COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 25.09.2024 N= 20607

OBILASI XAPAKTEPUCTUKA JIEKAPCTBEHHOTFO TIPEITAPATA "4

1. HAUMEHOBAHUE JIEKAPCTBEHHOI'O ITPEITAPATA

Ddasupens, 600 Mr, TabIETKH, MOKPHITHIC TIIEHOUHON 000T0UKOH.

2. KAUYECTBEHHBIN U KOJJMYECTBEHHbBII COCTAB

JleiicTByro1IIeE BEIIECTBO: Y(PaBUPECH3.

Kaxxgas Tabnerka, moKpbhITast INIEGHOYHOUH 00070uKol, comepxkut 600 Mr adaBupeHsa.
BcnomorarenbHble BEIECTBA, HAJIMYHME KOTOPBIX HAJ0 YYHUTHIBATH B COCTaBE JICKAPCTBEHHOI'O
npernapara: JaKTo3bl MOHOTHApAT (cM. pasaen 4.3. u 4.4.)

[TonHbli epevyeHb BCIOMOTATEIbHBIX BEIIECTB MPUBEJIEH B pazjeie 6.1.

3. JIEKAPCTBEHHAS ®OPMA

TabyieTKu, MOKPHITHIC INIEHOYHOW 000JIOYKOM.

KarcynoBuHbie 1BOSKOBBIMYKIIbIE TAOJIETKU, OKPBITHIE MIIEHOYHON 000JI0YKOH JKENTOro 1IBETa,
¢ rpaBupoBkoii «H» Ha 01HOI cTOpOHE U rPaBUPOBKOM «4» Ha pyroii cropone. Ha nonepeunom
paspese sApo TabIeTKU OeI0ro WK IMOYTH OCIIOTO IBETA.

4. KIMHUYECKHUE JAHHBIE

4.1. Iloxa3zaHusi K NpUMeHEHUIO

B cocraBe koMOMHHMPOBaHHON NMPOTUBOBUPYCHOM TEpaIuu JUIs JI€UEHUS! B3POCIbIX, IOJPOCTKOB
U JIeTei, MHPHUIMPOBAHHBIX BUPYCOM UMMYyHOAeHIKTa YeraoBeka (BUU-1).

4.2. PexxuM 103MpPOBaHMS U CTIOCOO MPUMeEHEHUsI

Tepamnuto 3¢aBUPEH30M TOKEH Ha3HAUYaTh Bpay, UMEIOIINiA onbIT edenus BUY-undexuuu.

PexxuM 103upoBaHus

OdaBupeH3 [0oKEH Ha3HayaTbcsli B KOMOMHALMM € JPYTMMH aHTUPETPOBUPYCHBIMU
JIEKaPCTBEHHBIMH CPEACTBAMH.

Bspocnvie

OdaBupeH3 HazHayaeTcss B KOMOMHAllMM C HYKJICO3WIHBIMU HHTUOMTOpaMH OOpaTHOM
tparckpunrassl (HMOT) ¢ unu 6e3 uaruduropa nporeazsl BUY o 600 mr 1 pa3 B cyTku.
Koppexyus 003

Ecnu s¢daBupens npumeHseTcsi OJHOBPEMEHHO ¢ BOPHMKOHA30JIOM, /1032 BOPUKOHA30ja JI0JKHA
ObITh yBennueHa 10 400 mMr 2 pa3a B CyTKH, a J103a 3¢aBUpeH3a J0JKHA ObITh YMEHbIIEHA /10
300 mr* 1 pa3 B cytku. Ilocne mpekpamieHus: Tepalmid BOPUKOHA30JIOM JIOJDKHA MPUMEHSTHCS
nepBoHavaiibHas 103a 3¢aBupensa (600 mr) (cm. pazuaen 4.5).

Ecnu sdaBupen3 npumMeHseTcss OJHOBPEMEHHO ¢ PHU(PAMIIUIIMHOM Yy MAIlMEHTOB C Maccoi Tena
50 kr u Oonee, MOKeT MOTpeOOBATHCS yBENMUYeHUE 10361 ddasupen3a g0 800 mr* 1 pa3 B cyTku

(cMm. pasaen 4.5).
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MOKPBITHIC TUICHOYHOH 0007109KOH, B 1o3upoBkax 100 mr, 200 mr, 300 mr, 400 mr.

Oco0Bble IpVIIILI MAIUEHTOB

Ilayuenmsi ¢ noueunoli HeOOCMamMoOyYHOCMbIO
®apmakokuHeTHKa 3¢aBUpPEeH3a y MalMeHTOB C MOYEYHOW HEJOCTATOYHOCTHIO HE U3ydallach,
OJIHAaKO, YUUThIBasi, 4To MeHee 1% sdaBupeH3a S3KCKpEeTHUPYETCs ¢ MOYOH B HEM3MEHEHHOM
BHJIC, HAapyIIeHHe (DYHKIUU MOYEK HE JOJKHO OKa3bIBaTh CYIIECTBEHHOI'O BIUSHHS HA €r0
BbIBEJIcHHE (CM. pa3nen 4.4).
Ilayuenmol ¢ neyenoyHol HEOOCMAMOYHOCIbIO
VY nanueHToB ¢ 3a00J€BaHUSIMH ITEYECHHU JIETKOM CTENEHH TSHXKECTH KOPPEKIHs 1035l d(haBUpeH3a
He Tpebyetcs. [Ipu 3TOM mamMeHThl TOJHKHBI TIIATEbHO HAONIOJAThCA HA MPEeIMET Pa3BUTHUS
HE)KEJIAaTENIbHBIX PEakIiii, 0COOEHHO CO CTOPOHBI HEPBHOM cHCTEMBI (cM. paseinsl 4.3 u 4.4).
He pexomennyercs nmpuMmeHneHnue 3(haBupeH3a y MalUeHTOB C MEYCHOYHOW HEN0CTaTOUYHOCTHIO
CpeIHEH CTeNeHU TSHKECTH, MOCKOIbKY Ha JaHHBI MOMEHT BPEMEHHU HEJIOCTATOYHO JIaHHBIX,
YTOOBI YCTAHOBUTH, HYXKHA JIU B TAKUX CITy4asiX KOPPEKIIHS O3B

eTH
Ilemu ¢ maccout mena 40 ke u 6onee
I[To 600 mr 1 pa3 B cyTku B KOMOMHAaIuuU ¢ uHrnOuTopoM nporeassl BUY w/mmun HUOT.
DdaBupeH3 MOKET Ha3HAYATHCS TOJIBKO TEM JICTSM, KOTOPBIC MOTYT IPOTJIATHIBATH TA0JICTKH.

Cnoco6 IIPUMCHCHUA

Buytps. Ilpenapar pekomeHayeTcst NpuHUMAaTh nepes cHoM HaTouiak. Ilpuem sdaBupensa Bo
BpeMsl IIpHeMa MU MOXET YBEJIUYHUTh SKCIIO3ULNIO 3(PaBUpPEH3a U MPUBECTH K MOBBILICHUIO
YaCTOThI HEXeJIaTeIbHbIX PeaKnil.

4.3. IIporuBomoka3aHus

e ['unepuyBCTBUTENBHOCTh K 3(GaBUPEH3y WIM K JHOOOMY M3 BCIIOMOTAaTElbHBIX BEIIECTB,
IIEPEYUCIICHHBIX B pazzaene 6.1.

e [leyeHouyHast HEAOCTATOYHOCTh TSDKENOW cTemeHH Tskectu (kmacc C mo kiaccudukanuu
Yaitna-ITero) (cM. pazzen 5.2).

e Jletu c Maccoii Tena MeHee 40 Kr (111 JaHHOW JIEKapCTBEHHOM (hOPMBI U IO3UPOBKH).

e OpHOBpEeMEHHBIH INpUeM C TepPeHaTUHOM, aCTEeMH30JI0M, LHU3AMPHUIOM, MHJIA30JIaMOM,
TPHUA30JIaMOM, THMO3UAOM, OETPHUANIOM, alKaJOUJaMH CHOPBIHBH (HAampUMep, SProTaMHH,
JUTHJIPOIPrOTAMHUH, 3PrOHOBHMH WM  METWIIPIOHOBHMH), IOCKOJBKY  KOHKYPEHTHOE
B3aumojeiicteue s¢aBupen3a ¢ uzopepmeHtoM CYP3A4 mokeT NpuBECTH K I0JABIECHUIO

MeTaboau3Ma JAaHHBIX IMpEemapaToB U MOABJICHHUIO IPEANIOCHIIOK AJII BOSHUKHOBCHUA CCPBE3HBIX
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cenaTUBHOTO 3(deKTa Wim yrueTeHus apixanus) (cM. pasaen 4.5).

e OpHOBpEMEHHBI MpHEM C MpenapaTaMu/IpOAYKTaMH PACTUTEIBHOTO IPOUCXOKICHHUS,
coJepKalMMK 3Bepo0oit mpoasipsBieHHbid (Hypericum perforatum), mockonbKy mpu 3TOM
BO3MOXKHO CHHKEHHE KOHIIEHTpalu 3(aBUpeH3a B IJIa3Me KPOBU U, KaK CIEACTBHE, CHIXKEHUE
ero KimHudeckoro ¢ dexra (cMm. pasaen 4.5).

e OpHOBpEMEHHBIN MPHUEM C TPa30NPEBHPOM/3T0ACBUPOM H3-3a OKUIAEMOTO 3HAYUTEIHLHOTO
CHI)KEHMSI KOHILIGHTpALlMK B IUIa3Me KPOBH rpas3orpeBupa U 3iadacBupa (cMm. pazzaen 4.5). OT1or
3 EeKT BO3HUKACT BCIEACTBHE TOTO, 4TO ddaBupeH3 uHayuupyetr uzopepment CYP3A4 umm
rmukonporend P (P-gp), 4ro mnpuUBOOMT K TOTEpE BUPYCONIOTHYECKOH 3()(HEKTHBHOCTH
(TepaneBTHUeckoro 3¢ dexra) rpazonpeBupa/ndacBupa.

e Ha3nauenue 3¢aBupeH3a naueHTam:

- IPY HAJTMYUU B CEMEHHOM aHAMHE3€ CIIy4aeB BHE3AMHONH CMEPTH UITU BPOXKIECHHOTO yATUHEHHS
untepBana QTC Ha dnekTpokapauorpamMMmMe WM JPYTHUX  KIMHHUYECKUX  COCTOSIHUU,
COITPOBOKIAIOIINXCS y/UTMHEHHEM uHTepBaia QTC;

- C KIIMHUYECKHMH TPOSIBIICHUSIMUA aPUTMUU CEpJIlia WK C KIIMHUYECKH 3HAYUMOH OpafuKapanei
WIH XPOHUYECKOW CEepJeYHON HEIOCTAaTOYHOCTHIO CO CHMXKEHHOH (pakiiueil BpIOpoca JIEBOTO
KEIyZ04YKa B aHAMHE3E;

- C TSOKENBIMH HApyIICHUSMH SJCKTPOJUTHOTO OanaHca, HAlpUMeEp, THUIOKAaIHMEMHUEH WIn
TUIIOMarHMeMHUEN.

e OpHOBpEeMEHHBI NpUEM C IMpernapaTamMH, BbI3BIBAIOLIMMH YyAJIMHEHHE HHTepBaga QTC
(mpenapathl ¢ apUTMOT€HHBIM 3PPEKTOM):

- aHTMapUTMUYecKue npenapatsl kiaaccos 1A u ll1;

- HEHPONENTUKH, aHTUIETIPECCAHTHI;

- HEKOTOpbIE AHTHOMOTHKH, BKJIOYAs Iperaparbl, OTHOCSIIMECS K CICIYIOIUM Kiaccam:
MaKpOJUIbl, (PTOPXHHOJIOHBI, MPOTHBOIPHOKOBBIE MpenapaTsl MPOW3BOJHBIE HMMHUIA307a W
TpHUA30I1a;

- HEKOTOpbI€ HECeJaTUBHbIE aHTUTMCTAMUHHBIE Tpenaparsl (TepdheHanH, aCTeMHU307);

- IU3anpuI,

- (pnexanHuz;

- HEKOTOpbIE TPOTUBOMANIPHIHbIE MTPETapaThl;

- METAJIOH.

¢ HerepeHOCHMOCTB JIAKTO3bI, IeQUITUT JTaKTa3bl, TIIFOK030-TaJaKTO3HAsT MalTbaOCcopOIIHs.

4.4. QOcolble ykazaHus U Mepbl MPeI0CTOPOKHOCTH NPU NPUMEHEHUH

C 0CTOPOKHOCTEIO
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e JlamueHTHl, UMEIONIME B aHAMHE3€ IICHXHA DHYECKHE DaC-J:Eb% (%TBlEHgXI_(LHﬂTI 7 Q0 rovnne

MOBBILIICHHOT'O PUCKA M0 Pa3BUTHIO CEPbE3HBIX HEXKENATEIbHBIX PEAKIUl CO CTOPOHBI IICUXUKH.
e [lanMeHThI ¢ MeYEHOYHOW HEIOCTATOUYHOCTBIO JIETKOW M CpEJIHEN CTETeHH TsKecTH (Kiacc A u
B mo Yaiina-ITst0).

o [lanrieHTHI, UMEIOIIKE CYJOPOTH (B TOM YHCIIE B aHAMHE3E).

e [lammenTtsl, mMOJyYarolMe  COMYTCTBYIOIIME  MPOTUBOCYIOPOXKHBIE  CpPEACTBA  C
MPEUMYIIECTBEHHBIM MeTaboNIM3MOM B TME€YEHH, Takue Kak (EHUTOWH, KapOamazenuH u
dbenobapOuTan, BaIbIIPOEBast KUCIOTA, BUTA0ATPHH (HEOOXOIUMO OCYIIECTBIIATH MIEPUOTNICCKUI
KOHTPOJIb KOHIIEHTPALUU B KPoBH) (cM. pazaen «OcoObie yKazaHUsD»).

e OnHOBpEeMEHHOE MPUMEHEHHUE C JapyHABUPOM, apTeMeTepoM/TyMedaHTPUHOM.

e He pPEKOMEHTyeTCS OJIHOBPEMEHHOE MIPUMCHCHUE a¢aBupeH3a c
BEJITAIIACBHPOM/BOKCHITAIIPEBUPOM/COPOCOYBUPOM.

e OpaHOBpEMEHHOE IPUMEHEHUE d(paBUPEH3A C IIICKAPEBUPOM/TTHOPSHTACBHPOM.

Oco0ble yKa3zauus

OdaBupeH3 He JOKEH MPUMEHATHCS B KauecTBe €MHCTBEHHOI 0 Ipenapata Juis jgeyenus BIY-
UHQEKIUM, a TaKKe He JOJDKeH J00aBiIsATbCd B KayecTBE EIUMHCTBEHHOrO Ipenapara K
Heo(pdexkTuBHOM cxeme Tepanuu. Kak m B ciydyae Ipyrux HEHYKJICO3HIHBIX HHTHOUTOPOB
obparnoii Tpanckpunrtassl (HHHUOT), npu npumenennn >¢aBupeH3a B MOHOTEPANIUU MOXKET
OBICTPO pa3BUTbCA PE3UCTEHTHOCTh BuUpyca. [lpu BbIOOpE HOBBIX AHTUPETPOBUPYCHBIX
IpenapaToB JUisl NPUMEHEHHs B KOMOMHAIUK ¢ 3(aBUPEH30M CJeyeT YUYUTHIBaTh BO3MOXKHOCTh
Pa3BUTHS MIEPEKPECTHON PE3UCTEHTHOCTHU BHpYyca (cM. paszen 5.1).

He pexomenayercs mnpuMeHeHue d¢aBHpeH3a OJHOBPEMEHHO C TaOJIETHPOBAHHBIMU
JIEKapCTBEHHBIMU  IpenapaTaMd €  (UKCHPOBAHHBIMM  KOMOMHaUMsIMH  3(aBUpPEH3a,
AMTpHULIMTAOMHA U TeHO(OBHpa TU30NpPOKCcHiIa hymapara, €ciu TOJIbKO He TpeOyeTcss KOppeKLus
71036l (HanpuMmep, Mpu NPUMEHEHUH ¢ pU(YaMIUIIMHOM).

OpnHoBpeMeHHBIN MTpHeM 3(]aBHUpeH3a ¢ IIIeKanpeBUPOM/ITMOPEHTACBUPOM MOXKET 3HAUYUTEIbHO
YMEHBIINTh KOHIEHTPAllMU TJIMKANpeBHpa M NUOpeHacBUpa B IUIa3M€ KPOBH, YTO MOKET
OpUBECTH K  moTepe  TepameBTudyeckoro  s¢dexra.  CoBMecTHOE  MpPHUMEHEHHE
rJIeKanpeBupa/mudpeHTacBupa u 3paBupeH3a He PEKOMEH Ty eTCsl.

He pexkomenayercs OAHOBpEeMEHHOE NpHMEHEHHE 3(¢aBUpeH3a C MpenaparaMd Ha OCHOBE
skcTpakTa ['mukro bunoda (cm. pazaen 4.5).

[Tpu Ha3HaYeHUU NpenapaToB JUIs OJHOBPEMEHHOIO MPUMEHEHHs ¢ 3(paBUPEH30M Bpau J0KEH
O0paTUThCSI K MHCTPYKIHMSAM IO MEAMLIMHCKOMY TPUMEHEHHUIO JaHHBIX JEKapCTBEHHBIX

IperapaToB.
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1Y OTUETY

BUY npyrum numam Bo BpeMsi CEKCYalIbHOIO KOHTaKTa WX Yepe3 KpoBb. B ¢BsI3U ¢ 3TUM cienyer
co0r0aTh COOTBETCTBYIOIINE MEPBI IPEIOCTOPOKHOCTH.

Conymcmeyowas anmupempoeupyCcHas mepanusi

Ecnu npuem xakoro-imm6o aHTUPETPOBHPYCHOTO CPEACTBA B cocTaBe KoMOMHUpoBaHHON APBT
OTMEHSETCS B CBSI3M C IIOJIO3PEHMEM HA HENEPEHOCUMOCTb, HEOOXOJUMO pPacCMOTPETh
BO3MO)XHOCTh OJJHOBPEMEHHOW OTMEHBI BCEX AaHTHPETPOBUPYCHBIX cpencTB. I[lpumem Bcex
OTMEHEHHBIX aHTHUPETPOBUPYCHBIX IPENapaTroB [ODKEH ObITh BO30OHOBIEH Cpas3y IOCie
VICYE3HOBEHHS CUMIITOMOB HenepeHocumoctu. He pekomenyercs mpepbiBaeMasi MOHOTEpaIus U
IIOCJIEZI0BATEIbHOE TTOBTOPHOE HA3HAYEHHE AHTUPETPOBUPYCHBIX CPENCTB H3-3a IMOBBIIIECHUSA
BEPOSATHOCTH IOSIBJIEHUS PE3UCTEHTHOTO K Teparuy BUpyca.

Koorcnas coine

B knmHMYeckux uccienoBaHUAX 3(haBUpeH3a HaOMIONANMCh JIETKO U YMEPEHHO BbIpa)KEHHBIE
BBICBIIIAHUS, KOTOPbIE OOBIUHO MCYE3AJIN IPU MPOIOJKEHUH Tepanui. [IpuemM cooTBETCTBYOIIMX
650KaTopoB Hi-THCTaMUHOBBIX PEENITOPOB M/WIIN TIIIOKOKOPTUKOCTEPOUIOB MOXKET YIIyUIIHTh
IEPEHOCUMOCTh U CLIOCOOCTBOBATh CKOPEHIIIEMY UCUE3HOBEHUIO KOXKHOM cbinu. Tspkenas popma
KOXKHOM CBINHU, COIIPOBOKAAEMas BOJABIPSAMH, I€CKBaMalel SIUTEHs Ui 00pa30BaHUEM 3B,
HaOmromanace Menee 4yeM y 1% mamueHToB, NpuUHUMAaBMMX 3(daBupens. MHorogopmHas
SKCCyJaTUBHAsA sputeMa win curapom CtuBeHca-J[>xoHcona Bcrpevanuch y 0,1% manueHTos.
Ecnu y manueHTOB BO3HUKaeT Tskenas (opma ChIIM, CONPOBOXKAA€Mash BO3HUKHOBEHHEM
BOJIIIBIPEH, JIeCKBaMalMel SMUTENUsl C BOBJIECYEHHEM CIU3UCTBIX O00O0JIOUEK WIIM JIMXOPAIKOM,
HEOOXOJUMO HEMEJUIEHHO NpeKpaTuTh npueM 3¢aBupeH3a. DPaBUpEeH3 HE PEKOMEHIO0BaH
NanueHTaM, y KOTOpPbIX Oblla YrpoxKarollas >XU3HM KOXKHasl peakuus (Hampumep, CHUHIPOM
CruBeHnca-Jl)xoHcoHa). B cmyuae mnpekpamieHuss Tepanuu 3GaBUPEH30M HEOOXOIUMO
paccMOTpeTh BONPOC O MPEKpAIleHUH MpueMa JIPYrux aHTUPETPOBUPYCHBIX CPENICTB, YTOOBI
n30eKaTh MOSIBICHUS PE3UCTEHTHOTO K Teparnuu Bupyca (cM. pa3zaen 4.8). Ciryuan KOKHOH ChITTH
3apeructpupoBanbl y 59 u3 182 nerert (32 %), momydaBmmx jedeHue d(aBupeH3oM B 3
KIIMHUYECKUX HCCIIEJOBAaHMIX CPEIHEH NPOAOJKUTENBHOCTRIO 123 Henmenu. Y 6 neTeil cbllb
OblTa TsoKenod. MennaHa BpeMEeHHM Hayalla MOSIBJICHHsSI CHIMH Yy JeTei coctaBuia 27 aHei (3 —
1504 nus). [lepen Hayanom Tepanuu 3PaBUPEH30M Y JIeTEll UM MOXKET ObITh PEKOMEHI0BaHA
COOTBETCTBYIOIAasl aHTUTHUCTAMUHHAs Tepalus B Ka4eCTBE NMPOPHIAKTHKH.

OnblIT mpuMeHeHHs 3(haBUpEH3a Yy MAIUEHTOB, KOTOPHIM OBIIM OTMEHEHBI Jpyrue
aHTupeTpoBupycHbIe cpeacTa u3 kiaacca HHUOT, orpanuuen (cM. pasznen 4.8). DdaBupens He
PEKOMEH/I0BaH MalMeHTaM, y KOTOphIX paHee Ha Qoue mpuema apyrux HHUOT passuinck

YTPO’KAIOIIHUE KU3HHU KOXKHBIE peakiuu (Harmpumep, cuaapoM CtuBeHca-/[)koHCOHA).
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Yonunenue unmepsana QTcC

Yanunenne untepBaga QTC Habmomanock y NalMEHTOB, NMPUHUMAKOMIMX 3(aBUpeH3 (CM.
paznenst 4.3, 4.5). YV mnanumentoB ¢ puckom yanuHeHwss QTC cimemyer paccMoTpeTh
aNbTepHATUBHYIO Tepanuio 0e3 npumeHeHus 3(haBupeH3a.

Cumnmomsi co CmopoHvl NCUXUKU

HmeroTcss aHHblE O BO3HMKHOBEHHMH HEKEIATEIbHBIX SIBICHUH CO CTOPOHBI ICUXMKHU Y
NAalMEeHTOB, NPUHUMABIIUX 3¢aBupeH3. llanueHTs, MMeEIOUIME B aHAMHE3E MCHUXUYECKHE
paccTpoiicTBa, HAaXONATCA B TpPYyIIE MOBBILIEHHOTO pHUCKAa IO PAa3BUTHIO CEPHE3HBIX
HE)KeJaTeJIbHBIX SIBJICHUI CO CTOPOHBI MCUXUKH. B wacTHOCTH, Tskenas nenpeccus Haubolee
yacTo HaOmoAanach Yy TALMEHTOB C JIeNpeccHhed B aHaMmHe3e. Takke HUMerTcs
IOCTPETUCTPALIMOHHBIE JaHHBIE O CIIydasX TSDKEJIOM IEeNpeccun, CMEPTH B pe3yibTaTe CyUInaa,
Opena u ncuxo30mo00HOro oBeaeHus. [lanenToB He0OX0AMMO MPEAYIPEIUTE O TOM, YTO IIPU
pPa3BUTUU TaKMX CHMIITOMOB, KaK TsDKelasi Ielpeccus, IMCUX03bl WM CyULUIAIbHbBIE UCH, OHU
JOJDKHBI HEMEUIEHHO COOOIIUTH 00 3TOM CBOEMY Bpauy. Bpad noimkeH onpeenuTh BOZMOKHYIO
CBSI3b 3THX CHMIITOMOB C NMPUEMOM 3(aBUpeH3a, U, €CIH dTa CBSI3b MOATBEP)KIACTCS, OLIEHUTD
COOTHOIIEHUE PUCKA JIJIsl MAMEeHTa MPH MPOJOJDKEHUH Tepanuu M MOTEHIMAIBHOMN MOJIb3bI OT
npuema npemapara (cM. pasaen 4.8).

Cumnmombi coO CMOpPOHBL HEPEHOU CUCTNEMDL

VY manueHToB, npuHUMaBIuX 3¢asuper3 B go3e 600 mMr 1 pa3 B CyTKH B paMKax KIMHHYECKUX
WCCJIEIOBAaHMM, YacTO HaONI0aINCh CIEAYIONIMe CUMITOMBI: TOJOBOKPYKEHUE, OECCOHHMUIIA,
COHJIMBOCTb, CHIKEHUE KOHIIEHTPALMK U MTATOJIOTUSI CHOBUJICHNUH, a TAK)KE BCTPEYAIIUCh IpYTUe
HEeXellaTeNIbHbIe sBIIeHUs (cM. pa3zaeln 4.8). CHUMITOMEI CO CTOPOHBI HEPBHOM CHCTEMBI OOBIYHO
Ha0JII0/1aTMCh B T€YEHHE TIEPBOT0 UM BTOPOT'O JIHS T€parnyy U B OOJIIINHCTBE CIIy4aeB Ucue3ain
nocie nepBbiX 2-4 Heaenb. IlanmeHTOB HE0OX0AMMO NMPOUMH(GOPMHUPOBATH O TOM, YTO TaKHE
CHUMIITOMBI, €CJIH OHHU MOSIBJISIOTCS, OOBIYHO MCYE3al0T MpH HPOJOJDKEHHWU TEparnuud U He
ABJIAIOTCS MPU3HAKOM BO3MOXHBIX HapYyILIEHUI CO CTOPOHBI INCUXUKH, KOTOpPbIE BCTPEUYAOTCS
pexe.

HelpoTOKCMYHOCTh C MO3AHMM HayalloM, BKIIOYas aTakCHIO M dHIedaronatuio (HapyleHue
CO3HaHUs, CIIyTaHHOCTb CO3HAHMSA, NMCHUXOMOTOPHOE 3aMeJUIeHHE, TCHUXO03, JNENUPUN) MOXKeT
BO3HUKATh Yepe3 HECKOJIbKO MECSIIEB UJIH JIET MOcIIe Havajia Tepanuu r¢aBupen3om. Hekotopsie
cllydal HEWPOTOKCUYHOCTH C TO3HUM HayajOM BO3HUKAIW Yy MalUEHTOB C I€HETHUYECKUM
nonumopdusmom uzodepmenta CYP2B6, uTo CBsA3aHO € TOBBIINIEHWEM KOHLEHTpAIMU
sdaBupeH3a B IUIa3M€ KpPOBM, HECMOTps Ha CTaHJapTHBIE 103kl d(daBupensa. IlammeHTs! c

IpU3HAKaMU U CUMIITOMaMH CEPbE3HBIX HEBPOJIOTUYECKUX OOOUHBIX 3(PPEKTOB AOIKHBI OBITH
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coOBITHI ¢ IpreMoM 3(aBupeH3a 1 000CHOBAaHHOCTD MPEKPAIEHHs Teparuu 3(haBUPEH30M.
Cyoopooichble npunaoxu

Co001manoch 0 CyA0porax y HaiueHTOB, IPUHUMABIINX d(paBUpPEH3, OCOOCHHO Y MAIMEHTOB C
cymoporaMu B aHamHe3e. [Ipu  OIHOBPEMEHHOM TIPUMEHEHHUH MPOTHBOCYIOPOMKHBIX
JICKapCTBEHHBIX CPEJICTB, METAOOIM3UPYIOLIMXCS B OCHOBHOM B II€YEHH, TAKUX KaK (DEHUTOUH,
kKapObamazenud ©  QeHoOapOuTam, CileayeT MEePUOJUYSCKH TPOBOAUTH  ONpEICIICHUE
KOHIICHTpallMii 3TUX TMpernaparoB B IUla3Me KpoBu. McciemoBaHue B3auMoJCHCTBUN
JICKApPCTBEHHBIX CPEJICTB MOKA3aJ0, YTO MPHU OJHOBPEMEHHOM NPUMEHEHUH KapOama3enuHa |
sdaBrpeH3a KOHIECHTpAIMK KapOaMa3enuHa B IUIa3Me KPOBHM CHWXKaIuch (cMm. paszmen 4.5).
[TarueHTHl C CYAOPOXKHBIMH TPHUMAJKAMH B aHaMHE3€ JOJDKHBI HAXOMUTHCS MO OCOOBIM
HaOJIFOJEHUEM.

HeocenamenvHule s6nenusi co cmoponsl neuenu

B nocrpeructpanimoHHbIi epro] HaOII0IeHUs ObLIO TOTYYEHO HEOOJBIIIOE YUCIIO COOOIICHUN
0 pa3BUTHH MEYCHOYHOIN HEJOCTATOYHOCTH y TAMEHTOB 0e3 yKa3aHHWi Ha 3a00JeBaHUS ITEYCHU
B aHaMHe3e, a TaKkxke 0e3 APYTUX BBIABICHHBIX (aKTOpOB pucka (cM. pazzaen 4.8). B cBs3u ¢ atum
PEKOMEH/IYeTCS OCYIICCTBIISITh MOHHUTOPUHI aKTUBHOCTU «IICUCHOYHBIX» (PEPMEHTOB HakKe Y
NAIMEeHTOB 0e3 MeYeHOYHON TUC()YHKIIUHN B aHAMHE3€ WIH APYTUX (PaKTOPOB PHCKA.

Brusnue nuwu

[lpu npumeHeHnu 3(]aBUpPEH3a BO BpeMsl NpUeMa IMHIM MOXET BO3pPACTaTh AIKCIO3HIIUS
sadaBupensa (cM. paszen 5.2), 4To MOKET MPUBOAUTH K YBEIHUEHHUIO YaCTOTHl HEKeIaTeNbHBIX
peakuuii (cM. pasnen 4.8). B cBs3u ¢ 3THM pPeKOMEHIyeTCs MPUHUMAThH 3()aBHpPEH3 HATOIIAK,
KeNaTeIbHO Ha HOYb.

Cunopom 80CcCmaHoBIeHUst UMMYHUMema

JlaHHBIN CHHIPOM HAOIIOANCS Y MAIUEHTOB C TSKEIBIM UMMYHOAESPHUIIUTOM B JIF0001 MOMEHT
nocjie Hayana npoBefeHus: komOuHupoBaHHoil APBT. B pesynbraTe ycuieHHs MMMYHHOTO
OTBETa BCJICJCTBHE TEPAllMU B TEUECHHE HECKOJBKHX HENeNb MM MECAIEB OT Hayajla JICUCHUs
MOJKET  Pa3BUTHCS  BOCHAIUTENbHAs  peaKkius Ha  HEaKTUBHBIE WM  OCTaTOYHBIC
ONMMOPTYHUCTHUECKHE  WH(PEKIMH,  TaKkue  KaK  [UTOMETAJIOBUPYCHBIM  PETHHHT,
TeHEepaTM30BaHHBIC W/WJIM 0YaroBble MUKOOAKTepUaIbHbIe WH()EKIIMH, ITHEBMOHUS, BhI3BaHHAS
Pneumocystis jirovecii (npexnee HazBanue — Pneumocystis carinii). Takue BocmaauTeIbHbIE
CUMITOMBI HY/IalOTCSI B TATbHEHIIEH OlleHKe W HA3HAYEHUH COOTBETCTBYIOIIETO JICUCHUSI.
AyTOMMMYyHHBIE HapylieHus (Takue Kkak Oone3Hb ['peliBca W ayTOMMMYHHBIH TEMaTHUT)

Ha0J01aniCch Ha (POHE BOCCTAHOBJIEHMSI MMMYHUTETA, OJHAKO BpEeMs HayaJIbHBIX MPOSIBICHUN
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TEpaIuH.

Jlunooucmpoghusa u memaboauyeckue HapyueHus.

KomOunupoBannas APBT accouumpoBaHa ¢ mepepacnpencsieHueM I0JIKOKHO-KHPOBOM
KieTdyatku Tena (nunomuctpodus) y BUY-undunumpoBanHbix manumeHToB. OTHaneHHbIE
IOCJIEACTBHSI ATOTO SIBJICHUS [10KAa HEU3BECTHBI U MEXAHU3M €0 Pa3BUTHSI U3YUYEH HEJAOCTATOUYHO.
[Ipeamonaraercst CBA3b MEXKIY BUCIEPAIBHBIM JUIIOMATO30M M MPHUMEHEHHEM HHTHOUTOPOB
nporeazsl u Junoarpodun u npumenenrneM HUWOT. TloBblIeHHBIH PUCK pPa3BUTHS
JUNOIUCTPOPUU MOKET OBITh OOYCJIOBIIEH KaK MHAMBUAYAIbHBIMH (DaKTOpaMu, TaKUMH Kak
MOXKWJIOM BO3pPacT, Tak W (PaKTopaMu, CBS3aHHBIMH C TMPHEMOM IIPErapaToB, TaKUMH Kak
npononkutensHas APBT u cBs3anHbIe ¢ Hell MeTabonnyecKkre HapyeHus. B ¢Bs3u ¢ 3TuM npu
KIIMHUYECKOM OO0CJIeIOBaHUM TMalMeHTa ClelyeT MPOBOAUTH (U3UKAIbHOE O00CIeI0BaHue,
oOpaiass BHUMaHUE Ha TiepepacrpeiesieHne IMOJKOKHO-)KUPOBOW KJIETUaTKHU, a Takke
OIpPEAEIATh KOHLIEHTPALMIO JUIHI0B B CBIBOPOTKE KPOBU HATOIIAK U KOHLIEHTPALUIO TJIFOKO3bI
B KpoBH. Hapymenuss nunuaHoro oOMeHa JOJKHBI KOPPEKTHPOBATbCSI B COOTBETCTBUU C
KJIMHHYECKHUMH IIPOSBIEHUsMHE (CM. paszen 4.8).

Ocmeornekpos

XOTa ITHOJIOTHSI TAHHOTO 3a00JieBaHMS MpPU3HAHA MHOTO(AKTOPHOW (BKIIOUYAs NMPUMEHEHHE
TJIIOKOKOPTUKOCTEPOUIOB,  3JIOYNOTPEOJICHHE — AIKOTOJEeM, TSKEIYI0 HWMMYHOCYIPECCHIO,
MOBBIIICHHBIA UHAEKC MACChl T€Ja), CIy4au OCTEOHEKpOo3a HaOII0aNCh MPEUMYIIECTBEHHO Y
nanueHToB ¢ anutenbHoi BUY-nHdexknumeidl w/umm y NanMeHToB, JUIMTENBHO MOJYYaBIIUX
koMOnHMpoBaHHYt0 APBT. [lanueHTsl NOJKHBI HE3aMEAJIUTENBHO OOpaTUTHCS K Bpauyy MHpu
NOSIBJICHUHU 00JIel B cycTaBaX, CHH)KEHUHU MOJIBUYKHOCTH CYCTaBOB WJIM TPYAHOCTSX MPHU X0Ab0E.
Ocobvie epynnvl nayuenmos

HCZMMEHmbl C HaApyuienuem d)VHKZ/ﬂ/lM neyeru

OdaBupeH3 NpOTUBOIIOKA3aH MallMEHTaM C IEYEHOUYHOM HEeIOCTATOYHOCTBIO TSKENIOM CTeneHu
TsoxecTH (kiace C mo kmaccudukarnmn Yainn-I1sr0) (cm. pazaenst 4.3, 5.2) 1 He peKOMEHAyeTCs
MalHEeHTaM C NOPAKEHUEM IIEYEHU CPEIHEN CTENEHU TSHKECTH, MOCKOJIBKY Ha JaHHBIM MOMEHT
HE/IOCTaTOYHO JaHHBIX, YTOObl yCTAHOBMTbH, HY)KHA JIM B TaKHUX CIy4asxX KOPPEKLHUS JO03BI.
BcenenctBue wHTEHCHBHOrO Meraboim3Ma d3¢aBupeH3a cucrteMor 1murToxpoma P450 wu
OTPAaHNYEHHOTO ONBITA KJIMHUYECKOTO NMPUMEHEHHMs Ipenapara y HalUeHTOB ¢ XPOHUYECKUMU
3a00JIeBaHUAMHU TIEUEHH CIIEIyeT COOJ0JaTh OCTOPOKHOCTh NPH Ha3HAYeHUU 3(aBUpeH3a
naryeHTam ¢ 3a00JeBaHUSAMU TEYSHHU JITKON CTENeHU TsDKeCTH. [Ipu 3TOM ManueHThl JOJKHBI
HAaXOAWTHCSl TOJ HAONIOJEHWEM Il CBOEBPEMEHHOI'O  BBIABIECHUS  J10303aBUCHUMBIX

HEXENAaTeNbHBIX PpeakKIuii, OCOOCHHO CO CTOPOHBI HEPBHOM CHCTEMBI. Takke uepes
8
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COCTOSIHHSA TIeueHu (cM. paznen 4.2).

BezonacHocth 1 3¢ ¢peKTUBHOCTH 3(paBUpeH3a HE MOATBEPKICHBI y MAIUEHTOB CO 3HAYUMBIMU
HapyleHus MU QYHKIMHU NeYeHHu B aHamHese. [lanuenTtsl ¢ xpoHuueckuM renatutom B umm C,
npuHUMaromue KoMOuHUpoBaHHY!0 APBT, BXo#sar B TIpylny pucKa pa3BUTHS TSDKENbIX
HE)KEJIATENbHBIX PEaKIHi CO CTOPOHBI IEYSHH, KOTOPHIE MOTYT MPUBECTH K JICTATLHOMY UCXOJY.
VY manueHToB ¢ HapymeHHeM (YHKLIMHU MEYeHH B aHAMHE3e, BKJII0Yas XPOHUYECKUN aKTHBHBIN
refaTuT, MOBBIIIAETCS YaCTOTa Pa3BUTUS HapyIIEHUH (GYHKLINU NIeYeHH P KOMOMHHPOBAHHOM
APBT, nostomMy Takue HallMEHTh! JOJKHBI HAXOAUTHCS MO HAOIIOAECHUEM B COOTBETCTBUU CO
CTaHJApTHOH CXEeMOW. Y MAIMEeHTOB C YXYALICHHEM TEYeHHUs 3a00J]eBaHUsl MEYEHU WIN C
YCTOMUYMBBIM YBEIMUYCHHEM AKTHMBHOCTH CHIBOPOTOUYHBIX TPAHCAMHHA3, MPEBBIIIAIONIUM Oojee
4yeM B 5 pa3 BepxHIo0 rpanuity Hopmel (BI'H), nosnp3a ot npogomkeHus Tepanuu 3¢paBUpeH30M
JOJDKHA ~ COIOCTAaBJIATBCS C  BO3MOXKHBIM ~ PUCKOM B OTHOUIEHUM  BO3HUKHOBEHMS
relaTOTOKCUYHOCTH. B OTHOIIEHMM TakWX NAalMeHTOB CIEAYyeT PacCMOTPETh BOIPOC O
1esiecoo0pasHocTH npepeiBanus win otMensl APBT (cMm. pasaen 4.8).

[lpy OXHOBpPEMEHHOM MNPUMEHEHUHU JPYIMX JIEKAPCTBEHHBIX CPEACTB C  H3BECTHOM
relaTOTOKCUYHOCTBIO PEKOMEHYETCsl HPOBOJIUTH KOHTPOJIb AKTUBHOCTH «IIEYCHOYHBIX)
¢epmenroB. Ilanuenram c¢ remarutom B wmnum C npu Ha3sHaueHUM KOMOMHHMPOBAHHOMN
IPOTHBOBUPYCHOM TEPAITHH CIIEAYET TAK)KE PYKOBOJICTBOBATHCS HHCTPYKIMSIMH 110 TPUMEHEHHIO
Ha3HAYyaeMbIX IIpenaparoB Jyid jgeyeHus renatuta B wm C.

HCZMMEHmbl C HaApyuienuem d)VHKZ/ﬂ/ll/l no4ex

dapmakokrHETHKa 3(paBUpeH3a y MAMEHTOB C IMOYEYHOH HEIOCTATOYHOCTHIO HE HM3ydajach,
OJTHAKO B CBSI3U C TEM, YTO B HEM3MEHEHHOM BHUJIE IIOYKAMHU BBIBOJTUTCS MeHee | % MpUHSTO 10361
s¢aBupeH3a, HapylleHne QyHKIMU MOYEK HE JOJDKHO OKa3blBaTh CYLIECTBEHHOI'O BIHUSHMS Ha
BbIBeJIcHHE d¢aBupeH3a (cM. paszzen 5.2). OnbeIT NpuMeHeHHs 3(aBUpeH3a Yy MNAIMEHTOB C
MOYEYHOW HEIOCTATOYHOCTHIO TSHKEJION CTENeHU TSKECTH OTCYTCTBYET, B CBSI3H C UeM y TaKUX
NAIMEeHTOB CJEAyeT TPOBOJWTH TIIATENBbHBI MOHUTOPHHI O€30MacHOCTH TpPUMEHEHUs
npemnapara.

HCZMMEHmbl NnoaAHCUI020 603pacma

HOCKOJIBKy B KIIMHUYECKHEC UCCJICA0BAHUA OBLIIO BKIIIOYEHO HEOOJIBIIIOE KOJIHUYECTBO MOMKHIBIX
NanmuEeHTOB, HET OCHOBaHUI npeamnojgaratb, 4To )IeﬁCTBHe npernapara Ha NalMEHTOB ITOXKHUIIOTO
BO3PAcTa OTIMYAETCS OT TAKOBOTO y 00JIe€ MOJIOIBIX MMAlUEHTOB.

eTH
[Tpumenenue r¢aBupensa y Aetei miajiie 3 Mec. Wik ¢ BECOM MeHee 3,5 KT He HCCIIeI0BaIOCh.

BcnoMorarensHble BEIECTBA
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HETMEPEeHOCUMOCTBIO TaJIaKTO3bl, JAC(MUIIMTOM JaKTa3bl JOHMaped WM TIIOKO30-TaJaKTO3HOM
MasibabcopOIHe He ciaeyeT MPUHIUMATh 3TOT Ipernapar.

4.5. B3amMmopeiicTBHMe ¢ [PYrMMH JIEKAPCTBEHHBIMH MNpenapaTamMM H JApyrue BH/bI
B3aHNMOJAEeHCTBUSA

Ddasupens in Vivo seisiercss uHaykropom usopepmerntoB CYP3A4, CYP2B6 u VI®-I'T1AL.
KoHuenTtpanusi B mia3Me KpPOBH COEAMHEHHUH, KOTOpbIE SIBISIOTCS CyOCTpaTamMu JaHHBIX
n30()epMEHTOB, MOKET CHHKATHCS NPU OJHOBPEMEHHOM NMpUMEHEHHH ¢ 3daBUpeH3oM. B 1o xe
BpeMs in Vitro sdaBupens uaruoupoBan uzopepment CYP3A4. TeopeTHUYECKH 3TO MOMKET
NPUBECTH K yBeNMHUYeHUIO dkcrmozunuu cyocrpatoB CYP3A4, mostomy crieayer coOmoaaTh
OCTOPOXKHOCTB IIpU TpuMeHeHnu cyoctpatoB CYP3A4 ¢ y3kuM TepareBTHYECKUM OKHOM.
Ddasupen3 moxer ObiTh HHAYKTOpoM H30(epmentoB CYP2C19 u CYP2C9, oanako in Vitro
TaK)ke HaOJII0/1a710Ch MHTMOMPOBAaHKUE TaHHBIX U30epMeHTOB. [l0o KoHIa 3 dekT, HaOIoJaeMbIii
Opd OJHOBPEMEHHOM TPUMEHEHUHM »J(aBHpeH3a C COCIUHEHHSAMHU-CYOCTpaTaMu JTaHHBIX
nu30(epMEHTOB, He siceH (cM. paszern 5.2).

Oxkcno3unus 3(haBUpeH3a MOXKET YBEIHMYUTHCA MPH MPUMEHEHHH MperapaTa OJHOBPEMEHHO C
HEKOTOPBIMU JIEKaPCTBEHHBIMU IpernapaTaMu (HampuMep, PUTOHABUPOM) WM THIIEBHIMU
OpoaAyKTaMH (HampuMmep, ¢ TpeHn@pyTOBBIM COKOM), KOTOPBIE HWHTHOUPYIOT H30(EpMEHTHI
CYP3A4 unu CYP2B6. IIpenapatsl Ha ocHOBe 3kcTpakTa ['mHkro buiioda, koropble MHAYLUPYIOT
JTaHHbIe U30()ePMEHTHI, MOTYT MPUBOJUTHh K CHI)KEHUIO KOHIIEHTpauuu 3(haBUpeH3a B ILIa3Me
KpPOBH.

HDOTI/IBOHOKaSaHHaﬂ KOM6I/IHI/IDOBaHHa$I TCpaluia

D¢daBupeH3 MPOTHUBOMOKA3aHO MPUHUMATH OJHOBPEMEHHO C Tep(eHaJIWHOM, ACTEMH30JIOM,
U3aNPUI0M, MU030JIaMOM, TPU30JIaMOM, ITMMO3UA0M, OCTIPUANIIOM H aJIKAIOUIaMH CIIOPBIHBU
(HampuMep, 3proTaMuH, JUTHIPOAPrOTAMHMH, SPTOHOBHH MM METHIIPrOHOBHH), MOCKOJBKY
KOHKYPEHTHOE B3ammojeiicTBue 3¢aBupensa ¢ mzopepmentom CYP3A4 MokeT mpuBECTH K
MIOJIaBJICHUIO METa0O0M3Ma JaHHBIX TIPENapaToB K MOSBICHHUIO MPEATOCHUIOK /IS BO3HUKHOBEHUS
CephE3HBIX W/WIM YIpOXKAIOIIUX >KU3HM HEXeNaTeJbHBIX SBJIECHUN (HampuMep, cepaedHOi
ApUTMHH, [UTUTEILHOTO CeaTHBHOTO 3(h(eKTa MM yrHeTeHHs IbixaHus) (cM. pazaen 4.3).
36epoboii npoovipsienennvlil (Hypericum perforatum)

[TatmenTh, TpUHUMAOUIKE J(aBUpPEH3, HE JODKHBI TPUHUMATH TpPEnapaThl/IPOAYKTHI,
coJepxalle 38epo0oit mpoIbIpsBiIeHHBIA. KoHlleHTpanus agaBupeHsa B mia3Me KpoBU MOXKET
CHIDKATBCS TIPU OJHOBPEMEHHOM MPUMEHEHHH CO 3Bep0o00EM MPOBIPSIBIEHHBIM, TOCKOIbKY OH
BBI3BIBACT HHIYKIHIO ()EPMEHTOB H/HIT TPAHCIIOPTHBIX OEIKOB, OTBETCTBEHHBIX 32 METa0O0IN3M

JIEKapCTBEHHBIX CpeAcTB. EciM mamueHT yke MpuHUMAaeT MpenapaThl/TIPOyKThl, COAepKallne
10
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KOHIICHTPALIMIO BUPyCa B KPOBU U, €CIIM 3TO BO3MOKHO, KOHIICHTPALUIO d(aBUpeH3a B KPOBH.
[Tocie OTMEHBI  MpPENapaToB/NPOAYKTOB, COAEPXKAIIUX  3BEpOOOH  MPOABIPSBICHHBIM,
KOHIIEHTpanusi 3(}aBupeH3a MOXKET IOBBICUTHCS W TOTJa MOTpedyeTcss KOPPEeKIHs I03bl
a¢daBupen3a. BiusHue 38epo00s IpOABIPSIBICHHOT0, CBA3aHHOE C MHAYKIHUENH ()epPMEHTOB, MOKET
COXPaHATHCS B TCYCHUE HE MEHEe 2 HeJelb 10CjIe ero OTMeHbI (M. paszaen 4.3).

Ilpenapamul, evizvisarowue yonunenue unmepeana QTC.

[IpoTuBOnOKa3aH OJHOBpEMEHHBIH HpueM 3¢aBUpeH3a M IpenapaToB, KOTOPHIE BbHI3BIBAIOT
yanuHeHue uHTeppaiga QTC U MOTyT IPUBOJUTH K BOSHUKHOBEHHIO KEJTyI0UKOBOW TaxUKapIAuu
1o TuIy «nupy3™». K Takum npenaparam OTHOCATCS:

- aHTMapuUTMUUecKue npenaparsl kinaccos |A u llI;

- HEHPOJIENTUKH, aHTUACTIPECCAHTHI;

- HEKOTOpble aHTUOMOTUKH, BKIIOYAs IMpenaparbl, OTHOCSIIHUECS K CICIYIONIMM KJaccam:
MaKpoJIUIbl, (PTOPXHHOJIOHBI, MPOTHBOIPHOKOBBIE NpenapaThl MPOW3BOJHBIE HMMHUAA307a M
TpHa307a;

- HEKOTOpble HecedaTHBHbIE AHTUTHCTAMUHHBIE Tpenaparbl (TepdeHamuH, acTeMH301);
U3aNPUI,

- uiexauHu;

- HEKOTOpbIE MPOTUBOMAIISIPUNHBIE ITPENapaThl;

- MeTaoH (cM. pasaen 4.3).

I'pasonpesup/sn6aceup

OHOBpEMEHHBIN MPUEM C TPa3ONPEBUPOM/I0ACBHPOM IPOTUBOIOKA3aH, TTIOTOMY YTO MOXKET
NPUBECTH K IMOTEPE BUPYCOJOTHUECKOM aKTUBHOCTH Irpa3orpeBupa/sndacsupa (cM. pasen 4.3).

Jpyrue B3auMoAaeCTBUS

B3aumoneiictBust Mexay a¢aBupeH3oM M HMHruOuTOopamu mporteassl BUY, npyrumum
AHTUPETPOBUPYCHBIMH IpenapaTtaMu, IOMUMO MHIHOUTOpOB mpoTeassl BUY, a taxke Mexay
3GaBUpPEH30M M  JIEKAPCTBEHHBIMU  IpenapaTaMH, HE  OTHOCALIUMHUCS K  TpyIme
AHTUPETPOBUPYCHBIX IpenapaToB, yKa3aHbl B INpPHUBEICHHON Hibke Tabiuue 1. YBenuueHue
3Ha4YeHHUs MOKa3aTesss 0003HAYaeTCsl CTPEIKON «1», yMEHbIICHHE 3HAUEHUS - CTPEIIKOM «|», eciu
NOKa3aTesb OCTaeTCsl 0€3 M3MEHEHUH - CTPENIKON «<=»; €CJIM MpenapaT BBOAMIICS Yepe3 Kaxible
8 i 12 9, T0 3T0 0603HaYaeTCs Kak «k8w» uiu «k12u». 90% u 95% noBepuTenbHbIE HHTEPBAJIBI
IpEeJICTaBJICHbI B CKOOKAX, €ClIi MpUMEHUMO. OOBIYHO UCCIIE0OBAHMS TPOBOAMINCH Ha 3/I0POBBIX

I[O6pOBOJ'ILL[aX, €CJIK TOJIBKO CIICHUAJIBHO HC OrOBApUBACTCA ApyTrad I/IH(I)OpMaI_[I/IH.

Tabnuna 1. «B3zaumoneictBus Mexxay 3(haBUpEH30M U JPYTHUMHU JI€KaPCTBEHHBIMU CPEACTBAMMU.
11
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JlekapcTBeHHbBIE PenapaThl, pa3aeJIeHHbIE

RS RCR TR0

1o papMaKoTepaneBTHYECKUM
rpynnam
(103a)

npenapara B CHIBOPOTKe.
Cpennee nzmenenne 3Hayennii AUC,
Cmax, Cmin (%) 1 10BepUTEIbHBIE
HHTEPBAJIbI, €CJIH MPUMEHHMO0?
(MexaHu3M)

ITPOTUBOMMUMKPOBHBIE ITPEITAPATBI

AnmupemposupycHole 1eKapcmeeHHble CPeOCmea

Hneubumopor npomeasvrt BUY

ArazanaBup/putoHaBup/3paBupeHs3

(400 mr 1 pa3 B cytku/100 mr 1 pa3 B
cyTkn/600 Mr 1 pa3 B CyTKH, BCE MperapaThl
MPUHUMAJIUCH BO BpeMs IpreMa IUIIN)

ATazanaBup (mocie noyaHs):
AUC: «&* (ot |9 mo 110),
Cmax: 117%* (ot 18 1o 127),
Cmin: 142%* (ot |31 mo |[51).

ATtazanaBup/putoHaBup/3haBupeHs3

(400 mr 1 pa3 B cyrku/200 mr 1 pa3 B
cytkn/600 mr 1 pa3 B CyTKH, BCe IpenapaTsl
NPUHUMAITUCH BO BpEMSsI IIpUEMa TTHUIIN)

ATazanaBup (mocie Moy aHs):

AUC: «*/** (ot |10 10 126),

Cmax «>*/** (o1 |5 m0 126),

Cmin: 112% */** (ot |16 no 149)

(uanykuus CYP3A4).

*Ilpu  cpaBHEHMH C  aTa3aHaBUPOM
300 mr/putonaBupom 100 mr 1 pa3 B cyTku
BeuepoM Oe3 a¢aBupensa. Takoe CHUKECHUE
Chmin
BIUATH Ha () (HEKTHBHOCTH aTa3aHABUPA.

aradaHaBupa MOKCT OTPULATCIBHO

** OCHOBaHO Ha UCTOPUYECKOM CPAaBHEHUHU.

OnHoBpeMeHHOE IpUMEHeHNEe 3(haBUpeH3a ¢ aTa3aHaBUPOM/PUTOHABUPOM HE PEKOMEH/TyETCsl.
Ecnu Tpebyercs omHoBpeMeHHOe npuMeHeHue atasaHaBupa ¢ HHUMOT, neobxoaumo
paccMOTpeTh 11e1eco00pa3HOCTh YBETMUEHU J103bl aTazaHaBupa 10 400 Mr u puTOHaBUpPA 10
200 mr, B kKoMOMHaIuu c 3(aBUpPeH30M, C OOECIEYEHHEM TIIATEIBHOIO0 KIMHUYECKOTO

MOHUTOPHHTA.

HapyHaBup/putonaBup/3(haBupeH3

(300 mr 2 paza B cytku*/100 mr 2 pasa B
cyTtkn/600 Mr 1 pa3 B cyTkn)

* HIDKE peKoMeHJoBaHHOW 103bl. [TogoOHbIe
pE3yNbTaThl 0XKHUIAIOTCA U MIPH MPUMEHEHUH B
PEKOMEHIOBAaHHBIX J103aX.

JapyHaBup:

AUC: [13%,

Chmin: l3 1%,

Crax: US%,

(manykuus CYP3A4).
O¢aBupeHs:

AUC: 121%,

Chin: 117%,

Cmax: 115%
(uarubuposanue CYP3A4).

OpnHoBpemeHHBIN MpueM 3¢daBupeH3a u napyHaBupa/putonasupa (800 mr/100 mr 1 pa3 B
CYTKHM) MOXET IpPUBECTH K CHIKeHUIO Cmin AapyHaBupa. Eciu sdaBupeH3 HeoOXoaumo
IPUMEHSATH OJTHOBPEMEHHO C JapyHABUPOM/PUTOHABUPOM, CIEIyeT MPUMEHSITh KOMOMHAIIUIO
napyHaBup/putonaBup B pexkume 600 mr/100 mr 2 paza B cyTku. OJHaKO TaKyto KOMOUHAIIHIO
ClIelyeT Ha3HA4aTb C OCTOPOXKHOCTHIO. CM. MHCTPYKLHUIO IO MEIULMHCKOMY MPUMEHEHUIO
napyHaBupa/puToHaBupa. CM. Takke HUXKe HHPOPMALIMIO 10 PUTOHABUDY .
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

docamrpeHaBup/puToHaBUp/3haBUpEH3 Kmuenteckn === T =BT Tpaigivoro
(700 mr 2 paza B cytku/100 mr 2 pasza B | papMaKOKMHETUYECKOTO  B3aMMOJACHUCTBHS
cytkn/600 Mr 1 pa3 B CyTKn) HE BBISBIICHO.

Koppekuuu 10361 HU OJJTHOTO U3 3TUX JIEKAPCTBEHHBIX CPEACTB HEe TpedyeTcs. CM. TakxkKe HUXKe
UH(OPMALIKIO [0 PUTOHABUPY.

®docamnpenaBup/HenduHaBup/ 3haBupeH3 ‘ B3aumopeiicTBue He U3y4anoch.

Koppekunu 10361 HU OJJHOTO U3 3THX JIEKAPCTBEHHBIX CPEJCTB HE TpeOyeTcsl.

docamnpeHaBup/cakBUHABHP/3(paBUpPEH3 | B3aumoneiicTBue He H3y4anoch.

Hcnonb3oBanne Takol KOMOMHAIIMM HE PEKOMEHIYETCs, MOCKOJIbKY OXKHIAETCS 3HAUYUMOE
CHI)KEHHE HKCIIO3UIIUU 000UX UHTUOUTOPOB MpoTeazsl BUY.

NununaBup/adasupens NununaBup:
(800 mr x84/ 200 mr 1 pa3 B cyTkn) AUC: |31% (ot |8 no [47),
Chmin: l40%.
Cxonnoe CHIDKEHUE AKCIIO3UIUU

WH/IMHABUPa HA0JII0JAJIOCH B CIyYasiX, KOria
uaauHasup (1000 mr k84) BBoaMiICS B
komOuHarmu ¢ 3¢pasupenzom (600 mr 1 pa3

CYTKH).
(uanykuus CYP3A4).
DdaBupens: KIMHAYECKU 3HAYUMOTIO

(hapMaKOKHHETHYECKOIO  B3aMMOCHCTBHS
He HaOJIFOJaJIOCh.

WununaBup/putoHaBup/>paBupeH3 WNununasup:

(800 mr 2 pa3a B cyTku/100 mr 2 paza B cytkn/ | AUC: |25% (ot |16 10 |32)°,

600 mr 1 pa3 B cyTKu) Crmax: 117% (ot |6 10 |26)",
Cmin: 150%, (ot |40 10 |59)°.
O¢aBupeHs:

KIIMHUYECKH 3HAYUMOTO B3aUMOJICHCTBUS HE
Ha0J110/1a710Ch.

Cpennee reomerpudeckoe 3HaueHHE Cin
naguHaBupa (0,33 mr/m) mpu  ero
MIPUMEHCHUH B KOMOWHAIIMH C PUTOHABHUPOM
u 3(aBupeH3oM ObLIO OOJbILE, YEM IIPU €0
NPUMEHEHUH B KaueCTBE MOHOTEpANHH IO
800 mr k84 (Cmin 0.15 mr/m). ¥V manueHTos,
uHuippoBanieix BHUY-1 (0 = 6),
nokasatenu papMakKOKMHETUKHU UHIUHABUPA
1 2¢aBUpeH3a 0OBIYHO OBLITH COMTOCTABUMBI C
TaKOBBIMH y HEeWH(PHUITUPOBAHHBIX

T0OPOBOJIBIICB.

XOTs KIMHMYECKas 3HAYMMOCTb CHMKCHHUS KOHICHTpallMKl HWHAWHABHpa HC YCTAHOBJICHA,
Ha6J'IIOIlaBH_IeeC$I (I)apMaKOKI/IHCTI/IquKOC B3aUMOJCUCTBUE JIOJDKHO NPpUHUMATBCA BO
BHUMAHHC IIpU BBI60pe pexumMa TCparru, BKIHOYAOMICTO OAHOBPEMCHHO B(I)aBI/IpeHS n
HWHJWHAaBHUDP. KOppCKLII/II/I J03bI S(I)aBI/IpeHBa HC TpeGyeTc;I, €CJIM OH Ha3Ha4dYacTCia C
HWHJIWHABHUPOM HJIA C I/IH)II/IHaBI/IPOM/pI/ITOHaBI/IpOM.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 25.09.2024 N2 20607

CM. Takke HIKe HH(OPMAIIHIO 110 PUTOHABHPY.

JCHEQOBRTENEBROC T 000

JlonmuHaBUp/PUTOHABUP B MATKUX Karcylax
WIIn B pacTBope

BHYTpPb/2(haBUpPEH3

1A npuema

CyIJ_IGCTB CHHOC CHHMIXXCHHC OKCIIO3HMIINH

JIOTIMHABUPA.

[Tpu oHOBpEeMEHHOM Ha3HAa4YeHHUH C 3(haBUPEH30M CIIEYyET PaCCMOTPETh L1€JIeCO00Pa3HOCTh
yBEJIMYEHUS 703 JIOMMHABUPA U PUTOHABHPA B MATKUX KaICyJiaX UM B pacTBOpE i [IpruemMa
BHYTpb Ha 33% (110 4 kancymsl/ ~ 6,5 M1 2 pa3a B CyTKU BMecTO 3 Karicyii/S mMi 2 pa3a B CyTKH).
OpHako cnenyer coONIONATh OCTOPOXKHOCTb, TOCKOJIBKY Takas KOPPEKIHsS 03Bl IS
HEKOTOPBIX MAIMEHTOB MOKET OKa3aThCsl HEAOCTATOYHOM.

JlonuHaBUp/pUTOHABUD B TabJIeTKax
/aaBupens

(400/100 mr 2 pasa B cytkn/600 mr 1 pa3 B
CYTKH)

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

Konnenrpauuu nonunasupa: |30 - 40%.
KoHneHTpanuu  JonmuHaBHpa CXOAHBI  C
TaKOBBIMHU npu PUMEHEHUN
nonuHaBupa/putonasupa no 400/100 mr 2
pasa B cyTkH 0e3 a¢aBUpeH3a.

Jlo3a nmonmHaBHpa ¥ pUTOHABHpPA B TaOJIEeTKaX JOKHA OBITh yBenmmdeHa no 500/125 mr 2 pasa
B CyTKM IIPU OJHOBPEMEHHOM NpuMeHeHuH ¢ 3¢pasupenzom no 600 mr 1 pa3 B cytku. Cm.

TaK)Ke HIDKE WH()OPMAIIHIO IO PUTOHABHPY.

Hendunasup/adaBupens
(750 mr k84/600 mr 1 pa3 B CyTKH)

Hendunasup:

AUC: 120% (ot 18 0o 134),
Cmax: 121% (ot 110 o 133).
Jannast

KOMOMHAIUST OOBIYHO  XOPOIIO

IIEPEHOCHTCHL.

Koppekunu 10361 HU OJJHOTO U3 3TUX JEKAPCTBEHHBIX CPEJCTB HE TpeOyeTcs.

PuronaBup/>aBupens
(500 mr 2 paza B cyTku/600 mr 1 pa3 B CyTKH)

PurtonaBup:

AUC ytpom: 118% (16 - 133),

AUC Beuepom: <,

Chmax yTpoMm: 124% (112 - 138),

Cmax BEUEpOM: <>,

Crin yTpoM: 142% (19 - 186)P,

Cmin BedepoM: 124% (13 - 150)°. Ddasupens:
AUC: 121% (110 - 134),

Cmax: 114% (14 - 126),

Cmin: 125% (17 - 146)°

(narubupoBanue CYP- omocpenoBaHHOTO
OKHUCJIUTEIHHOTO METab0In3Ma).

[Ipu mpueme s¢daBupeHza B KOMOMHALIUU C
puronasupom 1o 500 mr wim 600 mr 2 pasa
B CYTKH TIEPEHOCHUMOCTh Oblla HHU3KOH
(HammpuMep, HaOJTFOTATTUCH TOJIOBOKPYIKEHUE,
TOIITHOTA, napecTesus, MTOBBIIIICHHE
AKTUBHOCTH «TI€YEHOYHBIX» ()EPMEHTOB).
JloctaTouHble JdaHHBIE O TEPEHOCHMOCTHU

B(baBI/IpCHL’»a B KOM6I/IHaL[I/II/I C pPUTOHABUPOM
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-

5 Bk s (10 100 WK T it 2 pisa s

COOTBETCTBYET ZKCNEPTHOMY OTUETY

CYTKH) OTCYTCTBYIOT.

[lpyu wHazHaueHun »>(}aBUpEeH3a C PUTOHABUPOM B HU3KUX JI033aX CJIEIyeT YYUTHIBAThH
BO3MOXHOCTbh YBEIMYEHHS YacTOThI CBSI3aHHBIX C 3(DABUPEH30M HEXKENATENbHBIX SIBICHUHN
BCJIEJICTBHE BO3MOXKHOI0 (hapMaKoIMHAMUYECKOIO B3aUMOICHCTBHUS.

CakBuHaBup/puTOHaBUP/3(haBUpPEH3 ‘ B3aumoneiicTBue He U3y4anoch.

OTCyTCTBYIOT JaHHBIE, TIO3BOJISIOIINE pa3padoTaTh PEKOMEHIAIUH [0 PEKUMY T03UPOBAHHUS.
CM. Takxe BbIlIe HH(POpMAIHUIO 110 puTOHABUPY. [IpumMenenue s¢aBupeH3a B KOMOMHALIUH C
CaKBMHABHUPOM B KaueCTBE €IMHCTBEHHOr0 MHTHOuTOpa rporeassl BUY He pexomenayercs.

Anmaeonucmot xemoxunogwoix peyenmopos CCRS

Mapasupok/3haBupeH3 MapaBupox:

(100 mr 2 paza B cytku/600 mr 1 pa3 B cytku) | AUC12: [45% (38 - |51),

Crmax: [51% ({37 - [62).

KonnenTpanus r¢aBupeH3a He H3Mepsiach,

B3aMMOJIEUCTBUE HE 0KUIAETC.

CwMm. HHCTPYKIMU 10 MCIUIHWHCKOMY IMPUMCHCHHUIO JICKAPCTBCHHLIX CPCIACTB, B COCTaB
KOTOPBIX BXOAWUT MapaBHUPOK.

Hneubumop unmeepaszvr BUY

Panrerpasup/>daBupens PanrerpaBup:
(400 Mr ogHOKpaTHAas 103a/-) AUC: [36%,
Ci2: |21%,

Crmax: 136%
(uanykuus pepmenra YID-I'TIAL).

Koppekuuu 10361 panterpaBupa He TpeOdyercs.

Jlexapcmeennvie cpeocmea uz epynn HUOT u HHUOT

HUOT/>daBupens HccnenoBanus B3aMMO/ICVICTBUN
s¢aBupeH3a U MpenapaToB U3 TPYIIIbI
HUOT ne nmpoBoauiuCh, 32 UCKIIOYEHUEM
B3aUMOJCUCTBUI c JIAMUBYAUHOM,
3UJIOBY/IMHOM M TEHO(OBUPA TU30MPOKCHI
¢bymaparom. Kimuanueckn 3HAYUMBIE
B3aUMOJCUCTBUSA  HE  IIPEAIOJIararrcs,
IOCKOJIBKY ~ METaboJIM3M  JIEKapCTBEHHBIX
cpeacts u3 rpynnsl  HUOT mnpotexaer
MyTSIMH, OTJIWYHBIMU OT TAaKOBBIX  JUIS
a¢aBuUpeH3a, M MaJOBEpPOSITHO, YTO OHU
OyqyT KOHKYpUpOBaTh 3a OJHU M T€ XKe
MeTtabonusupyromue GEepMEeHTl W IyTH

BBIBCACHU .

KOppeKI_II/II/I A03bI HU OJJHOTO M3 NJAaHHBIX JICKAPCTBCHHLIX CPCACTB HE Tpe6yeTc;1.

HHUOT/>¢paBupens B3anmonenicTBre He U3y4anoch.

[Tockonpky npumenenue nsyx HHUOT nHe oOecneunBaeT mpeuMyIIecTBa ¢ TOUYKU 3PEHUS
3¢ (deKTUBHOCTH U O€30M1aCHOCTH, OJHOBPEMEHHOE NpHUMEHEHHEe 3(aBHpeH3a U JIPYyroro
cpenctsa u3 rpynmel HHUOT He pexomenayercs.

Jlexapcmeennvie cpeocmea npomug supyca cenamuma C
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- —

Boruenpesup/s>haBupens

|‘HI_I., l——||::|- .;1-|—|—||.|||:—:|:--|-_ |Fi:-:I—I'J'|
BOHeIfde'BP[DIZE'IJ' DRITCITEAUL TD UUUE]

(800 mr 3 paza B cytku/600 Mr 1 pa3 B cyTkH)

AUC: & 19%%*,

Crmax: <> 8%,

Chmin: |44%.

Ddasupens:

AUC: & 20%,

Crmax: <> 11%,

Cmin: 112% ({24 - 11)

(uanykuus CYP3A Biusier Ha GonenpeBup)
*0—-8u.

OtcyrctBUe 3ddekTa («>) COOTBETCTBYET
YMEHBIICHUIO CPEIHET0 COOTHOIIEHUS HE >
yeM Ha 20% WM yBEIMYEHUIO HE > YE€M Ha

25%.

Knuandeckass 3HaYMMOCTD YMCHBIICHUS KOHLICHTPALUU 60uenpeBHpa B ILIa3M€ KpPOBHU HC

YCTaHOBJICHA.

TenanpeBup/a¢haBupeHs
(1125 mr k84/600 mr 1 pa3 B cyTkm)

Tenanpesup (otHocuTenbHO 750 Mr k84):
AUC: |18% (18- 127),

Cmax: | 14% (13 - [24),

Cmin: 125% ({14 - [34).

DdaBupens:

AUC: [18% (10 - |26),

Crmax: 124% (115 - |32),

Cmin: 110% (11 - [19)

(uanykuus CYP3A4).

[Tpu coBMECTHOM MPUMEHEHUH TenanpeBrupa U d3paBUpeH3a PEKOMEHYETCs YBEIUUUTD 103y

tenanpeBupa 10 1125 mr k8u.

Cumenpesup/3aBupens
(150 mr 1 pa3 B cytkn/600 Mr 1 pa3 B cyTKn)

CumenpeBup:

AUC: [71% (167 - [74),
Cmax: 51% (146 - |56),

Cmin: [91% (188 - [92).

Ddasupens:

AUC: <,

Crax! <,

Chmin: <

(manykuus CYP3A4).

OnHOBpeMEHHBI TMpUEM CUMENpeBHpa ¢ 3(PaBUPEH30M MPUBOAUT K CYIIECTBEHHOMY
CHI)KCHHMIO KOHIIGHTpAIlMM CHMETPEBUpAa B IUIa3ME BCIEICTBHE WHAYKIMH H30(epMeHTa
CYP3A »daBupeH3oM, 4YTO MOXKET NPHUBECTH K TMOTEpe TepameBThYeckoro sddexra
cumenpeBupa. CoBMECTHOE MPUMEHEHUE CUMETIPEBUPA U A(aBUPEH3a HE PEKOMEHTyeTCS.

['pazonpeBup/>m6acBup

['pazompesup: AUC: |83%,
Cmax: | 87%,

Onbacsup: AUC: [54%,
Cmax: |45%.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 25.09.2024 N= 20607

OnHOBpEMEHHBIN MPUEM C TPa30TPEBUPOM/ >10acBUpoM PO THEOIOKA3AH, [TOTOMY TT0 MOSKET

NPUBECTH K TOTEPE BHPYCOJIOTHMUYECKONH aKTUBHOCTH Tpa3olpeBUpa/sndacBupa u3-3a
3HAUUTENBPHOTO CHIDKEHHS KOHIIEHTPAllMM B IUIa3ME KPOBH Tpa3onpeBHpa U 310acBHpa,
BeiencTBre HHAYyKIuu ddaBupenzom mzodepmenta CYP3A4 unu P-gp (1t AOTIOIHUTETBHON
UHPOPMAIIUU CM. HHCTPYKIIUIO TI0 MEIUITTHCKOMY ITPUMEHEHHIO I'Pa3oIpeBUpa/didacBupa).

Benmaracup/codocOyBup Benmaracsup: AUC: 53,
Bennatacsup/BokcunanpeBup/copocOyBup Cmax: [47%, Cmin: [57%
Codocoysup: Cmax 138%
IIpennonaraercs:

| Bokcunanpesup

[Ipu coBMecTHOM MpHUMEHEHHH TEHO(OBUpPA AU3OMPOKCUIA/IMTPUIIMTAONHA/3(aBUPEH3a C
BEJITAIaCBHPOM/COPOCOYBUPOM OBUIO MOKA3aHO 3HAYMTEIBHOE CHIKEHHE KOHIICHTpAIMH B
IJ1a3Me KPOBH BeJINIaTacBHpa BCIEICTBHE MHAYKIUU 3daBupenzoMm nzodepmenta CYP3A4,
YTO MOJKET MPUBECTH K TOTepe TepaneBTHueckoro 3¢ dekra BemmaracBupa. Oxumaercs
AQHAJIOTUYHOE CHMKCHHUE KOHIICHTPALMU B IIa3Me KpPOBU BoKcwiianpeBupa. COBMECTHOE
IPUMCHCHUE a¢aBupeH3a c BemaTacBupom/codocoyBupom WITH C
BEJINATaCBUPOM/BOKCHIIAIIPEBUPOM/COPOCOYBUPOM HE PEKOMEH/TYETCS (IS TOTIOTHUTEIIbHON
UH(OpPMAIIMU CM. HHCTPYKIIHIO 10 MEJUIIHTHCKOMY IPUMEHEHHIO BellaTacBupa/copocOyBupa
U BeJIaTacBUpa/BOKCHIANIpeBHpa/cohocOyBHpa).

I'mekanpeBup/muOpEeHTACBHUP |I'mexkanpeBup

|ITuGpenTacBup

OpnHOBpeMEHHBI TpUeM TIieKanpeBupa/muOpeHTacBupa ¢ 3(GaBUPEH30M MPHUBOIUT K
CYUIECTBEHHOMY CHIDKEHHIO KOHIICHTPALWU TJIEKallpeBUpa/MUOpPEHTAacBHpa B IUIAa3Me, YTO
MOXET TPUBECTH B TOTepe TepaneBTHIeckoro s¢dekxra. CoBMECTHOE NPUMEHEHUE
rJIeKanpeBupa/muopeHTacBupa U 3QaBupeH3a He pPeKOMEHAyeTcs (A JOTOIHUTEIbHON

uHpOpMaun CM. WHCTPYKIIUIO o MEIUIUTHCKOMY MIPUMEHEHHIO
rJIeKanpeBupa/muOpeHTacBupa).

Anmubuomuxu

A3UTpOMUIIMH/3(aBUPEH3 KnuHnuecku 3Ha4MMOro

(600 Mr B BUJIe OJTHOKPATHOM J103b1/ (hapMaKOKMHETHYECKOTO B3aMO/IEUCTBUS
400 mr 1 pa3 B cyTKH) HE BBISIBIICHO.

Koppekmuu 10361 HU OJJHOTO M3 TaHHBIX JIEKAPCTBEHHBIX CPEJICTB HE TPeOyeTCs.
Knaputpomunimn/>dasupens Knaputpomunus:

(500 mr 124/ 400 mr 1 pa3 B CyTKH) AUC: [39% (130 - |46),

Crmax: 126% (15 - |35).
14-rupoKcuMeTaboIUT KIApUTPOMULIUHA:
AUC: 134% (118 - |53),

Crmax: 149% (132 - 169).

Ddasupens:

AUC: >,

Cmax: 111% (13 - 119)

(uanykuus CYP3A4).

Koxnas ceimp HaOmomanmace 'y 46%
HEeMH(PUIUPOBAHHBIX JOOpPOBOJIBIIEB,
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KJIAPUTPOMMULIVH.

Knuandeckasi 3HaUMMOCTh U3MEHEHUH KOHIIEHTPAIMH KJIAPUTPOMHUIIMHA B TIa3Me KPOBU HE
yCTaHOBJIeHa. BMECTO KIIapUTPOMHUIIMHA CIIEIYET PACCMOTPETh BO3MOXKHOCTH NPUMEHCHUS
JIpyroro aHTUOMOTHKA, HANpUMep, asuTpoMuiuHa. Koppekuumu 10361 3daBUpeH3a HE
Tpedyercs.

Jpyrue anTHOMOTUKY U3 TPYMIIBI MAKpOINI0B | B3aumoeiicTBue He U3y4anoch.

(HampuMep, SpUTPOMHULINH)/ FaBUPEH3

OTCYTCTBYIOT JaHHBIC, IIO3BOJIAIOIINC pa3pa60TaTL PCKOMCHAALIUH I10 PCIKUMY JO3UPOBAHUAA.

Hpomueomyﬁepkynemble JIeKapcmeenHnsle cpedcmea

Pudabytun/apaBupens PudabyTtun:

(300 mr 1 pa3 B cytku/600 mr 1 pa3 B cytku) | AUC: [38% (|28 - [47),
Crmax: 132% (15 - |46),
Cmin: 145% ({31 - |56).
DdaBupens:

AUC: <,

Crax: <,

Cmin: 112% ({24 - 11)
(uanykuus CYP3A4).

Cyrounas pno3a pucabytuHa 1opKHa ObITh yBenmuueHa Ha 50%, eciam IUIaHUpyeTCs
OJHOBPEMEHHOE NpuMeHeHHe ¢ ddaBupeHzoMm. CreayeT TakkKe  paccMOTPETh
[eJIeCO00Pa3HOCTh YABOCHUS 1036l prdadyTHHa mpu npuMeHeHun pudadyTrHa 2 wim 3 paza
B HEZETI0 B KOMOMHAIuH ¢ 3dasuper3oM. Knmnanyeckuii 3 ekt Takoil KoppeKuu 10351 HE
u3ydeH. [Ipy KOppeKnu 1035l TAKXKE CIEAYET YUYUTHIBATh HHIMNBHIYAJTHHYIO IEPEHOCUMOCTh
Y BUPYCOJIOTHYECKUI OTBET (CM. paszen 5.2).

Pudamnunnn/>dpasupens O¢aBupeHs:

(600 mr 1 pa3 B cytkn/600 mr 1 pa3 B cytku) | AUC: [26% (15 - [36),

Cmax: {20% ({11 - |28),

Cnmin: 32% (|15 - |46)
(magykiust CYP3A4 u CYP2B6).

Ecnu a¢aBupeH3 npumeHsieTcst 0OTHOBPEMEHHO C pUPaMIUIITHOM Y AI[MEHTOB C MacCoi Tena
50 kxr u OoJsiee, CyTOUHYIO 103y d(haBUpeH3a cieayeT yBenuuuTh 10 800 Mr, 4TOOBI 00€CTIeunTh
HKCIO3ULIUIO, CXOJHYIO C TAKOBOM MPH MPUMEHEHUH 3(paBUpeH3a B cyTouHo# 103e 600 Mr 6e3
pudamnuimHa. Knuanueckuii a¢dext Takoi KOppeKIuu 1036l He u3ydeH. [Ipu koppekuun
JI03bl TAKXKE CJIEAYeT YUYUThIBaTh WHAMBHUIYaJIbHYI0 NEPEHOCUMOCTh M BHPYCOJIOTHUYECKUN
oTBeT (cM. pa3zaen 5.2). Koppekiun 10351 pudaMnunrHa He TpedyeTcs.

Ilpomueozpuodkoswie nekapcmeeHHvle cpeocmea

HtpakoHazon/>paBupeHs Urpaxonazomn:

(200 mr x124/600 mr 1 pa3 B CyTKH) AUC: [39% (121 - |53),

Cmax: 37% (120 - |51),

Chmin: [44% (127 - |58)

(CHMXKEHHE  KOHIIEHTpaluil  BCIIEACTBUE
unaykiun CYP3A4).
I'mppoxcuntpakoHasod:

AUC: [37% (] 14 - |55),
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Cmin: 143% (118 - |60).
DdaBupens:
HEC BBISIBJICHO

KIIMHHUYCCKH 3HAa4YUMBIX

W3MEHEHUH.

HOCKOHBKy HCJIb341 BI)Ipa6OTaTB PEKOMECHAAIHU I10 PEKHUMY AO3HUPOBAHUA HTPAaKOHA30J1a,
CICAYyCeT pacCMOTPETb BO3MOKXHOCTH IMPHUMCHCHUA aJIbTCPHATHUBHBIX HpOTHBOIpH6KOBBIX

JICKAPCTBCHHLIX CPCACTB.

[Tozakonazous/a¢asupens (- /400 mr 1 pa3 B
CYTKH)

ITo3zakona3zomn:

AUC: |50%,

Crmax: [45%

(maaykius Y JIO-rmroKypOHHUPOBaHHUS ).

CJ'ICI[yeT n30erathb OAHOBPEMCHHOI'O ITPUMCHCHU A II03aKOHA30J1a U 3(1)aBI/Ip€H33, €CJIM TOJIBKO
oXXngacmas 1oJib3a AJId ImanreHTa HE IIPEBBIIIACT BO3MOKHBIHN PHUCK.

Bopukonazon/adaBupen3
(200 mr 2 paza B cytku/400 mr 1 pa3 B CyTKH)

Bopukonasou:
AUC: [77%,
Cmax: [61%.
DdaBupens:
AUC: 144%,
Crmax: 138%.

Bopukonazon/ahaBupens
(400 mr 2 paza B cytku /300 mr 1 pa3 B cyTKH)

Bopukonazon:

AUC: [7% (123 - 113)*,
Crmax: 123% (1 - 153)*.
DdaBupens:

AUC: 117% (16 - 129)**,
Crax: ©>**.

* o cpaBHeHHIO ¢ 200 Mr 2 pa3a B CyTKHU IpH
IIPUMEHEHNN B MOHOTEPAIINH;

** o cpaBHeHuto ¢ 600 mr 1 pa3 B CyTKHU NpH
IPUMEHEHNN B MOHOTEPANHU
(KOHKYpEeHTHOE MHTHOMpOBaHKE

OKHCITUTEIHHOTO METa00IN3MA).

[Tpu ogHOBpEMEHHOM NpUMEHEHUHU 3(haBHUPEH3a ¢ BOPUKOHA30JI0M MOJICPKUBAIOIIAs /1032
BOPUKOHA30ja JI0JKHA ObITh yBenuueHa 10 400 Mr 2 pasa B CyTKH, a J03a 3¢aBUpeH3a
cHikeHa 710 300 mr 1 pa3 B cytku. Ecnu npumeHeHne BopukoHasoia OyJIeT NpeKpaiieHo, To
71032 3¢aBUpeH3a J0JKHA OBITH BOCCTAHOBIIEHA /10 HAYaJIbHOM.

®dnykoHa3o/3(haBupeH3
(200 mr 1 pa3 B cytku/400 mr 1 pa3 B CyTKH)

Knuanmyeckn 3HAYMMOIO B3aUMOICUCTBUS
HE BBISIBJIICHO.

Koppekiinu 10361 HE OJJHOTO W3 JAaHHBIX JICKAPCTBEHHBIX CPEACTB HE TpeOyeTcs.

KerokoHa3on u apyrue mpOTHBOTPHUOKOBBIE
CpEJCTBA - IPOU3BOIHBIE NMUIA30J1a

BzanmopeiicTBie HE N3y4anocCh.

OTCYTCTBYIOT JAaHHBIC, ITO3BOJIAIOIINC pa3pa60TaTb PEKOMCEHAA WU 110 pCIKUMY JO3UPOBAHUS.

MMPOTUBOMAJISIPUMHBIE JTEKAPCTBEHHBIE CPEJICTBA

AToOBaxoH/mporyaHui/>paBupeHs

ATOBaxoH:
AUC: |[75% (162 - | 84),
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(250 mr/100 Mr ogHOKpaTHas 103a/600 mr 1

TG ERP B TEoHOCTo 0004

pa3 B CyTKH)

IIporyanun:
AUC: |43% (17 - |65),

Cmax .

ITo BO3MOKHOCTH ciIeayer n30erathb OOJHOBPEMCHHOI'O IPUMCHCHUA aTOBaXOHa/HPOFyaHI/IJ'Ia C

3(haBUPEH30M.

Apremerep/nymedantpun/>paBupeHs
(20 mr/120 mr, 6 mpuemoB 1o 4 TabJIeTKH B
teuenue 3 nueit/600 mr 1 pa3 B cyTKH)

Apremerep:
AUC: [51%,
Crmax: [21%.
JuruapoapTeMU3NHUH:
AUC: |46%,
Crnax: |38%.
JlymedanTpuH:
AUC: [21%,
Crax: <.
DdaBupens:
AUC: [ 17%,
Crax: <.

(uanykuuun CYP3A4).

Bo3MoXHO CHHXEHHE aHTHMaHHpHﬁHOFO 3(1)(1)CKT8. BCJICACTBUC CHUIKCHHA KOHLCHTPAIWH
apTeMECTCpa, JUTHAPOAPTCMU3NHHUHA WJIU J'IYMe(baHTpI/IHa IIpu COBMCCTHOM IIPHUMCHCHUHU C
3(1)3.BI/IpeH30M. CJ'IC,Z[y@T CO6J'IIOI[8.TB OCTOPOXHOCTL IIpU COBMCCTHOM IIPUMCHCHHH

adaBupeH3a ¢ apremerepom/IymeaHTPUHOM.

AHTAIUIHBIE JIEKAPCTBEHHBIE CPEJICTBA

AHTAIUIBI, COJIepIKaIIue QATFOMHUHUS
THAPOKCUJ -  MarHus  THAPOKCHI -
CUMETHKOH/3(aBUpPEH3

(30 wmnm  omgHokpatHas  nm03a/400  wMmr
OJTHOKpaTHas 7103a)

®amotunun/>dasupen3 (40 Mr ogHOKpaTHas
103a/400 Mr oTHOKpaTHas 103a)

Kak aHTanmasl, conepikamue aTrOMHHHUS
THJIPOKCH WJIM MarHusi THIPOKCH, TaK U
(bamoTuANH HE OKa3bIBAIOT
HeOJIaronpHusTHOTO BIMSHUS Ha BCAChIBaHUE
sdaBupeH3a.

ManoBeposTHO, YTO IPU MPUMEHEHNUHU (PaBUPEH3A C JIEKAPCTBEHHBIMU CPEJICTBAMHU, KOTOPbHIE
BIUSIOT Ha pH ’Kemy104HOTO COAepKUMOT0, U3MEHUTCS BCAChIBAEMOCTh 3(aBUpPEH3a.

AHKCHOJIMTUKH

Jlopazenam/>¢aBupeH3
(2 mr onHOKpaTHas 103a/600 mr 1 pa3 B
CYTKH)

Jlopaszenam:

AUC: 17% (11- 114),

Crmax: T16% (12 - 132).

OTH W3MEHEHUs HE PAaClEHUBAIOTCS Kak
KJINHUYECKHU 3HaYUMBIE.

Koppekiiuu 10361 HE OJJHOTO W3 JAaHHBIX JICKAPCTBEHHBIX CPEACTB HE TpeOyeTcs.

AHTHKOATI'YJISAHTBI

Bapdapun/>dasupens
AnieHOKyMapos/3¢paBupeH3

BzaumopeicTBue He U3y4asocCh.
Bo3MoOxHO, Kak yBEIMYEHHE, TaK H

YMCHBIICHUC KOHICHTpAIun
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napd e ATCHORY MADO A b ITTAIME KpaBy

MO/ BIUSTHUEM 3(paBupeH3a.

MosxeTt notpeboBaTbcsi KOPPEKIHs 10361 BaphaprHa/alleHOKyMapoia.

IMPOTUBOCYJAOPOXKHBIE JIEKAPCTBEHHBIE CPEACTBA

Kap6amazenun/>¢haBupen3 Kap6amazenuH:

(400 mr 1 pa3 B cytku/600 mr 1 pa3 B cytku) | AUC: [27% (20 - [33),

Cmax: 120% (15 - [24),

Cmin: [35% (|24 - |44).

DdaBupens:

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

Cmax: 121% (15 - |26),

Chmin: 147% (141 - |53)

(CHMXKECHHE KOHIICHTpaluil KapOama3ernuHa
BCJICZICTBHE  HWHIYKIHU n3odepmMeHTa
CYP3A4; CHUIKEHHE KOHIIEHTpaLUii
s¢aBupeH3a BCJIC/ICTBHC WHTYKITAH
nzodpepmenta CYP3A4 u CYP2B6).
PasroBecubie 3HaueHUI AUC, Cmax B Cmin
aKTUBHOTO  MeTa0onuTa KapOamaszemnmmHa
ATIOKCH/IA HE U3MEHSIOTCS.

B3aumopelicTBie TpU  OJHOBPEMEHHOM
npuMeHeHHH  OoJiee  BBICOKHMX  JI03
sdaBupeH3a uiaM  KapOamasenuHa — HE

M3Yy4ayoch.

OTCyTCTBYIOT JaHHbIE, HA OCHOBAaHHUU KOTOPBIX MOXHO pa3paboTaTh PEKOMEHJAIUMHU IO
pexumy go3upoBaHus. Cleayer paccMOTPETh BO3MOXHOCTh IPHUMEHEHUS JApYyroro
IIPOTUBOCYJOPOXKHOIO  JIEKAPCTBEHHOT'O CpencTBa. Pexomenpayercs IIPOBOANTD
NEepUOIMYECKUN MOHUTOPUHT KOHIIEHTPALlMU KapOamas3enuHa B IIa3Me KpOBH.

®enutouH, ¢eHobapbutan u  1apyrue | BzaumoneiicTBue He U3y4anoch.

HIPOTHBOCYIOPOKHBIE JeKapcTBeHHble | BO3MOXKHO, Kak yMEHbLIEHHE, TaK H
CpeICTBa, ABJISIOIIAECS cyOcTpataMu | yBeTMYeHHE KOHIEHTpanuid (HEeHUTOMHA,
uzopepmentoB CYP450 (enobapOuTana u JIpYTUX
MIPOTHBOCYTOPOIKHBIX JIeKapCTBEHHBIX
CPEICTB, SABJISTFOLUXCSI cyOcTparamu

uzopepmentoB  CYP450, ecnmu  oTH
Ipenaparsl IPUMEHSIOTCS OJHOBPEMEHHO C
3¢ aBUPEH30M.

Ecmu »daBupeH3 mnpuMeHseTcs OJHOBPEMEHHO C TPOTHBOCYAOPOKHBIMU TperapaTaMu,
spisiroruMucsa  cyoctpatamu  m3odepmentoB  CYP450, HeoO0XoauMo  OCYIIECTBISATH
MEPUOJNYECKUN MOHUTOPUHT KOHIIEHTPAIMK MPOTUBOCYIOPOKHBIX MPENAPATOB B KPOBU.

Banbnpoesas kucnora/spaBupens KnuHuuecku  3HAUMMOro  BIMSIHUSA —~ HA

(250 mr 2 paza B cytku/600 mr 1 pa3 B cyTkH) | papMaKOKUHETUKY s¢aBupeH3a HE
BBISIBIICHO. OrpaHnyeHHbIE TaHHBIC
MOKa3bIBAIOT, YTO KIMHUYECKH 3HAUYUMOE
BIIMSTHHE Ha (hapMaKOKHHETHKY
BaJIBIIPOEBOM KHCIIOTHI OTCYTCTBYET.
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Koppexkuuu 1o3el 3¢aBupeHsa He Tpely

SR A A s

HaOJI0IEHUEM I KOHTPOJIS CYI0POKHBIX MPUTIAIKOB.

Burabarpun/>daBupen3
["abanenTun/>daBupeHs

Bzaumopeiicteue HE M3y4ajocCh.
KnuHudeckn 3Ha4MMBble B3aMMOJICHCTBUS
MaJIOBEPOSITHBI TIOCKOJIbKY BHraOaTpuH |
rabarneHTuH BBIBOAATCS HMCKIIOYUTEIHHO
HOYKaMU B HEM3MEHEHHOM BHJIE U BPSA JIH
OoyayT KOHKYpPHUpOBATh c
METa0ONMU3UPYIONIMMU  (epMEHTaMU U

My TSIMU BBIBEJICHUS d(paBUpPEH3a.

Koppekiuu 10361 HU OJJHOTO M3 JTaHHBIX JIEKAPCTBEHHBIX CPE/ICTB HE TPEeOyeTCs.

AHTHUAEITPECCAHTDBI

Cenekmuenole uuzuﬁumopbt 06pamuozo 3axeama cepomoHUHa

Ceprpanun/>¢aBupeHs
(50 mr 1 pa3 B cytkn/600 mr 1 pa3 B cyTkH)

CeprpanuH:

AUC: [39% (127 - |50),
Cmax: 129% (] 15 - |40),

Chmin: |46% ({31 - |58).

DdaBupens:

AUC: &,

Cmax: 111% (16 - 116),
Chmin: <.

(uanykuuun CYP3A4).

VBenuueHue 0351 CCpTpajivHa OOJDKHO IPOBOAUTHCA C YUYCTOM KIMHHUYCCKOIO OTBETA.

Koppexkiun 10361 3¢paBupeH3a He TpedyeTcs.

[Tapokcetnn/>aBupens
(20 mr 1 pa3 B cytkn/600 mr 1 pa3 B cyTkH)

Kinuangeckn 3HAa4YNMOI'0

(I)apMaKOKI/IHeTI/ILICCKOFO B3aHMOJCHCTBUSA

HC BBISIBJICHO.

KOppeKHI/II/I A03bI HU OJHOTO M3 NJAHHBIX JICKAPCTBCHHLIX CPEACTB HE Tpe6yeTc;I.

®dnyokceTun/>paBUpeH3

BzaumopeiicTBie HE N3y4anocCh.
[Tockonbky nnsi (payokceTMHa XapakKTepeH
TOT € META0OINYECKUM TPODHITb, YTO U JIST
NIapOKCETHHA, T.€. OH SBISAETCS MOIIHBIM
unruouropom CYP2D6, MOXHO 0XUAATH,
9r0  (DIyOKCeTMH Takxke He  Oyzaer

B3aMMOJICHCTBOBATH C 2()aBUPEH30M.

Koppekuuu 10361 HU OJJHOTO U3 JaHHBIX JIEKAPCTBEHHBIX CPEJICTB HE TpeOyeTcs.

Cenexmuenvle uuzuﬁumopbl 06pamuozo 3axeama KamexojiramMuHos (Hopadpeuaﬂuna,

Jonamuna)

Bynponuon/>dasupens

(150 mMr ogHOKpaTHas 103a
(mposnonrupoBanHoro aewcteus)/ 600 mr 1
pa3 B CyTKH))

bynponuon:

AUC: [55% (148 - |62),
Crmax: |34% (121 - |47).
I'uapoxcubynponuoH:
AUC: >,

Cmax: 150% (120 - 180)
(uanyxuuun CYP2B6).
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VYBenuyenue 10361 OynporuoOHa OJDKHO II

OJIHAKO J103a HE JI0JIKHA IPEBBIIIATh MAKCUMAJIBHO peKoMeHayeMyto 103y. Koppekunn 103sl1

adaBupeH3a He TpedyeTcs.

BJIOKATOPBI Hi-'HCTAMHMHOBBIX PEHEIITOPOB

Llerupusun/>¢paBupeHs
(10 mr ogHOKpaTHas 103a/600 mr 1 pa3 B
CYTKH)

Lerupusun:

AUC: &,

Crax: 124% ({18 - [30).

JlaHHBIC M3MEHEHHS HE PAaCIEHUBAIOTCS KaK
KIIMHUYECKHU 3HAYUMEIE.

DdaBupens:

KJIIMHUYECKHU 3HAUMMOTO B3aUMOJICHCTBUS HE
BBISIBJICHO.

KOppeKHI/II/I A03bI HU OJJHOT'O M3 JaHHBIX JICKAPCTBCHHBIX CPEACTB HE Tpe6yeTc;I.

CEPAEYHO-COCYIUCTBIE ITPEITAPATBI

EﬂOKamopbl «MEOJICHHBIX) Kaiblyueesvlx Kanaios

Jwuitnazem/sdaBupens
(240 mr 1 pa3 B cytkn/600 Mr 1 pa3 B CyTKn)

Huntrazem:

AUC: [69% (155 -179),

Crmax: 160% (50 - |68),

Cmin: 163% (144 - |75).
JleaneTunanaTHa3eM:

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

Crnax: 164% (157 - |169),

Cmin: 162% (144 - |75).

N-MOHOAEMETHUIT AUITHA3EM:

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

Cmax: 128% (17 - [44),

Cmin: [37% ({17 - [52).

O¢aBupeHs:

AUC: 111% (15 - 118),

Cmax: 116% (16 - 126),

Cmin: T13% (11 - 126).

(uaaykiust CYP3A4).

YBennuenue (hapMaKOKMHETHUECKUX
napameTpoB  3(daBupeH3a  He  ObLIO
pacleHEeHO KaK KJIMHUYECKH 3HaUMMOE.

BOHpOC 0 HCO6XO,Z[I/IMOCTI/I KOppCKIOHUU O3Bl JUITHA3CMaA PCHIACTCA C YUYCTOM KIIMHUYCCKOTO

oTBeTa (CM. MHCTPYKLHUIO MO0 MEIUIIMHCKOMY
a¢aBupeH3a He TpedyeTcs.

MMPUMCHCHUTIO ,Z[I/IJ'ITI/IEBCMa). KOppCKL{I/II/I J03bI

Bepanamun, QenoaunuH, HUPEAUNHH U
HUKapAUIIIH

BzaumopeiictBue He wu3ydanoch. Ecin
3(aBUPEH3 TPUMEHSIETCS OTHOBPEMEHHO C
KaKuM-TMOO  TpermapaTtoM M3  TPYIIIbI
OJIOKaTOPOB ~ «MEJUICHHBIX»  KaJIbIIHEBBIX
KaHaJIOB, KOTOpBIE SIBISIOTCS CyOCTpaTaMu
nzodepmeHTa CYP3A4, BO3MOXHO
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B IJIa3MC KPOBH.

Bormpoc 0 He0OX0IUMOCTH KOPPEKIIUHU 103 OJIOKATOPOB «MEAJICHHBIX» KaTbIIMEBBIX KAHATIOB
pelaeTcs ¢ y4eToM KIIMHUYECKOTo OTBETa (CM. MHCTPYKIIUU IO MEAUIIMHCKOMY ITPUMEHEHHIO
0JIOKaTOPOB «MEJUICHHBIX» KaJIbIIMEBBIX KAHAJIOB).

I'NIOJIMIIMAEMHUYECKUE JIEKAPCTBEHHBIE CPEJACTBA

Hueuoumopor 'MI-KoA-pedykmasut

ATtopBactatus/3¢aBupens ATopBacTaTHH:

(10 mr 1 pa3 B cytkn/600 mr 1 pa3 B CyTKH) AUC: |43% (134 - |50),
Cmax: [ 12% (]1 - 26).
2-TUJPOKCUATOPBACTATHH:
AUC: [35% (13 - |40),
Cmax: 1 13% (10 - [23).
4-ruipoKCcUaTOpPBACTATHH:
AUC: [4% (]0 - |31),
Crmax: 147% (19 - [51).
OO61mas akTuBHOCTh MHTUOUTOpOB ['MI -
KoA-penyxrassr:

AUC: [34% (|21 - |41),
Cmax: 120% (]2 - |26).

Crnenyer oCylECTBIIATh NEPUOANYECKUNA MOHUTOPUHI KOHLIEHTPALMK XOJIECTEPUHA B KPOBH.
MoskeT oTpe0oBaThCs KOPPEKIIHSI 1036l aTOPBACTATHHA (CM. HHCTPYKITHIO TIO MEUIIMHCKOMY
nprMEeHeHHIo aTopBacTtaTiHa). Koppekuuu 103wl apaBupensa e Tpedyercs.

[IpaBacTarun/>daBupeHs [IpaBacTaTun:
(40 mr 1 pa3 B cytkn/600 mr 1 pa3 B CyTKH) AUC: |40% (126 - |57),
Cmax: 1 18% (159 - 112).

Crnenyer oCcylecTBIATh NEPUOJUYECKU MOHUTOPUHT KOHLEHTPALMU XOJIECTEPUHA B KPOBH.
MoskeT moTpeboBaThCSl KOPPEKIIKS O3Bl ITpaBacTaTuHA (CM. HHCTPYKIIUIO 110 MEIUIIMHCKOMY
MpUMEHEHHUI0 npaBactatuHa). Koppekuuu n03s1 apaBupeHsa He Tpedyercs.

CumBacratus/2aBupeHs CumBacTaTuH:

(40 mr 1 pa3 B cytkn/600 M 1 pa3 B CyTKH) AUC: |69% (162 - |73),

Crmax: [ 76% (163 - 179).

CuMBacTaTUH KUCIOTA!

AUC: [58% (139 - |68),

Cmax: 51% ({32 - |58).

OOmast akTMBHOCTb MHruOuUTOpoB I'MI-
KoA-penyxrassr:

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

Crmax: 162% (155 - 178)

(uanykuus CYP3A4).
[Ipn OJIHOBPEMEHHOM IIPUMEHEHUN
s¢aBupeH3a c aTOpPBaCTaTHHOM,

NpaBacTaTUHOM  WJIM  CHMBAacTaTUHOM
3HaueHuss AUC u Cmax 3daBupeHsa He
W3MEHSIOTCS.
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Cretyer OCyIIECTBIIATh TIEPUOIHYECKHUIT MOHUTODMHL KOHTIEHTPAIIH XONECTEPHHA B KPOBH.

MoskeT moTpeboBaTHCSI KOPPEKITUS 03Bl CHMBACTATHHA (CM. HHCTPYKITUIO TI0 MEIUIIMHCKOMY
NPUMEHEHUI0 cuMBacTaTiHa). Koppekuuu 10361 3aBupeHsa He Tpedyercs.

PosyBacrarun/>¢aBupens

BzaumopeiicTBue HE N3y4anocCh.
PosyBacTaTiH BBIBOJUTCS B OCHOBHOM B
HEM3MEHEHHOM BHJIE 4Yepe3 JKeIyI04YHO-

KUIICYHBIA TPAKT C IKEIYbIO, IO3TOMY
B3aMMOJICHCTBHE ¢  J3(aBUPEH30M  HE
OXKHJIACTCSL.

Koppekiuu 10361 HU OJJHOTO M3 TaHHBIX JEKAPCTBEHHBIX CPE/ICTB HE TPeOyeTCs.

I'OPMOHAJIBHBIE KOHTPAIEIITUBbI

J1ns1 mepopasibHOTO IPUMEHEHUS:
OTHHUIACTPAINON + HOpPrecTHMaT/
a(aBupens

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

OTUHUIACTPAUOIN:

AUC: &,

Crax: <,

Cmin: [8% (114 - |25).

HopanrectpomuH (akTHBHBIN META0OJIHNT):
AUC: |64% (162 - |67),

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

Chmin: 182% (179 - |85).

JleBoHOprecTpen (aKTUBHBIA METaOOJIHT):
AUC: [83% (179 - |87),

Cmax: 180% (77 - |83),

Chmin: [86% (180 - |90)

(MHIYKIHMS MeTaboIN3Ma).

DdaBupens:

KIIMHAYECKU 3HAYMMOTO B3aUMOJICHCTBUS HE
BBISIBJICHO.

Knunnueckast 3HaYUMOCTh 3TUX 3(PPEKTOB
HEHM3BECTHA.

B nononnenue k TOPMOHAJIBHBIM KOHTpAUCIITUBAM JJOJIZKCH UCITIOJIB30BATHCA HaAS)KHBINA METO

OapbepHOi KOHTpareniuu (cM. pasaen 4.6).

[TposoHrupoBaHHOTO JeNCTBUS JUISt
BHYTPUMBIILIEYHOTO  IpuMeHeHus:  Jlemo-
MEAPOKCUIIPOrECTEPOHA arerar
(AMITA)/>dasupens

(150 Mr JIMITA BHYTPUMBILLIEYHO
OJIHOKPATHO)

B Teuenme 3 MecdAneB HCCIENOBAaHUSA HE
OBLJIO BBISBJICHO 3HAUYUMBIX pa3IMuuid B
OTHOIIICHUHU (bapMaKOKMHETHUECKUX
[IapaMeTPOB MEAPOKCUIIPOTECTEPOHA MEXKTY
noOpoBonbiiamu, mony4daBmumu APBT, ¢

B(baBI/IpeH?»OM, )51 I[O6pOBOJ'II>I_IaMI/I, KOTOPBIC

He nomyyamn APBT. Bo  Bropom
WCCIIEIOBAaHUM OBLIM TOJY4YEHBl CXOJHbIE
pe3yabTaTHl, XOTS KOHIICHTPAllUH

MEJIPOKCHIIPOTeCTepOHa B IUIa3ME KPOBH
paznuyanuchk B Oombiieit creneHu. B o6onx
UCCIIeIOBAaHMSIX KOHILICHTPALIUH
porecTepoHa iasMe  KpoBU Y
J0OpPOBOJIBIIEB, TPUHUMABIINX 3(paBUpEH3 +

B
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OCTaBaJIMChb HU3KHWMH, YTO COOTBCTCTBOBAJIO

MIOAaBJICHUIO OBYJIAIIUH.

B nomosHeHHE K TOpPMOHAIBHBIM KOHTPAIIEIITHBAM JIOJKEH UCTIONB30BaThCSI HAJISKHBI METO]]
OapbepHOii KOHTpareniuu (cM. paszaen 4.6).

NmnnanTar: BzaumopeiictBue He wu3y4anocb. MOXHO
3TOHOrecTpel/3haBupeH3 OKUJATh CHIDKCHUS 9KCIIO3ULIUU
stoHorectpena (uHaykuus CYP3A4). B
MOCTPETUCTPAIIMOHHBIH EePHOT
HaOJIO/IeHUsT OBUIM TONYYCHBI OT/ICIIbHBIC
cooOuieHus 00 OTCYTCTBUH
KOHTPAIENTUBHOTO apdexra npu
NPUMEHEHUU 3TOHOTECTpeNna y MalueHTOK,
IPUHUMABIIUX (haBUPEH3.

B AOIMMOJIHCHUEC K TOPMOHAJIBHBIM KOHTPALCIITUBAM JOJIKCH MCITI0JIb30BAaThCs HaI[e)KHLIfI MECTO/
OapbepHOi KOHTpareniuu (cM. pasaen 4.6).

HUMMYHOJAEINPECCAHTbBI

HMMyHOIETIPECCAHTHI, KOoTOpbIe | B3aumoneiictBue He uU3y4anoch. MOXKHO

metabonu3upytorcs uzopepmerrom CYP3A4 | oxxunars CHIDKEHHUS IKCIO3HIIUN

(HampuMep,  UUKJIOCIOPHH,  TaKpoJIuMyc, | iMMyHozenpeccanTa (uaaykuus CYP3A4).

cupouMyc)/3aBupeHs MainoBeposITHO, 9TO yKa3aHHbIE
UMMYHOJICTIPECCAaHTBl ~ OyAyT  OKa3bIBaTh
BIIMSTHUE HA YKCITO3UIUIO d(aBUPCH3A.

Mosxxer mnoTpeboBaTbcs  KOppeKUus  J03bl HMMMYyHoOJenpeccaHTa. PexomeHayercs
OCYLIECTBJISATh TIIATEJIbHBII MOHUTOPUHI KOHLEHTPALMA MMMYHOJEIPECCAHTAa B KPOBU B
TE€YeHUEe He MeHee 2 HeJlesb (0 YCTaHOBJIEHHS CTaOMJIBHBIX KOHILIEHTpAIMii) ¢ MOMEHTa
Hauasa Tepanuu 3(paBUPEH30M UM C MOMEHTA €€ OTMEHBI.

O OoUnabl

Mertanon/>¢paBupens Mertanon:

(crabunbHas MoJAep>KUBAOIIAs /1034, AUC: [52% (]33 - |66),
35-100 mr 1 pa3 B cyTkn/600 mr 1 pa3 B cyTkn) | Cmax: [45% ({25 - |59)

(uanykuus CYP3A4).

B wuccnenoBamuu ¢ ydacruem BHU-
UHQUIMPOBAHHBIX ~ MAllUEHTOB, KOTOpBIE
BBOJWIM ce0e HApKOTUYECKHE CpeACTBa
BHYTPUBEHHO, YCTaHOBJIEHO, 4TO
OJIHOBPEMEHHOE ITPUMEHEHNE 3(haBUpeH3a U
METaJioHa  MPUBOAWIO K  CHUKEHHIO
KOHLIEHTPAllUl METaJ0HAa B IJIa3Me KPOBH U
K TIOSIBJIGHUIO CUMIITOMOB OTMEHBI OIHATOB.
YrtoOb1 YMEHBIINUTH BBIPAKEHHOCTh
CUMITOMOB  OTMEHBI, /03y  METaJ0Ha
YBEJIMUUBAIN B cpeiHEM Ha 22%.

[TpoTuBOMOKa3aH OJHOBPEMEHHBIN MprueM 3(haBUpeH3a U METAJ0HA W3-3a PUCKA Y UTHHCHHUS
untepBana QTC (cMm. pasaen 4.3).
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Bynpenophun/Hanokcon/3haBupens BynpeHoptua - - | =B TE WU

AUC: |50%.

Hopb6ynpenopdun:

AUC: | 71%.

DdaBupeH3:  KIMHUYECKH  3HAYMMOTO
(apMaKOKMHETHYECKOTO  B3aUMOJICHCTBHS
HE BBISBIICHO.

HecMmotpsi Ha cHibkeHHE SKCIO3uWlMU OympeHopdrHA, CIydacB MPOSBICHUS CHMIITOMOB
OTMEHBI Yy TAIMeHTOB He Halmromanoch. He TpeOyercs KOppeKIuMu H03bI HU OIJHOTO W3
JICKapCTBEHHBIX CPEJICTB NP OJHOBPEMEHHOM Ha3zHaYeHHH OynpeHopduHa 1 dpaBUpeH3a.

a - 90% noBepUTENIbHBIC HHTEPBAJIBI, €CIIM HE YKa3aHO JPYTOE;

b - 95% noBepuTEIbHBIC HHTEPBAJIBI,

YD - ypunuaaudocdar;

I'MI'-KoA-penykTasa - 3-THAPOKCH-3-METHIITITY TApUI-KOIH3UM-A-peTyKTa3a.

€T’
HccenenoBanus B3aMMOIEHCTBUS IPOBOJMUIMCH TOJIBKO Y B3POCIIBIX.

4.6. PepTHIBLHOCTD, 0EPEMEHHOCTD M JIAKTALMA

)KGHHII/IHI)I C ACTOPOAHBIM IMOTCHIIMAJIOM

Heo6xonuMo MCNosb30BaTh HAAEKHBIE METOJbl OapbepHON KOHTpALENUUUd B COYETAaHUH C
JPYyTUMHU METOJlaMH (B TOM YMCJE MEepopaibHble UM JIPyrHe TOPMOHAJIbHbIE KOHTPALEITHUBHI).
[TockonbKy 3(paBUpEeH3 UMEET ATUTEIBHBIN TIEPHOJ MOTYBBIBEICHUS, HEOOXOAMMO HCIIOIB30BATh
HAJIe)KHbIE METOJIbl KOHTpALEHIMK Ha MPOTSKEHUH 12 Helenb Mocie MpeKpalleHus JeYeHUs
3(haBUPEH30M.

bepeMeHHOCTD

[lepen nauamom JieueHus 3()PaBUPEH30M KCHIIMHBI, CIIOCOOHBIE K JCTOPOXKICHUIO, ITOJKHBI
IIPOMTH TECT Ha GEPEMEHHOCTh. D(paBUPEH3 HE ClIeAyeT IPUMEHSATh BO BpeMsi OEpEMEHHOCTH, 3a
UCKJIIOYEHHEM CIIy4aeB, KOrJa NOTEHLIMAIbHAsS TI0J1b3a JIUIsl MATEPH MPEBBIIIAET BO3MOKHBIN PUCK
JUIsL TIJIOJIa M HET APYTUX albTEPHATHBHBIX METOJOB JieueHHs. Eciay JKeHIMHA NPUHUMAET
a¢aBUpEH3 BO BpeMsI IEPBOTO TPUMECTpa OEPEMEHHOCTH W1 OEpEMEHHOCTh HACTYIIaeT BO BpeMs
NpUMEHEHUs 3(QaBUpPEH3a, OHA JOJDKHA OBITh NMpeaynpekeHa O MOTEHIUAIbHOM Bpeae A
1oAa.

He mpoBoamiocs afneKkBaTHBIX M KOHTPOJIMPYEMBIX KIMHMUYECKHUX HCCIIEJOBAHUM C y4acTHEM
OepeMeHHBIX JKEHUIMH. B mocTperucrpaliioHHOM Mepuojie ObUIM MMOJy4€Hbl COOOIICHUS O
IpUMEHEeHUH (daBUpeH3a B cOCTaBE KOMOMHUPOBAHHOM aHTUpeTpoBupycHoi Tepanuu (APBT) B
nepBoM TpuMecTpe 6epemeHHOCTH. He coolmmanocs o Hanuuuu crnenuduyeckux ocodeHHocTei
(yBeJIMYEHHE YaCTOThI) IOPOKOB PA3BUTUSL Y HOBOPOXKAEHHBIX. TOJBKO HECKOJIBKO COOOIICHUI

colepkaiu uH(OpManMIO O choydasx pa3BUTUSA JAe(pEeKTOB HEpBHOW TpPyOKH, BKIIOUas
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MPUYMHHO-CJICICTBEHHAS CBSI3b HE OblJIa H3yUueHa.

Jlakrarust

bruto mokazaHo, 4uTto 3¢aBUpEH3 BBLAEISETCS C IPYAHBIM MOJIOKOM KOPMSIIMX KeHIIWH. He
UMeeTCsl I0CTaTOYHON MH(pOpMaluU O 1eHCTBUU ddaBUpEeH3a HA HOBOPOXKICHHBIX U MJIa/ICHIIEB.
Kenmmuam, npuHUMaOmMM 3(haBUpPEeH3 B MEPHOJ] JaKTalluh, KOPMIICHHE TPyAbI0 HE
pexkomennyercs. Bo wusbexxanme mnepemaunm BUY HM npu kakux oOcrositenbctBax BUY-
MH(OUIUPOBAHHBIM MaTEPsIM HE PEKOMEH]IyeTCSI KOPMHUTH IPYIBIO.

4.7. BausiHue HAa CMOCOOHOCTH YNPABJATHL TPAHCIOPTHBIMH CPeJACTBAMH M PadoTaTh C
MeXaHU3MaMH

He mpoBoamiiocs uccneqoBaHuid 1Sl OIEHKHU BIMSHUS Ha CIOCOOHOCTH yIIPaBJISATh TPAHCIIOPT -
HBIMU CpeJICTBaMU U paboTaTh ¢ MexaHU3MaMu. D(PaBUPEH3 MOXKET BBI3BIBATH FOJIOBOKPYIKE -
HUe, HapylLlIeHWe BHUMAaHHS, COHJIMBOCTD U APYTUe HEKelaTelbHbIe IEKapCTBEHHbIE PEeaKIuu
CO CTOPOHBI IIEHTPAIHHON HEPBHOU cucTeMbl. [lalueHToB cieayeT npeaynpeanThb, 4YTo, eClu
y HUX TMOSBATCS JOObIe M3 JTUX CUMITOMOB, UM ClieflyeT u30eraTtb yIpaBJICHUS
TPAHCIIOPTHBIMU CPEACTBAMH U PabOTHI C MEXaHU3MAaMH.

4.8. HexkesiaTesIbHbIE PeaKIIHU

Pesrome nipoduiist 6e3onacHocT

B menom s¢daBupeH3 XOpomio MEepeHOCHWIICS B KIMHUYECKHX HCCIENOBaHUAX. B moarpymme
HalMEeHTOB, IPUHUMAaBIIKX 3(aBupens3 B 1o3e 600 mMr 1 pa3 B cyTkH B KOMOMHALIMY C THTUOUTOpAMU
npoteassl BUY w/unu Hykineo3uaHbIMM MHruOUTOpamu obpatHoil Tpanckpunrtazsl (HHUOT),
HauOosee yacTeiMU (10 MeHbIIeH Mepe y 5% NalMeHTOB) HeXeNaTelbHBIMU PEaKIUsIMH, Kak
MUHUMYM, CpEIHEW CTeneHu TsKecTH Obltu KoxHas cbilb (11,6%), romoBokpysxenue (8,5%),
tomHoTa (8,0%), ronoBHast 606 (5,7%) 1 MOBBIILIEHHAS YTOMIIIEMOCTH (5,5%).

HauOonee 3aMeTHBIMH HEXeNaTeIbHBIMH PEAKIMSIMHU, CBA3aHHBIMU C IpHUEMOM >(aBHpEH3a,
SBJISJTUCH KOXKHAsI ChIIIb U CUMIITOMBI CO CTOPOHBI HEPBHOM cucTeMbl. CUMIITOMBI CO CTOPOHBI
HEPBHOM CHCTEMbI 0OBIYHO MPOSBISUIMCH BCKOPE MOCIIE Hayala Tepanuu 1, Kak MpaBuiio, HCUe3aln
nociae TMepBbIX 2—4 Henenb Tepanuu. Takke Yy NAIMEHTOB, NPUHUMABIIMX 3(aBUpeH3,
HaOJI0AAIHMCh TSDKENbIE PEaKIMKU CO CTOPOHBI KOXKH, Takue Kak cuHapoMm CtuBeHca-/[>kKoHCOHa U
MHOro(OopMHasi IKCCyAaTUBHAS 3pUTEMa; HapYyIICHUs TCUXUKHU, BKIIOYAs TKEIYIO JIEMPECCHIO,
CMEpPTh BCIEACTBHE CyUIUAA U MCUXO030MOA00HOE MOBEACHNE, a TaKXKe CYJOPOKHbIE MPUTIAIKH.
[Ipu npumeHeHuH 5¢aBUpeH3a OJHOBPEMEHHO C MHUINEH MOXET YBEIWYMBATHCS CHCTEMHAs
HKCHO3ULIUSA F(aBUPEH3a, YTO MOXKET MPUBOJUTH K YBETMUSHHUIO YaCTOThI HEXKeNaTeIbHBIX PeaKIUii

(cMm. pasnen 4.4).
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KOHTPOJIUPYEMOTO HCCIICIOBAHUS, B KOTOPOM MaICHTHI MIPUHUMAITN 0o
aaBUpeH3H3UI0BY IMH+TaMUBYIMH B TeueHue 180 Hemenb, nuO0 3paBUPEH3TUHIMHABUD B
teueHue 102 Hemenb, MO0 WHAWMHABUPT3WAOBYIWHHIAMUBYJIMH B TeueHHe 76 HEIEIb.
JnmutenbHOE TpuMeHeHue 3(aBUpEH3a B XO0JIe€ JAHHOTO HCCJIEAOBAHHS HE COIMPOBOXKIAIOCH
MOSIBJICHUEM KAaKUX-JIMOO HOBBIX JaHHBIX IO 0€30IaCHOCTH.

Tabauunoe pPE3IOME HEXKENATCIbHBIX PEaKIINA

Hwke B Tabnuie 2 TpPHUBENCHBI CPEIHETSDKENBIC M TSDKENbIC HEKENaTeNIbHbIC PEaKIiH, B
OTHOIIEHWH KOTOPBIX ObLIa yCTAHOBJICHA BO3MOXKHAS TPUYUHHO-CIICJICTBCHHAs! CBSI3b C
NPUMEHSBIIAMCS PSKUMOM Tepanuu (10 MHEHUIO UCCIIeIoBaTeNei), U KOTOpble HAaOII0JaluCh B
X0JIe KIIMHUYECKUX HCCIe0BaHUi 3(aBupeH3a, MPUMEHSBIIETOCs B PEKOMEHJIOBAaHHOHM /03¢ B
cocraBe kombunupoBanHoit APBT (n=1008). KypcuBoM BbIe/eHbI HEXeIaTelIbHbIC PEAKIUH,
KOTOpbIC OBUIM 3apETMCTPUPOBAHBI B TIOCTPETHCTPAIMOHHBIN TIEPHOJ] TPUMEHEHHS d(paBUpeH3a B
cocTaBe KOMOMHMpOBaHHOW Tepanuu. YactoTa HeXelaTelnbHBIX peakUuid MpuBEIeHa 110
CIenyromIel kiaccupukanuu: o4eHp yacto (>1/10), gacro (>1/100, vo <1/10), mHewacTo (>1/1 000,
HO <1/100), peaxo (>1/10 000, vo <1/1 000), ouens penko (<1/10 000) u yacrora Heu3BecTHA (Ha

OCHOBAaHHMNHM UMCIOIIUXCA AJAaHHBIX OLICHUTH HeBOSMO)KHO).

Tabmuna 2. «HexenarenbHble peakiuu, HAOMIOJABIIMECS B KIMHUYECKUX HCCIETOBAHMIIX
a¢haBUpeH3a U B IOCTPETHUCTPAITMOHHOM TIEPHUOJICY.
CrcTeMHO-OpTraHHBIH Ki1ace HexenarenbHble peakiuu

Hapyule}mﬂ CO CTOPOHBI HMMyHHOﬁ CHUCTECMBbI

Hewacrto I'unepuyBCTBUTENBHOCTD

Hapymenus Mmeta6o1u3Ma U MUTAHUS

Yacro l'uneprpurnunepuaemus™

Heuacto I'unepxonecrepunemMus™*

IIcuxuyeckue HapyueHust

Yacto HeoObIuHbIE CHOBWJICHUS, TPEBOXKHOCTh, JCMPECCHS,
OeccoHHHuI@*
Heyacto AddexTuBHas  JTaOWIBHOCTB, Aarpeccusi, COCTOSHUE

CIYTaHHOCTM CO3HaHMA, SHU(OPHUUHOE HACTPOEHHE,
FaJUTIOLMHAIINY, MaHUs, TapaHoMs, ncuxo3*, TONBITKH

COBEpLIEHUs  CYMIMA,  CYMUMJIAJbHBIE  MBICIIH,
KaTaToOHUS ™

Penko Cocmosnue bpedatt, Heepo3*, ucnonnennoe
camoybuiicmeor*

Hapyule}mﬂ CO CTOPOHBI HepBHOﬁ CHUCTECMBbI

Yacrto Hapywenus mo30ceuko6oil KOOpOuHayuu u pasHoeecus*,
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rojoBHas 606 (5,7%), coctosHue connuBoct (2,0%)*

Heuacto

Askuranys, aMHe3Hs, aTakcus, HapylleHue
KOODIMHALMY, KOHBYIBbCHH, PACCTPOWCTBO MBILLICHHS,
mpemop*

YacTtoTa HEU3BECTHA

OHuedanonaTus

Hapyuienusi co cTopoHbI OpraHa 3peHust

Heuacto

HOMYTHCHI/IC B ITOJIC 3pCHUA

Hapyuienusi co cTOpoHBI Oprana ciyxa u

JadMpUHTA

Heuacto

Tunnumyc*, BEpTUTO

Hapyuenusi co cTOpOHBI cOCy/10B

Heuacto

IIpunuewt kposu*

Keayno4Ho-KHMIIEYHbIE HAPYIIEHHUS

Yacto

Bonp B xuBOTE, MHapes, TONTHOTA, PBOTA

Heuacto

[Tankpearur

Hapyumenusi co cTOpoHbI EYeHH M 5KeT4eBbIBOAAIINX NyTeil

Yacto [loBrIIeHNE aKTUBHOCTH acmapTaTaMUHOTpaHCchepass
(ACT)*, moBBIIICHHE aKTHBHOCTH
anmanuHaMuHoTpaHcdepassl (AJIT)*, noBeimieHHe
aKTUBHOCTH TaMMa- riryTamunrpancgepassr (I'TT)*

Heuacro OcTpblil renatut

Penxo ITeuenounas nedocmamounocmo'

Hapyule}mﬂ CO CTOPOHBI KOKH U MMOAKOK

HBLIX TKaHel

OueHb yacTo

Coimb (11,6%)*

Yacto 3yn

Heuacto Muorodopmuas sputema, cunapom CTUBEHCa-
J>xoHcona*

Penko Domoannepauueckuti depmamums

Hapyumenusi co cTopoHbI penpoIyKTUBHO

H cHCTeMBbI U MOJIOYHBIX JKeJjie3

Heuacto I'mnexomactus
OO0mme HapylLIeHUA ¥ PeaKIU B MecTe BBeJIeHHs
Yacto Ycranocts

* - Bosee MoApoOHOE OMUCAHNE CM. HIDKE B TIOAD

a3aciec «Onucanue OTJICILHBIX HEXKEIATCIbHBIX PEAKITHN.

. I[aHHLIC HEXKCJIAaTCJIbHBIC PCAKIINU ObLIN Sa(i)I/IKCI/IpOBaHBI B HOCTpCI‘I/ICTpaL{I/IOHHHﬁ nepuon HaGJ’IIOZ[eHI/IH; JacCcToTy
ITUX peaxunﬁ OIMpPCACIIAIN, UCIIOJIB3Y NAaHHBIC, TOJYYCHHBIC B XOAC 16 KIMHHYECKHX I/ICCHGHOBaHI/Iﬁ (y‘laCTBOBaﬂI/I

3969 narmeHToB).

H - Dty HexenaTeNbHbIE PEaKUUK ObLIN 3a()MKCUPOBAHbI B IIOCTPErUCTPALIMOHHBIN TIepHO HAOIIONEH s, OJHAKO Y

MAIMEHTOB, MPUHUMABIINX 3(QaBUPEH3 B X0€ 16 KIMHUYECKUX UCCIIEI0OBAaHU, 0 HUX HE COOOIIAIOCh KaK O SIBIICHUSX,

CBS3aHHBIX C TNPHMEHEHHEM JICKapCTBEHHOTO Ipemapara. B cooTBeTCTBMM ¢ KiaccH(MKAIMed MO0 dYacToTe 3TU

moOoYHbIe SBIIEHUST OB paclieHeHbl Kak HaOmogaBimecs “peako” (Ha OCHOBaHUH OIEHKH BEpXHEH rpaHuIsl 95%
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YKa3aHHBIX KIIMHUYECKUX uccienoBanuii (m = 3969)).

Onucanue OTACIBHBIX HCXKCIATCIIbHBIX DeaKL[I/If/'I

Koorcnas coine

B Xxome KIMHMYECKMX HCCIEAOBAaHUN KOXKHAs ChIlb HaOmomanach y 26% MalueHToB,
npuHUMaBIIUX 3(paBupen3 B no3e 600 mr, mo cpaBHeHHIO ¢ 17% MAUMEHTOB B KOHTPOJBHBIX
rpynnax. ¥ 18% manueHToB KOXKHAs ChIIIb ObLIa CBsi3aHA C MpHEMOM 3(haBUPEH3a, MPU ITOM
Tshkenas (GopMa KOXKHOHM chilmu Habmonanach MeHee 4eM y 1% mnanueHToB, NMPUHUMABIIMX
a¢aBupens, u y 1,7% nainueHToB mpueMm IpernapaTa ObLI MPEKpalleH W3-3a MOSIBICHUS KOXXKHOMN
ceimu. YactoTa pa3BUTHS MHOTO(GOPMHON SKCCYIaTHBHOM »puTeMbl UM cuHapoma CTHBEHca-
Jxoncona coctaBuia npumepHo 0,1%.

Crnyuaun KOXXHOU chimu 3apeructpupoBanbl y 59 u3 182 nmereit (32%), modyyaBHIMX JIeUEHUE
3(aBUPEH30M B 3 KIIMHUYECKHUX UCCIEAOBAHUAX CPEIHEH MPOAOKUTEIBHOCTRIO 123 Hengenu. Y 6
nerel ceilb Oblia Tspkenol. Ilepen Hauamom Tepamuu 3(aBUPEH30M Y JETEH UM MOXKET OBITH
PEKOMEH/I0BaHA COOTBETCTBYIOIIAS AaHTUTHUCTAMUHHAS Tepanus B KA4eCTBE MPOQIIAKTUKH.
OOBIYHO pa3BUBAIOTCSA cHab0 WM YMEPEHHO BBIPAKEHHBIC MAaKYJIOMAIyJIe3HbIe KOXKHBIC
BBICHITIAaHUS, KOTOpbIC MOSBISIIOTCS B TEUYCHHE IMEPBBIX JBYX HENENb IOCJIE Hayala Teparnuu
a¢aBupeH30oM. Y OOJIBIMMHCTBA MAIIMCHTOB KOXKHAS CHINMb MCUYE3aeT MPHU NPOAOKCHUN TEpaIiy
3¢haBUPEH30M B TEUCHHE OJTHOTO Mecsa. D(PaBUPEH3 MOXKET ObITh TOBTOPHO Ha3HAYCH MAIlUECHTAM,
KOTOPBIE MIPEKPATUIIN €r0 TPUeM U3-3a MOSIBICHUS KOXHOU chinu. [Ipy BO30OHOBIEHUH Tepamnuu
7daBUpPEH30M PpPEKOMEHAYeTCS TakKe MpPHUHUMATh COOTBETCTBYyIomue Omokatopsl Hi-
TUCTAMUHOBBIX PEIENTOPOB U/UIIM TIIFOKOKOPTUKOCTEPOU/IBI.

Nmeercs orpaHWyYeHHBIN OMBIT MPUMEHEHHUS >(PaBUpEH3a y MAIMEHTOB, KOTOPBIE MPEKPATHUIN
TEepanuio IpyruMU aHTUPETPOBUPYCHbIMU npenaparamMu u3 rpymnnsl HHHUOT. Yacrora peunansa
KOKHOM CBHITIM TIOCTIE Mepexo/ia ¢ Teparuu HeBUPATMHOM Ha Tepanuio 3(haBUpEH30M, B OCHOBHOM
OIICHEHHAs TI0 OMYyOJMKOBAHHBIM PETPOCIEKTHUBHBIM JIaHHBIM, cocTtaBwia ot 13% no 18%, u
COTIOCTaBMMa C 4YacCTOTOW, BBISIBICHHOM Yy TMAIlMEHTOB, NPHUHUMABIIUX 3(aBUPEH3 B XOJE
KJIMHUYECKUX MCCIIeI0BaHu# (M. paszen 4.4).

Cumnmomsi co CMopoHbl NCUXUKU

Y HEKOTOPBIX MAIMEHTOB, MPUHUMABIINX d(aBUPEH3, HAOTIOJAINCH CEPhE3HBIC HEXKENATEIbHbBIE
SIBJICHHSI CO CTOPOHBI TICUXHKHA. B KOHTpONHMpYyEMBIX KIMHMYECKHX HCCIEAOBAHUSAX UYacTOTa
BO3HUKHOBEHHUSI OT/CIBHBIX CEPhE3HBIX HEKETATEIbHBIX SIBJICHUN CO CTOPOHBI TICUXHKU ObliIa
CIenyromIei: Tsokenas aenpeccust 1,6% B rpyIne maiueHToB, IPUHUMABIIUX KOMOMHUPOBAHHYIO

APBT c sdasupenzom u 0,6% B KOHTPOJIBHOM rpyIIe MalMeHTOB, CyulaanbHbie HamepeHus 0,6%

31



COOTBETCTEYET =

oT 25.09.

(CMEPTHOMY OTUETY

024 N2 20607

u 0,3%, cyunuaaabHbIe MOMBITKA 0€3 JIeTaTbHOIO chégalt:l(;;%q/f:@“f]_gﬂb&ﬁéngé' ﬂ%ﬁéﬁeﬂne

0,4% u 0,3%, napanounansubeie peakuuud 0,4% u 0,3%, manuakansubie peakuuu 0,1% u 0%
COOTBETCTBEHHO.

[TanmenTsl, HMEONIME B aHAMHE3€ IICUXUYECKUE PACCTPOICTBA, HAXOIATCS B TPYIIIE OBBIIIEHHOTO
pHCKa 110 Pa3BUTHIO JAHHBIX CEPHE3HBIX HEKENATEIbHBIX SIBICHUH CO CTOPOHBI IICUXUKH C
Y4aCTOTOW BOSHUKHOBEHHS KQ)KIOTO U3 BBILIETIEPEUUCIICHHBIX siBIeHUH 0T 0,3% a7 MaHHaKaTbHBIX
peakuuii g0 2,0% and  TOOKENOM JenpeccMM W CyMIMJANbHBIX HaMepeHuil. Takxke B
HOCTPETUCTPALMOHHOM IIEPHO/IC TOITy4EHBI COOOLICHUS O CIIydasiX CMEPTH B Pe3yJIbTaTe CyHIU/a,
OpenoBbIX paccTpOCTBaX, MICHX030H0A00HOM OBEICHUN U KATaTOHHU.

Cumnmomsl co cmopomnvl HePEHOUL CUCEMbL

VY manueHToB, NpUHUMABIIMX d(haBupens B 103e 600 Mr B paMKax KOHTPOJIUPYEMbIX KIMHUYECKUX
UCCJIEJOBAaHUN, YacTO HAOJIONANNCh CIICAYIOIIUE HEXeJaTelbHbIe PEaKlIUU: T'OJIOBOKPYKEHHE,
OECCOHHMIIA, COHJIMBOCTb, PACCTPOMCTBO BHHMAaHMWS, KOIIMAapHbIE CHOBHJICHHA. Tarke
HaOJIOMaMNCh U ApYyrue HexenaTelbHble siBieHUs. CpeaHeTsKeNble U TSDHKENbIe CUMITOMBI CO
CTOPOHBI HEPBHOU cucTeMbl HaOmonamucs y 19% (Tsokensie - y 2%) manueHToB, TOTJa Kak y
HAlMEHTOB, MOJYYaBIINX KOHTPOJIBHYIO TEpaluio, 3TOT MOKa3arenb cocTaBuil 9% (Tskensle - y
1%). B xone kIMHUYECKUX HUccieqoBaHui 2% MaleHToB, IPUHUMABIINX 3()aBUPEH3, IPEKPaTUIH
TEPAIUIO M3-32 BBIICYKa3aHHBIX CUMITTOMOB.

CHUMITOMBI CO CTOPOHBI HEPBHOM CHCTEMBI OOBIYHO HAOIIOIAIHNCh B TEUEHHE TIEPBOTO WIIK BTOPOTO
JIHS TIOCJIE Havajla Teparuy 1 B OOJIBIINHCTBE CIy4aeB HCUYE3aIH B TEUCHHUE NEPBhIX 2-4 Henens. B
UCCIIEIOBAaHUU C Y4aCTHEM HEMH(PHUIHMPOBAHHBIX JOOPOBOJIBIEB PENPE3CHTATUBHBIA CUMIITOM CO
CTOPOHBI HEPBHOI CHCTEMBI BO3HUKAN B CpeTHEM depe3 | 4 mociie nmpreMa rpernapara u JTHICS B
cpeaaeM 3 4. CUMITOMBI CO CTOPOHBI HEPBHOW CHCTEMBI Pa3BHBAJNCH 4Yalle, eciu d(aBUPEH3
NPUHUMAIU BO BpeMs IpueMa nuinu. Bo3aMokHO, 3T0 00yCIOBIEHO MOBBIIIEHUEM KOHLIEHTPALUH
s¢aBupeH3a B I1a3Me KPOBU B TAKUX YCIOBHX (CM. pa3zaen 5.2). s yaydieHus IepeHOCHMOCTH
npernapara B OTHOIICHUH JTAHHBIX CUMITTOMOB B TEUSHHE TIEPBBIX HENIENb TEPATUH PEKOMEHIYETCS
NPUHUMATH TpenapaT Mepes CHOM. JTOT PEXHM MpHeMa PEKOMEHIYeTCsl U TeM NalHeHTaM, y
KOTOPBIX MPOJIOJDKAIOT HAOIOAATHCS JaHHBIE CUMITOMBI (cM. pasaen 4.2). CHIKeHUE 103bI WITH
JPOOHBIN PpHUEM CYyTOYHOH /1036l OOBIYHO HE Jat0T OJIaronpusTHOro pdexra.

AHanmM3 NMaHHBIX MO JJIMTEIRHOMY NMPUMEHEHHIO 3(aBUpeH3a MOKa3ad, 4To mocie 24 Henenb
TEpanuy 9acTOTa BIIEPBBIE BO3HUKIINX CHMITOMOB CO CTOPOHBI HEPBHOW CHCTEMBI Y MAIlUCHTOB,
NPUHUMABIIUX (haBUpPEH3, OblIa B 11€JI0M CXOJHON C TAKOBOW B KOHTPOJIBHOM IpymIIe.

B moctpeructpanioHHbIii  TIepHOJ COOOIIAIOCh O CBA3aHHBIX C BBICOKOW KOHIIEHTpauuein
adaBupeH3a aTaKCHH ¥ SHIE(PATONAaTHH, BO3HAKABIINX Yepe3 HECKOIBKO MECSIEB WIIH JIET TIOCIIe

Hayaja JiedeHus 3paBupeH3om (cM. pazzaen 4.4).
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Ileuenounas neoocmamoynocme

B moctpeructpanioHHbIi meproj HaOMOACHUS OBUIO 3apEerHCTPHUPOBAHO HECKOJIBKO CITydyaceB
NEUYCHOYHON HEIO0CTaTOYHOCTH, BKJIIOYAs Ciiydyan Oe3 yKazaHUM Ha 3a00ieBaHUS TICUYCHH B
aHaMHe3e, a Takke O0e3 JApYyrux BbIABICHHBIX (AaKTOPOB pHUCKA. YKa3aHHbIE Cllydyau
XapaKTepU30BAINCh MOJHUCHOCHBIM TEYEHUEM; B psijie cllyyaeB NoTpeOoBagach TpaHCILIAHTALUS
MIEUYEHH UM COOOIAIOCH O CMEPTH MalUEHTA.

Cunopom eoccmanosienus UMMyHUmema

Y BUY-uHGUUMPOBAaHHBIX NALUEHTOB C TSDKENBIM MMMYHOJAE(QHULIMUTOM B Hadajie MpPOBEICHMS
koMOuHUpoBaHHOUW APBT MOXeT MOBBICUTHCS PUCK BOSHUKHOBEHHUS BOCIIAJIUTENIbHBIX peaKIUii Ha
HEAaKTUBHbBIC WJIM OCTATOYHBIC ONMMOPTYHHCTHYECKHE MHDeKimn (cM. pa3aen 4.4). AyTouMMyHHbIC
HapymeHus (Takue Kak Oone3nb I'peiiBca m ayTOMMMyHHBIH TenaTuT) HaOdroganuch Ha (oHe
BOCCTaHOBJICHUS MMMYHHMTETa, OJJHAKO BpPEMs HAyalbHBIX MPOSBICHUN CHUIBHO BapbUPOBAJIO, U
3a00JIeBaHKE MOTJIO BOHUKATh YepPe3 MHOTO MECSIIEB M0CiIe Havaa Tepamnuu (cM. pasnen 4.4).
Ocmeonexpos

Habmonanucey ciyyau OCTEOHEKPO3a, NPEUMYIIECTBEHHO Yy MAIlMEHTOB C XOPOIIO M3BECTHBIMU
dakTopamu pucka, ¢ jumrensHo BUU-undexueil, a Takke y HalueHTOB, KOTOPbIE JIUTEIBHO
npuHuManu komonHupoBanHyo APBT. OnHako yacToTa 3TOro OCiI0KHEHUS HE yCTaHOBJICHA (CM.
paszaen 4.4).

Jlabopamopnvie nokazamenu

«lleuenoynviey gepmenmur: noBeiieHue aktTuBHOCTH ACT u AJIT Oonee yem B 5 pa3 Bbliie

BepxHel rpanunsl Hopmbl (BI'H) nabmiomanoce y 3% mnanuentoB u3 1008, mprHMMAaBIINX
a¢aBupen3 B 103e 600 mr B cyTku (5-8% nipu mmutensHort APBT ¢ adaBupenzom). AHamoruaHoe
MOBBIIICHHE HAOJI01aJI0Ch Y TIAIIMEHTOB KOHTPOJIbHOU Tpymiibl (5% npu pnutensHoii APBT 6e3
s¢asupen3a). [loppimenue aktuBHoctu I'TT Oonee yem B 5 pa3 Boimie BI'H nabmoganocek y 4%
BCEX MalMeHTOB, nNpuHUMaBmKuX 600 Mr s¢aBupensa, u y 1,5-2% nanueHToB U3 KOHTPOJIbHOMN
rpynnel (7% npu amutensHoit APBT ¢ sdasupenzom u 3% npu anutensHoit APBT 6e3
sadaBupensa). M3omupoBanHoe moBbImIeHHEe akTUBHOCTH [TT y manmweHToB, NMPUHUMAIONIIUX
s(aBUpeH3, MOXKET YKa3blBaTh Ha MHAYKIHMIO (EepMEHTOB. B KIMHMYECKOM HCCIIEOBAaHUM IPH
mmrtensHod APBT okosto 1% nanueHToB B KaKIOH M3y4aeMOil Ipylle NpeKpaTHId TEpanuio B
CBSI3M C HApPYLIEHUSIMH CO CTOPOHBI IIEYEHH U KETUEBBIBOISAIINX MTyTEH.

Amunasa: aCHMIITOMAaTUYECKOE YBEIMUEHNE aKTUBHOCTH aMUJIa3bl B CHIBOPOTKE KPOBH, OoJiee ueM
B 1,5 pa3a npessimaromiee BI'H, 66110 BoIsiBiIeHO Y 10% manueHTOB, NPUHUMABIINX Y(QaBUpPEH3, U
y 6% ManKueHTOB KOHTPOJIbHBIX Ipyni. KinH1ueckoe 3HaueHne aCHMITOMATUYECKOTO MTOBBIIIEHUS

AKTUBHOCTHU aMHJIa3bl B CBIBOPOTKE KPOBHU HEU3BECTHO.
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HEUH(PUITUPOBAHHBIX TOOPOBOJIBIEB, IPHHUMABIINX Y(PaBUPECH3. B KIMHHMUECKUX MCCIIeIOBAHUIX
NPUMEHEHUS pa3NuyHoi koMmOumHUpoBaHHOW APBT ¢ adaBupeH30oM y ManueHTOB, paHee HE
nony4aBimux APBT, B Teuenue 48 Henenb JieueHUs HAOJIOATI0Ch MOBBIIICHUE KOHIICHTPAIIUU
OXC na 21-31%, xonecrepuna aunonporenHoB Bbicokor motHocTy (XC JIIIBII) Ha 23-34% u
TpurnuuepunoB Ha 23-49%. Jlons maumeHToB, y Kotopbix otHomenne OXC/XC JIIIBII 6bu10
Oonplie 5, He W3MCHWIACh. BennunHa W3MEHEHWs KOHIEHTPAlMH JIMIHUIOB MOXET OBITh
00ycIiOBJIeHa TaKUMU (DAaKTOpamH, KaK JJIUTEIBHOCTh TEPAlUK U MPUEM JIPYTUX JIEKAPCTBEHHBIX
CpencTB B cocTaBe komOmHUpoBaHHoi APBT.
Jlunooucmpoghusa u memaboauyeckue HapyueHus.
KomOunupoBannas APBT accouuupyercs ¢ mnepepacrpeiesieHueM KUPOBOW TKaHU Teja
(munonuctpodueit) y BUU-uHbuIMpoBaHHBIX MallMEHTOB, BKIIIOYas UCTOIICHHUE Iepudepudeckon
Y JTUIEBOM TIOJIKOKHO-)KUPOBOU KJIETYATKH, €€ HAKOIUIEHHE BO BHYTPHUOPIOITMHHOM NPOCTPAHCTBE,
BHYTPEHHHUX OpraHax, 3aJHel 4acTH men («rop0 OyiiBona») u runepTpoduio TpyIHBIX Keles.
KomOunupoBannas APBT Moker BbI3BaTh METa0ONMYECKHME HAPYLICHHS, TaKHE Kak
TUIIEPTPUTITULEPUIEMHUS], TUIIEPXOJIECTEPUHEMUS, UHCYJIMHOBAsI PE3UCTEHTHOCTb, TUIIEPIIINKEMUS
U runepiakraremMus (cM. pazaen 4.4).

eTH
Tun m yactoTa HEXENaTENbHBIX SBIICHUNU y JIeTeHd B IIEJIOM COTMOCTaBUMBI C HAOJIOAACMBIMH Y
B3POCJIbIX MMAIIMEHTOB, 32 HCKIFOUEHHUEM KOKHOM CBIIU, KOTOpas y JeTeil Berpeuaetcs yaie (y 46%
JeTeil), 4eM y B3pOCTBIX U Oosiee BhIpaXkeHa (TshKenast KoJKHas Chillb HaOmonanace y 5,3% aereit).
C nenpro NMPOPUIAKTUKH CHIMTA MOXET OBITh I11€JIeCO00pa3HbIM Ha3HAYEHHUE COOTBETCTBYIOIIUX
6s10kaTopoB Hi-rucTaMUHOBBIX PELIETITOPOB JIETAM JI0 Hadajia Tepamnuu dpaBUPEH30M.
XOTsl CHMIITOMBI CO CTOPOHBI HEPBHOW CUCTEMBI Y MAJIEHBKUX JIETE€N TPYIHO BBISIBUTb, MOJIATAIOT,
YTO TaKUE CUMIITOMBI Y JIeTei HabII0Jal0TCs peske M OOBIYHO OBIBAIOT IETKUMU. Y 3,5% manueHToB
HaOJIIOJAIUCh CUMIITOMBI CPETHEH TSAKECTH CO CTOPOHBI HEPBHOW CHCTEMBI, MPEUMYIIIECTBEHHO
rojioBokpyxeane. Hu y omHoro pebeHka He HAOMIOAANOCh TSKENBIX CHUMITOMOB U HE
notpeboBangach OTMEHA TePAIHH U3-32 CHMIITOMOB CO CTOPOHBI HEPBHOM CHCTEMBI.

Hpyrue 0co0BIe I'pynnbl DaMCHTOB

AkmueHocmb  «NEYeHOUHbIX» (epMenmos y NayueHmos, OOHOBPEMEHHO UHDUYUPOBAHHBIX
eenamumom B unu C

Cpenu maneHToB, Ceporo3UTUBHAIX 110 renatuty B u/unu C, nossimenue aktuBHocTH ACT Gonee
yeM B 5 pa3 Beimie BI'H nabmioganock y 13% nanueHToB, mpuHUMaBIIMX d(haBupeHs, u 'y 7%
MAIMEHTOB U3 KOHTPOJIBHOU Ipymmbl, a noBbiieHne aktTuBHOCTH AJIT Gonee yem B 5 pas Bbllie

BT'H nabmtonanocs y 20% u 7% manueHToB coOTBETCTBEHHO. Cpey MalueHTOB ¢ COYETaHHOM
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NPEKPaTHITN TEPAIUIO M3-3a HApYIICHUH (yHKIUY redeHu (cM. pasaen 4.4).

COOGH.ICHI/IC 0 TOA03PEBACMBIX HEXKCIIATCIbHBIX PCAKIINAX

BaxHo coo0mars 0 MOI03peBacMbIX HEXKEIATENbHBIX pEaKIUsAX TI0CIe PErHCTPaIluu
JICKApCTBEHHOTO TIpernapaTra ¢ IEeNbI0 00eCledeHus HEeMpPEPhIBHOIO MOHUTOPHHIA OTHOIICHUS
«TOJBh3a—PUCK» JIEKAPCTBECHHOTO mpemnapara. MEeIUuIMHCKUM pabOTHUKAM PEKOMEHIYETCS
CO00IIAaTh O JIFOOBIX TOI03PEBAEMBIX HEXKENIATEeIbHBIX PEaKIIHsIX JICKAPCTBEHHOTO IIperapara 4yepes
HAIIMOHAJILHBIC CHCTEMBbI COOOIIECHHH O HEXKENIATENbHBIX PEaKIHAX TOCYAapCTB — UJICHOB
EBpasuiickoro S5KOHOMHUYECKOTO COr03a:

Poccuiickasa ®@eoepayus:

Anpec: 109012, r. MockBa, CnaBsiHCKas Tutoman., a. 4, ctp. 1.

DdenepanbHas city:x0a 1o Haa3opy B cdepe 3apaBooxpanenus Poccuiickoii deneparyu

+7 (800) 550-99-03, +7 (499) 578-02-20, +7 (499) 578-02-30

DnexTponHas noyra: info@roszdravnadzor.ru

Caitt: www.roszdravnadzor.ru

4.9. Ilepeno3upoBka

CuMITOMBI

Y HEKOTOPBIX MAIMEHTOB, CIIyYaiiHO MPUHABIIUX ddaBuper3 600 Mr 2 paza B CyTKH, HAOIIOJAIOCh
YCUIJIGHHE CHUMIITOMOB CO CTOPOHBI HEPBHOW CHUCTEMBL. Y OJHOrO MAallMeHTa HaOJI0NaJIHCh
HENPOU3BOJIbHBIEC MBIIIEUYHBIE COKPAILICHUSI.

Jleuenue

B ciydae nepemo3upoBky 3paBUPEH30M JICUSHUE JOKHO COCTOSTh U3 OOIIUX IOIICPIKUBAFOIIINX
MEPOMPUITHIA, BKIIOYAIOIINX KOHTPOJIh OCHOBHBIX TTOKa3aTeNel )KU3HeIeATeIbHOCTH OPraHu3Ma 1
HaOMO/IeHNEe 3a KIMHUYECKHM COCTOSIHHMEeM manueHTta. Jlis BbIBeAeHHs HeaOCOpOMpPOBAHHOTO
mperapaTa MOXKHO WCIIOJIb30BaTh AKTUBHPOBAHHBIN yroyib. Crnenuduueckoro aHTHUI0Ta IS
JICUCHUsST TIePEIO3UPOBKU I(PaBUPCH30M HE cCymiecTByeT. [lOoCKOIbKYy J(aBUpPEH3 aKTUBHO
CBsI3BIBAETCS C OelKaMu, MallOBEpOSITHO, YTO C TMOMOIIBI0 JHAIM3a BO3MOXKHO 3HAYUTEIHHOE

yAaJeHHe Npenapara U3 KpoBH.

5. DPAPMAKOJIOT'MYECKHUE CBOMCTBA

5.1. ®apmakoauHAMHYeCKHE CBOiicTBA

®dapMakoTepaneBTUYECKass TPYINa: MPOTUBOBUPYCHBIE CpPEACTBA CHUCTEMHOTO JCHCTBHS,
MPOTUBOBUPYCHBIE CpEACTBA NPSIMOIO JEHCTBUS; HEHYKJIEO3WJHbIE WHIMOUTOpPHI OOpaTHOM

TPaAHCKPUIITA3HbI.
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Mexanusm neiicTBus

O¢aBupeH3 mnpencTaBiseT coO0H HEHYKICO3UWAHBIM HMHTHOMTOP OOpaTHON TpaHCKPUITA3hl
(HHHOT) Bupyca mmmyHonedunura denoBeka tun 1 (BUY-1). SBnsercs HEKOHKYpPEHTHBIM
uaruoutopom BUY-1 oOpatHO#l TpaHckpunTaspl, He wuHruoupyer BHUY-2 obpaTHyro
tpanckpunrasy u JIHK nmonmumepassr (a, B, ¥ 1 §) KJIETOK YeloBeKa.

HDOTI/IBOBI/IDVCHaH AKTUBHOCTH

[TporuBoBHpycHas 3GHeKTUBHOCTL 3¢aBupeH3a IN Vitro orecHuBazach Ha JTUM(POOIACTHBIX
KJIETOYHBIX JIMHUSAX, MOHOHYKJICAPHBIX KJETKax TNepudepuyeckodl KpOBH U KyJIbTypax
makpodaros/mMmononuToB. Marubupyromas xouuentpanus (MK) adaBupensa, HeoOxoammas
st 90-95% wnrnbupoBanus (MKoo-g5) mMTaMMOB JIUKOrO THMNA WM J1ab0OpaTOPHBIX
KJIIMHUYECKUX HM30JIATOB, PE3UCTEHTHBIX K 3HJIOBYAHMHY, HaXOAUTCs B mpeneiax ot 0,46 1o
6,8 HMOJIB/1.

Pe3ucTeHTHOCTD

[IpotuBoBUpYyCcHast 3(P(EeKTUBHOCTh 3(PaBUPEH3a B KIETOYHOM KyJIbType B OTHOIIECHUU
Pa3HOBUIHOCTEH BUpYca C 3aMEHAMH aMUHOKHUCIIOT B 00paTHOM TPAHCKPHUIITA3€E B OJIOKEHUSIX
48, 108, 179, 181 unm 236, a Takke B OTHOIIEHUH PAa3HOBUIHOCTEN C 3aMEHaAMU aMHUHOKHUCIIOT
B MpoTea3e, OblIa aHAJOTMYHA TAKOBOH B OTHOIICHWM BHPYCHBIX IITAMMOB IMKOTO THIIA.
EnuHCTBEHHBIMH 3aMEHaMU, KOTOPBIE MPUBEIH K MTOSBJICHUIO HauOO0IbIIEH pPE3UCTEHTHOCTH K
s(aBupeH3y B KIIETOUHOHN KyIbType, ABISIOTCS 3aMeHa JeHIIMHA Ha U30JECHIIMH B MOJ0XKEHUU
100 (L100l, 17-22-xpaTHoe yBelIMYCHHE PE3UCTEHTHOCTH) M JIM3MHA Ha acraparuH B
nonoxxeann 103 (K103N, 18-33-kpaTHoe yBenmueHue pes3ucTteHTHOCTH). bonee wem 100-
KpaTHO€ yMEHBIIIEHUE BOCIIPUUMYMBOCTH BUPYCOB K Mpenapary HaOlI0Janoch B OTHOIIEHUU
pazHoBugHocTeit BUY, skcnpeccupyromux 3ameny KI103N B jgomoinHeHue K Jpyrum
AMUHOKHUCJIOTHBIM 3aME€HaM B OOpaTHON TpaHCKpHUIMTAa3e.

3amena KI03N sBnsimace Haumbonee dacTto HaOmogaeMod B OOpaTHOW TpaHCKPUIITa3e
BUPYCHBIX HITaMMOB, MOJYYEHHBIX OT MAlMEHTOB, Y KOTOPBIX HAOJI0AAIOCh CYLIECTBEHHOE
yBEJIMYEHHE KOJIMYECTBA BUPYCHBIX YacTHIl B IUIa3Me€ KpOBHU (BO3BpaTHas BHUPEMHS),
KJIMHUYECKUX HCCIEOBaHUAX MPUMEHEHUs 3(paBupeH3a B KOMOMHALMY C UHIMHABUPOM HITU
B KOMOWHAIIMU C 3UJOBYJIMHOM W JIamMuByawHOM. JlaHHas myTtamusi HaOmogaitack y 90%
MalUeHTOB ¢ HEe3(P(PEeKTUBHOCTHIO Tepanuu 3¢aBupeH3oM. Takxke, XOTd U pexe, U YacTo
tonbko B KoMOuHamuu c¢ K103N, nHaGmromanuch 3amMeHbl B OOpaTHOW TpPaHCKPHIITa3e B
nonoxenusix 98, 100, 101, 108, 138, 188, 190 u 225. Tun aMUHOKUCIOTHBIX 3aMEH B 00paTHOM
TPAHCKPHUITa3e, CBA3AHHBIX C YCTOMYMBOCTBHIO K 3(aBUpEH3y, HE 3aBUCEN OT JPYyTrux

IIPOTUBOBUPYCHBIX MPENAPATOB, MPUMEHABIINXCS B KOMOMHALUU C 3()aBUPEH30M.
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[IepexpecTHas pe3UCTEHTHOCTh

N3yuyenne mnpoduneii mMepeKpecTHONH pPe3UCTEHTHOCTH 3¢aBUpPEH3a, HEBUPANHMHA H
JeJTaBUpJIMHA Ha KJIETOYHBIX KyJbTypax Iokazano, yrto 3ameHa K103N npuBoaut k norepe
BocripuuMunBocTH Ko Bce TpéM HHUMOT. JIBa u3 TpéX HCCIENOBAHHBIX JEIaBUPJIUH -
YCTOMYMBBIX KIMHUYECKUX HU30JATOB oOOJagaaud MepeKpECTHOM pPEe3UCTEHTHOCThIO K
adasupensy u conepxanu 3ameny K103N. Tperuii uzonar, uMmeronuii 3aMeHy B 0OpaTHOU
TpaHCKpHUNTa3e B MOo3uIKMu 236, He 00aan nepekpECTHON Pe3UCTEHTHOCTHIO K 2()aBUPEH3Y.

BupycHble U3055ThI, BbIJIEICHHbIE U3 MOHOHYKJIEApOB MepuepuyecKold KpOBU IMalMEHTOB,
BKJIIOYEHHBIX B KIMHUYECKHE HCCleAoBaHusl »¢daBUpeH3a, y KOTOPHIX Tepamus Oblia
HeapdexTuBHA (BO3BpAaTHASI BUPEMUS), ObIIIM UCCIIEAOBAHBI B OTHOIICHUH BOCIIPUUMYUBOCTH
Kk HHUOT. Tpunanuars n30J54TOB, KOTOPHIE MPEABAPUTEIBHO OBIIM OXapaKTEPU30BaHbI KaK
yCTONYMBBIE K 3(aBUPEH3Y, OKA3aIUCh TAKKE YCTOWUYMBBIMU K HEBUPANUHY U JEIaBUPIUHY.
O6Hapyxmuioch, 4to maTh U3 3TUX ycTounBeix K HHUOT u3onsToB comepxanu 3aMeHy
K103N unu 3ameny BanuHa Ha uzoneinud B mo3unuu 108 (V108I) B oOpaTHO# TpaHCcKpHIITa3e.
Cpenn mpoTeCTUPOBAHHBIX H30JATOB Tocie HEedPPEeKTUBHOW Tepanuu >(HaBUPEH30M TpHU
M30JIATa OCTAIHNCh YyBCTBUTEIBHBIMU K 3(DaBUPEH3Y, TaK U K HEBUPANIMHY U JI€IaBUPJIUHY HA
KJIETOYHBIX KYJIbTYpax.

BeposiTHOCTh TEepeKpPecTHON PE3UCTEHTHOCTH MEXAY J(PaBUPEH30M H HWHTHOUTOpaMH
npoTea3bl SBIAETCS HHU3KOW BCIEACTBUE pasnuuus (epMmeHTOB-MuUlneHe. Hamnuume
NepeKkpECTHOM PE3UCTEHTHOCTH MEXAYy d3(aBUPEH30M U HYKICO3UIHBIMH HHTHOUTOpaMU
00paTHOM TpaHCKPUIITA3bl TAK)KE MAJIOBEPOSTHO BCIEICTBUE PA3INUUsl YIACTKOB CBSI3bIBAaHUS
C MUILEHbIO U MEXAHU3MOM JI€HCTBUS.

5.2. apmakoKUHEeTHYeCKHUE CBOHCTBA

Abcopbrus

VY 310poBBIX T0OPOBOJIBIIEB MakcuMalibHass KOHIEHTpaus (Cmax) 2(aBUpeH3a B mia3Me KpOBH
1,6 — 9,1 MKMOJB/T JOCTUTANIACH Yepe3 S5 9 MOCie OJHOKPATHOTO MPHEeMa BHYTPh Iperapara B
no3ax ot 100 mo 1600 wmr. [lo3o3aBucumoe yBenuueHue Cmax M IUIOMAAM TOJ KPUBOM
«xoHleHTpanus-BpeMs» (AUC) HaOmoanock npu npueme npenapara B f03ax a0 1600 mr; npu
TOM He HaOJI0AaJI0Ch JO30MPONOPLHUOHATBHOIO YBEIMYEHUS JaHHBIX MOKa3aTelnel, mo3aTomy
MOKHO TPEIIOJIO0XKUTh, YTO MpHU Oojiee BBHICOKMX J03aX BCachlBaHHE yMeHbIIaeTcs. Bpewms
TocTKEeHUST Cmax B MJIa3Me KpoBH (3 — 5 9) HE M3MEHSUIOCH IOCJIE€ MHOTOKPATHOTO MpHUeMa
Ipernapara, a paBHOBECHAs! KOHIIEHTpALUs B IUIa3Me KPOBU JOCTUranzach uyepe3 6 — 7 CyToK.

Y BUY-uHpHUIMpOBaHHBIX MALMEHTOB IIPH TIOCTHKEHUU PABHOBECHOI KOHLIEHTPAIMH Ipernapara
B IUIa3Me KpOBU cpenHue 3HA4eHUS Cmax, MUHUMaJIbHOW KOHIEHTpauH (Cmin) 1 AUC Obuin

muHeiHs! npu npueme 200 mr, 400 mr u 600 mr a¢aBupensa 1 pa3 B cyTku. Y 35 nmanueHToB,
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MPUHAMABIINX (aBupens B 1o3e 600 mr 1 pas|B cyTKH, s "zt&%ﬁ%%‘i‘&%ﬁ%ﬁ"e%hoﬁ

KOHIleHTpanuu coctaBmsia 12,9 + 3,7 Mrmonw/n, Cmin - 5,6£3,2 mxmone/n, AUC -
184473 MxMomnb/m*u.

Bnuanue nuwu na écacvlgéanue

[Tpu onHOKpaTHOM NpueMe 310pOBbBIMH J100poBoJibLIAaMH 3(aBupeH3a B go03e 600 mMr B Buze
TabJIETOK, MOKPBITHIX IUIEHOYHOU 000JI0YKOI, BMECTE C MUILEH C BEBICOKUM CO/IEP’KaHUEM KHPOB
nHaomonanoce ysenuuenne AUC Ha 28% 1 Cmax Ha 79% B CpaBHEHUH C JAHHBIMU ITOKa3aTeAMU
IpY IIpueMe Ipenapara HaToIaK.

Pacopenenenue

DdaBupeH3 B BHICOKOW CTETICHH CBS3BIBACTCS C OETKaMU IJIa3Mbl KPOBH (IIPUOTU3UTEIBHO Ha
99,5 — 99,75%), rnaBHBIM 00OpazoMm c ansOymuHOM. ¥ BUUY-1 mHQUIIMPOBAHHBIX MAIUECHTOB
(n =9), koTopbie mpuHUMaTK paBupens B 103ax oT 200 1o 600 mMr 1 pa3 B CyTKH B TCUCHHUE TIO
MeHbIIIel Mepe 1 Mecsia, KoHIIeHTpalus 3paBrupeH3a B CHUHHOMO3TOBOM KMJIKOCTH COCTABIIsLIa
ot 0,26 no 1,19% (B cpennem 0,69%) OT COOTBETCTBYIOIIEH KOHIICHTPALIMM B IJIa3ME KPOBH.
JlaHHBIN TIOKA3aTeNb MPUOIU3UTEIBHO B 3 pa3za MPEBBINIACT KOHIICHTPAIMIO HE CBSI3aHHOW C
Oenkamu (cBOOOIHO) ppakiuy AaBUpeH3a B I1a3Me KPOBH.

BI/IOTDaHCd)ODMaHI/IH

KinHuueckre ucciieoBaHus U MCCIIeA0BaHus IN VItr0 ¢ MCIONB30BaHUEM MHKPOCOM ICYCHHU
YeNoBeKa MoKa3aju, 9To 3(paBupeH3 METa0OINU3UPYETCS TIIABHBIM 00pa30M CHCTEMON IUTOXpOMa
P450 1o ruapOKCHIMPOBAaHHBIX IPOU3BOIHBIX, KOTOPBIE 3aTEM CBSI3BIBAIOTCS C INIFOKYPOHOBOM
KHUCJIOTON ¢ 00pa3oBaHMEM TJIIOKYPOHHMJOB. B OCHOBHOM, JaHHBIE METAa0OJIMTHI HEAKTHBHBI B
orHourenun BUUY-1. UccnenoBanus in Vitr0 mo3BONSIOT MPEANOJNIOKUTh, YTO H30(EPMEHTHI
CYP3A4 u CYP2B6 sBnstoTCSI OCHOBHBIMHM M30()€pMEHTaMH, OCYIIECTBISIOIMMU META00I13M
sdaBupeH3a, 1 uTo 3¢aBupen3 uHruoupyet uzopepmentst 2C9, 2C19 u 3A4 cucreMbl TUTOXpOMA
P450. B wuccnenoBanusx in Vitro adaBupen3 He wunrudbuposan wuzodepment CYP2El u
unruoOuposan uzodepmentst CYP2D6 u CYPIA2 TOABKO B KOHIEHTpAUUsX, HAMHOIO
MPEBBIIIAIOIINX IPUMEHSIEMbIE B KIMHUYECKOM MPaKTUKE.

Okceno3ulys 3paBupeHsa B MiIa3Me KPOBH MOXKET yBEIHMUMUBATHCS y MAllMEHTOB, TOMO3UTOTHBIX
no nonumopdusmy rerna G516T mzodepmenta CYP2B6. Knunudeckass 3HAUMMOCTh TaKOTO
M3MEHEHHUs HEU3BECTHA, OJHAKO HEJIb3sI UCKIII0YaTh BO3MOKHOCTh BO3PACTaHUSI PUCKOB Pa3BUTHUS
Y YBEJIMYECHUSI BHIPAXKEHHOCTH HEXKeNlaTeJIbHBIX peakiuil apaBupeH3a.

Bruto nokazano, uto 3¢aBupen3 unayupyer uzopepmentsl CYP3A4 u CYP2B6, uro npuBoaut
K MHJYKIIUU €0 COOCTBEHHOT0 METa00IM3Ma, 4YTO MOXKET KIMHUYECKH BBIPAXKAThCsl Y HEKOTOPBIX
nanuenToB. [Ipu MHOTOKpaTHOM Mpueme rdaBupensa B qo3e 200 — 400 Mr B CyTKH 310POBBIMH

noOpoBosbliaMu B TedeHre 10 nHel Habmro1anach MEHbIIAs CTETEeHb KyMYJISILMY dQaBupeH3a (Ha
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22 — 42% nwxke mpennoiaraeMbIX 3HaueHMi) 1 _0oJiee ﬁ%ﬁ%gﬁowgmgﬁbﬂm%@ —

55 4 (mepuo noayBbIBEICHHS OJHOKPATHOM 103bI cOCTaBIseT 52 — 76 4). Takxke ObLIO MMOKa3aHoO,
yro 3¢paBupen3 uHaynupyer uzopopmy 1Al ypunuaandocdar-raoKypoHHITpaHCEpa3bl
(YAD-I'T1A1), mosToMy KOHIICHTpAILMs pajTerpaBupa, KOTOPBIH sBiseTcs cyocTtparom Y [D-
I'T1A1, B u1a3Me KpOBU CHUIKAETCS TIPH OJTHOBPEMEHHOM MPUMEHEHHUH C 3(PaBUPEH3OM.
Hecmotpst Ha TO, 4TO B MiccieioBaHusIX IN Vitro aaBupen3 unruouposai uzopepmentsl CYP2C9
u CYP2CI19, B uccnemoBanusx iN VIVO HaOMIOZAIOCh KaK IOBBIIICHHE, TaK M CHIKEHHE
9KCIIO3ULIMHU CyOCTPaTOB TaHHBIX (PEPMEHTOB MPU OJHOBPEMEHHOM MPUMEHEHHUH C 3(aBUPEH3OM.
Koneunsblit 53 ekt 1anHoro B3auMoIeCTBUS HE YCTAaHOBJICH.

DJIMMHUHALHS

O¢aBupeH3 UMeeT OTHOCUTENILHO OOJIBIION NMEepHO]] MOTYBBIBEICHHS, KOTOPBIA COCTABISIET HE
MeHee 52 4 mocie mpueMa OgHOKpaTHOM 1036l U 40 — 55 1 mocie MHOTOKPAaTHOTO MPUMEHEHHUS.
[Tpubnuzutensuo 14 — 34 % ot mpuHATON 1036l d(haBUpeH3a BHIBOAUTCS Mouykamu, meHee 1%
110361 3(haBUPEH3a BBIBOJUTCS IOYKAMU B HEU3MEHEHHOM BUJIE.

IIeueHoUHAs HEAOCTATOYHOCTD

[Ipu opHOokpaTHOM mnpueme 3(aBUpeH3a HAOIIOAAIOCH JIBYKPATHOE YBEJIWYEHHE IE€PHOAA
HOJyBbIBEIEHUS 3(aBUpEH3a Y OJHOTO MAllMEHTa C MEYEHOYHOM HEJOCTaTOYHOCTU TSKEION
crerienu Tsoxect (kiace C mo knaccudukanmu Yaina-I1s10), 9To yKa3piBaeT Ha MOBBIIICHHYIO
CTETeHb KyMYJSIIMM B TakuX ciydasx. [Ipy MHOrokpaTHoM mpueme s>¢aBupeH3a He ObLIO
BBISIBJICHO 3HAYMMOI'O BIMSHMUSA IOPAKEHUS IEYeHHM Ha (papMaKOKHMHETUKY 3(aBHpeH3a Y
NAallMeHTOB C II€YEHOYHOM HEeJIO0CTaTOYHOCThIO JIETKOM CTemneHu TskecTH (Kinacc A 1o
kiaccudukanuu Yaiina-I1p0) no cpaBHEHUIO ¢ MalueHTaMu KOHTPOJIbHOM Ipynnbl. B HacTosiee
BpEMsI HET JIOCTAaTOYHBIX JAHHBIX, YTOOBI CJIENATh BBIBOJ O TOM, BIMSIIOT JIU CPEAHSIS U TsDKenas
CTEeNeHb MeYeHOYHOU HemocTaToyHocTu (kmaccel B u C mo kmaccudukanuu Yaiina-I1s0) Ha
(apmakoknHeTHKY d(haBupeH3a (cM. pazaen 4.4).

IToyeyHas HETOCTATOYHOCTD

dapMakOKHHETHKA d(paBHPEH3a Y MAlMEHTOB C MMOYEYHON HEIOCTATOYHOCTHIO HE HM3ydYayach,
OJTHAKO B CBSI3HU C TEM, UTO B HEU3MEHEHHOM BH/IC IIOYKAMH BBIBOJUTCS MeHEe 1% MPUHATO#M 10361
adaBupensa, HapylieHre GYHKIHUH MOYEK HE AOJDKHO OKA3bIBaTh CYIIECTBEHHOTO BIUSHUSA Ha
BbIBeIcHHE ddaBupensa (cM. pasaen 4.4).

I1on u pacoBasg NPUHAUIEKHOCTD

Yy MYKYUH W JKCHIIWH, a TaKXC Yy IMalUCHTOB pa3J11/1qH0171 pac0130171 MPUHAJICIKHOCTHU
Ha6moz[am/1c1> CXOOHBIC (bapMaKOKI/IHeTI/IquKI/IC napamMeTphbl 3(baBHpeH3a.

JInia moKuJioro Bo3pacra
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MOJIOABIX MMATUCHTOB HEC BBIABJIICHO, XOTA KIMHHYCCKHUEC UCCICJOBAHUA 3(1)aBI/Ip€H3a HC BKJIFOYaJIn

JOCTATOYHOI'O KOJIMYCCTBA MMAIIMCHTOB OT 65 neru crapuie.

C€THu

DdaBupeH3 He u3ydalics y JeTed B Bo3pacTe 10 3 MeCSAIeB WM C BECOM MeEHee 3,5 Kr.

DapMaKOKHMHETHYECKUE TTOKa3aTeNn 3(paBUpeH3a y IeTei U B3POCIIBIX ObUTH CXOKUMH.

VY 49 nereii, npuHAUMaBIIKX 3(QaBUpPEH3 B J103€, dKBUBaeHTHOW 600 Mr (1032 paccunThIBAIaCh

HCXOJI U3 MaccChl Tela), 3HaueHne Cmax cocTaBmiio 14,1 MkMomb/a, Cmin - 5,6 Mmkmons/1 u AUC -

216 MKMOJIB/IT*Y.

6. ®APMAIEBTUYECKHUE CBOMCTBA

6.1. Hepeqeﬂb BCIIOMOraTeJbHbIX BEIIECCTB

Bcnomoecamenvuvie 6‘61/{466’1’}1661:
IEJITI0I03a MUKPOKPHUCTAITHYECKas;
TUIIPOJIO3a,;

HATpHUS JaypuICyIbdar;

JIAKTO3bl MOHOTUJIPAT;
KPOCKapMes1o3a HaTpus;

Marbmusa creapar.

Obonouka (Onaodpaii scenmuiti 03B52155):

TUIPOMEIIIIO3a,;

TUTaHA IUOKCUI,;

MakKporod,

KPACHUTENb KEIE3a OKCUJI KEITHIM.

6.2. HecoBMeCcTUMOCTH

He npumenumo.

6.3. Cpok rognocTu (CpoOK XpaHeHus1)

3 roxa.

6.4. Oco0ble Mepbl NPEIOCTOPOKHOCTH NIPH XPAHEHUHU

XpaHuTh IpU TemnepaType He Bbitie 25 °C.

6.5. Xapakrep u coaepkaHue NePBUYHON YIIAKOBKH

30 tabnerok B OaHke W3 moiudTUIeHa HU3koro nasieHus ([I9H]I), ykynmopeHHON KphIIKoil ¢

KOHTPOJIECM IEPBOTI0 BCKPBITUA HUIIU B 0aHKe M3 MOJHUATHIICHA BBICOKOM IIJIOTHOCTH, YKYHOpeHHOﬁ

I(prIlIKOﬁ W3 MOJUATHICHA HU3KOM IIJIOTHOCTH C KOHTPOJIEM IICPBOT'O BCKPBITHUA.

CB00OoOHOE TPOCTPAHCTBO B OaHKEe MNpPU HEOOXOJAMMOCTH 3alOJIHAIOT BaTOM MEIUIIMHCKOMN

TUTPOCKOITMYECKON UITH aMOPTU3aTOPOM.
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6.6. OcoOble  Mepbl  NPEIOCTOPO:KHOCTH  NPH  YHHYTOKEHUHM  HCNOJIb30BAHHOIO
JIEKAPCTBEHHOT0 NPenapaTa UM 0TX010B, MOJy4YeHHBIX M0CcJIe MPUMEHEHHUs JIEKAPCTBEHHOT 0
npenapara, u Apyrue MaHUIYJISIHHH € MPenapaTomM

Becpb ocraBmmiicst mpemnapaT ¥ OTXO/bI CIIEAYET YHUYTOKUTH B COOTBETCTBHHU C YCTAHOBICHHBIMU
HAIlMOHAJLHBIM 3aKOHOATEIIbCTBOM TPEOOBAHUSMH.

7. JNEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUS

Nunua

Xerepo Jladbc JIumuten

«Xerepo Kopmopeiit», 7-2-A2, Munactpuan Ocreiitc, Canatr Harap, Xaiinapabax — 500018,
Tenanrana, Magus

7.1. IlpencTraBuTeIb 1€pPKATES PETHCTPANMOHHOTO YA0CTOBEPEHHS

IIpereH3un HOTDG6HTCJI€I>1 HAaImpaBJIATH I10 aApPECy.

Poccniickas @enepanys

MocKOBCKOE IpeACTaBUTENILCTBO KoManuu «Xerepo Jladce Jlumureny (Mumust)
109029, r. MockBa, ABTOMOOMJIBHBIN MPOE3, 1.6 CTp. 5

ten./dakc:+7 (495) 981-00-88

e-mail: DrugSafety-Russia@heterodrugs.com

8. HOMEP PETHCTPAIIMOHHOI'O YAOCTOBEPEHMUA

9. JATA TIEPBUYHOM PETUCTPAIIUU (ITOATBEPXKJIEHUSA PETUCTPAIIAMH,
INEPEPETUCTPALIUN)

JlaTa niepBoi perucTpanuu:

10. JATA HEPECMOTPA TEKCTA
OO61mas xapakTepuCcTUKa JIEKApCTBEHHOIO npenapara J¢paBUpeH3 J0CTyIHa Ha THHOPMAITMOHHOM
noptane EBpazuiickoro 3KOHOMHMYECKOIO €032 B MH()OPMAIMOHHO-KOMMYHUKAIMOHHONW CETH

«HWurepHer» http://eec.eaeunion.org/.
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