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MUHUCTEPCTBO 3JIPABOOXPAHHHUS poCCHREYaSH R M A= 242!

MHCTPYKLIHUA
MO MEJIMLIMHCKOMY IMTPUMEHEHUIO JIEKAPCTBEHHOI'O TTPEITAPATA

aopant®

Perucrpaunonuniii nomep — JII1-001769
ToproBoe HaumMeHoBaHHE — DJFOPaHT"
Me:KIyHApOAHOEe HeNMATEHTOBAHHOE HAHMEHOBAHHE — PHITTHBHPHH

JlekapcTBennas gopma — TabJIETKH, MOKPITHIE MIEHOYHON 000I0UKOH

Cocras

Kaknas TabneTka coOAepKHUT:

Jleticmeyiouee 6eugecmso: puaNMBUPUHA THAPOXIOPU 27.5 Mr, B MepecyeTe Ha PUINMBUPHH 25
MT.

Bcnoamocamenvuble 6eugecmsa (10po); NaKTo3bl MOHOrHApAT 55,145 Mr, CHIIMKOHM3UPOBAHHAS
LeJTI0103a MUKPOKpHCTayeckas 16,605 mr, HaTpusi kpockapmemiosa 6,050 mr, noBuaoH
(K30) 3.250 mr, maruus creapat 1,100 mr, noaucopdar-20 0,350 mr.

Bernomocamenvhule gewgecmea (060104Ka); TIIEHOUHOE NOKpbITHE Oenoe (runpomesiosa (2910 6
mITa-c) 1.760 mr, nakrossl MmoHoruapar 0,968 mr, makporoa (3000) 0,352 mr, Tpuauetun 0,264

mr, TuTaHa auoxkcua 1,056 mr.

Onucanue
Kpyriible JBOSKOBBIYKIIbIe TaOIETKH, MOKPBITHIE MIGHOUHON 000/104K0i OT 6€J10ro 10 Moyt
Henoro usera ¢ rpaBupoBkoil « TMC» Ha oJJHOI cTOpoHe M «25» Ha Japyroii ctopoHe. Ha uznome

TaOJETKHA OT OEJIOro 0 MoYTH OeJIoro LBeTa.

dapmakoTepaneBTHYeCKAas rpynna — npotusoupycHoe [BUY] cpeactso.

Koa ATX - JOSAGOS5

dapmMaKo/I0rHYecKHe CBOHCTBA
DapMaKoouHamuyeckue ceoucmea

MexaHu3M AeicTBU

PWinuMBUpHH npeacTaBaseT Cco0OM AMApUINUPUMMAMHOBBIN HEHYKICO3MIHbIH HHIMOMTOP

o0OpatHol TpaHckpunTazsl BUY-1. AKTHBHOCTh PUANMBUPUHA ONOCPE0BAaHA HEKOHKY PEHTHBIM
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y (Bropmwyit M3 N=4249343)
uHrnbupoBaHneM odpatHoi TpaHckpunTassl BHY-1 Punnwsupm—f"ue‘l'l'nﬂryf UpyeT KJICTOYHbIE

anbpa-, 6eta-, ramma- IHK-nonmmepaser yenoseka.

AHTHUBUPYCHAs aKTUBHOCTb in Vitro

PuAnuBMpHH aKTHBEH B OTHOWIGHMH sabopaTopHeiX wTammoB BUY-1 jgukoro tuna B ocTpo
MHGUUMPOBaHHBIX T-KJIETOUHBIX JIMHUAX cO cpeiHnM 3HadenueM ECso npu BUY-1/11IB, paBHbiM
0,73 HMoap (0,27 wur/ma). PUANUBUPUH JEMOHCTPUPYET OrPAaHUYEHHYIO aKTHBHOCTH B
orHoweHun BUY-2 in vitro co 3nauenusamu ECso ot 2510 no 10830 HMosnb (920-3970 ur/min),
O0/IHAKO BBHJIy OTCYTCTBHS JIAHHBIX KJIMHUYECKHX MCCJIEJIOBAHUI HE PEKOMEH/yeTcs Ha3HavaTh
npenapat Dmopant” s nedenns BUY-2-undexunn.

Punnusupud  00J1a1aeT TMPOTHBOBUPYCHON aKTUBHOCTBIO B OTHOWICHHH LIHPOKOTO Kpyra
npeactaputesnieit rpynnet M BUY-1 (cyorunsl A, B, C, D, F, G, H), ans KoTopbIX ero cpeaHsas
s dextusnas no3a (ECso) Bapbupyet ot 0,07 10 1.01 uM (0,03 — 0,37 Hr/mia), U nepBUYHBIX
u30/1aT0B rpynnsl O, A1 KOTOpbIX ero cpeanss sddexrusHas n03a (ECso) Bappupyet ot 2,88 10
8.45 uM (1,06 — 3,10 Hr/mn).

Pe3ucTeHTHOCTD

Knemounas kyremypa

[lpu ceneKUMM pPE3UCTEHTHBIX K PWINUBUPUHY wWITaMMoOB aukoro tuma BHY-1  pasHoro
MPOMCXOKACHUS M PasHbIX CYOTHMIOB, a Takke celekuuu wrammos BUY-1, pe3ucTeHTHBIX K
HHUOT uare Bcero BCTpeyannch ciieayouue amuHokncaotHole 3amensl: L1001 K101E, V1081,
E138K, VI79F, Y181C, H221Y, F227C, M2301.

Pe3uCTeHTHOCTb K PUIINMBUPHHY OMpe/essiack Kak kpaTHoe n3MeHenue napamerpa ECso (FC)
BblllIE OMOJIOrMYECKOrO [MOPOrOBOrO 3HAYEHHWS, XAPAKTEPHOrO JUIA MCIOJIb3YEMOro MeTo/a
aHanm3a.

Bspocieie nayuenmel, panee He NOIYYABULLE AHMUPEMPOBUDYCHYIO MEPANUIO

JIns aHaM3a pe3sUCTEHTHOCTH UCMOb30BAIOCH OoJlee LHPOKOE ONpe/Ie/IeHHe BUPYCOJOrHYECKOi
Hey/la4yH, YeM MpU NMepBUYHOM aHann3e >GdekTnBHOCTH. B aHanuse pesucTeHTHOCTH Ha 48-0i
Henene KIMHUYeckux uccienoBanuii 111 daspl ans 62-x (M3 72-X) ciayvaeB BHUPYCOJOTHYECKOM
HEey/lauu MPH Tepanuu pUIMMBUPUHOM UMETHCh JaHHBIE O HAJIMYMH PE3UCTEHTHOCTH HA Havallo
Teparnuu U Ha MOMEHT 00HapY KeHHUs BUPYCOJIOIMYECKOMN Hey1auun. B laHHOM aHain3e BbisIBJICHDI
cleyrollMe aMHHOKHCIIOTHBIE 3aMeHBI, CBsi3aHHble ¢ pe3uctentHocTeio Kk HHHUOT, w
NPUBOAMBILME K Pa3sBUTHIO KaK MHHUMYM 2-X CllyyaeB BUpycojoruyeckoi Heymauu: V9OI,
K101E, E138K, E138Q, V1791, Y181C. V1891, H221Y u F227C. OnHako B X01€ KIMHHYECKHX
uccneaopanuil Hanuuue 3amed V0TI u V1891 Ha HauanbHOM JTarne jeyeHus HUKaK HE CKa3asoch

Ha oTBeTe Ha Tepanuio puinusupuHoM. 3amena E138K nospasnace Haubosee 4acTo BO Bpems



ot 09.08.2023 N= 15315

xr:u_.ﬂ,uM“‘H l? rﬁ4¢49"'
Teparnuy PUJINMBUPHHOM M, KaK MPaBW/IO, B EQYETAHUU C \ANMoHO 8 ananinze no

COOTBETCTBYET SKCNEPTHOMY OTUYETY

pesynbTatam 48-Mu Heledb Tepanuu B 31-oM M3 62-X ciyvaeB BHPYCOJIOTMUECKOH Hey/1a4u
NPUCYTCTBOBAIO COYETAHHE MYTALIMii, BbI3bIBAIOLINX PE3UCTEHTHOCTH K HHUOT u k HUOT; B
17-th  cayuwaax (3 31-ro) wumenoch coveranume 3amen EI38K wu M184l. Haubonee
pacrnpocTpaHeHHble MyTaLHK ObLITH OJIMHAKOBbIMH Ha 48-0/ 1 Ha 96-0ii He/leN1AX Tepanuu.

B aHanu3e pe3uCcTEHTHOCTH Ha 96-0if Helene Tepanuu OblI0 00HapYKEHO, YTO BUPYCOIOruyecKas
Hey/Jaua pexke BO3HMKAeT B TeUEHHE BTOPbIX 48-MU Hezeslb Tepaniu Mo CPaBHEHHIO C NEPBbIMU
48-mbl0 HelenaMM Tepanuu. 3a Bpems ¢ 48-oif Helenn Tepanuu 10 96-10 Hesesl0 Tepanuu
BO3HUKIIO 24 (3.5 %) u 14 (2,1 %) AOMONHUTENBHBIX CIyYaeB BUPYCOJIOTHYECKOI HeyAauH Mpu
TepanuH PUINMBUPHHOM M ()aBUPEH30M, COOTBETCTBEHHO. 9 W3 24-X ciyyaeB U 4 u3 14-tn
c/lyyaeB, COOTBETCTBEHHO, OTMEUAIMCh Y MALMEHTOB ¢ BUPYCHOM Harpy3Koii 10 Havaa Tepanuu
meree 100000 konuit/mi.

C y4eToM BCeX UMEIOLIMXCA JAHHBIX [N VIVO W [N Vilro y NauueHTOB, PaHEE HE MOJjly4aBIIHX
AHTUPETPOBUPYCHYIO TEPANMIO, Ha AKTMBHOCTb PHINHWBUPUHA MOTYT ACHCTBOBATH CJICAYIOLIHE
AMHMHOKHCIIOTHbIE 3aMEHbl, NPUCYTCTBYIOIME HAa HavaibHoM dtane nevenus: K101E, K101P,
E138A.E138G.E138K, E138R,EI138Q,VI79L, Y181C, Y181L Y181V, Y188L, H221Y, F227C,
M2301 u M230L. Unpopmaums 0 JaHHBIX MyTaUMAX JOJ/DKHA NMPUHUMATBCA BO BHMMaHHE TpH
BeIeHUH TEPAMN NPenapaToM JI0paHT " TOJBKO y NALMEHTOB, paHee He MOy YaBUIMX TEPArHIo.
JlaHHbIe MyTallMH, BbI3bIBAIOLIME PE3UCTEHTHOCTb, ObUIM BbIABJICHBI MpPU aHAIW3e JAaHHBIX,
MOJIYYEHHBIX i1 Vivo 715 NALKEHTOB, paHee He MoJlyYaBLIMX Teparuio, U No3ToMy HHbopMauus o
HUX HE MOJYKET ObITb MCIOJb30BaHA Ul MPOrHO3MPOBaHUA (PPEKTUBHOCTH PHIIMBUPHHA Y
MALMEHTOB ¢ BUPYCOJIOIHYECKOM Hey/1aueil npe b1y el aHTMpETPOBUPY CHOM TeparmiH.

[lepen Ha4yajoM Teparnuyd  PUINMBHPHHOM  PEKOMEHIYETCS  OMpeesTh  BO3MOXKHYIO
PE3UCTEHTHOCTh K HEMY.

[lepekpecTHas PE3UCTEHTHOCTD

Mymanmuwie wmavmol BHY-1 ¢ pesucmenmnocmoio k HHHOT

U3 67 nabopaTopHbIX peKOMOMHAHTHBIX wWTaMmMoB BUY-1 ¢ 0aHOH aMHHOKHMCIIOTHO#M 3aMeHOI B
reHe 06paTHOI TPaHCKPHUIITa3bl, ¢ MyTaLlHel, Bbi3biBatoLlei pesuctenTHocTh K HHUOT, BriTtoYas
yacto Bcrpeyaroumecss 3ameHbl KI103N u YI181C, puinvBupuH  11pOJEMOHCTPUPOBAII
AHTHBUPYCHYIO AaKTHBHOCTb B OTHOWEHMM 64-X (96%) Takux wWTamMMOB. EJMHUYHBIMU
AMUHOKHC/IOTHBIMHM 3aMeHaMM, CBSI3aHHBIMM C MOTEped 4yBCTBHTEJILHOCTH K PUINUBUPHUHY,
6uutn K101P, Y1811 1 Y181V. B 10 e Bpems Obl10 MoKa3aHo, 4To Haauuue myTaunn K103N
caMo 1o ceGe He MPUBOAMT K CHUIKEHHIO 4y BCTBUTEILHOCTH, HO NPU 3TOM HaJIM4He KOMOUHALMK

myTaumii K103N u L100I npuBoauT K 7-KpaTHOMY CHHXKEHHIO 4yBCTBUTE/IbHOCTH.
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Hzonamer p@KO.LléllHGH"IHbL\' utmamvmMos

PunnusupyuH npogeMoncTpupoBant vyBeTBuTenbHOCTh (FC < BI13) B oTHOWEHNH 62% 13 4786
M30/IATOB  peKOMOMHaHTHbIX wTaMmMoB BHY-1 ¢ pe3suCTEHTHOCTBIO K J(aBUpeH3y W/HIH
HEBUPAIUHY.

BHY-1 unghuyuposannole 83pocivle nayuenmel, pamee He NOAYHABULUE AHMUPEMPOBUPYCHYIO
mepanuio

CornacHo JaHHbIM KJIMHHYeckoro uccneaosanus 111 ¢asbl no pesynbratam 96 Heaenb Tepanuu
42 nanmeHTa M3 86 NalMEHTOB ¢ BUPYCOJIOTMUYECKON Hey/iaueil Ha ¢oHe JieueHHs mnpernapaTom
DaI0paHT® TepecTaii OTBeYaTh Ha TEPAIMIO PUIIMTUBHPUHOM (FeHOTHNHYecKHil aHanu3). Cpeau
3THX MAaLMEHTOB OTMevasiach GheHOTHIIHYeckas MepeKpecTHas Pe3UCTEHTHOCTh K STPaBUPHHY (Y
32-x u3 42-x), apaBupensy (y 30-tu u3 42-X) u HeBupanuuy (y 16-tu u3 42-x). Cpean nauueHToB
C BUPYCHO# Harpy3Koii 10 Hayasia tepanuu He 6onee 100000 konuit/mn 9 u3 27-MH NaUMEHTOB ¢
BUPYCOJIOrHYECKOi Heyaauel Ha GoHe jleueHus npenapaTtom DaopaHT" MepecTain OTBeYaTh Ha
TEpanuio  PUIMMBUPUHOM  (FEHOTUIIMYECKMIl aHanu3) ¢  pa3sBUTHEM  (EHOTUNMYECKOi
[1EPEKPECTHOM PE3UCTEHTHOCTH CO CJIE/lytolIei YacTOTON: 3TpaBupuH — 4 u3 9, spaBupens — 3 u3
9, HeBupanuH — | u3 9.

BausiHMe Ha nokaszareau 3J1eKTPOKapaAHOrpaMMbl

Bausuue npenapata Dmopant” Ha untepsan QTcF npu npueme B pekomeHayeMoit ao3e 25 mr
OJMH pa3 B JeHb M3yHalioCh Y 30poBbIX 106poBonbueB. [Ipu npueme nperapara DIIOpaHT B
PEKOMEH1yeMO# 03¢ 25 MI OJIMH pa3 B A€Hb KJIMHUYECKH 3HAUMMOTO BO3/ACHCTBHs HA HHTEPBaAJ
QTc He oTMeuaock.

Ilpu M3ydeHUH NpUMEHEHUs Mpernapara DJIpaHT” B [03aX, MPEeBbILIAIOLIMX TepareBTHYECKHe
(75 Mr oauH pa3 B aeHb 1 300 Mr oJIMH pa3 B I€Hb), MPUHUMAEMBbIX 3J0POBBIMH 100POBOJIELAMH,
MaKCHMaJIbHOE CpeJHee W COrJIaCcOBaHHOE BO BPEMEHH (BEpPXHASA TPaHULA [10BEPHUTETBHOTO
uHTepBaia 95%) paznuuue B 3HayeHHAX umHTepBasa QTcF mexay u3yuyaembIM npenapaTtoMm u
nnauebo ¥ nociae Koppekunu 3HadeHuii cocrasuno 10,7 (15,3) u 23,3 (28.,4) MC COOTBETCTBEHHO.
Ha (oHe paBHOBECHOTO COCTOSHHMS MPHEM Mpenapara B 103aX 75 Mr ouH pa3 B JeHb H 300 Mr
OJMH pa3 B JIeHb NPUBEJ K MOBBILEHUIO CPEAHENO 3HAYEHUS MAaKCHMMalbHOM KOHUCHTpALUUK B
1azme KpoBU (Crmax) MpUMepHO B 2,6 win 6,7 pa3 COOTBETCTBEHHO, M0 CPABHEHUIO CO CPE/THUM
3HaueHHeM Cmax, KOTOpOE OTMevasoch Ha ()OHe pPaBHOBECHOrO COCTOSHHS [PH BBEICHHH
nperapara DmopaHT” B peKOMEHyeMOil 103€ 25 MI O/IMH pa3 B CYTKH.

bepemeHHOCTD

PunnueuprH B KOMOMHALMK ¢ 5a30BO#i CXeMOii Tepanuu U3ydancs B KITMHMYECKOM HCCIIE10BAHUU

y 19 GepeMeHHBIX XKEHLUIMH BO BTOPOM M TPETbeM TPUMECTpax OEPEMEHHOCTH, a TaKKe B
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nocsepo 108om fepuoje. CorjacHo jiaHHbIM ha MaKOKMHCTHIEEEﬁS,&@eHBEI;ﬂg Jlﬁ'%%'%f%‘%p BU

(AUC) prImMBMpHHA KAK 4aCTH CXeMbl AHTHPETPOBUPYCHOI Teparnnu Obla pumepHo Ha 30%
HIKe BO BpeMs OepeMEeHHOCTH [0 CPABHEHHIO € MOC/IEPO/IOBBIM MEPHOI0M (6-12 Henenn). Ha
MPOTSKEHHUH BCETO MEPHO/Ia UCCIIeI0BaHHSA COXPAHAICH BUpycosiorudeckuit oteeT. Huy oaHoro
u3 10 geTeil, pOXKIEHHBIX Y MaTepeii, KOTopble 3aBEPLINIH HCC/EI0BAHNE U [T KOTOPBIX OBl
noctyned craryc BUY-uHbekuuu, He MpoM3ouuio nepeia4u BUpyca OT MaTepH K peOeHKy.
PWINMBUPUH XOPOLIO MEPEHOCHICA BO BpeMs OEPEMEHHOCTH U B MOCJIEPOIOBOM TNEPHOAE. He
BBLIABJIEHO HOBBIX HEKEJATEbHBIX SBJACHWI [0 CPaBHEHMIO € M3BECTHBIM npoduiiem
Ge30MacHOCTH PUIMMBUPHHA Y B3poCbIX ¢ HHpekumeit BUY-1.

DapmakoKuHemuieckue c6oucmeda

DapMaKOKMHETHYECKHE  CBOMCTBA  PH/NMBMPHHA  M3YHaIWCh Yy  B3POCALIX  3/10pPOBbIX
106poBosibueB 'y BUY-1-nHduunpoBaHHbIX MALMEHTOB, B BO3pAcTe OT 12 neT 1 cTapLue, paHee
He MOJIYYaBIIMX AHTHUPETPOBUPYCHYIO Tepanuio. BosaeiicTBue pUINMBUPMHA Ha BHY-1-
MHULMPOBAHHBIX MALMEHTOB ObLIO HIXKE, YEM Ha 3/10POBbIX 100POBOIBLCB.

BcacbiBanue

[Mocne mnpuemMa BHYTPb MaKCHMallbHble KOHUEHTpAlMH PUINMBUPHHA B [U1a3Me  KpOBH
JOCTUraIMCh B TeueHue 4-5 yacoB. AOCOIOTHAS OMOOCTYIHOCTH PUINMBUPHHA HEM3BECTHA.

BiumsHue MUILM HA BcacblBaHHUE

DKCMO3ULMA PUINMBUPHHA Oblia puMepHo Ha 40% HuKe Mpu NpUeme rpernapara HaToLWaK, 4eM
MpM OJHOBPEMEHHOM MpHEMe C MHileil 00bIMHOI KamopuiHOCTH (533 KKan) MM ¢ nuien ¢
BBICOKMM cozepikaHueM xkupoB (928 kkan). Koraa npenapar DAopaHT” NpUHUMAIH, 3aruBas
HATUTKOM, 000rallleHHbIM OeJIKaMHM, KCIIO3MIMA MperapaTa okasbiBasack Ha 50% Huke, 4eM Npu
ero 0JJHOBpeMeHHOM Tipueme ¢ nuuei. [Ipenapar DmopaHT" J10JKeH PUHUMATHCS ¢ MU 11
JOCTHXKEHHUS ONTUMANBHON CKOpOCTH BcackiBaHus. [Ipvem mpernapata JmopanT” HaToWaK Wi
TOJILKO C OEJIKOBBIM HAMMUTKOM MOKET MPUBOANTE K CHHIKEHHIO KOHUEHTPALMH PWINMBUPHHA B
nasMe KPOBM, UYTO MOTEHUMAIBHO CHIDKAET TepaneBTHUYECKYH0 >(P(EeKTHBHOCTh npenapara
dmopant”.

Pacnpenenenue

In vitro 99,7% pwinuBMpUMHA CBSI3bIBAETCA € Oe/KaMM [U1a3Mbl, MPEUMYUIECTBEHHO C
anpbymMuHOM. PacripesesieHne pHINMBHPHHA B OHOJIOrMYECKHX KHAKOCTAX (CMMHHOMO3roBas
KMKOCTh, CEKPETBI MOJIOBbIX MyTEH), HE H3y4alloCh.

Merabonuszm

HccneqoBaHus in Vvitro TOKazald., 4YTO PWINHUBUPHUH TMOJABEPraeTcs OKUCIHUTEIbHOMY

MeTaboJn3My, Onocpe10BaHHOMY cicTeMoil uutoxpoma P450 (CYP) 3A.
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BriBeieHue

KoHeuHBIil Mepuojl MOJTYBbIBEACHUS PHIMMBUPHHA COCTABIACT TPHMEPHO 45 wvacos. [Ilocie
npueMa OJHOKPATHOH J103bl HC-punuBupuHa BHYTpb, okono 85% u 6,1% n03bl npenapara,
COJEp/KAIIEro PaAMOaKTHBHYIO METKY, ObLI0 OOHApYKEHO B Kale M MO4e COOTBETCTBEHHO.
KoaMuecTBO pPWINMBUPHHA, OOHApYKEHHOrO B Kaje B HEM3MEHEHHOM BHJEC, COCTaBJIA/IO B
cpeaHeM 25% OT BBeJCHHOH 103bl. B Moue Obi1o 00OHapy»XEHO JIMLIb HE3HAYUTE/IbHOE
KOJIMYECTBO HEM3MEHEHHOTO PUINUBUPHHA (MeHee 1% OT NPUHSATOMH 103bl).

BepeMeHHOCTb M MOCJIEPO/I0BbII NEPUO/L

KowueHTpauus obwero puinisupiHa B miiasme kposn (AUC) nocsie npuema puiInuBipuHa 25
mMr 1 pa3s B CyTKM B paMKaX CXeMbl aHTHPETPOBUPYCHOI Teparnu Obula HUKE BO BpeMms
GepeMeHHOCTH (0IMHAKOBOI1 BO BTOPOM H TPETbEM TPUMECTPAX) M0 CPABHEHMUIO € M10CICPOI0BLIM
nepuogoM (cM. Tabmuuy). CHUXKeHHEe NapameTpoB (papMakOKHMHETHKH c¢B0001HOrO (TO €CThb
AKTMBHOI0) PWINMBHPHUHA BO BpeMs OEPEMEHHOCTH M0 CPABHEHMIO C MOC/ICI0BbIM MEPHOIOM
ObL1I0 MeHee BbIPAKEHHBIM, YeM Ul 00LIEro puanuBUpUHa.

V KEHLMH, [0Jy4aBIIMX PHINUBUPUH no 25 mr | pa3 B CyTKM BO BTOPOM TpUMECTpe
BepeMeHHOCTH, cpeHHe MHAMBUAYaNbHbIe 3HAUEHUA Cmax, AUC24 11 Crnin o0Lero puinuBUprUHa
ObUTH, COOTBETCTBEHHO, Ha 21%, 29% u 35% HuKe, YeM B MOCJIEPOAOBOM INEPHOAE; B TPETHEM
TpuMecTpe 6epeMeHHOCTH 3HaueHNS Cmax, AUC24 M Ciin OBUIH, COOTBETCTBEHHO, Ha 20%, 31% u
42% HuKe, 4eM B MOCEPOI0BOM MEPHOJIE.

Pezymﬂan.l aHaJ/In3a (l)apmaxommenmn odLero PHINHBHPHHA [@ocC/J€e IMpHEMA

PHANMBHPHHA N0 25 Mr 1 pa3 B CYTKH B PAMKAX CXeMbl aHTHPETPOBHPYCHOH TepanuH BO

BTOPOM H TPeThbeM TPHMeCTPax HepeMeHHOCTH H B 110C/IePO0BOM Nepuoe

dapMaKOKHHETHKA obomero|[TocieponoBrrii  |Bropoi Tpernii
PHINHBHPHHA nepuoj TPHMeECTP TpHMeCTP
(cpeanue + SD, Meauana (auanason)|(6-12 nexenn) OepeMeHHOCTH  |OepeMeHHOCTH
I tmax) (n=11) (n=15) (n=13)

Comin, HI/MIT 84.0 +58.8 54,3 + 25,8 52,9 +24.4

Crnax, HT/MJT 167+ 101 121 +£45.9 123 4 47.5

tmax, 4 4,00 (2,03-25,08) |4,00 (1,00-9,00) |4,00 (2,00-24,93)
AUCy4, Hr*u/ma 2714 £ 1535 1792 £ 711 1762 + 662

Oco0Oble rpyIiibl MAlUEHTOB

Jemu

q)apMaKOKl/lHETHKa PWINUBUPHUHA Yy MALUUEHTOB, paHEC HE MOJIy4yaBUIMX AHTUPETPOBUPYCHYIO
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TEpAINIO, Obl1a cOMOCTaBMMA Y B3pOC/IbIX MalMEHTOR W neted B BO3PACTC or 1 JIET 1ipU

npueMe B 03¢ 25 Mr | pa3 B cyTku. Kak W y B3pOCIIbIX MALMEHTOB, Macca Tejla He BIMA/Ia Ha
(hapMaKOKHHETHKY PUIMWBUPUHA y JeTeli B Bo3pacTe oT 12 1o 18 set (0T 33 10 93 k).
dapMaKOKMHETHKA PUIMTHBUPHHA Y JIeTell Miawe |2 et B HacTosulee BpeMs u3yyaetcs. B cessu
C HeJI0CTATOYHOMN M3y4YEeHHOCTBIO MPUMEHEHHUS Npernapara y Aetei miuaame 12 €T HEBO3MOKHO
Npe0CTaBUTh PEKOMEHIALMH OTHOCHTEILHO Ha3HA4YeHUs npenapara DaIopaHT® AeTAM Miajie
12 ner.

[oocunvie nayuenmot

dapMakOKUHETHYECKHI aHaN3 JaHHbIX BUY-1-MHQUUMPOBAHHBIX MAUMEHTOB MMOKa3al, 4TO
dapMaKOKMHETHKA PHIINHBHPHHA OCTAETCS COMOCTABMUMOI /11 BCEX BO3pAcTHBIX rpyni (ot 18 10
78 net). Koppekiuuu 103b1 npenapata y noxuiblX NalHEHTOB He TpeOdyeTcs.

Ilon

He BbIiBIEHO KIMHHYECKH 3HAYUMbIX pa3inyuii B GapMakOKMHETHKE PUINMBUPHHA Y MYKYUH 1
JKEHLLMH.

Paca

dapmakokMHeTHYeCKMI aHanu3 JaHHbIX BWY-1-MHQUUMPOBAHHBIX MaUMEHTOB MOKa3all, 4TO
pacoBas MPUHAJIEKHOCTb He BIUsET Ha 3P (QeKTUBHOCTL Mnpenapara Dmopant®.

Hapywenue ¢pynryuu nevenu

Punnueupud MeTaboiaM3MpyeTCs M BBIBOAMTCS MeveHblO. B HccienoBaHHM, CpaBHUBAOLIEM
(apMakOKHHETHYECKME MapaMeTpbl y MALUMEHTOB C JIEFKOH CTENEHM TSHKECTH HapylIeHHEM
dyHkumn nevenun (kiace A no wkaie Yaiina-Ilbo) 1 nauMeHTOB W3 KOHTPOJIBHOM IPYIMIbl, a
TaKke (HapMaKOKMHETHYECKHE [apaMeTpbl MMALUMEHTOB CO CPEJHEH CTEIEHH TSKECTH
HapyweHuem GyHkIMH nevenu (k1ace B nmo mkane Yaina-I1er0) v naumeHTOB U3 KOHTPOIBHOM
rpyNibl, AeiCTBHE PUIMTMBHPHHA, TPHHIUMAEMOTO B MHOMOKPATHBIX [103aX, Ob110 Ha 47% Bbllle Y
MALIMEHTOB C JIEFKON CTEMEeHH TSAKECTH HapylleHHeM (YHKUHM neuyeHd, U Ha 5% BbllEe Y
MaLMEHTOB CO CpeHell CTeNeHH TAKeCTH HapylleHueM (yHKuuM neuyeHH. OHAKO Henb3s
MCKJIOYATh, YTO KOHLEHTpaLMs (apMaKoJOrMYecKH aKTHBHOrO HECBA3aHHOIO PHIIMMBHPHHA
MOKET OBITh 3HAYMTELHO MOBBIIEHA Y MAlMEHTOB ¢ HapyuleHHeM (QYHKLUMHU MeYeHH CpeaHei
CTENEHH TAKECTH.

V nauMeHTOB ¢ IErKoi ITH cpe/THel cTerneH! TSHKeCTH HapyLeHHeM Gy HKLNH TeYeHH KOPPEKIIHH
110361 He TpebyeTcs. DapMaKoKMHETHKA Mpenapata DIIOPaHT" y MaLMEHTOB ¢ TAKEIOM CTeneH
TAKECTH HapyuleHueM QyHkumu neyenn (wkiace C no wkane Yaina-Ilero) He u3yvanach M
M03TOMY MPUMEHEHHE PUINHBUPHUHA Y JaHHOM rpynIibl NALKUEHTOB NPOTUBOINOKA3aHO.

Koungexyus supycon cenamuma B w/unu C
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rematuta B n/mmm C He 0Ka3bIBaIa KIMHHYECKH 3HAYNMOTro 3 dekra Ha AeiCTBIE PUINTUBUPHUHA.

(DapMaKOKHHeTH‘{ECKHﬁ aHaJIM3 B MONYJIAUUAX

Hapywenue ¢pynxyuu nouex

dapMaKOKWHETHKA PUITNMBUPHHA Y MALMEHTOB ¢ HapyIICHUEM (GYHKUMU TOYeK HE M3yvasach.
[TouKkaMu BBIBOAUTCS HE3HAYMTE/IbHOE KOJIMYECTBO PHIMUBUPHHA. Y MAaUMEHTOB C HapylIeHHEM
(YHKUMH MOYEK JIErKoi WJIM CPeIHEH CTEMeHH TAKECTH KOPPEKUMH [103bl HE Tpebyercs. Y
MALMEHTOB ¢ HapylleHHeM (YHKUMM [O4YeK TKENOH CTereHu MIM ¢ MOYeHHOMH
He/I0CTaTOYHOCTHIO TEPMHUHAIBHON CTa/JMK rpenapar DuopaHT®  JIOJKEH TIPUMEHSTBCS €
OCTOPOKHOCTBIO, TAK KaK KOHIEHTPALMs PUINUBUPHHA B I1a3Me KPOBH MOKET MOBBILIATHCS B
CBA3M CO BTOPMYHBLIMM H3MEHEHMAMH B TMpolleccax €ero BCachlBaHHsA, pacripele/ieHus |
MeTabo/MM3Ma, BbI3BAHHBIMM HapyuleHHeM (GYHKUMM Mo4ek. Y MauMeHTOB C HapyUIeHHEM
(GYHKUMH MOYEK TSAKEN0H CTEeNeHn WK C MOYeYHON He0CTaTOUHOCThIO TEPMHUHAIbHOI cTaauu
KOMOMHHpPOBaHHAs Tepanus IpenapaTrom DAIOPAHT" B COYETAHMH C MOLIHBIM HHTHOUTOPOM
uzopepmenta CYP3A MOKeT Ha3HA4aTbCA TOJLKO B TOM ClTy4ae, €C/i MOTEHUHAbHAs 1071633 0T
MPUMEHEHUs NPEBbILIACT BO3MOKHBIA puck. ManoBeposTHO, 4TO  reMOAMAIM3 WK
MepUTOHealbHbI  AHAIM3  MOTYT CYLIECTBEHHO YCKOPHTb BbIBEJCHHE pHINMBUpHHA U3

opraHu3ma, nocKoJibKy pHJINHUBHUPHH 00J1aJ1a€T BLICOKUM CpOACTBOM K OesikaM Ma3Mbl KpOBH.

IMoka3aHus K NPHMEHCHHIO
Jleuenne BUY-1 undekuun B coctaBe KOMOMHMPOBAHHOW aHTHPETPOBUPYCHOI Tepanuu y
B3pOC/IBIX M JIeTell B BO3pacTe OT 12 JIeT, paHee He Moy 4aBIiuX TEPArnio 1 HMEIOLINX [10Ka3aTeln

PHK BUU-1 ne 6osiee 100000 kormii/mi.

IIpoTruBONOKA3AHHA

1. TloBbIIEHHAS YYBCTBUTEIBHOCTH K PWIMHUBHPHHY WM JOOBIM JIDYTHM KOMIOHEHTaM
npernapara.

2. HenepeHOCHMOCTB J1aKTO3bl, e(HULMT JJAKTa3bl, TIIOKO30-ralakTo3Has Manbadbcopoums.

3. Jletckuii Bo3pact 10 12 ner.

4. Tsaxenvle Hapyuienus dyHkunn nedenn (kiace C no wkane Yainnn-Teto).

5. Tleproa rpyAHOTO BCKapMJTUBAHMS.

6. OnHOBpeMEeHHbI MpHEeM C MpernapaTamMd. 3HAYHUTENbHO MOHWKAIOWMMH KOHUEHTPALMIO
PWINMBUPHHA B M/1a3Me, MOCKOJIbKY 3TO MOKET NPUBECTH K MOTEPe BUPYCOJIOrHYECKOro OTBETa
WK K Pa3BUTHIO YCTOMUMBOCTH K MPEnapary DAIOpaHT " WM KO BCeMY KJIACCY HEHYKIEO3HAHBIX

HHFI/IGMTOPOB 06paTHOﬁ TPaHCKPUITA3bI. 3HaYUTEIbHOE MMOHUIKEHUE KOHUEHTpaUuuH
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pWJITNKUBUPHHA B IUIa3ME MOXKET npOHBQﬁTu B TeX-CAyuasax, KOIJa NPUHUMACMAIC OJHOBPEMEHHOQ

¢ mpenapaToM DIIOpaHT" Mpenapatbl Merabonmusupytotes uepes usopepment CYP3A wmm

noBeiwatoT pH B kenyake (cM. Bsaumooeticmsus ¢ Opyeumu 1eKapCmeeHHbLMU CPeOCmeamu):

e IIpoTHUBOCYA0OpOXKHbBIC CpeAcTBA — KapbamasenuH, okckapOasenuH, (eHobapouran,
(eHUTOMH;

e [IpoTuBOTYOEpKYIe3HbIE CpeCcTBA — PUMAMITULIMH, pUATIEHTHH,

e  UHruOUTOpBEI MPOTOHHOI MOMIMBI — TAKHE KaK 330MENpa3soll. JIAHCOMNpa3oJl, omenpasodl,
MaHTonpa3oJ, padbenpasoir;

e [ JIIOKOKOPTHKOCTEPOM/HBIE MperapaThl CHCTEMHOIO A€HCTBHA — AEKCAMETA30H (MPU MpUeMe
6oJiee yeM OJIHOH /103bl Nperapara);

e [lpenapatsl Ha 0OcHOBe 3Bepo0Os NMpoAbIpABIeHHOTO (Hypericum perforatum).

C 0CTOPOKHOCTBIO

Ipenapat DMOpaHT" CAEayeT C OCTOPOKHOCTBIO IIPUMEHSTD:

- B COYETAHMM C [pernapaTramu, CMOCOOHBIMH BbI3BAaTb [MOJUMOPPHYIO IKEJy0YKOBYIO
TaxXMKapMilo THNA «MUpY3T». JlaHHbIE O MOTEHUMATLHOM B3aUMOJEHCTBMM DPUINUBUPHHA U
JIeKapCTBEHHBIX MpenaparoB, yaauHstomux untepan QT, orpanuueHbl. B uccnenoBanum ¢
y4acTHeM 3J0pOBbIX J00POBOJILLEB BbISCHUIOCH, YTO BLICOKHE [103bl PUIINUBUPHUHA (75 MI OHMH
pa3 B fieHb U 300 Mr 0/1MH pa3 B AeHb) YAIMHAIOT uHTepBai QT Ha s1eKTpokapauorpamme;

- B coveTaHuM ¢ aHTaroHucramu Hz-peuenTtopoB ($hamMOTHAMH, UMMETHAMH, HHU3aTH/IMH,
PaHUTHINH):

- B COYETAHUM C AHTALMIHBIMU CPEACTBAMH (FMAPOKCH ATIOMHHMS WM MarHus, kapOoHat

KaJIbLIMS):

B COYETAHHHU C 11a6nranaHa 3TCKCHUJTATOM!

Y NOXKHWJIBIX MALHEHTOB,

Mpu HapyweHun GyHKLUUHK MeYeHH cpeIHeii cTenenu TsaxecTH (knace B no wkane Yaiina-T1sio):

npu HapylieHUH (GYHKLUMH MOYeK TSKENOH CTeNeHH WM MpPH MOYeYHOM HEI0CTaTOHHOCTH
TEPMHUHAIBHOM CTaIuH.
He pekomenayeTcs NMpMHMMaTh Mpenapar DAopaHT” oaHoBpemeHHo ¢ apyrumu HHHOT

(nenaBupanH, 3haBupeH3, ITPABUPHH, HEBUPATIHH).

Hpnmeﬂenne NnpH ﬁepemelmocnl H B IEPHOJA TPYAHOI0 BCKApM/IHBAHHS

bepeMeHHOCTb

JlaHHble O MPUMEHEHHIO PWIMMBUPHHA Yy OepeMeHHbIX >XEHLIMH OrpaHu4eHbl (A0CTYyMHA
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undopmaums o menee 300 Mexonax OepeMEHHOCTH). Bo Bégaﬁﬂﬁ&%ﬂdﬂ)@#%‘?&%%éb

CHIDKeHMe KOHLEHTpAlMH PWINMBUPHHA B IUIa3Me KPOBH, MOSTOMY C/eAyeT TIIATe/IbHO
HaOIIO1aTh 3a BUPYCHOI Harpy3Ko#.

B uCC/eIOBAHUAX Yy JKMBOTHBIX HE BBISBJICHO MPAMOro HWIH KOCBEHHOTO BO3/IEHCTBUSA
PUANMBUPHHA HA PENPOTYKTHBHYIO (YHKUHIO.

[IpuMeHeHHe pUINMBUPHHA BO BpeMs OepeMEHHOCTH MOKET paccMaTpuBaThed, B ciydae
HEeOOX0AUMOCTH.

Ilepuno/ rpyJAHOr0 BCKapMJIMBAHWA

Hew3BecTHO, MPOHUKAET JIH PUINMBUPHH B IPYIHOE MOJIOKO KOPMALIMX XKCHIINH. PunmuBupHH
BBIIENSIETCA ¢ TPY/AHBIM MOJIOKOM Y KpbiC. B CBA3M ¢ BO3MOXHBIM Pa3sBUTHEM HEXe/IaTe/IbHBIX
SABJICHUIT Y MJIaeHLEB, HAXOAIMXCA HA rPYHOM BCKApMJIMBAHHMH, IPYHOC BCKAPM/IMBAHWE
NOJKHO OBITh MPEKPALLEHO BO BpeMs MpHema npemnapara.

Bo us3bexanue nepenaun BUY-uHdexunmn miageHuaMm, KOPMALIMM IJKEHUIMHAM, KUBYLHMM C
BUY, pekoMeH1yeTCs HE OCYLIECTBATH FPYAHOE BCKAPM/IMBAHHUE.

DepTuiIbHOCTL

JlaHHbIe 0 BO3CHCTBUN PUINMBUPHHA HA PENPOYKTUBHYIO (YHKLMIO Y YelI0BEKa OTCYTCTBYIOT.
B uccienoBaHMAX Y JKMBOTHBIX He ObUIO BbISBJICHO KJIMHUYECKH 3HAYMMOro BIWSHUA

pyUJINMWBUPHHA HA (bepTMﬂbHOCTb.

Cnoco® npuMeHeHHs H 103bl

JleyeHHe OJKHO MPOBOAMTLCS BPauoM, UMetolunM onbiT Tepanuu BUY-undekunu. Ipenapar
DatopaHT®  cilelyeT NPUMEHSTh TOJIBKO B COYETAHMW C JIPYTMMHM  aHTHPETPOBHPYCHBIMH
cpencTBamu. Pekomenyemas J03a npenapara y B3pOC/bIX M JeTel OT 12 go 18 ner — oaHa
TabeTka (25 Mr), BHYTPb OJMH pa3 B CyTKH BO BpeMa eJlbl. Tab/eTKy MporiaThiBaTh UCIUKOM, HE
’K€BaThb, HE U3MEJIbYATD.

Ecn omo3gaHue B pyueme rperapara cocTaBuilo MeHee 12 4acoB, NalHeHTy C/IeyeT Kak MOXKHO
cKopee MPUHATH C MULIeH TabeTKy npenapara DmopadT”, cieaytolias TabieTka PUHUMAETCS B
o6bluHOe Bpems. EciaM omosjaHue B npueMe mpenapata cocTaBuio Gomee 12 wacos,
MPOTIYILIEHHYIO /103y MPUHUMAThL HE ClIe/yeT: cilejlytouas Tad/ieTka NpUHUMaeTes B 00bIYHOE
BpeMS.

Ecnu B TeuyeHWe MepBbIX 4-X 4acoB I0C/e MpueMa rpernapara BO3SHUKAET pBOTA, TO MAaUHUEHTY

R

cllelyeT KaK MOXHO CKOpee MPMHATH ¢ muiieil TabneTky npenapara Dmiopat . Ecau psoTa
BO3HHMKAET 110 MPOLIECTBUM Gojlee 4-X 4acoB OT NpHEMa Mpenapara, TO HET HEOOXOAMMOCTH B

JOMOMHUTEILHOM NIPHEME Mperapara 1 ciieyrolas TabaeTka NPUHUMAETCs B 00bIMHOE BPEM.

10
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Koppexyus 00361

Ilpy 0JHOBPEMEHHOM MPUMEHEHMH Mperapata DaOpaHT" ¢ pudadyTMHOM 103a mpenapara
DmopanT” moKHa ObITh yBeuueHa 10 50 Mr (JBe TabaeTKH Mo 25 Mr) OAMH pa3 B CYTKH BO
BpeMs epl. [locie oTMeHsl Tepanuu pudadyTHHOM [03a Mpenapara JMIOPaHT" JOKHA ObITh
CHWXKEHA 10 25 Mr OJMH pa3 B CYTKM BO BpeMs enabl (CM. Bzaumvodeiicmeus ¢ opyeuvu
JNeKAPCIMBEHHBIMU CPEOCMBAMU).

Oco0ble rpynnbl NANHEHTOB

Hoocunvie nayuenmer

Koppekuun 10361 mpenapata JMopaHT" y MOXWIBIX MalUMeHTOB He Tpebyercs. ITpuMeneHue
npenapara DAOPaHT" y MOKHIIBIX MALHEHTOB TPeOYET OCTOPOKHOCTH.

Lemu (e sospacme menee 12 nem)

D dexTuBHOCTL M Ge30MacHOCTS Npenapara DAopaHT” y AeTeii Miaaue 12 et He ycTaHOBMIEHA.
Hapywienue ¢pynxyuu nevenu

VY nauMeHTOB C JErkuM WM Cpe/iHeid CTeNeHU TsKeCTH HapylieHHeM QyHKUMHK neveHu (kiace A
niau B no wkasne Yaitna-TTbo) koppekuunu /10361 npenapara He Tpedyetcs. JlaHHble 0 NpUMEHEHHU
npenapara y NalMeHTOB ¢ TSKEJIbIM HapyuleHHeM ¢yHKUMM nevenu (iace C no wkane Yaiina-
[1b10) oTcyTeTBYIOT. [IpHMeHeHHe Mpenaparta DA0paHT" y NALMEHTOB ¢ TAKEIbIM HapyLIeHHEM
¢yHkumu nevenu (knace C no wkane Yaiina-Ilslo) nporusomnokasaHo. IlpuMeHeHue npenapara
DmopaHT” y NalMEeHTOB ¢ HapylleHHeM (YHKLHMH MeveHH CpeIHeil CTEMeHN TSHKECTH TpedyeT
OCTOPOKHOCTH.

Hapywenue ¢ynkyuu nouex

INpenapat DaropaHT® McCle10BAIC B OCHOBHOM Y MALMEHTOB C HOpMasbHOM GyHKLMEH MoYeK.
VY nmauueHTOB ¢ HapylleHHeM (YHKUHH MoueK JIETKOH WM CpeiHel CTereHH KOPPEKLMU 103bl
npenapata JmopaHTt” He TpeOyerca. YV MalMEHTOB ¢ HapylleHHeM (YHKLUMH MOYEK TSKENOii
CTENEHH WM C TI0YEYHOI HEA0CTATOYHOCTBIO TEPMHHAIBLHON CTajMM Mpenapat JMIOpaHT”
JIOJI’KEH MPUMEHSATBCA C OCTOPOXKHOCTHIO. Y MALIMEHTOB ¢ HapyeHHEM (HYHKLIHMH MOYeK TAKeIoH
CTEMEHH MM C T[OYEYHOHl HENOCTATOYHOCTBIO TEPMUHANBHON CTaAMH OJHOBPEMEHHOE
NpUMEHeHHe Mpenapata DAIOPaHT® ¢ MOIHBIMM MHru6MTOpamMu u3odepmenta CYP3A
(HaripyMep, PUTOHABHPOM) BO3MOKHO TOJIBKO B TOM Cllyyae, €C/IM BO3MOXKHAs M0Jib3a OT
NMpUMEHEHHs MpeBbIIAeT MOTEHUHATBHBIN PHCK.

Ecniu B pesyibTaTe Tepanuu MNpenapaToM DAOpaHT® y MallMeHTa MOsABIAeTCs paHHee
HE3HAYUTE/IbHOE MOBBILIEHHE KOHLEHTpAaUMM KpeaTUHHHA, cTaDUIbHOE BO BPEMEHH, TO TaKoe
MOBBILIEHHE HE SBIAETCA KIMHUYECKH 3HAYMMBbIM.

bepevennocmes
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(Bxopswmil M3 N24249349)
€ KPOBH,

[109TOMY CJleyeT TIaTebHO HabMoAaTh 3a BUPYCHO# Harpy3koil. Takke cielyeT paccMOTpeTh

BO3MOKHOCTB MEpPEeX0/1a Ha APYTyI0 CXeMy aHTHPETPOBUPYCHOM Teparmm.

IToGouHOe aeiicTBHE

B x071¢ KJIMHHYECKHMX MCC/IeI0BaHHii puinuBUprHa y 55,7 % MalmMeHToB 0TMeYasach, Mo KpaiHeH

MEpE, O1HA noboyHas peaKkuus. Haubosee 4acTbIMM MOOOUHBIMH p€aKkuHuAMHU (‘IaCTOTa HE MCHEC

2 % u, 110 KpaiiHeii Mepe, cpe/Hss CTereHp TsxkecTH) Oblu: nenpeccus (4.1 %), ronosHas 6071b

(3.5 %), Gecconnnua (3,5 %), coimb (2,3 %) n 6oib B obnactu xusora (2,0 %). CepbesHble

nmoOoYHbIE pe€aKkunu OTMEYAINUCh Y 1.0 % nauMeHTOB, MOJTY4YaBIIUX PHIIITHABHPHH. Cpe)lem

MPOIO/KUTEILHOCTD TEpariyi PUIANMUBUPHHOM cocTasisia 1043 Henen, s¢aBupenzom — 1041

Hejien. BobMHCTBO MOGOYHBIX peakuuil OTMEeYaIHCh B NepBble 48 Hesleb Teparty.

Bo Bpems Tepanud pHINHBUPUHOM BO3HUKAIH CJICAYHOLIHWE HapyleHUA ﬂa60paT0prlX

nokasaresiei 3 wid 4 cTeneHu, pacLUCHEHHbIC KaK noOoYHbIE pE€aKUHH: MOBBILLIEHUE AKTUBHOCTH

naHKpeaTHyeckoi amuiasbl (3,8 %), MOBbIIEHME AKTUBHOCTH acrapTaTaMUHOCTpaHC(epasbl

(ACT, 2.3 %), nosblllieHHe aKTMBHOCTH aslaHnHamuHoTpanchepassl (AJIT, 1.6 %). noseiienue

conepxanms JITTHIT xonecTepuHa B KpoBH (HaTowak, 1,5 %), nefikoneHus (1,2 %), noBbilIEHHE

AKTUBHOCTH JIUIIA3bl

(0.9 %), noBbllleHne coaepkaHus Ounupyouna B kposu (0.7 %),

MOBBILIEHHE COAePKaHHA TPUIIIMLEPH/IOB B KPOBU (HaTowak, 0,6 %). runoremorioduxemus (0.1

%), TpombouuTonenns (0,1 %) W MOBbIIIEHHE COAEPXKAHUS OOLIEro XOJeCTepUHA B KPOBH

(natousak, 0,1 %).

IToGou4HbIE pe€aKuuu npenapara CUCTEMATH3UPOBAHbBI OTHOCHTE/ILHO KaXKA0W U3 CUCTEM OpraHoB

B 3aBUCUMOCTH OT 4aCTOTbl BCTPEYAEMOCTH, C UCIT0JIb30BAHNEM CﬂC,[Iyl-OLllCﬁ KJIaCCH(bHKauHMZ

Ouenp vacto (21/10)
Yacro (=1/100, <1/10)
Heuacro (>1/1000, <1/100)
Penko (=1/10000, <1/1000)

Ouenb peako (<1/10000), Bkaroyas eAMHUYHbBIE CITy4aH.

Hapywenusi co cmopohsl kKposu u 1umMBamuiecko cucmemet.

yacmo: NeMKONEHU, TUIIOreMOorjI00MHEM U, Tp0M6OLll/lT0ﬂ€HHﬂl

Hapywenus co cmoporbl UMMYHHOU CUCTEMbL
Heyacmo. CHHAPOM BOCCTAHOBJIEHHWS UMMYHMTETA;

HapyweHnus memadonusyma u NUMAanus.

ouenb wacmo: NOBbILICHHE COAEPKAHUA 0OLIETO XOJeCTepHHa B KPOBH (HATOLLAK), MOBBILICHNE

coaepxanus JIITHIT xonecrepuna B KpoBH (HaToLIAK),
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yacmo: CHWKEHHE anmneTUTa, MOBbILLEHHE COAep
Ilcuxuveckue HapyweHus.:

ouens yacmo. OECCOHHULA,

yacmo: HeoObIYHbIe CHOBUAEHHS, AEMPecChs, HapyLIeHHs CHA, MOJaBJIEHHOE HACTPOCHUE,
Hapywenusi co cmoponsl HepEHOU CUCMEMBL:

Ouenb uacmo. TONOBOKPYKEHHE, FOJI0BHas 001b,

yacmo: COHIUBOCT;

JKenyoouno-KuuteyHole HapyueHus.

oueHb Yacmo: TOUTHOTA, MOBBIIIEHHE aAKTHBHOCTH MAaHKPEaTHYECKON aMHJTashl;

wacmo: 601k B 061ACTH KMBOTA, PBOTA, TTOBBILIEHHE AKTHBHOCTH JTHTIA3bI, IMCKOMMOPT B 00,1aCTH
JKMBOTA, CyXOCTb BO PTY,

Hapywenus co cmoponbl nevent u Jeadesbl800uyux nymeii:

OYeHb Yyacmo: MOBbILUEHUE aKTUBHOCTH TPAaHCAMHHA3,

yacmo: NOBbIIEHUE COAepkKaHUA OUNNpPYOUHA B KPOBHU;

Hapywenus co cmopotbl KOJXCU U NOOKOJICHBLX MKAHE:

yacmo. Chlllb;

Obwyue napywenus. u peakyuu 6 Mecme 66e0CHUs.

Yacmao. yCTalloCTh.

OTKJIOHEHUA pPEe3YyJbTAaTOB J1a00paTOPHbBIX HcclieJOBaHUHI

B Xode KIMHHYECKHMX HCC/IeJ0BaHHil cpe/lHee W3MEHEHHE CoJepKaHHs OOLIEro XojecTepHHa
(HATOILAK) MO CPABHEHHIO CO 3HAYEHHAMH, MONYYECHHBIMH [0 Hayana Teparnuu, COCTaBUIO 5
mr/1, JITIBIT xonectepuna (Hatowak) — 4 mr/a, JITTHII xosectepuna (HaTowak) — | MI/UT U
TPUIJIHLEPHIOB (HATOIAK) — 7 MI/UT.

OnucaHue OTAEAbHbBIX HEXKEJIATECIbHbBIX SIBJICHUH

Cunopom 80cCmano8IeHUs UMMYHUmMema

YV BUY-uHGUUMPOBAHHBIX MALMEHTOB ¢ T:KeN0i popmMoit UMMYHO/Ie(HLIMTA, TOJIbKO HAYaBIIMX
MoJy4arh KOMOMHUPOBAHHYIO aHTHPETPOBUPYCHYIO TEPAIHIO, Ha (oHe BOCCTAHOBJIEHUS PabOThI
MMMYHHOH  CHCTEMBI ~ MOXKET  Pa3BHThCA  BOCTAJMTE/bHBI  OTBET ~ HAa  Haau4ue
OTMOPTYHUCTHYECKHX AreHTOR C TMOABJIEHHEM HJIM 000CTPEHHEM CUMITTOMOB 3a0b0JieBaHUs, paHee
MpoTekaBuIero GeCCUMNTOMHO. 3aperHcTPUPOBaHBI ClyYaH BO3HHKHOBEHHs ayTOMMMYHHBIX
3a6oseBaHuil (HanpuMep, GonesHu ['peiiBca M ayTOUMMYHHbIH renatut). Takue ABIEHUA MOTYT
BrIEpBbl€ BO3HMKATb YePEe3 MHOTO MECALIEB I10C/IE Hayaa Teparnuu.

Io6ounvie peaxyuu y demet 8 gospacme om 12 0o 18 nem

Be30MacHOCTb MpenapaTa y jeTeii OUeHHBaach Mo pesy/ibraTam 48-Mu Heaelb KIHHHYECKOro

13
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MCcCllelOBaHNs, B KOTOPOM TMPHHUMAIM yyachue 36 ﬂeTeﬁ': E%}é%,ﬁf"[uﬁg ip J[IJC_;F, ?%%ﬁ-!é'eg :'He
MOJTyyYaBILIMX AHTHPETPOBHPYCHYIO TEpariio, ¢ MacCoif Tejla He MeHee 32 KI M MOJy4YaBLINX
PWINMBUPHH B J103e 25 Mr | pa3 B CYyTKM B KOMOMHAUMM € JAPYTHMH aHTHPETPOBHUPYCHBIMH
npenapatamMu. CpeaHsist IPOJIOJHKUTEIBHOCTE TePauu cocTaBuia 63,5 Heenu. Hu ouH nauueHT
He MpeKpaTl TePanMio U3-3a BO3HUKHOBEHHS HEKeNlaTebHBIX peakuuid. Y aetei (ot 12 no 18
J1eT) He ObLIO OTMEYEHO [OMOJHUTEIbHBIX MOOOYHBIX PEAKUMH MO CPAaBHEHHUIO C TAKOBBIMHU Y
B3pOCIbIX.

BoJIbIIMHCTBO HeXeNaTebHbIX peakinii Oblin 1-0it 1 2-0if crenenn Tsaxectu. Hanbonee yacto
BCTPEUATHCE CIIEYIOIIME HeKellaTebHbIE PeaKkLliH (BCe CTENeHH TAKECTH, 4acToTa He MeHee 10
%): ronoBHas 601k (19.4 %), nenpeccust (19,4 %), connnBocTs (13,9 %) u Tomnora (11,1 %). He
OTMEYAJIOCh  M3MEHEHMs  aKTHBHOCTM  acnapratamuHocTpaHcdepassl  (ACT)  wim
anaHnHamMuHoTpaHchepasbl (AJIT) crenenn 3 uaum 4, a TaKkKe MOBbILEHUA AKTUBHOCTH
TpaHcaMHUHa3 cTeneHu 3 uam 4.

BeszonacHocTh M 3 PEeKTUBHOCTb PUINUBUPUHA Y A€Tell B Bo3pacTe MeHee 12 neT He u3yudeHa,
JlaHHbIE OTCYTCTBYOT.

Jlpyrye rpynibl NaLKMeHTOB

ITayuenmet, ko-unguyuposanueie supycom cenamuma B w/uiu cenamuma C

VY nauueHToB, KO-UH(GHULMPOBAHHBIX BUpycoM renatura B uam C, nosyuasuinx DmopaHt®,
4acTOTA MOBbILIEHUS YPOBHs MEYEHOUHbIX (epMEHTOB OblIa BBILIE, YEM Y MALUEHTOB TOJILKO C
BHY undekumeit. To xe camoe HabIH0Aa10Ch U B IPYIIINE NALUHWEHTOB, MPUHUMABLIMX Y(paBUpeH3.
dapMakOKHHETHYECKOe  JCHCTBHE  PWINMBUPMHA Y  KO-WH(HUUMPOBAHHBIX  MALMEHTOB

COMOCTABUMO C TAKOBBIM Y MalMEHTOB 0e3 KO-HH(EKLNH.

IlepegosupoBka

JlaHHbIe M0 NMepeI03upOBKe Mpernapara y Jitoeld orpaHU4eHHBI.

CHUMNTOMBI MEPEI03UPOBKHM MOTYT BKJIFOUATh FOJIOBHYIO 00J1b, TOUWIHOTY, FOJIOBOKPYKEHHE W/HJIN
HeoObIuHble CHOBUAcHMA. Kakoro-nmbo creuuduyeckoro aHTua0Ta He cyuectByer. JleveHue
BKJIOYAET MPUMEHEHHEe 00IMX MEp MOJIeP>KUBAIOLLEH TepanuH, BKIHOYas KOHTPO/Ib OCHOBHbBIX
nokazaresneii skusHeaestesnibHoctd 1 KT (uutepran QT), a Takke MOHUTOPHHT KJIMHUYECKOTO
COCTOSIHMA nauuenTa. PekoMeHayeTcss 0OpaTUThCA B TOKCHKOJIOTHYECKHH LIEHTP I MOJTy YEHHS
MocAeAHUX  PEeKOMEeHJauMii Mo  Tepanuu  Nepeao3upoBKU.  [1OCKOJbKY — pUINHBUPHH
XapaKTepu3yeTcss BbICOKOM CBA3bIBAEMOCTBIO C OelkaMM [M/1a3Mbl, AHaIM3 B Clyuae

nepen03upoBKU Hea(h(heKTHUBEH.
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BiaumojeiicTBHE € IPYTHMH JIEKAPCTBEHHBI

JlekapCTBEHHbBIE CPE/ICTBA, OKa3bIBAKOUIWE BAUIAHUE HA MeTa00/1M3M PUINMBUPHUHA

PUinuMBUpHH MeTabONM3MPYETCs € ydacTHeM H30(epMEHTOB CHCTeMbl wLMTOXpoma P450
(CYP)3A. mo>ToMy JieKapcTBEHHbIC Mperaparbl, KOTOpble HHIyLHMPYIOT WM HHTMOMPYIOT
CYP3A, BAUAIOT Ha BBIBEJICHUE PHIITTUBUPHUHA.

OHOBpeMeHHbII TIpHeM Mperapara DIIOpaHT W JIEKApCTBEHHBIX MPENapaToB, CHOCOOHBIX
nuayurpoate CYP3A, MOXKeT MPUBECTH K CHH)KEHUIO KOHLEHTPAUMU PUIITNIHBUPHHA B M1a3Me
KPOBH M CHU3WTH TeparneBTHUECKHH 3G eKT puanuBHpuHa.

O/HOBPEMEeHHbIii MpUeM Mpenapata JMOpaHT” M JIEKAPCTBEHHBIX [MPENapaToB, KOTOpbIE
nHruoupytotT CYP3A, MOXKET NPUBECTH K MOBBILIEHHUIO KOHUEHTPALIMU PUITNIMBUPHHA B M1a3Me
KPOBH.

OaHOBpeMeHHbIH NpHeM Mperapara DAIOPaHT" M JIEKAPCTBEHHBIX [PENapaToB, MOBBILAIOLIMX
pH B kesyake, MOXKET NPUBECTH K CHHKEHHIO KOHLIEHTPALMK PUINMBUPUHA B [71a3Me KPOBH U K
BO3MOKHOMY CHHKEHHIO TeparneBTHYECKOro AeHCTBUS PUIINIMBUPHHA.

BiinsHue puJinMBUpyUHa Ha MeTa00JM3M APYTUX JEKAPCTBEHHbIX CPEJICTB

MajloBepOATHO, UYTO Mpenapar DOpaHT”, NPUHUMAeMblii B 03¢ 25 MI OIMH a3 B /CHb,
OKa3blBa€T KJIMHMYECKH 3Ha4yuMblii >(pdekT Ha BbIBeAEHHME JEKAPCTBEHHBIX I[IPENaparos,
MeTaboau3upyeMbIX n30hepmeHTaMu uutoxpoma P450.

Pusinusupud uHruéupyet P-ramkonpotent in vitro (ICso (KOHUEHTpaUMs MOJIyMaKCUMAIbHOTO
MHruOMpoBaHus) coctariseT 9,2 MkMoub/). B KIMHMYECKMX HCCIEI0BAHUAX PUIITMBUPHH HE
OKa3bIBa/l 3HAYUTEJILHOTO BIMAHUS Ha (apMaKOKHMHETHKY AMIOKCHHA. OJIHAKO NP COBMECTHOM
MPUMEHEHHH C PWIMHBUPUHOM HeJIb3s TOJIHOCTBEO HCKJIIOYAaTh BO3MOXKHOE TOBBIIICHHE
KOHIEHTPALMH JPYTHX JIEKaPCTBEHHBIX MPEnapaTtoB, TPAHCIOPTUPYEMBIX P-TIIMKOMPOTEHHOM H
foslee  4yBCTBUTE/bHbIX K MHIHOMPOBAHHIO KHLIEYHOro P-raMkonporenHa (Hampumep,
JaburatpaHa 3TeKCHIAT).

PunnueupuH aeisercs uarudbutopom tpancnoprepa MATE-2K in vitro (ICso < 2,7 mkMoub/m).
KnuHuyeckue nocieACTBUs JaHHOTO HHTHOMPOBAHMS B HACTOALLEE BPEMs HEU3BECTHBI.
VeTaHOB/IEHHBIE M TIpedrioyiaraeMble B3aUMOJECHCTBUS € AHTUPETPOBUPYCHBIMU M JPYTHMH
NleKapCTBEHHBIMHU MperapaTtaMu rnpeacTaieHsl B Tabnuue 1.

Taonuuya 1

HccneqoBanus B3aMMOJIEHCTBHIA € JIDyTMMM MpernapaTtaMd M3y4yaJluch TOJIBKO Y B3POC/IbIX
nauueHToB. JlekapcTBeHHbIE B3aMMO/JCHCTBMA PWJINMMBUPMHA IPH OJHOBPEMEHHOM IMpHEME C
JNIEKApCTBEHHBIMU NPEnapaTaMu NpeacTaBieHsl B Tabauue 1 (noBeiienne 0003Ha4aeTes Kak T,
MOHMXXEHHE KaK |, OTCYTCTBHE U3MEHEHHIl — <>, He npuMeHnuMo — HII, noBepuTebHbIN MHTEpBa
— JIH, Cmax — MakcUMasibHas KOHUEHTpauus B asMe KpoBu, Cmin — MUHUMa/IbHAs KOHLIEHTPALIUA

B mnasme kpou, AUC — miiouiaab noa KpUBOi «KOHLEHTpaLMA-BPEMS).

[Taﬁ.rmua 1: JlekapcTBeHHbIe B3aHMOAEHICTBHA H PEKOMEHIALHH 110 N0A00pY 103bI.




COOTBETCTBYET SKCNEPTHOMY OTUYETY
ot 09.08.2023 N= 15315

JlekapcTBeHHbIE
npenaparsl
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Bo3aeiicTtBHe Ha papMaKoKHHe[HYeCKHe

MOKA3aTe/IH J1eKAPCTBEHHBIX
NpenaparoB PexomMeHIalHH Mo 0IHOBPEMEHHOMY
MeToa HAMMEHBLILHX KBAAPATOB npueMy ¢ APYruMH npenaparamu
CpeaHee oTHoOIeHHe
(90% JAU; 1,00=otcyrcrBue 3dpdexTa)

IIpoTHBOBHpYCHBIE NPENapaThbl

AHTHPETPOBHPYCHBIE CPEICTBA

Hyxkneozuonsie unzuoumopui oopamnott mparckpunmaset (HHOT)
HYK1€omuoHble uHeuoumopol oopamuoit mpanckpunmaszet (HmHOT)

Jnaanosun
400 Mr B JICHB

Teunodosupa
JN30TIPOKCHII
¢ymapar
300 mr B JeHb

AUC auaanosusa T 12% [Ipy oaHOBpeMEHHOM mpueMe npenapata
Cmin anaanosuna HII DopaHT” ¢ AMJAHO3MHOM KOPPCKLUMH /103bl
Crax AHIQHO3HHA < He Tpedyercs. JInaaHo3uH caelyeTr npuHUMaTh
AUC punnusupuHa < KaKk MMHMMYM 3a JIBa 4aca 10 WIH uepes
Cinin PHIIIIMBUPUHA < 4eTBIPE Yaca 10CIIE IPUEMaA PHIIIMBUPHHA.
Crnax pUITUBUPUHA <

AUC rtenodosupa T 23 % [Ipy 0AHOBpeMEHHOM MpHeMe Mpenapara
Cmin TEHODOBHPa T 24 % Dmopant” ¢ TeHo(OBHpa AM30MPOKCHIA
Crmax TeHOGOBUpa T 19 % (ymapatom KOppeKIHH 103kl He TpebyeTcs.

AUC puanuBupuHa <
Crin PHITIMBUPHHA <>
Crmax PHANMBUPHHA <

Npyrue HUOT
(abakaBup.
IMTPULMTAOUH,
JIaMUBY M1,
CTaByIMH H
3U/10BY IMH)

He usyuanoce. Koppekunu 10361 He TpedyeTcs.
He oxuaaercss KJIMHUYECKH —3HAYMMBIX
JICKAPCTBEHHBIX B3aUMOICHCTBHUIA.

Henykneozuonsie uneudumopul oopamuot mpanckpunmasol (HHHOT)

HIHOT
(J1eaBupamilL.
ydaBupeHs.
ITPABUPHH.
HEBUPAIHH)

Ile uzyqanocs Ile pekoMeHayeTcsi MPUHMMATh DIOpaHT”
oanospemetitio ¢ apyrumu HHUOT.

Hueubumopot npomeasol, ycureHHble HUZKOU 00301 PUMOHASUPA

Japyuasup/
pUTOHABHp *
800/100 Mr B 1eHb

AUC napyuaBupa < [Ipn oanoBpemeriiom npueMe npenapara
Chmin 1apyHaBupa | 11 % Jmopant® ¢ aapyHaBUPOM/PUTOHABHPOM
Cmax AapyHaBUpa <> MOXeET HabaoaaTbest NOBBIICHUE
AUC puanusupuna T 130 % KOHUCHTPALMHK PUINIMBUPHHA B I11a3ME KPOBH,
Cmin puainuBupuna 1 178 % HO KOPPEKLIHMH 103bl He TpedyeTcs.

Cmax praanBupuna 1 79 %

(unruduposanue uzopepmenta CYP3A)

JlonunaBup/
PUTOHABUD (MATKHE
KEeJIaTUHOBbIE

3
Karcy Jibl)
400/100 wmr aBa
pasa B 1eHb

AUC nonuHasupa < [Ipy oaHOBpEMEHHOM [pHEME Mpenapata
Cmin tornuaBupa | 11 % Dmopant® ¢ JONUHABUPOM/PUTOHABUPOM
Cmax TOMUHABUPA <> MOXeET Hab01aThCs MOBbILLICHUE
AUC punnusupuna 1 52 % KOHUCHTpalUUi pUINUBUPHHA B IL1a3Me KPOBH,
Cmin puainuBupusa T 74 % HO KOPPEKLIMH J103bl HE TpedyeTcs.

Cmax puanuBupuna 1 29 %

(uarubuposanue uzopepmerra CYP3A)
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Jlpyrue ycuiaeHnbie | He usyyasocs. [lpu" ~OAROBPENEHHOM Jdﬂuafe"* %ﬁcrﬂpara
MHIUOMTOPBI DMOpaHT" ¢ YCHICHHBIMH HMHIHOMTOpaMH
NpoTeasbl NpoTEasbl MOKET HAO/II01aThCs MOBBILCHHE
(aTazaHaBup/ KOHIUEHTPALMH PUITTMBUPHHA B IL1a3ME KPOBH.
PUTOHABHUP., HO KOPPEKLIMHU J103bl HE TPeOyeTCs.
(pocamnpeHasup/
PUTOHABHUP.
CakBHHABHP/
PUTOHABUP.
TUIpaHaBup/
PHUTOHABHD)
Hreubumopul npomeasst 0€3 yCUICHUS PUMOHAEUPOM
Mapmakonornyecky | He nsydanocs. Koppekuuu 103b1 He TpedyeTcs.
HEYCHIIEHHBIE O’KMIaeTCs  MOBBILIECHUE  KOHUCHTPAUMK
MHIMOUTOPSI PHINMBUPHHA B [1/1a3M€ KPOBH.
nporeasbl
(aTazaHaBup.
(hocamnpenaBup,
MH/MHABUP. (unruduposanue usodpepmenta CYP3A)
HeaduHaBup)
Anmaconucmot CCRS
Mapasupok He nsyyanocs. Koppekiiu 10361 He TpedyeTcs.

He okuaeTcsi KIMHHYECKH 3HAYMMOTO

JIEKapCTBEHHOTO B3aUMO,1CHCTBUA.
Hueubumop unmeepasor BIY
Paaterpasup ” AUC panrerpasupa T 9% Koppekuuu 1036l Hie TpedyeTcs.

Cmin pasiterpaBupa 1 27 %

Cumax pastTerpasupa 1 10 %

AUC punnuBupuna <>

Crnax pUINUBUPUHA <>

Crin PUIITTMBUPUHA <>
Jlpyrue npoTHBOBHPYCHBIE NPENapaThl
PubaBupuH He usyuanocs. Koppekiun 10361 He TpedyeTcs.

He oxuaeTcss KIMHUYECKH 3HAYMMOro

JIeKapCTBEHHOTO B3aHMOICHCTBHA.
Cumenpesup* Cmax cumenpesupa 1 10% Koppekumnu 103b1 He TpedyeTcs.
150 mr 1 pa3 B | AUC cumenpepupa <
CYTKH Cmin cumenpesupa <

Cmax puInuBUpHHA <>

AUC puinuBupHHa <>

Cmin puinusrpusa T 25%
JIpyrue JiekapcTBeHHbIe NPeNnaparbl
IIpoTuBOCY10POKHBIE CPEACTBA
Kapbdamaszenuu He u3yuanocs. I[lpumeHeHne — npenapata  Jmiopant® B
OxckapOa3zenuH OxHugaeTcs  3HAYMTENBHOE  CHIKEHHE | KOMOMHALMH c JIAHHBIMH
denobapouTan KOHIIGHTPAIIMM  PUIMMBUPHHA B T1a3Me | MPOTHBOCYI0POKHBIMH cpe/IcTBaMH
®denutoun KPOBH. MPOTHBOMOKA3aHO.

(unaykuus usodepmenta CYP3A)
IMpoTuBOrpHOKOBbIE NpenapaTbl rpynbl a30/108
Kerokonaszon™ AUC kerokonaszona | 24 % 1Ipu 0AHOBpEMEHHOM NpPUEME PUIINIMBUPHUHA B

1
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s pEE
400 mr 1 pas B | Cmin KETOKOHA301a | 66 % DEKOMCHIOBAHHOH /10
ACHb Cmax KCTOKOHA301a <> KCTOKOHA30/10M  KOPPEKLUMH  103bl  HC
Tpedyercs.
(uuay kums uzodepmenta CYP3A B cBsizu ¢
BBLICOKOH 10301 pPH.IIIMBUPUHA B
UCCJICIOBAHUH)
AUC puanusupuna 1 49 %
Cuin prcinuBuprHa T 76 %
Comax prainBupuna T 30 %
(uurudupoanue usodpepmenta CYP3A)
®iykoHa3o He nsyuanocs. Koppekumnu 103bl He TpeOyeTC.
Hrpakonason [Ipy OJHOBPEMEHHOM MpHEME Mperapara
Ilo3akonason DaopaHt” c MPOTUBOTPUOKOBBLIMH
BopukoHazo npernapataMm  TPYNIbl  a30J0B  MOXET

HaOMI0IaThCA  MOBBIUICHHE KOHUCHTPALUUH
PHIIIMBUPHHA B 111a3ME KPOBH.

(uuruduposanue nsopepmenta CYP3A)

MpoTuBoTyGepKy./Ie3HbIe Mpenaparbl

Pudadytun AUC pudadbyTtuna < [1py 01HOBPEMEHHOM NPUMEHEHHU Tpenapara
300 mr 1 pa3 B | Cmin pudadyruna < Jmopant® ¢ pudabyTnHom j03a upenapara
aeHb' Crax pudadytuna < DaopanT® 10:KHA ObITH MOBBILIEHA ¢ 25 MT 10

300 mr 1 pa3 B aeub
G 25
puanuBupuHa 1 pas

Mr
B JICHb)
300 mr 1 pa3 B 1eHb

(rt 50
puanuBuputa | pa3s

MI

B JICHb)

AUC 25-0O-ze3auetui-pudabytnna «—
Cinin 25-0-z1e3auerna-pudadyTnha <
Cmax 25-O-ne3atieTua-pudady TuHa <

AUC puanusupuia | 42%
Cmin puanuBuputa | 48 %
Conax pH:IIMBHpHHA | 31 %

AUC puanusuputa 1 16 %*
Cmin PUITIHBHPUHA < *

Crnax puanuBupuna 1 43 %*
*M0  CpaBHEHHIO C 23

MpUeMomM Mr

pHITIHBUPHHA | pa3 B CYTKH

(unaykums uzodepmenta CYP3A)

50 mr oauH pa3 B cyTku. [Ipu oTmene Tepannu
pugabytuHom 103a mperiapata  JMOPaHT®
N0/KHA ObITH CHHKEHA 10 25 MI OJMH pa3s B
CYTKH.

Pudamnuuui

600 mr | pa3 B 1eHb

AUC pudamnuumna <

Chin prpavnuunna HIT

Cmax pudamnuumna <

AUC 25-O-aezauetui-pudamnuunta | 9 %
Conin 25-0-ne3auerua-pudadytuia < HII
Crnax 25-O-ze3auetua-pudaMimumna <
AUC puanusuputa | 80 %

Cmin puanuBupuna | 89 %

Crnax pHATIMBHPHHA | 69 %

[Ipumerienne Jaiopant” B KOMOMHAUMM C

prudaMIMIMHOM TPOTUBOMNOKA3aHO. TaK Kak
3TO MOXKeT

TMPUBCCTH K yTparte

TepaneBTH4eckoro dpekra puanUBUpuHa.
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FAR —~
(nuay kuust nsodepmerta CYP3A] : =
Pudanentun e uzyyanoce. [lpumenenne npenapara  DAOpaHT” B
OxXuaaeTest  3uaqyuTebloe  NOHMAKCHUE | KOoMOMHAUuK ¢ pudarietTuiiom

KOHUCHTpAUKWHU PpHIINIMBUPUHA B TIIA3Me MPOTHBOIOKA3aHO, TakK KaK 93TO MOXET
KPOBH. NPUBECTH K  yTpaTe  TepaneBTHYECKOro
ypdekra puinuBuprHa.

(nHay kuus nzopepmenta CYP3A)

AHTHOHOTHKM rpynnbl MaKpoJIHA0B

Knaputpomuumn He usyuanoce. ITo  BO3MOXHOCTM  cieldyeT  Ha3HayaTh
IPUTPOMHULIUH OxuaeTcst  NOBBILICHUE  KOHUCHTPALMK | ajlbTEPHATUBHBIE  [pEMapaTtbl.  HalpuMep.
PUITIMBUPHHA B T171a3Me KPOBH. A3UTPOMHILHH.

(uaruduposanue uzopepmenra CYP3A)

I'mokokopTHKOHABI
JlekcameTasoH He n3yyanoce. [IpuMeHenre  mpenapata  JaiopaHt® B
(cHCTEMHBIH. OXHaeTCsl  MOHMKCHME — KOHUCHTPALMK | KOMOMHALUMK C JEKCAMETA30HOM CHCTEMHOIO
Kpome PUINIMBUPUHA B I71a3Me KPOBH, 3aBUCUMOE | JCHCTBHS (KPOME OJHOKPATHOTO MPUMEHEHHSA)
0/IHOKPAaTHOTO OT JI03bl JICKCAMET30Ha. MPOTUBOMNOKA3aHO. TaK Kak JTO  MOXKeT
MPUMEHEHHUS ) NPUBECTH K  yTpare  TepareBTHYECKOro
s dekra puanuupuna. Ciaelyer paccMOTpeTh
BO3MOKHOCTb TPHUMEHEHHS IbTCPHATHBHBIX
TpenaparoB. OCOOCHHO MpPU  UIMTENLHOM
(unaykuus uzodepmenta CYP3A) MPUMEHEHHUH.
HNHruoUTOpBLI NPOTOHHOH MOMIbI
Owmenpazon ™ AUC omenpasona | 14 % [lpumenenue  npemapata  DuopaHt® B
20 Mr B 1eHb Comin oMenpaszosna HIT KOMOMHALMH c OMENpaso/IoM
Comax OMenpazoaa | 14 % MPOTHBOMOKA3aHO. TaK Kak ATO  MOXeT
AUC punnusupuna | 40 % NpUBECTH K yTpaTe  TepaleBTHYECKOro
Chin puanuBupuna | 33 % s dekTa punuBUpHHA.

Cunax praBHpHHa | 40 %

(CHUXEHHE BCACbLIBAHWS B CBA3H C
HHOBBILICHHUCM 3HAYCHUSA pH B )KCJI)'LIKC)

Jlanconpaszon He usyuanocs. [Ipumenenue npenapara  DIOpAHT" B
PaGenpasoun OXHIaeTcs  3HAYMTCIBHOC  MMOHWKEHHE | KOMOMHAUMM ¢ HMHTUOWTOpPaMH MPOTOHHOTIO
[TanTonpason KOHIEHTPALMKM  PUIMUBUPUHA B ILTa3Me | HAacoca MpOTHBONOKA3aHO. TaK KAK YTO MOKET
J30Mernpaso:n KPOBH. MPUBECTH K  yTpare  TepareBTHYECKOro

sddexra punnuBupuHa.
(CHWXKEHHE  BCachblBaHWS B CBA3M  C
NOBBILICHHEM 3Ha4eHns pH B xenyke)

BaokaTtopsl H2-rucTaMHHOBBIX pelenTopos

®amotnann AUC punnueupuHa | 9 % Dmopant® cneayer NPUMEHATh c
Oanokpartas 103a | Cmin puanuBupuna HIT OCTOPOIKHOCTBIO npu HA3HAUCHUMU
40 mr. Crmax PUIITUBUPUHA <> OJHOBPEMEHHO ¢  aHTaroHuctamu  Ho-
npuHUMaeMas 3a peLENTOPOB. Puanusupun MOKHO
12 yacoB 10 KOMOMHHPOBATH TOJILKO ¢ aHTaronuctamu Ha-
PUINUBUPHHA PELENTOPOB, MPUMEHSEMbIMU | pas B CyTKH.
®amoThanH* AUC punnuupuHa | 76 % AHTAroHMUCThbI Ha-peucntopos cacaycT
Oanokparnas 103a | Cmin puanusupuua HI1 MPUHUMAThL CTPOrO Kak MHHUMYM 3a 12 yacos
40 mr, Cmax puanuBupuna | 85 % a0 MaM wepes 4 dyaca 1nocie  npuema
npuHUMaeMas 3a 2 pH:IIMBUPHHA.
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Haca a0
PUINIMBUPHUHA

(CHUAKEHHE BCACbIBAHUA B ¢BsA3H C

(Broagusit o Ned 2407400
= F L5 - ]

[NOBBILICHHAUCM 3HAYCHHUA pH B )KC."I)',]KC)

®amoruann™
O;1HOKpaTHas 103a
40 mr.
npuHuMaemas 3a 4

AUC puanusupuna 1 13 %
Cmin puanuBupuna HI1
Crmax puiinuBupura 1 21 %

4aca a0

pUINUBHPUHA

IlnmeTnann He usyuanocs.

Husarninu

Panutnaux (CHMXKEHME  BCachiBaHMsi B CBS3U €

NOBbILLICHUEM 3Ha4YeHus pH B xenyake)

AHTaUHIHbIE CPEACTBA

AHTalNIHBIE

Cpe/IcTBa
(TMAPOKCHT
ATOMHUHUSA WIH
MarHus, kapOOHaT
KaJIbIHA)

He usyyanoce.

Oxu/daercss  3HAYUTEILHOE  HOHMKEHHE
KOHLUCHTPAUMK PWINUBHPUHA B [/1a3Me
KPOBH.

(CHHKEHHME  BCACBIBaHMA B CBA3M  C

noBbIlIcHHEM 3HadeHus pll B keiryake)

Dmopant”® crenyer MPUMEHSATE (

OCTOPOKHOCTBIO OIHOBPEMCHHO C
AHTAUUIHBIMH CPCACTBAMH. AHTauuabl MOIYT
NMPUHUMATBECS KAK MUHUMYM 3a 2 yaca 10 uwiu

yepe3 4 vaca rnocJie npueMa puiimuBUpHHA.

HapKOTH‘IECKHe AHAJIBIeTHKH

Meranon’

60-100 mr 1 pas B
A€Hb
WUuanBuayansHo
nojobpanias 103a

AUC wmeragona R(-) | 16 %
Chin MeTagoHa R(-) | 22 %
Cmax MeTazoHa R(-) | 14 %
AUC punnuBupuHa «*
Cmin pUaINMBUpUIIA ¥

Cmax pUANUBUPHHA <%

[Ipy 0AHOBPEMEHHOM BBEIEHWH METAI0HA C
npenapatoM DIHOPAHT® KOPPEKLUMH 103bl HE
Tpebyercs. Tem He MeHee. PEKOMEHIYETCs
KJIMHUYECKUH

MOHHUTOPHHI B CBA3H C

11€00X0,1MMOCTBIO KOppPEKLMH pekumMa

MO/UICPKUBAIOLIEH  TEPAllMK  METaI0HOM Yy

¥ ¢ yY4eTOM JIaHHBIX [0  [PYMNaM | HEKOTOPBIX NalHMEHTOB.
MCTOPHYECKOrO KOHTPO.1
AHTHAPMTMHYECKHE CPeaCTBA
Jlurokcuu’ AUC aurokcuna < He  Tpebyercs  KOppeKUMM 103  NpH
Cmin aurokcuna HI'1 0IHOBPEMEHHOM [IPHEME € IUTOKCHHOM.
Cmax IMTOKCHHA <>
AHTHKOATIyJIAHTBI
Jlaburarpana Ile  usywanoce. Puck  ysenuuenus | [lpenapar Dmopant® cieiyeT NPUMEHATHL C
JTeKcUIaT KOIlILEHTpallid 1aduratpana B I1a3Me He [ OCTOPOKHOCTBIO 0/IHOBPEMEHIO C

MOKET ObITh UCKJIFOUEH.

(uHrubupopanue KMLIEYHOTO P-

[JIMKONPOTEHHA)

naburarpaHa TEKCHIIaTOM.

IpoTuBoaHabeTHYECKHE CpeACTBA

Merdopmun*
(pasoBas J103a

850 mr)

AUC merdopmuHa <
Chmin MeThopmuHa HIT
Cinax MeTOpMUHA <>

He 7103
0THOBPEMEHHOM TIpHeMe ¢ MeTHOPMUHOM.

TpebyeTcs  KOPpeKUHH npu

ﬂeKapCTBeHHble npenaparbl paCTHTE/IbHOI0 MPOHCXOKACHHS

3Bepoboii
TIPOABIPSBICHHBDII
(Hypericum
perforatum)

He usydanocs.

Oxunaercs 3HAYUTECJILHOC MOHWXCHHUC
KOHIEHTpAllUKu pU.ITIMBUPUHA B IIJIa3ME

KPOBH.

(unay kuus uzogepmenta CYP3A)

Dmopant®  MPOTHBOINOKA3aHO  MPUMEHSATH
O/IHOBPEMEHHO C [MpernapataMu Ha OCHOBE
3Bep000s MPOBIPSIBICHHOTO, MOCKOJIBKY 3TO
MOJXKET MPUBECTH K NOTEPE TEPANCBTHYECKOTO

s ekTa punnUBUpHHA.
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AHaJIbIeTHKH

(D ey e B \Je A AT A0
VL= FpL=r S Pa L = b LD P b i o Sy £ L 5

Ilapaueramon™
500 mr
0IHOKpATHas 103a

AUC napauetamosna <
Cmin napaueramosna HII
Cmax MapaleTamosia <
AUC punnuBupHHa <>
Crin pyanuBupuna T 26 %
Cax pHIMMBUPHHA <>

Koppekuwun 103b1 He TpedyeTcs.

JcTporeHcoaepxkale KOHTPaAUeNTHBHbIE CPeICTBA

ITUHUIICTPAINO *
0.035 mr B 1eHp
Hopoytunapon ™

| Mr B J€HB

AUC >THHHIICTPaaHO1A <
Crmin "THHHIDCTpaIMOIA <>
Crmax dTHHIIDCTpaanoaa T 17 %
AUC Hop>THHApOHA <>

Conin HOPITHHPOHA <>

Crax HOPITHHJIPOHA <

AUC punnuBupuHa < *

Crin pHINIUBUPHHA <> ¥

Crnax PHIITIMBHPHHA <> *

* ¢ YyUETOM JIaHHBIX TPYIIBI HCTOPUYECKOTO

KOHTPOJIA

Koppexkunu 10361 He TpedyeTcs.

Uuruoutopsr 'MI'-KoA peaykrasbl

50 Mr oaHOKpaTHas

Cmin cua1eHaduna HIT

ATtopsactatun AUC aropactatiHa <> [lpy 0aHOBpEMEHHOM mNpHeMe mpenapara
40 mr | pa3 B 1eHb | Cpin aTopBacTaThha | 15 % Jmopant® ¢ aTopBACTATUHOM KOPPEKUHM
Crax aTopBactata 1 35 % J103bI He TpedyeTcs.
AUC puanuBupuHa <
Crin PUITNIHBUPUHA <>
Cmax pranBupuHa | 9 %
Hurnoutopsl pocdoandcrepassr S tuna (O/13-5)
Cunaenapun™ AUC cungenadpuna < [lpn oaHOBpeMEHHOM TNpHeMe Mpenapara

DaopaHt® ¢ cuiaeHapuIOM KOPPEKLMH 103bl

n03a Crax cHIICHA M <> HC TpedycTes.

AUC punnuBupuHa <

Cin PUITHBUPHHA <>

Crnax PHIITMBAPUHA
Bapaenadun He nsyuanocs. Ilpn oaHOBpeMEHHOM TmpUeMe npenapara
Tananadun Jmopaut® ¢ uurubutopamu  DOJ1D-5

KOPPEKLHHU 103kl HE TPeOyeTCs.

* B3aumoeicTBHE MEXLY MpenapaToM DIOpaHT" M JIeKapcTBEHHBIM MPENapaToM H3y4aioch B

Xo/e KIMHMYECKOro HcclieloBaHus. Bce ocTaabHble JIEKapCTBEHHbIE B3aMMO/JEHCTBUA
Npe/nonaraTes.

# JlanHoe WcCle0BaHHE B3aUMOJECHCTBHUS JIEKAPCTBEHHBIX TpErnapaToB BbIMOJHSIOCE MPH
npueme mnpenapata DAOpaHT" B 03¢, MpeBbllualolleil peKkomMeHayeMyto. PekoMeHauuu no
J103MPOBAHUIO OTHOCATCA K PeKOMEH/LyeMoii /103e npenapara DMopaHT” 25 M 0/1MH pa3s B JeHb.
T JlanHoe ucce0oBaHME B3aMMOJIEHCTBUS JIEKAPCTBEHHBIX MPENApaToB BBINOJHAIOCH TPH

npueMe npenapata DAOPAHT" B 103€, PEBILIAOLICH PEKOMEH/LYEMYIO.

JlekapcTBEHHbIE MpenapaThl, YAJIUHIOUIWE UHTEPBAII QT

HaHHble 0 TIOTeHUHWAJILHOM B3aUMOJENCTBUHU pPWINMUBUPUHA W JIEKAPCTBEHHBIX [IPEINapaToB,
2]
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yaumHaownx uHtepsai QT, orpannyensl. B ncdie10BaHIMM ¢ Y UACTUEM 340 POBLIN-100POBOALHER
BBIACHHJIOChH, YTO BBICOKHE /103bI PHJINTMBUPUHA (75 MT OIMH pa3 B AeHb U 300 MT 0/IMH pa3 B J€Hb)
yanuHAT nHTepBan QT Ha snekTpokapauorpamme. B cBsi3u ¢ 5TiM npenapar Dmopant® ciegyet
C  OCTOPOKHOCTBIO IPUMEHATH B COYETAHUHM C [IperapaTaMH, CIIOCOOHBIMH BBI3BATh
MOJUMOPGHYI0 XKeJTyI04KOBY IO TaAXMKAP/IHIO THIA «ITUPYIT.

Ocobble ykazanus

BuDVCO,'IOZMlleCKa}l H€3¢(b€l\'mllBHOC7ﬂb U passumue pe3sucmeHmHocmu

lpenapatr DmopaHt® He wW3ywancs y MNALHMEHTOB ¢ BUPYCOJIOTHYECKO  Heyaaveii
NpeIUIeCTBYOIEN  aHTUPETPOBUPYCHOM  Tepanuu. [lepeyeHb MyTauuil, CBS3aHHBIX ¢
PE3UCTEHTHOCTbIO K PU/INMBUPHUHY, MpPEACTaBleHHbIl B pasnene «®DapMakooruueckue
CBOICTBa», MPUMEHHM TONLKO MPH HA3HAYEHWH Mpenapara JMIOPaHT" MalUMEHTaM, paHee He
0J1y4aBLUMM aHTUPETPOBHPYCHYIO TEpaAIMio.

Ilepen HayanoM Tepanuu npenapaTom DAOPaHT " cileyeT NPUHATH BO BHUMAHME ClIEAYIOLLIEe:

Y B3pOCIIbIX MAUMEHTOB, Mojy4aBwnx npenapar Dmopant”, ¢ PHK BUY-1 cebiwe 100 000
KOIMMI/MJ1 Ha MOMEHT Havasa Teparnum 4aiue 0TMeyaioch OTCY TCTBHE BUPYCOJIOMMUYECKOro OTBETa
(y 18,2 % naumentos B rpynne puinueupuHa u 7,9 % B rpymnre 3¢hbaBupeHsa), 110 CpaBHEHHUIO C
MalMeHTaMHM, Y KOTOPbIX HA MOMEHT Havasia Tepanuu rnokazatean PHK BUY-1 6bin menee 100
000 komuit/ma (y 5.7 % nauueHTOB B rpyrnne puInUBApHHA U 3.6 % B rpynne >haBupeHsa).
Habnonaemas Bupyconoruueckas HedGPeKTUBHOCTb [IPU JieYeHMH MpenapaToM DIlopaHT"
npuBoAMIa K Oosee BBICOKOH yacToTe (OPMHUPOBAHHMS PE3UCTEHTHOCTH K Mpenaparam Kjiacca
HHUOT. ¥V nauuenToB ¢ Habt01aeMoii BUPYCOIOMHYECKON Heydadeil, MoydaBunx Tepanmo
Mpenapatom JIOpaHT", yallle pa3BUBANach Pe3UCTEHTHOCTD K JTAMHUBY AMHY/3MTPHULMTAOUHY, MO
CPaBHEHHIO C TMAlUMEHTaMU ¢ HaOIoAaeMol  BHpYcOJIOTMYecKOH  Hed()(heKTHBHOCTEIO,
NoJIy4aBIUIMMHU npenapart 3(aBupeHs.

B uccnenosanusax y gereit B Boszpacte oT 12 10 18 sier He ObUIO MOAYYEHO KAKHUX-THO0
JIOTOJTHUTEIbHBIX JaHHBIX.

V nerteii B Bo3pacte oT 12 m0 18 ner Tepamus pUANMBUPHHOM JOJKHA MPEANOYTHTETBHO
Ha3HA4aThCA B CJlyvyae BBICOKOHW MPHBEPKEHHOCTH MauMeHTa k Tepanuu. Hegocratounas
MPUBEPIKEHHOCTh K TEPAITUHM MOXKET MPUBOJANTE K PAa3BUTHIO PE3UCTEHTHOCTH M K COKPAIEHHIO
YHCI1a MOC/IEAYOLNX BO3MOKHbBIX PeXKUMOB TE€PAITHH.

Kak w B ciyyae ¢ ApyrMMM J/1€KapcTBEHHBIMM MperapaTamu, pe3ysibTaThl OMNpeAe/ieHHs
PE3UCTEHTHOCTH K TEpPaNuM JOKHbBI yUHTHIBATLCS MPU HA3HAYEHUH PUIITMBUPHUHA.

Cepdewo-cocyducmbze USMEHCHUA
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[lpu npueme B J03aX, MPEBbILAIOWIMX Tepanepruyeckue (75 Mr Uiy paz B CYTKU

PUINMBUPHH BbI3bIBAT YanHHeHHe uHTepBana QTc Ha snektpokapanorpamme. Ilpu npueme B
pPEeKOMEH/I0BaHHOM A03e 25 Mr | pa3 B CyTKHM Mpernapar DMOpaHT" He BbI3BIBAET KIMHMYECKH
3Hauumoro wu3MeHeHust uHTepBana QTc. Ilpenapar DmopaHT® O/DKEH MPUMEHATHCS ¢
OCTOPOKHOCTBIO B Cilyyae COBMECTHOIO MPUMEHEHHs C MpenapaTtamH, YBEIWYHBAIOLIMMH PHCK
BO3HMKHOBEHHS JKeJTy A04KOBOM TaXHKapAWH TUMa "nmupyast".

Bzaumooeucmesue ¢ ()D}/le.\lll 1eKAPCMBEHHBIMU CPedcmeamu

CiiejlyeT MpOSIBUTH OCTOPOXKHOCTh NPH HA3HAYEHHM Mpenapata DIIOPaHT" B COMETAHMH C
JPYTUMU JIeKapCTBEHHBIMH TperapaTaMi, KOTOpbIe MOTYT CHH3MTb TeparneBTHYeCKHi ¢ dekT
puanuBupuHa. MHdopMauuio 0 B3aUMOJEHCTBHM Mpenaparta ¢ JPYrMMH JIEKapCTBEHHBIMH
cpeacTBaMu cM. B pa3jeiie «BsaumoeicTBHe ¢ APYrUMH JIEKAPCTBEHHBIMU CPEICTBAMUY.

Cunopom 80cCmManoBIeHUS UMMYHUMEmMA

K Hawany aHTHpeTpoBHpycHOW Tepanuun y BHY-MHOUUMPOBaHHBIX MNALMEHTOB C THAKEIbIM
MMMYHOJE(ULIMTOM MOXKET Pa3BUTbCS BOCMAIMTE/IbHbIH OTBET Ha Hanu4ue OECCHMITOMHBIX
ONMOPTYHUCTUYECKUX Ar€HTOB C MOABJIECHHEM MJIM 000CTPEHUEM CUMIITOMOB 3a00/1€BaHUs, paHee
MpoTeKaBWEero OecCUMNTOMHO  (CHMHAPOM  BOCCTAHOBJIEHWS HMMMYHHTETA), YTO MOXKET
norpeboBaTh JajbHEHILEro THIATEJILHOrO HaOMoAeHHs M jiedeHHs. OOBIYHO TaKMe peakuHH
HAOJIIOAIOTC B TEYEHWE MEPBbIX Helellb WM MecsleB rocie Hauaina JedeHus. [loxoxue
MpUMEPbl BKIIOYAIOT LIMTOMEraJlOBUPYCHBI PETHHHT, TEHEpPaIM30BaHHbIE H/WIM 04YaroBble
MUKOOaKTepHa/bHble MHPEKUMH W MHEBMOLUMCTHYIO NMHeBMOHMIO. ClielyeT OLEHHTH JHo0ble
CUMIITOMBI BOCIAJIEHUS M, B Cllyyae HEOOXOAMMOCTH, HA3HAUUTH JIeYEHHE. 3aperucTpUpOBaHbl
CJlyyau BO3HUKHOBEHHMS ayTOMMMYHHBIX 3a00J1eBaHMil, TaKMX KaK AU dy3HbIH TOKCHYECKHIt 300
(6one3ub ['peitBca) M ay TOUMMYHHBIH renatit Ha GoHe CHHAPOMAa BOCCTAHOBJIEHUS UMMYHHUTETA.
OIHAKO CPOK BO3HUKHOBEHHS JaHHBIX 3a00JeBaHUI LIUPOKO BapbHUpYyeTCA; 3a00JIeBaHUS MOTYT
HaAyaThCsl Yepe3 MHOTrO MeCALIEB MOcJie Havalla JIeYeHHs.

Bepemernnocms

Ipenapat DmopaHT"® 10)KeH IPUMEHATLCS BO BpeMst OepeMEHHOCTH TOJIbKO B TOM CIy4ae, eciiu
NOTEHLMaIbHAsA 110/1b3a NMPEBbILIAET BO3MOXHBIA pucK. [Ipy npueme puanuBupHHa B 103€ 25 Mr
1 pa3 B CyTKH BO BpeMsi OepeMEHHOCTH HaOJII01a/10Ch CHHKEHHWE KOHIIEHTPALMH PUITIMBUPUHA B
nnasMme. B uccrenoBaHusax TpeThel (as3bl CHWKEHHE KOHLEHTpalUMH PUINMHUBUPHHA B TUIa3Me,
CX0/1HOE C HabmoAaeMbIM BO BpeMsi OepeMeHHOCTH, ObUIO acCOLMHPOBAHO C MOBBILIEHHBIM
PMCKOM BHMpPYCOJOTHYECKON HeyJa4yd. TakuM 00pa3oM, cjelyeT TulaTelbHO HaboaaTh 3a
BUPYCHOM Harpy3koil. Takke ciesyeT paccMOTPETh BO3MOKHOCTh MEPEXO/A Ha JAPYTYlO CXeMy

AHTUPETPOBUPYCHOMH TEPaIHH.
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.'
HH(bOD.HaZ{lUl 0 HeKOMOPbLX 8eULeCMBAX, BXO0AUMX 8 COCMAE nDenanama éd}opa

OTYETY

INpenapat DaopaHT" COAEPXKHT akTo3y (B hopme 1akTo3bl MOHOTMApaTa). [IpreM mpenapara
DmopaHT® MPOTHBOMOKA3aH MALMEHTaM ¢ HEMepPeHOCHMOCTBIO JaKTO3bl, Ae()HLMTOM JIaKTa3bl

WJTH [JIFOK030-TaIaKTO3HOH ManbadbcopOLHei.

BansinHe HA CNOCOOHOCTH YNPABJIATH TPAHCNOPTHBIMH CPEACTBAMH, MeXaHH3MaMH

Ipenapat DmopaHT" He OKa3bIBACT BIMSHHMS WM OKa3bIBACT HE3HAYMTE/IbHOE BO3JEHCTBHE HA
CMOCOOHOCTh MAIMEHTOB K BOMKJIEHHUIO aBTOMOOWIIS U paboTy ¢ mexanusmamu. OaHako, npu
TpueMe npenapata JIOpaHT" MOTYT BO3HHKATB yCTANOCTh, FOJIOBOKPYKEHHE M COHIIMBOCTD, 4TO
HEOOXO0IMMO YUUTHIBATH MPH OLIEHKE CMOCOOHOCTH MAlMEHTa K BOKIEHHIO aBTOMOOMIS U paboTe

¢ MEXaHU3MAaMH.

®opma BbINYCKA

TabneTku, NOKPHIThIE MACHOYHONH 000/104KOM 25 M.

[To 30 Ttabnerok BO (JaKOHbI M3 MOJMITUIEHA BBICOKON [UIOTHOCTH, YKYMOPEHHbIE
MOJIMMPOIHIEHOBOM KPBILIKOI ¢ CUCTEMOH 3allMThbl OT BCKPBITHSA A€TbMH M KOHTPOJIEM MEpBOro
BCKPBITHS.

ITo 1 ¢nakoHy BMeCTe ¢ HHCTPYKUMEH M0 MPUMEHEHHIO B KAPTOHHY IO MavKy.

CpoK roIHocTH
3 roaa.

He MPAMEHATB MOCJI€ UCTEHCHHUA CPOKaA IrOJAHOCTH.

YcioBus XpaHeHHA
XpauuTh npu Temrneparype He Boiute 30 °C.
XpaHuTb B OPUTMHAIBHON YMAKOBKE IS 3alUUTBI OT MPAMBIX COMHEYHBIX Jyqed. XpaHUTb B

HEAOCTYIMHOM JUIA JIETEN MeCTe.

YciioBHS OTHYCKA

OTnycKaroT 1Mo peuenty

Ilpon3BoauTe.b
IIpous600cmeo, YNakoska u 6blNyCKAOWUil KOHMPOLb:

Succen-Cunar C.n.A.
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Dakmuyeckuir aopec npouseoocmea: yi. C. Succen, 04100 Bopro-CMukese i

CLAL

a o
CHT T TTTAalTvin:

FOpuouveckui aopec.: yn. M. Byonappotu 23, 20093 KosnoHbo-Monuese, Munan, Utanus.

Hepacameno pecucmpayuonnozo yoocmosepenus/opeanuzayus, npunumaiowas npemensuu:
000 «Jlxoncon & Jlxxoncon», Poccus, 121614, r. Mockasa, ya. Kpbiiarckas, a. 17, kopr. 2
KoHTakTHbIe TesieoHBI:

Ten.: (495) 755-83-57

Dakc: (495) 755-83-58

Dkenept no EADC peructpaunu
000 «/IxoHcoH & JIKOHCOH»

Tartbsana Em
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