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yHcTPykyg! O EACEATENEHDCTS 0002)

COOTBETCTBYET ZKCNEPTHOMY OTUETY

10 MEJUIIMHCKOMY ITPUMEHEHUNIO JIEKAPCTBEHHOI'O IIPEITAPATA

JaxaaBuzap

PerucrpanuoHHbIii HOMeP:
Toprosoe HaumMeHoBaHue: [lakinaBusap
MeskayHapoaHOe HETATEHTOBAHHOE WJIM IPYNIIIHPOBOYHOE HAMMEHOBAHME  JaKJIaTACBUD

JlekapcTBeHHas popMa: TaGICTKH, TOKPHITHIE TUICHOYHON 000JI0UKOI

CocraB

Kaxxnas Tabnerka, HOKphITas IJIEHOYHONW 000109K0M, 30 MT, COJIEPIKHT:

Heticmsyrowee e6ewjecmseo: naknaracBupa aurugpoxiopun — 33,00 mr (B mepecuere
Ha gakiatacsup — 30,00 mr).

Bcnomozamenvhvie gewjecmea: nakrosa — 57,75 Mr, 1emnoa03a MUKpoKpucTanaeckas 102 —
47,85 mr, kpockapMmesio3a Hatpust — 7,50 mr, kpemuus auokcun — 1,50 mMr, Marausi creapar —
2,40 Mr, ToTOBAas IUIEHOYHAs 000J10YKa 3eJeHOro 1BeTa — 6,00 Mr [rumpomerniosa — 3,6 Mr, TUTaHa
muokcua — 1,698 mr, makporon-400 — 0,48 Mr, afOMHHHEBBIA JJaK HAa OCHOBE KPaCHTEIs

unaurokapmuta (FD&C Blue#2) — 0,12 mr, okcup xenesa sxenrsiid — 0,102 mr].

Kaxnas Tabnerka, MoKpbITast IEHOYHOU 000510UK0if, 60 MT, CONEPKUT:

Heticmsyrowee 6ewjecmeo: pHakiatacBmpa amruapoxyopua — 66,00 mMr (B mepecuere
Ha gakiatacBup — 60,00 mr).

Bcnomozamenvhvie éewyecmea: nakroda — 115,50 mr, nemnrono3a Mukpokpucramndeckas 102 —
95,70 mr, kpockapmeruio3a Hatpusa — 15,00 mr, kpemaus auokcua — 3,00 Mr, Maruus creapar —
4,80 Mr, rotoBas TUICHOYHAss 000J0YKa CBETJIO-3ejeHoro neera — 15,00 mMr [rumpomerio3a —
8,9625 mr, TuTana auokcu — 4,2825 mr, makporos-400 — 1,35 Mr, alFOMHHHAEBBIH JIak HA OCHOBE

kpacutens uaaurokapmuna (FD&C Blue#2) — 0,255 mr, okcun xenesa xentoriii — 0,150 mr].

Onucanue:

Tabaemku 30 me: ATAYTOIBHBIE TBOSKOBBITYKIIbIE TAOJETKH, TOKPHITHIE TUIEHOYHON 000JI0YKOM
3€JICHOTO 1IBETA.

Tabaemxu 60 me: MATHYTOIbHBIC ABOSKOBBITYKIIBIE TA0IETKH, TOKPHITHIC TNIEHOYHOH 000JI0UKOi
CBETJIO-3€JICHOT0 I[BETA.

dapmakoTepaneBTHYeCKasi TPyNna: MPOTHBOBUPYCHBIE CPEICTBA CHCTEMHOTO JCHCTBUS,
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(NOCNEOOBATENBHOCTb 0002)

MIPOTUBOBUPYCHBIE CPECTBA A1 JiedueHus renatura C.

Kox ATX: JOSAPO7.

dapmakoJIorn4yecKue CBoiicTBa
Dapmakoounamuxa

Mexanuswm aeiictBus u hapMakoauHaMudeckue 3hheKThI

JlaxiaTacBup mpecTaBisieT co00il BRICOKOCTIEIM(PUUHOE CPEACTBO MPSIMOTO JACHCTBUS MPOTUB
Bupyca renaruta C (BI'C) u He o0iamaeT BBHIPaKEHHOW aKTHBHOCTBIO MpoTuB mpounx PHK-
u JIHK-conepxamux BHpPYCOB, BKIO4Yas BHpYC HMMyHoaeduiura yeioBeka (BUY).
JlaknatacBup ~ SIBIISIETCS ~ MHTHOMTOpOM — HecTpykTypHoro — Oenka  SA (NS5A),
MHOTO(YHKIIMOHAJIBHOIO IpoTerHa, HeoOxoaumoro g perukauud BI'C, n Takum obpazom
HOJaBJIAET JiBa 3Tala >KM3HEHHOro IMKJIa BHpyca — peruukauuio BupycHoi PHK u cOopky
BUPHOHOB. Ha OCHOBaHWM [aHHBIX, MOJNYYEHHBIX IN VItr0, W JaHHBIX KOMIBIOTEPHOTO
MOJIEJIMPOBAHUS IIOKa3aHO, YTO JaKjIaTacBUp B3aUMOEHCTBYeT ¢ N-KOHIIOM B IIpeenax J0MEeHa
1 Oenka, KOTOPBI MOKET BBI3BIBATh CTPYKTYPHBIC MCKaKEHHS, MPETSITCTBYIONINE PeaTn3aluu
¢bynkuuit 6enka NSSA. YcraHOBI€HO, UTO Mpenapar SBJISETCS MOIIHBIM MaHI'€HOTUITMYECKUM
UHTHOUTOPOM KOMITJIEKCa peruinkaiuy Bupyca rematuta C renorunos 1a, 1b, 2a, 3a, 4a, 5a u 6a
co 3HaueHusMU 3¢¢exkTuBHON KoHUeHTpanuu (50 % cHuxenue, ECsp) OT NHMKOMOJSIPHBIX
JI0 HU3KUX HAaHOMOJIAPHBIX. [IpH KJIETOUHBIX KOJMYECTBEHHBIX aHAJIM3aX PEIUIMKOHOB 3HAUYEHUS
ECso maknaracsupa Bapeupytot ot 0,001 mo 1,25 HM npu renorunax la, 1b, 3a, 4a, Sa u 6a u ot
0,034 o 19 M npu renorune 2a. Kpome Toro, makinatacBup MHruoupyer Bupyc renaruta C
reHotuna 2a (JFH-1) npu 3nauenun ECsp, paBHom 0,020 HM. Ilpu renorumne la
y UHQUIMPOBAaHHBIX MAIMEHTOB, HE MOJYy4YaBUIMX paHee JICYeHUs, OJHOKpaTHas J103a
naknaracsupa 60 Mr MpuBOIUT K CPEJHEMY CHUKEHHUIO BUPYCHOM Harpy3Kky, U3MEPEHHOHN depes
24 gaca, Ha 3,2 logio ME/ma.

HccnenoBanust Ha KyJIbType KJIETOK Tak)Ke MOKa3aJd yCUJIIEHHE MPOTUBOBUPYCHOTO IEHCTBHS
mpernapara Inpu COBMECTHOM NMPUMEHEHUHN C UHTEepPEepOoHOM aib(ha U UHTUOUTOpaMH MPOTeasbl
NS3, nenyxieosuanbiMu unruéuropamu BI'C NS5B, nykneosuanbimMu ananoramu NS5SB.
Co BceMu NEpeUYMCICHHBIMUA TIpyNIaMd TMpenapaToB He ObUIO OTMEUYEHO aHTaroHW3Ma
IPOTUBOBUPYCHOTO 3 dekTa.

Pezucmenmuocmu 6 kynomype xkiemox

3aMeHbl aMMHOKHUCIIOT, BBI3BIBAIOIINE PE3UCTEHTHOCTD K JakyaTacBupy y renotunoB BI'C 1-6,
ObUIM BBIJICJIEHBI B KJIETOYHOM CHCTeMe PerIMKOHa U Ha0mojauch B N-TepMUHAIBHOM 06acTu
100 amuuokuciaorHoro ocrarka NSS5A. L31V u Y93H saBmsummce 4dacto HaOIHOgAaeMBIMU

B renortune 1b, a samenst M28T, L31V/M, Q30E/H/R u Y93C/H/N 011 9acTo HaOJII0 JaeMBIMU
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B renorune la. EnuHuyHble 3aMeHBl aMHUHOKHCIOT QWIR&EBJEL%EIEEQJEH{';I'SKE& ':l%'c;ﬁeHb

pesuctenTHOCTH (ECs0 < 1 HM mns L31V, Y93H) ans renoruna 1b u Gonee BHICOKHE YPOBHHU
pesucteHTHOCTH Ay reHoruna la (mo 350 HM g Y93N). I[lpuHumnsl BO3HUKHOBEHUS
PE3UCTEHTHOCTH B KJIMHUYECKOM MPAKTUKE OBLIM CXOJHBIMU C IMPHUHLUIIAMU BO3HUKHOBEHHUS
PE3UCTEHTHOCTH, HaOIF01aeMbIMU IN Vitro.

Pe3ucmenmnocmo 6 KIUHUYECKUX UCCIE008AHUAX

D pexm ucxoonozo noaumopdusma BI'C 6 omeem na mepanuio

B xone mpoBeieHHOr0 MCCIIEOBAHUS CBSI3U MEXKIY €CTECTBEHHO BO3HUKAIOUIUMHU UCXOIHBIMU
3ameHamMu NSSA (mosmmopdu3M) U UCX0I0M JiedeHHUsT OBLIIO YCTAaHOBIICHO, YTO BiIUsHHE NSS5A
nomMopdu3Ma 3aBUCUT OT CXEMbI TEPAITHH.

Tepanus KOM6HHCII4M€IZ damamaceup + acyunanpesup

B xmumanyeckux wuccnepoanusax II-III ¢a3br addexTnBHOCTE KOMOWHAIIMHM JaKjaaTacBUp +
acyHaripeBup OblLTa CHIDKEHa y manueHToB, nHuuupoBanubix BI'C renoruna 1b ¢ ucxogusiMu
samenamu NSS5A L31 w/mmm Y93H. 40 % manmentoB ¢ 3ameHamu NSSA L31 (F, [, M umm V)
w/mwm Y93H pocturamm ycroitumBoro Bupycojormueckoro orsera (YBOI12) mo cpaBHeHUIO
¢ 93 % nanueHToB 0e3 JaHHBIX BUAOB moiuMopdusmMa. VcxoaHas pacrpoCTpaHEHHOCTh 3aMEH
NS5A L31 u Y93H cocrasisna 14 %; 4 % — nns L31F/I/M/V otnensno, 10 % — moa Y93H
ornenbHo u 0,5% — L31F/I/M/V + Y93H. U3 Bcex ciy4aeB BHPYCOJIOIMUECKOMN
Hea(p(EeKTUBHOCTH IpU HcxonHOM 3ameHe NSS5A y 15 % 6buia Toneko L31F/I/M/V, y 38 % —
tonbko Y93H u y 2 % — L31F/I/M/V + Y93H.

Tepanus kombunayueu oaxiamacsup + cohocbysup

B kIMHMYECKMX WCCIEOBAaHUSAX Yy TMAlMEHTOB, IMOJNYYaBIIUX TEPANHI0 JaKIaTaCBHPOM
u copocOyBupoM ¢ wian 6e3 pubaBupuHa B TeueHue 12 unu 24 Henmenb, UCXomHbii NSS5A
HOJUMOP(U3M B aMUHOKMCIOTHBIX MO3ULUAX, CBA3aHHBIM C yCTOWYMBOCTBIO K JAKJIATaCBUPY,
Habmonancst y 19 % naruentoB (11 % — renorun la, 20 % — renotun 1b, 90 % — renorun 2,
16 % — renotun 3, 67 % — resotun 4 u 100 % — reHotun 6) ¢ AOCTYIHBIMH HCXOTHBIMH TaHHBIMHU.
Otn  nonmumopdusmbel  NSS5A  Brmouanu 3amensl M28T/V, Q30E/H/L/R, L3IM wunu
Y93C/H/L/N/S y maumentoB ¢ renotunom la; R30K/M/Q, L31M wunmu Y93H y namueHToB
¢ redotunom 1b; F28L uwnmmn L31M y maruentoB ¢ renorunom 2; M28V, A30E/K/S/T/V, L31IM
nnn Y93H y marmmenToB ¢ renotunom 3; L28M unu L30R y maniuentoB ¢ reHotunom 4; F28M/V
1 R30S y nanueHToB ¢ reHOTUIoM 6.

Cymmapnsiii nporientr YBOI12 y manueHToB ¢ Miau 6e3 ucxogHoro mnoimumopdusma NSSA
B noyoxkeHuax 28, 30, 31 umu 93 coctabmisai 88 % u 96 % cOOTBETCTBEHHO.

VYV naruenToB 0e3 1uppo3a medeHu ¢ wim 0e3 ucxoaHoro NSSA momumopdusma Habmromancs

BBICOKMH YCTONUYMBBIM BUpycoJoruueckuii otBet: 95 % u 99 % cooTBeTCTBEHHO. Y MalMEHTOB
3
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C IIUPPO30M TIEUEeHH ¢ Win 0e3 ncxomauoro NSSA nonHMd%%;ME%DT%ﬁngg % '1;}%'5 %

cOOTBeTCTBEHHO. Y 10 mManmeHToB C LUPPO30OM MEYeHH C HeIP(PEKTUBHOCTHIO Teparuu
cnenuduieckue ucxoanbie NSSA monmuMopdu3mMbl HAOTIOAATUCH B CICAYIOMUX MOJIOKECHUSX:
M28T (n=1), L31M (n = 2, knacc B mo Yaina-I1pr0) 1 YO3N (n = 1) y maiueHTOB ¢ TEHOTUIIOM
la; A30K (n=1), Y93H (n = 3) u A3OT (n = 1) y nartuentoB ¢ reHotunoM 3; u L3IM (n =1,
kiacc C no Yaiina-IIst0) y namuenta ¢ reHorunoM 2. Bee ommcannbsie NSSA 3amenbl st
reHoTunoB la, 2 u 3 BbBbBaaM 100-KpaTHOE CHIDKEHHE aKTHBHOCTH JakjiaTacBupa in Vitro,
3a uckioueHnem 3aMmenbl A30T, koTopast 6bu1a 3aUKCHpOBaHA TOJIBKO UCXOTHO, HO HE B MOMEHT
Heynauu. M3 14 nanueHToB ¢ UUppo30M MeUeHH, Y KOTOPBIX He ObUIO HCXOAHOTO MOIUMOpQpU3Ma
NSS5A, y 6 nmaumentoB Obut nuppo3 kiaacca C mo Yaina-I1sto.

B xone kinMHMYECKMX HCCIEAOBAaHMNM y MallMEHTOB B ucxogHod NSS5B mocnenoBarenbHOCTH
He Obu10 3adukcupoBaHo 3aMeHbl S282T, BeI3bIBAIOIIEH YCTOMYHUBOCT K cOPOCOYBUPY.
Taonuuya 1. Bauanue ucxoonvix NS5A nonumopghusmos (6 nonosxcenusx 28, 30, 31 unu 93) na
YBO12 y nayuenmog c unu 6e3 ucxoonoz2o yupposa, noy4asuiux mepanuio 0aKiamaceupom

u cogpocoyeupom c unu 6e3 puvasupuna 12—24 neoenu

Yposens YBO12 y nanuenToB ¢ NSS5A mocJie10BaTeibHOCTHIO
C u3BeCTHBIMH HCXOAHBbIMHU | Be3 M3BECTHBIX HMCXOTHBIX
NSSA nonrumoppuzmamu NS5A noniumopgusmosn

B nenom 102/116 (88 %) 469/489 (96 %)

[TarMeHTsI ¢ TUPPO30M 11/21 (52 %) 77/91 (85 %)

['enotun la 2/6 (33 %) 42148 (88 %)

['enotun 1b 0 12/12(100 %)

['enotun 2 5/6 (83 %) 0

['enotum 3 217 (29 %) 22/30 (73 %)

['enotum 4 2/2 (100 %) 1/1 (100 %)

[TaruenTs! 6€3 UpPpo3a 83/87 (95 %) 350/353 (99 %)

['enotun la 24/24 (100 %) 186/186 (100 %)

Tenotun 1b 11/11 (100 %) 42/42 (100 %)

['enotun 2 27/27 (100 %) 3/3 (100 %)

['enotum 3 19/23 (83 %) 118/121 (98 %)

['enotum 4 2/2 (100 %) 1/1 (100 %)

Tepanus kombunauueu daxiamaceup + acynanpesup + nocunmepgepoun arvcha + pubasupun

Cpezm MaIMEHTOB, KOTOPBIM ITPOBOJNIIOCE CCKBCHHUPOBAHUEC 10 HaYaJIa JICUCHUS, B UCCIICJOBAHUU

naHHoW komOumHaiuu, y 11 % uMenuch MCXOIHBIE 3aMEHBI, CBSI3aHHBIE C PE3UCTEHTHOCTHIO
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HeBUpYycoJornyeckas Hedd(HEeKTUBHOCTE U 'y 7,2 % manueHToB HaOII0Ja/Iach BUPYCOJIOTUYECKAs
HeappekTuBHOCTh (Y 2,4 % manueHTOoB ¢ reHOoTHNoM la mmenuch 3ameHbl NSS5A-L31M u
y 2,4 % — NS5A-Y93F Ha ucxomHoMm ypoBHe; y 2,4 % mamueHToB ¢ reHorunoMm 1b mmenacs
3ameHa NS5A-L31M Ha UCXOHOM YPOBHE).

Tepanus kombunauueu daxkriamaceup + nozunmepgepon anvha + pubasupun

Hcxonubiit NSSA nonuMopdu3M, MPUBOISIIMI K IOTEPE YyBCTBUTEIBHOCTH K JAaKJIaTacBHUpPY IN
vitro (remotun la: M28T, Q30H/R, L31M/V, Y93H/N; renorun 1b: L31M, Y93C/H; renoru 4:
L28M, L30C/R, M31V), nabmoogaics y 7 % naruentos ¢ BI'C renoruna la, 16 % — y nanueHToB
¢ BI'C renoruna 1b u 63 % — y manueHTOB ¢ TCHOTUIIOM 4, HE IMOJIYYaBIIUX PAHEE JICYCHHUS.
BonbmmacTBO manuenToB (56 % c renorunom la, 75 % c renorunom 1b u 83 % c renorumnom 4)

¢ ucxoaabsiMu NSSA nomumopduszmamu gocturiun YBO12.

DapmakoKkunemuxa

DapMaKOKHHETUYECKAE CBOWCTBA JIAKJIAaTacBUpa OICHUBAINCH Yy B3POCIBIX  370POBBIX
TOOpPOBONBIICB W TAIMEHTOB C XpoHHWUYecKod wuHGeknuerd supycom remaruta C. Ilocie
MHOTOKPAaTHOTO MEPOPaTBbHOrO MpueMa JaKiaTacBUpa B J103UpoBKe 60 MI' OJMH pa3 B CYTKHU
B KOMOMHAIMU ¢ MITUHTephEepoHOM abda u puOaBUPUHOM cpejiHee 3HaueHue (Kod(p(UIMEHT
U3MEHYMBOCTH, %) MakcuMaibHOW  KOHIEHTpamuu (Cmax) JaKjaTacBUpa  COCTABIISIIO
1534 (58) ur/mi, miomanu noj KpuBoi «koHieHTparys — Bpemsi» (AUCo.244) cOCTaBIISIIO
14122 (70) Hru/Mi1 1 MUHUMAJTbHOM KOHIEHTPAIUH (Cmin) cocTaBisiio 232 (83) ur/mi.
Abcopbrus

Abcop61us 6bicTpast. MakcuMmalibHasi KOHIIEHTpaLUs JaKkiaTacBupa HabaronaeTcs uepes 1-2 yaca
nocie npueMa BHYTPb. AUC, Cmax U Cmin B KPOBU SBJISIFOTCS JT0303aBHCHUMBIMH, CTaOUIIbHAS
KOHIICHTpAIUs TaKIaTacBUpa B TUIa3Me KpOBHM HaOIrogaeTcs Ha 4 IeHb MPUMEHEHUS Iperapara
npu npueme BHYTpb 1 pa3 B cyrku. MccnenoBanus He BBISIBHIN pa3iuyuil B (papMaKOKMHETHKE
npenapara y OonbHbIX rematutoM C ¥ 340pOBBIX M00poBOIbIEB. MccnmemoBanus in Vitro,
NPOBE/ICHHBIE C 4YeloBeUeCKUMH KieTkamu Caco-2, MOKa3zalid, 4YTO JaKIaTacBUp SIBISETCS
cybctparom mst P-rmukonporenna (P-gp). A6comtoTHast OM0A0CTYITHOCTH Mpenapara COCTaBIseT
67 %.

B uccnenoBanusx Ha 30pOBBIX 10OPOBOJIBIAX OBLJIO YCTAHOBIJIEHO, YTO OAHOKPATHBIA MpHEM
nakiatacsupa 60 mr yepes 30 MUH. ITOcIie MpUeMa MUIIU ¢ BBICOKUM COJIepKaHUeM KHupa (0KOJI0
1 000 Kkan ¢ conepkanurem xupoB okojo 50 %) cHmkaer Cmax Tpemapara B KpoBu Ha 28 %
u AUC na 23 %. Ilpuem npenapata mnocine jerkoro npuema nuimu (275 Kkan ¢ congepxanuem

XKHUPOB 0K0JIO 15 %) He U3MEHST KOHIIEHTPAIIMIO MIperapara B KPOBH.
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Pacnopenenenue

O6bem pacnpeneneHus naknaracBupa (Vss) Mociae OJHOKPATHOTO BHYTPUBEHHOI'O BBEICHUS
100 mxr mpemnapata coctasisiet 47 j1. CBs3b ¢ OenKaMy TU1a3Mbl He 3aBUCHT OT J03bI (M3y4aeMblid
nuama3oH ot 1 1o 100 mr) u cocraBiaser 99 %. B wmccienoBanusx in VIitro ycTaHOBJIEHO, YTO
JAKJIaTacBUp CIIOCOOEH MPOHMKATh B TEMATOLMTHI 3a CUYET AKTHUBHOTO (MPEUMYILECTBEHHO)
WJIH TTACCUBHOTO TPAHCIIOPTA. AKTHBHBINA TPAHCTIOPT OCYIIECTBISETCS OSIKaMHU-TPaHCIIOPTEPaMU
oprannueckux katuoHoB OCT! wu apyrumu HEWJICHTU(UIIMPOBAHHBIMU TPAHCIOPTEPAMH,
3a UCKJTFOYEHUEM OEIKOB-TpaHCHOpTEepoB opranndeckux annoHoB (OAT) 2, HaTpuii-Taypoxonar
kotpancnoptHoro mnosumnentuaa (NTCP) uiau TpaHCHOPTHBIX MOJMIIENITUOB OPraHHUYECKUX
anuoHoB (OATP).

Metaboaun3m

B uccrenoBanusx in Vitro ycTaHOBJICHO, YTO JAKJIATACBUP SBJIAETCS CyOCTpaToM H30(pepMeHTa
CYP3A, mpu »stom CYP3A4 sBnsercs ocHoBHOM wu3odopmoit CYP, orTBercTBEeHHOMN
3a MeTabonu3M mpemnapata. MeTtabonmuTel ¢ coaepkanuem Oonee 5 % OT KOHIEHTpAIMH
MCXOJIHOTO BEIIIECTBA OTCYTCTBYIOT.

BoiBenenue

[Tocne mepopanbHOrO HpHUeMa 3J0POBBIMH J0OpPOBOJBLAMU OJHOKPATHBIX /103 JaKJIaTacBHpA,
MEUYEHOTO pagnoakTUBHEIM yriaepoaom Cl4 ([Y*C]-naxmataceup), 88 % Bceil paguoaKTHBHOCTH
BRIBOAWIOCH ¢ KaioM (53 % B HeusMeHeHHOM Bujae), 6,6 % BbIETATIOCH C  MOYOH
(MpeuMyIIeCTBEHHO B HEU3MEHEHHOM BHIE).

[Tocne MHOTOKpaTHOrO mMpHema nakinatacBupa BI'C-uHuumpoBaHHBIMU MAlUEHTAMH TEPUOJT
MOJIYBBIBEJICHUS JaKjiaTacBUpa BapbupoBal oT 12 10 15 4. ¥ manueHToB, KOTOpbIE NMPUHUMAIIN
JakigatacBup B Tabnerkax 60 Mr c mocienyroolmyM BHYTpUBEHHBIM BBefeHueM 100 Mkr
[13C, lSN]-,[[aKJIaTaCBI/Ipa, o0mmii knupeHc coctasisi 4,24 /4.

ITaneHTHl ¢ HApYIIIEHUEM d)VHKHI/II/I IMOYCK

Cpasnenne BenmuunHbl AUC y manmenToB ¢ nHdeknueir BI'C 1 HopManbHOH QyHKIHEH mouek
(xmupenc kpearnauHa (KK) — 90 mu/mun) n nanuentoB ¢ uHbeknuein BI'C ¢ Hapymenusmu
¢ynknmu noyex (KK — 60, 30 u 15 mu/mun) nmokaszano yemmueane AUC nHa 26 %, 60 % u 80 %
(mecBsizanHas AUC — 18 %, 39 %, 51 %) cooTBeTCTBeHHO. Y MAIMEHTOB C TEPMHUHAIBHOMN
cTagueit 3a00JieBaHus TIOYEK, TPEOYIOIICH MPOBEICHUS TeMOIHaIN3a, HAOJIF01aJI0Ch TIOBBIIIIEHNE
AUC Ha 27 % (cBsi3anHOl — Ha 20 %) 1m0 CpaBHEHHIO C MAIMEHTaAMH C HOPMaJbHOU (pyHKIIHEH
nouek. CTaTUCTUYECKHW TOMYISIIIMOHHBIA aHanu3 manueHToB ¢ uHpeknueit BI'C mokasan
yBenuuenne AUC y manueHToB C JIETKOM M CPEIHEH CTENEeHBbI0 MOYEYHOW HEIOCTATOYHOCTH,
OJIHAaKO BEJINYMHA ATOTO TIOBBIIICHUS HE ABIISAETCS KIMHUYECKU 3HAUUMOM [Tl (hapMaKOKUHETHUKU

JIaKJIaTacBupa. BBUAY BBICOKOW CTENEHM CBS3BIBAHMS JAKJIaTacBUpa ¢ OElIKaMu, MpOBEICHHE
[
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reMojMagrM3a He BIMSET Ha €ro KOHIEHTPAIHUIO B ( QIIJ_'(I)-BI/-IIE%I;I\%G'_IEIEEELFI_H;)é'b}_:lnﬁelr}é‘baTa

y HaIlMEHTOB C MOYEYHOU HEIOCTATOUHOCTBIO HE TpeOyeTcs.

HaL[I/IeHTLI C HApVYIIICHUCM (bVHKL[I/II/I IICYCHHU

HccnenoBanust papMakOKMHETUKY JakyiaTacBupa B 103€ 30 MI IPOBOAMIIM C y4acTHEM MALIUEHTOB
c renatutoM C ¢ JIETKOMH, CpeHEN U TSXKEION CTENEeHbIO MEYeHOUYHOM HeIOCTaTOYHOCTH (KJIACChI
A—C o Yaitna-ITsi0) B cpaBHeHUH ¢ MalMeHTaMu 0e3 HapylieHus QYHKIUH MeYeHH. 3HAUCHHS
Cmax 1 AUC paxnatacBupa (CBOOOZHOTO M CBSI3aHHOTO C Oenkamu) ObUIM HMYKE NPU HATUYUH
[ICYEHOYHON HEJO0CTAaTOYHOCTH IO CPABHEHUIO CO 3HAUYEHUSIMM 3TUX IOKa3aTellel y 3710pOBBIX
JOOPOBOJIBIIEB, OJHAKO JJAHHOE CHI)KEHUE KOHILIEHTPALUU HE ObUIO KIMHUYECKH 3HAYMMBIM.
OTtcyTcTByeT HEOOXOAMMOCTh HM3MEHEHHS J03bl Npenapara y MaUeHTOB C HapyIICHHOH
GyHKIMEH neyeHu.

I1oxuple MalMEHTHI

B KiIMHHUYECKHX HCCIIEOBAaHUSX MPUHUMAIN y4acTHE MAlMEHTHI MOXKUIOro Bo3pacrta (65 net
u crapie). Mi3smenenus papMakOKMHETHKH, a Takxke Mpoduiend 3pPeKTHBHOCTH U 6€3011aCHOCTH
npernapara y Mmo>KujblX MaleHTOB He HaOI01aI0Ch.

Hon

Habmonatores pasnuuus B obumem kiuperce (CL/F) naknatacBupa; npu stom CL/F y xeHmuH

HMXKE, OAHAKO JAaHHOC pa3JIM4YUEC HE ABJIICTCA KIMHUYCCKH 3HAYUMBIM.

Iloxka3zaHus K NPUMEHEHHIO
Jleuenune xponmueckoro rematuta C (XI'C) y B3pociablx B KOMOMHAIMM C APYrUMHU

JIEKapCTBEHHBIMU TipenapaTtamu s aederus XI'C.

IIporuBomnokasanus

o [lpenapar He TOKEH MPUMEHSTHCS B BUIEC MOHOTEPAIIHH,

o [UNepuYyBCTBUTENBHOCTh K JAKJIATACBUPY W/HWIM K JIOOOMY W3 BCIOMOTATEIbHBIX
KOMITOHEHTOB IIpernapara;

e B komOuHamuu c cuibHbIMH uHAYKTOpamu u3odepmenta CYP3A4 wu Tpancmoprepa
P-riukonpoTenHa (BCIenCTBHE CHIYKEHUST KOHIIEHTPAIIMH JaKJIaTACBUPa B KPOBH U CHUIKCHUS
3¢ dexTuBHOCTH), TaKUMH Kak (KOTOpble BKJIIOYAlOT, HO HE OrPaHUYMBAIOTCS
HIDKETIEPEeUHCICHHBIMU JIEKAPCTBEHHBIMU CPEACTBAMHU ):

- NpOTHBOAMMJIENTHYECKHE  cpeicTBa  (¢eHUTOMH, KapbamasenuH, QenobapOuTarn,
OKCKapOa3enuH);

— anTHOaKTepuanbHble cpeAcTBa (pudammnunuH, pudadyTuH, pudancHTHH);
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5_" CNEOOBATENEHOCTE 0002)

|.
— CHCTEMHBIE TJIFOKOKOPTUKOCTEPOUIbI (z[eKcaMeTasoEI

- pacTuTenbHBIC CpelCcTBa (Ipenaparbl Ha OCHOBE 3Bepo0osi mpoabipsiBieHHOro (Hypericum
Perforatum)).

e [lpy HayMYMKM NMPOTUBOINOKA3aHUI K NMPUMEHEHHWIO NpPErnapaToB KOMOWHHPOBAHHOW CXEMBI
(acynanpeBup u/wnm maruaTepdepon anbda, pudbaBUpHH, CODOCOYBHP) — CM. UHCMPYKYUU
N0 NPUMEHEHUIO COOMBEMCMBYIOWUX NPENapamos;

o Jledunur nakraspl, HENEPEHOCUMOCTH JIAKTO3BI, TITFOK030-TaJaKTO3HAs Majibabcopouus;

e BepeMeHHOCTh U TIepuo/] JTaK TN,

e Bo3spacr 10 18 ner (3¢hekTHBHOCTS U 6€30MaCHOCTh HE U3yUYEHBI).

C 0CTOPOKHOCTHIO

[TockonbKy mpenapar NpUMEHSETCS B BUAE KOMOMHHPOBAHHOW CXEeMbl, KOMOMHHPOBAHHYIO
TEpaIHIO CIIEAYET MPUMEHITH C OCTOPOXKHOCTBIO TPH COCTOSHUSIX, OMIMCAHHBIX B MHCTPYKIIMSX
110 TPUMEHEHHIO KaXKJIOTO TpernapaTa, BXOISIIETO B COCTaB cXeMblI (coocOyBHpa, acyHanpeBupa
u/uiu meruaTepdepona anb(a u pudbaBUpHHA).

CoBmecTHOE IpUMeHeHHe npenapata JlakiaBuzap ¢ APYrUMH IIpernaparaMd MOXKET MPUBECTU
K UI3MCHEHHMIO KOHILIEHTPALMM KaK [aKjiaTacBUpa, TaK M JCHCTBYIOIIMX BELIECTB JAPYTUX

npenaparoB (cM. pa3aen «B3auMoeiicTBUE ¢ IPYrUME JIEKapCTBEHHBIMHU TIpeTapaTaMm).

IIpumeHeHnne npyu 6epeMEHHOCTH M B EPHO IPYAHOI0 BCKAPMJIMBAHUS

bepemeHHOCTD

OTCYTCTBYIOT aJIeKBaTHBIE U XOPOIIIO KOHTPOIHPYEMBbIE HCCIICIOBAHUS C YIaCTHEM OEpEeMEHHBIX
keHnuH. HMccnepgoBaHusi Ha JKMBOTHBIX TPU  TNPUMEHEHHUM JIaKJIaTacBUpa TOKa3ald
IMOpPHUOTOKCUYECKOE H TepaToreHHoe JeiictBue. [loTeHIMaNbHBIM pUCK IS  4YeJIoBeKa
HeusBecTeH. [Ipemapar JlaknaBu3ap MpOTHBOINOKa3aH BO BpeMs OEPEMEHHOCTH U KEHIIWHAM,
KOTOpbIE HE TPHUMEHSIOT KOHTpauenmuio. JKeHIIMHAM JETOPOJHOTO BO3pacTa CleayeT
HCITOTH30BaTh Y(PPEKTHBHBIE METOIBI KOHTPAIEIIIINK BO BPeMs JISUCHHUS rpenaparoM JlakimaBuzap
U B TEYEHHUE 5 HENENb MOCTE €r0 3aBEPILICHHUS.

[IpumeneHre KOMOWHAIMU TIPEMapaToB, COJEpKalIe HaKiaaTacBUp, MPU OEpeMEeHHOCTU
MIPOTUBOIIOKA3aHO.

st moapoOHBIX pEKOMEHAIMM, Kacalolmuxcsi OEepeMEHHOCTH W KOHTPALCTIHH IS
KOMOMHHPOBAHHBIX CXEM TEpamuu, CM. WHCTPYKIUU TO TPUMEHEHHUI0 COOTBETCTBYIOIIUX
Mpenaparos.

JlakTamus

HewusBecTHo, MpoHMKAET U AaKJIaTacBUP B TPyIHOE MOJOKO. J[akiatacBUp MpOHUKAI B IPYJHOE
8
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MOJIOKO JIAKTUPYIOIIUX KPBIC B KOHIICHTPAIMX, npeﬁﬂ{ﬁék;lllc:(i;}&" ﬁﬁe&%ﬁ"‘&frgﬁﬁh&ne

KOHLEeHTpauuu B 1,7-2 paza, mo3ToMy Ha BpeMs JeueHus npenapatoM JlakinaBuzap KOpMIIeHHE

IPYAbIO CIEAYET IPEKPATUTh.

Cnoco0 npuMeHeHMsI U 103bI

PexkoMeH1yeMBIN pEXKUM 103UPOBAHUS

PexomennoBanHas 103a npenapata Jlakiaasuzap cocraBisier 60 Mr oJuH pa3 B CyTKH HE3aBUCUMO
oT npuema nuiny. TabJaeTkn HY)KHO MPOTJIaThIBaTh HEMUKOM. TabneTku He clieyeT KeBaTh HIIH
u3MenbuaTh. [Ipemapar cieqyer NPUMEHSATh B COYETAHHMH C JIPYTUMH  JIEKApCTBEHHBIMH
npenapatamu (cM. Tabnuny 2). Pekomenganuu mo 103aM JIpyTrux JIEKApCTBEHHBIX MPETapaToB
CXEMBI JIaHBl B COOTBETCTBYIOIIMX WHCTPYKIHAX IO MEAUIMHCKOMY NpUMEHEHHIo. Tepamus
peKOMeH1yeTcs Kak MaleHTaM, paHee He OJIy4aBIIuM JieueHHe XpoHuyeckoro renatura C, Tak
¥ ¢ TIpeaiIecTByomeil HeaHekTHBHOCTBIO Teparui.

Taonuya 2. Pekomendyemole cxemvl mepanuu npenapamom /Jaknagu3zap npu ucnonb3o6anuu
6 003e 60 mz 00un pa3z 6 cymku @ cocmage KOMOUHUPOBAHHOU Mepanuu 011 NAYUEHN 08,

unguuyupoeannvix BI'C, unu ¢ couemannoii ungpexyueii BIC u BU4*

Pesxum / I'enorun BI'C / [lonyasinusi nauyueHToB \ I1poa0/LKUTEIbHOCTD
JaknaracBup + codpocoyBup
I'enotunw 1, 2, 3, 4; 12 memens

nalnyveHTsl 0e3 nuppo3a NeueHH, Kak paHee He MOoJTydaBIIne
JedyeHue  XpoHuueckoro rematuta C, Tak M C
TIpeIecTBYIONIeH HedDDEKTHBHOCTLIO TepATHy®
JakyaaracBup + cogocOyBup + pubaBUPHH

I'enotunel 1, 2, 3, 4; 12 Hexens.

MAIUEHTHI C IIUPPO30M TieueHH (kinacchl A unu B mo Yaiing- | Tepanust ~ gakiaTacBUpoM U
[Tp10), Kak paHee He MOJIyYaBLIME JIEUEHHE XPOHHUYECKOro |copocOyBUpoM 0Oe3 pubaBUpHHA
renaruta C, Tak U ¢ IpeauecTByrone Hea(hPEeKTUBHOCTHIO | MOKET — paccMaTpuBaThCs IS
Tepanuu’ MAIUMEHTOB C LIUPPO30M II€UYEHU
kiacca A o Yanna-IIsro.

Jnsa  resotuna 3 BO3MOXKHO
MpoJJIEeHUuE Tepanuu 10 24

HEACHb, c MpUMEHEHUEM
pubaBHpuHa 1in 6e3

I'enotunsl 1, 2, 3, 4; 24 Henenu.

MAaIMEHTHI ¢ IUppo30oM neueHu kiacca C no Yaitna-IIsto, kak | s MNaIMEeHTOB C

paHee HE IMOJIyYaBIIUe JIEYCHUE XPOHUUYECKOro remaruta C, | HEEpeHOCUMOCTRI0 pruOaBUpHUHA

TaK ¥ C MPEIIEeCTBYIOMEH HEdP(HEKTUBHOCTHIO Tepam/H/I2 MOXKET pacCMaTPUBATHCS Tepanus

JAKJIaTacBUPOM U co(hocOyBUpOM
0e3 pubaBupuHa B TeUeHHE 24

HEACIb
I'esorumnsl 1, 2, 3, 4; 12 Henemnsb.
MAlMEHTHl TMOCJE TPAHCIUIAHTALUMU TEUYEHU C PELUIUBOM

nHpexun BI'C

JaxkaaracBup + acyHanpeBup
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T'emoTun lb’ L LN 'jg'ﬁé'ﬂlélfﬁ/f CITEALATD UUUL)

manueHTsl 0e3 1uppo3a WIM € KOMIIGHCUPOBAaHHBIM
HUPPO30M, KAk paHee He IMOJy4yaBLIME JICUCHUE
xpoHuueckoro rematuta C, Tak U C NPEIIIECTBYIOIICH
Hed)(HEKTHBHOCTRIO TEPATINN>

JakaaracBup + acyHanpeBup + myrunrepgepoH ajabga + pudaBupuH
I'enornn 1; 24 nenenu
NanueHTsl 0e3 1uppo3a WIM € KOMIIGHCUPOBAaHHBIM
HUPPO30M, KaKk paHee He IMOJy4yaBlIME JICUCHUE
xpoHuueckoro rematuta C, Tak U C NPEIIIECTBYIOIICH
Hed((HEKTHBHOCTRIO TePATINN>

JaxkaaracBup + myrunrepdepoH ajabpa + pudaBUpUH

I'enoTun 1; 24 HEJeIn IIPUMEHEHUS

HalMeHTsl 0e3 Luppo3a WM € KOMIIEHCUPOBAHHBIM | 1aKJaTacBUpa B KOMOMHALMU C

LUPPO30M, paHee He MOJyUaBIINe Teparuio 24—48-HenenbHBIM TPUMEHEHUEM
mruaTepdepoHa anbda u
pubaBupuHa’

L Pexomendayuu no 003uposanuio y nayuenmos ¢ couemanHot unpexyueti Mo2ym Omiudamovcs 6 3a6UCUMOCmi
OM NPUMEHSIEMOUl  GHMUPemposUpyCcHOUl  mepanuu. Pexomendayuu no usmenenuro 003bl CcM. 8 pazoeine

«Bzaumooeiicmsue ¢ Opyeumu nrexapcmeeHHbIMU RPENnapamamuy.

2 Hesppexmuenocmv — npedvioywesi mepanuu — pubasupunom u  nozunmepgeponom  anvga.  Peswcum

dakaamaceup/cogpocoyeup ¢ uau 6e3 pubagupuna Mmodxicem OblMb PEeKOMEHO08aH makdyce Ol NAYUEHMO8
¢ npeduiecmayrowell Heyoauell pexcuma, cooepacauje2o uneuoumop npomeaswi (UII).

8 Ecnu xax na 4-i, max u Ha 12-ii nedene newenus y nayuenma e obuapyscusaemcs PHK BI'C, credyem
nPoOOdICAMb MEPANUIo 6CeMu mpems npenapamamu Komounayuy 6 mevenue 24 neoenv. B ciyuae, ecnu nayuenm
docmueaem cocmosnusi, ko2oa nabniooaemces omcymemeue PHK BI'C, Ho moibko Ha 0OHOU U3 YKA3AHHBIX HeOelb
(4 unu 12), mo no zasepwenuu mepanuu ¢ oaxiamaceupom (24 neoenu), He0OXOOUMO RPOOOINCANL MEPANUIO

naeunmeppeporom anvpa u pubasupurnom 00 48 neoeno.

CyrouHas no3a pubaBUpHHA IPU NPUMEHEHHWU €ro B KOMOMHAIMM C JIaKJIATaCBUPOM 3aBUCHT
OT Macchel Tena nanuenTa u cocrasisier 1000 mr g manueHToB ¢ Maccoil tena < 75 Kr win
1200 mr 1s TAIEHTOB ¢ Maccoi Tena > 75 Kr (CM. HHCTPYKIMIO Ha PUOABUPHH).

Jlns manueHToB ¢ uuppo3oM nevenu kinaccoB A, B unu C no Yaiina-I1sto, a Taxke npu penuinse
uHpexnuun BI'C mocne TpaHCIUTaHTAIIMM TEYEHH PEKOMEHIyeMas HadallbHas CYTOYHAas /1032
pubaBupuHa coctasisier 600 Mr Bo BpeMs efibl. B cityuae yJ0BIeTBOPUTENBHOM TEPEHOCUMOCTH
HayalbHOM 710361 103a prubaBUpUHA MOXKET OBITH OocTeneHHo yBenuueHa 10 1000—-1200 mr/cyTku
(B 3aBUCHMMOCTH OT Beca — Oosiee wiu MeHee 75 kr). B ciydae HeynoBiIeTBOPUTEIbHON
MEPEHOCUMOCTH HAa4YaJIbHOM J103bI /1032 pHOaBUpUHA J0KHA OBITh YMEHbIIIEHA 0 KIMHUYECKUM
NOKa3aHUAM Ha OCHOBaHMM M3MEpPEHHUs YpPOBHS TeMOIJIOOMHa W KIHMpPEHCa KpeaTHHHHA
(cMm. Tabmuny 3).

Tabauua 3. Pexomendyemole 003bl pudasupuna npu NPUMEHEHUU CO6MECHHO ¢ RPenapamom

ﬂamaemap onsa nauuenmoe C yuppo3om ujiu nocjie mpancnianmauuu nedenu

‘ JlaHHbIe 1a00paTOPHBIX Pexomenayemas 103a pudaBupHHa
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COOTBETCTBYET 3KI( OTYET:
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nokasareseii / Knnunueckne A TTERVER Je)
KPUTEpHUH
I'emormobun
> 12 r/mn 600 mr/cyTku
> 10 1o <12 r/mn 400 Mr/cyTKu
> 8,5 10 <10 r/mn 200 mr/cyTKu
<8,5r/mn [IpuocranoBka Tepanuu puOaBUPUHOM
Knupenc kpeatnHruHa
> 50 mu/MuH CreyiiTe peKOMEHIAIUSIM BBIIIIE SISl TEMOTJIOOMHA
> 30 mo < 50 My/mMmuH 200 mr yepes JIeHb
< 30 MJI/MUH WM TEMOINAIIN3 [TproctanoBka Tepanuu pudaBUPHHOM

H3menenue 003vl u npuocmanoska mepanuu

[Tocne Havana Tepanuu U3MEHEHUE J03bI Mpemnapara JlakmaBuzap He pekomeHaoBaHo. Crenqyer
u30eratb MpephIBaHUSl JICUEHUS; OJHAKO B CIllyyae, €CIIM MpEpbIBAHUE JICUEHUS JIOOBIM
IpermapaToM CXeMbl HEOOXOMMO 110 IPUYNHE BOSHHUKIIAX HEKEIATEIBHBIX PEaKIIUi, IPUMEHSTh
npermapar JlakmaBuzap B BHIE MOHOTEpPAllMU WM TOJBKO C PUOABHPUHOM HE CIEAYeT.
MaiioBeposATHO, YTO MAIMEHTHl C HEIOCTATOYHBIM BHPYCOJOTHYECKHM OTBETOM Ha JICUCHUE
JOCTUTHYT YCTOWYHMBOro BuUpycojorudeckoro otBera (YBO); i1 Takux NalMeHTOB
PEKOMEHTyeTCS IPEKpAIICHIE Tepanii. PEKOMEHIAIINH 1O TIPEKPAIICHUIO TPATTUH JJIsT PSKHUMOB
nakimartacBup + codocOyBUp, AaKjgaTacBUp + acyHanpeBUp, JakjaTacBUp + acyHampeBup +
mrunTepdepoH anbda u pudbaBUpuH OTCYTCTBYIOT. 3HaueHus ypoBHs PHK BI'C, mpu koTopbix
WHUIUUPYIOT IPEKpaleHNE Tepanuu JaKIaTaCBUPOM, MITHHTEp(HEepOHOM anbda U pudaBUPHUHOM,
npejacTaBieHsl B Taonuiie 4.

Tabnuya 4. Ilpunyuner npuocmanoéku mepanuu 011 NAYUEHMOB, NOTYHUAIOUIUX
oaknamaceup, nicunmepghepon anvha u pudAGUPUH C HEAOEKEAMHBIM GUPYCOI02UYECKUM
omeemom

PHK BI'C HeiicTrBue

4 nenens neyenusi: > 1000 ME/mn | [IpuocTaHoBUTE mpueM JakiaTacBUpa, MATHHTEpQPEpoHa
anb(da u pubaBuprHa

12 nenens neuenus: > 25 ME/mn | [IprocTaHOBHTH TIpUEM JlaKjIaTacBupa, MAITUHTEpdEepoHa
anb(a u pubaBUprHa

24 nenens neyenus: > 25 ME/mn  |IlpuoctaHoBUTh mpueM IIruHTepdepoHa anbda U
pubaBupuHa (TEpanMIo TaKJIaTaCBUPOM 3aBepIIaoT Ha 24
HeJene)

IIponyck 0o3vl

B cnyuae mpomycka mpuema odepemaHo H03bl mpemapaTta JlakmaBuzap Ha cpok jgo 20 gacos
MAIUEHTY CIIeyeT MPHUHSTH MpernapaT Kak MOKHO CKOpee U Jaliee MPUACPKUBATHCS UCXOIHON
cxeMblI Tepanuu. Ecnu npu nporrycke 10361 ponnio 0osee 20 9acoB OT IUTAHUPYEMOTO BpeMEHHU
npreMa Tpernapara, TalueHTy CIEAyeT IMPOMYCTUTh TPUEM OSTOW J03bI, Cleayromas 1o3a
mpernapara JoJKHa ObITh IPUHATA B COOTBETCTBUU C HCXOMHOM CXEMOU TEparuu.
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(NOCNEOOBATENBHOCTb 0002)

Ilayuenmul ¢ Hapywenuem yHKyuu novex

V3MeHeHus 1036l y TTAIMEHTOB ¢ TOUYEYHON HEJTOCTATOYHOCTRIO JTF000H CTeTIeHH HEe TpeOyeTcsl.
THayuenmoi ¢ HapywieHuem QYHKyuU neveHu

V3MeHeHHss 03B y TAIMEHTOB C IIEYCHOYHOH HEJOCTAaTOYHOCTBIO HE TpedyeTcs.
B nccnenoanusx npu nerkoi (kimacc A no Yaina-IIesro), ymepennoit (kiaacc B mo Yaiing-ITsto0)
u 1sokenoi (kmacc C mo Yaiina-IIpr0) me4eHOYHON HEIOCTaTOYHOCTH HE OBLIO BBISIBICHO
3HAYMMBIX U3MEHEHUH (apMaKOKHMHETHUKH Ipernapara.

Conymcmsyrowas mepanust

Cunvhble un2ubumopul usopepmenma 344 cucmemol yumoxpoma P450 (CYP3A4)

Jo3y mnpenapara JlaknmaBuzap ciemyerT cHu3uTh g0 30 Mr OOuH pa3 B CYTKHM B Ciydae
OTHOBPEMEHHOTO TPUMEHEHUsT C CHIbHBIMH uHruouropamu wusodepmenta CYP3A4
(ucrionb3oBath Tabinetky 30 Mr; He cieayeT pasiaMbiBaTh Ta0nerky 60 mr) (cm. paszgen
«B3aumoeiicTBre C qPYyrUMH JIEKapCTBCHHBIMH MPerapaTaMuy).

Ymepennvie unoykmoput uzsopepmenma CYP3A4

o3y npenapara [laknaBuzap cienyer yBenuauTh 10 90 Mr oauH pa3 B cyTkH (Tpu Tadnetku 30 Mr
Wi oxHa Tadnerka 60 Mr u oHa Tabietka 30 MT) IPU OJTHOBPEMEHHOM IIPUMEHEHUU YMEPEHHBIX
uHAyKkTopoB n3odepmenta CYP3A4 (cMm. paznen «B3aumonelicTBre ¢ ApyruMu JieKapCTBEHHBIMU

npernaparammn).

IToGouHnoe neiicTBHE

[Tpenapar /laknaBu3ap mpuUMEHSIETCS TOJBKO B COCTaBE CXeM KOMOWHUPOBAHHOH Tepamum.
CnenyeT 03HAaKOMUTBHCS C TMOOOYHBIM JIEUCTBUEM JIEKAPCTBEHHBIX IPENApaToOB, BXOASIINX
B CXeMYy JieueHus, J0 Havajna Tepanuu. HexenartenbHble nexkapcTBeHHble peakiuu (HJIP),
CBSi3aHHBIE C TNpuUMeHeHHeM codocOyBHpa, acyHampeBHpa, MITHHTEppepoHa  anbda
U pubaBUPHHA, ONTUCAHBI B HHCTPYKIMAX 1O IPUMEHEHUIO TaHHBIX MTPENapaToB.

be3omacHocTh TNpuMEHEHMs JakjiaTacBUpa OLEHUBalach B KIMHUYECKHUX HCCIIEJOBAHMSIX
y TalMEHTOB ¢ XpoHWYecKuM remarutom C, nomydaBmmx 60 mr npenapara JlakmaBuzap 1 pa3
B JIeHb B KOMOMHAIMu ¢ co(ocOyBUpOM, acCyHANpeBUPOM W/WIKM MATHHTEpdepoHOM anbda
U pubaBuprHOM. J[aHHBIE 1O 0E30MAaCHOCTH MPUMEHEHUsS NPEACTaBIEHBl HIDKE MO PEeXHUMaM
JICUYEHUS.

JlakaTacBup + acyHaIpeBUp

Peztome npogpunsa 6ezonacnocmu
be3omacHoCcTh MpUMEHEHUs TaKIaTaCBUpa B KOMOMHAIIMH C aCyHAIIPEBUPOM OIEHUBANIACh B 4-X
HCCJICOBAHUAX CO CPEIHEH MpOAOKHTEIBHOCThIO Tepamuu 24 Henmenu. HawmOomee

aCIIpOCTpaHCHHBIMHU qacTtoTa 10 % 1 BBILIC HHP Ha6HIOI[aeMI)IMI/I B KIIMHHUYECKHX
’
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COOTBETCTBYET

ot 16.0

(MOCNEOOBATEN
WCCJICIOBAHMAX TPU KCIOJb30BAaHUU CXEMBI [TEPAITHH %KHAT&%B ‘+-a

rosoBHas 60116 (15 %) u noBbimeHHas yromsgeMocts (12 %). borsmmacTBo HIIP Obitn criabbivu
U YMEPEHHBIMU TIO TSOKECTH. 6 % MalMEeHTOB WCIBITAIM CEPbE3HBbIC HEXKEIATeNbHbIC SBICHUS
(CHA), 3 % nanueHTOB MpeKpaTWid JiedeHue 1o npudyuHe Bo3HUKHOBeHuss HJIP. Ilpu stom
Haubosee pacHpoCTpaHEHHBIMH  HeenareabHbiMU  sBieHusMu  (HS), mnpuBopsmumu
K MIPEKPAIICHUIO JICUeHUs, ObUIN: MOBBINICHUE AaKTUBHOCTU anaHmHaMuHOTpaHcdepassl (AJIT)
u acmapratamuaoTpanchepassl (ACT). B KIMHHYECKOM HUCCIEIOBAHUU TEPAIMK JaKIaTacBup +
acyHampeBUp BO BpeMs IMEpBbIX 12 Hemenb JjedeHus dactota cooOmaemoit HJIP Obuia
AQHAJIOTMYHOM MEX]Jy NallMeHTaMM, IMOJYYaBIIMMHU IUIaned0, W MalueHTaMH, MOJy4YaBIIMMHU
YKa3aHHYIO TepaIuIo.

Tabauunoe pestome HedxceramenbHbIX peaKyuil

HJIP, Bo3HukaBmue y > 5% mnanueHToB ¢ XpoHHYecKuM rematutoM C MpH TPUMEHEHUU
KOMOHMHAIIMK J1aKJIaTaCBUP + acyHaIpeBHUp, MpeacTaBieHbl Huxke. Yactora BozHukHoBeHus HJIP

NpUBEJCHA B COOTBETCTBHH CO IIKAJIOH: odeHb yacto (> 1/10), vacto (> 1/100 u < 1/10).

| Io6ounbie peakunuu?
Hapyuienusi co cTOpoHbI HEPBHOI CHCTEMBbI
OueHb yacTo I"onoBHast 601156 (15 %)
Hapyuienusi co cTOPOHBI KeJTYyT0YHO-KUIIEYHOT0 TPAKTA
Yacro Huapest (9 %), TomrHoTa (8 %)
OO6uue paccrpoiictBa
OueHb 9acTo |YTOMJ'I$[€MOCTB (12 %)
JlaGopaTopHble H HHCTPYMEHTAJIbHbIE TaHHBIE
Yacto [Toeimenne aktuBHocTH AJIT (7 %), moBbimenue aktuBHOcTH ACT
(5.%)

2 [Tobounvie peakyuu, c6513b KOMOPLIX C NPUMEHEHUEM NPenapama no Kpatineli Mmepe 603MONCHA.

Obvedunennvie OanHble N0 HeCKOJIbKUM UCCAeO08AHUAM

HexxenaTenbHble peakiuu, BO3HUKAWOIINE MeHee ueM Yy 5 % malueHTOB ¢ XPOHUYECKUM
renatutoM C npu NPUMEHEHUH KOMOWHAIMU JaKjiaTacBUp + acyHAmpeBHp: KOXKHAs ChIMb,
KO>KHBIN 3y, aJIONCIHUA, 3031/IHO(1)I/IJ'II/I$I, TpOM6OHI/ITOHeHI/I$[, AHEMMUI, MOBBINICHUEC TEMIICPATYPhI
Tena, HeJOMOTaHue, 03H00; OECCOHHMIIA; CHIDKEHHE alleTUuTa, JUCKOM(OPT B KUBOTE, 3arop,
00Jb B BEpXHEH 4acTH KUBOTA, CTOMATHUT, B3yTHE KUBOTA, PBOTA; MOBBIIIEHUE apTEPHATLHOTO
JaBJICHHUA, 00JIb B CyCTaBax, pUruiJHOCTb MBIIIIIL; Ha30(1)apI/IHFI/IT, 00JIb B POTOIJIOTKE, ITOBBIIIICHUEC
AKTHBHOCTH ramMmma-TIooyauHTpaHcdepassbl, IETOYHOMN docdarassl, JIUTIA3HI,
TUTNI0ATEOYMUHEMUSI.

Jlakmatacsup + coocOyBup

Pesome npoghuns 6ezonacnocmu
be3onmacHOCTh MpUMEHEHHS MaKiaTacBUpa B KOMOWHAIMU C co(OCOYBUPOM OIICHUBAJIACH

B KJIMHUYECKUX HCCIENOBaHUAX ¢ ywyactuem nauueHToB ¢ BI'C renortumnos 1, 2, 3, 4 umu 6,
13
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BKJTFOYas manueHToB ¢ konHeknueit BI'C u BUH, naune'ﬂggé—ﬁ%%ﬁé%gmggogaﬂ :a':'r-::l:'K;Ke

nanueHToB ¢ peuuanom nHpekunn BI'C nocne Tpancmantanuu neyeHu. [IpogomkuTenbHOCTh
Tepanuu coctasisuia 8, 12 unu 24 nenenu. Hanbonee pacripocrpanenasivu HIIP (wactorta 10 %
U BbIIIC) OBLIK: MOBBIIIEHHAS yToMIsieMOCTh (19 %), romosHast 60 (15 %) u TommoTa (11 %).
bonpmuacTBO HJIP OBUIM CiTaObIMH M yMEpPEHHBIMU 10 TsDKeCTH. Y 5 % manueHToB ObLH
3apeructpupoBansl CHS. 4 % nammenToB mnpekpatuiau jedeHue mno npuumHe HS; Tombko
y OJHOI'0 U3 HUX 3TO PAaCLEHEHO KaK UMEIOIEe OTHOIIEHUE K UCCIIEAyEMOI Tepanuu.

Tabnuunoe pestome HedxiceramenbHbIX peaKyull

HJIP, Bo3nukaBmme y > 5% mnanueHToB ¢ XpoHWYeckuM TematutoM C mpu TpPUMEHEHUH
KOMOWHAIMH JTaKiIaTacBup + copocOyBup (¢ mim 0e3 mpuMeHeHHsI puOaBUPHHA), TIPE/ICTABICHEI
Hke. Yacrora Bo3HukHOBeHMss HJIP npuBegeHa B COOTBETCTBMM  CO  IIKAJIOM:

oueHb yacto (> 1/10), gacro (> 1/100 u < 1/10).

CucreMbl ITo6ouHbIe peakuuu®

opraHosB / JNakaaracsup + copocoysup + | lakaaracsup + codpocoysup®
Jyacrora pubaBupun®

BO3HMKHOBEHHS

HJIP

Hapyumenusi co cTOpoHbI KPOBH U JIMM(ATHYECKONH CHCTEMbI

Ouenb yacTo ‘ Anemus ‘

Hapymenusi co cTopoHbl 00MeHA BeleCTB M MUTAHUS

Yacro \ CHmKeHue anmnerura \

Hapyumenus ncuxuku

Yacro \ becconnuna, pa3apaxuTeIbHOCTb \ becconnuna

Hapyumienus co CTOpoHbl HEPBHOM CHCTEMbI

O4eHb yacTo I"onoBHas 6oib I'onoBHas 6onb

Yacro I'010BOKpY’KEHNE, MUTPEHD I'0n0BOKpYK€EHNE, MUTPEHD
HapymeHnusi co CTOPOHBI COCYI0B

Yacto ‘ «IIpunuBeD» ‘

HapyieHnusi co cTOPpOHBI AbIXaTeJIbHOI CHCTEMbl, OPTaHOB I'PY/IHOI KJIETKH H CPeJ0CTeHHS
Yacto Opplnixa, OJIBIIIKA pu

¢u3nyeckoil Harpyske, Kallenb,
3aJI0’KEHHOCTh HOCA

HapymieHnnsi co CTOPOHBI KeJIYyA0YHO-KHIIEYHOT0 TPAKTA

OdeHpb yacTo TomrHoTa
Yacro Huapesi, pBora, 0601b B XKHBOTE, | TomHOTa, AUapes, 60JIb B )KUBOTE
ractpon3odareanpHas

pednrokcHass  Ooye3Hb,  3armop,
CYXOCTb BO PTY, METEOPHU3M

HapyumieHus co CTOpOHBbI KOKH M NMOAKOKHBIX TKAHEH

Yacto Colinib, anonenusi, 3yl, CYXOCTb
KOXKH
HapyuieHust co CTOPOHBI CKeJIETHO-MBIIIEYHOM U COCIMHUTEIbHOM TKAHU
Yacro ‘ Boub B cycTaBax, 00Jib B MBIIIIAX ‘ Boub B cycTaBax, 00Jib B MBIIIIAX
OO0mme paccTpolcTBa
OueHb YacTo ‘ YTOMIIsI€MOCTh ‘ YTOMIIsI€MOCTh
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inoc ] I (2
& [To6ounwvie peaxyuu, cés13b KOMOpwvlx ¢ npumereHuem zpenapamarlra R‘pZJI A;épengwtob'fcﬁa Eﬁbeéﬁm‘éuuble

OaHHbIE NO HECKObKUM UCCTIEO0B8AHUAM.
043 % nayuenmos 6 pamkax KAUHUYECKUX UCCIeO06AHULl NPUHUMANU pubasupun 6 OONoaHeHue K KOMOuHayuu

daknamaceup + cogpocobysup: cryuaes anemuu 3aQUKCUPOBAHO He ObLIO.

JlaknaTacBup B KOMOMHAIIMU C ACYHaIrIpeBupoMm, HSFI/IHTeD(beDOHOM aﬂbd)a n DI/I6aBI/IDI/IHOM

Pestome npogpuns 6ezonacnocmu

Bbe3onacHOCTh MpUMEHEHUs JaKjIaTacBUpa B KOMOMHAIIMY C aCyHAIPEBUPOM, MAITHHTEP(EpoHOM
anbpa u pubaBUPUHOM OlICHMBaIach B KiaumHUYeckoMm wuccieaoBannn HALLMARK QUAD
CO CpeHel MPOJOJKUTEIBHOCThIO Tepanuu 24 Heaenu. Hanbonee pacnpoctpanenasivua HJIP
(gacrora 15 % wu BbImIE), HAOMIOMAEMBIMU B KIIMHHYECKUX MCCIIEIOBAHUAX MPH HUCIOJIH30BAHUT
CXEMBI TEpaluu JaKJIaTacBUp + acyHampeBup + maruatepdepoH ambda + pubaBUpHH OBLIH:
noBbIieHHass yromsieMocTh (39 %), romoBHas 6osb (28 %), 3ya (25 %), acrenus (23 %),
rpunmnonogobHoe cocrosiaue (22 %), Oecconnmma (21 %), amemus (19 %), cemb (18 %),
amonierust (16 %), pasgpaxutensHocTh (16 %), TommHora (15 %). JlomonHHUTETHHBIMU
n00OYHBIMU (P PEeKTaMH, BO3HUKABIIMMHU Y MAIMEHTOB C XpOHWYeCKMM rematutom C mpu
UCIIOJIb30BAaHUU CXEMBbl Tepaluu JakjiaTacBUp + acyHampeBup + maruHtepdepoH ambda +
pubaBupHH, ObUTH: CyXOCTh KOKH (15 %), cHmwkenue anmerura (12 %), 60s1b B MbImiax (14 %),
muxopazka (15 %), kamens (13 %), oxpimika (11 %), weitrponenus (14 %), mumdonenus (1 %),
nuapest (14 %), 6onp B cycraBax (9 %). bonpmuncrso HJIP Obutn criabbiMu M1 yMEpEHHBIMU
no TsokecTd. Y 6 % marmentoB Obumn 3apeructpupoBanbl CHS. 5 % manmeHTOB mpekpatuim
neuenne no npuuuHe HS, mpu stom Hambonee pacnpoctpaneHHsIMM HSl, npuBoasumMu
K IIPEKPAILEHUIO JIeYeHUs], OB ChIllb, HEIOMOTaHUE, TOJIOBOKPYKEHUE U HEUTPOTIEHHUSL.

B xnMHIYECKOM HCCIIeIOBaHUH TEPAIHH JaKJIATaACBUD + acyHAIIpeBHp + MITHHTEPEpOH anbda +
pubaBupuH yactora coobmaeMbix HJIP Oblna aHamornyHol Mexay nalueHTaMu, MoTy4aBIIuMU
ianefo, W MalydeHTaMH, MOJY4YaBIIMMH YKa3aHHYIO Tepamuio, 3a uckimoueHuem 2-x HIIP —
acTeHUsI U TPUMNONOA0O0HOe cocTosHue. YkasaHHble HJIP Obuln  eAMHCTBEHHBIMH,
BO3HHUKABIIMMHU C YacTOTOH MHUHUMYM Ha 5 % BBIIIE, YeM CpEId TAIHMEHTOB, TMOJTYYaBIINX
rwiane0o.

JlakaaTacBUp B KOMOHWHAIIMH C HBFHHTeDd)CDOHOM anbd)a u DI/I6aBI/IDI/IHOM

Peztome npogpunsa 6ezonacnocmu

be3zonacHOCTh MpUMEHEHHS JaKiIaTacBUpa OlEeHUBAIACh B 10-TH KIMHUYECKUX HCCIICIOBAHMIX
y MaIMeHToB ¢ XxpoHndeckuM renatutom C, momydaBmux 60 mr mpemapara JlaknaBuzap 1 pas
BJIeHb B KOMOMHAmMM ¢ T1oruHreppepoHom anbpa U pubaBupuHoMm. Haumbonee
pactipoctpanerabiMu HJIP (wactora 15 % u BbIlie) ObUTH: TOBBIIICHHAS yTOMIIIEMOCTh (37 %),

rojoBHast 6omb (28 %), 3ya (23 %), anmemus (22 %), rpunmomnonodHoe cocrosaue (22 %),
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tomnora (20 %), G6ecconnnna (20 %), HEHTpQUEHHS (Eb"/%))—l ERRER] ?2(#%53:%;171’11; :(':@'%),

COOTBETCTBYET 3KCMEPTHOMY OTUETY

cHwkenue anmneruta (18 %), cyxocts koxu (18 %), anmomnerus (17 %) u uxopaaka (15 %).

B knuHMueckux uccnepoBaHusx He ObU10 BhisiBIeHO HJIP ¢ wactoToit Munumym Ha 5 % BbIime
y MalKUeHTOB, MOJy4YaBIINX TEPANHIO, BKIIOYAIOUIYIO 1aKJIaTaCBUP, 10 CPAaBHEHUIO C MallMEHTaMH,
MOJIyYyaBUIMMH I1ane6o, myruHTepdepon anbda U pubaBUpUH. Y NAIUMEHTOB, MOTYYarOIINX
1ane0o COBMeCTHO ¢ maruHTepdepoHom anbha u pudasupunom, HJIP 3—4 crenenu Bo3HHUKAIN
qame (24 %), 4yem y ManueHTOB, HAXOAMBIIMUXCS Ha JICYCHHMH KOMOWHAIMEW JaKiaTtacBup +
mruaTepdepon anbda + pubasupun (20 %).

Yacrora 3adukcupoBanHbix CHS, cBs3aHHBIX C TMOJIy4aeMOH Tepanuen, Tak e Kak
Y TIPUOCTAaHOBKA Tepanuu B CBsi3u ¢ HS, ObuM CXOQHBIMU B 00CHMX yKa3aHHBIX BBIIIE TPYIIITAX
MAIMEHTOB.

Ypoenp HS B moarpynmax mMmanueHTOB C IUPPO3OM T[EUEHU, TMOJYYaBIIMX TEPAMUIO
KOMOWHAIMEH nakmaracBup + maIruHTepdepoH anbda + pubaBUpPWH, ObLT CXOXK C TaKOBBIM
y MAIMEeHTOB, MOJIYYaBIINX TUIAe00 B COUETaHWU C MIruHTepdepoHoM anbda u pudaBUPHHOM
(92 % npotuB 96 % COOTBETCTBEHHO).

Pe3yabTaThl Ha6ODaTODHHX HCCIICIOBAHUM

[TaTonornyeckue OTKJIOHEHUs J1a0OpaTOpHBIX IIOKas3aTeled oT HOpMbl 3—4  cTemneHw,
Habmo1aemble cpeau namnueHToB ¢ BI'C, nomyyaBmimx KoMOMHHUPOBAHHOE JIEYEHUE TIperapaToM
JaxnaBu3ap, npeacrasieHs! B Tabmumax 5 u 6.

Tabnuya 5. Ilamonozuueckue omKkiIoHenun 1a6OPamopHvIX noKazamenei om Hopmvl 3—4
cmenenu, Habdn0aemble 6 KIUHUYECKUX UCC1e006aHUuAX mepanuu npenapamom /laknasusap

6 KOMOUHUPOBAHHOI mepanuu

IHapamerp ? JakJjiatacsup B JlakiaTacBup B KOMOMHALUH
KOMOMHAIIUH C ¢ copocOyBHpOM £
acCyHanpeBHPOM pubaBupuH

I"'emornoOuH <1% 1%

[ToBbIIeHNE AKTHBHOCTH 4% <1%

AJIT (> 5,1 x B[TH®)

[ToBbIIeHNE AKTHBHOCTH 3% <1%

ACT (> 5,1 x BT'H)

[ToBbIIeHNE ypOBHS 0OLIETO <1% 3 %*

omnpyouna (> 2,6 BI'H)

@ Pezynbmamul 1a00pamopuvix ucciedoganull oviiu Kiaccuguyuposanvl no cucmeme DAIDS ons kiaccugpuxayuu
MAACECTNU HEeHCeTAMENbHBIX S8TeHUll Y 63poCiblx u Oemetl, gepcuu 1.0.

% BI'H — eepxuss epanuya HopmbL.

* Tloevuuenue ypoeus obweco bunupybuna 3—4 cmenenu 6610 3apeucmpuposanHo MOIbKO y NAYUEHMOS
¢ koungpexyueti BUY, nonyuaswux cosmecmuo amazanasup, uiu y nayuenmos ¢ yupposom nedenu, noayyasuiux
pubasupun.

Taobnuya 6. Ilamonocuueckue OomMKIOHEHUA 1AO0OPAMOPHBIX nOKazameneil om Hopmbl 3—4
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Tac DB HOC T 002
cmenenu, Habaoaemole 6 KIUHUYECKUX UCC vdo.ecmu';rxL WEB%E;QDLEMDMEF RAaguzap

6 KOMOUHUPOBAHHOI Mepanuu

IHapameTp? JakiaaTacBup B KOMOMHALMH JaxkaaTacBup B
C acyHaNpeBUPOM, KOMOMHAIUH C
mruntepgeponom anbda, | mrunrepdeponom ajabpa,
puOaBHPHHOM pudaABUPHHOM
[ToBpimenue akruBHOCTH AJIT 3% 2%
(> 5,1 x BTHO)
[ToBbimenue aktuBHocTd ACT 3% 2%
(> 5,1 x BI'H)
[ToBbiieHre ypoBHS OOIIEro 1% 6 %*
ounupy6una (> 2,6 BI'H)

¢ Pe3ynomamul 1a00pamopHwix ucciedosanuti oviiu kraccuguyuposanvt no cucmeme DAIDS ona knaccuguxayuu
msdicecmu HedicelamenbHulX A6LeHUU Y 83pocavix u demet, eepcuu 1.0.

® BI'H — eepxnsa epanuya HopmbL.

* [osvlueHue ypoeHs 0bue2o burupyouHa 6vi10 3apecucmpuposano y nayueHmos ¢ Kourngekyuei BUY, noryuasuiux

coemMecmHo amasanasup.

JlaHHBIE TOCTMAPKETHUHIOBBIX UCCIICAOBAHUM

B X0t TOCTMapKeTHHIOBBIX HCCIIEOBAHUH JaKiaTacBupa ObUTH 3a()MKCHPOBAHBI CIEAYIOUIHE
H4I ¢ HeycTaHOBIIEHHOM 4acTOTOM.

Llaxnamaceup + acynanpesup

Hapymienust co CTOpOHBI KOKH U TTOAKOXKHBIX TKaHEeH: MHOroopMHasi spurema.

Haxnamacsup + cogpocdbysup npu coemecmHom NpUMeHeHUlU ¢ AMUOOAPOHOM

Hapymiennst co cTOpoHBI cepjla: CcepJAedyHble apUTMHUU, BKIOYAS TSKEIYI0 OpaauKapiauio
u Onokany cepama (cm. pasgensl «OcoOble ykasaHus» W «B3aumojaeicTBue ¢ JApyruMH
JIEKapCTBEHHBIMHU IIpenaparaMmu», a TakKe HMHCTPYKIUM [0 NPHUMEHEHUIO IIPenapaTos,
COJIEpKaIINX aMHOAAPOH U cohocOyBHUD).

Ecnu nmo6bie u3 ykazanHbix B MHCTpYKIuu HIIP ycyryomnstores, ninu Bel 3amMetnnu ro0ble aipyrue

no0ouHbIe 3 PeKThl, HE YKa3aHHbIE B MHCTPYKIINH, COO0IIMTE 00 3TOM Bpayy.

Ilepeno3upoBka

CUMITOMOB MEPEIO3UPOBKH HE OMTUCAHO.

B ximmandeckux nccnenoBanuax (aszel | mpu mpuMEeHEHUH TIpernapara y 3I0pOBBIX I00POBOIBIIEB
B no3ax g0 100 mMr B TedeHHe mepuoja BPEMEHU MPOAOKUTENBHOCThIO 10 14 nHel uiu
OJTHOKpaTHOH 10361 10 200 MI HE OTMEUYAIHCh HEMpPEIBUICHHBIE TTOOOYHBIE PEaKIuu. AHTUIOT
K JIaKJIaTaCBUPY OTCYTCTBYET. JIeueHne mepeao3upoBKU MpenapaToM JOKHO BKIIOUYATh oOIre
MO/JICPKUBAIOIINE MEPBI, B TOM YHCJIE MOHUTOPHUHT TIOKa3aTeliel )KM3HEHHO BaXKHBIX (PYHKITUH
Y KJIMHUYECKOTO COCTOSIHHSI MallieHTa. BBUIY BBICOKOTO CBSI3BIBAHMSI JAKJIaTacBHpa ¢ OeIKaMu
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B3aumopeiicTBHE ¢ APYTHUMHU JIEKAPCTBEHHBIMH CPeICTBAMH

BBuny Toro, uro mpemapar JlakiaBu3ap NpuUMEHSIETCS B COCTaBeé KOMOWHHPOBAHHBIX CXEM
JIeYEHUs, CIeIyeT O3HAKOMUTHCS C BO3MOXKHBIMH B3aUMOJICUCTBUSAMHU C KaXIbIM U3 MPENapaToB
cxembl. [lpm Ha3Ha4eHWH CONYTCTBYIOUIEW Tepamuu CleAyeT coOnronaTh Hamboee
KOHCEPBATUBHbBIE PEKOMEHIAINH.

HaknaracBup siBisiercs cyocrparom uzopepmenta CYP3A4, mosToMy yMepeHHBIE U CHIIbHBIC
uHaykTopbl n3odepmenta CYP3A4 MoryT CHWXKAaTh KOHIIGHTpAIlMIO JaKjaTacBUpa B IUIa3Me
U TepaneBTuieckuii 3¢ ekt gaknaracsupa. CuiibHbie ”HTHOUTOPHI H30dpepmenta CYP3A4 moryt
NOBBIIATh CHIBOPOTOYHYIO KOHIEHTpALMIO JakiaracBupa. JlaknaracBup SIBISETCS TakKke
cyoctparom P-rmukonpotenna (P-gp) u 6enka-tpancnoprepa opranndeckux katuonos (OCT) 1,
HO COBMECTHOTO NMPUMEHEHHs CPEACTB, BIUSIOIIUX TOJBKO Ha cBoiicTBa P-gp umu OCT 1 (6e3
oaHoBpeMeHHoro BiusiHus Ha CYP3A), HegocTaToyHO )1 TTOTYyYSHHUS! KIMHUYECKHA 3HAYUMOTO
BJIMSIHUS HA KOHLEHTPALIMIO JAaKJIaTacBUpa B IUIa3Me.

JaknaracBup sBIseTCS HHTUOMTOpOM P-gp, TpaHCHOPTHOrO MOMUNENTHIA OPraHUYECKHX
anuonoB (OATP) 1B1 u 1B3 u OGenka pe3ucTeHTHOCTH paka MoiouyHou kene3sl (BCRP).
[Tpumenenue npenapara JlakiaBuzap MOKeT MOBBIIIATH CHCTEMHOE BO3/ICHCTBHE JIEKApPCTBEHHBIX
IIPenapaToB, SABISIOIIUXCS cyOcTpaTaMu P-riuMkonpoTrenHa WiM TPaHCHOPTHOIO MOJUIENTHA
opranndeckux anHnoHoB 1B1/1B3 unu BCRP, uTo MOXeT yBelIWYHUTh WM MPOJOHTUPOBATH MX
TepaneBTHUECKUl >PPEeKT H YCHINTh HexenaTenbHble sBIeHHUA. Creayer coOar0AaTh
OCTOPOKHOCTh IPH COBMECTHOM IPUMEHEHHMM JlaKjlaTaCBUpa M CyOCTpaTOB yKa3aHHBIX
130()epMEHTOB/TIEPEHOCYMKOB, OCOOEHHO B Cily4ae Y3KOro TepaneBTHYECKOro JHuana3oHa
MOCJICAHUX.

[TpenapaThl, MpUMEHEHUE KOTOPBIX COBMECTHO C IpenaparoMm JlakiaBu3ap MpOTHBOINOKA3aHO,
nepeurciensl B Tabmuie 7 (cM. Taxoke pasaen «I[IpoTHBomoKa3aHus»):

Tabnuya 1. Ilpenapamel, npumenenue KOmopvlx coemecmuo c¢ npenapamom /laxknasusap

npomMuEONnoOKaA3ano
Mexanusm Pesyabratr JlexkapcTBeHHbIE CPEACTBA,
B3aMMoO/IelCTBHSA B3anMo/IelcTBHUSA NPOTHBOMOKA3aHHbIE K MPUMEHEHHUIO
COBMECTHO ¢ npenapartom JlakjaaBuzap
CunbHas nHayKIus | CoBMeCTHOE IIpomueosnunenmuyeckue cpeocmsa
uzopepmenta CYP3A co | mpumMeHeHHe moxet | KapbamazenuH, OKCKapOa3emnuH,
CTOPOHBI COBMECTHO |[BECTH K  CHWXEHHIO | heHoOapouTan, peHUuTOnH.
IPUMEHSIEMOT0 KOHIICHTPALUU Anmubaxmepuansbhsie cpedcmea
JIEKapCTBEHHOT'O CPE/CTBA | AaKjaTacBupa B Iuia3me | Pupammnunun, pudalbytun, pudamneHTnH.
KpoBH, 4TO  MOXKeT | CucmemHvie 2110KOKOPMUKOCMEPOUbL
MPUBOJIUTH K | JlekcamerasoH.
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OTCYTCTBHIO
BUPYCOJIOTHYECKOTO
OTBETA Ha JAKJIATaCBUP

Plbmulettinige dpeocmd -~ = 2007

[Ipenaparsl
(Hypericum perforatum)

3Bepobos

@ — [Ipuseden HenoaHblil nepeuerv sewecms, unoyyupyrowux uzopepmenm CYP3A4.

B TaGHI/ILIe 8 MpeaACTaBJICHBI KIMHUYCCKHUEC PECKOMCHAANUHA TSI YCTAHOBJICHHBIX U TOTCHIHUAJIBHO

3HAaYUMbIX JICKApCTBCHHBIX

JICKApCTBEHHBIMU

npernapaTamu.

B3aUMOJIECTBUN

Kinnauuecku

npernapara

3HAaYUMBbIC

HakmaBuzap ¢

ApYruMu

IOBBIIICHNWA  KOHICHTpalunu

0003HaYeHBI 3HAYKOM ((T)), KIMHUYECKHU 3HAYUMbIC YMCHBIICHHA — 3HAYKOM «l» U OTCYTCTBHE

KIIMHAYECKU 3HAUMMBIX N3MEHEHHIH — 3HAYKOM «<> ).

8.

é3aumooeiicmeus

Tabnuua

Ycemanoenennwie

nOmeHyuaibHo

3Hauumble

Mesrncjiiekapcmeennole

Kacce
npemnapara /
Ha3Banue

COIMMYTCTBYHOLIETO

JICKAPCTBCHHOI'O

Bausinue HA KOHLIEHTPALMIO

npenapara

KoMMeHTapuii mo KJIMHH4YeCKOWH
3HAYUMOCTH B3aMMOJeHCTBUS

ITPOTUBOBUPYCHBIE ITPE

ITAPATBI, BI'C

Huneubumopul npomeasovi

n3yqasioch. OKUTAETCS BBUAY
WHTHOUpOBaHUS u30(epMeHTa
CYP3A4 6ouenpeBupom:

1 JaKiaTacBUp

AcyHanpeBup <> JaKJIaTacBUp M3meHeHust 03bl acyHanmpeBUpa HE
<> acyHampeBup Tpebyercs
bouenpesup BzaumoneiictBue He | Jlo3y npenapara [laknaBuzap cienyer

cHU3UTH 10 30 Mr OUH pa3 B CYTKU
IPU COIYTCTBYIOIIEM NPUMEHEHHUU
OouenpeBupa WM JAPYTUX CHIBHBIX
uHruéutopoB m3ohepmenra CYP3A4

Cumernpesup 150 mr ogus pa3 B
cyTku (maknataceup 60 Mr onuH
pa3 B CyTKH)

> JIaKJIaTaCBUP
<> CUMETIPEBUP

M3MeneHuss J03bl JAakjaTacBuUpa H
CHUMETpeBUpa He TpeOyeTcs

Tenanpesup 500 mr xaxasie 12
yacoB (naknatacsup 20 Mr oiuH

pa3 B CyTKH)

1 IakiaTacBUp
<> TeTanpeBup

Tenanpepup 750 mr kaxuapie 8
yacoB (nakigatacsup 20 Mr oauH

pa3 B CyTKH)

CoBmecTHOE MIpUMEHEHNE
YBEJINYNBAET KOHLICHTPALHIO
JakjmaracBupa B miasme.  Jlo3y
npernapata  JlaknaBuzap — clienyeT

cHU3UTH 10 30 Mr OUH pa3 B CYTKHU
IPU COIYTCTBYIOIIEM NPUMEHEHHUU
TeJIalpeBUpa WU JPYTUX CHIBHBIX
nHrnouropos uzodepmenta CYP3A4

Ibeunmepghepon u pubasupun

[Isrunrepdepon anbda 180 Mxr
OIMH pa3 B HEAECI U
pubasupud 500 mr wim 600 Mr
JIBa pa3a B CyTKH (ZaKJIaTaCcBUP
60 Mr oiMH pa3 B CyTKH)

<> JaKJIaTacBUp
> MruHTepdepoH ansda
<> pubaBUpPUH

W3MeneHuss 103bl  JakKiaTacBupa,
meruHTepdepoHa anbga WIH
pubaBuprHa He TpeOyeTcst

Hyxneomuonwiii uneubumop nonumepasul

Codocoyrup 400 Mr oauH pa3 B
CyTKH (makyiatacBup 60 Mr ouH

pa3 B CYyTKH)

<> JTaKJIaTaCBHUpP
GS-331007  (ocHOBHOI
MeTabomut cogocOyBUpa)

>

W3MeHeHnsT J03bI JaKaTacBupa W
codocOyBupa He TpedyeTcst

INPOTUBOBUPYCHBIE IIPUIIAPATDBI, BUY u BI'B (Bupyc

renarura B)

Huneubumopul npomeasvi

Atazanasup 300 Mr/ puToHABUD
100 Mr oauH pa3 B CYTKH

1 makimaTacBUp

(maxmaraceup 20 Mr OAMH pa3 B

Jo3y maknatacBupa cieayeT CHU3HUTh
qo 30 Mr oguH pa3 B CYTKH IIpH
COIYTCTBYIOIIEM PUMEHECHUH
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Kaacc CONMYTCTBYIOIIEr0
npenapara / 3HAYUMOCTH B3auUMO/JeicTBUS
Ha3zBanue JieKapCTBEHHOIO
npenapara
CYTKH) aTazaHaBUpa/pUTOHABUPA HTH
ArazaHaBup/KoOUIIUCTAT BzanmoneiicTBrue He | aTa3aHABUPa/KOOMIUCTATA, uin
m3ydanock. Oxumaercss BBHIY | APYTHUX CHJIPHBIX MHTHOUTOPOB
uHrHOUpoBaHUs m30depmenta | 30depmenra CYP3A4
CYP3A4
aTa3aHaBUPOM/KOOHITUCTATOM:
1 ImakiaTacBUp
HMapynasup 800 Mr / pUTOHABHUD | <> JaKIaTaCBUP W3smeHeHnuss o3bl  JaKjaTacBHpa,
100 Mr omuH pa3 B CYTKH | <> JapyHaBHUP JapyHaBUpa/pUTOHABHPA,
(maxmaraceup 30 MI OIMH pa3 B | <> JIONIMHABHP JOTIMHABUPA/PUTOHABHPA,
CYTKH) JapyHaBUpa/KoOuIcTaTa HE

Jlonuuaasup 400 Mr / puTOHABUD
100 mMr nBa pa3a B CYTKH
(maxmaracBup 30 Mr oauH pa3s B
CYTKH)

HapynaBup/kobunucraT

BzaumopeiicTBue HE
n3yqanock. Oxunaercs:

<> JTaKJIATaCBHUP

TpeOyercs

Hyxneosuonvie uneubumopul obpamuoii mpanckpunmaszuvl (HUOT)

Tenodosup JTU30TPOKCHIT
¢ymapar 300 mMr omuH pa3 B
cyTku (maknatacBup 60 Mr onuH
pa3 B CyTKH)

<> JIaKJIaTaCBUP
> TeHo(oBHp

M3mMeneHuss 103bl JAakjaTacBUpa H
TeHo(OBHpa HE TpeOyeTCs

JlamuByuH
3U0BYIMH
OMTpUIHUTAONH
AbaxaBup
Junano3ux
CraBynuH

BzaumopeiicTBue
u3yqanock. Oxunaercs:

<> JIaKJIaTaCBHpP
« HUOT

HE

M3mMeneHuss J03bl JAakjaTacBupa H
HUOT ne tpebyercs

Henykneozuouvie uneubumopsi o

opamnou mpanckpunmaszvl (HHHUOT)

O¢aBupens 600 mr onun pa3 B
CyTKH (nakyaracBup 60 Mr ouH
pa3 B cytku / 120 Mr ouH pa3 B

CYTKH)

| maxmaracBup

Hozy JlaKJIaTacBupa cienyer
yBENWYUTH A0 90 MT OJIMH pa3 B CyTKH
IPU COMYTCTBYIOLIEM NPUMEHEHHUU
s¢aBupeH3a WM APYTHX YMEPEHHBIX
uHykTopoB n3odpepmenta CYP3A4

OTpaBUpPUH BzaumopeiicTBue He | Beuny OTCYTCTBHS JIQHHBIX,

Hesupanun u3yqyanoch. OXUJaeTcss BBUAY | COBMECTHOE NIPUMEHEHUE
UHIYKIUU n3o()epMeHTa | JaKllaTacCBUpa W OJTpPaBUpPUHA WU
CYP3A4  oTpaBUpMHOM W | HEBUPAIIMHA HE PEKOMEHIYETCS
HEBHUPAITMHOM:
| aknaracBup

PunnuBupun BzanmoneiicTBrne He | UsMeHeHust 103bl JakiaTtacBupa U
m3ydanock. Oxxumaercs: pUINUBUpPHHA HE TpeOyeTcs
> aKJIaTaCBUpP
<> PUITIUBUPUH

Hneubumopwtr unmezpaswi

HomyterpaBup 50 mMr 1 pa3 B|<«> makiaTacBUp M3meHenust 03Bl JaKiIaTacBupa M

cyTkH (naknatacBup 60 Mr oauH | 1 moiyTerpaBup JONTyTerpaBrpa He TpedyeTcs

pa3 B CYTKH)

PanrerpaBup BzaumMonericteue He | UsMeHeHusT 103bl JakiaTtacBupa U

m3yqasock. OumaeTcs:

panterpaBupa He TpeOyeTcs
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Kaacc CONYTCTBYIOLUEr0

npenapara / 3HAYUMOCTH B3aMMOJCHCTBUSA
Haspanue  J1eKapCTBEHHOIO

npenapara

<> TaKJIaTaCBUP
<> pajITerpaBup

OnButerpaBup + kobumucrar +
SMTpHULIUTAOWH + TEHO(DOBUD

BzaumopeticTBue HE
n3ydanoch. OKUIAETCS BBUAY
WHTHOMPOBAaHUS W30 epMEHTA
CYP3 A4 xkoOuipcraToM:

1 JakiaTacBUp

o3y nmpenaparta JlaknaBuzap cieayet
cHU3UTH A0 30 Mr OUH pa3 B CYTKHU
IIPU COIYTCTBYIOIIEM NPUMEHEHUU
KoOMLMCTaTa WINM IPYTUX CHIIBHBIX
nnruoutopos nzopepmenta CYP3A4

Hueubumop cruanus

OHyBUPTUA

BzaumopeticTBue
n3ydanock. Oxugaercs:
> JJaKJIaTacBUP

> 5HQYBUPTH]

HE

W3meHeHuss 1103kl AaKiiaTaCBUpa H
3HYBUPTHAA HE TpeOyeTCs

Anmaeonucm CCRS peyenmopos

MapaBupok

BzaumopeiicTBue HE
n3yqanock. Oxumaercs:

<> JJaKjlaTaCBUP

<> MapaBHUpPOK

H3mMeneHuss 103bl JAakjaTacBUpa H
MapaBHpOKa He Tpedyercs

CPEJACTBA, IOJABJIAIOHIME KHCJIOTOOBPA3OBAHUE

Anmazonucm Hr-eucmamunosolx peuyenmopoe

®amotuaua 40 M OJHOKPATHO
(maxmaracBup 60 MT
OJIHOKPATHO)

<> JJaKjlaTaCBUP

M3mMeneHuss 103bl JakiaracBUpa HE
Tpebyercs

Hueubumopvl npomonHot nomnul

Owmenpazon 40 Mr oguH pas B
cyTku (maknaraceup 60 Mr onuH

pa3 B CYyTKH)

> aKJIaTaCBUP

M3MeneHuss 103bl JaKkjiatacBUpa HeE
Tpebyercs

AHTUBAKTEPHUAJIBHBIE IIPEITAPATBI

Knaputpomuuux B3aumopeiictBue He | [lo3y npenapata JlaknaBuzap ciaenyer
TenutpoMulIUH m3ydasnock. OXugaeTcss BBUAY | CHU3HUTH 0 30 MT' OJUH pa3 B CYTKH
WHTMOMpOBaHUS W30(epMEHTa | IPU  COIMYTCTBYIOIIEM NPUMEHEHHUU
CYP3A4 anTOHOTHKaMH: KJIApUTPOMHULIMHA,  TEIUTPOMULMHA
1 maxyiaTacBUp WIN JPYTHX CHJIBHBIX WHTHOUTOPOB
uzodpepmenta CYP3A4
OpUTPOMHULINH Bsaumogeiicteue He | CoBMECTHOE IIPHMEHEHHE Mpernapara
n3ydanock. Oxwunaercss BBUAY | JlaknaBH3ap ¥ 3pUTPOMHLMHA MOXKET
WHTHOMPOBaHUS M30(epMeHTa | TPUBECTU K YBEITHYEHHIO
CYP3A4 aHTHOHOTHKOM: KOHUEHTpaLun JlaKJIaTacBUpa.
1 AaxyaTacBUp [IpMEHSTBh ¢ OCTOPOIKHOCTBIO
A3uTpoMUIIuH Bsaumonelicteue He | I3MeHeHua [103bl JakiiatacBupa |
Hunpodnokcanun n3ydanock. Oxugaercs: a3UTPOMHULMHA WA
<> JIaKJIaTacBUP nunpodiokcanuHa He Tpedyercs
<> a3UTPOMUIIVH
<> nUnpodIIoKcalyH
AHTHUKOATI'YJISAHTBI

Jlaburatpana sTekcuiar

Bsaumonelicteue HE
n3ydanock. Oxunaercss BBUIY
WHTHOUPOBAHUS!

P-gp maxmaracBupom:
1 maburarpaHa STCKCUIIAT

Pexomennyercs TINATEIbHBIA
MOHHUTOPUHT 0e30macHOCTH
NPpUMCHCHHA B Ha4dajJI€ IPUMCHCHHSA
cxeM ¢ mpemaparoMm JlaknaBuzap y
MAI[UCHTOB, MPUHUMAIOIIUX
JaburatpaHa STEKCWIAT WIH JPYTHE
cybcTpaTh P-gp c Y3KUM

21



http://www.lsgeotar.ru/pharma_mnn/269.html?XFrom=www.lsgeotar.ru
http://www.lsgeotar.ru/pharma_mnn/2584.html?XFrom=www.lsgeotar.ru
http://www.lsgeotar.ru/pharma_mnn/269.html?XFrom=www.lsgeotar.ru
http://www.lsgeotar.ru/pharma_mnn/269.html?XFrom=www.lsgeotar.ru
http://www.lsgeotar.ru/pharma_mnn/269.html?XFrom=www.lsgeotar.ru
http://www.lsgeotar.ru/pharma_mnn/269.html?XFrom=www.lsgeotar.ru
http://www.lsgeotar.ru/pharma_mnn/269.html?XFrom=www.lsgeotar.ru
http://www.lsgeotar.ru/pharma_mnn/750.html?XFrom=www.lsgeotar.ru
http://www.lsgeotar.ru/pharma_mnn/750.html?XFrom=www.lsgeotar.ru

COOTBETCTBYET ZKCNEPTHOMY OTUETY

—
B

ot 16.07.2025 N2 1

KowmdrenTapmii - 10 - KTHnnTeckoii

Biansinue Ha KOﬂueHTpau'M('r""

Kaacc COIIYTCTBYIOLLIET0
npenapara / 3HAYMMOCTH B3aUMOJECTBUS
Haspanue  J1eKapCTBEHHOIO
npenapara
TE€pPaNeBTUYECKUM AUATa30HOM

Bapdapun B3aumoneiictue He | I3MeHeHusa [03bl JakiatacBupa U

n3ydanock. Oxxumgaercs: BapdapuHa He Tpedyercs

<> JJaKJIaTaCBUP

> Baphapun
AHTUAEINMPECCAHTbBI

CenexmuesHvie uH2u6um0pbl 06pamH020 saxeama cepomoHuHa

Ocuuranonpam 10 Mr onuH pas
B CyTku (makmaracBup 60 mr
OJIMH pa3 B CyTKH)

<> JTaKJIaTaCBHpP
<> ACIHTAIONPaM

W3meHeHuss 1103kl JaKiiaTaCBUpa H
acIUTaIonpama He Tpedyercs

INPOTUBOI'PUBKOBBIE CPEICTBA

Kerokonazon 400 Mr oauH pa3 B

1 IakiaTacBUp

o3y npenapara [{akiaBuzap cieayer

cytku (maxmaraceup 10 wr|IlogaBrenue n3odepmenTa | CHI3uTh 10 30 Mr OMH pa3 B CyTKH
OJTHOKPATHO) CYP3A u P-gp co CTOpOHBI|IpH COOYTCTBYIOLIEM MNPUMEHEHUHU
KCTOKOHAa30J1a KE€TOKOHAa30J1a WKW APYTrux CHUJIBHBIX
Htpakonazon BzaumogeiictBue He | uHruouTopoB uzodepmenta CYP3A4
[To3zakoHazon n3yqasnocb. OKUJaeTcsi BBUAY
Bopukonason MHTUOUPOBAHUS
nzodepmenta CYP3A mpoTtuBo
TpUOKOBBIMHU CPEICTBAMHU:
1 IaxiaTacBHp
D1yKOHA30J1 B3aumopeiicteue He |[[Ipy  CcoBMECTHOM  IIPUMEHEHUU
H3y4ajioChb. O)KI/II[aeTCH BBUY | O)KUAACTCA YMCPCHHOC IIOBBINICHUC
MHTMOMpOBaHUA W30(epMEHTa | KOHIIEHTPAlMM  JaKjiaTacBupa B

CYP3A mpoTHBOrpHOKOBHIMH
CpeICTBaMu:
1 IaxnaTacBHp

KpPOBH, He TpeOyroliee H3MEHEHUS
JI03bI 000MX MperapaToB

CEPJEYHO-COCYJIUCTBIE CPEJICTBA

Aumuapummuueckue cpeocmea

AmMuogapoH

B3aumopaeiicTBue He H3y4anoch

I[J'IH MalMCHTOB 0e3 AJIbTCPHATHUBHOT'O

BapHaHTa AHTHAPUTMUIECKOM
Tepanuu PEKOMEHTyeTCs
TINATEILHBINA MOHUTOPUHT
0€30MacHOCTH  TPH  COBMECTHOM
IPUMEHEHHUH aMuoJIapoHa u
KOMOWHaIUU JTaKJIaTaCBUP +
codocOyBup
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ot 16.07.2025 N= 1765
e e e e ey e e
Kaacc conmyTcTBylomero | Biusinue na KOHIEHTpannio" 1 KoMMeRTAPHii - 110 - RIHHNTeCKOii
npenapara / 3HAYUMOCTH B3aMMOJCHCTBUSA
Haspanue  J1eKapCTBEHHOIO
npenapara

Hurokcun 0,125 mr onmH pa3 B
cyTku (maknatacBup 60 Mr onuH
pa3 B CyTKH)

1 IUTOKCHH
[Tomasnenne P-gp co CTOpOHBI
JlaKJiaTacBUpa

Jurokcun u apyrue cyoctpatsi P-gp ¢
Y3KHM TepareBTHIECKUM THara30HOM
clieyeT MPUMEHSTh c
OCTOPOXKHOCTBIO TPU TMPUMCHEHHUHU
COBMECTHO C JTaKJIATAaCBHPOM.
Crnexyer Ha3HayaTh HAaMMEHBIIYIO
703y IUTOKCMHA M  CJICIWTh 32
KOHIICHTpAIMe IUTOKCHHA B IIIa3Me
KpoBH. [/ TOCTIKEHUS >KeaeMOro
TepaneBTHYecKOTo 3¢ddekra cremyer
HCIIOJIb30BATh TUTPOBAHUE NO3bI

EﬂOKamOpbl «MEONICHHbIXY Kajlvyuesvlx KaHaios

Huntrazem BzaumoneiictBue He | [Ipumenenne npenaparta JlaknaBuzap

Hudemunua M3y4ajoch. COBMECTHO c OyoxkaTopamu

AmMnoaunuH Oxxnpaercst BBUZY | «<MEIUICHHBIX» KaJIbLIUEBBIX KaHAJIOB
WHTUOMpOBaHUS W30(epPMEHTA | MOKET TMPUBECTH K TIOBBIIICHUIO
CYP3A 0JIoKaTOpaMH | KOHIICHTpAIlMK  JaKJiaTaCBUpa B
«MEIJICHHBIX KaJbLIMEBBIX | [UIa3Me KpoBH. Takue KoMOWHAIMU
KaHAJIOB: HEO0X0AMMO MIPUMEHSTh c
1 maxyaTacBUp OCTOPOXKHOCTBIO

Bepanamun B3aumopeiictBue He | [Ipumenenue npenapara JlaknaBuzap
U3y4aloch. COBMECTHO C IIpenapaToM Beparammil
Oxwunaercst BBUJIY | MOKET TIPUBECTH K MOBBIIICHHIO

WHTHOUpOBaHUSA u30(epMeHTa
CYP3A u P-gp Bepamamuiom:
1 IakiaTacBUp

KOHIICHTpAI[Md  JaKjiaTacBupa B
wiasMe KpoBH. Takue KOMOHHAIMH
HEOOXOUMO MIPUMECHSTh C
OCTOPOXKHOCTBIO

IHEPOPAJIBHBIE KOHTPAIIEIITUBbI

OTUHUIACTPAANON 35 MKT OJUH
pa3 B CyTKH T+ HOprectumar
0,180/0,215/0,250 mr omuH pa3
B CYTKM B TeueHue 7/7/7 nueit
(maxmaracBup 60 Mr oguH pa3 B

CYTKN)

<> 3TUHUIIACTPATUOI
> HOPAITECTPOMUH
<> HOprecTpen

CoBMecTHOE NPUMEHEHHE HE HMEET
KIIMHUYECKU 3HAYUMOI'O BJIIMSAHHSA Ha
(hapMaKOKHMHETHKY JIaKjaTacBUpa
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ot 16.07.2025 N2 1

Biansinue Ha KO]—]IIeHTpaII'l/H(l)'I ]

Romver’rapmii - 1o - kaninieckoii

Kaacc CONYTCTBYIOLUEr0

npenapara / 3HAYUMOCTH B3aMMOJCHCTBUSA
Haspanue  J1eKapCTBEHHOIO

npenapara

OruHIIACTpannon 30 MKT OquH
pa3 B CyTKH / HOPITHHAPOHA
amerat 1,5 Mr oiMH pa3 B CyTKH
(BBICOKOIO3UPOBAHHOE
MPOTHBO3a4aTOYHOE CPEJICTBO)

<> STHHWIACTPATHOT*

<> HOPITUHAPOH*

> STHHWIACTPAANON*

> HOpATHHAPOH™

* dapmMaKkOKHHETHKA
STHHUIAICTPAINOIIA/HOPITHHIP
OHa npu COBMECTHOM
MPUMEHEHUN  BBICOKHX 703
MEPOPATHHBIX KOHTPAILIETITHBOB
c acyHarnpeBHpPOM u
JIAKJIaTACBUPOM IO CPaBHEHUIO
c (hapMaKOKHHETHUKOI
STHHUIIACTPAIU0I/HOPITUHIP
OHa IIpU NPUMEHCHUH TOJIBKO
HU3KHX  JI03  TepOpaibHBIX
KOHTPAIlENITHBOB
(atuamwcTpaauona 20 MKT
onvH pa3 B CcyTku  /
HOPATHHIpPOHA | MT OMH pa3 B
CYTKN)

NMMYHOCYIIPECCOPBI

Huxknocropun 400 Mr oauH pa3
B CcyTku (makmaracBup 60 mr
OJIVH a3 B CyTKH)

<> JJaKjlaTaCBUP
<> HUKJIOCTIOPHH

H3mMeneHuss 103bl JAakjaTacBUpa H
LIUKIIOCTIOpYHA He TpedyeTcs

Takponumyc 5 Mr oguH pas B
CyTKH (naknaracBup 60 Mr oquH

pa3 B CYyTKH)

> TaKJIaTaCBUP
> TaKpOJIUMYC

M3MeneHuss J03bl JAakjaTacBuUpa H
TakpojuMmyca He Tpedyercs

Cuponumyc
MukogeHonata ModeTu

B3aunmoneiictsue
n3ydanock. Oxxumaercs:
<> JTaKJIaTaCBHUP

<> IMMYHOCYTIPECCOP

HC

W3meHenust 70361 JaKjaTtacBupa M
UMMYHOCYIIPECCOPOB HE TpeOyeTcs

I'NIOJIUIINAEMAYECKHUE CPEJICTBA

Hneubumopwr 'MI™-KoA pedyxmasul

PosyBacratun 10 MI
OJTHOKpaTHO (makiaracBup 60
MT OJIMH pa3 B CYTKH)

1 po3yBacTaTuH

ATopBacTaTHH
®nyBacTaTuH
CumBacTaTHH
IIntaBacTaTna
IIpaBacratun

Bsaumonelicteue HE
M3y4asoch.

Oxnpiaercs YBEJIMUEHHE
KOHLIEHTpPAllUd CTaTUHOB B

T1asMe M3-3a MHTUOMPOBAHUS
OATP 1Bl w/wmm BCRP
JIAKJIaTaCBHPOM

CrnenyeTr coOitoJiaTh OCTOPOKHOCTH

IpH  COBMECTHOM  IPHUMEHEHHUH
npenapara HaxnaBusap u
po3yBacTaTHUHA WA JIPYTHUX

cybcrpato OATP1B1, OATP1B3 u
BCRP

HAPKOTHYECKHUE AHAJIBI'ETUKHA

Bynpenopdun/nanokcos, ot 8/2
MT J10 24/6 MT O/IMH pa3 B CYTKH,
WMHIMBUyaJbHAS 7032
(maxmaracBup 60 Mr oauH pa3 B

CYTKH)

<> JIaKJIaTaCBUP
AUC: &

Crax: <

Chin: ©

< bynperopbux

< HopOymnpenopduna

W3MeHeHnsT 03Bl JaKJaTacBUpa W
OymnpeHopduHa He TpeOyeTcs
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 16.07.2025 N= 1769

Kiaacc conyrcTBywomero | Biusinue na KO]—]IIeHTpaIIIlH(ITI ""ItEMNré'ﬁ'T“aWﬁ Elio - kauindelkoii
npenapara / 3HAYUMOCTH B3auUMO/JeicTBUS
Haspanue  J1eKapCTBEHHOIO
npenapara
Meranon, cTabwiIbHAs | <> JaKJIaTaCBUP W3meHnenuss O3Bl AaKiiaTacBUpa H
noanepxuBarorias n1o3a 40-120 | < R-metamgon MeTaJI0Ha He TpeOyeTcst
MI OAMH pa3 B  JCHb
(maxmaracBup 60 Mr OaMH pa3 B
CYTKH)
CEJATHUBHBIE CPEJICTBA
benzoouasenunut
Mupaszonam 5 MI OJHOKPATHO | <> MUJA30J1aM M3menenust 103pl  MHaazoigama U
(maxmaracBup 60 Mr OaMH pa3 B JIpyrux CcyOcTpaToB uU30(epMeHTa
CYTKH) CYP3A4 ne tpebyercs
Tpuazonam B3aumopeiictBue HE
Anmpa3zonam n3yqanock. Oxunaercs:

> TpuazoyiaM

<> anmpaszonaam

He oxwupmaercs kiIMHWYECKH 3HAYMMBIX 3(@eKkToB Ha (apMaKOKMHETHKY IPH COBMECTHOM
MPUMEHEHUH JTaKJIaTaCBUpPa CO CIEAYIOUIMMH IMpernapaTamMu: uHruouropamu docdoaudcrepasbl-
5, wuHrubutopamu AIl®  (Hampumep, DHAJTANPUIOM), AHTArOHUCTaMH  PEIENTOPOB
aarnoteHsuHa |l (Hampumep, no3apTaHoM, HpOECAPTAHOM, OJIMECAPTAHOM, KaHIECApTaHOM,
BaJICApPTAaHOM), TU30MUPAMHUIOM, TIponad)eHOHOM, (DIIEKaWnHUOM, MEKCHJICTHHOM, XHHUUHOM,

aHTaIMIaMH.

Oco0ble ykazanust

IIpenapar /lakiiaBu3ap He TOKEH MCIOJIb30BaThCS B BUJIE MOHOTEPAIIHH.

B nenom, B KIIMHUYECKUX MCCIIEI0OBAHUAX 3HAUMTENbHBIX Pa3InyMii B oKa3aTessix 0€30MacHOCTH
1 3((hEeKTUBHOCTH TEPATUU CPEIU MALUEHTOB C KOMIIEHCUPOBAHHBIM LIUPPO30OM U MAIIUEHTOB 0e3
Uppo3a He HabJI01anock. B HccnenoBaHuy ¢ HCIOIB30BaHUEM peXUMa Teparuy JakaaTacBUp +
codocOyBup B TeueHue 12 Henenb y MalMEHTOB C TE€HOTUIOM 3 M IMPPO30OM HaOII0AaIach
MeHbIas yactota YBO, yem y narueHToB 6e3 nuppo3a. Taxke B HCCIeIOBaHUN C TPUMEHEHHEM
pekuMa 1akiaTacBup + copocOyBup + pubaBUpHH B TeueHUe 12 Heslenb y NallMeHTOB C IIMPPO30M
(A, B, C o Yaitng-I1s10), y maniMeHToB ¢ 1€KOMIEHCUPOBAaHHBIM LIMPpo3oM kiacca C no Yain-
[Tero HAOMIOMaNIack MeHbIas yactora Y BO, uem y maiueHToB ¢ Iuppo30oM TeueHu kiacca A u B
nio Yaitna-IIsro.

He tpeOyercst m3meHeHust 103bl mpemnapata JlakiaBuzap y MalMEHTOB ¢ JIETKMM (Kiace A
no Yaiina-I1s10), ymepennsim (kinace B o mkane Yaitna-I1st0) wnm tsoxensim (kinace C no Yaiina-
[Tpt0) HapymIeHneM GYHKIIUU [IEUEHHU.

B Xone KIMHMYECKOTo MCCIIEOBAHUS YCTaHOBIIEHBI 0e30MacHOCTh U 3()(HEKTUBHOCTH TEPANTUH

npenapatoM JlaknmaBuzap B KoMmMOuHAMu ¢ copocOyBUPOM M PHOABUPUHOM Yy MAIUCHTOB
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 16.07.2025 N= 1763

C TPaHCIUIAaHTUPOBAHHOM TeUeHb10. be3onacHocrb 1 3d3d5g¥<"—r'1/;1311%gr'£ %ﬁJM%IﬂEEﬂTHCEHDa

y HNaIlMEHTOB C IPYTUMHU TPAHCIIAHTUPOBAHHBIMU OpPraHaMU HE YCTaHOBJICHBI.

Brnusinue nakmatacBupa Ha uHTepBan QTC OBUIO OICHEHO B PAaHIOMH3UPOBAHHOM ILIANe0o-
KOHTPOJIUPYEMOM  MCCIEJOBaHMM Ha 3JI0pOBBIX J00poBoisblax. OIHOKpaTHBIE J03bI
naknaraceupa 60 mr u 180 Mr He UMenU KIMHUYECKH 3HAYMMOTO BIWsSHUA Ha mHTepBan QTc,
CKOppeKTHpoBaHHbIN o Gopmyne Opeaepuka (QTcF). OrcyrcTBoBana 3HaUMMas B3aMMOCBSI3h
MEX 1y TOBBIIICHHBIMUA KOHLIEHTPALMSMHU JaKjiaTacBupa B razme u usmenenueM QTc. Ilpu stom
OIHOKpaTHasi Jo03a jgakinaracBupa 180 Mr COOTBETCTBYeT MAaKCHUMaJbHO OXKUIaeMOM
KOHIEHTpAIMU Mperapara B Iia3Me KpOBU MPU KIMHUYECKOM TPUMEHEHUU.

Heo6xoauMo ucnosib30BaTh aIeKBaTHBIE METO/IbI KOHTPALICTIIIUKA BO BpEeMs JICUCHHUS U B TCUCHUE
5 Hezenb nocie 3aBeplleHus Tepanuu npenaparom JlaxiaBusap.

Tepanus kombuHayuel npenapamos, cooepaicawieri pubasupuH

[Tpumenenue pubaBUprUHA MOKET BBI3bIBATh MOPOKHU PA3BUTHS IUIOAA, BHYTPUYTPOOHYIO CMEPTh
1 a0OpTHI, MMOATOMY CJEAYET COOMI0IaTh THIATEIHHYIO OCTOPOKHOCTh IIPU MPUMEHEHUU CXEMBI
Tepamuu, BKIOYaromied  pubaBupuH. HeoOxoauMo  mpemoTBpalieHue  HACTYIUICHUS
OepeMEeHHOCTH KaK y CaMUX MAIlMeHTOK, TaK U Y >KCHIUH, YbU TMOJIOBBIC MapTHEPHI MOTYYarOT
yKa3aHHyIO Tepamnuto. Tepanus puOaBUPUHOM HE JOJDKHA HAayMHATBCA 1O TEX MOp, IOKa
MAIMEeHTKHU, CIIOCOOHBIC K JIETOPOXKICHUIO, U UX TOJOBBIC MAPTHEPHI MYKCKOTO ToJIa HE OyayT
HCIOJIb30BaTh KaK MMHHUMYM 2 3(Q(EKTUBHBIX METOJa KOHTpPALENLUU, YTO HEOOXOAMMO Kak
Ha IPOTSKEHUHM BCEM Tepanuu, TaK U B TEUEHUE HE MEHee 6 MEeCSIEB IOoClie €€ 3aBEepIICHUS.
B Tedenue sToro neprnoaa HeOOXOAUMO BBITIOIHATH CTAHIAPTHBIE TECTHI HA OepeMeHHOCTh. [Ipu
WCIIOJIb30BAaHUN TIEPOPATBHBIX MPOTHBO3aYaTOYHBIX CPEACTB B Kau€CTBE OJHOTO M3 CIIOCOOOB
MpEeAYNpEeXICHUs] OEPEMEHHOCTH PEKOMEH]IYETCSl MCIOJIb30BaTh BBICOKHUE O3Bl MEPOPATHHBIX
MPOTUBO3aYaTOUYHBIX CPEJICTB, COMIEPKAIIUX HEe MeHee 30 MKT STHHWIACTPAanOoIa B KOMOMHALIUN
C HOPITUH/IPOHA arleTaToM / HOPITHHAPOHOM).

Tepanus kombuHayuel npenapamos, cooepicaweri nacunmep@epor arvgha

UccnenoBanne naTephEpOHOB B OMBITaX HA KUBOTHBIX OBUIO aCCOIMUPOBAHO C aOOPTHUBHBIMU
s dhexkramMu, BO3MOKHOCTh Pa3BUTHS KOTOPBIX Y YETIOBEKa HE MOXKET OBITh UCKIIOUeHa. [loaTomy
npy TPUMEHEHWU Tepanmuu Kak MalMeHTKaM, TaK M WX MapTHepaMm CJeayeT MPUMEHSThH
aJICKBaTHYIO KOHTPAIICTIIIHIO.

bpaouxapous npu mepanuu kombunayuet npenapamos, cooepxcawjeii cogpocoysup

VY mainueHToB, MPUHUMAIOIINX aMHUOIaPOH COBMECTHO C Tepanuei koMOuHaluel qakiaaracsup +
codocOyBup ¢ nin 6e3 COMyTCTBYIONIEH Tepanuu APYTUMU MpenapaTaMu, CHUKAIOIIUMHI 9YacTOTY
CEepICUHBbIX COKpalieHu#, Obuth 3aUKCHUPOBAHBI CIy4aW TsDKEIOW OpaaviKapAuv U OJOKaabl

cepamna. [losBnenne 6pagukapauu 0OBIYHO HAOIIOIATIOCH OT HECKOIBKHUX YacOB J0 HECKOJIBKHX
26


http://www.lsgeotar.ru/pharma_mnn/2021.html?XFrom=www.lsgeotar.ru
http://www.lsgeotar.ru/pharma_mnn/147.html?XFrom=www.lsgeotar.ru
http://www.lsgeotar.ru/pharma_mnn/269.html?XFrom=www.lsgeotar.ru
http://www.lsgeotar.ru/pharma_mnn/1413.html?XFrom=www.lsgeotar.ru

COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 16.07.2025 N= 1763

JHEeW mociie Hayana Tepanuu renatuta C y md uHeHToénf;b;rH%;ﬁprEMi&pBﬁl@%‘fll'qﬂo

Opanukapaus Npekpaliagach mocje MpUoCTaHOBKU Tepanuu renatuta C. MexaHusm pa3BUTHUS
OpaauKapauy HE YCTaHOBJIEH.

AMHOIapOH MOKET MPUHUMATHCS COBMECTHO C JAaKJIaTaCBUPOM M cOpocOyBUPOM, TOJIIBKO €CIIU
aJlbTEpPHATHBHAS AHTUAPUTMUYECKas Tepanus NPOTHUBOIOKAa3aHAa WIM He mepeHocurtcs. Jus
NalveHToB 0e3 aJbTepHATUBHOTO BapUaHTAa AHTHAPUTMHUYECKOW TEpamuu pPEKOMEHyeTCs
TIIATEIbHBI MOHUTOPUHI Oe30macHOCTH. [lanneHThl AOMKHBI HAXOAUTHCS O] MOCTOSHHBIM
KOHTPOJIEM B YCJIOBHMSX CTalMOHapa B TEUYEHHUE NEpBbIX 48 YacOB COBMECTHOIO IpHeMa
YKa3aHHBIX MpernapaToB, IIOCIAE 4YEero MPOBOAUTCS amOyJlaTOPHBI MOHUTOPHHI MU
CaMOKOHTPOJIb YaCTOThl CEPAEUYHBIX COKpPAILlCHWI Ha €KEIHEBHOW OCHOBE II0 KpalHEW Mepe
B IIEPBbBIC 2 HEEIH JICUCHUS.

B cBf3M C AIWTENBHBIM NEPUOJOM IOJYBBIBEJEHUS AaAMHMOJAPOHA, IMALMEHTHl, KOTOpPbIE
MPEeKpaTUIN MPUEeM aMHOJapoHa HEMOCPEACTBEHHO Mepell HayaloM Tepanuu KoMOWHaIuen
JAKJIaTacBUp M cOPOCOYBUP, TAKKE JOIDKHBI BHITOIHATH MOHUTOPUHT, KaK OIMMCAHO BBIIIIE.

Bce nauuenTsl, nomyyarouye qakiaTacBup U coocOyBUp B COYETAHUN C aMUOJAPOHOM, JIOJIKHBI
OBITh MIPEAYIPEKACHBI O CAMIITOMAaX OparKapIuu U OJIOKaJIbI CEP/LIa, a TAK)KE O HEOOXOJUMOCTH
CPOYHO OOpaTUTHCS K Bpadyy B Clydae BOSHUKHOBEHHS TAKUX CHMIITOMOB (CM. TaK)Ke pa3Jielibl
«IloGounoe neiictBue» u «B3aumoneicTBue C IPYrUMHU JIEKAPCTBEHHBIMH IpenapaTammu,
a Tak)Ke WHCTPYKITUHU 10 MPUMEHEHHUIO aMUuo1apoHa U copocOyBupa).

Pazsumue ecenamomoxcuynocmu npu mepanuu KomOuHayueu npenapamos, cooepaicaujeli
acynanpesup

[Ipu Ttepanum KoMOMHAIMEN NIpenapaToB, COJAEP)KAlel acyHampeBHp, B psAe ClydaeB
HaOJII0IATMCh TSKETIbIe METUKaMEHTO3HbIE TOpaXKEeHUS MedeHH. PekoMeHJauy 1o MOHUTOPUHTY
COCTOSHHSI MEeYeHH JaHbl B MHCTPYKIMM 1O HpuMeHeHMIo npenapata Cynsenpa®. Bo Bpems
MPUMEHEHHUS 1aKJIaTaCBUPa B KOMOMHAIIHIX, HE COIEPIKAIIUX aCyHANIPEBUP, YaCTOTA KIIMHUYECKU
3HaunMoro TmoBbImeHuss akTUBHOCTH AJIT wmmm ACT Obuta comocTaBEMa IO CpPaBHEHHIO
C MalMeHTaMu, OJy4YaBIIMMH I1a1e0o0.

Ilpumenenue y nayueHmog ¢ conymcmeyioumumu UH@Gexyusmu

He usyuanoce npuMeHeHue npenapara JUisl J€4€HHs XpoHHUYecKoro renatura C y manueHToB
C ComyTCTBYIOMEH nH(EKIneH Bupyca remarura B.

Ciy4an TOBBIIIEHMS pEIUIMKALIMM BHpyca renaTtuta B, BKIIIOYas ciaydad CO CMEPTENIbHBIM
MCXOJIOM, OBbLTH 3a)MKCUPOBAHBI BO BPEMsI U MOCIIE Tepauy IPOTUBOBUPYCHBIMU MIpenapaTaMu
IpsIMOro JEMCTBUS IS JiedeHus: xpoHuuyeckoro renatuta C. Ilepen HazHaueHweMm Inpenapara
JlakiaBu3ap CKpUHUHT Ha HAJIMYWE BUpYca renatuta B 1omkeH npoBOAUTHCS y BCEX MALIMEHTOB.

vy ManucHTOB C BBIABICHHBIMH CCPOJIOTMYCCKMMHU IIPU3HAKAMH HaJIU4YWA I/IH(bI/II_[I/IpOBaHI/IH
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 16.07.2025 N= 1763

(oc B HOC T 0002
BUpPYCOM Tematuta B HEoOX0oauMo mpOBOIUTH MOHHTO&IHI‘I]%J %rd 13—360J'I€BaHI/I$I

B COOTBETCTBHHM C JCHUCTBYIOUIMMHM PEKOMEHJAIMSAMH BO H30CKaHHE pEIUIMKAIMd BUpPYyCa
renmatuta B. B ciydae MOBBIIEHHS pEIUIMKAlMM BUpyca rematuta B HeoOXoaMMo Hayathb
COOTBETCTBYIOIYIO TEPAIIUIO.

Boszmoorcnocms pazeumus oucenukemuu y nayueHmos ¢ caxapHulm ouabemom

Bo BpeMs winm mnocine Tepanuu INPOTUBOBUPYCHBIMM IIperapaTaMM HpsMOIro JeHCTBUS
y MAaIIeHTOB C CaxapHbIM JMAa0ETOM MOXKET HaONIONAThCs TUCTIIMKEMHUs, BKIIOYast
CUMIITOMATUYECKYI0 THUIOIIMKEMHUI0. JTO MOKET OBbITh CBA3aHO C W3MEHEHHSIMH B KOHTpOJIE
KOHIIEHTPALMH TJIIOKO3bl B KPOBU B pe3yJbTaTe YJIy4LICHHS (YHKLIUHU IEYCHH MOCiIe Teparuu
npenaparaMu NnpsMoro AerucTBus. Bo Bpems Ttepanuu npenapatom JlakiiaBuzap peKOMEHAYETCs
IPOBOAMTD THIATEIbHBI MOHUTOPUHT KOHIIEHTPALMH IJIFOKO3bI KPOBU.

Tlosmopuwiii Kypc neuenuss OaKiIamaceupom

D¢ dexkTnBHOCTD NakiaTacBupa Mpu NOBTOPHOM Kypce JIEYeHHUs MMAIMEHTOB C MpeAlIeCTBYOMIEH
Hed(pPEeKTUBHOCTHIO Tepanuu HHrHOuTOpaMu NS5A mpoTteasbl He H3ydanach.

BcnomMorarennHble BelecTBa

Jlakmo3sa

JHaxnasuzap, 30 me, mabiemku, NOKDblMble NAeHOYHOU 000JI04YKOU

[Ipenapar [aknaBuzap coAepXuT JiakTto3y: B 1 Tabnetrke 30 Mr coaepx uTcs
57,75 mr nakto3sl. [Ipu HacaeACTBEHHON HEMEPEHOCUMOCTH TajaKTO3bl, ACUIIUTE JTAKTa3bl HIIN
TJIFOKO30-TAIAKTO3HON ManbaOCcopOIMU MPUMEHSTh J3TOT Mpemapar He cieayeT (CM. paszen
«ITpoTHBOMOKA3aAHUNY).

Jaxnasuzap, 60 m2, mabiemku, NOKpblmble NAEeHOYHOU 000JI04YKOU

[Ipenapar [dakmaBuzap coaepXuT JakTo3y: B 1 Tabnetke 60 mr (cyTouyHas J03a) COAEPKUTCS
115,50 mr nakto3sl. [Ipu HacieCTBEHHON HEMEPEHOCHMOCTH TallaKTO3bl, AepUIINTe TaKTa3bl LU
TJIFOKO30-TAIAKTO3HON ManbaOCOpOIIMM MPUMEHATh 3TOT Npenapar He cleAyeT (CM. pasfen

«[TpoTuBOMOKA3aAHUNY).

Bansinne Ha ciOCOOHOCTH YIIPABJISATH TPAHCIIOPTHBIMHU CPEACTBAMM, MEXaHM3MaAMHU

HccnenoBanuii BO3MOXKHOTO BIIMSIHUSL NPUMEHEHHs Iperapara Ha CIIOCOOHOCTb YIPaBIIATh
TPAHCTIOPTHBIMU CpeACTBaMH U paboTaThb C MeXaHM3MaMH HE IMPOBOJMIOCH. Eciau manueHT
UCIBITBIBAET  TOJIOBOKPYXKEHHE (OTMEYajaoCch TMpPU  HUCHOJIB30BAHUU  CXEMbl  JIEUEHUS
¢ codocOyBHUPOM), HapyIlIeHUE BHUMAHHUSI, HEUETKOCTh/CHIKEHHE OCTPOTHI 3peHuUs (OTMEUaINCh
IPU UCMOJIB30BaHUM CXEMBI JICUeHUsI ¢ MIruHTepdepoHoM anbda u pubaBUPUHOM), KOTOpHIE
MOTYT TOBJMATH Ha CHOCOOHOCTh K KOHLIEHTPAlMM BHUMAaHHA, CIEAYyEeT BO3AEPHKAThCs

OT yNpaBJeHUS TPAHCIOPTHBIMU CPEICTBAMHU M MEXaHU3MaMHU.
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COOTBETCTBYET ZKCNEPTHOMY OTHETY

ot 16.07.2025 Nz 1765

(NOCNEQCBATENEHOCTE 0002)

®opma BBINLYCKA

TabneTKu, MOKPHITHIE MIEHOYHOM 000109K0i, 30 Mr, 60 MT.

Ipu npoussoocmee na OAO "@apmcmanoapm-Jlekcpedcmsa", Poccus:

I[To 10 wim 14 TaGieTOK B KOHTYPHYIO SYCHKOBYIO YITAKOBKY W3 IIJICHKH KOMITO3UTHOMN
[IBX/ACLAR® u onsru amoMUHHEBOH.

[To 28 Tabnerok B OaHKY TEMHOTO CTEKJIa 3 THIPOIUTUYECKOTO KIIacca, YKYIOPEHHYIO KPBIIIKON
C CWIMKareleM W KOHTPOJEM MEpBOro BCKpbITHA. Ha ©OaHKy HaKIEUBAIOT ATUKETKY
CaMOKJIESLTYOCS.

Kaxnmyro ©OaHKky wnu 2 KOHTYpHBIE SIYCHKOBBIE YIIAKOBKM BMECT€ C HWHCTPYKIIMEH
10 METUIIMHCKOMY IIPUMEHEHHUIO B MTaYKy U3 KapTOHA.

Ipu npouzsoocmee na AO "Omucugpapm Ilpo", Poccusi:

ITo 14 TabseToK B KOHTYPHYIO SYEHKOBYIO YHAKOBKY M3 IUIEHKH Kommo3utHoi [IBX/ACLAR®
U GONBIH aTFOMUHUEBOM.

2 KOHTYpHbIE SYEHKOBBIE YIAKOBKH BMECTE C MHCTPYKLMEW 10 MEAMIIMHCKOMY NPUMEHEHUIO

B [TA4YKy M3 KapTOHA.

YciaoBus xpanenust
ITpu Temneparype He Boie 30 °C.

XpaHUTh B HETOCTYITHOM JUIsl IETEU MeECTe.

Cpoxk rognocTun
3 rona.

He MPUMCEHATH Ipcrapar rnmo UCTCYCHUU CpOKa T'OJHOCTH.

YcaoBus ornycka

OTmycKaroT Mo penenTy.

Jlep:kaTesib PerucTPAIHOHHOTO YI0CTOBePeH sl / OpraHu3anus, NPUHAMAKMIAS MPeTeH3NH
norpeoduTeseH

Axnnoneproe o6miectBo "®apmcrangapt” (AO "dapmcranmapt”), Poccus

141701, MockoBckas 00sacTth, . Jlonronpyausiii, JluxaueBckuii mpoesn, a. 5 «b»

tein./pakc: +7 (495) 970-00-30/32

www.pharmstd.ru
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 16.07.2025 N= 17651

(NMOCNEOOBATENEHOCTE 0002)

IIpousBoauTen

Ipu npoussoocmee na OAO " @apmcmandapm-Jlexcpedocmasa", Poccus, ykaszviearom:
OTtkpeITOC akIoHepHoe obmiecTBo "dapmcrannapt-Jlekcpencraa”

(OAO "dapmcrangapt-Jlekcpeacrsa™), Poccus

Kypckas o6u1., r. Kypck, yi. 2-1 ArperatHas, a. 1a/18

tei./pake: +7 (4712) 34-03-13

www.pharmstd.ru

WIH

npu npouzsoocmee na AO "Omucugapm Ilpo", Poccus, ykazvieaiom:

Axmmoneproe obmiectBo "Otucudapm [Ipo"

(AO "Otucudapm IIpo"), Poccus

Kanununrpazackas 0611., MyHUIIMNIATBHBIA OKPYT 3eJIeHOrpajacKuii, Tep. MHaycTpHalbHbII mapk

Xpabposo, yn. HoBatopos, 1. 6, k.1
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