 180)
(uanykuus CYP2B6).

VBenuuenue J03bI 6ynp0nH0Ha AOJIKHO IMPOBOAUTHECA € YUYETOM KIMHUYCCKOTO OTBETA, OAHAKO
A03a HE JOJI’)KHA IPEBBIIIIATh MAKCUMAJIBHO PECKOMCHAYCMYIO 03Y. KOppeKHI/IH JO3bI 3(1)aBI/IpeH38.

He TpeOyercsl.

BJIOKATOPHBI Hi-I'NCTAMHWHOBBIX PEHHEIITOPOB

Letupuszun/>daBupens LeTupusus:

(10 mr omnokparnas 103a/600 mr 1 pa3 B |[AUC: <,

CYTKH) Crnax: [24% ([ 18 - [30)

JlaHHBIC N3MEHEHUS HE PAaCIIEHUBAIOTCS KaK
KJIMHUYECKH 3HAYUMBIE.

Ddasupens:

KIIMHUYCCKH 3HAYUMOI'O B3aI/IMOI[eI\/JICTBI/I$[ HEC BBISIBJICHO.

Koppekuust 10361 HU OJTHOTO U3 TaHHBIX JIEKAPCTBEHHBIX CPEJICTB HE TpedyeTcsl.
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CEPJEYHO-COCYUCTBIE MPENAPATHI MTATTEHVEA TENBRUE T W)

BﬂOKamopbl «MEOJICHHBIX Kajlbyueesovlx Kanaioe

Juntuazem/3>(haBupeHs
(240 mr 1 pa3 B cytkn/600 mMr 1 pa3 B

CYTKH)

Juntrazem:

AUC: [69% (155-179),

Cmax: [60% (150 - |68),

Cmin: [63% (144 - |75)

JnaneTunauiaTia3em:

AUC: [75% (159 - | 84),

Cmax: [64% (157 - 169),

Cmin: [62% (144 - |75)
N-MOHOIEMETHITUITHAZEM:

AUC: [37% (|17 - |52),

Cmax: [28% (|7 - |44),

Cmin: [37% (117 - [52)

DdaBupens:

AUC: 111% (15 - 118),

Cmax: 116% (16 - 126),

Cmin: 113% (11 - 126)

(uaoykuus CYP3A4).

YBenmnuenne papMaKOKUHETUIECKHUX ITapaMeTpoOB
a(aBupeH3a HEe OBLIO PaCIEHEHO KaK KITMHUYECKU

3HAa4YNMOC.

BOHpOC 0 HGO6XOI[I/IMOCTI/I KOPPCKIUH 03I JUJITHA3CMa pCIIacTCd ¢ YHETOM KIIMHUYCCKOTO

0TBeTa (CM. HHCTPYKIIHIO 110 MEAULIMHCKOMY NPUMEHEHHIO AunTHazema). Koppekuus 103sl1

adaBupeH3a He TpedyeTcs.

Bepanamun, ¢enonunus, HUGETUIUH U

HUKapAWUIINH

BzaumopeiictBue He nzydanoch. Eciu ahaBupens
MIPUMEHSICTCS OJTHOBPEMEHHO C KaKUM-JIHOO
[IpernapaToM U3 rPyIIbl OJI0KaTOPOB «MEIIEHHBIX)
KaJIbI[UEBBIX KaHAJIOB, KOTOPHIE ABISIOTCA CyOCcTpaTaMu
uzopepmerra CYP3A4, BO3SMOXKXHO CHUKCHHE

KOHIEHTPALUHU 3TOT0 OJI0KaTOpa B IJIa3M€E KPOBH.

Bormpoc 0 HeoOXoaAMMOCTH KOPPEKIIHMH /103 OJI0KATOPOB «MEIJICHHBIX» KAIBIIMEBBIX KAaHAJIOB
pelIaercsi ¢ y4eToM KIMHHYECKOTro OTBeTa (CM. MHCTPYKIIMH M0 METUITUHCKOMY MTPUMEHEHHUIO

OJIOKATOPOB «MEJJICHHBIX» KAJIBIIUEBBIX KAHAJIOB).
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TANOJIUIIUIEMUYECKUE JEKAPCTBEHHBIE'CPEACTBA ' = 0 -5 U0l

Hnzuoumopvr I'MI'-KoA-pedykma3sut

AropBactaTuH/3paBUpeH3

(10 mr 1 pa3 B cyTkn/600 mr 1 pa3 B CyTKH)

ATopBacTaTuH:

AUC: [43% (134 - |50),
Cmax: [12% (|1 - [26)
2-ruipOKCUATOPBACTATHH:
AUC: |35% (|13 - |40),
Crmax: [ 13% (10 - [23)
4-ruapoKCcUaTOPBACTATHH:
AUC: |4% (10 - |31),
Crmax: [47% (19 - |51)
O6m1as akTuBHOCTH UHTHONTOPOB ['MI'-KOA-peaykTassr:
AUC: [34% (|21 - |41),
Crmax: [20% (]2 - [26)

CrnenyeT oCyIIeCTBIATh IEPUOTNIECKUIT MOHUTOPUHT KOHIEHTPALIMU XOJIECTEPHHA B KPOBHU.
MosxeT noTpeOoBaThCSl KOPPEKLHUS J03bl aTOPBACTATHHA (CM. HHCTPYKIIMIO 110 MEAULIUHCKOMY

IpUMEHEeHMIo aTopBacTaTiuHa). Koppekuus 103bl adaBupeH3a He TpedyeTcs.

[IpaBacraTun/3¢paBupeHs

(40 mr 1 pa3 B cyTku/600 Mr 1 pa3 B CyTKH)

IIpaBacrarus:
AUC: [40% (26 - |57),
Cmax: | 18% (159 - 112)

CrnenyeT oCyIIeCTBIATh IEPUOINIECKUI MOHUTOPUHT KOHLIEHTPALUU XOJIECTEPHHA B KPOBH.
Moxet noTpeGoBaThcsi KOPPEKIMS J03bI IpaBacTaTHHA (CM. HHCTPYKILHMIO IO MEIUITUHCKOMY

pUMEHEHHIO TIpaBacTaTuHa). Koppekmus 10361 3paBupensa He Tpedyercs.

CumBacTaTtuH/>(aBupeH3

(40 mr 1 pa3 B cytku/600 Mr 1 pa3 B CyTKH)

CumBacTaTuH:

AUC: |69% (162 - |73),
Cmax: [ 76% (163 - [79)
CuMmBacTaTH KUCIIOTA!
AUC: [58% (139 - |68),
Cmax: [51% (32 - |58)
OOmast  akTMBHOCTH  HHruOuTOopoB  I'MI-KoOA-
pEeAyKTa3bl:

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

Crmax: [62% (155 - ]78)

(uanykuus CYP3A4).
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Tpr dasoppe ol SHI G A b 2
ATOPBACTATHUHOM, IIPABACTATUHOM HJIM CUMBACTATUHOM

3Ha4eHUs1 AUC 1 Cmax 2paBUpeH3a HE U3MEHSIOTCH.

CrnenyeT OCyIIeCTBIATh MEPUOTNIECKUIT MOHUTOPUHT KOHIIEHTPALIMU XOJIECTEPHHA B KPOBHU.
MoskeT noTpeOoBaThCS KOPPEKIUS J03bI CAMBACTaTUHA (CM. HHCTPYKIIHIO [0 MEIUIIUHCKOMY

MPUMEHEHUIO cuMBacTaTtuHa). Koppekius 10361 adaBupeHsa He TpedyeTcs.

PosyBacrarun/3daBupens

B3anmoneiicTBre HE N3y4anoch.

Po3yBacTtaTvH BBIBOJUTCSA B OCHOBHOM B HEU3MEHEHHOM
BHJIE YEPE3 HKEIYAOUHO-KUIIEUHBIN TPAKT C KEIYbIO,
MO3TOMY B3aUMOJICHCTBHE ¢ 2(haBUPEH30M HE

OXHNaacTCH.

Koppekuuu 10361 HU OJJTHOTO U3 JAHHBIX JIEKAPCTBEHHBIX CPEACTB HE TpeOyeTcs.

I'OPMOHAJIBHBIE KOHTPAIEIITUBbI

J{ns mepopaibHOTO MPUMEHEHUS :
DTHHWIACTPATNOI + HOPrecTuMaT/
a¢aBUpeH3

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

1 pa3 B CyTKH)

DTUHWIACTPATUOI:

AUC: <,

Crmax: <>,

Cmin: [8% (114 - |25)

HopanrectpomuH (akTUBHBIN META0O0JINT):
AUC: |64% (62 - |67),

Crmax: [46% (139 - |52),

Cmin: [82% (179 - |85)

JleBoHOprecTpen (aKTUBHBIN METabOIINT):
AUC: [83% (179 - |87),

Cmax: [80% (177 - |83),

Cmin: [86% ({80 - |90)

(MHOYKIMSA METaboIM3Ma).

DdaBupens:

KJIMHUYECKH 3HAYMMOTI'0 B3aUMOCHCTBUS HE BBISBIICHO.

Knnandgeckast 3HaUMMOCTD 3THUX SQ)CI)CKTOB HC N3BCCTHA.

B JOIMMOJIHCHUEC K TOPMOHAJIBHBIM KOHTpAaCITUBAM JOJI?KCH UCIIOJIB30BATHCA HaI[e)KHLIfI MECTO

OapbepHOU KOHTpAIenIiu (CM. pasnen 4.6.)

HpOHOHFI/IpOBaHHOFO JEUCTBUS IS

BHYTPHUMBIIICYHOT'O MIPUMCHCHUA:

B teuenme 3 MCECALICB UCCIICAOBAHNA HE OBLIO
BBISIBJICHO 3HAYUMbIX pa3nnq1/1ﬁ B OTHOLICHUH

(apMaKOKMHETHYECKUX MTapaMeTPOB
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JlenoMeIpOKCUIIPOreCTepOHa aleraT
(AMIIA)/»daBupens
(150 mr IMITA BHYTpUMBILLIEYHO

OJIHOKPATHO)

MeJpa KCHTPOT L TOPOITA MO TIOGPOBONb ML

nony4daBmiumMu APBT c adaBupenzom, u
no0poBoJbIIaMu, KoTopsle He nonyyanu APBT. Bo
BTOPOM HCCIIEJOBAHNUN OBLIH MOIYYEHBI CXOIHbBIE
pE3yJIbTaThl, XOTS KOHLCHTPALUU
MEAPOKCUIIPOrECTEPOHA B IJIa3ME KPOBH Pa3INyaINCh
B Ooubleii ctenenu. B 06oux uccnepoBaHusx
KOHIEHTPALMU POTreCTEPOHA B TJIa3ME KPOBU Y
JI0OpOBOJIBIIEB, MpUHUMABIIUX d(asupens + [IMIIA,
OCTaBAJIMCh HU3KUMH, YTO COOTBETCTBOBAJIO

MOAaBJICHUIO OBYJIALIUU.

B JOIMMOJIHCHNEC K TOPMOHAJIBHBIM KOHTpaCITUBAM JOJI?KCH HMCIIOJIB30BATHCA HElIlG)KHBIfI METO

OapbepHOI KOHTpareniuu (cM. paszaen 4.6.).

Wmmnagrar:

ATOHOTeCTpe/paBUpeH3

B3aumoneiicteue He wu3ydanocb. MOXHO OXHIATh
CHI)KEHHS OKCIO3UIMM STOHOrecTpena (MHIYKIUSA
CYP3A4). B MOCTPErUCTPALUOHHBIN nepuo
HaOMO/IeHUsT OBLITM TONYYEHBI OTAENbHBIE COOOIEHUS
00 OTCYTCTBUH KOHTPALIENTHBHOTO H(PdexTa MpH
IIPUMEHEHNN 3TOHOTrecTpena y MAIUEHTOK,

NPUHUMABIINX (aBUPEH3.

B nomnonuenue k FOpMOHAJIBHBIM KOHTpAlCTITUBAM JOJIZKCH UCIIO0JIb30BATHCA HaJICKHBIA METO/I

OaprepHOi KOHTpareniuu (cM. pazaen 4.6.).

NUMMYHOIEIIPECCAHTDBI

HMmMmyHOenpeccanThl, KOTOpPbIE
MeTa0O0IU3UPYIOTCS U30(EPMEHTOM
CYP3A4 (nanpumep, LIUKIJIOCTIOPHH,

TaKpOJIIMMYC, CUpOIIMYC)/ 3paBUpeH3

B3aumoneiictBue He wu3ydasock. MOXHO —0XHUIaTh
CHI)KEHUS SKCIIO3UIIMU UMMYHO/IETIpECCanTa (MHIyKIUs
CYP3A4). ManoseposiTHO, 4TO yKa3aHHBIE
MMMYHOJCTIPECCAHThl OyIyT OKa3blBaTh BIIMSHUE Ha

AKCIIO3UITHIO A(haBUPEH3A.

Moxet noTpeGoBaThcsi KOPPEKIHUS J03bI UMMYHOIETIpEeccanTa. PekoMeH1yeTcs OCyIIecTBIATh
TINATEIbHBIM MOHUTOPUHI KOHLIEHTPALU UIMMYHOJETIPECCAHTA B KPOBU B TCUCHHUE HE MEHEE
2 Hepenb (0 YCTAaHOBJICHUS CTAOMIIBHBIX KOHIIEHTPAIMK) C MOMEHTA Havajia Teparuu

3(aBUPEH30M UM C MOMEHTA €€ OTMEHBI.

OIMMOHNAbI
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Meranon/>¢aBupeHns
(crabuibHas IOICPIKUBAIOIIAS 1034,
35-100 mr 1 pa3 B cytkn/600 mr 1 pa3 B

CYTKH)

(MOCAEOOBATERBROCTE 0002}

MeTtazioH:

AUC: |52% (|33 - |66),

Crmax: [45% (125-159)

(uanykuus CYP3A4).

B uccnenoBannu ¢ ydactuem BUY-unummpoBaHHBIX
MAIMeHTOB, KOTOpbIe BBOAWIN ceOe HApKOTUYECKUE
CpelcTBa BHYTPUBEHHO, YCTaHOBJIEHO, 4TO
OJTHOBPEMEHHOE NpUMEHEeHHEe 3(aBUpeH3a W MeTaJoHa
MPUBOJWIO K CHIDKEHHIO KOHIICHTpAlMHd METaloHa B
1a3Me KpPOBU M K TMOSBICHHIO CHMIITOMOB OTMEHBI
OIMATOB. UToOBl  yMEHBIIUTH  BBIPAKCHHOCTH
CUMIITOMOB OTMEHBI, J03y METaJ0OHAa YBEIMYUBAIU B

cpenHem Ha 22%.

HpOTI/IBOHOKa3aH OI[HOBpCMeHHHﬁ Ipuem S(I)aBI/IpeHSa U MCTAaZl0OHA HU3-3a PUCKA YIJIMHCHUA

untepsana QTc (cm. «IIpoTuBonokazanus»).

Bbynpenopdun/nanokcon/>daBupens

Bbynpenopdun:

AUC: [50%

HopOynpenopdus:

AUC: |[71%

DdaBupens:

KJIMHIYECKH 3HAYMMOTO (hapMaKOKHHETUIECKOTO

B3aUMMOJCHCTBHS HE BBISBIICHO.

HecmoTpst Ha cHI)KEHUE SKCITO3UIMK OynpeHophUHA, CITydaeB MPOSIBICHHS] CHMITOMOB OTMEHBI Y
NalMEeHTOB He Habmonanock. He TpeOyercst koppeKuus 103kl HU OJHOTO U3 JIEKapCTBEHHBIX

CpeACTB IIPU OJJTHOBPEMEHHOM Ha3zHaueHUM OynpeHopduHa 1 rpaBUpeH3a.

2 - 90% moBepUTEIILHBIE HHTEPBAJILI, €CIH HE YKA3aHO APYIOE;
> y y 5

b_95% JIOBEPUTEIIbHBIC HHTEPBAJIBL;

YA — ypunuaaudocdar;

I'MI'-KoA-penykra3a-3-rupokcu-3-MeTHINTy TapUI-KO3H3UM-A -pe Iy KTa3a.

CTH

HccenenoBanus B3auMOAEUCTBUS IPOBOUIUCH TOJIBKO Y B3POCIIBIX.

4.6.

JKeHnuHEI ¢ ACTOPOJHBIM ITOTCHIHUAJIOM

(I)epTI/IJ'lI)HOCTI), 6epeMeHHOCTb H JIAKTalus
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UCIIOJIb30BaTh HAJIS)KHBIE METOAbI OapbepHOIN KOHTPALENIIMK B COYETAHUH C APYTUMH METOJaMU
(B TOM YHcCIIe IepopaIbHbIC WIH APYTUe TOPMOHAIBHBIE KOHTPAIICTITUBBI).

[TockonbKy 3(aBupeH3 IMEET [UTUTENBHBIN TIEPUO/T TTOTYBBIBEICHHS, HEOOXOIMMO HCITOJIE30BATh
HaJIC)KHbIE METOJBl KOHTPALENIUU HA NMPOTHKEHUU 12 Henenb Mocie NMpEeKpalleHus JICUYEHUs
3(haBUPEH30M.

bepemenHoCTh

[lepen wawamom nedeHus: 3(paBUPEH30M HKEHIIMHBI, CIIOCOOHBIE K JETOPOXKICHHIO, TOJDKHBI
MIPOUTH TECT HA OEpeMeHHOCTh. D(paBUPEH3 HE CIIEIyET MPUMEHSATH BO BpeMsi OEpEMEHHOCTH, 3a
UCKJIIOYEHHEM CIIy4acB, KOT1a MOTEHIMAJIbHAS T10J1b3a Il MAaTEPH IIPEBBINIAECT BO3MOKHBII PUCK
JUIsL IUI0Jla U HET JAPYTUX albTEPHATUBHBIX METOAOB JieueHHs. Eciy jKeHIMHAa NpUHUMAeT
a¢aBUpPEH3 BO BPEMsI IIEPBOTO TPUMECTpa OEPEMEHHOCTH MM OEPEMEHHOCTh HACTYTIaeT BO BPEMsI
npuUMeHeHUs 3(paBUpeH3a, OHA JOJDKHA OBITh NMPEXyNpeXJeHa O MOTEHLUAJIbHOM Bpele Uis
10Aa.

He npoBoamnoce aneKkBaTHBIX M KOHTPOJIMPYEMBIX KIMHUYECKHX HCCIEI0BAaHUN C ydacTHEM
OepeMEeHHBIX JKEHIIMH. B mocTperucrpaliluoHHOM mepuoje ObLIM IMONYy4YEeHbl COOOILIEHUs O
npuMeHeHnn d¢aBupeH3a B cocTaBe KoMmOuHupoBanHoii APBT B mepBom Tpumectpe
O0epemenHocTd. He coobmanock 0 Hamuuuu cHerupUYecKHX OCOOCHHOCTEH (YBETUYEHUU
YacTOThI) MTOPOKOB PAa3BUTHUSA y HOBOPOXKACHHBIX. TOJIBKO HECKOJIBKO COOOIICHUH COAep Kau
UHPOPMALIMIO O CIIydasX pa3BUTUS JePEKTOB HEPBHOH TPyOKH, BKIIIOYAsh MEHHUHIOMHEIIOIIETIE.
BoNbIIMHCTBO JAHHBIX COOOIICHUH OBLTH PETPOCTIEKTUBHBIMHU, M TPUYHMHHO-CJIC/ICTBEHHAS CBSI3b
He OblJIa u3y4eHa.

JlakTanus

bruto mokaszaHo, uTo 3(haBUPEH3 BBIACNSAETCS C TPYAHBIM MOJOKOM KOpPMSIIMX >KeHIIWH. He
UMEEeTCsl JOCTATOYHOW MH(pOPMAINY O IEHCTBUN d(aBHpeH3a HA HOBOPOXKICHHBIX M MJIaICHIIEB.
XKenmumHaMm, npuHUMarOIMM 3(aBUpeH3 B MEpPUOA JIAKTallMM, KOPMJICHME TpYyAbI0 HE
pexomennyetrcs. Bo wuzbexanue mnepemaun BUY Hu npu kakux oOctosrensctBax BUU-
UHQHUIUPOBAHHBIM MaTepsIM HE PEKOMEH/YETCsl KOPMHUTB TPY/bIO.

4.7. BiusiHMe Ha CNMOCOOHOCTH YNPABJATH TPAHCHOPTHBIMHU CPeACTBAMHU M pPadoTarth ¢
MeXaHH3MaMH

He mnpoBogunmock wuccinenoBaHWid JJIi OLEHKM BIMSHUS Ha CHOCOOHOCTh  YIPAaBISAThH
TPAHCHOPTHBIMHM CpEACTBAaMU U paboTaTh € MeXaHW3MaMHu. D(}aBUPEH3 MOXKET BBI3HIBATH
rOJIOBOKPY>KEHHE, HapYyILlIEHE BHUMAHUS, COHJIUBOCTb U JJPYTHe HEKEIaTeIbHbIE JIEKAPCTBEHHbBIE

peakLru CO CTOPOHBI LIEHTPAJIbHOM HEPBHOI cucTeMbl. [laliMeHToB cienyeT npeaynpeauTh, uTto,
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TPAHCTIOPTHBIMU CPEACTBAMH U PabOTHI C MEXaHU3MAaMHU.
4.8. HexenareabHble peakuuu

Pesrome HDOd)I/IJ'IFI 0€30IaCHOCTHU

B uenom sdaBupeH3 xopouio nepeHocuics B KIMHUYECKUX HCCIeAOBaHUAX. B moarpymme
NaIMeHTOB, NMpUHUMAaBIIUX 3(aBupeH3 B noze 600 mr 1 pa3 B CyTkM B KOMOMHALUU C
uHruouropamu nporeassl BUY w/unu HUOT, nanbonee yacteiMu (1o MeHblueil mepe y 5%
NAIMEHTOB) HEXENATeIbHBIMU PEaKIHUIMU, KaK MUHUMYM, CPEIHEH CTENeHH TSDKECTH ObUIH
koxkHast cbinb (11,6%), ronoBokpysxkenue (8,5%), Tomnota (8,0%), roioBuas 6onb (5,7%) u
MOBBIIICHHAS] yTOMIISIEeMOCTb (5,5%).

Haubosiee 3aMeTHBIMU HEKENIATEIbHBIMU PEAKIUSAMH, CBS3aHHBIMH C IpuUeMOM 3(]aBHpeH3a,
SIBJISUTUCH KOKHASI CBIIIb M CHMITOMBI CO CTOPOHBI HEPBHOW cHCTeMBbl. CHMITOMBI CO CTOPOHBI
HEPBHOM CHCTEMbI OOBIYHO MOSBISUIMCH BCKOPE MOCIIE Hayala Tepanuu U, Kak IpaBuiio, ucue3ain
nocne mepBbIX 2 - 4 Hemenb Tepamuu. Takke y MalMEHTOB, MPUHUMABIINX 3(aBUpPEH3,
HaOJII01aJHMCh TSOKETIbIE PEAKLMU CO CTOPOHBI KOXKH, Takue Kak cuHapoM CtuBeHca-/[)koHCOHA U
MHOTO(OpMHAs! IKCCYAATUBHAS SpUTEMa; HAPYUICHUS IICUXUKH, BKIIIOYAs TSDKEIYIO JIETIPECCHIO,
CMEPThb BCJIECJCTBUE CYyHIIM/IA U TICUXO030M1000HOE MOBEJCHHE, a TAKXKE CYIOPOKHbIE IPUIIAIKH.
[Ipn nmpumenenun s¢daBupeH3a OAHOBPEMEHHO C MHINEH MOXKET YBEIMYMBATHCA CHCTEMHAas
9KCMO3UIUs 3(aBUpEH3a, UYTO MOXKET NPUBOANTH K YBEIWYCHHIO YaCTOTHI HEXKENaTEeNbHBIX
peakuuii (cM. paznen 4.4.).

[Ipo¢unb 6e30macHOCTH MPH JTUTETFHON Teparuy, BKIIOYaBIICH d(paBUpEH3, OLICHUBAIH B XOI¢
KOHTPOJIUPYEMOI'O HCCIIEZIOBAHUSA, B KOTOPOM HAIMEeHThl NpUHUMaIU Ju00 3(daBupeH3 +
3UIOBYIMH + namMuBynuH B TedeHue 180 nenens, mubo >daBupeH3 + MHAWHABUP B TEUCHUE
102 wenenp, MO0 MHAWHABUD + 3UJOBYIWH + JTAMUBYIWH B TeueHHe 76 Henenb. JmuTenbHOE
npuMeHeHne >(aBHpeH3a B XOJI€ JAHHOTO HCCIEJOBAHHS HE COMPOBOXKAAIOCH MOSBICHHEM
KaKHUX-TTM00 HOBBIX JaHHBIX IO O€30IaCHOCTH.

PesroMe HekenaTeabHbBIX peaKkIni

Hwxe npuBeeHbI CpeHETsIKENbIE U TSHKETIbIe HeXeNaTeIbHbIe PEakIiy, B OTHOIIEHUH KOTOPBIX
ObuTa yCTaHOBJIEHA BO3MOXKHAsi MPUYMHHO-CJICICTBEHHASI CBS3b C NMPUMEHSBIINMCS PEKAMOM
Tepanuu (0 MHEHHMIO HCCIIEOBaTeNeii), M KOTOpblE HAOMIOAAINCh B XOJ€ KIMHHYECKHX
UccleqoOBaHUK 3(aBUpPEH3a, NPUMEHSBIIETOCS B PEKOMEHJOBAaHHOW JI03¢ B COCTaBe
koMOuHupoBanHoit APBT.

KypcuBoM BBIIETICHBI HEXENATEIbHBIE PEAKIHH, KOTOpble OBUIM 3apeTUCTPHPOBAHBI B
HOCTPETUCTPALMOHHBIH IepHOo. TPUMEHEHHS 3(haBUPEH3a B COCTaBE KOMOMHNPOBAHHON TEpaIny.

YacToTa HeKelaTeIbHBIX peaKI_[I/Iﬁ MMpUBCJACHA II0 cnez[yfomeﬁ KJIaCCI/I(I)I/IKaI_II/II/IZ O4YCHb 4acCToO
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(>1/10); wacto (1/100, <1/10); meuacto (>1/1000, <1/100): parb-(>1/16000; <1/1600)  sders

penko (<1/10000).

HaDVH_ICHI/IH CO CTOPOHEI I/IMMVHHOI>'I CUCTCMEIL: HeHacmo - THIICPYYBCTBUTCIBHOCTD.

HaDVHIeHI/Iﬂ MeTadoaM3Ma M MHWTAHUSA: Yacmo — l"I/Il'IeprI/IFJ'II/IHepI/II[eMI/ISII; Heuacmo —

TUMepXoJIecTepHHEMHUS .

ITcuxmueckre paccTpOMCTBA: Yacmo - MaTOJIOTHUECKUE CHOBUJCHUSA, TPEBOXKXHOCTD, ACIIPECCUA,

6ecconnuna'; neuacmo — appexTuBHas 1aOMIBLHOCTb, AT PECCUBHOCTD, CIIyTAHHOCTH CO3HAHUS,
HACTPOEHHUE CO CKJIOHHOCTBIO K 3U(OPUH, TaILTIOIHHALINN, MAHUs, TApaHOUIAIBLHOE MTOBEICHHE,
ncuxos3’, ONBITKA COBEPIICHUS CYHIMA, CyUIHAANBHBIE MBICIIH; peoKo — cocmosnue bpeda’,
Hespo3®, cmepmo scnedcmeue cyuyuoa’?,

HapymieHus co cTOpOHBI HEPBHOM CUCTEMBIL: YACMO - HapyweHnus MO324CEUKOBO1U KoopduHauuu u

paenoeecus’, napymenne BHUMaHus (3,6%), ronoBokpyxenue (8,5%), ronosHas 6omb (5,7%),
cocrostHue coHnuBocTd (2,0%)'; mewacmo — TpeBoxkHOe BO30YXKIEHME, aMHE3Hs, aTaKCHs,
HapyIICHUE KOOPAMHALMU IBMKEHUM, CyJIOPOrH, HAPYIIEHHE MBIIUIEHHS, mpemop’; uacmoma
HeusgecmHua — dHIIEe(DATONaTHS.

Hapymenns co CTOpOHBI OpraHa 3peHHUs: Heuachmo - HEYeTKOCTh SPUTCIBHOIO BOCIIPUATHSA.

HapyieHns co cTOpOHBI OpraHa ciyxa 1 Ha6I/IDI/IHTaZ Heuacmo - uym 6 ymaxz, BECPTUTO.

Hapyi1ieHns co CTOpOHEI COCYJIOB: HeuUacmo — «npuiuevly Kposu K KoaHce Jmuaz.

>K6JIV,HO‘{HO-KI/IIH6‘IHLIC HApYIICHHUA: Yacmo - 6o0iu B JKHUBOTC, Inapes, TOMIHOTA, pBOTa; Heuacmo

- TAHKPEaTHT.

HaDVHIeHI/ISI CO CTOPOHBI IICYCHU U KCITUYCBBIBOAAIINX HVTGfIZ yacmo — IOBBINICHUEC aKTUBHOCTHU

acmapratamuHoTpancdepassl (ACT)!, ToOBBIIIEHHEe AKTUBHOCTH alaHMHAMHUHOTpaHC(Epassl
(AJIT)!, noBbimenue akTuBHOCTH ramma-riayramunrpancdepassl (ITT)Y; wewacmo - octpeiit
TENATUT; PeOKO - NeUEHOUHASL HeOOCMAMOYHOCb! .

Hapy1ienusi co cTOpOHBI KOXH U IMOIKOXKHON KIETUYATKH: OYeHb YACHOo - KOXKHas ChImb (1 1,6%)1;

yacmo - 3yI; Heuacmo - MHOToGOpMHasi JKCCynaTUBHas spurema, cuHiapoM CTuBeHca-

Jl:xoHCOHA'; pedko - homoannepeuueckuii depmamum?.

Hapymienus co  CTOpPOHBI PENpOAYKTHBHOM CHCTEMBbl M MOJIOYHBIX JKEJIE3: Heudacmo -

THHCKOMACTU.

O6H_[I/Ie HAapyYHICHUA U PECAKIIMKU B MCCTC BBCACHUSA: YacCmoO - IOBBINICHHAA YTOMIIACMOCTD.

' Bonee noJIpoOHOE OMUCAaHUE CM. HIDKE B mojpaszaene «Onucanue OTACTbHBIX HeXeNaTeabHbIX
pEaKLHiN.

? JlaHHBIE HEXeNaTeTbHbIe peaknuu ObLIM 3a(PUKCHPOBAHBI B MOCTPETHCTPAIIMOHHBIA TTEPUOT
HAOJIOZICHUS; YaCTOTy ATHUX PEAKIHUA OMPEESsif, WCIONb3Yysl JIaHHbBIE, MOJTYYEHHBIC B XOJIe

16 xIMHUYECKUX HccleAoBaHui (yuyacTBoBaso 3969 mannueHToB).
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HaOJIOJICHNS], OTHAKO Yy TAlIMEeHTOB, NPUHHUMABIIUX 3(aBupeH3 B xoJe 16 KIMHHYECKHX
UCCIICIOBAaHM, O HHX HE COooOmaToch Kak O SIBICHHUAX, CBA3AHHBIX C MPUMEHEHHEM
JIEKapCTBEHHOT'0 Tpemnapara. B cooTBeTCTBUU ¢ KiaccuUKAIUMEH MO 4YacTOTEe ITH MOOOYHBIC
SBJICHUSI OBUIM DPACICHEHBI KaK HaOJIOAaBIINECS «peAKo» (Ha OCHOBAaHMU OICHKH BEpXHEH
rpanuibl 95% noBeputenbHOro HTepBana A 0 siBleHuil B pacueTe Ha KOJIMYECTBO MAIEHTOB,
NPUHUMABIIUX 3(paBUPEH3 B X0/1€ YKa3aHHBIX KIMHUYECKUX HccienoBanuii (m = 3969)).

Onucanue OTACJIBbHBIX HCXKCJIATCIIbHBIX SIBICHUMN

Koorcnas coino

B xome KIMHUYECKMX WCCIENOBAaHUI KOXKHAas ChIb Ha0moganach y 26% MalueHToB,
npuHUMaBIIUX 3(aBupeH3 B 03¢ 600 mr, no cpaBHeHUIo ¢ 17% ManueHToB B KOHTPOJIBHBIX
rpynmax. Y 18% mamnueHToB KOKHAsI ChIITb ObUTAa CBsI3aHa ¢ MPUEMOM 3(aBUPECH3a, IPU 3TOM Y
1,7% mnanueHTOB MpueM mpernapara OblT MpeKpalleH U3-3a MOsBICHUS KOKHOM cbimu. YacTtoTa
pa3BUTHSI MHOTO(OPMHOI IKCCYNIaTUBHOM 3puTeMbl U cuHapoMa CtuBeHca-/[)kOHCOHA coCTaBuUIIa
npumepHo 0,1%.

Cryyan KOXKHOM ChINU 3apeructpupoBanbl y 59 u3 182 gereit (32%), mosyyaBmIux JieueHue
3(haBUPEH30M B 3 KIMHUYCCKUX UCCIEIOBAHUSAX CPEAHEH MPOIOIDKATEILHOCTRIO 123 Henemu. Y
6 nerelt coinb OblIa TsKeNoM. [lepen Havamom Tepanuu 3paBUPEH30M Y ACTe UM MOXKET OBITh
PEKOMEH/IOBaHa COOTBETCTBYIOIIAs AHTUTMCTAMUHHAS TEpanvs B KadyecTBEe MPO(HUIAKTUKH.
OOBIYHO pa3BUBAIOTCSA ClIA00 WM YMEPEHHO BBIPAXKCHHBIE MAaKyJIOMAIyJe3HbIE KOXHBIC
BBICBHITIAHUS, KOTOPBIE TOSBISIOTCS B TE€UEHHUE TMEPBBIX JIBYX HENENh MOCIE Hauyajga Teparuu
3¢daBupeH30M. Y OGOJBIIMHCTBA MAIlMEHTOB KOKHAs ChIIb MCUYE3aeT MPHU MPOJOJIKEHUH TEPAIUU
3(haBUpPEH30M B TEYEHHE OJHOTO Mecsma. J(daBUpeH3 MOKET ObITh MOBTOPHO Ha3HAYEH
NalMeHTaM, KOTOpble NPEeKpaTWIM €ro IMpUEM u3-3a TMOSABJICHHUS KOXHOW coinu. [lpu
BO300HOBJICHHH Tepanuu d(PaBUPCH30M PEKOMEHIYETCS TaKKe NMPHUHUMATh COOTBETCTBYIOIIHC
6s0kaTopsl Hi-rucTaMUHOBBIX pELENTOPOB U/UITH TITIOKOKOPTUKOCTEPOUIBL.

Nmeercst orpaHUYeHHBINA OMBIT MPUMEHEHHs d(aHUpeH3a Yy MAIMEeHTOB, KOTOPbIE MPEKpaTHIIN
TEpANUIo IpYyruMH aHTUPETPOBUPYCHBbIMU Ipenaparamu u3 rpynnsl HHUOT. Yacrora penunnsa
KOXXHOM CBITIM TTOCJIE TEePeXo/ia ¢ Tepai HEBUPAMTMHOM Ha Tepanuio 3(haBUPEH30M, B OCHOBHOM
OIICHEHHAsl MO0 OIyOJIMKOBAHHBIM PETPOCIEKTHBHBIM JaHHBIM, cocTaBuia ot 13% mo 18%, u
COMOCTaBMMa C YACTOTOH, BBISBICHHON y TMAIMEHTOB, MPUHUMABIIMX 3(aBUpEeH3 B XOne
KJIIMHUYECKUX uccaeaoBaHuit (cM. paszuen 4.4.).

Cumnmomvi cO cCMmoOpOHbI NCUXUKU

Y HEKOTOpBIX MAIMEHTOB, IPUHUMABIIUX (haBUpEH3, HAOIIOJANNCh CEPhE3HbIE HEeXKeNaTeIbHbIe

SABJICHUSA CO CTOPOHBI IICUXUKH. B KOHTPOJIUPYCMBIX KIMHUYCCKHUX HUCCICAOBAHUAX YaCTOTa
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clenyromei: Tsokenas genpeccus — 1,6% B rpymme  ManuMeHTOB, NPUHUMABIIMX
komOunupoBannyto APBT c¢ sdaBupenzom, u 0,6% B KOHTPOJIbHOW TpyIIe MNalUeHTOB,
cynnmaanbabie HamepeHus — 0,6% u 0,3%, cyunuaanbHbie TOMBITKH 0e3 JeTATbHOTO HCX0/1a —
0,4% u 0%, arpeccuBHoe noseaenue — 0,4% u 0,3%, napanougansubie peakuuu — 0,4% u 0,3%,
MaHuakanbHble peakuuu — 0,1% u 0% cooTBETCTBEHHO.

[TanmenTsl, uMElOIME B aHAMHE3€ IICUXUYECKUE PpacCCTPOMCTBA, HAXOIATCA B TIpyIIe
MOBBILIEHHOI'O PUCKA M0 Pa3BUTHUIO JIAaHHBIX CEPhE3HBIX HEXKEJIATENIbHbIX SIBJIECHUH CO CTOPOHBI
NICUXUKH C YaCTOTOM BO3HMKHOBEHUS KaXKJI0I'O M3 BBILIENEPEUYHUCICHHBIX siBiIeHU oT 0,3% nms
MaHUaKaJbHBIX peakuuii 10 2,0% i TsHKENoN Aenpeccuy U CyuIUaaIbHbIX HamepeHuil. Takxke
B TNOCTPETHCTPALIMOHHOM IE€PHOJAE MOJMyUYeHBI COOOIICHUS O CIydasX CMEpPTH B pe3yJibTare
cyuuaa, OpetoBBIX PacCTPOMCTBAX M NMICHUX0301T01I00HOM MTOBEICHHH.

Cumnmomsi O CMOPOHBI HEPEHOLL CUCTEMbL

VY nmanueHToB, NpUHUMABIIHX d(haBupeH3 B 103¢ 600 MT B paMKaX KOHTPOIUPYEMBIX KIMHUYECKUX
UCCIICIOBAaHM, YacTO HAOIIOAANUCH CIEAYIONINE HEXellaTelbHbIe PEakIH: TOJIOBOKPYKEHHE,
OecCOHHUIIAa, COHJINBOCTb, PACCTPOICTBO BHUMAaHUS, KOIIMapHble CHOBHUJEHHUS. Takxke
HaAOMI0IAKNCh U ApyTHUE HeXenarelabHble siBieHus. CpeqHeTsDKeNIble U TsDKETble CUMIITOMBI CO
CTOPOHBI HEPBHOI cucTeMbl Habmoganuch y 19% (Tsokensie - y 2%) MalMeHTOB, TOr/a KaK y
MAIMEHTOB, MOTYYaBIINX KOHTPOJIBHYIO TEPAIUIo, 3TOT MOKa3aTelb cocTaBui 9% (TsKenble - y
1%). B xonme KIMHUYECKUX UCCIEAOBaHUM 2% MAlUeHTOB, MPUHUMABIINX 3(aBUPEH3,
NPEKPATUIN TEPaNHIO U3-3a BhIILIEYKa3aHHBIX CUMITOMOB.

CuUMNITOMBI CO CTOPOHBI HEPBHON CHCTEMBbI OOBIYHO HAOIIOJANINUCh B TEUEHUE MEPBOTrO MU
BTOPOTO JHs TOCTIE Hayaja Tepanuu U B OOJNBIIMHCTBE CIy4YaeB UcUe3alld B TEUCHUE MEPBHIX 2 -
4 nenens. B uccnenoBanuu ¢ yyactueM HeMH(UIIMPOBAHHBIX JOOPOBOJIBIIEB PENPE3EHTATUBHBIN
CUMIITOM CO CTOPOHBI HEPBHOM CUCTEMBI BOHUKAJI B CpeIHEM yepe3 | 1 mocie npuemMa rnpenapara
u anuics B cpeHeM 3 4. CUMITOMBI CO CTOPOHBI HEPBHOM CHCTEMBI pa3BUBAIUCH Yallle, €Cln
3(haBUpeH3 MPUHUMAIHM BO BpeMs Mpuema Mnuiii. Bo3MokHO, 3T0 00yCIOBICHO MOBHIIICHUEM
KOHIIEHTpAIH 2(paBUpeH3a B II1a3Me KPOBHU B TAKHX YCIOBHX (CM. pazaen 5.2.). [lyis ynydiienus
NEPEHOCUMOCTU Mpenapara B OTHOLICHUM JaHHBIX CUMITOMOB B TEUYEHHME NEPBBIX HEIEIb
Tepanuu peKOMEeHAyeTCsl IPUHUMATh [IpernapaT nepesl CHoM. DTOT PEKUM IpHueMa PeKOMEHTyeTcs
U TEM TMAIMEHTaM, Y KOTOPBIX MPOJOJIKAIOT HAOMI0JaThCS JaHHBIE CUMITOMEI (cM. pasnen 4.2.).

CHmXeHue 103bl WIM JPOOHBIA MpPHUEM CYTOYHOW J03bI OOBIYHO HE JAlOT OJIArONpPUSTHOTO

s dekra.
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TEpaNHy 4acTOTa BIEPBbIE BOZHUKIINX CUMITOMOB CO CTOPOHBI HEPBHOW CUCTEMBI y NTAllUEHTOB,
NPUHUMABIIUX (paBUpeH3, Oblia B 11€JI0M CXOJHON C TAKOBOW B KOHTPOJIBHOM IpyTIIe.

B nocrtperucrpanoHHbId MEpUOJ cOOOIIATIOCh O CBSA3aHHBIX C BBICOKOW KOHIIEHTpalMen
a¢aBUpEH3a aTaKCUU U HHIIE(aIonaTHH, BOSHUKABIINX Y€pPe3 HECKOJIBKO MECALIEB WJIH JIET MOCTIe
Hauasa jedeHus rpaBupeH3oM (cM. paszznen «Ocobble yKazaHus»).

Ileuenounas nedocmamouHocms

B moctpeructpannonssiii nepuoa HaOMOAEHUS ObLIO 3apETMCTPUPOBAHO HECKOJIBKO CITydacB
IICYEHOYHON HEIOCTaTOYHOCTH, BKIIOYas cilydyan Oe3 yka3aHMH Ha 3a00JeBaHUs IE€YEHU B
aHaMHe3e, a Takke O0e3 Jpyrux BbIABIECHHBIX (DAKTOPOB pHUCKA. YKa3aHHbIE Cilydau
XapaKTepU30BAINCH MOJIHUCHOCHBIM TEUEHUEM; B PAJIE CIIy4aeB MOTPeOOBAIACh TPAHCIUIAHTALIHS
NIEUYEHH WM COOOIIAIOCH O CMEPTH TAlUeHTA.

Cunopom occmaHo8ieHUus UMMYHUmMema

Y BUY-uHOQUIMPOBAHHBIX MALMEHTOB C TSDKENIBIM MMMYHOAE(DUIIMTOM B Hayajie MpOBEICHHS
koMOuHNpoBaHHON APBT MOKET MOBBICUTBCS PUCK BOSHUKHOBEHHS BOCHAIUTEIBHBIX PEAKIIMNA
Ha HEaKTUBHBIC WJIH OCTaTOYHBIC ONMOPTYHUCTHYEeCKHEe WHOeknuu (cMm. pazgen «OcoObie
yKa3aHUs»). AyTOMMMYHHBIC HapylleHus (Takue kKak OoiyiesHb ['peliBca W ayTOMMMYHHBIN
rernaTuT) HaOMIoJauCh Ha (OHE BOCCTAHOBIEHHMS HMMMYHHUTETA, OJHAKO BpeMs HadallbHBIX
HPOSIBJIIEHUI CUIIBHO BapbUPOBAIIO, U 3200JI€BaHNE MOTJIO BOZHUKATh Yepe3 MHOT'O MECSIIEB TOCIIE
Hauaia Tepanuu (cM. paszznen «Ocobble yKazaHus»).

Jlunooucmpodghus u memabonruueckue HapyuleHus

KomOunupoBannas APBT accommmpyercs ¢ mnepepacnpefeieHHeM KUPOBOW TKaHU Tela
(mumoauctpodueit) y  BUY-uHpuUupoBaHHBIX  MAIMEHTOB,  BKJIIOYAsh  UCTOIIEHUE
nepudepudeckoii M JTUIEBOM  MOJKOKHO-)KUPOBOW  KIETYATKH, €€ HAKOIUICHHE BO
BHYTPUOPIOIIMHHOM IPOCTPAHCTBE, BHYTPEHHUX OpraHax, 3a/iHel yacTu wmeu («ropd OyiiBosay)
U TUIEPTPOPUIO IPYAHBIX JKEJIE3.

KombOunupoBannas APBT Moxer BbI3BaTh METAa0ONMYECKHE HApyIIEHUs, TaKue Kak
TUIEPTPUTIULIEPUIEMUS, TUIEPXO0JIECTEPUHEMUS, WHCYJIMHOBast PE3UCTEHTHOCTD,
TUTIEPTIUKEMUS U TUNepiaaKkTaremus (cM. pasnen 4.4.).

Ocmeonekpos

Habmroganuch ciyyan oCTEOHEKpO3a, MPEUMYIIECTBEHHO Y MAIlMEHTOB C XOPOIIO U3BECTHBIMU
dakTopamu pucka, ¢ ymrenbHoit BUY-undekuunet, a Takke y HalueHToB, KOTOPbIe AIUTEIBHO
npUHUMaI KomOuHupoBaHHy0 APBT. OgHako yacToTa 3TOro OCjI0KHEHHS HE yCTAHOBJIEHA (CM.
paznen 4.4.).

Jlabopamopnule noxkazamenu
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HaOmronanock y 3% nauuentoB u3 1008, npuHuMaBmmx 3¢asupens B go3e 600 mr cytku (5 — 8%
npu anutensHoit APBT ¢ adaBupen3om). AHaIOrn4HOE MOBBIICHUE HAOII01aI0Ch Y TTallUEHTOB
KOHTPOJIBHOH rpyrisl (5% mpu mmutensHoit APBT 6e3 adasupensa). [loBbinieHne aKTHBHOCTH
I['TT Gonee uem B 5 pa3 Beiie BI'H Habmonanocs y 4% Bcex nmanueHToB, mpuHUMaBmux 600 mr
s¢aBupensa, u 'y 1,5 — 2% nanueHToB U3 KOHTpOIbHOM rpymnisl (7% npu murensHoit APBT ¢
adaBupensom u 3% npu amutensHoit APBT 6e3 adaBupensa). M3omupoBaHHOE MOBHINICHUE
aktuBHOCTH ['TT y manmeHTOB, MPUHUMAIOIIKUX 3(PaBUPEH3, MOKET yKa3bIBaTh Ha MHIYKIUIO
dbepmenToB. B xnuHnyeckoM uccienoBanuu npu amurenbHoir APBT okono 1% mnanueHToB B
KKJI0M M3y4yaeMOoM rpyIie NpeKpaTHid TEPaIUIO B CBA3M C HAPYIIEHUSIMU CO CTOPOHBI NEYEHU
Y JKEITYEBBIBOSILINX ITyTEH.

Amunasa: acCUMITOMaTHYECKOE YBEIMUYEHHUE aKTUBHOCTU aMMJIa3bl B ChHIBOPOTKE KpOBH, Oojee
yemM B 1,5 pasa npesbimnaromee BI'H, 6bi10 BhiIBIeHO y 10% mnanueHTOB, NMPUHUMABIINX
adaBupeH3, U y 6% TaNMEHTOB KOHTPOJbHBIX Tpynn. KiuHudeckoe 3HaveHHE
ACMMIITOMAaTUYECKOTrO MOBBIILIEHUS aKTUBHOCTH aMUJIa3bl B CBIBOPOTKE KPOBU HEU3BECTHO.
Jlunudwl: oBeITIIeHUE KOHIIEHTparuu odmiero xonecrepuHa (OXC) na 10 — 20% nabnroganocs y
HEMHUIIMPOBAHHBIX TOOPOBOJIbIIEB, IPUHUMABIIUX YPaBUPEH3. B KIIMHUYECKUX UCCIIEJOBAHUSIX
NpUMEHEHUs pa3nuyHoii komOuHupoBaHHOW APBT c sdaBupeHzoMm y manmeHTOB, paHee He
nonyudaBimux APBT, B Teuenue 48 Henenb NedeHHUs HAOIIOAANOCHh MOBBIINICHUE KOHIEHTPALUU
OXC Ha 21 — 31%, xonecrepuHa auNoOnpoTeuHOB BbIcOKOW mmiuotHocTH (XC JIIIBII) Ha
23 — 34% wu TpurmunepuaoB Ha 23 — 49%. Jlons manueHToB, y KoTophix oTHOomeHne OXC/XC
JITIBII 6ww10 Gostbiie 5, HE M3MEHMIIACh. BennvrHa n3MeHEeHUsT KOHIICHTPAIMI JTUIMHI0B MOXKET
ObITh OO0ycCNOBIIEHA TakUMH (DaKTOpaMH, Kak JIUTEIBHOCTh TEpamuu W MPUEM JPYTHX
JIEKapCTBEHHBIX CPEJICTB B cOCTaBe KoMOMHUpoBaHHO APBT.

Bzaumoodeiicmeue npu npogedenuu mecma na kanHabunouodwvl: 3PaBUPCH3 HE CBI3BIBACTCS C

KaHHAOWHOWHBIMHU PEIENTOPaMHU, OIHAKO HMEIOTCS COOOIIECHUS O JIOKHOMOJOKHUTEIHHBIX
pe3yJbTaTax aHajiu3a MOYM Ha KaHHAOMHOWJIbI Y HEMH(UIIMPOBAHHKIX T0OpOBOJbIECB 'y BIU-
UHQHUIMPOBAHHBIX IMALMEHTOB, NPUHUMABIINX d¢aBupeH3. [loJd0XKHUTENbHBIN pe3ynpTar
CKpUHUHI-TECTA Ha KaHHa6I/IHOI/II[BI PEKOMCHAYCTCA ITOATBCPIKAATb, HCIIOJIB3ys TaKHUC
CHeHaTbHBIC METOIBI, KaK Ta30Basi XpoMaTorpadusi Wi MacC-CIIEKTPOMETPHSL.
eTH

Tun u 9acToTa HEXKENATEIbHBIX SBJICHUNA Yy JETEeH B IIEIOM COMOCTABUMBI C HAOIIOAEMBIMH Y
B3POCJIBIX MAIMEHTOB, 32 UCKIIOYCHUEM KOXHOM CBHITIM, KOTOpast y AeTeil BcTpedaercs yaie (y
46% nereii), yeM y B3pOCIbIX U OoJsiee BhIpakeHa (TshKenasi KoXKHasl Chlllb HaOmoAanacek y 5,3%

,I[CTGIZ). C OCJIBIO HpO(i)I/IJIaKTI/IKI/I CBIMIM MOJKET OBITh HCHGCOOGPaSHHM Ha3Ha4YCHUC
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3¢aBuUpeH30M. XOTSI CUMIITOMBI CO CTOPOHBI HEPBHOM CHCTEMBI y MaJeHbKHX JETed TpyIHO
BBISIBUTD, I0JIAraloOT, YTO TaKWE CHUMIITOMBI Yy JeTell HaOJIofaloTcsi pexe M OObIYHO OBIBAIOT
nerkumu. Y 3,5% manueHToB HAONIOANINCh CUMIITOMBI CpeTHEH TSHKECTH CO CTOPOHBI HEPBHOM
CHCTEMBI, IPEUMYILIECTBEHHO T0JIOBOKpY keHHe. Hu y ogHOro pebenka He HaOIr01an0Ch TSHKENbIX
CUMIITOMOB U HE MNoTpedoBajach OTMEHA Tepaluu H3-3a CHUMIITOMOB CO CTOPOHBI HEpBHOMU
CUCTEMBI.

I[DVFI/IC 0CcO0bIE T'PYIIIBI TAIIMCHTOB

AKxmusHocmb «ne4eHouHbIX» (hepmMeHmos y nayuenmos, O0OHOBPEMEHHO UHDUUUPOBAHHBIX
eenamumom B unu C

Cpenu manueHToB, CEPONO3UTHBHBIX MO renatuty B w/mmu C, moBbimenue aktuBHOcTH ACT
6omee yem B 5 pa3 Beimie BI'H Habmronanocs y 13% nanueHToB, MpUHUMABIINX 3(aBUpEH3, H Y
7% MalMeHTOB U3 KOHTPOJIbHOM Ipymmbl, a noBeimieHHe aktuBHOCTH AJIT Gonee yem B 5 pa3
Boiie BI'H naGmonanoce y 20% u 7% mnanueHToB cOOTBETCTBEHHO. Cpeau MalMeHTOB C
coyeraHHoW HHpeknuend 3% nanMeHToB, MPUHUMABIINX 3(aBupeH3, W 2% NalMEeHTOB U3
KOHTPOJIBHON TPYIIIBI MPEKPATHIIH TEPAITUI0 W3-32 HAPYIICHUH (YHKIMH TEYCHH (CM. pas3iel
4.4.).

COOGH.[CHI/IC 0 IMOJ03PCBACMBIX HCKECIIATCIIbHBIX PCAKITHAX

BaxxHo coo0miath 0 mo103peBacMbIX HeXKeENAaTeIbHBIX PEAKIUAX MOCIe pEruCcTpalliy Mpemnapara ¢
[ENbI0  O0ECTeUeHUsT HEMPEPHIBHOTO MOHUTOPWHTA COOTHOIIGHUS «IOJIb3a — PHUCK»
JICKapCTBCHHOTO TIpernapara. MeIuIMHCKAM pa0OTHUKAM PEKOMEHIYETCS COOOIaTh O JIFOOBIX
MOJI03pPEBAEMbBIX HEXKENATEIbHBIX PEaKIUIX JIEKApCTBEHHOTO Ipernapara 4epe3 HalMOHaJbHbIe
CHUCTEMBl COOOIIEHHS O HEKeJIaTeNbHbIX pPEaKIUsIX TrocydapcTB — ujeHOB EBpasuiickoro
YKOHOMHUYECKOTO COI03a.

Poccuiickas ®@edepayus

®denepanbHas ciyx0a 1mo Haa3opy B chepe 3apaBooxpaneHus (Poc3apaBHanzop)

Anpec: 109012, r. Mocksa, CrnaBsiHCKasl miiomaib, 1. 4, ctp. 1

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

OnexrpoHHas mouta: pharm@roszdravnadzor.gov.ru

WuTtepuet-caitt: http://roszdravnadzor.gov.ru

4.9. Ilepeno3dupoBka

CuMITOMBI

Y HEKOTOPBIX MAIUEHTOB, CIy4YaitHO MpUHABIIKX d(aBuper3 600 mr 2 pa3a B CyTKH, HA0JIF01a710Ch
YCUJIEHHE CHMIITOMOB CO CTOPOHBI HEPBHOM CHUCTEMBI. Y OJHOTO NaIeHTa HaOII0JanHch

HCITPOU3BOJIbHBIC MBIIICYHBIC COKPAILICHHA.
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B cnyuae nepeno3upoBku 3(haBUPEH30M JIEYEHHE JOHKHO COCTOSATh U3 OOLIUX MOAJSPKUBAIOIIUX
MEPOIPUITHH, BKIIFOUAIOLINX KOHTPOJIb OCHOBHBIX [TOKa3aTelel KU3HEAEATEIbHOCTH OpraHiu3Ma
¥ HaOJIIOJIeHNE 32 KIIMHUYECKUM COCTOSIHUEM marienTa. /s BeiBeneHns HeabcopOupOBaHHOTO
npenapata MOXHO HCIOJIb30BaTh AKTUBUPOBaHHBIN yroab. Crnenuduyeckoro aHTHIOTA Jis
JeueHHsl Tepelo3UpOBKU 3(paBUpeH30M He cyuiecTByeT. Ilockonbky 3¢haBUpeH3 aKTUBHO
CBSI3bIBACTCS C OEJIKaMH, MaJOBEPOSTHO, YTO C MOMOIIBIO JHaIN3a BO3MOXHO 3HAUYUTEIILHOE

yJAaJeHue npenapara U3 KpoBH.

5. ®APMAKOJIOTHYECKHUE CBOMCBA

5.1. ®apmakoJioruyeckue cBOCTBA

®dapmakoTepaneBTUUYECKass TpyIa: MTPOTUBOBUPYCHBIE CPEACTBA CUCTEMHOTO JICUCTBUS;
MIPOTUBOBUPYCHBIC CPEACTBA TIPSIMOTO ICHCTBHS; HEHYKJICO3UIHBIC HWHTHOUTOPHI OOpaTHOMN
TPAHCKPHUIITA3bI.

Kong ATX: JOSAGO03

Mexanusm aeiictBus U dhapMakoauHaMudeckue 3O GEKTHI

Ddasupens npexacrasiasier codboit HHUOT BUY-1. DdaBupens sBisercss HEKOHKYPEHTHBIM
uaruoutopom BUU-1 o0paTtHOW TpaHCKpUIITa3bl, CyIIECTBEHHO He wuHTrHOMpyer BWY-2
oOpartnyto Tpanckpunrasy u JJHK-monumepassr (a, B, y 1 8) KIETOK YeloBeKa.
IIpomueosupycras akmueHocmo

[IportuBoBUpycHast 3¢ GeKTUBHOCTh 3(QaBUpPEH3a in Vitro OlLEHWBajIach Ha JTUMQOOIACTHBIX
KJICTOYHBIX JIMHHUSX, MOHOHYKJICAPHBIX KIETKaX TepUPepruvIeckoil KpPOBH M KyJIbTypax
Makpodaros/mMmononuToB. Marnbupyromas kormnentpamnus (MK) sadasupensa, neobxoaumas mjs
90 — 95 % unrudupoBanus (MKoo-95) mTaMMOB TUKOTO THMA WX JJAOOPATOPHBIX KIMHHUUYECKUX
U30JIITOB, PE3UCTEHTHBIX K 3UA0BYIMHY, HaXoauTcs B peaenax ot 0,46 no 6,8 HMonb/1.
Pesucmenmnocmo

[IporuBoBUpycHast 3(P¢deKTHBHOCTh 3(aBUpeH3a B KJICTOYHOW KyJbTYpe B OTHOIIECHUHU
Pa3sHOBUAHOCTEH BUpycCa ¢ 3aMEHaMU aMHUHOKHCIIOT B 0OpaTHOM TPaHCKPHUITA3€ B MOJOKEHUSIX
48, 108, 179, 181 niu 236, a TakkKe B OTHOIIEHUU PA3HOBUIHOCTEHN C 3aMEHAMU aMHUHOKHCIIOT B
nporease, Oblla aHAJIOTWYHA TAKOBOM B OTHOUICHWH BHPYCHBIX INTAMMOB JWKOTO THIIA.
EnnHCTBEHHBIMU 3aME€HaMU, KOTOpPbIE IPUBEIN K MOSBICHHIO HauOOJbIIEH PE3UCTEHTHOCTH K
3¢aBUpPEH3y B KIETOYHOU KYJIbTYpE, SBIJIAIOTCS 3aMeHa JeHllnHa Ha U30JIeHIUH B mosioxkeHuu 100
(L1001, 17 - 22-xpaTHO€E YBEIMUYEHHE PE3UCTCHTHOCTH) U JIM3MHA HA acllaparvH B nojoxenuu 103
(K103N, 18 - 33-kpaTHoe yBenuueHue pe3ructeHTHocTH). bonee yem 100-kpaTHOEe yMeHbIIEHUE

BOCITPUUMYHMBOCTH BUPYCOB K Tpemnapary HabJ01aaoch B OTHOIICHHH pa3HoBHUIHOCTeH BUY,
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00paTHON TpaHCKpHUIITa3e.

3amena K103N sBisimace Haubosiee yacTo HabII0AaeMO 3aMeHOM B 00OpaTHOW TPaHCKPHIITA3e
BUPYCHBIX IITAMMOB, IOJYYEHHBIX OT MHAI[MEHTOB, Y KOTOPBHIX HAOJIOJANOCh CYILECTBEHHOE
YBEJIMYEHUE KOJIMYECTBA BHPYCHBIX YAacTHUILl B IUIa3Me€ KpOBU (BO3BpaTHash BHUpPEMHs) B
KJIMHUYECKHX UCCIIEIOBaHUAX MPUMEHEHUs 3(paBUpeH3a B KOMOMHALMM C MHIMHABUPOM WIIH B
KOMOUWHAIIMH C 3U0BYIMHOM U JJaMUBYJUHOM. J[anHast myTarus Habmoaanack y 90% nauueHToB
¢ Hed(dekTuBHOCTBIO Tepanuu 3¢paBUPEeH30M. Takke, XOTS W PEekKe, U YacTO TOJIBKO B
koMmOuHanmu ¢ K103N, HaGmroganuch 3aMeHbl B 00paTHOM TpaHCKpHUIITa3e B mooxeHusx 98, 100,
101, 108, 138, 188, 190 u 225. Tun aMUHOKHCIOTHBIX 3aMEH B OOpaTHOU TpaHCKpPHUIITA3e,
CBSI3aHHBIX C YCTOHYMBOCTBIO K 3(aBHpEH3y, HE 3aBUCENl OT JPYTUX MPOTHBOBUPYCHBIX
IpenapaToB, IPUMEHSBIINXCS B KOMOMHAIMU C 3()aBUPEH30M.

Ilepexpecmmuas pesucmenmnocmo

Wzyuenue npoduiieil nepekpecTHON pe3suCTEeHTHOCTH 3(paBUpeH3a, HEBUPAIMHA U JeIaBUPIUHA
Ha KJIETOYHBIX KyJbTypax Mokasaino, yto 3ameHa K103N npuBoaut k norepe BOCIpUUMYUBOCTU
ko BceM Tpem HHUOT. JIBa u3 Tpex nccieroBaHHBIX AETaBUPAWH-YCTONYMBBIX KIMHUYECKUX
U30JIATOB OOJIaflalii MEPEKPECTHOM PE3UCTEHTHOCTBIO K 3(aBUpPEH3y M COAEpXKAIU 3aMEHY
K103N. Tperuit u30niT, UMEOMUNA 3aMeHy B OOpaTHON TpaHCKpuMTaze B mo3umuu 236, He
o0Jajal NepeKpecTHON Pe3UCTEHTHOCTBIO K A(haBUPEH3Y.

BupycHble M30714THI, BBIACICHHbIE M3 MOHOHYKJIEApOB MepU(epUuecKoil KpOBU MAIHEHTOB,
BKJIIOUEHHBIX B KIMHUYECKHE HCCIe0BaHUs 7(QaBUpPEH3a, Y KOTOpPHIX Tepamus Oblia
Hea(dpexTrBHA (BO3BpaTHAsI BUPEMUS), OBLIIM MCCIICIOBAHbl B OTHOIIEHUH BOCIIPUUMYHUBOCTH K
HHUOT. Tpunanuate H3014TOB, KOTOpbIE NPEABAPUTEIBHO ObUIM OXapaKTepU30BaHbl Kak
yCTOMuUuBBIE K 3(aBUPEH3Y, OKA3aIMCh TAKXXE YCTONUMBHIMU K HEBUPANUHY U JEIaBUPAMHY.
O6napy>xuioch, 4to naTh U3 3TuX ycronunsbsix K HHUOT uzonaros conepsxanu 3ameny K103N
WM 3aMeHy BaiinHa Ha u3onenuH B nmo3umuu 108 (V108I) B oOpaTHOi TpaHckpuntaze. Cpenu
IPOTECTUPOBAHHBIX H30JIATOB Mocie HeI((EeKTUBHOW Tepanuu 3(aBUPEH30M TPU H30JTa
OCTAJINCh YYBCTBUTEIBHBIMH KaK K 3(aBHpEH3y, TaK W K HEBUpANMHY M JEIaBUPAUHY Ha
KJIETOYHBIX KYJbTypax.

BeposTHOCTh EpeKpECTHOM PE3UCTEHTHOCTH MEKAY 3(paBUPEH30M M MHTMOMTOpaMU MPOTEa3bl
SBJISICTCSA HU3KOM BCIIECTBHE HATMYUS pazanuus pepMeHToB-MulIeHeld. Hannune nepekpecTHoiM
pesucteHTHOCTH Mexnay dhaBupenzom u HUOT Takke ManoBEepOSITHO BCIEACTBHE Pa3ITUUHS
Y4aCTKOB CBSA3BIBAHUS C MUIIEHBIO U MEXaHU3MOM JCHCTBUSL.

5.2 DapMaKOKHHETHYECKHE CBOICTBA

AGcopbuus
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1,6 - 9,1 MKMOINB/T HOCTHrajach 4yepe3 5 4 mocie OAHOKPATHOTO MpueMa BHYTPh MpemapaTa B
no3ax or 100 mr go 1600 mr. [lo3o3aBucumoe yBenndeHHE Cmax M IUIOIIAAM TOJ KPUBOMU
«xoHueHTpanus-spems» (AUC) Habmomanock npu npuemMe mnpemnapara B go3ax a0 1600 mr; npu
3TOM He HaOII0AANoCh JO30MPONOPLHOHANIBHOIO YBEIWYEHHUS JaHHBIX MOKa3zaTeseil, mo3Tomy
MOKHO TPEINOJIOKUTh, YTO TMpH Oojiee BBICOKUX J103aX BCAchlBaHHE yMeEHbIIaeTcs. Bpewms
JOCTHKEHHUS! Cmax B IJIa3M€ KpoBH (3 - 5 4) HE M3MEHSUIOCH MOCIE MHOTOKPATHOrO MpuUema
npernapara, a paBHOBECHasl KOHIIEHTPAIH B IJIa3Me KPOBH JIOCTUTANAch uepe3 6 - 7 CyTOK.

Y BUY-unbunupoBaHHBIX TAIMEHTOB MPH JOCTHKEHUH PABHOBECHOM KOHIICHTPAIIMH ITpenapara
B IJIa3Me KpOBM cpelHue 3HA4eHUS Cmax, MUHUMANbHOM KOHIEHTpauuu (Cmin) 1 AUC Obutn
muHelHbl npu npueme 200 mr, 400 mr u 600 mr >dasupensza 1 pa3 B cytku. Y 35 MmanueHTos,
npuHUMaBIIuX d¢paBupen3 B n03e 600 mr 1 pa3 B cyTkd, Cmax IPU JOCTHKEHUH PAaBHOBECHOU
KOHIIEHTparuu coctasisuia 12,9 £ 3,7 mkmonb/1, Cmin — 5,6 + 3,2 Mxmoune/in, AUC — 184 + 73
MKMOJIB/JT*4.

BimsgHne oy Ha BCachbIBaHUC

[Ipu omHOKpaTHOM IpHEME 3IO0POBBIMH J0OpoBoNbLAMH 3(]aBupen3a B go3ze 600 mMr B BHIC
TabJIETOK, MOKPBITHIX MJICHOYHOM 000JI0UKOM, BMECTE C MUIIEH C BBICOKMM COJIEPKaHUEM KHUPOB
Habmonanoces ysenndenrne AUC Ha 28% 1 Cmax Ha 79% B CpaBHEHUU C JaHHBIMU MOKa3aTesIMU
IpY IpueMe Mpenapara HaToIAK.

Pacnpeoenenue

OdaBupeH3 B BBICOKON CTENIEHH CBSA3bIBAETCS C OEJIKaMHU IJ1a3Mbl KPOBH (MpUOIN3UTENBHO HA 99,5
- 99,75%), rnaBHbIM 0oOpa3om ¢ anbOymuHoM. Y BUU-1 unduuupoBanusix nanueHToB (n = 9),
KOTOpBIe MpuHUMaIH 3(asupens B go3ax ot 200 1o 600 mr 1 pa3 B CyTKU B T€UEHHUE 11O MEHbBIIIEH
mepe 1 Mecsina, KOHLIEHTpaIus 3(aBUpeH3a B CHUHHOMO3TOBOH XKHUAKOCTH cocTasisiia ot 0,26 1o
1,19% (B cpennem 0,69%) OoT COOTBETCTBYIOIIEH KOHIEHTpAIMU B IuIa3Me KpoBU. J[aHHBIN
HoKa3areiab NMPUOIM3UTENBHO B 3 pa3a MpPEBBIIAET KOHLUEHTPAIMIO HE CBA3aHHOW C Oenkamu
(cBOOOIHOI) (hpakinu 2paBUpeH3a B MIa3Me KPOBH.

Buorpanchopmars

Knunnyeckue uccnenoBaHus W UCCIENOBAHMS in Vifro C HUCIIOJIB30BAaHMEM MUKPOCOM IE€YEHU
YeJI0BeKa MOKa3alid, 4To 3(aBUPEH3 METa00IM3UPYETCS TJIABHBIM 00pa30M CHCTEMOM ITUTOXpOMa
P450 no ruapokcuIMpoOBaHHBIX MPOU3BOJHBIX, KOTOPBIE 3aT€M CBS3BIBAIOTCS C IJIIOKYPOHOBOM
KHCJIOTOH ¢ 00pa3oBaHHEM IIIIOKYPOHUAOB. B OCHOBHOM, HaHHBIE METaOOJIUTHI HEAKTUBHBI B
otHomiennn BUY-1. HccnenoBanus in vitro mo3BOJIAIOT NPEANOIOKUTb, YTO HU30(EpMEHTHI
CYP3A4 u CYP2B6 saBnsitoTCsi OCHOBHBIMU M30(DepPMEHTaMH, OCYIIECTBIISIOIMIMMHI METa00IH3M

s¢aBupeH3a, U 4To 3paBupeH3 nHruoupyet uzopepmentsl 2C9, 2C19 u 3A4 cucremMbl LUTOXpOMA
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uHru6uposan uzodpepmentsl CYP2D6 u CYP1A2 TOnpko B KOHLEHTpALMsIX, HaMHOIO
IIPEBBILIAIOIINX IPUMEHSEMbIE B KIIMHUYECKOM NPaKTUKE.

Okcno3unus dpaBUpeH3a B IJIa3Me KPOBH MOXKET yBEIIMYMBATHCS Y MAIMEHTOB, TOMO3UTOTHBIX
no nonumopdusmy rena G516T m3odepmenta CYP2B6. Knunudeckas 3HAYMMOCTh TaKOTO
U3MEHEHUs] HEU3BECTHA, OJJTHAKO HEJIb3s MCKIII0YaTh BO3MOKHOCTh BO3PACTAHUSI PUCKOB PAa3BUTHUSA
U YBEJIMYCHHS BBIPAKEHHOCTH HEXeNaTebHbIX peakiuii dpaBrupeH3a.

Bbuto mokaszaHo, uto adasupen3 naaynupyet n3opepmentsl CYP3A4 u CYP2B6, uro npuBoauT
K MHJIYKIMH €r0 COOCTBEHHOT0 MeTa00IU3Ma, YTO MOKET KIIMHUYECKH BBIPAXKAThCS Y HEKOTOPBIX
naiueHToB. [Ipu MHOrOKpaTHOM npueme 3haBupensa B no3e 200 - 400 Mr B cyTKU 370pOBBIMU
no0poBosbiiaMu B TeueHue 10 aHeit Habmoganach MeHbIIas CTeNeHb KyMyJISIUK dpaBupeH3a (Ha
22 — 42% wmwmxe npeAnoyiaracMbIX 3HaYeHUM) U 0ojiee KOPOTKUM mepuo mosryBbiBeneHus — 40 -
55 41 (mepuo.1 moJTyBBIBEICHUS OJHOKPATHOU JI03BI cOCTaBisieT 52 - 76 4). Taxke ObUTO TOKa3aHo,
yto 3¢aBupeH3 uHaynupyer uszodbopmy 1Al ypumunaudocdar-raokypoHunTpanchepassl
(YAD-I'T1AL), mosTOMY KOHLIEHTpAIMs paiTerpaBupa, KOTOpbIi siBisieTcst cyoctparom Y J1D-
I'T1A1, B mna3mMe KpOBH CHIKAETCS MTPH OJTHOBPEMEHHOM ITPUMEHEHHH C 3(paBUPEH30M.
HecMoTps Ha TO, 4TO B MCCAEAOBaHUSAX in vitro 3¢aBupen3 nHruouponsain uzopepmentsl CYP2C9
n CYP2C19, B wmcciaemoBaHHUSX in vivo HaOIIOJAIOCh KAk IIOBBIIIEHHE, TaK W CHIDKEHUE
9KCHO3MLINHU CyOCTPaTOB AAHHBIX (PEPMEHTOB IPU OAHOBPEMEHHOM NPUMEHEHUH C 3(aBUPEH30M.
Koneunslit 53 pexT JaHHOTO B3aMMOICHCTBHS HE YCTAaHOBJICH.

OIUMUHAIMS

O¢aBupeH3 UMeeT OTHOCUTEIbHO OOJBILION MEpHO] MOJYBBIBEACHUS, KOTOPBII COCTaBISIET HE
MeHee 52 4 mocie npuemMa oJHOKpaTHOM 1036l ¥ 40 - 55 4 mociie MHOTOKpaTHOTO MPUMEHEHHUS.
[MpubnusurenshHo 14 —34% ot npuHATON 10361 A3(paBUpEH3a BEIBOAUTCS TOYKaMu, MeHee 1% 1036l
s¢aBUpeH3a BBIBOANUTCS MIOYKAMH B HEM3MEHEHHOM BUJIC.

DapMaKOKHMHETHKA Y 0COOBIX I'pYHIT TalTMCHTOB

Hapywenue ¢pynkyuu nevenu

[Ipn omHOKpaTHOM mpueme 3(daBupeH3a HAOIOIATOCH ABYKPATHOE YBEIMYCHHE IIepuoja
NOJTyBBIBE/IEHUS 3(haBUpeH3a y OAHOIO MaleHTa C MEUYEHOYHOM HEJOCTaTOYHOCTHIO TSKEION
crenenn TsokecTu (kinacc C mo kmaccudukanuu Yaina-I1p10), 4To yKa3pBaeT Ha MOBBIIIEHHYIO
CTENEeHb KyMYJSIUU B TakuX ciydasx. [Ipy MHOTrOkpaTHOM mpueme 3(aBUpeH3a HE OBLIO
BbISIBJICHO 3HAUYUMOTO BJIMSAHUA TIOPAXCHUA IICUCHU Ha (I)apMaKOKI/IHeTI/IKy 3(baBI/1peH3a y
IMIanmnueHTOB C TICYCHOYHOH HEOOCTAaTOYHOCTBIO JIETKOM CTENEeHU TIKECTH (KJ'IaCC A 1no
knaccudukanun Yanna-11s10) mo cpaBHEHUIO C MAIMEHTaMH KOHTPOJILHOM rpynibl. B HacTosmee

BpEMA HCT JOCTATOYHBIX NAHHBIX, YTOOBI CACJIaTb BBIBOJ O TOM, BJIUAKOT JIM CPCAHAA U TAXKEI1asd
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dapmakoknHeTUKY dhaBupensa (cM. pazaen 4.4.).
Hapywenue ¢ynxyuu novex
dapmakoKMHETHKA d(aBHpeH3a y MAIMEHTOB C IMOYEYHON HEIOCTATOYHOCTHIO HE H3ydasach,
OJIHAKO B CBSI3U C TEM, YTO B HEM3MEHEHHOM BUJI€ IOYKaMHU BBIBOAUTCS MeHee 1% NpUHATOM 1036l
s¢aBupeH3a, HapyleHe (YHKUUU MOYEeK HE JOJKHO OKa3bIBaTh CYIIECTBEHHOI'O BIIMSHMS HA
BbIBeIcHHE d(aBupen3a (cM. pazaen 4.4.).
Ilon u pacoeas npunaonedcHocms
Y My’K4MH U KEHIIMH, a TAKXKe y NAllMEHTOB pa3IMYHON PacoBON MPHUHAAIEKHOCTH HAOIIOAATUCh
CXO/iHbIE (hapMaKOKMHETUYECKHE TapaMeTphl d(aBUpeH3a.
Toowcunvie nayuenmul
Kaknx-mubo QpapMakOKHHETHYECKUX Pa3IMYMid y TMAIMEHTOB OT 65 5eT W crapme u Oojee
MOJIOJBIX MAI[MEHTOB HE BBIABICHO, XOTS KIMHUYECKUE UCCIIE0BAaHUS 3(hDaBUPEH3a HE BKIIIOYAIN
JIOCTAaTOYHOT'O KOJIMYECTBA MAIIMEHTOB OT 65 JIeT U cTapIie.

eTH
DdaBupeH3 He u3ywajics y JeTell B Bo3pacTe 10 3 MecsleB WIM C BecOM MeHee 3,5 Kr.
dapmMakOKMHETHYECKUE MTOKa3aTesn 3(paBUpeH3a y 1eTei U B3pOCIIbIX ObUI CXOKUMH.
VY 49 nereii, npuHUMaBIIUX 3(aBUPEH3 B J103€, FKBUBaNEeHTHOH 600 Mr (103a paccuuThIBaIach
HCXOJI U3 MacChl Tela), 3HaueHUe Cmax cocTaBWIO 14,1 MKMOMB/1T, Cmin — 5,6 MkMoJb/1 u AUC -

216 MKMOJIB/TT*4.,

6. ®APMAIEBTUYECKHE CBOMCTBA
6.1. IlepeyeHnb BcnoMoraTe/ibHbIX BellleCTB

Snpo TabieTKu:

- JIAKTO3bI MOHOTHJIPAT;
- KpaxMaJ KyKypy3HbIH,

- HATpHS JaypuiICcyibdar,
- nosugoH K30;

- KpOCKapMeJi03a HaTPHsl,
- KPOCTIOBUIOH;

- MarHusi creapar.

T'oToBag BomopacTBOprMasg 000JI0UYKa

- MOJTUBUHUIOBBIN CIIMPT,

- TUIpoMeIIo3a (FI/I,[[pOKCI/IHpOHI/IHMCTI/IHHCHHIOJIO3a);
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- Makporoi 400 (monusTriieHrukons 400);

- makporoin 6000 (mommdtuneHrankons 6000);

— TUTaHA TUOKCHUT;

- TaJbK;

- KpaCUTEIb Keje3a OKCUJ KPACHBIH;

- KPAaCHUTENb KEJIe3a OKCU KEITHIM;

— WHJIUTOKapMHUH aJIIOMUHUEBBIH JIaK.

6.2. HecoBmecTuMOCTH

He npumenumo.

6.3. Cpok roaHocTH (CpOK XpaHeHHs )

3 rona.

6.4. OcoOble MepbI NPEJOCTOPOKHOCTH NPH XPAHCHUH
XpaHuTh Npu Temnepatype He Boiie 25 °C.

6.5. Xapakrtep M cojep:KaHue MEPBUYHOH YNIAKOBKH
TabneTku, MOKPHITHIE TIEHOUHOH 00010uK0#, 100 Mr, 400 Mr, 600 Mr

Jlnst mo3uposku 100 mr

[To 60 TabmeTok B 0aHKY MOJMMEPHYIO U3 TIOJUATUIICHA HU3KOTO JIABJICHUS ¢ HABMHYHMBAIOMIEHCS
KPBIIIKON, WIM B 0aHKy MOJMMEpPHYIO U3 MOJMATHICHA HU3KOTO NaBJICHHUS B KOMIUIEKTE C
KPBIIKOW € KOHTPOJEM TIEpPBOIO  BCKPBITUS, MM B OaHKy THOJMMEPHYIO U3
noJIMATHIIEHTEpedTanaTa ¢ KPHIIIKON M3 TOJUATHIICHA ¢ KOHTPOJIEM IIEPBOTO BCKPBITHSI.

Ha 6aHKy HakJIeMBaIOT 3TUKETKY U3 CAMOKJIESIIET0Cs MaTepHara.

[To 1 Ganke momUMEpHOI BMECTE ¢ MHCTPYKLUUN MO MEAUIIMHCKOMY MPUMEHEHHIO NMOMEIAIOT B
MayKy U3 KapTOHA.

ITaukn KapTOHHLIC ITOMCHIAIOT B AWK K3 KapTOHA FO(l)pI/IpOBaHHOFO. Ha SIIMUK HaAKJICUBAKOT
STUKETKY U3 OyMaru 3TUKETOYHOM, WK MUCYEH, WIN CaMOKJICSIIYIOCS dTUKETKY .

Jlns mo3uposku 400 mr, 600 mMr

[To 10 TabneTOK B KOHTYPHYIO STYEHKOBYIO YIIAKOBKY U3 TICHKU MOJUBUHIIXJIOPUIHON U (POTBTH
AJIOMUHUEBOM NIEYaTHOM JTaKMPOBAHHOM.

ITo 3 KOHTYpPHBIX SIYEMKOBBIX YITAKOBKH BMECTE C MHCTPYKIMEN TTO METUIIMHCKOMY TPUMEHEHUIO
JIEKapCTBEHHOIO MpernapaTa NOMEIAT B MaUYKy U3 KapTOHA.

[To 60 TabneTok B OaHKY MOJIMMEPHYIO U3 MOJHUATUICHA HU3KOTO JaBJICHUS ¢ HABUHYMBAIOIICHCS
KPBIIIKOW, WK B OAaHKY TOJHMMEPHYIO M3 TOJMITUJICHA HU3KOTO aBJICHUS B KOMIUICKTE C
KPBIIIKOM €  KOHTPOJEM TMEpBOrO  BCKPBITUSA, WM B OaHKy TMOJMMEpPHYIO U3

nonnaTnneHTepe(bTanaTa C KprH.IKOfI N3 IMMOJIMBTUIICHA C KOHTPOJIEM IIEPBOI'0 BCKPBITHUA.
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Ha 6aHKy HakjIenBalOT 3TUKETKY U3 CAMOKJIES

[To 1 GaHKe MOIMMEPHON BMECTE C MHCTPYKIIHMIA TI0 METUIIMHCKOMY TPUMEHECHHUIO TIOMEIIAIOT B
MavKy U3 KapTOHA.

ITaukn KapTOHHBLIC ITOMCHIAIOT B AWK K3 KapTOHA FO(l)pI/IpOBaHHOFO. Ha ANIUK HAKJICUBAKOT
ATHKETKY U3 OyMaru 3TUKETOYHOM, WM MUCYEH, MITH CAMOKJIISSIIIYIOCS STHKETKY.

6.6 OcoOble Mepbl TNPeIOCTOPOKHOCTH TPH YHHUUYTOKEHHMH HMCIOJb30BAHHOTO
JIEKAPpCTBEHHOT0  TpenapaTra MJIH  OTXO0J0B, MOJYYeHHBIX TOCJie TPUMEHEHHUs
JIEKAPCTBEHHOT0 Npenapara Wi padoTbl ¢ HUM

Oco0bie TpeOOBaHMS OTCYTCTBYIOT.

7. JAEP/KATEJIb PETUCTPAIIMOHHOT' O YAOCTOBEPEHUSA
Poccuiickas @enepanys

000 «PapmKonment

171261, Tepckas 0611., paiion Konakosckuii, nrt Peakuno, yi. 3aBoackas, 1. 1b.
tenedon: +7 (499) 703-51-15

anekTpoHHas nouta: redkino@pharmconcept.ru

7.1. IlpeacraBuTe’b Jep:KaTess PerucTPAlOHHOIO YI0CTOBEPEeHHs
[IpeTen3un norpedbutenel HapaBIsATh MO aJIPECy:

Poccuiickas @enepanns

000 «PapmKonuenm»

171261, Teepckast 0611., paiion KonakoBckwid, irt Penkuno, yii. 3aBojackas, . 1b.
tenedon: +7 (499) 703-51-15

anekTpoHHas noyta: redkino@pharmconcept.ru

8. HOMEP PETHCTPAHMOHHOI'O YIOCTOBEPEHUSA

9.  JATA MEPBUYHO¥ PETMCTPALIMU (MOATBEPKIEHMS PETUCTPALINM,
MEPEPETACTPAIIAN)

Jlata nepBoii perucrpanuu:

10. JATA HIEPECMOTPA TEKCTA
OO6mras xapakTepUCTHKA JIGKApCTBEHHOTO Mpenapara DdaBupeH3 J0CTyTHa Ha HHPOPMAIIMOHHOM
noptane EBpa3uiickoro 3KOHOMHYECKOTO COr03a B MH()OPMAIIMOHHO-KOMMYHHKAIIMOHHON CeTH

«MuTepueT» https://eec.eaeunion.org.
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